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OIIMCAHUE U30BPETEHUA
2420-559317EA/032
AHTHU-TREM2 AHTUTEJIA 1 CIOCOBbI UX TIPUMEHEHUSA

ITEPEKPECTHAA CCBUJIKA HA POACTBEHHBIE 3ASABKHU

[001] HMannast 3asiBKa 3asABJsA€T NPUOPUTET NO mIpenasapurenbHelM 3asBkaM CIIHA Ne
62/541019, nonmanuoii 3 aBrycra 2017 r., u 62/636095, nonaunoii 27 ¢pespans 2018 r., koTopble
B TIOJTHOM 00beMe BKJIFOUEHBI B TAHHBIN JOKYMEHT MOCPEICTBOM CChUIOK.

[IOJIAYA TIEPEYHS IIOCJIEJJOBATEJBHOCTEUM B BHUJE TEKCTOBOI'O
DAUIIA B ®OPMATE ASCII

[002] ConepskaHue CleayroIero nNpeacTaBieHHOro TekcToBoro ¢aiina B popmare ASCII
BKJIFOYEHO B JAHHBIA JOKYMEHT IOCPEICTBOM CCBUIKHM B IOJIHOM OOBEMe: MalTHHOYHTaeMast
dbopma (CRF) Iepeuns MOCJIEI0BATELHOCTEN (HaMeHOBaHUE daiina:
735022001840SEQLIST.TXT, nara co3nanus: 2 asrycra 2018 r., pazmep: 238 k0).

OBJIACTh TEXHHKH, K KOTOPOM OTHOCHUTCS JAHHOE U30EPETEHUE

[003] JanHOe m300peTeHne oTHOCUTCS K aHTH— TREM?2 aHTHTENaM U TepaneBTHIECKOMY
MPUMEHEHUIO TAKUX aHTHUTEIL.

U3BECTHBIM YPOBEHb TEXHHWKH

[004] TpurrepHslii peLenTop, KCIpeccupyeMblii Ha MUeNOUIHbIX KieTkax—2 (TREM?2 —
triggering receptor expressed on myeloid cells—2), mpencrasisier co0ol UMMYHOTJIOOYJIUH—
NONOOHBIA peLenTop, KOTOPBIA SKCIPECCUPYETCs, HAMpUMep, Ha KIETKaxX MHEJIOUIHOTO
IIPOUCX OXKIICHHUS.

[005] AxktuBHocTe TREM?2 mpuuacTHa k OONE3HAM, PacCTpOMCTBAM M COCTOSHUSIM,
TakuM Kak JoOHO-BucouHasi nemenius (JIBJ1), 6onesnp Amnbiretimepa, 6onesnb [lapkuHCOHa,
MHCYJIBT/UIIEMHYECKOe MOPaXKEHUE TOJIOBHOIO MO3Ta, PaccesHHbI ckyepo3 u Oonesnp Hacy—
Xaxkona (Neumann, H et al., (2007) J Neuroimmunol 184: 92-99; Takahashi, K et al., (2005) J
Exp Med 201: 647-657; Takahashi, K et al., (2007) PLoS Med 4: e124; u Hsieh, CL et al,,
(2009) J Neurochem 109: 1144-1156; Malm, TM et al., Neurotherapeutics. 2014 Nov 18;
Paloneva, J et al., (2002) Am J Hum Genet 71: 656-662; u Paloneva, J et al., (2003) J Exp Med
198: 669-675; Guerreiro, RJ et al., (2013) JAMA Neurol 70: 78-84; Guerreiro, RJ et al., (2012)
Arch Neurol: 1-7; Guerreiro, R et al., (2013) N Engl J] Med 368: 117-127; Jonsson, T et al.,
(2013) N Engl J Med 368: 107-116; u Neumann, H et al., (2013) N Engl J] Med 368: 182—-184; u
Wang Y, Cell. 2015;160(6):1061-71).

[006] CoOTBETCTBEHHO, CYINECTBYET MOTPEOHOCTh B TepaneBTHYeCKMX aHTH—]REM2
aHTHUTeNlaX IJisl JieYeHUsi OOJIe3HeH, PacCTPOMCTB W COCTOSIHHM, CBSI3aHHBIX C IMOHMKEHHOU
akTUBHOCTEIO TREM2.

[007] Bce ucTOUHUKH, yIIOMHUHAEMbIE B JAHHOM JIOKYMEHTE, BKJIFOUas MATEHTHbBIC 3asIBKU
U MyOJIMKAMY, HACTOSALINM JOKYMEHTOM BKIJIIOYEHBI IIOCPEACTBOM CChUIOK B MOJHOM O0OBbEME.

CYIIHOCTDb JAHHOI'O U3OBPETEHUA

[008] HanHoe m3o0peTeHHe B OOIIEM OTHOCHUTCS K KOMITO3HMLIUSAM, KOTOPBIE COAEpKAT

AHTUTECIA, HAIIPUMEDP, MOHOKJIOHAJIbHBIC, XUMCPHBIC, TYMAHU3HUPOBAHHBIC AHTUTEJIA, (l)pal"MeHTbI



aHTUTeN W T.JA., KOTOpble crenuduueckn cpsa3bBatoT Oenok TREM2, nanpumep, TREM2
MJIEKOIUTAOLIETO (HampuMep, JI000ro MIIEKONUTAIOIEro, HE SIBJISIOIEroCs YeJIOBEKOM) WIIH
TREM2 4enoBeka, U kK cioco0aM MCIOIb30BaAHUS TAKUX KOMITIO3ULIMH.

[009] OmnpeneneHHble acmeKkThl JAHHOTO HM300pETEHHsT OCHOBAaHBI, MO KpalHeH Mepe
qacTU4HO, Ha wuneHTHdukauuu aHtu—TREM?2 anTturen ¢ ynydineHHbIMH a(p@HUHHOCTBIO U
(YHKIIMOHATBHBIMUA  XapakTepucTHKaMu. HeoknmaHHO, (YHKLUMOHABHBIE XapaKTEePUCTHUKU
antu—TREM2 anTHTEeN HeNb3st ObUIO MpecKas3aTh 10 MOBbIEHNI0 adGUHHOCTH. B HEKOTOpBIX
BapuaHTax peajgmzauuu, aHTH—TREM2 aHTHUTeNna 1O HOAaHHOMY HW300pPETEHHIO CBS3BIBAIOT
TREM?2 kak 4ejoBeKa, TaK M SIBAHCKOTO Makaka ¢ ap(UHHOCTBIO, KOTOpasi 0 MEHbLICH Mepe
npumepHo B 1 pa3 (“1-fold ) Beime, yem y antni—TREM?2 anTHTEna, BRIOPAHHOTO M3 AHTH—
TREM2 anHTuTeNa, COAEpIKAIEro BapuabeNbHYK) OOJACTh TSDKENOH Ienu, COIAEpIKaIlyro
aMUHOKHUCJIOTHYIO mocienoBaTenbHocTh SEQ ID NO: 27, u BapualenbHyr 001acTh JIETKOM
LENH, COAePIKAIYId aMHHOKHCIOTHYI mnocienoBarenbHocth SEQ ID NO: 56 (manpumep,
aarurteno AL2p—h50); antn—TREM?2 antuTena, conepskamero BapuadbenbHyr0 00J1aCThb TSUKENOH
LIeTTH, CONEPIKAIIYI0 aMHHOKUCIIOTHYI0 nocienosarenbHocts SEQ ID NO: 91, u BapnabenbHyro
00JIacTh JIETKOH LIeTH, COAEeP KAy aMHHOKHUCIOTHYIO nocienoarenbHocth SEQ ID NO: 103
(marmmpumep, antuteno AL2p-h77); u antn—TREM?2 anTHTENa, comepskamero BapHaOeNbHYIO
00JIacTh TSKEJIOW LM, CONEPIKalIyd aMHHOKHCIOTHYIO mociienoBareinbHocTh SEQ ID NO:
119, wu BapmabenbHyr0 00JacTh JIETKOW  IeMH, CONEPKAIIYHd  AMHUHOKHCIIOTHYIO
nocaenosarenbHocTh SEQ ID NO: 120 (nanmpumep, antuteno AL2). B HekoTOphIX BapuaHTax
peammsanyy, aHTi—TREM2 aHTHTEeNa 1Mo JaHHOMY M300PETEHHIO CBSI3BIBAIOTCS C IEPBHYHBIMU
UMMYHHBIMH KJIETKAMH 4eJIoBeKa ¢ apPUHHOCTBIO, KOTOpas 1O MeHblel Mepe npumepHo B 10
pa3 npesbiaer apduaHOCTE aHTU—TREM?2 anTHTena, BbiopanHoro u3 antui—TREM?2 anTurena,
COepIKaIero BapHadeNbHYI0 OO0NACTh TSDKENOH Lenu, COAEpKAIy) aMHUHOKHCIOTHYIO
nocienosatenbHocTb SEQ ID NO: 27, u BapuabenpHyr0 00JaCcTh JIETKOH LEMH, CONEPIKAIIYIO

aMUHOKHUCJIOTHYIO nocnenoBatenbHocTe  SEQ ID NO: 56; antu—TREM2  anTutena,

;
CoZep KaLIero BapHaOEJbHYI0 O0JNACTh TSDKEJIOW LeMH, COAEPKALIYH) aMHHOKHCIOTHYIO
nocnenoBateibHOCTE SEQ ID NO: 91, u BapuabenbHyr0 00JacTh JIETKOH LEMH, COAEPIKAIIYIO
aMUHOKHCIIOTHYI0 TmocnenoBaTenbHOocTh SEQ ID NO: 103; u aatu—TREM2 anTtuTtena,
comepxamiero BapuabenpHYr0 O0JacTh TSDKEJIOH Lemu, COAEepPIKALIyd aMHHOKHCIOTHYIO
nocnenosateibHOCTE SEQ ID NO: 119, u BapuabenbHyr0 00NACTh JIETKOH MU, COAEpPKaIIyIO
aMUHOKHUCJIOTHYHO nocnenosarenbHocTs SEQ ID NO: 120. B  HekoTOpeIX BapuaHTax
peanusanuu, aHTU—TREM?2 aHTHTeNna Mo MaHHOMY H300pETEeHHIO COOUPAIOTCS B KIACTEPhl U
akTUBUPYIOT curHanusaumuio TREM?2 B konn4uecTBax, KOTOPbIE [0 MEHbIIEH Mepe MPUMEPHO B 1
pa3 npesbimaroT (1-fold greater) 3Hauenus st antni—TREM2 anTuTeNa, BRIOPAHHOTO U3 aHTH—
TREM2 anTuTena, copep:Kamero BapuabeNbHYI) OOJACTh TSDKENOH LenH, COIAep KaIlyro
aMUHOKUCJIOTHYIO mocienoBaTenibHOCTe SEQ ID NO: 27, u BapualenpHyr0 001acTh JIETKOM
LEMNY, COAEPIKAIIYI0 aMUHOKHUCIOTHYIO0 mnociefoBatenbHocTh SEQ ID NO: 56; antu—TREM2
aHTHUTENa, CONEpJKaIlero  BapualenbHY0  00JacTh  TSDKENOW — IeNH,  COIEPIKAIlyHo

aMUHOKHUCJIOTHYIO mocienoBatesibHocTh SEQ ID NO: 91, u BapualenbHyr 007acTh JIETKOM



LIEMH, COAEPIKALIYI0 aMUHOKHUCJIOTHYIO nocnenoBaTeabHocTh SEQ ID NO: 103; u antu—TREM2
aHTHUTENa, COJEep’KaIlero  BapHalenbHY0  00JacTh  TSDKENOW — IeNmH,  CONEPIKaIlyro
AMUHOKHUCJIOTHYIO TiochenosatenbHOCcTh SEQ ID NO: 119, u BapuabenbHyr0 00JaCTh JIETKOM
LEMNU, COAEP KAy aMUHOKUCIOTHYIO mnocnenoBaTeabHocTh SEQ ID NO: 120. B HexkoTOpbIX
BapuaHTax peanusanuy, aHTU—TREM?2 aHTHTeNna no DaHHOMY HM300pPETEHHMIO IOBBIIIAIOT
BBDKMBAEMOCTh UIMMYHHBIX KJIETOK in vitro B Oosblueit crenenu, yem aHTu—REM2 anTurerno,
BeIOpanHOe n3 anTu—TREM2 aHTHTENa, Comep Kaliero BapuadebHyr0 00JacTh TSHKEION ey,
COMEPIKAIYI0 aMHUHOKUCJIOTHYI mocienoBatenbHocth SEQ ID NO: 27, u BapuabenbHYyHO
00JIacTh JIETKOW LIEMH, COAEPIKAIYI0 aMHUHOKHCIOTHYIO TochenoBatenbHocTh SEQ ID NO: 56;
antu—-TREM?2 anTHTena, comepskainero BapuadesbHyr0 00JacTh TSKENIOH LENH, COAEpIKaIIyo
aMUHOKHUCJIOTHYIO mocienoBaTenibHocTh SEQ ID NO: 91, u BapualenbHyr0 001acTh JIETKOM
LEMH, COAEPIKAIIYI0 aMUHOKHUCJIOTHYIO ntocnenoBaTeabHocTh SEQ ID NO: 103; u antu—TREM?2
aHTHUTENA, CONEpIKAaIero  BapHaleNbHYH0  OONaCTh  TSDKENOW  LemH,  CONEPIKaIlyro
AMUHOKHUCJIOTHYIO TochenosarenpbHocTh SEQ ID NO: 119, u BapuabenbHyr0 00JacTh JIETKOU
LEMU, COAEPIKaLIYI0 aMUHOKUCIOTHYIO mocnenoBaTeabHocTh SEQ ID NO: 120. B HekoTopbIxX
BapuaHTax peanusanuy, anTi—1REM2 anTuTena no taHHOMY H300pETEHUIO MOTYT TAKXK€ HMETh
yJy4dllleHHble MEepUOJ bl MOJYBbIBEAEHHS In vivo. B HEKOTOPBIX BapuaHTax pealu3aluy, aHTH—
TREM?2 aHTHTENa MO MaHHOMY H300PETEHHIO MOTYT TAaKXX€ CHIKATh YPOBHH B IUIa3Me
pacteopumoro TREM2 in vivo. B HekoTOpbIX BapuaHTax peanu3zauuu, aHTu—TREM?2 anTutena
0 JaHHOMY H300pPETEHHIO MOTYT Takke CHIKarh pactBopumbiii TREM2. B HekoTOpbIx
BapHaHTax peanusauuu, pactBopumbii TREM2 cHmkaeTcst Ha j1000€ 3HAUY€HHUE U3 MPUMEPHO
10, 20, 30, 40, 50 umm 60%.

[0010] CooTBeTCTBEHHO, OIpeeNeHHbIEe ACIeKThl JaHHOIO M300pPETEeHUs] OTHOCATCS K
aHTUTENy, KOoTOopoe cBs3bBaeTcst c Oenkom TREM2, mpu 5TOM aHTHTENO COAEPIKUT
BapualenpHyr0 O0NIacTh TsDKENOW Lenu W BapuadenbHyH OONacThb JIETKOW IenH, MpU4eM
BapuabenbHast obnacth Tspkenaod uenu copepskut: HVR-HI1 (runepBapualenbHbI y4acTOK
TsDKENol  1enu—1), comep:Kamuii IMOCJAENOBATENbHOCTb, COOTBeTCTBYHOIy0 Dopmyne [
YAFX X5 X3WMN, roe X, npencrasisier coboit S uan W, X, npeacrapinsier codoit S, L wnu R,
u X3 npexactasisier codoit S, D, H, Q, uimu E (SEQ ID NO: 121); HVR-H2, conepskamuii
nocyienoBaTeabHOCTh, cooTBeTCTRYIOMYI0 Popmyne II: RIYPGXGX,TNYAX3KX,X5G, roe X
npencrasisier coboii D, G, E, Q unmu V, X, mpencrasisier coboii D wiu Q, X3 npencrapisiet
coboit Q, R, H, W, Y wmu G, X, npencraemnsier coboii F, R wm W, u Xs npencrasisier codoii Q,
R, K wm H (SEQ ID NO: 122); u HVR-H3, comepxamuii MOCIeIOBATEIHLHOCTD,
cootBerctyromy @opmye III: ARLLRNXPGX,SYAX:DY, roe X, npeacrasinsier coboii Q
wm K, X, npencrasisier coboii E, S unmn A, u X5 npeacrasnsier codoii M unu H (SEQ ID NO:
123), u mpu 3TOM AHTHUTEIO HE SIBJISIETCS AHTHUTEJIOM, COIEprKalluM BapuadenbHyr 00J1acThb
Tskesnol nenu, copepkamyro HVR-HI, conep:xxamuii nocnenosarenbHocts YAFSSSWMN
(SEQ ID NO: 124), HVR-H2, conepsxamuii nocnenosareabHocTb RIYPGDGDTNYAQKFQG
(SEQ ID NO: 125), u HVR-H3, conepxammii nocienoBarenbHoctb ARLLRNQPGESYAMDY

(SEQ ID NO: 126). [Ipyrue acnekTbl JaHHOTO W300pETEHHs] OTHOCATCS K aHTHTENy, KOTOpOe



ces3biBaeTcs ¢ Oenkom TREM2, mpu 3TOM aHTHTENO COAEPKUT BapuabelbHyH0 00JacTh
TSDKEJION 1eNy W BapuabenbHyr0 00JacTh JIETKOW IIeTH, MpHYeM BapradesbHast 00J1acTh JIETKOH
uenu copepxutr: HVR-L1 (rumepBapmaOenbHBIH y4acTOK JieTKoW Ienu—1), comepsKaiiuii
nocyenoBaTeabHOCTh, cooTBeTcTBYOMY0 Popmyrne IV: RX(SXoSLXGHSNXGYTYLH, roe X,
npexacrasisier coboit S wu T, X, npencrasnser coboit Q, R wnu S, X3 npencrasnser coboit V
wu [, u Xy npencrasnsier coboit G, R, W, Q wu A (SEQ ID NO: 127); HVR-L2, conepxamuii
MOCJIeIOBaTENbHOCTh, cooTBeTcTBYyOmMY Dopmyne V: KVSNRX;S, rme X; mpencrasuser
codoit F, R, V wiu K (SEQ ID NO: 128); u HVR-L3, conmep:kaiuii mocieaoBaTeIbHOCTb,
cootrBercTByrOmy0 Popmyne V: SQSTRVPYT (SEQ ID NO: 129), u npu 3TOM aHTUTENO He
SIBJISIETCS AHTUTEJIOM, COJIEP KaLIUM BapradebHy0 00J1acTh JIerkol Lemnu, coaepskamyro HVR—
L1, conepxamuii nocnenosarenbHocTs RSSQSLVHSNGYTYLH (SEQ ID NO: 130), HVR-L2,
conepxauuii mocienosatenbHoctb KVSNRFS (SEQ ID NO: 131), u HVR-L3, conepxamuit
nocienosatenbHOCTb SQSTRVPYT (SEQ ID NO: 129). JIpyrue acneKkTsl JaHHOTO W300peTeHus
OTHOCATCS] K aHTUTENy, KOoTopoe cBsizbiBaeTcsi ¢ OenkoM TREM2, npu 5TOM aHTUTENO CONEPIKUT
BapuadebHYI0 OOJNIACTh TSKENOH Ienu W BapuadenbHYH O0OJaCTh JIETKOH LN, MpUYeM
BapuabenpHast ~ obmactb  Tsokenmodt  memu  comepxkutr: HVR-HI,  comepskamuit
MOCJIeI0BATENbHOCTD, COOTBETCTRYIOLIYI0 Popmyne [: YAFX XoXsWMN, roe X npencrasisier
coboit S wm W, X, npencrasisier codoit S, L wnm R, u X5 npencrasmnsier coboii S, D, H, Q
E (SEQ ID NO: 121); HVR-H2, copepsxaiuii MoCaen0BaTENIbHOCTb, COOTBETCTBYIOLIYIO
@opmyne II: RIYPGX;GX,TNYAX3KX4X5G, roe X npencrasisier coboit D, G, E, Q wiu V,
X, mpencrasnsier codoit D mmm Q, X; mpencrasisier cobori Q, R, H, W, Y wm G, Xy
npencrasisier codoit F, R mnin W, u Xs npencrasisier coboii Q, R, K nimn H (SEQ ID NO: 122);
u HVR-H3, copepxamuii nociaeaoBaTenbHOCTb, COOTBeTCTBYIOIMYyK  @Popmyne III:
ARLLRNXPGX,SYAX:DY, rne X; npeacrasmiser cobori Q mnu K, X, npencrasinsier coboii E,
S wm A, u X3 npexacrasnsier codori M mnun H (SEQ ID NO: 123), u BapuabenbHast o0mactb
nerkon nenu coxepxuT. HVR-L1, comepxamuii mocienoBaTebHOCTb, COOTBETCTBYIOLIYIO
Gopmyne IV: RX;SX,SLXZHSNXL,YTYLH, rme X; mpencraeisier cobort S wim T, X,
npencrasisier codoit Q, R wnu S, X3 npencrasnsier coboii V wiu I, u Xy npencrasisier coboui G,
R, W, Q wm A (SEQ ID NO: 127); HVR-L2, conepkamuii MocieqoBaTeIbHOCTD,
cootBetrcTByromy @opmyne V: KVSNRX; S, rae X; npencrasnsier coboii F, R, V wmu K (SEQ
ID NO: 128); u HVR-L3, comepxammii nmocnenosarenpHocTh: SQSTRVPYT (SEQ ID NO:
129), u mpu 3TOM AHTHUTENO HE SIBJISIETCS AHTHTEJIOM, COIEp KalluM BapuadeNbHYr 00JIacTh
Tsbkeson nenu, copepxkamyro HVR-HI, conepsxxamuii nocnenosarensHocTs YAFSSSWMN
(SEQ ID NO: 124), HVR-H2, conepsxxamuii nocnenosareabHocTs RIYPGDGDTNYAQKFQG
(SEQ ID NO: 125), u HVR-H3, conep:xammii nocienoBarenbHocTe ARLLRNQPGESYAMDY
(SEQ ID NO: 126), u BrirovyaromumM BapuadbenbHyo 00acTh jierkol nemnwu, conepskamyo HVR—
L1, conepxamuii mocnenosarenbHocTs RSSQSLVHSNGYTYLH (SEQ ID NO: 130), HVR-L2,
conepxauuii mocienosarenbHoctb KVSNRFS (SEQ ID NO: 131), u HVR-L3, conepskamuit
nociaenosarenbHocTh SQSTRVPYT (SEQ ID NO: 129).

[0011] MHdpyrue acmekTbl AAHHOTO HM300PETEHUSI OTHOCATCS K AQHTHUTENy, KOTOpOe



ces3biBaeTcs ¢ Oenkom TREM2, mpu 3TOM aHTHTENO COAEPKUT BapuabelbHyH0 00JacTh
TSDKEJION LIenH U BapuabeIbHy 0 00JNacTh JIETKOH ey, npuieM BapuadenbHas 00NacTh TSKEJION
nerm coxepxkutr: HVR-HI1, copepkammii mocnenoBaTeabHOCTb, BBIOPAHHYIO W3 TPYIIIBL,
cocrosawen u3 SEQ ID No: 132 u 136; HVR-H2, conepxamuii mociaenoBaTesbHOCTD,
BbIOpaHHyr0 u3 rpymmbl, coctosimmedt u3 SEQ ID No: 133, 135, 137, u 141, u HVR-H3,
COZeP AL MOCIeOBATEbHOCTDb, BRIOpaHHYIO M3 rpymmbl, coctosei u3 SEQ ID No: 126 u
138;

2

w/unu  BapuabenpHast oOmactb Jsierkoil wnemm copepxkur: HVR-L1, comepskamuit
MOCJIEIOBATEIBHOCTD, BBIOPAHHYIO U3 Ipymibl, cocrosiuei uz 130, 139, 142, u 144; HVR-L2,
COZEpIKAINI TOCIENOBATEIPHOCTD, BhIOpAaHHYIO U3 rpymibl, coctosmeii u3 SEQ ID No: 131,
134, u 140; u HVR-L3, conepsxamuii nocneaosarenbHocTh SEQ ID NO: 129. [pyrue acrekTsl
JAHHOTO M300pPETeHUs] OTHOCATCSl K aHTHUTENy, KoTopoe cBsidbiBaeTcsi ¢ Oenmkom TREM2, mpu
5TOM AHTHUTEJO COIEPXKHUT BapualOeNbHYI0 OOJIACTh TSDKENOH mernu W BapuaberbHYI 00J1acTh
Jerkod menw, mnpudeM BapuadeiapHas oOmacTh Tsokenod nemm comepxkuT. HVR-HI,
conepxamuii  mocnenoBarenbHocTh  SEQ  ID No:  132; HVR-H2, copepxkammit
MOCJIEIOBATEIBHOCTD, BRIOpaHHYIO U3 rpymmbl, cocrosmei u3 SEQ ID No: 133, 135, u 141; u
HVR-H3, comepxamuii nmocienosarensHocts SEQ ID No: 126; w/unu BapuabenbHas 00acTh
nerkoit uenu conepxut: HVR-L1, cogepkamuii mocienoBaTebHOCTb, BBIOPAHHYIO U3 TPYIIIIHI,
cocrositent u3 130, 142, u 144, HVR-L2, conmep:kamuii mociea0BaTeIbHOCTh, BEIOPAHHYIO M3
rpynmbl, cocrosimeit u3 SEQ ID No: 131 u 134; u HVR-L3, conepkariuii nocienoBaTeabHOCTb
SEQ ID NO: 129.

[0012] Hdpyrue acmekTbl AAHHOTO H300PETEHUSI OTHOCATCS K aHTHTENy, KOTOpPOe
ces3biBaeTcsi ¢ Oenkom TREM2, mpu 3TOM aHTHTENO COAEPXKUT BapHaOeIbHYK O0NacTh
TSDKEJION Lienu U BapuabesbHy0 001acTh JIErKOH ey, mpuieM BapuadesbHasi 00J1acTh TSKeIoH
neru copepxxut HVR-H1, HVR-H2 u HVR-H3 anturena AL2p-2, AL2p-3, AL2p—4, AL2p—
7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15, AL2p-16,
AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25,
AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-35, AL2p-36,
AL2p-37, AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p—42, AL2p-43, AL2p—44, AL2p-45,
AL2p—46, AL2p—47, AL2p—-48, AL2p—49, AL2p-50, AL2p-51, AL2p-52, AL2p-53, AL2p-54,
AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p—-60, AL2p—61 mmu AL2p—62 (xak
ykazaHo B Tabmmuax 2A-2C). [Ipyrue acnekTbl JaHHOTO U300pEeTEeHHUs] OTHOCSTCS K aHTUTEINY,
KoTOpoe cBsi3biBaeTcs ¢ OenkoM TREM2, mpu 3TOM aHTUTENO COAEPKUT BapuadeTbHYO 00J1acTh
TSDKEJION LeTH B BapuadebHyI0 00JacTh JISTKOW IIeTIH, MPHYeM BapradesbHast 00JacTh JIETKOH
uenu conep;xut HVR-L1, HVR-L2 u HVR-L3 antutena AL2p-5, AL2p-6, AL2p—7, AL2p-8,
AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15, AL2p-16, AL2p-17,
AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p—24, AL2p-25, AL2p-26,
AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-38, AL2p-39,
AL2p—40, AL2p—41, AL2p—42, AL2p-43, AL2p-44, AL2p—45, AL2p—46, AL2p—47, AL2p-48,
AL2p—49, AL2p-50, AL2p-51, AL2p-52, AL2p-53, AL2p-54, AL2p-55, AL2p-56, AL2p-57,
AL2p-58, AL2p-59, AL2p-60, AL2p—61 umu AL2p-62 (xak yxazaHo B Tabmunax 3A-3C).



Jlpyrue acrekThl JaHHOTO N300PETEHUsI OTHOCATCS K aHTUTENY, KOTOPOE CBSI3bIBAETCS C OEIKOM
TREM2, mnpu 53TOM aHTHUTENO COMEPXKHUT BapHaleNbHYI0 OONacTh TSDKEJIOH Lenu Mo
BapHuadeIbHYI0 00JIaCTh JIETKOU Hernu, pruueM BapuabdenbHasi 00JacTh TSDKEJION LU CONePIKHT
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p-2, AL2p-3, AL2p-4, AL2p-7, AL2p-8,
AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15, AL2p-16, AL2p-17,
AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25, AL2p-26,
AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-35, AL2p-36, AL2p-37,
AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p-42, AL2p-43, AL2p—44, AL2p—-45, AL2p-46,
AL2p—47, AL2p—48, AL2p—49, AL2p-50, AL2p-51, AL2p-52, AL2p-53, AL2p-54, AL2p-55,
AL2p-56, AL2p—57, AL2p-58, AL2p-59, AL2p—60, AL2p—61 ninu AL2p—62 (kak yka3aHO B
Tabmunax 2A-2C); u BapuabenbHas obnacth yerkoi uenu comep:xkut HVR-L1, HVR-L2 u
HVR-L3 anturena AL2p-5, AL2p—6, AL2p—7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-
12, AL2p-13, AL2p-14, AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20,
AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29,
AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-38, AL2p-39, AL2p—40, AL2p-41, AL2p-42,
AL2p—43, AL2p—44, AL2p-45, AL2p-46, AL2p—47, AL2p-48, AL2p—49, AL2p-50, AL2p-51,
AL2p-52, AL2p-53, AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p-60,
AL2p—61 mmmu AL2p-62 (xak ykazano B Tabmunax 3A-3C). [lpyrue acmekTel JaHHOTO
n300peTeHNs] OTHOCATCSl K aHTUTENy, KoTopoe cas3biBaeTcst ¢ Oenxkom TREM2, mpu stom
AHTHUTEJIO COIEPKUT BapuadeapbHyI0 00iacTh Tspkeaon nenw, copepxkamyo HVR-H1, HVR-H2
u HVR-H3, u BapuabenbHyro obnacts nerkoi nenu, copepskamyo HVR-L1, HVR-L2 n HVR—-
L3, npuuem antureno congepxxutr HVR-H1, HVR-H2, HVR-H3, HVR-L1, HVR-L2 u HVR-
L3 anturena AL2p-2, AL2p-3, AL2p—4, AL2p-5, AL2p-6, AL2p-7, AL2p-8, AL2p-9, AL2p-
10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15, AL2p-16, AL2p-17, AL2p-18,
AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27,
AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-35, AL2p-36, AL2p-37,
AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p-42, AL2p-43, AL2p—44, AL2p-45, AL2p-46,
AL2p—47, AL2p—48, AL2p—49, AL2p-50, AL2p-51, AL2p-52, AL2p-53, AL2p-54, AL2p-55,
AL2p-56, AL2p—57, AL2p-58, AL2p-59, AL2p—60, AL2p—61 nnu AL2p—62 (kak yka3aHoO B
Tabmuuax 2A-2C u 3A-3C).

[0013] B HEKOTOpBIX BapHAHTAX PEATU3ALUH, KOTOPbIE MOTYT ObITb OOBEIWHEHBI C
TOOBIMH M3 MIPEAIIECTBYIOIINX BAPUAHTOB peaM3alliy, BapradenbHas 00JacTh TSDKEION Lenu
COIEP KHUT OAMH, J1Ba, TPH WJIM YEThIpEe KapKacHbIX ydacTka, BeiOpanHbx 13 VH FR1, VH FR2,
VH FR3, u VH FR4, mpu stom: VH FR1 cogepxur mocienoBaTenbHOCTb, BBIOPAHHYIO W3
rpynnbl, cocrosimet w3 SEQ ID NO: 9-11, VH FR2 coaepXuT mnocienoBaTeIbHOCTD,
BbIOpaHHyt0 u3 rpynnbl, coctosimedr n3 SEQ ID NO: 12 u 13, VH FR3 conepxur
TIOCJIEIOBATEIBHOCTD, BhIOpaHHYIO U3 rpyrrbl, cocrosimed n3 SEQ ID NO: 14 u 15, u VH FR4
conepsxkut nocienoaresbHocTh SEQ ID NO: 16; w/unu BapuabenbHasi 00JIaCTh JIETKOW LIETH
COIEP KUT OIUH, ABA, TPU WM YeThIpe KapKacHbIX y4acTka, BelOpaHHbIX U3 VL FR1, VL FR2,

VL FR3, u VL FR4, nmpu stom: VL FR1 cogepxur mocienoBaTenbHOCTb, BBIOPAHHYIO M3



rpynnbl, coctosimedr u3 SEQ ID NO: 17-20, VL FR2 comepXuT mMnocaenoBaTebHOCTD,
BbIOpaHHyr0 u3 rpynmnel, cocrosimiedr w3 SEQ ID NO: 21 u 22, VL FR3 conmepxur
NIOCJIEIOBATENBbHOCTD, BEIOpaHHYI0 n3 rpymnmsl, cocrosmeii n3 SEQ ID NO: 23 u 24, u VL FR4
COZEPIKUT MOCIIENOBATENBHOCTD, BBIOpaHHYIO U3 rpynmsl, cocrosimeii u3 SEQ ID NO: 25 u 26. B
HEKOTOPbIX BAapUAHTaX peaNn3alMy, KOTOPble MOTYT ObITb OOBEOUHEHBI C JIIOOBIMH U3
NPENLIeCTBYIOIUX BAPHAHTOB pEaJHM3aLUK, AHTHTENO COAEPXKHUT BapuabenbHy0 o0sacTh
TSDKEJION LeTH, COAeP KAy aMUHOKUCIOTHYIO MOCIEN0BATEIbHOCTD, BBIOPAHHYIO M3 TPYIIIIbI
cocrosimieir 3 SEQ ID NO: 27-71 u 91; w/wnmn BapuabesnbHyH0 O0NACTh JIETKOH IeMH,
COZEPIKALTYI0 AMUHOKHCJIOTHYIO MOCJIEIOBATEIbHOCTb, BEIOPAHHYIO M3 TPYIIIBL, COCTOSIICH U3
SEQ ID NO: 92-113 u 118. B HEKOTOpBIX BapHaHTaX peaNU3aLUH, KOTOPbIE MOTYT OBITh
o0BenUHEeHb! C JIIOOBIMUA M3 TPEAIIECTBYIOIIMX BAPUAHTOB PEAU3ALUH, AHTUTENIO CONEPIKUT
BapuabenpHyr0 oOsacTe Tspkenod nermu antutena AL2p-h50, AL2p-2, AL2p-3, AL2p-4,
AL2p-5, AL2p-6, AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13,
AL2p-14, AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22,
AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31,
AL2p-32, AL2p-33, AL2p-h77, AL2p-35, AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p—
40, AL2p—41, AL2p-42, AL2p-43, AL2p—44, AL2p-45, AL2p—46, AL2p-47, AL2p-48,
AL2p-49, AL2p—50, AL2p-51, AL2p-52, AL2p-53, AL2p—54, AL2p-55, AL2p-56, AL2p-57,
AL2p-58, AL2p—59, AL2p—60, AL2p—61 wnmm AL2p—62 (xak yka3zaHo B Tabmune 6A);, w/wm
AHTHUTENIO COIepkuT BapuadenbHyr oOnacTh Jjierkoi wnemu antutena AL2p—h50, AL2p-2,
AL2p-3, AL2p-4, AL2p-5, AL2p-6, AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-
12, AL2p-13, AL2p-14, AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20,
AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29,
AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-h77, AL2p-35, AL2p-36, AL2p-37, AL2p—
38, AL2p-39, AL2p—40, AL2p-41, AL2p-42, AL2p-43, AL2p-44, AL2p-45, AL2p-46,
AL2p-47, AL2p—48, AL2p—49, AL2p—50, AL2p-51, AL2p-52, AL2p-53, AL2p-54, AL2p-55,
AL2p-56, AL2p—57, AL2p-58, AL2p-59, AL2p—60, AL2p—61 nnu AL2p—62 (kak yka3aHoO B
Tabnuue 7A). B HEKOTOpBIX BapHaHTaX peaJM3aLUH, KOTOPbIE MOTYT ObITh OOBEIMHEHBI C
MOOBIMH M3  TNPEeNUIeCTBYOIMUX BapuaHToB peanuszaumu. (a) HVR-H1  copepxur
AMUHOKHUCJIOTHYEKO mocienoBareibHocTh  YAFSSQWMN (SEQ ID NO: 132), HVR-H2
CONIEPKUT aMUHOKHUCIOTHYIO mnocnenosareabHocTh RIYPGGGDTNYARKFQG (SEQ ID NO:
133), HVR-H3 conepxxutr amuHOkucaoTHy0 nocienosareabHOCTe ARLLRNQPGESYAMDY
(SEQ ID NO: 126), HVR-L1 comepXuT aMHUHOKHCIOTHYIO IOCJIE€IOBATEIbHOCTh
RSSQSLVHSNGYTYLH (SEQ ID NO: 130), HVR-L2 conepuT aMHHOKHCIOTHYIO
nocienosarenbHocTh KVSNRRS (SEQ ID NO: 134), 1 HVR-L3 comepuT aMHHOKHCIOTHYIO
nocienosarenbHoct  SQSTRVPYT (SEQ ID NO: 129); (b) HVR-H1 cogmepxur
AMUHOKHUCJIOTHYIO mocienoBareibHOcTh  YAFSSQWMN (SEQ ID NO: 132), HVR-H2
COIEPKUT aMHUHOKHUCIOTHYIO mocienosareabHocTh RIYPGGGDTNYAGKFQG (SEQ ID NO:
135), HVR-H3 conepxutr amuHokuciaotayw nocienosareabHocTe ARLLRNQPGESYAMDY

(SEQ ID NO: 126), HVR-L1 coxgepXuT aMHUHOKHMCIOTHYIO  IOCJIE€OBATEIbHOCTD



RSSQSLVHSNGYTYLH (SEQ ID NO: 130), HVR-L2 conepuT aMHHOKHCIOTHYIO
nociaenosarenbHocTh KVSNRES (SEQ ID NO: 131), u HVR-L3 comep:kuT aMMHOKHCIIOTHYIO
nocienosarenbHocth - SQSTRVPYT (SEQ ID NO: 129); (¢) HVR-HI1 conepxut
aMUHOKHUCJIOTHYIO mocnenoBarenbHocTh  YAFSSDWMN (SEQ ID NO: 136), HVR-H2
conepkuT aMUHOKUCIOTHYI0 mocienoBaTesbHOCTE RIYPGEGDTNYARKFHG (SEQ ID NO:
137), HVR-H3 conepxxur ammuHokucnotHyto nocienosareabHocTb ARLLRNKPGESYAMDY
(SEQ ID NO: 138), HVR-L1 comepXxuT aMHUHOKHCJIOTHYIO TOCJIE€IOBATEIbHOCTD
RTSQSLVHSNAYTYLH (SEQ ID NO: 139), HVR-L2 coxmepuT aMHHOKHCIOTHYIO
nocienosarenbHocTh KVSNRVS (SEQ ID NO: 140), u HVR-L3 coneputT aMHHOKUCIIOTHYIO
nocienosarenbHoctb  SQSTRVPYT (SEQ ID NO: 129); (d) HVR-H1 cogmepxur
AMUHOKHUCJIOTHYO mocienoBareibHocTh  YAFSSQWMN (SEQ ID NO: 132), HVR-H2
CONEPKUT aMUHOKHUCIOTHYIO mocienoBatenbHocTh RIYPGEGDTNYARKFQG (SEQ ID NO:
141), HVR-H3 conepxur amuHOKucHoTHYIO nocnenoBareabHOCTe ARLLRNQPGESYAMDY
(SEQ ID NO: 126), HVR-L1 comepkuT aMHUHOKHCIOTHYIO  IOCJIE€IOBATEIbHOCTh
RSSQSLVHSNQYTYLH (SEQ ID NO: 142), HVR-L2 conepuT aMHHOKHCIOTHYIO
nocienosatenbHocTh KVSNRRS (SEQ ID NO: 134), u HVR-L3 comepHuT aMHHOKHCIOTHYIO
nocienosarenbHocth  SQSTRVPYT (SEQ ID NO: 129); (e) HVR-HI1 conepxur
AMUHOKHUCJIOTHYIO mocienoBarebHOcTh  YAFSSQWMN (SEQ ID NO: 132), HVR-H2
COIEPKUT aMUHOKHUCIIOTHYIO mocienoBaresbHocTh RIYPGEGDTNYAGKFQG (SEQ ID NO:
143), HVR-H3 conepxur amuHokuciaotHyrwo mnocienosareabHOocTe ARLLRNQPGESYAMDY
(SEQ ID NO: 126), HVR-L1 coxgepXuT aMHUHOKHMCIOTHYIO IOCJIE€OBATEIbHOCTD
RSSQSLVHSNQYTYLH (SEQ ID NO: 142), HVR-L2 conepuT aMHHOKHCIOTHYIO
nocinenosarenbHocTh KVSNRFES (SEQ ID NO: 131), u HVR-L3 comepuT aMMHOKHCIIOTHYIO
nocnenosBarenbHocTh  SQSTRVPYT (SEQ ID NO: 129); (f) HVR-H1 cogmepxur
AMHHOKHUCJIOTHYIO0 mocnenoBatenbHocte  YAFSSQWMN (SEQ ID NO: 132), HVR-H2
conepkuT aMuHOKHUCIOTHYIO mocieaoBateibHOCTh RIYPGGGDTNYAGKFQG (SEQ ID NO:
135), HVR-H3 conepxutr amuHOKUCIOTHYIO nocienoBarenbHOCTh ARLLRNQPGESYAMDY
(SEQ ID NO: 126), HVR-L1 comepXuT aMHUHOKHCIOTHYIO  IOCJIE€IOBATEIbHOCTh
RSSQSLVHSNRYTYLH (SEQ ID NO: 144), HVR-L2 conepkutr aMHUHOKHCIOTHYIO
nocienosarenbHocTh KVSNRFES (SEQ ID NO: 131), u HVR-L3 comepXuT aMHHOKHCIIOTHYIO
nocienosarenbHocTb  SQSTRVPYT (SEQ ID NO: 129); wmm (g) HVR-HI1 conepxut
AMUHOKHUCJIOTHYEO mocienoBarebHocTh  YAFSSQWMN (SEQ ID NO: 132), HVR-H2
CONEPKUT aMUHOKHUCIOTHYIO mocnenoBareabHocTh RIYPGGGDTNYARKFQG (SEQ ID NO:
133), HVR-H3 conepxutr amuHOKUCHOTHYIO TniocnenosarenbHOCTh ARLLRNQPGESYAMDY
(SEQ ID NO: 126), HVR-L1 comepXuT aMHUHOKHCIOTHYIO IOCJIE€IOBATEIbHOCTh
RSSQSLVHSNRYTYLH (SEQ ID NO: 144), HVR-L2 conepkuT aMHUHOKHCIOTHYIO
nociaenosarenbHocTh KVSNRRS (SEQ ID NO: 134), 1 HVR-L3 comepuT aMHHOKHCIOTHYIO
nociaenosarenbHOcTh SQSTRVPYT (SEQ ID NO: 129). B HeKoTOpbIX BapHaHTaX pealn3aluy,
KOTOpbIe MOTYT ObITh OOBEOUHEHBI C JIIOOBIMU M3 MPEALISCTBYIOIINX BAPHAHTOB pPeaTH3aLUH,
HVR-H1 copepxutr amMuHOKHCIOTHYIO nocnenoBaTenbHocTs YAFSSQWMN (SEQ ID NO:



132), HVR-H2 conepxut amuHokucaotHyro nociaeaosareabHocTb RIYPGGGDTNYARKFQG
(SEQ ID NO: 133), HVR-H3 conmepuT aMHUHOKHUCIOTHYIO IOCJIEI0OBATEIbHOCTD
ARLLRNQPGESYAMDY (SEQ ID NO: 126), HVR-L1 conepkut aMUHOKHCIOTHYIO
nocienosarenbHocTh RSSQSLVHSNGYTYLH (SEQ ID NO: 130), HVR-L2 conpepxur
amuHOKuCnoTHYIO nocnenoBatenbHocTe KVSNRRS (SEQ ID NO: 134), u HVR-L3 comepxxur
aMMHOKHCIIOTHYIO nocnenoBarenbHocTh SQSTRVPYT (SEQ ID NO: 129). B HekoTOpbIX
BapUAHTAX PeaJM3alUy, KOTOPble MOTYT ObITh OOBEIUHEHB! C JIFOOBIMU M3 MPENIIECTBYIOIINX
BapuaHToB peanusauuu, HVR-H1 copepxur aMHUHOKHCIOTHYHO IOCJIENOBATEIbHOCTD
YAFSSQWMN (SEQ ID NO: 132), HVR-H2 comepxur  aMHHOKHCIOTHYIO
nocienosarenbHOcTh RIYPGGGDTNYAGKFQG (SEQ ID NO: 135), HVR-H3 cogmepxxur
aMUHOKUCJIOTHYIO TochienoBarebHOCTE ARLLRNQPGESYAMDY (SEQ ID NO: 126), HVR-
L1 conepxutr amuHOKHCIOTHYIO nocienosarenbHoctb RSSQSLVHSNGYTYLH (SEQ ID NO:
130), HVR-L2 conepxxut ammHOKMCIOTHYIO nocienoBaTenbHocTe KVSNRFES (SEQ ID NO:
131), m HVR-L3 conepxutr amMuHOKHCIOTHYIO mnocnenoBareabHocts SQSTRVPYT (SEQ ID
NO: 129). B HEeKOTOPBIX BapHaHTAX PeaTH3aLNHU, KOTOPbIE MOTYT ObITh OOBEAMHEHBI C JIFOOBIMH
W3 TPEeALIeCTBYKOIIUX BapuaHTOB peanusauud, HVR-HI1 coaepxut aMHHOKUCIOTHYIO
nocienosarenbHoctb  YAFSSDWMN  (SEQ ID  NO: 136), HVR-H2 comepxur
amuHOKHCIIOTHYI0 nocienosarenbHocTh RIYPGEGDTNYARKFHG (SEQ ID NO: 137), HVR—-
H3 conepsxxut amunokucnorayio nocienosaresbHocTh ARLLRNKPGESYAMDY (SEQ ID NO:
138), HVR-L1 conepxxut amuHOKUCIOTHYIO mnocheaoBarenbHocTh RTSQSLVHSNAYTYLH
(SEQ ID NO: 139), HVR-L2 conepxut aMUHOKHUCJIOTHYKO mnocieaoBaresbHOCTh KVSNRVS
(SEQ ID NO: 140), u HVR-L3 comepXuT aMHHOKHUCIOTHYI TIOCJIE€IOBATEIbHOCTh
SQSTRVPYT (SEQ ID NO: 129). B HekoTOpBIX BapuaHTax peaan3alii, KOTOPbIe MOTYT OBITh
o0beanHeHb! ¢ JNIOOBIMU M3 MPEIIIEeCTBYIOUMX BapuaHToB peamusaunu, HVR-HI1 comepsxur
AMHHOKHUCIIOTHYIO0 mocnenosatenbHocth  YAFSSQWMN (SEQ ID NO: 132), HVR-H2
conepkuT aMUHOKHUCIOTHYIO mnocienoBaresbHOCT RIYPGEGDTNYARKFQG (SEQ ID NO:
141), HVR-H3 conepxxutr amuHOKuca0THYIO nocienoBareabHOCTe ARLLRNQPGESYAMDY
(SEQ ID NO: 126), HVR-L1 comepXuT aMHUHOKHCIOTHYIO  IOCJIE€IOBATEIbHOCTh
RSSQSLVHSNQYTYLH (SEQ ID NO: 142), HVR-L2 conepuT aMHHOKHCIOTHYIO
nocienosarenbHocTh KVSNRRS (SEQ ID NO: 134), m HVR-L3 copepuT aMHHOKUCIOTHYIO
nocienosarenbHOcTb SQSTRVPYT (SEQ ID NO: 129). B HEeKOTOpBIX BapHaHTaX pean3aliy,
KOTOpBbIE MOTYT OBITh OOBEAWHEHBI C JIOOBIMH U3 MPEAIIECTBYIOIINX BAPUAHTOB PEAU3ALINH,
HVR-H1 copepxutr amMuHOKHCIOTHYIO mocienoBaTenbHOocTe YAFSSQWMN (SEQ ID NO:
132), HVR-H2 conepsxut amuHokucnoTtHyto nocnenosarenbHocTb RIYPGEGDTNYAGKFQG
(SEQ ID NO: 143), HVR-H3 conmepuT aMHUHOKHCIOTHYIO IOCJIE€IOBATEIbHOCTD
ARLLRNQPGESYAMDY (SEQ ID NO: 126), HVR-L1 conepkuT aMUHOKHUCJIOTHYIO
nocienosarenbHocTh RSSQSLVHSNQYTYLH (SEQ ID NO: 142), HVR-L2 conmepxxur
amMuHOKHUCIOTHYI0 nocnenosaTenbHocTe KVSNRFES (SEQ ID NO: 131), u HVR-L3 conepsxut
aMHHOKHUCIIOTHYIO0 mnocnenoBatenbHOocTh SQSTRVPYT (SEQ ID NO: 129). B HekoTopbIx

BapHaHTaX peaM3alHH, KOTOPble MOTYT ObITh OOBEAMHEHBI C JIIOOBIMU M3 MPENLIECTBYIOLINX
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BapuaHToB peanmsauuu, HVR-H1 copepxur aMHMHOKHCIOTHYK IOCJIE€IOBAaTEIbHOCTD
YAFSSQWMN (SEQ ID NO: 132), HVR-H2 comgepxur  aMHUHOKHCJIOTHYIO
nociaenosatenbHOcTh RIYPGGGDTNYAGKFQG (SEQ ID NO: 135), HVR-H3 cogmepxur
amMuHOKHUCJIOTHYIO TocnenoBareabHOCT ARLLRNQPGESYAMDY (SEQ ID NO: 126), HVR—-
L1 conepsxxutr amuHokuciaoTHyto nocienosarenbHocth RSSQSLVHSNRYTYLH (SEQ ID NO:
144), HVR-L2 conepxxut amuHokucnotHyroo nociueposatenbHocte KVSNRFS (SEQ ID NO:
131), m HVR-L3 conepsxutr amMmuHOKHCIOTHYIO mnocnenoBareabHoctb SQSTRVPYT (SEQ ID
NO: 129). B HeKOTOpBIX BapHaHTaX pPeaju3alii, KOTOPbIe MOTYT ObITh OObEIUHEHBI C JIFOOBIMU
W3 TIPEALIeCTBYIOIIUX BapuaHToB peanusauud, HVR-HI1 cogepxutr aMHHOKHUCIOTHYIO
nocnenosatenbHOCTe YAFSSQWMN  (SEQ ID  NO: 132), HVR-H2 cogmepxkur
aMUHOKHUCJIOTHYIO mocienoBateibHocTh RIYPGGGDTNYARKFQG (SEQ ID NO: 133), HVR-
H3 copepsxut amunokucnotHyro nocienoBareabHOCTs ARLLRNQPGESYAMDY (SEQ ID NO:
126), HVR-L1 copmepxxut amuHokucaoTHy0 mocienosarenbHocTh RSSQSLVHSNRYTYLH
(SEQ ID NO: 144), HVR-L2 comepxutr amMuHOKUCIOTHYIO mocienoBaTenbHOCTh KVSNRRS
(SEQ ID NO: 134), u HVR-L3 comep:XuT aMHHOKHUCJIOTHYIO TOCJIEIOBATEIbHOCTh
SQSTRVPYT (SEQ ID NO: 129). B Hekoropeix Bapuantax peanusauun, HVR-H1 coxepxxur
AMUHOKHUCJIOTHYIO mocienoBareibHocTh  YAFSSQWMN (SEQ ID NO: 132), HVR-H2
COIEPKUT aMHUHOKHUCIOTHYIO TocienoBaTenbHocTh RIYPGGGDTNYAGKFQG (SEQ ID NO:
135), HVR-H3 conepxutr amuHokuciaotHywo mnocienosareabHocTe ARLLRNQPGESYAMDY
(SEQ ID NO: 126), HVR-L1 coxgepkuT aMHUHOKHCIOTHYIO  IOCJIE€OBATEIbHOCTD
RSSQSLVHSNRYTYLH (SEQ ID NO: 144), HVR-L2 conepkur aMHUHOKHCIOTHYIO
nociaenosarenbHocTh KVSNRFES (SEQ ID NO: 131), u HVR-L3 comepkuT aMMHOKHUCIIOTHYIO
nocnenosatebHOCTE SQSTRVPYT (SEQ ID NO: 129).

[0014] [dpyrue acmekTbl HaHHOTO U300PETEHUS] OTHOCATCS K AHTHTENy, KOTOpPOe
cesspiBaercss ¢ Oenkom TREM2, mpu 3TOM aHTUTENO COAEPKUT BapHaOeIbHYIO 00JacTh
TSDKEJION LenH U BapuabeIbHy 0 00acTh JIETKOH Leny, npuyeM BapradenbHasi 001acTb TSKeIoN
LeTH CONEPKUT YUACTKH, ONpeAessiioIine KoMmmieMeHTapHocTh, o Kabaty (Kabat CDR); w/unu
BapuabenbHast obnacte jerkoil wemu comepxkur CDR mo KabGaty. B HekoTopbIx BapuaHTax
peammzanmu, BapuabenpHass obnacte Tspkenon uenw coxep:xkut CDR-HI, copepskarmmii
nocienosarenbHoctb  SQWMN  (SEQ  ID NO:  194), CDR-H2, conepxamuit
nocnenosateibHOCTE  RIYPGGGDTNYAGKFQG (SEQ ID NO: 135); u CDR-H3,
copepxauuii mocnenosatenbHocTh LLRNQPGESYAMDY (SEQ ID NO: 195). B HekoTOpBIX
BapHaHTaX pean3aluy, BapuadenbHas o0nacTh jerkoi uenu conep:xkut CDR-L1, conepskammii
nocienosarenbHocTh RSSQSLVHSNGYTYLH (SEQ ID NO: 130), CDR-L2, conepxamuit
nocienosarenbHocth  KVSNRFS  (SEQ ID NO: 131); u CDR-L3, conepxamuit
nociaenosatenbHOcTh SQSTRVPYT (SEQ ID NO: 129). B HeKoTOpbIX BapHaHTaX pean3aliy,
BapuadenpHast obnacte Tsokenon nenn conepxkut CDR-HI1, comep:xamuii mociaenoBaTeibHOCTb
SQWMN (SEQ ID NO: 194), CDR-H2, conepxamuii  MOCIE€IOBATEIbHOCTD
RIYPGGGDTNYAGKFQG (SEQ ID NO: 135); wu CDR-H3, cogpepxammii
nociaenosarenbHocTh LLRNQPGESYAMDY (SEQ ID NO: 195); u BapuabenbHas obmactb
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nerkoit nenu copepxkut CDR-L1, conepsxamuii nocnegosarenbnoctb RSSQSLVHSNGYTYLH
(SEQ ID NO: 130), CDR-L2, comepxxamuii nocnenosarenbHocte KVSNRFS (SEQ ID NO:
131); u CDR-L3, conepskamuii nocienosarenbHocts SQSTRVPYT (SEQ ID NO: 129).

[0015] Hdpyrue acmekTbl AAHHOTO HM300PETEHUS OTHOCATCS K AaHTHUTENy, KOTOpOe
cesspiBaercsi ¢ Oenkom TREM2, mpu 3TOM aHTUTENO COAEPKUT BapHaOeabHYHO 00JIacTh
TSDKEJION Lernu U BapuabebHy0 001acTh JIETKOH Lemny, mpuieM BapuabesbHast 00J1acTh TSKeIoH
nenu conepxut CDR no Kabary; w/unn BapuabenbHast obiacts jerkoi nenu cogepxut CDR mo
Kabaty. B HEKOTOpBIX BapuaHTax peain3aluu, BapuadeabHasi 00JaCTh TSHKEIONW LEMU COMEPKUT
CDR-HI1, conepxamuii mnocnenosareiabHocte SDWMN (SEQ ID NO: 196), CDR-H2,
conepxauruii mocnenoBareabHOCTs RIYPGEGDTNYARKFHG (SEQ ID NO: 137); u CDR-H3,
copepxauuii mocnenosatenbHocTh LLRNKPGESYAMDY (SEQ ID NO: 197). B HekoTOpBIX
BapHaHTaxX peau3aluu, BapuadenbHas o0nacTh jerkoi uenu conep:xkut CDR-L1, conepskammumii
nocienosarenbHocTh RTSQSLVHSNAYTYLH (SEQ ID NO: 139), CDR-L2, conepsxamuit
nocienosarenbHoctb  KVSNRVS  (SEQ ID NO: 140); u CDR-L3, conepxamuit
nocienosarenbHocTb SQSTRVPYT (SEQ ID NO: 129). B HeKoTOpBIX BapHaHTaX pealn3aliy,
BapuadespHast 0bnacTe Tsokenon nenu conepxkut CDR-HI1, comep:kamuii mociaenoBaTelbHOCTb
SDWMN (SEQ ID NO: 196), CDR-H2, conepxamuii MOCI€IOBATEIbHOCTD
RIYPGEGDTNYARKFHG (SEQ ID NO: 137); u CDR-H3, conep>kamuii mocienoBaTeIbHOCTh
LLRNKPGESYAMDY (SEQ ID NO: 197); u BapnaOenbHasi 00JacTh JETKOW LIEMU COAEPIKHUT
CDR-LI1, conepsxamuii nocnenosarenbHocTh RTSQSLVHSNAYTYLH (SEQ ID NO: 139),
CDR-L2, copepxammii nocienosaresbHocTh KVSNRVS (SEQ ID NO: 140); u CDR-L3,
conepskamuii mocienosarenbHocT SQSTRVPYT (SEQ ID NO: 129).

[0016] [dpyrue acmekTbl AAHHOTO HM300PETEHUSI OTHOCATCS K AQHTHUTENy, KOTOpOe
cBsizbiBaeTcsi ¢ Oenkom TREM2, mpu 3TOM aHTHUTENO COAEPIKUT BapHaOENbHYK O0JacTh
TSDKEJION LienH U BapuabesbHy0 001acThb JIErKOoH neny, npuueM BapuabenbHas 00JacTh TSKeIoH
uenu copepxkut CDR no Kabaty; u/unu BapuabenbHas obnacth erkoit nenu conaeps:xkut CDR 1o
Kabaty. B HEKOTOpBIX BapHaHTaxX peaiu3aluu, BapuadeabHasi 00JACTh TSHKEIONW LEMU COMEPIKUT
CDR-HI1, copmepxxamuii mnocnenoarenbHocth SQWMN (SEQ ID NO: 194), CDR-H2,
conepskamuii mocnenosarenbHocTh RIYPGGGDTNYAGKFQG (SEQ ID NO: 135); u CDR-
H3, conepxammii mocnenosarenbHocth  LLRNQPGESYAMDY (SEQ ID NO: 195). B
HEKOTOPBIX BapHWaHTaxX peanu3anuu, BapuadenapHas o0jacth yerkout nenu conepsxkutr CDR-LI,
copepxauuii mocienosarenbHocTh RSSQSLVHSNRYTYLH (SEQ ID NO: 144), CDR-L2,
conepxamuii mocnenosatenbHocTb KVSNRFS (SEQ ID NO: 131); u CDR-L3, conepsxamuit
nocienosarenbHocTb SQSTRVPYT (SEQ ID NO: 129). B HeKoTOpBIX BapHaHTaX pealn3aliy,
BapuadepHast obnacte Tsokenon nenu coxepxkutr CDR-HI1, comep:xamuii mociaenoBaTeIbHOCTb
SQWMN (SEQ ID NO: 194), CDR-H2, conepxamuii  MOCI€IOBATEIbHOCTD
RIYPGGGDTNYAGKFQG (SEQ ID NO: 135); u CDR-H3 mno Kabary, comepskammmii
nocienosarenbHocTh LLRNQPGESYAMDY (SEQ ID NO: 195); u BapuabenpHass o0xacth
nerkoii uenu coaepxkut CDR-L1, conepxamuii nocnenosarenpHocT RSSQSLVHSNRYTYLH
(SEQ ID NO: 144), CDR-L2, conmepxxamuii nocnenosarenbHocte KVSNRFES (SEQ ID NO:
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131); m CDR-L3, copepskammii mocnenosarensHoctb SQSTRVPYT (SEQ ID NO: 129).

[0017] Hpyrue acmekTsl AAHHOTO H300pPETeHUs] OTHOCATCS K QHTHUTENy, KOTOpOe
ces3biBaeTcsi ¢ Oenkom TREM2, mpu 3TOM aHTHTENO COAEPKUT BapuabelbHYyH0 00JacTh
TSDKEJION LNy U BapuaOesbHy 0 00JIacTh JIETKOH ey, npuyeM BapradenbHast 00acThb TsKeIoN
ueru cogepxut CDR no Kabary; w/unu BapuabenbHas o0nacts jerkoii uenu copep:kut CDR mo
Kabaryy. B HekOTOpbIX BapuaHTaxX peaiu3aliy, BapuadenbHas OONACTh TSIKENOH Ienu
conepxkut CDR-HI, comepskamuii nocnenosareabHocts SQWMN (SEQ ID NO: 194), CDR—
H2, conmepxkammii nocnenoBatenbHOCT RIYPGGGDTNYARKFQG (SEQ ID NO: 133); u
CDR-H3, conepxamuii nocnenosarenbHocte LLRNQPGESYAMDY (SEQ ID NO: 195). B
HEKOTOPBIX BapHaHTaxX peaiu3anuu, BapuadebHas o0jacTh ynerkout nemu comep:;kut CDR-LI,
cogepxauuii mocienosarenbHocTb RSSQSLVHSNRYTYLH (SEQ ID NO: 144), CDR-L2,
conepxauuii mocienosatenbHocTe KVSNRRS (SEQ ID NO: 134); u CDR-L3, conepsxamuit
nocienosarenbHocTb SQSTRVPYT (SEQ ID NO: 129). B HeKOTOpBIX BapHaHTaX pean3aliy,
BapuadespHasi 0bnacTe Tsokenon nenu conepxkut CDR-HI1, comep:kamuii mociaenoBaTeIbHOCTb
SQWMN (SEQ ID NO: 194), CDR-H2, conepxamuii MOCIE€IOBATEIbHOCTD
RIYPGGGDTNYARKFQG (SEQ ID NO: 133); u CDR-H3, coxep:xaiiuii mociaeoBaTeIbHOCTD
LLRNQPGESYAMDY (SEQ ID NO: 195); u BapnaOenbHasi 00JacTh JETKOW LIEMU COAEPIKUT
CDR-LI1, conmepxamuii nocienoBarenbHocte RSSQSLVHSNRYTYLH (SEQ ID NO: 144),
CDR-L2, copepxammii mocienoaresbHocTh KVSNRRS (SEQ ID NO: 134); u CDR-L3,
conepskamuii mocienosarenbHocT SQSTRVPYT (SEQ ID NO: 129).

[0018] MHdpyrue acmekTbl AAHHOTO H300PETEHHSI OTHOCATCS K AQHTHTENy, KOTOpPOe
ces3biBaeTcsi ¢ Oenkom TREM2, mpu 3TOM aHTHTENO COAEpKUT BapuabeNnbHY0 00JacTh
TSDKEJION Lienu U BapuabesbHy0 001acTh JIErKOH ey, mpuieM BapuadesbHasi 00J1acTh TSKeIoH
ueru conepxutr CDR no Kabary; u/unu BapuadenbHasi obnactsb jerkoit uenu conep:xut CDR mo
Kabaty. B HEeKOTOpBIX BapHaHTaxX peaiu3aliy, BapuadenbHast 00JacTb TSKEION e COAEPIKHUT
CDR-HI1, conepxamuii mnocnenosareibHoctb SQWMN (SEQ ID NO: 194), CDR-H2,
conepskamuii nocienoareibHocTh RIYPGEGDTNYARKFQG (SEQ ID NO: 141); u CDR-H3,
copepxauuii mocnenosatenbHocTh LLRNQPGESYAMDY (SEQ ID NO: 195). B HekoTOpBIX
BapHaHTaX peau3aluu, BapuadenbHas oonacth jerkoi nenu conepxkut CDR-L1, comepskarmmii
nocnenosatebHOCT RSSQSLVHSNQYTYLH (SEQ ID NO: 142), CDR-L2, conepskamnuii
nocienosarenbHoctb  KVSNRRS  (SEQ ID NO: 134); u CDR-L3, conepxamuit
nociaenosatenbHOCTb SQSTRVPYT (SEQ ID NO: 129). B HEeKOTOpBIX BapHaHTaX pealn3aliy,
BapuadespHasi obnacTe Tsokenon nenu conepxkut CDR-HI1, comep:xamuii mociaenoBaTelbHOCTb
SQWMN (SEQ ID NO: 194), CDR-H2, conepxamuii MOCIE€IOBATEIbHOCTD
RIYPGEGDTNYARKFQG (SEQ ID NO: 141); u CDR-H3, conep:xammuii mocieaoBaTeIbHOCTD
LLRNQPGESYAMDY (SEQ ID NO: 195); u BapuabenbHasi 00JIaCTh JIETKOH LEMU CONEPIKUT
CDR-LI1, conepxamuii nocienoaresbHocTh RSSQSLVHSNQYTYLH (SEQ ID NO: 142),
CDR-L2, comepxammii nocnenosareapbHocTb KVSNRRS (SEQ ID NO: 134); u CDR-L3,
conepxamuii nocaeaosarenbHOCTh SQSTRVPYT (SEQ ID NO: 129).

[0019] Hdpyrue acmekTbl AAHHOTO H300PETEHHSI OTHOCATCS K AaHTHUTENy, KOTOpOe
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ces3biBaeTcs ¢ Oenkom TREM2, mpu 3TOM aHTHTENO COAEPKUT BapuabelbHyH0 00JacTh
TSDKEJION LeTH, COAeP KAy aMUHOKHCIOTHYIO MOCIeI0BATEIbHOCTh, BBIOPAHHYIO M3 TPYIIIbI
cocrosmet n3 SEQ ID NO: 27-71 u 91; w/unn BapualenbHY0 OO0NACTh JIETKOH IIemy,
COZIePIKAIIYI0 AMHHOKHCJIOTHYIO MOCJIEOBATEIbHOCTb, BBIOPAHHYIO W3 TPYIIIBI, COCTOSILICH U3
SEQ ID NO: 92-113 u 118. B HeKkOTOpBIX BapuaHTax peaTu3alMM, AHTUTEJIO COAEPKUT
BapuabenpHyr0 oOnacTe Tspkenoi nemm anmrturena AL2p-h50, AL2p-2, AL2p-3, AL2p—4,
AL2p-5, AL2p-6, AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13,
AL2p-14, AL2p—15, AL2p-16, AL2p-17, AL2p-18, AL2p—19, AL2p-20, AL2p-21, AL2p-22,
AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31,
AL2p-32, AL2p-33, AL2p-h77, AL2p-35, AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p—
40, AL2p—41, AL2p-42, AL2p-43, AL2p—44, AL2p-45, AL2p—46, AL2p-47, AL2p-48,
AL2p—49, AL2p-50, AL2p-51, AL2p-52, AL2p-53, AL2p-54, AL2p-55, AL2p-56, AL2p-57,
AL2p-58, AL2p—59, AL2p—60, AL2p—61 wim AL2p—62 (xak yka3zaHo B Tabmune 6A); w/wm
AHTHUTENIO ComepkuT BapuadenpHyr oOnacTh Jerkou nemu antutena AL2p—h50, AL2p-2,
AL2p-3, AL2p-4, AL2p-5, AL2p-6, AL2p-7, AL2p-8, AL2p—9, AL2p-10, AL2p-11, AL2p-
12, AL2p-13, AL2p-14, AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20,
AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29,
AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-h77, AL2p-35, AL2p-36, AL2p-37, AL2p—
38, AL2p-39, AL2p—40, AL2p-41, AL2p—42, AL2p-43, AL2p-44, AlL2p-45, AL2p-46,
AL2p-47, AL2p—48, AL2p—49, AL2p—50, AL2p-51, AL2p-52, AL2p-53, AL2p—54, AL2p-55,
AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p—60, AL2p—61 nmu AL2p—62 (kak yka3aHo B
Tabnmune 7A). B HekoTOpBIX BapuaHTax peanusauuu: (a) BapuadesibHas 00J1aCTh TSDKEJIOH e
COIEPKUT aMHHOKHUCIIOTHYIO mocnenoBareabHocTh SEQ ID NO: 53, w/unu BapuabenbHast
00J1acTh JIETKOW LIEMH CONEP’KUT aMHHOKHUCIOTHYIO mocnenoBaTenbHocTe SEQ ID NO: 97; (b)
BapuabenbHast 00JaCTh TSKEJION LeMU COASPKUT aMHHOKHMCJIOTHYIO MmocienoBareibHocTh SEQ
ID NO: 59; w/unm BapuabenpHasi 00JacTh JIETKOW LEMH COAEPKHUT AMHHOKHUCIIOTHYIO
nocnenosateibHOCTE SEQ ID NO: 104; (¢) BapuabenbHasi 00J1acTh TSDKEIOW LEMU COHEPIKHUT
aMUHOKHUCJIOTHYIO TiocienoBaTenbHOCTh SEQ ID NO: 64; u/unu BapuabenbHasi 00JacThb JIETKOM
LENU CONEP’KUT aMHUHOKHCIOTHYI nocnenosarenbHocth SEQ ID NO: 108; (d) BapuabenbHast
00JIacTh TSKEJIOW LIEMU CONEPIKUT aMHHOKHCIIOTHYI TochenoBatenbHocth SEQ ID NO: 70;
W/ BapuabenbHash 00NacTb JIETKOW LIEMU COAEPIKUT aMUHOKUCJIOTHYIO MOCJIEI0BATEIbHOCTD
SEQ ID NO: 110; (e) BapuabenbHass 00JACTh TSKENOW LEMA CONEPIKUT AMUHOKHCIOTHYIO
nocnenosateibHOCTE SEQ ID NO: 71; w/unu BapuabenbHasi 00acTh JISTKOW LEMU CONEPIKHUT
aMHHOKHUCIIOTHYI0 nocnenoBarenbHOcTh SEQ ID NO: 111; (f) BapuabenpHast 001acTh TSKENOM
LeTH COAEPKUT aMUHOKHUCIOTHYIO nocienosarenbHocTb SEQ ID NO: 59; w/unu BapuabenpHast
00JIacTh JIETKOW LEeMH COAECPKUT aMHHOKHUCIOTHYIO nocyienoBareabHocTs SEQ ID NO: 112; wiu
(g) BapmaOenbHast O0NACTb TSOKENIOW LIEMU CONEP’KUT AMHUHOKHCIIOTHYIO TMOCJIENOBATEIbHOCTD
SEQ ID NO: 53; w/unm BapmaOenbHasi OONacTb JIETKOH LEMU COXEPKUT aMHUHOKHCIIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 113, B HexkOoTOpbIX BapuaHTax peaju3aliy, aHTUTEJIO

comepkuT Fc—ydacTok, BKIIFOYAIOIUI aMUHOKHCIOTHYIO MOCIIEI0BATEIbHOCTh, BEIOPAHHYIO M3
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rpynmbl, cocrosiei u3 SEQ ID No: 146—156. B HEeKOTOpBIX BapuaHTaxX peain3aliu, aHTUTENO
conepxkuT Fc—y4acTok, BKJIIOUAIOIIUM aMUHOKHCIOTHYIO mnocienosaTenbHocTh SEQ ID NO:
146. B HEKOTOpBIX BapHaHTax peAJTU3ALNUM, AHTUTENO COAEPKUT FC—ydacTOK, BKIFOYAOLIUN
aMUHOKHUCJIOTHYHO nocnepoBarenbHocTe SEQ ID NO: 147, B HeEKOTOpBIX BapHaHTax
peanu3alluM, ~ AHTUTENO  COAEpPXUT  Fc—y4acTok,  BKIHOYAIOIMA  aMHUHOKHCIOTHYIO
nocienosarenbHOCTh SEQ ID NO: 148, B HekOTOpbIX BapuaHTax peaju3aly, aHTUTENO
comepxxut Fc—ydacTok, BKIIOUArOIIUN aMHHOKHCIOTHYIO nocienoBatenbHocTe SEQ ID NO:
149. B HEKOTOpBIX BapHaHTax peajlu3aluH, aHTUTEIO COAECPKUT FC—ydacTOK, BKIFOYAROLIUM
aMUHOKHUCJIOTHYIO mocnenosarenbHocTe SEQ ID NO: 150. B  HekoTOpeIX BapuaHTax
peanu3zaluM, ~ AHTUTENO  comepkuT  Fc—y4acTok,  BKIIOYAIOIIMM  aMHHOKHCIOTHYIO
nocnenosatenbHOCTE SEQ ID NO: 151. B HekoTOphIX BapuaHTax peanu3aliy, aHTUTENO
conepxkuT Fc—y4acTok, BKIIIOUAIOMMA aMHUHOKHCIOTHYIO mocieaoBaTenbHOCTh SEQ ID NO:
152. B HEKOTOpBIX BapHaHTax peaJM3alUM, AHTUTENO COAEPKUT FC—ydacTOK, BKIIOYAOLIUN
aMUHOKHUCJIOTHYHO nocnefosarenbHocTs SEQ ID NO: 153, B  HekoTOpeIX BapuaHTax
peanu3zaluy, ~ aHTUTENO  colepkuT  Fc—ydacTok,  BKJIIOYAOIIMM  aMHHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 154, B HexkoTOpbIX BapuaHTax peaqu3alliy, aHTHUTEJIO
conepxkuT Fc—y4acTok, BKIIIOUAIOIMMA aMUHOKHCIOTHYIO mocienoBaTenbHOcTh SEQ ID NO:
155. B HEKOTOpBIX BapuaHTax peaJU3aLUM, AHTUTEIO COAEPKUT FC—ydacTOK, BKIIOYAOLIUN
aMUHOKHUCJIOTHYHO nocnenosarenbHocTs SEQ ID NO: 156, B HexoTOpeIX BapuaHTax
peanu3aliy, AHTUTENO COAEPXKUT TSDKENYH0 Lelb, COAEp Kallyl0 aMHHOKHCIIOTHYIO
MOCJIEIOBATEIBHOCTD, BbIOpaHHYI H3 Tpymmbl, cocrosimed n3 SEQ ID NO: 198-213; wu/unmu
JIETKYIO 1IeTlb, CONEPIKAIlyI0 aMUHOKUCIOTHYIO IOCIEN0OBATEIbHOCTb, BBIOPAHHYIO U3 TPYIIIIbL,
cocrosimed u3 SEQ ID NO: 214-218. B HeKOTOpbIX BapHaHTax pealu3allid, AHTUTENO
COZIEPIKUT TSDKENYIO LeTb, COAEPIKAIIYI0 aMUHOKHCIOTHYIO TOCHIEIOBATEIbHOCTD, BHIOPAHHYIO
u3 rpynnel, cocrosimed u3 SEQ ID NO: 198 u 199; u jerkyro Lemnb, COAEPKAIIYIO
aMUHOKHUCJIOTHYKO nocnenoBarenbHocTe SEQ ID NO: 214, B HekoTOpeIX BapHUaHTax
peanuzaliy, AHTUTENO COAEPXKUT TSDKENYK0 1Lelb, COAEp KaIlyld aMHHOKHCIOTHYIO
NIOCJIEIOBATENIbHOCTD, BRIOpAaHHYIO U3 rpymibl, coctosmer u3 SEQ ID NO: 200 u 201; u jerkyro
L[eMb, COMEPKAIIYI) aMUHOKHUCIOTHYIO mocienosatenbHocTh SEQ ID NO: 214, B HekoTOpbIX
BapHaHTaX pealn3alliy, aHTUTENO COAEPKUT TSDKENYIO Lielb, CONEPIKALIy0 aMHHOKHCIOTHYIO
TIOCJIEIOBATEIBHOCTD, BRIOpaHHYO U3 rpymmbl, coctosimeli u3 SEQ ID NO: 202 u 203; u nerkyro
LeMb, COMEPKAIIYID aMUHOKHUCIOTHYIO mocienosatenbHocTh SEQ ID NO: 215, B HekoTopbIx
BapHaHTaX pealn3alliy, aHTUTENO COAEPKUT TSDKENYIO Lielb, CONEPIKaLlyI0 aMHHOKHCIOTHYIO
TIOCJIEIOBATEIBHOCTD, BRIOPaHHYO U3 rpymmbl, coctosimel u3 SEQ ID NO: 204 u 205; u jerkyro
LeTb, COMEP KAy aMUHOKHUCJIOTHYI mocienosatenbHocTh SEQ ID NO: 215, B HekoTopbIx
BapHaHTaX pealn3allii, aHTUTENO COAEPKUT TSDKENYIO LieMb, CONEPKALIYI0 aMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD, BRIOpaHHYO U3 rpymmbl, coctosimei u3 SEQ ID NO: 206 u 207; u nerkyro
LIeTb, COMAEPIKAIYID aMUHOKHUCJIOTHYIO nocieaosarenbHocTh SEQ ID NO: 216. B HekoTOpbIX
BApHAHTAX peAJN3alUU, aHTUTENO COAEPKUT TSDKENYIO Lielb, CONEPKALIYI0 aMHHOKHCIOTHYIO

MOCJIEIOBATEIBHOCTD, BRIOpaHHY0 U3 rpymmsbl, cocrosimeii u3 SEQ ID NO: 208 u 209; u nerkyro
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LIeMb, COMAEPKAIYI0 aMUHOKHUCIOTHYIO mnocheaosarenbHOCTh SEQ ID NO: 218. B HekoTOpbIX
BAPUAHTAX PEATU3aLMH, AHTHTEIO CONEPKUT TSDKENYIO LEMb, COAEPIKALIYI) aMUHOKHCIOTHYIO
NIOCJIEIOBATENbHOCTD, BBIOpPAaHHYIO U3 rpymmel, coctosed u3 SEQ ID NO: 210 u 211; u nerkyro
LIeMb, COMEPKAIYID aMHUHOKHUCIOTHYIO nocheaoBartenbHocTh SEQ ID NO: 218. B HekoTOpbIxX
BApPUAHTAX PEATU3aLMH, AHTUTEIO COMEPKUT TSDKENYIO LEMb, COAEPIKALIYI0 aMUHOKHCIOTHYIO
NOCJIeIOBATENIbHOCTD, BRIOPAHHYIO U3 rpyribl, cocTosiel u3 SEQ ID NO: 212 u 213; u nerkyro
L[eNb, COAEPIKAILYI0 aMIHOKHCIOTHYIO nocienoBaTenbHocTs SEQ ID NO: 217.

[0020] B HEKOTOpBIX BapHaHTAaX peaiu3aliy, BapuadeibHas OONACTh TSDKEJIOH LIemH
CONEP’KUT aMHUHOKHUCJIOTHYIO mocienosareapbHocTh SEQ ID NO: 53, w/mnu BapuaOenbHast
0o0JacTh JIETKOHM Ieny CONEPKUT aMHUHOKHUCIOTHYHO TochenoBatenbHocTe SEQ ID NO: 97. B
HEKOTOPBbIX BAapUAHTaX peanu3aluy, BapuabenbHass 00JaCTh TSDKENOH LEmH CONEPIKUT
aMUHOKHUCJIOTHYIO TocienoBaTenibHOCTh SEQ ID NO: 59; w/unu BapuabenbHasi 00NacTh JIETKOU
LEeNMd CONEPKUT aMHUHOKHUCIOTHYI mocnenoBaTeapbHocTh SEQ ID NO: 104, B HexkoTOpbIX
BapHUAHTaX peanu3aluy, BapuadenbpHas o0JaCTh TSDKEJIOH LEMU COAEPKUT aMHHOKHCIOTHYIO
nocnenosatenbHOCTE SEQ ID NO: 64; w/unu BapuabenbHasi 00acTh JISTKOW LEMU CONEPIKHUT
aMUHOKHUCJIOTHYHO nociefosarenbHocTs SEQ ID NO: 108. B  HekoTOprIX BapuaHTax
peanmzanmy, BapuadenpHas OONACTh  TSDKENOH LEeNW  COAEPKUT  aMHUHOKHCIIOTHYIO
nocnenosateibHOCTE SEQ ID NO: 70; w/unu BapuabenbHasi 00NacTh JISTKOW LEMU CONEPIKHT
aMUHOKHUCJIOTHYHO nocnenosarenbHocTe SEQ ID NO: 110. B  HexoTOpeIX BapuaHTax
peanm3anuy, BapuabenpHas OONACTb  TSDKENOH  Lenu  CONEPKUT  aMHHOKHCIIOTHYIO
nocnenosatebHOCTE SEQ ID NO: 71; w/unu BapuabenbHasi 00acTh JIETKOW LEMU CONEPIKHUT
aMUHOKHUCJIOTHYIO nocnenosarenbHocTh SEQ ID NO: 11. B HexKOoTOpBIX BapuaHTax peaau3alii,
BapuadenpHast 00aCTh TSDKENOW LENH COAEPIKUT aMHHOKHUCIIOTHYIO MocienoBareabHocTe SEQ
ID NO: 59; w/unu BapuabenbHasi 00JacTb JIETKOW LEMH CONEPXKUT AMHUHOKUCIOTHYEO
nocnenosarenbHOcTh SEQ ID NO: 112, B HeKOTOpbIX BapuaHTax peaau3alud, BapuabeiabHas
00JacTh TSKEJIOW LIEMU CONEPIKUT aMHHOKMCIIOTHYI TochenoBatenbHocTh SEQ ID NO: 53;
u/wm BapuadesibHasi 00JACTh JIETKOW LIEMH CONEPKUT aMUHOKHCIIOTHYIO MOCJIEA0BATEIbHOCTD
SEQ ID NO: 113.

[0021] Hpyrue acmekTbl MAaHHOTO H300pETEHHSI OTHOCATCS K aHTHTENy, KOTOpOe
cBs3biBaeTcs ¢ Oenkom TREM2, mpu 3TOM aHTHUTENO COAEPKUT BapuabelbHY0 00J1acTh
TSDKEJION LeTH, CONEPIKAIYI0 aAMHHOKHUCIIOTHYIO MOCIEN0OBATEIbHOCTD, BBIOPAHHYIO M3 TPYIIIIEL,
cocrosimeid m3 SEQ ID NO: 27, 56 u 72-90; w/unu BapuaOenbHY0 OOJACTh JIETKOH IerH,
COAEPIKALTYI0 AMUHOKHCIIOTHYIO TMOCIIEIOBATENBHOCTD, BEIOPAHHYIO M3 TPYIIIBL, COCTOSIIEH U3
SEQ ID NO: 92, 104 u 114-117. B HexoTOpbIX BapHaHTax pealn3allid, aHTUTEJIO COAEPKUT
BapuabenpHy0 o0JacTe Tspkenoi menu anturena AL2p-h19, AL2p-h21, AL2p-h22, AL2p-
h23, AL2p-h24, AL2p-h25, AL2p-h26, AL2p-h27, AL2p—h28, AL2p-h29, AL2p-h30, AL2p-
h31, AL2p-h32, AL2p-h33, AL2p-h34, AL2p-h35, AL2p-h36, AL2p-h42, AL2p-h43, AL2p-
h44, AL2p-h47, AL2p-h59, AL2p-h76, unu AL2p-h90 (xax yxazano B Tabmuue 6A); n/umm
AHTHUTEJIO COIEpPKUT BapuadenbHyr0 oOnacth jierkoi nemu antutena AL2p-h19, AL2p-h21,
AL2p-h22, AL2p-h23, AL2p-h24, AL2p-h25, AL2p-h26, AL2p-h27, AL2p-h28, AL2p-h29,
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AL2p-h30, AL2p-h31, AL2p-h32, AL2p-h33, AL2p-h34, AL2p-h35, AL2p-h36, AL2p-h42,
AL2p-h43, AL2p-h44, AL2p-h47, AL2p-h59, AL2p-h76, unu AL2p-h90 (xax yka3aHO B
Tabmuue 7A).

[0022] Hdpyrue acmekTbl AAHHOTO H300PETEHUSI OTHOCATCS K AaHTHUTENy, KOTOpPOe
cesi3piBaercs: ¢ Oenkom TREM2, mpu 5TOM aHTUTENO COAEPKUT TSDKEIYIO LeTb, COAEPIKAIIYIO
AMHHOKHUCJIOTHYIO TIOCJIeIOBATEIbHOCTDb, BhIOpaHHY U3 rpymmbl, cocrosimeii u3 SEQ ID NO:
198-213; w/unu Jerkyro Lemb, COAEPKAIYH aMHHOKHCIOTHYEO —TIOCJIEIOBATEIbHOCTD,
BbIOpaHHyr0 u3 rpymnmel, coctosiieii u3 SEQ ID NO: 214-218. B HeKOTOpbIX BapHaHTaX
peanuzaluy, aHTUTENO COAEPXKUT TSDKENYH0 1Lelb, COAEp Kallyld aMHHOKHCIOTHYIO
NOCJIEIOBATENbHOCTD, BRIOPAHHYIO U3 rpymibl, coctosmen u3 SEQ ID NO: 198 u 199; u nerkyro
LeMb, COMEPKAIY aMUHOKHCIOTHYIO mocienosatenbHOCTh SEQ ID NO: 214, B HekoTOphIxX
BapHaHTaX pealn3alliy, aHTUTENO COAEPKUT TSDKENYIO LieMb, CONEPKALIYI0 aMHHOKHCIOTHYIO
NOCJIEIOBATENbHOCTD, BRIOPAHHYIO U3 rpymibl, coctosmer u3 SEQ ID NO: 200 u 201; u nerkyro
LeMb, COMEPIKAIIYID aMUHOKHUCIOTHYIO mocienosatenbHOocTh SEQ ID NO: 214, B HekoTopbIxX
BapHaHTaX pealn3alliy, aHTUTENO COAEPKUT TSDKENYIO LEeMb, CONEPKALIyI0 aMUHOKHCIOTHYIO
NOCJIEIOBATENbHOCTD, BEIOPAHHYIO U3 rpymibl, coctosmed u3 SEQ ID NO: 202 u 203; u nerkyro
LeTb, COAEPKAIIYI0 aMUHOKHUCJIOTHYIO mocienoBatenbHocTh SEQ ID NO: 215, B HekoTopbIx
BapHaHTaX pealnu3alliy, aHTUTENIO COAEPIKUT TSDKEIYHO LEeMb, COAEPKALly0 aMHUHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD, BRIOpaHHYO U3 rpymmsbl, coctosimei u3 SEQ ID NO: 204 u 205; u nerkyro
LIeTb, COMAEPKAIIYI0 aMUHOKHUCJIOTHYI0 nocienosatenbHocT SEQ ID NO: 215, B HekoTopbIx
BApPHAHTAX peaJN3alUU, aHTUTENO COAEPKUT TSDKEIYIO Lelb, COAEPKALlY0 aMUHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTD, BRIOpaHHY0 U3 rpymmsbl, cocrosimei u3 SEQ ID NO: 206 u 207; u nerkyro
LIeMb, COMEPKAIIYID aMUHOKHUCIOTHYI nocienoBatenbHocTh SEQ ID NO: 216. B HekoTopbIx
BAPHAHTAX PEAJNU3ALNU, AHTUTENO COAEPIKUT TSDKENIYIO LeMb, COAEP KALlY0 aMUHOKHCIOTHYIO
IIOCJIEI0BATENIbHOCTD, BBIOPaHHYIO U3 rpynmnsl, coctosmeit n3 SEQ ID NO: 208 u 209; u nerkyro
LeMb, COMEPKAIIYy) aMUHOKHCIOTHYI mocienoBatenbHocTh SEQ ID NO: 218, B HekoTopbIx
BapHaHTaX pealn3alliy, aHTUTENO CONEPIKUT TSDKENYIO Iielb, COAEPIKalyl0 aMHUHOKHCIOTHYIO
NOCJIEIOBATENbHOCTD, BRIOPAHHYIO U3 rpymibl, coctosmen u3 SEQ ID NO: 210 u 211; u nerkyro
L[eMb, COMEPKAIIY) aMUHOKHUCIOTHYIO mocienosatenbHocTh SEQ ID NO: 218, B HekoTopbIxX
BapHaHTaX pealn3alliy, aHTUTENO COAEPIKUT TSDKENYIO Lielb, COAEPIKALIyI0 aMHUHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD, BRIOpaHHYO U3 rpymmbl, coctosimei u3 SEQ ID NO: 212 u 213; u nerkyro
LIeTb, COEPIKAIIYI0 aMIUHOKHUCIIOTHYO TtocnenoBarenbHocTs SEQ ID NO: 217.

[0023] B HEKOTOpBIX BapHAHTAX pEANU3aLUH, KOTOPbIE MOTYT OBbITb OOBENUHEHBI C
JTrOOBIMH M3 TIPEIIECTBYOUINX BAPHAHTOB PeATU3aliY, aHTUTEJIO MPUHAIUIEKUT K Kiaccy IgG,
kiaccy IgM, wmm kmaccy IgA. B HekOTOphIX BapWaHTax pean3alid, KOTOPble MOTYT ObITh
00BeTMHEHBI C IOOBIMU U3 MPEAIIECTBYIOIINX BAPUAHTOB PEATM3ALNH, AHTHTENO MPUHAIIEKUT
k knaccy IgG u umeer umsorun IgGl, IgG2, IgG3 umu IgG4. B HexkoTOpBIX BapHaHTax
peanu3anyy, KOTOpble MOTYT ObITh OOBEAMHEHBI C JIOOBIMHU M3 MPEIIIECTBYIOLINX BapHUAHTOB
peanu3alnyy, aHTUTENO COAEPKUT OJIHY MIJIM HECKOJIbKO aMHUHOKHUCIIOTHBIX 3aMeH Ha Fc—yuacTke

B MOJIOKEHUH OCTaTKa, BBIOPAHHOM U3 rpymibl, cocrosimeit u3: C127S, L234A, L234F, L235A,
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L235E, S267E, K322A, L328F, A330S, P331S, E345R, E430G, S440Y, u molol wux
KOMOWHAIIMM, TIPU 5TOM HyMepalusi OCTaTKOB COOTBETCTBYeT cxeme Hymepaunu EU wumm
Kabara. B HEKOTOpBIX BapUaHTaX peau3aliu, KOTOPbIe MOTYT ObITh OObEIMHEHBI C JIFOOBIMU U3
NPEAIIECTBYIOIIUX BapHaHTOB peajmm3aumu: (a) Fc—ywacTok comep:kMT aMHUHOKHCIOTHBIE
3amenbl B nonokeHusx E430G, L243A, L235A u P331S, npu 5ToM HyMepauusi MOJOKEHUS
OCTaTKOB COOTBeTCTBYyeT cxeme Hymepauuu EU; (b) Fc—yuacTok comepkUT aMHHOKHCIOTHBIE
3amMeHbl B mnonoxeHusix E430G u P331S, mpu sTOM HyMmepauus MOJIOKEHHsI OCTAaTKOB
cooTBeTcTBYeT cxeme Hymepauuu EU; (¢) Fc—y4acTok comep:KUT aMUHOKHUCIIOTHBIE 3aMEHBI B
nonoxkeHusix E430G u K322A, npu sTOoM Hymepauus IMOJIOXKEHUS OCTaTKOB COOTBETCTBYET
cxeme Hymepauuu EU; (d) Fc—ydacTok comep:kKUT aMHHOKHCIOTHBIE 3aMEHbI B TOJIOKEHUSIX
E430G, A330S, u P331S, npu 3ToM HyMmepalusl MOJIOKEHUS OCTaTKOB COOTBETCTBYET CXeMe
nymepaimu EU; (e) Fc—y4yacTok comep:kUT aMHUHOKHCIIOTHBIE 3aMeHbl B moyioskeHussx E430G,
K322A, A330S u P331S, npu 3ToM HyMepauusi NOJOXKEHHUS OCTaTKOB COOTBETCTBYET CXeMe
nymepamn EU; (f) Fc—yuacTok comepKUT aMUHOKHCJIOTHBIE 3aMeHbl B TojioskeHusix E430G,
K322A u A330S, npu 5ToM HyMepaluusl OJOKEHUSI OCTATKOB COOTBETCTBYET CXEME HyMepaLuu
EU; (g) Fc—y4acTok comep>KuT aMUHOKUCIOTHbIE 3aMeHbl B mnonoxkeHusix E430G, K322A u
P331S, npu 3TOM HyMmepanus MMOJIOKEHHsI OCTATKOB COOTBETCTBYET cxeme Hymepauuu EU; (h)
Fc—y4acTok comep:kUT aMHUHOKHUCJIOTHbIE 3aMeHbl B mnojioskeHusx S267E u L328F, mpu stom
HyMepaLusi TOJIOKEHUs] OCTAaTKOB COOTBeTCTBYeT cxeme Hymepauumu EU; (1) Fc—yuacrox
COZIEP’KUT aMUHOKHUCIIOTHYIO 3aMeHy B nojioskeHuu C127S, mpu 3ToM HyMmepauus MOJOXKEHUs
ocraTka cooTBeTcTByeT cxeme Hymepaumn EU; (j) Fc—y4acTok conmep:kUT aMHHOKHCIIOTHBIE
3amenbl B nojnoxeHusx E345R, E430G u S440Y, npu 5TOM HyMmepauusi MOJIOKEHUsI OCTaTKOB
coorBerctByeT cxeme Hymepauuu EU; wmmm (k) Fc—yuacTox copmepXuT aMHHOKHCIOTHYIO
NOCJIeIOBATEIbHOCTb, BBIOpaHHYK u3 rpymmbl, cocrosimeil u3 SEQ ID NO: 146-156. B
HEKOTOPBIX BapHaHTax peanu3anuy, Fc—ydacToKk COAEpKUT AaMHUHOKHUCIIOTHBIE 3aMEHbl B
nonokeHusix E430G u P331S, mpu sToM HyMepauus MoyJoKeHHUsI OCTaTKOB COOTBETCTBYET CXEMe
Hymepaimu EU. B HekOoTOphIX  BapuaHtax peanusauuy, Fc—y4dacTok  comepKuT
aMUHOKHCJIOTHbIE 3aMeHbl B nojoxkeHusix E430G u K322A, npu 3ToM HyMepauus MOJOKEHHs
OCTAaTKOB COOTBeTCTBYeT cxeme Hymepauun EU. B HekoTOphIX BapuaHTax peanusanuu, Fc—
y4aCTOK COJAEPIKUT aMHUHOKHUCJIOTHBIE 3aMeHbI B nostoxkeHusix E430G, A330S u P331S, mpu sTom
HyMepalysi MOJIOKEHUsT OCTATKOB COOTBETCTBYeT cxeMe Hymepaumu EU. B HexkoTOpbIX
BapUaHTax peanusanuu, FC—y4acTok conepKuT aMUHOKHUCIIOTHYIO nocnenosatenbHocTs SEQ ID
NO: 146. B HexkoTOpbIX BapuaHTax peanuzaluy, Fc—ydacTok cOAEp>KUT aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 147. B HekoTOphIX BapuaHTax peanusauuu, Fc—yusacTok
COZIEP’KUT aMMHOKHCIOTHYIO nocienoBaTenbHOcTh SEQ ID NO: 148. B HekOoTOpBIX BapuaHTax
peanuzanuu, Fc—y4acTok COmep>KUT aMUHOKUCIOTHYIO nocienosareabHocTh SEQ ID NO: 149,
B  HexkoTOpbIX BapuaHTax peanuzaluM, Fc—ydaCTOK  COAEpPKUT  aMHHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 150. B HexoTOprIX BapuaHTax peanusauuy, Fc—yudacTok
COZIEP’KUT aMMHOKHCIOTHYIO nocienoBaTeabHOCcTh SEQ ID NO: 151. B HekoTOpbIX BapuaHTax

peanuzanuu, Fc—y4acTok COmep>KUT aMUHOKUCIOTHYIO nocienosareabHocTh SEQ ID NO: 152,
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B  HexkoTOpbIX BapuaHTax peanuzaluM, Fc—y4aCTOK  COAEpPKUT  aMHHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 153. B HekoTOprIX BapuaHTax peanusauuu, Fc—yudacTok
COZIEP>KUT aMMHOKHCIOTHYIO nocienoBaTenbHOCTh SEQ ID NO: 154, B HexkOTOpBIX BapUaHTax
peanuzanuu, Fc—y4acTok comep>KUT aMUHOKUCIOTHYIO nocienosareabHocTs SEQ ID NO: 155,
B  HexoTOpbIX BapuaHTax peanuzauuy, Fc—y4aCcTOK  COAEpPKUT  aMHHOKHCIOTHYIO
nocienosateabHOCTh SEQ ID NO: 156.

[0024] B HEKOTOPBIX BapHAHTAaX peEATH3ALUH, KOTOPbIE MOIYT OBITh OOBETUHEHBI C
JFOOBIMU U3 MPEALIECTBYIOIUX BapuaHTOB peanusanuu, Oejok TREM2 mpexncraenser coboit
Oenok yenoBeka. B HEKOTOPBIX BapUaHTaX peaju3aldHd, KOTOPbIE MOTYT ObITh OOBEIUHEHBI C
JFOOBIMU U3 MPENLIECTBYIOIUX BapuaHTOB peanuzanuu, 0eisok TREM2 mpexncrasnser coboit
Oenok muKoro Tumna. B HEKOTOPBIX BapHAHTAX PeaTU3allH, KOTOPbIE MOTYT OBITE OOBEIMHEHBI C
JFOOBIMU U3 MPENIIECTBYIOIUX BapuaHTOB peanm3anuu, 0eiok TREM2 mpexncrasnser coboit
NPUPOAHBII BapuaHT. B HEKOTOPBIX BapUaHTaX peaU3aLUH, KOTOPbIE MOTYT OBITh OOBEIUHEHBI
¢ JOOBIMH W3 TMPENUIECTBYIOIIUX BAPHAHTOB PEATU3ALMH, AHTUTENIO MPENCTaBIsET COOOM
(¢parMeHT aHTUTENa, KOTOPBIA CBS3BIBAETCS C ONHUM WJIM HECKOJBbKAMH YeJIOBEYECKIMHU
Oenkamu, BBIOpaHHBIMU W3 Tpymiel, cocrosimell n3 TREM2 uenoBeka, IpUpOAHOTO BapHaHTa
TREM?2 uenoBeka, U BapuaHTa rnopaxeHHoro 6onesnbio (disease variant) TREM?2 genoseka, u
HeoOs13aTeNbHO, TPH 3TOM (PPAarMEeHT aHTUTENa CIIUT CO BTOPbIM (ParMeHTOM aHTHUTEIA,
KOTOPBI CBSI3BIBAETCS C OIHUM HJIM HECKOJIbKUMH YeJIOBEUECKUMH OelKkaMu, BBIOPAaHHBIMH H3
rpynnsl, cocroswmend u3 TREM?2 4enoseka, npupogHoro sapuanta TREM?2 wuyenoseka, u
BapuaHTa nopaxeHHoro 6one3nbto TREM2 uenoBeka. B HEKOTOpBIX BapHaHTax peau3allvy,
KOTOpbIE MOTYT OBITh OOBEAMHEHBI C JIOOBIMU W3 MPEALIECTBYIOIINX BAPHAHTOB PEaH3alMY,
¢dparment npencrasisier coboit Fab—dparment, Fab’, Fab’-SH, F(ab’)2, Fv umu scFv. B
HEKOTOPbIX BAapUAHTaX peaNn3alMy, KOTOPble MOTYT ObITb OOBEOUHEHBI C JIIOOBIMH U3
NPEeALIECTBYIOINX BAPHAHTOB PEANN3ALMH, AaHTUTEJO MPEACTaBisieT cOOOW MOHOKJIOHAJIBbHOE
aHTHUTENO. B HEKOTOPBIX BapUaHTAX peaH3alHU, KOTOPbIe MOTYT ObITb OOBEAHHEHBI C JIFOOBIMU
U3  MPEeNUIeCTBYIOIIUX  BAPUAHTOB  peANM3allfH, AaHTUTEN0  MpPEeACTaBiIsieT  coOoil
r'YMaHU3UPOBAHHOE aHTUTEJIO.

[0025] B HEKOTOpBIX BapUAHTAX pEATU3ALUH, KOTOPbIE MOTYT OBbITb OOBEIUHEHBI C
MOOBIMH W3 TPENUIECTBYIOLUINX BApUAHTOB pEATU3aLMK, AHTUTEJO NPEACTaBiIsieT CcoOoit
oucrierpipueckoe aHTUTENO, PACIO3HANOINEe TEePBbId AaHTHICH U BTOPOH AHTUTEH, IPU 3TOM
nepBblii aHTHreH mnpencrtasiser coboii TREM?2 yenoBeka MM €ro NMPUPOAHBIN BapHAHT, H
BTOPOW AaHTUTEH TpEACTaBiIsieT CcoOoH: (a) aHTUreH, OOJErdarolIMi TPAaHCHOPT depes3
rematosHuedanuyecknii  Oapwep; (b) aHTUreH, OONerdaroImuid  TPAaHCIOPT  Yepes
remMaTosHUe(danuecKkuii  Oapbep, BBIOPAHHBIM W3 TPYIIBL, COCTOSALIEH W3 perenrtopa
tpancdeppuna (TR), peuentopa mucynuna (HIR), penenropa wmHCyTHMHONMOAOOHOTO (akTopa
pocra (IGFR), GenkoB 1 u 2, pOICTBEHHBIX PELENTOPY JUIONPOTENHA HU3KOH IUIOTHOCTH
(LPR-1 u -2), peuenropa nudrepuitnoro Tokcuna, CRM197, omHOIOMEHHOTO aHTUTENA JIAMBI,
TMEM  30(A), nmomena OenkoBoit Tpancaykuuu, TAT, Syn-B, mnenerparuHa,

NOJIMAPTUHUHOBOTO nentuaa, anruonentuna, 1 ANG1005; (c) natoreHHblii areHT, BBIOpaHHBIN
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U3 TPYIMIIBL, COCTOALIEH M3 MATOT€HHBIX MENTHIOB UM OEJIKOB, WM MAaTON€HHBIX HYKJIEHHOBBIX
KHCJIOT, TIPU 3TOM TAaTOT€HHbIE HYKJIEUHOBBIE KUCIOTHI MPEACTABISIOT COOOH aHTUCMBICIOBYIO
PHK c skcnancueit nmosropoB GGCCCC (G2C4), naroreHHsle Oenku BBHIOUPAIOT W3 TPYIIIHL,
cocrositel u3 Oera—amMmIOnaa, OJMTOMEpHOro Oera—ammiionna, OeTa—aMIUIONIHBIX OJISIIEK,
Oenmka—TpeqlecCTBEHHUKAa amujouaa wid ero (Qparmentos, Ttay—Oenka (Tau), IAPP
(OCTPOBKOBBII aMHJIOUAHBIN NONUNenTHn), anbdha—cunyknenna, TDP-43, 6enxa FUS, Corf72
(oTkphITast pamka cuuTeiBaHHA 72 Xpomocombl 9), Oemka cORAN, mpuonnoro Genka, PrPSc,
XAQHTHUHITHHA, KaJbLIUTOHMHA, CYMEePOKCHUATUCMYTa3bl, aTakCHHA, aTaKCHHA |, aTakchHa 2,
aTakcMHa 3, arakcuHa 7/, arakcuHa 8, arakcuHa 10, Tenen JleBu, mnpencepaHOro
HATPUYPETUYECKOro  (PakTopa, OCTPOBKOBOTO aMWJIOMOHOTO TIOJUIIENTHAA, WHCYJIUHA,
anojunornporenHa Al CpIBOPOTOUHOro amMuionna A, MeIuHa, MPOJAKTUHA, TPAHCTHUPETHHA,
JIU30LMMA, Oera—2—MHKpOTrI00yIMHa, reJICOJINHA, KepaTodNUTeNNHa, L[UCTAaTHHA,
uMMyHOTI00yIMHA Jierkoit enu AL, Oenka S—IBM, mpoayKTOB TPAHCIISIIIUK, CBSI3aHHBIX C HE—
ATG mnosropamu (RAN), mentumoB ¢ nunentugHeiMu nosropamu (DPR), mentumoB ¢
nosropamu riauunH—aiganuH (GA), mentunos ¢ noBropamu rmnuH—-TiponuH (GP), nentunos ¢
nosropamu rmnuH-apruanH (GR), nentuaos ¢ nosropamu nponnH—ananuH (PA), youksutuHa,
U NIeNTUAOB ¢ noBTopaMu nponuH—apruHud (PR); (d) nuranner w/mmm Oenku, sSKCrpeccupyemble
HA UMMYHHBIX KJIETKaX, IPU 3TOM JIMTAHABI /WA O€NKU BBIOMPAIOT M3 TPYIIIEI, COCTOSIIEH U3
CD40, 0X40, ICOS, CD28, CD137/4-1BB, CD27 , GITR, PD-L1, CTLA-4, PD-L2, PD-1,
B7-H3, B7-H4, HVEM, BTLA, KIR, GAL9, TIM3, A2AR, LAG-3 u ¢ocharuauncepuna; u
(e) Oenok, nMMUA, MOJUCAXAPUA WM TJIMKOIUIMUA, 3KCIPECCUPYEMBI HAa OAHON WM
HECKOJIbKUX OMYXOJIEBbIX KJIETKaX. B HEKOTOPBIX BapUaHTaX peasn3aliiy, KOTOPbIE MOTYT OBITh
oObenuHeHbl C JIOOBIMH U3  MPEALIECTBYIOIIMX BAPHAHTOB  PEANU3ALMM, AHTUTEJIO
cnieuduyecku cesasbiBaercs kak ¢ TREM2 uenoseka, Tak u ¢ TREM2 sBanckoro makaka. B
HEKOTOPbIX BAapUAHTax pealnu3alMy, KOTOpPble MOTYT ObITb OOBEOUHEHBI C JIIOOBIMH U3
NPEAIIECTBYIOIIMX BAPUAHTOB pEAU3alliK, aHTUTENI0 UMeeT KOHCTaHTy nuccoumarmu (Kp) ¢
TREM?2 uenoseka w/uin TREM2 siBAaHCKOTroO Makaka, KOTOpasi 1Mo MeHbIuei Mepe B 1 pas Huxke
3HaveHus uisi aHTi—TREM2 anTHTena, comeprkaiero BapuabebHyK 00JIACTh TSKEJOW IIeTH,
COIEpIKALTYI0 aMHUHOKHCIIOTHYIO mocienoBatenbHoctb SEQ ID NO: 27, u BapuaOenbHyO
00JIacTh JIETKOW LIEMH, COAEPIKAMYID aMHUHOKHCIOTHYIO TocienoBatenbHocTh SEQ ID NO: 56;
WM 1O MeHblIeW mepe B 1 pa3 Huke 3HadeHus ansa antu—TREM?2 anturena, comepxkaiiero
BapHuabeNbHYI0 00JaCTh TSIKEJIOW LIEMH, COAEeP ALY aMUHOKHCIOTHYIO TOCJIEN0BATEIbHOCTD
SEQ ID NO: 91, u BapuabenbHyt0 OOJACTh JIETKOW LIEMH, COAEPIKAIMYI) aMHHOKHCIOTHYIO
nocnenosatenbHocTs SEQ ID NO: 103. B HekoTOpbIX BapuaHTax peanu3alyy, KOTOpble MOTYT
OBITh OOBEAMHEHBI C JTIOOBIMUA M3 MPENLIECTBYIOINX BAPHAHTOB PEaM3alUU, AaHTUTENO UMEET
koHcTaHTy auccounanyn (Kp) ¢ TREM2 uenoBeka, KoTopasi UMeeT 3HAYEHHE B AHANA30HE OT
npumepHo 9 MkM no npumepro 100 oM, unu menee 100 nM, npuuem Kp ompenensroT npu
temneparype npubnusutensHo 25 °C. B HEKOTOPBIX BapuaHTax peann3aliy, KOTOPbIE MOTYT
OBITh OOBEAMHEHBI C JIOOBIMU M3 MPEALIECTBYIOIINX BAPUAHTOB PEANTM3aLNUU, AHTUTENO UMEET

koHcTaHTty aucconmauuu (Kp) ¢ TREM2 sBaHCKOro makaka, KOTOpas HMeeT 3HA4eHHUE B
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nuanasoHe or npumepHo 50 HM go mpumepHo 100 mM, mmu menee 100 mM, mpuuem Kp
OTIPEACIISIIOT MPH Temreparype npudinsureapbHo 25 °C. B HEKOTOpPBhIX BapHaHTaX peai3aluy,
KOTOpbIE MOTYT OBITh OOBEAWHEHBI C JIOOBIMU U3 NMPEALIECTBYIOIINX BAPUAHTOB pPEAU3aLINH,
AHTUTEJIO CBSI3bIBAETCS C IMEPBHUYHBIMH HMMYHHBIMH KIJIETKAMU uesoBeka ¢ ap(QUHHOCTHIO,
KoTOopass mo MeHblieli Mepe B 10 pa3 Bblme 3HaueHus ana aHTu—TREM?2 anTutena,
COepIKAaIero BapHadeNbHYI0 OO0NACTh TSDKENOH Lenu, COAEpKAIyl aMHUHOKHUCIOTHYIO
nocnenosarenbHOcTh SEQ ID NO: 27, u BapuabenbHyr0 00JacTh JIETKOH IIeNH, COAEPIKaLIyIo
aMUHOKHUCJIOTHYIO nocnenosarenbHocTh SEQ ID NO: 56; unu no menbiueii mepe B 10 pas Briie
3HaueHus Uit aHTi—TREM2 aHTHTeNa, coneprkamero BapuadbeabHyr0 00JacTh TSKEION LemH,
COZEPIKAIYI0 aMUHOKHUCJIOTHYI mocienoBatenbHocte SEQ ID NO: 91, u BapuabenbHyHO
00JIacTh JIETKOH e , COAEepPIKaIIy0 aMHHOKUCIOTHYO nocsienosareapbHocTe SEQ ID NO: 103.
B HekoTOphIX BapuaHTaX peasu3alyH, KOTOPbIE MOTYT OBITh OOBEAMHEHBI C JIOOBIMH U3
NPEAIIECTBYIOIINX BAapPUAHTOB PEAJM3aLUN, aHTUTEJIO COOMpaeTcsi B KJIACTEPbl U AKTUBUPYET
curHanmsanuio TREM2 B konmdecTBe, KOTOpoe N0 MeHbIel Mepe B 1 pas Oosblie 3HaUEHHS
nist anti—TREM2  antwTena, coxmep:kamero BapuaOeapHYI0 OOJIaCTh TSDKENIOW  IIer,
COIEpIKAIYI0 aMHUHOKUCIIOTHYI mocienoBarenbHocte SEQ ID NO: 27, u BapuabenbHYyHO
00JIacTh JIETKOW LIEMH, COAEPKAIMYI0 aMHUHOKHUCIOTHYIO TocienoBatenbHocTh SEQ ID NO: 56;
WM TI0 MeHbIneil Mepe B 1 pa3 Oosbine 3HaueHus st aHTH— 1 REM?2 anTuTena, comepskamero
BapuabeNbHY0 00JaCTh TSDKEJIONW LIEMH, COAEPIKALIYI0 aMUHOKHUCIOTHYIO IOCIEN0BATEIbHOCTD
SEQ ID NO: 91, u BapuabenbHyt0 00JACTh JIETKOW LIEMH, COAEPKAIMYI) aMHHOKHCIOTHYIO
nocnenosaTenbHOcTe SEQ ID NO: 103. B HekoTOpbIX BapHaHTax peaju3aliy, KOTOpPble MOTYT
OpITb OOBEAMHEHBI C JIIOOBIMH W3 MPENIIECTBYIOIIUX BapHAHTOB pealU3allii, AHTUTEIO
MOBBIIIAET BHDKUBAEMOCTh UMMYHHBIX KJIETOK in vitro B OoJbineil crenenu, yeM aHTu—TREM2
aHTUTENIO,  cozepXkaliee  BapuaOeNbHyr0 — OONacTb  TSDKENOM — LemM,  COAep KAyl
aMHMHOKHCIIOTHYIO nocienoBatenbHocTh SEQ ID NO: 27, u BapuabenbHy0 00JacTh JErKon
LIEH, COAEP ALY aMHUHOKHUCIIOTHYIO nociienoBareabHocTh SEQ ID NO: 56; unu B Oonblieit
crerieHy, 4yeM aHTH—TREM?2 aHTUTENO, comep:kaiiee BapraOeNlbHYI0 00JacTh TSDKEIOH ILemnu,
CONEPIKAIYI0 aMUHOKUCJIOTHYIO mocienoBaTenbHOCTE SEQ ID NO: 91, u BapuabenbHyIO
00JIacTh JIETKOH 1IEH, COAEPIKAIIY aMHHOKUCIOTHYIO nocsienosareabHocTh SEQ ID NO: 103.
B HeKoTOpBIX BapuaHTaX peasu3alyH, KOTOPbIE MOTYT OBITh OOBEAMHEHBI C JIOOBIMH U3
MPELIECTBYIOIINX BAPUAHTOB pealu3aliy, aHTUTEJIO MMeeT MepHOoJ MOJyBbIBEAECHMs in Vivo,
KOTOpBI MeEHbIlle, 4YeM A 4YelloBeueckoro KoHTposibHoro anturena IgGl. B HekoTopbix
BapHUAHTAX PEATN3aLMH, KOTOPbIE MOTYT ObITh OOBEIUHEHBI C JFOOBIMH W3 MPEALIECTBYIOIIUX
BApPHAHTOB pealln3allii, AaHTUTENIO CHIKAET YPOBHU B Ia3Me pactsopumoro TREM2 in vivo Ha
BEIMYMHY, 1O MeHbIneHd Mepe Ha 25% OOmbIyr0, YeM i YeJOBEUECKOr0 KOHTPOJIBHOTO
aaturena IgGl. B HEKOTOpPBIX BapuaHTaxX peajn3aldy, KOTOPblE MOTYT ObITb OOBENMHEHBI C
TOOBIMH M3 MPEIIIECTBYIOIINX BAPHAHTOB PEAM3allii, aHTUTENIO CHIDKAET YPOBHHU B ILIa3Me
pactBopumoro TREM2 in vivo myTem OJOKMpOBaHUS paCIUEIUIEHUs, MyTeM HHTUOMPOBAHUS
OJHOW WJIM HECKOJBKMX METAJUIONpPOTEea3, WM IMyTeM WHAYLUPOBAHWUA HWHTepHanu3auuu. B

HEKOTOPBIX BapuaHTax peanusanuu, pactsopumbiii TREM2 cHmkaercs Ha moOoe 3HaueHUe U3
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npumepHo 10, 20, 30, 40 unu 50%. B HEKOTOPBIX BapuaHTaxX peann3aluy, KOTOPbIE MOTYT OBbITh
00BeTMHEHBI € TIOOBIMH U3 MPEIIECTBYIOIINX BAPHAHTOB PEATH3ALNH, AHTUTEIO KOHKYPUPYET
C OIHHMM WJIM HECKOJbKHMH aHTUTENIaMH, BBIOPaHHBIMU W3 rpymibl, cocrosimeit u3 AL2p-h50,
AL2p-2, AL2p-3, AL2p—4, AL2p-5, AL2p-6, AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-
11, AL2p-12, AL2p-13, AL2p-14, AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19,
AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28,
AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-h77, AL2p-35, AL2p-36, AL2p—
37, AL2p-38, AL2p-39, AL2p-40, AL2p-41, AL2p-42, AL2p-43, AL2p-44, AL2p-45,
AL2p—46, AL2p—47, AL2p—48, AL2p-49, AL2p-50, AL2p-51, AL2p-52, AL2p-53, AL2p-54,
AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p-60, AL2p-61, AL2p—62, AL2p-
h19, AL2p-h21, AL2p-h22, AL2p-h23, AL2p-h24, AL2p-h25, AL2p-h26, AL2p-h27, AL2p-
h28, AL2p-h29, AL2p-h30, AL2p-h31, AL2p-h32, AL2p-h33, AL2p-h34, AL2p-h35, AL2p-
h36, AL2p-h42, AL2p-h43, AL2p-h44, AL2p-h47, AL2p-h59, AL2p-h76, AL2p-h90, u
moboit mx koMmOMHaIWU aysi cBs3biBaHMs ¢ TREM2. B HEKOTOpBIX BapHaHTaxX peaji3aliy,
KOTOpbIe MOTYT OBITh OOBEAWHEHBI C JIOOBIMH U3 MPEAIIECTBYIOIINX BAPUAHTOB PEAU3ALINH,
AHTHUTEJIO CBSI3bIBAETCS IO CYINECTBY C TeM e snuronioM TREM2, uto u aHTuTENno, BEIOpaHHOE
u3 rpynnel, cocrosuieit us: AL2p-h50, AL2p-2, AL2p-3, AL2p—4, AL2p-5, AL2p-6, AL2p-7,
AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15, AL2p-16,
AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25,
AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-
h77, AL2p-35, AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p-40, AL2p-41, AL2p-42,
AL2p—43, AL2p—44, AL2p-45, AL2p-46, AL2p-47, AL2p-48, AL2p—49, AL2p-50, AL2p-51,
AL2p-52, AL2p-53, AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p-60,
AL2p-61, AL2p-62, AL2p-h19, AL2p-h21, AL2p-h22, AL2p-h23, AL2p-h24, AL2p-h25,
AL2p-h26, AL2p-h27, AL2p-h28, AL2p-h29, AL2p-h30, AL2p-h31, AL2p-h32, AL2p-h33,
AL2p-h34, AL2p-h35, AL2p-h36, AL2p-h42, AL2p-h43, AL2p-h44, AL2p-h47, AL2p-h59,
AL2p-h76, u AL2p-h90. B HeKOTOpBIX BapUaHTAX peaTU3aLHH, KOTOpble MOTYT OBITh
00BeTMHEHBI ¢ JTFOOBIMU U3 PEAIIECTBYIOIINX BAPUAHTOB PEAU3aALINH, aHTHTEJIO CBSI3bIBAETCS C
OTHUM HJIM HECKOJIbKUMH aMHUHOKHUCIIOTAMH M3 aMUHOKHCJIOTHBIX ocTaTkoB 149—157 B SEQ ID
NO: 1. B HEKOTOpBIX BapHAHTAX pPeaslu3aliu, KOTOPbIe MOTYT ObITh OOBEIUHEHBI C JTFOOBIMU U3
MPEeALIEeCTBYOLUX BAPUAHTOB PeaIN3aliy, AHTUTEJIO CB3BIBAETCS C OJHUM WM HECKOJIBbKUMHU
AMHHOKHUCJIOTHBIMH OCTaTKaMH, BBIOPAaHHBIMH 3 Ipymibl, cocrosimed u3 E151, D152 u E156 B
SEQ ID NO: 1.

[0026] Ipyrue acmekTbl JaHHOTO M300PETEeHUs OTHOCSTCS K BBIACJIEHHOW HYKJIEUHOBOM
KHUCJIOTE, COAEp KaLel MOCIEN0BAaTENbHOCTh HYKJICHHOBOW KHUCJIOTBI, KOAUPYIOLIYK) AHTUTENO
no mo00OMy U3 TMPEIIIECTBYIOIIMX BapUAHTOB peajm3anuu. Jlpyrue acmeKkTsbl JaHHOTO
M300peTEeHNs] OTHOCSTCS K BEKTOPY, COAEpIKAaIeMy HYKJIEHHOBYIO KHCJIOTY IO JIFOOOMy H3
NPEAIECTBYIOIINX BAPUAHTOB peanu3auuu. Jlpyrue acrekThl JaHHOTO N300pPETeHUs] OTHOCSATCS
K BBIIEJICHHON KJIETKe—XO35MHYy, COAepKalledl BEeKTOp MO JIo0OMy H3 NPEeALIeCTBYIOIINX

BapUAHTOB peanu3auuu. Jlpyrue acmekTbl JaHHOTO H300pPETEeHUs OTHOCATCS K CHOCOOy
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MPOAYLMPOBAaHMs aHTUTENA, CBA3bIBaroLerocs ¢ TREM?2, KOTOpPBIN BKIHOYAET KYJIbTUBUPOBAHHE
KJIETOK IO JIFOOOMY M3 NPEALIECTBYIOIIMX BapUAHTOB peANN3aLd TAaKUM OOpa3oM, YTOOBI
NPOAYLMPOBAJIOCh AHTUTENO. B HEKOTOpPBIX BapHaHTaxX peann3aluy, Crocod AOMOJHUTEIBHO
BKJIFOYAET BBIAEJIEHUE aHTUTENA, MNPOAYLUPYEMOro KieTKOM. Jlpyrue acmnekTbl AaHHOIO
M300peTeHNs] OTHOCATCSI K BBIIEJIEHHOMY aHTUTeNy, KOoTopoe cBsisbiBaeTcsi ¢ TREM2,
IPOAYLIPYEMOMY CIOCOOOM IO TI0OOMY M3 MPEALIECTBYIOIIUX BAPUAHTOB peanu3aunu. Jlpyrue
aCIeKThl JAHHOTO M300pETeHUs] OTHOCATCA K (papMareBTHUeCKOH KOMITO3MLMH, COnep Kainel
AHTHUTENIO MO JIOOOMY W3 TPEAIISCTBYIOIIMX BAPHUAHTOB peanu3aluuu U (PapMareBTUYECKU
MIPUEMIIEMOMY HOCHUTEIIO.

[0027] Apyrue acneKkThl JaHHOTO U300PETeHUsI OTHOCITCSA K COCOOy MpeloTBpaIleHus],
CHIDKEHHSI PUCKA WJIH JICYCHUS WHAMBHAYYMa C OOJIE3HBIO, PACCTPONCTBOM WIIM MOPAKEHUEM,
BbIOPaHHBIM W3 TPYIIIBL, COCTOSIIEH W3 AEMEHLUH, JOOHO—BHCOYHAS JIEMEHIHH, OOJIe3HH
AnprreiMepa, Oonesnu Hacy—Xakona, HapylleHHs IMO3HABATEIbHONH CHOCOOHOCTH, MOTEPHU
NaMATH, MOBPEXKIEHHs] CIIMHHOIO MO3Ta, TPAaBMAaTHYECKOTO IMOBPEXKAEHHUS TOJIOBHOTO MO3Tra,
PACCeSHHOTO CKJIep03a, XPOHMUECKOro KOJHTA, HECTIEHU(pUIECKOro sI3BEHHOTO KOJIUTAa U Paka,
BKJIIOYAIOLIIEMY BBEIEHHE WHAUBUAYYMY, HYXJaKOLEMycs B 3TOM, TepaneBTHUECKU
5(¢(eKTUBHOrO KOJMYECTBA AHTHTENA B COOTBETCTBHHM C INPEALIECTBYIOIIMMH BapHAHTAMU
peanm3anuyu. B HEKOTOPBIX BapHaHTaX peaNn3alluy, YKa3aHHas OOJIe3Hb, PAacCCTPOHCTBO HIIU
NOpa’keHHe MPENCTaBIsIeT OO0 Oone3Hb Anbureiimepa.

[0028] dpyrue acmekTbl JAHHOTO H300PETEHUSI OTHOCATCS K QHTHUTEIY, BKJFOYAIOIIEMY
Fc—yuacTok, npu 3TOM aHTHUTENO COAEPKUT aMUHOKUCIIOTHYIO 3aMeHy B nojoxeHun E430G u
OIHy WJIM HECKOJbKO aMHUHOKHUCJIOTHBIX 3aMeH Ha Fc—y4dacTke B IOJOXEHHMHM OCTaTKa,
BbIOpaHHOM U3 Tpymibl, coctosmeit u3: L234F, L235A, L235E, S267E, K322A, L328F, A330S,
P331S, u moboit ux KOMOMHALMM, NpUYeM HyMepamuss OCTaTKOB COOTBETCTBYET CXeMe
Hymepaumu EU wmmn Kabara. B HexoTopbIx BapmaHTax peanusaimu: (a) Fc—ydactok comepskur
aMUHOKHCIIOTHbIE 3aMeHbl B monokeHusix E430G, L243A, L235A wu P331S, npu stom
HyMepaLusi TOJIOKEHUsT OCTaTKOB cooTBeTcTByeT cxeme Hymepauuu EU; (b) Fc—yuactok
COZIEP’KUT aMUHOKHCIJIOTHbIE 3aMeHbl B mojoxkeHusx E430G u P331S, nmpu sTom Hymepauus
NOJIOXKEHUSI OCTAaTKOB COOTBeTCTByeT cxeme Hymepaumu EU; (¢) Fc—yudactok conmepkut
aAMUHOKHCJIOTHbIE 3aMeHbl B nojoxkeHusix E430G u K322A, npu 3ToM HyMepauus MOJOKEHHs
ocTaTKoB cooTBeTcTBYeT cxeme Hymepauun EU; (d) Fc—yuactok comepkUT aMHHOKHCIOTHBIE
3ameHbl B nonokeHusx E430G, A330S u P331S, npu sToM HyMmepalusi MOJIOKEHUsST OCTATKOB
cooTBeTcTBYeT cxeme Hymepauuu EU; (e) Fc—y4acTok comepskuT aMUHOKUCIIOTHBIE 3aMEHBI B
nonoxkenusix E430G, K322A, A330S u P331S, npu sToM HyMepalusi MOJIOKEHUS OCTaTKOB
cootBercTByeT cxeme Hymepauun EU; (f) Fc—ydacTok comepUT aMUHOKUCIIOTHBIE 3aMEHBI B
nonoxkenusix E430G, K322A u A330S, mpu 3TOM HyMepauus IOJOXKEHUS OCTaTKOB
cooTtBeTcTByeT cxeme Hymepanuu EU; (g) Fc—y4acTok cCoOmep:KUT aMUHOKHCIIOTHBIC 3aMEHbBI B
nonoxkenusix E430G, K322A wu P331S, nmpu »>ToM HyMmepauus MOJOXEHHs OCTAaTKOB
coorBercTByeT cxeme Hymepauuu EU; mmu (of) (h) Fc—yuacTok comep>KUT aMHHOKHCIIOTHYIO

TIOCJIEIOBATEIBHOCTD, BbIOpaHHYI0 W3 rpymmbl, coctosimedt u3 SEQ ID NO: 146-156. B
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HEKOTOPBIX BApUAHTaxX peaju3alny, FCc—ydacTOK COAEPKUT AMUHOKHCJIOTHBIE 3aMEHBbI B
nonoxkenusix E430G, L243A, L235A u P331S, npu 3ToM Hymepauusi HOJIOKEHUS OCTaTKOB
cooTBeTcTByeT cxeme Hymepauun EU. B HekoTOpeIX BapuaHTax peanu3auuu, Fc—ydacTtok
COMIEP>KUT aMUHOKHCIJIOTHBIE 3aMeHbl B nojoxkeHusx E430G u P331S, mpu sTom Hymepauus
MOJIOKEHUSI OCTAaTKOB COOTBETCTByeT cxeMe Hymepauuu EU. B HekoTOpeIX BapuaHTax
peanuzauuu, Fc—y4acTok conepkuT aMUHOKUCIIOTHBIE 3aMeHbl B nosioskeHusax E430G u K322A,
IpU 3TOM HyMepalus MOJIOXKEHUs OCTaTKOB COOTBETCTByeT cxemMe Hymepauun EU. B
HEKOTOPBIX BAapUAHTaxX peanu3aluy, Fc—ydacTOK COAEpPKUT AMUHOKHCIOTHBIE 3aMEHBbI B
nonoxkenusix E430G, A330S u P331S, mpu sToM HyMepauusi TMOJOXEHHUS OCTAaTKOB
cooTBeTcTBYeT cxeme Hymepauun EU. B HekoTOpeIx BapuaHTax peanusauuu, Fc—ydacTtox
CONIEPKUT aMUHOKHUCIIOTHBIE 3aMeHbI B nojioskeHusix E430G, K322A, A330S u P331S, npu stom
HyMepalysi MOJOKEHUsT OCTaTKOB COOTBETCTBYeT cxeMe Hymepaumu EU. B HexkoTOpbIX
BapUaHTax peanusauuy, Fc—y4acTOK COAEpP:KUT AMHHOKHUCIIOTHBIE 3aMEHbl B IOJIOXKEHUSIX
E430G, K322A u A330S, mpu 5TOM HyMepaLus IMOJIOXKEHHsI OCTaTKOB COOTBETCTBYET CXEMeE
Hymepaimu EU. B  HekOTOphIX  BapuaHTax peanusauuu, Fc—y4acTOK  COREpKUT
aMUHOKHUCJIOTHbIE 3aMeHbl B nojoxkeHusix E430G, K322A wu P331S, nmpu sTomM HyMmepauus
MOJIOXKEHUsI OCTaTKOB COOTBETCTByeT cxemMe HyMmepauun EU. B HEKOTOpBIX BapuaHTax
peanm3anyy, Fc—ydacTok moBbimaeT oOpa3oBaHHUE KJIACTEpPOB O€3 aKTHBALMK KOMIUIEMEHTA T10
CPaBHEHHUIO C COOTBETCTBYIOIUMM AaHTHUTEJIOM, BKJIOYAKOMUM FCc—y4acToOk, He comeprKaui
aMUHOKHCJIOTHBIX 3aM€H. B HEKOTOpBIX BapHaHTax peaJu3aluy, aHTUTEJIO UHAYLUPYET OAHY
WJIM HECKOJIbKO aKTMBHOCTEH MUINEHH, CrieU(UIEeCKU CBSI3bIBAEMON aHTUTENOM. B HEeKoTOpbIX
BapUaHTaX peaju3alyy, aHTUTENO CBsi3biBaeTcsa ¢ TREM2.

[0029] Cnenyer moHMMATh, UTO Kakoe—JuOO OJJHO, HEKOTOPBIE, MITH BCE XapaKTEPUCTHKH
pPasIMYHBIX BApUAHTOB pEaJHM3aLUH, ONMUCAHHBIX B JAaHHOM JOKYMEHTE, MOIyT OBbITbh
o0benanHeHb! ¢ 00pa30BaHUEM APYTHMX BAPHAHTOB PEANH3ALMM AAHHOTO H300peTeHHs. DTH U
Apyrue achekTbl H300peTeHHss OyayT OYEBHAHBIMH Ui CIIELUAUCTa B JAHHOH OO0NacTH
TEXHUKH. DTH W JAPYTHe BapUAHTBl peau3aluil H300pEeTeHUs IOMOJHUTEIBbHO OMHCAHBI B
MIPUBEAEHHOM HMKE €TAJIbHOM ONUCAHUU.

KPATKOE OIITMCAHUE I'PAGUYECKHUX MATEPHUAJIOB

[0030] Ha ®ur. 1A npoaeMOHCTpUPOBAaHA IOBBIIIEHHAS arOHUCTHYECKAas aKTHBHOCTb
Fc—Bapuanrta antu—TREM2 anTurena. JlronudepasHas akTHBHOCTb 1OCIIe 6—4aCOBOH KYJIBTYPbI
¢ Fc—Bapuantamu antTu-TREM?2 anturena. ®ur. 1B peMOHCTpUPYET MOBBILIEHHYIO
arOHNCTHUYECKYI0 aKTHMBHOCTb Fc—Bapmanta aHTu—TREM?2 anturena. Jlrouudepasnas
AKTUBHOCTBb TMOCJe€ 6—4acOBOM COBMECTHOW KyJabTypel Fc—BapuaHta anHtuTena ¢ BWZ
penopTepHbIMU KieTkaMmu U kjietkamu THP—1 B cooTHOwenun 1:1.

[0031] ®ur. 2A nemoHcTpHpyeT oTioxerne C3b, naaynupyemoe Fc—BapuaHTom aHTH—
TREM2 anrtutena. KpatHocTe usmeHenust otnoxenus C3b nHa skcmpeccupyromeii TREM2
kyerouHoi nuHun HEK Fc—Bapuantamu AL2p, mo cpaBHEHMIO C Y€NOBEUYECKHM aHTHUTEIOM
IgG1 wmzorunuveckoro koHTposs npu 10 mxr/mun. @ur. 2B nemonctpupyer ornoxkerne C3b,

uHnyuupyemoe Fc—Bapuanrom anti—TREM?2 antutena. KpatHocts u3menenust otnoxkenust C3b
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BapuantaMmu AL2p ¢ cospeBmeil apPUHHOCTBIO € NepeunciIeHHbIMH MyTauusMu Fc 1o
CpaBHEHHUIO ¢ ux ucxogHelM Fc—Bapuanrom IgGl.

[0032] dur. 3A OEeMOHCTPHUPYET IOBBILIEHHYK) AKTUBHOCTb PAaCTBOPUMOIO AaHTU—
TREM2 antutena. ®@ur. 3B 1eMOHCTpHPYET MOBBIIEHHYIO AKTUBHOCTh UMMOOMIJIN30BaHHBIX Ha
miadwere aHTU—TREM2 antuten. ®ur. 3C AEMOHCTpUpPYET PpENOPTEPHYK) AaKTUBHOCTb
UMMOOMIN30BaHHBIX Ha IutaHmere aHTu—IREM?2 anturen ¢ cospesuiel ahUHHOCTBIO TpH S
MKI/MII (Cepble CTOJIOMKH) IO CPABHEHUIO ¢ MCXOIAHBIM I'YMAaHU3UPOBAHHBIM aHTHTENOM Alp2—
h50 (h50), ucxogubiM rymMaHu3upoBaHHBIM aHTHTEIOM AL2p—77 (h77), 1 KJIOHAMH HCXOTHOTO
mbirHOTO aHtuTena AL2p (ucxonubiii Bapuant AL2p mslgG1l) (uepubie cronOuku). KioHs! B
CephIX CTOJOMKAX C YEepPHbIMH KOHTYpPaMH MNPEACTaBISIOT BapuaHThl aHtutena AL2p-hS0,
cojieprKallye pa3Hble AMUHOKHCIIOTHBIE 3aMEHbL.

[0033] ®ur. 4A [eMOHCTpPHUPYET IOBBIIIEHHYID AaKTUBHOCTb pPAacTBOPUMOIO AaHTU—
TREM2 anturena. ®ur. 4B 1eMOHCTPUPYET MOBBILICHHYIO aKTUBHOCTb UMMOOHIIN30BAHHOTO
Ha riaHmere anTu—TREM?2 anTurena.

[0034] dur. SA pgemonctpupyer STREM2, cekperupyembiii B TeueHue 48
NEPBUYHBIMHA YEJIOBEYECKHMH JCHAPUTHBIMH KJIETKaMU TOHOpa 534 mpu MHKyOaUWu ¢ aHTH—
TREM?2 unu koHTpOabHbIMU aHTUTENnaMu. @dur. SB nemoncrpupyer STREM2, cexpetupyemsblit
B TedyeHHe 48 U MEepPBUYHBIMH YE€JIOBEYECKMMU AEHAPUTHBIMU KJETKAMH JOHOpa 535 mpu
uHKyOanmu ¢ anTu—TREM2 1 KOHTPOJIbHBIMU aHTUTEIAMH.

[0035] ®ur. 6A AeMOHCTPUPYET OTCYTCTBHUE H3MEHEHHUs] YUCJIEHHOCTH KJIETOK MpH
MHKYOalMy TMEePBUYHBIX YEJIOBEYECKHX NEHIPHUTHBIX KJIeTOK noHOpa 534 ¢ antu—TREM2 wmnun
KOHTPOJIbHBIMU aHTUTenamu. Pur. 6B neMOoHCTpUpPyeT OTCYTCTBUE W3MEHEHMs UYHCIIEHHOCTH
KJIETOK TPU MHKYOAIlMM MEPBUYHBIX YEJOBEUECKUX NEHIAPUTHBIX KJIETOK JAOHOpa 535 ¢ aHTH—
TREM2 unu KOHTPOJIbHBIMU AHTUTEJIAMU.

[0036] ®ur. 7A nemonctpupyer STREM2 mnasmel B % 0T 0a30BOro ypoBHs IMOCIE
pazoBoii uabekuu 15 mr/kr TREM2 antuten AL2p—47 hulgGl, AL2p—47 hulgGl ASPSEG,
AL2p-58 hulgG1 umm xoutponsa hulgGl. ®ur. 7B nemonctpupyer sSTREM2 mnasmer B % oT
0a30BOro ypoBHs mocie pa3oBoil wHbekuuu 15 mr/kr TREM2 antuten AL2p-58 hulgGl,
AL2p-58 hulgG1 PSEG wmu xoutpons hulgGl. ®@ur. 7C nemoncrpupyer sSTREM2 nna3mer B
% ot 6a30BOro ypoBHs mocie pazoBod uHbekuu 15 mr/kr TREM2 anturen AL2p—61 hulgGl
PSEG, AL2p—47 hulgG1, AL2p—58 hulgGl unu xontponsa hulgGl. ®ur. 7D nemoHCTpHpyeET
sTREM2 mia3mel B HI/Mi1 niocsie pa3oBoit uabekiuu 20 mr/kr TREM2 anturen AL2p mslgGl,
T21-9 mslgG1 wnu korTponst mslgGl.

[0037] ®ur. 8A u Pur. 8B n300pakar0T NOBBILEHHYIO >KU3HECMOCOOHOCTh (Kak
nosblmeHne kietodHoro AT®) mocne CTUMYISIIMU MEPBUYHBIX YEJOBEYECKHX Makpodaros
(Pwur. 8A) M 4eIOBEUECKUX NMEPBUYHBIX ACHAPUTHBIX KieTok (®ur. 8B) ot omHOro monopa
uMMOOUII30BaHHBIMU Ha tuiaHmere TREM?2 anTuTenamMu 1o CpaBHEHUIO ¢ KOHTPOJbHBIM IgG B
teueHue 48 uacoB. ®ur. 8C, ®ur. 8D, ®ur. 8E, u ®ur. 8F u300pakaroT NMOBBIEHHYIO
KU3HECTIOCOOHOCTh (Kak mOoBbIeHus kiaerouHoro AT®) mocne CTUMyALMH TEPBUYHBIX

YEJIOBEUECKUX JEHIPUTHBIX KJIETOK NBYX NOHOPOB (®ur. 8C u dur. 8D) nnu yenoedecknx
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nepBUYHBbIX Makpodaros nByx noHOpPoB (Pur. 8E u ®ur. 8F) pactBopumeim AL2p—58 hulgG1
110 CPAaBHEHHIO C KOHTPOJIbHBIMU denoBeueckuMu IgG1 B Teuenune 48 yacos.

[0038] ur. 9 nemoHcTpupyer BecTepH—ONOTTHHT (ocdopunupoBanus Dapl2
NePUTOHEANbHBIX Makpodaros mnocie BBefeHHs MblmaMm aukoro tuna (WT) umm mbimam
TREM2 Bac-Tg AL2p-58 hulgGl, AL2p-58 hulgGl PSEG wmu xonTtponbHoro hulgGl.
Knerounble nm3atel uMMyHOnpeuunutuposanu aHTU—TREM?2; BepxHss cepus 1OJOC
JAEMOHCTPUPYET OKpPAIIMBAHHE AHTHTENOM (OCGHOTHUPO3MHA, W HIDKHSAS Cepusl IEeMOHCTPUPYET
oburue yposuu TREM2 venoBeka.

ITOJAPOBHOE OITMCAHUME CYIITHOCTU U30BPETEHU A

O0mue MeToaNKH

[0039] CriocoObl U mponeypsl, ONMMCAHHBIE WM YIIOMHHAEMbIE B JAHHOM JIOKYMEHTE,
KaK TPABWIO, XOPOIIO TMOHSATHBI CIEIHAJUCTaM B JAHHOW OOJIACTH TEXHUKH U OOBIYHO
UCTIONB3YIOTCSI ¢ TIPUMEHEHHEM OOBIMHOW METONOJIOTHH, TAaKOW Kak, HAlpHMep, IIHPOKO
UCTIONBb3yeMasi METOJOJIOT s, onricaHHas B Sambrook et al., Molecular Cloning: A Laboratory
Manual, 3d edition (2001) Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y ;
Current Protocols in Molecular Biology (F.M. Ausubel, et al. eds., (2003)); cepus Methods in
Enzymology (Academic Press, Inc.): PCR 2: A Practical Approach (M.J. MacPherson, B.D.
Hames and G.R. Taylor eds. (1995)), Harlow and Lane, eds. (1988) Antibodies, A Laboratory
Manual, u Animal Cell Culture (R.I. Freshney, ed. (1987)); Oligonucleotide Synthesis (M.J. Gait,
ed., 1984); Methods in Molecular Biology, Humana Press; Cell Biology: A Laboratory Notebook
(J.E. Cellis, ed., 1998) Academic Press; Animal Cell Culture (R.I. Freshney), ed., 1987);
Introduction to Cell and Tissue Culture (J.P. Mather and P.E. Roberts, 1998) Plenum Press; Cell
and Tissue Culture: Laboratory Procedures (A. Doyle, J.B. Griffiths, and D.G. Newell, eds.,
1993-8) J. Wiley and Sons; Handbook of Experimental Immunology (D.M. Weir and C.C.
Blackwell, eds.); Gene Transfer Vectors for Mammalian Cells (J.M. Miller and M.P. Calos, eds.,
1987); PCR: The Polymerase Chain Reaction, (Mullis et al., eds., 1994); Current Protocols in
Immunology (J.E. Coligan et al., eds., 1991); Short Protocols in Molecular Biology (Wiley and
Sons, 1999); Immunobiology (C.A. Janeway and P. Travers, 1997); Antibodies (P. Finch, 1997);
Antibodies: A Practical Approach (D. Catty., ed., IRL Press, 1988-1989); Monoclonal
Antibodies: A Practical Approach (P. Shepherd and C. Dean, eds., Oxford University Press,
2000); Using Antibodies: A Laboratory Manual (E. Harlow and D. Lane (Cold Spring Harbor
Laboratory Press, 1999); Antibodies (M. Zanetti and J. D. Capra, eds., Harwood Academic
Publishers, 1995); u Cancer: Principles and Practice of Oncology (V.T. DeVita et al., eds., J.B.
Lippincott Company, 1993).

Omnpenenenus

[0040] B ucnons3yeMOM B JaHHOM AOKYMEHTE 3HAYEHHHU, TEPMUH ‘‘npedomepaiyenie”
BKJIFOUaeT oOecreueHre NPOPUIAKTUKA B OTHOIIEHHM NPOSIBICHUS WIM PELUANBUPOBAHHS
KOHKPETHOTO 3a00JIeBaHus], paCCTPONCTBA WIM COCTOSIHUS Y MHANBUAYYMa. HIUBUAYYM MOKET
OBITH MpPEOPacHoNioKeH K, BOCHPUUMYMB K KOHKPETHOH OOJe3HH, pacCTpPOHCTBY WM

COCTOSIHUIO, WJIM UMETh PHCK Pa3BUTHUS TakoW OOJE3HM, pacCTPOMCTBA MM COCTOSIHUSA €lIe 110
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YCTAHOBIIEHHSI TUarHO3a OOJIE3HH, PACCTPOMCTBA HITH COCTOSTHHSL.

[0041] B ucnonp3yeMOM B JaHHOM AOKYMEHTE 3HAU€HUHU, UHIUBUAYYM “C puckom’
pPa3BUTHA KOHKPETHOH OOJIe3HH, PAacCTPOMCTBA WJIM COCTOSHUS MOXKET UMETh WUJIM HEe HMEThb
IETeKTUPYEeMYI0 OOJIe3Hb WIIM CUMIITOMBI OOJNI€3HH, U MOXKET UMETh WJIM HE UMETh MPOSIBICHUS
AEeTeKTHPyeMOil OONe3HH WM CHMITOMOB OOJNE3HHM A0 TNPOBEAEHUs] CIOCOOOB JIEYECHUS,
OMUCAHHBIX B AAHHOM AOKyMeHTe. “C puckoM” O3HA4aeT, YTO MHAMBUAYYM HMEET OJIUH WU
HECKOJIbKO (DaKTOPOB pPHCKA, MNPEACTABIIIOIINX COOOH M3MEpHUMBbIE IapaMeTpbl, KOTOpBIE
KOPPEUPYIOT C Pa3BUTHEM KOHKPETHOH OOJIE3HH, PacCTPOMCTBA MIIM COCTOSIHUS, KaK M3BECTHO
cneuuanuctam. MHANBUAYYM, UMEIOIIMHA OUH WJIM HECKOJBKO TaKHX (PAKTOPOB PHCKA, UMEET
0oJsiee BBICOKYIO BEPOSITHOCTh PAa3BUTHs KOHKPETHOW OOJIE3HHM, PacCTPOICTBA WJIM COCTOSIHUS,
YeM WHAUBUAYYM 0€3 OHOTO MITH HECKOJIbKUX TaKuX (PaKTOPOB PHUCKA.

[0042] B ucrnonp3yemMoM B JaHHOM JOKYMEHTE 3HAYEHUH, TEPMUH ‘‘Jieuentie” OTHOCUTCS
K KIIMHHYECKOMY BMEIIATENbCTBY, HALIEJICHHOMY Ha M3MEHEHHE €CTECTBEHHOTO XOIa COOBITHIA
IUI MHOUBHIYYMA, TOJYYAOLIero JICYEHWE B XOA€ KIMHUYECKOH maronoruu. JKemarenpHble
3¢ ¢eKThl NieueHUs] BKIIOYAIOT CHIDKEHHE CKOPOCTU MPOrPECCHPOBAHUS, YIJYUIICHHE WIIN
o0JieryeHne maToJOrHYECKOr0 COCTOSIHHS, U PEMUCCHIO HITH YJIYYIIEHHBIH IPOTHO3 KOHKPETHOM
0oJe3HH, paccTpoiicTBa WM COCTOSIHUS. “‘JleueHne” MHAMBUAYyMa YCIHEIIHO, HAIPUMEp, €CIH
OJVH WJIM HECKOJIbKO CHMIITOMOB, CBSI3aHHBIX C KOHKPETHOH OOJIE3HBIO, PacCTPOHCTBOM HIIH
COCTOSIHUEM, CMSITYAIOTCS WM YCTPAHSFOTCSL.

[0043] “Opgpexmuenoe xonuuecmeo” OTHOCUTCA K IO MeEHbIIEH Mepe KOJHYECTBY,
3¢ ¢peKTUBHOMY, B IO3MPOBKaX M HAa NPOTSDKEHUH NEPUOJOB BPEMEHH, HEOOXOMUMBIX IS
JIOCTIDKEHUS]  JKENATEeJIbHOIO  TEPareBTUYECKOr0 WM  NPO(UIAKTHUECKOrO  pe3yJsbTarta.
O¢ddexTBHOE KOIMYECTBO MOXKET OBITh O0ECEeYeHO 3a OJHO HWJIM HECKOJBbKO BBEICHHIA.
D¢ dexTHBHOE KONMUECTBO B JAHHOM JOKYMEHTE MOXKET MEHSTHCS B 3aBUCHMOCTH OT TaKUX
¢axTopoB, kak OOJE3HEHHOE COCTOSIHHE, BO3PACT, MOJ M BEC WHAMBUIYYMa, M CIIOCOOHOCTH
JICYSHHsI BBI3BIBATH JKEJIATEIbHBIN OTBET y MHANBHAYYMA. D) (PEeKTHBHOE KOJMUYECTBO SIBJISETCS
TAK)Ke TaKWM, IPH KOTOPOM TEpareBTUUECKU ToJe3Hble 3((EKTbl MPEeBbILAIT JIFO0e
TOKCHUYECKOE WJIM BpenHOe Bo3aeiicTBue nedeHus. s mpoduiakTHYecKoro NpUMEHEHUs,
NIOJIE3HBIE WM JKEJIATeNIbHBbIE PEe3yJIbTAThl BKIIIOYAIOT TAKUE PE3YJIbTaThl, KAK YCTPAHEHUE WIIH
CHIDKEHHE PHUCKA, OCIabJIeHHe TSUKECTH, WIN 337epiKKa Hadajla MpOsiBJICHUST OOJIE3HH, BKITFOYAsT
OMOXMMHUYECKHE, THCTOJOTHYECKUE W/WIIN TIOBEIEHYECKHE CUMITTOMBI OOJIE3HH, €€ OCJIOKHEHUS
U MIPOMEKYTOUHBIEC TIATOJIOTUYECKHE (PEHOTHITBI, HAOMOJaeMble B XO/1€ pa3BUTUs Oomne3HH. s
TEPANeBTHUECKOTO TPUMEHEHHUs, IIOJIE3HbIE WM JKEeNaTeJbHbIE Pe3YyJbTaThl BKJIIOYAIOT
KJIMHUYECKHE Pe3YyJbTaThl, TaKHE KAK YMEHBbIIEHHE OIHOTIO WM HECKOJBKHX CHMIITOMOB,
BBI3BAHHBIX OOJIE3HBIO, TIOBBIIICHWE Ka4yecTBA JKU3HH OCO0, CTpPajaroimuxX OOJIe3HBIO,
YMEHBLICHNE I03bl APYTUX JICKAPCTBEHHBIX MPEnapaToB, TPeOYIOIMUXCs Ui JeUeHus: OOIe3HH,
yCUJIEHHE JEWCTBUSL JPYroro JIEKApCTBEHHOrO IIpemapara, Takoe Kak IOCPEICTBOM
HANpaBJIEHHONW JOCTAaBKH, 3aMEJICHHE NPOTrpPecCHpOBaHMsA OOJE3HH, W/HIN YBEIUYEHUE
BbDKMBAEMOCTH. D(P(PEKTUBHOE KOJMYECTBO JIEKAPCTBEHHOIO IIperapara, COEAMHEHUs, WM

dapmaneBTHIECKOH KOMIIO3ULMM TPEACTABIsIET COOONW  KOJNMYECTBO, JOCTATOYHOE IS
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NpOBeNeHUs] MPOPUIAKTHYECKOTO WM TEPANIeBTHUYECKOTO JICUSHHsI, IPSMO MM KOCBeHHO. Kak
NOAPa3yMeBaeTCsl B KJIMHUYECKOM KOHTEKCTe, 3((EKTHBHOE KOJMYECTBO JIEKAPCTBEHHOTO
npenapara, COeAMHEHUs, WiIH (apMaleBTHUECKOW KOMIIO3ULUM MOXKET IOCTHIaTbCsl WM He
JOCTUraTbCsl B COYETAHUU C JPYIHMM JIEKAPCTBEHHBIM IIPENapaToM, COEAUHEHHUEM, WU
dapmaneBTrueckol kommnosunuen. Takum o0Opa3oM, “3(QPeKTUBHOE KOJMYECTBO  MOKET
paccMaTpuBaThCsl B KOHTEKCTE BBEIEHHS OJHOTO UM HECKOJIBKUX TePaneBTUYECKUX areHTOB, U
OTAETbHBIH areHT MOXKET CUUTAThCS BBEACHHBIM B 5()(EKTUBHOM KOJIUYECTBE, €CIH, B
COYETaHUH C OJHUM HJIM HECKOJbKUMH APYTUMH areHTaMHU, KEeNATENbHbIN pe3yibTaT MOXKET
OBITh TOCTUTHYT HJIU JTOCTUTAETCSI.

[0044] “Hnousuoyym” B UeNAX JE€YCHUS, TPEAOTBPALICHUS, WJIA CHIDKEHHS PHUCKA
OTHOCUTCSl K JIFOOOMY »KMBOTHOMY, KJACCHQUIMPYEMOMY Kak MIIEKOIHTAIOLIEe, BKIIFOYAs
JrOAel, MAOMAIIHUX U CeJIbCKOXO3SIICTBEHHBIX JKMUBOTHBIX, M JKMBOTHBIX B 300MapKax,
CHIOPTUBHBIX JKUBOTHBIX HJIM JOMAIIHUX IUTOMIIEB, TaKMX KaK COOaKH, JIOMIATH, KPOJHKH,
KPYIHBIHA POTraThblii CKOT, CBUHBH, XOMSUKH, MIECYAHKH, MbIIIH, XOPbKH, KPbICHI, KOIIKU U T.1l. B
HEKOTOPBIX BaApUAHTAX PeajM3aliy, HHIUBUAYYM IPEACTaBIsieT COOON UeIoBeKa.

[0045] B ucnonp3yeMoM B NaHHOM JAOKYMEHTE 3HAUYCHHUH, BBEACHHUE “6 couemanuu’ ¢
APYTUM COSAMHEHHEM WIJIM KOMITO3HMLIMEH BKIIFOYAE€T OMHOBPEMEHHOE BBEICHNUE H/WUJIH BBEICHUE
B JIpyroe BpeMs.. BBeneHue B coueTaHMM TakKK€ OXBATbIBAET BBEJEHUE B BUJE COBMECTHOM
KOMIIO3UIIMM WJIM BBEIEHHWE B BHJE OTHAEIbHBIX KOMIIO3UIMI, B TOM 4YHC]E, C pPa3sHbIMU
4acTOTaMHU WM MHTEpPBaJlaMU BBEAECHMs 103, U C HCIOJIb30BAHHMEM OJHOTO M TOTO XK€ MyTH
BBEJICHUS WJIN Pa3HBIX MyTeH BBEIEHUS.

[0046] Tepmun “ummynocnodyrun” (Ig) wucmompdyercss B JAHHOM JIOKYMEHTE
B3aMMO3aMeHsAeMO ¢ “anwmumenom’”. TepMUH “aHTUTENO” HCHOJB3YETCS B NAHHOM JOKYMEHTE B
CaMOM IIHUPOKOM CMBICJI€ M KOHKPETHO OXBaTblBA€T MOHOKJIOHAQJIbHbIE AHTUTENA,
NOJIMKJIOHAJIbHbIE aHTUTENA, MyJIbTHCIenn(puUecKrue aHTtuTena (Hampumep, oucneuudryeckue
aHTHUTeNa), 0Opa3OBaHHbIE M3 IO MEHbLICH Mepe ABYX HMHTAKTHBIX AHTHTEN, U (HpParMeHTI
AHTHTEJT, TIPU YCJIIOBUH, YTO OHH JEMOHCTPHUPYIOT XKeJaTeJIbHY OUOJIOTHYEeCKY0 aKTHBHOCTb.

[0047] OcHoBHast  4-1emovevyHass 4YacThb  aAHTUTENlAa  NPEACTABJsIET  COOOM
reTepoTeTPAMEPHBIN MIMKOMPOTENH, COCTOSIIINN U3 IBYX WACHTUYHBIX Jierkux (L) meneit u aByx
uneHTHuHbIX Tsokenbix  (H) wemeit. Ilpw cmapmBanmm Vy u Vi oOpasyercs onuH
aHTUTeHCBs3bIBatOIUN calT. CTpykTypa W CBOICTBa pa3HBIX KJIACCOB AaHTHUTEN OIMCAaHBI,
Hanpumep, B Basic and Clinical Immunology, 8th Ed., Daniel P. Stites, Abba I. Terr and
Tristram G. Parslow (eds.), Appleton & Lange, Norwalk, CT, 1994, ctpannna 71 u I'naBa 6.

[0048] L—uenp mo6oro Buga MO3BOHOYHBIX MOXKET ObITh OTHECEHA K OJHOMY U3 JIBYX
YEeTKO pa3IMyaroIIuXcs TUMOB, o0o3Hadaemblx kamma (“k”) u jamOma (“A”), HA OCHOBaHHMHU
AMUHOKHCJIOTHBIX TIOCJI€IOBAaTENbHOCTEN HX KOHCTAaHTHBIX JIOMEHOB. B 3aBucuUMOCTH OT
AMHHOKHCJIOTHOM TOCIEIOBATENIbHOCTH KOHCTAHTHOTO aoMeHa ux Tspkenbix nereil (CH),
UMMYHOTJIOOYJIMHBI MOTYT OBITh OTHECEHBI K Pa3HbIM KjaccaM Uil u3otunam. CyInecTByeT IsTh
kiaccoB uMmmyHornoOynuHoB: IgA, IgD, IgE, IgG, u IgM, umermmx TspKenble IenH,

obo3nauennbie anmbda (“o”), mempra (“07), smcunon (“g”), ramma (“v°) mw wmo (“W),
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COOTBETCTBEHHO. KilacChl ¢y W 0 JOMOJHHUTENBHO JENATCS Ha MOAKIACCHl (M30THIBI) Ha
OCHOBAHHWU OTHOCHUTENBHO HEOOJBINUX pasiuuuii B mocjenoBarenbHOCTAX U QyHkumun CH,
HaIpuMep, JIOAU 3KcrpeccupyroT cienyrowmue noakiacceel: IgGl, IgG2, 1gG3, IgG4, IgAl, u
IgA2. CrpykTypel cyOBenMHHI] M  TpeXMepHble KOHPUIypamuM pasHbIX  KJIACCOB
UMMYHOTJIOOYJIMHOB XOPOIIO W3BECTHBI U ONMMCAHbI B 0011eM, Hanpumep, B Abbas et al., Cellular
and Molecular Immunology, 4™ ed. (W.B. Saunders Co., 2000).

[0049] “Hamuenvie anmumena” NpPeACTaBISIOT COOOH OOBIMHO TIeTepoTeTpaMepHbIE
TJIUKONPOTenHbI, mpuMepHo 150000 manbTOH, COCTOSIIME W3 NBYX HMAEHTHYHBIX Jierkux (L)
uerne M OBYX MAeHTUYHbIX Tspkenbix (H) ueneit. Kaknast merkast nenb CBsi3aHa C TSDKENOM
LETbI0 OJHOH KOBAJIEHTHOW NUCYJIb(QHUIHON CBA3BIO, B TO BPEMs KaK YHCIO AUCYJIb(HUIHBIX
CBSI3eH MEXY TSDKENbIMH LEMSIMH OTJIMYAETCA Ui Pa3sHBIX W30THUIIOB MMMYHOTJIOOYJIMHOB.
Kaxnas Tsbkenass W Jerkas Lenud Takke KMMeeT pacIoJIOKEHHblE C pPaBHOMEPHBIMU
MPOMEKYTKAMHU BHYTPHILIETIOUEUHbIe TUCYIb(uIHbIe MOCTUKU. Kaxas Tskemnast 1iernb UMeeT Ha
OIHOM KOHLE BapuabenbHbIN JOMeH (Vy), 32 KOTOPBIM CIIEAYeT Psii KOHCTAHTHBIX JIOMEHOB.
Kaxnast nerkas nens nMeeT BapuadenbHbIi JOMEH Ha OTHOM KoHLE (V) U KOHCTaHTHBIN TOMEH
Ha JIPyTOM €ro KOHLE, KOHCTAHTHBIN JOMEH JIETKOI Lienu MpujeraeT K NepBOMy KOHCTAHTHOMY
JIOMEHY TSDKEJIONW LeNH, W BaphaOeNbHBbI JOMEH JIETKOW LIEMU NpHiIeraeT K BapuadenbHOMY
noMeHy Tspkenod nernu. CyHTaeTcs, YTO KOHKPETHbIE AMUHOKHCIOTHBIE OCTATKH OOpasyroT
MOBEPXHOCTD pasziesia MeK1y BapuaOeIbHbIMHA JOMEHAMH JIETKON LEMH U TSIKEJIOH LIETIH.

[0050] “Bwroenennoe” anTuTENO, Takoe Kak BbineleHHoe aHTU—TREM2 aHTHTENnO MO
JaHHOMY H300peTeHHI0, ObUIO UACHTH(DUIMPOBAHO, OTEICHO W/UJIH U3BJIEYEHO U3 KOMIIOHEHTA
cpeabl, B KOTOPOH OHO MNPOAYLHUPOBAIOCH (HANpuUMep, €CTECTBEHHBIM IyTeM MU
pexoMOMHaHTHO). IIpennoyTuTenbHO, BbIIENEHHBINH MOJUIIENTH] HE CBA3aH CO BCEMH APYTUMU
3arpsI3HIOIMMI KOMIIOHEHTAMHU U3 CPEZbl €ro MPOAYLHUPOBAHUS. 3arpsA3HsIOIINE KOMIIOHEHTbI
U3  Ccpedabpl ero  NpPOAYLUPOBAHWS, Takue Kak oOpasyemble  PEeKOMOWHAHTHBIMH
TPaHC(UILUPOBAHHBIMU KJIETKAMH, MPEACTABJISIIOT COOON MaTepuabl, KOTOpble OyayT OOBIYHO
NPENATCTBOBATh  UCCJIENOBATENIbCKOMY,  AMAarHOCTUYECKOMY  HJIM  TepareBTHUYECKOMY
NPUMEHEHUIO0 AaHTHTENa, U MOTYT COIepKaTh (PEPMEHTBbI, TOPMOHBI, U Apyrue OETKOBBIE MU
HeOEJIKOBbIE PACTBOPEHHBIC BEINECTBA. B TNPENNOUYTHTENBHBIX BapUAHTaX pPeaTH3alUy,
nonunentun Oymer ouuined: (1) mo Oonmee yem 95% mac. aHTUTeNa TpPH ONpeNeSCHHUH,
Harpumep, MetonoM JIoypH, U B HEKOTOPBIX BapUaHTax peanusanuu, 1o donee yem 99% mac.;
(2) mo creneHu, TOCTATOYHOMN AJIS OJYYEHUS 11O MEHbLIeH Mepe 15 octaTkoB N—KOHLIEBOH M
BHYTPEHHEl aMMHOKUCJIOTHOM IOC/IE€A0BAaTEIbHOCTH IIPU HCIHOJb30BAaHUU CEKBEHATopa C
Bpamarmumcst  ctakanom, wid (3) nmo romoreHHoctn mno wmerony JCH-TTAAT B
HEBOCCTAHABJIMBAIOLINX UM BOCCTAHABIMBAIOIIMX YCIOBUSIX C MCIOJIb30BAHUEM OKpAllUBAaHMSI
KyMacCHu TronyObIM WM, TPEANOYTHTENbHO, cepeOpoM. BrlneneHHOE aHTHTENO BKIFOYAET
aHTUTENO in situ B PEeKOMOMHAHTHBIX T—KJIETKaX, MOCKOJNbKY IO MEHbIIEH Mepe OIuH
KOMIIOHEHT TPHPOAHON Cpeabl aHTUTeNnbl He Oyner npucyrcTBoBaTh. OOBMHO, OFHAKO,
BBIJICJIEHHBIN TOJIMNENTUA WIM aHTUTENO OyAyT MOJy4deHbl C IOMOLIBIO 10 MEHbINEH Mepe

OJHOU CTaANU OYUCTKH.
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[0051] “Bapuabdenvnas obnacms” wnu “eapuabenvuuili Oomen” aHTHTENA, TAKOTO Kak
anTui—TREM2 aHTHTENO MO JAaHHOMY H300pETEHHIO, OTHOCUTCS K aMHHOKOHIIEBBIM JTOMEHAM
TSDKEJION WM JIETKOM 1enu aHTuTena. BapuaOenbHble NOMEHBI TSDKEION LENH U JIETKOW Lenu

MOTyT ObITh OOO3HaueHbl “Vy” u “VL”, COOTBETCTBEHHO. DTH JOMEHBI SIBJSIFOTCSI OOBIMHO

>
HauOoee BaprabeTbHbIMU YaCTSIMU aHTUTENA (TI0 CPABHEHUIO C APYTMMHU aHTUTEJAMH 3TOTO JKe
KJIacCa) U COAePKaT AHTUICHCBA3BIBAIOIINE CANTHI.

[0052] Tepmun “sapuabenvhuiii” OTHOCUTCS K TOMY (PakTy, 4TO MOCIIEAOBATEIbHOCTH
OTpENEeIeHHbIX CEerMEHTOB BapuabebHBIX IOMEHOB B 3HAYUTENBHOH CTENEHH OTIMYAIOTCS
MEXIy aHTUTeJIaMH, TaKUMU Kak aHTu—TREM2 aHTUTENa MO MaHHOMY M300peTeHur0. V—I10MeH
OTMOCPENyeT CBSI3bIBAHUE AaHTUI€HA U ONpPEAeINeT Celn(pUIHOCTh KOHKPETHOTO aHTUTENA K €ro
KOHKpeTHOMY aHTureHy. OnHaKo, M3MEHYHMBOCTb HE pacmupefesieHa PaBHOMEPHO IO BCEH
NPOTSDKEHHOCTH BapUaleNbHBIX JOMEHOB. BMECTO 3TOro, OHa CKOHIIGHTPUPOBAHA B TPeEX
CerMeHTaX, Ha3bIBaeMbIX runepsapuadensapiMu yuactkamu (HVR) BapuabenbHBIX JOMEHOB Kak
JIETKOM IeTH, TaK M THKENOW menu. boyee BBICOKOKOHCEPBATHUBHBIE YaCTH BapHAOENbHBIX
JIOMEHOB Ha3bIBalOTCs KapkacHbIMH yuactkamu (FR). BapuaOenbHble OOMEHBI HATHBHBIX
TSDKEJIOWM M JIETKOM Lenel coaep:KaT KaxAplidl ueTbipe yvactka FR, mnpenmylnecTBeHHO
NPUHUMAOIUX KOH(UTrypauuio Oera—imucToB, coenuHeHHbIX Tpemsi HVR, koTtopslie o0pasyroT
NETIH, COENUHSIONINE, U B HEKOTOPBIX CIIydasX OOpasyroIuX HacTh CTPYKTYPbl OE€Ta—JIUCTOB.
HVR B kaxnol menu yaep>KUBArOTCS Ha OJU3KOM PACCTOSHUU IPYT K JPYry KapKacHbIMHU
yuacTkamu u, BMecte ¢ HVR npyroii nenu, y4acTByroT B 00Opa30BaHUM aHTUT€HCBSI3bIBAIOINETO
caiita anturen (cm. Kabat et al., Sequences of Immunological Interest, Fifth Edition, National
Institute of Health, Bethesda, MD (1991)). KoHcTaHTHBIE JOMEHbI HE NPUHUMAIOT
HENOCPEICTBEHHOIO y4aCTUsl B CBSI3bIBAHUU AHTUTENA C AHTUT€HOM, HO MPOSIBIISIIOT Pa3IMyHbIe
s¢dexTopHble (QYHKIMM, TaKMe KaK y4acTHe AaHTUTEJIa B AHTUTEJO3aBUCHMOW KJIETOYHOM
TOKCUYHOCTH.

[0053] Tepmun “monoknonansnoe anmumeso” B UCTONb3YEMOM B JTaHHOM JOKYMEHTE
3HAYEHUU OTHOCUTCS K aHTUTENy, TAKOMY Kak MOHOKJIOHajnpHOe aHTU—TREM2 antureno mo
JAHHOMY H300PETEeHUI0, MOJYYEHHOE M3 MOMYJISIUK 1O CYLIECTBY FOMOTEHHBIX aHTHUTEN, T.€.,
UHAMBUIyallbHbIE AaHTHUTENA, COCTAaBJSIOLINE TMOMYJALNIO, SIBISIFOTCS WAEHTHYHBIMH, 32
UCKJTFOUEHHEM BO3MOXKHBIX MPUPOAHBIX MYTALUN W/MIM MOCTTPAHCISILMOHHBIX MOIU(UKALII
(HarpuMep, W30MEpH3aLWH, AMUAWPOBAHMS W T.J.), KOTOpPbIE MOTYT TPUCYTCTBOBaTb B
HE3HAYUTEJbHBIX KOJIMYECTBAaX. MoHOKIOHaIbHbIE aHTHUTEeNa SIBJISIFOTCSI
BBICOKOCTIELI(pIUECKUMH, OyIy4dl HAlEJIeHHbIMM HAa ONWH aHTUTeHHbIH caiiT. B ormimume ot
IIpenapaToB MOJUKJIOHAJIBHBIX AHTHUTEN, KOTOpble TUIIMYHO BKJIIOUAIOT pa3Hble AaHTUTENA,
HAIpaBJIeHHbIE IPOTHB PAa3HBIX JAETEPMUHAHT (3MUTOINOB), KAKA0E MOHOKJIOHAJIBHOE aHTUTEINO
HAIPaBJIEHO NMPOTUB OJHOTIO AETEPMHMHAHTA aHTHUreHa. B nomonHeHne Kk MX cnenupUuIHOCTH,
MOHOKJIOHAJIbHBIE aHTUTENa OO0NagaloT TeM MPEUMYLIECTBOM, YTO OHH CHHTE3UPYIOTCA
rUOpUIOMHON KYJIBTYPOH, HE3arpsi3HEHHOH IpyruMu HMMYyHOrjnoOyianmHamu. OrmnpeneneHue
“MOHOKJIOHAJIBHBIM~ yKa3blBaeT XapakTep AaHTUTeNa KaK IOJYy4YeHHOIO M3 IO CYINECTBY

rOMOI'€HHOM NMonyJIsIUuH aHTHUTEJ, U HE NOAPAa3yMEBaAcCT Tpe6OBaHI/I${ npoayuupOBaHUA aHTUTEIA
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KaKUM—JIU0O KOHKPETHbIM crmocobom. Hampumep, MOHOKJIOHQJIbHBIE aAHTUTENA  JUIS
UCTIOJIB30BAHUSI B COOTBETCTBUM C JAHHBIM H300pETEHHEM MOTYT OBITh MPUTOTOBJICHBI
Pa3NUYHBIME METOJAMH, BKJIIOYas, Hampumep, cnoco0 rudbpuaom (Hampumep, Kohler and
Milstein, Nature, 256:495-97 (1975); Hongo et al., Hybridoma, 14 (3):253-260 (1995), Harlow
et al., Antibodies: A Laboratory Manual, (Cold Spring Harbor Laboratory Press, 2d ed. 1988);
Hammerling et al., B: Monoclonal Antibodies and T-Cell Hybridomas 563-681 (Elsevier, N.Y.,
1981)), merompr pexkomOmHanTHbIX JIHK (cm.,, Hampumep, matent CHIA Ne 4816567),
TexHojioruu (¢arosoro nuciuiest (cMm., Hanpumep, Clackson et al., Nature, 352:624-628 (1991);
Marks et al., J. Mol. Biol. 222:581-597 (1992); Sidhu et al., J. Mol. Biol. 338(2): 299-310
(2004); Lee et al., J. Mol. Biol. 340(5):1073-1093 (2004); Fellouse, Proc. Nat’l Acad. Sci. USA
101(34):12467-472 (2004); u Lee et al., J. Immunol. Methods 284(1-2):119-132 (2004),
TEXHOJIOTUH  TPE3eHTUPOBaHHWS  Apoxcokamu  (cMm.,  Hampumep, WO2009/036379A2;
WO02010105256; W0O2012009568, u Xu et al., Protein Eng. Des. Sel., 26(10): 663—70 (2013), u
TEXHOJIOTUH TPOAYIIUPOBAHUS YEJIOBEYECKUX WJIM HYeJIOBEKOMOAOOHBIX AHTHUTEN Y KUBOTHBIX,
UMEIOIUX YacTh WM BCE JIOKYChl MMMYHOTJIOOYJMHA YEeJIOBEKa WJIU TEHbI, KOOHPYIOIIHE
MOCJIEIOBATEIHHOCTH Y€JIOBEYECKOTO MMMYHOTI00yuHa (cM., Hapumep, WO 1998/24893; WO
1996/34096; WO 1996/33735; WO 1991/10741; Jakobovits et al., Proc. Nat’l Acad. Sci. USA
90:2551 (1993); Jakobovits et al., Nature 362:255-258 (1993); Bruggemann et al., Year in
Immunol. 7:33 (1993); marentsr CLIIA NoNe 5545807; 5545806; 5569825; 5625126; 5633425; u
5661016; Marks et al., Bio/Technology 10:779-783 (1992); Lonberg et al., Nature 368:856—-859
(1994); Morrison, Nature 368:812-813 (1994); Fishwild et al., Nature Biotechnol. 14:845-851
(1996); Neuberger, Nature Biotechnol. 14:826 (1996); u Lonberg and Huszar, Intern. Rev.
Immunol. 13:65-93 (1995).

[0054] Tepmunsl “nonnopasmeproe awmumeno”, “UHMAKMHOE awmMumeno’ WA
“yenvnoe anmumeno” WCTOJB3YIOTCS B3aMMO3aMEHSEMO IO OTHOIIEHUIO K aHTUTENY, TAaKOMY
kak aHTH—TREM2 aHTHTEN0 MO JaHHOMY HM300PETEHHIO, B €ro M0 CYIIeCTBY WHTAKTHOM (Gopme,
B oTiuune OT (parmeHta anturena. KOHKpeTHee, LieJbHbIE AHTHTENA BKIIOYAIOT aHTHTENA C
TSOKEJIBIMUA U JIETKMMH LersiMu, Bkimoudass Fc—ydactok. KOHCTaHTHbIE NTOMEHBI MOTYT OBITh
KOHCTAHTHBIMH JJOMEHAMHU C HATUBHBIMH TOCJIENOBATEIBHOCTSIMU (HANIPUMED, YeJIOBEUECKHUMHU
KOHCTAHTHBIMH JIOMEHAMH C HATUBHBIMHU TIOCJENOBATEIPHOCTSIMU) WM BapUaHTAMU WX
AMUHOKHCJIOTHBIX TIOCJIEIOBATEIbHOCTeH. B HEKOTOPBIX CiTydasix, HHTAKTHOE AHTHUTEJIO MOXKET
o0JazaTh OHOW WJIM HECKOJIBKUMH 3(PPeKTOPHBIMH (HYHKIHSAMU.

[0055] “Dpacmenm  awmumena”  BKJIOYAeT YaCTh  WHTAKTHOTO  AHTUTENA,
MPEIMOYTUTENIbHO, AHTUTCHCBSI3bIBAIOIIYIO W/WIM  BapuabeNbHYI O0NacTh WHTAKTHOTO
antutena. [Ipumeprl ¢parmeHTOB aHTUTEN BKIOUaloT Fab—dparmenter, Fab', F(ab'), u Fv;
nuarena; nuHeiHble aHTHTena (cM. mateHnt CHIA 5641870, Ilpumep 2; Zapata et al., Protein
Eng. 8(10):1057-1062 (1995)); onHonenoue4Hble MOJEKYJIbl AHTUTEN U MYJIbTUCTIELU(UIECKHE
aHTHUTeNa, 00pa3oOBaHHbIC U3 PPArMEHTOB AHTHTEIL.

[0056] ITanauHOBBII THAPOJIU3 AHTUTEN, TakuX Kak aHTU—REM?2 anTuTeNna no naHHOMy

I/1306peTeHI/I}O, Aa€T JABa HMIACHTUYHBLIX AHTHUI'CHCBA3BIBAKOIIUX (I)parMeHTa, Ha3bIBAE€MbIX
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¢parmentamu  “Fab”, wu ocrarounsiii ¢parmenr “Fc”, Ha3BaHuMe KOTOpPOro OTpakaeT
CIIOCOOHOCTH JIeTKO KpHcTauu3oBatbes. @parment Fab cocront u3 monnoi L—-uenu Bmecte ¢
noMeHoM BapuabenpHON obmactm H-uernun (Vy), ¥ NmepBbIM KOHCTAHTHBIM IOMEHOM OIHOMN
Tsoxeno nenu (Cyl). Kaxnenii Fab—¢parmeHnT sBnseTcs MOHOBAJEHTHBIM IO OTHOIIEHUIO K
CBSI3BIBAHMIO AHTHICHA, T.€., UMEET OJMH aHTHIeHCBs3bIBaromMi caiT. OOpaboTka aHTHTENA
HEeNCUHOM faeT ofauH Oonbinoit ¢pparment F(ab'),, KoTopelii mpUONIM3UTETBHO COOTBETCTBYET
ABYM AUCYJIb(UAHO CBsi3aHHBIM Fab—(dparmeHTam, UMEOLUINM pa3HyI0 aHTUI€HCBSI3bIBAIOILYIO
AKTUBHOCTb, U COXPAHSIOIIAM CIIOCOOHOCTb K MEPEKPECTHOMY CBSI3bIBAHMIO aHTUTeHa. Fab'—
¢parMeHTbl OTNIMYaOTCA OT Fab—(pparMeHTOB HalIu4YMeM HECKOJbKUX JOTOJTHUTENIbHBIX
OCTaTKOB Ha KapOOKCHIBHOM KOHIEe noMeHa Cyl, BKIIOUast OUH WM HECKOJIbKO LIMCTEHHOB U3
nrapHUpHOU obnactu anturesa. Fab'—SH ucnonb3yercs B JaHHOM JOKYMEHTE JJIsi 0003HAYECHHSI
Fab', B KOTOPOM IIMCTEHHOBBII OCTATOK (OCTATKH) KOHCTAHTHBIX JIOMEHOB HECET CBOOOIHYIO
THONBHYIO Tpymmy. F(ab'),—(pparMeHTsl aHTHTEN NMEpBOHAYAJIBHO MOJydanu B Buae map Fab—
¢parMeHTOB' C NHCTEMHAMH LIAPHHpPA MEXKAY HUMH. TakKe W3BECTHBI JPYrHe BHIBI
XUMHYECKON CBsI3U (PparMEeHTOB aHTUTEIL.

[0057] Fc—dparmenT comepkuT KapOOKCHUKOHIIEBbIe y4acTku obomx H-menei,
yIEpKUBaeMble BMECTE IUCYJIbQUAHBIMU CB3SIMU.  DQQeKxTopHble (DYHKIUU aHTUTEN
OTIPENEeNAIOTCS  MOCIEeNOBATENbHOCTAMU Fc—ydacTka, mpencTaBisiomero cobol  o0macTs,
KOTOpYIO pacno3HarT Takxke Fc—peuentops! (FcR), mpucyrcTByromue Ha OnpeneneHHbIX THITaX
KJIETOK.

[0058] “Fv”’ mpencraBniser coOOH MHHMMAJNbHBIM ()parMeHT aHTHUTENA, COAEP KAl
MOJIHBIM aHTUTE€HPACTIO3HAIOLINH U —CBS3BIBAIOLIUIN CAUT. DTOT ()parMeHT COCTOUT U3 IHUMEpPa
JIOMEHOB BapuabenbHbIX 00JjacTell ONHON TsKEeNOW W OIHON JIerKod wLemeil ¢ CHIIbHBIMHU
HEKOBAJIEHTHBIMU ~ CBs3AMU. IIpM  ykjagke OSTUX JABYX JOMEHOB OOpasyloTCs  IIEeCThb
runepBapuadenpHbXx nerenb (mo 3 mernu B Kaxaodl m3 H— u L-ueneil), aMHHOKHCIOTHbIE
OCTaTKM KOTOPbIX  Yy4YaCTBYKOT B  CBSI3bIBAHMM AHTHI€HA W [PHOAIOT  AHTUTENY
AHTUTeHCBS3BIBAIOIIYIO crienupuyHOCTh. OIHAKO, JaKe OAWH BapHaOeNbHbIH TOMEH (WM
noynoBuHa Fv, conmepkamasi Tompko Tpu HVR, cnenuduynbix Kk aHTHUreHy) oOnamaer
CIIOCOOHOCTBIO PACMO3HABATh M CBS3BIBATH AHTUIEH, XOTA U C MEHbLIeH ap(UHHOCTBIO, YeM
LIEJIbI CAWT CBA3BIBAHUS.

[0059] “Oonoyenoueunvie Fv”, Takxke COKpalieHHO oOO3HadaeMbie “sFy’" wnu “scFv”,
NPEACTABISIIOT cOo0O0M (parMeHThl aHTHTEN, copepxkamme aomeHsl VH u VL anTuTena,
COEAVHEHHBbIE B OIHY NOJUNENTUAHYIO wemnb. IlpennmourmrensHo, mnojunentun sFv
JOMOJIHUTEIBHO COAEPKUT MOJUNENTUAHBIA JIMHKEpP Mexay Vpy— U Vi —JAOMeHamH, KOTOpbIN
no3BoJisieT sFv 00pa3oBbIBaTH XKeNMATEeIbHYIO CTPYKTYPY Uil CBsi3biBaHMs aHTUreHa. O03op sFv
npuseneH Plickthun B The Pharmacology of Monoclonal Antibodies, vol. 113, Rosenburg and
Moore eds., Springer—VerLAG-3, New York, pp. 269-315 (1994).

[0060] “Dyuxyuonansnvr hpacmenmer” anturen, Takux kak antu—TREM?2 antuTena mo
TAaHHOMY HW300pPETEeHUI0, COAEpaT YacTh HHTAKTHOIO AHTHTENA, OOBMMHO BKIFOYAIOLIYIO

AHTUT€HCBSI3bIBAOIIII Y4aCTOK HIJIN BapI/Ia6eany}o 00/1acTh MHTAKTHOrO aHTUTeNa uiu F—
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YyYaCTOK AaHTUTENA, COXPAHSIIOMUNA WIM HMMEMHWA MOAU(UIMPOBAHHYIO CBS3BIBAIOIIYIO
cnocoOHocTh  FcR. Ilpumepsl ¢QparMeHTOB aHTHTEN BKIIOYAIOT JIMHEHHOE aHTHTEIO,
OJTHOLIETIOYEYHbIE MOJIEKYJIbl AHTHTEI U MYJbTHCIEHUPUUECKHe aHTUTeNa, 0Opa3OBaHHbIE U3
(bparMeHTOB aHTHUTEI.

[0061] Tepmun “Ouamena” OTHOCUTCS K MajbIM (pparMeHTaM AHTHUTEN, MOJTy4YEHHBIX
nyTeM KOHCTpyupoBaHusi sFv—¢pparmenToB (cM. npenpiayimuii ad3ar) ¢ KOpOTKUMH JIMHKEPaMH
(mpumepHo 5-10 ocraTtkoB) Mexxay Vy U Vi, JOMeHaMu TakuM o0pa3oM, 4ToObl oOecneduThb
MEKLENOYeYyHOe, HO HE BHYTPHULETIOUEYHOE CIapuBaHHe V—IOMEHOB, ¢ OOpa3oBaHUEM B
pesyabraTe OMBaJieHTHOTrO (pparMeHTa, T.e., GPparMeHTa, UMEIOIIEro 1Ba AaHTUICHCBS3bIBAOIIIHNX
caiita.  bucnenmduueckne  amatena  NpencTaBISIOT  COOOH  rerepoaMMepbl  OBYX
“kpoccuHroBepHbIX” (pparmeHTOB SFV, B KOTOPBIX 1OMeHBI Vy U V|, IBYX aHTHUTEJ] HaXOISATCS B
pa3HBIX MOJUIENTUIHBIX Lemnsx. [luarena onucansl Oonee noapodHo, Hanpumep, B EP 404097,
WO 93/11161; Hollinger et al., Proc. Nat’l Acad. Sci. USA 90:6444-48 (1993).

[0062] B wucnonb3yeMOM B JAHHOM [OKYMEHTE 3HAU€HUH, “XumepHoe anmumeno’
OTHOCHTCSI K aHTHTENy (MMMYHOTJIOOYJIMHY), TAKOMY Kak XuMepHoe aHTu—REM?2 antuTeno no
TAaHHOMY H300PETEeHHI0, B KOTOPOM HYacTh TSDKEJIOW W/ JIETKOW Lenu WACHTHYHA WIIH
rOMOJIOTUYHA  COOTBETCTBYIOIIEH  MOCIEAOBATEIbHOCTH  AHTUTEN,  IOJYYEHHbIX  OT
OTIpEeAENIEHHOr0 BUA WM NPUHAAJIEKAIIUX K ONPEAEeNEHHOMY KJ1acCy WM MOJAKIJIACCY aHTUTET,
B TO BpeMsl KaK OCTajbHas ILenb (Iend) HWAEHTHYHA (MACHTHUYHBI) MM TOMOJIOTHYHA
COOTBETCTBYIOIIUM IIOCJIEIOBATENbHOCTSIM AaHTUTEN, IOJYYEHHBIX OT JPYyroro BHUAA WIH
NPUHAJIEKAIMUX K APYroMy KJacCy WM TOAKJIACCY aHTHUTEN, a TakkKe (PparMeHThl Takux
AHTUTEJ, TIPH YCJIOBUH, YTO OHH MPOSIBIISIOT XKENATebHY0 OMONOTHYeCKY0 aKTUBHOCTD (ITATEHT
CIIIA Ne 4816567, Morrison et al., Proc. Nat’l Acad. Sci. USA, 81:6851-55 (1984)). XumepHbie
aHTUTENA, NPEACTABISIIOIINE WHTEpPEeC ISl JAHHOTO H300pETeHMs, BKIIIOYAIOT AaHTHUTENA
PRIMATIZED®, B KOTOPBIX aHTUIE€HCBSI3bIBAIOIINUN y4AaCTOK AHTUTENA MOJIY4alT U3 aHTUTEA,
NPOAYLUPYEMOrO IyTeM, HalnpuMep, HMMYHHM3aLUH MakKak AHTHUT€HOM, IMPEICTaBIISIOLINIM
uHTepec. B ucrnonb3yeMoM B NAHHOM JOKYMEHTE 3HAUEHUU, ‘TYMAaHH3MPOBAHHOE AHTHUTENO
UCTIOJIB3YETCSI KaK TOJMHOXKECTBO “XHUMEPHBIX aHTUTEN .

[0063] “I’ymanusuposannvie” ¢GHopMbl HE TPUHAMIECKAIMUX YEJOBEKy (Hampumep,
MBIIIMHBIX) AHTUTEJ, TAaKUX KaK TyMaHu3upoBaHHble (opmbl aHTH—TREM2 anTHTENn 1O
JAaHHOMY  HM300pETeHMIO, TPEACTaBIIIOT COOOH  XHUMEpHBIE AaHTUTENa, COIepIKallue
MUHHMAJIBHYIO TIOCJIEAOBATENIbHOCTD, MOJNYYEHHYIO M3 HEYEJOBEYECKOro HMMyHOrIo0yinHa. B
OJHOM BAapUAaHTE peajlH3alMd, TYMAaHU3UPOBAHHOE AHTHUTENO TPEACTAaBJsAET  COOOi
YeJIOBEUECKH HMMMYHOTJIOOYJIMH (aHTUTENO—PELUITUeHT), B KoTopoM octatku u3 HVR
peunnuenTa 3aMeHeHbl Ha octaTku w3 HVR Bupma, He sBIsIOIIErocs 4enoBeKOM (IOHOPCKOe
AHTHUTENIO), TAKOTO KAaK MbIIIb, KPbICA, KPOJIUK WIJIM HE SIBISIOLIMICA YEJIOBEKOM IPHUMAT,
UMEIOIIUI JKeNaTeIbHYI0 crnenu@uIHOCTh, ap(PUHHOCTD WK (PYHKLIUOHATBHYI) aKTUBHOCTb.
B Hekoropeix cnywasx, ocratku FR denoBedeckoro uMMyHOrnoOyslMHA 3aMEHSIOT Ha
COOTBETCTBYIOILIME HE MPHUHAJJIEKALINEe 4eJOBeKy ocTaTku. Kpome TOoro, ryMaHW3UpPOBAaHHBIE

AHTUTEJIA MOTYT COACPKATh OCTATKHU, OTCYTCTBYHOINUE B AHTUTCIIC—PCHHUITUECHTE UJIU JOHOPCKOM
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aHTUTeNe. JTU MOAU(PUKALUKA MOTYT OBITh TPOBEACHBI YISl JOMOJHHUTEIBHOTO YIIYYIICHUS
XapaKTePUCTUK AHTUTENA, TakuX Kak apPUHHOCTH CBs3bIBaHUS. B 00meM, ryMaHU3UPOBAHHOE
aHTHUTENIO OyIeT coaep KaTh MO CYLIECTBY MOJHOCTBIO IO MEHbINEH Mepe OAMH, U TUITHYHO JBa,
BapraleIbHBIX JIOMEHAa, B KOTOPBIX BCE HJIM MO CYLIECTBY BCE TrHIepBapuabesbHbIe IMeTIH
COOTBETCTBYIOT METJISIM TOCJEA0BATEIbHOCTH HEYEI0BEYECKOr0 MMMYHOIIOOYJIMHA, U BCE WU
no cymecrsy Bce FR-yyacTku mnpuHaajgexar IMOCIEIOBATEIbHOCTH  YE€JIOBEUYECKOrO
UMMYHOTJI00yJIMHA, XOTs FR—y4acTKu MOryT BKJIFOYATh OAHY MJIH HECKOJIbKO MHIUBUAYATbHBIX
3aMeH FR—0CTaTKoOB, KOTOpbIE yJy4INAIOT XapaKTEPUCTUKU aHTHUTENA, Takue Kak adhGUHHOCTH
CBSI3bIBAHUS, U30MEPH3AIUsl, IMMYHOT€HHOCTb U T.M. YMCIO TaKUX aMUHOKHCJIOTHBIX 3aMEH B
FR TummuyHo He mpesbimaer 6 B H-menm, m B L-uenmum — cocraBnser He Oomee 3.
I'ymMaHU3MPOBAHHOE AHTHUTENIO HEOOSI3aTEIBHO OYAET Tak:Ke CONEPIKATh MO MEHbINEH Mepe 4acTh
KOHCTaHTHOH oOnactu mMMmyHorioOyimnHa (Fc), THNMYHO, 4enoBeuecKoro MMMYHOTIOOYJINHA.
JlononHUTENbHBIE MMOAPOOHOCTH TpUBENEHbl, Hampumep, B Jones et al., Nature 321:522-525
(1986); Riechmann et al., Nature 332:323-329 (1988); u Presta, Curr. Op. Struct. Biol. 2:593—
596 (1992). Cwm. taxxke, Hanpumep, Vaswani and Hamilton, Ann. Allergy, Asthma & Immunol.
1:105-115 (1998); Harris, Biochem. Soc. Transactions 23:1035-1038 (1995); Hurle and Gross,
Curr. Op. Biotech. 5:428-433 (1994); u narentsr CIIIA NeNe 6982321 u 7087409.

[0064] “Yenoseueckoe anmumeno” TpeACTaBiseT COOOH aHTUTENO, HUMEIOLIee
AMUHOKHCJIOTHYIO TOCJEA0BATENIbHOCTh, COOTBETCTBYIOIIYK) AHTUTENY, TaKOMYy KakKk aHTH—
TREM2 aHTHTEN0O TO [aHHOMY H300PETeHHIO, NPOAYLHUPYEMOE HUEJIOBEKOM /WM
MPUTOTOBJICHHOE C HCIIOJIb30BAHUEM JIFOOBIX METONOB IMOJIyYEHHUsT YeJIOBEYECKUX aHTHUTEN, Kak
PacKphITO B JTAHHOM JOKYMEHTE. DTO ONpeeIeHUE YeJIOBEUECKOTrO aHTUTENA TIPSIMO UCKJTIOUAET
I'YMaHU3UPOBAHHOE AHTUTEIIO, cozepkaitiee HE MpUHAJIeKAIINE YEJIOBEKY
AHTUTCHCBS3BIBAIOIIME OCTaTKH. YeloBeYeCKHe aHTHTENa MOTYT OBITh MOJNY4YEHbl C
UCTIONIb30BAHUEM PA3JIMYHBIX METONIOB, HM3BECTHBIX CIELMAINCTaM, BKJIIOYas OHOIHOTEKH
¢arosoro aucriesi. Hoogenboom and Winter, J. Mol. Biol., 227:381 (1991); Marks et al., J. Mol.
Biol., 222:581 (1991). Takke AOCTYNHBI AJisi TMOJYYEHUsS YEJOBEUECKUX MOHOKJIOHAJbHBIX
aHTUTeN crocoOwl, onucanHbie B Cole et al., Monoclonal Antibodies and Cancer Therapy, Alan
R. Liss, p. 77 (1985); Boerner et al., J. Immunol., 147(1):86-95 (1991). Cwm. Taxke van Dijk and
van de Winkel, Curr. Opin. Pharmacol. 5:368-74 (2001). UenoBeueckue aHTHTEIA MOTYT OBITh
MOJTYYEHBI MyTeM BBEICHHSI aHTUT€HA TPAHCTEHHOMY >KUBOTHOMY, MOIU(DUIIUPOBAHHOMY IJIsI
NPOAYLUUPOBAHUS TAaKUX AHTUTE] B OTBET HA AHTUIEHHBIA CTHMYJ, HO C 3a0JIOKUPOBAHHBIMH
SHIOTEHHBIMU JIOKYCAMH, HaNpUMep, WMMYHH3UPOBAHHBIM KCEHOMBIIIAM (CM., HampuMmep,
narertsl CIITA NeNe 6075181 u 6150584, kacaromuecsi Texaonornn XENOMOUSE™). Cwm.
takke, Hanpumep, Li et al., Proc. Nat’'l Acad. Sci. USA, 103:3557-3562 (2006), kacaromyrcs
YEJIOBEUECKUX AHTHUTEN, T€HEPUPYEMBIX C MOMOIIBI TEXHOJOTHHU YeloBeueckoi B—kierounoi
ruOpUIOMBL. AJTBTEPHATUBHO, YEJIOBEUECKHE AHTHTEJA TaKXKe MOTYT OBITh IMOJYYEHBbI MyTeM
UCTIOJIB30BaHUSI ~ OMONMOTEK  ApOXoKeH W CIMOCOOOB,  PACKPBITBIX,  HANpUMep, B
WO02009/036379A2; W0O2010105256; W0O2012009568; u Xu et al., Protein Eng. Des. Sel.,
26(10): 663-70 (2013).
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[0065] Tepmun “eunepeapuabdenvusiii yuacmox”, “HVR”, unn “HV”, npu ncnonaps3oBanun
B JIAHHOM JOKYMEHTE, OTHOCUTCS K OO0iacTsM BapuadenbHOro nomeHa aHtutena (antibody—
variable domain), Takoro kak aHTH—TREM2 aHTHTENO MO NaHHOMY H300PETEHHIO, KOTOpHIE
ABIIAIOTCSL TUIEPBAPHAOENbHBIMU O IOCIENOBATEIBHOCTSIM W/MIH 00pasyloT CTPYKTYPHO
omnpenenenHble nernu. Kak npasuno, anturena conepxkat mwects HVR; tpu B VH (H1, H2, H3),
u tpu B VL (L1, L2, L3). B HatuBHbIX antuTenax, H3 u L3 nemoHcTpupyroT Haubonbliee
pasHoobpasue mectu HVR, u H3, B yacTHOCTH, KaKk CUMTAETCS, UTPAET YHUKAJIBHYIO POJb B
NPUIAHUN aHTHUTENaM TOHKOH crenuduuHoctu. Cm., Hanpumep, Xu et al., Immunity 13:37-45
(2000); Johnson and Wu B Methods in Molecular Biology 248:1-25 (Lo, ed., Human Press,
Totowa, NJ, 2003)). JlelicTBUTENBHO, MPUPOIHBIE AHTUTEIA BEPOITIOIOBBIX, COCTOSIINE TOJIBKO
U3 TSDKEJION LeTH, SIBJSIIOTCS (DYHKIIMOHAJIBHBIMU M CTAOMIIbHBIMH B OTCYTCTBHUE JIETKOH IIETIH.
Cwm., manpumep, Hamers—Casterman et al., Nature 363:446-448 (1993) u Sheriff et al., Nature
Struct. Biol. 3:733-736 (1996).

[0066] Ucnonbiyetcs psig onpenenennit HVR, koTopeie BKIIFOUEHBI B JAHHBIN JTOKYMEHT.
B wHekotopeix BapmanTax peanmsaiuu, HVR Moryr ObITh 00JacTIMH, ONpENestoIUMU
kommiementapaocte  (CDR), mo Kabaty (Kabat), ocHoBaHHBIMH Ha HM3MEHYHBOCTH
nocJenoBaTeNbHOCTeH 1 Hanbosee yacto ucnoibp3yembiMu (Kabat et al., eviute). B HexoTopbIx
BapuaHTax peanusaunu, HVR moryT npeacrasisars codoit CDR no Horua (Chothia). Cucrema
Yoruna oTJIM4aeTcsl UCIOJIb30BAHUEM PaCTOjIokKeHHs CTPYKTypHBIX netenb (Chothia and Lesk, J.
Mol. Biol. 196:901-917 (1987)). B Hekoropbix BapmaHTax peammsauud, HVR wmoryt
npeacrasisTh coboit HVR cornmacio AbM. AbM HVR sBistrores komnpomuccom mexxay CDR
no Kabary u crpykrypHbiMu netiisiMu HoTua, ¥ MCIONB3YIOTCSA B NMPOrpaMMe MOAETHPOBAHUS
anturen AbM ¢upmbr Oxford Molecular. B Hekotopsix Bapuantax peanusauuu, HVR moryt
ObrTh “koHTakTHEIME® HVR. “KonTtakTHble” HVR OCHOBaHBI Ha aHaIM3€ NOCTYIHBIX CTPYKTYP
cnoxHbIX kpuctamioB. Ocratku kaxkaoro u3 3tux HVR ykazanb! Hike.

Hernsa Kabar AbM Yorna KoHTakTHbBIE

L1 L24-1.34 1L.24-1.34 L.26-L32 L30-L36

L2 L50-L56 L50-L56 L50-L52 L46-L55

L3 L89-L.97 L89-L.97 L91-L.96 L89-L.96

H1 H31-H35B H26-H35B H26-H32 H30-H35B (aymeparus no Kabary)

H1 H31-H35 H26-H35 H26-H32 H30-H35 (nymepanus nmo Yotua)

H2 H50-H65 H50-H58 H53-H55 H47-H58

H3 H95-H102 H95-H102 H96-H101 H93-H101

[0067] HVR wmoryt Bkimtouars “pacmupenssiii HVR” (extended HVR) crenyrommm
obpazom: 24-36 mmm 24-34 (L1), 46-56 nmm 50-56 (L2), u 89-97 unm 89-96 (L3) B VL, u 26—
35 (H1), 50-65 nnmu 49-65 (npeanoututenbHblil BapuaHT peanusanun) (H2), n 93-102, 94-102,

wm 95-102 (H3) 8 VH. Ocratku BapuabenpbHOro JOMEHa MPOHYMEPOBAHbI B COOTBETCTBUH C

Kabat et al., gvrure, nist kaxxaoro u3 3Tux onpeneneHuii pacmmperasx HVR.
[0068] “Kapracnvie” nnu “FR” ocTaTky MpeacTaBisSIFOT COOON OCTaTKH BapuUadEbHOTO

nIoMeHa, oTan4yHble OT ocTaTkoB HVR, kak Obpl1o OnpeneneHo B JaHHOM JOKYMEHTE.
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[0069] ®@pasel “mymepayus ocmamros eapuabdenvnoco oomena no Kabamy” wnm
“nymepayus nonoscenus amunokuciom no Kabamy”, 1 MX BapHaHThl, OTHOCATCSI K CHUCTEME
HyMepaLuy, HCIONb3yeMOH Al BapraOeNbHBbIX JOMEHOB TSDKENONW LeNmH WM BapHaOeNbHBIX
JOMEHOB JIerKOH Lienu aHtutes, onucaHHbx B Kabat et al., 6viue. Ilpu ncnonpzoBanun 3Toi
CHCTEMBbl HyMepaluy, (akTudeckas JUHeHHas aMUHOKHCIOTHAs IMOCJIENOBATEIbHOCTh MOXKET
COZIEP>KaTb MEHbLIEE KOJUYECTBO WU AOMOJIHUTEIbHBIE AMUHOKMCIOTBL, YTO COOTBETCTBYET
yKopauumBaHuioo, wuian BcTaBke B, FR wmim HVR BapuabenpHoro nomena. Hampumep,
BapuabeTbHBIN TOMEH TSDKEJIOH e MOXKET BKIIFOYATh BCTABKY OJJHOW aMHUHOKUCIIOTHI (OCTaTOK
52a B cootBerctBum ¢ Kabatom) mocje octarka 52 H2 u BCTaBieHHbIE OCTaTKU (HAmpuMep,
ocratku 82a, 82b, u 82¢ u T.1. B coorBeTcTBUU ¢ Kadarom) mocne ocratka 82 Tsikenoit nernu FR.
Hywmepamus ocratkoB mo Kabaty mosker ObITh ompereneHa I JAHHOTO aHTHTENAa IyTeM
BbIPDABHUBAHUSI 00JacTE€ll TOMOJIOTMH IMOCIENOBATEIBPHOCTH AaHTUTENA CO ‘‘CTaHAapTHON
MOCJIEIOBATEIBHOCTHIO, IPOHYMepoBaHHO# o Kabary.

[0070] Cucrema Hymepanuu nmo Kabary, kak mpaBujIO, UCTIONB3YETCs MPU YKa3aHUHU Ha
OCTaTOK B BapuadenbHOM aoMeHe (mpubiusureapbHo octaTku 1-107 nerkol uenu u ocratku 1—
113 Tsoxenoii uenu) (Hampumep, Kabat et al., Sequences of Immunological Interest. Sth Ed.
Public Health Service, National Institutes of Health, Bethesda, Md. (1991)). “Cucrema
Hymepauus o EU wnu Kabary” nmm “unnexc EU”, kak nmpaBuiio, UCTIONb3yeTCs NPU YKA3aHUH
Ha OCTATOK B KOHCTAHTHOM OOJIACTH TSDKENOHN Lenu uMMyHoroOyinHa (Hanpumep, uuaekc EU,
onmcanubiil B Kabat ef al., sviue). “Uunexc EU mo Kabaty” oTHOCHTCS K HyMepalUUd OCTaTKOB
yenoseueckoro antutena IgGl EU. Vka3zaHus Ha HOMepa OCTaTKOB B BapHaOEIbHOM JTIOMEHE
AHTUTEJI O3HAYAIOT HYMEPaLMI0 OCTATKOB COTJIacHO cucteMe Hymepanuu Kabara. Ykasanus Ha
HOMEpa OCTATKOB B KOHCTAHTHOM JOMEHE aHTUTEJ O3HAYAr0T HyMEPALUIO OCTAaTKOB MO CHCTEME
Hymepauuu EU nmu Kabara (Hanpumep, cm. nyonmukarmio narenra CIITA Ne 2010-280227).

[0071] “Yenoseueckuii kaprac—axyenmop” B HWCIOJIb3YeMOM B JaHHOM IOKYMEHTE
3HAYEHHH TPEACTaBJIsieT COOOW Kapkac, COAeprKallnii aMUHOKUCIOTHYIO TOCJIEA0BATEIbHOCTD
kapkaca VL wim VH, monydeHHyHO M3 Kapkaca 4YeNOBEYECKOro HWMMYHOTINIOOYJIMHA WU
YeJI0BEUECKOr0 KOHCEHCYCHOrO Kapkaca. UenoBedecKuid KapKac—akKUEenTop, “TOJy4eHHbIH u3”
KapKaca 4YeJOBEYECKOr0 HMMYHOIJIOOYJIMHA WJIM YeJIOBEUYECKOTr0 KOHCEHCYCHOTO KapKaca,
MOJKET COJIEPKaTh Ty JK€ CAMyH0 €0 aMUHOKHCJIOTHYIO TOCJIeI0BATENbHOCTD, HIIN YK€ OH MOXKET
COMEepKaThb 3aJaHHble H3MEHEHUs aMUHOKHCJIOTHON MOCIeAoBaTelbHOCTH. B  HEKoTOpbIX
BapHaHTaxX peanu3aliy, YUCIO 3aJaHHBIX aMHUHOKHCJIOTHBIX H3MEHEHMH cocTaBiseT 10 umm
MeHbIIe, 9 Uu MeHblle, 8 WU MEHbIIe, 7 WU MEHbIle, 6 UM MEHbIIe, 5 WIN MEeHbIle, 4 Wiu
MeHbllle, 3 WM MeHblIe, WU 2 UK MeHblle. B Tex ciyuasx, koraa 3aiaHHble aMUHOKHUCIIOTHbIE
U3MEHEHHUs MPUCYTCTBYIOT B VH, mpeanoyTurenbHo, Takue U3MEHEHMsI HaXOASTCS TOJBKKO B
Tpex, ABYX uiau oaHoM wu3 nonoxenun 71H, 73H u 78H; Hanpumep, aMHUHOKHCJIOTHBIMU
OCTaTKaMHM B 3THUX MOJOKEHUSX MOTYT ObITh (may by) 71A, 73T w/unu 78A. B ogHOM BapuaHTe
peanu3aluM, — 4eJOBEUeCKUH  Kapkac—akuenrop VL sABisfeTcs  MIEHTUYHBIM IO
NOCJIEOBATENbHOCTH € KapKacHOM  MOCHenoBaTeNpbHOCThIO VL genoBedeckoro

UMMYHOTJIOOYJIMHA WM YeJIOBEYECKOH KOHCEHCYCHON KapKacHOM MOCIEe0BATEIbHOCTBIO.
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[0072] “Yenoseuveckuii KOHCEHCYCHbII Kapkac’  sIBISETCA KapKacoM, KOTOpbIH
NpeAcTaBsieT HauOoJee YacTO BCTPEYAIOLINECSs AMHUHOKHCIOTHBIE OCTaTKU B BBIOPAHHBIX
KapKacHbIX mocienoarenbHOCTAX VL mimu VH denoseueckoro ummyHornoOynmHa. Kak
npaBuiio, BbeIOOp mocnenosarenbHocTe VL mnn VH denoBedeckoro MMMyHOrIoOynnHa
NPOBOISAT W3 TOATPYIIBI IOCIENOBaTeNbHOCTEH BapuabenpHOro nomeHa. Kak mpasuio,
NOATPYINa TOCIeNOBATENbHOCTEH MpencTaBiser coboi moarpymmy cornacHo Kabat et al.,
Sequences of Proteins of Immunological Interest, Sth Ed. Public Health Service, National
Institutes of Health, Bethesda, MD (1991). IIpumeps! BkirouaroT myist VL moarpynmy, kotopast
MoskeT ObITh oxarpynmoi kanma I, kanmna II, karmmna IIT wiu kamma IV, kak B Kabat et al., goruze.
HononnurensHo, ansg VH, moarpymma moryt Owbite moarpynmoit I, moxrpymmoit II wmm
nonrpynmoi 111, kak B Kabat et al., gvruze.

[0073] “Amunoxucromuas mooughuxayus” B ONpPENEICHHOM IOJIOKEHUU, HAMpUMep,
anTi—TREM2 aHTHTENna 1Mo HaHHOMY H300pPETeHHIO, OTHOCUTCS K 3aMEHE WJIM JeJIeLUu
OTIpEIeNIEHHOr0 OCTaTKa, WM MHCEPLMH MO MEHbLIEH Mepe OJHOr0 aMHHOKHCJIOTHOIO OCTaTKa
PSOOM C OmpeAeNieHHbIM OcTaTkoM. MHcepus “psimoM” € OMpenesieHHbIM OCTATKOM O3HA4YaeT
MHCEPILIMIO Ha PACCTOSTHUM OT OJHOTO IO JIByX OCTAaTKOB OT Hero. MHcepuust MoxeT ObiTh N—
KOoHLEeBON uinu C—KOHLIEBON MO OTHOLIEHMIO K ONpeeseHHOMY ocTatky. IIpenmoururenbHast
AMHHOKHUCJIOTHAS! MOAM(HKALNS B JAHHOM JOKYMEHTE MPENCTABISAET COOOH 3aMeHy.

[0074] AnTuteno “c cospesuteti aghpunnocmeio”, Takoe kak anHtui— I REM?2 anTHTENo ¢
co3peBieii ahGUHHOCTHIO IO JAHHOMY HM300pETEHUI0, MPEACTABIISIET COOON aHTHUTENO C OTHUM
WM HECKOJbKUMM M3MEHEHMsIMU B OAHOM UM Heckonbkumu ero HVR, xoropsie mpusBogsT k
NOBBIIEHNIO aQPUHHOCTH aHTUTENA K AHTUTEHY, 110 CPABHEHUIO C MCXOIAHBIM AaHTHUTEJIOM, He
UMEIOIUM Takoro u3MeHeHus (u3MeHeHui). B ogHOM BapuaHTe peanu3aliuy, aHTUTENO C
co3peBLIel ap(PUHHOCTBIO UMEET HAHOMOJISIPHYIO MJIM Jake MHUKOMOJSIPHYIO apPHHHOCTH K
AHTUTE€Hy—MHUIIEHH. AHTUTENa C co3peBiueil ap(PUHHOCTBIO NOJNY4AIOT C HCIOJIb30BAHHEM
nporenyp, U3BECTHbIX crenuanucraMm. Hampumep, Marks et al., Bio/Technology 10:779-783
(1992) omnuceiBaer cospeBanue apduHHOCTH myTeM mneperacoBku VH— u VL—-nomeHOB.
Hecneunduvecknii myrarene3 HVR n/unm kapkacHbIX OCTATKOB ONHUCAHBI, Hapumep, B. Barbas
et al. Proc Nat. Acad. Sci. USA 91:3809-3813 (1994); Schier et al. Gene 169:147—-155 (1995);
Yelton et al. J. Immunol. 155:1994-2004 (1995); Jackson et al., J. Immunol. 154(7):3310-9
(1995); u Hawkins et al., J. Mol. Biol. 226:889-896 (1992).

[0075] B wucmnonb3yeMOM B IOaHHOM AOKYMEHTE 3HAUEHUH, TEPMHH ‘‘cheyuguuecku
pacnozuaem” WU “chneyughuuecku - césa3vieaemcs’”  OTHOCUTCA K = U3MEPUMBIM |
BOCIIPOM3BOAMMBIM B3aUMOAEHCTBUSIM, TaKUM KakK IPUTSIKEHUE WM CBS3bIBAHHE MEXIY
MHUIIEHBIO M AHTUTENIOM, Takoe Kak Mexay aHTu—TREM?2 antutenom u TREM?2, xoropoe
MO3BOJIIET OMNpEAENATh MNPUCYTCTBHE MMIIEHH B MPUCYTCTBUU TI'€TEPOr€HHONW MOMyJISLUU
MOJIEKYJI, BKJIFO4asi Ononorndeckue Monekynsl. Hanpumep, anTureno, takoe kak aHTu—IREM2
AaHTUTEJIO 10 JAHHOMY H300PETEeHHI0, KOTOpOe CIeLU(PHUECKH WIH MPEeIIOYTHTEIbHO
CBSI3bIBAETCS] C MHUIICHBIO MJIM 3TUTOIOM, TPEACTaBNIseT COOON aHTUTENO, KOTOPOE CBSA3BIBAET

3Ty MUILIEHb WJIN 3THUTON ¢ Oosbiel ahGUHHOCTBIO, aBUIHOCTHIO, OoJee Jerko, u/unm Ha oonee
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I[J'II/ITGJ'II:;HI:II\/'I nepuoa BPEMCHH, YE€EM OHO CKA3BIBACTCA C APYTMMU MUIICHAMU WIHW APYTHUMU
SIUTOMAMU MUIICHU. DTO OIpeNesIeHIe TaKk:Ke MOAPA3yMEBAET, YTO, HAPUMED, aHTHUTENO (MU
¢dbparMeHT), KOTOpoe CrenupUIeCK: WIH MPEANOYTHTEILHO CBSI3bIBACTCSA C MEPBOH MHUIICHBIO,
MOXET cneun(bnqecm/l WK MPEANOYTUTEIIBHO CBA3bIBATHCA CO BTOpOﬁ MHIICHBKO HJIM HE
cBsi3biBaThesl ¢ Hel. Ilo cymecTBy, “cneyughuueckoe cesszvieanue” wnu “npeonoumumenivHoe
cesaszvieanue” He Tpedyer o00sA3aTeNbHO (XOTS OHO MOXKET BKJIOYAaTh) HCKIFOYUTENBHOTO
CBSI3BIBAHMS. AHTHTENIO, KOTOPOE CHEeUU(PHYECKH CBS3BIBAETCSI C MUINEHBIO, MOXET HMEThb

o 3 aa- 4 a1
KOHCTaHTY acCOLMallM{, PaBHYK IO MeHblIel mepe npumepHo 10° M "y 10° M7, umorna

,
MIPUMEPHO 10° M~ wm 10° M, B APYTUX Cly4asx IPUMEPHO 10 M~ w10’ M7, IIPUMEPHO
or 10* M 10 10° M™", i ot MIPUMEPHO 10'°M™ 10 10" M™ nu Bbime. Paszminunbie bopmatsl
UMMYHOQHAJIU30B MOTYT OBITh HCIOJB30BaHbI JUIsI BBIOOpAa AHTHUTEN, CHElU(pHYECcKH
UMMYHOPEAKTHBHBIX 110 OTHOIIEHUIO K KOHKpeTHoMy Oenky. Hampumep, TBepnodaszueie UDPA—
UMMYHOQHAJIN3bl  OOBIMHO  HCHOJB3YIOTCS  JUIE  BbIOOpAa  MOHOKJIOHQJIBHBIX — aHTHUTED,
cneun(pUIecKk UMMYHOPEAKTHBHBIX IO OTHOIIEHUIO K Oenky. Cwm., Hanpumep, Harlow and Lane
(1988) Antibodies, A Laboratory Manual, Cold Spring Harbor Publications, New York, rae
onucaHbl (pOpMaTBl M YCIOBUS HMMMYHOQHAJIU30B, KOTOPbIE MOTYT OBbITh HCIIOJIb30BAHBI IS
OTIpeNeNIeHNs] CTIeHU(PUIECKOH UMMYHOPEAKTHBHOCTH.

[0076] B ucmonbp3yeMOM B JAHHOM NOKYMEHTE 3HAUCHUH, ‘‘83aumooeiicmeue” MexIy
oenkom TREM2 wu BTOphIM O€IKOM OXBaThIBae€T, 0Oe€3 OrpaHU4YeHHH, OeloK—OeTKoBOe
B3anMOAeicTBHe, (PU3MYecKoe B3aMMOJICHCTBHE, XUMHYECKOE B3aUMOJIEHCTBHE, CBSI3BIBAHUE,
KOBAJICHTHOE CBS3bIBAHUE M HOHHOE CBs3blBaHME. B Hcronb3yeMOM B AaHHOM JOKYMEHTE
3HAYEHUH, AHTUTENO “UHTHOMpPYET B3aUMOAEWCTBUE  MEXIy ABYMs O€KaMH, KOrja aHTHTENO
HapylIaeT, OCHa0NsieT WM IOJHOCTBIO YCTPaHSET B3aUMOJCHCTBHE MEXAY 3TUMH JBYMS
OenkamMu. AHTUTENO 1O JaHHOMY U300peTeHuto, WM ero (QparmeHT, “UHruOupyer
B3aUMOJIEHiCTBHE” MeXIy ABYMs OelKaMu, KOrzia aHTUTENO WIH ero (pparMeHT CBSI3bIBAETCS C
OJTHUM U3 ABYX OEJIKOB.

[0077] “Aeonucmuueckoe” aHTUTENO WU “akmusupyioujee” aHTUTENO TPENCTABIISET
coOOl aHTHTENO, KOTOpOEe HHAyLUpyeT (Hampumep, YCHIMBAET) OAHY WM HECKOJBKO
AKTUBHOCTEH WM (PYHKLMH aHTUTEHA T1OCJIE CBSI3bIBAHUS AHTUTENA C AHTUTEHOM.

[0078] “Aumaconucmuyeckoe” aHTUTENO WU “O10KUPYIOUee” aHTUTENO TPEACTABIISET
coOOW aHTUTENO, KOTOPOE OCHa0JsieT WM yCTpaHseT (HampuMep, CHIDKAeT) CBSI3bIBAHHE

AHTUICHA C OAHWM WJIM HECKOJbKHMHU JUTAHAAMU TMOCJIC CBA3BIBAHUA AHTHUTEIA C dAHTUTCHOM,
W/UIM _KOTOpOe OcaalnsdeT WM VCTpaHseT (HAampuMep, CHIDKAET) OAHY WM HECKOJBKO

AKTUBHOCTEH MM (PYHKLIMH aHTUTEHA IOCTIEe CBSI3bIBAHUS aHTUTEJA C AaHTHUIEHOM. B HEKOTOpPBIX
BApUAHTAX pEAJHM3alNM, AHTATOHUCTHYECKHE AaHTUTeNa WM OJIOKUPYIOIIHE AaHTUTENA I10
CYLIECTBY WJIM TOJHOCTBIO WHTHOHMPYIOT CBSI3bIBAHHE AHTHUIEHA C OJHUM HIIM HECKOJIbKUMH
JUraHIaMU W/WJIH OTHY WJIM HECKOJIBKO aKTUBHOCTEH MM (PYHKLUN aHTUTEHA.

[0079] “Oppexmopnvie ynkyuu” aHTUTENA OTHOCATCS K TE€M OHOJOrMYECKHM
AKTUBHOCTSIM, KOTOpBIE MOTYT OBITh OTHECEHbI K Fc—y4acTKy (HATHMBHOH MOCIIENOBAaTENbHOCTH

Fc—ydacTka mnu BapumaHTy aMMHOKHCIOTHOH mocienoBaTenbHOCTH Fc—ydacTka) aHTHMTEeNa, u
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MEHSIOTCS B 3aBUCUMOCTH OT U30THUIIA AHTUTETIA.

[0080] TepmuHn “Fc—yyacmox” ncnonb3yeTcsi B JaHHOM JOKyMeHTe AJisl onpenenenus C—
KOHLIEBOI OONacTH TSDKENIOH Lemd HMMYHOINIOOyJNnHA, BKIMOUYasFc—ydacTKM C HaTUBHOMN
MOCJIEIOBATEIbHOCTEIO U BapuaHThl Fc—y4yacTkoB. XOTs rpaHuubl Fc—ydacTka TspKeIoON Lenu
UMMYHOTJIOOYJIHA MOTYT MeHsThCsl, Fc—y4acTok Tspkenod uenm uenoedeckoro IgG oObruHO
OTIPEeNIAI0T KaK MPOTSDKEHHBIN OT aMUHOKHCJIOTHOTO ocTaTka B mosioskeHuu Cys226, uimm ot
Pro230, no ero xapbokcuipHOro koHua. C—koHIeBo# ym3uH (octaTok 447 B COOTBETCTBUH C
cucremoir Hymepauun EU wmnm Kabarta) Fc—yvactka Moker ObITh ynajeH, Hampumep, MpU
NPOAYLMPOBAHUU WJIM OYUCTKE AHTHTENA, WM MyTeM PEKOMOMHAHTHOTO MOIU(HUIIMPOBAHUS
HYKJIEMHOBOM KHCJIOTBI, KOAUPYIOLIEH TsKenyro uenb aHturenaa. COOTBETCTBEHHO, KOMITO3ULIMS
UHTAKTHBIX aHTUTE] MOXXET COJEep>KaThb IMOMYJSALUU AHTUTEN C IIOJHOCTBIO YAaJeHHBIMU
ocratkamu K447, nonynsuum aHTUTEn C HeyAaleHHbIMM octaTkamu K447, w nomynsauuu
aHTHTEI CO CMeChIO aHTuTeN ¢ octatkoM K447 u 6e3 nero. Ilpurogasie Fc—yuacTku ¢ HaTUBHON
NOCJIEIOBATEbHOCTBIO /ISl UCTIOJB30BAHUS B AHTUTENAX MO JAHHOMY M300pPETEHUIO BKIIFOYAIOT
yenoseueckue 1gG1, 1gG2, 1gG3 u IgG4.

[0081] “Fc—yuacmok ¢ namusnoii nociedo6amenbHOCHbI0” CONEPKUT AMHHOKUCIIOTHYIO
MOCJIEA0BATENbHOCTD, HACHTUYHYIO C MIPUPOAHON aMUHOKHCJIOTHON MOCJIEA0BATENbHOCThIO Fe—
yuacTka. Yenoseueckne Fc—y4acTku ¢ HAaTUBHBIMM IOCJEAOBATENbHOCTSIMHU BKiIouaroT Fc—
yudacTok yenoeueckoro IgG1 ¢ HaTUBHON mocienoBaTenbHOCThIO (ayutoTnbl He—A u A), Fc—
y4dacTok 4enosedeckoro IgG2 ¢ HaTUBHON MOCIEA0BaTEIbHOCTHIO; Fc—ydacTok 4enoBedueckoro
IgG3 ¢ natuBHOMN mnocienoBaTeNbHOCTHIO; U Fc—ydactok uenmoedeckoro IgG4 ¢ HaTuBHOM
MOCJIEI0BATENBHOCTBIO, a TAK)KE UX NPUPOIHbIE BAPUAHTBHI.

[0082] “Bapuamm Fc—yuacmka” COAEPXKUT aMHUHOKHCIOTHYIO IIOCIIEA0BATENbHOCTD,
KOTOpasi OTJINYAETCs OT HATUBHOM MOCJIEeI0BaTeIbHOCTH Fc—y4yacTka MOCPEACTBOM IO MEHbLIEH
Mepe OIHOW aMHUHOKHCJIOTHOW MOAM(MUKAINHM, MPEANOYTUTENbHO, OJHOM WM HECKOJIBKUX
aMUHOKHUCJIOTHBIX 3aMeH. [IpeanmourutenpHo, BapuaHT Fc—yyacTka nmeer mo MeHblIed Mepe
OJIHy aMHHOKHCJIOTHYIO 3aME€HY IO CPAaBHEHHIO C HAaTUBHOM IMociienoBaTelbHOCThI0 Fec—ydacTka
w ¢ Fc—y4yacTkoM HCXOTHOro MONMIENTHA, HAPUMeEp, OT MPUMEPHO OAHON O MPUMEPHO
JEeCSITH aMUHOKHUCIIOTHBIX 3aM€H, U MPEANOUYTUTENbHO, OT MPUMEPHO OAHON 0 MPUMEPHO MATU
AMUHOKHCJIOTHBIX 3aM€H B HAaTHBHOW nocienoBaTenbHocTH Fc—yuacTtka mnu Ha Fc—ydactke
UCXOIHOTrO nojunentraa. Bapuant Fc—y4acTka B JaHHOM JOKyMeHTE OyeT MpeanoYTHTEIBHO
obJnanath Mo MeHbIIel Mepe npumepHo 80% roMOJIOTHH ¢ HATHBHOMW MOCNIEAOBATEIbHOCTHIO Fe—
ydacTka w/mnu ¢ Fc—y4acTKOM HCXOIHOTO MONUIENTHAA, U HanbOoyiee MPEArOuTUTENbHO, IO
MeHbIIeH Mepe mpuMepHO 90% roMoJIorHH ¢ HUMH, 00Jiee MPEeNOYTHTEIBHO, 110 MEHBIIEH Mepe
npUMepHO 95% roMoJIOruH ¢ HUMU.

[0083] “Fc peyenmop” nnu “FcR” onuceiBaeT penientop, KOTOpbIil cBsi3bIBaeTCs ¢ Fe—
yuacTkoM aHturena. lIpenmoururenvHeii FCR mpencraBisier coOoii venoseueckmit FcR ¢
HAaTUBHOM IOCIEN0BATENBbHOCTEIO. KpoMe Toro, mpeanodrurensHbM sBisseTcss FCR, KOTOpBIi
cBsi3biBaeT antureno IgG (ramma—penenrtop) u BKIO4aeT perentops! noakiaaccoB FeyRI, FeyRII

u FcyRIIl, Bkmouas anjenpHble BapuaHTbl U (OPMBI AIBTEPHATHBHOIO CIUTAWCHHIA 3THX
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peuenTopos, FcyRII penenrropsr Britouaror FeyRIIA (“akruBupyrommii peuenrop”) u FcyRIIB
(“mHrHOHp YoM penenrop”), KOTOpbIE UMEIOT CXOXKHe AMUHOKHCJIOTHBIE
NOCJIEI0OBATENbHOCTH, — PAa3JMYAOLINECs] MPEUMYLIECTBEHHO B HX LUTOMJIA3MAaTUYECKUX
nomeHax. Axrtusupyromuii peuentop FcyRIIA comepXUT HMMMyHOpPELENTOPHBIM THPO3UH—
axtuBupyemblii MotuB (“ITAM”) B cBOEM LMTOIUIA3MATHYECKOM AoMeHe. MHrubupyromumi
peuenrop FcyRIIB comepXUT MMMyHOpPELENTOPHBI THPO3MHOBBI WHTHOUPYIOLIMA MOTHB
(“ITIM”) B cBOEM LUTOILUIA3MATUYECKOM AOMeHe (cM., Hampumep, M. Daéron, Annu. Rev.
Immunol. 15:203-234 (1997)). O630psl FcR npusenenst B Ravetch and Kinet, Annu. Rev.
Immunol. 9:457-92 (1991); Capel et al., Immunomethods 4:25-34 (1994); u de Haas et al., J.
Lab. Clin. Med. 126: 33041 (1995). Tepmun “FcR” B 1aHHOM JOKYMEHTE OXBATBhIBAET IPyTHE
FcR, Bxmouass Te, xoropblie Oynyt uneHtuduuuposanHel B Oyaymem. FcR moryr Ttakske
yBEJIMYUBATh NEPUOJ MOJTyBbIBEICHUSI AHTUTEIN ChIBOPOTKH.

[0084] CssszpiBanue ¢ FcRn in vivo W mepuoj MONYBbIBEAEHUS M3 CbIBOPOTKHU
noJunenTuaoB yenoBeueckoro FcRn ¢ Beicokoad(UHHBIM CBSI3bIBAHUEM MOXKHO OLICHHTD,
HAaNpuMep, y TPAHCTE€HHBIX MBbIIIEH WM B TPAaHC(HHUIMPOBAHHBIX UEIOBEUECKUX KIETOYHBIX
JUHUAX, D3KCIpeccUpyromux denosedeckuil FcRn, wnum y npumaToB, KOTOPBIM BBOZST
NOJHUNENnTH b, nMeroinne Bapuant Fe—yuactka. WO 2004/42072 (Presta) onmuchIBaeT BapUaHThI
aHTHUTeNla C yBEJIUYEHHBIM WM YMEHbIIEHHBIM cBs3biBaHHeM ¢ FcR. CM. Takke, Hampumep,
Shields et al., J. Biol. Chem. 9(2):6591-6604 (2001).

[0085] B ncrone3yeMoM B JaHHOM JOKYMEHTe 3HaU€HHH, “‘npoyenm (%) uoenmuynocmu
AMUHOKUCTIOMHOU — nociedosamenvHocmy” U “eomono2us”  TO  OTHOIIEHUIO K
MOCJIE0OBATENbHOCTH MENTUAA, MOJUIENTHAA WU AaHTUTEeNa OTHOCUTCA K IPOLEHTHOMY
COMEP)KAHUIO B IMOCJIEA0BATEIbHOCTU—KAHANIATE AMHUHOKHCIOTHBIX OCTaTKOB, WAECHTUYHBIX
AMUHOKHUCJIOTHBIM  OCTaTKaM B KOHKPETHOH  MEeNTUAHOW WM NOJUNENTHIHOU
NOCJIEI0BATENBHOCTH, TIOCJIE€ BIPABHUBAHUS MTOCJIEA0BATEIbHOCTEN U BBEIEHUS I'3II0B, €CJIH 3TO
HEOOXOIMUMO ISl TOCTHXKEHHSI MAKCUMAITBHOTO TIPOLIEHTA MASCHTUYHOCTHU MOCIIeI0OBATEIbHOCTEH,
u Oe3 ydera Kakux—IHMOO KOHCEPBATHUBHBIX 3aMEH TMPH ONPENeJeHUH HWACHTHYHOCTH
nocienoBaTeNbHOCTENl. BbIpaBHUBaHHE B LEIAX ONpeAeNeHHs] MPOLEHTa HIAEHTUYHOCTH
AMHHOKHUCJIOTHOM TIOCJIEOBATEIbBHOCTH MOKET OBbITh TMPOBENCHO pPA3JIMYHBIMH CIIOCOOaMHU,
IOCTYITHBIMH CHEHAJINCTaM B JAaHHOW OOJAacTH TEXHUKH, HANpUMeEp, C HCIOJIb30BAHUEM
O0IIEAOCTYTHOTO KOMITBEOTEPHOTO IMPOrPAMMHOIO OOECIEYeHHs], TaKOro KakK MpPOTrPaMMbI
BLAST, BLAST-2, ALIGN um MEGALIGN™ (DNASTAR). Creupanucrsl B HaHHOI
00JacTH TEXHUKH MOTYT ONPEACNUTh COOTBETCTBYIOIUE MMapaMeTpbl [JIsl H3MEPEeHHUs
BBIPABHUBAHMUS, BKJIIOYAsl JIOOBIE aJTOPUTMBI, M3BECTHBIC CIICLUAIUCTAM, HEOOXOAMMBIE IS
JOCTHKEHMs] ~ MaKCHUMAJIbHOTO  BBIPABHUBAHUS IO  MOJHOM  JJIMHE  CPaBHUBAEMbIX
NOCJIENOBATENBHOCTEMN.

[0086] “Buroenrennas” mMoyeKyia HyKJIEHHOBOW KUCJIOTHI, KOAUPYIOIIAsl aHTUTEJIO, TAKOE
kak aHTU—TREM?2 aHTHTENO TO JaHHOMY H300PETeHHIO, TPEACTaBisieT COOOW MOJEKyITy
HYKJIEMHOBOW KHCJIOTBI, KOTOPYIO MAEHTHU(OULHUPYIOT U OTAENSAIOT OT IO MEHbIIEH Mepe OIHOM

3arps3HSIOIIEH MOJIEKYJIbI HYKJIEHHOBOH KHCIIOTBI, C KOTOPOH OHa OOBIYHO acCOLMHPOBAHA B
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cpezne, B KOTOpoil oHa npoayuupyercs. IIpeanoyrurensHo, BbleIeHHAsl HYKJIEMHOBAasi KUCIOTa
HE CBsi3aHA CO BCEMU KOMIIOHEHTaMH, aCCOLMMPOBAHHBIMU CO CpeAOH MNpPOAYyLMPOBAHUS.
Monekymbl BBIJENEHHON HYKJIEMHOBOH KHUCIOTBHI, KOAUPYIOIINE MOJUMENTHIbl U AHTUTENA B
TAHHOM JTOKYMEHTE, HaXoAasTcs B (hopMe, OTIIMYHON OT (POPMbI MM YCIIOBHI, B KOTOPBIX OHHU
CYIIECTBYIOT B TpHUpoAe. MOJeKyJbl BbIACICHHONW HYKJIEMHOBOH KHCIOTBI, TaKUM OOpasoM,
OTJIMYAIOTCA OT HYKJIEHMHOBOH KHUCJOTBI, KOAUPYIOLIEH MOJUNENTHAbl U aHTUTENIAa MO AaHHOMY
N300pETEeHNIO, MPUCYTCTBYIOIINX B KJIETKAX B €CTECTBEHHbIX YCIOBHSX.

[0087] TepmuH “6exmop”, B HUCMONB3YEMOM B JAHHOM JOKYMEHTE 3HAU€HUH, J1OJKEH
OTHOCUTBCSI K MOJIEKYJIe HYKJIEHHOBOW KHCJIOTBI, CIIOCOOHOH TPaHCIOPTHPOBATH APYTYIO
HYKJICHHOBYIO KHCJIOTY, C KOTOPOW OHa Obuta cBsizana. OIUH THIT BEKTOPA MPENCTAaBISET COOOM
“rutasmMuay”’, KOTopasi OTHOCHTCS K KOJIbLIeBbIM iByxuenodeuyHbiM JIHK, B koTopbie MOTyT OBITH
JUTHPOBaHbl AomnoynHuTeNbHble cermMeHThl JIHK. Jlpyroii Tum BekTOpa MpeacTaBisieT COOOi
¢aroseiii BekTop. Jlpyroil THI BEKTOpa MPENCTaBJsET COOOW BHPYCHBIH BEKTOP, B KOTOPOM
nornonHuTenbHbIe cerMeHThl JIHK Moryt ObITh NUrnpoBaHbl B BUPYCHBIH reHOM. Hekoropeie
BEKTOPBI CITOCOOHBI K aBTOHOMHOH PEIIMKALUU B KJIETKE—XO35IMHE, B KOTOPYIO OHHU BBOISTCS
(Harpumep, OakTepUaNbHbIE BEKTOPBI, MMEIOIINE OaKTEepHAIbHYIO TOUKY Hadaja PeIruIMKaALUH, 1
3MUCOMAJIbHBIE BEKTOPbI MJIEKONMUTAOINX). Jlpyrue BeKkTOpbl (Hampumep, HEIMHUCOMAJbHbIE
BEKTOPBl MJIEKONHTAIOUINX) MOTYT OBbITh WHTETPUPOBAHBI B TE€HOM KJIETKH—XO3sIMHA TIPU
BBEJICHUU B KJIETKY—XO3sIMHA U, TAKUM 00pa3oM, PEIUTMLUPYIOTCS BMECTE C T€HOMOM XO35MHA.
Kpome Toro, HeKOTOpble BEKTOPBI CIIOCOOHBI HAIPABISITH HKCIPECCHIO TE€HOB, C KOTOPIMUA OHU
(YHKIMOHANBPHO  CBsi3aHBl.  Takue BEKTOPbl  HA3bIBAIOTCSA B JAHHOM  JOKYMEHTE
“peKOMOMHAHTHbIE 3KCIPECCUOHHBIE BEKTOPBI , WJIH IMPOCTO “IKCIPECCHOHHBIE BEKTOpPHI . B
o0mmeM, OKCIIPECCHOHHBbIE BEKTOPBI, IPUTOJAHBIE [Nl  MCIONB30BAaHMA B MeETOnAX
pekomOuHanTHbIX JIHK, wacto umeror ¢popmy minasmuzn. B nanHoM onmcanuu, “masmuna’ U
“BEKTOp” MOTYT HCIIOJIb30BATHCS B3aMMO3aMEHsIEMO, IOCKOJIBbKY IIa3MUAA SIBJISETCS HanboJjee
IIMPOKO MPUMEHSIEMOI (POPMOIi BEKTOPA.

[0088] “Ilonunykneomuo”, wam “HyKJIeUHOBAS KUCJIOMA’, WUCTONb3yeMble B ITaHHOM
JOKYMEHTE B3aMMO3aMEHSIEMO, OTHOCSTCS K TMOJHUMEpaM HYKJIEOTHUAOB JIIOOOW JIUHBI, U
Bmovaror JIHK w  PHK. Hykneoruasl MoryT ObITh  €30KCHPUOOHYKJIEOTHIAMH,
puOOHYKJIEOTHAAMH, MOAM(PHUUPOBAHHAMU HYKJIEOTHIAMH WM OCHOBAHUSIMH, W/WIA WX
aHAJIOTaMH, WJIH JTIOOBIM CyOCTpaToM, KOTOPBIA MOXKeT ObITh BKIFOUeH B monumep JIHK— wm
PHK-nonumepas3oil miu ¢ NOMOLIBIO peakluu cuHTe3a. IIonmHykneoTun MOXKET COAepKaThb
MOIU(PHUIIMPOBAHHBIE HYKJIEOTH/IbL, TAKHE KaK METHJIMPOBAHHBIE HYKJICOTHIbI U UX aHaioru. B
cJlyydae MPUCYTCTBHUS,, MOAU(UKALIUS HYKICOTHIHON CTPYKTYPbI MOJKET OBITh MPOBEACHA 10 HIIH
nocie cOOpku mojuMepa. B mocnenoBaTenbHOCTh HYKJIEOTHIOB MOTYT OBbITh BCTaBJIEHBI He—
HYKJICOTH/IHbIE =~ KOMIIOHEHTHI.  lIONMHYKJIEOTHH  MOXET  COAep:kKaTb  MOTU(PHUKALHIO
(Momm(uKanum), MPOBEAEHHBIE MTOCIE CUHTE3a, TAKNE KaK KOHBIOTALUS C METKOH. Jlpyrue THIIbI
Momu(UKAIMHA BKJIIOYAIOT, HANPUMEpP, K3 —TPYIIbL, 3aMEHy OJHOTO WM HECKOJbKHX
NPUPOAHBIX HYKJIEOTHIOB HAa aHAJIOr, BHYTPUHYKJIEOTHAHbIE MOAM(HKAINM, TaKUe Kak,

HampuMep, C He3apsDKeHHBIMH CBsI3sIMH  (Hampumep, Mmetuidocdonatel, Qochorpusdpupsl,



41

dochoamunarsl, kapbamaTel U T.J.) U C 3apSHKEHHBIMH CBsI3siMHU (HarpuMmep, pocdopoTuoartsl,
dbocdoponutroatsl u T.A.), comepxamue OOKOBbIe (PparMeHTHI, TaKHe Kak, Harmpumep, Oelku
(HarpuMep, HyKJiea3bl, TOKCHHBI, aHTHTEJA, CUTHAJbHble nenTuapl, noau—L-mmsun (ply—L—
lysine) u T.11.), ¢ UHTEpKamATOpaMH (HampuMep, aKpPHUIUH, MCOpPAJeH U T.A.), COAepsKallue
XeJaTophl (HanmpuMep, METalIbl, PaJUOAKTUBHbIE METAJUIbL, OOp, METAJIbI—OKUCIUTEIHN U T.1.),
CoZepIKalie AJKUINPYIOIIUE areHThbl, ¢ MOAU(HLNPOBAHHBIMU CBS3SIMU (Hampumep, anbgha—
AaHOMEpHbIE HYKJIEMHOBBIE KHCJIOTBI W T.JI.), a TaKXke HeMOAU(PUIMPOBaHHbIE (POpMBI
NoJIMHYKJIeoTH A (MOJMHYKJIe0THA0B). Kpome Toro, molble U3 THAPOKCHIIBHBIX MPYIII, OOBIMHO
NPUCYTCTBYIOLIMX B Caxapax, MOTYT ObITh 3aMeIleHbl, HarpuMmep, GOcHOHATHBIMU TPYIIAMHU,
dochaTHpiMu rpynmaMu, 3aIUINEHHBIMH CTAaHAAPTHBIMU 3AIUUTHBIMH TPYMIAMH, HJIH
AKTUBUPOBAHBI JJIS1 TOTOTOBKH JOMOJHHUTENbHBIX CBA3EH C OMOJHUTEbHBIMU HYKJICOTHAAMH,
WIA MOTYT OBITh KOHBIOTHPOBAHBI C TBEPAbIMH WJIHM MOJYTBEPABIMHU MOMJOXKKAMHU. 5'— u 3'—
koHueBble OH moryT ObITh pochopunpoBaHbl MIIM 3aMEIIEeHbl aMHHAMH WA (pparMeHTaMH
OpraHWYeCKHUX K3I-Tpymm, copepsxkamuMu ot 1 1o 20 atomos yrnepona. [[pyrue ruapOKCHIIbI
MOTYT TakXe OBITb  JepUBATU3UPOBAHBl  CTAHNAPTHBIMU  3AIMUTHBIMH  TPYIIAMH.
[TonmuHYKNEOTHABI MOTYT TakKe COAepKaThb AaHaJOruyHble (opMbl  pHOO3HBIX MK
IEe30KCUPUOO3HBIX CaxapoB, OOIIEN3BECTHBIE CIELMAINCTaM, BKIIOYas, Hampumep, 2°—O-—
MeTmi—, 2’—O—-ammin—, 2’ —¢pTop— wim 2’—a3ugopudosy, KapOOMUKINUYECKHe aHAJIOTH CaXapos,
0—aHOMEpPHbIE caxapa, >MHMEpHbIE caxapa, Takue Kak apaOWHO3a, KCHUJIO3bl WM JIUKCO3BI,
NUpPAHO3HbIE caxapa, (ypaHO3HbIE caxapa, CEAOTeNTYJIO3bl, ALUKIMYECKHEe AaHaJIOTH, W
OCHOBHbBIE HYKJICO3UJIHbIE AaHAJOTHM, Takhue Kak Meruapubosun. OpHa WIM  HECKOJBKO
dochonnsdupHbIX CBA3EH MOryT OBITh 3aMEHEHBl AJbTEPHATUBHBIMU  CBSI3bIBAIOLIUMHU
rpynmnaMi. OTH ajbTEPHATHBHBIE CBS3bIBAIOIIME TIPYIIBl BKIIOYAIOT, O€3 OrpaHuueHHH,
BapHUaHThl peanu3anuu, B KOTopbix (ocdar 3amenen Ha P(O)S (“tuoat’), P(S)S (“murtHnoar”),
(O)NR2 (“amupatr”), P(O)R, P(O)OR’, CO, umu CH2 (“dpopmanerans”), rae kaxapii R wim R’
HE3aBUCHMO Mpenctasiisier codoii H mm 3amemenHbiii win HezamemeHHbid ankun (1-20 C),
HeoOs3aTeIbHO coaepsKamuii mpoctyo d¢upHyto (—O—) CBA3b, apuii, aJKeHWJI, LIUKJIOAJIKHII,
LUKJIOAIKEHWJI WM apajiawil. Bce CBA3M B NMOJMHYKJICOTHIE HE JOJDKHBI 00s3aTeIbHO OBITH
UIEHTHYHBIMU. [IpeamecTByromee ONMUCAHHE TNPUMEHUMO KO BCEM MOJUHYKJICOTHIAM,
YIIOMHHAEMBIM B JaHHOM JIoKyMeHTe, Bkimodass PHK u /THK.

[0089] “Knemxa—xo3sun” BKIOYAET WHIUBHIAYAIBHYIO KJETKY WJIA KJIETOYHYIO
KYJIBTYPY, KOTOpasi MOXKeT ObITh MM ObLJIa PELIUITUEHTOM BEKTOpa (BEKTOPOB) JJIsI BKJIFOUEHHS
NOJIMHYKJICOTHIHBIX BCTAaBOK. KIIETKH—X0351€Ba BKIIFOYAIOT MOTOMCTBO OTHOM KJIETKU—XO3SIMHA,
U TIOTOMCTBO He 00s3aTeNbHO OyIeT MOJHOCTBI HIEHTHYHBIM (1Mo Mopdoiorud wid 1o
kommuiemMenty reHomMHod JIHK) ucxomHOM pOIUTENBCKON KIIETKE BCIEACTBUE NPUPOIHOM,
CAyYalHOM WM  T[peAHaMepeHHoW  mytauuu. KneTka—Xxo3siMH  BKIIOYAET  KIETKH,
TPaHCOUIMPOBAHHBIE 1IN VIiVO TOJHMHYKJIEOTUAOM (TIONMHYKJIEOTHAAMH) 1O JAaHHOMY
N300pETEHHIO.

[0090] “Hocumenu” B WCIOAB3yEMOM B JAHHOM JOKYMEHTE 3HAYEHUU BKJIFOYAIOT

(I)apMaI_IeBTI/ILIeCKI/I MPUEMJIEMBIC HOCHUTCIIU, OKCHUIIMCHTBI WU CTa6I/IJ'II/IBaTOpr, KOTOpPBIC
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SIBJIIFOTCS] HETOKCUYHBIMU JUTSA KJIETKH WJIH MIIEKOITUTAIOIIETO, MOJBEPTHYTHIX UX BO3IEHCTBUIO,
B HCIIOJNB3YEMbIX JIO3UPOBKAX U KOHIEHTpauusax. Yacto ¢(usnonorndyecku mnpuemMiIeMbli
HOCHUTEIb TPEACTaBIsAeT COOON BOMHBINA pacTBOp, 3a0y(epeHHbI 10 ONpeneneHHOro 3HaueHus
pH. Ilpumeps!l (u3noIOrHyUecKH NpPUEMIIEMBIX HOCHTENIEH BKIOYAIOT Oydepnl, Takue Kak
docdar, uuTpaT, U APyrue OpraHNYeCKUue KHCIOThI, AHTHOKCHIAHTBI, BKJIIOYasi aCKOPOUHOBYIO
KHCJIOTY; HU3KOMOJIEKYJIIpHbIe (MeHee mpuMepHO 10 OCTaTKOB) MONMIENTUABL, OCNKH, TaKue
KaK ChIBOPOTOYHBINH alNbOYMHH, XXEJaTUH WM MMMYHOIJIOOYJIMHBL, THAPO(UIBHBIE MOJUMEPHI,
TaKHMe KaK MOJUBUHWJIMHMPPOJUAOH, AMUHOKHUCIIOTBI, TAKHE KaK TJIMLIMH, TIIyTAMUH, aclaparuH,
APTUHUH WM JIM3UH, MONOCaXapHIbl, AUCAXAPHUIbL, U APYTHE YIJEBOIbI, BKIFOYAs TIIFOKO3Y,
MaHHO3Y, WIN AEKCTPHUHBL, XeJNATHPYIOLIHe areHThl, Takue kak DJITA; caxapocrmupThl, TaKHe Kak
MaHHHUT WA COpPOUT, cosieoOpasyrolire MPOTHBOUOHBI, TaKHE KaK HATPUH, W/UIN HEHUOHHBIE
MIOBEPXHOCTHO—AKTUBHBIE BellecTBa, Takue kak TWEENTM
PLURONICS™,

[0091] TepmuH “mpumepno” B WCNONB3YEMOM B JaHHOM JOKYMEHTE 3Hau€HUU

nojmsTwieHraukons (11910, u

2

OTHOCUTCSI K OOBIYHOMY JAHMAana3oHy OMIMOKH JJisi COOTBETCTBYIOLIErO 3HAYEHHUS, XOPOIIO
U3BECTHOMY CHELHAINCTY B JAHHOW OOJIACTH TEXHUKH. YKa3zaHue “npumepno” Ui 3HAYCHUS
WM TIapamMeTpa B JAHHOM JIOKYMEHTE BKJIIOUAEeT (M OMUCHIBAET) BAPUAHTHI PEATU3ALNH, KOTOPbIE
KaCar0TCsl 3TOrO 3HAUEHUsI MJTH [TapaMeTpa per se.

[0092] B ucrionp3yeMoM B IaHHOM AOKYMEHTE 3HAYEHHM M B INPHJIOKEHHOH (opmye
u3zobpeTeHusi, JOpMbI B €TMHCTBEHHOM 4HUCIe (B aHTJIUICKOM TEKCTE — ¢ apTUKJIIIMU “a”, “an” u
“the”) BKJIIOYAIOT yKa3aHUS Ha MHOXECTBEHHOE YHCJIO, €CJIM KOHTEKCT YeTKO HE YKa3bIBaeT
nHaue. Hanpumep, ccpuika Ha “aHTUTENO” MpPENCTaBNsieT COOOH CChUIKY Ha OT OIHOTO M0
MHOJKECTBA AHTUTEJ, TAKOrO0 KaK MOJSPHBbIE KOJMYECTBA, M BKIIOYAET €ro 3KBUBAJICHTBHI,
U3BECTHBIE CIIELIUAINCTAM B JAHHOW 00JIACTH TEXHUKH, U T.1I.

[0093] Cnenyer moHMMATh, YTO aCMEKT U BAPUAHTHI PeaM3alUU JAHHOTO N300peTeHus,
OTMHMCAaHHBbIE B JAHHOM JOKYMEHTE, BKJIIOUAIOT “‘comepkamme”’, “COCTOSImUe U3~, U “COCTOSIIIHE
IO CYIIECTBY U3~ aCleKThl U BAPUAHTHI Peau3aLiu.

O630p

[0094] [lanHoe wu300perenue orHOocuTcsi K aHTH—TREM2 anTuTenam (Hampumep,
MOHOKJIOHAJIbHBIM ~ aHTUTENaM) C yay4JmeHHoH ap@uHHOCTBIO U (PYHKUHOHAIBHBIMH
XapaKTEePUCTHUKAMHU, CITOcO0aM TMOJYYEeHUSI U MPUMEHEHHUS TAKUX aHTHTEN, (hapMaLeBTHUECKUM
KOMITO3ULMSIM, COAEPIKAIINM TaKWe aHTUTENA, HYKJIEHHOBBIM KHCJIOTaM, KOIUPYIOIIUM TaKHe
aHTHUTENA, W KIETKaM—XO035€BaM, COIEpPKAIUM HYKJIEHHOBbIE KHCJIOTBI, KOAMPYIOLIHE TaKue
aHTHTENA.

[0095] CooTBeTCTBEHHO, OINpenesieHHbIE aCMeKThl NTaHHOTO M300pPETeHHs] OCHOBAHBI, IO
KpaliHell Mepe 4acTu4yHO, Ha uaeHTuukarmu aHTi—TREM2 aHTUTEN, CIIOCOOHBIX CBSI3bIBATHCS
¢ TREM2 kak 4eyoBeka, Tak W SIBAHCKOTO MakKaka ¢ BHICOKOUW apPUHHOCTBIO (CM., HampuMep,
IIpumeps! 2 u 6); CIOCOOHBIX K CBA3BIBAHHIO C NEPBUYHBIMA UMMYHHBIMH KJIETKAMHU Y€JIOBEKA
¢ BbICOKOI ad¢punHOCTRIO (cM., Hampumep, Ilpumepnr 1-3); HMEIOLIMX TOBBILIEHHYIO

CIOCOOHOCTh K KiacTepu3aluu U aktuBanuu curHanuzauud TREM2 in vitro u in vivo (cm,
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Hanpumep, Ilpumepst 3, 7 u 11); U HMEOINX YIYYLUIEHHYIO CIIOCOOHOCTH MOBBIIATH
BbDKMBAEMOCTh HMMYHHBIX KJIE€TOK in vitro (cm., Hanpumep, Ilpumepsr 3 u 9).
IIpenmouturenbHO, OBUIO MPOIEMOHCTPUPOBAHO, 4YTO aHTU—TREM2 aHTHTENna mo gaHHOMY
N300pETEHNIO MMEIOT YBEJINYEHHbIE MEePHOABI MOJYBbIBEAEHHUs in Vivo U CHOCOOHBI CHIKATh
ypoBHH B a3me pactBopumoro TREM2 in vitro u in vivo (cM., Hanpumep, Ilpumepsr 4, 8 u
10). B HekoTophIx BapuaHTax peanusanuy, aHTH—TREM2 aHTHUTENna no 1aHHOMY HW300pETeHHUIO
WHAYLUUPYIOT, MOBBILIAIOT, WX WHA4Ye YCUJIMBAKOT OJHY WJIM HECKOJbKO akTuBHOCTe TREM?2
10 JaHHOMY H300peTeHui0. B HeKoTOphIX BapuaHTax peanusaumu, aHTU—REM?2 anTutena mo
JAHHOMY HM300pPETEeHHI0O UMEIOT OJHY HJIM HECKOJIbKO M3 TaKWUX MOBBIEHHBIX aQPUHHOCTH U
(PYHKLIMOHAIBHBIX XapAaKTEPUCTHK MO CpaBHEHUIO ¢ aHTU—TREM2 aHTUTENOM, HMEIUM
BapuadeIbHY0 00JIaCTh TSIKEJION Lenu U BapuabesbHyI0 001acThb Jierkol nenu anturena AL2p—
h50 mmu AL2p—h77. Kpome TOro, Ha OCHOBaHUU Pe3yJbTaTOB, onucaHHbX B [lpumepax 2-11,
(dyHKIMOHANMBHBIE XapakTepucTUku aHTU—TREM2 anTHTen ¢ co3peBiueil apQpUHHOCTBIO IO
TAaHHOMY HM300pETEeHHI0, HE MOTYT OBbITh MpEACKa3aHbl MO MX NOBBIIIEHHOW adpduHHOCTH K
TREM2.

[0096] B Hekoropbix BapuaHTax peanuzanuu, aHTU—TREM2 anTHTEeNna mo maHHOMY
uszobperennro, nmeromue (have) Boicokyo adpduarocTs kK TREM2, mposiBISIFOT Clienyromnme
(yHKIMOHANBHBIE CBOMCTBA: CIIOCOOHOCTH MOBBINATh curHamm3anmo TREM2 kak B
pacTBOpUMOM, TaK M B HMMOOWJIM30BAHHOM Ha IulaHiiere Qopmare, CrnocoOHOCTh
CIOCOOCTBOBaTh  BBDKMBAHUIO IEPBHYHBIX YEJOBEYECKHMX MakpodaroB © IMEPBHYHBIX
YEJIOBEUECKUX JEHAPUTHBIX KJIETOK, CIIOCOOHOCTb CHIDKATh NMPOAYLUPOBAHUE PACTBOPHMOIO
TREM2 (sTREM2) kak in vitro nepBUYHBIMU Y€JIOBEYECKUMU MHEJIOUAHBIMU KJIETKaMHU, TaK U
in Vivo; ¥ UMEIOT OTHOCHTEJIbHO HIM3KYIO nosucnenududeckyro peaktuBHOCTh (PSR), koropas
ABJSIETCSl MepOH Hecnmenn(pUUecKoro CBs3biBaHUS. Kak packpbiTO B JaHHOM JIOKYMEHTE,
cospeBanne adpPUHHOCTH MOKET naBaTh BapuaHTbl aHTU—TREM?2 aHTHTEN, HMMeErOIHe Kak
NOBBIIIEHHYIO aQQUHHOCTD CBSI3bIBAHMS, TaK M MOBbIIIEHHYIO PSR (T.€., OTHOCUTENBHO BBICOKOE
Hecreu(pUUECKoe CBS3bIBAHKUE). XOTsS HEKOTOPbIE aHTHUTENA MO JAHHOMY H300pPETeHHIO, TaKue
kak AL2p-31 m AL2p—60, umeror Oonee BBICOKYIO ap(PUHHOCTH CBSI3BIBAHUS M JIyYIIHE
(yHKIMOHAJIbHBIE CBOWMCTBA, Ye€M APYTHe BapUAHThl AHTHTENA ¢ cO3peBlIeii appUHHOCTBIO, OHU
TaKXXe JEMOHCTPUPYIOT BBICOKY0O PSR M uMeT BBICOKHME YPOBHU (POHOBOTO CBSI3BIBAHS C
kinetkamu (cm., Hampumep, Ilpumep 12). Heoxwunanno, anturena AL2p—58 u AL2p-47
IEMOHCTPHPYIOT KaK BBICOKYIO aypUHHOCTD CBSI3bIBAHUS, TAK U OTHOCHTENBbHO HU3KYIO PSR mo
CPaBHEHHMIO C JIPYIMMH BBICOKOA(G(UHHBIMU BapHaHTAMH AaHTUTEN, TakuMu kak AL2p-31 u
AL2p—60, B TO ke BpeMs Takke 00nanasi CrtocOOHOCTBIO MOBBIIATh cUrHanu3anuio TREM2 kak
B pacTBOPHMMOM, Tak M B HMMOOWIM30BAaHHOM Ha IulaHImeTe (opmare, CrocoOCTBOBATH
BbDKMBAHHIO MEPBUYHBIX YEJNIOBEUECKUX MAaKpO(aros M MEPBUYHBIX YEIOBEUECKUX ACHIPUTHBIX
KJIETOK, M CHWXKaTh mnpoayuupoBanue pactBopumoro TREM2 (sTREM2) xak in vitro
NEPBUYHBIMHM YEJIOBEYECKHMMU MHEJNOUAHBIMH KJIETKaMM, TaKk W in vivo (CcM., Hampumep,
Ipumepsbi 2—12). Ha ocHOBaHMHM 3THX pe3yJbTATOB OBLIO HEOKUAAHHBIM, 4TO aHTuTena AL2p—

58 u AL2p—47 nemoHCTpupYyIOT BbICOKYIO apprrHOCTE K TREM2 1 XOpomue QpyHKIIMOHAIbHbIE
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CBOWCTBA 0€3 MPOSIBICHUS CKOJBKO—HUOyAb 3HaunMoi PSR mmm ¢oHOBOro CBs3BIBAaHUS C
KJIETKaMH.

[0097] Pesynbtatsl B Ilpumepe 9 Takke HEO)KMIAHHO NMPOJEMOHCTPUPOBAIH, YTO aHTH—
TREM2 antutena ¢ co3peniuel adpUHHOCTBIO 110 JaHHOMY M300peTeHmto, Takue kak AL2p—58
u AL2p—47, MHAYLUMPYIOT YBEJIHMYEHHE B HECKOJbKO COTEH pa3 JKM3HECIOCOOHOCTH KJIETOK
NEePBUYHBIX YEIOBEYECKUX MAKpo(aroB U IEHAPUTHBIX KJIeTOK (cM., Hanpumep, Tabmuua 14 u
®@ur. 8A u 8B). D10 PyHKIIMOHANTBHOE CBOWCTBO SIBJIIETCS] HEOXKMIAHHBIM, TOCKOJBKY AHTH—
TREM2 anturena c¢ cospeBiedl ap¢unHHOCTRIO, Takue kak AL2p-58 u AL2p-47,
JIEMOHCTPUPYIOT TOJIbKO mpubmusutenbHo 10—kparHoe yBenmudenue adpdunHoct (Kp)
cBs3piBaHusl ¢ TREM2-Fc uenoBeka Mo CpaBHEHHIO C MCXOIHBIM MBIIIUHBIM aHTU—REM2
aaturenioM AL2p (cm., Hanpumep, Tabauusl 1 u §8), HO YBETHUMBAIOT B HECKOJIBKO COTEH pa3
CBOIO CIIOCOOHOCTH MPOMOTHPOBATH KH3HECTTOCOOHOCTD KIIETOK. KpoMme TOro, HeOKUAAHHO, YTO
anatuteno AL2p—37, nMeroee npubIU3UTENbHO CX0XYI0 ad(hUHHOCTD cBsi3biBaHUsA ¢ AL2p—58
u AlL2p-47, wuMmeer OTHOCUTENBHO OOJiee HU3KYI0 CIIOCOOHOCTH  MPOMOTHPOBATH
JKU3HECTIOCOOHOCTD KJIeTOK, ueM AL2p—58 u AL2p—47.

beaxn TREM2

[0098] B onHOM acriekTe, HaHHOEe M300peTeHUE MPEAyCMaTPHUBAET aHTHTENA, KOTOpBIE
csizbiBaroTCs ¢ OenkoM TREM2 mo naHHOMY M300pETEHHIO C MOBBIIEHHOH aQpUHHOCTBIO H
UHIYLUUPYIOT OOHY WM Heckoibko aktuBHOcTell TREM2 w/mnm ycUIMBAaKOT OXHY WIIH
Heckonbko akTuBHOCTeH TREM2 mocne csasbiBanus ¢ 6enkom TREM?2, skcnpeccupyembiM B
KJIETKE.

[0099] benxku TREM2 no paHHOMY H300peTEHHIO BKIIIOYAIOT, O€3 OrpaHHuYeHUH,
yenoseueckuii 6eiok TREM2 (Ne noctyna Uniprot QONZC2; SEQ ID NO: 1), u 6enox TREM2
HE OTHOCAIIMXCS K YeNOBEKY MIICKOMMTAIOIIUX, TaKOH Kak MblmuHblil Oenmok TREM2 (Ne
nocryna Uniprot Q99NHS; SEQ ID NO: 2), 6enok TREM?2 kpeic (Ne noctyna Uniprot D3ZZ89;
SEQ ID NO: 3), 6enoxk TREM2 maxkaka—pe3yca (Ne noctyna Uniprot F6QVF2; SEQ ID NO: 4),
6enok TREM2 sBanckoro makaka (Ne mocryma NCBI XP 015304909.1; SEQ ID NO: 5),
koHckuii 6eok TREM2 (Ne noctyna Uniprot F7D6L0; SEQ ID NO: 6), 6eiok TREM2 cBuneit
(Ne moctyna Uniprot H2EZZ3; SEQ ID NO: 7), u cobauuii 6enok TREM2 (Ne noctyna Uniprot
E2RP46; SEQ ID NO: 8). B ucrnons3yeMoM B TaHHOM JOKyMeHTe 3HaueHnH “Oenok TREM?2”
OTHOCHUTCSl KaK K TIOCJIENOBATENIbHOCTH IHKOrO THIA, TaK M K MPHUPOAHOMY BapHAHTY
MOCJIEI0BATENBHOCTH.

[00100] TpurrepHslii peuentop, 3SKCIPECCUPYEMbI HAa MHUEJOUIHBIX KJIETKaX—2
(TREM2) mo—pa3nomy HasbiBaeHTCsi TREM-2, TREMZ2a, TREM2b, TREM2c, TpurrepHsiii
peLenTop, SKCOPECCUPYEMbI HAa MHUEJOUAHBIX KJIETKax—2a, W TPUITEPHBbIA pELEenTop
skcmpeccupyembiii Ha MoHouuTtax—2. TREM2 mnpencrasnser coboii mMemOpaHHBINH OelokK,
cocrositmii u3 230 amuaOKMcnor. TREM2 mpencrasisier co0oii IMMYHOTIIOOYJIMH—TIOJO0HBIN
peuenTop, 3KCIPECCHPYEMBbIii B OCHOBHOM Ha KJIETKAX MHEJIOUIHOTO MPOUCXOXKICHHS, BKIFOYAs,
0e3 orpaHundeHuii, mMakpodaru, AEHAPUTHBIE KJIETKH, MOHOLMTHI, KJIeTKU JlaHrepaHca KOXwu,

KyndepoBbl KIETKH, OCTEOKJACThl M MUKPOIVIMIO. B HEKOTOpBIX BapuaHTax peau3aluy,
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TREM?2 obpa3syer peuenTopHbI CUTHaJbHBIN komiuieke ¢ DAP12. B HeKOTOpPBIX BapuaHTax
peanuzauuu, TREM2 dochopunupyercss u nepenaer curnainel uepes DAP12 (amanTepHbrii
6enok nomena ITAM). B HekoTopbIx BapuaHTax peanuzauuu curammzanus TREM?2 npuBonut
Kk nociaenyromen aktusauuu PI3K wian apyrux BHYTpUKIETOYHBIX curHajios. Ha mMuenonmHbIx
kjaetkax, curHansl Toll-momoOHoro pementopa (TLR) BaxHBI Ui aKTHBALMH
¢yukumonnposannss TREM2, nampumep, B kKoHTekcTe oTBera Ha uHpekumro. TLR Taxke
UTpalOT KIKOYEBYIO pOJb B NATOJOTMYECKOM BOCHAJUTENBHOM OTBeTe, Hampumep, TLR,
SKCIIpeccupyemMble B Makpodarax v JeHIPUTHBIX KJIETKaX.

[0100] B  HexkoTOpbIX BapuaHTax peaju3alud, [pPUMEp AaMHHOKHUCIOTHOM

nocnenosatenbHocTd TREM?2 uenoseka npuseaeH Huke kak SEQ ID NO: 1:
10 20 30 40 50 60
MEPLRLLILL FVTELSGAHN TTVFQGVAGQ SLQVSCPYDS MKHWGRRKAW CRQLGEKGPC

70 80 90 100 110 120
QRVVSTHNLW LLSFLRRWNG STATITDDTLG GTLTITLRNL QPHDAGLYQC QSLHGSEADT

130 140 150 160 170 180
LRKVLVEVLA DPLDHRDAGD LWFPGESESF EDAHVEHSIS RSLLEGEIPF PPTSILLLLA

190 200 210 220 230
CIFLIKILAA SALWAAAWHG QKPGTHPPSE LDCGHDPGYQ LQTLPGLRDT

[0101] B Hekoropbix BapuanTax peamusaiun, TREM2 uenoBeka mpencrasisier coOon
NPENPOTENH, KOTOPBIM BKIKOYAET CUTHAJbHBIN MENTui. B HEKOTOpPbIX BapuaHTax peaau3alu,
TREM?2 uenoBeka npencrasisier coOoil 3penblii Oenok. B HEKOTOpBIX BapuaHTax peaH3aliuy,
spenbiii Oenok TREM2 He comepkUT CHTHaJbHBIA mentua. B HEKOTOphIX BapuaHTax
peanuzaruy, 3pensiii Oenok TREM2 skcnpeccupyercs Ha KieTke. B HEKOTOpBIX BapHaHTax
peanusauuu, TREM2 conep:XKUT CUTHAJIBHBIA MENTUJ, PACMOJOKEHHBI B aMUHOKHUCIOTHBIX
ocratkax 1-18 TREM2 wuenosexka (SEQ ID NO: 1); BHEKJETOYHbIH HMMYyHOIJIOOYJINH—
nono0HbINA noMeH BapuabenpHOro tumna (IgV), pacnosio’keHHbI B aMHHOKUCIOTHBIX OCTaTKax
29-112 of TREM2 wu4enoseka (SEQ ID NO: 1); HONONHUTENbHBIE BHEKJIETOYHBIE
MOCJIEIOBATEIbHOCTH, PACIOJIOKEHHbIE B AMHMHOKHCJIOTHbIX octatkax 113-174 TREM?2
yenoeka (SEQ ID NO: 1); TpaHcMeMOpaHHBIH AOMEH, PACIOJNOKEHHBI B aMUHOKHCIOTHBIX
ocratkax 175-195 TREM2 wuenoseka (SEQ ID NO: 1); U BHYTPUKIETOYHBIH JIOMEH,
PAaCIIONOKEHHBII B aMUHOKUCIOTHBIX ocTaTkax 196-230 TREM2 uenoseka (SEQ ID NO: 1).

[0102] TpauncmembOpannsiii pgomeH TREM?2 dejoBeka CONEpKUT  JIM3UH B
AMHUHOKHCIIOTHOM OCTaTke 186, KOTOpBII MOXET B3aUMOAEHCTBOBATH C aCMaparuiHOBOMN
kucioroii B DAPI12, xoropwlii mnpencraBiser coOOH KIFOUEBOH aJanTepHBIA  OEloK,
OCYLIECTBISOIMNA TpaHcAykuuro curHanuzanuu TREM?2, TREMI1 u apyrux poOAaCTBEHHBIX
YJIEHOB ceMeiicTra IgV.

[0103] Tomonorm TREM2 denoBeka BKIIOHUAIOT, 0€3 OrpaHUYSHHH, pELEnTop
ecrectBeHHOH kieTku—kmuiepa (NK) NK—p44 (NCTR2), nonumepHbIii UMMYHOTIIO0Y JIMHOBBIH
peuenrop (pIgR), CD300E, CD300A, CD300C, u TREML1/TLT1. B HekoTOpBIX BapHaHTaxX
peanuzauuu, NCTR2 umeer cxoacrso ¢ TREM2 B nomene IgV.



46

AHTH—-TREM2 anturena

[0104] OmnpeneneHHble acCHeKTbl NAHHOTO W300PETEHUS] OTHOCSTCS K aAHTUTENaM
(HarpuMep, MOHOKJIOHAJIbHBIM aHTHTEJaM), KOTopble crieruduuecku cBsasbiBatoTes ¢ TREM2 ¢
NoBbIIEHHON adPUHHOCTBIO. B HEKOTOPBIX BapuaHTax peaNu3aluM, aHTUTENA 10 JaHHOMY
n3o0peTeHnio cBs3bIBatOT 3penblii Oenok TREM2. B HekoTOphIX BapHaHTax peaiu3aluy,
aHTUTENA 10 JAaHHOMY H300peTeHHo CBs3bIBalOT 3penblii Oenok TREM2, mpu 3ToMm 3penbiii
6enox TREM2 skcnipeccupyercs Ha KjieTke. B HeKOTOpBIX BapHaHTax peajn3aliiy, aHTHTENa 10
IaHHOMY u300peTeHuio CBsi3piBalOT Oenok TREM2, skcnpeccupyeMblii Ha OJHOW WK
HECKOJIbKUX YeJIOBEYECKHX KJIETKAX, BbIOPAHHBIX M3 YEJIOBEYECKHX JEHAPUTHBIX KIIETOK,
YeJIOBEYECKHMX  Makpo(aroB, YeJOBEYECKHMX MOHOLUTOB, YEJOBEYECKHX  OCTEOKJIACTAX,
YeJIOBEYECKUX KiIeTKax JIaHrepaHca KOXKH, YeIOBEYeCKUX KyI(epOBbIX KIETKAX, YeJIOBEYECKON
MUKPOTJIHH, U JIFOOBIX UX KOMOUHAIHSIX.

[0105] B nHexotopeix BapuaHTax peaiusauuy, anTu—TREM?2 anTtuTena mo naHHOMY
n300peTeHnio cBs3biBatOTCs ¢ OenkoM TREM2 6e3 KOHKypeHIMH ¢, THTHOUPOBAHUS, U HHOTO
OJIOKMPOBAHUSI CBSI3BIBAHUSI OJHOTO WM HecKoJbkux jurannoB TREM2 ¢ 6enkom TREM?2.
IMpumepsl npurogueix jurannoB TREM?2 BkirovaroT, 0e3 orpanudenwii, quranasl TREM2,
JKcrpeccupyemble kjerkamu E. coli, anontoruueckue KIETKH, HYKJIEHHOBbIE KHUCJIOTHI
annonnble ununabl, APOE (anomunonporenn E), APOE2, APOE3, APOE4, annonnsiii APOE,
annoHHbli APOE2, anmonnbsiii APOE3, anuonneiii APOE4, nunuguposannbii APOE,
munuaupoanHbli  APOE2, nunupupoBanneii  APOE3, nunumuposanHeii  APOE4,
L[BUTTEPHOHHBIE JIUMUABL, OTPULATENBHO 3apsbkeHHble (ochonunuapl, (ocharuauncepus,
CyJb(aTUIbI, bochaTuanIxomH, C(PUHTOMUEJIHH, MeMOpaHHbBIe dbochomunuasl,
JIMITUIUPOBAHHBIE OENKH, MPOTEONUIUABL, JIMMHAUPOBAHHBIE MENTHIBI, M JIUIHIUPOBAHHBIMN
6era—amunonHblil nentua. COOTBETCTBEHHO, B HEKOTOPBIX BAPUAHTAX pPEATU3alNH, OJUH WIN
Heckonbko JuraHmoB TREM2 BkjouaroT kierku E. coli, amonToTuyeckue KIETKH,
HYKJIEUHOBBIE KHCJIOTBI, AHHUOHHBIE JIUMUIbL, I[BUTTEPUOHHBbIC JIMMHUABL, OTPHULATEIBHO
3apsbkeHHble  pochomununbr, Gocharupmncepun (PS), cynbdarunel, ¢GochaTHAUIXOIHH,
chunromuenua  (SM),  dochonunuabl,  TUOUIUPOBAHHBIE  OENKH,  MPOTEOJHIIHIBI,
JUMUANPOBAHHBIC IENITUABL, U JTUITUAUPOBAHHBIN O€Ta—aMUIONIHBIA NETTH.

[0106] B nHexotopeix BapuaHTax peanusauuu, aHTU—TREM?2 anTuTena mo naHHOMY
M300pETEHNIO HE WHTUOMPYIOT POCT OAHOM WJIM HECKOJIbKUX €CTECTBEHHBIX MMMYHHBIX KJIETOK.
B Hekoropeix BapmaHTax peanm3anuy, aHTH—IREM?2 aHTHUTENna Mo NaHHOMY H300pETEHHIO
CBSA3BIBAIOTCA C OAHOW WM HECKOJBbKUMH IEPBUYHBIMH HMMYHHBIMH KIETKAMU C
apPUHHOCTBIO, KOTOpasi OT matu pa3 A0 100 pa3 Bemue, yem st antu—TREM2 anTutena,
BbIOpanHOro u3 anTu—TREM2 anTHTENa, Comepikaiero BapruadebHy0 O0NacTh TSDKENOH ey,
CONepIKAIIY0 aMHHOKHCIOTHYIO mocienoBarenbHocTe SEQ ID NO: 27, u comepskariero
BapuabeNbHYI0 OOJIACTh JIETKOW LENH, COMAEPKAINYI0 AMHHOKHCJIOTHYIO IOCIENOBATEIbHOCTD
SEQ ID NO: 56; antu—TREM2 anTHTena, comepskamero BapuabenbHYI OONACTh TSKEJON
LIeTTH, COMEPIKAIYI0 aMHHOKUCIIOTHYI0 nocienosarenbHocts SEQ ID NO: 91, u BapnabenpHyro

00JIacTh JIETKOM IIeTH, COAep KaIlyI0 aMUHOKUCIOTHYI0 niocienoBareabHocTs SEQ ID NO: 103;
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u anti—TREM?2 antHTena, comepxkaiero BapuadbesbHy0 001acTh TSDKEION LeTH, COOEpIKaIIyIo
AMUHOKHUCJIOTHYIO TiochenosarenbHocTh SEQ ID NO: 119, u BapuabenbHyr0 00JacTh JIETKOU
LEMNH, COAEPKALIYI0 aMUHOKUCIOTHYIO mnocienoBareabHocTh SEQ ID NO: 120. B HexkoTOpbIX
BapuaHTax peanusanuy, aHTH—TREM2 anTuTena mno AaHHOMY H300pPETEHHUIO CBSA3BIBAIOTCS C
OJTHOW WJIM HECKOJIbKUMH INE€PBUYHBIMH HUMMYHHBIMU KJI€TKaMHu ¢ ap@HUHHOCTBIO, KOTOpas IO
MEHbLIEH Mepe B ISITh pa3 BbIlIE, IO MEHbLIEH Mepe B LIECTb pa3 BbIlle, 10 MEHbIIEH Mepe B
CeMb pa3 BbIlle, 10 MEHbLIEH MEpe B BOCEMb Pa3 BbIllIE, 10 MEHbILIEH MEPE B AEBATH pa3 BBILIE,
no meHbuieil mepe B 10 pa3 Brile, o MeHblel Mepe B 11 pa3 Bbliile, Mo MeHbLIEH Mepe B 12
pa3 Bblllle, 110 MeHbLIEH Mepe B 13 pa3 Bbllle, 10 MeHbLIEH Mepe B 14 pa3 Bbllle, IO MEHbIIEH
Mepe B 15 pas Belle, O MeHbLIEH Mepe B 16 pa3 Bbllle, 10 MeHbLIEH Mepe B 17 pa3 Bbllle, 1O
MeHblIel Mepe B 18 pas Bblle, 1O MeHblIeH Mepe B 19 pa3 Boile, o MeHbluell B Mepe 20 pas
BBILIIE, 10 MEHbIIEH Mepe B 21 pa3 Bellle, IO MeHbIIEH Mepe B 22 pasa BbILIE, 10 MEHBIIEH Mepe
B 23 pasa Bblllle, IO MEHbIIEH Mepe B 24 pasa Bbllle, IO MEHbIIEH Mepe B 25 pa3 Bbllle, IO
MEHbIIEH Mepe B 26 pa3 Bblllle, IO MEHbIIEH Mepe B 27 pa3 Bblllle, 10 MEHbIIEH Mepe B 28 pas
BbILIIE, IO MEHbLIEH Mepe B 29 pa3 Bbllle, IO MeHbLIeH Mepe B 30 pa3 Bblllle, 10 MEHBLIEH Mepe
B 35 pa3 Bblle, MO MeHblIeH Mepe B 40 pa3 Bbllle, MO MeHbLIEH Mepe B 45 pa3 Bullle, IO
MeHbIei Mepe B S0 pa3 Bbite, ueM aiist anTu—REM?2 anTurena, BeiOpanHoro u3 anti—1REM2
aHTHUTENa, CONEepJKAaIlero  BapHalenbHYr0  00JacTh  TSDKENOW — IeNH,  CONEPIKaIlyro
AMUHOKHUCJIOTHYIO TocienoBarenbHocTe SEQ ID NO: 27, m conmepkamero BapuaOelbHYIO
00JlacTh JIETKOW LIEMH, COAEPKAIYI0 aMHUHOKHUCIOTHYIO TocienoBaTenbHocTs SEQ ID NO: 56;
antn—-TREM?2 anTHTena, comepskamero BapruadeabHYI0 00JacTh TSKEJOW LEeNH, COAepIKaIIyIo
aMUHOKHUCJIOTHYIO mocienoBaTesbHOCTE SEQ ID NO: 91, u BapuaOenbHYIO 00JNACTh JIETKOM
LIEMH, COAEPIKALIYI0 aMUHOKHUCIOTHYIO nocnenoBaTeabHocTh SEQ ID NO: 103; u antu—TREM2
aHTUTENa, COAep)Kallero BapuaOenpHyr0  00NacTb  TSDKEJIOH — Ienu,  COAEpIKalIyro
aMUHOKHUCIIOTHYIO0 nocnenoBatenbHocTh SEQ ID NO: 119, u BapuabenbHyr 001acTh JIETKOH
LEeMNU, COAEp KAy aMUHOKUCIOTHYIO TocienoBaTeabHocTh SEQ ID NO: 120. B HekoTOpbIX
BapuaHTax peanu3anuu, aHTH—TREM2 aHTHTeNna mo AaHHOMY H300pETEHUIO CBS3BIBAIOTCS C
OJTHON WM HECKOJbKHUMH MEPBUYHBIMU UMMYHHBIMU KJIETKAMH CO CPeAHEeH WHTEHCHBHOCTBIO
dbayopecueniuu (MFI) B pmanazone 3nauenuit or 100 go 1500, wnu Oonbme 1500. B
HEKOTOpBIX BapuaHTax peanuszaund, aHTU—TREM?2 aHTHUTENa 1O AaHHOMY HW300pETEHHIO
CBS3BIBAIOTCSA C OAHON WMIJIM HECKOJbKUMH MEePBUYHBIMH HNMMYHHBIMHM KJIETKAMU CO CpefHel
uHTeHCUBHOCTRIO (uyopecueHimn (MFI), koropas cocraBiser mo MeHbiueid mepe 100, mo
MeHnbluen mepe 110, no menswmen mepe 120, no menbeit mepe 130, no mensmeln mepe 140, no
MeHblIen mepe 141, no menswmen mepe 150, no meHbeln mepe 152, no Mensmen mepe 155, no
MeHblIen mepe 159, no menbswmel mepe 160, no menben mepe 170, mo meHblen mepe 180, no
MeHblIen mepe 187, nmo menbwen mepe 190, no menbein mepe 194, no mensen mepe 195, no
MeHnbluen mepe 200, no Menbwen mepe 210, mo menbwein mepe 220, no MeHblen mepe 224, no
MeHbLIen mepe 230, no MeHblen mepe 235, no MeHbluen mepe 240, mo MeHblen mepe 250, 1o
MeHbLIen mepe 260, no MeHblen Mepe 262, no MeHbLen mepe 270, no menbwen mepe 280, no

MeHblIen mepe 288, no Menbnen mepe 290, o MeHbLuen mepe 296, no mMenswen mepe 300, no
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MeHnbluen mepe 310, no menbweln mepe 318, mo menswen mepe 320, mo MeHbLIeH Mepe 322, 1o
MeHbLIen mepe 327, no menbwen mepe 330, o meHbwen mepe 340, no mMenbwen mepe 350, no
MeHnbluen mepe 360, no Menbwen mepe 370, mo MeHbLen mepe 372, no menbwen mepe 380, no
Menbluen mepe 390, no menblen mepe 400, mo menbiuen mepe 408, nmo menbiuen mepe 410, o
MeHbLIel Mepe 413, o menbiuel mepe 420, no menbiel mepe 430, o mensiuel mepe 440, no
MeHbuIeld Mepe 450, mo Menbluel mepe 460, no menbiel mepe 470, no mensiuel mepe 480, mo
MeHnbuiel mepe 490, o menbiuel mepe 499, no menpuiel mepe 500, mo menpiuel mepe 510, o
MeHbluel mepe 520, no Menbel mepe 530, o MeHbluel Mepe 534, no MeHbluel mepe 540, o
MeHblIel mepe 547, no Menbluel mepe 550, o MenbLuel mepe 560, no Menbinel mepe 570, o
MeHblIel mepe 580, mo Menbuel mepe 590, no Menbiuel mepe 600, no MeHbiuel Mepe 610, o
MeHblIel mepe 620, no MeHblnel mepe 630, o MeHbLuel Mepe 640, no MeHbel mepe 650, no
MeHblIel mepe 660, no MeHblIel Mepe 662, o MeHbLuel Mepe 670, no MeHbnel mepe 680, no
MeHblIen mepe 690, no Menblnel mepe 700, mo MeHbiuel mepe 710, mo mensiuen mepe 720, no
MeHbluen mepe 730, no MeHbwen mepe 740, no menbuel mepe 750, no Menben mepe 760, no
MeHnbluen mepe 770, no Menbwen mepe 780, mo MeHbiuel mepe 790, no Mensmen mepe 800, no
MeHnbluen mepe 810, no Menbwen mepe 820, o MeHbiuel mepe 830, mo Menbiuen Mepe 840, o
MeHnblIen mepe 850, no Menbel mepe 860, mo meHbueln mepe 870, no mMenben mepe 880, no
MeHnblIen mepe 890, no mMenbwen mepe 900, no menben mepe 910, no mMensmen mepe 920, no
MeHnblIen mepe 930, no Menbwen mepe 940, o Menbuen mepe 950, no Menbluel Mepe 960, o
MeHbLIen Mepe 970, no menpliel mepe 980, no menbLuel Mepe 990, o menpuieit mepe 1000, o
MeHnbLuen Mepe 1035, no menpiieit mepe 1110, mo menben mepe 1120, no menpiieit mepe 1130,
no menpuiert mepe 1140, mo menbwen mepe 1150, mo menbuiein mepe 1160, no MeHblel Mepe
1170, no menpiiein Mmepe 1180, mo menbiueln mepe 1190, no menbmen mepe 1200, no meHbLien
mepe 1210, mo mensbiuein Mepe 1220, mo menpmein mepe 1230, mo Menbweil mepe 1240, no
Mmenbuiel Mepe 1250, no menbineit mepe 1260, no mensiuel mepe 1270, o menpiieit mepe 1280,
no meHbuieit mepe 1290, no menbiuel Mepe 1300, no menpiieit mepe 1310, mo MeHbLIel Mepe
1320, no menbiuei mepe 1330, mo menbiueii mepe 1340, no menspinei mepe 1350, mo MeHbIIEH
Mepe 1360, mo menbwein mepe 1370, no menpueit Mepe 1380, mo mensineln mepe 1390, no
MeHnbluen Mepe 1400, no menpieit mepe 1410, mo menbiuei Mepe 1420, no menpieit mepe 1430,
no menbuieil mepe 1440, no menblnen mepe 1450, no menplieil mepe 1460, no MeHbIIENH Mepe
1467, no menpieit mepe 1470, mo menpel mepe 1480, mo menbiieit mepe 1490, wim no
MeHbliern Mepe 1500. B HekoropeIx BapuaHTtax peanusauuu, MFI omnpepensror npu
temneparype npudbnusutenasHo 25 °C. B HeKOTOpbIX BapuaHTax peanusaunu, Kp onpenensior ¢
UCTIOJNIb30BAHUEM MOHOBAJICHTHOTO aHTUTENa (Hanpumep, Fab) ninn monHopazMepHOro aHTutena
B MOHOBaJEeHTHOW (Qopme. MeToasl MNPUTrOTOBIEHHUS W BBIOOpPA AHTUTEN, KOTOpPBIE
B3aMMOAEHCTBYIOT M/HJIH CO Crielu(UIHOCThIO CBsi3biBatOTCsi ¢ TREM2, omucaHbl B TaHHOM
nokymeHnre. (Hanpumep, cM. Ilpumepsi 1 u 2).

[0107] B nexotopeIx BapuaHTax peanusauuy, aHTu—TREM?2 anTtuTena mo naHHOMY
M300pPETeHHIO KJIACTEPHU3YIOTCS M aKTUBHUPYIOT curHanm3anuio TREM2 B komn4ecTBax KOTOpbIE

no MenbInei mepe B 0,5 pa3 Oosbie, o menbiieii mepe B 0,6 pa3 OoJiblle, M0 MEHBIIEH Mepe B
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0,7 pa3 Oonbire, mo MeHbIneii Mepe B 0,8 pas Oonblue, mo MeHbineil Mepe B 0,9 pas Oosnblue, 1Mo
MeHbIIel Mepe B 1 pa3 Oonblie, Mo MeHbIIeH Mepe B 2 pasza 0oJblie, o MEeHbLIeH Mepe B 3 pasa
Oogpie, MO MeHbIIEH Mepe B 4 pasza OoJiblle, IO MeHbINEH Mepe B 5 pa3 Ooublle, 10 MEHbIIeH
Mmepe B 6 pa3 Oosblle, O MeHblLIeH Mepe B 7 pa3 Oosblile, IO MeHbIIEH Mepe B 8 pa3 Ooublile, 1O
MeHblIeH Mepe B 9 pa3 Oosblie, win no MeHbieid mepe B 10 pa3s Oonblue, yem 1 aHTH—
TREM?2 anturena, BbiOpanHoro usz aHtu—TREM?2 aHTHTena, comepskaliero BapHaOeNbHYIO
00J1aCTh TSDKENOH LeTH, COAepIKaIlyI0 aMHHOKUCIIOTHYIO nocienosarenbHocTe SEQ ID NO: 27,
U CcomeplKamero BapuabenbHYH O0JNACTh JIETKOM ILenu, COAEpPKAIYH0 aMHHOKHCIOTHYIO
nocienosarenibHocTh SEQ ID NO: 56; antu—TREM?2 antutena, comepkamero BaprHadeIbHYO
00J1acTh TSOKEJION LIEMH, COAEePIKAIIy0 aMUHOKUCIIOTHYIO nochenoBaTeibHocTh SEQ ID NO: 91,
U BapuabenbHyI0 00JIaCTh JIETKOH LeMH, CONEPIKAIlyI0 aMHMHOKHUCIOTHYIO TOCJIEA0BATEIbHOCTD
SEQ ID NO: 103; u antu—TREM2 antuTeNna, copepskaliero BapuadesbHy0 00JacTh TSKEIOH
LMy, COAEPIKAIMYyKd aMHUHOKHUCIOTHYI0 mnocienoatensHocth SEQ ID NO: 119, w
BapHuabeNbHYI0 OOJIACTh JIETKOW IIeTH, CONEPIKAINYI0 AMHHOKHCIIOTHYIO ITOCIIENOBATEIbHOCTD
SEQ ID NO: 120.

[0108] B nHexotopelx BapuaHTax peanusauuy, aHTu—TREM?2 aHTuTena mo naHHOMY
U300pETEeHUIO KJIACTEPU3YIOTCST M aKTUBUPYIOT curHammszanmio TREM2 B KkojoudecTsax,
HUMEOIUX 3HAUEHHNE B AMANa30He OT NPUMeEpHO 1—KpaTHOro no cpasHeHuro ¢ koHTposem (FOC
— fold over control) mo mpumepno 30-kpatHoro mo cpaBHeHutro ¢ koHtpoiem (FOC). B
HEKOTOpBIX BapuaHTax peanuzauny, aHTU—IREM?2 aHTHTENa 1O AaHHOMY H300pETEHHIO
KJIACTEPU3YIOTCSI M AKTUBUPYIOT curHainuszauuio TREM?2 B koinuecTBax, SIBJIAIOLIMXCS 10
MeHblIel Mepe l-kpaTHeiMu mo cpaBHeHMIO ¢ KoHTpojeM (FOC), mo menbmiedn mepe 1,1-
KpaTHbIMU 10 cpaBHeHutro ¢ koHtpoieM (FOC), mo wmenbiel mepe 1,2—-kpaTHbIMH IIO
cpaBHeHMIO ¢ koHTposieM (FOC), no menbiieit Mepe 1,3—KpaTHBIMU MO CPABHEHUIO C KOHTPOJIEM
(FOC), mo menbieri mepe 1,4—kpatHeiMu 10 cpaBHeHHI0 ¢ KoHTposeM (FOC), mo meHsbiuei
mepe 1,5-kpatHbiME 110 cpaBHeHHIO ¢ KoHTposieM (FOC), mo menbliei mepe 1,6—KpaTHBIMU 11O
cpaBHeHnto ¢ koHTposieM (FOC), mo menbLieit mepe 1,7—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbweit mepe 1,8—kpaTHeiMu 1o cpaBHeHuto ¢ koHTpojdeM (FOC), mo meHnbiuei
mepe 1,9—kpatabiME o cpaBHeHUIO ¢ KoHTposieM (FOC), mo menbliei Mepe 2—KpaTHbIMU T10
cpaBHeHnto ¢ koHTposieM (FOC), mo menbieit mepe 2,1—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbweit mepe 2,2—kpaTHeIMH 10 cpaBHeHUIO ¢ kKoHTposieM (FOC), mo mensiueit
Mmepe 2,3—KkpaTHbIMH 10 cpaBHeHHIO ¢ koHTposieM (FOC), mo menbLiei mepe 2,4—KpaTHBIMU 110
cpaBHeHmto ¢ koHTposieM (FOC), mo menbLIeit Mepe 2,5—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbeit mepe 2,6—kpaTHeIMH 10 cpaBHeHUIO ¢ KoHTposieM (FOC), mo mensueit
Mmepe 2,7-KpaTHbIMH 110 cpaBHeHHIO ¢ KoHTposeM (FOC), mo menbeit mepe 2,8—KpaTHbIMU 11O
cpaBHeHnto ¢ koHTposieM (FOC), mo menbLieit Mepe 2,9—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), 3—kpatabivu 1o cpaBHeHHto ¢ KoHTposieM (FOC), mo mensbeii mepe 3,1—-KpaTHbIMH 11O
cpaBHeHHto ¢ koHTposieM (FOC), mo meHbieit Mepe 3,2—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbweit mepe 3,3—kpaTHbiMH 10 cpaBHeHUIO ¢ KoHTpojieM (FOC), mo mensiueit

Mepe 3,4—kpaTHbIMH 10 cpaBHeHHIO ¢ koHTposieM (FOC), mo mensliel mepe 3,5—KpaTHbIMHU 11O
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cpaBHeHnto ¢ koHTposieM (FOC), mo menbLieit Mepe 3,6—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbweit mepe 3,7-kpaTHbIMH 10 cpaBHeHHIO ¢ KoHTposieM (FOC), mo mensiueit
mepe 3,8—kpaTHbIMH 10 cpaBHeHHIO ¢ KoHTposieM (FOC), mo mensliel mepe 3,9—KpaTHbIMHU 11O
cpasHenuto ¢ koutpojem (FOC), 4—kpaTHbiMu 1o cpaBHeHuIo ¢ koHTposeM (FOC), mo mMeHblieit
Mmepe 4,1-kpaTHbiMH 110 cpaBHeHHIO ¢ koHTposieM (FOC), mo mensliel mepe 4,2—KpaTHBIMHU 110
cpaBHeHMIO ¢ koHTposieM (FOC), no menbLieit Mepe 4,3—KpaTHBIMU MO CPABHEHUIO C KOHTPOJIEM
(FOC), mo menbieri mepe 4,4—kpatHeiMu 10 cpaBHeHHI0 ¢ KoHTposeM (FOC), mo meHsbiuei
mepe 4,5—-kpaTHbIMH 10 cpaBHeHHIO ¢ KoHTposieM (FOC), mo menbliei mepe 4,6—KpaTHBIMU 110
cpaBHeHHto ¢ koHTposieM (FOC), mo menbLieit Mepe 4,7—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbeit mepe 4,8—kpaTHeiMu 10O cpaBHeHUO ¢ kKoHTpojdeM (FOC), mo meHbuei
mepe 4,9—kpatHeiMu 1O cpaBHeHUIO ¢ KoHTpojeM (FOC), 5—kpaTHbIMH TO CpaBHEHHIO C
koHTposaeM (FOC), mo mensbiueii mepe 5,1-kparabpiMu o cpaBHeHHIO ¢ KoHTposieM (FOC), mo
MeHbIIeH Mepe 5,2—kpaTHeIMH 1O cpaBHeHHIO ¢ koHTposeM (FOC), mo mensmmeit mepe 5,3—
KpaTHbIMU 10 cpaBHeHut0 ¢ KoHTpodeMm (FOC), mo wmeHblieli mepe S5,4—KpaTHBIMH II0
cpaBHeHmto ¢ koHTposieM (FOC), mo MeHbLIei Mepe 5,5—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbeit mepe 5,6—kpaTHeIMH 10 cpaBHeHUIO ¢ KoHTposieM (FOC), mo mensueit
mepe 5,7-kpaTHbIMH 10 cpaBHeHHIO ¢ KoHTposeM (FOC), mo menseii Mepe 5,8—KkpaTHbIMU 11O
cpaBHeHnto ¢ koHTposieM (FOC), mo menbLIeit Mepe 5,9—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), 6—xpatabivu 1o cpaBHeHHto ¢ KoHTposieM (FOC), mo mensbieii mepe 6,1—-kpaTHbIMH 11O
cpaBHeHnto ¢ koHTposieM (FOC), no menbLieit Mepe 6,2—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbeit mepe 6,3—kpaTHbIMH 10 cpaBHeHUIO ¢ KoHTposieM (FOC), mo mensiueit
Mmepe 6,4—kpaTHbIMH 10 cpaBHeHHIO ¢ koHTposieM (FOC), mo meHsliel mepe 6,5—KpaTHbIMHU 11O
cpaBHeHMI0 ¢ koHTposieM (FOC), no menbLieit Mepe 6,6—KpaTHBIMHU IO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbieit mepe 6,7-kpaTHbIMH 1O cpaBHeHUO ¢ KoHTpojem (FOC), mo meHbiueit
mepe 6,8—kpaTHbIMU 1O cpaBHeHHUI0 ¢ koHTposieM (FOC), nmo meHbliueii Mepe 6,9—KpaTHBIMH IO
cpaBHeHuto ¢ koutpojieMm (FOC), 7-kpaTHbiMu 1o cpaBHeHut0 ¢ koHTposieM (FOC), mo MeHblei
mepe 7,1-kpaTHbIMH 10 cpaBHeHHIO ¢ KoHTposieM (FOC), mo mensliei mMepe 7,2—KpaTHBIMU 110
cpaBHeHnto ¢ koHTposieM (FOC), mo menbLIeit Mepe 7,3—KpaTHBIMHU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbieit mepe 7,4—kpaTHeIMH 10 cpaBHeHUIO ¢ KoHTpojeM (FOC), mo meHbuei
mepe 7,5—-kpaTHbIMH 10 cpaBHeHHIO ¢ koHTposieM (FOC), mo mensliei mepe 7,6—KpaTHBIMU 110
cpaBHeHHto ¢ koHTposieM (FOC), o menbLIeit Mepe 7,7—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbeit mepe 7,8—kpaTHbeiMH 10 cpaBHeHUIO ¢ KoHTpojieM (FOC), mo mensineit
mepe 7,9—kpatHeiMH 1O cpaBHeHHIO ¢ KoHTpojieM (FOC), 8—kpaTHbIMH TO CpaBHEHHIO C
koHTposaeM (FOC), mo mensbiueii mepe 8,1-kparabiMu o cpaBHeHHIO ¢ KoHTposieM (FOC), mo
MeHbInel Mepe 8,2—kpaTHbIMU 1O cpaBHeHHIO ¢ koHTposeM (FOC), mo mensmeit mepe 8,3—
KpaTHbIMU 10 cpaBHeHHIO ¢ kKoHTposeM (FOC), mo wmeHblieir mepe 8,4—KpaTHBIMH TII0
cpaBHeHnto ¢ koHTposieM (FOC), mo menbLIeit Mepe 8,5—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbweit mepe 8,6—kpaTHbiMH 10 cpaBHeHHIO ¢ KoHTpojieM (FOC), mo mensueit
mepe 8,7-kpaTHbIMH 10 cpaBHeHHIO ¢ KoHTposieM (FOC), mo mensbineit Mepe 8,8—KkpaTHbIMU 11O

cpaBHeHHto ¢ koHTposieM (FOC), no menbLieit Mepe 8,9—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
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(FOC), 9—xpatabivu 1o cpaBHeHHto ¢ KoHTposieM (FOC), mo mensbeii mepe 9,1—kpaTHbIMH 11O
cpaBHeHmto ¢ koHTposieM (FOC), mo menbLIei Mepe 9,2—KpaTHBIMU MO CPABHEHHUIO C KOHTPOJIEM
(FOC), no menbweit mepe 9,3—kpatHbiMH 10 cpaBHeHHIO ¢ KoHTposieM (FOC), mo mensiueit
mepe 9,4—kpaTHbIMH 10 cpaBHeHHIO ¢ koHTposieM (FOC), mo mensliel mepe 9,5—KpaTHbIMHU 11O
cpaBHeHMIO ¢ koHTposieM (FOC), no meHbliel Mepe 9,6—KpaTHBIMHU IO CPAaBHEHHIO C KOHTPOJIEM
(FOC), no menbieit mepe 9,7-kpaTHbiMH 1O cpaBHeHUO ¢ KoHTposiem (FOC), mo meHbiueit
mepe 9,8—kpaTHbIMU 1O cpaBHeHHUI0 ¢ koHTposieM (FOC), nmo menblueii Mepe 9,9—kpaTHBIMH IO
cpaBHeHnto ¢ koHTposeM (FOC), mo meHbineli mepe 10—KpaTHBIMU MO CPABHEHUIO C KOHTPOJIEM
(FOC), no menbiueit mepe 11—kpaTtHbiMu 1o cpaBHeHHIO ¢ KoHTpoJieM (FOC), mo mMeHbIel mepe
12—kpatHeiMu 10 cpaBHeHUr0 ¢ KoHTpojeMm (FOC), mo menbuieir mepe 13—kpaTHbIMH TIO
cpaBHeHnto ¢ kKoHTposeM (FOC), mo meHbneli mepe 14—KpaTHBIMU MO CPABHEHUIO C KOHTPOJIEM
(FOC), no menbiueit mepe 15—kpaTHpiMu 1o cpaBHeHHIO ¢ KoHTpoJieM (FOC), mo mMeHbIeli Mepe
16—kpatHeiMu 10 cpaBHeHUIO ¢ KoHTpodeM (FOC), mo menbmielr mepe 17—kpaTHbIMH TIO
cpaBHeHnto ¢ kKoHTpoJeM (FOC), mo meHbneli mepe 18—KpaTHBIMU MO CPABHEHUIO C KOHTPOJIEM
(FOC), no menbiueit mepe 19—kpaTHeiMu 10 cpaBHeHHIO ¢ KoHTposeM (FOC), mo meHbluel mepe
20-kpatHeiMH 110 cpaBHeHUr0 ¢ koHTpojeM (FOC), mo menbuieir mepe 21-KpaTHbIMH TIO
cpaBHeHnto ¢ koHTpoJeM (FOC), mo meHbeli Mmepe 22—KpaTHBIMHU IO CPABHEHUIO C KOHTPOJIEM
(FOC), no menbiueit Mepe 23—KkpaTHbIMU IO cpaBHEHHIO ¢ kKoHTposeM (FOC), mo meHbleii mepe
24—xpatHeiMu 110 cpaBHeHUr0 ¢ koHTpojeM (FOC), mo menblield mepe 25—KpaTHbBIMH IO
cpaBHeHnto ¢ kKoHTpoJeM (FOC), mo meHbIneli Mmepe 26—KpaTHBIMHU O CPABHEHUIO C KOHTPOJIEM
(FOC), no menbiueit Mmepe 27—kpaTHeiMU 110 cpaBHeHHIO ¢ KoHTpoJeM (FOC), no menblueli mepe
28—xpatHeiMu 10 cpaBHeHut0 ¢ koHTpojeM (FOC), mo menbuielr mepe 29—KpaTHbBIMH IO
cpaBHeHnto ¢ koHTposneM (FOC), unm mo mensbmeil mepe 30-KpaTHBIMH IO CPaBHEHHUIO C
koHTposieM (FOC). B HekoTOpbIX BapuaHTax peanu3aliy, KIaCTepPH3aLUI0 M aKTUBALUIO
curHanusauuu TREM2 omnpenenstor npu 37 °C ¢ UCnonb30BaHHEM MOHOBAJIEHTHOTO aHTHUTENA
(mampumep, Fab) wnm mnomHOpa3mepHOro aHTHMTeNna B MOHOBaJeHTHOH Qopme. CrocoOb
WU3MEPEHHUsI KJIaCcTepU3aluu U aktuBauuu curHanusauud TREM?2 onucaHbsl B JaHHOM AOKYMEHTE
(marmpumep, cm. llpumep 3).

[0109] B nexotopeix BapuaHTax peanusauuy, anTu—TREM?2 antuTena mo naHHOMY
300pETEHNIO TOBBIIAOT BBKMBAEMOCTh UMMYHHBIX KJIETOK in Vitro IO CTEMEeHH, KOTopasi Mo
MEHBbIIEH Mepe B MOJATOpa pa3a BbILIE, IO MEHBIIEH Mepe B [1Ba pasa BhILIE, 10 MEHbIIEH Mepe B
TPH pas3a BBbILLE, 10 MEHbIIEH Mepe B YeThIpe pas3a BbILIE, [0 MEHbLIEeH Mepe B MATh pa3 BhIIIE,
IO MEHBIIEN Mepe B LIECThb pa3 BbILIE, 10 MEHbIIEH MEPE B B CEMb pa3 BBILIE, [0 MEHBbIIEH Mepe
B BOCEMb pa3 BbILIE, IO MEHbLIEH Mepe B AEBATh pa3 BbILIE, IO MeHbLIeH Mepe B 10 pa3 Bbie,
1o MeHblIe Mepe B 11 pa3 Belle, MO MeHbIIEH Mepe B 12 pa3 Bblllle, IO MeHbLIEH Mepe B 13
pa3 Bbllle, [0 MEHbLIEN Mepe B 14 pa3 Bbllle, IO MeHbLIEH Mepe B 15 pa3 Bbllle, IO MEHbLIEH
Mepe B 16 pas Bblle, IO MeHbIIEH Mepe B 17 pa3 Bellle, IO MeHbLIEH Mepe B 18 pa3 Bblle, 1O
MeHbLIeH Mepe B 19 pas Bbile, Mo MeHblIeH Mepe B 20 pa3 Bbllle, IO MeHbLIER Mepe B 21 pa3s
BbILIE, IO MEHBbLIEH Mepe B 22 pasa BbILIE, 10 MEHbLIEH Mepe B 23 pa3a BbILIE, 10 MEHbIIEH

Mepe B 24 pasa BbIllE, 10 MEHbIIEH Mepe B 25 pa3 BILIE, [0 MEHbIIEH Mepe B 26 pa3 BbILIE, 11O
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MeHbLIEeH Mepe B 27 pas Bblllle, IO MEHbIIEH Mepe B 28 pa3 Bbllle, 10 MEHbLIEH Mepe B 29 pa3
BbILlIE, IO MeHbLIEH Mepe B 30 pa3 BbllIE, 10 MEHbLIEH Mepe B 35 pa3 BbILIE, 10 MEHbLIEH Mepe
B 40 pa3 Bbllle, IO MeHbLIEH Mepe B 45 pa3 Bblle, O MeHbLIeH Mepe B 50 pa3 Bellle, IO
MEHbIIEH Mepe B 55 pas Bbllle, IO MeHbILIEeH Mepe B 60 pa3 Bellle, 10 MEHbLIEH Mepe B 05 pa3s
BbILLIE, IO MeHbIIEH Mepe B 70 pa3 BbIlle, IO MEHbIIEH Mepe B 75 pa3 Bhllle, 10 MEHbLIEH Mepe
B 80 pa3 BbIlIE, IO MeHbLIEH Mepe B 85 pa3 Beiule, 0 MeHblIeH Mepe B 90 pa3 Bblle, MO
MeHbIIel Mepe B 95 pa3 Beille, WK 1o MeHblIe mepe B 100 pa3 Bbie, uem aist antu—  REM2
aHTUTeNa, BbIOpaHHOro u3 aHTU—TREM2 aHTuTEeNa, comep:kamiero BapuaOeabHYK 00JacTh
TSDKEJION LIeTH, COAeP KaIlyld aMUHOKHCJIOTHYH mnocienoBatenbHOCTh SEQ ID NO: 27, u
coleprKaliero BapuadeNbHy0 00JacTh JIErKOH IIeMH, COAEPKAIIYE) aMHUHOKHCIIOTHYIO
nocienosatenbHOCTh SEQ ID NO: 56; antu—TREM?2 antuTena, copepskamero BapruadeIbHYO
00JIacTh TSIKEJION LIEMH, COAEePKAIIy0 aMUHOKUCIIOTHYIO nochenoBateibHocTh SEQ ID NO: 91,
U BapuabenbHy0 00JIaCTh JIETKOH LeMH, CONEpIKaIlyl0 aMUHOKHCIOTHYIO MOCIIEN0BATEIbHOCTD
SEQ ID NO: 103; u antu—TREM2 anTurena, comepkamero BapuadbeapbHyI0 00JacTh TSDKETION
LEeNy, COAEPIKAIMYyKd aMHUHOKHCIOTHYI0 mnocienoarenbHocth SEQ ID NO: 119, w
BapuabeNbHYI0 OONAcTh JIETKOW MM, COAEPKAINYI0 AaMHHOKHCIOTHYIO IOCIENOBATEIbHOCTD
SEQ ID NO: 120.

[0110] B HekoTophIX BapuaHTax peanu3anuy, crocodHocts aHTU—TREM2 antuTen mo
TAHHOMY HM300pETeHHIO MOBBINATh BBDKMBAEMOCTh MMMYHHBIX KJIETOK in VItro ONpenesstoT
nyteMm onpeneneHus: romaan nox kpusoil (IIIIK) kpuBBIX pocTa NMEPBHYHBIX HMMYHHBIX
KJIETOK B KyJbType, KoTOpble oOpabateiBanu aHTH—TREM2 aHTHUTENnamMu 1O JaHHOMY
n300pereHnio. B HekoTOpbIX BapwaHTax peanuzauuu, aHtu—TREM?2 aHTHTENna mo maHHOMY
N300pETEHHNIO MOBBIINAIOT BBDKUBAEMOCTh UMMYHHBIX KJeTok in vitro ¢ ITIIK, kotopas umeer
3HaueHue B auanasoHe oT npumepHo 200000 no npumepro 1500000. B HEeKOTOPBIX BapUaHTax
peammzanyu, aHTH—TREM2 anTuTEeNna Mo JaHHOMY HM300pPETEHHIO TMOBBILIAIOT BBLDKUBAEMOCTH
UMMYHHBIX KJeTok in vitro c IITIK, kortopas cocraBnser mo Mmesbinedr mepe 200000, mo
Menbluel mepe 210000, mo menbiuenn mepe 220000, no menpiiein Mepe 230000, nmo MeHbLIEH
mepe 240000, no menbiuel Mepe 250000, no mensiuel Mepe 260000, no menbiueit mepe 270000,
no MeHbluen mepe 280000, nmo menbLuel mepe 290000, mo menpiuei mepe 300000, mo MeHbLIEH
mepe 310000, no menbielt mepe 320000, no mensieit mepe 330000, no menpieit mepe 340000,
no MmeHblued mepe 350000, mo menpiuen mepe 360000, nmo menpuiel mepe 370000, mo MeHbLIEH
mepe 380000, no menbinel Mepe 390000, no mensiuel mepe 400000, no mensiueit mepe 410000,
no Menbinen mepe 420000, no mensinel mepe 430000, no mensiuel mepe 440000, mo MeHbIIeH
mepe 450000, no menbinen Mepe 460000, no mensiuei mepe 470000, no mensiueit mepe 480000,
no Menbluen mepe 490000, no menbuen mepe 500000, mo menpiuen mepe 510000, mo MeHbLIEH
mepe 520000, no menbmen mepe 530000, no menbuieit mepe 540000, no menpieit mepe 550000,
no Menbluen mepe 560000, mo menpiuel mepe 570000, mo menpuien mepe 580000, mo MeHbLIEH
mepe 590000, no menbnen Mepe 600000, mo mensiuel Mmepe 610000, mo menbiueit mepe 620000,
no Menblien mepe 630000, mo menbwen mepe 640000, no menbiuel mepe 650000, o MeHbLIEH

mepe 660000, mo menbLnen Mepe 670000, mo mensiueir mepe 680000, o menpiiel mepe 690000,
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no menbluen mepe 700000, mo menbien mepe 710000, mo menpiuen mepe 720000, mo MeHbLIEH
mepe 730000, mo menpiien Mmepe 740000, no menbiueit mepe 750000, mo menbiueit mepe 760000,
no MenbLuen mepe 770000, mo menpen mepe 780000, no menbiuen mepe 790000, o meHbLIEH
mepe 800000, nmo menbiien mepe 810000, mo menbien mepe 820000, mo menbiieit mepe 830000,
no menbiueil Mepe 840000, no menpiuel Mepe 850000, no Menpuieit mepe 860000, Mo MeHbLIeH
mepe 870000, mo menbineit mepe 880000, no menbiieit mepe 890000, no menbuiel mepe 900000,
no Menbliel Mepe 910000, no mensiuel mepe 920000, no menbiueit mepe 930000, mo MeHbIIEH
Mmepe 940000, no menbiuel Mepe 950000, no mensiuel mepe 960000, o menbiueit mepe 970000,
no MeHbineit mepe 980000, no menbiiei mepe 990000, no menbiueit mepe 1000000, mo MeHbLIEH
mepe 1010000, no menbwenn Mepe 1020000, no menbwen Mepe 1030000, mo MeHbluel Mmepe
1040000, no menbiueit Mmepe 1050000, nmo menbiuei mepe 1060000, no menbiuei mepe 1070000,
no menpuier mepe 1080000, mo menpmeit mepe 1090000, mo menepmeit mepe 1100000, mo
Menbluen Mepe 1110000, no mensiueit mepe 1120000, no menpiieit mepe 1130000, no menbluei
mepe 1140000, no menbwein mepe 1150000, nmo menpuieit mepe 1160000, mo menbmen mepe
1170000, no menbiueit Mmepe 1180000, mo menbiueit mepe 1190000, no menbiueit mepe 1200000,
no Mmenbinel mepe 1210000, mo menbwenn mepe 1220000, mo menbwmein mepe 1230000, no
menbuien Mmepe 1240000, mo menbiiei mepe 1250000, no menpuieit Mmepe 1260000, mo MeHbLIEH
mepe 1270000, no menbwein mepe 1280000, mo menpmeit mepe 1290000, mo MeHblueld Mepe
1300000, no menbiuen mepe 1310000, no mensmien mepe 1320000, no mensiuel mepe 1330000,
no menpuien mepe 1340000, mo menpien mepe 1350000, mo menpwieir mepe 1360000, mo
MenbLuen Mepe 1370000, no menpiieit mepe 1380000, no menbueln mepe 1390000, o menbLIen
mepe 1400000, mo menbmeir mepe 1410000, mo menpuieir mepe 1420000, mo meHblIen mepe
1430000, no menbiuei mepe 1440000, no menbiieit mepe 1450000, no menbiueii mepe 1460000,
no Menblueil mepe 1470000, no mensiueli mepe 1480000, mo menpiiei mepe 1490000, unu no
menbpuie Mepe 1500000. B HEKOTOpBIX BapHaHTax peanu3aliy, BbDKUBAEMOCTb WMMYHHBIX
KJIETOK in vitro usmepsitoT npu 4 °C ¢ UCMOIb30BAHUEM MOHOBAJIEHTHOTO aHTUTENA (HApuMep,
Fab) wnm nonHOpasmepHOro aHturena B MOHOBajeHTHOH Qopme. CrnocoObl H3MepeHus
BbDKMBAEMOCTH MMMYHHBIX KJIETOK in Vitro OMHMCaHbl B JaHHOM IOKYMEHTe (Hampumep, CM.
IIpumep 3).

[0111] B nHexotopeix BapuaHTax peaiusauuy, anHTu—TREM?2 anTuTena mo naHHOMY
U300pETEHNI0 MMEIOT TMEPUOJ MOJYBBIBENEHUS in Vivo, MEHBIIHUN, YeM JJIsl YeIOBEYECKOro
KoHTposbHOrO anturena IgGl. B Hekoropbix BapuaHTax peanuszanuu, anTu—TREM2 anTtutena
10 JAHHOMY H300PETeHHI0 UMEIOT MEePHOA MOTYBBIBEACHHUS 1N Vivo, KOTOPBII MO MEHbIIEH Mepe
B MOJITOpA pa3a HIKe, 10 MEHbILIEH Mepe B 1BA pa3a HUXKE, 10 MEHBLIEH Mepe B TPU pa3a HUXKeE,
[0 MEHBLIEH MEpE B YEThIPE pa3a HUXKE, IO MEHbIIEH Mepe B IISITh pa3 HUXKE, 10 MEHbLIEH Mepe
B LIECTb Pa3 HUKE, 10 MEHbILIEH Mepe B CEMb Pa3 HUKE, 110 MEHbIIEH MEPe B BOCEMb Pa3 HIIKE,
10 MEHbLIEHN Mepe B IEBSThb Pa3 HUXKeE, 110 MeHbIIel Mepe B 10 pa3 Huke, 1o MeHbluen mepe B 11
pa3 HIKe, IO MeHbLIeH Mepe B 12 pa3 Huxke, 1O MeHblLIed Mepe B 13 pa3 HuUKe, 10 MEHbLIEH
Mepe B 14 pas3 Huxe, M0 MEHbLIEH Mepe B 15 pa3 Huke, IO MEHbLIEH Mepe B 16 pa3 Huke, 1O

MeHbLIEH Mepe B 17 pa3 Huxke, o MeHbLIeH Mepe B 18 pa3 Huke, o MeHblen mepe B 19 pas
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HIDKE, IO MeHbLIen Mepe B 20 pa3 HUKe, 10 MEeHbIIEH Mepe B 21 pa3 HuXe, IO MEHbLIEH Mepe B
22 pa3a HHXKe, 110 MEHbIIEH Mepe B 23 pas3a HUXE, IO MEHbIIEW mepe B 24 pasa HUXKE, IO
MEHbIIEH Mepe B 25 pa3 HUXKe, 10 MEHbLIEH Mepe B 26 pa3 HHXKe, [0 MeHbLIeH mepe B 27 pas
HIDKE, TI0 MEHbLIEH Mepe B 28 pa3 HIKe, 10 MEHbLIEeH Mepe B 29 pa3 HUXKe, [0 MEHbIIEH Mepe B
30 pa3 HuXxe, IO MeHbLIEH Mepe B 35 pa3 HUKe, IO MeHblIel Mepe B 40 pa3 HuXe, 10 MEHbLIEH
Mmepe B 45 pa3 Hupke, IO MeHblIel mepe B 50 pa3 HuXke, IO MEHbLIEH Mepe B 55 pa3 Huxke, 1O
MeHblIel Mepe B 60 pa3 HUXKe, MO MEHbLIEH Mepe B 65 pa3 Huxke, Mo MeHblueil mepe B 70 pas
HIKE, IO MEeHbLIEH Mepe B 75 pa3 Hibke, 10 MeHblel Mepe B 80 pa3 HIbKe, 10 MEHbLIEH Mepe B
85 pa3 Hmke, o MeHblIel Mepe B 90 pa3 Huke, 0 MeHbUIEH Mepe B 95 pa3 HUXKe, WIH 1O
meHbineii mepe B 100 pa3 Hmwxke, ueM s aHTH—TREM2 aHTHTEna, BRIOpAHHOTO W3 AHTH—
TREM2 anHTuTeNa, COAEpIKAIEro BapuabeNbHYK) OOJACTh TSDKENOH Ienu, COIAEpIKaIlyro
AMUHOKHUCJIOTHYEO TochenoBatenbHOocTh SEQ ID NO: 27, u conmepkamero BapuaOelbHYIO
00JlacTh JIETKOW LIEMH, COAEPKAMYID aMHUHOKHUCIOTHYIO TochenosatenbHocTh SEQ ID NO: 56;
anti—-TREM?2 anTHTena, comepskamero BapuadelbHyI0 00JacTh TSKEJOW IENH, COAEpPIKaIIyIO
aMUHOKUCJIOTHYIO mocienoBaTenbHocTh SEQ ID NO: 91, u BapualenbHYrO 0071acTh JIETKOM
LEMH, COAEePKALIYI0 aMUHOKHUCJIOTHYIO nocnenoBaTeabHocTh SEQ ID NO: 103; u antu—TREM?2
aHTHUTENa, Cconepkamero  BapualenbHYH0  00JacTh  TSDKEJNOW — LeNmH,  CONEPIKaIIyHo
AMUHOKHUCJIOTHYIO TiochenosatenpbHocTh SEQ ID NO: 119, u BapuabenbHyro 00JacTh JIETKOU
LIETH, COePKAIYI0 aMHUHOKHUCIIOTHYO nocyienoBareabHocTh SEQ ID NO: 120.

[0112] B nHexotopeix BapuaHTax peanusauuy, anHTu—TREM?2 anTtuTena mo naHHOMY
N300pETEHNIO UMEIOT NEePUOJ MONTYBBIBEACHUS iN Vivo, KOTOPBI UMEET 3HAUYE€HUE B UAIa30He
or npumepHo 0,1 nusa no npumepHo 10 nHel. B HEKOTOpPBIX BapuaHTax pealnd3alUd, aHTH—
TREM2 anTuTena mo MAaHHOMY H300pPETEHHI0 HMEIOT NEepHOA MOJYBBIBEAEHHs in  Vivo,
cocrasisirouuii npumepHo 0,1 ans, npumepno 0,2 nusA, npumepHo 0,3 s, npumepHo 0,4 nHs,
npumepHo 0,5 ans, npumepHo 0,6 nus, npumepHo 0,7 nusA, npumepHo 0,8 nus, npumepHo 0,9
nHsA, npumepHo | nenb, mpumepHo 1,1 aneli, npumepno 1,2 nueil, mpumepHo 1,3 nHeH,
npumepHo 1,4 auel, npumepHo 1,5 nHel, npumepHo 1,6 nHei, npumepHo 1,7 aHEH, NpUMepHO
1,8 nnen, npumepHo 1,9 pHel, npumepHo 2 nHel, nmpumepHO 2,1 nHeH, nmpuMepHO 2,2 nHEW,
NpUMEPHO 2,3 AHeH, npuMepHO 2,4 nHel, IpuMepHO 2,5 NHeW, NpuMepHo 2,6 AHEH, NPUMEPHO
2,7 nuel, npuMepHO 2,8 nHel, npuMepHO 2,9 nHeW, npumepHO 3 AHEH, npumMepHo 3,1 nHeH,
npuMepHo 3,2 aHel, npumMepHo 3,3 AHel, npuMepHO 3,4 nHel, npuMepHo 3,5 AHEl, NPUMEPHO
3,6 nuen, mpuMepHo 3,7 nHeH, npuMepHO 3,8 aHel, npuMepHO 3,9 nHel, npuMepHO 4 nHeW,
npumepHo 4,1 anelt, npumepHo 4,2 nHel, npumepHO 4,3 nHel, npuMepHo 4,4 AHEH, NPUMEpPHO
4,5 nuei, npuMepHo 4,6 nHel, npumepHo 4,7 aHel, npuMmepHo 4,8 nHel, npumepHO 4,9 nHEH,
MpUMEPHO 5 AHeH, npuMepHO 5,1 aHel, mpuMepHO 5,2 THeH, NpuMepHo 5,3 THel, NpuMepHo 5,4
JHEW, MPUMEpPHO 5,5 aHeH, nmpuMepHO 5,6 AHEH, npuMepHO 5,7 nHEHW, mpumepHO 5,8 IHEH,
IpUMEPHO 5,9 nHel, MpUMEpHO 6 AHEH, NpUMepHO 6,1 nHel, mpuMepHo 6,2 THEH, MPUMEPHO 6,3
IHEeW, NpuMepHo 6,4 naHeHl, npuMmepHO 6,5 nHel, mpuMmepHO 6,6 nHeW, mpumepHO 0,7 IHEH,
IpUMEPHO 6,8 nHEH, MpuMepHo 6,9 nHel, npuMepHo 7 nHeu, npumepHo 7,1 nHeu, npumepHo 7,2

IHEeW, NMpuMepHO 7,3 aHeH, npumepHo 7,4 nHeHW, mpuMepHO 7,5 nHEW, mpumepHo 7,6 IHEH,
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IpuMepHO 7,7 nHe|, npuMepHo 7,8 mHel, npuMepHo 7,9 aHen, npuMepHO 8 nHel, mpuMepHo 8,1
IHeW, npuMepHo 8,2 nHel, mpuMepHO 8,3 aHel, nmpuMepHO 8.4 nHel, npumepHo 8,5 IHEMH,
npuMepHO 8,6 nHeH, npuMepHo 8,7 THel, NpuMepHo 8,8 aHel, NpuMepHO 8,9 aHel, npuMepHO 9
nHeu, npuMmepHo 9,1 anen, npumepHo 9,2 nuHen, mpumepHo 9,3 nHel, nmpumepHo 9,4 nHEH,
npuMepHo 9,5 nHel, npumepHo 9,6 nHel, mpuMepHO 9,7 nHel, npuMepHO 9,8 HHEH, NPUMEpPHO
9,9 nuel, umu npumepHo 10 pgHell. B  HEKOTOpPBIX BapuaHTaX pealu3alvy, NEPUON
NOJIyBBIBEJIEHHSI iN VIVO M3MEPSIIOT C UCIOJIb30BAHUEM MOHOBAJIEHTHOIO aHTHUTENa (Hampumep,
Fab) wunu nojaHopasMepHOro anturesaa B MOHOBaJeHTHOH (popme. CriocoObl U3MeEpeHus: MepHoa
NIOJTYBbIBEZIEHHSI in ViVO OMUCAHBI B JAHHOM JOKyMeHTe (Hampumep, cM. [lpumep 4).

[0113] Aurui—TREM?2 aHTUTENA MO JAHHOMY M300PETEHUIO, KaK MPaBUIIO, CBS3bIBAOTCS
¢ BbICOKOH a(PpUHHOCTBIO ¢ OmHUM WM HeckonbkuMu Oemkamu TREM?2, skcnpeccupyemMbiMu
Ha kietke. Hampumep, cuurtaercs, 4ro peuentop TREM2 tpebyer knacrepuszauuu Ha
MOBEPXHOCTH KJIETKH Ui TPAHCAYKUMU curHaja. Takum oOpa3oMm, arOHHCTUYECKHE aHTHTENA
MOTYT HUMEThb YHHKaJIbHbIE OCOOEHHOCTH ISl CTUMYJSIIMM, Hampumep, peuentopa TREM?2.
Hanpumep, oHH MOTYT UMETh COOTBETCTBYIOLIYIO CHEM(PUIHOCTh 3MHUTOMNA, COBMECTHMOTO C
aKTUBALMEH PELEenTOopa, a TaKXKe CIIOCOOHOCTh MHAYLMPOBATH UM COXPAHSTH KJIACTEPU3ALHIO
peuentopa Ha MNOBepxHOCTU KieTku. Kpome toro, antu—TREM?2 anTuTENna 1O HaHHOMY
U300pPETEHUIO MOTYT AEMOHCTPHUPOBATH CIOCOOHOCTH cBsidbiBaTh TREM?2 0e3 OnokupoBaHwHs
OIIHOBPEMEHHO CBSI3bIBAHMSI ONHOro wWiu Heckonbkux JurannoB TREM2. Autu—-TREM2
aHTHUTENA TI0 JAHHOMY H300PETEHHI0 MOTYT IOIOJHUTEIBHO EMOHCTPUPOBATh aJJUTHBHBIE
/U cuHepruyeckne (PyHKIMOHAIbHbIE B3aUMOAEWCTBUS C OJHUM WM HECKOJBKUMHU
murasnamu TREM2. Takum 00pa3om, B HEKOTOPBIX BapUaHTaxX peajif3allii, MaKCUMAaJbHas
aktuBHOCTH TREM2 mnipu cBsi3biBanuu ¢ anTi—TREM2 aHTUTENaMH 1O TAaHHOMY U300pETEHHIO B
KOMOMHAIMY C OTHUM WM Heckosnbkumu JuranaamMu TREM2 no nanHOMy H300peTeHHI0 MOKET
ObITh OoJblLIEe (HAapUMep, BbINIE), YeM MakchMajbHas akTuBHOCTE TREM2 mpu BO3melcTBUH
HACBIIIAOIMNX KOHLEHTPALUM OAHOIO JIMFAHAA WM HACBHIMAIOIIUX KOHLIEHTPALUNW OAHOTO
antutena. Kpome toro, aktuBHocte TREM2 mnpu panHON koHUeHTpauuu jurasiaa TREM?2
MOXeT ObIThb Oonblne (Hampumep, BbINIE) B NPUCYTCTBUU aHTUTeNa. COOTBETCTBEHHO, B
HEKOTOPBIX BapHaHTax peanu3anuu, aHTH— I REM2 aHTHTENa O JAHHOMY M300pPETEHUI0 UMEIOT
anmuTuBHBIA 3(dexkr ¢ omgHuM miu HeckoabkuMH Jurangamu TREM2, ycunuBasi ogHy HIIH
Heckonbko akTuBHOCTeH TREM?2 mpu cBsi3piBanuu ¢ 6enkoM TREM2. B HEKOTOpPBIX BapHaHTax
peamm3anmu, aHTU—TREM?2  aHTHTENna 1o  OaHHOMY — HM300pPETEHHIO  CHHEPTHYHO
B3aUMOJECHUCTBYIOT C OJHMM WM HeckonbkuMU juranaamu TREM?2, ycunuBass ogHy unu
Heckonbko aktuBHocTe TREM2. B HekoTopbIx BapuaHTax peanusauuy, aHTu—TREM2
aHTHUTENA IO AAHHOMY H300PETEHHIO YBEIUYHUBAIOT CIMOCOOHOCTb OJHOTO WM HECKOJIBKHX
murannos TREM?2 mHaynupoBaTh OfHY WM HECKOJAbKO akTuBHOCTEH TREM2, mo cpaBHEHMIO
CO CIOCOOHOCTBIO OFHOrO MM HeCKONbkux Jjurangos TREM?2 wHAynupoBaTh OIHY WIIH
HeckoJibkO akTuBHOCTE TREM?2 B oTCcyTCTBHE aHTUTENA. B HEKOTOPBIX BapUaHTaxX pealusaliy,
anTni—TREM2 aHTHTENna 1O MAaHHOMY H300PETEHHIO YCHJIMBAIOT OHY WJIHM HECKOJIbKO

aktusHocTe TREM?2 B orcyrctBue knacrepusaunun TREM?2 Ha kineTodHON noBepxHOCTU. B
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HEKOTOpBIX BapuaHTax peanuzauny, aHTu—TREM2 aHTuTeNna mo maHHOMY HW300pETEHHIO
YCWIMBAKOT OAHY WIM HeCKOonbkO aktuBHOCcTe TREM?2 mnyremM wuWHAyLUUpOBaHUS WU
coxpaHeHus kiactepusaunu TREM?2 Ha KJI€TOYHONM MOBEPXHOCTH. B HEKOTOpPBIX BapHaHTax
peanmzanuy, aHTH—TREM?2 anTuTeNna no jaHHOMY H300pETEHUIO KIIACTEPU3YIOTCS OIHUM WU
HECKONbKUMH Fc-ramma—penentopamu, 3KCIPECCUPYEMbIMU HAa OJHOM WM HECKOJbKUX
UMMYHHBIX KJI€TKax, BKJIIO4as, Oe3 orpaHumueHuii, B—kierku u MUKpOriIManbHble KIeTKH. B
HEKOTOPBIX BAPUAHTAX pEANMU3aLMM, YCUJICHHE OJHOM WM HeCKOJNbKHX akTuBHOCTeN TREM?2,
UHAYLUPYEMBIX CBSI3bIBAHMEM OIHOTO HMJIM HecKojbkuX jurannoB TREM?2 ¢ 6enkom TREM2,
U3MEPSIOT Ha TMEPBUYHBIX KJIETKAaX, BK/IIOUas, 03 OrpaHUuYeHHH, ACHAPUTHBIE KIIETKH,
IEHIPUTHBIE KJIETKH KOCTHOMO3TOBOTO MPOUCXOXKACHUS, MOHOIIMTBI, MUKPOTJIHIO, Makpodary,
HEUTPO(UIIBI, €CTECTBEHHbIC KWIJIEPHBIC KJIETKH, OCTEOKJACThbI, KJIeTKU JlaHrepaHca KOXU U
KyndepoBbl KJIETKH, HJIM HA KJIETOYHBIX JIMHHSX, W YCWJICHHE OJHOH WM HECKOJbKUX
aktuHOocTell TREM?2, uHAynupyeMbIX CBA3BIBAHUEM OJHOIO WJIM HECKOJIBKUX JINTAHJOB
TREM2 ¢ Genkom TREM2, usmepsifoT, HampuMmep, C HCIOJB30BAHHEM in Vitro KJIETOYHOTO
aHaJIN3a.

[0114] In vivo, antui—TREM2 anTuTENa MO JAHHOMY H300PETEHUIO MOTYT aKTUBHPOBATh
peLenTopbl MO MHOIOYMCIIEHHBIM IOTEHLMAJbHBIM MeXaHu3MaM. B HEKOTOpbhIX BapHuaHTax
peamm3anmy, aHTU—TREM2 aHTuTeNna mno MmaHHOMY H300pPETEHHIO HMEKT, Onaromapsi
COOTBETCTBYIOLIEH CIEU(PHUIHOCTH 3MUTOMNA, CIIOCOOHOCTh akTuBHpoBath TREM2 B pactBope
0e3 HeoOXOIMMOCTH KJIACTEPH3ALMU BTOPUYHBIM AHTHUTEIOM, HMMOOWJIN30BAaHHBIM Ha
IUTAaHILIETax, WM KIACTePU3YHOTCs MOCpencTBoM peuentopoB Fcg. B HekOTOpeIX BapuaHTax
peammzanuy, aHTU—TREM?2 aHTHTENna 1O JaHHOMY H300pPETEHUI0 HMEIOT HU30THUIIBI
YeJIOBEUECKUX aHTUTelN, Takux kak IgG2, xoropele oOnamaroT, Omaromapsi CBOeM yHUKaJIbHOMN
CTPYKTyp€, BpPOXKACHHOW CIIOCOOHOCTBIO KJIACTEPU30BATh PELENTOPbl MM  YAEP’KUBATH
peLenTops! B KJIACTEPHU30BAHHON KOHPUTYpaLUH, TEM CaMbIM aKTUBUPYS PELIENTOPBI, TAKHE KaK
TREM2, Ge3 cBsizbiBanue ¢ Fc—penenropom (Hampumep, White et al., (2015) Cancer Cell 27,
138-148).

[0115] B Hexotopeix BapuaHTax peanusauuy, anTu—TREM?2 anTtuTena mo naHHOMY
n300peTeHNI0  KiacTepu3yroT penentopel (Hampumep, TREM2) mnyrem CBs3bIBaHUS C
peuentopamu Fcg Ha mpuneraromux kierkax. Csi3biBaHMe KOHCTaHTHOHM udactu Fc aHTuTena
IgG ¢ peuentopamu Fcg npuBoguT K arperaluyd aHTUTEN, U AHTUTENa B CBOK Oudepenb
arperupyroT PELenTopbl, ¢ KOTOPBIMH OHMU CBSI3BIBAIOTCSI MOCPEICTBOM CBOEH BapHaOeNbHOM
obnactu (Chu et al. (2008) Mol Immunol, 45:3926-3933; u Wilson et al., (2011) Cancer Cell 19,
101-113). Cssa3biBanue ¢ uarudOupyroommum Fcg penentopom FcgR (FcgRIIB), koropeiii He
BBI3BIBAET CEKPELMH LIUTOKWHOB, OKHCJIHTEIBHOTO B3pBIBA, IOBBIIIEHHOTO (haronmurosa, |
YCHJIEHHOH aHTHUTEJIO03aBUCUMON KJIeTOYHOONocpenoBaHHoi rurotokcuanoctu (ADCC) gacto
SBIIIETCSL  MIPEANOYTHTENBHBIM  CIIOCOOOM  KJIACTEPU3ALMKM  AHTUTEN 1N VIVO, TTOCKOJBKY
cesizbiBaHue ¢ FcgRIIB He cBA3aHO ¢ UMMYHHBIMU TOOOUYHBIMU 3(dexramu. JIroOol mpuroaHsIit
aHaln3, OIMCAHHBIA B JAHHOM JOKYMEHTE, MOXKET OBITh HCIIOJNIB30BaH JUIS OIpPENeIeHUs

KJ1aCTepu3aliii aHTUTEJL.
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[0116] Jpyrue MexaHH3MBI TaKK€ MOTYT OBITb HCIIOJB30BaHbl U KJIACTEPU3ALIUH
peuentopoB (Hampumep, TREM?2). Hampumep, B HEKOTOPbIX BapHUaHTAaX peajH3alUy,
¢parmentsl aHtuTen (Hampumep, Fab—¢parmentor), cmwuTele BMecTe, MOIyT OBIThb
UCTIONB30BaHbI Ul KJacTepusanun perentopos (Harpumep, TREM?2) aHanoruuHo aHTuTenam ¢
Fc—yuacTkamu, KOTOpbIE CBSI3BIBAIOT penentopbl Fcg, kak omnucaHo Bbille. B HEKOTOpPBIX
BapUAHTAX peaJIM3alliM, CLUIUThIe (parMeHTsl aHturen (Hampumep, Fab—dparmentsr) moryt
(YHKIIMOHHPOBaTh KaK AarOHUCTUYECKUE AHTHTENA, €CIM OHHU HHAYLHPYIOT KIACTEPH3ALHUIO
peuenTopa Ha IMOBEPXHOCTH KIETKH U CBS3BIBAIOT COOTBETCTBYIOLIMN 3MUTON HA MUIICHU
(manmpumep, TREM?2).

[0117] B HeKkOTOpbIX BapUaHTAX peaNU3alUU, AHTUTENA O JAHHOMY H300PETEHHIO,
KoTOopble cBsi3biBAtOT Oenok TREM2, Moryt BKJIIOWATh aHTHUTENA, KOTOpble Ojaromapsi CBOEH
cneuupuyHOCTH K snurony cBsa3biBaloT TREM2 W akTUBUPYIOT OIHY WM HECKOJBKO
aktuBHocTell TREM?2. B HEKOTOpBIX BapuaHTax peanu3aluy, Takhe aHTUTENa MOTYT
CBSI3bIBATBCS € JUTraHACBs3bIBAIOIUM cailtToM TREM?2 u umuTUpoBaTh NEWCTBUE OAHOTIO WIIU
HecKOJbKUX nuranaos TREM?2, nnu cTumMynupoBaTe aHTUTEH—MULIEHDb K TPAHCAYKLUU CUTHAJA
NyTeM CBS3bIBAHUS C OJHUM WJIM HECKOJbKUMH JOMEHaMH, HE SBJSIOLINMUCS
JUTaHIACBS3bIBAOIIMMHU CaWTaMu. B HEKOTOpBIX BapuaHTax pealu3aluy, AaHTUTeNIa He
KOHKYPUPYIOT C, WJIM WHade OJIOKHPYIOT cBsisbiBaHWe Jyuranaa ¢ TREM2. B HekoTopbIxX
BApUAHTaX pealu3aluM, AHTUTENA, ACUCTBYs ANAWUTUBHO WJIM CHUHEPrUYHO C OJHUM WIH
HeckonbkuMH JurangaMu TREM2, akTUBUPYIOT W/HIIM YCHIIMBAIOT OAHY WJIM HECKOJIBKO (one
more) aktuBHOCTelt TREM2.

[0118] B HekoTopbIx BapuaHTax peanusauuy, aktuBHOocTH TREM2, xotopsie MOryT
ObITh MHAYLMPOBaHbl W/Wiu ycuieHbl aHTU—TREM2 aHTUTENnamMu mo JaHHOMY H300pETEHHIO
W/WM OOHMM WM HecKoJNbkuMu JuranaamMu TREM?2 no maHHOMY M300pETeHHIO, BKIIIOYAOT,
6e3 orpannuenwuii, cszpiBaHne TREM2 ¢ DAPI12; dochopunnposanne DAP12; akrusanmio
KuHa3bl Syk, MOAyJIMpPOBaHHWE OMHOTO WJIM HECKOJNbKHX IMPOBOCHIAJIHUTEIbHBIX MEIUATOPOB,
BbIOpaHHbIX U3 IFN-, IL-1a, IL-1p, TNF—a, IL-6, IL-8, CRP, CD86, MCP-1/CCL2, CCL3,
CCL4, CCL5, CCR2, CXCL-10, Gata3, unenoB cemeticrsa 1L-20, IL-33, LIF, IFN-ramma,
OSM, CNTF, CSF-1, OPN, CD11¢, GM-CSF, IL-11, IL-12, IL-17, IL-18 u IL-23, npu sTom
YKa3aHHOE MOJYJHUPOBAHUE MOXKET MPOUCXOAUTb B OJHOH WIM HECKOJBKUX KJIETKaXx,
BbIOpaHHBIX U3 Makpodaros, makpodaros M1, akTuBHpoBaHHBIX MakpogdaroB M1, makpodaros
M2, neHOpUTHBIX KJIETOK, MOHOLIUTOB, OCTEOKJIACTOB, KJIETOK JlaHrepaHca KOXH, KyndepoBbIX
KJIETOK M MHKpPOIJIHAJIbHBIX KJIETOK, pekpyTMeHT Syk B B kxommiekc DAP12/TREM2;
MOBBIIIEHUE aKTUBHOCTU OAHOrO MM HEeCKOJbKMX TREM?2-3aBUCHMBIX T'€HOB, IPU 3TOM OAWH
wii Heckolbko TREM2-3aBHCHMBIX T€HOB BKJIHOYAOT (DAKTOPbI TPAHCKPHIILUH SIIEPHOTO
¢akropa akxruBupoBaHHbIX T—kieTok (NFAT);, noBbllieHHOE BBKMBAHNUE JEHAPUTHBIX KIETOK,
makpodaro, wmakpodaros MI1, akTuBupoBaHHbIX MakpodaroB M1, wmakpodaros M2,
MOHOIIUTOB, OCTEOKJIACTOB, KJIeTOK JlaHrepaHca koxwu, Kyn(epoBbIX KIETOK, MHKPOTJIHUH,
mukpornuu M1, aktuBupoBaHHON Mukpormmu M1, uw mukpormuu M2, wnm moOoi ux

KOM6I/IHaI_II/II/I; MOAYJIHUPOBAHHYIO J3KCIIPECCUIO OI[HOI\/'I UK  HECKOJIbKUX CTUMYJIMPYROIINX
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moutekyt, BeiOparabix u3 CD83, CD86 I'KI'C knacca II, CD40, u 1r060# ux KOMOUHAILIUY, TTPU
sToM CD40 MOryT 3KCIpeccCHpOBaThCS HA ASHIPUTHBIX KJIETKAaX, MOHOLIUTAX, Makpodarax, miu
mo0oil Mx KOMOWMHAIMM, W YKa3aHHbIE IEHIPHUTHbIE KIETKH MOTYT BKJIOYATh ACHIPUTHBIE
KJIETKM KOCTHOMO3IOBOI'O IPOUCXOXKIEHHUs, YBEJIMYEHUE NaMATH, U CHUKEHUE HaPYLICHUU
NIO3HABATEILHON CIIOCOOHOCTH.

[0119] B ucnonbp3yeMoM B JaHHOM AOKyMeHTe 3HaueHuu, anTi—REM2 antureno mo
JaHHOMY U300pETEeHUI0 YCUIIMBAET OJHY MJIM HECKOJbKO akTuBHOCTeH TREM2, nHnyuupyemsbix
CBSI3bIBAHHMEM OJHOrO MJIM Heckoybkux JjurangoB TREM2 c¢ Oenkom TREM2, eciu OHO
WHAYLHUPYET O MEHbLIEH Mepe 2—KpaTHOe, 110 MEHbIIEeH Mepe 3—KpaTHOe, [0 MEHbLIEH Mepe 4—
KpaTHOE, N0 MEHbLIEH Mepe 5—KpaTHOe, IO MEHbILIEH Mepe 6—KpaTHOe, N0 MEHbLIEH Mepe 7—
KpaTHOE, MO MEHbIIEH Mepe 8—KpaTHOe, O MeHbIIeH Mepe 9—KpaTHOe, O MeHblueld Mepe 10—
KpaTHOe, N0 MeHblIeld Mepe an 11-kpaTHoe, Mo MeHbluel Mepe 12—KpaTHOe, IO MEeHbIIEH Mepe
13—xpatHoe, o MeHblell Mmepe 14—kpaTHoe, O MeHbllel Mepe 15—kpaTHoe, O MeHblIelH Mepe
16—xpatHoe, o MeHbllell Mepe 17-kpaTHoe, MO MeHblIel Mepe an 18—kpaTHoe, MO MeHbIlel
mepe 19—kpatHoe, Mo MeHblIed Mepe 20—kpaTHoe WM Oonblle, YBETMUEHHE OJHOW WU
HeckoMbkux akTuBHOCTEM TREM?2 no cpaBHEHUIO C ypOBHAMH OJHONM WJIM HECKOJBKUX
aktuBHOCcTe TREM?2, uHAynupyeMBIX CBA3BIBAHUEM OJHOIO WJIM HECKOJIBKUX JINTaHOB
TREM2 ¢ 6enkom TREM2 B orcyrcrBue antTu—TREM2 anTuTena. B HEKOTOpBIX BapHaHTaxX
peanm3anyy, yBeJIudeHue OnHONW miu Heckonpkux (one more) TEM2 aktuBHOCTEH MOXKET OBITH
U3MEPEHO C TIOMOIIBIO JIFOOBIX MPUTOIHBIX 1N Vitro KJIETOYHBIX aHAJIHU30B MIIA MTPUTOIHOMH in vivo
MOJEJIY, ONKMCAHHBIX B JaHHOM JOKYMEHTE WJIM U3BECTHBIX CIELIMAINCTaM, HaIpUMeEp, MyTeM
UCTIONBb30BAaHUs aHaNu3 ¢ moimdepasHeiM penoprepoM it usmepenuss TREM?2-3aBucumoit
I'€HHOMN HKCIPECCHH, UCTIONb30BAHUS BECTEPH—OJIOTTUHTA [UIs n3MepeHus yeennueHnst TREM2—
UHIYLHPYeMOro (pochOopHIMpOBaHUs MAPTHEPOB MOCIEAYIOMEH CUTHAIN3aLnH, TakuX Kak Syk,
WIM TyTeM HCHOJB30BaHUSA MNPOTOYHONM LIUTOMETPUHM, TAaKOW Kak COPTHUPOBKA KIJIETOK C
aktuBanuer ¢uyopecuenyu (FACS) nas u3MepeHHss M3MEHEHHs] YpPOBHEH MapKepoB
aktuBauud TREM?2 xnerouHoi mnoBepxHOCTH. JIrOObIe in Vitro KJIETOYHbIE aHAJU3bI WJIH
MPUroHAas in Vivo MOAEINb, ONMHCAHHbIE B JaHHOM JOKYMEHTE WM WU3BECTHbIE CIELHAINCTaM,
MOTYT OBbITh HCIIOJIB30BaHbI JJIST U3MEPEHUS] B3AUMOJCHCTBUS (HAPUMED, CBSI3BIBAHUS) MEXITY
TREM2 u ogHUM WU HECKOIbKUMHA Jiurannamu TREM?2.

[0120] B Hexoropbix BapuaHTax peanuzauuu aHTu—TREM2 anTuTEnO mo naHHOMY
M300pETEHNI0 YCHWJIMBAET ONHY MM HeCKoJbko aktuBHOCcTeli TREM?2, wuHIyHMpyeMbIx
cBsi3biBanreM juranna TREM2 ¢ 6enkom TREM?2, ecnii 0HO MHAYLUPYET YBEIUYSHHE, KOTOPOE
UMeeT 3HaUeHHe B JHMAara3oHe OT MPUMEPHO |—KpaTHOro 10 MPUMEPHO 6—KpaTHOro, Win Oonee
yeM 6-KkpaTHOe IUIsi uHAyuupyemont juraHgoMm TREM?2—3aBucumoil TpaHCKPUMLIUHK T'€Ha TpU
WCIIOJIb30BAHUH B KOHLIEHTPALUU B IHaNa30oHe 3HaueHu oT npumMepHo 0,5 HM 1o npumepno 50
HM, i Gonbine S0 HM, u no cpaBHeHHIO ¢ ypoBHeM TREM2—-3aBucHMOil TpaHCKPUIIIMY T'€Ha,
uHAyuupyemon cessbpianueM juraiga TREM2 ¢ 6enkom TREM2 B orcytcTBue antu—TREM2
anturena, xoraa gurag TREM2 ucnonesyercs npu ero koHueHtpauuu ECso. B HexoTOpbIX

BapHaHTax peanusalMd  YBEJIMYEHUE  JIMTAHI-UHAYLHUPYEMOU TREM?2—3aBucumoi
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TPAHCKPUILIMY I'€Ha SIBJSETCS [0 MEHbIIeH Mepe 1—KpaTHbIM, [0 MEeHbIIEH Mepe 2—KpaTHBIM, 10
MEHbIIEH Mepe 3—KpaTHBIM, IO MEHbILIEH Mepe 4—KpaTHbIM, [0 MEHbLIEH Mepe S—KpaTHBIM, O
MEHbIIEH Mepe 6—KpaTHBIM, IO MEHbILIEH Mepe 7—KpaTHbIM, [0 MEHbLIEH Mepe 8—KpaTHBIM, IO
MEHbIIEH Mepe 9—KkpaTHbIM, IO MeHblied Mepe 10-kpaTHbIM, MO MeHblIeH Mepe an 11—
KpaTHBIM, 110 MeHbLIE Mepe 12—KkpaTHbIM, IO MeHbLIE Mepe 13—KkpaTHbIM, 10 MEHbLIEH Mepe
l4—xpaTHbIM, IO MeHblIeH Mepe 15—KpaTHbIM, MO MeHblIel Mepe 16—KpaTHBIM, IO MEHbIeH
Mmepe 17—kpaTtHblM, MO MeHbLIEH Mepe an 18—kpaTHbIM, MO MeHbIIeH Mepe 19-kpaTHeIM, IO
MeHbInei Mepe 20—KpaTHBIM WM OOJIbIIE MPU HCIOJb30BAHUHM B KOHLEHTPALMU B HATa30HE
3HaueHui ot npumepHo 0,5 HM no npumepro 50 HM, wnu Gonbuie S0 HM, U MO CPaBHEHUIO C
ypoBHeM TREM?2-3aBucumol TpaHCKPUIILIMK Te€Ha, UHAYLUMPYEMOH CBs3bIBAHUEM JIUTaHIa
TREM2 c¢ Genkom TREM2 B orcyrctBue anTn—TREM2 antutena, xorma juranny TREM2
ucnonp3yercst npu ero koHueHtpauun ECsp. B HekoTOpbIX BapuaHTax peaiusaliy, aHTH—
TREM?2 aHTUTENO UCNONB3YETCsl B KOHLIEHTpaUUuy 1o MeHpuieit mepe 0,5 HM, 1o MeHbLIel mepe
0,6 HM, no menbuiel Mepe 0,7 HM, no menbiueil mepe 0,8 HM, no menbiueit mepe 0,9 HM, no
MeHblIel mepe 1 HM, no mensbiiein Mepe 2 HM, no MeHblneil Mepe 3 HM, no MeHblueln mepe 4
HM, no mensen Mmepe 5 HM, no menpuien Mepe 6 HM, o MeHbLIed Mepe 7 HM, O MeHbLIeH
Mepe 8 HM, no MeHbiuen Mepe 9 HM, no mensiuen Mepe 10 HM, no mensment mepe 15 HM, no
MeHblIen Mepe 20 HM, no mensuen Mepe 25 HM, no menbuieil Mepe 30 HM, o MeHbIIen Mepe
35 M, no menbel Mepe 40 HM, no menbiueil Mepe 45 HM, no MeHplien mepe 46 HM, no
MeHblIen mepe 47 HM, no menbiuel Mepe 48 HM, no meHbuien Mepe 49 HM, unu nNo MeHbLIeH
mepe 50 HM. B HekoTOphIX BapmanTax peanusauuy, jgurain TREM2 mnpencrasnser coOoit
docharununcepun (PS). B HekoTopeix Bapuanrax peanusanuy, jurann TREM?2 npencrasisier
coboii chunromuenuH (SM). B HeKOTOpBIX BapHaHTax peanusaly, YBeJIHUEHHE OAHON HIH
Heckospkux (one more) aktuBHocTeld TREM2 (TEM2 — opurunan) mMoxeTr ObITb M3MEPEHO C
UCIIOJIB30BAHUEM JIFOOBIX NMPHUIOAHBIX iN VItro KJIETOYHBIX aHAJIM30B WJIM HPUTOJHOH in vivo
MOJI€NIY, OMNMCAHHBIX B JAHHOM JOKYMEHTE WJIM M3BECTHBIX ClleHuanuctaM. B HeEKOTOpbIX
BapPHUAHTAX peajM3allfy, aHAJN3 C JIOLH(epasHbIM PenopTepOM HCIIONB3YETCs Il M3MEPEHHUs
KPaTHOCTH yBenudeHus jJurag—usHayuupyemoir TREM?2-3aBUCHMON T€HHON 3KCIpPEcCHUU B
MPUCYTCTBUH U B OTCYTCTBUE AaHTUTENA.

[0121] B ucnonbp3yeMoM B JaHHOM AOKyMeHTe 3HaueHuu, aHTU—REM2 antureno mo

JAaHHOMY HW300pPETeHHI0 HE KOHKYPUPYeT C, WHIHOUpyeT, WM HHadye OJOKHpYeT

>
B3aUMOJeicTBUE (HAIpPUMEpP, CBA3BIBAHME) MEXKIOY OIHHUM WM HECKOJbKUMH JIUTAHAaMHU
TREM?2 u TREM2, eciu oHO cHI>kaeT cBs3piBaHue jquranaa ¢ TREM2 menee uem Ha 20% npu
HACBHIINAIOIIEeH KOHLIEHTPALMM AHTHTENA IMPH HCIOJBb30BAHUH JIEOOOro in Vitro aHammsa WIn
aHaIu3a KJIETOYHOH KYJBTYpbl, OINUCAHHBIX B JAaHHOM JIOKYMEHTE€ WIH HW3BECTHBIX
crenuanuctaM. B HekoTOpeIX BapuaHTax peanusauuu, aHTu—TREM?2 aHTuTEna mo JaHHOMY
N300pETEHNI0 MHTHOUPYIOT B3aMMOACHCTBHE (HANpPUMEpP, CBS3BIBAHHE) MEXKIY OJHUM WIIH
HeckosbkuMmu gurangamu TREM2 u TREM2 menee uem Ha 20%, mMeHee yeM Ha 19%, MeHee
yeMm Ha 18%, meHee yeMm Ha 17%, meHee ueMm Ha 16%, meHee ueMm Ha 15%, meHee yuem Ha 14%,

MeHee yeM Ha 13%, meHee yeM Ha 12%, meHee uem Ha 11%, meHee uem Ha 10%, MeHee ueM Ha
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9%, meHee ueM Ha 8%, meHee ueM Ha 7%, MeHee dyeM Ha 6%, MeHee yeM Ha 5%, MeHee YeM Ha
4%, menee yeMm Ha 3%, meHee yeM Ha 2%, unu MeHee 1% mpu HAChILAMOIIEH KOHLUEHTPALUU
aHTHUTENA TIPU UCIOJIB30BAHUH JIKOOOTO in Vvitro aHamu3a WM aHAIN3a KJIETOYHOH KYJBTYPBI,
ONMCAHHBIX B JAHHOM JOKYMEHTE UJIH U3BECTHBIX CIIELUATIHCTAM.

[0122] B nHexoropeIx BapuaHTax peanusauuy, aHTU—TREM2 aHTHUTENO 1O NaHHOMY
u300peTeHNI0 MHAYLUUPYeT OXHY WM Heckonbko aktuBHOocTelik TREM2. B HekoTOpbIx
BApUAHTaX pealu3aliM, AHTUTEJIO UHAYLUPYET OAHY WM HeCKOJbko akTuBHOCcTell TREM?2
nocie ces3biBaHus ¢ Oenkom TREM2, kOTOpBI SKCIpeccupyercss Ha KIeTKe. B HeKOTOpbIX
BApUAHTaX peaju3aluM, AHTUTEJIO UHAYLUPYET OAHY WM HeCKOJbko akTuBHOCcTell TREM?2
NocJie CBsI3bIBaHUS ¢ pacTBOpuMbIM OesikoM TREM2, He CBsI3aHHBIM ¢ KJIETOYHOU MeMOpaHoii. B
HEKOTOPBIX BapuaHTax peanusanuu, 0egok TREM?2 skcrnpeccupyercss Ha TOBEPXHOCTH KJIETKH.
B HekoTopeix BapmaHTax peanusanuu, pactBopuMbiii Oenmok TREM2 (sTREM2) wmoxer
NPUCYTCTBOBaTh, O€3 OrpaHWYEHHUN, BO BHEKJIETOYHOH cpene, B CBIBOPOTKE KpPOBH, B
nepedpocnuHanpHON xuakoctd (LICXK), u B MHTEpCTUIMAIBPHOM MPOCTPAHCTBE B TKaHIX. B
HEKOTOpBIX BapHaHTax peanm3anuu, pactBopumbiii Oemok TREM2 (sTREM2) sBusiercs
HEeKJIETOYHBIM. B HEKOTOpBIX BapmaHTax peanusanuu pactsopumbiii 6enok TREM2 (sTREM2)
MO JAHHOMY HM300PETeHHI0 COOTBETCTBYET aMUHOKUCJIOTHBIM octatkaMm 19—-160 SEQ ID NO:1.
B mekoTtopeix BapmaHTax peamuzanun pacrsopumelii Oenok TREM2 (sTREM2) nmo maHHOMY
M300pPETEeHUIO COOTBETCTBYET aMUHOKHUCIIOTHBIM ocTatkam 19—-159 SEQ ID NO:1. B HekoTopbIX
BapuaHTax peanmsauuu pactBopuMelii 6enok TREM2 (sTREM2) no maHHOMY H300peTeHHIO
COOTBETCTBYET aMHHOKHMCIOTHbIM ocTatkam 19-158 SEQ ID NO:1. B HekoTOpbIX BapHaHTax
peanmsanuu pactBopumslii 6e1ok TREM2 (sTREM2) no naHHOMY H300pETEHUIO COOTBETCTBYET
aMUHOKMCIOTHBIM octatkam 19-157 SEQ ID NO:1. B HekoTOpbIX BapuaHTax pealu3aluu
pactBopumblii  Oenok TREM2 (sTREM2) mno pnaHHOMYy U300pETEHHIO COOTBETCTBYET
aMHHOKHUCIOTHBIM octatkaM 19-156 SEQ ID NO:1. B HekoTOpbIX BapuaHTax pealu3aluu
pactBopumbiii  Oenok TREM2 (sTREM2) no paHHOMYy U300peT€HUIO COOTBETCTBYET
aMUHOKHUCJIOTHBIM octaTkaMm 19-155 SEQ ID NO:1. B HexkoTOphIX BapuaHTax peaau3aluu
pactBopumbiii  Oenok TREM2 (sTREM2) no paHHOMYy U300pETEHHIO COOTBETCTBYET
aMHHOKHCIIOTHBIM ocTaTkam 19—154 SEQ ID NO:1.

[0123] B HekoTOpBIX BapuaHTax peajusauuu, pacrsopumblie Oenku TREM2 (sTREM?2)
N0 JJAHHOMY H300PETEeHHIO MOTYT OBITh HEAKTUBHBIMH BAPHAHTAMH KJETOUHBIX PELENTOPOB
TREM2. B HekoTOpeIx BapuaHTax peanuzauuu, STREM?2 MoOryr mnpucyTCcTBOBaTb Ha
nepudepun, HarpuMep, B IIA3Me, WIH B MO3TY CYOBEKTa.

[0124] B nHexotopeIx BapuaHTax peanusauuy, aHTU—TREM?2 aHTuTena mo naHHOMY
M300pETEHNI0 CHIKAKOT YPOBHH B Iuiasme pactBopumoro TREM2 in vivo. B HekoTopbIx
BapuaHTax peanuzaunu, anTi— REM2 aHTHTENa N0 JaHHOMY M300PETEHHIO CHIKAIOT YPOBHH B
mwiazme pactBopumoro TREM2 in vivo mnyrem OJOKMpPOBaHUSI pACIIEIUICHUS, MyTEM
UHTUOMPOBAHUS OJHOH WJIM HECKOJBKHX METAJUIONPOTeas, MWW NyTeM HHAYLUPOBAHUS
WUHTEpHAIU3aL1H.

[0125] B nHexotopeIx BapuaHTax peanusauuu, aHTU—TREM?2 antuTena mo naHHOMY
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M300pETEeHUIO CHIKAIOT YPOBHHU B ia3me pactBopumoro TREM2 in vivo Ha KOJIWYECTBO B
AVana3oHe 3Ha4eHWil OT MPEBBILANOLINX NMPUMEPHO Ha 5% [0 MPEBBILAKIIUX PUMEPHO Ha
50% mnokazarenu ISl 4eNIOBEYECKOro KOHTpoJbHOro anturena IgGl. B HekoTophix BapuaHTax
peanmsanuy, antTu—TREM?2 anTuTena rno qJaHHOMY HM300pPETEHMIO CHIDKAIOT YPOBHH B IUIA3Me
pactBopumoro TREM2 in vivo Ha KOJIMYECTBO, KOTOPOE Ha 1O MeHblIed Mepe 5%, o MeHbluei
mepe 6%, no MeHblIel mepe 7%, o MeHbliel Mepe 8%, o MeHbled Mepe 9%, 1Mo MeHbluel
mepe 10%, mo menbiueit mepe 11%, nmo menbiueit mepe 12%, nmo mesbliet mepe 13%, mo
MmeHblel mepe 14%, no menbiueii Mmepe 15%, no Menbleit mepe 16%, o meHbiuel mepe 17%,
no MeHblueil Mepe 18%, mo menbiueil Mepe 19%, no menbiueit mepe 20%, MO MeHblIel mepe
21%, o menbiied mepe 22%, o meHbield mepe 23%, no meHblnel mepe 24%, Mo MeHbLIeH
mepe 25%, nmo menblueli mepe 26%, mo MeHbuiel mepe 27%, nmo meHsbluel mepe 28%, mo
MeHblIel Mepe 29%, no menbiueil Mepe 30%, o MeHbleil mepe 31%, no meHbiuel mepe 32%,
no Mesblueil Mepe 33%, no MeHbluell Mepe 34%, mo meHbiuell Mepe 35%, Mo MeHbIIEH Mepe
36%, no menbiueit mepe 37%, no menbiueit mepe 38%, nmo meHbiuei mepe 39%, MO MeHbILIEH
mepe 40%, no menblueil mepe 41%, nmo Menbuiel mepe 42%, no meHsluell mepe 43%, Mo
MeHblIel mepe 44%, no meHblueil Mepe 45%, 1o MeHblIel mepe 46%, 1o MeHblel Mepe 47%,
no mesbinell Mepe 48%, mo meHbiueld Mepe 49%, unu no Mesblueil mMepe 50% mnpeBbllIaeT
3HAYEHUS I YEJIOBEUECKOro KOHTpoabHOro antutena IgGl.

[0126] B nHexotopeIx BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
N300pETEHNIO CHIKAIOT YPOBHU B miazMe pactsopumoro TREM2 in vivo Takum oOpasom,
4yTOOBI YPOBEHb B IIa3Me pactBopumoro TREM2 B mpoleHTax OT MCXOAHOTrO YPOBHS uepes
1IecTh JHEeH rocyie 0OpabOTKH aHTUTEJIOM COCTAaBJISUT IO MeHbLIel Mepe 5%, Mo MeHbLIel Mepe
6%, no MeHbleil mepe 7%, o Mmenblieil Mmepe 8%, o MeHbIuel Mepe 9%,1M0 MeHbIIeH Mepe
10%, no mensbeit mepe 11%, no menbuiel mepe 12%, no menbiueii mepe 13%, no MeHblei
mepe 14%, mo menbiueil mepe 15%, mo menbiueit mepe 16%, nmo mesbliedt mepe 17%, 1o
MmeHblel mepe 18%, nmo menbiueit Mmepe 19%, o mensbleit mepe 20%, o mMeHbluel mepe 21%,
1o MeHblueil Mepe 22%, no MeHblueil Mepe 23%, no MeHblueil Mepe 24%, MO MeHblIel mepe
25%, mo menbliel mepe 26%, mo meHblueilt mepe 27%, mo meHblned mepe 28%, Mo MeHblIeih
mepe 29%, no menbiuedi mepe 30%, mo Menbiiei mepe 31%, mo mensiuelt mepe 32%, mo
MeHblel mepe 33%, no menbiueil Mepe 34%, o MeHblIeil mepe 35%, o meHbiuel Mepe 36%,
no MeHblueil Mepe 37%, no MeHblueil Mepe 38%, nmo MeHblueil Mepe 39%, Mo MeHblIel mepe
40%, no mensbiuei mepe 41%, no menbiueli Mepe 42%, no mMeHbluell Mepe 43%, MO MeHbLIeH
mepe 44%, no Mmesbluell mepe 45%, no MeHblied Mepe 46%, mo MmeHbluell mMepe 47%, Mo
MeHblel mepe 48%, no menbiueil Mepe 49%, o MeHbleil mepe 50%, no menbiuel mepe 51%,
no MeHblueil Mepe 52%, no MeHblueil Mepe 53%, no MeHblueil Mepe 54%, MO MeHblIel mepe
55%, no menbineit mepe 56%, nmo Menbluel mepe 57%, no meHblueil mepe 58%, Mo MeHbIIEH
Mepe 59%, no menblueill mepe 60%, mo MeHbuied mepe 61%, mo mensluell mepe 62%, Mo
MeHblel Mepe 63%, no MeHbluell Mepe 64%, 1o MeHbleil mepe 65%, o MeHbluel Mepe 66%,
1o MeHbluei Mepe 67%, no MeHblueill Mepe 68%, o MeHblueill Mepe 69%, o MeHbIIEH Mepe

70%, no menblueit mepe 71%, no menpiieit mepe 72%, no meHblueit mepe 73%, MO MeHbLIEH
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Mepe 74%, no menblueln mepe 75%, mo meHblieit mepe 76%, mo meHblueil mepe 77%, 1o
MeHbliel mepe 78%, mo Mmenbuied mepe 79%, unu no Mmenbuiei mepe 80%. B HekoTOpbIX
BapUaHTaxX peaju3aluy, ypoBHM B Muasme pactBopumoro TREM2 in vivo wuzmepsitor ¢
UCIIOJIb30BAHHEM MOHOBAJIEHTHOTO aHTUTeNa (Hanpumep, Fab) nnn nonnopasmepHoro anturena
B MOHOBajleHTHOH (popme. CriocoObl u3MepeHus ypoBHell B masme pactsopumoro TREM?2 in
Vivo onucaHbl B JaHHOM JIOKyMeHTe (Harnpumep, cM. Ilpumep 4).

[0127] AuTu—TREM?2 aHTuTENa 1O JAaHHOMY H300PETEHHIO MOTYT OBITh MCIOJb30BAHBI
1T IPEAOTBPALLICHHUS, CHUKEHUST PUCKA MJTH JICUEHHs IEMEHLIUH, JIOOHO—BHCOYHOW AEMEHIHH,
Oonesnn  AnbureiiMepa, COCYIUCTOW  JEMEHLUH, CMEIIAHHOW JEeMEHLHH, OOJIe3HU
Kpeiitudpenpna—Akoba, HOpMOTeH3UBHOU ruapouedanuy, OOKOBOrO aMUOTPO(PHUECKOro
ckJepo3a, OonesHu I'eHTHHITOHA, 3a00yeBaHus U3 rpymmbl Taynatui, 6onesan Hacy—Xakona,
WHCYJIbTa, OCTPOH TPaBMbI, XPOHHUYECKON TPaBMbI, HAPYIIEHHUSI MO3HABATEIHHONU CITOCOOHOCTH,
NOTePU NaMSTH, BOJYAHKHU, OCTPOrO M XPOHMUYECKOro KOJNTA, PEBMATOMAHOIO apTpUTa,
3aKUBJICHUS paH, Oone3sHn KpoHa, BocnmamuTenpbHONW OOJIE3HH KUINEYHHKA, HECTEH(YUIECKOTro
SI3BEHHOTO KOJINTA, OKUPEHMUsl, MaJspUH, 3CCEHIMAIBHOTO TPEMOpa, BOJYAHKA LIEHTPaJIbHOMN
HepBHOW cuctembl, Oone3Hu bexuera, Oonesnm IlapkuHcoHA, AemMeHUMH ¢ Tenblamu Jlesw,
MyJIBTUCUCTEMHON aTpodun, cuHapoma llas—/Ipelimkepa, MPOrpecCUPYIOIETO HATBSIAECPHOTO
napanu4a, KOPTHKOOA3aJbHOW  TaHIIMOHAPHOH  JereHepaly, OCTPOro  PACCESHHOTO
sHIe(]anroMuennuTa, TpaHyJIeMaTO3HBIX pPAacCTPOMCTB, CapkKoumo3a, OoOJe3Hel crapeHus,
SMUJIENTUYECKUX MPUINAAKOB, MOBPEXKIAEHUS CIIMHHOIO MO3ra, TPAaBMaTHUYECKOrO MOBPEXKIEHUS
TOJIOBHOTO MO3ra, BO3PACTHONW MaKyJISIPHON A€TreHepally, IJ1ayKOMbl, TUTMEHTHOTO PETHUHUTA,
JereHepaly CeTyaTKH, WH(QEKLUUU [bIXaTeJbHbIX IyTeH, Cemncuca, TIJa3HOW WH(EKIHH,
CHCTEMHON MH(EKINH, BOIYaHKU, APTPUTA, PACCESTHHOTO CKJIEP03a, HU3KON MIOTHOCTU KOCTHOM
TKaHH, OCTEOIOpO3a, OCTEOreHe3a, OCTEONEeTPO3HOro 3aboneBaHus, AehOPMUPYIOIEr0 OCTHTA,
COJIMAHOIO paKa U paka KPOBHU, paKka MOYEBOIO My3bIpsl, paKa rOJIOBHOIO MO3ra, paka MOJOYHOM
JKeJe3bl, paka TOJCTON KHUIIKH, paka MPsSMOHN KHIIKH, SHIOMETPHAIBHOIO paka, paka IOYKH,
MOYEYHOKJIETOYHOIO paka, paka MOYeYHOH JIOXaHKH, Jeiiko3a, paka JIerKOro, MeJaHOMBI,
HEXOJKKUHCKOH JIMM(OMBI, paka MOMKEITYTOYHOH >Keyle3bl, paka MPOCTAThl, paka SUYHHUKA,
¢dubpocapkomsbl, octporo gumbodnacraoro neiikosa (OJIJI), octporo muenoneiikoza (OMJ),
XpoHnyeckoro JuMmdormrapaoro Jseikosa (XJIJI), XpOHMYECKOro MHEJIOUAHOTO JIEHKO03a
(XMJI), MHOXECTBEHHOH MHEJNIOMbI, WCTHMHHOW KPAaCHOW NOJHLUTEMHH, 3SCCEHIUATBHOTO
TPOMOOLINTO3a, TEPBUYHOTO WJIM HIUONATHYECKOro Muenogudposa, NEpBUYHOrO WIH
UAMONATHYECKOrO MHENIOCKJIepo3a, OMyXOoJell MHEeNIOWAHOTO IPOUCXOXKIEHHUs, OIMyXOoJeil,
skcnpeccupyrommx TREM2, paka muroBugHOW kene3bl, uHGekumid, repmeca I[[HC,
napasuTapHbeIX MH(QEKUWH, TPUMaHOCOMHON mHbpekuuyu, nHpekunn Trypanosoma cruzi (Cruzi
infection), nndpexuun Pseudomonas aeruginosa, mHpexkuun Leishmania donovani, nH}pexkunn
Streptococcus rpynmsl B, nndeknun Campylobacter jejuni, napexuun Neisseria meningiditis,
BUY Ttuna I u nanouku Ildaiidppepa (Haemophilus influenza). crocoOsl, mpemioskeHHbIE B
TAaHHOM H300pETEeHHH, TAKKe HAXOAST NPUMEHEHHE B WHIYLMPOBAHUHU WIM NMPOMOTHPOBAHUHU

BBDKHMBAHUS, CO3pEBaHUsA, (PYHKIHOHAJIBHOCTH, MHIPALMH, WA Tpoiaudepanuu OgHOW WU
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HECKOJIbKUX HMMYHHBIX KIJIE€TOK Yy HYy)KAamomerocss B 53ToM uHauBHAayyma. (CrocoOsl,
NPEeAJIOKEHHBIE B JAHHOM H300pETEHHH, JOMOJHUTENBHO HAXOAAT NPUMEHEHHE TPU CHIDKEHUH
AKTUBHOCTH, (YHKIIMOHATIBHOCTH 10031 BBDKUBAHUA  PEryJSTOPHBIX T—xneTok,
BHYTpUONyXOJieBbIX  (tumor-imbedded) u“MMyHOCYnpecCOpHBIX  AEHAPUTHBIX  KIETOK,
BHyTpHOMyXoJieBblX (tumor—-imbedded) uMMyHOCympeccopHbIX MakpodaroB, CyNpecCOPHBIX
KJIETOK MHEJIOMIHOIO MPOUCXOXKACHUS, OMyXOJIb—aCCOLMMPOBAHHBIX MaKpo(aros, KJIETOK
octporo muenouaHoro Jeiikoza (OMJI), KJIeTOK XPOHHUYECKOro JUM(OILUTAPHOrO JeHKo3a
(XJJI), unam KJIeTOK XPOHHYECKOTO MHENOMIHOro Jyetikoza (XMJI) y Hy»KOarIlerocs B 3TOM
uHauBuayyma. CriocoObl, MpeIoKeHHbIE B JaHHOM H300pPETEHUH, JOTOJIHUTENbHO HAXOIST
NPUMEHEHUE TPH YBEJIUYEHHH TaMATH WWIM CHIDKSHHMM HAPYLICHUH IO3HABATEIbHOM
CIIOCOOHOCTH.

[0128] Antr—-TREM?2 aHTHTENna mno NOaHHOMY H300PETEHHIO TAaKXXKe MOTYT OBbITh
UCTIONB30BAHBI ISl YAYYIIEHHOTO YXOAa 3a paHaMu. B HEKOTOPBIX BapHAaHTaX pean3alvy,
antni—TREM2 aHTHTENna MO JAaHHOMY HM300pPETeHHIO MPEACTABISIFOT COOOW MOHOKJIOHAJbHBIE
aaturena. AHTH—TREM2 aHTHTENna mo HOaHHOMY H300pETEeHHMI0O MOTYT TECTHPOBATBhCS Ha
WHIYyLUMPOBaHUE OAHON WU HecKOoJbKUX akTuBHOCTel TREM2. Ilpuronssie aHaausbl MOTYT
BKJIFOYATh BECTEPH—OJIOTTUHT (Hampumep, ansi TuposuHpochopumupoannoro DAP12 wmm
TpeoHnH/cepuH—pocoprnmpoBanHbix cyoctpatos PI3K—kunassr), UPO (ELISA) (manpumep,
IUI CEKPETUPYEMOro MHTEpJIeHiKuHa WK cekpenun IUToknHOB), FACS (copTupoBKa KIETOK C
akTuBanmen (Qayopecuenunu) (Hampumep, A cBs3biBaHus aHTU—TREM2 ¢ TREM2),
UMMYHOLIUTOXMUMHIO  (Hampumep, g Tupo3uHdpochopunmuposanHoro DAP12  wmm
TpeoHnH/cepuH—pochopmnrpoBaHHbix cyocrpaTtoB PI3K-kuHa3el), aHanmu3bl penopTepHBIX
reHoB (Hanpumep, st axktuBauuu TLR), mnoBbIIIEHHOE BbDKMBAHUE W/HWIM  (QYHKIHS
ACHAPUTHBIX KIJIETOK, Makpogaros, MOHOLMTOB, OCTEOKJACTOB, KJIETOK JlaHrepaHca KOXH,
Kyn(epoBbIX KJIETOK, W/WIN MHKPOIJIUH, IOBBIIIEHHBIH (ParounuTo3 amonTO3HBIX HEHPOHOB,
MOBPEKIACHHBIX CHHAICOB, OeTa—ammionna wiu ero ¢parmentoB, Tay—oOenka (Tau), IAPP
(OCTPOBKOBBIN aMIJIOMIHBIA MONUNENTUA), ainbda—cuHykiaenna, 1DP—43, Oenka FUS,
npuoHHOro Oenka, PrPSc, XaHTHMHITHHA, KaJBLIUTOHHHA, CYNEPOKCHIIMCMYTa3bl, aTaKCHHA,
tenen JleBu, mNpeACepAHOrO HATPUYPETUUECKOro (pakTopa, OCTPOBKOBOTO aAMHIJIOHIHOTO
NOJIUMENTHA, HHCYJIMHA, aroJunonporenHa Al CbIBOpOTOYHOro ammionna A, MenuHa,
NPOJIAKTHHA, TPAHCTUPETHHA, JU30LUMA, 6era—2—mMukporiodynuHa, reJICOJIMHA,
KEpaTO3IUTENINHA, [IUCTATHHA, UIMMYHOTJI00ynnHa Jerkoi uenu AL, 6enka S—IBM, cBs3aHHBIX
¢ He—ATG nosropamu (RAN) MpoayKTOB TPAHCISILIMH, MENTHIOB C AUMENTHIHBIMU TOBTOPAMH
(DPR), nentunos ¢ moropamu riuuH—ajganuH (GA), IENTHAOB C MOBTOPAMHU TITULHH—TIPOJINH
(GP), nentunos ¢ nosropamu mmuuH—-apruHuH (GR), menTunos ¢ moBTOpaMu NpoONMH—aJaHUH
(PA), u nmentunos ¢ nosropamu nponuH—aprudul (PR), nedpuca HepBHOI TkaHu, nedpuca He—
HEpBHOW TKaHM, OakTepuil, NPYrMx HHOPOIAHBIX TeJ, INATOT€HHBIX OEJNKOB, MAaTOTE€HHBIBIX
NEeNTHUIOB, MAaTOreHHOW HYKJIEMHOBOH KHCJIOTBI, MM OIYXOJEBBIX KIJIETKOK Makpodaramu,
IEHIPUTHBIMH KJIETKaMu, KieTkamu JlanrepaHca KoxH, KyngpepoBbIMU KJIETKAMH, MOHOLIUTAMH,

OCTEOKJIACTAMH /MM MUKPOITIMAJIbHBIMU KJIETKAMH, MOBbIIICHHAA HGpECTpOﬁKa OUTOCKECIICTA,
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Y CHIDKEHHbIE MUKPOTJIHAJIbHbBIE TIPOBOCMIAIUTENbHbIE OTBETHI, UJIU APYTUE aHAJIN3bl, H3BECTHBIE
CHEeLHAINCTaM.

[0129] Antureno, 3aBucumoe OT cBsi3biBaHMs ¢ peuentopoM FcgR ana axtuBanuun
peLenTopOB—MHUIIEHEH, MOXKET TEPATh CBOI0 arOHUCTUYECKYIO aKTMBHOCTb NMPH MOAM(UKALINY C
1enblo ycrpaHeHus cesizbiBaHust FcgR (cm., nampumep, Wilson et al., (2011) Cancer Cell 19,
101-113; Armour at al., (2003) Immunology 40 (2003) 585-593); u White et al., (2015) Cancer
Cell 27, 138-148). Ilo cymectBy, cuurtaercs, 4yro aHTU—TREM2 aHTHTENO 1O AaHHOMY
n300pETEHHIO ¢ COOTBETCTBYIOLICH CHEM(PUIHOCTBIO SMUTONA MOKET aKTHBHPOBATH AHTUT€H—
MUIIEHb ¢ MUHUMAJIbHBIMH HEXeJaTelbHbIMH 3 (EeKTaMu, KOr/ia aHTUTENIO UMeeT JOMeH Fc
u3oruna uenoedeckoro IgG2 (CH1 w mapHupHas oOmacTh) MM Apyrod Tum nomeHa Fc,
CHOCOOHBIA MPEANOYTUTENIFHO CBs3bIBaTh HMHruOupyromue peuentopsl FcgRIIB (FcgRIIB r
receptors), WK €ro BapHaHT.

[0130] TunmuHble MpUMEPBbI U30TUIOB U MomudHUKalMid anTuTena Fc npencraBieHs! B
Tabmune A Hmwke. B HEKOTOpBIX BapuaHTAax peajH3alldd, aHTUTENO uMeeT Fc w3oTuMm,
yka3aHHbIN B Tabmuie A Hibke.

Tabnauua A: Tunuuxble npuMeps! u3oTunos Fc aHTHTEN , CMOCOOHBIX CBSI3BIBATH

Fc—peuenTop ramma

HN3otun Fe MyTtauus (cxema Hymepauuu EU)
IgGl1 N297A
IgGl1 D265A uN297A
IgGl1 D270A
IgGl1 L234A n L235A
[L234A u G237A
[234A u L235A u G237A
IgG1 P238D w/wmu L328E w/mmmu S267E/L328F w/wmm E233 wu or/
G237D w/vnu H268D w/uu P271G w/um A330R
IgGl1 P238D u L328E u E233D u G237D u H268D u P271G u A330R
IgGl1 P238D u L328E u G237D u H268D u P271G u A330R
IgGl1 P238D u S267E u L328F u E233D u G237D u H268D u P271G u
A330R
IgGl1 P238D u S267E u L328F u G237D u H268D u P271G u A330R
I1gG2 V234A u G237A
IgG4 L235A u G237A n E318A
IgG4 S228P u L236E
IgG2/4 rubpun IgG2 aa 118 to 260 u IgG4 aa 261 to 447
H268Q u V309L; u A330S u P331S
IgGl1 C226S u C229S u E233P u L234V u L235A
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M3oTun Fc

Myrtauus (cxema Hymepauuu EU)

IgG1

L234F u L235E u P331S

IgG2

C232S umu C233S

IgG2

A330S nu P331S

IgG1

S267E, u L328F
TOJIBKO S267E

IgG2

S267E u L328F

IgG4

S267E u L328F

IgG2

Tspkenast uernb aqukoro tuna (WT HC) ¢ kanma—nerkoii nensio (LC)
HC C127S ¢ xanna-LC

kanma-LC C214S

karma—LC C214S u HC C233S

kanma-LC C214S u HC C2328S

JIro6ast u3 BeIlIEyKa3aHHBIX MyTaluid BMecTe ¢ MyTausima A330S
u P331S

¢parment F(ab’)2 IgGl pmukxoro tuma (WT) u mobas wu3

BBILIEYKA3aHHbBIX MyTaLIUN

IgG1

3ameHa KOHCTaHTHOW oOmactu Tsokenod nerm 1 (CHI) wm
mapuupHoi oonactu IgG1l va CH1 u wapaupuyro obnacts 1Gg2
ASTKGPSVFP LAPCSRSTSE STAALGCLVK DYFPEPVTVS
WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSNFEGTQT
YTCNVDHKPS NTKVDKTVER KCCVECPPCP (SEQ ID NO:
145)

C xanma-LC

IgG1

Jlrobasi m3 BeIIeyKa3aHHBIX MyTanuii Bmecte ¢ A330L/A330S

w/vnu L234F w/vunu L235E w/wmu P331S

IgGl, 1gG2, unu IgG4

JIrobasi W3 BbIEYKA3aHHBIX MyTaluii BMecte ¢ M252Y w/mim

S254T w/unu T256E

Mpermnneiii [gG1 JIi1st MBILIMHBIX MOfesieit 3a001eBaHus

IgG4 Juxoro tuna (WT)

IgG1 Jlrobast m3 BeIeyka3aHHBIX MyTanmii BMecte ¢ E430G, E430S,
E430F, E430T, E345K, E345Q, E345R, E345Y, S440Y, S440W
u/unu mo0ast IX KOMOMHAIUS.

IgG2 Jlrobass u3 BhlmeykasaHHbIX MyTanuii BMecte ¢ E430G, E430S,
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HN3otun Fe Myrtauus (cxema Hymepauuu EU)

E430F, E430T, E345K, E345Q, E345R, E345Y, S440Y, S440W

w/unu nrodast ux KoMOUHALMS.

[0131] B pomojHeHWe K H30THIIAM, OMHUCAaHHbIM B Tabmuie A, u 0e3 kelaHHs
OrPaHUYMBATBHCS TEOPUEH — CUMTAETCs, YTO aHTUTENA C U30THMNaMu uernoBedeckux IgGl umm
IgG3 n ux mytanTs! (Hanpumep, Strohl (2009) Current Opinion in Biotechnology 2009, 20:685—
691), ces3piBatoure aktuupyromue peuentopsl Fcg I, 1A, TIC, IIIA, IIIB y moneit w/unu
peuenrtopsl Fcg I, Il u IV y Mblilneid, MOTYT Takke BbICTYNaTh B POJIM ArOHUCTUYECKUX aHTUTEN
in vivo, HO MOTYT OBITh ACCOLIMMPOBAHBI C HEXeIaTeabHbIME 3P dekramu, cszanabiMu ¢ ADCC
(omocpenoBaHHasl AaHTUTENIAMH KJIETOYHAsl [IUTOTOKCUYHOCTD). OnHako, Takue penentopsl Fcg,
MO—BUUMOMY, SIBJIIFOTCSI MEHee JOCTYIHBIMU JJISl CBA3BbIBAHUS AHTUTENA in Vivo, IO CPAaBHEHUIO
¢ uarubupyromum penentopom Fcg FcgRIIB (cm., nampumep, White, et al., (2013) Cancer
Immunol. Immunother. 62, 941-948; u Li et al., (2011) Science 333(6045):1030-1034).

[0132] B HEKOTOPBIX BapUaHTaX pealv3alliy, aHTUTEJIO MPUHAMICKUT K Kiaccy 1gG,
kynaccy IgM, unu knaccy IgA. B HEKOTOpBIX BapuaHTaxX peaju3aliy, aHTUTEJIO UMEET M30THII
IgG1, 1gG2, 1gG3 unu IgG4.

[0133] B HekoTOpbIX BapuaHTax peanu3aluy, aHTuTeno umeer uzorun IgG2. B
HEKOTOPBIX BAPUAHTAX PEaM3alUU, aHTUTENO COAEPIKUT KOHCTAHTHYIO 00JIaCTh YEeJIOBEUECKOTO
IgG2. B HexkoTOpBIX BapuaHTaX peajlu3alud, KOHCTaHTHas oOjacTe dyenosedeckoro IgG2
BKJItOUaeT Fc—yuacTok. B HEKOTOpBIX BapUaHTaxX peaju3alii, aHTUTENO UHAYLUPYET ONHY WU
Heckosibko akTuBHOCTer TREM?2, aktuBHOocTeli DAP12, wmnm o0oux, HE3aBUCUMO OT
cBs3biBaHusA ¢ Fc—penenropoM. B HEKOTOpBIX BapHaHTAax peau3alid, AHTUTENO CBS3bIBACT
uHrnoupyrommii Fc—penenrop. B HekoToppIx BapuaHTax peanu3auuy, WHruOupyoommid Fc—
peuenTop mpencraeisier coboit uHruOupyroumii Fc-ramma—peuentop IIB (FcylIB). B
HEKOTOpBIX ~ BapHaHTax peanu3auuu, Fc—ydacTok COAepkUT OAHY MJIH  HECKOJIBKO
monudukanmii. Hampumep, B HEKOTOPBIX BapHAHTaX peasiu3aliu, FC—y4acToK CONEpsKUT OTHY
WIA HECKOJIbKO aMHUHOKHCJIOTHBIX 3aMEH (Hampumep, Mo CpaBHEHHIO ¢ Fc—y4acTkom IHMKOro
TUMA TOTO K€ M30TUMA). B HEKOTOPBIX BapHAHTaX peaNU3alUH, OAHY WJIH HECKOJBKO
AMHHOKHUCJIOTHBIX 3aMeH BBIOMparoT u3 V234A (Alegre et al., (1994) Transplantation 57:1537—
1543. 31; Xu et al., (2000) Cell Immunol, 200:16-26), G237A (Cole et al. (1999)
Transplantation, 68:563-571), H268Q. V309L. A330S. P331S (US 2007/0148167; Armour et
al. (1999) Eur J Immunol 29: 2613-2624; Armour et al. (2000) The Haematology Journal
1(Suppl,1):27; Armour et al. (2000) The Haematology Journal 1(Suppl,1):27), C232S. u/unu
C233S (White et al., (2015) Cancer Cell 27, 138-148), S267E. L328F (Chu et al., (2008) Mol
Immunol, 45:3926-3933), M252Y, S254T, w/unu T256E, npu 3TOM HNOA0KEHHUS AMUHOKHCIOT

OIIPENeNsOTCs B COOTBETCTBUM o cxemamu HyMepanmu EU nnn Kabara.
[0134] B HexkoTOpbIX BapuaHTax pealu3allid, aHTUTeNo umMeer wusotun IgG2 c

KOHCTAHTHBIM JIOMEHOM TSIXKEJIOHN LIeNH, KOTOPBIN COAEPKUT aMUHOKHUCIOTHYIO 3aMeHy C1278S,

Ipru 5TOM MOJIOKEHHUST aMUHOKUHCIIOT OMNPECACTAOTCA B COOTBETCTBUU CO CXE€MaMU HyMEpalUuu
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EU wmu Kabara (White et al., (2015) Cancer Cell 27, 138-148; Lightle et al., (2010) PROTEIN
SCIENCE 19:753-762; 1 W02008079246).

[0135] B HexkoTOpbIX BapuUaHTax peaau3aluy, aHTUTeNno umMeer wusorun IgG2 ¢
KOHCTAHTHBIM JIOMEHOM JIETKOW LeNM Kala, KOTOPbI COAEPKUT aMUHOKHCIOTHYIO 3aMEHY
C214S, npu 3TOM NOJIOKEHUS AMUHOKHCIOT ONPENENAI0TCS B COOTBETCTBUU CO CXEMaMH
Hymepauuu EU nnn Kabara (White et al.,(2015) Cancer Cell 27, 138-148; Lightle et al., (2010)
PROTEIN SCIENCE 19:753-762; u W02008079246).

[0136] B HekoTOpbhIX BapuaHTax peajusaluy, aHtuTeno umeer wusorun IgGl. B
HEKOTOPBIX BApPHAHTAX PEAJHM3alMU, AHTUTENO COAEPKUT KOHCTAHTHYIO O0JIACTh MBILIHHOTO
IgGl. B HEKOTOpBIX BapUAHTAX peATU3ALNH, AHTUTENO COACPKUT KOHCTAHTHYHO OO0JacTh
yenoBeueckoro IgGl. B  HeEKkOTOpBIX BapuaHTaxX peaju3allid, KOHCTaHTHas OOJacTh
yenoseueckoro IgG1 Bkmouaer Fc—ydactok. B HEKOTOpPBIX BapuaHTax peanu3aluy, aHTUTENO
cBsi3biBaeT WHrHOMpyroomuid Fc—pemenrop. B HEKOTOpbIX  BapWaHTax  peajH3allvy,
uHrHOUpyrommii Fc—penentop npexacrasnser codoit unrudupyromuii Fc—ramma—penenrop 1B
(FcylIB). B HeKkOTOpBIX BapHaHTax peanu3aluy, Fc—ydacTOk CONEpKUT OJHY WM HECKOJIbKO
momudukammii. Hampumep, B HEKOTOPBIX BapHaHTaX peayu3aliy, FC—y4acToK COmep:KUT OTHY
WJIM HECKOJIbKO aMHUHOKHCJIOTHBIX 3aMEH (Hampumep, 1Mo CpaBHEHHMIO ¢ Fc—yd4acTkom IHKOro
TUMA TOTO K€ M30THMNA). B HEKOTOPhIX BapHaHTaX pealu3aly, OIHY WIH HECKOJIBKO
AMHHOKHUCJIOTHBIX 3aMeH BbiOnparoT u3 N297A (Bolt S et al. (1993) Eur J Immunol 23:403-411),
D265A (Shields et al. (2001) R. J. Biol. Chem. 276, 6591-6604), L234A, L235A (Hutchins et al.
(1995) Proc Natl Acad Sci USA, 92:11980-11984; Alegre et al., (1994) Transplantation
57:1537-1543. 31; Xu et al., (2000) Cell Immunol, 200:16-26), G237A (Alegre et al. (1994)
Transplantation 57:1537-1543. 31; Xu et al. (2000) Cell Immunol, 200:16-26),C226S, C229S,
E233P, 1234V, L234F, L235E (McEarchern et al., (2007) Blood, 109:1185-1192), P331S
(Sazinsky et al., (2008) Proc Natl Acad Sci USA 2008, 105:20167-20172), S267E, L328F
A330L, M252Y, S254T, w/unu T256E, npu 3TOM MOJOKEHUS] aMUHOKHCIIOT ONPEAENSIOTC B

COOTBETCTBHUH O cxemamu Hymepauun EU unn Kabara.

[0137] B HexOTOpBIX BapHaHTax peanu3aliy, aHTUTEJO BKIIIOYAeT KOHCTAHTHBIN TOMEH
1 Tsoxenoit nenu nzotuna IgG2 (CH1) u wapuupryro odxacte (White et al., (2015) Cancer Cell
27, 138-148). B HekoTopeix BapuaHtax peanmuzaunu, CH1 nzornna IgG2 u mapuupHas odnacte
cozepkar AMHUHOKHUCJIOTHYIO MIOCIIEI0BATENBHOCTD
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCP (SEQ ID NO:
145). B HEKOTOPBIX BapHaHTax peau3alyy, Fc—y4acTok aHTUTeNa CONEePKUT aMUHOKHUCIIOTHYEO
3ameny S267E, amunHokucnotHyro 3ameny L328F, mnm ole, n/uiam aMUHOKHCIOTHYIO 3aMEHY
N297A umm N297Q, npu 3TOM MOJIOKEHUS AMUHOKHCIJIOT OMPEAENSIFOTCS B COOTBETCTBHH CO
cxemamu Hymepauuu EU nnm Kabara.

[0138] B HekoTOpbIX BapuaHTax peanusaluy, aHTuTeno umeer uszorun IgG4. B
HEKOTOPBIX BapUAHTAX PEANTM3ALNN, AaHTUTENO COAEPIKUT KOHCTAHTH OOJIACThb YeIOBEYECKOTO

IgG4. B HexkoTOpBIX BapuaHTax pealu3allud, KOHCTaHTHas oOjacTe dyenosedeckoro IgG4
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BKJItouaeT Fc-ydgactok. B HEKOTOpBIX BapuaHTax peajlus3alyd, AaHTUTEJO CBs3bIBAET
uHrnbupyrommii Fc—penenrop. B HekoTOpbIX BapuaHTax peanu3anuy, MHruOupyromuid Fc—
peuenTop rmpencraenser coOoi uHruOupyroumii Fc-ramma—penentop IIB (FeylIB). B
HEKOTOPBIX BAapUaHTax peanu3aluy, Fc—y4acTOk COAEpKUT OAHY WJIM  HECKOJBKO
moaudukaimii. Hanmpumep, B HEKOTOPBIX BapHaHTaxX peanusaliy, FC—y4acTok COmep>kKuT OaHy
WJIN HECKOJIbKO aMHHOKHCJIOTHBIX 3aMeH (Hampumep, Mo CpaBHEHHIO ¢ FCc—y4acTKkoM AMKOro
TUMA TOrO € M30TUMA). B HEKOTOpPhIX BapHaHTax peajus3aluy, OAHY WIM HECKOJBKO
AMHHOKHUCJIOTHBIX 3aMeH BbiOuparoT u3 L235A, G237A, S228P, L236E (Reddy et al., (2000) J
Immunol,164:1925-1933), S267E, E318A, 1L.328F, M252Y, S254T, w/uau T256E, npu sTOoM

MOJIOKCHUSA aMUHOKHCJIOT OHNPECACIAOTCA B COOTBCTCTBHU CO CXEMaMH HYMEpPALNU EU wunu

Kabara.

[0139] B HeKkOTOpBIX BapuaHTaX peajH3alHM{, AHTHTEIO WMEEeT THOPUIHBIA H30THI
IgG2/4. B HEKOTOpBIX BapHaHTAX peATHU3AlMH, AHTHTEJIO COIEPKUT aMUHOKHUCIOTHYIO
MOCJIEIOBATEIbHOCTD, COAEPXKAIIYKD aMUHOKUCIOTHI 118—260 B COOTBETCTBUM C HyMmepaluein
EU wnnu Kabara yenoseueckoro IgG2 n amuHOKHCIOTE 261-447 B COOTBETCTBUU C HyMepalfen
EU nnmu Kabara wenoseueckoro IgG4 (WO 1997/11971; WO 2007/106585).

[0140] B HekoTOpBIX BapuaHTax peajlu3aldd, AHTUTENO CONEPKUT KOHCTAHTHYIO
obnacte meimuHOTO IgG4 (Bartholomaeus, et al. (2014). J. Immunol. 192, 2091-2098).

[0141] B HekoTOpbIX BapuaHTax peaiu3aluy, FC—ydacTOK MOMOJHUTENBHO COAEPIKUT
OIIHy WJIH HECKOJIbKO IOTMOJHHUTEIbHBIX AaMHUHOKHUCJIOTHBIX 3aMeH, BbIOpaHHbIX u3 A330L,
L234F; L235E umm P331S, B coorBercrBumn ¢ nymepaumeii EU wmnn Kabata; n moboi ux
KOMOMHALIHH.

[0142] B HeKOTOpBIX BapuaHTaxX peaju3aliy, aHTUTEJIO COAEPKUT OAHY WM HECKOJBKO
AMMHOKHCJIOTHBIX 3aMeH Ha Fc—y4acTke B TONOXKEHHSX OCTaTKOB, BbIOpaHHBIX 3 C127S,
L234A, L234F, L235A, L235E, S267E, K322A, L328F, A330S, P331S, E345R, E430G, S440Y,
U 000N MX KOMOWHAIIMY, TIPU 3TOM HYMEpalusi OCTATKOB COOTBETCTBYET CXEMaM HyMepaluu
EU wmm KabGata. B HeEKOTOpbIX BapuaHTax peaju3aliy, FC—y4acTOK COIEpPIKHT
aMUHOKHCIIOTHYIO 3aMeHy B mnojoxkenusx E430G, L243A, L235A wu P331S, npu stom
HyMepaLysi NOJIOKEHUs OCTaTKa COOTBETCTBYET cxeme HyMepauuu EU. B HeKOTOpBIX BapuaHTax
peanuzanuu, FC—y4acTok COOEp:KUT aMUHOKHUCIIOTHYIO 3aMeHy B nonoxkeHusix E430G u P3318,
IIPYU 3TOM HyMepalus MOJOXKEHHsI OCTaTKa COOTBETCTBYeT cxeMme Hymepauuu EU. B HekoTopbIx
BApUAHTaX peaau3aluy, FC—ydacTOK COAEPKUT aMHHOKHCIOTHYH) 3aMEHY B IOJIOXKEHUSIX
E430G u K322A, npu 3ToM HyMepalusi MOJIOXKEeHHUs] OCTaTKa COOTBETCTBYET CXeMe HyMepaluu
EU. B HeKkoTOpBIX BapuaHTax peanu3anuy, FCc—y4acTOk CONEpKUT aMUHOKHUCIOTHYIO 3aMEHY B
nonoxxkenusix E430G, A330S u P331S, npu aToM HyMepauys MOJI0XKEeHHs1 OCTaTKa COOTBETCTBYET
cxeme Hymepauun EU. B HekoTOphIX BapuaHTax peanusanuu, Fc—ydacTok comepskut
aMUHOKHCJIOTHYIO 3aMmeHy B mnojoxkeHusx E430G, K322A, A330S u P331S, npu stom
HyMepaLysi MOJIOXKEHUs OCTaTKa COOTBETCTBYET cxeme HyMepauuu EU. B HeKOTOpBIX BapuaHTax
peanuzanuu, Fc—y4acTok comep kUT aMUHOKUCIOTHYIO 3aMeHy B nojioskeHusix E430G, K322A u

A330S, nmpu 5TOM HyMmepauMs MOJOXKEHMsI OCTaTKa COOTBETCTBYeT cxeMe Hymepauuu EU. B
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HEKOTOPBIX BApUAHTax peanu3auuy, Fc—y4acTOK COAEP:KUT aMUHOKHCIOTHYX) 3aMEHy B
nonoxkenusix E430G, K322A wu P331S, npu »>TOM HyMepauus TOJOXKEHHS OCTaTKa
cooTBeTcTByeT cxeme Hymepauuun EU. B HekoTOpbIX BapuaHTax peanuszaumu, Fc—ydacTtok
COMIEP>KUT aMUHOKHUCIIOTHYIO 3aMeHy B nojoskeHusx S267E u L328F, mpu sTom Hymepauus
NOJIOKEHUSI OCTaTKa COOTBETCTBYeT cxeme Hymepauuun EU. B HekoTOpbIX BapHaHTax
peanusanuu, Fc—y4acTok conep>KuT aMUHOKHUCIIOTHYIO 3aMeHy B nonoskeHuu C127S, npu sTom
HyMepaLusi OJIOKEHHs OCTaTKa COOTBETCTBYET cxeMe HyMmepauuu EU. B HeKOTOpBIX BapuaHTax
peanmzanuu, Fc—y4acTok comepKUT aMUHOKHUCIIOTHYIO 3aMeHy B noniockeHusix E345R, E430G u
S440Y, npu 5TOM HyMeparus OJIOKEHUsI OCTaTKa COOTBETCTBYeT cxeMme Hymeparmu EU.

Jononnumensnvie mymayuu 1gG

[0143] B HekOTOpBbIX BapuaHTaxX peaju3aluy, OAH WM HECKOJbKO BapuaHToB 1gGl,
ONHCAHHBIX B JAHHOM JJOKYMEHTE, MOTyT ObITh 00benuHeHbl ¢ mytanueir A330L (Lazar et al.,
(2006) Proc Natl Acad Sci USA, 103:4005-4010), wnu OMHON MM HECKOJBKUX W3 MYTaIlHi
L234F, L235E w/umu P331S (Sazinsky et al., (2008) Proc Natl Acad Sci USA, 105:20167-
20172), opu_5TOM NOJOKEHHS. aMHUHOKHCJOT ONPENENSIOTCS] B COOTBETCTBHHM CO CXEMaMU
HyMmeparmn EU wnu Kabata, ans ycTpaHeHHs aKTHBALMH KOMIUIEMEHTAa. B HEKOTOpBIX
BapUAHTaX peanu3aluy, BapuaHTel IgG, omucaHHBIE B JaHHOM JOKYMEHTE, MOTYT OBITh
O00BETMHEHBI C OHOM MIIM HECKOJIbKMMHU MYTALMSIMU JUISl YBEJIMYEHUS NIEPUOJIA TIOTYBBIBEICHHUS
aHTHUTENA B CBIBOPOTKE YeJoBeKa (Harpumep, Mytauuu M252Y, S254T, T256E, B cooTBeTCTBUH
co cxemamu Hymepauuu EU umu Kabara) (Dall’ Acqua et al., (2006) J Biol Chem, 281:23514—
23524; u Strohl e al., (2009) Current Opinion in Biotechnology, 20:685-691).

[0144] B HekoTOphIX BapuaHTax peanu3anuy, Bapuant IgG4 nmo naHHOMY H300pETeHHIO
MoskeT ObITh 0ObenuHeH ¢ myTanuen S228P, B cooTBeTcTBUM €O cxemamu Hymepauuu EU wnn
Kabara (Angal et al., (1993) Mol Immunol, 30:105-108) w/unu ¢ OOHON WM HECKOJIBKHUMHU
MyTalnusiMu, onucaHHbiMu B Peters et al., (2012) J Biol Chem. 13;287(29):24525-33), nns
TIOBBIIIEHHSI CTAOUJIM3AIMY AHTUTENA.

Tunuynsie npumepor anmu—1TREM?2 anmumen

[0145] B HekoTOpBIX BapuaHTax peajau3aluy, BeiaeneHHoe aHTU—TREM?2 anTuteno mo
naHHOMY n300pereHuio cpssbiBaeTcss ¢ TREM2 ¢ BbICOKOH a(UHHOCTBIO U YCHIIMBAET OHY
UIu HecKoIbKO akTuBHOCTEN TREM?2, MHAyHUpPYEMBIX CBSA3BIBAHUEM OJHOIO WJIM HECKOJIBKUX
murannoB TREM2 ¢ 6enkom TREM2, 1o cpaBHEHHUIO ¢ OJHON MM HECKOJIBKUMH aKTHBHOCTSIMU
TREM2, uHIyUMpyeMbIMH CBS3BIBAHUEM OHOTO WIJIM HECKOJIbKHX JurannoB TREM2 ¢ Genkom
TREM?2 B OTCYTCTBHE BBIIEJIEHHOIO aHTUTENA. B HEKOTOpPBIX BapUaHTAaX peajn3alid, aHTH—
TREM?2 aHTHTENO YCHIMBAET OAHY WM HecKONbKO akTHBHOCTeH TREM?2 Ge3 KOHKypeHIHH C,
WIH WHOTO OJIOKUPOBAHMUS, CBSI3bIBAHHS OJHOTO HJIM HECKOJbKuX JiurannoB TREM2 ¢ Genkom
TREM2. B HEKOTOpbIX BapuaHTaX peaju3aliy, AaHTUTENO TPEINCTaBIseT  COOOM
I'YMaHU3HPOBAHHOE AHTUTENO, OWCHenn(UYIecKOe AHTHUTENO, MOJUBAJIEHTHOE AHTHTENO WU
XHUMEpHOE aHTUTeNo. THUnUYHble NpUMephbl ONMUCAHUN TaKUX AHTUTEN MPUBEAEHBbI B ONHUCAHUU
TaHHOTO M300peTeHus. B HEKOTOpBHIX BapuaHTaxX peajn3alli, aHTUTENO NPEACTaBIsIeT cOOOMH

Oucrerduueckoe aHTUTENO, PACTIO3HAIOLIEE MTEPBBII AHTUTE€H M BTOPOW aHTUTEH.
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[0146] B HexotopeIx BapuaHTax peanusauuu, aHTU—TREM?2 anTtuTena mo naHHOMY
uzobpereHnio cBsizbiBalOTCSE ¢ TREM?2 w4enoBeka, WM €ro roMoOJIOroM, BKIIKOYas, 0Oe3
orpannueHuii 6enok TREM2 wmnekonuTaromux (Hampumep, HeE SIBISIOLIMXCS YEJIOBEKOM
MIIeKONHUTAOUNX ), MbIIUHBIH Oenok TREM2 (Ne noctynma Uniprot Q99NHS), 6enox TREM2
kpbicbl (Ne moctynma Uniprot D3ZZ89), 6enoxk TREM2 makaka—pesyca (Ne moctyma Uniprot
F6QVF2), 6enox TREM2 sBanckoro makaka (Ne noctyma NCBI XP 015304909,1), xoHcKuit
6enoxk TREM2 (Ne moctynma Uniprot F7D6LO0), ceunoit 6enok TREM2 (Ne moctyma Uniprot
H2EZZ3) u cobaunii 6enok TREM2 (Ne noctyna Uniprot E2RP46). B HekoTOpbIX BapuaHTax
peammzanyu, antTi—TREM2 aHTHTENa MO JAHHOMY U300pETEHUIO CIeHU(UUECKH CBSI3bIBAIOTCS C
TREM?2 uenoseka. B HekoTOpbIX BapuaHTax peanusauuu, anti—REM?2 anturena no nanHomy
uzobperennio creuupuydecku cpszbBaroTcsi ¢ TREM2 sBaHckoro makaka. B HEKOTOpPBIX
BapuaHTax peanusauuy, aHTH—TREM2 aHTHTENa MO JaHHOMY H300pETEHHIO CIelH(pHUECcKH
cesasbiBatoTcd kak ¢ TREM?2 uenoseka, Tak u ¢ TREM2 sBanckoro makaka. B HexkOTOpbIX
BapuaHTax peanusanun, aHTH—TREM?2 aHTHTENna mo AaHHOMY HM300pPETEHHIO MHAYLHUPYIOT IO
MeHbIIel Mepe ogHy akTuBHOCTE TREM?2 1o maHHOMY M300peTeHuIo.

Anmumenocssazviearowue oonacmu anmu—TREM2

[0147] OmpeneneHHble acmeKThl JAHHOTO HM300peTEHUsT OTHOCATCS K aHTU—TREM2
aHTUTEJaM, KOTOpbIE CBA3BIBAKOTCA ¢ snutonoM TREM?2 4enoBeka, KOTOPBINA SIBJISAETCA TaKUM
ke win nepekpbiBaercsa ¢ snuronoM TREM2, cesaspiBaemMbiM aHTU—TREM2 anTuTEnom,
COZEpIKALINM BapHadeNbHYI0 O00JacTh TSDKEJIOH IeNH, COAEP KAyl aMHHOKHCIOTHYIO
nocnenosatebHOCTE SEQ ID NO: 119, u BapuabenbHyr0 00NacThb JIETKON LENH, CONEPIKaLIYI0
aMUHOKHUCJIOTHYH nociefosarenbHocTs SEQ ID NO: 120. B  HekoTOprIX BapuaHTax
peanusauuy, anTu—TREM2 anTuTena mo naHHOMY H300pPETEHHUIO CBSI3BIBAIOT I10 CYLIECTBY TOT
xke osnuton TREM2, xortopsiii cessbiBaerca aHTU—TREM?2 aHTuUTEeNnOM, CcoOmep:Kalum
BapualeNbHyI0 00JIaCTh TSKENIOH LeMy, COAep KAlyI0 aMUHOKHUCIIOTHYIO MOCIENOBATEIbHOCTD
SEQ ID NO: 119, u BapuabenbHyr0 00NACTb JIETKOW LIEMH, COAEPKAIIYI) aMHHOKHCIOTHYIO
nocnenosatenbHOCTs SEQ ID NO: 120. B HexkoTophIx BapuaHTax peanusanud, aHTu— I REM2
aHTHUTENa TIO JaHHOMY H300pPETeHUIO CBSA3BIBAIOTCS C OOHOW WJIM  HECKOJIbKHMH
AMHHOKHUCJIOTAMH M3 aMHUHOKHCIOTHBIX ocTaTkoB SFEDAHVEH (aMHHOKHCIOTHBIE OCTaTKH
149-157 SEQ ID NO: 1). B HekoTopbIX BapwaHTax peaim3auud, aHTH—]TREM?2 anTHTEna mo
JAaHHOMY M300pPETeHUIO CBSI3bIBAOTCS C OJHUM WM HECKOJBKHMH aMHUHOKHCIOTHBIMHU
ocratkamu, BeIOpaHHbIMU U3 E151, D152 u E156 SEQ ID NO: 1. B HekoTOpbIX BapuaHTax
peamm3anmu, anTi—TREM2 anTHTENa Mo JaHHOMY M300PETEHHIO CBS3BIBAIOT AMUHOKHCIIOTHBIE
octatku E151, D152 u E156 SEQ ID NO: 1.

[0148] B nHexoropelx BapuaHTax peanusauuy, aHTUu—TREM?2 antuTena mo naHHOMY
n300pETEHNIO KOHKYPEHTHO MHTUOMPYIOT cBs3biBaHME aHTH—|REM?2 aHTHTENa, comeprKamero
BapHuabeNbHYI0 00JaCTh TSKEJIOW LIEMH, COAEPIKALIYI0 aMUHOKHCIIOTHYIO TMOCIIENOBATENbHOCTD
SEQ ID NO: 119, u BapuaOenbHyl0 00JacTh JIETKOH LEMH, COAEPIKAIIYI0 aMHUHOKHUCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 120. B HekoTopbIx BapuaHTax peanusauuu, aHTui— REM2

aHTUTENA N0 JAHHOMY H300peTeHHI0 KOHKYpUpPYIOT ¢ aHTU—TREM?2 aHTHTENOM, Conmepskamum
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BapuabeNnbHYI0 00JaCTh TSDKEJIONW LIEMH, COAEPIKALIYI0 aMUHOKHUCIOTHYIO IOCIEN0BATEIbHOCTD
SEQ ID NO: 119, u BapuabenbHyi0 00NacThb JIETKOW LIEMH, COAEPKAIIYI0 aMHHOKHCIOTHYIO
nocaepoBareabHOCTh SEQ ID NO: 120, 3a cBsizpiBanue ¢ TREM?2.

[0149] B nexotopeIx BapuaHTax peanusauuu, aHTU—TREM?2 anturena mo naHHOMY
M300pETeHNI0 KOHKYPEHTHO MHTHOMPYIOT CBSI3bIBAHHME IO MEHBINEH Mepe OIHOTO aHTHUTENa,
BBIOPAHHOTO M3 JOOBIX aHTHUTEN, yKa3aHHbIX B Tabnmuuax 2A-2C, 3A-3C, 4A—4D, 5A-5D, 6 u
7. B HEeKOTOpBIX BapHWaHTax peanusauuy, aHTH—TREM2 aHTHTENa MO AAaHHOMY H300PETEHHUIO
KOHKYPEHTHO MHTHOUPYIOT CBSI3bIBAHUE O MEHBIIEH Mepe OJHOrO aHTUTeNa, BHIOPAHHOTO U3
AL2p-h50, AL2p-2, AL2p-3, AL2p—4, AL2p-5, AL2p-6, AL2p-7, AL2p-8, AL2p-9, AL2p-
10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15, AL2p-16, AL2p-17, AL2p-18,
AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27,
AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-h77, AL2p-35, AL2p-
36, AL2p-37, AL2p-38, AL2p-39, AL2p—40, AL2p-41, AL2p-42, AL2p-43, AL2p-44,
AL2p-45, AL2p—46, AL2p—47, AL2p-48, AL2p—49, AL2p-50, AL2p-51, AL2p-52, AL2p-53,
AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p—60, AL2p-61, AL2p-62,
AL2p-h19, AL2p-h21, AL2p-h22, AL2p-h23, AL2p-h24, AL2p-h25, AL2p-h26, AL2p-h27,
AL2p-h28, AL2p-h29, AL2p-h30, AL2p-h31, AL2p-h32, AL2p-h33, AL2p-h34, AL2p-h35,
AL2p-h36, AL2p-h42, AL2p-h43, AL2p-h44, AL2p-h47, AL2p-h59, AL2p-h76 u AL2p—h90.
B Hekoropeix BapmaHTax peanm3anuy, aHTH—IREM?2 aHTHTENna mo NaHHOMY H300pETEHHIO
KOHKYPEHTHO HHrHOUpPYIOT cCBsi3biBaHue aHturena AL2p-31. B HEKOTOpBIX BapuaHTax
peamm3anmy, aHTH—TREM?2 anTuTena mo naHHOMY H300pETEHHMIO KOHKYPEHTHO HHTHOUPYIOT
cBs3biBaHue anturena AL2p—-37. B HekoTOpbIX BapuaHTax peanusauuy, antu—TREM2 anturena
IO JaHHOMY H300pETEeHHMI0 KOHKYPEHTHO WHTHOMPYIOT CBsi3biBaHHE aHTHTena AL2p—47. B
HEKOTOPbIX BapHaHTax peanusanuy, aHTU—TREM2 aHTHTeNna no OaHHOMY H300pETEHHIO
KOHKYPEHTHO MHIHOMpPYIOT cBs3biBaHue aHTuTena AL2p—58. B HekoTOpbIx BapuaHTax
peanmzanuu, aHTi—TREM?2 aHTuTeNna Mo JaHHOMY H300PETEHHIO KOHKYPEHTHO WHTHOUPYIOT
cBs3bpiBaHue anturena AL2p—60. B HekoTophIx BapuaHnTax peanusanuy, antTu— REM2 anTturena
N0 JAaHHOMY M300pPETeHHMI0 KOHKYPEHTHO HMHTHOUPYIOT CBsi3biBaHue aHTHTena AL2p—-61. B
HEKOTOpBIX BapuaHTax peanuzauud, aHTH—IREM?2 aHTHUTENna 1O AaHHOMY HW300pETEHHIO
KOHKYPEHTHO MHTUOMPYIOT CBsi3bIBaHUE aHTUTENa AL2p—62.

[0150] B nHexotopeix BapuaHTax peaiusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
n300peTeHnio CBs3bBatOTCA ¢ snuTornnoM TREM?2 uenoBeka, KOTOpBIA SIBISIETCS TAKHM K€
caMbIM WUJU TepekpbiBaeTcs ¢ snutonoM TREM2, cBs3biBaéMbIM MO MEHBLIEH Mepe OJHUM
AHTHUTEJIOM, BIOPaHHBIM W3 JIFOOBIX aHTUTEN, YKa3aHHbIX B Tabmunax 2A-2C, 3A-3C, 4A—4D,
SA-5D, 6 u 7. B HexkoropbIx BapuaHTax peanusauuy, aHTU—TREM?2 antuTtena mo naHHOMY
n300peTeHnio CBs3bBatOTCA ¢ snuTonnoM TREM?2 uenoBeka, KOTOpBIH SIBISIETCS TAKUM K€
caMbIM Wju nepekpbiBaercs ¢ snutonoM TREM2, cBs3piBaeMbIM IO MEHBLIEH Mepe OIHUM
aHTuTeNnoM, BeiOpanHbM U3 AL2p-h50, AL2p-2, AL2p-3, AL2p—4, AL2p-5, AL2p—6, AL2p-7,
AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15, AL2p-16,
AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25,
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AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-
h77, AL2p-35, AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p-40, AL2p-41, AL2p-42,
AL2p-43, AL2p—44, AL2p-45, AL2p-46, AL2p-47, AL2p—48, AL2p—49, AL2p-50, AL2p-51,
AL2p-52, AL2p-53, AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p-60,
AL2p-61, AL2p-62, AL2p-h19, AL2p-h21, AL2p-h22, AL2p-h23, AL2p-h24, AL2p-h25,
AL2p-h26, AL2p-h27, AL2p-h28, AL2p-h29, AL2p-h30, AL2p-h31, AL2p-h32, AL2p-h33,
AL2p-h34, AL2p-h35, AL2p-h36, AL2p-h42, AL2p-h43, AL2p-h44, AL2p-h47, AL2p-h59,
AL2p-h76 u AL2p-h90. B HekoTOopbIx BapuaHTax peanusauud, aHTU— REM2 aHTuTena mo
JaHHOMY H300pETEHHIO CBSA3BIBAIOTCS ¢ dmuTonoM TREM2 yenoBeka, KOTOPBIH SIBJISIETCS TAKUM
K€ caMblM uUiu nepekpeiBaercs ¢ snutonoM TREM2, cesaseiBaembiM antutrenom AL2p-31. B
HEKOTOpBIX BapuaHTax peanuzauud, aHTH—TREM?2 aHTHUTENa 1O AaHHOMY HW300pETEHHIO
cBsaAsbiBatOTCA € snuronoM TREM?2 uyenoBeka, KOTOPBIA SIBISETCS TAaKUM K€ CaMblM WM
nepekpbiBaerca ¢ snuronoM TREM?2, cessbiBaembiM aHTuUTeNnoM AL2p-37. B HekoTOpbIX
BapuaHTax peanu3anuy, aHTH—TREM2 aHTHTENna mo QaHHOMY H300pPETEHUIO CBSI3BIBAIOTCS C
snutonoMm TREM?2 uyenoBeka, KOTOPBIA SABJSETCA TAKUM K€ CaMbIM MJIM TEPEKPbIBAECTCS C
snuronoM TREM?2, ceszbiBaeMbiM aHTUTEIOM AL2p—47. B HEKOTOPBIX BapuaHTax peanu3aluy,
antni—TREM2 aHTHTENa 1O AaHHOMY H300PETEHHIO CBS3bIBalOTCA ¢ snuronoM TREM?2
YeJIOBEeKa, KOTOPBIN SIBISIETCS TAKUM K€ CaMbIM MM INepekpbiBaeTcst ¢ snutonoM TREM2,
cBs3bIBaeMbIM aHTuTenoM AL2p-58. B HekoTOpbhIX BapuaHTax peanusanuy, aHtu—IREM2
aHTHUTENIa TIO JAaHHOMY H300PETeHHI0 CBs3bIBAOTCS ¢ smutonoM TREM?2 uenoBeka, KOTOpPBIi
SIBJISIETCS] TAKMM K€ CaMbIM WJIH NepekpbiBaeTcs ¢ snutonoM TREM?2, cBsA3bpIBA€MBIM aHTUTENIOM
AL2p-60. B Hexkoropbix BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena no naHHOMY
n300peTeHnio cBs3bBatOTCA ¢ snuTonoM TREM?2 uenoBeka, KOTOpBIM SIBISETCS TaKUM K€
caMbIM WIu nepekpbiBaercsi ¢ snurtonoM TREM2, cesspiBaembiM antuTenoM AL2p—61. B
HEKOTOPbIX BapHaHTax peanusanuy, aHTU—TREM?2 aHTHTeNna no OaHHOMY H300pETEeHHIO
cBsaAsbBatOTCA ¢ snuronnoM TREM?2 uyenoBeka, KOTOPBIA SIBJISETCS TAKUM K€ CaMbIM WM
nepekpbiBaercs ¢ snurornoM TREM?2, cesizpiBaemMbiM anTuTeiom AL2p—62.

[0151] B nHexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pPETEHUIO CBS3BIBAIOT MO CYIIECTBY Takoul ske snuton TREM2, 4To U CBsI3bIBaeMbIi O
MEHbLIEH Mepe OJHHM aHTHUTEJIOM, BBIOPAHHBIM M3 JIIOOBIX AHTHTEN, YKa3aHHbIX B Tabmumax
2A-2C, 3A-3C, 4A-4D, 5A-5D, 6 u 7. B HekoTrOpbIX BapuaHTax peanusauuu, anti— REM2
aHTHTEJNA 110 JAHHOMY H300pETEHHUIO CBS3BIBAIOT IO CYINECTBY Takoil ke saruron TREM2, uro u
CBSI3bIBAEMBIH IO MEHBLIEH Mepe OIHHUM aHTUTENOM, BblOpaHHbIM n3 AL2p-h50, AL2p-2,
AL2p-3, AL2p-4, AL2p-5, AL2p-6, AL2p-7, AL2p-8, AL2p—9, AL2p-10, AL2p-11, AL2p-
12, AL2p-13, AL2p-14, AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20,
AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29,
AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-h77, AL2p-35, AL2p-36, AL2p-37, AL2p-
38, AL2p-39, AL2p—40, AL2p-41, AL2p-42, AL2p-43, AL2p-44, AL2p-45, AL2p-46,
AL2p—47, AL2p—48, AL2p—49, AL2p-50, AL2p-51, AL2p-52, AL2p-53, AL2p-54, AL2p-55,
AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p-60, AL2p—-61, AL2p-62, AL2p-h19, AL2p-
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h21, AL2p-h22, AL2p-h23, AL2p-h24, AL2p-h25, AL2p-h26, AL2p-h27, AL2p-h28, AL2p-
h29, AL2p-h30, AL2p-h31, AL2p-h32, AL2p-h33, AL2p-h34, AL2p-h35, AL2p-h36, AL2p-
h42, AL2p-h43, AL2p-h44, AL2p-h47, AL2p-h59, AL2p-h76 u AL2p-h90. [leranbHoe
OMNMCAHUE TUIHUYHBIX METOAOB KapTUPOBAHUS BIUTONA, C KOTOPBIM CBSI3bIBAETCS AHTUTEIIO,
npusenensl B Morris (1996) “Epitope Mapping Protocols”, B Methods in Molecular Biology vol.
66 (Humana Press, Totowa, NJ). B HekoTopsix BapuanTax peanusaimu, anti— 1 REM2 anrutena
N0 JaHHOMY H300pETEHUI0 CBSI3bIBAIOT IO CYINEeCTBY Takoil ske smuron TREM2, uro wu
cBs3biBaeMblii aHtuTenoM AL2p-31. B Hexkoropbix BapuaHTax peanuzauuu, aHtu—IREM2
aHTHTEJA MO JAHHOMY M300PETEHHUIO CBS3BIBAIOT IO CYLIECTBY Takoil ske snuron TREM2, uro u
cBs3bIBaeMblil aHTtuTenoM AL2p-37. B Hekoropbix BapuaHTax peanuzauuu, aHtu—IREM2
aHTHTEJIA 10 JTAHHOMY H300pETEHUIO CBSI3bIBAIOT MO CYINECTBY Takoil ke sanuron TREM2, uro u
cBs3bIBaeMblil aHTuTenoM AL2p—47. B Hekoropbix BapuaHTax peanuzauuu, aHtu—IREM2
aHTHTEJA 10 JTAHHOMY H300pETEHHUIO CBS3BIBAIOT IO CYINECTBY Takoil ke samuron TREM2, uro u
cBs3bIBaeMblil aHTuTenoM AL2p-58. B Hekoropbix BapuaHTax peanuszauuu, aHtu—IREM2
aHTHTEJNA 10 JAHHOMY H300pPETEHUIO CBSA3BIBAIOT 110 CYIIECTBY Takoi e snuton TREM2, uto n
cBs3bIBaeMblil aHTuTenoM AL2p-60. B Hekoropbix BapuaHTax peanuzauuu, aHtu—IREM2
aHTHTEJA 110 JAHHOMY H300pETEHHUIO CBSA3bIBAIOT IO CYINECTBY Takoil ke saruron TREM2, uro u
cBs3bIBaeMblil aHTuTenoM AL2p-61. B Hekoropbix BapuaHTax peanuzauuu, aHtu—IREM2
aHTHTEJNA 10 JAHHOMY H300pETEHUIO CBS3bIBAIOT IO CYINECTBY Takoil ke saruron TREM2, uro u
CBsI3bIBae€MbIil aHTUTENOM AL2p—-62.

[0152] B HexotopeIx BapuaHTax peanusauuy, anHTu—TREM?2 anTuTena mo naHHOMY
N300pETEHNIO KOHKYPUPYIOT C OZHUM HJIM HECKOJIbKUMH aHTHUTEJIaMHU, BIOpaHHBIMU U3 AL2p—
h50, AL2p-2, AL2p-3, AL2p—4, AL2p-5, AL2p-6, AL2p-7, AL2p-8, AL2p-9, AL2p-10,
AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19,
AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28,
AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-h77, AL2p-35, AL2p-36, AL2p—
37, AL2p-38, AL2p-39, AL2p-40, AL2p-41, AL2p-42, AL2p-43, AL2p-44, AL2p-45,
AL2p—46, AL2p—47, AL2p—48, AL2p-49, AL2p-50, AL2p-51, AL2p-52, AL2p-53, AL2p-54,
AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p-60, AL2p—-61, AL2p—-62, AL2p-
h19, AL2p-h21, AL2p-h22, AL2p-h23, AL2p-h24, AL2p-h25, AL2p-h26, AL2p-h27, AL2p-
h28, AL2p-h29, AL2p-h30, AL2p-h31, AL2p-h32, AL2p-h33, AL2p-h34, AL2p-h35, AL2p-
h36, AL2p-h42, AL2p-h43, AL2p-h44, AL2p-h47, AL2p-h59, AL2p-h76 u AL2p-h90, u
mr060i nx koMOMHaLWY, 3a cBsa3biBaHHe ¢ TREM2. B HEKOTOPBIX BapUaHTaX peayn3aliy, aHTH—
TREM2 anTHTENna 1O AAHHOMY H300pPETEHHIO KOHKYpPHPYIOT ¢ aHtutenom AL2p-31 3a
ceasbiBaHue ¢ TREM?2. B HekoTOpeIX BapuaHTax peanusauuu, aHtu—1REM?2 anturena mno
JAHHOMY H300pETEeHUI0 KOHKYPHUPYIOT ¢ aHturenom AL2p-37 3a cesaseiBanue ¢ TREM2. B
HEKOTOpBIX BapuaHTax peanuzauny, aHTu—IREM2 aHTHTENna mo AaHHOMY HW300pETEHHIO
KOHKYypupytoT ¢ aHturenom AL2p—47 3a cBaspiBanue ¢ TREM2. B HeKOTOpBIX BapuaHTax
peammsanyy, antTi—TREM2 anTuTeNna mo naHHOMY H300pPETEHHI0 KOHKYPUPYIOT C aHTHTEIOM

AL2p-58 3a cesaspiBanne ¢ TREM2. B HekoTopeIx BapuaHTax peanu3zauuu, aHtu—TREM2
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aHTHUTENA TI0 TAHHOMY HM300pPETeHHI0 KOHKYPHPYIOT ¢ aHTHTelIoM AL2p—60 3a cBsA3bIBaHHE C
TREM2. B HekOoTOpbIX BapuaHTax peanusauud, aHTM—TREM?2 anTtuTena no naHHOMY
n300peTeHNI0 KOHKYpHUPYIOT ¢ aHTuTenoM AL2p—61 3a cessbiBanne ¢ TREM2. B HekoTOpbIX
BapHaHTax peanm3anuu, anTi—REM?2 aHTHTEeNna Mo JaHHOMY H300pETEeHUI0 KOHKYPUPYIOT C
anturenom AL2p—-62 3a csaspiBanue ¢ TREM2.

[0153] B TunmuyHOM npuMepe KOHKYPEHTHOro aHaian3a, UMMoOmnn3oBaHHbIE TREM?2
WU KJIeTkH, skcnpeccupyronie TREM?2 Ha k1eToYHON MOBEPXHOCTH, HHKYOUPYIOT B PacTBOPE,
conmeprkalieM IepBOe€ MEYeHOe aHTUTENo, KoTopoe cBssbiBaeTcss ¢ TREM2 (Hampumep,
YeJIOBEYECKOe WJIM TPUHAMJIEKAINee HE SIBIISIOLIEMYCsl YEeJOBEKOM MPHMATy) U BTOPOE HeE
MEUEHOE AHTHTEJO, KOTOPOE TECTHPYIOT HA €ro CHOCOOHOCTh KOHKYPHPOBATH C TEPBBIM
aHTuTenoM 3a cBsispiBanne ¢ TREM2. Btopoe aHTUTENO MOXET NpPUCYTCTBOBAaTh B
cynepHaTtaHte ruOpunombl. B kauecTBe KOHTpOJsi, mMMoOmIn3oBaHHbli TREM?2 wim kiieTky,
skcrpeccupyromue TREM2, nHKYOHpYIOT B pacTBOpe, COAEPIKAIEeM MEPBOE MEYEHOE aHTHUTEIIO,
HO He BTOpO€ HE MeueHoe aHTHhreno. [locne MHKyOanumu B YCIOBHAX, NMEPMHUCCHUBHBIX IS
cBsi3bIBaHUsI TiepBoro aHtutena ¢ TREM2, u30bITOK HECBS3aHHOTO AHTUTENA YIAJSIFOT, |
U3MEPSIOT KOJIMYECTBO METKH, CBsI3aHHOW ¢ uMMoOwitm3oBaHHbIM TREM2 wnu kjetkamwy,
skcnpeccupyrommumu TREM2. Eciu KOMTUYeCTBO METKH, CBSI3aHHOW ¢ HUMMOOWJIHM30BAHHBIM
TREM?2 unu knerkamy, skcnpeccupyromumu TREM?2, cymecTBEeHHO CHUKEHO B TECTUPYEMOM
o0pasne Mo CPaBHEHHIO C KOHTPOJBbHBIM 00pas3IoM, TO 3TO YKa3bIBAET, YTO BTOPOE AHTUTEINO
KOHKYpPUpPYET C IepBbIM aHTuTeNnoM 3a cBasbiBaHue ¢ TREM2. Cwm., Harlow and Lane (1988)
Antibodies: A Laboratory Manual ch,14 (Cold Spring Harbor Laboratory, Cold Spring Harbor,
NY).

Bapuabenvnvie obnacmu neexoii yenu u msicenoii yenu anmu—1REM?2 anmumena

[0154] B HexoropbIx BapuaHTax peanuzauuy, aHtu—TREM?2 aHTuTEna mo AaHHOMY
u300peTeHuIo coepskaT (a) BapradenbHy0 00JacTh TSKEION LeNHU, BKIIOYAOIIYIO IO MEHbLIEH
mepe onuH, aBa wiaud Tpu HVR, BeiOpanueix 3 HVR-H1, HVR-H2 u HVR-H3 nroboro wu3
aHTuTeN, ykazaHHbIX B TaOmumax 2A-2C, wmm BeiOpanHbiX U3 AL2p-2, AL2p-3, AL2p4,
AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15,
AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p-24,
AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-35,
AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p—42, AL2p-43, AL2p—44,
AL2p-45, AL2p—46, AL2p—47, AL2p-48, AL2p—49, AL2p-50, AL2p-51, AL2p-52, AL2p-53,
AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p-60, AL2p—61 wunu
AL2p—62, u moboii mx komOmHaumy, w/wm (b) BapuabenpHYI0 OONACTh JIETKOW IIeTH,
BKJIFOUAIOIIYIO 110 MEHbLIeH Mepe onuH, nsa uin Tpu HVR, BeiOpanssx n3 HVR-H1, HVR-H2
u HVR-H3 nroGoro u3 anturen, ykazanubix B Tabnumax 3A-3C, unn BeiOpaHHbIx u3 AL2p-5,
AL2p-6, AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14,
AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23,
AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32,
AL2p-33, AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p-42, AL2p—43, AL2p-44, AL2p-45,
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AL2p—46, AL2p-47, AL2p—48, AL2p—-49, AL2p-50, AL2p-51, AL2p-52, AL2p-53, AL2p-54,
AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p—60, AL2p—61 unu AL2p-62, u
moboit ux komOnHauuu. B Hexoroprix Bapuanrax peannszauuu, HVR-H1, HVR-H2, HVR-H3,
HVR-LI1, HVR-L2 u HVR-L3 Bxmovator nocneposarenpHoctd HVR no EU unm Kabarty,
HVR no Yorwua, nnn konraktheiii HVR, kak ykazano B Tabnunax 2A-2C, 3A-3C, 6 u 7, wnu u3
aHTuTena, BeiOpanHoro u3 AL2p-2, AL2p-3, AL2p—4, AL2p-5, AL2p-6, AL2p-7, AL2p-8,
AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15, AL2p-16, AL2p-17,
AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p—24, AL2p-25, AL2p-26,
AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-33, AL2p-35, AL2p-36,
AL2p-37, AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p—42, AL2p-43, AL2p—44, AL2p-45,
AL2p—46, AL2p-47, AL2p—48, AL2p—-49, AL2p-50, AL2p—-51, AL2p-52, AL2p—53, AL2p-54,
AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p—60, AL2p—61 unu AL2p-62, u
OO0 UX KOMOUHAIIHH.

[0155] B Hexotopeix BapuaHTax peanusauuy, aHTu—TREM?2 anTtuTena mo naHHOMY
U300pETEeHUIO COIepikaT BapuadeNbHYI O0JIACTh TSDKENON Lenmu W BapuabelbHYyro 00JacTh
JIETKOW I1emu, TMpU 5TOM BapuabenbHass o00nacTh Tspkenon wenu coxepxkut. HVR-HI,
conep Kalluil MoCIeN0BaTeNbHOCTD, cooTBeTCTBYOMIYI0 Popmyne [: YAFX XoX3WMN, roe X
npexncrasisier coboit S mm W, X, npeacrasisier coboit S, L nunmu R, 1 X3 npencrasnsier coboit
S, D, HH Q wm E (SEQ ID NO: 121); HVR-H2, conepxamuii mocinenoBaTelbHOCTb,
coorBercrByromy @opmyie II: RIYPGX | GX,TNYAXKXyXsG, roe X; npencrasisier coOoit
D, G, E, Q wmu V, X, npencrasnsier coboit D mu Q, X3 npencrasisier coboii Q, R, H, W, Y
wm G, X4 npencrasisier coboit F, R unmu W, u X5 npencrasmnsier coboit Q, R, K wim H (SEQ ID
NO: 122); u HVR-H3, copepxamuii nociaenoBaTeNbHOCTb, COOTBEeTCTBYOIYI0 Popmyne III:
ARLLRNXPGX,SYAX:DY, rne X; npeacrasmiser cobori Q mnu K, X, npencrasinsier coboii E,
S wu A, u X3 npeacrasisier codoit M umu H (SEQ ID NO: 123), u npu 5TOM aHTUTENO He
SIBJISIETCS. AHTUTEJIOM, COIEpKallluM BapuadeNbHyr0 00JacTh TSDKEJIOW LEMH, COAEP KAl
HVR-H1, copepxamuii nocienosarenbHoctb YAFSSSWMN (SEQ ID NO: 124), HVR-H2,
conepskamuii mocnenosarenbHocTh RIYPGDGDTNYAQKFQG (SEQ ID NO: 125), u HVR-
H3, conepxammii mocnenosarenbHocTh ARLLRNQPGESYAMDY (SEQ ID NO: 126).

[0156] B Hexotopeix BapuaHTax peanusauuy, aHTu—TREM?2 anTuTena mo naHHOMY
U300pETEeHUIO COMepiKaT BapuadeNbHYID O0JIACTh TSKENOH Lenmu W BapuabelbHYyro 00JacTh
JIETKOM LIy, MpH 3TOM BapuadesbHas o0nacTh yierkoi nenu cogepykut: HVR—-L1, conepskamuit
nocyenoBaTeabHOCTh, cooTBeTcTBYOMY0 Popmyne IV: RXjSXoSLXSHSNXLYTYLH, roe X,
npencrasisier codoit S wim T, X, npexacrasnsier coboit Q, R wnu S, X5 npencrasnser codbort V
win I, u Xy npencrasnsier codoit G, R, W, Q mu A (SEQ ID NO: 127); HVR-L2, conepsxarmmii
MOCJIEIOBATENbHOCTh, cooTBeTCTBYIOIYI0 Dopmyne V: KVSNRX;S, rme X, mnpeacrasmsier
codoit F, R, V wim K (SEQ ID NO: 128); u HVR-L3, conep:kamuii mocieaoBaTeIbHOCTb,
cootBercTByroIy0 @opmyse V: SQSTRVPYT (SEQ ID NO: 129), u npu 5TOM aHTUTENIO HE
SIBJISIETCSI AHTUTEJIOM, COZIep KaluM BapuabenbHyr0 00JacTh Jerkoi uernu, copepskamyo HVR-
L1, conepxamuii mocnenosarenbHocTs RSSQSLVHSNGYTYLH (SEQ ID NO: 130), HVR-L2,
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conepxauuii mocnenosatenbHoctb KVSNRFS (SEQ ID NO: 131), u HVR-L3, conepsxamuit
nocnenosatenbHOCTE SQSTRVPYT (SEQ ID NO: 129).

[0157] B HexotopeIx BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300peTeHNI0 CcomepykaT BapuadeNbHYI0 O0JIaCTh TSDKENON Lenmu U BapuabenbHyro 00JacTh
JIETKOM Lenu, Tpu 5TOM BapuabenbHas o00jacTb Tspkenod wnemu comepkutr: HVR-HI,
COZIep KalNi MOCIe0BaTeIbHOCTb, COOTBETCTBYOIYI0 Popmyne I, rme X; npexacrasiser
coboii S miu W, X, mpencrasisier codoit S, L uiu R, u X3 mpencrasmnsier coboit S, D, H, Q wiu
E; HVR-H2, conmepxammuil mociaenoBaTesNbHOCTb, COOTBeTCTBYIOIYK Popmyne II, roe X,
npencrasisier coboii D, G, E, Q unu V, X, npencrasisier coboii D wiu Q, X3 npencrapisier
coboit Q, R, H, W, Y wu G, X, npencraeinsier coboii F, R wnu W, u Xs npencrasisier codoii Q,
R, K nwnmu H; u HVR-H3, conep:xamuii nocnenoBaTenbHOCTb, COOTBETCTBYIOIY0 Popmye 11,
rne X; npexacrasinsier coboli Q wu K, X, npencrasnsier codoii E, S wnu A, u X5 npencrapisier
cobori M unmm H, u BapmabenbHast obnacte Jerkoil nernu copepxkut: HVR-L1, conepkamuit
MOCJIEIOBATEIBHOCTD, COOTBeTCTRYIONIYI0 Dopmyrie IV, rne X; mpencrasnsier codoit S wiu T,
X, mpencrasisier codoit Q, R unmu S, X5 npencrasisier coboii V wu [, u X4 npeacrasnsier coboi
G, R, W, Q unmu A; HVR-L2, conepskamuii mocaenoBaTeibHOCTb, COOTBETCTBYIOIIYI0 Dopmyie
V, rne X, npexacrasiusier codoit F, R, V wmm K; mu HVR-L3, cogepskamiuii mocaenoBaTeIbHOCTb:
SQSTRVPYT (SEQ ID NO: 129), u ipy 5TOM aHTUTENO HE SIBJISIETCS aHTUTEJIOM, COZIePIKAIIUM
BapuadenpHyl0  o0macTh  Tsokenod — uenu, comepxkamyro HVR-HI1,  conmepskamuii
nocnenosarenbHocTh  YAFSSSWMN  (SEQ ID NO: 124), HVR-H2, conepxarmuit
nocaepoBatebHOCTh  RIYPGDGDTNYAQKFQG (SEQ ID NO: 125), u HVR-H3,
comepxkammii  mocnenoBatenbHOCT ARLLRNQPGESYAMDY (SEQ ID NO: 126), wu
BKJIIOYAIOINM BapualenbHyr0 obnacTh Jierkoil uemu, comepxamyio HVR-LI1, conmepskammii
nocnenosatebHOCTs RSSQSLVHSNGYTYLH (SEQ ID NO: 130), HVR-L2, conepsxarmii
nocnenosarenbHocTe  KVSNRFS  (SEQ ID NO: 131), u HVR-L3, conepxammii
nocienoBaresbHOCT SQSTRVPYT (SEQ ID NO: 129).

[0158] B nexotopeix BapuaHTax peaiusauuy, aHTH—TREM?2 anTHTena mo naHHOMY
U300pETEHHIO COMEPIKaAT a BapuadeIbHbIN TOMEH JIETKOH 1erny U BapuadebHbIA JOMEH TSKEJIOM
LIeTH, TIPU 3TOM BapHaOENbHBIA JOMEH TSDKEJION LeMU COAEPKUT OAMH WIJIM HECKOJbKO H3: (2)
HVR-HI, Bxiroyaromero aMMHOKHUCIOTHYIO NIOCJIEA0BATEIbHOCTD € M0 MeHbIel mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, 1o MeHbleil mepe 88%, o meHbiuel mepe 89%,
no Mesblueil Mepe 90%, no MmeHblueil Mepe 91%, no MeHblieil mepe 92%, Mo MeHbIIEH Mepe
93%, no meHbluel Mepe 94%, no meHblueil Mepe 95%, no MeHblueil Mepe 96%, MO MeHbLIei
Mepe 97%, no menbiueit mepe 98%, mo menbleidt mepe 99%, wnmn 100% HAEHTUYHOCTH C
aMUHOKHUCJIOTHON mnocnenoBatenbHocThio HVR-H1 anturena AL2p-2, AL2p-3, AL2p-4,
AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15,
AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p—22, AL2p-23, AL2p-24,
AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-35,
AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p—42, AL2p—43, AL2p—44,
AL2p—45, AL2p—46, AL2p—47, AL2p—-48, AL2p-49, AL2p-50, AL2p-51, AL2p-52, AL2p-53,
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AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p-60, AL2p—-61 wunu
AL2p-62; (b) HVR-H2, Bxirouaroero aMuHOKUCIOTHYIO MOCJIEI0BATENbHOCTD C 110 MEHbIIEH
mepe 85%, mo mesblueill mepe 86%, mo MeHbuield mepe 87%, mo mensluell mepe 88%, mo
MeHblel mepe 89%, no menblieit mepe 90%, no menbiueit Mepe 91%, no mensiuei mepe 92%,
no MeHblneil mepe 93%, no meHsbiueil Mmepe 94%, no Menslueil Mepe 95%, no MeHbIIEH Mepe
96%, no meHbliel mepe 97%, no MmeHblueil mepe 98%, no menswei mepe 99%, umu 100%
UJIGHTUYHOCTU C aMUHOKUCJIOTHOH nocinenosarenbHocTbio HVR-H2 anturena AL2p-2, AL2p—
3, AL2p4, AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14,
AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23,
AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32,
AL2p-35, AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p-42, AL2p-43,
AL2p—44, AL2p—45, AL2p—46, AL2p-47, AL2p-48, AL2p—49, AL2p-50, AL2p-51, AL2p-52,
AL2p-53, AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p—60, AL2p—61
wm AL2p—62; u (¢) HVR-H3, Brirouaromuii aMHHOKHCIOTHYIO IOCIEA0BATEIBHOCTD C TI0
MeHblel mepe 85%, no menbiueil Mepe 86%, o MeHbleil Mepe 87%, no meHbluel Mepe 88%,
no Mesblueil Mepe 89%, no Mmenbiueil Mepe 90%, no MeHblueil Mepe 91%, Mo MeHblIel mepe
92%, no menbiueit mepe 93%, no meHbieit mepe 94%, no meHbielt mMepe 95%, Mo MeHbIIEH
Mepe 96%, no mensbliei Mepe 97%, no Menbluell Mmepe 98%, no menbiueil Mmepe 99%, nnu 100%
UJCHTUYHOCTU C aMHUHOKHCIOTHOH nocnenosatenbHocTeio HVR-H3 anturena AL2p-2, AL2p—
3, AL2p-4, AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14,
AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23,
AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32,
AL2p-35, AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p-42, AL2p-43,
AL2p-44, AL2p-45, AL2p—46, AL2p-47, AL2p-48, AL2p—49, AL2p-50, AL2p-51, AL2p-52,
AL2p-53, AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p-60, AL2p-61
win AL2p—62; w/unu BapuaOenbHBIN JOMEH JIETKOH IeMH COAEPKHUT OIUH WM HECKOJBKO U3
(a) HVR-L1, Bxirogaromiero aMMHOKHCIIOTHYIO MMOCIEI0BATENIbHOCTD C IO MEeHbIeH Mepe 85%,
no MeHblueil Mepe 86%, no menblueil Mepe 87%, no meHblueil Mepe 88%, Mo MeHblIel mMepe
89%, no menbiueit mepe 90%, nmo menbiuei mepe 91%, mo menbiueit mepe 92%, MO MeHbIIEH
Mmepe 93%, nmo menbluell mepe 94%, mo MeHbuiel mepe 95%, mo mensluelt mepe 96%, mo
MeHbluel Mepe 97%, o menbleit mepe 98%, no menbleit mepe 99%, win 100% uneHTHIHOCTH
¢ amMuHOKHCIOTHON mnocneposarenbHocThio HVR-L1 antutena AL2p-2, AL2p-3, AL2p+4,
AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15,
AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p-24,
AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-35,
AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p—42, AL2p-43, AL2p—44,
AL2p-45, AL2p—46, AL2p—47, AL2p-48, AL2p—-49, AL2p-50, AL2p-51, AL2p-52, AL2p-53,
AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p-60, AL2p—61 wunu
AL2p-62; (b) HVR-L2, Briouaroimero aMMHOKUCJIOTHYIO MOCAEA0BATENbHOCTD € MO0 MEHbLIEH

mepe 85%, mo menblueill mepe 86%, mo Menbuield mepe 87%, mo menslueln mepe 88%, mo
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MeHblIel Mepe 89%, no menbiuell Mepe 90%, no MeHbleil mepe 91%, no MeHb1el Mmepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MmeHblueil Mepe 95%, MO MeHblIel Mepe
96%, no menbluelr mMepe 97%, no Mmenbiueir Mepe 98%, nmo menbiueir mepe 99%, wiu 100%
UAEHTUYHOCTU C aMUHOKHUCJIOTHOHN nocnenosatenbHocTbi0 HVR-L1 antutena AL2p-2, AL2p—
3, AL2p—4, AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14,
AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23,
AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32,
AL2p-35, AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p-42, AL2p-43,
AL2p—44, AL2p-45, AL2p—46, AL2p-47, AL2p-48, AL2p—49, AL2p-50, AL2p-51, AL2p-52,
AL2p-53, AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p—60, AL2p—-61
wi AL2p—62; u (c) HVR-L3, BkIOYaoOImero aMMHOKUCIOTHYIO MOCIEIOBATENBHOCT C T10
MeHblel mepe 85%, no menbiueil Mepe 86%, 1o MeHbleil mepe 87%, o meHbluel mepe 88%,
no Mesblueil Mepe 89%, no menbiueil Mepe 90%, no MeHblueil Mepe 91%, Mo MeHblIel mepe
92%, no menbiuel Mepe 93%, no meHblueil Mepe 94%, no MeHblueill Mepe 95%, Mo MeHbLIe
Mepe 96%, no menblel Mepe 97%, no MeHbluell mepe 98%, no mensbiuei Mepe 99%, unu 100%
UIGHTUYHOCTU C aMHUHOKHUCIIOTHOHN nocnenoBarenbHocThio HVR-L3 anturtena AL2p-2, AL2p-
3, AL2p-4, AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14,
AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23,
AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32,
AL2p-35, AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p-42, AL2p-43,
AL2p—44, AL2p—45, AL2p—46, AL2p-47, AL2p-48, AL2p-49, AL2p-50, AL2p-51, AL2p-52,
AL2p-53, AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59, AL2p—60, AL2p-61
w AL2p-62.

[0159] B HexoropbIx BapuaHTax peanuzauuu, antu—TREM?2 aHTuTena mo AaHHOMY
n300peTEeHNI0 ColepsKaT BapraleNIbHbIM JOMEH JIETKOM Lenu U BapuabeabHbINH TOMEH TKENO
Leny, Mpu 3TOM BapuadesbHas 00iacTh Tspkenou uenu comepkutr HVR-HI1, Bkirouaromuii
aMUHOKHUCJIOTHYKO TocienoBareapbHocTh YAFSSQWMN (SEQ ID NO: 132), HVR-H2,
BKJTFOHAIOIINN aMUHOKHUCJIOTHYIO mocnenoBatebHOCTs RIYPGGGDTNYARKFQG (SEQ ID

NO: 133), HVR-H3, BKJIFOYAFOIIUHA AMUHOKUCJIOTHYIO OCJIENOBATEILHOCTD
ARLLRNQPGESYAMDY (SEQ ID NO: 126), u BapuaOenbHasi 00NacTb JIETKOH ILeMu
COAEPKUT HVR-L1, BKJIFOYAIOIIIU I AMUHOKHUCJIOTHYIO IIOCJIEAOBATEIBLHOCTD

RSSQSLVHSNGYTYLH (SEQ ID NO: 130), HVR-L2, Bxmouaromumii aMUHOKHCIOTHYIO
nocnenosatenbHOCTe KVSNRRS (SEQ ID NO: 134), u HVR-L3, Brmouaronmii
aMHHOKHUCIIOTHYIO0 mocnenoBaTenbHOcTh SQSTRVPYT (SEQ ID NO: 129). B HekoTopbIx
BapuaHTax peanmusauuy, aHTU—[REM2 aHTHTeNna 1O HNaHHOMY W300PETeHUI0 COIepIKaT
BapuabeNbHBIH IOMEH JIETKOM Lenu M BapuaOelbHBI JOMEH TSDKENOW LeNnH, MPH 3TOM
BapuadenpHast obmacte Tspkenon neru conep:xkur HVR-HI, Brimowaromuii aMUHOKHCIIOTHYIO
nocnenoBatenbHOCTE  YAFSSQWMN (SEQ ID NO: 132), HVR-H2, sBxmouaromuii
amMuHOKUCJIOTHYIO nocienoBaresibHOCTh RIYPGGGDTNYAGKFQG (SEQ ID NO: 135), HVR—-
H3, Brirouarommii amuHOKHCIOTHYIO TocienoBaTenbHOCTe ARLLRNQPGESYAMDY (SEQ ID
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NO: 126), u BapuabenpHasi oOmacte Jyerkoi uenu coxepxxur HVR-L1, Brro4arommii
aMHHOKHUCIIOTHYI0 nocienoBarenbHOcTh RSSQSLVHSNGYTYLH (SEQ ID NO: 130), HVR-
L2, Bxmouarommii aMHHOKUCIOTHYIO nocnenoBaTenbHocTh KVSNRES (SEQ ID NO: 131), u
HVR-L3, Bxmouatomuii aMuHOKUCIOTHYIO nocienoBaTenbHocTh SQSTRVPYT (SEQ ID NO:
129). B HekoTOpBIX BapuaHTax peanusaiyu, aHTi—TREM?2 anTuTena no 1aHHOMy M300pETEHHIO
cozmepskat BapuaOeNbHBIN JOMEH JIETKOH IIeTTH U BapraOebHbIH JOMEH TSDKEJION LT, IPU 5TOM
BapuabenbHast o0nacTh Tspkenol nenu copepxkur HVR-HI, Brirouarommii aMHHOKUCIOTHYIO
nocnenosareibHOCT  YAFSSDWMN (SEQ ID NO: 136), HVR-H2, Bxmouaromuimii
aMuHOKUCIIOTHYI0 nocienosareibHocTh RIYPGEGDTNYARKFHG (SEQ ID NO: 137), HVR-
H3, Brurouaromumii aMHHOKUCIOTHYO niocienoBatenibHocTh ARLLRNKPGESYAMDY (SEQ ID
NO: 138), u BapuabenpHasi obnacte Jyerkoi uenu conmepxxkur HVR-L1, BrrO4aroImumii
aMUHOKHCIIOTHYIO nocieaosarenbHOCT RTSQSLVHSNAYTYLH (SEQ ID NO: 139), HVR-
L2, Brmouarommii aMMHOKUCIIOTHYIO nocienosarenbHocts KVSNRVS (SEQ ID NO: 140), u
HVR-L3, Brirouaromuii aMuHOKUCIOTHYIO nocienosatenbHocTh SQSTRVPYT (SEQ ID NO:
129). B HekoTOpBIX BapuaHTax peanusauud, aHTi— 1 REM2 anTuTena no JaHHOMY H300pETEHUIO
comep kat BapuabeNbHbIN TOMEH JIETKOW LEeNH U BapuaOeIbHbIN JOMEH TSDKENOH e , IPH 3TOM
BapuadespHasi obnacTh Tsokenou mneru conep:xxur HVR-HI, Brimo9aromumii aMUHOKHCTIOTHYIO
nocnenosatebHOCTE  YAFSSQWMN (SEQ ID NO: 132), HVR-H2, Bxmouaronimii
amMuHOKHUCJIOTHYIO nocienoBaTeibHOCTe RIYPGEGDTNYARKFQG (SEQ ID NO: 141), HVR-
H3, Brurouaromuii aMHHOKUCIIOTHYIO niocinenoBaTenbHocTh ARLLRNQPGESYAMDY (SEQ ID
NO: 126), u BapuabenpHasi oOmacte Jserkoi uenu coxepxxkur HVR-L1, Brirowarommii
aMUHOKMCIIOTHYIO nocieaoBaresnbHOCTh RSSQSLVHSNQYTYLH (SEQ ID NO: 142), HVR-
L2, Bxmrouaronuii amuHokuciaoTHyo nocnenosaresbHocTh KVSNRRS (SEQ ID NO: 134), u
HVR-L3, Bxmouaromuii aMuHokuciaoTHyo nocienosarenbHocTe SQSTRVPYT (SEQ ID NO:
129). B HekoTOpBIX BapuaHTax peanusanuy, aHTi—TREM?2 anTuTena no 1aHHOMYy M300peTeHHIO
comepat BapuabesbHbIN TOMEH JIETKOW LEenH U BapuaOesIbHbIN JOMEH TSIKENOHN e , PU 3TOM
BapuabesbHasi obnacTh Tskenou meru comepxur HVR-HI, Brimo4aromuii aMUHOKUCIOTHYIO
nocnenoBateibHOCTE  YAFSSQWMN (SEQ ID NO: 132), HVR-H2, Bximouarouimii
aMUHOKUCIOTHYIO mocienoBaTeibHoCcTh RIYPGEGDTNYAGKFQG (SEQ ID NO: 143), HVR-
H3, Brurouaromuii aMHHOKUCIIOTHYO niocienoBatenibHocTh ARLLRNQPGESYAMDY (SEQ ID
NO: 126), u BapuabenbHasi oOmacte Jerkoi uenu conxepxxkutr HVR-L1, BrIrO4aromumii
aMUHOKUCJIOTHYIO mocienosatenbHOCTs RSSQSLVHSNQYTYLH (SEQ ID NO: 142), HVR-
L2, Bxmrouarommii aMHHOKUCIOTHYIO mocnenoBatenbHocTh KVSNRFES (SEQ ID NO: 131), u
HVR-L3, Brirouaromuii aMuHOKUCIOTHYIO nocienoBatenbHocTh SQSTRVPYT (SEQ ID NO:
129). B HekoTOpBIX BapuaHTax peanusauuy, aHTi— 1 REM2 aHTHTEeNa M0 JaHHOMY H300pETEHHIO
comep kat BapuabeNbHbIN TOMEH JIETKOW LEeNH U BapuaOeIbHbIN JOMEH TSKENOH LenH, IPU 3TOM
BapuadenpHast obmacth Tspkenon neru conep:xkur HVR-HI, Brimogaromuii aMUHOKHCIIOTHYIO
nocnenosateibHOCT  YAFSSQWMN (SEQ ID NO: 132), HVR-H2, Bxmouarommii
aMuHOKHCIIOTHYIO TocnenoBatenbHOCTh RIYPGGGDTNYAGKFQG (SEQ ID NO: 135), HVR-
H3, Brirouarommii amuHOKHCIOTHYIO TocienoBaTenbHOCTe ARLLRNQPGESYAMDY (SEQ ID
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NO: 126), u BapuabenpHasi oOmacte Jyerkoi uenu coxepxxur HVR-L1, Brro4arommii
aMuHOKUCJIOTHYIO TochenoBaTeibHOCTE RSSQSLVHSNRYTYLH (SEQ ID NO: 144), HVR-
L2, Bxmouarommii aMHHOKUCIOTHYIO nocnenoBaTenbHocTh KVSNRES (SEQ ID NO: 131), u
HVR-L3, Bxmouatomuii aMuHOKUCIOTHYIO nocienoBaTenbHocTh SQSTRVPYT (SEQ ID NO:
129). B HekoTOpBIX BapuaHTax peanusaiyu, aHTi—TREM?2 anTuTena no 1aHHOMY M300pETEHHIO
cozmepskat BapuaOeNbHbIN TOMEH JIETKOW IIeTTH U BapuaOesIbHbII JOMEH TSDKEJION LeTH, IPU 3TOM
BapuabenbHast o0nacTh Tspkenol nenu copepxkur HVR-HI, Brirouarommii aMHHOKUCIOTHYIO
nocnenoBareibHOCT  YAFSSQWMN (SEQ ID NO: 132), HVR-H2, Bximouaroumii
aMuHOKHCIIOTHYIO ntocienoBaTteabHOCTE RIYPGGGDTNYARKFQG (SEQ ID NO: 133), HVR-
H3, Brirouaromuii aMuHOKHCIOTHYEO TiochienoBatenbHOCTh ARLLRNQPGESYAMDY (SEQ ID
NO: 126), u BapuabenpHasi obOnacth Jyerkoi uenu conmepxxkutr HVR-L1, BrIrO4arommmii
aMUHOKHUCJIOTHYIO TochenoBateibHOCTs RSSQSLVHSNRYTYLH (SEQ ID NO: 144), HVR-
L2, Bxmrouaromuii aMmuHOKUCIOTHYI0 mocnenoarebHocTh KVSNRRS (SEQ ID NO: 134), u
HVR-L3, Brirouaromuii aMuHOKUCIOTHYIO nocienosatenbHocTh SQSTRVPYT (SEQ ID NO:
129). B HekoTOpBIX BapuaHTax peanusauuy, anTi— T REM2 aHTHTEeNa 10 JAHHOMY H300pETEHUIO
comepskaT BaprabeNbHY0 00JaCTh TSDKENIOW e U BapuadenbHYI0 00JacTh JIETKOW IeTH, MPH
5TOM BapuabenbHasi 001aCTh TSDKEJION Hemu COMEPKUT OIUH, J1BA, TPU W YEThIPe KaPKACHBIX
yuactka, BeiOpanHbix 13 VH FR1, VH FR2, VH FR3 u VH FR4, npu stom: VH FR1 comepxut
MOCJIEIOBATEIBHOCTD, BBIOpaHHYIO U3 rpymmbl, cocrosimei u3 SEQ ID NO: 9-11, VH FR2
COIEPKUT TOCIIENOBATEIbHOCTD, BBIOPaHHYIO U3 rpymnimbl, coctosmeit 3 SEQ ID NO: 12 u 13,
VH FR3 conmep:uT mocieaoBaTeIbHOCTb, BBIOPaHHYIO U3 rpymimel, coctosimeid n3 SEQ ID NO:
14 u 15, u VH FR4 conepxut nocnenosatenbHocTs SEQ ID NO: 16; w/unu BapuabenbHas
00J1acTh JIErKOM LeNH CONEP KUT OAMH, JBa, TPU KU YEThIPe KAPKACHBIX Y4aCTKa, BHIOPAHHBIX
w3 VL FR1, VL FR2, VL FR3 u VL FR4, mpu srom: VL (L) FR1 conepxur
IIOCJIEIOBATENILHOCTD, BBIOpaHHYI M3 rpymmsl, cocrosmed u3 SEQ ID NO: 17-20, VL FR2
COZIEPIKUT TOCJIEN0BATEIbHOCTD, BbIOpaHHYIO U3 rpymibl, coctosmeii u3 SEQ ID NO: 21 u 22,
VL FR3 copmep:kuT MOCIeNOBaTEeIbHOCTb, BRIOPaHHYIO U3 Tpyribl, cocrosmeit uz SEQ ID NO:
23 u 24, u VL FR4 comepxuT MoCienoBaTeIbHOCTh, BHIOPAHHYIO W3 TPYIIbI, COCTOSIIEH W3
SEQ ID NO: 25 u 26.

[0160] B nexotopeix BapuaHTax peaiusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
U300pETEHHIO CoMepKaT BapruabeIbHYI0 O0IaCThb TSDKENOHN ey JI0OO0ro U3 aHTUTE, YKa3aHHBIX
B Tabnuue 6A, wiu BeiOpannbix n3 AL2p—h50, AL2p-2, AL2p-3, AL2p—4, AL2p-5, AL2p-6,
AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13, AL2p-14, AL2p-15,
AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22, AL2p-23, AL2p-24,
AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31, AL2p-32, AL2p-33,
AL2p-h77, AL2p-35, AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p—40, AL2p—41, AL2p—
42, AL2p—43, AL2p—44, AL2p-45, AL2p-46, AL2p-47, AL2p-48, AL2p—49, AL2p-50,
AL2p-51, AL2p-52, AL2p-53, AL2p-54, AL2p-55, AL2p-56, AL2p-57, AL2p-58, AL2p-59,
AL2p-60, AL2p-61, AL2p-62, AL2p-h19, AL2p-h21, AL2p-h22, AL2p-h23, AL2p-h24,
AL2p-h25, AL2p-h26, AL2p-h27, AL2p-h28, AL2p-h29, AL2p-h30, AL2p-h31, AL2p-h32,



81

AL2p-h33, AL2p-h34, AL2p-h35, AL2p-h36, AL2p-h42, AL2p-h43, AL2p-h44, AL2p-h47,
AL2p-h59, AL2p-h76 u AL2p-h90; n/unn BapuabenpHyr 00NacTh JIETKOH Iienu Jro00ro u3
aHTuTel, ykazaHHbix B Tadaune 7A, wnu BoiOpanHbix u3 AL2p-h50, AL2p-2, AL2p-3, AL2p—
4, AL2p-5, AL2p-6, AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-13,
AL2p-14, AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21, AL2p-22,
AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30, AL2p-31,
AL2p-32, AL2p-33, AL2p-h77, AL2p-35, AL2p-36, AL2p-37, AL2p-38, AL2p-39, AL2p—
40, AL2p—41, AL2p-42, AL2p-43, AL2p-44, AL2p-45, AL2p-46, AL2p—-47, AL2p-48,
AL2p—49, AL2p-50, AL2p-51, AL2p-52, AL2p-53, AL2p-54, AL2p-55, AL2p-56, AL2p-57,
AL2p-58, AL2p-59, AL2p-60, AL2p-61, AL2p-62, AL2p-hl19, AL2p-h21, AL2p-h22,
AL2p-h23, AL2p-h24, AL2p-h25, AL2p-h26, AL2p-h27, AL2p-h28, AL2p-h29, AL2p-h30,
AL2p-h31, AL2p-h32, AL2p-h33, AL2p-h34, AL2p-h35, AL2p-h36, AL2p-h42, AL2p-h43,
AL2p-h44, AL2p-h47, AL2p-h59, AL2p-h76 u AL2p-h90. B HEKOTOpBIX BapHUaHTax
peamm3anmu, aHTH—TREM?2 aHTHTENna Mo AaHHOMY H300PETEHHIO COAEpIKaT BapHAOENbHYIO
00J1acTh TSDKENON LeTH, COEPIKAIyI0 aMUHOKHCIIOTHYIO TIOCJIEIOBATEIbHOCTD, BEIOPAHHYIO U3
nro6oi u3 SEQ ID NO: 27-71 u 91, w/nunu BapuaOenbHBIN TOMEH JIETKOW e , BKJIFOYAFO U
AMUHOKUCJIOTHYIO MOCJIeIOBATEIbHOCTD, BhIOpanHyi0 13 1000 u3 SEQ ID NO: 92—-113 u 118,
B HekoTopeIx BapmaHTax peanm3anuy, aHTH—IREM?2 aHTHTENna mo NaHHOMY H300pETEHHIO
comepaT BapuaOenpHYI0 O00JNacTh TSDKEJIOH LeMmu, COAEPIKAIYH aMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD, BbIOpaHHy0 u3 ymoboit u3 SEQ ID NO: 27, 56 u 72-90;, w/unu
BapuabeNbHBIA TOMEH JIETKOH Leny, BKJIIOYAOIIUNA aMHHOKHCIOTHYIO IOCJIENOBATENbHOCTD,
BbIOpaHHyto u3 moooit u3 SEQ ID NO: 92, 104 u 114-117.

[0161] B nexotopeix BapuaHTax peanusauuy, aHTu—TREM?2 anturena mo naHHOMY
nu300peTeHHI0 CoNlepsKaT BapraOeNbHbIM JOMEH JIETKOHM Lenu U BapuabeabHbINH TOMEH TKENOoi
Leny, INpH 3TOM BapHaOENbHBIA JOMEH TSDKEJIOH Lenu COAePKUT aMHUHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTh ¢ MO MeHbinel Mepe 85%, mo Menblel mepe 86%, 1Mo MeHblIeH mepe
87%, no menbiueit mepe 88%, mo menblueir mepe 89%, nmo menbiueit mepe 90%, MO MeHbIIEH
mepe 91%, nmo menbiueidi mepe 92%, mo MeHblel mepe 93%, mo menslel mepe 94%, mo
MeHblel mepe 95%, no menbiueil Mepe 96%, o MeHsbleil Mepe 97%, o MeHblIel mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCIOTHON IMOCIEI0BAaTENbHOCTHIO
BapuabeNbHOrO JIOMEHa TspKenol wnenmu adrturena AL2p—2 wim ¢ aMHHOKHCIOTHOH
nociaenosatenbHOcThi0 SEQ ID NO: 28; w/unu BaprabenbHbIl JOMEH JIETKOW LN COAEPIKUT
AMUHOKHCIJIOTHYIO TIOCIIEAOBATENILHOCTD C MO MeHbIel mepe 85%, mo meHbinei mepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mepe 88%, 1o MeHbleil mepe 89%, o meHbiuel mepe 90%,
no Mesblueil Mepe 91%, no Mmenblueil Mepe 92%, no MeHbleil Mmepe 93%, Mo MeHblIeH Mepe
94%, no menbiueit mepe 95%, no menbieit Mepe 96%, no meHblueit Mepe 97%, MO MeHbIIEH
Mepe 98%, mno wmenbwedn mepe 99%, wunmu 100% HMIEHTUYHOCTH C AMUHOKHUCIOTHOM
NOCJIEIOBATENIbHOCTBIO BapuabenpbHOro JOMEHa Jierkod mnernu anturena AL2p-2 wumm ¢
aMUHOKHUCJIOTHON mnocaenoBatenbHocTeio SEQ ID NO: 92, B HekOTOpBIX BapHaHTax

peammsanyy, aHtH—TREM2 aHTuTena mo gaHHOMY H300pPETEHHIO COAepKaT BapuabenbHBIN
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JOMEH TSDKENOHN LieNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo menblueil mepe 86%, mo Menbuield mepe 87%, mo meHbiuel mepe 88%, mo
MeHbliel mepe 89%, no menbiueil Mepe 90%, no MeHbleil mepe 91%, no menbiuel mepe 92%,
1o MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MmeHblueil Mepe 95%, MO MeHblIel Mmepe
96%, o meHbuIeit mepe 97%, no MeHbieit mepe 98%, nmo MeHbiiei mepe 99%, umu 100%
UJIEHTUYHOCTH C AMHMHOKHCJIOTHOW IOCJIENOBATENbHOCTBIO BapHaOEIbHOTO AOMEHA TSDKEJION
uenu anturena AL2p—2 uiam ¢ aMMHOKUCIIOTHON nocnenosarenbHocTeio SEQ ID NO: 28, npu
5TOM BapuaOeNbHbII JOMEH TSDKENOH LenHu BKJII0YAeT aMHHOKUCIIOTHBIE MOCIIEI0BATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—2. B HeKOTOpBIX BapuaHTax pealu3alluy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEpIKaT BapHaOesbHbIA TOMEH JIEKOH
L[eNY, BKJIIOYAIOIUN aMHUHOKHUCIOTHYIO IOCJENOBAaTeNIbHOCTh € MO MeHblueld mepe 85%, mo
MeHblIel Mepe 86%, no meHbiueil Mepe 87%, o MeHblueil Mepe 88%, o meHbIuel mepe 89%,
no Mesblueil Mepe 90%, no Mmenblueil Mepe 91%, no meHblueil Mmepe 92%, MO MeHblIel mepe
93%, no menbiueit mepe 94%, no meHbiet mMepe 95%, nmo meHbieit Mepe 96%, MO MeHbIIEH
mepe 97%, nmo menbiueit mepe 98%, mo menbneit mepe 99%, win 100% wupeHTHYHOCTU C
AMHHOKHCJIOTHOM TIOCJIEZOBATENbHOCTRIO BapHAaOENbHOTO JOMEHA JIeTKOH LEeNH aHTUTeNna
AL2p—2 wnu ¢ amMuHOKMUCIOTHOW mocnenoBaTeabHocThi0 SEQ ID NO: 92, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LEMH BKIOYAaeT aMUHOKHCIOTHBIE rmocienoBaTenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-2. B HexOoTOpBIX BapuaHTax peaju3allid, aHTH—
TREM2 anTHTENO COMEPKUT BaprabenbHbI qoMeH Tsbkenol nenu (VH) mocnenosarenpHOCTH,
UMEIOIINA 1Mo MeHblel Mmepe 85%, mo mesbiueir mepe 86%, mo Menblieit mepe 87%, mo
MeHbluel mepe 88%, nmo menblieit Mepe 89%, no menbiueit Mepe 90%, o mensiuel Mepe 91%,
1o MeHblneil mepe 92%, no menslueit Mmepe 93%, no meHbliel mMepe 94%, Mo MeHblIeH Mepe
95%, no menblIeit Mepe 96%, o mMeHbliel Mepe 97%, no MeHbluel Mepe 98%, Mo MeHbLIeH
mepe 99%, wnmu  100% UAEHTUYHOCTH C AMHHOKUCIIOTHOM  IOCIEN0BaTEIbHOCTBIO
BapuabeNbHOrO JIOMEHa TspKenoil uenu adturena AL2p—2 wim ¢ aMHHOKHCIOTHOM
nocienosatenbHOCTEI0O SEQ ID NO: 28, u conmepkuT 3aMeHbl (Hanmpumep, KOHCEPBATHUBHBIC
3aMEHbI, MHCEPLIUH, WIN JEJIELUH N0 CPABHEHUIO C peepEeHCHON MOCIeA0BATEIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH TMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HEeKOTOPBIX BapuaHTax peaju3anuu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHCJIOT OBbUIO 3aMEILICHO, BCTABJIEHO, WM JAENETHPOBAHO B aAMHHOKHCIOTHOM
NOCJIEIOBATEIbHOCTH  BapHaOeNbHOTO JOMEHa TsDKelnoW wnenu aHturena AL2p-2  wm
aMuHOKHCIIOTHOM mocsenoBatenbHocTu SEQ ID NO: 28. B HEKOTOPBIX BapHaHTaxX peaiu3aivi,
B 0011l CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMENIEHO, BCTABJICHO, W/UJTU AEJIETHPOBAHO
B aMHUHOKHCJIOTHOH MOCIENOBATEIbHOCTH BapuaOeNbHOrO IOMEHAa TSDKENOH Lenu aHTUTena
AL2p-2 unn amunokucnoTHo# nocnenosatenbHocTi SEQ ID NO: 28. B HeKoTOpBIX BapUaHTax
peanu3anuy, 3aMeHbl, MHCEPLIUU WK JEJIeLUU pacrojioxkensl B o0actsx BHe HVR (t.e., Ha FR—
yuacTKax). B HEKOTOpbIX BapHaHTax peaju3aliy, 3aMEHbl, HHCEPLUUU WIH AeNelHH
pacrionokensl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTuTeno comep:kur

nocnenosatenbHocTe  VH  anturena AL2p-2 wim  SEQ ID  NO: 28, Bkimodas
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NOCTTPAHCIISIIUOHHBIE MOAM(UKALNN 3TOH IOCIENOBATEIbHOCTH. B KOHKPETHOM BapuaHTe
peammsanmy, VH conepkut omus, nBa umu Tpu HVR, BeIOpaHHBIX 13: (@) aMHHOKHCIOTHON
nocienosarenbHoct HVR-H1 anturena AL2p-2, (b) aMUHOKHUCIOTHO!N NOCIENOBATENbHOCTH
HVR-H2 anturtena AL2p-2, u (c) amuHOKUCIOTHOH nocnenoBarenbHocTd HVR-H3 anTHTena
AL2p-2. B HexkoTOpbIX BapuaHTax peanusauuy, aHTu—TREM2 anTuTena mno gaHHOMY
M300pETeHNI0 BKJIIOYAIOT IOCIEAOBATEIbHOCTh BapuadenpHOro aomeHa Jyerkoi memu (VL),
UMEIOIIYI0 Mo MeHblueil mepe 85%, mo meHbwel mepe 86%, mo MeHbiuei mepe 87%, mo
MeHbIel mepe 88%, nmo menbiueil Mepe 89%, o MeHsbliei mepe 90%, no MeHbIuel mepe 91%,
no MeHblueil Mepe 92%, no Mmenblueil Mepe 93%, no MeHblueit Mepe 94%, Mo MeHblIel mepe
95%, no menbIuel Mepe 96%, no menbiueil Mepe 97%, no MeHblueil Mepe 98%, Mo MeHbLIe
mepe 99%, wumm  100% HMOEHTUYHOCTM C AaMHUHOKHCJIOTHOW  IOCJENOBAaTEIbHOCTHIO
BapuabENbHOrO JIOMEHa Jierkol wmenmu aHturena AL2p-2 wim ¢ aMHHOKHCIOTHOH
nocienosatenbHOCThI0 SEQ ID NO: 92, u copeprkarnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WM JIEJIEUU M0 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYANOIIEe TAaKyHK MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B odmeit cinoxxknoctu ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINW MAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuaOeNbHOrO JOMEHa Jierkoil uenw aHturena AL2p—2 wm
aMUHOKHUCJIOTH nocneaosaTenbHocTs SEQ ID NO: 92. B HeKOTOpBIX BapuaHTax peajus3aluy, B
o0rmelt CioXkHOCTH OT 1 10 5 aMUHOKHCIIOT OBUIO 3aMELIEHO, BCTABIIEHO, W/IIIN AETIETUPOBAHO B
AMHHOKHUCJIOTHOM IOCIIEOBATEIbHOCTH BapuaOeIbHOrO IOMEHA JIeTKoM 1enu aHnTtutena AL2p—2
WM aMUHOKHUCIOTHON mnociaenosatenbHocTy SEQ ID NO: 92, B HekoTOphpIX BapuaHTax
peanu3anny, 3aMeHbl, MHCEPLIUK WIH JIeJIeLIUU pacrosoxkensl B o0nactsax BHe HVR (t.e., Ha FR—
yyacTKax). B HEKOTOpbIX BapHaHTax peaju3aliy, 3aMeHbl, WHCEPLUUH WIH JeJeLun
pacnonoxkeHsl Ha FR-yuactkax. HeobOszarensHo, antu—TREM2 aHTHTENO COmEpKUT

nocnenoBareabHocTh VL anTturena AlL2p—2 wumm  SEQ ID  NO: 92, Brimovas

,
MOCTTPAHCIISIIUOHHBIE MOAM(DHKALIMK 3TOW MOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTe
peammzanmu, VL conmepskut oamH, aBa uian Tpu HVR, BbiOpaHHBIX u3: (a) aMUHOKHCIOTHON
nocienosarenbHoctd HVR-L1 anturena AL2p-2, (b) aMHHOKHCIIOTHOH MOC/IEAOBATENIbLHOCTH
HVR-L2 anturena AL2p-2, u (C) aMHHOKHCIOTHOH nocienosarensHoctd HVR-L3 anturena
AL2p-2.

[0162] B nHexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pETEeHHUIO CoAepsKaT BapuabeNbHbIN JOMEH JIETKOW [enu U BapuabeNbHbI JOMEH TSKEJOH
e, TNPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTh C MO MeHbInel mepe 85%, mo mMeHblueln Mepe 86%, Mo MeHblIeH Mmepe
87%, no menbiueit mepe 88%, nmo menbiueit mepe 89%, nmo mensbiueit mepe 90%, MO MeHbIIEH
Mepe 91%, no menbiueil mepe 92%, mo MeHbuied mepe 93%, mo mensluell mepe 94%, mo
MeHblIeld Mepe 95%, no meHbluell Mepe 96%, 1o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% HAEHTUYHOCTU ¢ aMUHOKHUCJIOTHON MOCJEA0BATEIbHOCTHIO

BapuabeNpbHOrO JIOMEHa Tspkenoil wnenmu adrturena AL2p-3 wim ¢ aMUHOKHMCIOTHOM
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nocaenosatenbHOCcThI0O SEQ ID NO: 29; w/unu BapnaOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCJIOTHYIO TOCIEA0BATENbHOCTD ¢ MO MeHbIeil mepe 85%, mo MmeHbluei mepe 86%, 1o
MeHbliel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, o mensbiuel mepe 90%,
no Mesblueil Mepe 91%, no menblueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel Mmepe
94%, no menbinel Mepe 95%, mo Menbineit Mepe 96%, o MmeHblIeilt Mmepe 97%, Mo MeHbLIelH
mepe 98%, mno wmenbwmeir mepe 99%, wium 100% HIEHTUYHOCTH C€ aAMHUHOKHCJIOTHOM
IIOCJIEIOBATEIbHOCTBIO BapualOeNbHOrO JOMeHa Jierkod nemu aHtutena AL2p-3 wmm ¢
aMUHOKHUCJIOTHON mocnenoBaTenbHOCThI0 SEQ ID NO: 92, B  HekoTOphIX BapHUaHTax
peammzanyu, aHTH—TREM2 aHTHMTeNna MO JaHHOMY H300PETeHHIO conmepskar BapuabeabHbIN
JOMEH TSDKEJION LeNH, BKJIIOYAILIUN aMHUHOKHCIOTHYIO IOCIEN0BATEIbHOCTh C MO MEHbLIEH
mepe 85%, mo menbiueill mepe 86%, mo MeHbuiel mepe 87%, mo menbluell mepe 88%, mo
MeHblIel mepe 89%, no menbiueil Mepe 90%, o MeHbliel mepe 91%, o mMeHb1uel Mepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbineir mepe 97%, nmo menbwei Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UICHTHYHOCTH C aMHUHOKHCJIOTHOH MOCJEIOBATENbHOCTBIO BapHAaOENbHOTO OMEHA TSIKEION
uenu anturena AL2p—3 wiu ¢ aMMHOKUCTOTHOHN mocnenoaTenbHOCThi0 SEQ ID NO: 29, npu
5TOM BapuaOeNbHBIN JOMEH TSDKEJOH LEenH BKII0YAeT aMHHOKHCIIOTHBIE MOCIIENO0BATENbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p-3. B HeKOTOpBIX BapuaHTax peaju3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH IOMEH JIErKon
L[eNH, BKJIIOYAKOIUN aMHHOKHUCJIOTHYIO IOCJIENOBATEeNbHOCTh € MO MeHblueld mepe 85%, mo
MeHblIel Mepe 86%, no menbluell Mepe 87%, o MeHbleil mepe 88%, no meHsbiuel mepe 89%,
no Mmesblueii Mepe 90%, no menbiueil Mepe 91%, no menbiuell Mepe 92%, MO MeHbIIEH Mepe
93%, mo meHbInel Mepe 94%, mo Mmenbineli Mepe 95%, o MeHbliel Mepe 96%, MO MeHbLIeH
mepe 97%, no menbineir mepe 98%, mo menbiieir mepe 99%, wnu 100% HAEHTUYHOCTH C
AMMHOKHCJIOTHOW IOCJIENOBATEIbHOCTRIO BapuaOeNbHOrO JOMEHA JIETKOW Ienu aHTUTeNa
AL2p-3 wnmm ¢ amMuUHOKMCIOTHOWM mocuenoBateabHocThi0 SEQ ID NO: 92, npu sTom
BapuabeNbHBIA TOMEH JIETKOH LIeMH BKIIFOYaeT aMUHOKHCIOTHBIC mocienoBaTesbHocTH HVR—
L1, HVR-L2 u HVR-L3 anrurena AL2p-3. B HekoTOprIX BapuaHTax pealu3allud, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENOH Lenu
(VH), umeromyro mo menbineii Mmepe 85%, o mensiueli mepe 86%, o meHslunei mepe 87%, 1o
MeHblel mepe 88%, no menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbiuel mepe 91%,
no MeHblueil Mepe 92%, no Mmenbiueil Mepe 93%, no menblueil Mepe 94%, no MeHblLEl Mepe
95%, no menbiueit mepe 96%, no meHbie mMepe 97%, no menbiueit Mmepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJEAO0BAaTEIbHOCTHIO
BapuabENbHOrO JIOMEHa TspKenoi wnenn aHrurena AlL2p-3 wim ¢ aMHHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 29, u copeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIEJIELUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anti—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKyHO IOCIENOBATEIBHOCTh, COXPAHSET CIIOCOOHOCTH
cs3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peaju3anu, B obmeit cinoxxHoctu ot 1 go 10

AMHMHOKHUCJIOT ObLIO 3aMCIIICHO, BCTABJICHO, W/ WIn ACJICTUPOBAHO B AMHUHOKHMCJIOTHOH



85

NOCJIEIOBATENIbHOCTH  BapHaOeNbHOTO JOMeHa Tspkenoil wnenu aHturena AL2p-3  wm
amuHOkucnoTHOH nocnenosarenbHocTd SEQ ID NO: 29. B HeKOTOpbIX BapUaHTax peaju3alii,
B 001Ieli CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTH AEJIETHPOBAHO
B aMUHOKMCJIOTHOH IOCIIEIOBATEIbHOCTH BapuaOeIbHOrO AOMEHAa TSDKENOH Lenu aHTUTena
AL2p-3 unn amunokuciotHoi nocnenosareapbHocTy SEQ ID NO: 29. B HeKOTOpBIX BapUaHTax
peasnu3alyy, 3aMEeHbI, MHCEPLIUK UJIH JIENIELUH pacroiokeHbl B oonactsx BHe HVR (t.e., Ha FR—
ydacTkax). B HEKOTOpBIX BapHaHTaX pealu3alyy, 3aMEHbl, HWHCepLUUU WIH JAeNeluu
pacnojioskeHbl Ha FR-yuactkax. HeoOsizatenbro, antTu—TREM2 aHTHTENO COOEPIKUT

BKJIFOYada

2

nocnenoBarenbHocth  VH  anturena AL2p-3 wm  SEQ ID NO: 29
MOCTTPAHCIISIIUOHHBIE MOAM(HKALMK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTe
peammzanmu, VH conepxut onmH, nBa wim tpu HVR, BeIOpaHHBIX M3: (2) aMHHOKHCIOTHOH
nocienosarenbHocty HVR-H1 anturena AL2p-3, (b) aMUHOKHCIOTHOH MOCIENOBATENBHOCTH
HVR-H2 antutena AL2p-3, u (c) aMmuHOKUCIOTHOH mocnenoBarenbHocTd HVR-H3 anTHTENa
AL2p-3. B HexkoTopbIXx BapuaHTax peanuzauuy, aHTU—TREM2 anTuTena mno JnaHHOMY
N300pETEHNIO BKIIFOYAKOT IIOCHEI0BATEIbHOCTE BapuabenpHOro nomeHa Jjerkoi uemu (VL),
UMEIOIYI0 MO MeHbluel mepe 85%, mo meHblueit mepe 86%, mo meHblnelr mepe 87%, 1o
MeHbliel Mepe 88%, no meHbiuell Mepe 89%, o MeHbleil mepe 90%, no menbiuel Mepe 91%,
no Mesblueil Mepe 92%, no MeHblueil Mepe 93%, no meHblueil Mepe 94%, 1o MeHbllelH Mepe
95%, no menbiuel Mepe 96%, no MeHblueil Mepe 97%, no MeHblueil Mepe 98%, Mo MeHblIe
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJIEAOBATEIbHOCTBHIO
BapuabeNnpHOrO JOMEHa Jierkod wnenu aHturena AL2p-3 wuim ¢ aMHHOKHMCIOTHOH
nociaenosatenbHOCThI0 SEQ ID NO: 92, u copeprkaliyto 3aMeHbl (Hanpumep, KOHCEPBAaTHBHbIE
3aMEHbI, HTHCEPLIMU WJIN JIeJIELUU 10 CPaBHEHHUIO C pe(epeHCHON MOoCaenoBaTeIbHOCThIO), HO
anTi—TREM2 aHTHTENO, BKIIIOYAIOIIEE TAKYK MOCIEIOBATENbHOCTb, COXPAHIET CIOCOOHOCTD
ces3piBaThesl ¢ TREM2. B HEKOTOpBIX BapuaHTax peaitusanui, B odmei ciaoxHocT oT 1 10 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJICHO, W/WIM JAENEeTHPOBAHO B aAMHHOKHCIIOTHOM
NOCJIEIOBATEIbHOCTH ~ BapuaOeIbHOrO JOMeHa Jerkoil uenu antutena AL2p-3  wm
amuHOkucIOoTHOH nocnenosatenbHocTd SEQ ID NO: 92. B HekoTOphIX BapuaHTaxX peaju3aluy,
B 001IeH CIIOKHOCTH OT 1 10 5 aMUHOKHCIOT OBUIO 3aMEIEHO, BCTABJIEHO, W/WIIN AEJIETUPOBAHO
B AMUHOKHCJIOTHOW IIOCIIENOBATEIbHOCTH BapuabeIbHOr0 JOMEHA JIETKOW IeNH aHTUTeNa
AL2p-3 unm amunokucyiotHo# nocnenosateapbHocT SEQ ID NO: 92. B HeKoTOphIX BapuaHTax
peanu3anuy, 3aMeHbI, MHCEPLIMU WK JIEIeIUU paciojioxkensl B o0nactsx BHe HVR (t.e., Ha FR—
yyacTKax). B HEKOTOpbIX BapHaHTax peaju3alfy, 3aMEHbl, WHCEPLUUH WIH JeJIeLUun
pacnionoxkeHbl Ha FR-yuactkax. HeoOsizatenbrno, antTu—TREM2 aHTHTENO CONEPIKHT

nocnenoBarenpbHocTh VL antutena AlL2p—3 wumm  SEQ ID  NO: 92, Bxmoyas

,
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNK 3TOH IOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTe
peammsanmu, VL conmepskut oamH, aBa uian Tpu HVR, BbiOpaHHbIX n3: (a) aMHHOKHUCIOTHOH
nocaenosarenbHoctTd HVR-L1 anturena AL2p-3, (b) aMHHOKHCIIOTHOH MOC/IENOBAaTENbHOCTH
HVR-L2 anturena AL2p-3, u (c) aMuHOKHMCIOTHOH nocienosarenbHoctd HVR-L3 anturena

AL2p-3.
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[0163] B Hexkotopelx BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pETeHNIO CoAep KaT BapruabesbHbIN JOMEH JIeTKOH Ienu 1 BapuabesbHbI JOMEH TSKEJIOH
Lenu, NpPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNu COXEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTh ¢ MO MeHblueld Mepe 85%, mo MeHbluel Mepe 86%, 1Mo MeHblIeill mepe
87%, o menbueii mepe 88%, mo MeHblieil Mepe 89%, nmo MeHbieir mepe 90%, Mo MeHbIIeH
mepe 91%, mo menbueit mepe 92%, mo Menbiueit Mepe 93%, nmo mesblied mepe 94%, 1o
MeHblIel mepe 95%, o MeHblel Mepe 96%, no meHblueil Mmepe 97%, o MeHblIel Mepe 98%,
no Mmesbiueit Mepe 99%, unu 100% UAEHTUYHOCTH ¢ AMUHOKHCJIOTHON IMOCIIEI0BATEIbHOCTHIO
BapuabeNpbHOrO JIOMEeHa TspKenoil wenmu anturena AL2p—4 wim ¢ aMHHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 30; w/unu BapraOenbHbI JOMEH JIETKOW LEMH CONEPIKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATENbHOCTh C MO MeHbIel mepe 85%, mo MeHbinein mepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil Mepe 89%, no meHbluel Mmepe 90%,
no Mesblueil Mepe 91%, no Menblueil Mepe 92%, no MeHblueil Mepe 93%, Mo MeHblIel mepe
94%, no menbieit mepe 95%, no menbieit mepe 96%, nmo meHbIei Mepe 97%, MO MeHbILIEH
Mepe 98%, mno wmenbwmedr mepe 99%, wunu 100% HWAEHTHYHOCTH C AMHUHOKHUCJIOTHOMN
NOCJIEIOBATEIbHOCTBIO  BapuabenbHOro JOMEHa Jierkod nermu anturena AL2p—4 wumm ¢
aMUHOKHUCJIOTHON mnocnenoBatenbHocThio SEQ ID NO: 92, B HekoTOphIX BapuaHTax
peamm3anmy, aHTH—1TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepkKaT BapuaderbHBIN
JOMEH TSDKENOH LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo menblueill mepe 86%, mo Menbuied mepe 87%, mo mensluell mepe 88%, mo
MeHblel mepe 89%, no menbiueil Mepe 90%, no Menbieit Mepe 91%, no Menblel mepe 92%,
1o MeHbluei Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, o menbuieit mepe 97%, no MeHbiueil mepe 98%, no Menbliei mepe 99%, unu 100%
UJIEHTUYHOCTH C AMHMHOKHCJIOTHOW MOCJIEAOBATENbHOCTBIO BApHAOENBbHOTO JOMEHA TSDKEJOH
uenu anturena AL2p—4 unu ¢ aMMHOKUCIOTHOH nocnenosarenbHocTeio SEQ ID NO: 30, npu
5TOM BapuaOeNbHbII JOMEH TSDKENOH LenH BKJIIOYAeT aMHHOKHCIIOTHBIE TOCIEIO0BATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—4. B HekoTOpBIX BapuaHTax peasu3aluy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEpIKaT BapHaOesbHbIH TOMEH JIErKOH
L[eNY, BKJIIOYAKOIUN aMHHOKUCJIOTHYIO IOCJENOBAaTeNIbHOCTh € MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mmepe 87%, o MeHbleil mepe 88%, o meHbIuel Mepe 89%,
no Mmesblueil Mepe 90%, no menbiueil Mepe 91%, no menblueil Mmepe 92%, Mo MeHblIeH Mepe
93%, no menbueit mepe 94%, no meHbie Mepe 95%, nmo menbieit mepe 96%, MO MeHbIIEH
Mepe 97%, no menbineit mepe 98%, mo menbweidt mepe 99%, wnimu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENIbHOCTRIO BapHaOeNbHOrO JOMEHa JIeTKOH Lenu aHTUTena
AL2p—4 wnmu ¢ amMuHOKMCIOTHOW mocnenoBaTeabHocThi0 SEQ ID NO: 92, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LEMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBaTenbHocTH HVR-
L1, HVR-L2 u HVR-L3 anrurena AL2p—4. B HexkoTOprIX BapuaHTax peaju3alliy, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJNIOW LenH
(VH), umeromyto no menbiuei mepe 85%, no mensiueii Mepe 86%, no meHseii mepe 87%, mo

MeHblel mepe 88%, nmo menblieit mepe 89%, o menbiueit Mmepe 90%, no menbiuei mepe 91%,
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1o MeHblueil Mepe 92%, no menblueil Mepe 93%, no menblueil Mepe 94%, Mo MeHblIel Mepe
95%, no menbiuel Mepe 96%, no Menbluell Mepe 97%, no MeHblueill Mepe 98%, Mo MeHblIeH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO
BapuabeNnpbHOrO JOMEHa Tspkenoil wnenu anturena AL2p—4 wunm ¢ aMUHOKHMCIOTHOM
nocienosarenbHOcThI0O SEQ ID NO: 30, u copeprkalinyto 3ameHbl (Hanpumep, KOHCEPBAaTHBHbIE
3aMeHBbl, MHCEPLUHU WIN JeNIE[UU 10 CPABHEHUIO C peepeHCHON IMOCIeN0OBATENbHOCTBIO), HO
anTi—TREM2 aHTHTENO, BKJIIOYAIOIIEE TAKYI MOCIENOBATENbHOCTb, COXPAHIET CIOCOOHOCTh
cBsizbiBaThCsl ¢ TREM2. B HEeKOTOpBIX BapuaHTax peaju3aiuu, B ooweil cinoxkHocty ot 1 mo 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, W/WIM JAENEeTHPOBAHO B aAMHHOKHCJIOTHOM
NOCJIEIOBATEIbBHOCTH  BapuaOeNbHOTO JOMeHa Tspkenol wnenu aHturena AL2p—4  wim
amuHokucnoTHol nocnenosatenbHocTd SEQ ID NO: 30. B HekoTOpbIX BapuaHTax peanu3alii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMelIEeHO, BCTABJIEHO, U/UJTH AEJETHPOBAHO
B aMHHOKHCJIOTHOW MOCIENOBATEIBHOCTH BapuaOeIbHOrO IOMEHAa TSDKENOH LenH aHTUTeNna
AL2p—4 vnn amunokuciotHo# nocnenosatenbHocTd SEQ ID NO: 30. B HekoTOpBIX BapuaHTax
peanu3anuy, 3aMeHbI, MHCEPLIUU WJIH JIEIeLIUU pacojioxkensl B o0actsx BHe HVR (T.e., Ha FR—
yuacTKax). B HEKOTOpbIX BapHaHTax peaju3alfy, 3aMEHbl, WHCEPLHUH WIH JeJIeLUun
pacnionoxkensl Ha FR-yuactkax. HeoOs3arenpHo, anTu—TREM2 aHTHTENO CONEPIKHUT

nocnenosarenbHocTh VH  antutena AL2p—4 wm  SEQ ID NO: 30, Bximovas

>
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNK 3TOH IOCIENOBATEIbHOCTU. B KOHKPETHOM BapuaHTe
peammsanmu, VH conmepxut ommH, nsa wiu tpu HVR, BeiOpaHHBIX 13: (a) aMHHOKHMCIOTHOM
nocienosarenbHoct HVR-H1 anturena AL2p—4, (b) aMHUHOKHMCIOTHO!H NOCIENOBATENbHOCTH
HVR-H2 anturtena AL2p—4, u (c) amuHOKUCIOTHOH nocnenoBarenpHoctd HVR-H3 anTHurena
AL2p—4. B HexkoTOpbIX BapuaHTax peanuzauuy, aHTu—TREM2 anTuTena mno naHHOMY
M300pETeHNI0 BKJIIOYAIOT IOCIEAOBATEIbHOCTh BapuadenpHOro aomeHa Jserkoil memu (VL),
UMEIIIYI0 Mo MeHblnell Mepe 85%, mo meHbiuelt mepe 86%, mo meHbiuel mepe 87%, mo
MeHblel mepe 88%, o menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbIuel mepe 91%,
no Mesblueil Mepe 92%, no menbiueil Mepe 93%, mo meHbiuell Mepe 94%, no MeHblIel Mepe
95%, no menbIueit mepe 96%, no meHbiet mMepe 97%, nmo meHbliuei mepe 98%, MO MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C aMHUHOKHCJIOTHOW  IOCJIENOBAaTEIbHOCTHIO
BapuabeNpbHOrO JOMEHa Jierkoil uenu aHturena AlL2p—4 wim ¢ aMHHOKHUCIOTHOH
nocienosatenbHOCcThI0 SEQ ID NO: 92, u copeprkartnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIEJICUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYI MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peajm3anu, B odmeii cioxxknoctu ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WJINW MAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATEIbHOCTH  BapuaOeNbHOrO JOMeHa Jerkoil uenm axturena AL2p—4 wm
aMuHOKHCIIOTHOM mocnenoBatenbHocTU SEQ ID NO: 92, B HekoTOpbIX BapuaHTax pean3aluy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTU AEJIETHPOBAHO
B aMUHOKHCJIOTHOW IIOCIIENOBATENbHOCTH BapuabeIbHOro JOMEHA JIETKOM IenHu aHTUTeNa

AL2p—4 vnn amunokucyiotHo# nocnenoareabHocT SEQ ID NO: 92. B HeKOTOpBIX BapHaHTax
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peanu3aluy, 3aMeHbl, MHCEPLIMU WK JIEJIeLIUU paciojioxkensl B o0actsx BHe HVR (t.e., Ha FR—
ydacTKax). B HEKOTOpbIX BapHaHTax peaju3aliy, 3aMEHbl, WHCEPLUUH WIH JAeJIeLUun
pacrionokenbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTuTeNno comepxur
nocinenosatenbHocte VL antutena AlL2p—4 umu SEQ ID  NO: 92, Bxmodas
NOCTTPAHCIISALMOHHBIE MOAM(UKALMK 3TOH IOCIeNOBATEIbHOCTU. B KOHKPETHOM BapuaHTe
peammzanuu, VL conmepskut oauH, aBa win Tpu HVR, BbiOpaHHBIX u3: (a) aMHHOKHUCJIOTHOM
nocienosarenbHoctd HVR-L1 anturena AL2p—4, (b) aMHHOKUCIIOTHOH MOC/IEN0BATENIbHOCTH
HVR-L2 anrutena AL2p—4, u (C) aMUHOKHCIOTHOH nocienosarenbnocty HVR-L3 anturena
AL2p—4.

[0164] B nexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pETEHHUIO COIlep KaT BapuabesbHbIN JOMEH JIETKOU Lenu W BapuabebHbIi JOMEH TSKENOH
Lend, NPU OSTOM BapHAOENbHBIA JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEbHOCTh ¢ MO MeHblned Mepe 85%, mo MeHblueln mMepe 86%, Mo MeHblIel mepe
87%, no menbiueit mepe 88%, mo menbIue mepe 89%, mo Mmenbiueit mepe 90%, Mo MeHbIIeH
mepe 91%, no menbiueil mepe 92%, mo MeHbuied mepe 93%, mo mensluell mepe 94%, mo
MeHblel Mepe 95%, no menbiueil Mepe 96%, o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueit Mepe 99%, unn 100% HMAEHTUYHOCTH ¢ AMHUHOKHCIOTHON IMOCIEA0BaTENbHOCTHIO
BapUabENbHOrO JIOMEHa TspKenol wnenmu adrturena AL2p—7 wim ¢ aMHHOKHCIOTHOH
nocaenosatenbHOCcThi0O SEQ ID NO: 31; w/unu BapnaOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIJIOTHYIO TIOCIIEAO0BATENbHOCTh C MO MeHbIel mepe 85%, nmo menbiuei mepe 86%, mo
MeHblel mepe 87%, no menbiuel Mepe 88%, no MeHblIell Mepe 89%, o MeHb1uel mepe 90%,
no Mesblueil Mepe 91%, no menblueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel Mmepe
94%, no menbinel mepe 95%, mo menbineli Mepe 96%, o MeHbliel Mepe 97%, MO MeHbLIeH
mepe 98%, mno wmenbuier mepe 99%, wnm 100% HMIEHTUYHOCTH € aMHUHOKHCJIOTHOM
IIOCJIEIOBATEIbHOCTBIO  BapuaOeNbHOrO JOMeHa Jierkod umemu aHtutena AL2p—7 wmm ¢
aMUHOKHUCJIOTHON mocnenoBaTenbHocThio SEQ ID NO: 95 B HekoTOphIX BapHuaHTax
peammzanyu, anTHi—TREM2 aHTHTena mo AaHHOMY H300pPETeHHIO COAepKaT BapuaberbHBIN
JOMEH TSDKEJION LeNH, BKJIOYAILIUN aMHUHOKHCIOTHYIO IMOCIEN0BATEIbHOCTh C MO MEHBbLIEH
mepe 85%, mo menbluell mepe 86%, mo MeHbuiel mepe 87%, mo mensbluelt mepe 88%, mo
MeHblel mepe 89%, no menbiueil mepe 90%, o MeHbleil mepe 91%, no meHbiuel Mepe 92%,
no MeHblueil Mepe 93%, no menbiueil Mepe 94%, no menbiueil Mepe 95%, Mo MeHblIEH Mepe
96%, no menbinei Mepe 97%, nmo menbineir Mepe 98%, mo menbiei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOTO JOMEHA TSDKENOM
uenu anturena AL2p—7 wiu ¢ aMuMHOKUCIOTHON nocnenoBaTeabHocThi0 SEQ ID NO: 31, mpu
5TOM BapuaOeNbHBIN JOMEH TSDKEJION LEenH BKIIOYAeT aMHHOKHCIIOTHBIE MOCIIENOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturtena AL2p—7. B HEKOTOphIX BapHaHTaxX peaju3aluy,
antni—TREM2 aHTHTENa MO JNaHHOMY H300pPETEHHMIO COAEPKaT BapuaOeNbHBIH AOMEH JIerKon
LleNH, BKJIIOYAKOIUN aMHHOKUCIOTHYIO IOCJIENOBATEeNbHOCTh € MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, o MeHbleil mepe 88%, o meHsbiuel Mmepe 89%,

no Mesblueil Mepe 90%, no Menblueil Mepe 91%, no menblueil Mmepe 92%, MO MeHblIEH Mepe
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93%, no menbIeit mepe 94%, no menplieit Mepe 95%, nmo meHbueit Mmepe 96%, MO MeHbIIEH
mepe 97%, no menbiieil Mepe 98%, nmo menbuieir Mepe 99%, unu 100% HAEHTUYHOCTH C
AMHHOKHCJIOTHOM TOCJIEOBATENbHOCTBIO BapHaOENbHOTO JOMEHA JIETKOH LeNH aHTUTeNa
AL2p-7 wunu ¢ aMuHOKHUCIOTHOW mnociaenosaTenbHocTero SEQ ID NO: 95, mpu stom
BapuabeNnbHBI TOMEH JIErKOH LeMH BKIKOYAaeT aMUHOKHCIOTHBIE rocnenoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p—7. B HexOTOpBIX BapuHaHTax peajnu3allid, aHTH—
TREM2 aHTHTENO COAEPKUT IOCIENOBATEIBHOCT BAPHAOETBHOTO IOMEHA TSDKENOH Lenmu
(VH), umeromyro mo menbineii Mmepe 85%, no menbiueii Mmepe 86%, o meHbiuei mepe 87%, 1o
MeHbIel mepe 88%, nmo menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbIuel Mepe 91%,
no MeHblueil Mepe 92%, no Menblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no mensbeit mepe 96%, no meHbiet mepe 97%, nmo menbiei mepe 98%, MO MeHbIIEH
mepe 99%, wumum  100% HMOEHTUYHOCTM C aMHUHOKHCJIOTHOW  IOCJIEAO0BAaTEIbHOCTBHIO
BapuabeNbHOrO JIOMEHa TspKenoil wnenu adrturena AL2p—7 wim ¢ aMHHOKHCIOTHOH
nocienosatenbHOCcTEI0 SEQ ID NO: 31, u coneprxainyro 3aMeHbl (HAapuMep, KOHCEPBATUBHBIE
3aMEHbI, HHCEPLIMH WM JIEJICUHU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHI0), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
csi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peanusanuu, B oOmel cioxknoctu ot 1 1o 10
AMHHOKHUCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/HWINW JAENETHPOBAHO B aMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapHaOeNbHOTO JAOMeHa Tspkenoil wnenu aHturena AL2p—7 wm
aMUHOKHCIIOTHOM mocnenoBatenbHocTH SEQ ID NO: 31. B HEKOTOpBIX BapHaHTax pealn3aluy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTN AEJIETHPOBAHO
B aMUHOKHCJIOTHOH IOCIENOBATEIbHOCTH BapHaOeIbHOrO AOMEHAa TSDKENOH Lenu aHTuTena
AL2p-7 unn amunokucnotHoi nocnenosatenbHocTi SEQ ID NO: 31. B HekoTOpBIX BapuaHTax
peanu3aiyy, 3aMEeHbI, MHCEPLIUK UJIH JENIELH pacroiokeHbl B oonactsx BHe HVR (t.e., Ha FR—
yuacTKax). B HEKOTOpbIX BapHaHTax peaju3aly, 3aMeHbl, WHCEPLUUH WIH JeJeLun
pacrionokenbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTHTENO COmEpKHT
nocnenoBarenbHocTh  VH  antutena AlL2p-7 wm  SEQ ID NO: 31, Bxirovas
MOCTTPAHCIISIIUOHHBIE MOAM(DHKALMK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapuaHTE
peammzanmu, VH conmepxut onuH, na win tpu HVR, BeIOpaHHBIX M3: (2) aMHHOKHCIOTHOH
nocienosarenbHoctd HVR-H1 anturena AL2p-7, (b) aMUHOKUCIIOTHOH MOCIENOBATENbHOCTH
HVR-H2 antutena AL2p-7, u (c) aMuHOKUCIOTHOH mocnenoBarenbHocTd HVR-H3 anTHTENa
AL2p-7. B HexkoTOpbIX BapuaHTax peanuzauuu, aHTu—TREM2 anTuTena mno JpaHHOMY
U300pETEeHUIO BKJIFOYAIOT TOCJENOBATENIbHOCTh BapuadeapbHOro aomeHa jerkod mermu (VL),
UMEIoLIyI0 Mo MeHblueil mepe 85%, mo meHbluell mepe 86%, mo Menbuieil mMepe 87%, mo
MeHblel mepe 88%, no menbiueil Mepe 89%, o MeHbleil Mmepe 90%, no meHbluel Mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, NMo MeHblIel mepe
95%, no menbieit Mmepe 96%, o menbleit Mmepe 97%, no meHbleit Mmepe 98%, Mo mMeHblIeH
mepe 99%, wumm  100% HMAEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJIEAOBATEIbHOCTBHIO
BapuabeNpbHOrO JOMEHa Jierkod wnenmu aHturena AL2p-7 wuim ¢ aMHHOKHCIOTHOH

nocaenosatenbHOCTI0O SEQ ID NO: 95, u comeprxalyro 3ameHbl (HanpuMep, KOHCEPBATUBHBIE



90

3aMEHbI, HHCEPLIMH WJIN JIEJICUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIIOCOOHOCTB
csi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peanusaiuy, B oOmel cioxHoctu ot 1 1o 10
AMHHOKHUCJIOT OBUIO 3aMELIeHO, BCTABJIEHO, W/HWINW JAENEeTHPOBAHO B aMHHOKHCIOTHOM
NIOCJIEIOBATEIbHOCTH ~ BapHabeNpHOro JOMeHa Jierkod uemu astutena AL2p—7 wum
aMHHOKHUCIIOTHOM nocnenosatenbHocTd SEQ ID NO: 95. B HeKOTOpbIX BapHaHTaxX peanu3aluy,
B 001I1€e# CIIOKHOCTH OT 1 10 5 aMMHOKHUCIIOT OBLIO 3aMEIIEeHO, BCTABJICHO, U/WJIN JeNIETHPOBAHO
B AMUHOKHCJIOTHOW IOCJIENOBATEIbHOCTH BapuabeIbHOrO JOMEHa JIeTKOW LeNu aHTUTeNla
AL2p-7 unm amunokucioTHo# nocnenoatenbHocT SEQ ID NO: 95. B HekoTOphIX BapuaHTax
peanu3anuy, 3aMeHbI, MHCEPLIMU WU IeJIeLMH paciojioxkeHbl B obnactsx e HVR (t.e., Ha FR—
ydacTKax). B HEKOTOpbIX BapHaHTaxX peaju3alfy, 3aMEHbl, WHCEPLUUH WIH JeJIeLUun
pacnonoxkenbl Ha FR-yuactkax. HeoOsizatenbHo, anTu—TREM2 aHTHTENO CONEPKHUT

nocnenosatenbHocTe VL antutena AlL2p-7 umu  SEQ ID  NO: 95, Bxirodas

>
NOCTTPAHCIISIIUOHHBIE MOAM(HKALNK 3TOW IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTE
peamm3aumu, VL conmepskut oxmH, ABa wian Tpu HVR, BeIOpaHHBIX 13: (a) aMHHOKHUCIOTHOH
nocaenosarenbHoctd HVR-L1 anturena AL2p—7, (b) aMHHOKHCIIOTHOH MOC/IENOBATENbHOCTH
HVR-L2 antutena AL2p-7, u (c) aMuHOKHCIOTHOH nocienosarensHoctd HVR-L3 anturena
AL2p-T7.

[0165] B nHexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anturena mo naHHOMY
U300peTeHHIO Colep KaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEJIOH
Lenu, NPU OSTOM BapHaOENbHbIH JOMEH TSDKEJIOH LEeNu COAEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTh ¢ MO MeHbluel Mepe 85%, mo MeHblueln Mepe 86%, Mo MeHblIeill mepe
87%, o menblueit Mepe 88%, mo MmeHbineit mepe 89%, no MeHbineit mepe 90%, no mMeHbIIeH
mepe 91%, mo Mmenbineit mepe 92%, no Menbiuell mepe 93%, no MmeHbineit Mepe 94%, mo
MeHblel mepe 95%, o MeHblel Mepe 96%, no meHblueil Mmepe 97%, no MeHblel Mepe 98%,
no Mesbieit Mepe 99%, unu 100% UAEHTUYHOCTH ¢ AMUHOKHCJIOTHON IMOCIIEI0BATEIbHOCTHIO
BapuabeNbHOrO JIOMEHa TspKenoi uenu adturena AL2p-8 wimm ¢ aMUHOKMCIOTHOH
nocienosatenbHOCTbI0 SEQ ID NO: 32; w/unu BapraOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATENILHOCTD C MO MeHbIel mepe 85%, mo Menbinein mepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mmepe 88%, 1o MeHbleil mepe 89%, o meHbiuel mepe 90%,
no MeHblueil Mepe 91%, no menbiueil Mepe 92%, no meHblueil Mepe 93%, Mo MeHblIel Mepe
94%, no menbiueit mepe 95%, no menbiet mepe 96%, nmo meHbie Mepe 97%, MO MeHbILIEH
Mepe 98%, mo wmenbwedn mepe 99%, wunmu 100% HMIEHTHYHOCTH C AMUHOKHUCIOTHOM
NOCJIEIOBATENIbHOCTBIO  BapuabenpbHOro JOMeHa Jierkod memnu antutena AL2p-8 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBatenbHocThio SEQ ID NO: 95 B HekoTOphIX BapuaHTax
peamm3anyy, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepkaT BapuaderbHBIN
JIOMEH TsDKEJOHN LIeNH, BKIIOYAIOLUN aMUHOKHCIOTHYIO MOCJIEA0BATEIbHOCTh C MO MEHbIIEH
mepe 85%, mo menblueill mepe 86%, mo MeHbuield mepe 87%, mo mensluell mepe 88%, mo
MeHblel mepe 89%, no menbiueil Mepe 90%, no MeHbleil mepe 91%, no menpiuel mepe 92%,

1o MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel Mmepe
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96%, no menbiueir Mepe 97%, nmo Mmenbiuei mMepe 98%, mo menblueir mepe 99%, wiu 100%
UICHTUYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAaOENIbHOIO JOMEHA TSKENOH
uenu anturena AL2p—8 wiu ¢ aMuMHOKUCIOTHOHN nocnenoBatenbHOCThI0 SEQ ID NO: 32, npu
5TOM BapuaOeNbHbIN AOMEH TSDKENOH Lenmu BKIOYAeT aMHHOKHMCIIOTHBIE MOCIIEN0BATEIbHOCTU
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—8. B HeKkOTOpBIX BapuaHTax peau3alliy,
autu—TREM2 aHTHTEeNna mo JaHHOMY H300pETEeHHIO Conep:kaT BapuaOeNbHBIN TOMEH JIerKOH
L[eNH, BKJIIOYAIOIUN aMHHOKHUCJIOTHYIO IOCJIENOBATEeIbHOCTh C MO MeHblIed mepe 85%, mo
MeHblel mepe 86%, o menbiueil Mmepe 87%, o MeHblieil mepe 88%, o meHbIuel Mmepe 89%,
no Mesblueil Mepe 90%, no menbiueil Mepe 91%, no menblueit Mmepe 92%, MO MeHblIel mepe
93%, no menbIueit Mmepe 94%, no meHbiIeit Mepe 95%, no meHbinel Mepe 96%, MO MeHbLIeH
Mepe 97%, nmo menbineit mepe 98%, mo menbwedr mepe 99%, wnim 100% HAEHTHUYHOCTH C
AMHHOKHCJIOTHOM TIOCJIEOBATENIbHOCTBIO BapHaOENbHOTO JOMEHa JIETKOH LeNH aHTUTeNa
AL2p-8 wnmu ¢ amMuHOKMCIOTHOU mocnenoBaTeapbHocThi0 SEQ ID NO: 95, mpu sTom
BapHuabeNbHBIA TOMEH JIETKOH LIeMH BKJIIOYaeT aMMHOKHUCIIOTHBIE mocienoBaTenbHocTH HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p—8. B HexkoTOprIX BapuaHTax peaju3allid, aHTH—
TREM?2 aHTHTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJNIOW LenH
(VH), umeromyro no menbiei mepe 85%, no menseit Mepe 86%, nmo meHbiueii mepe 87%, mo
MeHblel mepe 88%, no menbiueil Mepe 89%, o Menbleil mepe 90%, no menbiuel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MmeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbleit Mmepe 96%, no meHsbleit Mepe 97%, no meHbuiel Mepe 98%, Mo MeHbLIeH
mepe 99%, wumm  100% HUOEHTUYHOCTM C  AMHUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO
BapuabeNpbHOrO JIOMEHa TspKenoi wnenu anturena AL2p—8 wnm ¢ aMHHOKHMCIOTHOMN
nocinenosarenbHOCcThI0O SEQ ID NO: 32, u copeprkaliyto 3ameHbl (Hanpumep, KOHCEPBAaTHBHbIE
3aMeHbl, HHCEPLUU WIN JIeJIELHH 10 CPABHEHHMIO C pe)epeHCHOH MOCIIeN0BATENIbHOCTHIO), HO
anTi—TREM2 aHTHTENO, BKIIIOYAIOIIEE TAKYH MOCIENOBATENbHOCTb, COXPAHIET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B obmei cnoxkHoctu ot 1 mo 10
AMHHOKHUCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WIM JENETHPOBAHO B AMHHOKUCIIOTHOM
NOCJIEIOBATEIbBHOCTH  BapuHaOeNbHOTO JOMEeHa Tspkenol unenu aHturena AL2p-8 wim
amMuHOoKHCNOTHOM mocnenoBatenbHocTU SEQ ID NO: 32. B HEKOTOPBIX BapHaHTaX peaiu3ailui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKUCIIOT OBLIO 3aMEeLIeHO, BCTABJIEHO, /MU JAEJIETUPOBAHO
B aMHUHOKHCJIOTHOW MOCIENOBATEIbHOCTH BapHaOeIbHOrO IOMEHAa TSDKENOH LenH aHTUTeNna
AL2p-8 unm amunokucnotHo# nocnenosarenpbHocT SEQ ID NO: 32. B HekoTOphIX BapuaHTax
peanu3aiuy, 3aMeHbI, MHCEPLIMU WK JIEIeLIUU paciojioxkensl B o0acTsx BHe HVR (t.e., Ha FR—
ydacTKax). B HEKOTOpbIX BapHaHTax peaju3alfy, 3aMEHbl, WHCEPLUUH WIH JeJIeLUun
pacronokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENnO comep:kuT

nocnenoBarenbHocTh  VH  anturena AL2p-8 wm  SEQ ID NO: 32, Bximoyas

2
NOCTTPAHCIISILUOHHBIE MOAM(HUKALNN 3TOH IOCIENOBAaTEIbHOCTH. B KOHKPETHOM BapHaHTe
peammsannu, VH conmepxut ommH, nBa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHON
nocienosarenbHoctd HVR-H1 anturena AL2p-8, (b) aMHHOKHMCIOTHOH NOCIENOBATENbHOCTH

HVR-H2 anturtena AL2p-8, u (c) amuHOoKuciIoTHOIN nocnenosatensHoctd HVR-H3 anTHTena
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AL2p-8. B HexkoTopbIXx BapuaHTax peanuzauuy, aHTU—TREM2 anTuTena mno JnaHHOMY
M300pETEeHNIO BKJIIOYAIOT TOCJEIOBATENIbHOCTh BapuadeapbHOro aomeHa Jjerkod mermu (VL),
UMEIOLIYI0 Mo MeHblueil mepe 85%, mo Mmenbluell mepe 86%, nmo Menbuieil mepe 87%, mo
MeHbluel mepe 88%, nmo menblieit Mepe 89%, no menbiueit Mmepe 90%, no menbiuei mepe 91%,
no MeHblneit mepe 92%, no menslueit Mmepe 93%, no menbliel mMepe 94%, Mo MeHblIEeH Mepe
95%, no menblIeil Mepe 96%, 1o mMeHbliel Mepe 97%, no MeHbluel Mepe 98%, Mo MeHbLIeH
mepe 99%, wnmu  100% UAEHTUYHOCTH C AMHHOKUCJIOTHOH  IOCJIEN0BATEIbHOCTHIO
BapuabeNbHOrO JOMEHa Jierkodi wuenu anturena AL2p-8 wim ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTbI0 SEQ ID NO: 95, u comeprkarnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLMH WJIN JIEJICUU 10 CPABHEHUIO C pedepeHCHON MOCenoBaTeIbHOCThIO), HO
anTi—-TREM?2 aHTUTENO, BKJIFOYAKOIIEE TAKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
cBsi3biBaThesl ¢ TREM2. B HEeKOTOpBIX BapuaHTax peaju3anuu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WIN JENEeTHPOBAHO B aMHUHOKHCIOTHOH
NOCJIEIOBATEIbHOCTH  BapuaOeNbHOrO JOMeHa Jerkoil uenw axtutena AL2p—-8 wm
aMuHOKHCIIOTHOM mocsenoBatenbHocTU SEQ ID NO: 95. B HEeKOTOpBIX BapHaHTaxX peaiu3aiui,
B 0011l CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMEIIEeHO, BCTABJICHO, W/UJTH AEJIETHPOBAHO
B AaMUHOKHCJIOTHOW IIOCIIENOBATEIbHOCTH BapuabeIbHOro IOMEHA JIETKOH Ienmu aHTUTena
AL2p-8 unm amunokucyioTHo# nocnenosarenbHocT SEQ ID NO: 95. B HekoTOphIX BapuaHTax
peanu3alnuy, 3aMeHbl, MHCEPLIMU WK JIEIeLUU pacriojioxensl B o0actsx BHe HVR (t.e., Ha FR—
ydacTKax). B HEKOTOpbIX BapHaHTax peaNu3aliy, 3aMeHbl, WHCePLUUH WIH JAeJelHUn
pacrionokenbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTuTeNno comep:kur
nocinenosatenbHocte VL antutena AL2p-8 umum SEQ ID NO: 95, Bxmodas
MOCTTPAHCIISILMOHHBIE MOAM(UKALMN 3TOH IMOCIENOBATENbHOCTH. B KOHKPETHOM BapHaHTe
peammzayu, VL conmepskut oauH, aBa win Tpu HVR, BbiOpaHHbIX u3: (a) aMHHOKHUCJIOTHOM
nocnenosarensHocTH HVR-L1 anturena AL2p—8, (b) aMHHOKHCIIOTHOH MOCNIENOBATENBHOCTH
HVR-L2 antutena AL2p-8, u (C) aMHHOKHCIOTHOH nocienosarenbhocty HVR-L3 anturena
AL2p-8.

[0166] B Hexkotopeix BapuaHTax peaiusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
U300pETEeHHUIO COZlep KaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbId JOMEH TSKeJIOH
Lend, TpPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTh C MO MeHbInel Mepe 85%, mo Menblneln Mepe 86%, 1Mo MeHbLIel mepe
87%, no menbiueit mepe 88%, mo menbinei mepe 89%, mo menbiueit mepe 90%, MO MeHbIIEH
Mmepe 91%, no menbiueil mepe 92%, mo MeHbuield mepe 93%, mo mensbluell mepe 94%, mo
MeHblIel Mepe 95%, no MeHblueil Mepe 96%, o MeHblueil Mepe 97%, o meHbluel Mepe 98%,
no Mmesblueil Mepe 99%, unu 100% HAEHTUYHOCTH ¢ AMUHOKHCJIOTHON IMOCIEA0BaTENbHOCTHIO
BapuabeNpbHOrO JIOMEeHa TspKenol wnenmu adrturena AL2p-9 wim ¢ aMUHOKHCIOTHOH
nociaenosatenbHOCcThI0O SEQ ID NO: 33; w/unu BapraOenbHbI JOMEH JIETKOH LN COAEPIKUT
AMUHOKHCIJIOTHYIO TIOCTIEAO0BATENBHOCTh C MO MeHbIel mepe 85%, nmo menbiuei mepe 86%, mo
MeHbliel mepe 87%, no menbiueil Mepe 88%, o MeHblell mepe 89%, no menbiuel Mmepe 90%,

1o Mesblueil Mepe 91%, no menblueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel Mmepe
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94%, no menbiueit mepe 95%, no menbleit Mepe 96%, no meHbleil Mmepe 97%, MO MeHbILIEH
Mepe 98%, mno wmenbwelt mepe 99%, wumu 100% MIEHTMYHOCTH C AMUHOKHUCIOTHOM
IIOCJIEIOBATENIbHOCTBIO BapuabenpbHOro JOMEHa Jierkod nenu aHturena AL2p-9 wumm ¢
aMUHOKHUCJIOTHON mnocaenoBaTenbHocTei0 SEQ ID NO: 96, B HekoTOpBIX BapHaHTax
peanmusanuy, aHTi—TREM2 aHTHTENna MO NaHHOMY H300pPETEHUIO COAepKaT BapHaOeIbHbIH
JOMEH TSDKEJON LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENIbHOCTh C MO MEHBLIEH
mepe 85%, mo menbieit mepe 86%, mo MeHbiuel mepe 87%, mo menswel mepe 88%, mo
MeHblel mepe 89%, no menbiueii mepe 90%, o MeHblieit mepe 91%, o meHbIuel Mepe 92%,
no MeHblueil Mepe 93%, no menblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, nmo menbinei mepe 97%, nmo menbinei mMepe 98%, mo menbiuei mepe 99%, wimu 100%
UJICHTUYHOCTH C aMHUHOKHCJIOTHOW TMOCJIENOBATEIbHOCTBIO BapHAOENIBbHOIO JOMEHA TSIKENOH
nenu anturena AL2p—9 wnu ¢ amuHOKUCIOTHON TocnenoBaTenbHOCcThi0 SEQ ID NO: 33, npu
5TOM BapuaOeNbHBII JOMEH TSDKEJON LEenH BKIIOYAET aMHHOKHCIIOTHBIE TOCIIENOBATENbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—9. B HekoTOpBIX BapuaHTax peaju3aluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH TOMEH JIErKOH
L[eN}, BKJIIOYAKOIUN aMHUHOKUCIOTHYIO IOCJENOBAaTeNIbHOCTh € MO MeHblleld mepe 85%, mo
MeHblIel Mepe 86%, no meHblueil Mepe 87%, o MeHblueil Mepe 88%, o Menbiuel Mepe 89%,
no Mesblueil Mepe 90%, no MeHblueil Mepe 91%, no meHblueil Mmepe 92%, MO MeHblIeH Mepe
93%, no menbiueit mepe 94%, no menblieit Mepe 95%, no meHbluei mepe 96%, MO MeHbIIEH
Mepe 97%, no menbiueit mepe 98%, mo menbweilt mepe 99%, win 100% HIEHTHYHOCTU C
AMHHOKHUCJIOTHOM TIOCJIEOBATENbHOCTBIO BapHaOENbHOTO JOMEHA JIETKOH LeNH aHTUTena
AL2p-9 wunu ¢ amuHOkuCIOTHON mnociaenosatenbHocTbio SEQ ID NO: 96, mpu sTom
BapuabeNbHBIN TOMEH JIErKOH LIeMH BKJIKOYAaeT aMUHOKHCIOTHBIE rocnepoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p—9. B HexOoTOpBIX BapuaHTax peaju3allid, aHTH—
TREM2 aHTHTENO COAEPXKUT IOCIENOBATEIbHOCTD BapHAOEIbHOTO JOMEHA TSDKENIOW Ienn
(VH), umeromyro mo menbineii Mepe 85%, o menbiueii Mmepe 86%, o meHbluei mepe 87%, 1o
MmeHblel mepe 88%, nmo menbiueil Mepe 89%, no meHbleilt Mepe 90%, no meHbIuel Mepe 91%,
no Mesblueil Mepe 92%, no Mmenblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbIueit mepe 96%, no MeHbiet mMepe 97%, nmo menHbiei mMepe 98%, MO MeHbIIEH
mepe 99%, wumum  100%  HMOEHTUYHOCTM C aMHUHOKUCJIOTHOM  MOCJIENOBATENbHOCTHIO
BapuabeNbHOrO JIOMEHa TspKenol wnenmu adrturena AL2p-9 wim ¢ aMUHOKHCIOTHOH
nocienosatenbHOcThI0 SEQ ID NO: 33, u comeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHBIE
3aMEHbI, HHCEPLIMH WM JIEJIEUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—TREM2 aHTHTENO, BKIIIOYAIOIEE TAKYK IOCIENOBATENBbHOCTb, COXPAHSET CIIOCOOHOCTB
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peajm3anu, B odmeil cinoxxkHoctu ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, WM JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATEIbHOCTH  BapHaOeNbHOTO JOMEHa TsDKelnod wnenu aHturena AL2p—9 wmm
aMuHOKHCIOTHOM mocnenoBatenbHocTu SEQ ID NO: 33. B HEeKOTOpBIX BapHaHTaxX peau3alii,
B 001Ie# CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTH AEJIETHPOBAHO

B AMHHOKHCJIOTHOHN IIOCJIE€A0BATEIbHOCTU BapI/Ia6eanoro JIOMEHa TsDKEJIOW Ieny aHTUTesa
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AL2p-9 unn amunokuciotHoi nocnenosatenbHocT SEQ ID NO: 33. B HeKoTOpBIX BapuaHTax
peanu3alnny, 3aMeHbl, MHCEPLIMU WK JeJIeLUU pacrojoxkensl B o0nactsx BHe HVR (t.e., Ha FR—
ydacTKax). B HEKOTOpbIX BapHaHTax peaju3aliy, 3aMEHbl, HHCEPLUUU WIH AeNeln
pacnionoxkeHel Ha FR-yuactkax. HeobGszatenbno, antu—TREM2 aHTHTENnO Ccomep:kut
nocinenosatenbHocte  VH  anturena AL2p-9 wmm  SEQ ID NO: 33, Bkirodas
NOCTTPAHCIIILMOHHbIE MOAM(UKAIIMY 5TOW IIOCHIENOBATENBHOCTU. B KOHKPETHOM BapuaHTe
peammsanu, VH comepkutr onun, aBa wim tpu HVR, BbIOpaHHBIX U3 () aMHHOKHCIOTHOH
nocienosarenbHoct HVR-H1 anturena AL2p-9, (b) aMUHOKHMCIOTHON MOCJIE0BATENbHOCTH
HVR-H2 antutena AL2p-9, u (c) amuHOKUCIOTHOH mocnenoBarenbHocTd HVR-H3 anTHTENa
AL2p-9. B HexkoTopbIx BapuaHTax peanuszanuy, aHTu—TREM2 anTuTena mno naHHOMY
H300pETEHNIO BKJIFOYAKOT IOCJIEI0BATEIBHOCTh BapuabenpHOro naomeHa Jyerkor nemu (VL),
UMEIOIY0 1O MeHbluel mepe 85%, mo meHblueit mepe 86%, mo meHbineir mepe 87%, 1o
MeHblIel Mepe 88%, nmo meHbiueil Mepe 89%, o MeHbliei mepe 90%, no meHbluel mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, NMo MeHblIel mepe
95%, no menbiuel Mepe 96%, no MeHblueil Mepe 97%, no MeHblueill Mepe 98%, Mo MeHbLIe
mepe 99%, wmm  100% HMOGHTUYHOCTH C AMUHOKHCIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabeNpbHOrO JIOMEHa Jierkod wnenmu adHturena AL2p-9 wim ¢ aMHHOKHCIOTHOH
nociaenosarenbHOCTEI0 SEQ ID NO: 96, u copeprkainyro 3ameHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH WJIM JIEJIELUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEe TAaKyH) MOCIEAOBATEIHHOCTb, COXPAHSET CIOCOOHOCTH
cs3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajus3anui, B obmeit cinoxxkHoctu ot 1 1o 10
AMHHOKHUCJIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/HINW JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NIOCJIEIOBATEIbHOCTH ~ BapHa0eNbHOrO JOMEHa Jierkod uemu asturena AL2p—9 wum
aMHHOKHUCIIOTHOM nocnenoBatenbHocTd SEQ ID NO: 96. B HeKOTOpBIX BapHaHTaxX peanu3aluy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHCIOT OBLIO 3aMEIEHO, BCTABJIEHO, W/WIN AeJETUPOBAHO
B AMUHOKHCJIOTHOW IOCHIENOBATEIbHOCTH BapuabeIbHOrO JOMEHAa JIeTKOW IeNy aHTUTeNa
AL2p-9 unm amunokucnoTHo# nocnenoatenbHocT SEQ ID NO: 96. B HekoTOphIX BapuaHTax
peanu3anuu, 3aMeHbI, MHCEPLIMU WK JIEIeLIUU pacrojioxkensl B o0actsx BHe HVR (T.e., Ha FR—
ydacTkax). B HEKOTOpbIX BapHaHTaxX peaju3alfy, 3aMEHbl, WHCEPLUUH WIH JeJIeLUun
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbHo, anTu—TREM2 aHTHTENO CONEPKHUT

nocnenosatenbHocTe VL antutena AlL2p-9 umu SEQ ID  NO: 96, Bxmodas

>
NOCTTPAHCIISIIUOHHBIE MOAM(DHUKALNK 3TOW IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTE
peamm3anmu, VL conmepskut oamH, aBa uian Tpu HVR, BbiOpaHHBIX M3: (2) aMUHOKHCIOTHOH
nocienosarenbHoctd HVR-L1 anturena AL2p-9, (b) aMHHOKHCIIOTHOH MOC/IENOBAaTENbHOCTH
HVR-L2 antutena AL2p-9, u (c) aMuHOKHCIOTHOH mocienosarensHoctd HVR-L3 anturena
AL2p-9.

[0167] B nHexkotopelx BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pETeHHIO Colep KaT BapuadeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEJIOH
Lenu, NPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNu COXEPKUT aMHHOKHCIOTHYIO

MOCJIEIOBATENbHOCTh C MO MeHblueld Mepe 85%, mo MeHbluel Mepe 86%, Mo MeHblIell mepe
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87%, no menbiueit mepe 88%, nmo menbiueit mepe 89%, nmo mensbiueit mepe 90%, MO MeHbIIEH
mepe 91%, no menbiueill mepe 92%, mo MeHbuied mepe 93%, mo mensluell mepe 94%, mo
MeHblIeld Mepe 95%, no meHbiuell Mepe 96%, 1o MeHbleil mepe 97%, o menbluel mepe 98%,
1o Mesblueit Mepe 99%, unu 100% HMAEHTUYHOCTU ¢ aMUHOKHUCJIOTHOM MOCJEA0BATEIbHOCTHIO
BapuabenpbHOro JAOMeHa Tspkenod unenu adturena AL2p-10 unm ¢ aMUHOKMCIOTHOM
nocnenosarenbHOCTEI0O SEQ ID NO: 34; w/unu BapualbesbHbIl TOMEH JIETKOH LU CONEPIKHUT
AMHHOKHUCJIOTHYIO TTOCJIEIOBATENbHOCT C MO MeHbliel Mepe 85%, no MmeHblueil mepe 86%, 1o
MeHblel mepe 87%, no menbiueii Mmepe 88%, o MeHblieil mepe 89%, o meHbIuel mepe 90%,
no Mesblueil Mepe 91%, no menbiueit Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no menbIueit Mepe 95%, no meHbineit Mepe 96%, no meHbinel Mepe 97%, MO MeHbLIEH
Mepe 98%, mo wmenbwmedn wmepe 99%, wunmu 100% HMIEHTHYHOCTH € AMUHOKHUCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHa0eNbHOrO JOMeHa Jierkod mernu adturena AL2p—10 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBatenbHocThio SEQ ID NO: 97 B HekoTOphIX BapuaHTax
peamm3anmu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pETEHHIO conepkaT BapuabelbHBIN
JIOMEH TSDKEJOHN LeNH, BKJIIOYAIOLIUN aMUHOKHCIOTHYIO IOCHIEN0BATENbHOCTh C MO MEHBbLIEH
mepe 85%, mo menblueill mepe 86%, mo MeHbuiel mepe 87%, mo mensluell mepe 88%, mo
MeHblIel Mepe 89%, no meHbiueil Mepe 90%, o MeHbliel mepe 91%, o MeHb1el Mmepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no meHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbiueir mepe 97%, nmo Mmenbiueir mMepe 98%, mo menbiueir mepe 99%, wiu 100%
UJIGHTUYHOCTH C aMHUHOKHCIIOTHOH MOCJENOBATENbHOCTHIO BapHaOENbHOTO OMEHA TSKEION
uenu antutena AL2p—10 wnu ¢ amuHokucaotHol nocnenosarenbHOcTh0O SEQ ID NO: 34, npu
5TOM BapuaOeNbHBIN JOMEH TSDKEJOH LenH BKIIOYAeT aMHUHOKHCIIOTHBIE IMOCIIEN0BATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—10. B HexkOTOpBIX BapuaHTax pealn3alluy,
autTu—TREM2 aHTHTEeNna mo JaHHOMY H300pETEHHIO COAep:KaT BapuaOeNbHBIN JTOMEH JIerKOH
LIeNY, BKJIIOYAIOIINNA aMMHOKHCIOTHYIO IOCJIENOBAaTENbHOCTh C MO MeHbluell Mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, o MeHblieil mepe 88%, o meHbIuel mepe 89%,
no Mmesblueil Mepe 90%, no menbiueil Mepe 91%, mo mensiueli Mepe 92%, no MeHbIIEH Mepe
93%, no mensbIueit Mmepe 94%, no MmeHblet Mepe 95%, nmo mensbliueit mepe 96%, MO MeHbIIEH
Mepe 97%, nmo menbiueit mepe 98%, mo menbweidr mepe 99%, wim 100% HAEHTHUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEZIOBATEIbHOCTRIO BapHA0ENbHOTO JOMEHa JIETKOH LEeNH aHTUTeNa
AL2p-10 wnmu ¢ amuHOKUCHOTHOM mocaenosarenbHocTei0 SEQ ID NO: 97, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LEMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBarenbHocTH HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-10. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM2 aHTUTENO CONEPXKHUT MOCIENOBATEIBHOCTh BapHaOEIbHOIO AOMEHa TSDKEJIOH Lenu
(VH), umeromyro no menbiiei mepe 85%, no meHsieii Mepe 86%, no mMeHbiueii mepe 87%, mo
MeHbliel Mepe 88%, no menbiuell Mepe 89%, o MeHbleil mepe 90%, no mensbiuel Mepe 91%,
1o MeHblueil Mepe 92%, no menblueil Mepe 93%, no menblueil Mepe 94%, Mo MeHblIEH Mepe
95%, no menbiueit Mmepe 96%, no menHpliet Mepe 97%, no meHbiueit Mmepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO

BapuabenpbHOro JAOMeHa Tspkenod uenu adturena AL2p-10 unm ¢ aMUHOKHMCIOTHOM
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nocienosarenbHOCTI0 SEQ ID NO: 34, u comeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMU WJIN JIeJIELUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anti—-TREM?2 anHTHTENO, BKIIOYAIOIIEE TAaKyHO IOCIENOBATEIBHOCTh, COXPAHSIET CIIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanu, B odmeit cnoxxHoctu ot 1 1o 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, WWIM JeNeTHPOBAHO B AaMHUHOKHCIOTHOH
HIOCJIEIOBATEIbHOCTH  BapualOeNbHOro JOMeHa Tspkenod unenu aHturena AL2p—10 wm
amuHOkucIoTHOH nocnenosarenbHOCTH SEQ ID NO: 34. B HeKOTOpBIX BapUaHTax peaiu3ali,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT ObLIO 3aMELIEHO, BCTABJIEHO, W/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCJIENOBATEIBHOCTH BapuaOeIbHOrO IOMEHAa TSDKENOH Lenu aHTUTeNna
AL2p-10 wnu amunokucnotHoil mnocnenoBatenbHocTH SEQ ID NO: 34, B HekoTOpbIX
BapHUAHTAX pPEeaM3aLUH, 3aMEHbI, HHCEPLUU WJIN JEJIeLHUH PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaTU3aLfH, 3aMEHbI, HHCEPLIMH WJIH JEJIEIIH
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenpHo, anTui—TREM2 aHTHTENO COOEPIKUT

nocnenosarenpbHocTh  VH  antutema AL2p-10 wm SEQ ID NO: 34, Bxmoyas

,
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNK 3TOH IMOCIENOBATEIBbHOCTH. B KOHKPETHOM BapHaHTE
peammsanmu, VH conmepxut oxmH, na wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHON
nocnenosarenbHoctd HVR-H1 anTurena AL2p—10, (b) aMUHOKHUCIOTHO! NOCIE0BATENBHOCTH
HVR-H2 anturena AL2p-10, u (c) amuHOKuCHOTHOH nocnenosatenbHoctd HVR-H3 anTHTeNa
AL2p-10. B Hexoropbix BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno aaHHOMY
M300pETEeHNIO BKJIIOYAIOT TOCIENOBATENILHOCTh BapuadenpbHOro aomeHa Jjerkod mermu (VL),
UMEIOLIYI0 MO0 MeHblueil mepe 85%, mo menbluell mepe 86%, mo Menblieil mMepe 87%, mo
MeHblIel mepe 88%, nmo menblieit mepe 89%, o menbiueit Mepe 90%, no menbiuei mepe 91%,
no MeHblneit mepe 92%, no mensiueit mepe 93%, no MeHsiueil Mmepe 94%, Mo MeHbLIEH Mepe
95%, no menblIeit Mepe 96%, o mMeHbliel Mepe 97%, no MeHbluel Mepe 98%, Mo MeHbLIeH
mepe 99%, wnmm  100% UAEHTHYHOCTH C AMHHOKUCJIOTHOM  IOCJIEN0BATEIbHOCTHIO
BapuabenbHOro JoMeHa Jierkoi wenu antutena AL2p—10 wuam ¢ aMUHOKMCIOTHOH
nocienosatenbHOCTbI0 SEQ ID NO: 97, u comeprkalnyro 3aMeHbl (HanpuMep, KOHCePBaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JEJICHUU M0 CPABHEHUIO C pedepeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIFOYAKOIIEE TAKYH TMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHUCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, WM JAENETHPOBAHO B aAMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH ~ BapuabeapbHOro JOMeHa Jierkod wernu aHturena AL2p-10 wm
amuHokucnoTHoH nocnenosatenbHocTd SEQ ID NO: 97. B HekoTOpbIX BapUaHTax peaju3aLui,
B 0011l CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMENIEHO, BCTABJICHO, W/UJTU AEJIETHPOBAHO
B AMUHOKHCJIOTHOW IIOCIIEIOBATEIbHOCTH BapuabeIbHOro IOMEHA JIETKOW LenHu aHTUTeNa
AL2p-10 wnu amuHokucinoTHON mnocienoBatenbHocTH SEQ ID NO: 97. B HekoTOphIX
BapHUAHTaX peaM3alliy, 3aMEHbl, HHCEPLUN WK JIEJEeLUN PacroiokeHbl B odnacTsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX pean3aliy, 3aMEHbl, THCEPLIMH WM JENELUH
pacionoxkensl Ha FR-yuactkax. Heobs3atenbno, aHtTu—TREM2 aHTHTENO COHNEPKUT

nocinenosatenbHocTe VL anturena AL2p-10 unm SEQ ID  NO: 97, Bxmodas
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NOCTTPAHCIISIIUOHHBIE MOAM(UKALNN 3TOH IOCIENOBATEIbHOCTH. B KOHKPETHOM BapuaHTe
peammsanmu, VL conmepskut oamH, aBa uian Tpu HVR, BbiOpanHbIX n3: (a) aMHHOKHUCIOTHOMN
nocaenosarenbHoctTd HVR-L1 anturena AL2p—10, (b) aMMHOKHCIIOTHON MOC/IEA0BATENBHOCTH
HVR-L2 anturena AL2p-10, u (c¢) amuHOokucaoTHOU nocnenoBatenbHocTd HVR-L3 anturena
AL2p-10.

[0168] B HexoropbIx BapuaHTax peanuzauuy, aHtu—TREM?2 aHTuTena mo aaHHOMY
n300peTeHNI0 CozlepskaT BapraleNbHbIM JOMEH JIETKOH ey U BaprabesbHbINA TOMEH TsDKEION
Lenu, [PU OTOM BapHAaOENbHBIM JOMEH TSDKEJIOW LeNH CONEPKUT aMHHOKHCIIOTHYIO
MOCJIEIOBATEIPHOCTh ¢ MO MeHbined Mepe 85%, mo Menbleln Mepe 86%, 1Mo MeHblIeH mepe
87%, no menbiueit mepe 88%, mo menbluei mepe 89%, mo Mmenbiueit mepe 90%, Mo MeHbIIEH
mepe 91%, nmo menbiueili mepe 92%, mo MeHbuiel mepe 93%, mo mensluelt mepe 94%, mo
MeHblel Mepe 95%, no menbiueil Mepe 96%, 1o MeHblIeil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, wnu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCJIOTHOW MOCIIEA0BaTEIbHOCTBIO
BapuabeNnbHOrO JOMeHa TsDKenod uenwn adHturena AL2p-11 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOocThi0 SEQ ID NO: 35; w/unu BapnaOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIJIOTHYIO TIOCIIEAOBATENLHOCTh € MO MeHbIel mepe 85%, mo meHbinei mepe 86%, mo
MeHblel mepe 87%, no meHbiuel Mepe 88%, no MeHblieil Mepe 89%, o MeHbluel mepe 90%,
no MeHblueil Mepe 91%, no Mmenblueil Mepe 92%, no MeHblueil Mepe 93%, Mo MeHblIel mepe
94%, no menbieit mepe 95%, no menbleit mepe 96%, no meHblueit mepe 97%, MO MeHbIIEH
Mepe 98%, mno wmenbweir mepe 99%, wunu 100% WAEHTUYHOCTH C AMHHOKHCJIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHaleNpbHOro aoMeHa Jierkod menu anturena AL2p-11 wmm ¢
aMUHOKHUCJIOTHON mnocaenoBaTenbHOCThi0 SEQ ID NO: 98, B  HekoTOppIX BapuaHTax
peanmusanuy, aHTi—TREM?2 aHTHTENna mo NaHHOMY H300pPETEHHIO COAepKaT BapHaOebHbIH
JOMEH TSDKEJON LeNH, BKJIIOYAIOLIUN aMHUHOKHMCIOTHYIO IOCIEN0BATENIbHOCTb C MO MEHBLIEH
mepe 85%, mo Mmenbiueil Mepe 86%, mo MeHbiueit Mepe 87%, mo meHblied mepe 88%, 1o
MeHblel mepe 89%, no menbiueii mepe 90%, o MeHblieit mepe 91%, o meHbIuel Mepe 92%,
no Mesblueil Mepe 93%, mo menbiueil Mepe 94%, no menblueit Mmepe 95%, Mo MeHblIel Mepe
96%, nmo menbinei mepe 97%, nmo menbineir Mepe 98%, mo menbluei mepe 99%, wimu 100%
UJICHTHYHOCTH C aMHUHOKHCJIOTHOW TOCJIENOBATENIbHOCTBIO BAPHAOENIBbHOTO JOMEHA TSIKENOH
uenu antutena AL2p—11 unu ¢ amuHokucaoTHON nocnegoatenbHOCTh0 SEQ ID NO: 35, mpu
5TOM BapuaOeNbHBII JOMEH TSDKEJION LenH BKIIOYAeT aMHHOKHCIIOTHBIE TOCIIEIOBATENIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—11. B HekoTOpBIX BapMaHTax peaju3ally,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH JOMEH JIErKOH
LEeMNY, BKJIIOYAIINI aMUHOKHUCIIOTHYIO TOCJEIOBATEIbHOCTh C MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, o MeHbleil mepe 88%, o meHsbiuel mepe 89%,
no Mesblueil Mepe 90%, no MeHblueil Mepe 91%, no MeHbleil mepe 92%, MO MeHbLIEH Mepe
93%, no menbiueit mepe 94%, no meHblet mMepe 95%, no meHsblei Mepe 96%, MO MeHbIIEH
mepe 97%, no menbiieil Mepe 98%, nmo menbuieir Mepe 99%, unu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TOCJIENOBATENbHOCTBIO BapHaOENbHOTO JOMEHA JIETKOH LeNH aHTUTena

AL2p-11 wunu c¢ amuHOKHCIOTHONH nocnegosarenbHOCThI0 SEQ ID NO: 98, mpu stom
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BapuabeNbHBIA TOMEH JIETKOH LeMH BKIKOYAaeT aMUHOKHCIOTHBIE rmocnenoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-11. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapHabEeIbHOrO JOMEHA TSDKENOH Lenu
(VH), umeromyro mo menbineii Mmepe 85%, no menbiueii mepe 86%, no meHsbluei mepe 87%, 1o
MeHbIel mepe 88%, nmo menbineii mepe 89%, o Menblieit mepe 90%, o meHbIuel mepe 91%,
1o MeHblneil mepe 92%, no meHsbiueil Mmepe 93%, no MeHslueil Mepe 94%, no MeHbIuel Mepe
95%, mo mensbinel Mepe 96%, no menbineii Mepe 97%, no MmeHbluei Mepe 98%, Mo MeHbLIeH
mepe 99%, wumm  100% HMOEHTUYHOCTH C aMUHOKHCJIOTHOW  IOCJIENOBATEIbHOCTHIO
BapuabeNpbHOrO JOMeHa TspKeJqoW uenw adHturena AL2p-11 wnm ¢ aMUHOKHCIOTHOH
nocienosatenibHOCTEI0O SEQ ID NO: 35, u comepsxarnyro 3aMeHbl (Hapumep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIEJICUU M0 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapHaHTax peanusanuu, B o0mmel cinoxunocty ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJICHO, W/WINM JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TspKenor wenwn aHturena AL2p—11 wmm
amuHokucnoTHOH nocnenosatenbHocTd SEQ ID NO: 35. B HekoTOpbIX BapHaHTax peajin3aliuy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMEIIEHO, BCTABJICHO, W/UJTH AEJIETHPOBAHO
B aMHUHOKHCJIOTHOH IMOCIIEOBATEIbHOCTH BapuaOeIbHOrO AOMEHAa TSDKENOH LenH aHTUTeNa
AL2p-11 wnu amuHokucinotHoil mnocienoBatenbHocTH SEQ ID NO: 35, B HekoTOpbIx
BapUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLUN WU JIEJEeLUN PacroiokeHsl B oonactsix BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapHaHTaxX peasn3aliy, 3aMeHbl, HHCEPLIMH WM JENELUH
pacionoxkeHel Ha FR-yuactkax. HeobGszatenbno, antu—TREM2 aHTHTENnO COnmEp:kuUT
nocnenosatenbHocTe  VH  antutena AL2p-11 wmm SEQ ID  NO: 35, Bxmodas
NOCTTPAHCIIILMOHHbIE MOAM(UKAIIMY 5TOW IIOCHENOBATENLHOCTU. B KOHKPETHOM BapuaHTe
peammzanmu, VH conmepxut oauH, nsa win Tpu HVR, BeiOpaHHBIX M3: (a) aMHHOKHCJIOTHOMN
nocienosarenbHoctd HVR-H1 anTurena AL2p—11, (b) aMUHOKUCIOTHOI MOCI€0BATENBHOCTH
HVR-H2 anturena AL2p-11, u (¢) amuHokucnorHoit nocnenosarenbnoctd HVR-H3 anTurena
AL2p-11. B HexoropbIx BapuaHtax peanusauuu, aHTU—TREM2 aHTuTENna mno ngaHHOMY
U300pETEHUIO BKJIIOYAIOT TOCIeIOBATENIbHOCTh BapuadeapbHOro nomeHa yerkou memu (VL),
UMeIoLIyI0 Mo MeHblueil mepe 85%, mo menbiell mepe 86%, mo MeHbiueil mepe 87%, mo
MeHblIel Mepe 88%, no menbiueil Mepe 89%, o MeHbleil mepe 90%, o meHbiuel mepe 91%,
no MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, NMo MeHblIel mepe
95%, no menbiuel Mepe 96%, no meHblueil Mepe 97%, no MeHblueill Mepe 98%, nMo MeHblIei
mepe 99%, wmm  100% HMOGHTUYHOCTH C AMUHOKHCIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabenpHOro JoMeHa Jerkod wnenu aHtutena AL2p—11 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcTEI0 SEQ ID NO: 98, u comepxainyro 3aMeHbl (HAapuMep, KOHCEPBATUBHbBIE
3aMEHbI, HHCEPLIMH WJIN JIEJIELUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanuu, B oOmel ciaoxuaoctu ot 1 1o 10

AMHHOKHUCJIOT ObLIO 3aMCIIICHO, BCTABJICHO, W/ WIn ACJICTUPOBAHO B AMHUHOKHMCJIOTHOH
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NOCJIEIOBATENIbHOCTH  BapuabenpbHOro JOoMeHa Jierkod wenu aHturena AL2p-11 wm
aMUHOKHCIIOTHOM mocnenoBatenbHocTu SEQ ID NO: 98. B HEKOTOpBIX BapHaHTaxX pealu3aliu,
B 001Ieli CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTH AEJIETHPOBAHO
B aMUHOKHCJIOTHOW IIOCIIENOBATEIbHOCTH BapuabeIbHOro JOMEHA JIETKOM ILIenMu aHTUTena
AL2p-11 wnu amuHokuciaoTHON mnocaenosaTenbHocTH SEQ ID NO: 98. B HekoTOpbIX
BapUAHTAaX peaN3aliy, 3aMEeHbI, HHCEPLUH WIN JeNELH PacoNokeHbl B oonactsx BHe HVR
(T.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaju3aluy, 3aMEeHbI, HHCEPLIUU WIIH JeNIeIUN
pacrionokenbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTHUTENO COmEpKHT
nocnenoBarenbHocTh VL antmrenma AL2p-11 wumu SEQ ID  NO: 98, Bxmovas
MOCTTPAHCIISIIUOHHBIE MOAM(HKALMK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTe
peammzanmu, VL conmepskut oamH, aBa win Tpu HVR, BeiOpaHHBIX M3: (a) aMHHOKHUCIOTHOH
nocienosarenbHoctd HVR-L1 anturena AL2p—11, (b) aMMHOKHCIIOTHOH MOCIIEA0BATENILHOCTH
HVR-L2 anturena AL2p—11, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-11.

[0169] B nHexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
U300pETEeHHUIO Colep KaT BapruadeNbHbIN JOMEH JIeTKOH 1end U BapuadeIbHbId JOMEH TsDKEJIOH
Lend, TNpPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTh ¢ MO MeHbluel Mepe 85%, mo meHblueln Mepe 86%, Mo MeHblIel mepe
87%, no menbiueit mepe 88%, nmo menbiue mepe 89%, nmo mensbiueit mepe 90%, MO MeHbIIEH
mepe 91%, no menbiueii mepe 92%, no MeHbiieil Mepe 93%, mo Mmesbluell mMepe 94%, mo
MeHblel Mepe 95%, no menbluell Mepe 96%, o MeHblell mepe 97%, o meHbluel Mepe 98%,
1o Mesblueit Mepe 99%, unu 100% HMAEHTUYHOCTU ¢ AMUHOKHCJIOTHON MOCIEA0BATENbHOCTHIO
BapuabenbHOro JAOMeHa Tspkenod unenu adturena AL2p-12 unm ¢ aMUHOKMCIOTHOM
nocnenosarenbHOCTEI0O SEQ ID NO: 36; w/unu BapuaOesbHbIl TOMEH JIETKOH LU CONEPIKHUT
AMUHOKHCJIOTHYIO TOCJIEIOBATENBHOCTD C 1O MeHblIel mepe 85%, mo MeHbluei mepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHblei mepe 89%, no meHbIuel mepe 90%,
no Mesblueil Mepe 91%, no menbiueit Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no menbiueit Mepe 95%, no Mmenbiet mMepe 96%, nmo meHblei mMepe 97%, MO MeHbIIEH
Mepe 98%, mo wmenbwmedn mepe 99%, wunmu 100% HMIEHTHYHOCTH € aAMUHOKHCIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHa0EeNIbHOrO JOMEeHa Jierkod menu adturena AL2p—12 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBatenbHocThio SEQ ID NO: 97. B HekoTOphIX BapHuaHTax
peamm3anmu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepKaT BapuaderbHBIN
JIOMEH TSDKEJON LieNH, BKJIOYAIOLUN aMUHOKHUCIOTHYIO IOCHIEA0BAaTEeIbHOCTh C MO MEHbIIeH
mepe 85%, mo menblueil mepe 86%, mo MeHbuield mepe 87%, nmo mensbluell mepe 88%, mo
MeHblel mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no menbiuel mepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHbleil Mmepe 95%, Mo MeHbIEH Mepe
96%, nmo menbiueir mepe 97%, nmo Mmenbiueir Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UIGHTHYHOCTH C aMHUHOKHCIJIOTHOH MOCJIENOBATENbHOCTBIO BapHAOENIbHOIO JOMEHA TSKENOH
uenu antutena AL2p—12 unu ¢ amuHOkucaoTHOH nocnenoBarenbHOCTh0O SEQ ID NO: 36, npu

OTOM BapI/Ia6eJ'IbeII‘/'I JIIOMEH TsDKeJoH OCIMHU BKIHOYACT aMHUHOKHUCJIOTHBIE ITOCICAOBATCIbHOCTHU
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HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—12. B HexkOTOpBIX BapuaHTax pealu3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp:KaT BapHaOeNbHbIH IOMEH JIErKon
LeMNY, BKJIIOYAOMINI aMHUHOKUCIOTHYIO MOCJIEN0BATEIbHOCT C MO MeHbluel Mmepe 85%, mo
MeHbluel mepe 86%, no meHblieit Mepe 87%, o menblueit Mepe 88%, o Menbiuel mepe 89%,
no MeHblneit mepe 90%, no mensiueit mepe 91%, no menbuiel mepe 92%, Mo MeHblIEH Mepe
93%, no menblueil Mmepe 94%, no meHbliel Mepe 95%, o meHbliel Mepe 96%, Mo MeHblueH
mepe 97%, no menbliel mepe 98%, mo menbiieit mepe 99%, uiam 100% wupeHTHUHOCTH C
AMHHOKHUCJIOTHOM TOCJIEOBATEIbHOCTBIO BapHaOENbHOTO JOMEHa JIETKOH Lenu aHTUTeNla
AL2p-12 wmmu ¢ amuHOKUCIOTHOM mocienosarenbHocThi0 SEQ ID NO: 97, mpu stom
BapuabeTbHBIA TOMEH JIETKOH LIeMH BKIFOYAaeT aMUHOKHCIOTHBIC mocienoBaTeapHocTH HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p-12. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT TMOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), umeromyro mo menbineir mepe 85%, o mensiuei Mmepe 86%, o meHsinei mepe 87%, 1o
MeHbliel Mepe 88%, no menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbiuel mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbiueit mepe 96%, no meHbleit mepe 97%, o menblieit mepe 98%, Mo MeHbIIeH
mepe 99%, wmm 100% HMOGHTUYHOCTH C AMUHOKHCIIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabeNbHOrO JOMeHa TsDKeJmoW wnenu adHturena AL2p—12 wumm ¢ aMUHOKHCIOTHOH
nocienosarenbHOCcThI0 SEQ ID NO: 36, u comeprkarnyro 3aMmeHbl (HanpuMep, KOHCEPBAaTUBHBIE
3aMEHbI, HHCEPLIMU WJIN JIeJIELUHU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBI0), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAaKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanu, B odmeit cnoxxHoctu ot 1 1o 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, WWIM JeNeTHPOBAHO B AaMHUHOKHCIOTHON
HIOCJIEIOBATEIbHOCTH  BapuaOeNbHOro JOMeHa Tspkenod unenu aHturena AL2p—12  wm
aMHHOKUCIIOTHOM nocnenosatenpHocTd SEQ ID NO: 36. B HeKOTOpBIX BapHaHTaxX peanu3aluy,
B 001Iel CIOXKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBIJIO 3aMEIEHO, BCTABJIEHO, W/HITH AJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCJIENOBATEIBHOCTH BapuaOeIbHOrO IOMEHAa TSDKENOH Lenu aHTuTena
AL2p-12 wnu amuHokucnotHoil mnocienosatenbHocTH SEQ ID NO: 36. B HekoTOpbIX
BapHUAHTAX pPeaJM3aliH, 3aMEHbl, HHCEPLIUU MM JeJeLUN pacnojoxenbl B odnactsax e HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peau3alfi, 3aMEHbl, HHCEPLIMH WJIH JEJIEIIUH
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbrHo, antTu—TREM2 aHTHTENO CONEPIKUT
nocnenoBarenbHocTh  VH  antutema AL2p-12 wm SEQ ID NO: 36, Bximrovas
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNN 3TOH IMOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTe
peammsannu, VH conmepxut oxmH, nsa wim tpu HVR, BeIOpaHHBIX 13: (2) aMHHOKHCIOTHOH
nocnenosarenbHoctd HVR-H1 anturena AL2p—12, (b) aMUHOKHUCIOTHOH MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—12, u (c) amuHOKHCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTENa
AL2p-12. B HexoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno agaHHOMY
M300pETEeHNIO BKJIIOYAIOT TOCJEIOBATENIbHOCTh BapuadeapbHOro aomeHa Jjerkod mermu (VL),
HUMEIOLIYI0 Mo MeHblueil mepe 85%, mo menbluell mepe 86%, mo Menblieil mMepe 87%, mo

MeHbluel mepe 88%, nmo mensblieit mepe 89%, no menbiueit Mepe 90%, no menbiuei mepe 91%,
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1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel Mmepe
95%, no mensbleit Mmepe 96%, no menHblieit Mepe 97%, no meHbliel Mepe 98%, Mo MeHbLIeH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO
BapuabenpHOro JOMeHa Jerkod unenu aHtutena AL2p-12 wumm ¢ aMUHOKHMCIOTHOM
nocienosarenbHOCcThI0O SEQ ID NO: 97, u copeprkaliyto 3ameHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMeHBbl, UHCEPLUHU WIN JeNIE[UU 10 CPABHEHUIO C Pe(epeHCHOH MOCIeN0OBATENbHOCTHIO), HO
anTi—TREM2 aHTHTENO, BKJIIOYAIOIIEE TAKYH MOCIENOBATENbHOCTb, COXPAHIET CIOCOOHOCTD
cBsizbiBaThCsl ¢ TREM2. B HEeKOTOpBIX BapuaHTax peaju3aiuu, B ooweil cinoxkHocty ot 1 mo 10
AMHHOKHUCJIOT OBbUIO 3aMELIEHO, BCTABJIEHO, W/WIM JENETHPOBAHO B aMHHOKUCIIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeapbHOro JOMEHa Jierkod uenu aHturena AL2p—-12  wim
amuHokucnoTHOH nocnenosarenbHocTH SEQ ID NO: 97. B HeKoTOpbIX BapUaHTax peaju3aLii,
B 001l CIOKHOCTH OT 1 10 5 aMUHOKUCIIOT OBLIO 3aMeIeHO, BCTABJIEHO, W/HITH AeJIETHPOBAHO
B AMUHOKHCJIOTHOW IIOCIIEIOBATEIbHOCTH BapuabeIbHOrO JOMEHA JIETKOW LeNH aHTUTeNa
AL2p-12 wnu amuHokucinotHoil mnocienosatenbHocTH SEQ ID NO: 97. B HekoTOpbIX
BapHUAHTaX peaJn3alliy, 3aMEHbl, HHCEPLIUU MK JEIeUH pacroiokeHsl B odnactsax Bae HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaTu3aLfi, 3aMEHbl, HHCEPLIMH WJIH JENELH
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTHTENO CONEPIKHUT

nocinenosatenbHocTe VL antutena AlL2p-12 unu SEQ ID  NO: 97, Bxmodas

>
NOCTTPAHCISIUOHHBIE MOAM(HKAINN 3TOH TMOCIENOBATEIbHOCTH. B KOHKPETHOM BapHaHTe
peammsanmu, VL conmepskut oamH, aBa uian Tpu HVR, BeiOpanHbIX n3: (a) aMHHOKHUCIOTHOMN
nocnenosarenbHoctTd HVR-L1 anturena AL2p—12, (b) aMMHOKHCIIOTHOH MOC/IEA0BATENBHOCTH
HVR-L2 anturena AL2p-12, u (c¢) amuHOkucnoTHOU nocnenoBatenpHocTd HVR-L3 anturtena
AL2p-12.

[0170] B HexoropbIx BapuaHTax peanuzauuy, aHtu—TREM?2 aHTHTEna mo AaHHOMY
u300peTEeHNIO CoNlepsKaT BapraleNbHbIN JOMEH JIETKOHM Lenu U BapuabeabHbINH TOMEH TKENOH
Lenu, NpPU OSTOM BapHAOENbHBIM JOMEH TSDKEJIOH LEeNmH COAEPKUT aMHHOKHUCIIOTHYIO
MOCJIEIOBATEIPHOCTh ¢ MO MeHbined Mepe 85%, mo MeHblel Mepe 86%, 1Mo MeHblIeH mepe
87%, no menbiueit mepe 88%, mo menblue mepe 89%, nmo menbiueit mepe 90%, MO MeHbIIEH
mepe 91%, nmo menbiueii mepe 92%, mo MeHbliel mepe 93%, mo menbled mepe 94%, mo
MeHblel Mepe 95%, no menbiueil Mepe 96%, 1o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HUAEHTUYHOCTH ¢ AMHUHOKHCIOTHON IMOCIEI0BATENbHOCTHIO
BapuabeNbHOrO JOMeHa TsDKenoW uenwn adHturena AL2p-13 wnm ¢ aMUHOKHCIOTHOH
nocienosatenbHocThi0 SEQ ID NO: 37; w/unu BapraOenbHbI JOMEH JIETKOW LM CONEPIKUT
AMUHOKHCIJIOTHYIO TIOCIIEAOBATENILHOCTD € MO MeHbIel mepe 85%, mo MeHbinei mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, no mensbiuel Mepe 90%,
no Mesblueil Mepe 91%, no menbiueil Mepe 92%, no menbiuell Mepe 93%, no MeHbIIEH Mepe
94%, no menbeit mepe 95%, no menbleit Mepe 96%, no meHsbleil Mmepe 97%, MO MeHbIIEH
mepe 98%, mno wmenbwelr mepe 99%, wunmu 100% HMIEHTUYHOCTH C AMUHOKHUCIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHaleNbHOro JoMeHa Jierkod menu adrturena AL2p-13 wmm ¢

aMUHOKHUCJIOTHON mnocaenoBaTenbHOCThio SEQ ID NO: 95 B HekoTOppIX BapuaHTax
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peamm3anyy, aHTH—1TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepkaT BapuadenbHBIN
JOMEH TSDKENOHN LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHBLIEH
mepe 85%, mo mesblueill mepe 86%, mo MeHbuieill mepe 87%, nmo mensluell mepe 88%, mo
MeHblel mepe 89%, no menblieit mepe 90%, no menbiueit Mepe 91%, no mensiuei mepe 92%,
no MeHblneit mepe 93%, no mensiueil mepe 94%, no menbliel mMepe 95%, Mo MeHblIEeH Mepe
96%, no meHbliel mepe 97%, no MeHbiuell Mepe 98%, no menbweil Mepe 99%, um 100%
UJIEHTUYHOCTH C AMHMHOKHCJIOTHOW IOCJIENOBATENbHOCTHIO BapHaOEIbHOTO AOMEHA TSDKEJION
uenu antutena AL2p—13 wim ¢ amuHOKuca0THOH nocnenoBarenbHocThi0 SEQ ID NO: 37, npu
5TOM BapuaOeNbHbII JOMEH TSDKENIOH LEenH BKIIOYAeT aMHUHOKHCJIOTHBIE MOCIEeIOBATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—13. B HekoTOphIX BapuaHTax pealu3aluy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEpIKaT BapHaOeNbHbIH TOMEH JIErKOH
L[eNH, BKJIIOYAKOIUN aMHHOKUCJIOTHYIO IOCJEIOBATEeNbHOCTh € MO MeHblneld mepe 85%, mo
MeHblIel Mepe 86%, no menbiueil Mepe 87%, 1o MeHblieil mepe 88%, o meHbiuel mepe 89%,
no Mesblueil Mepe 90%, no MmeHblueil Mepe 91%, no meHblueil Mepe 92%, MO MeHblIel mepe
93%, no menbiueit mepe 94%, no meHbiet mMepe 95%, nmo meHbiueit mepe 96%, MO MeHbILIEH
mepe 97%, nmo menbiueit mepe 98%, mo menbineit mepe 99%, wim 100% HMOEHTUYHOCTH C
AMHHOKHCJIOTHOM TIOCJIEOBATENbHOCTRIO BapHAaOENbHOTO JOMEHA JIeTKOH LeNH aHTUTeNna
AL2p-13 wnu ¢ amuHOKUCHOTHOM mnocaenosarenbHOCThI0 SEQ ID NO: 95, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LeMH BKIFOYaeT aMMHOKHUCIIOTHBIE mocienoBaTenbHoctd HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p-13. B HeKOTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEP:KUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), umeromyro nmo menbineii mepe 85%, no mensbiueli mepe 86%, no MeHbIuei mepe 87%, mo
MeHbIel mepe 88%, nmo menbieil mepe 89%, o MeHblieit mepe 90%, o meHbIuel mepe 91%,
1o MeHblneil mepe 92%, no menslueit mepe 93%, no menbliel mMepe 94%, o MeHblIeH Mepe
95%, no menblueil Mmepe 96%, o mMeHbliel Mepe 97%, no MeHbluel Mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMUHOKHCJIOTHOW  IOCJIENOBAaTEIbHOCTHIO
BapuabeNpbHOrO JOMeHa TspKeJnoW uenw adHturena AL2p—13 wimm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTbI0 SEQ ID NO: 37, u comeprkalnyro 3aMeHbl (HanpuMmep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLMH N JIEJICLUN [0 CPABHEHUIO C pedepeHCHOH MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBs3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WJIN JENEeTUPOBAHO B AMHUHOKHUCIOTHOH
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenod uenw aHturena AL2p—13  wm
aMuHOKHCIIOTHOU mocnenoBatenbHocTU SEQ ID NO: 37. B HEKOTOPBIX BapHaHTaX peaiu3aiui,
B 001l CIOKHOCTH OT 1 10 5 aMUHOKUCIIOT OBUIO 3aMEeIeHO, BCTABJICHO, W/UJTH IeIETHPOBAHO
B aMHHOKHCJIOTHOH IMOCIIENOBATEIbHOCTH BapHaOeIbHOrO AOMEHAa TSDKENOH LenH aHTUTeNa
AL2p-13 wunu amuHokucinotHoil mnocienosatenbHocTH SEQ ID NO: 37. B HekoTOpbIX
BapUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLIUN WU JIEeLUN PacroiokeHsl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapuaHTaxX peau3aliy, 3aMEHbl, HHCEPLIMH WM JENELUH

pacionoxenel Ha FR-yuactkax. HeobGszatenbno, antu—TREM2 aHTHTENnO COmep:kuT
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nocnenosarenbHocte  VH  antutena AL2p-13 wmu SEQ ID NO: 37, Bxmodas

,
NOCTTPAHCISIUOHHBIE MOAM(HUKALNN 3TOH IMOCIEAOBATENPHOCTH. B KOHKPETHOM BapHaHTe
peammsanmu, VH conmepxut oamH, nsa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHMCIOTHOMN
nocnenosarenbHoctTd HVR-H1 anturena AL2p—-13, (b) amuHOKHUCIOTHOI nOCIe0BaTENbHOCTH
HVR-H2 anturena AL2p-13, u (c) amuHokucnorHoit nocnenosarenbHocty HVR-H3 anTurena
AL2p-13. B HekoTOopbIx BapuaHTax peanusauuy, aHTu—TREM?2 aHTuTENna mno naHHOMY
M300pETeHNI0 BKJIIOYAIOT IOCIEAOBATEIbHOCTh BapuadenpHOro aomeHa yerkoi memu (VL),
UMEIOIIYI0 Mo MeHblueil mepe 85%, mo meHbwell mepe 86%, mo MeHbiueil mepe 87%, mo
MeHblel mepe 88%, nmo menbiueil Mepe 89%, no MeHblieit mepe 90%, o MeHbIuel Mepe 91%,
no MeHblueil Mepe 92%, no Mmenblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no mensbeit mepe 96%, no meHbiet mepe 97%, nmo menbiei mepe 98%, MO MeHbIIEH
mepe 99%, wumum  100% HMOEHTUYHOCTH C  aMHUHOKHCJIOTHOM  IOC/ENOBaTeIbHOCTHIO
BapuabenpbHOrO JOMeHa Jerkoi wmenu aHtutena AL2p—13 wim ¢ aMUHOKHCIOTHOH
nocienosarenbHOcThI0 SEQ ID NO: 95, u copeprkarnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH I JIEJICLUHN 10 CPaBHEHHUIO C pPe(epeHCHON IMOCIeNOBaTeNIbHOCThIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
cBs3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peajm3anu, B odmei cioxxHocty ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WINM JENEeTHPOBAHO B AMHHOKHUCIOTHON
NOCJIEIOBATENIbHOCTH  BapuabeIpbHOro JOMeHa Jierkod uernu aHturena AL2p—-13  wm
amuHOKHUCNOTHOHN nocnenosatenabHocTd SEQ ID NO: 95. B HeKOTOpbIX BapUaHTax peaau3aLii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTN AEJIETHPOBAHO
B AMUHOKHCIJIOTHOW IIOCIIENOBATENbHOCTH BapuabeNbHOro JOMEHAa JIeTKOH Iienmu aHTuTena
AL2p-13 wunu amuHokuciaoTHON mnocaenosatenbHocTH SEQ ID NO: 95. B HekoTOpbIX
BapUAHTAX peaM3aliy, 3aMEeHbI, HHCEPLUH WIN JeJIeLH PacIoyNokeHbl B obnactsax BHe HVR
(T.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peai3alny, 3aMeHbl, THCEPLIUU MU JIeNIeIIN
pacniojioskeHbl Ha FR-yuactkax. HeoOsizatenbro, anTu—TREM2 aHTHTENO COmEPIKUT

nocnenosatenbHOocTs VL anturena AlL2p-13 wumu SEQ ID  NO: 95, Bxmouas

,
MOCTTPAHCIISIUOHHBIE MOAM(HUKALMU 3TOH MOCIENOBATEIbHOCTH. B KOHKPETHOM BapHaHTE
peammzanmu, VL conmepskut oxmH, aBa win Tpu HVR, BeIOpaHHBIX u3: (a) aMHHOKHUCIOTHOH
nocienosarenbHoctTd HVR-L1 anturena AL2p—13, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENILHOCTH
HVR-L2 anturena AL2p—13, u (¢) amuHOKHCIOTHON nocnenoBaTenbHocTH HVR—-L3 antuTena
AL2p-13.

[0171] B nHexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
U300pETEeHHUIO COIep KaT BapuabeNbHbIN JOMEH JIETKOW L[Ny U BapuabeNbHbI JOMEH TSKEJIOH
Lend, NPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENBPHOCTh C MO MEHbIIel Mepe 85%, mo mMenbineln mMepe 86%, 1Mo MeHblIel mepe
87%, no menbiueit mepe 88%, nmo menbiuei mepe 89%, nmo mensbiueit mepe 90%, MO MeHbIIEH
Mmepe 91%, no menbiueil mepe 92%, mo MeHbuied mepe 93%, mo mensluell mepe 94%, mo
MeHbleld mepe 95%, no Mesblueil Mepe 96%, o MeHblueil Mepe 97%, o meHsb1uel Mepe 98%,

o Medbieit Mepe 99%. uiau 100% HOEeHTUYHOCTH ¢ aMHUHOKHUCIIOTHOH ITOCJIENOBATEIbHOCTHIO
2
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BapuabeNbHOrO JOMeHa TsDKeNnoW uenu adHturena AL2p-14 wumm ¢ aMUHOKHMCIOTHOHN
nocaenosatenbHOCcThI0O SEQ ID NO: 38; w/unu BapnabenbHbI JOMEH JIETKOH LN COAEPIKUT
AMUHOKHCJIOTHYIO TOCIEA0BATENbHOCTD € MO MeHblel mepe 85%, no menbiuei Mepe 86%, mo
MeHbluel mepe 87%, no menblieit mepe 88%, 1o menbiueit Mepe 89%, no menbiueil mepe 90%,
no MeHblneit mepe 91%, no mensiueit mepe 92%, no menbliel mMepe 93%, Mo MeHblIeH Mepe
94%, no menblueit Mmepe 95%, o mMeHbliel Mepe 96%, no MeHbluel Mepe 97%, MO MeHbIIEH
mepe 98%, mo wmenbuielr mepe 99%, wnm 100% HIEHTUYHOCTH C AaMHHOKHCIIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHa0eNIbHOTO JOMeHa Jierkod 1enu anturena AL2p—14 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBaTenbHocTei0 SEQ ID NO: 99, B HekoTOphIX BapHaHTax
peammzanmu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETeHHIO COAepKaT BapuadeTbHBINA
JOMEH TSDKEJION LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo menblueil mepe 86%, mo MeHbuiel mepe 87%, mo mesbluel mepe 88%, mo
MeHblIel Mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no meHbiuel Mepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbineir Mepe 97%, nmo menbineir Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UJICHTUYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENbHOCTBIO BapHAOENIbHOTO JOMEHA TSDKENOH
uenu antutena AL2p—14 unu ¢ amuHOKuCI0THOH nocnenoBarenbHOCTh0 SEQ ID NO: 38, npu
5TOM BapuaOeNbHBIN JOMEH TSDKEJION LenH BKIIOYAeT aMHHOKHCIIOTHBIE TMOCIIENOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p-14. B HexkOTOpBIX BapuaHTax peau3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH IOMEH JIErKOon
LN}, BKJIIOYAKOLUN aMHHOKHUCIOTHYIO IOCJIENOBATEeNbHOCTh ¢ MO MeHblued mepe 85%, mo
MeHbluel mepe 86%, no menblieit mepe 87%, no Menblieit mepe 88%, no MeHblue Mepe 89%,
no MeHbineit mepe 90%, no mensiueit mepe 91%, no menbliel Mepe 92%, Mo MeHblIEH Mepe
93%, no menblueil Mmepe 94%, no meHbliel Mepe 95%, no MeHbluel Mepe 96%, MO MeHbIIEH
mepe 97%, no menblie mepe 98%, mo menbuiel mepe 99%, wnn 100% HAEHTHUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIeOBATEIbHOCTBIO BapHaOENIbHOTO JOMEHA JIETKOH Lenu aHTUTeNla
AL2p-14 wmmu ¢ amuHOKMCIOTHOM mocaenosarenbHocThi0 SEQ ID NO: 99, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LIeMH BKIFOYAaeT aMUHOKHCIOTHBIC mocienoBareabHocTH HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p-14. B HexoTOpbIX BapuaHTax peaju3aLiy, aHTH—
TREM?2 aHTUTENO COAEPKUT TMOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LEenH
(VH), umeromyro mo menbineii mepe 85%, o mensineii Mmepe 86%, o mensinei mepe 87%, 1o
MeHblIel Mepe 88%, no menbiueil Mepe 89%, no Menblieil Mepe 90%, o MeHblIel mepe 91%,
1o MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbeit mepe 96%, no meHblet mepe 97%, no menbieil mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100%  HMOEHTUYHOCTM C aMHUHOKUCJOTHOM  IMOCJEN0BaTENbHOCTHIO
BapuabeNpbHOrO JOMeHa TsDKeJnoW wnenw adHturena AL2p-14 wumm ¢ aMUHOKHCIOTHOH
nocienosarenbHOCcTEI0 SEQ ID NO: 38, u copeprkartnyro 3ameHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIeJIEUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anTi—-TREM?2 anHTHTENO, BKJIIOYAIOIIEE TAKYH IMOCIEIOBATEIBHOCTh, COXPAHSET CIIOCOOHOCTH

cBs3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanuu, B obmeit cnoxxnoctu ot 1 1o 10
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AMHHOKHUCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WIN JAENEeTHPOBAHO B aMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabenpbHOro JOMEHa Tspkenod unenu aHturena AL2p-14 wm
amuHOkucNoTHOHN nocnenosarenabHocTd SEQ ID NO: 38. B HeKOTOpBIX BapuaHTax peaau3alui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTH AJIETHPOBAHO
B aMUHOKMCJIOTHOH IOCJIENOBATEIbHOCTH BapuabeIbHOrO JOMEHa TSDKENION Lenu aHTuTena
AL2p-14 wnu amuHOKMCIOTHOH mnocnenoBatenbHoctd SEQ ID NO: 38, B HekoTOphIX
BapUAHTAX peaN3aluy, 3aMEeHbI, HHCEPLUH WIN JIeJIeLH PacIoyokeHbl B obnactsax BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapuaHTaX peau3alii, 3aMEeHbI, HHCEPLIUHU HITH JeJIeLUN
pacnojioxkeHbl Ha FR-yuactkax. HeoOsizatenbHo, anTu—TREM2 aHTHTENO COOEPIKUT
nocnenoBarenbHocTh  VH  antutema AL2p-14 wm SEQ ID NO: 38, Bxmoyas
NOCTTPAHCIISIIUOHHBIE MOAM(DHUKALNK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTE
peamm3anmu, VH conmepkut onmH, nBa uim Tpu HVR, BeIOpaHHBIX H3: (@) aMHHOKHCIOTHON
nocienosarenbHoctd HVR-H1 anTurena AL2p—14, (b) aMUHOKHUCIIOTHOH MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p-14, u (c) amuHOKHCHOTHOH nocnenosatenbHoctd HVR-H3 anTHTeNa
AL2p-14. B HexoTopbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTENna mno agaHHOMY
N300pETEHNIO BKJIFOYAIOT IOCIEN0BATEIbHOCTh BapuabenpHOro nomeHa yerkor nemu (VL),
UMEIOIYI0 MO MeHbluel mepe 85%, mo meHbiueit mepe 86%, mo meHblueir mepe 87%, 1o
MeHblel mepe 88%, no meHblueil Mepe 89%, o MeHsbliei mepe 90%, o MeHsb1uel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, MO MeHblIel Mmepe
95%, no menbiuel Mepe 96%, no MeHbluell Mepe 97%, no MeHblueill Mepe 98%, Mo MeHblIeH
mepe 99%, wumm  100% HUOEHTUYHOCTM C  AMHUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO
BapuabenpbHOro JOMeHa Jerkod unenu aHtutena AL2p—-14 wumm ¢ aMUHOKHMCIOTHOMN
nocinenosatenbHOCTI0O SEQ ID NO: 99, u copeprkaliyto 3ameHbl (Hanpumep, KOHCEPBAaTHBHbIE
3aMeHbl, MHCEPLUHU WIN JeNIE[IUU 10 CPABHEHUIO C peepeHCHON MOCIeN0OBATENbHOCTHIO), HO
anTi—TREM2 aHTHTENO, BKIIIOYAIOIIEE TAKYK MOCIEIOBATEIbHOCTb, COXPAHIET CIOCOOHOCTH
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B obmei cnoxkHoctu ot 1 mo 10
AMHHOKHUCJIOT OBUIO 3aMELICHO, BCTABJEHO, WM JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATEIbHOCTH ~ BapuabeIpbHOrO JIOMEHa Jierko uenw aHturena AL2p-14 wm
amuHokucnoTHOH nocnenosarenabHocTH SEQ ID NO: 99. B HekoTOpbIX BapUaHTax peaju3aLii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMelIeHO, BCTABJIEHO, U/UJTH AEJIETHPOBAHO
B AMHHOKHCJIOTHOW IIOCIIENOBATEIBPHOCTH BapuabeIbHOrO JOMEHa JIeTKOH IenHu aHTUTena
AL2p-14 wnu amuHokucinotHoil mnocienosatenbHocTH SEQ ID NO: 99. B HekoTOpbIX
BapHUAHTAX pEeaJM3aliy, 3aMEHbl, HHCEPLUN WJIN JEJIEeLHUN PacroiokeHbl B odnacTsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaiM3aliy, 3aMeHbl, THCEPLIMH WIH eIeLUN
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbro, antu—TREM2 aHTHTENO COmEPIKHUT

nocnenoBarenbHocTh VL antutena AlL2p-14 wumu SEQ ID NO: 99, Bxmoyas

2
NOCTTPAHCIISIIUOHHBIE MOAM(UKALNK 3TOH IOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTe
peammsanmnu, VL conmepskut oamH, aBa wiu Tpu HVR, BbiOpanHbIX 13: (a) aMHHOKHUCIOTHON
nocnenosarenbHoctTd HVR-L1 anturena AL2p—14, (b) aMMHOKHCIIOTHOH MOC/IEA0BATENBHOCTH

HVR-L2 anturena AL2p-14, u (c¢) amuHokucaoTHON nocnenosatenbHocTd HVR-L3 anturena
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AL2p-14.

[0172] B nHexotopeIx BapuaHTax peanusauuu, aHTu—TREM?2 anturena mo naHHOMY
nU300peTeHHI0 CofepIKaT BapuabeNbHbIN JOMEH JIeTKOW Lenu U BapuabeNbHbI JOMEH TSHKEIOH
Lenyu, NPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNu COXEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENIBHOCTD C MO MeHbIned mepe 85%, mo meHblieit mepe 86%, Mo MeHbLIeH Mepe
87%, no meHbliel Mepe 88%, mo meHblueit Mepe 89%, no Mensiueil Mmepe 90%, Mo MeHbLIeH
mepe 91%, mo menbiueit mepe 92%, nmo Menblueit Mepe 93%, nmo meHblied mepe 94%, 1o
MeHblel mepe 95%, no menbiueil Mepe 96%, o MeHbliIei mepe 97%, o meHbluel Mepe 98%,
no Mesblueit Mepe 99%, wnu 100% UAEHTUYHOCTU ¢ AMUHOKHUCIIOTHON IMOCNIEA0BATEIbHOCTHIO
BapuabeNbHOrO JOMEHa TsDKeJoW uenu adHturena AL2p—15 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0O SEQ ID NO: 38; w/unu BapraOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATENbHOCTD ¢ 1O MeHblnel mepe 85%, mo menbinein mepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHblIeil mepe 89%, o meHbiuel Mmepe 90%,
no Mesblueil Mepe 91%, no menbiueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no menbeit mepe 95%, no menHbieit Mepe 96%, o menbliel mepe 97%, Mo MeHbLIeH
Mepe 98%, mo wmenbweln mepe 99%, wunu 100% HMIEHTHYHOCTH C AMUHOKHUCIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHAa0EeNbHOrO JOMeHa Jierkod mernu adturena AL2p—15 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBarenbHocTeio SEQ ID NO: 100. B HekoTOpbIX BapuaHTax
peamm3anyy, aHTH—1TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepKaT BapuaderbHBIN
JOMEH TSDKENOHN LieNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENIbHOCTh C MO MEHbIIEH
mepe 85%, mo menblueill mepe 86%, mo Menbuiel mepe 87%, mo mensluell mepe 88%, mo
MeHblIel Mepe 89%, no menblieit mepe 90%, no menbiueil Mepe 91%, no mensiuei mepe 92%,
no MeHblneit mepe 93%, no menslueit Mmepe 94%, no menblIel Mepe 95%, Mo MeHblIeH Mepe
96%, no meHbliel mepe 97%, no MmeHblueit mepe 98%, no menbwei mepe 99%, umu 100%
UIEHTUYHOCTH C AMHMHOKHCJIOTHOW MOCJIEAOBATEIbHOCTBIO BapuaOeNbHOTO JOMEHA TSDKEJOH
uenu antutena AL2p—15 wim ¢ amuHOokucaoTHOH nocnenoBarenbHocThi0o SEQ ID NO: 38, npu
5TOM BapuaOeNbHBII JOMEH TSDKENOH LenHu BKII0YAeT aMHUHOKHCIIOTHBIE TOCIIEN0BATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—15. B HekoTOpBIX BapuaHTax peanu3aluy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEPIKaT BapHaOesbHbIH TOMEH JIErKOH
L[eNy, BKJIIOYAIOIUN aMHHOKHUCJIOTHYIO IOCJENOBAaTeNIbHOCTh € MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, 1o MeHbleil mepe 88%, o meHbiuel mepe 89%,
no Mesblueil Mepe 90%, no menblueil Mepe 91%, no menblueil Mepe 92%, MO MeHblIEH Mepe
93%, no menbiueit mepe 94%, no meHbie Mepe 95%, nmo menbiueit mepe 96%, MO MeHbIIEH
Mepe 97%, no menbiueit mepe 98%, mo menbleidt mepe 99%, wnmn 100% HAEHTUYHOCTH C
AMHHOKHUCIJIOTHOM TIOCJIEOBATENIbHOCTBIO BapHa0eNbHOrO JOMEHa JIETKOH Lenu aHTUTeNa
AL2p-15 unum ¢ amuHOKHCIOTHOM mnocnenosarenbHocTi0 SEQ ID NO: 100, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LeMH BKIKYAaeT aMUHOKHCIOTHBIE mocienoBaTenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-15. B HekoTOpbIX BapuaHTax peaju3alid, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJNIOW LenH

(VH), umeromyro mo menbineii mepe 85%, no menbiueii mepe 86%, no meHbIuei mepe 87%, 1o
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MeHbliel mepe 88%, no menbiuell Mepe 89%, o MeHbleil Mmepe 90%, no mensbiuel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mmepe 94%, Mo MeHblIel Mepe
95%, no menbiuel Mepe 96%, no MeHbluell Mepe 97%, o MeHblueill Mepe 98%, Mo MeHblIeH
mepe 99%, wumm  100% HMAEHTUYHOCTM C  AMHUHOKUCJIOTHOM  IOCJEAOBATEIbHOCTBHIO
BapuabenpbHOro JOMeHa Tspkenod uenu adtutena AL2p-15 wumm ¢ aMUHOKMCIOTHOM
nocnenosarenbHOCTHI0O SEQ ID NO: 38, u conmeprkaluyo 3aMeHbl (Hanpumep, KOHCEpBAaTHBHBIE
3aMeHbl, MHCEPLUU WIN JeNIE[UN 10 CPABHEHUIO C peepeHCHON IOCIeN0BATENbHOCTHIO), HO
anTu—-TREM?2 aHTUTENO, BKJIOYANOIIEE TAaKyHK MOCIENOBATENIBHOCTb, COXPAHSET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B oowmeil cinoxkHoctu ot 1 no 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, WM JAEJNEeTHPOBAHO B aAMHHOKHCJIOTHOM
NOCJIEIOBATEIbHOCTH  BapuabelbHOrO JOMEHa TsDKenon uenw aHturena AL2p—15 wm
amuHokucnoTHoH nocnenosarenabHocTd SEQ ID NO: 38. B HekoTOpbIX BapuaHTax peaju3aLii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMeIeHO, BCTABJICHO, U/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCIENOBATEIbHOCTH BapHaOeIbHOrO AOMEHAa TSDKENOH Lenu aHTUTena
AL2p-15 wnu amuHokucinotHoil mnocienosatenbHocTH SEQ ID NO: 38. B HekoTOpbIX
BapHUAHTaX peaJM3aliy, 3aMEHbl, HHCEPLUHU WIN JIEJEeLUN PacroiokeHbl B odnacTsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaTu3aLiy, 3aMEHbl, HHCEPLIMH WJIH JENELUH
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbrno, antu—TREM2 aHTHTENO COmEpKHT
nocnenosarenbHocTh  VH  anturena AL2p-15 wm SEQ ID NO: 38, Bxmoyas
NOCTTPAHCIISILIUOHHBIE MOAM(DUKALNK 3TOH IOCIENOBATEIBHOCTU. B KOHKPETHOM BapuaHTe
peammsaunu, VH conmepxut oamH, nsa wim tpu HVR, BeiOpaHHBIX HM3: (2) aMHHOKHCIOTHOH
nocnenosarenbHoctTd HVR-H1 anturena AL2p-15, (b) aMuHOKHCIOTHO! NOCIE0BAaTENbHOCTH
HVR-H2 anturena AL2p-15, u (c) amuHokucnorHoit nocnenosarenbHoctd HVR-H3 anTurena
AL2p-15. B HekoropbIx BapuaHTax peanusauuy, aHTu—TREM?2 aHTuTena no paHHOMY
M300pETeHNI0 BKJIIOYAIOT IOCIEAOBATEIbHOCTh BapuadenpHOro aomeHa Jyerkoi memu (VL),
UMEIOIIYI0 Mo MeHblueil mepe 85%, mo meHbuell mepe 86%, mo MeHbiuei mepe 87%, mo
MeHblel mepe 88%, nmo menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbIuel Mepe 91%,
no Mesblueil Mepe 92%, no menblueil Mepe 93%, no menblueil Mmepe 94%, mo MeHblIel Mepe
95%, no menbinel Mepe 96%, no menbiueil Mepe 97%, no MeHblueil Mepe 98%, Mo MeHbLIe
mepe 99%, wumm  100% HMOEHTUYHOCTM C aMHUHOKHCJIOTHOW  IOCJIENO0BaTEIbHOCTHIO
BapuabenpbHOrO JOMeHa Jerkoi wmenu antutena AL2p—15 wim ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcTI0 SEQ ID NO: 100, u copepskaryro 3aMeHbl (HarpuMep, KOHCEPBAaTHBHBIE
3aMEHbI, HHCEPLIMH WM JIEJIEUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIFOYAIOIIEe TAKYH TMOCIENOBATEIBHOCTh, COXPAHSET CIMOCOOHOCTh
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peajm3anu, B odmeil cinoxxkHoctu ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINW MAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeIpbHOro JOMeHa Jierkod mernu aHturena AL2p-15 wm
aMuHOKHUCIOTHON nocnepoBatenbHocty SEQ ID NO: 100. B HekoTOpbIX BapuUaHTax
peanu3anuu, B OOIIeH CIOXKHOCTH OT 1 70 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIICHO, W/WJIH

ACJICTUPOBAHO B aMUHOKHCJIOTHOM MOCJIEI0BATEIbHOCTH BapI/Ia6eanoro JIOMEHa JIETKOM Ienu



108

anturena AL2p-15 unum amuHokuMcnoTHON mnocneposarenbHocTd SEQ ID NO: 100. B
HEKOTOPBIX BapUAHTAX PEaM3alliH, 3aMEHbl, THCEPLIMH WJIH JeNIELUH PACIIONIOKEHBI B 00IACTIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKkoTOpbIX BapuaHTax peanu3aliiy, 3aMeHbl, UHCEPLUH
win aenenun pacrnoinoxenbl Ha FR-yuactkax. HeoOszatensno, antu—TREM2 anTHTENO
cofepxuT mnocnenosarenpHocTb VL antutena AL2p-15 wnu SEQ ID NO: 100, Bkimrodas
NOCTTPAHCIIILMOHHbIE MOAM(UKAIIMY 5TOW IIOCHIENOBATENBHOCTU. B KOHKPETHOM BapuaHTe
peammsanuu, VL comepskur omun, aBa wim Tpu HVR, BeIOpaHHBIX M3: (a) aMHHOKHCIOTHOM
nocienosarenbHoctd HVR-L1 anturena AL2p—15, (b) aMMHOKHCIIOTHOM MOC/IEA0BATEIbHOCTH
HVR-L2 anturena AL2p—15, u (¢) amuHOkuCca0THON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-15.

[0173] B nHexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pETEHHIO COIepIKaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKeJIOH
Lend, TPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIPHOCTh C MO MeHbIinel mepe 85%, mo mMeHbinel mepe 86%, 1Mo MeHbluel Mepe
87%, no menbiueit mepe 88%, nmo menbiue mepe 89%, mo menbiueit mepe 90%, MO MeHbIIEH
mepe 91%, no menbiueil mepe 92%, nmo MeHbuield mepe 93%, mo mensluell mepe 94%, mo
MeHblel Mepe 95%, no meHbluell Mepe 96%, 1o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHUCIIOTHON IMOCNIEA0BATEIbHOCTHIO
BapuabeNpbHOrO JOMEHa TsDKeJnoW wnenu adHturena AL2p-16 wumm ¢ aMUHOKHCIOTHOMH
nociaenosatenbHOCTEI0O SEQ ID NO: 39; w/unu BapnaOenbHbIli JOMEH JIETKOW LEMH CONEPIKUT
AMUHOKHCJIOTHYIO TOCIEA0BATENbHOCTD ¢ MO MeHbliel mepe 85%, mo menbiuei mepe 86%, 1o
MeHblIel mepe 87%, no menblieit mepe 88%, o menbiueit Mepe 89%, no menbiuel mepe 90%,
no MeHblneit mepe 91%, no mensueit mepe 92%, no menbliel mMepe 93%, Mo MeHblIeH Mepe
94%, no menblueit Mmepe 95%, no meHbliel Mepe 96%, no MeHblel Mepe 97%, no MeHblueH
mepe 98%, mo wMmenbuielr mepe 99%, wnm 100% HUIEHTHYHOCTH C AaMHHOKHCIIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHAa0EeNIbHOTO JOMEHa Jierkod 1menu anturena AL2p—16 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBaTenbHOCThi0 SEQ ID NO: 96, B HekoTOphIX BapuaHTax
peammzanyu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETeHHIO COAepKaT BapuaderbHBIN
JOMEH TSDKEJION LeNH, BKJIIOYAILIUN aMHUHOKHCIOTHYIO IOCIEN0BATEIbHOCTh C MO MEHBbLIEH
mepe 85%, mo menblueili mepe 86%, mo MeHbuiel mepe 87%, mo mensluell mepe 88%, mo
MeHblel Mepe 89%, no menbiueil Mepe 90%, no Menblieit Mepe 91%, o MeHsblel mepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbinei mepe 97%, nmo menbieir Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UIGHTHYHOCTH C aMHUHOKHCIIOTHOH MOCJENOBATENbHOCTIO BapHabEIbHOTO JIOMEHA TSKEION
uenu antutena AL2p—16 umm ¢ amuHOKuCI0THOH nocaenoBarenbHOcTh0 SEQ ID NO: 39, npu
5TOM BapuaOeNbHbIN JOMEH TSDKEJOH LEenH BKII0YAeT aMHUHOKHCIIOTHBIE MOCIIENOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—16. B HekoTOpBIX BapuaHTax peau3aluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp:KaT BapHaOeNbHbIH IOMEH JIErKon
LleNY, BKJIIOYAKOLUN aMHHOKUCIOTHYIO IOCJIENOBATEeNbHOCTh € MO MeHblued mepe 85%, mo

MeHblIel mepe 86%, no meHblieit mepe 87%, o menblueit Mmepe 88%, o menbiuel mepe 89%,
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no Mesblueil Mepe 90%, no menblueil Mepe 91%, no menblueil Mmepe 92%, Mo MeHblIEH Mepe
93%, no menbiueit mepe 94%, no menblieit Mepe 95%, no meHsbleit Mmepe 96%, MO MeHbIIEH
mepe 97%, no menpiieil mMepe 98%, no menbuieir Mepe 99%, unu 100% uHAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIE€OBATENbHOCTEIO BapuaOeNbHOrO JAOMEHA JIETKOH Lenu aHTuTena
AL2p-16 wunu ¢ amuHOKHCIOTHOM mnociaenosaTenbHOcTr0 SEQ ID NO: 96, mpu sTom
BapualeNbHBIN JOMEH JIETKOH IeNy BKIII0OYAeT aMUHOKHCIOTHBIE mocienoBarenbHoctd HVR-
L1, HVR-L2 u HVR-L3 anrturena AL2p—-16. B HekoTOpBIX BapuaHTax peaju3alliy, aHTH—
TREM?2 aHTUTENO COAEPKUT TMOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyro mo menbineii Mmepe 85%, o menbiueii Mmepe 86%, o meHblunei mepe 87%, 1o
MeHblIel mepe 88%, nmo menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbIuel Mepe 91%,
no MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no mensbiueit mepe 96%, no meHbiet mMepe 97%, no meHbiueit mepe 98%, Mo MeHbIIEH
mepe 99%, wumum  100% HMOEHTUYHOCTM C AMHUHOKHCJIOTHOW  IOCJENO0BAaTEIbHOCTBHIO
BapuabeNpbHOrO JOMeHa TspKenod uenw aHtutena AL2p—-16 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOcThI0 SEQ ID NO: 39, u copeprkarnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHBIE
3aMEHbI, HHCEPLIMH WJIN JIEJICHUHU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHI0), HO
anTi—TREM?2 aHTUTENO, BKJIIOYANOIIEe TAKYHK) MOCIENOBATEIBHOCTh, COXPAHSET CIHOCOOHOCTB
cBsi3biBaThesl ¢ TREM2. B HekOTOpBIX BapuaHTax peajm3anui, B obmeil cnoxkHoctu ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WINW JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenod uenun aHturena AL2p-16 wmm
aMUHOKHCJIOTHOM nocnenoBatenbHocTh SEQ ID NO: 39. B HekoTOpbIX BapuaHTax pealu3aluy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIeHO, BCTABJIEHO, W/UJTH ACJIETHPOBAHO
B aMHUHOKMCJIOTHOH IOCIIEOBATEIbHOCTH BapHaOeIbHOrO AOMEHAa TSDKENOH Lenu aHTuTena
AL2p-16 wnu amuHOKMCHOTHON mnocnenoBatenbHocTd SEQ ID NO: 39, B HekoTOpbIX
BapUAHTAX peaN3aliy, 3aMEeHbI, HHCEPLUH WX JIeJIeLH PacIoyokeHbl B obnactsax BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTAX peaU3alfK, 3aMEHbI, HHCEPLIMH WJIH JEeNIELUH
pacrionokenbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM?2 aHTHUTENO COOEpKHUT

nocnenosatenbHocTe  VH  antutena AL2p-16 wumm SEQ ID  NO: 39, Bxmodas

,
NOCTTPAHCIISIIUOHHBIE MOAM(DHUKALMK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapuaHTE
peammzanmu, VH conmepxut onmH, nsa wim tpu HVR, BeiOpaHHBIX H3: () aMHHOKHCIOTHOH
nocienosarenbHoctd HVR-H1 anTurena AL2p—16, (b) aMUHOKHUCIOTHO! MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p-16, u (c) amuHOKHCHOTHOH nocnenosatenbHoctd HVR-H3 anTHTENa
AL2p-16. B Hexoropbix BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno agaHHOMY
U300pETEeHUIO BKJIIOYAIOT TIOCIENOBATENIbHOCTh BapuadenbHOro aomeHa jerkod memu (VL),
UMeIoLIyI0 Mo MeHblueil mepe 85%, mo menbiuell mepe 86%, mo Menbuieil mMepe 87%, mo
MeHbliel Mepe 88%, no menbiuell Mepe 89%, o MeHbleil mepe 90%, no mensbiuel Mepe 91%,
1o MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mmepe 94%, Mo MeHbIIEH Mepe
95%, no menbiueit Mmepe 96%, no menHpliet Mepe 97%, no meHbiueit Mmepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO

BapuabenpbHOro JOMeHa Jerkod unenu aHtutena AL2p—-16 wumm ¢ aMUHOKHMCIOTHOMN
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nocienosarenbHOCTI0O SEQ ID NO: 96, u copepaxarnyro 3aMeHbl (HapuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMU WJIN JIeJIELUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTHTENO, BKIIOYAIOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peanusanuu, B oOmeilt cinoxknoctu ot 1 1o 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, WWIM JeNeTHPOBAHO B AaMHUHOKHCIOTHOH
IIOCJIEIOBATENIbHOCTH ~ BapuaOeNpHOro JOMeHa Jierkoii wnemu adrturena AL2p—16  wmm
amuHOKuCIOTHOH nocnenosarenbHOcTH SEQ ID NO: 96. B HeKOTOpBIX BapHaHTaxX peaiu3aliy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT ObLIO 3aMELIEHO, BCTABJIEHO, W/UJTH AEJIETHPOBAHO
B AMUHOKHCJIOTHOW IOCNIENOBATEIbHOCTH BapuabeIbHOrO JOMEHAa JIeTKOW LeNHu aHTUTeNa
AL2p-16 wnu amuHokucinotHoil mnocienosatenbHocTH SEQ ID NO: 96. B HekoTOpbIX
BapHUAHTAX pPEeaM3aLUH, 3aMEHbI, HHCEPLUU WJIN JEJIeLHUH PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaTU3aLfH, 3aMEHbI, HHCEPLIMH WJIH JEJIEIIH
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbrHo, anTu—TREM2 aHTHTENO CONEPIKHUT

nocinenosatenbHocTe VL anturena AlL2p-16 wunmu  SEQ ID  NO: 96, Bximodas

>
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNK 3TOH IMOCIENOBATEIBbHOCTH. B KOHKPETHOM BapHaHTE
peamm3anmu, VL conmepskut oxmH, aBa uiau Tpu HVR, BeiOpaHHBIX n3: (a) aMHHOKHUCIOTHOH
nocnenosarenbHocTH HVR—-L1 anturena AL2p—16, (b) aMMHOKHCIOTHOH MOCIEI0BATEIbHOCTH
HVR-L2 anturena AL2p—16, u (¢) amuHOKHCcIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-16.

[0174] B nexotopeIx BapuaHTax peanusauuy, aHTu—TREM?2 anTtuTena mo naHHOMY
n300peTeHHIO cofep KaT BapruabesbHbIN JOMEH JIeTKOH Lend U BapuaOeNbHbI TOMEH TSKEJIOH
Lenyu, NPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNu COXEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTE C MO MeHbIneld Mmepe 85%, mo meHblieit mepe 86%, MO MeHbIIeH Mepe
87%, no meHbliel Mepe 88%, mo MeHbluelt Mepe 89%, no Mensueil mepe 90%, Mo MeHbLIEH
mepe 91%, mo menbiueit mMepe 92%, no Menbiueit Mepe 93%, nmo meHbled mepe 94%, 1o
MeHblel Mepe 95%, no menbineil Mepe 96%, o MeHblIeil mepe 97%, o meHbluel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% MAEHTUYHOCTH ¢ AMUHOKHCJIOTHON IMOCIIEI0BATEIbHOCTHIO
BapuabeNbHOrO JOMeHa TspKeJon unenu aHtutena AL2p—17 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 40; w/unu BapraOenbHbI JOMEH JIETKOW LEMH CONEPIKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATENILHOCTh € MO MeHbIIel mepe 85%, mo menbinein mepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mepe 88%, 1o MeHblIeil Mepe 89%, o MeHbluel Mmepe 90%,
no Mesblueil Mepe 91%, no menblueil Mepe 92%, no MeHblueil Mepe 93%, Mo MeHblIel mepe
94%, no menbiueit mepe 95%, no menbiet mepe 96%, no meHbliuei Mepe 97%, MO MeHbILIEH
mepe 98%, mno wmenbwmedn mepe 99%, wnu 100% HWOEHTHYHOCTH C AMUHOKHCIIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHa0EeNbHOrO JOMeHa Jierkod menu adturena AL2p—17 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBaTenbHocThio SEQ ID NO: 98, B HekoTOphIX BapuaHTax
peamm3anyy, aHTH—1TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepkaT BapuaderbHBIN
JOMEH TSDKENOHN LieNH, BKJIIOYAIOIINNA aMUHOKHUCIOTHYIO IOCJIEAOBATEIbHOCTh C MO MEHbIIEH
mepe 85%, mo menblueill mepe 86%, mo MeHbuiel mepe 87%, mo mensluell mepe 88%, mo

MeHbluel mepe 89%, no mensblieit mepe 90%, o menbiuei Mepe 91%, no menbiuei mepe 92%,
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no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no meHbiuel Mepe 95%, no MeHbllelH Mepe
96%, no menbiueir mepe 97%, nmo Mmenbiuei mMepe 98%, mo menbluei mepe 99%, wiu 100%
UIGHTUYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOIO JOMEHA TSKENOH
uenu antutena AL2p—17 unu ¢ amuHokuciaoTHol nocaeaosarenbHOCThi0 SEQ ID NO: 40, npu
5TOM BapualeNbHbIH JOMEH TSDKEJIOH LeNny BKIFOYAeT aMUHOKUCJIOTHBIE MOCIIEAOBATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—17. B HexkOTOpBIX BapHaHTax pealn3alluy,
antTi—TREM2 aHTHTEeNna mo JaHHOMY H300pETEHHIO CoAep:kaT BapuaOeNbHBIN TOMEH JIErKOH
L[eNY, BKIIOYAIOIUN aMHUHOKHUCIOTHYIO IOCJENOBAaTEeNIbHOCTh C MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, o MeHblieil mepe 88%, o meHbIuel mepe 89%,
no Mmesblueil Mepe 90%, no menbiueil Mepe 91%, no meHblueil Mepe 92%, MO MeHblIel Mepe
93%, no mensbIueit mepe 94%, o menbineit Mepe 95%, o menbleit Mmepe 96%, Mo MeHbIIelH
Mepe 97%, no menbiueit mepe 98%, mo menbwedr mepe 99%, wnmu 100% HAEHTHUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENbHOCTBIO BapHAaOENbHOTO JOMEHA JIETKOH LeNH aHTUTeNa
AL2p-17 wnmu ¢ amuHOKUCHOTHOW mocaenosarenbHocThi0 SEQ ID NO: 98, mpu stom
BapHuabeNbHBIA TOMEH JIETKOH LEMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBarenbHocTH HVR—
L1, HVR-L2 u HVR-L3 anrturena AL2p-17. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTHTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyro no mesbiei mepe 85%, no menseii Mepe 86%, no meHseii mepe 87%, mo
MeHbliel mepe 88%, no menbiuell Mepe 89%, o MeHbleil Mmepe 90%, no mensbiuel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mmepe 94%, Mo MeHblIel Mmepe
95%, no menbeit Mmepe 96%, no menblieit Mmepe 97%, no meHblueil mepe 98%, Mo MeHbIIeH
mepe 99%, wumm  100% HMAEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJIEAOBATEIbHOCTBHIO
BapuabenbHOro JOMeHa Tshkenod unenu adturena AL2p-17 unm ¢ aMUHOKHMCIOTHOM
nocnenosarenbHOCTHI0O SEQ ID NO: 40, u coneprkamyro 3aMeHbl (HarpuMep, KOHCEPBATHBHbIC
3aMeHbl, MHCEPLUU WIN JeNIE[UU 10 CPABHEHUIO C peepeHCHON IOCIeN0BATENbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIKOYAIOIIEE TAKyH IMOCIEIOBATEIBHOCTh, COXPAHSIET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peanus3aiuu, B oOmel cioxuoct ot 1 1o 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, WM JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATEIbHOCTH  BapuabeNbHOrO JOMEHa TspKenor uenw aHturena AL2p—17 wm
amuHokucyoTHOU nocnenosatenbHocTu SEQ ID NO: 40. B HEKOTOPBIX BapHaHTaxX peaiu3aiui,
B 001Iel CI0KHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMEIEHO, BCTABIIEHO, U/HITH AeJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCIENOBATEIBHOCTH BapHaOeIbHOrO IOMEHAa TSDKENOH LenH aHTUTena
AL2p-17 wnu amuHokucinotHoil mnocienosatenbHocTH SEQ ID NO: 40. B HekoTOpbIX
BapHUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLIUU TN JIeJIeLUN PacrojokeHbl B o0nactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peau3aLfi, 3aMEHbl, HHCEPLIMH WJIH JENEIH
pacrionokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENnO COmep:KuT

nocnenosarenbHocTh  VH  anturena AL2p-17 wm SEQ ID NO: 40, Bxmoyas

2
NOCTTPAHCIISILUOHHBIE MOAM(UKALNK 3TOH IOCIENOBATEIBbHOCTU. B KOHKPETHOM BapuaHTe
peammsaunu, VH conmepxut oauH, nsa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHOMN

nocinenosarenbHoctTd HVR-H1 anTurena AL2p—17, (b) aMHHOKHCIOTHON NOCIEN0BAaTENBHOCTH
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HVR-H2 anturena AL2p—17, u (c) amuHOKuCHOTHOH nocnenosatenbHoctd HVR-H3 anTHTeNa
AL2p-17. B HexoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena no ngaHHOMY
M300pETEeHNIO BKJIIOYAIOT TOCIEIOBATENIbHOCTh BapuadeapbHOro aomeHa Jjerkod mermu (VL),
UMEIOLIYI0 Mo MeHbluell mepe 85%, mo menbluell mepe 86%, mo Menbiieil Mepe 87%, mo
MeHbIel mepe 88%, nmo menbineii mepe 89%, o Menblieit mepe 90%, o meHbIuel mepe 91%,
1o MeHblneit mepe 92%, no mensiueil Mmepe 93%, no menbliel mMepe 94%, Mo MeHblIeH Mepe
95%, mo menbinel Mepe 96%, no Menbiueit Mepe 97%, no MeHblueil Mepe 98%, MO MeHbIIeH
mepe 99%, wumm  100% HMOEHTUYHOCTH C aMUHOKHCJIOTHOW  IOCJIENOBATEIbHOCTHIO
BapuabenpbHOrO JOMeHa Jierkoi wenu antutena AL2p—17 wim ¢ aMUHOKHCIOTHOH
nocienosatenbHOCThI0 SEQ ID NO: 98, u comeprkarnyro 3ameHbl (HalpuMep, KOHCEPBATUBHBIE
3aMEHbI, HHCEPLIMH WJIN JIEJICUU M0 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B odmei cioxxHocty ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINM JAENETHPOBAHO B AMHHOKHCIIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeIpbHOro JOMeHa Jierkod uernu aHturena AL2p—-17 wm
aMuHOKHCIIOTHOU mocsenoBatenbHocTU SEQ ID NO: 98. B HEeKOTOPBIX BapHaHTaxX peaiu3aiui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBIIO 3aMEIEHO, BCTABJICHO, W/HITH AEJIETUPOBAHO
B AMUHOKHCJIOTHOW IIOCIIENOBATEIbHOCTH BapuabeIbHOro IOMEHA JIETKOW IenH aHTUTeNa
AL2p-17 wnu amuHokuciaoTHoll mnocaenosatenbHocTH SEQ ID NO: 98. B HekoTOpbIX
BapUAHTaX peaJn3alliy, 3aMEHbl, HHCEPLIUN MK JIeJIenN pacnojoxensl B odnactsax sBue HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapHaHTaxX peasn3aliy, 3aMeHbl, HHCEPLIMH WM JENELUH
pacrionoskenbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTuTeno comep:kur
nociaenosatenbHocTe VL anturena AL2p-17 wumm SEQ ID NO: 98, Bxmodas
NOCTTPAHCIIILMOHHbIE MOAM(UKAIIMY 5TOW IIOCHENOBATENLHOCTU. B KOHKPETHOM BapuaHTe
peammzanyu, VL conmepsxut oauH, ABa win Tpu HVR, BbiOpaHHBIX u3: (a) aMHHOKHUCJIOTHOMN
nocienosarenbHoctTd HVR-L1 anturena AL2p—17, (b) aMMHOKHCIIOTHOM MOC/IEA0BATEIbHOCTH
HVR-L2 anturena AL2p—17, u (¢) amuHOKHCIOTHON nocnenoBaTenbHocTH HVR-L3 anturena
AL2p-17.

[0175] B nHexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 antuTena mo naHHOMY
U300pETEHHIO COZep KaT BapuadeNbHbIN JOMEH JIETKOW enu U BapuabebHbId JOMEH TSHKeNOH
Lend, TNPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH COACPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTh ¢ MO MeHbned Mepe 85%, mo mMeHblueln Mepe 86%, Mo MeHblIel mepe
87%, no menbiueit mepe 88%, mo menbiueit mMepe 89%, mo menbiueit mepe 90%, MO MeHbILIEH
mepe 91%, nmo menbiueii mepe 92%, nmo MeHbuield mepe 93%, mo meHbiuel mepe 94%, no
MeHblel Mepe 95%, no mesbiueil Mepe 96%, 1o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCJIOTHON IMOCIEA0BATENbHOCTHIO
BapuabeNpbHOrO JOMeHa TsDKenod wnenu adHturena AL2p-18 wunmm ¢ aMUHOKHMCIOTHOM
nociaenosatenbHOCTEI0O SEQ ID NO: 41; w/unu BapraOenbHbIi JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIJIOTHYIO TOCIEA0BATENbHOCTD ¢ MO MeHbIel mepe 85%, no menbiuei mMepe 86%, mo

MeHbluel mepe 87%, no menblieit mepe 88%, o menblueit Mepe 89%, no menbiuei mepe 90%,
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no Mesblueil Mepe 91%, no menbiueil Mepe 92%, no menblueil Mepe 93%, Mo MeHblIel Mepe
94%, no menbeit Mmepe 95%, no menblieit Mepe 96%, no meHsblueit Mmepe 97%, MO MeHbLIEH
Mepe 98%, mno wmenbwedt mepe 99%, wunmu 100% MIEHTMYHOCTH C AMUHOKHUCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHaleNbHOro aoMeHa Jierkod uenu adturena AL2p-18 wmm ¢
aMUHOKHUCJIOTHON mnocaenoBaTenbHOCThi0 SEQ ID NO: 96, B HexkoTOppIX BapuaHTax
peanmusanuy, aHTu—TREM?2 aHTHTENna 1O NAaHHOMY H300pPETEHHUIO COAepKaT BapHaOeIbHbIH
JOMEH TSDKEJON LeNH, BKIIOYAOLUN aMHUHOKHCIOTHYHO MOCJIEAOBATEIbHOCTh C MO MEHbIIEH
mepe 85%, mo menbiuedi mepe 86%, mo MeHbiei mepe 87%, mo meHsiuel mepe 88%, mo
MeHblel mepe 89%, no menbiueil mepe 90%, o MeHbleit mepe 91%, o meHbIuel Mmepe 92%,
no Mesblueil Mepe 93%, no Mmenblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, mo menbinei mMepe 97%, no Mmenbiuei mMepe 98%, mo mensbiuei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCJIOTHOH TMOCJIENOBATENIbHOCTBIO BapHAOENIBbHOTO JOMEHA TSDKENOH
uenu antutena AL2p—18 wnmm ¢ amuHOokucaotHOH nocnenosarenbHOCTE0O SEQ ID NO: 41, npu
5TOM BapuaOeNbHbIN JOMEH TSDKEJIOH Lenu BKIFYAaeT aMHHOKHCIOTHBIE MOCIEN0OBATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—18. B HexkoTOphIX BapuaHTax peaju3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH IOMEH JIErKOH
LIeNY, BKJIIOYAKOIUN aMUHOKUCIOTHYIO IOCJEOBATEeNbHOCTh C MO MeHblled Mepe 85%, mo
MeHblIel Mepe 86%, no meHbiuell Mepe 87%, o MeHbleil mepe 88%, no mensbiuel mepe 89%,
no Mesblueil Mepe 90%, no Menblueil Mepe 91%, no meHblueil Mepe 92%, MO MeHblIel Mepe
93%, no menbleit Mmepe 94%, no meHblIeit Mepe 95%, no meHbiiel Mepe 96%, Mo MeHbLIeH
Mepe 97%, no menbiueit mepe 98%, mo menbledt mepe 99%, win 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TOCJIENOBATENbHOCTBIO BapHaOENbHOTO JOMEHA JIETKOH Lenu aHTUTena
AL2p-18 wunu ¢ amuHOKHCIOTHOM mnociaenosaTenbHocTr0 SEQ ID NO: 96, mpu sTom
BapualeNbHBIN JOMEH JIETKOH IIeNy BKIF0YAeT aMUHOKHCIIOTHBIE nocienoBarenbHoctd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-18. B HekoTOpBIX BapuaHTaxX peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT TMOCIENOBATENIbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyro mo menbineii Mepe 85%, o menbiueii Mmepe 86%, mo mensbluei mepe 87%, 1o
MmeHblel mepe 88%, nmo menbiueil Mepe 89%, o MeHbleit mepe 90%, o meHbIuel mepe 91%,
no MeHblueil Mepe 92%, no MmeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbIeit mepe 96%, no meHbIe Mepe 97%, no meHbiel Mepe 98%, Mo MeHbLIeH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMHUHOKHCJIOTHOW  IOCJEAOBaTEIbHOCTHIO
BapuabeNbHOrO JOMeHa TsDKenoW uenwn adHturena AL2p-18 wimm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcTEI0 SEQ ID NO: 41, u copeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHBIE
3aMEHbI, HHCEPLIMH HJIM JIEJELHH 10 CPAaBHEHUIO C pedepeHCHOH MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAIOIIEE TAKYI TMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
cBsi3biBaThesl ¢ TREM2. B HekOTOpBIX BapuaHTax peajm3anu, B obmeil cioxxkHoctu ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WINW JeNeTHPOBAHO B AMHHOKHCIIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMeHa TspKenod wenw aHturena AL2p-18 wmm
aMmuHOKkHCcOTHOU nocnenoBatenbHocTU SEQ ID NO: 41. B HEeKOTOpBIX BapHaHTax peaiu3alii,

B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIeHO, BCTABIIEHO, W/UIIN ASIETHPOBAHO
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B aMHUHOKHCJIOTHOH IOCIENOBATEIbHOCTH BapHaOeIbHOrO AOMEHa TSDKENOH LenH aHTUTena
AL2p-18 wunu amuHokuciaotHoill mnocienosatenbHocTH SEQ ID NO: 41. B HekoTOpbIX
BapUAHTaX peaJn3alliy, 3aMEHbl, HTHCEPLIUN MU JIeIeUN pacroiokeHsl B odnactsix BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTaxX peasu3aliy, 3aMeHbl, THCEPLIMH WM JeNeLUH
pacronokeHbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTHUTENO COmEpKHT
nocienosarenbHocth  VH  anturena AL2p-18 wmnmm SEQ 1D NO: 41, Bxmouas
NOCTTPAHCIISILOHHbIE MOAM(GUKALMM 5TOW IOCJIENOBATENPHOCTH. B KOHKpEeTHOM BapuaHTe
peammzatmu, VH conmepxut onuH, nBa win tpu HVR, BeiOpaHHBIX M3: (a) aMUHOKHCJIOTHOMN
nocienosarenbHoctd HVR-H1 anTurena AL2p—18, (b) aMUHOKHUCIOTHO! MOCI€0BATENBHOCTH
HVR-H2 anturena AL2p—18, u (¢) amuHOKUCIOTHOH nocienosarenbHoctd HVR-H3 anTHuTena
AL2p-18. B Hexoropbix BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno ngaHHOMY
M300pETEHNIO BKJIFOYAKOT IOCJIEI0BATEIBHOCTh BapuabenpHOro naomeHa Jyerkor nemu (VL),
UMEIOIYI0 1O MeHbluel mepe 85%, mo meHbiueit mepe 86%, mo meHbinei mepe 87%, mo
MeHbliel Mepe 88%, no menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbiuel mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbiuel Mepe 96%, no MeHbluell Mepe 97%, no MeHblueil Mepe 98%, Mo MeHbLIeH
mepe 99%, wmm 100% HMOGHTUYHOCTH C AMUHOKHCIIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabeNnpbHOrO JOMeHa Jerko wmenu aHtutena AL2p—18 wmnm ¢ aMUHOKHCIOTHOH
nocienosarenbHOCTI0 SEQ ID NO: 96, u copeprkatnyro 3ameHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMU I JIEJIELUHN 110 CPaBHEHUIO C pe(epeHCHOH MOCIen0oBaTeIbHOCThIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAaKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanu, B odmeit cnoxxHoctu ot 1 1o 10
AMHMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, WM JeJeTHPOBAHO B AMHHOKHCIOTHOW
HIOCJIEIOBATEIbHOCTH ~ BapuaOeNpHOro JOMeHa Jierkoii wnemm adrturena AL2p—18  wm
aMHHOKUCIIOTHOM nocnenoBatenpHocTd SEQ ID NO: 96. B HeKOTOpBIX BapHaHTaxX peanu3aluy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT ObLIO 3aMELIEHO, BCTABJICHO, /WU AEJETHPOBAHO
B AMHHOKHCJIOTHOW IOCNIENOBATEIbHOCTH BapuabeIbHOrO JOMEHa JIeTKOW LeNHu aHTUTeNla
AL2p-18 wnu amuHokucnotHoil mnocnenosatenbHocTH SEQ ID NO: 96. B HekoTOpbIX
BapHUAHTAX pPEaJN3aLUH, 3aMEHbl, HHCEPLUU WU JEJIeLHUN PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peau3alfi, 3aMEHbl, HHCEPLIMH WJIH JEJIEIIUH
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbrHo, antTu—TREM2 aHTHTENO CONEPIKUT

nocnenosatenbHocTe VL antutena AL2p-18 wunu SEQ ID  NO: 96, Bximouas

>
MOCTTPAHCIISIUOHHBIE MOAM(HUKALNY 3TOH IMOCIENOBATENbHOCTH. B KOHKPETHOM BapHaHTe
peamm3anmu, VL conmepskut oxmH, aBa wian Tpu HVR, BeiOpanHBIX 13: (a) aMHHOKHUCIOTHOH
nocaenosarenbHoctTd HVR-L1 anturena AL2p—18, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENbHOCTH
HVR-L2 anturena AL2p—18, u (¢) amuHOKHCIOTHON nocnenoBaTenbHocTd HVR-L3 anturena
AL2p-18.

[0176] B nexkotopeIx BapuaHTax peanusauuy, aHTu—TREM?2 anturena mo naHHOMY
nU300peTeHNIO CofeprKaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEOH

neny, I1pu 3TOM BapHa6eHbeIﬁ JOMCH TSDKEJIoH nenu COACPKUT AaMHUHOKHUCIIOTHYHO
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MOCJIEIOBATENbHOCTh C MO MeHbluel Mepe 85%, mo mMeHblueln Mepe 86%, 1Mo MeHblIel mepe
87%, no menbiueit mepe 88%, nmo menbiuei mepe 89%, no mensbiueit mepe 90%, Mo MeHbIIEH
mepe 91%, no menbiueill mepe 92%, mo Menbuied mepe 93%, mo mensluell mepe 94%, mo
MeHblel mepe 95%, no menblielt Mmepe 96%, no meHblueil Mepe 97%, o menbiuei Mepe 98%,
no MeHbineit mepe 99%, unu 100% HMAEHTUYHOCTH C AMMHOKHCIOTHOM IMOCIIE0BATEIbHOCTHIO
BapualbeNpHOro JOMeHa TsDkesod wenu adturena AL2p—19 wim ¢ aMHHOKHCIOTHOH
nocnenosarenbHOCTEI0O SEQ ID NO: 42; w/mnn BapuabenbHbI JOMEH JIETKOW LeNH COAEPKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATEIbHOCTD ¢ MO MeHbIel Mepe 85%, mo Menbinein mepe 86%, 1o
MeHblel mepe 87%, no menbiueii Mmepe 88%, o MeHblIeil mepe 89%, o meHbIuel mepe 90%,
no Mesblueit Mepe 91%, no menbiueil Mmepe 92%, no MeHblieil Mmepe 93%, Mo MeHbIIeH Mepe
94%, no mensbiueit mepe 95%, no menHbiet mMepe 96%, nmo meHblei mMepe 97%, MO MeHbIIEH
Mepe 98%, mo wmenbmedn mepe 99%, wunmu 100% HMIEHTHYHOCTH € AMUHOKHUCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHA0ENbHOrO JOMEeHa Jierkod menu adturena AL2p—19 wmm ¢
aMUHOKHUCJIOTHON nocnenoBatenbHocTeio SEQ ID NO: 98, B HekoTOphIX BapHaHTax
peamm3anyu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepKaT BapuadeNbHBIN
JIOMEH TSDKEJOHN LieNH, BKJIIOYAIOLIUN aMUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHBbLIEH
mepe 85%, mo menblueil mepe 86%, nmo MeHbiiell mepe 87%, mo meHbluell mepe 88%, mo
MeHblIeld Mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no mensbiuel mepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbiueir Mepe 97%, no menbieir mMepe 98%, nmo menbiueir mepe 99%, unu 100%
UJIGHTUYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOIO JOMEHA TSKENOH
uenu antutena AL2p—19 unmu ¢ amuHokuciaotHol nocnenosarenbHOCThI0O SEQ ID NO: 42, npu
5TOM BapualeNbHBbIH JOMEH TSDKEJIOH ey BKIFOYAeT aMUHOKUCJIOTHBIE MOCIIEAOBATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—19. B HexkOTOpBIX BapuaHTax pealu3alluy,
antTi—TREM2 aHTHTEeNna mo JaHHOMY H300pETEHHIO COAep:kaT BapuaOeNbHBIN JTOMEH JIeTKOH
L[eNH, BKJIIOYAIOIUN aMHHOKHUCJIOTHYIO IOCJENOBATEeNIbHOCTh C MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no menbiuell Mepe 87%, no mMeHblieil Mepe 88%, o MeHbIuel mepe 89%,
no Mesblueil Mepe 90%, no menblueil Mepe 91%, no meHblueit Mmepe 92%, MO MeHbLIel mepe
93%, no menbIueit mepe 94%, no MmeHbiuet mMepe 95%, nmo menbieit mMepe 96%, MO MeHbIIEH
Mepe 97%, nmo menbiueit mepe 98%, mo menbweidn mepe 99%, unm 100% UAEHTHYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENIbHOCTBIO BapHAaOENbHOTO JOMEHA JIETKOH LeNH aHTUTeNa
AL2p-19 wnmu ¢ amuHOKUCHOTHOM mocaenosarenbHOCTEI0 SEQ ID NO: 98, mpu sTom
BapuaOeIbHBIA JTOMEH JIETKOW IeNMU BKII0YAaeT aMHHOKHCIIOTHBIE mociienoBareapHoctn HVR—
L1, HVR-L2 u HVR-L3 antutena AL2p-19. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTHTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyro o menbiei mepe 85%, no mensbieit Mepe 86%, no meHbieii mepe 87%, mo
MeHbliel mepe 88%, no meHbiuel Mepe 89%, no mMeHblieil Mepe 90%, o MeHb1uel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel Mmepe
95%, no menbiueit Mmepe 96%, no menblieit mepe 97%, no meHblueil Mmepe 98%, Mo MeHbLIEH

mepe 99%., wmm 100% HUOEHTUYHOCTH € AaMHUHOKHCJIOTHOH IIOCJIELOBATEIbHOCTHIO
2
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BapuabeNbHOrO JOMeHa TsDKeJnoW unenu adHturena AL2p-19 wumm ¢ aMUHOKHMCIOTHOH
nocaenosatenbHOCTEI0 SEQ ID NO: 42, u copeprkalnyro 3aMeHbl (Hanpumep, KOHCEPBAaTHBHbIE
3aMEHbl, MHCEPLIMU WJIN JIeJIELUHU [0 CPaBHEHUIO C pe(epeHCHON IMOCIenoBaTeIbHOCThIO), HO
anTi—-TREM?2 aHTHTENO, BKIIOYAIOIIEE TAKYH IMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajus3anu, B odmeit cnoxxHoctu ot 1 1o 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, WWIM JeNeTHPOBAHO B AaMHUHOKHCIOTHOH
IIOCJIEIOBATEIbHOCTH  BapuaOeNbHOro JoMeHa Tspkenod unenu anturena AL2p—19 wmm
amuHOKHUCIOTHOHN nocnenosarenbHOCTH SEQ ID NO: 42, B HEeKOTOpBIX BapUaHTaxX peaju3aLiii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMELIEHO, BCTABJICHO, W/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCHENOBATEIbHOCTH BapuabeIbHOrO IOMEHAa TSDKENION Lenu aHTUTena
AL2p-19 wnu amunokucnotHoil mnocienosatenbHocTH SEQ ID NO: 42, B HekoTOpbIX
BapHUAHTAX peaJM3aLUH, 3aMEHbl, HHCEPLIUU WJIN JEJIeLHUN PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX pean3alliy, 3aMEHbI, HHCEPLIUH HITH JEIeLUN
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbrHo, anTu—TREM2 aHTHTENO COHNEPKHT

nocnenoBarenpbHocTh  VH  antutema AL2p-19 wim SEQ ID NO: 42, Bxmoyas

,
NOCTTPAHCISIIUOHHBIE MOAM(HUKALNN 3TOH IMOCIENOBATENbHOCTH. B KOHKPETHOM BapHaHTe
peamm3annu, VH conmepxut ommH, nsa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHON
nocienosarenbHoctd HVR-H1 anTurena AL2p—19, (b) aMuHOKHCIOTHO! MOCI€0BAaTENBHOCTH
HVR-H2 anturena AL2p-19, u (c) amuHOoKucnoTHOI nocnenosatenbHoctd HVR-H3 anTHTena
AL2p-19. B Hexoropbix BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena no naHHOMY
M300pETeHNI0 BKJIIOYAIOT TOCIEIOBATENIbHOCTh BapuadeapbHOro aomeHa Jjerkod mermu (VL),
UMEIOLIYI0 MO0 MeHblueil mepe 85%, mo menbluell mepe 86%, mo Menbiieil Mepe 87%, mo
MeHbIel mepe 88%, nmo menbineii mepe 89%, nmo menbleit Mepe 90%, Mo MeHblel mepe 91%,
1o MeHblneil mepe 92%, no Menslueilt mepe 93%, no menbliel mMepe 94%, Mo MeHblIEeH Mepe
95%, no menblueil Mmepe 96%, o meHbliel Mepe 97%, no MeHbluel Mepe 98%, Mo MeHbLIEH
mepe 99%, wumum  100%  HMOEHTUYHOCTH C aMHUHOKUCJOTHOM  IMOCJIENOBATENIbHOCTHIO
BapuabenpbHOro JOMeHa Jierkoi wenu antutena AL2p—19 wnm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 98, u comeprkarnyro 3aMeHbl (HanpuMmep, KOHCEPBAaTHBHbIE
3aMEHbI, MHCEPLIMH WJIN JIEJICHUU M0 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBs3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WIM JAENETHPOBAHO B aAMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabenpHOrO JOMeHa Jierkoi uenw aHturena AL2p—-19 wmm
aMuHOKHCIIOTHOU mocsenoBatenbHocTU SEQ ID NO: 98. B HEeKOTOPBIX BapHaHTaxX peaiu3aiui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMEIIEHO, BCTABJICHO, W/UJTN AEJIETHPOBAHO
B AMUHOKHCJIOTHOW ITOCIIENOBATEIBPHOCTH BapHUabENbHOrO JIOMEHA JIETKOM LenH aHTUTeNa
AL2p-19 wunu amusokucinotHoil mnocienosatenbHocTH SEQ ID NO: 98. B HekoTOpbIX
BapUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLIUN WU JIEeLUN PacroiokeHsl B odnactsix BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTaxX peasu3aliy, 3aMEHbI, NHCEPLIUH WU JeJIelun

pacionoxenel Ha FR-yuactkax. HeobGszatenbno, antu—TREM2 aHTHTENnO Conmep:kut
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nociaenosarenbHocTe VL antutena AL2p-19 wumum SEQ ID  NO: 98, Bxmouas

>
NOCTTPAHCIISIIUOHHBIE MOAM(UKALNN 3TOH IOCIENOBATEIbHOCTU. B KOHKPETHOM BapuaHTe
peammsanmu, VL conmepkut oauH, asa win Tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHMCIOTHOMN
nocnenosarenbHoctTd HVR-L1 anturena AL2p—19, (b) aMMHOKHCIOTHON MOC/IEA0BATENBHOCTH
HVR-L2 anturena AL2p-19, u (c¢) amuHokucaoTHol nocnenosatenbHocTd HVR-L3 anturena
AL2p-19.

[0177] B nHexotopeix Bapuantax peanusauuu, aHTH—TREM?2 anTHTEna mo naHHOMY
U300pETEHHUIO COZepIKaT BapuabeNbHbIN JOMEH JIErKOW Lenu U BapuabebHbIi JOMEH TSHKeOH
Lenu, TpPU OSTOM BapHAOENbHBIM JOMEH TSDKEJIOH LeNH CONEPKUT aMHHOKHUCIOTHYIO
MOCJIEIOBATEIPHOCTh ¢ MO MeHbineld mepe 85%, mo MeHbliel mepe 86%, MO MeHbLIeH Mepe
87%, no menbiueit mepe 88%, mo menbIne mepe 89%, nmo menbiueit mepe 90%, MO MeHbIIEH
mepe 91%, no menbiueii mepe 92%, mo MeHbuiel mepe 93%, mo menbluell mepe 94%, mo
MeHblel Mepe 95%, no menbiueil Mepe 96%, 1o MeHblIel mMepe 97%, no meHbiuell Mepe 98%,
no Mesblueit Mepe 99%, unu 100% HUAEHTUYHOCTH ¢ AMHUHOKHCJIOTHON IMOCIEA0BATENbHOCTHIO
BapuabeNpbHOrO JOMeHa TsDKenoW unenwn adHturena AL2p-20 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcThI0O SEQ ID NO: 42; w/unu BapraOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIJIOTHYIO TIOCTIEOBATENIbHOCTD € MO MeHblIel mepe 85%, mo menbinei mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, o mensbiuel Mmepe 90%,
no Mesblueil Mepe 91%, no Mmenblueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no menbeit Mmepe 95%, no meHblueilt Mepe 96%, o meHblieilt Mepe 97%, Mo MeHbLIelH
Mepe 98%, mno wmenbwedt mepe 99%, wunmu 100% MIEHTMYHOCTH C AMUHOKHUCIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHaleNbHOro noMeHa Jierkod menu adturena AL2p-20 wmm ¢
aMUHOKHUCJIOTHON mnocaenoBaTenbHOCThi0 SEQ ID NO: 96. B HekoTOprIX BapHaHTax
peanmusanuy, aHTH—TREM?2 aHTHTENna 1O NAaHHOMY H300pPETEHHUIO COAepKaT BapHaOeIbHbIH
JOMEH TSDKEJION LeNH, BKJIIOYAIOLIUN aMHUHOKHMCIOTHYIO IOCIEN0BATENIbHOCTb C MO MEHBLIEH
mepe 85%, mo menbiuedi mepe 86%, mo MeHbiueir mepe 87%, mo meHsbiel mepe 88%, mo
MeHblel mepe 89%, no menbiueii mepe 90%, no MmeHblieit mepe 91%, o MeHbIuel Mepe 92%,
no Mesblueil Mepe 93%, no menblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, mo menbinei mepe 97%, nmo menbineir mMepe 98%, mo menbiuei mepe 99%, wiu 100%
UJICHTUYHOCTH C aMHUHOKHCJIOTHOW MOCJIENOBATEIBHOCTHIO BapHaOEIbHOTO JTOMEHA TSDKEION
uenu antutena AL2p—20 umm ¢ amuHOKUCI0THOH nocnenoBarenbHOCTh0O SEQ ID NO: 42, npu
5TOM BapuaOeNbHBII JOMEH TSDKEJOH LEenH BKII0YAeT aMHHOKHCIIOTHBIE TOCIIENOBATENbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—20. B HeKkOTOpbIX BapuaHTax peasu3allly,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEpIKaT BapHaOeNbHbIH TOMEH JIErKOH
LeMNY, BKJIIOYAIINI aMUHOKHUCIIOTHYIO TOCJEI0BATEbHOCTh C MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no meHblueil Mepe 87%, o MeHbliei mepe 88%, no menbiueii Mepe 89%,
no Mesblueil Mepe 90%, no MeHblueil Mepe 91%, no MeHblueil Mepe 92%, MO MeHblIel Mepe
93%, no menbiueit Mmepe 94%, no menblieit Mepe 95%, no meHblei Mepe 96%, MO MeHbIIEH
mepe 97%, no menpiieil mMepe 98%, nmo menbuiein Mepe 99%, unu 100% uHAEHTUYHOCTH C

AMHUHOKHUCJIOTHONH TIOCJIEIOBATEIbHOCTBIO BapHa6eanoro JIOMEHa JIeTKOM IIeMu aHTUTesa
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AL2p—20 wnu ¢ amuHOKUCHOTHOM mnocaenosarenbHOCTh0 SEQ ID NO: 96, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LIeMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p—20. B HeKOTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT IOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW Lenu
(VH), umeromyto no menbineii mepe 85%, no menbiueii mepe 86%, no meHsbluei mepe 87%, 1o
MmeHbleil mepe 88%, no menblel Mepe 89%, no menbiueil mepe 90%, no mensiueil mepe 91%,
1o MeHblneil mepe 92%, no menslueil Mmepe 93%, no menbliel Mepe 94%, Mo MeHblIeH Mepe
95%, no mensbIueit mepe 96%, no MmeHbinet mMepe 97%, nmo meHsbieil mepe 98%, MO MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AaMUHOKHCJIOTHOW  IOCJIENOBAaTEIbHOCTHIO
BapuabeNbHOrO JOMeHa TspKeJnoW uenu adHturena AL2p-20 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTIO SEQ ID NO: 42, u copeprkartnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIEJIeUHU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIFOYANOIIEe TAKyHK MOCIEIOBATEIbHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHUCJIOT OBUIO 3aMELICHO, BCTABJIEHO, WM JAENEeTHPOBAHO B aAMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenod wenw anturena AL2p-20 wm
amuHokucnoTHoH nocnenosatenabHocTd SEQ ID NO: 42, B HeKOTOpbIX BapUaHTax peajiu3aLui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJICHO, W/UJTU AEJIETHPOBAHO
B aMHUHOKHCJIOTHOH IOCIIEIOBATEIbHOCTH BapuaOeIbHOrO AOMEHA TSDKENOM IenH aHTUTENa
AL2p-20 wunu amuHokuciaoTHON mnocaenosatenbHocTH SEQ ID NO: 42, B HekoTOpbIX
BapUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLUU WU JIEeJEeLUN PacroiokeHsl B oonactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaxX peau3aliy, 3aMeHbl, THCEPLIMH WM JIENeILUH
pacronokeHbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTUTENO COAEPXKHT
nocnenosatenbHOCTs  VH  antutena AL2p—20 wmm  SEQ ID NO: 42, Brmoyas
NOCTTPAHCIISLMOHHbIE MOAM(UKAIIMY 5TOW IIOCHIENOBATENBPHOCTU. B KOHKPETHOM BapuaHTe
peammzanmu, VH conepxut ommH, nBa wiu Tpu HVR, BeIOpaHHBIX H3: (2) aMHHOKHCJIOTHOMN
nocienosarenbHoctd HVR-H1 anTurena AL2p-20, (b) aMUHOKUCIIOTHOI MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—-20, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTena
AL2p-20. B HexoropbIx BapuaHTax peanusauuy, aHTU—TREM2 aHTuTENna mno ngaHHOMY
U300pETEeHUIO BKJIFOYAIOT TOCJIENOBATENIbHOCTh BapuadeapbHOro aomeHa jerkod mermu (VL),
UMeIoLIyI0 Mo MeHblueil mepe 85%, mo menbiuell mepe 86%, mo MeHbiieil mepe 87%, mo
MeHblIel Mepe 88%, no meHbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbiuel mepe 91%,
no MeHblueil Mepe 92%, no meHblueil Mepe 93%, no meHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbeit mepe 96%, no meHblet mMepe 97%, nmo meHbiei mepe 98%, Mo MeHbIIEH
mepe 99%, wmm  100% HMOGHTUYHOCTH C AMUHOKHCIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabenpHOro JOMeHa Jerkod wnenu aHtutena AL2p—20 wuim ¢ aMUHOKHCIOTHOH
nociaenosarenbHOCTEI0O SEQ ID NO: 96, u copeprkarnyro 3aMeHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIeJIEUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEe TAaKyHK IMOCIENOBATEIBHOCTb, COXPAHSET CIOCOOHOCTB

cBs3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanuu, B obmeit cnoxxnoctu ot 1 1o 10
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AMHHOKHUCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WIN JAENEeTHPOBAHO B aMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabenpbHOro JOMeHa Jierkod wemu aHturena AL2p-20 wim
amuHOKHUCNOTHOHN nocnenosarenbHocTd SEQ ID NO: 96. B HeKOTOpbIX BapUaHTax peaau3alii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTH AJIETHPOBAHO
B aMUHOKHCJIOTHOW IIOCIIENOBATEIbHOCTH BapuabeIbHOro JOMEHA JIETKOM ILIenMu aHTUTena
AL2p-20 wnu amuHOKMCIOTHOH mnocnenoBarenbHoctd SEQ ID NO: 96, B HekoTophIx
BapUAHTAX peaN3aluy, 3aMEeHbI, HHCEPLUH WIN JIeJIeLH PacIoyokeHbl B obnactsax BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaTU3aLfK, 3aMEHbI, HHCEPLIMH WJIH JENELHH
pacnonioxkeHbl Ha FR-yuactkax. HeoOsizarenpno, antTu—TREM?2 aHTHTENO COOEPIKUT

nocnenosatenbHocTe VL anTutena AL2p-20 wunu SEQ ID  NO: 96, Bxmouas

>
NOCTTPAHCIISIIUOHHBIE MOAM(DHUKALNK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTE
peammzanmu, VL conmepskut oxmH, aBa uian Tpu HVR, BbIOpaHHBIX u3: (a) aMUHOKHCIOTHOM
nocienosarenbHoctTd HVR-L1 anturena AL2p—20, (b) aMMHOKHUCIIOTHOH MOCIIEAOBATEILHOCTH
HVR-L2 anturena AL2p-20, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-20.

[0178] B nHexotopelx BapuaHTax peanusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
U300pETEHHUIO COAep KaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEJIOH
Lend, NPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTh ¢ MO MeHblued Mepe 85%, mo meHblueln Mepe 86%, Mo MeHblIel mepe
87%, no menbiueit mepe 88%, nmo meHblueit mepe 89%, no menbie mepe 90%, Mo MeHbIIEH
mepe 91%, no menbiueil mepe 92%, mo Menbuied mepe 93%, mo menslueln mepe 94%, mo
MeHblIel Mepe 95%, no meHblieit Mepe 96%, o Menblue Mepe 97%, no menbiueil mepe 98%,
no MeHblneit mepe 99%, unu 100% UAEHTUYHOCTH ¢ AMHUHOKHCIOTHOM IMOCIIE0BATEIbHOCTHIO
BapualbeNpHOro JOMeHa TsDkesod wenu aHturena AL2p-21 wim ¢ aMHHOKHCIOTHOH
nocnenosarenbHOCTEI0O SEQ ID NO: 43; u/unu BapuabesbHbIN TOMEH JIETKOH LEMU CONEPIKHUT
AMUHOKHCIJIOTHYIO TIOCIIEAOBATENBHOCTD ¢ MO MeHbIeil mepe 85%, mo MeHbluei mepe 86%, mo
MeHb1el mepe 87%, no menbiueii Mmepe 88%, o MeHblieil mepe 89%, o meHbiuel Mmepe 90%,
no Mmesblueil Mepe 91%, no menbiueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no mensbIueit Mmepe 95%, nmo meHbiet mepe 96%, no meHblei Mepe 97%, MO MEHbIIEH
Mepe 98%, mo wmenbmedn mepe 99%, wunmu 100% HMIEHTHYHOCTH € AMUHOKHUCIOTHOM
MOCJIEIOBATEIbHOCTBIO BapHa0eNbHOrO JOMEeHa Jierkod mernu adturena AL2p-21 wmm ¢
aMUHOKHUCJIOTHON mnocnenosarenbHocTeio SEQ ID NO: 100. B HekoTOphIX BapuaHTax
peamm3anmu, aHTH—TREM2 aHTHUTeNna mo AaHHOMY H300pPETEHHIO conepkaT BapuaderbHBIN
JIOMEH TSDKEJOHN LieNH, BKJIIOYAIOLIUN aMUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHBbLIEH
mepe 85%, mo menblueil mepe 86%, mo MeHbuield mepe 87%, mo menbluell mepe 88%, mo
MeHblel mepe 89%, no menbiueil Mepe 90%, o MeHbliei mepe 91%, no MeHbluel mepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel Mepe
96%, no menbluel mMepe 97%, nmo Mmenbiueir Mepe 98%, nmo menbiuei mepe 99%, wiu 100%
UJIGHTHYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAaOENIbHOIO JOMEHA TSKENOMH

uenu antutena AL2p—21 unu ¢ amuHOkucaoTHOH nocnenoBarenbHOCThI0O SEQ ID NO: 43, npu
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5TOM BapuaOeNbHBIN JOMEH TSDKEJOH LenH BKIIOYAeT aMHHOKHCIIOTHbIE MOCIIEN0BATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p-21. B HexkOTOpBIX BapuaHTax pean3alluy,
anTui—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp:KaT BapHaOeNbHbIH TOMEH JIErKon
LN}, BKJIIOYAKOLUNA aMHHOKHUCJIOTHYIO IOCJIENOBATENbHOCTh € MO MeHblued mepe 85%, mo
MeHbIel mepe 86%, o menbineii mepe 87%, o MeHblieit mepe 88%, o meHbIuel mepe 89%,
no MeHbineit mepe 90%, no mensiueil mepe 91%, no MeHsbiuei Mmepe 92%, nMo MeHbLIEH Mepe
93%, no menbInel Mepe 94%, no Menbiueii Mepe 95%, o MeHbliel Mepe 96%, MO MeHbLIeH
mepe 97%, no meHbineir mepe 98%, mo menbuieir mepe 99%, wnu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATEIbHOCTBIO BapHA0OENIbHOTO JIOMEHA JIETKOH Lenu aHTUTeNa
AL2p-21 wunu ¢ amuHOKHCIOTHOW mnocnenosareabHocTi0 SEQ ID NO: 100, mpu sTom
BapuadeNbHBIA TOMEH JIETKOH LIeMH BKIFOYAaeT aMUHOKHCIIOTHBIE mocienoBarenpHocTH HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p-21. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM2 aHTUTENO COAEPKHUT MOCIENOBATENbHOCTh BapuabeNbHOrO JOMEHA TSDKENOH Lenu
(VH), umeromyro mo menbineii mepe 85%, o mensineii Mmepe 86%, o mensiuei mepe 87%, 1o
MeHblIel Mepe 88%, no menbiuell Mepe 89%, o MeHblieil mepe 90%, no meHbiuel Mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no menbiuell Mepe 94%, no MeHbleH Mepe
95%, no menbiueit mepe 96%, no meHblet mepe 97%, no meHbiei mepe 98%, MO MeHbIIEH
mepe 99%, wumm  100%  HMOEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJEAO0BAaTEIbHOCTBHIO
BapuabeNpbHOrO JOMeHa TsDKenoW wenu aHturena AL2p-21 wumm ¢  aMUHOKHUCIOTHOH
nocienosarenbHOCTI0 SEQ ID NO: 43, u copeprkalnyro 3aMeHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMU HJIM JIeJIELUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAaKyH IMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanu, B odueit cnoxxnoctu ot 1 1o 10
AMHMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, WWIM JEeNeTHPOBAHO B AaMHUHOKHCIOTHOH
IIOCJIEIOBATEIbHOCTH  BapuaOeNbHOro JOMeHa Tspkenod unenu anturena AL2p-21 wm
aMUHOKHCIIOTHOM mocnenoBatenbHOCTH SEQ ID NO: 43. B HEKOTOpBIX BapuaHTaxX pean3aliiy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMELIEHO, BCTABJICHO, U/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCJENOBATEIbHOCTH BapuaOeIbHOrO IOMEHAa TSDKENOH Lenu aHTUTena
AL2p-21 wnu amuHokucnotHoil mnocienosatensHoctd SEQ ID NO: 43. B HekoTopbIX
BapHUAHTAX pPeaJM3alUH, 3aMEHbl, HHCEPLUU WU JEJIeLHUH PacroiokeHbl B odnacTsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaTU3aLfH, 3aMEHbl, HHCEPLIMH WJIH JENEIHH
pacrionokeHbl Ha FR—yuactkax. HeoOszatenbno, antn—TREM2 aHTHTENnO CoOmep:kuT

nocnenosatenbHocTe  VH  antutena AL2p-21 wumm SEQ ID NO: 43, Bxmodas

,
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNN 3TOW IOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTE
peamm3annu, VH conmepxut oxmH, na wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHON
nociaenosarenbHoctTd HVR-H1 anTurena AL2p-21, (b) aMUHOKHUCIOTHOH MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p-21, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTena
AL2p-21. B HexoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno naHHOMY
M300pETEeHNI0 BKJIIOYAIOT MOCIEAO0BATEIbHOCTh BapualenpHOro aomeHa jerkoil memu (VL),

UMEIOLIYI0 Mo MeHblueil mepe 85%, mo menbluell mepe 86%, mo MeHnbiiei mepe 87%, mo



121

MeHbliel mepe 88%, no menbiuell Mepe 89%, o MeHbleil Mmepe 90%, no mensbiuel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mmepe 94%, Mo MeHblIel Mepe
95%, no menbluel Mepe 96%, no MeHbluell Mepe 97%, no MeHbluell Mepe 98%, Mo MeHblIel
mepe 99%, wumm  100% HMAEHTUYHOCTM C  AMHUHOKUCJIOTHOM  IOCJEAOBATEIbHOCTBHIO
BapuabenpbHOro JOMeHa Jerkod unenu antutena AL2p-21 wumm ¢ aMHUHOKHMCIOTHOM
nocnenosarenbHOCTHI0 SEQ ID NO: 100, 1 comepskainyro 3aMeHs! (HaIpuMep, KOHCEpBAaTHBHbIE
3aMeHbl, MHCEPLUU WIN JeNIE[UN 10 CPABHEHUIO C peepeHCHON IOCIeN0BATENbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIHOYAIOIIEE TAKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B oowmeil cinoxkHoctu ot 1 no 10
AMHHOKHUCJIOT OBbUIO 3aMELIeHO, BCTABJIEHO, W/WINM JEJNETHPOBAHO B AMHHOKUCIIOTHOMH
NOCJIEIOBATEIbHOCTH ~ BapuabeapbHOro JOMeHa Jierkod uenu aHturena AL2p-21 wm
amMuHOKHUCIOTHON nocnenosatensHoctd SEQ ID NO: 100. B HekoTOpbIX BapuaHTax
peanu3anuu, B OOMIEH CIOXKHOCTU OT 1 10 5 aMHHOKHCIIOT OBLIO 3aMelIeHO, BCTABJICHO, U/HITH
JENEeTHPOBAHO B AMHUHOKHCIIOTHOH MOCJIENOBATENbHOCTH BapHAaOEIbHOTO TOMEHA JIETKOH Lenu
anturena AL2p—21 wunum amuHOKMCIOTHOH mnocnepoBarenbHocT SEQ ID NO: 100. B
HEKOTOPBIX BapUAHTAX PEAN3aLlNH, 3aMEHbI, HHCEPLIH UJIH JEJICLUH PACIIOIOKEHbI B 00JIACTIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKkoTOphIX BapuaHTax peann3aliy, 3aMeHbl, HHCEPLHH
wii aenenun pacnonoxkeHbl Ha FR-yuactkax. HeoOszatenbHo, antu—TREM2 anTHTENO
conepxut mnocnaenosarenbHocTh VL anturena AL2p-21 wnmu SEQ ID NO: 100, Bkmrouas
NOCTTPAHCIISILIUOHHBIE MOAM(DUKALNK 3TOH IOCIENOBATEIBHOCTU. B KOHKPETHOM BapuaHTe
peammsauuu, VL conmepskut oamH, aBa uiau Tpu HVR, BbiOpanHbIX n3: (a) aMHHOKHUCIOTHOMN
nocnenosarenbHoctTd HVR-L1 anturena AL2p-21, (b) aMMHOKHCIOTHOM MOC/IEA0BATENBHOCTH
HVR-L2 anturena AL2p-21, u (c¢) amuHOokucaoTHON nocnenoBatenbHocTd HVR-L3 anturena
AL2p-21.

[0179] B HexoropbIx BapuaHTax peanuszauuy, antu—TREM?2 aHTuTEna mno AaHHOMY
U300pETEHHUIO COZepIKaT BapuabeNbHbIN JOMEH JIETKOW ey U BapuabebHbI JOMEH TSHKeOH
Lend, TPU OSTOM BapHAOENbHBIM JOMEH TSDKEJIOH LeNH COACPKUT aMHHOKHUCIOTHYIO
MOCJIEIOBATENBHOCTE C MO MeHbInel Mepe 85%, mo MmeHblueil mepe 86%, Mo MeHbluel Mepe
87%, no menbluel Mepe 88%, mo MeHbleil mepe 89%, no MeHbieit mepe 90%, no mMeHblIeH
mepe 91%, nmo menbiueil mepe 92%, mo MeHbliel mepe 93%, mo meHbiuel mepe 94%, mo
MeHblel Mepe 95%, no menbiueil Mepe 96%, 1o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCJIOTHON IMOCIEA0BAaTENbHOCTBIO
BapuabeNbHOrO JOMEHa TsDKeJNoW uenu aHturena AL2p-22 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0O SEQ ID NO: 44; w/unu BapnaOenbHbI JOMEH JIETKOW LEMH CONEPIKUT
AMUHOKHCJIOTHYIO NOCJIEI0BATENBHOCTD C 1O MeHblel mepe 85%, no MeHbiei Mepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, o mensbiuel Mepe 90%,
no Mesblueil Mepe 91%, no menbiueil Mepe 92%, no menblueil Mepe 93%, MO MeHblIEH Mepe
94%, no menbiuel Mepe 95%, no Menbluell Mepe 96%, o MeHbluell Mepe 97%, MO MeHblIeH
Mepe 98%, mno wmenbwedt mepe 99%, wumu 100% MIEHTMYHOCTH C AMUHOKHUCIOTHOM

IIOCJIEIOBATEIbHOCTBIO BapHa0eNbHOro JOMeHa Jierkod uenu aHturena AL2p-22 wmm ¢
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aMUHOKHUCJIOTHON mnocnenoBarenbHocTeio SEQ ID NO: 101. B HexkoTOpbIX BapuaHTax
peammsanyy, aHTH—TREM2 aHTHuTena mo QaHHOMY H300pPETEHHIO COAepkKaT BapuaberbHBIN
JOMEH TSDKEJON LIeNH, BKJIIOYAIOLUN aMUHOKHCIOTHYIO MOCJIEAOBATEIbHOCTh C MO MEHbIIEH
mepe 85%, mo menblueill mepe 86%, mo Menbuield mepe 87%, mo mensluell mepe 88%, mo
MeHbIel mepe 89%, o menbiueii mepe 90%, o MeHbleit mepe 91%, o meHbuel mepe 92%,
no MeHblneit mepe 93%, no menslueil Mmepe 94%, no menbliel mMepe 95%, Mo MeHblIeH Mepe
96%, no menbuIeit mepe 97%, no MeHblieil mepe 98%, mo meHbliei mepe 99%, unu 100%
UJICHTHYHOCTH C aMHUHOKHCJIOTHOW TMOCJIEeOBATEIbHOCTBIO BAPHAOENIBbHOTO JOMEHA TSIKENOM
uenu antutena AL2p—22 wnu ¢ amuHOKUCI0THOH nocnenoBarenbHOcThi0O SEQ ID NO: 44, npu
5TOM BapuaOeNbHbII JOMEH TSDKEJIOH LEenu BKIFYAaeT aMHHOKHCJIOTHBIE MOCISIOBATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—22. B HekOTOpBIX BapuaHTax pealu3alluy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEPIKaT BapHaOeNbHbIH TOMEH JIErKOH
L[eNH, BKJIIOYAKOIUN aMUHOKUCIOTHYIO IOCJENOBAaTEeNbHOCTh C MO MeHblled Mepe 85%, mo
MeHblIel Mepe 86%, no meHblueil Mepe 87%, 1o MeHblieil mepe 88%, o meHbiuel Mepe 89%,
no MeHblueil Mepe 90%, no MmeHblueil Mepe 91%, no meHblueil Mmepe 92%, MO MeHblIel mepe
93%, no menblueit mepe 94%, no meHsblIei Mepe 95%, no meHbiel Mepe 96%, Mo MeHbLIeH
mepe 97%, no menbiieil Mepe 98%, nmo menbuieir Mepe 99%, unu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENbHOCTBIO BapHAaOENbHOTO JOMEHA JIETKOH LeNH aHTUTeNna
AL2p—22 wunu ¢ aMuUHOKHCJIOTHOM mnocnenosarenbHocTi0 SEQ ID NO: 101, nmpu sTom
BapuabeNbHBIA TOMEH JIETKOH LeMU BKJIIOYaeT aMMHOKHUCIIOTHBIE mocienoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p—22. B HEKOTOpBIX BapuUaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT IOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJNIOW LenH
(VH), umeromyto mo menbineii mepe 85%, no menbiueii mepe 86%, mo mensbiuei mepe 87%, 1o
MmeHblel mepe 88%, o menblel Mepe 89%, no mensbiueit mepe 90%, no mMenblel Mepe 91%,
1o MeHblneil mepe 92%, no menslueil mepe 93%, no meHbliel mMepe 94%, Mo MeHblIeH Mepe
95%, no mensblueit Mmepe 96%, o meHbleit Mepe 97%, no meHbinel Mepe 98%, Mo MeHbLIEH
mepe 99%, wumm  100% HMOEGHTUYHOCTM C AMUHOKHCJIOTHOW  IOCJIENOBATEIbHOCTBHIO
BapuabENbHOrO JOMEHa TsDKeJoW uenw aHturena AL2p-22 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTIO SEQ ID NO: 44, u comeprkartnyro 3aMeHbl (HanpuMmep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH I NEJEeLHH 10 CPAaBHEHUIO C pedepeHCHOH MOCIeN0oBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYHO TMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B odmeii cioxxkHocty ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINW JEeNEeTHPOBAHO B AMHHOKHCIIOTHOMH
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenoW uenw aHturena AL2p-22 wm
aMuHOKHCIIOTHOU mocnenoBatenbHocTU SEQ ID NO: 44. B HEKOTOPBIX BapHaHTaxX peaiu3ailui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKUCIIOT OBUIO 3aMEIIeHO, BCTABJIEHO, W/HITH ASJIETHPOBAHO
B aMHUHOKHCJIOTHOH IOCIIEOBATEIbHOCTH BapHaOeIbHOrO AOMEHAa TSDKENON LenH aHTUTeNna
AL2p-22 wnu amuHOKkucIOTHON mnocaenoBatenbHocTH SEQ ID NO: 44, B HekoTOpbIX
BapUAHTaX peaJn3alliy, 3aMEHbl, HTHCEPLIUN MU JeJIeUN pacroiokeHsl B odnactsx BHe HVR

(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapHaHTaX peanu3aliy, 3aMEeHbl, HHCEPLUU WUJIH JeJIeIHH
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pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbro, antu—TREM2 aHTHTENO COmEpKHUT

nocnenosarenbHocTh  VH  anturena AL2p-22 wm SEQ ID NO: 44, Bxmoyas

>
MNOCTTPAHCIISLMOHHBIE MOAM(UKALMU 3TOH IOCIENOBATEIbHOCTH. B KOHKPETHOM BapHaHTe
peammsauny, VH conmepxut oauH, nasa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHMCIOTHOMN
nocinenosarenbHoctTd HVR-H1 anturena AL2p-22, (b) aMUHOKUCIOTHOI MOCIE0BATENbHOCTH
HVR-H2 anturena AL2p-22, u (c) amuHOKUCIOTHOH nocienosarensHoctu HVR-H3 anTurena
AL2p-22. B HekoTOpbIX BapuaHTax peanusauuy, aHTu—TREM?2 aHTuTENna mno naHHOMY
H300pEeTEHNI0 BKJIFOYAIOT IOCJIEIOBATEIbHOCTh BapuabenbHOro nomeHa Jyerkor wnemu (VL),
UMEIOIIYI0 Mo MeHblueil mepe 85%, mo meHbiell mepe 86%, mo MeHbiuneil mepe 87%, mo
MeHblIel mepe 88%, nmo menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbIuel Mepe 91%,
no MeHblueil Mepe 92%, no Mmenblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbiel Mepe 96%, no mMeHblueil Mepe 97%, no MeHblueil Mepe 98%, Mo MeHbLIe
mepe 99%, wmm  100% MOGHTUYHOCTH C AMUHOKHCIIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabeNbHOrO JOMeHa Jierkoi wmenu antutena AL2p—22 wim ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcThI0 SEQ ID NO: 101, u comepskaryro 3aMeHbl (HapuMep, KOHCEPBATHBHBIE
3aMEHbI, HHCEPLMU I JIEJIELUH [0 CPABHEHUIO C pedepeHCHOI MOCIenoBaTeIbHOCTHI0), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKYI MOCIEHOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
cBsi3biBaThesl ¢ TREM2. B HekOTOpBIX BapuaHTax peajm3anui, B obmeil cnoxkHoctu ot 1 1o 10
AMHHOKHCJIOT OBbUIO 3aMEILIEHO, BCTABJIEHO, W/WIN MENeTUPOBAHO B aAMHUHOKHUCIOTHOH
NOCJIEIOBATENIbHOCTH ~ BapuabenpbHOro JOMeHa Jierkod uenu aHturena AL2p-22 wim
amMuHOKHUCIOTHON nocnenoBatenbHoctd SEQ ID NO: 101. B  HekoTOpbIX BapuaHTax
peanu3auuu, B OOIIeH CIOXKHOCTH OT 1 70 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABJIEHO, W/WJIH
JeNeTUPOBAHO B AMHUHOKUCIIOTHON MOCJIEN0BATENbHOCTH BapHaOeNbHOrO TOMEHA JIETKOH Lienu
anturena AL2p-22 wunm amuHOKMCIOTHOM mnocnenosarenbHocTy SEQ ID NO: 101. B
HEKOTOPBIX BAPHUAHTAX PEaU3alM, 3aMEHbI, HHCEPIIMU WU JIEJIELIN PACIIONIOKEHbI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEKOTOpBIX BapHaHTaX peau3allfy, 3aMEeHbl, UHCEPLUH
wii aenenun pacrnoioxkenbol Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTHTENO
conepxut mnocienosarenbHocTh VL anturena AL2p-22 wmm SEQ ID NO: 101, Bkmouas
NOCTTPAHCIISIUOHHBIE MOAM(HUKALMY 3TOH MOCIEAOBATENILHOCTH. B KOHKPETHOM BapHaHTe
peammzanmu, VL conmepskut oamH, aBa win Tpu HVR, BeiOpaHHBIX M3: (a) aMHHOKHUCIOTHOH
nocienosarenbHoctTd HVR-L1 anturena AL2p—22, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENIbLHOCTH
HVR-L2 anturena AL2p-22, u (¢) aMmuHOKHCIOTHON nocnenoBaTenpHocTd HVR-L3 anturena
AL2p-22.

[0180] B nexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
U300pETEeHHUIO CoIepsKaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEJIOH
Lend, NPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEI0BATENBHOCTE C MO MeHbluel Mepe 85%, mo MeHblueill mepe 86%, Mo MeHblIeH Mepe
87%, no menbluel Mepe 88%, nmo MeHblueil mepe 89%, no Menbuieil mepe 90%, no meHblIeH
Mmepe 91%, no menbiueili mepe 92%, mo Menbuied mepe 93%, mo mensluell mepe 94%, mo

MeHblel mepe 95%, no Menbliel Mmepe 96%, no menblueil Mepe 97%, o mMenbinei mMepe 98%,
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no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCJIOTHON MOCIEA0BATENbHOCTHIO
BapuabeNpbHOrO JOMEHa TsDKeNnoW unenu adHturena AL2p-23 wunm ¢ aMUHOKHMCIOTHOH
nocienosarenbHOCThI0O SEQ ID NO: 45; w/unu BapnaOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIJIOTHYIO TOCIEA0BATENbHOCTD ¢ MO MeHbIei Mepe 85%, no Menbiuei Mepe 86%, mo
MeHbIel mepe 87%, no menbineii mepe 88%, o MeHblieit mepe 89%, o meHbIuel mepe 90%,
no MeHblneit mepe 91%, no mensiueil mepe 92%, no mensle Mepe 93%, Mo MeHbIIEH Mepe
94%, no menbInel Mepe 95%, mo menbiueili Mepe 96%, o MeHbliel Mepe 97%, MO MeHbLIeH
Mepe 98%, mo wmenbmed wmepe 99%, wunmu 100% HMOEHTMYHOCTH € AMUHOKHCIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHa0eNIbHOTO JOMEeHa Jierkod 1enu anturena AL2p-23 wmm ¢
aMUHOKHUCJIOTHONH mnocnenoBaTenbHocTei0o SEQ ID NO: 96, B HekoTOphIX BapuaHTax
peammzanyu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETeHHIO COAepKaT BapuaderbHBINR
JIOMEH TSDKEJON LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATEIbHOCTh C MO MEHBbLIEH
mepe 85%, mo menblueill mepe 86%, mo MeHbuieil Mepe 87%, mo meHbluell mepe 88%, mo
MeHbuIel Mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no meHbiuel Mmepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbineir mepe 97%, no mensmei Mepe 98%, nmo menbiueir mepe 99%, umm 100%
UICHTHYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOIO JOMEHA TSDKENOH
uenu antutena AL2p—23 unu ¢ amuHOKUCI0THOH nocnenoBarenbHOCTh0 SEQ ID NO: 45, npu
5TOM BapuaOeNbHbII AOMEH TSDKEJNOH LEenH BKIIOYAaeT aMUHOKHUCIIOTHBIE MOCIENOBATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—23. B HekOTOpBIX BapHaHTax peajn3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH IOMEH JIErKon
LeNH, BKJIIOYAKOLUNA aMHUHOKHUCIOTHYIO IOCJIENOBATEeNbHOCTh ¢ MO MeHbllued mepe 85%, mo
MeHbIel mepe 86%, o menbinell Mepe 87%, nmo meHblieil Mepe 88%, o MeHbIuel Mepe 89%,
no MeHblneit mepe 90%, no mensiueilt mepe 91%, no menbuiel mepe 92%, Mo MeHblIeH Mepe
93%, no menblueil Mmepe 94%, no mMenbliel Mepe 95%, no MeHbluel Mepe 96%, MO MeHbIIEH
mepe 97%, no meHbiieil mepe 98%, mo menbueil mepe 99%, umn 100% wuAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATEIbHOCTBIO BapHaOeNbHOTO JOMEHa JIETKOH LeNH aHTUTeNla
AL2p-23 wnmu ¢ amuHOKUCIOTHOM mocaenosarenbHocThi0 SEQ ID NO: 96, mpu sTom
BapuadeNbHBIA TOMEH JIETKOH LIeMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBareabHocTd HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p-23. B HeKOTOpBIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), umeromyro mo menbineii mepe 85%, o mensiueii Mmepe 86%, o mensinei mepe 87%, 1o
MeHblIel Mepe 88%, no menbiueil Mepe 89%, no MeHblieil mepe 90%, o MeHb1el mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbeit Mmepe 96%, no meHblet mMepe 97%, no meHblueil mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTH C  aMMHOKUCJIOTHOM  IOCJIENOBAaTENbHOCTBIO
BapuabeNbHOrO JOMeHa TsDKenoW unenu adHturena AL2p-23 wunm ¢ aMUHOKHMCIOTHOH
nociaenosarenbHOCTEI0 SEQ ID NO: 45, u copeprkarnyro 3ameHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbl, HHCEPLIMU HJIN JIeJIELUU 10 CPABHEHUIO C pe(epeHCHON IMOCIenoBaTeIbHOCThIO), HO

anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAaKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
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csi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B obmeii cinokHoctu ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WINW JAENEeTHPOBAHO B aMHHOKHCIOTHOM
IIOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenoW uenu aHturena AL2p-23  wim
amuHOKuCNOTHOHN nocnenosarenbHocTH SEQ ID NO: 45. B HEeKOTOpBIX BapUaHTax peaau3alui,
B 001IeH CIOKHOCTU OT 1 10 5 aMUHOKHCIIOT OBUIO 3aMEIEHO, BCTABJIEHO, W/WIIN AEIETUPOBAHO
B AMHMHOKHCJIOTHOH IOCIEeOBATEIbHOCTH BapuabeNbHOrO IOMEHA TSDKEJIOH IIerd aHTHTeNa
AL2p-23 wnu amuHOKMCIOTHON mnocnenoBatenbHoctd SEQ ID NO: 45, B HekoTOphIX
BapHUAHTAX PEeaJM3aLUH, 3aMEHbI, HHCEPLIUU WU JEJeLHUN PacroiokeHbl B obnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapuaHTaX pean3alliy, 3aMEeHbI, MHCEPLH WU eIeLUN
pacrnonioxkeHbl Ha FR-yuactkax. HeoOsizatenbHo, anTu—TREM2 aHTHTENO COmEPIKUT

nocnenosatenbHocTe  VH  antutena AL2p-23 wumu SEQ ID  NO: 45, Bxmouas

,
NOCTTPAHCIISIUOHHBIE MOAM(HUKALNY 3TOH MOCIENOBATEIPHOCTH. B KOHKPETHOM BapHaHTE
peammsannu, VH conmepxut oxmH, na wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHOH
nocienosarenbHoctd HVR-H1 anTurena AL2p-23, (b) aMUHOKHUCIOTHOH MOCIEN0BATENBHOCTH
HVR-H2 anturena AL2p-23, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTENa
AL2p-23. B HexoTopbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTEna mno agaHHOMY
U300pETEeHUIO BKJIFOYAIOT TOCJENOBATENIbHOCTh BapuadeapbHOro aomeHa jerkod memu (VL),
UMEIOLIYyI0 Mo MeHblueil mepe 85%, mo menbiuell mepe 86%, mo Menbiieil mMepe 87%, mo
MeHbliel mepe 88%, no menbiuell Mepe 89%, no Menblieil Mepe 90%, o MeHblel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mmepe 94%, Mo MeHblIel Mmepe
95%, no menbieit Mmepe 96%, no meHblieit Mepe 97%, no meHbiueil mepe 98%, Mo MeHbLIEH
mepe 99%, wumm  100%  HMOEHTUYHOCTM C aMHMHOKUCJIOTHOM  IOCJIEN0BATENbHOCTBIO
BapuabenpbHOro JOMeHa Jerkod unenu antutena AL2p—23 wumm ¢ aMHUHOKHMCIOTHOM
nocnenosarenbHOCTHI0O SEQ ID NO: 96, u coneprkaliyo 3aMeHbl (Hanpumep, KOHCEpBAaTHBHBIE
3aMeHbl, MHCEPLUU WIN JeNIE[UU 10 CPABHEHUIO C peepeHCHON IOCIeN0BATENbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIKOYAIOIIEE TAKyH IMOCIEIOBATEIBHOCTh, COXPAHSIET CIOCOOHOCTD
cBsizbiBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B odmei cioxkHoctu ot 1 mo 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, WM JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATEIbHOCTH  BapuabeNnpHOrO JIOMeHa Jierko uenw aHturena AL2p-23  wim
amuHokucnoTHOH nocnenosatenbHocTH SEQ ID NO: 96. B HekoTOpbIX BapUaHTax peaju3alii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMEeNEeHO, BCTABJIEHO, W/UJTH AEJIETHPOBAHO
B aMUHOKHCJIOTHOW ITOCIIEOBATEIbHOCTH BapHaOEIbHOrO OMEHA JIETKOH Lenu aHTUTeNa
AL2p-23 wnu amuHokucinoTHON mnocienosatenbHocTH SEQ ID NO: 96. B HekoTOpbIX
BapHUAHTAX peaJM3aliH, 3aMEHbl, HHCEPLUU WIIN JEJeLHUN PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapuaHTaX peasu3alii, 3aMEeHbL, HHCEPLIUHU WU JeJelun
pacnionoxkensl Ha FR-yuactkax. HeoOsizatenbrno, antu—TREM2 aHTHTENO CONEPIKHT

nocinenosatenbHocTe VL antutena AL2p-23 wumum SEQ ID NO: 96, Bxmodas

2
NOCTTPAHCIISILUOHHBIE MOAM(UKALNK 3TOH IOCIENOBATEIBbHOCTU. B KOHKPETHOM BapuaHTe
peammsanmu, VL conmepkut omuH, asa win Tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHOMN

nocnenosarenbHoctTd HVR-L1 anturena AL2p—23, (b) aMMHOKHCIOTHOH MOC/IEA0BATENBHOCTH
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HVR-L2 anturena AL2p-23, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-23.

[0181] B nHexotopeix BapuaHTax peanusauuu, aHTu—TREM?2 anTtuTena mo naHHOMY
n300peTeHNI0 cofep KaT BapuabeNbHbIN JOMEH JIeTKOW Lenu U BapuabeNbHbI JOMEH TSDKENOH
Leny, INpU 3TOM BapUaOENbHBI JOMEH TSDKEJIOH Lenmu CONEPKUT aMHUHOKHUCIIOTHYIO
MOCJIEIOBATEIBHOCTD C MO MeHbInel mepe 85%, mo menblueidl mepe 86%, Mo MeHbIIeH Mepe
87%, no meHblIel Mepe 88%, mo MeHblueil Mepe 89%, no Menslueil Mmepe 90%, 1Mo MeHbLIeH
mepe 91%, nmo menbiuedr mepe 92%, mo MeHbiiei mepe 93%, mo mensiel mepe 94%, mo
MeHbIel mepe 95%, no menbiueil Mepe 96%, o MeHblIel Mepe 97%, no meHsIuel mepe 98%,
no Mmesblueit Mepe 99%, unu 100% HWAEHTUYHOCTH ¢ AMUHOKHCJIOTHON IMOCIIEI0BATENbHOCTHIO
BapuabENbHOTO JOMEHa TsDKeJoW uenu adHturena AL2p-24 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 46; wu/unu BapraOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATENILHOCTD € MO MeHbIel mepe 85%, mo menbinein mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, o meHbiuel Mmepe 90%,
no MeHblueil Mepe 91%, no MmeHbiueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no menbueit mepe 95%, o menbiieit Mepe 96%, o meHbleit Mmepe 97%, Mo MeHbIIEH
Mepe 98%, mo wmenbwedn mepe 99%, wunu 100% HMIEHTHYHOCTH C AMUHOKHUCIOTHOM
MOCJIEIOBATEIbHOCTBIO BapHA0EeNbHOrO JOMEeHa Jierkod menu adturena AL2p—24 wmm ¢
aMUHOKHUCJIOTHON mnocaenosBatenbHocThio SEQ ID NO: 99, B HekoTOpbIX BapHaHTax
peammzanmy, aHTH—1TREM2 aHTHTena mo QaHHOMY H300pPETEHHIO COAepkaT BapuadenbHBIN
JOMEH TSDKENOHN LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHBLIEH
mepe 85%, mo mesblueill mepe 86%, mo Menbuied mepe 87%, mo menslueln mepe 88%, mo
MeHbIel mepe 89%, no menbieil mepe 90%, o MeHblIelt mepe 91%, o MeHbIueH Mepe 92%,
no MeHblneil mepe 93%, no menslueil Mmepe 94%, no menbliel mMepe 95%, Mo MeHblIeH Mepe
96%, no meHblel mepe 97%, no MmeHblueil mepe 98%, no menbwei mepe 99%, umu 100%
UJICHTHYHOCTH C aMHUHOKHCJIOTHOW MOCIENOBATEIbHOCTBIO BapHaOeIbHOTO JOMEHA TSDKEION
uenu antutena AL2p—24 wnu ¢ amuHOKUCI0THOH nocnenoBarenbHOCThI0O SEQ ID NO: 46, npu
5TOM BapuaOeNbHbII JOMEH TSDKEJIOH LenH BKII0YAeT aMHUHOKHCIIOTHBIE MOCIIEeIOBATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—24. B HeKkOTOpbIX BapuaHTax peasn3allly,
anTi—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEPIKaT BapHaOesbHbIA JOMEH JIErKOH
LeMNY, BKJIFOYAOIINI aMHUHOKHUCIOTHYIO TOCJEI0BATEIbHOCTh C MO MeHbleld mepe 85%, mo
MeHblel mepe 86%, no meHblueil Mepe 87%, o MeHbliel mepe 88%, no menbiuei mepe 89%,
no MeHblueil Mepe 90%, no MmeHblueil Mepe 91%, no MeHblueil Mepe 92%, MO MeHblIel mepe
93%, no menbueit Mmepe 94%, no meHbiet mMepe 95%, nmo menbieit mepe 96%, MO MeHbIIEH
mepe 97%, no menbiueit mepe 98%, mo menbweidr mepe 99%, wnu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOH TIOCJIEOBATENbHOCTBIO BapHAaOENbHOTO JOMEHA JIETKOH LeNH aHTUTeNa
AL2p—24 wnu ¢ amuHOKUCHOTHOM mnocaenosarenbHOCTh0 SEQ ID NO: 99, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LeMH BKIKOYAaeT aMUHOKHCIOTHBIE rocnenoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-24. B HeKOTOpbIX BapuaHTax peaju3aliy, aHTH—

TREM?2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW Lenu
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(VH), umeromyro mo menbineii mepe 85%, no mensiueii Mmepe 86%, o meHbIuei mepe 87%, 1o
MeHbliel Mepe 88%, no menbiueil Mepe 89%, o MeHbliei mepe 90%, no MeHblel mepe 91%,
1o MeHbluei Mepe 92%, no MeHblueil Mepe 93%, no meHblueil Mepe 94%, Mo MeHblIel Mmepe
95%, no menbeit Mmepe 96%, no menblieit Mepe 97%, no mensblueit Mmepe 98%, MO MeHbLIEH
mepe 99%, wnmu  100% UAEHTHYHOCTH C AMHHOKUCJIOTHOM  IOCIENOBATEIbHOCTHIO
BapualbeNpHOrO JOMeHa TsDKesod wenu aHturena AL2p—24 wim ¢ aMHHOKHCIOTHOH
nocnenosarenbHOCTHI0O SEQ ID NO: 46, u comeprkaliyo 3aMeHbl (Hanpumep, KOHCEpBAaTHBHBIE
3aMEHbI, HHCEPLIMH WM JIEJICUU MO0 CPABHEHUIO C pedepeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYANOIIEe TAaKyK MOCIENOBATENIbHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B odwei cioxkHocty ot 1 mo 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, WM JAENEeTHPOBAHO B aAMHHOKHCIIOTHOM
NOCJIEIOBATEIbHOCTH  BapuabeNbHOrO JOMEHa TsDKeynol uenu anturena AL2p-24 wm
amuHokucnoTHOH nocnenosatenabHocTH SEQ ID NO: 46. B HeKOTOpbIX BapUaHTax peaju3aLii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMelIeHO, BCTABJICHO, U/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOH IMOCIENOBATEIbHOCTH BapHaOeIbHOrO JOMEHA TSDKENOH LeNH aHTUTeNa
AL2p-24 wnu amuHokucinoTHON mnocienosatenbHocTH SEQ ID NO: 46. B HekoTOpbIX
BapHUAHTaX peaJM3aliy, 3aMEHbl, HHCEPLUU WJIN JEJEeLUN PacroiokeHbl B odnacTsx BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX pean3aliy, 3aMeHbl, THCEPLIMH WIH JeNeIUN
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTHTENO COmEpKHUT

nocnenosarenbHocTh  VH  antutena AL2p-24 wm SEQ ID NO: 46, Bxmoyas

>
NOCTTPAHCISLMOHHBIE MOAM(UKALNN 3TOH IOCIENOBATEIBbHOCTU. B KOHKPETHOM BapuaHTe
peammsauuu, VH conepxut oauH, nea mnu tpu HVR, BeIOpaHHBIX 1M3: (2) aMHHOKHCIIOTHOMN
nocnenosarenbHoctTd HVR-H1 anturena AL2p-24, (b) aMuHOKUCIOTHO! NMOCIE0BAaTENbHOCTH
HVR-H2 anturena AL2p-24, u (c) amuHOKUCI0THOH nocnenosatenbHoctd HVR-H3 anTurena
AL2p-24. B HekoTOpbIX BapuaHTax peanusauuy, aHTu—TREM?2 aHTuTena mno naHHOMY
n300pEeTEHNI0 BKJIFOYAIOT IOCJIEI0BATEeIbHOCTh BapuabenbHOro nomeHa Jyerkod wnemu (VL),
UMEIOLIYI0 Mo MeHblueil mepe 85%, mo meHbwell mepe 86%, mo MeHbiueil mepe 87%, mo
MeHblIel Mepe 88%, o menbiueil Mepe 89%, o MeHblieit mepe 90%, o meHbIuel mepe 91%,
no MeHblueil Mepe 92%, no MmeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbinel Mepe 96%, no menbiueil Mepe 97%, no MeHbluell Mmepe 98%, Mo MeHbLIei
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMHUHOKHCJIOTHOW  IOCJEAOBaTEIbHOCTHIO
BapuabeNpbHOrO JIOMeHa Jierkoi unenu adtutena AL2p—24 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 99, u copeprkartnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WM JIEJICUHU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYANOIIEe TAKyHK MOCIENOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HekOTOpBIX BapuaHTax peajm3anu, B obmeil cioxxkHoctu ot 1 1o 10
AMHHOKHUCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WINW JAENEeTHPOBAHO B aMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeIpbHOro JOMeHa Jierkod uemnu aHturena AL2p-24 wm
amuHOKHUCNOTHOHN nocnenosarenabHocTd SEQ ID NO: 99. B HeKOTOpbIX BapUaHTax peaau3aLii,

B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEeHO, BCTABJIEHO, W/UJTH ACJIETHPOBAHO
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B AMUHOKHCJIOTHOW IIOCIIENOBATEIbHOCTH BapuabeIbHOro JOMEHA JIETKOM ILenHu aHTUTena
AL2p-24 wnu amuHOKMCIOTHON mnocaenoBatenbHocTH SEQ ID NO: 99. B HekoTOpbIX
BapUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLIUN WU JIEeJeLUN PacroiokeHsl B oonactsx BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTaxX peasu3aliy, 3aMeHbl, THCEPLIMH WM JeNeLUH
pacnonoxkensl Ha FR-yuactkax. HeobOszarensHo, antu—TREM2 aHTHTENO COmEPIKUT
nocienosarenbHocth VL anturena AL2p-24 wim SEQ ID NO: 99, Bxmouas
NOCTTPAHCIIALOHHbIE MOAM(DUKAIIMK 5TOW IIOCHIENOBATENPHOCTH. B KOHKPETHOM BapuaHTe
peammzanmu, VL conmepkut oamH, aBa uian Tpu HVR, BbIOpaHHBIX u3: (2) aMUHOKHCIOTHOM
nocienosarenbHoctd HVR-L1 anturena AL2p—24, (b) aMMHOKHCIIOTHOM MOC/IEAOBATEIbHOCTH
HVR-L2 anturena AL2p-24, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-24.

[0182] B Hexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pETEeHHIO COZepsKaT BapuabeNbHbIN JOMEH JIETKOW enu U BapuabeNbHbId JOMEH TSKeJIOH
e, TNPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTh C MO MeHbInel mepe 85%, mo mMeHblueln Mepe 86%, Mo MeHblIeH Mmepe
87%, no menbiueit mepe 88%, mo menbiueit mepe 89%, no menbiueit mepe 90%, Mo MeHbIIEH
mepe 91%, no menbiueil mepe 92%, mo MeHbuield mepe 93%, mo mensbluell mepe 94%, mo
MeHblIeld Mepe 95%, no meHbiuell Mepe 96%, 1o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTU ¢ aMUHOKHCIIOTHOM MOC/IEA0BATEIbHOCTHIO
BapuabeNbHOrO JOMEHa TsDKeJnoW unenu aHturena AL2p-25 wunm ¢ aMUHOKHMCIOTHOM
nociaenosatenbHOCTEI0O SEQ ID NO: 47; w/unu BapraOenbHbIi JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCJIOTHYIO TOCJEA0BATENbHOCTD € M0 MeHbleil mepe 85%, no meHblueit mepe 86%, mo
MeHbIel mepe 87%, no menbineii mepe 88%, o MeHblieit mepe 89%, o meHbIuel mepe 90%,
no MeHblneit mepe 91%, no mensiueit mepe 92%, no menbliel mMepe 93%, Mo MeHblIeH Mepe
94%, no menblueil Mmepe 95%, o MeHbliel Mepe 96%, o MeHbluel mepe 97%, Mo MeHbIIeH
Mepe 98%, mo wmenbmed wmepe 99%, wumu 100% HMIEHTMYHOCTH € AMHUHOKHCIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHa0eNIbHOrO JOMEHa Jierkod 1enu anturena AL2p-25 wmm ¢
aMUHOKHUCJIOTHON mocnenoBaTenbHocThio SEQ ID NO: 96, B HekoTOphIX BapuaHTax
peamm3anyu, aHTH—TREM2 aHTHTeNna mo JaHHOMY H300PETeHHIO conmepkar BapuabelbHBIN
JOMEH TSDKEJON LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHBbLIEH
mepe 85%, mo menblueil mepe 86%, mo MeHbliel mepe 87%, mo menbluell mepe 88%, mo
MeHblIel Mepe 89%, no menbiueil Mepe 90%, o MeHnbliei mepe 91%, o MeHbluel mepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbineir mepe 97%, nmo menbiei mMepe 98%, mo menbiuei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCIIOTHOH NOCJIENOBATENbHOCTBIO BapHA0ENbHOIO JOMEHA TSIKENON
uenu antutena AL2p—25 wnu ¢ amuHOKuca0THOH nocnenoBarenbHOCTh0 SEQ ID NO: 47, npu
5TOM BapuaOeNbHBIN JOMEH TSDKEJIOH LenH BKIIOYAeT aMHHOKHCIIOTHbIE MOCIIENOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—25. B HekOTOpBIX BapuaHTax peaju3alluy,
anTni—TREM2 anHTHTENna MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH TOMEH JIErKon

LeMNY, BKJIIOYAOIINN aMUHOKUCIOTHYIO MOCJEI0BATEIbHOCTh C MO MeHbluel mepe 85%, mo
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MeHblIel Mepe 86%, no meHbiuell Mepe 87%, o MeHbleil mepe 88%, no meHsbiuel Mmepe 89%,
no Mesblueil Mepe 90%, no MeHbiueil Mepe 91%, mo menbiuell Mepe 92%, o MeHbIIEH Mepe
93%, no menbeit Mmepe 94%, no menblieit Mepe 95%, no meHbeit Mmepe 96%, MO MeHbLIEH
Mepe 97%, no menbiueit mepe 98%, mo menblueit mepe 99%, wniu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIE€OBATENbHOCTBIO BapHa0eNbHOrO JOMEHA JIETKOH Lenu aHTUTena
AL2p-25 wnm ¢ amuHOkMCcIOTHOM mnocnenosatenbHocThio SEQ ID NO: 96, mpu stom
BapualeNbHBIN JOMEH JIETKOH IeNy BKIIFOUAeT aMUHOKHCIOTHBIE mocienoBarenbHocTd HVR-
L1, HVR-L2 u HVR-L3 anrturena AL2p-25. B HeKOTOpBIX BapuaHTaxX peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKHUT TMOCIENOBATENIbHOCTh BapuabeIbHOrO JOMEHA TSDKENOH Lenu
(VH), umeromyro mo menbineii Mmepe 85%, o menbiueii Mmepe 86%, o meHbluei mepe 87%, 1o
MeHblIel mepe 88%, nmo menbiueil Mepe 89%, o MeHbleil mepe 90%, o meHbiuel Mepe 91%,
1o MeHblueil Mepe 92%, no MmeHbiueil Mepe 93%, no meHbiueil Mepe 94%, no MeHblIEH Mepe
95%, no menbiueit mepe 96%, no meHbiet mepe 97%, no meHbiuei mepe 98%, MO MeHbIIEH
mepe 99%, wmm  100% HMOGHTUYHOCTH C AMUHOKHCIIOTHOM  TOCIEAOBATEIbHOCTHIO
BapuabEeNbHOrO JOMEHa TsDKeNoW wenu aHturena AL2p-25 wuam ¢ aMHUHOKHUCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 47, u copeprkainyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH I JIEJICUHU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anti—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKyH TMOCIENOBATEIBHOCTh, COXPAHSET CIIOCOOHOCTH
csi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peaju3anu, B obmeil cnoxxHocty ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMEILIEHO, BCTABJIEHO, W/HWIN JAENEeTHPOBAHO B aMHHOKHCIOTHOM
IOCJIEIOBATENILHOCTH  BapuabeNbHOrO JOMEHa TsDKenoW uenu aHturena AL2p-25 wm
amuHOKHUCIOTHOH nocnenosarenbHocTd SEQ ID NO: 47. B HEeKOTOpBbIX BapUaHTaxX peaau3alui,
B 001IeH CIOKHOCTU OT 1 10 5 aMHHOKHCIOT ObUIO 3aMEIEHO, BCTABJIEHO, W/WIIN AEIETUPOBAHO
B aMHMHOKHCJIOTHOH IOCIEeOBATEIbHOCTH BapuaOeNbHOrO IOMEHA TSDKENOW LeNmd aHTHTeNa
AL2p-25 wnu amuHOkucioTHON mnocnenosarensHoctTd SEQ ID NO: 47. B HekoTOpbIX
BapHUAHTAX pPeayM3aldy, 3aMEHbI, HHCEPLIUU WM JEJeLUN PacroiokeHbl B obnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaTU3aLii, 3aMEHbl, HHCEPLIMH WUJIH JEeNEIUH
pacnojioxkeHbl Ha FR-yuactkax. HeoOsizatenbHo, aHTui—TREM2 aHTHTENO COmEPKUT

nocnenosatenbHocTe  VH  antutena AL2p-25 wumum SEQ ID NO: 47, Bxmodas

,
NOCTTPAHCIISIIUOHHBIE MOAM(DHUKALNK 3TOW IMOCIENOBATEIPHOCTH. B KOHKPETHOM BapuaHTe
peamm3annu, VH conmepxut oxmH, nsa wim tpu HVR, BeIOpaHHBIX 13: (2) aMHHOKHCIOTHOH
nocienosarenbHoctd HVR-H1 anTurena AL2p-25, (b) aMUHOKHCIIOTHO! MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p-25, u (¢) amuHOKHCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTena
AL2p-25. B HexoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno aaHHOMY
N300peTeHNI0 BKJIIOYAIOT IOCIEAOBATEIbHOCTh BapualOenpHOro aomeHa Jjerkoil memu (VL),
UMEIOLIYyI0 Mo MeHblueil mepe 85%, mo menbluell mepe 86%, mo Menbiieil mMepe 87%, mo
MeHbliel mepe 88%, no menbiuell Mepe 89%, o MeHbleil Mmepe 90%, no mensbiuel mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no meHbiuel Mepe 94%, Mo MeHbIIEH Mepe
95%, no menbiuel Mepe 96%, no mMenbluell Mepe 97%, no MeHblueill Mepe 98%, Mo MeHblIeH

mepe 99%., wm 100% HUOEHTUYHOCTA € AMHHOKHCJIOTHOH IIOCJIELOBATEIbHOCTHIO
2
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BapuabeNbHOrO JOMeHa Jierkod wnenu aHtutena AL2p—25 wunm ¢ aMUHOKHMCIOTHOM
nocienosatenbHOCTEI0 SEQ ID NO: 96, u copeprkarnyro 3aMeHbl (HanpuMmep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMU WJIN JIeJIELUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTHTENO, BKIIOYAIOIIEE TAKYH IMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanu, B obmeit cnoxxHoctu ot 1 1o 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, WWIM JeNeTHPOBAHO B AaMHUHOKHCIOTHOH
IIOCJIEIOBATEIbHOCTH ~ BapuaOeNpHOro JOMeHa Jierkoii wnemu adrturena AL2p-25 wm
amuHOKHUCIOTHOH nocnenosarenbHOCcTH SEQ ID NO: 96. B HEeKoTOpbIX BapUaHTaxX peaju3alu,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMELIEHO, BCTABJICHO, W/UJTH AEJIETHPOBAHO
B AMUHOKHCJIOTHOW IIOCIIENOBATEIbHOCTH BapuabeIbHOrO JOMEHAa JIETKOW LeNH aHTUTeNa
AL2p-25 wnu amuHokucinotHoill mnocnenosatenbHocTH SEQ ID NO: 96. B HexkoTophIix
BapHUAHTAX peaJM3aLUH, 3aMEHbl, HHCEPLIUU WJIN JEJIeLHUN PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peau3aLfi, 3aMEHbl, HHCEPLIMH WJIH JENEIH
pacnionoxkenbl Ha FR-ydactkax. HeoOszatenbHo, aHTu—TREM2 aHTHTENO COIOEPKUT

nocinenosatenbHocTe VL anturena AL2p-25 wunu SEQ ID  NO: 96, Bximodas

>
NOCTTPAHCIISIIUOHHBIE MOAM(UKALNK 3TOH IOCIENOBATEIBPHOCTH. B KOHKPETHOM BapuaHTe
peamm3anmnu, VL conmepskut oxmH, aBa wian Tpu HVR, BeiOpaHHBIX 13: (a) aMHHOKHUCIOTHOH
nocienosarenbHoctTd HVR-L1 anturena AL2p-25, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENbHOCTH
HVR-L2 anturena AL2p-25, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-25.

[0183] B nexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 antuTena mo naHHOMY
N300peTeHNIO cofiep KaT BapruabeTbHbIN JOMEH JIErKoW Lenu U BapuabeNbHbI JOMEH TSDKENOH
Leny, IpH 3TOM BapHaOENbHBI JOMEH TSDKEJIOH Lemu CONePKUT aMHUHOKHUCIIOTHYIO
MOCJIEIOBATEIBHOCTD C MO MeHbIned Mmepe 85%, mo meHblieit mepe 86%, Mo MeHbIIel Mepe
87%, no menblIe Mepe 88%, mo MeHbiuell Mepe 89%, o MeHbuel mepe 90%, no MeHbIIEH
mepe 91%, nmo menbineir mepe 92%, mo MeHbiel mepe 93%, mo menswel mepe 94%, mo
MeHblel mepe 95%, no menbiueil Mepe 96%, o MeHblIell mepe 97%, o meHbIuel Mepe 98%,
no Mmesblueit Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMUHOKHCJIOTHON IMOCIIEI0BATEIbHOCTHIO
BapuabENbHOrO JOMEHa TsDKeJNoW uenu adHturena AL2p-26 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 48; w/unu BapraOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIJIOTHYIO TIOCIIEAOBATENILHOCTD C MO MeHbIel mepe 85%, mo menbinein mepe 86%, mo
MeHblel mepe 87%, no menbiuel Mepe 88%, nmo MeHblieil Mepe 89%, o MeHb1el mepe 90%,
no MeHblueil Mepe 91%, no Mmenblueil Mepe 92%, no MeHblueil Mepe 93%, Mo MeHblIel mepe
94%, no menbeit mepe 95%, no menbiueit mepe 96%, no meHbiei Mepe 97%, MO MeHbIIEH
Mepe 98%, mo wmenbwedn mepe 99%, wunu 100% HWAEHTUYHOCTH C AMHHOKHCJIOTHOMN
NOCJIEIOBATEIbHOCTBIO BapHA0ENbHOrO JOMEeHa Jierkod menu adturena AL2p—26 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBatenbHocThio SEQ ID NO: 95 B HekoTOphIX BapuaHTax
peamm3anyy, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepkaT BapuadenbHBIN
JOMEH TSDKENOHN LieNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHbIIEH

mepe 85%, mo menblueill mepe 86%, mo Menbuield mepe 87%, mo menslueln mepe 88%, mo



131

MeHblIel Mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no mensbiuel mepe 92%,
1o Mesblueil Mepe 93%, no Menbiueil Mepe 94%, no menblueil Mepe 95%, MO MeHblIEH Mepe
96%, no menbluelr mMepe 97%, no Mmenbiueir Mepe 98%, nmo menbiueir mepe 99%, wiu 100%
UJIGHTUYHOCTH C aMHUHOKHCIJIOTHOH MOCJIENOBATENIbHOCTBIO BapHAaOENIbHOIO JOMEHA TSKENOMH
uenu antutena AL2p—26 unu ¢ aMuHOKUCIOTHOHN nocienoBatenbHOCThI0 SEQ ID NO: 48, mpu
5TOM BapualeNbHBbIH JOMEH TSDKEJIOH ey BKIFOYAET aMUHOKUCJIOTHBIE MOCIIEAOBATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—26. B HeKkOTOpBIX BapHaHTax peau3alluy,
antui—TREM2 aHTHTENa MO JNaHHOMY H300PETEHHIO COAEpKaT BapuaOeNbHBbIA AOMEH JIerKon
L[eNH, BKJIIOYAIOIUN aMHHOKUCJIOTHYIO IOCJENOBAaTeNIbHOCTh C MO MeHblueld mepe 85%, mo
MeHblIel mepe 86%, no menbiueil Mepe 87%, 1o MeHbleil mepe 88%, o meHbIuel Mepe 89%,
no Mesblueil Mepe 90%, no Mmenblueil Mepe 91%, no meHblueil Mepe 92%, MO MeHblIel Mepe
93%, no menbiuel Mepe 94%, no meHbiueil Mepe 95%, no MeHbluell Mepe 96%, MO MeHbLIeH
mepe 97%, nmo menbiueit mepe 98%, mo menbweidt mepe 99%, wnm 100% HAEHTUYHOCTH C
AMHHOKHCJIOTHOM TOCJIENOBATENIbHOCTBIO BapHAaOENbHOTO JOMEHA JIETKOH LeNH aHTUTeNa
AL2p—26 wnmu ¢ amuHOKuUCIOTHOW mnocienoBatenbHocThi0 SEQ ID NO: 95, mpu stom
BapuabeNbHBIA TOMEH JIETKOH LEMH BKIFYAaeT aMUHOKHCIOTHBIE mocienoBarenbHocTH HVR-
L1, HVR-L2 u HVR-L3 anrtutena AL2p—26. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT IOCIEAOBATENILHOCTh BapuabeIbHOrO JOMEHA TSDKENOH Lenu
(VH), umeromyro o mesbiiei mepe 85%, no mensneii Mepe 86%, no meHseii mepe 87%, mo
MeHblel mepe 88%, no menbiuell Mepe 89%, no MeHbleil mepe 90%, no menbiuel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil mepe 94%, MO MeHbLIEH Mepe
95%, no menbieit Mmepe 96%, no menblieit Mepe 97%, no menblueil Mmepe 98%, Mo MeHbLIEH
mepe 99%, wnmm  100% UAEHTHYHOCTH C AMHHOKUCJIOTHOM  IOCIIENOBATEIbHOCTHIO
BapualbeNpHOro JOMeHa TsDKeJoW wenu aHturena AL2p—26 wim ¢  aMHHOKHCIOTHOH
nocnenosarenbHOCTHI0O SEQ ID NO: 48, u conep:xainyo 3aMeHbl (Hanmpumep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH WJIN JEJIeUU MO0 CPABHEHHUIO C pedepeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HEeKOTOpBIX BapuaHTax peanusaluu, B oOmmel cinoxuoctu ot 1 1o 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, WM JAEJNETHPOBAHO B aMHHOKHCIOTHOM
NOCJIEIOBATEIbHOCTH  BapuabelbHOrO JOMEHa TsDKenoW uenw aHturena AL2p-26 wm
aMuHOKHCIIOTHOM mocnenoBatenbHocTH SEQ ID NO: 48. B HEKOTOpBIX BapHaHTaxX peaan3aluy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMEeIEeHO, BCTABJICHO, U/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOH TMOCIIENOBATEIBHOCTH BapHaOeIbHOr0 IAOMEHAa TSDKENOH Lenu aHTUTena
AL2p-26 wunu amuHokucinoTHON mnocnenosatenbHocTH SEQ ID NO: 48. B HekoTOpbIX
BapHUAHTAX pean3aliy, 3aMEHbl, HHCEPLIUU TN JeJIeLUN PacIoNokeHbl B oonactsx BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peau3aliy, 3aMEHbl, HHCEPLIMH WJIH JENELH
pacrionokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENnO comep:kuT

nocnenosarenbHocTh  VH  anturena AL2p-26 wm SEQ ID NO: 48, Bxmoyas

2

MNOCTTPAHCIALIUOHHBIC MO)II/I(bI/IKaLII/II/I 3TOH noCJaea0oBaTCIbHOCTU. B KOHKPETHOM BapUaHTEC

peammsaunu, VH conmepxut oauH, nsa wim tpu HVR, BeiOpanHBIX 13: (2) aMHHOKHMCIOTHOMN
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nocaenosarenbHocTd HVR-H1 anTurena AL2p-26, (b) aMUHOKHUCIOTHOH NMOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—-26, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTena
AL2p-26. B HexkoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTeNna no agaHHOMY
N300pETEeHNIO BKJIIOYAIOT TOCJEIOBATENIbHOCTh BapualOeapbHOro aomeHa jerkod uermu (VL),
UMEINYI0 Mo MeHblneil mepe 85%, mo menbinelt mepe 86%, mo meHbiuel mepe 87%, mo
MmeHblIel mepe 88%, o menblel Mepe 89%, no mensbiueit mepe 90%, no menblel Mepe 91%,
1o MeHblneil mepe 92%, no menslueilt Mmepe 93%, no meHbliel mMepe 94%, Mo MeHblIeH Mepe
95%, no menbInel mMepe 96%, no menbinelr Mepe 97%, no MeHblueil Mmepe 98%, Mo MeHbLIeH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AaMUHOKHCJIOTHOW  IOCJIENOBAaTEIbHOCTHIO
BapuabeNbHOrO JIOMeHa Jierkoi wenu aHtutena AL2p—26 wim ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 95, u comeprkarnyro 3aMeHbl (HapuMep, KOHCEPBATUBHbBIE
3aMEHbI, HHCEPLIMH WJIN JIEJIeUHU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEe TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapHaHTax peanusainuy, B o0mel cioxuaoct ot 1 1o 10
AMHHOKHUCJIOT OBUIO 3aMELICHO, BCTABJIEHO, WM JAENETHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH ~ BapuabeIpbHOro JOMEHa Jierkod uenu aHturena AL2p-26 wm
amuHOkucNoTHOHN nocnenosatenabHocTd SEQ ID NO: 95. B HekoTOpbIX BapUaHTax peaiu3aLui,
B 001Iel CI0KHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMEIIEHO, BCTABIIEHO, U/HITH AEJIETHPOBAHO
B AaMUHOKHCJIOTHOW IIOCIIENOBATEIbHOCTH BapuabeIbHOro JOMEHA JIETKOM LenHu aHTUTeNa
AL2p-26 wunu amuHOKMUCIOTHON mnocaenoBatenbHocTH SEQ ID NO: 95. B HekoTOpbIX
BapUAHTaX peaJn3alliy, 3aMEHbl, HHCEPLIUU N JIeJIeLUU PacrojokeHsl B oonactsax BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaxX peau3aliy, 3aMeHbl, THCEPLIMH WM JIENeILUH
pacronokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTUTENO COOEPXKHT
nocienosarenbHocTh VL anturena AL2p-26 wim SEQ ID  NO: 95, Bxmouas
NOCTTPAHCIISLMOHHbIE MOAM(UKAIIMY 5TOW IIOCHIENOBATENBPHOCTU. B KOHKPETHOM BapuaHTe
peammzanmu, VL conmepxut oauH, aBa win Tpu HVR, BbiOpaHHBIX u3: (a) aMHHOKHCJIOTHOMN
nocienosarenbHoctTd HVR-L1 anturena AL2p—26, (b) aMMHOKHUCIIOTHOM MOC/IEA0BATEIbHOCTH
HVR-L2 anturena AL2p-26, u (¢) amuHOKHCIOTHON nocnenoBaTenbHocTH HVR-L3 anturtena
AL2p-26.

[0184] B nexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
U300pETEeHHUIO COZep KaT BapuabeNbHbIN JOMEH JIETKOW enu U BapuabeNbHbI JOMEH TSKeNIOH
e, TpPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEI0BATENBHOCTL C MO MeHblnel Mepe 85%, mo MeHblueil Mepe 86%, Mo MeHbllel Mepe
87%, no menbluel Mepe 88%, nmo MeHbleil mepe 89%, no MeHbuieil mepe 90%, no meHblel
mepe 91%, no menbiueil mepe 92%, mo MeHbuield mepe 93%, mo mensbluell mepe 94%, mo
MeHblIel Mepe 95%, no meHbiuell Mepe 96%, o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTU C AMHUHOKHUCIIOTHON IOCJIEA0BATEIbHOCTBIO
BapuabeNpbHOrO JOMEHa TsDKeJnoW uenu aHturena AL2p-27 wunm ¢ aMUHOKHMCIOTHOM
nocaenosarenbHOCTEI0O SEQ ID NO: 49; n/unu BapnaGenbHbIi JOMEH JIETKOW LENH CONEPIKUT

AMUHOKHCJIOTHYIO TOCEA0BATENbHOCTD ¢ 1O MeHblIel mepe 85%, no menbiueit mepe 86%, 1o
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MeHbliel mepe 87%, no menbiuell Mepe 88%, o MeHbleil mepe 89%, o mensbiuel Mmepe 90%,
no Mesblueil Mepe 91%, no Menblueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel Mmepe
94%, no menblieit Mepe 95%, no meHblieit Mepe 96%, no meHbliel Mepe 97%, no MeHbLIel
Mepe 98%, mno wmenbwelr mepe 99%, wunmu 100% HMIEHTMYHOCTH C AMUHOKHUCIOTHOM
TIOCJIEIOBATENIbHOCTBIO  BapuabenbHOro JOoMeHa Jierkoi uenu anturena AL2p-27 wmm ¢
aMHHOKHUCJIOTHOM mocnenoBarenpHocThi0 SEQ ID NO: 102, B HekoTOphIX BapuaHTax
peamusanyy, aHTu—TREM?2 aHTHTENa 1O NAaHHOMY H300pPETEHUIO COAepsKaT BapHaOeIbHbIH
JIOMEH TSDKEJION IeNH, BKJIOYAIOLIUN aMHUHOKHCIOTHYIO TOCENOBATEIbHOCTh C MO MEHBbLIEH
mepe 85%, mo menbiuedi mepe 86%, mo MeHblei mepe 87%, mo mensbiuel mepe 88%, mo
MeHblIel mepe 89%, no menbiueii mepe 90%, no mensbleit Mepe 91%, o MeHsblel mepe 92%,
no MeHblueil Mepe 93%, no menblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, mo menbineir mepe 97%, nmo menbineir Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCJIOTHOW MOCJEIOBATENbHOCTBIO BapHabeIbHOTO JIOMEHA TSKEION
uenu antutena AL2p—27 wnu ¢ amuHOKUCTIOTHOH nocnenoBarenbHOCTh0O SEQ ID NO: 49, npu
5TOM BapuaOeNbHbIN JOMEH TSDKEJOH LEenH BKIIOYAeT aMHHOKHCIIOTHBIE MOCIIEIOBATENbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—27. B HeKkOTOpBIX BapuaHTax peasu3allly,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH IOMEH JIErKOH
LleNH, BKJIIOYAKOIUN aMUHOKHUCIOTHYIO IOCJENOBAaTeNbHOCTh € MO MeHblueld mepe 85%, mo
MeHblIel Mepe 86%, no meHbiuell Mepe 87%, o MeHbleil mepe 88%, no mensbiuel mepe 89%,
no Mesblueil Mepe 90%, no menblueil Mepe 91%, no menblueil Mmepe 92%, Mo MeHblIEH Mepe
93%, no menblueit Mmepe 94%, no meHblieit Mepe 95%, no meHsbieit Mmepe 96%, MO MeHbLIEH
mepe 97%, no menbiueit mepe 98%, mo menbleilt mepe 99%, wiu 100% uHAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIE€OBATENbHOCTEIO BapUaOeNbHOrO JAOMEHA JIETKOH Lenu aHTuTena
AL2p-27 wmu ¢ aMMHOKHCIOTHOM mnocnepoBatenbHocTio SEQ ID NO: 102, mpu stom
BapualeNbHBIN JOMEH JIETKOH IIeNy BKIII0OYAeT aMUHOKHCIIOTHBIE mocienoBarenbHocTd HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p—-27. B HEKOTOpBIX BapuaHTaxX peaju3alliy, aHTH—
TREM?2 aHTUTENO COAEPKUT TMOCIENOBATENIbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyro mo menbineii Mmepe 85%, o menbiueii Mmepe 86%, o meHblunei mepe 87%, 1o
MeHblIel mepe 88%, o menbiueii Mepe 89%, o MeHblieil mepe 90%, o meHbiuel mepe 91%,
no MeHbluei Mepe 92%, no meHblueil Mepe 93%, no MmeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no mensbiueit mepe 96%, no menHbiet mepe 97%, no meHbluei mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMHUHOKHCJIOTHOW  IOCJENO0BAaTEIbHOCTBHIO
BapuabeNbHOrO JOMeHa TsDKeJnoW uenu aHtutena AL2p—27 wunm ¢ aMHHOKHCIOTHOH
nocienosatenbHOCTI0 SEQ ID NO: 49, u copeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHBIE
3aMEHbI, HTHCEPLIMH WM JIEJICUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—TREM?2 aHTHTENO, BKJIIOYANOIIEe TAaKyHK MOCIENOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peajm3anu, B obmeii cinoxkHoctu ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINW JAENEeTHPOBAHO B aMHHOKHCIOTHOM
IIOCJIEIOBATENIbHOCTH  BapuabenbHOrO JOMEHa TsDKenod uenu aHturena AL2p-27 wmm

amuHOKHUCNOTHOM nocnenosatenbHocTH SEQ ID NO: 49. B HeKOTOpBIX BapUaHTax peaau3alii,
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B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMEIIEHO, BCTABJICHO, W/UJTH AEJIETHPOBAHO
B aMUHOKHCJIOTHOH IOCIIEOBATEIbHOCTH BapHaOeIbHOrO AOMEHAa TSDKENOH Lenu aHTUTena
AL2p-27 wnu amuHOKMCIOTHON mnocaenosatenbHocTH SEQ ID NO: 49. B HekoTOpbIX
BAapUAHTAX peaJM3alliy, 3aMEHbl, HHCEPLIUU WU JIEeJEeLUN pacroioxkeHsl B oonactsx BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTaxX peaqu3aliy, 3aMeHbl, THCEPLIMH WM JeNeLUH
pacronokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHUTENO COAEPKHT
nocienosarenbHocts  VH  anturena  AL2p-27 wnmm SEQ 1D NO: 49, Bxmouas
MOCTTPAHCIISIIUOHHBIE MOAM(DHKALIMK 3TOH IMOCIENOBATEIbHOCTU. B KOHKPETHOM BapuaHTe
peammzanmu, VH conepxut onuH, nsa wiu tpu HVR, BeiOpaHHBIX M3: (2) aMUHOKHCIOTHOM
nocienosarenbHoct HVR-H1 anTurena AL2p—27, (b) aMUHOKUCIIOTHOH MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—27, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTena
AL2p-27. B HekoTOopbIXx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno ngaHHOMY
M300pETEHNIO BKJIFOYAKOT IOCHEIOBATEIBHOCTh BapuabenpHOro nomeHa Jyerkod nemu (VL),
UMEIOIYI0 MO MeHbluel mepe 85%, mo meHblueit mepe 86%, mo meHbinelr mepe 87%, 1o
MeHblIel Mepe 88%, no menbiuell Mepe 89%, o MeHblieil mepe 90%, no meHbiuel Mepe 91%,
no MeHblueil Mepe 92%, no mesbiueil Mepe 93%, no mesbiueil Mmepe 94%, no MeHblEl Mepe
95%, no menbiuel Mepe 96%, no mMeHbluell Mepe 97%, no MeHblueil Mepe 98%, Mo MeHblIeH
mepe 99%, wumm  100%  HMOEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJEAO0BAaTEIbHOCTBHIO
BapuabenpbHOro JOMeHa Jerkod unenu aHtutena AL2p—27 wuam ¢ aMHHOKHCIOTHOH
nocienosatenbHOCTHI0 SEQ ID NO: 102, u copeprkaryro 3aMeHbl (HarpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMU HJIM JIeJIELUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
antTn—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAaKyH IOCIENOBATEIBHOCTh, COXPAHSIET CIIOCOOHOCTh
cBsi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanu, B odueit cnoxxnoctu ot 1 1o 10
AMHMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, WWIM JEeNeTHPOBAHO B AaMHUHOKHCIOTHOH
IIOCJIEIOBATEIbHOCTH ~ BapuaOeNpHOro JoMeHa Jierkoii wnemu asrturena AL2p-27  wm
aMuHOKHUCIOTHON mocnenosatenbHocTd SEQ ID NO: 102, B HekoTOppIX BapuaHTax
peanu3anuu, B 0OIIeH CIOXKHOCTU OT 1 10 5 aMMHOKHUCJIOT OBLJIO 3aMEIIEHO, BCTABIIEHO, W/WJIH
JEeNETHPOBAHO B AMUHOKUCIIOTHON MOCJIENOBATENbHOCTH BAPHAOEIbHOTO TOMEHA JIETKOH Ienn
anturena AL2p—27 wunu aMuHOKMCIOTHOM mnocnenosarenpHocTd SEQ ID NO: 102. B
HEKOTOPBIX BapUAHTAX PEAIU3aLUH, 3aMEHbI, THCEPLIMH WJIH JEJICLIUH PACIIONIOKEHbI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEeKOTOpBIX BapuaHTax peain3aly, 3aMeHbl, HHCEPLUH
win nenenuu pacrnonoxkenbl Ha FR—ygactkax. HeoOsizatenbHo, antTu—TREM2 anTuTENO
conepxut mnocienosarenbHocTh VL anturena AL2p-27 wnmu SEQ ID NO: 102, Bkmouas
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNN 3TOW IOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTE
peammzanmu, VL conmepskut oxmH, aBa uian Tpu HVR, BeiOpaHHbIX 13: (a) aMHHOKHUCIOTHOH
nocienosarenbHoctTd HVR-L1 anturena AL2p—27, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENbHOCTH
HVR-L2 anturena AL2p-27, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-27.

[0185] B nekotopeix BapuaHTax peanusauuy, aHTu—TREM?2 antuTena mo naHHOMY

M300peTeHHNI0 CoMepIKaT BapuabeNbHbIN TOMEH JIETKOW Lenu W BapuabesbHbIA JOMEH TSKEJOH
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Lend, NPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH COXEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTh C MO MeHbluel Mepe 85%, mo mMeHblueln mMepe 86%, Mo MeHblIel Mmepe
87%, no menbiueit mepe 88%, no menbiuein Mepe 89%, no menbiue mepe 90%, Mo MeHbIIEH
mepe 91%, no menbiueiln mepe 92%, mo Menbuied mepe 93%, mo menslueln mepe 94%, mo
MeHbIel Mepe 95%, no menbineii mepe 96%, o MeHblIel mepe 97%, o meHbIuel Mepe 98%,
no MeHbineit mepe 99%, unu 100% HAEHTUYHOCTH C AMUHOKHCIOTHOM IMOCIEN0BATEIbHOCTHIO
BapualbeNpHOro JOMeHa TsDKesod wernn aHturena AL2p—28 wim ¢ aMHHOKHCIOTHOH
nocienosatenbHOCTbI0O SEQ ID NO: 50; w/unu BapraOenbHbI JOMEH JIETKOW LEMH CONEPIKUT
AMUHOKHCIJIOTHYIO TIOCIIEAOBATENBHOCTD ¢ MO MeHblei mepe 85%, mo MeHbiuel mepe 86%, 1o
MeHblIel mepe 87%, no menbiueii Mmepe 88%, o MeHblIell mepe 89%, o meHbiuel Mepe 90%,
no Mesblueil Mepe 91%, no menbiueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no mensbiueit mepe 95%, o menHbiet mMepe 96%, no meHbluei Mepe 97%, MO MEHbIIEH
Mepe 98%, mo wmenbmedr wmepe 99%, wunu 100% WAEHTHYHOCTH C AMHUHOKHCJIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHA0ENbHOrO JOMEeHa Jierkod menu adturena AL2p-28 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBatenbHocThio SEQ ID NO: 96, B HexkoTOpbpIX BapuaHTax
peamm3anuy, aHTH—1TREM2 aHTHUTeNna mo AaHHOMY H300pPETEHUIO COAepKaT BapuadeNbHBIN
JOMEH TSDKEJOHN LieNH, BKJIIOYAIOLIUN aMUHOKHCIOTHYIO INOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo menbiueil mepe 86%, mo MeHbuied mepe 87%, mo mensbluell mepe 88%, mo
MeHblIel Mepe 89%, no menbiueil Mepe 90%, o MeHsblieil mepe 91%, no menslueil Mepe 92%,
1o MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel Mmepe
96%, no menblueir mepe 97%, no Mmenbiueir Mepe 98%, nmo menbiueir mepe 99%, wiu 100%
UIGHTUYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHaOENIbHOrO JOMEHA TSKENOH
uenu antutena AL2p—28 wnu ¢ amuHOKkuCI0THOH nocnenoBarenbHOCThI0O SEQ ID NO: 50, npu
5TOM BapualeNbHBbIH JOMEH TSDKEJIOH ey BKIFOYAeT aMUHOKUCJIOTHBIE MOCIIEAOBATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p-28. B HekOTOpbIX BapHaHTax peajH3alluy,
anTi—TREM2 aHTHTENa MO AaHHOMY H300PETEHUIO COAEPIKaT BapHaOeNbHbIA JOMEH JIErKOH
L[eNH, BKJIIOYAIOIUN aMHHOKHUCJIOTHYIO IOCJENOBAaTeNIbHOCTh C MO MeHblueld mepe 85%, mo
MeHblIel mepe 86%, no menbiueil Mepe 87%, o MeHblieil mepe 88%, o meHbIuel mepe 89%,
no Mesblueil Mepe 90%, no Mmenbiueil Mepe 91%, no menbiueil Mepe 92%, Mo MeHbIIeH Mepe
93%, no menbeit mepe 94%, no meHbiet mepe 95%, nmo menbieit mepe 96%, MO MeHbIIEH
Mepe 97%, nmo menbiueit mepe 98%, mo menbweidr mepe 99%, wnmu 100% HAEHTHUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENIbHOCTBIO BapHAaOENbHOTO JIOMEHA JIETKOH LeNH aHTUTeNa
AL2p—28 wnu ¢ amuHOKUCHOTHOM mocaenosarenbHocThi0 SEQ ID NO: 96, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LEMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBarenpHocTH HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p-28. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENBHOCTh BapuabeNbHOrO JOMEHa TSDKENIOH Lenu
(VH), umeromyro no mesbiei mepe 85%, no mensineii Mepe 86%, no meHbeii mepe 87%, mo
MeHbliel Mepe 88%, no menbiuell Mepe 89%, o MeHbleil Mmepe 90%, no meHbiuel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no meHbiuel Mepe 94%, Mo MeHbIIEH Mepe

95%, no menbeit Mmepe 96%, no meHblieil Mepe 97%, no meHbueil Mmepe 98%, MO MeHbLIEH
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mepe 99%, wumm  100% HMOEHTMYHOCTM C AMUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO
BapuabeNbHOrO JOMEHa TsDKeJnoW uenu aHturena AL2p-28 wumm ¢ aMUHOKHMCIOTHOM
nociaenosarenbHOCcTI0O SEQ ID NO: 50, u comeprkalnyro 3ameHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMU WJIN JIeJIeLUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anti—TREM2 aHTHTENO, BKIIOYAIOINEe TAKYI MOCJIEA0BATENIbHOCTh, COXPAHSAET CHOCOOHOCTD
ces3piBaThesl ¢ TREM2. B HEKOTOpBIX BapuaHTax peanusanui, B oduel ciaoxHocTH oT 1 10 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, W/WIM JeNeTHPOBAHO B AaMHUHOKHCIOTHOH
NOCJIEIOBATENIbHOCTH  BapuaOebHOrO JOMEHa TspKenor uenw aHturena AL2p-28 wim
amuHokucnoTHOH nocnenosarenbHocTd SEQ ID NO: 50. B HekoTOpbIX BapuaHTax peaju3alu,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMeLIEHO, BCTABJIEHO, U/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCJIENOBATEIbHOCTH BapuaOeIbHOrO IOMEHa TSDKENOH Lenu aHTUTeNna
AL2p-28 wnu amuHokucinoTHOl mnocnenosatenbHocTH SEQ ID NO: 50. B HexoTophIx
BapHUAHTAX pPeaJM3aliy, 3aMEHbl, HHCEPLUU WIN JEJIeLHUN PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaTU3aLfi, 3aMEHbl, HHCEPLIMH WJIH JENEIH
pacnionoxkenbl Ha FR-ydactkax. HeoOs3zatenbHo, aHTu—TREM2 aHTHTENO COIOEPKUT

nocnenosarenbHocTe  VH  antutena AL2p-28 wumu SEQ ID  NO: 50, Bximodas

>
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNN 3TOH IOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTe
peammsanmu, VH conmepxut ommH, na wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHON
nocienosarenbHoctTd HVR-H1 anTurena AL2p-28, (b) aMuHOKHCIOTHO! NOCIE0BATENBHOCTH
HVR-H2 anturena AL2p-28, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHuTena
AL2p-28. B HexkoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno aaHHOMY
M300pETEeHNIO BKJIIOYAIOT TOCJIENOBATEbHOCTh BapuadenbHOro aomeHa Jjerkod mermu (VL),
UMEIIYI0 Mo MeHblneil mepe 85%, mo meHbinelt Mepe 86%, mo meHbiuel mepe 87%, mo
MmeHblel mepe 88%, o menblel Mepe 89%, no mensbiueit mepe 90%, no mMenblel Mepe 91%,
no MeHblneil mepe 92%, no mensiueil Mmepe 93%, no Menslueil Mepe 94%, o MeHbIuel Mepe
95%, no mensbIeit mepe 96%, o MeHbine Mepe 97%, nmo menblueil mepe 98%, MO MeHbIIEH
mepe 99%, wumm  100% HMOEGHTUYHOCTM C AMUHOKHCJIOTHOW  IOCJIENOBATEIbHOCTBHIO
BapuabeNbHOrO JIOMeHa Jierkoi uenu antutena AL2p—28 winm ¢ aMUHOKHCIOTHOH
nocienosatenibHOCTEI0 SEQ ID NO: 96, u comep:xarnyro 3aMeHbl (HapuMmep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIEJICUHU M0 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYHO TMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peanusanuu, B oOmel cioxkuocty ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, WM JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH ~ BapuabenpbHOro JOMEHa Jierkod uenu aHturena AL2p-28 wm
amuHOkucIoTHOH nocnenosatenbHocTd SEQ ID NO: 96. B HekoTOpbIX BapHaHTax peain3aliuy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJICHO, W/UJTH AEJIETHPOBAHO
B AaMUHOKHCJIOTHOW IIOCIIENOBATEIbHOCTH BapuabeIbHOro OMEHA JIETKOM LenH aHTUTeNa
AL2p-28 wunu amuHOKuCIOTHOH mnocaenoBatenbHocTH SEQ ID NO: 96. B HekoTOpbIX
BapUAHTaX peaJn3alliy, 3aMEHbl, HHCEPLIUN WU JIEEeLUN PacroiokeHsl B oonactsx BHe HVR

(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapHaHTaX peanu3aliy, 3aMEeHbl, HHCEPLUU WUJIH JeJIeIHH
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pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbro, antu—TREM2 aHTHTENO COmEpKHUT

nociaenosatenbHocTe VL anturena AL2p-28 wuimum SEQ ID  NO: 96, Bxmodas

>
NOCTTPAHCIISILMOHHBIE MOAM(UKALNK 3TOH IOCIENOBATEIbHOCTU. B KOHKPETHOM BapuaHTe
peammsauuy, VL conmepskut oauH, aBa uiau Tpu HVR, BbiOpaHHbIX n3: (a) aMHHOKHUCIOTHOMN
nocnenosarenbHocT HVR-L1 anturena AL2p—28, (b) aMUHOKUCIOTHON MOCIEI0BATEIbHOCTH
HVR-L2 anturena AL2p-28, u (c¢) amuHokucaoTHOU nocnenosatenbHocTd HVR-L3 anturena
AL2p-28.

[0186] B nexotopeix BapuaHTax peaiusauud, aHTH—TREM?2 aHTHTEna mo naHHOMY
U300pETEHHUIO COZlep KaT BapuabeNbHbIN JOMEH JIETKOW enu U BapuaOeNIbHbIN TOMEH TSKENIOH
Lend, TPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LeNH CONEPKUT aMHHOKHUCIOTHYIO
MOCJIEIOBATEIbHOCTh ¢ MO MeHblned Mepe 85%, mo MeHblueln mMepe 86%, Mo MeHbIIel mepe
87%, no menbiueit mepe 88%, mo menbine Mepe 89%, nmo mensblueit mepe 90%, MO MeHbIIEH
mepe 91%, no menbiueil mepe 92%, mo MeHbuield mepe 93%, mo menbiuelt mepe 94%, mo
MeHblel Mepe 95%, no meHbiueil Mepe 96%, 1o MeHblIel mepe 97%, o meHbluel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCIOTHON IMOCIEA0BAaTENbHOCTHIO
BapuabEeNbHOrO JOMeHa TsDKenoW wnenu adHtutena AL2p—29 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOcThi0 SEQ ID NO: 51; w/unu BapraGenbHbI JOMEH JIETKOW LEMH CONEPIKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATENLHOCTD C MO MeHbIe mepe 85%, mo menbinei mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil Mepe 89%, no MeHb1uel mepe 90%,
no Mesblueil Mepe 91%, no Mmenblueil Mepe 92%, no MeHblueil Mepe 93%, Mo MeHblIel Mmepe
94%, no menbleit Mmepe 95%, no menplieit Mepe 96%, no meHblueil Mmepe 97%, MO MeHbLIEH
Mepe 98%, no wmenbwelt mepe 99%, wunu 100% HUAEHTUYHOCTH C AMUHOKHCJIOTHOMN
HIOCJIEIOBATENILHOCTBIO  BapuabenbHOrOo JOMeHa Jierkoi uenu anturena AL2p-29 wmm ¢
aMHHOKHUCJIOTHOM mocnenosarenbHocThio SEQ ID NO: 99, B HeKOTOpbIX BapuaHTax
peanmusanuy, aHTH—TREM?2 aHTHTENa 1O NAaHHOMY H300pPETEHHUIO COAepKaT BapHaOeIbHbIH
JOMEH TSDKEJION LeNH, BKJIIOYAIIIUNA aMHUHOKHCIOTHYIO IOCJIE€AOBATEIbHOCTh C MO MEHbIIEeH
mepe 85%, mo menbiuedi mepe 86%, mo MeHbluel mepe 87%, mo meHsblel mepe 88%, mo
MeHblel mepe 89%, no menbiueii mepe 90%, o MeHbleit mepe 91%, no meHpiuel Mmepe 92%,
no Mesblueil Mepe 93%, no Mmenblueil Mepe 94%, no meHbiuel Mepe 95%, mo MeHbllel Mepe
96%, nmo menbinei mepe 97%, mo menbineir Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCIIOTHOH TMOCJIENOBATENIbHOCTBIO BapHAOENIbHOTO JOMEHA TSDKENOH
uenu antutena AL2p—29 umm ¢ amuHokuciaotHol nocneaosarenbHocTeio SEQ ID NO: 51, mpu
5TOM BapuaOeNbHbIN JOMEH TSDKEJON LEenH BKII0YAeT aMHHOKHCIIOTHBIE MOCIIENOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—29. B HexkOTOphIX BapuaHTax peaju3alluy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH IOMEH JIErKOH
LeMNY, BKJIIOYAIINN aMUHOKUCIOTHYIO TMOCJIEI0BATEIbHOCTh C MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no mesbiuell Mepe 87%, 1o MeHbleil mepe 88%, no meHsbiuel mepe 89%,
no Mesblueil Mepe 90%, no MeHblueil Mepe 91%, no menblueil Mmepe 92%, MO MeHblIeH Mepe
93%, no menbieit Mepe 94%, no menblieilt Mepe 95%, no menblieit Mmepe 96%, Mo MeHbLIeH

mepe 97%, mo menblieii mepe 98%, mo Mmenbineir Mepe 99%. wim 100% HOEeHTUYHOCTHA C
2 2 2



138

AMHHOKHUCJIOTHOM TIOCJIEOBATENbHOCTBIO BapHAaOENbHOTO JOMEHA JIeTKOH LeNH aHTUTena
AL2p-29 wnu ¢ amuHOKUCHOTHON mnocnenoBarenbHocThio SEQ ID NO: 99, mpu stom
BapuabeNnbHBIA TOMEH JIETKOH LM BKIKOYAaeT aMUHOKHCIOTHBIE rocnenoBatenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-29. B HeKOTOpBIX BapuaHTax peajau3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT IOCIENOBATENbHOCTh BapuabeIbHOrO JIOMEHA TSDKENIOW Lenu
(VH), umeromyto o menblieit mepe 85%, no meHbiueit mepe 86%, no meHbiueii mepe 87%, mo
MmeHbleil mepe 88%, o menblel Mepe 89%, no menbiueil mepe 90%, no menblel Mepe 91%,
no MeHblueil Mepe 92%, no menblueil Mepe 93%, no MeHblueit Mepe 94%, MO MeHblIel mepe
95%, no menbieit Mepe 96%, no meHbieit mepe 97%, no meHbluei mepe 98%, MO MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C aMUHOKHCJIOTHOW  IOCJENOBAaTEIbHOCTHIO
BapuabENbHOrO JOMEHa TsDKeJoW uenu adHturena AL2p-29 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcTEI0 SEQ ID NO: 51, u comeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBATUBHBIE
3aMEHbI, HHCEPLIMH WM JIEJIeHUHU M0 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
cBsi3biBaThesl ¢ TREM2. B HekoTOpBIX BapHaHTax peanusanuy, B o0mel cioxuaoct ot 1 go 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINW JAENETHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabelbHOrO JOMEHa TsDKenor wenw aHturena AL2p-29 wmm
aMuHOKHCIOTHOM mocnenoBatenbHocTU SEQ ID NO: 51. B HEeKoTOpBIX BapHaHTax peaiu3aiui,
B 00mIel CI0KHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMEIEHO, BCTABJIEHO, U/ HITH ASJIETHPOBAHO
B aMHUHOKHCJIOTHOH IMOCIENOBATEIbHOCTH BapuaOeIbHOrO AOMEHa TSDKENOH Lenu aHTUTena
AL2p-29 wunu amuHokuciaoTHON mnocaenosatenbHocTH SEQ ID NO: 51. B HekoTOpbIX
BapUAHTaX peaJn3alliy, 3aMEHbl, THCEPLIUU N JIeJIeUU PacroyokeHbl B oonactsx BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTax peasu3aliy, 3aMeHbl, THCEPLIMU WM JeNeLUH
pacnonoxkeHsl Ha FR-yuactkax. HeobOszarensHo, antu—TREM2 aHTHTENO COAEpKUT
nocienosarenbHocts  VH  anturena  AL2p-29 wmm SEQ ID NO: 51, Bxmouas
MOCTTPAHCIISIIUOHHBIE MOAM(DHKALMK 3TOH MOCIENOBATEIPHOCTH. B KOHKPETHOM BapuaHTe
peammzatmu, VH conmepxut omuH, na win tpu HVR, BeiOpaHHBIX M3: () aMHHOKHCIOTHON
nocienosarenbHoctd HVR-H1 anTurena AL2p—29, (b) aMHHOKHCIOTHOH NOCIEN0BATENIHOCTH
HVR-H2 anturena AL2p—-29, u (¢) amuHOKUCIOTHOH nocnenosatenbHocTd HVR-H3 anTHTena
AL2p-29. B HexoTopbIx BapuaHTax peanuzauuu, aHTU—TREM2 aHTuTena mno agaHHOMY
U300pETEeHUIO BKJIFOYAIOT TOCENOBATENIbHOCTh BapuadeapbHOro aomeHa jerkod mermu (VL),
UMeIoLIyI0 Mo MeHblueil mepe 85%, mo menbiuell mepe 86%, mo Menbiieil mepe 87%, mo
MeHbuIel Mepe 88%, no menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbiuel Mepe 91%,
no MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbiueit Mmepe 96%, no meHblei mepe 97%, no meHbleit Mepe 98%, Mo MeHbIIeH
mepe 99%, wumm  100%  HUOEHTUYHOCTM C AaMHUHOKUCJIOTHOW  IOCJEAO0BATEIbHOCTBHIO
BapuabeNnpbHOrO JOMeHa Jerkod wmenu adtutena AL2p—29 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 99, u comeprxkarnyto 3ameHbl (HanpuMmep, KOHCEpBAaTUBHBIE
3aMEHbI, HHCEPLIMU WJIM JIeJIELUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO

anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAaKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
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csi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B obmeii cinokHoctu ot 1 1o 10
AMHHOKHUCJIOT OBUIO 3aMEIICHO, BCTABJIEHO, W/WINW JAENEeTHPOBAHO B AMHHOKHCIOTHOM
IIOCJIEIOBATENIbHOCTH  BapuabenpbHOro JOMeHa Jierkod uemu aHturena AL2p-29 wmm
amuHOKHUCNOTHOHN nocnenosarenbHocTd SEQ ID NO: 99. B HeKOTOpBbIX BapUaHTax peaau3alui,
B 001I1eH CIIOKHOCTU OT 1 10 5 aMUHOKHUCIIOT OBIIO 3aMEIEeHO, BCTABJICHO, W/WIIN JAeNEeTHPOBAHO
B aMHHOKHCJIOTHOH IOCIEeOBATENbHOCTH BapuabeNnbHOrO JOMEHa JIeTKOW LeNmH AaHTHTeNa
AL2p-29 wnu amuHOKMCIOTHON mnocnenosarenbHoctd SEQ ID NO: 99, B HekoTOphIX
BapHUAHTAX peaJM3aliy, 3aMEHbl, HHCEPLIUU MK JEelUN pacnojoxensl B odnactsix e HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaTU3aLfK, 3aMEHbI, HHCEPLIMH WJIH JEeNIEIUH
pacrnonioxkeHbl Ha FR-yuactkax. HeoOsizatenbHo, anTu—TREM2 aHTHTENO COmEPIKUT

nocnenosatenbHocTe VL antutena AL2p-29 wumu SEQ ID  NO: 99, Bxmouas

>
NOCTTPAHCIISIIUOHHBIE MOAM(DHUKALMK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapuaHTE
peammzanuu, VL conmepskut oamH, aBa win Tpu HVR, BeiOpaHHBIX u3: (a) aMHHOKHUCIOTHOH
nocienosarenbHoctTd HVR-L1 anturena AL2p—29, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENbHOCTH
HVR-L2 anturena AL2p-29, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-29.

[0187] B nexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
U300pETeHHIO Colep KaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEJIOH
Lenu, NPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH COAEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTh C MO MeHblued Mepe 85%, mo mMeHblueln Mepe 86%, Mo MeHblIel Mmepe
87%, no menbiueit mepe 88%, no menbiueit mMepe 89%, no menbiueit mepe 90%, MO MeHbIIEH
mepe 91%, no menblueili mepe 92%, no Mmenbiiel mepe 93%, mo menslueln mepe 94%, mo
MeHbIel mepe 95%, no menbineil Mepe 96%, o MeHblIel mepe 97%, o meHbIuel Mepe 98%,
no MeHbineit mepe 99%, unu 100% HMAEHTUYHOCTH C AMMHOKHCIOTHOM IMOCIIEN0BATEIbHOCTHIO
BapualbeNpHOro JOoMeHa TsDkesod wenn aHturena AL2p-30 wim ¢ aMHHOKHCIOTHOH
nocienosatenbHOCTbI0O SEQ ID NO: 52; w/unu BapraOenbHbIl JOMEH JIETKOW LEMH CONEPIKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATENIbHOCTh ¢ MO MeHbIe mepe 85%, mo menbinein mepe 86%, 1o
MeHblel mepe 87%, no menbiueii Mmepe 88%, o MeHblIell mepe 89%, o meHbIuel mepe 90%,
no Mesblueil Mepe 91%, no menbiueil Mepe 92%, no menblueit Mmepe 93%, Mo MeHblIel mMepe
94%, no menbueit mepe 95%, no menHbiet mMepe 96%, no meHbluei mMepe 97%, MO MEeHbIIEH
Mepe 98%, mo wmenbwmedn mepe 99%, wunmu 100% HMIEHTHYHOCTH C AMUHOKHUCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHa0eNbHOrO JOMeHa Jierkod uenw aHturena AL2p-30 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBarenbHocTeio SEQ ID NO: 100. B HekoTOpbIX BapuaHTax
peamm3anyy, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepKaT BapuaderbHBIN
JIOMEH TsDKEJON LeNH, BKIIOYAIOLUN aMUHOKHCIOTHYIO MOCJIEA0BATEIbHOCTh C MO MEHbIIeH
mepe 85%, mo menblueill mepe 86%, mo MeHbuield mepe 87%, mo menbluell mepe 88%, mo
MeHblel mepe 89%, no mesbiueii Mepe 90%, o MeHbleil mepe 91%, no menbiuel mepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel Mmepe
96%, no menbluel mMepe 97%, no Mmenbiuei mMepe 98%, no menbiueir mepe 99%, wiu 100%

UJIEHTHYHOCTU C aMHHOKMCJIOTHOHN IOCJI€IOBAaTEIbHOCTHIO BapI/Ia6eanoro JIOMEHa TsKeJoH
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uenu antutena AL2p—30 umu ¢ amuHOKuCI0THOH nocnenoBarenbHOCTh0O SEQ ID NO: 52, npu
5TOM BapuaOeNbHbIN AOMEH TSDKEJIOH LN BKIFOYAeT aMHHOKHMCIIOTHBIE MOCIIEN0BATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—30. B HexkOTOpBIX BapuaHTax pealn3aliuy,
anTui—TREM?2 anTHTENa MO AaHHOMY H300PETEHHIO COAEp:KaT BapuaOeNbHbIH TOMEH JIErKon
LeNH, BKJIOYAIOIIMKA aMMHOKHCIOTHYIO IOCJIENOBATEIbHOCTh C MO MeHbluel Mmepe 85%, 1o
MeHblIel mepe 86%, o MeHblel Mepe 87%, no meHblueil mepe 88%, o mMeHblIel Mepe 89%,
no MeHblneit mepe 90%, no mensiueit mepe 91%, no menbliel Mepe 92%, Mo MeHblIeH Mepe
93%, no menbeit mepe 94%, no meHblnei Mepe 95%, no menHbineil Mepe 96%, MO MeHbLIeH
mepe 97%, no meHbineir mepe 98%, mo menbuieir mepe 99%, wnu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENIbHOCTBIO BapHaOENIbHOTO JOMEHA JIETKOH LeNH aHTUTeNa
AL2p-30 unu ¢ amuHOKHCIOTHOW mnocnenosareabHOCTi0 SEQ ID NO: 100, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LIeMH BKJIIOYaeT aMHHOKHUCIIOTHBIE TocienoBareapHocTH HVR-
L1, HVR-L2 u HVR-L3 antutena AL2p-30. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTHTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), umeromyro mo menbineii mepe 85%, no mensiueli mepe 86%, mo menbiuei mepe 87%, 1o
MeHbliel Mepe 88%, no menbiueil Mepe 89%, o MeHbleil mepe 90%, o meHbiuel Mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbeit Mmepe 96%, no meHblIei Mepe 97%, no meHbliel Mepe 98%, Mo MeHbLIEH
mepe 99%, wumum  100% HMOEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJEAO0BATEIbHOCTBHIO
BapuabeNnpbHOrO JOMeHa TspKenod wnenu adHturena AL2p-30 wunm ¢ aMUHOKHMCIOTHOM
nocienosarenbHOCcThI0 SEQ ID NO: 52, u copeprkalinyro 3ameHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HTHCEPLIMU WM JIeJICLUN 110 CPaBHEHUIO C peepeHCHON MOocIenoBaTeIbHOCThIO), HO
autu—TREM2 aHTHTENO, BKIIOYAIOINEe TAKYI MOCJIEA0BATENIbHOCTh, COXPAHSAET CHOCOOHOCTD
ces3pBaThesl ¢ TREM2. B HEKOTOpBIX BapuaHTax peaiusanu, B odmei ciaoxHocT oT 1 10 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTABJICHO, W/WIM [eNeTHPOBAHO B AMHUHOKHUCJIOTHOH
NOCJIEIOBATENIbHOCTH  BapuabebHOrO JOMeHa TspKkenor uenuw adturena AL2p-30 wim
aMuHOKHCIIOTHOM TocnenoBatenbHocTu SEQ ID NO: 52. B HEeKOTOpBIX BapHaHTaX peau3aiiyi,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKUCIIOT ObLIO 3aMELIEHO, BCTABJIEHO, W/UITH AeJIETUPOBAHO
B aMHHOKHCJIOTHOW MOCJIENOBATEIBHOCTH BapuaOeIbHOrO IOMEHAa TSDKENOH Lenu aHTUTeNa
AL2p-30 wnu amuHokucinotHoil mnocienosatenbHocTH SEQ ID NO: 52, B HekoTOpbIX
BapHUAHTAX pPeaJM3alliH, 3aMEHbl, HHCEPLIUU TN JEIeUU PacIoiokeHbl B odnacTsix Bae HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaTu3aLfi, 3aMEHbl, HHCEPLIMH WJIH JENEILIH
pacrionokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENnO COmep:kuT

nocnenosarenbHocte  VH  antutena AL2p-30 wumu SEQ ID NO: 52, Bximodas

,
NOCTTPAHCIISIIUOHHBIE MOAM(HUKAIMK 3TOH IOCHENOBATEIbHOCTH. B KOHKPETHOM BapHaHTe
peammsanmu, VH conmepxut ommH, na wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHON
nocnenosarenbHoctTd HVR-H1 anTurena AL2p—30, (b) aMUHOKHCIOTHOH NOCIE0BATENBHOCTH
HVR-H2 anturena AL2p-30, u (c) amuHOKUCIOTHOH nocnenosaTenbHoctd HVR-H3 anTHTena
AL2p-30. B Hexoropbix BapuaHTax peanusauuu, aHTU—TREM2 aHTuTENna mno naHHOMY

N300pETEHNIO BKJIKOYAIOT IIOCHEN0BATEIbHOCTh BapuabenbHOro nomeHa yerkod wnemu (VL),
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UMEIOLIYI0 Mo MeHblueil mepe 85%, mo MmeHbluell mepe 86%, nmo MeHbuieil mepe 87%, mo
MeHblIel Mepe 88%, no menbiuell Mepe 89%, no MeHbleil Mmepe 90%, no menbiuel Mepe 91%,
1o MeHbluei Mepe 92%, no MeHblueil Mepe 93%, no meHblueil Mepe 94%, Mo MeHblIel Mmepe
95%, no menbeit Mmepe 96%, no menblieit Mepe 97%, no mensblueit Mmepe 98%, MO MeHbLIEH
mepe 99%, wnmu  100% UAEHTHYHOCTH C AMHHOKUCJIOTHOM  IOCIENOBATEIbHOCTHIO
BapualbeNpHOro JoMeHa Jierkoii wnenu aHtutena AL2p—30 wim ¢ aMHHOKHCIOTHOH
nocnenosarenbHOCTHI0 SEQ ID NO: 100, 1 comepskainyro 3aMeHbl (HapuMep, KOHCEpBAaTHBHBIE
3aMEHbI, HHCEPLIMU WM JEJIEUHN 10 CPaBHEHUIO C pedepeHCHOH MOCIenoBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTUTENO, BKJIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B odwei cioxkHocty ot 1 mo 10
AMHHOKHUCJIOT OBbUIO 3aMEILICHO, BCTABJIEHO, W/WIM JENETUPOBAHO B aAMHUHOKHUCIOTHOH
NOCJIEIOBATEIbHOCTH  BapuabeapbHOro JOMeHa Jierkod uenu aHturena AL2p-30 wm
amMuHOKHUCIOTHON nocnenosatensHoctd SEQ ID NO: 100. B HekoTOpbIX BapuaHTax
peanu3anuu, B OOIIEeH CIOXKHOCTH OT 1 10 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIIEHO, W/WJIH
IENEeTHPOBAHO B AMHUHOKHCIIOTHON MOCJIENOBATENbHOCTH BapHAOENbHOTO TOMEHA JIETKOH Lenn
anturena AL2p—30 wunum aMuHOKMCIOTHOH mnocneposarenbHocT SEQ ID NO: 100. B
HEKOTOPBIX BapUAHTAX PEAN3aLlUH, 3aMEHbI, THCEPLIMH WJIH [N PACTIONIOKEHBI B 00IACTSIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEKoOTOpBIX BapuaHTax pearn3alfy, 3aMeHbl, HHCEPLUH
wii aenenun  pacnonoxkeHsl Ha FR-yuactkax. HeoOszatenbHo, antu—TREM2 anTHTENO
conepxut mnocienosarenbHocTh VL anturena AL2p-30 wnmu SEQ ID NO: 100, Bkmrouas
HNOCTTPAHCIISILMOHHBIE MOAM(HUKALNN 3TOH IMOCIEAOBATENPHOCTH. B KOHKPETHOM BapHaHTe
peammsauuu, VL conmepskut oauH, aBa uian Tpu HVR, BbiOpaHHbIX n3: (a) aMHHOKHUCIOTHOMN
nocnenosarenbHoctTd HVR-L1 anturena AL2p—30, (b) aMMHOKHCIOTHON MOC/IEA0BATENBHOCTH
HVR-L2 anturena AL2p-30, u (c¢) amuHOkucaoTHON nocnenoBatenpHoctd HVR-L3 anturena
AL2p-30.

[0188] B Hekotopeix BapuaHTax peaiusauuy, aHTH—TREM?2 aHTHTENna mo naHHOMY
U300pETEHHUIO COIEepIKaT BapuabeNbHbIN JOMEH JIErKOW Lenu U BapuabebHbId JOMEH TSHKeNOH
Lernu, TPU OSTOM BapHAaOENbHBIA JOMEH TSDKEJIOW LEeNd COAEPKUT aMHHOKHCIOTHYEO
MOCJIEIOBATEIPHOCTh ¢ MO MeHbined Mepe 85%, mo MeHblueln Mepe 86%, Mo MeHblIel mepe
87%, no menbiueit mepe 88%, mo menbiue mepe 89%, nmo mensblueit mepe 90%, MO MeHbIIEH
mepe 91%, nmo menbiueil mepe 92%, mo MeHbuiel mepe 93%, mo mensluell mepe 94%, mo
MeHblIel Mepe 95%, no menbiuel Mepe 96%, no MeHblIell Mepe 97%, o MeHblel mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCIOTHON IMOCIEN0BATENbHOCTHIO
BapuabeNnpbHOrO JOMeHa TsDKenod wenwn adHturena AL2p-31 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 53; w/unu BapnaOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIJIOTHYIO TIOCIIEAOBATENLHOCTD € MO MeHbIel mepe 85%, mo menbinei mepe 86%, mo
MeHblIel mepe 87%, no menbiuell Mepe 88%, o MeHbleil mepe 89%, no mensbiuel Mmepe 90%,
no Mesblueil Mepe 91%, no menbiueil Mepe 92%, no meHblueil Mepe 93%, Mo MeHblIEH Mepe
94%, no menbeit Mmepe 95%, no menblieit mepe 96%, no meHbleil Mmepe 97%, MO MeHbLIEH

Mepe 98%, mno wmenbwedi mepe 99%, wunmu 100% HMIEHTMYHOCTH € AMUHOKHUCIOTHOM
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MOCJIEIOBATENIbHOCTBIO BapHa0eNbHOr0 JOMeHa Jierkod menu adturena AL2p-31 wmm ¢
aMUHOKHUCJIOTHONH mnocnenoBatenbHocTei0o SEQ ID NO: 97. B HekOTOpBIX BapuaHTax
peammsanyy, aHTH—TREM2 aHTuTena mo gaHHOMY H300pPETEHHIO COAepKaT BapuabenbHBIN
JOMEH TSDKEJOHN LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO INOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo MmeHbineil mepe 86%, mo menbliel mepe 87%, mo menslueil mMepe 88%, mo
MmeHblIel mepe 89%, o menblel Mepe 90%, no mensbiueil mepe 91%, no menblel Mepe 92%,
no MeHblneil mepe 93%, no menslueil Mmepe 94%, no menbliel mMepe 95%, Mo MeHblIeH Mepe
96%, nmo menbineir mepe 97%, nmo menbieir Mepe 98%, mo menbineit mepe 99%, wmm 100%
UJICHTHYHOCTH C aMHUHOKHCJIOTHOW TMOCJIEOBATENIbHOCTBIO BaPHAOENIBbHOTO JOMEHA TSIKENOM
uenu antutena AL2p—31 wim ¢ amuHOKuca0THOH nocnenoBarenbHOcTh0O SEQ ID NO: 53, npu
5TOM BapuaOeNbHbII JOMEH TSDKEIOH LEenH BKIFOYAeT aMUHOKHUCIIOTHBIE MOCIENOBATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—31. B HexkoTOphIX BapuaHTax peaju3aliuy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEpIKaT BapHaOeNbHbIH JOMEH JIErKOH
L[eNY, BKJIIOYAKOIUN aMHHOKUCIOTHYIO IOCJENOBAaTeNbHOCTh € MO MeHblueld mepe 85%, mo
MeHblIel Mepe 86%, no meHbluel Mepe 87%, no MeHblieill Mepe 88%, o MeHb1el Mepe 89%,
no Mesblueil Mepe 90%, no Mmenbiueil Mepe 91%, no meHblueil Mmepe 92%, MO MeHblIel Mepe
93%, no menbiueit mepe 94%, no meHblet mMepe 95%, nmo menbeit mepe 96%, MO MeHbIIEH
Mepe 97%, no menbuiel Mepe 98%, nmo Mmenblueil mepe 99%, unun 100% wuaeHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENbHOCTBIO BapHAaOENbHOTO JOMEHA JIETKOH LEeNH aHTUTeNna
AL2p-31 wiu ¢ amuHOKUCHOTHOM mnocaenosarenbHOCTh0 SEQ ID NO: 97, mpu sTom
BapuabenbHBIA TOMEH JIETKOH LEeMH BKIKOYAaeT aMUHOKHCIOTHBIE rocnenoBarenpHoctd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-31. B HekOTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEP:KUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJNIOW LenH
(VH), umeromyto o menbiieit mepe 85%, no meHbiueii Mmepe 86%, no mMeHbiueii mepe 87%, mo
MmeHbleil mepe 88%, no meHblel Mepe 89%, no Menbiueit mepe 90%, no meHblel Mepe 91%,
no MeHblueil Mepe 92%, no menblueil Mepe 93%, no MeHblueil Mepe 94%, MO MeHblIel mepe
95%, no mensbeit mepe 96%, o MmeHbinet mMepe 97%, no meHblein mepe 98%, MO MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTH C  aMMHOKHCJIOTHOM  IOCJENOBAaTENbHOCTBHIO
BapuabeNbHOrO JOMeHa TspKeJnoW uenwn adHturena AL2p-31 wmnm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 53, u comeprkarnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH N JIEJICUHU 10 CPABHEHUIO C pe(epeHCHON IMOCIeN0BaTeIbHOCThIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH TMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B odmeil cioxxHocty ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABIEHO, W/IJIKM JAEJNETHPOBAHO B AMHHOKHCIOTHOHN
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TspKenor wenwn aHturena AL2p-31 wm
aMuHOKHCIIOTHOM mocnenoBatenbHocTU SEQ ID NO: 53. B HEKOTOpBIX BapHaHTaX peau3alui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTH AEJIETHPOBAHO
B aMHUHOKHCJIOTHOH IMOCIENOBATEIbHOCTH BapuadeIbHOro AOMEHa TSDKEION Lenu aHTUTena
AL2p-31 wunu amuHOKuCIOTHON mnocaenosatenbHocTH SEQ ID NO: 53. B HekoTOpbIX

BapHaHTaX peajH3allii, 3aMEeHbI, MHCEPINH WU JeJIeNH PaclojoxkeHbl B odjactsx BHe HVR
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(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTax pearn3aliy, 3aMEeHbl, THCEPLIMH UIIH EICeLUH
pacnionoxkenel Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTHTENO COmEpKUT
nocnenosatenbHocTe  VH  antutena AL2p-31 wumu SEQ ID  NO: 53, Bxmodas
NOCTTPAHCIISILMOHHBIE MOAM(UKALMN 3TOH IMOCIENOBATENbHOCTH. B KOHKPETHOM BapHaHTe
peammsauuy, VH conmepxut oauH, asa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHMCIOTHOMN
nocnenosarensHocTH HVR-HI1 anturena AL2p—31, (b) aMHHOKHCIIOTHO!H MOC/IEA0BATENbHOCTH
HVR-H2 anturena AL2p-31, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTena
AL2p-31. B HekoropbIx BapuaHtax peanusanuu, aHTU—TREM2 aHTuUTENna 1o IDaHHOMY
N300pEeTEHNI0 BKJIFOYAIOT IOCJEIOBATEIbHOCTh BapuabenbHOro nomeHa Jyerkor wnemu (VL),
UMEIOIY0 MO MeHbluel mepe 85%, mo meHblueit mepe 86%, mo menbineir mepe 87%, 1o
MeHblIel mepe 88%, nmo menbiueil Mmepe 89%, no menblieit Mepe 90%, o MeHsblel mepe 91%,
no MeHblueil Mepe 92%, no Mmenblueil Mepe 93%, no MmeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbiel Mepe 96%, no meHblueil Mepe 97%, no MeHblueill Mepe 98%, Mo MeHbLIei
mepe 99%, wm 100% HMOEHTUYHOCTH C AMHUHOKHUCIOTHOM  TOCIEAOBATEIbHOCTHIO
BapuabenpbHOrO JOMeHa Jerkoi wmenu antutena AL2p—31 winm ¢ aMUHOKHCIOTHOH
nocaenosatenbHOCcTEI0 SEQ ID NO: 97, u comeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH I JIEJICUHU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYI MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peaju3anu, B obmeil cnoxxHocty ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMEILIEHO, BCTABJIEHO, W/HWIN JAENEeTHPOBAHO B aMHHOKHCIOTHOM
IOCJIEIOBATENIbHOCTH ~ BapuabenpHOro JOMeHa Jierkoi uenu aHturena AL2p-31 wm
amuHOKHUCIOTHOH nocnenosarenbHocTd SEQ ID NO: 97. B HEeKOTOpBIX BapUaHTax peaau3alui,
B 001IeH CIOKHOCTU OT 1 10 5 aMHHOKHCIOT ObUIO 3aMEIEHO, BCTABJIEHO, W/WIIN AEIETUPOBAHO
B aMHHOKHCJIOTHOH IIOCIEeOBATENbHOCTH BapHabeIbHOrO JOMEHa JIETKOW ILIeNH AaHTUTeNa
AL2p-31 wnu amuHOKucCIOTHON mnocnenoBarenbHoct SEQ ID NO: 97, B HekoTOphIX
BapHUAHTAX pPeayM3aldy, 3aMEHbI, HHCEPLIUU WM JEJeLUN PacroiokeHbl B obnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapuaHTaX peasu3alii, 3aMEeHbI, HHCEPLIUHU WU JeJIeLUN
pacnojioxkeHbl Ha FR-yuactkax. HeoOsizatenbHo, anTu—TREM2 aHTHTENO COmEPIKUT

nocnenosatenbHocTe VL anturena AL2p-31 wunu SEQ ID  NO: 97, Bxmouas

,
NOCTTPAHCIISIIUOHHBIE MOAM(DHUKALNK 3TOW IMOCIENOBATEIPHOCTH. B KOHKPETHOM BapuaHTe
peamm3anuu, VL conmepskut oxuH, asa win Tpu HVR, BeiOpaHHBIX 13: (a) aMHHOKHCIOTHON
nocienosarenbHoctTd HVR-L1 anturena AL2p—31, (b) aMMHOKHCIIOTHOM MOCIEAOBATENIbHOCTH
HVR-L2 anturena AL2p-31, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-31.

[0189] B nekotopeix BapuaHTax peanusauuu, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pETeHHIO ColepsKaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEJIOH
Lenu, NPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH COXEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTh ¢ MO MeHblueld Mepe 85%, mo mMeHblueln Mepe 86%, Mo MeHblIel Mmepe
87%, no menbiueit mepe 88%, nmo menbiue mepe 89%, no mensbiueit mepe 90%, Mo MeHbIIEH

mepe 91%, no menblueii mepe 92%, no Mmenbiiel Mepe 93%, mo menslueln mepe 94%, mo
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MeHblIeld Mepe 95%, no meHbluell Mepe 96%, o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMUHOKHCJIOTHON MOCIEA0BATENbHOCTHIO
BapuabeNnbHOrO JOMeHa TshkenoW wenu aHturena AL2p-32 wuinm ¢ aMHUHOKHUCIOTHOH
nocinenosatenbHOCThI0O SEQ ID NO: 54; w/unu BapuaOenbHbI JOMEH JIETKOH LEMH CONEPKUT
AMUHOKHCJIOTHYIO TTOCJIEIOBATEIBHOCTD C 1O MeHblIel mMepe 85%, mo meHbIuei mepe 86%, 1o
MmeHblIel mepe 87%, o menblel Mepe 88%, no mensbiueil mepe 89%, no menbliel Mepe 90%,
no MeHblnell mepe 91%, no mensiueii mepe 92%, no menblieil Mepe 93%, Mo MeHblIeH Mepe
94%, no mensbiieit mepe 95%, o MmeHbiet Mepe 96%, nmo meHsbliei mMepe 97%, MO MEHbIIEH
Mepe 98%, mo wmenbmedr wmepe 99%, wunmum 100% HMIEHTMYHOCTH € AMUHOKHCIOTHOM
NOCJIEIOBATEIbHOCTBIO BApHA0ENIbHOTO JOMEHa Jierkod uenu aHturena AL2p-32 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBaTenbHocThio SEQ ID NO: 97 B HekoTOphIX BapHuaHTax
peamm3anyu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COaepkaT BapuaderbHBINR
JIOMEH TsDKEJION LieNH, BKJIIOYAIOLUN aMUHOKHCIOTHYIO IMOCJIEA0BATEIbHOCTh C 10 MEHbIIeH
mepe 85%, mo menblueill mepe 86%, mo MeHbuiel mepe 87%, mo menbluell mepe 88%, mo
MeHblIel Mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no meHbiuel Mepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbiueir mepe 97%, nmo Mmenbiueir Mepe 98%, mo mensbiuei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOTO OMEHA TSDKENOH
uenu antutena AL2p—32 unmu ¢ amuHOKUCI0THOH nocnenoBarenbHOCTh0O SEQ ID NO: 54, npu
5TOM BapuaOeNbHbIN AOMEH TSDKEJIOH LEeNH BKIFYAeT aMHHOKUCIIOTHBIE IMOCIIEN0BATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p-32. B HekOTOpBIX BapHaHTax pean3alluy,
anTu—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp:KaT BapHaOeNbHbIH TOMEH JIErKon
LeNH, BKJIOYAOIIMNA aMMHOKHCIOTHYIO IOCJIENOBATENbHOCTh C MO MeHblnel mepe 85%, 1o
MeHblIel mepe 86%, o MeHblel Mepe 87%, no meHblueil mepe 88%, o mMeHblel Mepe 89%,
no MeHblneit mepe 90%, no mensiueit Mmepe 91%, no menbliel Mepe 92%, Mo MeHblIeH Mepe
93%, no mensblueit mepe 94%, no meHblneit Mepe 95%, no meHbinel Mepe 96%, MO MeHbLIEH
mepe 97%, no meHbiieir mepe 98%, mo menbuieir Mepe 99%, wnu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENIbHOCTBIO BapHaOENbHOTO JOMEHA JIETKOH LEeNH aHTUTeNla
AL2p-32 wmu ¢ amuHOKUCHOTHOM mocaenosarenbHocThi0 SEQ ID NO: 97, mpu sTom
BapuadeNbHBIA TOMEH JIETKOH LIEMH BKJIIOYaeT aMHHOKHCIOTHBIE TocienoBareabHocTH HVR—
L1, HVR-L2 u HVR-L3 antutena AL2p-32. B HekoTOpBIX BapuaHTax peaju3aliy, aHTH—
TREM2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), umeromyro mo menbineii Mmepe 85%, o mensiunei mepe 86%, o meHbluei mepe 87%, 1o
MeHbliel mepe 88%, no menbiueil Mepe 89%, o MeHbleil Mmepe 90%, o meHbiuel Mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MmeHblueil Mepe 94%, NMo MeHblIel mepe
95%, no menbiueit Mmepe 96%, no meHbleit Mepe 97%, no meHbliel Mepe 98%, Mo MeHbLIeH
mepe 99%, wumm  100% HUOEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO
BapuabeNpbHOrO JOMeHa TsDKeJnoW unenu adHturena AL2p-32 wunm ¢ aMUHOKHMCIOTHOMN
nocienosarenbHOCTI0 SEQ ID NO: 54, u copeprkalnyro 3ameHbl (HanpuMep, KOHCEPBAaTHBHbIE

3aMEHbI, HHCEPLIMU WJIM JIeJIELUU 10 CPABHEHUIO C pedepeHCHON MOCIenoBaTeIbHOCThIO), HO
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anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKYHO MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peaju3anu, B obmeii cinokHoctu ot 1 1o 10
AMHHOKHUCJIOT OBUIO 3aMELIeHO, BCTABJIEHO, W/WIN JeNeTHPOBAHO B aMHHOKHCIIOTHOH
NIOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMeHa Tshkenod uenu aHturena AL2p-32 wmm
amuHOkucnoTHOHN nocnenosarenbHocTH SEQ ID NO: 54, B HEeKOTOpBIX BapUaHTax peaau3alui,
B 00IIeil CII0KHOCTH OT 1 10 5 aMHHOKHCIIOT OBIIO 3aMELIeHO, BCTABICHO, W/WIIN AEJIETHPOBAHO
B AaMHMHOKHCJIOTHOH IOCIEeOBAaTEIbHOCTH BapuaOeNbHOrO IOMEHA TSDKENOW LeNmd aHTHTeNa
AL2p-32 wnu amuHokucinotHoil mnocienoBatenbHocTH SEQ ID NO: 54. B HekoTOpBIX
BapHUAHTAX peaJM3aliH, 3aMEHbl, HHCEPLIUU MU JIEeUU pacroiokeHsl B obnactsax e HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaTU3aLfH, 3aMEHbI, HHCEPLIMH WJIH JEJIEIUH
pacnonioxkenbl Ha FR-yuactkax. HeoOsizatenbrHo, anTu—TREM2 aHTHTENO CONEPIKUT

nocnenoBarenbHocTh  VH  antutema AL2p-32 wm SEQ ID NO: 54, Bxmoyas

,
NOCTTPAHCIISIIUOHHBIE MOAM(HKAIMN 3TOH MOCIENOBATEIbHOCTH. B KOHKPETHOM BapHaHTe
peamm3annu, VH conmepxut ommH, nBa wim tpu HVR, BeiOpaHHBIX 1M3: () aMHHOKHCIOTHOH
nocaenosarenbHoctd HVR-H1 anTurena AL2p—32, (b) aMUHOKHCIIOTHOI MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—-32, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTENa
AL2p-32. B HexoTopbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTENna mno agaHHOMY
U300pETEeHUIO BKJIFOYAIOT TOCIENOBATENIbHOCTh BapuadeapbHOro aomeHa jerkod mermu (VL),
UMEIOLIYI0 Mo MeHblueil mepe 85%, mo menbluell mepe 86%, mo MeHblieil Mepe 87%, mo
MeHbliel mepe 88%, no menbiuell Mepe 89%, o MeHbleil mepe 90%, no menbiuel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no meHblueil Mepe 94%, MO MeHblIel Mmepe
95%, no menbieit Mepe 96%, no meHblIeil Mepe 97%, no meHbuielt Mepe 98%, Mo MeHbLuel
mepe 99%, wnmm  100% UAEHTHYHOCTH C AMHHOKUCJIOTHOM  IOCIIENOBATEIbHOCTHIO
BapualbeNpHOro JOMeHa Jierkoil wnenu aHtutena AL2p-32 wim ¢  aMHHOKHCIOTHOH
nocnenosarenbHOCTHI0O SEQ ID NO: 97, u coneprkaluyio 3aMeHbl (Hanpumep, KOHCEepBAaTHBHBIE
3aMEHbI, HHCEPLIMU WM JEJICLUN 10 CPABHEHUIO C pedepeHCHOI MOCIeNOBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTUTENO, BKJOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
csi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B odmeit cioxkHocty ot 1 mo 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, W/WIM JEeJeTUPOBAHO B aAMHUHOKHUCIOTHOH
NOCJIEIOBATEIbHOCTH  BapuabeIpbHOro JOMEHa Jierkod uenu aHturena AL2p-32 wm
amuHoOkucNoTHOHN nocnenosatenabHocTd SEQ ID NO: 97. B HeKoTOpbIX BapUaHTax peaju3aLii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKUCIIOT OBUIO 3aMEeeHO, BCTABJICHO, W/HITH AEIETHPOBAHO
B aMUHOKHCJIOTHOW IIOCIIENOBATEIbHOCTH BapuabeIbHOro IOMEHA JIETKOW LenHu aHTUTeNa
AL2p-32 wnu amuHoOkucHIOTHON mnocnenosatenbHocTH SEQ ID NO: 97. B HekoTOpbIX
BapHUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLUU WJIN JIEEeLUN PacroiokeHbl B odnacTsx BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peau3aliy, 3aMEHbl, HHCEPLIMH WJIH JENELH
pacionoxkensl Ha FR-yuactkax. HeoOsizatenbro, antu—TREM2 aHTHTENO CONEPKHUT

nociaenosatenbHocTe VL anturena AL2p-32 wumum SEQ ID  NO: 97, Bxmouas

2

MNOCTTPAHCIALIUOHHBIC MO)II/I(bI/IKaLII/II/I 3TOH noCJacaA0BaTCIbHOCTU. B KOHKPETHOM BapHAHTEC

peammsauuu, VL conmepskut oauH, aBa uian Tpu HVR, BbiOpaHHbIX n3: (a) aMHHOKHMCIOTHOMN
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nocaenosarenbHoctTd HVR-L1 anturena AL2p—32, (b) aMMHOKHCIIOTHON MOCIIEA0BATENbHOCTH
HVR-L2 anturena AL2p-32, u (¢) aMmuHOKHCIOTHON nocnenoBaTenpHoctd HVR-L3 anturena
AL2p-32.

[0190] B nexotopeix BapuaHTax peanusauuy, aHTu—TREM?2 anturena mo naHHOMY
N300peTeHUI0 conepikaT BapuabenbHbI TOMEH JIETKOW IeTH U BapuaOeIbHbIH JOMEH TsKEJION
Leny, I[pU 3TOM BapHaOENbHBIA JOMEH TSDKEIOH Lenu CONepXKUT aMUHOKHCIIOTHYIO
MOCJIEIOBATENILHOCTD C MO MeHbIned Mmepe 85%, mo meHblieit mepe 86%, MO MeHbIelH Mepe
87%, no menbiueit mepe 88%, mo menbiueir Mepe 89%, nmo menblueit mepe 90%, MO MeHbIIEH
mepe 91%, nmo menbiuedt mepe 92%, mo MeHbliel mepe 93%, mo mensielr mepe 94%, mo
MeHblel mepe 95%, no menbiueil Mepe 96%, no MeHblel mepe 97%, o MeHbIuel Mepe 98%,
no Mmesblueil Mepe 99%, unu 100% HWAEHTUYHOCTH ¢ AMHUHOKHCJIOTHON IMOCIEN0BATENbHOCTHIO
BapuabeNbHOTO JOMeHa TsDKeJnoW uenu adHturena AL2p-33 wmnm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 55; w/nunm BapraOenpHbIH JOMEH JIETKOW LENMH CONEPIKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATENILHOCTD C MO MeHbIel mepe 85%, mo menbinein mepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHblieil mepe 89%, o meHbiuel Mepe 90%,
no Mesblueil Mepe 91%, no Menbiueil Mepe 92%, no MeHbluel Mepe 93%, Mo MeHbllelH Mepe
94%, no menbiueit mepe 95%, no meHbieit mepe 96%, no meHblei Mepe 97%, MO MeHbIIEH
Mepe 98%, mo wmenbwedn mepe 99%, wunmu 100% HMIEHTHYHOCTH C AMUHOKHUCIOTHOM
NOCJIEIOBATENIbHOCTBIO BapHa0eNbHOr0 JOMeHa Jierkod menu axturena AL2p-33 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBarenbHocTeio SEQ ID NO: 103. B HekOTOpBIX BapHuaHTax
peammsanmy, aHTHi—TREM2 aHTuTena mo AaHHOMY H300pPETEHHIO COAepKaT BapuadenbHBIN
JOMEH TSDKEJOHN LieNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo MmeHbineil mepe 86%, mo meHbliel mepe 87%, mo menslueil mepe 88%, mo
MeHblel mepe 89%, o menblel Mepe 90%, no menbiueit mepe 91%, no menblel Mepe 92%,
no MeHblneil mepe 93%, no menslueil Mmepe 94%, no menbliel mMepe 95%, Mo MeHblIeH Mepe
96%, nmo menbineir mepe 97%, nmo menbieir mMepe 98%, mo menbineit mepe 99%, wmu 100%
UJICHTHYHOCTH C aMHUHOKHCJIOTHOW TMOCJIEOBATENIbHOCTBIO BAPHAOENIBbHOTO JOMEHA TSIKENOM
uenu antutena AL2p—33 wmm ¢ amuHOKuCI0THOH nocnenoBarenbHOCTBI0O SEQ ID NO: 55, npu
5TOM BapuaOeNbHbII JOMEH TSDKENIOH LEenH BKIFOYAeT aMUHOKHUCIIOTHBIE MOCIEeNOBATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—33. B HekoTOphIX BapuaHTax pealu3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEPIKaT BapHaOeNbHbIH TOMEH JIErKOH
LMY, BKJIIOYAIINI aMHUHOKHUCIIOTHYIO TOCJEIOBATEIbHOCTh C MO MeHbleld mepe 85%, mo
MeHblel Mepe 86%, no meHbiuell Mepe 87%, no MeHbleil mepe 88%, o MeHb1uel mepe 89%,
no Mesblueil Mepe 90%, no MeHblueil Mepe 91%, no MeHblueil Mepe 92%, MO MeHblIel mepe
93%, no menbiueit mepe 94%, no meHblet Mepe 95%, no menbieit Mepe 96%, MO MeHbIIEH
mepe 97%, no menbiueit mepe 98%, mo menbineit mepe 99%, wnn 100% HIEHTHUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENIbHOCTBIO BapHAaOENbHOTO JOMEHa JIETKOH LEeNH aHTUTena
AL2p-33 unu ¢ aMuHOKHCIOTHOM mnocnenosarenpbHOcTi0 SEQ ID NO: 103, mpu sTom
BapuabeNnbHBIA TOMEH JIETKOH LM BKIKOYAaeT aMUHOKHCIOTHBIE mocnenosarenbHoctd HVR-

L1, HVR-L2 u HVR-L3 anturena AL2p-33. B HEKOTOpBIX BapuaHTax peaju3aliy, aHTH—
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TREM2 aHTUTENIO COAEPKHUT IOCIEeNOBATEIbHOCTh BapHabENbHOTO JOMEHA TSDKEION IerH
(VH), umeromyro mo menbineii mepe 85%, no menbiueii mepe 86%, o meHbIuei mepe 87%, 1o
MeHbliel mepe 88%, no menbiueil Mepe 89%, o MeHbleil Mmepe 90%, no menbiuel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, NMo MeHblIel Mmepe
95%, mo menbel Mepe 96%, no Menbeli Mepe 97%, o MmeHbliel Mepe 98%, Mo MeHbLIeH
mepe 99%, wnmu  100% HUAEHTUYHOCTH C AMHHOKUCJIOTHOH  IOCI]ENOBATEIbHOCTHIO
BapualOeNpHOro JOMeHa TsDkesod wenn aHturena AL2p-33 wim ¢ aMHHOKHCIOTHOH
nocienosatenbHOCcTbI0 SEQ ID NO: 55, u comeprkalnyro 3aMeHbl (Hanpumep, KOHCepBaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JEJIEeLUU M0 CPABHEHUIO C pedepeHCHON MOCenoBaTeIbHOCThIO), HO
anTi—-TREM?2 aHTUTENO, BKJIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B odmei cioxkHoctu ot 1 mo 10
AMHHOKHCJIOT OBbUIO 3aMEILICHO, BCTABJIEHO, W/WINM JENeTHPOBAHO B aMHUHOKHCIOTHOH
NOCJIEIOBATENIbHOCTH  BapuabelbHOrO JOMEHa TsDKenol uenw adHturena AL2p-33  wm
amuHokucnoTHOHN nocnenosatenbHocTd SEQ ID NO: 55. B HekoTOpbIX BapuaHTax peaju3aLui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMEIIEeHO, BCTABJICHO, W/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOH MOCIENOBATEIbHOCTH BapHaOeIbHOrO IOMEHa TSDKEJIOH LN aHTUTena
AL2p-33 wnu amuHokucinoTHoll mnocienosatenbHocTH SEQ ID NO: 55. B HekoTopbIx
BapHUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLUU WIIN JIEJEeLUN PacroiokeHbl B odnactsx BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaxX pearn3aliy, 3aMEeHbl, THCEPLIH WJIH JEJICeLUH
pacnionoxkenel Ha FR-yuactkax. HeoOsizatensno, antu—TREM2 aHTHTENO COmEpKUT
nocnenosatenbHocTe  VH  antutena AL2p-33 wumu SEQ ID  NO: 55, Bxmodas
NOCTTPAHCIISILMOHHBIE MOAM(UKALMN 3TOH IMOCIENOBATENbHOCTH. B KOHKPETHOM BapHaHTe
peammsauuy, VH conmepxut oauH, nsa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHMCIOTHOMN
nocnenosarensHocT HVR-HI1 anturena AL2p—33, (b) aMHHOKHCIIOTHO!H MOC/IEA0BATENIbHOCTH
HVR-H2 anturena AL2p-33, u (¢) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTena
AL2p-33. B HekoTopbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTENna 1o IDaHHOMY
H300pEeTEHNIO BKJIFOYAIOT IOCJEIOBATEIbHOCTh BapuabenbHOro nomeHa Jyerkor wnemu (VL),
UMEIOIIyI0 Mo MeHblueil mepe 85%, mo meHbwel mepe 86%, mo MeHbiueil mepe 87%, mo
MeHblIel mepe 88%, o menbiuell Mepe 89%, no meHblieit Mepe 90%, o MeHbIel mepe 91%,
no MeHblueil Mepe 92%, no MmeHblueil Mepe 93%, no MmeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbluel Mepe 96%, no mMeHblueil Mepe 97%, no MeHblueil Mepe 98%, Mo MeHbLIeH
mepe 99%, wm 100% HMOEHTUYHOCTH C AMHUHOKHCJIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabenpbHOro JOMeHa Jerkoi umenu aHtutena AL2p—33 winm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCThI0 SEQ ID NO: 103, u copepskaryro 3aMeHbl (HarpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WM JIEJIELUHU 10 CPABHEHUIO C pPe(epeHCHON IMOCIeNOoBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAIOIIEE TAKYI MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peajm3anu, B obmeii cinoxkHoctu ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINW JAENEeTHPOBAHO B aMHHOKHCIOTHOM
IOCJIEIOBATENIbHOCTH  BapuabenpbHOro JOMeHa Jierkod uemu aHturena AL2p-33  wm

aMuHOKHUCIOTHON nocnenoBatenbHocTd SEQ ID NO: 103, B HeEkOoTOpbIX BapuUaHTax
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peanu3anuu, B OOIIEeH CIOXKHOCTH OT 1 70 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIICHO, W/WJIH
JEeNeTHPOBAHO B AMHUHOKUCIIOTHOH MOCIIENOBATENbHOCTH BapHaOENbHOTO TOMEHA JIETKOH Lenu
anturena AL2p-33 wunum aMMHOKMCIOTHOH mnocneposarenbHocT SEQ ID NO: 103. B
HEKOTOPBIX BapUAHTaX peasn3alliy, 3aMEHbl, THCEPLIMH WM JeNIeLIUH PACTIONIOKEHBI B 00IaCTIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTax peaju3alliy, 3aMEHbl, MHCEPLIUU
win faenenun pacnojoxeHsl Ha FR-yuactkax. HeobszarenpHo, antu—TREM2 anTHTENO
comepkuT mnocnenoarenpbHocTh VL antutena AL2p-33 wim SEQ ID NO: 103, Bxirovas
MOCTTPAHCIISIIUOHHBIE MOAM(DHKALIMK 3TOH IMOCIENOBATEIbHOCTU. B KOHKPETHOM BapHUaHTe
peammzanmu, VL conmepskut oamH, aBa win Tpu HVR, BbiOpaHHBIX u3: (a) aMHHOKHUCIOTHOH
nocienosatenbHoctTd HVR-L1 anturena AL2p—33, (b) aMMHOKHCIIOTHOM MOC/IEAOBATEILHOCTH
HVR-L2 anturena AL2p-33, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-33.

[0191] B nexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
U300pETEeHHUIO CoIep KaT BapuabeNbHbIN JOMEH JIETKOW Ny U BapuabeNbHbI JOMEH TSKeJIOH
Lend, TNpPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIPHOCTh C MO MeHbInel mepe 85%, mo MeHbineln mepe 86%, Mo MeHblIeH Mepe
87%, no menbiueit mepe 88%, nmo menbiue mepe 89%, nmo menbiueit mepe 90%, MO MeHbIIEH
Mepe 91%, no menbiueil mepe 92%, mo MeHbuied mepe 93%, mo mensluell mepe 94%, mo
MeHblIeld Mepe 95%, no MeHblueil Mepe 96%, o MeHbliel mepe 97%, o MeHblel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCJIOTHON MOCIEA0BATENbHOCTHIO
BapuabeNpbHOrO JOMeHa TsDKeJnoW unenu adturena AL2p-35 wunm ¢ aMUHOKHMCIOTHOM
nocienosatenbHOCThI0O SEQ ID NO: 57; w/unu BapuaOenbHbIi JOMEH JIETKOH LEMH CONEPKUT
AMUHOKHUCJIOTHYIO TTOCJIEIOBATEIBHOCTD C 1O MeHbluel Mepe 85%, mo meHbIuei mepe 86%, 1o
MeHblel mepe 87%, no menblel Mepe 88%, no menbiueil mepe 89%, no menblel Mepe 90%,
no MeHblneit mepe 91%, no mensiueilt mepe 92%, no menbliel mepe 93%, Mo MeHblIeH Mepe
94%, no mensbiieit Mepe 95%, no menbiueit Mepe 96%, nmo meHblneil Mepe 97%, MO MeHbIIEH
Mepe 98%, mo wmenbmedn wmepe 99%, wunmu 100% HMIEHTMYHOCTH € AMHUHOKHCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHA0ENIbHOTO JOMEeHa Jierkod menu anturena AL2p-35 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBatenbHocTeio SEQ ID NO: 104, B HekoTOpeIX BapuaHTax
peammzanmu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepKaT BapuaderbHBINR
JIOMEH TSDKEJION LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO INOCIEN0BATENIbHOCTh C MO MEHBbLIEH
mepe 85%, mo menbiueil mepe 86%, mo MeHbuiel mepe 87%, mo menbluell mepe 88%, mo
MeHblIel Mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no meHbiuel Mepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, mo menbinelr mepe 97%, nmo Mmenbineir Mepe 98%, mo menbiueir mepe 99%, wiu 100%
UJICHTUYHOCTH C aMHMHOKHCIIOTHOW MOCIIEeNOBATEIbHOCTBIO BapHaOeNIbHOTO JOMEHA TSDKENOH
uenu antutena AL2p—35 wnu ¢ amuHOkuCI0THOH nocnenoBarenbHOcTh0 SEQ ID NO: 57, npu
5TOM BapuaOeNbHBIN JOMEH TSDKEJION LenH BKII0YAeT aMHUHOKHCIIOTHBIE MOCIIENOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—-35. B HexkOTOpBIX BapuaHTax pean3alluy,

antTni—TREM?2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp:KaT BapHaOeNbHbIH TOMEH JIErKoi
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LN}, BKJIIOYAKOIUN aMHUHOKHUCIOTHYIO IOCJIENOBAaTEeNbHOCTh € MO MeHblueld mepe 85%, mo
MeHblIel Mepe 86%, no MeHblueil Mepe 87%, o MeHbliei mepe 88%, o MeHb1el Mmepe 89%,
no Mesblueil Mepe 90%, no Menblueil Mepe 91%, no menblueil Mepe 92%, MO MeHblIeH Mepe
93%, no menbeit Mmepe 94%, no menblieit Mepe 95%, no meHbeit Mmepe 96%, MO MeHbLIEH
mepe 97%, no menblied mepe 98%, mo menbiielr mepe 99%, wnm 100% MAEHTUYHOCTH C
AMMHOKHCJIOTHOW TOCJIENOBATEIbHOCTRIO BapuaOeNbHOrO JOMEHA JIErKOH ILenmu aHTHTeNa
AL2p-35 umu ¢ amMuHOKHCIOTHOM mnocnepoBatenbHocTi0o SEQ ID NO: 104, mpu stom
BapuabebHBIA TOMEH JIETKOH LIeMH BKIIFOYaeT aMUHOKHCIOTHBIEC mocieaoBaTeapHocTH HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p-35. B HekoTOpBIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENIbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), umeromyro mo menbineii Mmepe 85%, o mensiueii Mmepe 86%, o meHbluei mepe 87%, 1o
MeHblIel Mepe 88%, no meHbiueil Mepe 89%, o MeHblueil Mepe 90%, o meHbluel mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbieit mepe 96%, no menHbiet mMepe 97%, nmo meHbleil mMepe 98%, Mo MeHbIIEH
mepe 99%, wumum  100% HMOEHTUYHOCTM C aMHUHOKUCJIOTHOM  IMOCJENOBATEIbHOCTHIO
BapuabENbHOrO JOMeHa TsDKeJnoW uenw adHturena AL2p-35 wunm ¢ aMUHOKHMCIOTHOH
nociaenosatenbHOCcThI0 SEQ ID NO: 57, u comeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WM JIEJIEUHU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEEe TAKYI MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cs3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peaju3anu, B obmeii cinoxkHoctu ot 1 go 10
AMHHOKHUCJIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/HWINW MAENEeTHPOBAHO B aAMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JIOMEHa Tspkenoil uenu aHturena AL2p-35 wm
aMuHOKHCIIOTHOU nocnenoBatenbHocTU SEQ ID NO: 57. B HEeKOTOpBIX BapHaHTaxX peau3alui,
B 00IIeil CII0)KHOCTH OT 1 10 5 aMHHOKHCIIOT OBLIO 3aMELIEHO, BCTABICHO, W/WIIN IEIETHPOBAHO
B AMHMHOKHCJIOTHOH IOCIIEeIOBATEIbHOCTH BapuabeNbHOTO OMEHAa TSDKENOH LeNd aHTUTeNa
AL2p-35 wnu amuHokucnotHoil mnocnenoBatenbHocTH SEQ ID NO: 57. B HekoTOpbIX
BapHUAHTAX peaJM3aliy, 3aMEHbI, HHCEPLIUU WU JEJIeLUN PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHUaHTaX peanu3alii, 3aMEHbI, HHCEPLIUH MU ACJICLIHN
pacrionokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENO COOEp:KHT

nocnenosatenbHocte  VH  antutena AL2p-35 wumu SEQ ID  NO: 57, Bxmodas

,
NOCTTPAHCIISIIUOHHBIE MOAM(DHKALNK 3TOW IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapuaHTE
peamm3annu, VH conmepxut omun, nga umm Tpu HVR, BeIOpaHHBIX H3: (@) aMHHOKHCIOTHOH
nocienosarenbHoctd HVR-H1 anTurena AL2p-35, (b) aMUHOKHUCIOTHO! MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p-35, u (c) amuHOKuCHOTHOH nocnenosatenbHoctd HVR-H3 anTHTeNa
AL2p-35. B HexoropbIx BapuaHTax peanusauud, aHTU—TREM2 aHTuTENna mno aaHHOMY
U300pETEeHUIO BKJIFOYAIOT TOCENOBATENIbHOCTh BapuadeapbHOro aomeHa jerkod mermu (VL),
UMEIOLIYI0 Mo MeHblueil mepe 85%, mo menbluell mepe 86%, mo Menbiieil Mepe 87%, mo
MeHbliel Mepe 88%, no menblueil Mepe 89%, o MeHsblieil mepe 90%, no mensbluel mepe 91%,
no MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel Mmepe

95%, no menbieit Mmepe 96%, no meHblieil Mepe 97%, no meHblueit Mmepe 98%, Mo MeHbLIEH
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mepe 99%, wumm  100% HMOEHTMYHOCTM C AMUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO
BapuabenpHOro JOMeHa Jerkod wnenu aHtutena AL2p—35 wuam ¢ aMUHOKHMCIOTHOM
nociaenosatenbHOCThI0 SEQ ID NO: 104, u copepsxaiuyro 3aMeHbl (HarpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMU WJIN JIeJIeLUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
autu—TREM2 aHTUTENO, BKIIOYAIOIIEe TAKYI IMOCIEAOBATEIbHOCTh, COXPAHIET CIIOCOOHOCTD
ces3piBaThesl ¢ TREM2. B HEKOTOpBIX BapuaHTax peanusanui, B oduel ciaoxHocT oT 1 10 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, W/WIM JeNeTHPOBAHO B AaMHUHOKHCIOTHOH
NOCJIEIOBATENIbHOCTH  BapuabeIbHOrO JOMEHa Jierkod uenu adturena AL2p-35 wm
amMuHOKHUCIOTHON mocnenoBatensHocTd SEQ ID NO: 104, B HekoTOpbIX BapuaHTax
peanu3anuu, B OOIIEH CIOXKHOCTU OT 1 10 5 aMMHOKHUCIIOT OBLIO 3aMEIIEHO, BCTABIIEHO, W/WJIH
JENETHPOBAHO B AMHUHOKUCIIOTHOH MOCIIENOBATENbHOCTH BAPHAOEbHOTO TOMEHA JIETKOHW LemH
anturena AL2p—35 wunu amuHOKMCIOTHOH mnocnenoBarenbHocTd SEQ ID NO: 104, B
HEKOTOPBIX BapUAHTAX PEAN3aLUH, 3aMEHbI, THCEPLIMH WJIH JEJISLIUH PACIIONIOKEHbI B 00IaCTSIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKoTOphIX BapuaHTax peain3aliy, 3aMeHbl, HHCEPLUH
wii aenenun pacnojoxkenol Ha FR-yuactkax. HeoOszatrenbno, antu—TREM2 anTHTENO
conepxut mnocienosarenbHocTh VL anturena AL2p-35 wnmu SEQ ID NO: 104, Brmouas
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNN 3TOH IOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTe
peamm3aumu, VL conmepskut oamH, aBa uian Tpu HVR, BeiOpaHHBIX 13: (a) aMHHOKHCIOTHOH
nocienosarenbHoctTd HVR-L1 anturena AL2p—35, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENBHOCTH
HVR-L2 anturena AL2p-35, u (¢) amuHOkuca0THON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-35.

[0192] B nekotopeIx BapuaHTax peanusauuy, aHTu—TREM?2 anturena mo naHHOMY
u300peTEeHHI0 ColepskaT BapraleNbHbIM JOMEH JIETKOHM Lenu U BapuabeabHbINH TOMEH TSKENOi
Leny, INpU 3TOM BapHaOENbHBI JOMEH TSDKEJIOH Lemd CONePXKUT aMHUHOKHUCIIOTHYIO
NIOCJIEIOBATENBHOCTh C 10 MeHbluel mMepe 85%, mo menblieil Mepe 86%, 1o MeHbIIel Mepe
87%, o menbluell Mepe 88%, nmo MmeHblieil mepe 89%, no MeHbineit mepe 90%, no mMeHbIIeH
mepe 91%, nmo menbiueii mepe 92%, mo MeHbliel mepe 93%, mo mensielr mepe 94%, mo
MeHblIel Mepe 95%, no menbiueil Mepe 96%, o MeHblIel mepe 97%, o meHbIuel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% UAEHTUYHOCTH ¢ AMHUHOKHUCIIOTHON IOCNIEA0BATEIbHOCTHIO
BapuabENbHOTO JOMEHa TsDKeJoW uenu aHturena AL2p-36 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCThI0 SEQ ID NO: 58; w/unu BapnaOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCJIOTHYIO NOCJIEIOBATENBHOCTD C 1O MeHblel Mepe 85%, no MeHblieil Mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, o meHbiuel mepe 90%,
no MeHblueil Mepe 91%, no MmeHblueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no menbluel Mepe 95%, no MeHbluell Mepe 96%, no MeHblIel Mepe 97%, MO MeHbLIeH
Mepe 98%, mo wmenbwedn mepe 99%, wunmu 100% HMIEHTHYHOCTH C AMUHOKHUCIOTHOM
MOCJIEIOBATENIbHOCTBIO BapHa0eNbHOr0 JOMeHa Jierkod menu adturena AL2p-36 wmm ¢
aMUHOKHUCJIOTHON nocnenosarenbHocTeio SEQ ID NO: 104, B HekoTOpBIX BapuaHTax
peammsanyy, aHTH—TREM2 aHTHuTena mo gaHHOMY H300pPETEHHIO COAepkaT BapuabenbHBIN

JOMCH TSIKEJION LCIIH, BKJ'IIO"IaIOH_II/Iﬁ AMHUHOKHUCJIOTHYIO TOCJIEAOBATCIBHOCTL C IO MEHbIIIEH
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Mmepe 85%, mo menblueill mepe 86%, mo MeHbuied mepe 87%, mo menbluell mepe 88%, mo
MeHblIel Mepe 89%, no mesbiueil Mepe 90%, no MeHblueil Mepe 91%, no menbluel Mepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbluel mepe 97%, no Mmenbiueir Mepe 98%, no menbiueir mepe 99%, wiu 100%
UJIGHTUYHOCTH C aMHUHOKHCJIOTHOW MOCJENOBATENbHOCTBIO BapHaOEIbHOTO JIOMEHA TsKEJION
uernu antutena AL2p—36 unu ¢ aMMHOKUCIOTHOH nocienosarenbHocThio SEQ ID NO: 58, npu
5TOM BapualeNbHBbIH JOMEH TSDKEJIOH ey BKIFOYAeT aMUHOKUCIIOTHBIE MOCIIEAOBATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—36. B HekoTOpBIX BapuaHTax peasu3aluy,
anTni—TREM?2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEpIKaT BapHaOeNbHbIA TOMEH JIErKOH
L[eNY, BKJIIOYAIOIUN aMHHOKUCJIOTHYIO IOCJENOBAaTeNIbHOCTh C MO MeHblueld mepe 85%, mo
MeHblIel mepe 86%, no menbiueil Mmepe 87%, 1o MeHbleil mepe 88%, o meHbIel mepe 89%,
no Mesblueil Mepe 90%, no menbiueil Mepe 91%, no menblueit Mmepe 92%, Mo MeHblIEH Mepe
93%, no menbiueit mepe 94%, o meHbiet mMepe 95%, nmo meHbielt Mepe 96%, MO MeHbIIEH
mepe 97%, no menbiueit mepe 98%, mo menbweidr mepe 99%, wnmu 100% HAEHTUYHOCTH C
AMHHOKHCJIOTHOM TIOCJIEOBATENIbHOCTRIO BapUaOeNbHOrO JOMEHa JIeTKOH Lenu aHTUTena
AL2p-36 unu ¢ amuHOKHCIOTHOW mnocnenosarenbHocTi0 SEQ ID NO: 104, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LEMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBarenpHocTd HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p-36. B HekoTOpbIX BapuaHTax peaju3aluy, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJNIOW LenH
(VH), umeromyro no mesbei mepe 85%, no mensineii Mepe 86%, no meHseii mepe 87%, mo
MeHbliel mepe 88%, no menbiuell Mepe 89%, no MeHbleil mepe 90%, no menbiuel Mepe 91%,
1o MeHbluel Mepe 92%, no meHblueill Mepe 93%, no meHblueil Mepe 94%, Mo MeHblIEH Mepe
95%, mo menbinel mMepe 96%, mo Menbieli Mepe 97%, o meHblieil Mepe 98%, MO MeHbLIeH
mepe 99%, wnmm  100% UAEHTHYHOCTH C AMHHOKUCJIOTHOM  IOCJIENOBATEIbHOCTHIO
BapualOeNpHOrO JIOMeHa TsDKeJoW wenu aHturena AL2p-36 wim ¢  aMHHOKHCIOTHOH
nocienosatenbHOCcThI0 SEQ ID NO: 58, u comeprkalnyro 3aMeHbl (Hanpumep, KOHCePBaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JEJeLUU MO0 CPABHEHUIO C pedepeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTu—-TREM?2 aHTUTENO, BKJIOYAIOIIEE TAaKyH TOCIENOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThCsl ¢ TREM2. B HEeKOTOpBIX BapuaHTax peaju3anuu, B odweit cioxkHocty ot 1 mo 10
AMHHOKHCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, WM JAENEeTHPOBAHO B aMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenon uenw aHturena AL2p-36 wm
amMuHOKHCNIOTHOU mocnenoBatenbHocTU SEQ ID NO: 58. B HEKOTOpBIX BapHaHTaxX peaiu3aiui,
B 001l CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMEIIEeHO, BCTABJICHO, W/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOH MOCIIENOBATEIBHOCTH BapHaOeIbHOrO AOMEHa TSDKENON Lenu aHTUTeNa
AL2p-36 wunu amuHokuciIOTHOH mnocienosatenbHocTH SEQ ID NO: 58. B HekoTOpbIX
BapHUAHTAX peaJM3alliy, 3aMEHbl, HHCEPLUU WK JIEJEeLUN PacroiokeHbl B odnactsx BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peau3aLiy, 3aMEHbl, HHCEPLIMH WJIH JENELUH
pacrionokeHsl Ha FR-yuactkax. HeoOsizarenbHo, antu—TREM?2 aHTHTENnO comep:kur
nocnenosatenbHocTe  VH  antutena AL2p-36 wumu SEQ ID  NO: 58, Bxmodas

MNOCTTPAHCIALIMOHHBIC MO)II/I(I)I/IKaI_II/II/I 3TOH noCJaeca0BaTCIbHOCTU. B KOHKPETHOM BapHUaHTEC
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peammsaunu, VH conmepxut ommH, nsa wim tpu HVR, BeiOpaHHBIX 13: () aMUHOKHCIOTHOM
nocienosarenbHoctTd HVR-H1 anturena AL2p-36, (b) aMUHOKHCIOTHO! NOCIE0BATENbHOCTH
HVR-H2 anturena AL2p-36, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHuTena
AL2p-36. B HexkoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena no naHHOMY
N300pPETEHNI0 BKJIIOYAIOT IIOCJIEN0BATENbHOCTh BapuabenbHOro naomMeHa Jyerkod nemu (VL),
UMEIIYI0 Mo MeHblneil mepe 85%, mo meHbiueit Mepe 86%, mo meHbiuel mepe 87%, mo
MmeHblIel mepe 88%, o menblel Mepe 89%, no menbiueit mepe 90%, no menblel Mepe 91%,
no MeHblueil Mepe 92%, no menbiueil Mepe 93%, no menbiueit Mepe 94%, Mo MeHblIElH Mepe
95%, no menbieit Mmepe 96%, no meHbinet mMepe 97%, no menbliueit mepe 98%, MO MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C aMUHOKHCJIOTHOW  IOCJENOBAaTEIbHOCTHIO
BapuabeNnbHOrO JOMeHa Jierkoi uenu antutena AL2p-36 wuam ¢ aMUHOKHUCIOTHOH
nocienosatenbHOCTBI0 SEQ ID NO: 104, u copepskaruyro 3aMeHbl (HapuMep, KOHCEPBAaTHBHBIE
3aMEHbI, HHCEPLIMH WM JIEJIeHUHU M0 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIFOYAIOIIEE TAKYHK TOCIENOBATEIBHOCTh, COXPAHSET CIOCOOHOCTh
csi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peajm3anu, B odmeii cioxxHocty ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINW JAENEeTHPOBAHO B aMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeIpbHOro JOMEHa Jierkod uenu aHturena AL2p-36 wim
amMuHOKHUCIOTHON nocneposatenbHoctd SEQ ID NO: 104, B HekoTOpeIX BapuaHTax
peanu3anuu, B OOIIEeH CIOXKHOCTH OT 1 70 5 aMHMHOKUCIIOT OBLIO 3aMEIIeHO, BCTABIIEHO, W/WJIH
JEeNEeTHPOBAHO B AMHUHOKUCIIOTHON MOCJIENOBATENbHOCTH BapHaOEeNbHOTO TOMEHA JIETKOHM Lenu
anturena AL2p-36 wunum aMuHOKMCIOTHOM mnocnenosarenpHocTd SEQ ID NO: 104, B
HEKOTOPBIX BapUAHTAX peasn3alliy, 3aMEHbl, THCEPLIMH WM JENELUH PACIIONIOKEHbI B 00IaCTIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKkoTOpbIX BapuaHTax peanu3aliy, 3aMeHbl, UHCEPLUH
win fpeneuun pacnojoxeHsl Ha FR-ywactkax. HeobszarenpHo, antu—TREM2 anTHTENO
comepkuT mnocnenosarenbHocTh VL anTutena AL2p-36 wiu SEQ ID NO: 104, Bxirovas
MOCTTPAHCIISIIUOHHBIE MOAM(DHKALMK 3TOH MOCIENOBATEIPHOCTH. B KOHKPETHOM BapuaHTe
peammzatmu, VL conmepskut oxmH, aBa win Tpu HVR, BbiOpaHHBIX u3: (a) aMHHOKHUCIOTHOH
nocienosarenbHoctTd HVR-L1 anturena AL2p—36, (b) aMMHOKHUCIIOTHOM MOC/IEAOBATEIbHOCTH
HVR-L2 anturena AL2p-36, u (¢) amuHOKHCIOTHON nocnenoBaTenbHocTH HVR-L3 anturena
AL2p-36.

[0193] B nHexotopeix BapuaHTax peanusauuy, aHTu—TREM?2 anTuTena mo naHHOMY
U300pETEeHHUIO CONepIKaT BapuadeNbHbIN TOMEH JIETKOW LNy W BapuabesbHbI JOMEH TSKeJIOH
Lend, TNPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH COXEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEbHOCTh ¢ MO MeHblned Mepe 85%, mo mMeHblueln mMepe 86%, Mo MeHblIel mepe
87%, no menbiueit mepe 88%, mo menbiuei mepe 89%, nmo menpiueit mepe 90%, Mo MeHbIIEH
mepe 91%, no menbiueil mepe 92%, mo MeHbuield mepe 93%, mo mensluell mepe 94%, mo
MeHblel Mepe 95%, no mesbiuell Mepe 96%, 1o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMUHOKHUCJIOTHON MOCJIEN0BATENIbHOCTBIO
BapuabeNpbHOrO JOMeHa TsDKenoW unenu adturena AL2p-37 wumm ¢ aMUHOKHMCIOTHOM

nocaenosarenbHOCThI0O SEQ ID NO: 59; w/unu BapuaGenbHbIl JOMEH JIETKOH LEMH CONEPIKUT
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AMUHOKHCIJIOTHYIO TIOCIIEAO0BATENLHOCTD € MO MeHbIel mepe 85%, mo menbiuei mepe 86%, mo
MeHblIel Mepe 87%, no menbiueil Mepe 88%, o MeHbleil Mmepe 89%, o mensbiuel mepe 90%,
no Mesblueil Mepe 91%, no menblueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel Mmepe
94%, no menbieit Mmepe 95%, no menplieil Mepe 96%, no meHblueil Mmepe 97%, MO MeHbLIEH
mepe 98%, mo wmenbmedn Mmepe 99%, wim 100% WAEHTUYHOCTH C aMHUHOKHMCIOTHOM
HIOCJIEIOBATEIbHOCTBIO  BapuabenbHOro J0oMeHa Jierkoi uenu anturena AL2p-37 wmm ¢
AMHHOKHUCJIOTHON mnocnenoBarenbHocThi0 SEQ ID NO: 104, B HekoTOphIX BapuaHTax
peammzanyu, aHTH—TREM2 aHTHMTena mo AaHHOMY H300pPETEHUIO COAepKaT BapHaOeNbHBIN
JOMEH TSDKEJION LeNH, BKJIFOYAILIUN aMHUHOKHCIOTHYIO IOCEN0BATEIbHOCTh C MO MEHBbLIEH
mepe 85%, mo menbiuedl mepe 86%, mo MeHblelr mepe 87%, mo menbluel mepe 88%, mo
MeHblIel mepe 89%, no menbiueil mepe 90%, o MeHblIeil mepe 91%, no meHbiuel Mepe 92%,
no MeHblueil Mepe 93%, no Mmenblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbineir mepe 97%, nmo menbineir Mepe 98%, mo mensbiuei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCIIOTHOH TMOCJIENOBATENIbHOCTBIO BapHAOENIbHOIO JOMEHA TSDKENOH
uenu antutena AL2p—37 unu ¢ amuHOKUCI0THOH nocnenoBarenbHOCTh0O SEQ ID NO: 59, npu
5TOM BapuaOeNbHbII JOMEH TSDKEJOH LenH BKII0YAeT aMHHOKHCIIOTHBIE MOCIIENOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—37. B HekOTOpBIX BapuaHTax peaju3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHUIO COAEp AT BapHaOeNbHbIH IOMEH JIErKOH
L[N}, BKJIIOYAKOIUN aMHUHOKUCJIOTHYIO IOCJIENOBAaTEeNbHOCTh € MO MeHblueld mepe 85%, mo
MeHblIel Mepe 86%, no meHbiuell Mepe 87%, o MeHbleil mepe 88%, o menbiuel mepe 89%,
no Mesblueil Mepe 90%, no meHbiueil Mepe 91%, no meHblueil Mepe 92%, Mo MeHbIIEH Mepe
93%, no menbleit Mmepe 94%, no menblieil Mepe 95%, no menbiueit mepe 96%, MO MeHbLIEH
mepe 97%, no menbiueir mepe 98%, mo menbiieir mepe 99%, wnmu 100% HAEHTUYHOCTH C
AMMHOKHCJIOTHOW TOCJIENOBATEIbHOCTRIO BapuaOeNbHOrO JOMEHA JIErKOH ILemu aHTHTeNa
AL2p-37 wumu ¢ aMMHOKHCIOTHOM mnocnepoBatenbHocTio SEQ ID NO: 104, mpu stom
BapuabeNbHBIA TOMEH JIETKOH LIeMH BKIIFOYaeT aMUHOKHCIOTHBIE mocienoBaTeabHocTH HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p-37. B HekoTOpBIX BapuaHTaxX peaju3aliy, aHTH—
TREM2 aHTUTENO COAEPKHUT MOCIENOBATEIBHOCTh BapuabETbHOrO JOMEHa TSDKENOH Lenu
(VH), umeromyro mo menbineii Mmepe 85%, o menbiueii Mmepe 86%, o meHbInei mepe 87%, 1o
MeHblIel Mepe 88%, nmo menbiueil Mepe 89%, o MeHbleil mepe 90%, o meHbiuel Mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHbiuel Mepe 94%, no MeHblelH Mepe
95%, no menbueit mepe 96%, no meHbiet mepe 97%, no meHbliuei Mepe 98%, Mo MeHbIIEH
mepe 99%, wumum  100% HMOEHTMYHOCTM C aMHUHOKUCJIOTHOW  IOCJEAO0BAaTEIbHOCTHIO
BapuabeNpbHOrO JOMeHa TsDKeNnoW uenw adHturena AL2p-37 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcTEI0 SEQ ID NO: 59, u copeprkainyro 3ameHbl (HanpuMep, KOHCEPBATHBHBIE
3aMEHbI, HHCEPLMH WM JeJIEUU 10 CPABHEHUIO C pe(epeHCHON MOCIen0oBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIOYAIOIIEE TAKYIO MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peaju3anu, B obmeii cinoxkHoctu ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/HWINW JAENEeTHPOBAHO B aMHHOKHCIOTHOM

NIOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMeHa Tshkenod uenu adturena AL2p-37 wmm
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aMUHOKHCIIOTHOM mocnenoBatenbHocTu SEQ ID NO: 59. B HekoTOpbIX BapuaHTax pealn3aluy,
B 00mIel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTH AEJIETHPOBAHO
B AMHHOKHCJIOTHOH MOCJIENOBATEIbHOCTH BapuadeIbHOTO JAOMEHA TSDKEIOH LeNU aHTUTENa
AL2p-37 wunu amuHOKMCIOTHON mnocaenosatenbHocTH SEQ ID NO: 59. B HexoTOpbIX
BapHUaHTAX peayn3alry, 3aMEHbI, HHCEPLIUU WU JIEJeLHUN PacroyokeHbl B obnactsix Bue HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTAX peaU3alfK, 3aMEHbI, HHCEPLIMH WUJIH JENEIHH
pacrionokenbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTUTENO COAEpPKHUT

nocnenoBarenbHocTh  VH  antutema AL2p-37 wm SEQ ID NO: 59, Bxmoyas

,
MOCTTPAHCIISIIUOHHBIE MOAM(DHUKALIMK 3TOW MOCIENOBATEIBPHOCTH. B KOHKPETHOM BapuaHTe
peammzatmu, VH conmepxut onmH, nBa win tpu HVR, BeIOpaHHBIX M3: (2) aMUHOKHCIOTHON
nocienosarenbHoctd HVR-H1 anTurena AL2p—37, (b) aMUHOKHUCIIOTHOH MOCIEI0BATENBHOCTH
HVR-H2 anturena AL2p—37, u (¢) amuHOKUCIOTHOH nocnenosatenbHocTd HVR-H3 anTHTena
AL2p-37. B HekoTopbIXx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno aaHHOMY
HM300pETEHNIO BKIIFOYAKOT IOCIEI0BATEIbHOCTh BapuadenpHOro nomeHa Jjerko nermu (VL),
UMEIOIYI0 1O MeHbluel mepe 85%, mo meHbiueit mepe 86%, mo meHbinelr mepe 87%, 1o
MeHbliel Mepe 88%, no menbiueil Mepe 89%, o MeHbleil mepe 90%, o meHbiuel Mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHbleil mepe 94%, nMo MeHbIIeH Mepe
95%, no menbiuel Mepe 96%, no mMeHbluell Mepe 97%, no MeHblueill Mepe 98%, Mo MeHblIeH
mepe 99%, wumum  100% HMOEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJEAO0BATEIbHOCTBHIO
BapuabeNnpbHOrO JOMeHa Jerkod wmenu aHtutena AL2p—37 wumm ¢ aMHUHOKHCIOTHOM
nocienosarenbHOCThI0 SEQ ID NO: 104, u coneprkalnyro 3aMeHbl (HarpuMep, KOHCEpBAaTHBHbIE
3aMEHbI, HHCEPLIMU WJIN JIeJIeLUU 10 CPABHEHHUIO C pe(epeHCHON MOCaenoBaTeIbHOCTBIO), HO
autu—TREM2 aHTHTENO, BKIIOYAIOINEe TAKYI MOCJIEA0BATENIbHOCTh, COXPAHSAET CHOCOOHOCTD
ces3piBaThesi ¢ TREM2. B HekoTOpBIX BapHaHTax peajusaluu, B odmiel cioxkHoct ot 1 1o 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, W/WIM JeNeTHPOBAHO B AaMHUHOKHCIOTHOH
NOCJIEIOBATENIbHOCTH  BapuabeabHOro JOMeHa Jierkod uenu aHturena AL2p-37 wim
amMuHOKHUCIOTHON mocnenoBatenbHocT SEQ ID NO: 104, B HekoTOpbIX BapHuaHTax
peanu3anuu, B OOIIEH CIOXKHOCTU OT 1 10 5 aMMHOKUCJIOT OBLJIO 3aMEIIEHO, BCTABIIEHO, W/WJIH
JEeNETHPOBAHO B AMUHOKUCIIOTHON MOCJIENOBATENIbHOCTH BAPHAOEIbHOTO TOMEHA JIETKOH Lenn
anturena AL2p—37 wunu amMuHOKMCIOTHOH mnocnenosarenpbHocTd SEQ ID NO: 104, B
HEKOTOPBIX BapUAHTAX PEAIU3aLlUH, 3aMEHbI, THCEPLIMH WJIH JEJISLIUH PACIIONIOKEHbI B 00IaCTIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKoTOphIX BapuaHTax pearn3aliy, 3aMeHbl, HHCEPLUH
win nenenuu pacrnonoxkensl Ha FR—ygactkax. HeoOsizatenbno, anTu—TREM2 anTuUTENO
conepxut mnocienosarenbHOocTh VL anturena AL2p-37 wmu SEQ ID NO: 104, Bkmouas
MOCTTPAHCIISIIUOHHBIE MOAM(HUKALNK 3TOH IOCIENOBATEIBHOCTH. B KOHKPETHOM BapuaHTe
peammsanmu, VL conmepskut oamH, aBa uian Tpu HVR, BeiOpaHHBIX 13: (a) aMHHOKHUCIOTHOH
nocaenosarenbHoctTd HVR-L1 anturena AL2p—37, (b) aMMHOKHCIOTHON MOCIEAOBATENBHOCTH
HVR-L2 anturena AL2p-37, u (¢) amuHOkHCcIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-37.

[0194] B nexotopeIx BapuaHTax peanusauuy, aHTu—TREM?2 anturena mo naHHOMY
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U300pETeHNIO CoAep KaT BapruabebHbIN JOMEH JIeTKOH Ieny U BapuabesbHbI JOMEH TSKEJIOH
Lenyu, NPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNu COXEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTh C MO MeHbluel Mepe 85%, mo mMeHbluel Mepe 86%, Mo MeHblIel Mmepe
87%, no menbiueit mepe 88%, no menbiueit Mepe 89%, no menbiueit mepe 90%, Mo MeHbLIEH
mepe 91%, mo menbineit mepe 92%, mo MeHbiueit Mepe 93%, mo meHblied mepe 94%, 1o
MeHblIel mepe 95%, o MeHblel Mepe 96%, no meHblueil Mmepe 97%, o MeHblel Mepe 98%,
no MeHbineit mepe 99%, unu 100% HMAEHTUYHOCTH C AMMHOKHCIOTHOM IMOCIIE0BATEIbHOCTBIO
BapuabeNbHOrO JOMeHa TspKenor uenu aHtutena AL2p-38 wuimm ¢ aMUHOKHMCIOTHOM
nocienosatenbHOCTbI0O SEQ ID NO: 60; w/unu BapraOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATENILHOCTD C MO MeHbIe Mepe 85%, mo Menbinein mepe 86%, 1o
MeHblIel mepe 87%, no menbiueil Mepe 88%, 1o MeHbleil Mepe 89%, o meHbluel Mepe 90%,
no Mesblueil Mepe 91%, no menbiueil Mepe 92%, no MeHblueil Mepe 93%, Mo MeHblIel mepe
94%, no menbiueit mepe 95%, no menbieit mepe 96%, no meHbleit Mepe 97%, MO MEHbIIEH
Mepe 98%, mno wmenbwmedr mepe 99%, wnu 100% HWAEHTHYHOCTH C AMUHOKHUCJIOTHOMN
NOCJIEIOBATEIbHOCTBIO BapHa0eNbHOr0 JOMeHa Jierkod menu adturena AL2p-38 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBarenbHocTeio SEQ ID NO: 105. B HekoTOpbIX BapuaHTax
peamm3anyy, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepkKaT BapuaderbHBIN
JOMEH TSDKEJOHN LeNH, BKJIIOYAIOIINNA aMUHOKHCIOTHYHO IMOCJIEAO0BATEIbHOCTh C MO MEHbLIEH
mepe 85%, mo menblueill mepe 86%, mo MeHbuiel mepe 87%, mo menbluell mepe 88%, mo
MeHblIel mepe 89%, no menbiueil Mepe 90%, no MeHbleil mepe 91%, no mensiuel mepe 92%,
1o MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no menbiuel Mepe 95%, Mo MeHbIIEH Mepe
96%, no menbluel mepe 97%, no Menbiueir Mepe 98%, nmo menbiueir mepe 99%, wiu 100%
UJIGHTUYHOCTH C aMHUHOKHCJIOTHOH IOCJIENOBATENIbHOCTBIO BapHaOEeNIbHOrO JOMEHA TSKENOMH
uernu antutena AL2p—38 umu ¢ amuHOKHCIOTHOH nocnenosarenbHocThio SEQ ID NO: 60, npu
5TOM BapualOeNbHBIH JOMEH TSDKEJIOH ey BKIFOYAeT aMUHOKUCIIOTHBIE MOCIIEAOBATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—38. B HekoTOphIX BapuaHTax pealu3aluy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEPIKaT BapHaOesbHbIA JOMEH JIErKOH
L[eNH, BKJIIOYAIOIUN aMHHOKUCJIOTHYIO IOCJENOBAaTeNIbHOCTh € MO MeHblueld mepe 85%, mo
MeHblIel Mepe 86%, no menbiueil Mepe 87%, 1o MeHblieil mepe 88%, o meHbiuel mepe 89%,
no Mesblueil Mepe 90%, no menblueil Mepe 91%, no meHblueil Mepe 92%, MO MeHblIeH mepe
93%, no menbIueit mepe 94%, o menbieit mepe 95%, Mo meHblueit mepe 96%, MO MeHbIIEH
Mepe 97%, no menbiueit mepe 98%, mo menbweidt mepe 99%, wnmu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIENOBATENIbHOCTBIO BapHAaOENbHOTO JOMEHA JIETKOH LEeNH aHTUTeNna
AL2p-38 wunu ¢ amuHOKHCIOTHOW mnocnenosarenpHocThI0 SEQ ID NO: 105, mpu stom
BapuabeNbHBIA TOMEH JIETKOH LEMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBarenpHocTH HVR—
L1, HVR-L2 u HVR-L3 anrturena AL2p-38. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTHTENO COAEPKUT TMOCIENOBATENbHOCTh BapuabeIbHOrO JIOMEHA TSDKENON Lenu
(VH), umeromyro no mesbliei mepe 85%, no mensieit Mepe 86%, no meHseii mepe 87%, mo
MeHbliel mepe 88%, nmo menbiueil Mepe 89%, no MeHbleil mepe 90%, no menpiuel mepe 91%,

1o MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel Mmepe
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95%, no meHsbiuel Mepe 96%, no meHbluel Mepe 97%, o MeHbluell Mepe 98%, Mo MeHblIeH
mepe 99%, wumm  100% HUOEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJEAO0BATEIbHOCTBHIO
BapuabeNnpbHOrO JOMeHa TsDKenoW unenu adHturena AL2p-38 wumm ¢ aMUHOKHMCIOTHOM
nociaenosatenbHOCThI0O SEQ ID NO: 60, u comeprxalnyro 3aMeHbl (HanpuMmep, KOHCEpBAaTUBHbBIE
3aMEHbI, HTHCEPLIMU WJIN JIeJIELUU 10 CPaBHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anTi—TREM2 aHTHTENO, BKIIIOYAIOIIEE TAKYK MOCIEIOBATENbHOCTb, COXPAHIET CIOCOOHOCTD
ces3piBaThesl ¢ TREM2. B HeKOTOpBIX BapHaHTax peanu3aluu, B oduiei ciaoxHocTH oT 1 10 10
AMHHOKHUCJIOT OBUIO 3aMELICHO, BCTABJICHO, W/WIM JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabebHOrO JOMeHa TspKenor uenw aHturena AL2p-38 wim
amuHokucnoTHOH nocnenosarenabHocTH SEQ ID NO: 60. B HeKoTOpbIX BapuaHTax peaju3aLii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMeLIEHO, BCTABJICHO, U/UJTH AeJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCENOBATEIBHOCTH BapHaOeIbHOrO IOMEHAa TSDKENOH Lenu aHTUTeNa
AL2p-38 wunu amuHokucnotHoil mnocienosatenbHocTH SEQ ID NO: 60. B HekoTopbIX
BapHUAHTaX peayM3alliy, 3aMEHbl, HHCEPLIMU K JIeJICLUU PacIoNoKeHbl B oOnacTsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaTU3aLfi, 3aMEHbl, HHCEPLIMH WJIH JENEIIH
pacnionoxkeHbl Ha FR-yuactkax. HeoOsizatenbrHo, antTu—TREM2 aHTHTENO CONEPIKHT

nocnenosarenbHocte  VH  antutena AL2p-38 wumu SEQ ID  NO: 60, Bximodas

>
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNN 3TOH IOCIENOBATEIBHOCTH. B KOHKPETHOM BapuaHTe
peammsannu, VH conmepxut ommH, nsa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHON
nocnenosarenbHoctTd HVR-H1 anTurena AL2p—38, (b) aMMHOKHCIOTHON NOCIEN0BATENBHOCTH
HVR-H2 anturena AL2p-38, u (c) amuHOKucnoTHOI nocnenosarenbHoctd HVR-H3 anTuTena
AL2p-38. B HexkoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena no ngaHHOMY
N300pETEHNIO BKJIKOYAIOT IIOCIEN0BATEIbHOCTh BapuabenbHoro nomeHa yerkod wnenu (VL),
UMEINYI0 Mo MeHblneit mepe 85%, mo meHnbiueit Mepe 86%, mo meHbiuel mepe 87%, mo
MmeHblueil mepe 88%, o menbel Mepe 89%, no menbiueit mepe 90%, no menblel Mepe 91%,
no MeHblueil Mepe 92%, no menblueil Mepe 93%, no MeHblueil Mepe 94%, MO MeHblIel mepe
95%, mo menbiel Mepe 96%, no meHbiuel Mepe 97%, no MeHblueil Mmepe 98%, Mo MeHbIIei
mepe 99%, wumm  100% HMOEHTUYHOCTM C aMHUHOKHCJIOTHOW  IOCJIENOBATEIbHOCTHIO
BapuabeNbHOrO JOMeHa Jierkoi wenu antutena AL2p—38 wmiom ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTI0 SEQ ID NO: 105, u comeprkariyro 3aMeHbl (HanpuMep, KOHCEPBATUBHBIE
3aMEHbI, HHCEPLIMH WM JIEJICUHU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH TMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HeKoTOpBIX BapHaHTax peanus3anuu, B o0mel cioxuaoctu ot 1 go 10
AMHHOKHCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, WM MAENETHPOBAHO B aAMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabenpbHOro JOMeHa Jierkod uenu aHturena AL2p-38 wm
aMUHOKHUCIOTHON nocnenoBatenbHoctd SEQ ID NO: 105. B HekoTOpbIX BapuaHTax
peanu3anuu, B OO CIOXKHOCTH OT 1 0 5 aMHHOKUCIOT OBLIO 3aMEIICHO, BCTABJICHO, W/HITU
JEeNEeTHPOBAHO B AMHUHOKUCIIOTHON MOCJIENOBATENIbHOCTH BapHaOeNbHOTO TOMEHA JIETKOM Lenu
anturena AL2p-38 wunum amuHOKMCIOTHOH mnocneposarenbHocT SEQ ID NO: 105. B

HEKOTOPBIX BApHUAHTAX pCaIU3alivui, 3aMCHbBI, MHCCPIHUU UJIN ACJICLHUN PACIIOJIOKCHBI B obnacTsx
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BHe HVR (1.e., Ha FR—yuacTkax). B HeKkoTOpbIX BapuaHTax peanu3aliy, 3aMeHbl, WHCEPLUH
win aenenun pacnonoxkenbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTHTENO
comepxuT mnocnenosarenpHocTh VL anturena AL2p-38 unu SEQ ID NO: 105, Bxmodas
NOCTTPAHCIISILMOHHBIE MOAM(UKALNK 3TOH IOCIeNOBATEIbHOCTU. B KOHKPETHOM BapuaHTe
peamusauuu, VL conmepskut oauH, aBa uian Tpu HVR, BbiOpanHbIX n3: (a) aMHHOKHUCIOTHOMN
nocnenosarenbHocTH HVR-L1 anturena AL2p—38, (b) aMHHOKHUCIOTHOH MOCIENOBATENBHOCTH
HVR-L2 anturena AL2p-38, u (¢) amuHOKHCIOTHON nocnenoBaTenbHocTH HVR-L3 anturena
AL2p-38.

[0195] B nHexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTHTena mo naHHOMY
U300pETEHHUIO COZepIKaT BapuabeNbHbIN JOMEH JIErKOW 1enu U BapuabeNbHbI JOMEH TSKeNOH
Lend, TPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEPHOCTh ¢ MO MeHblned Mepe 85%, mo mMeHblueln mMepe 86%, Mo MeHblIel mepe
87%, no menbiueit mepe 88%, mo menbiner mMepe 89%, nmo menbiueit mepe 90%, MO MeHbIIEH
mepe 91%, no menbiueidl mepe 92%, no MeHbiiell Mepe 93%, mo menbluell mepe 94%, mo
MeHblel Mepe 95%, no menbiueil Mepe 96%, 1o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% HAEHTUYHOCTH ¢ AMHUHOKHCIOTHON IMOCIEA0BATENbHOCTHIO
BapuabeNbHOrO JOMeHa TsDKeNnoW wenu aHturena AL2p-39 wuimm ¢ aMHUHOKHUCIOTHOH
nocienosatenbHOCcThI0O SEQ ID NO: 60; n/unmu BapnaOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCJIOTHYIO TIOCIIEAO0BATENbHOCTD € MO MeHbIe mepe 85%, mo menbiuei mMepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, no mensbiuel Mmepe 90%,
no mesblueil Mepe 91%, no menblueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel Mmepe
94%, no menbleit Mmepe 95%, no menplieil Mepe 96%, no meHblueit Mmepe 97%, MO MeHbLIEH
mepe 98%, mo wmenbwmeir mepe 99%, wium 100% HIEHTUYHOCTH C€ aMHUHOKHCJIOTHOM
HIOCJIEIOBATEIbHOCTBIO  BapuabenbHOro AOMeHa Jierkoil unemu anturena AL2p-39 wmm ¢
AMHHOKHUCJIOTHON mnocnenoBarenpbHocThio SEQ ID NO: 106, B HekoTOphIX BapuaHTax
peammzanyu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETeHHIO COAepKaT BapuaberbHBIN
JOMEH TSDKEJION LeNH, BKJIIOYAIOIIUN aMHHOKHCIOTHYIO TMOCJEAOBATEIbHOCTh C 10 MEHbIIeH
mepe 85%, mo menblueill mepe 86%, mo MeHbiiel mepe 87%, mo mensbiuel mepe 88%, mo
MeHblel mepe 89%, no menbiueii Mepe 90%, o MeHbleil mepe 91%, no meHbiuel mepe 92%,
no MeHblueil Mepe 93%, no MmeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbineir mepe 97%, nmo menbineir Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOTO JOMEHA TSDKENOH
uenu antutena AL2p—39 wmm ¢ amuHOKuCa0THOH nocnenoBarenbHOCTh0 SEQ ID NO: 60, npu
5TOM BapualeNbHbII JOMEH TSDKEJIOH LEeNH BKIYAeT aMHHOKUCIIOTHBIE MOCIENOBATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—39. B HexkOoTOphIX BapuaHTax peaju3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOesbHbIH IOMEH JIErKOH
L[eNH, BKJIIOYAKOIUN aMHHOKHUCIOTHYIO IOCJIENOBAaTENbHOCT C MO MeHbllell Mepe 85%, mo
MeHblel mepe 86%, no menbiuell Mepe 87%, o MeHbleil mepe 88%, no mensbiuel mepe 89%,
no Mesblueil Mepe 90%, no MeHblueil Mepe 91%, no MeHblueil Mepe 92%, MO MeHblIEH Mepe

93%, no menblieit Mepe 94%, no meHblIeil Mepe 95%, no meHbuiel Mepe 96%, MO MeHbLIeH
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mepe 97%, no menbiieil Mepe 98%, nmo menbuieir Mepe 99%, munu 100% uHAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TOCJIEOBATENbHOCTBIO BapHAaOENbHOTO JOMEHA JIETKOH LeNH aHTUTeNa
AL2p-39 unu ¢ amuHOKHCIOTHOW mnocaenosatenbHocTeio SEQ ID NO: 106, mpu sTom
BapuabenbHBIA TOMEH JIETKOH LIeMH BKJIIOYAeT aMUHOKHCIOTHBIE mocienoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-39. B HEKOTOpBIX BapuaHTax peaau3aliy, aHTH—
TREM2 aHTHTENO COAEPXKUT IOCIEAOBATEIbHOCT BapHAOEIbHOTO JOMEHA TSDKENIOW ILenu
(VH), umeromyro no menblied Mepe 85%, no mensiei mepe 86%, no mMeHbinei mepe 87%, mo
MeHblel mepe 88%, o menbiuneil Mepe 89%, o MeHblieit mepe 90%, o meHbIuel mepe 91%,
no MeHblueil Mepe 92%, no Mmenblueil Mepe 93%, no MeHblueit Mepe 94%, Mo MeHblIel mepe
95%, no menbeit mepe 96%, no meHbiet Mepe 97%, no meHbinel mepe 98%, Mo MeHbLIeH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AaMHUHOKHCJIOTHOW  IOCJENOBAaTEIbHOCTHIO
BapuabeNbHOrO JOMeHa TsDKeJnoW uenwn adHturena AL2p-39 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcThI0 SEQ ID NO: 60, u comeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WM JIEJIEUHU M0 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B odmeit cinoxxknoctu ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELIeHO, BCTABJIEHO, W/WINW JEeNEeTHPOBAHO B aAMHHOKHCIIOTHOH
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenol uenw aHturena AL2p-39 wmm
aMuHOKHCIIOTHOM mocnenoBatenbHocTU SEQ ID NO: 60. B HEKOTOPBIX BapHaHTaxX peau3alyii,
B 00mIel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMEIeHO, BCTABJICHO, U/ WU ASJIETHPOBAHO
B aMHUHOKHCJIOTHOH IOCIIEIOBATEIbHOCTH BapHaOeIbHOrO AOMEHAa TSDKENOH LenHu aHTUTena
AL2p-39 wunu amuHokucinoTHoN mnocaenosatenbHocTH SEQ ID NO: 60. B HekoTOpbIX
BapUAHTAX pea3aliy, 3aMEeHbI, HHCEPLUH WM JeJIeLMH PacIoyokeHbl B oonacTsx BHe HVR
(T.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaju3aluy, 3aMEeHbI, HHCEPLIUU WIIH JeNIeIUN
pacnonoxkensl Ha FR-yuactkax. HeobOszarensHo, antu—TREM2 aHTHTENO COAEpKUT

nocnenoBarenbHocTh  VH  antutenma AL2p-39 wm SEQ ID NO: 60, Bximoyas

,
NOCTTPAHCIISIIUOHHBIE MOAM(HKAIMK 3TOH MOCIENOBATEIbHOCTH. B KOHKPETHOM BapHaHTe
peammzanmu, VH conmepxut omuH, na win tpu HVR, BeIOpaHHBIX M3: (a) aMHHOKHCIOTHOH
nocienosarenbHoctd HVR-H1 anTurena AL2p—39, (b) aMUHOKHCIIOTHO! MOCIEI0BATENBHOCTH
HVR-H2 anturena AL2p-39, u (¢) amuHOKucIoTHOH nocnenosatenbHoctd HVR-H3 anTHTeNa
AL2p-39. B HekoTopbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno ngaHHOMY
U300pETEeHUIO BKJIFOYAIOT TOCJENOBATENIbHOCTh BapuadeapbHOro aomeHa jerkod mermu (VL),
UMeIoLIyI0 Mo MeHblueil mepe 85%, mo menbluell mepe 86%, mo MeHblieil mMepe 87%, mo
MeHbliel mepe 88%, no menbiueil Mepe 89%, o MeHbleil Mmepe 90%, o meHbiuel Mepe 91%,
no MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbeit Mmepe 96%, no meHblIei Mepe 97%, no meHbliel Mepe 98%, Mo MeHbLIeH
mepe 99%, wumm  100% HUOEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO
BapuabenpHOro JOMeHa Jerkod wnenu adtutena AL2p—39 wumm ¢ aMUHOKHMCIOTHOM
nociaenosarenbHOCThI0 SEQ ID NO: 106, u copeprkaruyro 3aMmeHsl (HarpuMep, KOHCEPBAaTHBHbIE

3aMEHbI, HHCEPLIMU HJIN JIeJIELIUU 110 CPaBHEHUIO C pedepeHCHOH MOoCIenoBaTeIbHOCTHIO), HO
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anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKYHO MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peaju3anu, B obmeii cinokHoctu ot 1 1o 10
AMHHOKHUCJIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/WIM JeNeTUPOBAHO B AMHHOKUCIOTHOMN
IOCJIEIOBATENIbHOCTH ~ BapuabenbHOro JOMeHa Jierkod uenu aHturena AL2p-39 wm
aMUHOKHUCIOTHON nocnenoBatenbHoctd SEQ ID NO: 106 B HEKOTOpbIX BapuaHTax
peanuzamyu, B oOLei CI0KHOCTH OT 1 10 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABJICHO, W/WH
AENeTUPOBAHO B AMUHOKHCJIOTHOW IMOCJIEAOBATEIbHOCTH BapHa0eIbHOTO TOMEHA JIETKOH LienH
anturena AL2p-39 wunu amuHOKMCIOTHOH mocnenoBarenbHocTd SEQ ID NO: 106. B
HEKOTOPBIX BapUAHTAX PEaU3alliH, 3aMEHbI, THCEPLIMH WJIH JEeNIEIUH PACTIONIOKEHbI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTax peainu3alii, 3aMeHbl, HHCEPLUH
win aenenun pacnonoxkeHol Ha FR—yuactkax. HeoOs3atenbno, antu—TREM2 anTHTENO
conepxut mnocienosarenbHocTh VL anturena AL2p-39 wnmm SEQ ID NO: 106, Bkmouas
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALMKA 3TOH IOCIENOBATEIbHOCTH. B KOHKPETHOM BapHaHTe
peamm3anmu, VL conmepskut oxmH, aBa wian Tpu HVR, BeiOpaHHBIX 13: (a) aMHHOKHUCIOTHOH
nocaenosarenbHoctd HVR-L1 anturena AL2p—39, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENbHOCTH
HVR-L2 anturena AL2p—39, u (¢) amuHOKHCIOTHOH nocnenoBaTenbHocTH HVR-L3 anturena
AL2p-39.

[0196] B nHexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pETeHHIO Colep KaT BapuadeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEJIOH
Lenyu, NPU OSTOM BapHAOENbHBIM JOMEH TSDKENOW LEeNH COAEPKUT aMHUHOKUCIOTHYIO
MOCJIEI0BATENBHOCTE C MO MeHbluel Mepe 85%, mo MeHbluedl mepe 86%, MO MeHblIEH Mepe
87%, no menbiueit mepe 88%, no menbiueit mepe 89%, no menbiueit mepe 90%, Mo MeHbLIEH
mepe 91%, mo menbineil mepe 92%, mo MeHbiueit Mepe 93%, mo meHblied mepe 94%, 1o
MeHblIel mepe 95%, no menblel Mepe 96%, no meHblueil mepe 97%, no mMeHblel Mepe 98%,
no MeHbineit mepe 99%, unu 100% HMAEHTUYHOCTH C AMMHOKHCJIOTHOM IMOCIIE0BATEIbHOCTBIO
BapuabenbHOrO JOMeHa TspKeJqoW uenu adHturena AL2p—40 wumm ¢ aMUHOKHCIOTHOM
nocienosatenbHOCTEI0 SEQ ID NO: 60; n/uiu BapraOenbHbI JOMEH JIETKOW LENMH CONEPIKUT
AMUHOKHCJIOTHYIO MOCJIEIOBATENBHOCTD C 1O MeHbluel Mepe 85%, no MeHbiuel mMepe 86%, 1o
MeHblel mepe 87%, no menbiueii Mepe 88%, 1o MeHblIeil mepe 89%, o meHbiuel mepe 90%,
no Mesblueil Mepe 91%, no menbiueil Mepe 92%, no meHbiuel mMepe 93%, Mo MeHbleH Mepe
94%, no menbiuel Mepe 95%, no MeHbiueill Mepe 96%, o MeHblueill Mepe 97%, MO MeHbLIeH
Mepe 98%, mo wmenbwedn mepe 99%, wunmu 100% HMIEHTHYHOCTH C AMUHOKHUCIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHa0EeNbHOrO JOMeHa Jierkod menu adturena AL2p—40 wmm ¢
aMUHOKHUCJIOTHON nocnenosarenbHocTeio SEQ ID NO: 107. B HekoTOpbIX BapuaHTax
peamm3anyy, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepKaT BapuaderbHBIN
JOMEH TSKENOHN LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHBLIEH
mepe 85%, mo menblueii mepe 86%, mo MeHbiieil Mepe 87%, mo Mmesbluell mepe 88%, mo
MeHblel mepe 89%, no menbiueil Mepe 90%, no MeHbleil mepe 91%, no mensiuel mepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MmeHblueil Mepe 95%, MO MeHblIel Mmepe

96%, no menblueir mepe 97%, no menbiueir mepe 98%, nmo menbuieit mepe 99%, unu 100%
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UIGHTUYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOTO JOMEHA TSDKENOH
uenu antutena AL2p—40 wmu ¢ amuHOKUCI0THOH nocnenoBarenbHOCThI0O SEQ ID NO: 60, npu
5TOM BapuaOeNbHbII AOMEH TSDKENOH LEeNH BKIFOYAeT aMUHOKHUCIIOTHBIE MOCIEN0BATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—40. B HexkOTOpBIX BapuaHTax pealn3alluy,
auti—TREM2 aHTHTEeNna mo JaHHOMY H300pETEeHHIO Conep:kaT BapuaOeNbHBIN JTOMEH JIETKOH
LIeNH, BKJIOYAIOIINNA aMMHOKHCIOTHYIO IOCJIENOBAaTENbHOCTh C MO MeHblueil Mepe 85%, mo
MeHblIel mepe 86%, o MeHblel Mepe 87%, no MeHblueil mepe 88%, mo mMeHblel Mepe 89%,
no Menbineil Mepe 90%, no menbiueil Mepe 91%, no menblueit Mmepe 92%, MO MeHbLIeH Mepe
93%, no menbeit mepe 94%, no MmeHbiet Mepe 95%, Mo menbieit mepe 96%, MO MeHbIIEH
mepe 97%, no meHbiieil mMepe 98%, mo menbuieil mepe 99%, umu 100% upeHTUYHOCTH C
AMHHOKHCJIOTHOM TIOCJIEOBATENIbHOCTBIO BapHAaOENIbHOTO JIOMEHa JIETKOH LEeNH aHTUTeNla
AL2p—40 wunu ¢ amuHOKHCIOTHOW mnocnenoBarenbHocTi0 SEQ ID NO: 107, nmpu sTom
BapHuabeNbHBIA TOMEH JIETKOH LIEMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienosatenbHocTd HVR—
L1, HVR-L2 u HVR-L3 anturtena AL2p—40. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTHTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyro o menbliei mepe 85%, o mensiueit mepe 86%, nmo meHseii mepe 87%, mo
MeHbliel Mepe 88%, no meHbiuell Mepe 89%, o MeHbleil mepe 90%, no menbiuel Mepe 91%,
1o MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbieit Mmepe 96%, no meHblet mMepe 97%, no meHblueil mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100%  UAEHTUYHOCTM C aMUHOKUCJIOTHOM  IOC/IEAO0BATEIbHOCTBHIO
BapuabeNnpbHOrO JOMeHa Tspkenod wnenu adturena AL2p—40 wunm ¢ aMUHOKHMCIOTHOMN
nociaenosatenbHOCcTI0O SEQ ID NO: 60, u comeprkalinyro 3aMeHbl (Hanpumep, KOHCEPBAaTHBHbIE
3aMEHbl, HHCEPLIMU WJIN JIeJIELUU 110 CPaBHEHUIO C peepeHCHON MOCnenoBaTeNIbHOCThIO), HO
anTi—TREM2 aHTHTENO, BKIIIOYAIOIIEE TAKYK MOCIEIOBATENbHOCTb, COXPAHIET CIOCOOHOCTD
ces3piBaThesl ¢ TREM2. B HEKOTOpBIX BapuaHTax peaiusanu, B odmei ciaoxHocT ot 1 10 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, W/WIM JENEeTHPOBAHO B aMHUHOKHCJIOTHOMN
NOCJIEIOBATENIbHOCTH  BapuabebHOrO JOMEHa TspKenon uenn aHturena AL2p—40 wim
aMuHOKHCIIOTHOM TocnenoBatenbHocTU SEQ ID NO: 60. B HEKOTOPBIX BapHaHTaX peaiu3aiiui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMeLIEeHO, BCTABJICHO, U/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCJENOBATEIBPHOCTH BapuaOeIbHOrO IOMEHAa TSDKENOH LenH aHTUTeNa
AL2p—40 wnu amuHokucinotHoil mnocienosatenbHocTH SEQ ID NO: 60. B HekoTOpbIX
BapHUAHTAX pPEeaJM3ally, 3aMEHbl, HHCEPLUU WJIN JEJIeLUN PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapHaHTaX pean3allii, 3aMEeHbl, HHCEPLIMH WJIH JEICeLUH
pacrionokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENnO comep:kuT

nocnenosarenbHocte  VH  antutena AL2p—40 wmu SEQ ID NO: 60, Bximodas

,
NOCTTPAHCIISIUOHHBIE MOAM(HKALNN 3TOH IMOCIENOBAaTENbHOCTH. B KOHKPETHOM BapHaHTe
peammsannu, VH conmepxut ommH, nsa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHON
nocaenosarenbHoctTd HVR-H1 anturena AL2p—40, (b) aMUHOKHCIOTHOI NMOCIEN0BATENbHOCTH
HVR-H2 anturena AL2p—40, u (c) amuHOoKucnoTHO# nocnenosarenbHoctd HVR-H3 anTurena

AL2p—40. B HexkoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno ngaHHOMY
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U300pETEeHNIO BKJIFOYAIOT TOCJENOBATENIbHOCTh BapuadeapbHOro aomeHa Jjerkod mermu (VL),
UMEIOLIYI0 Mo MeHblueil mepe 85%, mo menbluell mepe 86%, mo Menbuieil mMepe 87%, mo
MeHbliel mepe 88%, no menbiuell Mepe 89%, no MeHbleil mepe 90%, o MeHblel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, NMo MeHblIel Mmepe
95%, mo menbel Mepe 96%, no Menbeli Mepe 97%, o MmeHbliel Mepe 98%, Mo MeHbLIeH
mepe 99%, wnmu  100% UAEHTUYHOCTH C AMHUHOKHUCJIOTHOM  IIOCNIEN0BATEIbHOCTHIO
BapualOenpHOro JoMeHa Jierkoii wnenu aHtutena AL2p—40 wim ¢ aMHHOKHCIOTHOH
nocienosatenbHOCThI0 SEQ ID NO: 107, u comepskaruyro 3aMeHbl (HapuMep, KOHCepBaTHBHbIE
3aMEHbl, HHCEPLIMH WJIN JEJIeLUU M0 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCThIO), HO
anTi—-TREM?2 aHTUTENO, BKJIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B odmei cioxkHoctu ot 1 mo 10
AMHHOKHCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, WM JAEJNEeTHPOBAHO B aMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeqpbHOro JOMeHa Jierkod uernu aHturena AL2p—40 wm
amMuHOKHUCIOTHON nocnenoBatensHoctd SEQ ID NO: 107. B HekoTOpbIX BapuaHTax
peanu3anuu, B OOIIeH CIOXKHOCTH OT 1 10 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIICHO, W/WJIH
IENEeTHPOBAHO B AMHUHOKUCIIOTHOH MOCJENOBATEIbHOCTH BapHAOENIbHOTO TOMEHA JIETKOH Lenu
anturena AL2p—40 wunu aMMHOKMCIOTHOH mnocneposarenbHocT SEQ ID NO: 107. B
HEKOTOPBIX BapUAHTAX PEaN3alliH, 3aMEHbI, THCEPLINH WJIH [N PACTIONIOKEHBI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEeKoTOphIX BapMaHTax peajn3aluH, 3aMEHbl, HHCEPLUU
win aenenun pacnonoxeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTHTENO
cofepxuT mnocnenosarenpHocTb VL antutena AL2p—40 wnmu SEQ ID NO: 107, Bkirodas
NOCTTPAHCIISILMOHHBIE MOAM(UKALMN 3TOH IMOCIENOBaTENbHOCTH. B KOHKpPETHOM BapHaHTe
peanmsauuu, VL conmepskut oauH, aBa uiau Tpu HVR, BbiOpaHHbIX n3: (a) aMHHOKHUCIOTHOMN
nocnenosarensHocTH HVR-L1 anturena AL2p—40, (b) aMHHOKUCIOTHOH MOCIIENOBATENBHOCTH
HVR-L2 anturena AL2p—40, u (¢) amuHOKHCIOTHON nocnenoBaTenbHocTH HVR-L3 anturtena
AL2p—40.

[0197] B nHexotopeix BapuaHTax peaiusauuy, aHTU—TREM?2 anTHTena mo naHHOMY
U300pETEHHUIO COZeprKaT BapuabeNbHbIN JOMEH JIErKOW Lenu U BapuabebHbI JOMEH TSKeOH
Lend, TpPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIIOTHYIO
MOCJIEIOBATEIPHOCTh C MO MeHbIel mepe 85%, mo Menbineln mepe 86%, Mo MeHblIeH Mepe
87%, no menbiueit mepe 88%, mo menbiueit mepe 89%, mo mensbiueit mepe 90%, MO MeHbIIEH
mepe 91%, no menbiueil mepe 92%, mo MeHbuield mepe 93%, mo mensbluelt mepe 94%, mo
MeHblel Mepe 95%, no MeHblueil Mepe 96%, 1o MeHblIel Mepe 97%, 1o MeHblel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% HAEHTUYHOCTH ¢ AMHUHOKHCIOTHON IMOCIEI0BATENbHOCTBIO
BapuabeNbHOrO JOMeHa TsDKenoW unenwn adHturena AL2p—41 wumm ¢ aMUHOKHCIOTHOH
nociaenosatenbHOCTEI0O SEQ ID NO: 61; w/unu BapnabenbHbI JOMEH JIETKOH LENH COAEPIKUT
AMUHOKHCIIOTHYIO TOCIIEA0BATENLHOCTD € MO MeHbIe mepe 85%, mo menbiuei mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, o mensbiuel Mmepe 90%,
no Mesblueil Mepe 91%, no menbiueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel Mmepe

94%, no mensbeit mepe 95%, no menplieit Mepe 96%, no meHblueit mepe 97%, MO MeHbLIEH
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Mepe 98%, mno wmenbwedn mepe 99%, wunmu 100% MIEHTMYHOCTH C AMUHOKHUCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHaleNbHOro JoMeHa Jierkod menu axturena AL2p—41 wmm ¢
aMUHOKHUCJIOTHON nocnepoBatenbHocTeio SEQ ID NO: 106. B HekoTOpeIX BapuaHTax
peanmsanuy, aHTH—TREM2 aHTuTena mo gaHHOMY H300pPETEHHIO COAepKaT BapuadenbHBIN
JOMEH TSDKEJNON LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO INOCIEN0BATENIbHOCTh C MO MEHBLIEH
mepe 85%, mo meHbiueil Mepe 86%, mo MeHblueit mepe 87%, nmo menbliei mepe 88%, mo
MeHblei mepe 89%, no menblel Mepe 90%, no menbiueil mepe 91%, no menblel Mepe 92%,
no Menblneil Mepe 93%, no menbiueil Mepe 94%, no MmeHblueil Mepe 95%, MO MeHblIel mepe
96%, nmo menbineir mepe 97%, nmo Mmenbineir Mepe 98%, mo menbluei mepe 99%, wim 100%
UJICHTHYHOCTH C aMHUHOKHCJIOTHOW TOCJIEOBATENIbHOCTBIO BapUAaOENIbHOTO JOMEHA TSIKENOH
uenu antutena AL2p—41 wmm ¢ amuHOKuca0THOH nocnenoBarenbHOCTh0O SEQ ID NO: 61, npu
5TOM BapuaOeNbHbIA JOMEH TSDKEJION LEenH BKII0YAeT aMHHOKHCIIOTHBIE TOCIIEIOBATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—41. B HeKOTOPBIX BapMaHTax peaTu3aLNH,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEPIKaT BapHaOeNbHbIH TOMEH JIErKOH
L[eN}, BKJIIOYAKOIUN aMHUHOKHUCIOTHYIO IOCJENOBAaTeNIbHOCTh € MO MeHblueld mepe 85%, mo
MeHblIel Mepe 86%, no meHblueil Mepe 87%, o MeHbliei Mepe 88%, o MeHb1el Mmepe 89%,
no Mesblueil Mepe 90%, no MeHblueil Mepe 91%, no meHblueil Mepe 92%, MO MeHblIel Mepe
93%, no menbiueit mepe 94%, no meHblet Mepe 95%, no menblueit mepe 96%, MO MeHbIIEH
mepe 97%, no meHbiieil Mepe 98%, nmo menbuiein Mepe 99%, unu 100% uneHTUYHOCTH C
AMHHOKHCJIOTHOM TOCJIEOBATENbHOCTBIO BapHAaOENbHOTO JOMEHA JIETKOH LeNH aHTUTena
AL2p—41 unu ¢ aMuHOKUCIOTHOW mnocienosatenbHocTeio SEQ ID NO: 106, mpu sTom
BapuabeNnbHBI TOMEH JIETKOH LM BKIKOYAaeT aMUHOKHCIOTHBIE rocnenoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p—41. B HEKOTOpbIX BapuaHTax peaau3aliy, aHTH—
TREM2 aHTHTENO COAEPIKUT IOCIEAOBATEIbHOCTh BapHaOEIbHOTO JOMEHA TSDKENIOW Ienu
(VH), umeromyro no mesblied mepe 85%, no mensei mepe 86%, no meHswei mepe 87%, o
MeHblel mepe 88%, nmo menbiueil Mepe 89%, no meHbieit Mepe 90%, no meHbIuel Mepe 91%,
no MeHblueil Mepe 92%, no menblueil Mepe 93%, no MeHblueil Mepe 94%, MO MeHblIel mepe
95%, no menbIueit mepe 96%, no meHbiet mMepe 97%, nmo meHbliuei mepe 98%, MO MeHbIIEH
mepe 99%, wumum  100%  HMOEHTUYHOCTM C  aMHUHOKUCJOTHOM  IMOCJENOBATENbHOCTHIO
BapHabeNbHOrO JOMeHa TspKeJnoW unenu adHturena AL2p—41 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcThI0 SEQ ID NO: 61, u comeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIEJICUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYI MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peajm3anu, B odmeil cioxkHocty ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WJINW MAENEeTHPOBAHO B AMHHOKHCIOTHOM
NIOCJIEIOBATENIbHOCTH  BapuabelbHOrO JOMEHa Tspkenod unenu aHturena AL2p—41 wm
aMuHOKHCIIOTHOU mocnenoBatenbHocTU SEQ ID NO: 61. B HEKOTOpBIX BapHaHTaxX peau3alii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTU AEJIETHPOBAHO
B aMUHOKHCJIOTHOH IOCIIEOBATEIbHOCTH BapuaOeNbHOrO IOMEHAa TSDKENON Lenu aHTuTena

AL2p—41 wunu amuHOKuCIOTHON mnocaenoBatenbHocTH SEQ ID NO: 61. B HekoTOpbIX
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BapUAHTaX pean3alliy, 3aMEHbl, HHCEPLUN WIIN JIEJEeLUN PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOPBIX BapuaHTaxX peasu3alii, 3aMEHbI, MHCEPLIUH WU JeJelun
pacionoxkenel Ha FR-yuactkax. HeobOszatenbno, antu—TREM2 aHTHTENnOo CoOmep:kut
nocnenosatenbHocte  VH  antutena AL2p—41 wmu SEQ ID NO: 61, Bxmodas
NOCTTPAHCIISALMOHHBIE MOAM(UKALMK 3TOH IOCIeNOBATEIbHOCTU. B KOHKPETHOM BapuaHTe
peammzatu, VH conmepkut omuH, nBa uan Tpu HVR, BeIOpaHHBIX M3: (@) aMHHOKHCJIOTHOMN
nocienosarenbHoctd HVR-H1 anturena AL2p—41, (b) aMUHOKUCIOTHO! MOCI€0BATENBHOCTH
HVR-H2 anturena AL2p—41, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTurena
AL2p—41. B HekoropbIx BapuaHtax peanusauuy, aHTU—TREM2 aHTuUTENna mno ngaHHOMY
H300pETEHNI0 BKJIFOYAKOT IOCJIEIOBATEIbHOCTh BapuabenpbHOro naomeHa Jyerkod wnemu (VL),
UMEIOIY0 1Mo MeHbluel mepe 85%, mo meHblueit mepe 86%, mo mMeHbinelr mepe 87%, 1o
MeHblIel mepe 88%, nmo meHbiueil Mepe 89%, o MeHblei mepe 90%, o MeHbIuel mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbiuel Mepe 96%, no MeHblueil Mepe 97%, no MeHblueill Mepe 98%, Mo MeHbLIe
mepe 99%, wmm 100% HMOGHTUYHOCTH C AMUHOKHCIIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabenpbHOro JOMeHa Jerkoi unenu antutena AL2p—41 wuim ¢ aMUHOKHCIOTHOH
nociaenosatenbHOCThI0 SEQ ID NO: 106, n conepskaryro 3aMeHbl (HarpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH WM JIEJIEUHU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEe TAaKyH) MOCIENOBATEIBHOCTh, COXPAHSIET CIOCOOHOCTH
cs3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peaju3anu, B obmeii cinoxkHoctu ot 1 go 10
AMHHOKHUCJIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/HWINW MAENEeTHPOBAHO B aAMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabenbHOro JOMeHa Jierkod uenu aHturena AL2p—41 wm
aMUHOKHUCIOTHON nocnenoBatenbHocTd SEQ ID NO: 106 B HEKOTOpbIX BapuaHTax
peanuzanyu, B oOuei CI0KHOCTH OT 1 10 5 aMMHOKHUCIOT OBLIO 3aMELIeHO, BCTABJICHO, W/HIN
AENeTHPOBAHO B AMUHOKHCJIOTHOW IMOCJIEAOBATEIbHOCTH BapHaOeIbHOTO TOMEHA JIETKOH Lenu
anturena AL2p—41 wunu ammuHOKMCIOTHOH mnocnenoBarenbHocTn SEQ ID NO: 106. B
HEKOTOPBIX BApUAHTAX PeaU3allUH, 3aMEHbI, THCEPLIMH WJIH JEeJIEIUH PACTIONIOKEHbI B 001aCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTax pealn3aliy, 3aMEeHbl, HHCEPLUH
win aenenun pacnoioxkeHbol Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENO
conepxut mnocienosarenbHocTh VL anturena AL2p—41 wmm SEQ ID NO: 106, Bkmrouas
NOCTTPAHCIISIIUOHHBIE MOAM(DHKALNK 3TOW IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapuaHTE
peamm3anmu, VL conmepskut oamH, aBa wiu Tpu HVR, BeIOpaHHBIX M3: (a) aMHHOKHCIOTHOH
nocienosarenbHoctd HVR-L1 anturena AL2p—41, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENbHOCTH
HVR-L2 anturena AL2p—41, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p—41.

[0198] B nHexkotopelx BapuaHTax peanusauuu, aHTu—TREM?2 anturena mo naHHOMY
U300peTeHHIO CoAep KaT BapuadeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEJIOH
Lenu, NPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH COXEPKUT aMHHOKHCIOTHYIO
NOCJIEI0BATENBHOCTE C MO MeHbluel Mepe 85%, mo MmeHbliell Mepe 86%, MO MeHblIeH Mepe

87%, no menbiueit mepe 88%, no menbiue Mepe 89%, no menbiueit mepe 90%, Mo MeHbLIEH
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Mepe 91%, no menbiueil mepe 92%, mo Menbuied mepe 93%, mo mensluell mepe 94%, mo
MeHblIel Mepe 95%, no meHbluell Mepe 96%, o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% HUAEHTUYHOCTU ¢ AMUHOKHUCIIOTHON MOCJIEA0BATEIbHOCTHIO
BapuabeNnpbHOrO JOMeHa TsDKenoW uenu adturena AL2p—42 wumm ¢ aMUHOKHMCIOTHOMN
nociaenosatenbHOCThI0O SEQ ID NO: 61; n/unu BapuaOenbHblii JOMEH JIETKOH LEMH CONEP>KUT
AMUHOKHCJIOTHYIO TTOCJIEIOBATENIBHOCTD € MO MeHbInel Mepe 85%, mo MeHbIueir mepe 86%, 1o
MeHblIel mepe 87%, o menblel Mepe 88%, no menbiueil mepe 89%, no menblel Mepe 90%,
no Menblueil Mepe 91%, no menbiueit Mepe 92%, no MeHblueit Mepe 93%, MO MeHblIel Mepe
94%, no mensbIeit Mmepe 95%, nmo meHbiet Mepe 96%, nmo meHbinel Mepe 97%, Mo MeHbLIeH
Mepe 98%, mo wmenbmedn wmepe 99%, wunmu 100% HMIEHTHYHOCTH € aMUHOKHCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHa0ENIbHOTO JOMEeHa Jierkod 1menu adturena AL2p—42 wmm ¢
aMUHOKHUCJIOTHON mocnenoBatenbHocTeio SEQ ID NO: 107. B HekoTOphIX BapuaHTax
peamm3anmu, aHTH—TREM2 aHTHTena mo HaHHOMY H300pPETEHHIO COAepKaT BapuaderbHBIN
JIOMEH TSDKEJON LieNH, BKJIIOYAIOLUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo menblueil mepe 86%, mo MeHbuiel mepe 87%, mo menbluell mepe 88%, mo
MeHblIel Mepe 89%, no menbiueil Mepe 90%, no Menblieil Mepe 91%, o MeHblel mepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbiueir mepe 97%, nmo Mmenbiueir mMepe 98%, mo menbiueir mepe 99%, wiu 100%
UJICHTUYHOCTH C aMHUHOKHCIJIOTHOH MOCJIEIOBATENbHOCTBIO BapuabeIbHOTO JOMEHA TSKEION
uenu antutena AL2p—42 unu ¢ amuHOKUCI0THOH nocnenoBarenbHOCTh0O SEQ ID NO: 61, npu
5TOM BapuaOeNbHBIN JOMEH TSDKENOH LenH BKIIOYAeT aMHUHOKHCIIOTHBIE MOCIIEN0BATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—42. B HeKkOTOpBIX BapuaHTAaX pealu3ally,
auti—TREM2 aHTHTEeNna mo JaHHOMY H300pETEHHIO Conep:KaT BapuaOeNbHBIN JTOMEH JIETKOH
LIeNH, BKJIOYAIOIIMNA aMMHOKHCIOTHYIO IOCJIENOBAaTENbHOCTh C MO MeHblueil Mepe 85%, mo
MeHblIel mepe 86%, o MeHblel Mepe 87%, no meHblueil mepe 88%, no mMeHblel Mepe 89%,
no Mmesbineil Mepe 90%, no menbiueit Mepe 91%, no menbiueit mepe 92%, Mo MeHbLIeH Mepe
93%, no mensbeit mepe 94%, no MmeHbiet Mepe 95%, nmo meHbieit Mepe 96%, MO MeHbIIEH
mepe 97%, no meHbiieir mepe 98%, mo menbuieir mMepe 99%, mnu 100% HAEHTUYHOCTH C
AMHHOKHCJIOTHOM TIOCJIEOBATEIbHOCTBIO BapuaOeNbHOTO JIOMEHA JIETKOH Lenu aHTuTeNa
AL2p-42 wunu ¢ amuHOKHCIOTHOW mnocnenosarenbHocThi0 SEQ ID NO: 107, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LM BKIFOYAaeT aMUHOKHCIOTHBIC mocienoBaTenpHocTH HVR—
L1, HVR-L2 u HVR-L3 antutena AL2p—42. B HekoTOpbIX BapuaHTax peaju3aluy, aHTH—
TREM2 aHTHTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyro o mesbiei mepe 85%, no menbiueit Mepe 86%, nmo meHbieil mepe 87%, mo
MeHbuiel mepe 88%, no menbiueil Mepe 89%, o MeHbleil Mmepe 90%, o meHbiuel Mepe 91%,
no MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, NMo MeHblIel mepe
95%, no menbiueit mepe 96%, no meHbleit Mepe 97%, no meHbleit Mmepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100% HMAEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJIEAOBATEIbHOCTBHIO
BapuabeNnpbHOrO JOMeHa TspKenoW uenu aHtutena AL2p—42 wumm ¢ aMUHOKHMCIOTHOMH

nociaenosatenbHOCTEI0O SEQ ID NO: 61, u comeprkalinyro 3ameHbl (HanpuMep, KOHCEPBAaTHBHbIE
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3aMEHbI, HHCEPLIMH WJIN JIEJICUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEe TAKyH MOCIENOBATEIbHOCTb, COXPAHSET CIOCOOHOCTH
cs3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peajus3anu, B obmeit cinoxxkHoctu ot 1 go 10
AMHHOKHUCJIOT OBUIO 3aMELIeHO, BCTABJIEHO, W/HWINW JAENEeTHPOBAHO B aMHHOKHCIOTHOM
HIOCJIEIOBATEIbHOCTH  BapualOeNbHOrO JOMeHa Tspkenod unenu aHtutena AL2p—42 wmm
aMHHOKHUCIIOTHOM nocnenosatenbHocTd SEQ ID NO: 61. B HekOTOpbIX BapHaHTaxX peanu3aluy,
B 001Iei CIIOKHOCTH OT 1 10 5 aMUHOKHCIOT ObLIO 3aMEIEHO, BCTABJIEHO, W/WIN AeJIETUPOBAHO
B aMHHOKHCJIOTHOW MOCJENOBATEIBHOCTH BapuaOeIbHOrO IOMEHAa TSDKENOH Lenu aHTuTeNna
AL2p—42 wnu amuHokucinotHoil mnocnenosatenbHocTH SEQ ID NO: 61. B HekoTopbIxX
BapHUAHTAX peaJM3aliy, 3aMEHbI, HHCEPLUU WU JEJIeLHUN PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaTU3aLfi, 3aMEHbl, HHCEPLIMH WJIH JEeJIEIIH
pacnonoxkenbl Ha FR-yuactkax. HeoOsizatenbHo, anTu—TREM2 aHTHTENO CONEPKHUT
nocnenosarenbHocTh  VH  antutema AL2p—42 wm SEQ ID NO: 61, Bxmoyas
NOCTTPAHCIISIIUOHHBIE MOAM(HKALNK 3TOW IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTE
peamm3anmu, VH conmepxut ommH, na wim tpu HVR, BeIOpaHHBIX M3: (2) aMUHOKHCIOTHOM
nocnenosatenbHoctd HVR-H1 anTurena AL2p—42, (b) aMUHOKHCIOTHOH NOCIEN0BATENBHOCTH
HVR-H2 anturena AL2p—42, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTENa
AL2p—42. B HexkoTOopbIXx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTeNna mno agaHHOMY
N300pETEHNIO BKJIFOYAIOT IIOCHIE0BATEIbHOCTh BapuabenpbHOro nomeHa yerkod nemu (VL),
UMEIOINYI0 MO MeHbluell mepe 85%, mo meHblueit mepe 86%, mo meHbluelr mepe 87%, 1o
MeHbliel mepe 88%, no menbiuell Mepe 89%, no MeHbleil mepe 90%, no menbiuel Mepe 91%,
1o MeHbluei Mepe 92%, no menbluell Mepe 93%, no mMenblueil Mepe 94%, Mo MeHblIEH Mepe
95%, mo menbinel mMepe 96%, mo Menbieli Mepe 97%, o meHblieil Mepe 98%, MO MeHbLIeH
mepe 99%, wnmm  100% UAEHTHYHOCTH C AMHHOKUCJIOTHOM  IOCJIENOBATEIbHOCTHIO
BapuaOeNpHOro JOMeHa Jierkoil wnenu aHtutena AL2p—42 wim ¢ aMHHOKHCIOTHOH
nocienosatenbHOCTbI0 SEQ ID NO: 107, u comepskatuyro 3aMeHbl (HapuMep, KOHCepBaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JEJeLUU MO0 CPABHEHUIO C pedepeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIOYANOIIEE TAaKyH TOCIENOBATEIBHOCTh, COXPAHSIET CIOCOOHOCTh
cBsi3biBaThCsl ¢ TREM2. B HEeKOTOpBIX BapuaHTax peaju3anuu, B odweit cioxkHocty ot 1 mo 10
AMHHOKHCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, WM JAENEeTHPOBAHO B aMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeIpbHOro JOMEHa Jierkod uernu aHturena AL2p—42 wm
amuHOKHUCIOTHON mocnepoBatenbHocty SEQ ID NO: 107. B HekoTOpeIX BapuaHTax
peanu3anuu, B OOMIeH CIOXKHOCTH OT 1 10 5 aMHMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIIEHO, W/WJIH
JEeNEeTHPOBAHO B AMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTH BapHAOENbHOTO TOMEHA JIETKOH Lenn
anturena AL2p—42 unu aMuHOKMCIOTHON mnocnenosarenbHocty SEQ ID NO: 107. B
HEKOTOPBIX BApUAHTAX PEAN3allUH, 3aMEHbI, THCEPLINH WJIH [N PACIIONIOKEHBI B 00IACTIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEeKoTOphIX BapuaHTax peann3aliy, 3aMeHbl, HHCEPLUH
win penenun pacrnonoxkensl Ha FR—yuactkax. HeoGsizatenpHo, antTu—TREM2 anTHTENO
cofepxuT mnocnenosarenpbHocTb VL antutena AL2p—42 wnu SEQ ID NO: 107, Bkirodas

MNOCTTPAHCIALIMOHHBIC MO)II/I(I)I/IKaI_II/II/I 3TOH noCJaeca0BaTCIbHOCTU. B KOHKPETHOM BapHUaHTEC
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peamm3aunu, VL conmepskut oamH, aBa uinn Tpu HVR, BbiOpaHHBIX u3: (a) aMHHOKHCIOTHOM
nocaenosarenbHoctTd HVR-L1 anturena AL2p—42, (b) aMMHOKHCIIOTHOM MOCIIEA0BATENbHOCTH
HVR-L2 anturena AL2p—42, u (¢) amuHOkuca0THON nocnenoBatenbHocTd HVR-L3 anturena
AL2p42.

[0199] B nekoropeix BapuaHTax peanusauuy, aHnTu—TREM?2 anturena mo naHHOMY
u300peTEeHHIO CoNlepsKaT BapHaOeNbHbIM JOMEH JIETKOHM Lenu U BapuabeabHbINH TOMEH TSDKENOM
Leny, IpH 3TOM BapHaOENbHBI JOMEH TSDKEJIOH Lemu CONEPKUT aMHUHOKHUCIIOTHYIO
MOCJIEIOBATEIPHOCTh ¢ MO MeHbined Mepe 85%, mo MeHbleln Mepe 86%, Mo MeHbIIeH mepe
87%, no menbineit mepe 88%, mo menbieit Mepe 89%, nmo menbieir mepe 90%, MO MeHbIIEH
mepe 91%, nmo menbiuelt mepe 92%, mo MeHblel mepe 93%, mo mensblelr mepe 94%, mo
MeHblel mepe 95%, no menbiueil Mepe 96%, o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMUHOKHUCJIOTHOM IMOCJIEN0BAaTENbHOCTHIO
BapuabeNbHOrO JOMeHa TsDKeJnoW uenwn aHturena AL2p—43 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 62; u/unu BapraOenbHbIi JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCJIOTHYIO TIOCIIEAOBATENBHOCTD C 1O MeHbIIei mepe 85%, mo MeHbiuel mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, 1o MeHbleil mepe 89%, o mensbiuel Mepe 90%,
no Mesblueil Mepe 91%, no Mmenblueil Mepe 92%, no MeHblueil Mepe 93%, Mo MeHblIel mepe
94%, no menbiueit mepe 95%, o menbieit Mepe 96%, no meHblueil mepe 97%, MO MeHbIIEH
Mepe 98%, mno wmenbwedn mepe 99%, wunu 100% MAEHTUYHOCTH C AMHUHOKHCJIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHa0eNbHOr0 JOMeHa Jierkod menu adturena AL2p—43 wmm ¢
aMUHOKHUCJIOTHON nocnepoBarenbHocTeio SEQ ID NO: 105. B HekoTOpBIX BapuaHTax
peammsanuy, aHTH—TREM2 aHTuTena mo maHHOMY H300pPETEHUIO COAepKaT BapuadenbHBIN
JOMEH TSDKEJON LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENIbHOCTh C MO MEHBLIEH
mepe 85%, mo MmeHbiueil mMepe 86%, mo MeHbiuelt Mepe 87%, mo meHblied mepe 88%, 1o
MeHblei mepe 89%, no menbliel Mepe 90%, no meHbiueil mepe 91%, no menbLIel Mepe 92%,
no Mesbineil Mepe 93%, o menbiueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, nmo menbinei mepe 97%, nmo menbineir Mepe 98%, mo menbluei mepe 99%, wim 100%
UJICHTHYHOCTH C aMHUHOKHCJIOTHOW TOCJIEOBATENIbHOCTBIO BapHAOENIBbHOTO JOMEHA TSIKENOM
uenu antutena AL2p—43 wnm ¢ amuHOKuCa0THOH nocnenoBarenbHOCTh0O SEQ ID NO: 62, npu
5TOM BapuaOeNbHbII JOMEH TSDKEJOH LenH BKJII0YAeT aMHHOKHCIIOTHBIE TOCIIEIOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 antutena AL2p—43. B HeKOTOpBIX BapMaHTax peaju3allly,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHUI0 COAEP)KaT BapHaOeNbHbIH TOMEH JIErKOH
LeMNY, BKJIIOYAMINI aMHUHOKHUCIIOTHYIO TOCJEI0BATEIbHOCTh C MO MeHbleld mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, o MeHbleil mepe 88%, o meHbiuel mepe 89%,
no Mesblueil Mepe 90%, no Menbiueil Mepe 91%, no meHbiueil Mepe 92%, o MeHbleH Mepe
93%, no menbiueit Mmepe 94%, no meHbiiet Mepe 95%, no menbiueit mepe 96%, MO MeHbIIEH
mepe 97%, no menbiieil Mepe 98%, nmo menbuieir Mepe 99%, mnu 100% uHAEHTUYHOCTH C
AMHHOKHUCIJIOTHOM TIOCJIEOBATENbHOCTRIO BapHAaOENbHOTO JOMEHa JIETKOH e aHTUTeNa
AL2p—43 unu ¢ aMuHOKUCIOTHOM mnocienosatenbHocTeio SEQ ID NO: 105, mpu sTom

BapuabenbHBI TOMEH JIETKOH LeMH BKIKOYAaeT aMUHOKHCIOTHBIE rocnenoBarenpHocTd HVR-
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L1, HVR-L2 u HVR-L3 anturena AL2p—43. B HeKOTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENBHOCTh BapruabENbHOrO JOMEHa TSDKENOH Lenu
(VH), umeromyro mo menbineii mepe 85%, no menbiueii mepe 86%, no meHsbiuei mepe 87%, 1o
MeHbluel mepe 88%, nmo menblieit Mepe 89%, no menbiueit Mmepe 90%, no menbiuei mepe 91%,
no MeHblneit mepe 92%, no menslueit Mmepe 93%, no menbliel mMepe 94%, Mo MeHblIEeH Mepe
95%, no menblIeit Mmepe 96%, no meHbliel Mepe 97%, no meHblel Mepe 98%, no MeHbluei
mepe 99%, wumm  100% HMOEHTUYHOCTH C AMUHOKHCJIOTHOW  IOCJIENOBAaTEIbHOCTHIO
BapuabeNbHOrO JOMEHa TsDKeJqoW uenu adHturena AL2p—43 wuinm ¢ aMUHOKHMCIOTHOM
nocienosatenbHOCTbI0 SEQ ID NO: 62, u comepskalnyro 3aMeHbl (HanpuMmep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLMH WJIN JEJIeUU M0 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIFOYAKOIIEE TAKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
cBsi3biBaThesl ¢ TREM2. B HEeKOTOpBIX BapuaHTax peaju3anuu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHCJIOT OBbUIO 3aMELIeHO, BCTABJIEHO, W/WINM JEeNEeTHPOBAHO B AMHHOKHUCIOTHOH
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenor uenw aHturena AL2p—43 wm
amuHOkucIOoTHOHN nocnenosatenabHocTd SEQ ID NO: 62. B HekoTOpbIX BapUaHTax peaju3aLui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKUCIIOT OBLIO 3aMEIEeHO, BCTABJIEHO, U/ HITH AeJIETUPOBAHO
B aMHUHOKHCJIOTHOH MOCIENOBATEIbHOCTH BapHaOeIbHOrO AOMEHAa TSDKENOH LenH aHTUTeNna
AL2p—43 wunu amuHokucinoTHON mnocaenosatenbHocTH SEQ ID NO: 62. B HekoTOpbIX
BapHUAHTaX peaJn3alliy, 3aMEHbl, HHCEPLIUN MK JIeIeUU pacronoxensl B odnactsax BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapHaHTaX peau3aliy, 3aMEHbl, THCEPLIMH WM JENEILH
pacionoxkenel Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTHTENO COmEp:KUT
nocnenosarenbHocTb  VH  anturena AL2p-43 wm SEQ ID NO: 62, Bxmoyas
NOCTTPAHCIISILMOHHBIE MOAM(UKALMK 3TOH IMOCHENOBATEIbHOCTH. B KOHKPETHOM BapHaHTe
peammzatu, VH conmepxut oauH, nsa win Tpu HVR, BeiOpaHHBIX M3: () aMHHOKHCJIOTHOMN
nocnenosarensHocTH HVR-HI1 anturena AL2p—43, (b) aMHHOKHCIIOTHO!M MOCIIEA0BATENIbHOCTH
HVR-H2 anturena AL2p—43, u (¢) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTurena
AL2p—43. B HekoTopbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTENna mno ngaHHOMY
U300pETEHUIO BKJIFOYAIOT TOCJEN0BATENIbHOCTh BapuadeapbHOro aomeHa jerkoid mermu (VL),
UMEIOLIYI0 Mo MeHblueil mepe 85%, mo meHbiell mepe 86%, mo MeHbliei mepe 87%, mo
MeHblIel Mepe 88%, nmo menbiueil Mepe 89%, o MeHbleil mepe 90%, o meHbiuel Mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbIeit mepe 96%, no meHble Mepe 97%, no meHbiel mepe 98%, Mo MeHbLIEH
mepe 99%, wmm  100% HMOGHTUYHOCTH C AMUHOKHCIIOTHOM  TOCIEAOBATEIbHOCTHIO
BapuabenpbHOrO JOMeHa Jerko umenu aHtutena AL2p—43 wuim ¢ aMUHOKHCIOTHOH
nociaenosatenbHOCcThI0 SEQ ID NO: 105, u comepskaryro 3aMeHbl (HarpuMep, KOHCEPBATHBHBIE
3aMEHbI, HTHCEPLMH HJIN JIEJIELUH 10 CPAaBHEHUIO C pedepeHCHOH MOCIeN0oBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIOYAIOIIEE TAKYIO MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peaju3anu, B obmeii cinoxkHoctu ot 1 1o 10
AMHHOKHUCJIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/WINM JeNeTHPOBAHO B AMHHOKHCIIOTHOMH

IOCJIEIOBATENIbHOCTH  BapuabenbHOro JOoMeHa Jierkod uenu aHturena AL2p—43  wm
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aMUHOKHUCIOTHON nocnenoBatenbHoctd SEQ ID NO: 105, B HekoTOpbIX BapuaHTax
peanu3anuu, B OO CIOXKHOCTH OT | 10 5 aMHHOKHCIIOT OBIJIO 3aMEIIeHO, BCTABJICHO, /WU
JENEeTHPOBAHO B AMHUHOKUCIIOTHON MOCJIENOBATENbHOCTH BapHaOeNbHOTO TOMEHA JIETKOHM Lenu
anturena AL2p—43 wunm aMMHOKMCIOTHON mnocneposarenbHocT SEQ ID NO: 105. B
HEKOTOPBIX BAPUAHTAX PeaU3aliy, 3aMEHbI, MHCEPIIMU WU JIEJIELIH PACIONIOKEHbI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKkoTOpbIX BapuaHTax peanu3aliy, 3aMeHbl, UHCEPLUH
win penenun pacnojoxeHsl Ha FR-yuactkax. HeobszarenpHo, antu—TREM2 anTHTENO
conepxut mocienoBarenbHocTh VL anturena AL2p—43 wmm SEQ ID NO: 105, Bkimouas
MOCTTPAHCIISIUOHHBIE MOAM(HKAIMHM 3TOH MOCHENOBATEIbHOCTH. B KOHKPETHOM BapHaHTe
peammzanmu, VL conmepskut oamH, aBa win Tpu HVR, BbiOpaHHBIX u3: (a) aMHHOKHUCIOTHOH
nocienosarenbHoctTd HVR-L1 anturena AL2p—43, (b) aMMHOKHCIIOTHOH MOCIIEAOBATEILHOCTH
HVR-L2 anturena AL2p—43, u (¢) amuHOKHCIOTHOM nocnenoBaTenbHocTH HVR-L3 anturena
AL2p—43.

[0200] B nHexotopelx BapuaHTax peaiusauuy, aHTU—TREM?2 aHTuTena mo naHHOMY
U300pETEeHHIO CoIepsKaT BapuabeNbHbIN JOMEH JIETKOW enu U BapuabeNbHbId JOMEH TSKEJIOH
Lend, NPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIBbHOCTh ¢ MO MeHblnel mepe 85%, mo mMeHblueln mMepe 86%, Mo MeHbIIeH Mmepe
87%, no menbiueit mepe 88%, nmo menbiueir mepe 89%, nmo mensbiueit mepe 90%, MO MeHbIIEH
mepe 91%, no menbiueii mepe 92%, nmo MeHbiiel Mepe 93%, mo mensluell mepe 94%, mo
MeHblel mepe 95%, no meHbluell Mepe 96%, o MeHbleil mepe 97%, o menbluel Mmepe 98%,
1o Mesblueit Mepe 99%, unu 100% HMAEHTUYHOCTU ¢ AMUHOKHCJIOTHON MOCIEA0BATENbHOCTHIO
BapuabenpbHOrO JOMeHa TshkenoW wenu aHturena AL2p—44 wumm ¢ aMHUHOKHUCIOTHOMN
nociaenosatesnbHOCThI0O SEQ ID NO: 62; n/unu BapuaOenbHbli JOMEH JIETKOH LEMH CONEP>KUT
AMUHOKHCJIOTHYIO TOCJIEIOBATENBHOCTD C 1O MeHblIel Mepe 85%, mo MeHbIuei mepe 86%, 1o
MeHblel mepe 87%, o menblel Mepe 88%, no menbiueil mepe 89%, no menblel Mepe 90%,
no menbiueil Mepe 91%, no menbueit Mepe 92%, no Menblueit Mepe 93%, MO MeHblIel mepe
94%, no mensbieit mepe 95%, no meHbiet mMepe 96%, nmo meHblnei mMepe 97%, MO MeHbIIEH
Mepe 98%, mo wmenbmedn mepe 99%, wunmu 100% HMIEHTMYHOCTH C aAMUHOKHCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHAa0ENIbHOTO JIOMEHa Jierkod uenu aHTturena AL2p—44 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBarenbHocTeio SEQ ID NO: 107. B HekoTOphIX BapuaHTax
peamm3anmu, aHTH—TREM2 aHTHTena mo HaHHOMY H300pPETEHHIO COAepKaT BapuaderbHBIN
JIOMEH TsDKEJON LeNH, BKIIOYAIIUN aMUHOKHCIOTHYIO IMOCJIEA0BATEIbHOCTh C 10 MEHbIIeH
mepe 85%, mo menblueil mepe 86%, mo MeHbuiel mepe 87%, mo meHbluell mepe 88%, mo
MeHblel mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no menbiuel mepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbineir mepe 97%, nmo Mmenbineir mMepe 98%, mo mensbiuei mepe 99%, wiu 100%
UIGHTHYHOCTU C aMHUHOKHCIIOTHOH MOCJIENOBATENbHOCTBIO BapHAOENIbHOTO JOMEHA TSDKENOH
uenu antutena AL2p—44 unu ¢ amuHOKUCI0THOH nocnenoBarenbHOCTh0O SEQ ID NO: 62, npu
5TOM BapuaOeNbHbIN AOMEH TSDKEJIOH LEeNH BKIYaeT aMHHOKHCIIOTHBIE IMOCIIEN0BATEIbHOCTH

HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—44. B HexkOTOpBHIX BapHaHTax peau3alluy,
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antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH JOMEH JIErKOon
LIeNH, BKJIIOYAKOIUN aMHUHOKHUCIOTHYIO IOCJIENOBATENbHOCT C MO MeHbllell Mepe 85%, mo
MeHbliel mepe 86%, no menbiueil Mepe 87%, o MeHbleil mepe 88%, o mensbiuel mepe 89%,
no Mesblueil Mepe 90%, no Menblueil Mepe 91%, no menblueil Mmepe 92%, MO MeHbLIEH Mepe
93%, mo menbinel Mepe 94%, no menbineit Mepe 95%, no MmeHblIelt Mmepe 96%, MO MeHbLIekH
mepe 97%, no meHbiueir mepe 98%, mo menbuieir mepe 99%, wnu 100% HAEHTUYHOCTH C
AMMHOKHCJIOTHOW TOCJIENOBATEIbHOCTRIO BapuaOeNbHOrO JOMEHA JIErKOH Lemu aHTHTeNna
AL2p—44 wunu ¢ amMuHOKHCIOTHOW mocnenoBareabHOocThi0 SEQ ID NO: 107, nmpu sTom
BapuabenbHBIA TOMEH JIETKOH LIeMH BKJIIOYaeT aMUHOKHCIOTHBIC mocienoBareabHocTH HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p—44. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT TMOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), umeromyro mo menbineii Mmepe 85%, no menslueii Mmepe 86%, o meHsbiei mepe 87%, 1o
MeHblIel Mepe 88%, no menbiueil Mepe 89%, o MeHbleil mepe 90%, o meHbiuel mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, NMo MeHblIel mepe
95%, no menbeit mepe 96%, no meHbleit Mepe 97%, no menbliel Mepe 98%, Mo MeHbLIeH
mepe 99%, wumm  100%  HMOEHTUYHOCTM C  AaMHUHOKUCJIOTHOW  IOCJIEAO0BAaTEIbHOCTHIO
BapuabeNpbHOrO JOMeHa TsDKenoW uenwn adHturena AL2p—44 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 62, u comeprkainyro 3aMeHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH WJIM JIEJIEUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anti—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKYH IMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cs3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajus3anui, B obmeit cinoxxkHoctu ot 1 1o 10
AMHHOKHUCJIOT OBUIO 3aMELIeHO, BCTABJIEHO, W/WIN JeJNeTHPOBAHO B aMHHOKHCIIOTHOM
HIOCJIEIOBATEIbHOCTH  BapuaOeNbHOrO JOMeHa Tspkeqod unenu aHturena AL2p—44 wmm
amuHOKHUCIOTHOH nocnenosareabHOCTH SEQ ID NO: 62. B HEKOTOpPBIX BapUaHTaxX peajr3aLiii,
B 001I1ei CIIOKHOCTH OT 1 10 S aMMHOKHUCIIOT OBLJIO 3aMEIIEeHO, BCTABJICHO, U/WJIH ENETHPOBAHO
B aMHHOKHCJIOTHOW MOCJENOBATEIbHOCTH BapuaOeIbHOrO IOMEHAa TSDKENOH Lenu aHTuTena
AL2p—44 wnu amuHokucinotTHoil mnocnenosBaTenbHocTH SEQ ID NO: 62. B HekoTOpbIX
BapHUAHTAX pPeaM3aLnH, 3aMEHbI, HHCEPLIUU MK JIEIeLUU pacroiokeHbl B obnactsax sae HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaTU3aLfH, 3aMEHbI, HHCEPLIMH WJIH JEJIEIUH
pacrionokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENnO CoOmep:kuT

nocnenosatenbHocTe  VH  antutena AlL2p—44 wmun SEQ ID NO: 62, Bxmodas

,
NOCTTPAHCIISIIUOHHBIE MOAM(HKAIMN 3TOH IMOCIENOBATEIbHOCTH. B KOHKPETHOM BapHaHTE
peamm3anmu, VH conmepxut ommH, nsa wim tpu HVR, BeIOpaHHBIX 13: (2) aMHHOKHCIOTHOH
nocaenosarenbHoctd HVR-H1 anturena AL2p—44, (b) aMUHOKHCIIOTHOI MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—44, u (c) amuHOKuCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTeNa
AL2p—44. B HexoTopbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno aaHHOMY
N300pETEHNIO BKJIFOYAIOT IIOCIEN0BATEIbHOCTh BapuabenbHOro nomeHa yerkod nemu (VL),
UMEIOLIYI0 Mo MeHblueil mepe 85%, mo menbluell mepe 86%, mo MeHblieil Mepe 87%, mo
MeHbliel mepe 88%, nmo menbiueil Mepe 89%, no MeHbleil mepe 90%, no menpiuel mepe 91%,

1o MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel Mmepe
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95%, no menblel Mepe 96%, no MeHblueill Mepe 97%, no MeHblieill Mmepe 98%, nMo MeHblLIel
mepe 99%, wumm  100% HUOEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJEAO0BATEIbHOCTBHIO
BapuabenpbHOro JOMeHa Jerkod unenu antutena AL2p—44 wumm ¢ aMUHOKHMCIOTHOM
nocienosatenbHOCThI0 SEQ ID NO: 107, u copeprxaruyro 3aMmeHbl (HarpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HTHCEPLIMU HJIN JIEJIELUU 110 CPAaBHEHUIO C pedepeHCHOH MOoCIenoBaTeIbHOCThIO), HO
anTi—TREM2 aHTHTENO, BKIIIOYAIOIIEE TAKYK MOCIEIOBATENbHOCTb, COXPAHIET CIOCOOHOCTD
ces3piBaThesl ¢ TREM2. B HEKOTOpBIX BapuaHTax peaiusanui, B odme ciaoxHocT oT 1 10 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJICHO, W/WIM JeNeTUPOBAHO B aAMHHOKUCIOTHOMN
NOCJIEIOBATENIbHOCTH ~ BapuabeIbHOrO JOMEHa Jierkod uenu aHturena AL2p—44 wm
amMuHOKHUCIOTHON mocnenoBatensHoctd SEQ ID NO: 107. B HekoTOpbIX BapuaHTax
peanu3anuu, B OOMIeH CIOXKHOCTU OT | 10 5 aMHHOKHCIIOT OBIJIO 3aMEIeHO, BCTABJIEHO, W/WIU
IENEeTHPOBAHO B AMUHOKUCIIOTHOH MOCJIENOBATENIbHOCTH BaPHAOEbHOTO TOMEHA JIETKOH Lenn
anturena AL2p—44 wunu aMuHOKMCIOTHOH mnocnenosarenbHocTd SEQ ID NO: 107. B
HEKOTOPBIX BapUAHTAX PEAN3aLUH, 3aMEHbI, THCEPLIMH WJIH JEJISIIUH PACIIONIOKEHBI B 00IACTSIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKoTOphIX BapuaHTax peain3aliy, 3aMeHbl, HHCEPLUH
win aenenun pacnonoxkeHbol Ha FR—yuactkax. HeoOszatenbHo, antu—TREM2 anTHTENO
conepxut mnocienosarenbHocTh VL anturena AL2p—44 wnmu SEQ ID NO: 107, Bkmouas
NOCTTPAHCIISIUOHHBIE MOAM(HUKALMM 3TOH IOCHENOBATEIbHOCTH. B KOHKPETHOM BapHaHTe
peammsanmu, VL conmepskut oamH, aBa uian Tpu HVR, BeiOpaHHbIX n3: (a) aMHHOKHUCIOTHOMN
nocaenosarenbHoctTd HVR-L1 anturena AL2p—44, (b) aMMHOKHCIIOTHOM MOC/IEAOBATENbHOCTH
HVR-L2 anturena AL2p—44, u (c¢) aMmuHOKHCIOTHOM nocnenoBatenpHocTd HVR-L3 anturena
AL2p—44.

[0201] B nexotopeix BapuaHTax peanusauuy, aHTu—TREM?2 anturena mo naHHOMY
nu300peTeHHI0 CoNlepsKaT BapraOeNbHbIM JOMEH JIETKOHM Lenu U BapuabeabHbINH TOMEH TKENOoi
Leny, IpU 3TOM BapHaOENbHBIA JOMEH TSDKEIOH Lenu CONepXKUT aMHHOKHCIIOTHYIO
MOCJIEIOBATENILHOCTD C MO MeHbInel Mmepe 85%, mo meHblueil mepe 86%, Mo MeHbIuel Mepe
87%, no menbluell Mepe 88%, nmo MeHbleil mepe 89%, no MeHblineit mepe 90%, no meHblueH
mepe 91%, nmo menbiueidi mepe 92%, mo MeHblel mepe 93%, mo menslel mepe 94%, mo
MeHblel mepe 95%, no menbiueil Mepe 96%, no MeHblIell mepe 97%, o MeHbIel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCIOTHON IMOCIEI0BAaTENbHOCTHIO
BapuabeNbHOrO JOMEHa TsDKeJoW uenw aHturena AL2p—45 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 63; n/unm BapraOenbHbIH JOMEH JIETKOW LENMH CONEPKUT
AMUHOKHCJIOTHYIO NOCJIEI0BATENBHOCTD C 1O MeHblel mepe 85%, no MeHbiuei Mepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mepe 88%, 1o MeHbleil mepe 89%, o meHbiuel mepe 90%,
no Mesblueil Mepe 91%, no Mmenbiueil Mepe 92%, no meHbiuel Mepe 93%, no MeHblleH Mepe
94%, no menbiuel Mepe 95%, no MeHbluell Mepe 96%, o MeHbliell Mepe 97%, MO MeHblIeH
Mepe 98%, mno wmenbwedn mepe 99%, wunmu 100% HMIEHTUYHOCTH C AMUHOKHUCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHa0eNbHOr0 JOMeHa Jierkod menu adturena AL2p—45 wmm ¢
aMUHOKHUCJIOTHON nocnepoBarenbHocTeio SEQ ID NO: 108, B HekOTOpBIX BapuaHTax

peammsanyy, aHtH—TREM2 aHTuTena mo gaHHOMY H300pPETEHHIO COAepKaT BapuabenbHBIN
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JOMEH TSDKENOHN LieNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo menblueli mepe 86%, mo MeHbiieil mepe 87%, mo Mmesbluell mepe 88%, mo
MeHbliel mepe 89%, no menbiueil Mepe 90%, no MeHbleil mepe 91%, no menbiuel mepe 92%,
1o MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MmeHblueil Mepe 95%, MO MeHblIel Mmepe
96%, o meHbuIeit mepe 97%, o MeHbiueir mepe 98%, nmo MeHblie mepe 99%, umu 100%
UJIEHTUYHOCTH C AMHMHOKHCJIOTHOW IOCJIENOBATENbHOCTBIO BapHaOEIbHOTO AOMEHA TSDKEJION
uenu antutena AL2p—45 unmu ¢ amuHOKHCnoTHOH nocienosarenbHocThio SEQ ID NO: 63, npu
5TOM BapuaOeNbHbII JOMEH TSDKEIOH LEenH BKIIOYaeT aMUHOKUCIIOTHBIE MOCHEN0BATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—45. B HexkoTOpBIX BapuaHTax pealu3alluy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEpIKaT BapHaOesbHbIA TOMEH JIEKOH
L[eNY, BKJIIOYAIOIUN aMHUHOKHUCIOTHYIO IOCJENOBAaTeNIbHOCTh € MO MeHblueld mepe 85%, mo
MeHblIel Mepe 86%, no meHbiueil Mepe 87%, nmo MeHblIeil mepe 88%, o MeHbIel Mepe 89%,
no Mesblueil Mepe 90%, no Mmenblueil Mepe 91%, no meHblueil Mmepe 92%, MO MeHblIel mepe
93%, no menbiueit mepe 94%, no meHbiet mMepe 95%, nmo meHbieit Mepe 96%, MO MeHbIIEH
mepe 97%, no menbiueit mepe 98%, mo menbieir mepe 99%, wnmm 100% HOEHTHUYHOCTH C
AMHHOKHCJIOTHOM TIOCJIEZOBATENbHOCTRIO BapHAaOENbHOTO JOMEHA JIeTKOH LEeNH aHTUTeNna
AL2p—45 wunu ¢ amuHOKHCIOTHOM mnocnenosarenbHocTi0 SEQ ID NO: 108, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LEMH BKIKYAaeT aMUHOKHCIOTHBIE mocienosatenbHocTd HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p—45. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), umeromyto no menbliei mepe 85%, o menbiueit mepe 86%, no meHsiueii mepe 87%, mo
MeHbluel mepe 88%, nmo menblieit mepe 89%, o menbiueit Mepe 90%, o menbiuei mepe 91%,
no MeHblneil mepe 92%, no menslueit mepe 93%, no menbliel Mepe 94%, Mo MeHblIEH Mepe
95%, no menblIeil Mepe 96%, o meHblield Mepe 97%, no MeHbluel Mepe 98%, Mo MeHbIIEH
mepe 99%, wnmu  100% HAEHTUYHOCTH C AMHHOKUCJIOTHOH  IOCJIEN0BATEIbHOCTHIO
BapuabeNbHOrO JOMEHa TsDKeJNoW uenu aHturena AL2p—45 wumm ¢ aMUHOKHCIOTHOM
nocienosatenbHOCTEI0 SEQ ID NO: 63, u comeprkalnyro 3aMeHbl (Hanpumep, KOHCePBaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JEJICUHU M0 CPAaBHEHUIO C pedepeHCHON MOCenoBaTeIbHOCThIO), HO
anTi—-TREM?2 aHTUTENO, BKJIFOYAKOIIEE TAKYH TMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HEeKOTOPBIX BapuaHTax peaju3anuu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WIN JENEeTHPOBAHO B aAMHHOKHCIOTHOH
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenol uenw aHturena AL2p—45 wm
aMuHOKHCIIOTHOM mocnenoBatenbHocTU SEQ ID NO: 63. B HEKOTOPBIX BapHaHTaxX peaiu3aiui,
B 0011l CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMENIEHO, BCTABJICHO, W/UJTU AEJIETHPOBAHO
B aMHUHOKHCJIOTHOH MOCIIENOBATEIBbHOCTH BapuaOeIbHOrO AOMEHAa TSDKENOH Lenu aHTUTena
AL2p—45 wunu amuHokucinoTHON mnocaenosatenbHocTH SEQ ID NO: 63. B HekoTOpbIX
BapHUAHTaX peaM3alliy, 3aMEHbl, HHCEPLUN WK JIEJEeLUN PacroiokeHbl B odnacTsix BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapHaHTaxX pealn3alliuy, 3aMEHbl, THCEPLIMH WM JEIEeLUH
pacrionokensl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTuTeno copep:kur

nocnenosatenbHocTe  VH  antutena AL2p—45 wumu SEQ ID NO: 63, Bxmodas
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NOCTTPAHCIISIUOHHBIE MOAM(HUKALNN 3TOH IMOCIENOBaTENbHOCTH. B KOHKPETHOM BapHaHTe
peammsanmy, VH conmepxut ommH, nsa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHOMN
nocnenosarenbHoctTd HVR-H1 anturena AL2p—45, (b) aMuHOKHUCIOTHOI NOCIE0BAaTENbHOCTH
HVR-H2 anturena AL2p—45, u (c) amuHokucnorHoit nocnenosarenbHoctd HVR-H3 anTurena
AL2p—45. B HexkoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTeNna no ngaHHOMY
M300pETeHNI0 BKJIIOYAIOT IOCIEAOBATEIbHOCTh BapuadenpHOro aomeHa Jyerkoi memu (VL),
UMEIOIIYI0 Mo MeHblueil mepe 85%, mo meHbwel mepe 86%, mo MeHbiuei mepe 87%, mo
MeHblel mepe 88%, no menbiuneii Mepe 89%, no menblieit mepe 90%, o MeHbIuel mepe 91%,
no MeHblueil Mepe 92%, no Mmenblueil Mepe 93%, no MeHblueit Mepe 94%, Mo MeHblIel mepe
95%, no menbIuel Mepe 96%, no menbiueil Mepe 97%, no MeHblueil Mepe 98%, Mo MeHbLIe
mepe 99%, wumm  100%  HMOEHTUYHOCTM C  aMHHOKMCIOTHOH  MOCJIEeNOBAaTENbHOCTHIO
BapuabeNbHOrO JOMeHa Jierkoi wenu antutena AL2p—45 wim ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcTI0 SEQ ID NO: 108, u comepskaryro 3aMeHbl (HapuMep, KOHCEPBATHBHBIE
3aMEHbI, HHCEPLIMH I JIEJICLUHU 10 CPABHEHUIO C pPeepeHCHON IMOCIeNOoBaTeIbHOCThIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B odmeit cinoxxknoctu ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINW MAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabenpbHOro JOMeHa Jierkod uernu aHturena AL2p—45 wm
aMuHOKHUCIOTHON nocnenoBatenbHoctd SEQ ID NO: 108, B HekoTOpbIX BapuaHTax
peanu3anuu, B OOIIeH CIOXKHOCTH OT 1 70 5 aMMHOKUCIIOT OBLIO 3aMEIIeHO, BCTABIICHO, W/WJIH
JEeNeTHPOBAHO B AMHUHOKHCIIOTHON MOCJIENOBATENbHOCTH BapHaOEeNbHOTO JOMEHA JIETKOH Lenu
anturena AL2p—45 wunu aMuHOKMCIOTHON nocneposarenpbHocTd SEQ ID NO: 108. B
HEKOTOPBIX BAPUAHTAX PeaU3alM, 3aMEHbI, MHCEPIIMU WU JIEJIELHN PACIONIOKEHbI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKoTOpbIX BapuaHTax peajlu3alliy, 3aMEeHbl, UHCEPLUU
wii aeneuun pacnosioxenol Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTHTENO
conepxut mnocienoBarenbHocTh VL anturena AL2p—45 wmm SEQ ID NO: 108, Bkimouas
NOCTTPAHCIISIIUOHHBIE MOAM(HKALMY 3TOH MOCIENOBATEIbHOCTH. B KOHKPETHOM BapHaHTE
peammzanmu, VL conmepskut oamH, aBa win Tpu HVR, BbiOpaHHBIX u3: (a) aMHHOKHUCIOTHOH
nocienosarenbHoctd HVR-L1 anturena AL2p—45, (b) aMMHOKHUCIIOTHOM MOC/IEAOBATEILHOCTH
HVR-L2 anturena AL2p—45, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p—45.

[0202] B nHexotopelx BapuaHTax peaiusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pETEeHHUIO CoAepsKaT BapuabeNbHbIN JOMEH JIETKOW [enu U BapuabeNbHbI JOMEH TSKEJOH
e, TNPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEI0BATENBHOCTE C 1O MeHblel Mepe 85%, mo MeHblueil mepe 86%, Mo MeHblIel Mepe
87%, no menbluell Mepe 88%, nmo MeHbleil mepe 89%, no MeHbuieil mepe 90%, no meHblIeH
Mepe 91%, no menbiueil mepe 92%, mo MeHbuied mepe 93%, mo mensluell mepe 94%, mo
MeHbleld mepe 95%, no Mesblueil Mepe 96%, o MeHbliel Mepe 97%, o MeHblel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% HMAEHTUYHOCTU ¢ AMUHOKHCJIOTHON MOCIEA0BATENbHOCTHIO

BapuabeNnpbHOrO JOMeHa TsDKenoW uenu adturena AL2p—46 wumm ¢ aMUHOKHMCIOTHOMN
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nocienosatenbHOCTEI0O SEQ ID NO: 63; w/unu BapnaOenbHbIli JOMEH JIETKOH LENH COAEPIKUT
AMUHOKHCJIOTHYIO TOCIEA0BATENIbHOCTD € MO MeHbIel mepe 85%, mo menbiuei mepe 86%, mo
MeHbliel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, o mensbiuel mepe 90%,
no Mesblueil Mepe 91%, no menblueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel Mmepe
94%, no meHbinel mepe 95%, mo menbinel Mepe 96%, o MeHbluel Mepe 97%, MO MeHbLIeH
mepe 98%, mo wmenbwmeir Mmepe 99%, wium 100% HIEHTUYHOCTH C€ aMHUHOKHCJIOTHOM
HIOCJIEIOBATENIbHOCTBIO  BapuabenbHOro JAOMeHa Jierkoi uernu anturena AL2p—46 wmm ¢
aMUHOKHUCJIOTHON mocnenoBarenbHocTei0 SEQ ID NO: 109. B HekoTopeIX BapuaHTax
peammzanyu, anTHi—TREM2 aHTHTena mo AaHHOMY H300pPETeHHIO COAepKaT BapuaberbHBIN
JOMEH TSDKEJION LeNH, BKJIIOYAILIUN aMHUHOKHCIOTHYIO IOCIEN0BATEIbHOCTh C MO MEHbLIEH
mepe 85%, mo menblueidl mepe 86%, mo MeHbuiel mepe 87%, mo mensluell mepe 88%, mo
MeHblIel Mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no meHbiuel Mepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbineir mepe 97%, nmo menbwei Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UICHTHYHOCTH C aMHUHOKHCIIOTHOW MOCJIENOBATENIbHOCTBIO BapHAaOENbHOTO JOMEHA TSDKENOM
uenu antutena AL2p—46 unu ¢ amuHOKUCI0THOH nocnenosarenbHOCTh0O SEQ ID NO: 63, npu
5TOM BapuaOeNbHBIN JOMEH TSDKEJOH LEenH BKII0YAeT aMHHOKHCIIOTHBIE MOCIIENO0BATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 antutena AL2p—46. B HeKkOTOpbIX BapuaHTax peaju3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH IOMEH JIErKOon
L[eNH, BKJIIOYAKOIUN aMHHOKHUCJIOTHYIO IOCJIENOBATEeNbHOCTh € MO MeHblueld mepe 85%, mo
MeHblIel mepe 86%, no MeHblueil Mepe 87%, o MeHbliel Mepe 88%, o MeHp1el mepe 89%,
no Mesblueii Mepe 90%, no menblueil Mepe 91%, no menblueil Mepe 92%, MO MeHblIeH Mepe
93%, mo menbInel Mepe 94%, no menbneil Mepe 95%, o MeHbliel Mepe 96%, MO MeHbLIeH
mepe 97%, no menbiueir mepe 98%, mo menbieir mepe 99%, wnu 100% HIEHTUYHOCTH C
AMMHOKHCJIOTHOW IOCJIENOBATEIbHOCTRIO BapuaOeNbHOrO JOMEHA JIErKOH LeNmu aHTHTeNa
AL2p—46 wunmu ¢ aMuHOKHCIOTHOW mocnenoBareabHOCThi0O SEQ ID NO: 109, nmpu sTom
BapuabeNbHBIA TOMEH JIETKOH LIeMH BKIIFOYaeT aMUHOKHCIOTHBIC mocienoBaTesbHocTH HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p—46. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT TMOCIENOBATENbLHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), umeromyro mo menbineii Mmepe 85%, o mensiueli mepe 86%, o meHslunei mepe 87%, 1o
MmeHblIel mepe 88%, no menbiueil Mepe 89%, no MeHblueil Mepe 90%, no meHbluel Mepe 91%,
no MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, NMo MeHblIel mepe
95%, no menbiueit mepe 96%, no meHbiet mMepe 97%, no meHbliueit mepe 98%, MO MeHbIIEH
mepe 99%, wumm  100%  HMOEHTUYHOCTM C aMMHOKUCJOTHOM  MOCJIENOBATENbHOCTHIO
BapuabeNbHOrO JOMEHa TsDKeJNoW uenu aHturena AL2p—46 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTI0 SEQ ID NO: 63, u copeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIEJIELUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKYI MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peaju3anu, B obmeii cinoxxkHoctu ot 1 go 10

AMHHOKHUCJIOT ObLIO 3aMCIIICHO, BCTABJICHO, W/ WIn ACJICTUPOBAHO B AMHUHOKHMCJIOTHOH
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MOCJIEIOBATENIbHOCTH  BapuabebHOrO JOMEHAa TspKenod unenu aHturena AL2p—46 wm
amuHOkucnoTHOHN nocnenosarenbHocTd SEQ ID NO: 63. B HeKOTOpbIX BapUaHTax peaau3alii,
B 001Ieli CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTH AEJIETHPOBAHO
B aMUHOKMCJIOTHOH IOCJIEOBATEIbHOCTH BapuaOeNbHOrO JOMEHAa TSDKENOH Lenu aHTuTena
AL2p—46 wunu amuHOKMCIOTHON mnocaenoBaTenbHocTH SEQ ID NO: 63. B HekoTOpBIX
BapUAHTAX peaM3alMy, 3aMEeHbI, HHCEPLUH WIN JeJIeLIH PacIoyokeHbl B obnactsax BHe HVR
(T.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaju3aliy, 3aMEeHbl, HHCEPLIMU WU eJIeLHH
pacnojioskeHbl Ha FR-yuactkax. HeoOsizatenbro, antTu—TREM2 aHTHTENO COOEPIKUT

BKJIFOYas

>

nocnenosarenbHocTe  VH  anturena AL2p—46 wumu SEQ ID NO: 63
MOCTTPAHCIISIIUOHHBIE MOAM(HKALMK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTe
peammzanmu, VH conepxxut onmH, nBa uim Tpu HVR, BeIOpaHHBIX HM3: (@) aMUHOKHCIOTHON
nocienosarenbHoctd HVR-H1 anTurena AL2p—46, (b) aMUHOKHUCIIOTHOH MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—46, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTENa
AL2p—46. B HexkoTOopbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTENna mno agaHHOMY
N300pETEHNIO BKIIFOYAKOT IOCHEOBATEIbHOCTh BapuabenpHOro nomeHa yerkod nemu (VL),
UMEIOIYI0 MO MeHbluel mepe 85%, mo meHblueit mepe 86%, mo meHblnelr mepe 87%, 1o
MeHblIel Mepe 88%, no meHbiueil Mepe 89%, o MeHbliel mepe 90%, o MeHblel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbiuel Mepe 96%, no MeHblueil Mepe 97%, no MeHblueil Mepe 98%, Mo MeHblIe
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJIEAOBATEIbHOCTBHIO
BapuabenpbHOrO JOMeHa Jerkod unenu aHtutena AL2p—46 wumm ¢ aMUHOKHMCIOTHOMN
nocienosatenbHOCThIO SEQ ID NO: 109, u copeprxauyro 3ameHbl (HarpuMep, KOHCEpBAaTHBHbIE
3aMEHbI, HTHCEPLIMU WJIN JIeJIELUU 10 CPaBHEHHUIO C pe(epeHCHON MOoCaenoBaTeIbHOCThIO), HO
anTi—TREM2 aHTHTENO, BKIIIOYAIOIIEE TAKYK MOCIEIOBATEIbHOCTb, COXPAHIET CIOCOOHOCTh
ces3piBaThesl ¢ TREM2. B HEKOTOpBIX BapuaHTax peaiusanu, B odmei ciaoxHocT ot 1 10 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJICHO, W/WIM JAENEeTHPOBAHO B aAMHHOKHCIIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeIbHOrO JIOMEHa Jierkod uenu aHturena AL2p—46 wim
aMuHOKHUCIOTHON nocnenoBatensHocTd SEQ ID NO: 109. B HekoTOpbIX BapuaHTax
peanu3anuu, B OOIIEH CIOXKHOCTU OT 1 10 5 aMMHOKHUCJIOT OBLJIO 3aMEIIeHO, BCTABIIEHO, W/WJIH
JEeNEeTHPOBAHO B AMHUHOKUCIIOTHOH MOCIIENOBATENbHOCTH BAPHAOENbHOTO TOMEHA JIETKOH Lenu
anturena AL2p—46 wunu aMMHOKMCIOTHOH mnocnenosarenpbHocTd SEQ ID NO: 109. B
HEKOTOPBIX BapUAHTAX PEAN3aLUH, 3aMEHbI, THCEPLIMH WJIH JEJICLIUH PACIIONIOKEHbI B 00IACTsIX
BHe HVR (t.e., Ha FR—yuacTkax). B HeKoTOpbIX BapuaHTax pearn3aliy, 3aMeHbl, HHCEPLUH
win penenuu pacrnonoxkenbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 anTUTENO
conepxut mnocienosarenbHocTh VL anturena AL2p—46 wnmu SEQ ID NO: 109, Bkmouas
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNK 3TOH IOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTe
peammsanmu, VL conmepskut oamH, aBa wiu Tpu HVR, BeiOpanHBIX M3: (a) aMHHOKHUCIOTHON
nociaenosarenbHoctTd HVR-L1 anturena AL2p—46, (b) aMMHOKHCIIOTHOHM MOCIIEA0BATENbHOCTH
HVR-L2 anturena AL2p—46, u (¢) amuHOkucI0THON nocnenoBatenbHocTH HVR-L3 anturena
AL2p—46.
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[0203] B HexkotopeIx BapuaHTax peanusauuu, aHTU—TREM?2 anturena mo naHHOMY
U300peTeHHIO CoAepIKaT BapuabesbHbIN JOMEH JIETKOW Lenu U BapuabesbHbI JOMEH TSKEJOH
Lenu, NpPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNu COXEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTh ¢ MO MeHblueld Mepe 85%, mo MeHbluel mMepe 86%, Mo MeHbIel Mmepe
87%, o menblueit Mepe 88%, o meHbineit mepe 89%, no MeHbineit mepe 90%, nmo MeHbIIeH
mepe 91%, mo menbueit mepe 92%, mo Menbiueit Mepe 93%, nmo mesblied mepe 94%, 1o
MeHblIel mepe 95%, o MeHblel Mepe 96%, no meHblueil Mmepe 97%, o MeHblIel Mepe 98%,
no Mesbiueit Mepe 99%, unu 100% UAEHTUYHOCTU ¢ AMUHOKHUCIIOTHON IMOCJIEA0BATEIbHOCTHIO
BapuabeNpbHOrO JOMeHa TsDKeJoW uenun adHturena AL2p—47 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 64; w/unu BapraOeNnbHbI JOMEH JIETKOW LEMH CONEPIKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATENBHOCTD ¢ MO MeHblnei mepe 85%, mo menbinein mepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mepe 88%, 1o MeHbleil mepe 89%, o meHbiuel mepe 90%,
no Mesblueil Mepe 91%, no Menblueil Mepe 92%, no MeHblueil Mepe 93%, Mo MeHblIel mepe
94%, no menbeit mepe 95%, no meHblet Mepe 96%, no menbliel mepe 97%, Mo MeHbLIeH
Mepe 98%, mo wmenbwedn mepe 99%, wunmu 100% HMIEHTHYHOCTH C AMUHOKHUCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHa0EeNbHOrO JOMeHa Jierkod menu adturena AL2p—47 wmm ¢
aMUHOKHUCJIOTHON mnocnepoBarenbHocTeio SEQ ID NO: 108, B  HekoTOpbIX BapHuaHTax
peamm3anmy, aHTH—1TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepkKaT BapuaderbHBIN
JOMEH TSDKENOH LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo menblueill mepe 86%, mo Menbuied mepe 87%, mo mensluell mepe 88%, mo
MeHblel mepe 89%, no menbiueil Mepe 90%, no Menbiieit Mepe 91%, no MeHblel mepe 92%,
1o MeHbluei Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, o menbuieit mepe 97%, no MeHbiueil mepe 98%, no Menbliei mepe 99%, unu 100%
UJIEHTUYHOCTH C AMHMHOKHCJIOTHOHW MNOCJIEAOBATENIbHOCTBIO BapHaOeNbHOTO JOMEHA TSDKEJOH
uenu antutena AL2p—47 unu ¢ aMUHOKUCIOTHOH nocienosarenbHocThio SEQ ID NO: 64, npu
5TOM BapuaOeNbHbII JOMEH TSDKENOH LenH BKJIIOYAeT aMHHOKHCIIOTHBIE TOCIEIO0BATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—47. B HeKkOTOpBIX BapHaHTax pealu3aluy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEpIKaT BapHaOesbHbIH TOMEH JIErKOH
L[eNY, BKJIIOYAKOIUN aMHHOKUCJIOTHYIO IOCJENOBAaTeNIbHOCTh € MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mmepe 87%, o MeHbleil mepe 88%, o meHbIuel Mepe 89%,
no MeHblueil Mepe 90%, no menbiueil Mepe 91%, no menblueil Mmepe 92%, Mo MeHblIel Mepe
93%, no menbueit mepe 94%, no meHbie Mepe 95%, nmo menbieit mepe 96%, MO MeHbIIEH
Mepe 97%, no menbineit mepe 98%, mo menbweidt mepe 99%, wnimu 100% HAEHTUYHOCTH C
AMHHOKHUCIJIOTHOM TIOCJIEOBATENIbHOCTBIO BapHaOeNbHOrO JOMEHA JIETKOH Lenu aHTUTena
AL2p—47 wunu ¢ aMuHOKHCIOTHOW mnocnenosareabHocTi0 SEQ ID NO: 108, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LEMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBaTenbHocTH HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p—47. B HeKOTOpbIX BapuaHTax peaju3aluyu, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJNIOW LenH
(VH), umeromyto no menbiuei mepe 85%, no mensiueii Mepe 86%, no meHseii mepe 87%, mo

MeHblel mepe 88%, nmo menblieit mepe 89%, o menbiueit Mmepe 90%, no menbiuei mepe 91%,
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1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel Mmepe
95%, no menbiueit Mmepe 96%, no menblieit Mepe 97%, no meHblueil mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO
BapuabenpbHOro JOMeHa Tspkenod uenu aHrutena AL2p—47 wumm ¢ aMUHOKHMCIOTHOM
nocienosatenbHOCTEI0O SEQ ID NO: 64, u copeprkaliyto 3ameHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMeHBbl, MHCEPLUHU WIN JeNIE[UU 10 CPABHEHUIO C peepeHCHON IMOCIeN0OBATENbHOCTBIO), HO
antTi—TREM2 aHTHTENO, BKIIIOYAIOIIEe TAKYK MOCIEOBATEIbHOCTh, COXPAHIET CIMOCOOHOCTH
cBsizbiBaThCsl ¢ TREM2. B HEeKOTOpBIX BapuaHTax peaju3aiuu, B ooweil cinoxkHocty ot 1 mo 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, W/WIM JAENEeTHPOBAHO B aAMHHOKHCJIOTHOM
NOCJIEIOBATEIbHOCTH  BapuabeIbHOrO JOMEHa TsDKenon uenw aHturena AL2p—47 wm
amuHokucnoTHol nocnenosarenbHocTH SEQ ID NO: 64. B HeKoTOpbIX BapUaHTax peaju3aLii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMelIEeHO, BCTABJIEHO, U/UJTH AEJETHPOBAHO
B aMHHOKHCJIOTHOW MOCIENOBATEIBHOCTH BapuaOeIbHOrO IOMEHAa TSDKENOH LenH aHTUTeNna
AL2p—47 wnu amuHokucinotHoil mnocienosatenbHocTH SEQ ID NO: 64. B HekoTOpbIX
BapHUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLUU WIIN JEEeLUN PacroiokeHbl B odnacTsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaTu3aLfi, 3aMEHbl, HHCEPLIMH WJIH JENELH
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTHTENO CONEPIKHUT

nocnenosarenbHocTh  VH  antutena AL2p—47 wm SEQ ID NO: 64, Bxmoyas

,
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNK 3TOH IOCIENOBATEIbHOCTU. B KOHKPETHOM BapuaHTe
peammsanmu, VH conmepxut ommH, nsa wim tpu HVR, BeiOpaHHBIX M3: (2) aMUHOKHCIOTHOM
nocnenosarenbHoctTd HVR-H1 anturena AL2p—47, (b) aMUHOKHUCIOTHOI NOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—47, u (c) amuHOoKucnoTHOI nocnenosatenbHoctd HVR-H3 anTurena
AL2p—47. B HexkoTOpbIX BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena no pgaHHOMY
M300pETeHUI0 BKJIIOYAIOT IOCIEAOBATEIbHOCTh BapuadenpbHOro aomeHa Jyerkoil memu (VL),
UMEIIIYI0 Mo MeHblnell Mepe 85%, mo meHbiuelt mepe 86%, mo meHbiuel mepe 87%, mo
MeHblel mepe 88%, o menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbIuel mepe 91%,
no MeHblueil Mepe 92%, nmo menbiueil Mepe 93%, no menblueit Mmepe 94%, mo MeHblIel Mepe
95%, no menbinel Mepe 96%, no mMenbiueil Mepe 97%, o MeHblueil Mmepe 98%, Mo MeHbLIe
mepe 99%, wumm  100% HMOEHTUYHOCTM C aMHUHOKHCJIOTHOW  IOCJIENOBAaTEIbHOCTHIO
BapuabeNbHOrO JIOMeHa Jierkoi wenu antutena AL2p—47 wim ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcThI0 SEQ ID NO: 108, u comepskaryro 3aMeHbl (HarpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIEJICUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIFOYAIOIIEE TAKYH TMOCIENOBATEIBHOCTh, COXPAHSET CIOCOOHOCTh
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peajm3anu, B odmeil cioxkHocty ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WJINW MAENEeTHPOBAHO B AMHHOKHCIOTHOM
NIOCJIEIOBATENIbHOCTH  BapuabenpbHOro JOMeHa Jierkod uenu aHturena AL2p—47 wm
aMuHOKHUCIOTHON nocnepoBatenbHoctd SEQ ID NO: 108, B HekoTOpeIX BapuaHTax
peanu3anuu, B OOIIeH CIOXKHOCTH OT 1 70 5 aMMHOKUCIIOT OBLIO 3aMEIIeHO, BCTABIICHO, W/WJIH
JEeNEeTHPOBAHO B AMHUHOKUCIIOTHON MOCJIENOBATENIbHOCTH BapHaOeNbHOTO TOMEHA JIETKOHM Lenu

anturena AL2p—47 wunu aMMHOKMCIOTHON mnocnenosarenbHocty SEQ ID NO: 108. B
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HEKOTOPBIX BAPUAHTAX PEAN3aLlUH, 3aMEHbI, THCEPLIMH WJIH [N PACIIONIOKEHBI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEeKoTOphIX BapuaHTax peanu3aliy, 3aMeHbl, HHCEPLUH
win aenenun pacnonoxkenbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTHTENO
cofepxuT mnocnenosarenpHocTb VL antutena AL2p—47 wnmu SEQ ID NO: 108, Bkirodas
NOCTTPAHCIISALMOHHBIE MOAM(UKALMK 3TOH IOCIeNOBATEIbHOCTU. B KOHKPETHOM BapuaHTe
peammzatmu, VL comepskut oauH, aBa uian Tpu HVR, BbIOpaHHBIX u3: (a) aMHUHOKHCJIOTHOM
nocienosarenbHoctTd HVR-L1 anturena AL2p—47, (b) aMMHOKHUCIIOTHOM MOC/IEA0BATEIbHOCTH
HVR-L2 anturena AL2p—47, u (¢) amuHOKHCIOTHON nocnenoBaTenbHocTH HVR-L3 anturtena
AL2p-47.

[0204] B nHexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
U300pETEHHUIO COZepIKaT BapuabeNbHbIN TOMEH JIETKOW Lenu U BapuabebHbId JOMEH TSKeJIOH
Lend, NPU OSTOM BapHAOENbHBIA JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEbHOCTh ¢ MO MeHblned Mepe 85%, mo MeHblueln mMepe 86%, Mo MeHblIel mepe
87%, no menbiueit mepe 88%, mo menbieit mepe 89%, nmo menbiei mepe 90%, MO MeHbIIEH
mepe 91%, no menbiueil mepe 92%, mo MeHbuied mepe 93%, mo mensluell mepe 94%, mo
MeHblel Mepe 95%, no menbiueil Mepe 96%, o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMUHOKHUCJIOTHOM MOCJIEN0BAaTEIbHOCTHIO
BapuabEeNbHOrO JOMeHa TsDKeJmoW unenu adHturena AL2p—48 wumm ¢ aMUHOKHCIOTHOH
nociaenosatenbHOCTEI0O SEQ ID NO: 64; n/unu BapraOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCJIOTHYIO TOCJIEA0BATENBHOCTD € 10 MeHbleil mepe 85%, mo MeHbluel mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, no mensbiuel Mepe 90%,
1o Mesblueil Mepe 91%, no menbiueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no menbinel mepe 95%, mo menbineli Mepe 96%, o MeHbliel Mepe 97%, MO MeHbLIeH
mepe 98%, mo wmenbwmeir mepe 99%, wim 100% WAEHTUYHOCTH C€ AaMHUHOKHCIOTHOM
IIOCJIEIOBATENILHOCTBIO  BapuabenbHOro JA0oMeHa Jierkoi nernu anturena AL2p—48 wmm ¢
aMUHOKHUCJIOTHON mocnenoBarenbHOocTei0 SEQ ID NO: 109. B  HekoTOphIX BapuaHTax
peammzanyu, aHTH—TREM2 aHTHMTeNna mo AaHHOMY HW300pPETEHHIO COAepKaT BapuadelbHBIN
JOMEH TSDKEJION LeNH, BKJIOYAILIUN aMHUHOKHCIOTHYIO IMOCIEN0BATEIbHOCTh C MO MEHBbLIEH
mepe 85%, mo menbluell mepe 86%, mo MeHbuiel mepe 87%, mo mensbluelt mepe 88%, mo
MeHblel mepe 89%, no menbiueil Mepe 90%, o MeHsbliei mepe 91%, no mensiueli Mepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbinei Mepe 97%, nmo menbineir Mepe 98%, mo menbiei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOTO JOMEHA TSDKENOM
uenu antutena AL2p—48 wnu ¢ amuHOKuca0THOH nocnenoBarenbHOCTh0O SEQ ID NO: 64, npu
5TOM BapuaOeNbHBIN JOMEH TSDKEJION LEenH BKIIOYAeT aMHHOKHCIIOTHBIE MOCIIENOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—48. B HexkOoTOphIX BapuaHTax peaju3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHUIO COAEP)KaT BapHaOeNbHbIH TOMEH JIErKOoH
L[eNY, BKJIIOYAKOLUN aMHUHOKHUCJIOTHYIO IOCJIENOBATEeNbHOCTh € MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, o MeHbleil mepe 88%, o meHsbiuel Mmepe 89%,

no Mesblueil Mepe 90%, no menbiueil Mepe 91%, no menblueil Mepe 92%, o MeHbIIEH Mepe
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93%, no menbeit mepe 94%, no menbleit Mepe 95%, no meHbueit Mmepe 96%, MO MeHbIIEH
mepe 97%, no menbiieil Mepe 98%, nmo menbuieir Mepe 99%, unu 100% HAEHTUYHOCTH C
AMHHOKHCJIOTHOM TOCJIEOBATENbHOCTRIO BapHaOEeNbHOTO JOMEHa JIETKOH IIeNM aHTUTeNa
AL2p—48 unum ¢ aMuHOKUCIOTHOW mnocaenosatenbHOCThr0 SEQ ID NO: 109, mpu sTom
BapuabeNnbHBI TOMEH JIErKOH LeMH BKIKOYAaeT aMUHOKHCIOTHBIE rocnenoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p—48. B HEKOTOpBIX BapUaHTax peaau3aliy, aHTH—
TREM2 aHTHTENO COAEPIKUT IOCIENOBATEIBbHOCTh BAPHAOEIBHOTO AOMEHA TSDKEIOH Lemnu
(VH), umeromyro mo menbineii Mmepe 85%, no menbiueii Mmepe 86%, o meHbiuei mepe 87%, 1o
MeHblel mepe 88%, nmo menbiueil Mepe 89%, o MeHblieit mepe 90%, o meHbIuel Mepe 91%,
no Mesblueil Mepe 92%, no Menblueil Mepe 93%, nmo meHbiuel Mepe 94%, no MeHblIel Mepe
95%, no mensbeit mepe 96%, no meHbiet mepe 97%, nmo menbiei mepe 98%, MO MeHbIIEH
mepe 99%, wumum  100% HMOEHTUYHOCTM C aMHUHOKHCJIOTHOW  IOCJIEAO0BAaTEIbHOCTBHIO
BapuabeNbHOrO JOMeHa TsDKeJnoW uenwn adHturena AL2p—48 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 64, u copeprkainyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHBIE
3aMEHbI, HHCEPLIMH WM JIEJICUHU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHI0), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
cBs3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peajm3anu, B odmei cioxxHocty ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WINW MAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenod uenw aHturena AL2p—48 wmm
aMuHOKHCJIOTHOM mocnenoBatenbHocTU SEQ ID NO: 64. B HEeKOTOpBIX BapuaHTax peajlu3aluy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTN AEJIETHPOBAHO
B aMUHOKHCJIOTHOH IOCIENOBATEIbHOCTH BapHaOeIbHOrO AOMEHAa TSDKENOH Lenu aHTuTena
AL2p—48 wunu amuHOKMCIOTHON mnocienosatenbHocTH SEQ ID NO: 64. B HexkoTOphIX
BapUAHTAX peaM3aliy, 3aMEeHbI, HHCEPLUH WIN JeJIeLH PacIoyNokeHbl B obnactsax BHe HVR
(T.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaju3aliy, 3aMEeHbI, HHCEPLIUU WIIH JeNIeIUN
pacrionokenbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTHUTENO COOEpPKUT
nocnenoBarenbHocTh  VH  antutema AL2p—48 wm SEQ ID NO: 64, Bximovas
MOCTTPAHCIISIIUOHHBIE MOAM(DHKALMK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapuaHTE
peammzanmu, VH conmepxut onuH, na win tpu HVR, BeIOpaHHBIX M3: (2) aMHHOKHCIOTHOH
nocienosarenbHoctd HVR-H1 anTurena AL2p—48, (b) aMUHOKUCIIOTHOH MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—48, u (c) amuHOKucHoTHOH nocnenosatenbHoctd HVR-H3 anTHTENa
AL2p—48. B HexkoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno ngaHHOMY
U300pETEeHUIO BKJIFOYAIOT TOCJENOBATENIbHOCTh BapuadeapbHOro aomeHa jerkod mermu (VL),
UMEIoLIyI0 Mo MeHblueil mepe 85%, mo meHbluell mepe 86%, mo Menbuieil mMepe 87%, mo
MeHbliel mepe 88%, no meHblueil Mepe 89%, o MeHbliei mepe 90%, no mensiueii Mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MmeHblueil Mepe 94%, No MeHblIel Mepe
95%, no menbiueit Mmepe 96%, no meHblet mepe 97%, no meHblueilt mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100% HMAEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJIEAOBATEIbHOCTBHIO
BapuabenpbHOrO JOMeHa Jierkoii mnenu aHtutena AL2p—48 wumm ¢ aMUHOKHMCIOTHOMH

nociaenosatenbHOCThI0 SEQ ID NO: 109, u copeprxaruyto 3ameHsl (HarpuMep, KOHCEPBATHBHbIE
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3aMEHbI, HHCEPLIMH WJIN JIEJICUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEe TAaKyH MOCIEAOBATEIHHOCTb, COXPAHSET CIOCOOHOCTB
cs3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peajus3anu, B obmeit cinoxxkHoctu ot 1 go 10
AMHHOKHUCJIOT OBUIO 3aMELIeHO, BCTABJIEHO, W/HWINW JAENEeTHPOBAHO B aMHHOKHCIOTHOM
NIOCJIEIOBATEIbHOCTH ~ BapuaOeNbHOro JOMeHa Jierkoil wnemu adrturena AL2p—48 wm
aMHHOKUCIIOTHON mnocnenoBarenbHocTh SEQ ID NO: 109, B HekoTOphIX BapHaHTax
peanuzanyu, B oOmei CI0KHOCTH OT 1 10 5 aMHMHOKHUCIOT OBLIO 3aMELIeHO, BCTaBJICHO, W/HIN
JEeNEeTHPOBAHO B AMUHOKUCJIOTHON MOCJIENOBATENbHOCTH BAPHAOEIbHOTO TOMEHA JIETKOH Lenu
anturena AL2p—48 wunu ammuHOKMCIOTHOH mnocnenoBarenpHocTH SEQ ID NO: 109. B
HEKOTOPBIX BApUAHTAX PEATU3ALUH, 3aMEHbI, THCEPLIMH WJIH JEJIEIUH PACIIONIOKEHbI B 001aCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTax peayn3alii, 3aMEeHbl, HHCEPLUH
wii aenenun pacnonoxkenol Ha FR-yuactkax. HeoOszatenbno, antTu—TREM2 aHTHTENO
conepxut mnocienosarenbHocTh VL anturena AL2p—48 wmu SEQ ID NO: 109, Brmouas
NOCTTPAHCIISIIUOHHBIE MOAM(HKALNK 3TOW IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTE
peamm3anmu, VL conmepkut oamH, aBa uian Tpu HVR, BriOpaHHBIX M3: (2) aMUHOKHCIOTHOH
nocaenosarenbHoctTd HVR-L1 anturena AL2p—48, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENbHOCTH
HVR-L2 anturena AL2p—48, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-48.

[0205] B HexotopeIx BapuaHTax peanusauuy, aHTU—TREM?2 anturena mo naHHOMY
U300peTeHHIO Colep KaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEJIOH
Lenu, NPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNu COXEPKUT aMHHOKHCIOTHYIO
NOCJIEI0BATENBHOCTE C MO MeHblueld Mepe 85%, mo MeHblueill mepe 86%, MO MeHbLIEeH Mepe
87%, no menbliel Mepe 88%, mo meHbluelt Mepe 89%, no mensiueil mepe 90%, Mo MeHbLIeH
mepe 91%, mo menbineil mepe 92%, mo Menbiueil Mepe 93%, mo meHblied mepe 94%, 1o
MeHblel mepe 95%, o MeHblel Mepe 96%, no meHblueil Mmepe 97%, no MeHblel Mepe 98%,
no Mesbiueit Mepe 99%, wnn 100% UAEHTUYHOCTU ¢ aMUHOKHCIIOTHON IMOCJIEA0BATEIbHOCTHIO
BapuabeNpbHOrO JOMeHa TsDKeJqoW uenw adHturena AL2p—49 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0O SEQ ID NO: 65; w/unu BapraOenbHbIi JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCJIOTHYIO NOCJIEIOBATENBHOCTD C 1O MeHbliel Mepe 85%, no MeHblueil mepe 86%, 1o
MeHblIel mepe 87%, no menbiueil Mepe 88%, 1o MeHbleil mepe 89%, o meHbiuel mepe 90%,
no MeHblueil Mepe 91%, no meHblueil Mepe 92%, no MeHblueil Mepe 93%, Mo MeHblIel mepe
94%, no menbluel Mepe 95%, no MeHblueill Mepe 96%, no MeHbliell mepe 97%, Mo MeHbLIeH
Mepe 98%, mo wmenbwedn mepe 99%, wunmu 100% HMIEHTHYHOCTH C AMUHOKHUCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHa0eNbHOr0 JOMeHa Jierkod menu adturena AL2p—49 wmm ¢
aMUHOKHUCJIOTHON mnocnenosarenbHocTeio SEQ ID NO: 109. B  HekoTOpbIX BapuaHTax
peamm3anmy, aHTH—TREM2 aHTHTENna mo AaHHOMY H300PETEHHIO conepkaT BapuabelbHBIN
JOMEH TSDKENOHN LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo menblueill mepe 86%, mo MeHbuield mepe 87%, mo mensluell mepe 88%, mo
MeHbliel Mepe 89%, no menbiueil Mepe 90%, o MeHbiueil Mepe 91%, no Mens1uel mepe 92%,

1o MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel Mmepe
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96%, no menbiueir Mepe 97%, nmo Mmenbiueir Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UJICHTUYHOCTH C aMHUHOKHCIJIOTHOH MOCJEIOBATENIbHOCTBIO BapHaOENIbHOTO JTOMEHA TSKEION
uenu antutena AL2p—49 unu ¢ amuHokucaoTHOH nocnenosarenbHOCTh0O SEQ ID NO: 65, npu
5TOM BapuaOeNbHBIN AOMEH TSDKENOH LenH BKIIOYAeT aMHUHOKHCIIOTHBIE IOCIIEN0BATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—49. B HexkOTOpBHIX BapHaHTax pean3alluy,
autu—TREM2 aHTHTEeNna mo JaHHOMY H300pETEeHHIO Conep:kaT BapuaOeNbHBIN TOMEH JIerKOH
L[eNH, BKJIIOYAIOIUN aMHHOKHUCJIOTHYIO IOCJIENOBATEeNIbHOCTh C MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, o menbiueil Mmepe 87%, o MeHblieil mepe 88%, o meHbIuel Mmepe 89%,
no Mesblueil Mepe 90%, no menbiueil Mepe 91%, no menbiueit Mepe 92%, Mo MeHblIEH Mepe
93%, no mensbIueit mepe 94%, no MmeHblet Mepe 95%, nmo menbieit mMepe 96%, MO MeHbIIEH
Mepe 97%, nmo menbineit mepe 98%, mo menbwedr mepe 99%, wnim 100% HAEHTHUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEZOBATEIbHOCTRIO BapHA0ENbHOTO JOMEHA JIETKOH LEeNH aHTUTeNna
AL2p-49 unmu ¢ amuHOKHCIOTHOW mnocnenosarenbHOCTi0 SEQ ID NO: 109, nmpu sTom
BapHuabeNbHBIA TOMEH JIETKOH LIEeMH BKIFOYAaeT aMUHOKHCIOTHBIEC mocienoBaTenpHocTH HVR—
L1, HVR-L2 u HVR-L3 anrtutena AL2p—49. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTHTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJNIOW LenH
(VH), umeromyto no mesbiei mepe 85%, no mensieii Mepe 86%, no mMeHbineii mepe 87%, mo
MeHbliel Mepe 88%, no menbiueil Mepe 89%, o MeHbleil mepe 90%, o mensbiuel mepe 91%,
no MeHblueil Mepe 92%, no menblueil Mepe 93%, o menblueil Mepe 94%, Mo MeHblel Mepe
95%, no menbiueit Mmepe 96%, no menbliet Mepe 97%, no meHbleit Mmepe 98%, Mo MeHbLIEH
mepe 99%, wumm  100% HUOEHTUYHOCTM C  AMHUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO
BapuabenpbHOro JAOMeHa Tspkenod unenu adHturena AL2p—49 wumm ¢ aMUHOKHMCIOTHOM
nociaenosatenbHOCTI0O SEQ ID NO: 65, u copeprkaliyto 3ameHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMeHbl, MHCEPLUHU WIN JeNIE[IUU 10 CPABHEHUIO C peepeHCHON MOCIeN0OBATENbHOCTHIO), HO
anTi—TREM2 aHTHTENO, BKIIIOYAIOIIEE TAKYI MOCIENOBATENbHOCTb, COXPAHIET CIOCOOHOCTH
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B obmei cnoxkHoctu ot 1 mo 10
AMHHOKHUCJIOT OBUIO 3aMELICHO, BCTABJICHO, WM JAENEeTHPOBAHO B AMHHOKHCIIOTHOM
NOCJIEIOBATEIbHOCTH  BapuabeIbHOr0 JOMEHa TspKenor uenw aHturena AL2p—49 wm
aMUHOKHCIIOTHOM mocnenoBatenbHocTr SEQ ID NO: 65. B HEKOTOpBIX BapHaHTaxX peaiv3aliny,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMelIeHO, BCTABJIEHO, U/UJTH AEJIETHPOBAHO
B aMHUHOKHCJIOTHOW MOCIENOBATEIbHOCTH BapHaOeIbHOrO IOMEHAa TSDKENOH LenH aHTUTeNna
AL2p—49 wnu amuHokucinotHoil mnocienosatenbHocTH SEQ ID NO: 65. B HekoTopbIX
BapHUAHTAX pEeaJM3aliy, 3aMEHbl, HHCEPLUN WJIN JEJIEeLHUN PacroiokeHbl B odnacTsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaTu3aLfi, 3aMEHbl, HHCEPLIMH WJIH JENELH
pacrionokeHbl Ha FR-yuactkax. HeoOszarenbno, antu—TREM?2 aHTHTENnO comep:kuT

nocnenosatenbHocTe  VH  antutena AL2p—49 wumn SEQ ID NO: 65, Bxmodas

2
NOCTTPAHCIISIIUOHHBIE MOAM(UKALNK 3TOH IOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTe
peammsaunu, VH conmepxut oxmH, nsa wim tpu HVR, BeiOpaHHBIX 13: (a) aMHHOKHMCIOTHOM
nocnenosarenbHoctTd HVR-H1 anturena AL2p—49, (b) aMuHOKHCIOTHO! NOCIE0BAaTENbHOCTH

HVR-H2 anturena AL2p—49, u (c) amuHokucnorHoii nocnenosarenbHoctd HVR-H3 anTurena



181

AL2p—49. B HexoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTENna mno aaHHOMY
N300pETEeHUIO BKJIIOYAIOT TOCIENOBATEIbHOCTh BapualOeapbHOro aomeHa Jjerkod mermu (VL),
HUMEIOLIYI0 MO0 MeHblueil mepe 85%, mo menbluell mepe 86%, mo Menbiueil Mepe 87%, mo
MeHbluel mepe 88%, nmo menblieit Mepe 89%, no menbiueit Mmepe 90%, no menbiuei mepe 91%,
no MeHblneit mepe 92%, no mensiueil mepe 93%, no meHbiueil Mmepe 94%, nMo MeHbLIEH Mepe
95%, no menblIeil Mepe 96%, 1o mMeHbliel Mepe 97%, no MeHbluel Mepe 98%, Mo MeHbLIeH
mepe 99%, wnmm  100% UAEHTHYHOCTH C AMHHOKUCJIOTHOM  IOCJIEN0BATEIbHOCTHIO
BapuabenpbHOrO JIOMeHa Jierkoi uenu antutena AL2p—49 wuam ¢ aMUHOKMCIOTHOM
nocienosatenbHOCTbI0 SEQ ID NO: 109, u copepskaruyro 3aMeHbl (HapuMep, KOHCEPBaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIEJIeLUU M0 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIFOYAKOIIEE TAKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HEKOTOpBIX BapuaHTax peaju3anuu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHCJIOT OBbUIO 3aMEILICHO, BCTABJIEHO, WM JAENETHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH ~ BapuabeqpbHOro JOMEHa Jierkod uernu aHturena AL2p—49 wm
amuHOkucnoTHON nocnenosatenbHocty SEQ ID NO: 109, B HekoTOpeIX BapuaHTax
peanu3anuu, B OOIIeH CIOXKHOCTH OT 1 10 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIICHO, W/WJIH
JEeNEeTHPOBAHO B AMHUHOKHCIIOTHON MOCJIENOBATENbHOCTH BapHaOENbHOTO TIOMEHA JIETKOH Lenn
anturena AL2p—49 unum amuHOKMCIOTHOM mnocnepoBarenpHocTd SEQ ID NO: 109. B
HEKOTOPBIX BApUAHTAX PEAN3allH, 3aMEHbI, THCEPLIMH WJIH [N PACTIONIOKEHBI B 00IACTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKoTOpbIX BapuaHTax peanu3aliy, 3aMeHbl, HHCEPLUH
win aenenun pacnonoxenbl Ha FR-yuactkax. HeoOszatenbHo, antu—TREM2 anTHTENO
cofepxuT mnocnenosarenpHocTb VL antutena AL2p—49 wnmu SEQ ID NO: 109, Bkirodas
NOCTTPAHCIISLMOHHBIE MOAM(UKALMK 3TOH IOCIeNOBAaTEeIbHOCTU. B KOHKPETHOM BapuaHTe
peammzau, VL conmepskut oxuH, aBa win Tpu HVR, BbiOpaHHbIX u3: (a) aMHHOKHCJIOTHOM
nocnenosarensHocTH HVR-L1 anturena AL2p—49, (b) aMHHOKUCIOTHOH MOCIENOBATENBHOCTH
HVR-L2 anturena AL2p—49, u (¢) amuHOKHCIOTHON nocnenoBaTenbHocTH HVR-L3 anturtena
AL2p—49.

[0206] B nHexotopeix BapuaHTax peaiusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pETEHHUIO COZepIKaT BapuabeNbHbBIN TOMEH JIETKOW Lenmu 1 BapuabesbHbIA JOMEH TSKeNOu
Lend, TpPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTh ¢ MO MeHblnel Mepe 85%, mo mMeHblueln mMepe 86%, Mo MeHblIel mepe
87%, no menbiueit mepe 88%, mo menbIuei Mepe 89%, no menbieit mepe 90%, Mo MeHbIIEH
Mmepe 91%, no menbiueil mepe 92%, mo MeHbuield mepe 93%, mo mensbluell mepe 94%, mo
MeHblIeld Mepe 95%, no meHbluell Mepe 96%, 1o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMUHOKHUCJIOTHON MOCIIEA0BATENbHOCTBIO
BapuabeNpbHOrO JOMeHa TsDKeJnod wnenu adHturena AL2p-50 wunm ¢ aMUHOKHMCIOTHOH
nocienosatenbHOCcThI0O SEQ ID NO: 66, n/unu BapraOGenbHbIli JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIJIOTHYIO TIOCTIEAO0BATENBHOCTh C MO MeHbIel mepe 85%, nmo menbiuei mepe 86%, mo
MeHblIel mepe 87%, no menbiueil Mepe 88%, nmo MeHblell mepe 89%, no MeHb1el Mmepe 90%,

1o Mesblueil Mepe 91%, no menblueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel Mmepe



182

94%, no menbiueit mepe 95%, no menbleit Mepe 96%, no meHbleil Mmepe 97%, MO MeHbILIEH
Mepe 98%, mno wmenbwedt mepe 99%, wunu 100% WAEHTUYHOCTH C AMUHOKHCJIOTHOM
IIOCJIEIOBATENIbHOCTBIO BapHa0eNbHOro JoMeHa Jierkod menu adturena AL2p-50 wmm ¢
aMUHOKHUCJIOTHON nocnenoBarenbHocTei0 SEQ ID NO: 108, B HeEkOTOpBIX BapuaHTax
peanmusanyy, aHTi—TREM?2 aHTHTENna MO NAaHHOMY H300pPETEHHIO COAEpKaT BapHaOeTbHbIH
JOMEH TSDKEJON LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENIbHOCTh C MO MEHBLIEH
mepe 85%, mo menbiuedr mepe 86%, mo Menbiuei mepe 87%, mo meHbiel mepe 88%, mo
MeHblel mepe 89%, no menbiueii mepe 90%, o MeHblieit mepe 91%, o meHbIuel Mepe 92%,
no MeHbluel Mepe 93%, no menbiueil Mepe 94%, no MmeHblueit Mepe 95%, MO MeHblIel mMepe
96%, nmo menbinei mepe 97%, nmo menbinei mMepe 98%, mo menbiuei mepe 99%, wimu 100%
UJICHTHYHOCTH C aMHUHOKHCJIOTHOW TOCJIEOBATEIbHOCTBIO BaPHAOENIBbHOTO JOMEHA TSIKENOH
uenu antutena AL2p—50 umm ¢ amuHOKucaoTHON nocnenoBarenbHOcThi0 SEQ ID NO: 66, mpu
5TOM BapuaOeNbHBII JOMEH TSDKEJON LEenH BKIIOYAET aMHHOKHCIIOTHBIE TOCIIENOBATENbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—50. B HexkoTOphIX BapuaHTax peaju3aliuy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEpKAT BapHaOeNbHBbIH IOMEH JIErKOH
L[eN}, BKJIIOYAKOIUN aMHUHOKUCIOTHYIO IOCJENOBAaTeNIbHOCTh € MO MeHblleld mepe 85%, mo
MeHblIel Mepe 86%, no meHbiuell Mepe 87%, 1o MeHblieil mepe 88%, no meHsbiuel Mmepe 89%,
no Mesblueil Mepe 90%, no MeHblueil Mepe 91%, no MeHbleil mepe 92%, Mo MeHbIIEH Mepe
93%, no menbiueit mepe 94%, no menblieit Mepe 95%, no meHbluei mepe 96%, MO MeHbIIEH
Mepe 97%, no menbiueit mepe 98%, mo menbleidt mepe 99%, wnu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENbHOCTBIO BapHaOENbHOTO JOMEHA JIETKOH LeNH aHTUTena
AL2p-50 unum ¢ aMMHOKUCIOTHOW mnocienoBaTenbHOCThi0 SEQ ID NO: 108, mpu stom
BapuabeNbHBIN TOMEH JIErKOH LIeMH BKJIKOYAaeT aMUHOKHCIOTHBIE rocnepoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-50. B HEKOTOpBIX BapuaHTax peaau3aliy, aHTH—
TREM2 aHTHTENO COAEPKUT IOCIEAOBATEIBHOCT BAapHAa0EIbHOTO AOMEHA TSDKEJIOH Lemnu
(VH), umeromyro mo menbineii Mepe 85%, o menbiueii Mmepe 86%, o meHbluei mepe 87%, 1o
MeHblel mepe 88%, nmo menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbIuel Mepe 91%,
no Mesblueil Mepe 92%, no Mmenbiueil Mepe 93%, no meHblueil Mepe 94%, 1o MeHbIIeH Mepe
95%, no menbIueit mepe 96%, no MeHbiet mMepe 97%, nmo menHbiei mMepe 98%, MO MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C aMHUHOKHCJIOTHOW  IOCJIENO0BaTEIbHOCTHIO
BapuabeNbHOrO JOMeHa TsDKeJoW wnenwn adHturena AL2p-50 wmimm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 66, u comeprkainyro 3aMeHbl (Hanpumep, KOHCEpBAaTHBHbIE
3aMEHbI, HHCEPLIMH WM JIEJIEUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapHaHTax peajus3anuy, B o0mei cinoxkHocty ot 1 o 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINW MAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenon wenw aHturena AL2p-50 wmm
aMUHOKHCJIOTHOM mocnenoBatenbHocTH SEQ ID NO: 66. B HEKOTOPBIX BapuaHTax pealn3aliy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTH AEJIETHPOBAHO

B AMHHOKHCJIOTHOHN IIOCJIE€A0BATEIbHOCTU BapI/Ia6eanoro JIOMEHa TsDKEJION Ieny aHTUTesa
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AL2p-50 wnu amuHokucioTHON mnocienoBaTenbHocTH SEQ ID NO: 66. B HexkoTopbIx
BapUAHTAX peaJM3alliy, 3aMEHbl, HHCEPLUN WU JIEJeLUH PacroiokeHsl B oonactsix BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTaxX peasu3aliy, 3aMeHbl, THCEPLIMH WM JENELUH
pacnionoxkeHel Ha FR-yuactkax. HeobGszatenbno, antu—TREM2 aHTHTENnO Ccomep:kut
nocnenosatenbHocTe  VH  antutena AL2p-50 wumu SEQ ID NO: 66, Bximodas
NOCTTPAHCIIILMOHHbIE MOAM(UKAIIMY 5TOW IIOCHIENOBATENBHOCTU. B KOHKPETHOM BapuaHTe
peamusanu, VH comepxut onun, asa wiu Tpu HVR, BbIOpaHHBIX U3: () aMMHOKHCIOTHOH
nocienosarenbHoct HVR-H1 anTurena AL2p—50, (b) aMUHOKUCIOTHOI MOCI€0BATENBHOCTH
HVR-H2 anturena AL2p-50, u (¢) amuHOKuCIOTHOH nocnenosatenbHoctd HVR-H3 anTHuTena
AL2p-50. B HexoropbIx BapuaHtax peanusauuu, aHTU—TREM2 aHTuTENna no ngaHHOMY
M300pEeTEHNIO BKJIFOYAKOT IOCJIEI0BATEIbHOCTh BapuabenpbHOro nomeHa Jjerkoil nermu (VL),
UMEIOIY0 1O MeHbluel mepe 85%, mo meHblueit mepe 86%, mo meHbineir mepe 87%, 1o
MeHblel mepe 88%, no menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbiuel Mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHbleil mepe 94%, Mo MeHbLIeH Mepe
95%, no menbiuel Mepe 96%, no MeHblueil Mepe 97%, no MeHblueill Mepe 98%, Mo MeHbLIe
mepe 99%, wmm  100% HMOGHTUYHOCTH C AMUHOKHCIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabenpHOro JOMeHa Jerkod wnenu aHtutena AL2p—50 wmm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCThI0 SEQ ID NO: 108, u coneprkarnyro 3aMeHbl (HarpuMep, KOHCEpBAaTHBHbIE
3aMEHbI, HHCEPLIMH WJIM JIEJIELUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anti—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKYH IMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peanusanuu, B oOmel cinoxxuoctu ot 1 1o 10
AMHHOKHUCJIOT OBUIO 3aMELIeHO, BCTABJIEHO, W/HIN MAENeTHPOBAHO B AMHHOKHCIOTHOM
HIOCJIEIOBATEIbHOCTH ~ BapuaOeNpHOro JoMeHa Jierkoit wnemu asrturena AL2p-50  wm
aMHHOKHUCIOTHOM mnocnenoBarenbHocTh SEQ ID NO: 108, B HekoTOpbIX BapHaHTax
peanuzanyy, B 00meH CI0KHOCTH OT 1 10 5 aMMHOKHCIIOT OBUIO 3aMEIeHO, BCTABJICHO, W/UJIH
JEeNEeTHPOBAHO B AMUHOKUCJIOTHON MOCJIENOBATENIbHOCTH BAPHAOEIbHOTO TOMEHA JIETKOH Lenu
anturena AL2p—50 wunu ammHOKMCIOTHOH mnocnenoBarenpbHocTd SEQ ID NO: 108. B
HEKOTOPBIX BapUAHTAX PEAIN3aLlUH, 3aMEHbI, UHCEPIIMH HJIH eI PACIIONIOKEHBI B 00J1acTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTax peain3alfi, 3aMEeHbl, HHCEPLUH
win aenenun pacnonoxkeHol Ha FR—yuactkax. HeoOszatenbno, antu—TREM2 anTHTENO
conepxut mnocienosarenbHocTh VL antutena AL2p—50 wnmm SEQ ID NO: 108, Brimrouas
NOCTTPAHCIISIIUOHHBIE MOAM(DHUKALNK 3TOW IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTE
peammzanmu, VL conmepskut ommH, aBa wian Tpu HVR, BeIOpaHHBIX 13: (a) aMHHOKHUCIOTHOH
nocienosarenbHoctTd HVR-L1 anturena AL2p—50, (b) aMMHOKHCIOTHOH MOCIENOBATENbHOCTH
HVR-L2 anturena AL2p—50, u (¢) amuHOKHCcIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-50.

[0207] B nHexotopeIx BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
M300pETeHHIO CoAep KaT BapruadesbHbIN JOMEH JIeTKOH Lenu U BapuadeIbHbIN TOMEH TSKEIOH
Lenu, NPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNu COXEPKUT aMHHOKHCIOTHYIO

MOCJIEIOBATENbHOCTh ¢ MO MeHbluel Mepe 85%, mo mMeHblueill Mepe 86%, 1Mo MeHblIeill mepe



184

87%, no menbiueit mepe 88%, nmo menbiueit mepe 89%, nmo mensbiueit mepe 90%, MO MeHbIIEH
mepe 91%, no menbiueil mepe 92%, mo MeHblieill mepe 93%, nmo mensluell mepe 94%, mo
MeHblIeld Mepe 95%, no meHbiuell Mepe 96%, 1o MeHbleil mepe 97%, o menbluel mepe 98%,
1o Mesblueit Mepe 99%, unu 100% HMAEHTUYHOCTU ¢ AMUHOKHCJIOTHON MOCIEA0BATENbHOCTHIO
BapuabenbHOro JAOMeHa Tspkenod unenu aHrutena AL2p-51 unm ¢ aMHHOKHMCIOTHOM
nocnenosarenbHOCTEI0O SEQ ID NO: 66; w/unu BapuabesbHbIl TOMEH JIETKOH LEMu CONEPIKHUT
AMHHOKHUCJIOTHYIO TTOCJIEIOBATENbHOCTD C IO MeHblIel Mepe 85%, mo Menblueil Mmepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mepe 88%, 1o MeHblIel mepe 89%, o mMeHbIuel mepe 90%,
no Mesblueil Mepe 91%, no menbiueit Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no mensbeit mepe 95%, no meHbiet mMepe 96%, nmo meHsbluei mMepe 97%, MO MeHbIIEH
Mepe 98%, mo wmenbmed wmepe 99%, wnu 100% UWAEHTHYHOCTH C AMUHOKHCJIOTHOMU
NOCJIEIOBATEIbHOCTBIO BapHa0eNbHOrO JOMeHa Jierkod menu adturena AL2p-51 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBarenbHocTeio SEQ ID NO: 109. B HekoTOphIX BapuaHTax
peamm3anmu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepKaT BapuadeNbHBIN
JOMEH TSDKEJON LieNH, BKJIOYAIOLUNA aMUHOKHUCIOTHYIO IOCHIEAO0BAaTEIbHOCTh C MO MEHbIIel
mepe 85%, mo menblueill mepe 86%, mo MeHbuiel mepe 87%, mo mensluell mepe 88%, mo
MeHblIel Mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no menbiuel mepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no meHbiuel Mepe 95%, Mo mMeHbleH Mepe
96%, no menbiueir mepe 97%, nmo Mmenbiueir mMepe 98%, mo menbiueir mepe 99%, wiu 100%
UIGHTUYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOIO JOMEHA TSKENOH
uenu antutena AL2p—51 unu ¢ amuHokucaoTHol nocneaosarenbHOCcThi0 SEQ ID NO: 66, npu
5TOM BapuaOeNbHBIN JOMEH TSDKEJOH LenH BKIIOYAeT aMHUHOKHCIIOTHBIE IMOCIIEN0BATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—51. B HexkOTOpBIX BapuaHTax pealn3alluy,
autu—TREM2 aHTHTEeNna mo JaHHOMY H300pETEHHIO CoAep:KaT BapuaOeNbHBIN TOMEH JIErKOH
LIeNY, BKJIIOYAIOMINHA aMMHOKHCIOTHYIO MOCJIENOBAaTENbHOCTh C MO MeHblueil Mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, o MeHblieil mepe 88%, o meHbIuel mepe 89%,
no Mesblueil Mepe 90%, no menblueil Mepe 91%, no meHblueit Mmepe 92%, MO MeHbLIeH Mepe
93%, no menbIeit mepe 94%, no menbineit mepe 95%, o menbleit mepe 96%, Mo MeHbIIeH
Mepe 97%, nmo menbiueit mepe 98%, mo menbweidr mepe 99%, wim 100% HAEHTHUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENIbHOCTBIO BapHAaOENbHOTO JIOMEHA JIETKOH LEeNH aHTUTeNla
AL2p-51 unu ¢ amuHOKHCIOTHOW mnocnenoBarenbHOCTI0O SEQ ID NO: 109, mpu stom
BapuabeNbHBIA TOMEH JIETKOH LEMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBarenbHocTH HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-51. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTHTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyro o mesbiiei mepe 85%, no mensineit Mepe 86%, nmo mMeHbiueii mepe 87%, mo
MeHbliel Mepe 88%, no menbiuell Mepe 89%, o MeHbleil mepe 90%, no mensbiuel Mepe 91%,
1o MeHblueil Mepe 92%, no meHblueil Mepe 93%, no meHblueil Mepe 94%, Mo MeHblIel Mepe
95%, no menbiueit Mmepe 96%, no menblieit Mmepe 97%, no meHbleil mepe 98%, Mo MeHbIIeH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO

BapuabenpbHOro JOMeHa TsDKenoW uenu adturena AL2p-51 wunm ¢ aMUHOKHMCIOTHOM
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nocienosatenbHOCTI0 SEQ ID NO: 66, u comeprxalnyro 3aMeHbl (HanpuMep, KOHCEPBATUBHbBIE
3aMEHbI, HHCEPLIMU WJIN JIeJIELUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTHTENO, BKIIOYAIOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peajusaluy, B oOmei cioxHoctu ot 1 go 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, WWIM JeNeTHPOBAHO B AaMHUHOKHCIOTHOH
IIOCJIEIOBATEIbHOCTH  BapualOeNbHOro JOMeHa Tspkenod unenu aHturena AL2p—51 wm
amuHOKuCIOTHOH nocnenosarenbHOCcTH SEQ ID NO: 66. B HEKOTOpPBIX BapUaHTax peajn3aLiii,
B 001Iel CIOXKHOCTH OT 1 10 5 aMUHOKHUCIIOT ObLIO 3aMEeIEHO, BCTABIIEHO, U/ WU AJIETUPOBAHO
B aMHHOKHCJIOTHOW MOCJIENOBATEIBHOCTH BapuaOeIbHOrO IOMEHAa TSDKENOH Lenu aHTUTeNna
AL2p-51 wnu amuHokucnotHoil mnocnenosatenbHocTH SEQ ID NO: 66. B HekoTOpbIX
BapHUAHTAX peaM3alliy, 3aMEHbl, HHCEPLMU TN JIEJIEUN PACcIoIokKeHbl B oOnacTsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaTU3aLfH, 3aMEHbI, HHCEPLIMH WJIH JEJIEIIH
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbrHo, anTu—TREM2 aHTHTENO CONEPIKHUT

nocnenosarenbHocTe  VH  antutena AL2p-51 wmm SEQ ID  NO: 66, Bximodas

>
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNK 3TOH IMOCIENOBATEIBbHOCTH. B KOHKPETHOM BapHaHTE
peamm3annn, VH conmepxut oxmH, nsa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHOH
nocaenosarenbHocTd HVR-H1 anTurena AL2p—51, (b) aMHHOKHCIIOTHOH NOCIEN0BATENBHOCTH
HVR-H2 anturena AL2p—51, u (¢) amuHOKHCHOTHOH nocnenosatenbHoctd HVR-H3 anTHTeNa
AL2p-51. B Hexoropbix BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno aaHHOMY
N300pETEHNIO BKJIFOYAIOT IIOCIEN0BATEIbHOCTh BapuabenpbHOro nomeHa yerkod nenu (VL),
UMEIOIYI0 MO MeHbluell Mepe 85%, mo meHblueil mepe 86%, mo MeHbluelr mepe 87%, 1o
MeHbluel mepe 88%, nmo menblieit mepe 89%, o menbiueit Mepe 90%, o menbiuei mepe 91%,
1o MeHblneil mepe 92%, no menslueit Mmepe 93%, no meHbliel mMepe 94%, Mo MeHblIeH Mepe
95%, no menblIeil Mepe 96%, no mMeHblield Mepe 97%, o meHbliel Mepe 98%, mo MeHbluei
mepe 99%, wnmm  100% UAEHTHYHOCTH C AMHHOKUCJIOTHOM  IOCJIEN0BATEIbHOCTHIO
BapuabenbHOrO JOMeHa Jierkoi wenmu aHtutena AL2p—51 wim ¢ aMUHOKHCIOTHOM
nocienosatenbHOCTI0 SEQ ID NO: 109, u comeprkaryro 3aMeHbl (HanpuMep, KOHCEPBATUBHBIE
3aMEHbI, HHCEPLIMH WJIN JEJICHUU M0 CPABHEHUIO C pedepeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIFOYAKOIIEE TAKYH TMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTD
cBsi3biBaThCsl ¢ TREM2. B HEeKOTOPBIX BapuaHTax peaju3anuu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHCJIOT OBbUIO 3aMEILICHO, BCTABJIEHO, W/WIW JAENETHPOBAHO B aMHHOKHCIIOTHOM
NOCJIEIOBATENIbHOCTH ~ BapuabeIpbHOro JOMEHa Jierkod uernu aHturena AL2p-51 wm
aMuHOKHUCIOTHON nocnenoBatenbHoctd SEQ ID NO: 109. B HekoTOpbIX BapuaHTax
peanu3anuu, B OOMIeH CIOXKHOCTH OT 1 10 5 aMUHOKHCIOT OBLIO 3aMEIISHO, BCTABJICHO, /MU
JENEeTHPOBAHO B AMHUHOKHCIIOTHON MOCJIENOBATENIbHOCTH BapHAaOENbHOTO TOMEHA JIETKOH Lenu
anturena AL2p—51 wunum amuHOKMCIOTHOH mnocnenosarenpbHocTd SEQ ID NO: 109. B
HEKOTOPBIX BapUAHTAX PEAN3alliH, 3aMEHbI, HHCEPLIMH UJIH JeJIEeLUN PACIIOJIOKEHbI B 00JIaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKoTOphIX BapuaHTax peann3aliiy, 3aMeHbl, HHCEPLUH
wi penenun pacrnonoxkensl Ha FR-yuactkax. HeoGsizatenbno, antu—TREM2 anTuTENO

comepxuT mnocnenosarenpHocTh VL anturena AL2p-51 unu SEQ ID NO: 109, Bxmodas
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NOCTTPAHCIISIIUOHHBIE MOAM(UKALNN 3TOH IOCIENOBATEIbHOCTH. B KOHKPETHOM BapuaHTe
peammsanmu, VL conmepskut oamH, aBa uian Tpu HVR, BbiOpanHbIX n3: (a) aMHHOKHUCIOTHOMN
nocnenosarenbHoctTd HVR-L1 anturena AL2p—51, (b) aMMHOKHCIIOTHON MOCIEA0BATENBHOCTH
HVR-L2 anturena AL2p-51, u (c¢) amuHokucaoTHol nocnenosatenbHocTd HVR-L3 anturena
AL2p-51.

[0208] B HexoropbIx BapuaHTax peanuzauuy, aHtTu—TREM?2 aHTuTEna mno aaHHOMY
n300peTEeHNIO CoNlepsKaT BapraOeNbHbIN JTOMEH JIETKOHM Lenu U BapuabeabHbINH TOMEH TKENOi
Lernu, T[PU OSTOM BapHAaOENbHBbIH JOMEH TSDKEJIOW LeNu COACPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIPHOCTh ¢ MO MeHbined Mepe 85%, mo Menbleln Mepe 86%, 1Mo MeHblIeH mepe
87%, no menbiueit mepe 88%, mo menbiuei mepe 89%, nmo menblueit mepe 90%, MO MeHbIIEH
mepe 91%, mo menbiueii mepe 92%, nmo MeHbiuell mepe 93%, mo meHbluel mepe 94%, mo
MeHblel Mepe 95%, no menbiueil Mepe 96%, 1o MeHblIeil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCJIOTHON IMOCIE10BaTENbHOCTHIO
BapuabENbHOrO JOMEHa TsDKeNoW uenw aHturena AL2p-52 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcThI0 SEQ ID NO: 67, n/unu BapraOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIJIOTHYIO TIOCIIEAOBATENLHOCTh € MO MeHbIel mepe 85%, mo meHbinei mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, no meHbiuel Mepe 90%,
no MeHblueil Mepe 91%, no menbiueil Mepe 92%, no menblueil Mmepe 93%, Mo MeHblIEH Mepe
94%, no menbieit mepe 95%, no menbleit mepe 96%, no meHblueit mepe 97%, MO MeHbIIEH
Mepe 98%, mno wmenbweli mepe 99%, wunmu 100% MIEHTUYHOCTH C AMUHOKHUCIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHa0eNbHOr0 JOMeHa Jierkod uenu aHturena AL2p-52 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBarenbHocTei0 SEQ ID NO: 108, B HeEkOTOpBIX BapuaHTax
peanmusanuy, aHTi—TREM2 aHTHTENna Mo NaHHOMY H300pPETEHUIO COAepKaT BapHaOeIbHbIH
JOMEH TSDKEJOH LeNH, BKIIOYAIOLUN aMUHOKHCIOTHYIO MOCJIEAOBATEIbHOCTh C MO MEHbIIEH
mepe 85%, mo Mmenbiueil Mepe 86%, mo MeHbiueit Mepe 87%, mo meHblied mepe 88%, 1o
MeHblel mepe 89%, no menbiueii mepe 90%, o MeHblieit mepe 91%, o meHbIuel Mepe 92%,
no Mesblueil Mepe 93%, no menblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, mo menbiuei mepe 97%, nmo Mmenblueir mMepe 98%, mo mensbiueir mepe 99%, wimu 100%
UJIEHTUYHOCTH C aMHUHOKHCJIOTHOW TOCJIENOBATENIbHOCTBIO BaPHAOENIBbHOTO JOMEHA TSIKENOH
uenu antutena AL2p—52 wnm ¢ amuHOKuCI0THOH nocnenoBarenbHOcTh0 SEQ ID NO: 67, npu
5TOM BapuaOeNbHbIN JOMEH TSDKEJIOH LNy BKIFOYAeT aMHHOKHCIIOTHBIE MOCIENOBATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 antutena AL2p—52. B HeKOTOpBIX BapHaHTax peaju3ally,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH JOMEH JIErKOH
LEeMNY, BKJIIOYAOMINN aMHUHOKHUCJIOTHYIO TOCJIEOBATEIbHOCTh C MO MeHbIneld mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, o MeHbleil mepe 88%, o meHsbiuel mepe 89%,
no Mesblueil Mepe 90%, no MeHblueil Mepe 91%, no MeHblueil Mmepe 92%, MO MeHblIel Mepe
93%, no menblueit Mmepe 94%, no meHsblIeit Mepe 95%, no meHbiiel Mepe 96%, Mo MeHbLIeH
mepe 97%, no menbiieil Mepe 98%, nmo menbuieir Mepe 99%, unu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TOCJIENOBATENbHOCTBIO BapHaOENbHOTO JOMEHA JIETKOH LeNH aHTUTena

AL2p-52 unu ¢ aMuHOKUCIOTHOM mnocaenosatenbHocTei0 SEQ ID NO: 108, mpu sTom
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BapuabeNbHBIA TOMEH JIETKOH LeMU BKJIIOYaeT aMMHOKHUCIIOTHBIE TocienoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p-52. B HeKOTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyto mo menbineii Mmepe 85%, no menbiueii mepe 86%, mo menbiuei mepe 87%, 1o
MeHbIel mepe 88%, nmo menbineii mepe 89%, o Menblieit mepe 90%, o meHbIuel mepe 91%,
1o MeHblneit mepe 92%, no mensiueil Mmepe 93%, no menbliel mMepe 94%, Mo MeHblIeH Mepe
95%, mo menbInel Mepe 96%, no menbiueit Mepe 97%, no MmeHblieit Mmepe 98%, Mo MeHbLIel
mepe 99%, wumm  100% HMOEHTUYHOCTH C aMUHOKHCJIOTHOW  IOCJIENOBATEIbHOCTHIO
BapuabeNpbHOrO JOMEHa TsDKeJoW uenu adHturena AL2p-52 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTbI0 SEQ ID NO: 67, u comeprkalnyro 3aMeHbl (HanpuMmep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WM JIEJIEUHN 10 CPaBHEHUIO C pedepeHCHON MOoCIenoBaTeIbHOCThIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B odmei cioxxHocty ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINM JENETHPOBAHO B AMHHOKHCIIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenoW uenw aHturena AL2p-52 wmm
aMuHOKHCIIOTHOM mocsenoBatenbHocTU SEQ ID NO: 67. B HEKOTOPBIX BapHaHTaxX peaiu3aiui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKUCIIOT OBLIO 3aMEeeHO, BCTABJICHO, W/HITH ASJIETHPOBAHO
B aMHUHOKHCJIOTHOH IMOCIIEOBATEIbHOCTH BapuaOeIbHOrO AOMEHAa TSDKENOH LenH aHTUTeNa
AL2p-52 wunu amuHokucinoTHON mnocaenosatenbHocTH SEQ ID NO: 67. B HekoTOpbIX
BapUAHTaX peaJn3alliy, 3aMEHbl, HHCEPLIUU MU JIeJIeUN pacroiokeHsl B oonactsax sBae HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapHaHTaxX peasn3aliy, 3aMeHbl, HHCEPLIMH WM JENELUH
pacrionoskenbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTuTeno comep:kur
nocnenosatenbHocTe  VH  antutena AL2p-52 wumm SEQ ID NO: 67, Bxmodas
NOCTTPAHCIISIOHHbIE MOAMGUKALMN 5TOW MOCIENOBATENPHOCTH. B KOHKpETHOM BapuaHTe
peammzanmu, VH conmepxut oauH, nsa win Tpu HVR, BeiOpaHHBIX M3: (a) aMHHOKHCJIOTHOMN
nocienosarenbHoctd HVR-H1 anTurena AL2p—52, (b) aMUHOKUCIOTHO! MOCI€0BATENBHOCTH
HVR-H2 anturena AL2p—-52, u (¢) aMuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTena
AL2p-52. B HekoTopbIx BapuaHtax peanusauuu, aHTU—TREM2 aHTuTENna mno ngaHHOMY
U300pETEHUIO BKJIFOYAIOT TOCJIEIOBATENIbHOCTh BapuadeapbHOro aomeHa jerkod mermu (VL),
UMEIOLIyI0 Mo MeHblueil mepe 85%, mo MmeHbiuell mepe 86%, nmo MeHblieil mepe 87%, mo
MeHblIel Mepe 88%, no menbiueil Mepe 89%, o MeHbleil mepe 90%, o meHbiuel mepe 91%,
no MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, NMo MeHblIel mepe
95%, no menbiueit mepe 96%, no meHbiet mMepe 97%, no meHbliueit mepe 98%, MO MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJEAO0BAaTEIbHOCTHIO
BapuabeNpbHOrO JOMeHa Jerko unenu antutena AL2p—52 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCThI0 SEQ ID NO: 108, u comeprkaryro 3aMeHbl (HarpuMep, KOHCEPBATHBHBIE
3aMEHbI, HHCEPLIMU I JIEJIELUHN 110 CPaBHEHUIO C pe(epeHCHOH MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cs3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peaju3anu, B obmeit cinoxxHoctu ot 1 go 10

AMHHOKHUCJIOT ObLIO 3aMCIIICHO, BCTABJICHO, W/ WIn ACJICTUPOBAHO B AMHUHOKMCJIOTHOH
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NOCJIEIOBATENIbHOCTH ~ BapuabeIpbHOro JOMEHa Jierkod uenu aHturena AL2p-52 wm
aMuHOKHCIOTHON nocnenoBatenbHocTd SEQ ID NO: 108, B HekoTOpbIX BapuUaHTax
peanu3anuu, B OOIIeH CIOXKHOCTH OT 1 10 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIIEHO, W/WJIH
JENEeTHPOBAHO B AMHUHOKUCJIOTHON MOCJIENOBATENbHOCTH BapHaOeNbHOTO TOMEHA JIETKOHM Lenu
anturena AL2p—52 wunum aMMHOKMCIOTHON mnocneposarenpbHocT SEQ ID NO: 108. B
HEKOTOPBIX BAPUAHTAX PeaU3aluy, 3aMEHbI, NHCEPIIMU WU JIEJIELIN PACIONIOKEHbI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuactkax). B HeKOTOpBIX BapmaHTax peaju3alyy, 3aMEHbl, HHCEPLHUU
wii aeneuun pacnosioxkeHol Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENO
conepxut mnocienosarenbHocTh VL anturena AL2p—52 wnmm SEQ ID NO: 108, Bkimouas
MOCTTPAHCIISIIUOHHBIE MOAM(HKALMY 3TOH MOCIEAOBATENILHOCTH. B KOHKPETHOM BapHaHTE
peammzanmu, VL conmepskut oamH, aBa win Tpu HVR, BeiOpaHHBIX M3: (a) aMHHOKHUCIOTHOH
nocienosarenbHoctd HVR-L1 anturena AL2p—52, (b) aMMHOKHCIIOTHOM MOCIIEAOBATENIbLHOCTH
HVR-L2 anturena AL2p—52, u (¢) amuHOKHCIOTHON nocnenoBaTenbHoctd HVR-L3 anturena
AL2p-52.

[0209] B nHekotopeIx BapuaHTax peaiusauuy, aHTU—TREM?2 anTuTena mo naHHOMY
U300pETEeHHUIO COIepIKaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEJIOH
Lenu, TNpPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH COAEPKUT aMHHOKHCIOTHYIO
MOCJIEI0BATENBHOCTE C MO MeHbIlel Mepe 85%, mo MmeHblueil mepe 86%, Mo MeHblIeH Mepe
87%, no menbluel Mepe 88%, nmo MeHbleil mepe 89%, no MeHbuieil mepe 90%, no meHblIeH
mepe 91%, no menbiueil mepe 92%, mo MeHbuied mepe 93%, mo mensluell mepe 94%, mo
MeHblel mepe 95%, no mesbiuel Mepe 96%, no MeHblIel Mepe 97%, o MeHbluel mepe 98%,
1o Mesblueit Mepe 99%, unu 100% HMAEHTUYHOCTU ¢ AMUHOKHCJIOTHON MOCIEA0BATENbHOCTHIO
BapuabeNnbHOro JOMeHa Tshkenod unenu adturena AL2p-53 wunm ¢ aMUHOKMCIOTHOM
nocienosateibHOCTbI0 SEQ ID NO: 67, w/unu BapraOenbHbIi JOMEH JIETKOW LEMH CONEPIKUT
AMHHOKHUCJIOTHYIO TIOCJIEIOBATENbHOCTD C MO MeHblIel Mepe 85%, no MeHblueil Mepe 86%, 1o
MeHblel mepe 87%, no menbiueii Mepe 88%, o MeHblIeil mepe 89%, o meHbIuel mepe 90%,
no Mmesblueil Mepe 91%, no menbiueit Mepe 92%, no MeHblueil Mepe 93%, 1Mo MeHbIIeH Mepe
94%, no menbiuel Mepe 95%, no Mmenbiueil Mepe 96%, o MeHbluell Mepe 97%, MO MeHbLIeH
Mepe 98%, mo wmenbwmedn mepe 99%, wunmu 100% HMIEHTHYHOCTH € aAMUHOKHCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHa0EeNIbHOrO JOMEeHa Jierkod menu adturena AL2p-53 wmm ¢
aMUHOKHUCJIOTHON mnocnenosarenbHocThio SEQ ID NO: 109. B HekoTOphIX BapHuaHTax
peamm3anmu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepKaT BapuaderbHBIN
JIOMEH TSDKEJON LieNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo menblueil mepe 86%, nmo MeHbuiel Mepe 87%, mo Mmesbluell mepe 88%, mo
MeHblel mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no menbiuel mepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no mMenblieil mepe 97%, no MeHbliel Mepe 98%, mo meHbuiel mepe 99%, unu 100%
UIGHTHYHOCTH C aMHUHOKHCIJIOTHOH MOCJIENOBATENbHOCTBIO BapHAOENIbHOIO JOMEHA TSKENOH
uenu antutena AL2p—53 unu ¢ amuHOkucaoTHOH nocnenoBarenbHOCTh0O SEQ ID NO: 67, npu

OTOM BapI/Ia6eJ'IbeII‘/'I JIIOMEH TsDKeJoH OCIMHU BKJIHOYACT aMHUHOKHUCJIOTHBIC ITOCICAOBATCIBbHOCTHU
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HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—53. B HekOTOpHIX BapuaHTax peau3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp:KaT BapHaOeNbHbIH IOMEH JIErKon
LleNH, BKJIIOYAKOIUN aMHUHOKHUCJIOTHYIO IOCJIENOBATEeNbHOCTh ¢ MO MeHblued mepe 85%, mo
MeHblel mepe 86%, no Menbliel Mmepe 87%, no menbiueil Mepe 88%, o mMenbiei mMepe 89%,
no MeHblneit mepe 90%, no mensiueit mepe 91%, no menbuiel mepe 92%, Mo MeHblIEH Mepe
93%, no meHblueil Mmepe 94%, o meHbliel Mepe 95%, no MeHbluel Mepe 96%, MO MeHbIIEH
mepe 97%, no menbliel mepe 98%, mo menbuiel mepe 99%, unu 100% HMAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TOCJIEOBATEIbHOCTBIO BapHaOENbHOTO JOMEHa JIETKOH Lenu aHTUTeNla
AL2p-53 wunu ¢ aMuHOKHCIOTHOW mocnenoBareabHOCThi0 SEQ ID NO: 109, nmpu sTom
BapuabeTbHBIA TOMEH JIETKOH LIeMH BKIFOYAaeT aMUHOKHCIOTHBIEC mocienoBaTenbHoctd HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p-53. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT TMOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), umeromyro no menbliei mepe 85%, no mensbineit Mepe 86%, no meHbieii mepe 87%, mo
MeHblIel mepe 88%, no meHbiueil Mepe 89%, no MeHbleil mepe 90%, o MeHb1el mepe 91%,
no MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MmeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbeit mepe 96%, no meHbiie mepe 97%, no meHblueil mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100% HUOEHTUYHOCTH C  aMHUHOKUCJIOTHOM  IOCJENOBaTelbHOCTBHIO
BapuabeNbHOrO JOMEHa TsDKeJmoW unenwn adHturena AL2p-53 wunm ¢ aMUHOKHCIOTHOH
nocienosarenbHOCcThI0 SEQ ID NO: 67, u copeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMU HJIN JIeJICLUU 10 CPaBHEHUIO C pe(epeHCHON IMOCIeNOBaTeNIbHOCTBIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAaKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanu, B odmeit cnoxxHoctu ot 1 1o 10
AMHMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, W/IJIM JeJeTHPOBAHO B AaMHHOKUCIOTHOH
HIOCJIEIOBATEIbHOCTH  BapuaOeNbHOro JOMeHa Tspkenod unenu aHturena AL2p—53  wm
aMHHOKUCIIOTHOM nocnenosatenpHocTd SEQ ID NO: 67. B HEeKOTOpBIX BapHaHTaxX peanu3aluy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMELIEHO, BCTABJIEHO, W/UJIH AEJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCJIENOBATEIBHOCTH BapuadeIbHOrO IOMEHAa TSDKEJIOH LenH aHTUTeNla
AL2p-53 wnu amuHokucnotHoil mnocienosBatenbHocTH SEQ ID NO: 67. B HekoTOpbIX
BapHUAHTAX pPEaJN3aLUH, 3aMEHbl, HHCEPLUU WU JEJIeLHUN PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapuaHTaxX pean3aliy, 3aMEeHbl, THCEPLIMH HJIH JEJICeLUH
pacrionokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENnO COmep:KHT

nocnenoBarenbHocTh  VH  antutema AL2p-53 wm SEQ ID NO: 67, Bxmoyas

,
MOCTTPAHCIISIUOHHBIE MOAM(HUKALNY 3TOH IMOCIENOBATENbHOCTH. B KOHKPETHOM BapHaHTE
peammsannu, VH conmepxut oxmH, nsa wim tpu HVR, BeIOpaHHBIX 13: (2) aMHHOKHCIOTHOH
nocienosarenbHoctd HVR-H1 anTurena AL2p—53, (b) aMuHOKHCIOTHOI MOCI€0BaTENBHOCTH
HVR-H2 anturena AL2p-53, u (¢) amuHOKHCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTENa
AL2p-53. B Hexoropbix BapuaHTax peanusauuu, aHTU—TREM2 aHTuTEna no aaHHOMY
M300pETEHNIO BKJIFOYAIOT IIOCHIEN0BATEIbHOCTh BapuabenbHOro nomeHa yerkod nemu (VL),
UMEIOLIYI0 Mo MeHblueil mepe 85%, mo menbluell mepe 86%, mo Menblieil mMepe 87%, mo

MeHbluel mepe 88%, nmo menbliei Mepe 89%, no menbiueit mepe 90%, o mensiuei Mepe 91%,
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1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel Mmepe
95%, no menbiuel Mepe 96%, no Menbluell Mepe 97%, no MeHblueill Mepe 98%, Mo MeHblIeH
mepe 99%, wumm  100% HMOEHTUYHOCTM C  aMMHOKUCJIOTHOH  IOCJIEN0BATENbHOCTBIO
BapuabenpbHOro JOMeHa Jerkod unenu aHtutena AL2p—53 wumm ¢ aMUHOKHMCIOTHOM
nocienosarenbHOCThI0 SEQ ID NO: 109, u copeprxaruyro 3ameHbl (HarpuMep, KOHCEpBaTHBHbIE
3aMeHbl, MHCEPLUHU WIN JIeNIE[IUU 10 CPABHEHUIO C Pe(epeHCHON IOCIeN0BATENbHOCTHIO), HO
anTi—TREM2 aHTHTENO, BKJIIOYAIOIIEE TAKYH MOCIENOBATENbHOCTb, COXPAHIET CIOCOOHOCTD
cBsizbiBaThCsl ¢ TREM2. B HEeKOTOpBIX BapuaHTax peaju3aiuu, B ooweil cinoxkHocty ot 1 mo 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, W/WIM JAENEeTHPOBAHO B aAMHHOKHCJIOTHOM
NOCJIEIOBATENIbHOCTH ~ BapuabeapbHOro JOMEHa Jierkod uernu aHturena AL2p-53 wm
amMuHOKHUCIOTHON nocnenosatensHoctd SEQ ID NO: 109. B HekoTOpbIX BapuaHTax
peanu3anuu, B OOIIEH CIOXKHOCTU OT 1 10 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIIEHO, W/WJIH
JENEeTHPOBAHO B aMHUHOKHCIIOTHOH MOCJIEIOBATEIbHOCTH BapHAOENIbHOTO TOMEHA JIETKOH LeTn
anturena AL2p—53 wunu amMuHOKMCIOTHOH mnocneposarenbHocTd SEQ ID NO: 109. B
HEKOTOPBIX BapUAHTAX PEAU3aLUH, 3aMEHbI, THCEPLIMH WJIH [N PACIIONIOKEHBI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKkoTOphIX BapMaHTax peajnu3aluy, 3aMeHbl, HHCEPLUU
win aenenun pacnonoxkeHbl Ha FR—yuactkax. HeoOszatenbno, antu—TREM2 anTHTENO
conepxut mnocienosarenbHocTh VL anturena AL2p—53 wnmu SEQ ID NO: 109, Bkmouas
NOCTTPAHCIISIUOHHBIE MOAM(HUKALNN 3TOH IMOCIENOBATENbHOCTH. B KOHKPETHOM BapHaHTe
peammsanmu, VL conmepskut oamH, aBa uian Tpu HVR, BeiOpanHbIX n3: (a) aMHHOKHUCIOTHOMN
nocnenosarenbHoctTd HVR-L1 anturena AL2p—53, (b) aMMHOKHCIIOTHON MOCIEA0BATENbHOCTH
HVR-L2 anturena AL2p-53, u (¢) amuHokucaoTHON nocnenoBatenbHocTd HVR-L3 anturena
AL2p-53.

[0210] B HexoropbIx BapuaHTax peanuzauuy, aHtu—TREM?2 aHTuTEna mno AaHHOMY
u300peTEeHNIO CoNlepsKaT BapraleNbHbIN JOMEH JIETKOHM Lenu U BapuabeabHbINH TOMEH TKENOH
Lernu, NPU OSTOM BapHAOENbHBIM JOMEH TSDKEJIOH LeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATENBHOCTD C MO MeHbluel Mepe 85%, mo menbiueil mepe 86%, Mo MeHbLIeH Mepe
87%, no menbluell Mepe 88%, nmo MmeHbleil mepe 89%, no MeHbieit mepe 90%, no meHbIIeH
mepe 91%, nmo menbiueili mepe 92%, mo MeHbuiel mepe 93%, mo mensluelt mepe 94%, mo
MeHblIel Mepe 95%, no menbiueil Mepe 96%, 1o MeHblei Mepe 97%, o MeHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HUAEHTUYHOCTH ¢ AMHUHOKHCIOTHON IMOCIEI0BATENbHOCTHIO
BapHabeNbHOrO JOMEHa TsDKeJnoW uenwn adHturena AL2p—54 wunm ¢ aMUHOKHMCIOTHOH
nociaenosatenbHOCTEI0O SEQ ID NO: 68; w/unu BapnabenbHbIl JOMEH JIETKOH LENMH COAEPIKUT
AMUHOKHCJIOTHYIO NOCJIEI0BATENBHOCTD C 1O MeHblel mepe 85%, no MeHbiei Mepe 86%, 1o
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, no mensbiuel Mepe 90%,
no Mesblueil Mepe 91%, no MmeHblueil Mepe 92%, no MeHblueil Mepe 93%, Mo MeHblIel mepe
94%, no menbiuel Mepe 95%, no MeHbluell Mepe 96%, o MeHbluell Mepe 97%, MO MeHbLIeH
mepe 98%, mno wmenbwelr mepe 99%, wunmu 100% HMIEHTUYHOCTH C AMUHOKHUCIOTHOM
IIOCJIEIOBATEIbHOCTBIO BapHa0eNbHOro JoMeHa Jierkod menu adturena AL2p-54 wmm ¢

aMUHOKHUCJIOTHON mnocnepoBarenbHocTei0 SEQ ID NO: 109. B HekoTOprIX BapHaHTax
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peamm3anyy, aHTH—1TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepkaT BapuadenbHBIN
JOMEH TSDKENOHN LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHBLIEH
mepe 85%, mo menblueil mepe 86%, mo Menbuield mepe 87%, mo mesbluell mepe 88%, mo
MeHblel mepe 89%, no menblieit mepe 90%, no menbiueit Mepe 91%, no mensiuei mepe 92%,
no MeHblneit mepe 93%, no mensiueil mepe 94%, no menbliel mMepe 95%, Mo MeHblIEeH Mepe
96%, no meHbliel mepe 97%, no MmeHblueil mepe 98%, no menswei mepe 99%, umu 100%
UJIEHTUYHOCTH C AMHMHOKHCJIOTHOW IOCJIENOBATENbHOCTBIO BapHaOEIbHOTO AOMEHA TSDKEJION
uenu antutena AL2p—54 wnu ¢ amuHOKuCI0THOH nocnenoBarenbHOCThI0O SEQ ID NO: 68, npu
5TOM BapuaOeNbHBII JOMEH TSDKENOH LenHu BKII0YAeT aMHHOKHCIIOTHBIE TOCIIEI0BATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—54. B HexkoTOphIX BapuaHTax pealu3aluy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEpIKaT BapHaOeNbHbIH TOMEH JIErKOH
L[eNY, BKJIIOYAIOIUN aMHHOKUCIOTHYIO IOCJENOBAaTeNbHOCTh € MO MeHblueld mepe 85%, mo
MeHblIel Mepe 86%, no meHblueil Mepe 87%, 1o MeHblueil Mepe 88%, o meHbluel Mepe 89%,
no Mesblueil Mepe 90%, no MmeHblueil Mepe 91%, no meHblueil Mepe 92%, MO MeHblIel mepe
93%, no menbiueit mepe 94%, no meHbiet mMepe 95%, nmo meHbiueit mepe 96%, MO MeHbILIEH
mepe 97%, nmo menbiueit mepe 98%, mo menbweidn mepe 99%, win 100% HAEHTHYHOCTU C
AMHHOKHCJIOTHOM TIOCJIEOBATENbHOCTRIO BapHAaOENbHOTO JOMEHA JIeTKOH LeNH aHTUTeNna
AL2p-54 wunu ¢ aMuHOKHCIOTHOM mnocnenosarenbHocTi0 SEQ ID NO: 109, nmpu sTom
BapuabeNbHBIA TOMEH JIETKOH LEeMH BKIFOYaeT aMUHOKHCIOTHBIE rmocienoBarenpHocTd HVR—
L1, HVR-L2 u HVR-L3 anrturena AL2p—54. B HEKOTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEP:KUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), nmeromyro mo menbineii mepe 85%, no menbiueil mepe 86%, no meHbluei mepe 87%, 1o
MeHbIel mepe 88%, nmo menbineii mepe 89%, nmo menbleit Mepe 90%, o MeHblel mepe 91%,
1o MeHblneil mepe 92%, no menslueit mepe 93%, no menbliel mMepe 94%, o MeHblIeH Mepe
95%, no menblueil Mmepe 96%, o mMeHbliel Mepe 97%, no MeHbluel Mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100%  HMOEHTUYHOCTH C aMHUHOKUCJOTHOM  IOCJENOBATENIbHOCTHIO
BapuabeNpbHOrO JOMEHa TsDKeJoW uenu aHturena AL2p-54 wumm ¢ aMUHOKHMCIOTHOM
nocienosatenbHOCTbI0 SEQ ID NO: 68, u comeprkarnyro 3aMeHbl (HanpuMmep, KOHCEPBAaTHBHbIE
3aMEHbI, MHCEPLIMH WJIN JIEJICHUU M0 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBs3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WIM JAENETHPOBAHO B aAMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNpbHOro JOMEHa TspKenod unenu aHturena AL2p-54 wmm
aMuHOKHCIIOTHOU TocnenoBatenbHocTU SEQ ID NO: 68. B HEKOTOPBIX BapHaHTaxX peaiu3alvi,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMEIIEHO, BCTABJICHO, W/UJTN AEJIETHPOBAHO
B aMUHOKHCJIOTHOH IMOCIIENOBATEIbHOCTH BapuabeNbHOrO IOMEHa TSDKENIOH LenHu aHTUTena
AL2p-54 wnu amuHokucinotTHoill mnocienosatenbHocTH SEQ ID NO: 68. B HekoTOpbIX
BapUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLIUN WU JIEeLUN PacroiokeHsl B odnactsix BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTax peasu3alii, 3aMeHbI, MHCEPLIUU WU JeJelun

pacionoxenel Ha FR-yuactkax. HeobGszatenbno, antu—TREM2 aHTHTENnO Conmep:kut
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nocnenosarenbHocTh  VH  antutena AL2p—54 wm SEQ ID NO: 68, Bximoyas

,
NOCTTPAHCIISIIUOHHBIE MOAM(UKALNN 3TOH IOCIENOBATEIbHOCTU. B KOHKPETHOM BapuaHTe
peammsannu, VH conmepkut ommH, nBa umu tpu HVR, BeIOpaHHBIX 13: (2) aMUHOKHMCIOTHOMN
nocnenosarenbHoctTd HVR-H1 anturena AL2p—54, (b) aMuHOKHCIOTHOI NOCI€0BaTENbHOCTH
HVR-H2 anturena AL2p—-54, u (c) amuHOKucnoTHOI nocnenosarenbHoctd HVR-H3 anTurena
AL2p-54. B HekoTOpbIX BapuaHTax peanusauuy, aHTu—TREM?2 aHTuTENna mo naHHOMY
M300pETeHNI0 BKJIIOYAIOT IOCIEAOBATEIbHOCTh BapuadenpHOro aomeHa yerkoi memu (VL),
UMEIOIIYI0 Mo MeHblueil mepe 85%, mo meHbwell mepe 86%, mo MeHbiueil mepe 87%, mo
MeHbIel mepe 88%, nmo menbiueil Mepe 89%, o MeHblei Mepe 90%, o mMeHbIuel mepe 91%,
no MeHblueil Mepe 92%, no Mmenblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbinel Mepe 96%, no menbiueil Mepe 97%, no MeHblueil Mmepe 98%, Mo MeHbLIei
mepe 99%, wumum  100% HMOEHTUYHOCTM C aMHUHOKHCJIOTHOW  IOCJIEAO0BAaTEIbHOCTBHIO
BapuabeNpbHOrO JIOMeHa Jierkoi wenu aHtutena AL2p—54 wmm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCThI0 SEQ ID NO: 109, u comepskaryro 3aMeHbl (HarpuMep, KOHCEPBATHBHBIE
3aMEHbI, HHCEPLIMH WM JIEJICUHU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHI0), HO
anti—-TREM?2 aHTUTENO, BKJIIOYAIOIIEe TAKyHK) MOCIENOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBs3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peajm3anu, B odmei cioxxHocty ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WINW MAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH ~ BapuabeIpbHOro JIOMEHa Jierkoi uenu aHturena AL2p-54 wm
aMuHOKHUCIOTHON nocnenoBatenbHoctd SEQ ID NO: 109. B HekoTOpbIX BapuaHTax
peanu3anuu, B OOIIEeH CIOXKHOCTH OT 1 10 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIICHO, W/WJIH
JEeNeTHPOBAHO B aMHUHOKUCIIOTHON MOCJIEN0BATENbHOCTH BapHa0EeNbHOrO TOMEHA JIETKOH Lienu
anturena AL2p—54 wunum aMMHOKMCIOTHON mnocneposarenpbHocT SEQ ID NO: 109. B
HEKOTOPBIX BAPUAHTAX PeaU3alui, 3aMEHbI, MHCEPIIMU WU JIEJIELIN PACIIONIOKEHbI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuactkax). B HEeKOTOpBIX BapuaHTax peajn3aliH, 3aMEHbl, HHCEPLUU
win neneuun pacnosnoxkenbol Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTHTENO
conepxut mocienosarenbHocTh VL anturena AL2p—54 wnmm SEQ ID NO: 109, Bkmouas
MOCTTPAHCIISIIUOHHBIE MOAM(DHKALMK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapuaHTE
peammzanmu, VL conmepkut oamH, aBa wiu Tpu HVR, BeiOpanHBIX u3: () aMUHOKHUCIOTHOH
nocienosarenbHoctTd HVR-L1 anturena AL2p—54, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENILHOCTH
HVR-L2 anturena AL2p—54, u (¢) amuHOKHCIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-54.

[0211] B nHexotopeix BapuaHTax peanusauuu, aHTU—TREM?2 aHTuTena mo naHHOMY
U300pETEeHHUIO COIep KaT BapuabeNbHbIN JOMEH JIETKOW L[Ny U BapuabeNbHbI JOMEH TSKEJIOH
Lend, NPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
NOCJIEI0BATENBHOCTE C MO MeHbllell Mepe 85%, nmo MeHblueill Mepe 86%, MO MeHblIel Mmepe
87%, no menbluel Mepe 88%, nmo MeHblueil mepe 89%, no Menbuieil mepe 90%, no meHbleH
Mmepe 91%, no menbiueil mepe 92%, mo MeHbuied mepe 93%, mo mensluell mepe 94%, mo
MeHblel Mepe 95%, no menbiueil Mepe 96%, o MeHbleil mepe 97%, o menbluel Mmepe 98%,

1o Mesblueil Mepe 99%, unu 100% MAEHTUYHOCTU ¢ AMUHOKHUCIIOTHON MOCIEA0BAaTENbHOCTHIO
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BapuabENbHOrO JOMEHa TsDKeNoW unenu adHturena AL2p-55 wumm ¢ aMUHOKHMCIOTHOMN
nociaenosarenbHOCTEI0O SEQ ID NO: 69; n/unu BapraGenbHbIli JOMEH JIETKOH LENH CONEPIKUT
AMUHOKHCJIOTHYIO TOCIEA0BATENbHOCTh C 10 MeHblIeil mepe 85%, nmo menbiueln Mepe 86%, 1o
MeHbluel mepe 87%, no menblieit mepe 88%, 1o menbiueit Mepe 89%, no menbiueil mepe 90%,
no MeHblneit mepe 91%, no mensiueit mepe 92%, no menbliel mMepe 93%, Mo MeHblIeH Mepe
94%, no menblueil Mmepe 95%, no meHbliel Mepe 96%, o meHbliel Mepe 97%, no MeHblueH
mepe 98%, mo wmenbuiedr mepe 99%, wnm 100% HUIEHTUYHOCTH C AMHHOKHCIIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHa0eNIbHOTO JOMEHa Jierkod 1enu anturena AL2p-S5 wmm ¢
aMUHOKHUCJIOTHON mocnenoBarenbHocTei0 SEQ ID NO: 108, B  HekoTOphIX BapuaHTax
peammzanmu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETeHHIO COAepKaT BapuadeTbHBINA
JOMEH TSDKEJION LeNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHbLIEH
mepe 85%, mo menbiueill mepe 86%, mo MeHbliel mepe 87%, mo menbluell mepe 88%, mo
MeHblIel Mepe 89%, no menbiueil Mmepe 90%, no Menblieilt Mepe 91%, o MeHblel mepe 92%,
no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbineir Mepe 97%, nmo menbineir Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCIJIOTHOH MOCJENOBATENbHOCTHIO BapuabeIbHOTO OMEHA TSDKEION
uenu antutena AL2p—55 wnu ¢ amuHOKuCI0THOH nocnenoBarenbHOCThI0O SEQ ID NO: 69, npu
5TOM BapuaOeNbHBIN JOMEH TSDKEJION LenH BKIIOYAeT aMHHOKHCIIOTHBIE TMOCIIENOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—55. B HeKOTOpBIX BapuaHTax peanu3aliy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH IOMEH JIErKOon
LN}, BKJIIOYAKOLUN aMHHOKHUCIOTHYIO IOCJIENOBATEeNbHOCTh ¢ MO MeHblued mepe 85%, mo
MeHblel mepe 86%, no meHblieit mepe 87%, o menbiueit Mepe 88%, o Menbiuel mepe 89%,
no MeHblneit mepe 90%, no mensiueil mepe 91%, no menbuieilt Mepe 92%, Mo MeHblIEH Mepe
93%, no menblueil Mmepe 94%, no mMenbliel Mepe 95%, no MeHbluel Mepe 96%, MO MeHbIIEH
mepe 97%, no menbliel mepe 98%, mo menbiieit mepe 99%, uimm 100% wupeHTHUHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATEIbHOCTBIO BapUa0EeNbHOTO JIOMEHA JIETKOH Lenu aHTUTeNa
AL2p-55 wunmu ¢ amuHOKHCIOTHOW mocnenoBareabHOCTi0 SEQ ID NO: 108, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LIeMH BKIFOYAaeT aMUHOKHCIOTHBIC mocienoBareabHocTH HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p—-55. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT TMOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LEenH
(VH), umeromyro mo menbineii mepe 85%, o mensineii Mmepe 86%, o mensinei mepe 87%, 1o
MeHblIel Mepe 88%, no meHbiueil Mepe 89%, 1o MeHsblieil mepe 90%, no mensbiueil Mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbeit mepe 96%, no meHblet mMepe 97%, nmo meHbiei mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100%  HMOEHTUYHOCTM C AaMHUHOKUCJIOTHOW  IOCJEAO0BATEIbHOCTBHIO
BapuabENpbHOrO JOMEHa TsDKeJNoW wenu adHtutena AL2p—55 wumm ¢ aMUHOKHCIOTHOH
nociaenosarenbHOCTI0 SEQ ID NO: 69, u copeprkarnyro 3aMeHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIeJIEUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEe TAaKyH IMOCIENOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB

cBs3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanuu, B obmeit cnoxxnoctu ot 1 1o 10
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AMHHOKHUCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WIN JAENEeTHPOBAHO B aMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenod uenu aHturena AL2p-55 wmm
amuHOKHUCNOTHOHN nocnenosarenabHocTd SEQ ID NO: 69. B HeKOoTOpbIX BapUaHTax peaau3alui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJIEHO, W/UJTH AJIETHPOBAHO
B aMUHOKHCJIOTHOH IOCIIEIOBATEIbHOCTH BapuaOeIbHOrO AOMEHAa TSDKENOM Lenu aHTuTena
AL2p-55 wnu amuHOKMCIOTHOH mnocnenoBatenbHocTd SEQ ID NO: 69, B HekoTOphIxX
BapUAHTAX peaN3aluy, 3aMEeHbI, HHCEPLUH WIN JIeJIeLH PacIoyokeHbl B obnactsax BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaTU3aLfK, 3aMEHbI, HHCEPLIMH WJIH JENELHH
pacnonioxkeHbl Ha FR-yuactkax. HeoOsizatenbHo, anTu—TREM2 aHTHTENO COmEPIKUT

nocnenoBarenbHocTh  VH  antutema AL2p-55 wm SEQ ID NO: 69, Bxmovas

,
NOCTTPAHCIISIIUOHHBIE MOAM(DHUKALNK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTE
peammzanmu, VH conmepxut ommH, nBa wim tpu HVR, BeiOpaHHBIX HM3: (2) aMUHOKHCIOTHON
nocienosarenbHocTd HVR-H1 anTurena AL2p—55, (b) aMUHOKHUCIOTHOH MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p-55, u (¢) amuHOKHCHOTHOH nocnenosatenbHoctd HVR-H3 anTHTeNa
AL2p-55. B HexoropbIx BapuaHTax peanusauuy, aHTU—TREM2 aHTuTENna no agaHHOMY
N300pETEHNIO BKJIFOYAIOT IOCIEN0BATEIbHOCTh BapuabenpHOro nomeHa yerkor nemu (VL),
UMEIOIYI0 MO MeHbluel mepe 85%, mo meHbiueit mepe 86%, mo meHblueir mepe 87%, 1o
MeHbliel Mepe 88%, no menbiueil Mepe 89%, o MeHbleil mepe 90%, o mensbiuel mepe 91%,
no Mesblueil Mepe 92%, no menblueill Mepe 93%, no meHblueil Mepe 94%, Mo MeHblIel Mepe
95%, no menbiuel Mepe 96%, no MeHbluell Mepe 97%, no MeHblueill Mepe 98%, Mo MeHblIeH
mepe 99%, wumm  100% HUOEHTUYHOCTM C  AMHUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO
BapuabenpbHOrO JOMeHa Jierkod unenu aHtutena AL2p—55 wumm ¢ aMUHOKHMCIOTHOM
nocinenosatenbHOCThIO SEQ ID NO: 108, u coneprxaruyro 3ameHbl (HarpuMep, KOHCEpBAaTHBHbIE
3aMeHbl, MHCEPLUHU WIN JeNIE[IUU 10 CPABHEHUIO C peepeHCHON MOCIeN0OBATENbHOCTHIO), HO
anTi—TREM2 aHTHTENO, BKIIIOYAIOIIEE TAKYI MOCIENOBATENbHOCTb, COXPAHAET CIOCOOHOCTH
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B obmei cnoxkHoctu ot 1 mo 10
AMHHOKHUCJIOT OBUIO 3aMELICHO, BCTABJICHO, WM JAENEeTHPOBAHO B AMHHOKHCIIOTHOM
NOCJIEIOBATENIbHOCTH ~ BapuabeqpbHOrO JOMEHa Jierkod uernu aHturena AL2p-55 wm
amMuHOKHUCIOTHONH mocnenosatensHocty SEQ ID NO: 108, B HekoTOphIX BapuaHTax
peanu3anuu, B OOIIEH CIOXKHOCTU OT 1 10 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIIEHO, W/WJIH
JENEeTHPOBAHO B AMUHOKUCIIOTHON MOCJIENOBATENbHOCTH BaPHAOEbHOTO TOMEHA JIETKOH Lenn
anturena AL2p—55 unum amuHokucnoTHON mnocnefosarenbHocTd SEQ ID NO: 108. B
HEKOTOPBIX BApUAHTAX PEAN3aLUH, 3aMEHbI, THCEPLIMH WJIH JEJICLIUH PACIIONIOKEHBI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKkoTOpbIX BapuaHTax peanu3aliy, 3aMeHbl, HHCEPLUH
win nenenuu pacrnonoxkenbl Ha FR—yuactkax. HeoOsizatenpHo, antTu—TREM2 anTuTENO
conepxuT mnociaenosarenbHocTh VL anturena AL2p—55 wnmu SEQ ID NO: 108, Bkimrouas
NOCTTPAHCIISIIUOHHBIE MOAM(UKALNK 3TOH IOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTe
peamm3anmnu, VL conmepskut oamH, aBa unu Tpu HVR, BbiOpaHHBIX u3: (a) aMHHOKHMCIOTHOM
nocaenosarenbHoctTd HVR-L1 anturena AL2p—55, (b) aMMHOKHCIIOTHON MOC/IEA0BATENBHOCTH

HVR-L2 anturena AL2p-55, u (¢) amuHokucaoTHON nocnenosatenbHocTd HVR-L3 anturena
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AL2p-55.

[0212] B nHexotopeIx BapuaHTax peanusauuy, aHTu—TREM?2 anTtuTena mo naHHOMY
n300peTeHNI0 cofepkaT BapruabeNbHbIN TOMEH JIeTKOW Lenu W BapuabeNbHbI JOMEH TSKEJIOH
Lenyu, NPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNu COXEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTE C 1O MeHbIned Mmepe 85%, mo meHblieit mepe 86%, MO MeHbIIelH Mepe
87%, no menblIe Mepe 88%, mo meHbliel Mepe 89%, no MeHblueit mepe 90%, o MeHbLIEH
mepe 91%, mo menbiueit mepe 92%, nmo Menblueit Mepe 93%, nmo meHblied mepe 94%, 1o
MeHblel mepe 95%, no menbiueil Mepe 96%, o MeHbliIei mepe 97%, o meHbluel Mepe 98%,
no Mesblueit Mepe 99%, unn 100% HMAEHTUYHOCTH ¢ AMUHOKUCJIOTHOM IMOCJIE0BATEIbHOCTHIO
BapuabeNbHOrO JOMEHa TsDKeJoW uenu aHturena AL2p-56 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 69; u/unu BapraOenbHbI JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCJIOTHYIO TIOCIIEAOBATENBHOCTD ¢ MO MeHbIIei mepe 85%, mo MeHbinel mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHblIeil mepe 89%, o meHbiuel Mmepe 90%,
no Mesblueil Mepe 91%, no menbiueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no menbueit mepe 95%, no menbiet mepe 96%, nmo meHblueit Mepe 97%, MO MeHbILIEH
Mepe 98%, mo wmenbwedn mepe 99%, wunu 100% HMIEHTHYHOCTH € AMHUHOKHUCIOTHOM
MOCJIEIOBATEIbHOCTBIO BapHA0ENbHOrO JOMeHa Jierkod menu adturena AL2p—56 wmm ¢
aMUHOKHUCJIOTHON nocnenoBarenbHocTeio SEQ ID NO: 108, B HekoTOpbIX BapuaHTax
peamm3anuy, aHTH—IREM2 aHTuTeNna mo AaHHOMY H300PETEHHIO COAepkaT BapuaderbHBIN
JOMEH TSDKENOHN LieNH, BKJIIOYAIOLIUN aMHUHOKHCIOTHYIO IOCIEN0BATENIbHOCTh C MO MEHbIIEH
mepe 85%, mo menblueill mepe 86%, mo Menbuiel mepe 87%, mo mensluell mepe 88%, mo
MeHblIel Mepe 89%, no menblieit mepe 90%, no menblieit Mepe 91%, no mensbiuel mMepe 92%,
no MeHblneit mepe 93%, no menslueit Mmepe 94%, no menbliel Mepe 95%, Mo MeHblIeH Mepe
96%, no meHbliel mepe 97%, no MmeHblueit mepe 98%, no menbwei mepe 99%, umu 100%
UJIEHTUYHOCTH C AMHMHOKHCJIOTHOW IOCJIENOBATENIbHOCTBIO BapHaOEIbHOTO AOMEHA TSDKEJION
uenu antutena AL2p—56 wim ¢ amuHOKuCI0THOH nocnenoBarenbHOCThI0O SEQ ID NO: 69, npu
5TOM BapuaOeNbHBII JOMEH TSDKENOH LenHu BKII0YAeT aMHUHOKHCIIOTHBIE TOCIIEN0BATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—56. B HekoTOphIX BapuaHTax pealu3aluy,
antni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEP)KaT BapHaOeNbHbIA JOMEH JIEKOH
L[eNY, BKJIIOYAIOIUN aMHHOKUCJIOTHYIO IOCJENOBAaTeNbHOCTh € MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, 1o MeHbleil mepe 88%, o meHbiuel mepe 89%,
no Mmesblueil Mepe 90%, no Mmenbiueil Mepe 91%, no MeHbiuel Mepe 92%, no MeHbllelH Mepe
93%, no menbiueit mepe 94%, no meHbie Mepe 95%, nmo menbiueit mepe 96%, MO MeHbIIEH
Mepe 97%, no menbiueit mepe 98%, mo menbleidt mepe 99%, wnmn 100% HAEHTUYHOCTH C
AMHHOKHCJIOTHOM TIOCJIEOBATENIbHOCTRIO BapHaOENbHOTO JOMEHa JIETKOH IeNH aHTUTeNa
AL2p-56 unum ¢ aMuHOKHCIOTHOM mnocnenosarenbHocTi0 SEQ ID NO: 108, mpu sTom
BapuabeNbHBIA TOMEH JIETKOH LeMH BKIKYAaeT aMUHOKHCIOTHBIE mocienoBaTenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anrturtena AL2p—-56. B HeKOTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTUTENO COAEPKHUT MOCIENOBATENbHOCTh BapHuabeNbHOrO JOMEHA TSDKENOH Lenu

(VH), umeromyro mo menbineii mepe 85%, no menbiueii mepe 86%, no meHbIuei mepe 87%, 1o
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MeHbliel mepe 88%, no menbiuell Mepe 89%, o MeHbleil Mmepe 90%, no mensbiuel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no meHbiuel Mepe 94%, o MeHbIIEH Mepe
95%, no menbiuel Mepe 96%, no MeHbluell Mepe 97%, o MeHblueill Mepe 98%, Mo MeHblIeH
mepe 99%, wumm  100% HMAEHTUYHOCTM C  AMHUHOKUCJIOTHOM  IOCJEAOBATEIbHOCTBHIO
BapuabenbHOrO JOMeHa TshkenoW wenu aHturena AL2p-56 wuam ¢ aMHUHOKUCIOTHOM
nocnenosarenbHOCTHI0O SEQ ID NO: 69, u coneprkaliyo 3aMeHbl (Hanpumep, KOHCEpBAaTHBHBIE
3aMeHbl, MHCEPLUU WIN JeNIE[UN 10 CPABHEHUIO C peepeHCHON IOCIeN0BATENbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIHOYAIOIIEE TAKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIIOCOOHOCTD
cBsi3biBaThbCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B obwmei cioxkHoctu ot 1 mo 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, W/WIM JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATEIbHOCTH  BapuabeIbHOrO JOMEHa TsDKenon uenn aHturena AL2p-56 wm
amuHokucynoTHoH nocnenosatenbHocTd SEQ ID NO: 69. B HekoTOpbIX BapUaHTax peaju3aLii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMeIeHO, BCTABJICHO, U/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCIENOBATEIbHOCTH BapHaOeIbHOrO AOMEHAa TSDKENOH Lenu aHTUTena
AL2p-56 wnu amuHokucinotHoil mnocnenosatenbHocTd SEQ ID NO: 69. B HexkoTOphIx
BapHUAHTaX peaJM3aliy, 3aMEHbl, HHCEPLUHU WIN JIEJEeLUN PacroiokeHbl B odnacTsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peaTu3aLiy, 3aMEHbl, HHCEPLIMH WJIH JENELUH
pacnionoxkensl Ha FR-ydactkax. HeoOs3atenbno, aHTu—TREM2 aHTHTENO COHOEPKUT

nocnenosatenbHocTe  VH  antutena AL2p-56 wumu SEQ ID NO: 69, Bxmodas

>
NOCTTPAHCIISILIUOHHBIE MOAM(DUKALNK 3TOH IOCIENOBATEIBHOCTU. B KOHKPETHOM BapuaHTe
peammsauny, VH conmepxut oauH, na wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHOMN
nocnenosarenbHoctTd HVR-H1 anturena AL2p—56, (b) aMuHOKHUCIOTHOI NMOCIE0BAaTENbHOCTH
HVR-H2 anturena AL2p-56, u (c) amuHokucnoTHo# nocnenosarenbHoctd HVR-H3 anTurena
AL2p-56. B HekoropbIx BapuaHTax peanusauuy, aHTu—TREM?2 aHTuTENna mno naHHOMY
U300pEeTEHNIO BKJIFOYAIOT IOCJEI0BATEIbHOCTh BapuadenpbHOro nomeHa Jjerkoi memu (VL),
UMEIOIIYI0 Mo MeHblueil mepe 85%, mo meHbuell mepe 86%, mo MeHbiuei mepe 87%, mo
MeHblel mepe 88%, nmo menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbIuel Mepe 91%,
no MeHblueil Mepe 92%, no Menbiueil Mepe 93%, no meHblueil Mepe 94%, 1o MeHbIIeH Mepe
95%, no menbinel Mepe 96%, no menbiueil Mepe 97%, no MeHblueil Mepe 98%, Mo MeHbLIe
mepe 99%, wumm  100% HMOEHTUYHOCTM C aMHUHOKHCJIOTHOW  IOCJIENO0BaTEIbHOCTHIO
BapuabeNbHOrO JOMeHa Jierkol wnenu aHtutena AL2p—56 wimm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCcTI0 SEQ ID NO: 108, u coneprkarnyro 3aMeHbl (HarpuMep, KOHCEpBAaTHBHbIE
3aMEHbI, HHCEPLIMH WM JIEJIEUU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapMaHTax peajus3anuy, B o0mel cinoxknocty ot 1 o 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINW MAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH ~ BapuabeIpbHOro JIOMEHa Jierkod mernu aHturena AL2p-56 wmm
aMUHOKHUCIOTHON mnocnenoBaTenbHocTd SEQ ID NO: 108, B HekOTOpeIX BapuaHTax
peanu3anuu, B OOIIeH CIOXKHOCTH OT 1 70 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIICHO, W/WJIH

ACJICTUPOBAHO B aMUHOKHCJIOTHOM MOCJIEI0BATEIbHOCTH BapI/Ia6eanoro JIOMEHa JIETKOM Ienu
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anturena AL2p—56 unum aMMHOKMCIOTHOM mnocnepoBarenbHocT SEQ ID NO: 108. B
HEKOTOPBIX BapUAHTAX PEaM3alliH, 3aMEHbl, THCEPLIMH WJIH JeNIELUH PACIIONIOKEHBI B 00IACTIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKkoTOpbIX BapuaHTax peanu3aliiy, 3aMeHbl, UHCEPLUH
win aenenun pacrnoinoxenbl Ha FR-yuactkax. HeoOszatenbHo, antu—TREM2 anTHTENO
cofepuT mnocnenosarenpHocTh VL antutena AL2p-56 wnu SEQ ID NO: 108, skirodas
NOCTTPAHCIIILMOHHbIE MOAM(UKAIIMY 5TOW IIOCHIENOBATENBHOCTU. B KOHKPETHOM BapuaHTe
peammsanyu, VL comepskur onun, aBa wiu Tpu HVR, BeIOpaHHBIX M3: (a) aMMHOKHMCIOTHOH
nocienosarenbHoctTd HVR-L1 anturena AL2p—56, (b) aMMHOKHCIIOTHOM MOC/IEA0BATEIbHOCTH
HVR-L2 anturena AL2p—56, u (¢) amuHOkuca0THON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-56.

[0213] B nHexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 anTtuTena mo naHHOMY
U300pETEHHUIO COIepIKaT BapuabeNbHbIN JOMEH JIeTKOH Lenu U BapuabeNbHbIi JOMEH TSKeJIOH
Lend, TPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEbHOCTh ¢ MO MeHblned Mepe 85%, mo mMeHblueill mMepe 86%, 1Mo MeHblIel mepe
87%, no menbiueit mepe 88%, mo menbIue mepe 89%, nmo menbieit mepe 90%, Mo MeHbILIEH
mepe 91%, no menbiueil mepe 92%, nmo MeHbuield mepe 93%, mo mensluell mepe 94%, mo
MeHblel Mepe 95%, no meHbluell Mepe 96%, 1o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCJIOTHON MOCIEA0BATENbHOCTHIO
BapuabeNpbHOrO JOMEHa TsDKeJNoW uenu adHturena AL2p-57 wunm ¢ aMUHOKHMCIOTHOMN
nociaenosatenbHOCTEI0O SEQ ID NO: 69; n/unu BapnaOGenbHbIli JOMEH JIETKOW LENH CONEPIKUT
AMUHOKHCIJIOTHYIO TOCIEA0BATENbHOCTh € MO MeHbIei mepe 85%, nmo menbiuei mMepe 86%, mo
MeHblIel mepe 87%, no menblieit Mepe 88%, no meHblueil Mepe 89%, o mMensluei Mepe 90%,
no MeHblneit mepe 91%, no mensueit mepe 92%, no menbliel mMepe 93%, Mo MeHblIeH Mepe
94%, no menblueit Mmepe 95%, o mMeHblield Mepe 96%, no MeHbluel Mepe 97%, MO MeHbIIEH
mepe 98%, mno wmenbuier mepe 99%, wnm 100% HMIEHTUYHOCTH € AMHUHOKMCJIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHa0EeNIbHOTO JOMEHa Jierkod 1menu anturena AL2p—S57 wmm ¢
aMUHOKHUCJIOTHON mocnenoBarenbHocTei0 SEQ ID NO: 109. B HekoTOphIX BapuaHTax
peammzanyu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETeHHIO COAepKaT BapuaderbHBIN
JOMEH TSDKEJION LeNH, BKJIIOYAILIUNA aMHUHOKHCIOTHYIO IOCIEI0BAaTEIbHOCTh C MO MEHbLIEH
mepe 85%, mo menblueili mepe 86%, mo MeHbuiel mepe 87%, mo mensluell mepe 88%, mo
MeHblel Mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no meHbiuel Mepe 92%,
no MeHblueil Mepe 93%, no MeHbiueil Mepe 94%, no menbiuell Mepe 95%, no MeHblIeH Mepe
96%, no menbinei mepe 97%, nmo menbieir Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UJIGHTHYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOTO JOMEHA TSDKENOH
uenu antutena AL2p—57 unu ¢ aMmuHOKUCTOTHOHN nocnenoBatenbHOCTEI0 SEQ ID NO: 69, mpu
5TOM BapuaOeNbHbIN JOMEH TSDKEJOH LEenH BKII0YAeT aMHUHOKHCIIOTHBIE MOCIIENOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—57. B HexkOTOpBIX BapuaHTax peajn3alluy,
anTni—TREM2 aHTHTENa MO NaHHOMY H300PETEHHMIO COAEPKaT BapuaOENbHBIA AOMEH JIerKon
LleNY, BKJIIOYAKOLUN aMHHOKUCIOTHYIO IOCJIENOBATEeNbHOCTh € MO MeHblued mepe 85%, mo

MeHblIel mepe 86%, no meHblieit mepe 87%, o menblueit Mmepe 88%, o menbiuel mepe 89%,
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no Mesblueil Mepe 90%, no Menblueil Mepe 91%, no menblueil Mmepe 92%, MO MeHblIeH Mepe
93%, no menbuieit Mmepe 94%, no menblieit Mepe 95%, no mensblueit mepe 96%, MO MeHbLIEH
Mepe 97%, no menbiueit mepe 98%, mo menbleidt mepe 99%, wnu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIENOBATENbHOCTBIO BapHaOENbHOTO JOMEHA JIETKOH LeNH aHTUTena
AL2p-57 unum ¢ aMHUHOKUCIOTHOM mnocaenosaTenbHOcTi0o SEQ ID NO: 109, mpu stom
BapualeNbHBIN JOMEH JIETKOH IeNy BKIII0OYAeT aMUHOKHCIOTHBIE mocienoBarenbHoctd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p—-57. B HEKOTOpBIX BapuaHTaxX peaju3aliy, aHTH—
TREM2 aHTUTENO COAEPKUT TMOCIEIOBATENIbHOCTh BapuabeIbHOrO JOMEHA TSDKENOH Lenu
(VH), umeromyro mo menbineii Mmepe 85%, o menbiueii Mmepe 86%, o meHblunei mepe 87%, 1o
MeHblIel mepe 88%, nmo menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbIuel Mepe 91%,
no MeHblueil Mepe 92%, no Mmenblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbinel Mepe 96%, no meHbiueil Mepe 97%, no MeHblueil Mepe 98%, Mo MeHbLIe
mepe 99%, wmm  100% MOGHTUYHOCTH C AMUHOKHCIIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabeNbHOrO JOMEHa TsDKeNoW uenw adHturena AL2p—-57 wunm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 69, u coneprxainyro 3aMeHbl (HapuMep, KOHCEPBATUBHbBIE
3aMEHbI, HHCEPLIMH WJIN JIEJICHUHU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHI0), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAKYI MOCIEHOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
cBsi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peanusanuu, B oOmel cinoxknoctu ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WINW JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenod uenun aHturena AL2p-57 wmm
amuHOKuCIOTHOHN nocnenosatenbHocTd SEQ ID NO: 69. B HekOTOpBIX BapuaHTax peajin3aluy,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIeHO, BCTABJIEHO, W/UJTH ACJIETHPOBAHO
B aMHUHOKMCJIOTHOH IOCIIEOBATEIbHOCTH BapHaOeIbHOrO AOMEHAa TSDKENOH Lenu aHTuTena
AL2p-57 wnu amuHOKMCIOTHOH mnocnenoBatenbHocTd SEQ ID NO: 69, B HekoTOphIX
BapUAHTAaX peaJn3alMy, 3aMEeHbI, HHCePLNH WIH JIeJIELH PacIoNokeHbl B oonactsax BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTAX peaU3alfK, 3aMEHbI, HHCEPLIMH WJIH JEeNIELUH
pacnojioxkeHbl Ha FR-yuactkax. HeoOsizatenbHo, antTu—TREM2 aHTHTENO COmEPIKUT

nocnenosatenbHocTe  VH  antutena AL2p-57 wmm SEQ ID NO: 69, Bxmodas

,
NOCTTPAHCIISIIUOHHBIE MOAM(DHUKALMK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapuaHTE
peammzanmu, VH conmepxut onmH, nsa wim tpu HVR, BeiOpaHHBIX H3: () aMHHOKHCIOTHOH
nocienosarenbHoctd HVR-H1 anTurena AL2p—57, (b) aMUHOKHUCIOTHOH NMOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—57, u (¢) amuHOKUCHOTHOH nocnenosatenbHoctd HVR-H3 anTHTENa
AL2p-57. B HexoTopbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTEna mno aaHHOMY
U300pETEeHUIO BKJIFOYAIOT TOCJENOBATENIbHOCTh BapuadeapbHOro aomeHa jerkod mermu (VL),
UMeIoLIyI0 Mo MeHblueil mepe 85%, mo menbiuell mepe 86%, mo Menbuieil mMepe 87%, mo
MeHbliel Mepe 88%, no menbiuell Mepe 89%, o MeHbleil mepe 90%, no mensbiuel Mepe 91%,
1o MeHblueil Mepe 92%, no meHblueil Mepe 93%, no meHblueil Mepe 94%, Mo MeHblIel Mepe
95%, no menbeit Mmepe 96%, no menbieit Mepe 97%, no meHbleit Mmepe 98%, Mo mMeHbLIeH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJEAOBATEIbHOCTBHIO

BapuabenpbHOro JOMeHa Jerkod unenu aHtutena AL2p—57 wumm ¢ aMUHOKHMCIOTHOM



199

nocienosatenbHOCThI0 SEQ ID NO: 109, u copeprxamiyro 3aMeHb! (Hanpumep, KOHCEPBATUBHBIE
3aMEHbI, HHCEPLIMU WJIN JIeJIELUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTHTENO, BKIIOYAIOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HekoTOpBIX BapuaHTax peajusaiuy, B oOmei cioxHoct ot 1 no 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, WWIM JeNeTHPOBAHO B AaMHUHOKHCIOTHOH
NIOCJIEIOBATEIbHOCTH ~ BapuaOeNpHOro JOMeHa Jierkoil wnemu adrturena AL2p-57  wmm
aMHHOKUCIOTHOM mnocnenoBarenbHocTh SEQ ID NO: 109, B HekoTOpbIX BapHaHTax
peanu3anuu, B OOIIEH CIOKHOCTU OT 1 0 5 aMMHOKUCIOT OBLIO 3aMEIIeHO, BCTABJIEHO, W/UITH
JEeNETHPOBAHO B AMUHOKUCJIOTHON MOCJIENOBATENIbHOCTH BAPHAOEIbHOTO TOMEHA JIETKOH Ienn
anturena AL2p—57 wunu amuHOKMCIOTHOH mnocnenoBarenbHocTd SEQ ID NO: 109. B
HEKOTOPBIX BApPUAHTAX PEATN3ALINH, 3aMEHbI, MHCEPLIUH HJIH EIEeLUH PACTIOIOKEHbI B 00JIacTsX
BHe HVR (1.e., Ha FR—yuacTkax). B HEKoTOpBIX BapuaHTax peayn3aliy, 3aMeHbl, HHCEPLUH
wii aenenun pacnonoxkeHsl Ha FR—yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENO
conepxut mnocienosarenbHocTh VL anturena AL2p—57 wnmu SEQ ID NO: 109, Bxmouas
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNK 3TOH IMOCIENOBATEIBbHOCTH. B KOHKPETHOM BapHaHTE
peamm3anmu, VL conmepskut oxmH, aBa uiau Tpu HVR, BeiOpaHHBIX n3: (a) aMHHOKHUCIOTHOH
nocnenosarenbHoctTd HVR-L1 anturena AL2p—57, (b) aMMHOKHCIIOTHOH MOCIIEAOBATENbHOCTH
HVR-L2 anturena AL2p—57, u (¢) amuHOKHCcIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-57.

[0214] B nHexotopeIx BapuaHTax peanusauuy, aHTu—TREM?2 anturena mo naHHOMY
n300peTeHHIO CofepIKaT BapuabeNbHbIN JOMEH JIeTKOW Lenu U BapuabeNbHbI JOMEH TSKEOH
Lenyu, NpU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNu COXEPKUT aMHHOKHCIOTHYIO
NIOCJIEIOBATENBHOCTh C 1O MeHbluel mepe 85%, mo meHblieil Mepe 86%, 1Mo MeHbInel Mepe
87%, no meHbliel Mepe 88%, mo MeHbluelt Mepe 89%, no Mensueil mepe 90%, Mo MeHbLIEH
mepe 91%, mo Mmenbiueil mepe 92%, no MmeHbliel mepe 93%, mo menswedt Mepe 94%, mo
MeHblel Mepe 95%, no menbineil Mepe 96%, o MeHblIeil mepe 97%, o meHbluel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% MAEHTUYHOCTH ¢ AMUHOKHCJIOTHON IMOCIIEI0BATEIbHOCTHIO
BapuabeNbHOrO JOMEHa TsDKeJoW uenw adHturena AL2p-58 wmm ¢ aMHHOKHCIOTHOH
nocienosatenbHOCTEI0O SEQ ID NO: 59; w/unu BapraOenbHbI JOMEH JIETKOW LEMH CONEPIKUT
AMUHOKHCJIOTHYIO IOCJIEI0BATENBHOCTD C 1O MeHbluel Mepe 85%, no MeHbiuel Mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, 1o MeHblIel mepe 89%, no mensiueli Mepe 90%,
no Mesblueil Mepe 91%, no menblueil Mepe 92%, no MeHblueil Mepe 93%, Mo MeHblIel mepe
94%, no menbiuel Mepe 95%, no meHbluell Mepe 96%, o MeHblueill Mepe 97%, MO MeHbLIei
Mepe 98%, mo wmeHbwedn mepe 99%, wunu 100% HMIEHTHYHOCTH C AMUHOKHUCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHA0ENbHOTO JOMEHa Jierkod uenu aHturena AL2p-58 wmm ¢
aMUHOKHUCJIOTHON mnocnenoBarenbHocTeio SEQ ID NO: 112, B HekoTOpbIX BapuaHTax
peamm3anyy, aHTH—1TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepkaT BapuaderbHBIN
JOMEH TSDKENOHN LieNH, BKJIOYAIOLUN aMHUHOKHUCIOTHYIO IMOCJIEAOBATEIbHOCTh C MO MEHbIIEH
mepe 85%, mo menblueill mepe 86%, mo MeHbuiel mepe 87%, mo mensluell mepe 88%, mo

MeHblel mepe 89%, no mensblieit mepe 90%, o menbiueit Mepe 91%, no menbiuei mepe 92%,
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no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil mepe 95%, MO MeHblIeH Mepe
96%, no menbiueir mepe 97%, nmo Mmenbiuei mMepe 98%, mo menbluei mepe 99%, wiu 100%
UIGHTUYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOIO JOMEHA TSKENOH
uenu antutena AL2p—58 wnu ¢ amuHokucaotHol nocnenoBarenbHOCThI0O SEQ ID NO: 59, npu
5TOM BapualesbHbIH JOMEH TSDKEJIOH ey BKIIFYAET aMUHOKUCJIOTHBIE MOCIEIOBATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—58. B HexkOTOpBIX BapHaHTax pealn3alluy,
antTi—TREM2 aHTHTEeNna mo JaHHOMY H300pETEHHIO CoAep:kaT BapuaOeNbHBIN TOMEH JIErKOH
L[eNY, BKJIIOYAIOIUN aMHHOKHUCIOTHYIO IOCJIENOBAaTENIbHOCTh C MO MeHblieil mepe 85%, mo
MeHblel mepe 86%, no menbiueil Mepe 87%, o MeHblieil mepe 88%, o meHbIuel mepe 89%,
no Mmesblueil Mepe 90%, no menbiueil Mepe 91%, no meHblueil Mepe 92%, MO MeHblIel Mepe
93%, no mensbIueit mepe 94%, no meHbinet Mepe 95%, o meHblnel Mepe 96%, Mo MeHbLIeH
Mepe 97%, no menbiueit mepe 98%, mo menbwedr mepe 99%, wnmu 100% HAEHTHUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEOBATENbHOCTBIO BapHAaOENbHOTO JOMEHA JIETKOH LeNH aHTUTeNa
AL2p-58 wunu ¢ amuHOKHCIOTHOW mnocnenoBarenbHocTi0 SEQ ID NO: 112, nmpu sTom
BapHuabeNbHBIA TOMEH JIETKOH LEMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBarenbHocTH HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p-58. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTHTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyro no mesbiei mepe 85%, no menseit mepe 86%, no mMeHbeii mepe 87%, mo
MeHbliel mepe 88%, no menbiuell Mepe 89%, o MeHbleil Mmepe 90%, no mensbiuel mepe 91%,
1o MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mmepe 94%, Mo MeHblIel Mmepe
95%, no menbleit Mmepe 96%, no meHblieilt Mepe 97%, no meHbliel Mepe 98%, Mo mMeHbLIeH
mepe 99%, wumm  100% HMAEHTUYHOCTM C AMHUHOKUCJIOTHOW  IOCJIEAOBATEIbHOCTBHIO
BapuabeNnbHOrO JOMeHa TshkeJnod unenu adturena AL2p-58 wumm ¢ aMUHOKMCIOTHOM
nocnenosarenbHOCTEI0O SEQ ID NO: 59, u conepsxaiyro 3aMeHbl (HalpuMep, KOHCEPBATHBHBIE
3aMeHbl, MHCEPLUU WIN JeNIE[UU 10 CPABHEHUIO C peepeHCHON IOCIeN0BATENbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIKOYAIOIIEE TAKyH IMOCIEIOBATEIBHOCTh, COXPAHSIET CIOCOOHOCTD
cBsizbiBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B odmei cioxkHoctu ot 1 mo 10
AMHHOKHUCJIOT OBbUIO 3aMELIeHO, BCTABJICHO, W/WIM JEJETHPOBAHO B AMHHOKUCIIOTHOMH
NOCJIEIOBATENIbHOCTH  BapuabebHOrO JOMEHa TsDKenon uenw aHturena AL2p-58 wm
aMuHOKHCIIOTHOM mocnenoBatenbHocTu SEQ ID NO: 59. B HeKoTOpBIX BapHaHTaxX peaiu3aiui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBIJIO 3aMEIE€HO, BCTABJICHO, W/HITN AEIETHPOBAHO
B aMHHOKHCJIOTHOW MOCIENOBATEIBHOCTH BapHaOeIbHOrO IOMEHAa TSDKENOH LenH aHTUTena
AL2p-58 wnu amuHokucinotTHoill mnocienosatenbHocTH SEQ ID NO: 59. B HekoTOpbIX
BapHUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLIUN MK JIeeUH pacnojoxensl B odmactsax e HVR
(t.e., Ha FR—y4acTkax). B HEKOTOPBIX BapHaHTaX peau3aLfi, 3aMEHbl, HHCEPLIMH WJIH JENEIH
pacrionokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTHTENnO COmep:KuT

nocinenosatenbHocTe  VH  antutena AL2p-58 wumu SEQ ID NO: 59, Bxmodas

2
NOCTTPAHCIISIUOHHBIE MOAM(UKAIMK 3TOH IOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTe
peammsaunu, VH conmepxut oauH, nsa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHOMN

nocnenosarenbHoctTd HVR-H1 anturena AL2p-58, (b) amuHOKHCIOTHOI nOCIen0BaTENbHOCTH
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HVR-H2 anturena AL2p—58, u (c) amuHOKuCHOTHOH nocnenosatenbHoctd HVR-H3 anTHTENa
AL2p-58. B HekoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno ngaHHOMY
M300pETEeHNIO BKJIIOYAIOT TOCIEIOBATENIbHOCTh BapuadeapbHOro aomeHa Jjerkod mermu (VL),
UMEIOLIYI0 Mo MeHblueil mepe 85%, mo menbluell mepe 86%, mo MeHbuieil Mepe 87%, mo
MeHbIel mepe 88%, nmo menbineii mepe 89%, o Menblieit mepe 90%, o meHbIuel mepe 91%,
1o MeHblneit mepe 92%, no mensiueil Mmepe 93%, no menbliel mMepe 94%, Mo MeHblIeH Mepe
95%, mo menbinel Mepe 96%, no menbiueit Mepe 97%, no MmeHblieit mepe 98%, Mo MeHbLIel
mepe 99%, wumm  100% HMOEHTUYHOCTH C aMUHOKHCJIOTHOW  IOCJIENOBATEIbHOCTHIO
BapuabeNpbHOrO JOMeHa Jierkoi uenu antutena AL2p—58 wmimm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTBI0 SEQ ID NO: 112, u comepskaruyro 3aMeHbl (HapuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMH WM JIEJIEUHN 10 CPaBHEHUIO C pedepeHCHON MOoCIenoBaTeIbHOCThIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B odmei cioxxHocty ot 1 mo 10
AMHHOKHCJIOT OBUIO 3aMELICHO, BCTABJIEHO, W/WINM JENETHPOBAHO B AMHHOKHCIIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeIpbHOro JOMEHa Jierkod uernu aHturena AL2p—58 wmm
aMuHOKHUCIOTHON nocnenoBatenbHoctd SEQ ID NO: 112, B HekoTOpbIX BapuaHTax
peanu3anuu, B O0MIeH CIOXKHOCTU OT | 10 5 aMHHOKHCIIOT OBIJIO 3aMEIeHO, BCTABJICHO, H/WIH
JENEeTHPOBAHO B AMHUHOKHCIIOTHON MOCJIENOBATENbHOCTH BapHAOENbHOTO TOMEHA JIETKOHM Lenu
anturena AL2p—58 wunum amuHOKMCIOTHOH mocneposarenpbHocT SEQ ID NO: 112 B
HEKOTOPBIX BapUAHTAX PEaN3alliH, 3aMEHbI, THCEPLIMH WJIH JENIELUH PACIIONIOKEHBI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEeKoTOphIX BapuaHTax peann3aliiy, 3aMeHbl, WHCEPLUH
win aenenun pacrnonoxeHbl Ha FR-yuactkax. HeoOszatenbHo, antu—TREM2 anTHTENO
cofepxuT mnocnenosarenpHocTb VL antutena AL2p-58 wnu SEQ ID NO: 112, skirodas
NOCTTPAHCIISIOHHbIE MOAMGUKALMN 5TOW MOCIENOBATENPHOCTH. B KOHKpETHOM BapuaHTe
peammzanyu, VL conmepxut oauH, aBa win Tpu HVR, BbiOpaHHBIX u3: (a) aMHHOKHCJIOTHOMN
nocienosarenbHoctTd HVR-L1 anturena AL2p—58, (b) aMMHOKHCIIOTHOM MOC/IEA0BATEILHOCTH
HVR-L2 anturena AL2p—58, u (¢) amuHOkucnoTHON nocnenoBaTenbHocT HVR-L3 anturena
AL2p-58.

[0215] B Hexotopeix BapuaHTax peanusauuy, aHTU—TREM?2 antuTena mo naHHOMY
U300pETEHHIO COZep KaT BapuadeNbHbIN JOMEH JIETKOW enu U BapuabebHbId JOMEH TSHKeNOH
Lend, TNPU OSTOM BapHAOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTh ¢ MO MeHbned Mepe 85%, mo mMeHblueln Mepe 86%, Mo MeHblIel mepe
87%, no menbiueit mepe 88%, mo menbiueit mMepe 89%, mo menbiueit mepe 90%, MO MeHbILIEH
mepe 91%, no menbiueii mepe 92%, no MeHbiiel Mepe 93%, mo mensbluell mepe 94%, mo
MeHblIel Mepe 95%, no menbiuell Mepe 96%, o MeHbleil mepe 97%, o meHbluel Mepe 98%,
no Mesblueil Mepe 99%, unu 100% HMAEHTUYHOCTH ¢ AMHUHOKHCJIOTHON IMOCIEA0BATENbHOCTHIO
BapuabeNbHOrO JOMeHa TsDKeNoW wenu aHturena AL2p—59 wmm ¢ aMHUHOKHUCIOTHOH
nocienosatenbHOCThI0O SEQ ID NO: 91; w/unu BapnaGenbHbI JOMEH JIETKOW LEMH CONEPIKUT
AMUHOKHCIJIOTHYIO TOCIEA0BATENbHOCTD ¢ MO MeHbIel mepe 85%, no menbiuei mMepe 86%, mo

MeHbluel mepe 87%, no menblieit mepe 88%, o menbiueit Mepe 89%, o menbiuei mepe 90%,
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no mesblueill Mepe 91%, no menbiueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no menbeit Mmepe 95%, no menblieit Mepe 96%, no meHsblueit Mmepe 97%, MO MeHbLIEH
Mepe 98%, mno wmenbwedt mepe 99%, wunmu 100% MIEHTMYHOCTH C AMUHOKHUCIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHa0eNbHOro JOMeHa Jierkod uenu aHturena AL2p-59 wmm ¢
aMUHOKHUCJIOTHON nocnepoBarenbHocTei0 SEQ ID NO: 118, B HekoTOpbIX BapuaHTax
peanmusanuy, aHTu—TREM?2 aHTHTENna 1O NAaHHOMY H300pPETEHHUIO COAepKaT BapHaOeIbHbIH
JOMEH TSDKEJON LeNH, BKIIOYAIOLUN aMHUHOKHCIOTHYHO MOCJIEAOBATEIbHOCTh C IO MEHbIIEH
mepe 85%, mo menbiuedi mepe 86%, mo MeHbiei mepe 87%, mo meHsiuel mepe 88%, mo
MeHblel mepe 89%, no menbiueil mepe 90%, o MeHbleit mepe 91%, o meHbIuel Mmepe 92%,
no Mesblueil Mepe 93%, no Mmenblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbineir mepe 97%, nmo menbineir Mepe 98%, mo menbiuei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCJIOTHOH TMOCJIENOBATENIbHOCTBIO BapHAOENIBbHOTO JOMEHA TSDKENOH
uenu antutena AL2p—59 wnmu ¢ amuHOkucaoTHOH nocnenoBarenbHOcTh0O SEQ ID NO: 91, npu
5TOM BapuaOeNbHbIN JOMEH TSDKEJIOH LEeNH BKIYAeT aMHHOKUCIIOTHBIE MOCIENOBATEIbHOCTH
HVR-H1, HVR-H2 u HVR-H3 anturena AL2p—59. B HexkoTOphIX BapuaHTax pealu3alluy,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp)KaT BapHaOeNbHbIH IOMEH JIErKOH
L[eNH, BKJIIOYAKOIUN aMHUHOKHUCIOTHYIO IOCJENOBAaTENbHOCT C MO MeHblleil Mepe 85%, mo
MeHblIel Mepe 86%, no meHbiuell Mepe 87%, o MeHbleil mepe 88%, no mensbiuel mepe 89%,
no Mesblueil Mepe 90%, no Menblueil Mepe 91%, no meHblueil Mepe 92%, MO MeHblIel Mepe
93%, no menbleit Mmepe 94%, no meHblIeit Mepe 95%, no meHblIel Mepe 96%, Mo MeHbLIeH
Mepe 97%, no menbiueit mepe 98%, mo menbledt mepe 99%, win 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TOCJIENOBATENbHOCTBIO BapHaOENbHOTO JOMEHA JIETKOH Lenu aHTUTena
AL2p-59 unu ¢ amuHOKHCIOTHOM mnocaenosaTenbHOCThr0 SEQ ID NO: 118, mpu sTom
BapualeNbHBIN JOMEH JIETKOH IeNy BKIF0UAeT aMUHOKHCIIOTHBIE rocienoBarenbHoctd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p—59. B HeKoTOpBIX BapuaHTaxX peaju3alliy, aHTH—
TREM?2 aHTUTENO COAEPKUT TMOCIENOBATENIbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyro no menbliei mepe 85%, no menbiueit mepe 86%, no mMeHblueii mepe 87%, mo
MmeHblel mepe 88%, nmo menbiueil Mepe 89%, o MeHbleit mepe 90%, o meHbIuel mepe 91%,
no MeHblueil Mepe 92%, no MmeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbIueit mepe 96%, no MmeHblet Mepe 97%, o meHblnel Mepe 98%, Mo MeHbLIeH
mepe 99%, wumm  100% HMOEHTUYHOCTM C AMHUHOKHCJIOTHOW  IOCJEAOBaTEIbHOCTHIO
BapuabeNbHOrO JOMEHa TsDKeNoW uenwn adHturena AL2p—59 wunmm ¢ aMUHOKHCIOTHOH
nocienosatenbHOcThI0 SEQ ID NO: 91, u comeprkatnyro 3aMeHbl (HanpuMep, KOHCEPBATHBHBIE
3aMEHbI, HHCEPLIMH WM JIEJICUHU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAIOIIEE TAKYI TMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTB
cBsi3biBaThesl ¢ TREM2. B HekOTOpBIX BapuaHTax peajm3anu, B obmeil cioxxkHoctu ot 1 1o 10
AMHHOKHCJIOT OBUIO 3aMEIIeHO, BCTABJIEHO, W/HWINW JeNeTHPOBAHO B aMHHOKHCIIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabeNbHOrO JOMEHa TsDKenod uenw aHturena AL2p-59 wmm
aMuHOKHCIIOTHOU nocnenoBatenbHocTU SEQ ID NO: 91. B HexkoTOpBIX BapHaHTax peaiu3alii,

B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMEIEeHO, BCTABIIEHO, U/ WU ASIETHPOBAHO
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B aMHUHOKHCJIOTHOH IOCIENOBATEIbHOCTH BapHaOeIbHOrO AOMEHa TSDKENOH LenH aHTUTena
AL2p-59 wunu amuHokucinotHoil mnocaenosatenbHocTH SEQ ID NO: 91. B HekoTOpbIX
BapUAHTaX peaJn3alliy, 3aMEHbl, HHCEPLIUN MU JIeJIeUN pacronoxkeHbl B odnactsax e HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTaxX peasu3aliy, 3aMeHbl, THCEPLIMH WM JeNeLUH
pacronokeHbl Ha FR-yuactkax. HeoOsizatenbno, antu—TREM2 aHTHUTENO COmEpKHT
nocienosarenbHoctb  VH  anturena  AL2p-59 wnmm SEQ ID  NO: 91, Bxmouas
NOCTTPAHCIISLOHHbIE MOAMGUKAIMN STOH IOCJIENOBATENPHOCTH. B KOHKpETHOM BapuaHTe
peammzatmu, VH conmepxut onuH, nBa win tpu HVR, BeiOpaHHBIX M3: (a) aMUHOKHCJIOTHOMN
nocienosarenbHoctd HVR-H1 anTurena AL2p—59, (b) aMUHOKUCIOTHO! MOCI€0BATENBHOCTH
HVR-H2 anturena AL2p—59, u (¢) amuHOokucinoTHO# nocnenosatenbHoctd HVR-H3 anTHTena
AL2p-59. B HekoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena mno ngaHHOMY
M300pETEHNIO BKJIFOYAKOT IOCJIEI0BATEIBHOCTh BapuabenpHOro naomeHa Jyerkor nemu (VL),
UMEIOIYI0 1O MeHbluel mepe 85%, mo meHblueit mepe 86%, mo Menbiueir mepe 87%, 1o
MeHbliel Mepe 88%, no menbiueil Mepe 89%, o MeHblieil mepe 90%, o meHbiuel mepe 91%,
no MeHblueil Mepe 92%, no MeHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbiuel Mepe 96%, no MeHblueill Mepe 97%, no MeHblieill Mmepe 98%, nmo MeHblIei
mepe 99%, wmm 100% HMOGHTUYHOCTH C AMUHOKHCIIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabeNpbHOrO JOMeHa Jerko wmenu aHtutena AL2p—59 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCThI0 SEQ ID NO: 118, u comeprkaryro 3ameHsl (HarpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMU HJIN JIEJIELUU 110 CPaBHEHUIO C pe(epeHCHOH MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAaKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanu, B odmeit cnoxxHoctu ot 1 1o 10
AMHMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, W/WIM JeNeTHPOBAHO B AMHUHOKHCIOTHOW
HIOCJIEIOBATEIbHOCTH ~ BapuaOeNpHOro JOMeHa Jierkoii wnemm adrturena AL2p—59  wm
aMHHOKUCIOTHOM mnocnenoBatenbHocTh SEQ ID NO: 118, B HekoTopbIX BapHaHTax
peanu3anuu, B 00MIeH CIOXKHOCTU OT | 10 5 aMHMHOKHCIOT ObIJIO 3aMEIeHO, BCTABJIEHO, /WU
JeNETHPOBAHO B AMUHOKUCJIOTHON MOCJIENOBATENIbHOCTH BAPHAOENIbHOTO TOMEHA JIETKOH Ienn
anturena AL2p—59 wunu amuHOKMCIOTHOH mocnenoBarenbHocTd SEQ ID NO: 118. B
HEKOTOPBIX BApUAHTAX PEATU3ALUH, 3aMEHbI, THCEPLIMH WJIH JEJICIIUH PACIIONIOKEHBI B 00IaCTSIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTax peaiu3alfi, 3aMeHbl, HHCEPLUH
win nenenuu pacrnonoxkenbl Ha FR—yvactkax. HeoOsizatenbHo, anTu—TREM2 anTuUTENO
conepxut mnocienosarenbHOCTh VL anturena AL2p—59 wnmu SEQ ID NO: 118, Bkmouas
MOCTTPAHCIISIIUOHHBIE MOAM(HUKALMM 3TOH IOCIENOBATEIbHOCTH. B KOHKPETHOM BapHaHTe
peamm3anmu, VL conmepskut oxmH, aBa wian Tpu HVR, BeiOpanHBIX 13: (a) aMHHOKHUCIOTHOH
nocaenosarenbHoctTd HVR-L1 anturena AL2p—59, (b) aMMHOKHCIIOTHOM MOCIEAOBATENbHOCTH
HVR-L2 anturena AL2p—59, u (¢) amuHOKHCIOTHOM nocnenoBaTenpHocTH HVR-L3 anturena
AL2p-59.

[0216] B nHexotopeix BapuaHTax peanusauuy, aHTu—TREM?2 anturena mo naHHOMY
nU300peTeHNIO CofeprKaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEOH

neny, I1pu 3TOM BapHa6eHbeIﬁ JOMCH TSDKEJIoH nenu COACPXKUT AMHUHOKUCIIOTHYIO
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MOCJIEIOBATENbHOCTh C MO MeHbluel Mepe 85%, mo mMeHblueln Mepe 86%, Mo MeHblIel Mmepe
87%, no menbiueit mepe 88%, nmo menbiuei mepe 89%, no mensbiueit mepe 90%, Mo MeHbIIEH
mepe 91%, no menbiueill mepe 92%, mo Menbuied mepe 93%, mo mensluell mepe 94%, mo
MeHbluel mepe 95%, no menblieit Mmepe 96%, no meHblue Mepe 97%, o menbiuei mepe 98%,
no MeHbineit mepe 99%, unu 100% HMAEHTUYHOCTH C AMMHOKHCIOTHOM IMOCIIE0BATEIbHOCTHIO
BapualbeNpHOro JOMeHa TsDkesod wenu aHturena AL2p—60 wim ¢ aMHHOKHCIOTHOH
nocnenosarenbHOCTEI0O SEQ ID NO: 53; w/mnn BapnaOebHbIH JOMEH JIETKOW LeNH COAEPKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATEIbHOCTD ¢ MO MeHbIel Mepe 85%, mo Menbinein mepe 86%, 1o
MeHblel mepe 87%, no menbiueii Mmepe 88%, o MeHblIeil mepe 89%, o meHbIuel mepe 90%,
no Mesblueil Mepe 91%, no menbiueit Mepe 92%, no meHbiuel mMepe 93%, mo MeHbIIeH Mepe
94%, no mensbiueit mepe 95%, no menHbiet mMepe 96%, nmo meHblei mMepe 97%, MO MeHbIIEH
Mepe 98%, mo wmenbmedn mepe 99%, wunmu 100% HMIEHTHYHOCTH € AMUHOKHUCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHA0ENbHOrO JOMEHa Jierkod menu adturena AL2p—60 wmm ¢
aMUHOKHUCJIOTHON mnocnenosarenbHocTeio SEQ ID NO: 113, B HekoTOphIX BapuaHTax
peamm3anyu, aHTH—TREM2 aHTHTena mo AaHHOMY H300pPETEHHIO COAepKaT BapuadeNbHBIN
JIOMEH TSDKEJOHN LieNH, BKJIIOYAIOLIUN aMUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHBbLIEH
mepe 85%, mo menblueil mepe 86%, mo MeHbiieil Mepe 87%, mo MmeHbluell mepe 88%, Mo
MeHblIeld Mepe 89%, no menbiueil Mepe 90%, o MeHbleil mepe 91%, no mensbiuel mepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, no menbiueir Mepe 97%, no menbieir Mepe 98%, mo menpuieit mepe 99%, unu 100%
UJIGHTUYHOCTH C aMHUHOKHCIIOTHOH MOCJIENOBATENIbHOCTBIO BapHAOENIbHOIO JOMEHA TSKENOH
uenu antutena AL2p—60 unu ¢ amuHOKkuCI0THOH nocnenoBarenbHOcTh0O SEQ ID NO: 53, npu
5TOM BapualeNbHbIH JOMEH TSKEJIOH ey BKIFOYAeT aMUHOKUCJIOTHBIE MOCIEeNOBATEIbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—60. B HexkOTOpBIX BapuaHTax pealu3alluy,
antTi—TREM2 aHTHTEeNna mo JaHHOMY H300pETEHHIO COAep:kaT BapuaOeNbHBIN JTOMEH JIeTKOH
L[eNH, BKJIIOYAIOIUN aMHHOKHUCJIOTHYIO IOCJENOBATEeNIbHOCTh C MO MeHblueld mepe 85%, mo
MeHblel mepe 86%, no menbiueil mepe 87%, no MeHblIeil mepe 88%, o MeHbIuel Mepe 89%,
no Mesblueil Mepe 90%, no menblueil Mepe 91%, no meHblueit Mmepe 92%, MO MeHbLIel mepe
93%, no menbIueit mepe 94%, no MmeHbiuet mMepe 95%, nmo menbieit mMepe 96%, MO MeHbIIEH
Mepe 97%, nmo menbiueit mepe 98%, mo menbedr mepe 99%, wnmm 100% HMOEHTHYHOCTH C
AMHHOKHCJIOTHOM TIOCJIEOBATENIbHOCTBIO BapHAaOENbHOTO JOMEHA JIETKOH LeNH aHTUTeNa
AL2p—60 unu ¢ amuHOKHCIOTHOW mnocnenosarenbHocTi0 SEQ ID NO: 113, nmpu sTom
BapuabeNbHBIA TOMEH JIETKOH LEMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienosatenbHocTd HVR—
L1, HVR-L2 u HVR-L3 anrturtena AL2p—60. B HekoTOpbIX BapuaHTax peaju3aliy, aHTH—
TREM?2 aHTHTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW LenH
(VH), umeromyro o menbliei mepe 85%, o mensineit mepe 86%, nmo meHsieii mepe 87%, mo
MeHbliel mepe 88%, no menbiuell Mepe 89%, o MeHbleil Mmepe 90%, no mensbiuel mepe 91%,
1o MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, MO MeHblIel Mmepe
95%, no menbiueit Mmepe 96%, no meHblieit mepe 97%, no meHblueil mepe 98%, Mo MeHbIIEH

mepe 99%., wm 100% HUOEHTUYHOCTA € AaMHUHOKHCJIOTHOH IIOCJIENOBATEIbHOCTHIO
2
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BapuabeNbHOrO JOMeHa TsDKenoW wnenu adHturena AL2p—60 wumm ¢ aMUHOKHMCIOTHOMN
nocaenosatenbHOCTEI0 SEQ ID NO: 53, u copeprkarnyro 3aMeHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbI, MHCEPLIMU WJIN JIeJIELUHU 10 CPaBHEHUIO C pe(epeHCHON MOCIenoBaTeNIbHOCThIO), HO
anTi—-TREM?2 aHTHTENO, BKIIOYAIOIIEE TAKYH IMOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
csi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajus3anu, B odmeit cnoxxHoctu ot 1 1o 10
AMMHOKHCJIOT OBUIO 3aMEINeHO, BCTABJIEHO, W/WIM JeJeTHPOBAHO B AMHHOKHCIOTHOH
IIOCJIEIOBATEIbHOCTH  BapuaOeNbHOro JOMeHa Tspkenod unenu anturena AL2p—60 wmm
amuHOKHUCIOTHOHN nocnenosarenbHOCcTH SEQ ID NO: 53. B HeKoTOpbIX BapUaHTaxX peajn3aLiii,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMELIEHO, BCTABJICHO, W/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCJIENOBATEIbHOCTH BapuaOeIbHOrO IOMEHAa TSDKENON Lenu aHTUTeNna
AL2p-60 wnu amuHokucnoTHoll mnocienosatenbHocTH SEQ ID NO: 53. B HekoTOpbIX
BapHUAHTAX peaJM3aLUH, 3aMEHbl, HHCEPLIUU WJIN JEJIeLHUN PacroiokeHbl B odnactsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX pean3alliy, 3aMEHbI, THCEPLIMH WJIH JEICeLUH
pacnionoxkenbl Ha FR-yuactkax. HeoOsizatenbrHo, anTu—TREM2 aHTHTENO COOEPIKHUT

nocnenosatenbHocte  VH  antutena AL2p—-60 wumu SEQ ID  NO: 53, Bximodas

,
NOCTTPAHCISIIUOHHBIE MOAM(HUKALNN 3TOH IMOCIENOBATENbHOCTH. B KOHKPETHOM BapHaHTe
peamm3annu, VH conmepxut ommH, nsa wim tpu HVR, BeiOpaHHBIX 13: (2) aMHHOKHCIOTHON
nocienosarenbHoctTd HVR-H1 anTurena AL2p—60, (b) aMHHOKHUCIOTHO! MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—60, u (c) amuHOKHCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTENa
AL2p-60. B HexkoropbIx BapuaHTax peanusauuu, aHTU—TREM2 aHTuTena no aaHHOMY
N300pETEHNIO BKJIFOYAIOT IIOCIEN0BATEIbHOCTh BapuabenpbHOro naomeHa yerkod nenu (VL),
UMEIOINYK Mo MeHbluell Mepe 85%, mo meHblueil mepe 86%, mo MeHbluel mepe 87%, 1o
MeHblel mepe 88%, no menbineii mepe 89%, nmo meHblieit mepe 90%, o MeHbIuelH Mepe 91%,
1o MeHblneil mepe 92%, no menslueit mepe 93%, no menbliel mMepe 94%, o MeHblIeH Mepe
95%, no menblueil Mmepe 96%, o mMeHbliel Mepe 97%, no MeHbluel Mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100% HMOEHTUYHOCTH C aMHHOKMCIOTHOH  IMOCJIENOBATENbHOCTHIO
BapuabenpbHOrO JOMeHa Jierkoi uenu antutena AL2p—60 wuim ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTBI0 SEQ ID NO: 113, u comepskaruyro 3aMeHbl (HapuMep, KOHCEPBAaTHBHbIE
3aMEHbI, MHCEPLMH WJIN JIEJICUU M0 CPABHEHUIO C pPe(epeHCHON MOCHenOoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIIOYAKOIIEE TAKYH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBs3biBaThesl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, W/WINM JAENETHPOBAHO B aMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH ~ BapuabenpbHOro JOMeHa Jierkod uenu aHturena AL2p—60 wm
amMuHOKHUCIOTHON nocnenoBatenbHoctd SEQ ID NO: 113, B HekoTOpbIX BapuaHTax
peanu3anuu, B OOIIeH CIOXKHOCTH OT 1 10 5 aMHMHOKUCIIOT OBLIO 3aMEIIeHO, BCTABIICHO, W/WJIH
IENEeTHPOBAHO B AMHUHOKHCIIOTHON MOCJIENOBATENbHOCTH BAPHAOENIbHOTO TOMEHA JIETKOH Lenu
anturena AL2p—60 wunum aMuHOKMCIOTHOH mnocneposarenbHocT SEQ ID NO: 113. B
HEKOTOPBIX BapUAHTAX PeasN3alliH, 3aMEHbI, THCEPLIMH WM JENIELUH PACTIONIOKEHBI B 00IACTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEeKoTOphIX BapuaHTax peaju3alliH, 3aMeHbl, MHCEPLIUU

win aenenun pacnonoxenbl Ha FR-yuactkax. HeoOszatenbHo, antu—TREM2 anTHTENO
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conepxuT mnocaenosarenbHocTh VL anturena AL2p—60 wnmu SEQ ID NO: 113, Brimouas
NOCTTPAHCIISIUOHHBIE MOAM(HKALNN 3TOH IMOCIENOBATENbHOCTH. B KOHKpPETHOM BapHaHTe
peammsanuu, VL conmepskut oauH, aBa uian Tpu HVR, BbiOpanHbIX n3: (a) aMHHOKHUCIOTHOMN
nocnenosarenbHoctTd HVR-L1 anturena AL2p—60, (b) aMMHOKHCIOTHOH MOC/IEA0BATENBHOCTH
HVR-L2 anturena AL2p—60, u (c¢) amuHOkucaoTHON nocnenoBatenbHocTd HVR-L3 anturena
AL2p—-60.

[0217] B Hexotopeix BapuaHTax peaiusanuy, aHTH—TREM?2 aHTHTEna mo naHHOMY
U300pETEHHUIO COZepIKaT BapuabeNbHbIN JOMEH JIErKOW Lenu U BapuabebHbIi JOMEH TSHKeOH
Lenu, TpPU OSTOM BapHAOENbHBIM JOMEH TSDKEJIOH LeNH CONEPKUT aMHHOKHUCIOTHYIO
MOCJIEIOBATEIPHOCTh C MO MeHbIel mepe 85%, mo Menbineln mepe 86%, Mo MeHblIed Mepe
87%, no menbiueit mepe 88%, mo menbIne mepe 89%, nmo menbiueit mepe 90%, MO MeHbIIEH
mepe 91%, no menbiueii mepe 92%, mo MeHbuiel mepe 93%, mo menbluell mepe 94%, mo
MeHblel mepe 95%, no menbiueil Mepe 96%, 1o MeHblIel Mepe 97%, 1o MeHblel Mepe 98%,
no Mesblueit Mepe 99%, unu 100% HUAEHTUYHOCTH ¢ AMHUHOKHCJIOTHON IMOCIEA0BATENbHOCTHIO
BapuabeNbHOrO JOMeHa TsDKeNnoW wenwn adHturena AL2p—-61 wumm ¢ aMUHOKHCIOTHOH
nocienosarenbHOCTEI0O SEQ ID NO: 70; w/unu BapraOenbHbI JOMEH JIETKOH LENH COAEPIKUT
AMUHOKHCIIOTHYIO TIOCIIEAOBATENLHOCTD € MO MeHbIel mepe 85%, mo menbinei mepe 86%, mo
MeHblel mepe 87%, no menbiueil Mepe 88%, o MeHbleil mepe 89%, o mensbiuel Mmepe 90%,
no Mesblueil Mepe 91%, no Mmenblueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no menbueit mepe 95%, no menplieit Mepe 96%, no meHbleit mepe 97%, MO MeHbLIEH
Mepe 98%, mno wmenbwedt mepe 99%, wunmu 100% MIEHTMYHOCTH C AMUHOKHUCIOTHOM
NOCJIEIOBATEIbHOCTBIO BapHaleNbHOro JoMeHa Jierkod menu adturena AL2p—61 wmm ¢
aMUHOKHUCJIOTHON nocnenoBatenbHocTei0 SEQ ID NO: 110. B HexoToppIX BapuaHTax
peanmusanuy, aHTH—TREM?2 aHTHTENna 1O NAaHHOMY H300pPETEHHUIO COAepKaT BapHaOeIbHbIH
JOMEH TSDKEJION LeNH, BKJIIOYAIOLIUN aMHUHOKHMCIOTHYIO IOCIEN0BATENIbHOCTb C MO MEHBLIEH
mepe 85%, mo menblueit mepe 86%, mo MeHbiuel mepe 87%, mo menslel mepe 88%, mo
MeHbIel mepe 89%, no menbiueii mepe 90%, o MeHbleil mepe 91%, o meHbIuel mepe 92%,
no Mesblueil Mepe 93%, no menblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel mepe
96%, mo menbinei mepe 97%, nmo menbineir mMepe 98%, mo menbiuei mepe 99%, wiu 100%
UJICHTHYHOCTH C aMHUHOKHCIJIOTHOW TOCJIENOBATENIbHOCTBIO BapHAaOENIbHOTO JOMEHA TSIKENOH
uenu antutena AL2p—61 wmm ¢ amuHOKuca0THOH nocnenoBarenbHocTh0 SEQ ID NO: 70, npu
5TOM BapuaOeNbHBII JOMEH TSDKEJOH LEenH BKII0YAeT aMHHOKHCIIOTHBIE TOCIIENOBATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—61. B HeKOTOPBIX BapMaHTax peaTu3aLny,
anTni—TREM2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEpIKaT BapHaOeNbHbIH TOMEH JIErKOH
LEeMNY, BKJIIOYAIINN aMHUHOKHUCIIOTHYIO TOCJEIOBATEbHOCTh C MO MeHbleld mepe 85%, mo
MeHblIel Mepe 86%, no meHblueil Mepe 87%, o MeHbliei Mepe 88%, o MeHblel mepe 89%,
no Mesblueil Mepe 90%, no MeHblueil Mepe 91%, no menblueil Mepe 92%, MO MeHblIeH Mepe
93%, no menbiueit Mmepe 94%, no menblieit Mepe 95%, no meHblei Mepe 96%, MO MeHbIIEH
mepe 97%, no menbiiein Mepe 98%, nmo menbuiein Mepe 99%, unu 100% wuneHTUYHOCTH C

AMHUHOKHCIJIOTHONH TIOCJIEIOBATEIbHOCThIO BapI/Ia6eanoro JIOMEHa JIeTKOM IIeMH aHTUTesa
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AL2p—61 unu ¢ amuHOKHCIOTHOM mnocnenosarenbHocTi0 SEQ ID NO: 110, nmpu sTom
BapuabeNbHBIA TOMEH JIETKOH LIeMH BKIFOYAaeT aMUHOKHCIOTHBIE mocienoBarenpHocTd HVR-
L1, HVR-L2 u HVR-L3 anturena AL2p—61. B HekoTOpbIX BapuaHTax peajau3aliy, aHTH—
TREM?2 aHTUTENO COAEPKUT IOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKENIOW Lenu
(VH), umeromyto no menbineii mepe 85%, no menbiueii mepe 86%, no meHsbluei mepe 87%, 1o
MmeHblei mepe 88%, no menblel Mepe 89%, no MeHsbiuei Mepe 90%, o meHbLuel mepe 91%,
1o MeHblneil mepe 92%, no menslueilt Mmepe 93%, no meHbliel mMepe 94%, Mo MeHblIeH Mepe
95%, no mensbIueit mepe 96%, no MmeHbinet mMepe 97%, nmo meHsbieil mepe 98%, MO MeHbIIEH
mepe 99%, wumm  100%  HMOEHTUYHOCTH C aMHUHOKUCJOTHOM  IMOCJIENOBATENbHOCTHIO
BapuabeNbHOrO JOMeHa TspKeJqoW uenwn adHturena AL2p—61 wumm ¢ aMUHOKHCIOTHOH
nocienosatenbHOCTEI0 SEQ ID NO: 70, u comepskartnyro 3aMeHbl (HanpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIEJIeUHU 10 CPABHEHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTHIO), HO
anTi—-TREM?2 aHTUTENO, BKJIFOYAKOIIEE TAKyH MOCIEIOBATEIBHOCTh, COXPAHSET CIOCOOHOCTH
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anu, B odmei cioxkHocty ot 1 mo 10
AMHHOKHUCJIOT OBUIO 3aMELICHO, BCTABJIEHO, WM JAENETHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTH  BapuabelbHOrO JOMEHa TspKenod unenu aHturena AL2p—61 wm
amuHokucnoTHOH nocnenosatenabHocTd SEQ ID NO: 70. B HeKOTOpbIX BapUaHTax peaju3aLui,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBUIO 3aMELIEHO, BCTABJICHO, W/UJTU AEJIETHPOBAHO
B aMUHOKHCJIOTHOH IOCIIEOBATEIbHOCTH BapuaOeNbHOrO IOMEHAa TSDKENON Lenu aHTUTena
AL2p-61 wunu amuHokuciaoTHON mnocaenosatenbHocTH SEQ ID NO: 70. B HekoTOpbIX
BapUAHTaX peaJM3alliy, 3aMEHbl, HHCEPLUU WU JIEeJEeLUN PacroiokeHsl B oonactsix BHe HVR
(t.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTax peasu3aliyl, 3aMEHbI, NHCEPLUU WU JeJelun
pacronokeHbl Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 aHTUTENO COOEPXKHT
nocienosarenbHocth  VH  anturena  AL2p-61 wnmm SEQ ID NO: 70, Bxmouas
NOCTTPAHCIISLMOHHbIE MOAM(UKAIIMY 5TOW IIOCHIENOBATENBPHOCTU. B KOHKPETHOM BapuaHTe
peammzatu, VH conepskut onuH, nBa uan Tpu HVR, BeIOpaHHBIX M3: (@) aMUHOKHCJIOTHOMN
nocienosarenbHoctd HVR-H1 anTurena AL2p—61, (b) aMUHOKUCIOTHOI MOCI€0BATENBHOCTH
HVR-H2 anturena AL2p—61, u (c) amuHOokucoTHOH nocnenosatenbHoctd HVR-H3 anTHTena
AL2p-61. B HexkoropbIx BapuaHTax peanusauud, aHTU—TREM2 aHTuTENna mno ngaHHOMY
U300pETEeHUIO BKJIFOYAIOT TOCJIENOBATENIbHOCTh BapuadeapbHOro aomeHa jerkod mermu (VL),
UMeIoLIyI0 Mo MeHblueil mepe 85%, mo menbiuell mepe 86%, mo MeHbiieil mepe 87%, mo
MeHblIel Mepe 88%, no meHbiueil Mepe 89%, o MeHbliel mepe 90%, o MeHb1el mepe 91%,
1o MeHblueil Mepe 92%, no meHblueil Mepe 93%, no MeHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbeit mepe 96%, no meHblet mepe 97%, no menbieil mepe 98%, Mo MeHbIIEH
mepe 99%, wmm  100% HMOGHTUYHOCTH C AMUHOKHCIOTHOM  TOCIEAOBATENIbHOCTHIO
BapuabenpHOrO JOMeHa Jerkod wnenu aHtutena AL2p—61 wmom ¢ aMUHOKHCIOTHOH
nocienosarenbHOCThI0 SEQ ID NO: 110, u copeprkaruyro 3aMeHsl (HarpuMep, KOHCEPBAaTHBHbIE
3aMEHbI, HHCEPLIMH WJIN JIeJIEUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anTi—-TREM?2 aHTHTENO, BKJIIOYAIOIIEE TAaKyH MOCIENOBATEIBHOCTh, COXPAHSIET CIOCOOHOCTH

cBs3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanuu, B obmeit cnoxxnoctu ot 1 1o 10
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AMHHOKHUCJIOT OBUIO 3aMEILICHO, BCTABJIEHO, W/WIN JAENEeTHPOBAHO B aMHHOKHCIOTHOM
IOCJIEIOBATENIbHOCTH ~ BapuabenpbHOro JOMeHa Jierkod uenu aHturena AL2p—61 wm
aMuHOKHUCIOTHON nocnenoBatenbHocTd SEQ ID NO: 110 B HekoTOpbIX BapuaHTax
peanu3auuu, B OOIIeH CIOXKHOCTH OT 1 70 5 aMMHOKHUCIIOT OBLIO 3aMEIIeHO, BCTABIIEHO, W/WJIH
JEeNeTHPOBAHO B AMHUHOKUCJIOTHOHM MOCJIEN0BAaTENbHOCTH BapHa0eNbHOrO TOMEHA JIErKOH Lienu
anturena AL2p-61 wunm amuHOKMCIOTHOM mnocnenosarenbHocTy SEQ ID NO: 110. B
HEKOTOPBIX BAPHUAHTAX PeasIU3alui, 3aMEHbI, NHCEPIIMU WU JIEJIELIN PACIIONIOKEHbI B 00IaCTsIX
BHe HVR (1.e., Ha FR—yuacTkax). B HEKOTOpBIX BapuaHTax peayu3alii, 3aMEeHbl, UHCEPLUH
win aeneuun pacnosnoxkenbol Ha FR-yuactkax. HeoOszatenbno, antu—TREM2 anTHTENO
conepxut mnocienosarenbHocTh VL anturena AL2p—61 wmm SEQ ID NO: 110, Bkmouas
NOCTTPAHCIISIIUOHHBIE MOAM(DHUKALNK 3TOH IMOCIENOBATEIBPHOCTH. B KOHKPETHOM BapHaHTE
peammzanmu, VL conmepskut oamH, aBa wiu Tpu HVR, BeiOpanHBIX M3: (a) aMHHOKHUCIOTHOH
nocienosarenbHocTd HVR-L1 anturena AL2p—61, (b) aMMHOKHUCIIOTHOH MOCIIEAOBATENIbHOCTH
HVR-L2 anturena AL2p—61, u (¢) amuHOKHCcIOTHON nocnenoBatenbHocTH HVR-L3 anturena
AL2p-61.

[0218] B nHexotopeIx BapuaHTax peanusauuu, aHTU—TREM?2 aHTuTena mo naHHOMY
U300pETEHHUIO COAep KaT BapuabeNbHbIN JOMEH JIETKOW Lenu U BapuabeNbHbI JOMEH TSKEJIOH
Lend, NPU OSTOM BapHaOENbHBIH JOMEH TSDKEJIOH LEeNH CONEPKUT aMHHOKHCIOTHYIO
MOCJIEI0BATENBHOCTE C MO MeHbllel Mepe 85%, mo MeHblueill Mepe 86%, Mo MeHblIel Mepe
87%, no menbluel Mepe 88%, no MeHbleil mepe 89%, no Menbuieil mepe 90%, no mMeHblIeH
mepe 91%, no menbiueil mepe 92%, mo Menbuied mepe 93%, mo menslueln mepe 94%, mo
MeHblIel Mepe 95%, no meHblieit Mepe 96%, o Menblue Mepe 97%, no menbiueil mepe 98%,
no MeHbineit mepe 99%, unu 100% HMAEHTUYHOCTH C AMMHOKHCIIOTHOM IOCIIE0BATEIbHOCTHIO
BapualbeNpHOro JOMeHa TsDKeyJoW wenu aHturena AL2p—62 wim ¢  aMHHOKHCIOTHOH
nocnenosarenbHOCTEI0O SEQ ID NO: 71; w/unu BapuabesbHbIN TOMEH JIETKOH LEMH CONEPIKHUT
AMUHOKHCJIOTHYIO TTOCJIEIOBATENBHOCTD C MO MeHblel Mepe 85%, mo MeHbiueit mepe 86%, 1o
MeHb1el mepe 87%, no menbiueii Mmepe 88%, o MeHblieil mepe 89%, o meHbiuel Mmepe 90%,
no Mmesblueil Mepe 91%, no menbiueil Mepe 92%, no MeHblueil Mepe 93%, MO MeHblIel mepe
94%, no menbluel Mepe 95%, no MeHblueil Mepe 96%, no meHbluel Mepe 97%, MO MeHbLIeH
Mepe 98%, mo wmenbmedn mepe 99%, wunmu 100% HMIEHTHYHOCTH € AMUHOKHUCIOTHOM
NIOCJIEIOBATEIbHOCTBIO BapHa0ENIbHOrO JOMEHa Jierkod menu aHturena AL2p—62 wmm ¢
aMUHOKHUCJIOTHON mnocnenosarenbHocTeio SEQ ID NO: 111. B HekoTOpbIX BapuaHTax
peamm3anmy, aHTH—TREM2 aHTHTena mo DaHHOMY H300pPETEHHIO COAepKaT BapuaderbHBIN
JIOMEH TSDKEJOHN LieNH, BKJIIOYAIOLIUN aMUHOKHCIOTHYIO IOCIEN0BATENbHOCTh C MO MEHBbLIEH
mepe 85%, mo menblueil mepe 86%, mo MeHbuield mepe 87%, mo menbluell mepe 88%, mo
MeHblel mepe 89%, no menbiueil Mepe 90%, no Menblieil Mepe 91%, o MeHblIel mepe 92%,
no Mesblueil Mepe 93%, no MeHblueil Mepe 94%, no MeHblueil Mepe 95%, MO MeHblIel Mepe
96%, no menblieil mepe 97%, no MeHbliell Mepe 98%, no Menbuieil Mepe 99%, unu 100%
UJIGHTUYHOCTH C aMHUHOKHCIJIOTHOH MOCJEIOBATENbHOCTIO BapuabeIbHOTO JTOMEHA TSKEION

uenu antutena AL2p—62 unu ¢ aMmuHOKUCI0THOH nocnenoBarenbHOCThI0O SEQ ID NO: 71, npu
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5TOM BapuaOeNbHBIN JOMEH TSDKEJOH LenH BKIIOYAeT aMHHOKHCIIOTHbIE MOCIIEN0BATENbHOCTH
HVR-HI1, HVR-H2 u HVR-H3 anturena AL2p—62. B HeKkOTOpBIX BapuaHTax pealu3aliy,
anTui—TREM?2 aHTHTENa MO AaHHOMY H300PETEHHIO COAEp:KaT BapHaOeNbHbIH TOMEH JIErKon
LN}, BKJIIOYAKOLUNA aMHHOKHUCJIOTHYIO IOCJIENOBATENbHOCTh € MO MeHblued mepe 85%, mo
MeHbIel mepe 86%, o menbineii mepe 87%, o MeHblieit mepe 88%, o meHbIuel mepe 89%,
no MeHbineit mepe 90%, no mensiueiit mepe 91%, no menbuieil Mepe 92%, MO MeHblIEH Mepe
93%, no menbInel Mepe 94%, no Menbiueii Mepe 95%, o MeHbliel Mepe 96%, MO MeHbLIeH
mepe 97%, no meHbineir mepe 98%, mo menbuieir mepe 99%, wnu 100% HAEHTUYHOCTH C
AMHHOKHUCJIOTHOM TIOCJIEZOBATEIbHOCTBIO BapuaOeNbHOTO JIOMEHA JIETKOH Lenu aHTUTena
AL2p—62 wunu ¢ aMuHOKHCIOTHOW mocnenosareabHocThi0 SEQ ID NO: 111, nmpu sTom
BapuadeNbHBIA TOMEH JIETKOH LIeMH BKIFOYAaeT aMUHOKHCIIOTHBIE mocienoBarenpHocTH HVR—
L1, HVR-L2 u HVR-L3 anturena AL2p—62. B HekoTOpbIX BapuaHTax peaju3aluy, aHTH—
TREM?2 aHTUTENO COAEPKUT MOCIENOBATENbHOCTh BapuabeIbHOrO JOMEHA TSDKEJIOW LenH
(VH), umeromyro mo menbineii mepe 85%, o mensineii Mmepe 86%, o mensiuei mepe 87%, 1o
MeHblIel Mepe 88%, no menbiuell Mepe 89%, o MeHblieil mepe 90%, no meHbiuel Mepe 91%,
no MeHblueil Mepe 92%, no menblueil Mepe 93%, no meHblueil Mepe 94%, Mo MeHblIel mepe
95%, no menbiueit mepe 96%, no meHblet mepe 97%, no meHbiueil mepe 98%, Mo MeHbIIEH
mepe 99%, wumm  100%  HMOEHTUYHOCTM C AMUHOKUCJIOTHOW  IOCJEAO0BAaTEIbHOCTBHIO
BapuabeNpbHOrO JOMeHa TsDKenoW wnenu aHtutena AL2p—62 wumm ¢ aMUHOKHMCIOTHOMN
nocienosatenbHOCcThI0 SEQ ID NO: 71, u copeprkarnyro 3aMeHbl (HanpuMep, KOHCEPBATHBHbIE
3aMEHbI, HHCEPLIMU HJIM JIeJIELUU 10 CPABHEHHUIO C pe(epeHCHON MOCIenoBaTeIbHOCTBIO), HO
anTi—-TREM?2 anTHTENO, BKJIIOYAIOIIEe TAaKyH MOCIENOBATEIbHOCTb, COXPAHSET CIOCOOHOCTH
cBsi3biBaThesi ¢ TREM2. B HekoTOpBIX BapuaHTax peajusanu, B odueit cnoxxnoctu ot 1 1o 10
AMHMHOKHCJIOT OBUIO 3aMEINeHO, BCTaBJIEHO, WWIM JEeNeTHPOBAHO B AaMHUHOKHCIOTHOH
IIOCJIEIOBATEIbHOCTH  BapualOeNbHOrO JOMeHa Tshkenod unenu aHturena AL2p—62 wmm
aMuHOKHCIIOTHOM TocsenoBatenbHocTU SEQ ID NO: 71. B HEKOTOPBIX BapHaHTaX peaiu3aliyi,
B 001Iel CIOKHOCTH OT 1 10 5 aMUHOKHUCIIOT OBLIO 3aMELIEHO, BCTABJICHO, U/UJTH AEJIETHPOBAHO
B aMHHOKHCJIOTHOW MOCJENOBATEIbHOCTH BapuaOeIbHOrO IOMEHAa TSDKENOH Lenu aHTUTena
AL2p-62 wnu amuHokucinotHoil mnocienosatenbHocTH SEQ ID NO: 71. B HekoTopbIX
BapHUAHTAX pPeaJM3alUH, 3aMEHbl, HHCEPLUU WU JEJIeLHUH PacroiokeHbl B odnacTsix BHe HVR
(t.e., Ha FR—y4acTkax). B HEKOTOpBIX BapHaHTaX peaTU3aLfH, 3aMEHbl, HHCEPLIMH WJIH JENEIHH
pacrionokeHbl Ha FR—yuactkax. HeoOszatenbno, antn—TREM2 aHTHTENnO CoOmep:kuT
nocnenoBarenpbHocTh  VH  anturema AL2p—62 wm SEQ ID NO: 71, Bxmoyas
NOCTTPAHCIISIIUOHHBIE MOAM(HUKALNN 3TOH IOCIENOBATEIBbHOCTH. B KOHKPETHOM BapuaHTE
peammsanmu, VH conmepxut onmH, nsa wim tpu HVR, BeIOpaHHBIX M3: (2) aMUHOKHCIOTHOM
nocienosarenbHoctTd HVR-H1 anTurena AL2p—62, (b) aMUHOKHUCIOTHOH MOCIE0BATENBHOCTH
HVR-H2 anturena AL2p—62, u (c) amuHOKUCIOTHOH nocnenosatenbHoctd HVR-H3 anTHTeNa
AL2p-62. B HexkoTOopbIx BapuaHtax peanusauuu, aHTU—TREM2 aHTuTena no ngaHHOMY
N300pETEeHNIO BKJIIOYAIOT TOCJEIOBATENIbHOCTh BapuadeapbHOro aomeHa Jjerkod mermu (VL),

UMEIOLIYI0 Mo MeHblueil mepe 85%, mo menbluell mepe 86%, mo MeHnbiiei mepe 87%, mo
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MeHbliel mepe 88%, no menbiuell Mepe 89%, o MeHbleil Mmepe 90%, no mensbiuel mepe 91%,
1o MeHblueil Mepe 92%, no menblueil Mepe 93%, no menblueil Mepe 94%, no MeHblIEH Mepe
95%, no menbiuel Mepe 96%, no MeHbluell Mepe 97%, o MeHblueill Mepe 98%, Mo MeHblIeH
mepe 99%, wumm  100% HMAEHTUYHOCTM C  AMHUHOKUCJIOTHOM  IOCJEAOBATEIbHOCTBHIO
BapuabenpbHOro JOMeHa Jerkod unenu aHtutena AL2p—62 wumm ¢ aMHUHOKHMCIOTHOM
nocnenosarenbHOCTHI0O SEQ ID NO: 111, u comepskainyro 3aMeHbl (HanpuMep, KOHCEpBATHBHBIE
3aMeHbl, MHCEPLUU WIN JeNIE[UN 10 CPABHEHUIO C peepeHCHON IOCIeN0BATENbHOCTHIO), HO
anTu—-TREM?2 aHTUTENO, BKJKOYANOIIEE TAKyH IOCIENOBATEIBHOCTh, COXPAHSIET CIOCOOHOCTh
cBsi3biBaThCsl ¢ TREM2. B HeKOTOpBIX BapuaHTax peaju3anuu, B oowmeil cinoxkHoctu ot 1 no 10
AMHHOKHUCJIOT OBbUIO 3aMELICHO, BCTABJIEHO, W/WIM JAENEeTHPOBAHO B AMHHOKHCIOTHOM
NOCJIEIOBATEIbHOCTH  BapuabeapbHOro JIOMEHa Jierkod uernu aHturena AL2p—62 wim
amuHOKHUCIOTHON mocnenoBatensHocty SEQ ID NO: 111. B  HekoTOpeIX BapuaHTax
peanu3anuu, B OOIIeH CIOXKHOCTH OT 1 10 5 aMMHOKHUCJIOT OBLIO 3aMEIIeHO, BCTABIIEHO, W/WJIH
JENEeTHPOBAHO B AMHUHOKHCIIOTHOH MOCJIENOBATENbHOCTH BapHAaOEIbHOTO TOMEHA JIETKOH Lenu
anturena AL2p—62 unu aMuHOKMCIOTHON mnocnenosarenbHocty SEQ ID NO: 111. B
HEKOTOPBIX BApPUAHTAX PEAU3ALUH, 3aMEHbI, THCEPLIMH WJIH [N PACTIONIOKEHBI B 00IACTIX
BHe HVR (1.e., Ha FR—yuacTkax). B HeKkoTOphIX BapuaHTax peann3aliy, 3aMeHbl, HHCEPLHH
win aenenun pacnonoxkeHsl Ha FR—yuactkax. HeoOszatenbno, antu—TREM2 anTHTENO
conepxuT mnociaenosarenbHocTh VL anturena AL2p—62 wnmu SEQ ID NO: 111, Bkmouas
NOCTTPAHCIISILIUOHHBIE MOAM(DUKALNK 3TOH IOCIENOBATEIBHOCTU. B KOHKPETHOM BapuaHTe
peammsaumnu, VL conmepsxut oamH, aBa unn Tpu HVR, BbIOpaHHBIX u3: (a) aMHHOKHCIIOTHOH
nocnenosarenbHocTd HVR-L1 anturena AL2p—62, (b) aMMHOKHCIIOTHOH MOC/IEA0BATENbHOCTH
HVR-L2 anturena AL2p-62, u (c¢) amuHokucaoTHON nocnenosatenbHocTd HVR-L3 anturena
AL2p-62.

[0219] B HekoTOpBIX BapuaHTax peanu3auuu mnpeaycmarpusaercss aHTU—TREM2
AHTHUTENIO, TPU STOM YyKa3aHHOE AaHTHUTENO conmep:kutr VH, kxak B J0OOM M3 BapHaHTOB
peanu3anyM, TPUBEACHHBIX Bbimle, WU VL, kak B moOOM H3 BApUAHTOB pEATH3ALNH,
NPUBENEHHBIX BbIle. B HEKOTOPhIX BapHaHTaX peaju3alyd, B [JaHHOM JOKYMEHTe
npenycMatpuBaroTcss anTu—TREM?2 aHTuTEna, Npu 3TOM yKa3aHHOE aHTUTENO COAepKUT VH,
Kak B JIOOOM M3 BapUAHTOB peaM3alliy, NPUBENEHHBIX Bbime, W VL, kak B mobom u3
BAPUAHTOB peald3alluy, MpPHUBEIEHHBbIX Bbllle. B OgHOM BapuaHTe peanu3aliy, aHTHUTEJO
conepxut nocnenosarenpbHoctTd VH u VL, npencrasnennsie B SEQ ID NO: 27-71 u 91, u SEQ
ID NO: 92-113 u 118, cOOTBETCTBEHHO, BKJIIOYAsl MOCTTPAHCISLUOHHBIE MOAU(DUKALNN STHX
MOCJIEIOBATEIbHOCTEN.

[0220] B HEKOTOpBIX BapUAHTAX peaTH3ALUHU, AHTUTENO COIEPKUT BapHaOETbHYIO
00JIaCcTh TSKEJION LIEMH, COAePKAIIyI0 aMUHOKUCIIOTHYIO TiochenoBatenbHocTh SEQ ID NO: 53,
w/wmn  BapuabenbHYr0  00JacTb  JIETKOW  LEMH,  COAEpPXKAIIyld  AMHUHOKHCJIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 97 B HekoTOpbIX BapuaHTax pealu3aliy, AHTUTEINO
COAEPKUT BapHaOeNbHYI0 00NacTh TSKENOW LeNu, COAEPKAIIYH aMHHOKHCIOTHYIO

nocienosarenbHocth SEQ ID NO: 59; w/mnm BapuabenpHyro 00jacTh JIeTKOH 1iemy,
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CONEepIKAIIYI0 aMHUHOKHUCIOTHYIO0 mnocienoBateabHocTe SEQ ID NO: 104, B HekoTOpbIX
BApUAHTAX pEAJM3all{, AaHTUTENO COACPKUT BapuabelbHYI0 OONACTh TSDKENOH Iemny,
COIEp KAIYI0 aMHHOKHUCIOTHYIO nocienosarenbHocTh SEQ ID NO: 64; w/unu BapuadenbHyro
00JIacTh JIETKOM e , COAEePIKAIIYI0 aMHHOKUCIOTHYIO nocsienosareabHocTh SEQ ID NO: 108.
B HeKoTOpBIX BapHaHTAax peaf3aldy, aHTUTEJIO CONEPXKUT BapHaOeNbHYI0 O00JaCTh TSKEJIOH
LeNnH, CONEpKAIlyld aMHHOKUCIOTHYI mocnenoBatesbHocTe SEQ ID NO: 70; w/wmm
BapualenpHyr0 00NacTh JIErKOH Ieny, COAEp KAIIyl) aMUHOKHCIOTHYIO IOCIENOBATEIbHOCTD
SEQ ID NO: 110. B HeKoTOpBIX BapHaHTax peau3allK, aHTUTEJIO COAEPKUT BapuaOeTbHYIO
00J1aCTh TSOKENON LIEMH, COAEP KAy aMUHOKUCIIOTHYIO nocienosareasHocTh SEQ ID NO: 71;
w/uu  BapuabenbHYr0  00JacTh  JIETKOW  LEMH,  COAEPKAIIY)  aMUHOKHUCJIOTHYIO
nocnenosatenbHOCTe SEQ ID NO: 111. B HexkoTOphIX BapuaHTax peanu3aliy, aHTHUTEJIO
COIEpPKHUT BapUaleNbHYI0 00NacTh TSKENOW [EeNH, COAEPKAIYH aMHHOKHCIOTHYIO
nocienosarenbHocTh SEQ ID NO: 59; w/mnm  BapuabenbHYH0 00JacTh JIETKOH Iiemw,
CONEpIKAIIY0 aMHUHOKHCIOTHYIO mnocienoBareabHocTe SEQ ID NO: 112, B HekoTopbIxX
BApPUAHTAX pEAJHM3alM{, AaHTUTENIO COACPKUT BapuabelbHYIO OONACTh TSDKENIOH Iemy,
COIEpIKAIYI0 aMHHOKHUCIOTHYIO mocienoarenbHocTh SEQ ID NO: 53; w/unu BapuabenbHyIO
00JIacTh JIETKOU IEMH, COMePIKAIYI0 aMIHHOKHUCIIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 113.

[0221] Jlroboe w3 aHTUTEN MO MAHHOMY H300PETEHHI0 MOKET TPOAYLUPOBATHCS
KJIETOYHOW JHHMEH. B HEKOTOpBIX BapHaHTaxX peajM3alfM, KIETOYHAs JIMHUS MOXET OBITh
KJIETOUHOMN JIMHUEHN MIIEKONUTAIOLIEr0. B HEKOTOPBIX BapuaHTax peann3aliy, KJIeTOUHas JTUHUS
MOJKeT OBbITh TMOPUIOMHON KIIETOYHOH JNuHHUeH. B npyrux BapmaHtax peanusanuy, KJIETOYHAs
JVHUSA MOXET OBITh APOOKEBOHM KieTouHON suHued. JlroOas KieTouHas JIMHUS, WU3BECTHAs
CHeLMAINCTaM, NMPUTOAHAs AJI NPOXYLUPOBAHUS AHTUTEN, MOXET OBITh MCIIONb30BaHA MJIS
NPOAYLIMPOBAHMS AHTHTEJA 110 JAHHOMY M300peTeHH0. THnuiHbIe NpuMepsl KIETOUHBIX JINHUN
IJISL IPOAYLIMPOBAHUS AHTUTEI ONUCAHBI B TAHHOM U300pETEeHUH.

[0222] B HexoTopbIx BapuaHTax peanusauuu, aHTU— REM2 anturteno npencrapiser
coboti anTi—TREM2 MOHOKJIOHaTbHOE aHTHTENO, BhiOpaHHOe u3 AL2p-h50, AL2p-2, AL2p-3,
AL2p-4, AL2p-5, AL2p-6, AL2p-7, AL2p-8, AL2p-9, AL2p-10, AL2p-11, AL2p-12, AL2p-
13, AL2p-14, AL2p-15, AL2p-16, AL2p-17, AL2p-18, AL2p-19, AL2p-20, AL2p-21,
AL2p-22, AL2p-23, AL2p-24, AL2p-25, AL2p-26, AL2p-27, AL2p-28, AL2p-29, AL2p-30,
AL2p-31, AL2p-32, AL2p-33, AL2p-h77, AL2p-35, AL2p-36, AL2p-37, AL2p-38, AL2p-
39, AL2p—40, AL2p—41, AL2p-42, AL2p—43, AL2p-44, AL2p-45, AL2p—46, AL2p-47,
AL2p—48, AL2p—49, AL2p-50, AL2p-51, AL2p-52, AL2p-53, AL2p-54, AL2p-55, AL2p-56,
AL2p-57, AL2p-58, AL2p-59, AL2p—60, AL2p—61, AL2p-62, AL2p-h19, AL2p-h21, AL2p-
h22, AL2p-h23, AL2p-h24, AL2p-h25, AL2p-h26, AL2p-h27, AL2p-h28, AL2p-h29, AL2p-
h30, AL2p-h31, AL2p-h32, AL2p-h33, AL2p-h34, AL2p-h35, AL2p-h36, AL2p-h42, AL2p-
h43, AL2p-h44, AL2p-h47, AL2p-h59, AL2p-h76 u AL2p—h90.

[0223] B HexoTopbIx BapuaHTax peanusauuu, aHTU—TREM2 anTuteno npexncrabiseT
coboii anTu—TREM?2 wmonoknoHanpHOe aHTuTeno AL2p-31. B HekoTOpsIX BapHaHTax

peanuzauuu, aHTH—1TREM?2 anTUTENnO mpencraBiisieT COOOM BBIAENIEHHOE AHTUTENO, KOTOPOe
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CBSA3BIBAETCS MO CyliecTBY C TeM ke snuronoM TREM?2, uro u AL2p-31. B HekoTOpbIX
BapuaHTax peanmsanuy, aHTH—IREM2 antHTeNno npeacrasisieT coO0H BbIIENIEHHOE aHTHUTEJO,
comepxkammee  HVR-H1, HVR-H2 u HVR-H3 BapuaOenbHOro AOMEHa TSDKEJION Ienu
MOHOKJIOHaNbHOTO aHtutena AL2p-31. B HexkoTopbIx BapuaHTax peanu3zauuy, aHTU—IREM2
AHTUTEJIO TpEeACTaBisieT co0Ol BhImeNIeHHOe aHTureno, coxepxamee HVR-L1, HVR-L2 u
HVR-L3 nerxoif nenu BapuaOeIpbHOrO AOMEHa MOHOKJIOHanbHOro amturena AL2p-31. B
HEKOTOPBIX BapuaHTax peanusauuy, anti—TREM?2 antuteno npencrasiser coOOi BbIIENEHHOE
antureno, conepxkamee HVR-H1, HVR-H2 u HVR-H3 BapuabenpbHOro JOMeHa TSKENIOH Lenu
u HVR-L1, HVR-L2 u HVR-L3 nerkoii nenu BapuabeIpbHOrO TOMEHAa MOHOKJOHAJIBHOTO
anturena AL2p-31.

[0224] B HexoTopbIx BapuaHTax peanusauuu, aHTU—TREM2 anturteno npencraBiseT
cobori anTu—TREM2 wmoHoknoHampHOe aHTUTENOo AL2p-37. B HEKOTOpBIX BapHaHTax
peanusanuu, aHTH—TREM?2 aHTUTENO mpeAcTaBiisieT COOOUW BBIAENIEHHOE AHTHUTENO, KOTOPOe
CBs3BbIBAETCS MO CyllecTBY ¢ TeM ke snuronoM TREM?2, uro u AL2p-37. B HekoTOpbIX
BapuaHTax peanmsanuu, aHTH— ]I REM2 anTHTEeNno npeacrasisier coO0il BbIIENIEHHOE aHTHUTEIO,
comepxkammee  HVR-H1, HVR-H2 u HVR-H3 BapuabenbHOrO JOMEHA TSDKENION IemnH
MOHOKJIOHaNbHOrO aHtutena AL2p-37. B HekoTOpbIX BapuaHTax peanuszauuu, aHTu— REM2
AaHTHUTENIO TPEACTaBJsIET COOOW BbIAENEHHOE aHTUTeNo, conepxkamee HVR-L1, HVR-L2 u
HVR-L3 nerxoii mernu BapuaOenbHOrO JOMEHAa MOHOKIOHaJbHOro anturena AL2p-37. B
HEKOTOPBIX BapHaHTax peanusauuu, aHTH—REM?2 aHTHTEN0 npencrasiser coO0H BhIIENIEHHOE
anrureno, conepkamee HVR-H1, HVR-H2 u HVR-H3 BapunaGenbHOro qoMeHa TsKenoi nenu
u HVR-L1, HVR-L2 u HVR-L3 nerkoii nenu BapuabeapbHOro JOMEHAa MOHOKJIOHAJIBHOTO
anturena AL2p-37.

[0225] B nHekoTopbIx BapuaHTax peanuzauuu, aHTH—TREM2 aHTHTENO npencraBiseT
coboit anTu—-TREM2 wmoHOKknOHampHOe aHTUTeno AL2p-47. B HEKOTOphIX BapHaHTax
peanusauuu, aHTH—TREM?2 aHTUTENO mpencTaBiiseT COOOH BBIAENEHHOE AHTHUTENO, KOTOPOEe
CBSI3BIBAETCS MO CylecTBY ¢ TeM ke snuronoM TREM2, uro u AL2p—47. B HekoTOpbIX
BapuaHTax peanmsanuu, aHTH—TREM2 aHTHTeNno npeacrasisier coO0i BbIIENIEHHOE aHTHUTEJO,
conepxkammee  HVR-H1, HVR-H2 u HVR-H3 BapuabenbHOro JOMEHA TSKENION Iemnu
MOHOKJIOHanbHOrO aHtutena AL2p—47. B HekoTOpbIX BapuaHTax peanuszauuu, aHTU— I REM2
AHTHUTEJIO TPEACTaBJsieT cOoOOW BbIAENEHHOE aHTUTENo, conepkamee HVR-L1, HVR-L2 u
HVR-L3 nerkoii menu BapuaOenbHOrO OOMEHAa MOHOKIJIOHaJbHOrO antutena AL2p—47. B
HEKOTOPBIX BapHaHTax peanusaunu, aHTH—REM?2 aHTHTENO0 npencTaBiseT coOOH BhIIENIEHHOE
antureno, conepxamee HVR-H1, HVR-H2 u HVR-H3 BapunabenpbHOro qOMeHa TSKENIOH Hend
u HVR-L1, HVR-L2 u HVR-L3 nerkoii nenu BapuabeapbHOro TOMEHAa MOHOKJIOHAIBHOTO
anturena AL2p—47.

[0226] B HexoropbIx BapuaHTax peanusauuu, aHTU—TREM2 antuteno npexncrasiseT
cobori anTu—TREM2 wmoHoknoHanpHOe aHTHUTeNno AL2p-58. B HekoTopsIX BapHaHTax
peanuzauuu, aHTH—TREM?2 aHTUTENO mpencTaBiisieT COOOM BBIAECJIEHHOE AHTHUTENIO, KOTOPOe

CBSA3BIBAETCS MO CylecTBYy ¢ TeM ke snuronoM TREM?2, uro m AL2p-58. B HekoTOpbIX
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BapuaHTax peanmsanuy, aHTH—IREM2 antHuTeno npeacrasisier coO0i BbIIENIEHHOE aHTHUTEIO,
comepxkammee HVR-H1, HVR-H2 u HVR-H3 BapuabenbHOrO AOMEHA TSDKENION IemnH
MOHOKJIOHaJIbHOTO aHtutena AL2p—58. B HekoTopbIXx BapuaHTax peanu3zauuu, aHTu— I REM2
aHTUTENIO TPEACTaBJsieT coOON BblAENeHHOE aHTuTeno, conepxkamee HVR-L1, HVR-L2 u
HVR-L3 nerkoii nenu BapuaOeIbHOrO AOMEHAa MOHOKJIOHaJbHOro antutena AL2p-58. B
HEKOTOPBIX BapuaHTax peanusanuu, aHTi—TREM?2 antuTeno npencrasiser coOOi BbIIENEHHOE
anrureno, conepkamee HVR-H1, HVR-H2 u HVR-H3 BapuaGenbHOro qoMeHa TsKeNoi Henu
u HVR-L1, HVR-L2 u HVR-L3 nerkoii uenu BapuabeIbHOrO JOMEHAa MOHOKJIOHAJIBHOTO
anturena AL2p-58.

[0227] B HexoropbIx BapuaHTax peanusauuu, aHTU—TREM2 anturteno npexncraBiseT
coboii antu—TREM2 wmoHoknoHampHOe aHTUTeNno AL2p—60. B HeKOTOpbIX BapHaHTax
peanusauuu, aHTH—TREM?2 aHTUTENO mpeAcTaBiisieT COOOU BBIIENEHHOE AHTUTENO, KOTOPOe
CBSI3BIBAETCS MO CyLlecTBY C¢ TeM ke snutonoM TREM?2, uro u AL2p-60. B HekoTOpbIX
BapuaHTax peanmsanuu, aHTH—IREM2 aHTHTeNno npeacrasisier coO0il BbIIENIEHHOE aHTHUTEIO,
comepxkammee  HVR-H1, HVR-H2 u HVR-H3 BapuabenbHOrO JOMEHA TSKENION IemnH
MOHOKJIOHaNIbHOTO aHTtuTena AL2p—60. B HekoTOpbIX BapuaHTax peanuszauuu, aHTu— REM2
aHTHUTENIO TPEACTABJsIET COOOW BbIAENEHHOE aHTUTeno, conepxkamee HVR-L1, HVR-L2 u
HVR-L3 nerxoii menu BapuaOenbHOrO JOMEHAa MOHOKIOHaJbHOro anturena AL2p—60. B
HEKOTOPBIX BapHaHTax peanusauuu, aHTH—REM?2 aHTHTEN0 npencTaBiseT coOOH BIIENIEHHOE
anrureno, conepkamee HVR-H1, HVR-H2 u HVR-H3 BapunaGenbHOro qoMeHa TsKenoi nenu
u HVR-L1, HVR-L2 u HVR-L3 nerkoii nenu BapuabeapbHOro JOMEHAa MOHOKJIOHAJIBHOTO
anturena AL2p—60.

[0228] B HexoTopbIx BapuaHTax peanusauuu, aHTU—TREM2 anTuTeno npexncrasiseT
coboit anTu—-TREM2 wmoHOKkOHanmpHOe aHTtuTeno AL2p—61. B HEKOTOpbIX BapHuaHTax
peanmuzanyy, aHTH—TREM2 anTHTENno mpeacraBisier cOOOH BBIIENEHHOE AHTUTENO, KOTOPOE
CBSI3BIBAETCS MO CywecTBY ¢ TeM ke smuronoM TREM2, uro u AL2p-61. B HekoTopbIX
BapuaHTax peanmzanuu, aHTH—TREM2 antHTeno npeacrasisier coO0il BbIIENIEHHOE aHTHUTEJO,
comepxkammee  HVR-H1, HVR-H2 u HVR-H3 BapuabenbHOro AOMEHA TSKENION Iemnu
MOHOKJIOHanbHOrO aHtutena AL2p—61. B HekoTopbIx BapuaHTax peanuszauuu, aHTU—IREM2
AHTHUTENIO TPEACTaBJsieT cOoOOW BbIAENEHHOE aHTUTENo, conepkamee HVR-L1, HVR-L2 u
HVR-L3 nerkoii menu Bapua®enbHOrO OOMEHAa MOHOKJIOHaJbHOro antutena AL2p—61. B
HEKOTOPBIX BapHaHTax peanusaunu, aHTH—REM?2 aHTHTENO npencTaBiseT coOOH BIIEIEHHOE
antureno, conepxkamee HVR-H1, HVR-H2 u HVR-H3 BapuaOenpHOro qOMeHa TSKENIOH Lenu
u HVR-L1, HVR-L2 u HVR-L3 nerkoii nenu BapuabeapbHOro TOMEHAa MOHOKJIOHAIBHOTO
anturena AL2p-61.

[0229] B HexoropbIx BapuaHTax peanusauuu, aHTU—TREM2 anTuTeno npexncraBiseT
coboii anTu—TREM2 wmoHoknoHanmpHOe aHTUTENnOo AL2p—62. B HEKOTOpBIX BapHaHTax
peanuzauuu, aHTH—TREM?2 aHTUTENO TpeAcTaBiisieT COOOW BBIACIEHHOE AHTUTENIO, KOTOPOe
CBS3BIBAETCS MO CylecTBY ¢ TeM ke snuronoM TREM?2, uro m AL2p—62. B HekoTOpBIX

BapuaHTax peanmsanuy, aHTH—TREM2 antuTeno npeacrasiser coO0i BbIIENIEHHOE aHTHUTEJO,
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comepxkammee  HVR-H1, HVR-H2 u HVR-H3 BapuabenbHOrO AOMEHA TSDKENION IemH
MOHOKJIOHaJIbHOTO aHtutena AL2p—62. B HekoTOpbIX BapuaHTax peanu3zauuu, aHTu— REM2
aHTUTENIO TPEACTaBJsieT cOoOON BbAENeHHOE aHTuTeno, conepxkamee HVR-L1, HVR-L2 u
HVR-L3 nerxoii menu BapuaGenbHOrO JOMEHAa MOHOKJIOHajbHOro antutena AL2p-62. B
HEKOTOPBIX BapuaHTax peanusanuu, aHTi—TREM?2 antuTeno npencrasiser coOOi BbIIENEHHOE
anruteno, conepxamee HVR-H1, HVR-H2 n HVR-H3 BapnaGenbHOro 1oMeHa TsDKENOH Lenu
u HVR-L1, HVR-L2 u HVR-L3 nerkoii nenu BapuabeapbHOro JOMEHAa MOHOKJIOHAJIBHOTO
anturena AL2p-62.

[0230] B nHexotopeix BapuaHTax peanusauuy, antu—TREM?2 anTuTena mo naHHOMY
U300pETEHUIO HE KOHKYPHUPYIOT ¢ OJHUM WJIM HeckoJbkuMu JurannamMu TREM?2 3a cBs3biBaHue
¢ TREM2. B HekoTroppIXx BapuaHTax peanuszauny, aHTU—TREM?2 anTuTEna no AaHHOMY
n300peTeHno crocoOHbI K cBs3bIBaHII0 TREM?2 6e3 G10KupOoBaHHs OTHOBPEMEHHO CBSI3BIBAHHS
onHoro unu Heckonbkux JurangoB TREM2 ¢ TREM2. B HekOTOpBIX BapuaHTax pealn3aluu
antni—TREM2 anHTHTENna 1O MAaHHOMY W300PETEHHIO CIIOCOOHBI K aJANTHUBHBIM H/HIIH
CHHEPTUYECKUM (PYHKIIMOHAIBHBIM B3aUMOAEHCTBUSAM C OJHUM HIJIM HECKOJIBKUMH JIUTaHIAMH
TREM2. B HekoTOpeIx BapuaHTax peanusauuy, aHTU—TREM?2 aHTtuTena mno JgaHHOMY
M300pETEHNIO  YBEIMYMBAIOT  MAaKCHUMajbHYyK  akTuBHOCTh TREM2,  moxseprayroro
BO3JCHCTBUIO HACBIIAIONIMX KOHLIEHTPALMH OJHOrO WM Heckoibkux JjuraHnos TREM2. B
HEKOTOpBIX BapuaHTax peanuzauny, aHTu—IREM2 aHTHTENna 1O AaHHOMY H300pETEHHIO
yBenuunBaroT akTHBHOCT TREM2, nocturaemyro mpu 00O KOHLEHTpPALMU OFHOTO WU
HECKOJIbKUX Juraigos TREM?2.

Appunnocms ceazvisanus anmu—TREM?2 anmumena

[0231] Koncranrel nuccoumaunu (Kp) antu—TREM2 anturen ¢ TREM2 uenoseka u
TREM2 siBaHCKOrO Makaka MOTYT OBITh IO MEHbIIEil Mepe B | pa3 HIpKe, 0 MEHbLIeH Mepe B 2
pasa HIbKe, IO MEHbILIEH Mepe B 3 pas3a HIDKe, IO MeHbLIeH Mepe B 4 pa3a HUXKe, [0 MEHbLIEH
Mepe B 5 pa3 HHUXKe, IO MeHbLIEH Mepe B 6 pa3 HUXKE, IO MEHbLIEH Mepe B 7 pa3 HIXKe, IO
MEHbLIEH Mepe B 8 pa3 HUKe, M0 MeHbLIel Mepe B 9 pa3 Huxke, Mo MeHblield mepe B 10 pas
HIDKE, IO MeHblIel Mepe B 11 pa3 Huke, o MeHblIeH Mepe B 12 pa3 HIKe, 10 MEHbLIEH Mepe B
13 pa3 Huxe, o MeHbLIeH Mepe B 14 pa3 Huke, IO MeHbIIEH Mepe B 15 pa3 Huxke, IO MEHbLIEH
Mepe B 16 pas Huxe, o MeHbLIEH Mepe B 17 pa3 Huke, IO MeHbLIER Mepe B 18 pas Hupke, 1O
MeHblIeH Mepe B 19 pa3 Hike, o MeHbluel Mepe B 20 pa3 HIbke WM eme Oojiee HU3KUM, YeM
nnst anti—TREM?2  anTutena, BbiOpanHoro w3 aHTu—TREM2 anHTHTena, comep:Kamero
BapuabenbHYI0 00JaCTh TSDKEJIONW LIEMH, COAEPIKALIYI0 aMUHOKHUCIOTHYIO IOCIEN0BATEIbHOCTD
SEQ ID NO: 27, u cogmepxaimiero BapualOeinbHyr0 0O0JacTh JIETKOH LEMmH, COAEPIKAIIYIO

aMUHOKHUCJIOTHYHO nocnenosaTenbHocTe SEQ ID NO: 56; antu—TREM2 anTuTena,

;
comepskamero BapuabenbHYr0 O00JIACTh TSDKEJIOHW IenH, COAEpKallyld aMUHOKHCIOTHYIO
nocnenosatebHOCTE SEQ ID NO: 91, u BapuabenbHyro 00JacTh JIETKOH LENH, COAEPKaIIYIO
aMUHOKHCIIOTHYI0 TmocnenoBatenbHocTh SEQ ID NO: 103; u aatu—TREM2 anrturena,
comepskamero BapuaOeNbHYIO O0JIACTh TSDKEJIOW IelH, CONEpIKalIyl) aMHUHOKHCIOTHYIO

nocnenoBateibHOCTE SEQ ID NO: 119, u BapuabenbHy0 00NacThb JIETKOH LENH, COAepKaIIyI0
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aMUHOKHUCJIOTHYHO nocnefosarenbHocTs SEQ ID NO: 120. B  HekoTOpeIX BapuaHTax
peanm3anyy, KOHCTaHTy auccounanun (Kp) onpenesnsror npu remneparype npudIHn3UTeNbHO 25
°C. B HexoTOpbIX BapuaHTax peanusauuu, Kp onpeaenstor ¢ UCOIb30BaHUEM MOHOBAJIEHTHOTO
anturena (Harpumep, Fab) nnu nonHopasmMepHOro anTuTena B MOHOBaJIEHTHOH (opme. MeTozbl
HOJIyYeHUS] U BBIOOPA aHTUTENI, KOTOPbIE B3aMMOJCHCTBYIOT H/HITH CIIELIM(UIECKH CBSI3BIBAIOTCS
¢ TREM2, onucaHsl B JTaHHOM AOKyMeHTe. (Harpumep, cM. [Ipumepsi 1 u 2).

[0232] B HekOTOpBIX BapHaHTax pealu3alud, KOHCTaHThl aucconuauuu (Kp) aHtu—
TREM2 anturen ¢ TREM2 uenoBeka MOTYT HaAXOAUTBCS B UANa30HE 3HAYEHUN OT MPUMEPHO
300 #M no mpumepro 100 oM, ot npumepHo 200 HM no npumepro 100 M, ot nmpumepHo 100
HM no npumepno 100 nM, ot npumepno 90 HM no npumepno 100 nM, or npumepno 80 HM no
npumepro 100 nmM, or npumepno 70 ’M o mpumepno 100 nM, ot mpumepno 60 HM 1o
npumepro 100 mM, or npumeprHo 50 HM no mpumepno 100 nmM, or mpumepno 40 HM 1o
npumepno 100 mM, or npumepno 30 M o mpumepno 100 nM, ot npumepno 20 HM 1o
npumepo 100 oM, or nmpumepno 10 HM po mpumepno 100 oM, or nmpumepno 9 HM 1o
npumepno 100 mM, or npumepHo 8 HM po npumepHo 100 mM, or mpumepHo 7 HM 1o
npumepno 100 mM, or nmpumepHo 6 HM no npumepHo 100 mM, or nmpumepno 5 HM no
npumepno 100 nM, or npumepHo 4 HM no npumeprHo 100 mM, or npumepno 3 HM no
npumepno 100 mM, or npumepHo 2 HM npo npumepHo 100 mM, or nmpumepno 1 HM go
npumepno 100 mM, ot 900 M no npumepro 100 nM, ot npumepro 800 M no npumepro 100
oM, or 700 oM no mpumepno 100 nM, or 600 nM no nmpumepno 500 nM, or 400 M no
npumepHo 100 nM, ot 300 M no mpumepno 100 nM, ot 200 oM no npumepno 100 nM, ot 900
oM po mpumeprno 100 mM, wunu menee 100 mM. B HekOTOpBIX BapuaHTax pealu3aLuy,
koHcTaHTy nucconmauuu (Kp) ompenensior npu temneparype npubnusurensHo 25 °C. B
HEKOTOPBIX BapuaHTax peanu3aimy, Kp omnpenensroT ¢ HCHOJb30BAaHUEM MOHOBAJIEHTHOTO
antutena (Harnpumep, Fab) mnn momHopasMepHOro aHTUTENIa B MOHOBAJIEHTHOH (popme. Metosel
TIOJIy4€HUST U BHIOOpA aHTHUTEJN, KOTOPbIE B3AUMOACHCTBYIOT H/MJTH CIIELU(PHUECKH CBSI3bIBAIOTCS
¢ TREM2, onucanbl B JaHHOM JOokyMeHTe (Hampumep, cM. [Ipumeps 1 u 2).

[0233] B HEKOTOpBIX BapHaHTaxX peajqu3alud, KOHCTaHTbl aucconmauuu (Kp) aHTH—
TREM2 antuten ¢ TREM2 uenoBeka MOTYT HAXOAUTHCS B IUANA30HE 3HAYEHUN OT MPUMEPHO
300 sM no mpumepro 90 oM, ot npumepro 300 HM o npumepno 80 nM, ot npumepsHo 300
HM no npumepno 70 oM, ot npumepHo 300 HM no mpumepno 60 nM, ot npumeprno 300 HEM no
npumepHo 50 nM, ot npumepno 300 HM no mpumepno 40 oM, ot nmpumepno 300 HM no
npumepno 30 nM, ot npumepno 300 HM no mpumepno 20 oM, ot nmpumepno 300 HM no
npumepno 10 mM, ot npumeprno 300 HM no nmpumepno 9 nM, ot mpumepno 300 HM no
npumepno 8 nM, or mpumeprHo 300 HM po mpumepno 7 nmM, ot nmpumepno 300 HM no
npumepHo 6 nM, or mpumeprHo 300 HM po npumepno 5 mM, or nmpumepno 300 HM no
npumepHo 4 nM, or mpumeprHo 300 HM po npumepno 3 M, or npumepno 300 HM no
npumepHo 2 nM, or npumepHo 300 HM no npumepHo 1 nM, wimmu menee 1 nmM. KoncranTtsl
nuccouuaruu (Kp) antu—TREM?2 anturen ¢ TREM2 uenoBeka MOTyT HAXOIUTHCS B TUANA30HE

3HayeHun ot npumepHo 200 HM no npumepro 90 nM, ot npumepHo 200 HM no npumepHo 80
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oM, ot npumepHo 200 HM no npumepro 70 nM, ot npumepno 200 HM no npumepno 60 M, or
npumepo 200 HM no nmpumepno 50 nM, or nmpumepno 200 HM no mpumeprHo 40 mM, or
npumepo 200 HM no nmpumepno 30 nM, or nmpumepno 200 HM no mpumepro 20 mM, or
npumepHo 200 HM no nmpumepno 10 mM, or mpumepno 200 HM po mpumepno 9 nM, or
npumepHo 200 HM po mpumepHo 8 mM, ot nmpumepno 200 HM ngo mpumepHo 7 mM, ot
npumepHo 200 HM po mpumepHo 6 nM, ot nmpumepno 200 HM o mpumepHo 5 nM, ot
npumepHo 200 HM po mpumepHo 4 nM, ot npumepno 200 HM o mpumepHo 3 nM, ot
npumepHo 200 HM o npumepno 2 M, ot npumepHo 200 HM no npumepHo 1 nM, unu menee 1
oM. Koncrantel auccoumanun (Kp) antu—TREM2 antuten ¢ TREM2 uenoBeka MoryT
HaXOJUThCs B JMana3oHe 3HadeHuil ot npumepHo 100 HM no npumepno 90 oM, oT nmpumepHO
100 sM no nmpumepno 80 oM, ot npumepHo 100 HM no npumepno 70 M, ot npumepHo 100
HM no npumepno 60 oM, ot npumepHo 100 HM no nmpumepno 50 nM, ot npumepno 100 M no
npumepno 40 nM, ot npumepno 100 HM no mpumepno 30 oM, ot nmpumepno 100 HM no
npumepno 20 nM, ot npumepno 100 HM no mpumepno 10 oM, or mpumepno 100 HM no
npumepno 9 nM, or mpumeprHo 100 sHM po npumepno 8 nmM, or nmpumepno 100 HEM no
npumepno 7 nM, or mpumepHo 100 HM po npumepno 6 nM, or nmpumepno 100 HM no
npumepo 5 nM, or mpumepHo 100 HM po npumepno 4 mM, or npumepno 100 HEM no
npumepHo 3 nM, or mpumepHo 100 HM po npumepno 2 mM, or nmpumepno 100 HM no
npumepro 1 M, umu menee 1| mM. Koncrantsl auccounarun (Kp) antu—TREM2 anturen c
TREM2 4yenoBeka MOTyT HAXOAUTHCS B AUAINA30HE 3HAYCHUHN OT npuMepHO 90 HM 1o npumepHO
90 nM, ot npumepHo 90 HM no mpumepno 80 nM, ot npumepno 90 HM no npumepno 70 M, ot
npumepHo 90 HM no npumepno 60 nM, or mpumepno 90 HM no mpumepno 50 mM, or
npumepHo 90 HM no npumepno 40 mM, or nmpumepno 90 HM po mpumepno 30 nM, ot
npumepHo 90 HM no nmpumepno 20 mM, or npumepno 90 HM npo mpumepno 10 mM, ot
npumepHo 90 HM 1o npumepHo 9 M, ot npumepHo 90 HM no npumepHo 8 M, OT mpUMEPHO
90 HM no npumepno 7 oM, ot npumepno 90 HM no npumepHo 6 nM, ot npumepHo 90 HM no
npumepHo 5 1M, ot npumepHo 90 HM no npumepHo 4 M, ot npumepHo 90 HM o nmpumepHo 3
nM, ot npumepHo 90 HM no npumepno 2 nM, ot npumepHo 90 HM no npumepro 1 nM, unm
menee 1 mM. Koncranter quccornmanuu (Kp) antu—TREM2 anTuren ¢ TREM2 yenoBeka MoryT
HaXOAUThCS B AMAarna3oHe 3HaueHui ot npumepHo 80 HM no npumepHo 90 nM, ot npumepHo 80
HM no nmpumepno 80 nM, ot npumepHo 80 HM po mpumepno 70 nM, or npumepHo 80 HM no
npumepHo 60 nM, or npumepno 80 HM po nmpumepHo 50 nmM, or npumeprHo 80 HM no
npumepHo 40 oM, or npumepno 80 HM po nmpumepHo 30 nmM, or npumepHo 80 HM no
npumepro 20 oM, or npumepno 80 HM po nmpumeprHo 10 mM, or nmpumepno 80 HM no
npumepHo 9 M, ot npumepno 80 HM g0 npumepHo 8 nM, ot npumepHo 80 HM 1o npumepHo 7
oM, ot npumepro 80 HM no npumepHo 6 oM, ot npumepHo 80 HM no mpumepHo 5 nM, ot
npumepHo 80 HM 1o npumepHo 4 nM, ot npumepno 80 HM 1o npumepno 3 1M, OT mpUMEPHO
80 HM no mpumepHo 2 nM, ot npumepHo 80 HM no mpumepno 1 nM, unu menee 1 nM.
KoncranTer gucconmanmu (Kp) antu—TREM?2 anturen ¢ TREM2 yenoBeka MOTYT HAXOIUTHCS B

AuarnasoHe 3HaueHul ot npumepHo 70 HM po mpumepHo 90 mM, ot mpumepno 70 HM no
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npumepo 80 nM, ot nmpumepno 70 HM go npumepHo 70 nmM, or npumepHo 70 HM no

npumepno 60 nM, or npumepno 70 HM go npumepHo 50 nmM, or npumepno 70 HM no
npumepHo 40 nM, or npumepno 70 HM go npumepno 30 nM, or npumepno 70 HM no
npumepo 20 nM, or npumepno 70 HM go npumepno 10 nM, or nmpumepno 70 HM no
npuMepHo 9 M, ot npumepno 70 HM o npumepHo 8 nM, ot npumepHo 70 HM no npumepHo 7
oM, ot npumepno 70 HM no mpumepHo 6 M, ot npumepno 70 HM no mpumepHo 5 M, oT
npumepHo 70 HM no npumepHo 4 M, ot npumepHo 70 HM no npumepHo 3 M, OT mpuUMEPHO
70 BM po mpumepno 2 nM, ot npumepHo 70 HM no npumepnHo 1 mM, unu menee 1 oM.
KoncranTe! nucconmarmn (Kp) antu—TREM2 antuten ¢ TREM2 uesioBeka MOTYT HAXOIUTHCS B
AuarnasoHe 3HadeHud ot npumepHo 60 HM po mpumepHo 90 mM, ot mpumepno 60 HM no
npumepo 80 nM, or nmpumepno 60 HM po npumepHo 70 nmM, or npumepHo 60 HM no
npumepno 60 nM, or npumepno 60 HM po npumepHo 50 nmM, or npumepHo 60 HM no
npumepo 40 oM, or npumepno 60 HM gpo npumeprHo 30 nM, or npumepHo 60 HM 1o
npumepo 20 oM, or npumepno 60 HM po npumepHo 10 oM, or npumepno 60 HM no
npumepHo 9 M, ot npumepro 60 HM g0 npumepHo 8 nM, ot npumepHo 60 HM 1o npumepHo 7
nM, ot npumepro 60 HM no npumepHo 6 oM, ot npumepHo 60 HM no npumepHo 5 nM, or
npumepHo 60 HM no npumepno 4 nM, ot npumepno 60 HM no npumepno 3 1M, OT npuUMEPHO
60 HM po nmpumepno 2 nM, ot npumepno 60 HM no npumeprHo 1 mM, unu menee 1 oM.
Koncranter gucconmanmu (Kp) antu—TREM?2 anturen ¢ TREM2 yenoBeka MOTYT HAXOIUTHCS B
AuarnasoHe 3HadeHul ot npumepHo 50 HM po mpumepHo 90 mM, ot mpumepno 50 HM no
npumepo 80 nmM, or nmpumepno 50 HM go npumepno 70 nmM, or npumeprHo 50 HM no
npumepHo 60 nM, or nmpumepno 50 HM go npumepHo 50 nM, or npumeprHo 50 HM 1o
npumepHo 40 nM, ot mpumepro 50 HM po nmpumeprHo 30 nM, ot mpumeprHo 50 HM 1o
npumepHo 20 nM, ot mpumepHo 50 HM go mpumepno 10 mM, ot mpumeprHo 50 HM 1o
npuMepHo 9 M, ot npumepno 50 HM o npumepno 8 nM, ot npumepHo 50 HM 1o npumepHo 7
nM, ot npumepHo 50 HM po npumepHo 6 oM, ot npumepHo 50 HM no npumepno 5 nM, ot
npumepHo 50 HM no npumepHo 4 nM, ot npumepHo 50 HM no npumepHo 3 1M, OT IpUMEPHO
50 BM no nmpumepro 2 nM, ot npumepHo 50 HM no npumepno 1 oM, unu menee 1 nM.
KoncranTer auccoumanuu (Kp) antu—TREM?2 anturen ¢ TREM2 yenoBeka MOTYT HAXOIUTHCS B
auana3oHe 3HadeHui or npumepHo 40 HM gpo mpumepno 90 nM, ot mpumepHo 40 HM no
npumepo 80 nM, or npumepno 40 HM po npumepHo 70 nmM, or npumeprHo 40 HM no
npumepno 60 nM, or npumepno 40 HM gpo npumepHo 50 nmM, or npumeprHo 40 HM no
npumepo 40 oM, or npumepno 40 HM po npumepHo 30 nM, or npumeprHo 40 HM no
npumepo 20 oM, or npumepno 40 HM po npumepHo 10 nmM, or nmpumeprno 40 HM no
npumepHo 9 M, ot npumepno 40 HM g0 npumepHo 8 nM, ot npumepno 40 HM 1o npumepHo 7
oM, ot npumepno 40 HM no npumepHo 6 oM, ot npumepHo 40 HM no npumepHo 5 nM, ot
npumepHo 40 HM no npumepHo 4 nM, ot npumepHo 40 HM g0 npumepHo 3 nM, OT NpUMEPHO
40 HM po mpumepno 2 nM, ot mpumepno 40 HM po npumepno 1 nM, wiu menee 1 mM.
KoncranTe! guccouunanmu (Kp) antu—TREM?2 anturen ¢ TREM2 yenoBeka MOTYyT HAXOIUTHCS B

AuarnasoHe 3HaueHul or npumepHo 30 HM po npumepHo 90 mM, ot mpumepno 30 HM no
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npumepo 80 nM, or nmpumepno 30 HM go nmpumepHo 70 nmM, or npumeprHo 30 HM 1o

npumepno 60 nM, or npumepno 30 HM go npumepHo 50 nmM, or npumepno 30 HM 1o
npumepHo 40 nM, or npumepno 30 HM go npumepno 30 nM, or npumepnHo 30 HM 1o
npumepo 20 nM, or npumepno 30 HM go npumepno 10 nM, or npumepno 30 HM no
npuMepHo 9 M, ot npumepno 30 HM o npumepHo 8 nM, ot npumepHo 30 HM 1o npumepHo 7
oM, ot npumepno 30 HM no mpumepHo 6 M, ot npumepno 30 HM no mpumepHo 5 M, oT
npumepHo 30 HM 1o npumepHo 4 M, ot npumepHo 30 HM 1o npumepHo 3 M, OT mpUMEPHO
30 BM po mpumepno 2 nM, ot npumepHo 30 HM no npumepHo 1 mM, unu menee 1 oM.
KoncranTe! nucconmarmn (Kp) antu—TREM2 antuten ¢ TREM2 uesioBeka MOTYT HAXOIUTHCS B
AuarnasoHe 3HadeHud ot npumepHo 20 HM po npumepHo 90 mM, ot mpumepno 20 HM no
npumepo 80 nM, ot npumepno 20 HM go npumepHo 70 nmM, ot npumepHo 20 HM 1o
npumepno 60 nM, or npumepno 20 HM go npumepHo 50 nM, or npumepHo 20 HM 1o
npumepo 40 oM, or npumepno 20 HM po npumepHo 30 nM, or npumeprHo 20 HM 1o
npumepo 20 oM, or npumepno 20 HM po npumeprHo 10 nmM, or npumepno 20 HM no
npumepHo 9 M, ot npumepHo 20 HM g0 npumepHo 8 nM, ot npumepHo 20 HM 1o npumepHo 7
oM, ot npumepno 20 HM po npumepHo 6 oM, ot npumepHo 20 HM no npumepHo 5 nM, ot
npumepHo 20 HM o npumepno 4 nM, ot npumepno 20 HM 1o npumepno 3 1M, OT npuUMEPHO
20 BM po mpumepno 2 nM, ot mpumepno 20 HM go npumepno 1 nM, wim menee 1 mM.
Koncranter gucconmanmu (Kp) antu—TREM?2 anturen ¢ TREM2 yenoBeka MOTYT HAXOIUTHCS B
AuanasoHe 3HadeHul ot npumepHo 10 HM po mpumepno 90 nM, ot mpumepno 10 HM no
npumepHo 80 nmM, or mpumepno 10 HM go npumepno 70 nM, or npumeprno 10 HM no
npumepHo 60 nM, or npumepno 10 M po npumeprno 50 nM, or npumepno 10 HM no
npumepHo 40 nM, ot mpumepno 10 HM po nmpumepno 30 nM, ot mpumeprHo 10 HM 1o
npumepHo 20 nM, ot mpumepHo 10 HM po nmpumepno 10 nM, ot mpumepno 10 HM 1o
npuMepHo 9 M, ot npumepno 10 HM o npumepno 8 nM, ot npumepHo 10 HM no npumepHo 7
nM, ot npumepro 10 HM po npumepno 6 oM, ot npumepHo 10 HM no npumepno 5 nM, ot
npumepHo 10 HM o npumepno 4 nM, ot npumepno 10 HM no npumepno 3 1M, oT npuMepHO
10 BM po mpumepno 2 nM, ot npumepHo 10 HM no npumepno 1 mM, unu menee 1 oM.
KoncranTer auccoumanuu (Kp) antu—TREM?2 anturen ¢ TREM2 yenoBeka MOTYT HAXOIUTHCS B
AUarnasoHe 3HadeHud oT mpumepHo 5 HM go npumepHo 90 nM, or mpumepno 5 HM no
npumepHo 80 nM, ot npumepHo 5 HM no npumepHo 70 nM, ot npumepHo 5 HM 10 npumepHO
60 M, ot npumepHo 5 HM no npumepno 50 nM, ot npumepno 5 HM no npumepno 40 oM, or
npuMepHo 5 HM no npumepHo 30 M, ot npuMepHo 5 HM no npumepHo 20 nM, oT npuMepHo 5
HM po mpumepno 10 nM, ot npumepno 5 HM g0 npumepno 9 nM, or npumepno 5 HM 1o
npumepHo 8 nM, ot npumepHo 5 HM go nmpumepno 7 nM, ot npumMepHO 5 HM 10 npumMepHo 6
nM, ot npumepHo 5 HM no mpumepno 5 nM, ot npumepno 5 HM go npumepHo 4 nM, ot
npuMepHo 5 HM no npumepHo 3 nM, ot npumepHo 5 HM 1o npumepHo 2 M, OT npuMepHO 5
HM no mpumepHo 1 nM, umu menee 1 nM. Koncrantsl mucconmaunu (Kp) antu—TREM2
anturesn ¢ TREM?2 yenoBeka MOTyT HaXOAWUTHCS B IMANAa30HE 3HAYEHUN OT npumepHo 1 HM 1o

npumepHo 90 nM, ot npumepno 1 HM no npumepno 80 nM, ot npumepHo 1 HM 1o npumepHO
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70 M, ot npumepno 1 HM no npumepno 60 nM, ot npumepno 1 HM no npumepno 50 oM, or
npumepHo 1 HM no npumepso 40 M, ot npumepHo 1 HM no npumepso 30 oM, ot npumepHO 1
HM no npumepro 20 nM, ot npumepno 1 HM go mpumepno 10 nM, or npumepno 1 HM no
npumepHo 9 M, ot npumepno 1 HM no nmpumepno 8 nM, ot npumepHo 1 HM 1o npumepHo 7
oM, or npumepHo 1 HM no mpumepno 6 nM, ot mpumepHo 1 HM no nmpumepno 5 M, ot
npuMmepHo 1 HM no mpumepno 4 nM, ot npumepno 1 HM no npumepno 3 oM, ot npumepHo 1
HM no npumepHo 2 oM, ot npuMmepHo 1 HM 1o npumepno 1 oM, unu menee 1 M. KoHcTaHTbI
nuccormanuu (Kp) antu—TREM?2 anTuten ¢ TREM2 yenoBeka MOTYT HAXOOUTHCS B JUATIA30HE
3HayeHuil ot npumepHo 500 oM no npumepno 90 oM, ot npumepno 500 nM no npumepHo 80
oM, ot npumepHo 500 M no npumepro 70 nM, ot npumepno 500 nM no npumepno 60 M, or
npumepHo 500 nM no mpumepro 50 nM, or npumepno 500 mM po mpumeprHo 40 mM, or
npumepHo 500 mM no mpumepno 30 nM, or npumepno 500 mM po mpumepro 20 mM, or
npumepHo 500 mM no nmpumepno 10 mM, ot mpumepno 500 mM po mpumepno 9 nM, or
npumepHo 500 oM po nmpumepHo 8 nM, ot npumepno 500 mM no mpumepno 7 nM, or
npumepno 500 oM po nmpumepHo 6 nM, ot npumepno 500 mM no mpumepno 5 mM, or
npumepno 500 oM no nmpumepHo 4 nM, ot npumepno 500 mM no mpumepno 3 nM, ot
npumepHo 500 nM o npumepHo 2 oM, ot npumepHo 500 oM no npumepHo 1 nM, unu menee 1
oM. Konrcraatel auccoumanun (Kp) aatn—TREM2 anmtuten ¢ TREM2 uenoBeka Moryt
HaXOJAUTbCA B JMANa30He 3HaA4eHUH OT npuMepHO 250 M o npumepHo 90 nM, OT mpumMepHO
250 oM no npumepso 80 nM, ot npumepHo 250 nM no npumepno 70 nM, ot npumepHo 250
oM no npumepno 60 M, ot npumepHo 250 M no npumepno 50 nM, ot npumepno 250 nM no
npumepHo 40 nM, or npumepno 250 nM no mpumepno 30 nM, ot mpumepno 250 nM no
npumepHo 20 mM, ot npumepno 250 nM no npumepro 10 mM, ot npumepno 250 mM no
npuMmepHo 9 M, or mpumepHo 250 mM po nmpumepno 8 mM, or mpumepno 250 oM no
npuMmepHo 7 M, ot mpumepHo 250 mM po nmpumepno 6 nM, or mpumepno 250 nM no
npumepHo 5 nM, or mpumepHo 250 oM no npumepno 4 nmM, ot nmpumepno 250 nM no
npumepHo 3 nM, or mpumepHo 250 oM po npumepno 2 nmM, ot mpumepno 250 nM no
npumepHo 1 M, umu menee 1 mM. Koncrantsl auccounanuu (Kp) antu—TREM2 anturen c
TREM?2 yenoBeka MOryT HAaXOAWUTBCS B JAWANA30HE 3HaueHuUH oT npumepHo 100 mM po
npumepo 90 nM, ot npumepno 100 oM no mpumepno 80 nM, ot nmpumepno 100 mM no
npumepo 70 nM, ot npumepno 100 oM no mpumepno 60 nM, ot mpumepno 100 mM no
npumepHo 50 nM, ot npumepno 100 oM no mpumepno 40 oM, ot mpumepno 100 mM no
npumepno 30 nM, ot npumepno 100 oM no mpumepno 20 oM, ot mpumepno 100 mM no
npumepno 10 mM, or nmpumeprno 100 mM po mpumepno 9 nM, or mpumepno 100 nM no
npumepo 8 mM, or mpumepHo 100 oM po npumepno 7 nmM, or nmpumepno 100 nM no
npumepHo 6 nM, or mpumeprHo 100 nM po npumepno 5 mM, or nmpumepno 100 nmM no
npumepHo 4 nM, or mpumeprHo 100 nM po nmpumepno 3 M, or npumepno 100 nmM no
npumepHo 2 M, ot npumepHo 100 M no npumepro 1 oM, unu menee 1 mM. B HexoTOpBIX
BapUaHTax peajm3auuy, KoHcTaHty auccounanuu (Kp) onpemenmsror mpu Temmepartype

npuommsurensHo 25 °C. B HekoTOopbIXx BapuaHTax peanusanuu, Kp omnpemensior c
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UCTIOJIb30BAHMEM MOHOBAJIEHTHOTO aHTUTeNa (Hanpumep, Fab) ninn monHopazmepHoro anturena
B MOHOBAJIGHTHOH (popme. MeTonbl NOMy4eHUsI U BIOOpa aHTUTEJN, KOTOPbIe B3aUMOJEHCTBYIOT
w/nmu crierpduuecku cesasbiBatoTest ¢ TREM?2, onucanbl B JaHHOM TOKYMEHTe (Harpumep, CM.
IIpumeper 1 u 2).

[0234] B HeKOTOpBIX BapHaHTax peaju3aluy, KOHCTaHThl nuccouuaumu (Kp) antm—
TREM2 anturen ¢ TREM2 4yenoBeka MOryT cOCTaBisiTb MeHee 260 HM, MOIyT COCTaBJISTh
MeHee 225 HM, moryT cocTtaBisath MeHee 200 HM, moryt cocraBisith MeHee 150 HM, moryT
coctaBisTh MeHee 135 HM, moryt coctaBisaTe MeHee 125 HM, MoryT cocraBiaTh MeHee 100
HM, MOryT cocTaByiATb MeHee 95 HM, MoryT coctaBisaTh MeHee 90 HM, MOryT COCTaBIISTh
MeHee 85 HM, moryTt coctaBiasaTe MeHee 80 HM, moryr cocraBnATh MeHee 75 HM, moryT
coctaByiATh MeHee 70 HM, MOryT cOCTaBJsATH MeHee 65 HM, MOryT coctaBisaTh MeHee 60 HM,
MOTYT COCTaBJSITh MeHee 55 HM, MOryT cocTaBiisITh MeHee 50 HM, MOTyT COCTaBIsAThL MeHee 45
HM, MmoryT coctaBiATh MeHee 40 HM, MOryT COCTaBisATb MeHee 36 HM, MOryT COCTaBJISThb
MeHee 35 HM, moryt coctaBiasaTe MeHee 30 HM, moryt cocrasiATh MeHee 29 HM, MoOryr
COCTaBJIATbL MeHee 28 HM, MOryT COCTaBJIATH MeHee 27 HM, MOryT COCTaBisSTh MeHee 26 HM,
MOTYT COCTaBJISITh MeHee 25 HM, MOTryT cOCTaBJIsITh MeHee 24 HM, MOTyT COCTaBIsATh MeHee 23
HM, MOryT COCTaBJATH MeHee 22 HM, MOryT COCTaBisATb MeHee 21 HM, MOryT COCTaBJIsTh
MeHee 20 HM, mMoryT cocraBisATh MeHee 19 HM, moryt cocrtaByisate MeHee 18,5 HM, moryt
cocTaByiATh MeHee 18 HM, moryT coctaBysATe MeHee 15 HM, MoryT coctaBisaTe MeHee 14 HM,
MOTYT COCTaBJIsITh MeHee 13 HM, MoryT cocTasisTh MeHee 12 HM, MOryT cocTaBisATh MeHee 11
HM, moryT coctaBisaTe meHee 10 HM, MOryt cocrtaBiATe MeHee 9,5 HM, MOryT COCTaBJATH
MeHee 9 HM, moryr cocraBisiTb MeHee 8,5 HM, MOryT cocCTaBjiATb MeHee 8 HM, MOryr
COCTaBJIATb MeHee 7,5 HM, MOTYyT COCTaBJIsiTb MeHee 7 HM, MOIyT COCTaBJATh MeHee 6,5 HM,
MOTYT COCTaBJIATb M€Hee 6 HM, MOIYyT COCTaBJsATh MeHee 5,5 HM, MOIyT COCTaBJIATb MEHee 5
HM, MOTyT COCTaBJISITh MeHee 4,5 HM, MOTyT COCTaBJATh MeHee 4 HM, MOTyT COCTaBJIATb MEHEE
3,5 HM, MOryT COCTaBsAITb MeHee 3 HM, MOryT COCTaBJISITh MeHee 2,5 HM, MOTyT COCTaBIISITh
MeHee 2 HM, Moryt coctaBisTh MeHee 1,5 HM, Moryr cocrtaBisate meHee | HM, moryt
coctaBisATh MeHee 950 mM, moryTt cocraBisaTe MeHee 900 mM, moryT cocraByaTh MeHee 850
nM, moryTt coctasiaTe MeHee 830 mM, moryT coctaBisaTh MeHee 800 mM, MOryT COCTaBIIAThH
MeHee 750 mM, moryT coctaBnATh MeHee 730 mM, moryt cocrtasiasate MeHee 700 mM, moryT
cocTaBisATh MeHee 650 mM, moryTt coctaBisaTh MeHee 630 mM, MoryT cocraBiATh MeHee 600
nM, moryTt coctasisaTe MeHee 550 mM, moryT cocrtasisaTe MeHee 500 mM, MOryT COCTaBIATh
MeHee 450 nM, moryT coctasiATh MeHee 415 mM, moryt cocrtasiasate MeHee 400 M, moryT
coctaBisATh MeHee 350 mM, moryTt coctaBisaTh MeHee 300 mM, MoryT cocraBiATh MeHee 250
nM, moryt coctasiaTe MeHee 200 M, moryT cocrasisaTe MeHee 150 mM, MOryt cocraBisTh
meHee 100 mM, moryT coctaBisaTe MeHee 95 mM, MoryT cocrtaBisaTb MeHee 90 nM, moryT
coCTaBATh MeHee 85 mM, MoryT coctaBisTe MeHee 80 mM, MOryT cocTaBisiTb MeHee 75pM,
MOTYT COCTaBJsATh MeHee 70 MM, MOTryT cOCTaBJIATh MeHee 65 MM, MOryT cocTaBisATh MeHee 60
nM, MOryT COCTaBJATbL MeHee 55 mM, MOoryT coctaBissiTb MeHee 50 mM, MOryT COCTaBIITh

MeHee 45 nM, moryrt cocrtaBiasaTe MeHee 40 nmM, moryt cocrasiATh MeHee 35 nmM, MoryT



221

coctayiATh MeHee 30 mM, MOryT cocTaBysATh MeHee 25 mM, MOryT coctasisaTh MeHee 20 M,
MOTYT COCTaBJIATh MeHee 15 mM, moryT coctasisaTe MeHee 10 mM, MOryT cocTaBisiTh MeHee 9
M, MOTyT COCTaBJIsATE MeHee 8 MM, MOI'yT COCTaBJIATh MeHee 7 MM, MOTyT COCTaBJIATh MeHee 6
M, MOTyT COCTaBJIsATE MeHee 5 MM, MOTyT COCTaBIIATh MeHee 4 MM, MOTyT COCTaBJIATh MEHee 3
nM, MOryT cocTaBisiTb MeHee 2 mM, unM MOryT cocTaBisiTb MeHee 1 mM. B HekoTOpbIX
BapUAHTaxX peanu3aluy, KoHCTaHTy nucconuaumu (Kp) ompenensror mnpu Temmepatype
npubmmsutensHo 25 °C. B HekoTOpbIX BapuaHTax peanuszauuu, Kp omnpenensior ¢
UCTIOJIb30BAHUEM MOHOBAJICHTHOTO aHTUTeNa (Hanpumep, Fab) uian nonHopasMepHOro aHTuTena
B MOHOBAJICHTHOU (popme. MeTonbl MOJMy4eHUs] U BBIOOPa aHTUTEN, KOTOPbIe B3AaUMOIEHCTBYIOT
n/wmm crieruduuecku ceszbiBaroTcst ¢ TREM2, onmucanbl B JaHHOM JTOKYMEHTe (Harpumep, CM.
Ipumepsr 1 u 2).

[0235] B HeKOTOpBbIX BapHaHTaX peaju3aluy, KOHCTaHThl muccoumanmu (Kp) antm—
TREM?2 antuten ¢ TREM?2 sBaHCKOro Makaka MOTYT HaxOAMTbCS B JHUANA30HE 3HAYECHUN OT
npumepHo 10 MxkM no mpumepno 100 oM, ot mpumepno 200 ’M no mpumepno 100 oM, or
npumepHo 100 HM no npumepno 100 nM, ot npumepno 90 HM no npumepno 100 mM, ot
npumepHo 80 HM po npumepHo 100 nM, ot mpumepno 70 sM no npumepno 100 nM, ot
npumepHo 60 HM po npumepno 100 mM, ot mpumepno 50 HM go npumepno 100 mM, or
npumepHo 40 HM po npumepHo 100 mM, ot mpumepno 30 HM no npumepno 100 mM, or
npumepHo 20 HM po npumepHo 100 nM, ot mpumepno 10 M no npumepno 100 nM, or
npumepHo 9 HM no mpumepno 100 nM, or npumepno 8 HM no mpumepno 100 mM, or
npumepHo 7 HM npo mpumepno 100 mM, or npumepHo 6 HM po mpumeprHo 100 mM, or
npumMepHo 5 HM o mpumepno 100 nM, or npumepHo 4 HM no mpumepno 100 mM, or
npuMmepHo 3 HM po mpumepno 100 mM, or mpumepHo 2 HM po nmpumeprHo 100 mM, ot
npuMmepHo 1 HM 1o npumepno 100 nM, ot 900 oM no npumepno 100 nM, ot npumepno 800
oM no npumepno 100 nM, ot 700 oM no npumepro 100 oM, ot 600 M no npumepro 500 M,
ot 400 M no npumepno 100 oM, ot 300 oM go mpumepno 100 nM, ot 200 1M 1o npumepHO
100 mM, ot 900 oM no mpumepno 100 nM, unu menee 100 mM. B HekoTOpBIX BapuaHTax
peanuzanuu, KOHCTaHTy auccounarun (Kp) onpenessror npu temmnepaTtype npuOIH3UTeIbHO 25
°C. B HekoTOpbIX BapuaHTax peanusanuu, Kp onpeaenstoT ¢ UCOIb30BaHUEM MOHOBAJIEHTHOTO
anTutena (Hanpumep, Fab) uiu nmomHOpa3MepHOro aHTUTENA B MOHOBAJIEHTHOM (hopme. MeTob
NIOJIYYEHHUS U BBIOOpA AHTHUTEJN, KOTOPbIE B3AUMOACHCTBYIOT H/MITH CIIELU(PHUECKH CBSA3bIBAOTCS
¢ TREM2, onucanbl B JaHHOM JOKyMeHTe (Harpumep, cM. [lpumepst 1 u 2).

[0236] B HekoTOpbIX BapHaHTaX peaju3aluy, KOHCTaHThl nucconmaunu (Kp) antr—
TREM?2 antuten ¢ TREM?2 sBaHCKOro Makaka MOTYyT HaxOAMUTHCS B JHMANa30HE 3HAYEHUH OT
npumepHo 10 MxkM po npumepno 900 nM, or npumepno 10 MxM no npumepro 800 mM, or
npumepHo 10 MxM no npumepno 700 mM, or npumepHo 10 MxM no npumeprHo 600 nM, or
npumepHo 10 MxM po npumepno 500 nM, or npumepno 10 MxM no npumepro 400 nM, ot
npumepHo 10 MxkM no npumepno 300 nM, or npumepno 10 MxM no npumepro 200 nM, or
npumepHo 10 MxkM no npumepno 100 oM, umnun menee 100 mM. B HEkOTOpBIX BapHaHTax

peammsanuu, koHcTaHThl aucconmauuu (Kp) antu—TREM2 antuten ¢ TREM2 sBanckoro
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MAaKaKa MOTYT HaXOAUThCA B AUANA30HE 3HAYEHUHN OT npuMepHO 5 MKM no npumepro 900 nM,
ot npumepHo 5 MkM no nmpumepno 800 nM, ot mpumepno 5 MkM no npumepno 700 nM, or
npumepHo 5 MkM no mpumepno 600 mM, or mpumepHo 5 MkM no nmpumepno 500 mM, or
npumepHo 5 MkM no mpumepno 400 mM, or npumepHo 5 MkM no npumepno 300 mM, or
npuMmepHo 5 MKM no mpumepHo 200 nM, ot mpumepHo 5 MkM no mpumeprHo 100 oM, unm
me"ee 100 M. B HekoTOpBIX BapHaHTax peanu3auny, KOHCTaHTHl auccoumarmu (Kp) aHTn—
TREM?2 antuten ¢ TREM2 sBaHCKOro Makaka MOTYT HaxOAMUTbCS B IMANa30HE 3HAYEHUH OT
npumepHo 1 MxkM no mpumepno 900 nM, or nmpumepHo 1 MkM no npumepno 800 mM, or
npumepHo 1 MxkM no mpumepno 700 mM, or mpumepHo 1 MkM no npumepno 600 mM, or
npumepHo 1 MxkM no nmpumepno 500 mM, or nmpumepHo 1 MkM no npumepno 400 mM, or
npumepHo 1 mMxkM no mpumepno 300 nmM, or npumepHo 1 MxkM no npumepno 200 mM, or
npumepHo 1 MxM no npumepno 100 mM, wnmu menee 100 mM. B HeKOTOpBIX BapHaHTax
peamm3anmu, kKoHcTaHThl auccounanuu (Kp) antu—TREM2 anmtuten ¢ TREM2 sBanckoro
MAaKaKa MOT'YT HaXOAUTBCS B AMANa3oHe 3HadyeHul ot npumepHo 900 HM no npumepro 900 nM,
ot npuMepHo 900 HM no npumepno 800 nM, ot npumepHo 900 HM no mpumepno 700 oM, ot
npumepHo 900 H’M o mpumepno 600 nM, ot npumepno 900 HM o mpumepno 500 oM, or
npumepHo 900 ’M o npumepno 400 nM, ot npumepno 900 HM o mpumepno 300 oM, or
npumepHo 900 HM no npumepno 200 nM, ot npumepro 900 HM no npumepro 100 nM, nmm
meHee 100 mM. B HeKOTOpBIX BapHaHTax peajlu3alnny, KOHCTaHThl auccoumanuu (Kp) aHTH—
TREM?2 anturen ¢ TREM?2 sBaHCKOro Makaka MOTyT HaxOAMTBCS B JMANa30HE 3HAYEHUM OT
npumepHo 800 HM o mpumepno 900 nM, ot npumepno 800 HM no mpumepno 800 mM, or
npumepHo 800 HM o nmpumepno 700 nM, ot nmpumepno 800 HM no mpumepno 600 nM, ot
npumepHo 800 HM no mpumepro 500 nM, ot npumepHo 800 HM no mpumepno 400 nM, ot
npumepHo 800 HM no mpumepro 300 nM, ot npumepro 800 HM no mpumepno 200 nM, ot
npuMmepHo 800 HM po npumepno 100 mM, mmu menee 100 mM. B HekOTOpBIX BapHaHTax
peanmmzanuu, koHcTaHTbl auccouuanuu (Kp) antu—TREM2 antuten ¢ TREM2 sBanckoro
MaKaKa MOTYT HaxXOAUTBCS B AMANa3oHe 3HaueHui ot npumMepHo 700 HM no npumepro 900 nM,
ot npuMepHo 700 HM no npumepno 800 nM, ot npumepHo 700 HM no npumepno 700 oM, ot
npumepHo 700 ’M no npumepno 600 nM, ot npumepno 700 HM no nmpumepno 500 oM, or
npumepro 700 ’M no npumepno 400 oM, ot npumepno 700 HM o nmpumepno 300 oM, or
npumepno 700 ’M po npumepHo 200 nM, or npumepro 700 HM no npumepro 100 nM, nmm
meHee 100 mM. B HeEKOTOpBIX BapHaHTax peajlu3auny, KOHCTaHThl aucconmaumu (Kp) aHTH—
TREM?2 antuten ¢ TREM?2 sBaHCKOro Makaka MOTyT HaxOAMUTHCS B JHMANa30HE 3HAYEHUH OT
npumepHo 600 HM o npumepno 900 nM, ot npumepno 600 HM no mpumepno 800 nM, or
npumepHo 600 HM no npumepno 700 oM, ot npumepno 600 HM o mpumepno 600 oM, or
npumepHo 600 HM no mpumepno 500 nM, ot npumepno 600 HM o nmpumepno 400 oM, or
npumepHo 600 HM no npumepno 300 nM, ot npumepno 600 HM no mpumepno 200 oM, or
npumepHo 600 HM po mpumepno 100 mM, wiu menee 100 mM. B HEKOTOpBIX BapHaHTax
peamm3anuu, koHcTaHThl aucconmauuu (Kp) antu—TREM2 antuten ¢ TREM2 sBanckoro

MaKaKa MOT'YT HaXOAMUTBCS B IHANa30oHe 3HaueHul ot npumMepHo 500 HM no npumepno 900 nM,



223

ot npumepHo 500 HM no npumepno 800 nM, ot npumepHo 500 HM no mpumepno 700 oM, ot
npumepHo 500 ’M go mpumepno 600 nM, ot nmpumepno 500 HM go mpumepno 500 oM, or
npumepHo 500 HM go npumepno 400 nM, ot nmpumepno 500 HM o mpumepno 300 oM, or
npumepHo 500 ’M pgo nmpumepno 200 nM, or npumepro 500 HM no npumepno 100 nM, unu
meree 100 M. B HekoTOpBIX BapHaHTax peanu3aunu, KOHCTaHThHl aucconmaimu (Kp) anTn—
TREM2 antutren ¢ TREM2 sBaHCKOrO Makaka MOTYT HaXOAWUTBbCSl B JUANA30HE 3HAYEHUH OT
npumepHo 400 HM o npumepro 900 mM, ot npumepHo 400 M no mpumepno 800 mM, or
npumepHo 400 ’M o npumepno 700 mM, ot npumepHo 400 HM no mpumepno 600 oM, or
npumepHo 400 ’M o npumepno 500 oM, ot npumepno 400 HM no nmpumepno 400 oM, or
npumepHo 400 ’M no npumepno 300 oM, ot npumepno 400 HM no nmpumepno 200 oM, or
npumepHo 400 HM po mpumepno 100 mM, nim menee 100 mM. B HeEKOTOpBIX BapHaHTax
peamm3anmu, koHcTaHThl aucconmauuu (Kp) antu—TREM2 amtuten ¢ TREM2 sBanckoro
MAaKaKa MOTYT HaXOAUTBCS B AMana3oHe 3HadyeHui ot npumepHo 300 HM no npumepro 900 nM,
ot npuMepHo 300 HM no npumepno 800 nM, ot npumepHo 300 HM no mpumepno 700 oM, ot
npumepHo 300 ’M o mpumepno 600 nM, ot npumepno 300 HM no mpumepno 500 oM, or
npumepHo 300 ’M o npumepno 400 oM, ot npumepno 300 ’M no mpumepno 300 oM, or
npumepHo 300 ’M po nmpumepno 200 nM, ot npumepno 300 HM no npumepro 100 nM, nmmn
meHee 100 mM. B HeKOTOpBIX BapHaHTax peanu3auny, KOHCTaHTHl aucconmaimu (Kp) aHTH—
TREM?2 antuten ¢ TREM?2 sBaHCKOro Makaka MOTyT HaxOAMUTBCS B JMANa30HE 3HAYCHUM OT
npumepHo 200 ’M go npumepno 900 nM, ot npumepno 200 HM no nmpumepno 800 M, or
npumepHo 200 ’M no npumepno 700 nM, ot npumepno 200 HM no nmpumepno 600 nM, or
npumepHo 200 ’M no npumepno 500 nM, ot npumepno 200 H’M no nmpumepno 400 oM, ot
npumepHo 200 HM no nmpumepro 300 nM, ot npumepHo 200 HM no mpumepno 200 nM, ot
npuMmepHo 200 HM go npumepno 100 mM, mmu menee 100 mM. B HekOTOpBIX BapHaHTax
peanuzaruu, koHcTaHThl aucconmauuu (Kp) antu—TREM2 antuten ¢ TREM2 sBanckoro
MaKaKa MOTYT HaxXOAUTBCS B AMaNa3oHe 3HaueHui ot npumMepHo 100 HM no npumepro 900 nM,
ot npuMepHo 100 HM no npumepno 800 nM, ot npumeprHo 100 HM no mpumepno 700 oM, ot
npumepHo 100 ’M no npumepno 600 nM, ot npumepno 100 sM no nmpumepno 500 oM, or
npumepHo 100 ’M no npumepno 400 oM, ot npumepno 100 sM no nmpumepno 300 oM, or
npumepHo 100 ’M po nmpumepno 200 nM, or npumepro 100 ’M no npumepro 100 nM, umu
meree 100 mM. B HEKOTOpBIX BapHaHTaxX peajlu3auny, KOHCTaHThl aucconmauud (Kp) aHTH—
TREM?2 antuten ¢ TREM?2 sABaHCKOro Makaka MOTyT HaxOAMUTHCS B JHANa3OHE 3HAYEHUH OT
npumepHo 90 EM po npumepHo 900 nM, ot mpumepno 90 vM no nmpumepno 800 mM, or
npumepHo 90 HM po npumepHo 700 nM, ot mpumeprHo 90 HM no nmpumepno 600 mM, or
npumepHo 90 HM po npumeprHo 500 nM, ot mpumepno 90 HM no nmpumepno 400 mM, or
npumepHo 90 HM po mpumeprHo 300 nM, ot mpumepno 90 HM no nmpumepno 200 mM, or
npumepHo 90 HM npo npumepno 100 mM, mnu menee 100 mM. B HekOTOpBIX BapHaHTax
peamm3anmy, koHcTaHThl auccounauuu (Kp) antu—TREM2 anmtuten ¢ TREM2 sBanckoro
MaKaKa MOTYT HaxOAMTbCs B JUara3oHe 3HaueHul oT npumepHo 80 HM no npumepro 900 nM,

ot npumepHo 80 HM no npumepno 800 nM, ot npumepno 80 HM no mpumepno 700 nM, ot
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npumepHo 80 HM no mpumepno 600 nmM, ot mpumepHo 80 HM no mpumepno 500 nmM, ot
npumepHo 80 HM po npumepHo 400 nM, ot mpumepno 80 HM no nmpumepno 300 mM, or
npumepHo 80 HM no npumepno 200 nM, ot npumepHo 80 HM no npumepno 100 nM, unu menee
100 nM. B HekoTOpBIX BapuaHTax peajuzauuu, KoHctaHTsl auccounaruu (Kp) antu—TREM?2
anturen ¢ TREM?2 sBaHCKOrO Makaka MOTYT HaXOAUTbCS B AUANA30HE 3HAYEHUH OT MPUMEPHO
70 HM no npumepno 900 nM, ot npumepro 70 HM no npumepno 800 nM, ot npumepHo 70 HM
no npumepno 700 nM, ot npumepro 70 HM no nmpumepno 600 nM, ot npumepno 70 HM no
npumepro 500 nmM, or npumepno 70 HM no mpumepno 400 nM, ot npumepHo 70 HM no
npumepso 300 nmM, or npumepno 70 HM no mpumepno 200 nM, ot npumepHo 70 HM no
npumepHo 100 oM, unu menee 100 mM. B HEKOTOpBIX BapuaHTaxX pealn3alii, KOHCTAHTbI
nuccouuaiuu (Kp) antu—TREM?2 antutren ¢ TREM2 siBaHCKOro Makaka MOTYT HaXOIUTBHCS B
AuarnasoHe 3HadeHuil ot npumepHo 60 HM no nmpumepno 900 mM, or mpumepno 60 HM no
npumepno 800 mM, or nmpumepHo 60 HM no mpumepno 700 mM, ot nmpumepHo 60 HM no
npumepno 600 mM, or npumepHo 60 HM no mpumepno 500 nmM, ot npumepHo 60 HM no
npumepno 400 nmM, or npumepHo 60 HM no mpumepno 300 nmM, ot npumepHo 60 HM no
npumepo 200 oM, ot npumepHo 60 HM po mpumepno 100 mM, mmu menee 100 mM. B
HEKOTOpBIX BapUaHTax peanusanyu, kKoHcTaHThl auccouuannu (Kp) antu—TREM2 antuTen c
TREM2 sBaHCKOro Makaka MOTYT HaxOAUTbCs B AMAINA30HE 3HAYEHUU OT npuMmepHo 50 HM no
npumepo 900 mM, or npumepHo 50 HM no mpumepno 800 mM, ot nmpumepHo 50 HM no
npumepo 700 mM, ot npumepHo 50 HM no mpumepno 600 nmM, ot nmpumepHo 50 HM no
npumepro 500 mM, or mpumepHo 50 HM no mpumepno 400 nmM, ot npumepno 50 HM no
npumepHo 300 mM, or mpumeprHo 50 HM no mpumepno 200 nmM, ot npumepno 50 HM no
npuMmepHo 100 nM, unu menee 100 mM. B HeKOTOpBIX BapuaHTaxX peaau3alyH, KOHCTAHTBHI
nuccounauu (Kp) antu—TREM?2 anturen ¢ TREM2 siBaHCKOro Makaka MOTYT HaXOAUTBHCS B
AuanasoHe 3HadeHui ot npumepHo 40 HM no mpumepno 900 nM, ot npumepno 40 HM no
npumepro 800 mM, or npumepno 40 HM no mpumepro 700 nM, ot npumepHo 40 HM no
npumepo 600 nmM, or npumepHo 40 HM no mpumepno 500 nM, ot npumepHo 40 HM no
npumepno 400 nM, or npumepHo 40 HM no mpumepno 300 nM, ot npumepHo 40 HM no
npumepo 200 mM, ot npumepHo 40 HM po mpumepno 100 mM, mmu menee 100 mM. B
HEKOTOPBIX BapUaHTax peanusanyu, KoHcTaHThl auccouuannu (Kp) antu—TREM2 antuTen ¢
TREM2 siBaHCKOTO Makaka MOTYT HaXxOAWTHCS B JHUAra3oHe 3Ha4YeHui oT npuMmepHo 30 HM no
npumepno 900 mM, or npumeprHo 30 HM no mpumepno 800 mM, ot npumeprHo 30 HM no
npumepo 700 mM, or npumeprHo 30 HM no mpumepno 600 mM, ot npumepHo 30 HM no
npumepno 500 nmM, or npumeprHo 30 HM no mpumepno 400 nmM, ot npumepHo 30 HM no
npumepno 300 nmM, ot npumeprHo 30 HM no mpumepno 200 nmM, ot npumepHo 30 HM no
npumepo 100 oM, unu menee 100 mM, or mpumepno 20 HM po mpumepno 900 nM, or
npumepo 20 HM po npumepHo 800 nmM, ot mpumepno 20 HM go nmpumepno 700 mM, or
npumepo 20 HM po npumepHo 600 nM, ot mpumepno 20 HM go nmpumepno 500 mM, or
npumepo 20 HM po npumepHo 400 nM, ot nmpumepno 20 HM go nmpumepno 300 mM, or

npumepHo 20 HM no npumepHo 200 nM, ot npumepHo 20 HM a0 npumepno 100 nM, unu menee
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100 nM. B HekoTOpBIX BapuaHTax peajuzauuu, KoHctaHTbl auccounaruu (Kp) antu—TREM?2
anturen ¢ TREM?2 sBaHCKOro Makaka MOTYT HaxOAUTHCS B AMANA30HE 3HAYEHUN OT MPUMEPHO
10 sM no npumepno 900 nM, ot npumepno 10 ’M o npumepno 800 nM, ot nmpumepno 10 «M
no npumepno 700 oM, ot mpumepno 10 ’M no npumepno 600 oM, or npumepno 10 HM no
npumepHo 500 nM, ot mpumepHo 10 HM no npumepno 400 nM, or mpumepHo 10 HM 1o
npumepHo 300 nM, or mpumepHo 10 HM no npumepno 200 nM, or mpumepHo 10 HM 1o
npuMmepHo 100 nM, unu menee 100 mM. B HEKOTOpPBIX BapHaHTaxX peaau3alyH, KOHCTAHTHI
nuccoruanuu (Kp) antu—TREM?2 antuten ¢ TREM2 siBaHCKOrO Makaka MOTYT HaXOIUTHCS B
AUarna3oHe 3HadYeHWil oT npumepHo 9 HM no mpumepno 900 mM, ot nmpumepHo 9 HM no
npumepHo 800 mM, ot mpumepHo 9 HM po npumepno 700 mM, or mpumepHo 9 HM no
npumepHo 600 nM, ot mpumepHo 9 HM po npumepno 500 nmM, or mpumepHo 9 HM no
npumepHo 400 nM, ot npumepHo 9 HM po npumepno 300 mM, or mpumepHo 9 HM no
npumepo 200 oM, or mpumepno 9 HM npo npumeprHo 100 mM, wmumu menee 100 mM. B
HEKOTOPBIX BapuaHTax peanusanud, kKoHcTaHThl auccounannu (Kp) antu—TREM2 antuTen c
TREM2 sABaHCKOrO Makaka MOTYT HaxOAUTHCS B JHANAa30HE 3HA4Y€HUN OT nmpumepHo 8 HM 1o
npumepno 900 nmM, ot npumepHo 8 HM po npumepno 800 mM, or mpumepHo 8 HM no
npumepno 700 mM, ot mpumepHo 8 HM po npumepno 600 mM, or mpumepHo 8 HM no
npumepo 500 nM, ot npumepHo 8 HM po npumepno 400 mM, or mpumepHo 8 HM no
npumepo 300 mM, ot npumepHo 8 HM po npumepno 200 nM, or mpumepHo 8 HM no
npumepHo 100 oM, unnu menee 100 mM. B HEKOTOpPBIX BapuHaHTaX pealu3alud, KOHCTAHTBI
nuccounaruu (Kp) antu—TREM?2 anturen ¢ TREM?2 siBaHCKOro Makaka MOTYT HaXOAUTBHCS B
Auarna3oHe 3Ha4YeHui oT npumepHo 7 HM no mpumepno 900 nmM, or mpumepno 7 HM no
npumepHo 800 nmM, ot mpumepHo 7 HM po nmpumepno 700 nmM, ot mpumepHo 7 HM no
npumepHo 600 mM, ot nmpumepHo 7 HM po nmpumepno 500 nM, ot mpumepHo 7 HM 1o
npumepHo 400 nM, ot nmpumepHo 7 HM po nmpumepno 300 nM, or mpumepno 7 HM no
npumepHo 200 oM, ot mpumepHo 7 HM po npumepHo 100 mM, wmu menee 100 mM. B
HEKOTOPBIX BapuaHTax peanusanuu, KoHcTaHThl auccounanuu (Kp) antu—TREM2 antuTen ¢
TREM2 sBaHCKOrO Makaka MOTYT HaxXOAUTHCS B JHMANa3OHE 3HAUY€HUN OT nmpumepHo 6 HM 1o
npumepao 900 nmM, or npumepHo 6 HM po npumepno 800 mM, or mpumepHo 6 HM no
npumepno 700 mM, ot mpumepHo 6 HM po npumepno 600 nmM, or mpumepHo 6 HM no
npumepHo 500 nM, ot npumepHo 6 HM po npumepno 400 nmM, or mpumepHo 6 HM no
npumepo 300 nM, ot mpumepHo 6 HM po npumepno 200 nmM, or mpumepHo 6 HM no
npumepHo 100 oM, unu menee 100 mM. B HEKOTOpBIX BapuaHTaxX pealn3alid, KOHCTAHTHI
nuccouuaiyu (Kp) antu—TREM?2 antutren ¢ TREM2 siBaHCKOro Makaka MOTYT HaXOIUTBHCS B
AUana3oHe 3Ha4YeHuil oT npumepHo 5 HM no mpumepno 900 nM, or mpumepno 5 HM no
npumepno 800 mM, ot mpumepHo 5 HM po npumepno 700 mM, or mpumepHo 5 HM no
npumepno 600 nM, ot mpumepHo 5 HM po npumepno 500 nmM, or mpumepHo 5 HM no
npumepHo 400 nM, ot npumepHo 5 HM po npumepno 300 mM, or mpumepHo 5 HM no
npumepno 200 oM, or mpumepno 5 HM npo npumeprHo 100 mM, wmm menee 100 mM. B

HEKOTOpBIX BapuaHTax peanusanuu, koHctaHTbl auccoruanuu (Kp) antu—TREM2 anturen c
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TREM2 sABaHCKOrO Makaka MOTYT HaxOAUTHCS B JMANA30HE 3HA4YEHUN OT npumepHO 4 HM 1o
npumepHo 900 nM, ot npumepHo 4 HM po npumepno 800 mM, or mpumepHo 4 HM no
npumepao 700 mM, ot npumepHo 4 HM po npumepno 600 nmM, or mpumepHo 4 HM no
npumepo 500 nM, ot npumepHo 4 HM po npumepno 400 nM, or mpumepHo 4 HM no
npumepHo 300 mM, ot mpumepHo 4 HM gno nmpumepno 200 nM, ot npumepHo 4 HM no
npuMmepHo 100 nM, unu menee 100 mM. B HEKOTOpPBIX BapuaHTaxX peaau3alyH, KOHCTAHTHI
nuccounanuu (Kp) antu—TREM?2 anturen ¢ TREM?2 siBaHCKOro Makaka MOTYT HaxXxOAUTHCS B
Auarnas3oHe 3HadyeHuil or npumepHo 3 HM no mpumepHo 900 mM, ot mpumepHo 3 HM no
npumepao 800 nmM, ot mpumepHo 3 HM po npumepno 700 nmM, or mpumepHo 3 HM no
npumepHo 600 nM, ot mpumepHo 3 HM po npumepno 500 mM, or nmpumepHo 3 HM no
npumepHo 400 nM, ot npumepHo 3 HM po npumepno 300 nmM, or mpumepHo 3 HM no
npumepo 200 oM, or mpumepno 3 HM npo npumepHo 100 mM, wmu menee 100 mM. B
HEKOTOpBIX BapUaHTax peanusanuu, KoHcTaHThl auccouuanmu (Kp) antu—TREM2 antuTen ¢
TREM2 sABaHCKOrO Makaka MOTYT HaXxOAUTHCS B JMANA30HE 3HAUYEHUN OT mpumepHO 2 HM 1o
npumepno 900 nM, ot npumepHo 2 HM po npumepno 800 mM, or mpumepHo 2 HM no
npumepno 700 mM, ot mpumepHo 2 HM po npumepno 600 mM, or mpumepHo 2 HM no
npumepno 500 nM, ot mpumepHo 2 HM po npumepno 400 mM, or mpumepHo 2 HM no
npumepo 300 nM, ot mpumepHo 2 HM po npumepno 200 nmM, or mpumepHo 2 HM no
npumepo 100 nM, unu menee 100 mM. B HEKOTOpPBIX BapuaHTaxX peaJn3alyd, KOHCTAHTBI
nuccounaiuu (Kp) antu—-TREM?2 anturen ¢ TREM2 siBaHCKOro Makaka MOTYT HaXOAHUTHCS B
AuarnasoHe 3HadyeHui ot npumepHo 1 HM no mpumepno 900 nmM, or mpumepno 1 HM no
npumepHo 800 mM, ot mpumepHo 1 HM po npumepno 700 nmM, or mpumepno 1 HM no
npumepHo 600 mM, ot nmpumepHo 1 HM no nmpumepno 500 nM, ot mpumepno 1 HM no
npumepHo 400 nM, or mpumepHo 1 HM no nmpumepno 300 nM, ot mpumepno 1 HM no
npumepHo 200 mM, or npumepno 1 HM npo mpumepno 100 nmM, umu menee 100 mM. B
HEKOTOpBIX BapHUaHTax peaju3aluu, KOHCTaHTy pauccouuaumu (Kp) omnpenenstor mpu
temneparype npubausutenabHo 25 °C. B HekoTOpbIX BapuaHTax peanuzauuu, Kp onpenensior ¢
UCTIOJIB30BAHUEM MOHOBAJICHTHOTO aHTUTeNa (Hanpumep, Fab) uian nonHopa3MepHOro aHTuTena
B MOHOBAJICHTHOU (popme. MeTonbl MONy4eHns: 1 BIOOpa aHTUTEJN, KOTOPbIE B3aUMOJEHCTBYIOT
w/vumm cnenuduyecku cBsizbiBatoTcsi ¢ TREM2, onucaHbl B JAaHHOM JTIOKYMEHTe (HampuMep, CM.
Ipumepsr 1 u 2).

[0237] B HekOTOpBIX BapHaHTaX peaju3alud, KOHCTaHThl muccoumaimu (Kp) antm—
TREM2 antuten ¢ TREM2 sABaHCKOrO Makaka MOIYT COCTaBJIsITb MeHee 6 MKkM, Moryt
COCTaBJIATb MeHee 5 MKM, MOTyT COCTaBIsATh MeHee 4,6 MKM, MOTyT COCTaBIATh MeHee 4 MKM,
MOT'YT COCTaBJISITh ME€Hee 3 MKM, MOTyT COCTaBJIsATh MeHee 2 MKM, MOTyT COCTaBiIATh MeHee 1,5
MKM, MOryt cocrasisite MeHee 1 MkM, moryt cocraBisiTe MmeHee 900 HM, MOryT COCTaBJIsTh
meHee 800 HM, moryT cocrasiATh MeHee 700 HM, moryt cocrtasisate MeHee 600 HM, moryT
coctaBiATh MeHee 500 HM, moryt coctaBisaTe MeHee 400 HM, moryT cocraBnATe MeHee 300
HM, moryT cocrasisaTe MeHee 200 HM, moryT coctaBisaTh MeHee 100 HM, MOryT cocTaBisTh

MeHee 95 HM, moryrt coctaBiasaTe MeHee 90 HM, Mmoryt cocrasiATb MeHee 85 HM, Moryt
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coctayiATh MeHee 80 HM, MOryT coctaBysATh MeHee 75 HM, MoryT coctasisaTh MeHee 70 HM,
MOTYT COCTaBJIITb MeHee 65 HM, MOryT cocTaBisITh MeHee 60 HM, MOTyT COCTaBIATh MeHee 55
HM, MmoryTt cocraByATh MeHee 50 HM, MOryT cocTaBisiTb MeHee 45 HM, MOryT COCTaBJISThb
meHee 40 HM, MOryt cocTtaBisTb MeHee 36 HM, Moryr cocrasiATb MeHee 35 HM, MoOryr
coctaBysiTh MeHee 31 HM, mMoryT coctaBisaTh MeHee 30 HM, MOryT cocTaBisiTh MeHee 29 HM,
MOTYT COCTaBJIATh MeHee 28 HM, MOryT cocTaBisTh MeHee 27 HM, MOTyT COCTaBJIATh MeHee 26
HM, MOryT COCTaBjATb MeHee 25 HM, MOryT cOCTaBisTh MeHee 24 HM, MOryT COCTaBJISITh
MeHee 23 HM, MOryT coCTaBisTh MeHee 22 HM, moryt cocraBnAtb mMeHee 21 HM, moryt
cocTaByiATh MeHee 20 HM, MoryT cocTaBiisiTb MeHee 19 HM, mMoryT coctaBisate MeHee 18,5 HM,
MOTYT COCTaBJIsITh MeHee 18 HM, moryT ObiTh less than, moryT ObiTe 17 HM, moryT ObiTh than
16,5 HM, wmoryT cocraBiastb MeHee 16 HM, moryT cocraBisTh MeHee 15,5 HM, moryt
COCTaBJIATh MeHee 15 HM, MoryT coctaBisaTe MeHee 14,5 HM, MoryTt coctaBisiTh MeHee 14 HM,
MOTYT COCTaBJsITh MeHee 13 HM, MoryT cocTaBisiTh MeHee 12 HM, MoryT cocTtaBisATh MeHee 11
HM, moryT coctaBisTh mMeHee 10 HM, MOryt coctaByiATb MeHee 9,5 HM, MOryT COCTaBJSATH
MeHee 9 HM, MOryt coctaBisTh MeHee 8,5 HM, MOryT CcOCTaBJiiATH MeHee 8 HM, Moryr
COCTaBJIATbH MEHee 7,5 HM, MOryT COCTaBJIsATE MeHee 7 HM, MOryT COCTaBJIsATh MeHee 6,5 HM,
MOTYT COCTaBJIATb MeHee 6 HM, MOTYyT COCTaBJsTb MeHee 5,5 HM, MOTyT COCTaBJIATb MeHee 5
HM, MOryT COCTaBJIATE MeHee 4,5 HM, MOTyT COCTaBJsATh MeHee 4 HM, MOTyT COCTaBJIsATh MEHEE
3,5 HM, MOryT cOCTaBisiTb MeHee 3 HM, MOryT COCTaBJISITh MeHee 2,5 HM, MOIyT COCTaBJISITh
MeHee 2 HM, Moryt cocrtaBisaTh MeHee 1,5 HM, moryr cocrtaBisate meHee | HM, moryt
cocTaBiATh MeHee 950 mM, Moryt coctaBisaTe MeHee 900 mM, MoryT cocraBiaTh MeHee 890
nM, moryTt coctasisaTe MeHee 850 mM, moryT cocraBisATh MeHee 800 mM, MOryT COCTaBIIATh
meHee 750 nmM, moryT coctaBiath MeHee 700 mM, MoryT coctasisaTe MeHee 650 mM, Moryt
coctaBisiTh MeHee 600 mM, Moryt coctaBisaTe MeHee 550 mM, moryT cocrasiate meHee 500
nM, moryTt coctaBysiTe MeHee 450 M, moryT coctaBisaTh MeHee 400 MM, MOryT COCTaBIJISITh
MeHee 375 M, MoryT coctaBnATh MeHee 350 mM, moryt cocrtaBisTe MeHee 325 nM, moryT
coctaBisATh MeHee 300 mM, moryTt cocraBisTe MeHee 270 mM, MoryT cocrasysate MeHee 250
nM, MOryT cocTaBysATh MeHee 225 nM, moryT coctasisaTh MeHee 200 mM, MOryT COCTaBJISITh
MeHee 150 nM, unu moryT coctaBisaTh MeHee 100 M. B HEKOTOpBIX BapuUaHTax peanusaluy,
koHcTaHTy nucconmaunu (Kp) ompenensror mpu temneparype npubnusutesnsHo 25 °C. B
HEKOTOPBIX BapuaHTax peanuszaumy, Kp ONpenenstoT ¢ HCHONBb30BAHUEM MOHOBAJIEHTHOIO
anTuTena (Hanpumep, Fab) wiu nogHOpa3MepHOro aHTUTENNA B MOHOBaJIEHTHOU (hopme. MeTob
NOJIYYEeHHUS] U BBIOOpA AHTHUTEIN, KOTOPBIE B3AUMOACHCTBYIOT W/HIIH CIEU(PUIECKH CBI3BIBAIOTCS
¢ TREM2, onucansl B JaHHOM JOKyMeHTe (Harpumep, cM. [Ipumeps 1 u 2).

[0238] KoHCTaHTBI OUCCOLMALMKA MOTYT OBITH OIMpeneIeHbl MOCPEACTBOM JIFOOOM
AHATUTHYECKONH METOIMKH, BKIIOUas JIIOOOH OMOXUMHYECKYIO0 WIH OMOPU3NIECKYI0 METOIUKY,
takyro kak UPA (ELISA), noBepxHOCTHBIN Iu1a3MOHHBIN pe3oHaHc (SPR), naTepdepomerpus
omnocnos (cm., Hampumep, Octet System ¢upmsl ForteBio), kanmopumerpusi H30TepMUIECKOTO
tutpoBanusa (ITC), muddepenimanpuas ckanupyromas kanopumerpust (DSC), kpyrosoit

auxpomMm (CD), aHamu3 MeTOAOM OCTAHOBJIGHHOTO IIOTOKA, W KOJOPUMETPUYECKHE WU
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¢dayopecleHTHbIE aHanM3a IUIABIEHHs OenkoB. B HEKOTOpBIX BapHaHTax pealu3aluy,
koHcTanTy nuccounauuu (Kp) TREM2 onpenpensitor npu Temneparype npudmusutenbao 25 °C.
B HekoTopeIx BapmaHTax peanusanud, Kp ompenensioT ¢ UCIONb30BAHHEM MOHOBAJIEHTHOTO
anturena (Hanpumep, Fab) wim mnonHOpasMepHOro aHturena. B HEKOTOPBIX BapHaHTaX
peammsaumuy, Kp omnpenensioT ¢ HCHOJb30BAHHWEM  IOJHOPA3MEPHOIO  AHTHUTENAa B
MOHOBaJIeHTHOH (opme. Mcmonb3ys, Hampumep, 000N aHaIW3, OMHMCAHHBIH B JaHHOM
nokyMmeHte (cM., Hanpumep, Ilpumepsr 1 u 2).

[0239] HomnonnutenbHble aHTu—TREM?2 aHTHTENna, HampuMmep, aHTHUTENA, KOTOpPbIE
cneuuguyeckn cpsizbiBatoTCH ¢ Oenkom TREM2 no naHHOMY HW300peTeHHIO, MOTYT ObITb
UICHTU(QHULIUPOBAHBI, MOBEPTHYTHI CKPUHUHTY, W/WIN OXapaKTepU30BAHbI MyTEM OINPEEICHUs
uX (PU3NIECKUX/XUMHUECKUX CBOWCTB W/WJIM OHOJOTMYECKHUX AaKTHBHOCTEH C IOMOIIBIO
PA3JINYHBIX AHAJTU30B, U3BECTHBIX CHEIHATHCTAM.

bucneyuguyecxue anmumena

[0240] OmpeneneHHble aCEKThI JaHHOTO U300PETEHHsI OTHOCITCS K Oucnenuduyeckum
aHTHUTENaM, KOTOpble CBsi3bBatOTCA ¢ OenkoM TREM2 mo naHHOMY H300peTE€HHIO M BTOPBIM
aaTureHoM. Crioco0b! noydeHus: OncnennGUIeckx aHTUTEN XOPOIIO U3BECTHBI CIIELUATNCTAM
U OINHMCAaHbl B JaHHOM JOKyMeHTE. B HEKOTOpBIX BapHaHTaxX peanu3alud, OncrernuduyuecKue
aHTHUTENa 10 JAaHHOMY H300pETEHHMIO CBS3BIBAIOTCA C OJHHUM WM  HECKOJbKHUMH
amMuHOKUCIOTHBIMUA octatkamMu TREM2 uyenoseka (SEQ ID NO: 1), nuiau aMUHOKHCIOTHBIMU
ocratkamu Oenka TREM2, cooTBeTCTBYIOLIMMH aMMHOKUCIOTHBIM ocTatkam SEQ ID NO: 1. B
APYTUX BapUaHTaxX peaju3alnuy, OucreruduuecKkue aHTUTENa 10 JAHHOMY H300pPETEHUI0 TaKKe
CBSI3bIBAIOTCA C OJHUM WJIM HECKOJBKMMM aMHUHOKHCJIOTHBIMH OCTAaTKaMHU YeJIOBEYECKOTO
DAPI12.

[0241] B HeKOTOpBIX BapHaHTaX peanu3aluy, OucrnenuduuecKue aHTUTENA IO JAHHOMY
M300pETeHNI0 PACIO3HAIOT TEPBBI AHTUIEH M BTOPOH aHTHreH. B HEKOTOpPBIX BapHaHTax
peanu3anuy, MepBblii aHTUreH npexacrapiser codori TREM2 dyenoBeka WM €ro MPUPOIHBIM
BapHuaHT, unu uenosedeckuii DAP12 unmn ero nmpuponHselii BapuanT. B HEKOTOpBIX BapuaHTax
peanu3anuu, BTOPOU aHTUTEH MpencTaBjsieT coOoi (a) aHTUreH, 0OJIervyaromuil TPAaHCIIOPT Yepes3
remarosHuedanuyecknii  Oaprep; (b) aHTUreH, OOJNerdarOmuid  TPAaHCIOPT  dYepes
remMaTodHIedammueckuii 6aprep, BeIOpaHHBIH M3 penenropa TpaHcdeppunHa (TR), pemenrtopa
uncynanHa (HIR), penenrtopa wHcynmuHomomoOHoro ¢akropa pocra (IGFR), Genkos 1 u 2,
POACTBEHHBIX perenTopy JumonporenHa Hu3kod miotHoctn (LPR—-1 wu 2), penenropa
mudrepuitnoro TokcuHa, CRM197, onnonomennoro antutena namel, TMEM 30(A), nomeHa
oenkoBoli TpaHcnykuuu, TAT, Syn-B, nmeHerpaTuHa, MONMAPTHHUHOBOTO MENTHIA, MENTHIA
angiopep u ANGI1005; (c) maToreHHbIi OeJIOK, BRIOpaHHBIN U3 OeTa—aMIJION/a, OJTUTOMEPHOTO
Oera—ammionia, Oera—aMWIOUAHBIX OJISIIIeK, Oelka—TMpeNIecTBEeHHUKA aMWIONIa WU €ro
¢parmenTos, Tau, IAPP, anba—cunyknenna, TDP-43, 6enka FUS, C9orf72 (oTkpsiTas pamka
cunteiBaHusl 72 xpomocombl 9), Oenka cORAN, mpuonHoro Oenka, PrPSc, xaHTmHIrTHHA,
KaJIbLMTOHMHA, CYNEPOKCUANMCMYTa3bl, ATAKCHHA, aTakCHMHA 1, aTakCuHAa 2, aTakCHHA 3,

arakcuHa 7, arakcuHa 8, artakcuHa 10, Ttenen JleBu, mNpeacepaHOro HATPUYPETUUECKOTO
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¢akTOpa, OCTPOBKOBOIO aMWJIOMIHOTO TIOJHMIIENTHIAA, HHCYJIWHA, arnojunonporerHa Al
CBIBOPOTOYHOTO aMujouza A, MenuHa, NPOJIAKTUHA, TPAHCTUPETHHA, JU30LMMa, Oera—2—
MHUKpPOTJIOOYJIMHA, TeJICOJMHA, KePaTOSIUTENNHA, LIUCTATHHA, JIETKONH LIeNH MUMMYHOTJIOOYJINHA
AL, G6enka S—IBM, ces3anHbix ¢ He—ATG mnosropamu (RAN) mnpoayKTOB TpaHCISALUY,
NenTuaoB ¢ aunentuaHeiMu nosropamu (DPR), nentunos ¢ nosropamu rauimH—-anadud (GA),
NenTua0B ¢ noBTopaMu riuuuH-niponuH (GP), nentunos ¢ moBTopamu rauuuH—aprudud (GR),
HENTUIOB C MOBTOpaMu nponus—ananuH (PA), yOUKBUTHHA, M IENTHAOB C IIOBTOPAMH MPOJINH—
apruauH (PR); u (d) nuranaer u/vnm Genku, SKCIpeccupyemMblie HA IMMYHHBIE KJIETKH, TIPH 3TOM
auranael w/wmm 6enku BeiOpanbl u3z CD40, OX40, ICOS, CD28, CD137/4-1BB, CD27 , GITR,
PD-L1, CTLA-4, PD-L2, PD-1, B7-H3, B7-H4, HVEM, BTLA, KIR, GAL9, TIM3, A2AR,
LAG-3 u d¢ocharununcepuna, u (e) Oenok, JNWUNUA, TOJUCAXAPHUI WU TIIUKOJIMITH]I,
SKCIIPECCUPYEMbIii Ha ONHOW WJIM HECKOJBbKHX OIyXOJIEBbIX KJIETKAaX, M JIO0yH HX
KOMOWHAIIHIO.

Dpazcmenmur anmume

[0242] OmpeneneHHble acmekTbl AAHHOTO HM300PETEHMST OTHOCATCS K (pparMeHTam
AQHTUTEJI, KOTOPBIE CBSI3BIBAIOTCS C OAHUM MM Heckoiapkumu TREM?2 denoseka, MpUpPOIHBIM
BapuantoM TREM2 wuenoBeka, u Bapmantom Oonesnn TREM?2 uenoBexka. B HekoTopbIx
BapHaHTax peanusauyy, (parmMeHT aHTHUTeNna mnpencrasiser codoir Fab— Fab’, Fab’-SH,
F(ab’)2, Fv mmu scFv—{parmenT. B HeKOoTOpBIX BapuaHTax peanu3auud, GparMeHT aHTUTENA
UCTIONB3YeTC B KOMOMHALIMY C OJHUM MJIM HECKOJIbKUMHU aHTUTEIAMH, KOTOPbIe CrielMpUIecKH
CBSI3BIBAIOT MATOTCHHBIN O€JIOK, BRIOpaHHBIN U3: (a) aHTHIeHa, 00JIer4arInero TpaHCIOPT Yepes
remarooHuedanuuecknii  Oappep, (b) aHTUrena, oOJjerdaroImero TPAHCIOPT  dYepes
remarosHIepanndeckuii Oaprep, BbiOpaHHOro u3 peuenropa tpancdeppuna (TR), pementopa
uncynuHa (HIR), peuentopa uncynmHonomoOHoro ¢akropa pocra (IGFR), Genko 1 u 2,
POZACTBEHHBIX peLentopy JjunonporenHa Hu3kod miotHoctn (LPR-1 wu 2), peunenrtopa
nudrepuiinoro TokcuHa, CRM197, onHogomenHoro anturena jambl, TMEM 30(A), nomena
OenkoBoii TpaHcnykuuu, TAT, Syn-B, neHerpaTuHa, MOJMAPTUHUHOBOIO TENTHIA, MENTHAA
angiopep 1 ANG1005; (¢) matoreHHoro Geyika, BRIOPAHHOTO M3 OeTa—aMHUJIONAA, OJTUTOMEPHOTO
Oera—ammionna, OeTa—aMUJIOUAHBIX OJIsIIeK, OeNka—TpeNIIeCTBEHHUKA aMUJIONAa WU €ro
¢parmenros, Tau, IAPP, anvdpa—cunyknenna, TDP—43, 6enka FUS, C9orf72 (otkpeiTast pamka
cunteiBaHusl 72 xpomocombl 9), Oenka cORAN, npuonnoro Oenka, PrPSc, xaHTmHIrTHHA,
KaJbLUTOHMHA, CYNMEPOKCUANMCMYTa3bl, aTAKCHHA, aTakCHMHA 1, aTakCWHa 2, aTakCHUHA 3,
atakcuHa 7/, arakcuHa 8, artakcuHa 10, Ttenen JleBu, mpeacepaHOro HATPUYPETUUECKOTO
¢akTOpa, OCTPOBKOBOIO AMWJIOHMIHOTO TOJMIIENTHIAA, WHCYJWHA, amojunonporenHa Al
CBIBOPOTOYHOTO aMHjionaa A, MenuHa, NPOJIAKTHHA, TPAHCTUPETHHA, JU30LMMa, Oera—2—
MHUKpPOTJIOOYJIMHA, TeJICOJMHA, KePATOSIUTENINHA, LIUCTATHHA, JIETKOW LIeMH WMMYHOTJIOOYJINHA
AL, G6enka S—IBM, ces3anabx ¢ He—ATG mnosropamm (RAN) mpoayKTOB TpaHCIALNY,
NEeNTUAOB ¢ AunenTHaHbIMU noBropaMu (DPR), nentunos ¢ nosropamu raunuH—antadud (GA),
nenTuaoB ¢ nosropamu raunuH-nponud (GP), nentunos ¢ nosropamu rimmuuH—-apruduH (GR),

NEeNTUIOB C MOBTOpaMu nposnnH—ananuH (PA), yOUKBUTHHA, U IENTHIOB C IIOBTOPAMMU MPOJIHH—
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apruauH (PR); u (d) nurannos w/unm O€nKoOB, SKCIPECCHPYEMbIX HA MMMYHHBIX KJIETKaX, IPH
3TOM JiraHabl w/wmm O6enku BeiOpansl u3 CD40, 0X40, ICOS, CD28, CD137/4-1BB, CD27 ,
GITR, PD-L1, CTLA-4, PD-L2, PD-1, B7-H3, B7-H4, HVEM, BTLA, KIR, GAL9, TIM3,
A2AR, LAG-3 u ¢ocharununcepuna; u (e) Oenka, Tunuaa, Noaucaxapuaa WIN TITUKOIUINAA,
HKCIPECCUPYEMBIX Ha OTHOM MIT HECKOJIbKUX OMYyXOJIEBbIX KJIETKaX, U JEOOOH NX KOMOMHAIMH.

Kapracer anmumen

[0243] JIroObie aHTHTE A, ONTUCAHHBIE B JAHHOM JOKYMEHTE, JOMOJHUTEIbHO BKIKOYAOT
Kapkac. B HEKOTOpBIX BapHaHTaxX peaju3aliH, Kapkac TMpeacTaBisieT CcoOOH Kapkac
YeJI0BeYeCKOro MMMyHoroOynnHa. HarpuMep, B HEKOTOPBIX BapUAHTAX PEATU3ALUH, AaHTHUTEIO
(Hanpumep, antu—TREM2 anrturesno) comepxur HVR, kak B JrOOOM K3 BBIIIEONUCAHHBIX
BAPUAHTOB peAN3alUy, M IOMOJHHUTEIBHO CONEPKHUT YEJOBEUYECKHH KapKac—aKIenTop,
HampuMep, KapKac 4YeJIOBEYECKOro HMMYHOMJIOOYJIMHA WJIM YeJIOBEYECKHH KOHCEHCYCHBIH
kapkac. Kapkacbl 4YeIOBEYECKMX HMMYHOIJIOOYJHMHOB MOTYT OBITh YacTBIO YEJIOBEUECKOTO
aHTHTEJA, WJIM HEUEJIOBEYECKOE aHTUTENIO MOXKET OBITh T'YMaHU3UPOBAHO MyTEM 3aMEHbI OTHOTO
WIA HECKOJBbKUX OJHIOTEHHBIX KapKAaCHBIX YYacTKOB Ha uenoBeueckue. UYenmoBedeckue
KapKacHbIE YYaCTKH, KOTOPbIe MOTYT OBITh MCHOJB30BAHBI JJISI TYMaHHU3ALMH, BKJIOYAOT, 0e3
OrpaHHUYEHUI: KapKaCHbIE Y4YacCTKH, BBIOPAHHbBIE C HCIHOJB30BAHMEM METOMA "HAWIIYYLIErO
coorBercTBUs" (cM., Harpumep, Sims et al. J. Immunol. 151:2296 (1993)); xapkacHble y4acTKHy,
NOJIy4E€HHBIE M3 KOHCEHCYCHOW MOCJENOBATENIbHOCTH KOHKPETHOW MOATPYNIBI BapuabeIbHBIX
o0nacTeil Jerkoil WM TsDKENOH 1erned denoBedeckux aHtuten (cMm., Hampumep, Carter et al.
Proc. Natl. Acad. Sci. USA, 89:4285 (1992); u Presta et al. J. Immunol., 151:2623 (1993));
YeJIOBEUEeCKHe 3pesible (COMAaTUYEeCKU MYTHPOBAHHbBIE) KapKAaCHblE Y4YaCTKM HIJIM KapKacHbIE
YUaCTKH YeJIOBEUeCKOW 3apoablleBO JuHuU (cM., Harnpumep, Almagro and Fransson, Front.
Biosci. 13:1619-1633 (2008)); u KapkacHble Y4YaCTKH, IIOJIyU€HHbIE IyTe€M CKPUHHUHTA
oubmuorek FR (cm., Hanpumep, Baca et al., J. Biol. Chem. 272:10678-10684 (1997) u Rosok et
al., J. Biol. Chem. 271:22611-22618 (1996)).

[0244] B HeKOTOpBIX BapUaHTaX peajH3al[iH, AHTHTEIO CONEPKUT BapuabENbHYIO
obnacte Tsokenod uenw, copepxkamyrw HVR-HI, HVR-H2 u HVR-H3 no nanHOMYy
300pETEeHHNIO U OZIMH, JBA, TPH WM YEThIPE KAPKACHBIX YYaCTKa TSIKEJION LENH, KaK YKa3aHO B
Tabnmuuax 4A—4D. B HEeKOTOpPBHIX BapHaHTAaX PeaM3alMU, AHTUTEJIO COAEPIKUT BapHAOENbHYIO
obxnacte sierkoit nenw, cogeprxkamyo HVR-L1, HVR-L2 u HVR-L3 no nanHOMYy H300peTeHuI0
U ONIMH, JBa, TPU WJIHM YEThIpe KapPKACHBIX YYaCTKa JIETKOH LIeny, Kak ykasaHo B Tabmumax 5A—
5D. B HEKOTOpBIX BapHaHTaxX pEANTHU3ALUHU, AHTHTENO CONEPKUT BapHaAOENbHYI 00JacTh
Tsokenor nenu, copepxkamyro HVR-H1, HVR-H2 u HVR-H3 no manHOoMy n3obpereHuro, u
OIIWH, JBA, TPU WJIM YEThIPE KAPKACHBIX yUACTKa TSDKEJION Lienmy Kak ykazaHo B Tabmumax 4A—
4D, 1 NOTOTHUTEIFHO CONEPKUT BapradepbHYI0 00NacTh Jierkol nenu, conepskamyo HVR-L1,
HVR-L2 u HVR-L3 no pmaHHOMy H300peTeHHIO, U OIUH, 1BA, TPH WIH YeThIpe KapKaCHBIX
ydacTKa JIETKOH IernH, Kak yka3aHo B Tabmumnax SA-5D.

Mooynuposannas skcnpeccus nposochanumesibHuIx Meouamopos

[0245] B HexotopeIx BapuaHTax peanusauuy, aHTu—TREM?2 anTtuTena mo naHHOMY
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N300pETEHNI0O MOTYT MOIYJHPOBATh (HANMpPUMEp, YBEIHMYHUBATh WM YMEHBIIATH) SKCIPECCHIO
IPOBOCIAIUTENIBHBIX MEIUATOPOB Mocie cBsa3biBaHus ¢ O6enxkom TREM2, skcnpeccupyembiM B
KJIETKE.

[0246] B wucnonp3dyeMOM B JAAaHHOM JOKYMEHTE 3HAUEHUH, IPOBOCHAIUTENbHbIE
MEIUaTopbl MPEACTABIAIOT COOOH OeNkh, y4acTBYIOLIHME, NPSMO HIIM KOCBEHHO (Hampumep,
yepes IyTH MPOBOCHAIMTENBHONH CHIHAJIM3ALUK) B MEXaHM3ME, KOTOPBI HHOYLHPYET,
aKTHBHUPYET, TNPOMOTUPYET, WJIM HHAue IOBBIIIAET BOCHAJIMTENbHBIN OTBeT. MOXeT ObITh
UCTIOJIb30BaH JIFOOOH M3BECTHBIN CHEHUATUCTaM CIOco0 WACHTU(PHUKALMU M XapaKTepH3aLuu
MPOBOCTIAIUTENIbHBIX MEIUATOPOB. [IprMepbI MPOBOCMANUTENBHBIX MEAUATOPOB BKIIIOYAIOT, 03
orpaHuyeHul, uTokuHbl, Takue kak IFN-fB, IL-1a, IL-1B, TNF—a, IL-6, IL-8, CRP, CD86,
MCP-1/CCL2, CCL3, CCLA, CCLS, CCR2, CXCL-10, Gata3, unens! cemetlictsa [L-20, IL-33,
LIF, IFN-ramma, OSM, CNTF, CSF-1, OPN, CD11c, GM-CSF, IL-11, IL-12, IL-17, IL-18 u
IL-23.

[0247] B HexotopeIx BapuaHTax peanusauuy, aHTu—TREM?2 anTuTena mo naHHOMY
U300pETEHNI0 MOTYT MOAYJUPOBaTh (YHKIMOHAIBHYIO OKCIPECCHIO W/HIK  CEKPELHIo
MPOBOCTIAJTUTENIHBIX MEeANAaTOpOB, Takux kak FN-f, IL-1a, IL-1p, CD86, TNF—q, IL-6, IL-8,
CRP, MCP-1/CCL2, CCL3, CCL4, CCL5, CCR2, CXCL-10, Gata3, unennl cemeiictBa 1L-20,
IL-33, LIF, IFN-ramma, OSM, CNTF, CSF1, OPN, CDl1c, GM—CSF, IL-11, IL-12, IL-17,
IL-18 u IL-23. B HEKOTOpPbIX BAapHAaHTAaX pealnu3alUH, MOAYJIUPOBAHHAS 3KCIPECCUs
NPOBOCIIAINTENIbHBIX ~ MEAWATOPOB MPOUCXOAWT In  Makpodarax, IOEHIPUTHBIX KIETKAX,
MOHOIIUTAaX, OCTEOKJacTax, Kkierkax JlaHrepanca Koxu, KynQepoBbIX KJIETKax W/ WM
MHUKPOTJIHAJIbHBIX KJIETKaX. MOonyIupoBaHHAasl SKCIIPECCUS MOXKET BKIIFOYATh, O€3 OrpaHUYeHHH,
MOJlyJIUPOBAHHYIO T€HHYIO 3KCIPECCHUI0, MOAYJUPOBAHHYK) TPAHCKPUIILMOHHYHK 3KCIPECCHUIO,
WM MOZYJUPOBAHHYIO SKCIpeccuro Oenka. MoxeT ObITh HCIOJIBb30BaH JIIOOOH H3BECTHBIN
CIIeLAIIICTaM CIIOCO0 ONpeneNeH st 3KCIpeccHy rela, TpaHckpunra (Hanpumep, MPHK) w/unn
Oenka. Hanpumep, HO3epH—OJOTTHHT MOKET OBITH MCIOJB30BAH JJIsl OMPENEeHUs YPOBHEH
TeHHOMW JKCIIpeccuu mpoBocnanuTesnibHoro meauaropa, OT-TILP MoxeT ObITh HCTIONB30BaH AJIS
OTIpENeNIeHUs] YPOBHS TPAHCKPHITLUKM MPOBOCIAIUTEIILHOTO MEIUATOpa, M BECTEPH—OJOTTUHT
MOJKET OBITh HCIIOJIB30BAH JJIsl ONIPEENICHUs] YPOBHEH Oelika MpOBOCHAIUTEIbHOTO METUATOPA.

[0248] B HekoTOpBIX BapHaHTax peaju3aluy, IPOBOCHAIUTENbHbIE MEIUATOPHI
BKJIIOYAIOT  BOCMAJUTENbHble LUTOKUHBL. COOTBETCTBEHHO, B HEKOTOPBIX BapHUaHTax
peamm3anmu, aHTU—TREM?2 aHTHUTENna mo JaHHOMY H300pETEeHHI0O MOTYT MOAYJHUPOBATH
CEKPELIMI0 OTHOTO WJIM HECKOJIbKMX BOCHAJIMTENbHBIX LUTOKUHOB. IIpuMepbl BOCHANUTENbHbBIX
IUTOKWUHOB, CEKPELUs KOTOPBIX MOXKET ObITh CHIKeHa aHTH—TREM?2 aHTHUTENaMu 1O JaHHOMY
u3o0peTeHnro, BKIOYaT, 6e3 orpanndennii, FEN—, IL-1a, IL-1B, CD86, TNF—qa, IL-6, IL-8,
CRP, MCP-1/CCL2, CCL3, CCL4, CCL5, CCR2, CXCL-10, Gata3, unennl cemeiictBa 1L-20,
IL-33, LIF, IFN-ramma, OSM, CNTF, CSF1, OPN, CDl1c, GM-CSF, IL-11, IL-12, IL-17,
IL-18 u IL-23.

[0249] B HeKOTOpBIX BapuUaHTax pealu3alyy, MPOBOCHAJIUTENbHbIE MEIHATOPBI

BKJIIOYAKOT BOCHAJTUTCIIBHBIC PCLCIITOPHL COOTBeTCTBeHHO, B HCKOTOPBIX BapHUaHTax
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peammsanyny, aHTU—TREM?2 aHTuTENna mno MAaHHOMY HW300pPETEHHI0 MOTYT MOAYJIHUPOBATH
SKCIPECCUI0  OJHOrO  WMJIM  HECKOJbKMX  BOCHAIUTEIBHBIX  peuentopoB. IIpumepsr
BOCTIAJIUTENbHBIX PELENTOPOB, SKCIPECCUs] KOTOPbIX MOXKeT ObITh CHIKeHa aHTH—1REM2
AHTHUTEJIaMH 110 JAHHOMY M300peTEeHUI0 BKIIFOYAKOT, Oe3 orpannueHuii, CD86.

[0250] B wucnonp3yeMOM B JaHHOM JOKYMEHTE 3HAUY€HUHU, IPOBOCIAIUTENbHBIN
MEANATOP MOXET MMETb MOIYJHUPOBAHHYH) 3KCIPECCHIO, €CIU €ro SKCIPeCcCUsi B OAHOW MU
HECKOJIbKUX KJIETKaX CyObekTa, mnojaydvaromero aHTH—TREM2 aHTUTENO 1O JaHHOMY
U300peTeHHIO, SIBIISIETCS MOIYJUPOBAHHOHN (HampuMep, TOBBIIEHHONH WM TOHMKEHHOH) 10
CPaBHEHHUIO C 3KCIPECCHUEN 3TOr0 XK€ MPOBOCMAIUTENBHOIO MENNATOPa, 3KCIPECCHPYEMOIO B
OJTHOM WJIM HECKOJIBKUX KJIETKaX COOTBETCTBYIOLIETO CyOBEKTa, He mosydaromero anTi— 1 REM2
aHTuUTENno. B HekoTOphIX BapuaHTax peanusauuu, aHTU—TREM?2 anTuTeno no naHHOMY
U300pETEHNI0O MOKET MOZYJ