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2420-564292ERA/032
AHTUTEJIA TIPOTUB TIGIT

CIMCOK IIOCJIEIOBATEJILHOCTEN

HacToamas 3aaBKa COLEPXKUT CIIMICOK [I0CJIefOoBaTEeJIbHOCTEN,
IPUHATHM B SJIeKTPpOHHOM dopMmMe B dopMaTe ASCII, M ero IOJHOE
comepxaHue, TakuM  o0pasoM, IPUBENEHO B KauecTBe CCBUIKMU .
YKaszaHHas koomMsa B QopMaTe ASCII, co3maHHas 27 wuwoiasa 2015 1.,
HasBaHa 23808-US-PCT SL.txt u ee pasMep cocTaegger 136039
6alToB.

OBJIACTB TEXHUKHM, K KOTOPOM OTHOCUTCSI M3OBPETEHUE

Hacrosamee mMz300peTeHMe OTHOCUTCA K aHTHUTesaM opoTtun TIGIT, a
TaKkXe K TIPUMEeHEHUI BTUX aHTUTeJ B JeueHuM 3aboJieBaHUM, TakKuUX Kak
3JIOKAUeCTBEHHAasa OIyXOJib M MHOEeKUMOHHOe 3afojieBaHUeE.

YPOBEHE TEXHMKHM OJis1 M3OBPE TEHMSA

KimmoueBol dakTop g ofecHedueHMdI MMMYHOTEPaluM  OIIyXoJiel

BOBHUK B pes3yJbTare OTKPEITUM, uTo VMHTUOMPYIOMME
VIMMYHOMOIYJIMpYIYe peuenTops (IMR), KOTOpHE OOHUYHO OQYHKUMOHMPYOT
Kak VIMMY HHEIE KOHTPOJIL HEHE TOUKMU 0JIs IoOOepPXaHM A
ayTOTOJIEPaHTHOCTH, SBJISIOTCH LeHTPaJIbHEMA IJIs CIIOCOBHOCTHU

MUKPOOKPYXEHHUSA OIYyXOoJey YKIOHATBECSA OT MMMYyHMUTEeTa. BJIOKMpPOBaHUE
VHIUOUPYIOMNX IMR, [IO—BUOVMMOMY , BEISHIBAET CUJILHHE
ONIyXOJIeCIIeUnPUUIEeCKMe  MMMYyHHHE oTBeTH  BoJiee 20PeKTUBHO, yeM
npaMmas CTUMYJISLIM S IIPOTURBOOIIYX0OJIEBOTO MMMYyHUTEeTa c TIOMOIILIO
AKTUBUPYRIMX LUTOKMHOB WMJIM I[IPOTUBOOIYXOJIEBEIX BaKIMH, ¥ 5BTOT
croco6 objlamaer [IOTEeHIIMAaJIOM oJs TpaHchopMalU Tepalnn
3JIOKAUECTBEHHEX OIIYXOJIel ueJjloBeKa. BaxHoe 3HaueHMe UM BO3MOXHOCTL
B HacTodAmee BpeMs BO3HMKAeT NOJd IIOoTeHIMasa pas3padoTKM HOBHEX
AHTUTEJI-aHTaT'OHMCTOB nIJI8 »OpyI'Mx IMR u 1jd KOMOMHaUUM aHTUTEJI—
AHTATOHMCTOB TIIPOTHB ©OoJiee uyeM oOgHoro IMR 1mjsg yBeJIMUeHUMS OOJIU
OTBeUaKIMX B OHKOJOITMUECKMX KJIMHMUeCKMX MCCJIeOOBaHMAX, a TakKxe
nJis pacmrpeHns OHKOJIOTHMUYECKUX IokKaszaHui, npu KOTOPHIX

VIMMYHOTEPAaNsa OIIyxXoJiel saBjsgeTcd 2bOeKTMBHON.

BaxHo, yuTo VHTUOUpPYIIME IMR n JIMT aHOH, peryaupyoume
KJIETOUHHM MMMYyHUTET, OOHUHO CBEPXBKCIPeCCHUPOBaHE Ha  KJIeTKax
OIIyXOJIen nu OIIyX0OJIeaCCOUUNPOBAaHHEIX MaKpodarax (TAM) .

[TouMeuaTeJIbHO, UTO CBepX3KCIIpeccusa PD-11 B OIIYyXOJIAX



accoumMmMporaHa C MCTOUEeHUMEeM ONyXoJieclelndpuueCKMUX T-xJjeToKk ™
HeBJIaTONPUATHEIM MTPOTHO3O0M. BJIIOKMpOBaHMe JuIMpoBaHus PD-1/PD-L1 B
KJIVMHUUECKUX MCCJeOOBaHMAX M[IPUBOIMIIO K OTBeTaM [OIPOIOJIKUTEJbLHOM
perpeccum OINyXOoJiel Yy 3HauMTeJIbHOM JOJIM TIIalMeHTOB. B HeldaBHEM
coofmeHUM IIOKaszaHoO, UYTO COBMeCTHasa »sBKcapeccus PD-1 um Opyroro
nHrubupykomero IMR (TIM-3) B onyxoJiecneuupmuueckmx CD8+ T-kJjeTKax,
IIOJIYUEHHEX OT IIalMeHTOB C MeJIaHOMOM, fABJIAJOCH aCCOLUUMMPOBAHHEM C
beHOTUIIaMU BoJiee OMCOYHKIMOHAJIBHOTO MCTOIEeHU I T-rjeTOK 1o
CpaBHEeHMIO C KJIeTKaMy, BKCIOpeccupyomuMm Jiodtor u3 IMR OTHeJILHO.
BoJjee TOT'O, B HEeCKOJIbKUX COOBOIEeHNIX C MCIIOJIE30BaHMeM
OOKJIMHUYE CKUX MomeJien Oy XOJIen rokasaHo, uTo OJIOKMpPOBaHME
MHOXecTBa IMR, BrJmouas PD-1, TIM-3, LAG-3 wm CTLA-4, ©OoJee
S0OEKTUBHO MHIOYLUPOBAJIO MIPOTUEOOINYXOJIEBEE OTBETH, UYeM aHTarOHU3M
onHoro PD-1. O9Tu pes3yJabTaTh IIOOUEPKMBAIT BaXHOCTL JaJlbHeUmeTo
rccijegoraHusa nyrem IMR.

TIGIT (T-KJIETOYHEM MMMYyHOPELEeNTop <C IoMeHaMu I1g u ITIM)
opencraBJgeT coBo¥ MMMYHOMOOYJIMPYIMUM pPelLelNTop, SKCIpeCcCUupyeMH
[IpeuMylmeCTBEeHHO Ha aKTUBMPOBAHHEX T-KJjleTKkax MM KjaeTkax NK. TIGIT
M3BEeCTeH TakXe Kak VSIGY9; VSTM3; wu WUCAM. B ero CTPpyKType
rioxaszsaH OIonH BHEKJIE TOUHHMN VMMYHOTJIOOYJIMHOBEI IOOMEH,
TpaHcMeMOpaHHasa ob6jgacTe Tuna 1 ¥ OBa MoTMBa I1TIM. TIGIT
bopmMupyeT JacThb KOCTUMYJINPYIIen ceTH, KoTopad COCTOUT nus
IIOJIOKUTEJILHEIX (CD226) m oTpuuaTeJbHEX (TIGIT) MMMYHOMOIYJIMPYIIMX
pelLenTopoB Ha T-kKJeTKax, W JMUI'aHOOB, 3SKCIpeccUupyeMex Ha APC
(CD155 m CD112).

BaXHEIM  OPM3HAKOM CTPpyKTypel TIGIT ABJIAETCA  HNPUCYTCTBUE
VMMYyHOPELEIITOPHOTO CBAS3HBAKIETO TUPO3MH MHIMOMPYKRIIETO MOTHUBAa
(ITIM) B ero uUMTOILIa3MaTUMUECKOM XBOCTOBOM JIOMeHe. Kak m pmiag PD-1
nu CTLA-4, IpenckasaHo, yTo goMeH ITIM B LIMTOILJIa3MaTUUeCKOM
obmacT TIGIT mpenmHas3HaueH IJIg TI[IPUBJIEUeHMS  TUpo3uHOochaTas,
Takux kak SHP-1 wu SHP-2, wu nocjenypmero nedbochopuiMpoBaHUMA
OCTaTKOB THMPO3MHaA C I[IOMOWBLK OCHOBAHHEX Ha THUPO3MHE MOTUBOB
akTUBalMM MMMyHOpelenropa (ITAM) Ha cyObelguHuLax T—-KJIEeTOUHOTO
peuenTopa (TCR). Taxkumm obpaszsoMm, JurupoBaHue TIGIT [oCpenCTBOM
pelenrtopa-Jgurasnos CD1b5 wm  CDl112, SKCIPECCUPYEMEIX  KJIIeTKaMU

omyxoJien, wiau TAMS, MOXeT BHOCUTEL BKJaI B CyIpeccCHui IIepenaun



curHasioB TCR m axkTueRaluy T-KJIETOK, UTO ABJAETCHA HeOOXOIOMMEM OJII
pasBmUTUA 20PeKTUBHOTO IPOTUBOOIIYXOJIEBOTO VMMyHUTEeTa . Taxkwum
obpasomM, AHTUTEJIO—aHTarOHUCT, crneuupmueckoe nomaga TIGIT, MOXEeT
MHIMOMPOBATh MHOYLUMpOBaHHYI CD155 m CD112 cymnpeccuon oOTBeTOB T-
KJIETOK U YCUJIMBATE IMIPOTUBOOIIYXOJIEBEHM MMMyHUTEeT. IlleJIblo HaCTOAMeIO
n300peTeHUsa [ABJIAeTCHd IIOJIydeHMe aHTuTeJia OpoTtuB TIGIT, KoTopoe
MOXHO MCIIOJIL30BATL MOJIA JeueHMSa S3JIOKaUeCTBEHHHX OIyxoJel, Judo
OTHOeJIbHO, JMOO B KOMOMHaALMM C OPYIUMKM peareHTaMu.

CYIIHOCTE M3OBPE TEHMS

300peTeHrMe OTHOCUTCA K aHTHUTesmaM npotuB TIGIT wum ux
AHTUT €HCB A3EBanlM bparMeHTaM, comepXxanmM CTPYKTYPHEE "
OYHKLUVOHAJIBLHEE TIPUM3HAKM, YKasaHHBEe HIXe.

B oIHOM BapMaHTe OCYIECTBJIEHUA MU300peTeHue OTHOCUTCHA K
AHTUTEJIY WJIXM eT0 AaHTUTEeHCBASHBaKIeMy (parMeHTy, CBASHBAKIMMCSI C
TIGIT ueJioBeka, comepxamyuM: CDR3 papuab®esbHOM o0B0JacTU TIKeJION
neny, coepxamyrn aMUMHOKMCIIOTHYI IIoCJIefoBaTeJIbHOCTE M3 SEQ ID NO:
3, 79, 80, 81, 82, 83, 59, 90, 140, 153, 154, 155, 156, 157,
158, 159, 160, 161, 162, 163, 164, 165, 166 wmmm 167. B oIOHOM
BapMaHTe OCYWEeCTBJIEHMA AaHTUTEeJIO WM  eTo AHTUT eHCB A3HB a1
dparMeHT, Heobg3aTeJibHO, oO6JamaeT IO MeHBIIEM Mepe OIHOM U3
CJIeOYIIMX XapaKTepUCTUK : (i) cBaswBaeTrcs ¢ TIGIT ueJiOBekKa C
3HaueHueM KD oT npubimsamurTesbHo 1x107° M mo npubiamsmuTesbHO 1x10712
M, Kak orpenejyieHo [IOCPEenCTBOM [IOBEPXHOCTHOTO JIa3MOHHOTO
pesoHaHca (Hanpmumep, BIACORE) wmam cxomHoro crnocoba (HaopuMep,
KinExa wmam OCTET); (ii) BcTymaeT B IepeKpecTHYID peakuuio ¢ TIGIT
ABAHCKOT'O MakKaKa U MakakKa-pe3yca; (iii) O©JyoxupyeT CBA3LIBaHUE
TIGIT yeJioBeKa c CD155 yeJIoBEeKa " CDh112 yeJIoBeKa; (iv)

YVBEJIMUMBAET aKTUBaLMD T-KJIeTOK; (V) CTHMYJMPYeT IOpomykumio IL-2 u

IFNy aHTUTeHCHeUMpnueckuMu T-KJIeTKaMM; (vi) OJokupyeT MHOYKIMWIIO
cylnpeccumr akTuBaluu T-KJIEeTOK, MHIOVIIMPOBaHHYyK JmMIMpoBaHueM TIGIT
C POIOCTBEHHHMM JiMT'aHmamm CD155 m CD112.

B IOpyroM BapMaHTe OCYIIeCTBJIEHMA U300peTeHre OTHOCUTCHA K
AHTUTEJIY WJIM eT0 AaHTUTEeHCBA3HBaeMy (parMeHTy, CBASHBAIMMCAI C
TIGIT deJjioBeka, colepxammM: CDR3 Bapuab®elpHOM o0O0JacTu JIEeTKOM

neny, coepxamyrn aMUMHOKMCIIOTHYIO IIOoCJiefoBaTeJIbHOCTE M3 SEQ ID NO:



6, 62, 74, 75, 76, 77, 78 mium 93. B OIOHOM BapMaHTe OCYIECTBJIEHUS
aHTUTeJIO, Heobsa3aTesbHO, o6JamaeT I[IO0 MeHbIeM Mepe OIHOM U3

CJIeOynIMux XapaKTepuCcTHUK: (1) cBgaseBaeTca ¢ TIGIT uyeJoBeka C

3HaueHueM KD oT npubiamauTesbHo 1x107?2 M mo npubiamsuTesbHo 1x10712
M, Kak onpeleJyieHO IOCPenCcTBOM IIOBEPXHOCTHOTO ILJIa3MOHHOTO
pe30oHaHca (HanpuMmep, BIACORE) wmiam cxomgHoro crnocoba (Hanopumep,
KinExa wmiam OCTET); (ii) BcTymaeT B IepeKpecTHYID peakuuio ¢ TIGIT
ABaHCKOTO MakakKa M Makaka-pes3yca; (iii) ©OJokupyeT CBA3HBaHUE
TIGIT yeJioBeKa c CD155 yeJIoBeKa " CDh112 yeJIoBeKa; (iv)

YyBeJIMUMBAET aKTUBaLMD T-KJIeTOK; (V) CTHMYJMpPYeT IOpomykumio IL-2 u

IFNy aHTUTeHCcHeUupruueckuMu T-KJIeTKaMM; (vi) OJokupyeT MHOYKIMIIO
cylnpeccumr akTuBaluy T-KJIETOK, MHIOVIIMPOBaHHYK JmMIMpoBaHueM TIGIT
C POIOCTBEHHHMM JiMT'aHmamm CD155 m CD112.

B 1OpyroM BapMaHTe OCYMEeCTBJIEHUSA M300peTeHMe OTHOCUTCH K
AHTUTEJYy WM €70 aHTUIEHCBAS3HBAaKIEMY OpParMeHTy, CBA3BBaKIMUMCS C
TIGIT UeJIOBeKa, comepXalyM ; (1) CDR1 BapmabeybHOM o0o6JacTu
TAXEeJION lLenM, CcomepXallyl aMUHOKMCJOTHYI IIOCJIedoBaTeJIbHOCTL U3
SEQ ID NO: 1; (ii) CDR2 BapuabeybHOM 006JacTuU TSKeJON Lenu,
comepxalyl aMUMHOKMUCIIOTHYK IIOCJeloBaTeJIbHOCTE M3 SEQ ID NO: 2; wu
(1ii) CDR3 BapmabeJIbHOM obiacTu T AXeJION enu, coepXxallyo
AMMHOKMCJIOTHYIO IIoCcJlefoBaTeJIbHOCTL M3 SEQ ID NO: 140. B oIHOM
BapMaHTe OCYMEeCTBJIeHMS aHTUTEeJO WIM eT0o aHTUTEeHCBI3HBalMui
bparMeHT comepxuT: (1) CDR1 BapuabeyibHOM o00JIaCTM TSXKEJION lenu,
comepxamyl aMMHOKMCJIOTHYK IIOCJenoBaTesJIbHOCTE u3 SEQ ID NO: 1;
(11i) CDR2 BapuabesibHOM obJacTu T AXEJION lemnu, coIepXallyo
aAaMMHOKMCJIOTHYIO IIOCJIeDoBaTeJIbHOCTL u3 SEQ ID NO: 2; m (iii) CDR3
BapuabesibHOM o0BJlacTy TsXeJION Lelr, coIepXallyld aMUMHOKMCIIOTHYIO
nmocjiemnopaTeJIbHOCTL M3 SEQ ID NO: 3, 79, 80, 81, 82 wmium 83. B
OOHOM BapMaHTe OCYIeCTBJIeHUSI aHTUTEeJIO MJIM eT'0 aHTUIeHCBSI3LIBallui
bparMeHT comepxuT: (i) CDR1 BapuabedbHOM o0B0JacTu TSKeJON lenu,
comepXxamyl aMMHOKMCJIIOTHYK IIOCJIemoBaTesIbHOCTE u3 SEQ ID NO: 1;
(i1i) CDR2 BapuabesbHOM obJacTu T AXKEJION lemnm, CoIepXallyo
AMMHOKMCJIOTHYIO IIoCJlemoBaTeJIbHOCTL 3 SEQ ID NO: 2; m (iii) CDR3
BapuabesbHOM o0OJlacTM TSEKeJION Lelr, CcoIepXallyld aMUMHOKMCIIOTHYIO

I[IOCJIEOOBATEJIbHOCTE nus3 SEQ ID NO: 3. B OIOHOM BapMraHTe



OCYmMeCTBJIEHUS AaHTUTEJIO WJIM eT'0 aHTHUIeHCBA3HBamui (parMeHT,
HeoBda3aTeJIbHO, oO6JjagaeT IO MeHBIIEM Mepe OIHOM U3 CJeOy lMUx
XapakTepucTuk: (i) cBaA3wBaeTca ¢ TIGIT dejoBeKa C 3HaueHueM KD
oT npubamus3muTesbHO 1x10°? M mgo npubiausuTensHo 1x10712 M, kak
onpeleJjyleHO  I[IOCPeICTBOM  IIOBEPXHOCTHOTI'O [IJJA3MOHHOTO  pPe3OHaHCca
(HanpumMmep, BIACORE) wmimM cxomoHoT'o chnocoba (HampuMmep, KinExa wnim
OCTET); (ii) BcCcTymaeT B IepekpecTHyH peakuuio ¢ TIGIT 4BaHCKOTO
Makaka M Makaka-pesyca; (1ii) BJIOKUPYET CBA3HBaHMKE TIGIT

yeJioBeka ¢ CD155 wuejijoBexka m CD112 yeJjgioBeka; (1v) yBeJIMUMBAET

aKTUBalMw T-KJIETOK; (v) CTUMYJIMPpyeT HOpomykumo I1L-2 wm  IFNy
AHTUTeHCIIelnudUUe CKUMA T-KJIeTKaMM; (vi) OJIOKUpPYEeT MHIY KNI
cylnpeccumr akTuBaluy T-KJIETOK, MHIOVIIMPOBaHHYK JmMIMpoBaHueM TIGIT
C POIOCTBEHHHMM JiMT'aHmamm CD155 m CD112.

B IOpyroM BapMaHTe OCYIIECTBIIEHMA U300peTeHre OTHOCUTCHA K
AHTUTEJIY WM eT0 AaHTUTEeHCBASHBaIeMy (parMeHTy, CBASHBAKIMMCSI C
TIGIT UeJIOBeKa, comepXalyM ; (1) CDR1 BapmabeybHOM o0o6JacTu
TAXEeJION lLenM, CcomepXallyl aMUHOKMCJOTHYI IIOCJIedoBaTeJIbHOCTL U3
SEQ ID NO: b57; (ii) CDR2 BapuabesbHOM 0OJIaCcTM TSKeJION Lenu,
comepXxalyl aMMHOKMUCIIOTHYK IIOCJeIOoBaTeJIbHOCTE M3 SEQ ID NO: 58; mu
(1ii) CDR3 BapmabeJIbHOM obiacTu T AXeJION enu, coepXxallyo
AMMHOKMCJIOTHYIO IIOoCcJleDoBaTeJIbHOCTL M3 SEQ ID NO: 59. B omHOM
BapMaHTe  OCylleCTBJIeHUdI AHTUTEJIO WU ero AHTUT €HCB S 3LIB alommi
bparMeHT, HeoBg3aTeJIbHO, oO0JamaeT II0 MeHbBIIeM Mepe OIHOM U3
CIIeoyrInx XapaKTepUuCcTUK: (i) cBgaswBaeTca ¢ TIGIT wuyeJioBeka C
sHavenueM KD oT npubiamauTesbHO 1x107? M nmo npubiams3muTelbHO 1x10-12
M, Kak omnpenejyieHo IIOCPEenCcTBOM MIOBEPXHOCTHOTO [IJIa3MOHHOTO
pesoHaHca (HanpmmMmep, BIACORE) wmimm cxomHoro crnocoba (HaOpuMep,
KinExa wmiam OCTET); (ii) BcTyHmaeT B IepeKpecTHYD peakuuio ¢ TIGIT
ABAHCKOTO MakKaKa ¥ MakakKa-pes3yca; (iii) ©OJyoxupyeT CBA3LBBaHUE
TIGIT yeJioBeKa c CD155 yeJIoBEeKa u CDh112 yeJioBeKa; (iv)
YBeJIMUYMBAaeT aKTuBaluupw T-KJIeTOK; (V) CTUMYJIMPYET NPOOYyKIMK IL-2 wu
IFNy aHTUTIeHCHelUMpnueckuMu T-KJIeTKaMM; (vi) OJokupyeT MHOYKIMUIO

cylpeccumr akTuBaluuu T-KJIEeTOK, MHIOVIMPOBaHHYyI JHMIMpoBaHmeM TIGIT

C POIOCTBEHHHIMM JiMT'aHmamm CD155 m CD112.



B OpyroM BapMaHTe OCYHMEeCTRJIEHUS MU300peTeHMe OTHOCUTCH K
AHTUTEJIY WMIM eT'0 aHTUIeHCBA3HBawmeMy OparMeHTy, CBA3HBalMeMyCsS C
TIGIT deJiOBeKa, comepxaleMy : (1) CDR1 pBapuabesbHOM o06JacTu
TOKeJIOM LelM, CcolepXallyld aMMHOKMKCIIOTHYK IIOCJIeNOoBaTeJIbHOCTL U3
SEQ ID NO: 88; (ii) CDR2 BapmaBesnbHOM o0O6JACTM TSEKEJOM Lenu,
comepXallyld aMMHOKMCIIOTHYK IIOoCJiemoBaTeJIbHOCTE M3 SEQ ID NO: 147;
" (1ii) CDR3 BapuabeJibHOM 00JIacTM TAIXeJIOM LlenM, CcoIepXallyio
AMMHOKMCJIOTHYID IIoCcJledoBaTeJIbHOCTE M3 SEQ ID NO: 153. B oOHOM
BapMaHTe  OCYMeCTBJIeHUS aHTUTEeJIO WMIM eT0 aHTUIeHCBSI3LBAamUi
bparMeHT comepxuT: (i) CDR1 BapuabesbHOM o0B0JlaCcTM TSEXKeJION lLenu,
comepxamyl aMMHOKMCIIOTHYK IIOCJIeNoBaTesJIbHOCTE M3 SEQ ID NO: 88;
(i1) CDR2 BapuabesibHOM obJacTH T AXEJION lemnu, COoIepXally
aAMMHOKMCJIOTHYID IIoCJleDoBaTeJIbHOCTL M3 SEQ ID NO: 89, 96, 97, 98,
%9, 100, 101, 102, 103, 104, 105, 106, 107, 108, 109, 110, 111,
134 wmmm 135; m (iii) CDR3 Bapma®elnbHOM 06JacTM TSXeJION Lelu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJIenoBaTeJIbHOCTE mu3 SEQ ID NO: 90,

154, 155, 156, 157, 158, 159, 160, 161, 162, 163, 164, 165, 166

i 167. B omHOM EBapMaHTe OCYWEeCTBJIEHUS aHTUTEeJIO WM eTo
AHTUTEeHCBA3HBaIMM dparMeHT COIOEPXUT : (1) CDR1 BapmuabejsbHOMU
obJjlacTu T SKeJION Lenu, ComepxXallyo AMMHOKMCJIO THYIO

mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuaBeJbHOU
obJjiacTu TSIKEJION nemnmu, comepxamyno AMMHOKMCJIOTHYIO
IocJjlenoBaTeJIbHOCTL M3 SEQ ID NO: 89, 134 wmmm 135; m (iii) CDR3
BapuabenbHOM o0O6JacTy TAXeJOM LelM, CcoOepXalyl aMUHOKMCIIOTHYIO
[IOCJIeDOBATEJIbHOCTE nu3 SEQ ID NO: 90. B OOHOM BapMaHTe
OCyIeCTBJIEHUS AaHTUTEJIO WIM eT'0 aHTHUTeHCBA3HBaMUM  dparMeHT
comepxmuT: (1) CDR1 Bapma®esbHOM 0OJacCTU TAXEJIOW LenM, COoIoepXallyl
aAaMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BaprabenbHOM 0O6JacTM TSXKeJIOWM LelM, CoOepXamlyl aMUHOKKCIIOTHYI
nocjienoBaTelbHOCTE M3 SEQ ID NO: 134; m (iii) CDR3 Bapuab®ellbHOM
obJjlacTun T TKeJION Lenu, comepxamyn AMVHOKMVCJIOTHYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 90. B OOHOM  BapMaHTe
OCYImeCTBJIEHUS AaHTUTEJIO WIM €TI0 aHTHUTEeHCBA3HBaKIUNM  dparMeHT
comepxmuT: (1) CDR1 Bapmua®esbHOM 0OJaCTM TAXEJIOW LeNM, CONepXallyl
AMMHOKMCJIOTHYIO IIOoCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2

Bapmaéeanoﬁ obJjlacTu T KEeJION unermn, comepxXxamyo AMVMHOKMCIIOTHYIO



nocJjienoBaTeNlbHOCTE M3 SEQ ID NO: 134; m (iii) CDR3 BapuabellbHOM
obJjlacTu T IKeJION nenu, comepxamyn AMVHOKMCJIOTHYIO
nocjiemoBarTeJibHOCTE M3 SEQ ID  NO: 154. B onmHoM BapmaHTe
OCYmMEeCTBJIEHUI  aHTUTEJIO WJIM €TI0 aHTUTeHCBA3HBaIMUi  dpalMeHT
comepxuT: (1) CDR1 BapmabesbHOM 00JIACTM TAXeJIOW LelM, COoIoepXallylo
aAaMMHOKMCJIOTHY IIocjlenoBaTejlbHOCTL M3 SEQ ID NO: 88; (ii) CDR2
BaprabenbHOM oO6JacTy TAXeJOW LelM, CcoOepXalyl aMUHOKMCIIOTHYIO
nocjenoBaTeJbHOCTE M3 SEQ ID NO: 134; um (iii) CDR3 Bapuad®ellbHOM
obJjiacTu T SIKeJION uenmu, comepxalmyn aMUHOKMCJIO THYIO
mocjemorarTejibHOCTE M3 SEQ ID  NO: 155. B omHOM BapMaHTe
OCyImeCTBJIEHUS aHTUTEJIO WIM €70 aHTHUTeHCBA3HBamUM  dpaTMeHT
comepxmuT: (1) CDR1 BapmabesbHOM 0OJaCTU TAXEJIOW LelM, COoIoepXallyl
aAaMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BapuabenbHOM 0O6JacTy TSXeJOM LelM, CoOepXalyl aMUHOKKCIIOTHYI
nocjienoBaTelbHOCTE M3 SEQ ID NO: 134; m (iii) CDR3 BapuabellbHOM
obJjlacTun T TKeJION Lenu, comepxamyn AMVHOKMCJIOTHYIO
nocjenoparTejibHOCTE M3 SEQ ID  NO: 156. B onmHOM BapMaHTe
OCyImeCTBJIEHMS aHTUTEJIO WJIM €TI0 aHTUTeHCBA3HBaKIMUNM  dparMeHT
comepxuT: (1) CDR1 Bapmab®esbHOM 0OJaCTU TAXEJIOW LIENNM, CONepXallyl
AaMMHOKMCJIOTHYIO IIoCcjJlemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BapuadesbHOM 0OJlaCTM TAXKeJIOM Lenu, CcoIepXallyld aMUHOKMWCJIIOTHYIO
mocjienoBaTeJIbHOCTE M3 SEQ ID NO: 134; m (iii) CDR3 BapuabesibHOMU
obJjacTu T SKEJION uenmu, comepxalymo aMUHOKMCJIO THYIO
mocjenmoraTejibHOCTE M3  SEQ ID NO: 157. B omHOM BapMaHTe
OCYymEeCTBJIEHUS aHTUTEJIO WIM eT'0 aHTHUTeHCBA3HBamMUM  dpalMeHT
comepxuT: (1) CDR1 BapmuabesbHOM 0OJaCTU TAXEJIOW LenM, COoIoepXallylo
aAaMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BaprabenbHOM 0O6JacTy TSXeJIOW LelM, CcoOepXalyl aMUHOKKCIIOTHYI
nocjienoBaTelbHOCTE M3 SEQ ID NO: 134; m (iii) CDR3 BapuabelbHOM
obJjlacTun T TKeJION nenu, comepxalyn aMVHOKMWCJIOTHYIO
nocjenorarTejibHOCTE M3 SEQ ID  NO: 158. B onmHOM BapMaHTe
OCymeCTBJIEHUS AaHTUTEJIO WIM €70 aHTHUTEeHCBA3HBaKIMUN  dparMeHT
comepxmuT: (1) CDR1 Bapma®esbHOM 0OJaCTM TAXEJIOW LIeNM, CONepXallyl
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BaprabenbHOM 0O0JacTy TAXEJOM LelM, COoOepXallyld aMUHOKMKCIIOTHY

nocjienoBaTesbHOCTE M3 SEQ ID NO: 134; m (i1iii) CDR3 BapuabelIbHOMU



obJjlacTn T IKeJION Lenm, comepXxamyn AMVHOKMCJIOTHYIO
nocjemoparTeJyibHOCTE M3 SEQ ID  NO: 159. B onmHOM BapMaHTe
OCYmMEeCTBJIEHMSI aHTUTEJIO WJIM €TI0 aHTUTeHCBA3HBaIMUNM  dparMeHT
comepxuT: (1) CDR1 Bapmab®esbHOM 0OJIACTM TAXEJIONW LEeNN, COINepXallylo
aMMHOKMCJIOTHY IIocjlenoBaTeJlbHOCTL M3 SEQ ID NO: 88; (ii) CDR2
BapuadenbHOM 0OJlACTM TSXKeJIOM Lely, CcoIepXallyld aMUMHOKMWCJIIOTHYIO
nocjiegoBaTeJbHOCTE M3 SEQ ID NO: 134; um (iii) CDR3 Bapuad®ellbHOM
obJjiacTu T SIKEJION uenu, comepxalmyn aMUHOKMCJIO THYIO
mocjemorarTeJyibHOCTE M3  SEQ ID NO: 160. B omHOM BapMaHTe
OCyIeCTBJIEHUS aHTUTEJIO WIM eT0 aHTHUTeHCBA3HBaMUNM  dparMeHT
comepxuT: (1) CDR1 Bapma®esbHOM 0OJaCTU TAXEJIOW LenM, COoIoepXallyl
AaMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BaprabenbHOM 0O6JacTM TSXKeJIOWM LelM, CoOepXalyl aMUHOKKCIIOTHY
nocjienoBaTelbHOCTE M3 SEQ ID NO: 134; m (iii) CDR3 Bapuab®ellbHOM
obJjlacTun T TKeJION Lenu, comepxamyn aMVHOKMCJIOTHYIO
nocjenoparTeJibHOCTE M3 SEQ ID  NO: 1e61. B onmHOM BapMaHTe
OCYImeCTBJIEHUS AaHTUTEJIO WIM €70 aHTHUTEeHCBA3HBaKIMUNM  dparMeHT
comepxmuT: (1) CDR1 Bapma®esbHOM 0OOJaCTM TAXEJIOW LENNM, CONepXallyl
AMMHOKMCJIOTHYIO IIOoCJlemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BaprabesbHOM 0oO0JacTy TAXEJOM LelM, COomepXallyld aMUHOKMKCIIOTHY
mocyjenoBaTeJIbHOCTE M3 SEQ ID NO: 134; m (iii) CDR3 BapuabesbHOU
obJjiacTu TSIKEJION nemnmu, comepxamyno AMMHOKMCJIOTHYIO
mocjemoraTeJyibHOCTE M3  SEQ ID NO: 162. B omHOM BapMaHTe
OCyImEeCTBJIEHUS  aHTUTEJIO WIM eT'0 aHTHUTeHCBA3HBamMUM  dparlMeHT
comepxuT: (1) CDR1 BapmuabesbHOM 0OJaCTU TAXEJIOW LenM, COoIoepXallylo
aAaMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT:L M3 SEQ ID NO: 88; (ii) CDR2
BapuabenbHOM oO6JacTy TSXeJIOWM LelM, CcoOepXalyl aMUHOKKCIIOTHYI
nocjienoBaTelbHOCTE M3 SEQ ID NO: 134; m (iii) CDR3 BapuabellbHOM
obJjlacTn T TKeJION nenu, comepxalyn aMVHOKMVCJIOTHYIO
nmocjenorarTejibHOCTE M3 SEQ ID  NO: 163. B omHOM BapMaHTe
OCymeCTBJIEHUS AaHTUTEJIO WIM €70 aHTHUTEeHCBA3HBaKIUN  dpaTMeHT
comepxmuT: (1) CDR1 Bapmua®esbHOM 0OJaCTM TAXEJIOW LIeNM, CONepXallyl
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BaprabenbHOM 0O0JaCcTM TAXEJOM LelM, COoOepXallyld aMUMHOKMCIIOTHY
nocjienoBaTeNbHOCTE M3 SEQ ID NO: 134; m (i1ii) CDR3 BapuabelIbHOM

objlacTu T KEeJION nermn, coepxalrylto AMVHOKNMCIIOTHYIO



nocjenoparTeJibHOCTE M3 SEQ ID  NO: 164. B onmHOM BapMaHTe
OCYmeCTBJIEHMSI AaHTUTEJIO WJIM €TI0 aHTHUTeHCBA3HBaKIMUNM  dparMeHT
comepxuT: (1) CDR1 Bapmab®esbHOM 0OJaCTU TAXEJIOW LEeNNM, CONepXallyl
AMMHOKMCJIOTHYIO IIoCjJlemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BapuadesJbHOM 0OJlaCTM TAXKeJIOM Leny, CcoIepXallyld aMUHOKMWCJIIOTHYIO
mocjenoBaTeJIbHOCTE M3 SEQ ID NO: 134; m (iii) CDR3 BapuabesbHOM
oBJjacTu T SKEJION uenmu, comepxalyno aMUHOKMCJIO THYIO
mocjenoraTejibHOCTE M3  SEQ ID NO: 165. B omHOM BapMaHTe
OCyImEeCTBJIEHUS  aHTUTEJIO WIM eT'0 aHTHUTeHCBA3HBaMUM  dparMeHT
comepxuT: (1) CDR1 BapmuabesbHOM 0OJacCTU TAXEJIOW LelM, COoIoepXallyl
aAaMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BapuabelbHOM 0O6JacTy TSXKeJOWM LelM, CoOepXalyl aMUHOKMCIIOTHYI
nocjienoBaTelbHOCTE M3 SEQ ID NO: 134; m (iii) CDR3 BapuabelbHOM
oBJyacTu T TKeJION Lenu, comepxamyn aMVHOKMCJIO THYIO
nocjenorarTejibHOCTE M3 SEQ ID  NO: 166. B onmHOM BapMaHTe
OCYyImeCTBJIEHUS AaHTUTEJIO WIM €70 aHTHUTEeHCBA3HBaKIMUNM  dparMeHT
comepxmuT: (1) CDR1 Bapmua®esbHOM 0BOJaCTM TAXEJIOM LIeNM, COINepXallyl
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BaprabesbHOM 0oO0JacTy TAXEJOM LelM, COoOepXallyld aMUHOKMKCIIOTHY
nocjienoBaTeNbHOCTE M3 SEQ ID NO: 134; m (i1ii) CDR3 BapuabellbHOMU
obJjiacTu TSKEJION uemnmu, comepxamyn AMMHOKMCJIO THYIO
mocjienoBaTeJyibHOCTE M3 SEQ  ID  NO: 167. B omHOM BapraHTe
OCyIEeCTBJIEHUI AaHTUTEeJIO WIM eT0o aHTHUTeHCBA3HBalmuy dparMeHT,
HeoBsa3aTesbHO, o6JajgaeT IO MeHbIleM Mepe OIHOM U3 CJIeOyllmux
XapakTepucTuk: (i) cBas3wBaeTca ¢ TIGIT uyeJjioBekKa C 3HaueHueM KD
oT npubamsuTesabHo 1x107° M pmo npubiamusuresbHO 1x10712 M, kak
oIpenejieHO  I[OCPEeNCTBOM  IIOBEPXHOCTHOI'O  IIJIa3MOHHOIT'O  pe30HaHca
(HanpuMep, BIACORE) wmiIM CcxXOOHOTO cHnocoba (Hampumep, KinExa win
OCTET); (ii) BCTymaeT B IepekKpecTHYH peakuuio ¢ TIGIT 4BaHCKOTO
Makaka M Makaka-pesyca; (1ii) BIIOKUPYET CBA3HBaHME TIGIT
yeJioBeka ¢ CD155 wuejioBexka m CD112 4yejioBeka; (1iv) yBeJIMUMBAET
aKTUBaLMw T-KJIETOK; (v) CTUMYJIMpyeT Hnponykumo I1L-2 wm  IFNy
AHTUTeHCIIeUndMUIe CKUMA T-rJjeTKaMM ; (vi) BJIOKUpYyeT VHIOY KL
cylpeccumr akTuBaluum T-KJIEeTOK, MHIOVIIMPOBaHHYyI JHMUIMpoBaHmeM TIGIT

C POIOCTBEHHHIMM JiMT'aHmamm CD155 m CD112.
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B IOpyroM BapMaHTe OCYWLEeCTBJIEHUS WM300peTeHrMe OTHOCUTCH K
AHTUTEJIY WM €TI0 aHTUIeHCBA3HBawleMy O¢palMeHTy, CBA3HBAKIMMCHA C
TIGIT deyioBekKa, colepxamuMm: (1) CDR1 BapmabeslbHOM 006JlacTU JIETKOU
Leny, coepXalyln aMUMHOKMCIIOTHYIO IIOoCJiefoBaTeJIbHOCTE M3 SEQ ID NO:
4, (ii) CDR2 BapuabesybHOM o00JlacTM JEeTKOoM lLenu, comepXxanyio
aMMHOKMCJIOTHYI IIocJiefoBaTeJibHOCTL M3 SEQ ID NO: 141; w»m  (iii)
CDR3 BapmabesnbHOM oBOJacTy JIeTKOM Lely, CcomOepXallyld aMMHOKMCIIOTHYIO
mocjenoraTejibHOCTE M3  SEQ ID NO: 142. B omHOM BapMaHTe
OCyImEeCTBJIEHUS  aHTUTEJIO WIM eT'0 aHTHUTeHCBA3HBaMUM  dparMeHT
comepxuT: (1) CDR1 BapmuabesbHOM 0OJaCTM JIETKOM Lenyr, COIOepXallyl
aAaMMHOKMCJIOTHYI IIOoCJIeDoBaTeJIbHOCTL M3 SEQ ID NO: 4; (ii) CDR2
BapuabenbHOM oOJlacTM JIeTKOM ILenw, comepXallyld aMUHOKUCIIOTHYIO
nmocjiemjopaTeJIbHOCTEL M3 SEQ ID NO: 5, ©6b, 66, 67, 68, 69, 70, 71,
72 wan; u (1id) CDR3 RBapuabBenbHOM o6JacTM JIeTKOWM  1Llenu,
comepxamyl aMMHOKMCIJIOTHYK IIoCcJiemoBaTeJIbHOCTE u3 SEQ ID NO: 6,
74, 75, 76, 77 wmam 78. B OIHOM BapMaHTe OCYINECTBJIEHMS aHTUTEJO
W ero AHTUTEeHCB A 3HEB allni bparMeHT COOEPXUT & (1) CDR1
BapnabenbHOM o0OJlacTM JIeTKOM Lenw, comepXallyld aMUHOKMCIIOTHYIO
nocjienoBaTeJbHOCTE u3 SEQ ID NO: 4; (i1i) CDR2 BapuabesbHOU
obJjlacTu JIeTKON uenu, comepxamyn AMMHOKMCJIO THYIO
nocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 5; m (iii) CDR3 BapmuabeJbHOU
obJjiacTu JIeTKOM uemnmu, comepxamyn AMMHOKMCJIOTHYIO
[IOCJIeIOBaATEeJIbHOCTE nus3 SEQ ID NO: 6. B OIOHOM BapMraHTe
OCyImEeCTBJIEHUS AaHTUTEeJIO WIM eT0o aHTHUTeHCBA3HBalmuy dparMeHT,
HeoBsa3aTeJbHO, oO6JajaeT IO MeHbIleM Mepe OIHOM U3 CJIeOyllnux
XapakTepucTuk: (i) cBaswBaeTca ¢ TIGIT uyeJioBeKa C 3HaueHueM KD
oT npubiamsuTesabHO 1x10°° M mgo npubiamsuTelnHo 1x10712 M, kak
oIpeneJieHO  I[OCPEeNCTBOM IIOBEPXHOCTHOI'O  IIJIa3MOHHOIT'O  pe30HaHca
(HammpuMep, BIACORE) wmam cxomHoTo cnocoBa (Hanpumep, KinExa wniu

OCTET); (ii) BCTymaeT B IepekKpecCcTHYH peakuuio ¢ TIGIT 4BaHCKOTO

Makaka M Makaka-pesyca; (1ii) BIIOKUPYET CBA3HBaHME TIGIT
yeJioBeka ¢ CD155 wuejioBexka m CD112 dyejioBeka; (1iv) yBeJMUMBAET
aKTMBalMw T-KJIETOK; (v) CTUMYJIMpyeT Hnponykumo I1L-2 wm  IFNy

AHTHUTeHCIIeIndrUe CKUMA T-KJIeTKaMU; (vi) BJIOKUPYET MHIOYKIIMIO
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cylpeccumr akTuBaluum T-KJIETOK, MHIOVIIMPOBaAHHYyI JMIMpoBaHmeM TIGIT
C POIOCTBEHHHIMM JiMT'aHmamm CD155 m CD112.

B 1OpyroM BapMaHTe OCYHEeCTBJIEHUA MH300peTeHMe OTHOCUTCH K
QHTUTEJIY WJIM eT'0 aHTUI'eHCBA3HBaKlleMy OpalMeHTy, CBA3HBaKIEMyCsS C
TIGIT ueJIOBeKa, comepxameMy : (1) CDR1 BapuabejbHOM 00JlaCTHU
JeTKOM Lienu, ComepXalyld aMMHOKMCIIOTHYI IIOCJedoBaTeJIbHOCTE U3 SEQ
ID NO: 60; (ii) CDR2 BapuaBenbHOM o6JacTu JIeTKOM  Lenu,
comepxamyl aMMHOKMCIIOTHYI IIOCJeIOoBaTeJIbHOCTE M3 SEQ ID NO: 61; mu
(1ii) CDR3 BapuabesibHOM obJacTu JeTKomn lemnu, coIepXallyo
AMMHOKMCJIOTHYID IIOCJIedOoBaTeJILHOCTE M3 SEQ ID NO: 62. B O»OHOM
BapMaHTe OCYMeCTBJIeHUSI aHTUTEeJIO MIM eT0  aHTUIeHCBSI3LBAamIIi
bparMeHT, Heoba3aTeJIbHO, oO0JamaeT IO MeHBIIEeM Mepe OIHOM U3

CIIeOyIMX XapaKTepUCcTHUK: (i) cBgaswBaeTca ¢ TIGIT uyeJjoBeka C

3HauenmreM KD oT npubiamsmuTesbHO 1x107° M pmo npudam3mTesbHO 1x10712
M, Kak omnpenesyieHO IOCPEenCTBOM IIOBEPXHOCTHOTO IIJIa3MOHHOTO
pesoHaHca (Hanpumep, BIACORE) wmimm cxomHoro crnocoba (HaIpuMep,
KinExa wmam OCTET); (ii) BcTymaeT B IepeKpecTHYID peakuuio ¢ TIGIT
ABAHCKOTO MakaKa M Makaka-pes3yca; (1il) OJoxkupyeT CBA3HBaHUE
TIGIT yeJIOBeKa c CD155 yeJIoBeKa nu CDh112 yeJIoBeKa; (iwv)

yBeJIMUMBaAET akKTuBaLuuio T-KJIeTOoK; (V) CTUMYJMpyeT IOponykumio IL-2 u

IFNy aHTUTeHCcHeuuduueCKrM T-KJIeTKaMM; (vi) OJOoKMPYEeT MHOYKIIMIO
cynpeccur akTuBaluuy T-KJIeTOK, UHIOYLUMPOBAHHYW JuUIMpoBaHMeM TIGIT
C pOIOCTBeHHHMM JMT'aHmamu CD155 m CD112.

B 1OpyroM BapMaHTe OCyMeCcTBJIeHUS Mu300peTeHMe OTHOCUTCH K
AHTUTEJYy WMJIM €TI0 aHTUIeHCBA3HEBakMeMy OparMeHTy, CBSA3HBaKIEMYyCS C
TIGIT deJIOBeKa, comepxaleMy : (1) CDR1 pBapuabejbHOM 006JacTu
JeTKOM LielMr, coIepXallyl aMMHOKMCJIIOTHYID II0CJIeIoBaTeJIbHOCTL M3 SEQ
ID NO: 91; (id) CDR2 BapmuabesgbHOM o6JacTM JeT'KoW  lienu,
comepXxamyl aMMHOKMCIIOTHYI IIOCJIEHOBaTEJILHOCTE M3 SEQ ID NO: 148;
u (1ii) CDR3 BapuabeJbHOM o006JacTu JeT'KoM Lenu, ComepXalyo
AMMHOKMCJIOTHYIO IIOCJIedoBaTeJIbHOCTE M3 SEQ ID NO: 93. B o»OHOM
BapMaHTe OCYHmMECTBJIEHMA aHTUTEJIO WJIM  eTro AHTHUI€HCB S 3LIB a0l
bparMeHT comepxuT: (i) CDR1 BapmabeJbHOM oOJacTu JeTKoW lLenu,
comepXxalyl aMMHOKMCIIOTHYK IIOCJIenoBaTesJIbHOCTE M3 SEQ ID NO: 91;

(i1i) CDR2 BapuabeJibHOM obiacTu JerkKomn emnm, CoIepXallyo



12

aAaMMHOKMCJIOTHYID IocJjiegoBaTeJlbHOCTE M3 SEQ ID NO: 92, 112, 113,
114, 115, 116, 117, 118, 119, 120, 121 wmmm 122; mu (iii) CDR3
BapnabesbHOM oOJlaCcTM JIeTKOM Lenw, comepXallyld aMUHOKMCIIOTHYIO
[IOCJIeOOBATEJIbHOCTE ns3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYMECTBJIEHUS AaHTUTEeJIO WM eT0 aHTUIeHCBA3HBamui  dpaTrMeHT
comepxmuT: (i) CDR1 BapmabesbHOM 006JIaCTM JIETKOM lLely, COIOepXallylo
aAaMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 91; (ii) CDR2
BapuabenbHOM oOJlacTM JIeTKOoM Lenwu, comepXallyld aMUMHOKUCIIOTHYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 92; m (iii) CDR3 BapuabesbHOM
obJjiacTu JeTKOM uenu, comepxamyn aMVHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE nu3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCymeCTBJIEHUS AaHTUTEJIO WIM eT0 aHTHUTeHCRBA3HBamui dparMeHT,
HeoBda3aTesbHO, o6JjajaeT IO MeHBIIeM Mepe OIHOM U3 CJIeOyllMUx

XapakTepucTuk: (i) cBa3wBaeTca ¢ TIGIT dyejoBeKa C 3HaueHueM KD

oT npubamsuTenabHo 1x107° M pmo npubiamMsuTesbHO 1x10712 M, kak
OIpeleJIeHO  [IOCPEenCTBOM  IIOBEPXHOCTHOI'O  IJIA3MOHHOT'O  pPe30HaHCca
(HanpuMep, BIACORE) wmiIM CcxXOoOHOTO crnocoba (Hampumep, KinExa wim
OCTET); (1ii) BCTyHmaeT B IepekKpecCcTHy peakuuio ¢ TIGIT gBaHCKOTO
Makaka n Makaka-pesyca; (1ii) OIIOKUPYET CBA3HBaHME TIGIT

yeJioBeka ¢ CD155 uejsoBexka m CD112 uyejgioBeka; (1v) yBeJMUMBAET

aKkTUBaluu©w T-KJIETOK; (v) CTUMyJIMpyeT HOponoykumo IL-2 u IFNy
aHTUT eHCIIeuMdUUe CKUMA T-KJjIeTKaMM; (vi) OJIOKUpPYEeT VHIYKIIO
cyrnpeccum akTuBaluu T-KJIETOK, MHIOVIMPOBaHHYK JmMIupoBaHueM TIGIT
C POIOCTBEHHHMM JiMTaHmamm CD155 m CD112.

B IOpyroM BapMaHTe OCYIECTRJIeHUS WM300peTeHMe OTHOCUTCH K
AHTUTEJIY WM eI'0 aHTUIeHCBA3HEBaKIeMy OpalMeHTy, CBA3HBaLIUMUACH C
TIGIT ueJIOBeEKa, comepXamym : (1) CDR1 BapmuabesvHOM o6JjacTu
TOKEJIOM Lenu, CoIepXallyld aMMHOKMCIIOTHYK IIOCJIeNOBaTeJIbHOCTE U3
SEQ ID NO: 1; (ii) CDR2 BapuabeJbHOM 006JacTuU TSKeJON Lelu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJenoBaTesIbHOCTE u3 SEQ ID NO: 2;
(1ii) CDR3 BapuabeJIbHOM obJacTu T AXKEJION lenu, CoIepXallyo
AMMHOKMCJIOTHYIO IIOCJIeDOoOBaTeJIbHOCTE M3 SEQ ID NO: 140; (iv) CDR1
BaprabelbHOM o0O0OJlacTM JIeTKOM Lenw, comepXallyld aMUHOKUCIIOTHYIO
mocjienoBaTeJIbHOCTE M3 SEQ ID NO: 4, (v) CDR2 BapmuabesbHOU

obilacTu JIeTKOM nermn, coepXxalryio AMVHOKMCIIOTHYIO
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IoCJIenoBaTeNbHOCTE M3 SEQ ID NO: 141; um (vi) CDR3 BapuabesbHOM
oByacTu JIeTKOM Lemnu, CoIepXallyo AMVHOKMCJIO THYIO

rocjlenoBaTeJIbHOCTE M3 SEQ ID NO: 142.

B OIIHOM BapuaHTe OCYMeCTBJIeHU A aHTUTEJIO W ero
AHTUTEHCBA3HBAKINM  dparMeHT COIEPXUT : (i) CDR1 BapuabeJbHOMU
oBJyacTu TSKEJION enu, coIepxalmyio AMVHOKMCJIO THYIO
nmocjiemoBaTeJIbHOCTE M3 SEQ ID NO: 1; (ii) CDR2 pBapuabeJibHOM
oBJjacTu T SKEJION nemnu, CoIepXxalyo AMVHOKMCJIO THYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 2; (iii) CDR3 BapuabejbHOM
oBJyacTu T SKEJION nemnu, CcoIepXxalnymo AMVHOKMCJIO THYIO

mocjlemoBaTeJlbHOCTEL M3 SEQ ID NO: 3, 79, 80, 81, 82 mium 83; (iv)
CDR1 papmabGesibHOM 0O0JacTM JeTKOM LelM, cobepXallyld aMMHOKMCJIOTHYIO
nocjienoBaTeJIbHOCTE w3 SEQ ID NO: 4, (v) CDR2 BapmuabesbHOU
oByacTu JIeTKOM Lenu, CcomepXalyo AMVHOKMUCJIO THYIO
nmocjlemjopaTeJIbHOCTEL M= SEQ ID NO: 5, 65, 66, 67, 68, 69, 70, 71,
72 wmmm  73; wm  (vi) CDR3 BapuabenbHOM o00JlacTM JIeTKOW Lenwu,
comepxamyl aMMHOKMCIIOTHYK IIoCJemoBaTeJIbHOCTE u3 SEQ ID NO: 6,
74, 75, 76, 77 wmiam 78. B OIHOM BapMaHTe OCYIECTBJIEHMS aHTUTEJO
WK ero aHTUTEeHCB A3HEB allni bparmMeHT COOEpPXUT : (1) CDR1

Bapmaéeanoﬁ obJjlacTu T KEeJION nermn, comepXxamyo AMVMHOKMCIIOTHYIO

nocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 1; (ii) CDR2 BapuaBeJbHOU
oBJacTu T sKeJION Lemnu, comepXxallyo aAMMHOKUCJIIO THYIO
nocjienoBaTeJbHOCTL M3 SEQ ID NO: 2; (iii) CDR3 BapuabejbHOM
oBJyacTu TSIKEJION Lenu, CcoIepXalyo AMVHOKMUCJIO THYIO
nocjienoBaTeJbHOCTE ®3 SEQ ID NO: 3; (iv) CDR1 BapuabejbHOM
oByacTu JIeTKOM Lemnu, CoIepXallyo AMVHOKMCJIO THYIO
nocyienoBaTeJIbHOCTE w3  SEQ ID NO: 4, (v) CDR2 BapmuabejbHOM
oByacTu JIeTKOM Lenu, CcoIepXalyo AMVHOKMUCJIO THYIO

nocjenoBaTelbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 BapuabelbHOMU
obJjlacTu JIeTKOM Lemnu, comepxalmymn AMUHOKMCJIO THYIO
[IOCJIeOOBATEeJIbHOCTE n3 SEQ ID NO: 6. B OIHOM BapMraHTe

OCymeCTRBJICHMA AHTUTEJIO I eTro AHTUT €HCB S 3HB alommi @parmeHT

ABJISETCH TYMaHM3UPOBAaHHEM. B OOHOM  BapMaHTe OCYIMEeCTBJIEHNUS
AHTHUTEJIO I ero AHTUT €HCB 9'3LB Aol bparmeHT COIEPXUT
BapradesIbHYI o6JlacTb T IKEeJION emnm, BHIOpPAHHYID U3 TPYIIIH,

cocrosamen m3 SEQ ID NO: 9-24, 37-47, 143 u 144; u BapuabeJIbHYD
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o6JlacThk JeTKOoW lenu, BHOpaHHYID M3 TPYINH, cocTodmer wm3 SEQ ID
NO: 25-30, 48-52, 146 wmu 147. B oOIOHOM BapMaHTe OCYIEeCTBJIEHUSA
AHTUTEJIO WMJIM eTo AaHTUITEeHCBA3HBaKMMM (parMeHT, Heobd3aTeJIbHO,
ofbjla@aeT IO MeHbIIeY Mepe OOHOM M3 CJelyllMx XapakKTepUCTUK: (1)

cBaszeBaeTca ¢ TIGIT uyejioBeka ¢ 3HaueHrMeM KD oT NOpUOIM3UTEJIBHO

1x10° M pmo npubams3muTesbHO 1x10712 M, kak oIpenejieHO IIOCPEeICTBOM
[IOBEPXHOCTHOT'O IIJIa3MOHHOT'O pes0OHaHca (HanpuMmep, BIACORE) wiwm
cxomHoTo crnocoba (HanpuMmep, KinExa wmam OCTET); (ii) BCcTynaeT B
nepekpecTHY® peakumio ¢ TIGIT 4BaHCKOT'O Makaka M MakKakKa-pesyca;
(iii) ©6jgokxupyetr cBasbviBaHue TIGIT uejioBeka ¢ CD155 uyeJsioBeka U

CDh112 yeJIoBeKa; (iv) yYBeJIMUMBaeT AKTUBalM T-KJIETOK; (v)

CTUMYJINPYET IPOOYKIIUIO IL-2 " IFNy aHTUT'eHCHeUuudpmUueCcKrMA T-
KJIeTkaMM; (vi) OJIOKMpyeT MHIOYKUM CYIPeCcCUM aKTHUBaluu T-KIJIETOK,
VMHOYLUMPOBaHHYK JiMIMpobaHueM TIGIT ¢ poOcTBeHHEMM JiMT'aHmamm CD155
u CD112.

B IOpyroM BapMaHTe OCYWEeCTRBJIEHUS WM300peTeHrMe OTHOCUTCH K
AHTUTEJIY WM €TI0 aHTUTEeHCBA3HBawleMy O(palMeHTy, CBA3HBAKIMMCHA C
TIGIT ueJIOBeKa, comepXalyM ; (1) CDR1 BapmabeybHOM o6JjacTu
TSOKeJIOM Leny, colepXallyld aMMHOKMKCIIOTHYK IIOCJeNOBaTeJIbHOCTE U3
SEQ ID NO: 1; (ii) CDR2 BapmuabenbHOM 0O6JacTU TIKeJION Lenu,
comepXallyld aMMHOKMCJIOTHYI I[IOCJeloBaTeJIbHOCTE M3 SEQ ID NO: 2;
(iii) CDR3 BapradesIbHOM objlacTH TOXKEJION — LIelu, comepXxamyio
aAaMMHOKMCJIOTHYIO IIocJlefoBaTeJlbHOCTL M3 SEQ ID NO: 3, 79, 80, 81,
82 MM 83, (iv) CDR1 BapuabesibHOM  obJjlacTM  JIeTKOM  Lellu,
comepXxamyl aMMHOKMCJIOTHYK IIOCJemoBaTesJIbHOCTE u3 SEQ ID NO: 4;
(v) CDR2 BapuabesibHOM obJlacTH JeTKOoMn uenm, comepxanymo
aAMMHOKMCJIOTHYID IIoCcJledoBaTeJIbHOCTL M3 SEQ ID NO: 5, 65, 66, 67,
68, ©9, 70, 71, 72 wmm 73; wu (vi) CDR3 BapuabeybHOM oO0JacTu
JIeTKOM Llenu, COomOepXallyl aMMHOKMCIIOTHYK IIOCJIedOoBaTeJIbHOCTE u3 SEQ
ID NO: 6, 74, 75, 76, 77 wmam  78; TOe aHTHUTeJO WJIM eTo
AHTHT eHCB S 3HBalmi bparmeHT COOEPXUT BapuabeJIbHYI oBJlacThb
TaXeJION lLenu, obJamanmyil IO MeHbmel Mepe 90%, 95%, 96%, 97%, 98%
i  99% MIeHTUMUHOCTBIO C BapmabdeJbHOM 006JacThbio TEXKeJoONn lLenwu,
BHOpPAaHHOM M3 TPYIIH, cocTosamey m3 SEQ ID NO: 9-24 wmam 37-47, u

BapuabeJsibHyl 00JlacThb JeTKoM lenu, obJjlamanmylo II0 MeHbIEN Mepe
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90%, 95%, 96%, 97%, 98% wmam 99% UIOIeHTUUYHOCTLID C BapuabellbHOM
oBJlacThi0 TSKeJION LenM, BHEOPaHHOM M3 TPYINOHE, cocTodmer m3 SEQ ID
NO: 25-30 I 48-52. B 2TOM YKasaHHOM BEHIIE BapMaHTe
OCYIleCTBJIEHU S, BapMaHTH [IOCJIeIOBATEeJIbHOCTHU BCTpEeUamnTCHd B
KapkKacCHHX ofJjlacTax. B OODHOM BapMaHTe OCYUeCTBJIEHUS aHTUTEJIO
cBaszeBaeTca ¢ TIGIT uyesioBeka ¢ 3HaueHrMeM KD oT NOpUOIM3UTEJIBHO
1x10-2 M mo mnpubiamsuresbHO 1x10712 M, kak onopemejieHO IIOCPEeICTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pes30HaHca (HanpuMmep, BIACORE) wiwm
cxomHOTO crnocoba (Hanpumep, KinExa wmiau OCTET) .

B nopyToM BapMaHTe OCYIMEeCTBJIeHMS M300peTeHMe OTHOCUTCH TaKxXe
K aHTUTeJy WM €70 aHTUI'eHCBA3HBakleMy (parMeHTy, CBA3HBaKIEMYCSI
c TIGIT wyejyoBeKa, CcoIOepXaleMy : (i) CDR1 BapmabelJbHOM o06JacTu
TAXEeJION lLelM, coIepXallyl aMUHOKMCJIOTHYI IIOCJIeIOoBaTeJIbHOCTL U3
SEQ ID NO: 1; (ii) CDR2 BapuabeJbHOM 006JacTuU TSKeJON Lelu,
comepxamyl aMMHOKMCIIOTHYK IIOCJenoBaTesIbHOCTE u3 SEQ ID NO: 2;
(1ii) CDR3 BapuabeJIbHOM obiacTu T AXKEJION lemnu, COoIepXallyo
AMMHOKMCJIOTHYIO IIoCJlemoBaTeJIbHOCTL M3 SEQ ID NO: 3; (iv) CDR1
BapuabesbHOM o6JacTM JIeTKOM Lewu, comepxamyrn aMMHOKMCIIOTHYIO
mocjienoBaTeJIbHOCTE m3  SEQ ID NO: 4, (v) CDR2 BapmuabesbHOU
oBJjlacTu JIETKOM nenu, cComepxallyio aMVHOKMUCJIOTHYIO
mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 BapuabesbHOU
oBJjacTu JeTKOM nenu, comepxalyio aMUHOKUCJIOTHYIO
[IOCJIeIOBaTEeJIbHOCTE ns3 SEQ ID NO: 6. B OIOHOM BapMraHTe
OCYIEeCTBJIEHMS  aHTUTEeJIO WJIM  eTro AHTUTeHCBA3HBaLMIUY  dparMeHT
comepxuT 1, 2 wiM 3 aMMHOKMCJIOTHEE 3aMeHH B CDR TaxeJloM lelu
(SEQ ID NO: 1-3) mam B CDR Jlerkol unenm (SEQ ID NO: 3-6). B omHOM
BapMaHTe OCYmMEeCTBJIEHMA AaHTUTEJIO COIOEPXUT OOHY aMMHOKMCIIOTHYIO
3aMeny B CDR Taxejsionm Lenm M3 SEQ ID NO: 3, r'Ie =aMeHa BHIIOJIHEHa
B noJioxeHum 13W, m Ige ocTaTok 13W B3amMeHeH Ha: F, Y, I, V mum L.
B OIIHOM BapraHTe OCYIECTBJIEHUA AHTUTEJIO COIEpPXUT oBe
AMMHOKMCJIOTHEX 3aMeHHl B CDR JerxkoM uwenu ms3 SEQ ID NO: 5, rme
3aMeHHE BHIIOJIHEHH B IOJIOXeHMM 3-4, U Tme ocTaTkm 3N m 4S5 3aMeHeHH
Ha: SN, SS, ST, TT, ©SY, NQ, GS, SQ m DS. B onHOM BapHMaHTe
OCYIWEeCTRBJIEHUA AaHTUTEJIO COLEPXUT OINHY aMMHOKMCIIOTHYI 3amMeHy B CDR

Jerkom uenmu m3 SEQ ID NO: 6, I'Ile 3aMeHa BHIIOJHeHa B IIOJOXeHUM 7,



le

n roe OCTaToK TW 3aMeHeH Ha: F, Y, I, \% I L.
[IocnenoBaTesbHOCTM VH m3 SEQ ID NO: 9-24 m 37-47 ob6napaioT CDR us
SEQ ID NO:1-3; m nocjemoepaTejyibHOCTM VL m3 SEQ ID NO:25-30 m 48-
52 ob6jamanT CDR wm3 SEQ ID NO: 4-6. B HeKOTOpPHX BapMaHTax
OCylleCTBJIEHMA 3aMeHsl B CDR, onMcaHHBE BHIIe, MOXHO BEHIIOJIHATEL B
cooTBeTCcTBYylIMX CDR M3 mocjemoBaTesibHocTeM VH m3 SEQ ID NO: 9-24
u 37-37, m B CDR M3 mnocjemoBarTejbHocTer VL m3 SEQ ID NO: 25-30 m

48-52. B OOHOM BapuaHTe OCYIEeCTBJIEHMSA aHTUTEJIO CBA3HBAaeTCHd C
TIGIT uyeJlIOBekKa C 3HauveHueM KD o7 npubimsmuresbHo 1x107° M 1o

NPUOIIN3UTEJIBEHO 1x10-12 M, Kak omnpenejyieHo [IOCPEenCcTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pes30HaHca (HanpuMmep, BIACORE) wim
cxomHoTo crnocoba (Hamnpumep, KinExa wmiam OCTET) .

B 1OpyroM BapMaHTe OCYMEeCTBJIEHUA M300peTeHMe OTHOCUTCH K
AHTUTEJY WM €TI0 aHTUTeHCBA3HBawmeMy O(parMeHTy, CBA3HBaIMMCS C
TIGIT ueJIOBeKa, comepXalyM ; (1) CDR1 BapmabejybHOM o6JjacTu
TAXEeJION lLelM, CcomepXallyld aMUHOKMCJIOTHYI IIOCJIeOoBaTeJIbHOCTL U3
SEQ ID NO: b57; (ii) CDR2 BapuabesbHOM o0OJIacTM TSKeJION lLenu,
comepXxalyln aMMHOKMCIIOTHYK IIOCJenoBaTesJIbHOCTE M3 SEQ ID NO: 58;
(1ii) CDR3 BapmabeJIbHOM obiacTu T AXKeJION lenu, CoIepXallyo
AMMHOKMCJIOTHYIO IIoCJlemoBaTeJIbHOCT: M3 SEQ ID NO: 59; (iv) CDR1
BapuabenbHOM oOJlacTM JIeTKoM Lenwu, comepxamyrn aMMHOKMCIIOTHYIO
mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 60; (v) CDR2 BapuaBeJbHOU
oBJjgacTu JIeT KoM Lenu, comepxamym AMMHOKMCJIO THYIO
nocjienoBaTeJbHOCTE U3 SEQ ID NO: 61; m (vi) CDR3 BapuabejbHOM
oByjacTu JIeTKOM Lenu, comepxamym AMMHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE nus3 SEQ ID NO: 62. B OOHOM BapMaHTe
OCYMeCTBJIEHMS AaHTUTEeJIO WM eTo AaHTUTEeHCBASHBAIMM  (parMeHT
ABJISETCH TYMaHV3UPOBAHHEIM. B OOHOM  BapuaHTe OCYIEeCTBJIEHNA
AHTUTEJIO MJIM eT0 aHTUIeHCBA3HWBalMKUi ¢parMeHT comepxuT 1, 2 mwin 3
AMMHOKMCJIOTHEE 3aMeHH B CDR Taxejonm unenm (SEQ ID NO: 57-59) wmm
B CDR Jgerkoum uenu (SEQ ID NO: 60-62), u cCoxXpaHgeT OIHY WK
HEeCKOJIbKO M3 ero (QYHKIUMOHAJLHEX XapaKTepuCcTMK. B OIHOM BapMaHTe
OCYMeCTBJIEHMS  AaHTUTEJIO WIM eTo AaHTUTEeHCBASHBAaIMM  (parMeHT
Heo®a3aTelbHO oOJamaeT IO MeHBIIEM Mepe OOHOM U3 CJIenyImUxX

OYHKUMOHAJIBHEIX XapaKTepUCTUK: (1) cBa3wBaeTcsa ¢ TIGIT uejioBeka C
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3HauenreM KD oT npubiams3muTesbHO 1x107° M mo Opubams3mTesbHO 1x10712
M, KakK OIlpeneJIeHO IIOCpenCcTBOM IIOBEPXHOCTHOTO [IJIa3MOHHOT'O
pesoHaHca (Hanpumep, BIACORE) wmimM cxomHOTo crocoba (HalpuMep,
KinExa wmmam OCTET), (ii1) BcTyHaeT B IepeKpecTHyL peakuuio Cc TIGIT
ABAHCKOTO MakakKa M MakKaka-pesyca; (1ii) OGJjgoxupyeT CBA3HBaHUE
TIGIT deJiOBeKa c CD155 wuyejsgoBexa m CD112 yeJIOBEKaA; (iwv)
yBeJIMUMBaeT aKTUBaLu T-KJIeTOK; (V) CTUMYyJMpyeT Oponykumio IL-2 u
IFNy aHTUTeHCHelupnueckuM T-KIJIeTKaMM; (vi) OJokupyeT MHIYKLMUIO
cyrnpeccumr akTuBaluy T-KJIETOK, MHIOVIMPOBaHHYK JmMIMpoBaHueM TIGIT
C POIOCTBEHHHMM JiMT'aHmamm CD155 m CD112.

B OpyroM BapMaHTe OCYMeCTBJIEHUA WU300peTeHMe OTHOCUTCH TakKxke
K aHTUTeJly WMJIM €T0 aHTUTEeHCRBA3HBaMeMy O(OparMeHTY, CBA3HBalIeMyCsd
c TIGIT wyeJyoBeKa, CcoIepXaleMy : (i) CDR1 BapmabelJbHOM o06JacTu
TKEJIOM LlelM, ComepXallyld aMMHOKMCIIOTHYI IIOCJeNOBAaTeJIbHOCTE U3
SEQ ID NO: 88; (ii) CDR2 BapuabesJbHOM o0OJlacTM TSKeJION lLenu,
comepxalyl aMMHOKMCIIOTHYI IIOCJENOBaTEJILHOCTE M3 SEQ ID NO: 147;
(1ii) CDR3 BapuabeJIbHOM obJacTu T AXKEJION lIenu, COoIepXallyo
AMMHOKMCJIOTHYIO IIOCJIemIoBaTeJIbHOCT: M3 SEQ ID NO: 153; (iv) CDRI1
BapuabeJslbHOM of0JjlacTyM JIeTKOM LelM, CcoOepXalyl aM/HOKMCJIIOTHYIO
mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91y (v) CDR2 BapmrabeJbHOM
oBJjacTu JIeTKOM Lemnu, comepXxallyo AMMHOKMUCJIIO THYIO
IocjenoBaTeJIbHOCTE M3 SEQ ID NO: 148; m (vi) CDR3 BapuaBeJbHOMU
oBJyacTu JIeTKOM emnu, CcoIepXallyio AMVHOKMCJIO THYIO
[IOCJIeDOBATEJIbHOCTE nu3 SEQ ID NO: 93. B OOHOM BapMaHTe
OCyImEeCTBJIEHUS  aHTUTEJIO WIM eT'0 aHTHUTeHCBA3HBamMUM  dparMeHT
comepxuT: (1) CDR1 BapmuabesbHOM 0OJaCTU TAXKEJIOW LenM, COoIoepXallyl
aAaMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BapuabeJlbHOM 0OJIaCTM TSXeJIOM LelM, CcoIepXallyld aMVHOKMCJIOTHYIO
nmocjiemjoraTeJIbHOCTL M3 SEQ ID NO: 89, 96, 97, 98, 99, 100, 101,
102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 134 wmm 135;
(1ii) CDR3 BapuabeJIbHOM obJacTu T AXKEJION lenu, CoIepXallyo
aAaMMHOKMCJIOTHYID IIocJlegoBaTeJIbHOCTE M3 SEQ ID NO: 90, 154, 155,
156, 157, 158, 159, 160, 161, 162, 163, 164, 165, 166 wmmmu 167;
(iv) CDR1 BapuabeJibHOM obiacTu JeTKoM lnemnm, COoIepXallyo

aMMHOKMCJIOTHYIO IIocJjlefoBaTeJlbHOCTE M3 SEQ ID NO: 91; (v) CDR2
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BapuabeslbHOM oO0JacTyM JIeTKOM LelM, CoOepXalyln aMVHOKMCJIOTHYIO
nmocjiempopaTeJIbHOCTL M3 SEQ ID NO: 92, 112, 113, 114, 115, 1le,
117, 118, 119, 120, 121 wnmm 122; wm (vi) CDR3 BapuabeJlbHOM
oBJacTu JIeTKOM Lemnu, comepXallyo AMMHOKMUCJIO THYIO
[IOCJIeDOBATEJILHOCTE U3 SEQ ID NO: 93. B omHOM BapuaHTe
OCYWECTBJIEHUS aHTUTEJIO WM eT0 aHTUIeHCBA3HBanmui  dpaTrMeHT
comepxuT: (i) CDR1 BapuabeJbHOM 0OJIaCTM TAXEJIOM LelM, COINepXallylo
aAaMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BapuabesbHOM 0OJlaCTM TSIKeJIOM LelM, CcoIepXallyld aMVHOKMWCJIOTHYIO
nocjienoBaTeJIbHOCTL M3 SEQ ID NO: 89, 134 myum 135; (iii) CDR3

BapMa@eJ’IbHOIZ obJjlacTu T IXeJION nerln, coepXxamyno AMVMHOKMCIIOTHYIO

nocjienoBaTelbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOU
obJacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
nocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMCJIIO THYIO

IOCJIeNOBaTENBHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
obyacTu JIeTKOM nenu, comepxamyn AMVHOKMCJIOTHYIO
[IOCJIeDOBATEJILHOCTE nus3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYImMEeCTBJIEHMS  aHTUTEJIO WJIM eT'0 aHTUTeHCBA3HBaIMUNM  dparMeHT
comepxuT: (1) CDR1 BapmabesbHOM 0OOJIACTM TAXEJION LEeNNM, CONepXallylo
aMMHOKMCJIOTHY IIocjlenoBaTeJlbHOCTL M3 SEQ ID NO: 88; (ii) CDR2
BapuadeJbHOM 0OJIaCTM TAXKeJIOM Lely, CcoIepXallyld aMUHOKMWCJIIOTHYIO

nocjiefoBaTeJbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapmuabesbHOM

obylacTu TSIKEJION uenu, conepXallylo AMUHOKMUCJIOTHYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOM
obJylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO

IoCJIeNOBaTEeNbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabesbHOU
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCymeCTBJIEHUS AaHTUTEJIO WIM €70 aHTHUTEeHCBA3HBaKIMUN  dparMeHT
ABJIAeTCH  T'yMaHM3MPOBAHHEM, B OOHOM  BapMaHTe OCYIeCTBJIEHUA
AHTUTEJIO WM €TI0 aHTUTEeHCBA3HBaKmIUNM GpaTMeHT colepxuT: (1) CDRI
BapuabeJIbHOM 0OO0JIaCTM TSAXEJIOM LelM, CcoOepXallyld aMVHOKMCJIOTHYIO

nocjienoBaTeJIbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabeJbHOU
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oByacTu T SIKEJION Lenu, CoIepXallyo AMVHOKMUCJIO THYIO
IOCJIENOBATENBHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapmuabeJbHOM
oBJjacTu T SKEJION nemnu, comepXalyo AMVHOKMUCJIO THYIO
nocjienoBaTeJIbHOCTE M3 SEQ ID NO: 154; (iv) CDR1 BapuabesbHOMU
oBJjacTu JIeTKOM Lemnu, comepXxallyo AMMHOKMUCJIO THYIO
mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 91; (v) CDR2 BapuaBeJbHOU
oBJyacTu JIeTKOM enu, coIepXalyio AMVHOKMCJIO THYIO
nocjienoBaTeJbHOCTE U3 SEQ ID NO: 92; wm (vi) CDR3 BapuabejbHOM
oBiyacTu JIeTKOM Lenu, CcoIepXalyo AMVHOKMCJIO THYIO
[IOCJIeDOBATEJILHOCTE nu3 SEQ ID NO: 93. B OOHOM BapMaHTe
OCyImeCTBJIEHUS aHTUTEJIO WIM €70 aHTHUTeHCBA3HBamUM  dpaTMeHT
ABJIAeTCH  T'yMaHM3UMPOBAHHEM, B onoHOM BapMaHTe OCyIeCTBJIEHU S
AHTUTEJIO WM eT0 aHTUTEeHCBA3HBaMUNM dpaTMeHT colepxuT: (i) CDRI1
BapuabeJIbHOM 0OJIaCTM TsKeJIOM LelM, COoOepXallyld aMVHOKMCJIOTHYIO
nocJjienoBaTelbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabesbHOU
oByacTu T SIKEJION Lenu, CoIepXalyo AMVHOKMCJIO THYIO
IOCJIeNOBaTENBbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapuabeJbHOM
oByacTu T SIKEJION Lenu, coIepXalyo AMVHOKMCJIO THYIO
nocJjienoBaTeNbHOCTE M3 SEQ ID NO: 155; (iv) CDR1 BapuabesibHOM
oBJjacTu JIeTKOM nemnu, comepXxallyio AMVHOKMUCJIO THYIO
nocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 91; (v) CDR2 BapuaBeJbHOU
oBJacTu JIeTKOM Lemnu, comepXxallyo aAMMHOKUCJIIO THYIO
nocjiefoBaTeJbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 BapuabejbHOM
oBJyacTu JIeTKOM enu, CcoIepXalyo AMVHOKMUCJIO THYIO
[IOCJIeDOBATEJIbHOCTE nu3 SEQ ID NO: 93. B OOHOM BapMaHTe
OCyIeCTBJIEHUS AaHTUTEJIO WIM eT'0 aHTHUTeHCBA3HBaMUM  dparMeHT
ABJIAeTCHS  T'yMaHM3UMPOBAHHHM., B onoHOM  BapMaHTe OCyIeCTBJIEHU S
AHTUTEJIO WM eT0 aHTUTEeHCBA3HBaMUNM GpaTMeHT colepxuT: (i) CDRI
BapuabeJIbHOM 0OJIaCTM TSIXeJIOM LelM, CcoOepXallyld aMVHOKMCJIOTHYIO
nocjienoBaTelbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabesbHOU
oByacTu TSIKEJION Lenu, CoIepXallyo AMVHOKMCJIO THYIO
IOCJIeNOBaTEeNIbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapuabesbHOM
oByacTu T SIKEJION Lenu, CoIepXallyo AMMHOKMUCJIO THYIO
IocJienoBaTeNbHOCTE M3 SEQ ID NO: 156; (iv) CDR1 Bapuab®esbHOM
oBJjacTu JIeTKOM Lemnu, coIepXallyo AMMHOKMUCJIO THYIO

mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapmabeJbHOM
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oByacTu JIeTKOM Lenu, CoIepXalyo AMVHOKMUCJIO THYIO
IOoCJIenOBaTeJbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
oBJjacTu JIeTKOM Lemnu, comepXallyo AMVHOKMUCJIO THYIO
[IOCJIeOOBATEJIbHOCTE ns3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYMECTBJIEHUS AaHTUTEeJIO WM eT0 aHTUIeHCBA3HBamui  dpaTrMeHT
ABJIAeTCHA  I'yMaHM3MPOBaHHEM. B onHOM BapuaHTe OCyIleCTBJIEHU A
AHTUTEJIO WJIM eT'0 aHTUTeHCBA3HBalmuUi bpaTMeHT colepxmuT: (i) CDR1
Bapuad®esbHOM 0OJIaCTM TSXKEJIOM LelM, CcoIepXallyld aMVHOKMWCJIOTHYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabesbHOM
oByacTu T SIKEJION Lemnu, CoIepXallyo AMVHOKMUCJIO THYIO
nocJjienoBaTeJbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 Bapuab®esbHOM
oByacTu TSKEJION Lenu, CoIepXallyo AMVHOKMCJIO THYIO

nocjienoBaTelbHOCTE M3 SEQ ID NO: 157; (iv) CDR1 Bapua®esbHOM

obJyacTu JIeTKOM Lenu, ConepXallylo AMUHOKMUCJIIO THYIO
nocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMCJIIO THYIO

IOCJIeNOBaTENBHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabejbHOU
oByacTu JIeTKOM Lenu, CcoIepXallyo AMVHOKMCJIO THYIO
[IOCJIeDOBATEJILHOCTE ns3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYmMEeCTBJIEHMS  aHTUTEJIO WJIM eI'0 aHTUTeHCBA3HBaIMUi  dpalMeHT
ABJIAeTCHA  I'yMaHM3MPOBaHHEM. B onHOM BapuaHTe OCyIeCTBJIEHU A
AHTUTEJIO WM €TI0 aHTUITeHCBA3HBalmuUi oGpaTrMeHT colepxuT: (i) CDRL
BapuadeJbHOM 0OJIaCTM TSXKeJIOM LelM, CcoIepXallyld aMUHOKMWCJIIOTHYIO
nocjienoBaTeJbHOCTL M3 SEQ ID NO: 88; (ii) CDR2 BapuabejbHOM
oBJyacTu TSIKEJION Lenu, CcoIepXalyo AMVHOKMUCJIO THYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapuabesbHOMU
oByacTu T SIKEJION Lenu, CcoIepXallyo AMVHOKMUCJIO THYIO

nocjienoBaTelbHOCTE M3 SEQ ID NO: 158; (iv) CDR1 Bapua®esbHOM

obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO

IOCJIENOBaTENBHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 papuabejbHOU
obyacTu JIeTKOM Lenu, ConepXallylo AMUHOKMCJIIO THYIO
[IOCJIeDOBATEJILHOCTE nus3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYmMEeCTBJIEHMS  AaHTUTEJIO WJIM eT'0 aHTUTeHCBA3HBamIMUM  dpalMeHT

ABJIAETCA I'YMaHMU3MPOBaHHEM . B OIOHOM BaplMaHTe OoOCymeCTBIJIEHNA
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AHTUTEJIO UM eT0 aHTUTeHCBA3HBalmuil dpaTMeHT colepxuT: (i) CDRL
BapuabeJIbHOM 0OO0JIaCTM TSXEJIOM LelM, CcoOepXallyld aMVHOKMCJIOTHYIO
nocJjienoBaTeJbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabesbHOU
oBJacTu T SKEJION nemnu, comepXxallyo AMMHOKMUCJIO THYIO
mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapuaBeJbHOU
oBJacTu T sKeJION Lemnu, comepXxallyo aAMMHOKMUCJIO THYIO

nocjiegoBaTeJbHOCTE M3 SEQ ID NO: 159; (iv) CDR1 BapmuabesbHOM

obylacTu JIeTKOM nenu, conepXallylo AMUHOKMCJIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91; (v) CDR2 BapuabeJbHOM
obylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIO THYIO

IocJIenoBaTeJbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabejbHOM
oByacTu JIeTKOM Lemnu, CcoIepXallyo AMVHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE nu3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCyMmeCTBJIEHUS AaHTUTEJIO WIM €70 aHTHUTeHCBA3HBaKMUN  dparMeHT
ABJIAeTCH  T'yMaHM3MPOBAHHEM, B onoHOM BapMaHTe OCyIeCTBJIEHU S
AHTUTEJIO WM eT0 AaHTUTEHCBA3HBaMUNM GpaTMeHT colepxuT: (i) CDRI1
BapuabeJIbHOM 0OO0JIaCTM TsXeJIOM LelM, CcoOepXallyld aMVHOKMCJIOTHYIO
nocJjienoBaTeJbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabesbHOU
oBJjacTu T SKEJION nemnu, comepXallyo AMMHOKMUCJIO THYIO
IO0CJIenOBaTEeJbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapuabeJIbHOU
oBJacTu T sKeJION Lemnu, comepXxallyo AMMHOKMUCJIIO THYIO

mocyjenoBaTeJIbHOCTE M3 SEQ ID NO: 160; (iv) CDR1 BapuaBeJbHOMU

obylacTu JIeTKOM uenu, conepXallylo AMUHOKMUCJIO THYIO
nocyjenoBaTeJIbHOCTE u3 SEQ ID NO: 91; (v) CDR2 BapuabeJbHOM
obylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIO THYIO

nocjienoBaTeJbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabesbHOM
oByacTu JIeTKOM Lenu, CoIepXallyo AMVHOKMUCJIO THYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCymeCTBJIEHUS aHTUTEJIO WIM €70 aHTHUTeHCBA3HBaKIUN  dpaTMeHT
ABJIAeTCH  T'yMaHM3MPOBAHHHM, B onHOM BapMaHTe OCyIeCTBJIEHU S
AHTUTEJIO WM eT0 AaHTUTEeHCBA3HBaMUNM GpaTMeHT colepxuT: (i) CDRI1
BapuabeJIbHOM 0OJIaCTM TsXeJIOM LelM, COoOepXallyld aMVHOKMCJIOTHYIO
IoCJIenoBaTeNbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabesbHOU
oBJyacTu T SIKEJION Lemnu, CcoIepXalyo AMVHOKMCJIO THYIO
IO0CJIeNOBaTEJBHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapmuabeJibHOM

objlacTu T KEeJION nermn, coepxalrylto AMVHOKNMCIIOTHYIO
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IocJjienoBaTeNlbHOCTE M3 SEQ ID NO: 161; (iv) CDR1 Bapuab®esbHOM
oByacTu JIeTKOM Lemnu, CoIepXallyo AMVHOKMCJIO THYIO
mocjienoBaTeJIbHOCTE M3 SEQ ID NO: 91, (v) CDR2 BapmabeJbHOM
oBJacTu JIeTKOM Lemnu, comepXallyo AMMHOKMUCJIO THYIO
mocjenoBaTeJIbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 BapuaBeJbHOU
oBJacTu JIeTKOM Lemnu, comepxallyo aAMMHOKMUCJIO THYIO
[IOCJIeODOBATEJIbHOCTE nu3 SEQ ID NO: 93. OOHOM BapMaHTe
OCYyWmEeCTBJIEHUS  aHTUTEJIO WIM eTo aHTHUTeHCBA3HBamMUM  dparlMeHT
ABJISeTCa  T'yYMaHM3UPOBAHHHM. B onHOM  BapuaHTe OCyIeCTBJIEHU S
AHTUTEJIO WM eT0 aHTUTEeHCBA3HBaMUNM bpaTMeHT colepxuT: (i) CDRI1
BapuabeslbHOM 0OJIaCTM TSKeJIOM LelM, CcoIepXallyld aMVHOKMWCJIOTHYIO
nocjienoBaTelbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabejbHOU
oByacTu T SIKEJION Lenu, CoIepXallyo AMVHOKMCJIO THYIO
IoCcJIenoBaTeNbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapuabeJbHOM
oByacTu T SIKEJION Lenu, CoIepXallyo AMVHOKMCJIO THYIO
IocJienoBaTeNbHOCTE M3 SEQ ID NO: 162; (iv) CDR1 Bapua®esbHOM
oByacTu JIeTKOM Lenu, CoIepXallyo AMVHOKMCJIO THYIO
mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapmabeJbHOM
oBJjacTu JIeTKOM Lemnu, coIepXallyo AMMHOKMUCJIO THYIO
IoCJIenoBaTeJbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
oBJacTu JIeTKOM Lemnu, comepXxallyo AMMHOKMUCJIIO THYIO
[IOCJIenOBATEJIbHOCTE U3 SEQ ID NO: 93. OOHOM BapHaHTe
OCyImEeCTBJIEHUS  aHTUTEeJIO WIM eT'0 aHTHUTeHCBA3HBamui  dparMeHT
ABJIAeTCHa  T'yYMaHM3UMPOBAHHHM. B opnHOM  BapuaHTe OCylEeCTBJIEHU S
AHTUTEJIO WM eT0 AaHTUTEeHCBA3HBamMUM bpaTMeHT colepxuT: (i) CDRI1
BapuabesJlbHOM 0OJIaCTM TSXKeJIOM LelM, CcoIepXallyld aMVHOKMCJIOTHYIO
nocjienoBaTeNbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabejbHOU
oByacTu TSIKEJION Lenu, CcoIepXallyo AMVHOKMUCJIO THYIO
IocJienoBaTelbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapuabesbHOM
oByacTu T SIKEJION Lenu, comepXallyo AMVHOKMCJIO THYIO
nocjienoBaTelbHOCTE M3 SEQ ID NO: 163; (iv) CDR1 Bapua®esbHOM
oByacTu JIeTKOM Lenu, ComepXallyo AMMHOKMCJIO THYIO
mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapmabeJbHOM
oBJyacTu JIeTKOM Lenu, CoIepXallyo AMVHOKMCJIO THYIO
IOoCJIenOBaTEJBHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU

obJacTu JIeTKOoMn

enm,

coepxalrylto

AMVHOKNMCIIOTHYIO
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[IOCJIeDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYmeCTBJIEHMSI AaHTUTEJIO WJIM €TI0 aHTHUTeHCBA3HBaKIMUNM  dparMeHT
ABJIAeTCH  T'yMaHM3MPOBAHHEM, B oOHOM RapMaHTe  OCYMEeCTBJIEHUSA
AHTUTEJIO WM €TI0 aHTUTEeHCBA3BBaKIUNM GpaTMeHT colepxuT: (1) CDRI
BaprabeJIbHOM 00JlacTM TAXeJOM LeNM, COLepXalyld aMMHOKMCIIOTHYIO
mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabeJbHOU
oBJyacTu TSIKEJION enu, CcoIepXalryio AMVHOKMCJIO THYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapmuabesbHOM
oBiyacTu TSIKEJION Lenu, CoIepXalyo AMVHOKMCJIO THYIO

nocjienoBaTelbHOCTE M3 SEQ ID NO: 164; (iv) CDR1 Bapua®esbLHOM

obylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIO THYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obJacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO

IoCJIenoBaTeNbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 pBapuabejbHOU
oByacTu JIeTKOM Lenu, ComepXallyo AMVHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYImeCTBJIEHUS AaHTUTEJIO WIM €70 aHTHUTEeHCBA3HBaKIMUNM  dparMeHT
ABJIAeTCH  T'yMaHM3MPOBAHHHM, B oOHOM RapMaHTe  OCYMEeCTBJIEHUS
AHTUTEJIO WM €TI0 aHTUTEHCBA3BBaKIUNM QpaTMeHT colepxuT: (1) CDRI
BapuabeJIbHOM 0OO0JIaCTM TSAXEJIOM LelM, CcoOepXallyld aMVHOKMCIJIOTHYIO
mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuaBeJbHOU
oBJacTu T sKeJION Lemnu, comepXxallyo aAMMHOKUCJIIO THYIO
nocjiefoBaTeJbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapmuabesbHOM
oBJyacTu TSIKEJION Lenu, CcoIepXalyo AMVHOKMUCJIO THYIO

nocjienoBaTeJbHOCTE M3 SEQ ID NO: 165; (iv) CDR1 Bapua®esbLHOM

obJylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO

IoCJIeNOBaTEeNbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabesbHOU
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCymeCTBJIEHUS AaHTUTEJIO WIM €70 aHTHUTEeHCBA3HBaKIMUN  dparMeHT
ABJIAeTCH  T'yMaHM3MPOBAHHEM, B OOHOM  BapMaHTe OCYIeCTBJIEHUA
AHTUTEJIO WM €TI0 aHTUTEeHCBA3HBaKmIUNM GpaTMeHT colepxuT: (1) CDRI
BapuabeJIbHOM 0OO0JIaCTM TSAXEJIOM LelM, CcoOepXallyld aMVHOKMCJIOTHYIO

nocjienoBaTeJIbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabeJbHOU
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oByacTu T SIKEJION Lenu, CoIepXallyo AMVHOKMUCJIO THYIO
IOCJIENOBATENBHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapmuabeJbHOM
oBJjacTu T SKEJION nemnu, comepXalyo AMVHOKMUCJIO THYIO
nocjienoBaTeJIbHOCTE M3 SEQ ID NO: 166; (iv) CDR1 BapuabeJibHOMU
oBJjacTu JIeTKOM Lemnu, comepXxallyo AMMHOKMUCJIO THYIO
mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 91; (v) CDR2 BapuaBeJbHOU
oBJyacTu JIeTKOM enu, coIepXalyio AMVHOKMCJIO THYIO
nocjienoBaTeJbHOCTE U3 SEQ ID NO: 92; wm (vi) CDR3 BapuabejbHOM
oBiyacTu JIeTKOM Lenu, CcoIepXalyo AMVHOKMCJIO THYIO
[IOCJIeDOBATEJILHOCTE nu3 SEQ ID NO: 93. B OOHOM BapMaHTe
OCyImeCTBJIEHUS aHTUTEJIO WIM €70 aHTHUTeHCBA3HBamUM  dpaTMeHT
ABJIAeTCH  T'yMaHM3UMPOBAHHEM, B onoHOM BapMaHTe OCyIeCTBJIEHU S
AHTUTEJIO WM eT0 aHTUTEeHCBA3HBaMUNM dpaTMeHT colepxuT: (i) CDRI1
BapuabeJIbHOM 0OJIaCTM TsKeJIOM LelM, COoOepXallyld aMVHOKMCJIOTHYIO
nocJjienoBaTelbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabesbHOU
oByacTu T SIKEJION Lenu, CoIepXalyo AMVHOKMCJIO THYIO
IOCJIeNOBaTENBbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapuabeJbHOM
oByacTu T SIKEJION Lenu, coIepXalyo AMVHOKMCJIO THYIO
IocJjienoBaTeNbHOCTE M3 SEQ ID NO: 167; (iv) CDR1 BapuabeJibHOM
oBJjacTu JIeTKOM nemnu, comepXxallyio AMVHOKMUCJIO THYIO
nocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 91; (v) CDR2 BapuaBeJbHOU
oBJacTu JIeTKOM Lemnu, comepXxallyo aAMMHOKUCJIIO THYIO
nocjiefoBaTeJbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 BapuabejbHOM
oBJyacTu JIeTKOM enu, CcoIepXalyo AMVHOKMUCJIO THYIO
[IOCJIeDOBATEJIbHOCTE nu3 SEQ ID NO: 93. B OOHOM BapMaHTe
OCyIeCTBJIEHUS AaHTUTEJIO WIM eT'0 aHTHUTeHCBA3HBaMUM  dparMeHT
ABJIAeTCHS  T'yMaHM3UMPOBAHHHM., B onoHOM  BapMaHTe OCyIeCTBJIEHU S
AHTUTEJIO WJIM eTO0 AaHTUTeHCBA3HBaKMMY QparMeHT, HeoOa3aTelbHO,
oBllamaeT IO MeHBIIeV Mepe OOHOM M3 CJelyllMxX XapakKTepucTuk: (1)

ceasuBaeTca ¢ TIGIT yenoreka ¢ 3HaueHueM KD oOT [OpUOIUBUTEILHO

1x102 M mo mnpubiamsuresbHO 1x10712 M, kak onopemeJjieHO IIOCPEICTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pe30HaHca (HanpuMmep, BIACORE) wim
cxomHOTO crnocoba (HanpmMmep, KinExa wmam OCTET), (ii) BcCTynaeT B
nepekpecTHy®D peakumuio ¢ TIGIT ABaHCKOTO Makaka M MakaKa-pesyca;

(iii) OJjnoxupyeT cBas3wBaHMe TIGIT uesnoBeka ¢ CD155 dyeJsioBeka u
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CDh112 yeJioBeKa; (iv) yBeJIMunBaeT AKTUB Al T-KJIEeTOK; (v)

CTUMYJIMpyeT nponykumo IL-2 wm IFNy aHTHUIDeHCHeuuduueckumMm T-
KJeTkaMM; (vi) OJIOKMpyeT MHIOYKUMIO CYIPeCCHUM aKTuBaluuu T-KJIETOK,
VHOYLUUPOBaHHYW JurrupoBaHueM TIGIT ¢ poOCTBeHHEIMM JMTaHmamu CD155
n CD112.

B OIOHOM BapMaHTe OCVYIEeCTBJIEHUA aHTUTEJIO VIV ero
AHTUTEeHCBABHBaMMUM GparMeHT CBA3HBaeTcsa ¢ TIGIT deJoBeka U
comepxuT: (1) CDR1 BapmuabesbHOM 0OJaCTU TAXEJIOW LelM, COoIoepXallylo
aAaMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCTE M3 SEQ ID NO: 88; (ii) CDR2
BapuabenbHOM oO6JacTy TSXeJOWM LelM, CcoOepXalyl aMUHOKMCIIOTHYIO

nocjienoBaTelbHOCTE M3 SEQ ID NO: 89; (iii) CDR3 Bapuab®esbHOM

obyacTu T SIKEJION Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
nocjienoBaTelbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOU
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMCJIIO THYIO

IOCJIeNOBaTEJBHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
oBiyacTu JIeTKOM nenu, CoIepxXalyo AMVHOKMCJIOTHYIO
[IOCJIeDOBATEJILHOCTE nus3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCVYIIECTBJIEHVA AaHTUTEJIO COHEPXUT OIHY aMUHOKUCIIOTHYI 3aMeHy B
CDR2 TaxeJjiom Lenou wm3 SEQ ID NO: 89, rme 3saMeHa BHIIOJIHEHa B
IoJIOXeHuMnM 7, M Tme ocTaTok D sameHeH Ha: R, L, K, F, S, Y mwiu V.
B IpyT'OM BapuaHTe OCYIEeCTRBJIEHU A AHTUTEJIO COOEPXUT OOHY
aAaMMHOKMCJIOTHYID 3aMeHy B CDR2 TaxeJom Lenu m3 SEQ ID NO: 89, rme
3aMeHa BEHIIOJIHEHa B IIOJIOXKeHMM 8, M I'Ie ocTaTok G 3aMeHeH Ha: R,
N, O, E, L K, S, Y wmum V. B 1Opyr'oM BapMaHTe OCylleCTBJIEHUI
AHTUTEJIO COHEePXUT OIOHY aMMHOKMCJIOTHYID 3aMeHy B CDR2 TaxeJIoM Lelun
3 SEQ ID NO: 89, rme 23aMeHa BHIOJIHEHa B IIOJOXeHMM 12, 1TIOe N
3aMeHeH Ha: A wmwm S. B IOpyI'oM BapMaHTe OCYIEeCTBJIEHMA aHTUTEJIO
COOEPXUT OOHY AaMMHOKMCIIOTHYI 3aMeHy B CDR2 Taxesion Lenm u3 SEQ
ID NO: 89, rme 3aMeHa BHIIOJIHEeHa B IoJIOXeHMM 13, rIe E 3aMeHeH Ha
Q. B IpyroM BapuaHTe OCVYIIeCTBJIEHUA AHTUTEJIO COOEPXUT OIOHY
AMMHOKMCJIOTHYID 3aMeHy B CDR2 TaxeJiom Lenm M3 SEQ ID NO: 89, roe
3aMeHa BHIIOJIHEHa B IIOJIoXeHMM 16, Tne K 3aMeHeH Ha Q. B mpyrom

BapnmaHTe OoCyumeCTBJIEHNA AHTUTEJIO COIOEepPXnT Ten AMMHOKMCJIIO THEIX
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3aMeHH B CDR2 TaxeJioM Lenu m3 SEQ ID NO: 89, e aMMHOKMCJIIOTHEIM
ocTraTok 12 BaMeHeH Ha: A wWIM S, AaMMHOKMUCJIOTHEI oOCTaTok 13
3aMeHeH Ha Q, M aMMHOKMCJIOTHEI OCTaToKk 16 3aMeHeH Ha Q. B oOOHOM
BapMaHTe OCYWEeCTBJIEHMA AaHTUTEJIO COOEPXUT OIOHY aMMHOKMCIIOTHYIO
3aMeHy B CDR3 Taxejsion Lenm m3 SEQ ID NO:90, rme aMMHOKMCJIIOTHHIM
oCTaTok 6 BaMeHeH Ha: A, D, E, F, G, I, K, N, Q, R, S, T V wmmu
Y. B IOpyroM BapMaHTe OCYIECTRBJIEHMSA AaAHTUTEJIO COOEPXUT OIOHY
aAaMMHOKMCJIOTHYID 3aMeHy B CDR Jierkol uenu m3 SEQ ID NO: 92, rme
3aMeHa BHIIOJIHEHa B IOJIOXeHMM 1, M I’oIe ocTaTok N 3aMeHeH Ha A, Y,
w, s, T, R, H, G, I nmmm V. B IOpyroM BapMaHTe OCylleCTBJIEHUI
AHTUTEJIO COIHEePXUT OOHY AaMMHOKMCJIOTHYI 3aMeHy B CDR JeTrko¥ lLeln
3 SEQ ID NO: 92, 7Tme 23aMeHa BHIIOJHeHa B IIOJOXeHUM 2, U TIe
ocTaTok A 3BaMeHeH Ha N, I, L, T, V. B OIODHOM BapuaHTe
OCYIIeCTBJIEHUSA AHTUTEJIO WU ero AHTUTEeHCBA3HBaLMMUY  dparMeHT
ABJISETCHA TYyMaHU3UPOBAHHEM. B OIOHOM BapMaHTe OCYIeCTBJIEHUSA
AHTUTEJIO WJIXM eTo AaHTUTEeHCBA3HBAalMUM oparMeHT, Heobd3aTeJIbHO,
ofllamjaeT IO MeHBIIeV Mepe OOHOM M3 CJelyllMxX XapakKTepuCTuUk: (1)

ceasuBaeTca ¢ TIGIT yenoreka ¢ 3HaueHueM KD oOT [OpUOIUBUTEIILHO

1x107? M mo npudbamMs3uTesbHO 1x10712 M, kak oIpeIejieHO IIOCPeICTBOM
[IOBEPXHOCTHOTO ILJIA3MOHHOT'O pesOoHaHca (HanpuMmep, BIACORE) wiam
cxonmHoTo crnocoba (Hanpumep, KinExa wmmam OCTET), (ii) BcTynaer B
IepekpecTHyY peaklumuio ¢ TIGIT 4BaHCKOTO Makaka M MakKaka-pesyca;
(iii) ©6Jaokxupyer cBasbviBaHue TIGIT wuejyioBeka ¢ CD155 wuyeJsioBeka u

CDh112 yeJIoBeKa; (iv) YBeJIMUMBaeT AKTUBAaIIMIO T-KJIETOK; (v)

CTUMYJIMPpYyeT nOponykuuwo IL-2 wu IFNy aHTHUIeHcHeuupuueckumvm T-
KJIeTkaMM; (vi) OJIOKMpPpYyeT MHIOYKUMIO CYIPeCcCUuM aKTHMBaluy T-KJIEeTOK,
VMHOYLIMPOBaHHYK JiMIMpobaHmeM TIGIT ¢ poncTBeHHEMM JiMT'aHmamm CD155
u CD112.

B IpyroM BapMaHTe OCYWEeCTBJIEHUSA MN300peTeHMe OTHOCUTCHA TaKxXe
K aHTUTeJIy WM eI'0 aHTUIeHCBA3HBaKIleMy (palMeHTy, CBSA3HBaKIEeMyCs
¢ TIGIT wuyeJgoBeka, comepxaumeMy : BapuabeslbHYyID 008JIacThk TIXReJION
lenu, comepxamyilo CDR1, CDR2 u CDR3 u3 jgoborm m3 SEQ ID NO: 124-
129 wu/mau BapmadbesbHyl 00JlacTb JeTKOM lenu, comepxamyio CDRI1,
CDR2 m CDR3 wmu3 Jwbom m3 SEQ ID N0:130-133. B oOHOM BapuaHTe

OoCymeCTBJIEHNMA I/IBO@peTeHMe OTHOCHUTCA TaKXe K BEIOEJIEHHOMY aHTUTEIlY
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UM eT0 aHTUTEeHCBA3HBAKIeMy ©(oparMeHTy, CchBA3bBawleMyca ¢ TIGIT
JeJIoBekKa, comepxaleMy : BapuadeJIbHY obJjlacThb TSKeJION Lnenu,
BHIOpPAHHYI M3 TPYINOH, cocToAamer u3: SEQ ID NOs: 124-129 wu/uau
BaprabeslbHy 00JIacTb JIETKOM Lely, BHOPaHHYK M3 TPYINH, COCTOAlleM
n3: SEQ ID NO: 130-133. B OZHOM BapMaHTe OCYMeCTBJIEHMS OCTaToOK D
B noJioxeHur 56 m3 Jgwodor ms SEQ ID NO: 124-129 mMoxeT OHTH BaMeHeH
Ha R, L, K, F, S, Y wmmm V. B 1OpyroM BapMaHTe OCYIIECTBJIEHUA
ocTaTok G B IoJioxeHum 57 wm3 Jmobom m3 SEQ ID NO: 124-129 wMoxeT
OBITE 3aMeHeH Ha R, N, Q, E, L K, S, Y mimm V. B OIOHOM BapuaHTe
OCYIEeCTBJIEHUS oOocCcTaTok W B mnoJjioxeHuu 104 w3 jmodom m3 SEQ ID NO:
124-129 moxeT OHTBHL 3aMeHeH Ha: A, D, E, F, G, I, K, N, Q, R, S,
T, V wmiam Y. B OpyroM BapMaHTe OCVYIIECTBJIeHMI oCcTaTok N B
noJjoxeuuu 50 m3 Jwdor m3 SEQ ID NO: 130-133 MoxeT OHTL 3aMeHeH
Ha A, Y, W, S, T, I wmmm V. B 1Opyr'oM BapMaHTe OCYIIECTBJIEHUA
ocTaTok A B noJioxeHum 51 m3 Jmwdor m3 SEQ ID NO: 130-133 3amMeHeH
Ha N, I, L, T miam V. B OODHOM BapMaHTe OCYIIeCTBJIEHUSA UN300peTeHMe
OTHOCUTCSH K BHIEJEHHOMY aHTUTEJY WJIM eT'0 aHTUI'eHCBI3HBAaKIEMY
dparMeHTy, CBA3HBAKIEMYCS c TIGIT JyeJIOBEeKa, comepxaumeMy :
BapuabesibHyID 00JacTb TAXeJIOM lienu, colepxamyio SEQ ID NO:128, wiu
BapuabesibHyI 006JacThb JEeTKOM Lenu, comepxamyio SEQ ID NO:132. B
IPYyTOM BapMaHTe OCYIeCTBJIEHU A n3o0bpeTeHNre OTHOCUTCH K
BHIOEJIEHHOMY aHTUTeJly WM eI'0 aHTUIeHCBA3HBaklleMy (palMeHTY,
CBSA3BEBAKIEMYC S c TIGIT yeJjioBeKa, comepxauemy : BapuabeJIbHYI
obJlacTh TSXKeJON Lemnm, comepxamyilo SEQ ID NO:128 miaM BapuadesIbHYIO
o6JlacTh JIeTKOM Lenu, colepxamyio SEQ ID NO:133. B mpyI'oM BapHuaHTe
OCYIECTBJIEHUSA WU300peTeHre OTHOCHUTCS TakXe K BHIEJEeHHOMY aHTUTeJy
UM eT'0 aHTUTeHCBA3HBAaKIeMy ©(parMeHTy, CBA3bBawnmeMycsa ¢ TIGIT
ueJIoBekKa, comepxalmeMy ; BapuabeJIbEHY obJjiacThb TSKEJION Lenu,
comepxamyio SEQ ID NO:127, wmiu pBapuabesbHyl 00JacTb JeTKoW Lewu,
comepxamy® SEQ ID NO:130. B opnoHOM BapMaHTE OCYMeCTBJIEHUS
n3o00peTeHre OTHOCUTCH K BHIIEJIEHHOMY aHTUTEJTY VIV ero
AHTUTEeHCBA3EBAKIEMY Q(parMeHTy, CBa3vBameMycsa ¢ TIGIT uelioBeka,
comepXaleMy: BapuabellbHYyK o0O0JIaCTb TIXeJION Lenyr, comepxamyin SEQ
ID NO:128 m BapuabesibHyI 00JacTb JIETKOM Lenu, comepxamyo SEQ ID
NO:132. B 1OpyI'OM BapMaHTe OCYIEeCTBJIIEHUS MU300peTeHrMe OTHOCUTCH

TaKXxe K BEIDEJIEHHOMY AHTHUT eIy MJin eTro AHTMT'eHCBAS3SHEBaAKIeEMY
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bparMeHTy, CBA3HBAKIIEMYCSA c TIGIT JyeJIOBEeKa, comepxalmeMy :
BapuabesibHyl 00JlacTh TsSXeJON Lenr, colepxamyln SEQ ID NO:128 u
BapuabeyibHyl 006JacTb JIeTKOM Lenu, comepxamyio SEQ ID NO:133. B
IOPYT'OM BapMaHTe OCYIEeCTBJIeHMI M300peTeHre OTHOCUTCA TaKXe K
BHIOEJIEHHOMY AaHTUTEJY WM eTl0 aHTUIeHCBA3HBaKleMy O(paIlMeHTY,
CBA3HEBaKIEeMy C g c TIGIT JyeJIOBeKa, comepxameMy : BapurabesIbHYIO
oBJlacTh TSXKeJOM ULenu, colepxamyio SEQ ID NO:127 m pBapuabesIbHYIO
obJlacTh JIleTKOoM uemnmu, colepxamyn SEQ ID NO:130. B HEeKOTOPHX
BapMaHTax OCYMEeCTRBJEHUS aHTUTEeJIO WJIM eT0o aHTUTEeHCBSI3HBalIUi
dparMeHT CcBA3HBaeTca ¢ TIGIT vuyejyoBeka ¢ 3HaueHuMeM KD ot
npubausmuresasHo  1x10° M pmgo npubiamsuTespHO  1x10712 M, Kak
olpenejieHO  I[OCPEeNCTBOM IIOBEPXHOCTHOI'O  IIJIa3MOHHOIT'O  pe30HaHca
(HanpuMep, BIACORE) wmiIM CcxXOOHOTO cHnocoba (Hampumep, KinExa win
OCTET) .

B IpyroM BapMaHTe OCYIEeCTBJIEHUSA MN300peTeHMe OTHOCUTCHA TaKxXe
K aQHTUTeJIY WM e€I'0 aHTUIeHCBA3HBaKIleMy OQparMeHTy, CBA3HBaKIEMyCS
c TIGIT dJeJyiOBeka, comepxameMy: (1) BapuabelbHyI 00JIaCTh TIKEJION
enu, comepxamyilo CDR1, CDR2 m CDR3 u3 jgoborm m3 SEQ ID NO: 124-
129, rne BapuabesbHasg o0060JacCTb TaOKeJOM ULenu objalaeT IO MeHblleM
mMepe 90%, 95%, 96%, 97%, 98% wmmm 99% MIEHTUMUHOCTLI C JOOOM uU3
SEQ ID NO: 124-129 u/mwmu (ii) BapmuabesbHyo 0O0JIACTh JIETKOM llenu,
comepxamyio CDR1, CDR2 m CDR3 u3 Jmwobon m3 SEQ ID NO: 130-133, rme
BapuabenbHasa o00JIaCTh JIeTKOM lLenu objagaeT II0 MeHbmen wMepe 90%,
95%, 96%, 97%, 98% mium 99% MIOeHTHMUHOCTLI C Jiodol m3 SEQ ID NO:
130-133. B 1OpyroM BapMaHTe OCYIMECTBJIEHUA M300peTeHMe OTHOCUTCHA
Takxe K AHTUTEJY W ero AHTUTeHCBA3HBAaKIeMy bparmMeHTy,
cBaspBakmeMyca ¢ TIGIT ueJioBeka, colepxamemy: (1) BapuadelIbHY
o6JlacTh TSXKeJIOM Lelnr, comepxamyio CDR1, CDR2 m CDR3 m3 SEQ ID NO:
128, 1ne Bapuab®enbHasd 00JlaCTb TOXKeJOWM lLenm obmamaeT 90%, 95%,
96%, 97%, 98% wmim 99% umeHTHUYHOCTLID ¢ SEQ ID NO: 128 wu/mmm (ii)
BapuabeybHyl 00JacTh JerkoM Lelu, colepxamyio CDR1, CDR2 um CDR3
n3 SEQ ID NO: 132, rme BapuaBelbHasd 00JaCThb JIeTKOW Lenlu obJjalaeT
no MeHbmen Mepe 90%, 95%, 96%, 97%, 98% wmam 99% MIEHTUUHOCTLI C
SEQ ID NO: 132. B @mpyr'oM BapuaHTe OCYHNeCTBJIEHUS M300peTeHNue

OTHOCHUTCA Takrxe K AHTUT eIy MJin eTro AHTHWIT'€eHCBAS3EBaAKIEMY
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bparMeHTy, CBaA3HBawmemMyca Cc TIGIT deJsioBeKa, COIepXalleMy : (1)
BapuabesibHyID 00JacTb TAXeJIoM lienu, colepxamyi CDR1, CDR2 u CDR3
n3 SEQ ID NO: 128, roe BapuabesbHasd o06JaCcTb TSKEJOM Lenn
obBJjlamaeT TI[IO MeHbmeMwm wMepe 90%, 95%, 96%, 97%, 98% wuiam 99%
UOEHTHUYHOCTRI0O ¢ SEQ ID NO: 128 u/muam (ii) pBapmabesbHyl 00JIacTb
Jerkou uenmu, comepxamyilo CDR1, CDR2 m CDR3 m3 SEQ ID NO: 133, rme
BapuabesyibHas o06JacTbh JeTkoM uLenmr obJjamaeT IO MeHbmel Mepe 90%,
95%, 96%, 97%, 98% wuam 99% wumeHTMUHOCTRI ¢ SEQ ID NO: 133. B
IPpyTOM BapMaHTe OCYMeCcTRBJeHUsa u300peTeHMe OTHOCUTCSA Takxe K
AHTUTEJY WM eTO0 aHTUTeHCBA3HBaklleMy OGparMeHTY, CBA3HBalleMyCsS C
TIGIT w4eJyiOBeKa, CoLepXalleMy : (i) BapuabesibHy O00JIaCTh TIXKeJION
nenmu, comepxamywo CDR1, CDR2 m CDR3 w3 SEQ ID NO: 127, roe
BaprabenbHad o0OJIaCTb TOXKeJOW ULenu objlagaeT IO MeHbIeW Mepe 90%,
95%, 96%, 97%, 98% wmam 99% mmeHTHMUHOCTLI ¢ SEQ ID NO: 127 wu/wuim
(ii) BapmabesbHy o0B0JacTb JeTKoW lLenu, comepxamyio CDR1, CDR2 u
CDR3 wm3 SEQ ID NO: 130, rme BBapuabenbHas o00JacTb JEeTKOW lLelu
obJjlamjaeT 1O MeHbmer wMepe 90%, 95%, 96%, 97%, 98% wmym 99%
UoeHTUuYHoCTREI ¢ SEQ ID NO: 130. B »THMX BapMaHTax OCYIECTBJIEHUS,
OONYyCTMMEIE BapMAaHTH I[IOCJEeNOBATEeJIEHOCTM BCTPeYalnTCsa B KapKacCHEBX
ofbjlacTAX BapMabeJIbHEIX lellel. B HEKOTOPHX BapMaHTax OCYMeCTBJIEeHUIA

AHTUTEJIO MM eT'0 aHTUTEeHCBA3HBalmMM (parMeHT CBA3uBaeTca ¢ TIGIT
JeJioBeKa C 3HaueHueM KD oT NPUOJIUBUTEJIEHO 1x10° M 1o

NPUOIIN3UTEJIBHO 1x10-12 M, Kak OmnpeneJyiIeHO IOCpPenCcTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pes30HaHca (HanpuMmep, BIACORE) wim
cxomHOTO crnocoba (Hamnpumep, KinExa wmiau OCTET) .

B ImpyroM BapMaHTe OCYIECTRJIeHUS WM300peTeHMe OTHOCUTCH K
AHTUTEeJIY WM eTl'0 aHTUI'eHCBA3HBaKleMy OpaIMeHTy, CcolepXalleMy :
BaprabenbHy 00JacThk TAXKEJOWM LelM, CcoOepXalyl aMUHOKKCIIOTHYI

IOCJIeNoBaTeJILHOCTE M3 SEQ ID NO: 7 u/uiaM BHOpaHHYID BapuadelbHYI

oBJacThb JIeTKOM Leny, comepXxamymno aMMHOKMCIIOTHYIO
riocyienoBaTeJIbHOCTE ™3 SEQ ID NO: 8, e aHTUTeJIO WIW eTo
AHTUTEeHCBA3HBaAIMM QparMeHT CBA3HBaeTca ¢ TIGIT dejoBeka. B

OIOHOM BapmaHTe OCYIIeCTBJIEHUA AHTUTEJIO CBA3EBaAEeTCHA C TIGIT
JeJioBeKa C 3HaueHueM KD oT NPUOIIMU3UTEJIEHO 1x10-2 M 1o

OPUOIIN3UTEJIEHO 1x10-12 M, Kak onpeneJjyieHO IOCPenCcTBOM
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[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pe30HaHca (HalpuMmep, BIACORE) wim
cxomHoTo crnocoba (Hampumep, KinExa wmam OCTET) .

B IOmpyroM BapMaHTe OCYWLEeCTBJIEHUSA M300peTeHMrMe OTHOCUTCH K
AHTUTEJIY WM eT'0 aHTUI'eHCBA3EBanleMy OQpaIrMeHTy, CcoLoepXalleMy :
BapuabeslbHylD 00JlaCTh TAXeJIOM LelM, CcoIepXallyld aMUHOKMWCJIIOTHYIO
[IOCJIeOOBaTEJIbHOCTD nus3 SEQ ID NO: 143, n/ U BEIOPAHHYIO
BapuabelbHy 00JlacTh JeTkKoM Lenwu, comepxamyln aMMHOKMCIIOTHYIO
mocjliemoBaTeJIbHOCTL M3 SEQ ID NO: 145, DTme aHTUTEJIO WJIM eTro
AHTUTEeHCBABHBaINUM (parMeHT CBA3HBaeTca ¢ TIGIT uejoBeka. B

OIOHOM BapMaHTe  OCYUWeCTBJIEHUSA aHTUTEJIO cBdsmBaeTrca ¢ TIGIT
JeJioBeKa C 3HaueHueM KD oT OPUOIIUBUTEJILHO 1x10-° M 1o

NPpUOBIIN3UTEJIBEHO 1x10-12 M, Kak omnpenejyieHo IIOCPEenCcTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pes30HaHca (HalpuMmep, BIACORE) wim
cxomHoTo crnocoba (Hamnpumep, KinExa wmam OCTET) .

B IOpyroM BapMaHTe OCYWLEeCTRBJIeHUS WM300peTeHre OTHOCUTCH K
QHTUTEeJIY WM el'0 aHTUI'eHCBA3HBanleMy OpaIlMeHTy, CcolepXalleMy :
BaprabenbHy 00JIaCcThk TAXKEJIOM LelM, CoOepXallyld aMUHOKMCIIOTHYK
[IOCJIeDOBATEJILHOCTE nus3 SEQ ID NO: 144 /U BEIOPAHHYIO
BapnabesbHy 0O0JlaCcTb JIeTKOM Lelw, comepXallyld aMUHOKMCIIOTHYIO
nmocjiemopaTeJibHOCTE M3 SEQ ID NO: 146, Imoe aHTUTEJIO WM eTro
aAHTUTEeHCBA3HBaIMM dparMeHT cBA3bBaeTca ¢ TIGIT dyejnoBeka. B

OOHOM BapMaHTe OCVYIIEeCTRBJIEHUA AHTUTEJIO CBA3EBAEeTCH c TIGIT
JeJioBeKa c 3HaueHueM KD oT IPUOIIUBUTEIIEHO 1x10® M mo

NPUOIIN3UTEJIBEHO 1x10-12 M, Kak OmnpenejyieHoO IOCPEenCcTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pes30HaHca (HanpuMmep, BIACORE) wim
cxomHoTO crnocoba (Hamnpumep, KinExa wmiaum OCTET) .

B ImpyroM BapMaHTe OCYWECTRJIEHUS WM300peTeHre OTHOCUTCH K
AHTUTEeJIY WM el'0 aHTUI'eHCBA3HBaKleMy OQpaIlMeHTy, CcolepXalleMy :
BaprabenbHy 00JIacTh TSOXKeJIOW LelM, CoOepXalyl aMUHOKKCIIOTHY

rnocjieqoBaTeNIbHOCTE M3 SEQ ID NO: 63 u/miay BHOpaHHYID BapuadelbHY

oBJacTb JIeTKOM Lenu, comepxXxamymno aMMHOKMCIIOTHYIO
nmocjiemnopaTeJIbHOCTE M3 SEQ ID NO: 64, r©me aHTUTeJIO WIM eTro
AHTUTEeHCBSA3HBaAIMM QparMeHT CBA3HBaeTca ¢ TIGIT dejoBeka. B

OIOHOM BapMaHTe  OCYUeCTBJIeHUA aHTUTEJIO cBAs3HBaeTca ¢ TIGIT

JeJioBeKa C 3HaueHueM KD oT NPUOIMU3UTEJIEHO 1x10? M mo
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OPpUOIIN3UTEJIEHO 1x10-12 M, Kak omnpeneJyieHO IIOCPEenCTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O Ppes30HaHca (HanpuMmep, BIACORE) wim
cxomHoTo crnocoba (Hampumep, KinExa wmam OCTET) .

B ImpyroM BapMaHTe OCYWLEeCTBJIEHUA M300peTeHMrMe OTHOCUTCHA K
AHTUTEJY WM eT0 aHTUIeHCBA3BBawleMy OparMeHTy, CcoLepXalleMy :
BapuabesbHylD 00JIaCTh TAXKeJIOM LelM, CcoIepXallyld aMUHOKMWCJIIOTHYIO

rnocjiemoBaTeNIbHOCTE M3 SEQ ID NO: 94 u/uay BHOpaHHYID BapuadelbHY

oBJacTb JeTKOM uernu, comepXxalyn AMUHOKUCJIJIOTHYIO
mocjlegjoBaTeJIbHOCTE M3 SEQ ID NO: 95, r©rme aHTUTeJIO WIM eTro
AHTUTEeHCBABHBaINUM (parMeHT CBA3HBaeTca ¢ TIGIT uejoBeka. B

OIOHOM BapMraHTe OCVyIIeCTBJIEHUA AHTUTEJIO CBA3EBaeTCHAd C TIGIT
JeJioBeKa ¢ 3HaueHueM KD oT OPUOIUBUTEIILHO 1x10° M 1o

OPUOIIU3UTEJIBEHO 1x10-12 M, KakK OIIpEeneJyIeHO [IOCPEenCTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pe30HaHca (HanpuMmep, BIACORE) wim
cxomHoTo crnocoba (Hampumep, KinExa wmam OCTET) .

B oOHOM BapMaHTe OCYWeCTBJIEHMA M300peTeHre OTHOCUTCSA TaKxXe
K BHIOEJIEHHOMY aHTUTEeJly WM eI'0 aHTUIeHCBA3HBawlleMy O(parlMeHTY,
CBS3EBAKIEMYCS c TIGIT UyeJIOBEeKa, comepxaueMy . BapuabesIbHYI
obJjlacTb T KEeJION uernmu, comepXxamyn SEQ ID NO:149 n/mim
BapuabesyibHyI 006JacThb JIETKOM Llenu, comepxamyio SEQ ID NO:151. B

OIOHOM BapMaHTe OCVYIIEeCTBJIEHUA AHTUTEJIO CBA3EBAEeTCH c TIGIT
JeJjioBeKa c 3HaueHueM KD oT IPUOIIUBUTEIIEHO 1x10°® M mo

IPUOIIUBUTEJIBEHO 1x10-12 M, Kak OIIpeneJIeHO IoCpelCcTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pe30HaHca (HanpuMmep, BIACORE) wim
cxomHoTo crnocoba (Hamnpumep, KinExa wmau OCTET) .

B omOHOM BapMaHTe OCYWeCTBJIEHMS MU300peTeHMe OTHOCUTCS TaKxXe
K BHIOEJIEHHOMY aHTUTEeJly WM eI'0 aHTUIeHCBA3HBawlleMy OpalMeHTY,
CBS3BEBAKIEMYCS c TIGIT UueJIOBEeKa, comepxaumeMy : BapuabesIbHY
obJlacThb T IXKEeJIOM uernm, comepxamyn SEQ ID NO:150 "/ nMim
BapuabesbHyl 00JacTh JIerKoM Lenu, comepxamyio SEQ ID NO:152. B

OIOHOM BapMaHTe OCYIIeCTBJIEHUA AHTUTEJIO CBA3EBaAEeTCHA C TIGIT
JeJioBeKa C 3HaueHueM KD oT NPUOIIUBUTEIIEHO 1x10-2 M 1o

OPpUOIIN3UTEJIEHO 1x10-12 M, Kak omnpeneJjyieHO IOCPenCcTBOM
[IOBEPXHOCTHOT'O IIJIAa3MOHHOT'O Ppes30HaHca (HanpuMmep, BIACORE) wim

cxomHoTo crnocoba (Hampumep, KinExa wmam OCTET) .
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B 1OpyroM BapMaHTe OCYHMeCTBJIEHUS MW300peTeHMe OTHOCUTCH K
QHTUTEJIY WJIM €TI0 aHTUI'eHCBA3HBaKleMy OpalMeHTy, CBA3HBaKIEMYyCS C
TeM Xe osrourtornomM TIGIT uyejioBeka, UTO W aHTUTEJIO, conepxalee
BaprabeslbHy 00JlacTb Tsaxesion Uenu u3 SEQ ID NO: 7 m BapuabellbHYK
obJjlacTes Jerkow uenu w3 SEQ ID NO: 8, ITme aHTUTEJO WM eTo
AaHTUTEeHCBABHBamMMUM ¢parMeHT obJjajaeT IIO0 MeHbllel Mepe OOHOM U3

CIIeOyrnux XapaKTepUucTUK : (1) cBgaswBaeTca ¢ TIGIT wueJyioBeka C

s3HaueHueM KD oT npubam3muTesibHO 1x107°9 M, mo npubim3muTesbHO 1x10-12
M, Kak OIIpeneJIeHo [IOCPEenCTBOM [IOBEPXHOCTHOTO [1JIa3MOHHOTO
pesoHaHca (Hanpmumep, BIACORE) wmim cxomHoro crnocoba (HaopuMep,
KinExa wmmu OCTET), (ii) ©JjgoxupyeT cBaA3nBaHMe TIGIT uyeJjioBeKa C
CD155 uyejioBexka u CD112 ueJioBeka; (1il) yBeJaumuuBaeT akTHMBalumio T-
KJIETOK; (iwv) CTUMYJIMpYyeT NIPOOYKIIVKD IL-2 u IFNy
aHTUTeHCIIeUNdMUIe CKUMU T-rJjeTKaMM ; (V) BJIOKUPYET VHIOY KL
cylnpeccumr akTuBaluuu T-KJIEeTOK, MHIOVIIMPOBaHHYyK JmMIMpoBaHueM TIGIT
C POOCTBeHHEMM JiMT'aHmamvu CD155 wm  CDI112. B oOOHOM BapHuaHTe
OCYMeCTBJIEHMSA aHTUTeJio obJamaeT IO MeHbme¥ Mepe 80%, 85%, 90%,
95%, 96%, 97%, 98% wmam 993 MNIOISHTUUHOCTBLID IIOCJeIOBaTEeJIBHOCTU C
BaprabeslbHOM 0B6JIaCThio TAXEJON Lenu U/ uiM BapuadelJbHOM o00JacThio
Jerkom uUenu u3 Jmwodorm m3 SEQ ID NO: 7-30 wmmm 37-52. B 1OpyroM
BapMaHTe OCYWMeCTBJIeHMS aHTUTEeJIO WJIM eT0 aHTUIeHCBS3HBAaMIUMA
bparmesT copmepxwur 1, 2, 3, 4, 5, ¢, 7, 8, 9, 10, 11, 12, 13, 14,
15, 1e, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 win
30 aMMHOKMCJIOTHEIX 3aMeH B Bapuad®ellbHOM 00JacTM TSXeJION Lelu U3
Jgobort us SEQ ID NO: 7, 9-24 u 37-47 u/uim B BapuabeJILHOM 00JacTu
JerkoM uLenu m3 Jjodorm m3 SEQ ID NO: 8, 25-30 m 48-52.

B omOHOM BapMaHTe OCYWEeCTBJIEHUS M300peTeHue OTHOCUTCH K
AHTUTEeJIY WM eI'0 aHTUIeHCBA3HEBaKIeMy OpalMeHTy, CBA3HBaILEMYyCHd C
souTonoM TIGIT dYeJlIoOBeKa, KOTOPHM CONEPXUT II0 MeHBIel Mepe OOHY
M3 clenyomux ofJacTer: ocTrarku 54-57 w3 SEQ ID NO: 31, ocTaTkmu
68-70 mzs SEQ ID NO:31 m ocraTrkum 76-81 mzs SEQ ID NO: 31. B omHOM
BapMaHTe OCYWeCTBJIEHUA M300peTeHMe OTHOCUTCA K aHTUTEeJly WM eTo
AHTUTEeHCBA3HEBAKIEMYy OQ(parMeHTy, CBA3BBallleMyCcsa ¢ snourornoM TIGIT
yeJIoBEeKa, comepXamyMm ocrarku: 54-57, 68-70 m 76-81 w3 SEQ ID

NO:31.
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B 1OpyroM BapMaHTe OCYHMeCTBJIEHUS MW300peTeHMe OTHOCUTCH K
QHTUTEJIY WJIM €TI0 aHTUI'eHCBA3HBaKleMy OpalMeHTy, CBA3HBaKIEMYyCS C
TeM Xe osrourtornomM TIGIT uyejioBeka, UTO W aHTUTEJIO, conepxalee
BaprabeJIbHY oBJlacThb T AXKeJION Lerm nus SEQ ID NO: 63 u
BaprabeslbHY 00JlaCcTh JerkoM uenmu mu3 SEQ ID NO: 64, TIme aHTUTEJO
WM eT0 aHTUTEeHCBA3HBalmUl ¢parMeHT objlagaeT II0 MeHbIel Mepe
OOHOM U3 CJeOyomMxX XapaKTepUCTUK : (1) ceaspBaeTca ¢ TIGIT

ueJioBeKa c 3HaueHueM KD oT OIPUOIIUBUTEIIEHO 1x10-® M 1o

NPUOIIN3UTEJIBEHO 1x10-12 M, Kak OmnpenejyieHoO IOCPEenCTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pe30HaHca (HanpuMmep, BIACORE) wim
cxomHoTo crnocoba (HanpuMmep, KinExa wmam OCTET); (ii) BCTynaeT B
nepexkpecTHY®D peakumion ¢ TIGIT 4ABaHCKOTO Makaka M MakKaKa-pesyca;
(iii) ©JgoxupyeT cBaswBaHme TIGIT uesjoBeka ¢ CD155 uyeJsioBeka u

CDh112 yeJIoBeKa; (iv) yBeJIMuBaeT AKTUBalM T-KJIETOK; (v)

CTUMYJIMpyeT nOponykuuwo IL-2 wm IFNy aHTHUIeHCHeuupuueckuMm T-
KJeTkaMM; (vi) OJIOKMpYyeT MHIOYKUM CYIPpeCcCUuM aKTHUBaluuu T-KJIETOK,
VHOYLMPOBaHHYK JMIMpoBaHMeM TIGIT ¢ poOCTBeHHEMM JiMT'aHmamm CD155
n CDl112. B OOHOM BapuaHTe OCYIWECTBJIEHMA aHTUTeJIO WM eIo
AHTUTEeHCBA3HBaIMM (parMeHT obJjamaeT IO MeHbmen wMmepe 80%, 85%,
90%, 95%, 96%, 97%, 98% wmam 99% UIEHTUUHOCTLI II0CJIeIOBAaTeJIbHOCTU
c BapuabeJIbHOM 0O0JlaCTbl TaXKeJoM Lenu wu3 SEQ ID NO:63 wu/uiu
BapuabeJbHOM oOJlacTbio JerkoM Lenmu u3 SEQ ID NO: 64. B mOpyToM
BapMaHTe OCYMEeCTBJEeHUS aHTUTEeJO WIM eT0o aHTUTEeHCBSI3HBAalMUi
¢parmenr comepxwur 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14,
15, 1e, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 wmu
30 aMMHOKMCJIIOTHEIX 3aMeH B Bapuab®ellbHOM 00JacCTM TSXeJION Lelu U3
SEQ ID NO:63 u/uiau B BapuabeslbHOM o0JlacTM JIeTKoM Lenu m3 SEQ ID
NO: 64. B OpyroM BapuaHTe OCYIECTBJIEHMS AaHTUTEeJIO WX eTo
AHTUTEeHCBABHBAKINUY GparMeHT comepXuT 1, 2 uiarM 3 aMMHOKUCJIOTHHE
3aMeHHE B CDR Taxeyion Lenm (SEQ ID NO: 57-59) mam B CDR JIeTKOMU
nenu (SEQ ID NO: 60-62).

B IOpyroM BapMaHTe OCYWLEeCTBJIeHUS WM300peTeHrMe OTHOCUTCH K
AHTUTEJIY WM eI'0 aHTUIeHCBA3HEBaKlleMy OpalMeHTy, CBA3HBaLEMyCHd C
TeM Xe osonurTornomM TIGIT uyejioBekKa, UTO W aHTUTEJIO, conepxalee

BaprabeJIbHY oBJl1acThb T AXKeJION Lerm nus SEQ ID NO: 94 u
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BapuabeslbHyID 00JIacTh JeTkKow uenu u3 SEQ ID NO:95, rme aHTUTEJO
WMIM €70 AaHTUTEeHCBA3HBalmMMM ¢parMeHT objlagaeT I[IO MeHBIIeM Mepe

OOHOM U3 CJIeIyIIMX XapaKTepUCTUK: (1) cBas3eiBaeTcd ¢ TIGIT
JeJioBeKa C 3HaueHueM KD oT NPUOIMU3UTEJIEHO 1x10-2 M 1o

NIPUBIIU3UTEJIEHO 1x10-12 M, Kak OIpenesyieHO IoCpelCcTBOM
IIOBEPXHOCTHOTO ILJIa3MOHHOT'O pe30HaHca (HamopuMmep, BIACORE) wiu
cxomHoTo crnocoba (HanpuMmep, KinExa wmiam OCTET); (ii) BcCcTynaeT B
nepekpecTHY® peakumio ¢ TIGIT 4gBaHCKOTO Makaka M MakaKa-pesyca;
(iii) ©jaokxupyer cBasbviBaHue TIGIT uejyioBeka ¢ CD155 uyeJsioBeka u

CDh112 yeJIoBeKa; (iv) YBeJIMUMBaeT AKTHUBalM T-KJIETOK; (v)

CTUMYJINPYET IPOOYKIIUIO IL-2 n IFNy aHTUT'eHCHeUuudpmUueCcKUMA T-
KJIeTkaMM; (vi) OJIOKMpYyeT MHIOYKUIMD CYIPeCCUM aKTHUBaluu T-KJIETOK,
VHOYLUUPOBaHHYK JuUTrMpoBaHueM TIGIT Cc poICcTBeHHEMM JmMTaHmamu CDI155
n CDl112. B oOOHOM BapuaHTe OCYWECTBJIEHMS AaHTUTEeJIO WX eIo
AHTUTeHCBA3HBaMMUY ¢parMeHT obJamaeT I[IO0 MeHbmel wMmepe 80%, 85%,
90%, 95%, 96%, 97%, 98% wmiam 99% MIOISHTUUHOCTLIO IIOCJedOoBaTeJILHOCTHU
Cc BapuabeJbHOM 00JIaCTh0 TAXeJION Lenu wu3 Jwobon mu3 SEQ ID NO:94
i 124-129, wu/unm ¢ BapuabeJbHOM 006JacTbio JIeTKOM Lenu u3 Jiodon
n3 SEQ ID NO: 95 mmm 130-133. B OpyroM BapMaHTe OCYIeCTBJIeHUA
AHTUTEJIO WM eT'0 aHTUIEeHCBA3HBaKIUM QpalMeHT colepxuT 1, 2, 3,
4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1le¢, 17, 18, 19, 20,
21, 22, 23, 24, 25, 26, 27, 28, 29 mmm 30 aMMHOKMCJIOTHEX 3aMeH B
BapuabesibHOM o00JlacTM TsSXeJoON Lenu u3 Jmodon m3 SEQ ID NO:94 wmiwm
124-129, wu/unmmu B Bapuab®eJIbHOM o0O0JACTM JIeTKOM Lenu U3 Juodon us3
SEQ ID NO: 95 wmmm 130-133. B 1Opyr'OM BapMaHTe OCYIeCTBJIEHUHA
AHTUTEJIO MM eT0 aHTHUTEeHCBA3HBAKINWY ¢parMeHT comepxuT 1, 2 uiam 3
AMMHOKMCJIOTHEIE 3aMeHH B CDR Taxejiom uenm (SEQ ID NO: 88-90)
u/mau B CDR Jerkor uemu (SEQ ID NO: 91-93). B 1OpyroM BapMUaHTe
OCymeCTBJIEHUS AaHTUTEJIO WIM €70 aHTHUTeHCBA3HBaMUN  dpaTMeHT
comepxuT CDR TaxeJsion Lemr m3 SEQ ID NO: 88, 134 um 90 um/miam CDR
Jerkom uenu m3 SEQ ID NO: 91, 92 um 93.

B oOHOM BapMaHTe OCYWEeCTBJIEHUSA MW300peTeHrue OTHOCUTCHA K
AHTUTEJIY WM eI'0 aHTUIeHCBA3HEBaKlleMy OpalMeHTy, CBA3HBaLEMyCHd C
snurTonoM TIGIT dYeJloBeKa, KOTOPHM CONEPXUT II0 MeHBIIeM Mepe OOHY

3 cljenyommx obJjacrTer: ocTaTku 53-57, ocrarkm 60-65, ocTaTkmM 68—
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70, ocTarkm 72-81, ocTrarxkm 94-95, wum ocrarkm 109-119 wm=3 SEQ ID
NO:31. B OIHOM BapMaHTe OCYIHEeCTBJIEHMI KM300peTeHue OTHOCUTCH K
QHTUTEJIY WM eT'0 aHTUI'eHCBA3HBaKnleMy ¢parMeHTy, CBA3HBAKIEMyCA C
srouTornoM TIGIT uyeJsioBeka, colepXxammum ocTaTku: 53-57, 60-65, 68—
70, 72-81, 94-95 m 109-119 m3 SEQ ID NO:31.

B rmpyroM BapMaHTe OCYILEeCTBJIeHUMA M300peTeHMrMe OTHOCUTCHA K
AHTUTEJY WM eTo aHTUIeHCBA3HBawieMy (parMeHTY, [IeEPEKPEeCTHO
OIIOKUpPYIIEMY CBA3EIBaHME aHTUTeJIa (nnm KOHKYPUPYKIEMY C
AHTUTEJIOM) , KOTOpOe COIepXUT BapuabellbHYK 0O0JacCTb TAXEJION Lelu
n3 SEQ ID NO: 7 um BapuaBelbHyH 006JAaCTb JIeTKoM Lenu m3 SEQ ID NO:
8, ¢ TIGIT wueJyoBeka, TI'Ie aHTUTEJIO WJIM eI'0 aHTUIEHCBSI3HBAaIUI
bparMeHT oBylamaeT 1o MeHbIIen Mepe ONHOM nu3 CJIe OYIOMMX

XapakTepucTuk: (i) cBa3wBaeTca ¢ TIGIT uyejsoBeka ¢ 3HaueHueM KD

oT npubamsuTenabHo 1x107° M pmo npubiamsuTesbHO 1x10712 M, kak
OIpeleJIeHO  I[IOCPEenCTBOM  IIOBEPXHOCTHOT'O  IJIA3MOHHOT'O  pPe30HaHCca
(HanpuMep, BIACORE) wmiIM CxXOOHOTO crnocoba (Hampumep, KinExa wim
OCTET); (ii) BCTymaeT B IepekKpecCTHyHL peakuuio ¢ TIGIT gBaHCKOTO
Makaka “ Makaka-pesyca; (1ii) OIIOKUPYET CBA3HBaHME TIGIT

yeJioBeka ¢ CD155 wuejioBexka m CD112 uyejioBeka; (1v) yBeJMUMBAET

akTupaumow T-KJIIETOK; (v) CTUMYJIMPpyeT npomykumo I1L-2 wm  IFNy
aHTUT eHCIleuIMdUUe CKUMA T-KJIeTKaMM; (vi) OJIOKUpPYEeT VHIYKIMIO
cynpeccur akTuBaluuy T-KJIeTOK, UHIOYLUMPOBAHHYW JuUIMpoBaHMeM TIGIT
C PpPOOCTBEeHHHMM JiMT'aHmamu CD155 wm CD112. B OIOHOM EBapuaHTe
OCYyIEeCTBJIEHUS  aHTUTEJIO WIM eT0o aHTHUTeHCBA3HBamMUi  dparMeHT
obJjlamaeT IIo0 MeHbmeM Mepe 80%, 85%, 90%, 95%, 96%, 97%, 98% wiwu
99% MIEHTUMUHOCTLI IIOCJeOOBaTeJIbLHOCTM ¢ BapuadelJIbHOM o00JacThio
TaXEeJION LelM WIM BapuabeJIbHBEMM JIeTKMMM LenlsaMu u3 SEQ ID NO: 7-30
mwm 37-52. B Opyr'oM BapuaHTe OCYIECTBJIEHWS aHTUTEeJIO WM eIo
aHTUTeHCBA3WBalmuy ¢parMeHT comepxur 1, 2, 3, 4, 5, 6, 7, 8, 9,
10, 11, 12, 13, 14, 15, 1e, 17, 18, 19, 20, 21, 22, 23, 24, 25,
26, 27, 28, 29 wmmm 30 aMMHOKMCIIOTHHX 3aMeH B BapuabOeJIbHHX
obJlacTax TAIXeJHX lLener w3 SEQ ID NO:7, 9-24 wu 37-47 wim B
BapuabesIbHHX ofJjlacTax JIeTKux uLemner mu3 SEQ ID NO: 8, 25-30 um 48-
52. B OpyT'OM BapuaHTe OCYWeCTBJIEHNA AHTHUTEJIO VIV ero

AHTUT €HCB I3HBallmi @parmeHT COIOEepPXnT 1, 2 WM 3 aMMHOKMCJIOTHEE
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3aMeHH B CDR TaxeJion Uenm (SEQ ID NO: 1-3) mam B CDR JIeTKOM Liellln
(SEQ ID NO: 3-0).

B ImpyroM BapMaHTe OCYIIeCTBJIEHMA U300peTeHMe OTHOCUTCH K
AQHTUTEJIYy WM eT0o aHTUTeHCBA3HBawnieMy  dparMeHTYy, [IepeKpeCcTHO
OIIOKUpP YL EMY CBA3EBaHUE aHTHUTeJa (nym KOHKYpHUPpYyKIeMy C
AHTUTEJIOM) , KOTOpOe COIEepPXUT BapuadbellbHYH 00JacCTb TIXEeJION Lenu
n3 SEQ ID NO: 63 u BapuabesibHy o006JacTb Jierkonm uLenu m3 SEQ ID
NO: o4, c TIGIT yeJIoBeKa, roe AHTUTEJIO I ero
AHTUTEeHCBA3HBaMMUY ¢(parMeHT objlajaeT IIO0 MeHbIle Mepe OIHOM U3

cilenyiommx (QYHKUMOHAJILHEX XapaKTepucTuk: (1) cBaswBaeTcs ¢ TIGIT
JeJioBeKa C 3HaueHueM KD oT OPUOIIUBUTEJILHO 1x10-° M 1o

NPpUOBIIN3UTEJIBEHO 1x10-12 M, Kak omnpenejyieHo IIOCPEenCcTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pes30HaHca (HalpuMmep, BIACORE) wim
cxomHoTo crnocoba (HanpmMmep, KinExa wmam OCTET); (ii) BCTynaeT B
nepexkpecTHY®D peakumuion ¢ TIGIT 4ABaHCKOTO Makaka M MakKaKa-pesyca;
(iii) O©JgoxupyeT cBaswBaHue TIGIT uejoBeka ¢ CD155 uyeJsioBeka "

CDh112 yeJioBeKa; (iv) yBeJIMunuBaeT AKTUB Al T-KJIEeTOK; (v)

CTUMYJIMpyeT nOponykumwo IL-2 wm IFNy aHTHUIDeHCHeuupuueckmumMm T-
KJeTkaM; (vi) OJIOKMpyeT MHIOYKUMIO CYIPeCcCHUM aKTuBauuu T-KJIETOK,
VHOYLUMPOBaHHYK JUIMpoBaHMeM TIGIT ¢ pOOCTBeHHEMM JiMTaHOamm CD155
u CD112. B OIOHOM BapMaHTe OCYMeCTBJIeHMS aHTUTeJlo obJamaeT IIo
MeHbIIE Mepe 80%, 85%, 90%, 95%, 96%, 97%, 98% wmam 9983
VMOEeHTUYHOCTRIO IIOCJIEOHOBATEJILHOCTM C BapuabeJbHOM 00JIaCTBIO TIXKEeJION
nenu m3 SEQ ID NO:63 mam c BapuabesbHOM 006JIaCThI JIETKOMW Lenu M3
SEQ ID NO: 64. B mOpyI'OM BapMaHTe OCYWeCTBJIEHMS aHTUTEJIO MM €TI0
aHTUTeHCBA3WBalmuy ¢parMeHT comepxur 1, 2, 3, 4, 5, 6, 7, 8, 9,
i0, 11, 12, 13, 14, 15, 1¢, 17, 18, 19, 20, 21, 22, 23, 24, 25,
26, 27, 28, 29 wuimun 30 aMMHOKMCJIIOTHHX 3aMeH B BapuadeJIbHOMU
obacTu TaxeJoM Lenu M3 SEQ ID NO: 63 miam B BapuabeJIbHOM 00JacTHu
Jerxkoy uenu m3 SEQ ID NO: 64. B 1OpyroM BapMaHTe OCYMeCTBJIEHUS
AHTUTEJIO MM eT'0 aHTHUTEeHCBA3HBAaKINMY ¢parMeHT comepxuT 1, 2 uiam 3
AMMHOKMCJIOTHEE 3aMeHH B CDR Taxejonm unenm (SEQ ID NO: 57-59) wmm
B CDR Jjerkou uenu (SEQ ID NO: 60-62).

B IOpyroM BapMaHTe OCYWEeCTBJIEHUS M300peTeHrMe OTHOCUTCHA K

AHTUTEeIlYy nJin eTro AHTHUI'€HCBA3HBaAKIEMY @parmeHTy, IIepeKpeCTHO
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OJIOKUPpYIIEMY CBSA3HBaHME aHTUTeJIa (nm KOHKYpPUPYKIeMy C
AHTHUTEJIOM) , KOTOpOe COINEepXUT BapuadbelibHYyH o00JIacTb TAIXKeJIOM Lelun
3 SEQ ID NO: 94 u BapuabesibHyH 006JacTb Jierkom lenu m3 SEQ ID
NO: 95, c TIGIT yeJIOBeKa, rme AHTUTEJIO NI ero
AHTUTEeHCBABHBaMMUM ¢parMeHT obJjajaeT II0 MeHblleM Mepe OOHOM U3

CJIeOYIINX XapaKTepUCTUK : (i) cBaswBaeTrcs ¢ TIGIT uyeJOBekKa C

s3HavueHrueM KD oT npubiamauTesbHO 1x1072 M mo npubiams3muTesbHO 1x10-12
M, Kak OIIpeneJIeHo [IOCPEenCTBOM [IOBEPXHOCTHOTO I1JIa3MOHHOTO
pesoHaHca (HanopmMmep, BIACORE) wmam cxomHoro crnocoba (HaopuMep,
KinExa wmgm OCTET).; (ii) BCcTyHmaeT B IIepeKpecTHy peakumon ¢ TIGIT
ABaHCKOTO MakaKa M Makaka-pesyca; (iil) OJokupyeT CBA3HBaHUE
TIGIT yeJioBeKa c CD155 yeJIoBeKa " CDh112 yeJioBeKa; (iv)

YBEJIMUMBAET aKTUBALMD T-KJIeTOK; (V) CTHMYJMPYeT IOpomoykumio IL-2 u

IFNy aHTUTeHCcHeUupnueckuMu T-KJIeTKaMM; (vi) OJokupyeT MHIOYKIMUIO
cylnpeccumr akTuBaluuu T-KJIEeTOK, MHIOVIIMPOBaHHYyK JmMIMpoBaHueM TIGIT
C POOCTBeHHEMM JiMT'aHmamvu CD155 wm  CDI112. B oOOHOM BapHuaHTe
OCYMeCTBJIEHMSA aHTUTeJio obJamaeT IO MeHbme¥ Mepe 80%, 85%, 90%,
95%, 96%, 97%, 98% wmam 993 MNIOISHTUUHOCTBLID IIOCJeIOBaTEeJIBHOCTU C
BapuabesibHOM oOJacTbio TaxeJom unemnmu u3 SEQ ID NO: 94 wimm cC
BapuabesyIbHEMM JIETKMMM LenaMr u3 SEQ ID NO: 95. B OpyroM BapuaHTe
OCYMECTBJIEHMS AaHTUTEeJIO WM eT0 aHTUIeHCBA3HBamui  dpaTMeHT
comepxur 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 wmumum 30
AMMHOKMCJIOTHEIX 3aMeH B BapuabesbHOM 00JAaCTM TSEKEJOM Lenu U3
Jodor m3 SEQ ID NO: 94 wmnum 124-129, wmnm B BapuabelbHOM o6JacTu
JerkoW uenu u3 Jwdor m3 SEQ ID NO: 95 mmm 130-133. B mpyrom
BapMaHTe OCYMeCTRBRJIeHUS aHTUTEeJO WIM €70 aHTUTEeHCBSI3HBAaMIUA
bparMeHT comepxuT 1, 2 MIM 3 aMMHOKMCJIIOTHHE 3aMeHH B CDR TaXeJIon
nenu (SEQ ID NOs: 88-90) mium B CDR JlerkoM uenm (SEQ ID NO: 91-
93) . B OIOHOM BapMaHTe OCYIIECTBJIEHN A QHTUTEJIO VI ero
AHTUT eHCB S 3HB Al bparmMeHT COOEPXUT & BaprabesIbHYIO oBJylacThb
TAXeJION lLenu, comepxamyio SEQ ID N0:128, u BapuabedbHyl 00JacTb
JeTKOM LeIlu, comepxamyrw SEQ ID NO:132. B mOpyroM BapMaHTe
OCymEeCTBJIEHUS AaHTUTEJIO WJIM €TI0 aHTUTeHCBA3HBaIMUNM  dparMeHT

COmepXmuT: BapuabeJibHy o00JlacTh TaKeJION Lenu, coiepxamyio SEQ ID
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NO:127 wu BapmabesbHyl o00JlacTb JeTKoW Lenr, colepxamyion SEQ ID
NO:130. B mpyI'OM BapMaHTe OCYWeCTBJIeHMI aHTUTEeJIO WK eTo
AHTUT €HCB I3HB AU bparMeHT CONEPXUT : BaprabeJIbHY ofJjlacThb
TAXEeJION Uenu, comepxamyilo SEQ ID NO:128 u BapmabellbHyI 00JacTb
JerkoM uemnu, comepxamyio SEQ ID NO:133.

B 1OpyroM BapMaHTe OCYUWeCTBJIeHUA MU300peTeHMe OTHOCUTCH K
AHTUTEJIY WMJIM €70 aHTUTeHCBA3BBawileMy OoparMeHTY, CBA3BBaKIEMYCS C
TIGIT wueJloBeKa, coIepxameMy BapuabesibHylo o006JacTb TsSXKeJIoON Lelu,
BHIOPAHHYID M3 TPYIIIH, CcocTogmey mu3 Jwdor m3 SEQ ID NO: 9-24 u 37-
47, u/wan BapmuadelbHYyl 00JIacTh JIeTKOM 1ell, BHOPaHHY M3 IPYIIIH,
cocTosAmen m3 Jwodom mu3 SEQ ID NO: 25-30 m 48-52. B OIHOM BapHuaHTe
OCYIECTBJIEHUSA AaHTUTEJIO COIOEPXMUT aMMHOKMCIIOTHYK 3aMeHy B FR4
TOXKeJION llelM, TIOe =aMeHa BHIIOJHeHa B IIoJIoXeHMM 122 m3 SEQ ID NO:
9-24 mn 37-47, rTme ocTaTok M =®aMeHeH Ha: V, L, A, R, N, P, Q, E,
G, I, H, K, F, S5, T, W mau Y. B OIOHOM BapMaHTe OCYIIECTBJIeHUI
AHTUTEJIO COINEePXMT OBe aMMHOKMCJIOTHHEE 3aMeHb B FR4 TaxeJoM Lenwu,
I'Ie 3aMeHB BHIIOJIHEHH B IIOJIOXeHMAX 122 m 123 m3 SEQ ID NO: 9-24 u
37-477, rme ocTtaTkM M m V 3aMeHeHH Ha T M L, COOTBEeTCTBEHHO.

B ImpyroM BapMaHTe OCYIeCTBJIEHMA UM300peTeHMe OTHOCUTCHA K
QHTUTEJIY MM €70 aHTUIeHCBA3BBawileMy ¢parMeHTyY, CBA3BBaKIEMyCsa C
TIGIT wueJIOBeKa, coIepxaleMmy BapuadellbHYyWD 00JIaCTh TAIXeJION Lenu,
BHIOpaHHYID M3 TPYIIIH, cocToAmer m3 Jjmodor m3 SEQ ID NO: 9-24 u 37-
47, u/wan BapuadbelbHYI 00JIacTh JIETKOM 1ell, BHOPaHHY M3 IPYIIIH,
cocTosAmen mu3 Jwodom m3 SEQ ID NO: 25-30 m 48-52. B OIHOM BapHuaHTe
OCYIECTBJIEHUS AaHTUTEJIO COIOEPXMUT aMMHOKMCIIOTHYI 3aMeHy B FR4
TOXKeJION llelM, IIOe BaMeHa BHIIOJIHeHa B IIoJIoXeHMM 122 m3 SEQ ID NO:
9-24 mn 37-47, TOme ocTaTok M =BaMeHeH Ha: V, L, A, R, N, P, Q, E,
G, I, H, K, F, S5, T, W mau Y. B OIOHOM BapMaHTe OCYIIECTBJIEHUI
AHTUTEJIO COINEePXMT OBe aMMHOKMCJIOTHHE 3aMeHb B FR4 TaxeJoM Lenwu,
I'Ie =aMeHB BHIIOJIHEHH B IIOJIOXeHMAX 122 m 123 m3 SEQ ID NO: 9-24 u
37-477, rme ocTraTkM M m V 3aMeHeHH Ha T M L, COOTBeTCTBEHHO.

B oIHOM BapMaHTe OCYIECTBJIEeHUA U300peTeHue OTHOCUTCHA K
BEIOEJIEHHOMY AHTUTEIY MJIN AHTUI'E€HCEBA3HBaKIEMY bparMeHTy,
CBA3bBawpieMycd ¢ TIGIT UeJIOBeKa, comepxaumeMy : TAKSIJIYIO Lellb,
comepXxalyl aMMHOKMUCIIOTHYK IIOCJeIOBaTeJIbHOCTE M3 SEQ ID NO: 7 wmiawu

ee BapMaHT, co,uepmaumﬁ BILUIOTE OO 30 aMMHOKMCJIOTHEIX 3aMeEH, I/I/I/LJ'H/I
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JEeTKYK llellb, COoOepXallyld aMUHOKMCIIOTHYI IIOCJIedOBaTeJIbHOCTL M3 SEQ
ID NO: 8, cogmepxallylw BIUIOTE OO 12 aMMHOKMCIIOTHHIX 3aMeH. B oIoHOM
BapMaHTe OCYIEeCTBJIEHUS TaXejlad LUelb COOEPXUT aMUMHOKMCIIOTHYIO
mocJjiemoraTeJibHOCTE M3 SEQ ID NO: 7, comepXallyld aMMHOKMCIIOTHEE
3aMeHB B OINHOM WJIM HECKOJIBKMX I[IOJIOKEHMAX, BHOPaHHEX W3 TPYIIIH,
cocrosmen us: 6, 9, 12, 15, 1e¢, 17, 23, 25, 37, 39, 40, 43, 44,
45, 48, 67, 68, 70, 71, 79, 81, 83, 87, 88, 92, 94, 119, 122 wu
123. B oOHOM BapMaHTe OCYIEeCTBJIeHMA TaXeJsasa Lelb COIepXUT
AMMHOKMCJIOTHYI IIOCJedOBaTeJIbHOCTE u3 SEQ ID NO:7, comepxamywo
aAMMHOKMCJIO THEIE 3aMeHH B OOHOM WMJIM  HECKOJIBKUX [IOJIOXEHUAX,
BHOPAHHHX M3 TPYIIH, cocTogamew us: 6, 92, 12, 15, 16, 17, 23, 25,
37, 39, 40, 43, 44, 45, 48, 7, 68, 70, 71, 79, 81, 83, 87, 88,
%2, 94, 110, 119, 122 m 123, TOme: aMMHOKMCIIOTA B IIOJIOXEeHMUM O
MOXeT TIPenCTaBJIATL cobor E wmiam Q, aMMHOKMCIIOTa B I[IOJIOXeHUM 9
MOXeT IMOpelCcTaBJIATL cobo¥ P mIM A, aMMHOKMCIIOTa B IIOJIOXeHuM 12
MOXeT MOpelcTaBJIATL cobor V miau L, aMMHOKMCJIOTAa B IIOJIOXeHuM 15
MOXeT IMIpelcTaBJIATL cobor S miIM P, aMMHOKMCJIOTAa B IIOJIOXEeHUM 16
MOXEeT IMPeOCTaBJATL cobor Q miaum E miam G, aMMHOKMCJIOTAa B IIOJIOXEHUU
17 MoxeT MNpencTaBJIATL cobom S miam T, aMMHOKMCJIOTAa B IIOJIOXeHUM 23

MOXEeT IMPpencTaBJIATe cobol S wmiam T, aMMHOKMCIIOTa B IIOJIOXeHUM 25

MOXeT IMpenOcTaBJIATL cobor T wmiaM S, aMMHOKMCIIOTa B IIOJIOXeHUM 37
MOXEeT IMpenacTaBJIATL cobor I wmim V, aMrMHOKMCIIOTa B IIOJIOXeHUM 39
MOXeT IMPenCcTaBJIaTh cobor K wmiam Q, aMMHOKMCJIOTa B IoJoXeHmM 40
MOXeT IMIPpencTaBJIaTh cobol F wmiam P, aMMHOKMCJIOTa B IIOJIOXeHUM 43
MOXeT IMPpencTaBJIaTh cobtorm N wmim K, aMMHOKMCJIOTAa B IIOJIOXeHUM 44
MOXeT IMPpencTaBJIaTh coborm K wmim G, aMMHOKMCJIOTa B IIOJIOXeHUM 45
MOXeT IMPpencTaBJIaTh, cobor M wmiam L, aMMHOKMCIIOTAa B IIOJIOXeHUM 48
MOXeT IMPenCcTaBJIaTh, cobor M wmiam I, aMMHOKMCIIOTAa B IIOJIOXeHUM 67
MOXeT IMPpencTaBJIAaTh cobor I wmim V, aMMHOKMCIIOTAa B IIOJIOXeHUM 68
MOXeT IMPeOCcTaBJIATe cobor S wmam T, aMMHOKMCJIOTa B IIOJIOoXeHmM 70
MOXeT IMPpencTaBJIATh cobor T wiM S, aMMHOKMCIIOTa B IIOJIOXeHUM 71
MOXEeT IMPeOCcTaBJIATe cobor R wmim V, aMrMHOKMCJIOTa B IIOJIOXeHUM 79
MOXeT IMPpencTaBJIATh cobor F wmim S, aMMHOKMCJIOTa B IIOJIOXeHMM 31
MOXEeT IPenOCTaBJIATE cobolm Q wmim K, aMMHOKMCJIOTa B IIOJIOXeHMM 83
MOXeT IMPpeOcTaBJIATL cobor H wmim S, aMMHOKMCJIOTa B IIOJIOXeHUM 387
MOXeT IMpencTaBJIATL cobor T WM A, aMMHOKMCIIOTa B IIOJIOXeHUM 388
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MOXeT IMOpelcTaBJIATL cobo¥ D maIM A, aMMHOKMCJIOTa B IIOJIOXeHuU 92
MOXeT IMIpelcTaBJAThL cobor T wmam V, aMMHOKMCJIOTa B IIOoJIOXeHuu 94
MOXeT MNpedCcTaBJATE cobor S wmiaM Y, aMMHOKMCJIOTAa B HoJIoXeHuMM 110
MOXeT IMIpelcTaBJaATL cobom W, F, Y, I, V wmiamu L, aMMHOKMCIIOTa B
noJioxeHur 119 MoOXeT OpelncTaBJATL cobol P mam Q, aMMHOKMCIIOTAa B
IIOJIOXEeHUM 122 MOXeT IOpelcTaBJaATL codbow M, V, L, A, R, N, P, Q,
E, G, I, H, K, ¥, S, T, W umm Y, M aMMHOKMCJIOTA B IIOJIOXeHMM 123
MOXeT INpencTaBJIATH cobom V, T wmm L. B oImHOM BapuaHTe
OCYIIECTBJIEHUA Jerkasd lelb COmEPXUT AMUHOKHUCJIO THYIO
mocjiemoBaTeJIbHOCTE M3 SEQ ID NO: 8, comepXamlyl aMMHOKMCIIOTHEE
3aMeHBl B OIHOM WJIM HECKOJIBKMX TIOJIOXKEHMAX, BHOPAHHEX W3 TPYIIIIH,
cocTodgme u3: 10, 21, 22, 40, 42, 4¢, 52, 53, 58, 77, 83, 87, 95
nm 106. B oOIOHOM BapMaHTe OCYIECTBJIEeHUA JIeTKad ILelb COINEPXUT
aMMHOKMCJIOTHasd I[ocJeoBaTeJIbHOCTE M3 SEQ ID NO: 8, conmepxamywo
AMMHOKMUCJIO THEIE 3aMeHH B OIOHOM  WJIU HECKOJIEKUX IIOJIOXKEHUAX ,
BHOpPAaHHHX M3 TpYIINE, cocTosme¥ wms: 10, 21, 22, 40, 42, 46, 52,
53, 58, 77, 83, 87, 95 m 106, Tme: aMMHOKMCIIOTa B IoJIOXeHMM 10

MOXeT IMPpeOCcTaBJIATL coboM L wmiM S, aMMHOKMCIIOTa B IIOJIOXeHUM 21

MOXeT IIpedCTaBJIATHE cobom L wmam I ;, AMMHOKMCJIOTa B IIOJIOXKEHUU 22
MOXeT IIpedCTaBJIATHE cobom N wmim T , AaMMHOKMCJIOTa B IoJioXeHun 40
MOXeT IIpelCTaBJIATb cobov L wmiam P, aMMHOKMCJIOTa B IIOJIOXEHUMU 42
MOXeT IIpeldCTaBJIATE cobov E wuau K, aMMHOKMCIIOTa B I[IOJIOXEHUN 46
MOXeT IIpedCTaBJIATE cobom F wmim L, aMMHOKMCJIOTa B IIOJIOXeHuM 52

MOXeT TIpeOcTaBJiasTb cobom N, S, T, G wmiau D, aMMHOKMCJIOTA B

IoJIoXeHM 53 MOXeT TpeInCcTaBJIsTL codbon S, N, T, Y winu Q,
aAMMHOKMCJIOTa B IIOJIOXeHUM 58 MoxeT IIpeOcTaBJaThL cobow I wiam V,
aAMMHOKMCJIOTa B IOJOXeHUM 77 MOXeT IIPeOCcTaBJAaATL cobow G wmiam S,
AMMHOKMCJIOTa B IIOJIOXeHUM 83 MOXeT IIpeOcTaBJaATh cobow V wmaum F,
aMMHOKMCJIOTa B IIOJOXeHUM 87 MOXeT I[IpeOcTaBJIaAThL cobow F wam Y,
aMMHOKMCJIOTa B IIOJIOXeHMM 95 MoxeT HOpelcTaBJIATL cobowm W, F, Y, I,

V mian L, ¥ aMMHOKMCJIOTAa B IMoJIOXeHUM 105 MoxeT NpeIncTaBJIAThL cobomn
L mam T.

B 1OpyroM BapMaHTe OCYHMEeCTBJIEHUS MW300peTeHMe OTHOCUTCH K
AHTUTEJY WJIM aHTUTeHCBA3HBaKIEMY (parMeHTyY, CBA3HBAKIEMYCS C
TIGIT yeJIOBeKa, coepxameMy : TAXEIJIYVIO 1erns, coIepXxalylo

aMMHOKMCJIOTHYIO IIoCJefoBaTeJIbHOCTL M3 SEQ ID NO: 9 u/uim JIerKyo
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Lelns, coepXallyln aMUMHOKMCIIOTHYI IIOCJIefoBaTeJIbHOCTE M3 SEQ ID NO:
25, Tme kaxmasa M3 BapMabOeJILHEIX llenel MoOXeT comepxats 1, 2, 3, 4,
5, o, 7 WJIN 38 AMMHOKMCJIO THEIX 3aMeH. B OODHOM BapuaHTe
OCYIIECTBJIEHUA aHTUTEJIO MOXeT COmepXaThk MyTaluu B IIOJIOXKeHUAX 27,
48, 67, 71, 83, 110, 122 m 123 wnu3 SEQ ID NO: 9. Hanpumep, B

oTHomeHMM SEQ ID NO: 9: aMMHOKMCJIOTa B IIOJIOXEHMM 27 MOXeT

opencTaBJIaTs cobor G MM S; aMMHOKMCJIOTAa B IIOJIOXeHUM 48 MOXeT
opencTaBJIaTs cobor I miam M; aMMHOKMCJIOTA B IIOJIOXEHUM 67 MOXeT
OpencTaBJIaTsL cobor V miam I; aMMHOKMCJIOTAa B IIOJIOXeHUMM 71 MOXeT
OpencTaBJIATL cobor V miau R; aMMHOKMCJIOTAa B IIOJIOXeHUM 83 MOXeT
OpencTaBJIATL cobo S wmiaM H; aMMHOKMCJIOTa B IHoJIOXKeHMM 110 MoOxeT

opencTaBJIaTL cobow W, F, Y, I, V mwim L; aMMHOKMCIIOTa B IIOJIOXEHUU
122 MoxeT mnpemcTaBjaaTbL cobowm M, V, L, A, R, N, P, Q, E, G, I, H,
K, F, S, T, W mm Y, ¥ aMMHOKMCJIOTa B IIOJIOXeHMM 123 MOXeT
OpeICTaBJIATE cobo¥ V, T wmiam L. B OpyToM BapMaHTe OCYMeCTBJIEHUS
AHTUTEJIO MOXET COImepXaThk MyTallMM B I[oJioxeHmax 46, 52, 53, 58 wu
95 m3 SEQ ID NO: 25. Hampumep, B oTHomeHum SEQ ID NO: 25,
AaMMHOKMCJIOTa B IIOJIOXeHMM 46 MOXeT IIpencTaBjaTb cobom L wmam F;
aMMHOKMCJIOTa B IIOJIOXKeHUM 52 MOXeT IMNpencTaBJsaTb codbom N, S, T, G
i D, aMMHOKMCJIOTa B TIIOJIOXKeHUM 53 MOXeT OpencTaBJIATL coboum S,
N, T, Y win Q; aMMHOKMCJIIOTa B I[IOJOXeHMM 58 MOXeT OpedcTaBJIATH
coBor I wmum V; aMMHOKMCJIOTa B I[OJIOXeHMM 58 MOXeT NpedCcTaBJIATH
cobom V mim I; ¥ aMMHOKMCJIOTA B IIOJIOXeHUM 95 MOXeT IIpPeOcTaBJIATb
cobom W, F, Y, I, V mmm L.

B o©oIHOM BapMaHTe OCYIECTBJIEHUA MU300peTeHue OTHOCUTCHA K
AHTUTEJIY WIM AaHTUTEeHCBASHBAaKIEMY (parMeHTy, CBA3HBaKIEMYCSd C
TIGIT yeJIOBEeKa, conepxameMy : TAXEIIVIO ersb, COIepXalyn
AMMHOKMCJIOTHYI IIOCJegoBaTeJIJbHOCTE M3 SEQ ID NO: 94 wmim ee
BapMaHT, comepXamui BILJIOTL OO0 30 aMUMHOKMCIIOTHHX 3aMeH, U JeTKVY
Lens, coepXamyln aMUMHOKMCIIOTHYI IIOCJIenoBaTeJIbHOCTE M3 SEQ ID NO:
95 miaM ee BapMaHT, CoOIepXalMi BIIJIOTL OO 18 aMMHOKMCJIOTHHEX 3aMeH.
B OIODHOM BapMaHTe OCYIEeCTBJIeHUS TaXeJasd Lelb COOEepPXUT BapMaHT
AMMHOKMCJIOTHOM TIIOCJIemoBaTeJIbHOCTM M3 SEQ ID NO: 94, comepxamui
AMMHOKMUCJIO THEIE 3aMeHH B OIOHOM ZANRZN HECKOJIbKUX TIOJIOXEHUN,
BHOpPAHHHX M3 TPYIIH, cocTogmew mus: 5, 9, 11, 12, 16, 20, 38, 40,

44, 56, 57, 61, 62, 65, 7, o8, 72, 74, ‘76, 79, 85, 87, 89, 91,
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92, 104 wm 111. B oOIOHOM BapMaHTEe OCYUWECTBJIEHUS TIKeJlad ILelb
COOEepPXUT BapMaHT aMMHOKMCJIOTHOM [OCJeloBaTeJIbHOCTM M3 SEQ ID NO:
94, comepXamlM¥ aMMHOKMCJIOTHHE 3aMeHB B OOHOM WMJIM HeCKOJBbKUX
IIOJIOXEHMAX, BHOPAHHHX M3 TPYINIH, cocTodAmewm u3: 5, 9, 11, 12, 16,
20, 38, 40, 44, 56, 57, 61, 62, 65, 67, 68, 72, 74, 76, 79, 85,
87, 89, 91, 92, 104 m 111, TOe: aMMHOKMCJIOTaA B IIOJIOXEHUM 5 MOXeET

NpencTaBJISThe cobor Q wmiaum V, aMMHOKMCJIOTa B IIOJIOXEeHMM 9 MOXeT

IpencTaBJIaTs, cobol P miaM A, aMMHOKMCJIOTAa B IIOJIOXeHUMM 11 MOXeT
opencTaBJaTs, cobor V miau L, aMMHOKMCJIOTAa B IIOJIOXeHUM 12 MOXeT
OpencTaBJIaTe cobor V miam K, aMMHOKMCJIOTAa B IIOJIOXeHUMM 16 MOXeT
OpencTaBJIATL cobol S miIM A, aMMHOKMCJIOTAa B IIOJIOXeHUM 20 MOXeT
OpencTaBJIATL cobor M wmiam V, aMMHOKMCJIOTAa B IIOJIOXeHUM 38 MOXeT
OpencTaBJIATE cobor K miam R, aMMHOKMCIIOTAa B IIoJIOXeHUMM 40 MOXeT
IpencTaBJATE cobor K miIM A, aMMHOKMCJIOTa B IIOJIOXeHUM 44 MOXeT
OpencTaBJIATE cobor G miaM R, aMMHOKMCJIIOTA B IIOJIOXeHUM 56 MOXeT
opencraBJaaTes cobowm D, R, L, K, F, S, Y mwimu V, aMMHOKMUCIIOTA

moJioxeHumu 57 MoxeT OpencTaBJaaTb cobom G, R, N, Q, E, L K, S,
uim V, aMMHOKMCIIOTa B IIOJIOXeHMM 61 MOXeT MNpencTaBJIATL cobdou N,
WIM S, aMMHOKMCJIIOTa B TIOJIOKeHUM 62 MOXeT IMIpelcTaBJIAThE Ccobomn
Wi Q, aMMHOKMCJIIOTa B TIIOJIOKeHUM 65 MOXeT MNpelcTaBJIATE Ccobomn
WM Q, aMMHOKMCJIOTa B IIOJIOXEeHUM 67 MOXeT IIpelCcTaBJISAThL coboM
mwiu K, aMMHOKMCJIOTa B IIOJIOXEeHMM 68 MOXeT IIpelCcTaBJIAThL coboM

MJIn AMMHOKMCJIOTa B IIOJIOXeHUM 72 MOXeT IIpedCTaBJIATE cobom

P Vo <> B> S = B S

v,
niIM R, aMMHOKMCIIOTA B TIOJIOKeHUM 74 MOXeT IMIpelcTaBJIaTh Ccobol
mwin T,

aMMHOKMCJIOTa B IIOJIOXEHUM 76 MOXeT IIPpedCcTaBJIATbL codou S,
I, A wmm T, aMMHOKMCJIIOTA B IIOJIOXKeHUM 79 MOXeT IPedCTaBJIATL Ccobou
A miam V, aMMHOKMCJIOTa B IIOJIOXeHMM 85 MoxeT OpedcTaBJIATL cobol R
Wi S, aMMHOKMCJIOTa B TIOJIOXKeHUM 87 MOXeT IOpelcTaBJATL cobom T
i R, aMMHOKMCIIOTa B IOJIOXeHUM 389 MOXeT IOIpelcTaBJIAThL codor D
i E, aMMHOKMCIIOTa B TIOJIOXKeHUM 91 MoOXeT OpelcTaBJIATL codou S
i T, aMMHOKMCIIOTa B TIOJIOXKeHUMM 92 MOXeT IMOIpelcTaBJIATE cobom A
i V, aMMHOKMCJIOTa B IoJoxeHru 104 MOXeT NpeIncTaBJIATbL cobou W,
A, D, E, ¥, G, I, K, N, Q, R, S, T, V mam Y, M aMMHOKMCJIOTa B
noJoxeHumu 111 MOXeT HOpencTaBJIATE cobo¥ A maM Q. B OoIHOM BapMaHTe
OCVYIIeCTBJIEHUA Jerkasa Lenb COOEPXUT BapMaHT aMMHOKMCJIO THOM

nocjienoBaTesbHOCTM M3 SEQ ID NO: 95, cozepxamlull aMMHOKMCJIIOTHEHE



43

3aMeHH B ONHOM MJIM HECKOJIBKMX I[IOJIOXKEHMAX, BHOPAHHEX W3 I'PYIIIH,
cocrosmen u3: 9, 17, 18, 40, 43, 45, 48, 50, 51, 70, 72, 74, 76,
83, 84, 100, 103 m 106. B OOHOM BapMaHTe OCYIECTBJIEHUS JIeT'Kasd
lellb COIEepPXUT BapMaHT aMMHOKMCJIOTHOM IIOCJIedoBaTesIbHOCTM M3 SEQ
ID NO: 95, comepXxammi aMMHOKMCJIOTHHE 3aMeHE B OIHOM WJIM
HECKOJIbKMX IIOJIOXEeHMAX, BHOpPaHHHX M3 IpPyINH, cocTodAmen us: 9, 17,
18, 40, 43, 45, 48, 50, 51, 70, 72, 74, 76, 83, 84, 100, 103
106, TI'Ie aMMHOKMCIIOTA B IIOJOXEeHMM 9 MOXeT IpPeICcTaBJIATbL codou

MJin AMMHOKMCJIOTa B IIOJOXeHUM 17 MOXeT IIpenCTaBJIATE cobon

’
MJinm ; AMMHORKMCJIOTa B IIOJIOXEeHNMI 18 wmoxeT IIpeaCTaBJIATE cobom

MJin ; AMMHORKMCJIOTa B IIOJIOXEeHWI 40 MoxeT IIpeaCTaBJIATE cobomn

uiIM P, aMMHOKMCIIOTa B IMOJOXeHMM 43 MOXeT IpeOCcTaBJIATL cobon S,

< 0 B 0 A @©H OB

; aAaMMHORKMCJIOTa B IIOJIOXEeHNI 48 MoxeT IIpeaCTaBJIATE cobomn

S
D
R

i V, aMMHOKMCJIOTa B TOJIOXeHUM 45 MoxeT MOpelcTaBJIATL Ccobom
mwin K
I

W , AaMMHOKMCJIOTa B IHoJoxeHuu 50 MoxeT NpeOcTaBJATbL cobdou N,
A, Y, W, S, T, I wmmm V, aMMHOKMCJIOTa B IIOJIOXeHrM 51 MoOXeT
opencTaBJaaTs cobom A, N, I, L, T wir V, aMMHOKMCIIOTa B IIOJIOXEHUU
70 MOXeT HOpelcTaBJIATL cobor Q mamM D, aMMHOKMCJIOTAa B IIOJIOXEeHUM 72
MOXeT IMpelcTaBJIATL Ccoboun i T, aMMHOKMCJIOTa B IIOJIOXKeHUU 74
MOXEeT IMpelCcTaBJIATE Ccobou mwi T, aMMHOKMCJIOTa B IIOJIOXeHUM 76

uim V, aMMHOKMCJIOTa B IIOJIOXeHMM 84

S
K

MOXeT MNpelcTaBjaTs cobor N wmiam S, aMMHOKMCJIOTAa B IIOJIOXEeHUM 83
MOXEeT IMpelCcTaBjaTb cobom F
G

MOXeT IMpelcTaBJIATL CcoBom Wi A, aMMHOKMCJIOTa B mnoJioxeHum 100
MOXeT IMpedcTaBJIATL cobod A miau Q, aMMHOKMCJIOTa B MoJiIoxeHur 103
MOXeT TIPenCcTaBJIAThL cobor T miIM R UM aMMHOKMCJIOTA B IIOJIOXEHUM B
noJjioxeHnr 106 MOXeT HNpeAdcTaBJATL codbou L miam 1.

B omHOM BapMaHTe OCYIECTBJIeHMA M300peTeHrMe OTHOCUTCHS K
AHTUTEJY WIM aHTUTeHCBA3HBaKIEMY (parMeHTy, CBA3HBaAKIEMYCS C
TIGIT yeJIOBEeKa, comepxameMy : TAXKEIIVIO 1ers, COIepXallyn
AMMHOKMCJIOTHYID IIoCJIedoBaTeJIbHOCTE M3 SEQ ID NO: 124 wmiam ee
BapMaHT, comepXamr’ BIJIOTL OO 10 aMMHOKMCIJIOTHHX 3aMeH, W/Uiu
JIETKYK I1elb, COIepXallyll aMMHOKMCIJIOTHYK II0CJelOoBaTeJIbHOCTE u3 SEQ
ID NO: 130 miam ee BapMaHT, CoOIepXamlui BIIJIOTE OO 5 aMMHOKMCJIIOTHHIX
3aMeH. B IOpyI'OoM BapMaHTe OCYHMEeCTBJIeHUSA M300peTeHre OTHOCUTCH K
QHTUTEJIYy WMJIM €TI0 aHTUIeHCBA3HBaKlleMy OpalMeHTY, CBA3HBaKIEMYyCS C

TIGIT dyeJiOBeKa, coIepXxaleMy BapMabeJlbHy o00JIacTh TEKEJION Lenu U3
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SEQ ID NO: 124 wmium ee BapuaHT, I'IOe BapMaHT COIEPXUT 3aMeHH B
OOHOM WJIM HECKOJBbKMX I[IOJIOXKEHMAX, BHOPAHHEX W3 TPYIIH, COCTOAmeN
ns: 1le, 44, 56, 57, 61, 72, 74, 776, 79, 85, 89, 92 wm 104. B
OPpYyTOM BapMaHTe OCYIEeCTBJIeHUA WM300peTeHUue OTHOCUTCHA K aHTUTeJy
WM eT'0 aHTUIeHCBA3HBallleMy ©¢paIlMeHTy, cCcbBa3wpBabmeMycda ¢ TIGIT
yeJIoOBeka, coIepxameMy BapuadbellbHY o006JacTh TaxeJon Lenu u3 SEQ
ID NO: 124 wmiam ee BapMaHT, TI'IOe BapMaHT COIEPXUT 3aMeHH B OIHOM
MM HEeCKOJILKMX IIOJIOKEHUAX, BHOPAHHHX M3 TPYIIE, COCTOANeNr us3:
le, 44, 56, 57, o1, 72, 74, 76, 79, 85, 89, 92 wm 104, rgme
AMMHOKMCJIOTa B IIOJIOXEeHUM 16 MOXeT IIPeOCcTaBJaATh cobor A wmiam S,
aMMHOKMCJIOTa B IOJOXeHUM 44 MoOXeT IIPpeOcTaBJaAThL cobor R wmam G,
aMMHOKMCJIOTa B IIOJIOXeHMM 56 MoOxeT HOpelcTaBJaATL cobow D, R, L, K,
F, S, Y mim V, aMMHOKMCJIOTa B IIOJIOXeHMM b7 MOXeT IIpelCTaBJIATH
cobom G, R, N, Q, E, L K, S, Y mim V, aMMHOKMCIJIOTA B IIOJIOXEHUU
61 MOXeT MNPeOCTaBJATL cobol S miIM A, aMMHOKMCJIOTa B IIOJIOXeHUM 72
MOXeT IMIpelCcTaBJIAT:L cobor R mam S, aMMHOKMCIIOTa B IIOoJOXeHuM 74
MOXeT IMIpelcTaBJIATL cobtor T wmiau K, aMMHOKMCJIOTAa B IIOJIOXEeHUM 76
MOXEeT IPeOCTaBJATL cobor A miau T mam I, aMMHOKMCJIOTAa B IIOJIOXEHUU
79 MOXeT HOpelcTaBJIATL cobor A uam V, aMMHOKMCJIOTAa B IIOJIOXeHUM 85
MOXeT IMpelcTaBJIAThE cobor S miIM R, aMMHOKMCJIOTA B IIOJIOXeHuM 89
MOXeT IMNpenOcTaBJIATL cobor E wmiam D, aMMHOKMCJIOTa B IIOJIOXeHUM 92
MOXeT IMpelcTaBJIATbL coboM A mamM V M aMMHOKMCJIOTa B IoJIoXeHum 104
MOXeT IpencTarJisTh cobowm W, A, D, E, ¥, G, I, K, N, Q, R, S, T,
V min Y. B OpyTroM BapMaHTe OCYIEeCTBJIEHUA M300peTeHMe OTHOCUTCH K
AHTUTEJIY MM €70 aHTUTeHCBA3BBawileMy O(palMeHTY, CBA3BBaKIEMYyCS C
TIGIT uyeJiOBeka, coIepxaleMy BapuadellbHYID 00JacTb JeTKoW Lenlu U3
SEQ ID NO: 130 uImM ee BapuaHT, cCcoIepXalMM 3aMeHB B OINHOM WJIM
HEeCKOJIbKMX IIOJIOXEHMSAX, BHEOPAaHHEIX W3 TPYIINHE, cocToamen wu3: 43,
50, 51, 70 m 83. B 1Opyr'OM BapMaHTe OCYIECTBJIeHUA M300peTeHUe
OTHOCUTCSH K AaHTUTEJy WIM eTo aHTUTeHCBA3HEBawleMy O(parMeHTy,
CBS3BEBAKIEMYCS c TIGIT UueJIOBEKa, comepxalmemy BapuabesIbHY
oBJacTe Jerko¥ Lenu m3 SEQ ID NO: 130 miaM ee BapMaHT, CoOOepXamlyUi
3aMeHBl B OIOHOM WJIM HECKOJIBKMX IIOJIOXEHMAX, BHOPAHHEX W3 TPYIIIH,
cocrodgmem m3: 43, 50, 51, 70 m 83, rge aMMHOKMCJIIOTA B IIOJIOXEHUMU
43 MOXeT HOpelcTaBJIATL cobom S, A maum V, aMMHOKMCJIOTa B IIOJIOXEHUU

50 wMoxeT nOpencraBJATL cobom N, A, Y, W, S, T, I wumm V,
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aMMHOKMCJIOTa B IIOJIOoXeHMM 51 MoxeT HOpelcTaBJIATL cobowm A, N, I, I,
T mau V, aMMHOKMCJIOTAa B IMOJIOXeHMM 70 MOXeT OpelcTaBJIAThL cobol Q
mwm D, M aMMHOKMCJIOTa B I[IOJIOXKEeHMM 83 MOXeT NpeACTaBJIATk cobom F
i V.

B Jo00M M3 BHIIEYKA3aHHEIX BapMaHTOB OCYIECTBJIEHUA, aHTUTEJIO
WIM eT0 aHTUTeHCBA3HBaMUY GparMeHT ABJISeTCsS BHIEJIEHHBEM.

B mo6oM M3 BHIeyKa3aHHHX BapMaHTOB OCYWECTBJIEHMA, aHTUTEJIO
VI ero AHTUT EHCB A 3HBalmmi bparMeHT opelcTaBjideT cobon
PEKOMOMHAHTHOE aHTUTEJIO.

B moB6oM M3 BHIEYKAZaHHHX BapMaHTOB OCYWMECTBJIEHMA, aHTUTEJO
VI ero AHTUT EHCB A 3HBalmMui dparMeHT opencraBjigeT cobon
[IOJIHOPpAa3MEPHOE aHTUTEJIO.

B J0oO0OM M3 BHIIEYIIOMAHYTHX BAaPMaHTOB OCYIECTBJIEHUA, AHTUTEJIO
VI ero AHTUT EHCB A 3HBakmmi pparMeHT 10 M300pPEeTeHMId  MOXET
comepXaThb BapuabelJlbHyK O0OJacCTb TEKeJOM lelM, CocToAmyn u3: (a)
Jodor M3 BapuadbelIbHHX o06JlacTel TaXeJEBX lellel, OIMCAHHBX BHINE, U
(b) mpmepHOTO HnenTHia (HalpUMep, JUIOepHOTo HenTuna m3 SEQ ID NO:
53). B J0o00M M3 BHIEYIIOMAHYTHX BapMaHTOB OCYWECTBJIEHUSI, aHTUTEJIO
VI ero aHTUT E€HCB A 3HBallU bpparMeHT 10 M300pPeTeHMId  MOXET
comepXaThb BapuabeJibHyK 00JacTb JeTKOoM Lelu, cocTodAmyl u3: (a)
Jgodor mu3 BapuabeJIbHHX ofJacTer JeTKMx Ilierey, OIMCAHHBX BHIE, U
(b) smmepHOTO HnenTuna (HalpUMep, JUIEPHOTO HenTuna m3 SEQ ID NO:
54) .

B 0o60M M3 BHIIEYIIOMAHYTHX BaPMaHTOB OCYIWECTBJIEHUHA, aHTUTEJIO
WM eT0 aHTUTeHCBA3HBaKMMM GparMeHT IO M300peTeHMI IpelcCTaBJIgeT
coBo¥ aHTUTEeJIO, CcolepXallee JOOYID M3 BapMab®elIbHBEIX TSKEJHX leney,
ONMCAaHHBIX BHIIEe, ¥ JIOOOWM KOHCTAHTHHM IOMEeH TIXeJIOM llelM UYeJIOBeKa.
B OIOHOM BapMaHTe OCYIIECTBJIEHU A QHTUTEJIO VI ero
AHTUTEHCBABHBAINUY QparMeHT IO M300peTeHuK OTHOCUTCS K M30TUILY
IgG M COHOepXUT KOHCTAHTHEM IOMeH TaxeJaon uenu I1gGl, IgG2, IgG3
mim 1gG4 dyeJioBekKa. B OODHOM BapuaHTe OCYWECTBJIEHUSA aHTUTEJIO WK
ero AHTUT eHCB 3B allmi pparMeHT 1o M300peTeHUD COOEPXUT
KOHCTAHTHEM JIOMeH TaXeJiou Uenu 1gGl uesoreka (SEQ ID NO: 86) wmiu
ero BapMaHT, I'Ie BapMaHT COLOEePXUT BIJIOTE OO 20 MOOMOMUMPOBAHHEX
AMMHOKMCJIOTHEIX 3aMeH. B OIOHOM BapMaHTe OCYIEeCTBJIEHUA aHTUTEJIO

WV eT0 AaHTUIEeHCBSI3HBAalluni @parmeHT 10 MBO@peTeHMIO IIpencTraBjideT
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coboM aHTHUTeJIO, CcoIepXalee KOHCTAHTHHM OOMeH TsaxeJion Lenu I1gGl
yeJIoBEKa, roe KOHCTaHTHLM OOMEH COIEPXUT aMVHOKMCJIO THYIO
[IOCJIeDOBATEJILHOCTE ns3 SEQ ID NO: 86. B OOHOM  BapMaHTe
OCYMEeCTBJIEHMSA AaHTUTEJIO WM eTr'0 aHTUIeHCBA3HBAKIMY (parMeHT IIO
N300pEeTEeHU COLEPXUT KOHCTAHTHHM  IOMeH TSKEJION  Lenu IgGl
yeJIoBekKa, I'Ie KOHCTaHTHHEM IOoMeH IgGl dABjsgeTcsda adykKo3UIMPOBAHHBIM.
B OIOHOM BapMraHTe OCYIIEeCTRBJIEHU A AHTUTEJIO VI ero
AHTUTEeHCBA3HBaALIMY (parMeHT [0 M300peTeHU CONEPXUT KOHCTAHTHEM
IOOMeH TsaxeJion uLenu IgG4 uYeJioBeKa MJIM €TI0 BapMaHT, TIOe BapMaHT
COIOepXUT BILJIOTE OO0 20 MOIMOMIMPOBAHHHX aMMHOKMCJIOTHEIX 3aMeH. B
IpyTOM BapMaHTe OCYIEeCTBJIEHUS AHTUTEJIO VI ero
AHTUTEeHCBA3HBaLIMUY (parMeHT I[I0 M300peTeHMu COOEPXUT KOHCTAHTHEM
IOIOMeH TaxeJion Lenu 1gG4 ueJioBeKa, I'Ie AaMMHOKMCIIOTa B IIOJIOXEHUU
228 (Cc wMcCHoJIb30BaHMEM CHUCTeMH HyMepaumu FEU) 3aMeHeHa C Ser Ha
Pro. B OIIHOM BapMaHTe OCYIECTRBJIEHUA aHTUTEJIO VIV ero
AHTUTEeHCBA3HBaAIMY (parMeHT I[I0 M300peTeHu COOEPXUT KOHCTAHTHHMN
IOIOMeH TsaxeJion uenu I1gG4 ueJoBeka, comepXamui aMMHOKMCJIOTHYIO
mocJjienoBaTeJIbHOCTE M3 SEQ ID NO: 55.

B Jm060M M3 BHIIEYIIOMAHYTHX BapPMaHTOBR OCYIIECTBJIEHUSA, aHTUTEJIO
VI ero AHTUTEHCB A3HB a1 bparMeHT 1o N300peTeHN  MOXeT
comepXxaTh JioOyil M3 BapuabeJIbHHX JeTKMX llerel, OINMCAHHHX BHIEe, U
KOHCTAHTHEM IOOMeH JeTKOoM IlenM JeJioBeKa. B omHOM BapuaHTe
OCYMEeCTRBJIEHUS AaHTUTEeJIO WJIM eT0 AaHTUIeHCBS3HBAMUM (parMeHT II0
n300peTeHnn COOEepPXUT KOHCTAHTHHIY  IOOMEH JIeTKOM’ Henu  Karma
yeJIoBeka WJIM €TI0 BapMaHT, I'IJe BapMaHT COoIepXuT BIJIOTE 1o 20
MOIMOUIMPOBaHHEIX AMMHOKMCJIO THEIX 3aMeH. B OIpyTOM BapMaHTe
OCYMEeCTBJIEHUS aHTUTEeJIO WM eT0 AaHTHUIeHCBA3HWBAalMUM (parMeHT IIO
U300peTeHn0 COIEepPXUT KOHCTAHTHHM JOMeH JeT'kKoy ULenu JaMdboa
yeJIoBekKa WJIM €TI0 BapMaHT, I'Je BapMaHT COoIepXuT BIUIOTE 1o 20
MOIMOUIIMPOBaHHEIX AMMHOKMCJIO THEIX 3aMeH. B OIIHOM BapraHTe
OCYMeCTBJIEHMSA AaHTUTEeJIO WM eT0 aHTUIeHCBA3HBAlMMUM (parMeHT IIO
n300peTeHu COIEePXUT KOHCTAHTHHM  IOOMEeH JIeTKOMu LHenr  Karrma
yeJloBeka, comepXallMM aMMHOKMCJIOTHYID IIOCJIeIOoBaTeJIbHOCTL M3 SEQ ID
NO: 5e6.

B oOoHOM BapMaHTe OCYUWeCcTBJIeHMa aHTuUTesio npotmuB TIGIT 10

U300pEeTeHNI0 COOEPXUT IIOJHYID TeTpaMepHY CTPYKTYPY, ofJamanlyo
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OBYMS JIETKMMM LENAMU M IOBYMS TOKEJBEMM LeldaMv, IDIe KaxOas Jerkas
LIEIE COHNEPXUT: BapuabelJlbHyK o0JacThk, colepxamyrn SEQ ID NO:132, u
JerKyo lLlelb Kalla udejioBeka (SEQ ID NO:56); M kaxmasd TsIxejlasd lLellb
COOEPXUT @ BapmrabeJsibHYID 00JlacTh, comepxamyio SEQ ID NO:128,
KOHCTaHTHYI o6JacTb 1gGl uesoreka (SEQ ID NO:86).

B omnHOM BapMaHTe OCYHeCTBJIeHMa aHTuTesio nportmue TIGIT 1o
N300pEeTeHnD COOEPXUT IIOJIHYyD TeTpaMepHyl CTPYKTYpPY, ofbJamaiiyio
OBYyMS JIeTKMMM LelaMM M IOBYMSA TAXKeJBEMM LeldaMs, I'Ie Kakoas Jerkas
eIk COHOEPXUT: BapuabelJlbHyK o00JacThk, coiepxamyklo SEQ ID NO:130, u
Jerkyon Illellb Kallla uduejioBeka (SEQ ID NO:56); U kaxmad Tsaxejlasd lellb
COINEPXUT : BapmabeJlbHYID  00JlacTh, comepxamyr SEQ ID NO:127,
KOHCTaHTHyK o6JacTek 1gGl uyejioBeka (SEQ ID NO:86).

B oIOHOM BapMaHTe OCYUEeCTBJIeHMS aHTUTesio HOpoTuB TIGIT 1o
M300pEeTEeHUID COINEPXKUT IIOJIHYK TeTpaMepHy®n CTPYKTYPY, ofJlamaniyi
IOBYMS JIETKMMM LENAMM M IOBYMS TOKEJBEMM LIeldaMv, IIe KakXIas Jerkas
LIEIE COHNEPXUT: BapuabeJibHYK o00JacThk, colepxamyin SEQ ID NO:133 wm
JerKyo Illellb Kalla dYejioBeka (SEQ ID NO:560); M kaxmad TsaSxejlad lellb
CONEPXUT : BapmabeJsIbHYKD  00JlacTh, comepXxamyn SEQ ID NO:128,
KOHCTaHTHyK o6JiacTe 1gGl uyejgioBeka (SEQ ID NO:86).

B J000M M3 BHIIEYIIOMSAHYTHX BapPMaHTOBR OCYIIECTBJIEHVSA, aHTUTEJIO
npotue TIGIT mIM €TI0 aHTUTEeHCBA3HBaKMMM (palMeHT II0 M300peTeHU
MOXeT ABJIATHCHA KOHBIOIMPOBAHHEIM 10 MeHbInen Mepe c OIOHVM
JIeKapCTBeHHEIM CpPedCTBOM. B OIHOM BapMaHTe OCYIeCcTBJIeHud, ITIOe
JleKapCTBeHHOe CpPenCcTBO COIOEPXUT BTOPUUHOE aHTUTEeJIO WMJIM eTro
bparMeHT, VMMYHOMOIOYJIATOP, TOPMOH, LHMTOTOKCUUECKOEe CPpeICcTBO,
bepMeHT, paIMOaKTHBHEM M30TOII, BTOPUUHOE AaHTUTEJIO KOHBOIMPOBAHO
1o MeHbIen Mepe c OIOHVM VMMYHOMOIOYJIATOPOM, bepMeHTOM,
pamrMoakTUMBHOW MeTKOM, TOPMOHOM, AaHTMCMECJIOBHM OJIMTOHYKJIEOTUIOM
VIV LUTOTOKCUUECKUM CPeICTBOM, WIM MX COUYETAHMEM.

300peTeHMe OTHOCHUTCSH TaKXe K  BHIEJIEHHBEM I[IOJIMIIENTUIAM,
comepXalyM aMMHOKMCIJIOTHYI IIOCJedoBaTeJIbHOCTL M3 Jwdon m3 SEQ ID
NOs: 1-30, 37-52, 57-83 wmmm 88-151, wniau odparmMeHT Jodou U3
YKasaHHEIX IIOCJIeOOoBaTeJILHOCTEN.

300bpeTeHue OTHOCHUTCSH TaKxe K BHIOEJIEHHEIM  HYKJIEMHOBEM
Kucjioram, KOIOIMPYIUM Jdoe nus AHTUTEJI IIPOTUB TIGIT MJIN

AHTHVT' €HCBASEBAKIMX @paI‘MeHTOB I10 MSO@peTeHMIO. B onmHOM BapraHTe
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OCVYIIECTRBJIEHUA U300peTeHre OTHOCUTCSA K  BHIOEJIEHHEIM HYKJIEMHOBEM
KMCJIOTaM, KOOMPpYWIMM JoboM u3 HnojaunentTunoB u3 SEQ ID NO: 1-30,
37-52, 57-64 wimm 88-133, I'oe VYKal3aHHBEe I[IOJUIENTUOE MOITYT,
HeoO43aTeJIbHO, comepXxaTb JIMOEPHYI [IOCJIeDOBaATEJIbHOCTE .
30bpeTeHue OTHOCHUTCHA Takxe K SKCIpeCCUPYRIM BeKTOpay,
comepXamuM HYKJEMHOBYI KUCJIOTY, KOOMPYIMYW JOOM M3 MIOJUIEITUIOB
3 SEQ ID NO: 1-30, 37-52, 57-83 wnmnmum 88-167 (rme yKas3aHHHE
T[IOJIUIIEI TU IR MOTYT, HeoO43aTeJIbHO, comepxaThb JINOEPHYIO
[IOCJIeOOBATEJIbHOCTE ) . oTHU BEIIEJIEHHEIE HYKJIEMHOBLIE KM CJIOTH u
comepxalye MX BSKCIpeCCUpyRMe BeKTOPHE MOXHO MCIIOJbE30BaAThH IJIA
DKCIPEeCCUM AaHTUTEJI I[I0 M300peTeHUK UM M¥X AaHTUIEHCESI3HEBAaKIMX
dparMeHTOB B PEeKOMOMHAHTHHIX KJIeTKax—xos3deBax. TakuM o00pasoM,
n300peTeHre OTHOCUTCH Takxe K KJIeTKaM—-xo034eBpam, conepXxalmum
BHIOEJIEHHEEe HYKJIEMHOBEE KUMCJIOTH, KOoIMpyoIMe JIoO0oV M3 IOJIUIIEITUIOB
3z SEQ ID NO: 1-30, 37-52, 57-83 mam 88-151 (rme vyKazaHHHE
[IOJIUIIEI TUOE MOTYT, HeoOd3aTeJILHO, comepxaThb JIMOEePHYIO
[IOCJIENOBATEJIBHOCTE ) . B oOHOM BapMaHTe OCYIECTBJIeHMA KJIeTkKa-
XO034AMH TIpencTaBjigeT coboM KJIeTKYy AWMUHMKa KUTaMCKOT'O XOMSKa. B
OOHOM BapMaHTe OCYmMeCTBJIEHUS KJIETKa-xX03AMH MOpelcTaBJjgeT cobon
KJIETKY HOPOXXel, HalpuMep, KJIETKY—-XO03aMHa Pichia WIM KJIETKy-
x0349uHa Pichia pastoris.

300peTeHMe OTHOCUTCHA TaKXke K dapMalleBTUUECKMM KOMIIO3ZULUAM,
comepXxalym AHTUTEJIO WJIN AHTUT €HCB S 3HB alolmi bparMeHT 1o
MN300peTEeHND u bapMalleBTUUECKNU IpMeMIIeMBI HOCHUTEJIb WIn
paszbaruTesiIb. B OIHOM BapMaHTe OCYIIECTBJIEHUSA KOMIIO3ULMA COOEPXUT
OOIIOJIHUTEJIBHOE JIeKapCTBEHHOE CpencTrBo. B OIOHOM BapuaHTe
OCVYIIECTRBJIEHMA OONOJIHUTEJIBHOE JIEKapCTBeHHOEe CPenCcTBO BHOpPaHO U3
TPYIIIIEL, cocToAmen nus: aHTHUTeJa [IpPOTUB PD1 I ero
AHTUTEeHCBA3HBAKIETO (QparMeHTa,; aHTUTeJa OpoTuB LAG3 wWiIM ero
AHTUTEeHCBA3HBAKIETO (parMeHTa; aHTuTeJa OpoTuB VISTA wMiIM ero
AHTUTEHCBA3HBAKIETO (parMeHTa; aHTuresia noportms BTLA wmiam  ero
AHTUTEeHCBA3HBAKIETO (QparMeHTa,; aHTuUTeJa npotuB TIM3 wmiIm ero
AHTUTEeHCBA3HBAKIIETO QparMeHTa; aHTuTesa npotuB CTLA4 wmiaM ero
AHTUTEHCBA3EBAKIETO OQparMeHTa; anTuresia noportmB HVEM wmiam  ero
AHTUTEeHCBA3HBAKIIETO (QparMeHTa,; aHTUTeJa OpoTuB CD27 wiIm ero

QHTUTEeHCRBA3HRBAKIIETO QparMeHTa; aHTuTella OpoTur CD137 wmim ero
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AHTUTEeHCBA3HBAKIIETO (QparMeHTa,; aHTuUTeJa npotuB O0OX40 wmiam ero
AHTUTEeHCBA3HBAKIIETO (QparMeHTa,; aHTuUTeJa OpotuB CD28 wiIm ero
AHTUTeHCBA3HRBAKIIETO (QparMeHTa,; aHTuUTeJa npotuB PDL1 wmiam ero
QHTUTEeHCRBA3HBAKIIETO (QparlMeHTa,; aHTuUTeJa OpoTuB PDLZ2 wiam ero
aHTUTEeHCRBA3HRBAKIIETO dparMeHTa; aHnTuTesia nportur GITR wmiam  ero

QHTUTEeHCRBASHRBAKIIETO OdparMeHTa,; aHTuUTeJsa OpoTuB I1ICOS wWiIM ero

AHTUTEeHCBA3HBAKIETO (QparMeHTa,; aHTuUTeJa OpoTue SIRPo wimM ero
AHTUTeHCBARHBAKIETO (parMeHTa,; aHTUTeJa OpoTuB I1ILT2 wmiam ero
AHTUTeHCBARHBAKIMETO (¢parMeHTa,; aHTUTeJa OpoTuB I1ILT3 wmiIm ero
AHTUTeHCBA3HBAKIETO (¢parMeHTa,; aHTUTeJa nOpotuB I1LT4 wmiam ero
AHTUTEeHCBA3HBaMMUy (parlMeHT; M aHTuTeJa nopoTtur ILTS wmiam ero
AHTUTeHCBA3HBAKMETO (QparMeHTa; aHTuUTeJa nOpoTuB 4-1BB  aHTUTEJIO
VI ero AHTUTEHCBA3HBAKIIETO bparMeHTa. B OIOIHOM BapMaHTe
OCYMeCTBJIEHUSA aHTUTeJO NOpoTuB PDl wMIM ero aHTUIeHCBSI3HBAamUi
bparMeHT BHOpaH M3 TPYIIH, CcOCTOoAmeN M3: HOeMOposm3yMaba MIM eTo
AHTUTeHCBA3HBAKIETO bparMeHTa u HUBOJIyMaba I ero
AHTUTeHCBA3HBAKIIETO (parMeHTa. B OIOHOM BapuaHTe OCYIECTBJIEHUA
aHTUTEJIO IIPOTUB TIGIT Wi AHTUIT €HCB S 3HEBallui bparMeHT I10
N300pEeTeHUn COOEPXUT : (i) CDR1 BapuabBenbHOM 0OJIACTU TIKEJION
neny, coepXamyln aMUMHOKMCIIOTHYIO IIOoCJieDoBaTeJIbHOCTE M3 SEQ ID NO:
1; (ii) CDR2 BapmuabesbHOM 00JIACTM TSKEJOM lLenlu, COoIepXallylo
aAaMMHOKMCJIOTHY IIocjlemoBaTejlbHOCTL M3 SEQ ID NO: 2; (iii) CDR3
BapuabesibHOM o00JlacTM TSXKeJION LelM, colepXallyld aMUMHOKMCIIOTHYIO
mocjlegjoBaTeJIbHOCTL M3 SEQ ID NO: 3, 79, 80, 81, 82, 83 mum 140;
(iv) CDR1 BapuabeJibHOM obJacTu JeTrKomn lemnu, coIepXally
AMMHOKMCJIOTHYID IIOoCJIedoBaTeJIbHOCTE M3 SEQ ID NO: 4; (v) CDR2
BapuabeyibHOM o6JacTu JIeTKOM  Lelwu, comepXxamyrn aMMHOKMCIIOTHYIO
nmocjiemjoraTeJIbHOCTL M3 SEQ ID NO: 5, ©b, 66, 67, 68, 69, 70, 71,
72, 73 mian 141; wu (vi) CDR3 BapuabesbHOM o0B0JlacTu JIeTKOM Lelu,
comepxamyl aMMHOKMCIJIOTHYK IIocJiemoBaTeJIbHOCTE u3 SEQ ID NO: 6,
74, 75, 76, 77, 78 wmium 142. B OHOHOM BapMaHTEe OCYIECTBJIEHUA
AHTUTEJIO IIPOTUB TIGIT WIIN ero AHTUTEeHCBA3HBALMUY  dparMeHT
comepxmuT: (1) CDR1 Bapma®esbHOM 0BOJaCTM TAXEJIOW LIeNM, COINepXallyl
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2

Bapmaéeanoﬁ obJjlacTu T XKEeJION nermn, coepXxamyo AMMHOKMCIIOTHYIO
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nmocjiemnopaTeJIbHOCTL M3 SEQ ID NO: 89, 96, 97, 98, 99, 100, 101,
102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 134, 135 wwu
147; (iii) CDR3 BapuabesibHOM 00JIacTM TSEKeJION Lenyu, COoIdepXallyo
AMMHOKMCJIOTHYIO IIoCjJlemoBaTeJIbHOCT: M3 SEQ ID NO: 90; (iv) CDR1
BapurabeJlbHOM oO0JlacTM JIeTKOM LenNM, CcoIepXallyld aMMHOKMCIIOTHYIO
mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 91; (v) CDR2 BapuaBeJbHOU
oBJyacTu JIeTKOM enu, coIepXalyio AMVHOKMCJIO THYIO
mocjlegjoRaTeJIbHOCTL M3 SEQ ID NO: 92, 112, 113, 114, 115, 1leo,
117, 118, 119, 120, 121, 122 wmmu 148; m (vi) CDR3 BapuabesibHOM
oByacTu JIeTKOM Lemnu, CoIepXallyo AMVHOKMUCJIO THYIO
[IOCJIEDOBATEJILHOCTE nu3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCVYIIeCTBJIEHUA AHTUTEJIO IPOTUR TIGIT MJin AHTUIT €HCB I 35B alolnil
bparMeHT 1o u30OpeTeHMIO coIepXxuT: (i) CDR1 BapmabejbHOM oBJjJacTu
TSKEJIONM LelM, CoOepXallyld aMMHOKMCIIOTHYK IIOCJeOOBAaTeJIbHOCTE U3
SEQ ID NO: 1; (ii) CDR2 BapuabeJybHOM 006JacTuU TSKeJON Lelu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJIemoBaTesIbHOCTE u3 SEQ ID NO: 2;
(1ii) CDR3 BapuabeJIbHOM obJacTu T AXKEJION lenu, COoIepXally
AaMMHOKMCJIOTHYIO IIocJlemoBaTeJIbHOCTL M3 SEQ ID NO: 3; (iv) CDR1
BapuabeJsIbHOM oB0JlacTM JIeTKOM LelM, CcoLepXalyl aM/HOKMCJIOTHYIO
mocjienoBaTeJIbHOCTE M3  SEQ ID NO: 4, (v) CDR2 BapuabesbHOU
oBJacTu JIeTKOM Lemnu, comepXxallyo AMMHOKMUCJIIO THYIO
mocjienoBaTeJIJbHOCTE M3 SEQ ID NO: 5; wm (vi) CDR3 BapuabesibHOMU
oBJyacTu JIeTKOM enu, CcoIepXalyio AMVHOKMCJIO THYIO
[IOCJIenOBaTeJIbHOCTE ns SEQ ID NO: 6. B OpyToM  BapMaHTe
OCVYIIeCTBJIEHUA AHTUTEJIO IIPOTUR TIGIT nJin AHTUT €HCB I 35B alolil
bparMeHT 1o MU300peTeHMIO coIepxuT: (i) CDR1 BapmabejbHOM oBJjJacTu
TSKEJIOM LelM, CoOepXallyld aMMHOKMCIIOTHYI IIOCJeOOBATeJIbHOCTE U3
SEQ ID NO: b57; (ii) CDR2 BapuabeJIbHOM o0BOJIaCTM TSEKeJION Lenu,
comepxamyl aMMHOKMCIIOTHYK IIOCJeNoBaTesJIbHOCTE u3 SEQ ID NO: 58;
(1ii) CDR3 BapuabeJIbHOM obJacTH T AXEJION lenu, COomepXalyo
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 59; (iv) CDR1
BapuabeslbHOM oO0JacTy JIeTKOM LellM, COoOepXalyln aMVHOKMCJIOTHYIO
ocjienoBaTeJIbHOCTE u3 SEQ ID NO: 60; (v) CDR2 BapmabeJbHOM
oBJyacTu JIeTKOM Lenu, CoIepXallyo AMVHOKMCJIO THYIO
IoCJIenOBaTEeJbHOCTE M3 SEQ ID NO: 61; m (vi) CDR3 papuabesbHOU

objlacTu JIeTKOM nermn, coepxalrylto AMVHOKNMCIIOTHYIO
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[IOCJIeDOBATEJILHOCTE "3 SEQ ID NO: 62. B OOHOM  BapMaHTe
OCYMEeCTBJIEHUSA aHTUTeJIO OpoTMB TIGIT wMIM ero aHTUIeHCBS3HBAaomuUni
bparMeHT comepxuT: (1) CDR1 pBapuaBenbHOM o0O0JacTy TEKeJION lenu,
comepXxalyl aMMHOKMCIIOTHYK I[IOCJIenoBaTesJIbHOCTE M3 SEQ ID NO: 88;
(ii) CDR2 BapradesIbHOM obylacTH TXKEJION Lnenmu, comepXxanyio
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCTE M3 SEQ ID NO: 89, 134 mum 135;
(1ii) CDR3 BapuadeJbHOM obJacTu T AXEeJION lenu, coIepXallyo
aAaMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 90; (iv) CDR1
BapuabenpHOM oOJlacTM JIeTKOM Lenwu, comepXallyld aMUHOKUCIIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91; (v) CDR2 BapuabeJIbHOM
obJjiacTu JeTKOM nenu, comepxamyn AMUHOKMVCJIO THYIO
nocJenoBaTeNbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabejbHOU
obJjlacTn JIeTKOM nenu, comepxamyn aMVHOKMVCJIOTHYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYMeCTBJIEHUA aHTUTeJIO OpoTMB TIGIT wMIM ero aHTUIeHCBSI3HBAaomuni
bparMeHT comepxuT: (i) CDR1 BapuabenbHOM o0B0JJacTu TSKeJON lLenu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJeNoBaTesJIbHOCTE M3 SEQ ID NO: 88;
(i1i) CDR2 BapuabeJbHOM obiacTu T AXKEeJION lemnm, COoIepXallyo
AMMHOKMCJIOTHYIO IIOoCJIemoBaTeJibHOCT: M3 SEQ ID NO: 134; (iii) CDR3
BaprabesbHOM 0oO0JacTy TAXEJOM LelM, COomepXallyld aMUHOKMKCIIOTHY

mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapmuaBeJbHOU

obJylacTu JIeTKOM Lenu, ComepXallylo AMUHOKMCJIOTHYIO
mocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91; (v) CDR2 BapuabeJbHOM
obylacTu JIeTKOM nenu, comepXallylo AMUHOKMUCJIOTHYIO

nocjienoBaTeJbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabesbHOM
obacTu JIeTKOM Lenu, comepxamyn AMUHOKHUCJIO THYIO
nmocJienoBaTeJIbHOCTE M3 SEQ ID NO: 93.

B o©oIOHOM BapMaHTe OCYIECTBJIEeHUA M300peTeHue OTHOCUTCHA K
KOMIIO3ULIUNA, comepxamen: (1) AHTUTEJIO IIPOTUBR TIGIT MJIn
AHTUTEeHCBA3HBalMMY (parlMeHT TI[I0 M300peTeHMoO; M (il) aHTHUTeJOo
npoTue PD1, comepxallee IIOCJeNOBaTeJIbLHOCTL TaXeJlon Lenu m3 SEQ ID
NO: 33 m BapmuabelJbHYID II0CJedOoBaTeJIbHOCTL JIeTKoM lLenmr u3 SEQ ID
NO: 34. B 1OpyroM BapMaHTe OCYMeCTBJIEHMS M300peTeHre OTHOCUTCH K
KOMIIO 3ULIUNA, comepxamen: (a) AHTUTEJIO IIPOTUB TIGIT MJIn
AHTUTEeHCBA3HBaIMM (QpaTrMeHT [0 Hu300peTeHun; U (b) AHTUTEJIO

npoTuk PD1, comepxallee IIOCJEINOBATEJIBHOCTL TaXeJoMm uLenu m3 SEQ ID
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NO: 35 m BapmabelJbHYID II0CJeIOoBaTeJIbHOCTL JIeTKoM lLenr u3 SEQ ID
NO: 36. B oOOHOM BapMaHTe OCYWEeCTBJIEHNSA aHTUTeJo OpoTue PDI
BBOIOAT IIepel BBeleHMeM aHTuTeJsla npotuB TIGIT. B OIOHOM BapHaHTe
OCYIIECTBJIEHUA aHTUuTeJio nOpoTue PD1  BBOOAT 3a 4-10 CyTok IO
BBeIOeHuUda aHTUTejsia OpoTuB TIGIT. B OIOHOM BapMaHTe OCYIEeCTBJIEHUI
IpeIBapUTEeJIbHOE JIeUeHMe aHTUTeJIOM NpoTuB PD]1 MOXeT MOOYJIMPOBATH
VMMYHOLMTHE, HNPMBOOA K YCMJIEHHOM oOIocpeloBaHHOM Fc  QyHKUIUM
anTuTes nporuB TIGIT. B ODHOM BapMaHTe OCYUWECTBJIEHMIS aHTUTEJIO
npotue TIGIT wMIM aHTUTEHCBA3HBAKIUM dparlMeHT 1[I0 U300peTeHu
comepxuT: (1) CDR1 BapmuabesbHOM 0OJacCTU TAXEJIOW LelM, COoIoepXallyl
AaMMHOKMCJIOTHYID IIOoCJIeDoBaTeJIbHOCTL M3 SEQ ID NO: 1; (ii) CDR2
BapuabeJlbHOM 0OJIaCTM TSKeJIOM LelM, CcoIepXallyld aMVHOKMCJIOTHYIO
nocjienoBaTelbHOCTE M3 SEQ ID NO: 2; (iii) CDR3 BapuabesbHOU
oByacTu T SIKEJION Lenu, CcomepXallyo AMVHOKMUCJIO THYIO
nmocjlemnopaTeJIbHOCTEL M3 SEQ ID NO: 3, 79, 80, 81, 82, 83 mum 140;
(iv) CDR1 BapuabeJbHOM obiacTu JIeTKOM lemnm, COoIepXally
aMMHOKMCJIOTHYIO IIocjlefoBaTeJIbHOCTE M3 SEQ ID NO: 4; (v) CDR2
BapuabeslbHOM oO0JlacTyM JIeTKOM LelM, CcoOepXalyln aM/HOKMCJIJIOTHYIO
nocjiemopaTeJibHOCTL M3 SEQ ID NO: 5, 65, 66, 67, 68, 69, 70, 71,
72, 73 mam 141; wm (vi) CDR3 BapuabesbHOM o0O0JlacTM JEeTKOM Lielu,
comepXallyld aMMHOKMCJIOTHYK IocjenobaTesJlbHOCTE U3 SEQ ID NO: 6,
74, 75, 76, 77, 78 wmmm 142. B OOHOM BapMaHTe OCYINECTBJIEHUA
AHTUTEJIO I[IPOTUB TIGIT I ero AHTUTEeHCBS3HBALMINUY  dparMeHT
comepxuT: (1) CDR1 BapmuabesbHOM 00JaCTU TAXEJIOW LelM, COoIoepXallylo
aAMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BapuabesJlbHOM 0OJIaCTM TSXKeJIOM LelM, CcoIepXallyld aMVHOKMCJIOTHYIO
nmocjiemjopaTeJIbHOCTL M3 SEQ ID NO: 89, 96, 97, 98, 99, 100, 101,
102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 134, 135 wwu
147; (iii) CDR3 BapuabesibHOM 00JIaCTM TSERKeJION Lenyr, CodepXallyo
AMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 90; (iv) CDR1
BapuabeslbHOM oO0JacTy JIeTKOM LelM, COoOepXalyl aMVHOKMCJIOTHYIO
nocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
oByacTu JIeTKOM Lenu, CoIepXallyo AMMHOKMUCJIO THYIO
nmocjiempopaTeJIbHOCTL M3 SEQ ID NO: 92, 112, 113, 114, 115, 1le,
117, 118, 119, 120, 121, 122 wmu 148; um (vi) CDR3 BapuabeslbHOM

objlacTu JIeTKOM nermn, coepxalrylto AMVHOKNMCIIOTHYIO
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[IOCJIeDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCVYIUIeCTRBJIEHUA AHTUTEJIO IIPOTUBR TIGIT MJin AHTUT €HCB g 35B aloli
dparMeHT 10 M300peTeHMIO coIepXxuT: (1) CDR1 BapmabenbHOM oOJacTU
TOKeJIOM LelM, CcolepXallyld aMMHOKMKCIIOTHYK IIOCJIeNOoBaTeJIbHOCTL U3
SEQ ID NO: 1; (ii) CDR2 BapuabesbHOM 00JlaCTM TSXKeJION Lenu,
comepXallyld aMMHOKMUCJIOTHYIO I[IOCJeloBaTeJIbHOCTsE M3 SEQ ID NO: 2;
(1ii) CDR3 BapuadeJbHOM obJacTu T AXEeJION lenu, coIepXallyo
aAaMMHOKMCJIOTHYIO IIOocJleDoBaTeJIbHOCTL M3 SEQ ID NO: 3; (iv) CDR1
BapuabenpHOM oOJlacTM JIeTKOM Lenwu, comepXallyld aMUHOKUCIIOTHYIO
nocyjenoBaTeJIbHOCTE m3 SEQ ID NO: 4; (v) CDR2 BapmuabesbHOU
obJjiacTu JeTKOM nenu, comepxamyn AMUHOKMVCJIO THYIO
nocjienoBaTelbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 BapuabellbHOM
obJjlacTn JIeTKOM nenu, comepxamyn aMVHOKMVCJIOTHYIO
[IoCJIenOoBaTeJIbHOCTE ns SEQ ID NO: 6. B OIpyTroM  BapuaHTe
OCVYIIeCTRBJIEHUA AHTUTEJIO IPOTUR TIGIT MJin AHTUIT' €HCB 4 35B alolniz
bparMeHT 1o u30O0peTeHMIO coIepXxuT: (i) CDR1 BapmabenbHOM oBJjJacTu
TOKEJIOM LenM, CcolepXallyld aMMHOKMCIIOTHYK IIOCJHeNOBaTeJIbHOCTE U3
SEQ ID NO: b57; (ii) CDR2 BapuabesibHOM o0OJIaCcTM TSKeJION Lenu,
comepXxalyl aMMHOKUCIIOTHYK IIOCJIenoBaTesJIbHOCTE M3 SEQ ID NO: 58;
(1ii) CDR3 BapuabeJIbHOM obiacTu T AXeJION enu, coIepXallyo
aMMHOKMCJIOTHY IIocjlenoBaTeJlbHOCTL M3 SEQ ID NO: 59; (iv) CDR1
BapuabenbHOM ofJjacTy JIeTKOM  Lely, cComepXallyld aMUHOKMCIIOTHYIO
mocjienoBaTeJIbHOCTE m3 SEQ ID NO: 60; (v) CDR2 BapuabeJbHOM
obJjiacTu JeTKOM uenu, comepxalmyno AaMUHOKMCJIO THYIO
nocjienoBaTeJbHOCTE U3 SEQ ID NO: 61; m (vi) CDR3 BapuabesbHOM
obJjiacTu JeTKOM uenu, comepxalyn aMUHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 62. B OOHOM  BapMaHTe
OCYMEeCTBJIEHUS aHTUTeJIO OpoTuMB TIGIT MIM eTro aHTUIeHCBSI3LBAamui
bparMeHT comepxuT: (i) CDR1 BapuabedabHOM o0B0JacTu TSKeJON lienu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJeNoBaTesJIbHOCTE u3 SEQ ID NO: 88;
(i1) CDR2 BapuabeJbHOM obJacTu T AXEJION lemnu, COoIepXally
AMMHOKMCJIOTHYIO IIOocJIedoBaTeJIbHOCTE M3 SEQ ID NO: 89, 134 mmm 135;
(1ii) CDR3 BapuabeJIbHOM obiacTu T AXKEeJION lLemnu, COoIepXally
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCTE M3 SEQ ID NO: 90; (iv) CDR1
BapnabesbHOM oOOJlaCcTM JIeTKOM Lenw, comepXallyld aMUHOKMCIIOTHYIO

mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapmabeJbHOM
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obJjlacTn JIeTKOM Lenu, comepxamyn AMVHOKMCJIOTHYIO
IOoCJIenOBaTeJbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
obJjiacTu JIeTKON nenu, comepxamyn AMVHOKMCJIOTHYIO
[IOCJIeOOBATEJIbHOCTE ns3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYImEeCTBJIEHUS aHTUTeJIo OpoTuB TIGIT MiIM ero aHTUTEeHCBISHBAamU
bparmeHT comepxmuT: (i) CDR1 BapuabeJbHOM 00JIaCTM TSXKEJION Lenu,
comepxamyl aMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCTL M3 SEQ ID NO: 88;
(11) CDR2 BapuabeJibHOM obJacTu T AXEJION lenu, coIepXally
aAaMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 134; (iii) CDR3

BapMa@eJ’IbHOﬂ obJjiacTu T IXeJION e, cogepXxamyno AMMHOKMCIIOTHYIO

nocjienoBaTeJbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
nocjyienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obJyacTu JIeTKOM Lenu, ConepXallylo AMUHOKMUCJIIO THYIO

IOCJIeNOBaTENBHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 pBapuabejbHOU
obracTu JIeTKOM uemnu, comepXxamyo AMVHOKUCJIOTHYIO
ocJienoBaTeJIbHOCTE M3 SEQ ID NO: 93.

N300peTeHMne OTHOCUTCH Takxe K KoMOMHaUUM, comepxamemn
aHTUTEJIO IIPOTUB TIGIT Wi AHTUT €HCB S 3EEBanlni bparMeHT I10
N300peTeHND, B KOMOMHaUUU C OIOHUM, OIBYMA NI DoJiee
JeKapCTBEHHEIMM CpeldCcTBaMM; TI'Ie BTOpOe JIeKapCTBEHHOEe CPeInCTBO
BHIOpaAHO M3 TPYIIH, COCTOAmeM M3: aHTuTeJla OpoTuB PD1 miIM ero
AHTUTeHCBARHBAaAKIETIO (parMeHTa; aHTUTeJa OpoTuB LAG3 wWiIM ero
AHTUTEeHCBA3HBAKIETO (¢parMeHTa; aHTUTeJa OpoTuB VISTA wMIM ero
AHTUTEeHCBA3HBAKIETO QparMeHTa; aHTuresia nportusB BTLA wiam ero
AHTUTeHCBABHBAKIETO (¢parMeHTa,; aHTUTeJa OpotuB TIM3 wiIm ero
AHTUTEeHCBA3HBAKIMETO QparMeHTa; aHTuTejga npotuB CTLA4 wmiamM ero
AHTUTEeHCBA3HBAKIETO (parMeHTa; aHTuTesia nOpoTtuB HVEM wiam  ero
AHTUTEeHCBA3HBAKIETO (QparMeHTa,; aHTuUTeJa nOpoTuB CD27 wiIm ero
AHTUTEeHCBA3HBAKIETO (QparMeHTa; aHTuTeJla npoTtuB CD137 wmiam ero
AHTUTEeHCBA3HBAKIETO (QparMeHTa,; aHTUTeJa npotuB O0OX40 wmiam ero
AHTUTEeHCBA3HBAKIETO (QparMeHTa,; aHTuUTeJa nOpoTtuB CD28 wiIm ero
AHTUTEeHCBA3HBAKIIETO (QparMeHTa,; aHTuUTeJa npotuB PDL1 wiIm ero
AHTUTEeHCBA3HBAKIIETO (QparMeHTa,; aHTUTeJa OpoTuB PDLZ2 wiIm ero
AHTUTEHCBA3HEBAKIETO OQparMeHTa; anTuresgia nopoTtmuB GITR wmiam  ero

AHTUTEeHCBA3EBAKIETO ¢parMeHTa,; aHTUTesla OpoTuk ICOS wMiIM ero
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AHTUTEeHCBA3HBAKIETO (parMeHTa; aHTuUTeJa OpoTuk SIRPa wim ero
AHTUTEeHCBA3HBAKIIETO (QparMeHTa,; aHTuUTeJa npotuB I1LT2 wiam ero
AHTUTeHCBA3HBAKIIETO (QparlMeHTa,; aHTUTeJa npotuB I1ILT3 wiam ero
QHTUTEeHCBA3HRBAKIIETO OQparMeHTa,; aHTUTeJsa nOpotuB I1LT4 wiam ero
AHTUTIeHCBA3HBaAKIETro QparMeHTa; aHTuTeJa OpoTuk ILTS wmiam ero
AHTUTIeHCBA3HBAKIETo O¢parMeHTa; M aHTUTeJla OpoTue 4-1BB wmiam ero
AHTHUIEeHCBSA3HEBAKIETO (parMeHTa. B OODHOM BapuaHTe OCYHNEeCTBJIEHUMA
AHTUTEJIO IIPOTUR TIGIT I AHTUT eHCB S3LB aommi bparMeHT infe)
N300pEeTEeHNIn COIEPXUT : (i) CDR1 BapuabBeyibHOM o00JIaCTHU TIXKeJION
neny, comepxalyln aMUMHOKMCIIOTHYID IIoCJienoBaTeJIbHOCTE M3 SEQ ID NO:
1; (11) CDR2 BapuabeJibHOM oBJlacTM TAXeJIoOM Lell, CcoIepXallyo
aAaMMHOKMCJIOTHYID IIOCJIemoBaTeJibHOCTE M3 SEQ ID NO: 2; (iii) CDR3
BapuabenbHOM 0O6JacTM TSXeJOWM LelM, CoOepXalyl aMUHOKMCIIOTHYI
nmocjiemjopaTeJIbHOCTE M3 SEQ ID NO: 3, 79, 80, 81, 82, 83 mum 140;
(iv) CDR1 BapuabeJbHOM obiacTu JIeTKOM lemnu, COoIepXally
aAMMHOKMCJIOTHYIO IIoCcJjIefoBaTeJIbHOCTE M3 SEQ ID NO: 4; (v) CDR2
BaprabenbHOM oOJlacTM JIeTKOM Lenw, comepXallyld aMUHOKUCIIOTHYIO
nmocjiempopaTeJibHOCTL M3 SEQ ID NO: 5, 65, 66, 67, 68, 69, 70, 71,
72, 73 mam 141; wm (vi) CDR3 BapuabesbHOM oO0JlacTM JEeTKOM Lelu,
comepXxalyl aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE M3 SEQ ID NO: 6,
74, 75, 76, 77, 78 wmm 142. B OOHOM BapMaHTe OCYINECTBJIEHUHA
AHTUTEJIO I[IPOTUB TIGIT wiam ero AHTUTEeHCBABHBAMNUM  dpaTlMeHT
comepxuT: (1) CDR1 BapmuabesbHOM 00JIaCTM TAXeJIOW LelM, CoIoepXallylo
aAaMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT:L M3 SEQ ID NO: 88; (ii) CDR2
BapuabenbHOM oO6JacTy TSXKeJOM LelM, CcoOepXalyl aMUHOKMCIIOTHYIO
mocjiemjoraTeJIbHOCTL M3 SEQ ID NO: 89, 96, 97, 98, 99, 100, 101,
102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 134, 135 wmm
147; (iii) CDR3 pBapuabesIbHOM 00JIaCTM TSEKeJION LelMr, COodepXallyo
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 90; (iv) CDR1
BapuabenbHOM oOJlacTM JIeTKOM Lelw, comepXallyd aMUHOKUCIIOTHYIO
nocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obJjlacTn JIeTKOM Lenu, comepxamyn aMVHOKMCJIOTHYIO
nmocjiemnopaTeJIbHOCTL M3 SEQ ID NO: 92, 112, 113, 114, 115, 1le,
117, 118, 119, 120, 121, 122 wmmum 148; u (vi) CDR3 BapuabellbHOM

obilacTu JIeTKOM nermn, coepxaluryio AMVMHOKMCIIOTHYIO
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[IOCJIeDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCVYIUIeCTRBJIEHUA AHTUTEJIO IIPOTUBR TIGIT MJin AHTUT €HCB g 35B aloli
dparMeHT 10 M300peTeHMIO coIepXxuT: (1) CDR1 BapmabenbHOM oOJacTU
TOKeJIOM LelM, CcolepXallyld aMMHOKMKCIIOTHYK IIOCJIeNOoBaTeJIbHOCTL U3
SEQ ID NO: 1; (ii) CDR2 BapuabesbHOM 00JlaCTM TSXKeJION Lenu,
comepXallyld aMMHOKMUCJIOTHYIO I[IOCJeloBaTeJIbHOCTsE M3 SEQ ID NO: 2;
(1ii) CDR3 BapuadeJbHOM obJacTu T AXEeJION lenu, coIepXallyo
aAaMMHOKMCJIOTHYIO IIOocJleDoBaTeJIbHOCTL M3 SEQ ID NO: 3; (iv) CDR1
BapuabenpHOM oOJlacTM JIeTKOM Lenwu, comepXallyld aMUHOKUCIIOTHYIO
nocyjenoBaTeJIbHOCTE m3 SEQ ID NO: 4; (v) CDR2 BapmuabesbHOU
obJjiacTu JeTKOM nenu, comepxamyn AMUHOKMVCJIO THYIO
nocjienoBaTelbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 BapuabellbHOM
obJjlacTn JIeTKOM nenu, comepxamyn aMVHOKMVCJIOTHYIO
[IoCJIenOoBaTeJIbHOCTE ns SEQ ID NO: 6. B OIpyTroM  BapuaHTe
OCVYIIeCTRBJIEHUA AHTUTEJIO IPOTUR TIGIT MJin AHTUIT' €HCB 4 35B alolniz
bparMeHT 1o u30O0peTeHMIO coIepXxuT: (i) CDR1 BapmabenbHOM oBJjJacTu
TOKEJIOM LenM, CcolepXallyld aMMHOKMCIIOTHYK IIOCJHeNOBaTeJIbHOCTE U3
SEQ ID NO: b57; (ii) CDR2 BapuabesibHOM o0OJIaCcTM TSKeJION Lenu,
comepXxalyl aMMHOKUCIIOTHYK IIOCJIenoBaTesJIbHOCTE M3 SEQ ID NO: 58;
(1ii) CDR3 BapuabeJIbHOM obiacTu T AXeJION enu, coIepXallyo
aMMHOKMCJIOTHY IIocjlenoBaTeJlbHOCTL M3 SEQ ID NO: 59; (iv) CDR1
BapuabenbHOM ofJjacTy JIeTKOM  Lely, cComepXallyld aMUHOKMCIIOTHYIO
mocjienoBaTeJIbHOCTE m3 SEQ ID NO: 60; (v) CDR2 BapuabeJbHOM
obJjiacTu JeTKOM uenu, comepxalmyno AaMUHOKMCJIO THYIO
nocjienoBaTeJbHOCTE U3 SEQ ID NO: 61; m (vi) CDR3 BapuabesbHOM
obJjiacTu JeTKOM uenu, comepxalyn aMUHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 62. B OOHOM  BapMaHTe
OCYMEeCTBJIEHUS aHTUTeJIO OpoTuMB TIGIT MIM eTro aHTUIeHCBSI3LBAamui
bparMeHT comepxuT: (i) CDR1 BapuabedabHOM o0B0JacTu TSKeJON lienu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJeNoBaTesJIbHOCTE u3 SEQ ID NO: 88;
(i1) CDR2 BapuabeJbHOM obJacTu T AXEJION lemnu, COoIepXally
AMMHOKMCJIOTHYIO IIOocJIedoBaTeJIbHOCTE M3 SEQ ID NO: 89, 134 mmm 135;
(1ii) CDR3 BapuabeJIbHOM obiacTu T AXKEeJION lLemnu, COoIepXally
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCTE M3 SEQ ID NO: 90; (iv) CDR1
BapnabesbHOM oOOJlaCcTM JIeTKOM Lenw, comepXallyld aMUHOKMCIIOTHYIO

mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapmabeJbHOM
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obJjlacTn JIeTKOM Lenu, comepxamyn AMVHOKMCJIOTHYIO
IOoCJIenOBaTeJbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
obJjiacTu JIeTKON nenu, comepxamyn AMVHOKMCJIOTHYIO
[IOCJIeOOBATEJIbHOCTE ns3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYImEeCTBJIEHUS aHTUTeJIo OpoTuB TIGIT MiIM ero aHTUTEeHCBISHBAamU
bparmeHT comepxmuT: (i) CDR1 BapuabeJbHOM 00JIaCTM TSXKEJION Lenu,
comepxamyl aMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCTL M3 SEQ ID NO: 88;
(11) CDR2 BapuabeJibHOM obJacTu T AXEJION lenu, coIepXally
aAaMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 134; (iii) CDR3

BapMa@eJ’IbHOﬂ obJjiacTu T IXeJION e, cogepXxamyno AMMHOKMCIIOTHYIO

nocjienoBaTeJbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
nocjyienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obJyacTu JIeTKOM Lenu, ConepXallylo AMUHOKMUCJIIO THYIO

IOCJIeNOBaTENBHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 pBapuabejbHOU
obJjlacTun JIeTKOM Lenu, comepXxalyn AMVHOKMCJIOTHYIO
ocJienoBaTeJIbHOCTE M3 SEQ ID NO: 93.

VzobpeTeHMe OTHOCHUTCHA TaKXe K COCydy WIM YCTPOWUCTBY IJs
MHBEKLIUNA, conepxalmeMy Jioboe ns3 AHTUTEJI K TIGIT MIIN
QHTUTEeHCBASHBAKIKX (QparMeHTOB II0 M300peTeHMH. B OIOHOM BapuaHTe
OCYIIEeCTRBJIEHUSA AHTUTEJIO [IPOTUB TIGIT I AHTHUIT eHCB A 3HB alommi
bparmMeHT 10 M3O0BpeTeHU comepxuT: (1) CDR1 BapuabesbHOM 0OJacTH
TSKEJIOM LienM, CoIepXalyln aMMHOKMCIIOTHYI II0CJIedOBaTeJIbHOCTL U3
SEQ ID NO: 1; (ii) CDR2 BapuabenbHOM o0OJacTMU TSIKeJON Lenu,
comepxamyl aMMHOKMCJIOTHYK IIOCJemoBaTesJIbHOCTE u3 SEQ ID NO: 2;
(1ii) CDR3 BapuadeJIbHOM obJacTu T AXEJION lemnu, coIepXallyo
aAaMMHOKMCJIOTHYID IIoCcJledoBaTeJIbHOCTL 3 SEQ ID NO: 3, 79, 80, 81,
82, 83 wmmm 140; (iv) CDR1 BapuabeJjbHOM of0JlacTM JeTKoM Ilienu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJenoBaTesIbHOCTE u3 SEQ ID NO: 4;
(v) CDR2 BapuabeJbHOM obJlacTuU JIeTKOM uenm, collepXalnyn
aAaMMHOKMCJIOTHYID IIoCcJledoBaTeJIbHOCTE M3 SEQ ID NO: 5, 65, 66, 67,
68, 69, 70, 71, 72, 73 wmam 141; m (vi) CDR3 BapuabeJbHOM o0OJacTu
JIeTKOM Lleny, COoOepXallyl aMMHOKMCIIOTHYK IIOCJHIeOOBaTeJIbHOCTE M3 SEQ
ID NO: 6, 74, 775, 776, 77, 78 wum 142. B OIOHOM BapMaHTe
OCYMEeCTBJIEHMSA aHTUTeJIO OpoTMB TIGIT wuIM ero aHTUIeHCBS3HBAamuni

bparMeHT comepxuT: (1) CDR1 rRapuabenbHOM o0O0JacTy TSKeJION Lenu,
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comepXxamyl aMMHOKMCIIOTHYK IIOCJeNoBaTesJIbHOCTE M3 SEQ ID NO: 88;
(i1) CDR2 BapuabeJbHOM obiacTu T AXKEJION lnenm, COoIepXallyo
AMMHOKMCJIOTHYI IIocJlemoBaTeJIbHOCTE M3 SEQ ID NO: 89, 96, 97, 98,
%99, 100, 101, 102, 103, 104, 105, 106, 107, 108, 109, 110, 111,
134, 135 mmm 147; (iii) CDR3 BapuabesbHOM 00JaCTM TaXeJION lienu,
comepxallyld aMMHOKMCJIOTHYI IOCJlefoBaTeJIbHOCTE U3 SEQ ID NO: 90;
(iv) CDR1 BapuabeJibHOM obJacTu JerkKomn emnu, coIepXallyo
AMMHOKMCJIOTHYID IIocjlefoBaTeJibHOCTE M3 SEQ ID NO: 91; (v) CDR2
BapuabesbHOM o0B0JacTM JIeTKOM LelM, CcolepXalyl aM/HOKMWCJIOTHYIO
nmocjiemjoraTeJIbHOCTL M3 SEQ ID NO: 92, 112, 113, 114, 115, 1le,
117, 118, 119, 120, 121, 122 wmm 148; um (vi) CDR3 BapuabesibHOM
oByacTu JIeTKOM Lemnu, CcoIepXallyo AMVHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE nu3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCVYIIeCTRBJIEHUA AHTUTEJIO IIPOTUR TIGIT MJin AHTUIT' €HCB I 35B aloliz
bparMeHT 1o wu30OpeTeHMIO coIepXxuT: (i) CDR1 BapmabedbHOM oBJjJacTu
TAKEJIOM LelM, CoOepXallyld aMMHOKMCIIOTHYK IIOCJeNOBAaTeJIbHOCTE U3
SEQ ID NO: 1; (ii) CDR2 BapuabenbHOM o006JacTuU TSKeJON Lelu,
comepXxalyl aMMHOKMCIIOTHYK IIOCJemoBaTesIbHOCTE u3 SEQ ID NO: 2;
(1ii) CDR3 BapmabeJIbHOM obJacTu T AXKEeJION lenu, CoIepXxallyo
AaMMHOKMCJIOTHYIO IIocJlemoBaTeJlIbHOCTL M3 SEQ ID NO: 3; (iv) CDR1
BapurabeJlbHOM oO0JlacTM JIeTKOM LenNM, CcoIepXallyld aMMHOKMCJIIOTHYIO
nocjienoBaTesbHOCTE U3 SEQ ID NO: 4; (v) CDR2 BapuabeJbHOU
oBJyacTu JIeTKOM enu, CcoIepXalyio AMVHOKMCJIO THYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 Bapuad®ellbHOM
oBJyacTu JIeTKOM Lemnu, CcoIepXalyo AMVHOKMUCJIO THYIO
[IoCJenOoBaTeJIbHOCTE ns SEQ ID NO: 6. B OIpyToM  BapMaHTe
OCVYIUIeCTRBJIEHUA AHTUTEJIO IPOTUR TIGIT nJin AHTUT €HCB I 35B alolnil
bparMeHT 1o MU30O0peTeHMIO coIepxuT: (i) CDR1 BapuabejbHOM oBjJacTu
TSKEJIOM LelM, COoOepXallyld aMMHOKMCIIOTHYI IIOCJeNOBAaTeJIbHOCTE U3
SEQ ID NO: b57; (ii) CDR2 BapuabeJIbHOM o0OJIaCcTM TSKeJION Lenu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJeNoBaTesJIbHOCTE M3 SEQ ID NO: 58;
(1ii) CDR3 BapuabeJIbHOM obJacTu T AXKEeJION lemnu, COoIepXally
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCTE M3 SEQ ID NO: 59; (iv) CDR1
BapuabeslbHOM oO0JlacTyM JIeTKOM LelM, CoOepXalyln aM/HOKMCJIOTHYIO
IocJjienoBaTeJIbHOCTE u3  SEQ ID NO: 60y (v) CDR2 BapmabeJbHOM

objlacTu JIeTKOM nermn, coepxalrylto AMVHOKNMCIIOTHYIO
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IOCJIeNOBaTENBHOCTE M3 SEQ ID NO: 61; m (vi) CDR3 papuabesbHOU
obJjlacTu JIeTKON Lenu, comepxamyn AMVHOKMCJIOTHYIO
[IOCJIeDOBATEJILHOCTE ns3 SEQ ID NO: 62. B OOHOM  BapMaHTe
OCYMEeCTBJIEHMSA aHTUTeJIO OpoTMB TIGIT wMIM ero aHTUIeHCBS3HBAaIUi
bparmMeHT comepxmuT: (i) CDR1 BapuabeJbHOM 00JIaCTM TSXKEJION Lenu,
comepXallyld aMMHOKMCJIOTHYI IIOCJIeHOoBaTeJIbHOCTE M3 SEQ ID NO: 88;
(ii) CDR2 BapradesbHOM oBygacT T SKEJION nenu, comepXxallyio
AMMHOKMCJIOTHYID IIOoCJIedoBaTeJIbHOCTEL M3 SEQ ID NO: 89, 134 umm 135;
(1ii) CDR3 BapuadeJIbHOM obJacTu T AXEJION lenu, coIepXally
AMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCTE M3 SEQ ID NO: 90; (iv) CDR1
BapuabenbHOM oOJlacTM JIeTKOM ILenwu, comepXallyld aMUHOKUCIIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obJjlacTn JIeTKOM nenu, comepxamyn aMVHOKMVCJIOTHYIO
IoCJIenoBaTeNbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 pBapuabejbHOU
obJjlacTun JIeTKOM Lenu, comepxalyn aMVHOKMCJIOTHYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYMEeCTBJIEHUSA aHTUTeJIO OpoTMB TIGIT wMIM ero aHTUIeHCBS3HBAamuUni
bparMeHT comepxuT: (1) CDR1 BapuabenbHOM o0O0JacTM TSKeJION lenu,
comepXxalyl aMMHOKUMCIIOTHYK IIOCJIenoBaTesJIbHOCTE M3 SEQ ID NO: 88;
(i1) CDR2 BapuabeJibHOM obiacTu T AXKeJION uenm, cCoIepXallyo
AaMMHOKMCJIOTHY IIocjlemoBaTejlbHOCTL M3 SEQ ID NO: 134; (iii) CDR3

BapmaGeanoﬁ obJylacTy TSEKeJOM Lemnu, comepXxalyrn aMMHOKMCIIOTHYIO

nocjienoBaTeJbHOCTL M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOM
obylacTu JIeTKOM nenu, comepXallylo AMUHOKMUCJIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91; (v) CDR2 BapuabeJbHOM
obJylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIOTHYIO

IocJienoBaTeJbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabesbHOM
obJjlacTun JeTKOM nenmu, comepxamyn aMVHOKMVCJIOTHYIO
nocJienoBaTeJIbHOCTE M3 SEQ ID NO: 93.

Vz006peTeHre OTHOCUTCH TakKXe K CIoCco0y IIOJIydeHUs aHTUTella
npotue TIGIT WM aHTUTEHCEBA3HBaKIMeTo QparlMeHTa I[I0 UW300peTeHMbD,
BKJIOUAKIEMY : KYJIb TUBUPOBAaHME KJIETKU—-XO3AVHa, conepxamen
[MOJIMHYKJIEO T, KOOUPYIMMM  TAXEJIYyD  1lLelb /M JIeTKyln  Ilelb
aHTHTeJla [0 mu30dpeTeHUBD (MM €70 AaHTUTEeHCBASHBakIMUM (parMeHT) B
YCJIOBUAX, OJIaTOTIPU A THEIX oJis DKCIIPEeCCUN [IOJIMHYKJIeOTHIa ; u

HeoO4d3aTeJIbHO, BEIIIEJIECHNE aHTHTeJla 2Nz AHTVUT EHCBASEBaAKIEI'O
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dparMeHTa U3 KIETKM-XO039MHA U/WIM CPpelb IOJS KYyJLTUBMPOBAHMS. B
OIOHOM BapMaHTe OCYMEeCTBJIEHUS I[IOJMHYKJICEOTUI, KOIUPYIIUN TIKEJIYIO
ek, M IIOJMHYKJIEOTHUI, KOOUPYIIMM JIeTKY Ielb, HaxOoOATCsS B OIHOM
BEKTOpE. B OPpyT'OM BapuaHTe OCyIeCTBJIEHU I [IOJIMHY KJIEO T,
KOOUPYINWY  TOXeJIYID Lelb, W IIOJUHYKIeOTHI, KOOUPYINWM JIeTKY
enb, HaxoOATCsa B  PasJIMUHHX  BeKTopax. B oOHOM BapmuaHTe
OCYMEeCTBJIEHN S IOJIMHYKJIEO T, KOOMP YOI T SKEJIVIO lernkb, u

IIOJIMHYRJIeOTN O, KO,HMpyIOH_U/Iﬁ JIeT'RYI Lellb, KOIMPYKT AHTUTeJIO WMJIN

AHTUTEeHCBA3HWBaMUY ¢parMeHT, colepxamme: (i) CDR1 BapuadeJbHOM
obJjiacTu T STKeJION uenu, comepxalyn AMUHOKMCJIO THYIO
nocjienoBaTeJbHOCTE u3 SEQ ID NO: 1; (ii) CDR2 BapuabejbHOM
obJjlacTu T TKeJION nenu, comepxamyn AMUHOKMCJIO THYIO
nocjienoBaTelbHOCTE M3 SEQ ID NO: 2; (iii) CDR3 BapuabesbHOU
obJjlacTun T TKeJION Lenu, comepxamyn AMMHOKMCJIO THYIO

nmocjlemnopaTeJIbHOCTEL M3 SEQ ID NO: 3, 79, 80, 81, 82, 83 mum 140;
(iv) CDR1 BapuabeJbHOM obiacTu JIeTKOM lemnm, COoIepXally
AMMHOKMCJIOTHYIO IIoCcJIefoBaTeJIbHOCTE M3 SEQ ID NO:4; (v) CDR2
BapuabeslbHOM oO0JlacTyM JIeTKOM LelM, CcoOepXalyln aM/HOKMCJIJIOTHYIO
nmocjiemnopaTeJIbHOCTL M3 SEQ ID NO:5, 65, 66, 67, 68,09, 70, 71,
72, 73 mam 141; wm (vi) CDR3 BapuabesbHOM o0O0JlacTM JEeTKOM Lielu,
comepXallyld aMMHOKMCIIOTHYI IIOCJIefoBaTesIbHOCTL M3 SEQ ID NO:6, 74,
75, 76, 77, 78 wmmm 142, B IOpyT'OM BapMaHTEe OCYIEeCTBJIEHUA
IOJIMHYKJIEOTU, KOOUP YU TSKEJIYIO ens, 17 IOJIMHY KJIEO TUT,
KOOUPYINWY JIeTKYyl Lelb, KOOUPYIT aHTUTEJIO MJIM aHTUITEeHCBSIS3HBaKIUi
bparMeHT, Comepxamye: (i) CDR1 BapmabenbHOM 0OGJaCTU TIXeJION
uernm, comepXxallyld aMMHOKMCIIOTHYI IIocJiemoBaTeJIbHOCTE w3 SEQ ID
NO:88; (ii) CDR2 BapmabelJbHOM 00JacTM TIXeJOM Lellr, CoIepXalylo
aAMMHOKMCJIOTHYID IIoCJleDoBaTeJIbHOCTE M3 SEQ ID NO: 89, 96, 97, 98,
%99, 100, 101, 102, 103, 104, 105, 106, 107, 108, 109, 110, 111,
134, 135 mam 147; (iii) CDR3 BapuabenbHOM o00JIaCTM TSXeJIOM lenwu,
comepxamyl aMMHOKMCIIOTHYK IIOCJeNoBaTesJIbHOCTE M3 SEQ ID NO: 90;
(iv) CDR1 BapuabeJbHOM obJacTu JIeTKOM lemnu, COoIepXallyo
aMMHOKMCJIOTHYIO IIocjlefoBaTeJlbHOCTE M3 SEQ ID NO: 91; (v) CDR2
BapuabeslbHOM oO0JlacTyM JIeTKOM LelM, CoOepXalyln aM/HOKMCJIOTHYIO
nmocjiemgopaTeJIbHOCTL M3 SEQ ID NO: 92, 112, 113, 114, 115, 1le,
117, 118, 119, 120, 121, 122 wuwmu 148; m (vi) CDR3 BapuabeslbHOM
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obyacTu JIeTKOM Lenu, ConepXallylo AMUHOKMCJIIO THYIO
nocjemoparTeJyibHOCTE M3 SEQ ID  NO: 93. B 1mpyroM BapuaHTe
OCYIEeCTBJIEHUA IIOJIMHYKJIEOTUL,, KOOUPYRIUI T AXKEIIYIO uernb, 7

IIOJIMHYRJIIEOTN I, KOHMPYDMMﬁ JIETRKYI LIellb, KOOMPYKT aAHTHUTEeJIO WMJIM

AHTUTeHCBABHBaMMUM dparMeHT, comepxamue: (i) CDR1 BapuabeJbHOM
obylacTu TSKEJION uenu, comepXallylo AMUHOKMCJIOTHYIO
nmocjiemoBaTeJIbHOCTE M3 SEQ ID NO: 1; (ii) CDR2 pBapuabeJibHOM
obiacTu T SIKEJION nenu, comepXxalyio AMUHOKMCJIO THYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 2; (iii) CDR3 BapuabejbHOM
oBrlacTu T STKeJION nenu, comepXamyio AMUHOKMCJIO THYIO
nocjienoBaTeJbHOCTE u3 SEQ ID NO: 3; (iv) CDR1 BapuabejbHOM
obrlacTu JeTKOM nenu, CcomepXamyio AMUHOKMCJIO THYIO
nocjienoBaTeJIbHOCTE w3 SEQ ID NO: 4, (v) CDR2 BapmuabesbHOU
obrlacTu JIeTKOM nenu, comepXamyo AMMHOKMCJIO THYIO

nocjienoBaTelbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 Bapuab®ellbHOM

obJjlacTu JIeTKOM Lnemnu, comepxamymo AMMHOKMCJIO THYIO
[oCcJenoBaTeJIbHOCTE nus SEQ ID NO: 6. B OpyToM  BapuaHTe
OCVYIIEeCTBJICHU A MNOJIMHYKJIEOTHU, KOONPYRMUI TAXeJIYIO LIeIkb, u

IOJMHYKJIEOTUL, KOOUPYKIMM JerkKyl Lelb, KOIUPYIT aHTUTEeJIO WU
AHTUTeHCBA3HBaIMM (parMeHT, colepxammue: (1) CDR1 Bapua®eJbHOU
obJjiacTu TSKEJION uemnmu, comepxamyn AMMHOKMCJIO THYIO
mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 57; (ii) CDR2 BapuaBeJbHOU
obJjacTu T SKEJION uenmu, comepxalymo aMUHOKMCJIO THYIO

nocjienoBaTeJbHOCTL M3 SEQ ID NO: 58; (iii) CDR3 BapmuabesbHOM

obylacTu TSIKEJION nenu, comepXallyo AMUHOKMUCJIIO THYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 59; (iv) CDR1 BapuabejbHOM
ofylacTu JIeTKOM Lenu, comepXallyo AMUHOKMUCJIIO THYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 60; (v) CDR2 BapuabeJIbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO

IoCJIeNOBaTEeJIbHOCTE U3 SEQ ID NO: 61; m (vi) CDR3 BapuabejbHOU

obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO:62. B OIPpyTOM BapMaHTe
OCYIIEeCTBJIEHUA [IOJIMHYKJIEOTUL, KOOMPYRMUI T AXKEIIY uernb, u

IOJMHYKJIEOTUL, KOOUPYKIMM JerKyl Lelb, KOIUPYIT aHTUTEeJIO WK
AHTUTEeHCBSA3HBAINMM (parMeHT, comepxamue: (1) CDR1 BapmabeJbHOM

objlacTu T KEeJION nermn, coepxalrylto AMVHOKNMCIIOTHYIO
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IocJIenoBaTeJbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabesbHOU
obnacTu T IKeJION nenu, ConepXally AMMHOKMCJIO THYIO
nocjlenoBaTeJIbHOCTL M3 SEQ ID NO: 89, 134 wmygm 135; (iii) CDR3
BaprabeslbHOM 0oO0JacTy TAXEJOM LelM, ComepXallyld aMUHOKMKCIIOTHYI

mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapmuaBeJbHOU

obJylacTu JIeTKOM Lenu, ComepXallylo AMUHOKMCJIO THYIO
mocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91; (v) CDR2 BapuabeJbHOM
obylacTu JIeTKOM nenu, conepXallylo AMUHOKMCJIOTHYIO

nocjienoBaTeJbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabesbHOM

obylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIO THYIO
mocjemorarTejibHOCTE M3 SEQ ID  NO: 93. B I©mpyroM BapuaHTe
OCYIIECTBJIEHUA IIOJIMHYKJIEOTU, KOOUPYRMUM T AXKEIIY uernb, u

IIOJIMHYRJIeOTN I, Konmpyzommﬁ JIeTKYID Lellb, KOIOIMpPYyKRT AHTHUTeJIO WJIM

AHTHUTeHCBA3HBaIMUY ¢parMeHT, coIepxamme: (i) CDR1 BapuabeJbHOMU
obrnacTu T TKeJION nenu, ComepXalyo AMMHOKMCJIO THYIO
IocJienoBaTeJbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabesbHOU
obracTu T IKeJION uenu, ComepXally AMMHOKMCJIO THYIO

IOCJIeNOBaTENBbHOCTE M3 SEQ ID NO: 134; (iii) CDR3 BapmuabeJIbHOM

oBJjacTu T SKEJION nemnu, comepXallyo AMMHOKMUCJIO THYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabesbHOU
oBJacTu JIeTKOM Lemnu, comepXxallyo AMMHOKMUCJIIO THYIO

mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 91; (v) CDR2 BapuaBeJbHOU
oBJyacTu JIeTKOM enu, CcoIepXalyio AMVHOKMCJIO THYIO

nocjienoBaTeJbHOCTE U3 SEQ ID NO: 92; wm (vi) CDR3 BapuabesbHOM

obylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIO THYIO
nmocjenmorarTejibHOCTE M3 SEQ ID  NO: 93. B 1©mpyroM BapuaHTe
OCYIIEeCTBJIEHUA IIOJIMHYKJIEOTUL,, KOOUPYRMUM T AXKEIIYO uernb, u

IIOJIMHYKJIEOTUI, KOIOMPYIMUY JIeTKylh IlLellb, KOOMPYIT aHTUTEeJIO WK
AHTUTEeHCBABHBaAMMM QparMeHT, cCoIepXamue: BapuabellbHYH 00JIacThb
TAXEeJION Lenu, comepxamyio SEQ ID NO:128, u BapuabelbHyld 00JacTb
JeTKOM LeIu, comepxamyrn SEQ ID NO:132. B OpyroM BapMaHTe
OCyIeCTBJIEHU S IOJIMHYKJIEOTU,, KOIMpPYOmMUM T AXKEJIYIO 1enb, u
INOJIMHYKJIEOTUI, KOIOMPYIMMUY JIeTKylh Ilellb, KOOUPYIT aHTUTEeJIO WK
AHTUTEeHCBSABHBAIMM QparMeHT, cCoIepXamue: BapuabellbHYH 00JacThb
TAXEeJIOM Lenu, comepxamye SEQ ID NO:127, m BapuabelbHyl 006JacTb

JerkKom Lenwu, comepxamyr SEQ ID NO:130. B mpyrom BapMaHTe
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OCYyIIeCTBJIEHU I IIOJIMHYKJIEOTU,, KOOMPYIOIMI T IKEJIYIO 1enb, "

IIOJIMHYRJIIEOTN O, Konmpyzommﬁ JIETKYI LIellb, KOIOMPYKT AHTHUTEeJIO WJIM

AHTUTEHCBABHBALMMM (parMeHT, CcoIepxamuii: BaprabeslbHYID 00JacTb

TAXEeJION Lenu, comepxamyio SEQ ID NO:128, u pBapuabelbHyl 00JacTb

JerkoM uemnu, comepxamyio SEQ ID NO:133.

300peTeHUe OTHOCHUTCA TakKxe K CIiocoby JIeUeHNA

3JI0OKaYeCTBEeHHOM OITYyXOJIN Y HyXOarmeIl'oCHd B STOM cyOBeKTa,

BKRJIDUAKIIEMY BBeOeHMEe CyOBekTy 200eKTUBHOTIO KOJMUeCTBa aHTUTeJa
nporme TIGIT MM aHTUI'eHCBA3BBAKIEIo OQparMeHTa I[I0 M300peTeHMD,

HeoB43aTeJIbHO, B COUeTaHM C IOOITIOJIHM T €JIE HEIM JIEKapCTBEHHEM

CpeIlCTBOM MJIn TepaHeBTquCKOIZ Hpouenypoﬁ. B OIOHOM BaplMraHTe

OCYIIECTRBJIEHUA CYOBEKT, HO,JIBepI‘aeBABHZ JIedeHlMo, IIpeacTaBJIideT cobomn

CcyObeKTa-4ueJloBeKa. B OIHOM BapMaHTe OCYIEeCTBJIEHUMA OOIOJIHUTEJIEHOE

JIeKapCTBeHHOEe CPelCTBO BHOpaHO M3 TPYIINHE, COCTOANEeN M3: aHTUTela
npoTve PD1  wmiIM ero aHTUIeHCBAS3HBAKIMIETO (parMeHTa; aHTHUTEeJIa
npoTve LAG3 WM eTr'oc aHTUI'eHCBA3HBAKIETO (paTl'MeHTa; aHTUTeJa
nporme VISTA wmiaM eI0 aHTUIEeHCBA3HBAaKIeI'o Q(parMeHTa; aHTUTesa
nporue BTLA wmiIM ero AaHTUTEeHCBA3HBaKIeTo (parMeHTa; aHTuTesa
nporme TIM3 MM ero aHTUI'eHCBA3SHBAKIETO (Qpal'MeHTa; aHTUTeJa
nporrue CTLA4 wmiaM ero aHTUIeHCBA3HBaKLero ¢parMeHTa; aHTUTela
npoTmMe HVEM wmiaM ero aHTUI'eHCBA3HBAKIETO ¢¢pal'MeHTa; aHTUTeJa
npotue CD27 wiIM ero aHTUIEeHCBASZHBAKIETIO (QparMeHTa; aHTUTela
npotuB CD137 MM eTro aHTHUI'eHCBA3HEBawmero (QparMeHTa; aHTuTeJa
npotue 0X40 wmaM ero aHTUIeHCBA3HBAKIETO (QpaTlMeHTa; aHTUTeJa
npoTue CD28 wMJIM ero aHTUI'eHCBA3HBAKIETO (Qpal'MeHTa; aHTUTeJa
npotmMe PDL1 wmJaM ero aHTUI'eHCBA3HBAKIETO (pal'MeHTa; aHTUTeJa
npoTve PDL2 wmJIM ero aHTUI'eHCBA3HBAKIETO (pal'MeHTa; aHTUTeJa
npotue GITR wmMiIM ero aHTUTEeHCBI3HBaKIMeTo (parMeHTa; aHTUTEeJa
npotue ICOS wWMJIM eT0o AaHTUTEeHCBA3HBaKIMeTo (parMeHTa; aHTUTEeJa
npotue SIRPO MM eTro AaHTUTEeHCBA3HBAKIIETO (parMeHTa; aHTUTela
npotmve ILT2 wmiIM ero aHTUI'eHCBA3HBAKIETO (paTl'MeHTa; aHTUTeJa
npotmve ILT3 MM eroc aHTUI'eHCBA3HBAKIETO (paTl'MeHTa; aHTUTeJa
npotme ILT4d wmiIM ero aHTUI'eHCBA3SHEBAKIETO (paTl'MeHTa; aHTUTeJa
npotue ILTS wMiIM eTro aHTUTEeHCBA3HBBaMMM (paTrMeHT; M aHTUTeJa
npotmMe 4-1BB wmiIM ero aHTUI'eHCBA3HBawImero ¢parMeHTa. B oOIHOM
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BapMaHTe OCYIIECTBJIEHUS AHTUTEJIO IpOTHUB PD1 WJIN ero
AHTUTeHCBA3HBaMMY QparMeHT BHOpaH M3 TPYIIIIH, cocTodmen mU3:
neMbposmsyMada I ero AHTUIT'€HCBA3HBAaKIET O bparmMeHTa "
HMBOJIyMa®a WM eTo AHTUT eHCBARHEBAKIETO  pparMeHTa. B omHOM
BapMaHTe OCVYIIeCTBJIEHU I AHTUTEJIO [IpPOTUB TIGIT NI
AHTUTEeHCBABHBaAMMUM GpaTMeHT 110 Hu300peTeHMio comepxuT: (i) CDRI1

Bapmaéeanof/’I obJjiacTu T IXKEeJION elnn, comepXxalyio AMMHOKMCJIIOTHYIO

nocjienoBaTeJbHOCTE M3 SEQ ID NO: 1; (ii) CDR2 BapuabejbHOM
oBiyacTu TSIKEJION Lenu, CoIepXalyo AMVHOKMCJIO THYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 2; (iii) CDR3 BapuabesbHOM
oByacTu T SIKEJION Lenu, CcoIepXallyo AMVHOKMUCJIO THYIO

nmocjlemjopaTeJIbHOCTE M3 SEQ ID NO: 3, 79, 80, 81, 82, 83 mum 140;
(iv) CDR1 BapuabesbHOM obJacTu JIeTKOM lemnu, COoIepXallyo
AMMHOKMCJIOTHYID IIoCJjIedoBaTeJIbHOCTE M3 SEQ ID NO:4; (v) CDR2
BapuabeslbHOM oO0JlacTM JIeTKOM LelM, COoOepXalyl aMVHOKMCJIOTHYIO
nmocjiemjopaTeJIbHOCTE M3 SEQ ID NO:5, 65, 66, 67, 68, 69, 70, 71,
72, 73 mian 141; wm (vi) CDR3 BapuabesbHOM o00JlacTu JIeTKOM Lelu,
comepXxalyl aMMHOKMCIIOTHYI IIOCJIeloBaTeJIbHOCTE U3 SEQ ID NO:6, 74,

75, 76, 77, 78 wmim 142. B OOHOM BapMaHTe OCYIECTBJIEHMS aHTUTEJIO

npotue TIGIT wMIM €TI0 aHTUITEeHCBA3HBAKMUM (parlMeHT comepxmuT: (i)
CDR1 BapmradeJbHOM obJjlacTu T IXKEeJION uernmu, comepXalymo
aAaMMHOKMCJIOTHYI IocJeloBaTeJIbHOCTE M3 SEQ ID NO:88; (ii) CDR2

BapuadeJbHOM 0OJIaCTM TSXKeJIOM LelM, CcoIepXallyld aMUHOKMWCJIIOTHYIO
mocjlegjopaTeJIbHOCTL M3 SEQ ID NO: 89, 96, 97, 98, 99, 100, 101,
102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 134, 135 wnmwu
147; (iii) CDR3 BapuabesIbHOM 00JIaCTM TSEKeJION Lelyr, CoIepXallyo
aAaMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 90; (iv) CDR1
BapuabesbHOM oOJlacTM JIeTKOM LelM, COoIepXalyl aMVHOKMWCJIOTHYIO
nocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
oByacTu JIeTKOM Lenu, CoIepXallyo AMVHOKMCJIO THYIO
nmocjiemjopaTeJIbHOCTL M3 SEQ ID NO: 92, 112, 113, 114, 115, 1le,
117, 118, 119, 120, 121, 122 wmm 148; um (vi) CDR3 BapuabellbHOM
oByacTu JIeTKOM Lenu, CoIepXallyo AMMHOKMUCJIO THYIO
[IOCJIeDOBATEJILHOCTE nus3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCVYIUIeCTBJIEHUA AHTUTEJIO IIPOTUBR TIGIT MJin AHTUT €HCB 4 35B aloli

dparMeHT o M300peTeHMIO colepXxuT: (1) CDR1 BapmabenbHOM oBOJacTU
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TOKEJIOM Leny, CcolepXallyld aMMHOKMKCIIOTHYK IIOCJIeNOBaTeJIbHOCTE U3
SEQ ID NO: 1; (ii) CDR2 BapuabenbHOM o006JacTuU TSKeJON Lelu,
comepXxalyl aMMHOKMCIIOTHYK IIOCJenoBaTesIbHOCTE u3 SEQ ID NO: 2;
(1ii) CDR3 BapmabeJIbHOM obJacTu T AXKeJION enu, coIepxallyo
aMMHOKMCJIOTHY IIocJlefoBaTeJsibHOCTLE M3 SEQ ID NO: 3; (iv) CDR1
BapuabenbHOM ofJjlacTy JIeTKOM  lely, cComepXallyld aMUHOKMCIIOTHYIO
mocyjenoBaTeJIbHOCTE m3 SEQ ID NO: 4; (v) CDR2 BapuabeJbHOM
obJjiacTu JeTKOM uenu, comepxalmyn aMUHOKMCJIO THYIO
nocjienoBaTeJbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 Bapuab®ellbHOM
obJjiacTu JeTKOM uenu, comepxamyn aMVHOKMCJIO THYIO
[10CJIenOBaTeJIbHOCTE ns SEQ ID NO: 6. B OpyToM  BapMaHTe
OCVYIIeCTBJIEHUA AHTUTEJIO IPOTUR TIGIT MJin AHTUIT €HCB I 35B alolnil
bparMeHT 1o u30OpeTeHMIO coIepXxuT: (i) CDR1 BapmabejbHOM oBJjJacTu
TOKEJIOM LlenM, CcolepXallyld aMMHOKMCIIOTHYK IIOCJIeNOBaTeJIbHOCTE U3
SEQ ID NO: b57; (ii) CDR2 BapuabeJbHOM o0OJlaCcTM TSKeJION lLenu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJEeNOoBaTesJIbHOCTE M3 SEQ ID NO: 58;
(1ii) CDR3 BapuabeJIbHOM obJacTu T AXKEJION lenu, COoIepXally
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCTE M3 SEQ ID NO: 59; (iv) CDR1
BapnabesbHOM oOOJlaCcTM JIeTKOM Lenw, comepXallyld aMUHOKMCIIOTHYIO
mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 60y (v) CDR2 BapmrabeJbHOM
obJjiacTu JIeTKOM uenu, comepxamyn AMMHOKMCJIO THYIO
mocjenoBaTeJIbHOCTE M3 SEQ ID NO: 61; m (vi) CDR3 BapuaBeJbHOU
obJjacTu JeTKOoM uenmu, comepxalymo aMUHOKMCJIO THYIO
[IOCJIeDOBATEJIbHOCTE nu3 SEQ ID NO: 62. B OOHOM BapMaHTe
OCYMEeCTBJIEHUS aHTUTeJIO OpoTuB TIGIT MiIM eTro aHTUIeHCBSI3LIBAamui
bparMeHT comepxuT: (i) CDR1 BapuabesyibHOM o0B0JlacTM TOXKeJION lienu,
comepxamyl aMMHOKMCJIIOTHYK IIOCJIenoBaTesJIbHOCTE u3 SEQ ID NO: 88;
(i1) CDR2 BapuabesbHOM obJacTu T AXEJION lemnu, COoIepXally
AMMHOKMCJIOTHYIO IIOoCJIedoBaTeJIbHOCTE M3 SEQ ID NO: 89, 134 mmm 135;
(1ii) CDR3 BapuabeJIbHOM obJacTH T AXEJION lenu, COomepXalyo
AMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 90; (iv) CDR1
BaprabelbHOM oOJlacTM JIeTKOM Lelw, comepXallyld aMUHOKUCIIOTHYIO
mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapmabeJbHOM
obJjlacT JIeTKOM nenu, comepxamyn AMVHOKMCJIOTHYIO
IOoCJIenOBaTEJBHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU

objlacTu JIeTKOM nermn, coepxalrylto AMVHOKNMCIIOTHYIO
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[IOCJIeDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYMEeCTBJIEHUSA aHTUTeJIO OpoTMB TIGIT wMIM ero aHTUIeHCBS3HBAaomuUni
bparMeHT comepxuT: (1) CDR1 pBapuaBenbHOM o0O0JacTy TEKeJION lenu,
comepXxalyl aMMHOKMCIIOTHYK I[IOCJIenoBaTesJIbHOCTE M3 SEQ ID NO: 88;
(ii) CDR2 BapradesIbHOM obylacTH TXKEJION Lnenmu, comepXxanyio
AaMMHOKMCJIOTHY IIocjlemoBaTejlbHOCTL m3 SEQ ID NO: 134; (iii) CDR3

Bapmaéeanof/’I obJjiacTu T IXKEeJION elnn, comepXxalyio AMMHOKMCJIIOTHYIO

nocjienoBaTeJbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOM
obylacTu JIeTKOM nenu, comepXallylo AMUHOKMUCJIIO THYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91; (v) CDR2 BapuabeJIbHOM
obylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIO THYIO

nocJenoBaTeNbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabejbHOU
oBygacTu JIeTKOM Lenu, cComepxXamyo AMVHOKMCJIOTHYIO
nocJienoBaTeJIbHOCTE M3 SEQ ID NO: 93.

N30bpeTeHue OTHOCHUTCSH TaKxe K criocofby JIeueHn s
3JI0KauyeCTBEeHHOM OITYXOJIU Y HYXITaKIMeroC s B 2TOM cyfwekTa,
BKJIOUAKIEMY BBeIOeHMEe CyOBeKTy 20PeKTMBHOTO KOJIMUeCTBa aHTUTeJa
npotue TIGIT MM aHTUTEHCBA3BEBaKIMEeI'O (Qpal'MeHTa IO M300peTeHu, U
OOIIOJIHUTEJIbHOE BBeIeHMe aHTUTEeJa [IPOTUB PD1 VIV ero
QHTUTeHCBA3HRBaAKIIETO OQparMeHTa. B OOHOM BapuaHTe OCYIeCTBJIeHUA
AHTUTEJIO OpPOTMB PD1l MIM eT0 aHTUIeHCBAS3HBAKMMIY (paTrMeHT BHOpaH
nu3 TPy, cocToAmen nus: neMoposmsymMada I ero
AHTUT eHCBA3HBAKLIETO bparMeHTa u HUBOJIyMaba W ero
AHTUTeHCBARHBaKIMEro ¢parMeHTa. B OOHOM BapuMaHTe OCYIeCTBJIeHUA
aHTUTEJIO IIPOTUB TIGIT nJIn AHTUT eHCB A 3HB almmi bparMeHT 10
N300pEeTEeHNn COIEePXUT : (i) CDR1 BapuabBeyibHOM o0OJIaCcTHU TIXReJION
neny, coepXamyrn aMUMHOKMCIIOTHYID IIoCJIefoBaTeJIbHOCTE M3 SEQ ID NO:
1; (11) CDR2 BapuabejibHOM oBJlacTM TAXeJIoM Lenlu, CcoIepXallyo
aAaMMHOKMCJIOTHYID IIOoCJIemoBaTeJibHOCT: M3 SEQ ID NO: 2; (iii) CDR3
BapuabesbHOM o0BJlacTM TsSXReJION Lelr, coIepXallyld aMMHOKMCIIOTHYIO
nmocjlemopaTeJIbHOCTEL M3 SEQ ID NO: 3, 79, 80, 81, 82, 83 mumm 140;
(iv) CDR1 BapuabeJbHOM obJacTu JIeTKOM lemnu, COoIepXallyo
aAMMHOKMCJIOTHYIO IIOoCcJjIedoBaTeJIbHOCTE M3 SEQ ID NO:4; (v) CDR2
BapuabeybHOM 06JacTM JIeTKOM Lewu, comepxamyrn aMMHOKMCIIOTHYIO
nmocjiemnopaTeJibHOCTL M3 SEQ ID NO:5, 65, 66, 67, 68, 69, 70, 71,

72, 73 mam 141; wm (vi) CDR3 BapuabesbHOM o0O0JlacTM JIEeTKOM Lienu,
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comepXxamyl aMMHOKMCIIOTHYI IIOCJIeloBaTeJlbHOCTE u3 SEQ ID NO:6, 74,

75, 76, 77, 78 wmim 142. B OIOHOM BapMaHTe OCYIECTBJIEHMS aHTUTEJIO

npotue TIGIT wMIM €TI0 aHTUITeHCBA3HBAKMUM (parlMeHT comepxmuT: (i)
CDR1 Bapuabesib HOM obJjlacTuU T AXKeJION uenm, conepXxalylo
aMMHOKMCJIOTHY IIocjlenoBaTeJlbHOCTL M3 SEQ ID NO: 88; (ii) CDR2

BaprabeJIbHOM 0OO0JlacTM TAXeJIOM LeNM, COoLepXallyld aMMHOKMCIIOTHYIO
mocJjlegopaTeJIbHOCTL M3 SEQ ID NO: 89, 96, 97, 98, 99, 100, 101,
102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 134, 135 wnmwu
147; (iii) CDR3 BapuadbesIbHOM 00OJIaCTM TSKeJION Lelyr, COoIepXallyo
AMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCTE M3 SEQ ID NO: 90; (iv) CDR1
BapuabesbHOM of0JlacTM JIeTKOM LellM, COoIepXalyl aMVHOKMWCJIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
oByacTu JIeTKOM Lenu, CcoIepXalyo AMVHOKMCJIO THYIO
nmocjiemjopaTeJIbHOCTL M3 SEQ ID NO: 92, 112, 113, 114, 115, 1le,
117, 118, 119, 120, 121, 122 wmm 148; m (vi) CDR3 BapuabeslbHOM
oByacTu JIeTKOM nenu, CoIepXallyo AMVHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCVYIUIeCTRBJIEHUA AHTUTEJIO IIPOTUBR TIGIT MJin AHTUT €HCB g 35B alolui
dparMeHT 1o M300peTeHMIO colepXkuT: (1) CDR1 BapmabelbHOM oBOJacTU
TAKEJION Lely, CcomepXalyl aMMHOKMUCIIOTHYI IIOCJeNOBaATeJIbHOCTE U3
SEQ ID NO: 1; (ii) CDR2 BapuabBesbHOM 00JIACTM TSXKeJION Lenu,
comepXallyld aMMHOKMCJIOTHYI IIOCJefoBaTesJlbHOCTE U3 SEQ ID NO: 2
(1ii) CDR3 BapuadeJibHOM obJacTu T AXEeJION lenu, coIepXally
aAaMMHOKMCJIOTHYID IIocJleDoBaTeJIbHOCTL M3 SEQ ID NO: 3; (iv) CDR1
BapuabesbHOM o0O0JacTM JIeTKOM LelM, CcolepXalyl aM/HOKMCJIIOTHYIO
nocyjenoBaTeJIbHOCTE m3 SEQ ID NO: 4; (v) CDR2 BapmuabeJbHOU
oByacTu JIeTKOM Lenu, CoIepXallyo AMVHOKMUCJIO THYIO
nocjienoBaTelbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 BapuabellbHOM
oByacTu JIeTKOM Lenu, CcoIepXallyo AMVHOKMCJIO THYIO
[IoCJIenOBaTeJIbHOCTE ns SEQ ID NO: 6. B OIpyToM  BapMaHTe
OCVYIUIeCTRBJIEHUA AHTUTEJIO IPOTUR TIGIT MJin AHTUIT' €HCB I 35B aloliz
bparMeHT 1o u30OpeTeHMIO coIepXxuT: (i) CDR1 BapmabenbHOM oBJjJacTu
TKEJIONM LelM, ComepXallyld aMMHOKMCIOTHYI IIOCJeNOBaTeJIbHOCTE U3
SEQ ID NO: b57; (ii) CDR2 BapuabesbHOM o0OJIaCcTM TSKeJION Lenu,
comepXxalyl aMMHOKMCIIOTHYK IIOCJIenoBaTesJIbHOCTE M3 SEQ ID NO: 58;

(1ii) CDR3 BapmabeJIbHOM obiacTu T AXKeJION enu, coIepXallyo
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AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 59; (iv) CDR1
BaprabenbHOM oOOJlacTM JIeTKOM Lelw, comepXallyld aMUHOKMCIIOTHYIO
IocjienoBaTeJIbHOCTE M3 SEQ ID NO: 60y (v) CDR2 BapmabeJbHOM
obJjlacTu JIeTKON nenu, comepxamyn AMMHOKMCJIOTHYIO
mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 61; m (vi) CDR3 BapuaBeJbHOU
obJjlacTu JIeTKOM uemnmu, comepxamyn AMMHOKMCJIO THYIO
[IOCJIeODOBATEJIbHOCTE nu3 SEQ ID NO: 62. B OOHOM BapMaHTe
OCYMEeCTBJIEHUS aHTUTeJIO OpoTuB TIGIT MIM eTro aHTUIeHCBSI3LIBAamui
bparMeHT comepxuT: (1) CDR1 BapuabesyibHOM o0B0JlaCTM TSXKeJION lienu,
comepxamyl aMMHOKMCJIOTHYK IIOCJIeNoBaTeJIbHOCTE M3 SEQ ID NO: 88;
(1i1) CDR2 BapuabesibHOM obJacTH T AXEJION lemnu, CoIepXally
AMMHOKMCJIOTHYIO IIOoCJIedoBaTeJIbHOCTE M3 SEQ ID NO: 89, 134 mmm 135;
(1ii) CDR3 BapuabeJIbHOM obJacTu T AXEJION lenu, COoIepXallyo
AMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 90; (iv) CDR1
BapuabenbHOM oOOJlacTM JIeTKOM Lenw, comepXallyld aMUHOKUCIIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obJjlacTn JIeTKOM nenu, comepxamyn AMVHOKMCJIOTHYIO
IOoCJIeNOBaTEJBHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
obJjiacT JIeTKOM nenu, comepxamyn AMVHOKMCJIO THYIO
[IOCJIeDOBATEJIbHOCTE ns3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYImEeCTBJIEHUI aHTUTeJIo OpoTuB TIGIT MiIM ero aHTUIEeHCBISHBAamUM
bparmeHT comepxuT: (i) CDR1 BapuabeJbHOM 00JIaCTM TSXKEJION Lenu,
comepxamyln aMMHOKMCJIOTHYI IIOCJIenoBaTeJIbHOCTL M3 SEQ ID NO: 88;
(11) CDR2 BapuabeJibHOM obJacTu T AXEJION lenu, coIepXally
aAaMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 134; (iii) CDR3

BapMa@eﬂbHOﬂ obJjiacTu T IXeJION nernn, coepXxamyo AMMHOKMCIIOTHYIO

nocjenoBaTeJbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOU
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
nocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO

IOoCJIeNOBaTEJIbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 pBapuabejbHOU
obJjlacTun JIeTKOM Lenu, comepxamyn AMVHOKMCJIO THYIO
nocJienoBaTeJIbHOCTE M3 SEQ ID NO: 93.

N300peTeHre OTHOCUTCA TakKXe K Croocoly JeueHMd UMHOQeKUUM WIIN
MHOEeKUMOHHOTO  3abojieBaHMAa y CyOBeKTa, BKJIOUAKIIEMY  BBeIEeHUE

CYyOBEeKTyY 9®®QKTMBHOPO ROJIMYeCTBa aHTHTeJIa MJin
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AHTUTEeHCBABHBaAKLMETO (QparMeHTa I[I0 M300peTeHMIo, HeoOA3aTeJIbHO, B

coueTaHUmn c IOTIOJIHUT &JIb HEM JleKapCTBEHHEM CpeldCcTBOM NI
TepalleBTUYECKOM IIpolenypod. B  oOHOM BapMaHTe  OCYIEeCTBJIEHUS
cy®BeKT, IOoABepTraeMHM JeueHMIO, IIpeAdcTaBJsdeT cobor cybbekTa-
YyeJIOBEKa. B OIIHOM BapuaHTe OCYMeCTBJIeHUS IOIIOJIHUTEeJIbHOE

JleKkapCTBEeHHOEe CPeIOCTBO BHOpaHO M3 TPYIIHE, COCTOAmeM M3: aHTUTeJa
npoTuMB PD1 MM ero aHTHUIeHCBA3HBaKwmero (parMeHTa; aHTHUTeJIa
npoTB LAG3 MM eTro aHTUIeHCBA3HBaAKIEIO (pal'MeHTa; aHTUTeJa
nporme VISTA wmiIM eI'0 aHTUTeHCBA3HEBaKeI'o O¢parMeHTa; aHTUTeJa
nporue BTLA WM eTr0 aHTUTEeHCBAS3HBAKIETO O(parMeHTa; aHTUTeJa
npotmve TIM3 MM ero aHTUI'eHCBA3HBAKIETO (pal'MeHTa; aHTUTeJa
nporrue CTLA4 wmiIM ero aHTUI'eHCBA3HBAKWEIo O(parlMeHTa; aHTUTela
npoTue HVEM wiIM ero aHTUTEeHCBAS3HBAKIEeTOo O(parMeHTa; aHTUTela
npoTme CD27 wMiIM eroc aHTUI'eHCBA3HBAKIETO (paTl'MeHTa; aHTUTeJa
npotme CD137 wmiIM ero aHTUIeHCBA3HBAaKIMeI'o (QparMeHTa; aHTUTeJa
npotme O0X40 wmiIM ero aHTUI'eHCBA3HBAKIETO (paTl'MeHTa; aHTUTeJa
npoTme CD28 wMJIM ero aHTUI'eHCBA3HBAKIETO (paTl'MeHTa; aHTUTeJa
npotme PDL1 wmiIM ero aHTUI'eHCBA3SHBAKIETO (QpaIl'MeHTa; aHTUTeJa
npotmMe PDL2 wmJIM ero aHTUI'eHCBA3SHBAKIETO O(pal'MeHTa; aHTUTeJa
nporue GITR wmiaM ero aHTUIEeHCBAS3HEBaAKIEeTro ¢(parMeHTa,; aHTUTela

npotme ICOS wMJIM €0 aHTUI'eHCBA3HBAKIIETO O(palMeHTa; aHTUTEeJIa

npotmue SIRPO MM eI0 aHTUIEHCBA3HBawIeI'o ¢parlMeHTa; aHTUTeJa
npoTue ILT2 wmJaM ero aHTUIeHCBA3HBaAKIEIO (Qpal'MeHTa; aHTuTeJa
npotue ILT3 MM ero aHTUITeHCBA3HBAKIEIO (Qpal'MeHTa; aHTUTeJa
npotuve ILT4 wmiaM ero aHTUI'eHCBA3HBAKIETO (pal'MeHTa; aHTUTeJa
npoTue ILTS5 wmMiIM ero aHTUIeHCBA3HBakmMeIo (QparMeHTa; WM aHTHUTeJa
npoTve 4-1BB wMJIM ero aHTUI'eHCBA3HBamMero (QparMeHTa. B oOIHOM
BapMaHTe OCYIIECTBJIEHU S AHTUTEJIO IpPOTUB PD1 WJIN ero

AHTUT €HCB I3HB allMi @parmeHT BH@paHH "3 T'OYIIIIEL, cocTodmen mU3:

nemMbpomnmsyMada I ero AHTUI'€HCBSA3HBAKIET'O bparmMeHTa u
HUBOJIyMata WM  €eT0 AHTUTEHCBA3EBaKIe o dparmMeHTa. B omHoM
BapmraHTe OCYIIeCTBJIEHU A AHTUTEJIO IIPOTUB TIGIT MJIN
AHTUTEeHCBA3HBaAMIMM (parMeHT I[I0 M300peTeHun COOEePXUT: (i) CDR1

Bapmaéeanoﬁ obJjlacTu T XEeJION nermn, coepXxamyo AMMHOKMCIIOTHYIO

nocjienoBaTeJbHOCTE M3 SEQ ID NO: 1; (i1i) CDR2 BapuabeJbHOU
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oByacTu T SIKEJION Lenu, CoIepXallyo AMVHOKMUCJIO THYIO
nocJjienoBaTeJbHOCTE M3 SEQ ID NO: 2; (iii) CDR3 BapuabesbHOU
oBJjacTu T SKEJION nemnu, comepXalyo AMVHOKMUCJIO THYIO

nocjiemopaTeJibHOCTL M3 SEQ ID NO: 3, 79, 80, 81, 82, 83 wmum 140;
(iwv) CDR1 BapradesIbHOM obytacTH JeTKOM uenmu, comepXxanyio
AMMHOKMCJIOTHYIO IIOoCJlefoBaTeJIbHOCTL M3 SEQ ID NO:4; (v) CDR2
BapuabesbHOM of0JjacTM JIeTKOM LelM, CcolepXalyl aMUHOKMWCJIIOTHYIO
mocJjlegjoBaTeJIbHOCTL M3 SEQ ID NO:5, 65, 66, 67, 68, ©9, 70, 71,
72, 73 wmin 141; wm (vi) CDR3 BapuabesibHOM oB0JlacTH JIeTKOM Lelu,
comepXxamyl aMMHOKMCIIOTHYIO IIOCJieloBaTeJlbHOCTE u3 SEQ ID NO:6, 74,

75, 76, 77, 78 wmam 142. B OIOHOM BapMaHTe OCYIECTBJIEHMS aHTUTEJO

npotue TIGIT wMIM eT'0 aHTUTeHCBA3HWBAKMIUM (parlMeHT comepxuT: (i)
CDR1 Bapuabesib HOM oBJlacTH T AXEJION uernm, COIepXallyio
AMMHOKMCJIOTHYID IIOoCJlemoBaTeJIbHOCTL M3 SEQ ID NO:88; (ii) CDR2

BapuabeJIbHOM 0OJIaCTM TSXeJIOM LelM, CoOepXallyld aMVHOKMCJIOTHYIO
nmocjiemnopaTeJIbHOCTL M3 SEQ ID NO: 89, 96, 97, 98, 99, 100, 101,
102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 134, 135 wwm
147; (iii) CDR3 BapuabesibHOM 00JIacTM TSEKeJION Lenyr, COodepXallyo
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 90; (iv) CDR1
BapuabeJyIbHOM oO0JlacTM JIeTKOM LelM, CcoLepXalyl aMUHOKMCJIIOTHYIO
nocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 91; (v) CDR2 BapuaBeJbHOU
oBJacTu JIeTKOM Lemnu, comepXxallyo aAMMHOKUCJIIO THYIO
nmocJjemoBaTeJlbHOCTE M3 SEQ ID NO: 92, 112, 113, 114, 115, 1le,
117, 118, 119, 120, 121, 122 wumm 148; m (vi) CDR3 BapuabesibHOM
oBJyacTu JIeTKOM Lemnu, CcoIepXalyo AMVHOKMUCJIO THYIO
[IOCJIeDOBATEJILHOCTE nu3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCVYIUIeCTRBJIEHUA AHTUTEJIO IPOTUR TIGIT nJin AHTUT €HCB I 35B alolnil
bparMeHT 1o MU30O0peTeHMIO coIepxuT: (i) CDR1 BapuabejbHOM oBjJacTu
TSKEJIOM LelM, COoOepXallyld aMMHOKMCIIOTHYI IIOCJeNOBAaTeJIbHOCTE U3
SEQ ID NO: 1; (ii) CDR2 BapuabeJybHOM 006JacTuU TSKeJON Lelu,
comepxamyl aMMHOKMCJIIOTHYK IIOCJIemoBaTesIbHOCTE u3 SEQ ID NO: 2;
(1ii) CDR3 BapuabeJIbHOM obJacTu T AXKEeJION lemnu, COoIepXally
AMMHOKMCJIOTHYIO IIoCcJlemoBaTeJIbHOCTL M3 SEQ ID NO: 3; (iv) CDR1
BapuabeslbHOM oO0JlacTyM JIeTKOM LelM, CoOepXalyln aM/HOKMCJIOTHYIO
mocyienoBaTeJIbHOCTE M3 SEQ ID NO: 4, (v) CDR2 BapmuabesbHOU

objlacTu JIeTKOM nermn, coepxalrylto AMVHOKNMCIIOTHYIO
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IocJjenoBaTeNbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 BpBapuabellbHOM
obJjlacTu JIeTKON Lenu, comepxamyn AMVHOKMCJIOTHYIO
rocJenoBaTeJIbHOCTD nus SEQ ID NO: 6. B OpyT'oM  BapMaHTe
OCVYIUIeCTBJIEHUA AHTUTEJIO IIPOTUBR TIGIT MJin AHTUT €HCB 4 35B aloli
bparmMeHT 10 MBO0OpeTeHU comepxuT: (1) CDR1 BapuabesbHOM 00JacTH
TSXKEJION lely, ComepXallyld aMMHOKMCIIOTHYI IIOCJeHOBaTeJIbHOCTL U3
SEQ ID NO: b57; (ii) CDR2 BapuabeJIbHOM 0OJIaCTM TSIKeJION lLenu,
comepXxamyl aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTE M3 SEQ ID NO: 58;
(1ii) CDR3 BapuadeJIbHOM obJacTu T AXEJION lenu, coIepXally
AMMHOKMCJIOTHYID IIOCJIegOoBaTeJIbLHOCTE M3 SEQ ID NO:59; (iv) CDR1
BapuabenbHOM oOJlacTM JIeTKOM ILenwu, comepXallyld aMUHOKUCIIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 60; (v) CDR2 BapuabeJIbHOM
obJjlacTn JIeTKOM nenu, comepxamyn aMVHOKMVCJIOTHYIO
IoCJIeNOBaTEeNbHOCTE U3 SEQ ID NO: 61; m (vi) CDR3 papuabejbHOU
obJjlacTun JIeTKOM Lenu, comepxalyn aMVHOKMCJIOTHYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 62. B OOHOM  BapMaHTe
OCYMEeCTBJIEHUSA aHTUTeJIO OpoTMB TIGIT wMIM ero aHTUIeHCBS3HBAamuUni
bparMeHT comepxuT: (1) CDR1 BapuabenbHOM o0O0JacTM TSKeJION lenu,
comepXxalyl aMMHOKMCIIOTHYI I[IOCJIeloBaTeJIbHOCTE M3 SEQ ID NO:88;
(i1) CDR2 BapuabeJibHOM obiacTu T AXKeJION uenm, cCoIepXallyo
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCTL M3 SEQ ID NO: 89, 134 myum 135;
(1id) CDR3 BapradesIbHOM objlacTH TOXKEJION — LIelu, comepXxanyio
AaMMHOKMCJIOTHY IIocjlenoBaTejlbHOCTL M3 SEQ ID NO: 90; (iv) CDR1
BapuabenbHOM oOJlacTM JIeTKOM Lenwu, comepXallyld aMUHOKMCIIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91; (v) CDR2 BapuabeJbHOM
obJjiacTu JeTKOM uenu, comepxalyn aMUHOKMCJIO THYIO
IocJienoBaTeJbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabesbHOM
obJjlacTun JeTKOM nenmu, comepxamyn aMVHOKMVCJIOTHYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYMeCTBJIEHUA aHTUTeJIO OpoTMB TIGIT wuIM ero aHTUIeHCBSI3LBAamuUni
bparMeHT comepxuT: (i) CDR1 BapuabedbHOM o0B0JacTu TSKeJON lenu,
comepxamyl aMMHOKMCIIOTHYK IIOCJIeENOoBaTesJIbHOCTE u3 SEQ ID NO: 88;
(i1i) CDR2 BapuabeJibHOM obJacTu T AXKEeJION lemnu, COoIepXallyo
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 134; (iii) CDR3
BaprabenbHOM 0O0JacTy TAXEJOM LelM, COoOepXallyld aMUHOKMKCIIOTHY

nocjienoBaTeJIbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabesbHOU
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obyacTu JIeTKOM Lenu, ConepXallylo AMUHOKMCJIIO THYIO
mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapmrabeJbHOM
obyacTu JIeTKOM Lenu, ConepXallylo AMUHOKMCJIO THYIO

IoCJIenoBaTeJIbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
oBJjacTu JIeTKOM Lemnu, comepXxallyo AMMHOKMUCJIO THYIO
rocyienoBaTeJlbHOCTE M3 SEQ ID NO: 93.

VzobpeTeHMe OTHOCUTCSA TakXe K BaKIMHe, coIepXalel aHTUTEeJO
WM aHTHUTEeHCBA3HBAMUM dparMeHT 10 u30bpeTeHU. B OOHOM BapMaHTe
OCVYIIeCTBJIEHUA AHTUTEJIO IIPOTUR TIGIT nJin AHTUT €HCB I 35B alolil
bparMeHT 1o MU300peTeHMIO coIepxuT: (i) CDR1 BapuabejbHOM oBJjJacTu
TSKEJIOM LelM, CoOepXallyld aMMHOKMCIIOTHYID IIOCJeOOBATeJIbHOCTE U3
SEQ ID NO: 1; (ii) CDR2 BapuabejybHOM 006JacTuU TSKeJON Lelu,
comepxamyl aMMHOKMCIIOTHYK IIOCJenoBaTesJIbHOCTE u3 SEQ ID NO: 2;
(1ii) CDR3 BapuabeJbHOM obiacTu T AXEJION lLenu, COomepXalyo
aMMHOKMCJIOTHYID IIocJledoBaTeJlbHOCTL 3 SEQ ID NO: 3, 79, 80, 81,
82, 83 wmmm 1401; (iv) CDR1 BapuabenpHoM o06JacTM JeT'KOoM Ilienu,
comepXxamyl aMMHOKMCIJIOTHYK IIOCJenoBaTesIbHOCTE u3 SEQ ID NO: 4;
(v) CDR2 BapuabeJbHOM obJlacTuU JeTKoMn uenm, comepxamymn
AMMHOKMCJIOTHYI IIocjlemoBaTeJlbHOoCTE M3 SEQ ID NO: 5, 65, 66, 67,
68, 69, 70, 71, 72, 73 wmam 141; m (vi) CDR3 BapmabejbHOM o0O0JaCTU
JIETKOM Liely, COoOepXallyld aMMHOKMCIJIOTHYI IIOCJIeNOBaTeJIbHOCTE U3 SEQ
ID NO:o, 74, 75, 76, 77, 78 wmym 142, B OOHOM BapMaHTe
OCYMEeCTRBJIEHUS aHTUTeJIO OpoTuB TIGIT MIM eTro aHTUIeHCBSI3LIBAammi
bparmMeHT comepxuT: (i) CDR1 BapuabesibHOM o0B0JlaCTM TSXKEJION lenu,
comepxamyl aMMHOKMCJIOTHYK IIOCJIenoBaTeJIbHOCTE M3 SEQ ID NO: 88;
(1i1) CDR2 BapuabeJibHOM obJacTu T AXEJION lemnu, coIepXallyo
aAMMHOKMCJIOTHYIO IIOoCJleDoBaTeJIbHOCTL M3 SEQ ID NO: 89, 96, 97, 98,
99, 100, 101, 102, 103, 104, 105, 106, 107, 108, 109, 110, 111,
134, 135 mam 147; (iii) CDR3 BapuabesbHOM 00JIaCcTM TSXeJIOM Illenu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJeNoBaTesJIbHOCTE M3 SEQ ID NO: 90;
(iv) CDR1 BapuabesbHOM obiacTu JIeTKOM lemnu, COoIepXally
aAMMHOKMCJIOTHYIO IIocjlefoBaTeJlbHOCTE M3 SEQ ID NO: 91; (v) CDR2
BapuabeslbHOM oO0JacTyM JIeTKOM LelM, COoOepXamlyl aM/HOKMCJIOTHYIO
nmocjiempopaTeJIbHOCTL M3 SEQ ID NO: 92, 112, 113, 114, 115, 1le,
117, 118, 119, 120, 121, 122 wmu 148; um (vi) CDR3 BapuabeslbHOM

objlacTu JIeTKOM nermn, coepxalrylto AMVHOKNMCIIOTHYIO
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[IOCJIeDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCVYIUIeCTRBJIEHUA AHTUTEJIO IIPOTUBR TIGIT MJin AHTUT €HCB g 35B aloli
dparMeHT 10 M300peTeHMIO coIepXxuT: (1) CDR1 BapmabenbHOM oOJacTU
TOKeJIOM LelM, CcolepXallyld aMMHOKMKCIIOTHYK IIOCJIeNOoBaTeJIbHOCTL U3
SEQ ID NO: 1; (ii) CDR2 BapuabesbHOM 00JlaCTM TSXKeJION Lenu,
comepXallyld aMMHOKMUCJIOTHYIO I[IOCJeloBaTeJIbHOCTsE M3 SEQ ID NO: 2;
(1ii) CDR3 BapuadeJbHOM obJacTu T AXEeJION lenu, coIepXallyo
aAaMMHOKMCJIOTHYIO IIOocJleDoBaTeJIbHOCTL M3 SEQ ID NO: 3; (iv) CDR1
BapuabenpHOM oOJlacTM JIeTKOM Lenwu, comepXallyld aMUHOKUCIIOTHYIO
nocyjenoBaTeJIbHOCTE m3 SEQ ID NO: 4; (v) CDR2 BapmuabesbHOU
obJjiacTu JeTKOM nenu, comepxamyn AMUHOKMVCJIO THYIO
nocjienoBaTelbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 BapuabellbHOM
obJjlacTn JIeTKOM nenu, comepxamyn aMVHOKMVCJIOTHYIO
[IoCJIenOoBaTeJIbHOCTE ns SEQ ID NO: 6. B OIpyTroM  BapuaHTe
OCVYIIeCTRBJIEHUA AHTUTEJIO IPOTUR TIGIT MJin AHTUIT' €HCB 4 35B alolniz
bparMeHT 1o u30O0peTeHMIO coIepXxuT: (i) CDR1 BapmabenbHOM oBJjJacTu
TOKEJIOM LenM, CcolepXallyld aMMHOKMCIIOTHYK IIOCJHeNOBaTeJIbHOCTE U3
SEQ ID NO: b57; (ii) CDR2 BapuabesibHOM o0OJIaCcTM TSKeJION Lenu,
comepXxalyl aMMHOKUCIIOTHYK IIOCJIenoBaTesJIbHOCTE M3 SEQ ID NO: 58;
(1ii) CDR3 BapuabeJIbHOM obiacTu T AXeJION enu, coIepXallyo
aMMHOKMCJIOTHY IIocjlenoBaTeJlbHOCTL M3 SEQ ID NO: 59; (iv) CDR1
BapuabenbHOM ofJjacTy JIeTKOM  Lely, cComepXallyld aMUHOKMCIIOTHYIO
mocjienoBaTeJIbHOCTE m3 SEQ ID NO: 60; (v) CDR2 BapuabeJbHOM
obJjiacTu JeTKOM uenu, comepxalmyno AaMUHOKMCJIO THYIO
nocjienoBaTeJbHOCTE U3 SEQ ID NO: 61; m (vi) CDR3 BapuabesbHOM
obJjiacTu JeTKOM uenu, comepxalyn aMUHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 62. B OOHOM  BapMaHTe
OCYMEeCTBJIEHUS aHTUTeJIO OpoTuMB TIGIT MIM eTro aHTUIeHCBSI3LBAamui
bparMeHT comepxuT: (i) CDR1 BapuabedabHOM o0B0JacTu TSKeJON lienu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJeNoBaTesJIbHOCTE u3 SEQ ID NO: 88;
(i1) CDR2 BapuabeJbHOM obJacTu T AXEJION lemnu, COoIepXally
AMMHOKMCJIOTHYIO IIOocJIedoBaTeJIbHOCTE M3 SEQ ID NO: 89, 134 mmm 135;
(1ii) CDR3 BapuabeJIbHOM obiacTu T AXKEeJION lLemnu, COoIepXally
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCTE M3 SEQ ID NO: 90; (iv) CDR1
BapnabesbHOM oOOJlaCcTM JIeTKOM Lenw, comepXallyld aMUHOKMCIIOTHYIO

mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapmabeJbHOM
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obJjlacTn JIeTKOM Lenu, comepxamyn AMVHOKMCJIOTHYIO
IOoCJIenOBaTeJbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
obJjiacTu JIeTKON nenu, comepxamyn AMVHOKMCJIOTHYIO
[IOCJIeOOBATEJIbHOCTE ns3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYImEeCTBJIEHUS aHTUTeJIo OpoTuB TIGIT MiIM ero aHTUTEeHCBISHBAamU
bparmeHT comepxmuT: (i) CDR1 BapuabeJbHOM 00JIaCTM TSXKEJION Lenu,
comepxamyl aMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCTL M3 SEQ ID NO: 88;
(11) CDR2 BapuabeJibHOM obJacTu T AXEJION lenu, coIepXally
aAaMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 134; (iii) CDR3

BapMa@eﬂbHOﬂ obJjiacTu T IXeJION e, cogepXxamyno AMMHOKMCIIOTHYIO

nocjienoBaTeJbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
nocjyienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obJyacTu JIeTKOM Lenu, ConepXallylo AMUHOKMUCJIIO THYIO

IOCJIeNOBaTENBHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 pBapuabejbHOU
obracTu JIeTKOM neny, comepXxamyn AMUHOKHUCJIO THYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCVYIIECTRBJIEHMA BaKIMHA OOMIOJIHUTEJLHO COIOEPXUT aHTUTEH.

N300peTeHre OTHOCUTCHA TaKXe K CHOCOOY IOeTeKUUM IIPUCYTCTBUA
rernrmna TIGIT WIIN ero dparmMeHTa B obpasle, BKJIIOUAKIEMY
npuBeneHMre oBpasua B KOHTAaKT C AHTUTEJIOM WA ero
AHTUT €HCB A3EBalIMM bparMeHTOM 1o n300peTeHUn n ODeTeKIMO
IIPUCYTCTBUA KOMILJIEKCA MeXOYy aHTUTEJIOM WM (parMeHTOM M IIelITUIOM;
IOoe IOeTeKLUMA KOMIJIEKCa YKas3eBaeT Ha IIpucyTcTBMe Hentuma TIGIT. B
OIOHOM BapMaHTe OCVYIIeCTBJIEHUA AHTUTEJIO IIPOTUB TIGIT MJIn
AHTUTEeHCBA3HBaIMUY dparMeHT IO M300peTeHM comepxuT: (i) CDR1

BapMa@eﬂbHOﬁ obJjiacTu T IXeJION nern, coepXxamyno AMVMHOKMCIIOTHYIO

nocjienoBaTeJlbHOCTE U3 SEQ ID NO: 1; (i1ii) CDR2 BapuabejbHOU
oByacTu T SIKEJION Lenu, coIepXallyo AMVHOKMCJIO THYIO
nocjenoBaTelbHOCTE M3 SEQ ID NO: 2; (iii) CDR3 BapuabesbHOU
oByacTu TSIKEJION Lenu, CoIepXallyo AMVHOKMCJIO THYIO

nmocjiemnopaTeJIbHOCTE M3 SEQ ID NO: 3, 79, 80, 81, 82, 83 mum 140;
(iv) CDR1 BapuabeJbHOM obiacTu JIeTKOM lemnm, COoIepXallyo
aAMMHOKMCJIOTHYIO IIocJjIefoBaTeJIbHOCTE M3 SEQ ID NO:4; (v) CDR2
BapuabeJlbHOM oB0JlacTM JIeTKOM LelM, CcoOepXalyln aM/HOKMCJIIOTHYIO

nocjiemnopaTeJibHOCTL M3 SEQ ID NO:5, 65, 66, 67, 68, ©9, 70, 71,
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72, 73 man 141; wm (vi) CDR3 BapuabesbHOM o0O0JacTu JIeTKOoM Lelwu,
comepXxalyl aMMHOKMCIJIOTHYK IIocJemoBaTeJIbHOCTE M3 SEQ ID NO: 6,
74, 75, 76, 77, 78 wumm 142. B OOHOM BapMaHTe OCYIECTBJIEHUA
AHTUTEJIO WM €TI0 aHTUTEeHCBA3BBaKIUNM GpaTMeHT colepxuT: (1) CDRI
BaprabeJIbHOM 00JlacTM TAXeJOM LeNM, COLepXalyld aMMHOKMCIIOTHYIO
mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 88; (ii) CDR2 BapuabeJbHOU
oBJyacTu TSIKEJION enu, CcoIepXalryio AMVHOKMCJIO THYIO
mocJjlegjopaTeJIbHOCTL M3 SEQ ID NO: 89, 96, 97, 98, 99, 100, 101,
102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 134, 135 wmm
147; (iii) CDR3 BapuabesIbHOM 00JIaCTM TSEKeJION Lenyr, CoIepXallyio
AaMMHOKMCJIOTHYID IIOCJIeDOBaTeJIbHOCTL M3 SEQ ID NO: 153; (iv) CDR1
BapuabesbHOM oOJlacTM JIeTKOM LellM, COoOepXalyl aMVHOKMCJIOTHYIO
nocjyienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
oByacTu JIeTKOM Lenu, CcomepXalyo AMVHOKMUCJIO THYIO
nmocjiemjopaTeJIbHOCTL M3 SEQ ID NO: 92, 112, 113, 114, 115, 1le,
117, 118, 119, 120, 121, 122 wmm 148; um (vi) CDR3 BapuabellbHOM
oByacTu JIeTKOM Lenu, CoIepXallyo AMVHOKMCJIO THYIO
[IOCJIeDOBATEJILHOCTE nus3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYImMEeCTBJIEHMS  aHTUTEJIO WMJIM  aHTUTeHCBA3HBaKIMM  dparMeHT IO
N300pEeTEeHUIn COOEePXUT : (i) CDR1 BapuabenbHOM 0OJIaCTU TIXKEJION
Leny, comepXalyl aMUMHOKMUCIIOTHYI I[IOCJieloBaTelIbHOCTE M3 SEQ ID NO:
1; (ii) CDR2 BapmuabesbHOM 00JIACTM TSKEJOM lenu, COoIepXallylo
aAaMMHOKMCJIOTHY IIocjlemoBaTejlbHOCTL M3 SEQ ID NO: 2; (iii) CDR3

BapMa@eJ’IbHOIZ obJjlacTu T XKEeJION nelnn, cogepXxamyno AMMHOKMCJIIOTHYIO

nocjienoBaTeJbHOCTE ®3 SEQ ID NO: 3; (iv) CDR1 BapuabejbHOM
obJylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIOTHYIO
nocyienoBaTeJIbHOCTE w3  SEQ ID NO: 4, (v) CDR2 BapmuabejbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO

nocjenoBaTelbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 BapuabelbHOMU
oBymacTu JIeTKOM Lenu, comepxanmyo AMUHOKMUCJIO THYIO
[1o0CJIenOoBaTeJIbHOCTE ns SEQ ID NO: 6. B OpyToM  BapuaHTe
OCyMeCTBJIEHU S AHTUTEJIO W AHTUTeHCB A 3HBammi bparMeHT 1o
N300peTeHNn COIEePXUT : (i) CDR1 BapuabenbHOM o0OJIaCTM TIXReJION
neny, coepXamyrn aMUMHOKMCIIOTHYI IIOCJIefoBaTeJIbHOCTE M3 SEQ ID NO:
57; (ii) CDR2 pBapmabenpHOM 00JlaCcTM TSEKeJIONM LEely, COoIOepXallyl

AMMHOKMCJIOTHYIO IIOoCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 58; (iii) CDR3
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Bapmaéeanoﬁ obJjiacTu T IXeJION nern, coepxamyo AMMHOKMCIIOTHYIO

nocJjienoBaTeJbHOCTE M3 SEQ ID NO: 59; (iv) CDR1 BapuabejbHOU
obyacTu JIeTKOM Lenu, ConepXallylo AMUHOKMCJIO THYIO
IocJjienoBaTeJIbHOCTE M3 SEQ ID NO: 60y (v) CDR2 BapmabeJbHOM
obylacTu JIeTKOM Lenu, ComepXallylo AMUHOKMCJIO THYIO

mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 61; m (vi) CDR3 BapuabeJbHOU
obJjacTu JeTKOoM uenmu, comepXxalmyio AMMHOKMCJIO THYIO
[IOCJIeDOBATEJIbHOCTE nu3 SEQ ID NO: 62. B OOHOM BapMaHTe
OCyImEeCTBJIEHUS  aHTUTEJIO WIM eT'0 aHTHUTeHCBA3HBaMUM  dparMeHT
comepxuT: (1) CDR1 BapmuabesbHOM 0OJacCTU TAXEJIOW LelM, COoIoepXallyl
aAaMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BapuabelbHOM 0O6JacTy TSXKeJOWM LelM, CoOepXalyl aMUHOKMCIIOTHYI
nocjienoBarTeJIbHOCTL M3 SEQ ID NO: 89, 134 myum 135; (iii) CDR3

BapMa@eﬂbHOﬂ obJjlacTu T IXeJION nern, cojepXxamyno AMMHOKMCIIOTHYIO

nocJjienoBaTeNlbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabesbHOU
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMCJIIO THYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapmabeJbHOM
obyacTu JIeTKOM Lenu, ConepXallylo AMUHOKMCJIO THYIO

IoCJIenOBaTEeJBbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
obJjlacTu JIeTKON uenu, comepxamyn AMMHOKMCJIO THYIO
[IOCJIenOBATEJIbHOCTE U3 SEQ ID NO: 93. B onmHOM BapuaHTe
OCYIEeCTBJIEHUS aHTUTeJIo OpoTuB TIGIT HWIM ero aHTUIEeHCBI3HBAamUi
bparMeHT comepxuT: (1) CDR1 BapuabeyibHOM o0B0JIaCTM TSXKEJION lenu,
comepXxamyln aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL M3 SEQ ID NO: 88;
(11) CDR2 BapuabeJibHOM obJacTu T AXEJION lemnu, coIepXally
aAaMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 134; (iii) CDR3

BapMa@eﬂbHOﬁ obJjiacTu T IXeJION nern, coepXxamyno AMVMHOKMCIIOTHYIO

nocjienoBaTeJlbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOU
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO

IOCJIENOBaTENBHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 papuabejbHOU
oBiyacTu JIeTKOM Lenu, COoIepxXalyo AMVHOKMCJIOTHYIO
mocJjienoBaTeJIbHOCTE M3 SEQ ID NO: 93.

V306peTeHre OTHOCUTCSA TakKXe K CHocody yBeJMdeHUS aKTUMBHOCTU

VIMMYHOILIMUTOB, BRJIKUaAKIeMy InprmuBeneHMe VMIMMYHOLIMITOB B KOHTaKT C
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JIIOOBEIM nus AHTUTEJI I AHTUT'€HCBASHBaIMX @paPMeHTOB I10
MBO@peTeHMD. B OIOIHOM BapMaHTe OoOCymeCTBJIEHMA M306peTeHme
OTHOCHUTCHA K Criocoby YBeJIMUeHIMA AKTVMBHOCTU VIMMYHOIIITOB,

BKJIOUAKIEMY BBeIeHMe HyXIarleMyCsa B 5STOM CyOBLeKTy 9®®6KTMBHOPO
KoJimyeCTBa aHTuTeJla Nz AHTUI'€eHCBAS3HBalIMX @paPMeHTOB I10
MBO@peTeHMD. B omHOM BaprMaHTe OCYUWeCTBJIEHNUA crioco® MCIIOJIE 3YIT
IOJIA JIJeueHIMA 3JI0KaueCTBEeHHOM OITYyXOJIN , JiedeHNA MH@GKHMM nJin
MH@GKHMOHHOPO 3ab0JIeBaHMsa, WM B KaueCcTbBe aOblBaHTa MOJI9 BaKIUH.
B omHOM BapMmMaHTe OCYyIeCTBJIeHMA YBeJIMdeHlMe aKTMBHOCTHM MMMYyHOIVMTOB
MOXHO ODeTeKTMPOBAaTb IIOCpenCTBOM Ms3MepeHNA nponm@epaumm
VIMMYHOILIMTOB . HaHpMMep, YBeJIMdeHNe AKTVMBHOCTM T-KJIeTOK MOXHO
OTeTeKRTHPORBaThb IIOoCpedCTBOM NMM3MEPpEeHNA HpOﬂM@@paHMM T-KJIETOK. B
OIOHOM BapMaHTe OCYIMeCTRBJICcHMA VYBeJIMUeHMe aKTMBHOCTM VMMYyHOIVTORB

MOXHO IOeTeKTHMPpOBaTE IIOCPeICTBOM M3IMepPeHMA aKTUMBallM T-KJIeTOK eXx

vivo B oO0Opasle, I[OJIlydeHHOM OT cCyOwekTa. B OIZHOM BapMuaHTe
OCyIeCTBJIEHUS YBEeJIMUeHHUEe aKTUMBHOCTHU T-KJIeTOK onpenessanT
[IOCPelCTBOM: (1) NU3MepeHnd PEe3yJbETaTOBR pearkumn CMellaHHOM

KYJBTYPH JMMOOUMTOB MJIM HOPAMOM CTUMyJdAUMM mAb nOpoTtmus CD3
nepemauM CcuUrHajsia T-KJIeTOUHOT'O pPelelITopa (TCR) oJid MHIOYKLIUU
ONPOOYKUMM LMTOKMHOB, BHOPAaHHEX W3 TpPyNle, cocTosamer us3: IL-2,
TNFo,, IL-17, IFNy, IL-1f, GM-CSF, RANTES, IL-6, IL-8, IL-5 u IL-
13; (ii) wmBMepeHMA MHOyUMPOBaHHOM SEB HOPOOYKIUMM OOHOTO WU
HEeCKOJIbKMX LIMTOKMHOB, BHOPaHHEM W3 TPYIIH, cocTosmen u3: IL-2,
TNFo, IL-17, IFNy, GM-CSF, RANTES, IL-6, IL-8, IL-5 m IL-13; wiu
(iii) wmsMepeHMS MHOYUMPOBaHHOM TT OPOOYKUMM LUMTOKMHA, BHOPAHHOTO
13 TPy, cocTosmen mu3: I1L-2, TNFa, IL-17, IFNy, GM-CSF, RANTES,
IL-6, IL-8, IL-5 wm IL-13. B O»OHOM BapMaHTe OCYIECTBJIEHUNA
AHTUTEJIO IPOTUR TIGIT WU AHTUT eHCB A 3LBalommi bparMeHT 10
N300pEeTEeHN COIEePXUT : (i) CDR1 BapuabGenbHOM o0B0JIaCTHU TIXReJION
neny, coepxamyrn aMUMHOKMCIIOTHYI IIOCJIenoBaTeJIbHOCTE M3 SEQ ID NO:
1; (i1) CDR2 BapuabeJibHOM oBJacTM TAXeJoM Lenu, CcoIepXallyo
AMMHOKMCJIOTHYID IIOCJIemoBaTeJibHOCT: M3 SEQ ID NO: 2; (iii) CDR3
BapuabeJIbHOM 0OOJIaCTM TsXEJIOM Lely, CcoOepXallyld aMVHOKMCJIOTHYIO
nocjiemopaTeJibHOCTL M3 SEQ ID NO: 3, 79, 80, 81, 82, 83 mum 140;

(iwv) CDR1 BapuabeJlbHOM obJacTu Jerkomn emnm, cCoIepXallyo
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aMMHOKMCJIOTHYIO IIocJjlIefoBaTeJIbHOCTELE M3 SEQ ID NO: 4; (v) CDR2
BapuabeslbHOM oO0JlacTyM JIeTKOM LelM, CcoOepXalyln aM/HOKMCJIOTHYIO
nmocjiemopaTeJibHOCTL M3 SEQ ID NO: 5, 65, 66, 67, 68, 69, 70, 71,
72, 73 manm 141; wm (vi) CDR3 BapuabesbHOM o0O0JlacTM JEeTKOM Lelu,
comepXallyld aMMHOKMCJIOTHYK IocjenobaTesJlbHOCTE U3 SEQ ID NO: ¢,
74, 75, 76, 77, 78 wmm 142. B OOHOM BapMaHTe OCYINECTBJIEHUA
AHTUTEJIO I[IPOTUB TIGIT I ero AHTUTEeHCBS3HBALMINUY  dparMeHT
comepxuT: (1) CDR1 BapmuabesbHOM 0OJaCTU TAXEJIOW LelM, COoIoepXallylo
aAMMHOKMCJIOTHYID IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 88; (ii) CDR2
BapuabeJbHOM 0OJlaCTM TSKeJIOM LelM, CcoIepXallyld aMVHOKMWCJIOTHYIO
nmocjiemjopaTeJIbHOCTL M3 SEQ ID NO: 89, 96, 97, 98, 99, 100, 101,
102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 134, 135 wwu
147; (iii) CDR3 BapuabesbHOM 00JIaCTM TSERKeJION LenMr, CodepXallyo
AMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 90; (iv) CDR1
BapuabeslbHOM oO0JlacTM JIeTKOM LelM, COoOepXalyl aMVHOKMCJIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
oByacTu JIeTKOM Lenu, CoIepXallyo AMVHOKMCJIO THYIO
nmocjiemnopaTeJIbHOCTL M3 SEQ ID NO: 92, 112, 113, 114, 115, 1le,
117, 118, 119, 120, 121, 122 wmu 148; um (vi) CDR3 BapuabeslbHOM
oBJjacTu JIeTKOM nemnu, comepXxallyio AMVHOKMUCJIO THYIO
[IOCJIenOBATEJIbHOCTE U3 SEQ ID NO: 93. B onmHOM BapuaHTe
OCYIIeCTRBJIEHUSA AHTUTEJIO [IPOTUB TIGIT I AHTHWIT eHCB A 3HB aommi
bparMeHT 10 u300peTeHMIO colepxuT: (i) CDR1 BapuabesibHOM oBJacTu
TSXKEJIOM LelM, CoOepXallyld aMMHOKMCIIOTHYID IIOCJeHOBAaTeJIbHOCTE U3
SEQ ID NO: 1; (ii) CDR2 BapuabeyibHOM 006JacTuU TSKeJON Lelu,
comepXxamyl aMMHOKMCJIOTHYK IIOCJemoBaTesJIbHOCTE u3 SEQ ID NO: 2;
(1ii) CDR3 BapuabeJIbHOM obJacTu T AXEJION lenu, CoIepXally
aAaMMHOKMCJIOTHYI IIoCJlemoBaTeJIbHOCTL M3 SEQ ID NO: 3; (iv) CDR1
BapuabeslbHOM oO0JacTyM JIeTKOM LellM, COoIepXalyl aMVHOKMCJIOTHYIO
ocjienoBaTeJIbHOCTE m3  SEQ ID NO: 4, (v) CDR2 BapmuabejbHOU
oByacTu JIeTKOM Lenu, CoIepXallyo AMVHOKMCJIO THYIO
nocJjienoBaTelbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 Bapuab®ellbHOM
oByacTu JIeTKOM Lenu, CoIepXallyo AMMHOKMUCJIO THYIO
[ocJenoBaTeJIbHOCTD nus SEQ ID NO: 6. B OpyTroM  BapMaHTe
OCVYIUIeCTBJIEHUA AHTUTEJIO IIPOTUBR TIGIT MJin AHTUT €HCB 4 35B aloli

dparMeHT o M300peTeHMIO colepXxuT: (1) CDR1 BapmabenbHOM oBOJacTU
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TOKEJIOM Leny, CcolepXallyld aMMHOKMKCIIOTHYK IIOCJIeNOBaTeJIbHOCTE U3
SEQ ID NO: b57; (ii) CDR2 BapuabesbHOM o0OJIacTM TSKeJION Lenu,
comepXxalyl aMMHOKMCIIOTHYK IIOCJIenoBaTesIbHOCTE M3 SEQ ID NO: 58;
(1ii) CDR3 BapmabeJIbHOM obJacTu T AXKeJION enu, coIepxallyo
aAaMMHOKMCJIOTHY IIocjlenoBaTeJlbHOCTL M3 SEQ ID NO: 59; (iv) CDR1
BapuabenbHOM ofJjlacTy JIeTKOM  lely, cComepXallyld aMUHOKMCIIOTHYIO
mocjienoBaTeJIbHOCTE u3 SEQ ID NO: 60; (v) CDR2 BapuabeJbHOM
obJjiacTu JeTKOM uenu, comepxalmyn aMUHOKMCJIO THYIO
nocjienoBaTeJbHOCTE U3 SEQ ID NO: 61; m (vi) CDR3 BapuabejbHOM
obJjiacTu JeTKOM uenu, comepxamyn aMVHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE nu3 SEQ ID NO: 62. B OOHOM  BapMaHTe
OCYMEeCTBJIEHUS aHTUTeJIO OpoTuMB TIGIT wMIM eTro aHTUIeHCBSI3LBAamui
bparMeHT comepxuT: (i) CDR1 BapuabedabHOM o0B0JacTu TSKeJION lienu,
comepxamyl aMMHOKMCIIOTHYK IIOCJeNoBaTesJIbHOCTE u3 SEQ ID NO: 88;
(i1) CDR2 BapuabeJbHOM obJacTu T AXKEJION lemnu, COoIepXallyo
AMMHOKMCJIOTHYIO IIocJIedoBaTeJIbHOCTE M3 SEQ ID NO: 89, 134 mmm 135;
(1ii) CDR3 BapuabeJIbHOM obJacTu T AXKEJION lenu, COoIepXally
AMMHOKMCJIOTHYIO IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 90; (iv) CDR1
BapnabesbHOM oOOJlaCcTM JIeTKOM Lenw, comepXallyld aMUHOKMCIIOTHYIO
mocjienoBaTeJIbHOCTE m3  SEQ ID NO: 91y (v) CDR2 BapmrabeJbHOM
obJjiacTu JIeTKOM uenu, comepxamyn AMMHOKMCJIO THYIO
mocjenoBaTeJIbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 BapuaBeJbHOU
obJjacTu JeTKOoM uenmu, comepxalymo aMUHOKMCJIO THYIO
[IOCJIeDOBATEJIbHOCTE nu3 SEQ ID NO: 93. B OOHOM BapMaHTe
OCYMEeCTBJIEHUS aHTUTeJIO OpoTuB TIGIT MiIM eTro aHTUIeHCBSI3LIBAamui
bparMeHT comepxuT: (i) CDR1 BapuabesyibHOM o0B0JlacTM TOXKeJION lienu,
comepxamyl aMMHOKMCJIIOTHYK IIOCJIenoBaTesJIbHOCTE u3 SEQ ID NO: 88;
(i1) CDR2 BapuabesbHOM obJacTu T AXEJION lemnu, COoIepXally
AaMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 134; (iii) CDR3

BapMa@eﬂbHOﬂ obJjiacTu T IXeJION nern, coepXxamyno AMMHOKMCIIOTHYIO

nocJjienoBaTeNlbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOU
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMCJIIO THYIO
mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapmabeJbHOM
obyacTu JIeTKOM Lenu, ConepXallylo AMUHOKMCJIO THYIO

IOoCJIenOBaTEJBHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
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obrnacTu JIeTKOM ueny, comepXxamyn AMUHOKHUCJIO THYIO
nocJienoBaTeJIbHOCTE M3 SEQ ID NO: 93.

Nz300peTeHMne OTHOCUTCHA Takxe K criocody JIeueHU A
3JI0KaueCTBEeHHOM Oy XOJIN I MHPEKLMOHHOTO 3aboJieBaHmUA N
cyDOBeKTa, BKJIOUaAKIeEMy BBeleHMe CYyOBeKTYy DOOeKTMBHOIO KOJMUEeCTBa
aHTUTeJla—aHTaroHmcTa npotus TIGIT M aHTUTesla-aHTaATOHMUCTAa IIPOTUB
PD1, 1me aHTUTeJiO OpoTue TIGIT ob6JjlamaeT YCUJIEHHOM 5»OOeKTOpHOM
byHKIIMEeM I1I0 CPaBHEHUID C MCXOOHBIM aHTUTeJIoM. Kak I[IpUMMeHST B
HaCTOAMleM OOKYMEHTEe, «UCXOOHOE aHTUTEJIO» OTHOCUTCI K aHTUTEIY,
oBJjajanmeMy Fc-o6JlacTbid IOUKOTO THUIIa W/WIKM  TIJIMKO3UIMPOBaHUEM
OIMKOTO TUIa (T.e., IDaTTEepPHOM IJIMKO3WMJIMPOBAHMSA, BO3HMUKAKINVM B
pe3yJjibTaTe DSKCIPEeCCUM IIOJUIIENTMIa B HeMOOIMOMUMPOBAHHOM KJIeTKe-—
XO3AMHE MIEKONUTAKMETO) . J30PeKTOopHYKR (QYHKIMIKD MCXOOHOTO aHTUTeJa
MOXHO  YCUJIMBATH NOCPEenCcTBOM MyTareHesa  eTo Fc-objactun wiu
[IOCPEICTBOM M3MEHEeHUA eT0 IJIMKOBUJIMPOBaHUA (Kak O0oJiee NOIOPOOHO
oBCyXImamnT HMWXe). B OIHOM BapMaHTe OCYIHEeCTBJIEHMS AaHTUTEJIO IIPOTUB
PD1 BRBOOAT HOO BBeIeHMHA MCXOOHOTOC AaHTHUTEJla. B OIJHOM BapMaHTe
OCYIIECTBJIEHMA aHTUTeJio npoTtue PD1  BBOOmAaT 3a 4-10 cCcyTok IO
BBeOeHUd aHTUTeJia HOpoTuB TIGIT. B oOOHOM BapmaHTe OCYIEeCTBJI€HUI
npenepapuTesjibHasa obpaboTka AHTUTEJIOM IpOTHUB PD1 MOXeT
MOIYJMPOBATE MMMYHOLMTE, UYTO IIPUBOOMT K YCUJIEHHOW OIOCpelOBaHHOM
Fc ¢yHxkumMm a”HTUTe s npoTue TIGIT. B OOHOM BapMaHTe OCYUEeCTBJIEHUA
aHTUTeJIo OpoTuB TIGIT COONepXUT KOHCTAHTHHM noMeH IgGl uejoBeka.
B omDHOM BapMaHTe OCylleCTBJIeHUA o00paboTka aHTUTeJaMu OpoTus TIGIT
¥ aHTUTeJaMu OpoTuB PD1l He OpuMBOOMT K MCTOomeHMHO Treg. B oOHOM
BapMaHTe OCYIEeCTRBJIEHU A AHTUTEJIO IPpOTUB PD1 I ero
AHTUTEeHCBA3HBaMMUY QparMeHT BoHOpaH M3 TPYIIIIH, cocTodmen wus3:
nemMbposmsyMaba ¥ HUMBOJIyMa®a. B OODHOM BapMaHTe OCYIeCTBJIEHUA
AHTUTEJIO IIPOTUR TIGIT I AHTUT eHCB A 3LBammi bparMeHT infe)
N300pEeTEeHN COIEePXUT : (i) CDR1 BapuabGenbHOM o0B0JIaCTHU TIReJION
neny, coepxamyrn aMUMHOKMCIIOTHYI IIOCJIenoBaTeJIbHOCTE M3 SEQ ID NO:
1; (i1) CDR2 BapuabeJibHOM oBJlacTM TAXeJIOM Lenu, CcoIepXallyo
AaMMHOKMCJIOTHYIO IIOoCJIemoBaTeJibHOCT:E M3 SEQ ID NO: 2; (iii) CDR3
BapuabesbHOM oBOJlacTy TSEKeJION Lelr, CcoIepXallyld aMMHOKMCIIOTHYIO
nocjienoBaTeJbHOCTE U3 SEQ ID NO: 3 (iv) CDR1 BapuabesbHOU

objlacTu JIeTKOM nermn, coepxalrylto AMVHOKNMCIIOTHYIO
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mocjienoBaTeJIbHOCTE M3  SEQ ID NO: 4, (v) CDR2 BapmuabejbHOU
obJjlacTu JIeTKON Lenu, comepxamyn AMVHOKMCJIOTHYIO
nocjienoBaTeNbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 BpBapuabellbHOM
obJjlacTu JIeTKON nenu, comepxamyn AMMHOKMCJIOTHYIO
[IOCJIeOOBAaTEJIbHOCTE ns3 SEQ ID NO: 6. B OOHOM  BapMaHTe
OCYIIeCTRBJIEHUSA AHTUTEJIO [IPOTUB TIGIT I AHTHUIT eHCB A 3HB alommi
bparMeHT 10 wu300peTeHMIO colepxuT: (i) CDR1 BapuabesibHOM oBJacTu
TSKEJION LlenM, CoIepXallyld aMMHOKMCIIOTHYI II0CJIeNOBaTeJIbHOCTL U3
SEQ ID NO: 88; (ii) CDR2 BapuabeJIbHOM o0OJIaCTM TSEKeJION lLienu,
comepxamyl aMMHOKMCJIOTHYK IIocjienoBaTeJIbHOCTE m3 SEQ ID NO: 89,
134 wmmm 135; (iii) CDR3 BapmuabelpHOM 0O0OJIacTU TSXKEJOW I1enu,
comepxamyl aMMHOKMCJIOTHYK IIocJemoBaTeJIbHOCTE u3 SEQ ID NO: 90
(iv) CDR1 BapuabesbHOM obJacTu JIeTKOM lemnu, COoIepXallyo
AMMHOKMCJIOTHYID IIocjlefoBaTeJIbHOCTE M3 SEQ ID NO: 91; (v) CDR2
BapuabenbHOM oOOJlacTM JIeTKOM Lenw, comepXallyld aMUHOKUCIIOTHYIO
IOCJIeNOBaTENBHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
obJjlacTn JIeTKOM nenu, comepxamyn AMVHOKMCJIOTHYIO
[IOCJIeDOBATEJILHOCTE nus3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYMEeCTBJIEHMSA aHTUTeJIO OpoTMB TIGIT wMIM ero aHTUIeHCBS3HBAamuUni
bparMeHT comepxuT: (1) CDR1 rRapuabenbHOM o0O0JJacTy TEKeJION Lenu,
comepXallyld aMMHOKMCJIOTHYI IIOCJIeHOoBaTeJIbHOCTE M3 SEQ ID NO: 88;
(ii) CDR2 BapradesIbHOM objlacTH T OKEJION uenmu, comepXxanyio
AaMMHOKMCJIOTHY IIocjlemoBaTejlbHOCTL M3 SEQ ID NO: 134; (iii) CDR3

BapMa@eJ’IbHOIZ obJjlacTu T XKEeJION nelnn, cogepXxamyno AMMHOKMCJIIOTHYIO

nocjienoBaTeJbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabejbHOM
obJylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 91, (v) CDR2 BapuabeJIbHOM
obyacTu JIeTKOM Lenu, ConepXallyo AMUHOKMUCJIIO THYIO

IoCJIeNOBaTEeNbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabesbHOU
obracTu JIeTKOM neny, comepxamyn AMUHOKHUCJIJIO THYIO
mocJienoBaTeJIbHOCTE M3 SEQ ID NO: 93.

N300peTeHMne OTHOCUTCHA Takxe K criocody JieueHud
3JI0KaYeCTBEHHOM Oy XOJIN I MHPEKLMOHHOTO zaboJieBaHmUA Y
CyOBeKTa, BKJIKNUAKIIEMY BBeleHMEe CYOBeKTY SOPeKTUMBHOTO KOJMUECTBAa
aHTuTeJla-aHTaroHmucTa IpoTuB TIGIT M aHTHUTeJla—aHTal'OHMCTAa IPOTUBR

PD1, 1mme aHTUTesiOo HOpoTuk TIGIT gapjdercd adyKO3MIMPOBAHHEM. B
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OIOHOM BapuaHTe OCVYIIeCTBJIEHUA AHTUTEJIO IIPOTUB TIGIT MJIn
AHTUTEeHCBA3HBaIMM dparMeHT IO u300peTeHM comepxuT: (i) CDR1
BapuabeslbHOM o0OJlacTM TSEKeJION Lelr, CcoIepXalyl aMMHOKMCIIOTHYIO
nocjienoBaTeJIbHOCTE u3 SEQ ID NO: 1; (i1i) CDR2 BapuabeJbHOU
oBJjacTu T SKEJION uernu, comepXxamyn AMUHOKHUCJIJIOTHYIO

mocjenoBaTeJIJbHOCTE M3 SEQ ID NO: 2; (iii) CDR3 BapmuabeJbHOU

obylacTu TSIKEJION uenu, conepXallylo AMUHOKMUCJIOTHYIO
nocjienoBaTeJbHOCTE u3 SEQ ID NO: 3 (iv) CDR1 BapuabejbHOM
obylacTu JIeTKOM nenu, comepXallylo AMUHOKMUCJIIO THYIO
nocyjenoBaTeJIbHOCTE m3 SEQ ID NO: 4; (v) CDR2 BapmuabesbHOU
obylacTu JIeTKOM nenu, comepXallyo AMUHOKMUCJIIO THYIO

nocjienoBaTelbHOCTE M3 SEQ ID NO: 5; m (vi) CDR3 BapuabellbHOM
obJjlacTn JIeTKOM nenu, comepxamyn aMVHOKMVCJIOTHYIO
[IOCJIeIOBAaTEeJIbHOCTE n3 SEQ ID NO: 6. B OIHOM BapMraHTe
OCVYIIeCTRBJIEHUA AHTUTEJIO IPOTUR TIGIT MJin AHTUIT' €HCB 4 35B alolniz
bparMeHT 1o u30O0peTeHMIO coIepXxuT: (i) CDR1 BapmabenbHOM oBJjJacTu
TOKEJIOM LenM, CcolepXallyld aMMHOKMCIIOTHYK IIOCJHeNOBaTeJIbHOCTE U3
SEQ ID NO: 88; (ii) CDR2 BapuabesbHOM o0OJIaCcTM TSKeJION Lenu,
comepxalyl aMMHOKMCIJIOTHYK IIoCjienoBaTeJIbHOCTE M3 SEQ ID NO: 89,
134 wmm 135; (1ii) CDR3 BapuabesibHOM o0OJlaCTU TsSXeJIOM Lelu,
comepXallyld aMMHOKMCJIOTHYI IIOCJIedoBaTeJIbHOCTE M3 SEQ ID NO: 90
(iwv) CDR1 BapradesIbHOM objlacTH JeTKoM Luenmu, comepXxanyio
AMMHOKMCJIOTHYID IIocjlefoBaTeJibHOCTE M3 SEQ ID NO: 91; (v) CDR2
BapuabenbHOM oOJlacTM JIeTKOM Lenwu, comepXallyld aMUHOKMCIIOTHYIO
nocjienoBaTeJbHOCTE U3 SEQ ID NO: 92; m (vi) CDR3 BapuabesbHOM
obJjiacTu JeTKOM uenu, comepxalyn aMUHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE "3 SEQ ID NO: 93. B OOHOM  BapMaHTe
OCYMEeCTBJIEHUS aHTUTeJIO OpoTuMB TIGIT MIM eTro aHTUIeHCBSI3LBAamui
bparMeHT comepxuT: (i) CDR1 BapuabedabHOM o0B0JacTu TSKeJON lienu,
comepXxamyl aMMHOKMCIIOTHYK IIOCJeNoBaTesJIbHOCTE u3 SEQ ID NO: 88;
(i1) CDR2 BapuabeJbHOM obJacTu T AXEJION lemnu, COoIepXally
AMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCT: M3 SEQ ID NO: 134; (iii) CDR3
BaprabenbHOM 0O0JacTM TAXEJIOM LelM, CoOepXallyld aMUHOKMCIIOTHYK
IocJienoBaTeJbHOCTE M3 SEQ ID NO: 90; (iv) CDR1 BapuabesbHOU
obJjlacTn JIeTKON nenu, comepxamyn AMVHOKMCJIOTHYIO

mocjienoBaTeJIbHOCTE u3  SEQ ID NO: 91, (v) CDR2 BapmabeJbHOM
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obrnacTu JIeTKOM ueny, comepXxamyn AMUHOKHUCJIO THYIO
IOoCJIenOBaTeJbHOCTE M3 SEQ ID NO: 92; m (vi) CDR3 papuabesbHOU
obilacTu JIeTKOM ueny, comepXxamyn AMUHOKHUCJIO THYIO
mocjienoBaTeJIbHOCTE M3 SEQ ID NO: 93.

300peTeHuUe OTHOCUTCHA Takxe K criocodby YBeJIMUeHU I
IIPOTUBOOIIYXOJIEBOM AaKTUBHOCTKM aHTUTeJa NpoTuB TIGIT, BRJOUAKIEMY :
IoJIydeHMe MCXOIHOTO aHTuTesla NpoTuB TIGIT u ycuileHne sbdeKkTOpHOM
byHKUINM MCXOIOHOTO aHTHTeJa IIPOTUB TIGIT; roe aKTVBHOCTD
[IOJIYUEHHOTO aHTuTeJsia npoTtuB TIGIT yBeJMueHa I[IO CpaBHEHMIOD C
MCXOOHEIM aHTuTesioM npoTuB TIGIT. Kak [OIpUMEHAIT B HACTOAIEM
OOKYMEHTE, «MCXOIOHOE AaHTUTEJIO» OTHOCUTCS K aHTUTeNy, ofJlamawnieMy
Fc-oBjacTeio IOUKOTO TUIa W/ WIM TJIMKOSWIMPOBAaHMEM IUKOTO TUIla
(T.e., IaTTEPHOM TJIMKO3WUJIMPOBAHUA, BO3SHMKAKNIVM B pe3yJbLTaTe
DKCIPeCcCUun NOJIUIIENTHUOA B HeMOOIUIUIIMPOBAHHOM KJIETKe—-XO3AMHe
MJIEKONIUTAKMETO) . SQPPeKTOPHYK OYHKIWK MCXOIHOTO aHTUTeJla MOXHO
YCUJIMBATEL I[NOCPEOCTBOM MyTareHe3a ero Fc-objlacTu MM TIOCPelCTBOM
M3MeHEeHU A ero TJIMKO3UJIMPOBaHU A, HalpuMmep, neJjiad AQHTUTEJIO
adyKOBMIIMPOBaHHEM (Kak 0oJiee HOOPOOHO OOCyXIOamnT HWXe). B OIHOM
BapMaHTe OCYIEeCTBJIeHUA H20QEeKTOPHYID O(OYHKUIMD MCXOOHOTO aHTuUTeJa
nporme TIGIT ycuamMBamwT I[IOCPEenNCTBOM MyTareHesa B @ Fc-oOJjactm
MCXOOHOTO aHTuUTejsia HpoTuB TIGIT. B IOpyroM BapMaHTe OCYIeCTBJIEHUA
50PeKTOPHY OQYHKLUMID MCXOODHOTO aHTuUuTesla OpoTuB TIGIT yCcuUIMBAaKRT
[IOCPEenCcTBOM yaoaJleHnud OCTaTKOB OYKO3H nu3 aHTuTeJa, WU
[IOCPEOCTBOM DSKCIPECCUM aHTUTeJla B KJETKe—-XO034MHe, TeHeTUUeCKU
MOOMOUUMPOBAHHOM IJIS YyIaJleHMsS aKTHMBHOCTM OdepMeHTa, »DoOaBJIAKIETO
OYKO3Y K TUIMKOIPOTEMHAaM.

KPATKOE OIIMCAHME YEPTEXEMN

Ha o¢urype 1 n1okazaHO CBA3BBaHMe aHTUTeJsa 14A6 ¢ TIGIT
yeJIoBeKa M MaKaKa-pesyca (3KCIpecCHMpPOBaHHEMM B KJeTkax CHO-KI1).

Ha ourype 2 1nokazaHO CBA3BBaHMe aHTUTeJsa 28H5 ¢ TIGIT
yeJIoBeKa M MaKaKa-pesyca (3KCIpecCHMpPOBaHHEMM B KJeTkax CHO-KI1).

Ha o¢urype 3 noka3aHO, 4YTO aHTuUTeJa 14A6 m 28HL OJOKUPYIT
B3auMomevcTBMe hCD155 ¢ hTIGIT, Kak oOIpeleJIeHO TIIOCPenCcTBOM
aHain3a OJoKkpoeaHMAa ELISA Ha OCHOBE KJIIETOK.

Ha ourype 4 1okazsaHO CBA3BBaHMe aHTUTeJsa 31C6 ¢ TIGIT

yeJioBeka M MakKakKa-pe3yca (BKCIpecCHMpOBaHHEIMU B KJjeTkax CHO-K1),
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M TIOKasaHO TaKxXe, UYTO aHTuUTeJo 31C6 OJOKMPYeT B3aMMOIENCTRBRUE
hCD155 ¢ hTIGIT.

Ha o¢urype 5 1nokaszaHa aKTMBHOCTBL aHTuUTesn 14A6 wm 28H5 B
aHaJim3e T-KJIEeTKOK 1in vitro.

Ha ¢urype 6 1nokaszsaHa aKTMBHOCTL aHTuTes 14A6 um 31C6 B
aHanmu3e T-kJeToOK In vitro.

Ha omurype 7 mnoka3aHa D5»kchopeccus TIGIT, CD226, CD155 m CD96
B JIMHUAX I[IEPBUYHEX T-KJIETOK YeJIOBekKa. Ha CcyTKM 3, OJd KJOHa BC4-
49 okasaHa HaMBEICIIA A IIOBHIIAKMA perynaumnda TIGIT
(OTPpMLLATEJIEHOTO) M MNOHMXaKmasa pelysdaunda CD226 ([IoJIOXUTEeJIEHOTO)

Ha o¢urypax 8A u 8B 1oka3zaHa aKTUBHOCTE pPa3JIMUHEIX aHTUTEJ]
nporue TIGIT B aHamus3e T-KJeTOK In Vvitro. 32TO IIOKA3HBAaET, UTO

MBS43 m a”HTUTesa npoTtms TIGIT 14A6, 37D10 m 28H5 BOCCTaHaBJIMBAKT

oTBeTH IFNYy B NepBMUHHX T-KJIeTKax UYeJlOBeKa.

Ha ourypax O9A-9D r1nokaz3aH »00eKT HapalJlJIeJIbHOT'O BBEeIEeHUA
aHTuTeJla KPHCH OpoTuB TIGIT memm (GIGD7) M aHTUTesla OpoTue PD-1
MBI 1o CpaBHEHUD C TpyIrnamMm JIeUeHM MOHOTepanmen Ha
IPOTUBOOIIYXOJIEBEHM OTBET MBIIEM C MMIJIaHTalMeM JMHUM KJeTok CT26
(n=10/rpynny) . JleueHre HauMHaJM, KOTIa OINYXOJM IOCTUTANIMU 75 MM3-
115 vm3.

Ha o¢murype 10 nokaszsaH sddekT mM30TMIA FC Ha NOPOTHUBOOIYXOJIEBY
AKTMBHOCTE  aHTHUTeJsia npotmus TIGIT (18G10) B KOMOMHaUMM C
AHTUTEJIOM NPpOoTHB PD-1 B MOOeJM ONYyXOJIM Ha XMBOTHEHIX.

Ha ourypax 11A-11C rIoKasaH sbderT M30THUIIa Fc Ha
IIPOTUMBOOIIYXOJIEBYK aKTHMBHOCTE aHTUTeJa npotur TIGIT (18G1l0) B
KOMOMHALUM C aHTUTEJIOM NPOTME PD-1 B MOOEJIM OIIYyXOJIM Ha XWBOTHEIX.

Ha ourype 12 nokazaH 200eKT M30THIIa FC Ha IPOTUMBOOIIYXOJIEBYIO
aAKTMBHOCTL aHTHUTeJla IPOTUBR TIGIT (11A11) B KOMOMHaUMM c
aHTUTEJIOM NPpoTHB PD-1 B MOODeJM OIIYyXOJIM Ha XMBOTHEIX.

Ha ourypax 13A-13C rIoKasaH sb0dperT M30THUIIa Fc Ha
IIPOTMRBOOIIYXOJIEBYK aKTHMBHOCTB aHTUTeJa npotue TIGIT (11A11) B
KOMOMHALUY C aHTUTEJIOM NPOTUME PD-1 B MOIENM OINyXOJIM Ha XWBOTHEX.

Ha o¢urype 14 nokaszsaHa TeIJIOBad KapTa, I[IOoKa3eBawmad obJjlacTu
TIGIT dYeJIOBEKa, CUIJIBHO WIM CJabo 3alulleHHEEe OT OelTepUpPOBaHUS

IIocCpelCTBOM CBA3SEIBaAHMA aHTHTeJla 14A6. AMMHOKMCJIOTHA A



85

IOCJIeIOBaTEeJILHOCTL, IIOKa3aHHas Ha TeIllJIOBOM KapTe, COOTBEeTCTBYeT
SEQ ID NO:87.

Ha o¢urype 15 rnokaszsaHa TeIJIOBad KapTa, I[OoKa3eBawmad objlacTu
TIGIT dJeJyiOBEKa, CWJIBHO WM CJjabo 3BalulleHHEe OT OeMTepUPOBaHUSA
[IOCpenCcTBOM CBA3EBaHUA aHTUTeJa 31Ce6. AMMHOKMUCJIOTHAaSA
I0CJIeIOBATEJIbHOCTEL, IIOKasaHHasa Ha TeIJIoOBOW KapTe, COOTBETCTBYET
SEQ ID NO:87.

Ha ourype 16 1nokazaH 200eKT pas3JIMUHEIX I'YMaHU3UMPOBAHHEX
KJIOHOB 31C6 1O CpaBHEHMI C XUMEPHBEIMM WM MCXOOHHMM aHTUTEJIaMU B
OYHKIMOHAJBEHOM aHaJlM3e MOOUPUIMPOBAHHHX T-KJIETOK.

Ha ourype 17 1nokazaH 200eKT pPas3JIMUHEIX I'YMaHU3VMPOBAHHEX
KJIOHOB 31C6 IO CpaBHEHMK C XVMMEPHEIMM aHTUTeJaMM B OQYHKIMOHAaJIBEHOM
aHaJIu3e TIepPBUYHHX T-KJIETOK.

[IOOPOEHOE OIIMCAHUE

CokpaieHUSA

Ha BceM OpOoTaXeHMM [OOPOOHOTO ONMCaHMA W IIPUMEPOB  IIO0

M300peTeHN MCIIOJb3YIT CIeOylre COKpalleHMId :

ADCC AHTUTEJIOBaBUCHMAd KIJIETOUHAA LUMTOTOKCUYHOCTD

CcDC KoMmieMeHT3aBMCHUMada LUUTOTOKCUYHOCTD

CDR OmnpegeJidgwniasa KOMILJIEMEHTAaPHOCTb oBJjlacThb B
BapurabeJIbHBEIX oBJjacTax VIMMY HOTJIOOYJIMHOB,
onpeneJjieHHad c MCIIOJIb30BaHMEM CUCTeMBI

HyMepauumn Kabat

CHO AUYHUK KUTANCKOTO XOMSKa

ELISA TeepnobasHEM MMMYyHOOEPMEHTHEI aHallnus3

FR KapkacHa4da oBJlacTb aHTuTesa: BapuabeJibHble
objlacTy UMMYHOTIJIOOYJIMHOB, MCKJIOUas ofbJjacTu
CDR.

HRP [lepokcunasa XpeHa

IFN VHTepdepoH

IC50 KonueHnTpauuda, npmBondmas kK 50% MHIUOUPOBAHUIO

IgG MMy HOTJIOOYJIMH G

Kabat Cucrema BHPABHUBAHUA u HyMepalun

MMMYHOTUVIOBYJIMHOB, BBeIeHHad Elvin A. Kabat
((1991) Sequences of Proteins of
Immunological Interest, 5th Ed. Public

Health Service, National Institutes of
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Health, Bethesda, Md.)

mAb mam Mab, mnam MAb MOHOKJIOHaJIbHOE aHTUTEJIO

SEB DHTEPOTOKCHKMH B cTadmniioKokka
TT ToKCOUI CTOJIOHAKA
OBsacTp V YdacTok Lenen IgG, KO TOPLIN aBJIdeTcHd

BapuabeJsibHBEM 1O [oCJIeNOBATEJIbHOCTU  MEeXIYy
PasIMYHBEIMKU  aHTUTeJlaMvM. OH [OpoHoJiKaeTcs IO
ocTaTka o Kabat 109 B Jerxkom uenm um 113 B
TIXKEeJION LellN.

VH BapuabesibHasda obBJgacTb T SXKEeJION Henm
VIMMYHOTIUIOOYJIMHOB

VK BapuabesibHasda oBylacTb JerkKomn Lenu
VMMYyHOTIUIOOYJIMHa Karlla

OnpenesnieHusa

UToBH wM300peTeHMe MOXHO OBJIO JIeTde IIOHATH, KOHKPETHEE
TeXHUUYECKME W HaydHBEE TEpPMMHH KOHKPETHO OIpenelieHH Hwke. BEciu
KOHKPETHO He OlpenesjieHO MHayve B JIOPYyI'OM MeCcTe 3TOT'0 IOKYMeHTa,
BCe Opyrue TeXHUUYECKME M  HayUHEeE TEePMVHE, [IPpVMIMEeH SeMEIE B
HacToAmeM  OOKYMeHTe, oBiamamnT 3HaUEHMEM, OOMENPUHATEIM  IOJIS
crieumaJMcTa B oBJjlacTM, K KOTOPOM OTHOCHUTCS 2TO M300peTeHMe.

Kak TI[puMeHSHT B HaCTOflleM OOKYMeHTe, BKJOUasg IIpuilaraeMylo
bopmy sty Uz300peTeHMrd, OQOPMEl E€OMHCTBEHHOT'O UMCJla CJOB, TaKue Kak
«a», «an» u «the», BKJIOUAIT CCBUIKM Ha MX COOTBeTCTByKIee
MHOXEeCTBEHHOE UMCJIO, eCJIM M3 KOHTeKCTa fABHO He cJledyeT MHaue.

«BBemeHue» U «JedeHME», KaK UuX IIPUMEHAT K XMBOTHOMY,
JeJIOBEKY, DBKCIeprMMeHTaJIbHOMY CyOBeKTY, KJIeTKe, TKaHM, OpraHy WK
BMOJIOTHUUYECKOM  XUIKOCTH, OTHOCUTCSH K IPMBEIEeHNI B KOHTAaKT
DK30TEeHHOTO bapMalleBTUYECKOTO, TepalleBTUYEeCKOTO,
OIMAaTHOCTUMUECKOTO CpPpelICTBa WJIM KOMIIO3UMLIMM C XWUBOTHEM, UeJIOBEKOM,
CcyOBeKToOM, KJIeTKOM, TKaHbl, OPpTaHOM WIM OMOJIOTMUECKOM XUIKOCTLIO.
OBpaboTka KJETOK BKJUYaAeT [IPpMBeIeHMEe peareHTa B KOHTAKT C
KJIETKOM, a Takxe IIpuBeleHMe pealeHTa B KOHTaKT C XMIKOCTLI, IIe
XMOKOCTL HaXOIMTCA B KOHTAKTe C KIeTKOM. «BBeIeHHMEe» U «JIeueHUe»
O3HavaeT Takxe ofpaboTku in Vvitro m ex Vivo, HaIpuMep, KJIETOK,
peareHToM, IOUATHOCTUUECKMM CPelCTBOM, CBSA3HBAKIMM COEIMHEHNEM

VJir TIOCpelICTBOM IOPYIMX KJIETOK.
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«JIeunTs» WM «JIeUeHMe» O3HadvaeT BBeleHMe JIeKapCTBEHHOTO
cpencTera, TakKoT'O KaK KOMIIO3ULMA, comoepXamasd JIoOBe M3 aHTUTEJ WIIn
AHTUTeHCB A3EIBallnx bparMeHTOB 1o HacToAleMy N300peTeHND,
BHYTPEeHHEe WM HapyXHO, CYOBEKTY WM HaluMeHTy, ofbjlajanleMy OIHUM
WM HECKOJIbBKMMM CHMIITOMaMM 3aboJjieBaHUA, WM, KakK I[I0O0O3peBRarnT,
cTpamapmeMy 3abojieBaHUEM, TepalleBTUUECKOM aKTUBHOCTBIO IIPOTUB
KoTOpoTro obJjamaeT cpelcTeo. Kak OpaBuio, CpencTBO BBOOAT B
KoJIMdyecTBe, 5S00eKTMBHOM OJIiS 0OJIeTueHMsa OIOHOI'O WJIM HEeCKOJIbKUX
CUMIITOMOB 3aboJleBaHMag VY IIOIOBEpTaeMOoTro JIeUeHMK CcyOBeKTa WM B
MOy JIauum, rocpencTBoOM JInB0O MHOY KN perpeccmumn JInoo
MHTUOUPOBAHUSA TIPOTPEeCCHUPOBaHMA TaKoI'o CHMIITOMAa (CUMIITOMOB ) 0o
JoboM nommammercsd KIMHUYUEeCKOMY M3MepeHMIo CTeleHr. KoJmuecTBO
JIEKApCTBEHHOT'O Cpencrea, KOTOpoOe ABJIAETCHA 30be K TMBHEM OJIs
oBJleTueHmU A JIOOOTO KOHKPETHOT'O CHUMIITOMAa 3aboJjieBaHMng, MOXeT
MEHATLCA B COOTBETCTBMM C TakuMuM dpaKTopamu, KaK COCTOSdHUE
3aboJieraHud, BO3pacT u Macca rauueHTa, u CIIOCODHOCTE
JIEKAapCTBEHHOTO CpelCTBa BHBHEBATL XeJlaTeJIbLHHEM OTBeT Yy CcydObekTa.
OBJjyileryeH JM CcuUMITOM 3aboJieBaHMsAa, MOXHO OLeHMBATHL I[IOCPeldCTBOM
JIHIOOOTO KJIMHUUYECKOTO M3MepeHWUs, OOBUHO MCIOJB3YEeMOI'O TepalleBTaMu
WY  OPYTHUMM  KBaJIUOUUMPOBAHHEIMY  MEeOUUVHCKMMMY  pabOoTHUKaAMM  OJI9
OLIeHKM TAXEeCTM MM CcTaTrTyca INPpOoTpecCHPpOBaHMA 2TOTO CHUMIITOMA.

TIGIT

Tepmmua TIGIT BRJIIOUAET TIGIT ueJsioBeka, TIGIT SABAHCKOTI'O

Makaka M TIGIT Makaka-pesyca, a Takkxe Uux (pal'MeHTH, TaKue KaK UuX

3peJile  QparMeHTH, JMIEHHEE CUTHAaJLHOTO IelTuma. B oOOHOM U3
BapMaHTOB OCYIEeCTBJIEHU I n3obperTeHmA AMMHOKMCJIOTHA L
[IOCJIeDOBaATEeJIbHOCTE TIGIT yeJjioBekKa COOEPXUT AMMHOKMCIIOTHYIO

[IOCJIeDOBaTeJIbHOCTL, OIMCAHHYID aMMHOKMCJIOTHEIMM ocTaTkaMm 25-244
M3 HOMepa nmocTyma B Genbank NP 776160.2 (SEQ ID NO: 31).
(aMMHOKMCJIOTHEHE ocTaTku 1-24 wm3 SEQ ID NO:31 COOTBETCTBYIOT

JVIOEPHOMY IIellTUIy . )

B OIOHOM mnus BapMaHTOR OCVYIIECTRBJIEHUSA n300peTeHnd
AMMHOKMCJIOTHAa A IIOCJIEOBATEJILHOCTE TIGIT ABaHCKOTI'O Makaka,
Halpumep, Macaca fascicularis, COOEPXUT AMMHOKMCJIIOTHYIO

[IOCJIeIOBATEJIbHOCTL, OIMCaHHyK B (SEQ ID NO: 32); TakKXxe CM. HOMEP

ODocTyIlla B GeneBank XP 005548157. AMMHOKMCJIOTHA A
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I[IOCJIeOOBAaTEJIbHOCTE TIGIT Makaka-pesyca ABJIAeTCA UIOEHTUUHON
aMMHOKMUCJIOTOM IIOoCJIenOoBaTEeJIbHOCTH TIGIT ABAHCKOI'O Makaka.
(aMMHOKMCJIOTHEHE ocTaTku 1-24 w3 SEQ ID NO:32 COOTBETCTBYIOT
JIMOEPHOMY IIelTUIY . )

AunTuresia npotuB TIGIT M MX aHTUT'eHCBASHBAaKIMEe (parMeHTH

HacTosamee n3obpeTeHMe OTHOCUTCH K aHTUTeJIaM I X
AHTUTEeHCBA3HBAKIMM (parMeHTaM, cea3bBawmmMca ¢ TIGIT uesjioBeka, U
K IIPUMMEHEHMAM  TaKUux AHTUTEJI WU dparMeHTOB. B HEKOTOPHIX
BapMaHTax ocylecTBJieHrd aHTUTeJia K TIGIT 4ABJAITCA BHOEJIEHHEIMMA .

Kaxk HnNpmMMeHAgT B HaACTOAUleM ITOKyMeHTe, aHTuTesio npormur TIGIT
MM eT0 AaHTUTEeHCBASHBalMMM (parMeHT OTHOCUTCS K aHTUTeJy WK
AHTUTEeHCBA3HBAKIEMY O(QparMeHTy, KOTOPHEe CHelMdUUeCKr CBA3SHBAKTCHA
c TIGIT ueJjiOBeKa. AHTHUTEJIO MM €T0 aHTUTeHCBA3HBalmMi oGparMeHT,
KOTOPEE «crneundmuuecKu CBASHBAKNTCA C TIGIT ueJioBekKa»,
OpenCcTaBJIgT COOOM aHTUTEeJIO MJIM €70 aHTUTEeHCBA3HBalmMUM (parMeHT,
KOTOpHe cBaA3pBawTca ¢ TIGIT uyesoeexka ¢ KD npubimsmuressHO 1 HM
uiam ©OoJiee BHCOKOM addvMHHOCTBI (Hamopumep, 1 ©HM-2 M, 1 uM, 100
mM, 10 mM wmimm 2 1M), HO He CBA3HBaAKWTCA C »OpyI'mMu OeJikaMu,
JUIMeHHEMMY 5STOM IIOCJeIoBaTeJIbHOCTH. HanpuMmep, aHTUTEJO, KOTopoe
«creunpmueckm cBA3uBaeTca» ¢ TIGIT dyejyioBeka, He CBA3HBaeTCd C
CD226 u4eJioBeka, CD155 wuejioBexka u CD112 dyeJjioBeka. B KauecTiBe
IOOIIOJIHUTEJIEHOTO puMepa, AHTUTEJIO ZNJRZN AHTUT €HCB S3LIB Ao

dparMeHT, KOTOPHE ClHeluuduuecKr CcpeA3uBanTca ¢ TIGIT uyeJloBeka,
MOTYT CBSA3HBATLCA C MeueHHOM FLAG® dopmor TIGIT uyesjioBeka, HO He

CBAS3EBAKTCA C oYy IT'VIMA MeuUeHHBEIMU FLAG® HeJsikaMI, JIUII e HHEIMIA
snuTonoe TIGIT uesioBeka. B OOHOM BapMaHTe OCYUWEeCTBJIEHMA aHTUTEJIO
1o n300peTeHNnn, KoTOpOE CrieundpnuueCcKum CBA3LIBAeTCHd C TIGIT
yeJjloBeka, obJamaeT TakKxXe IIepeKpecTHOM pPeaKIMOHHOM CIIOCODHOCTHLIO
rno otTHomeHmi kK TIGIT 4ABaHCKOI'O MakakKa M Makaka-pesyca. Kak
IPUMEHSIT B HaCTOAleM OOKYMEHTEe «IIepekpecTHada peakluMoHHAad
CIIOCODOHOCTE»® OTHOCUTCSA K CIOCOBHOCTM aHTUTeJla BCTYINAaThk B pPeaKLUMbo
C TOMOJIOTMYUHEIM OeJIKOM M3 OPpYyTIUMX BUIOOB. CBA3HBAETCHA JIM AHTUTEJO
crneuupmuueckm ¢ TIGIT uyesioBeKa, MOXHO OIIpenesiiTh C MCIOJIbL30BaHMeM
Jodoro aHaJlM3a, W3BEeCTHOTO B »OaHHOM o6jJacTu. IIpuMepH aHaJln30B,

M3BECTHEX B OaHHOM obJjacTu OJIA OollipeneJIeHnA aq_)q)I/IHHOCTI/I
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CBA3EBaHUL, BKJIOUYAT IIOBEPXHOCTHHM I1JIa 3MOHHEIM pPez30HaHC
(HanpuMep, BIACORE) wmIM CXOOHHM crnoco® (Hamopumep, KinExa win
OCTET) .

Hacrosamee wmz300peTeHMe OTHOCHMTCA K aHTUTesaM npoTme TIGIT u
K crnocobaM uX IIpMMeHeHMA. Kak [OIPpMMEeHAKT B HAaCTOAlleM NOKYMeHTe,
TEPMMH «aHTUTEJIO» OTHOCHUTCHA K Jimodol dopMe aHTHUTeJNa, IpOoABJILlIeN
XeJlaTeJIbHY OMOJIOTHUUECKYIO aKTUBHOCTE . Taxkum oBpas3oM, ero
VCIOJIE3YIT B CaMOM WMMPOKOM CMEICJIE, M OH KOHKPETHO OXBaTeHBaeT, HO
0e3 OI'paHUUEHMs, MOHOKJIOHAJIBHHE aHTUTeJa (BRJKUYAsA IIO0JIHOpa3MEpPHEE
MOHOKJIOHAJILHEIE  aHTUTeJa, comepxamre OBe JIeTKMe LelorM M OBe
TAXEeJIHe — Lelu), IIOJIMKJIOHAJIL HEE aHTUTeNa, MyJIb TUCIEeLINOUUIECKUE
aHTHUTeJla (HalopuMep, OuclleUudprMUecKMe aHTUTeJla), IyMaHW3VPOBAaHHEE
QHTUTEeJIa, I[IOJIHOCTLID UeJIOBeUeCKMe aHTHUTeJla, XMMEPHEE aHTUTeJa U
BepOJIIOXKEM OODHOIOMEHHEE aHTUTEeJa.

Hacrosamee wmz300peTeHMEe OTHOCUTCH K He OTHOCHAIMM UeJIOBEKY
(HammpuMep, M3 MHIOEM M TPH3YHOB) MCXOOHEM aHTUTeJaM OpoTue TIGIT
¥ UX AaHTUTEHCBA3HBBAKIMM ¢parMeHTaM M K clrIocofaM UMX IIPpUMEHEHUd.
CLiyYi aHTUTeJIa MOXHO MOIUPULIIMPOBATE ojs IpenHa3HaueHHOT'O
[IpMMeHeHMAa, HalpuMep, ITyMaHM3alMd aHTUTeJla OJ4 I[IPpMMEHEeHUA B
KaueCcTBe TepaleBTUUeCKOT'O aHTUTeJla MM pparMeHTa IOJ4d 4YeJIOBeKa.

Hacrosamee n3obpeTeHNre OTHOCUTCH K AHTUT€HCBA3EBAKIINM
¢parMeHTamM npotus TIGIT um Kk crnocobaM WMX JIIPUMEHEHUd. Kak
IPMMEHAKT B HacTodAmeM  OOKyMeHTe, ecJM He YKasz3aHO MHaue,
«bparMeHT aHTUTeJIa» WM <«KAaHTUTEeHCBA3HBaMUY OGpaTMeHT» OTHOCUTCH
K aHTUIEeHCBA3BBAKIVMM QparMeHTaM aHTUTeJ, T, e, K OGparMeHTaM
aHTUTEeJIa, KOTOPHE COXPAaHAT CIOCOOHOCTEL CHeUMPUMUEeCKM CBA3BBATLCA
C AHTUTEHOM, CBA3HBAaEMBIM IIOJIHOPAa3MEepPHEIM AaHTUTEJIOM, HalpuMep, K
bparMeHTaM, KOTOPHE COXPaHAT OIHY WMJIM HeCKOoJbKo objgacTenr CDR.
[TprMepEL AQHTUTEHCB A3EBallMX dparMeHTOR BRJIOUAT, HO ez
oTrpaHMUeHusda, O¢parMeHTH Fab, Fab', F(ab'): m Fv,; OomuaTeya; JMHENHLE
QHTUTeJIa;  OIOHOLIEIIOUEUHEE MOJIEKYJIEL aHTUTEN, HapUMep, sc-Fv;
HaHOoTeJyla UM MYJbTUCIHeIUdUUeCKHUe aHTUTeNa, coopMMPOBaAHHEE U3
bparMeHTOB aHTUTEJ.

HacTogmee wm300peTeHMe OTHOCUTCH K odparMeHTaM Fab npotTus
TIGIT m k crnocobaM uxX IOpuMeHeHUsa. «dparMeHT Fab» cocTouT U3

ooHOM JierkoM uemnu, ¥u Cuyl M BapuabellbHHX o0O6JacTey OIOHOM TIXeJION
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nenm. Taxesiasa Lenb MOJIEKY JIEL Fab He MOXeT bopMmpOBATE
IVUCYyJIbOUIOHYI CBSA3b C OPYTOM MOJIEKYJIOM TaXeJion Lenn. «dpaTlMeHT
Fab» wMoxeT mHOpencTaBJIATH COOOM [NPOIOYKT pacllellJIeHUSA aHTuUTeJa
narnamHOM.

HacTodmee m300peTeHMEe OTHOCUTCA K aHTUTesaM oOpotus TIGIT wu
VX AaHTUTeHCBA3HBaKIMM (QparMeHTaM, comepXxammuMm Fc-objacTk, U K
criocobaM uxX OpuMeHeHud. O0O0gacTb «Fc» comepxuT nOBa oOQparMeHTa
TSKEJIOM Lienu, coIepxamue noMeHH Cyl M Cy2 aHTHUTeJa. [OBa dparMeHTa
TSXKEJIOM LelM YyOepXMBAaTCHA BMeCTe IIOCPeICTEOM IBYX WM 0OoJiee
IVUCYJIbEOUIOHEX CBSA3e¥ U TOCPeACTBOM I'MAPOOOOHHEHX B3aMMOIEWMCTBUMN

IooMeHOB Cg3.

HacTosamee wu300peTeHre OTHOCUTCS K odparmMeHTaM Fab' mnpoTus
TIGIT m x cnocobaM ux IIpuMeHeHMA. «dparmeHT Fab'» comepxuT omoHY
JIeTKy©n lLelb M YacTb MM OparMeHT ONHOM TEKeJIOM LelMu, cCcolepXalue
nomMeH Vg M pmoMeH Cyl, a Takxe oOJacTb Mexnoy noMeHamu Cuyl m Cp2,
TaK UYTO MeXlelNbeBasd OUCYJIbOMIHAsS CBA3b MOXeT GQOPMUPOBATHLCS MEXIY
OBYyMS TsSXKeJIEMM LelsaMM OBYX OGparMeHTOB Fab' ¢ dopMMpoBaHMEM

MoJIekyJIEl F (ab') 2.

HacTosamee wu300peTeHMe OTHOCUTCS K oparmMeHTaM F(ab’'): mnpoTus
TIGIT u k crnocobaM UX IIpuUMeHeHud. «dparmMeHT F (ab')2» comepxuT nOBe
JeTKMe LenoM ¥ IOBe TAXeJBEe Lely, CcolepXalle dYacTb KOHCTaHTHOM
objlacTy Mexny noMeHaMmm Cui M Cpz, TakK UTO MeXLelbeBad OUCYJIbEQUIHAA
CBA3L QpopMMpYyeTCsa MexXOy OByMS TSXeJeMM LenaMu. OparmeHT F(ab')z,
TakMM o060pa30M, COCTOMT M3 OBYyX OQparMeHToB Fab', yIepxXmuBaeMHX
BMEeCTe IIOCPeICTBOM IUCYJILOUIOHOM CBA3M MeXOy »OBYMS  TSXKEeJHMU
nenaMm. «®parMeHT F(ab')z» MoxeT [OIpelCcTaBJIATE COOOM HOPOOYKT
paclellJIeHU A aHTUTeJla I[IeIICUHOM.

HacTogmee m300peTeHMEe OTHOCUTCA K QparlMeHTaM aHTUTeJI IPOTUB
TIGIT Fv m & crnocobaM Ux IOIpuMeHeHMd. «OBjacTb Fv» CODepXUT
BapuabesbHEEe O0B0JaCcTM KakK M3 TAXeJEX, TaK ¥ U3 JIeTKUxX leler, HO
JVeHa KOHCTAHTHHX OOJlacTel.

HacTogmee wm300peTeHMe OTHOCUTCH K oOparMeHTaM scEFv OpoTus
TIGIT m x crnocofbaM mux OpuMeHeHMA. TepMMH «(OIOHOLeIIOUeuHoe Fvy» uiu
«scFv» aHTHUTeJIO OTHOCHUTCHA K OdparMeHTaM aHTUTeJa, ComepXallM

OOMeHEl Vg M Vi aHTureJa, roe STKM OOMEHH IIPUCYTCTBYKT B onOHOM
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INOJUIIENTUOHOM ULenM. Kak [OIpaBWjIo, TOJUIENTUI FV OONOJHUTEJBLHO
COOEPXUT IMOJUIENTHUIHEM JIMHKEep MexOy IoMeHaMu Vi ¥ VL, KOTOPHM
nos3eoJigeT scFv QopMMpoOBaThH XeJjlaTeJIbHYKD CTPYKTYPY IOJS CBA3HBaHUA
aHTureHa. 0030p scFv, cm. B Pluckthun (1994) THE PHARMACQOLOGY OF
MONOCLONAL ANTIBODIES, vol. 113, Rosenburg and Moore eds.
Springer-Verlag, New York, pp. 269-315. Taxkxe cM., IlyOJauKalmio
MeXIOYHapOOHOM IHaTeHTHOM 3adBky No. WO 88/01649 u IlaTeHTn CIA No.
4946778 n 5260203.

HacTrosmee wmz300peTeHMe OTHOCUTCSH K IOMEHHBEIM aHTUTeJlaM IIPOTHUB
TIGIT " K criocobaMm ux [IpUMeHeHMd . «JoMeHHOe AHTUTEJIO»
nIpencTaBJIgeT cobomn VIMMYHOJIOTUUECKU OYHKIUMOHAJILHEM bparMeHT
VMMYyHOTJIOOYJIMHA, CcomOepXallMi TOJbKO BapuabellbHyln o00JIaCcTb TIXeJION
nenrM wiIM BapuabelbHYID 00JacTbh JeIKOoM LelM. B HeKOTOPHX CcJydyasax,
oBe wIM 0OoJjiee obJjacTe¥t Vi KOBaJIEHTHO COeIMHEeHH C  IIOMONLIO
IIENTUIHOTO JIMHKEpPAa oJis [MOJIYYEHU S IBYXBAaJIEHTHOTO IOMEHHOT O
aHTuTeJsa. JIBe objacTyv Vi IBYXBAJIEHTHOTO JIOMEHHOTO aHTUTEJa MOTYT
OHTBE HalleJIEHEl Ha OIOMHAKOBHE WM pPa3JIMUHBIE aHTUI'EHH.

HacTosmee wm300peTeHMe OTHOCUTCHA K IBYXBaAJIEHTHHM aHTUTEJIaAM
IIPOTUB TIGIT " K criocobam MX [IpMMEeHEeHW A . «IIBYXBaJIEHTHOE
QHTUTEJIO» CONEPXUT IOBa aHTUIEeHCBA3HBAKIMUX YydaCTKa. B HEeKOTOPHX
ciydyasax, IOBa ydacTKa CBA3HBaHMA oOJlamaloT OOMHAKOBHEIMU aHTUI'€HHEMU
crneuuomnuHocTaMr. OIOHaAKO, IOBYXBaAJIEHTHHE aHTUTeJla MOTYyT HABJIATLCH
ucneunudmiueckKMMM (CM. HIMXe) .

Hacrosmee wu300peTeHMe OTHOCUTCHA K BepOJIIOXbMM OIOHOIOMEHHEM
aHnTuTesaM nopoTmB TIGIT m x crnocoBaM MX I[IPpMMeHeHMA. B KOHKPETHHX
BapMaHTax OCYIEeCTRBJIEHMS aHTUTeJla B HaCTOAMeM OOKYMEHTe BKJIOUAKT
TaKxe BepOJIIOXKb U OIOHOIIOMEHHEIE aHTUTeJa. CMm. , HalpuMep ,
Muyldermans et al. (2001) Trends Biochem. Sci. 26:230; Reichmann
et al. (1999) J. Immunol. CrnocoBel 231:25; WO 94/04678; WO
94/25591; MaTeHT CIIA No. 6005079) . B OIOHOM BapMraHTe
OCYIECTRBJIEHVMA HacTodlee M300peTeHMe OTHOCUTCH K OIHOIOMEHHEBEM
aHTUTeJIaM, CoIepXalMM IBa JoMeHa Vi C TaKMMM MOOMOUKALMAMM, UYTO
bopMUPYIOTCH OOHOIOMEHHEE aHTUTEela.

Hacrosamee m300peTeHMe OTHOCUTCA K nuarejsaM nportms TIGIT m K
crmocobaM WUX IIpMUMeHeHMsA. Kak TI[IpUMMEHAKT B HaCTOAIEM OOKYMEHTe,

TEPMMH <KOMaTeJla» ofo3HavaeT MaJble (]_)paI‘MeHTBI aHTHUTEeJI C IOIBYMHA



92

AHTUT €HCB A 35B akl/ M/ ydacTKaMH, roe bparMeHTH comepxarT
BaprabeJIbHEM HOOMEH TaXeJIoM Lenun (Vi), COeIMHEeHHHM C BapMabeJbHHEM
IOOMEeHOM JieTKoM Lenmu (Vi) B OIOHOM UM TOM Xe IIOJUIENTUIHOM uenmu (V-
Vi WJIn Vi—Vu) . [locpencTBOM  MCIIOJIE30BaHMA JIMHKEepa, KOTOPHM
ABJIAETCH CJMIIKOM KOPOTKMM, UTOOH IIO3BOJIATE CllapMBaHMe MexXny
OBYyMs IoMeHaMM B OIHOM ¥ TOM Xe lenu, OOMEHEL BHHYXIAT
CllapMBaThLCHA c KOMILJIEMEH T a PHEMM oIoMeHaMMu opyTron Lenm u
0B6pa30BHBAThE OBa AHTUIEHCBAZHBaAKIMX ydacTKa. duaTejyia 0oJiee IIOJIHO
ONMCaHe, Hanpumep, B EP 404097; WO 93/11161; m Holliger et al.
(1993) Proc. Natl. Acad. Sci. USA 90: 06444-6448. O6mmi 0030p
MOIMOUUIMPOBAHHEX BapMaHTOB aHTUTel CcM. B Holliger and Hudson
(2005) Nat. Biotechnol. 23:1126-1136.

Kak MOpaBWJIO, AaHTUTEJO WJIM aHTHUITEeHCBA3HBAIUM (paTlMeHT IO
n300peTeHNnn, MOOUOUUMPOBAHHEE KaKMM—JImBo obpasoM, MOTYT
COXpPaHATL IO MeHbmer Mepe 10% oT ero akTMBHOCTU (IO CpaBHEHMIO C
VMCXOIOHHM aHTUTeJIOM), KOoI'Ida TaKafd aKTMBHOCTEL BHEpaxeHa Ha MOJISPHOM
OCHOBE. [MpednouyTUTeJIBHO, AHTUTEJIO VI AHTH T eHCB S3HB AU
bparMeHT 1O M300pPeTeHMI0 COoXpaHdaeT IO MeHbmen Mepe 20%, 50%, 70%,
80%, 90%, 95% mmm 100% wmim OoJjiee oT adpdMHHOCTM CeBA3bBaHMA TIGIT
MCXOOHEIM aHTUTeJIOM. llpemycMaTpuBawnT TakXe, UTO aHTUTEJIO WK
AHTUT €HCB I 3HB alommi bparMeHT 1o N300peTeHnn  MOXeT BKJIOUATH
KOHCepBaTHUBHEE VI HEKOHCepBaTUBHEE aMUHOKMCJIO THEIE 3aMeHEl
(oBbo3HaUvaeMHe KaK «KOHCEPBATMBHEE BapPMaHTHY WMIM «KOYHKILIMOHAJILHO
KOHCEepBAaTMBHEIE BapMaHTH» aHTHUTeJa), KOTOPHE CYImMEeCTBEHHO  He
V3MEHANT €TI0 OMOJIOTMUECKYKD aKTMBHOCTL.

HacTosmee wm300peTeHMe OTHOCUTCH K  BHIEJEHHEIM aHTHUTeJlaM
npotue TIGIT M MX aHTUIEHCBA3HBAKIMM QparMeHTaM, M K crIoocobaM ux
IpMMeHeHMsa. «BEIOeJIeHHEEe» aHTUTeJa WIM M¥X aHTHUIEeHCBA3HEBaKImMe
bparMeHTH ABJIALTCSA II0 MeHBIIeM Mepe UYaCTHMUHO CBOOOIHHMM OT OPYIUX
OMOJIOTMUECKMX MOJIEKYJI M3 KJIEeTOK WM KyJbTyp KJIIETOK, B KOTOPHX
OHU NIPOOYyLMPOBAaHH. Taxkue BMOJIOTUYECKUE MOJIEKYJIE BKJIOYAT
HYKJIEMHOBEIE KV CJIOTHI, BeJIku, JIUTIVIEL, YTJIEBOIEL, mwim  Opyrue
MaTepMaJikl, TakMe Kak KJeTOUHHM »nebpuc M cCcpelda OJS BHpallMBaHUA.
BrmeJIeHHOEe aHTUTEJIO WJIM AaHTUTeHCBA3HBamMUY GpaTMeHT MOTYT, KpoMe
TOTO, ABJIATBHCH 1o MeHbIIen Mepe YaCTUYHO CBOOOIHEIMM oT

KOMITIOHEHTOB SKCHpeCCMPYIOHleﬁ CHCTEMEL, TaKMX Kak OMOJIOTUUECKUE
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MOJIEKYJIBL M3 KJIETKM-XO3AMHA WM M3 CpelH IOJ4 €e BHpallMBaHMg. Kak
IpaBUJIO, TEPMMH «BHIOEJIEHHEM» He IpeldHa3HadeH MOJA 0OO3HaAUeHUH
[IOJIHOTO OTCYTCTBMA TaKUX OMOJOTUUECKUX MOJIEKYJI WM OTCYTCTBUA
BOIEI, OybepoBR WM COJIeM, WJIM KOMIIOHEHTOB OGapMaleBTUUIeCKOTO
cocCcTaBa, comepXxalero aHTUTelJla MIM QprarMeHTH.

HacTodmee wm300peTeHMe OTHOCUTCHA K MOHOKJIOHAJIBHEM aHTUTeJIaM
nporme TIGIT m ©MX aHTUIEeHCBA3HBAIMM QpalMeHTaM, a TaKXe K
MOHOKJIOHAJIBHEIM  KOMIIO3ULMUAM, comepxamyM — MHOXECTBO BEIEJIEHHEIX
MOHOKJIOHAJIBHEIX aHTUTeJ. TepMMH «MOHOKJIOHAJIBHEE aHTUTEJIO», Kak
IPMMEHAT B HacToAmlleM HOOKYMEeHTe, OTHOCHUTCHA K IONYyJALUM IO
CYLEeCTBY TOMOT €HHEIX AQHTUTET, T.E., MOJIEKY JIBL AQHTUTET,
comepXamyecs B TMOOYJIAUUM, HABJAOTCS MIOEHTUUHBEIMU I[10 aMMHOKMCJIJIOTHOM
IOCJIENOBATENBHOCTH, 3a MWCKJKUYeHVEM BO3MOXHEIX MIPUPOIOHHX MyTallli,
KOTOPHE MOTYT IIPUCYTCTBOBATL B HE3HAUUTEJLHEX KOJUMUeCTBax. B
OTIINUME oT 2TOTO, OBLeIpPUHATEE (IIOJIMKJIOHAJIB HELE ) npernapaTs
QHTUTEJI, Kak I[IpaBuUJiO, BKJIOUAKT MHOXECTBO PAa3JIMUHEIX aHTUTEI,
oBJlafanliX Pa3JIMUHEIMM aAMMHOKMCJIOTHEIMM I[IOCJIEHOBATEJIBHOCTAMM B MX
BapmabeJsIbHEIX ITOMeHax, B YacTHOCTM, B ux CDR, KOTOpEE YacCTO
ABJIATCA CHeUMdUMUeCKMMM OJI4 PasJIMUHEIX  SIUTOIOB. OnpenesieHue
«KMOHOKJIOHAJIbHOE» YKa3HBaeT Ha XapakKTep aHTUTelJla, Kak I[IOJIYYEeHHOTO
Y3 IO CYMEeCTBY TI'OMOT'eHHOM MNONYyJALMM aHTUTeJl, UM eTo He CJelyeT
MCTOJIKOBEHBATH Kak TpedyKiee [NOJIy4YeHMa aHTUTeJa KaKuM-JInBo
KOHKPETHEIM  CIIOCOOOM. Hamnpumep, MOHOKJIOHAJIbL HEle aHTuUTeJla  OJ4a
MCIIOJIE30BaHMUA B COOTBETCTBMM C HaCTOANMM M300peTeHMeM MOXHO
IoJiydaThk CIocoOoM IMOPUIOOME, BIlepbBhHe onoMcaHHeEM Kohler et al.
(1975) Nature 250: 495, MM MX  MOXHO IIOJIy4YaThb criocobamm
pexoMOuHaHTHOM [THK (cMm., Hanopumep, IlaTedT CIIA No. 4816567).
«MOHOKJIOHAJIBHEIE  aQHTUTEJIa» MOXHO  BHIOEJATH Takxe ©3  (aroBHX
OUOIIMOTEK AQHTUTEI C  MCIOJIb30BaHMEM  CIOCOOOB, ONMCAHHEX B
Clackson et al. (1991) Nature 352: 624-628 um Marks et al. (1991)
J. Mol. Biol. 222: 581-597, Hanpumep. Takxe cM. Presta (2005) J.
Allergy Clin. Immunol. 116:731.

Hacrosamee mz00peTeHMEe OTHOCUTCH K XMMEPHEM aHTUTeJlaM [IPOTUB
TIGIT (HampuMmep, yeJIoOBeueCcKuUm KOHCTaHTHBM IOMEH / MBI HEIA
BaprabeJIbHEM IOMeH) M K crnocofaM uxX OpuMeHeHMA. Kak IPUMEHST B

HacToAmleM OJOKYMEHTE, KXVIMEPHOE AHTUTEIJIO» InpeocrapjAaeT cobomn



94

aHTUTeJIO, obJjlamawnlliee pBapuabOelI[bHEM ITOMEHOM M3 I[IepBOI'O aHTUTeJla U
KOHCTAHTHEIM IOMEHOM M3 BTOPOI'O aHTUTeJla, I'Ie I[IepBoe ¥ BTOpOe
aHTHTeJla [NPOUCXOOAT M3 Pas3JIMuHHX BUOOB. (IlaTenT CHIIA No. 4816567;
u Morrison et al., (1984) Proc. Natl. Acad. Sci. USA 81l: 6851-
6855) . Kak mnpaBwio, BapuabeJIbHEIE IOOMEHH IIOJIyYalT M3 aHTUTeJla U3
SKCIIEPUMEHTAJIBHOTO XMBOTHOTO («MCXOOHOE aHTUTeJIO»), TaKoI'o Kak
TPH3YH, U IOCJIeIOBATE&JIbHOCTM KOHCTAHTHOI'O IOMeHa I[IoJIydanT U3
aHTUTEJI YeJjloBeKa, TaK UTOo IIOJIydeHHOe XMMepHOe aHTUTEJIO C MeHbIeM
BEPOSATHOCTRLI0 BH3HBAeT HeOJaTONPUATHHNM VMMyHHEM OTBeT Y CyObeKTa-—
UeJIoOBeka, YeM MCXOOHOe (HalpuMep, MBIMHOE) aHTUTEJIO.

HacTodmee n3obpeTeHre OTHOCUTCH K T'YMaHV3MPOBaHHEM

aHTuTeJaM IIPOTUB TIGIT w®m uX QHTUTEHCBA3HBAIMM  dparMeHTaM

(HanmpuMep, KPBICHHEIM NI MEIIVHEBIM aHTuTesa, KOTOPEHIE ORI
TYMaHV3UPOBAHE) n K criocoBam  Mx IPVIMEHEeHM S . M3o0bpeTeHne
OTHOCUTCSH K TYMAaHM3UPOBAHHOMY BapMaHTy aHTUTEeJIa 14A6

(comepxameMy SEQ ID NO:7 m 8), auHTuTesa 28H5 (comepxamemy SEQ ID
NO:63 m ©64) m a”HTUTesa 31C6 (comepxameMmy SEQ ID NO: 94-95). Kak
IPUMEHSIOT B HacToAmeM  OOKYyMeHTe, TEepPMUH «T'yMaHU3VPOBaHHOE
AHTUTEJIO» OTHOCUTCSH K bopmam aHTUTEJ, coepxalym
[IOCJIeOOBRATEJIbHOCTY KaK M3 aHTUTeJ UeJlOBeKa, TaKk M M3 He
OTHOCAMUXCSA K UeJIOBEKY aHTUTeJ (HalpuMep, MBIIM WMJIM KpPHCH) . Kak
IpaBUJIO, TyYMaHU3UPOBaAHHOE AaHTUTEJIO MOXeT comepXaTb II0 CYIeCTBY
BCe M3 IO MEeHbIeM Mepe OOHOTO, M Kak IIpaBUJIO, IBYX, BapuadeJIbHBX
IOIOMEHOB, B KOTOPHX BCe WMJIM B OCHOBHOM BCe Hu3 TuUlepBapuadeJibHBEX
IeTejylb COOTBETCTBYIRT IUIlepBapuab®eJIbHEIM IIeTJIAM M3 He OTHOCAMeIoCSs
K UeJIOBEKY MMMyHOTIUIOOYJIMHaAa, ¥ BCe WJIM B OCHOBHOM BCe U3
KapkacHHx (FR) o6JacTel OpencTaBJg0T CcoOoOM KapkKacHHe o0JlacTu U3
IoCcJjIeIOBATEJILHOCTEN UMMYHOTIJIOOYJIMHAa uUeJioBeKa. I['yMaHUM3UPOBaHHOEe
AHTUTEJIO MOXeT, Heobsa3aTelIbHO, COIepXaTb II0 MeHblIleM Mepe uYacTb
KOHCTaHTHOM 00JlacTM MMMYHOIJIOOYJIMHa uejioBeka (Fc).

Kak npaBuUJIO, OCHOBHafA CTPYKTYPHAas eIVHMIla aHTUTeJla COINEPXUT
TeTpaMep. Kaxuii TeTpaMep COIEepPXUT oBe UIeHTUUHLE IapH
INOJIMIIENITUOHEIX lelley, IT'Ie Kaxnasd IHDapa ofJamgaeT OOHOM «JIETKOM»
(mpubams3uTeJbHO 25 kJa) M OOHOM «TEXReJION» Lelbl (IpubaImM3uTesIbHO
50-70 xIa). N-kKOHIeBas YacThb KaXIOW lLelM COOEepPXUT BapMradeJIbHYI

oBjglacThs nOpubmsuTesibHO oT 100 mo 110 wmiam  BoJjiee aMMHOKMUCIIOT,
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IpeuMymeCTBEHHO OTBETCTBEHHEX 3a Y3HaBaHMe aHTUIeHa. Kapboxkcu-
KOHLIeBad  dYacTb TOKeJIOM — LelM  MOXeT OIpelelIaATh KOHCTAHTHYIO
o0JlaCTh, NPEMMyIMEeCTBEHHO OTBETCTBEHHYK 3a 500eKTOpHYy OGOYHKUIMD.
Kaxk mnpaBuiio, UYeJIOBeUeCKMe JelKue LelM KIaCcCUOUUIMPYIT KakK JeTKHue
LenM kamnmna u JjgaMbma. KpoMmMe ToOro, uesioBeUYeCKMe TaXeJEe Leny, Kak
npaBuJio, KJIaccupnumMpynT Kak Mo, neJyibTa, ramMMa, anmeda wImM
SICUJIOH, ¥ OlpenejyidiT M30TUIl aHTuTesla kak IgM, IgD, IgG, IgA u
IgE, COOTBEeTCTBEHHO. BHYyTpM JIeTKUX U TAXEJIHX lelel, BapuadeslbHHE
¥ KOHCTaHTHHe 00JlacTM COeOMHEHE IIOCPEemCTBOM o00JlacTru «J» U3
OpUubIU3UTEeJIEHO 12 wiu  0oJjlee  aMMHOKMCIIOT, roe Taxeylad Lellb
COOEPXUT Takxe o0JjacTb «D» u3 npubimusuresibHO 10 IOMOJIHUTEJIbHEX

aMrHOkMcJIoT. CM. B of6meM, Fundamental Immunology Ch. 7 (Paul,

W., ed., 2nd ed. Raven Press, N.Y. (1989).

BaprabeJibHEE oBJlacTy  KaxnoW  Iape  JIETKOMW/TaXeJION  Ienu
dbopMUPYIOT y4YaCTOK CBSA3BHBaHMA aHTUTEJA. TakuMm oOpaszoM, Kak
IpaBMJIO, MHTAKTHOE aHTUTeJIO obJilamaeT IOBYMS ydaCTKaMM CBS3HBaHUA.
83a MCKIKUeHVEM OMQYHKILIMOHAJBHEX WM OUCHelIUIUUECKUX aHTUTEJI, IBa
ydyacTKa CBSA3HBaHMA, Kak [NIpaBUIIO, ABJAKTCS OIOVMHAKOBHMMA.

Kak mnpaBuiio, BapuabOeJIbHEIE IOMEHE Kak TAXEJIEX, TaK U JIeTKUX
lerney, comepXaT Tpu TIulepBapuabesibHEe 00JIacTH, Ha3HBaeMBEE TaKxXe
OINpenesigaumyMM KOMILJIEMEHTAPHOCTE ob6JjgacTamu (CDR), JOKaJIM30BAaHHEE
BHYTPM OTHOCUTEJILHO KOHCEPBAaTHMBHHX KapkacHHx obJjacTey (FR). CDR,
Kak TIpaBWJIO, BHIPOBHEHEl IIOCPEICTBOM KapKacHHX ofJjlacTel, UTo
[IO3BOJIAET CBABHBaHME CO CIHelIUMPUMUeCKMM SBIMTOIOM. Kak MOIpaBWUIIO, OT
N-xoHua po C-KOHIla, BapmabeJIbHEIe OOMEHE KaK JIeTKUX, TakK U
TAOXEJIHX lene comepxaT FR1, CDR1, FR2, CDR2, FR3, CDR3 u FR4.
OTHeceHME AMMHOKMCJIIOT K KaXoomy IOOMEHY, Kak npaBWUJIO,

COOTBETCTBYET onpeneyIeHnAM nus Sequences of Proteins of

Immunological Interest, Kabat, et al.; National Institutes of

Health, Bethesda, Md.; b5th ed.; NIH Publ. No. 91-3242 (1991);
Kabat (1978) Adv. Prot. Chem. 32:1-75; Kabat, et al., (1977) J.
Biol. Chem. 252:6609-661l6; Chothia, et al., (1987) J Mol. Biol.
196:901-917 mam Chothia, et al., (1989) Nature 342:878-883.

Kax IPYMEHST B HacToAleM OOKYMEHTE, TepPMUH
«runepBaprabesibHasg o00JaCTb» OTHOCUTCSA K aMMHOKMCJIOTHEIM OCTaTKaM

aHTHTeJla WJIM €I'O aHTHUI'€HCBA3HBAKIeI'O @parmeHTa, OTBEeTCTBEHHEIM 3a
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CBA3HBaHUE aHTUTeHa. I'mnepBapradbesibHaA oBJacThb COOEPXUT
aMMHOKMCJIO THEIE oCTaTKU nus «OoIpenesdwomen KOMILJIEMEHTAPHOCTD
objlactu» wmin «CDR» (r.e. CDRL1, CDRLZ wm CDRL3 B BapurabeJIbHOM
ooMeHe JerkoM unenmu m CDRH1, CDRH2 m CDRH3 B Bapma®eJIbHOM IOMEHe
TsKeJion uenu) . Cm. Kabat et al. (1991) Sequences of Proteins of
Immunological Interest, 5th Ed. Public Health Service, National
Institutes of Health, Bethesda, Md. (onpeneJjenmne obJjacTelr CDR
aHTHTeJla I[IO IIocJlefoBaTeJIbHOCTHU) ; Takxe cM. Chothia and Lesk
(1987) J. Mol. Biol. 196: 901-917 (onpemejieHme o6jgacTten CDR
aHTHTeJla IO CTPYKType). Kak OpMMeHART B HacTodleM IOKYMeHTe,
TepMUH <«KapkKacHBe» WM <«FR» ocTaTkM OTHOCHMTCS K  OCcTaTkaM
BapuabesLHOTO IOMeHa, OTJMUHBEIM OT OCTAaTKOB TuUIlepBapuabellbHOM
oBJlacTH, OIpemesIeHHHX B HaCTOAlleM OOKYMeHTe Kak ocTaTku CDR.
«BrimeJieHHasa MoOJIeKyJla HYKJIEMHOBOWM KMCJIOTHY WM «BHIOEJIEHHEMN
[IOJIMHYKJIeOoTUI» o6o3HavaeT IOHK mim PHK renomHOTO, MPHK, IHK, wmiu
CUHTETHUUYECKOTO IIPOUCXOXIEHMA, WIM HEeKOoTOpoe MX coueTaHue, He
acColMMPOBaHHEE CO BCeM WJIM UYacTbl IIOJMHYKJIEeOTMIa, B KOTOPOM
BHOEJIEHHEM TIOJMHYKJIEOTHI OOHapyXeH B IIpUpoIe, WM ClLellJIeHHHEe C
IIOJIMHYKJIEOTUIOM, C KOTOPEIM OH He ClellJleH B Opupome. [JId LeJleM II0
3TOMY OIMCaHMI, CJelyeT I[OHMMAaTb, UYTO «MOJIeKyJla HYKJIEeVHOBOMU
KMCJIOTH, CoOepXalasay» KOHKPEeTHYK HYKIJIeOTUIHYK II0CJeIOBaTeJIbHOCTE,
He BKJIOUAEeT MHTAaKTHHE XPOMOCOMH. BHIOEJIEHHEE MOJIEKYJIE HYKJIEMHOBOM
KMCJIOTH, «ComepxXamue» YKaz3aHHHe II0CJIeOOBATEeJILHOCTH HYKJISUMHOBOM
KMCJIOTHI, MOTYT BKJIIOUATH, B IOIIoJIHeHUE K yKasaHHBM
[IOCJIeIOBATEJILHOCTAM, KOIOMPYIMMe II0CJIeOOBaATeJIbHOCTY MOJIS BIJIOTH IO
oecaTu WM Jaxe BIJIOTL OO IOBaOUaTH WIM OoJlee IOPpYyIUxX OeJIKOB, WM
X yYacTey wmIM O(parMeHTOBR, MM MOTYT BKJOUATL OQOYHKIMOHAJBLHO
CBA3aHHbEe pPeryJIaTopHEe mocjienoBaTeJILHOCTH, KOHTPOJIMP YOI e
SKCHOpecCcHi  kKooupyomey  obJacTM  yKal3aHHBX  I[IoCJeloBaTeJIbHOCTeM
HYKJIEMHOBOM KM CJIOTH, n/nnm MOTYT BKJIIOUATH BeKTOpPHHEe

II0CJIeIOBAaTEeJIEHOCTH.

dpasza KKOHTPOJILHEE NOCIenoBaTeJJEHOCTHU» OTHOCUTCHA K
[IOCJIEDOBATEJIBHOCT AM IOHK, HeoB®xX 0O OVMBIM OJId BSKCIpeCcCCUn
OYHKLUMOHAJIBHO CBS3aHHOM KoIOupyomem [IOCJIenOBaTEeJIbHOCTHU B
KOHKPETHOM OpT'aHM3Me-XO3fAMHE. KOHTPpOJIBEHEIE  IIOCJIEeNOBaTeJIbLHOCTH,

Inooxogdamre IJIA InporapmoT, HallprMep, BKJIOY AT IIpoMOTOpP,
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HeoO43aTeJIbHO, IIOCJIEOOBATEJILHOCTE OllepaTopa M y4YacTOK CBA3BBAHUA
PUBOCOMEL. N3BecCcTHO, uTo SYKAPUOTUUECKME KJIETKM  MCIOJIb3YIOT
[IPOMOTOPE, CUTHAJIE [IOJIMALEHUJIIMPOBAHUA M SHXAHCEPEHL.

HyxkJjienHOBa4a KMCJIOTa VI [OJIMHY KJIEOTHUL ABJIAeTCHA
«bYHKUMOHAJILHO CBS3aHHOM», KOI'Ia ee IIoOMemalnT B (QyHKUMOHAJLHYI
B3aMMOCBA3b C HOPyT'oM TIIOCJeIOBaTeJIbHOCTBLI HYKJEeMHOBOM KMCJIOTH.
Hanpumep, IOHK nma npenociienoBaTeJIbHOCTU WMIIM CEKPeTOPHOTO JiMIoepa
ABJIAeTCHa OGYHKUMOHAJILHO CBA3aHHOM ¢ IOHK @mjsg HOoJMIIenTuma, eCJau OH
BSKCIpeccupyeTrcd B  dopMe IIpebelka, yY4acTByomero B CeKpeluu
[IOJIUIIENITH LA ; IIPOMOTOP VI DHXAHCEP aBigeTcda GYHKIMOHAJILHO
CBA3aHHEIM C KOOVPYEMOM IIOCJIeNOoBaTeJIJbHOCTRID, eCJIM OH BJMAEST Ha
TPAHCKPUIILMIO [IOCJIENOBATEJIBHOCTM,; WM YyUYaCTOK CBAS3BBAHUA PUOOCOMEL
aBJjgeTcd GYHKUIMOHAJILHO CBA3aHHEM C KOOUpyoen
[IOCJIEDOBATEJIbHOCTRIO, €CJIM OH PacCIOoJIOKEeH TakK, UYTOOH of0Jieruarh
TpaHcaauuo. Kak NOpaBMJIO, HO He Bcerna, <«OyHKIMOHAJIBHO CBS3aHHBI»
O3HauvaerT, YTO CBA3aHHEE rocJyenoBaTeJIbHOCTU ITHK ABJIAITCSHA
CMEeXHBIMM, M, B CcJydae CeKPeTOPHOI'O JMIepa, CMexHeMM ¥ B dase
CUMTEBaHMA. OODHAKO 5SHXAHCEPH He 0043aTeJIbHO HOOJIKHEL ABJIATHCHA
CMeXHBIMM . CBA3BBaHME IIPOBONOAT IIOCPENCTBOM JIMI'MPOBAHMA B YIOOOHBX
ydyacTKax PECTPUKLINUMA . Ecau TaKMx YY4aCcTKOB He CylecTByeT,
CUHTEeTHUUYECKME OJIMI'OHYKJIEOTUIOHEE aNallTOPEl MM JIMHKEPE MCIIOJIbL3YIOT
B COOTBETCTBMK C OOMENPUHATON NPaKTUKON.

Kak T[OIpuMMeHAKT B HaCTOAlleM OOKYMeHTe, BHPaXeHMA «KJIeTKa»,
KIIMHUA KIIETOK» UM «KYJIbTypa KIETOK» MCIOJIbL3YIT B3aMMO3aMeHIeMO, U
BCe TakKKe OlpelejieHMd BKIIUYAKT IIOTOMCTBO. TakuM oO0pas3oM, CJoBa
KTPaHCOOPMAHTEY U «TPAaHCOOPMUPOBAHHEE KJIETKM» BKJIOUAKT IIEPBUUHYIO
paccMaTpMBaeMyln KIETKY UM IIPOUCXONANMEe M3 Hee KYJLbTYPH He3aBUCHUMO
OT KOJIMUeCTBa IepeHOCOB. Takxe cCJjelyeT I[IOHMMaThL, UYUTO He BCe

IoToOMCTBO OymeT o6JlagaThk TOUYHO MIEHTUUHHM comepxaHmeM [THK, wmu3-3a

npegHaMepeHHEX  MJIM  CIOHTAHHEX  MyTallui. BKJIDUEHO  MyTaHTHOe
IIOTOMCTBO, obJajamnimee TOM  Xe OYHKLIMEN MK BMOJIOTMYECKOM
aKTUBHOCTLIO, 1o KOTOPHM IPOBOOUIN CKPUHMHT MCXOOHO
TPaHCHOPMUPOBaHHEX KJIETOK . Korma IpenycMOTPeHH OTJIMYUHEIE

oIlipeneJyieHrnAd, STO ACHO M3 KOHTEKCTa.
Kak IIPVMMEHAIT B HacCcToAleM IOJOKYMEHTE, «3apolHmeBad

I1ocjienoBaTeJIbHOCTBE» OTHOCHUTCHA K InocjienoBaTeJIbHOCTHU JZ8C] He
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IeperpylInpOBaHHEX IocJjegoBaTeJIbHOCTeN IOHK  MMMyHOTJIOOYJIMHOB.

MoxHO MCIIOJIE30BATE Jodon IOOXOI AMUM VMCTOUYHMK He
IIepeI'pYIIIMPOBAHHEIX IOCJIeIOBRATEJILHOCTEN UMMYHOTJIOOYJIMHOB .
SaponmineBEe InocjyienoBaTeJIbHOCTHU deJiIoBekKa MOXHO I1oJiy4yaThb,
HallprMep, nus3 tas OJaHHEIX 3apOoOelleBEIX rnocjieqoBaTeJIbHOCTEN

JOINSOLVER Ha BeO-canTe National Institute of Arthritis and
Musculoskeletal and Skin Diseases of the United States National
Institutes of Health. B3aponmmeBble I[I0CJEIOBATEJILHOCTM MBIIM MOXHO
noJyyaThk, Halpumep, kKak onomcadHo B Giudicelli et al. (2005)
Nucleic Acids Res. 33:D256-D261.

dusmuueckme M OQYHKLMOHAJIBLHEHE CBOMCTEA MILIOCTPATUBHEX AHTUTEI
nportue TIGIT

Hacrosamee wmz00peTeHMe OTHOCHUTCH K aHTUTeJaM nOpoTue TIGIT u
X AHTUT €HCRB A 3B aklyM bparMeHTaM, oBJ1aganiym YyKa3aHHBEMU
CTPYKTYPHBEMA u OYHKIMOHAJIb HEIMM NIpM3HaKaMu, n K crmocobaMm
IIPVMMEeHEeHMS  aHTUTeJI WJIM WX aHTUI'eHCBA3HBaAKIMX (paTrMeHTOB B
JIeUEeHUN VIV npenoTBpalleHnn 3aboJieBaHuUM (HanpuMep,
3JIOKAUYEeCTBEHHOW OINYXOJM WM MHOEeKIIMOHHOTO 3abojieBaHUA) .

«AHTUTeJIO NOpoTuB TIGIT MIM €TI0 aHTUIeHCBA3HBaMMUM GpaTrMeHT
[I0 HacCTodlleMy M300peTeHMI» BKJOUaeT: Joboe aHTUTEJIO WMIM eTo
AHTUTEeHCBABHBaMMUM ¢parMeHT, oOCyXIaeMHl B HaCTOAMEeM IOKYMeHTe
(HanpuMep, 14A6, 28H5, 31C6 wmiaM TIyMaHU3VMPOBAHHEE BapMaHTH STUX
aHTUTEJI, OIMCaHHHe B Tabiauiue 4) wWIM UX BapuaHT (HaIpMUMep,
BapMaHT IIOCJIeIOBaATEJIbHOCTM MM OOYHKIUMOHAJILHEI BapuaHT); Joboe
AHTUTEJIO WM AaHTUIeHCBSA3HBaMUY (palMeHT, coIepxamue Jooyio OoHY
MJIM HeCKOJIbkKO M3 CDR, yKaszsaHHBEX B Tabiule 4; joboe aHTHUTeJIO WU
AHTUTEeHCBA3HBaMMUY  QdpaTlMeHT, KOTOPHE CBA3EBAKTCA C TEeM Xe
SIIUTOIIOM B TIGIT uyeJiOBeKka, uro WM aHTuUTela, obcyxIaeMue B
HacToAmeM OOKyMeHTe (Hanpumep, 14A6, 28H5 wmm 31C6); u Jjwoboe
AHTUTEJIO WMJIM AaHTUIeHCBA3HBalMM (parMeHT, KOTOPHEe IIepeKpecTHO
OIIOKMPYIT (YaCcTMUYHO WMJIM IIOJIHOCTBK) CBA3wBaHMe c TIGIT aHTMTeda,
oBCcyXImaeMOT'O0 B HACTOSAMEM JOKYMEHTe, WJIM CBAI3HBaHME KOTOPHX C
TIGIT [IEPEeKPEeCTHO OJIOKUPOBAHO (YaCcTUUHO nim IIOJIHOCTRIO)
aHTUTEJIOM, OOCyXIDaeMeIM B HaCTOSIleM IOKyMeHTe (Hamnpumep, 14A6,

28H5 miam 31C6) .
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HepereCTHoe GHOKVIpOBaHMe AHTHTEeIJI VM UNX aHTUITeHCBAS3BBAKINMX

(]_)paI‘MeHTOB MOXHO M,]IeHTM@MLLMpOBaTb Ha OCHOBAHUM MX CIOCOOHOCTU K

IepeKpeCcTHOM KOHKYPEHIIUN C AHTUTEJIOM 1o N300peTeHND B
CTaHIOapTHEIX aHaJjmzax CBAS3EIBaAHUA (HanpuMep, BIACore, ELISA,
OpOTOYHAA LUTOMETPMA) . Hamopumep, MOXHO MCIOJB30BaThE CTaHIapTHHEE

aHaJm3e ELISA, B KOTOPHX pPeKOMOMHaHTHHM Oejiok TIGIT (Hampumep,
TIGIT deJiOBReka) MMMODOMIIM3YIOT Ha IIJIaHIeTe, OOHO U3 AHTUTEJI
noneepramnT QIYOPEeCLEeHTHOMY MeEUeHMIO, WM  OLEHUMBAaKT CIOCOOHOCTH
HeMEeUEeHEIX AQHTUTEJI KOHKYPUPOBATH 3a CBA3EBaHNUE C MeUeHEM
aHTUTEeJIOM. [OIIOJIHUTEJIBHO WM aJIbTEePHAaTMBHO, MOXHO MCIIOJIE30BaTh
aHanmns BIAcore mOJsd OLEHKM CHOCOOHOCTM AaHTUTEJI K TIIepeKpeCTHOM
KOHKYPEHIIUN . CriocoBHOCTD TEeCTUPYEMOTO aQHTUTeJla  MHIUOUPOBATH
CBSA3EBaHME OPYyI'OI'O aHTUTeJla (HalpuMep, aHTureja 14A6 wmiam 28HDS
mmm 31C6) ¢ TIGIT (Hanpumep, TIGIT dyeJjyioBeka) IOKas3HBaeT, UYTO
TeCTUPYEMOE aHTUTEJIO MOXeT KOHKYPMPOBATHL C IPYIMM aHTUTEJIOM
(HanpuMep, 14A6 wim 28H5 wiam  31C0o) 3a CBA3BEBaHMe ¢ TIGIT
(HanpuMep, TIGIT uyeJioBeka) M TakuM o00pas30M, MOXeT, B HEKOTOPHX
cllyyasdax, CBA3HBATBECHA C TeM Xe znuTornoM Ha TIGIT (HanpuMmep, TIGIT
yeJIOBeKa), UYTo ¥ aHTuTeJso 14A6 wiam 28H5 wmmm 31C6, wmaIm cC
[IEPEKPHBAMMMCA SIMUTOIIOM.

Kaxk ykaszsaHO BHIIe, aHTUTeJla UM (QparMeHTH, KOTOPHE CBA3HEBAaTCHA
C TeM  Xe SIINTOIIOM, UTO u Jboe ns aHTUTeJI VIV 17924
AHTUTEHCBA3EB AKX bparMeHTORB [IPOTUB TIGIT 1o HacToAmeMy
M300peTeHurn, TakKXe COCTaBJART YacTb HaCTOAWMETo U300peTeHuUdg.
Kpome TOTO, aHTHUTeJa, KOTOPEE CBABEBATCA c DIUTOIIOM,
[IEPEKPHBANIMMCA C DSIUTOIOM, CBA3HBAEMEM JIIOOBM M3 aHTUTEJ IIPOTUB
TIGIT 1o N300peTeHn, TakKxe COCTAaBJIAIT JacThb HacToAmeTo
n300peTeHud. CymecTBYyeT HECKOJIBEKO Crioco6os, OOCTYIIHEIX o
KapTUPOBAaHUA aHTUTEJla Ha aHTHUIeHaxX-MMIIeHAX, BrJOUas: H/D-Ex
MaCC—CIIeKTPOMETPHUI, PEHTIEHOBCKYD KpUcCcTaJjjorpadmo, aHaJms
pepscan u camT-HalpaBJIeHHHEM MyTareHes. Hanpuwmep, HDX
(BOOOPOOHO-IEeNTEepMeBE OOMeH) B COUeTaHMM C IIPOTEeOJIM30OM M MaccC-—
CIIEKTPOMETPHUEN  MOXHO MCIIOJIE30BATH oJiAa olpenejieHnsAa SIIUTOIIa
aHTUTEJIa Ha ChHeludruueckoM aHTureHe Y. HDX-MS oOCHOBaHa Ha TOYHOM
W3MEPEeHUM ¥ CPaBHEHUM CTeleHM BKJIKUeHMSA OeTepus aHTUTEeHOM IIpU

MHKYOauum ¢ D20 OoTOeJIbHO M B IIprMcyTCTBMM aHTUTEeJIa IIPOTHME HEeT'O B
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pa3JIMUHEIE BPeMeHHHEe MHTepBaJh. elTepul OOMeHMBaAeTCsa C BOIOPOIOM
Ha aMMIOIHOM OCTOBe OeJIKOB B 5SKCIOHMPOBAHHEIX 00JlacTaX, B TO BpeMA
Kak ofbJjlacTM aHTUIeHa, CBA3aHHBHE C aHTUTEJIOM, 3allMileHb, ¥ OJ4 HUX
IoKkasaH MeHbImMM OoOMeH WMJIM OTCYTCTBMe oOMeHa IIOCJe aHaJmu3a
IPOTEOJIMTUUECKUX  GparMeHTOB mocpeacTBoM LC-MS/MS. [MpuMep 9
WJJIOCTPUPYEeT [NpUMeHeHue HDX oJsa KapTUpOBaHUA SIUTOIAa,
CBASHBAEMOI'O aHTUTeJioM 14A6.

MMy HOTJIOOYJIMHOBEIE Lerm AHTUTEJI IIPOTUBR TIGIT I10
n300peTeHNnn, a TakKxe nx CDR, BKJIOUAT, B KayuecTBe

HeOTPaHNUMBAKIMX I[IPUMEPOB, OIMCaHHHe B Tabjguue 4 (SEQ ID NO: 1-

30, 37-52, 57-83 mam 88-167). HacrTosmee wmz300peTeHMe OTHOCUTCHA K
JboMy MOJIMIIENTULY , comepxanemy AMMHOKMCJIO THEIE
[IOCJIENOBATEJILHOCTHU VI cocTodmeMy n3 AMMHOKMCJIO THEIX

nmocjlemoBaTeJibHOCTEeM M3 SEQ ID NO: 1-30, 37-52, 57-83 mium 88-167,
Y PeKOMOMHAHTHHM HYKJIEOTUIAM, KOIMPYKIIMM TaKWe IIOJIUMIIEITUIH .

O0BeM HaCTOoAWeI'0 WM300peTeHMsa BKJKUYAET BHIOEJIEHHBE aHTUTeJa
IIPOTUB TIGIT wm wux AHTUTEHCBA3HBAaKIME bparMeHTH (HanpuMep,
T'YMaHM3MPOBaHHEE aHTuTesa), comepxalue BapMAaHT
VUMMYHOTJIOOYJIMHOBOM  LlelH, yKa3aHHOU B HacTodAmeM  OOKYMeHTe,
HanopuMmep, Jodon m3 SEQ ID NO: 7-30, 37-52, 63-64, 94-95 mmm 124-
133; 1me BapmaHT of0JlagjaeT OIOHMM MWMJIM HECKOJBKMMU U3 CJeOyRIUX
CBOMCTB: (1) CBSBHEHBAET TIGIT yeJIOBeKa; (ii) BCTyIaeT B
nepekpecTHY® peakumio ¢ TIGIT 4gBaHCKOTO Makaka M MakKaKa-pesyca;
(iii) ©6Jaokxupyer cBasbiBaHue TIGIT wuejyioBeka ¢ CD155 wuesioBeka u

CDh112 yeJIoBeKa; (iv) YBeJIMUMBaeT AKTUBAalMIO T-KJIETOK; (v)

CTUMYJINPYET IPOOYKIIUIO IL-2 n IFNy aHTUT'eHCHeUuudpmuueCcKrMA T-
KJeTkaM1; (vi) OJokupyeT MHIOYKIMIO CYNpecCuM aKTuBaluum T-KJIETOK,
VHOYLUUPOBaAHHYK JuUTIMpoBaHMeM TIGIT ¢ poOCcTBeHHEMM JMTaHmammu CD155
u CD112.

B IOpyrMx BapMaHTax OCYIeCTBJIEHUSA WM300peTeHMe OTHOCUTCH K
aHTUTeJIaM NI nUx AHTUT'€HCBA35B allM bparMeHTaM, KOTOPHE
CBAS3HBATCA c TIGIT JyeJioBeKa (HanopuMmep, I'yMaHU3VPOBaHHEE
aHTuTeJsa) UM objamaiT OoMeHamu Vi M OoOMeHaMu Vi IIO MeHbIleM Mepe C
80%, 85%, 90%, 95%, 96%, 97%, 98% wmim 99% MIOEeHTUMUHOCTLIO

nocjiemopaTreJibHOoCTM < SEQ ID NO: 7-30, 37-52, 63-64, 94-95 wuu
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124-133; roe BapMaHT oBiamaeT XeJlaTeJIbHBM CBA3EBaHMEM U

CBOMCTBaMmu, Hamopumep, (1) cBazwBaeT TIGIT uyejJloBeka C 3HaUeHUEM

KD otT npubmmsaurensHo 1x107° M mo npubiamsurenabHo 1x10712 M, kak
oIpenejyieHO  I[IOCPEenCTBOM  IIOBEPXHOCTHOIT'O  IIJIa3MOHHOT'O  pPe30HaHca
(HanpuMep, BIACORE) wmiam cxomHoTro crnocoBa (Hanpumep, KinExa wniu
OCTET); (ii) BcTyHaeT B IepekpecTHyl peakuuio c¢ TIGIT 4BaHCKOTIO
Makaka 1 Makaka-pesyca; (1ii) BJIOKUpPYET CBA3HBaHME TIGIT

yeJjioBeka ¢ CD155 wuejijoBexka m CD112 yejgioBeka; (1v) yBeJMUMBAET

akKTuBalmow T-KJIETOK; (v) CTUMYJIMPpYyeT Hnpomykumo I1L-2 wm  IFNy
AHTUTeHCIIeUnudUU e CKUMA T-rjleTKaMm; (vi) OJIOKUpPYET MHIOY KL
cylnpeccumr akTuBaluu T-KJIETOK, MHIOYVIMPOBaHHYK JmMIMpoBaHueM TIGIT
C POIOCTBEHHHMM JiMT'aHmamm CD155 m CD112.

«KoHCepraTUBHO MOIUOUUINPOBAHHEE BaApUAaHTED WJIN
KKOHCepBaTHUBHAaA 3aMeHa» OTHOCUTCSA K 3aMeHaM aMMHOKMKCIIOT B OeJiKke
Ha »OpyTMe aMMHOKMCIIOTH, ofJjamaniiue CXOOHEMM XapaKTepUCTUKaMU
(HanpuMep, 3apAOoM, pasMepoM OOKOBEIX lemnewu,
TUIPOPOOHOCTLI/ TUAPOOUIIEHOCTEIO, KoHbpopMaLMer ¥ KeCTKOCThLI, u
T.I.), TaK UYTO M3MEeHEeHMSI YacTO MOXHO OCYIECTBJIATE 0e3 M3MeHeHUSA
BMOJIOTHUUYECKOM aKTMBHOCTM Oesika. ChIHelMalaucTaM B JaHHOM o6JacTu
M3BEeCTHO, 4YTO, Kak NpaBMJIO, OIOMHOUHLEE aMUHOKMCJIJIOTHEE 3aMeHHE B He
ABJIAKRIUXCSI HeOOXOOMMEIMM  OOJIacTAX  IIOJIUMIIeNTHOa CYIeCTBeHHO He
MU3MEeHAIT OMOJIOTMUECKYI aKTMBHOCTL (cM., HanpuMmep, Watson et al.
(1987) Molecular Biology of the Gene, The Benjamin/Cummings Pub.
Co., p. 224 (4th Ed.)). KpomMe TOro, 3aMeHH Ha CTPYKTYPHO WM
OYHKUIMOHAJIBHO CXOIHEIE AMMHOKMCJIO TH c MeHbIen BEPOATHOCTBIO
HapymamonT OMOJIOTUUECKYKD aKTMBHOCTE. MIUIOCTPaTHMBHEE KOHCEPBATHBHEE

3aMeHH YKaszaHe B Tabauie 1.

TABJIMIA 1. UnmocTpaTUBHEE KOHCEPBAaTUBHEE aMMHOKUCIIOTHEHE
B5aMeHH
VICXOOHBIM OCTaTOK KoHcepBaTHUBHasA 3aMeHa

Ala (A) Gly; Ser
Arg (R) Lys; His
Asn (N) Gln; His
Asp (D) Glu; Asn
Cys (C) Ser; Ala
Gln (Q) Asn

Glu (E) Asp; Gln
Gly (G) Ala
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VICXOIOHHEM OCTAaTOK KoHcepBaTMBHasa 3aMeHa

His (H) Asn; Gln

Ile (I) Leu; Val

Leu (L) Ile; Val

Lys (K) Arg; His

Met (M) Leu; Ile; Tyr

Phe (F) Tyr; Met; Leu

Pro (P) Ala

Ser (S) Thr

Thr (T) Ser

Trp (W) Tyr; Phe

Tyr (Y) Trp; Phe

Val (V) Ile; Leu

OYHKIMOHAJIBLHO KOHCepBaTUBHEE BapUaHTH AHTUTEJI infe)

n300peTeHNno TaKXxe BKJIIOUEHE B HacTodmee n3obpeTeHue.
«OYHKIMOHAJILHO KOHCepBaTUBHEE BapMaHTHY, Kak IPUMEHIIOT B

HacTodlleM OOKYMeHTe, OTHOCUTCH K aHTUTeJlaM WiIn oO¢parMeHTaM, B
KOTOPHX OIVH WM HECKOJIBKO aMUMHOKMCIIOTHHX OCTATKOB 3aMeHeHH 0e3
M3MEeHEeHV S XeJlaTeJIbHOTO CBOMCTBa, TaKoTo Kak abdMHHOCTE U/UIN
ClIeUMOUUHOCTEL OJIg aHTUIl'eHa. Takue BapMaHTH BKJIOUAKT, HO 0e3
OT'paHNUYeHusd, 3aMeHy aMVUHOKMCJIO TEL Ha obJlaganiyn CXOIHEMI
CBOMICTRBaMM, TakMe KakK KOHCEpPBAaTHMBHHE aMMHOKMUCJIOTHHE 3BaMeHH U3
Tabmauuel 1. IlpemcTaBJIeHH TaKXe BEHEIOEJIEHHHE IOJIMIIENTHIE, CoIepXalle
OOMeHEl Vi aHTuTes OpoTtue TIGIT no mzobpeTeHM (HanopuMep, SEQ ID
NO: 8, 25-30 wmu 48-52), ¥ BHIEJIEHHBEEe IOJUIIENTUIL, CcoIepXalue
ooMeHH Vi (HanpuMmep, SEQ ID NO: 7, 9-24 um 37-47) aHTUTeJ IIPOTHUB
TIGIT no wm30OpeTeHMIO, coImepXxamue BprJors zmo 0, 1, 2, 3, 4, 5, 6,
7, &, 9, 10, 11, 12, 13, 14, 15, 1¢, 17, 18, 19, 20, 21, 22, 23,
24, 25, 26, 27, 28, 29, 30 wmam O6o0oJiee aMMUMHOKMCIJIOTHEIX 3aMeH.
[IpencTaBJieHEl TakKXe BHIOEJIEHHEE IIOJIMIIENITUIE, CcoIepXallde HOOMeHH Vi
anTureJ nporue TIGIT no wu30bpeTeHM© (HanpuMep, SEQ ID NO:64) wu
BHIOEJIEHHEE I[IOJIMIIENTUOE, CcolepXalle OOMeHH Vy (Hamopumep, SEQ ID
NO:63) auTuTes nporue TIGIT nmo mM300peTeHMIO, CcolepXalle BILJIOTH IO
o, 1, 2, 3, 4, 5, ¢, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1le¢, 17,
18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30 wmmu OoJee
aMVHOKMCJIOTHEIX 3aMeH. IlpelcTaBJIeHE TakXe BHIOeJIeHHBEe IIOJIUIIENITUIH,
comepXxalye IOOMEHH Vi AaHTUTeJ IIPOTUB TIGIT 1o wM300peTeHrn
(HanmpuMep, SEQ ID NO: 95 wm 130-133) ¥ BHIOEJEHHBEE IIOJIUIIEIITUIIE,
comepxalye noMeHb Vy (Hamnpumep, SEQ ID NO: 94 m 124-129) a”HTUTeEJ

npotue TIGIT no mM300peTeHMIO, CcolepXamue BIJoTH no 0, 1, 2, 3, 4,
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5 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1e¢, 17, 18, 19, 20, 21,
22, 23, 24, 25, 26, 27, 28, 29, 30 wmiam 0oJiee aMMHOKMCJIIOTHEIX
3aMeH.

B OpyroM BapMaHTe OCYHWeCTBJIEHMA [IPEeOCTaBJIEHO aHTUTEJIO WK
ero aHTUTEeHCBA3HBaMMUY GparMeHT, KOTOpHe CBaA3mBalTca ¢ TIGIT u
objlamalT IOoMeHaMu Vi M OOMeHamMM Vg IO MeHbIle¥ Mepe ¢ 99% 98%,
97%, 96%, 95%, 90%, 85%, 80% MM 75% MIEHTUUHOCTLIO
[IOCJIeNOBATEJIBHOCTM C OIHMM WMJIM HECKOJBKMMM M3 IOMEHOB Vi WK
ooMeHoB Vi, ONMCAHHHX B  HacTofAlleM IOKYMeHTe, n ofbJjlajmapT
crieuudmUue CKmMM CBA3EIBaAHMEM C TIGIT. B IpyIT'OM BapMaHTe
OCyIEeCTBJIeHUA CBSA3HBaKIee AaHTUTEJO WIM eT0 aHTUTEeHCBSI3HBAaKIUMA
dparMeHT 1[I0 HaCTOAlleMy W300peTeHUI CcomepXaT IOMeHH Vi u Vg (C
CUTHAJIbLHOM TIOCJelOoBaTeJIbHOCTEID U ©6es3), colepXamue BIJIOTE 1no O,
i, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18,
1o, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30 wmm OoJee
aMVMHOKMCJIOTHEIX 3aMeH, WM o0JajalnT CIelUudUUeCKUM CBA3HBaHMEM C
TIGIT.

[IONMMHYKIIEOTUOE M IIOJIUIISIITHOE

HacTosamee n300peTeHue, KpoMe TOT'O, OTHOCUTCSHA K
[IOJIMHYKJIeO T aM, KOOUPYIOIMM JIOHE nus [IOJIUIIENITUIOB MJIN
MMMYHO T'JIOOYJIMHOBEIX ernen AHTUTEJI [IpPOTUB TIGIT u ux
AHTUT€HCB S 3BIB alx bparMeHTOR rio n300peTeHND. Hanpuwmep,

HacTosAamee wu300peTeHMe OTHOCUTCHA K IIOJUMHYKJIEOTMIAaM, KOIUPYIIMM
aAMMHOKMCJIOTE, OIMCaHHEe B SEQ ID NO: 1-30, 37-52, 57-83 m 88-
167, a Takxe K IIOJMHYKJIEOTHIAM, TI'MOPUIOMBYIMMMCH C HMMM, a Takxe
K JmodoMy NOJIUIIENTUOY, KOIOVPY EMOMY TaKMUM TUOPUON3YIMIVMC A
[IOJIMHYKJIEOTHIOM. B OIHOM BapMaHTEe OCYMeCTBJIeHUSA M300peTeHue
OTHOCHUTCSA K IIOCJeNOBaTeJIbHOCTM HYKJIEMHOBOM KUMCJIOTH, CcoIepxamen
WM COCTOSAmeM B OCHOBHOM M3 SEQ ID NO:84 mium SEQ ID NO:85.

Kak npaBwWJIo, [MIOJIMHY KJIEO TUIEL TUOPUON3YITC S B YCJIOBUAX

HMSKOﬁ, YMepeHHOﬁ MM BHCOKOM CTpOoroCcTmM, MM KOIMPYKT aHTUTeJla WMIIN

nx AHTUIT EHCBA3HEBAaKIME bparMeHTH, CoxXpaHdrnume CIIOCODHOCTE
cBa3blBaHMA ¢ TIGIT (ueJjioBeka, Makaka-pesyca U/WIM SBAHCKOTO
MaKaka, HallpuMep, Macaca fascicularis). MoJieryJjia IIepBOTO

IIOJIMHYKJIEOTMOa ABJIAE€TCHA «KCIIOCOBHOM K PM@pMHMBaHMM» C MOHGKYHOﬁ

BTOPOT'O IIOJIMHY KRJIeO TV IOa, KoT'ma OOHOLIEelIIoYedHaA bopmMma MOJIEKYJIEL
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[IepBOTO IMOJMHYKJIEOTHIA MOXeT IMOPMIM30OBATLCA C MOJIEKYJIOM BTOPOTO
IOJIMHYKJIEOTHIA B VYCJIOBMAX IIOOXOOANMX TeMIepaTyYPE ¥ MOHHOM CUJIH
pacTtBOpa (cM. Sambrook, et al., Bpme). YCJIOBUA TeMIepaTypH U

VMIOHHOM CUJIEL ~ OIpPenesisnT KCTPOTOCTE» TUOPUON3aALUA . TUNMYHEE
YCJIOBUS HMBKOM CTPOTOCTM THUbOpuMAM3aluM BKJmouvaioT 55°C, 5X SSC, 0,1%
SDS um oTcyTcTBHMe OdopMamMmma; wiu 30% dopmammm, 5S5X SSC, 0,5% SDS
opm  42°C. TUOMUYHEE YCJIOBUSA YMEPEeHHOM CTPOTOCTU IHUOPUIM3alULd
OpencraBJygioT cobom 40% dopmammn, ¢ 5X mam 6X SSC m 0,1% SDS mpwu
42°C. VcJoBUSA BHCOKOM CTPOTOCTHM IMOPUIM3ALUM IPelCTaBJISoT CcoOol
50% dopmamMun, 5X wmim 6X SSC mpum 42°C wim, HeoOa3aTeJIbHO, IIPU
foJlee BHICOKOM TeMIepaType (Hanopumep, 57°C, 59°C, 60°C, 62°C, 63°C,
65°C myam 68°C). Kak mnOpaBuUijo, SSC mnpencrabidgeT cobor 0,15M NaCl u
0,015M Na-umrpar. T'ubpromzaumsa TpedyeT TOTO, UTOOH IoBa
IOJIMHYKJIEeOTHUIa comepxan KOMILJIEMeHTapHHEe mocjiegoBaTeJILHOCTH,
XOoTH4, B 3aBUCUMOCTHU oT CTPOTOCTHU TUOpUOM3alnM, BO3MOXHH
HEeCOOTBETCTBUSA MeXOy OCHOBaHMAMMU. llogxonmamasa CTPOTOCTL  OJ4
TUOPUON3ALUY [IOJIMHYKJIEOTUOOB 2BaBUCUT OT IJMHH I[IOJIMHYKJIEOTUOOB U
CTelleHM KOMILJIEMEHTAPHOCTHM, IIepPeMeHHBEX, XOPOIO WM3BECTHHX B IaHHOMU
objiacTtu. UYem OoJiblle CTeleHb CXOONCTBA WM TOMOJIOTUM MeXIOy OBYMHA
HYKJIEOTUIHEIMM IIOCJIeOOBaTEeJIEHOCTAMMA, TeM BHIIE CTPOTOCTL, IIpU
KOTOPOM HYKJIEMHOBHE KMUCJIOTH MOTYT THUOPUIM3OBATLCA. [OJIa ITHUOPUIOB
oJmMHOM ©6oJjiee 100 HYKIJIEOTHIOB, paszpaboTaHH YPpaBHEeHMS OJId pacueTa
TeMIIepaTypH ILJlaBJieHusa (cMm. Sambrook, et al., Bmme, 9,50-9,51).
Ona mubpugusauum c 0oJlee KOPOTKUMMU IIOJIMHYKJICOTUIAMM, HalpuMep,
OJINTOHYKJIEOTUIaMA, IIOJIOXEHMSA HEeCOOTBETCTBUM CcTaHoOBATCA 0DoJiee
BaXHHMM, ¥ IJIMHA OJMIOHYKJIEOTMIAa OolIpelesisgeT eI'o CIeUudUMUHOCTDL
(cm. Sambrook, et al., Brme, 11.7-11.8).

B IOpyroM BapuaHTe OCYIEeCTBJeHMSa MOpelcTaBJIeH BHOEJIeHHBMN
IOJMHYKJIeOTHn, Halpumep, HOHK, KoOupyllasa IIOJUIIeNTUIOHEE Lelu
BHIOEJIEHHEX AaHTUTeJ WM AaHTUTEeHCBASHBAaIMX O(prarMeHTOB, YKa3aHHBX
B HacTodmeM IOKyMeHTe. B OIHOM BapMaHTe OCYmMeCTBJIEHUS BHIEJIeHHBN
IOJIMHYKJIEOTHU  KOIMpYeT aHTUTeJ IO WJIM eTl'0 aHTUITEeHCBI3HBAallyi
bparMeHT, cCcoOepXxamMe IO MeHbIeM Mepe OIMH BapuabelbHEM noMeH (Vi)
JIETKOMV LelM 3pejloTo MMMYHOIJIOBYJIMHA I[I0 U300peTeHMIo U/UIM IO

MeHbIIeV Mepe OIMH Bapuab®eJIbHEY »OoMeH (Vi) TAXeJOM LelM 3peJioTo
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MMMy HOTIJIOOYJIMHA 1o n300peTeHn. B HEKOTOPBIX BapMaHTax
OCYMEeCTBJIEHUSA BHOESJIEHHBEM I[IOJMHYKJIEOTHI KOOMPYEeT Kak JeTkKyl Ilelb,
Tak ¥ TSXeJyl lLelb Ha OOHOM I[IOJMHYKJIEOTMOHOM MOJIeKyJie, ¥ B
OIPYTMX BapMaHTax OCYIEeCTBJIeHUA JIeTKMe U TAXeJble LelM KOOUPOBaHH
Ha OTHOEJIBHEIX IIOJIMHYKJIEOTUMIHEIX MOJIeKyJlaXx. B IOpyroM BapuaHTe
OCYIIECTBJIEHUA IIOJIMHYKJIEOTHUL LOOIIOJIHUTEJIBHO KOIUPYET CUTHAJBbHYI
[IOCJIeNOBATEJILHOCTE .

B omHOM BapMaHTe OCYIEeCcTBJIeHMA Uu300peTeHMe OTHOCUTCS K
BHIOEJIEHHOMY I[IOJIMHYKJIEOTUOY, KoIUpvyileMy BapuabeJbHEM #poMeH (V)
TAXKEeJION LelM aHTUTeJla WJIM eT'0 aHTUTeHCBASHBawmui (palMeHT,
comepxamuit CDR-H1 (SEQ ID NO:1), CDR-H2 (SEQ ID NO:2) m CDR-H3
(SEQ ID NO:3 mym 79 mam 80 mam 81 mam 82, 83 mam 140).

B onmHOM BapMaHTe OCYIECTBJIeHMA M300peTeHrMe OTHOCUTCS K
BHIOEJIEHHOMY I[IOJMHYKJIEOTUOY, KoIupvyileMy BapuabelbHHM #poMeH (Vi)
JerkoMm lLenoM aHTuTeJa WIM eTo AaHTUIeHCBA3HWBaMUM  dparMeHT,
comepxamuit CDR-L1 (SEQ ID NO:4), CDR-L2 (SEQ ID NO:5 mim 65, wmau
66, mim 67, wiam 68, wmam 69, wmam 70, wmam 71, wiam 72, wim 73, WK
141) m CDR-L3 (SEQ ID NO:6 wmmm 74, wam 75, wim 76, wmm 77, wWiu
78) .

B oOoHOM BapMaHTe OCYIEeCTBJIeHMA M300peTeHre OTHOCUTCHA K
BHIIEJIEHHOMY I[IOJIMHYKJIEOTHIY, KoIoupyomeMy BapuabeJIbHEM »noMeH (Vi)
TOKEJION LelM MMMyHOIJIoOyJMHa m3 SEQ ID NO: 7.

B omHOM BapMaHTe OCYIeCcTBJIeHMA U300peTeHMe OTHOCUTCS K
BHIOEJIEHHOMY IIOJIMHYKJICOTUOY, KOoIUpvyoleMy BapuabeJbHHM #poMeH (Vi)
JeTKOoM Lely MMMyHOIJIOOyJIMHa M3 SEQ ID NO: 8.

B omHOM BapMaHTe OCYIEeCTBJIeHMA M300peTeHMe OTHOCUTCS K
BHIOEJIEHHOMY I[IOJMHYKJIEOTUOY, KoIuUpvileMy BapuabelbHHM #poMeH (Vi)
TOKeJION LelM MMMYHOIJIOOYJIMHa M3 Jiodol mz3 SEQ ID NO: 9-24 wmgm 37-
47 .

B onHOM BapMaHTe OCYUECTBJIeHMA M300peTeHrMe OTHOCUTCHS K
BHIOEJIEHHOMY I[IOJMHYKJIEOTUOY, KoIupvyileMy BapuabelbHHM #poMeH (Vi)
JIETKOM LelM MMMyHOIUIOOYJIMHa M3 Jiodor m3 SEQ ID NO: 25-30 wmim 48-
52

B oOoHOM BapMaHTe OCYIECTBJIeHMA M300peTeHMe OTHOCUTCH K
BHIOEJIEHHOMY I[IOJMHYKJIEOTUOY, KoIMpyileMy BapuabelbHEM »poMeH (Vi)

TSXKeJION el aHTHTeJIa MJin eTro AHTUT €HCB I3HB alolni q)pal"MeHT,
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comepxamuit CDR-H1 (SEQ ID NO:57), CDR-H2 (SEQ ID NO:58) m CDR-H3
(SEQ ID NO:59).

B oOHOM BapMaHTe OCYWEeCTBJEHNA MN300peTeHrue OTHOCUTCHA K
BHIIEJIEHHOMY [IOJIMHYKJIEOTHIY, KOIOUpYHIeMy BapMabOeJIbHEM »OoMeH (Vi)
JleTKOM Lenu aHTUTeJa WMJIM eT'0 aHTUITeHCBA3HBallMi  dparMeHT,
comepxamuit CDR-L1 (SEQ ID NO:60), CDR-L2 (SEQ ID NO:61) m CDR-L3
(SEQ ID NO:62).

B omOHOM BapMaHTe OCYIMEeCTBJIEHUSA M300peTeHue OTHOCUTCH K
BHIEJIEHHOMY I[IOJIMHYKJIEOTHIY, KOoIOMpyoImeMy BapuabeJIbHEM »noMeH (Vi)
TAXEJION el MMMyHOIJIOOyJsMHa M3 SEQ ID NO: 63.

B omOHOM BapMaHTe OCYWEeCTBJIEHUSA M300peTeHue OTHOCUTCH K
BHIIEJIEHHOMY I[IOJIMHYKJIEOTHUIY, KOIOUPpYHIeMy BapuabeJIbHEM »noMeH (Vi)
JIETKOM LelM MMMyHOIJIOOyJIMHa M3 SEQ ID NO: o64.

B omOHOM BapMaHTe OCyWeCTBJIEHUSA MN300peTeHue OTHOCUTCH K
BHIEJIEHHOMY I[IOJIMHYKJIEOTHIY, KOIOUpYHIeMy BapuabeJIbHEM »OoMeH (Vi)
TOKEJIOM el aHTUTeJa WJIM eT0 aHTHUIeHCBA3HBakmMi GpaTlMeHT,
comepxamut CDR-H1 (SEQ ID NO: 88), CDR-H2 (SEQ ID NO: 89, 96,
97, 98, 99, 100, 101, 102, 103, 104, 105, 106, 107, 108, 109,
110, 111, 134 mmm 135) m CDR-H3 (SEQ ID NO: 90).

B oOHOM BapMaHTe OCYLeCTBJEHUA M300peTeHrue OTHOCUTCHA K
BHIOEJIEHHOMY MIOJIMHYKJIEOTULY , KOOUpyKIeMy BapuadeJibH e IOOMeH
Jerkon uenm (Vi) aHTHUTeJa WIM €TI0 aHTUITeHCEBA3HBalmMUY GparMeHT,
comepxamuir CDR-L1 (SEQ ID NO: 91), CDR-L2 (SEQ ID NO: 92, 112,
113, 114, 115, 116, 117, 118, 119, 120, 121, 122 wmum 123) um CDR-
L3 (SEQ ID NO: 93).

B omHOM BapMaHTe OCYWEeCTBJIEHUSa M300peTeHrMe OTHOCUTCH K
BHIIEJIEHHOMY IIOJIMHYKJIEOTHIY, KOIOUPpYHIeMy BapuabeJIbHEM »OoMeH (Vi)
TAXEJION lLlelM MMMyHOIJIOOyJMHa M3 SEQ ID NO: 94.

B omOHOM BapMaHTe OCyWeCTBJIEHUSa MN300peTeHue OTHOCUTCH K
BHIIEJIEHHOMY I[IOJIMHYKJIEOTHIY, KOIOUPYHIeMy BapuabeJIbHEM »OoMeH (Vi)
JIETKOM LenM MMMyHOIJIOOyJIMHa M3 SEQ ID NO: 95.

B oOHOM BapMaHTe OCYWEeCTBJIEeHUSA MN300peTeHue OTHOCUTCH K
BHIEJIEHHOMY I[IOJIMHYKJIEOTHIY, KOIOUpYHIeMy BapMabeJIbHEM »OoMeH (Vi)

TIXKeJION LelM MMMyHOIDJIOOYJIMHa U3 Jmobor m3 SEQ ID NO: 124-129.
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B oOoHOM BapMaHTe OCYIECTBJIeHUMA M300peTeHrMe OTHOCUTCH K
BHIOEJIEHHOMY I[IOJMHYKJIEOTUOY, KoIupyileMy BapuabelbHEM #poMeH (Vi)
JeTKOM lLelM MMMyHOIJIOOYJIMHa M3 Jiodor m3 SEQ ID NO: 130-133.

B oOoHOM BapMaHTe OCYIEeCTBJIeHMA M300peTeHre OTHOCUTCHA K
BHIIEJIEHHOMY IIOJIMHYKJIEOTHIY, KoIoupyomeMy BapuabeJbHEM #poMeH (Vi)
TAXEJION Lely MMMYyHOIJIOOyJIMHa m3 SEQ ID NO: 127.

B omHOM BapMaHTe OCYIeCcTBJIeHMSA Uu300peTeHrMe OTHOCUTCS K
BHIIOEJIEHHOMY I[IOJIMHYKJICOTUOY, KOoIUpvyoleMy BapuabeJbHHM #poMeH (V)
TOKEJION LielM MMMyHOIJIOOyJMHa M2 SEQ ID NO: 128.

B omHOM BapMaHTe OCYIEeCTBJIeHMA M300peTeHMe OTHOCUTCA K
BHIOEJIEHHOMY I[IOJMHYKJIEOTUOY, KoIUpvileMy BapuabelJbHHM #poMeH (Vi)
JIETKOM LenM MMMyHOIJIoOyJMHa M3 SEQ ID NO: 130.

B onmHOM BapMaHTe OCYIECTBJIeHMA M300peTeHrMe OTHOCUTCS K
BHIOEJIEHHOMY I[IOJMHYKJIEOTUOY, KoIupvyileMy BapuabelbHHM #poMeH (Vi)
JIETKOM LenM MMMyHOIJIoOyJMHa M3 SEQ ID NO: 132.

B onoHOM BapMaHTe OCYIECTBJIeHUMA M300peTeHrMe OTHOCUTCH K
BHIOEJIEHHOMY I[IOJMHYKJIEOTUOY, KoIupyileMy BapuabelbHHM #poMeH (Vi)
JIETKOM lLenM MMMyHOIJIoOyJIMHa M3 SEQ ID NO: 133.

HacTosmee mM300peTeHMe OTHOCUTCSH TakKXe K BeKTopaM, HallpuMep,
BKCIIPEeCCUPYIINM BeKTOpamM, TaKUM Kak [JIa3MUIOHL, coepxalym

BEIOEJICHHEIE TIOJIMHYKJI€O TV IOIEL I10 n300peTeHNo, roe IIOJIMHYKJIEO TN

ABJIAETCA QYHKHMOHaﬂbHO CBA3aHHBEM C KOHTPOJIE HEIMI
I1I0CJIeJOBaTeJIbHOCTAMIM, Y3HakaeMBEMM KﬂeTKOﬁ—XOBHMHOM, KRoT'oa
KIIETKY—XO34MHa Tpch@MHMpyDT BEeKTOPOM. [lpencTaBJIeHH TaKxe

KIIETKMN—XO34€eBa, coepXxamme BeKTOp IIO HacCTodlleMy MBO@peTeHM@, u
CIIOCOBOH IIOJIy4UYeHNA aHTHTeJIa 12Nz eTro AHTMT'eHCBA3BBaAKIeI'O
@parmeHTa, i IIOoJIMIIeIlTVIOa, OIIMCaHHOI'O B HacToOAmlleM IOKYMeHTe,
BRJIDUYAKIMe KYJIETUBUMPOBaHNME KIIEeTKMN—-XO34AVMHa, Hecymeﬁ
SKCHpeCCMpyDMMﬁ BEeKTOP I HYKJIEMHOBYIO KHMCJIOTY, RoIIMpyoim1e
MMMYHOTJIOOYJIMHOBEE Ielin aHTHTeJla JIn 179298 AHTHVIT'€eHCBA3BBaAKIVe
@paPMeHTH, B Cpelle @IJIA RYJIETHMBMPOBAHNMA, W BEIOEJICHNVEe aHTUTeJIla WIIN
eT'0 aHTHUITeHCBAS3BRBaAKIeI'O @paPMeHTa M3 KIIETKM—-XO34dVMHa WJIM CpelEl
IOJId RKRYJIETHMBMPOOBaHMA.

HacTodamee M306peTeHme OTHOCHUTCA TaKxXxe K IIOJIUIIEII T O aM,
HallprMep, ITOJIUIIEIITV O aM UMMYHOTJIOOYJIMHOB, colepXallliM

AMIMHOKMCIJIOTHEIE IIOCJIegOBaTeJIbHOCTHM, ABJIAKMMECS II0 MeHbIeMn Mepe
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OpUOIIN3UTEILHO Ha /5% MIOEHTUMUHEIMM, Ha 80% MIOEHTUMUHBEIMM, OoJiee

IpennouTuTesIbHO, 1o MeHbIIeM  Mepe IpUOIN3UTEJILHO Ha 90%
UOEHTUYHEIMM ¥ HauBojiee  PeAloUTUTEJILHO, 10  MeHbIlel  Mepe

OpUOIIU3UTEJIEHO Ha 95% MIeHTHMUHBMM (HalpuMep, Ha 9b5%, 96%, 97%,
98%, 99%, 100%) AMMHOKMCJIOTHEIM  IIOCJIENOBATEJILHOCTAM  aHTUTE,
IpeICTaBJIEHHHX B HAaCTOAlleM IOKYMeHTe, KOI'Ia CpaBHeHHUe IIPOBOIAT
[IoCcpencTBoOM aJjiropuTMa BLAST, I'Ie HapaMeTpH aJITOpUTMa BHOpaHBl OJII
IOJIyUYeHU A HauBOJbIMETO COBIIaIeHUAa MeXny COOTBETCTBYIMIUMA
IOCJIENOBATENBLHOCTAMY Ha OPOTSXKEeHUM I[IOJIHOM NJMHE COOTBETCTRYIIMX
STaJIOHHBIX IIOCJIeNOBaTeJILHOCTENM (HalpuMmep, OXuaaeMuelt 1nopor: 10;
pasMep cCJioBa: 3; MaKCHUMaJIbHOE KOJIMUYeCTBO COBIAIEHMM B IMalla30He
3anpoca: 0; maTpuua BLOSUM 62; CTOMMOCTB IIPOIIYyCKa: CyIMeCTBOBaHME
11, npomjeHue 1; yCJOBHad CTPYKTypHasd KOPpeKUUs MaTpUIH OallJIoB) .

VOeHTUUYHOCTEL IIOCJIeOOBaTeJJbHOCTM OTHOCUTCH K  CTeleHU, B
KOTOPOM aMMHOKMCJIIOTH M3 OBYX [NIOJUIIENTUIOB HABJIAKTCH OIMHAKOBHMMU B
SKBUBAJIEHTHEIX TIOJIOXEHUAX, Korma oBe IIOCJIeNOBATEeJIEHOCTH
ONTHMAJILHO BHPOBHEHH.,

Cllegyoume CCBIJIKMA OTHOCATCHA K ajropmuTMaM BLAST, uacTo
VCIIOJIb3YEeMEM mOJISI aHajJiM3a IocjiefoBaTejibHOCcTer: BLAST ALGORITHMS:
Altschul et al. (2005) FEBS J. 272(20): 5101-5109; Altschul,
S.F., et al., (1990) J. Mol. Biol. 215:403-410; Gish, W., et
al., (1993) Nature Genet. 3:260-272; Madden, T.L., et al.,
(1996) Meth. Enzymol. 266:131-141; Altschul, S.F., et al.,
(1997) Nucleic Acids Res. 25:3389-3402; Zhang, J., et al.,
(1997) Genome Res. 7:649-656; Wootton, J.C., et al., (1993)
Comput. Chem. 17:149-163; Hancock, J.M. et al., (1994) Comput.
Appl. Biosci. 10:67-70; ALIGNMENT SCORING SYSTEMS: Dayhoff,
M.0., et al., «A model of evolutionary change in proteins.» in
Atlas of Protein Sequence and Structure, (1978) wvol. 5, suppl.
3. M.O. Dayhoff (ed.), pp. 345-352, Natl. Biomed. Res. Found.,
Washington, DC; Schwartz, R.M., et al., «Matrices for detecting
distant relationships.» in Atlas of Protein Sequence and
Structure, (1978) wvol. 5, suppl. 3.» M.O. Dayhoff (ed.), pp.
353-358, Natl. Biomed. Res. Found., Washington, DC; Altschul,
S.F., (1991) J. Mol. Biol. 219:555-565; States, D.J., et al.,
(1991) Methods 3:66-70; Henikoff, S., et al., (1992) Proc. Natl.



109

Acad. Sci. USA 89:10915-10919; Altschul, S.F., et al., (1993) J.
Mol. Evol. 36:290-300; ALIGNMENT STATISTICS: Karlin, S., et al.,
(1990) Proc. Natl. Acad. Sci. USA 87:22064-2268; Karlin, S., et
al., (1993) Proc. Natl. Acad. Sci. USA 90:5873-5877; Dembo, A.,
et al., (1994) Ann. Prob. 22:2022-2039; and Altschul, S.F.
«Evaluating the statistical significance of multiple distinct
local alignments.» in Theoretical and Computational Methods 1in
Genome Research (S. Suhai, ed.), (1997) pp. 1-14, Plenum, New
York.

APPMHHOCTE CBSIBHBaHUSI

B kauecTBe IIpuMepa, n 6es3 oT'paHUUYeHUHd, aHTHTeJla U
aHTUTeHCBA3HBalmye OQpaTrMeHTH, OIIMCAaHHBE B HaCTOAMEeM IOKYMeHTe,

MOTYT CBA3HBaTE TIGIT dyejloBeka C 3HauveHueM Kp IO MeHBIIEM Mepe

OpUbInM3nUTesbEHO 1x10? M (T.e., ¢ 3HavueHueM Kp 1x10? M ujam HuUxe),
Kak oIpelejyieHO IIOCPeICTBOM IIOBEPXHOCTHOT'O ILJIa3sMOHHOT'O pes0OHaHca
(HanpuMep, BIACORE) wmiIM CxXOOHOTO crnocoba (Hampumep, KinExa wim
OCTET) . B OIOHOM BapraHTe oCylmeCcTBJIeHN A aHTmreJa u
AHTUTEeHCBA3HBAKIME QparMeHTH, ONMCaHHBE B HaACTOAIleM IOOKYMEHTE,
MOTYT CBA3HBaThb TIGIT uejioBeKa C 3HaueHmeM Kp IO MeHBIIEM Mepe OT
npubananuTenasHo 1x107° M go npubiamszuTresbHO 1x10712 M, Kak onpenesieHOo
[IOCPEeOCTBOM I[IOBEPXHOCTHOTO [JIa3MOHHOTO pe3oHaHca (HanpumMmep,
BIACORE) wmam cxomHoTo crnocoba (HanpuMmep, KinExa wmiam OCTET). B
OIOHOM BapMaHTe OCYIIECTBJIEHU A aHTuTeJa u AHTUT EeHCBA3HBAaKIMe

(l)paI‘MeHTBI, OIIMMCaHHEIe B HacCcTodAlleM JOKRYMEeHTe, MOTYT CBA3BIBATH

TIGIT wdeJjioBeka C B3HaueHmeM Kp o7 npmbamsmressHo 1x107° M mo

OIPUOIIUBUTEIILEHO 1x10-12 M, Kak OIpeneJieHO [IOCPEnCTBOM
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pe30HaHca (HanpuMmep, BIACORE) wim
cxomHoTOo crnocoba (HampuMmep, KinExa wmam OCTET). B oOHOM BapuaHTe

OCVYIIECTRBJIEHUA aHTUTEeJIa M aHTUTEeHCBA3HBaKIMe QpaTlMeHTH, OIMCAaHHEe
B HacTo4almeM OOKYMEeHTe, MOTYT CBA3EBATH TIGIT YyeJIOBeKa C
3HaueHueM Kp IO MeHbIey Mepe OpubiausmureabHo 50 M (T.e., C
3HaueHueM Kp npubiamsuresnsHo 50 1M wMiIM HWXe), KaK OIpenesIeHo
nocpencresoM BIACORE wmam cxopmHoTOo crocofa. B oOHOM BapMaHTe
OCVYIIECTRJIEHUA aHTUTEeJIa M aHTUTeHCBA3HBaKIMe Qpal'MeHTEH, OIMCaHHEe

B HacTodmeM OOKYMeHTe, MOTYT CBA3EBATDH TIGIT yeJIOBeKa C



110

3HaueHueM Kp IO MeHbmey Mepe OpubiausmureabHo 10 M (T.e., C
3HaueHueM Kp npubiausuressHO 10 1M MM HMWXe), KaK OIIpemesIeHo
nocpencresoM BIACORE wmam cxomHoTo crocofa. B oOHOM BapMaHTe
OCYIIECTBJIEHUA aHTUTeJa u AHTUT eHCBARHEBAKIINE bparMeHTH o
n300peTeHUD MOTYT CBA3EBaThE TIGIT uyesyoBeka ¢ Kp OT HNpUOIMU3UTEIJIBHO
or 50 mM @mo mnpubams3uTesbHO 1 0M, KaK OIpeleJIeHO IIOCPelCTBOM
BIACORE mimM CcxXOOHOTO criocoba.

AKTUBALIMS MMMYyHOLIMTOB

B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHU A aHTUTeJa WU
AHTUTEHCBA3EBAKIME bparMeHTH 1o M300peTeHND YBEJIMUMBAKT
AKTUBHOCTE WMMYHOLIMTOB. YBeJUMUeHMe AaKTHBHOCTM WMMYHOLIMTOB MOXHO
OeTeKTUPOBaTE C MCHOJIB30BaHueM Joboro crnocoba, M3BECTHOTO B
oaHHou  obJjJacTu. B OODHOM BapuMaHTe OCYIIECTBJIIEHUA YyBeJIMdeHNre
AKTUBHOCTY MMMYHOLMTOB MOXHO IOeTeKTUPOBATEL IIOCPEeICTBOM WM3MEepeHUd
nposupepall MMMYyHOLUUTOB. Hamnpumep, yBeJIMUeHMe AaKTUMBHOCTM T-—
KJIETOK MOXHO IeTEeKTHPOBATEH [IOCPEOCTBOM M3MepeHMa OpoJmbpepalunm T-—
KJIETOK WJIM COOHTHUM IepemauM CcuI'Hajla, Takux Kak THUPO3UHOBOE
dpochopuIMpoBaHME  MMMYyHHEX  PELelTOPpOB WM  HWXeCTOWMX  KMHAas,
KOTOPHE I[IEPEeHOCHAT CHUITHAaJEL K PperyjaTopaM TpaHCKpUIUuMM. B OpyTux
BapMaHTax OCYWEeCTBJIEHUA YyBeJIMUeHMEe aKTUMBHOCTY MMMYHOLIMTOB MOXHO
OeTeKTUPOBaTh [IOCPEenCTBOM  M3MepeHUd HUTOTOKCUUECKOMN byHKLIMM
kjgeTok CTL mimm NK Ha crHeuuduUUeCKMX KIIeTKax-MUIEeHIX WM OTBETOB
LMTOKMHA IFNy, KOTOPHE acCoLUMPOBAaHE ofe) CTUMYJIALUEN
IIPOTUBOOIYXOJIEBOTO MMMYyHUTEeTa. B IPpYI'MX BapMaHTax OCYIeCTBJIEHUA
yBeJIMUeHne AKTUBHOCTU VMMYHOLMTOB MOXHO OeTeKTUPOBaTh
IIOCPEeOCTBOM M3MEpPeHMS aKTuBauuu T-KJIeTOK ex Vvivo B ofpasle,
IIOJIYUEHHOM oT cyObBeKTa. B OIOHOM BapMaHTe OCYIIeCTBJIEHUSA
yBeJIMUeHne AKTUBHOCTM T—-KJIETOK  ONpenesignT IIOCPEenCcCTBOM: (1)
M3MepeHrd MUHIOYLMPpOBaHHOM SEB (sHTepoTOKCHMHOM B Staphylococcus)
OPOOYKIIMM OOHOTO WM HECKOJIBKO IIPOBOCHAJNIMTEJIBHEX LUTOKMHOB,
BHIOpaHHEIX W3 TPYININH, cocTodmer wu3: IL-2, TNFa, IL-17, IFNy, IL-
18, GM-CSF, RANTES, IL-6, IL-8, IL-5 m IL-13; mmmu (ii) wmsMepeHus
peakuuy CMemlaHHOM KYJIBTYPH JHMMOOUMTOB MM OPAMOM CTUMYJISALINUU
nocpencTsoM  mAb IPOTUBR CD3 nepenauu cUTHala T-KJIETOUHOTO

peuentopa (TCR) 1mJjd MHOYKUMM TOPOOYKUMM ILIMTOKMHA, BHOPAHHOTO U3
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TPYMIe, cocTogmelt wms: IL-2, TNFo, IL-17, IFNy, IL-1B, GM-CSF,
RANTES, IL-6, IL-8, IL-5 wm 1IL-13. B KOHKpPEeTHHX BapMaHTax
OCYMEeCTBJIEHMSA aHTUTeJIO OpoTMB TIGIT wuiIM ero aHTUIeHCBS3HBAamuni
dpparMeHT IO HaCTOAMleMYy M300pPeTEeHMI MOXEeT CTUMYJIMPOBATH IPOOYKIIMIO
IL-2 u/wau IFNy aHTuTreHcHeuuduueckuMu T-KJI€TKaM/ II0 MeHbIIeV Mepe
B 1,5 pasa.

Hacrosmee wm300peTeHMe OTHOCUTCHA K aHTUTeJlaM—-aHTal'OHMCTaM
npotue TIGIT M MX aHTUTEHCBASHBaKIMM (QparlMeHTaM, M K clIocobaM Uux
IpMMeHeHMA, HalpuMep, K I'YyMaHM3UMPOBAHHEIM aHTHUTeJlaM-aHTal'OHMCTaM
n od¢parMeHTaM OpoTuB TIGIT. AHTHUTEJIO-aHTATOHMCT HOpoTMB TIGIT wnim
ero AHTUTeHCB I 3B almmi pparMeHT IPOABIIART AHTATOHMU3M K
akTMBHOCTM TIGIT uyeJioBeKa, HaIpUMep, I[IOCPENCTBOM MHIMOMPOBAHUA
ceaseiBauusa TIGIT ¢ CD155 wm CDl112, wm wMHIMOMPOBaHMA Ilepelladuu
CUTHaJla O¢yHKUMOHasibHOTO ITIM nocpencrsoM TIGIT npM CBA3HBAHUM C
CD155 wm CDl12. UVs3sMepeHMe aHTAaTOHUCTHUUECKOW aKTHMBHOCTHM MIPOTHUB
TIGIT MOXHO OLIEHMBATL I[IOCPEICTBOM IOEMOHCTpauMM  OJIOKMPOBaHUA
cyIpeccum T-KJIETOK rocjye AKTUBALIUU TCR, VMHIOYLUMPOBAHHOMN
JurnpoBarreM TIGIT ¢ poICTBeHHBEIMM JMTaHnmaMm CD155 m CD112. Taxkmum
oBpas3oM, B OINHOM BapMaHTe OCYIEeCTBJIEHMA YBEJIMYEHHEX OTBETOB,
oBpaboTka aHTUTeJlaM/—-aHTarOHMCTaMIn [IpoOTUB TIGIT ABRJIAETCH
CIIOCOBHOM BOCCTaHaBJMBATL OTBeTH I1L-2 OO ypOBHeM, HabOJooaeMHx B
T-kJjleTKax, He penpecCcHUpOBaHHEX OyTeM MHIOYKIMM TIGIT [ocpenCTBOM
CD155 wmmm CD112. Ilpm OoJiee MNPEenOIOUYTUTEJILHOM YPOBHE aKTUBalNM,
OTBETH, I[IOCJie 00paBboTKM C I[IOMOWLI AaHTUTeJla-aHTalOHUCTa IIPOTUB
TIGIT, MOTYT MOpPencTaBJIATL CoOOOM OTBETH, YBeJIMUeHHHEe IO YPOBHSI,
BoJiee BEICOKOTO, yeM OTBeTH  T-KJIETOK, He  pelpecCHUpOBaHHEIX
nocpencrBoM CD155 mygm CD112.

CnocobHocTe aHTUTeNn NpoTUMB hTIGIT 6JI0OKMPOBATE CRBSIBHBAaHME C
hCD155 u hCD112

B HEeKOTOPEX BapMaHTax OCYIeCTBJIEHUA aHTUTEJa ZNJEZ!
aHTUT€HCBA3HBAaKIME dparMeHTE [IPOTUB TIGIT 1o N300pPEeTEHNIO
ABJIATCA CIOCOOHBMM OJIOKMpOBAaThL CcBA3bBBaHMe TIGIT uyejsioBeka C
CD155 uyejijoBexka u CD112 YeJIOBEKA. CriocoBHOCTBL OJIOKMPOBATE
ceazpBaHve TIGIT wuejyioBexka ¢ CD155 wuesyiopeka m CD112 uyeJsioBeka

MOXHO OIpemesyiaTh C MCIOJIb30BaHMeM Jboro crnocoba, M3BECTHOTO B
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DaHHOM ofJjacTu. B OIHOM BapMaHTe OCYMEeCTBJIEHMS CIOCOOHOCTE
aHTUTeJl OJIOKMpOoBaThb cCcBA3buBaHMe TIGIT uyesioBeka ¢ CD155 uyejioBeka u
CD112 wyeJjyiOBeKa OIPelesiglnT C MCIOJb30BaHMeM aHam3a ELISA, Kak

ONMCcaHO B IpuMepe 2.

Crnocobm MOy YeHUST AHTUTEJ n nx AHTUI'@HCBSISHBAILMX
dparMeHTOB
KireTkum TUOPUIOMEL, NPOIYLUUPYIOMMe MCXOIOHEE (HanpuMmep,

KPEICMHEIE WJIM MBIIVMHBE) MOHOKJIOHAJIbHEIE aHTuTesa npotue TIGIT wim
17,924 AHTUTEHCBA3EBaKIMe bparmMeHTH, obCcyxIOaeMele B HacTo4lleM
OOKYMEHTe, MOXHO IoJIydaTh crnocobamu, oOOmeM3BeCTHHMM B IaHHOMU
objilacTu. Takye BHIOEJIEHHEE IMOPUIOOME ABJIAKNTCH YaCThbl HACTOAMEITO
n300peTeHrA. 3TM CIOCOOH BKJIKUWAKT, HO ©O0e3 OI'PaHMUeHud, CIOCOD
TUOPUOOME, IIepBOoHauaJlbHO paspaborTanHemt Kohler, et al., (1975)
(Nature 256:495-497), a Takxe cnoco® TpuoMme (Hering, et al.,
(1988) Biomed. Biochim. Acta. 47:211-216 wu Hagiwara, et al.,
(1993) Hum. Antibod. Hybridomas 4:15), crnoco® TudpuUIOME B-KJIETOK
yejioBeka (Kozbor, et al., (1983) Immunology Today 4:72 m Cote,
et al., (1983) Proc. Natl. Acad. Sci. U.S.A 80:2026-2030),

crnoco6 EBV-mumbpumomel (Cole, et al., in Monoclonal Antibodies and

Cancer Therapy, Alan R. Liss, Inc., rpe . 77-96, 1985) u

BIIEKTPOCIUAHUSA, OOy CJIOBJIEHHOT O BIIEKTPUYECKUM noJieM, c
VCIIOJIE30BAHMEM BJIeKTpollopaTopa IJS CJAMSHMA KJIeTOK C  OOoJIbIOoN
kamMepol Cyto Pulse (Cyto Pulse Sciences, Inc., Glen Burnie, MD).
[IpeANoUTHUTENIbHO, CIJIEHOUMTH MBIIM BHOEJIAT ¥ CJAMBAKT C [IOMOILI
PEG MM [OCPEeICTBOM BJIEKTPOCHMAHUA C JIMHMEN KJIeTOK MMeJIOME MBI
Ha OCHOBEe CTaHIapTHEIX CIHOCOBOB. 3aTeM MOXHO MIPOBOIUTEHL CKPUHMHT
IIOJIYUEHHEX TUOPUIOOM II0 NPOOYKUMM aHTUTeHCHeUMdUMUIeCKUX aHTUTE.
HanmpuMep, CYCHOeH3UMM OTIOeJIbHEX KJIEeTOK JUMOOIMTOR CeJIe3eHKU OT
VMMYHU3VMPOBAHHEX MEBIIEN MOXHO CJMBATBL C ONHOM IMeCTOM KOJIMUeCTBa
HECEKPETUPYRIMX KJIEeTOK MMEeJIOME Memmy P3X63-Ag8.653 (ATCC, CRL
1580) c IIOMOIIBIO 50% nsr, Kierxkn MOXHO pacceraThb npu
npubIM3nTeIbHO 2x10° KJIeTOok/MJI B IIJIOCKOIOHHBM MMKPOILJIAHMET IJIS
TUTPOBaHUA, c IO CJIe OYIOMUMA OBYyMS HeneJyaMu MHKYOalunm B
CEJIEKTUBHOM Cpele, conepxameyn 20% »MOpMOHAaJIBHYK CHBOPOTKY fetal

Clone, 18% KOHIMUMOHMPOBAHHYI cpeny «653», 5% origen (IGEN), 4
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MM L-rayTtamuH, 1 MM L-njagyTtammuH, 1 MM nomupyBaT HaTpusa, 5 MM HEPES,
0,055 MM 2-MepkanTosTaHoJ, 50 eIMHMII/MJI OEeHMUMJIIMH, 50 MD/MiI
crpenToMuuyH, 50 Mr/mMin redHTaMmumH ¥ 1X HAT (Sigma; HAT moGaBidioT
yepes 24 yaca IOCJe CJIMAHUA) . UYepes IOBe HeleJlr, KIJIeTKM MOXHO
KyJIETUBMPOBATL B cpele, B KoTopoM HAT 3aMeHeH Ha HT. 3aTeM MOXHO
IIPOBOOMUTL CKPMHMHI MHIMBUIOYAJIBHEIX JIYHOK IocpencrsoM ELISA 110
MOHOKJIOHAJIbHEM aHTUTeJIaM IgG IpOTUB TIGIT. [Tocae HauaJa
MHTEHCUBHOTO pocCTa IMOPUIOOME, MOXHO IIPOBOIUTE HaOJOIEeHUE 3a
Cpeno¥, Kak OpaBujo, uYepes 10-14 cyTok. T'MOPUIOME, CeKpeTHUpyIue
AHTUTEJIO, MOXHO IlepeceBaThb, CHOBa IMIOOBepraThk CKPMHMHIY, U eCJu
OHM BCe elle IOJIOKUTEJIBHE  TIO IgG yeJiOBeKa, MOHOKJIOHAJIbLHEIE
anTuTeJa OpoTuB TIGIT, MOXHO CYOKJIOHMPOBATL IIO MeHbIe Mepe
OBAXIE [IOCPENCTBOM JIMMUTHPYRIETO pasBeneHMA. CTabuIIbHEE CYOKJIOHH
MOXHO 3aTeM KYJbLTUBMPOBATE In VIitro mjg M[OJYUYEeHMS HeOOoJbIMX
KOJIMUECTB aHTUTeJla B KYJIbLTYpPaJIbHOM cpelle IJSA XapaKTepu3alluu.
TaxkuM o0Opas30oM, HacTodllee M300peTeHMe OTHOCUTCH K Ccrnocobam
[IoJIydeHmMd aHTuTejsila oOpoTuB TIGIT wMiIM er'o aHTUIEeHCBA3BERBRAKIEeI'O
dpparMeHTa I[IO HaACTOAlleMy M300peTeHM0, BKJIOUAKIVM KYJIbETUBUPOBAHUE
KJIETOK TIUOPUIOOMEL, SKCHpecCcHupylern aHTUTEeJOo WIXM (paTlMeHT, B
YCIIOBUAX, OJIaTONPMATHHX OJIA TaKOoWM DBKCIOpeccuu, u, Heobsa3aTelIbHO,
BHOEJIEHME aHTUTeJla WIM oOjparMeHTa U3 TUOPUIOOME W/WMIM Cpens OJid
BHpallMBaHUA (HalpuMep, Cpenb IOJ8 KYyJbTUBUPOBAHUA KJIETOK) .
AuTuTesyia npotmue TIGIT, omOMCaHHBEE B HaACTOMAIlEM OOKYMEHTe,
TaKxe MOXHO rnoJyyaThb PEKOMOMHAHTHEIM  0O0pasoM (HampuMep, B
sKCHOpeccupyomer cucremMe E. coli/T7, B B3KCIpecCHUpyOIEl CcUCTeMe
KJIETOK MJIEKOIMTAaKIero WM B BSKCIPeCcCHUpYIel cucTeMe  HU3MUX
2yKapmoT). B 3»ToM BapMaHTe OCYIMEeCTBJIIEHMSA HYKJIEMHOBHE KMCJIOTH,
KOOUPYKIMEe MMMYHOTJIOOYJIMHOBEHE MOJIEKYJIEL AHTUTEJI I[I0 M300peTeHU
(HanmpuMep, Vi wiam Vi), MOXHO BCTAaBJIATH B ILJIasMMIOy Ha OCHOBe pPET u
BKCIPEeccUpoBaTsL B CUCTeMe F, coli/T7. Hanopumep, HacTodumee
n300peTeHre OTHOCUTCH K CHocofaM BHBKCIPeCCUM aHTUTeJla WM eTo
AHTHUTeHCBA3HBaKIero ¢parMeHTa, MIM €TI0 MMMYyHOTJIOOYJMHOBOM ILelM B
KJIeTKe-X034auHe (HanopuMep, 0aKTepMaJIbHOM KJIeTKe-XO034MHe, TaKou
Kak FE.coli, Takol kak BL21 wmiam BL21DE3), BKJIOUAKIMM DSKCIIPECCHIO
PHK-nmosmmmMmepase T7 B KJIeTKE, KoTOpasa Taxkxe COIOEPXUT

IIOJIMHYRJIIEOTN O, KO,L'LI/Ip'y'IOHH/Iﬁ MMMYHOTJIOOYJIMHOBYI ILIellb, @yHKLU/IOHaJ'[bHO
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CBA3aHHEM C HOpomoTopoM T7. Hanpumep, B OOHOM U3 BapMaHTOB
OCVYIIeCTBJIEHNA M300peTeHMda OakKTepMalibHad KJIEeTKa-X034MH, TaKad Kak
E. coli, cComDepXuUT IMIOJUHYKJIEOTHI, Koaupywmut TeH PHK-moJmMMepasH
T7, OYHKUMOHAJIEHO CBfA3aHHEM C IIpOMOTOpOM lac, ¥ 5BKCIPeCCHUR
IoJiMMepass M Lelr MHOYUMPYIT IIOCPeICTBOM MHKyOalUUM  KJIIETKU-—
xo3AauHa ¢ IPTG (mzonponmii-0eTa-D-THorajlaKTOIMPaHO3UIOM) .

CymecTByeT HEeCKOJIbLKO CIiocoborB [IOJIYUEeHU I PEKOMOMHAHTHHBIX
aHTUTEJ, M3BECTHHX B OaHHOM ofJjacTu. OmvH TIpuMep  crocoba
PEKOMOMHAHTHOTO IIOJIyUeHMHA aHTUuTeJl omnmcad B llateHTe CIA No.
4816567.

TpaHchopMaLIMI® MOXHO HNPOBOIOUTL  JIOOBIM M3BECTHEM CIIOCODOOM
BBEeOEeHUA IIOJIMHYKJIEOTHUOOB B KJIETKY-XO34MHAa. CriocoBel BBEeOEHUA
TeTEePOJIOTUUHEIX IIOJIMHYKJIEOTHMIOB B KJETKM MIEKOIUTAKIKUX XOPOIO
M3BECTHE B HOaHHOM 0OJJaCTM ¥ BKJIKUAKT OINOCPEelNOBaHHYK IeKCTpaHOM
TpaHCcheKIMO, [IpeunuInTaluD dpochaTom KaJjgpumug, OIIOCPENOBAHHYI
[IOJIMOPEHOM TpaHChekuMn, CIKMgHME IIPOTOILJIacTOB, BJIEKTPOolopalub,
VMHKAIICYJIALMUIO IIOJIMHYKJIEOTU A (IIOJIMHYKJIEOTUIOB) B JIMIIOCOMEI,
OMOJIMCTUUECKYID MHBEKLMIO UM IpAMyln MuUKpouHBbekuMio [THK B dgmnpa. Kpowme
TOTO, MOJIEKYJIH HYKJEMHOBOM KMCJIOTH MOXHO BBOIUTE B KJIETKU
MJIEKOIIMTaloIMX IIOCPEenCTBOM BMPYCHEIX BEKTOPOB. CriocoOsl
TpaHchopMaluy KIJIETOK XOPOWO WM3BEeCTHH B HaHHOM objactu. CM.,
HanpuMep, llaTenTs CHIA No. 4399216; 4912040; 4740461 m 4959455,

Taxkum oBpasoM, HacToAllee n3obpeTeHUe OTHOCUTCH K
PEKOMOMHAHTHEM CIOCOOaM IIOoJIYyUeHMA aHTuTeJia OpoTuk TIGIT miam ero
AHTUTEHCBASHBAKIETO ¢QparMeHTa II0 HaCTOodlleMy M300peTeHMIO, WU eI'0
VMMYHOTJIOOYJIMHOBOY  LIenu, BRJIDUAKIMM  BBeIeHMe  IIOJIMHYKIIeOTHIa,
KOOUPYKIEeTo OOHY WMJIM HEeCKOJBKO MMMYHOTJIOOYJIMHOBEIX lelel aHTUTeJa
VI bparMeHTa (HanpuMep, T KeJION u/ Ui JeTKou nenmn
MMMYyHOTIJIOOYJIMHA) ; KYJIETUBUMPOBaHME KJIETKM-XO3aMHa (Halpumep, CHO
win Pichia, winm Pichia pastoris) B YCJIOBUAX, OJATOINPUATHHEX IJIS
TaKOW BKCIpeccuu, WU, HeoO4a3aTeJbHO, BHIOEJIeHMEe aHTUTeJla WK
bparMenTa, wWIM LenM "3 KIETKM-XO034dMHA W/WUJIM Cpenn, B KOTOPOU
BHpAllMBAT KJIETKY-XO34MHa.

Agmuresia npotus TIGIT MOXHO TakKXe CHUHTE3MPOBATH JIOOBIM U3

crioco®oB, VyKaszsaHHHEX B IlaTeHTe CIIA No. ©6331415.
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OyKapMoOTHUEeCKMe U I[IPpOoKapMoTHMUeckKHMe KJIIeTKM-X035geBa, BKIOUAaLd
KJIEeTKM MJIEKOIMTAalMMX, B KaueCTBe XO03fSeB IJS SKCIPeCCUM aHTUTEeJ
i  (parMeHTOB, WIM  VMMYHOTJIOOYJIMHOBHIX  llelewu, ONIMCAHHHIX B
HacToAmleM OOKYMEeHTe, XOpPOIO M3BEeCTHH B HOaHHOM o06JacTM M BKJIOUYAT
MHOXECTBO VIMMOP TaJIN30BaHHEIX JIMHUM KJIETOK, OOCTYIIHEIX nus3
AMEPMKAHCKOM KOJIJIEKLUMM TUIIOBHX KYJbLTYP (ATCC). OHM BKJOUAT,
Cpengu IIpoyuero, KJIETKM AWYHMKa KUTalMCKOTOo XOMAKa (CHO), NSO,
KJeTk SP2, kJjleTku Hela, KJIeTKM I[IOUKM IeTeHHlla xXoMgka (BHK),
KJIETKU TIOUKM 06e3b IHH (C0S), KJIETKU [IeUeHOUHO-KJIETOUHOM
KapLMHOMEl UeJIoOBekKa (HanpmuMmep, Hep G2), xiaetxkm Ab549, winerxkmu 3T3,
kjeTku HEK-293 w©u pdn IpyT'MX JIMHUM  KJIETOK. Kinerkn-xos34dera
MJIIEKOIMUTARMKMX BKJIOUALT KJIEeTKM UeJIOBeKa, MBIM, KPHCH, cobakwu,
oBe3b SHH, CBUHBLU, KO3HI, OEIKa, JIoma om " XOMSKaA . OcoBeHHO
OpennouTuTeJIbHEEe JIMHUM KJIeTOK BHOMpAaknT I[IOCPeICTBOM OlpendejleHMns
TOTO, KakKue JMHUM KJIeTOK o00JlajalT BHCOKMMU VPOBHAMM DSKCIPECCHUM.
IpyTuMM JIMHMAMKM KJIETOK, KOTOPHE MOXHO MCIOJb30BaAThL, SABJATCH
JMHUM KJIeTOK HaCeKOMHX, Takue KaK KkKak kJeTku Sf9, KJIeTKHu
ampmburi, OakKTepMaJlbHHE KJIeTKM, KJIETKM PpacTeHUM U KJIEeTKU IpUbOB.
KileTku TpmbOOB BKJOUAT KJIETKM IPOXKEM U MULEIMaJIbHEX I'puboB,
BRJIIOUA L, HalpuMep, Pichia minuta (Ogataea minuta, Pichia
lindneri), Pichia opuntiae, Pichia thermotolerans, Pichia
salictaria, Pichia guercuum, Pichia pijperi, Pichia stiptis,
Pichia methanolica, Bumuw Pichia, Saccharomyces cerevisiae, BUIH
Saccharomyces, Hansenula polymorpha, BUIOE Kluyveromyces,
Kluyveromyces lactis, Candida albicans, Aspergillus nidulans,
Aspergillus niger, Aspergillus oryzae, Trichoderma reesei,
Chrysosporium Jlucknowense, Fusarium sSp., Fusarium gramineum,
Fusarium venenatum, Physcomitrella patens wu Neurospora crassa,
BuUOu Pichia, JobOve BuIOH Saccharomyces, Hansenula polymorpha,
JII0OBIE BUIIH Kluyveromyces, Candida albicans, JIIOOBIE BUIIEI
Aspergillus, Trichoderma reeseil, Chrysosporium lucknowense,
JnmoBrle  BMIOE Fusarium, Yarrowia lipolytica wm Neurospora crassa.
Korma pexoMOMHaAHTHHE B5SKCIPeCCHPYyIMe BeKTOPH, KOoIOMpYIIMe TIKeJIVO
lellb WJIM €e aHTUIeHCBA3HBalIyld YacTb, WM (parMeHT, JIeTkKyl lLelb
U/ MY ee AaHTUTEHCBASHBAMMM (parMeHT, BBOIAT B KJIETKM-XO03geBa

MJIEKOIIMTaKninx, aHTHTeJIa IIoJIydanT IIocpell CTBOM KYJIBETUBMPOBAHNMA
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KJIETKM-XO3g9eBa B TeUeHMe IIeprolda BpPEeMeHM, IJOCTaTOUYHOT'O, UYTOOH
[IO3BOJIMTE BKCIPECCHUI aHTUTeJla MM (parlMeHTa, WM LelM B KJIeTKax-—
X03geBax, WIM CeKpeluio B cpely IJS KYyJbLTHUBUMPOBAHMA, B KOTOPOM
BHpAallMBalT KJIIETKU-XO3deBa.

AHTHUTeJIa u X AHTUTeHCBA3HBaKIMe bparMeHTH, u nenm
VMMYHOIUIOOYJIMHOB MOXHO BHIOEJIATE W3 Cpelb OIS KYyJbTUBUPOBAHUA C
VICIIOJIbL30BAaHMEM CTaHOapTHEX CIHOCOOOB ouMcTKM Oejka. Kpome ToTO,
SKCIPECCHUI0 AHTUTEJ ¥ MX AaHTHUIeHCBSI3HBAMIMUX O(paTrMeHTOB U llelen
VMMYHOTJIOOYJIMHOB TIIO M300peTeHMD (MJIM IPYI'MX MOJIEKYJ M3 HUX) U3
JIMHUY KJIETOK-TIPOOYILIEHTOB MOXHO YJIy4dllaTb C MCIOJIB30BaHMEM pAna
M3BECTHBIX CriocoBoB. Hampumep, DKCIIPECCUSA T'eHOB CHUCTEMEI
TJIy TAMUHCUHTETa 3 (cucTeMe  GS) aBJdeTcd ofmepacnpoCTpaHeHHBM
criocofoM YJIydlleHMS 3KCIPEeCCUM B OIPEeleJIeHHHX YCJOBUAX. CHUCTeMy
GS of0cyxmanT IIOJHOCTBI MWJIM UYacTUUYHO B CBA3M C EBpPOHNEeVCKUMU
ITaTenTamMu No. 0 216 846, 0 256 055 m 0 323 997 um EBpoIelcKOM
ITaTeHTHOM 3BasBkoMm No. 89303964.4. TaxuMm oOpasoM, B OOHOM U3
BapMaHTOB OCYHECTBJIEHUSA M30DPETEHMI KJIIETKM-XO3f9eBa MJIEKOIUTAaKIINX
(HanpuMep, CHO) JmMmeHB T'eHa INIYTaMUMHCHMHTETA3H, UM MX BHpPaAllMBaAKLT B
OTCYyTCTBUe IJlyTaMMHa B Cpene, roe, OOHAaKoO, [IOJIMHYKJIEOTU,
KOOUPYIMM Lellb MMMYHOIJIOOYJIMHA, COIOEPXUT T'eH IJIyTaMMHCHMHTETASH,
KOMILJIEMEHTUPYIMMM OTCYTCTBUE T'eHa B KJEeTKe-XO3fAMHE.

Hacrosmee mM300peTeHMe OTHOCUTCHA K crIocobaM OUMCTKM aHTUTela
npotue TIGIT MM e€T0 aHTUTEHCBASHBAKIETO (parMeHTa II0 HacCTOoAleMY
n300peTeHnn, BKJIKUYAKIMM BBeOeHMe oO0pa3la, colepxXalel'd0 aHTUTEJIO
Wi o¢parMeHT, B cpely IJA OUMCTKM (HalopuMep, KaTHMOHOOOMEHVYIO
Cpeny, AHMOHOOOMEHHYI Cpeny, cpeny nonda 1unpodpodbHOTO OOMeHa,
cpeny njasa addMHHOV OUUCTKM (Haopumep, 0eJiok-A, 0eJiok-G, OeJlok-
A/G, ©6ejyok-L)) u Jubo cOOp OUMIEHHOTO aHTUTeJla MIM (paTMeHTa U3
bpakunM OUIBTPaTa M3 YyKa3aHHOTO oO0pa3la, KOoTopas He CBA3HBaAeTCH
C cpemomn; JInoo oTBpacHEBaHue bpaxkunu ouILTPaTa u BIIOLAN
CBA3aHHOTO aHTHUTEeJa WIM O¢parMeHTa U3 cpell M cbopa »JjwaTa. B
OOHOM W3 BapMaHTOB OCYIECTBJIeHMSA WU300peTeHMHa Cpela HaXOIOUTCHd B
KOJIOHKEe, Ha KOTOpYyK HaHocaT ofpasel. B OOHOM M3 BapMaHTOB
OCYIIECTBJIEHUA n300peTeHns crioco® OUMCTKU [IPOBOLOAT rnocye
PEKOMOMHAHTHOM DKCIPEecCHuM aHTHUTeJla WIM §¢parMeHTa B  KJIeTKe-

XO34dVMHE, HallprMep, roe KIIETKY—XO3AMHA CHadalla JIM3VPYIT n,
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HeoOd3aTeJIbHO, JM3aT OUMIanT OT HepaCTBOPMMEIX MaTepMraJioB IIepen
OUMCTKOM Ha cpele.

Kak npaswuio, TJIMKOIIPOTENVHEL, OponoyluMpyeMele B KOHKPETHOMU
JIMHUM  KJIETOK WJIM  TPAaHCIeHHOM XMBOTHOM, ofjlamainT IaTTEepHOM
TJIMKO3UIIMPOBAHMA, XapaKTEepHBEM OJI4 IJIMKOIPOTEMHOB, IPOOYLUUPYEMBIX
B JIMHUA KJIETOK  MJIMU TPAHCTI'E€HHOM  XMBOTHOM. TakuMm  oBpasoM,
KOHKpPETHBI rnaTTepH TJIMKO3UJIMPOBaHU A aHTuTeJa 3aBUCUT oT
KOHKPETHOM JIMHUM KJIETOK WMJIM TPAHCTEHHOTO XMBOTHOTO, MCIIOJNb3YEMBIX
OJIA IPOOYKIUN AHTUTEJIO. OmHakKo BCe auTuTesa, KOOUPYEMEIE
MOJIEKYJIaMM  HYKJIEMHOBOM  KUCJIOTH, npencTaBJIEHHEMM B HaCTOAIEM
OOKYMEHTE, WY  comepXamye  aMMHOKMWCJIOTHHE TIOCJeNOoBaTeJIbHOCTH,
NpencTaBJIEHHEE B HacToOdlleM OOKYMeHTe, BKJIOUEHEl B HacTodlee
nzobpeTeHre, He3aBUCUMO OT IHaTTepHa INIMKOZWJIMPOBAHMSA, KOTOPHM
MOTYT WMMeTb aHTuUTeJa. I[IOOOBHEM o00pasoM, B KOHKPETHHX BapuaHTax
OCYIIECTRJIEHUA aHTUTeJIa C DaTTEPHOM TJIMKO3UJIMPOBAHMUA, ColepXallM
TOJILEKO HedyKOBUINPOBAHHEE N-TJIMKaHH, MOTYT IpenocTaBJIATE
IperMymecTBa, I[IOCKOJIBEKY I[IOKAa3aHO, UYUTO HSTM aHTUTeJla KakK [OIpaBuIIo,
obJyamanT O0oJiee CUJIBHOM 520OeKTMBHOCTBI, UeM UX O(QYyKOBUIMPOBAHHEE
SKBMBAJIEHTH, kKak 1in Vvitro, Tak #u 1in vivo (CMm., Halpumep,
Shinkawa et al., J. Biol. Chem. 278: 3466-3473 (2003); IlaTeHTH
CIIA No. 6946292 u 7214775). 9T aHTUTeJla C HedYyKO3UIIMPOBAHHEMU
N-myimkaHaMM MaJIOBEPOATHO HABJIAITCA MMMYyHOT'€HHBEMM, I[IOCKOJIbKY UX
YTJIEBOOHEE CTPYKTYPH SABJISAOTCSA HOPMAJIBHEM KOMIIOHEHTOM IIOIIYJISLUUM,
cymecTByomeY B I1gG CHBOPOTKM uUeJlOBeKa.

HacTosdmee wun300peTeHMe OTHOCUTCHA K TIIOJIMKJIOHAJILHEIM aHTUTeJIaM
nporme TIGIT ™M uMX aHTHUIEHCBA3HBBAKIMM QparMeHTaM, HalpuMep, K
KOMIIO3ULIUMA, comepxamemn MHOXeCTBO AHTUTEJI IIPOTUB TIGIT "
dparMeHTOBR, BKINUAKIMX OIOHO WJIM HECKOJBKO aHTuTej nopotuB TIGIT
UMW UX aHTUTEeHCBASHBAKIMX (PAarMeHTOR II0 HAaCTOdlleMy MW300peTeHUo,
M K crnocobaM MX OpUMeHeHMA. I[IOJUKIIOHAJIBHOE AaHTUTEJIO IIPenCcTaBJIsgeT
coboM aHTUTeJo, MNOJIYyUeHHOe BMeCcTe ¢ OIOHMM WM HeCKOJIbKUMU
OPpYTUMM, He MWOEHTUUHEIMM, aHTUTeJlaMU WJIM B MX OPUCYTCTBUMM. Kak
OpaBUJIO, I[OJIMKJIOHAJIBHEIE aHTUTeJla I[IoJydalnT M3 HaOOpPOB pPa3JIMUHEIX
B-nmmMpoMTOB, HaIpUMep, B-JIMMOOLUMTOB OT XKUBOTHOTO, 00pad®oTaHHOTO
npencTaBJIgolM MHTepecC UMMYyHOT' €HOM, KOTOPHE NPOOYLUPYIOT

IIOITYJIALIMIO Paz3JIMYHEX aHTUTEeJI, HO KOTOPEE BCe€ HallpaBJIEHEH IIPOTUB
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VMMYHOT' €Ha . Kak npaBuUJIo, [OJIMKJIOHAJIb HEE aHTUTeJa OJIy4amnT
HEIOCPEOCTBEHHO OT WMMMYHM3MPOBAHHOTO XMBOTHOI'O, HallpUMEpP, U3
ceJle3eHKM, CHEHBOPOTKM MJIM aCUMTHOM XUIKOCTH.

HacTodamee ns3obpeTeHne OTHOCUTCHA K Oucrnenndmue CK1UM u
OMOYHKUMOHAJIEHEIM  aHTUTeJaM, VM  aHTUTeHCBA3HBaKIMM OdparMeHTaM,
oBJlamawnimM CHIEeUUPUUHOCTHIO CBA3HBaAHUA ojida TIGIT n OIpYyTOoTO
aHTUT'eHa, HalpuMep, Takoro kak PD-1 wmimm PD-L1, wmim LAG-3, U K
crnocofbaM UMX TIpYMMeHeHMSA. B OIHOM M3 BapMaHTOB OCYIECTBJIEHUA
n3obpeTeHmA nenm [IPOTUBR TIGIT comepxart JI0BYI0 nus3
nocjiegoBaTesibHOCTeM VH/VL, ONMCaHHEX B Tabtiuie 4, U Ledu IPOTUB
PD1 comepXaT aMMHOKMCJIOTHYK IIOCJemoBaTeJIbHOCThL M3 SEQ ID NO: 33
u 34, mau m3 SEQ ID NO: 35 m 36 (MM aHTUTEeHCBA3HBAaMUNM QpaTlMeHT
n3 JoboM M3 yKasaHHBX II0CJeloBaTeJIbHOCTeM) . Bucrnenupmueckoe WK
OMOYHKIMOHAJIBHOE AHTUTEJIO nIpelcTaBJIgeT cobomr VCKYCCTBEHHOE
TUOPUOHOE AHTUTEJIO, oBianawnmee IOBYMS pasJINdHEMA rnapamm
TSOKEJIEIX /JIETKUX Leleld M OBYMS pPa3JjIMUHBEIMKM @ YYacTKaMy CBS3LHBAHMUA.
Bucrneumpmueckrue aHTUTEJa MOXHO IIOJydaThb MHOXECTBOM CIIOCODOOE,
BKJIOUAAd CJMAHME THUOPpUIOM WMJIM CBA3HBaHMEe OQparMeHTOB Fab'. Cwm.,
HamnopumMmep, Songsivilai, et al., (1990) Clin. Exp. Immunol. 79:
315-321, Kostelny, et al., (1992) J Immunol. 148:1547- 1553.
Kpome ToroOo, OHcCHeuMdpmMuecKMre aHTUTeJla MOT'YyT OHTE COOPMMPOBAHHE Kak
«ouaTeya» (Holliger, et al., (1993) PNAS USA 90:6444-06448) wau
KakK «SgSHycuHB» (Traunecker, et al., (1991) EMBO J. 10:3655-3659 u
Traunecker, et al., (1992) Int. J. Cancer Suppl. 7:51-52).

HacTosmee wmz00peTeHMe, KPOME TOTI'O, OTHOCHUTCSH K HallpaBJIEHHBEM
npotue TIGIT aHTUTeHCBA3HBAKIMM QparMeHTaM aHTuTes npoTue TIGIT,
ONIMCaHHHEM B HaCTOAMeM JOKyMeHTe. OpaT'MeHTH aHTUTEJ BKJIOUAKT
bparMeHTH F(ab) 2, KOTOPHE MOXHO noJyyaThb IIOCPEenCTBOM
bepMeHTaTMBHOTO pachmerjeHnda 1gG, HalpuMep, IIOCPeICTBOM IIellCHHa.
dparMeHTH Fab MOXHO IoJIy4yaTh, HalpuMep, [IOCpPenCcCTBOM
BOCCTAaHOBJIEHUSA F(ab)2 C IIOMOIIBI OUTHUOTPEUTOJIa VI
MEepPKalTO3TUJIaM/Ha .

VMMYHOTUIOOYJIMHEL MOXHO  OTHOCHTB K  pPas3JIMUHBEIM KJlaccaM B
3aBUCUMMOCTM OT AaMMHOKMCJIOTHEIX IIOCJIeIOoBaTeJIbHOCTENM KOHCTaHTHOTO
IOIOMeHa MX TSXeJex Lener. CymecTBYeT IO MeHbIeM Mepe IIATh

OCHOBHEIX KJIaCCOB MMMyHOIJIOOyJmMHOB: IgA, IgD, IgE, IgG m IgM, u
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HECKOJIBKO nu3 HUX MOXHO najiee nonpasnesiaTh Ha MMOOKJIACCH
(M3oTHUIIHL) , HaopuMep, IgGl, IgG2, IgG3 wm IgG4; IgAl wm IgA2.
300bpeTeHue OTHOCUTCSH K aHTUTeJIaM n AHTUIT'€HCB A 3HB aliM
bparMeHTaM aHTUTEJ U3 JIOOT0 M3 BTUX KJIAaCCOB MJIM IIONOKJIACCOB.

B OIOHOM BapMaHTe OCYIIeCTBJIEHUA aHTUTEJIO VI
AHTUTEHCBABHBAMNUM QparMeHT COOEePXUT KOHCTAHTHYI O0JIaCThb TXeJION
enu, HalpuMep, UYeJIOBeuecKyln KOHCTaHTHYyK ofJjlacTb, Takyln Kak
KOHCTaHTHasa ofJjlacTk TaxeJou uenu Y1, Y2, Y3 uau Y4 dUeJloBeKa, WIH
ee BapMaHT. B IOpyroM BapMaHTe OCYIMEeCTBJEeHMS aHTUTEeJIO WK
AHTUTEeHCBA3HBaLIMY (parMeHT COOEePXMT KOHCTAHTHYID 00JIacTh JIeTKOoMu
leny, HalpUMep, UYeJIOBeUeCKY KOHCTAaHTHY o00JlacTh JIeTKOM Ilienwu,
Takylo Kak o006JacTb JIeTKOM Lenu JaAMbIoa WM Kalllla uYeJioBekKa, WM ee

BapMaHT. B KadueCTBe HeOI'PaHMUYMBAKIEeI'O IIprmMepa, KOHCTaHTHaAa

o0JlacTh TsXKeJIOM LlelM uYeJloBeKa MOXeT IIpeIcTaBJIATL cobol vy4, wu
KOHCTaHTHas oO0JacTh JeTKOM LelM UYejloBeKa MOXeT IIPenCcTaBiIaAThH

coBoM kamnna. B ajJbTepHATMBHOM BapMaHTe OCYIecTBJIeHUS, Fc-objacTb

aHTUTeJIa IpencTaBasgeT cobom y4 ¢ MyTaumem Ser228Pro (Schuurman, J
et. al., Mol. Immunol. 38: 1-8, 2001).

B OOHOM BapraHTe OCyIEeCTBJIEHU I AHTUTEJIO NI
AHTUTEHCBA3HBAINUM (QparMeHT COINEepPXUT KOHCTaHTHYK OO0JIaCThb TIXeJION
Uenmu nomTtuna 1gGl.

B HEKOTOPEX BapMaHTax OCYIMEeCTBJIEHMA pas3JIMUHEE KOHCTAaHTHEE
IOOMEHBE MOXHO IIPMCOeNMHATL K TYMAaHM3UMPOBAHHEIM o6JjacTsaM Vi U Vi,
nojJydyensusiM u3  CDR, IpelcTaBJIEHHHX B  HaCTOAMeM  OOKYyMeHTe.
HanmpuMep, eciIM KOHKpeTHOe HaMeueHHOe IIpMMeHeHHMe aHTuTeJla (MUIu
bparmeHTa) 1o HacToAmeMy n300peTEeHUD TpedbyeT V3MeHeHHBX
50PeKTOPHEX  QYHKIINM, MOXHO MCIIOJIL30BAThH KOHCTAHTHEIM  OOMEeH
TOKEJIOM Lelr, OTIMYHEM OT I1gGl dYejioBeka, WIM MOXHO MCIOJB30BaThH
™nbpun I1gGl/IgG4.

Xorsa aHTHUTesla I1gGl uejyioBeka o6eclleuMpBapT IJUTEJIBHOEe BpeMd
IIOJIYXU3HU ¥ 20bekTopHHEe (OYHKLUMUM, TaKMe KaK aKTHMBalMa KOMILJIeMeHTa
u AHTUTEJIO3aBUCHMa A KJIeTOoUHasa HUTOTOKCUUHOCTE, Takue BUIEL
AKTMBHOCTM MOTYT He H[ABJATLCA XKeJaTeJIbHHMU IJIS BCeX [IpUMeHeHUMN
aHTUTeJa. B TaKMUX cIIydasax MOXHO MCIIOJIBE30BATH, HalpuMep,

KOHCTaHTHEM noMeH 1gG4 dejioBeka. HacTodmee m300peTeHMEe OTHOCUTCH
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K aHTHUTesaM npotue TIGIT ¥ MX aHTUTIeHCBA3HBAKIMM O(parMeHTaM,
comepXalM KOHCTAaHTHHM HOOMeH 1gG4, HalpuMep, aHTaTOHUCTUUECKUM,
TYMaHM3MPOBAHHEIM aHTUTeJiaMm nopoTtus TIGIT wm  dpparMeHTawM, n K
criocobaMm 17924 IpUMeHeH g . B OOHOM BapuaHTe OCYIIeCTBJIEHNA
KOHCTAaHTHLIN IOOMeH IgG4 MOXET OTJIMYATECHA oT IPUPOOHOTO
KOHCTaHTHOT'O HOoMeHa I1gG4 dejyioBeka (HOMep IocTyla B Swiss-Prot
Accession No. P01861.1) B IIOJIOXEHUM, COOTBETCTBYKIEM II0JIOXESHMIO
228 B cucrteme EU u nojgoxeHuno 241 B cucrTeme KARAT, TIOe OPUPOOHHM
Serl108 3aMeHeH Ha Pro 0JId NIpenoTBpalleHN A IoTeHIMaJILHOM
MeXIlelbeBOou OUCYJIbGUIHOM CBA3U Mexny Cysl06 u Cysl09
(COOTBETCTBYIIMMM IIOJIOXeHUAM Cys 226 u Cys 229 B cucremMe EU u
nojioxeHusaM Cys 239 m Cys 242 B cucTeMe KABAT), koTOopad MOXeT
MellaThb bopMMPOBaHNID IpaBUILHOMU BHYTPUILIENLEBOM IUCYJIbEOUOHOM
ceasu. CMm. Angal et al. (1993) Mol. Imunol. 30:105. B mpyrux
cJIydyasix, MOXHO MCIOJIBE30BaTh MOIUOUIMPOBAHHEIM KOHCTAHTHHM JIOMEeH
IgGl, MOOIMOUUMPOBAHHEIN IOJIS YBEeJIMUEHUS BpeMeHM [OJYyXM3HU WU
ocJyiabiyenusa 50OeKTOPHOM QYHKIIUM.

KoHcTpyUpoBaHMEe aHTUTEN

Dajlee BKJIOUEHH BapMaHTH OCYWMECTBJIEHUS, B KOTOPHEX aHTUTeJa
nporme TIGIT ™ MX aHTUI'eHCBA3HBaKIMe (QrarMeHTEHE IIpenCcTaBJIglT
coBo¥ aHTUTeJla, CKOHCTPYMPOBAHHEE IJIS BKJOUEHMS MOOAMOMKALUM B
KapKaCHEE oCTaTKM BHYTPHU BapuadesibHEX OOMEHOB MCXOOHOTO
(HanpyMep, MBIIMHOTO WMJM KPHCMHOT'O) MOHOKJIOHAJIBHOTO aHTUTeJa,
HamnpuMep, IJg VJIyUlleHVMsa CBOMCTB aHTUTeJla WM o¢parMeHTa. Kak
NpaBUJIO, TaKue MOOMOMKALMM KapKaca BHIIOJHAKRT IOJIs yMeHBbIIeHUSA
VMMYyHOT€HHOCTHM  aHTUTeJla WM  dpalMeHTa. 3To, Kak IIpaBWUJoO,
OCVYIIECTBJIAIT IIOCPEeOCTBOM 3aMeHH He OTHocAmmMxca k CDR oCTaTkoB B
BapuabeJIbHEX  IOMeHax (T.e. KapKaCHHX OCTaTKOB) B MCXOIOHOM
(HanlpyMep, OTHOCHAMEMCS K I'PH3YHaM) aHTuTeJle WK QparMeHTe Ha
aHaJIOTMUYHEE OCTATKU M3 MMMYHHOI'O pellepTyapa BUIOB, MCIIOJb30BaHUD
B KOTOPHX IIOOJIEXUT aHTUTEJIO, HalpuMep, UYeJIOBEUeCKMe OCTaTKM B
cllydae TepalleBTUUeCKOI'O CpencTBa OJd dYeJloBeKa. Takoe aHTUTEJIO
Wi  dparMeHT 0003HaYalT KaK «I'yMaHM3UPOBAHHOE» aHTUTEeJIO WK
bparMeHT. B HEKOTOPHX CJydasax XeJlaTeJIbHO YBeJIMUUMTL adOMHHOCTD
W V3MEeHUTH CIIeIMOUUHOCTE CKOHCTPYUPOBAHHOTO (HampuMmep ,

I‘yMaHMBVIpOBaHHOPO) aHTruTeJla. OnHUM ns CrIoCOBOB ABJIAETCA
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«OBpaTHHM MyTareHes3» OOHOTO MM HeCKOJLKMX KapKacCHHBX OCTaTKOB IO
COOTBETCTBYKIEN 3apONHIMMEBON IIOCJIeOOBaTeJIbHOCTH. BoJjilee KOHKPETHO,
AQHTUTEJIO WM  (parMeHT, IIoOBepTraBRIMecs COMAaTUUYECKOM MyTaluu,
MOTYT COIepXaThk KapKacCHHE OCTaTKM, OTAMYakmMecs OT 3apolblleBOoMn
[IoCcJIeDOBaTeJILHOCTH, nus3 KOTOpPOMN IIPOUCXOOUT aHTUTEJIO . Takue
OCTaTKM MOXHO MIOEHTUOUUMPOBATEL IIOCPEeICTBOM CpaBHeHMA KapKaCHEX
nocJjienoBaTeJbHOCTEN aHTUTeJa VI dparmMeHTa C 3apOObIle BEIMU
[ocJjienoBaTeJIbHOCTAMHY, nus KOTOPHIX [NPOUCXOOUT AHTUTEJIO I
dpparMeHT. [pyT'MM CIOOCODOM ABJSETCHI BO3BpalleHVMe K MCXOIHOMY
poOMUTEeSILCKOMY (HampMMep, OTHOCANMEeMyCS K T'pPEB3YHaM) OCTaTKy B
OOHOM WJIM HECKOJBKMX IIOJIOKEHMAX CKOHCTPYMPOBAHHOTO (HalIpuMep,
T'YMaHM3MPOBAHHOTO) aHTHUTEIa, Hallpumep, nJIA BOCCTAHOBJIEHUA
adOMHHOCTHM CBAS3HBAHMSA, KOTOopasa MOXeT OBTH I[IOTepsaHa B IIpoliecce
3aMeHBE KapKacCHEX OCTaTKOB. (C™m., HallprMep, [TatenT CIIA No.
5693762, IlaTenT CIIA No. 5585089 m IlatenT CIIA No. 5530101.)

B KOHKPETHEX BapMaHTax OCYIEeCTBJIeHMA aHTuTesia HpoTuB TIGIT
M ¥MX AaHTUTEeHCBA3HBAKIMEe (parMeHTH ABJAKTCA CKOHCTPYMPOBAaHHBEMA
(HanmpuMep, T'YMaHU3VUPOBaAHHEMHA) , UyTOOH BKJKUATE MOOUOUKALIMM B
Kapkace "/ uiam CDR oJd YVIIYUIleHU I nux CBOMCTRE. Takue
CKOHCTPYUPOBAHHEE M3MEeHeHMI MOTYT OBIThH OCHOBAHE Ha MOJIEKYJIAPHOM
MOOEeJIMPOBaHUM . MOJIeKYJIAPHYI MOOeJib IJid Bapuab®ellbHOM o8JacTu O
MCXOOHOM (He OTHOCAmeMCs K UeJIOBeKy) IOCJeIOBaTeJIbHOCTM aHTUTela
MOXHO KOHCTPYUPOBATH ojig [TOHMMaHM g CTPYKTYPHEIX MIPU3HAKOB
aHTHTeJla M MCIOJbL30BATbH MIJIS MISHTHUOMKALMM IIOTeHIMAaJILHEX ofbjlacTel
Ha aHTurese, KOTOpEE MOTYT B3aMMOIOEMCTBOBATHL C  AQHTUI'€eHOM.
ObmenpuusaTele CDR OCHOBaHH Ha BHPaBHMBAHMM IIOCJedoBaTeJIbHOCTEM
VMMYyHOTJIOOYJIMHOB U MUIOeHTHUMKaLMM BapuabesbHHX obJjlacTel. Kabat et

al., (1991) Sequences of Proteins of Immunological Interest,

Kabat, et al.; National Institutes of Health, Bethesda, Md.; b5th
ed.; NIH Publ. No. 91-3242; Kabat (1978) Adv. Prot. Chem. 32:1-
75; Kabat, et al., (1977) J. Biol. Chem. 252:6609-6616. Chothia
u COaBTOPH TIaTeJIbEHO MCCJIeDOBaJN KOHQOpMalnmu neTelb B
KpUCTaJIINIeCKUX CTPYKTYpax aHTUTEJI u IpenJIOXNIIN
runepBapmuabelbHue neTiau. Chothia, et al., (1987) J Mol. Biol.
196:901-917 wmum Chothia, et al., (1989) Nature 342:878-883.

CymecTByT pa3juuma Mexny objlacTaMmu, KJIaCCUPULUPOBAHHEIMM  Kak
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«CDR» U «TrunepBapuadelJibHBEE HeTJr». B 0OoJiee TNO3OHUX MCCIJIeNOBaHMAX
(Raghunathan et al, (2012) J. Mol Recog. 25, 3, 103-113)
AHAJIM3UPOBAJIM HECKOJIBKO KPUCTAJJIMUECKMX  KOMIUJIEKCOB aHTUTEJIO-—
AQHTUTeH ¥ HaOJomallM, 4YTO aHTUIeHCBAS3LBBAaKIMe o00JacTM B aHTUTeJax
He 0043aTeJIbHO IIPUMHMMAKT CTPOI'yl KOHbopMaluio I[IO0 ocTaTkaM «CDR»
ZN)RZN «TUllepBapradesib HEM» neTJigaM. MOJIEKYIIAPHYIO MOIeJlb oJisd
BapuabesyibHOM 006JIacTM He OTHOCAmEeIrocaS K UeJIOBeKY aHTHUTeJla MOXHO
MCIIOJIL30BATL B KauecTBe PYKOBOIOCTBa mOJ4 BHOoOpa objlacTel, KOTOPHE
IIOTEeHUMAJIbEHO MOTYT CBA3EBATHCA C AHTUIT'E€HOM. Ha NnpakTUKe
IIOTeHUMAaJIbHEIE aHTUTEHCBA3BBaKIMe o0O0JIacTM, OCHOBAHHEE Ha MOIeNu,
OTNIUYUAKTCA OT OOMeNPUHATHEX «CDR» MM «TUIlepBapurabelIbHEX» I[IeTelb.
KoMmMepueckoe HayuHOe IIpoTpaMMHOe oOf0eclleueHMe, Takoe Kak MOE
(Chemical Computing Group) MOXHO MCIOJBL30BATL MOJIS MOJEKYJISPHOTO
MONeNMPOBaHMaA. UYeJlIoOBeUueCKHre KapKacHHEe o00JlacTM MOXHO BHOMpAaTh Ha
OCHOBAHMM HaMJIYUNMX COBIIAOeHMM C He OTHOCAMmEeNCcd K UeJIOBeKy
IOCJIeDOBaTEJIbHOCTEI KaK B KapKacHeX o6jlacTax, Tak m B CDR. s
FR4 (kapkacHOM ob6jactu 4) B VH, o6macty VJ ©3 3apOoObIIeBHX
IOCJIeIOBATEJILHOCTENM UeJIoBeKa CpaBHMBAT C COOTBETCTBYIIEM He
OTHOCSAMENCS K uYeJloBeky obJacTbi. B ciaydyae FR4 (xapkacHoOM of6JacTu
4) B VL, oBJjlacTu J-Kkarimna " J-JsaMbnoa nus 3apPOObIIEeBEIX
IOCJIeIOBATEJILHOCTEY uUeJIoOBeKa CpaBHMBAKLT C COOTBETCTBYKIEN He
OTHOCHAMENCS K UeJIoOBeKy obJjacTbio. Ilocjle MOeHTUOMKALNUM [TOOXOMNAMMX
yeJIOBeUEeCKMX KapKacHHEX ofjgacTeln, CDR [nOpuBMBamOT B BHOpPaHHHE
UeJIOBEUEeCKHMEe KapKacHHEe 00JlaCcTM. B HEKOTOPHX CJAydasxX KOHKpPeTHHE
OCTaTKM Ha I[IOBEPXHOCTM paszneja VL-VH MOXHO OCTaBJIAThH, Kak B He
OTHOCAMmeMCcs K JeJIOBEeKY (MCXOOHOM) [IOCJIeOOBATEJIbHOCTH .
MOJIEKYJIAPHEE MOIOEJIM MOXHO TakKXe MWCIOJBE30BaATE IJIA UWISHTUOUMKALIUU
OCTaTKOB, KOTOPHE MOTYT IIOTEHIMAJIBEHO M3MEeHATHL KoHOopMaumm CDR, u
TakuM oOpa30M, CBA3HBBaHME C aHTUIEeHOM. B HEKOTOPHX CJyuyaax, 5HTU
OCTaTKM COXPaHgnT, KakK B He OTHOCAmMeMCcsa K UYeJloBekKy (MCXOIHOM)
NOCJIeODOBaATEJIbHOCTU .. MOJIeKYJISpHEE MOIOEeNIM MOXHO TakKXe MCIOJNBL30BaTh
OJIA MOSHTUQUKALIUM HDKCIOHMPOBAHHEIX OJISA PaACTBOPUTEJIS aMUHOKUCIIOT,
KOTOPHE MOTYT INIPMBOOMUTE K HexXeJjlaTeJlbHEM 5hderkTaM, TaKuM Kak
TJIMKO3UJIMPOBaHUE, OesaMUOUpPOBaHue u OKUCJIeHN e . Brigasiigwommre
OUILTPEL  MOXHO  MCIOJIB30BaThL pPaHo Ha cTaiumM pas3paboTkmM  OJd

MCKHIOHGHMH/WHMMMB&LLMM OTHX TIOTEeHIVAaJIbHEIX npo@neM.
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Opyrom Tun MOOMOMKALMM Kapkaca BKILUaeT MyTal'eHe3 OIHOTO
MM HEeCKOJIbLKMX OCTaTKOB B KapKacHoM of6JlacTu, WIM »OaxXe B OIHOM
WJIM HEeCKOJIBKMX o6JjilacTax CDR, Jig yIOaJjleHMSa DSIOUMTOINNOB OJig T-KIIETOK,
uTOOE ~TakuMM 0o0pas3oM  YMEHBLIUTH NOTeHUIMAJIbHYID  MMMYHOTEHHOCTE
aHTHUTeJla. OTOT CIOoco0 o003HauvalwT Takke KaK «IeMMMyHM3alMio», U OH
BoJiee nompobHO omnmcaH B IlaTeHTe CIIA No. 7125689.

B KOHKPETHEIX BapMaHTax OCYmeCTBJIEHUS XeJlaTeJIbHO 3aMeHSATh
KOHKPETHHE AMVHOKMCJIIOTH, comepxamme DKCIIOHUPOBAaHHBE OOKOBEIE
enu, Ha IOpyTo¥ aMMHOKMCJIOTHEIM OCTaTOK, UTOOH ODeCcleunuBaTh
OOJIBIIYD XVMUUECKYK CTabMJIBHOCTE KOHEUHOT'O aHTUTeJla, Tak UYTOOH
MCKJIIOUUTEL OesaMUOVPOBaHue IV  M30MepM3alluo. ODesaMuOoupoBaHue
acriaparmMHa MOXeT I[IPOUCXOIOUTE B IocJemoBaTesibHoCcTAx NG, DG, NG,
NS, NA, NT, QG wmiIm QS M OpUBOOMT K 0O0pa30BaHMK OCTaTKa
M30aclapalMHOBOV KMCJIOTH, KOTOPHM BBOOUT Heperud B IOJUIEITUIHYIO
el WM  YMEHBIIaeT ee CTabUIILHOCTE (eddexT M30acCHIaparMHOBOM
KMCJIOTH) . J3oMepu3alMad MOXET IIPOUCXOIMTHE B I[IOCJeIOBaTeJIbHOCTAX
DG, DS, IA minm DT. B KOHKPETHLEX BapMaHTax OCYIEeCTBJIEHMI aHTUTeJla
IO HacCTOoAlleMy ONMCaHMI He CcomOepXaT YYaCTKOB Oe3aMUINPOBaAHUA WU
n30oMepM3aumMmM acrnaparmHa.

Hamnpumep, ocCcTaToOk acrapalMHa (Asn) MOXHO 3aMeHATb Ha Gln
i Ala @»Jad YyMeHbIIeHMSA I[OTeHLMalsa o60pasoBaHMa M30aclapTaTa B
JodboM M3 HnocjenoBaTeslbHOocTer Asn-Gly, B uyacTHocTH, BHyTpu CDR.
CxomHasa npobJjieMa MOXeT BOB3HMKATL B IIOocJeloBaTeJIbHOCTM Asp-Gly.
Reissner and Aswad (2003) Cell. Mol. Life Sci. 00:1281.
dopMHpPOBaHUE nsoacrapraTa MOXeT oCIabiaTh VI TMIOJIHOCTBIO
IpeKpamaTk CBA3HBaHME aHTUTeJla ¢ eI'0 aHTUI'eHOM-MUIIeHbBK. CM.,
Presta (2005) J. Allergy Clin. Immunol. 116:731 at 734. B omHOM
BapMaHTe OCYMeCTBJIEHMS aclapalMH 3aMeHdnT Ha IJdyTaMmuH (Gln) .
Takxe MOXeT OHBTBH XeJIaTeJIbHEM W3MeHSITE AaMMHOKUCIIOTY, CMEeXHYK C
OCTaTKOM acraparmMHa (Asn) wiam T1JyTammHa (Gln), ©OJ9 YMEeHBIIEHUS
BEPOATHOCTU OesaMUOupoBaHmA, KOoTopoe IPOUCXOOUT C BoJsibmen
YacToTOM, kKormga HeBoJblMe aMMHOKMCJIOTH OKAa3HBAalTCA CMEeXHBEMU C
acrnapalrMHOM WJIM TJIyTaMMHOM. CM., Bischoff & Kolbe (1994) J.
Chromatog. 662:261. Kpome Toro, JKOHE OCTaTKM MEeTMOHMHa (Kak
IpaBUJIO, DKCIOHMPOBAHHOTCO mOJjud pacrBopuTesa Met) B CDR  MOXHO

3aMeHaThr Ha Lys, Leu, Ala wiu Phe, wmiM »Opyrue aMMHOKMCJIIOTH, IJIA
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YMEeHBIIeHN I BEPOATHOCTHU TOT'O, UTo cepa MeTUMOHMHA oymeT
OKMUCJIATLCH, YTo MOXeT YMEHBIIATEL addMHHOCTE CBA3BBaHUA C
aHTUTEeHOM, a TaKXe BHOCUTL BKJIaAI B MOJIEKYIIAPHYID I'e€TEPOT'€HHOCTL B
KOHEUHOM pernapare aHnrmuresa, TaMm xe. Kpowme TOT'O, ojig
npenoTBpalleHnd WJIn MUHVM3aLUA IIOTEeHUMAaJILHOTO pacuerjeHnud
NenTUOHHX CcBA3e Asn-Pro, MoOXeT ABJIATLCSA XeJlaTeJIbHEM 3aMeHAThb
Jobele koMOMHauuy Asn-Pro, ofOHapyxeHHee B CDR, Ha Gln-Pro, Ala-
Pro wmmm Asn-Ala. 3aTeM TIIpPOBOOAT CKPUHMHI aHTUTEJ C TaKUMU
3aMeHaMu, YTOOH YIOOCTOBEPUTHCH, yTo 3aMeHEL He YMEHBIIAKnT
adPMHHOCTE WJIM CHeUUuPMUHOCTEL aHTUTeJla B OTHomeHum TIGIT, wiu
OPYTYID XeJlaTeJIbHYIRD OMOJIOTHMUECKYK AaKTMBHOCTL OO  HelpUeMIIEMBIX
YPOBHEMN.

TABJIMLIA 2. ViunmocTpaTUMBHEE cTabunmsupymomye CDR BapMaHTH

OcTaTox CDR CTabunmusupyKoumii BapMUaHT
IIOCJIe JOBATEJILHOCTHA

Asn-Gly Gln-Gly, Ala-Gly, wmiu Asn-Ala
(N-G) (0-G), (A-G), nmm (N-A)
Asp-Gly Glu-Gly, Ala-Gly wimmu Asp-Ala
(D-G) (E-G), (A-G), mam (D-A)
Met (rkak npaewio, | Lys, Leu, Ala, wiu Phe
SKCIOHUPOBAaHHHM 0JId
pacTBOpPUTEJIA)
(M) (K), (L), (A), nmm (F)
Asn Gln mam Ala
(N) (Q) mmm (A)
Asn-Pro Gln-Pro, Ala-Pro, maum Asn-Ala
(N-P) (Q-P), (A-P), wmmm (N-A)

B HEKOTOPHX BapMaHTax OCYUWeCTBJIEHUS HACTOANEeI'0 M300peTeHUd
CDR3 wm3 SEQ ID NO:3 MOXHO MOIMOUMUMPOBATE B IHoJioXeHMM 110W 1miga
YMEHBIIeHU S VI VCKJIUYEeHM A [IOTEeHUMAJIEHOTO OKMCJIEHU S (rome
HyMepalusa IIpuBeOeHa B cooTeBeTcTBMM ¢ Kabat). Taxkum oO0paszoM,
HamnpuMmep, SEQ ID NO:3 (MPSFITLASLSTWEGYFDF) MOXHO MOIMOUIIMPOBATH
oo JmodoM M3 CJenyiolMx IIocjiegoBaTeJibHocTeM: MPSEFITLASLSTFEGYEFDFE
(SEQ ID NO:79), MPSFITLASLSTYEGYEDF (SEQ ID NO:80),
MPSFITLASLSTIEGYFDEF (SEQ ID NO0:81), MPSFITLASLSTVEGYFDE (SEQ ID
NO:82) wnjm MPSFITLASLSTLEGYEFDE (SEQ ID NO:83). Takumm oO6pas3oM, B
HEKOTOPHX BapMaHTax OCYWeCTBJIEHNA HacToAmeIro N300peTeHNUd

aHTuTesio npotus TIGIT [0 M300pPeTEeHMI COLNEPXUT BapMrabeslbHYI
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obBJlacThk TaXeJION lenM, colepxamyi CDR1 m3 SEQ ID NO:1, CDR2 wus
SEQ ID NO:2 m CDR3 m3 SEQ ID NO: 3, 79, 80, 81, 82 mmm 83.

B HeKOTOpPHX BapMaHTax OCYIeCTBJIeHMS HacCTOoAmMeI'o M300peTeHUsd
CDR2 m3 SEQ ID NO:5 MOXHO MOOUOMUMPOBATH B IIOJIOXeHMAX 52N m 53S
nJjisa YMEHBIIeHU I NI VCKJIIOUEeHU 4 IO TEHLMAJIb HEIX Yy4acTKOB
ne3aMUOVNPOBaHUA (rme HyMepalud IOpMBeleHa B  COOTBETCTBMM C
Kabat). Taxkxum obpasom, HamopuMmep, SEQ ID NO:5 (YANSLQT) MOXHO
MOIUGUIMPOBATH no Jiobonm U3 cJlelymux  [IOCJIeIOBaTEJILHOCTEN
YASNLQT (SEQ ID NO:65), YASSLQT(SEQ ID NO:66), YASTLQT(SEQ 1ID
NO:67), YATTLQT (SEQ ID NO:68), YASYLQT (SEQ ID NO:69), YANQLQT
(SEQ ID NO:70), YAGSLQT(SEQ ID NO:71), YASQLQT(SEQ ID NO:72),
YADSLQT (SEQ ID NO:73). Taxkxum oO6pa30M, B HEKOTOPHX BapuaHTax
OCVYIIECTBJIEHNA HaCTOAlWleTro M300peTeHMd aHTUTeso npoTtue TIGIT 1o
M300peTEHUD COEPXUT BapuabeJIbHYD obriacTb JeTKOoM Henu,
comepxamy CDR1 w3 SEQ ID NO:4, CDR2 wus SEQ ID NO:5, SEQ 1ID
NO:66, SEQ ID NO:67, SEQ ID NO:68, SEQ ID NO0O:69, SEQ ID NO:70,
SEQ ID NO:72, SEQ ID NO:72 wmmm SEQ ID NO:73 m CDR3 wm3 SEQ ID
NO:6.

B HeKOTOpPHX BapMaHTax OCYIeCTBJIeHMS HaCTOAmMeIo M300peTeHUsd
CDR3 w3 SEQ ID NO:6 MOXHO MOOUOMUUPOBATH B IIOJIOXeHUM 95W 1mjga
YMEHBUIEeHU I WIIN VCKJIIOYEeHU 4 IIOTEHUMAJIBEHOTO OKUCJIEHUSA (roe
HyMepalusa IIpMBeleHa B COOTBeTCcTBMM C Kabat). Taxkum obOpasou,
HanpuMep, SEQ ID NO:6 (QQYYSGWT) MOXHO MOIMOUMUMPOBATL IO JOOOM
M3 CcJelylmMx —IIocJemoBaTeJIbHOCTeM: QOYYSGFT (SEQ ID NO:74),
QOYYSGYT (SEQ ID NO:75), QQYYSGIT (SEQ ID NO: 76), QQYYSGVT (SEQ
ID NO:77), QQYYSGLT (SEQ ID NO:78). TaxuMm oOpas3oM, B HEKOTOPHX
BapMaHTax OCYMeCTBJIEHUMS HaCTOAMEeTOo UW300peTeHMs aHTUTEJIO I[IPOTHUB
TIGIT 1o u30OpeTeHU COOEePXUT BapMadeJlbHY 00JIacTh JIeTKOoMW Lenu,
comepxamy CDR1 w3 SEQ ID NO:4, CDR2 w3 SEQ ID NO:5 m CDR3 wu3s
SEQ ID NO:6, SEQ ID NO:74, SEQ ID NO:75, SEQ ID NO:76, SEQ ID
NO:77 mim SEQ ID NO:78.

B HeKOTOPHX BapMaHTax OCYIeCTBJIeHMS HacCTOoAmMeIro M300peTeHUS
auTuTeJi0o npotur TIGIT [0 M300peTeHMID COOEPXUT BapMrabelIbHY
obJlacThk JIeTKOM lienu, comepxamyio CDR1 m3 SEQ ID NO:4, CDR2 u3 SEQ
ID NO:5, SEQ ID NO:66, SEQ ID NO:67, SEQ ID NO:68, SEQ ID NO:69,
SEQ ID NO:70, SEQ ID NO:72, SEQ ID NO:72 mmm SEQ ID NO:73 m CDR3
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n3 SEQ ID NO:6, SEQ ID NO:74, SEQ ID NO:75, SEQ ID NO:76, SEQ ID
NO:77 min SEQ ID NO:78.

B IOpyroM BapMaHTe OCYWEeCTBJIEHMA HaCTOAWLeI'0 UN300peTeHnd
aHTuTeJ 0 OpoTtuB TIGIT o M300peTeHMIO ComepXxuT objacTs FR4
TAXEJION lely, ComepXallyld aMMHOKMCIIOTHYID IIOCJeHOBaTeJIbHOCTL U3
Jmobom m3 SEQ ID NO: 7, 9-24 wunm 38-47, Tme M B IOJOXeHMM 122
3aMeHeH Ha V, L, A, R, N, P Q, E, G, I, H, K, F, S, T, W mam L
0JIS MCKJIOUEHMS [IOTEeHUMAaJIbHOT'O OKMUCJIEHMS.

B IpyroM BapMaHTe OCYILECTBJIEeHMA HaCTOAlleT'0 M300peTeHUd
aHnTureJio HOporue TIGIT no wm300peTeHMK CcomepxuT objgacTe FR4
TOKEJIOM 1LlenM, CoIepXallyld aMMHOKMCIIOTHYK IIOCJIeNOBaTeJIbHOCTE U3
Jmdom m3 SEQ ID NO: 7, 9-24 wmim 38-47, rme M B HOJIOXeHMM 122 m V
B [IOJIOXeHMM 123 3amMeHeHn Ha T wu L, COOTBETCTBEHHO, IJiA
VCKJIOUEeHM S [IOTEeHUMAJIBHOTO OKUCJIEHMUA.

B HEKOTOPHX BapMaHTax OCYWeCTBJIEHUS HaCTOAMeI'0 MU300peTeHUd
CDR3 w3 SEQ ID NO:90 MOXHO MOIMOUUMPOBATE B IIOJIOXKEHUM 6 IJiAd
YMEHBIIeHWSS WM  WUCKJIOUEHUA [IOTEeHUMAJILHOTO OKMCJIEHUSA . TaxkuMm
obpasoM, HalIpuMmep, SEQ ID NO:90 (GGPYGWYFDV) MOXHO
MOOMOUUMPOBATE OO JIOOOM M3 ClIeIyimMx IIocjiefoBaTeJibHocTelr: SEQ ID
NO: 154-167.

KorncTpymporaumne Fc-objacTm aHTUTENA

AuTuUTeJa (HanpuMmep, I'YMaHU3UPOBAHHEE aHTUTeJa) " "X
AHTUIEeHCBA3HBAKIMX O(QparMeHTH, OIMCAHHEE B HAaCTOAIEM HOOKYMeHTe
(Hranpumep, 14A6, 28H5, 31C6 m uUX T'yMaHM3VMPOBAHHHE BapMaHTH),
TakXe MOXHO KOHCTPYMPOBATEH IJA BKJKUEHMS MoIubMkaumui B 2 Fc-
obJjlacThk, KakK IIpaBWJIO, IOJA W3MEHEHMs OIOHOI'O MWMJIM HeCKOJbKUX

CBOMCTB aHTrTeJla, TaKMX Kakr BpeMA IIOJIY XM 3HU B CEIBOPOTKE,

bukcaumsa KOMILJIEMEHTa, CBA3LBaHME c PELEenToOPOM Fc, "/
>0beKTOPHAL OYHKLIMA (HanpuMep, AaHTHUTeH3aBUCHMaS KJIeTOUHAad
LIMTOTOKCUYHOCTEL) . DBoJlee TOTO, aHTUTeJla M MX aHTHUIeHCBA3HBaKIMe
dparMeHTH, OIMCAaHHEE B HaCTOAlleM JOKYMeHTe (HanmpuMep, 14A6,

28H5, 31C6 m wmx TyMaHM3MPOBAaHHBIE BapMaHTH), MOXHO XVMUUECKU
MOIMOUMUIMPORBATE (HaAIlpMMEP, OIHY WM HECKOJIBKO XMMUUECKHUX TPYIII
MOXHO TIPMCOEOMHATE K AaHTUTEINY) WIM MOOUQULIUPOBATE IJIA M3MeHEeHUSA
ero IVIMKO3WJIMPOBAaHMA, TaKXe IJIA MW3MeHEeHMS OIOHOTO WJIM HEeCKOJIbKUX

CBOMCTB aHTHTeJIa MJin @parmeHTa. Kaxnwi ns OSTHUX BapMaHTOB
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oCcymecTBJIeHMd ©OoJiee NOOPOOHO ONMCaH HWXe. HymepalMs OCTaTKOB B
Fc-obmacTtu mnpencraBigeT cobdor mHOexkc EU no Kabat.

AHTHUTeJIa ¥ UX aHTUIEHCBA3HBawMe OQpaIl'MeHTH, OIMCAaHHBE B
HaCTOAlleM OOKYMEHTEe (HanpuMep, 14A0, 28Hb, 31Ce6 u 179
T'YMaHU3MPOBAHHEE BapMaHTH), BKJOUAKT TaKXe aHTuUTeJla M (parMeHTH
C  MOOMOUUMPOBAHHBMM (mm BIJIIOKNPOBaHHEIMI ) Fc-obmacTamm njida
obecIrieuyeHus  M3MeHEHHEX 20OEeKTOPHHBIX OYHKLIMM . CM., Halpumep,
[laTeHT CIIA No. 5624821, W02003/086310; W02005/120571;
W02006/0057702. Takue MOIOUOUK AN MOXHO VCIIOJIL30BaTh OJIA
YCUJIEHUS WM CYNPeCcCUM pasJIMUHEX peaklui MMMYyHHOM CUCTEME, C
BO3MOXHEMM OJIaTONPUATHEMM 20beKTaM IJIS OUMATHOCTUMKM WM Tepalliu.
M3meHeHUs B Fc-obBjacTyM BKJIOUAKT WM3MEeHEeHMSA AaMMHOKMCJIIOT (3aMeHH,
OeJlel W BCTaBKU), TUIMKO3WIMPOBAHME WM HOeTJIMKO3UIVMPOBAaHME WU
nofapJjleHMe MHOXEeCTBeHHHEX Fc-objacTel. lMaMeHeHMS B Fc MOI'YT TakKxe
VM3MEHATE BPeMsS IIOJYXM3HM aHTUTEeJI B TepaleBTUUeCKUX aHTUTEeJax,
[IO3BOJIASA MeHee UYacToe OO3UMPOoBaHMe M TakKuMM o00pa30M, YyBEJIMUYEHHOEe
yOoOCTBO ¥  yMEHBLIIeHHOE  MCIOJIL30BaHMe MaTepuasia. CMm. Presta
(2005) J. Allergy Clin. Immunol. 116:731 at 734-35.

B OIHOM BapMaHTe OCVYIIEeCTBJIEHUA aHTUTEJIO VI
AHTUTEHCBSA3HBAKINMM dparMeHT [0 U300peTeHUD (HampuMmep, 1l4A0,
28H5, 31C6 MM ¥MX TYMaHU3MPOBAHHEIE BaPMAaHTH) IIpedCcTaBJIST coboM
AHTUTEJIO MM dparMeHT M30TuIa 1gG4, coIepXamue MyTalMilo CepMHa OO
IpoJiMHa B IIOJIOXEHUMU, COOTBETCTBYIIOIEM IIOJIOXeHMID 228 (S228P;
uHoexc EU) B mWapHUPHOM 0OJIaCTM KOHCTAHTHOM o0BJIaCTM TSXeJIOM Leln.
OnyB6JIMKOBaHO, UTo 2Ta My Tals VCKJInUaeT TeTepOT'eHHOCTD
OIUCYJILEOUIHEX MOCTUMKOB MeXIy TIXKeJIEIMY LeldMu B MapHUPHOM o00JlacTu
(Angal et al. Brme; noJoxXeHMe 241 Ha OCHOBaAHMM CUCTEMH HyMepaluu
Kabat) .

B OOHOM  BapMaHTe OCYIECTRBJIEHUA n300peTeHUsa  MapHUPHY
oBymacTe CH1 MOOIMOUMUMPYIT TakK, UYTO KOJMYECTBO OCTATKOB LMCTEMHA B
mapHUpHOM 06JacTM YBeJIUMUMBaeTCsaS WIM YyMeHbllaeTcda. OTOT CIocod
OOIOJIHMTEJIBHO omnmcaH B IlatedHTe CIMA No. 5677425. KoJamuecTBO
OCTaTKOB ILIMCTeMHa B MapHMpHOM o6JjgacTu CH1 M3MeHAOT, HaIpuMep,
0 obJerdeHusa COOPKM JIETKMX U TEKEJIHX lLeley WIM OJIS yBeJUUYeHUS

WJIM YMEHBIIEeHUS CTabUMJIIbLHOCTM aHTUTeJla.
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B 1OpyroM BapMaHTE OCYIECTBJIEHUMA MapHUPHYKD  o00JacThb Fc
aHTuTesa MJIIN AHTUIT'eHCBA3HBAKIIETO bparMeHTa 1o n300peTeHn
(HanpuMep, 14A6, 28Hb MJIN 31Ceo I nx TYyMaHU3UPOBaHHBIX
BapMaHTOB) IOOBepranT MyTal'eHe3y OJA YMeHBIeHUuS OMOJIOTUUECKOT'O
BpeMeHU IIOJIyXM3HM aHTUTeJla MM dparMeHTa. bBojiee KOHKPETHO, OIHY

VI HeCKOJIBEKO AMMHOKMCJIO THEIX M'y'TaLI,Mﬁ BBOOAT B IIOBEPXHOCTB

KOHTAaKTa CH2-CH3 IOMeHa Fc-mapHUPHOT O dpparmMeHTa, Tak YTo
aHTUTEJIO VI bparMeHT oBiamamnT Hapylle HHEIM CBA3EBaHUEM
CTadMJIIOKOKKOBOTO Oejika A  (SpA) OTHOCUTEJIbLHO CBA3HBaHMUA SpPA
OIPUPOOHEM FC-MapHMPHEIM ITOMEHOM. 3TOT crnocod 0BoJjiee IIOOPOBHO

ormmcaH B IlaTeHTe CIIA No. 6165745.

B OpyT'OM BapMaHTe OCYIEeCTBJIEHUA aHTUTEJIO VI
AHTUTEeHCBAZHBAKINMM QparMeHT IO M300peTeHUH (Hanopumep, 14A6 WM
28H5 VI ero TYMaHM3UPOBAHHHM BapUaHT) MOIOIMQUUMPYIOT o4
YBeJIMUYeHN a ero OMOJIOTUUYECKOT O BpEeMeHU TTOJIY XV 3HM . BO3MOXHE
pPasJIMUHEEe CIIOCOOB. HamnpmMep, MOXHO BBOIWUTH OIOHY WMJIM HECKOJBKO M3
cllenyommx wMyTaumi: T252L, T2545, T256F, kKak oIoMcaHo B IlaTeHTe
CIIA No. 6277375. AJbTEepPHATMBHO, IJA YBeJMUEeHMS OMOJIOTUYECKOT'O
BpEeMEeHU IIOJIYXM3HM, aHTUTEJIO MOXHO M3MeHAThb BHyTpu objlactu CHI
mwimn  CL, UyTOOE  OHO conepxalio DIUTOII  CBA3HBAHMUA  pelenTopa
criaceHmus, B3ATHM M3 IOBYX IeTeJb nOoMeHa CH2 Fc-objgactu IgG, Kak
ommcaHo B IlareHTax CIIA No. 5869046 m 6121022.

B OIPYyTHUX BaprMaHTax OCYIIEeCTRBJIEHU A Fc-obygacTb VM3MEHSIIOT
IIoCpelCTBOM 3aMeHB II0 MeHbIeM Mepe OIHOTO  aMMHOKMCJIOTHOTO
ocTaTka Ha OpyTon aMVHOKMCJIO THEI OCTaTOK oJis M3MeHeHM A
spderTOpPHOM OYHKRUUM (QYHKIIMM) AHTUTEJla WJIM aHTUIEeHCBA3HEBAKIET'O
bparMeHTa. Hamnpumep, OIOHY WJIM HECKOJBKO aMMHOKMCIIOT, BHEHOPAaHHEX
M3 aMMHOKMCJIOTHEIX oOCTaTkoB 234, 235, 236, 237, 297, 318, 320 wu
322, MOXHO 3aMeHATh Ha IPYIOM aMMHOKMCJIOTHHEM OCTAaTOK, TaK UTOOH
AHTUTEJIO obJamalo V3MeHeHHOM adOMHHOCTEIO oJis 20OEKTOPHOTO
JUTaHla W COXPaHAJIO aHTUIeHCBASZHBAKIYK CIOCODOHOCTBE MCXOIHOTO
anTuTesa. S0OeKTOpPHHM JMTaHO, adPMHHOCTL MOJIS KOTOPOIO M3MEeHSnT,
MOXeT IMIpelcTaBJIATL CcoB0oM, HalpuMep, pelenTop Fc MM KOMIIOHEHT
koMIieMeHTa Cl. SToT cnocof ©Oojiee nonpobHo ornmcaH B IlaTeHTax CIA

No. 5624821 u 5648260.
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B IpyTroMm mpuMepe, OOHY WM HECKOJBKO aMMHOKMCIIOT, BHOPaHHHX
M3 aMMHOKMCJIOTHHX OCTAaTKOB 329, 331 wm 322, MOXHO 3aMeHATL Ha
IpYyTOoM aMMHOKMCJIOTHHEIL OCTAaTOK, TakKk dYTOOB aHTUTeJIO obJlamalio
U3MEeHEeHHEM CcBsS3bBaHveM Clg ¥/MAIM  YMEHBIEHHOW WM YTPpaudeHHOM
KOMILJIEMEHT3aBUCHUMOM ILIUTOTOKCHUUHOCTBEID (CDC). OSToT crnocod ©HoJiee
nonmpoBHo ommcaH B IlaTeHTe CIA No. 6194551.

B OIpyTOM IIpuUMEepe, OOMH  MJIM  HeCKOJIBKO aMMHOKMCJIO THHIX
OCTaTKOB B TIIOJIOXEHUSIX aMMHOKMCJIOT 231 m 239, HM3MeHSOT, UTOOH
TaKMM obpa3oM VM3MEHUTDH CIIOCOOHOCTE aHTUTeJla dMKCUPOBATE
KOMIIJIEMEHT . O3TOT CIOCOD OOMNOJIHUTEJIBHO OIMcaH B nyojmkauum PCT WO
94/29351.

B 1npyroMm npumMepe, Fc-objlacTb MOOMOUUMPYIT IOJIS YMEeHBIIeHUSA
CIIOCOOHOCTH aHTHUTEJA VI AHTUTEeHCBA3HBaKnIero bparMeHTa 1o
nzobpeTeHur (Hanpumep, 14A6 wmiam 28H5, MIM UMX T'yMaHM3MPOBAHHOTO
BapuaHTa) OTIOCPEeOBAaThH AHTUTEJIO3aBUCUMY KJIETOUHYIO

IUMTOTOKCHMUHOCTE (ADCC) u/mMiaM Ojad yMeHbleHMa addMHHOCTM aHTUTesa

i dparMeHTa OJIA pelenTopa FCy IOCPenCTBOM MOOMOUKAUMM OIHOW WU
HECKOJIbKMX aMMHOKMCJIOT B CJeOyIIMxX I[IOJIOXKeHuAx: 238, 239, 243,
248, 249, 252, 254, 255, 256, 258, 264, 265, 267, 268, 269, 270,
272, 276, 278, 280, 283, 285, 286, 289, 290, 292, 293, 294, 295,
296, 298, 301, 303, 305, 307, 309, 312, 315, 320, 322, 324, 32¢,
327, 329, 330, 331, 333, 334, 335, 337, 338, 340, 360, 373, 376,
378, 382, 388, 389, 398, 414, 416, 419, 430, 434, 435, 437, 438
mim 439. SToT cronoco® OONOJIHUMTEeJIbHO oIMcaH B nOydjaukaumm PCT WO

00/42072. BoJjee TOT0O, KapTUPOBaHE YUaCTKM CBSA3HBaHMA Ha 1[gG1l

yejyiobeka 1nja FcyR1l, FcyRII, FcyRIII m FcRn, M oONMCaHH BapMaHTH C
VIIYUIIeHHEM CBSA3HBaHMeM (cMm. Shields et al. (2001) J. Biol. Chem.
276:6591-60604) .

B oOHOM BapMaHTe OCYIECTEBJIeHMsa M300peTeHuaA Fc-objacThb
MOOUOUUUPYOT IOJIA YMEHBIIEHUS CIOCODHOCTM aHTUTeJla 10 M300peTeHUD
(ranpumep, 14A6, 28H5, 31C6 m ©UX TI'yMaHM3VMPOBAHHHX BapMaHTOB)
OIoCpelnoBaThb 50PEeKTOPHYIO byHRUIMIO u/UIm YBEeJIMUMBAaTh
IIPOTUBOBOCIAJMTENBHEE CBOMCTBa IIOCPEONCTEOM MOAOMOMKALUM OCTATKOB
243 m 264. B OIHOM BapMaHTe OCylleCTBJIeHMA Fc-oBjlacTe aHTUTeJa

mJinm q_)paI‘MeHTa MO,]II/I@I/IU,T/IpyIOT InocpeCTBOM WV3MEHEHNMA OCTaTKOB B
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[IOJIOXEeHUAX 243 m 264 Ha ajlaHMH. B OIOHOM BapMaHTe OCyleCTBJIEHUA
Fc-obiyacTe MOOUMOUIUMPYIOT IIJIS YMEeHBIIeHVA CIOCOOHOCTM aHTUTeJla WIn
bparMeHTa oOIoCpenoBaTh 5SOQeKTOPHYH OYHKLUMIO UW/WIKM IOJIS YBEJUUEHUS
IPOTUBOBOCIIAJIMTEJIEHEX CBOMCTBE IIOCPEeICTBOM MOOMOMKALIMM OCTaTKOB
243, 264, 267 m 328.

Ycuneune sddekTopHOM QYyHKIIMM

B HEeKOTOPHX BapMaHTax OocCymecTBJieHMsS Fc-objlacTb aHTUTeJa
npotue TIGIT wMOOMOUUUPYIOT IOJ4 YBEJIMUEHMI CIOCOOHOCTM aHTUTeJa
W AHTUTEeHCBA3EBAKIETO bparmMeHTa OToCpeloBaTh S0PEKTOPHYIO
OYVHKLIMI M/UIM OJIS YCUJIIEHMA UX CBA3SHBaHMA C pelenTopaMr Fc-TamMa
(FcyRs) .

TepMrH «2bbexTopHad OOYHKUMA», KakK IIPMMEHAKT B HaCTOAIEM
OOKYMEeHTe, IMpeldHasHaueH IJig oOO003HaAueHMId OINHOTO WM HEeCKOJIBKUX U3
AHTUTEJIO3aBUCUMOMN oIocpenoBaHHOM KJIeTKaMM1 HUTOTOKCUUECKOMN
akTuBHOCTM (ADCC), OTBETOB, OIOCPEeOOBAHHHX KOMILJIEMEHT3aBUCUMOMN
HIUTOTOKCUUECKOM aKTMBHOCTLIO (CDC), onocpemoBaHHOTO Fc daroumTosa
WJIN AHTUTEJIO3aBUCUMOTO KJIETOYUHOTO paroumTosza (ADCP) u
PELUPKYJIIALUM aHTUTeJa [IOCPeldCTBOM pellennTopa FcRn.

CumuramnT, UTO B3aMMOIEMCTBME MeXOy KOHCTaHTHOM o0B8JIaCTbio
QHTUTeHCBA3HBaAKIIETO OeJika UM pa3JIMUHEIMK pelentopamu Fc  (FcR),
BkJIouass Fc-rammaRI (CD64), Fc-rammaRII (CD32) wu Fc-rammaRIII
(CD16), onocpenyerT »bdeKTOpPHEE OyHKUMUM, Takme KkKak ADCC m CDC,
AHTUTeHCBA3HBaKIEeTro ©Oejika. Peuentop Fc Takkxe 4gBJISeTCH BaXHBM OJIS
[IEPEKPECTHOTO CBA3BBAHMA aHTUTEJI, KOTOPOEe MOXET HGBJISATHCHA BaXHBM
OJIS TIPOTUBOOIIYXOJIEBOTO MMMYyHUTETA .

SOOeKTOPHYL QYHKIMID MOXHO M3MepATh PAIOM CIOCOOOB, BKJIKUAaL,
Hanpmumep, n3MepeHue IIOCpPenCcTBOM CBA3HBaHUA Fc-ramvmaRITTI C
KJIeTKaMM eCTeCTBEHHBMM KUJIJIEpaMr WM [IOCPEeOCTBOM CBA3HBaHUA FCc—
raMMmaRT C MOHOLMTaMu/MakpobaTaMy OJIS M3MepeHUd SbOeKTOpHON
dyuxumm ADCC. Hanopumep, aHTHUTEeHCBA3HBAKMMM OeJIOK II0 HaCTOoAlleMy
n300peTeHr0o MOXHO OlleHMBaTEL IO 20bexkTopHOM yHKUIMM ADCC B
aHaJiM3e KJETOK eCTeCTBEHHEX KUJIJIepOoB. IIpMMepEl TaKMX aHaJiMu30B
MOXHO HawTu B Shields et al, 2001 J. Biol. Chem., Vol. 276, p
6591-6604; Chappel et al, 1993 J. Biol. Chem., Vol 268, p 25124-
25131; Lazar et al, 2006 PNAS, 103; 4005-4010.
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CeomicTBa ADCC wmiam CDC aHTHUTeJ I[IO0 HacTofmeMy Mu300peTeHun,
WM MX CBOMCTBa IIepeKpeCcTHOT'O CBA3HBAaHMA, MOXHO YCUJIMBATE PAIOOM
CriocofoB.

g KOHCTAaHTHEIX obJyactTen IgGl yeJiIoOBeKa, ofJiamammmnx
crneuudmUuecKMMM My TaluMaMy MM M3MEHEHHHM I[JIMKO3WMJIMPOBAHMEM Ha
ocTaTke Asn297, NoOKaszaHO YCUJIeHMe CBA3HBaHMA C pelenTopaMu Fc. B
HEeKOTOPEX CJIydasdax IIoKa3aHO TakKXxe, UTo 2TUM MyTaluuu ycuJdmBawoT ADCC
um CDC (Lazar et al. PNAS 2006, 103; 4005-4010; Shields et al. J
Biol Chem 2001, 276; ©591-6604; Nechansky et al. Mol Immunol,
2007, 44, 1815-1817).

B omHOM BapMaHTe OCYIECTBJIIEHMSA HACTOAMETO M300peTeHMA TaKKue
MyTallMM T[IPUCYTCTBYIOT B  OIHOM MJIM HECKOJbBKUX U3 IIOJIOXEeHUM,
BHOPaHHHX M3 239, 332 m 330 (IgGl), WIM SKBMBAJIEHTHHX II0OJIOXEHUMN
B IOpyTMxX U30THIax I1gG. IpuMepaMs DOIOXOOAMMUX MyTaluM SBJISITCHI
S239D wm I332E wm A330L. B OOHOM  BapMaHTe OCYIIECTBJIEHNA
AHTUTeHCBA3HBaMMUY OeJIOK II0 Wu300peTeHun, OIMCAHHHM B HACTOAIEM
OOKYyMeHTe, nomBepranT MyTareHe3y B TIOJIOXEHM AX 239 wm 332,
HamnpmuMmep, S239D m I332E, wiIM B CJIeOyKIleM BapMaHTe OCYIEeCTBJIEHUS,
eTo IoAOBepramlT MyTal'eHe3y B Tpex WM O0oJiee IIOJIOKEHMAX, BHOPaHHHBX
n3 239 m 332 m 330, HanpuMmep, S239D m I332E m A330L. (HyMepaumud
1o mHpekcy EU).

B aJIb TepHaATUBHOM BapMaHTe OCYIIEeCTBJIEHUA HacToAmWeIo
nzobpeTeHmus npelcTaBJIEHO aHTUTEJIO, comepxalee KOHCTAaHTHYIO
06JIacTh TSXKEJION lLelM C M3MEeHeHHHM IpoduiieM IJIMKO3UJIMPOBAHMUS, Tak
UTO AaHTUTEeHCBASHBawmuy OeJlok objlajaeT YCUJIeHHOM 5bdekTopHOM
byHkumer. Hamopumep, TiIe aHTUTeJIO ofjlamaeT YycCcuJeHHOM ADCC WM
YCUIJIEHHOMN CDC, I roe OHO oBJlamaeT Y CUJIE HHEIMA oBermMmn
a0bexkTOpHEMM  QyHKLUMAMM ADCC m CDC. IIpMMepH NDOOXOOAMMUX CIIOCODOB
[IOJIYYEHU I AHTUT EHCB S3BIBaMMX BeJIKOB c V3MEHEHHEM  [IPpOoQUJIEM
TJIMKO3UJIMPOBAHUSA OTICaHH B W02003011878, W020060014679 u
EP1229125.

B cienywomeM acrekTe, HacTodlmee M300peTeHMe OTHOCUTCHA K
«KHePYyKO3MIMPOBaHHEM» VI «adyKOBUIMPOBaHHBEM» aHTUTEJIaM.
HedyKO3UIMPOBAHHEE aHTUTeJIa HECYT TPUMaHHO3UJIOBYI KOPOBYIO
CTPYKTYypy Fc w3 N-IUIMKaHOB KOMILJIEKCHOTO THuIla ©0e3 OCTaTKOB

@VKOBBI. 2T PHMKOMOHM@MHMPOB&HHHG aHTrTeJla, JIMIMeHHBEIe KOpOBOTI'O
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byko3HOTO ocTaTka M3 N-TJIMkKaHoB Fc, MoryT objamaTk OoJiee CHIILHOMU
ADCC, yeM OYKOBUIIMPOBAHHEE SKBUBAJIEHTE n3-—3a YCUIJIEHU A
CriocoBOHOCTM CBA3HBaHMA C Fc-rammaRIIIa.

HacrTosmee wu3o00peTeHMe TakKXe OTHOCUTCH K CIHOCOBY IIOJIydeHUS
aHTHTeJla IO M300peTeHMI, BKJIOUaKIeMy CTaIMM: a) KyJIbTUBUPOBAHUA
pPexoMOVHAaHTHOM KJIETKU—-XO34A1Ha, comepxamen SKCIIpEeCCUPYIOMUM
BEeKTOpP, COIepXallMi BHEIOEJEHHYID HYKJIEMHOBYIO KMCJIOTY, KaK OIMCAaHO B
HacToAmeM OOKYMEeHTEe, roe pexoMOMHaHTHA A KJIETKa—-X03aUH He
COIEepPXUT albha-1, 6-dykoz3mMITPaHChepazH; u b) BHIIEJIEHU A
AaHTUT eHCBA3HBaKmero OeJjika. PeKoMOMHaAHTHas KJIeTKa—-xXO038MH MOXET B
HOpMe He comepXaThb TI'eH, KOoOMpyomuh aljbda-1, 6-dyKo3uITpaHCchepasy
(HanmpuMep, KJIeTKM-XO03deBa IPOXKeM, Takue Kak BUOW Pichia), wWiu
MOXeT ABJATLCSA TeHeTHUYeCKM MOIUMOUIMPOBAHHOM OJIS MHaAKTUBALIUU
ansda-1, 6-dykKos3mMITPpaHChepasH. ODoCTYIHE  PEeKOMOMHAHTHEE  KIIETKU—
X035eBa, I'e€HeTUMUeCKM MOIMOMIMPOBAHHBEE IJIS MHaKTMBauMy TeHa FUTS,
KOoIVpyKmero ajlbda-1, 6-dpykozmaTpaHchepasy. CM., HalpUMEpP, CUCTEMY
TexHoJioruir POTELLIGENT™, gpgocrymndyin oT BioWa, Inc. (Princeton,
N.J.), B koTopowm kJeTku CHOK1SV, JumeHHBe (QYHKUMOHAJBLHOM KOIUU
TeHa FUTS, OIpOoOoyLUPYIT MOHOKJIOHAJILHEE a”nTuresna, obJagmanimme

yCMHeHHOﬁ AKTMBHOCTBIO aHTUTEJIO3aBUCUMON OHOCpeHOBaHHOﬁZ KJIeTKaMM1

LIVUTOTOKCUUHOCTHU (ADCC) , YBEJIMUEHHOM OTHOCUTEJIBHO UIOSHTUUYHOTO
MOHOKJIOHAJIEHOT'O aHTuTesNa, OpooyLUMPOBAHHOT'O B KJIETKe C
OYHKLUMOHAJIbHEM TeHOM FUTS. ACIIEKTEL CUC TEeMEI TeXHOJIOT UM

POTELLIGENT™  ommcanel B US7214775, US6946292, WO0061739 wu
W00231240. CrneumajaucTaM B »OaHHOM o06JacTM M3BECTHH Takxe Ipyrue
Ionxondammue CUCTEMEL.

Crneumajmcram B DaHHOM obJjacTu IIOHATHO, uTo Takme
MOOUOUKALMM MOXHO He TOJIBKO WMCIIOJIE30BaTh OTHEJIBHO, HO MOXHO
MCIIOJIb30BaTE B KOMOMHaAUMM JOpyDl' C IJOpyI'OM IOJS OOIIOJHUTEJIBEHOTO
ycuiieHrsa 250QeKTOpHOM QYHKIIUMI .

NonyyeHre aHTUTENI C MOIUOUIIMPOBAHHEM IVIMKOBUIMPOBAaHMEM

B OIPYTOM BapuaHTe OCYyWeCTBJIEHNA aHTHTeJIa VI
AHTHUIeHCBA3HBaKIMe QparMeHTH I[I0 KM300peTeHMBO (HanpuMmep, 14A6,
28H5, 31C6 m uxX TI'yMaHM3MPOBAHHHE BapMAaHTH) COIepXaT KOHKPETHHM

IIaTTepH TJIMKOSWMIJIMPOBaHMA . HaanMep, MOXHO I10JIy4daThb
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AdYKOBMIIMPOBAHHOE WJIM AaIlJIMKOBMJIMPOBAHHOE AaHTUTEJIO WIM (parMeHT

(T.e., AHTUTEJIO, JIMIMMEeHHOE @yKOSH MJin TJIMKO3SWJIMPOBaHMA,
COOTBETCTBEHHO) . HaTTepH IJIMKOSWMJIMPOBaHMA aHTHUTeJla WIIN @paPMeHTa
MOXHO M3SMEHATE, HallprMep, OJIA YBeJIMUYeHNMA a@@MHHOCTM MJin

aBUOHOCTM aHTUTeJla WM ¢parMeHTa I[I0 OTHOWEeHMI K aHTureHy TIGIT.
Takue MOIOMOUKALIUA MOXHO IPOBOIUTE, HalpuMep, ocpencTBOM
VM3MEeHEeHMS OIOHOTO WMJIM HEeCKOJBbKUMX M3 YyUYaCTKOB IUJIMKO3UJIMPOBAHMSA B
[IOCJIeOOBaATEJIbHOCTYM  aHTUTeJa WM  (parMeHTa. Hanpumep, MOXHO
OCYIECTBJIATE OOHY MWMJIM HECKOJBbKO AaMMHOKMCJIOTHHX 3aMeH, KOTOPHE
[IPUBOIOAT K yIaJIeHUI OOHOTO VI HECKOJIbKMX YU4aCTKOB
TJIMKO3UIIMPOBAHMA U3 KapkKaca BapuabeJibHOM o006JacTu, UTOOH TaKuM
oBpa30oM MCKJIIUUTH TJIMKO3UIMPOBaHMe B 2TOM  y4YacTKe. Takoe
aTJIMKO3WMJIMPOBAHME MOXET YBeJIMUMBAThL a@OMHHOCTBE WM aBUIOHOCTB
aHTUTEeJla WM ¢parMeHTa -OJSA aHTureHa. CM., Hanpumep, IlaTeHTH CIA
No. 5714350 m 6350861.

AHTHUTEeIa u AHTUTEeHCBA3HEBaKIMe bparMeHTH, OTIMICaHHEIE B
HaCTOAlleEM OOKYMEHTE (HanpuMep, 14A0, 28Hb, 31Ce6 u X
I'YMaHM3MPOBAHHEIE BapMAaHTE) MOTYT, KPOME TOTO, BKJKUYATBH aHTUTEJAa
1 QparMeHTH, IIPOOYLMPOBAHHEE B KIETKax—-xX03f4eBaX HU3IMX BYyKapuoT,
B UYaCTHOCTM, B KJIeTKax—xo3geBax I'puboB, TaKuUxX KaK »IOPOXXU U
MULIeJIMaJlbHEle  T'pUOH, KOTOPHE TeHeTUUeCKM MOOUOUUMPOBAHE  IJIA
IPOOYyKLUUA TJIMKOIIPOTENHOB, oBJamanmmx naTrepHaMm
TJIMKO3UINPOBAHNUA, o a0 OHEMM nmaTTrepHam TJIMKO3UJIINPOBAHU A
MJIEKOTIMTAMMX WJIM uYeJjoBeka (CM., HamnpuMmep, Choi et al, (2003)
Proc. Natl. Acad. Sci. 100: 5022-5027; Hamilton et al., (2003)
Science 301: 1244-1246; Hamilton et al., (2006) Science 313:
1441-1443; Nett et al., Yeast 28(3):237-52 (2011); Hamilton et
al., Curr Opin Biotechnol. Oct;18(5):387-92 (2007)). OcoOeHHHM
IPeMyIECTBOM 3TUX TEHETUUYECKM MOIMOUMIMPOBAHHEIX KJIETOK—-X0O35€B
Hall [PpVMMeHSeMBEIMM B HACTOSAMee BpeMda JIMHMAMUY KJIETOK MIEKONUTAKIUX
ABJIAETCSH BO3MOXHOCTBb KOHTPOJIA npodmis TJIMKO3UJIINPOBaHU A
TJIMKOIIPOTEVHOB, NIPOOYyLIMPOBaHHEX B KJIeTKax, TaK YTO  MOXHO
[IOJIydyaThk KOMIIO3ULIMK TUIMKOIPOTEMHORB, I'Ie IpeobilagjaeT KOHKPETHAas
CTpykKTypa N-rjamkadHa (cM., Hamnpumep, IlatenT CIIA No. 7029872 wm
[TaTenT CIA No. 7449308). 3TM TeHeTUUECKM MOOUOMUMUPOBAH KJIETKU-

XO034deBa MCIIOJIE30BaJIN IOJIA INpooyKUuUMmM aHTUTEeJI C npeodiiagaHueM
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KOHKPETHHEX CTPYKTyp N-TJMKaHoB (CM., Hanpumep, Li et al., (2006)
Nat. Biotechnol. 24: 210-215).

B KOHKPETHHIX BapMaHTax OCYIEeCTRBJIEHUA aHTUTeJa u X
QHTUTeHCBA3HBaKIME O(parMeHTH, OIMCaHHEEe B HacCTOdAlleM JOKyMeHTe
(HanpuMep, 14A6, 28H5, 31C6 m mMxX TyMaHUBMPOBAHHHE BapMaHTH),
KpoOMe TOTO, BKJIOUAKT aHTUTeJla U (paTlMeHTH, IIPpOOYLUPOBAHHHE B
KJIeTKax—-x03geBax HUBKUX DYKaAapMOT M colepxamre QYKO3UIMPOBAHHHE U
HedyKOBUIMPOBaHHEE TI'MOPUIHEIE UM KOMILJIEKCHEe N-TJIMKAaHH, BKJIOYAS
pasBeTBJeHHEE HaIBOE M MyJbTHMaHTEeHHBE MOJIEeKYJIH, BKJOUas, HO 0es
OoT'paHMUeHMda, N-TJIMKaHH, Takue Kak GlcNAc(1-4)Mans GI1lcNAcz; Gal (-
4)G1lcNAC(1-4yMans GlcNAc2; NANA(1-4)Gal(1-4)GlcNAcC1-4)Mans GlcNAc:.

B KOHKPETHEIX BapMaHTax OCyMeCTRBJICHU S aHTHUTeJa u X
AHTUTeHCBA3HBAKIME bparMeHTH, npelcTaBJIEHHHE B HaCTOAMEM
OoKyMeHTe (Hanpumep, 14A6, 28H5, 31C6 m w©MX TI'yMaHM3VPOBAHHEE
BapMaHTH) , MOTYT COIOEepXaTb aHTUTeJla WIM OparMeHTH, ofJjlaganmue II0
MeHble Mepe OIOMH TUOPMIHEM N-TJIMKaHOM, BHOPAaHHEIM K3 TPYIIIH,
cocTodAmen - uU3 GlcNAcMans GlcNAcy; GalGlcNAcMans GlcNAcz; u
NANAGalGlcNAcMans GlcNAcz2. B KOHKPEeTHEX aclekTax, IMOpUIHEM N-
TJIMKaH SBJISAETCA IPEeNlNOUTUTEJIBHEIM BMIOM N-TJIMKaHOB B KOMIIO3ULNUN .

B KOHKPETHHIX BapMaHTax OCYIECTRBJIEHUA aHTuUTeJa u X
AHTUT EHCBA3HBAKIME bparMeHTH, npelcTaBJIeHHHE B HacTodleM
OOKyMeHTe (Hanpumep, 14A6, 28H5, 31C6 m wuUxX IyMaHUBUPOBAHHEE
BapMaHTH) , COoIOepXaT aHTuTeJla M odparMeHTH, ofjlajaplue I10 MeHbIeM
Mepe OIOHVM KOMILJIE€ K CHEIM N-TJmMxaHoM, BHOpPaHHBEM ns3 TPYIIIH,
cocTodmen nu3 GlcNAcMans GlcNAcz; GalGlcNAcMans G1lcNAc2;
NANAGalGlcNAcMansz GlcNAcz; GlcNAcoManz  GlcNAce; GalGlcNAcoMans
GlcNAcz2; Galz GlcNAczMans GlcNAcz; NANAGalz GlcNAcoMansz GlcNAcz; u
NANA; Galz GlcNAcoManz GlcNAcz2. B KOHKpPETHBX acClleKTax, KOMILJIEKCHHE
N-TJMKaHH ABJIAITCA NIpennodTUTeJIbHEMN BMOaMM N-TJIMKaHOB B
KOMITO 3ULIUMA . B CJIe IYIOMMX acrexkTax, KOMILJIE K CHEIM N-TimkaH
opencraBygeT coOOM KOHKPEeTHHM BMIO N-TJIMKAHOB, KOTOPHM COCTAaBJISAET
npubim3urensHo 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95%, 97%, 98%,
99% mim 100% M3 KOMILJIEKCHHX N-TJIMKAaHOB B KOMIIO3MIMM. B OIHOM
BapMaHTe OCYIeCTBJIEHUSA AHTUTEJIO n ero AHTUIT'eHCBA3HBaKnlue
bparMeHTH, npelcTaBJIeHHHE B HacToAmlleM  OOKYMEHTe, comepxar

KOMILJIEKCHEIe N-TUIMKaHBE, T'Ie IO MeHbImeM Mepe 50%, 60%, 70%, 80%,
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90%, 95%, 97%, 98%, 99% wmum 100% M3 KOMILJIEKCHEX N-TJIMKAHOB
comepxart CTPYKTYPY NANA,Gal2GlcNAcoMansGlcNAC?, rme Takad
CTPYKTypa fABJSAeTCcd adyKO3UIMPOBAHHOM. Takue CTPYKTYPH  MOXHO
noJjiyuyaTh, HalpuMep, B MOOIMOUIMPOBAHHEIX KJIeTKax—-xXo3seBax Pichia
pastoris.

B KOHKpPEeTHHX BapMaHTax OCYUeCTBJIeHud N-IJIMKaH ABJISAETCH
byKOo3MIMPOBaHHEIM. Kak mnOpaBmjio, (QykKo3a HaxoIMTCcsa Ha ol,3-cBA3U C
GlcNACc Ha BOCCTaHaBJMBaKIeM KOHIe N-IJIMKaHa, Ha ol,6-cBa3mM C
GlcNAcC Ha BOCCTaHaBJIMBawleM KOHIle N-IUIMKaHa, Ha ol,2-ceg3u ¢ Gal
Ha HeBOCCTaHaBJMBawIeM KOHIe N-IUIMKaH, Ha ol,3-cBga3u ¢ GlcNac Ha

HeBOCCTaHaBJMBaKIeM KOHIle N-TUiMkaHa, WIM Ha ol,4- cBaz3u ¢ GlcNAc
Ha HeBOCCTAaHaBJMBAaKIEM KOHIle N-TUIMKaHa.
Takmum oBpas3oM, B KOHKPE THHIX acrexkTax BHIIEeYKa3aHHHX

TJIMKOIIPO TEMHOBEIX KOMITO 3UIUM, Tavkobopma IpeICTaBJIgeT cobon

bykozy c al,3-cBa3p WM Ol, 6-CBA3BK OJA I[IOJYYEHUS TJIMKODOPMEH,
BHIOpaHHOM M3 TpyHNHOH, cocToAmer m3 Mans GlcNAcz (Fuc), GlcNAcMans
GlcNAc2 (Fuc), MansGlcNAc: (Fuc), GlcNAcMansGlcNAcz (Fuc), GlcNAcoMans
GlcNAc2 (Fuc), GalGlcNAcoMans GlcNAc2 (Fuc), Galz GlcNAc2Mans
GlcNAc2 (Fuc), NANAGal2GlcNAcs:MansGlcNAc2 (Fuc), u
NANA2Gal2GlcNAcoMansGlceNAc, (Fuc); ¢oykosy ¢ ol,3-cBa3bio miam ol, 4-
CBA3LI IOJIA IIOJYyYeHMS ITJIMKOOOPME, BHOPaHHOM M3 TPYIIH, COCTOAleN
n3 GlcNAc (Fuc)Mans GlcNAc2, GlcNAc (Fuc)Manz GlcNAcz, GIlcNAca (Fuci-
2)Mansz GlcNAcz2, GalGlcNAc: (Fuci-z)Mans GIlcNAcz, Galz GIlcNAc: (Fucl-
2)Man3 GlcNAc2, NANAGal2 GlcNAc2 (Fuci-2)Mans GlcNAc2, um NANA; Gal:

GlcNAc2 (Fuci-2)MansGlcNAc2; MIM QOYyKO3Yy C Ol,2-CBA3bI0 OJIS IOJYUEeHMUS
TJIMKODOPMEHL, BHOpPaHHOM ns TPYIIH, cocToAmen nus
Gal (Fuc) GlcNAc2MansGlcNAC:, Gals (Fuci-2) G1cNAc2MansGlcNACe,
NANAGal: (Fuci-2) G1cNAc2MansGlcNAC: u NANAzGalz (Fuci-2) G1cNAc:Mans
GlcNAc:.

B clemyomyx aclekTaxXx, aHTuUTeJa (HalpuMmep, I'yMaHU3VPOBAaHHHE
aHTUTeJIa) WMIM MX aHTUTEeHCBA3HBakMMe QparMeHTH coIepXaT N-TJIMKaHH
C BHICOKMM COIepXaHMeM MaHHOR3H, BKJKUYas, HO 0e3 oTr'paHUUeHUsd,
MangGlcNAc2, ManyGlcNAcz2, ManesGlcNAcz2, MansGlcNAcz, MansGlcNAcz, WM

N-TJMKaHE, cocTodmMe M3 N-TJIMKAaHOBOMW CTPYKTYPH MansGlcNAC:.
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B ciemymommx acllekKTaxX BHIIeyKas3aHHOI'O, KOMILJIEKCHEEe N-TJIMKAaHEL,
KpomMme TOT'O, BRJIIOU AT @yKOSMHMpOBaHHHe u He@yKOBMHMpOBaHHHe
PasepeTBJIEHHEIE HaIBOE€ ¥V MYJIBETMaHTEHHEE MOJIEKYJIEL.

Kak I[OIpMMeHAlT B HacCTOdlleM IOOKYMeHTe, TepMMHE «N-IUIMKaH» U
«PﬂMKO@OpMa» MCIIOJIL3YIOT B3aMMO3aMeHAeMO, ¥ OHM OTHOCATCA K N-
CBA3aHHOMY oJinmTrocaxapunmy, HallprMep, oJmrocaxapmnoy,
[IPUCOEOMHEHHOMY IIOCPEeICTBOM CBA3M acllaparMmHa-N-alle TUJITJIKO3aM/Ha
C OCTaTKOM acllapal'MiHa IIOoJIUIIelITVI O a . N-cBAa3aHHEE TJIMKOITPOTEeNMHEL
comepxaT ocCcTaTok N-alLeTUIITJIOKO3aMMHE, CBASaHHBM C aMMUIHBIM a30TOM
nus oCTaTKa aclilapal'MHa B DeJike. Hpeo@nanammMMM caXapamMm,

O@HapyXGHHHMM Ha IUJIMKOIIpOTEMHax, ABJIARTCA TJIIOKO34a, rraJlakTO34a,

MaHHO?3a, dykoza, N-aueTmirajlakTo3aMMH (GalNAc), N-
aleTuJIUIoKOo3aMH  (G1lcNAcC) wm  cuajoBad KUCJOTa (HanpuMep, N-
alleTUJIHeVpaMMHOBasa  KUCJOTa (NANA) ) . [l[pouieccHMHET TPyl caxapa

IPOUCXOOUT KOTPaHCJALMOHHO B IpocBeTe ER u IpomoJrkaeTcsa
INOCTTPAHCIALMOHHO B KOMILJIEKCE T'onb mxu oI N-CBA3aHHEX
TJIMKOIIPOTENHOB .

N-rjukaHe obJjamanT oOOmMM IIeHTacaxapUOHEIM KopoM MansGlcNAC:
(«Man» o603HauaeT MaHHO3Y; <«Glc» ofo3HauvaeT ITJIOKO3Y; U «NAC»
oBbosHauaeT N-auetwmii; GlcNAc o6o3HauvaeT N-aleTWJIIJIOKO3aMMH) . Kak
OpaBuUJIiO, CTPYKTYpPH N-TJIMKAHOB [NPEeNCTaBJILAT C HeBOCCTaHAaBJMBALIMM
KOHIIOM cJieBra u BOCCTaHaBJIMBAKINUM KOHIIOM CcIpaga.
BoccTaHaBJAMBAKLMNMY KOHell N-IJIMKaHa IpencTaBjgeT coboM KOoHell,
IpMUCcoenHeHHEIM K oCTaTKy Asn, comepxaleMy Yy4acTOK
TJIMKO3UJIMPOBaHMUA, Ha ©OeJike. N-TUIMKaHH OTJMUAKTCA B OTHOIEHUU
KoJIMUuecTBa BeTBeM (aHTeHH), coIepXammx IIepudpepruuecKre caxapa
(HanpuMep, GlcNAc, raJlakTo3y, dykKozy u CHMAaJIOBYID  KUCJIOTY),
KOTOpHEe OOoOaBJAKT K KOPOBOM CTPYKTYpe Mans GlcNAcz («Man3»),
o6o03HauaeMOM TaKXe KaK «TPMMAaHHOSZHHEINM KOpP», <«IIeHTacaxXapUIOHBM KOop»
VI «OJIMTOMAaHHO 3HBIN KOp». N-TJIMKaHH KJIACCUIULIUPYIOT B
COOTBETCTBMM C MX PaA3BETRBIEHHBMM COCTABHBEIMM UYaCTAMM (HaIpUMEpP, C
BHICOKVM COJIepXaHMeM MaHHOBE, KOMILJIEKCHEE WM ITMOpuIOHBEE) . TUIl N-
TJIMKaHa «C BBCOKMM COIOepXaHMeM MaHHOSBED» MMeeT IOAThE WMiIn 0oJiee
OCTaTKOB MaHHO3H. N-TUIMKaH «KOMILJIEKCHOTO» THIla, KakK IIpaBWUIIoO,
¥MeeT IO MeHbmeM Mepe oIouH GlcNAcC, T[OpMCOeOAMHEeHHEM K 1,3-

MaHHOBHOMY ILJIeuy, ¥ IIO MeHbmel Mepe onouH GlcNAcC, OpUCOeOVHEeHHBN
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K 1, 6-MaHHO3HOMY ILJIeUy <«TPMMaHHO3HOTO» Kopa. KOMILJIEKCHBEE N-
TJIMKAHEL MOTYT TaKXe MMeThb OCTaTKM I'alJlakKTo3H («Gal») mMiIM ocTaTKu
N-auerTmarajlakTo3aMMHa («GalNAc») , Heo®sg3aTeJIbHO,
MOOMOUUMPOBAHHEE CHMAJIOBOM KMUCIOTOW WMJIM I[IPOMBBOIHHMM (HaIpUMeEp,
«NANA» mian «NeuAc», rme «Neu» o6o03HavaeT HeVPaMMHOBYI KMUCJIOTY, U
«Ac» oOO03HauvaeT aleTwuy) . KoMIlJIeKCHEe N-TJIMKaAHH MOTYT TaKXe MMETH
BHYTPMIIEIILEeBEE 3aMeHH, BKJIOUAKIME «Pa3BEeTBJICHHHM HaIpoe» GlcNAc
M KOPOBYKL (Qyko3y («Fuc»). KommjexkcHHe N-TJIMKaHBE MOTYT Takxe
VMEeTb MHOXECTBEHHEE aHTEeHHH Ha «TPMMaHHO3HOM KOpe», JacTo
oBo3HauaeMHe Kak «MYJIbTHMAaHTEeHHBEe TUIMKaHBD . «IMOPpUMOHBI» N-TJIMKaH
VMeeT II0 MeHbmel Mepe oIuH GlcNAcC Ha KoOHIe 1,3-MaHHO3HOTO IlJIeda
TPMMaHHO3HOTO Kopa U HOJIbE WM ©0oJlee OCTaAaTKOB MaHHO3H Ha 1,6-
MaHHO3HOM IlJIede TPMMAaHHOB3HOT'O Kopa. Pas3JMdUHele N-TUIMKaHB TaKxXe
oB03HaAUaAKT KakK «KIUIMKOQOPMED .

B OTHOmMEeHMM KOMILUIEKCHEX N-TJIMKaHOB, TePMMHE «G-2», «G-1»,
«GO», «G1l>», «G2», «Al» U «A2Z2» o03HauanT CcJelvyoiee. «G=2»
OTHOCUTCH K CTPYKType N-TUuIMKaHa, KOTOpYyK MOXHO XapaKTepu30BaTh
kak MansGlcNAc2; TepMrH «G-1» OTHOCUTCH K CTPYKType N-TUIMKaHa,
KOTOPYK MOXHO XapaKTepmz30oBaThb Kak GlcNAcManiGlcNAcz; TepMmH «GO»
OTHOCUTCH K CTPYKType N-TUIMKaHa, KOTOpyk MOXHO XapaKTepu30BaThb
kak GlcNAcoMansGlcNAcz; TepMMH «Gl» OTHOCHUTCA K CTPykType N-
TJIMKaHa, KOTOpyl MOXHO XapaKTepu30BaThb kKakK GalGlcNAczMansGlcNAc:;
TepMMH «G2» OTHOCHUTCS K CTPpYKType N-TUuIMKaHa, KOTOPYI MOXHO
XapakTepm30BaTh kak Gal2GlcNAcsManz GlcNAcz2; TepMMH «Al» OTHOCUTCHA
K CTPYKTYpPE N-rjaukaHa, KOTOPYK  MOXHO XapaKTepru30BaTh KakK
NANAGal2GlcNAcoMansGlcNAC2; M TepMMH «A2» OTHOCHUTCH K CTPpYyKType N-
TJIMKaHa, KOTOPYI MOXHO XapaKTepru30BaTh Kak
NANA2Gal2GlcNAcoMansGlcNAc,. EcimM He yKa3aHO MHade, TEepPMMHE «G-2»,
«G=1», «GO», «Gl», «G2», «Al», M «A2» OTHOCATCA K MOJIeKyJlaM N-
TJIMKaHa, JMIMeHHBEM OQYKO3E, OIpMCOeOMHeHHOW K ocTaTKy GIlcNAc Ha
BOCCTaHaBJMBaKIMeM KOHIle N-TUuIMKaHa. Korga TepMMH BKJIOUYaeT «F»,
«F» ykaseBaeT Ha TO, UYTO MOJIeKyJla N-TJUIMKaHa COOEPXUT OCTaTOoK
dyKO3H Ha ocTaTke GlcNAC Ha BOCCTaHaBJIMBaKIEM KOHIle N-TUIMKaHa.
Hampmmep, GOF, GI1F, G2F, AlF, m A2F BCe yKas3HBawT Ha TO, 4YTO N-
TJIMKaH, KpoMe TOT'O, BKJIUYAeT OCTAaTOK OGQYKO3H, IIPUCOEIMHEHHEM K

ocTaTKy GlcNAcC Ha BOCCTaHaBJMBawoleM KOHIle N-IJIMKaHa. Husmwme
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DYKApPMOTH, Takue KakK »OPOXKM WM MHUIEJIMaJIbHEEe TpubE, B HOPMEe He
NIponoyumMpyrnT N-TJIMKaHB, CcomepXalmye QyKo3y.

B OTHOIEHUN MyJIb TMaHTEeHHEBIX N-1mJiMkaHOB, TepMUH
«MyJIbTMaHTeHHEe N-IUIMKAaHE» OTHOCUTCA K N-ITUIMKaHaM, OOIIOJIHUTEJIBHO
comepxamuM ocTaTok GlcNAc Ha ocTaTrTke  MaHHOS3H, coepxammum
HeBOCCTaHaBJIMBAaKMMUI KOHel Ha 1,6-IJjeye WJIM Ha 1,3-mjleue N-
TJIMKaHa WM ocTaTok GIlcNAc Ha KaXooM M3 OCTaTKOB MaHHOS3H,
comepxXalyM HeBOCCTAaHAaBJIMBAMMY KoHell Ha 1, 6-1mleue u 1, 3-1jieue N-
TJIMKaHa. TaxuMm oBbpa3oM, MyJIb TMaHTeHHEe N-TJMKaHH MOXHO
xXapakTepmus3oBaTh QopMmyJaMu GlcNAcC (2-4yMansGlcNAcz2, Gal(1-4)GlcNAC2-
sMans GIlcNAcz, mam NANA(1-4,Gal (1-4)G1cNAcC2-4)MansGlcNAcy,. TepMmMH «1-
4» orHOCHMTCA K 1, 2, 3 miam 4 ocTaTkKaM.

B OTHOIEeHUN pPasBeTRBJIIEHHHX HaIOBoe N-TJMkaHOB, TepMUH
«pas3BeTBJIEHHHM HaIBoe  N-TJIMKaH» OTHOCUTCHA K N-TJIMKaHaM, B
KOTOPHX OCTaTOK G1lcNAc CBA3aH c OCTaTKOM MaHHO 3E Ha
BOCCTaHaBJMBaKIEeM KOHIle N-TJIMKaHa. Pal3BeTBJIEHHEM HalBoe N-TJIMKaH
MOXHO XapaKTepu3oBaThk QopMmyJio GlcNAcs:ManiGlcNAcC:, roe  KaXIem
OCTaTOK MaHHO3H CBfA3aH Ha €I'0 HeBOCCTaHaBJMBAKIEM KOHIE C
ocrarkoM GlcNAc. B omamumMe OT DSTOTO, KoI'Za MyJIbTUMAHTEHHBEM N-
TJIMKaH xXapakKTepusyroT Kak GlcNAcsMansGlcNAcz, ©GopMyJia IIOKas3bEBaeT,
UTo IoBa ocTaTka GlcNAcC CBA3aHEH C OCTaTKOM MaHHO 3EL Ha
HEeBOCCTaHaBJIMBaAKIIEM KOHIle ONHOTO M3 OByX ILJled N-IJIMKaHOB, M OOUH
GlcNAC ocCcTaTok CBsS3aH C OCTATKOM MaHHOSBE Ha HeBOCCTaHaBJIMBaKIEeM
KOHIle IpyToTro ILjledya N-TJIMKaHa.

duBMUeCcKkMe CBOMCTBa aHTHUTeJa

AHTHTeJla UM WX AaHTUIEeHCBA3HBaKIME (QpaTl'MeHTH, OIMCAaHHHE B
HaCcTOAlleEM OOKYMEHTE (HanpuMep, 14A0, 28Hb, 31Ceo u "X
T'YMaHM3VMPOBAHHEIE BAaPMAaHTH), MOT'YT IOIOJHUTEJIBHO COINepXaThk OIVH
MM HEeCKOJIbKO YUYaCcTKOB IUIMKOBUJIMPOBaHMA B BapuabdelbHOM o00JacTu
JMbo Jlerkoy, JmMOO TSKeJIOM lLelM MMMyHOIJIOOYJIMHa. TakMe YUYacTKM
TJIMKOBUJIIMPOBAHMA MOTYT IMNIPMBOOIUTL K YBEJUMUEHHOM MVMMYyHOT'€HHOCTHU
aHTUTeJla WK ©¢parMeHTa, WIM K MW3MeHeHMo pPK aHTUTeJa uU3-3a
M3MEeHEeHHOTO CBSA3HBaHMA aHTHMIeHa (Marshall et al. (1972) Annu Rev
Biochem 41:673-702; Gala and Morrison (2004) J Immunol 172:5489-
94; Wallick et al (1988) J Exp Med 168:1099-109; Spiro (2002)
Glycobiology 12:43R-56R; Parekh et al (1985) Nature 316:452-7;
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Mimura et al. (2000) Mol Immunol 37:697-706). MW3BecTHO, UTO
TJIMKO3UJINPOBaHNKE [IPOUCXOOUT Ha MOTHUBAaX, comepXalnx
rnocjiegoBaTeIbHOCTE N-X-S/T.

Kaxmoe aHTUTEJIO WM AaHTHUIEeHCBA3BBAKIMNI (OparMeHT (HaIpMUMep,
14A6, 28H5, 31C6 wmiaM w©Ux TyMaHMBMPOBAHHHE BapMaHTH) ob6JamaeT
YVHUKAJBHOM MB02JIEKTPUUECKOV Toukol (pl), Kak OpaBuUJIo, IIolamalmen
B IManazoH pH mMexny 6 m 9,5. pl masa aHTtuTeJa 1gGl, KkKak OpaBUJIO,
nmomnamgaeT B OuanazoH pH 7-9,5, wm pl @guas aHTHUTeda 1gG4, kak
npaBUJIO, IolamaeT B IOualasoH pH 6-8.

Kaxmoe aHTUTEJIO WM AaHTHUTEeHCBA3HBAKMIUM QparMeHT (HalpUMep,
14A6, 28H5, 31C6 wmiIm muxX T'yMaHM3VMPOBAHHEE BapMaHTH) oO6JalaeT
XapakKTepHOU TeMIepaTypon JlaBJIeHUd, roe BoJiee BHCOKAS
TeMrnepaTypa IUJIaBJIeHVsa yKas3bBaeT Ha OoJbllyld of8myl CcTabMIbLHOCTL 1in
vivo (Krishnamurthy R and Manning MC (2002) Curr  Pharm

Biotechnol 3:361-71). Kak mnpaBwio, Tm (TeMIepaTypa HadaJIbHOT'O
pasBopauMBaHMUA) MOXeT COCTAaBJIATL 0Oojee 60°C, ©oJjiee 65°C miam ©oJiee

70°C. TewmmepaTypy IJIABJIEHMS aHTUTeJa MM dpaTMeHTa MOXHO M3MepPATH
C WMCIOJIb30OBaHMeM OubdbepeHUMaJILHOM CKaHUpyKMel kajiopuMeTpuu (Chen
et al (2003) Pharm Res 20:1952-60; Ghirlando et al (1999)
Immunol Lett 68:47-52) wiuM KpyroBoro muxpomsma (Murray et al.
(2002) J. Chromatogr Sci 40:343-9).

B cJlenyoileM BapmaHTe OCYIWEeCTBJIEHNA aHTHUTeJIa " "X
aHTHUIeHCBsA3HEBaKIMe O¢parMeHTH (HanopuMmep, 14A6, 28H5, 31C6 u wux
T'YMaHM3MPOBAHHEE BapMaHTH) BHOpaHE TakK, UYTOOH He Iel'paIupoBaThb
BricTpOo. [HerpamalMi aHTHUTeJla WM ¢pal'MeHTa MOXHO UM3MEPSATb C
MCIIOJIE 30BaHUEM KannJJIgapHOT O aJIeKTpodopesa (CE) n MALDI-MS
(Alexander AJ and Hughes DE (1995) Anal Chem 67:3626-32).

B clenywomeM BapMaHTe OCYIWECTBJIEHMSa aHTUTela (HanmpumMep,
14A0, 28H5, 31Ce6 " X TyMaHM3UPOBaHHEE BapMaHTH ) u nUX
AHTUIeHCBA3HBaKIMe bparMeHTEl  BHOpaHH ~ Tak, UTOOEl  [POABJIATH
MUHVMAJIbHEE 50QeKTH alpelallMM, KOTOPHE MOI'YT IIPMBOOUTE K 3allyCKy
HeXeJlaTeJIbHOT'O VMMYHHOT'O oTBEeTa u/Uim K M3MeHEeHHEM NI
HeOJIaTONPUATHEM  QapMakKOKMHETUUECKMM  CBOMCTBAaM. Kak npaewuio,
ABJIAITCHA IIpMeMJIEMEIMM aHTHTeJla M QparMeHTH C arperaumer 25% wWiu

MeHee, 20% maIm MeHee, 15% wmam MeHee, 10% mMIM MeHee, WM 5% wiIm
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MeHee. ArperauMio MOXHO W3MEPATH HECKOJBKMMM Clocofamyu, BKJIKOUASA
DKCKJIII3MOHHYIO KOJIOHKY (CEK), BEICOKOROPEKTUBHYIO KUIOIKOCTHYIO
XpoMaToTrpaduo (BOXX), M cBeTopaccesHUE.

KoHEi0TaTH aHTUTEI

AuTuresia npotuB TIGIT m MX aHTUI'€HCBA3BBawIMe QpPaIrMeHTH,
ONMCAaHHEHE B HaCTOAmMEeM HOOKyMeHTe (HanpuMmep, 14A6, 28H5, 31C6 m ux
T'YMaHM3MPOBaHHEE BapMaHTH) , TaKxe MOXHO KOHBIOTMPORBATH c
XVMUUECKOM TpYINoi. XuMmMuecKas TpyIllda MOXeT IIpedcTaBJIATb cobol,
cCpeImu Ipouero, IIOJUMEeP, PaIVMOaKTUBHHENM M30TOIN MM LUUTOTOKCUUECKUMN
baxkToOp. B KOHKpPETHHX BapMaHTax OCYIECTBJEHMHA XUMUUeCKasd Ipylla
nIpencTaBJIgeT cobom IOJIMMED, YBeJIMUMB a1 BpeMsa MIOJIY XM '3HU
aHTUTeJla WM QpaTl'MeHTa B OpraHM3Me cyOwekTa. [logxomdmue IIOJIMMEPH
BKJIOUAKT, HO 0e3 OoI'paHUMUeHUHd, I'UIOPOOUIIBHEE IIOJIMMEPH, BKJIUYAKINE,
HO 0e3 OoI'paHMueHud, IOJUBTUIIEHTJIMKOJE (II5T) (HanpuMep, II3T" c
MOJIEKYJIApHOM Maccoum 2 kHda, 5 kla, 10 xIa, 12 xIJa, 20 xIda, 30 kla
min 40 kIa), »OexkcTpaH M MOHOMETOKCUIIOJIMBTUIIEHTJIMKOJEL (MIIST') . B
Lee, et al., (1999) (Bioconj. Chem. 10:973-981) OIIMCAaHE
KOHBOITUPOBaHHEE C [I3I' OOHOLENOUEUHEE aHTUTeJla. B Wen, et al.,
(2001) (Bioconj. Chem. 12:545-553) ommMcaHa KOHEBOTALUMUSA AHTUTEJ C
nsr, [IPMCOENVHEHHEM K xXejaTopy panroaKTUBHBIX MeTaJlJIOB
(OB TUIIEHTPUAMUHIIEHTaYKCYyCHOM kucJjoTe (DTPA)) .

AHTHTeJla ¥ UX aHTUIEeHCBA3HBawMe ©¢paIlMeHTH, OIMCaHHEE B
HacTogleM IOOKYMEHTe (HanpuMep, 14Ac0, 28Hb5, 31Co u nUx
T'YMaHM3MPOBAHHEE BapPMAaHTE) TakKXe MOXHO KOHEBOIMPOBATE C MeTKaMu,
TaKVMM Kak 99TC,90Y, 11111’1, 32P, 14C’ 1251’ 3H, 1311’ llcl 150, 13N, 18F,
355’ 51Cr’ 57TO, 226Ra, 6OCO, 59Fe, 575@, 152EU., 67CU, 217ci, 211At,
212ph, 478¢, 109Pd, 234Th m 40K, 157 Gd, 55Mn, 52Tr u 5¢Fe.

AHTHUTeIa u AHTUTeHCBA3HBaKIMe bparMeHTH, OTIMCaHHHEE B
HaCcTOAlleEM OOKYMEHTE (HanpuMep, 14A0, 28Hb, 31Ce u 17D
TYMaHM3VMPOBAHHEIE BapMAaHTEH) TaKXe MOXHO II2TMJIMPOBATH, HaIlpUMEpP,
IOJI9 YBeJIMUEeHUS MuX OMOJIOTUMUECKOTO BPEMEeHWM IOJYyXM3HWU (HalpuMep, B
CHBOPOTKE) . Oiis [O2TMIMpoOBaHMAa aHTUTeJa WIM  (parMeHTa, Kak
npaBwUJIio, MIPOBOIOAT peaKummo aHTUTeJa VIV bparMeHTa C
pPeakKUMOHHOCIIOCOOHOM QopMOV MHNOAMBTUMJIIEeHTJIMKOJIA (II8T'), TakKoM Kak
PEaKUMOHHOCIIOCOOHB CJIOXHHEM 20Mp WMIM alJlbIeTMOHOe I[IPOM3BOIHOE

eI, B YCJIOBMAX, B KOTOPHX OOHa MWJIM HeCKoOJIbko rpynn ST
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IIPMCOeIMHARTCA K aHTUTeJly WK @paPMeHTy aHTuTeJa. B KOHKPETHEIX

BapMMaHTaxXx OCyHmeCTBIJIEHNA I TIJIMPOBaHME IIpoBOoOAT IIoCpelCTBOM

pearuumn AlMJIMPOBAHU A NI peaxkuun AJIKUJIMPOBAHMU I c
PEeakKUMOHHOCIIOCOOHOM MOJIEKYJION nsr (i aHaJOTUUHOTO
PEeakKIMOHHOCIIOCOOHOTO BOIOPACTBOPMMOTO IIoJMMepa) . Kak OpuMeHSIT B

HacTodmeM OOKYMEHTe, TepMMH IIOJMATUIIEHTJIMKOJEY» [IpelHas3HaueH,
yTOOH BKJUATE JOOyn u3  dopm 19T, KOTOPHE MCIOJL3YIT IOJA
oepuBaTHU3alMM OPpyTMUx OeJIKOB, Takykln kKak MoOHO (C1-C1l0) aJKOKCHM- WM
APUIIOKCU-TIOJIND TUJIEHTJIMKOJIE WM T[IOJIMBTUIIEHTJIMKOJE-MaJIeMHVMLI . B
KOHKPE THBIX BapraHTax OCYIECTBJIEHUS AHTUTEJIO VI dbparMeHT,
nomjexamue IISTUIMPOBAHUID, IMIPedCcTaBJILT coBoM aIlJIMKO3UJIMPOBaHHOE
aHTUTeJIOo WM OQparMeHT. CrHocobv NI3TUIMPOBaHMA OeJIKOB WM3BECTHH B
OaHHOM oB0JacTM, UM MX MOXHO IPMMEeHATL OJI4 aHTUTeJ 1o M300peTeHuo.
Cm., nanpmmvmep, EP 0 154 316 m EP O 401 384.

AHTHUTEeIIa 7 AHTUTEeHCBA3HBaKIMe bparMeHTH, OTIMCaHHHEE B
HaCTOAlleEM OOKYMEHTE (HanpuMep, 14A0, 28Hb, 31Ce u 1793
T'YMaHM3MPOBaHHEE BapMaHTH) , TaKxe MOXHO KOHBOIMPOBATH C
bJIyopeCclLeHTHEMU VI X EMUJIIOMMHE CLIe H THEIMM MeTKaMM, BKJIOUA A
bryopodopH, TaKue Kak XeJlaThl PenKO3eMeJIbHEIX 2JIEMEHTOB,
bayopecueMH ¥ @ ero I[IPOM3BOILHEE, poOOaMMH M eT'o IIPOM3BOIHHE,
n30THOLUMaHaT, OGUKOBPUTPUH, bukoOLMaHMH, aJIJIOPMKOLMAaHVH, o-
braserBwt aJgbmerun, QJoopeckamMmuH, 1%2Fu, maHcwi, yMOeJmnMdepoH,
JounMdepmuH, JIOMMHAaJIOBad MeTKa, MW30JIOMMHAaJIoBas MeTKa, MeTKa Ha
OCHOBE apoMaTHMUYeCKOTO CJOXHOTO BdMpa akKpUMIVMHMA, MWMMUOA30JI0BALd
MeTKa, MeTKa Ha OCHOBE COJIM aKpUIOMHMA, MeTKa Ha OCHOBE CJIOXHOTIO
s0rpa okcaJlaTa, MeTKa Ha OCHOBE SKBOPUHE, 2,3-
oIUruopodTalasmMHIMOHE, OMOTHMH/aBUIMH, CIMHOBHE MEeTKM U CTabuilbHHe
CBOOOIOHEE pPaIVKAJIH.

AHTHTeJIa M WX aHTUTeHCBA3HBaKIMe Q(paTlMeHTH 10 M300peTeHUD
(ranpuMmep, 14A6, 28H5, 31C6 U MX TI'YMaHU3UPOBAHHHE BapMaHTH)
TaKXe MOXHO KOHBOIMPOBATE C IUTOTOKCUUECKMM (GaKTOPOM, TaKMM Kak
INOTEePUMHEI TOKCMH, ILenk A BSK30TOKCMHa Pseudomonas aeruginosa,
lerns A puumMHa, Uens A abpuHa, Lelb A MOIDelVHa, albda—-capumy,
BeJIKM M COeIMHEeHMS (HalpuMep, XMPHHEe KUCJOTH) Aleurites fordii,
OeJIKM C IOMaHTUHOM, tesqku  PAPI, PAPIT, u PAP-S Phytoiacca

americana, WHTUOMUTOP U3 momordica charantia, KypumH, KpPOTHUH,
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MHTUOUTOP M3 saponaria officinalis, MUTOTEJJIMH, PEeCTPUKTOLMH,
beHOMMIIMH M SHOMMIIMH .

MOXHO MCIIOJIbL30BAThH Jo6on crioco®, V3BECTHEMN B OaHHOM
oBJgacTu, OJIA KOHBOI'alluM aHTUTEJ u X AHTUT €HCRBA3EBAKIINX
dparMeHTOR IO wu300peTeHMBO (HanpuMmep, 14A6, 28H5, 31C6 wu wux
TYMaHM3UPOBAHHHX  BapMaHTOB) C  pasJIMUHBEIMM  TpyIllaMu, BKJIOUA A
crioco®rl, oIomMcaHHBEEe B Hunter, et al., (1962) Nature 144:945;
David, et al., (1974) Biochemistry 13:1014; Pain, et al., (1981)
J. Immunol. Meth. 40:219; wu Nygren, J., (1982) Histochem. wu
Cytochem. 30:407. CriocoBe KOHBRITALUMM aHTUTeJ U (parMeHTOBR
ABJIAITCA  OOMENPUMHATHMM WM OUeHb XOPOIMo MB3BEeCTHHMM B HTaHHOM
obacTu.

TepaneBTHUUECKME MIPMMEeHEeHUsT aHTUTen npoTtms TIGIT

Iasee mpencraBJIeHH  CIIOCOOB  JIeUeHMSA  CYOBEKTOR, BKJIOUA g
CYyOBLeKTOB-JIOIEN, HyXKIalMMXCS B JiIedueHUM, C IIOMONLI BHOESJEHHHX
aHTUTEJI WIM WX aHTUTeHCBA3HBaAKLIMX (pPaIrMeHTOR, ONMMCAaHHHX B
HaCTOAlleEM OOKYMEHTE (HanpuMep, 14A0, 28Hb, 31Ce6 u X
I'YMaHM3MPOBAHHEIX BapMaHTOB). B OOHOM BapuaHTe OCYIEeCTBJIEHUSA
n300peTeHrsa TaKoM CcyOBeKT cTpajaeT MHOeKUMer WM MHOEeKIMOHHBEM
3aboJieBaHMeM. B IpyT'OM BapMaHTe OCYIMEeCTBJIeHUSd M300peTeHMs TaKou
cy®BeKT cCcTpalaeT 3JI0KaueCTBEHHOM ONyxoJbi. B OOHOM BapuaHTe
OCYIIeCTBJIEHN A 3JI0KaueCcTBEeHHAA OIlYyXOJIb opencraByigeT cobon
COJIMOHYI OIIYyXOJb C MHOMUIbTPpauMe MHOMILTPUPRYIOMUMX B OIIYXOJb
JIMMOOLIUTOB, BSKCIPEeCCUPYIIMX TIGIT. B OIOHOM BapMraHTe
OCYIEeCTBJIEHUSA 3JI0KaUueCTBEeHHASA OIIYXOJIb npencTaBJIAeT coboi,
HalpuMep, OCTeOCapKoOMYy, pabioMrMoCcapKoMy, HelpobilacToMy, pak
[IOUYKU, JIeMKO3, [IepexOoOHOKJIETOUHEN pakK  IIOUKHU, pak MOUEeBOTO
Iy 3EPSA, 3JIOKAUYECTBEHHYID  OIIYXOJb BuieMa, pak AVMYHVKA, pak
IIOIKEJIYOOUHOM XeJle3H, pPakK MOJIOUHOM XeJle3H, Ppak IIpedcTaTelIbHOM
KeJlesh, 3JIOKaUeCTBEHHYK OIIyXOJIb KOCTM, pakK Jerkoro (HalopuMmep,
HeMeJIKOKJIETOUHEM pak JeTKoT0o), Ppak XeJlydka, KOoJOopeKTaJlbHHM pakx,
pak mewKkM MaTKM, CMHOBMAJIEHYK CapKoMy, pak TOJOBH U IIeu,
[JIOCKOKJIETOUHYIO KapLUMHOMY, MHOXECTBEHHY MMEJIOMY , IIOYEeUYHO—
KJIE TOUHHM pak, peTrHOBIaCcCTOMY, rernarTobilacToMy, [IEUYEHOUYHO—
KJIETOUHYK KapLUMHOMY, MeJIaHOMY, pabOoMIHYI OIIyXOJib IIOUeK, CapKOMy

Ouura, XOHIOpOCapKoOoMy, SJIOKaUYeCTBEHHYIIO OITYyXOJIb MO3T'a,
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TIInoBJlacToMy , MEHMHITMOMY, ajgeHoOMY runogmsza, BeCTUOYIIAPHYIO
MBaHHOMY , IPVMUTUBHYIO HEeVPODKTOIEPMAJIbHYIO Oy XOJIb,
MeIyJI100JIacToMY, ACTPOLUTOMY , aHalJIaCTUYECKYIO ACTPOLUUTOMY ,

OJIMTONEHOPOTJIMOMY, SIEeHOVMMOMY, NalWJIJIOMYy XOPUOMIHOTO CILJIeETEHUSI,
VUCTUHHYI I[IOJULUUTEMMIO, TPOMOOUUTEMUID, WIMOIATUUYECKUN MMeJodmubpos,
CapKoMy MATKMX TKaHel, pak IUTOBMOHOM XeJies3H, pak DSHIOMEeTpU,
KapLUMHOUIHYIO 3JIOKAUECTBEHHYI OIYXOJIb W pak [eyvyeHy, pak
MOJIOUHOM  XeJIe3H  MJIU pak  XKeJgylka. B OOHOM U3 BapMaHTORBR
OCYIIECTRBJIEHUA MU300pPeTeHnsa 3JI0oKaueCTBEHHasa OIIyXOJb [IPpeldCcTaBJIAET
coboM MeTacTa3UPYIYID 3JI0KaueCTBEHHYID OIIYyXOoJb, HalpuMmep, nu3
BAPMAHTOB, OIMCAHHEX BHIIE.

B omOHOM M3 BapMaHTOB OCYIECTBJIEHUS WM300peTeHuMe OTHOCUTCH K
criocobaM JieueHMd CyOBEKTOB C MCHIOJBE30BaHMEM aHTUTeJla [IPOTUB
TIGIT wiIM eI0 AaHTUTEHCBA3HBaKmeTro §parMeHTa 10 M300peTeHUn
(HranmpuMmep, 14A6, 28H5, 31C6 m mMxX T'yMaHM3VMPOBAHHEX BapWMaHTOB),
roe Ccy®BeKT CcTpalaeT BUPYCHOM MHbeklMel. B oIOHOM BapuaHTe
OCYyMeCTBJIEHUSA BUPYCHasd MHOekUMSa IOpedcTaBJgeT coboM MHOEeKIUO
BMPYCOM, BHOPAaHHHM M3 TPVYIIIE, COCTOAMEeM M3 BUPyCa MMMYyHOIedUINTAa
yeJjioBeka (BUY), Bupyca Trenatura (A, B, wmimmu C), BuUpyca Iepleca
(Hanpumep, VZV, HSV-I, HAV-6, HSV-II m CMV, BUpyca OSImTerHa-
EBapp) , ameHOBUpPYCAE, BMUpYyCa TI'pula, b1aBUBUPYCOB, BXOBUPYCA,
PUHOBUpPYCA, BUpYCa Kokcakmy, KOpoHaBHUpYyCa, pecnmMpaTopHO-—
CMHUIUTHAJILHOT'O BUPyCa, BHUPyCa CBUHKHK, poTaBUpyca, BUPyCca KOPWU,
BUpYyCa KpacCHyXM, IapBOBMpPYCa, BUPpyCa OCIOBaKLUMHE, Bupyca HTLV,
BUpPYCa OeHTe, nanujjioMaBupyca, BUpPYCa MOJUJICKaA, BUpPYCa
IOJIMOMMEJIUT A, BUpPYCa OellleHCTBA, BUpPYCa Jc VI BUpPYCa
apboOBUPYCHOTO 5SHIehaInTa.

B oOoHOM M3 BapMaHTOB OCYIEeCTBJIEHUS M300peTeHue OTHOCUTCH K
criocobamM JieueHMd CyYyOBEKTOB C MUCHIOJBE30BaHMEM aHTUTeJla [IPOTUB
TIGIT mMIM ero aHTUTEeHCBA3HBaKIeTO (QparlMeHTa I[I0 MN300peTeHMbn, TIe
cyOBekT cCcTpalaeT OaKTepMaJlbHOM MHPeKLMen. B omHOM BapmaHTe
ocymecTBJIeHUa OakTepMalJibHad MHOeKIMSa OpelcTaBsigeT coboM MHOEeKILIMO
DaKTepuaMu, BEHIOPAaHHEIMM U3 TPYIIIH, cocrodAmen  uU3 Chlamydia,
PUKKETCHMO3HEIX BaxkTepul, MUKOBaKTepui, CTadUIIOKOKKOR,
CTPENTOKOKKOR, MIHEBMOKOKKOB, MEHMHTOKOKKOR n TOHOKOKKOB,

KJIeOCUeJIIH, nporeyca, ceppaluuy, riceBIOoMOHAamI, Legionella,
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Corynebacterium diphtheriae, Salmonella, BalmiI, Vibrio
cholerae, Clostridium tetan, Clostridium botulinum, Bacillus
anthricis, Yersinia pestis, Mycobacterium leprae, Mycobacterium
lepromatosis u Borriella.

B oOHOM M3 BapMaHTOB OCYWMECTBJIEHUS WU300peTeHMe OTHOCUTCHA K
criocoBaM JledeHMsa CyOBEKTOB C MCIOJB30BaHMEM aHTUTeJla I[IPOTUB
TIGIT miIM ero aHTUTEeHCBA3HBaKIEeIo (QpalMeHTa I[1I0 M300peTeHMbn, IT'IOe
CyOBeKT cCTpamaeT TPUOKOBOM MHbQeKIMen . B OIIHOM BapuaHTe
oCcymecTBJIeHUS Tpudkoras MHOPeKUMa OpelcTaBJgeT cobol MHOeKLUO
TpuBoM, BEHOpPaHHBEM W3 TPYINNH, cocTodmen wu3 Candida (albicans,
krusei, glabrata, tropicalis m T.m.), Cryptococcus neoformans,
Aspergillus (fumigatus, niger wu T.m.), poma Mucorales (mucor,
absidia, rhizopus), Sporothrix schenkii, Blastomyces
dermatitidis, Paracoccidioides brasiliensis, Coccidioides
immitis m Histoplasma capsulatum.

B OOHOM M3 BapMaHTOR OCYMEeCTBJIEHUS WU300peTeHMe OTHOCUTCHA K
crnocoBaM JledeHUs CyOBEKTOB C MCIOJB30BaHMEM aHTHUTeJla [IPOTHUB
TIGIT miaM ero aHTUTEeHCBA3HBaKmeI'o ¢pal'MeHTa I[I0 M300peTeHMb, TIe
CyOBeKT cCTpallaeT IIapa3UTUUEeCKOM MHOeKLIMelV. B OOHOM BapMaHTe
OCyIeCTBJIEHU S napasmurTrudeckasd MHbeKLMA IpeIcTaBJIgeT cobon
MHbeKUMIO Iapa3uToM, BHOPAaHHEM M3 TPYIINH, cocTosmer u3 Entamoeba
histolytica, Balantidium coli, Naegleria fowleri, Acanthamoeba,
Giardia lambia, Cryptosporidium, Pneumocystis carinii,
Plasmodium vivax, Babesia microti, Trypanosoma brucei,
Trypanosoma cruzi, Leishmania donovani, Tokcoplasma gondii wu
Nippostrongylus brasiliensis.

Kpome TOTO, HacTosmee u300peTeHMe OTHOCUTCS K CHOCOOY
IpenoTBpalleHMa WM MHTUOMpOBaHUA CcBA3BBaHMA TIGIT ¢ MHC kJjacca
II, YCUJIeHU S aKTUBALIUU aHTUTeHCIIelndrUIeCcKUX T-KJIETOK W
CTUMYJIAIMM  OPOIOYKIMM  MHTepJeVKMHa—2 T-kJeTKaMM y  CyOBexTa
(HanmpuMep, yeJIOBeKa) , Halpumep, TIoe CyOBeKT cTpamaeT
3JI0KaueCTBEeHHOU Oy XOJIBID NI MHOEKUMOHHEM 3aboJIeBRaHMeM
(HammpuMep, Kak oO0cCyxXxHmalT B HacCTOodAmeM OOKYMeHTe), BKJIUAKIeMy
BBelleHMe HOOEeKTUBHOTO KOJIMUeCcTBa aHTUTesla npoTue TIGIT wmiam ero

AHTUIEeHCBA3HBaKILEero ¢parMeHTa (HanpuMep, 14A6, 28A5, 31C6 m wux
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T'YMaHM3MPOBaHHEE BapMaHTH) , HeoOa3aTeJIbHO, B coueTaHUn C
OOIIOJIHUTEJIbHEIM XMMMOTEpPAIlleBTUUECKMUM CPEeICTBOM.

«CyOBEeKT» MOXeT IMpelCTaBJIATL CcoOoM MIeKoIMTaKlee, Takoe Kak
yeJjioBek, cobaka, KOllKa, Jollagk, KOpoBa, Mblb, KpeCca, oO0e3bsHa
(HanpuMep, ABaHCKUM MakKak, HalpuMmep, Macaca fascicularis) wiu
KPOJIMK. B TI[pedlouTUTEeJIbHEX BapMaHTax OCYIEeCTBJIeHUA UN300peTeHUd
CyOBeKT IpencTaBJjigeT cobol cybbekTa-ueJIoBeKa.

B KOHKpEeTHHX BapMaHTax OCYIEeCTRBJIEHMS aHTUTeJla WM UX
AHTUTeHCBARHBAaKMME O(parMeHTE, OIMCaHHEE B HaCTOAmMEM JOKyMeHTe
(ranpumep, 14A6, 28H5, 31C6 U UuX IT'YMaHUBUPOBAHHHE BapMaHTH)
MOXHO MCIIOJIE30BAaThH OTIOEeJIEHO niimn B coueTaHUM c opyIT¥VMI,
OOIOJIHUTEJILHEMY JIeKapCTBEHHEMU CPelCTBaMyM U/MIM TepaleBTUUeCKUMA
npollenypaMu, IJS JIeUeHMI WIM OpeldoTBpalleHUsa JoOoTo 3abojieBaHUA,
TaKOT'O Kak B3JIOKadeCTBEHHAas OIYXO0Jlk, HalpMMep, KakK oO0CyXIamonT B
HacTOAmMEM IOOKYMEHTe, Yy CcyOBeKTa, HyXIaomerocd B TaKOM JIeUeHUU
VIV IpenoTBpPaleHnn . KomMniozmumm, HalpuMep, bapmMaleBTUUECKUE
KOMIIO 3ULIN, comepxamme bapMalleBTUMUECKHM  [IPUEeMJIeMBl  HOCUTEJb,
comepxamye TaKMe aHTuTeJla UM (QparMeHTH B COUYEeTaHMM C IOPpYyI'MMHU
JIeKapCTBEeHHEIMU CpencTBaMu, TakXe ABJAKTCS YacThbl HaACTOLIMEI'O
n3o0peTeHud.

B KOHKpPeTHBEIX BapMaHTax OCYUeCTBJIEHMSI aHTUTeJla WM UX
aHTUTEeHCRBA3HRBaKIMEe O(parMeHTH, OIMCaHHEEe B HacCTOAlleM OOKyMeHTe
(Hanpumep, 14A6, 28H5, 31C6 uM UX TyMaHM3MPOBAHHHE BapMaHTH),
MOXHO MCIIOJIbB30BaTh OTIOEJIBHO MM B COUETaHUM C IIPOTHUBOOIIYXOJIEBEMU
BaKLUMHaMM .

B KOHKpEeTHHX BapMaHTax OCYINEeCTRBJIEHMS aHTUTeJla WM UX
AHTUTeHCBA3HBAKMME OQpParMeHTE, OIMCAaHHEE B HAaCTOAmMEM JOKYyMeHTEe
(ranmpuMmep, 14A6, 28H5, 31C6 m w©Ux TyMaHM3VMPOBAHHHE BapMaHTH) ,
MOXHO VICIIOJIE30BATH OTIOEeJIBLHO VIV B codueTaHUMn C
XUMHUOTEPANIEBTUUYECKMMMY CPEeOCTBaMM .

B KOHKpPEeTHHIX BapMaHTax OCYINEeCTRBJIEHMS AaHTUTEJNa WM UX
AHTUTeHCBA3HBaAKMME OQParMeHTH, OIMCAaHHEE B HAaCTOAMEM JOKYyMEHTE
(HanpuMmep, 14A6, 28H5, 31C6 m wuUxX TI'yMaHM3VMPOBAHHHE BapMaHTH) ,
MOXHO MCIIOJIB30BAThH OTIOEJIEHO MJIM B COUeTaHMM C paluoTepalnen.

B KOHKpPETHHIX BapMaHTax OCYIEeCTBJIEHMS aHTUTeJla WM UX

AHTVT'eHCBA3SEBAaAKIVE C_bpaI‘MeHTBI, OIIMICaHHEIE B HacToAmeM ITOKYyMeHTe



146

(HanpuMmep, 14A6, 28H5, 31C6 m w©Ux TI'yMaHM3VMPOBAHHHE BapMaHTH),
MOXHO MCIIOJIL30BAaThL OTOEJBHO WJIM B COUeTaHMM C HalpaBJIeHHOMU
Tepanuen. I[IpuUMepH HaIpaBJIEHHHEX TepaleBTUUECKUX CPEeOCTB BKJIOUAIT:
TOPMOHAJIBHYIO Tepaluion, MHIMOMTOPH Iepelauu CcurHaja (HalpuMmep,
MHIUOMTOPH EGFR, Takue Kak LeTyKcuMad (spbUTyKC) U D2PJIOTHUHUOD
(Tapuera) ) ; uHIMMOUTOpPH HERZ2 (HanpuMmep, TpacTy3ymab® (TepLeldTrH) U
neprys3ymad (nepbeTa)); uHIHMOMTOPH BCR-ABL (Takme Kak WMMaTUHUO
(nmmBek) ®  pmasaTuHm® (coparcedt) ); wuHIuOMTOpH ALK (Takue Kak

KpU30TUHUO (KCaJIKopM) U LepuTHMHMO (3MKagua)); WHIUMOMTOPH BRAF

(Takme Kkak BeMypadeHuO (3enbopad) u nabpadbeHud (TadmuHIap) ),
MOIYJIATOPH  BKCIPeCcCUMM  TEHOB, VMHIOIYKTOPHE  arolTo3a (Hammpumep,
BopTezoMunb (BeJikanm) u rkapbouizomMmo (kunpoJsmc) ), VHIVOUTOPEL
aHTHMOTEeHesa (Hanpumep, Oepaumsymad (aBacTuUH) ¥  paMylunpymad

(uMpam3a), MOHOKJIOHAJIBHHE AaHTUTEeJa, I[IPUCOeOIMHEHHEE K TOKCHMHaM
(HanmprMep, OpeHTyKcuMa® BeIOTUH (amueTpmc) MW ajgo-TpacTy3yMab
SMTaH3UH (Kajgcuia)) .

B KOHKPETHEX BapMaHTax OCYIEeCTBJIeHMAa aHTuTesia HOpoTuB TIGIT
WV WX aHTUI'eHCBA3HBAKIMEe Qpal'MeHTH I[I10 M300peTeHur (HallpUMEepP,
14A0, 28H5, 31Ceo u X TyMaHM3UPOBAHHEE BapMaHTH) MOXHO
MCIIOJIE30BaTh B KOMOMHAaLUN C [IPOTUBOPAKOBEM JleKapCTBeHHEM
CPeOCTBOM WM WMMYHOMONOYJIMPYKIMM JIeKapCTBEHHEM CPeldCTBOM, TaKMM
KaK MHIMOMTOP MMMYHOMOLNYJIMPYIIIETO pelelnTopa, HalpuMep, aHTUTEJIO
VI ero AHTUT €HCB I'3LIB Ao bparmMeHT, KOTOPHE crneunpmuueckKm
CBABBBAKTCA C PELEelTOPOM.

Taxum oBbpa3oM, HacToAlee nz3obpeTeHue OTHOCUTCSH K
KOMIIO 3LV AM, comepXxalum aHTUTEJIO IIPOTUB TIGIT NI ero
AHTUTEeHCBA3HBaIMUY (parlMeHT II0 HacTodleMy M300peTeHMi (HaIpuMep,
14A6, 28H5, 31C6 M MX I'YMaHMBMPOBAHHHE BaPMAHTE) B COUYETaAHUM C

neMbposiM3yMadoM; a TakKxXe K crnocofbaM JIeUeHUI WM IIpemoTBpalleHud

3JI0KayeCTBEeHHOM Oy XOJIU N cybwekTa, BKJIOY aIMM BBeIeHMeE
30PeKTUMBHOT'O KOJIMUeCcTRBa aHTUTEJa IIPOTUBR TIGIT I ero
AHTUTEeHCBA3EBaKIIEIO bparmMeHTa " neMbposmsyMada CYDBEKTY .
Heob6sgzaTeJibHO, CYDOBEKTY BBOIOAT TakKxe IOOIIOJIHUTEeJIbHOE

JIEKapCTBEeHHOEe CpelCTBO.
B onHOM U3 BapMaHTOB OoCymeCTBJIEHMA MBO@peTeHMH AHTMTEJIO

npotue TIGIT wMIM eT0 aHTUTEeHCBA3HBAKMIMY (parMeHT II10 HacCTOoAgleMy
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nzobpereHur (Hanpumep, 14A6, 28H5, 31C6 m uMX I'YMaHU3UPOBAHHHE
BapMAaHTH) I[IPUCYTCTBYeT B COUYeTaHMM C BHIOEJIEHHBEIM aHTUTEJIOM,
comepxallyM T KEJIYIO Lenb VMMMYHOTJIOOYJIMHA, COonepXallylo
AMMHOKMCJIOTHYI IIOCJIeOOBaTEeJIbHOCTE M3 SEQ ID NO:33, u Jerkyo Ilelb
MMMYHOTIJIOOYJIMHA, COOepXallyld aMMHOKMCIIOTHYI IIOCJIeODOBAaTEeJIbLHOCTE U3
SEQ ID NO:34. SEQ ID NO: 33 m 34 kKoOMPYRT TAXeNylD M JIEeTKY Lellb
nemMmbposmsymMada.

B onmHOM M3 BapMaHTOBR OCYMECTBJIEHUSA M300peTeHUA aHTUTEJIO
npotre TIGIT wMIM €TI0 AaHTUTEeHCBASHBAMIMUM (parlMeHT I10 HaCTOgmeMy
nzobpeTeHur (Hanpumep, 14A6, 28H5, 31C6 m uxX I'yMaHU3UPOBAHHHE
BapMaHTH) IIPUCYTCTBYeT B COUYeTaHMM C BHIOEJIEHHBEIM AaHTUTEJIOM,
comepxallyM T AKEITYIO Lenb VMMYHOTJIOOYJIMHA, COnepXallylo
AMMHOKMCJIOTHYI IIOCJIeOOBATEJIbHOCTE M3 SEQ ID NO:35, mM Jerkyo Ilelb
MMMYyHOTJIOOYJIMHA, COOepXallyld aMMHOKMCJIIOTHYI I[IOCJIeOOBaTEJILHOCTE U3
SEQ ID NO:36. SEQ ID NO: 35 m 36 KOIMPYRT TAXeJIyRn M JIeTKYKD Ielb
HMBOJIyMaOa.

B oOOHOM M3 BapMaHTOB OCYWLECTBJIEHUSA MN300peTeHUA aHTUTEJIO
npotue TIGIT MIM €TI0 aHTUTEeHCBA3HBaIMUM (parMeHT I10 M300peTeHM0
(HanpuMep, 14A6, 28H5, 31C6 U wuX I'YMaHUBUPOBAHHHE BapMaHTH)
IPUCYTCTBYET B COUeTaHMM C OOHMM WM HECKOJBKMMM M3: aHTUTeJa
npotue PD1 (HanpumMmep, nOeMmbposmszyMaba, HuBOJyMaba, OuImIn3yMmada
(CT-011)), auTuTeya npotmB PDL1, aHTMUTesla npotue CTLA4, aHTHUTeJa
nportus CS1 (Hamopumep, 5BJoTys3yMaba), aHTUTesla NOpoTuB KIR2DL1/2/3
(HanpuMmep, JupuiayMaba) , aHTUTeJIa IPOTUB CD137 (HampumMmep,
ypenyMaba), aHTHUTeJla Opotue GITR (Hamnpumep, TRX518), aHTHUTeJa
nporue PD-L1 (Hamnpumep, BMS-936559, MSRBR0010718C wmm MPDL3280A),
aHTuTeJla HOpoTuB PD-L2, a”HTuUTesa npoTus ILT1, aHTUTeJla [IPOTUB
ILT2, aHTuTeJa npoTtmr ILT3, aHTUTeJla npotuB 1LT4, aHTUTela
nporue I1ILT5, aHTuTejsia Hoporue ILTo, aHTuTeJia Hnoportme ILT7,

aHTuTeJia HOpoTuB I1LT8, a”HTHUTejsa HnOpoTue CD40, aHTUTeJla [IPOTUB

0X40, aHTHMTena npotuB I1COS, aHTHUTesna nopotuB SIRPa, aHTHUTeJa
nporue KIR2DLI1, aHTuTesa npoTuB KIR2DL2/3, aHTUTeJla I[IPOTUB
KIR2DL4, aHTuTesia npoTtmke KIR2DLbDA, aHTuTesa npotuB KIR2DL5RE,
aHTuTeJia Oportme KIR3DL1, anTuTesia nporus KIR3DL2, aHTHUTela

nporrue KIR3DL3, a"TuTejsia OpoTHMeE NKG2A, aHTMTesla OpoTuB NKG2C,
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anTuTeJsia HOpoTuB NKG2E, a”HTuTesia npotus 4-1BB (Hanpumep, PEF-
05082566), aHTUTeJsa npotue TSLP, aHTUTesa npotmr I1L-10, IL-10
VI I3 TUIINPOBAHHOT O IL-10, VI JII060T0 HM3KOMOJIEKYJIAPHOTO
OPTaHNYEeCKOTO MHIMOMTOPpAa TaKUX MHUIeHEeMN.

B OODHOM M3 BapMaHTOB OCYHECTBJIEHUSI UM300peTeHUusa aHTUTEJIO
npotuB TIGIT MM €U0 AHTUIeHCBASHBAKIUM OGparMeHT [0 M300peTeHU
(HanpuMmep, 14A6, 28H5, 31C6 wmiM uUX TIyYMaHM3MPOBAHHEE BapWaHTH)
IPUCYTCTBYET B COUeTaHMM C aHTUTeJIOM NpoTusB PDI1.

B omDHOM M3 BapMaHTOB OCYIECTBJIEHMSI M300peTeHusS aHTUTEJIO
npotre TIGIT MIM €TI0 AaHTUITeHCBA3HBaIMUM (parMeHT 10 M300peTeHMO
(ranpumep, 14A6, 28H5, 31C6 MM mUX TI'YMaHM3VMPOBAHHEE BapWMaHTH)
IPUCYTCTBYEeT B COUeTaHuM C aHTuTeJioM HOpoTuk PDL1 (Hanpumep, BMS-
936559, MSB0010718C wmyim MPDL3280A) .

B omHOM M3 BapMaHTOB OCYIECTRBJIEHMS M300peTeHusS aHTUTEJIO
npote TIGIT MIM eTI'0 AaHTUTeHCBA3HBaIUM (parMeHT 10 M300peTeHM0
(HanpuMmep, 14A6, 28H5, 31C6 MM uUX I'yMaHM3VMPOBAHHEE BapWaHTH)
IPUCYTCTBYET B COUeTaHMM C aHTUTeJIoM OpoTms CTLA4.

B oOIDHOM M3 BapMaHTOB OCYIECTBJIEHMSI UM300pEeTeHUsS aHTUTEJIO
npotue TIGIT MIM €TI0 aHTUTeHCBA3HBaKIMUM (parMeHT I10 M300peTeHM
(HanpuMep, 14A6, 28H5, 31C6 wmiM uUX I'YMaHM3MPOBAHHEE BapMaHTH)
IPUCYTCTBYET B COUeTaHMM C aHTUTeJOM HpoTurB CS1.

B ODHOM M3 BapMaHTOB OCYHECTBJIEHUI M300pPEeTeHUusa aHTUTEJIO
npotue TIGIT MIM eT0 aHTUTEeHCBA3HBaKMMM (paTlMeHT [0 M300peTeHU
(Hranpumep, 14A6, 28H5, 31C6 MM HUX I'yYyMaHM3VMPOBAHHEE BapMaHTH)
NPUCYTCTBYEeT B COUETaHUM C aHTUTeJIoM NpoTuB KIR2DL1/2/3.

B omHOM M3 BapMaHTOB OCYIECTBJIEHMS M300peTeHusS aHTUTEJIO
npotre TIGIT MIM €TI0 AaHTUITeHCBA3HBaIMUM (parMeHT 10 M300peTeHM
(ranpumep, 14A6, 28H5, 31C6 wmiIM mUX TI'YMaHM3VMPOBAHHEE BapWMaHTH)
IPUCYTCTBYEeT B COUYETaHMM C aHTUTeJIoM nOpoTuB CD137 (HampuMmep,
ypeslyMaboMm) .

B omDHOM W¥3 BapMaHTOB OCYIECTRBJIEHMS M300peTeHusS aHTUTEJIO
npote TIGIT MIM €TI0 aHTUTeHCBA3HBalIUM (parMeHT I1I0 M300peTeHMD
(HanpuMmep, 14A6, 28H5, 31C6 MM uUX I'yMaHM3VMPOBAHHEE BapWaHTH)
IPUCYTCTBYEeT B COUYETaHMM C aHTUTeJIoM IHOpoTMkB GITR (HamnpuMmep,

TRX518) .
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B omoHOM "3 BapMaHTOBR OCYIWECTRJIEHUI M300peTeHusa aHTUTEeJIO
npotue TIGIT MIM €TI0 aHTUITeHCBA3HBaKIMUM (parMeHT I10 M300peTeHM
(HanpuMep, 14A6, 28H5, 31C6 wmiIM uUX I'YyMaHM3MPOBAHHEE BapMaHTH)
IPUCYTCTBYET B COUeTaHMM C aHTUTeJIOM MNpoTuB PD-L2.

B OODHOM M3 BapMaHTOB OCYHECTBJIEHUSI UM300peTeHUusa aHTUTEJIO
npotuB TIGIT MM €U0 AHTUIeHCBASHBAKIUM OGparMeHT [0 M300peTeHU
(ranpumep, 14A6, 28H5, 31C6 MM mUxX I'yYyMaHM3MPOBAHHEE BapMaHTH)
IIPUCYTCTBYEeT B COUeTaHUM C aHTUTeJIOM HOpoTurB I1TLI.

B omoHOM W¥3 BapMaHTOBR OCYIMECTRBJIEHUA M300peTeHusaS aHTUTEJIO
npotre TIGIT MIM €TI0 AaHTUITeHCBA3HBaIMUM (parMeHT 10 M300peTeHMO
(ranpumep, 14A6, 28H5, 31C6 MM mUX TI'YMaHM3VMPOBAHHEE BapWMaHTH)
IPUCYTCTBYET B COUeTaHUM C aHTUTeJIOM IpoTue I1TL2.

B omoHOM W®3 BapMaHTOBR OCYIECTRJIEHUI MU300peTeHrusa aHTUTEJIO
npotue TIGIT MIM €TI0 AaHTUIeHCBA3HBaIMUM (parMeHT 10 M300peTeHMO
(ranpuMmep, 14A6, 28H5, 31C6 MM mUX I'YMaHM3VMPOBAHHEE BapWaHTH)
IIPUCYTCTBYET B COUeTaHMM C aHTUTeJIOoM IIpoTue I1TL3.

B omoHOM "3 BapMaHTOBR OCYIECTRJIEHUI M300peTeHusa aHTUTEJIO
npotue TIGIT MIM €TI0 aHTUTEeHCBA3HBaIMUM (parMeHT I10 M300peTeHM0
(HanpuMep, 14A6, 28H5, 31C6 MM uUX I'yYyMaHM3MPOBAHHEE BapWaHTH)
[IPUCYTCTBYET B COUeTaHUM C aHTUTeJIoM IIpoTue I1TL4.

B OIDHOM M3 BapMaHTOB OCYHECTBJIEHUSI M300peTeHUusa aHTUTEJIO
npotue TIGIT MIM €TI0 aHTUTEeHCBA3HBaKMMM (palMeHT 10 M300peTeHU
(Hranpumep, 14A6, 28H5, 31C6 MM HUX I'yYyMaHM3MPOBAHHEE BapMaHTH)
IIPUCYTCTBYET B COUeTaHUM C aHTUTeJIOM HNpoTurB ITLS.

B omoHOM W¥3 BapMaHTOBR OCYIECTRBJIEHUI M300peTeHnusaS aHTUTEJIO
npotue TIGIT MIM €TI0 AaHTUTeHCBA3HBaIMUM (parMeHT 10 M300peTeHMO
(ranpumep, 14A6, 28H5, 31C6 MM mUX TI'YMaHM3VMPOBAHHEE BapWMaHTH)
IPUCYTCTBYET B COUeTaHUM C aHTUTeJIOM IpoTue I1TL6.

B omoHOM "3 BapMaHTOBR OCYIECTRJIEHUI M300peTeHusa aHTUTEJIO
npotre TIGIT MIM €TI0 AaHTUTeHCBA3HBaIUM (parMeHT 10 M300peTeHMO
(ranmpuMmep, 14A6, 28H5, 31C6 MM mUX I'yMaHM3VMPOBAHHEE BapWMaHTH)
IIPUCYTCTBYET B COUeTaHMM C aHTUTeJIOM IIpoTue ITL7.

B omOHOM "3 BapMaHTOBR OCYIECTRJIEHUI M300peTeHusa aHTUTEJIO
npotue TIGIT MIM €TI0 aHTUTeHCBA3HBaKIMUM (parMeHT I10 M300peTeHM0
(HanpuMep, 14A6, 28H5, 31C6 wmiIM uUX I'YyMaHM3MPOBAHHEE BapMaHTH)

IIprncyTCcTByeT B COUEeTaHMM C aHTUTeJIOM IIPOTUB ITLS.
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B omoHOM "3 BapMaHTOBR OCYIWECTRJIEHUI M300peTeHusa aHTUTEeJIO
npotue TIGIT MIM €TI0 aHTUITeHCBA3HBaKIMUM (parMeHT I10 M300peTeHM
(HanpuMep, 14A6, 28H5, 31C6 wmiIM uUX I'YyMaHM3MPOBAHHEE BapMaHTH)
[IPUCYTCTBYET B COUeTaHUM C aHTUTeJIOM IIpoTue CD40.

B OODHOM M3 BapMaHTOB OCYHECTBJIEHUSI UM300peTeHUusa aHTUTEJIO
npotuB TIGIT MM €U0 AHTUIeHCBASHBAKIUM OGparMeHT [0 M300peTeHU
(ranpumep, 14A6, 28H5, 31C6 MM mUxX I'yYyMaHM3MPOBAHHEE BapMaHTH)
IIPUCYTCTBYET B COUeTaHUM C aHTUTeJIOM HOpoTubB 0X40.

B omoHOM W¥3 BapMaHTOBR OCYIMECTRBJIEHUA M300peTeHusaS aHTUTEJIO
npotre TIGIT MIM €TI0 AaHTUITeHCBA3HBaIMUM (parMeHT 10 M300peTeHMO
(ranpumep, 14A6, 28H5, 31C6 MM mUX TI'YMaHM3VMPOBAHHEE BapWMaHTH)
IPUCYTCTBYET B COUeTaHMM C aHTUTeJioM npoTmB KIR2DLI1.

B omoHOM W®3 BapMaHTOBR OCYIECTRJIEHUI MU300peTeHrusa aHTUTEJIO
npotue TIGIT MIM €TI0 AaHTUIeHCBA3HBaIMUM (parMeHT 10 M300peTeHMO
(ranpuMmep, 14A6, 28H5, 31C6 MM mUX I'YMaHM3VMPOBAHHEE BapWaHTH)
NPUCYTCTBYET B COUETAaHUM C aHTUTeJOM NpoTuB KIR2DL2/3.

B omoHOM "3 BapMaHTOBR OCYIECTRJIEHUI M300peTeHusa aHTUTEJIO
npotue TIGIT MIM €TI0 aHTUTEeHCBA3HBaIMUM (parMeHT I10 M300peTeHM0
(HanpuMep, 14A6, 28H5, 31C6 MM uUX I'yYyMaHM3MPOBAHHEE BapWaHTH)
IPUCYTCTBYET B COUeTaHMM C aHTuTeJioM poTuB KIR2DL4.

B OIDHOM M3 BapMaHTOB OCYHECTBJIEHUSI M300peTeHUusa aHTUTEJIO
npotue TIGIT MIM €TI0 aHTUTEeHCBA3HBaKMMM (palMeHT 10 M300peTeHU
(Hranpumep, 14A6, 28H5, 31C6 MM HUX I'yYyMaHM3MPOBAHHEE BapMaHTH)
IPUCYTCTBYET B COUeTaHMM C aHTuTesioM HNpoTmB KIRZ2DL5A.

B omoHOM W¥3 BapMaHTOBR OCYIECTRBJIEHUI M300peTeHnusaS aHTUTEJIO
npotue TIGIT MIM €TI0 AaHTUTeHCBA3HBaIMUM (parMeHT 10 M300peTeHMO
(ranpumep, 14A6, 28H5, 31C6 MM mUX TI'YMaHM3VMPOBAHHEE BapWMaHTH)
IPUCYTCTBYEeT B COUeTaHMM C aHTuTejioM HpoTms KIRZDL5B.

B omoHOM "3 BapMaHTOBR OCYIECTRJIEHUI M300peTeHusa aHTUTEJIO
npotre TIGIT MIM €TI0 AaHTUTeHCBA3HBaIUM (parMeHT 10 M300peTeHMO
(ranmpuMmep, 14A6, 28H5, 31C6 MM mUX I'yMaHM3VMPOBAHHEE BapWMaHTH)
IPUCYTCTBYET B COUeTaHMM C aHTuTeJioM npoTmB KIR3DLI1.

B omOHOM "3 BapMaHTOBR OCYIECTRJIEHUI M300peTeHusa aHTUTEJIO
npotue TIGIT MIM €TI0 aHTUTeHCBA3HBaKIMUM (parMeHT I10 M300peTeHM0
(HanpuMep, 14A6, 28H5, 31C6 wmiIM uUX I'YyMaHM3MPOBAHHEE BapMaHTH)

IPUCYTCTBYET B COUeTaHMM C aHTUTeJIoM HpoTmB KIR3DLZ.
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B omoHOM "3 BapMaHTOBR OCYIWECTRJIEHUI M300peTeHusa aHTUTEeJIO
npotue TIGIT MIM €TI0 aHTUITeHCBA3HBaKIMUM (parMeHT I10 M300peTeHM
(HanpuMep, 14A6, 28H5, 31C6 wmiIM uUX I'YyMaHM3MPOBAHHEE BapMaHTH)
IPUCYTCTBYEeT B COUeTaHMM C aHTuTeJioM poTuB KIR3DL3.

B OODHOM M3 BapMaHTOB OCYHECTBJIEHUSI UM300peTeHUusa aHTUTEJIO
npotuB TIGIT MM €U0 AHTUIeHCBASHBAKIUM OGparMeHT [0 M300peTeHU
(ranpumep, 14A6, 28H5, 31C6 MM mUxX I'yYyMaHM3MPOBAHHEE BapMaHTH)
IPUCYTCTBYET B COUeTaHMM C aHTUTeJIOM HpoTuB NKG2A.

B omoHOM W¥3 BapMaHTOBR OCYIMECTRBJIEHUA M300peTeHusaS aHTUTEJIO
npotre TIGIT MIM €TI0 AaHTUITeHCBA3HBaIMUM (parMeHT 10 M300peTeHMO
(ranpumep, 14A6, 28H5, 31C6 MM mUX TI'YMaHM3VMPOBAHHEE BapWMaHTH)
IPUCYTCTBYET B COUeTaHMM C aHTUTeJIOM HpoTuB NKG2C.

B omoHOM W®3 BapMaHTOBR OCYIECTRJIEHUI MU300peTeHrusa aHTUTEJIO
npotue TIGIT MIM €TI0 AaHTUIeHCBA3HBaIMUM (parMeHT 10 M300peTeHMO
(ranpuMmep, 14A6, 28H5, 31C6 MM mUX I'YMaHM3VMPOBAHHEE BapWaHTH)
[IPUCYTCTBYET B COUeTaHMM C aHTUTeJIoM IIpoTue ICOS.

B omoHOM "3 BapMaHTOBR OCYIECTRJIEHUI M300peTeHusa aHTUTEJIO
npotue TIGIT MaIM €TI0 aHTUTEeHCBA3HBAKINMY GpaTlMeHT IO M300peTeHU

(HanpuMep, 14A6, 28H5, 31C6 MM uUX I'yYyMaHM3MPOBAHHEE BapWaHTH)

IIPUCYTCTBYET B COUETaHMM C aHTUTeJIOM IpoTur SIRPQ.

B ODHOM M3 BapMaHTOB OCYIHECTBJIEHUSI M300peTeHUsa aHTUTEJIO
npotue TIGIT MIM €TI0 aHTUTEeHCBA3HBaKMMM (palMeHT II0 M300peTeHU
(ranpumep, 14A6, 28H5, 31C6 MM HUX I'yYyMaHM3MPOBAHHEE BapMaHTH)
IPUCYTCTBYEeT B COUeTaHMM C aHTUTeJIoM NpoTmuB 4-1BB.

B omoHOM W®3 BapMaHTOBR OCYIECTRBJIEHUA M300peTeHUusaS aHTUTEJIO
npotue TIGIT MIM €TI0 AaHTUITeHCBA3HBaIMUM (parMeHT 10 M300peTeHM
(ranpumep, 14A6, 28H5, 31C6 wmiIM mUX TI'YMaHM3VMPOBAHHEE BapWMaHTH)
IPUCYTCTBYET B COUeTaHMM C aHTUTeJIoM npoTmsB IL-10.

B omoHOM "3 BapMaHTOBR OCYIMECTRJIEHUI MU300peTeHrusa aHTUTEJIO
npotue TIGIT MIM eT'0 AaHTUTeHCBA3HBaIUM (parMeHT 10 M300peTeHM0
(ranmpuMmep, 14A6, 28H5, 31C6 wmiIM mUxX I'YMaHM3VMPOBAHHEE BapWMaHTH)
[IPUCYTCTBYET B COUeTaHMM C aHTuUTeJioM IIpoTur TSLP.

B omoHOM "3 BapMaHTOBR OCYIWECTRJIEHUI MU300peTeHusa aHTUTEJIO

npotue TIGIT MIM €TI0 aHTUTeHCBA3HBaIMM (parMeHT I10 M300peTeHMO
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(HanpuMmep, 14A6, 28H5, 31C6 MM uUX I'YyMaHM3VMPOBAHHEE BapWMaHTH)
OIPUCYTCTBYeT B coueTaHuu C¢ IL-10 wmam noruiampoBaHHEM 1L-10.

B oOOHOM M3 BapMaHTOB OCYMECTBJIEHUA M300peTeHUA aHTUTEJIO
npotus TIGIT MM €TI0 aHTUIEeHCBA3HBaKINMM GpaTlMeHT II0 M300peTeHM
(HanpuMmep, 14A6, 28H5, 31C6 wmiM uX T'yYyMaHM3MPOBAHHEE BapWMaHTH)
IPUCYTCTBYET B COUeTaHUM C ONHMM MJIM HEeCKOJIBKMMM M3 MHIMOUTOpAa

(HaanMep, MaJlomn OpPaHMT{eCKOIZ MOJIEKYJIEL WJIMM aHTUuTeJla, i ero

AHTUTEHCBASZERAKIIETO bparmMmeHTa) , TakKoI'o KakK: uHrnotuTop MTOR
(MUIIEHb OJIs panamMmiHa N MJIEKONIMTAKMNX ) , LIMTOTOKCUUECKOTO
CpeIncrma, CpeIncTBa Ha OCHOBe IIJIa TMHE, MHTUOUTOPAa EGFR,
MHTUOUTOpAa VEGF, cTabuinmsaTopa MUKpOTpyBouek, TakcaHa,

mHruourTopa CD20, wuHrMOMTOpa CD52, wumHrMbOmMTOopa CD30, wuMHIHMOMTOpPA
RANK (pelLenTopa-akTuBaTOpa ANEPHOTO QakTopa Kallla-B), uHIudbmMTOpa
RANKL (;iImMraHma pelenTopa—-aKTHMBaTopa SIepHoTro ¢dakKTopa kamnmna-B),
MHTUBUTOPAa ERK, MHTUOUTOPAa MAP-KMHa3H, MHITUOUTOPAa AKT,
mHruourTopa MEK, wuHruMOMTOpa PI3K, wuHruturopa HER1, wuHTHOMTOpPA
HERZ2, MHTUOUTOPA HER3, MHTHUOUTOpA HER4, MHTUOUTOPAa Bcl2,
MHITUOUTOPAa CDh22, MHTUOUTOPAa CD79b, MHITMOUTOPAa ErbB2 VI
MHTUOUTOPpa QapHe3WJI-IIPOTerHTpaHCchepa3H.

B oOHOM M3 BapMaHTOB OCYIMECTBJIEHUA M300peTeHUA aHTUTEJIO
npotuB TIGIT MM €U0 AHTUIEHCBASHBAKMIUM GpalMeHT [0 M300peTeHU
(HanpuMmep, 14A6, 28H5, 31C6 wmiM uUX TI'yYyMaHM3UPOBAHHEE BapWMaHTEH)
IPUCYTCTBYET B COUEeTaHuM C JIOOBM OIHMM WMJIM HEeCKOJbBKMMM M3: 13-
HUC—-PeTUHOEeBOM’ KIMCJIOTHI, 3-[5- (MeTuJICYyJIbQOHUIIIUIIEPAOMHME TUJT) —
VHOOJIMJI] —XMHOJIOHa, 4-TUIOPpOKCUTaMOKCHbeHa, b-Ie30KcuypuIMHa, 5'-
ne30KCcU-5-pTopypuIomHa, 5-¢pTopypaunia, 6-MepkalTolypHrHa, 7-
TUOpOKCUCTaypoclopuHa, A-443654, abuparepoHaleTaTa, abpakcaHa,
ABT-578, akoJIbudpeHa, ADS-100380, ALT-110, alTpeTaMmHa,
aMPOCTMHE, aMMHOIJIyTeTMMMIOa, aMpyOullMHa, aMcakpMHa, aHalpeJmha,
aHacTpo30Jla, aHI'MocTaTwuHa, AP-23573, ARQ-197, aps3okcubdeHa, AS-
252424, AS-605240, acrnaparvHasH, AT-9263, aTpaceHTaHa,
akcuTmHMba, AZD1152, BaKIUMHE Ha OCHOBe Oaluuiuibl KaJjiebMeTTa-I'epeHa
(BCG), BaTadyamHa, BC-210, BezonyToOKCa, BeBaumsymada,
OukaJyTaMmma, Biolll, B10140, BJleOMMULIMHA , BMS-214662, BMS-
247550, BMS-275291, BMS-310705, OopTesumMmba, Oy3epesiMHa,

oycynsdaHa, KaJbLUUTPHOJIa, KaMIITOTel M Ha, KaHepTuHmoa,
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kaneuurTabrHa, KapoborlaTuMHa, KapMycTuHa, CC8490, uemmpanmuba, CG-
1521, CG-781, XJIaMUIOOLIMHE , XJiopamMbyumia, XJIOPOTOKCHHE,

IMJIEHTVTHIOa, IVMMUTUIOVHA, IMCIIJIaTMHa, KJ'Ia,JIpT/I@T/IHa, RJIOOPOHAaTa,

COL-3, Cp-724714, umukjodpochammna, UUIIPOTEPOHa, auerarTa
LUIIPOTEPOHE, unrTapabuHa, LUMTO3UHaApabuHO3MIa, nexapbasuHa,
mauuHocTarTa, OaKTUMHOMMLUIMHAE, najioTysyMaba, nanycepTtubta,

nasaTaHmba, »mayHopyOMUUHa, »ekaTaHmba, »OeryeJiMHa, IeHUJIeMKMHA,
0e30KCUKODOPMULIVHE, OelcurienTuna, OIMaPUIINIPOIMOHUTPMIIA,
OUBTUIICTUIIOEeCTpOJIa, oudTHUTOKCA, noleTakcena, OOBUTUHUOA,
OOKCOpYyDOMLIMHA, IOPOJIOKCHUeHa, BI0OTeKapMHa, MeueHHOTo uTTpueM—90
sOmoTpeoTUE, 3O00TpeocTUna, EKB-569, EMD121974, SHOOCTAaTUHA,
PH3aJlyTaMMia, DS2H3acTaypuHa, »sIMpyOuliMHa, »OUTHUIOHa B, ERA-923,
spbuUTyKCca, spJIoTHHUBA, sCcTpalnoia, 3CTpaMyCTHHE, 3TOIO3ULA,
BBEPOJIMMYCa, BK3eMecTaHa, durIaTysymaba, bvHacTepuna,
bJIaBonmpmUIoia, bJIOKCYypUIOMHAE, baynapabuHa, GIYIOPOKOPTUZ0HA,
GIIYyOKCUMeCTepOHa, oGayTaMmumoa, CxXeMel JiedeHrda FOLFOX, oyJBeCcTpaHTa,
rajleTepoHa, reduTmHMUOA, reMumTadbMHa, I'MMaTeKaHa, roz3epesiMHa,
alleTaTa TIO3epelJiMHa, Troccunoja, GSK461364, GSK690693, HMR-3339,
TUIOPOKCUIIPOTECTEPOHKAIpOaTa, ITUIPOKCUMOUEBUHE, Ic87114,
nnapyomuuyrHa, wuoorkcubeHa, wudpochammnma, IMB862, wmumaTuHUbGa, IMC-1C11,
INCB24360, 1IN0O1001, wmHTepdbepoHa, MUHTepJleMkuHa-12, wunuwinmymada,
MpMHOTeKaHa, JNJ-16241199, keTokoHa3z3oJa, KRX-0402, JganaTtuHuba,
JazodpokrcudbeHa, JIEKTPO30J1a, JIeMKOBOPHUHA, JeynpoJauna, aueTaTa
JeynpoJmna, JeBaMmM30Jia, 3aKJIonUeHHOT'O B JIMIIOCOMH IakJIMTakKcesa,
JIOMYyCTMHa, JioHadpapHuba, JyKaHToOHa, LY292223, LY292696, 1LY293646,
1LY293684, LY294002, LY317615, MapumMacTaTa, MeXJIOpBTaM1Ha,
MeOpOKCHUIIpOTeCTepoHalleTaTa, MarecTpoJianerara, MeJibajiaHa,
MepKalTolypMHa, MeCHE, MeToTpeKcaTa, MUTpaMUlWHa, MUTOMMIMHE,
MMUTOTaHa, MUTOKCaAHTPOHA, TO3acepTmda, MLN8054, HeoBacTarT,
HepaTuHuba, HeVpaouaba, HMUJIOTMHMOA, HUJIY TUMHIA , HoJlaTpekcena,
NVP-BEZ235, o6aMMepceHa, OKTpeoTHIa, odaTymMymMaba, operoBomabda,
opTepoHesa, oKCaJIMILIaTHHAa, nakJuTakcesa, najooumkimoba,
namMMaopoHaTa, HDaHuTyMyMaba, nasonaHuba, PD0325901, PD184352, IISI'-
MHTepbepoHa, neMeTpekcena, [IeHTOCTaTHHa, nepndo3mHa,
beHnmanmaduHunpura, PI-103, nuxkTuiaucuba, PIK-75, nuneHnokcudeHa,

PKI-166, IINKaMULIMHGE , nopgdumepa, NpenHn30Ha, npokapbasuHa,



154

OIpOTEeCTUHOR, PX-866, R-763, pasiokcudpeHa, pajlTUTpeKCcuna,
Pas30oKCHHaE, punadpopoImMyca, puTykcumMaba, poOMMIOENICUHE, RTA744,
pyouTeraHa, CKpuITenma, Sdx102, ceJmumnrImba, ceJymMeTnuHmuoba,
ceMakcaHmuba, SFll2e, CUpOJIMMyCa, SN36093, copadenmba,

CIIMPOHOJIaKTOHAa, CBKaJlaMMHa, SR13668, CTPEelNTO30LUMHE, SU6668,

cyBepouyiaHmMiImMna TUIPOKCAaMOBOM KMCJIOTHL, CYHUTMHUOA,
CUHTETUUYECKOTO 3CTpOoTreHa, TaJlaMIlaHeJa, TaJMMOTeHa
JareplapelnBeka, TaMoOkcCubeHa, TeMO30JIOJIMIIA, TeMCHUPOJIUMY Ca,

TEeHUIIOBUIa, TecMUIIMbeHa, TeCTOCTEPOHA, TeTpaHIOPpUHA, TGX-221,
TaJauooMmMaa, THMOTYaHMHa, TMOTEIA, THUIUIMMyMata, TunmdapHuda,
TuBO3aHMba, TKI-258, TLK286, TOIIOTEeKaHa, LuUTpaTa TopeMubeHa,
TpabekTennHa, TpacTy3ymMmaba, TpeTUMHOMHAE, TPUXOCTaTHHA A,
MOHOTMIpaTa TpuuupubmuHbpochaTa, TIMIamMoaTa TpuUITopesrHa, TSE-424,
ypaMyCcTHHA, BaJIbIIPOEBOMU KVCJIOTHL, BaJIpyOULMHEAE, BaHIeTaHnba,
BaTajaHuba, VEGF-JIOBYmKM, BUHOJACTMHa, BUMHKPUCTHHAE, BUMHIOE3MHAE,
BUHOpPEJIOUHAE, BUTaKCHHA, BUTECIIaHa, BOpPMHOCTATA, VX-745,
BOpTMaHHUHa, Xr31ll, 3zsaHoJgumymaba, ZK186619, ZK-304709, ZM336372,
Z3TK474.

B oOOHOM M3 BapMaHTOB OCYIMECTBJIEHUA M300peTeHUA aHTUTEJIO
npotue TIGIT MIM €TI0 aHTUITeHCBA3HBaAKIMUNM (parMeHT I10 M300peTeHM
(HanpuMmep, 14A6, 28H5, 31C6 wmiM uUX T'yYyMaHM3MPOBAHHEE BapWMaHTH)
IPUCYTCTBYEeT B COUeTaHMM C OIOHMM MM HECKOJBKMMM I[IPOTUBOPBOTHEMM
CpeICTBaMu, BKJIOUA L, HO Bes OTpPaHNYeHUd KaCOIMTAaHT
(GlaxoSmithKline), HerynuradT (MGI-Helsinn) u OpyIme aHTaT'OHMCTH
peuentopa NK-1, [aJIOHOCETPOH (mpomaBaeMuM kak Aloxi B MGI
Pharma), amnpemuTaHT (OpodaBaeMel kKak Emend B Merck wu Co.;
Rahway, NJ), 1mubeHIruMOopaMrH (IpomaBaeMel kKak Benadryl® B Pfizer;
New York, NY), TI'HMIPOKCU3MUH (IpomaBaeMel Kak Atarax® B Pfizer;
New York, NY), wMeTokJonpammun (IpomaBaeMeli kak Reglan® B AH
Robins Co,; Richmond, VA), JjopasenaMm (mOpomaBaeMbeli kKak Ativan® B
Wyeth; Madison, NJ), aJabIpasojaM (OpojaBaeMeli Kak Xanax® B
Pfizer; New York, NY), rTajonepumos (mpolaBaeMeli kak Haldol® B

Ortho-McNeil; Raritan, NJ), mponepmmol (Inapsine®), mpoHabMHOJI

(mpomaBaemwulli kak Marinol® B Solvay Pharmaceuticals, Inc.;
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Marietta, GA), @mekxcaMeTasoH (npomaBaeMeli kKak Decadron® B Merck u

Co.; Rahway, NJ), MeTWJINPeIHM3OJIOH (IpomaBaeMeli kak Mempoa® B

Pfizer; New York, NY), NpoXJIopliepasmuH (mpomoaBaeMu Kak
Compazine® B Glaxosmithkline; Research Triangle Park, NC) ,
TpaHM3eTPOH (npomaBaeMelt kak Kytril® B Hoffmann-La Roche Inc.;

Nutley, NJ), OHIAaHCEeTPOH (mpoIaBaeMbl Kak Zofran® B

Glaxosmithkline; Research Triangle Park, NC), OoJIa3eTPoH
(mpomaBaeMulll Kak Anzemet® B Sanofi-Aventis; New York, NY),

TPONMCETPOH (mpomaBaeMuli kak Navoban® B Novartis; East Hanover,
NJ) .

Ipyrue 1odouHbHe 20OPeKTH JeueHMA 3JIO0KAUeCTBEHHHEX OIIyxXoJen
BKJIOUAT Oe@UUUT SPUTPOLUUTOR M JeMKoUuToB. COOTBETCTBEHHO, B
OOHOM W3 BapMaHTOB OCYIECTBJIeHMSA U300peTeHMa aHTUTEJIO IIPOTUB
TIGIT mIM eT'0 aHTUIEeHCRBA3HBaMMK dpaTMeHT (HamopuMmep, 14A6, 28H5,
31C6 MM mMx IT'YMaHM3MPOBAHHHE BapMaHTH) I[IPUCYTCTBYEeT B COUeTaHUU
C CpelCcTBOM, OCYHLEeCTBJAKIMM JIeUeHNe WM [OIPpeHoTBpalleHMe TaKoI'o
nedpuumnTa, HalpuMep, TakKMM  Kak bunrpacTmM, [I8T'-puinrpacTM,
SPUTPOIOBRTUH, DIORTHH ajibdha WM DapdelNosTuH ajibda.

B OIDHOM M3 BapMaHTOB OCYIECTBJIEHUSI UM300peTeHUusa aHTUTEJIO
npotue TIGIT mIM €TI0 aHTUTEeHCBASHBaKMMM (palMeHT II0 M300peTeHU
(HanpuMep, 14A6, 28H5, 31C6 wmiM uUX TyYMaHM3UMPOBAHHEE BapWMaHTH)
BBOOAT B COUEeTaHUM C IMIPOTHMBOPAKOBOM pamauoTepanmuey. Hamnpumep, B
OOHOM U3 BapMaHTOBR OCYIIEeCTRBJIEHU A nzobpeTeHms pagmMoTepanns
opencraBiygeT coOOM HapPYXHYID IMCTAHIMOHHYID JIyueBYy Tepamnuio (EBT):
crioco® HOCTaBKM IIyUkKa PEHTIeHOBCKMX Jydel BHCOKOM DSHEepIuM K
JokKalMs3aluM OIyXOoJM. Ilydok I[IoJydalT BHe OplaHu3Ma alMeHTa
(HanpuMep, IOCPeOCTBOM JIMHEMHOTO YCKOPUTEJS) ¥ HalleJuBaloT Ha
Y4acCTOK ONyXOJM. 3STM PEHTIE€HOBCKME JIYyUM MOTYT pa3pylaTb KJIeTKU

3JIOKaUYeCTBEHHEX OIlyxoJiel, M THmaTelbHOEe IIJIaHMpOBaHMe o00padboTKU

II03BOJIAET cBeperartThb oKpyXamnlmye HOpPMAaJIb HEE TKaHU. Hukaxmx
VMCTOUYHUKOB PaIvMoakKTUBHOCTHU He IoOMemanT BHYTPBb opTaHmu3Ma
nauyeHTa. B omHOM W¥3 BapMaHTOB OCYWECTBJIEHUS M300peTeHUs
pamnoTepanmus IpenCcTaBJIfgeT cobon IIPOTOHHYK Tepaluo: TUII
KOHQOPMHOM JIydeBOU Tepalnmu C BoMOapIUPOBKOM IOpPaXeHHOMU

3aboJiIeBaHeM TKaHU IIpoTOHaMM BMeCTO PEHTI'€HOBCKUX nyqeﬁ. B omgHOM
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M3 BapMaHTOB OCYIIECTBJIEHMA M300peTeHMd paluoTepallrd IpelcTaBJIgAeT
cobo KOHGOPMHYK HapyXHYK IOIUMCTAHIUMOHHYK JIYUeBYI Tepalui: CIOoCo0,
B KOTOPOM MCIOJIB3YIT IIepeloByl TexXHOJIOTMK, UYTOOB I[IOOCTpamMBaTh
pamuoTepalMio 0L CTPOEeHMe OpraHM3Ma MHIMBUIYyYMa. B OODHOM U3
BapMaHTOB OCYIECTBJIEHMA M300peTeHMA paOuoTepalMa IIPpenCTaBJIAgeT
coBoM OpaxuTepallMio: BpeMeHHOe IIOMelleHMe PalMOaKTUMBHEX BelleCTB B
OpraHM3M, KaK I[IpaBUJIO, [IpMMeHIeMOoe IJId IIPUJIOXeHUsa K ofJjlacTu
OOTIOJIHUTEJILHOY IO3H MM IOOMIOJHUTEJHLHOWM MHTEeHCUBHOCTU paauallvu.

B OIOHOM nu3 BaApMaHTOB OCYIIEeCTBJIEHN A n300peTeHmnd
XupyprMueckad IIpolenypa, IIpUMeHdgeMad B COUEeTaHMM C aHTUTEJIOM
npotue TIGIT wIM ero aHTUIeHCBA3HEBaKIMM (QparMeHTOM (HalpMuMep,
14A0, 28H5, 31Ce6 MJIN nx TYyMaHM3UPOBaHHEMA BapMaHTaMun) ,
IpelCTaBJIAeT COOOM XUPYypPTUUeCcKoe yIalleHMe OIIyXOJU.

TepMMH «B COUeTaHMM C» YyKas3HBaeT Ha TO, UYTO KOMIIOHEHTEH,
BBOIOVIMEIE CIIOCODOM IIO HAaCTOMAlleMy W300peTeHMK (HallpuMep, aHTUTEeJIO
npormuB TIGIT (HanpuMep, I'YMaHM3MPOBaAHHOE  aHTUTEJIO) Wi ero
AHTUTEeHCBSABHBaAKIMM GparMeHT (HanpuMmep, 14A6, 28H5, 31C6 wmimm wux
I'YMaHV3UPOBAHHEE  BapMaHTH) BMeCTe C [IeMOpoJsmM3yMadoM) MOXHO
COCTaBJIATbL B OOHY KOMIIO3MUIMKD OJ4 OIOHOBPEMEHHOI'O BBeOEeHMA WU
COCTaBJIATL pas3meJJbkHO B OBe WM 0oJiee KOMIO3MUUM  (HaIpuMep,
Habop) . Kaxnoeli  KOMIIOHEHT  MOXHO BBOIMUTE CYOBEKTYy B MOMEHT
BpeMeHH, OTJIMUHLEIM OT MOMEHTa BpPeMeHU, Korma BBOOAT OpyTou
KOMIIOHEHT; HalpuMep, Kaxmoe BBeIOeHHME MOXHO IPOBOIOUTH He
OOHOBPEMEHHO (Hampumep, pasnesbLHO ZNJRZN [IOCJIeDOBATEJIBHO) B
HECKOJIbKO MHTEPBAaJIOB Ha NOPOTAXEeHMM OaHHOTO IIepuola BpeMeHU.
BoJiee TOTO, OTIeJIbHEE KOMIIOHEHTE MOXHO BBOOUTL CYyOBEKTY
OOMHAKOBEIMU MJIM PAa3JIMUHEIMKY CIIoCODaMM.

SOKCIIepMMeHTaNBLHEE UM OUATHOCTUUECKHUE IIPUMMEeHEHUS

AuTuresia npoTtuB TIGIT M MX aHTUTeHCBA3HBaklMe OQpaTrMeHTH,
ONIMCaHHHE B HaACTOAmMEM IOKyMeHTe (HanpuMmep, 14A6, 28H5, 31C6 um ux
I'YMaHM3VMPOBAHHEE BapMaHTH) MOXHO MCIIOJBE30BaATh B KadeCTBe CpPelnCcTB
0 addMHHOM OUMCTKM. B 2ToM IIpollecce, aHTUTesa K TIGIT u wux
AHTUTEeHCBSA3HBaKMME QparMeHTH MMMOOMIIM3YIRT Ha TBepIol das3e, TaKou
Kak cebdamexkc, CTEeKJIO WIM arapos3Hada CcMoJla, WM QUIIbTpoBaJibHAL
Oymara, C MWCIOJIb30BaHMEM CIOCOOH XOpPOWO M3BEeCTHHL B ITaHHOM

oBijlacTr. VIMMOOMIIM3OBAHHOE AHTUTEJIO WIM (¢parMeHT IIPUMBOLOAT B
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KOHTakT C obpas3uoM, coiepxamum Oejiok TIGIT (mam ero o¢oparMeHT),
nomgJjexamui — OUMCTKE, M  3aTeM IIOLOJIOXKKY  IIPOMBEBAKT  IIOIXONIAMUM
PacTBOPUTEJIEM, KOTOPHM MOXET yHaJldTh IIO CYyIEeCTBY BeChb MaTepHuall B
obpasle, 3a MUCKJIDUEHNEM DeJika TIGIT, KOTOPHM cBA3aH c
VMMOOMJIMBOBAHHEIM aHTUTEJIOM WM ¢parMeHTOM. HakKoHell, [DTOIJIOXKKY
IIPOMEIBAIDT PaCTBOPUTEJIEM, BJIOMPYRIMM CBa3aHHEM TIGIT (HaOpUMep,
Besyiok A) . VMMOOMIIM3OBAHHEIE aHTUTEeJa M QpaIlMeHTH COCTAaBJIAKRT UYacTb
HacTOoAWEeTro M300peTeHUA.

[lpencTaBJIEHE TaKXe AHTUT €HEL 0JId [IOJIYyYEHU A BTOPUUHEX

aHTHTeJI, KOTOPEE MOXHO MCIIOJIE30OBaTh HallprMep, OJI4 TIIpOBeIeHNA

BeCTepH—OJ'IOTTMHPa n IPYyITHX VIMMYHOJIOTVMUEe CKMX aHaJIM30B,
oBCyXIOaeMBIX B HacToAdmleM JORKYMEeHTe. B JaCTHOCTHM, OIIMCaHEL
IIOJINIICIITV ORI, KOTOPEIE comepxarT BapMaéeﬂbHBIe obiacTu I/I/T/IJ'H/I

rocJyienoBaTeJIbHOCTM CDR  TepalleBTUUECKOI'O aHTUTeJla, OIMCAaHHOI'O B
HacTodlleM IOOKYyMeHTe (Hamnpumep, 14A6, 28H5 wmium 31C6) ™M KOTOPEE
MOXHO MCIIOJIE30BATE OJIA IIOJIYUEHMA aHTUTeJ IIPOTUBR MIOMOTUIIOB IJIA
IpUMeHeHU I B crneum@uUecKomn ODeTeKUUn [IPUCYTCTBUA aHTUTeJIa,
HallpuMep, B TepaleBTUUeCKOM KOHTEeKCTe.

AuTuresia npotue TIGIT (HanopMMep, IYMaHM3MPOBAHHEE aHTUTEJA)
M MX AaHTUTEeHCBA3BBalIMe (parMeHTH TakKXe MOXHO MCIOJbL30BaTh B
OMaTHOCTUUECKMX aHalu3sax ©Oejnka TIGIT, HanpuMmep, IOeTeKUUM eTo
DKCIPEeCcCCUur B CHelUMpUUeCKMUX KJeTKax, TKaHAX, WX  CHBOPOTKE,
HaoprMep, KJeTKax OIIyxoJleM, TakKuMx KaK KJEeTKM MeJlaHOMEl. Takue
OMaTHOCTUUECKHME CIIOCOOH MOXHO MCIIOJIL30BAaThH B OMaTHOCTHUKE
Pa3JIMUHEIX 3aboJjieBaHuM.

HacTosdamee n300peTeHne OTHOCUTCA K aHaJgmMsaM ELISA
(TBepmod®asHEM MMMYHODEPMEHTHHM aHallM3aM), BKJKOUAKIYM IIpVMeHeHN e
auTuTeJia nOpoTtuB TIGIT wMIM eTro aHTUTEeHCBASHBAKIETO (palMeHTa,
ONMCAHHEIX B  HaACTOAmEM JOKYMeHTe (HanpuMep, 14A6 wmam  eTo
TYMaHU3UPOBAHHEM BapMaHT) .

HanpuMmep, TakoM crnoco® BKJOUYaAeT cjelyllye CTaauM:

(a) IIOKPEITHE cybcTpaTa (HanpuMep, [IOBEPXHOCTHU JIYHKU
MUKPOIJIaHIIETa IJIS TUTPOBaHMA, HaAlPUMEP, I[JIACTUKOBOTO ILJIaHIeTa)
auTuTeJioM OpoTur TIGIT MM eTro aHTUTEeHCBASHBAKINM QparMeHTOM;

(b) HaHeCeHMe obpasua, ronjexamero TEeCTUPOBAHUI Ha

npucyrcremue TIGIT, Ha cydcTparT;
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(c) NPOMEIBKA  ILJIAHIIETa, Tak UTO YIOaJlsgeTcs  HeCBS3aHHBM
MaTepmralsl B obpasle;

(d) BBeIeHMe MeUEeHHHX [IONHaKMelCcsa IeTeKUUM MeTKOM aHTUTEI
(HanpuMep, CBA3aHHEIX C bepMeHTOM  AHTUTEI) , KOTOPEHE TaKxe
ABJIATCSA CHeUMdUMUeCKMM OJiS aHTuIeHa TIGIT;

(e) mnpomelBka cybcTpaTa, TakK UYTO YIaJlARTCAd HeCBA3aHHEHE,
MeUeHHEe aHTUTeJa;

(f) ecm MedueHEHE aHTUTEJa ABJSITCA CBSA3AHHEMU C GepMeHTOM,
BBeOeHUE XUMUUECKOTO BelleCcTBa, opeppamaeMoTro bepMeHTOM B
bJIyopecleHTHE CUTHAaJ; U

(g) meTeKLUMS MNPUCYTCTBMSA MEUEHOTO aHTUTeJIa.

IDeTexklMs MeTKM, acCCOLUMPOBaHHOM C CyOCcTpaToM, YyKasHBaeT Ha
npucyrcreue Oejyika TIGIT.

B cremynmeM BapMaHTe OCYIECTBJIEHUA MeUeHOEe aHTUTEJIO WU €I'o
AHTHUT eHCB S 3HBalmi bparMeHT ABJIAETCA MeUeHHEM C IIOMOIILIO
[IepOKCHMIa3E, KOoTopasd BCTylaeT B peakuuwo ¢ ABTS (Hanpumep, 2,2'-
a3MHO—-OUC (3-2THUIIOeH3THMAa30JIMH- 6—-CYJIEQOHOBOM KMCJIOTOM) ) MJIIN
3,3, 5,5 -TerpaMeTMIIOCH3UONHOM IJIS I[OJIYUEHMS WM3MEeHeHUSI OKpacKu,
KOTOpoOe IIoOmaeTcd OeTeKUMM. AJLTEPHATMBHO, MeUeHHOEe aHTUTEJIO WU
dpparMeHT ABJIAETCA MEUEeHHBM C IIOMOWBI I[OOOAKIMerocCd OeTeKLUUM
PamMoakTMBHOT'O n3oToIa (HanpuMep, SH) , KOTOPHI MOXHO
OeTeKTUPOBATh [IOCpenCcTBOM CUMHTUIIJIAUMOHHOT O cueTumMKa B
IIPUCYTCTBUM CLUUMHTUIJIATOPA .

AuTHTeJO NOpoTuB TIGIT MIM eTo aHTUIeHCBA3HBalIMM OGparMeHT
rio N300peTeHND (HanpuMep, 14Ac0, 28Hb, 31Ceo WJIn nUx
T'YMaHU3MPOBAHHEE BapMaHTEHE) MOXHO MCIIOJBE30BaTh B clocoBe BecTepH-
OJIOTTUMHTa WJIM MVMMYyHOOJIOTTMHI'a OeJIKOB. Takoy croco® 4gBJgeTcsd
YaCTh HACTOAWEeTrOo M300peTeHMda UM BKIKUYAET, HAIPHUMED:

(1) HeoD4A3aTeJIbHO, IlepeHOC OeJIKOB U3 obpasla, Iomjiexamero
TeCTUPOBAaHUIO Ha IIPUCYTCTBHUE TIGIT (HanpuMmep, IocJje
BIIEKTPOYOPETUUECKOTO paszfesyieHrd OeJJKoB B ofOpaslle IIOCPEenCTBOM
PAGE wmim SDS-PAGE), Ha MeMOpaHy WIM IOpYIOM TBepOwlM cybcTpaT C
MCIIOJIb30BaHreM crnocoba, WM3BEeCTHOTO B IaHHOM o0jacTu (HalopuUMep,
[IOJIYyCYyXOTO OJIOTTHMHIAa WK OJOTTUIHTa B pe3epByape); IpUBeleHUe

MeM@paHBI I OpyIroro TBepOooIro cyGCTpaTa, romjiexameIro
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TeCTUPOBAHUWI Ha IIPUCYTCTBMe cBA3aHHOTO TIGIT mam ero ¢parMeHTa,
B KOHTAKT C aHTHUuTesioM HpoTuB TIGIT MM ero aHTUI'€HCBAS3HEBAKIMM
pparMeHTOM [0 MU300PEeTEeHUD.

Taxkad MeMGpaHa MOXeT IIPMHIMMATDB (l)OpMy MeM@paHbI Ha OCHOBE€

HUTPOLEJIJIIOJIO 3L I BUHNMJIA (HampumMmep, IIOJIMBUHUIIMIOeHOTOPUIA
(PVDF) ), Ha KOTOpPYL IlepeHeCeHH OeJIKkM, IIoAJiexallle TeCTUPOBaAHMUI Ha
[IPUCYTCTBHUE TIGIT B reJjie OJId HeleHaTypUpyKieIro PAGE

(pyIexTpOodOopes3a B HNOJIMaKpUIaMMIHOM Tejle) WMIM B Teje njaa SDS-PAGE

(SﬂeKTpo@opesa B IIOJIMaKPMIJIaMIMIHOM reJie C OOOelnJICYJIEGaToM

HaTpUA) (HanpuMep, rnocje DIIEKTPOPOPETUUECKOTO pa3meJIeHusa B
rejie) . Ilepen npuBeneHMeM MeMOpPaHE B KOHTAKT C AaAHTUTEJIOM IIPOTUB
TIGIT WJIN bparMeHTa, MeMOpaHy, HeobBa3aTeJIbHO, OJIOKUPYIT,

HanpuMmep, C IIOMOmMBID OB0e3XMPEHHOTO CYyXOT'0 MOJIOKa WMJIM T.II., UYTOOH
CBA3aTh HecHeludrMUeCKMe YyUYacTKM CBA3SHBaAHUA Oejlka Ha MeMOpaHe.

(2) npoMeHEBKY MeMOpaHbl OIMH WJIM HeCKOJIBKO pas3 IJigd yOaJleHUs
He CB4A3aBIeroca aHTUTesa OpoTuk TIGIT wmiam dparMeHTa M IOPYIHMX He
CBA3aBIMXCH BeEMEeCTB; U

(3) IOeTeKIMo CBS3aHHOTO aHTuTeJa [IPOTUR TIGIT MJIIN
dpparmMeHTa.

ODeTekUMd CBA3aHHOT'O aHTHUTeJla WM ¢parMeHTa yKaseHBaeT Ha TO,
uro Oejiok TIGIT HNOpuUCyTCTBYeT Ha MeMOpaHe WM cyobcTpaTe U B
oBpa3sle. HeTekIMIn CBA3aHHOTO aHTUTeJla WIM ¢parMeHTa  MOXHO
[IPOBOOUTE IIOCPENCTBOM CBSA3HBaAHMA aHTUTeJa WM QpparMeHTa C
BTOPUUYHEIM aHTUTEJIOM (aHTUTEJIOM IIPOTHMB MMMYHOTJIOOYJIMHA), MeUeHHBEM
nommawmerics OeTeKUMM MeTKOM, u, 3aTeM OeTeKUUM OIPUCYTCTBUA
BTOPUUYHOTO aHTUTeJA.

AuTuresia npoTtuB TIGIT M MX aHTUTeHCBA3HBaklMe OQOpaTrMeHTH,
ONIMCaHHHE B HaACTOAmMEM IOKyMeHTe (HanpuMmMep, 14A6, 28H5, 31C6 um ux
TYyMaHU3UPOBaHHEE BapMaHTH) , TakKxe MOXHO VCIIOJNIL30BAaThH OJIA
VMMYHOTUCTOXVUMUHA . Takom crioco® COCTaBJIAeT UYacCThb HaCTOAWETO
n300peTeHNI M BKJIOUAET, HalpuUMep,

(1) mpuBeIeHMe KJEeTKM (HaopuMmep, KIJIEeTKM OIIyxX0oJM, TaKoW Kak
KJIeTKa MeJIaHOME) , IIoIJiexallel TeCcTUPOBaHUI Ha IIPUCYTCTBMe ©OeJika
TIGIT, B KOHTAaKT C aHTUTEeJIOM [IpOTUB TIGIT MNJIN ero
AHTUTEHCBA3HBAKIMM (parMeHTOM I[I0 U300peTeHUn; U

(2) meTeKUMIO aHTUTEeJla WK @parmeHTa Ha WJIM B KJIETKE.
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Ecian CcoOCTBEeHHO AaHTUTEJIO WM QpaIl'MeHT M[ABJIAeTCHI MeEeUeHHEBEM
nojmawmerica OeTeKLUUMM MeTKOM, €TI0 MOXHO OeTeKTHMPOBaTh HalpaMyo.
AJIbTEPHATUBHO, AaHTUTEJIO WM QpalMeHT MOXHO CBA3HBATL C MEUEeHHBM
nognawnumenc s OeTeKLInUN MeTKOM BTOPUUYHEIM AHTUTEJIOM, KOTOpoe
OeTeKTUPYT.

KoukpeTHEle aHTHUTeJla HpoTue TIGIT ™M mMX aHTHUIeHCBA3HEBAaKINME
dparMeHTH, OIMCAaHHBEE B HaCTOMAIlEM IOKYMeHTe (HanpuMmep, 14A6,
28HD5, 31C6 m mMxX TyMaHM3MPOBaHHEE BapMaHTH) , TakKXe  MOXHO
MCIOJIL30BATL IJIS BU3yaldM3alMM ONyxXoJjeM 1in vivo. Takol crnocod
MOXEeT BKJIOUATE WHBEKIUID pPalMOaKTUMBHO MEUeHHOTO AaHTUTeJla IIPOTUB
TIGIT W ero AHTUTEHCBASEBAKIETO bparMeHTa, B OopraHM3M
naumMeHTa, nomjiexamenro TECTUPOBAHMI Ha IIPUCYTCTBHEe  OIIYyXOJH,
accolMMpOBaHHOM C skcopeccuer TIGIT (HamopuMep, SKCIpeccHupyllen
TIGIT, HalpuMep, Ha IIOBEPXHOCTM KJETOK OINYyXOJM), C I[OocJenyiumen
PAIVMOHYKJIMIHOM BU3yaJM3alMel oplaHM3Ma IIallMeHTa OJ9 »OeTeKIUMU
OPpUCYTCTBMA MEUeHHOTO aHTuTeJla WiIM dparMeHTa, HanpuMmep, B
yyacTkax, comepXalmx BEICOKYIO KOHIIEHTPpalli aHTUTeJIa ZNEZ!
dpparMeHTa, CBA3AHHEX C ONYXOJbl. [JeTekuMdad yUdacTKOB YyKasbBaeT Ha

npucyTtcTBre TIGIT' omnyxoJey M KJEeTOK OIIYyXOJieM.

Crioco6u BU3yaJn3alm BKJIOUAIT BU3yaJM3almio SPECT
(0OOHOQOTOHHYIO SMMUCCHUOHHYIO KOMIIBEIOTEPHYIO TOMOTPadmo) MJIIN
Busyanuzauuo PET (MO3BUTPOHHYK BMUCCHMOHHYID ToMoTpadmo). MeTkKu
BKJIOUAT, HallpuMep, mnon—-123 (1237) M TexHelMM-99m (95mTc) ,

HalpuMep, B coueTaHMM C BuUsyaausaluuert SPECT mim 11C, 13N, 150 wumm
18F, HamopuMmep, B CcoUeTaHMM C BuU3yaausauueln PET, wuiaM wuHoui-111
(Cm., HalpuMep, Gordon et al., (2005) International Rev.
Neurobiol. 67:385-440).

dapMalleBTHMUECKME KOMIIOBUIIMM U BBeIeHUE

IO1a 1moJgydeHMS QapMalleBTUUYEeCKUMX UMM CTEePUJILHHEX KOMIIO3ULUNA
aHTUTE [IPOTUB TIGIT u AHTUTEHCRBASER AKX bparMeHTOB 10
nzobpereHu (Hanpumep, 14A6, 28H5, 31C6 m uMX I'YMaHU3UPOBAHHHE
BapMaHTH) , AHTUTEJIO WM ero AHTUT eHCB A 3HBalmi bparmMeHT
CMEeNmMBaT c bapMalLleBTUUECKU IpreMIIeMbIM HOCUTEeJIeEM NI
HamnoJHUTeJeM. CM., Hanpumep, Remington's Pharmaceutical Sciences
n U.S. Pharmacopeia: National Formulary, Mack Publishing

Company, Easton, PA (1984).
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CocTaBH TepalleBTUYeCKNUX Iz INMaT'HOCTUUECKMX CpelCTB MOXHO

I10JIy4YaThb IIoCpeCTBOM CMellMBaHIM A C IO IO XO O AIVIMA HOCHUTEeJIAMI,

HallOJIHUTeJIAMIV, WMJin CTaGMHMSaTOpaMM B (]_)OpMe ; HallprMep,
HMO@MHMBMPOB&IHHHX IIOPOImMKOB, BSBeceﬁ, BOIOHEIX pacTeOpPOB JZnnZi
cycneHsumm (cM., Hanpmmep, Hardman, et al. (2001) Goodman and

Gilman’s Pharmacological Basis of Therapeutics, McGraw-Hill, New
York, NY; Gennaro (2000) Remington: The Science and Practice of

Pharmacy, Lippincott, Williams, and Wilkins, New York, NY; Avis,

et al. (eds.) (1993) Pharmaceutical Dosage Forms: Parenteral
Medications, Marcel Dekker, NY; Lieberman, et al. (eds.) (1990)
Pharmaceutical Dosage Forms: Tablets, Marcel Dekker, NY;
Lieberman, et al. (eds.) (1990) Pharmaceutical Dosage Forms:

Disperse Systems, Marcel Dekker, NY; Weiner and Kotkoskie (2000)
Excipient Toxicity and Safety, Marcel Dekker, Inc., New York,
NY) .

TOKCHMYHOCTE U TepaleBTUUeCKY®R 30PeKTMBHOCTB AaHTUTEJ IO
n300peTeHun, BBeIeHHHX OTIOeJIbHO WM B KOMOMHaLUMM C OPYTMM
JIeKapCTBEHHBM CpPenCcTBOM, MOXHO OIIPenelIaTh IoCpelnCcTBOM
CTaHIOaApTHHX (QapMaleBTUUECKUX clocobax B KYyJbTypax KIeTOK WU
DKCIIEPUMEHTAJIBHEX XMBOTHEX, HaIpPMMep, IJA olpenejeHusd LDsg (OO3H,
JeTajqbHOM mig 50% monyJsisumm) u  EDsg (Do=3H, TepalleBTUYECKHA
20dekTUBHOM OJIs 50% MIONYJIALUUM) . CoOTHOIIEHME nos MEXIY
TOKCUUECKMM M  TepaleBTHUUecKMM sSbdexTaMm OpencrTaBJgeT cobon
TepalleBTUUeCKUl uHIeKC (LDso/ EDso). JaHHHe, I[IOJIYUeHHHEe M3 DTUX
aHaJM30B KYJbLTYP KJIETOK U MCCJIeOOBaHMM Ha KMBOTHBX,  MOXHO
VCIIOJIE30BATE B COCTaBJIEHMM IOMallaloHa OO3UMPOBaHMA IJIA [IPMMeHeHUA
Yy dYeJioBeka. Jo3a TakKMUxX COeOMHEeHUM [NPpeOlouTUTeJIbHO JIEXKUT B
ovara30He LUPKYJIUPYRIMUX KOHIEeHTpalui, BKIoUawmeM EDsg ¢ HeBOoJBION
TOKCHUUYHOCTBI WMJIM C OTCYTCTBMEM TOKCUMUHOCTM. Jo03a MOXET MEHATHCH
B IIpelejlaXx BTOI'O  Ouala30Ha B 3aBUCUMMOCTM OT IIpVMeHSIeMOM
JleKapCcTBeHHOV QopMH M crocoBa BBeIeHMUA.

B cJIenyrineM BapMaHTe OCYIECTBJIEHUA IOOIIOJIHUTEJIbHOE
JIEKapCTBEHHOE CPEINCTBO BBOOAT CYyOBEKTY B COUeTaHUMM C aHTUTEJIOM
NpOTUB TIGIT NI ero aHTHV T €HCBA3HBalIMM bparMeHTOM I10

N300peTeHND (HanpuMep, 1476, 28H5, 31Co) B COOTBETCTBUU C
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Physicians' Desk Reference 2003 (Thomson Healthcare; 57th
edition (November 1, 2002)).

Crioco6 BBeOeHUS MOXeT MeHATbCH. CHIOCOOH BBeOeHUS BKJIIOUYAT
epopalibHOEe, pekTajbHOEe, TPpaHCMyKO3aJIbHOe, KHUIIEUHOE,
lapeHTepalibHOE; BHYTPUMEIIEUHOE, IIOOKOXHOE, BHYTPUKOXHOE,
VMHTpaMeIyJIJIAPpHOE, MHTpaTeKaJlbHOe, IpsaMoe MHTPaBeHTPUKYJISAPHOE,
BHYTPMBEHHOE, BHYTPUOPKIIMHHOE, VHTpaHaz3aJlbHOe, BHYTPUIJIABHOE,
VHT aJIALMIO, VHCYQJIALMAO, MeCcTHOEe, KOXHOE, UpeCcKOXHOE VI
BHYTpMapTepHrallbHOe.

B KOHKPETHEX BapMaHTax OCYIEeCTBJIeHMA aHTuTesia HpoTuB TIGIT
IV WX aHTUT'eHCBA3HBaKMME (pal'MeHTH [0 M300peTeHUBD (HaAIpUMEpR,
14A6, 28H5, 31C6 M mMX TI'yMaHM3VMPOBAHHEE BapMaHTH) MOXHO BBOIUTH
VHBa3WBHEM CIIOCOOOM, HalpMMep, I[IOCPelCTBOM MHBEKIMM. B CIIeOyrlnx
BapMaHTax OCYWMeCTBJIEHUA M300peTeHUd aHTUTeJio OpoTuB TIGIT wmim
ero AHTUTeHCB S 3HB a1 bparMeHT, VI ero bapMalleBTUUECKYIO
KOMIIO 3UILIVIO, BBOIOAT BHYTPMBEHHO, MIONKOXHO, BHY TPVMHIIEYHO,
BHYTPMAPTEPUAJIEHO, BHYTPb OIYXOJM WJIM T[IOCPEeICTBOM MHTAJSLUN,
a’pPO30JILHOM OOCTaBKMU. BBeneHue HEeUMHBAa3MBHEMU criocobamvm
(HanmpuMep, [epopalibHO; HalpuMep, B NIUJIOJIAX , KarcyJiax WIu
TabjleTKax) TaKXe BKJIOUEHO B OOBLEM HaCTOAWeI'0 M300peTeHUd.

Hacrosmee n3obpeTeHMUe OTHOCUTCH K cocynmy (HampumMmep,
[IJIJACTUKOBOMY WJIM CTEeKJAHHOMY OGJIakKoHY, HalpuMep, C KPHIIKOM, WU
XpoMaToTpadmuueckKoM KOJIOHKe, IIOJIOM uIJIe WJIM UWMIMHIPY mnpula),
comepxameMy Jiodoe M3 aHTUTEeJ WIM aHTUTEeHCBA3HBAKIKX O(parMeHTOB
no mz3obpeTeHun (Hanopumep, 14A6, 28H5, 31C6 M MX I'yMaHM3MPOBAaHHEE
BapMaHTH) VIV X bapMalleBTUUYECKYIO KOMIIO 3ULINIO . HacTodmee
nz3obpeTeHue TaKxe OTHOCUTCH K YCTPOMCTBY nJis VHBEKINHA,
comepxameMy JioOoe M3 aHTUTEJ WIM aHTUTEeHCBA3HBAKIMX O(OParMeHTOB
no mz3obpeTeHun (Hanpumep, 14A6, 28H5, 31C6 M MX I'yMaHM3MPOBAaHHEE
BapMaHTH) WIM U¥X O(apMaleBTHUECKYD KOMIO3UIMID. YCTPOMCTBO MOJg
VHBEKIVM TIpencTaBJigeT cobo¥ yCTpoMCTBO, BBOIAMNee BemeCTBO B
OpTaHn3M naumMeHTa apeHTepallbHEM crmoco6oM, HalprMep,
BHYTPUMBINIEUHEIM, I[IOOKOXHLM MJIM BHYTPUBEHHBEM. Hamopumep, YCTPOMUCTRBO
oJis VHBEKINU MOXET NIpenCcTaBJIATE cobour MIIPMLL (HanpuMep,
IpenBapUTeJIbHO 3BallOJIHEHHEM GapMalleBTUMUEeCKOM KOMIIO3MLMeEN, TakKou

Kak Hripnmia IOJI4 CaMOMH"beKI_U/H/I), KOTOpBIIZ, HallprMep, BRJIKUaeT LIVMIJIMHIPD
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2NNz ©aJljioH IJI4 COIOepXaHMA XMIOKOCTHM, nmonJiexalnei MHBEKINN
(Hanpmmep, AHTWTEJIO MJIn @paPMeHT, I ero @apmaueBqueCKaH
KOMHOBMHMH), NIy IJIA ITPOKAaJIEIBaHMA KOXI M/MHM KPOBEHOCHEX
cocynoB IJIA MHBEKINN KMOKOCTNM , " ITOPIIEHb OJIA BEITaAJIKMBaHMA
KNMIOKOCTU nus3 LIMIJIMMHIOIPa u gepes oTBepCTHUE WMTITJIEL. B OIOHOM nus3

BapMaHTOB OCYIEeCTBJIEHUS M300peTeHrs YCTPOMCTBO MOJS MHBEKLUU,
comepxallee AHTUTEJIO MM eI'0 AaHTUTEeHCBA3HBalmMMi (parMeHT II0
HacToAmeMy M300peTeHro, WM eTro (¢apMalleBTUMUEeCKYyl KOMIIO3UIMID,
npencraBjgeT coOol YCTPOMCTBO OJII BHYTPUBEHHOM (B/B) MHBLEKLUN.
Takoe YCTPOMUCTBO COOEepPXUT AHTUTEJIO WJIM  QparMeHT, I — UX
bapMalleBTUUECKYD KOMIOSUIMID, B KaHJe WJIM TpoKape/uUrje, KOTOPHE
MOXHO TIPMCOEOMHATE K TpyOKe, KOTOPYIK MOXHO I[IPUMCOEIMHATE K IMIakeTy
WM pesepByapy IOJ4 COoIepXaHMda KUIKOCTHU (HanpuMep, COJIEBOTO
pacTBopa; WIM JaKTHMPOBaAaHHOT'O pacTBoOpa PuMHIepa, conmepxamero NaCl,
JakTaT HaTpusa, KC1, CaClz m Heoba3aTeJIbHO, BKJKOUAKMETO IUIKKO3Y),
BBOIMMOM B OpTaHM3M IIallMMeHTa uYepes KaHIIn WIM TpoKap/MUIJly.
AHTUTEeJIO WM QparMeHT, WIM UX (apMalleBTUUECKYK KOMIIO3UIIMKD MOXHO,
B OIHOM M3 BapMaHTOB OCYIHECTBJIEHMS M300peTeHMsa, BBOIUTHL B
YCTPOMCTBO IIOCJIe TOT'0, Kak TpoKap ¥ KaHKJA BCTaBJIEHH B BeHY
cy®beKTa, M TpoKap yIaJleH M3 BCTaBJIEHHOM KaHIM. B/B yCTPOMCTBO

MOXHO, HallpMMep, BCTaBJATL B Iepubepuueckyid BeHY (HalpuMep, B

pyKe WM IJIede); BEpPXHOD IOJIYID BeHY WM HWKHIOL I[IOJIYID BeHY, WU B
npaBoe Ipencepare cepnlla (HaopuMmep, LeHTPaJbHEM BHYTPWBEHHBM
KaTeTep),; WIM B IIOOKJIOUMUHYK, BHYTPEHHIK SApeMHYID Wi OedpeHHYIO

BeHY ¥, HaIpuMep, IMIPOIBUTATL II0 HAMNPaBJIEHMIO K Cepaly, I[IoKa OHO
He JOCTMTHEeT BepxHeM I[IO0JIOM BeHB WM [OpaBoTo  IIpelceplud
(HampuMep, LeHTpaJIbHEM BEeHOS3HHM KaTeTep). B OIOHOM M3 BapMaHTOB
OCYMEeCTBJIeHUI ¥W300peTeHUd YCTPOWCTBO IJId WHBEKIUM [IpeacTaBJgeT
coBor  mmpwull OJ9  CaMOMHBEKIIVN; BesBToJIbHOe  YyCTPOWMCTBO  IJIA
VMHBEKIVY WJIM BHEMHUNM MHQY3MOHHBM Hacoc. B Oe3HToJIbHOM YCTPOMCTEBE
IJIS UHBEKIWY  MCHOJL3YT Y3KYyD CTPYKR KUIKOCTM  TI0J  BEICOKUM
IoaBjleHreM, KoTopad IMIPpOoHMKaeT B BIOUIePMUC IJId BBeIeHWS aHTUTela
i GparMeHTa, WIM UX bapMalleBTUUECKOM KOMIIOBUIIVKM B OpPTaHu3M
namueHTa. BHemH1e VHOY3VOHHEIE HaCOCH npencTaBJIAnT coBou
MeOVUVHCKME YCTPOMCTBa, IOCTAaBJAWIME aHTUTEeJO WMiIM bparMeHT, WIK

nx @apMaueBqueCKym KOMITO SULINIO B OpTraHV3M IIallMeHTa B
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KOHTPOJIMPYEMEIX KOJMUEeCTBax. BHeMHME WHQY3MOHHHE HACOCH  MOXHO
IPUBOIMUTE B IOeMCTBUEe D2JIeKTPUUECKM WM MexXaHUdecKu. PasJMuHbe
HAaCOCH OENMCTBYIT Pa3JMUHHEMKM clocofammu, HaIpuMep, MOPUIeBOM Hacoc
yIepXMuBaeT XUIKOCTL B pe3epByape mNpulla, UM IIOIOBWXHHM IIOPIEHDb
KOHTPOJIMPYET IOCTaBKY XMIKOCTM, DJIACTOMEPHHM HacoC YIOepXMBaeT
KUOKOCTE B pPacTSXMMOM OaJIJIOHHOM pesepByape, n OaBJIeHNE
SJIACTUYUHEX CTeHOK 0OaJlJIoHa  VYIpaBJsgeT IOOCTaBKOM  XMIKOCTM. B
IepucTaJbTUUEeCKOM Hacoce, Habop POJMKOB OCYIEeCTBJIAEeT CXaTue IO
OJIHe TMOKOM TpyOKM, npoTaJIKuBasa XKUIKOCTD BIIEpEn. B
MHOTOKaHaJIbHOM Hacoce, XUIKOCTM MOXHO HOCTAaBJATE M3 MHOXeCTBAa
pe3epByapoR C Pa3JIMUHOM CKOPOCTLIO.

dapmMalleBTUUECKHUE KOMIIO 3ULIN, OTIMCaHHHE B HaCTOAIeM
OOKYMEHTE, TakKXxe MOXHO BBOIOMTE C IIOMOmMBE  TI'MIOOEPMUYECKOTO
Bes3EIroJILHOTO YCTPOMCTBa IJI UMHBLEeKIMM; TakoI'o KaK YyCTPOWMCTBA,
ommMcaHHHe B IlaTeHTax CIMA No. 6620135; 6096002; 5399163; 5383851;
5312335; 5064413; 4941880; 4790824 WIn 4596556. Takue
BesEIroJIbHEE YCTPOMCTRBAa, CcomepXamre ooapMalleBTUUECKYD KOMIIO3ULIN,
TaKXe COCTaBJIAKRT 4YacThb HaCTOAMero u3obpeTeHusa. dapMalleBTUUECKUE
KOMIIO3ULIUKM, OIMCaHHHE B HACTOAIleM IOKYMEeHTEe, TaKXe MOXHO BBOIUTH
mocpencTBoM MHOY3MM. [IpMMepH XOPOWIO M3BEeCTHHX MMILJIAHTATOB WU
MonmyJiem — OJs BBeIOeHMA bapMalleBTUUYECKMUX KOMIIO 3ULIUM BKJIOU AT
IIpMMepPH, ONMCaHHHe B: IlaTeHnTe CHIIA No. 4487603, 1Tme oImMcaH
VIMILJIAaHTUPY MBI Hacoc oJis MUKPOUHDY 31N oJis pacrnpenejieHusa
JIEKAapPCTBEHHOTO CpelCcTBa C KOHTPOJUPYEeMOM CcKoOpocCcTbi; IlaTeHTe CIIA
No. 4447233, TOoe OIMcCaH Hacoc OJIsa MHOY3UMM JIEKapCTBEHHOT'O
CpeIcTBa OJS IOOCTaBKM JIeKAPCTBEHHOTO CpelCcTBa C TOUHOM CKOPOCTLIO
nHOy3uu; IlateHTe CIA No. 4447224, 1TOoe oOIOMCaHO WMILJIaHTHUPYEMOE
YCTPOMCTBO IOJIS MHQY3UM C IIepeMeHHHM IIOTOKOM IJIS HelpepHBHOM
OOCTaBKM JIeKapCTBEHHOTO cpencTBa; IlareHTe CIA. No. 4439196, rone
onmMcaHa OCMOTHMYECKasd CHCTeMa OOCTaBKM JIEKapCTBEHHOTO CpPeICTBa,
obJlamamnma g MHOT'OKaMepPHBEMN OTCEeKaMM . MHOXecCTBO IPpYyTUX
VMILJIAHTATOB, CHCTEeM M MOOVJIEM IJI »OOCTaBKM XOPOUIO M3BECTHH
crieumMaJmMcTaM B IJaHHOM o6JacTM, M Te M3 HUX, KOTOPHE COIOepXaT
bapMalleBTUUECKME KOMIIOBUILMKM II0 HAaCTOAMleMy WM300pPEeTEeHUI, BKJIOUESHE

B OOBEM HaACTOAMEI'O M300peTeHUdg.
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AJIbTEPHATMBHO, MOXHO BBOIMTE aHTUTeJO OpoTuB TIGIT wmiam
AHTUTEHCBSA3HBAKINMM dparMeHT [0 U300peTeHUD (HampuMep, l4A0,
28H5, 31C6 wmum uUX TyMaHU3MPOBaHHEE BapMaHTE) MeCTHBM, a He
CUCTEMHBM CIIOCOOOM, HalpMMep, I[IOCPEeNCTBOM MHBEKUMM aHTUTeJla WU
dparMeHTa HEINOCPeOCTBEHHO B OIYyXOJib, HalpuMep, B TIGITH" omyxXoJb.
Bojiee ToOTO, MOXHO BBOIOUTHL aHTUTEJIO WIM (QparMeHT B CHUCTEMY
HanpaBJIeHHOM  OOCTaBKM JIeKapCTBEHHOTO CpelCcTBa, HalpuMep, B
JIUTIOCOMY , NOKPHTYK TKaHeCHelUMOUUeCKUM aHTUTEJIOM, HalleJIEHHEM,
HalopuMep, Ha ONyXoJib, HamopuMmep, Ha TIGITY onoyxojb, HalpUMepP,
XapaKTepu3yonlylnca WMMYyHONATOJIOTHeMN . JIMIOCOME MOTYT OHTHL HalleJIeHH
Ha IOpaXeHHYK TKaHb U U30MpaTeJIbHO IIOTJIOWATLCSA  I[IOpaXeHHOM
TKaHb. Takme CHOCOOE ¥ JMIIOCOMEHL COCTABJIAKT YacThb HaCTOAMEI'O
N300pEeTeHUD.

PexrM BBeOeHMA 3aBUCUT OT HECKOJbKUX (aKTOpOB, BKJKUAA
CKOPOCTB oBMeHa TepaleBTUUYEeCKOT O aHTUTeJIa VI

AHTHMIT'€eHCBA3EBAKIEI'O @parmeHTa B CEIBOPOTKE WJIN TKRaHWM1, YPOBEHDE

CVIMIITOMOB, VMMMYHOT'€HHOCTb TepalleBTMYeCKOTI'O aHTHTeJIa u
OJOCTYIIHOCTB KJIETOK—-MUIIEeHEeN B OMOJIOTUUECKOM MaTpPHKCeE.
HpeHHOqTMTeﬂbHO, PEXVIM BBeIcHNA obecrieumMBaeT OJOCTaBKY

OOCTaTOYHOT'O KOJMUeCTBa TepalleBTUUeCKOTO aHTUTeJla WK dparMeHTa
nja  sbbexTa  YIydNeHMs HaMeUeHHOT'O COCTOfAHMA 3abojieBaHUA, C
OIHOBPEMEHHOM  MMHMMMBAlMeW  HexeJlaTeJIbHEIX  [IOOOUHEX 520deKToB.
COOTBETCTBEHHO, KOJMUECTBO HOOCTABRJAEMOTO OMOJIOTMUECKOIO CpelcTBa
YaCTUUYHO 3BaBMCUT OT KOHKPETHOTO TepaleBTUUEeCKOTO aHTUTeJla U
TSKECTM COCTOSHMSA, TOOBepraeMoro JeueHuio. HOCTYINHH PYKOBOICTBA
10 BHOOPY MNOAOXOOAMMX O3 TepaleBTHUUECKUX aHTUTeJ UIM (parMeHTOB
(cMm., HarpuMmep, Wawrzynczak (1990) Antibody Therapy, Bios
Scientific Pub. Ltd, Oxfordshire, UK; Kresina (ed.) (1991)
Monoclonal Antibodies, Cytokines and Arthritis, Marcel Dekker,
New York, NY; Bach (ed.) (1993) Monoclonal Antibodies and
Peptide Therapy in Autoimmune Diseases, Marcel Dekker, New York,
NY; Baert, et al. (2003) New Engl. J. Med. 348:601-608; Milgrom
et al. (1999) New Fngl. J. Med. 341:1966-1973; Slamon et al.
(2001) New Engl. J. Med. 344:783-792; Beniaminovitz et al.
(2000) New Engl. J. Med. 342:613-619; Ghosh et al. (2003) New
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Engl. J. Med. 348:24-32; Lipsky et al. (2000) New Engl. J. Med.
343:1594-1602) .

OmnpenejieHue TOOXOOAmMEM HOO3H MIPOBOOUT MEeOULUMHCKUN paboTHUK,
HalpuMep, C VCIIOJIE 30BaHMEM rnapaMeTpoB NI baxkTOpPOB, Kak
MB3BECTHO, WJIM KaK I[IOoHo3peBalnT B IaHHOM 00JacTu, BJIMAKIMX Ha
JleueHue. Kak npaswuio, OO3UPOBaHUe HauMHaKT C KOJMUeCTBa,
HEeCKOJIbKO MEeHBIero, uYeM OITMMaJlbHasg Jo3a, UM 3aTeM YyBeJIMUMBakT
ero ¢ HeBoJbmMM maroMm, Ioka He OyIeT IOCTUTHYT XeJlaTeJlbHBM
50PeKT MIM ONTHUMAJILHEM 500eKT OTHOCUTEJILHO JIOOHX OTPULATEJIbHBIX
MOOOUHHX 5»OPeKTOB. BaxHbe OMAaTHOCTUMUECKME M3MEepeHMsa BKJIIKnJaKnT
VM3MEPEHUS CHMITOMOB, HalpUMEepP, BOCIAaJIEHMS WJIM YPOBHSA IMIPOIOYKLUU
BOCIAJUTEJILHEX LIIMTOKMHOB. Kak [paBWMJIO, HABJISETCS XeJlaTeJlbHHM,
UyTOOH BMOJIOTUUECKOE CpeIncTEoO, KOTOpoe BynerT VICIIOJIL 30BaHO,
IPOUCXOOMJIO M3 TOT'O Xe BUIOa, UYTO U XMBOTHOE, HaMEUeHHOEe IJIA
JleueHMUsa, UYTOOB TakuMM oBpa30M MMHMMU3MPOBATL JIOOOM MMMYHHEM OTBET
Ha peareHT. B ciydyae CcyOLeKTOB-JIOOEeM, HalpuMep, I'yYMaHU3UPOBaHHLE
Y TIOJIHOCTBID UEJIOBEUECKME aHTUTeJla MOTYT SBJIATHECHA XeJaTeJIbHBMU .

AHTHTeJIa WJIM UX aHTUITeHCBA3HBaKIMe OQpaIl'MeHTH, OIIMCAaHHEE B
HaCTOAlleM OOKYMEHTE (HanpuMep, 14A0, 28Hb, 31Ce6 u "X
T'YMaHM3MPOBaHHEE BapMaHTH) MOXHO IpenoCTaBJIATh ocpencTBOM
HEeNnpepsBHOM MHOQY3UM WIM IIOCPEeICTBOM 03, BBOIMMEIX, HalpUMep,
eXeCyTOUHO, 1-7 pas3 B HeIeJllD, eXeHeleJIbHO, pa3 B IBe HeIOeJMu, pas
B Mecdll, pas B IBa Mecdlla, Ppa3 B KBapTaJ, pas B I[oJrona,
exerogqHo ¥ T.O. JOo3H MOXHO BBOIWUTH, HalpMMep, BHYTPMBEHHO,
IIOOKOXHO, MeCTHO, nepopalibHO, VMHTpPaHa3aJIbHO, pPeKTaJbHO,
BHYTPMMHIIEUHO, MHTpallepebpallbHO, MHTPACIMHAJIBHO, WMJIM IIOCPEICTBOM
vHTagauuu. OOmasd exeHemeJibHasd I03a, KaK IIpaBWJIO, COCTaBJIAET IIO
MeHbme Mepe 0,05 MKTD/KD MacceH Teja, O0oJjlee OOHUHO, IIO0 MeHblen
mepe 0,2 wmxr/xr, 0,5 mxr/kr, 1 w~xr/kr, 10 wmxr/xr, 100 MKT/KT,
0,25 mr/xr, 1,0 Mmr/xr, 2,0 mr/kr, 5,0 mr/mia, 10 MmMr/xr, 25 Mr/KT,
50 Mr/xr uamu 6Gojee (CcM., HaOpuMmMep, Yang, et al. (2003) New Engl.
J. Med. 349:427-434; Herold, et al. (2002) New FEngl. J. Med.
346:1692-1698; Liu, et al. (1999) J. Neurol. Neurosurg. Psych.
67:451-456; Portielji, et al. (20003) Cancer Immunol.
Immunother. 52:151-144). JJo3H TakXe MOXHO I[IpemoCcTaBJIATb OJIA

OJOCTVIXEHNMA HpenonpeneﬂeHHoﬁ HaMeueHHOM KOHLIEHTPpauum AaHTHUTEJIa
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npotue TIGIT B CHBOPOTKe cy®wbexkTa, Takou kak 0,1, 0,3, 1, 3, 10,
30, 100, 300 Mmxr/mMiI wiam OoJjiee. B IpyrMx BapMaHTax OCYIEeCTBJIEHUSI
AHTUTEJIO IIPOTUB TIGIT 10 HacrodueMy MN300peTeHND BBOIOAT,
HalpuMep, IIOOKOXHO WJIM BHYTPMBEHHO, Ha OCHOBaHMM BBeleHUHA pas3 B
HeneJyw, pas B IOBe Helell, <«Kaxiee 4 HemeJau», pas3 B MecHdl, pas3s B
IoBa Mecsdlla, WIM pas3 B Kpapran 10, 20, 50, 80, 100, 200, 500,
1000 mym 2500 Mr/cydwekra.

Kak T[OpMMeHSoT B HaCTOANEeM IOOKYMeHTe, TepMMH «30deKTHuBHOE
KOJIMUECTBO» OO0O0O3HauaeT KOJUUECTBO aHTHUTeJsa HOpoTuB TIGIT wmiam ero
AHTUTEeHCBA3HBAKIETO bparMeHTa 1o n300peTeHNnD (HanpuMep,
I'YMaHU3UPOBaHHOTO 14A6 WM I'yMaHU3MPOBaHHOTO 28HL), kKOTOpoe, IIpuU
BBEIOEHUU OTHEJIBLHO VI B KOMOUMHAaLIUN c IOIIOJIHUT &JIb HEM
JIEKapCTBEHHEIM CPEIOCTRBOM, B KIETKY, B TKaHb WM CYOBEKTY,
aBygeTcad S0QPeKTUBHEM, UTOOH  BH3HBATH nonmapmeecsd  M3MEepeHUo
YIIydlleHre OJIHOTO WJIM HECKOJIBKMX CHMIITOMOB 3a00JIeBaHMA, HaAIPUMEPR,
3JIOKAaUYeCTBEHHOM ONYXOJM WM [IPpOTPecCHUpOBaHMA  3JIOKAUeCTBEHHOMU
ONIyxXOoJiM. OddekTMBHasS 103a, KpPOMe TOI'0, OTHOCUTCS K KOJUUYECTBY
aHTHTeJla MIXM dparMeHTa, IOOCTATOUYHOMY, UTOOH MNIPMBOOMTL IIO MeHbIeu
Mepe K UYaCTUMUHOMY YJIYUIIeHUK COCTOSHMS CHMMIITOMOB,  HallpUMEpP,
YMEHBIIEHVID pa3Mepa WM YHUUTOXEHMUIO OIIyXOJiM, OTCYTCTBUI pocCTa
ONYyXOJIM, YBEJMUEHHOM IMPONOJIXUTEJbEHOCTM BEXMBAHMUA. I[IpU OIpVMEeHEeHUM
OJIS MHOMBUOYAJIBHOTO aKTMBHOTO MHIPeIMeHTa, BBOOMMOI'O OTIEJIBHO,
>0pekTMBHaAA OO3a OTHOCHUTCA K OITHOMY D2TOMY MHIpedIueHTy. Illpu
IpMMeHeHUN oJis KOMOMHAaLMM, 20beKTUBHA A oo3a OTHOCUTCSH K
oB0BeIVMHEeHHEIM KOJIMUeCTBaM aKTHBHBEIX WMHIPEOMEeHTOB, KOTOPHE IIPMBOIOAT
K TepaleBTUUeCKOMYy 50derTy, BBOOMMEIX JMOO B KOMOMHaLUWM, JHUOO
cepusaMu, JInbo OIOHOBPEMEHHO . SbbeKTUBRHOE KOJIMUECTBO
JIEKApPCTBEHHOTO CpeIOcTBa IIPUMBOOUT K YIYUINEeHUI OMAaTlHOCTUYECKOTO
U3MepeHrd WM IapaMeTpa I[IO0 MeHbmel Mepe Ha 10%;, Kak OpaBMJIO, IO
MeHbIen Mepe Ha 20%; NIpedlouTUTEJILHO, 1o MeHben Mepe
Opubam3nuTesbHO Ha 30%; 0OoJjlee HNpeANOUTHTENBLHO, IO MeHbBIIeM Mepe Ha
40%, M HauboJjiee TIIPEenlIouTUTEeJIBHO, o MeHbley Mepe Ha 50%.
S0beKTUBHOE KOJIMYECTBO  MOXET TaKxe [IPUBOINTH K  YJIYUYIIEHUD
CyDBEKTMBHOTO KPUTEPUHA, B CJly4dasax, Korga CyOBeKTUBHHE KPUTEPUU
VCIIOJIE3YIT IOJIA OLIEHKM TSXKeCTM 3aboJiIeBaHUAd.

Habops
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Dajlee mnOpencrabBJieHbl HaOOPH, CcoIepXalle OOVH WJIM HECKOJBKO
KOMIIOHEHTOB, KOTOPHE BKJIOUAKT, HO 0e3 OI'PaHMUYeHUsa, aHTUTEeJIO
npotue TIGIT WM aHTUTEHCBA3HBAaMMUM QparMeHT, Kak oO0cyXxIaonT B
HacToAleM OOKYMEHTe (HanmpuMep, I'YMaHU3UPOBAHHOE 14A06 VI
TyMaHU3UpOBaHHOe 28HS5 wmiam ITyMaHM3MpoBaHHoe 31C6) B coueTaHuM C
OOHUM WJIM HEeCKOJIBKMMM OOIOJIHMTEJIBHEMM KOMIIOHeHTaMM, BKJIUad, HO
Be3 oTpaHMU4YeHMUd, bapmMmalieBTUMUECKM  OpPUEeMJIEMH  HOCHUTEJb  M/WIu
JIEKAPCTBEHHOEe CpPpenOcTBO, Kak oOCyXIalnT B HaCTOANlEeM IOKYMeHTe.
AHTUTEJIO WM  QpaIlMeHT, U/ UM JIeKapCTBEHHOEe CPelCTBO  MOXHO
COCTaBJIATE B GopMe UMCTOM KOMIO3MIMM MM B KOMOMHaAUUM C
bapMalleBTUUECKNU pueMIIeMbIM HOCHUTEJIEM, B bapmMalleBTHUUECKOM
KOMIIOBULIVN .

B omHOM BapMaHTe OCYWeCTBJIEHNSA Habop COOEepXUT aHTUTEJIO
npotue TIGIT MIM €TI0 AaHTUIeHCBA3HBaIMUM (parMeHT 10 M300peTeHMO

(HanmprMep, TI'yYMaHM3MpPOBaHHOe 14A6 WMIM TI'yMaHM3MpOBaHHOe 28H5, wmim

T'yMaHM3MpOBaHHOe 31C6), MM MxX (Q(apMaleBTUUECKYKD KOMIIO3UIVKD B
OIOHOM KOHTelHepe (HanpuMep, B CTEPUIIEHOM CTEeKJISHHOM  WJIM
IJIACTUKOBOM (JlakoHe) U UX OdapMaleBTUUECKYHn KOMIIOSMULMIO M/UJIU
JIeKapCTBEHHOE CpencTBO B OPYyT'OM KOHTelHepe (HampuMep, B

CTEepMJIBHOM CTEeKJIAHHOM NVJIM IIJIaCTMKOBOM (]_)J'IaKOHe) .

B ImpyroM BapMaHTe OCYyUleCTBJIEHUI Haéop COOEepPXUT KOMOMHAa LI

1o n300peTeHu, BKJIIOUAKIIYO AHTUTEJIO [IPOTUB TIGIT nJn ero
AHTUT eHCB A3bBalmmi bparmMeHT 1o n3006peTEeHND (Hampumep,
TYMaHU3MPOBAHHOE 14A6 VI TYMaHU3UPOBAHHOE 28H5 VI
TyMaHU3UPOBaHHOE 31Co) BMeCTe Cc QpapMaleBTUUECKM  IIpUeMIIEMBIM

HOCHTeJIeM, Heo043aTeJIbHO, B KOMOMHALIMM C OIOWMH WIM HEeCKOJbKVMU
JIEKApPCTBEHHEIMM CpelcTBaMM, COCTaBJIEHHEE BMeCcTe, HeoOsa3aTeJIbHO, B
bapMalleBTUUECKOM KOMIIO3MUIIMM, B OIHOM ofmeM KOHTelHepe.

Ecru Habop BKJIIOUAET bapMalleBTUUECKY KOMIIO 3ULINIO oI
[IapeHTepallIbHOT'O BBEeIeHMA CyOBEKTY, Habop MOXeT BKJIOUATH
YCTPOMCTBO IJIA INPOBeleHMS TaKoI'0 BBeldeHMA. Hanpumep, Hadop MoXeT
BKJIOUATH OIOHY WM HECKOJIbBKO TUIIOOEPMUYECKUX UIJI WIM JIPYITUX
YCTPOMCTB IJIA MHBEKLUMM, KaK YKa3aHO BHIIE.

HabGop  mMoOXxeT BKJIOUATH BKJIAQOEII B  YIaKOBKY, comepxammui
MHOOPMaLIMIIO OTHOCUTEJIBLHO bapMalleBTHUUYECKMX KOMIIO 3ULIUM u

JlekapCTBeHHHxX ¢opMm B Habope. Kak T1npaBujo, Takasa uHbopMaluus
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moMoTaeT IallMeHTaM U TepaleBTaM, UYTOOH MCIOJbL30BAThL BJIOXEHHEE
bapMalleBTUUECKMEe KOMIO3MIUWKM U JIeKapCTBEHHHEe OOPMH 5S0OeKTUBHO U
HeszomnacHo. Hanpumep, cienyomas MHbOOPMALIM A OTHOCUTEJILHO

KOMOMHaAUMM I[I0 M300peTeHMI MOXeT OHTh IIpelocCTaBJIeHa Ha BKJIAQIHIIE:

@apMaKOKMHeTMKa, @apMaKOﬂMHaMMKa, KIIMHMYEeCKMe nccijienoeaHMA,
ITapaMeTPEI 9@@6KTMBHOCTM, IIOKas3aHnA u IIPpVIMEeHEeHN e,
IIPOTHMBOIIOKa3aHMAg, InpenylripeXxXoeHns A, HpO@MﬂaKTquCKMe MePEI,

HeOJaTroNpPUATHEE peaKUUM, I[Iepelo3MpPOBKa, I[IPaBUJIbHEE OO3UPOBKA U
BBeIOeHMe, OQopMa BHIIYCKa, I[IOOXOOANMEe YCJOBUSA XPaHeHMd, CCHJIIKH,
MHbopMaLMS O HNPOU3BOOUTEJIe/IIOCTAaBIMKe M IIaTeHTHad MHbopMaluMd.

HabOopH IJsT OeTeKLUM U TepalleBTUUeCKMe HaOOPH

Hiisa yoobcTBa, AHTUTEJIO IIPOTUB TIGIT MJIn ero
AHTUTEHCBAZHBAKIMM dparMeHT 1[I0 U300peTeHUD (HanpuMep, 1l4A60,
28H5, 31C6 wmiM uMxX I'YyMaHU3UMPOBAHHHE BapMaHTEH) MOXHO IIpelOoCTaBJIAThH
B Habope, T.E., yIIakoBaHHOM KOMOUMHAaLIUN peareHTOB B
IpenolnpenelIeHHEX  KOJMUeCTBax C MUHCTPYKLMAMM IJIS [IPOBEeIeHUSd
OMATHOCTUUECKOTO MM OeTeKTHUPYRIeTo aHalMsz3a. Korma aHTUTeJIO WU
bparMeHT ABJIAKTCH MEUeHHHEMM C I[IOMOWBI (QepMeHTa, Habop MOXET
BKJIOUATH cyocTpaTe U KOQaKTOPH, HeOoOXOOUMELE nid bepMeHTA
(HanpuMep, IOpedmecTBeHHMK cyOcTpaTa, ofecleuMBalmMi IOOIAKMUNCI
oeTekuMy XpoModop wmiIM oGJiayopodop). KpomMe TOTO, MOXHO BKJIOUATH
opyrme nodaBKM, TakKMe Kak CcTabuianu3aTopH, Oy dbeprl (HanpuMep,
Biokupyiomuit  Oybep wmiam 0Oybep moasg Jm3mca) M T.. OTHOCUTEJILHHE
KOJIMUeCTBa pPasJIMUHHX pPeal'@HTOB MOXHO MeHATh mOJa ofbecleueHud
KOHIIeHTpallMil peareHTOB B  pacTBoOpe, KOTOPEHE B  BHAUUTEJLHOM
CTEeleHM ONTUMUIUPYIT UYBCTBUTEJILHOCTEL aHaJM3a. B  YacCTHOCTH,
peareHTH MOXHO IpPemoCTaBJIATE B (QOopMe CyXMX IIOPOIKOB, Kak
IpaBMUJIO, JMOQUIMBUMPOBAHHEIX, BKJKUYAA HAOJHUTEJM, KOTOPHE IIPU
pPacTBOpPEeHUN obecrneunBamnT pPacTBoOp peareHToR, o6JIamanmmi
COOTBETCTBYKINEN KOHIeHTpallewn.

[lpencTaBJIEHE TaKXe peal'eHTH M HabOoOpH IJIA IMaTHOCTUKU WJIU
OEeTEKLIMKY, COIOepXamre OIVMH WJIM HEeCKOJBKO TaKMxX peareHTOB IJIA
[IpVIMEeHEeHM A BO MHOXECTBE aHaJIN30B oJis OeTeKLINN, BKJIOUA S,
HalpMyMep, MWMMyHOJIOTMUYECKMEe aHaJIM3H, TakMe Kak ELISA (CshHOBUU-
TUIIa W  KOHKYPEHTHOTO bopmaTa) . KoMrioHeHTH  HaB®opa  MOXHO

InpenBapmMTeJIbHO CBAS3SEIBATE C TBepHOﬁ HOHHOXKO%, MJim MOXHO HaHOCHUTB
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Ha TIIOBEPXHOCTL TBepIoM TIMOOJOXKM, KoI'ma Hab®op MCHOJL3YyoT. B
HEKOTOPEIX BapMaHTax OCYIEeCTBJIeHUMA M300peTeHUsd CpencTBa  OJd
[IOJIYYEHM S CHUIT'Hajla MOTYT IOCTYyIaThk I[IpelBapUTeJIbHO CBS3aHHBEIMU C
QHTUTEJIOM WM ©Qpal'MeHTOM II0 M300peTeHMbD, WIM MOTYyT TpeboBaThb
KOMOMHaUUM C OOHMM WJIM HeCKOJIBKMMM KOMIIOHEHTaMM, HallpuMep,
bybepamm, KOHBIOI'aTaMn aHTUTeJIO-bepMeHT, cybcTpaTaMm OJIs
bepMeHTOR WMJIM T.II., Ieped MCIoJb30BaHreM. HaO®ope TakXe MOTyYT
BKJIOUATH OOIOJIHUTEJILHEIE peareHTH, Halpumep, OJOKMpyKIMe pearleHTH
oJjis YMeHbIIeHU I HecneumMprmuecKoIo CBABEBAHUSA c [IOBEPXHOCTHLIO
TBepOo¥ ©Gas3b, pPeareHTH OJ4 IIPOMBIBKM, CYyOCTpaTH IOJ9 (epMeHTOB u
T.II. [JOBEPXHOCTHL TBepOoM (gasbl MOXeT HaxXOoIUTLCS B QopMe MIpOOUPKH,
OYCUHE, MMKPOILJIaHIIETAa JOJIA TUTPOBaHUA, MHUKPOCOEPH, WIM IPYITUX
MaTepMraJioB, MNOOXOOAMMX IJIA MWMMMOOMIM3aluuMM ©OeJIKOB, IIelTHUIOB WU
IIOJIMIIENITUOOBR. B KOHKPETHEIX aclekTax, O(epMeHT, KaTaJlM3UpYImUi
oBpa30oBaHMEe XEMMIIOMMHECIIEHTHOTO WM XPOMOTE&HHOTO MNpOoAayKTa WM
pacxoll XeMWIOMMHECIIEHTHOTO MM XPOMOTeHHOTO cyOcTpaTa, SABJIAETCH
KOMIIOHEHTOM CpPEOCTB IIOJIydeHMHA CHuI'HaJla. Takue OQepMeHTH XOPOIIo
M3BECTHE B JaHHOM ofjlacTu. Ha®ope MOTYT cCcoIepXaThb JoOBHe U3
CPelCTB IJid CBA3HBaAHUA WM pPeareHTOB JIA OeTeKLUM, OIMCAHHEX B
HacTodmeM OOKyMeHTe. Heofsa3aTelJIbHO, Habop MOXeT TakKXe COIepXaThb
MHCTPYKUMM IJIA OCYWECTBJIEHUSA CIOCOOOB 10 M300pPeTeHMD.

[IlpencTaBjieH TakKXe Habop, CcoIepXamuil aHTUTeJo OpoTue TIGIT
(HanpuMep, TYMaHU3VPOBAHHOE AaHTUTEJIO) WJIM eI'0 aHTUIeHCB I 3LIBAaIMNA
bparMeHT, YIaKOBaHHBE B KOHTeMHep, TaKoM Kak (QJakoH uiIu OyTHUIKA,
M IOOIOJIHUTEJILHO COoIepXalliy STUKETKY, IIPUKPeIJIeHHYID K KOHTeMHepy
VI YyIIaKOBaHHYIO c KOHTeMHepoM, roe Ha DTUKETKE ONIMCaHO
comepxaHMe KOHTeMHepa U NpelCTaBJIeHH [IoKa3aHud W/MUIM UHCTPYKLUNA
OTHOCUTEJILHO IIPUMMEeHeHMS CcOoIepXaHMsa KOHTeMHepa IJIS JIeUeHMS OIHOTO
MM HEeCKOJILKMX COCTOSAHMM 3abdojieBaHMsa, KakK OIMCaHO B HaCTOMAIEM
IOKYMEHTE.

B OIIHOM acriexkTe Habop npelHas3HadueH nJisg JIeueHn
3JI0KaueCTBEeHHOU OIIYyXOJIN u COOEPXUT aHTUTEJIO IIpOTUB TIGIT
(HanpuMep, TyMaHU3VPOBaAHHOE AaHTUTEJIO) WJIM €TI0 aHTUIeHCBSI3HBalIuni
dparMeHT M OOIOJIHUTEJIbHOE JIeKapCTBEHHOE CPelCTBO WJIM BaKIUVHY .
Habop wMoxeT, HeoOd3aTeJIbHO, OOMIOJHUTEJIBHO CONepXaTh MNPHUIL OJIA

IIapeHTepaJIbLHOT'O, HallprMep, BHYTPVMBEHHOT'O, BBEeIE€HNMA. B IpyIT'OM
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acIriexkTe Habop COOEPXUT QHTUTEJIO IPOTUB TIGIT (HampuMep,
TYMaHM3UPOBAHHOE AaHTUTEJIO) WMJIM €TI0 aHTUIeHCBA3HBaKIUM GOpaTrMeHT,
n  BTUKETKY, OPUKPEIJIEHHYI K  KOHTeMHepy WM YIaKOBaHHYK C
KOHTEMHEepOM, OIMCHBAaKIYyl [IPMMeHeHMe aHTUTeJa WiIu O¢parMeHTa C
BaKUMHOM WMJIM HOOIOJIHUTEJILHEM JIeKapCTBEHHEIM CpPeICTBOM. B OpyToMm
acrexkTe, Habop COOEPXUT BaKUMHY WM LOOMNOJIHMUTEJILHOEe JIeKapCTBEHHOE
CpelCcTBO U BTUKETKY, IIPUKPEIJIeHHYID K KOHTeMHepy WIM YIaKOBaHHYIO
C KOHTeMVHepoM, OIIMCEHIB QYO [IpMMeHeHN e BaKLMHEL VI
OOIIOJIHUTEJIEHOTO JIEKAPCTBEHHOTO CPpelcTBa C aHTuTeJioM npormurB TIGIT
i  dparMeHTa. B KOHKPETHHX BapMaHTax OCYIECTBJIEHMI aHTUTEJIO
nporue TIGIT M BakUMHA WM LOOIOJIHUTEJILHOE JIeKapCTBEHHOE CPeldCTBO
HaxoOATCS B OTHOEJILHHX OJaKoHax WIM OOBeIMHEeHHE BMeCTe B OINHOM U
TOM Xe dapMalleBTUUECKOM KOMIIO3ULINN .

Kak ykazaHO BEHIIE B pasnee KOMOUMHUPOBAaHHA A Tepalnd,
napajiyieJIbHOEe BBeOeHMe IOBYX JIEKAPCTBEHHHIX CPEenCcTB He Tpedyer
TOT'O, UYTOOH CpenCcTBa BBOOMUJIM OOHOBPEMEHHO MM IIOCPEINCTBOM OIHOTO
M TOrO Xe crnocoba, IpM YCJIOBMM, UTO CYIMECTBYeT IIepeKpHBaHMe
[IEPMOOOB  BPEMEeHN, BO BpeMd KOTOPEX CpencTBa IPOABJIART UX
TepalleBTUUYeCKUM sdpexT. [lpenycMOTPEHO OOHOBPEMEHHOE VI
nocjienoBaTeJIbHOEe BBeIeHMe, KakK M BBeIOeHMe B pPas3JIMUHEE CYTKU WU
HenoeJju.

MoxHO IIOJIydaTh TaKXe TepalleBTUUeCcKMe HaOOPH M HaOOpH OJi4
oeTeKluy, OIMCaHHHE B HacCToAlleM IOKYMeHTe, coIepXalre 10 MeHblen
Mepe OIOHO M3 aHTUTeJla, I[elTuna, aHTUIEeHCBA3HBaLeI'o o¢palMeHTa
VI IIOJIMHYKJIEOTUE, OIIMCaHHEX B HacTo4meM OOKYMEHTE, u
VHCTPYKUMM IJIA MCIOJIbE30BAHMA KOMIIOZMLIMM B KaueCTBe pearleHTa IJid
OeTeKIUM WIM JIeKapCTBEHHOTO CpelcTBa. KOHTeMHepH NOJIS [OIpVMeHeHUI
B Takux HaBopax MOTYT, Kak I[OIpaBWUJIO, BKJIOUYATL I[I0 MeHBIEW Mepe

oouH (JIakKoH, TeCTOBYID NPpOoOUpPKyY, KoJIOy, OYTHIIKY, WIPUL MJIM OPYIOMN

IO X O I A KOHT eIZHep, B KOTOpBIﬁ MOXHO IIoMelllaThb OIHY MJIin
HeCKOJIBEKO nus KOMIIO 3L (KOMHOSMLU/I?I) OJIA IDeTeRKIVI I/I/I/IJ'H/I
TepaHeBTMT{eCKOﬁ KOMIIO 3L (KOMHOSMLU/I?I) 1 n IIpeliouyTrTEeJIEHO,

IIOOXO IO AMNVM o6pa30M rasoeJIATE Ha aJIMKBOTEH. Korma mnpenocTapBJIART
TarXe BTOpOe JIeKapCTBEHHOe CpeIlCTBO, Haéop MOXeT cCcoImepXaTb TaKXe
BTOpOﬁ OTOeJIbHEM KOHTeﬁHep, B KOTOpBIIZ MOXHO TIIOMeEelaThb 39Ty BTOPYIO

KOMITO SUIIMIO IJIA JeTeKInlM I/I/I/IJ'H/I TepalleBTMYEeCKYIO KOMITIO SUIIMIO .
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AJIbTEPHATMBHO, MOXHO IIOJydYaThk MHOXEeCTBO COeOMHEHMM B OIHOM
bapmMalleBTHUUECKOMN KOMIIO3ULIUH, M MOXHO YIIaKOBHBATH B OIHO
KOHTEeMHepHOe CpeICTBO, Takoe KkKak GJjgakoH, koyuba, mopul, OyTHIIKA,
WM  OpyToM IMOOXOIOAWNMM OOWH KOHTelMHep. HaOOoOpH, ONMCAaHHEE B
HacTofAlleM IOKyMeHTe, MOTYT, KaK I[IpaBWJIO, BKJKUATL CpeOCTBa MOJ4
comepXaHUs bsakoHa (GJIaKOHOB) c TIJIOTHOM burcaumen OJI
KOMMEPUECKOM Mpolaxy, HalpuMep, TakKue KakK OTJIMTHE WM I10JIyUeHHHEe
Cc nomombi GopMOBaHMA C  pa3nyBOM UM pacTsSXKeHMEeM IIJIaCTUKOBHE
KOHTEeMHEpPH, B KOTOPHX COXPaHA0T XeJjlaTeJbHBEM OGJakoH (H) . Korzma
paIvoakTUBHAsS MeTKa, XPOMOTeHHas, OGJyopoTreHHasd WM IOPyTOoM TUII
nogmammerica IOeTeKUIUMM MeTKM WM CPeOCTB IJ8 OeTeKLUVM BKIUEHH B
Habop, CPenOCTBO IJIS MedeHMsa JMOO MOXeT OHTH IPelOoCTaBJIeHO B TOM
Xe  KOHTelHepe, yTO M CcaMa KOMIIO3uMUMA OJS OeTeKUUr WU
TepalleBTUUeCKasa  KOMIO3ULNA, Jando aJIbTEPHATUBHO  MOXeT OHTH
IIOMEMEHO BO BTOPOe OTHeJIEHOe KOHTEMHepHOe CpPelcTBO, B KOTOPOM
3Ta BTOpasd KOMIO3MUMSA MOXeT OHTH IIOMelleHa M NOOXOIAmMM oB0pasoM
paszlejleHa Ha aJMKBOTH. AJBTEPHATUBHO, pPeareHT OJd HOeTeKUUUu U
METKY MOXHO IIOJIydaTb B OTIOeJIbHEIX KOHTEMHEepPHHX CpeICcTBax, U B
BOJIBIIMHCTBE CJlydaeB, Habop, MOXeT TakKxXe, KaK I[IpaBUJIO, BKJIOUYATH
CpeICTBa nOJg comepxaHusa ¢QJakoHa (QJIaKoHOB) C ILJIOTHOM OQUKCcalMemn
IJI KOMMEPUECKOM MNpOoIdaxu M/uUily yOOoOHOM YIaKOBKU M HOCTABKM.
[IpencTaBJIeHH TakKXe YCTPOMCTBO WMJIM allllapaT IJIA OCYIMeCTRBRJIEHUS
CriocoBoB OeTeKUUM WJIM MOHUTOPUPOBAHMSA, OIMCAHHHX B HaCTOAlleM
OOKyMeHTe. Tako¥ amnmnapaT MOXeT BKJIOUATL KaMepy WM IOIpoOMPKY, B
KOTOpPYK MOXHO IoMemaThb obpas3ell, CHUCTeMy pasJMBa XKUIKOCTeMN,
HeoBsA3aTeJIbHO, BKIOUYAKIY KJallaHe WJIM HaCOCH, UTOOH HaNpaBJIATH
noTok obpa3slla uYepe3 YCTPOMUCTBO, Heob®A3aTeJbHO, OMIBTPH OJIA
OTHeJIeHMSA IJIa3MH MJIM CHBOPOTKM OT KPOBM, CMECHUTEJIbBHEHE KaMeph OJId
no6aBJIeHVSA CBSA3HBAKIUX CPENCTE WM peareHTOBR JIS »OeTeKUur, U
HeoBdA3aTeJIbHO, HOeTeKTUpyKlee YCTPOMCTBO IJA IeTeKUUM KOJIMUeCTRa
noagmammencs OeTeKlUUNn METKMU, CBA3aHHOU c MMMy HOKOMILIIEKCOM
CBASHBAaKIEIO CpencTBa. [loTox ofOpasua MOXeT OBTHL [IaCCHUBHEM
(HammpuMep, TMOCPelCTBOM KaOWJJIAPHHX, IHUIPOCTATUUECKUX WU IPYyITUX
CuJI, He TpelyllMxX IONOJIHUTEJIEHHX MaHUIIYJISLUMM C YyCTPOMCTBOM IIOCJIe
HaHEeCeHUd obpaszua), NI AKTHUBHEM (HanlpuMep, IOCPenCcTBOM

IIPMJIOXEHMA  CWJIHL, HOqueHHOﬁ InocperCTBOM MeXaHMUYECKNMX HaCOCOB,
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BJIEKTPOOCMOTUUECKHMX HACOCOB, ILEHTPOOEeXHOM CUMJE WJIM YBEeJUUeHHOTO
oaBJIeHMsa  BO3Oyxa), WIM  IIOCPenCTBOM  KOMOMHaLUM AKTUBHEIX U
[IaCCUBHHEX CWUJI.

B ciaenymomMx  BapMaHTax OCYIECTRJIeHMS I[IpenOcTaBJIeH  Takxe
IpoLeccop, MallMHOUMTaeMa g naMsaThb n CTaHIOapTHAaA
[IOCJIeNOBATEJILHOCTL IEeMCTBUM, cCcoxpaHsgeMasd B MallMHOUMTaeMOW IIaMAaTU
Y  ajalTupOBaHHAS IOJIS BHIIOJHEHMS TIIPOLEeCCOPOM MOJIS OCYIeCTBJIEHUS
Jiodoro M3  CIocoB®oB, OIMCAHHBX B HacToAmeM IOKyMeHTe. IIpuMMepH
NOOXOOAMMX KOMIIBLIOTEPHEX CUCTEeM, OKPYXKeHUI U/UIKM KOHOUTYPaLM
BRJIIOUAIOT epcoHallbHEE KOMIILIOTEPH, KOMIILIOTEePE—CEePBEPH,
[IOPTaTUBHLEE W IepeHOoCHEe YCTPOMCTBA, MHOTOIIPOILIe CCOPHEE
CUCTEMH, MUKPOIIPOLleCCOPHEEe CUCTEMEH, KOMIILIOTEPHHEe  IPUCTaBKU,
IpoTpPaMMIPyYeMyo IoTPedUnTelIbCKY DIIEKTPOHUKY, ceTeBHe PC,
MUHUKOMIILIOTEPH, LeHTpaJbHHe KOMIILIOTEPH, pacrnpenesyIieHHY
BHUMCJIMUTEJILHYID Ccpely, BKJIDUALIYD JoObe M3 BHIIeyKa3aHHBX CUCTEM
WUIM YCTPOMCTEB, WIM JiobOHe »OpyTMe CUCTeMH, M3BeCTHHEe B IaHHOM
obracTu.

OBIME CIIOCOBHI

CTaHIapTHHE CIIOCOOBH MOJIEKYJIAPHOM BuoJoTUM OIIMCAaHB B
Sambrook, Fritsch and Maniatis (1982 & 1989 2nrd Edition, 2001 3xd
Edition) Molecular Cloning, A Laboratory Manual, Cold Spring
Harbor Laboratory Press, Cold Spring Harbor, NY; Sambrook and
Russell (2001) Molecular Cloning, 3% ed., Cold Spring Harbor
Laboratory Press, Cold Spring Harbor, NY; Wu (1993) Recombinant
DNA, Vol. 217, Academic Press, San Diego, CA). CrTaHIapTHHE
crnocoOB IHpencTaBJIEHE Takxe B Ausbel, et al. (2001) Current
Protocols in Molecular Biology, Vols.1-4, John Wiley and Sons,
Inc. New York, NY, I'e OoIMCaHH KJOHMPOBAaHME B KJeTKax OaKTepum u
MyTareHes JIHK (Vol. 1), KIOHMpOBaHME B KIeTKax MIeKOIUTAKMIUX U
opoxxeln (Vol. 2), TUNIMKOKOHBIOTATH U BKcIpeccusa Oeaka (Vol. 3) wm
tromHpopMaTMka (Vol. 4).

OnMCaHBE CIHOCOOB OUMCTKM OeJiKka, BKJIOUaAS VMMyHONIPEeUUINTAaLND,
XpoMaToTrpaduioo, BJIeKTpodopes, LUEeHTPUOYTMPOBaHME U KpUCTaJJIM3alluo,
(Coligan, et al. (2000) Current Protocols 1in Protein Science,
Vol. 1, John Wiley and Sons, Inc., New York). OmnmcaHb XUMWUECKUM

aHaJIlms, XVMMHMYeCKaAd MO,]II/I@I/IKaU,MF[, INIOCTTPaHCIIAIVMOHHAA MO,I[I/I@_)I/IK&LU/IF[,
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IoJIydeHre CJUTHEX OeJIKOB, ITJIMKO3UJIMpOBaHMe OeJIKOB (CM., HalpuMep,
Coligan, et al. (2000) Current Protocols 1in Protein Science,
Vol. 2, John Wiley and Sons, Inc., New York; Ausubel, et al.
(2001) Current Protocols 1in Molecular Biology, Vol. 3, John
Wiley and Sons, Inc., NY, NY, pp. 16,0,5-16,22,17; Sigma-
Aldrich, Co. (2001) Products for Life Science Research, St.
Louis, MO; PP . 45-89; Amersham Pharmacia Biotech (2001)
BioDirectory, Piscataway, N.J., pp. 384-391). OmnmMcaHH IOJIydeHUEe,
OUMCTKa, ¥ OGparMeHTalMs I[IOJIMKJIOHAJBHEX M MOHOKJIOHAJILHEIX aHTUTEJ
(Coligan, et al. (2001) Current Protcols in Immunology, Vol. 1,
John Wiley and Sons, Inc., New York; Harlow and Lane (1999)
Using Antibodies, Cold Spring Harbor Laboratory Press, Cold
Spring Harbor, NY; Harlow u Lane, Bmme). JOCTYINHH CTaHIapTHEHE
CIIOCOOH MJISg XapaKTepu3aluy B3auMMOIEVCTBMNI JMTaHO/pelentop (cM.,
HallpUMep, Coligan, et al. (2001) Current Protocols in

Immunology, Vol. 4, John Wiley, Inc., New York).

MoXHO IoJIy4aTh MOHOKJIOHAJIBHEIE, IOJIMKJIOHAJIL HEHE u
T'YMaHM3MPOBAHHEIE aHTUTeJla (cM., HaIpumep, Sheperd and Dean
(eds.) (2000) Monoclonal Antibodies, Oxford Univ. Press, New
York, NY; Kontermann and Dubel (eds.) (2001) Antibody

Engineering, Springer-Verlag, New York; Harlow and Lane (1988)
Antibodies A Laboratory Manual, Cold Spring Harbor Laboratory
Press, Cold Spring Harbor, NY, pp. 139-243; Carpenter, et al.
(2000) J. Immunol. 165:6205; He, et al. (1998) J. Immunol.
160:1029; Tang et al. (1999) J. Biol. Chem. 274:27371-27378;
Baca et al. (1997) J. Biol. Chem. 272:10678-10684; Chothia et
al. (1989) Nature 342:877-883; Foote and Winter (1992) J. Mol.
Biol. 224:487-499; TlaTeuT CIIA No. 6329511).

AJIbTEepHATUBHEIM T'yMaHM3allUMM ABJIAETCS MCIOJbL30BaHMe OUMOIMOTEK
YeJIOBeUeCKUX AaHTUTEJI, 5SKCIOHMPOBAHHEIX Ha Odarax, WM OubIMOTeK
UeJIOBEUECKMX aHTUTeJI B TpPaHCIT'eHHEX Mumax (Vaughan et al. (1996)
Nature Biotechnol. 14:309-314; Barbas (1995) Nature Medicine
1:837-839; Mendez et al. (1997) Nature Genetics 15:146-156;
Hoogenboom and Chames (2000) Immunol. Today 21:371-377; Barbas
et al. (2001) Phage Display: A Laboratory Manual, Cold Spring

Harbor Laboratory Press, Cold Spring Harbor, New York; Kay et



175

al. (1996) Phage Display of Peptides and Proteins: A Laboratory
Manual, Academic Press, San Diego, CA; de Bruin et al. (1999)
Nature Biotechnol. 17:397-399).

OnmMcaHBl OIHOLIEIIOUEUHHEe aHTUTeJla M OuaTejya (CM., HalpuMep,
Malecki et al. (2002) Proc. Natl. Acad. Sci. USA 99:213-218;
Conrath et al. (2001) J. Biol. Chem. 276:7346-7350; Desmyter et
al. (2001) J. Biol. Chem. 276:26285-26290; Hudson and Kortt
(1999) J. Immunol. Methods 231:177-189; n IlaTenT CIIA No.
4946778) . IlpencraBljeHH OMQYHKLUMOHAJIBHEIE aHTUTeJa (CM., HaIpuMep,
Mack, et al. (1995) Proc. Natl. Acad. Sci. USA 92:7021-7025;
Carter (2001) J. Immunol. Methods 248:7-15; Volkel, et al.
(2001) Protein Engineering 14:815-823; Segal, et al. (2001) J.
Immunol. Methods 248:1-6; Brennan, et al. (1985) Science 229:81-
83; Raso, et al. (1997) J. Biol. Chem. 272:27623; Morrison
(1985) Science 229:1202-1207; Traunecker, et al. (1991) EMBO J.
10:3655-3659; m IaTeHTn CIA No. 5932448, 5532210 m 6129914).

[IpencTaBJIEHH TakXxe OHCHelUMdUUeCKMe aHTUTeJla (CM., HaIpUMED,
Azzonl et al. (1998) J. Immunol. 161:3493; Kita et al. (1999) J.
Immunol. 162:6901; Merchant et al. (2000) J. Biol. Chem.
74:9115; Pandey et al. (2000) J. Biol. Chem. 275:38633; Zheng et
al. (2001) J. Biol Chem. 276:12999; Propst et al. (2000) J.
Immunol. 165:2214; Long (1999) Ann. Rev. Immunol. 17:875).

OumucTKka aHTUTeHa He ABJAeTCA HeobxXoOouMMOoM MOJIsa IIOJIYyUYeHUS
aHTUTE . KMBOTHEIX  MOXHO  MMMYyHM3UPOBATH KJIeTKaMu, HeCyMUMHU
NpeICTaBJAKINMY MHTepeC aHTHUTeH. 3aTeM CIUJIeHOUMTH MOXHO BHIOEJATH
13 UMMYyHU3VPOBAHHBEIX KMBOTHEIX, ¥ CILJIEHOLMTH MOXHO CJMBATL C
JVHUEN KJIeTOK MMEeJIOMH IJIS TIOJIydeHUS THUOPUIOMH (CM., HalIpUMEep,
Meyaard et al. (1997) Immunity 7:283-290; Wright et al. (2000)
Immunity 13:233-242; Preston et al., Beme; Kaithamana et al.

(1999) J. Immunol. 163:5157-5164).

AuTHTEJIa MOXHO KOHBOIMPORBATE, HallpuMmep, c
HM3KOMOJIEKYJIAPHEMM JIeKapCTBEeHHEIMU Cpencreamu, bepMeHTaMM,
JIMIIocoMaMu, TIOJIMS TUJIEHTJIMKOJIEM (IIs1) . AHuTHTEJIa MOXHO

VMCIIOJIE30BaThb IJIA TepalleBTUYeCKMX, INMaT'HOCTUUEe CKIMX ueneﬁ, B
Haéope iim IOJId IOpYyIT'UX ueﬂeﬁ, 1 OHM BKJIOUAKRT aHTHUTeJla, CBA3aHHEIE,

HallprMep, C KpacureJidMum, PaorMoaKTMBHEMM M30TOIIaMM, @epMeHTaMM
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WY MeTaJlJlaMM, HalpuMep, KOJJIOMIOHBEM 30JIOTOM (CM., HalopuMmep, Le
Doussal et al. (1991) J. Immunol. 146:169-175; Gibellini et al.
(1998) J. Immunol. 160:3891-3898; Hsing and Bishop (1999) J.

Immunol. 162:2804-2811; Everts et al. (2002) J. Immunol.
168:883-889) .

JOCTyYIIHH CIIOCOOEH IIPOTOUYHOM LUUTOMETPUN, BKJIIOYUA A
AKTUBUMPOBAHHYD (QJIyopecleHIIMeNM COPTUPOBKY KJeTok (FACS), (cMm.,
HanpuMmep, Owens, et al. (1994) Flow Cytometry Principles for

Clinical Laboratory Practice, John Wiley and Sons, Hoboken, NJ;
Givan (2001) Flow Cytometry, 2rd ed.; Wiley-Liss, Hoboken, NJ;
Shapiro (2003) Practical Flow Cytometry, John Wiley and Sons,
Hoboken, NJ). JIoCTymnHHEH QIyOpPeClleHTHEE pealeHTH, I[IOOXOIAmMe oJId
MOIMOUKAIIMM HYKJEMHOBHX KMKCJIOT, BKJUad OpalMephl ¥ 3OHIH U3
HYKJIEMHOBOM KMCJIOTH, IIOJIMIENTUIOH, M aHTUTeJa, IOJ8 MCIOJbL30BaHUA,
HallpMMep, B KadeCTBe OUMATHOCTUUECKMUX peareHTob (Molecular Probes
(2003) Karasior, Molecular Probes, Inc., Eugene, OR; Sigma-
Aldrich (2003) Karajsior, St. Louils, MO).

OnMcaHE CTaHOapTHHE CHOCOOH THCTOJOTMM MMMyHHOM  CUCTEME
(cMm., HamnpuMep, Muller-Harmelink (ed.) (1986) Human Thymus:
Histopathology and Pathology, Springer Verlag, New York, NY;
Hiatt, et al. (2000) Color Atlas of Histology, Lippincott,
Williams, and Wilkins, Phila, PA; Louis, et al. (2002) Basic
Histology: Text and Atlas, McGraw-Hill, New York, NY).

HOCTYIIHEl IIaKeTH IIPpOoTIPaMMHOTO obecrieueHrusa ¥ ©Oasbe OaHHBEX IJI4

onpemneJseHNns, HalpuMep, AHTUT €HHEX bparmMeHTOB, JINIOEPHEX
rmocjenoBaTeJILbHOCTEN, CBOpauUMBaHMUA BeJIKOB, OYHKLUMOHAJIEHEIX
IOMEHOB, YUaCTKOB TJIMKO BUJIMPOBAHUSA u BHPABHUBAHUSA

nocjiegoBaTesJIbHOCTEeM (cM., HalpuMmep, GenBank, Vector NTI® Suite
(Informax, Inc, Bethesda, MD); GCG Wisconsin Package (Accelrys,
Inc., San Diego, CA); DeCypher® (TimeLogic Corp., Crystal Bay,
Nevada); Menne, et al. (2000) Bioinformatics 16: 741-742; Menne,
et al. (2000) Bioinformatics Applications Note 16:741-742; Wren,
et al. (2002) Comput. Methods Programs Biomed. 68:177-181; von
Heijne (1983) Fur. J. Biochem. 133:17-21; wvon Heijne (1986)
Nucleic Acids Res. 14:4683-4690).



177

Npumep 1

[NonyuyeHMe aHTUTEJ KPHCH M Mbum IpoTuB hTIGIT

IOig noJiydyeHMsa aHTUTeJ OpoTue TIGIT ueJloBekKa, KpeHC Lewis
UMMYyHU3MPOBaJIXM PEeKOMOMHAHTHEM  OeJIKOM  — MeUeHHEM his TIGIT
yeJioBeKa "3 Sino Biologicals Kar. N10917-HOS8H) - c
MCIIOJIb30BaHMeM aIwvioBaHTa RIBI M MHBEKUIMM B [NOOYIIEUKY CTOIE II0
pacrnmMcaHui©n pas3 B JIBe  HeJOeJu. AJIb TEPHATURBHO, Memer  Balb/C
VMMYyHU3UPOBaJIM PEeKOMOMHAHTHEIM OeJIKOM — MeUeHHBM FC JUeJioBeKa
TIGIT yeJiOBeKa - C MCIOJb30BaHMeM anbiBaHTa RIBI M MHBEKLUUM B
MNOOYIEeUKyY CTOIIH o pacnmcaHuw pras B oBe HeOeJn. M
VMMYyHUSMPOBAHHEIX XKMBOTHEX OTOMpaJM KPOBE UM ONpenesyiaid TUTPH
CHBOPOTKM IOJIS CBA3BBaHMA C TpaHcOuuupoBaHHueMM TIGIT uejyioBeKa
KJIeTKaMu CHOK1 C MCIIOJIL 30BaHMEM ELISA Ha OCHOBe KJIETOK
(onmMcaHHOTO HWXe). XMBOTHBIX C HaMBHCIIMMKM TUTPaMM IHoIBepTalin
KOHEeUHOM OYyCTep-UMHBEeKUIUM pPekKOMOMHAHTHEM ©OeJIKOM, U IpeHMpYIIMe
NOOKOJIEHHEE JIMMOaTUUECKMe Y3JIE BHIOEJAIM UYepes UeTBepo CYTOK.
T'MBprOIOMEL noJiyyanmu IIOCPEenCTBOM DIIEKTPOCIUAHUA BEIIEJIEHHBIX
IVMOOLMTOB C HDApTHEPOM IO CJOMAHMI MuejioMom P3X63-AG8.653 ¢
MCIIOJIb30BaHMEM CHUCTEeMH IJIA D2JeKTpocausHus Cytopulse Hybrimmune.
CIMTHEe KJIETKM BHCeBaJM B 960-JIyHOUHHEe ILJlaHmeTs B DMEM/F12, 15%
BCS, HAT, IL-6, po®aBky OPI M IeHTaMMLMH.

CynepHaTaHTH TUOPUIOM aHaJIn3npOoBan 1o CBA3EBaHUL C
sKcopeccupyiomymy  TIGIT dYejoBeka KJeTkamu CHOKL ¥ IIepekpecTHOM
PeakIlMOHHOM CIIOCOOHOCTM TIIO OTHOMEeHMI K BkcopeccupybommuM TIGIT
MaKaka-pesyca kJjgeTkaM CHO ¢ wucnojgb3oBaHueM ¢QopmMaTa ELISA Ha
OCHOBe KJIeTOK. JIkchpeccupyimme TIGIT uyesgoBeka m TIGIT wmMmakaka-
pesyca kJeTkum CHO-K1 BHICEBAJIML B 96-JIYHOUHLIE [JIaHWEeTH  OJIA

KYJILTUBUMPOBAHMA KJeTok B 50 Mrjg DMEM/F12, 10% BCS M TIeHTaMMLMHa
(cpema CHO-K1). KieTku BHCeBagu JmMbo npu 2 x 107 KJIeTOK/JIYHKY 3a

IBOEe CYTOK OO aHaausza, Judo npu 4 x 107 KJIeTOK/JYHKY 3a OIHU
CYTKM OO aHalmM3a. Cpelly yOalldJM U3 JIYHOK OO aHajiM3a, ¥ HoOaBJIAJIU
50 MKJT cyliepHaTaHTa TUOPUIOOMH . CyllepHaTaHTH TMOPUIOMEL
MHKYOMpOBalIn B TedeHMe 30-60 MMHYT OpM KOMHATHOWM TeMIepaType U
npoMeBa M 3 pasza c noMmombio PBS/0,05% Tween 20 C MCHIOJB30BaHMEM

[IpoToOKOJIa HNPpOMEBKM ELISA Ha KJeTKaxXx B IIpOMEBaTeJle OJI4 ILJIAHIIETOB
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Biotek EL405x Select CW. IIaTbOecsaT MMKPOJIMTPOB aHTUTEJa MOJId
OeTeKUMM (KOHBOIMPOBaHHOTCO ¢ HRP aHTHMTesia KO3H HNPOTUB I1gG KPEBICH
(Southern Biotech xar. N 3030-05) wmaIM KOHBOIMPOBAHHOTO C HRP
aHTUTeJla KO3H npoTuB IgG wMemm (Southern Biotech xar. N 1043-
05)), no0aBJIAIN B pa3sBeneHnN 1:2000 B cperne CHO-K1 7
VMHKYyOMpPOBaJIM IIPpM KOMHATHOM TeMlepaType B TeudeHue 30-60 MMHYT.
[maHmeTE OJI4  aHajJM3a I[IpOMEIBaJM, Kak Bhlle, ¥  T[OPpOABJIAIU C
MCIIOJIE30BaHMEM TMRB, " oCTaHaBJIMBAJIU peakxkmo C TIOMOIIE IO
OCTaHaBJMBaKwmero pacTBopa njaga TMB (KPL kart. N 50-85-06) wmmm O,1
H dochopHOM KUCIOTH. OmnpenesidajM OITHMUECKYID IIJIOTHOCTE IIpu 450 HM-
620 HM. IIOJOXMTEJBHEE KJIOHH HABJIAJUCE PeaKIMOHHOCIIOCOOHEMM IIO
OTHOUIEHUIO K KJIeTKaM CHO-K1, TPaHCOUUMPOBAHHEM Kak TIGIT
yeJjioBeka, Tak u TIGIT wMakaka-pesyca, U HABJI4JIUCE OTpHULIATEJIbHEMU
10 CBSA3HBAHMID C MCXOIOHBEIMM KJeTkaMM CHO-K1. B »THMX aHajlM3ax, ecJu
ojg aHTUTeJIa [IOKA3EBAaJIN CBA3EBaHUE C MCXOIOHEMM
(HeTpaHCOULUMPOBaHHEIMA ) KJIeTKaMu CHO-K1; aBTOPH HacToAmeTo
n300peTeHUd OTOpAaCHBaJIM BTO AHTUTEJIO I[IpM CKPMHMHITEe KakK He
crneuupmnueckoe niaga TIGIT.

[TIOJIOXKUTEeJIE HEE TUOPUIOOMEL CYOKJIOHUPOBAJIN [IOCpenCcTBOM

JIMMIMTHMPYRIMET'O pa3BeleHMA WIIN Cy@KJ’IOHMpOBaJ'H/I IIocpeCTBOM pacceka

TUOPUOOM Ha I[IOJIyTBepObe Cpelb, ¥ oTfopa KJIOHOB Ha ClonePix®
(Genetix). [IBa UMKJIa CYOKJOHMPOBAHMUA IIPOBOOWIM OJIS MCXOIHHX
TUMOPUOOM. KoHeuHHE CYOKJIIOHEL BHP AU B aJIN B MeJIKOMa CIIT a OHBIX
KYyJbTpypax B OeCCHBOPOTOUHOM cCcpene IJA [OJIydeHUs TUOPUIOM U
oummaJ M  OJS  IIOJIYYeHMS  OUMIIEHHOTIO aHTUTeJIla IOJS  OaJlbHe men
XapaxkTepus3alun.

C MCHIOJIBE30BaAHMEM D3TUX CIOCOOOB IMOJYYMIINM IPUOJIU3UTEJIEHO 819
TUOPUIOOM.

Npumep 2

XapakTepusauus a"HTuTen npormus hTIGIT

CyllepHaTaHTH M3 I[IOJIOXUTEJIBHEX KJIOHOB TeCcTUpOoBaJiM Ha UX
CIIOCOOHOCTE OJIOKMPOBaTE CBA3HBAHME PeKOMOMHaAHTHOTO Oejyika CD155
uejioBeka - huFc ¢ wjerkamm CHOK1 ¢ hTIGIT B odopmaTe ELISA Ha
OocHOBe KkJeTok. Kierkm TIGIT-CHO-K1 wuejioBeka BHCeBaJu B 96—

JIYHOUHEIE IIJIaHIIEeTH, KaK OIIMCaHO BHIIE. Cpeny YyoaJjldjin m3 IIJIaHmeTOB,
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n 50 MKJI cyllepHaTaHTa I'MOPMIOOME MHKyOUpoBaJiM C KjeTkaMu CHO-K1 c

TIGIT uejyioBeka mpu 4°C B Teuenme 30 MMHYT. [[ATHOECHAT MUKPOJUTPOB
CD155 JeJioBeKa - huFc no0aBJIdJn B [JIaHmeT oo KOHEeUHON

koHlleHTpauuu 0,5 wMmxr/miun CD155 uenoBexka - huFc u uMHKYOUpPOBaAJIM B

Teuenre 30 MuHYT nOpu 4°C. IJlaHmMeTH OJd aHaJM3a [OIPOMHBaJIM 3 pasa C
noMmombio PBS/0,05% Tween-20, kak Bome. CBg3nBaHMe CD155 uejioBeka

- huFc c¢ kiuertxkamu hTIGIT-CHOK]1l 1neTekTHUpoOBaJM C MCIOJb30BaHMEM

KOHLIoraTra ¢ HRP BTOpMUHOTO aHTHTesa F(ab)’'2 xosw nOpoTuB 1dgG
yeJjioBeka (Jackson 109-036-098) B pazsBemenum 1:2000 B cpenme CHO-
K1l. IlnmaHmMeTH OPOABJAJIM C MCHOJBb30BaHuMeM TMB, ¥ ocCcTaHaBJIMBaJU
peakKuui C IIOMOMBI OCTaHaBJIMBAKIET'O pacTBopa mousg TMB, KakK ONMCaHO
BHllle, U onpeneydain A450-620 HM.

AHTUTEJIO KPEHICH, IIOJIy4eHHOE B COOTBETCTBMM C BHIIEONIMCAHHEM
criocobom, 0B03HAaUEeHO Kak 14A6, u IIPOUCXOOUT nus KJIOHAa
LB155.14A6.G2.A8. Clile) AHTUTEJIO KPHICH (14A06) NIPVHAOJIEXNUT K
usoTuny I1gG2/kanna UM COOepXMT BapuadelbHyln o00JacThk TSKEJIONW Illelu
3 SEQ ID NO:7 u BapuabenbHyl o0jJacTb JerkoM uemu wm3 SEQ ID
NO:8. OuumeHHOe aHTUTeJiO 14A6 cBA3EBaeTcsa ¢ TIGIT yesioBeka U
TIGIT w™Makaka-pesyca, Kak oOIlIpeleJieHO II0 CBA3BRBaAHUID C KJIeTKaMu
CHOK1 ¢ TIGIT wuesioBexka m TIGIT Makaka-pesyca InocpencreoM ELISA
Ha OCHOBE KJIeTOK (¢pmurypa 1) C MCHOOJBb30BaHMEM CIOCOOOB, ONMCAHHBIX
Brle. (IJIS KOHTPOJILHOTO AaHTUTeJa TOT'O Xe M30TUIla He TIoKa3aHOo
Kakoro-Jymbo CBA3HBAHUA (DaHHEIE He  TIpelCTaBJIEHH) . OuumeHHoOEe
aHTuTeJ 0 14A6 MOXeT Takxe OJIOKMPOBATH B3auMomencTBue hTIGIT wu
hCD155 ¢ wmcnoab30BaHMEM aHaJM3a OJoKMpoBaHMA ELISA Ha OCHOBe
KJIeTOok (durypa 3) C MCHOOJBb30BaHMEeM criocofa, OMNMCAHHOTO BHIIE.

AHTUTEJIO MBIIM, IIOJIy4deHHOE B COOTBETCTBMM C BHIIEONIMCAHHEM
criocobom, 0B03HAaUEHO Kak 28HD5, u IIPOUCXOONUT nus KJIOHA
TC1l67.28H5.H5. 3T0 aHTHTeso MM (28HD5) OpuMHAIJIEXUT K WM30TUILY
IgGl/kamnma ¥ COIepXuT BaprabelbHyl O0OJacThb TIKeJoM Ilenu u3 SEQ
ID NO:63 u BapuabelbHyK O00JlaCTb JeTkoM Uenu u3 SEQ ID NO:64.
OuumeHHOe aHTUTeJyio 28H5 Taxkxe ceBas3weBaeTca ¢ TIGIT uyejloBeka M
TIGIT w™Makaka-pesyca, Kak olIpeleJlIeHO II0 CB4A3bBRBaHUD C KJIeTKaMu
CHOK1 ¢ TIGIT wuesioBexka m TIGIT mMakaka-pesyca InocpencreoM ELISA

Ha OCHOBE& KJIETOK (puIypa 2) C MCIOJBE30BaHMEM CIIOCOOO0B, OIMCAaHHEX
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Bome. OQuumeHHOe aHTUTeJio 28H5 Takxkxe OJIOKMPYeT B3aMMOIEVCTBUE
hTIGIT m hCD155 ¢ wmcnoJbp30BaHMeM aHaJM3a OJiokupoBaHusa ELISA Ha
OCHOBe KJIETOK (durypa 3) C MCIOJB30BaHUeM crocoba, OIMCAHHOTIO
BHIIE .

Opyroe AHTUTEJIO MBI , [IOJIYUYEeHHOe B COOTBETCTBUU C
BHIIEONIMCAHHEIM CIoCco0oM, 0003HauyeHO kKak 31C6, ¥ OPOUCXOOUT U3
KJIOHa MEB125.31C6.A1,205. 510 aHTUTeso MemM (31C6) OpMHAOJIEXUT K
nsoTuny I1gGl/kanna UM CcOoOepXuT BapuadellbHyl o6JacTh TSKEJION Illelu
3 SEQ ID NO:94 u BapuabesibHyl o00JlacTh Jelko¥ uenu m3 SEQ ID
NO:95. OuumeHHOe  aHTMUTeJiIo 31C6 Takxe CBAI3wBaeTrca ¢ TIGIT
yejioBbeka M TIGIT Makaka-peszyca, KaK OlIpeneJyIeHO I[I0 CBA3BRBaHUD C
KJIeTKaMM1 CHOK1 c TIGIT yeJIOBEKaA " TIGIT Makaka-pesyca
nocpencreoM ELISA Ha OCHOBe KJeTOK (durypa 4) C MCIOJB30BaAHUEM
CIIOCODOB, OIIMCAHHHEX BHIMe. OUMIIeHHOE aHTUTeJilo 31C6 aHTUTeJIO TakKxe
OJIOKUpPYET B3aMMOIEMCTBUE hTIGIT wm hCD155 C  MCIIOJIb30BaHMEM
aHagnza OJjokupoBaHusa ELISA Ha OCHOBE KJIIETOK (purypa 4) C
VCIIOJIE30BaHMeM criocofa, OINMCAHHOT'O RBHIIE.

OnpegneneHue adbdmuHOCTHU CBSISHBaHUS MCXOIOHOTI'O (He
OTHOCHIUIET'OCS K dYeJIoOBeKy) aHTuresna npoTuB TIGIT ¢ pekOMOMHAHTHEM
BfenxkoM ¢ TIGIT uenoBeka: KMHETUMKY AaKTMBHOCTM CBSI3BBAHUS aHTUTEJ]
npotue TIGIT yejyioBeka 14A6 m 31C6 (IIOJYUeHHEX, KaK OIMCAaHO B
npuMep 1), M KOMMEpPUeCKOIT'O aHTuTejsla MBSA43, M3MepsasM IOCPEeOCTBOM
[IOBEPXHOCTHOTO IIJIa3MOHHOTO pPe30HaHcCa C MCIOJIL30BAHMEM CUCTEMH
Biacore T200 (Biacore, GE Healthcare, Piscataway, NJ) .
[MpubauzuTeasHo 5000 PE aHTMTesa nOpoTuMB 1gG wmemm, GE Healthcare,
KaTaJIOXKHHEYM  HOoMep  BR-1008-38, WY  OIpUOIU3UTEJILHO 13000 PE
crneunuduueckoro nJga ¢parMeHTa aHTUTeJla KO3H OpoTuB Fc-ramma I1gG
KPHICH, Jackson ImmunoResearch, kaTaJlOXHBEM HoMep 112-006-071,
VMMOOMJIIMB30BAJM IIOCPEeIOCTBOM XVMMUUECKMX peakKUuuy OIPUCOeOIMHEeHUS IIO
aAMMHOTPYIIIIe Ha CeHCOpHOM uune CM5 cepum S, KaTaJIOXKHEM HOMep BR-
1005-30. KaxOelii M3 KJIOHOB AaHTUTeJ MM OpoTuB TIGIT ueJioOBeKa,
31C6 m MBSA43, WHBeUMPOBAJM Hall I[IOBEPXHOCTAMM MWMMOOUIIN30BaHHEX
AHTUTEJI TIPOTMB aHTUTeJ] MBEIM HOpM 1 MK/MJI OO YPOBHS CBS3HBaHusa 40
PE. KiioH aHTUTeJ KpHCH HOpoTHME TIGIT uesnoBeka 14A6 MHBeLUPOBAJIU
Hall T[OBEPXHOCTAMM MMMOOUIIM3OBAHHEIX AaHTUTEJ [IPOTUME AaHTUTEJI KPHBICH

npy 1 MKT/MJII 1O YypoBHA cBA3mBaHua 40 PE. Bydep HBS-EP+ (BR-1006-
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69) MCIOJIB30BaJIM B KauecCTBe pabouero O6ydepa CO CKOPOCTBK IIOTOKAa
30 MrJI/MMH. PasauuHbe KoHUeHTpaluy Oenka TIGIT uejyoBeka-His wmim
Besqka TIGIT-Fc, B mmanaszsoHe or 0,29 HM mo 40 HM, OpM CKOPOCTH
noroka 45 MKJI/MMH MHBEUMPOBAJM HaI I[IOBEPXHOCTAMM aHTUTeJ. Illocie
KaXxmooro LMKJa MHBEKUMM aHTUTeJ MbIIM HOpoTuk TIGIT uyejioBeka nOJidg
KJIOHOB 31C6 " MBSA43, [IOBEPXHOCTE upna CM5 cepumn S
pereHepUpPoOBaJM C MCIIOJbL30BAHMEM OIHOM TPexX—-MUHYTHOM UHBekuum 10
MM TummiuHa pH 1,7 Opu ckopocTu noToka 10 MkJ/MuH. Ilocjie KaxXmoTo
LUMKJIa MHBEKUMM aHTUTeJI KPHCH OpoTuB TIGIT uUyeJioBeKa, I[IOBEPXHOCTH
upyrna CM5 cepum S pereHepupoBaJIM C MCHOJbL30BaHMEeM onJHoM 20-
CekyHOHOM MHBekumm 10 MM tumumHa pH 1,5 ¢ nocienyomyMy neyMsa 10-
CeKyHIOHHMM MHBeKIuaMmu 12,5 MM NaOH npm ckopocTM T1ioToka 60
MKJI/ MIH .

CeHCcOTpaMME C BHUMTaHMEeM QOHOBOTO CBASEBAHUSA WCIOJB30BAaJIU
IOJId aHaJM3a KOHCTAHTH CKOPOCTM CBA3HBaHMA (ki) ¥ OUCCOUMALUU
(ka), M paBHOBECHOM KOHCTAHTH Ouccoumaumuu Kp. IloJlyueHHBEEe HaOOPH
OaHHHX T[IPMBOOMJIM B COOTBETCTBME C MOIE&JIBK CBA3HBaHMA 1:1
JIsHTMIOpa C MCIOJIB30BaHMEM IIPOTPaMMHOTO ofecleueHMd OIS OLEeHKU
IDaHHEIX Biacore T200 (Bepcum 2.0). B Tabmuue 3 OOOOWEHEH
adOMHHOCTM  aHTUTEJ IIPOTUB TIGIT ueJsyioBeka OJi4d Oenka TIGIT
yeJioBeka-His u Gejyka TIGIT-Fc.

Tabmmiza 3: NsMepeHre addMHHOCTM AHTUTEIN IIPOTHUB TIGIT
yejioBeka ¢ OenxoM TIGIT wuenoBeka-His wu ©OGenkoM TIGIT-Fc c

UCIIoNbLB30BaHMeM BIAcore.

KiioHn KD nmo BIAcore KD o BIAcore

(TIGIT ueyoBeKka-— (TIGIT uenoBeka-
his) Fc)
(rM) (riM)

14A6 (rIgG2a/K) 3,09 3,12

31C6 (mIgGl/K) 34,4 10,9

CpaBHUTeJIbHOe MBSA43
36,3 16,5

(mIgG1l)

NpuMep 3

AHanus3 akKTUMBHOCTM T-KJeTOK in vitro mOns aHTAT'OHUCTUUYECKUX
anTuren npotmuB hTIGIT
N3 TeCTUPOBAaHHEIX aHTUTE, NPUOIIMU3UTEJIEHO OJ1sg 352

MOHOKJIOHAJIb HEIX AaHTUTEJI, Kak IIOKasaHo, GHOKT/[pyIOH_H/IX CBA3EIBaAHNME
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CD155-Fc ¢ «wJjeTrxkamu CHO, srcnpeccupyromyMvmu  hTIGIT, NOpoBOIWIIM
CKPUHMHI II0 WUX CHOCOBHOCTM YCHMJIMBATE AaKTMBHOCTL T-KJIETOK 1In
Vitro C MCIOJIb30BaHMeM OQYHKUMOHAJIBHHEX aHaJlM30B Ha OCHOBE KIIETOK.

OOMH aHaJiM3 aBTOPHE HaCTOoAWleI'0 M300peTeHMA pas3padboTanu IJiAa
xXapakTepu3auny OYHKUMOHAJBLHEX IIOCJIeOCTBUNM OJIOKMPOBAHMSA pelenTopa
TIGIT deJlOBeKa C MCIOJIb30BaHMeM KkJJeToK Jurkat, uMMoOpTalM30BaHHOM
JIMHMIM KJIeTOoK T-JamMbpoLMTOR UeJioBeka (kJjioH E6-1; ATCC TIB-152),
CKOHCTPYMPOBAHHOM mOJIg cCBepxskchnpeccur TIGIT uyesyioBeka (hTIGIT-
Jurkat), KOTOPHE KYJIbLTUMBUPOBaJM COBMECTHO C kJeTkammu THP-1,
JMHVEeNM  MOHOLMTAPHEIX  KJIETOK  UeJIoBeKa B IIPUCYTCTBUM WJIM B
OTCYTCTBMEe OOHOTO U3 JuraHgos TIGIT, CD155 wm CDl1l2. KJjeTku
hTIGIT-Jurkat, KyJbTMBMPOBAaHHEE COBMECTHO C KJeTkaMu THP-1 wmu
CTUMYJIMPOBAaHHEE CBA3aHHBM c [IJIaHIIE TOM mAb [IPOTUB CD3,
nponyumpyor I1L-2, HO koI'ma JmuraHn TIGIT (CD155 wmym CD112)
nofaBJjdaInu B COBMECTHYK  KVYJIBTYPY, YPOBHU IL-2 YMEHBMAaJNCh
3aBUCHMBIM OT JIMT'aHIa ofbpaszoM. O00paboTka aHTUTeJlaMM, OJIOKUPYIMMA
B3amMmonmencTBMe CD155- wmmam CD112-TIGIT, TakuMM KakK KOMMEpPUeCKH
nocTynHoe Ab npoTuB hTIGIT, xJoH MBSA43 (eBioscience Kar. N 12-
9500-42), BOCCTaHaBJIMBaET OPOOYKIUIVID IL-2 B 3TOM aHaJm3e
3aBUCHUMBEIM OT IO3E oOpasoM (¢urypa 5).

96-JIyHOUHEIE ILJIOCKONOHHEE ILJIAHMETH I[IOKPHBAJIM AaHTUTEJIOM MBI

npotuB CD3 uesoBeka (1 MxT/Ma B PBS; xjoH HIT3a; BD Pharmingen

KaT. N 555336) B TeueHMe Houm npu 4° C. Ha ciemyomue CyTKH,
rkieTkyu hTIGIT-Jurkat (50000) BrHCeBalM B OpPeldBapUTEJIBHO IIOKPHITHE
[JIAHMETH WM IIPOBOOUIIM I[IPeOBapUTEJIbHYID WMHKyOauuin B TeudeHue 30-60
MUHYT C mAb B pa3JIMUHHX KOHIeHTpaluax. Kiaerxkum THP-1 (50000)
nof%aBJgaIM B KYJbTYPY, 3aremM Jubdo CD155-Fc (ECD CD155 uejyioBeka,
camTElr ¢ Fc desgioBeka; 1,0 wMxp/mM), Jmbo CD112-Fc¢ (ECD CD112

yeJIOBEKa, CJIUTHIL ¢ Fc uejgosBeka; 0,5 Mxr/mi) . Ilocsie uHKyOalluM B

TeueHme 18-24 uac npum 37°C u 5,0% CO2, ypoBHM IL-2 oOlLeHMBaAJIU B
KyJIbTypPaJIbHEX CylepHaTaHTax I[ocpelcTBoM Meso Scale (Ha®op Human
IL-2 Tissue Culture MESO: Katr. NMK151AHB-2). Ofpaborka MBSA43 (10
MKT'/MJI) BOCCTaHaBJIMBaJjia I[IL-2 1O YPOBHS, PAaBHOTO YPOBHIL, KOTIa
aKTMBUMPOBaAHHEE KJeTky hTIGIT Jurkat xkynsTuUBUMpyBT < THP-1 B

orcyTcTBMe CD155 mam CD112.
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Kak 1nokazaHO Ha O¢uIrype b5, IpM TUTPOBaAHMUM aHTUTEJA IIPOTUB
hTIGIT, xJjioHa 14A6, or 30 MKI/MJI CO CHuXeHuMeMmM no 0,04 wMxT/MII,
noJyuman Ecso 0,190 MKI/MJI O cpaBHeHMIO ¢ MBSA43 npu 0,24 MKD/MI
C VCIIOJIE 30BaHUEM 2TOTO a”Hausa. KiioH 14A6 (30 MKT/MJI)
BOCCTaHaBJIMBaJl ypoBeHb IL-2 mo 82% or MBSA43 (10 Mxr/Mi) .

Ha o¢urype 5 T1@okaszaHO TaKXe, UTO I[IpU TUTPOBaAHUM aHTUTeJa
nporus hTIGIT, xJoHa 28H5, orT 30 MKI/MJI CO CcHmXeHrem po 0,04
MKT/MJI, nojayumiar ECsg 0,24 MKI'/MJI IO CpaBHeHuio ¢ MBSA43 mopm 0,24
MKT/MJI C MCIOJIL30BaHMEM STOTO aHaM3a.

Ha o¢urype 6 T1@okKa3aHO TaKXe, UTO IIPpM TUTPOBaAHUM aHTHUTEeJa
nporus hTIGIT, xJjoHa 31C6, oT 30 MKD/MJI CO CHMXeHrem po 0,04
MKT/MJI, HOoayumiar ECsg 0,14 MKI'/MJI IO CpaBHeHuio ¢ MBSA43 mopm 0,24
MKT/MJI C MCIOJIbL30BaHMeM STOTO aHalm3a. Kiodn 31C6 (30 wMxT/Mi)
BOCCTaHaBIMBaAJ ypoBeHb I1L-2 mo 118% or MBSA43 (10 Mmxr/mi) .

M3 352 TeCTHMpOBaHHBIX MOHOKJIOHAJIBHEIX AaHTUTEJ, NIPpUOJIM3UTEJIBHO
113 ABJSJIMCHL CIIOCOOHEIMM YCHMJIMBATE aKTMBHOCTEL T-KJIETOK Iin vitro cC
VICIIOJIbL30BaHMeEM QYyHKIMOHAJIEHEIX aHaJIM30B Ha OCHOBE KIJIETOK.

NpuMmep 4

AHanmmis axTUBHOCTU T-KjIeTOK 1in Vvitro OIS AHTATOHUCTUUECKUX
aHTUuTen npotmB hTIGIT

ABTOPH HacToAmero nzobpeTeHmA najiee aHaJIM31pPOBaJn
OTHOCUTEJILHEM (QYHKUMOHAJIBEHEM aHTaroHu3M TIGIT u BOCCTAaHOBJIEHUE
akTuRauuy T-KJIeTOK U  20PeKTopHOM  OYHKUMM C  MCIOJIb30BaHUEM
IIePBUUHOM JIMHUM T-KJIEeTOK UeJIOBeKa, BDKCIpecCHUupyomel SHIOIOTeHHLM
TIGIT npm axkTuBauum T-krJeTOUHOTO pelentTopa (TCR). JlmHMA T-KJIIETOK
yeJjioBeka BC4-rJjioHa 49 1pencrTaBJgeT coboM  cHeuuduueckKum  OJisd
aJlyloaHTUTeHa kJOH CD4+ T-KJeTOoK ueJiIoBeKa, »BKchOpeccupybomuit TCR,
crnelndUUeckum mnoJasa MoJiekys MHC HLA-xjacca II, »BKCIPeCCHUPOBAHHHM
Ha TpaHchopMupoBaHHOM EBV Jjumuum kjJeTok, JY (HLA-DR1,4). Jinnusa T-
KJIeTOK dJejioBeka BC4-xjoHa 49 TpedyeT TIOBTOPHOWM CTUMYJIALUU
aJJIOaHTUT'€HOM KaXIEe IBe HeOesju, C MCIOJb30BaHMeM OOJIYUEeHHHX
(5000 pam (50 TI'p)) crTuMyIMpyommx kJeTok JY, oOJydeHHEX PBMC
(4000 panm (40 Tp)), BHOEJEHHHX M3 IBYX JEMKOLUMTAPHHX CJOeB, U
PHA-P (2,5 Mmxr/mi; Sigma), a Takxe 10 Hr/mi IL-2 uyejyioBeka (R&D),
nofaByggeMoTOo Kaxiee 3-4 CYTOK TIIOCJe IIOBTOPHOM CTUMYJIALUUM WU

pasMHOXeHusa. HecKoJbKO KJOHOB T-kjeTok (BCl-6, BC4-27, BC4-49)
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aHalusupoBaJiM HocpencTeoM I[P m 3aTeM T[OCPeOCTBOM [IPOTOUYHOM
UUTOMETPUM IO OTHOCUTEJIbBHOM o»kchOpeccur TIGIT [mocie TIOBTOPHOM
CTUMYJIALUNA, u BHIOpaJn BC4-xJjoH 49, IIOCKOJIBKY  OH obJanall
HauBHCIIeM 5Bkcopeccuer TIGIT 0o CpaBHEHMIO C IOPpYyTIMMKM KJIOHAMHU.
OTHOCUTEJIbLHY DKCIpeccHuion ¥ KuHeTuky TIGIT, CD226, CD96 m CD155
MOHMTOPUPOBAJIM II0CJIe IIOBTOPHOM CTUMyJIAUMM OOJydeHHEIMM (5000 papmg
(50 Tp)) crTumyaupyomuMy kJeTkamu JY, o6jgydyeHHEMM PBMC u PHA-P,
OJIS OLEeHKM HaWJlydlleI'O BpeMeHM IJIS aHaJu3a DNAb—-aHTarOHMCTOB IIO
OTHOCUTEJILHOM aHTAaTOHUCTHUUECKOM aKTMBHOCTM IO OTHomeHMioo k TIGIT.
IInxk oskcopeccur TIGIT Habuomaly dYepe3 3-4 CyTOK IIOCJe IIOBTOPHOM
CTUMYJIALIMM, B TO BpeMsd KakK »5»kclpeccuda CD226 m CDY96 yMeHbIAJIaChb
Ha IIPOTAXeHMM TOTI'O Xe IIepruola BpeMeHM. 3aTeM sSkchopeccusa TIGIT
yMeHblaJlaCcb, B TO BpeMsa KaK B3Kchopeccuda CD226 wm CD96 cHoBa
yBeJIMUMBaJlachk Ha CYTKM 6 IIOCJle IIOBTOPHOM CcTuMyldaumuu (¢urypa 7).
CoOTBeTCTBEeHHO, mMADb - KaHIMIATH Ha aHTaroHMcTH TIGIT - olleHMBAaJIM
yepes 3-4 CyTOK IIOCJIe IIOBTOPHOM cCcTuMylduum. TpaHcdbexTanTt JY,
CBepxnpKchOpeccupywmmui CD155 uejioBeka, TNOJydYaJM C MCIOJb30BaHUEM
PETPOBUPYCHEX BekTopoB pMX->huTIGIT B kaueCTBe CpencTB IJid
cynpeccur oTBeToB T-kjeTKoOk BC4-wxjioHa 47 B OMOJIOTMUECKOM aHalin3e
IIepPBUYHHX T-KJIEeTOK M IOJS OLEeHKM OTHOCHUTEJIbHOM CIOCOOHOCTM mAD

npormB TIGIT NpoABJIATE aHTaroHmsM akTupaluum TIGIT nocpelcTBOM

CD155 m BOCCTaHaBJMBaThL Iposmdpepaumnio T-rjeTok u I1FNy uepes Tpoe
CYTOK.

AHaJM3 [epPBUUHHX T-KJETOK I[I0 OTHOCUTEJIBHOMY aHTal'OHM3My AD
nporrue hTIGIT nporomuiM clenyiommuMm obpas3oM. JuHMBD CD4*T T-kKJjeTok
uejioBeka BC4d-wxjoHa 49 COBMECTHO KYJBTUBUPOBAJIM C OJOKUPYRIUMN
CD155-Fc mAb, Clrieumnpmude CKMUMM OJisa hTIGIT, B pa3JINUHBIX
KOHIleHTpauuax (33, 11, 3,7, 1,2, 0,4 n 0,1 Mxr/mMI) B TeueHue 30
MUHYT ¥ 3aTeM pacceBalii B KPYIJIOOOHHEE 96-JIyHOUHEE ILJIaHWEeTH (2 X
104 C/JIYHKY) . TpaHcheKTaHTH JY-hCD155, AKCIpeCcCHUpyrimnme
aJlJICaHTUT'eH W BHCOKMe ypoBHM hCD155, ob6ayuann (5000 pam (50
I'p)), IIPOMEIB aJIN u 3aTeM nDo0aBJIAJIN B JIYHKM, comepxanme
obpaboraHHue mAb mnpotmue TIGIT T-wxjJeTku BC4-rjgoHa 49, OO KOHEUHOMU

KOoHUeHTpauum 1 x 104 (B cooTHomeHuM 2:1 T-KJIeTKa: KJIeTKa—-MUIEHD)

mwm 5 x 103 (B coorHomeHuM 1:4 T-KJIeTKa: KJIeTKa-MMIIEHL) B ofmeM
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obbeMe 200 MKJI/JIYyHKY. KOHTPOJIL BKJOYAJ OTCYTCTBUe 00paboTku mAb,
COBMECTHOE KYJbTUBUPOBaHMe C o00OpaboTaHHEMKM mMAD TOTO Xe M30THUIIa
T-KJIeTKaMM1, TOJIEKO T-KJIETKM M TOJBKO KJeTkM JY-CD155. Uepes mTpoe
WM 4YeTBepO CYTOK COBMECTHOI'O KyJIbTUBUPOBAHUA, CyIlepHaTaHTH

co@mpaﬂm IOJIST  KOJIMUECTBEHHOM OLEeHKM ULUMTOKMHA MHTep@epOHa—PaMMa

(IFNy), m T-wxjeTku obOpabaTHBajXM 6 YaCOB TPUTHMPOBAHHEM THUMUIVHOM
OJIS OlLleHKM OTHOCUTEJILHOM HOpoJubepalmm.
Kaxk mnokazaHO Ha oourypax B8A wm 8B, ofbpabtoTka mAb OpoTUB

hTIGIT 14A6, 28H5 wm 31C6 T-xjaetok BC4-xjgoHa 49 npuBommjia K

BOCCTAHORJIEHUID OTBeTOB IFNy u nOposmdepaTUBHEX OTBETOB, Kak
OLIEHEHO IIO0 YBEeJIMUEeHHEIM OTBEeTaM II0 CpaBHeHMIK C o0OpaboTaHHEMU
AHTUTEJIOM TOTO Xe M30Tulla W HeobpaboTaHHEMM T-kKJIeTkaMM. JJId
KOMMEPUEeCKOTO aHTuTeJa MBSA43 um a"turen 37D10 m 25G10 (aHTHMTeJa

nporue TIGIT, TIOJIYUEeHHEIE, Kak oNIMcaHO B IpuUMepe 1) TakKxe

IIoKas3aHa aKTMBHOCTE B STOM aHaJM3e. VYBeJMUeHMe Oponykumm IEFNy
nocjyie obpaborkm 14A6, 28H5 m 31C6 OvBUIO B CpelHeM IIpUOIU3UTEJIBEHO
B 2 pa3a.

Npumep 5

[I[poTMBOOMIyXOJNeBasd aKTMBHOCTE aHTuUTen npotuB TIGIT m nOpoTHUB
PD1 B MOIenM OIIYyXOJIM Ha XMBOTHEX

Memwp: CamMok Mbmiert BALB/cAnN B BO3pacTe NPUOIMBUTEJIBHO CEeMb-
BOCeMb HeIeJlb CO cCcpenHeM Maccou Tejla 20 oDpaMm HOJydaas U3
Taconic Laboratory (Germantown, NY). OOmMenNpMHATHM KOPM IJIA
XMBOTHEIX M BOIOY IMPeNoCTaBJAIM 6e3 OoTpaHUUeHUMN.

Pearenmsi-aHTHTEJa: MOHOKJIOHAJILHOE  aHTUTEJIO MBIIM  M30TUIIA

IgGl mnpotms PD-1 MBIIM M KOHTPOJIBHOE AHTUTEJIO TOI'O Xe M30THUulla

IoJIydajXd M3 BHEMHMX MCTOUYHMKOB B (QOPMe 3aMOPOXeHHEx (—-80°C)

MCXOIOHHX pPacTBOPOB. AHTUTeJIO KpHCH OpoTHue TIGIT wMemmu (GIGD7)

nojiydajgu w3 eBioscience B dopMe MCXOOHOTO pacTBopa Inpu 4°C.
KoHuTpoJsibHOE AHTUTEJIO n30TUIIa IgGl [pencTaBJIAaiIo cobomn
MOHOKJIOHAJIBHOE AaHTUTEJIO MBIIM, CHelUupuuecKoe OJI4d aOEeHOBUPYCHOT'O
rexkcoHa 25. KOHTpPOJIELHOe aHTUTeJIO u30oTula 1gG2a NOpelcTaBJIAJIo
cofoM MOHOKJIOHAJIBHOEe AaHTUTeJIO KpPHCH, clhHeluduueckoe mjsa 0OeTa-
rajlakTo3unas3e. MVzoTun IgGl MBIIM HGBJSAETCS MBIIMHBM 3KBUBAJIEHTOM

M30THUIla IOJIA YeJIOBeUWeCKOI'O M3O0THIIa IgG4.
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CocTaBsl peareHToOB-aHTHTeJ ! Bydepu COCTAaBOB ABJIAJIUCE
ClleIMOUUEeCKMMM OJIS KaXOoI'0 aHTUTeJla, 4YTOOH CTabuiIM3UpOBaTh OeJIKU
M IOpemoTBpallaThk ocaxneHme. CoOCTabBH ABJAJIKCH cJenyommuvm: mIgGl:
75 MM NaCl, 10 MM ¢dochdaT HaTpuid, 3% caxapoza, pH7,3; aHTUTEJO
npotue PD-1: 20 MM auetaT HaTpu#a, 7% caxapo3a, pH5,5; IgG2a
KpeICE: 20 MM aueraT HaTpusa, 9% caxapoza pH 5,5, M aHTUTEJO
npotue TIGIT (GIGD7): PBS pH 7,0.

IHNonyvyeHue w HMOJAHTALNMS  JHMHHKM  KJIETOK OINYyXOJ¥: KIIETKU
KapUuMHOMH oOfomouHOM Kumky CT26 KyJIBTUMBMPOBaJIM B cCcpeme RPMI,
OOTIOJIHEHHOM 10% VHaKTUBUPOBAHHOM HaTr'peBaHUeEM >MOPMOHAJIBEHOM
OEUBbEN CHBOPOTKOM. 3x10° Haxomammuxcda B JoTapudMmueckoyn odasze u
CYOKOHQIIIOSHTHHX KJIeTok CT26 MHLeUUMpOBaJM INOOKOXHO (I/K) B oObheMe

100 MrJ OeccHBOpOTOUHOM RPMI B HWXHIK 3alHIOK YacTb IIpaBoro Ooka

KaxIom MBI . Mrnnert CcHauaJa BHIOPMBaJIM c MCIIOJIE 30BaHMEM
BJIEKTPOHHOM MamMHKM B o0JlacTu, IIOoAJeXalel MCIOJb30BaHWD IJIA
VMILJIaHTaLMnH .

CT-26 npencrTaBJIgeT cobon JIMHUIO KJIETOK KOJIOPEeKTaJIbHOM
aIeHOKAPIMHOME MBIIM, CHMHTEHHOM mJd JrHMMKM MemM  BALB/c. CT-26
ABJIAETCHA HNOOXONAMEeNM MOINeJIbBHOM CUCTEeMOM IJid OLeHKM MexaHM3Ma
neCcTBUAa AHTUTeJIa IpPOTUB PD-1 Oilaronaps TPaHCIUPYEeMOMY
MOJIEKYJIAPHOMY HOPOOUIII0 STOM OIyxXOJM IIOoCJie TepaluM aHTUTeJIOM
nportus PD-1.

UBMepeHusT onyxoyix w Macci Teja: OINyXOJM U3MepAUM 3a CYTKHU
OO TIepBOV IO3H M IOBaXIH B HeleJo Hocje. [IMHY U MUPUHY OIIYyXOJU
VU3MEPAJIM C MCIOJIbE30BaAHMEM DBJIEKTPOHHOTO MTAHTEHUUPKYJII, U OO0BeM
OIIYyXOJIM OINpenesiayii C MCIOJb30BaHuMeM ©(QopMyJiEl ofbeM (Mm3)=0,5 x
IJMHa X [VpWHaZ, TOe IJIMHa TIpelcTaBideT cobol 0Oojiee OJIMHHOE
M3MepeHre. Mumel MIepUMoIUYeCcKM B3BeNMBAIM IJIS MOHUTOPUPOBAHUS
ofmero COCTOSHMSA 3IO0POBBA, a TakXe IJ8 OLeHKM QaKTUUeCKOW OO3H
IOCTaBKM B MI'/KT Ha MHIL, IIpUM HeOoOXoOMMOCTM. Ilepen o00paboTKOM,
MEIIEW B3BENMBaAIM, M MW3IMEPAIM OIYXOJM MWHOVWBUIYAJILHHX MbBIIel. s
IpenoTBpalleHMa CMeOeHrd, JIIOOHX BEHEIIaDaIMX I[I0 Macce Wi oOO0beMy
OIIyXOJIM MHIIEVW YyIajlsajM, W OCTAaBNMXCH MHIIENW CJIydalHBEM oO0pasoM
pacrnpenesyigau IO  Pa3JIMUHEIM IPYIIaM JIedeHMd C  5SKBUBAJIEHTHHM

CpeloHMM pas3MepoM OIyxXoJm. Korma cpenHur o0BLeM OINyxXOoJM Yy HeCYIUx
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onyxoJib CT26 wMemel mJocTturajn ~100 wMv3, OpubaIM3uTesIbHO uepes 7
CYTOK TIIOCJIe MMILUJIaHTaluM, XWUBOTHEX CJIydaVHHM oO0pa30M paclpenessasin
10 Paz3JIMUYHBEIM TpylloaM JeueHrsa o 10 MeIMey Ha TPyNny, ¥ HadXHaIKu
nosupoBaHre. XMBOTHBEM I[IPOBOOMIIM HOBMPOBaHME B KOHIEHTpaluuax,
YKa3aHHBIX HIWXE.

Ilonyyenmne, BBeOeHMe ¥ aHaluB3 pacTBOPOB XLJsI JOBHUPOBAHMS:
3aMOpPOXeHHEe MCXOOHHE pPacTBOPH aHTUTEJ, OOJIeXallMX TeCTUPOBAHU
B MOIeJIM Ha XMBOTHHX, pPa3MOpPaxXmuBallM U IIePeHOCUJIM BO BJIAXHHIM Jiel.
UToBHE MCKJIOUMTL IIOBTOPHOE 3aMopaXuBaHMe M pa3MopaXuBaHMe, KaxXIhi
GJIaKOH MCXOOHOTO pacTBOpa pa3MopaXxmuBaJlMd OOVH pas3 UM pas3lesisain Ha
AJIMKBOTH B 0OO0BeMax, IOOCTATOUHHX IJI9 OIHOKPATHOTO MCIIOJB30BaAHUL.
[IOIUNPONMJIEHOBEE MNPOOUMPKM C HMBKOM aIres3Mel MCIOJIb30BaJM IJiA

2TOM LeJiM. AJIMKBOTH GBICTpO 3aMOpaXmBaJIM B CYXOM JIBEOY M COXPaHAJIM

npu -80°C. Ilepell KaXIOHM OO3MPOBaHMEM, OIHY aJMKBOTY pPa3MOPaXvBaJIu
Y PpasBOOAMIIM IO HOMMHAaJILHOM KOHIEHTpallMM B IIOOXOOAmMeM pa3faBuUTelle

n IIpoBOIOIMIIN TJO3SVMPOBaHNMe HeMeIJIEHHO. AJIMKBOTH pacTeOoOpOB IJIA

IO3VPOBaHUSA OBICTPO BaMOPaXmMBaJM M XpaHuiau npu -80°C 1mo aHaJM30B.

PaCTBOpBI IJIA IHOO3VMPOBaAaHMA OLEHNMBaJlM C MCIIOJIBE3OBaHMEM HJ'IaTC:’DOprI

Meso Scale Discovery (MSD®, Rockville, MD), OCHOBAHHOM Ha
TEeXHOJIOTUA MHOXECTBEHHHIX MaCCHUBOB; KOMOMHAaLUN
BIIEKTPOX EMUJIIOM/HECLIEHTHOY IeTeKUIUM ¥ CTPYKTYPUPOBAHHEX MaCCUBOB.
PeByneTaTsl JIeYeHHsT c JoBHupoBaHHUEeM aHTHTEeJ npoTuB
TIGIT/nporus PD1: HecymuMm ONyxoJjib CT26 MemaM BALB/cAnN BBOIMJIINM
aHTHUTeJa KpPHCH Opotus TIGIT wMemu (GIGD7) B mose 20 wmr/xr, 1P,
Kaxaele 4 CYTOK B TeueHMe KaXOor'o M3 5 LUMKIOB. AHTUTEJa IIPOTHUB
PD-1 mMpmmM (ONMCaHHEE BBIIE) BBOOWUJIM B nose 10 Mr/xr, IP, kaxnooe 4
CYTOK B TeUeHMe KaXIoro M3 5 LUMKJOB. [locile HO3MPOBAaHMA, XMUBOTHHX
OPOOOJIKAJIM MOHUTOPUPOBATL, M OOBEeMH ONYyXOoJieM Uu3MepdaIu IJo 36
CYTOK. JledueHMe HauMHaJM, KOoI'Ida CPeIHMM pas3Mep OIyxXoJM IOCTUIAaJl
100 v (75 M3~115 Mm3) . OnNyxoJiM MBMepsaJM OBaXOw B HemeJmo. Kak
OEMOHCTPUPYKRT PEe3YyJbLTATH, mokasaHHEE Ha  (urype 9, cpeInHumn
IPOTUBOOIIYXOJIEBHM OTBET IIPpM KOMOMHUPOBAHHOM TepaluM aHTaTlOHMCTOM
PD-1 wm a”HTaroHucToM TIGIT mIpeBHmAaJ OIPOTMBOOIIYXOJIEBHM OTBET,
HabJmomaeMeld OpYM MOHOTepaluM JMOO aHTUTeJoM npotuB PD1  (p<0,05),

Jubo a”HTUTesioM npotus TIGIT (p<0,005). Ona MOHOTepallMM aHTUTEJIOM
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nporue TIGIT, 21% mHIUOMpOBaHMe pocTa onyxoyu (TGI) xHabGmomann Ha
cyrku 14. [Oingd MOHOTepalMM aHTUTeJIoM IpoTus PDI, 52% TGI
HaOmonmaau Ha CcyTku 14. KoMOMHMpPOBaHHOE JiedeHMe IIPpMBOOWUIIO K 85%
TGI Ha cyTkum 14, u nokaszsaHo 40% ciaydaer 1noJiHOM perpeccum (CR),
Tak UYTO HMKAKUX I[IOOHAKMUXCSA M3MEepeHMIo OIlyXoJleM He ocTajlock y 4
3 10 Mpme¥ Ha CyTkM 36. IIpoTHMBOONyxoJieBas 20OeKTUMBHOCTL C JIOOBM
aHTHUTEeJIOM, BBOOMMEM B GopMe MOHOTepanuu, cocTabBisaja 0-10% CR.

Mpumep 6

T'yMaHUSBaLMS aHTUTEN

Kpricuuoe AHTUTEJIO 14A6 n MBEIIVHOE QHTUTEJIO 31C6
T'YMaHU3UpOBaJIM C MCIIOJIE30BaHUEM CIIOCO00B, OIMCAHHEX B OIMCAHUM.
ns KPEHICUHOTO aHTUTeJa 14A6, KOHCTPYUPOBAJIN cJyenyomme
I'yMaHU3UPOBaHHEE BapuabeJIbHEEe TsakeJiele Lenn: SEQ ID NO: 9-24 u
SEQ ID NO: 37-47; ™" KOHCTPYMPOBRAJIM CIedyllMe TI'yMaHM3VMPOBAaHHHE
BapuabeJibHEEe JiIeTKMe nenm: SEQ ID NO: 25-30 m SEQ ID NO: 48-52.
ns MBIIMHOI'O aHTUTeJa 31Co, KOHCTPYUPOBAJIN cJlenyoimme
I'YMaHM3MPOBaHHEE BapuabeJibHEE TaxeJisle Lenu: SEQ ID NO: 124-129;
M KOHCTPYMPOBAaJIM CJlelylle I'yMaHU3MPOBaHHEE BapuabeJlbHEHE JIeT'KUe
nenm: SEQ ID No: 130-133.

Npumep 7

SbdpexT wmsoTMIIa FC Ha NOPOTUBOOIYXOJIEBYI0 AKTMBHOCTE AaHTUTEN
npotue TIGIT B MOOeNM OIYyXOJM Ha XMBOTHHX

Msmuy: CaMok Memmeld BALB/cAnN B Bo3pacTe NpUOIM3UTEJILHO CEMb-—
BOCeMb HeJleJlb CO CcpeIHel Maccom Tejga 20 TpaMM TIOJdydYaJlu U3
Taconic Laboratory (Germantown, NY). OOmMenNpMHATHNM KOPM IJIA
XMBOTHEIX M BOIOY TMPEeNOoCTaBJAIM 6e3 OoTpaHMUeHUMN.

PeareHTr-aHTHTENA :

- AHTUTeJIO MM OpoTHE PD1 Memm - nomTuinl 1gGl

- AHTHUTeJIO KpeCH OpoTmMB TIGIT wMemm (18G10) -nmogrun IgGl
KPBEICEI. 3TO aHTUTEJIO OIMCaHO Ha OouI'ypax Kak wucxomHoe 18G10.
AuTuTresio 18G1l0 oBOjsamaeT nocJjenoeaTesibHOCTEI VH m3 SEQ ID NO:136

M IocJenmoBaTeJibHOCTBID VL M3 SEQ ID NO:137.

- XuMepHOe aHTUTEeJIO KpeCcH OpoTuk TIGIT wMemm (18G10) -
comepxallee MBIIMHYK Fc-o0JacThb nonTmuria mIgGl. 5T0 aHTUTEJIO
OIIMCaHO Ha o¢ourypax kak 18G1l0-G2a. (Mzormn IgGl wMemmM SABJISETCH

MEIMIMHEIM M3O0TUIIOM, OSKBUMBAaAJIEHTHEIM UWeJIOBEUECKOMY WM3IO0THUITY IgG4.)
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- XMMepHOe aHTUTeJIO KpecH nopotus TIGIT wMemm 18G10 -
comepxallee MbBIIMHY Fc-o6jacTe nonrtuna mlIgG2a. 3TO AaHTUTEJIO
OIIMCaHO Ha o¢urypax kak 18G1l10-G2a. (Mszorun IgG2a MBI SABJISETCH
MEIIMHEIM M3O0TUIIOM, 3DKBMBAJIEHTHHM UYeJIOBEUeCKOMy M30THIly I1gGl.)

- KOHTpPOJIBHOE aHTUTeJIO IJAa u30Tula 1gGl Memm (coBIalawnlee
no wmszoTurny IgGl MBIIM KOHTPOJIBHOE  MOHOKJIOHAJIBHOE  aHTUTEJIO,
crneumupmuueckoe OJsS aleHOBMPYCHOT'O T'eKCOHa 25))

- KOHTPOJILHOE aHTUTeJO IJa Mu30Tula 1gGl KpHCH (coBIalamnmee
no wms3oTuny 1gGl KpPHCH KOHTPOJILHOE MOHOKJIOHAJIbHOE  aHTUTEeJIO,
cneuupmuueckoe mnasga 1L-4 yejoBeka)

- KOHTpOJIEHOE aHTUTEJIO OJd M30THIIa 1gG2a MeIM (COBIanawilee
no wm3oTuny 1gG2a MBIIM KOHTPOJILHOE MOHOKJIOHAJILHOE  aHTUTEJIO,
CreumMd@muueckoe IOJS aleHOBHMPYCHOTO TeKCOHa 25).

CocraBsl peareHToB-aHTHTeJ: COCTAaBH ARBRJAIUCH CJEIYRIVMA :

- mIgGl: 75 MM NaCl, 10 MM ¢ochdaT HaTpusa, 3% caxaposa,
pH7,4;

- aHTuTeJyo npoTur PD-1: 20 MM aueTaT HaTpUA, % caxapo3a,

9
pH5,5; mIgG2a: 75 MM NaCl, 10 MM docdaTr HaTpusa, 3% caxapos3a,
pH7, 3;

- IgGl xpmce: 20 MM aueTarT HaTpua, 7% caxapoza pH 5,5;
18G10: 20 MM NaAc, 100 MM NaCl, 3% caxaposa; 18G10-Gl: 20 MM
NaAc, 9% caxaposz3a, pH 5,5; 18G1l0-G2a: 20 MM NaAc, 9% caxapoza,
pH 5,5.

IHNonyvyeHne w HMOJAHTALNMS JHHHKM  KJIeTOK onyxoawx: KileTku
KapUuMHOMH oOfBomouHoOM Kumky CT26 KyJIBTUMBMPOBAJIM B cCcpeme RPMI,
OOTIOJIHEHHOM 10% VHaKTUBUPOBAHHOM HaTrpeBaHUeEM >MOPMOHAJIBEHOM
OrlUber CHBOPOTKOM. 3x10° Haxomsmmxcsa B JorapudMuueckon dasze u
CYOKOHQIIIOSHTHHX KJIeTok CT26 MHLeUUMpOoBaJM INOOKOXHO (I/K) B oObheMe
100 MrJ OeccHBOpPOTOUHOM RPMI B HWXHIK 3alHIOK YacTb IIpaBoTro Ooka
Kaxmomu MBI . Memme CHaudaJjia BHOPUBAJIN C VCIIOJIb 30BaHMeEM
BJIEKTPOHHOM MallMHKM B oBJacTy, [OoIJexXalel MCIOJb30BaHUKD MOJId
VMILJIaHTaluu .

CT-26 npencTaBJIgeT cobon JIMHUIO KJIETOK KOJIOPEeKTaJIbHOM

aIeHOKAPIMHOME MBIIM, CHMHTEHHOM mJd JrHMM Memu  BALB/c. CT-26

ABJIAETCA nooxonAamen MoZIeJIbHOM CUCTEeMOM OJIA OLL€HKIM MeXaHNM3Ma
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OeMCTBUSA aHTUTEJIa [IPOTUB PD-1 Biaronaps TPaHCIUPY EMOMY
MOJIEKYJIAPHOMY TPOOMJIIIO STOM ONYXOJM IIOoCJe TepaluM aHTUTEeJIOM
npotue PD-1.

HUBMepeHnss onyxoym w Macci Teja: OINyXOJIM U3MepHaJM 3a CYTKU
OO TIIepPBOV IO3BH M IOBaXIH B HeOeJo Hocje. [JIMHY U MUPUHY OIIYXOJIM
VU3MEPAJM C MCIOJIbE30BaHMEM DBJIEKTPOHHOTO MWTAHTEHUUPKYJIL, W OO0BeM
OIIYyXOJIM OINpenesisayii C MCIOJb30BaHMeM ©(QOopMyJiEl ofbeM (Mm3)=0,5 x
oJVHa X IMprHa2, TIe »OJMHa OpelcTaBjgeT cobolm 06oJiee IJMHHOE
u3MepeHue. Momey IepruoOMUYeCcKM B3BeNMBAJIM OJIS MOHUTOPUPOBAHUSA
ofmero COCTOSHMSA 3OOPOBLSA, a TakKxe IJIA OLeHKM (aKTUUeCKOM O3
OOCTaBKM B MI/KI' Ha MHIL, IPM HeOoOXOOMMOCTHU. Illepel o0B0pad®oTKOM,
MBIIEN B3BEMUBAIM, W U3IMEPAJIM ONYXOJM MWHIOMBUIOYAJILHBX MBIMelM. IJId
IpenoTBpaleHns CMENEeHMS, JIIOHX BHIIaADaKMMX I[I0 Macce WM o0O0BeMy
OIYyXOJIM MHIIEeM YyHOajlaJIM WM OCTaBHNMXCHA MbIIed CcJIydarHbeIM & o0pasoM
pacnpenesyiaarM IO Pa3JIMUHBEIM TpyIlaM JIedeHMS C  5SKBMBaAJIEHTHHM
CPelHVM pPas3MEPOM OITyXOJIU.

IlonyueHre, BBeLeHMEe M AaHaJIHuB PaCTBOPOB LIS LOBHPOBAHHUS:
3aMOpPOXeHHEE MCXOOHHE pPaCTBOPE aHTUTEJ, I[IOOJIEeXallMX TeCTUPOBaAHU
B MOIeJM Ha XMBOTHHX, pPa3MOpaXuBallM M II€PeHOCUJIM BO BJIAXHHM Jiel.
UTOoOH MCKJIOUMTL IIOBTOPHOE 3aMopaXMBaHME M pa3MOopaXMBaHMEe, KaxXIb
GdJIaKOH MCXOOHOT'O pacTbBOopa pasMopaXuBallM OOUH pas M pa3nelidjiM Ha
aJIMKBOTH B 0OO0BeMax, IOOCTATOUHHX IOJS9 OIOHOKPATHOI'O MCIOJL30BaHUL.
[IOJIUINIPONIMJIEHOBEE MNPOOUMPKM C HUMBKOM aIrle3Mel MCIOJb30BaJiM IJis
STOM LeJi. AJMKBOTH OHCTPO 3aMOpaXuBaJM B CYXOM JIbOY UM COXPaHsaJIu
npu -80°C. Ilepel KaXOuM IO3UPOBaHMEM, OIHY aJIMKBOTY pasMOpaXxmuBaJlu
u pPasBoOIVIIN oo HOMMHAJILHOM KOHIIeHTPpalUun B MNOOXOOAMeM
pazbaBuTeIE, u MIPOBOINIIN OO3UPOBaHUE HeMeJIeHHO . AJIMKBO TH
PacTBOPOB IJIS HOO3MPOBAaHMUA OHCTPO 3aMOPaXxuBaJIM M XpaHuIu Opu —-80°C
0O aHaJlM30B. PacTBOPH IJIA IO3MPOBAHMA OILIeHUBAJM C MWCIOJb30BaHMEM
miaThopMel Meso Scale Discovery (MSD®, Rockville, MD), OCHOBaHHOM
Ha TEeXHOJIOTUHN MHOXECTBEHHHIX MaCCHBOB; KOMOMHAaLIUN
BJIEKTPOXEMUIIIOMYHECIIEHTHOM IeTeKUUM UM CTPYKTYPUPOBAHHHX MaCCUBOB.

PeBysnpTaTs JEUYEeHHS C LOBHPOBaHMEM AaHTHUTeJ HOPpOTHB TIGIT/
nporue PD1: Hecymux OOyxoJjb CT26 wMemelr BALB/cAnN cJydalHBEM

obpaszoM pacHopenenanu Ha 10 rTpynn JedeHuUsd, KoT'Da CpeIHUM o0BeM
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ONYyXOJIM BTUX MHIIEN OOCTUTAJI CpelHeTro pasMepa onyxoau 100 mm3 (80
mm3-119  wM3) : (1) KOHTPOJIE IJid wuz3oTUNa nulgGl+KOHTPOJE  OJIA
mzoTuna I1gGl KpPHCH; (2) KOHTPOJE IJA M30THUIa MUIgGl+KOHTPOJE IOJI4
nzoTuna mulgGzZa; (3) muDX400+xoHTpOJb mJA u30TUIa 1gGl KPEBICH;
(4) muDX400+xoHTpoOJE InJa wm30THIa mulgGla; (5) KOHTPOJIb  IJIA
nzoTmna mulgGl+18G1l0; (6) KOHTpOJb nJua u3oTMiIa mulgGl+18Gl0-Gl;
(7) KOHTpOJIb mOJa wuaoTuIa mulgGl+18G1l0-G2a; (8) mubX400+18G10;
(9) muDX400+18G10 Gl; (10) muDX400+18G1l0 G2a. XMBOTHEIM BBOIOUJIMU
aHTuTeJa KpeCH OpoTueE TIGIT Memm (18G10) MM XMMEepHEE aHTUTeJa
nporue TIGIT 18G1l0-Gl1 mim 18G1l0-G2a (omIMCaHHEHE BHIIe) B HO3e 18
mMr/xkr, IP, kaxmowe 4 CYTOK B TeueHMe KaxXIoro M3 6 ILMKJIOB.
A”uTUTeJla HOpoTMB PD-1 MeIIM (ONMCAHHEE BHIIE) BBOOWIM B no3e 10
Mr/xr, IP, kaxnoee 4 CYTOK B TeueHMe KaXOIoro M3 6 LIMKJIOB. Ilocie
OO3VPOBAaHMA, XMBOTHHX MPONOJIKaAIM HabOIoIaTh, W OOBEeME OIYyXOJIen
MU3MepaJnM no 76 CyTOK OJg HEKOTOPHX IpyHNl JiedeHuda. OIyXOJIn
M3MepAJM OBaXObH B HeIOeJi. Pe3yJbTaThH I[IOKa3aHH Ha o¢ourypax 10 wm
11. HOims MOHOTepaluMy aHTuUTeJoM npoTus TIGIT C MCHOJIE30BaHUEM
18G10-G2a, mnokazaHo 44% wuHrubMpoBaHMe pocTa onyxoimu (TGI) Ha
CYyTKM 13; B TO BpeMA KaK IJA MCXOOHOTO aHTUTeJla 18G1l0 mokaszsaHo
38%, wm nmgd a”HTuUTesla 18G10-G1 moxkaszsaHo 36%. g MOHOTepalluu
aHTUTEeJIOM HOpoTMB PD]1 B KOMOMHaLUMM C KOHTpPOJIeM IJig mM3oTuia rIgGl,
51% TGI =HabOmomaau Ha cyTku 13. Korma aHTUTeJO HOpoTue PD-1
KOMOMHMpPOBAJIM C KOHTPOJIEM IOJa wu3oTuna mulgG2a, 50% TGI m 10%
cJiyyaeB IIOJIHOM PpeTrpeccum (CR) HabomaauM Ha CYTkM 18, Tak UTo
Habmomaay 1 HOOJHBEM oTBeT M3 10 XMBOTHEIX. [JIa KOMOMHALIMM aHTUTeJa
npotue PD1 m wmcxomHoro 18G1l0 noxkazaHo 80% TGI Ha cyTkuM 13 m
nmokaszaHo 300% CR Ha cyTkm 39. [ KOMOMHaALMM aHTUTeJla NOpoTus PDI
m 18G10-Gl1 mnokaszsaHo bL9%TGI Ha cyTkuM 13 m 1mnokazaHo 10% CR Ha
cyTkn 13. s xoMOMHalMM aHTUTeJsa npotuB PD1 m 18G10-G2a
nokazaHo 88% TGI Ha cyTkM 13 u nokaz3aHo 60% CR Ha cyTkm 63. s
KoMOMHauumu aHTureja HoOpotue PD1 m 18G1l0-G2a mnokazaHH 0OoJbllas
IPOTUBOOIIYXOJieBad aKTUBHOCTL M 0OoJiee IIOJIHad  perpeccuda  IIo
CpaBHeHMIO C KOMOMHaUMAMM aHTuUTejsia HOpoTus PD1 ¢ wmcexomuemM 18G10
i 18G10-Gl. He OpuUCYTCTBORBRAJIO BHAUUTEJLHOWM IIOTEepM MaccCH TeJa,

aCCOLI,T/H/IpOBaHHOﬁ Cc TIipoBelleHMeEM MOHOTepallMli WJIN KOM@MHMPOB&HHOﬁ
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TepallMM, YTO YyKaseBaeT Ha TO, UYTO TepallMd [ABJIAJack XOPOO
IIepEeHOCHUMON .

Ipumep 8

SddbexT wmsoTMma Fc Ha NIPOTUBOOIIYXOJIEBYIO AKTUBHOCTE aHTUTEI
npotue TIGIT B MOOeNM OIYyXOJM Ha XMBOTHHX

[ToBTOP AN BSKCIIEPUMEHT, OINMCAaHHHMN B npuMepe 7, 3a
MCKJIOUEeHMEM TOTO, YTO AaHTUTEJIO KphCH 18G10 3aMeHAIM Ha aHTUTEJIO
Kpeicel 11A11.

Msmuy: CamMok Memmeld BALB/cAnN B BoBpacTe NpUOIM3UTENILHO CEMb-—
BOCeMb HeJleJlb CO CcpeIHel Maccom Tejga 20 TDpaMM T[oJdydalu U3
Taconic Laboratory (Germantown, NY). OOmMenNpMHATHNM KOPM IJIA
XMBOTHEIX M BOIOY TMPEeNOoCTaBJAIM 6e3 OTpaHUUeHWUMN.

PeareHTr-aHTHTENA :

- AHTUTeJIO MeIIM OpoTHeE PD1 Memm - nomTuinl 1gGl

- AHTHMTeJIO KpeICH OpoTwB TIGIT wmemm (11A11) -nomrun IgGl
KPBEICEI. 3TO aHTUTEJIO OIIMCaHO Ha oOouI'ypax Kak wucxomHoe 11A11.
AuTuresio 11A11 oBsamaeT nocJjenoeaTesibHOCTBER VH m3 SEQ ID NO:138

M IocJenmoBaTeJIbHOCTBID VL M3 SEQ ID NO:139.

- XuMepHOe aHTUTEJIO KpHCH OpoTue TIGIT wMemm (11A11) -
comepxalee MHIMHYID Fc-oBjacTe nomtuna mIgGl. ST0O  aHTUTEJIO
OImMCcaHO Ha o¢urypax kak 11A11-G2a. (Mzsorun IgGl MemoM SABJISETCH

MEIUMHEIM M3O0TUIIOM, DSKBMBAJIEHTHHM UeJIOBEeUeCKOMy M30TUIly 1gG4.)

- XMMEpHOE aHTUTEeJIO KpeCH nOpotue TIGIT wMemm 11A11 -
comepxXxallee MBIMHYH Fc-ob6jgacTe nonmrtuna mlIgGla. 3TO aHTUTEeJIO
OmIMCaHO Ha o¢urypax kxak 11A11-G2a. (Mzormn IgG2a MeIM SABJIAETCH
MEIIMHBEIM M3O0TUIIOM, 3KBMBAJIEHTHHM UYeJIOBeUeCKOMYy M30Tully I1gGl.)

- KOHTpOJIELHOE aHTUTEJIO OJsa u3oTula I1gGl Memm (CoBIalawimee
no wms3oTuny IgGl MBEIIM KOHTPOJBHOE  MOHOKJIOHAJILHOE  aHTUTEJIO,
CreumMduueckoe OJS aleHOBMPYCHOT'O TeKCOHa 25))

- KOHTpPOJIBLHOE aHTUTeJIO IJa M30THuNIa 1gGl KpHCH (coBIalanmee
no wm3oTuny I1gGl KpPHCH KOHTPOJILHOE MOHOKJIOHAJIbHOE  aHTUTEJIO,
crneuupmnueckoe njg I1L-4 uejioBeka)

— KOHTpOJIELHOE aHTUTeJIO OJd M30THIIa 1gG2a MeIIM (COBIalanlee
no wm3oTuny I1gG2a MBIIM KOHTPOJILHOE MOHOKJIOHAJIbHOE  aHTUTEJIO,
creuudrUUecKoe OJis aleHOBUMPYCHOT'O T'eKCOHa 25).

CocTaBsl pear@HTOB-aHTHTeJ: COCTAaBLH ABJIAJIMCE CJIeOYIOMVMHA &
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- mIgGl:75 MM NaCl, 10 MM ¢ocdaT HaTpuda, 3% caxaposa,
pH7,4;

ow

- aHTuTeJyio npoTtmr PD-1: 20 MM aueraT HaTpudg, 9 caxaposa,
pHS5,5; mIgG2a: 75 MM NaCl, 10 MM docdhaT HaTpusa, 3% caxapos3a,
pH7, 3;

- IgGl xpece: 20 MM aueTaT HaTpuig, 7% caxapoza pH 5,5;
11A11: 20 MM NaAc, 100 MM NaCl, 3% caxapozsa pHb,5; 11A11-Gl: 20
MM NaAc, 9% caxapoza, pH 5,5; 11A11-G2a: 20 MM NaAc, 9%
caxapozsa, pH 5,5.

HonyyeHne #  HMIOJIAHTALHUS  JHHHHK  KJIETOK OINYyXOJH:  KIETKU

KapuMHOMH ofomouHoM kKumky CT26 KyJIBTUBMPOBAJIM B Ccpene RPMI,
IOIIOJIHEHHOM 10% VHaKTUBUPOBAaHHOM HarpeBaHUEM SMOPMOHAJILEHOM
OrlUbelr CHBOPOTKOM. 3x10° Haxomsmmxcsa B JorapudMuueckon dasze u
CYOKOHQIIIOSHTHHX KJIeTok CT26 MHLeUUMpOoBaJM IMNOOKOXHO (I/K) B oObeMe

100 MrJ OeccHBOpOTOUHOM RPMI B HWXHIK 3alHIK YacTb IIpaBoro OokKa

KaXxIom MBI . Mrnuert CcHauaJa BHIOPMB aJIN c MCIIOJIb30BaHMEM
BJIEKTPOHHOM MamMHKM B o0JlacTM, IIoAJiexalel MCHIOJIb30BaHMD IJIA
VIMILJIAaHTaLNWN .

CT-26 npencraBJigeT cobon JIMHUIO KJIETOK KOJIOPEeKTaJIbHOM
aOIeHOKAPIMHOME MBIIM, CHMHTEHHOMW mJd JrHMM Memu  BALB/c. CT-26
ABJISETCHA I[OOXOoOAlled MOOeJIbHOM CUCTEeMOM MOJiS OLEeHKM MexXaHM3Ma
OeCTBMSA aHTUTeJla OpoTuB PD-1 gBJjsgeTCcda HOOXOOAmeM MOIeJIbHOM
CHUCTeMOM NOJIs OlleHKM MexXaHM3Ma OeMCTBMA aHTuTeJa OpoTuB PD-1.

HUBMepeHusT onyxoJyix ¥ Maccik Teja: OINYyXOJUM U3MepAu 3a CYTKHU
OO TIepBOV IO3H M IOBaXIH B HeleJo HocjJe. [IMHY UM MUPUHY OIIYXOJU
V3MEPAJIM C MCIOJIbE30BAHMEM D3JIEKTPOHHOTO MTAHTEHUUPKYJIL, U OO0OLeM
OIIYyXOJIM OINPpenesiaii C MWCIOJb30BaHmeM ©(QOopMyJiEl ofbeM (Mm3)=0,5 x
IJMHa X [VpPWHaZ, TOe IJIuHa TI»peldcTaBideT cobol 0Oojiee OJIMHHOE
M3MepeHre. Mummel MOIepUMOoIUYeCcKM B3BelMBaAIM IJIS MOHUTOPMPOBAHUS
ofmero COCTOSHMA 3IO0POBBA, a TakXe IJ8 OLeHKM (QaKTUUeCKOM OO3H
IOCTaBKM B MI'/KT Ha MHIIL, IIpU HeoOXooMMOCTM. Ilepenm o00paboTKOM,
MEIIEW B3BEeNMBaAIM, M MW3IMEPAIM OIYXOJM MWHOVWBUIYAJILHHX MeIIer. s
IpenoTBpalleHMa CMeENeHMd, JIIOOHX BEHEIIAOAIMX I[I0 Macce Wi oOO0beMy
OIyXOJIM MBIIEW YIalalXM W OCTABMMXCS MHIIEM CJIy4YaWHEIM oO0pasoM

paclipeneiidjiin I10 Pas3JIMYHEIM I'pyllriaM JISUEeHNA C SKBMBaJIEHTHEM
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CpPelHVM pas3MepoM ONyxXoJM. KoTma cCcpeIHMM pas3Mep OIyXOoJM Yy HeCyIMUX
onyxoJib CT26 wMemel mJocTturajn ~100 wMv3, OpubamM3uTesIbHO uepes 7
CYTOK TIIOCJIe MMILJIaHTaluM, XUBOTHEX CJydaVHHM oO0pa30M paclpenessasin
1o TI'pyllaM JIe4deHUd  II0 10 wMBIIEM Ha  TpYyIOny, ¥  HauMHaJu
no3upoBaHre. XMBOTHBM I[IPOBOOMUIIM HOBMPOBaHMEe IIPM KOHIEeHTpaluuax,
YKa3aHHBIX HIUXE.

IlonyyeHne, BBeJeHMe ¥ aHajJu3 pacTBOPOB LJsS LJOBHUPOBAHHUS:
3aMOpPOXeHHEe MCXOOHHE pPacCTBOPH aHTUTEJ, IIOOJIeXallMX TeCTUPOBAHUI
B MOIeJIM Ha XMBOTHHX, pPa3MOpPaXxXmuBallM U IIePeHOCUJIM BO BJIAXHHM Jiel.
UToBE MCKJIOUMTL IIOBTOPHOE 3aMopaXuBaHMe M pa3MopaXuMBaHMe, KaxXIhi
GJIaKOH MCXOOHOTO pacTBoOpa pa3MopaXxmuBallMd OOVH pas3 UM pas3lesisaiM Ha
AJIMKBOTH B 0OO0BeMax, JIJOCTATOUHHX IJI9 OIHOKPATHOTO MCIIOJB30BaAHUL.
[IOIUNPONMIJIEHOBEE MNPOOUMPKM C HMBKOWM aOres3Mel MCIOJIb30BaJM IJiA

2TOM LeJiM. AJIMKBOTH GBICTpO 3aMOpaxXmBaJIM B CYXOM JIBEOY M COXPaHAJIN

npy -80°C. Ilepel KaXIOHM OO3MPOBaHMEM, OIHY aJMKBOTY pPa3MOPaXyvBaJIu
Y PpasBOAMIIM IO HOMMHAJILHOM KOHIEHTpallMM B IIOOXOOAmeM pa3faBuUTelle

n IIpoBOIOIMIIN OTJO3SMPOBaHNMe HeMeIJIEHHO. AJIMKBOTH pacTeoOpOB IJIA

IO3UPOBaHMUA OBICTPO BaMOPaXmMBaJM M XpaHunu nopu -80°C 1mo aHaJM30B.

PaCTBOpBI IJI4 IHODO3VMPOBaAaHMA OLEHNVBaJlM C MCIIOJIB3OBaHMEM HJ'IaTC:’DOprI

Meso Scale Discovery (MSD®, Rockville, MD), OCHOBAHHOM Ha
TeXHOJIOTUN MHOXEeCTBEHHEX MaCCUBOB; KOMOMHAaLUM
BJIEKTPOXEMUJIIOMVHECLIEHTHOM NeTeKLUUM ¥ CTPYKTYPUPOBAHHHX MaCCHUEBOB.
PeBysnpTaTs JIeYEHHUSI C LOBHPpOBaHMEeM AaHTHuTeJ IOPOTHB TIGIT/
nporu PD1: Hecymux onoyxoJjb CT26 wMemmelr BALB/cAnN  ciydalHBEM
obpasoM pachopeneylalu Ha 10 Tpynn JiedeHUsda, KoT'Da CpeIHud o0neM
OMIYXOJIM DTUX MHIIEY IOCTUTaJl CcpegHeTo pas3Mepa omnyxoaum 100 mm3 (75
Mmv3-115 wm3) : (1) KOHTPOJIE IJid wmz3oTUNa mnulgGl+KOHTPOJb OJIA
nzorTuna I1gGl KpHCH; (2) KOHTPOJE IJsA M30THUIIa MUlgGl+KOHTPOJE IJId
nzoTuna mulgGza; (3) muDX400+KOHTpPOJE JsA uU30TUNa 1gGl KPHCH;
(4) muDX400+xoHTpoOJIE IJjsa wum3oTHIa nulgGla; (5) KOHTpOJB 1JI4d
mnzoruna mulgGl+11Al11l; (6) KOHTpOJb IJia M3oTuna mulgGl+11A11-GI1;
(7) koHTpoJib mja wmuz3oTuna mnulgGl+11A11-G2a; (8) muDX400+11Al11;
(9) muDX400+11A11 G1; (10) muDX400+11All G2Z2a. XWMBOTHEIM BBOIOMJIMU
aHTUTeJla KpBCH OpoTue TIGIT Memm (11A11) wmiaM XMMepHEE aHTUTeJa

nporue TIGIT 11A11-Gl1 wmmm 11A11-GZ2a (ommcaHHEHE BhIe) B nose 20
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Mr/xr, IP, kaxmowe 4 CYyTOK B TeueHMe KaXIoTro M3 6 ILUKJIOB.
AuTuTeJsla HOpoTMB PD-1 MeIIM (ONMCAHHEE BBHIIEe) BBOOMIM B KHo3e 10
Mr/xr, IP, kaxnoee 4 CYTOK B TeueHMe KaXOIoro M3 6 LIMKJIOB. Ilocye
0O3MPOBaHNA, KMBO THBIX OPOOOJIXKAJIM  MOHUTOPMPOBATH, n OO BEMEL
ONyxoJiel wuaMepsanu 1o 54 CcyTok IJid HeKOTOPHX TPyl JIeueHUd.
OnyxoJiM M3MepaM OBaXOb B HeleJilo. PesysbTaThH [IOKAa3aHE Ha ourypax
12 n 13. [jad MOHOTepaluu aHTUuTeJioM NpoTMB TIGIT C MCHIOJIb30BaHUEM
11A11-G2a mnokaszaHo 52% wumHITMOMpOBaHMe pocTa onyxoam (TGI) Ha
cyTku 14; B TO BpeMsa Kak OT HeOOJBIOW aKTHMBHOCTM OO OTCYTCTBUSA
AKTMBHOCTM HabOomaluM C MWMCIOJIB30BaHMeM MCXOOHOTO aHTuTesa 11A11
mwm aHTuTesia 11A11-Gl. g MOHOTepallMM aHTUTeJIoM npoTue PD1, 40-
50% TGI ©HabOmomaiu Ha cyTku 14. Korma aHTHUTeJio HOpoTue PD-1
KOMOMHUPOBAJIM C KOHTPOJIEM IJis WM30TWUlla KpeICH IgGl, nokazano 10%
cyydaeB TIIOJIHOM perpeccum (CR) Ha cyTkM 28, Tak uTo Habmomaau 1
IOJIHEM OTBeT M3 10 XMBOTHHX. [JI9 KOMOMHAalIMM aHTUTeJla OpoTuB PDI1
n mucxomHoro 11Al11 mnokazaHo 60% TGI Ha cyTku 14 m nokaszsaHo 30% CR
Ha cyTku 54. [Jind xoMOMHauuMM aHTuTesna npotur PD1I m 11A11-GI1
nokazaHo 56% TGI Ha cyTkM 14 um nokazaHo 30% CR Ha cyTtkm 25. s
KoMOMHauumM aHTUTesia npotuB PD1 m 11A11-G2a nokaszaHo 94% TGI Ha
cyTku 14 m nokaszsaHo 70% CR Ha cyTkm 42. Iag KoMOMHaLUM aHTUTeJa
[IPOTUB PD1 wmu 11A11-G2a 1oka3aHH OoJbllasd I[IPOTMBOOIIYXOJeBasd
AKTMBHOCTE M OoJiee IIOJIHAd perpeccuda IO CPpaBHEHMI C KOMOMHALMAMU
aHTUTeJla [OIPpOTUB PD1 c wucxomgHemMm  11A11 NI 11A11-G1. He
IPUCYTCTBOBAJIO 3HAUUTEJLHOM TOTepPM MacCCH TeJla, acCCOUUMMPOBAHHOM C
IpoBeleHueM  MOHOTepalluu VI KOMOVHUPOBAHHOM Tepallly, uTo
yKas3eBaeT Ha TO, UTO Tepalusa fABJAJIach XOPOMO IepeHOCUMOM.

Npumep 9

SIUTOIIHOEe KapTHUPOBAaHUE aHTUTEJIA IIPOTUB hTIGIT 14A6
IIOCPEICTEBOM MACC-CIeKTPOMeTPUM C BOIOPOITHO-IOEeMTEepPMUEeBEHM OOMEHOM

ObJjlacTM KOHTaKTa Mexny aHTuTesioM nportue TIGIT 14A6 m TIGIT
UeJIoBeka OIpemNelisyii C MCIOJb30BaHMeM aHajiM3a MacCC—-CIeKTPOMEeTPUN
C BOIOOpOOHO-IeVTepMmeBHM obMeHoM (HDX-MS). HDX-MS wusMepsaeT oOMeH
BOOOpPOIa Ha »OelTepu¥ B aMMUIHOM OCTOBe Oejka. Ha CKOpoCTb oOOMeHa
BJIIMAET SKCIOHMPOBaHMe BONOpOIa MOJA pacTBopuTelisa. CpaBHeHUEM
YPOBHer oOMeHa B aHTHUIEHe, KoT'la CBA3aHO aHTUTEeJIO, MOXHO

UOeHTUOMUIMPOBATE obOJjlacTu 0OeJjika, I'Ie CBA3EBaeTCA aHTUTEJIO.
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MaTepralitl

- TIGIT-His dJeJyiOBeKa - CoOIepXallMi BHEKJIETOUHEM »OoMeH hTIGIT
(ocTaTrkm 25-150 m3 SEQ ID NO:31) M TI'UMCTHMIMHOBYKRD MeTKy (SEQ ID
NO:87) .

- AHTUTEJIO KPEICEL IPOTUB hTIGIT 14A6 (conmepxamee
nocjenopaTejgbHocT™ VH/VL m3 SEQ ID NO:7/8 (maptusa # 78AGU) u Fc-
obstacTe IgG2a kpreCH) (mAb kpeice x [TIGIT H] (LB155.14A6.G2.A8)
IgG2a/kanma (HY)).

KuokocTHad XpOMaTOPpa®MH—MaCC—CHeKTpOMeTpMH

Macc-CcneKTpOMeTpP npelcTaBJIAl cobom Thermo Scientific
Orbitrap-Velos. s uU3MepeHUS MeUeHHHX IelTepueM o00pa3loB, MacC-—
CIIEKTPOMETP yCTaHaBJIMEBAaJIU 0Jis [IOJIYyYEeHU A IOaHHEIX OOHOTO
CKaHVpOBaHusA MS B IIOJIHOM OMalasoHe B OopbuUTajlbHOM MOHHOM JIOBYIIKE
Opu pa3spemawnmer crnocobHocTr 60000, KoJMUeCTBe MOHOB-MUIleHeM 1EG6,
MaKCHMaJIbHOM BPEeMeHM MWHBeEKIUMM MoHa 500 MWIIIIMCEeKYyHO M IOBYX
MUKPOCKaHax. Hid  I[IoJiydyeHud OaHHHX MS/MS OJIA UIOEeHTUOUKaUUU
IelTUIOB, MaCC-CIEeKTPOMETP YyCTaHaBJMBaJM OJA I[IOJy4YeHMsS ONHOTIO
IIOJIHOTO CIeKTpa CKaHMpOBaHMUA IIPM pas3pelmawnmey crnocobHocTtu 60000 c
IoCcJeOyomyMy HeCcATho CIOeKTpamMy MS/MS B 3aBUCUMMOCTKM OT IaHHEIX B

MOHHOM JIOBVIIKE .

CucrTeMa XMIOKOCTHOM XpoMaTorpadmum nperncTaBjdaiga cobor Waters®
nanoACQUITY mjsa TIpalMeHTa aHaJIMTUUYEeCKOM KOJIOHKM UM M30KpaTUUeCKUM

Hacoc Waters® 515 pnijg pacHmelieHud M HaHeceHMsS ofOpasua. 4
pacueryieHrss ¥ HaHeceHUs ofpa3lla, MUCHoJb3yeMul Oydep OIpeldcTaBJIAN
cobom 2% ALETOHUTPUII U 0,05% TPUOTOPYKCYCHYK  KUCIIOTY  IIpU
CKOPOCTM IHOTOKa 80 MKJI/MMH. OIS aHaJIUTUUECKOTO I'palMeHTa, OydepH
OpencTaBJaamu cobon ©Oydbep A) 0,1% MypaBbMHas KUCJIOTa B BOoIe U
Bybep B) 0,1% MypaBbMHasd KMCJIOTa B alleTOHUTPUIIE.

I'paIMeHT Oponyckaau nopu 40 MrJI/MuMH oT 2% B mo 36% B 3a 10
MUHYT, C IocJenyomeyd TMOpoMelBKoM 80% B B TeueHMe 2 MUHYT U
[IOBTOPHEIM YpPaBHOBEeMMBaHMEM B 2% B B TeueHMe 3 MUMHYT. 3aTeM
KOJIOHKY TP OMHIB aJIn [IOCPenCcTBOM [IEPUOINUECKOTO POy CKaHMA
TpanueHTa oT 2% mo 80% B, Tpu pasza o 1 MMHYTe Ha KaxXOoo¥ cCcTaluu,
C IOCJelyKlMM OKOHUATeJIbHEM YpPpaBHOBENMBaHMEM 2% B B TeueHue 5

MUHYT. VYJaBJMBaKllad KOJIOHKa IIpelcTaBlidla coboM 3amMTHYID KOJIOHKY
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Waters® Vanguard C18 BEH 1,7 MKM, ¥ aHaJuTHUecKasd KOJIOHKA
npencrabBjgaiia coboi KOJIOHKYy Waters® C18 BEH300, 1,7 MmxMm 1 x 50
MM.

MaHunyagauum ¢ obpasluoM OJd MedueHus »OeNTepMreM  BHIIOJIHSAINU
IOCPeOCTBOM cuCTeME Leaptec H/D-X PAL. B I[JjaHmeTe OJS MeUeHUd
o0paslioB yCTaHaBJIMBaJIU TeMlepaTypy 25°C, B IJlaHmeTe OJiId OCTAHOBKU
peaxkuuy  yCTaHaBJIMBaJIMU 1, 5°C, u B KaMepe OJIg  JIOBYIKM U
aHaJIUTUUECKOM KOJIOHKU yCcTaHaBRJIMBAaJIM 1,5°C. KoJIoHKY C
MMMOOMIIM30BAHHEIM TelNcrMHOM (Porosyme Immobilized Pepsin 2,1 x 30
mM, Life Technologies) comepxaidy BHe KaMepH JS KOJIOHOK IIpH
KOMHAaTHOM TeMIepaType.

MeueHMe OeNTepreM

hTIGIT-His (30 1IMOJIB/MKJI) CMellMBaJlM C  pPaBHEM OOBEMOM
aHTuTesa (14 [OMOJIB/MKJI) MM, IJId KOHTpoJid ©Oe3 CBS3HBaHug, C PBS
pH 7,6. CBsa3aHHBE C aAHTUTEeJIOM ofOpasls M KOHTPOJIE ©Oe3 CBA3HBaHUA
VMHKYyOMpOBaJIM IIPM KOMHATHOM TeMIepaType B TeueHMe 1 Yaca Iepen
HayaJloOM DKCIIEpMMEeHTa MeUeHUSd.

IOina mMmMeueHMs o0pa3lLoB OerTepueM, 2 MKI obpas3lla CMelMBaIu C
25 Mryg PBS B okxcunme npenrtepusa pD 7,6. BpeMeHHEE TOUKM MeUeHUHA
COCTaBJIAJIN 30, 300, 1500, 4500 W 9000 CeKyHI. IocJie
YCTaHOBJIEHHOTO BpeMeHHM, 25 MKJ CcMecHu IJia MedeHMA nobaBjadaaimu K 35
MKJI XOJIOOHOTO Oydepa OJIg OCTaAaHOBKM peakuum (8 M moueBmHa, 100 MM
TCEP) . OfOpaszell IOCJle OCTAHOBKM peakKLUuM MHKYyOMpoBaau npu 1,5°C B
TeueHMe OIOHOM MMHYTH. 3aTeM 55 MKJI MHBELUMPOBaAJM B KOJIOHKM B
oxJlaxmammely kKaMmepe, TI'Ie obOpasell OPOoNycKaJlM uepes KOJIOHKY C
I[IEINICMHOM, W IIOJIyUYeHHEE IIelTHIE HaHOCWUJIM Ha YJaBJIMBAKIYK KOJIOHKY .
Uepes TpuM MHUHYTH, IIepPeKJINUeHVeM KJlallaHa KOJIOHKY C IIeIICHMHOM
OTKJIOUAJM OT JIMHMM, W JIOBYIIKY IIPOMBRBAJM HOOIOJHUTEJIBEHO OIOHY
MUHYTY. Ilocjle 5TOoTo JIOBYNKY IMNOOKJOUAIM K JIMHMM C aHaJIUTUUeCKOMU
KOJIOHKOM, n MO KJIY aJIN aHaJIUTHUUYeCKUN TpalueHT " Macc-
CIIEKTPOMETP .

[IOJIHOCTBhIO OEeMTepPUMPOBAHHEM  ofpas3ell IIOoJydajM  I[IOCPedCTBOM
MHKyOaumm 2 MKJI hTIGIT C 108 MKJI IeyTepUpPOBaHHOTO
OeHaTypupykmero 6yodoepa (4 M MouermHa, 100 MM TCEP, 0,01% DDM B

99,5% okcunme npenTepusa). Obpaszell MHKyOMpOBaJIM IIPU KOMHATHOMU
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TeMIlepaType B TedeHMe HOUM. SareM 55 MKJ HallpAMYIO VMHEBEUOVMPpOBAJIM B
KOJIOHKM B KaMepe, M IOaHHEe IIoJIydaJiiM, KaK PaHee.

AHaJINM3 IOTaHHBIX

HaHHEIE LC-MS/MS roJiyuaJm oJid HeMeuUeHOTO obpasla n
uccJlegoBaJiM OO MeuUeHMs JIeMTepueM OJisS BepudbukKaluy  YyCIEMHOTO
pacumerieHnsa OeJIKOB M OJA  I[IOJIydeHMA  CIOMCKa I[IeldTHUIOB  IIoCJHe
pacllellJIeHUA IIelICUMHOM. I[IpoBOOMIIM IIOMCK IOaHHEIX B 0Oas3e IOaHHEX C
MCIoJb30BaHueM Proteome Discoverer 1.4 w®  ajJropmMTMa IIOMUCKaA
SEQUEST HT (ThermoFisher Scientific). Bazy @nmaHHHX 0OeJIKOB,
MCIIOJIE 3y EeMYIO oJid [IOCJIenOBaTeJIbHOCTEeN TIGIT yeJioBeka-His "
auHTuTes npoTuB hTIGIT, cCcBA3HBaIM C 0a30M JaHHHEX OIS JIPOXKeN
Saccharomycese cerevisiae uniprot (5/20/13).

IDanHele MS 1JId SKCIEPUMEHTOB MeueHUA IOelTepueM oOpabaTHBaIU
nocpencTtBoM HDExammHr (Bepcum 1.3, Sierra Analytics). Maccy u
BpeMd yIOepXaHMsAa, BHOPaHHHE IIOCPENCTBOM IIPOIPaMMHOTO OOecCledueHUd
OJI9 KaXIOOoT'O IHeNTUIa, BepUMOMUMPOBAJIM BPYUHYD.

PesyJibTaTE

MenTmuoel TIGIT 4YeJioBeKa, 3allMlleHHEE I[IOCPEeICTBOM CBA3HBAHUA
anTuTeJsa 14A6, OPOMJUIOCTPMPOBAHE Ha TeIJIOBOM KapTe u3 Ouryps 14
M COOTBETCTBYIT aMMHOKMCIJIIOTHHM ocTaTkamM b54-57, 68-70 m 76-81 wus
SEQ ID NO:31. (5T Xe aMMHOKMCJIOTH IIOKa3aHH Kak ocTaTku 30-33,
44-46 n 52-57 ms SEQ ID NO:87.)

Npmmep 10

SnUTOoIIHOoOE KapTUPOBaHUE aHTHUTEJNa IIPOTUB hTIGIT 31cCé
IIOCPEeOCTBOM MAaCC-CIEeKTPOMEeTPpUM C BOIOOPOIHO-IOEeMTEpPMEeBEHM OOMeHOM

ObJjlacTM KOHTaKTa MexXny aHTuTesioM nportme TIGIT 31C6 m TIGIT
JeJIoBekKa OIpenesiaiM C MCIOJb30BaHMEM aHallM3a MacC—CIeKTPOMETPUN
C BOIOpoOHO-IeVTepMreBHM oOMeHoM (HDX-MS). HDX-MS wusMepgeT oOMeH
BOOOpOIa Ha IOeuTepui B aMMOIHOM oCToBe Oejika. OIHMM U3 (QaKTOPOB,
BJIMAKIMNUX Ha CKOPOCTb oOOMeHa, ABJSeTCS 3KCIOHMPOBaHME BOIOpOIa
I0JIg pacTBopuTensa. CpaBHeHMeM YPOBHelM ofMeHa B aHTUIeHe, KoTIda
CBA3aHO AaHTUTEJIO, MOXHO WIeHTHUOUUMPpOBATEL objlacTu OeJika, TIe
CBA3EBAETCHA aHTUTEJIO.

MaTepralitl
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- TIGIT-His dJeJyiOBeKa - CoIepXallMl BHEKJIETOUHEM »OoMeH hTIGIT
(ocTaTrkm 25-145 w3 SEQ ID NO:31) M TI'MCTHMIMHOBYKD MeTKy (SEQ ID
NO:87) .

- AHTUTeJIO MBIIKM NOpPOTUB anti-hTIGIT 31C6 (naptusa # 41AHK)
(mAb mMemy x [TIGIT H] (MEB125.31C6.A1.205) IgGl/xanma (HY))

XuokocTHada XpOMaTOI‘pa@MH—MaCC—CHeKTpOMeTpMH

Macc-CcrneKkTpoMeTp npencTaBJIA cobom Thermo Scientific
Orbitrap-Elite. [ja u3MepeHMS MeUeHHHX IeMTepueM o00pa3loB, MacC-—
CIIEKTPOMETP YyCTaHaBJIMBaJINU OJIs [IOJIYYEeHHU S IO aHHBIX OIOHOTO
CKaHUpoOBaHMA MS B IIOJIHOM IOMallal3oHe B OpdMTalIbHOM MOHHOM JIOBYIIKE
opu paspemaknmey crnocodHocTtu 120000, KoJIMUeCTBEe MOHOB-MUIIEHEMN
1E6, MakcrMMaJIbHOM BpPeMeHM UWHBeEKIUMM MoHa 500 MMJIIIIMCeKyHIO UM IBYX
MUKPOCKaHax. Hiisa TIOJIYUeHu d OaHHEIX  MS/MS oJid UOeHTUOUKALIUA
[IENTUIOB, MAaCC-CIeKTPOMETP YCTaHaBJIMBaJIM NIOJS I[IOJYYEHMS OIHOTO
IIOJIHOTO CIIeKTpa CKaHMPOBaHMA IIpM paspemammel crnocodHocTm 120000
C HOCJeOYNUMU OeCAThl CHeKTpaMu MS/MS B 3aBUCHMMOCTM OT HOAHHEX B
MOHHOM JIOBVIIKE .

CucreMa XMIOKOCTHOM XpoMaToIpadmu HOpencTabisaja cobon Waters
nanoAcquity mJjsg TrpaIlMeHTa aHaJUTHUUEeCKOM KOJIOHKM ¥ M30KpaTUUeCKUM
Hacoc Waters 515 14 paclerJieHMsS W HaHeceHusda ofbpasua. [Hdisa
pacmeryieHusa M HaHeceHUa ofpaslla, MCIOJb3yeMel 0Oydep IpelcTaBJIA
cobom 2% aueroHuTpusa u 0,05% TpHdTOPYKCYCHYI KUCJIOTY IIpHU
CKOpoCTM IOoTOKa 80 MKJI/MMH. [OJS aHaJIUTUUECKOTO I'palleHTa, Oybep
opencraByaamM cobon ©Oydbep A) 0,1% MypaBbMHas KUCJIOTa B BOIe U
tybep B) 0,1% MypaBbMHad KMCJOTa B alleTOHUTPUIIE.

T'pagueHT Tnponyckaiv mnpu 40 MrJI/MyMH oT 2% B mo 36% B 3a 10
MUHYT, C IocJenyomeld TOpoMelBkoM 80% B B TeueHMe 2 MUHYT U
[IOBTOPHEIM YpPaBHOBeMMBaHMEM B 2% B B TeueHMe 3 MHMHYT. 3aTeM
KOJIOHKY TP OMHIB aJIn [IoCpelnCcTBOM [IEPUOINUECKOTO POy CKaHMA
TpaIueHTa OT 2% mo 80% B, Tpu pasza oo 1 MMHYTe Ha KaxIoM cTaluu,
C IOCJelyKlMM OKOHUATEeJIbHEM YpPpaBHOBEMMBaHMEM 2% B B TeueHue b5
MUHYT. VYJjaBJMBakmasg KOJOHKa IIpedcTaBliaja cobol BallMTHYI KOJOHKY

Waters Vanguard CSH C18 1,7 MMM Guard Column, ¥ aHaJIMTHUUYECKasd

KOJIOHKa IpencTaBJjisglla coboy KoJoHKY Waters CSH C18, 1,7 MM 1 x 50

MM.
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MaHUITYJI AL C O@paBLI,OM OJIA MeUeHNA HeﬁTepMeM BEITIOJIHAJIV

IOCpencTBOM cucCTeMu Leaptec H/D-X PAL. B IuUlaHmeTe IJI MeUeHUS

00paslioB yCTaHaBJIMBAaJIM TeMIepaTypy 25°C, B IJlaHmeTe IOJIS OCTAHOBKU

peakuMy  yCTaHaBJIMBAJIU 1, 5°C, " B KaMmepe noJIs JIOBYIKM U
AHAJIMTHUUYECKOM KOJIOHKU yCTaHaBJIMBaJIKU 1, 5°C. KoJioHKY c
MMMO OMJIN30BaHHEM [IEeIICUHOM (Enzymate BEH Pepsin, Waters

corporation) comepxasr BHe KaMephl OJIS KOJIOHOK IIPM KOMHATHOW
TeMrepaType.

MeueHMe IeMTepueM

hTIGIT-His (63 TIIMOJIBL/MKJI) CMellMBaJlIM C PaBHBEM OOBEMOM
aHTHUTeJsa (32 OMOJIbL/MKJI) MM, IJId KOHTpoJid ©Oe3 CBS3HBaHug, C PBS
pH 7,6. CBsa3aHHBE C aHTUTeJIOM ofOpas3ls M KOHTPOJIE ©Oe3 CBA3HBaHUA
MHKYyOMpOBaJIM IIPM KOMHATHOM TeMIepaType B TeueHMe 1 UYaca Iepen
HayaJloM 32KCIIepMMeHTa MeUeHWUSd.

IO1a MeueHMs o00pa3loB OelTepueM, 2 MKJI obpas3lla CMemlMBalIu C
25 Mryn PBS B okxcunme neVitepus pH 7,6. BpeMeHHEE TOUKM MeUeHUH
cocrapJgsaim 30, 300, 1500, 4500, 9000 wm 13500 cexkyHn. IlocJge
YCTaHOBJIEHHOTO BpPeMeHM, 25 MKJ CMeCUu IJId MeueHUs nobapjdjau kK 35

MKJI XOJIOOHOTO Oydepa IJid OCTaHOBKM peakuum (8M moueBuMHa, 100 wMM

TCEP) . OOGpaszell II0oCJie OCTaHOBKM peakKUMM MHKyOupoBagu npu 1,5°C B
TeueHMe OIHOM MMHYTH. 3aTeM b5 MKJ MHBEUMPOBAJM B KOJIOHKM B
oxJlaxpawlmely kaMmepe, IIe obpasel I[POIyCcKaJlM dYepes KOJOHKY C
[IeIICMHOM, ¥ IIOJIYYEHHEHE IIelTUOE HaHOCWUJIM Ha YJIaBJIMBAKIYID KOJIOHKY .
Uepes TpM MHMHYTH, [IepeKJIOUeHeM KJallaHa KOJIOHKY C IIEIICHMHOM
OTKJIOUAJIM OT JIMHUM, W JOBYWKY IIPOMBEBAJIM HOOIOJIHUTEJIEHO OIOHY
MMHYTY. Ilocjle »3TOTro JIOBYWKY IMIOIKJRUAIM K JMHUM C aHaJMTUUeCKOM
KOJIOHKOW, ¥ MNOAOKJIUYaJIM aHalIUTHUUeCKMM TpalMeHT, U HauMHaJIu CcBop
MacCC-CIeKTPOMETPUUECKNX HOaHHEX. KaXOylw BPEMEHHYI TOUKY II0JIydaJiu
B TpexX MOBTOpax B CJy4YaWHOM IIOpAOKe.

[IOJTHOCTBI  HOEeUTepMPOBAaHHHN  ofpasell [oJydalM I[IOCPEeldCTBOM
MHKyOaumm 2 MKJ hTIGIT (63 mMoJb/MKJI) ¢ 108 MKJI IelTepPUPOBaHHOTO
IeHaTypupykmero 6ydpepa (4 M MouermHa, 100 MM TCEP, 0,01% DDM B
99, 5% okxcunme nOeunTepusa). Obpaszell MHKyOMpOBaJIM IIPU KOMHATHOMN
TeMIlepaType B TedeHMe HOuUuM. 3aTeM 55 MKJI HaOpAMyl MHBEUMPOBAIN B

KOJIOHKM B KaMepe, UM IOaHHHEe IIoJIydaJiii, KaK PaHee.
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AHaJIM3 ITaHHBIX

DanHue LC-MS/MS noJjyyajau OJIS HeMeueHOTo obpasla ¥ IPOBOIUIIMU
[IOMCK B 0Oa3e OAaHHHX OJA BepudUKalLUM YCIENHOTO pacllellJIeHnd OeJIKOB
¥  OJIA IOJIyYeHMA CIMCKa [NeNTUIOB IIOCJIe pacllellJIeHMA IIeIICHMHOM.
[IpoBOOMIIM IIOMCK IOaHHHX B 0as3e IaHHBX C MCIOJb30BaHMeM Proteome
Discoverer 1.4 wu ajgropuTMa IHoucka SEQUEST HT (ThermoFisher
Scientific). Baszy IDaHHBIX BeJIKoB, MCIIOJIE 3y EeMYI0 njida
nocjenoBaTenabHoCcTer TIGIT dYesgoBeka-His u aHTHUTesd nOpoTuB hTIGIT,
CBA3HBBaIM C 0as30M [»aHHHX IJS »OPOXKelM Saccharomyces cerevisiae
uniprot (5/20/13).

OanHele MS @OJId SKCIEPMMEHTOB MeueHUsa OelTepueMm oOpadaTHBaJM
nocpencTBoM HDExammHr (Bepcum 1.3, Sierra Analytics). Maccy u
BpeMdad yIOepXaHMsAa, BHOPaHHEE IIOCPENCTBOM IIPOIPaMMHOTO OOeCleuYeHUd
OJI9 KaXIOOT'O IIeNTHUIa, BepUMOMUMPOBAJIM BPYUHYD.

PesyJibTaTEL

TenTunel TIGIT ueJiOBeka, B3allMileHHEEe I[IOCPEOCTBOM CBASHBAHUA
anTuTeJa 31C6, NPOMJLIIOCTPUPOBAHE Ha TeIJIOBOM KapTe U3 OoUuIypH 15
M COOTBETCTBYIT aMMHOKMCJIOTHEIM ocTaTkamM b53-57, 60-65, 68-70, 72-
81, 94-95, 109-119 wm=3 SEQ ID NO:31. (5T Xe aMMHOKMCJIIOTEH
[IOKa3aHE Kak ocTaTkm 29-33, 36-41, 44-46, 48-57, 70-71, 85-95 wus
SEQ ID NO:87.)

Dpmmep 11

AHanns axkTUMBHOCTM T-KJIeTOk 1in Vvitro oIOuss IyMaHMBMPOBAaHHHX
aHnTuren npotmB hTIGIT

ABTOpPH HacTOAmWET O n300peTeHnud najiee aHaJIM3UPOBaJIU

aAKTVBHOCTb PasJIMYHEIX I'YMaHM3VMPOBaHHEX BapMaHTOB OIOHOT'O s

aHTUTeJI [0 mu300peTeHmo (31C6). B oOODHOM M3 aHaJlM30B AaBTOPEH
HaCcToAmeIro n300peTeHnd XapakTepusoBalu byHKUMOHAJIbEHEIE
[IOCJIEOCTBUA OJIOKMPOBAHMA peLnenTopa TIGIT yeJioBeka C

MCIIOJIb30BaHmueM KkJeTok hTIGIT-Jurkat. B »sToM aHamz3e hTIGIT-
Jurkat KYJIE TUBUPOBAJIN COBMECTHO C KJIeTKaMM1 JY,
CKOHCTPYMPOBaHHBEIMM IJIA Bkcopeccum CD155 yesgoreka (hCD155-JY).
Vcnions3yeMasd JIMHU A KJIETOK JY [pencraBldgeT cobomn
MMMOPTaJIM30BaHHYIO IIOCPEenCTBOM Bupyca SnmrerHa-Bapp (EBV)
JINMOOOJIaCTOUOHY JIMHMI B-kKJeTOK. Kak B aHajlM3e, OIMCAHHOM BHIIE B

npuMepe 3, Korma KJIETKU hTIGIT Jurkat CTUMYJINPYIOT c
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MCIIOJIb30BaHMeM CBA3aHHOTO C IJlaHmeToM o-CD3 ¥ KYJIbTUBUPYIOT
COBMECTHO C MCXOOHBEIMM KJeTkaMu JY (He »5BKcIpeccupyommvm CD155
yeJioBeka), OHM nponyumpyioT IL-2. OpgHako korma hTIGIT-Jurkat
KyJIb TUBMPOBAJIM COBMeCTHO ¢ hCD155-JY, ypoBHM IL-2 yMeHBIIAJIMUCH
3aBUCHMEIM OT JiMT'aHOa ofbpaszoM. O6paboTka aHTUTesaMu OpoTus hTIGIT
BOCCTaHaBJMBaeT Nponykuuio I1L-2 B 2TOM aHajM3e 3aBUCKHMEIM OT IO3H
obpasoM.

B sTOoM aHamm3e 96-JIyHOUHHE IIJIOCKOIOHHHE IIJIQHIETH [IOKPHEBAJIU
AHTUTEJIOM MBIIM OpOoTUB CD3 uejobBeka (1 Mrr/Mi B PBS; Clone HIT3a;
BD Pharmingen Kar. N 555336) B TeueHMe HouM npu 4°C. Ha cienyomue
CyTkM, skchnpeccupywomme hTIGIT kjgetkm Jurkat (50000) BeCeBaIM B
IpenBapUTEJILHO TIIOKPHTHEHE ILJIAHMETH M [OPOBOOMIIM IPeldBapUTeJIbHY
MHKyOauuiw B TedeHre 30-60 MMHYT Cc mADL B pPasJIMUHBIX KOHIIEHTPALMAX.

Skcrnpeccupyiomre CD155 uyejyoBexa xjerxkm JY (50000) npoBaBiasaim B

KYJILTYPY. Ilocjie MHKyOauuM B TeueHMe 18-24 wac npu 37°C um 5,0%
CO2, YPOBHU IL-2 B KYJIbETYpPAaJIbHEX CyIllepHaTaHTax OLIEeHMBAJIU
IOCpPenCcTBOM mesoscale (HaGop Human IL-2 Tissue Culture MESO
Hatop: Kar. NK151AHB-2). PesyJbTaTH I[IOKal3aHH Ha o¢urype 16. Ilpwm
TUTPOBaAHMM MCXOIOHOTO aHTuTesia Memy HOpoTuB hTIGIT kijoHa 31C6
(MEB125.31C6.A1,205 mIgGl) or 30 wMKD/MJI co cHumxeHmem po 0,04
MKT/MJI nojayuman ECse 0,730 MKD/MJI, ¥ TIpM TaKOM Xe TUTPOBaHUN
XVMEPHOTO MBEIIMHOT'O—YEeJIOBEUEeCKOT'O 31Ce6 (MBIIMHOE-UeJIOBeUeCKOoe
xyMepHoe MEB125.31C6.A1.205 1IgGl) mnonyuman ECso 0,910 wMxT/MiI.
(MpmmMHOE-4UeJIOBeUeCKoe XUMEPHOE 31Ce comepxaJlio BapuabeJibHEle
ofbJlacTM MCXOOHOTO KJIOHa 31C6 (SEQ ID No: 94 m 95) m objacte IgGl
uejioBeka.) llonoBOHEM o0O0pa3oM, IIpM TUTPOBAHUM I'YMaHW3VPOBAHHEX
BapuaHToB 31C6 oT 30 MKD/MJI CO CHmxeHMeM nHo 0,04 MKT/MJI TIOJIYUMUIIU

cilenyomme ECso:

T'yMaHM3VPOBAHHHY BapMaHT ECso

MEB125.31C6.A1,205 VH4/VL1 0,620
(AHTUTeJIO, comepxamee VH m3 SEQ ID NO: 127 m VL u3 |MKD/MI
SEQ ID N0O:130, m Fc-obJjacte 1gGl uejoBeka)

MEB125.31C6.A1,205 VH5/VL4 1,2
(AHTUTeJIO, comepxamee VH m3 SEQ ID NO: 128 um VL u3 |MKDT/MI
SEQ ID NO:133, m Fc-objacte 1gGl uesoBeka)
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MEB125.31C6.A1,205 VH5/VL3 1,2
(AuTUTeJIO, comepxamee VH m3 SEQ ID NO: 128 m VL u3 |MKD/MI
SEQ ID NO:132, m Fc-obJjacte 1gGl uesoBeka)

ABTOPE HaCTOAWeT'O0 M300pPeTeHMA MCIOJNBE30BaJiM TaKXke aHaJM3 Ha
OCHOBe [IEePBUYHEIX KJIETOK, UTOOE NIPOOEMOHCTPUPOBATE, uTo
T'YMaHM3UPOBaHHEEe aHTUTejla HpoTub hTIGIT o6jganalT aKTUMBHOCTBIO IIO
OTHOWEHNVID K IIepPBUUHEIM KJIeTKaM. I[IpOBOOUIM CKPMHMHIT HEeCKOJBbKUX
napTui MOHOHYKJI€aPHEIX KJIETOK nepudpepmUuecromn KpOoBU (PBMC)

yeJjioBeka [0 »skcopeccum TIGIT 1mocsie CTUMYJIALUU (CTUMYJIALMS B

peaxkluy CMellaHHOM KYJIbTYPH JUMMOOLMTOB ¥ CTUMyNALMA o—-CD3). 3BaTeMm
PBMC BuHOUpaM OJ4 aHaJIM30B Ha OCHOBE IIEPBMUHEIX KJIETOK Ha
OCHOBaHMM UX skcHhpeccum TIGIT nocje cTuMynAaAlnuu. C MCIOJb30BaHUEM
HuCD155-Fc mOoOKpHBaJM IJIAHMETH IOJI8 KYJbTHBUPOBaAHMSA TKaHel, u PBMC
CTUMYJIMPOBAJIM C MCIIOJIE30BaHMEM aHTUTeJla HpoTue CD3.

B sTOoM aHajm3e 96-JIYHOUHHE ILJIaHWETH C BHCOKMM CBSA3HBaHMEM
(Corning 3361) Tm[oKpHBaJIM C MCHOJb30BaHueM CD155-Fc uyeJsioBeka
(COBCTBEHHOTO MNPOM3BOOCTBA, 1 MKI/MJI in PBS) B TeueHMe HOUM IIPU
4°  C. Ha cJaenyomye CyTKHU, 50000 PBMC uyeJIOBeKa (Precision
Bioservice KaT. M83000C-1,0, mnaptusa #12920 B RPMI+10% CHBOPOTKA
yeJijoBeka Bio-world kar. M30611043-1, mnaprtus # V15022401, RBC
yoansanu nocpenctBoM BD Pharmlyse BD kar. N555899), BrCceBaMm B
OpenBapuUTeJIbHO [IOKPHTHE I[IJIAHIMETH M I[IPOBOIOMIIM I[IPelBapUTeJIbHYIO
MHKyOaumion B TedueHre 30-60 MmMHYT Cc mAb npotuB TIGIT B pas3JIMUHHX
KOHILeHTpalMax. 3aTeM »Ho0aBJIAIM aHTUTeJIo HOpoTuB CD3 (eBioscience
16-0037-85) B KOHEUHOWM KOHIeHTpaluy 1 MKID'/MI. Ilocjie MHKyOGaluu B

TeueHmMe 48 uyac npu 37°C m 5,0% CO2, OpoBOCHANIUTEJLHEE LIUTOKMHE

(IFNy, IL1B, IL6 um TNFa) olleHMBalIM B KyJbTYypaJlbHHX CylepHaTaHTax
IOCPEenNCTBOM aHalu3a mesoscale (HaGop Human Proinflammaatory-4 T
tissue culture MESO: Kar. NK15009B-4). Kak I1okasaHo Ha o¢urype
17, TYMaHU3UPOBaHHEE BapMaHTEH 31C6 ABJIAJINCE CIIOCOOHEMA
cruMyJsiMporaTs IL-6, TNFoa wm IFNy 3aBMCHMMBEIM OT »OO3H 00Opas3oM,
MoNoOHO MEIMIMHOMY-UeJIOBEUEeCKOMY XUMEPHOMYy aHTuTesy 31C6.

[Mopnmucw Ha ourype 17 COOTBETCTBYT CJEOYKRIVM aHTUTeJIaM:

- MommmHOe-ueJioBeueCKoe  xXuMepHoe MEB125.31C6.A1.205 IgGl

COOTBEeTCTBYEeT AaHTUTEJly , comepxXxamemy BaprabeJIbHEEe obJjlacTu
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ncxomHoro 31C6 wJjoHa (SEQ ID No: 94 wm 95) wm ob6jgacte IgGl
yeJioBEeKa. )

- MEB125.31C6.A1.205 VH4/VL1 COOTBETCTBYET AHTUTEIY,
comepxameMy VH m3 SEQ ID NO: 127 m VL m3 SEQ ID NO:130, u Fc-
objiacTe 1gGl ueJsloBeka)

- MEB125.31C6.A1.205 VH5/V1L4 COOTBETCTBYET aHTUTEIY,
comepxameMy VH m3 SEQ ID NO: 128 m VL m3 SEQ ID NO:133, um Fc-
objacTe IgGl uyejyioBeka)

- MEB125.31C6.A1.205 VH5/VL3 COOTBETCTBYET aHTUTEIY,
comepxameMy VH m3 SEQ ID NO: 128 m VL m3 SEQ ID NO:133, m Fc-
oBymacTe IgGl uyesyioBeka)

CoepxaHMe BCexX LUTHUPYEMBEIX B HaCTOAMEeM HOOKYMEHTE CCHJIOK
IpuBeIeHO B KauecTBe CCHBUIKM B TOM Xe CTelleHM, KaK ecJu OB OBJIO
KOHKPEeTHO ¥ MHIMBMIOyaJIbHO  yKas3aHOo, uTo comepxaHre  KaxXmoomn
VHIVBUOYAJbLHOM NOyOJMKallMu, 3aluMcu B ©Oasax »aHHHEX (HaOopuMep,
mocjlemoBaTeJlbHOCTEeM B Genbank wiam 3anucer GenelD), TIIaTeHTHOM
3asaBKU, WU rnaTeHTa, IPUBEIEeHO B KauecTBe CCBUIKM . 370
YTBepXIeH e e} BKJIOUYEHUM B KauecTBe CCHUIKMA IpenHa3HadeHo
3aABUTEJIAMA, B cooTBeTcTBMM Cc 37 C.F.R. 1.57(b) (1), UTOOEL
OTHOCUTBCSH KO BceM 0e3 MCKIKUYEeHMS MVHIOMBUIOYAJIBHEM I[IyOJIUKaLUAM,
zanucaM B 0a3ax OaHHHEX (HalopuMmep, IocJedoBaTelIbHOCTAM B Genbank
uiaM s3anucam GenelD), HaTeHTHHM 3asBkaM, WM I[IaTeHTaM, KaxXnoasd U3
KOTOPHX SBHO YykaszsaHa B cooTBeTcTBMM Cc 37 C.F.R. 1.57(b) (2), znaxe
ecJu TakKoe LUTUPOBaHMKE He IPUMEKAET HelloCpeInCTBEHHO K
0BBABJIEHHOMY YTBEepXIeHMe o) BKJIIOUEHUNU B KauecTBe CCBUIKHA .
BrioueHre OODBABJIEHHHX YTBEPXISHMM O BKJIOUEHUM B KaueCTBe CCHUJIKMU,
ecJIM OHM IPUCYTCTBYIT, B OIMCaHME, HHMKaKMM oOO0pa30M He oOcJabJigerT
2TOT0 Oofmero yTBEpPXIOeHMS O BKIKUYEHMM B  KauyeCTBE  CCHJIKHU.
[IMTUpOBaHMe CCHEUJIOK B HaCTOAMEeM JIOKYMeHTEe KaK He IIpelHa3HadeHO B
KaueCcTBe IIPM3HaAHUA TOT'O, UYTO CCHJIKA OTHOCHUTCSH K I[IPellleCTBYKIeMY
YPOBHK TEXHUKHU, TakKk W He COCTaBJISeT KaKoTo-JiMOO IIPUM3HaAHUA
OTHOCUTEJILHO COIepXaHMS MJIM OaTH 2TUX OyOJIUMKaluMi MIM TOKYMEeHTOB.

OBbeM HaAaCTOAmWET'O n3obpeTeHmA He IpenHas3HaueH o4
OTpaHVUYeHMUSI KOHKPEeTHHMM BapMaHTaMM OCYIMEeCTBJIEHMS, OIMCAHHEMM B
HacTOAlleEM OOKYMEHTE. OecTBUTEJILHO, pasJInyHEE MOIMQUKALIN

MBO@peTeHMH B IJOIIOJIHEHNIE K OIIMCaHHEIM B HacTodmeM OOKYMEeHTe,



205

OyOoyT OUEeBMIOHBEl CIelMallMCTaM B HOaHHONW o6JacTu M3 YyKa3aHHOTO BHIIE
OMMCAaHUSA M CONYTCTByLIMUX (uUryp. Takue MOOAMOMKALIMY OpelHa3HAaUeHEH
IJIS BKJIOUEHUS B OOBEeM HNpuiaraeMoy GopMYyJE MB300peTeHM.

YraszaHHOEe BHIIe [IMCBMEHHOEe OINMCaHMe CUMTalnT ITOCTaTOUHHM,
YTOOH IIO3BOJIATL CIEelLUMalMCTy B IaHHOM o6JacTu IJIS IIPpaKTUUYeCKOT'O
OCymeCcTBJIeHUs u300peTeHUs. PasziuuHble MOIMOUKALUM U300peTeHud B
IOTMOJIHEHME K IIOKAa3aHHBIM UM ONMCAHHHM B HACTOAIeM IOKyMeHTe, OymoyT
OUEeBMIOHE CIelraJucTaM B »aHHOM o6JlacTM M3 YKas3aHHOTO  BHIIe
ONMCAHUSA M BKJIOUEHH B OOBEeM IIpujiaraeMol GOpMyJiEl M300peTeHMUs .

Tabmuua 4: MEbOpMalMs O HOCIeOOBATEILHOCTHU

OnucaHue SEQ ID I[IOCJIEIOBATEJIBHOCTb
NO:

14A6 H - CDR1 | 1 SDYWG

14A6 H - CDR2 | 2 FITYSGSTSYNPSLKS

14A6 H - CDR3 | 3 MPSFITLASLSTWEGYFDF

14A6 L - CDR1 | 4 KASQSIHKNLA

14A6 L - CDR2 | 5 YANSLQT

14A6 L - CDR3 | 6 QQYYSGWT

14A6 MUCXOIHAA | 7 EVQLQESGPGLVKPSQSLSLTCSVTGSSIASDYWGWIRKFPGNKMEW

VH MGFITYSGSTSYNPSLKSRISITRDTSKNQFFLQLHSVTTDDTATYS
CARMPSFITLASLSTWEGYFDFWGPGTMVTVSS

14A6 UCXOIHAA | 8 DIQMTQSPSLLSASVGDRVTLNCKASQSTIHKNLAWYQQKLGEAPKFL

VL IYYANSLQTGIPSRESGSGSGTDFTLTISGLQPEDVATYFCQQYYSG
WTFGGGTKVELK

Hul4A6VH.1 9 EVQLQESGPGLVKPSETLSLTCTVSGGSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYY
CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

Hul4A6VH. la 10 EVQLOQESGPGLVKPSETLSLTCTVSGGSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRVTISRDTSKNQFSLKLSSVTAADTAVYY
CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

Hul4A6VH. 1b 11 EVQLOQESGPGLVKPSETLSLTCTVSGGSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRITISRDTSKNQFSLKLSSVTAADTAVYY
CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

Hul4A6VH.1lc 12 EVQLOESGPGLVKPSETLSLTCTVSGSSISSDYWGWIRQPPGKGLEW
MGFITYSGSTSYNPSLKSRITISRDTSKNQFSLKLSSVTAADTAVYY
CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

Hul4A6VH. 1d 13 EVQLOESGPGLVKPSETLSLTCTVSGGSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRVTISRDTSKNQFSLKLHSVTAADTAVYY
CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

Hul4A6VH. le 14 EVQLOESGPGLVKPSETLSLTCTVSGGSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRITISRDTSKNQFSLKLHSVTAADTAVYY
CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

Hul4A6VH.1f 15 EVQLQESGPGLVKPSETLSLTCTVSGSSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRITISRDTSKNQFSLKLHSVTAADTAVYY
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CARMPSFITLASLSTWEGYFDEWGQGTMVTIVSS

Hul4A6VH.

1lg

16

EVOLOQESGPGLVKPSETLSLTCTVSGSSISSDYWGWIRQPPGKGLEW
MGFITYSGSTSYNPSLKSRITISVDTSKNQFSLKLHSVTAADTAVYY
CARMPSFITLASLSTWEGYFDEWGQGTMVIVSS

Hul4A6VH.

17

EVOLOQESGPGLVKPSETLSLTCAVSGYSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYY
CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

Hul4A6VH.

2a

18

EVOLQESGPGLVKPSETLSLTCAVSGYSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRVTISRDTSKNQFSLKLSSVTAADTAVYY
CARMPSFITLASLSTWEGYFDEWGQGTMVTIVSS

Hul4A6VH.

2b

19

EVOLOQESGPGLVKPSETLSLTCAVSGYSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRITISRDTSKNQFSLKLSSVTAADTAVYY
CARMPSFITLASLSTWEGYFDEWGQGTMVTIVSS

Hul4A6VH.

2¢c

20

EVOLOESGPGLVKPSETLSLTCAVSGSSISSDYWGWIRQPPGKGLEW
MGFITYSGSTSYNPSLKSRITISRDTSKNQFSLKLSSVTAADTAVYY
CARMPSFITLASLSTWEGYFDEWGQGTMVTIVSS

Hul4A6VH.

2d

21

EVOLOESGPGLVKPSETLSLTCAVSGYSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRVIISRDTSKNQFSLKLHSVTAADTAVYY
CARMPSFITLASLSTWEGYFDEWGQGTMVIVSS

Hul4A6VH.

2e

22

EVOLOESGPGLVKPSETLSLTCAVSGYSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRITISRDTSKNQFSLKLHSVTAADTAVYY
CARMPSFITLASLSTWEGYFDEWGQGTMVIVSS

Hul4A6VH.

2f

23

EVOLOESGPGLVKPSETLSLTCAVSGSSISSDYWGWIRQPPGKGLEW
IGFITYSGSTSYNPSLKSRITISRDTSKNQFSLKLHSVTAADTAVYY
CARMPSFITLASLSTWEGYFDEWGQGTMVIVSS

Hul4A6VH.

2e

24

EVOLQESGPGLVKPSETLSLTCAVSGSSISSDYWGWIRQPPGKGLEW
MGFITYSGSTSYNPSLKSRITISRDTSKNQFSLKLHSVTAADTAVYY
CARMPSEFITLASLSTWEGYFDFWGQGTMVTVSS

Hul4Ae6Vk.

25

DIOMTQSPSSLSASVGDRVTITCKASQSTHKNLAWYQQKPGKAPKLL
IYYANSLQTGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQYYSG
WTFGGGTKVEIK

Hul4AeVk.

la

26

DIOMTQSPSSLSASVGDRVTITCKASQSIHKNLAWYQQKPGKAPKFL
IYYANSLQTGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQYYSG
WTFGGGTKVEIK

Hul4AeVk.

1b

27

DIOMTQSPSSLSASVGDRVTITCKASQSIHKNLAWYQQKPGKAPKFL
IYYANSLQTGIPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYYSG
WTFGGGTKVEIK

Hul4AeVk.

28

DIOMTQSPSSLSASVGDRVTITCKASQSIHKNLAWYQQKPGKVPKLL
IYYANSLQTGVPSRFSGSGSGTDEFTLTISSLQPEDVATYYCQQYYSG
WTFGGGTKVEIK

Hul4AeVk.

2a

29

DIOMTQSPSSLSASVGDRVTITCKASQSIHKNLAWYQQKPGKVPKEL
IYYANSLQTGVPSRFSGSGSGTDETLTISSLQPEDVATYYCQQYYSG
WTFGGGTKVEIK

Hul4AeVk.

2b

30

DIOMTQSPSSLSASVGDRVTITCKASQSIHKNLAWYQQKPGKVPKEL
IYYANSLQTGIPSRFSGSGSGTDETLTISSLQPEDVATYYCQQYYSG
WTFGGGTKVEIK

TIGIT

31

mrwcllliwa gglrgaplas gmmtgtiett gnisaekggs
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YeJIOBEKA iilgchlsst tagvtgvnwe dggdgllaicen adlgwhisps
fkdrvapgpg lgltlgsltv ndtgeyfciy htypdgtytg
riflevless vaehgarfgi pllgamaatl vvictavivv
valtrkkkal rihsvegdlr rksaggeews psapsppgsc
vgaeaapagl cgeqgrgedca elhdyfnvls yrslgncsff
tetyg

TIGIT 32 mrwclfliwa gglrgaplas gmmtgtiett gnisakkggs

ABAHCKOTO vilgchlsst magvtgvnwe ghdhsllair naelgwhiyp

Makaka/MakKaka afkdrvapgp glgltlgslt mndtgeyfct yhtypdgtyr

-pesyca griflevles svaehsarfq ipllgamamm lvviciaviv
vvvlarkkks lrihsvesgl grkstggeeq ipsapsppgs
cvgaeaapag lcgeqqgddc aelhdyfnvl syrslgscst
ftetg

Taxesiaa Lelb 33 QVQLVOSGVEVKKPGASVKVSCKASGYTFTNYYMYWVRQAPGQGLEW

neMBponmusymad MGGINPSNGGTNFNEKFKNRVTLTTDSSTTTAYMELKSLQFDDTAVY

a YCARRDYRFDMGFDYWGQGTTVTVSSASTKGPSVEFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFL
GGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGV
EVHNAKTKPREEQENSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLP
SSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFELYSRLTVDKSRWQEGNVE
SCSVMHEALHNHYTQKSLSLSLGK

Jlerkasa Lemnb 34 EIVLTQSPATLSLSPGERATLSCRASKGVSTSGYSYLHWYQQKPGQA

neMBpoansymMmad PRLLIYLASYLESGVPAREFSGSGSGTDFTLTISSLEPEDFAVYYCQH

a SRDLPLTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLN
NEYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKA
DYEKHKVYACEVTHQGLSSPVTKSFNRGEC

Taxersiad Lelb 35 QVQLVESGGGVVQPGRSLRLDCKASGITFSNSGMHWVRQAPGKGLEW

HMUBOJIyMaba VAVIWYDGSKRYYADSVKGRFTISRDNSKNTLFLOMNSLRAEDTAVY
YCATNDDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSS
LGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSVFEFL
FPPKPKDTLMISRTPEVTCVVVDVSQEDPEVOQFNWYVDGVEVHNAKT
KPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTI
SKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGEYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHE
ALHNHYTQKSLSLSLGK

Jlerkas Lenb 36 EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLL

HMBoOJIyMaba IYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQSSNW
PRTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEYP
REAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEK
HKVYACEVTHQGLSSPVTKSENRGEC

l16AHA tigit 1 | 37 EVOLOESGPGLVKPSETLSLTCTVSGSSIASDYWGWIRQPPGKGLEW

426 DyMaHU3BUP IGFITYSGSTSYNPSLKSRVTISVDTSKNQEFSLKLSSVTAADTAVYY

oBaHHas VHI CARMPSFITLASLSTWEGYFDFWGQGTMVTVSSAS

LB155.14A6.G2

.A8 VH1

18AHA tigit 1 | 38 EVOLOESGPGLVKPSETLSLTCTVSGSSIASDYWGWIRQPPGKGLEW

426 DyMaHMU3UP IGFITYSGSTSYNPSLKSRVTISRDTSKNQEFSLKLSSVTAADTAVYY

oBaHHas VH2 CARMPSFITLASLSTWEGYFDEFWGQGTMVTVSS

LB155.14A6.G2

.A8_ VH2

20AHA tigit 1 | 39 EVOLOESGPGLVKPSETLSLTCTVSGSSIASDYWGWIRKPPGKGLEW

426 DyMaHU3UP IGFITYSGSTSYNPSLKSRVTISRDTSKNQEFSLKLSSVTAADTAVYY

oBaHHas VH3 CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

LB155.14A6.G2

.A8 VH3

21AHA tigit 1 | 40 EVOLOESGPGLVKPSETLSLTCTVSGSSIASDYWGWIRQPPGKKLEW
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426 DyMaHU3BUP
oBaHHas VH4
LB155.14A6.G2
.A8 VHA4

IGFITYSGSTSYNPSLKSRVTIISRDTSKNQFSLKLSSVTAADTAVYY
CARMPSFITLASLSTWEGYFDEWGQGTMVIVSS

1SAHA tigit 1 |41 EVQLOQESGPGLVKPSETLSLTCTVSGSSIASDYWGWIRQPPGKGMEW
436 ryMaHMU3UP IGFITYSGSTSYNPSLKSRVTISRDTSKNQFSLKLSSVTAADTAVYY
oBaHHasa VH5 CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

LB155.14A6.G2

.A8 VHS

22AHA tigit 1 | 42 EVQLQESGPGLVKPSETLSLTCTVSGSSIASDYWGWIRKPPGKKMEW
4a6 DyMaHUBUP IGFITYSGSTSYNPSLKSRVTISRDTSKNQFSLKLSSVTAADTAVYY
oBaHHasa VHO CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

LB155.14A6.G2

.A8 VHG6

23AHA tigit 1 | 43 EVQLQESGPGLVKPSETLSLTCTVSGSSIASDYWGWIRQFPGKGLEW
426 DyMaHMUBUP IGFITYSGSTSYNPSLKSRVTISRDTSKNQFSLKLSSVTADDTAVYY
oBaHHas VH7 CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

LB155.14A6.G2

.A8 VH7

24AHA tigit 1 | 44 EVQLQESGPGLVKPSETLSLTCTVSGSSIASDYWGWIRKPPGKKMEW
426 ryMaHMU3UP IGFITYSGSTSYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYY
oBaHHas VHS CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

LB155.14A6.G2

.A8 VHS8

25AHA tigit 1 | 45 EVQLOQESGPGLVKPSETLSLTCSVTGSSIASDYWGWIRQPPGKGLEW
4a6 TyMaHUBUP IGFITYSGSTSYNPSLKSRVTISRDTSKNQFSLKLSSVTAADTAVYY
oBaHHas VH9 CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

LB155.14A6.G2

.A8 VHS

26AHA tigit 1 | 46 EVQLOOSGAGLLKPSETLSLTCSVTGSSIASDYWGWIRQPPGKGLEW
436 ryMaHMU3UP IGFITYSGSTSYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYY
oBaHHasa VHI1O0 CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

LB155.14A6.G2

.A8 VHI1O

27AHA tigit 1 | 47 EVQLOQESGPGLVKPPGTLSLTCSVTGSSIASDYWGWVRQPPGKGLEW
4a6 ryMaHUBUP IGFITYSGSTSYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYY
oBaHHasa VHI1 CARMPSFITLASLSTWEGYFDFWGQGTMVTVSS

LB155.14A6.G2

.A8 VHI11

OSAHA tigit 1 | 48 DIOMTQSPSSLSASVGDRVTITCKASQSIHKNLAWYQQKPGKAPKLL
426 DyMaHMUBUP IYYANSLOQTGVPSREFSGSGSGTDFTLTISSLOPEDFATYYCQQYYSG
OBaHH067VLl WTFGGGTKVEIK

LB155.14A6.G2

.A8 VL1

11AHA tigit 1 | 49 DIOMTQSPSSLSASVGDRVTITCKASQSIHKNLAWYQQKPGKAPKFL
426 DyMaHMU3UP IYYANSLOTGVPSREFSGSGSGTDFTLTISSLOPEDFATYYCQQYYSG
OBaHHoe_VLZ WTFGGGTKVEIK

LB155.14A6.G2

.A8 VL2

12AHA tigit 1 | 50 DIOMTQSPSSLSASVGDRVTITCKASQSIHKNLAWYQQKPGKAPKLL

426 DyMaHUBUP
oBaHHOe VL3
LB155.14A6.G2
.A8 VL3

IYYANSLQTGVPSRFSGSGSGTDETLTISSLQPEDFATYFCQQYYSG
WTFGGGTKVEIK
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13AHA tigit 1 |51 DIOMTQSPSSLSASVGDRVTITCKASQSIHKNLAWYQQKPGKAPKEFL

4a6 DyMaHU3BUP IYYANSLQTGVPSRESGSGSGTDFTLTISSLOQPEDFATYFCQQYYSG

oBaHHoe VL4 WTFGGGTKVEIK

LB155.14A6.G2

.A8 VL4

15AHA tigit 1 | 52 DIOMTQSPSSLSASVGDRVTITCKASQSIHKNLAWYQQKPGKAPKLL

4a6 DyMaHUBUP IYYANSLQTGIPSRESGSGSGTDFTLTISSLOPEDFATYYCQQYYSG

oBaHHOe VL5 WTFGGGTKVEIK

LB155.14A6.G2

.A8 VL5

JInpepHasa 53 MEWSWVFLFFLSVTTGVHS

rnocjyenoBaTesyb

HOCTBb TSXEJIBIX

nenen

JInpepHasa 54 MSVPTQVLGLLLLWLTDARC

nocjyenopaTesb

HOCTBb JIETKMUX

nenen

KoHCcTaHTHE 55 TKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSG

OOMEH TSXeJION VHTFPAVLQSSGLYSLSSVVIVPSSSLGTKTYTCNVDHKPSNTKVDK

unenn - IgG4, RVESKYGPPCPPCPAPEFLGGPSVEFLFPPKPKDTLMISRTPEVTCVV

S228P VDVSQEDPEVQEFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLH
QODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFE
FLYSRLTVDKSRWQEGNVESCSVMHEALHNHYTQKSLSLSLGK

KoHCcTaHTHEI 56 VAAPSVFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVOWKVDNALQS

OOMEH JIETKOM GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSS

Leny Karmrna PVTKSFNRGEC

28H5 H - CDRI1 | 57 GYSITSDYAWN

28H5 H - CDR2 | 58 YISNSGSASYNPSLKS

28H5 H - CDR3 | 59 LIYYDYGGAMNFE

28H5 L - CDR1 | 60 KASQGVSTTVA

28H5 L - CDR2 | 61 SASYRYT

28H5 L - CDR3 | 62 QHYYSTPWT

28H5 VCXOIHAS | 63 DVQLQESGPGLVKPSQSLSLTCTVTGYSITSDYAWNWIRQFPGNKLE

VH WMGYISNSGSASYNPSLKSRISITRDTSKNQFFLOLNSVTTEDTATY
YCATLIYYDYGGAMNEWGQGTSVTVSS

28HS5 MCXOIOHAS | 64 DIVMTQSHKEMSTSVGDRVSITCKASQGVSTTVAWYQQKPGQSPKLL

VL IYSASYRYTGVPDREFTGSGSGTDFTFTISSVQSEDLAVYYCQHYYST
PWTFGGGTKLEIK

14H6 L - 65 YASNLQT

BapuaHT CDR2

14H6 L - 65 YASSLQT

BapraHT CDR2

14H6 L - 67 YASTLQT

BapraHT CDR2

14H6 L - 68 YATTLQT

BapraHT CDR2

14H6 L - 69 YASYLQT

BapraHT CDR2

14H6 L - 70 YANQLQT

BapraHT CDR2

14H6 L - 71 YAGSLQT

BapraHT CDR2

14H6 L - 72 YASQLQT

BapraHT CDR2

14H6 L - 73 YADSLQT

BapraHT CDR2

14H6 L - 74 QOYYSGET
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BapuaHT CDR3

14H6 L - 75 QOYYSGYT

BapmuaHT CDR3

14H6 L - 76 QOYYSGIT

BapmuaHT CDR3

14H6 L - 77 QOYYSGVT

BapmaHT CDR3

14H6 L - 78 QQYYSGLT

BapmaHT CDR3

14H6 H - 79 MPSFITLASLSTFEGYFDF

BapuaHT CDR3

14H6 H - 80 MPSFITLASLSTYEGYFEFDF

BapuaHT CDR3

14H6 H - 81 MPSFITLASLSTIEGYFEFDF

BapuaHT CDR3

14H6 H - 82 MPSFITLASLSTVEGYFEFDF

BapuaHT CDR3

14H6 H - 83 MPSFITLASLSTLEGYFEFDF

BapuaHT CDR3

HywknenHoBasda 84 GATGTGCAGCTTCAGGAGTCGGGACCTGGCCTGGTGAAACCTTCTCA

KMcJoTa, GTCTCTGTCCCTCACCTGCACTGTCACTGGCTACTCAATCACCAGTG

KoOMpymolasa ATTATGCCTGGAACTGGATCCGACAGTTTCCAGGAAACAAACTGGAG

ncxomHyno VH TGGATGGGCTACATAAGCAACAGTGGTAGCGCTAGCTACAACCCATC

28HS TCTCAAAAGTCGCATCTCTATCACTCGAGACACATCCAAGAACCAGT
TCTTCCTGCAGTTGAATTCTGTGACTACTGAGGACACAGCCACATAT
TACTGTGCAACCCTGATCTACTATGATTACGGGGGGGCTATGAACTT
CTGGGGTCAAGGAACCTCAGTCACCGTCTCCTCA

HywkisenHoBasda 85 GACATTGTGATGACCCAGTCTCACAAATTCATGTCCACATCAGTAGG

KM1cJoTa, AGACAGGGTCAGCATCACCTGCAAGGCCAGTCAGGGTGTGAGTACTA

KoOMpymolasa CTGTGGCCTGGTATCAACAGAAACCAGGACAATCTCCTAAACTACTG

ncxomHyno VL ATTTACTCGGCATCCTACCGGTACACTGGAGTCCCTGATCGCTTCAC

28H5S TGGCAGTGGATCTGGGACGGATTTCACTTTCACCATCAGCAGTGTGC
AGTCTGAAGACCTGGCAGTTTATTACTGTCAGCATTATTATAGTACT
CCGTGGACGTTCGGTGGAGGCACCAAGCTGGAAATCAAA

KoHcTaHTHED 86 ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALT

IOOMEH TSXeJIoNn SGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKV

uenn — IgGl DKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSV
LTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPVLD
SDGSEFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPG
K

hTIGIT-HIS 87 gtiett gnisaekggs iilgchlsst tagvtgvnwe
ggdgllaicn adlgwhisps fkdrvapgpg lgltlgsltv
ndtgeyfciy htypdgtytg riflevless vaehgarfqgi
pllga hhhhhhhhhggqg

31C6 H -CDR1 88 SYVMH

31C6 H -CDR2 89 YIDPYNDGAKYNEKFKG

31C6 H -CDR3 90 GGPYGWYFDV

31C6 L - CDR1 | 91 RASEHIYSYLS

31C6 L - CDR2 | 92 NAKTLAE

31C6 L - CDR3 | 93 QHHFGSPLT

31C6 UCXOIHASA | 94 EVOLOQSGPELVKPGSSVKMSCKASGYTESSYVMHWVKQKPGQGLEW

VH (c IGYIDPYNDGAKYNEKFKGKATLTSDKSSSTAYMELSSLTSEDSAVY

[NOOUEepPKHY ThHIMIU YCARGGPYGWYFDVWGAGTTVTVSS

CDR)

31C6 UCXOIOHASA | 95 DIOMTQSPASLSASVGETVTITCRASEHIYSYLSWYQQKQGKSPQLL

VL (c
IOOUEPKHY THIMMA
CDR)

VYNAKTLAEGVPSREFSGSGSGTQFSLKINSLOQPEDFGTYYCQHHFEGS
PLTFGAGTTLELK
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31Cé H -
BAPVAHT CDR2
(D56R)

96

YIDPYNrGAKYNEKFEG

31C6 H -
BAPVAHT CDR2
(D56L)

97

YIDPYNIGAKYNEKGEF

31C6 H -
BAPVAHT CDR2
(D56K)

98

YIDPYNkGAKYNEKFG

31C6 H -
BAPVAHT CDR2
(D56F)

99

YIDPYNEfGAKYNEKFG

31Cé H -
BAPVAHT CDR2
(D565)

100

YIDPYNsGAKYNEKFEG

31Cée H -
BAPVAHT CDR2
(D56Y)

101

YIDPYNyGAKYNEKFEG

31Ce H -
BAPVAHT CDR2
(D56V)

102

YIDPYNVGAKYNEKFEG

31Ce H -
BAPVAHT CDR2
(G57R)

103

YIDPYNDrAKYNEKFKG

31Cé H -
BAPVAHT CDR2
(G57N)

104

YIDPYNDNAKYNEKFKG

31Cé H -
BAPVAHT CDR2
(G57Q)

105

YIDPYNDgAKYNEKFKG

31C6 H -
BAPVAHT CDR2
(G57E)

106

YIDPYNDeAKYNEKFEFKG

31Ce H -
BAPVAHT CDR2
(G57 i)

107

YIDPYNDIAKYNEKFKG

31C6 H -
BAPVAHT CDR2
(G57K)

108

YIDPYNDkKAKYNEKFKG

31Cé H -
BAPVAHT CDR2
(G578S)

109

YIDPYNDsAKYNEKFKG

31Cée H -
BAPVAHT CDR2
(G57Y)

110

YIDPYNDyAKYNEKFKG

31Cée H -
BAPMAHT CDR2
(G57V)

111

YIDPYNDVAKYNEKFKG

31C6 L -
BapuaHT CDR2
(N50A)

112

AAKTLAE

31Cé6 L -
BapuaHT CDR2
(N50Y)

113

YAKTLAE

31Cé6 L -
BapuaHT CDR2
(N50W)

114

WAKTLAE

31Cé6 L -
BapmuaHT CDR2
(N503)

115

SAKTLAE

31Cé6 L -
BapraHT CDR2

116

TAKTLAE
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(N50T)

31C6 L - 117 IAKTLAE

BapmuaHT CDR2

(N501I)

31C6 L - 118 VAKTLAE

BapmraHT CDR2

(N50V)

31C6 L - 119 NNKTLAE

BapmaHT CDR2

(A51N)

31C6 L - 120 NIKTLAE

BapmuaHT CDR2

(A511)

31Ce L - 121 NLLTLAE

BapuaHT CDR2

(AS51L)

31Ce L - 122 NTKTLAE

BapuaHT CDR2

(AS51T)

31Ce6 L - 123 NVKTLAE

BapmuaHT CDR2

(A51V)

31Ce6 HUMZ VHI | 124 EVQLVQOSGAEVKKPGASVKVSCKASGYTFSSYVMHWVRQAPGQRLEW
(c IGYIDPYNDGAKYSQKFQGRVTLTRDTSASTAYMELSSLRSEDTAVY
[OOUEePKHY ThHIMIU YCARGGPYGWYFDVWGQGTTVTVSS

CDR)

31C6 HUMZ VH2 | 125 EVQLVQOSGAEVKKPGASVKVSCKASGYTFSSYVMHWVRQAPGQRLEW
(c IGYIDPYNDGAKYSQKFQGRVTLTSDKSASTAYMELSSLRSEDTAVY
[IOOUEePKHY ThHIMIU YCARGGPYGWYFDVWGQGTTVTVSS

CDR)

31Ce6 HUMZ VH3 | 126 EVQLVQOSGAEVKKPGASVKVSCKASGYTFSSYVMHWVRQAPGQGLEW
(c IGYIDPYNDGAKYAQKFQGRVTLTRDTSTSTVYMELSSLRSEDTAVY
[OOUYEePKHY ThHIMU YCARGGPYGWYFDVWGQGTTVTVSS

CDR)

31C6 HUMZ VH4 | 127 EVQLVQOSGAEVKKPGASVKVSCKASGYTFSSYVMHWVRQAPGQGLEW
(c IGYIDPYNDGAKYAQKFQGRVTLTSDKSTSTVYMELSSLRSEDTAVY
[NOOYEePKHY THIMU YCARGGPYGWYFDVWGQGTTVTVSS

CDR)

31C6 HUMZ VHS | 128 EVOQLVOSGAEVKKPGSSVKVSCKASGYTFSSYVMHWVRQAPGQGLEW
(c IGYIDPYNDGAKYAQKFQGRVTLTSDKSTSTAYMELSSLRSEDTAVY
[IOOUYEPKHY ThIMI YCARGGPYGWYFDVWGQGTTVTVSS

CDR)

31C6 HUMZ VHG6 | 129 EVQLVQSGAEVKKPGASVKVSCKASGYTFSSYVMHWVRQAPGQGLEW
(c IGYIDPYNDGAKYAQKFQGRVTLTSDKSISTAYMELSRLRSDDTVVY
[IOOUYEPKHY ThHIMI YCARGGPYGWYFDVWGQGTTVTVSS

CDR)

31C6 Humz L1 130 DIOMTQSPSSLSASVGDRVTITCRASEHIYSYLSWYQQKPGKAPKLL
(c IYNAKTLAEGVPSREFSGSGSGTDFTLTISSLQPEDFATYYCQHHFGS
[NOOUEepPKHY ThHIMIU PLTFGQGTRLEIK

CDR)

31C6 Humz L2 131 DIOMTQSPSSLSASVGDRVTITCRASEHIYSYLSWYQQKPGKAPKLL
(c IYNAKTLAEGVPSREFSGSGSGTQFTLTISSLOQPEDFATYYCQHHFGS
[IOOUEePKHY ThHIMIU PLTFGQGTRLEIK

CDR)

31C6 _Humz L3 132 DIOMTQSPSSLSASVGDRVTITCRASEHIYSYLSWYQQKPGKVPKLL
(c IYNAKTLAEGVPSREFSGSGSGTDFTLTISSLQPEDVATYYCQHHFGS
[IOOUEePKHY ThHIMIU PLTFGQGTRLEIK

CDR)

31C6_Humz L4 133 DIOMTQSPSSLSASVGDRVTITCRASEHIYSYLSWYQQKPGKVPKLL

(c
[IOOUEepPKHY THIMMA
CDR)

IYNAKTLAEGVPSRESGSGSGTQFTLTISSLOPEDVATYYCQHHFEGS
PLTFGQGTRLEIK
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31C6 H - 134 YIDPYNDGAKYAQKFQG

BapraHT CDR2

31C6é H - 135 YIDPYNDGAKYSQKFQG

BapmraHT CDR2

18G10 - 136 QVQLMESGPGLVQPSQTLSLTCTVSGFPLTSYTVHWVRQPPGKGLEW
nocJjemgoBaTeJib IGATWSSGSTDYNSALKSRLNINRDSSKSQVEFLKMNSLOQTEDTAIYF
HocTb VH CTKSGWAFFDYWGQGVMVTVSS

18G10 - 137 DIQMTQSPSLLSASVGDRVTLNCIASONIYKSLAWYQLKLGEAPKLL
rnocJjiegoBaTellb IYNANSLQAGIPSREFSGSGSGTDFALTISGLQPEDVATYFCQQYSGG
HocTb VL YTFGAGTKLELK

11A11 - 138 EVQLVESGGDLVQPGRSLKISCVASGFTFSDYYMAWVRLAPQKGLEW
rnocJsengoBaTesib VASISYEGSRTHYGDSVRGRFIISRDNPKNILYLOMNSLGSEDTATY
HocTb VH FCARHTGTLDWLVYWGQGTLVIVSS

11A11 - 139 NIVMAQSPKSMSISAGDRVIMNCKASONVDNNIAWYQQKPGQSPKLL
nocjengoBaTelib IFYASNRYSGVPDRETGGGYGTDFTLTIKSVQAEDAAFYYCQRIYNF
HocTb VL PTFGSGTKLEIK

14A6 H - 140 MPSFITLASLSTXEGYFEFDF

KOHCEHCYC X=w, F, ¥, I, V, L

CDR3

1426 L - 141 YAX1X,LQT

KOHCEHCYC X:=N, 8, T, G, D

CDR2 X,=8, N, 8, T, ¥, ©Q

1426 L - 142 QOYYSGXT

KOHCEHCYC X=w, F, ¥, I, V, L

CDR3

1476 143 EVOLOX1SGX> GLX3KPX4XsXsLSLTCX7VXs

KOHCEHCYCHASA GX305IX31 SDYWGWX gRX10X11PGX12X13X14EWX 15

NCXOJHAA VH

GFITYSGSTSYNPSLKSRX16X171X18X1sDTSKNQFX0LX21LX22SVT
X23X24DTAX25Y

X26CARMPSFITLASLSTX27EGYFDFWGX 3, GTX25X26TVSS

X1=E wnnm
X>=P wmim
X3=V unm
X4=S UM
X5=Q mMJIn
X6=S wmIn
X7=S wmiau
Xs=T wmimu
Xo=1 mam
X10=K wmnm
X11=F wnnmu
X12=N wmiam
X13=K wmim
X14=M wmIMn
X15=M mJIMn
X16=1 wmIm
X17=5 WJIMn
X15=T wnim
X19=R wmim
X20=F wmim
X21=Q maum
X2o=H wnim
X23=T nmim
X24=D wmim
Xo5=T wmim
X26=S WUJIN
Xz7=W, F,
X28=M, V,
T, Wwumm Y

X20=V, T mmm L
X30=5S M G mam Y
X31=A mam S

unmn G

uiam A

I

EHK<I P PuRudndd DR mo S@HEAEDE PO

, , V uiu L
R P

I
r AI I NI r QI EI GI II Hl Kl FI SI




214

X31=P mam Q

146
KOHCEHCYCHAA
I'YMAHV3SVPOBAH
HAA VH

144

EVQLQOX1SGX, GLX3KPX4Xs5TLSLTCXgVX7
GXgSIXgSDYWGWX1gRX 11X, PGKX 13X 1,EWX 15
GFITYSGSTSYNPSLKSRX16TISX17DTSKNQFSLKLX18SVTAX14DT
AVYYCARMPSFITLASLSTX0EGYFDFWGQGTX 21X, TVSS
X1=E mam Q
X;=P mnm A
X3=V miam L
Xy=S mam P
Xs=E miamu G
Xe=T mam A
X7=8 mamu T
Xg=G mam S
Xo=S mym A
X10=1 mam V
X11=Q mam K
F
K
M
M
I
R
H
D
Y
L

X12=P wmim
X13=G mau
X14=L wniam
X15=1 wmim
X16=V UJIN
X17=V uim
X15=S WMJIMU
X19=A WUJIN
Xz0=W, F,
X21=M, V,
T, Wwumm Y
Xoo=V, T minm L

, I, V, L
I4 AI RI NI PI QI EI GI II HI KI FI SI

14A6
KOHCEHCYCHAA
NCXOIHAA VL

145

DIOMTQSPSX1LSASVGDRVTX,X3CKASQSTHKNLAWYQQKX 4
GX5X15PRKXsLIYYAX7XsLOTGX¢PSRESGSGSGTDFTLTISX10LQPE
DX11ATYX12COQYYSGX13TFGGGTKVEX 14K

X1=L mam S
Xo=L wmim
X3=N mmm T
X4=L mmam P
Xs5=E mmam K
Xe=F mam L
X7=N, s, T
Xs=S, N, T
Xo=1 mim V
X10=G miam S
X11=V mim F
X12=F mim Y
X13:W, F, Y
X14=L wmiam
X15=A miam V

, I, V uim L

14A6
KOHCEHCYCHAA
I'YMAHVSVPOBAH
HAA VL

146

DIOMTQSPSSLSASVGDRVTITCKASQSIHKNLAWYQQOKPGKXsPKX1
LIYYAX,X3LOTGX 4 PSREFSGSGSGTDEFTLTISSLQPEDX7ATYYCQQ
YYSGXsTFGGGTKVEIK

X1=L mimn F
X»=N, S, T
X3=S, N, T
X4=V mim I
Xs=W, F, Y
Xe=A mim V
X7=F wnnmn V

31Cé H -
KOHCEHCYC
CDR2

147

YIDPYNX 1 XoAKYX3XuKFXs G

X:=D, R, L, K, F, S, Y mwmm V
X»=G, R, N, Q, E, L K, S, Y mwm V
X3=N, A uiam S

X4=E mam Q

X5=K mam Q

31C6 L -
KOHCEHCYC

148

X:1XKTLAE
X:=N, A, V, W, S, T, R, HG, I wm V
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CDR2

X=A, N, I, L, T mim V

31cCé
KOHCEHCYCHAA
NCXOIHAA VH

149

EVQLX1Q0SGX,EX3X4KPGX5SVKXSCKASGYTFESSYVMHWVX,QXs PG
QX LEWIGYIDPYN

X10X11AKYX12X13KEFX 14
GX15X16TLTX17DX 185X 168 TX 20 YMELSX 21 LX 225X 23DX24X25VYYCAR
GGPYGX»sYFDVWGX27; GTTVTVSS

X1=Q mam V

X>=P mam A

X3 =V miau L

X4=V wmiu
Xs5=S wmiau
Xe=M wmuIMn
X7=K wnunmn
Xg=K wmnm
Xo=G mUJIMn
X10=D, R, , K, F, 5, Y unu VvV
X11=G, R, , O, E, LK, S, Y umV
X12=N, A uiam 3

X13=E wnim
X14=K wmim
X15=R wmim
X16=A UM
X17=5 wMJIn
X15=K wmim
X19=5, I,
Xo0=A wUJIMN
X21=R wmim
X2o=T wmim
X23=D wmim
X24=S WU
Xo5=A WUJIN
Xo6=W, A,
Y

Xo7=A miam Q

Z PP PR

uanu T

o<HET®ngPYAD RO

, E, F, ¢, I, XK, N, 9, R, S, T, V wm

31cCe
KOHCEHCYCHAA
T'YMAHVSUPOBAH
HAA VH

150

EVQLVQSGAEVKKPGXSVKVSCKASGYTFSSYVMHWVRQAPGQX>LE
WIG YIDPYNX3X4AKYX5X5KEFX7
GRVTLTXsDX93X1083TX11YMELSX12LRSX13DT
X14VYYCARGGPYGX 15 YFDVWGQGTTVTVSS

X1=A wuau S

X>=R mim G

Xs=D, R, L, K, F, S, Y mwm V

X4s=G, R, N, Q, E, L K, S, Y mim V

Xs=N, A umiam 3

Xe=FE mam Q

X7=K mam Q

Xg=R wmym S

Xo=T wmimm K

X10=A, T mium I

X11=A nJIn
X12=5 WMJIN
X13=E wmim
X14=A UJIMN
X15=W, A,
Y

O<oOw<g

, E, F, ¢, I, XK, N, 0, R, S, T, V wm

31cCeé
KOHCEHCYCHAA
NCXOJHAA VL

151

DIOMTQSPX1SLSASVGXX3VTITCRASEHIYSYLSWYQQOKX
GKX5PXsLLX 7YX gXsKTLAEGVPSREFSGSGSGTX10FX11LX12I1X13SLQ
PEDX14X15sTYYCQHHFGSPLTFGX1s GTX17LEX 15K

X1=A wuam S

Xo=E wmnm D

X3=T mmm R

X4=Q wmiam P

Xs=S, A mm V

Xe=Q wmiam K

X7=V mam I
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Xg=N, A,
Xe=A, N
X10=Q mam
X11=S uaum
X12=K wminm
X13=N wmim
X14=F wnim
X15=G miu
Xi16=A WINU
X17=T wmnu
X1s=L wmimu

o=
=]
=
b=
=
<

r

HwoOo P <nraag X

31C6 L - 152 DIQMTQSPSSLSASVGDRVTITCRASEHIYSYLSWYQQKPGKXPKL
KOHCEHCYCHASA LIY
I'YMAHUSVWPOBAH XoX3KTLAEGVPSRESGSGSGTX4FTLTISSLOPEDXsATYYCQHHEG
HASA VL SPLTFGQGTRLEIK
X1=A mim V
Xo=N, A, W, W, S, T, I mnuV
X3=A, N, I, L, T minm V
X4=D mam Q
Xs=F nmmm V
31C6 H - 153 GGPYGXYFDV
KOHCEHCYC Xi15=W, A, D, E, F, G, I, K, N, @, R, S, T, V unu
CDR3 Y
31C6 H - 154 GGPYGAYFDV
BAPVAHT CDR3
31C6 H - 155 GGPYGDYFDV
BAPVAHT CDR3
31C6 H - 156 GGPYGEYFDV
BAPVAHT CDR3
31C6 H - 157 GGPYGFYFDV
BAPVAHT CDR3
31C6 H - 158 GGPYGGYFDV
BAPVAHT CDR3
31C6 H - 159 GGPYGIYFDV
BAPVAHT CDR3
31C6 H - 160 GGPYGKYFDV
BAPUAHT CDR3
31C6 H - 16l GGPYGNYFDV
BAPVAHT CDR3
31C6 H - 162 GGPYGQYFDV
BAPVAHT CDR3
31C6 H - 163 GGPYGRYFDV
BAPVAHT CDR3
31C6 H - 164 GGPYGSYFDV
BAPVAHT CDR3
31C6 H - 165 GGPYGTYFDV
BAPVAHT CDR3
31C6 H - 166 GGPYGVYFDV
BAPVAHT CDR3
31C6 H - 167 GGPYGYYFDV

BAPVAHT CDR3




dopmy.Jia uzodpereHust

1. 'ymanusupoBaHHoe aHTHUTENO, KoTopoe cBs3biBaercs ¢ TIGIT yenoseka, koTopoe
COIEPKHUT IBA UMMYHOTJIO0YJIMHA TSDKEJION LENH U 1BA UMMYHOTJIOOYJIMHA JIETKOH LeTy, Tae
UMMYHOTJIOOYJIMH TSDKEJION wermu comep:kut (1) BapuaOenpHyr0 OOJIACTh TSDKEJIOW LEIH,
conepskamyo SEQ ID NO: 128, u (i1) koncrantabiii nomeH IgG1, conepxxamuii SEQ ID NO:
86, 1 rIe UMMYHOTJIOOYJIHH JIETKOU Heru coaepkut (1) BapuabesbHyr0 00J1acTh JISTKOH IeTIH,
conepsxkamryro SEQ ID NO: 132, u (1) KOHCTaHTHBIH IOMEH Karla 4ejioBeka, copepxamuii SEQ
ID NO: 56.

2. 'yMaHU3UPOBAHHOE AHTUTEJIO, KOTOPOE COAEPIKHUT ABA UMMYHOIJIOOYJINHA TSKENOM
LIeNH U ABa UIMMYHOTIJIOOYJIMHA JIETKOH LNy, rAe UMMYHOIJTIOOYJIMH TSDKENION LEeNH CONeP>KUT
(1) BapuabenpHyr0 007acTh TsKENOM 1eny, coneprxkamyro SEQ ID NO: 128, u (i1) KOHCTaHTHBIH
nomen IgGl, conepxxamuii SEQ ID NO: 86, u rne uMMyHOIIO0YJIMH JIETKOH LeNH COAEePIKUT
(1) BapuabenpHyI0 0OnacThb Jerkoi nenu, copepxkamyro SEQ ID NO: 133, u (i) KOHCTaHTHBIH
IOMeEH Karmna desioBeka, cogepskamuii SEQ ID NO: 56.

3. 'yMaHM3UPOBAaHHOE AHTHUTENIO, KOTOPOE CONEPIKUT J1Ba UMMYHOIJIOOYJINHA TSKEJIOM
LIeNY ¥ 1BA MIMMYHOTJIOOYJIMHA JIETKOH LNy, I7ie MMMYHOTJIOOYJIMH TSKEJION LT COAEPIKUT
(1) BapuabenbHyt0 00aacTh TsoKeNOM Henu, coneprxkaiyro SEQ ID NO: 127, u (i1) KOHCTaHTHBIH
nomeH IgGl, copepsxxamuii SEQ ID NO: 86, u rne uMMyHOTIOOYJIMH JIETKOH LENH COAePIKUT
(1) BapuabenbHyr0 00JacTh Jierkoi nenwu, conepskamyo SEQ ID NO: 130, u (ii) KOHCTaHTHBIH
JIOMeH Karna 4yejioBeka, conepxamuii SEQ ID NO: 56.

4. T'yMaHU3UpOBAaHHOE AHTHUTEJO MO JFOOOMY U3 mil -3, e aHTUTENO MEePEeKPECTHO
B3aumoneiicteyer ¢ TIGIT siBaHckoro makaka u pesyca.

5. 'ymMaHU3UPOBAHHOE AHTUTEJIO MO JIFOOOMY |3 mil. 1-3, rie aHTuTeno conepskut 1, 2, 3,
4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 unu
30 aMMHOKHCJIOTHBIX 3aMEH B KapKacHOM 00acTu BapruadenbHOI 00J1aCTH TSDKENOH LIeTTH.

6. 'yMaHM3UPOBAHHOE AHTHUTEJIO 10 JTF0OOMY U3 T, 1-4, rae aHTuTeNno conepkurt 1, 2, 3,
4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 unu
30 aMMHOKHCJIOTHBIX 3aMEH B KapKacHOM 00acTu BapuabenbHOI 00JacTh JIETKOH IeTIH.

7. 'yMaHU3MPOBAaHHOE AHTUTEJO MO JI0OOMY 13 Tl 1-3, re aHTHUTENIO MPOIYIHPYETCSI
B KJIETKaX sIMYHUKA kutarckoro xomstaka (CHO).

8. BrlneneHHbI NOJUIENTH I, COAep Kani BapuabeIpHy0 00IacTh TSDKEJION Lenmu U
BapuadeIbHY0 00JIACTh JIETKOH e JTF000ro U3 aHTUTeN 1o . 1-7.

9. BuimeneHHbIH MOJUIENTHA TO .5, Iie TOJUNENTHI COAECPNKUT BapHaOeTbHYIO
00J1aCTh TSKENON Lienu ¢ 000 aMMHOKHUCIIOTHOM nocienoBateabHocThi0 SEQ ID NO: 124-

129.
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10. BeimeneHHbIN MOJMUMIENTHA MO .5, Tie MOJMIENTHA CONEPKHUT BapHaOeTbHYIO
00J1aCTh JIETKOM LenHu ¢ 000 aMUHOKUCIOTHON nocienoBateabHOcTh SEQ ID NO: 130-133.

11. BeiaeneHHas Hy KJIEMHOBAsI KUCJIOTA, KOAUPYIOLIAasi Iy MaHU3UPOBAHHOE AHTUTEJO MO
aro0omy U3 m. 1-7, ninu BeIIeNeHHBIN MOMUNEenTH A 1o JirobomMy u3 mm.8-10.

12. BekTOop sKCIIpeccuu, Coaep Kallinii BbIICICHHYO HYKJIIEMHOBYIO KUCIOTY 1o 1. 11.

13. KneTtka-x03siuH, coaep kainasi BEKTOp SKCMPECCHH mo m.12.

14. Knerka-xo3stuH 1o 11.13, koropasi npencrasisier codoit knerky Pichia wmu knerky
ssmuHuKa kurafickoro xomsiaka (CHO).

15. Komno3unusi, copepkaiiasi aHTUTENO M0 JrOoMy U3 Ml 1-7 Wiy MOJUIENnTU 1o
nrobomy u3 . 58-10 u papmaneBTHUECKU TPUEMJIEMbI HOCHTENb WA pa30aBUTEIb.

16. Komnosunus no 11.15, 1onoaHuTenpHO coaepskawmas antu-PD1 antureno.

17. Kommosummss mno m.16, rme antu-PD1 anTuTeno mnpexacraBisier coOoit
neMOpon3ymMad WM €ro aHTHIeHCBSI3bIBAIOIIMN (PparMeHT WM HUBOJIyMa0d WM €ro
AHTUTE€HCBSI3bIBAIOIIUI (hPArMEHT.

18. Kommosumms mno m.17, rme antu-PD1 anTuTeno mnpexacrasisier coOoii
neMOpoan3ymal.

19. Komnozuuus no n.15, nononHuTenbHO coaeprkammas antu-PD1 antureno.

20. Cnoco0 TmoONyYeHusl aHTUTENa WM aHTUTCHCBSI3bIBAIOINETO (PparMeHTa,
BKJIFOYARO LTI

a. KyJbTHUBUPOBAaHUE KJIETKH-XO35IMHA, CONEprKalleil MOJMHYKIEOTHA, KOAUPYIOLIHMA
BapuadeIbHY0 00J1aCTh TSAKENOHN ey W/ 1K BapuadeIbHY 0 00JIAaCTh JIETKOH LIEMH JIF000ro u3
aHTHUTEN 1O 11 1-7, B yCIOBUSIX, ONaroNpUATHBIX I SKCIPECCHH MOJUHY KJICOTH/IA, 1

b. HeoOs3aTeNbHO, BBINENIEHUE AHTHUTENIA W3 KJIETKU-XO35TMHA W/WJIHM KYJBTYPaJbHON
CpenbL

21. Crnoco® neueHHs] paka y 4YeNOBEKa, BKIIOYAKOLIMKA BBeneHHe 3((EeKTUBHOTO
KOJIMYECTBA aHTUTENa MO JIOOOMy M3 mill-7, KOTOpoe HeoOsS3aTeNbHO HCIOJb3YETCs B
COUETAaHUM C JAOMOJHUTENbHBIM TEPaneBTUYECKUM CPEICTBOM WM TepareBTUYeCKOU
MPOLEAYPOH.

22. Ilpumenenune aHTUTENA AJIs1 IPOU3BOACTBA JIEKAPCTBEHHOIO CPEACTBA ISl JICUEHUs
paka y 4ejoBeka, conepskamee 3pQPeKTHBHOE KOIMYECTBO aHTHTENA MO Jrobomy u3 mm.1-7,
KOTOpOe HeoOS3aTeNIbHO HCIOJB3YETCs] B COUETAHUU C AOTOJHHUTEIBHBIM TEPANEeBTHYECKUM
CPeNCTBOM WU TEPANEBTUYECKON MPOLIEAYPOH.

23. Cnocob u npumMeHeHue 1o .21, rae JOMOJHUTEIbHOE TEPANIEBTHYECKOE CPENCTBO

npenctasisier codoit antu-PD1 antuteno wiu antu-PDL-1 anTHTENO.
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24. Cnoco0 u npumenenne no m.22, rae antu-PD1 anTureno mpencrasisier coOoit
neMOponmn3ymad uim HUBOJIyMad.
25. Cnoco0 u npumenenue no m.22, rae antu-PD1 anTureno mpencrasisier coOoit
nemMOponmzymad.

IIo nosepennocTu
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CeasbiBaHue ¢ Knetkamu TIGIT yenoseka - CHO K1
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Brokuposanue caa3biBaHua hCD155-hFc ¢ TIGIT yenoseka - CHO-K1
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BrokuposaHme casbiBaHua hCD155-hFc ¢ TIGIT yenoseka - CHO-K1
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TutpoBaHue aHTuten npotus TIGIT YenoBeKa B YHKLMOHANBHOM aHAAM3E Ha OCHOBE KNETOK
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TutposaHue aHtuTen npotie TIGIT yenoseka B GyHKLMOHANHOM aHaM3e
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