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OIIMCAHUE U30BPETEHUA
2420-561615EA/045
MOJIEKYJbBI AHTUTEJI TIPOTUB CD138 U UX IPUMEHEHHUE

ITEPEKPECTHAA CCBIJIKA HA POJACTBEHHBLIE 3ASBKU

Ilo Hacrosmiell 3asBKe MCHpalIMBAaeTCs NPUOpUTET MO BpeMeHHOW 3asBke CIIA Ne
62/566936, nomanHoW 2 oktsa0pss 2017 roma, m BpemenHol 3asBka CIIA Ne 62/725880,
noganHoil 31 asrycra 2018 roma. Conep:kaHue yKa3aHHBIX BbIII€ 3asBOK BKJIIOUEHO, TaAKUM
00pa3oM, B HACTOSIIIEE OMUCAHNE B KAUECTBE CCHUIKU B MIOJIHOM O0BbEMe.

CIIHCOK NOCJIEJJOBATEJIBHOCTEM

Hacrosimas 3asiBka COIep>KUT CIUCOK MOCIEN0BATENbHOCTEN, OJaHHBIN B 3JIEKTPOHHOM
Buzne B ¢popmare ASCII u BKIFOUEHHBIH, TAKUM 00pa3oM, B HACTOSIEE ONHCAHUE B KAUeCTBE
ccpuUikd B mosiHOM oObeme. YkazanHast komusi ASCIL, cosmannast 26 centsiOpst 2018 rona,
Ha3BaHa P2029-7017WO_SL.txt, u ee pa3mep cocrasisier 171304 Gaiir.

YPOBEHb TEXHUKH

MHoxecTBeHHast muenomMa (MM) sBisieTCsl 3JI0KaAUYeCTBEHHBIM HOBOOOPa30BaHUEM,
00pa30BaHHBIM 3JIOKAYECTBEHHBIMH TUIA3MATHYECKUMH KJIETKAMH. JTH OINYXOJIH, KaK MPaBUIIO,
Pa3BUBAIOTCS B KOCTSIX, HO MHOTAA UX OOHAPYKUBAIOT B IPYIHX TKaHSAX. 3a0oieBaHue ¢ OTHON
IUIA3MOLIUTOMOH M3BECTHO KaK M30JMPOBaHHAs (WM CONMUTapHast) ruasmonutoma. [pu Hammaum
HECKOJIbKMX IUJIa3MOLIMTOM OHO U3BECTHO Kak MHOkecTBeHHas Muenoma. B CIIA
NpUOU3NUTENPHOE KOJIWYECTBO HOBBIX CIy4aeB cocraBisier nmpuOmmsurensHo 30000 B 2017
rogy, u oxugaror Oomee 10000 cmyuaeB cmeptu. Hecmorpst Ha mnporpecc B J€4eHUH
MHOXKECTBEHHON MMEJIOMBI, OHa OCTAeTCsl HEU3JeuyuMbIM 3a0oseBaHHEM Al OOJNBIIMHCTBA
NaLUEeHTOB.

CyuectByer moTpeOHOCTh B pa3pabOTKe HOBBIX MOAXOAOB JIEYEHUS, MPOPUIAKTUKHA H
AUArHOCTUKU MHO)KECTBEHHON MHUEJIOMBI U PYIHX HAPYLIEHUN CO CXOXKUMU NMAaTOJOTHYECKUMU
MeXaHU3MaMHU.

CYHIHOCTB U30BPETEHUA

Hacrosimiee n3o0pereHne OTHOCHTCS TIO MEHBLIEH Mepe YaCTHYHO K MOJIEKYJIaM aHTHUTEJ,
ceszbBarouxcss ¢ CD138, mampumep, CD138 dyenoBeka, W HMMEIOIIHMX OJHO WM Ooee
(YHKIMOHAJIBHBIX W CTPYKTYPHBIX CBOWCTB, NMPEACTABJICHHBIX B HACTOSIIEM OMUCaHWU. B
BApHUAHTE OCYLIECTBJICHHS MOJIEKYJIa AHTHTEJIa MOXKET BbI3bIBATH BBHIMOJHEHUE >PPEeKTOPHOI
¢yHKuMM (HampuMep, AaHTUTENO3aBHUCUMOW KieToyHoH 1murorokcuunoctd (ADCC)) B
OTHOLIEHUU KJIeTKH, BKcrpeccupyromeid CDI38. B BapuaHTe oCylecTBIEHHs MOJeKyJa
aHTHTENa TIPEHMYINECTBEHHO CBs3bIBaeTCA ¢ MeMOpaHocBsizaHHBIM CD138 mo cpaBHEHHIO C
pactBopuMmbiM CD138. B BapuaHTe OCYLIECTBJEHUS MOJIEKyJla AaHTUTENAa CBSI3bIBAETCA C
SIUTONIOM BO BHeKJeTO4HOH oOnactu CD138, mpokcuManpHON K TpaHCMEMOPaHHOMY JTOMEHY.
B BapuaHnTe OCylLIECTBIE€HUsS MOJIEKyJa aHTUTENa HE CBA3BIBAETCS C MHTEIPUH-CBSA3BIBAIOLIUM
nomeHoM (IBD) CD138. B BapuaHTe OCYINECTBJICHHS MOJIEKyJla AHTHTENIAa HE CBSI3bIBAETCS
uckmountensHo ¢ IBD CD138. He xenast ObITh CBSI3aHHBIMH KaKOH-TMOO TEOpHEH, MOIararorT,

4YTO B BapUaHTE OCYLICCTBJICHHUSA MOXKHO HOCTHUIATh y.]'[y‘IH.IGHHOfI WIH ONTHUMAaJIbHOM



LIUTOTOKCUYHOCTH TOCPEACTBOM HAIPABIEHHOTO BO3JEHCTBHS HAa HEKOTOPbIE BHEKJIETOUHBIC
obnactu membpanocssizanHoro CD138, mpokcumanbHble K MEMOpaHe KIETKH.

B BapuanTe oOCymecTBIIeHHs MOJIEKyJia AaHTUTeNla BbIOpaHa u3 Tadmunel | wm
KOHKypupyeT 3a cBszpiBaHue ¢ CDI138 ¢ MoHOkJOHanbHBIM aHTUTENOM npoTuB CD138,
BBIOpaHHBIM U3 TaOmuubl 1. B BapuaHTe OCyIIEeCTBICHNST MOJIEKYJIa AaHTUTENA CBSA3bIBAETCS C TEM
K€ OIMUTONOM WJIM 3IMTONOM, IEPEeKPhIBAIOIIUMCS C  BIHUTONOM, PaCIO3HABAEMbBIM
MOHOKJIOHAJIbHBIM aHTuTejoM npotuB CD138, BeiOpanHbiM u3 Tabmuuel 1. B BapuanTe
OCYIIECTBIICHHs] MOJIEKYJia aHTUTeNIa CONEP’KUT ONHY WM Oojee u3 BapuabenbHBIX OOJacTeit
TSDKEJION 1eTH /WK OfHy Win Ooniee u3 BapuabenbHbIX 00JacTel JIErKOM LenH, MPUBEISHHbBIX
B Tabnune 1. B BapuaHTe OCyLIECTBIIEHHs] MOJIEKYJIa aHTUTENAa COAEPKUT OAHY WK Oojee u3
CDR Tspxenoii nenu w/wu ogHy uin 6osee u3 CDR nerkoii nenu, npuBeAeHHbIX B Tadmue 1.

B BapmaHTe OCyLIECTBICHHs HACTOsIIIee N300pEeTEHHE TaKKe OTHOCHTCS K KOHBIOraTaM
MOJIEKyJIa aHTUTena-lekapcTBeHHoe cpenctBo (ADC), monexkyiamM HYKJIEHMHOBOW KHCJIOTHIL,
KOIUPYIOIIMM  MOJIEKYJIBI ~QHTHTEN, 3KCHPECCHPYIOLIUM BEKTOpaM, KJIETKaM-XO35€BaM,
KOMIO3UIUSAM (Hampumep, (papMalneBTUYECKUM KOMIIO3HIMSIM), HabopaM, KOHTEWHepam W
crioco0aM TOJYYEHHUs] MOJIEKYJl aHTUTEN. MOJIEeKyJIbl aHTHTEN, MPENCTABICHHbIE B HACTOSLIEM
OIHCAHNH, MOKHO HCIIOJB30BaTh (B OTHAENBbHOCTH WJIM B KOMOMHALUU C APYTHMHU CPEICTBAMHU
WM crioco0amMu JieUeHHs1) Al JIeYeHMs, NPO(PUIAKTHKU W/WIM JUArHOCTHKH HapYIICHUH,
acconuupoBanHbix ¢ CDI138, Hampumep, 3/I0KauUe€CTBEHHBIX WJIH MPEA3JIOKaYECTBEHHbBIX
HapyLeHUH (HarpuMep, MHOXKECTBEHHONW MHUEJIOMbI WJIH BAJIOTEKYILIEH MUEIOMBI).

Takum oOpa3om, B ONpeneseHHBbIX acMeKTax HacTosinee H300peTeHHe OTHOCHTCS K
MOJIEKYJIe aHTUTEeNa, HAIIPUMEp, MOJIEKYJIe aHTUTENA, TIPEACTABICHHON B HACTOSLIEM OIMHCAHUH,
umeroieit ogHo wim 6onee (Hampumep, 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 uu BCe) U3 CIEAYIOUX CBOHCTB a)-dd):

a) CesspBaercs ¢ CD138 (manpumep, CD138 uenoseka) ¢ BbICOKOH addHUHHOCTHIO,
Harpumep, ¢ koHcTtantoi auccounannu (Kp) menee npubmusurensHo 100 HM, kak mpaBuio,
npubnusutensHo 10 HM u, Gonee Tunuvno, npudbausuTenpbHo 10-0,001 HM, nmpubausuTensHO
10-0,01 uM, mpubnusurenbhuo 5-0,01 HM, npubnmuzurensuo 3-0,05 HM, npubmusurensHo 1-0,1
HM wu cusbHee, HanpuMep, MeHee npubnusurenasHo 80, 70, 60, 50, 40, 30, 20, 10, 8, 6, 4, 3, 2,
1,0,5,0,2,0,1, 0,05, 0,01, 0,005 uyu 0,001 5HM,

b) Ces3biBaercst ¢ MemOpanocBsizaHHbIM CD 138 ¢ BricOkOH a(pUHHOCTBIO, HAITPUMED, C
koHcTaHTOH amccommanun  (Kp) wenee mnpubnusurensHo 100 HM, Kak MpaBuio,
npubnusutensHo 10 HM u, Gonee TunuyHO, mpudmmsutensHo 10-0,001 HM, nmpubnusuTensHO
10-0,01 uM, mpubnusurensro 5-0,01 #M, npubmusurensuo 3-0,05 HM, npubmusurensHo 1-0,1
HM wm cusibHee, HanpuMep, MeHee npubausurenasHo 80, 70, 60, 50, 40, 30, 20, 10, 8, 6, 4, 3, 2,
1,0,5,0,2,0,1, 0,05, 0,01, 0,005 uym 0,001 5M,

c) CesseiBaercsa ¢ pactBopumbiM CD138 1) ¢ Bbicokoi adPUHHOCTBIO, HANpUMeEp, C
koHcTaHTol auccommarun  (Kp) wenee mnpubnusurensHo 100 HM, Kak MpaBuio,
npubnusutensHo 10 HM u, Gonee TunuynHo, npudbausutensHo 10-0,001 HM, npubnusurenbHO

10-0,01 uM, mpubmusurensuo 5-0,01 #M, npubmuszurensuo 3-0,05 HM, npubmusurensHo 1-0,1



HM wm cuipHee, HanpuMep, MeHee npubausurensHo 80, 70, 60, 50, 40, 30, 20, 10, 8, 6, 4, 3, 2,
1, 0,5, 0,2, 0,1, 0,05, 0,01, 0,005 uyu 0,001 HM; ww 11) ¢ HU3KOH aQPUHHOCTHIO, HATIPUMED, C
koHcTanTtol pauccounanuu (Kp) Oomee mnpubnmusurensno 100 vM, Hampumep, Oonee
npudmmsuTensHo 200, 300, 400 umu 500 HM,

d) Ces3biBaercsi ¢ MemOpanocBsizaHHbIM CD 138 unn nHTakTHBIM 3KTOoHOMeHOM CD138,
1) TpennmoYTUTEeNBHO, MO CpaBHEHUIO ¢ pacrBopumbiM CD138, Hampumep, adpduHHOCTH
CBsi3bIBaHMS ¢ MeMOpaHocBs3anHbIM CD138 mn naTakTHEIM 3kTOOMeHOM CD138 siBisiercst mo
MeHbInel Mmepe B 2, 3, 4,5, 6, 7, 8, 9 unu 10 pa3 Gosee BbICOKOH, YeM apGUHHOCTD CBSI3bIBAHMSI
¢ pacrBopuMbiM CD138; mmm i1) ¢ adpduHHOCTBIO CBsI3bIBaHMSA, CXOXKel ¢ ah(UHHOCTHIO
cBsi3biBaHUsl ¢ pactBopuMbiM  CD138, nHampumep, adPuHHOCTD  CBA3BIBAHHS  C
meMmOpanocesizanHbiIM CD138 mnn mHTakTHBIM 3KTOoOMeHOM CD138 siBisieTcst Ha MeHee 4eM
npudmsuTensHo 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90% wnmu 100% Oosnee BBICOKOIA,
yeM apUHHOCTH CBA3BIBAHUS C pacTBOpUMBIM CD138,

e) Cesi3biBaeTcs ¢ ogHUM uiu Oonee (Hampumep,2, 3, 4, 5, 6, 7, 8,9, 10, 11, 12, 13, 14,
15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75 unu Goyee) aMUHOKHCIIOTHBIMH OCTaTKaMH
CD138 BO BHEKJIETOYHOW OOJNACTH, MPOKCHMAJBHON K TpaHCcMeMOpaHHOMYy nomeHy CD138,
Hanmpumep, Haxonsuencs B npeaenax 75, 70, 65, 60, 55, 50, 45, 40, 35, 30, 25, 20, 15, 10 unu 5
AMHHOKHUCIIOT OT N-KOHIIa TPAaHCMEMOPAHHOTO JOMEHA,

f) 1) CessbiBaercst ¢ BHeKJeTouHOH obOmacteio CD138, ormaneHHON MO OTHOIIGHHIO K
TpaHCMEMOpPaHHOMY JOMeHy, Hampumep, C-KOHeIl OONacTH HAaxXOOWUTCS HA PACCTOSIHUM IO
menbiuen mepe 100, 110, 120, 130, 140, 150, 160, 170, 180, 190 nnau 200 amuHOkuCIOT OT N-
KOHIIa TPAaHCMEMOpPAHHOrO JOMEHA, WU 11) HE CBS3bIBACTCS WIJIH CBS3BIBAETCS C HU3ZKOU
apduHHOCTBIO ¢ BHeKJeTouHOH obmacteto CD138, oTmaneHHOH 1O OTHOIIEHHIO K
TpaHCMeMOpaHHOMY JOMeHy, Hampumep, C-koHel 00JacTH HAaXOAWTCS HA PACCTOSIHUU 10
menblien mepe 100, 110, 120, 130, 140, 150, 160, 170, 180, 190 unu 200 amuHOKHCIOT OT N-
KOHIIa TPAHCMEMOPaHHOTO IOMEHa,

g) Cas3biBaeTcsi ¢ MHTErpuH-cBsi3biBaroM nomeHoMm (IBD) CD138 wnu obnactbro,
ABJISIIOLIEHCs N-KOHIeBOH 1Mo oTHoIeHuto K IDB; miu i1) He CBA3BIBACTCS WIIM CBS3BIBACTCS C
Hu3Kko# adpunnocThio ¢ IBD CD138 mnm obnacteio, sBistromeiicsi N-KOHIEBOH MO OTHOIICHHUEO
k IDB,

h) Ces3biBaercs ¢ snuroniom Ha CD138, conepskamum dersipe win Oosee (Hanpumep, S,
6,7,8,9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75 unu Gonee)
NOCJIEIOBATENbHBIX AMUHOKHCIOTHBIX OCTaTKa BO BHEKJIETOYHOH O0JIACTH, MPOKCHMAJIBHOHN K
TpaHCMEMOPaHHOMY IOMEHy, Hampumep, o0jacTh, coaeprameil amMHUHOKUCIOTH 176-250
(marmpumep, 176-214 wmm 210-250) nmroboit u3 SEQ ID NO: 1-3 mnu 450, HeoOs13aTenpHO, e
SIIUTOM JOTOJTHUTEIBHO COAEPKUT UeThipe miu Oonee (Hampuwmep, S, 6, 7, 8, 9, 10, 11, 12, 13,
14, 15, 20, 25, 30, 35 wimu Ooyee) MOCIEAOBATEIBHBIX AMHHOKHCIOTHBIX OCTaTKa BO
BHEKJIETOUHON 00JIaCTH, OTJAJIEHHON MO OTHOLIEHUIO K TPAHCMEMOPAaHHOMY JOMEHY, HallpuMep,
obnactu, comep:kameli aMuHOKUCITOTH 23-50, 51-95, 88-121, 88-102, wim 111-150 nroboii u3
SEQ ID NO: 1-3 nmu 450,



1) Cps3piBaeTcst ¢ 1nBymMs win Oonee pasHeiMu oOnactssmu B CDI138, nHampuwmep,
MyJIbTUBAJICHTHas (Hampumep, OWBaJIeHTHAas, TPUBAJEHTHAs WM TETPABAJIECHTHAs) MOJEKYyJa
aHTHUTENA COAEP>KUT ABa Habopa MIEHTHYHBIX WJIH, MO CYLIECTBY, MAEHTHYHbIX map VH-VL,
KaX71asi U3 KOTOPBIX CBSI3BIBAETCS C OAMHAKOBBIMU ABYMS MJIH Oosiee 00JIaCTsIMH, UM CONEPKUT
pasHbie HaGopel map VH-VL, kaxaplii U3 KOTOPBIX HE3aBHUCHUMO CBSI3bIBAETCS C Pa3HBIMU
00J1acTAMH,

j) He cBsizbiBaercs ¢ snuronom Ha CD138, comepskamum yetbipe win Oonee (Hampumep,
5 6, 7,8 9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35 wnu Oonee) moOCIenOBATEIbHBIX
AMHHOKHUCJIOTHBIX OCTaTKa BO BHEKJIETOUHOW 0O0JIaCTH, OTAAJEHHOH IO OTHOLICHUIO K
TPAaHCMEMOPAHHOMY JIOMEHY, Hampumep, oOJaCTH, Comepskaliel aMUHOKUCIOTh 23-50, 51-95,
88-121, 88-101 mymu 111-150 moboii u3 SEQ ID NO: 1-3 unu 450,

k) CesizpIBaeTcsl CO 3JIOKAUYECTBEHHOW WJIM INMPEN3JIOKAYECTBEHHON KJIETKOH (Hampumep,
MHEJIOMHOM KJIeTKOM), skcnpeccupyromeir CD138, ¢ Bricokoit apPuHHOCTHIO,

1) CesseiBaercst ¢ Fc-peuentopom (FcR) (nanmpumep, omamm wmmm 6omee mn3 FeyRL
FcyRIla, FcyRIlb, FcyRlle, FcyRIlla, unn FcyRIIIb) Ha mMOBEpXHOCTH WMMYHHOW KJIETKH
(marmpumep, ecrectBeHHOTO Kruuepa (NK), makpodara, MOHOLIMTA WA 303UHO(HIIA),

m) BeBbeBaer ocymectBienue s¢pdexroproit pynkumm (Hanpumep, ADCC) B
OTHOLIEHUHU KJIETKU-MUILIEHH, 3kcnpeccupyrommein CD138,

n) CessbiBaercs ¢ C1q U BbI3bIBa€T KOMIUIEMEHT3aBUCHMYHO IuToTOKCHYHOCTH (CDC) B
OTHOLIEHUHU KJIETKU-MUILIEHH, 3kcnpeccupyromein CD138,

0) Omnocpenyer roMOTUITUYECKYIO anre3uto oxHol i 6osee CD138-3kcnpeccupyrommx
KJIETOK,

p) Uurubupyer neiictsue nporeassl Ha MeMmOpaHocBsizaHHbli CD138, Hanpumep, ms
cHmwkeHus menanunara CD138;

q) CuHmwkaer (Hanpumep, HHrUOMpyeT) OAWMH WM Oojiee BHIOB OHOJOTMYECKOMH
aKTUBHOCTH KJIETKH, 3Kcnpeccupytouieit CD138, in vitro, ex vivo Ui in vivo,

r) CHmwkaer (Hanpumep, uHrubupyer) onny wiu 6osnee ¢pynkumii CD138 (mampumep,
cesizbiBanne CD138 ¢ murangom) in vitro, ex vivo Wi in vivo,

s) CHwkaer (Hampumep, UWHrHOUpPYyeT) MPOTUPEPALUI0 3JIOKAYeCTBEHHON WU
NPEe3JIOKaueCTBEHHOM KieTkH, sKcrpeccupyromeit CD138,

t) CBsI3bIBaETCS C TEM JKe, CXOXKHUM MM NepekpbiBatomumes snuronoM Ha CD138 mo
OTHOLIEHHIO K 3IUTOMY, Paclno3HaBa€MOMY MOHOKJIOHAJIBHBIM aHTuUTesnoM npotuB CDI38,
IIPECTaBJIEHHBIM B HACTOSIIEM OMMCAHUH,

u) [IposiBisieT Ty ke WK CXOXKyI0 ahpGUHHOCTD CBS3BIBAHUS, MITH CIIEHU(PUIHOCTD, UITH U
TO, U JIpyroe, OTHOCUTEIbHO MOHOKJIOHaNbHOro anturena nporus CD138, npeacrasnenHoro B
HaCTOSLIEM ONHCAHUH,

v) IIposiBisieT Ty ke WM cX0Xyr0 ahpGUHHOCTD CBSA3bIBAHMS, MIIH CTIEHU(PUIHOCTD, UITH U
TO, W JAPYroe, OTHOCHTEIBbHO MOJIEKYJbl aHTHTENa, COAepkalleld BaphalenbHYH0 00JacTh
TSDKEJIONW Llenu W/wiu BapuabenbHyr0 00JacTh JIETKOH LenH, MPEACTABICHHYIO B HACTOSINEM

OINMCAHWHY, HalpuMep, BapHaOeNbHYyI0 00JacTh TSDKEION Iienu W/uin BapuaOenbHyH0 00NacTb



JETKOM memu Jo0Oro W3 MOHOKJIOHANBHBIX aHtuTen nporus CD138, mpencraBieHHBIX B
HACTOSLIEM ONUCAHUH,

w) IlposiBsier Ty e uin cXoxyro ap@UHHOCTD CBA3BIBAHUS, WIN CIELU(DUIHOCTD, WIN
U TO, ¥ APYroe, OTHOCUTEIBHO MOJIEKYJIbl aHTUTENA, cofep Kaleii onHy miu Oonee (Hanmpumep,
nse wiu tpu) CDR Tspkenol nenu w/unm opgHy wnu Oonee (Hampumep, nse unu Tpu) CDR
JeTKOH LemH, NpPEeACTABICHHbIX B HACTOSIIEM ONHCAHUM, HANpHMep, OXHY WM Ooiee
(marmpumep, ase win Tpu) CDR Tspkesnol uenu w/wnm ogHy wiu Oonee (nBe wiu tpu) CDR
JIETKOM Lenu Jo0Oro M3 MOHOKJIOHANbHBIX aHtuTen nporuB CD138, mpencraBieHHBIX B
HACTOSILIEM OMUCAHUH,

x) [IposiBisieT Ty ke Win cX0Xyro ahpGUHHOCTD CBS3bIBAHUS, MU CIEHU(PUIHOCTD, UIH U
TO, U JApyroe, OTHOCUTEIbHO MOJIEKYJbl aHTHUTENa, CcojepKallell aMHHOKHCIOTHYIO
MIOCJIEIOBATENBHOCTD, MPEICTABIEHHYIO B HACTOSIILEM OIHMCAHUH,

y) IIposiBisieT Ty ke min cXoxyro ahpGUHHOCTD CBSA3BIBAHUS, HITH CIIEHU(PHYHOCTD, UIIH U
TO, U JApyroe, OTHOCUTEJIbHO MOJIEKYJbl aHTHUTENA, CoJepKallell aMHHOKHUCIOTHYIO
MOCJIEI0BATENBHOCTD, KOAUPYEMYIO HYKJIEOTUIHON MOCIEN0BATENbHOCTHIO, MIPEICTABICHHON B
HaCTOSLIEM ONUCAHUH,

z) Unrubupyer, HanpuMep, KOHKYPEHTHO MHTHOHPYET, CBS3BIBAHHE BTOPOH MOJIEKYJIbI
anturena c¢ CDI138, rme Bropas Monekyja aHTUTeNa SBJSETCS MOJEKYJION aHTUTena,
NPEACTABJICHHON B HACTOSLIEM OMNHMCAHUU, HANPHUMED, JIOOBIM M3 MOHOKJIOHAJIBHBIX AHTHTEIN
npotus CD138, npeacraBieHHBIX B HACTOSIIEM ONMCAHUH,

aa) Konkypupyer 3a cBs3piBanne ¢ CD138 co BTopoii MoJiekyioi aHTuTeNa, rae BTopas
MOJIEKYJIa AHTUTENA SIBJISIETCS] MOHOKJIOHANBbHBIM aHTUTenoM npotuB CD138, npencrasneHHbIM
B HACTOSLIEM ONUCAHUH,

bb) Hmeer omgHO wmiau Ooyiee OHMOJOTHYECKMX CBOWCTB MOHOKJIOHAJIBHOIO aHTHTENA
npotus CD138, nmpencraBieHHOro B HACTOSIIIEM OIUCAHUH,

cc) Mmeer onHO mim Gojiee CTPYKTYPHBIX CBOMCTB MOHOKJIOHAJIBHOTO aHTUTENA MPOTHB
CD138, npencraBaeHHOrO B HACTOSIIIEM ONMUCAHUH, UITH

dd) Hmeer omuo wiu Oojee (papMaKOKMHETUYECKUX CBONCTB MOHOKJIOHAJBHOIO
anturena nporus CD138, mpencTaBieHHOro B HACTOSIIIEM OMHCAHUH.

B oxgHOM M3 acnekToB HacTosAIIEee N300PETEHNE OTHOCUTCS K MOJIEKYJIE aHTUTEJA TIPOTUB
CD138: (i) cBs3bIBarOLIEHCS WM, TIO CYIIECTBY, cBs3biBarownelicss ¢ CD138 BO BHEKJIETOYHOM
o0yacTH, TPOKCUMANIbHOW K TpaHcMeMmOpanHomy nomeny CDI138; wu (ii) BbI3BIBaeT
AHTHUTEJIO3aBUCHMYI0  KJIETOUHYI0 HOHUTOTOKCHYHOCTE (ADCC) B OTHOIIEHWH  KIIETKH,
skcnpeccupyromeit CD138.

B BapuanTe ocymectBieHusi C-KOHEIl BHEKJIETOYHOH OOJIACTH, MPOKCHUMAJIBHOH K
TpaHCMEeMOpaHHOMY JIOMEHY, pacmhojioxkeH B mpenenax 70, 65, 60, 55, 50, 45, 40, 35, 30, 25, 20,
15, 10 wmu 5 aMUHOKUCIOT OT N-KOHIA TPaHCMEMOpPAaHHOTO JOMeHa. B BapuaHTe
ocymecTBieHHsT N-KOHEI] BHEKJIETOYHOM 00NacTH, MPOKCUMAJIbHOH K TpPaHCMEMOpPaHHOMY
JOMEHY, pacnojiokeH B npexenax 75, 70, 65, 60, 55, 50, 45, 40, 35, 30, 25, 20, 15, 10 umu 5

AMHHOKHUCIIOT OT N-KOHIIAa TPAaHCMEMOPAHHOT'O IOMEHA.



B BapuaHTe OCyIIEeCTBICHHUS MOJEKYJia aHTUTeNa CBsi3bIBaeTCs ¢ snutonom Ha CDI138,
comepskammMm IsITh win 6osee (Hanpuwmep, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35, 40,
45, 50, 55, 60, 65, 70, 75 wnu Gonee) MOCIENOBATENbHBIX AMUHOKHCJIOTHBIX OCTaTKOB BO
BHEKJIETOUHON 00J1acTH.

B  BapmaHTe  OCylIecTBIEHHs ~ BHEKJIETOYHas  OOJacTh, IMPOKCUMAjbHas K
TPaHCMEMOPAHHOMY JTOMEHY, COAEPIKUT I COCTOMT M3 aMHUHOKHCIOT 210-250 mmm 220-245
nar000it u3 SEQ ID NO: 1-3 uau 450.

B BapuaHTe OCyIlecTBIeHUs] MOJIeKyia aHTUTena cesi3biBaeTcs ¢ Fe-peuentopom (FcR)
(marmpumep, onaum mim 6omnee u3 FcyRI, FeyRIla, FeyRIIb, FeyRIlc, FeyRIlla wiu FeyRIIb) Ha
MOBEPXHOCTH HMMMYHHOH KJIeTKu (Hampumep, ectectBeHHoro kuwiuiepa (NK), wmakpodara,
MOHOLIUTA WJTH 303UHO(UIIA).

B BapuanTe ocymecTBieHus kieTka, oskcrpeccupyromas CD138, saBusercs
3JI0KaQ4E€CTBEHHON KJIETKOM WM NPEN3JIOKa4YeCTBEHHON KJIETKOW. B BapmaHTe OCyILIECTBIEHUs
3JI0Ka4eCTBEHHAsl UJIN MPEeA3JI0KaueCTBEHHAsI KJIeTKa SABJISAETCS MUEJIOMHON KIIETKOI.

B BapuanTe ocCyllecTBIEHHS MOJIEKyja AHTHUTENa CBS3bIBAETCS JOMOJHUTENBHO WM
CBsI3bIBAETCS ¢ OoJiee BHICOKOH adhGUHHOCTHIO ¢ BHeKIeTOUHOH obnacteio CD138, oTmaneHHom
[0 OTHOIIEHWIO K TPaHCMEMOpaHHOMY JOMeHy. B BapuaHTe OCYIIECTBICHHS MOJIEKyJa
aHTHTeNa CBs3bIBaeTcs ¢ snuronoM Ha CD138, conepskamum msate wnu Oornee (Hanpumep, 6, 7,
8,9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35 wm Oosee) MOCIEAOBATEIBHBIX AMUHOKHCIOTHBIX
OCTaTKOB BO BHEKJIETOYHOW OONACTH, OTHAJEHHOW IO OTHOIIEHHIO K TPAaHCMEMOpPaHHOMY
nomeny. B BapuanTe ocymectBiaeHuss C-KOHEIl BHEKJIETOYHOH O0NacTH, OTHAJIEHHOW I10
OTHOLIEHUIO K TPaHCMEMOpPaHHOMY JOMEHY, PACIOJIOKEH Ha PAacCTOSHUU IO MEHbIIEH mepe
100, 110, 120, 130, 140, 150, 160, 170, 180, 190 wumm 200 aMHUHOKHCIOT OT N-KOHIIA
TpaHCMEeMOpPaHHOTO IoMeHa. B BapuaHTe OCyLIECTBICHUS] BHEKJIETOUHAst 00JIacTh, OTAAJICHHAS
10 OTHOIIEHUIO K TPAHCMEMOPAHHOMY JAOMEHY, COAEPKHUT aMUHOKHCIOTHI 23-50, 51-95, 88-121
win 111-150 mo6oti uz SEQ ID NO: 1-3 unu 450. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHS
BHEKJIETOUHAsi 00J1aCTh, OT/AJICHHAS 110 OTHOLICHUIO K TPAHCMEMOPAHHOMY JOMEHY, COIEPIKUT
aMUHOKHCJIOTHI 88-121 myu 101-121 mroboii uz SEQ ID NO: 1-3 uau 450.

B BapuanTe oOCyIlecTBIEHHS MOJIEKyja aHTHUTENa CBS3bIBAETCS JOMOJHUTENBHO WU
CBsI3bIBaETCSl C Oojiee BBICOKOH a(UHHOCTBIO C HHTErpUH-CBs3bIBaOIIUM jaomeHoM (IBD)
CD138. B BapuaHTe OCYILIECTBIEHHsI MOJIEKyJa aHTHUTENA CBS3BIBAETCS JIOMOJHUTENBHO WU
CBSI3BIBAETCS C BBICOKOH a(pUHHOCTBIO C OONACTBIO, SBISFOINEHCS] N-KOHIIEBOH MO OTHOIIEHHUIO
k IBD CD138.

B BapuaHTe OCyllecTBIEHHs] MOJIEKYJa aHTUTENa HE CBSI3bIBAETCS WUJIM CBSI3bIBAETCS C
Hu3kol adduHHOCTRIO ¢ BHekjeTowHOH obOnacteio CD138, oTmaneHHONW MO OTHOLICHHWIO K
TpaHCMeMOPaHHOMY JOMEHY. B BapmaHTe OCYIECTBIEHUS] MOJIEKYJIa AaHTHTENA HE CBSI3bIBAETCS
¢ snuroriom Ha CD138, conepskammum msate wiu 6onee (Hanpumep, 6, 7, 8, 9, 10, 11, 12, 13, 14,
15, 20, 25, 30, 35 wunu Ooyee) mOCIEAOBATEIbHBIX AMUHOKHUCIOTHBIX OCTAaTKOB, BO
BHEKJIETOUYHONW OONaCTH, OTJAJEHHOH IO OTHOLIEHWIO K TPaHCMEMOpPaHHOMY JOMeHy. B

BapuaHTe ocyecTBieHus: C-KOHEI| BHEKJIETOYHOH O0JNacTH, OTAAJNEHHOH IO OTHOIIEHUIO K



TPAaHCMEMOPAHHOMY IOMEHY, PAacCIlOJIOKeH Ha pacCTOsHUM 1mo MeHbined mepe 100, 110, 120,
130, 140, 150, 160, 170, 180, 190 umu 200 amMUHOKHCIOT OT N-KOHIIa TPAaHCMEMOPAHHOTO
noMeHa. B BapmaHTe OCyLIeCTBIIEHHMsI BHEKJIETOYHAs OOJNaCTb, OTHAJEHHAs IO OTHOIIEHHUIO K
TPAaHCMEMOPAHHOMY IOMEHY, COAEPKUT aMHHOKHUCIOTHI 23-50, 51-95, 88-121 wmm 111-150
060w u3 SEQ ID NO: 1-3 unu 450.

B BapuaHTe OCylIECTBIEHHs] MOJEKyJa aHTUTEIA HE CBS3bIBAETCS WUJIN CBSI3bIBAECTCS C
HU3KOH a((UHHOCTBIO C HWHTErpuH-cBs3bBaroiiuM aomeHoMm (IBD) CD138. B Bapuanre
OCYILIECTBIICHHSI MOJIEKYJIa aHTHTEJIa HE CBSA3BIBAETCS MJIH CBSI3BIBAETCS C HU3KOW a)(pUHHOCTHIO
¢ obnacTeio, aBsroLeiicss N-koHLeBoH no otHomenuto k IBD CD138.

B BapuanTte ocymecTBieHus MojieKyia aHTuTesa cBssbiBaeTcs ¢ CD138 ¢ koHcTanTOM
nuccoumaiuu (Kp) menee npubnusurensro 100, 90, 80, 70, 60, 50, 40, 30, 20, 10, 8, 6, 4, 3, 2,
1,0,5,0,2,0,1, 0,05, 0,01, 0,005 v 0,001 HM wmu mpudamsutTensuo 10-0,001, 10-0,01, 5-0,01,
3-0,05 wim 1-0,1 aM.

B Bapumante ocymecTtBiaeHus apQGUHHOCTh CBSI3bIBAHUS MOJIKYJIbI aHTHTENA C
membpaHocesizanHbiM CD138 siBiisiercst mo Menbineli mepe B 2, 3,4, 5, 6,7, 8, 9, 10, 20, 50, 100,
200 wmm 500 pasa Oonee BbICOKOH, 4eM adPUHHOCTH CBsA3BIBAaHUS ¢ pacTBopuMbiM CD138. B
BapHaHTe OCYIIECTBJICHHs] MOJIEKYJIa aHTHTeNa CBs3bIBaeTCs ¢ MemOpaHocBsizaHHbIM CD138 ¢
Kp menee npubmmsurensao 100, 90, 80, 70, 60, 50, 40, 30, 20, 10, 8, 6,4, 3,2, 1, 0,5, 0,2, 0,1,
0,05, 0,01, 0,005 wiu 0,001 €M umm npudmmsurensuo 10-0,001, 10-0,01, 5-0,01, 3-0,05 wu 1-
0,1 uaM.

B Bapmantre ocymecTtBiaeHus ap@UHHOCTb CBSI3bIBAHUS MOJIKYJIBI aHTHTENA C
meMmOpaHocBsizaHHbIM  CD138  sBnsercst cxoxkeil ¢ ee apQUHHOCTBIO CBSI3bIBAHUS C
pactBopumbiM CD138, nHanpumep, adp(puHHOCTH CBsi3bIBaHUA ¢ MeMOpaHocBsizaHHbIM CD138
COCTaBJIsIeT B mpenenax mnpudbnusurenbHo £10%, £20%, +30%, +40%, £50%, +60%, +70%,
+80%, £90%, £100% ot adpdpunHOCTH CBsi3bIBaHMS C pacTBOopuMbIM CD138, Hanpumep, MeHee
yeMm npubnusureapbHo Ha 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90% wnu 100% Bbiie
apdunHOCTH CBs3bIBaHUS C pactBopuMbiM CD138. B BapuanTe OCYIIECTBJIEHHS MOJIEKYJia
aHTUTeNa CBs3biBaeTcsi ¢ pactBopumbiM CD138 ¢ Kp menee npubnmsurensHo 100 HM, kak
npaswio, npubmuzuresbHo 10 HM u, Oonee TunuyHo, npubmM3uTENsHO 10-0,001 HM,
npubmmsutensio 10-0,01 #M, npubnusurensro 5-0,01 BM, mpubmmsurensho 3-0,05 HM,
npudmmsuTensHo 1-0,1 HM wnm cunbHee, Hanpumep, MeHee npudausutensHo 80, 70, 60, 50, 40,
30, 20, 10, 8, 6, 4, 3, 2, 1, 0,5, 0,2, 0,1, 0,05, 0,01, 0,005 umu 0,001 M. B Bapuanre
OCYIIECTBIIEHHUsI MOJIEKyJla aHTuUTena cBs3biBaeTcsi ¢ pactBopumbiM CDI138 ¢ Kp Oomee
npudmmsuTensao 100, 200, 300, 400 wiu S00 HM.

B BapmaHTe OCylIECTBIEHHs MOJIEKyJIa AHTUTEIA MPEUMYLIECTBEHHO CBSI3BbIBAECTCS C
meMmOpanoces3anaEbiIM CD138 mo cpaBHenuto ¢ pactBopumeiM CD 138, Hanpumep, adduHHOCTB
CBsI3bIBaHUSI ¢ MeMOpaHocBsizanHbIM CD 138 siBnsiercst mo menbeii mepe B 2, 3,4, 5, 6,7, 8, 9
w 10 pa3 Oonee BbICOKOH, ueM apPUHHOCTD CBsI3bIBaHUS ¢ pacTBopuMbIM CD138. B BapuanTe
OCYLIECTBJIEHUS] MOJIEKYJIa aHTUTEJIA NMPEUMYIIECTBEHHO CBsI3bIBAaeTCsl ¢ pacTBopuMbiM CD138

o cpaBHEHHIO ¢ MeMmOpaHocBsizanHbIM CD138, nHanpumep, adduHHOCTD CBSA3BIBAHHS C



pactBopumbiM CD138 siBnsiercst mo MeHbineit mepe B 2, 3, 4, 5, 6, 7, 8, 9 mnu 10 pa3 Gonee
BBICOKOM, 4YeM ad¢UHHOCTh CBsi3blBaHUS C MeMOpaHocBs3anHbIM CD138. B BapuanTe
OCYIIECTBJIEHUs] MOJIEKyJla aHTHUTeNla CBs3biBaeTcda U ¢ pactBopuMbiM CDI138, u c
memOpaHocBsi3aHHbIM CD138.

B BapuanTe oOCylIecTBI€HMs MOJIeKyla aHTUTena cBsi3biBaeTcsi ¢ Clq W BbI3bIBAEeT
KOMIUIEMEHT3aBUCHMYI0 IUTOTOKCHUHOCTh (CDC) B OTHOIIEHMH KIIETKH, 3KCIPECCUPYIOLIeH
CD138. B BapuaHTe OCYLIECTBJICHHsS MOJIEKYyJa aHTHUTeNla CHIXKaeT (Hampumep, MHIHOMpYeET,
OJIOKMpYET WM HEUTpalu3yeT) OAMH Wi 0ojiee BUAOB OMOJOrMYECKOH aKTHBHOCTH KIIETKH,
skcnpeccupyromeit CD138, in vitro, ex vivo unu in vivo. B Bapuante ocy1ecTBiIeHHs] MOJIEKyia
aHTHTENIa ONOCPENyeT TOMOTHUITHUECKYIO anre3uro onHou mwin 6osee CD138-3kcnpeccupyrommx
KJIETOK. B BapmaHTe OCYINECTBJIEHHsI MOJIEKyJIa aHTUTEJIa UHTMOMPYeT AeHCTBHE MpPOTeasbl Ha
meMOpanocesizanablii CD138, nHanmpumep, s cHwxkenus wmeanuara CD138. B BapuanTe
OCYIIECTBIICHHsI MOJIEKyJia aHTHTENa CHIKaeT (Hampumep, HHrHOupyeT) mnpoiudepammto
3JI0Ka4eCTBEHHOMN WM NPe3JI0KaueCTBEHHAs0M KieTkH, 3Kcnpeccupyroieit CD138.

B BapuaHTe OCYIIECTBIEHUS] MOJIEKYJIa aHTUTENA CONEPKUT OAHY Hn Ooee (Harmpumep,
nse wu Tpu) CDR Tspxenoit nenu w/unu onHy nim Oonee (Hanpumep, ae uian Tpu) CDR nerkoit
LIeN1 MOHOKJIOHaJbHOro aHtutena npotus CD138, npencraBieHHOro B HACTOSALIEM ONUCAHUMU.
B BapuaHTe OCylIeCTBIEHHUsI MOJIEKyJa aHTUTENA COAEPIKUT BAPHAOENbHYI0 O0NACTh TSKENON
uenu (VH) w/unm BapuabenbHyro oOmacth jierkoir nenu (VL) MOHOKIIOHANIBHOTO aHTUTENA
npotuB CD138, mpencraBieHHOrO B HacTOALIEM ONMCAaHUM. B BapuaHTe OCYILIECTBJIECHUS
MOJIEKYJIa aHTHTeNa Coaep>KUT Fc-o0macTs.

B oxgHOM M3 acnekToB HacTosAlIee H300PETEeHNE OTHOCUTCS K MOJIEKYJIE aHTUTENA IPOTUB
CD138, cBsi3pIBaroLIeiicss WJIM, MO CYLIECTBY, CBsi3bIBarolneiicss ¢ snuronom Ha CDI138,
coep KalIuM ueThipe uin Oonee (Hampumep, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35,
40, 45, 50, 55, 60, 65, 70, 75 unu Oosee) MOCAENOBATEIbHBIX AMHHOKHUCIOTHBIX OCTATKa, BO
BHEKJIETOUHOW 00JIaCTH, MPOKCUMAIIbHOH K TpaHcMeMOpaHHoMy nomeny CD138.

B BapuanTe ocymectBieHuss C-KOHEI] BHEKJIETOYHOH OOJIACTH, MPOKCHUMAJbHON K
TpaHCMEMOpPaHHOMY JIOMEHY, pacmojioxkeH B mpenenax 70, 65, 60, 55, 50, 45, 40, 35, 30, 25, 20,
15, 10 wmu 5 aMUHOKUCIOT OT N-KOHIA TpPaHCMEMOpPaHHOTO JOMeHa. B BapuaHTe
ocymecTBieHHst N-KOHEI] BHEKJIETOYHOH OONaCTH, MPOKCHMAJbHOH K TpaHCMEMOpaHHOMY
JIOMEHY, pacmojioskeH B mpeaenax 75, 70, 65, 60, 55, 50, 45, 40, 35, 30, 25, 20, 15, 10 umu 5
aMHHOKHCJIOT OT N-KOHIA TpPaHCMEMOpPaHHOTO JOMeHa. B BapwaHTe OCYIIECTBIIECHHS
BHEKJIETOUHAsi 00JIaCTh, MPOKCUMANIbHAS K TPAHCMEMOPAHHOMY TOMEHY, COEPKUT HIIH COCTOUT
13 aMHHOKHUCIIOT 176-250 moboii u3 SEQ ID NO: 1-3 unu 450.

B BapmaHTe ocylnecTBIIeHUsT MOJIEKyJia aHTHTeNa CBsi3biBaeTcsi ¢ Fe-peuenropom (FcR)
(marmpumep, onaum mim Oonee u3 FcyRI, FeyRIla, FeyRIIb, FeyRlIle, FeyRIIla unu FeyRIIIb) Ha
NOBEPXHOCTH HMMMYHHOH KJieTku (Hampumep, ectectBeHHoro kuiuiepa (NK), makpodara,
MOHOIMTAa WM 303uHO(uIa). B BapuaHTe OCYINECTBIEHHS MOJIEKYJIa AHTUTENA MOXKET
BbI3BIBATh (HAampuMmep, CTHUMyJupoBaTh win uHayuupoBaTb) ADCC B OTHOIIEHHH KIIETKH,

skcnpeccupyroeit CD138. B BapuaHTe OCyLIECTBIECHUS MOJIEKYJIa aHTUTENA MOXKET BbI3bIBAThH



(HarpuMep, CTUMYJIHPOBATh WM MHAYLUPOBATH) aHTUTENO3aBHCUMBINA KIETOYHbIH (haromuro3
(ADCP) B otHOmEeHNH KieTkH, skcnpeccupyronieit CD138. B BapuanTe ocyliecTBieHHs KJIETKa,
skcnpeccupyromas CD138, sBnsieTcss 3710KkaueCTBEHHOM KJIETKOM WM MNPEeA3JIOKa4eCTBEHHOMN
KJIeTKOH. B BapuaHTe OCYyILECTBIEHMs 3JOKAUYECTBEHHAsl WM NPEA3JIOKAaueCTBEHHas KJeTKa
SBJISIETCS. MUEJIOMHOM KJIETKOMH.

B BapuanTe OCYyIIECTBIEHHS MOJIEKYJa AHTHUTENA CBA3BIBACTCS NONOJHUTENBHO WIH
CBsI3bIBAETCs ¢ Oosee BBICOKOH aUHHOCTBIO ¢ BHEKJIeTOUHOI obnacteio CD138, ornanenHon
IO OTHOIIEHUID K TPaHCMEMOpPaHHOMY JOMEHy. B BapuaHTe OCYINECTBJIEHHUS MOJIEKYJia
aHTHTeNa CBs3bIBaeTcs ¢ snuronom Ha CD138, conepskamum msath wiu Oosee (Hanpumep, 6, 7,
8,9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35 unu Ooyee) MOCIEAOBATEIBHBIX AMUHOKHCIOTHBIX
OCTaTKOB, BO BHEKJIETOYHOW OOJIACTH, OTAAJEHHOH MO OTHOIIEHHIO K TPaHCMEMOpaHHOMY
nomeHny. B BapuanTe ocymectsiaeHuss C-KOHEI] BHEKJETOYHOH O0NacTH, OTHAJIEHHOW IO
OTHOIIEHHIO K TPAaHCMEMOpPAaHHOMY IOMEHY, PACIOJIOKEH Ha PACcCTOSHUU MO MEHbINEH Mmepe
100, 110, 120, 130, 140, 150, 160, 170, 180, 190 mmmu 200 amuHOKUCIOT OT N-KOHIA
TpaHCMEMOPAaHHOTO IOMEHA. B BapuaHTe OCYIIECTBICHUs BHEKJIETOUHAs! 00JaCTh, OTAAJICHHAsS
MO OTHOIIEHUIO K TPAHCMEMOPaHHOMY JIOMEHY, COIEPKUT aMUHOKUCITOTHI 23-50, 51-95, 88-121
uan 111-150 mro6oit u3 SEQ ID NO: 1-3 uu 450.

B BapuaHTe OCylleCTBIEHHS MOJIEKyJa aHTHUTENa CBA3BIBAETCS [OMOJHUTENIBHO WU
CBsI3bIBaeTCsl ¢ Oosiee BBICOKOH aUHHOCTBIO C HHTErpUH-CBsi3bIBatoIUM aomeHoM (IBD)
CD138. B BapuaHTe OCYILIECTBJIEHHs MOJIEKyJa aHTUTENA CBA3BIBAETCS JIONOJHUTENBHO WU
CBSI3bIBAETCS C BBICOKOH a(pUHHOCTBIO C OONACTBIO, SBISFOINEHCS] N-KOHLIEBOH MO OTHOIIEHHIO
x IBD CD138.

B BapuaHTe OCylecTBIEHHs] MOJEKyJa aHTUTEIa HE CBS3bIBAETCS WUJIU CBSI3bIBAECTCS C
HI3KoN adduHHOCTBIO ¢ BHekseTouHoW obnacteto CD138, ormaneHHONH NO OTHOLIEHUIO K
TpaHCMEMOPaHHOMY JIOMEHY.

B BapuaHTe OCYyIIECTBICHUS SMUTON HEe COAEPIKUT MATh Wik Oonee (Hanpumep, 6, 7, 8, 9,
10, 11, 12, 13, 14, 15, 20, 25, 30, 35 uau Oonee) nocaenoBaTeIbHBIX aMUHOKHUCIIOTHBIX OCTATKOB
BO BHEKJIETOYHOH 00JIaCTH, OTHAJEHHOW MO OTHOIIEHHIO K TPaHCMEMOpPaHHOMY JIOMeHy. B
BapuaHTe ocymecTBiieHus: C-KOHEI| BHEKJIETOYHOH OOJACTH, OTHAJIEHHOH MO OTHOIICHHIO K
TPAaHCMEMOPAHHOMY JOMEHY, PACIOJIOKEH Ha PacCTOSIHUM 1Mo MeHbined mepe 100, 110, 120,
130, 140, 150, 160, 170, 180, 190 umu 200 aMUHOKHCIOT OT N-KOHIIa TPAHCMEMOPAHHOTO
noMeHa. B BapmaHTe OCYLIECTBIICHHsS BHEKJIETOYHAs OONACTb, OTHAJEHHAs MO OTHOLIEHHIO K
TPaHCMEMOPAHHOMY JIOMEHY, COIEPKUT aMUHOKHUCIOTHI 23-50, 51-95, 88-121 mmm 111-150
mo6oi u3 SEQ ID NO: 1-3 unu 450.

B BapuaHTe OcyliecTBIeHHUs] MOJEKyJia aHTUTeNa HE CBSI3bIBAE€TCS WUJIM CBSI3bIBAETCS C
HU3KOH a(pUHHOCTBIO € MHTErpHH-CBs3bIBaOIUM nomeHoMm (IBD) CD138. B Bapuante
OCYIIECTBIIEHHS MOJIEKYJIa aHTUTEJIA HE CBSA3BIBAETCS MJIH CBSI3BIBAETCS C HU3KON a(UHHOCTHIO
¢ obnacThio, sABsOLeiics N-koHLeBoH no otHomeHuo k IBD CD138.

B BapuanTte ocyuiecTBieHusi MOJeKy1a aHTuTena cBssbpiBaercss ¢ CD138 ¢ koHcTanTOM
nuccoumnaiuu (Kp) menee npubnusurensao 100, 90, 80, 70, 60, 50, 40, 30, 20, 10, 8, 6, 4, 3, 2,
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1,0,5,0,2,0,1, 0,05, 0,01, 0,005 st 0,001 HM i mpudnamsutensuo 10-0,001, 10-0,01, 5-0,01,
3-0,05 wnm 1-0,1 aM.

B Bapuante ocymecTBieHuss ap@PUHHOCTb CBA3BIBAHUS MOJIEKYJbl aHTHUTENA C
memOpaHocesizaHnHbIM CD138 siBiisiercst mo menbiueii mepe B 2, 3, 4, 5,6, 7, 8, 9, 10, 20, 50, 100,
200 wmm 500 pa3 Oonee BBICOKOH, ueM adPUHHOCTL CBsA3bIBaHUS ¢ pacTBopuMbiM CD138. B
BapHUaHTe OCYLIECTBJIEHHsI MOJIEKyJia aHTUTeNla CBS3bIBaeTCS ¢ MeMOpaHocBsizanHbiM CD138 ¢
Kp menee npubnusurensHo 100, 90, 80, 70, 60, 50, 40, 30, 20, 10, 8, 6,4, 3,2, 1,0,5, 0,2, 0,1,
0,05, 0,01, 0,005 wnu 0,001 HM mmm npudnusurensuo 10-0,001, 10-0,01, 5-0,01, 3-0,05 wnu 1-
0,1 HM. B BapmuaHTe OCyIeCTBICHHsI MOJIEKYJIa aHTUTeNa CBsA3bIBaeTCs ¢ pacTBopuMbiM CD138
¢ Kp 6onee mpubnusurensro 100, 200, 300, 400 wnu 500 HM.

B Bapuante ocymecTBieHuss apPUHHOCTH CBS3BIBAHUS MOJIEKYJIbl aHTHTENA C
meMOpaHocesizanHbIM  CD138  sBisiercst  cxokeil ¢ ee  ap(PUHHOCTBIO CBSI3bIBAHUS C
pactBopumbiM CD138, Hampumep, ad(PUHHOCTH CBSI3bIBaHHMA C MeMOpaHOCBs3aHHbIM CD138
cocraBiisieT B mpenenax npuOmmsurensHo +10%, £20%, +30%, £40%, +50%, £60%, £70%,
+80%, +90%, +100% ot addunHHOCTH CBs3bIBaHUS ¢ pacTBopuMbiM CD138, Hampumep, Ha
MeHee yeM mpubmmsurensHo 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90% wumu 100%
Bblie apPuHHOCTH CBsi3bIBaHUs ¢ pactBopuMbiM CD138. B BapmaHTe oOCylIeCTBIEHHS
MOJIEKyJIa aHTHTeNa CBsi3bIiBaercsi ¢ pactsopuMbiM CD138 ¢ Kp menee mpubmmsurensao 100
HM, kak mpaBujio, npudmmurensHo 10 HM u, 6onee Tunmuno, npudimusutensao 10-0,001 HM,
npudmmsutensio 10-0,01 #M, npubnusurensao 5-0,01 BM, mpubmmsurensuo 3-0,05 HM,
npudmmsuTensHo 1-0,1 HM wnm cunbHee, Hanpumep, MeHee pudmmsuTensHo 80, 70, 60, 50, 40,
30, 20, 10, 8, 6, 4, 3, 2, 1, 0,5, 0,2, 0,1, 0,05, 0,01, 0,005 mnmu 0,001 HM. B Bapuante
OCYIIECTBIICHHUsS] MOJIEKyJia aHTUTeNa CBsi3biBaeTcsi ¢ pactBopumbiM CDI138 ¢ Kp Oonee
npubnusutensHo 100, 200, 300, 400 umu 500 HM.

B BapuaHTe OCYLIECTBJIEHHs MOJEKyJa aHTUTENa NPEUMYyLIECTBEHHO CBSA3BIBACTCS C
meMmOpanocesizanabiM CD138 mo cpaBHenuto ¢ pactBopumbiM CD 138, Hanpumep, adpPUHHOCTD
CBsI3bIBaHUSI ¢ MeMOpaHocBsizanHbiM CD 138 siBnsieTcst mo menbiueii mepe B 2, 3, 4,5, 6,7, 8, 9
win 10 pa3 Oonee BbICOKOH, ueM apUHHOCTb CBsi3bIBaHUs ¢ pactBopuMbiM CD138. B BapuanTe
OCYLIECTBJIEHUSI MOJIEKYJIa aHTUTEJIA MPEUMYIIIECTBEHHO CBsI3bIBaeTCsl ¢ pacTBopuMbiM CD138
o cpaBHEHHIO ¢ MeMmOpaHocBsizaHHbIM CD138, Hampumep, aduHHOCTH CBS3BIBAHHS C
pactBopumbiM CD138 siBnsiercst mo MeHbleit mepe B 2, 3, 4, 5, 6, 7, 8, 9 unu 10 pa3 Gonee
BBICOKOH, 4YeM a¢(UHHOCTh CBsi3blBaHUS ¢ MeMOpaHocBszanHbIM CD138. B BapuaHnTe
OCYIIECTBJIEHUs] MOJIEKyJla aHTWUTeNa CBsi3bIBaeTcsi ¢ U ¢ pactBopumbiM CDI38, u c
membOpaHocesizaHHbIM CD138.

B BapuanTe ocyuiecTBieHMs Mousekyjla aHTuTena cBsibiBaeTcsi ¢ Clq u BbI3bIBaeT
KOMILIEMEHT3aBUCUMYE0 HHUTOTOKCHYHOCTh (CDC) B OTHOLIEHHWH KIJIETKH, 3KCHPECCHPYIOLIEH
CD138. B BapuaHTe OCYIIECTBJICHHsI MOJIEKyJla aHTUTEJIA CHIDKAeT (HarpuMep, WHTHOUPYET,
OJIOKMpYeT WM HEeWTpau3yeT) OAMH WK Oojee BUIOB OMOJOTMYECKOW aKTUBHOCTH KJIETKH,
skcnpeccupyromei CD138, in vitro, ex vivo uiu in vivo. B Bapuante OCyIleCTBIEHUs MOJIEKY 1A

aHTUTENAa ONOCPENYeT TOMOTUITMUECKYIO aare3nto oaHoi mnu 6onee CD138-3xcnpeccupyrommx
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KJIETOK. B BapmaHTe OCyIECTBJIEHHs] MOJIEKyJa aHTUTENa MHTHOMpYeT AeHCTBHE MpOTeas3bl Ha
meMmOpanocesizanabii CD138, nHanmpumep, nns cHwkenus meaguara CDI138. B BapuanTe
OCYIIECTBIICHHs] MOJIEKYJla AaHTUTENa CHIKaeT (Hampumep, HHrHOUpyeT) nponudeparuro
3JI0Ka4€CTBEHHOMN WIJIU NPE3JI0KaueCTBEHHOM KIIeTKH, sKcnpeccupyroweit CD138.

B BapuaHTe OCYyLIECTBICHUSI MOJIEKYJIa aHTUTENA COAEPKHUT OIHY MM OoJjiee (Hampumep,
nse win Tpu) CDR Tspxenoit nenu w/miam omHy wim Oonee (Hampumep, ase win tpu) CDR
JIETKOW I[eMM MOHOKJIOHAJbHOro aHtutena nporuB CD138, mpencraBieHHOro B HacTosLIEM
onucaHuy. B BapuaHTe OCYLIECTBICHHS MOJIEKYJIa aHTUTENA CONEPIKUT BapHadebHYO 00JacTh
Tsoxenor nenu (VH) w/mnm BapuabenpHyro obiacte jerkoi nermu (VL) MOHOKJIOHAIBHOTO
antutena mnporuB CDI138, mnpenacraBmeHHOro B HACTOSIIEM ONHCAaHWUH. B BapuaHTte
OCYILECTBIIEHHSI MOJIEKYJIa aHTuTeNa couep:kut Fc-o0macTs.

B oxgHOM M3 acnekToB HacTosAIIEee N300PETEHNE OTHOCUTCS K MOJIEKYJIE aHTUTEJA TIPOTUB
CD138, conepsxatieii oqHy Win 00e H3:

(a) BapuabenbHoil oOnactu Tsokesol uermu (VH), rme VH comep:kut Tpu onpenensromme
KomruieMeHTapHocTh obnactu Tsokenon e (HCDR1, HCDR2 u HCDR3), roe VH conepxur
onHy, nBe wmu Bce wu3 cruenyromero: (i) HCDRI, cogepxameli aMHHOKHUCIOTHYIO
MOCJIEIOBATEIPHOCTD, OTIMYAIOLIYIOCS Ha He Oojyiee yeM 1, 2 win 3 aMHUHOKHCIIOTHBIX OCTaTKa
W UMEIoIYK mo MeHbiueid mepe 85, 90, 95, 99 umu 100% romosoruud mo OTHOIIEHHIO K
amuHokucnoTHoN nocienosarenbHocTt HCDR1 MoHoknonanbHOro antutena npotus CDI138,
NPEACTABJICHHOIO B HACTOSIIIEM OmHMcaHuu (Harmpumep, noObpix u3 anturen CDO001, CDO002,
CDO003, CD004, CD005, CDO006, 602, 603, 604, 607, 613, 614, 617, 624, 632, 616, 619, 623,
1610, 2510, 2610, 2710, 2810, 2910 unmu 1409); (i1) HCDR2, conep:xaineli aMUHOKHUCIOTHYIO
IIOCJIEIOBATENIBHOCTD, OTIIMYAIOIIYIOCA Ha He Oojyiee ueM 1, 2 mim 3 aMHUHOKHCIIOTHBIX OCTaTKa
WM UMeInyo mo MmeHbined mepe 85, 90, 95, 99 mummu 100% romMojoruu Mo OTHOLIEHHUIO K
aMUHOKHUCIOTHOM nocienosarenbHocTy HCDR2 anturena mpotus CD138; umm (iii) HCDR3,
coleprkallel aMHHOKUCIIOTHYIO TOCIEN0BATEIbHOCTD, OTIMYAIOIIYIOCS Ha He Oojiee yem 1, 2
WM 3 aMHUHOKHUCJIOTHBIX OCTaTKa MJIM MMEIOLIYI0 1o MeHblued mepe 85, 90, 95, 99 umm 100%
TOMOJIOTHUH T10 OTHOIIEHUIO K aMMHOKUCIOTHOM nocnenosarensHocty HCDR3 anturena nporus
CD138; mm

(b) BapuabenpHOl obnactu jerkoi uenu (VL), rme VL comepkut Tpu onpenenstoime
komruieMeHTapHocTh obnactu Jerkoit nenu (LCDR1, LCDR2 u LCDR3), rne VL conepxut
onHy, nBe wm Bce wu3 cruenyromero. (i) LCDRI, copepxamieli aMUHOKHCIOTHYIO
MOCJIEIOBATEIPHOCTD, OTJIMYAIOLIYIOCS Ha He Oojiee ueM 1, 2 win 3 aMHHOKHCIIOTHBIX OCTaTKa
W UMEIoIyK mo MeHblneit mepe 85, 90, 95, 99 unu 100% romojoruu mo OTHOILIEHHUIO K
aMHHOKHUCIIOTHON mocaenosarenbHocty LCDR1  antutena mporus CD138; (i1)) LCDR2,
colepskamel aMHHOKHUCIIOTHYIO TOCIIENOBATEIbHOCTh, OTIMYAIOIIYIOCS HA He Oojee yem 1, 2
WM 3 aMHUHOKHUCJIOTHBIX OCTaTKa WJIM MUMEKOLIYI0 1o MeHbluel mepe 85, 90, 95, 99 unu 100%
rOMOJIOTHH 0 OTHOIIEHUIO K aMUHOKUCIOTHOM nocienoBarenbHocTd LCDR2 anTuTena npotus
CD138; wm (u11) LCDR3, copepxameli aMHUHOKHCIOTHYIO  IIOCJIE€NOBATEIbHOCTD,

OTJIMYAIOINYIOCsT Ha He Oonee 4yeM 1, 2 mnam 3 aMUHOKHCIIOTHBIX OCTAaTKa WJIM MMEIOLIYIO IO
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Menblneir Mepe 85, 90, 95, 99 mmu 100% romMonoruu MO OTHOIICHHIO K aMHUHOKHCJIOTHOM
nocnenosatenbHoctd LCDR3 anturtena nportus CD138.

B Bapuante ocymectBienus VH  comepxur: (1) HCDRI, conepsxamyto
AMUHOKHCJIOTHYIO TOCJIEIOBATEIBHOCTh, OTJIMYAIOIIYIOCS Ha He Oosee uem 1, 2 wumm 3
AMHHOKHUCJIOTHBIX OCTaTKa WJIM HMeIyl no MeHsweil mepe 85, 90, 95, 99 wmmu 100%
TOMOJIOTMH 10 OTHOIIEHUIO K aMUHOKHUCIOTHOH nocnenoBarenbHocTd HCDR1 anturena nporus
CD138; (i) HCDR2, comepskalnyro aMHHOKHCIIOTHYIO MOCJIEN0BATEIbHOCTD, OTJIMYAIOLIYIOCS Ha
He Oosee uem 1, 2 unu 3 aMHUHOKUCIIOTHBIX OCTaTKa WIM UMEIOIIYIO MO MeHbIned mepe 85, 90,
95, 99 unu 100% roMooruu Mo OTHOIIEHUIO K aMHHOKHUCJIOTHOM nocnenoBarenbHocTd HCDR2
auturena nporuB  CDI138; wu (i) HCDR3, cogepxaumyro  aMHHOKHUCIOTHYIO
MOCJIEIOBATEIPHOCTD, OTJIMYAIOIIYIOCS Ha He Oojiee yeM 1, 2 wnu 3 aMHUHOKHMCIIOTHBIX OCTAaTKa
W UMEIOIYK mo MeHbiner mepe 85, 90, 95, 99 umu 100% romosoruud mo OTHOIIEHHIO K
amuHokucnoTHoH nocienosarensHocty HCDR3 antutena nporus CD138.

B Bapuante ocymectBienus VH  comepxur: (1) HCDRI, conepsxkamyro
aMHHOKHUCIIOTHYI0 TnocnenoBatenbHocte HCDR1  amturena mporme CD138; (i) HCDR2,
COIEPIKALTYI0 aMUHOKHCIIOTHYIO nocnenoBarenbHocTe HCDR2 antutena nporus CD138; u (iii)
HCDR3, conepxkamyo aMUHOKHCIOTHYHO mnocienosarenbHocTh HCDR3 anturena mportus
CD138.

B BapuanTe ocymectenenus VL conepxur: (1) LCDR1, cogeprxalnyr0 aMUHOKHUCIIOTHYIO
MOCJIEIOBATEIBHOCTD, OTJIMYAIOLIYIOCS Ha He Oojiee ueM 1, 2 win 3 aMHHOKHCIIOTHBIX OCTaTKa
WM UMEIoIyI mo MeHblueil mepe 85, 90, 95, 99 unu 100% romosioruud mo OTHOIIEHHIO K
amuHOKHUCIOTHOH mocienoBarenbHocTt LCDR1  anturena nporus CD138; (i1)) LCDR2,
COZIePIKAIIYI0 AMHHOKHCIIOTHYIO HOCJIE0BATEIbHOCTD, OTJIHYAIOINYIOCS Ha He Ooiee yem 1, 2
WK 3 aMUHOKHCIIOTHBIX OCTaTKa MJIM UMEIOLIYI0 1Mo MeHbiei mepe 85, 90, 95, 99 umm 100%
TOMOJIOTMH 10 OTHOLIEHUIO K aMUHOKHCIOTHOH nocienosarenbHoct LCDR2 anTuTena npotus
CD138; u (iii) LCDR3, comep:kaliy0 aMHUHOKHCIOTHYIO TOCIEA0BATEIbHOCTD, OTIHYAOIIYIOCS
Ha He Oonee ueMm 1, 2 WM 3 aMHUHOKHCIIOTHBIX OCTaTKa WJIM UMEIOINYIO 1O MEHbLIeH mepe 85,
90, 95, 99 umu 100% roMOJOrMU TO OTHOIIEHHI0 K aMHUHOKHCJIOTHOW TOCJIENOBAaTEIbHOCTH
LCDR3 anTurena nporus CD138.

B BapuanTe ocymecteienus: VL comepxut: (1) LCDR1, cogepskarny aMHHOKUCIOTHYIO
nocienosarenbHoctb  LCDRI1  anturena mporme CD138; (ii)) LCDR2, conepxainyro
aMHHOKHUCIIOTHYI0 TnocinenosarenbHocTe LCDR2 anturena mporus CDI138; u (ii1)) LCDR3,
CONepIKAIIYI0 aMHHOKHUCIOTHYIO nocienoBaTreabHocTh LCDR3 antutena nporus CD138.

B BapuaHTe OCyLIeCTBJIEHHs MOJIEKYJIa aHTUTENA CONEPKUT:

(a) VH, comepxamyro: (1)) HCDRI, comepxkamy  aMUHOKHCJIOTHYIO
MOCJIEIOBATEIBHOCTD, OTJIMYAIOLIYIOCS Ha He Oojiee ueM 1, 2 win 3 aMHHOKHCIIOTHBIX OCTaTKa
WM UMEIoIYI mo MeHblueit mepe 85, 90, 95, 99 unu 100% romojoruv mo OTHOLIEHHIO K
amMuHOKHCIOTHON mocnenoBatenpHoctd HCDRI1 anturena mporuB CD138; (1)) HCDR2,
COZEPIKALIYI0 aMUHOKHCIIOTHYIO TOCJIEA0BATENbHOCTD, OTIMYAIOINYIOCS Ha He Oonee yem 1, 2

WM 3 aMUHOKHUCJIOTHBIX OCTaTKa WM UMEIOLIYI0 1o MeHblieil mepe 85, 90, 95, 99 umu 100%
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TOMOJIOTUH 10 OTHOIIEHHUIO K aMMHOKUCIIOTHON nocnenosarenspHocty HCDR2 anturtena nporus
CD138; u (ii1)) HCDR3, conepkaiyto aMMHOKHCIOTHYIO TOCJIEA0BATENbHOCTD, OTJINYAIOIIYOCS
Ha He Oosee ueM 1, 2 mnu 3 aMHHOKHCIIOTHBIX OCTaTKa WJIM MMEIOINYIO 1O MEHblIeH mepe 85,
90, 95, 99 umu 100% roMoJOruu MO OTHOIIEHUI0 K aMHUHOKHCJIOTHOW TOCJENOBAaTEIbHOCTH
HCDR3 antutena npotus CD138, u

(b) VL, comepxamytro: (i) LCDRI, coxepxamyro  aMHUHOKUCIOTHYEO
HIOCJIEIOBATENIbHOCTD, OTJIMYAIOIIYIOCS Ha He Oosee yeM 1, 2 miun 3 aMUHOKHCIIOTHBIX OCTAaTKa
WM UMEIoIyK mo MeHblned mepe 85, 90, 95, 99 unu 100% romosoruud mo OTHOIIEHHIO K
aMUHOKHUCIIOTHOHM mocaenosarenbHocty LCDR1  antutena nporus CD138; (i1)) LCDR2,
COAEPIKALTYI0 aMUHOKHUCIIOTHYIO TOCJIEA0BATENIbHOCTD, OTIMYAIOINYIOCS Ha He Oonee yem 1, 2
WIN 3 aMHUHOKHUCJIOTHBIX OCTaTKa WJIM MUMEKOLIYI0 1o MeHblned mepe 85, 90, 95, 99 umm 100%
TOMOJIOTUH T10 OTHOIIEHHUIO K aMUHOKHUCJIOTHOHN nocneaoBarenbHocTd LCDR2 anTuTena npotus
CD138; u (ii1) LCDR3, comep:kainyro aMHHOKHCIOTHYIO MOCIIEN0BATEIbHOCTD, OTINYAOINYOCS
Ha He Oosee ueM 1, 2 win 3 aMHHOKMCJIOTHBIX OCTaTKa MM MMEIOIIYIO N0 MeHbIIeH mepe 85,
90, 95, 99 umu 100% rOMOJOTHH TO OTHOIIEHHI0 K aMHUHOKHCIIOTHOW TOCJIEeNOBAaTEIbHOCTH
LCDR3 anTurena nporus CD138.

B BapmanTe ocymecTBieHUs] MOJIeKysa aHTHTena comepkuT: (a) VH, comepxkamyro: (1)
HCDRI, conepxkamyoo aMUHOKHCIOTHYIO mnochenoBatenbHocts HCDRI1 anturena mnportus
CD138; (i1)) HCDR2, conepskamyro aMHMHOKHCIOTHYIO nocnenoBatenbHocte HCDR2 antutena
npotuB CD138; u (111)) HCDR3, comepainyro aMHHOKHCIOTHYIO nocienosarenbHocts HCDR3
anrurena nporus CD138, u (b) VL, conepxkamyro: (1) LCDRI, conepskaiiyo aMMHOKHCIOTHYIO
nocienosarenbHoctb  LCDRI1  anturena mnporus CD138; (ii)) LCDR2, conepxainyro
aMUHOKHUCJIOTHYIO mocienoBatenbHocTh LCDR2 anturtena nporus CDI138; u (ii1) LCDR3,
COZIepIKAIYI0 aMUHOKHUCIIOTHYIO nocyienosareabHocTh LCDR3 anturena nporus CD138.

B Bapuante ocywectBieHus VH congep:KUT aMUHOKHCIIOTHYH IOCJIE€IOBaTENIbHOCTD,
OTJIMYAOINYIOCS HAa He Oonee wem 1, 2, 3, 4, 5 6, 7, 8, 9, 10, 11, 12, 13, 14 umm 15
AMUHOKHCIJIOTHBIX OCTaTKOB WMJIM HUMEIIIYI0 1o MeHbined mepe 85, 90, 95, 99 umum 100%
rOMOJIOTUM TIO OTHOIIEHHI0 K aMHHOKHCIOTHOH mnocnenoBarenpHocTd VH aHTHTENna mpoTus
CD138. B BapuaHTe ocyluecTBJIeHUs MoJieKyna aHTuTena VH cOmepXUT aMUHOKHCIOTHYIO
nocnenosatenbHocTs VH anturena nporus CD138.

B Bapuante ocymectBieHuss VL comepKUT aMUHOKHCIOTHYIO IOCJENOBATENIbHOCTD,
OTJIMYAIOINYIOCS Ha He Oomee wem 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14 wm 15
AMUHOKHCJIOTHBIX OCTaTKOB WJIM HUMEIOIIYI0 1o MeHbinern mepe 85, 90, 95, 99 umm 100%
TOMOJIOTUM IO OTHOLIEHHIO K aMHUHOKHUCJIOTHON mociefoBaTenbHOCTH VL aHTUTENna mpoTus
CD138. B BapuanTe ocyuiectBieHus: VL conepkUT aMHUHOKHCIIOTHYIO MOCIE10BaTENbHOCTh VL
anturena nporus CD138.

B BapuanTe ocymectsnenus (a) VH conepKuT aMHHOKHCIIOTHYIO MOCIIEOBATEIbHOCTD,
OTJIMYAIOINYIOCS Ha He Oomee wem 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14 wm 15
AMUHOKHCJIOTHBIX OCTaTKOB WJIM MMEIOLIYI0 o MeHbuelr mepe 85, 90, 95, 99 umu 100%

FOMOJIOTMH IO OTHOILIEHMK) K aMMHOKHUCJIOTHOM mnocieaoBaTenpHocTH VH anTuTena mpotus
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CD138; u (b) VL comepXUT aMHHOKHCJIOTHYIO TOCJIEAOBATENIbHOCTD, OTJIMYAIOIIYIOCS Ha HE
bonee uem 1, 2, 3,4, 5,6, 7,8 9, 10, 11, 12, 13, 14 unu 15 aMUHOKHCIIOTHBIX OCTaTKOB WJIH
UMEIINYK 1Mo MeHbield mepe 85, 90, 95, 99 umm 100% romojoruu Mo OTHOUIEHUID K
aMUHOKUCJIOTHOH nocienosatenbHocT VH anTurena nporus CD138.

B Bapuante ocymectsienuss VH conep:kuT aMHUHOKUCIIOTHYIO MOCIeAoBaTenbHOCT VH
anturena mnpotuB CDI138, m VL conmep>uT aMMHOKHCIOTHYIO IIOCJIEAOBaTeNbHOCTE VL
anturena nportus CD138.

B BapuaHTe OCyIIEeCTBJICHUST MOJIEKYJIa aHTHTENA COaepKUT Fc-00macTs.

B omHOM u3 acmekToB Hacrosiee HW300pPETeHHE OTHOCHTCS K MOJIEKYJe aHTHTEJa,
KOHKypupyromeh 3a ces3biBanue ¢ CD138 ¢ moHOkmoHanpHBIM aHTUTENOM mpotus CDI138,
NPEACTaBJICHHbIM B HACTOSILIEM OmucaHuu (Hampumep, mroObmMu u3 antuten CDO001, CDO002,
CD003, CD004, CD005, CD006, 602, 603, 604, 607, 613, 614, 617, 624, 632, 616, 619, 623,
1610, 2510, 2610, 2710, 2810, 2910 unu 1409).

B omHOM M3 acmekToB Hacrosiee H300pPETeHHE OTHOCHTCS K MOJIEKYJe aHTHTEIa,
CBSI3BIBAIOLLEICS WM, MO CYIIECTBY, CBSI3bIBAIOLIEICS C 3MUTOINOM, MOJHOCTBIO WJIM HaCTHYHO
MEPEKPHIBAIOLIMMCA €  3MUTONOM  MOHOKJOHaNbHOro  anrturena  npotus  CDI38,
NPEACTABJICHHOTO B HACTOSIIIEM OMUCAaHWU (Hampumep, JoObix u3 anturen CDO01, CDO002,
CD003, CD004, CD005, CD006, 602, 603, 604, 607, 613, 614, 617, 624, 632, 616, 619, 623,
1610, 2510, 2610, 2710, 2810, 2910 unu 1409).

B onHOM M3 acmekToB HacTosiIee M300peTeHHEe OTHOCUTCS K KOHBIOTATy aHTHUTEINO-
MoJjieKyJla  JekapctBeHHoe cpeactBo  (ADC), comepxamemy — MOJEKyJIy — aHTUTeNa,
NPEACTABJICHHYI0 B HACTOALIEM ONMUCAHUH, HEOOS3aTEeNbHO, CONEpsKaleMy LHUTOTOKCHYECKOE
CPEICTBO M AOMOIHUTEIBHO, HEOOS3aTENbHO, COAepIKAIIEeMy JIMHKEP.

B omHOM M3 acmekToB HacToslIee H300pEeTeHHe OTHOCUTCS K KOMIIO3ULIMH, COAep Kaleit
MOJIEKYJly aHTUTeNa, MPEACTaBIeHHYIO0 B HacTosimeM onucanuu, umi ADC, npencTaBieHHbIH B
HACTOSIIEM OIMHUCAHUHM, HEOOSA3aTeNbHO, TI/I€ KOMIIO3ULMS SIBJsETCS  (papMaleBTHUECKOi
KOMITO3ULIUEH.

B BapuaHTe OCYLIECTBIEHHSI KOMITO3ULHSI JOMOJHUTEIBHO CONEPKUT (hapMalieBTUIECKH
MIPUEMIIEMBI HOCUTED.

B onHOM u3 acmekToB HacTosiiee M300pEeTeHHEe OTHOCHTCS K MOJIEKYJIe HYKJICHHOBOW
KHCJIOTBI, KOJUpYHoIeil BapuadenbHyro obnacte Tsokenoit nenu (VH), BapuabenbHyro obnmactb
aerkoit nerw (VL) wu u Ty, ¥ IpyTyI0, U3 MOJIEKYJIbI aHTUTENA, IPEICTABIEHHON B HACTOSIIEM
OTMCaHUU.

B omHOM M3 acmekToB HacTosiee U300pEeTeHHe OTHOCUTCS K BEKTOPY, COAepIKalemMy
MOJIEKYJTy HYKJIEMHOBON KHUCJIOTBI, IPEICTABIEHHYIO B HACTOSLIEM OMUCAHUU.

B onHOM u3 acmekToB HacToslee H300peTeHHe OTHOCHTCS K KIIETKE, COIepIKalieit
MOJIEKYJIy HYKJIEMHOBOM KHCJIOTBI, MpPENCTABICHHYIO B HACTOSIIEM OINWUCAHUU, WIH BEKTOp,
NPEACTaBJICHHbIH B HACTOSIIEM OIMCAHHMM, HEOOS3aTEeNbHO, I/ie KJIETKA SIBJISIETCS] BbIIEIEHHON

KJIETKOI.
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B onmHOM U3 acmekToB HacTosiliee M300PETeHHE OTHOCHUTCS K Habopy, comep:Kamemy
MOJIEKYJIy aHTUTEJa, MPEACTaBICHHYI0 B Hacrosimem omnucanud, ADC, mpencraBieHHbINH B
HACTOSIIIEM OINHCAHUH, WIM KOMIIO3ULIUIO, MPEACTaBJIEHHYI0 B HACTOSIIEM OIUCAHUM, HU
WHCTPYKIMU MO UCTIOIB30BAHUIO MOJIEKYJIbl AaHTUTEJIA UM KOMIIO3ULIUH.

B onHOM M3 acmeKkToB HacCTOsiIIee H300peTeHHe OTHOCUTCS K KOHTEHHEPY, ConepIKaieMy
MOJIEKYJTy aHTUTeNa, MPEeNCTaBieHHy B HactoseM onucanuu, ADC, mpencraBieHHbIH B
HACTOSIIIEM ONMUCAHUM, UM KOMITO3ULIMIO, IPECTABIEHHYIO B HACTOSIIIIEM OMUCAHUH.

B ongHOM u3 acmekToB HacTosInee W300peTeHHe OTHOCUTCS K Crocoly MOJydeHus
Monekynbl  aHturena nporuB  CD138, BkmowaromeMmy — KyJbTUBHPOBaHHE  KJIETKH,
MPEICTABJICHHOW B HACTOSIIIEM OIMUCAHWUU, B YCJIOBHUSX, NEJAIOIIUX BO3MOXKHOWU MPOIYKLIUIO
MOJIEKYJIbI AHTHUTEJIA, U TAKUM 00Pa30M, MOJYYEHUE MOJIEKYJIbI AaHTUTENA.

B BapuaHTe OCYyIIEeCTBICHHS CIIOCOO HOMOJHUTEIHHO BKITIOUAET BhIIEICHUE WIIH OUUCTKY
MOJIEKYJIbI AHTUTENA.

B omHOM W3 acmeKkTOB HACTosIlee HM300pEeTeHHE OTHOCHTCS K MOJIEKyJie aHTHTeNa,
MPEeNCTaBJIeHHONW B HacrosiueM omnucanuu, ADC. mpencraBieHHOMY B HACTOSIIIEM OIHUCAHHH,
WIH KOMIIO3UIIMH, MPEACTABIEHHOW B HACTOSIEM OIMUCAHWH, JUIsl MPUMEHEHHUs B CIOco0e
JICUEHUsI 3JI0KQ4eCTBEHHOTO HOBOOOPA30BaHMSI Y HHIUBUAYYMA.

B  BapmaHTe OCYyIIECTBJIEHHS  3JIOKAYECTBEHHOE  HOBOOOpAa30OBAaHHE  SIBJISIETCS
remobyacto3oM. B BapmaHTe OCYyIIECTBJICHHs 3JI0KQ4eCTBEHHOE HOBOOOPA30BAHHE SIBJISIETCS
MHOKECTBEHHOU MHUEJNIOMOW. B BapuaHTe OCYIIECTBIIEHHUS 3JI0KAYECTBEHHOE HOBOOOpa3OBaHHE
SIBJIAETCST  COJIUAHOM ONYXOJIbI0, HAampuMep, COJUIHOW OIyXOJIbIO, MPEACTABJIEHHOW B
HACTOSIIIEM OMUCAHUU.

B BapuanTe ocyuiecTBieHuss Mojekyny aHturesa, ADC uiam KOMMO3ULIMIO BBOJIST
WHJUBUIYYMY BHYTPUBEHHO.

B BapuanTe ocymectBieHuss moisiekyny aHrurena, ADC wnu KOMIO3WULUMIO BBOZIST
uHauBUAyyMy B no3e oT 0,1 mr/kr mo 50 mr/kr, ot 0,2 mr/kr go 25 mr/kr, ot 0,5 mr/kr go 10
mr/kr, oT 0,5 mr/kr go 5 mr/kr, ot 0,5 mr/kr no 3 mr/kr, ot 0,5 mr/kr o 2,5 mr/kr, ot 0,5 Mr/kr
no 2 mr/kr, ot 0,5 mr/kr go 1,5 mr/kr, ot 0,5 mr/kr no 1 mr/kr, ot 1 mr/kr go 1,5 mr/kr, ot 1
Mr/kr 10 2 mr/kr, ot 1 mr/kr 1o 2,5 mr/kr, ot 1 mr/kr 1o 3 mr/kr, ot 1 Mr/kr 10 2,5 Mr/kr uiu ot
1 mr/kr 10 5 Mr/kr.

B BapuanTe ocymectBienuss mojiekyiay anturena, ADC uiam KOMMIO3UIUIO BBOISIT
UHANBUIYYMY B (pukcupoBaHHOU no3e ot 10 mr go 1000 mr, ot 10 Mr go 500 mr, ot 10 mr go
250 wmr, ot 10 mr go 150 mr, ot 10 mr go 100 mr, ot 10 Mr go 50 mr, ot 250 mr no 500 mr, oT
150 mr go 500 wmr, ot 100 Mr go 500 mr, ot 50 mr go 500 mr, ot 25 Mr g0 250 mr, ot 50 mMr 10
150 mr, ot 50 mr go 100 mr, ot 100 mr go 150 mr, ot 100 mr go 200 mr mwiau ot 150 mr mo 250
MT.

B Bapuanrte ocyuectBieHust Mosekysy anturena, ADC uam KOMIO3ULUIO BBOIAT pa3 B

HEACIIO, ABA pa3a B HCACIIIO, pa3 B ABC HEACIIN, pa3 B TPU HEACIIN HUJIN pa3 B YETBIPE HEACIIN.
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B BapuaHTe OCyIIECTBIEHUS NPUMEHEHHE JOMOJHUTENBHO BKIIIOYAET ONpEAeSIeHHE
ypoBast CDI138 B oOpasue or uHauBuayyma. B BapuaHTe OCyIIeCTBIEHHs NpPUMEHEHUE
JOTIONTHUTEIIBHO BKJIIOYAET MOJIBEPraHNe HHINBUAYYMa BTOPOH MPOTHUBOOIYXOJIEBOH TEPAIHH.

B omHOM u3 acmekToB Hacrosee H300pETeHHE OTHOCHUTCS K MOJIEKYJIE aHTHTEIa,
NpEeACTaBJICHHON B HacrosimeM onucaHu, ADC, npencraBieHHOMY B HACTOSIIEM OMHMCAHUH,
WM KOMIIO3MLIMH, IPEACTaBIEHHOH B HACTOSINEM OIMCAHUM, U1 NMPUMEHEHHs B criocode
J€YEHUs]  TNPEN3JIOKAuYeCTBEHHOIO  COCTOSIHUS MM NPO(QMIAKTUKH  3JI0KAUY€CTBEHHOTO
HOBOOOpPA30BaHMSI.

B BapuaHTe OCyIIECTBIEHHUs NMPEA3IOKAYECTBEHHOE COCTOSIHUE SIBIISIETCS BSUIOTEKYIIEH
MHUEJIOMOM WJIM MOHOKJIOHAJbHOW rammanatueii HesicHoro reHesa (MGUS). B BapuanTte
OCYIIECTBIIEHHSI 3JI0KAUECTBEHHOE HOBOOOPA30BaHHUE SIBJISIETCSI MHOJKECTBEHHON MHEJIOMOH.

B omHOM W3 acmekToB HacToslee HM300PETEHHE OTHOCUTCS K CIOCOOY BBI3BIBAHUS
ADCC, BxmOYamIeMy NPUBENCHHE KIETKH WM HWHANBHAYYMa B KOHTAaKT C MOJIEKYJIOH
aHTHUTENa, MPENCTaBIeHHOH B HacrosimeM onwcaHuu, ADC, mpencraBieHHBIM B HACTOSIIEM
OTMCAHWHY, WM KOMITO3MLINEH, MPEICTABICHHON B HACTOSINEM ONHCAHWH, U, TAKUM 00pa3oMm,
Bb3biBaHne ADCC.

B omHOM H3 acmekToB HacTosllee H300pPETeHHE OTHOCUTCS K CIOCOOy JIedeHHs
3JIOKQUYECTBEHHOTO HOBOOOPA30BaHMs, BKJIOUAIOLIEMY BBEACHHE HYKIAOIIEMYCS B 3TOM
UHIUBUAYYMY 3(PPEKTHBHOrO KOJMUYECTBA MOJIEKYJIbI AHTUTEINA, NIPEICTABIEHHON B HACTOSALIEM
ormmucanny, ADC, mnpencTaBieHHOro B HACTOSINEM  ONHMCAHUHM, WJIH  KOMIIO3HIIUY,
NPEACTABJICHHON B HACTOSIIIEM ONHCAHUH, W, TaKUM OOpa3oM, JIEYeHHE 3JI0KAYe€CTBEHHOTO
HOBOOOpPa30BaHMSL.

B onmHOM H3 acmekToB HacTosee H300peTeHHe OTHOCHTCS K CHOCOOy JieueHHs
NPE3JI0KAYeCTBEHHOIO COCTOSIHHMSL WJIM MPOQUIIAKTHKH 3JI0KAYECTBEHHOTO HOBOOOPA30BaHMS,
BKJIIOYAIOIIEMY BBEICHHE HYKAAIOLIEMYCS B 5TOM HHIUBHAYYMY 3(PQPEKTHBHOTO KOJHMYECTBA
MOJIEKYJIbl aHTHTENA, MPEACTaBICHHOW B HacTosuieMm onucanud, ADC, mpeacTaBIeHHOTO B
HACTOSIIEM OINUCAHHMHM, WJIM KOMITIO3ULIUH, MPEICTABIEHHONH B HACTOSIIEM OMHUCAHHUH, U, TAKHUM
o0pa3oM, JieueHHe MPEen3JIOKAaYeCTBEHHOTO COCTOSHUSI WM NMPOQHIAKTHKY 3JI0KAYE€CTBEHHOTO
HOBOOOpPA30BaHMSL.

B omHOM M3 acmekToB Hacrosimee H300peTeHHe OTHOCHTCS K CHOCO0Y JIeTeKIUH
monekynbl CD138, BkirodaroineMy MpHUBEACHHE KIETKM WM HHAMBUAyyMa B KOHTAakT C
MOJIEKYJION aHTHUTENA, MPEACTABICHHONW B HACTOSIIEM OIUCAHHH, U, TAKUM 00pa30M, IETEKIIHIO
mosekyJsiel CD138.

B BapuaHTe OCylLIeCTBJIEHMsI MOJIEKyJa aHTUTENa COeIMHEHA C IeTEKTUPYEMOH METKOM.
B BapuanTe ocyuiectsienust monekyiay CD138 onpenenstor in vitro, ex vivo WM in vivo.

Hacrosiimee m3o0pereHne BKJIOYaeT BCe KOMOMHANMM JTIOOOTO OJHOTrO WK OoJee u3
NPEACTABJICHHBIX BBIIIE ACIIEKTOB W/WJIM BAaPUAHTOB OCYILIECTBICHMS, a TaKKe KOMOWHALIUH C
moObIM ONHUM uiM 0OoJiee W3 BapUAHTOB OCYLIECTBJIEHMs, NPUBEACHHBIX B IOIPOOHOM

ONMMCAaHUH U IIpUMEpax.
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Jlpyrue mpu3HaKy, LEeNU U MIPEUMYIIeCTBa KOMIIO3UIUN U CITIOCOOO0B, MPEACTaBICHHBIX B
HACTOSIIIEM OMHMCAHUY, OyAYT OYEBHIHBI U3 OMUCAHUS, YepTexxel 1 PopMyIibl H300peTeHHUS.

KPATKOE OITHCAHHUE YEPTEXXEN

IlaTeHT wnIM mNaTeHTHas 3asBKa COAEP)KUT IO MEHBbLIEH Mepe OAMH 4YepTex,
BBINOJIHEHHBIN B IBeTe. Konmmu HacTosInero mareHTra WM MyOJIMKAalMM NMAaTEeHTHOW 3asBKU C
LIBETHBIMH 4epTeXaMH OyIyT MPEeNOCTaBJIeHbI MO TPEOOBAHHIO U MOCHE OIUIATHl HEOOX OIMMOTO
tapuda.

Ha ¢ur. 1 nmokazan nmpumMep aMUHOKHCIOTHOH mocnenoBatenbHoctd CD138 uenoeka
(UniProt ID: P18827). CurHanbHbIN MeNTHI BKIIOYAET OCTaTKU 1-22 (BbIIEJIEHBI KYPCHBOM);
BHEKJIETOYHBIN JOMEH BKJIFOYAET OCTATKHU 23-254; TpaHCMEeMOpaHHbBIH TOMEH BKIIFOYAEeT OCTATKU
255-275; v uuTOMIa3MaTHYEeCKU JOMeH BKJroYaeT octatku 276-310. UHTerprH-CBA3BIBAIOLINN
nomen (IBD) Bkimrouaer ocratku 88-122. M3pectble nenu O-CBSI3aHHOTO remapaHCyJibgdara
JIOKaJM30BaHbl B octatkax 37, 45 m 47 (mom4yepkHyThl), U m3BeCTHble Lenu O-CBS3aHHOTO
XOHAPOUTHHCYJIb(]aTa JOKaIM30BaHbl B octaTtkax 200 u 216 (momuepkHyTh). Bo3moskHbIH N-
CBS3aHHBIN TIJMKaH JIOKanu3oBaH B octatke 43. IlpennonaraeMbIMH OCTaTKaMu-'TOPSYUMHU
Toukamu" snurona antutena B-B4 susrorcs LeulO7, Prol08, Glul09 u Valll0 (BbimeneHsl
nonyxupHeiM mpudTom). Ilpumep obmactm nentuaa, Ha KOTOPYHO MOXKHO HAIPaBIEHHO
BO3JI€iicTBOBaTh MoJsiekyJamu aHturen nporus CDI138, mpeacraBieHHbBIMM B HACTOSIIEM
ornucanny, Bkrodaer ocratku Gly217-Glu251 (BelmeneHsl MONYKUPHBIM MpPUGTOM U
kypcuBoMm). Ha ¢ur. 1 npencrasnena SEQ ID NO: 450.

Ha ¢ur. 2 nokaszanbl nenTuabl, UCIONb3yeMble IJIsI UAEHTU(UKALMN aHTUTEN MPOTUB
CD138, cBS3bIBaIOLIUXCS C JKEJIAEMbIM 3ITUTOTIOM.

Ha ¢ur. 3 mnokaszano onucanue anturena nporus CDI138 B-B4 B orHOmeHun
KoMIuieMeHT3aBucumMoi nurorokcnynoct (CDC) B kneTkax Muenoms! yensoBeka RPMI 8226.

Ha ¢ur. 4 nokasano ommcanme antutena nportus CDI138 B-B4 B orHOwmeHuu
AHTHUTEJIO3aBUCUMOI KJeTouyHOW wLuToTOKCHYHOCTH (ADCC) B KII€TKaX MHENIOMBI YeJIOBEKa
RPMI 8226.

Ha ¢ur. 5 nokazana cmocoOHOCTh MOJMKIJIOHAIBHOTO aHTUTENA Kpojrka mpotus CD138
uHayunpoBatb ADCC B kJieTKax MHOXKECTBEHHOUM MHUEIOMBbI ueopeka U266.

Ha ¢ur. 6A moka3zaHbl KOHCTPYKLMH, BKJFOYAKOLINE TPAHCMO3ULMIO >murona B-B4 B
Pa3HBIX MOJOKEHUSIX.

Ha ¢ur. 6B mokasanbl aMHHOKHCJIOTHBIE TOCIEAOBaTeNbHOCTH MyTanTHOro CD138 B
kionax 1-3. Ha ¢ur. 6B mpencrasienst SEQ ID NO: 451-453, cOOTBETCTBEHHO, B TMOPSIIKE
MOSIBJICHUS.

Ha ¢ur. 6C nokasaHbl aMHHOKHCJIOTHBIE TOCIEAOBaTeNbHOCTH MyTaHnTHOro CD138 B
kionax 4 u 5. Ha ¢ur. 6C npencrasnenst SEQ ID NO: 454-455, cOOTBETCTBEHHO, B TMOPSIIKE
TMOSIBJICHUS.

@ur. 7A sBusercss TUHEWHBIM rpadUKOM, HAa KOTOPOM IOKa3zaHa crocoOHocTh B-B4

uHnyuuposate ADCC, korza snuTon pacnojokeH NPOKCUMAIbHO K MEMOpaHe KIIETKH.
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@ur. 7B sBsieTcst CTONOMKOBON AMAarpaMMoi, Ha KOTOPOI nokasaHa criocodHocts B-B4
uHnyuuposate ADCC, korma 3muTon pacrioyioskeH MPOKCHUMalbHO K MeMOpaHe kieTku. BB4-
Mid: hCD138 ¢ snuroniom BB-4 B cepennne skrogomena. BB4-MP: hCD138 ¢ snuronom BB-4
B IpokcumanpHOW k MemOpane obmactu. CD138: CDI138 uenoseka nukoro tuma. R-PAb:
MOJINKJIOHAJIBHOE aHTUTENO kponuka npotus CD138.

Ha ¢ur. 7C noxkazaHo momonnutensHoe ycuinenue noreHiuana ADCC mocpenctsom
KOHCTpyupoBaHus Fc.

@ur. 8 sBnsiercs rpadUKoM, Ha KOTOPOM IOKA3aHO CBS3BIBAHHE PA3JIMYHBIX AHTUTEN
npotuB CD138 ¢ pactBopumoii popmoii BHekseTouHOro aomeHa CD138 (amMuHOKHCITOTHI 23-
250, SEQ ID NO: 1), usmepsiemoe nocpenctsom ELISA.

@ur. 9A-9C npencrasisitoT coO0i cepuro rpauKOB, HA KOTOPBIX TOKA3aHO CBSI3bIBAHNE
pasznmuusbix aHTUTen npotuB CDI138 ¢ mentupHeiMu Qparmentamu CD138, m3mepsiemoe
nocpenctsoM ELISA: (A) nentup 2a, (B) mentun 5, (C) nentug 6.

Ha ¢ur. 9D mnoxkaszana crpykrypa nomunentuga CDI138. Tlokasana nokamu3arus
nenTusos 2a, S u 6.

@ur. 10 sBusercss rpaguKoOM, Ha KOTOPOM TIOKA3aHO CBSI3BIBAHHE AHTUTEN INPOTUB
CDI138 1610, 624 u B-B4 (taxxke obOo3Hauaemoro kak BB4 B Hacrosmem omnucaHum) c
nentuaamu 2a u 6 CD138, usmepsiemoe nocpencrsoM ELISA,| B ycioBUsIX BBICOKOM CTPOrocTH
IUJIs1 CBSI3bIBAHUSI @HTUTENO-aHTUTEH.

Qur. 11A-11C mnpencraBisiroT COOOM CepHIO JAMAarpaMM, Ha KOTOPBIX IOKAa3aHO
cBs3biBaHue anturena 1610 ¢ CD138 Ha MOBEPXHOCTH KJIETKH, SKCIIPECCUPYEMbIM Ha KJIETKax
MHOeCTBeHHOH muenoMbl U266 (A), uiu ¢ pacTBOPUMBIM BHEKJIETOUHBIM nomeHoM CD138
(B). (C) 3nauenus ECsy nnsa  cBsa3piBaHus aHTutena 1610 ¢ pacTBOPUMBIM — WJIH
MeMOpaHOCBsI3aHHBIM (Ha oBepxHOCTH KieTkn) CD138.

@ur. 12 mpeacraBisier coOol cepuro rpadukoB, Ha KOTOPBIX IIOKa3aHa KHUHETHKA
cBsizbiBaHusl aHtuten npotuB CD138 1610, 624 u B-B4 ¢ pekOMOMHAHTHBIM BHEKJIETOYHBIM
nomenom CD 138, usmepsiemasi IoCpencTBOM HHTEPhEPOMETPUH OHUOCIIOS.

@ur. 13 mnpexncrasnsier co0oil cepur0 rpaduKoOB, Ha KOTOPBIX MMOKAa3aHAa KHHETHKA
cBsizbiBaHusl aHtutena nporuB CD138 1610 ¢ mentupubiMu parmenramu CD138 (BepxHsis
nanens: nentuael 2A (SEQ ID NO: 10), 2C (SEQ ID NO: 449); HkHss naHenb. nentuas 6B
(SEQ ID NO: 440), 6E (SEQ ID NO: 444)), usMmepsiemasi MOCPeACTBOM HHTepdhepoMeTpuu
OHOCHOs ¢ UCTIONBb30BAaHHEM OMOTHHUIMPOBAHHBIX MMENTHIOB.

@ur. 14A-14B mpencraBisitoT COOOH Cepuro auarpamMM, Ha KOTOPBIX TOKa3aHa
CpaBHUTENbHAsE KUHETHKa CBsi3biBaHUsl aHTuTena mnpotus CDI138 1610 (A) m B-B4 (B) ¢
nentuaabiMi  ¢pparmentamu CD138 (mentumamu 2A u 6B), u3MepsiemMass MOCPEACTBOM
uHTeppepomerpun O6muocnost. YkazaHa crocodHocts mAb 1610 (Ho He B-B4) ces3biBaThes €
obonmu nentunamu 2A u 6B ¢ nudPepeHunanbHON KMHETHKOMN.

@ur. 15A-15C mnpencraBisitor coboli ceputo TpaduKoB, HAa KOTOPBIX IMMOKa3aHA
KOHKypeHLus 3a cBsa3biBaHue ¢ CD138 Ha moBepXHOCTH KJIETKU MeXAYy OMOTHHHIMPOBAHHBIMU

TecTHUpyeMbIMU aHTuTenamu (anturenamu nporus CD138 1610, 624 u B-B4) u pasnuyuasMu
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KOHLIEHTPALMSIMI COOTBETCTBYIOIUX HeMeueHHbIX aHTHTeN. llokasansl nuddepeHupoBaHHbIe
npodum OMHHUHTA STTUTOIOB.

@ur. 16 sBusercs rpapukoMm, Ha KOoTopoMm mnokazaHa uHaykiuss ADCC ¢ momorbto
adpyxo3mnupoBaHHbix antuten npotus CD138 1610, 624 u B-B4 B knerkax U266.

@ur. 17 sBnsiercst Tabnuuel, B KOTOPOH MOKa3aHbI MyTaLUH, CAEIAHHbIE B BAPHAHTAX
anturen mnporuB CDI138 2510, 2610, 2710, 2810 u 2910 OTHOCHUTEIBHO POIUTEIHCKOTO
antutena 1610. Taxke mokazaHbl TUTPBI Oeska, MOJTyYEHHbIE U1 KAKAOTO U3 STUX aHTUTEN U3
TPaH3UTOPHO TpaHchHUIMpPoBaHHBIX KieTok HEK293.

@ur. 18A-18D mpencraBisiror coOOM CepUI0 AMAarpamMM, Ha KOTOPBIX IOKAa3aHO
cBasbiBaHue aHtutena 1610 wu ero BapuantoB 2510, 2610 m 2810 ¢ xkaxabIM U3
pexkoMOuMHaHTHOTO BHekyeTouHoro nomeHa CDI138 (A), menruma 2a (B) u mentuma 6 (C),
usmepsiemoe nocpenctsoM ELISA. 3nauenus ECsy ns kaxaoro BapuaHTa aHTUTENA MTOKa3aHbI
Ha ¢ur. 17D. OrmedeHO yiydlleHHe CBsI3bIBaHHS BapuaHToB mMADb 1610 (oTHOCHTENBHO
poaurenbckoro anturena 1610) ¢ mpokcumanbHON K MeMOpaHe 00JacThio (KaK MPEACTABICHO B
ciydae mentuaa 6).

@ur. 19A sBnsieTcs: rpad@KOM, Ha KOTOPOM MOKAa3aHO, 4TO ayKO3MINPOBAHHbIE BEPCUU
anturena 1610 u ero BapuanToB cBsizaHbl ¢ CD138 Ha MOBEPXHOCTH KJIETKH, 3KCIIPECCUPYEMbBIM
knetkamu U266.

@ur. 19B npencrasnsier coOoil cepuro rpaduKoB, HA KOTOPBIX IOKAa3aHbl TUIHYHBIE
pe3yJabTaThl MPOTOYHONW LIUTOMETPUH B aHAJM3aX CBA3BIBAHUS KJETOK, MOKA3aHHBIX Ha (pur.
18A.

@ur. 20 sBasieTcs: rpadUKOM, HA KOTOPOM IOKA3aHO, 4TO a(yKO3WIMPOBAHHBIE BEPCUU
anturena 1610 u ero BapuantoB wunayuupyror ADCC B CDI138+ knerkax U266.
[MonuknonanbHoe antuteno (PAb) kpomuka mnporuB CD138 wucmonp3oBaiu B KavyecTBE
KOHTPOJIS.

@ur. 21 sBnsercs rpaPuUKOM, Ha KOTOPOM TIOKA3aHO CBSI3bIBAHHE IEMTHIHBIX
¢parmentoB CD138 (mentuma 2A u mentuaa 6B) antutenom 2810 mo cpaBHeHuro ¢ BB4.
Ces3biBanue usMepsiin nocpeacrsoM ELISA B moauduuupoBaHHOM ¢Gopmare, B KOTOPOM
aHTUTENIO (PUKCUPYIOT HemocpencTBeHHO Ha muaHmere miss ELISA, u CBsi3bIBaHHE MENTHIOB
CD138 u3mepsitoT npu pa3HbIX KOHLIEHTPALIUAX.

@ur. 22A-22C npencTaBisIOT COOOH CEPHIO IUarpaMM, Ha KOTOPBIX IMOKAa3aHO, YTO
BapuaHT aHtHTena 2810 (A) cessbBaercss ¢ pasHbiMH yactsMu CD138 mo cpaBHeHHMIO C
aatureniom B-B4 (B). Ilentunnele mocienosatenbHocTu mpencrasinensl Ha C. Ha ¢ur. 22C
nokazanbel SEQ ID NO: 456, 10, 449, 445, 457, 440, 444, 443, 443 u 449, COOTBETCTBEHHO, B
NOpsIZIKE MOSIBJICHUS.

NOJAPOBHOE OITMCAHUE

Hacrosiimee n3o0peTeHrne OTHOCHTCS K MOJIEKYJiaM aHTUTeN, cBsi3biBaromrumcsi ¢ CD138,
Hanpumep, CD138 uenoseka. IIpeanoyrurenpHo, MO MEHbIIEH Mepe HECKOJIBKO U3 MOJIEKYJ
aHTUTEJN, TPEICTABICHHBIX B HACTOSIIEM OIHCAHUM, HMEIOT YJIYYIIEHHYK CIIOCOOHOCTD

UHruOupoBaTh KJeTKH, skcrnpeccupyromue CDI138, nHampumep, BbI3bIBasi OCYIIECTBJICHUE
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s dexropuoii Pynkumu. He >xenast ObITh CBSI3AHHBIME KaKOH-THOO TEOpHEi, MOJAraroT, 4TO B
BapUaHTE OCYLIECTBJeHUs1 aHTUTeNa npoTuB CD138, cBsA3bIBAIOLINECS C JKENAEMbIM 3TTUTOIOM,
NPEACTABJICHHbIM B HACTOSIIEM OIMCAHWU, UMEIOT MOBbIIIEHHBbIE d(dekTopHble QYyHKIUH U
MPEIIOUTUTENIbHOE CBsI3bIBAHUE ¢ MeMmOpaHocBszaHHOM ¢opmoit CD138. DddexTusHoe
HanpasiieHHoe Boszaelicteue Ha CD138 wmoxer mnpuBoauTh K OOLIMPHON AKTUBHOCTH U
ONaronpusATHOMY TEparneBTHUECKOMY HHAEKCY NPU MHUEJIOMax M JAPYIUX 3J0Ka4eCTBEHHBIX
HOBOOOpasoBanusix. Hacrosiimee nzoOpereHHe Tak)Ke OTHOCUTCS K KOHBIOTaTaM aHTHTEINO-
aekapcTBeHHOe cpencTBo (ADC), MonekysiaM HyKJIEHMHOBOM KUCIOThI, KOAUPYIOLIMM MOJIEKYJIbI
aHTHUTEJ, SKCIPECCHUPYIOLIUM BEKTOpaM, KJIEeTKaM-XO3sieBaM, KOMIIO3ULMSAM (Hampumep,
(apMaleBTHYECKUM KOMITO3ULUsIM), HabopaM © Croco0aM TOJYy4eHUsT MOJIEKYJ aHTHUTEIl.
Monekynbl aHTHTET W (PapMaleBTUYECKUE KOMIIO3HMLIMH, TPENCTABICHHbIE B HACTOSIIEM
OINHCAHWUH, MOYKHO HCIIOJB30BATh (B OTHAENBHOCTH WJIM B KOMOMHALUU C APYTHMMHU CPEICTBAMHU
WIA CrIOocOo0aMM Tepamuu) AJsl JIeYeHHUs,, NPOQWIAKTUKH W/HIN JTHATHOCTUKHM HAPYLICHWH |
COCTOSIHWH, HAmpuMep, HapyIIEHHH U COCTOsIHUM, accoumupoBaHHbXx ¢ CDI138, mampumep,
3JIOKAUYECTBEHHOTO HOBOOOPA30BaHUS HITH MPEN3JI0KAYECTBEHHBIX COCTOSTHHI.

Omnpenenenus

B pamkax m3oOpereHus: TEpMUHBI B €IWHCTBEHHOM YHCJIE€ OTHOCATCS K OOHOMY MWIIH
HECKOJIbKUM (HampuMep, 1o MEHbIIeH Mepe K OTHOMY) IPaMMaTHYECKUM OOBEKTaM.

Tepmur "unu" B HACTOAILIEM ONMUCAHUM HCHONB3YIOT 11 00O3HaueHus "w/mimu" u
B3aMMO3aMEHSEMO C TEPMHHOM "H/HIIN", €CII KOHTEKCT Y€TKO HE YKa3bIBAET HA MHOE.

Tepmun "npubnusutenbHO", Kak MPaBHIIO, AOJDKEH OOO3HAYaTh NMPUEMIIEMYIO IOJIO
HNOTPEIIHOCTU JJIs1 U3MEPSIeMOr0 KOJIMYEeCTBA C Y4€TOM INPUPOABI WM TOYHOCTU HU3MEPEHUM.
IIpumeps! noneil morpemHocTH Haxoasarcs B npeaenax 20 mpoueHToB (%), Kak MpaBuio, B
npenenax 10% wu, Oonee TUMUUYHO, B mpenenax 5% OT yKa3aHHOTO 3HAYEHHUS WM JUara3oHa
3HaueHunit. Ecnu tepmuH "mpuOmu3uTenbHO" yKa3aH MEepeA Cepueil 4uceN WM JUara3oHOM,
clieiyeT MOHHUMATh, YTO C TOMOIIBI0 TePMHUHA "TPUOIUUTETHHO" MOXHO MOAM(UIIUPOBATDH
KQKA0€ W3 4YUCeJ B CEepUU WM JMana3oHe. AHAJOTHYHO, €CNIU Iepel Ccepueil ducen WiH
IUANa30HOM HAXOOUTCS TePMUH "MO MeHblnei mepe", "Oosee yem", "He Oojee yem", "MeHee

yem", "He MeHee yeM" uiu "B mpeaenax”, cieayeT MOHUMATh, YTO C MOMOIIBI) TEPMUHOB "TIO
MeHblel mepe", "Oonee yem", "He Oonee yem", "MeHee yem", "He MeHee yeM" wiH "B mipenenax”
MOKHO MOIU(DHUIIMPOBATH KAXKAOE M3 YHCENl B CEPUM WIHM Auana3oHe. B pamkax u3oOpereHws
JUATIa30HbI BKITFOYAOT BEPXHUHN W HIXKHUH MPEIEITbL.

Kommosuiiun u crmocoObl, TPENCTABICHHbIE B HACTOSINEM OMHCAHUU, BKJFOYAIOT
MOJINTIENTHIBI U HYKJIEMHOBBIE KUCJIOTHI, UMEIOIINE OINPEAEICHHbIE MOCIEeIOBATEIbHOCTH WU
MOCJNENOBATEIbHOCTH, 110 CYLIECTBY, WICHTHYHbIE WJIM CXOXXHE€ C HHUMH, HaMpUMeED,
MOCJICIOBATEIPHOCTH, MO MeHbIneld Mepe Ha 85%, 90%, 95% wmm Oonee WIOEHTHYHBbIE
OMpEeNEeNeHHON MOCIeA0BaTEIbHOCTH.

Urto Kkacaercs aMHUHOKHCIOTHOW TMOCJHEAOBATENbHOCTH, TEPMHUH "MO CYINECTBY,
UJACHTUYHBIA" UCTIOIB3YIOT B HACTOSIIIIEM OIMMCAHUH JIJIs OO03HAYEHUS MTePBOM aMUHOKHCIIOTHOU

nocjaeaoBaTCiIbHOCTH, conepncamef/'l JOCTATOYHOC UIn MUHHUMAJIBHOC KOJIMYCCTBO
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AMHHOKHUCJIOTHBIX OCTaTKOB, SIBJSIFOIIMXCS 1) WIACHTUYHBIMH WM 11) KOHCEPBATUBHBIMHU
3aMEHaMM  BBIDOBHEHHBIX aMMHOKHCJIOTHBIX OCTATKOB BO BTOPOH aMHHOKHCJIOTHOH
NOCJIEIOBATENIbHOCTH ~ TakuM  00pa3oM, dYTO TIepBas W BTOpass aMHUHOKUCIIOTHBIE
MOCJIEIOBATEIBHOCTH ~ MOTYT HMMeTh  OOIUH  CTPYKTYpHBIH  JOMEH W/Wiau  OOIIyIO
(YHKLIMOHANBHYKO ~ AKTUBHOCTb.  Hampumep,  aMHUHOKHCIOTHBIE  IOCJIENOBATENbHOCTH,
cozeprkalie o0l CTPYKTYpHBIH TOMEH, UMEIOLIHI O MeHblIeil Mepe npudiansnuTensHo 85%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wumu 99% HUAEHTUYHOCTH B OTHOIIEHUU
pedepeHCHOM MOCIeOBATENIbHOCTH, HAMPHUMEp, MOCIEIOBATENbHOCTH, TPEICTABICHHOW B
HACTOSLIEM OMUCAHUH.

Uro Kkacaercs HYKJICOTHAHONW MOCHEAOBATENbHOCTH, TEPMUH 'NO  CYIIECTBY,
UICHTUYHBIA"  UCIONB3YIOT B  HACTOSIIEM  OMUCAHWM  JUIsi  OOO3HA4YEHWs  MEepPBOM
MOCJIEIOBATENbHOCTH HYKJIEHHOBON KHUCJIOTBL, COJEpiKalledl NOCTaTOuYHOE WM MHUHUMAJbHOE
KOJIMYECTBO HYKJIEOTUOB, SBISIOINXCS IEHTUYHBIMU BHIPOBHEHHBIM HYKJIEOTHIaM BO BTOPOM
NOCJIEIOBATENIbHOCTH  HYKJIEMHOBOM KHCJIOTBI TakuM OOpa3oM, 4YTO TiepBas W BTOpas
HYKJICOTHJIHbIE  IIOCIENOBATEbHOCTH  KOOUPYIOT  TOJMIIENTHABL, HUMEKIHe OOy
(YHKIMOHABHYIO aKTHBHOCTb, MJIM KOAMPYIOT OOIIMIA CTPYKTYPHBIH MOJHMIIENTHIHBIA JTOMEH
wii  o0myrw (QYHKIMOHAJIBHYIO AaKTUBHOCTb Monurentuna. Hampumep, HYKIEOTHIHbIE
MOCJIEIOBATEIbHOCTH, MMEIOIHE TI0 MeHbIIel Mepe npudmusurenbHo 85%, 90%, 91%, 92%,
93%, 94%, 95%, 96%, 97%, 98% wmu 99% WUNEHTUYHOCTH B OTHOLICHWH pedepeHCHOH
NOCJIEIOBATENbHOCTH, HAlpUMep, IOCIEeN0BAaTENbHOCTH, IPEACTaBIEHHON B HACTOALIEM
OTNMCaHUU.

Tepmun "QyHKUMOHANBHBIM BapHAaHT' OTHOCUTCA K MOJUIENTHAAM, HMEIOIUM
AMUHOKHCJIOTHYK) ~ IOCJIEAOBAaTEIbHOCTb, MO  CYIIECTBY, WIAEHTHYHYIO  IPUPOJHOMU
NOCJIE0BATENbHOCTH, WIM KOAUPYEMBIM, IO CYINECTBY, HACHTUYHBIMU HYKJICOTHIHBIMU
HIOCJIEIOBATENILHOCTSIMU, U KOTOpPbIE MOTYT MMETh OZHY HJIM Oojiee aKTHMBHOCTEH MPUPOIHON
MOCJIEIOBATEILHOCTH.

BbI4MCIeHHsT TOMOJIOTUU WJIM HMISHTHMYHOCTH TIOCJIEAOBATENIbHOCTEH (B HACTOSIIEM
OTMUCAHUU TEPMHUHBI HCIIOIB3YIOT B3AUMO3aMEHSIEMO) OCYIIECTBIISIOT CIEAYIOIINM 00pa3oM.

s onpeneneHus MIPOLIEHTa UAEHTUYHOCTH IBYX AMUHOKHCIIOTHBIX
MOCNIEIOBATENbHOCTENl  WJIM  JBYX  [IOCJIEOBATEIbHOCTEH  HYKJIEMHOBOM  KHCJIOTBI
NOCJIEIOBATEIbHOCTH BBIPABHUBAIOT B LEJSAX ONTHMAJIBHOIO CPaBHEHHs (HAmpUMep, MOXKHO
BKJIFOYAaTh TPONMYCKH B OXHY Wi 00€ W3 TepBOH H BTOPOW aMHHOKHCIIOTHOM
MOCJIEIOBATENbHOCTH WM TOCJIE0BATEIbBHOCTH HYKJIEHMHOBOM KHMCIOTBHI JUIsl ONTHMAJIBbHOTO
BBIPABHUBAHUS M MOXKHO TpeHeOperarb HErOMOJIOTUYHBIMU ITOCJIEIOBATEIbHOCTSIMA B LEJSX
CpaBHEHHs). B THIMYHOM BapuaHTe OCYIIECTBICHHS JUIMHA pedepeHCHON MOCIeI0BATENbHOCTH,
BBIPABHMBAEMON B IIEJISIX CPaBHEHMUs, COCTaBJsieT Mo MeHblneil mepe 30%, Hampumep, Mo
Menbliein Mepe 40%, 50%, 60%, nanpumep, no MeHbluelr mepe 70%, 80%, 90%, 100% ot
IUTMHBI peepEeHCHON MOCIeN0BaTeIbHOCTH. 3aTEM CPABHUBAIOT AMUHOKHCIOTHBIE OCTATKH WU
HYKJIEOTH/IbI B COOTBETCTBYIOIIUX IMOJOKEHUSAX AMUHOKHMCIOT MM MOJIOKEHUSIX HYKJIEOTUIOB.

Ecnu nonoxxenue B HepBOﬁ MNOCJICAOBATECIIbHOCTHU 3aHATO TCM K€ aMHUHOKHCJIOTHBIM OCTAaTKOM
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WIM HYKJIEOTHZIOM, YTO M COOTBETCTBYIOIEE IOJOKEHHE BO BTOPOH MOCIENOBATENbHOCTH, TO
MOJIEKYJIbI SIBJISIFOTCS] UIEHTUYHBIMU B 3TOM IOJOXKEHHH.

IIporeHT MAEHTUYHOCTH MEXIY JBYMs IOCJIENOBATENbHOCTMHU SIBISIETCS (YHKIHEH
KOJIMYECTBA UEHTUYHBIX MTOJIOKEHUH B MOCIEA0BATENBHOCTSIX C YUETOM KOJIMYECTBa IMPOIMYCKOB
U JUIMHBl K&XIOro TPOINYyCKa, KOTOPbIM HEOOXOIMMO BKJIOYATh Ui  ONTHMAaJIbHOTO
BBIPABHHUBAHUs ABYX MOCJIEA0BATEIbHOCTEM.

CpaBHeHUE IOCIENOBATENbHOCTEN U OIpefesieHHe IPOLEHTa HAEHTHYHOCTH MEeXIy
OBYMsI TIOCJIENOBATENbHOCTSIMH MOKHO OCYILIECTBJSITH C HCIOJB30BAHHEM MaTEMaTUYECKOTO
anroputMa. B HEKOTOPBIX BapuaHTax OCYLIECTBJICHHS MPOLIEHT HIEHTUYHOCTH MEXOY ABYMSI
AMUHOKHUCJIOTHBIMH TIOCJIEIOBATENbHOCTSIMU  OIPENENSIIOT € HCIHOJBb30BAaHUEM  alrOpUTMa
Needleman u Wunsch ((1970) J. Mol. Biol. 48:444-453), BkmoyenHoro B nporpammy GAP B
nakere nporpaMmMm GCG (mOCTYymHOM Ha WWW.ECg.com), ¢ UCTIOIb30BaHHEM MaTpuilbl Blossum
62 nmm matpuusl PAM250, mrpada 3a nmponyck 16, 14, 12, 10, 8, 6 unu 4 u wrpada 3a 1uHy
nponycka 1, 2, 3, 4, 5 wiu 6. B HEKOTOpBIX BapHaHTaxX OCYIIECTBIEHUs MPOLEHT UACHTUYHOCTH
MEXIy JIBYMsl HYKJIEOTUIHBIMU IOCJEIOBATENbHOCTSIMU ONPENENSIIOT C HCHOJb30BAHUEM
nporpammbl GAP B makere mporpamMm GCG (HOCTYMHOM Ha WWW.ZCg.cOm) C MOMOIIBIO
marpunsl NWSgapdna. CMP, mrpada 3a mpomnyck 40, 50, 60, 70 nwimm 80 u mrpada 3a qimHy
nponycka 1, 2, 3, 4, 5 wim 6. OnHUM U3 MOAXOIAIINX HaOOPOB MapamMeTpoB (M TeM, KOTOPBIH
ClIielyeT HWCIONb30BaTh, €CIM HE YKa3aHO WHAaue) SIBSIOTCA Marpuua 3ameH Blossum 62 co
mrpadom 3a mpomyck 12, mTpadom 3a yanuHeHHE mpomycka 4 u mrpadom 3a MpOmycK co
CABUIOM PaMKU CUUTBIBAHUA .

IIpolleHT HAEHTUYHOCTH MEXKAY [ABYMsS AMUHOKUCJIOTHBIMU WM HYKJIEOTHAHBIMU
MOCJIEIOBATENBHOCTSIMU MOXKHO OINpEAENATh ¢ ucnonb3oBanuem anroputma E. Meyers u W.
Miller ((1989) CABIOS, 4:11-17), sxmouenHoro B mnporpammy ALIGN (Bepcuu 2.0) ¢
UCIIOJIB30BaHUEM TaONUIIBI BeCOB 3aMeH ocTatkoB PAM120, mrpada 3a nnuny npomycka 12 u
mrpada 3a npomyck 4.

[TocnenoBaTebHOCTH HYKJIEWMHOBOH KHCJIOTBI M OEJIKOBBIE IOCJIEAOBATEIbHOCTH,
NpEACTaBJICeHHbIE B  HACTOSILEM  OMHMCAHWM, MOXHO  HCIIOJNIb30BaThb B KadecTBe
"MOCIeIOBATEIBHOCTH 3arpoca” il OCYILIECTBIICHUS MOUCKA B OOIIENOCTYTHBIX 0a3aX JaHHBIX,
HampuMmep, s WACHTUPHUKAIMKA  JPYTUX  WICHOB  CEMEHCTBA WJIM  POACTBEHHBIX
nocnenoBaTenbHocTell. Takue MOMCKM MOXHO OCYLIECTBIISATh C HCIIOJNIb30BAHUEM IPOTPaMM
NBLAST u XBLAST (Bepcun 2.0) mo Altschul, et al. (1990) J. Mol. Biol. 215:403-10. IToucku
HYKJIEOTUJHBbIX mnocienoBarenpbHocTel B BLAST MoOHO OCyIeCTBISATh C HCIOJIb30BAaHHEM
nporpamMmbl  NBLAST, 06amne=100, nnomaa cnoBa=12, pans mONy4eHUS HYKICOTHIHBIX
MOCJIEI0BATENBHOCTEN, TOMOJIOTUYHBIX HYKJIEHMHOBOM KUCJIOTE, MPEACTaBICHHON B HACTOSALIEM
ommcanuu. Iloucku OenkoBbIx mnocienoBatenbHocTed B BLAST MOXHO OCyIIECTBISITH C

ucnoynp3oBanueM rmnporpammbl XBLAST, Oamner=50, npnuHa cioBa=3, i TOJYYCHHS

2
AMHUHOKHCJIOTHBIX HOCJ’Ie):[OBaTeJ'IbHOCTeI\/'I, TFOMOJIOTUYHBIX MOJICKYJIaM 66J’IKOB, npeaACTaBJICHHBIM
B HACTOAIIEM OIIMCAHHH. I[.]'Ii[ MOJIY4CHUSA BpraBHI/IBaHI/Iﬁ C IIponyCkaMu B LEJISKIX CPABHCHUSA

MoskHO ucnonb3oBark Gapped BLAST, kak ormmucano B Altschul et al., (1997) Nucleic Acids Res.
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25:3389-3402. ITpu ucnonp3oBanuu nporpamm BLAST u gapped BLAST mMo3xHO nCnonp30BaTh
napameTpsl M0 YMOJUAHUIO COOTBETCTBYOIUX nporpamm (Hampumep, XBLAST u NBLAST).
Cm. www.ncbi.nlm.nih.gov.

B pamkax wn3o0pereHus ¢ MOMOIIBIO TEPMHHA "THOPUIMU3YETCS B YCIOBUSAX HHU3KOU
CTPOTOCTH, CpPEOHENW CTPOrOCTH, BBICOKONH CTPOTOCTH WJIM OYE€Hb BBICOKOH CTpPOrocTu"
OIUCBHIBAIOT YCJIOBUSI THOPUAN3ALNU M MPOMBIBKH. PYKOBOACTBO MO OCYIIECTBICHUIO PEAKIMH
ruOpuamnzarmu MoxkHO HaiTu B Current Protocols in Molecular Biology, John Wiley & Sons,
N.Y. (1989), 6.3.1-6.3.6, BKIIOUEHHONH B KaueCTBE CCHUIKM. B 3TOM HMCTOYHMKE OIMCBHIBAIOT
BOJIHBIC U HEBOJHBIE CIOCOOBI M MOXKHO HCIOJIB30BATh JIFOObIE M3 HUX. KOHKpeTHbIE yCIOBUS
rHOpUAM3AINY, UCTIONIB3YEMbIE B HACTOSILIEM OMUCAHHHM, SIBJISIFOTCS CIEAYIOIIUMH: 1) yCIOBHS
rHOpUAM3aMd HU3KOH CTPOrocTH B 6-KpaTHOM xJjopuzae Hatpus/uutpate Hatpus (SSC) mpu
npubnusutensHo 45°C ¢ mocnenyromumMu aByms npoMbiBkamu B 0,2-kpatHoM SSC, 0,1% SDS
no meHblied mepe mpu S0°C (B ciy4yae yCJIOBHH HH3KOW CTPOTOCTH TEMIIEPATYPY MPOMBIBOK
MO’KHO ToBbIaTh 10 55°C); 2) ycnous ruOpuau3auu cpeaHen crporoct B 6-kpatHoM SSC
npu npudbmsuTensHo 45°C ¢ MOCIenyIIUMHA OOHOW win Oojiee poMbiBKaMu B 0,2-KpaTHOM
SSC, 0,1% SDS npu 60°C; 3) ycnoBust ruOpuan3aliy BICOKOH cTporoct B 6-kpatHoM SSC
npu npudmmsuTensHo 45°C ¢ MOCIenyIUMHA OOHOW win Oojiee poMbiBKaMu B 0,2-KpaTHOM
SSC, 0,1% SDS mpu 65°C; u, npeanodYTuTensHo, 4) yCloBUS THOPUIU3ALUN OY€Hb BBICOKOH
CTpOrocTH npencrapisitoT codoit 0,5 M docdar narpus, 7% SDS mpu 65°C ¢ nocnenyrommumu
onunoit mimu Gonee mpombiBkamu B 0,2-kpatHoM SSC, 1% SDS npu 65°C. YcnoBusi o4eHb
BBICOKOM CTPOrOCTHU 4) SBISIOTCS NOAXOISALIMMHI YCIOBUSMH, U CIENYET UCIIONb30BATh UX, €CIU
HE YKa3aHO NHaye.

Cnenyer moHUMaTh, YTO MOJIEKYJIbL, MpPEICTaBJICHHbIE B HACTOSILEM OMHCAHUM, MOTYT
COZIEP>KaTh AOMOJHUTEIbHBIE KOHCEPBATUBHbBIE WM HECYIECTBEHHBIE 3aMEHbl AMUHOKHUCIIOT, HE
MMEIOIINe 3HAYUTEIBHOTO 3 (eKTa B OTHOIIEHHH MX (PYyHKIUH.

Tepmun "amuHOKHCIOTA" TpeaHAa3HAUYEH AJIS BKIIOYEHHS] BCEX MOJIEKYJ, MPHUPOAHBIX
WIA CUHTETUYECKHX, BKIIFOYAIOUINX (PYHKIMOHAIBHOCTh aMHUHA U (DYHKIIHOHAJIBHOCTD KUCJIOTHI,
KOTOpbl€ MOXKHO BKJIOYaThb B MOJUMEP MPHUPOAHBIX aMHUHOKHUCIOT. [IpuMepbl aMHHOKHCIOT
BKJIIOYAIOT TMPUPOAHBIE AMUHOKHCIIOTBL, HX aHAJOrH, IIPOU3BOAHBIE U POJCTBEHHBIE
COEAMHEHUs, AaHAJOTH AaMHUHOKHUCJIOT, HMEIIIUe BapuaHThl OOKOBBIX Iemel; U BCe
CTEPEOn30MepHhl JIFOOBIX M3 YKa3aHHBIX BbINIE COCAMHEHHWH. B pamkax m300peTeHHs] TEpMHUH
"aMUHOKHUCIOTA" BKIIFOUaeT ontuueckue D- mnu L-u3oMepsl 1 neNTHIOMUMETHKH.

"KoHcepBaTuBHas aMHUHOKHCJIOTHAas 3aMeHa"' sBJIsIeTCSd 3aMEHOH, IpU KOTOpOM
AMUHOKHUCJIOTHBI OCTaTOK 3aMEHSIOT AMHUHOKHCIOTHBIM OCTaTKOM, HMEIOIIUM CXOXYIO
OokoByIO 1ernb. B 3Toi 00nacTn M3BECTHBI CEMENCTBA AMMHOKHCIOTHBIX OCTaTKOB, UMEIOIIHE
cxokue OOKOBBIE LIEMU. JTH CEeMEHCTBa BKIIFOYAIOT AMHUHOKHCIIOTBI C OCHOBHBIMH OOKOBBIMH
HersiMA (HarpuMep, JIM3WH, apTUHUH, TUCTHIWH), KUCJIBIMH OOKOBBIMH LETISIMU (HampuMmep,
acIaparuHOBYIO KHUCIOTY, TNIyTAMHHOBYIO KHUCIIOTY), HE3apSKEHHBIMU TOJSIPHBIMH OOKOBBIMH
HersiMd  (HarmpuMep, TJIHMLOWH, acmaparvH, IIIyTaMUH, CEPUH, TPEOHHWH, THPO3WH, LUCTEHH),

HEeNOJISIPHBIMU OOKOBBIMH LETSIMU (HATIpUMep, ajlaHWH, BAJIUH, JIEWIUH, W30JICHLIUH, TPOJIUH,
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(dennnanaHuH, METHOHUH, TpUNTOo(daH), OeTa-pa3BeTBICHHBIMI OOKOBBIMU LIETSIMH (HApUMeEp,
TPEOHHH, BAJWH, U30JEHIUH) U apOMATHYECKUMH OOKOBBIMU LeTIsIMU (HAIpUMep, THPO3HH,
¢dennnananuy, TpunTodaH, TUCTUIHH).

B mHacrosimem ommcanuu TepmuHbl 'monumnentuxn’, "mentuxn" u "Oenok" (ecnmu OH
OJTHOLIETIOYEYHBIN) UCTIONB3YIOT B3aUMO3aMEHAEMO AJIsi 0003HAUEHUS MTOJMMEPOB aMHUHOKHUCIIOT
moOoii nmmHel [Tonumep MOXKET SIBJIATHCS JIMHEHHBIM I Pa3BETBJICHHBIM, MOXET COIEPIKATh
MOAM(UIIMPOBAHHbIE AMHHOKHCIOTBL, M OH MOJXET IIPepbIBATHCS HE-aMHHOKHCIOTAMH.
TepMuHBI TakKe BKJIOYAIOT AMHUHOKHCJIOTHBIN MOJHUMEp, TOABEPTHYTHIH MOIU(PUKALIUY;
Harmpumep, OOpPa3OBaHUIO IHUCYJIbGUAHONH CBS3HM, TDIIUKO3WIMPOBAHHUIO, JIMITUAMPOBAHUIO,
aleTHIMpoBaHuto, (ochopunupoBaHuo wuik JOO0H Apyroil MomuduKauM, TaKOH Kak
KOHBIOTAllMsI C KOMIIOHEHTOM-MeTKOH. Ilonunentua MOXKHO BBIIEIATH W3 TMPUPOIHBIX
UCTOYHUKOB, MOXKHO IOJIy4aTh PEKOMOMHAHTHBIMH CIOCOOAMH W3 3YKAPHUOTHYECKOTO HIIH
NPOKAPUOTUYECKOTO OPraHM3Ma-XO3sIMHA, WJIM OH MOXET SIBJIATBCS TMPOAYKTOM CIOCOOOB
CUHTE3a.

TepmuHbl "HykJienHOBasi KHCJOTA", "MOCIEAOBAaTEIbHOCTb HYKJIEMHOBOH KHCIOTHI",
"HYKJIEOTH/IHAsl TOCJEeNOBaTENbHOCTh! WM "MOJMHYKJIEOTHAHAs MOCIEN0BaTENbHOCTE" U
"MONMUHYKJIEOTH" HCHOJB3YIOT B3auMo3ameHsieMo. OHH OTHOCATCS K TIOJMMEpPHOH Qopme
HYKJICOTHZIOB JIFOOOH JUIMHBI, J€30KCUPUOOHYKJIEOTUAOB, WM PHOOHYKJIEOTHUAOB, WU HX
aHanoroB. [lONMMHYKIIEOTHZ MOXKET SIBISTHCS OJHOLIENIOYEUHBIM WM ABYXLENOYEYHbIM, H
OJTHOLIETIOYEYHBIN MOJMHYKJICOTHU MOXKET SIBJISTHCS KOAMPYIOIIEH LENbI0 MM HEKOAUPYIOIIeH
(anTHCMBICTIOBOH)  membro.  [lonMHYKIIEOTHA  MOXKET  COAep)kaTb  MOAM(HULMpPOBAHHbIE
HYKJICOTHIIbI, TaKHe€ Kak METWIMPOBAHHbIE HYKJIEOTHUABl M AaHAJOTM HYKJIEOTHIOB.
ITocnenoBaTenpbHOCTh HYKJIEOTHAOB MOIYT IMPEPbIBATb HEHYKJIEOTHIHbIE KOMIIOHEHTBL
TTonMHYKJIEOTHT MOJKHO JOMOJIHUTEIbHO MOAUGDUIIMPOBATh MOCHE MOJUMEPU3ALUH, HAIPUMED,
MOCPENCTBOM KOHBIOTALIUU C KOMIIOHEHTOM-MeTKOH. HykjieMHOBasi KHUCIOTa MOXKET SIBJIATHCS
PEeKOMOMHAHTHBIM  TOJIMHYKJIEOTUJOM WM  TMOJUHYKJIEOTHOOM reHomHoro,  kJIHK-,
NOJIyCUHTETHYECKOTO I CHHTETUYECKOTO MPOUCXOXKIEHHsI, He BCTPEYAIOIIUMCS B MPUPOAE
WU CBSI3aHHBIM C IPYTHM IMOJIMHYKJIEOTHIOM B HEMPUPOAHOH KOH(PUTYPALIHH.

B pamkax u3zoOpereHust TepMUH "BbIIEJEHHBINA" OTHOCUTCSI K MAaTEPUay, YIAJIEHHOMY U3
CBOETO MCXOIHOTO HJIM MPUPOIHOTrO OKPYKEHHUs (HAPUMEDP, MPUPOIHOTO OKPYIKEHHsI, €CITH OH
SBIIIETCST NPUPOAHBIM). Hampumep, mNpHPOOHBIA TMOJIMHYKJIECOTUA WM  TOJHUIENTHUL,
HAXOJSLIMIACS B KMBOM JKUBOTHOM, HE SIBJIIETCSI BBIIEICHHBIM, HO TOT K€ MOJIMHYKJICOTH/T WIIN
MOJIMIIETITH]I, OTACJICHHBIN YEJOBEKOM OT HEKOTOPBIX MJIM BCEX M3 COMYTCTBYIOLIMX MAaTEPHAJIOB
B TNPUPOAHON CHUCTEME, SIBIIICTCS BBIACJICHHBIM. Takue TOJUHYKIEOTHABl MOTYT SIBIISITHCS
YaCThIO BEKTOPA, W/WJIM TaKHe IMOJUHYKJIEOTHAbI HJIM IMOJUMENTHABl MOTYT SIBJISTHCS YaCTHEO
KOMITO3UIIH, HO BCE PABHO MOTYT OBITh BBIACIEHHBIMH B CHJIy TOTO, YTO TaKOW BEKTOP WIIH
KOMITO3UIIHS] HE SIBJIIFOTCS YaCThIO OKPYKEHHUsI, B KOTOPOM €ro 0OHapY KHBAIOT B PUPOJE.

B pamkax nzobperenus TepMuH "neueHne" HapyLIeHUs, HAlIpUMep, MUEJIOMbI, O3HAYaET,
YTO MHIMBUAYYM (HampuMep, 4elOBeK), UMEIOIINH HapylleHUe, HampuMep, MHUEIOMY, H/HUIH

CHUMIITOM HapyIIEHUs], HAIIPUMEP, MUEJIOMBI, B BADHAHTE OCYLIECTBIIEHHsI OyJeT CTpagaTh MeHee
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TSDKEJIBIM  CHUMIITOMOM  W/win OyAeT BbI3AOPAaBINBATH OBICTPEE, €CIU BBOIST MOJIEKYITY
aHTHTENa, YeM ecJii Obl MOJIEKYJIy aHTHTENa HUKOTJa He BBOAMIN. B BapuaHTe OCyIecTBiIeHus,
€CIIM JIeYaT MHEJIOMY, IPH OMOICUH KOCTHOTO Mo3ra nocie 3QpQeKTUBHOTO JIEYEHUSI MUEIOMBI
Oynyr oOOHapyXHBaTh MeEHbIIE KJIOHAJbHBIX IIa3MAaTUYECKUX KieTok. Hampumep, mnocne
BBEICHUSI MOJIEKYJIbl aHTUTENA, TPEACTABICHHON B HACTOALIEM OMUCAHUU, A 3PPEeKTUBHOTO
JICYCHUs] MHUEJIOMbI NPH TUArHOCTMYECKOM aHajiu3e OyAyT ONpenessTb MEHbIIE KIOHAJIbHBIX
IUIA3MATHYECKUX KJIETOK B OMoyormueckoM oOpasue or uHauBHAayyma. st MOHUTOpHHra
JeYeHHsT TALMEHTa WM JUId JOETeKUUH HaJIU4Yus, HAlpuMep, CHWKEHUs Hanuuusi (Wi
OTCYTCTBHsI), CUMIITOMAa MHEJIOMbI TOCJIE JICUEHHs] MUEJIOMbl Y WHAMBHIYyMa TaK)K€ MOKHO
UCTIONBb30BaTh JPYrU€ aHAJIW3bI, AaHaJM3bl MOYM WJIM aHAJIUW3bl KpOBU. B BapuaHTte
OCYIIECTBIIEHHSI TIPHU JICYCHHH MUEJIOMbI YPOBEHb P2-MukpornodynuHa (B2M) B CBIBOPOTKE HITH
Moue OyZeT CHIKaThCs rociie 3((EeKTUBHOrO JEUSHHsT MUENIOMBI. JleueHne MOXeT, HarpuMep,
YaCTUYHO WJIM TIOJIHOCTBIO, O0Jierdarh, yJy4IlaTh, OCNAONATh, MHTHOMPOBATH WM CHIKATH
TSKECTh, W/WJIM CHIKATh 4YacTOTYy, W, HEOOs3aTeNbHO, 3aMeMisATh NeOT ONHOro Wik Ooee
NPOSIBJICHUI MJIM CHMITTOMOB, NMPU3HAKOB /MM MPUYWH HAPYLISHUs, HAIIpUMep, MUEJIOMBL B
BApPUAHTE OCYILIECTBJICHHUs JICUEHHE SBJACTCS JIeYEHWEM WHAWBUAYYMA, Y KOTOPOrO He
HAaOJFOIAl0T HEKOTOPbIE MPU3HAKH HAPYLIEHUs, HAMPUMEpP, MUEJIOMBI, W/WIH UHAUBUAYYMA, Y
KOTOPOTrO HAOJIONAOT JHINb pPaHHUE MPU3HAKM HApYLIeHWs, Hampumep, Hedpomatuu. B
BapUaHTE OCYLIECTBIIEHHS JICYCHUE SIBJSIETCS JIeUEHUEM MHIUBHIYYMa, Y KOTOPOro HAOIOJAI0T
onuH wiu Oonee pPa3BUBIIMXCS INPH3HAKOB HApPYyIIEHHs, HAlpUMep, MHUENOMbL. B BapuaHTe
OCYILIECTBIICHHsI JIEUEHUE SIBJIIETCS JICUEHHEM HHIUBHIYyMa, y KOTOPOrO IUArHOCTHUPOBAIU
HapyLIeHHe, HaIIpUMEpP, MHEIIOMY.

B pamkax uzoOpereHuss TepMuH "mpoduiakTUKa' HApYIIEHHs, HATPUMEpP, MUEJIOMBI,
O3HA4aeT, YTO MeHee BEPOSITHO, YTO HWHAWUBUAYYM (Hampumep, 4YesloBek) OyneT HuMeThb
HapylLIeHNe, HallpuMep, MUEJIOMY, €CJIM UHAUBUAYYMY BBOJST MOJIEKYJy aHTHUTEJA.

PaznuyHble acmekThl KOMIIO3MLMHA U CIOCOOOB, TPEACTABJICHHBIX B HACTOSIIEM
onucaHny, Oojee MonpoOHO omucaHbl HIDKE. J{OMOJHUTENbHBIE ONMpEeAeIeHUs MPHUBEISHBI Ha
BCEM MPOTSKEHUH OMHCAHUSI.

CD138

CD138 sBnsieTcst OenkoM, KOTOpbIH y uesoBeka koaupyercs reHom SDC1. CD138 taxske
U3BECTEH KaK CHHAEKaH 1, mporeornmkaH cuHzaekaH 1, anturen CDI138, SYNDI1, SDC,
CHHJIEKaH- | WJIN CUHAEKaH.

CD138 sBnsiercss TpancMeMOpaHHbIM (THma I) renapaHcyb(paTHBIM MPOTEOTIMKAHOM U
YJIEHOM CHH/IEKAaHOBOT'O CEMEWCTBA MpPOTEOranKaHOB. CHHAEKAHBI OMOCPENYIOT CBSI3bIBAHUE
KJIETOK, TMepefady CHTHajla B KIETKe, M OPraHM3alWI0 IIMTOCKENeTd, W CHHIEKAHOBbIC
peuenTopsl HeoOXxomuMmbl sl uHTepHanu3anuu Oenka tat BUU-1. CD138 ¢yHkunonupyer B
Ka4eCTBE MHTETPAIbHOTO MEMOPAaHHOTO OeliKa M y4acTBYET B Mpoiudepann KIeToK, MUTPALUH
KJIETOK ¥ B3aWMOJEHCTBUSAX KIETKAa-MaTPUKC C TIOMOINBIO €ro peuentopa OenKoB
BHEKJIETOUHOrO MaTpukca. M3smenennas skcnpeccust CD138 onpeneneHa B HECKONBKUX Pa3HBIX

TUIAX OIMYXOJIEH.
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Kop CDI138 BkrO4aeT TpU OCHOBHBIX JOMEHa: 1) KOPOTKMH LHTOIUIa3MAaTUYECKHH
ZOMeH, 2) MPOXOASIIUI uepe3 mIa3MaTudeckyo MemOpany rugpogoOHbIii 1OMeH U 3) AJIUHHBIN
BHEKJIETOUHBIH JoMeH. PyHkuuu nomeHoB CDI138 ommcansl, Hanpumep, B Stepp et al. Adv
Wound Care (New Rochelle). 2015;4(4):235-249). IluromnazMaTuyecKue IOMEHBI MOTYT
nepenaBaTb CUTHAJbL, a TAaKXe CBS3bIBATBCS C SIKOPHBIMH MOJIEKYJaMH, BKJIIOYAas YJIEHOB
cemeiictBa PDZ. I'enapancynbdartabie nenu CD138 Taxke BHIIONHSIIOT BaXKHbIE OHMOJOTHYECKHE
¢yskumu. YV mnekonwrarommx  CDI138  gBnsercss  ryaBHBIM - remapaHCyJib(paTHBIM
nporeoriinkanoM (HSPG) Ha snuTennanbHBIX KJIETKaX € BBICOKUMH YPOBHSIMH SKCIPECCHH
(Fukiet al. J Clin Invest. 1997; 100(6):1611-1622). He sxenast ObITb CBSI3aHHBIMH KaKOW-JTHOO
teopueli, nonararoT, yto HSPG CD138 nmo3BossAOT NMPOTEOTrNIUKAHY CBSI3bIBATHCS C TeMapHH-
CBSI3BIBAIOINUMH y4yacTkamu psiga OenkoB ECM, (akTopoB pocTa, IIUTOKUHOB M APYTHX OEJIKOB
(Stepp et al. Adv Wound Care (New Rochelle). 2015;4(4):235-249).

Hanpumep, curHaiapHbli NOENTUH CONEPKUT OCTAaTKU 1-22; BHEKJIETOUHBIM JOMEH
COOEpPKHUT OCTaTKu 23-254; TpaHCMEMOpaHHBI JOMEH COHEepXKHUT ocTtaTku 255-275;
LUTOIJIA3MAaTUUECKUN TOMEH COAEPKUT OCTaTKu 276-310; Win MHTETPUH-CBA3BIBAKOIINUN JOMEH
(IBD) comepsxut ocratku 88-122 6enkxa CD138 yenoseka, Hanpumep, mroboi u3 SEQ ID NO: 1-
3 unm 450.

B Bapuanrte ocymectsieHuss Monekyja aHtutena nporus CD138, mpeacraBieHHas B
HACTOSIIIEM OMHCAHUH, MOXKET MOJYJIHPOBATh (Hanpumep, HHrHOupoBarth) cBsizbiBanne CD138 ¢
OHUM WM Oosiee OeKaMu, B3aUMOJEHCTBYIOIIUMH (HAaNpUMep, CBA3BIBAIOIIUMUCS MPSIMO WUJIH
KOCBEHHO) ¢ BHeKJIeTouHbIM ToMeHoM CD138. B BapuaHTe OCyIIeCTBIIEHUS] MOJIEKYJIa aHTUTENA
npotuB CD138, nmpencrasieHHass B HACTOSIIIEM OMHCAHHUU, MOXET MOIYJHPOBATh (Hampumep,
UHruOUpOBaTh) (YHKLMIO, ACCOLMMPOBAHHYIO C O€JIKOM, B3aUMOJEHCTBYIOIIMM (Hampumep,
CBSI3BIBAIOINMMCSI TIPSIMO HJIM KOCBEHHO) ¢ BHekJeTouHbIM nomeHom CD138. B BapuanTte
ocyuiecTBIeHHs B3aumoaencTyromuii ¢ CD138 Oenok CBs3bIBAECTCS ¢ BHEKIETOYHBIM TOMEHOM
CD138 Hampsimyto. B Bapuanre ocymectienusi BzaumopeicTeyromuii ¢ CD138 Oemnok
CBSI3BIBAETCS ¢ BHEKJIETOYHbIM ToMeHOM CD 138 yepes riukozamuHorinkanosyo (GAG) uens.

[Tpumeps! B3aumoneiicTyromux ¢ CD138 OenkoB u ux QyHKLIUI OMUCAHBI, HATPUMED, B
Stepp et al. Adv Wound Care (New Rochelle). 2015;4(4):235-249, conepkaHue KOTOPOTO
BKJIFOUEHO B HACTOSIIEE OMUCAHNE B KAUECTBE CCHUIKHU B ITOJIHOM OOBEME.

benku, ciocoOHbIE B3aUMOIEHCTBOBATh ¢ BHEKJIETOUHBIM goMeHOM CD138 mpsimo wmm
KOCBEHHO, BKJIFOYAIOT, B KAUECTBE HEOTPAHUYHMBAIOLIUX MTPUMEPOB, OEJIOK MaTpukca (Harmpumep,
namuHuH, QuOpoHekTHH, TpoMmOocmoHanH, koyareH, Guopur, HB-GAM, TteHacuuH,
BUTPOHEKTHH, (GUOPWIUIMH WM TPOIO3JACTHUH), mnpoready (Hampumep, MMP7, MMP9,
ADAMTS4, MTI1-PPT, snacrazy He#rpoduinos, karencuH G wuiam kapOoKcHUIienTHAasy),
pernentop (Hampumep, UHTETPHH, 03, 0Ps, O6Ps, 0P, 03P wmm aypP,), LUTOKMH WH HakTop
pocta (Hanpumep, mopdoreH (Hanpumep, aktuuH, BMP-2, BMP-4, xopnun, Sonic Hedgehog,
Frizzled-poncrBennbiii Oenok, mentux Sprouty, smo0oit m3 Wntl-Wntl3), aHTHaHrHOreHHbIH
¢dakrop (Hampumep, aHTUCTATHH WM SHAOCTATHH), (pakTop pocrta (Hampumep, ampuperysuH,
oerauemmonuy, HB-EGF, netiperynun, moboit u3 FGF1-FGF23, PDGF, GDNF, VEGF, HGF,
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TGFB1, TGFB2, TPA wiu PAI-1) wnn untokun (Hanpumep, [M-KC®, UJI-2, WJI-3, UJI-4, UJI-
5, WJI-7, NJI-12, uarepdepon, PHOa, CC-xemokun min CXC-xeMokHH), O€JIOK, CBSI3aHHBIN C
sHepreTuyeckuM OanaHcoM (Hampumep, ApoB, ApoE wnn jgunonporenHnunasy), KOMIIOHEHT
KOMIUIEMEHTa UM Oenok cBepThiBaHMA (Hampumep, antutpomOuH II, Tkanesoit ¢axrop (TF),
unruourop nyty, ¢akrop IX, ¢pakrop X, dakrop XI mwm ¢akrop XII) mwiu Genok obonoukn
BUpYyca miu napasuta (Harpumep, tat BUY-1, gp41 BUY-1, gp120 BUY-1, gB HSV, gC HSV,
gD HSV, 6enok o6onouku HHV-6 unu HHV-8 unn G-6enok RSV).

CD138, okcmpeccupyeMblii Ha TOBEPXHOCTH  KJIETKH, MOXET PpacCILIerUIAThCsS
cneunpuyeckumu npoteazamu, U mweaauHr CD138 oTeedaet 3a onocpenoBaHue NapakpUHHON U
aytokpuHHOU (pyHkuun. [Togseprayteiii menauary CD138 npencrasisier coOol pacTBOPHMBIHA
u cekperupyemblii s5kronomer (ECD) B kpoBu u matpukce. [logseprayteii menaunary CD138
SIBJIIETCS TTOKa3aTesieM HeOJIaronpusTHOrO MPOTHO3a y MALMEHTOB ¢ MHOKECTBEHHON MUEIOMOMN
U YCUJIEHHOTO MPOrPeCCUPOBAHMS OMYXOJM B MOJEISX MHUENOMBl Ha Mblmax. Kak mpasuino,
noaseprayThii wenauary CD138 He cunTaroT riaaBHOM npuuunHON MaHupecTannuu 3a00IeBaHusl.
Tpancnokaums CDI138 B sAapo KIETKH MOXKET KOppenupoBaTh ¢ Au(QepeHIHpOBKONH U
nposndepanueil HEKOTOPBIX OINYXOJEBBIX KJIETOK. B BapuaHTe OCYIIECTBJICHUS MOJIEKYJIbI
anturen npotus CDI138, mnpeacraBieHHble B HACTOALIEM ONUCAHUM, IPEUMYILIECTBEHHO
HaneneHbl Ha MeMOpanocssizanablii CD138 mo cpaBHeHuto ¢ pacrsopumbiv CD138.

CD138, kak mpaBmIo, OTCYTCTBYET Ha B-1uM@onurax u sKCrpeccupyercs mocje Hadana
muddepeHnnpoBkr  mazMarudeckux  kierok. CDI138  cunbHO  sKcmpeccupyercsi  Ha
3JIOKQYECTBEHHBIX IUIA3MAaTHUECKUX KJIETKax (MHeJIoMe) U OOYCIIOBIMBAET MPOTPECCHPOBAHNE
3a0oneBanus. CD138 BoBieueH B pasnuuHble Ononorndeckue GpyHkuun. Hanpumep, oH Moxer
CBSI3BIBATBCSl C BHEKJIETOUHBIMH Oeskamu, (hakTopaMu pocTa U XEMOKHUHAMH, CBSI3bIBAET U
akTHBHpYyeT MHTerpuH aVP3 u aVPS mpu kinacrepusanuu, peryaupyer OHOreHes 5K30COM; U
peryiupyer MUKPOOKpPYKEHHE KOCTHOIO MO3Tra, MOAAEPKHUBAIOLIEE POCT U METACTa3MpOBAHHE
muesioMbl. C MOMOIIBIO HampaBjieHHOTO Bo3aeiicTBus Ha CD138 MOKHO 0cnadnsaTh MHOKECTBO
CUTHAJIOB.

CD138 mnonBepraercss NOJOKUTENbHON pEryJsiUU IPH MHOKECTBEHHONW MHEIoMe
(Tassone et al. Blood. 104(12): 3688-3696). OH runep3KcnpeccUpOBaH Ha 3JIOKAYECTBEHHBIX
NIa3MaTUYeCKUX KieTkax. KjueTku MHOXXECTBEHHON MUENOMBI, KaK MPaBUJIO, SKCIIPECCUPYIOT B
50-200 pa3 Gonee Bbicokue ypoBam CDI138. Ypoeuu pacrBopumoro CDI138 (sCD138), kax
NPABUIIO, COCTABJIIOT OT MeHee 00 HI/MiI B HOpMasbHOW cbiBOpoTKe 10 200-1500 HI/mia B
CBIBOPOTKAX TAIMEHTOB C MHOXecTBeHHONW wmuenaomon. CD138 runepskcnpeccupoBaH y
npuO3uTeNbHO 80% MaMEHTOB C MHOKECTBEHHON MHEJTOMOM.

CD138 MOXHO HCHONB30BaThb B KayeCTBE IEPBUYHOIO JUArHOCTHUYECKOTO Mapkepa
MHO>KECTBEHHONW MuenoMel. lloBeieHHble ypoBHM monaseprayroro menauary CDI138 B
CBIBOPOTKE KOPPEIUPOBAIM C MOBBILIEHHON OINyXOJI€BOM HArPY3KOM W XYALIUMH HCXOIAMH.
CD138+ muenoMHbie KJIETKH AEMOHCTPUPYIOT OoJiee BBICOKYIO MPOM(epariio,  MalueHThl C
CD138+ mumenomoii uMeroT Oosee HH3KHE Mokasarenn ooOuiedl BbokuBaemoctH. CD138+

MHEJIOMHBIE KJIETKH aHOMAJIbHO 3KCIPECCUPYIOT aHrHoreHHsle (axrtopsl, Hanpumep, HGF, IL-
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15, ANG, APRIL, CTGF umn TGFA (Hose et al. Blood. 2009;114(1): 128-143). YpoBHu
skcrpeccun CD138 u ero BBICBOOOXKIEHHOTO BHEKJIETOYHOIO JOMEHA KOPPEIUPYIOT C
O3JIOKAUECTBJIEHUEM OIyXOJH, (EHOTHUIIOM M METacCTaTUYEeCKUM IIOTEHLHAJIOM B Cllydae
COJIMIHBIX Oomyxosed u remobOnacto3oB. Jxcnpeccus CD138 Bappupyercs B 3aBUCHMOCTH OT
TUINA 3JIOKAYECTBEHHOrO0 HOBOOOpasoBaHus, HO auddepeHumaIbHble NPOQUIN HKCHPECCUU
MeXJy HOPMAaJbHBIMU U 3JIOKAYECTBEHHBIMH KJIETKAMU B SIHUTEIHAIBHOM U CTPOMAJIBHOM
KOMIIAPTMEHTaX HaNpsMyK AacCOLMUPOBAHBI C arpeCCUBHOCTBIO OMyXOJied M KIMHUYECKUM
UCXOJIOM U BBKUBAEMOCTBIO MAIIMEHTA.

[Ipumepsl aMUHOKHUCIOTHBIX M HYKJIEOTHIHBIX nocienosarenbHocTell CD138 uenoseka
onucanbl, Hanpumep, B Mali et al. J Biol Chem. 1990; 265(12): 6884-6889; Lories et al. J Biol
Chem. 1992;267(2):1116-1122; u npexncraBneHs! Ha ¢ur. 1.

Hanee MIpesCTaBJIeHa aMUHOKUCJIOTHAs MOCJIEI0BATENbHOCTD npumepa
npenmecrsennuka CD138 yenoseka (SEQ ID NO: 1).
MRRAALWLWLCALALSLQPALPQIVATNLPPEDQDGSGDDSDNFSGSGAGALQDITLS
QQTPSTWKDTQLLTAIPTSPEPTGLEATAASTSTLPAGEGPKEGEAVVLPEVEPGLTARE
QEATPRPRETTQLPTTHQASTTTATTAQEPATSHPHRDMQPGHHETSTPAGPSQADLHTP
HTEDGGPSATERAAEDGASSQLPAAEGSGEQDFTFETSGENTAVVAVEPDRRNQSPVDQ
GATGASQGLLDRKEVLGGVIAGGLVGLIFAVCLVGFMLYRMKKKDEGSYSLEEPKQAN
GGAYQKPTKQEEFYA

Jlanee mpexacTaBieHAa AaMHHOKMCIOTHAs IIOCIENOBATENbHOCTh IpUMEpa BapHaHTa
npenmecrsenHuka CD138 yenoseka (Q136L) (SEQ ID NO: 2).

MRRAALWLWLCALALSLQPALPQIVATNLPPEDQDGSGDDSDNFSGSGAGALQ
DITLSQQTPSTWKDTQLLTAIPTSPEPTGLEATAASTSTLPAGEGPKEGEAVVLPEVEPGL
TAREQEATPRPRETTQLPTTHLASTTTATTAQEPATSHPHRDMQPGHHETSTPAGPSQAD
LHTPHTEDGGPSATERAAEDGASSQLPAAEGSGEQDFTFETSGENTAVVAVEPDRRNQS
PVDQGATGASQGLLDRKEVLGGVIAGGLVGLIFAVCLVGFMLYRMKKKDEGSYSLEEP
KQANGGAYQKPTKQEEFYA

Jlanee mpexncraBlieHa AaMHHOKHCIOTHAs IIOCIENOBAaTENIbHOCTh IpUMeEpa BapHaHTa
npenmectsenanka CD138 uenoseka (T76M) (SEQ ID NO: 3).

MRRAALWLWLCALALSLQPALPQIVATNLPPEDQDGSGDDSDNFSGSGAGALQ
DITLSQQTPSTWKDTQLLTAIPMSPEPTGLEATAASTSTLPAGEGPKEGEAVVLPEVEPGL
TAREQEATPRPRETTQLPTTHQASTTTATTAQEPATSHPHRDMQPGHHETSTPAGPSQA
DLHTPHTEDGGPSATERAAEDGASSQLPAAEGSGEQDFTFETSGENTAVVAVEPDRRNQ
SPVDQGATGASQGLLDRKEVLGGVIAGGLVGLIFAVCLVGFMLYRMKKKDEGSYSLEE
PKQANGGAYQKPTKQEEFYA

CurHanbHBIA MENTH BKJIOYAET aMHHOKHUCIOTHI 1-22 mroboi u3z SEQ ID NO: 1-3.
3penbiii menTu BKIIOYaeT aMHHOKHCIOTH 23-310 moboit u3 SEQ ID NO: 1-3. BHekneTouHbIi
JIOMEH BKJIIOYAeT aMHUHOKHCIOTHI 23-254 moboii u3 SEQ ID NO: 1-3. TpancmeMOpaHHBIN
JOMEH BKJIFOYaeT aMUHOKHUCIOTHI 255-275 moboit u3 SEQ ID NO: 1-3. [lurormasmaruueckuii

JIOMEH BKJIFOYAaeT aMUHOKHUCIOThI 276-310 mroboii uz SEQ ID NO: 1-3.
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Jlanee npeacTasieH NpuMep KOAUPYIOIEH HYKJIEOTHAHON mociaenoBaTenbHocT CD138
genoeka (SEQ ID NO: 4). Dta HykieoTugHash TOCJIENOBATEIBHOCTh  KOOUPYET
aMUHOKHCJIOTHYIO nocaeaosatenbHocTs SEQ ID NO: 1.

ATGAGGCGCGCGGCGCTCTGGCTCTGGCTGTGCGCGCTGGCGCTGAGCCTGC
AGCCGGCCCTGCCGCAAATTGTGGCTACTAATTTGCCCCCTGAAGATCAAGATGGCT
CTGGGGATGACTCTGACAACTTCTCCGGCTCAGGTGCAGGTGCTTTGCAAGATATCA
CCTTGTCACAGCAGACCCCCTCCACTTGGAAGGACACGCAGCTCCTGACGGCTATTC
CCACGTCTCCAGAACCCACCGGCCTGGAGGCTACAGCTGCCTCCACCTCCACCCTGC
CGGCTGGAGAGGGGCCCAAGGAGGGAGAGGCTGTAGTCCTGCCAGAAGTGGAGCC
TGGCCTCACCGCCCGGGAGCAGGAGGCCACCCCCCGACCCAGGGAGACCACACAGC
TCCCGACCACTCATCAGGCCTCAACGACCACAGCCACCACGGCCCAGGAGCCCGCC
ACCTCCCACCCCCACAGGGACATGCAGCCTGGCCACCATGAGACCTCAACCCCTGC
AGGACCCAGCCAAGCTGACCTTCACACTCCCCACACAGAGGATGGAGGTCCTTCTG
CCACCGAGAGGGCTGCTGAGGATGGAGCCTCCAGTCAGCTCCCAGCAGCAGAGGGC
TCTGGGGAGCAGGACTTCACCTTTGAAACCTCGGGGGAGAATACGGCTGTAGTGGC
CGTGGAGCCTGACCGCCGGAACCAGTCCCCAGTGGATCAGGGGGCCACGGGGGCCT
CACAGGGCCTCCTGGACAGGAAAGAGGTGCTGGGAGGGGTCATTGCCGGAGGCCTC
GTGGGGCTCATCTTTGCTGTGTGCCTGGTGGGTTTCATGCTGTACCGCATGAAGAAG
AAGGACGAAGGCAGCTACTCCTTGGAGGAGCCGAAACAAGCCAACGGCGGGGCCT
ACCAGAAGCCCACCAAACAGGAGGAATTCTATGCCTGA

Jlanee npeacTasieH APYrod NpuMep KOAUPYIOLIEH HYKJICOTHUIHON MOCIE€I0BATEIbHOCTH
CD138 yenoseka (SEQ ID NO: 5). Ota HykJeoTHAHAS MTOCIENOBATEIBHOCT TAK)KE KOIUPYET
aMUHOKHCJIOTHYIO nocaeaosatenbHocTs SEQ ID NO: 1.

ATGAGGCGCGCGGCGCTCTGGCTCTGGCTGTGCGCGCTGGCGCTGAGCCTGC
AGCCGGCCCTGCCGCAAATTGTGGCTACTAATTTGCCCCCTGAAGATCAAGATGGCT
CTGGGGATGACTCTGACAACTTCTCCGGCTCAGGTGCAGGTGCTTTGCAAGATATCA
CCTTGTCACAGCAGACCCCCTCCACTTGGAAGGACACGCAGCTCCTGACGGCTATTC
CCACGTCTCCAGAACCCACCGGCCTGGAGGCTACAGCTGCCTCCACCTCCACCCTGC
CGGCTGGAGAGGGGCCCAAGGAGGGAGAGGCTGTAGTCCTGCCAGAAGTGGAGCC
TGGCCTCACCGCCCGGGAGCAGGAGGCCACCCCCCGACCCAGGGAGACCACACAGC
TCCCGACCACTCATCAGGCCTCAACGACCACAGCCACCACGGCCCAGGAGCCCGLCC
ACCTCCCACCCCCACAGGGACATGCAGCCTGGCCACCATGAGACCTCAACCCCTGC
AGGACCCAGCCAAGCTGACCTTCACACTCCCCACACAGAGGATGGAGGTCCTTCTG
CCACCGAGAGGGCTGCTGAGGATGGAGCCTCCAGTCAGCTCCCAGCAGCAGAGGGC
TCTGGGGAGCAGGACTTCACCTTTGAAACCTCGGGGGAGAATACGGCTGTAGTGGC
CGTGGAGCCTGACCGCCGGAACCAGTCCCCAGTGGATCAGGGGGCCACGGGGGCCT
CACAGGGCCTCCTGGACAGGAAAGAGGTGCTGGGAGGGGTCATTGCCGGAGGCCTC
GTGGGGCTCATCTTTGCTGTGTGCCTGGTGGGTTTCATGCTGTACCGCATGAAGAAG
AAGGACGAAGGCAGCTACTCCTTGGAGGAGCCGAAACAAGCCAACGGCGGGGCCT
ACCAGAAGCCCACCAAACAGGAGGAATTCTATGCCTGA
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B pamkax nzobperenusi, ecnu Monekyna antutena npotus CD138 cessbiBaercs wiy, 1o
cylecTBy, cBsazbiBaeTcs ¢ CD138 uenoseka, OHa CBA3BIBAETCS UM, 11O CYLIECTBY, CBSA3BIBAETCS C
onnoit mimm Oonee uszopopmamu CD138 uenoeka. B BapmanTe OCYIIECTBICHHS MOJIEKYJa
AaHTUTEJA CBSI3bIBAETCS WJIM, MO CyLIecTBY, cBsizbiBaercss ¢ CDI138 uenoBeka, UMEKOIIUM
AMUHOKHUCJIOTHYKO IOCJI€AOBATEIbHOCTb, IPEACTABIEHHYI0O B HACTOSLIEM ONUCAHUU, WIU
KOAMPYEMYH0 HYKJIEOTUIHON MOCIEA0BATEIbHOCTBIO, NPEACTABICHHON B HACTOSIIIEM OIMUCAHUM.
B BapuaHTe OCyILIECTBIEHUsI MOJIEKYJIA AHTUTENA CBI3bIBAETCS WIH, IO CYIIECTBY, CBSA3BIBAETCS
¢ CD138 uenoBeka, conepskaliuM aMUHOKUCIOTHI 23-254 moboit nuz SEQ ID NO: 1-3.

IIpumepbl aMHUHOKHCIOTHBIX U HYKJIEOTUAHBIX MocienoBarenbHocTedt CD138 wmbimm
onucanbl, HarpuMmep, B Saunders et al. J Cell Biol. 1989; 108(4): 1547-1556; u Vihinen et al. J
Biol Chem. 1993; 268(23):17261-17269.

Hanee NIpEeACTaBJICHA AMHUHOKHCIJIOTHAs MOCJIEI0BATENbHOCTD npuMepa
npenmecrseHHuka CD 138 mpimm (SEQ ID NO: 6).

MRRAALWLWLCALALRLQPALPQIVAVNVPPEDQDGSGDDSDNESGSGTGALP
DTLSRQTPSTWKDVWLLTATPTAPEPTSSNTETAFTSVLPAGEKPEEGEPVLHVEAEPGF
TARDKEKEVTTRPRETVQLPITQRASTVRVTTAQAAVTSHPHGGMQPGLHETSAPTAPG
QPDHQPPRVEGGGTSVIKEVVEDGTANQLPAGEGSGEQDFTFETSGENTAVAAVEPGLR
NQPPVDEGATGASQSLLDRKEVLGGVIAGGLVGLIFAVCLVAFMLYRMKKKDEGSYSL
EEPKQANGGAYQKPTKQEEFYA

CurHanpHbIll nenTun BrIOUaeT aMUHOKUCIOTHL 1-22 SEQ ID NO: 6. 3pensiii nentung
BKIrOUaeT aMuHOKUCIOTHI 23-311 SEQ ID NO: 6. BHekneroyHbli AOMEH BKIIIOYAEeT
amuHOKUCOTH 23-255 SEQ ID NO: 6. TpancmMeMOpaHHBIH TOMEH BKJIOYAET aMHHOKHUCIIOTHI
256-276 SEQ ID NO: 4. I{uTormiasMaTU4eCKui JOMEH BKJIFOYaeT aMUHOKHUCIOThI 277-311 SEQ
ID NO: 6.

Jlanee mpezacrasiieH MpyUMep KOTUPYIOLIeH HyKJIeoTuaHoN nocaenosarenbHocT CD138
v (SEQ ID NO: 7).

ATGAGACGCGCGGCGCTCTGGCTCTGGCTCTGCGCGCTGGCGCTGCGCCTGC
AGCCTGCCCTCCCGCAAATTGTGGCTGTAAATGTTCCTCCTGAAGATCAGGATGGCT
CTGGGGATGACTCTGACAACTTCTCTGGCTCTGGCACAGGTGCTTTGCCAGATACTT
TGTCACGGCAGACACCTTCCACTTGGAAGGACGTGTGGCTGTTGACAGCCACGCCCA
CAGCTCCAGAGCCCACCAGCAGCAACACCGAGACTGCTTTTACCTCTGTCCTGCCAG
CCGGAGAGAAGCCCGAGGAGGGAGAGCCTGTGCTCCATGTAGAAGCAGAGCCTGG
CTTCACTGCTCGGGACAAGGAAAAGGAGGTCACCACCAGGCCCAGGGAGACCGTGC
AGCTCCCCATCACCCAACGGGCCTCAACAGTCAGAGTCACCACAGCCCAGGCAGCT
GTCACATCTCATCCGCACGGGGGCATGCAACCTGGCCTCCATGAGACCTCGGCTCCC
ACAGCACCTGGTCAACCTGACCATCAGCCTCCACGTGTGGAGGGTGGCGGCACTTCT
GTCATCAAAGAGGTTGTCGAGGATGGAACTGCCAATCAGCTTCCCGCAGGAGAGGG
CTCTGGAGAACAAGACTTCACCTTTGAAACATCTGGGGAGAACACAGCTGTGGCTG
CCGTAGAGCCCGGCCTGCGGAATCAGCCCCCGGTGGACGAAGGAGCCACAGGTGCT
TCTCAGAGCCTTTTGGACAGGAAGGAAGTGCTGGGAGGTGTCATTGCCGGAGGCCT
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AGTGGGCCTCATCTTTGCTGTGTGCCTGGTGGCTTTCATGCTGTACCGGATGAAGAA
GAAGGACGAAGGCAGCTACTCCTTGGAGGAGCCCAAACAAGCCAATGGCGGTGCCT
ACCAGAAACCCACCAAGCAGGAGGAGTTCTACGCCTGA

B pamkax n3zobperenusi, ecnu Monekyna antutena npotus CD138 cesasbiBaercs winy, mo
cylecTBy, cBssbiBaeTcsa ¢ CD138 mpiy, OHa CBA3BIBAETCS] WM, MO CYLIECTBY, CBA3BIBAETCS C
oxHoit niu 6onee nzodpopmamu CD138 mbimn. B BapuaHTe OCyIIecTBIeHNsT MOJIEKYJIa aHTUTENA
CBSI3bIBAETCS UJTH, 110 CYIIECTBY, cBsi3biBaeTcs ¢ CD138 yenoBeka, UMEIOIUM aMUHOKUCIOTHYIO
MOCJIEIOBATEIbHOCTD, MPENCTaBICHHYD B  HACTOSILEM ONHUCAHWUH, WIH KOAHPYEMYIO
HYKJIEOTHJTHOHN MOCJIE0BATENbHOCTHIO, MIPENCTABICHHON B HACTOSIIEM ONUCAaHUU. B BapuaHTe
OCYILECTBJIEHUS] MOJIEKYyJia aHTUTENa CBS3bIBAETCS WM, MO CyIlecTBY, cBsi3biBaercs ¢ CD138
MBILIH, coAepKamuM aMuHokucnoTs! 23-255 SEQ ID NO: 6.

dnuTon

Monekyna aHTuTena, MpencTaBieHHass B HACTOSIIEM OMMCAHUU, MOXET CBSI3bIBATBHCS C
snutonoMm Ha CDI138 (mampumep, CDI138 wuenoseka). Hampumep, smurom, CBsI3bIBaeMbIH
MOJIEKYJION aHTUTeNa, MPEACTAaBIEHHON B HACTOSLIEM ONMUCAHMM, MOKET BKJIOYATh OJHY WU
OoJiee TOUEeK KOHTAKTA 3THTOMNA, PEICTABICHHBIX B HACTOSIIEM ONHCAHHH.

He xenmast ObITb CBA3aHHBIMH KaKOH-JIMOO TEOpHEW, IONaraloT, 4YTO B BapHaHTE
OCYIIECTBIIEHHsI aHTUTENO, cBsizaHHOe ¢ IBD (Hanpumep, ocratkamu 88-122 moboii u3 SEQ ID
NO: 1-3 wmm 450) wim mro6oit obmacteio CD138, ornaneHHONH OT MeMOpaHbI, MOXET He ObITh
3¢ ¢dexkTUBHBIM B mepenade curHana A aktuBanuyd NK-KJ1eTok u/niam JOCTaBKe MOJIEKYJI, TAKUX
KakK nep(OprHbI W/WIIN TPAH3UMBIL, B ClIy4ae HUTOTOKCHYHOCTH.

B HexkoTOpbIX BapuaHTax OCYLIECTBJIEHUs MoJieKynbl anturen nporus CDI138,
IIPEJCTABJICHHbIE B HACTOSIILEM ONMMCAHUU, UMEIOT ONHO, [1BA WM BCE U3 CIEAYIOIIUX CBONCTB!
OINTHMAJIbHOE PACCTOSIHUE SIHUTONA OT MeMOpaHbl KJIETKH (HarmpuMmep, OH He HaXOAWUTCS Ha N-
xoHue ot IDB); nmoaxonsmas opuenranus Fc-obnactu nis kontakra ¢ CD16; win npaBUIIbHBINA
koHtakT ¢ CD138, nenarouuii Bosmoskuoit knactepusaunto CD16 na NK-knerkax (Hampumep,
st mpeonosieHus: 3¢ ¢dekra BBICOKOW CTENMeHH TJUKO3UINpOBaHUs Ha Mojekyinax CDI138,
KOTOPOE MOKET OrPaHHYUBATh JOCTYIMHOCTh NK-KeToK).

He xenmast ObITb CBS3aHHBIMH KaKOW-JMOO TEOpHWEW, IONaratoT, 4YTO B BapHAHTE
OCYIIECTBJIEHUs] H3MEHEHUE TIOJIOKEHHUs] SMUTOMNAa AaHTUTEeNa MOXKET H3MEHSITb HEKOTOphIe
3aTpoHyThle  3(dexTopHble MexaHu3Mbl. Hampumep, aHTHTENO3aBUCHMAs  KJIETOYHAsS
murorokcnyHoct  (ADCC) u  xommiemenT3aBucumass nurorokcuuHocte (CDC)  moryt
NPOUCXOOUTh MPEUMYIIECTBEHHO B CJIydae IMPOKCHMAJIBHOTO K MeMOpaHe »JIUTOona o
CPaBHEHHMIO C AMCTaNbHbIM K MemOpane smmronoMm (Cleary et al. J Immunol. 2017; 198(10):
3999-4011). B BapuwaHTe OCYLIECTBJIICHHS AHTUTENA, CO3NAHHBIC MJII YCTPAHEHUS KIIETOK-
MUIIEHEH C TOMOIIBI creunpudeckux 3(PQPEeKTOPHBIX MEXaHU3MOB, MOXHO BBIOHMpPATh
MOCPECTBOM M3MEHEHUsI IMOJIOKEHHs 3THUTONA aHTUTeNa (HampuMep, PacCTOSTHUS 3MUTONA OT
MeMOpPaHbI).

B BapmaHTe OCyIIECTBIEHHMS MEXaHH3M BOBJIEUEHHS MOKET BIHATh Ha CIIOCOOHOCTH

aHTuTena omnocpenosatb 3¢dexropubie ¢pyHkumu. Hampumep, yron cBs3bIBaHUSI aHTHTENA C
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BHEKJIETOUYHON NETJIEH OTHOCHTEIBHO IMOBEPXHOCTH MEMOpaHbl MOXKET OTIHYAThCs (HampuMep,
OHO MOXET OBITh MapajuIeNbHBIM WM MEPIEHAUKYISPHBIM MOBEPXHOCTH MEMOpPAHBI) MEXIY
AQHTUTEJIAMHU, CBSI3bIBAIOIIUMUCS C OJIMHAKOBBIMU MENTUIHBIMU SITUTONAMHU.

B Bapuante ocywectsieHus Mosiekysabl anturen npotus CDI138, mpencrasneHHbie B
HACTOSILIIEM ONKMCAHUH, CBSI3bIBAIOTCS C SMUTOINOM, UMEKOIIUM OAHO, 1BA UJIU BCE U3 CIEAYIOLINX
CBOHCTB: OH SIBJISIETCSI IPOKCUMAJIBHBIM K MEMOpaHe KJIETKH, He OTPaHHUYEH MM HE MEepPEeKpPBIT
uersiMd  rimko3amMuHOrIMKaHOB  (GAG) wWiM  NpeMMyLIeCTBEHHO  MPHUCYTCTBYEeT  Ha
meMmOpanocesizanHoM CD138. B BapuaHTe oCyuiecTBIeHHsI MOJIEKYJ bl auTuTeN npotus CD138,
NPEACTaBJICHHbIC B HACTOSIIEM OMUCAHUU, MOTYT CBSI3bIBATHCS C JKEJIaeMOi 00JaCThIO SMUTOMNA
U KOHTAaKTUPOBaTh B ONTHMAaJbHOM TIOJOXEHUH OTHOCHTEJIBHO MeMOpaHbl. B Bapuanre
OCYLIECTBJIEHUs SMIUTON SIBJIAETCS IMHEWHBIM SIIMTONOM. B BapuaHTe OCyleCTBIEHUS MOJIEKYIa
AHTHUTENIA CBS3bIBAETCSI C BHEKJIETOUHOM oOmacter0o CD138, oTmaneHHOH OTHOCHUTEIHLHO
TpaHncMeMOpaHHOHW oOnacTu. B BapuaHTe OCYLIECTBIEHHS STUTON SBJISIETCS HECMEKHBIM HIIH
KOH(OPMALIMOHHBIM 3TIUTOTIOM.

Ha ¢ur. 2 nokasanbsl mentuabl Uit HASHTU(PUKALMH JKeJIAeMbIX THUTOMOB ISl aHTUTEN
npotuB CD138. He xenast ObITh CBSI3aHHBIMH KaKOW-THOO TEOpHEH, MONAratoT, YTO B BapUAHTE
OCYLIECTBJIEHUsI MOJIeKyJibl aHTUTeN npotuB CD138, npeacraBiaeHHbIe B HACTOSIIIIEM ONMUCAHUH,
HaneneHsl Ha 00nacTh nentuaa Mexay ocratkamu Gly217-Glu251 CD138 yenoseka, Hanpumep,
Kak mokaszaHo Ha ¢ur. 1. OxunmaroT, 4ro 3Ta 001acTh OyZer MMeTh KOH(POPMALMIO JINHEHHOM
ciay4yaiiHoil crnupanu. B BapuanTte ocymecTBieHHs MoJiekyna aHturena npotuB CDI138
CBSA3BIBAETCS] MO MEHbLIEH Mepe ¢ OJHUM JIMHEHHBIM TETPAnenTUAOM B YKA3aHHOW BbILIE
obnactu. B BapuanTe ocyuiectBieHus Mosekyna aHtutena nporus CD138 cessbiBaercs ¢
KOMOMHAIMeH JIMHeWHBIX TeTPaNenTHAOB (HAmpuMmep, OBYMs, TPeMs, 4YeThIpbMsl MM OoJjee
CMEXHBIMHU TE€TPANENITHIAMHU) B YKa3aHHOH BbIIIE 00JIaCTH.

AMWHOKHCJIOTHBIE TIOCEN0BATEIbHOCTH YKa3aHHBIX BbBIIIE TNENTUAOB IIPUBCACHBI B

tabmuue 3.
Ta6auua 3. Ilentuas! s uaentudukanmm sauronoB CD138
IMenrun | Ob6nacte | AMHHOKHCIOTHAS TIOCIEN0BATEIbHOCTh SEQ ID| dnunHa
NO

Pepla 23-50 QIVATNLPPEDQDGSGDDSDNFSGSGAGALQ [8 39
DITLSQQT

Peplb 51-95 ALQDITLSQQTPSTWKDTQLLTAIPTSPEPTG [9 45
LEATAASTSTLPA

Pep2a 88-121 ASTSTLPAGEGPKEGEAVV.LPEVEPGLTARE |10 34
QEA

Pep2b 88-102 ASTSTLPAGEGPKEG 11 15

Pep3 111-150 | EPGLTAREQEATPRPRETTQLPTTHQASTTTA (12 40
TTAQEPAT
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Pepd 146-180 | QEPATSHPHRDMQPGHHETSTPAGPSQADLH |13 35
TPHT

Pep5-6 | 176-250 | HTPHTEDGGPSATERAAEDGASSQOLPAAEGS |14 75
GEQDFTFETSGENTAVVAVEPDRRNQSPVDQ
GATGASQGLLDRK

Pep5 176-214 | HTPHTEDGGPSATERAAEDGASSQLPAAEGS |15 39
GEQDFTFE

Pep6 | 210-250 | DFTFETSGENTAVVAVEPDRRNQSPVDQGAT |16 41
GASQGLLDRK

Pepba | 220-245 | TAVVAVEPDRRNQSPVDQGATGASQG 17 26

B Tabnmue 3 mepekphIBAOLINECS AMUHOKHCIOTBI CpPEAM TENTHAOB BbIIEICHBI
NONYXUPHBIM 1pudTOM; ocratku snurona BB4 mokasaHbl KypcHBOM, OCTAaTKH CEpUHA,
HeCyIlre [eTb MIMKO3aMHHOTIINKaHa (TernapaHcyibdara, XOHIPOUTHHCYIb(ATa), MOAYEPKHYTHI.
Tepmur "mentup" wu  obOo3HaueHue "Pep" B HACTOSALIEM OMNHCAHHUU  HCIIOJB3YIOT
B3anmMo3aMeHsieMo. IIpu 0003HaueHNH NEeNTHUAOB CTPOYHbIE OYKBBI M MPONHCHBIE OYKBBI
o0yamaroT OMHUM M TeM ke 3HaueHneM. Hampumep, tepmuubel "mentun 1A", "menrup 1a",
"Pepl A" u "Pepla" MOXHO HCIIONB30BATh AJisi 000O3HAYEHHST OJJHOTO U TOTO XK€ MENTHIA.

B HacTosileM onucaHuu NpenCcTaBIeHbl APYyTHe MPUMEPhI NENTUAOB, UCIOIb3YEMBbIX IS
UICHTU(DHUKALNY JKENAeMbIX 3MUTONOB Ays aHTUTen nporus CD138, nanpumep, Ha ¢ur. 13 u
22C.

B BapuanTe oOcCyuecTBIeHMs MOJEKyJa aHTUTeNla KOHTaKTUpyeT (Hampumep,
CBSI3BIBAETCS] WIIH, IO CYINECTBY, CBsi3bIBaeTCs) ¢ obnacteio CD138, cooTBercTByIOIIEl OMHOMY
win Oojiee menTuaamM, NpuBeAeHHbIM B Tabmuie 3 u Ha ¢ur. 13 umu 22C. B Bapuanre
OCYLIECTBJIEHUs NenTun siBiisieTcs Pep6. B BapuanTe ocyuecTsieHus nentun ssisercst Pepoa. B
BapUaHTE OCYILIECTBJIECHUs IenTup seisercs PepS5. B BapuaHTe OCyIIECTBICHHsS NENTUA
spisiercs Pep4. B BapuaHTe OCyLIECTBJIEHHMS MOJIEKYJa aHTUTeNa KOHTakTupyer ¢ Pep6 unu
Pep6a u He koHTakTupyeT ¢ Pep4. B BapuanTe OCYyIIECTBIECHMs MOJIEKYyJla AHTUTENA HE
KOHTakTupyer ¢ mobObiMu u3 Pepla, Peplb, Pep2a, Pep2b, Pep3, Pep4 unu PepS. B Bapuante
OCYLIECTBJIEHUs] MOJIEKYJIa aHTHUTeNa He KOHTakThpyeTr ¢ Pep2a. B BapuaHTe OCyIIECTBIICHHUS
MOJIEKYJIa aHTUTEJIa KOHTAKTUPYeET ¢ Pep2a, HO He CBA3BIBAETCSA C TE€M K€ 3MUTONOM, uTo U BB4.

B Bapuante ocyliecTBiIeHHsI MOJIEKyJla aHTUTena KOHTakTupyer ¢ Pep2a u Pep6. B
BAapUaHTE OCYILIECTBJIECHHs MOJIEKyJa aHTUTena KOHTaktupyer ¢ Pep2a u Pep2c. B Bapuanre
OCYIIECTBIIEHHsI MOJIEKyJla aHTHTeNa KOHTakTupyer ¢ Pep6b. B Bapmante ocymiectBieHus
MOJIeKyJla aHTuTena KoHTaktupyer ¢ Pep2a, Pep2c u Pep6b. B Bapmante ocymecTBieHHs
MOJIEKYJIa aHTUTEJIA HE KOHTAakTUpyeT ¢ Pepbe. B BapuaHTe OCyIIECTBICHNs] MOJIEKYJla aHTUTENA
KOHTakTupyer ¢ Pep6b u He koHTakTHpyeT ¢ Pepbe. B BapmaHTe OCyIeCTBIEHHS MOJEKyJa

aHTuTena KoHTakthupyer ¢ Pep2a um Pep2c u He koHTaktupyer ¢ Pep6be. B Bapuante
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OCYIIECTBIIEHHsI MOJIEKYJIa aHTHTEJIa KOHTaKTHpYeT ¢ Pep2a, Pep2c u Pep6b u He kOHTakTHpYET
¢ Pepoe.

B BapuaHTe ocylnecTBieHHs MOJieKyJa aHTuTena KOHTaktupyer ¢ Pep2a u Pep2d. B
BapUaHTE OCYIIECTBJIEHUs MOJIEKyJia aHTuUTena KOoHTaktupyer ¢ Pepob u Pep6f. B Bapuante
OCYILIECTBJICHHSI MOJIEKYJIa aHTUTeNIa KOHTakTupyeT ¢ Pep2a, Pep2d, Pep6b, u Pepof.

B BapuaHTe OCyIIECTBIEHHMs MOJEKyJa aHTUTENA CBSI3bIBAETCS WJIM, IO CYLIECTBY,
csspiBaercsi ¢ CD138 Bo BHekieTOYHOH 00JacTH, NMPOKCUMAIBHOH K TpaHCMEMOpaHHOMY
nomeny CD138. B Bapuante ocyiiectBieHus: C-KOHEL BHEKJIETOUHOM 00JIACTH, MPOKCUMATbHOMN
K TpaHCMEMOpPaHHOMY JOMEHY, pacroyioxkeH B mpenenax 70, 65, 60, 55, 50, 45, 40, 35, 30, 25,
20, 15, 10 wnu S5 aMUHOKHUCJIOT OT N-KOHLIA TpaHCMeMOpaHHOro aoMeHa. B BapuaHTe
ocymecTBlieHHst N-KOHEI] BHEKJIETOYHOH OONaCTH, MPOKCHMAJbHOH K TpaHCMEMOpaHHOMY
NOMEHY, pacnosioxkeH B mpenenax 75, 70, 65, 60, 55, 50, 45, 40, 35, 30, 25, 20, 15, 10 umu 5
AMHHOKHUCIIOT OT N-KOHIIAa TPAHCMEMOPAHHOT'O TOMEHA.

B BapuaHTe OCyIIECTBICHHUS MOJIEKYJia aHTHUTENA CBsi3bIBaeTCs ¢ snurornom Ha CD138,
coIepsKalIuM deThipe uiu Oojiee (Hampumep, 5, 6, 7, 8,9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35,
40, 45, 50, 55, 60, 65, 70, 75 wnu Gojee) MOCIEAOBATENBHBIX AMUHOKUCIOTHBIX OCTaTKa BO
BHEKJIETOUHON 00JIaCTH, MPOKCUMAIIBHON K TPAHCMEMOPAHHOMY JIOMEHY.

B BapuaHTe OCyIlecTBICHHUS MOJEKYJia aHTHTeNa CBsi3bIBaeTCs ¢ snutonom Ha CDI138,
COIepKaLIUM TISIThb WM Oojiee  MOCHEeNOBATENIbHbIX AMHHOKUCIOTHBIX  OCTATKOB  BO
BHEKJIETOUYHOW OONacTH, NPOKCUMAIbHOH K TpaHCMEMOpaHHOMY JIOMeHy. B BapuaHTe
OCYLIECTBJIEHUS] MOJIEKYJIa aHTUTENA CBsI3bIBaeTcsl ¢ anuronoM Ha CD138, copepskaiium mectb
win Ooree TNOCIeNOBaTENbHBIX AMHWHOKHCIOTHBIX OCTaTKOB BO BHEKJIETOYHOH oOjacTy,
NPOKCUMANIBHOM K TpaHCMeMOpaHHOMY JOMeHy. B BapuaHTe OCyIIECTBIEHHS MOJEKyJa
aHTuTeNna CBsi3biBaercss ¢ oanuronom Ha CDI138, comepkamum  cemb wiu - Oonee
HIOCJIEIOBATENIbHBIX AMHHOKHUCIIOTHBIX OCTaTKOB BO BHEKJIETOUHOI 00JIACTH, MPOKCHMAIBHON K
TpaHCMeMOpPaHHOMY JOMeHY. B BapuaHTe OCYIIECTBJIEHUS MOJIEKYJa aHTUTENA CBSI3bIBACTCS C
srnutonioM Ha CD138, conmepskamum BoceMb WK OoJiee MOC/IENOBATEbHBIX aMHUHOKHUCJIOTHBIX
OCTaTKOB BO BHEKJIETOYHOW 00JaCTH, MPOKCUMAJBHOW K TpPaHCMEMOpaHHOMY AOMeHy. B
BapUAHTE OCYLIECTBJIEHUS MOJIeKyja aHTUTeNa CBs3biBaeTcss ¢ snuronioMm Ha CDI38,
COAEpKALIUM AEBSITh WM OOJiee IOCHIEeNOBATEIbHBIX AMHHOKHUCIOTHBIX OCTaTKOB  BO
BHEKJIETOUYHOW OONACTH, MPOKCUMAJIbHOW K TpPaHCMEMOpaHHOMY IOMEHy. B BapuaHTe
OCYILIECTBJIEHUSI MOJIEKYJIa aHTUTeNA CBsi3biBaeTcs ¢ snutonoMm Ha CD138, comepskamum necsartsb
win Oonee TOCIeNOBaTENbHBIX AMHWHOKHCIOTHBIX OCTaTKOB BO BHEKJIETOYHOH oOjacTwy,
NPOKCHUMAJIbHOH K TpaHCMEeMOpaHHOMY IOMEHy. B BapHaHTe OCYIIECTBJICHHS MOJIEKyJia
aHTUTeNa CBsi3biBaeTcsi ¢ smmronoM Ha CDI138, comep:kamum OnWHHAANATH WK Oojee
MOCJIEIOBATENbHBIX AMHHOKHCIIOTHBIX OCTATKOB BO BHEKJIETOYHOH OOJACTH, MPOKCUMAJIBHOH K
TpaHCMeMOpPaHHOMY AOMeHY. B BapuaHTe OCyIIECTBJIEHUS] MOJIEKYJIa aHTUTENA CBSI3BIBAETCS C
srutorioM Ha CDI138, comepkammM  ABeHaAnath Wik 0ojiee  MOCIIENOBATEbHBIX
AMHHOKHUCJIOTHBIX OCTaTKOB BO BHEKJIETOYHOH 00JIACTH, MPOKCHMAJIBHON K TpPAaHCMEMOpPaHHOMY

JIOMEHY.
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B  BapmaHTe  OCymecTBIEHHs ~ BHEKJIETOYHas  OOJacTh, TNPOKCHMAjibHas K
TPaHCMEMOPAHHOMY JOMEHY, COOTBETCTBYET (HAIpUMeEp, CONEPKUT MM cOCTOUT u3) Pep6. B
BapUAHTE OCYINECTBIEHUS] BHEKJIETOYHAs O0JacTh, NPOKCHUMAJbHAs K TPaHCMEMOpPaHHOMY
JOMEHY, COOTBETCTBYET (HampHuMep, CONEp>KUT Wiu cocTouT u3) Pepba, 6b, 6e w/umm 6f B
BapUAHTE OCYLIECTBJIICHUs] BHEKJIETOUHAst 00JacTh, NPOKCUMAabHAS K TpPaHCMEMOpaHHOMY
JIOMEHY, COOTBETCTBYET (HaIpuMep, COIEPIKUT MM COCTOUT u3) PepS.

B BapmaHTe OCYIIECTBJICHHUsS] MOJIEKYJAa aHTHTENA KOHTAKTUPYET C YeThIPbMsI Wil OoJiee
(Hampumep, 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, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40 wnu 41) nocnenoBaTeIbHbIMA AMHUHOKHUCIOTHBIMH
ocratkamu B Pep6. B BapuaHTe OCyIIEeCTBIICHUSI MOJIEKYJIA AHTUTENIA KOHTAKTUPYET C YEThIPbMSI
wiu 6onee (Hanpumep, S, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25
win 26) mocienoBaTeIbHBIMA AMHHOKHCIIOTHBIMH OCTaTKaMu B Pepo6a.

B BapuaHTe OCyIIeCTBICHHS MOJEKyJa aHTUTEJIa KOHTAKTUPYET C OOHMM WM Oolee
(mampumep, 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, 30, 31, 32, 33, 34, 35, 36, 37 win 38) U3 clenyrUX NENTHIOB (HAMPUMEp, W3
Pep6a): DFTF (SEQ ID NO: 18); FTFE (SEQ ID NO: 19); TFET (SEQ ID NO: 20); FETS (SEQ
ID NO: 21); ETSG (SEQ ID NO: 22); TSGE (SEQ ID NO: 23); SGEN (SEQ ID NO: 24); GENT
(SEQ ID NO: 25); ENTA (SEQ ID NO: 26); NTAV (SEQ ID NO: 27); TAVV (SEQ ID NO: 28);
AVVA (SEQ ID NO: 29); VVAV (SEQ ID NO: 30); VAVE (SEQ ID NO: 31); AVEP (SEQ ID
NO: 32); VEPD (SEQ ID NO: 33); EPDR (SEQ ID NO: 34); PDRR (SEQ ID NO: 35); DRRN
(SEQ ID NO: 36); RRNQ (SEQ ID NO: 37); RNQS (SEQ ID NO: 38); NQSP (SEQ ID NO: 39),
QSPV (SEQ ID NO: 40); SPVD (SEQ ID NO: 41); PVDQ (SEQ ID NO: 42); VDQG (SEQ ID
NO: 43); DQGA (SEQ ID NO: 44); QGAT (SEQ ID NO: 45); GATG (SEQ ID NO: 46); ATGA
(SEQ ID NO: 47); TGAS (SEQ ID NO: 48); GASQ (SEQ ID NO: 49); ASQG (SEQ ID NO: 50);
SQGL (SEQ ID NO: 51); QGLL (SEQ ID NO: 52); GLLD (SEQ ID NO: 53); LLDR (SEQ ID
NO: 54) unu LDRK (SEQ ID NO: 55).

B BapuaHTe OCyIIECTBIEHHs MOJIEKyJIa aHTUTENAa KOHTAKTHPYET C TSIThIO WM Ooee
10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29,

30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40 unu 41) nocnaenoBaTeIbHBIMH aMHUHOKHUCJIOTHBIMHU

(Hampumep, 6, 7, 8, 9,
ocraTtkamu B Pepb6a.
B BapuaHTe OCyIIecTBIEHHS MOJIEKyJa AHTHUTENla KOHTAKTHPYeT C OOHUM WM OoJjiee
(mampumep, 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, 30, 31, 32, 33, 34, 35, 36 wm 37) u3 cneayroumx nentuaos (Hanpumep, u3 Pep6a):
DFTFE (SEQ ID NO: 56); FTFET (SEQ ID NO: 57); TFETS (SEQ ID NO: 58); FETSG (SEQ
ID NO: 59); ETSGE (SEQ ID NO: 60); TSGEN (SEQ ID NO: 61); SGENT (SEQ ID NO: 62);
GENTA (SEQ ID NO: 63); ENTAV (SEQ ID NO: 64); NTAVV (SEQ ID NO: 65); TAVVA (SEQ
ID NO: 66); AVVAV (SEQ ID NO: 67); VVAVE (SEQ ID NO: 68); VAVEP (SEQ ID NO: 69);
AVEPD (SEQ ID NO: 70); VEPDR (SEQ ID NO: 71); EPDRR (SEQ ID NO: 72); PDRRN
(SEQ ID NO: 73); DRRNQ (SEQ ID NO: 74); RRNQS (SEQ ID NO: 75); RNQSP (SEQ ID
NO: 76); NQSPV (SEQ ID NO: 77); QSPVD (SEQ ID NO: 78); SPVDQ (SEQ ID NO: 79);
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PVDQG (SEQ ID NO: 80); VDQGA (SEQ ID NO: 81); DQGAT (SEQ ID NO: 82); QGATG
(SEQ ID NO: 83); GATGA (SEQ ID NO: 84); ATGAS (SEQ ID NO: 85); TGASQ (SEQ ID NO:
86); GASQG (SEQ ID NO: 87); ASQGL (SEQ ID NO: 88); SQGLL (SEQ ID NO: 89); QGLLD
(SEQ ID NO: 90); GLLDR (SEQ ID NO: 91) unu LLDRK (SEQ ID NO: 92).

B BapuaHTe OCYyIIECTBJIEHHS] MOJIEKYJia aHTUTENIAa KOHTAKTHPYET C IIECThIO WM Ooee
(marmmpumep, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29,
30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40 uim 41) nocnenoBaTeIbHBIMH AMHUHOKUCIOTHBIMH
ocratkamu B Pepb6a.

B BapuaHTe OCyIIeCTBJIEHHS MOJIEKyjia aHTHTeJa KOHTAaKTUPYET C OOHMM Wi Oolee
,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, 30, 31, 32, 33, 34, 35 unu 36) u3 cienyrmux nentuaoB (Hanpumep, u3 Pepba):
DFTFET (SEQ ID NO: 93); FTFETS (SEQ ID NO: 94); TFETSG (SEQ ID NO: 95); FETSGE
(SEQ ID NO: 96); ETSGEN (SEQ ID NO: 97); TSGENT (SEQ ID NO: 98); SGENTA (SEQ ID
NO: 99); GENTAV (SEQ ID NO: 100); ENTAVYV (SEQ ID NO: 101); NTAVVA (SEQ ID NO:
102); TAVVAYV (SEQ ID NO: 103); AVVAVE (SEQ ID NO: 104); VVAVEP (SEQ ID NO:
105); VAVEPD (SEQ ID NO: 106); AVEPDR (SEQ ID NO: 107); VEPDRR (SEQ ID NO:

(Harmpumep, 2

108); EPDRRN (SEQ ID NO:
111); RRNQSP (SEQ ID NO:
114); QSPVDQ (SEQ ID NO:
117); VDQGAT (SEQ ID NO:
120); GATGAS (SEQ ID NO:

109); PDRRNQ (SEQ ID NO:
112); RNQSPV (SEQ ID NO:

115); SPVDQG (SEQ ID NO:
118); DQGATG (SEQ ID NO
121); ATGASQ (SEQ ID NO

110); DRRNQS (SEQ ID NO:
113); NQSPVD (SEQ ID NO:
116); PVDQGA (SEQ ID NO:
119); QGATGA (SEQ ID NO:
122); TGASQG (SEQ ID NO:

123); GASQGL (SEQ ID NO: 124); ASQGLL (SEQ ID NO: 125); SQGLLD (SEQ ID NO:
126); QGLLDR (SEQ ID NO: 127) wnu GLLDRK (SEQ ID NO: 128).

B BapuaHTe OCyIIECTBJIEHUsI MOJIEKYJia AaHTUTENA KOHTAKTUPYET C YEeThIPbMs UK OoJiee
(mammpumep, S, 6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28,
29, 30, 31, 32, 33, 34, 35 unu 36) nocienoBaTeIbHBIMH AMHUHOKHUCIOTHBIME OCTaTKamu B PepS.

B BapuaHTe OCyIIeCTBJIEHHS MOJIEKyjia aHTHTeJa KOHTAaKTUPYEeT C OOHMM Wi Oolee
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, 30, 31, 32, 33, 34, 35, unu 36) u3 cleAyImux nentuaos (Hampumep, u3 PepS):
HTPH (SEQ ID NO: 129), TPHT (SEQ ID NO: 130), PHTE (SEQ ID NO: 131), HTED (SEQ
ID NO: 132), TEDG (SEQ ID NO: 133), EDGG (SEQ ID NO: 134), DGGP (SEQ ID NO: 135),
GGPS (SEQ ID NO: 136), GPSA (SEQ ID NO: 137), PSAT (SEQ ID NO: 138), SATE (SEQ ID
NO: 139), ATER (SEQ ID NO: 140), TERA (SEQ ID NO: 141), ERAA (SEQ ID NO: 142),
RAAE (SEQ ID NO: 143), AAED (SEQ ID NO: 144), AEDG (SEQ ID NO: 145), EDGA (SEQ
ID NO: 146), DGAS (SEQ ID NO: 147), GASS (SEQ ID NO: 148), ASSQ (SEQ ID NO: 149),
SSQL (SEQ ID NO: 150), SQLP (SEQ ID NO: 151), QLPA (SEQ ID NO: 152), LPAA (SEQ ID
NO: 153), PAAE (SEQ ID NO: 154), AAEG (SEQ ID NO: 155), AEGS (SEQ ID NO: 156),
EGSG (SEQ ID NO: 157), GSGE (SEQ ID NO: 158), SGEQ (SEQ ID NO: 159), GEQD (SEQ
ID NO: 160), EQDF (SEQ ID NO: 161), QDFT (SEQ ID NO: 162), DFTF (SEQ ID NO: 18)
w FTFE (SEQ ID NO: 19).

(Hammpumep,
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B BapumaHTe OCyIIEeCTBIEHUS MOJIEKyJa AHTUTENa KOHTAKTHPYeT C MSAThIO Wi Ooee
(mampumep, 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, 30, 31, 32, 33, 34 unu 35) nocyienoBaTeIbHBIMU AMIHOKHCIIOTHBIMU OCTaTKamu B PepS.

B BapumaHTe OCyImIecTBIEHHS MOJIEKyJia aHTHTEJIa KOHTAaKTUPYeT C OOHHM Wi Oonee
(mampumep, 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, 30, 31, 32, 33, 34, unu 35) u3 cnenyroimux nentuaos (Hanpumep, u3 PepS): HTPHT
(SEQ ID NO: 163), TPHTE (SEQ ID NO: 164), PHTED (SEQ ID NO: 165), HTEDG (SEQ ID
NO: 166), TEDGG (SEQ ID NO: 167), EDGGP (SEQ ID NO: 168), DGGPS (SEQ ID NO:
169), GGPSA (SEQ ID NO: 170), GPSAT (SEQ ID NO: 171), PSATE (SEQ ID NO: 172),
SATER (SEQ ID NO: 173), ATERA (SEQ ID NO: 174), TERAA (SEQ ID NO: 175), ERAAE
(SEQ ID NO: 176), RAAED (SEQ ID NO: 177), AAEDG (SEQ ID NO: 178), AEDGA (SEQ ID
NO: 179), EDGAS (SEQ ID NO: 180), DGASS (SEQ ID NO: 181), GASSQ (SEQ ID NO: 182),
ASSQL (SEQ ID NO: 183), SSQLP (SEQ ID NO: 184), SQLPA (SEQ ID NO: 185), QLPAA
(SEQ ID NO: 186), LPAAE (SEQ ID NO: 187), PAAEG (SEQ ID NO: 188), AAEGS (SEQ ID
NO: 189), AEGSG (SEQ ID NO: 190), EGSGE (SEQ ID NO: 191), GSGEQ (SEQ ID NO: 192),
SGEQD (SEQ ID NO: 193), GEQDF (SEQ ID NO: 194), EQDFT (SEQ ID NO: 195), QDFTF
(SEQ ID NO: 196) wnu DFTFE (SEQ ID NO: 56).

B BapuaHTe OCyIIECTBJICHUS MOJIEKYJia aHTUTENIa KOHTAKTHPYeT C IIECThIO i Ooee
(mampumep, 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, 30, 31, 32, 33 wu 34) nocienoBareIbHBIMA AMUHOKUCJIOTHBIMU OCTaTKaMu B PepS.

B BapmaHTe OCyIIecTBIEHHS MOJIEKyJa aHTHUTEJa KOHTAaKTUPYeT C OOHHM Wi Ooee
(mampumep, 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, 30, 31, 32, 33 unu 34) u3 caenyromux nentunos (Hanpumep, uz PepS): HTPHTE
(SEQ ID NO: 197), TPHTED (SEQ ID NO: 198), PHTEDG (SEQ ID NO: 199), HTEDGG
(SEQ ID NO: 200), TEDGGP (SEQ ID NO: 201), EDGGPS (SEQ ID NO: 202), DGGPSA
(SEQ ID NO: 203), GGPSAT (SEQ ID NO: 204), GPSATE (SEQ ID NO: 205), PSATER (SEQ
ID NO: 206), SATERA (SEQ ID NO: 207), ATERAA (SEQ ID NO: 208), TERAAE (SEQ ID
NO: 209), ERAAED (SEQ ID NO: 210), RAAEDG (SEQ ID NO: 211), AAEDGA (SEQ ID
NO: 212), AEDGAS (SEQ ID NO: 213), EDGASS (SEQ ID NO: 214), DGASSQ (SEQ ID NO:
215), GASSQL (SEQ ID NO: 216), ASSQLP (SEQ ID NO: 217), SSQLPA (SEQ ID NO: 218),
SQLPAA (SEQ ID NO: 219), QLPAAE (SEQ ID NO: 220), LPAAEG (SEQ ID NO: 221),
PAAEGS (SEQ ID NO: 222), AAEGSG (SEQ ID NO: 223), AEGSGE (SEQ ID NO: 224),
EGSGEQ (SEQ ID NO: 225), GSGEQD (SEQ ID NO: 226), SGEQDF (SEQ ID NO: 227),
GEQDFT (SEQ ID NO: 228), EQDFTF (SEQ ID NO: 229) unu QDFTFE (SEQ ID NO: 230).

B BapuaHTe OCYyIIECTBICHHUS MOJIEKYJia aHTUTENIA HE CBSI3bIBACTCS WJIU CBSI3BIBAETCS C
HU3KOH adduHHOCTBIO ¢ BHeKJeTouHOH oOmacteto CD138, oTnmaneHHONH MO OTHOLICHHIO K
TpaHCMEMOpaHHOMY JAOMEHY. B BapuaHTe OCYyIEeCTBICHHS MOJIEKYJIa aHTHTEJA HE CBSI3bIBACTCS
¢ srmroniom Ha CD138, conepkamum yersipe unu 6osee (Hanpumep, S, 6, 7, 8, 9, 10, 11, 12, 13,
14, 15, 20, 25, 30, 35 wiu Ooyee) TMOCIENOBATEIbHBIX AMHHOKUCIOTHBIX OCTaTKa BO

BHEKJIETOYHOW OOJIaCTH, OTHAJIEHHOW II0 OTHOIIEHUID K TpaHCMeMOpaHHOMYy JaoMeHy. B
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BapuaHTe ocymecTBieHus1 C-KOHEI| BHEKJIETOYHOH 00JIacTH, OTAAJIEHHOH IO OTHOIIEHUIO K
TPaHCMEMOPaHHOMY JOMEHY, PAacCIOJIOKeH Ha PacCTOsiHUM 1o Menbinedr mepe 100, 110, 120,
130, 140, 150, 160, 170, 180, 190 umu 200 amMuHOKHCIOT OT N-KOHIIa TPAaHCMEMOPAHHOTO
noMeHa. B BapuaHTe OCyLIeCTBIIEHMs BHEKJIETOYHAs OOJNacTb, OTHAJEHHAs MO OTHOIIEHUIO K
TpaHCMeMOpaHHOMY IOMeHy, cooTBeTcTBYeT Pepla, Peplb, Pep2a, Pep2b, Pep2c, Pep2d, Pep3,
Pep4 mnm nx xomOuHaumu. B BapuanTe OCYLIECTBIEHHSI MOJIEKYJa aHTUTEIA HE CBSI3bIBAETCS
WJIN CBSI3BIBAETCS C HU3KOH aGUHHOCTBIO C MHTErpHH-CBs3bBatroInM nomeHoM (IBD) CD138.
B BapuaHTe OCyLIECTBIEHHUsI MOJIEKYJIa AaHTUTENA HE CBSI3bIBAECTCS WJIM CBSI3bIBAETCS C HU3KOMU
ap(UHHOCTBIO ¢ 00JIACThIO, SIBJISIFOIIENCsS N-KOHIEBOM 1Mo oTHomeHHio kK IBD CD138.

B BapuaHTe OCyLIECTBIEHHUs MOJEKyJa AHTUTENA CBS3bIBAETCA WIIH, IO CYLIECTBY,
CBSI3bIBAETCS C BHeEKJeTOouHOH obOmacteio CD138, oTmajgeHHOW IO OTHOIIEHHIO K
TpaHcMeMOpaHHOMY noMeHy. B BapuanTe ocymectBieHuss C-KOHel BHEKJIETOYHOH o0nacTy,
OTHAJIEHHOH 1O OTHOLICHHIO K TPAHCMEMOpPAaHHOMY IOMEHY, PACIHOJOXKEH Ha PACCTOSIHHU IO
Menbluer mepe 100, 110, 120, 130, 140, 150, 160, 170, 180, 190 unu 200 amuHOKuCIOT OT N-
KOHIIA TPAaHCMEMOpPAaHHOrO JOMEHa. B BapWaHTe OCYIUECTBICHHS BHEKJIETOYHAs OOJACTb,
OTHAJIEHHAs] 10 OTHOIIEHHIO K TPaHCMEMOpaHHOMY IOMEHy, coorBercTByer Pepla, Peplb,
Pep2a, Pep2b, Pep2c, Pep2d, Pep3, Pep4 mnm ux komOwHauuu. B BapwaHTe OCYLIECTBIICHUS
MOJIEKYJla aHTUTEJA CBSI3bIBAETCS] WU, MO CYLIECTBY, CBSI3bIBAETCSI C MHTETPUH-CBSA3bIBAIOLINM
nomeHoM (IBD) CD138. B BapuanTe OCYIIECTBIEHUS MOJIEKYJIA AHTUTENA CBSA3BIBAETCS MIIH, 110
CYLIECTBY, CBSI3BIBAETCS C OOJIACTBIO, sIBJIsTIOIIElicss N-koHIeBol o otHomeHuio k IBD CD138.
B BapuaHTe OCYILIECTBIEHUs MOJIEKYJIA AHTUTENA HE CBSI3bIBACTCS WJIM CBSI3bIBAETCS C HU3KOU
apduHHOCTBIO ¢ 3rTuTOrIOM BB4.

B BapuaHTe OCyIleCTBIEHHUs MOJIEKYJia aHTUTeNa CBsi3bIBaeTCs ¢ snuronom Ha CDI138,
coep KalIM ueThipe uin Oonee (Harpumep, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35,
40, 45, 50, 55, 60, 65, 70, 75 unu Oonee) MOCHENOBATEIbHBIX AMHUHOKUCIOTHBIX OCTaTKa BO
BHEKJIETOUHOM 00JIACTH, OTAAJIEHHOMN 1O OTHOLICHUIO K TPAHCMEMOPaHHOMY JOMEHY.

B BapuaHTe OCyIIecTBIEHHs MOJIEKYyJia aHTHTeNa CBsI3bIBaeTCs ¢ snutornoM Ha CD138,
COAEpALIUM TSIThb WM Oojiee  MOCIEeNOBATEIbHbIX AMHHOKUCIOTHBIX OCTATKOB  BO
BHEKJIETOYHOW OONACTH, OTHAJIEHHOW IO OTHOLIEHHIO K TPaHCMEMOpPaHHOMY JOMeHy. B
BapUAHTE OCYLIECTBJIEHUS MOJIEKyjJa aHTHTeNa CBs3biBaeTcs ¢ snuronoMm Ha CDI38,
COAEpIKALINM IIeCThb WM OoJiee MOCHeNOBAaTEIbHBIX aAMHHOKHCIOTHBIX OCTaTKOB BO
BHEKJIETOUYHOW OONaCTH, OTHAJIEHHOW IO OTHOLIEHHIO K TPaHCMEMOpPaHHOMY JOMeHy. B
BapUAHTE OCYLIECTBJIEHUS MOJIEKyjJa aHTHUTeNa CBs3biBaeTcs ¢ snuronioMm Ha CDI38,
CoIepKalluM CeMb WM 0OoJiee IOCHEeNOBATEIbHBIX AMHUHOKHCIOTHBIX OCTaTKOB  BO
BHEKJIETOYHOW OONaCTH, OTHAJIEHHOH IO OTHOLIEHWI0 K TPaHCMEMOpPaHHOMY JOMeHy. B
BapUAHTE OCYLIECTBJIEHUS MOJIEKyJa aHTHUTeNa CBs3biBaeTcs ¢ snuronom Ha CDI38,
COIEp KALIUM BOCEMb HJIM 0OoJjiee TMOCIENOBATENbHBIX AMHUHOKHCIOTHBIX OCTaTKOB BO
BHEKJIETOUYHOW OONacTH, OTHAJIEHHOW IO OTHOWIEHHIO K TpaHCMeMOpaHHOMY naoMmeHy. B
BApUAHTE OCYLIECTBJEHUs MOJIEKyJa aHTUTeNa CBs3biBaeTca ¢ snuronoM Ha CDI38,

coAcpkalmuMm  OCBATb UJIHU Oouee noCjaeaoBaTCjIbHbIX AMHWHOKHCIIOTHBIX OCTAaTKOB BO
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BHEKJIETOUYHONW OONACTH, OTHJAJEHHOH IO OTHOLIEHHWIO K TpPaHCMEMOpaHHOMY [aoMeHy. B
BapUAHTE OCYLIECTBJEHUs MOJIeKyjJa aHTHUTeNa CBs3biBaeTca ¢ snuronoM Ha CDI38,
COZEepKALIUM JeCATh WIM 0ojiee TMOCIeNOBATENbHbIX AMHHOKUCIOTHBIX OCTaTKOB  BO
BHEKJIETOUYHONW OONacTH, OTJAJEHHOH IO OTHOLIEHHIO K TPaHCMEMOpPaHHOMY JOMeHy. B
BApUAHTE OCYLIECTBJEHUsI MOJIEKyJa aHTuTena cBsi3biBaercss ¢ snutonoM Ha CDI138,
COEpIKAIIUM OAMHHAALATh WM OOJiee MOCIeA0BATENbHBIX AMHHOKHCIOTHBIX OCTaTKOB BO
BHEKJIETOUHOH O0JIaCTH, OTAAJIEHHOH IO OTHOLICHWIO K TpaHCMeMOpaHHOMY paoMeHy. B
BapUAHTE OCYILIECTBJIEHUS MOJIeKyja aHTUTena CBsi3biBaercss ¢ osnurtonom Ha CD138,
COIEp KALIUM JABEHAAAaTh WM Ooyiee IMOCIENOBATeIbHBIX AMHUHOKHCIOTHBIX OCTaTKOB BO
BHEKJIETOUHOW 00JIACTH, OTAAJIEHHOMN 10 OTHOUICHUIO K TPAHCMEMOPAaHHOMY JOMEHY.

B BapumanTe OCYyIIECTBJIIEHUS BHEKJIETOYHAst OOJACTh, OTHAAJIEHHAs IO OTHOLICHUIO K
TpaHCMEMOPaHHOMY JIOMEHY, COOTBETCTBYET (HAIIPUMED, COAEPIKUT HIIN COCTOUT u3) Pep2a.

B BapmaHTe OCYIIECTBIICHUS] MOJIEKYJIa aHTUTENIA KOHTAKTHPYET C YEThIPbMsI WK Oolee
(mampumep, 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, 30, 31, 32, 33 wiu 34) nocienoBaTeIbHBIMA AMUHOKHUCIIOTHBIMU OCTaTKaMu B Pep2a.

B BapuaHTe OCyIIeCTBICHHs MOJEKyJa aHTUTeJIa KOHTAKTUPYET ¢ OOHMM WM Ooee
(mampumep, 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, 30, wiu 31) u3 cneayromux nentuaos (Hanpumep, u3 Pep2a): ASTS (SEQ ID NO:
231), STST (SEQ ID NO: 232), TSTL (SEQ ID NO: 233), STLP (SEQ ID NO: 234), TLPA
(SEQ ID NO: 235), LPAG (SEQ ID NO: 236), PAGE (SEQ ID NO: 237), AGEG (SEQ ID NO:
238), GEGP (SEQ ID NO: 239), EGPK (SEQ ID NO: 240), GPKE (SEQ ID NO: 241), PKEG
(SEQ ID NO: 242), KEGE (SEQ ID NO: 243), EGEA (SEQ ID NO: 244), GEAV (SEQ ID NO:
245), EAVV (SEQ ID NO: 246), AVVL (SEQ ID NO: 247), VVLP (SEQ ID NO: 248), VLPE
(SEQ ID NO: 249), LPEV (SEQ ID NO: 250), PEVE (SEQ ID NO: 251), EVEP (SEQ ID NO:
252), VEPG (SEQ ID NO: 253), EPGL (SEQ ID NO: 254), PGLT (SEQ ID NO: 255), GLTA
(SEQ ID NO: 256), LTAR (SEQ ID NO: 257), TARE (SEQ ID NO: 258), AREQ (SEQ ID NO:
259), REQE (SEQ ID NO: 260) unu EQEA (SEQ ID NO: 261). B BapuanTe ocymecTBiIeHus
Monekyna anturena He koHTaktupyer ¢ LPEV (SEQ ID NO: 250).

B BapuaHTe OCylIeCTBIEHHs MOJEKyJla aHTUTENa KOHTAKTHPYET C MSAThI WM Ooee
(mampumep, 6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29
i 30) mocienoBaTebHBIMA AMHHOKHCIIOTHBIMH OCTaTKaMu B Pep2a.

B BapuaHTe OCylLIeCTBICHHS MOJEKyJa aHTUTEJIa KOHTAKTUPYET C OOHMM WM Oolee
(mampumep, 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, 30, 31, 32 wnu 33) u3 cneayromux nentunos (Hanpumep, us Pep2a): ASTS (SEQ ID
NO: 231), STST (SEQ ID NO: 232), TSTL (SEQ ID NO: 233), STLP (SEQ ID NO: 234), TLPA
(SEQ ID NO: 235), LPAG (SEQ ID NO: 236), PAGE (SEQ ID NO: 237), AGEG (SEQ ID NO:
238), GEGP (SEQ ID NO: 239), EGPK (SEQ ID NO: 240), GPKE (SEQ ID NO: 241), PKEG
(SEQ ID NO: 242), KEGE (SEQ ID NO: 243), EGEA (SEQ ID NO: 244), GEAV (SEQ ID NO:
245), EAVYV (SEQ ID NO: 246), AVVL (SEQ ID NO: 247), VVLP (SEQ ID NO: 248), VLPE
(SEQ ID NO: 249), LPEV (SEQ ID NO: 250), PEVE (SEQ ID NO: 251), EVEP (SEQ ID NO:



40

252), VEPG (SEQ ID NO: 253), EPGL (SEQ ID NO: 254), PGLT (SEQ ID NO: 255), GLTA
(SEQ ID NO: 256), LTAR (SEQ ID NO: 257), TARE (SEQ ID NO: 258), AREQ (SEQ ID NO:
259), REQE (SEQ ID NO: 260) unu EQEA (SEQ ID NO: 261). B Bapuante ocymecTBiIeHus
MOJIEKYJIa aHTUTENA He KOHTaKTUupyeT ¢ nentuaoM, cogepxkamum LPEV (SEQ ID NO: 250).

B BapumaHTe OCYyLIECTBJIEHUs] MOJIEKYyJia aHTHTENAa KOHTAKTHUPYeT C LIECThIO MK OoJjee
(manpumep, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28 unu
29) nocnenoBaTeIbHBIMH AMUHOKHCIOTHBIMU OCTaTKaMu B Pep2a.

B BapuaHTe OCylLIeCTBICHHsS MOJEKyJa aHTUTEJIa KOHTAKTUPYET C OJHMM WM Oolee
(mammpumep, 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, 30, 31 unu 32) u3 cnenyroimux nentuaos (Hampumep, u3 Pep2a): ASTS (SEQ ID NO:
231), STST (SEQ ID NO: 232), TSTL (SEQ ID NO: 233), STLP (SEQ ID NO: 234), TLPA
(SEQ ID NO: 235), LPAG (SEQ ID NO: 236), PAGE (SEQ ID NO: 237), AGEG (SEQ ID NO:
238), GEGP (SEQ ID NO: 239), EGPK (SEQ ID NO: 240), GPKE (SEQ ID NO: 241), PKEG
(SEQ ID NO: 242), KEGE (SEQ ID NO: 243), EGEA (SEQ ID NO: 244), GEAV (SEQ ID NO:
245), EAVV (SEQ ID NO: 246), AVVL (SEQ ID NO: 247), VVLP (SEQ ID NO: 248), VLPE
(SEQ ID NO: 249), LPEV (SEQ ID NO: 250), PEVE (SEQ ID NO: 251), EVEP (SEQ ID NO:
252), VEPG (SEQ ID NO: 253), EPGL (SEQ ID NO: 254), PGLT (SEQ ID NO: 255), GLTA
(SEQ ID NO: 256), LTAR (SEQ ID NO: 257), TARE (SEQ ID NO: 258), AREQ (SEQ ID NO:
259), REQE (SEQ ID NO: 260), EQEA (SEQ ID NO: 261). B BapuaHTe OCYyIIECTBIEHUS
MOJIEKYJIa aHTUTENa He KOHTaKkTupyeT ¢ nentuaom, copepxxkamum LPEV (SEQ ID NO: 250).

B BapuaHTe OCyIleCTBIEHHs MOJEKyJa aHTUTeNa CBSI3bIBAETCS WJIM, IO CYLIECTBY,
CBSI3BIBAETCSI C BHeKJeTouHOW obmacteto CD138, mpokcumanpHONW K TpaHCMEMOpPaHHOMY
IOMeHY (HampuMep, BHEKJIETOYHOH OOJaCThiO, MPEACTABJIEHHON B HACTOSINEM OIHCAHUH), U
BHeKJIeTOuHOM obnacteio CD138, oTnaneHHO! MO OTHOLIEHHIO K TPaHCMEMOpPAHHOMY JOMEHY
(HanmpuMmep, BHEKJIETOYHOH 00JIaCThIO, NMPEACTABIEHHON B HACTOSIIEM ONHMCaHWM). B BapuaHTte
OCYIIECTBJICHUS] MOJIEKyJla aHTUTENa CBSI3bIBAETCS C BHekyieTouHOW obnacteio CDI138,
NPOKCUMAJIBHONH K TPaHCMEMOpPaHHOMY JOMeHY, ¢ a()(UHHOCTBIO CBSI3BIBAHUS, SIBJISIFOILEHCS
Ooniee BBICOKOM (Hampumep, 1Mo MeHbinel mepe B 2, 3, 4, 5, 6, 7, 8, 9, 10, 20, 30, 40, 50, 100,
200, 300, 400 munm 500 pa3), yueM adhHUHHOCTD CBSI3BIBAHUS ¢ BHEKJIETOYHOH obnacTeio CD138,
OTHAQJIEHHOH IO OTHOLICHWIO K TPaHCMEMOpaHHOMY AOMeHy. B BapuaHTe OCyLIECTBIIEHHS
MOJIEKyJila aHTUTEJAa CBS3bIBAETCS C BHeKJeTouHou obnmactero CD138, otnmanenHoll 1o
OTHOILIEHHIO K TPAHCMEMOpPaHHOMY AOMeHY, ¢ a(pUHHOCTBIO CBS3BIBAHMS, SIBJSFOLIEHCS Oosee
BBICOKOH (HampuMmep, mo MeHbInel mepe B 2, 3,4, 5, 6, 7, 8, 9, 10, 20, 30, 40, 50, 100, 200, 300,
400 wmm 500 pas), yem adPUHHOCTH CBSA3BIBAHUS C BHEKJIETOUHOH obmactero CD138,
NPOKCHUMAJIbHON K TPAaHCMEMOpPaHHOMY JIOMEHY.

MousiekyJ/ibl aHTHTET

Hacrosiimee n3o0pereHne OTHOCHTCS K MOJIEKYJiaM aHTUTeN, cBsizbiBatomumcst ¢ CD138,
Hanpumep, monekyioi CD138, npencraBneHHON B HACTOSIIEM ONHUCAHUN.

B pamkax m3oOpereHust TepMHUH "MOJeKyja aHTUTENA" OTHOCUTCA K OENKy, Harpumep,

UMMYHOTJIOOYJIMHOBOM Lienu Win ee (parMeHTy, COAepsKalleMy [0 MEHbIIEH Mepe OIHY
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NOCJIEIOBATENIbHOCTh  BapHa0ENbHOrO JOMeHa HMMyHornoOynuHa. TepMuH "Monekyna
aHTHUTeNa" BKIFOYAET, HAIIPUMED, IOJHOPa3MEpPHbIe, 3pejible aHTUTENA U AHTUT€HCBSI3bIBAIOLINE
¢parmenTsl anTUTENa. Hanpumep, MojieKyjia aHTUTENa MOXKET BKIIIOYATh MOCIEN0BATEIBHOCTD
BapuadenpHOro nomena Ttspkenoit nemu (H) (cokpameHHo o0003HauaeMOro B HACTOSIIEM
ornucannu kak VH) u mnocnenoBarenbHOCTh BapuaOenbHOro pomena Jerkoi memu (L)
(cokpaiieHHO 0003HA4YAEMOT0 B HACTOsAIeM onucaHuu Kak VL). B apyrom mpumepe mosekyJa
aHTHUTEJIAa BKIIFOYAET JIBE TOCIIeI0BATEIbHOCTH BapruabdenbHoro fomMeHa Tsokenoi nenu (H) u nse
NIOCJIeIOBATEIbHOCTU BapHuabebHOro foMena jerkoi nenu (L), Takum oOpasom, obpasyromux
JIBA AHTUICHCBSI3BIBAIOIIMX Yy4acTka, Takas kak Fab, Fab’, F(ab’)2, Fc, Fd, Fd’, Fv,
OfHOLeNOYeyHble aHTHUTeNa (Hampumep, scFv), anturena ¢ omHUM BapuabeTbHBIM TOMEHOM,
nuarena (Dab) (OuBanentHple u  Oucneumpuyeckne) ¥ XUMEpHble (Hampumep,
I'YMaHU3HPOBAHHBIE) AHTHUTENA, KOTOPhIE MOXHO IMOJIy4aTh MOCPENCTBOM MOAM(DHUKALIMU LEJBIX
AaHTHUTEJI WA AaHTUTEN, CHUHTE3UPOBAHHBIX de NOVO C HCMOJb30BAHUEM TEXHOJOTHH
pexomOunanTHOH JIHK. DT QyHKIMOHANBHBIE (parMeHThl aHTUTEN COXPAHSIOT CIIOCOOHOCTH
CEJIEKTUBHO CBSI3BIBATHCSI CO CBOMM COOTBETCTBYIOLIMM aHTUT€HOM HJIH PELENTOPOM. AHTHUTENA
U (pparMeHTHl aHTHTENT MOTYT MPHUHAAJIEKATH JEOOOMY KIIACCY aHTUTEJN, BKIIFOYAs, B KaUeCTBE
HeorpaHnuuBaromux npumepos, I1gG, IgA, IgM, IgD u IgE, n mobomy nonknaccy (Hampumep,
IgG1, IgG2, IgG3 u IgG4) anTuten. Monekysibl aHTUTEN MOTYT SIBJISITHCS. MOHOKJIOHAJIbHBIMH
WIM TIONUKJIOHAJBHBIMU. MOJeKyjla aHTHUTeNa TaKXe MOXKET SBJIATBCS YeJIOBEYECKHM
AHTUTEJIOM, TYMaHU3UPOBAHHBIM AaHTUTEJIOM, aHTUTeJIOM ¢ mnepecakeHHbiMu CDR  wm
AHTUTEJIOM, TOJYYEeHHBIM in vitro. MoJjiekyjla aHTUTeIa MOKET WMEeThb KOHCTAHTHYIO O0JacTh
TsDKENON Lieny, BbiOpaHHyo, Hampumep, u3 IgGl, IgG2, IgG3 nunu IgG4. Monekyna antutena
TaK)ke MOXET HMETh JIETKYIO Lelb, BBIOPAHHYIO, HAaNpHUMep, M3 Kamma- WK JIMOJa-Leny.
Tepmun "ummyHornoOymue" (Ig) B HACTOSINEM ONMMCAHMU HCIOJB3YIOT B3aHMO3AMEHSIEMO C
TEPMUHOM "aHTHUTENO".

ITpumepsl  aHTHreHCBs3bIBAKOIKMX  (parmMeHToB  BKMoudaroT: (i) Fab-dparmenr,
MOHOBaJIEHTHBIH (pparmenT, coctosimmii u3 nomeroB VL, VH, CL u CH1; (ii) F(ab")2-pparmenr,
OuBaneHTHbI (parMeHT, comep:kamuii naBa Fab-¢pparmeHnrta, COeOUHEHHBIX TUCYJIbGUIHBIM
MOCTUKOM B ImapHupHOil obnacty; (iii) Fd-pparment, cocrosumii u3 nomenos VH u CHI; (iv)
Fv-¢parment, cocrosmmii u3 nomeHoB VL u VH opnHoro mieda anturena, (v) ¢pparmeHT-
nuareno (dAb), cocrosmmii m3 nomeHa VH; (vi) BapmaOenbnblii nomen Camelidae wnmm
KaMeJIM3UPOBAaHHBIN BapuadenbHbId noMeH; (vil) ogHouenoueunslii Fv (scFv), cm., Hanpumep,
Bird et al. (1988) Science 242:423-426; u Huston et al. (1988) Proc. Natl. Acad. Sci. USA
85:5879-5883); (viil) OAHONOMEHHOE AHTHUTENO. JTH (PParMeHThl AHTUTEN MOXKHO MOJy4aTb
JTFOOBIM TTOAXOISAIINM CIIOCOOOM, BKJIFOYAsT HECKOJBKO OOIMENPUHSTBIX CIOCOOOB, M3BECTHBIX
CHeLMAINCTaM B 3TOH o0macTH, U (pparMeHTsl MOKHO HOABEPraTh CKPUHHUHTY HA IOJIE3HOCTD
TaKUM k€ 00pa3oM, KaK U HHTAKTHbIE AaHTUTENA.

Tepmun "aHTHUTENO" BKIJIIOYAET WHTAKTHBIE MOJEKYJbL, a TakXke MX (yHKIHOHAJIbHbBIE
¢parmentel. KoHcTaHTHBIE O0ONACTH AaHTUTENT MOKHO W3MEHSTh, HANpUMEp, IOABEPraTh

MyTareHesy, Ajsi MOAM(UKALMK CBOHCTB aHTHUTENA (HAIPUMEp, MOBBILEHHUS WM CHIDKEHUS
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ofgHOro miu Oonee u3: CBsI3bIBaHMS Fc-perientopa, MIMKO3WIMPOBAHUS aHTUTENA, KOJUYECTBA
OCTaTKOB LIUCTENHA, 3(PeKTOPHON (PYHKIIUHN KIETKH WU PYHKIIUH KOMIUIEMEHTA).

Monekyna aHTUTENa MOXET SBJSTbCS OAHOLIENIOYEYHBIM AHTUTENOM. MOXKHO
KOHCTPYHpOBaTh onHouenodeuHoe antureno (sckFv) (cm., nHampumep, Colcher et al. (1999) Ann
N Y Acad Sci 880: 263-280; u Reiter &Pastan (1996) Clin Cancer Res 2: 245-252).
OnHoLenoueyHoe AaHTUTEIO MOXHO AMMEPU30BAaTh WM MYyJIbTUMEPU30BaTh Ul IOJNYYEHUs
MyJIbTUBAJICHTHBIX AHTHTEN, MUMEIOMNX CHeMU(PUIHOCTH B OTHOIIEHWH PAa3HbIX 3IUTOIOB
OZHOTO OeJIKa-MUIICHH.

Monekymbl aHTUTEN, IPECTaBJICHHbIE B HACTOSIIEM OMUCAHUM, TAK)KE€ MOTYT SIBJISATHCS
ONHOOMEHHbIMU aHTuTenamu. OIHONOMEHHbIE AaHTHUTeNa MOTYT BKIJIOUaTh AaHTHUTENA,
OTpeNeNSIOINe KOMIUIEMEHTAPHOCTh O0JIACTH KOTOPBIX SIBJSIIOTCS YacThIO OJHOIOMEHHOTO
nonunentuna. Heorpanuuusaroliyue npuMepsl BKIIOYAIOT TSDKENYIO LIeTIb aHTUTENa, AaHTUTENa, B
KOTOPBIX OT MPUPOABI OTCYTCTBYIOT JIETKHE LIEMH, OJHOAOMEHHbIE aHTHUTeNa, MOJyYeHHbIe U3
OOIIENTPUHATHIX 4-IIETIOUEYHBbIX AHTHUTEN, CKOHCTPYHUPOBAHHBIE AHTUTENA W OJHOJOMEHHBIE
KapKachl, MHblE, Ye€M KapKachl, MOJyuyeHHble U3 aHTuTesl. OJHOJOMEHHbIE aHTHUTeNa MOTYT
SIBJIATHCSI JIFOOBIMU U3 OJHOIOMEHHBIX AHTHTEN, M3BECTHBIX B 3TOW 00NacTH, WM JHOOBIMH U3
OJHOJOMEHHBIX AHTHTEN, KOTOpble mosnydar B Oyaymem. OZHONOMEHHBIE AHTHUTENA MOXKHO
NOJy4aTh W3 JIOOOro OWONIOTHYECKOro BHIA, BKJIOYAs, B Ka4deCTBE HEOTPAHMYHBAFOIINX
NPUMEPOB, MBbIIIb, YEJIOBEKa, BepONOaa, jlamy, peIOy, akyjy, KO3y, KpOJHkKa W KOpoBy. B
HEKOTOPBIX aCHEeKTaX OJHOJOMEHHOE aHTUTENO SBJSAETCS MPUPOAHBIM OJHOAOMEHHBIM
AHTUTEJIOM, M3BECTHBIM KaK AaHTUTENO U3 TshkenoW wnenu Oe3 serkux wnemneil. Takue
OJHOJIOMEHHBIE aHTHTENa omnucaHbl, Hampumep, B WO 94/04678. B nensx sCHOCTH, 3TOT
BapuabenbHBI JOMEH, MOJYUYEHHBIH W3 aHTUTENAa U3 TSKENOW LenH, OT MPUPOABI JULIEHHOTO
JerKol 1eny, o0O3HAYaT B HacTosmeM onucaHnu kak VHH wmm HaHOTENO AMIsI pasnudeHus
ero u obuenpunasaroro VH ueTsipexiienouedHbx uMMyHoroOyauHoB. Takyro mosnexkyny VHH
MOJKHO TIOJy4aTh W3 aHTHUTEN, WHIYLUMPOBAHHBIX B Ouojormueckux Bumax Camelidae,
Hampumep, BepOJFOze, JaMe, apomanepe, ajiblake W ryaHako. Jlpyrue OHOJIOrHMYecKre BUIbI,
nomumo Camelidae, MOTyT MpOAyLUPOBATh AHTUTENA U3 TSIKEJIOW LIENH, B KOTOPBIX OT MPUPOJIBI
OTCYTCTBYET Jierkas 1enb, Takue VHH Takke npenycMoTpeHsbl.

Obnmactru VH uw VL wMOXHO mnoxpa3zmensaTb Ha o00jacTu runepBapuadeIbHOCTH,
o0o3HaueHHbIE KaK "ompenenstomue komruieMenTapHoctb oomactu" (CDR), mepemeskaromuecs
¢ obmacTsaMu, SBISIFOIUMUCS OoJiee KOHCEPBATUBHBIMH, O0OO3HA4aeMbIMU Kak '"KapKacHbIE
obmactn" (FR  wmmm FW). B pamkax wu3oOpereHuss TepMUHBI "OIpeneNsroas
KoMIuieMeHTapHOCTh oOmacte”" u "CDR" OTHOCSTCS K TOCIENOBATEIBHOCTSIM aMUHOKHUCIIOT B
BapHuabeNbHBIX OOJNACTSIX aHTHTENA, MPUAAOIINM crieuGUIHOCTD 1 aQPUHHOCTD CBSA3BIBAHUS C
anTureHoM. B pamkax wuzoOperenuss tepmuubl "kapkac', "FW" wum "FR" wucnomesyror
B3alMO3aMEHSEMO.

IIporsoxeHHocTh KapkacHOH obmactu u CDR TouHO ompenesneHs! psiioM crocoboB (CM.
Kabat, E. A., et al. (1991) Sequences of Proteins of Immunological Interest, Fifth Edition, U.S.
Department of Health and Human Services, myOmukammst NIH Ne 91-3242; Chothia, C. et al.
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(1987) J. Mol. Biol. 196:901-917; u onpeneneane AbM, ucnoipdyemoe B NPOrpaMMHOM
obecrneuennu 1 monenuposanus anturen Oxford Molecular’s AbM. B nienom, cm., Harmpumep,
Protein Sequence and Structure Analysis of Antibody Variable Domains B Antibody Engineering
Lab Manual (Ed.: Duebel, S. and Kontermann, R., Springer-Verlag, Heidelberg). B BapuanTe
OCYIIECTBJIEHUS] HCIIOJB3YIOT clieayromue omnpenenenus: onpeaenenue AbM mns CDRI1
BapuabeNbHOrO IOMEHa TspKeNol 1enu u onpenenenus no Kabat nist npyrux CDR. B Bapuanre
ocymectsieHus onpenenenust no Kabat ncnonssyror miust Bcex CDR. Kpome Toro, BapuaHThI
ocyuiecTBiieHus1, onucanHbie B oTHomeHnr CDR mo Kabat uimun AbM, Takske MOKHO BOILIOLIATh
C MCTOJb30BaHUEM runepBapuabdensubix nerenb nmo Chothia. Kaxneiii VH u VL, kak npaswuiio,
BrirouaeT Tpu CDR u uyereipe FR, pacmonoskeHHbIE OT aMHUHO-KOHLA K KapOOKCH-KOHIY B
cnenyromem nopsinke: FR1, CDR1, FR2, CDR2, FR3, CDR3 u FR4.

B pamkax wu3o0pereHus: TepMHH '"MOCIENOBATEIBHOCTh BapuUaOENbHOTO JOMEHa
UMMYHOTJIOOyJTMHA" OTHOCHTCS K AMHHOKHCJIOTHOW TOCJIEAOBATENIbHOCTH, KOTOpash MOKET
0o0pa3oBbIBATH  CTPYKTYpPy  BapHaleNpbHOro  JOMEHa HMMyHorioOynuHa.  Hampuwmep,
MOCJIEI0BATENBHOCTD MOXKET BKJIFOYATh BCIO MM YACThb aMMHOKHUCJIOTHOH MOCJEN0BaTeIbHOCTU
NPUPOAHOTO BapuadenbHOro aomMeHa. Hampumep, mocienoBaTeNbHOCTh MOXKET BKJIFOUATh HIIH
HE BKJIOYATh ONHY, ABe min Oonee N- miu C-KOHLEBBIX aMUHOKHCIIOT HUIH MOKET BKIIFOUATh
ApyTHe U3MEHEHHsI, COBMECTHMBIE C 00pa30BaHUEM CTPYKTYpPBI OeKa.

Tepmun "aHTHreHCBsI3bIBaOMIAast OONACTh" OTHOCHUTCS K HYaCTH MOJEKYJbl AHTHTEINA,
cozep Kaliel JeTepMUHAHTBL, 00pasyromue 00JacTh KOHTAKTA, CBS3BIBAIOIIYIOCS C AHTUIEHOM,
Hanpumep, CD138, unm ero smutornom. Uro kacaercs OenkoB (MM OEJIKOBBIX MHUMETHKOB),
AHTUT€HCBA3BIBAIOINAsL 00JACTh, KaK MPABUJIO, BKIIIOYAET OAHY WM Oosee rneTenp (10 MeHbLIeH
Mepe, HamnpuMep, W3 YeTbIPeX aMUHOKHCIOT MM MHUMETHKOB aMHUHOKHCIOT), O00pa3yroIux
o0NacTb KOHTAaKTa, CBS3BIBAIOINYIOCS C aHTHreHoMm, Hampumep, CD138. Kak mnpasuio,
AHTUTEHCBSI3BIBAIOIIAST 00TACTh MOJIEKYJIbI AaHTHUTEINA BKJIIOYAET [0 MEHbIIEH Mepe OIHY WJIU /1B
CDR w/unu runepBapuabesbHbIe TETIH UM 0OJiee THIIMYHO, 1O MEHbLICH Mepe TPH, YeThIpe,
nsiTh WK mectb CDR w/unu runepBapuabenbHbIX METENb.

TepmuHbl "KOHKYpUPYIOT" WK "MEpPEeKpPecTHO KOHKYPUPYIOT" B HACTOSIIEM OMHCAHUU
UCTIONB3YIOT B3aUMO3aMEHSIEMO JJIsi 0OO3HAYEHHUsS] CIIOCOOHOCTH MOJIEKYJIbl aHTHTENNA MEIIaTh
CBSI3BIBAHUIO MOJIEKyJbl aHTuTena npotuB CD138, nmanpumep, MOJeKyJbl aHTHUTENa IMPOTUB
CD138, mnpencraBieHHONH B HACTOAIIEM OINUCAHWHM, C MUILIEHbO, Hampumep, CDI138.
[IpensaTcTBUE CBA3BIBAHUIO MOXKET SIBJISITHCS MPSIMBIM HJTH KOCBEHHBIM (HAIIPUMED, TOCPEICTBOM
ANJIOCTEPUYECKON MONYJISILMM MOJEKYJIbl aHTuTena wuin wmuiieHn). CreneHb, ¢ KOTOPOM
MOJIEKYJla aHTUTEJIa MOJKET MeIlaTh CBSI3bIBAHUIO APYTrOH MOJIEKYJbl aHTUTENA C MULIEHBIO U,
TakUM O00pa3oM, ¢ KOTOPOH MOXHO CKa3aTh, YTO OHA KOHKYPHUPYET, MOXKHO OINpPENeNsiTb C
UCTIOJIb30BAaHUEM KOHKYPEHTHOTO aHaju3a CBs3bIBaHUs, HanpuMmep, aHanu3za FACS, ELISA wunu
BIACORE. B BapuaHTe OCyINECTBJIE€HHs] KOHKYDEHTHBIII aHalu3 CBSI3bIBAHUS SIBISAETCS
KOJJMYECTBEHHbIM KOHKYPEHTHBIM aHalu30M. B BapuaHTe OCYILECTBIEHHUS YKa3bIBaIOT, YTO
nepsasi MoJiekyJia anturena npotus CD138 koOHKypuUpyeT 3a CBA3bIBAHUE C MUILEHBIO CO BTOPOM

Monekynoil anturena npotus CDI138, ecnu cBs3biBaHHE NEPBOIl MOJIEKYJbl AHTUTENA C
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MUIIeHbIO CHIDKeHO Ha 10% wuiu Gonee, Hanpumep, 20% wu 6onee, 30% wmu Gonee, 40% wm
oonee, 50% unu 6oisee, 55% unu 6onee, 60% unu donee, 65% wunu 6onee, 70% wunu donee, 75%
unu oonee, 80% wuu Ooiee, 85% unu conee, 90% wunu 6onee, 95% unu 6onaee, 98% wu Ooee,
99% wunu Oonee B KOHKYPEHTHOM aHAJN3€ CBS3bIBAHMs (HAmpuMep, KOHKYPEHTHOM aHAlu3e,
NPEACTaBJICHHOM B HACTOSIIEM ONHCAHUN).

B pamkax wn300peTeHHs] TEPMUHBI "MOHOKJIOHAJIBHOE AHTHTENO" WM "KOMIO3ULIHS
MOHOKJIOHAJIBHBIX aHTUTEN" OTHOCATCS K IIpernapary MOJIEKYJ aHTUTEN C OJHON MOJIEKYJISIPHOM
komrosuiuer.  KoMmo3wmmsi ~ MOHOKJIOHAJbHBIX  AHTHUTEN  JAEMOHCTPUPYET  €IHMHYIO
cneuu(puyHOCTh U a(PUHHOCTH CBSI3BIBAHUSI C KOHKPETHBIM SIUTONOM. MOHOKJIOHAJIBHOE
AHTHUTEJIO MOXKHO MOJY4aTh ¢ MOMOIIBI THOPHIOMHON TEXHOJIOTHH WU CIIOCO0aMH, B KOTOPBIX
HE MCTOJIB3YIOT THOPUIOMHYIO TEXHOJIOTHIO (HAIIpUMeEp, PEKOMOUHAHTHBIMH CIIOCOOaMH).

"Tlo cymiecTBy, uenoBedecKUil" OeNoK sBJsieTcst OEKOM, HE BBI3BIBAIOIIUM OTBET C
o0pa3oBaHMEM HEUTPAIHM3YIOIINX AHTHTEN, HANpUMEp, OTBET C OOpa3OBaHMEM aHTHUTENA
yenoseka nporuB Mbeimun (HAMA). HAMA wmoker mpencraBisite coboil mpobiemy B psine
OOCTOSITENIbCTB, HANPUMEP, €CJIM MOJIEKYJy AaHTUTENa BBOAAT IOBTOPHO, HANpPUMEp, IPH
JICUEHUN XPOHUYECKOTO WJTU peluauBHpyroiero 3adonesanns. OTBeT ¢ odpazoBanuem HAMA
MOXET JeNaThb IIOBTOPHOE BBEACHHME AaHTUTENl NOTEHIHMAJIbHO HEIPPEKTUBHBIM H3-32
NOBBIIIEHHOTO KJMPEHCAa aHTUTeNa W3 ChIBOPOTKH (cM., Hampumep, Saleh et al., Cancer
Immunol. Immunother., 32:180-190 (1990)), a Takxke H3-3a MOTEHLHAIBHBIX AJIJIEPTHUECKHX
peakuuii (cMm., Hanpumep, LoBuglioet al., Hybridoma, 5:5117-5123 (1986)).

Monekyna aHTHTENIa MOXET SBJIATHCS TOJUKJIOHAJIBHBIM WM MOHOKJIOHAJIBHBIM
aHTUTENIOM. B  HEKOTOpBIX BapHaHTax OCYINECTBJIEHUS AHTUTENO MOXKHO IIOJy4aTh
PEKOMOMHAHTHO, HAIpPHMeEp, MOJIy4YaTh JIOOBIMH MOAXOASIIUMH criocobamu (aroBoro JucIuies
WJIN KOMOMHATOPHBIMU CITOCOOAMH.

B »T0#1 00nacTy M3BECTHBI pa3MUHbIE CIIOCOOBI (HAaroBOro AUCILIEss U KOMOMHATOPHBIE
crocoOBI MONTyYeHHst aHTUTeN (Kak onucaHo, Hampumep, B natenre CIIIA Ne 5223409 Ladner et
al.; mexxnynaponHoli matentHor nmyOimkauuu Ne WO 92/18619 Kang et al.; mexnyHapogHOH
nateHTHON mnyOnukammu Ne WO 91/17271 Dower et al.;, MexayHapOOHOW TMAaTEHTHOM
nyommkaun Ne WO 92/20791 Winter et al.; mexnyHapoaHoOH nmateHTHOH myOnukanuun Ne WO
92/15679 Markland et al.; mexxayHapogHo natentHoi nyomukarmu Ne WO 93/01288 Breitling
et al.; mexayHapomHoW mnateHTHOW mnyOmukammum Ne WO 92/01047 McCafferty et al.;
MEXKIyHaponHOW mateHTHOH mnybOnukanmu Ne WO 92/09690 Garrard et al.; mexnyHapomgHOH
nareHTHOH myOnukammu Ne WO 90/02809 Ladner et al.; Fuchs et al. (1991) Bio/Technology
9:1370-1372; Hay et al.(1992) Hum AntibodHybridomas 3:81-85; Huse et al. (1989) Science
246:1275-1281; Griffths et al. (1993) EMBO J 12:725-734; Hawkins et al. (1992) J Mol Biol
226:889-896; Clackson et al. (1991) Nature 352:624-628; Gram et al. (1992) PNAS 89:3576-
3580; Garrad et al.(1991) Bio/Technology 9:1373-1377; Hoogenboom et al. (1991) Nuc Acid Res
19:4133-4137; u Barbas et al. (1991) PNAS 88:7978-7982, conepkaHue BCeX U3 KOTOPBIX

BKJIFOYE€HO B HACTOALICC OIMMCAHUEC B KQUCCTBC CCBIJIKH.
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B BapmaHTe OCyIIECTBJICHHS MOJEKYJIa aHTUTENA SIBJISIETCS] MOJIHOCTHIO YEJIOBEYECKUM
AHTUTEJIOM (HAIpUMeEp, aHTUTEJIOM, ITOJIYYEHHBIM B MBbIIIHM, T€HETHYECKH CKOHCTPYHPOBAHHOM
IUI IPOYLIMPOBAHUS AHTUTENA U3 TOCIIEN0BATENIbHOCTH UIMMYHOTJIOOYJIMHA Y€JIOBEKa) UIIH He
NPUHAAJIEKAIIUM YEJIOBEKY aHTUTEJIOM, HAaIpUMeEp, AHTUTEJIOM IpbI3yHa (MBIIIN HJIN KPBICHI),
KO3bl, mpumarta (Hampumep, o00e3bsiHbI), BepOMOga. B BapuaHTe OCYIIECTBIECHHUS He
NPUHAAJIEKAIEE YENOBEKY AaHTUTENO SIBJIAETCSl aHTUTENIOM IpbI3yHa (AHTUTENOM MBIIIN WU
KpbIChI). B 3TOl 00nacT u3BeCTHBI CIIOCOOBI MOTyUYEHHUS] AHTUTEN TPhI3yHA.

MOHOKJIOHAJIbHBIE ~ AHTHTEJA YeJOBEKA MOXKHO TMOJy4YaTb C  HCIOJIb30BAHUEM
TPAHCTEHHBIX MBILIEH, HECYLIMX T'eHbl UMMYHOMJIOOYJIMHOB YEJIOBEKa, a HE CHUCTEMY MBbIIIH.
CrieHOUUTBI U3 3TUX TPAHCT€HHBIX MBbIIIEH, MMMYHH3UPOBAHHBIX HUHTEPECYIOIUM aHTHUTEHOM,
UCTIOJIB3YIOT JJIsl TIOJIYYEHUs] TUOPUIIOM, CEKPETUPYIOIMX MAb dYeoBeka co creruduiaeckumu
apduHHOCTSIMU K dmUTONaM Oejka YejoBeka (CM., HampuMmep, MEeXKIYHAPOAHYIO MATEHTHYIO
3asBKy Ne WO 91/00906 Wood et al., mybmukammro PCT WO 91/10741 Kucherlapati et al.;
MEKIYHAPOIHYI0 MaTeHTHYI 3asBKy Ne WO 92/03918 Lonberg et al.; MexayHapomHyO
naTeHTHYO 3asBKy Ne 92/03917 Kay et al.; Lonberg, N. et al. 1994 Nature 368:856-859; Green,
L.L. et al. 1994 Nature Genet.7:13-21; Morrison, S.L. et al. 1994 Proc. Natl. Acad. Sci.
USA81:6851-6855; Bruggeman et al. 1993 YearImmunol 7:33-40; Tuaillon et al. 1993 PNAS
90:3720-3724; Bruggeman et al. 1991 Eur J Immunol 21:1323-1326).

AHTHUTEJIO MOXET SIBJISIThCSI AHTHTEJIOM, B KOTOPOM BapualenbHYK O0JIaCTh WM €e
gyacth, Hanpumep, CDR, mony4aroT B HE NpUHAAJIEKAINEM YeJOBEKY OpraHH3Me, HampuMmep,
Kpbice WM MbllIM. XUMEpHblE aHTUTENa, aHtuTena ¢ nepecaxeHHbiMu CDR  u
I'YMaHU3MPOBAHHBIE AHTUTENA BXOIAT B 00BEM M300peTeHus. AHTUTENA, MOJy4YEeHHbIE B HE
NPUHAAJIEKAINEM UEJIOBEKY OpraHu3Me, HamnpuMmep, Kpbiceé MJIM MbIIH, a 3aTeM
MoAM(UIIMPOBAaHHbIE, HANpUMep, B BapuaOeNbHOM KapKace MM KOHCTAHTHOW 00JacTH, IUis
CHIDKEHUS] aHTUT€HHOCTH JIJIS YeJIOBEKA, BXOAST B 00beM H300peTeHusI.

XuMepHble ~ aHTHTEJIa MOXKHO  MOJy4aTh  JIEOOBIM  TMOAXOASIIIUM  CIIOCOOOM
pexomOunanTHoi JIHK. B »3Toif 0o0nacTé M3BECTHO HECKOJBKO TaKUX CIOCOO0B (CM.
nyOJMKAIMI0 MEXIyHApOaHOUW mnaTeHTHOU 3asBku Ne WO1987/002671 Robinson et al.;
nyOJIMKAaIUI0 eBpOreickoil mareHTHOW 3asiBku Ne 184187 Akira, et al., nyOnukamuro

eBponeiickoii mareHTHOH 3asBku Ne 171496 Taniguchi, M;

2

nyOJMKALUIO  €BPONEHCKON
nateHTHOH 3asBku Ne 173494 Morrison et al.; MexITyHapOAHYIO MyOJIUKALIUIO TATEHTHOH 3asiBKU
Ne WO 86/01533 Neuberger et al.; matenr CIIIA Ne 4816567 Cabilly et al.; myOnukaruro
eBponeickoii mareHTHOH 3asiBku Ne 125023 Cabilly et al.; Better et al. (1988 Science 240:1041-
1043); Liu et al. (1987) PNAS 84:3439-3443; Liu et al., 1987, J. Immunol. 139:3521-3526; Sun
et al. (1987) PNAS 84:214-218; Nishimura et al., 1987, Canc. Res.47:999-1005; Wood et
al.(1985) Nature 314:446-449; u Shaw et al., 1988, J. Natl Cancer Inst. 80:1553-1559).
I'yMaHM3MPOBAHHOE AHTUTENO WM aHTUTENO ¢ nepecaxkeHHbIMU CDR Oyner umers 1o
MEHbLIEH Mepe OHY WU ABE, HO, Kak npasmio, Bce Tpu CDR pernumnuenTa (U3 TSDKENbIX W/ UIH
JIETKUX Lieneil nMMyHOro0yiuHa), 3ameHsieMbix CDR noHOpa. B aHTHTENE MOKHO 3aMEHSTH 110

MEHbIIIEH Mepe 4acTbio He nmpuHajiexkaiei dyenoseky CDR mnu Ttonbko Hexoropsie u3 CDR
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MOXKHO 3aMeHsTh He mnpuHamnexammumu denoseky CDR. HeoOxomumo 3amMeHATh JHUINB TO
kommaectBo CDR, koropoe HEoOXOmMMO Uil CBS3BIBAHHMSI T'YMAaHU3UPOBAHHOTO AHTUTENA C
JUIMONONNCAXapuaoM. B BapuaHTe OCYIIECTBIEHUS MAOHOPOM OyIeT aHTHUTENO TIpPbI3yHa,
HalpuMep, AHTHUTENO KPBICHI HJIM MBIIIM, U PELUIUEHTOM OyAeT Kapkac 4YeoBeKa WM
KOHCEHCYCHBIN Kapkac denoBeka. Kak mpaBuio, MMMYHOIJIOOYJIMH, M3 KOTOPOTO IOJYyYaroT
CDR, Ha3bIBalOT "HOHOPOM", a IMMYHOIJIOOYJIMH, U3 KOTOPOTO IOJIYYalOT KapKac, Ha3bIBAIOT
"aknenTopoMm"”. B HEKOTOpPBIX BapHaHTAaX OCYLIECTBJICHHS JOHOPHBIH HMMMYyHOIJIOOYJIHMH He
NPUHAJICKUT YEJOBEKY (HarmpuMep, NPUHAIJICKHUT TPbI3YHY). AKLENTOPHBbIH Kapkac, Kak
NPABUJIO, SIBJIIETCS MPHUPOIHBIM (HAMPUMEpP, YEJOBEYESCKHM) KapKacoM, MJIM KOHCEHCYCHBIM
KapKacoM, WJIU TIOCIENOBATENbHOCTHIO, Ha MpuOu3uTeNbHo 85% wumu Oonee, Hanpumep, 90%,
95%, 99% unu Oonee, UAEHTUYHOM HM.

B pamkax wu3zo0pereHuss TepMUH "KOHCEHCYCHAsl TOCIENOBATENIbHOCTh" OTHOCHTCS K
NIOCJIEIOBATENBHOCTH, 00pPa30BaHHOW HaMOOJIee YacTO BCTPEYANOLIMMUCS aMUHOKUCIOTaMU (WITH
HYKJIEOTH/IaMH) B CEMEHCTBE POACTBEHHBIX MOCIenoBaTebHOCTEH (cM., Hampumep, Winnaker,
From Genes to Clones (Verlagsgesellschaft, Weinheim, Germany 1987). B cemelicTBe OenkoB
KaXk10€ TOJIOKEHHE B KOHCEHCYCHOM IOCIIEeI0BATEIbHOCTH 3aHSATO aMUHOKHCIIOTOM, yallle BCero
BCTpeYarolielics B 3TOM IOJOXEHUU B ceMeiicTBe. Ecinu 1Beé aMHHOKHCIOTBI BCTPEYAIOTCS C
pPaBHOW YacCTOTOH, JIFOOYI0 M3 HHX MO)KHO BKJIFOUaThb B KOHCEHCYCHYIO ITOCIIEIOBATEIbHOCTD.
TepmuH "KOHCEHCYCHBI Kapkac' OTHOCHTCS K KapKacHOW o0macTdé B KOHCEHCYCHOM
MIOCJIEI0BATENBHOCTH UMMYHOIIJIOOYJIMHA.

AHTHTEIO MOXXHO TYMaHHU3UPOBATh JFOOBIM MOAXOSIINM CIIOCOOOM, U B 3TOH obrmactu
U3BECTHO HECKOJIbKO TaKUX CIIOco00B (cM., Hampumep, Morrison, S. L., 1985, Science 229:1202-
1207, Oi et al., 1986, BioTechniques 4:214, u marenter CIIIA NeNe 5585089, 5693761 u
5693762 Queen et al., conep:kaHie BCEX U3 KOTOPBIX BKIIOUEHO, TAKMM 00pa3oM, B HACTOSIIEe
OIMCaHUE B KAUECTBE CChUIKH).

I'ymaHU3MpOBaHHBIE AHTUTENA WM aHTUTEeNA C nepecakeHHbIMU CDR Mo)xHO momny4dath
nocpenctsoM nepecaaku CDR wnum 3amenst CDR, rae MoskHO 3aMeHsTh onHy, ABe uin Bce CDR
nenn umMmyHornoOynuHa. Cwm., Hampumep, mareHT CIHIA Ne 5225539; Jones et al. 1986
Nature321:552-525; Verhoeyan et al. 1988 Science 239:1534; Beidler et al. 1988 J. Immunol.
141:4053-4060; matent CIIIA Ne 5225539 Winter, comepkaHue BCEX M3 KOTOPBIX BKJIKOYEHO,
TakUM 00pa3oM, B HACTOsIIEEe OMNHMCAHHE B KAa4eCTBE CChbUIKM. Winter OMUCHIBAET CHocod
nepecaaku CDR, KOTOpbIl MOXXHO MCHOJIB30BaTh sl MOJIY4YeHHs] TYMaHU3UPOBAHHBIX aHTUTEN
(marenTHas 3asBka BennkoOpurtannu Ne GB 2188638A, nmonanHas 26 mapra 1987 ropa; mareHT
CIOA Ne 5225539 Winter, comepskaHHe KOTOPBIX BKIJIFOYEHO, TAKUM OOpa3oM, B HACTOsIIEe
OIHCAHNE B KAYECTBE CCHUIKN).

Hacrosimee wn3o0pereHne TakKe OTHOCHUTCS K TyMaHHU3UPOBAaHHBIM AaHTUTENAM, B
KOTOPbIX KOHKPETHBIE AMHUHOKHCJIOTHI TOABEPTHYTHI 3aMEHE, NeNelUd WIH IO0aBJIEHHIO.
Kpurepun BbIOOpa aMHHOKHCIIOT AOHOpa omucaHbl, Hanpumep, B marteHte CIIIA Ne 5585089,

Hanpumep, kojoHkax 12-16 marenta CHIA Ne 5585089, comep:kaHue KOTOPOTO BKIIOUEHO,
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TakuM 00pa3oM, B HACTOsIIEe ONMHCAHUE B KAa4eCTBE CChUIKM. Jlpyrume crnocoObl T'yMaHH3aLUU
anturen onucanbl B EP 519596 A1 Padlan et al., onybnukoBannom 23 nekadps 1992 rona.

B BapuaHTe OCyIIECTBIEHUSI MOJIEKYJIAa AHTUTENA UMEET KOHCTAHTHYIO O0JIacTh TSDKENOM
Leny, BbIOPaHHYIO, HAmNpuUMep, W3 KOHCTAHTHBIX oOjacredl Tspkenodt wnenm IgGl, IgG2
(manpumep, 1gG2a), IgG3, IgG4, IgM, IgAl, IgA2, IgD u IgE; B uactHOCTH, BBIOpaHHYIO,
HarpuMep, U3 KOHCTAHTHBIX oOnacreil Tspkenoi nenu IgGl, IgG2, IgG3, u IgG4 (manpumep,
yejnoBeka). B pyroM BapuaHTe OCYIIECTBIEHMUs MOJIEKyJa aHTUTela HUMEeT KOHCTaHTHYIO
00J1acTh JIETKOH LNy, BBIOPAHHYIO, HAPUMEp, U3 KOHCTAHTHBIX OOJIACTEH JIETKOW Lenu Karma
win JsMbna (Hampumep, dvenoBeka). KOHCTaHTHYHO OONAaCTh MOXKHO H3MEHSTh, HalpuMep,
NOJBEPraTh MyTareHesy, Uit MOAU(UKALMK CBOWCTB MOJIEKYJbl aHTUTENA (HApUMep, IS
NOBBIIIEHUS] MJM CHIDKEHUST OJHOrO WiM Oojiee W3: CBs3bIBaHHMsA Fc-perenropa,
TJTUKO3MIIUPOBAHMS AHTUTENA, KOJIMYECTBA OCTATKOB LIUCTENHA, 3P (HEeKTOpHON PYHKUNN KIETKH
w/wm (QyHKOUH KOMIUIEMEHTa). B BapuaHTe OCYINECTBIEHHs MOJIEKyJia AHTHTENa HMEeT
s¢pdexTopHyro (PYHKIUMIO W MOXKET (UKCHUPOBATH KOMILUIEMEHT. B npyroMm BapuaHTe
OCYIIECTBIIEHHSI MOJIEKYJIa aHTUTENIAa HE PEKPYTUPYeT 3PPEeKTOpHBIE KIETKH WIH He (QUKCHUPYET
KOMIUIEMEHT. B HEKOTOpbIX BapuaHTax OCYLIECTBJIEHHs] MOJIEKYJla aHTUTENa UMEET CHUXKEHHYIO
CIOCOOHOCTh WJIM HE MMEET CIIOCOOHOCTHM CBsi3bBaTh Fc-penentop. Hampumep, oHa MokeT
NPEACTaBIIATH COOON U30THUIT HUTH TIOATHUI, (PParMeHT UM APYTrOd MYTaHT, HE MO KUBAO LI
cBs3biBaHuEe C Fc-penenrtopoMm, Hampumep, OHa HMEET IOABEPTHYTYH0 MYyTareHe3y WM
IeNeTHPOBAHHYIO 00J1acTh, CBA3BIBAIOIIYIO Fe-penenTop.

B BapuaHTe OCyIIECTBIEHHSI U3MEHSIOT KOHCTAHTHYIO OOJIACTh MOJIEKYJIBI aHTUTENa. B
5TOW 00JacTH HM3BECTHBI CIIOCOOBI M3MEHEHUs KOHCTAHTHOH obOnacTu aHTuTena. MomexyJbl
aHTHUTENl C M3MEHEHHON (PYHKIIMeH, Hampumep, u3MeHeHHOW adduHHOCTRIO K 3 dexTopHOMY
nauraHny, TakoMmy kak FcR Ha knerke, winm komrnoHeHTy komrieMeHTa Cl, MOXKHO mony4arhb
MOCPEACTBOM 3aMEHBbI MO MEHBIIEH Mepe OJHOTO aMHUHOKHCJIOTHOIO OCTaTKa B KOHCTAHTHOM
YaCcTH aHTUTENA OpyruM octatkoM (cM., Hanpumep, EP 388,151 A1, narent CIIIA Ne 5624821 u
nareHT CIITA Ne 5648260, comepskaHue BCeX M3 KOTOPBIX BKJIOYEHO, TaKUM 00pa3soM, B
HACTOsIIIIEe OMUCAHHE B KAYeCTBE CChUIKM). Takke MpPenyCMOTPEHbl MyTAaLUH aMHUHOKHCIIOT,
CTaOUIM3UpPYIOLIUE CTPYKTYpy aHTuTena, Takue kak S228P (Homenkmarypa EU, S241P B
HoMmenkatype Kabat) B [gG4 uenoBeka. MOXHO OMKMCATh CXOXKHIA THIT U3MEHEHUMH, KOTOPBIM
NPYU WCIOJBb30BAHUM B OTHOLICHHMH WMMYHOIJIOOYJIMHA MBIIIU WJIA APYTrOro OHOJIOTHYECKOTO
BUAA Oy/I€T CHIKATh WIIM YCTPAHATH STH (PYHKIIUH.

B Bapmante ocymectBiaeHuss Fc-o0mactb H3MEHSIOT UIsI YBEJNWYEHHUS BpPEMEHH
nonyxu3Hu. Hanpumep, Fc-obmacte MoxkeT comepxath onny uim oonee u3: FcMut183 (T256D-
Q311V-A378V), FcMutl97 (H285N-T307Q-N315D), FcMut213 (H285D-T307Q-A378V),
FcMut215 (T307Q-Q311V-A378V) mnu FcMut228 (T256D-N286D-T307R-Q311V-A378V).

B Bapuanrte ocymectsnenust Fc-obnmacts m3menstor nist yemnenuss ADCC. Hampumep,
Fc-o0nacte moxker conmep:karb omny win Oosee u3: A330L-1332E-S239D, F243L-R292P-
Y300L-V305I-P396L wumu S298A-E333A-K334A. B Bapuanre OCYLIECTBJIEHUS MOXKHO
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IOCTUraTh ayKO3MINPOBAHUS MOCPEACTBOM 3KCIPECCHH B JMHHUM KJIETOK, Takod kak CHO, B
koTopoii pykosuntpancdepasza (FucT8) moasepruyra HOKayTy.

B Bapuanre ocymectsienus Fc-obmnacte nsmensttor st yemnnenust CDC. Hanpumep, Fe-
obnactb conepxkut S267E-H268F-S324T.

B BapuanTe ocymectsienus: Fc-061acTh U3MEHSIOT ISl YCHIICHHST aHTUTENI03aBUCHMOTO
kierouHoro ¢arouurosa (ADCP). Hanpumep, Fc-obnacts cogeprxut S239D-1332E-A330L.

B BapuaHTe OCyLIECTBJIEHHUs] €AMHCTBEHHBIMH aMHHOKHCIOTAMHU B MOJIEKYJe aHTUTENA
SIBJITIOTCSl KAHOHUYECKUE aMHHOKUCIIOTHI. B BapuaHTe OCYILIECTBIEHHSI MOJIEKYJia aHTHTENa
COAEPKHUT MPUPOAHBIE AMUHOKHCIIOTBI, UX aHAJIOTH, TPOU3BOIHBIC U POJICTBEHHbBIE COCTUHEHHS,
aHAJIOTH AaMHUHOKHCJIOT, MMEIOLINE BapHaHThl OOKOBBIX ILIeNeH, H/WIN BCE CTEPEOH30MEPHI
MOOBIX M3 YKA3aHHBIX BbIIIE COCAUHEHUN. MOJIeKyIa aHTHTEIa MOXKET COAEPKAThb ONTUYECKHE
D- unn L-u30Mepbl aMUHOKUCIIOT B MENTUAOMUMETHKH.

[TonmunenTua MOJEKYJbl AHTUTENA, TMPEACTABICHHOW B HACTOSINEM ONHCAHWUH, MOXKET
OBITh JMHEHHBIM WJIM PAa3BETBJICHHBIM, OH MOXXET COAEp)KaTh MOAN(PHLINPOBAHHBIE
AMHHOKHUCIJIOTBI, 1 OH MOJET IMpPEPhIBAThCS HE-aMHUHOKUCIOTaAMH. MOJIEKyJly aHTUTeNa TaKKe
MOXKHO MOAM(HULIMPOBATH, HANMpPUMEP, IOCPEACTBOM OOpa3oBaHUSl IUCYJIb(PHUIHONW CBS3H,
TJIUKO3WIIMPOBAHMS, JIMMHOUPOBAHMS, AaLETHIIUPOBaHMsA, (pocopunmpoBanus wWiIu JEOOOM
apyroii MonuUKauK, TAKOW KaK KOHBIOTALHS ¢ KOMIIOHEHTOM-MeTKON. [lomunenTin MOXHO
BBIEJATh U3 MPUPOIHBIX UCTOUHUKOB, €r0 MOYKHO TMOJy4aTh PEKOMOMHAHTHBIMH CIIOCOOaMU U3
SYKAPUOTUYECKOTO WM MPOKAPUOTUYECKOrO OPTaHMW3Ma-XO3fMHA, WA OH MOJXKET SIBISIThCS
IPOIYKTOM CIIOCOOOB CHHTE3A.

Monexysly aHTHTENa, IPEACTABICHHYIO B HACTOSALIEM ONMHCAHUHU, MOKHO UCIIOJIb30BaTh B
OTAENBPHOCTH B HEKOHBIOTMPOBAHHOH (OopMe, WM €€ MOXKHO CBA3BIBATH C BELIECTBOM,
HarpuMep, TOKCHMHOM WM (DYHKIHOHAJIbHBIM (parMeHToM (HampuMep, TepaneBTUYeCKUM
JIEKApCTBEHHbIM  CPEACTBOM, COEJUHEHUEM, HCIYCKAIOIIUM  paJAMaLUI0, MOJIEKYJaMH
PaCTUTEILHOTO, TPUOKOBOTO WM OaKTEPUATBHOIO MPOUCXOKACHUS, HWIH OHOJOTUYECKUM
OenkoMm (Hampumep, OENKOBBIM TOKCHHOM) WJIM YacTHIEH (Hampumep, pPeKOMOMHAHTHOM
BUPYCHOH 4YacTullel, Hampumep, 4epe3 Oelok BUpyCHOH oOosouku). Hampumep, anTuTENo
nporuB CD138 MOXHO COEAMHATH C PagUOAKTUBHBIM H30TOMOM, TaKMM Kak o-, - HIH Y-
U3JIy4aTelNb WIN -1 Y-U3JIydaTeb.

Mornexkyny aHTHTENa MOXHO JAEpPHBATU3UPOBATh WJIM  CBSI3bIBATH C  JAPYTOH
(YHKIMOHATBPHON MOJIEKYJIOH (HampuMep, APYTUM MENTHAOM Win OenkoM). B pamkax
n300peTeHust "NmepuBaTU3MPOBAaHHAA" MOJIEKYyJia AHTHTENA SBJSIETCS MOJIEKYJIONH aHTHUTeENa,
nonseprayroii  moxupukaumu.  CrnocoObl  epuUBaTH3aLMM  BKIKOYAOT, B  KAauecTBE
HEOTrPaHUYMBAIOLINX MPUMEPOB, nodaBiieHHe (IyOpPeCUHeHTHOro (YHKIIMOHATBHOTO (hparMeHTa,
panMOHYKIINAA, TOKCWHA, (epmeHta win a@PUHHOrO JUraHaa, Takoro kak OwotuH. Takmm
00pa3oM, MOJIEKYJIbl AaHTHTEJ NMPEAHA3HAYEHbI JJIST BKIIOUSHHS I€PUBATU3UPOBAHHBIX U HHBIM
o0pa3oM MoOAU(pHUIMPOBAHHBIX (OPM AHTUTEJN, MPEACTABICHHbIX B HACTOSINEM OIMCAHUH,
BKJIFOUAsl MOJIEKYJIbI UMMYHOaare3nn. Hanpumep, Monekyy aHTHTENa MOXXHO (DYHKIIHOHAJIBHO

CBsA3bIBATb (HOCpeI[CTBOM XUMHYCCKOI0O COUCTaHUsA, TCHECTUYCCKOro CJIMAHNSA, HCKOBAJCHTHOI'O
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CBSI3bIBAHUSI WJIM WHBIM 00pa3oM) ¢ OXHOW uiamM Oojee APYTUMH MOJIEKYJaMH, TaKUMH Kak
apyroe aHTuTeno (Hampumep, Oucnennuyeckoe aHTUTENO WIM ANATENO0), JETEKTHPYEeMOe
CPeICTBO, TOKCHH, (papMalleBTUYECKOE CPEICTBO W/WIM OENOK WM TEeNTHUI, KOTOPbIE MOTYT
OIOCPENIOBaTh CBSI3bIBAHUE AHTUTENA WM YaCTHU aHTHUTENAa C JAPYroil MoJekyjoi (Takod Kak
KOpOBasi 00JIaCTh CTPENTABUANHA WJIN TIOJIMTUCTUAMHOBAST METKA).

Hexotopble Tumnel aepuBaTU3MPOBAHHON MOJIEKYJIbl aHTHUTENA MOJYyYalOT MOCPEICTBOM
NEepPEeKPECTHON CLIMBKM JABYX HMJIM Oosiee aHTHUTEN (OJHOIO THUIA MJIM PA3HBIX TUIIOB, HAIpUMep,
s nonydeHust Oucnenmpuyeckux aHturen). llogxonsuipe KPOCCIMHKEPBI BKJIOYAIOT
KPOCCIIMHKEPBI,  SIBJSIIOLIUECS reTepoOM(PYHKIMOHAIBHBIMYE, HMEIOLUIMMUA B  pPas3HbIE
PEaKIIMOHHOCTIOCOOHBIE TPYTIIbI, Pa3[eIeHHbIE COOTBETCTBYIOIIMM CIIeHCepOoM (HarmpuMep, m-
MaJIeuMHI00eH30MIT-N-THIPOKCHUCY KUMHUMHTHBIN CJIOXKHBIN adup), WJIH
roMOOU(YHKIIMOHAIBHBIMH (HAPUMEp, TUCYKLUMHUMHIWI cyOepat). Takue TUHKePbI JOCTYITHBI
B Pierce Chemical Company, Rockford, Ill.

ITone3Hble neTEKTUPYEMBbIE CPEACTBA, C MOMOIIBI0 KOTOPBIX MOKHO JI€PUBATU3UPOBATH
(wmm  metruth) MoJekyny aHturena npotuB CDI38 nus BrmroueHus  (IayopecLeHTHBIX
COEAMHEHUs], Pa3IMYHbIX (PEPMEHTOB, MPOCTETUYECKHUX TPYIII, JEOMUHECIEHTHBIX MaTEPUAJIOB,
OMOMIOMUHECIIEHTHBIX ~MaTE€PHAaJOB, HCIYCKAOIMUX (PIYOPECHEHIIMIO aTOMOB METAJUIOB,
Hanpumep, espormst (Eu) m npyrux J1aHTAaHOWAOB, M PAAMOAKTHBHBIX MAaTEPUAJIOB (OMHCAHBI
Hiwke). Ilpumepsl (IyOpecHeHTHBIX NETEKTUPYEMbIX CPEACTB BKIOYAKOT (PIyOpeClenH,
(bayopecLenHU30THOLMAHAT, PONAMHUH, XJOPHA S-IUMETHUJIaMUH-l-HadTanuHCynb(oHMIIa,
(UKOSPUTPUH M T.NI. AHTHUTENO TaKK€ MOXHO JI€PUBATU3UPOBATh C HCIOJIb30BAHUEM
IETeKTUPYeMbIX (PEpMEHTOB, TaKuWX Kak ImenoudHas ¢ocdaraza, nepokcupasa XxpeHa, [3-
rajjakTo3ujas3a, aleTHWIXOJIMHACTepas3a, [IIIOKo3ookcupaza u 1. Ecom  aHTHTeNno
NEePUBATU3UPYIOT C  HCIOJB30BAHUEM JETEKTHPYeMOro (epMeHTa, €ro ONpenessioT
HIOCPEICTBOM JO0ABJICHUSI JTOTIOJHUTENBHBIX PEAreHTOB, KOTOpble (EPMEHT HCIIONb3YyeT MJIS
0o0pa3oBaHUs AETEKTUPYEMOrO MPOAYKTA peakuuu. Hampumep, npu HaIUYMKU IETEKTHPYEMOTO
CpeAcTBa MEpOKCHUIa3bl XpeHa ao0aBieHHe MEepOKCHAAa BOAOPONA M IHAMUHOOEH3MIWHA
NPUBOAUT K OOPA30BAHMIO OKPALIEHHOTO MPOAYKTA PEAKIMH, SBJISIOLIETOCS AETEKTUPYEMbIM.
Mounekysly aHTHTENa TakXKe MOXKHO IepUBATH3UPOBATh C HCIOJIB30BAHHEM IPOCTETUYECKON
rpymnmnel (Hampumep, CTpenTaBHAWHA/OMOoTHHA M aBuanHA/OmoTmHA). Hampuwmep, aHTHTENO
MOKHO JepUBATH3MPOBATh OHOTHHOM U OINPENENSATh IOCPENCTBOM HEMPSIMOTO H3MEpPEHHs
CBSI3bIBAHMSl AaBUAMHA WJIM CTpenTaBUAuHA. [lpumepbl mnomxomsimux —(IyopeCHeHTHBIX
MaTepUaJIOB BKJIIOYAOT yMOemdepoH, Giayopeciuent, GpIyopeclenHH30TUOMAHAT, POJaMUH,
OUXJOPUTPUASUHWIIAMUH  (piyopecienH, HaH3WI XJOPUA WKW  (PUKO3PUTPUH, TIPUMEP
JIOMHHECLIEHTHOTO MaTepHajia BKIKYAeT JIIOMUHON, W MPHUMEPbl OHOJIIOMHHECLIEHTHBIX
MaTepHajIoB BKIOYANOT Jonudepasy, TOMupepuH 1 5KBOPUH.

MeueHble MOJIEKYJIbI aHTHTEN MOXKHO HUCIOJIb30BATh, HAIPUMED, AHArHOCTHUECKU W/WIH
SKCIIEPUMEHTANILHO B Psijie YCIIOBUM, BKIIFOUas (1) BbIIEJICHHE 3apaHee OMPeIeICeHHOTO aHTUIeHA
CTaHJAPTHBIMHU criocobam, TaKUMHU KaK appuHHas xpomarorpadus WJIH

UMMyHOIIpenunuTanys; (i) JeTeKIHI0 3apaHee ONpPeeIeHHOrO aHTUIeHa (HalpuMep, B JIN3aTe
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KJIETOK WJIM CyTepPHATaHTe KJIETOK) JJIsl OLIEHKH KOJIMYecTBa U nmpoduis skcrpeccuu Oenka, (1ii)
MOHUTOPHHI' ypOBHEH Oenka B TKAaHM KaK YacTb Croco0a KIMHUYECKOrO TECTUPOBAHUS,
Harpumep, Ui onpeneneHus 3peKkTUBHOCTH ONpeaeNeHHON CXeMBbI JIEUEHUS.

Monexkyiny aHTUTENa MOXHO KOHBIOTHPOBATH C APYrOM MOJIEKYJIOM, Kak IpPaBUIIO,
METKOH WJIM TEepareBTUYECKHUM CPEeNCTBOM (HampuMep, NPOTHBOMUKPOOHBIM (HampuMep,
aHTHOAKTePUAIBHBIM WIIN OaKTepUIIMIHBIM), UMMYHOMOJY IUPYIOIIUM,
UMMYyHOCTHUMYJIUPDYIOLIUM, LUTOTOKCUYECKMM WM LUTOCTaTUYECKUM) CPEICTBOM WU
(YHKIMOHAIBHBIM (parMeHTOM. B 00acTH NMArHOCTHKH WU TepamiH MOYKHO HCIIOJIb30BaTh
pPamuOaKTUBHBIE W30TOMBL. PaJMOAaKTHBHBIE H30TOIbI, KOTOPbIE MOXHO COEIMHSTH C
MOJIEKYJIAMHA QHTHTEJN, BKJFOYAIOT, B KAaUeCTBE HEOTPAHWYMBAIOLINX MPUMEPOB, O-, B- wiu y-
U3JIydaTeNd Wiu - U y-u3nydarenu. Takue pagrloaKkTUBHBIE M30TOIbI BKIKOYAKOT, B KAYECTBE

27), wrrpmit (*°Y), moreuwnit (*''Lu), aktunnit

HEOTPAHNYHUBAIOIINX MPUMEPOB, HOJ (1311 15R1051
(**Ac), npaseomum, acrar (*''At), pennii (*°Re), suecmyr (*’Bi wmm *"Bi), waamit (‘''In),
texuernit ("Tc), dochop (°P), pommii (‘**Rh), cepy (*°S), yraepon (**C), tpuruii CH), xpom
C'Cr), xnop (*°Cl), xobanst (*'Co mn Co), xeneso (VFe), cenen (7 Se) mwm rammii (*'Ga).
PannoakTuBHBIE W30TONBIL, KOTOPbIE MOXKHO HCIIOJIb30BaTh B Ka4deCTBE TEPANIEBTHUECKUX
cpencts, Brmouarot urrpuii (°Y), morewmii (7 Lu), akruumii (> Ac), npaseoanm, actar (X At),
pennit (‘*°Re), Bucmyr (**Bi wm **Bi) u pomuii (‘*Rh). PagnoakTHBHbIE H30TOIBI, KOTOPbIE
MOJKHO HCIIOJIb30BaTh B KAueCTBE METOK, HAIMPHUMEp, AJISI MCIOJIb30BAHUS B JUATHOCTUKE,

127), mramit (M'In), Texuennit (mTc), dochop (°P), yraepon (“'C) u

BirouaroT fox (1 mm
TPUTUHI (3H) WM OIUH Wik OoJiee U3 TepareBTUYECKUX N30TOMOB, YKA3aHHBIX BBILIE.

Hacrosimee nzo0pereHne OTHOCUTCS K PAaAMOAKTUBHO MEYEHBIM MOJIEKYJIaM aHTHUTEN U
cocobaM MX MedyeHMs. B BapuaHTe OCYIIECTBJICHUS OMUCAH CIIOCOO MEYEHHsI MOJIEKYJIbI
artutena. Crnoco® BKIIFOYAET MPUBENEHHE MOJIEKYJbl aHTUTENa B KOHTAKT C XEJATHPYIOILIUM
CpPencTBOM, YTOOBI, TAKUM 00pa3oM, OJIy4YaTh KOHBIOTHPOBAHHOE aHTUTENI0. KOHBIOTHpOBaHHOE
AHTUTEJIO PAAMOAKTUBHO METAT PaJUOAKTUBHBIM M30TOINOM, Hanmpumep, uuauem-111, urrpuem-
90 u morenueM- 177, 4robbl, TaAKKUM 00pa30M, MOJIYYaTh MEYEHYIO MOJIEKYJTY aHTUTENA.

B HEKOTOpBIX acmekTax HACTOsILIee HM300pETEeHHe OTHOCHTCS K CIOCOOy MOJMy4YeHHs
MOJIEKYJIbl aHTUTEJIA, TPEICTaBIEHHON B HacToseM onucaHuu. Crioco0 BKIIKOYAET: MOTyueHUe
anturena, Hampumep, CDI138 wim ero ¢parmeHra; moNydeHHE MOJEKYJbl AaHTUTENA,
ceun(UIeCKH CBS3BIBAIOINEHCS] C aHTUTE€HOM; OLICHKY 3(h(EeKTMBHOCTH MOJIEKYJIbI AHTHTENA B
MOJIYJSIIUY aKTUBHOCTH aHTUTEHA W/WJIM OpPraHU3Ma, SKCIPECCHPYIOLIEro aHTUTeH, HalpuMep,
CD138. Crtoco® MOKEeT OTOIHUTENBHO BKIIOYATh BBEACHNE MOJIEKYJIbl aHTHTENA, BKJIFOYAs €0
NPOM3BOIHOE (HAPUMEp, MOJIEKYJTy T'YMAaHU3UPOBAHHOTO aHTUTENA), MHANBHIAYYMY, HalpuMep,
YEJIOBEKY.

Hacrosimee n3obpereHne OTHOCHTCS K BBIACJICHHONH MOJIEKYJie HYKJIEHMHOBOW KHCIIOTBI,
KOJUPYIOLIEH YKa3aHHYHK BbILUIE MOJIEKYJy aHTHUTENa, BEKTOpaM U KJIETKAM-XO351€BaM.

Monexyna HyKJI€MHOBOM KUCJIOTHI BKJIKOYAET, B KA4E€CTBE HEOrPaHMUMBAKOLUX npumepos, PHK,

resomMuyro JIHK u x/IHK.
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AMUHOKHUCJIOTHBIE U HYKJIEOTUAHbBIE MOCIEA0BATEIbHOCTH IPUMEPOB MOJIEKYJl AHTUTEIN
npuBeAeHbI B TaOaHIax 1 u 2, COOTBETCTBEHHO.

Tabauua 1. Jlanee  nOpenctaBiieHbl  aMUHOKUCIOTHBIE — TMOCJENOBATEIbHOCTH
BapuadenpHON oOmactu Tspkenod nerm (VH) u BapuabenbHoit obnactu serkoit merm (VL)

npumepoB anturen npotuB CDI138. Vkasansl CDR, onpenenennsie no cucremam Kabat umm

Chothia.
Ant | Hen | Amunoxku | SEQ | CDR no Chothia SEQ | CDR no Kabat SEQ

urea | b CJIOTHAA 1D 1D ID

0 nocaenos | NO NO NO

aTeJdbHOC
Tbh

CDO |VH |EVQLQQ |262 |HCD |[GFSFTAH |300 |HCD|AHHMH |362
01 SGPELV RI R1
KPGASV HCD |DPNTGS |301 | HCD | EIDPNTG | 363
KISCETS R2 R2 | STTYNQ
GFSFTA KFRA
HHMHW HCD | NWEPY 302 | HCD | NWFPY | 302
VKQSPE R3 R3
KSLEWI
GEIDPNT
GSTTYN
QKFRAK
ATLTVD
KSSNTT
YMQLKS
LTFEDS
AVYYCY
SNWFPY
WGQGT
LVTVSA
VL |DVVMT |263 |LCD |KSSQSLLD |303 |LCD | KSSQSLL | 303
QTPLTLS RI GDGKTYL Rl | DGDGKT
ATIGQP N YLN

ASIYCKS LCD |LVSKLDS |304 |LCD |LVSKLD | 304
SQSLLD R2 R2 |S
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GDGKTY
LNWLLQ
RPGQSP
KRLIYL
VSKLDS
GVPDRF
TGSGSG
TDFTLKI
SRVEAE
DLGVYY
CWQGT
HFPRTF
GGGTKL
EIK

LCD
R3

WQGTHFP
RT

305

LCD
R3

WQGTHF
PRT

305

CDO
02

VH

QVQLQQ
PGAELV
KPGASV
KLSCKA
SGFSFIT
YWMNW
IKQRPG
RGLEWI
GRIHPSD
SATQYN
QKFKTK
ATLTVD
KSSSTA
YIQLSSL
TSEDSA
VYYCAR
STEGAH
WGQGT
LVTVSA

264

HCD
R1

GFSFITY

306

HCD
R1

TYWMN

364

HCD
R2

HPSDSA

307

HCD
R2

RIHPSDS
ATQYNQ
KFKT

365

HCD
R3

STEGAH

308

HCD
R3

STEGAH

308

VL

DVVMT
QTPLTLS

265

LCD
R1

KSSQSLLH
SDGKTYL

309

LCD
R1

KSSQSLL
HSDGKT

309
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VTIGQP
ASISCKS
SQSLLH
SDGKTY
LNWLLQ
RPGQSP
KRLIYL
VSKLDS
GVPDRF
TGSGSG
TDFTLKI
SRVEAE
DLGVYY
CWQGT
HFPQTF
GGGTKL
EIK

N

YLN

LCD
R2

LVSKLDS

304

LCD
R2

LVSKLD
S

304

LCD
R3

WQGTHFP
QT

310

LCD
R3

WQGTHF
PQT

310

CDO0
03

VH

QVQLQQ
PGAELV
KPGASV
KLSCKA
SGYTFT
SFWMH
WVKQR
PGQGLE
WIGEIYP
SSGVTN
YNERFK
NKATLT
VDKSSR
TAYMQL
SSLTSED
SAVYEC
TPNYYY
DGLYW

266

HCD
R1

GYTFTSF

311

HCD
R1

SFWMH

366

HCD
R2

YPSSGV

312

HCD
R2

EIYPSSG
VTNYNE
RFKN

367

HCD
R3

NYYYDGL
Y

313

HCD
R3

NYYYDG
LY

313
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GQGTLV
TVSA

VL

DVVMT
QTPLTLS
VTIGQP
ASISCKS
SHSLLY
TNGETY
LNWLLQ
RPGQSP
KRLIYL
VSNLDS
GVPDRF
SGSGSG
TDFTLKI
SRVEAE
DLGIYY
CLQSTH
FPRTFG
GGTKLE
K

267

LCD
R1

KSSHSLLY
TNGETYL
N

314

LCD
R1

KSSHSLL
YTNGET
YLN

314

LCD
R2

LVSNLDS

315

LCD
R2

LVSNLD
S

315

LCD
R3

LQSTHEPR
T

316

LCD
R3

LQSTHFP
RT

316

CDO
04

VH

QVQLQQ
PGAELV

KPGASV
KLSCKA
SGFSFTR
YWMNW
VKQRPG
RGLEWI

GRIHPSD
SASQYN
QKFKSK
ATLTVD
KSSSTA

YIQLSSL

268

HCD
R1

GFSFTRY

317

HCD
R1

RYWMN

368

HCD
R2

HPSDSA

307

HCD
R2

RIHPSDS
ASQYNQ
KFKS

369

HCD
R3

STEGAY

318

HCD
R3

STEGAY

318
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TSEDSA
VYYCGR
STEGAY
WGQGT
LVTVSA

VL

DVVMT
QTPLTLS
VTIGQP
ASISCKS
SQSLLH
SDGKTY
LNWLLQ
RPGQSP
KRLIYL
VSKLDS
GVPDRF
TGSGSG
TDFTLKI
SRVEAE
DLGVYY
CWQGT
HFPQTF
GGGTKL
EIK

265

LCD
R1

KSSQSLLH
SDGKTYL
N

309

LCD
R1

KSSQSLL
HSDGKT
YLN

309

LCD
R2

LVSKLDS

304

LCD
R2

LVSKLD
S

304

LCD
R3

WQGTHFP
QT

310

LCD
R3

WQGTHF
PQT

310

CDO
05

VH

QVQLQQ
PGAELV
KPGASV
KLSCKA
SGFSFIT
YWMNW
IKQRPG
RGLEWI
GRIHPSD
SATQYD
QKFKTK

269

HCD
R1

GFSFITY

306

HCD
R1

TYWMN

364

HCD
R2

HPSDSA

307

HCD
R2

RIHPSDS
ATQYDQ
KFKT

370

HCD
R3

STEGAH

308

HCD
R3

STEGAH

308
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ATLTVD
KSSSTA
YIQLSSL
TSEDSA
VYYCAR
STEGAH
WGPGTL
VTVSA

VL

DVVMT
QTPLTLS
VTIGQP
ASISCKS
SHSLLY
TNGETY
LNWLLQ
RPGQSP
KRLIYL
VSNLDS
GVPDRF
SGSGSG
TDFTLKI
SRVEAE
DLGIYY
CLQSTH
FPRTFG
GGTKLE
K

267

LCD
R1

KSSHSLLY
TNGETYL
N

314

LCD
R1

KSSHSLL
YTNGET
YLN

314

LCD
R2

LVSNLDS

315

LCD
R2

LVSNLD
S

315

LCD
R3

LQSTHFPR
T

316

LCD
R3

LQSTHFP
RT

316

CDO
06

VH

EIQLQQS
GTELVK
PGASVK
ISCKTSG
YSFTDY

NMNWV
KQSHGK
SLEWIG

270

HCD
R1

GYSFIDY

319

HCD
R1

DYNMN

371

HCD
R2

NPYYGS

320

HCD
R2

NINPYY
GSTGYT
QNFEG

372

HCD
R3

EGHDYYA
MDY

321

HCD
R3

EGHDYY
AMDY

321
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NINPYY
GSTGYT
QNFEGK
ATLTVD
KSSSTA
YMQLNS
LTSEDS
ALYYCA
REGHDY
YAMDY
WGQGTS
VTVSA

VL

DVVMT
QTPLTLS
VTIGQP
ASISCKS
SQSLLH
SDGKTY
LNWLLQ
RPGQSP
KRLIYL
VSKLDS
GVPDRF
TGSGSG
TDFTLKI
SRVEAE
DLGVYY
CWQGT
HFPQTF
GGGTKL
EIK

265

LCD
R1

KSSQSLLH
SDGKTYL
N

309

LCD
R1

KSSQSLL
HSDGKT
YLN

309

LCD
R2

LVSKLDS

304

LCD
R2

LVSKLD
S

304

LCD
R3

WQGTHFP
QT

310

LCD
R3

WQGTHF
PQT

310

602

VH

QVQLQL
PGAELV
KPGASV
KVSCKA

271

HCD
R1

GYTFTSY

322

HCD
R1

SYWMH

373

HCD
R2

HPSDSD

323

HCD
R2

RIHPSDS
DTNYNQ

374
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SGYTFT
SYWMH
WVKQR
PGQGLE
WIGRIHP
SDSDTN
YNQNFK
GKATLI
VDKSSS
TAYMQL
SSLTSED
SAVYYC
ATGFSF
WGQGT
LVTVSA

NFKG

HCD
R3

GFSF

324

HCD
R3

GFSF

324

603

VH

QVQVQ
VPGAEL
VKPGAS
VKVSCK
ASGYTF
TSYWM
HWMKK
RPGQGL
EWIGRI
HPSDSD
TNYNQN
FKGKAT
LTVDKS
SSTAYM
QLSSLTS
EDSAVY
FCATGF
SFWGQG
TLVTVS
A

272

HCD
R1

GYTFTSY

322

HCD
R1

SYWMH

373

HCD
R2

HPSDSD

323

HCD
R2

RIHPSDS
DTNYNQ
NFKG

374

HCD
R3

GFSF

324

HCD
R3

GFSF

324
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VL

DVVMT
QTPLTLS
VTIGQP
ASISCKS
SQSLLY
SDGKTY
LNWLLQ
RPGESP
KLLIYL
VSKLDS
GVPDRF
TGSGSG
TDFTLKI
SRVEAE
DLGVYY
CLQTTS
FPYTFG
GGTKLD
IK

273

LCD
R1

KSSQSLLY
SDGKTYL
N

325

LCD
R1

KSSQSLL
YSDGKT
YLN

325

LCD
R2

LVSKLDS

304

LCD
R2

LVSKLD
S

304

LCD
R3

LQTTSFPY
T

326

LCD
R3

LQTTSFP
YT

326

604

VH

QVQLQQ
PGAELV
KPGASV
KVSCKA
SGYNFI
NYWMH
WVKQR
PGQGLE
WIGRIHP
SDSYTN
YNQKFK
GKATLT
VDKSSS
TAYMQL
SSLTSED
SAVYYC

274

HCD
R1

GYNFINY

327

HCD
R1

NYWMH

375

HCD
R2

HPSDSY

328

HCD
R2

RIHPSDS
YTNYNQ
KFKG

376

HCD
R3

PISTLY

329

HCD
R3

PISTLY

329
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ASPISTL
YWGQG
TTLTVSS

VL

DVVMT
QTPLTLS
VTIGQP
ASISCKS
SQSLLD
SDGKTY
LNWLLQ
RPGESP
KLLIYL
VSKLDS
GVPDRF
TGSGSG
TDFTLKI
SRVEAE
DLGVYY
CLQATH
FPQTFG
GGTKLE
IK

275

LCD
R1

KSSQSLLD
SDGKTYL
N

330

LCD
R1

KSSQSLL
DSDGKT
YLN

330

LCD
R2

LVSKLDS

304

LCD
R2

LVSKLD
S

304

LCD
R3

LQATHFPQ
T

331

LCD
R3

LQATHF
PQT

331

607

VH

QVQLQL
PGAELV
RPGTSV
KVSCKA
SDYTFT
TYWMH
WVKQR
PGQGLD
WIGRIHP
SDSDTN
YNQNFK
GKATLT
VDKSSS

276

HCD
R1

DYTFITY

332

HCD
R1

TYWMH

377

HCD
R2

HPSDSD

323

HCD
R2

RIHPSDS
DTNYNQ
NFKG

374

HCD
R3

GFSF

324

HCD
R3

GFSF

324
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TAYMHL
SSLTSED
SAVYYC
ATGFSF
WGQGT
LVTVSA

613

VH

QVQVQL
PGAELV
KPGASV
KVSCKA
SGYTFT
SYWMH
WVKKR
PGQGLE
WIGRIHP
SDSDTN
YNQNFK
GKATLT
VDKSSS
TAYMLL
SSLTSED
SAVYYC
ATGFSF
WGQGT
LITVSA

277

HCD
R1

GYTFTSY

322

HCD
R1

SYWMH

373

HCD
R2

HPSDSD

323

HCD
R2

RIHPSDS
DTNYNQ
NFKG

374

HCD
R3

GFSF

324

HCD
R3

GFSF

324

VL

DVVMT
QTPLTLS
VTIGQP

ASISCKS
SQSLLY

SDGKTY
LNWLLQ
RPGESP

ELLIYLV
SKMDSG

278

LCD
R1

KSSQSLLY
SDGKTYL
N

325

LCD
R1

KSSQSLL
YSDGKT
YLN

325

LCD
R2

LVSKMDS

333

LCD
R2

LVSKMD
S

333

LCD
R3

LPRTSFPY
T

334

LCD
R3

LPRTSFP
YT

334




62

VPDRFH
GHGSGT
AFTMKI
SRMGGG
GLGNYY
CLPRTSF
PYTFGG
GTKLEI
K

614

VH

QVQLQL
PGAELV
KPGASV
KVSCKA
SGYTFT
SYWMH
WVKQR
PGQGLE
WIGRIHP
SDSDTN
YNQNFK
GKATLT
VDKSSN
TAYMQL
SSLTSED
SAVYYC
ATGFSF
WGQGT
LVTVSA

279

HCD
R1

GYTFTSY

322

HCD
R1

SYWMH

373

HCD
R2

HPSDSD

323

HCD
R2

RIHPSDS
DTNYNQ
NFKG

374

HCD
R3

GFSF

324

HCD
R3

GFSF

324

VL

DVVMTP
TSLHLL
VTIGQP
GFLECK
SSQNLL
YNEGKT
YLKWLL

280

LCD
R1

KSSQNLLY
NEGKTYL
K

335

LCD
R1

KSSQNL
LYNEGK
TYLK

335

LCD
R2

LVFKMGF

336

LCD
R2

LVFKMG
F

336

LCD
R3

LPSTPFPY
T

337

LCD
R3

LPSTPFP
YT

337




63

PEPGAF
SKVLIYL
VFKMGF
GVPDRF
HGHGSG
TDFPMK
ISRMGG
GGLGGY
LCLPSTP
FPYTFG
GGTKLE
IK

616

VH

QIHLVQ
SGPELK
KPGETV
RISCKAS
GYTFTT
YGMSW
VKQAPG
KALKW
MGWINT
YSGVPT
YADDFK
GRFAFS
LETSAST
AYLQIN
NLKNED
TATYFC
TREGST
MVTRY
YFDYW
GQGTTL
TVSS

281

HCD
R1

GYTFTITY

338

HCD
R1

TYGMS

378

HCD
R2

NTYSGV

339

HCD
R2

WINTYS
GVPTYA
DDFKG

379

HCD
R3

EGSTMVT
RYYFDY

340

HCD
R3

EGSTMV
TRYYFD
Y

340

VL

DIVMTQ
AAPSVP

282

LCD
R1

RSSKSLLH
SNGNTYL

341

LCD
R1

RSSKSLL
HSNGNT

341




64

VTPGES
VSISCRS
SKSLLH
SNGNTY
LYWFLQ
RPGQSP
QLLIYR
MSNLAS
GVPDRF
SGSGSG
TAFTLRI
SRVEAE
DVGVY
HCMQH
LESPYTF
GGGTTL
EIK

Y

YLY

LCD
R2

RMSNLAS

342

LCD
R2

RMSNLA
S

342

LCD
R3

MQHLESP
YT

343

LCD
R3

MQHLES
PYT

343

617

VH

QVQLQL
PGAELV
KPGASV
KVSCKA
SAYTFT
SYWMH
WVKQR
PGQGLE
WIGRIHP
SDSDTN
YNQNFK
GKATLT
VDKSSN
TAYMQL
SSLTSED
SAVYYC
ATGFSF
WGQGT

283

HCD
R1

AYTFTSY

344

HCD
R1

SYWMH

373

HCD
R2

HPSDSD

323

HCD
R2

RIHPSDS
DTNYNQ
NFKG

374

HCD
R3

GFSF

324

HCD
R3

GFSF

324




65

LVTVSA

VL

DIVMTQ
SHKFMS
TSVGDR
VSITCK
ASQDVS
TTVAW
YQQKPG
QSPKLLI
YSASYR
YTGVPD
RFTGSG
SGTDFT
FTISSVQ
AEDLAV
YYCQQH
YSTRPT
FGGGTK
LEIK

284

LCD
R1

KASQDVS
TTVA

345

LCD
R1

KASQDV
STTVA

345

LCD
R2

SASYRYT

346

LCD
R2

SASYRY
T

346

LCD
R3

QQHYSTRP
T

347

LCD
R3

QQHYST
RPT

347

619

VH

QIQLVQ
SGPELK
KPGETV
KISCKAS
GYTFTT
YGMSW
VKQAPG
KGLKW
MGWINT
YSGVPT
YADDFK
GRFAFS
LETSAST
AYLQIN
NLKNED
TATYFC

285

HCD
R1

GYTFTITY

338

HCD
R1

TYGMS

378

HCD
R2

NTYSGV

339

HCD
R2

WINTYS
GVPTYA
DDFKG

379

HCD
R3

EGSTMVT
RYYFDY

340

HCD
R3

EGSTMV
TRYYFD
Y

340




66

AREGST
MVTRY
YFDYW
GQGTTL
TVSS

VL

DIVMTQ
AAPSVP
VTPGES
VSISCRS
SKSLLH
SNGNTY
LYWFLQ
RPGQSP
QVLIYR
MSNLAS
GVPDRF
SGSGSG
TAFTLRI
SRVEAE
DVGVY
YCMQH
LESPYTF
GGGTKL
EIK

286

LCD
R1

RSSKSLLH
SNGNTYL
Y

341

LCD
R1

RSSKSLL
HSNGNT
YLY

341

LCD
R2

RMSNLAS

342

LCD
R2

RMSNLA
S

342

LCD
R3

MQHLESP
YT

343

LCD
R3

MQHLES
PYT

343

623

VH

QIQLVQ
SGPELK
KPGETV
KISCKAS
GYTFTT
YGMSW
VKQAPG
KGLKW
MGWINT
YSGVPT
YADDFK

287

HCD
R1

GYTFTTY

338

HCD
R1

TYGMS

378

HCD
R2

NTYSGV

339

HCD
R2

WINTYS
GVPTYA
DDFKG

379

HCD
R3

EGSTMVT
RYYFDY

340

HCD
R3

EGSTMV
TRYYFD
Y

340




67

GRFAFS
LETSAST
AYLQIN
NLKNED
TATFFC
AREGST
MVTRY
YFDYW
GQGTTL
TVSS

VL

DIVMTQ
AAPSVP
VTPGES
VSISCRS
SKSLLH
SNGNTY
LYWFLQ
RPGQSP
QLLIYR
MSNLAS
GVPDRF
SGSGSG
TAFTLRI
SRVEAE
DVGVY
YCMQH
LEYPSTF
GGGTKL
EIK

288

LCD
R1

RSSKSLLH
SNGNTYL
Y

341

LCD
R1

RSSKSLL
HSNGNT
YLY

341

LCD
R2

RMSNLAS

342

LCD
R2

RMSNLA
S

342

LCD
R3

MQHLEYP
ST

348

LCD
R3

MQHLEY
PST

348

624

VH

QVQVQL
PGAELV
KPGASV
KVSCKA
SGYTFT
SYWMH

289

HCD
R1

GYTFTSY

322

HCD
R1

SYWMH

373

HCD
R2

HPSDSD

323

HCD
R2

RIHPSDS
DTNYNQ
NFKG

374

HCD

GFSF

324

HCD

GFSF

324




68

WVKKR
PGQGLE
WIGRIHP
SDSDTN
YNQNFK
GKATLT
VDKSSS
TAYMQL
TSLTSED
FAVYYC
STGFSF
WGQGT
LVTVSA

R3

R3

VL

DVVMT
QTPLTLS
VTIGQP
ASISCKS
SQSLLY
SDGKTY
LNWLLQ
RPGESP
KLLIYL
VSKLDS
GVPDRF
TGSGSG
TDFTLKI
SRVEAE
DLGVYY
CLQTTY
FPYTFG
GGTKLE
K

290

LCD
R1

KSSQSLLY
SDGKTYL
N

325

LCD
R1

KSSQSLL
YSDGKT
YLN

325

LCD
R2

LVSKLDS

304

LCD
R2

LVSKLD
S

304

LCD
R3

LQTTYFPY
T

349

LCD
R3

LQTTYFP
YT

349

1610

VH

QVQLHQ
PGTSLV
KPGASV

291

HCD
R1

GYNFSSY

350

HCD
R1

SYYMH

380

HCD

HPSDST

351

HCD

TIHPSDS

381




69

KLSCKA
SGYNFS
SYYMH
WVKQR
PGQGLE
WIGTIHP
SDSTTN
CNQKFK
GKATLT
VDKSSR
TAYMQL
NSLTFE
DSAVYY
CANFVY
WGQGTS
VTVSS

R2

R2

TTNCNQ
KFKG

HCD
R3

FVY

HCD
R3

FVY

VL

DIVITQD
ELSNPV
TSGDSV
SISCRSS
KSLLYK
DGKTYL
NWFLQR
PGQSPQ
LLIYVVS
TRASGV
SDRFSG
SGSGTD
FTLEISR
VKAEDV
GVYYCQ
QLVEYP
YTFGGG
TKLEIK

292

LCD
R1

RSSKSLLY
KDGKTYL
N

352

LCD
R1

RSSKSLL
YKDGKT
YLN

352

LCD
R2

VVSTRAS

353

LCD
R2

VVSTRA
S

353

LCD
R3

QQLVEYP
YT

354

LCD
R3

QQLVEY
PYT

354

2510

VH

QVQLHQ

293

HCD

GYNFSSY

350

HCD

SYYMH

380




70

PGTSLV
KPGASV
KLSCKA
SGYNFS
SYYMH
WVKQR
PGQGLE
WIGTIHP
SDSTTN
YNQKFK
GKATLT
VDKSSR
TAYMQL
NSLTFE
DSAVYY
CANFVY
WGQGTS
VTVSS

R1

R1

HCD
R2

HPSDST

351

HCD
R2

TIHPSDS
TTNYNQ
KFKG

382

HCD
R3

FVY

HCD
R3

FVY

VL

DIVITQD
ELSNPV
TSGDSV
SISCRSS
KSLLYK
DGKTYL
NWFLQR
PGQSPQ
LLIYVVS
TRASGV
SDRFSG
SGSGTD
FTLEISR
VKAEDV
GVYYCQ
QLVEYP
YTFGGG

292

LCD
R1

RSSKSLLY
KDGKTYL

N

352

LCD
R1

RSSKSLL
YKDGKT
YLN

352

LCD
R2

VVSTRAS

353

LCD
R2

VVSTRA
S

353

LCD
R3

QQLVEYP
YT

354

LCD
R3

QQLVEY
PYT

354




71

TKLEIK

2610

VH

QVQLHQ
PGTSLV
KPGASV
KLSCKA
SGYSFSS
YYMHW
VKQRPG
QGLEWI
GTIHPSD
STTNCN
QKFKGK
ATLTVD
KSSRTA
YMQLNS
LTFEDS
AVYYCA
NEVYW
GQGTSV
TVSS

294

HCD
R1

GYSFSSY

355

HCD
R1

SYYMH

380

HCD
R2

HPSDST

351

HCD
R2

TIHPSDS
TTNCNQ
KFKG

381

HCD
R3

FVY

HCD
R3

FVY

VL

DIVITQD
ELSNPV
TSGDSV
SISCRSS
KSLLYK
DGKTYL
NWFLQR
PGQSPQ
LLIYVVS
TRASGV
SDRFSG
SGSGTD
FTLEISR
VKAEDV
GVYYCQ

292

LCD
R1

RSSKSLLY
KDGKTYL
N

352

LCD
R1

RSSKSLL
YKDGKT
YLN

352

LCD
R2

VVSTRAS

353

LCD
R2

VVSTRA
S

353

LCD
R3

QQLVEYP
YT

354

LCD
R3

QQLVEY
PYT

354




72

QLVEYP
YTFGGG
TKLEIK

2710

VH

QVQLHQ
PGTSLV
KPGASV
KLSCKA
SGYTFS
SYYMH
WVKQR
PGQGLE
WIGTIHP
SDSTTN
CNQKFK
GKATLT
VDKSSR
TAYMQL
NSLTFE
DSAVYY
CANFVY
WGQGTS
VTVSS

295

HCD
R1

GYTESSY

356

HCD
R1

SYYMH

380

HCD
R2

HPSDST

351

HCD
R2

TIHPSDS
TTNCNQ
KFKG

381

HCD
R3

FVY

HCD
R3

FVY

VL

DIVITQD
ELSNPV
TSGDSV
SISCRSS
KSLLYK
DGKTYL
NWFLQR
PGQSPQ
LLIYVVS
TRASGV
SDRFSG
SGSGTD
FTLEISR

292

LCD
R1

RSSKSLLY
KDGKTYL
N

352

LCD
R1

RSSKSLL
YKDGKT
YLN

352

LCD
R2

VVSTRAS

353

LCD
R2

VVSTRA
S

353

LCD
R3

QQLVEYP
YT

354

LCD
R3

QQLVEY
PYT

354




73

VKAEDV
GVYYCQ
QLVEYP
YTFGGG
TKLEIK

2810

VH

QVQLHQ
PGTSLV
KPGASV
KLSCKA
SGYSFSS
YYMHW
VKQRPG
QGLEWI
GTIHPSD
STTNYN
QKFKGK
ATLTVD
KSSRTA
YMQLNS
LTFEDS
AVYYCA
NEVYW
GQGTSV
TVSS

296

HCD
R1

GYSFSSY

355

HCD
R1

SYYMH

380

HCD
R2

HPSDST

351

HCD
R2

TIHPSDS
TTNYNQ
KFKG

382

HCD
R3

FVY

HCD
R3

FVY

VL

DIVITQD
ELSNPV
TSGDSV
SISCRSS
KSLLYK
DGKTYL
NWFLQR
PGQSPQ
LLIYVVS
TRASGV
SDRFSG

292

LCD
R1

RSSKSLLY
KDGKTYL
N

352

LCD
R1

RSSKSLL
YKDGKT
YLN

352

LCD
R2

VVSTRAS

353

LCD
R2

VVSTRA
S

353

LCD
R3

QQLVEYP
YT

354

LCD
R3

QQLVEY
PYT

354




74

SGSGTD
FTLEISR
VKAEDV
GVYYCQ
QLVEYP
YTFGGG
TKLEIK

2910

VH

QVQLHQ
PGTSLV
KPGASV
KLSCKA
SGYTFS
SYYMH
WVKQR
PGQGLE
WIGTIHP
SDSTTN
YNQKFK
GKATLT
VDKSSR
TAYMQL
NSLTFE
DSAVYY
CANFVY
WGQGTS
VTVSS

297

HCD
R1

GYTFESSY

356

HCD
R1

SYYMH

380

HCD
R2

HPSDST

351

HCD
R2

TIHPSDS
TTNYNQ
KFKG

382

HCD
R3

FVY

HCD
R3

FVY

VL

DIVITQD
ELSNPV
TSGDSV
SISCRSS
KSLLYK
DGKTYL
NWFLQR
PGQSPQ
LLIYVVS

292

LCD
R1

RSSKSLLY
KDGKTYL
N

352

LCD
R1

RSSKSLL
YKDGKT
YLN

352

LCD
R2

VVSTRAS

353

LCD
R2

VVSTRA
S

353

LCD
R3

QQLVEYP
YT

354

LCD
R3

QQLVEY
PYT

354




75

TRASGV
SDRFSG
SGSGTD
FTLEISR
VKAEDV
GVYYCQ
QLVEYP
YTFGGG
TKLEIK

1409

VH

EVQLVE
SGGGLV
QPKGSL
KLSCAA
SGFTFN
TYAMH
WVRQA
PGKGLE
WVARIR
SKSSNY
ATYYAD
SVKDRF
TISRDDS
QSMLYL
QMNNL
KTEDTA
MYYCV
RELRLR
YAMDY
WGQGTS
VTVSS

298

HCD
R1

GFTENTY

357

HCD
R1

TYAMH

383

HCD
R2

RSKSSNYA

358

HCD
R2

RIRSKSS
NYATYY
ADSVKD

384

HCD
R3

ELRLRYA
MDY

359

HCD
R3

ELRLRY
AMDY

359

VL

DILMTQ
TPLTLSV
TIGQPAS
ISCKSSQ
SLLYTN

299

LCD
R1

KSSQSLLY
TNGKTYL
N

360

LCD
R1

KSSQSLL
YTNGKT
YLN

360

LCD
R2

LVSKLDS

304

LCD
R2

LVSKLD
S

304




76

GKTYLN
WLLQRP
GQSPKR
LIYLVSK
LDSGVP
DRFSGS
GSGTDF
TLKISRV
EAEDLG
VYYCLQ
STHFPLT
FGAGTK
LELK

LCD
R3

LQSTHFPL
T

361

LCD
R3

LQSTHFP
LT

361

Ta6auna 2. HykneoTuaHble MOCIENOBATENbHOCTH BapHaOeNbHBIX 00JacTeil TsKeIon

uern (VH) n BapnaGenpHbIx obnacreli nerkoii nenu (VL) npumepos aatuten nporus CD138

AHTHTEJIO

Hennb

HyKJ’leOTI/IIlHaH nmocJaeaoBaTeC/JIbHOCTb

SEQ ID NO

CD001

VH

GAAGTACAGTTGCAGCAATCTGGGCCTGAGC
TGGTGAAGCCCGGTGCTTCCGTGAAAATTTCC
TGCGAAACTTCAGGATTCTCATTTACTGCACA
TCATATGCACTGGGTAAAACAATCTCCAGAG
AAATCACTCGAATGGATAGGCGAGATTGATC
CAAATACCGGGTCCACCACATACAATCAGAA
ATTTCGCGCTAAGGCCACCCTGACTGTCGATA
AAAGTTCTAACACTACATACATGCAGCTTAA
ATCCCTTACATTCGAAGACAGTGCAGTGTACT
ACTGTTACTCTAACTGGTTTCCATATTGGGGA
CAGGGAACACTGGTAACCGTTTCCGCT

385

VL

GACGTAGTTATGACTCAGACACCACTTACACT
CTCTGCTACTATCGGACAACCAGCCTCAATCT
ATTGCAAGTCCTCACAATCTTTGCTTGATGGC
GACGGGAAGACCTATCTCAATTGGCTTCTCCA
ACGACCTGGGCAAAGCCCCAAGAGACTCATA
TATCTCGTTTCCAAGCTGGACAGTGGGGTGCC
AGATAGATTTACTGGGTCAGGTAGTGGTACT
GACTTTACTTTGAAAATATCAAGAGTAGAGG

386




77

CTGAGGACCTCGGAGTCTATTACTGCTGGCAA
GGAACCCATTTCCCCCGCACCTTCGGAGGAG
GGACAAAATTGGAAATAAAA

CD002

VH

CAAGTGCAACTTCAGCAACCCGGCGCCGAGC
TTGTGAAGCCTGGTGCCTCCGTTAAACTTTCT
TGCAAGGCATCCGGTTTCTCATTCATTACCTA
CTGGATGAACTGGATCAAACAAAGACCTGGA
CGTGGTCTGGAGTGGATTGGGCGGATTCACC
CCTCAGACTCCGCAACCCAATACAATCAGAA
ATTCAAAACAAAGGCCACCTTGACCGTTGAT
AAAAGCAGTTCTACCGCTTATATTCAACTGTC
CTCTCTGACCTCAGAAGACTCCGCAGTGTATT
ACTGCGCTCGCTCTACTGAGGGTGCCCATTGG
GGTCAGGGAACATTGGTGACTGTTAGTGCT

387

VL

GATGTTGTTATGACCCAAACTCCCCTGACACT
TTCTGTAACAATAGGTCAGCCTGCCTCTATCT
CATGCAAGTCCTCACAGAGTCTGCTGCACTCT
GATGGGAAGACTTATTTGAACTGGTTGCTCCA
GCGCCCCGGACAGTCTCCTAAACGCCTGATTT
ATTTGGTGAGCAAGTTGGACAGTGGCGTACC
AGACCGATTCACCGGATCTGGCTCCGGGACA
GACTTTACTTTGAAAATAAGTCGTGTCGAGGC
TGAGGATCTTGGCGTGTACTACTGCTGGCAGG
GGACACACTTCCCCCAGACCTTTGGAGGTGG
AACTAAGCTCGAAATCAAA

388

CD003

VH

AAGTACAGCTTCAGCAGCCAGGAGCAGAACT
TGTTAAGCCCGGTGCTTCTGTGAAGCTGTCCT
GTAAAGCTAGTGGTTACACTTTCACTAGCTTT
TGGATGCACTGGGTGAAACAGAGGCCAGGAC
AAGGCTTGGAGTGGATTGGAGAGATATACCC
TAGCAGCGGTGTGACCAACTACAATGAAAGA
TTTAAGAATAAAGCCACCCTGACAGTTGATA
AATCCTCACGGACAGCATACATGCAACTCTC
ATCTCTGACATCCGAGGACAGCGCCGTCTATT
TTTGTACCCCAAACTATTACTACGACGGCTTG

389
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TACTGGGGGCAGGGGACTTTGGTCACAGTGT
CCGCT

VL

GATGTGGTAATGACTCAAACACCACTTACACT
CAGTGTAACTATCGGCCAACCTGCCAGCATCT
CCTGCAAATCCAGTCATAGCTTGTTGTATACC
AATGGCGAGACCTATCTCAACTGGCTTCTCCA
GAGGCCAGGACAGTCTCCCAAAAGACTTATA
TATTTGGTGTCTAACTTGGACTCTGGTGTGCC
CGATAGATTTTCAGGGTCTGGGTCTGGCACCG
ATTTTACATTGAAAATATCCAGGGTGGAAGC
CGAAGACCTTGGAATATACTACTGTCTCCAAT
CAACCCATTTTCCTCGCACATTCGGCGGCGGC
ACTAAACTCGAAATAAAG

390

CD004

VH

CAGGTACAGCTCCAGCAACCAGGGGCAGAGT
TGGTAAAGCCCGGAGCCAGTGTCAAGCTCTC
ATGCAAGGCTTCCGGCTTCAGTTTCACCAGAT
ACTGGATGAATTGGGTTAAACAGCGCCCAGG
ACGAGGGCTTGAATGGATAGGTAGGATTCAT
CCCTCAGACTCAGCAAGTCAGTACAATCAGA
AGTTTAAGTCCAAAGCAACACTGACAGTAGA
CAAAAGCAGCAGCACAGCTTACATTCAGTTG
AGTAGCTTGACATCAGAGGATAGCGCAGTTT
ATTATTGTGGCCGTAGTACAGAAGGGGCTTAT
TGGGGGCAAGGAACACTTGTCACAGTGAGTG
CA

391

VL

GATGTTGTTATGACCCAAACTCCCCTGACACT
TTCTGTAACAATAGGTCAGCCTGCCTCTATCT
CATGCAAGTCCTCACAGAGTCTGCTGCACTCT
GATGGGAAGACTTATTTGAACTGGTTGCTCCA
GCGCCCCGGACAGTCTCCTAAACGCCTGATTT
ATTTGGTGAGCAAGTTGGACAGTGGCGTACC
AGACCGATTCACCGGATCTGGCTCCGGGACA
GACTTTACTTTGAAAATAAGTCGTGTCGAGGC
TGAGGATCTTGGCGTGTACTACTGCTGGCAGG
GGACACACTTCCCCCAGACCTTTGGAGGTGG

388
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AACTAAGCTCGAAATCAAA

CDO005

VH

CAAGTTCAATTGCAGCAGCCTGGTGCTGAGCT
GGTGAAGCCAGGTGCAAGTGTTAAACTTTCA
TGCAAGGCAAGCGGATTCTCCTTCATCACTTA
TTGGATGAATTGGATCAAACAACGTCCTGGG
CGGGGCCTGGAGTGGATTGGTCGCATACACC
CATCTGACTCCGCTACCCAATATGACCAGAA
ATTCAAAACCAAAGCAACCCTCACTGTGGAT
AAAAGCAGCAGCACCGCATACATACAACTCA
GCTCCCTCACTTCCGAGGACTCTGCCGTTTAC
TATTGCGCACGAAGCACTGAAGGGGCTCATT
GGGGTCCAGGAACATTGGTAACAGTCAGCGC
A

392

VL

GATGTGGTAATGACTCAAACACCACTTACACT
CAGTGTAACTATCGGCCAACCTGCCAGCATCT
CCTGCAAATCCAGTCATAGCTTGTTGTATACC
AATGGCGAGACCTATCTCAACTGGCTTCTCCA
GAGGCCAGGACAGTCTCCCAAAAGACTTATA
TATTTGGTGTCTAACTTGGACTCTGGTGTGCC
CGATAGATTTTCAGGGTCTGGGTCTGGCACCG
ATTTTACATTGAAAATATCCAGGGTGGAAGC
CGAAGACCTTGGAATATACTACTGTCTCCAAT
CAACCCATTTTCCTCGCACATTCGGCGGCGGC
ACTAAACTCGAAATAAAG

390

CD006

VH

GAAATACAGCTTCAGCAGTCAGGCACTGAAC
TGGTGAAACCCGGTGCTTCAGTGAAGATTTCC
TGTAAGACCAGTGGTTACAGTTTCACTGATTA
CAACATGAACTGGGTGAAACAATCCCACGGA
AAAAGTCTCGAATGGATAGGTAATATAAACC
CTTATTACGGAAGCACCGGCTACACTCAGAA
TTTTGAAGGTAAGGCTACTTTGACCGTGGATA
AATCTTCTAGTACAGCATATATGCAGCTTAAC
TCACTTACTTCTGAGGACAGCGCCTTGTACTA
CTGCGCTCGTGAAGGGCATGACTACTACGCT
ATGGACTACTGGGGTCAAGGCACATCTGTCA

393
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CAGTCAGCTCA

VL

GATGTTGTTATGACCCAAACTCCCCTGACACT
TTCTGTAACAATAGGTCAGCCTGCCTCTATCT
CATGCAAGTCCTCACAGAGTCTGCTGCACTCT
GATGGGAAGACTTATTTGAACTGGTTGCTCCA
GCGCCCCGGACAGTCTCCTAAACGCCTGATTT
ATTTGGTGAGCAAGTTGGACAGTGGCGTACC
AGACCGATTCACCGGATCTGGCTCCGGGACA
GACTTTACTTTGAAAATAAGTCGTGTCGAGGC
TGAGGATCTTGGCGTGTACTACTGCTGGCAGG
GGACACACTTCCCCCAGACCTTTGGAGGTGG
AACTAAGCTCGAAATCAAA

388

602

VH

CAGGTCCAACTTCAGCTGCCCGGAGCTGAAC
TGGTAAAACCCGGTGCTTCCGTTAAGGTGTCT
TGCAAAGCATCAGGCTACACATTTACTAGCTA
CTGGATGCACTGGGTAAAGCAACGTCCAGGT
CAGGGCCTTGAATGGATCGGTCGTATACATCC
TTCAGACTCAGATACCAATTACAATCAAAACT
TTAAGGGTAAAGCTACTTTGATTGTCGATAAG
TCTTCTTCAACTGCATACATGCAGTTGTCTTCT
CTTACATCCGAGGACAGTGCAGTGTATTACTG
CGCTACAGGTTTCTCTTTTTGGGGACAGGGAA
CCCTCGTAACCGTGAGTGCC

394

603

VH

CAGGTACAAGTGCAGGTGCCAGGAGCTGAGT
TGGTCAAGCCAGGCGCTAGTGTGAAAGTCTC
ATGTAAGGCCAGCGGCTATACTTTCACTAGTT
ACTGGATGCACTGGATGAAGAAGAGACCCGG
ACAGGGGCTCGAATGGATAGGGCGAATCCAC
CCATCTGACAGCGATACAAATTACAACCAGA
ACTTTAAAGGAAAGGCAACACTTACAGTTGA
TAAGTCTAGCAGCACAGCATACATGCAGCTT
AGTTCACTCACATCAGAAGATTCCGCTGTCTA
TTTTTGTGCTACTGGTTTCAGCTTTTGGGGTCA
GGGAACTCTCGTAACTGTGTCCGCA

395

VL

GATGTCGTTATGACCCAGACTCCATTGACTCT

396
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GTCTGTCACCATAGGACAACCCGCATCTATCT
CCTGCAAATCATCACAGAGCTTGCTGTATTCT
GACGGAAAGACATATTTGAACTGGCTGCTCC
AACGGCCTGGGGAGTCCCCTAAACTCCTTATC
TATCTCGTTTCTAAACTTGACAGTGGCGTCCC
TGATCGTTTTACCGGCTCCGGGTCTGGCACTG
ATTTTACACTCAAGATCAGCCGGGTGGAAGC
AGAGGATTTGGGTGTCTACTATTGTCTTCAGA
CCACTTCCTTCCCATATACCTTCGGCGGCGGA
ACTAAATTGGAAATCAAA

604

VH

CAAGTCCAGTTGCAGCAGCCCGGTGCTGAGC
TTGTCAAACCCGGCGCCTCAGTTAAAGTCTCA
TGCAAGGCTTCTGGCTATAACTTTATAAATTA
CTGGATGCACTGGGTCAAACAGCGACCAGGA
CAGGGCCTCGAATGGATTGGTAGAATACACC
CATCAGATAGTTACACTAATTACAATCAGAA
GTTTAAAGGTAAGGCAACACTGACTGTGGAC
AAAAGCAGCTCAACTGCCTACATGCAGCTCA
GTTCTCTCACCTCCGAGGATAGTGCTGTGTAC
TATTGTGCCAGTCCCATATCCACTCTTTATTG
GGGGCAGGGCACCACCTTGACCGTATCCTCA

397

VL

GATGTCGTGATGACTCAAACTCCATTGACTCT
GAGCGTCACTATTGGGCAACCTGCTAGTATAT
CATGCAAGTCCTCTCAGTCTCTGTTGGACTCC
GACGGGAAGACTTATCTCAACTGGTTGCTGC
AACGTCCTGGTGAGAGCCCCAAGCTCCTTATA
TACCTGGTATCAAAACTGGATTCTGGGGTTCC
AGACCGTTTCACTGGGAGCGGGAGCGGCACA
GACTTTACCCTCAAGATTTCACGGGTAGAAGC
TGAAGACCTGGGAGTGTATTACTGCCTTCAAG
CCACACATTTTCCTCAAACATTTGGGGGTGGT
ACTAAGCTGGAAATTAAG

398

607

VH

CAAGTTCAGTTGCAGCTTCCTGGAGCTGAGTT
GGTTCGGCCAGGTACATCAGTTAAAGTAAGC
TGCAAAGCAAGCGACTACACCTTCACCACAT

399
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ATTGGATGCACTGGGTCAAACAGCGGCCTGG
ACAGGGGCTGGACTGGATCGGGAGGATACAT
CCTAGCGATTCTGATACTAACTACAATCAGAA
TTTCAAAGGTAAAGCCACACTCACTGTGGAC
AAATCCTCTTCAACCGCTTACATGCACTTGTC
ATCCTTGACATCCGAGGACTCAGCAGTTTATT
ACTGCGCTACCGGTTTCAGCTTTTGGGGACAG
GGTACTTTGGTGACAGTGAGCGCC

613

VH

CAGGTTCAAGTGCAACTCCCTGGTGCCGAACT
TGTGAAGCCCGGAGCCAGTGTGAAGGTTAGC
TGTAAGGCCTCTGGGTACACATTTACTTCCTA
CTGGATGCACTGGGTAAAAAAGCGGCCAGGA
CAGGGACTCGAATGGATAGGACGTATTCACC
CTTCCGACTCTGACACAAACTACAACCAAAA
CTTCAAAGGTAAAGCCACTCTCACCGTAGAC
AAATCATCATCAACCGCATACATGCTCCTCTC
ATCCCTGACATCAGAAGACAGTGCTGTTTATT
ATTGCGCTACAGGGTTTAGTTTTTGGGGCCAA
GGAACCTTGATTACCGTGTCCGCA

400

VL

GACGTGGTGATGACTCAGACACCTCTGACCCT
GTCTGTAACCATTGGCCAGCCAGCCAGTATTA
GTTGTAAATCATCTCAAAGTCTCCTCTACTCA
GACGGCAAGACCTATTTGAACTGGTTGCTCCA
GCGGCCAGGCGAATCACCCGAGCTGCTCATT
TACTTGGTCTCCAAGATGGATTCCGGTGTGCC
AGATAGATTTCATGGTCACGGAAGTGGGACA
GCCTTCACAATGAAGATTTCCCGGATGGGCG
GCGGTGGATTGGGAAACTATTACTGTCTCCCT
CGTACCTCCTTCCCTTACACTTTCGGTGGTGG
GACAAAACTCGAGATAAAA

401

614

VH

CAAGTGCAGTTGCAGCTCCCCGGTGCCGAAC
TCGTAAAACCCGGCGCAAGCGTGAAAGTTTC
CTGTAAGGCATCCGGCTATACATTCACATCAT
ATTGGATGCATTGGGTCAAACAGCGTCCTGG
GCAGGGTCTTGAATGGATTGGGCGGATACAT

402
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CCATCTGACAGTGATACCAACTACAATCAAA
ATTTTAAAGGGAAGGCCACCCTCACAGTTGA
CAAGTCTAGTAATACAGCCTACATGCAGCTTT
CTAGCCTGACTAGCGAGGATTCTGCTGTTTAC
TACTGTGCAACCGGATTCAGTTTTTGGGGACA
AGGAACTTTGGTGACAGTATCCGCC

VL

GACGTGGTGATGACCCCAACATCACTTCATTT
GCTTGTTACTATAGGGCAACCCGGCTTTTTGT
TCTGTAAAAGTTCACAGAATCTCCTCTACAAT
GAAGGAAAAACATACTTGAAGTGGCTTTTGC
CTGAGCCAGGTGCTTTCTCCAAGGTACTTATA
TACCTTGTCTTCAAGATGGGATTTGGGGTTCC
TGATCGCTTCCACGGCCACGGATCTGGCACCG
ACTTCCCTATGAAAATAAGCCGAATGGGAGG
GGGCGGCCTTGGGGGCTACCTTTGCCTTCCCT
CTACCCCCTTTCCTTATACCTTCGGCGGGGGT
ACTAAACTTGAAATAAAA

403

616

VH

CAGATCCACTTGGTACAGTCTGGACCTGAGCT
GAAGAAGCCTGGAGAGACAGTCAGGATCTCC
TGCAAGGCTTCTGGGTATACCTTCACAACCTA
TGGAATGAGCTGGGTGAAGCAGGCTCCAGGA
AAGGCTTTAAAGTGGATGGGCTGGATAAACA
CCTACTCTGGAGTGCCAACATATGCTGATGAC
TTCAAGGGACGGTTTGCCTTCTCTTTGGAAAC
CTCTGCCAGCACTGCCTATTTGCAGATCAACA
ACCTCAAAAATGAGGACACGGCTACATATTT
CTGTACAAGAGAGGGATCTACTATGGTTACG
AGGTACTACTTTGACTACTGGGGCCAAGGCA
CCACTCTCACAGTCTCCTCA

404

VL

GACATTGTTATGACCCAAGCCGCCCCAAGCG
TACCAGTTACTCCTGGCGAGAGTGTCTCCATT
AGTTGTCGGTCTTCAAAAAGTTTGCTCCACTC
CAATGGGAATACTTACCTTTATTGGTTCCTTC
AGCGTCCTGGTCAATCTCCACAGCTGCTGATT
TATCGAATGAGTAACCTGGCCTCAGGAGTCC

405
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CTGATCGCTTCAGTGGTTCAGGGTCCGGTACT
GCCTTTACACTTAGGATCTCCAGGGTAGAAGC
CGAGGATGTAGGCGTCTACCATTGTATGCAA
CATCTCGAATCACCCTATACTTTCGGTGGAGG
TACAAAACTCGAAATAAAA

617

VH

CAAGTACAACTGCAACTCCCAGGCGCCGAGT
TGGTTAAACCTGGCGCTTCAGTGAAGGTATCC
TGCAAAGCATCTGCCTACACTTTCACATCTTA
CTGGATGCACTGGGTAAAACAGCGACCAGGG
CAGGGACTTGAATGGATTGGACGCATTCATC
CTTCCGATAGCGACACTAACTATAACCAAAA
TTTTAAGGGGAAGGCCACCTTGACTGTGGAT
AAATCTAGCAACACAGCCTACATGCAACTCA
GTTCACTGACTTCTGAGGATTCTGCCGTTTAT
TATTGTGCCACAGGCTTCTCCTTCTGGGGGCA
AGGAACCTTGGTGACCGTGTCAGCT

406

VL

GACATAGTAATGACTCAAAGCCACAAATTCA
TGTCCACCAGTGTTGGTGACCGCGTATCAATC
ACTTGCAAGGCCAGTCAGGACGTATCCACAA
CAGTTGCATGGTATCAGCAAAAGCCAGGACA
ATCACCCAAACTTCTGATTTACAGTGCCAGTT
ATCGATACACTGGGGTTCCCGACAGATTCAC
AGGATCAGGCAGCGGAACTGATTTTACCTTC
ACCATTAGCTCAGTGCAAGCCGAAGATCTGG
CCGTGTATTATTGTCAACAGCACTATAGTACC
AGGCCCACCTTCGGCGGGGGAACTAAATTGG
AAATAAAG

407

619

VH

CAGATCCAGTTGGTACAGTCTGGACCTGAGCT
GAAGAAGCCTGGAGAGACAGTCAAGATCTCC
TGCAAGGCTTCTGGGTATACCTTCACAACCTA
TGGAATGAGCTGGGTGAAACAGGCTCCAGGA
AAGGGTTTAAAGTGGATGGGCTGGATAAACA
CCTACTCTGGAGTGCCAACATATGCTGATGAC
TTCAAGGGACGGTTTGCCTTCTCTTTGGAAAC
CTCTGCCAGCACTGCCTATTTGCAGATCAACA

408




85

ACCTCAAAAATGAGGACACGGCTACATATTT
CTGTGCAAGAGAGGGATCTACTATGGTTACG
AGGTACTACTTTGACTACTGGGGCCAAGGCA
CCACTCTCACAGTCTCCTCA

VL

GATATTGTGATGACCCAAGCTGCCCCCTCCGT
CCCCGTCACACCCGGTGAGTCCGTGTCTATAA
GCTGTCGTAGTTCCAAGAGCTTGCTTCACTCA
AATGGCAATACATACCTTTATTGGTTCCTGCA
ACGCCCCGGCCAGAGCCCACAGGTGTTGATT
TATCGTATGTCAAACCTGGCCTCCGGCGTTCC
CGACAGGTTTTCCGGCAGTGGAAGCGGGACC
GCATTTACACTGCGAATATCTCGTGTTGAGGC
AGAAGACGTTGGAGTCTATTACTGTATGCAA
CACCTCGAAAGCCCATACACTTTCGGCGGTG
GGACTAAGCTGGAAATTAAA

409

623

VH

CAGATCCAGTTGGTTCAGTCTGGACCTGAGCT
GAAGAAGCCTGGAGAGACAGTCAAGATCTCC
TGCAAGGCTTCTGGGTATACCTTCACAACCTA
TGGAATGAGCTGGGTGAAACAGGCTCCAGGA
AAGGGTTTAAAGTGGATGGGCTGGATAAACA
CCTACTCTGGAGTGCCAACATATGCTGATGAC
TTCAAGGGACGGTTTGCCTTCTCTTTGGAAAC
CTCTGCCAGCACTGCCTATTTGCAGATCAACA
ACCTCAAAAATGAGGACACGGCTACGTTTTTC
TGTGCAAGAGAGGGATCTACTATGGTTACGA
GGTACTACTTTGACTACTGGGGCCAAGGCAC
CACTCTCACAGTCTCCTCA

410

VL

GATATTGTCATGACCCAGGCAGCCCCCAGTGT
CCCCGTGACTCCTGGAGAAAGTGTTAGTATTA
GCTGTCGATCAAGTAAATCACTTCTTCATAGT
AACGGAAATACTTACTTGTATTGGTTCCTCCA
AAGGCCAGGCCAGTCTCCACAGTTGCTCATCT
ATCGCATGAGTAATCTTGCTTCAGGTGTGCCT
GATCGCTTCAGTGGCAGTGGATCAGGTACTG
CTTTCACACTCCGTATAAGTAGGGTGGAAGCC

411
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GAGGATGTCGGTGTCTACTATTGTATGCAGCA
CCTGGAGTATCCCTCAACATTTGGTGGGGGG
ACAAAACTGGAGATTAAG

624

VH

CAAGTCCAGGTGCAACTGCCTGGCGCCGAAC
TTGTGAAACCCGGAGCCTCCGTTAAGGTCTCC
TGCAAGGCTAGTGGCTATACCTTTACATCTTA
TTGGATGCACTGGGTGAAAAAACGCCCAGGG
CAGGGCCTCGAATGGATCGGCCGCATCCACC
CATCTGATAGCGACACTAACTATAACCAGAA
CTTTAAAGGCAAGGCTACTCTGACCGTTGATA
AAAGCAGTTCCACTGCCTACATGCAACTGAC
ATCCCTTACCAGTGAGGATTTCGCCGTGTACT
ACTGCTCCACAGGGTTCTCCTTCTGGGGCCAG
GGGACCCTTGTTACCGTGTCCGCA

412

VL

GATGTCGTTATGACCCAGACTCCATTGACTCT
GTCTGTCACCATAGGACAACCCGCATCTATCT
CCTGCAAATCATCACAGAGCTTGCTGTATTCT
GACGGAAAGACATATTTGAACTGGCTGCTCC
AACGGCCTGGGGAGTCCCCTAAACTCCTTATC
TATCTCGTTTCTAAACTTGACAGTGGCGTCCC
TGATCGTTTTACCGGCTCCGGGTCTGGCACTG
ATTTTACACTCAAGATCAGCCGGGTGGAAGC
AGAGGATTTGGGTGTCTACTATTGTCTTCAGA
CCACTTACTTCCCATATACCTTCGGCGGCGGA
ACTAAATTGGAAATCAAA

413

1610

VH

CAAGTTCAGTTGCACCAACCTGGTACAAGCCT
CGTTAAGCCCGGTGCGAGTGTCAAACTTAGCT
GCAAAGCATCTGGTTACAATTTTTCCAGTTAT
TACATGCACTGGGTTAAACAGCGGCCCGGCC
AAGGACTGGAGTGGATCGGAACCATCCACCC
CTCAGACTCAACTACGAACTGCAATCAGAAG
TTCAAGGGGAAGGCCACGCTTACCGTGGACA
AGTCAAGTAGGACTGCTTACATGCAACTCAA
TAGCTTGACATTCGAGGATTCCGCGGTCTATT
ATTGTGCGAATTTCGTCTATTGGGGACAAGGT

414
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ACCAGCGTGACGGTCTCCAGC

VL

GACATTGTTATTACGCAAGACGAGCTGTCAA
ACCCTGTTACGAGTGGTGATTCTGTATCCATA
TCCTGTCGCTCCTCAAAAAGTCTGTTGTACAA
GGATGGAAAAACTTATCTGAACTGGTTTCTGC
AACGGCCAGGCCAATCTCCTCAATTGCTTATA
TACGTCGTTTCAACGAGAGCCTCAGGAGTGTC
TGACAGATTTTCCGGCTCCGGCTCTGGGACCG
ATTTTACTCTCGAAATCAGCCGGGTTAAGGCC
GAAGACGTTGGTGTGTATTATTGCCAACAGCT
CGTAGAGTACCCATATACATTCGGCGGGGGC
ACAAAACTCGAAATAAAG

415

2510

VH

CAAGTTCAGTTGCACCAACCTGGTACAAGCCT
CGTTAAGCCCGGTGCGAGTGTCAAACTTAGCT
GCAAAGCATCTGGTTACAATTTTTCCAGTTAT
TACATGCACTGGGTTAAACAGCGGCCCGGCC
AAGGACTGGAGTGGATCGGAACCATCCACCC
CTCAGACTCAACTACGAACTACAATCAGAAG
TTCAAGGGGAAGGCCACGCTTACCGTGGACA
AGTCAAGTAGGACTGCTTACATGCAACTCAA
TAGCTTGACATTCGAGGATTCCGCGGTCTATT
ATTGTGCGAATTTCGTCTATTGGGGACAAGGT
ACCAGCGTGACGGTCTCCAGC

416

VL

GACATTGTTATTACGCAAGACGAGCTGTCAA
ACCCTGTTACGAGTGGTGATTCTGTATCCATA
TCCTGTCGCTCCTCAAAAAGTCTGTTGTACAA
GGATGGAAAAACTTATCTGAACTGGTTTCTGC
AACGGCCAGGCCAATCTCCTCAATTGCTTATA
TACGTCGTTTCAACGAGAGCCTCAGGAGTGTC
TGACAGATTTTCCGGCTCCGGCTCTGGGACCG
ATTTTACTCTCGAAATCAGCCGGGTTAAGGCC
GAAGACGTTGGTGTGTATTATTGCCAACAGCT
CGTAGAGTACCCATATACATTCGGCGGGGGC
ACAAAACTCGAAATAAAG

415

2610

VH

CAAGTTCAGTTGCACCAACCTGGTACAAGCCT

417
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CGTTAAGCCCGGTGCGAGTGTCAAACTTAGCT
GCAAAGCATCTGGTTACAGCTTTTCCAGTTAT
TACATGCACTGGGTTAAACAGCGGCCCGGCC
AAGGACTGGAGTGGATCGGAACCATCCACCC
CTCAGACTCAACTACGAACTGCAATCAGAAG
TTCAAGGGGAAGGCCACGCTTACCGTGGACA
AGTCAAGTAGGACTGCTTACATGCAACTCAA
TAGCTTGACATTCGAGGATTCCGCGGTCTATT
ATTGTGCGAATTTCGTCTATTGGGGACAAGGT
ACCAGCGTGACGGTCTCCAGC

VL

GACATTGTTATTACGCAAGACGAGCTGTCAA
ACCCTGTTACGAGTGGTGATTCTGTATCCATA
TCCTGTCGCTCCTCAAAAAGTCTGTTGTACAA
GGATGGAAAAACTTATCTGAACTGGTTTCTGC
AACGGCCAGGCCAATCTCCTCAATTGCTTATA
TACGTCGTTTCAACGAGAGCCTCAGGAGTGTC
TGACAGATTTTCCGGCTCCGGCTCTGGGACCG
ATTTTACTCTCGAAATCAGCCGGGTTAAGGCC
GAAGACGTTGGTGTGTATTATTGCCAACAGCT
CGTAGAGTACCCATATACATTCGGCGGGGGC
ACAAAACTCGAAATAAAG

415

2710

VH

CAAGTTCAGTTGCACCAACCTGGTACAAGCCT
CGTTAAGCCCGGTGCGAGTGTCAAACTTAGCT
GCAAAGCATCTGGTTACACCTTTTCCAGTTAT
TACATGCACTGGGTTAAACAGCGGCCCGGCC
AAGGACTGGAGTGGATCGGAACCATCCACCC
CTCAGACTCAACTACGAACTGCAATCAGAAG
TTCAAGGGGAAGGCCACGCTTACCGTGGACA
AGTCAAGTAGGACTGCTTACATGCAACTCAA
TAGCTTGACATTCGAGGATTCCGCGGTCTATT
ATTGTGCGAATTTCGTCTATTGGGGACAAGGT
ACCAGCGTGACGGTCTCCAGC

418

VL

GACATTGTTATTACGCAAGACGAGCTGTCAA
ACCCTGTTACGAGTGGTGATTCTGTATCCATA
TCCTGTCGCTCCTCAAAAAGTCTGTTGTACAA

415
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GGATGGAAAAACTTATCTGAACTGGTTTCTGC
AACGGCCAGGCCAATCTCCTCAATTGCTTATA
TACGTCGTTTCAACGAGAGCCTCAGGAGTGTC
TGACAGATTTTCCGGCTCCGGCTCTGGGACCG
ATTTTACTCTCGAAATCAGCCGGGTTAAGGCC
GAAGACGTTGGTGTGTATTATTGCCAACAGCT
CGTAGAGTACCCATATACATTCGGCGGGGGC
ACAAAACTCGAAATAAAG

2810

VH

CAAGTTCAGTTGCACCAACCTGGTACAAGCCT
CGTTAAGCCCGGTGCGAGTGTCAAACTTAGCT
GCAAAGCATCTGGTTACAGCTTTTCCAGTTAT
TACATGCACTGGGTTAAACAGCGGCCCGGCC
AAGGACTGGAGTGGATCGGAACCATCCACCC
CTCAGACTCAACTACGAACTACAATCAGAAG
TTCAAGGGGAAGGCCACGCTTACCGTGGACA
AGTCAAGTAGGACTGCTTACATGCAACTCAA
TAGCTTGACATTCGAGGATTCCGCGGTCTATT
ATTGTGCGAATTTCGTCTATTGGGGACAAGGT
ACCAGCGTGACGGTCTCCAGC

419

VL

GACATTGTTATTACGCAAGACGAGCTGTCAA
ACCCTGTTACGAGTGGTGATTCTGTATCCATA
TCCTGTCGCTCCTCAAAAAGTCTGTTGTACAA
GGATGGAAAAACTTATCTGAACTGGTTTCTGC
AACGGCCAGGCCAATCTCCTCAATTGCTTATA
TACGTCGTTTCAACGAGAGCCTCAGGAGTGTC
TGACAGATTTTCCGGCTCCGGCTCTGGGACCG
ATTTTACTCTCGAAATCAGCCGGGTTAAGGCC
GAAGACGTTGGTGTGTATTATTGCCAACAGCT
CGTAGAGTACCCATATACATTCGGCGGGGGC
ACAAAACTCGAAATAAAG

415

2910

VH

CAAGTTCAGTTGCACCAACCTGGTACAAGCCT
CGTTAAGCCCGGTGCGAGTGTCAAACTTAGCT
GCAAAGCATCTGGTTACACCTTTTCCAGTTAT
TACATGCACTGGGTTAAACAGCGGCCCGGCC
AAGGACTGGAGTGGATCGGAACCATCCACCC

420
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CTCAGACTCAACTACGAACTACAATCAGAAG
TTCAAGGGGAAGGCCACGCTTACCGTGGACA
AGTCAAGTAGGACTGCTTACATGCAACTCAA
TAGCTTGACATTCGAGGATTCCGCGGTCTATT
ATTGTGCGAATTTCGTCTATTGGGGACAAGGT
ACCAGCGTGACGGTCTCCAGC

VL

GACATTGTTATTACGCAAGACGAGCTGTCAA
ACCCTGTTACGAGTGGTGATTCTGTATCCATA
TCCTGTCGCTCCTCAAAAAGTCTGTTGTACAA
GGATGGAAAAACTTATCTGAACTGGTTTCTGC
AACGGCCAGGCCAATCTCCTCAATTGCTTATA
TACGTCGTTTCAACGAGAGCCTCAGGAGTGTC
TGACAGATTTTCCGGCTCCGGCTCTGGGACCG
ATTTTACTCTCGAAATCAGCCGGGTTAAGGCC
GAAGACGTTGGTGTGTATTATTGCCAACAGCT
CGTAGAGTACCCATATACATTCGGCGGGGGC
ACAAAACTCGAAATAAAG

415

1409

VH

GAAGTTCAATTGGTTGAGTCAGGGGGCGGTC
TTGTTCAACCTAAAGGCTCCCTCAAGTTGTCC
TGTGCAGCCTCTGGATTTACGTTTAACACTTA
TGCTATGCACTGGGTTCGGCAAGCACCGGGG
AAAGGGCTCGAGTGGGTGGCCCGCATTAGAT
CAAAATCATCCAACTATGCCACCTACTATGCC
GATTCCGTGAAGGACAGATTCACAATATCAC
GCGATGATAGCCAAAGTATGCTCTATTTGCAA
ATGAATAATCTTAAAACCGAAGACACAGCTA
TGTATTATTGTGTCAGAGAGTTGAGACTTAGG
TATGCTATGGATTACTGGGGCCAAGGTACTTC
AGTGACCGTTTCATCC

421

VL

GATATACTGATGACCCAAACTCCACTGACTCT
GTCTGTCACCATCGGTCAGCCCGCATCAATCA
GTTGTAAATCTAGTCAGTCCCTGCTGTATACT
AACGGAAAGACTTATCTGAATTGGCTTTTGCA
ACGGCCCGGTCAATCACCCAAAAGGCTTATA
TACCTGGTAAGCAAGTTGGACAGTGGAGTTC

422
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CGGATCGCTTCAGTGGCTCTGGTAGTGGGAC
AGATTTTACGCTCAAAATTAGTAGGGTGGAG
GCCGAGGATCTTGGCGTCTATTATTGCCTCCA
ATCTACGCACTTTCCACTCACGTTTGGGGCCG
GAACCAAACTCGAACTTAAA

Taoaunna

4. Jlanee mpencraBieHbl  aAMUHOKHUCIOTHBIE

nocjaeaoBaTCIbHOCTU

BapuabespHOU oOmactu Tspkenoit nerm (VH) u BapuabenbHoit obnactu serkoit nermu (VL)

anturena B-B4. Ykazansl CDR, onpenenennbie o cucremam Kabat unu Chothia.

Antn | Hen | AmunokuciaorHas | SEQ | CDR no | SE | CDR no Kabat | SE
TEJO | b nocjaegosareabHoc | ID Chothia Q Q
Tb NO ID ID
NO NO
BB4 | VH | QVQLQQSGSELM |423 | HC | GYTFSN [425 |HC [ NYWIE |431
MPGASVKISCKA DR |Y DR
TGYTFSNYWIEW 1 1
VKQRPGHGLEWI HC | LPGTGR | 426 | HC | EILPGT |432
GEILPGTGRTIYN DR DR | GRTIYN
EKFKGKATFTAD 2 2 EKFKG
ISSNTVQMQLSSL HC | RDYYG |427 |HC |RDYYG |427
TSEDSAVYYCAR DR | NFYYA DR | NFYYA
RDYYGNFYYAM 3 MDY 3 MDY
DYWGQGTSVTV
SS
VL | DIQMTQSTSSLSA | 424 | LC | SASQGI |[428 |LC | SASQGI |428
SLGDRVTISCSAS DR | NNYLN DR | NNYLN
QGINNYLNWYQ 1 1
QKPDGTVELLIY LC | YTSTLQ |429 |LC | YTSTLQ |429
YTSTLQSGVPSRF DR |S DR | S
SGSGSGTDYSLTI 2 2
SNLEPEDIGTYYC LC | QQYSK |430 |LC | QQYSKL {430
QQYSKLPRTFGG DR | LPRT DR | PRT
GTKLEIK 3 3

Tab6auna S. HykneoruaHele mMoOCiefnoBaTeNbHOCTH BapuaOeNbHBIX 00JacTeil TsKeIon

uenu (VH) u BapuabenbHbix oOsacreii jgerkoit nernu (VL) anturena B-B4

AHTHT

Len

HyKJ'leOTI/I}IHaﬂ nmocaeaoBaTe/JIbHOCTD

SEQ ID
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eJ10 b NO
BB4 VH | CAGGTTCAGTTGCAGCAGTCTGGTTCCGAATTGATGATG | 433
CCAGGAGCTTCCGTGAAGATAAGCTGTAAGGCCACAGGT
TACACTTTCAGTAACTATTGGATAGAATGGGTAAAGCAA
AGACCTGGTCACGGTTTGGAATGGATCGGGGAGATACTG
CCTGGTACCGGCAGAACTATCTACAACGAGAAATTTAAG
GGTAAAGCCACTTTTACAGCAGACATATCCAGTAATACA
GTTCAAATGCAGCTGTCATCACTCACCAGTGAAGATAGC
GCCGTGTATTACTGCGCCAGGCGCGATTATTACGGCAAC
TTTTATTATGCTATGGATTACTGGGGCCAAGGTACTTCTG
TAACTGTAAGCTCC

VL | GATATACAGATGACGCAGTCTACTTCTTCCCTCTCTGCGT | 434
CCCTTGGCGACCGGGTCACAATAAGCTGTTCTGCTTCCC
AGGGTATAAATAACTACCTGAATTGGTATCAGCAAAAAC
CGGATGGGACGGTCGAACTCCTGATATATTACACATCTA
CACTTCAGTCTGGTGTCCCCTCTCGCTTTTCAGGTTCCGG
TTCCGGCACTGATTATAGCCTTACAATTAGCAACCTCGA
ACCGGAGGACATCGGAACATATTATTGCCAGCAATATAG
TAAACTGCCCAGGACGTTTGGCGGTGGCACCAAGTTGGA
AATCAAA

B BapuaHTe OCYIIECTBIEHUS MOJIEKYJa aHTUTeNa COAEPKUT OnHy, ase wiu Tpu CDR
obnactu VH Monekyibl aHTUTENa, MPEACTABIEHHON B HACTOSIIEM ONHMCAHWM, HAIpPUMEpP, B
tabmune 1, ¢ wucnomp3oBanuem omnpenenenuii CDR no Kabat mnam Chothia. B Bapuante
OCYILECTBJICHHS] MOJIEKYJIa aHTHTeJIa COREPKUT OfHy, aBe min Tpu CDR obnactu VL monexyibl

AHTUTEIIA, HpeﬂCTaBHeHHOﬁ B HACTOAIIEM OIMCAHWM, HaAIIpUMEp, B Ta6.HI/ILle 1 C

>
ucnione3oBanueMm omnpeneneHnii CDR mo Kabat wnmmu Chothia. B Bapuante ocyruecTsieHus
MOJIEKYJIa aHTHUTEJIAa COAEPKUT OnHYy uiu Oonee (Hampumep, nse win Tpu) CDR obnactu VH u
onHy win Oonee (Hampumep, ase wimmu Tpu) CDR obmactu VL Monekynel aHTUTENa,
NPEICTABJICHHOW B HACTOSLIEM OMNKMCAHWM, HAmpumep, B Tabmuiue 1, C HCMOJNB30BaAHUEM
onpenenenniit CDR no Kabat nnm Chothia.

B BapuaHTe OoCylLecTBJIeHMsI MOJIEKyJa aHTUTeNa COAepKUT ofaHy, Ase unu Tpu HCDR,
npuBeneHHbIe B Tabnune 1. B BapumanTe OCyINECTBIEHUS] MOJIEKYJa aHTHTENA COAEPIKUT OHY,
nee wiu Tpu LCDR, mnpuBenenHbie B Tabmmue 1. B Bapuante ocyliecTBieHUsT MOJIEKyJia
aHTHUTENA CONEPKUT OfHy uim Oonee (Hampumep, nse wiu Tpu) HCDR u omny mnm Oonee
(marmpumep, ase wim tpu) LCDR, npuBenennbie B Tadmmue 1.

B BapuaHTe OCYLIECTBICHHS MOJIEKYJIa aHTUTENa COAEPKUT OUH, [1Ba, TPH HIIM YEThIpe

kapkaca obmactu VH wMonekynbl aHTUTeNa, TpUBeAeHHble B TaOnwme 1. B BapuanTte



93

OCYIIECTBIIEHHs] MOJIEKYJIa aHTUTENA CONEP>KUT OIUH, ABA, TPH MM YeTbIpe Kapkaca oOnacTH
VL Monekynel aHTUTENA, NpUBeAeHHble B TaOnuie 1. B BapuaHTe OCyliecTBIeHUs MOJIEKyJia
aHTUTENA COJEPKUT OAMH UM Oonee (Harmpumep, 1Ba, TPU WM 4YeThIpe) Kapkaca odmactu VH u
onuH uiu Oonee (HampuMmep, 1Ba, TPU WIIK YeThIpe) kapkaca obmactu VL mMonexyssl aHTUTeNa,
npuBeneHHbIe B Tadmume 1.

B BapuaHTe OCyIlIecTBI€HHMs MOJIEKyJa aHTUTena conep:kut VH Monekynsl aHTuTena,
IPE/ICTABIICHHYIO B HACTOSIIIEM ONMCAHWUM, HanpuMep, B Tabiuue 1. B BapuanTe ocymecTBieHns
MOJIEKYJIa AaHTUTENa COAEPKUT VL MONeKkynbl aHTUTENa, NPENCTABJICHHYK) B HACTOSLIEM
OMHUCaHWU, Hanpumep, B Tabauue 1. B BapuaHTe OCYLIECTBICHUS MOJIEKYJIa AHTUTENA CONEPIKUT
VH u VL MonekyJibl aHTuTeNa, MPEeACTABICHHbBIE B HACTOSIIEM OIMUCAHUH, HAIIPUMEp, B TaOJIHLIE
1.

B BapumaHTe OCyLIeCTBIEHUs MOJIEKyJa aHTUTena cojepxkur VH, wumeromyro
AMHHOKHUCJIOTHYIO TOCIIEIOBATEIbHOCTh, MPUBENCHHYIO B Tabiuie 1, Wi aMHHOKHCIOTHYIO
MIOCJIEIOBATENBHOCTD, MO CYIIECTBY, HACHTUYHYIO eil (HanmpuMep, OTJIMYArOINYIOCs OT Hee Ha He
bonee uem 1, 2, 3,4, 5,6, 7,8, 9,10, 11, 12, 13, 14 unu 15 aMUHOKUCIOTHBIX OCTATKOB HJIH
SBIIIIOLIYIOCST 1O MeHblIed mepe Ha 85, 90, 95 mmm 99% wupentuuHoW eii). B Bapmanre
OCYILIECTBJICHUSI MOJIEKyJla aHTUTeNa CONEpPKUT VL, HMEIyH aMUHOKHUCIOTHYIO
NOCJIEIOBATENbHOCTD, IPUBEACHHYIO B TabnuIe 1, WM aMUHOKHCIIOTHYIO TTOCIIEA0BATENbHOCTD,
IO CYIIeCTBY, HASHTHYHYIO el (HarmpuMep, OTIHYAOLIYIOCs OT Hee Ha He Oosee uem 1, 2, 3, 4, 5,
6,7,8,9,10, 11, 12, 13, 14 nnu 15 aMUHOKUCIOTHBIX OCTATKOB WJIH SIBJIIFOLIYIOCS IO MEHBLIEH
mepe Ha 85, 90, 95 nnmu 99% uneHTHYHOI eif). B BapnanTe OCylIeCTBIEHUs MOJIEKyJa aHTHTENa
comepxuT VH, UMeIoIy0 aMMHOKHUCIIOTHYIO MOCIIEIOBATEIbHOCTD, IIPUBEIEHHYIO B Tabnule 1
(M aMUHOKHCIIOTHYIO TTOCTIEIOBATENBbHOCTD, IO CYLIECTBY, HASHTUYHYIO eii), 1 VL, umeromyro
AMHMHOKHCJIOTHBIE TIOCIEOBATEIbHOCTH, NMpUBeeHHble B Tabmuue | (MM aMUHOKHUCIIOTHYIO
HIOCJIEIOBATENIbHOCTb, IO CYLIECTBY, HACHTUYHYIO €i).

B BapuwanTe oOCylIecTBIeHHsT MOJeEKyJa aHtuTenaa coaep:xkut VH, xomaupyemyro
HYKJICOTHTHOM TMOCIEOBATEIbHOCTBIO, MPUBEICHHOW B Tabnume 2, WM HYKJICOTUAHON
NIOCJIEIOBATENILHOCTBIO, TIO CYLIECTBY, MASHTUYHOH e (Hampumep, OTJIMYAOIIEICs OT Hee Ha He
Obonee uwem 3, 6, 15, 30 wmum 45 HYKJIEOTHUAOB WM SIBIISIOMIEHCS TO MEHbIIEH Mepe
npubnusuTensHO Ha 85%, 90%, 95% wunmm 99% uneHTH4YHOH eif). B BapuaHTe OCylIecTBICHUS
MOJIEKYJIa aHTUTENa COAEep:KUT VL, KOmMpyeMyH HYKJIEOTHIHON NOCIEA0BATENBbHOCTHIO,
NpUBENEHHOW B Ta0nuue 2, WIM HYKJICOTHIHOH MOCIeN0OBATEIbHOCT, MO CYIIECTBY,
UICHTUYHOW eil (Hampumep, OTIMYAKOIIENCss OT Hee Ha He Oonee uwem 3, 6, 15, 30 wim 45
HYKJICOTHIOB WJIM SIBJBIFOLIENCS N0 MeHblIeld Mmepe npubmusutenbHo Ha 85%, 90%, 95% wmm
99% wuReHTUYHOH ei). B BapmaHTe OCYINECTBJICHHS MOJIEKyJa aHTHUTENa comepkut VH,
KOIMPYEMYI0 HYKJIEOTHIHOM IMOCIEeNOBATENbHOCTBIO, NPUBEAECHHOW B Tabmuue 2 (wim
HYKJICOTHTHON IOCJIeOBATEIbHOCTBIO, TIO CYIIECTBY, MIOEHTUYHOW eif), u VL, komgupyemyro
HYKJICOTHTHOM TIOCIIENOBATENbHOCTBIO, TPUBEACHHOW B TalOmuue 2 (WMJIM HYKJICOTHIHON

MIOCJIEIOBATEIBHOCTBIO, TIO CYLIECTBY, HACHTUIHOM €ii).
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B Bapmanre ocymectBiaenns VH comepxkut omny, ase wim Bce u3. (1) HCDRI,
comepxaliel aMUHOKUCIOTHYIO mnocienosatenbHocth GYNFSSY (SEQ ID NO: 350); (i)
HCDR2, conepsxameli amuHOKHCIOTHYIO nocienosarenbHocts HPSDST (SEQ ID NO: 351);
w (ii1) HCDR3, conep:xaieii aMMHOKUCIOTHYIO mocienoBarenbHocTh FVY; u VL conmepskur
onny, nse wimu Bce u3. (1) LCDRI, comepxarueii aMUHOKHCIOTHYIO MOCIEIOBATEIbHOCTD
RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (ii)) LCDR2, comepxameil aMHUHOKHCIOTHYIO
nocienosarenbHoctb  VVSTRAS (SEQ ID NO: 353); wm (iii) LCDR3, conepxatneit
aMUHOKHUCIIOTHYIO0 mocienoBareabHocTh QQLVEYPYT (SEQ ID NO: 354). B Bapuante
ocymectienuss VH  comepxur: (1)) HCDRI1, comepkamyr0o  aMHUHOKHCJIOTHYIO
nocnenoBarenbHocTe  GYNFSSY (SEQ ID NO: 350); (i1) HCDR2, conepsxkarmnyro
aMUHOKHUCIIOTHYI0 TnocnenosatenbHocte HPSDST (SEQ ID NO: 351); u (iii)) HCDR3,
CONepIKaIlyr0 aMHHOKHCIOTHYH mnocnenoBatenbHocTh FVY, u VL comepxwut: (i) LCDRI,
coZlepskamy aMUHOKUCIOTHYIO nocnenosaTenbHOCTh RSSKSLLYKDGKTYLN (SEQ ID NO:
352); (i1)) LCDR2, conepskainyro aMHHOKHCIOTHYIO nocnenosarenbHocTh VVSTRAS (SEQ ID
NO: 353); u (iii)) LCDR3, conmepskainyto aMUHOKUCIIOTHYIO nocienoBarebHOCTh QQLVEYPYT
(SEQ ID NO: 354).

B Bapmante ocymectBiaenus VH comepxkut omny, ase wim Bce u3. (1) HCDRI,
cozep Kaliel aMIHOKHCIOTHYO nocienosarenbHocTh SY YMH (SEQ ID NO: 380); (1) HCDR2,
comepskameit aMuHOKUCIIOTHYI0 nocneaoBareabHocTh TIHPSDSTTNCNQKFKG (SEQ ID NO:
381); wmm (iii)) HCDR3, coxepskaineii aMHUHOKHCIOTHYIO mnocienoBareapbHocTh FVY; u VL
comep>kut oxHy, nase win Bce wu3: (1) LCDRI, coxepxameii aMUHOKHCIOTHYIO
nocienosarenbHocTh RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (i1)) LCDR2, copep:xarueii
amMuHOKHUCJIOTHYIO mocienosarenbHOCTh VVSTRAS (SEQ ID NO: 353); wmmu (ii1)) LCDR3,
comepskamel aMUHOKUCIOTHYI0 mocienoBarenbHocTh QQLVEYPYT (SEQ ID NO: 354). B
Bapuante ocymectsieHust VH copepxur: (1) HCDRI, conepxamyro aMHHOKHCIOTHYIO
nocienosarenbHoctb  SYYMH (SEQ ID  NO: 380); (ii) HCDR2, coxepxamryro
amuHOKHUCIOTHYI0 nocienosarenbHocTh TIHPSDSTTNCNQKFKG (SEQ ID NO: 381); u (iii)
HCDR3, conepraiyr0 aMHHOKHCIOTHYIO mnocienoBatenbHocte FVY; u VL comepxur: (i)
LCDRI, conep:xainyro aMmuHOKHCIOTHYEO nociienoBarebHOcTh RSSKSLLYKDGKTYLN (SEQ
ID NO: 352); (i1)) LCDR2, conepxamyr aMUHOKHCIOTHYIO mocyienoBaredbHOCTE VVSTRAS
(SEQ ID NO: 353); u (iii) LCDR3, conmep:kamyr0 aMUHOKUCJIOTHYIO TMOCJIEIOBATEIbHOCTh
QQLVEYPYT (SEQ ID NO: 354).

B BapmanTe ocymectBieHuss VH comepkMT aMMHOKHCIOTHYIO MOCJIEIOBATEIbHOCTD
SEQ ID NO: 291. B Bapuante ocymectsieHuss VL coaepXUT aMHUHOKHCIOTHYIO
nocnenosatenbHocte SEQ ID NO: 292, B Bapuante ocyiuectsieHuss VH coxpepxur
aMUHOKHUCIOTHYIO nocnenosatenbHocTh SEQ ID NO: 291, u VL coaepKuT aMUHOKHCIOTHYIO
nocaenaoaTeabHOCTh SEQ ID NO: 292,

B Bapmanre ocymectBienuss VH comepxxut onny, nse wiu Bce u3: (1) HCDRI,
comepxkaliel aMHHOKUCIOTHYIO mnocnenoBatenbHocTh GYNFSSY (SEQ ID NO: 350); (1)
HCDR?2, conepsxameli amuHokucinoTHyo nocienosarenbHocts HPSDST (SEQ ID NO: 351);
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win (ii1) HCDR3, conmep:xaieli aMHHOKUCIOTHYIO mocienoBarenbHocTh FVY; u VL conmepskut
onny, nee wim Bce u3. (1) LCDRI, conepkalneii aMHHOKUCJOTHYIO TOCJIEIOBATEIbHOCTD
RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (i1)) LCDR2, conepxaimeii aMHHOKHCIOTHYIO
nocienosarenbHocTb  VVSTRAS (SEQ ID NO: 353); wm (ii1) LCDR3, conepxateit
amuHOKuCIOTHYIO mnocienoBarenbHocTe QQLVEYPYT (SEQ ID NO: 354). B Bapuante
ocymectienuss VH  comepxkutr: (i) HCDRI, comepkamyrd  aMHHOKHCIOTHYIO
nocienosarenbHoctb  GYNFSSY (SEQ ID NO: 350); (ii)) HCDR2, conepsxainyto
aMHHOKHUCIIOTHYIO TnocnenosatenbHocte HPSDST (SEQ ID NO: 351); u (iii)) HCDR3,
COAEPIKALIYI0 aMHHOKHCIOTHYI mocienosarensHoctb FVY; u VL comepxur: (1) LCDRI,
coZeprkaly aMUHOKUCIOTHYIO nocienoBaTebHOCTh RSSKSLLYKDGKTYLN (SEQ ID NO:
352); (i1)) LCDR2, conepsxaiyro aMHHOKHCIOTHYIO nocnenosarenbHocth VVSTRAS (SEQ ID
NO: 353); u (iii) LCDR3, comep:xainyro aMUHOKUCIOTHYIO nocienoBaTenbHocTh QQLVEYPYT
(SEQ ID NO: 354).

B Bapuwante ocymectBiaenns VH comepxut omny, ase wim Bce u3. (1) HCDRI,
cozepKaliel aMHHOKHCIIOTHYIO nocienosarenbHocTh SY YMH (SEQ ID NO: 380); (i) HCDR2,
conepxaieit aMuHOKUCIOTHYIO nocnenoBatenbHocTh TIHPSDSTTNYNQKFKG (SEQ ID NO:
382); wmm (iii) HCDR3, copmepskaieli aMUHOKHMCIOTHYHO mnocienoareabHocTs FVY; u VL
comep>kut oxHy, nase win Bce wu3: (1) LCDRI, coxepxkameii aMUHOKHCIOTHYIO
nociaenosarenbHocTh RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (i1)) LCDR2, comep:xarueii
aMHHOKHUCIIOTHYIO0 mocnenoBatenbHocTh VVSTRAS (SEQ ID NO: 353); wm (i) LCDR3,
comepskameil aMUHOKUCIIOTHYI0 mnocienoBarenbHocTh QQLVEYPYT (SEQ ID NO: 354). B
Bapuanre ocymecteieHuss VH copepxur: (1) HCDRI1, copepxamyoo aMHUHOKHCIOTHYIO
nocnenoBarenbHocte  SYYMH (SEQ ID  NO: 380); (i) HCDR2, conepxainyro
amuHOKHUCIOTHYI0 TnocnenosarenbHocTh TIHPSDSTTNYNQKFKG (SEQ ID NO: 382); u (iii)
HCDR3, conepaiyr0 aMMHOKHCIOTHYIO mnocnenoBatenbHocTs FVY, u VL comepxur: (i)
LCDRI1, conepxkamyro amuHokucioTHyro nocieaoaTebHOCTh RSSKSLLYKDGKTYLN (SEQ
ID NO: 352); (i1)) LCDR2, conepsxamyr aMHHOKHCIOTHYIO mocienoareibHocTh VVSTRAS
(SEQ ID NO: 353); u (iii) LCDR3, conmep:aiyr0 aMHHOKHUCJIOTHYIO TOCJIEIOBATEIbHOCTD
QQLVEYPYT (SEQ ID NO: 354).

B BapmanTe ocymectBieHuss VH comepkMT aMHHOKHCIOTHYK MOCJIEIOBATEIbHOCTD
SEQ ID NO: 293, B Bapuante ocyuectieHuss VL conepXUT aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 292, B Bapuante ocyiuectsienuss VH coxpepxur
aMUHOKHUCJIOTHYIO nocnenoBatenbHocTs SEQ ID NO: 293, u VL coaepKuT aMUHOKHCIOTHYIO
nocaenoaTeabHOCTh SEQ ID NO: 292,

B Bapuante ocymectBiaenuss VH comepxxut onmny, nse wim Bce u3. (1) HCDRI,
comep Kaliel aMUHOKHCIOTHY mnocienosarenbHocth GYSFSSY (SEQ ID NO: 355); (i)
HCDR?2, conepskameii amuHoKuCIOTHYIO nocienosarenbHocts HPSDST (SEQ ID NO: 351);
win (ii1) HCDR3, conep:xaieli aMHHOKHCIOTHYIO nocienoBaTenbHOCTh FVY; u VL comepxut
onny, nse wmm Bce u3. (1) LCDRI, coxepkalneii aMHMHOKHUCIOTHYIO TOCJIEIOBATEIbHOCTD
RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (i1)) LCDR2, conepxaieii aMHHOKHCIOTHYIO
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nocienosarenbHocTb  VVSTRAS (SEQ ID NO: 353); wmmu (ii1) LCDR3, copepskamueit
aMuHOKHUCIIOTHYI0 mocnenoBarenbHocTh QQLVEYPYT (SEQ ID NO: 354). B Bapuante
ocymecteienuss VH  comepxur: (1) HCDRI1, conmepxkamiylo  aMHHOKHCIIOTHYIO
nocnenoBarenbHOocTe  GYSFSSY (SEQ ID NO: 355); (1)) HCDR2, coxepsxkamyro
amuHOKHUCJIOTHYIO mnocnenoBarenbHocts HPSDST (SEQ ID NO: 351); u (iii)) HCDR3,
COIepKaIlYy0 aMMHOKHCIOTHYH mnociefoBarenbHocTh FVY;, u VL comepxutr Tpu
onpenesoume KoMmieMeHTapHocTh obnactu jerkoit uenu (LCDR1, LCDR2 u LCDR3), rune
VL comepxut: (i) LCDRI, conmepkainyd aMHHOKUCJOTHYIO  TOCJIEIOBATEIbHOCTD
RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (i1)) LCDR2, coxepaiy aMHHOKUCJIOTHYIO
nocienosarenbHoctb  VVSTRAS (SEQ ID NO: 353); m (iii) LCDR3, conepxamryro
aMHHOKHUCIIOTHYIO nocnenoBatenbHocTh QQLVEYPYT (SEQ ID NO: 354).

B Bapuwante ocymectBiaenus VH comepxut omny, ase wim Bce u3. (1) HCDRI,
coepKaliel aMIHOKHCIOTHYO nocienosarenbHocTh SY YMH (SEQ ID NO: 380); (i) HCDR2,
conepskameit aMuHOKUCIOTHYI0 nocneaoBareabHocTh TIHPSDSTTNCNQKFKG (SEQ ID NO:
381); wmm (iii) HCDR3, copmepskamueii aMUHOKHCIOTHYHO mnocienoareabHocTh FVY; u VL
comep>kut omHy, nase win Bce wu3. (1) LCDRI, coxepxameii aMUHOKHCIOTHYIO
nocienosatenbHocTh RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (i1)) LCDR2, comepsxarueii
aMHHOKHUCIIOTHYIO0 mocnenoBatenbHocTe VVSTRAS (SEQ ID NO: 353); wm (iii) LCDR3,
comepskamel aMUHOKUCIIOTHYI0 mochenoBarenbHocTh QQLVEYPYT (SEQ ID NO: 354). B
Bapuanre ocymecteieHuss VH comepxur: (1) HCDRI, copepxamyo aMHUHOKHCIOTHYIO
nocnenoBarenbHocte  SYYMH (SEQ ID  NO: 380); (11)) HCDR2, conepskamyro
amuHOKuCnoTHY0 nocnenosarenbHocTs TIHPSDSTTNCNQKFKG (SEQ ID NO: 381); u (i)
HCDR3, comepamyr0 aMHHOKHCIOTHYIO mocienosarenbHocTh FVY; u VL comepxur: (1)
LCDRI, conep:xainyro amuHokuCIOTHYIO nocienosareabHOcTh RSSKSLLYKDGKTYLN (SEQ
ID NO: 352); (i1)) LCDR2, conepsxamyr aMHHOKHCIOTHYIO mocienoareibHocTh VVSTRAS
(SEQ ID NO: 353); u (iii) LCDR3, coxmep:kaliyr0 aMHHOKHUCJIOTHYIO TOCJIE€I0BATEIbHOCTD
QQLVEYPYT (SEQ ID NO: 354).

B BapmanTe ocymectBieHuss VH comepkMT aMHHOKHCIOTHYK MOCJIEIOBATEIbHOCTD
SEQ ID NO: 294. B Bapuante ocyumectsieHuss VL comepXUT aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 292, B Bapuante ocymectsieHuss VH copepskut
aMUHOKHUCIOTHYIO nocnenoBatenbHocTs SEQ ID NO: 294, u VL coaepKUT aMUHOKHCIOTHYIO
nocaenoaTeabHocTh SEQ ID NO: 292,

B Bapmante ocymectBiaenuss VH comepxxut onmny, nse wiu Bce u3: (1) HCDRI,
comepxaiiei aMUHOKHCIOTHYI nocienosarenbHocTh GYTFSSY (SEQ ID NO: 356); (ii)
HCDR?2, conepskameli aMmuHOKHCIOTHYIO nocnenosarenbHocts HPSDST (SEQ ID NO: 351);
win (ii1) HCDR3, conep:xaineli aMHHOKHUCIOTHYIO mocienoBarenbHocTh FVY; u VL comepskut
onny, nse wmm Bce u3. (1) LCDRI, comepxamieii aMHUHOKHCJIOTHYIO TOCIEIOBATEIBHOCTD
RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (i1)) LCDR2, conep»aimeii aMHHOKHCIOTHYIO
nocienosarenbHocTb  VVSTRAS (SEQ ID NO: 353); wm (ii1) LCDR3, conepxatneit
amMuHOKHUCIIOTHYI0 mocnenoBarenbHocTh QQLVEYPYT (SEQ ID NO: 354). B Bapuante
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ocymectnenuss VH  comepxut: (1) HCDRI1, copmepxkamyrd  aMHUHOKHCJIOTHYIO
nocnenoBarenbHocTe  GYTFSSY (SEQ ID NO: 356); (i) HCDR2, conepsxkamyto
aMHHOKHUCIIOTHYIO0 TnocnenosatenbHocte HPSDST (SEQ ID NO: 351); um (ii1)) HCDR3,
COIEpIKAIYI0 aMUHOKHCJIOTHYI mnocienoBatenbHocTs FVY; u VL comepxut: (1) LCDRI,
comepskamy aMuHOKUCIOTHYIO nocienoBaTenbHOCTh RSSKSLLYKDGKTYLN (SEQ ID NO:
352); (i) LCDR2, copepskamiyro aMHHOKUCIOTHYIO nocienosatenbHocte VVSTRAS (SEQ ID
NO: 353); u (iii)) LCDR3, coxepkainyt aMMHOKHCIOTHYIO nocnenoBareabHOCcTh QQLVEYPYT
(SEQ ID NO: 354).

B Bapuante ocymectBiaenus VH comepxkut omny, ase wiau Bce u3. (1) HCDRI,
coepKaliel aMUHOKHCIOTHYIO nocienosatenbHocTh SY YMH (SEQ ID NO: 380); (i) HCDR2,
comepskamiet aMuHOKUCIOTHYI0 nocneaoBareapbHocTh TIHPSDSTTNCNQKFKG (SEQ ID NO:
381); wmm (iii) HCDR3, copepskamieii aMUHOKHCIOTHYIO mocienoBareabHocTh FVY; u VL
comep>kut oxHy, nase win Bce wu3: (i) LCDRI, coxepxameii aMUHOKHCIOTHYIO
nocienosatenbHocTh RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (i1)) LCDR2, comepsxarueii
aMHHOKHUCIIOTHYIO0 mocnenoBatenbHocTe VVSTRAS (SEQ ID NO: 353); wmm (iii)) LCDR3,
comepskamel aMUHOKUCIOTHYI0 mnocienoBarenbHocTh QQLVEYPYT (SEQ ID NO: 354). B
Bapuanre ocymecteieHuss VH comepxur: (1) HCDRI, copepxamy0 aMUHOKHCIOTHYIO
nocienosarenbHoctb  SYYMH (SEQ ID  NO: 380); (11) HCDR2, cogxepxamyro
amuHOKHCIOTHYI0 nocnenosarenbHocTh TIHPSDSTTNCNQKFKG (SEQ ID NO: 381); u (iii)
HCDR3, conepxxainyr0 aMHUHOKHCIOTHYIO mnocienosatenbHocTs FVY; u VL comepxur: (i)
LCDRI, conep:xamnyro amuHOKHCIOTHYIO TTociienoBarebHOCT RSSKSLLYKDGKTYLN (SEQ
ID NO: 352); (11) LCDR2, coxepskamyo aMHHOKUCIOTHYIO0 nocienoBaTesbHOCTE VVSTRAS
(SEQ ID NO: 353); u (ii1) LCDR3, conmep:xamyro aMHHOKHCJIOTHYIO TOCJIE€IOBATENbHOCTD
QQLVEYPYT (SEQ ID NO: 354).

B BapuanTte ocywmectBieHuss VH comaepKUT aMHUHOKUCIOTHYIO IMOCJIE€I0BATENBbHOCTD
SEQ ID NO: 295, B Bapuante ocymectBieHuss VL COOepXUT aMUHOKHCIOTHYIO
nocnenoBatenbHocTe SEQ ID NO: 292, B Bapuante ocymectsiaenuss VH copepxur
aMUHOKHUCJIOTHYIO nocienoBarenbHocTh SEQ ID NO: 295, u VL comepXuT aMUHOKHCIOTHYIO
nocaenoaTeabHocTh SEQ ID NO: 292,

B Bapuwanre ocymectBiaenns VH comepxut omny, ase wim Bce u3. (i) HCDRI,
comeprKaliel aMUHOKHCIOTHY mocienosarenbHocth GYSFSSY (SEQ ID NO: 355); (i)
HCDR?2, conepskameli aMmuHOKHCIOTHYIO nocienoBareiabHocts HPSDST (SEQ ID NO: 351);
win (ii1) HCDR3, conep:kaieii aMHHOKUCIOTHYIO mocienoBarenbHocTh FVY; u VL conmepskut
onny, nee wiu Bce u3. (1) LCDRI, coxepkalneii aMHHOKUCJOTHYIO TOCJIEIOBATEIbHOCTD
RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (ii)) LCDR2, conepaimeii aMHHOKHCIOTHYFO
nocienosarenbHocTh  VVSTRAS (SEQ ID NO: 353); wm (iii) LCDR3, conepxameit
aMuHOKHUCIIOTHYI0 mocnenoBarenbHocTh QQLVEYPYT (SEQ ID NO: 354). B Bapuanre
ocymectenenuss VH  comepxur: (1) HCDRI1, conmepkamylo — aMHHOKHCIIOTHYIO
nocnenoBarenbHocTe  GYSFSSY (SEQ ID NO: 355); (1)) HCDR2, coxepsxkamyro
aMUHOKUCJIOTHYIO mocienoBarenbHocth HPSDST (SEQ ID NO: 351); u (iii)) HCDR3,
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COZEpIKALIYI0 aMUHOKHUCIOTHYIO nocienosarensHocts FVY; u VL comepxur: (1) LCDRI,
comepskamy aMUHOKUCIOTHYIO nocienoBaTenbHOCTs RSSKSLLYKDGKTYLN (SEQ ID NO:
352); (i1) LCDR2, conepsxainyro aMHHOKHCIOTHYIO nocienosarenbHocTh VVSTRAS (SEQ ID
NO: 353); u (i11) LCDR3, conmep:xainyro aMUHOKUCIIOTHYIO niocienoBaTesbHOCTE QQLVEYPYT
(SEQ ID NO: 354).

B Bapuanre ocymectsienuss VH comepxut onny, nse wiu Bce u3. (i) HCDRI,
coepKalieil aMUHOKHCIOTHYIO nocienoBatenbHocth SY YMH (SEQ ID NO: 380); (i) HCDR2,
conepxateit aMuHOKUCIOTHYIO nocnenoBatenbHocTh TIHPSDSTTNYNQKFKG (SEQ ID NO:
382); wmu (iii) HCDR3, copep:kaiueii aMUHOKHMCJIOTHYIO mnocienoBareabHocTh FVY; u VL
comepxutr oxHy, nBe wuian Bce wu3. (1) LCDRI, copepxameii aMHHOKUCIOTHYIO
nocienosatenbHOcT RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (i1)) LCDR2, comepsxarueii
aMuHOKUCIIOTHYIO mocnenoBatenbHocTh VVSTRAS (SEQ ID NO: 353); wmm (iii) LCDR3,
comepskamel aMUHOKUCIOTHY0 mnochenoBarenbHocTh QQLVEYPYT (SEQ ID NO: 354). B
Bapuante ocymecteieHuss VH comepxur: (1) HCDRI, copepkamy aMUHOKHCIOTHYIO
nocienosarenbHoctb  SYYMH (SEQ ID  NO: 380); (i) HCDR2, conepxkamyro
amuHOKHUCNIOTHYIO0 nocnenosarenbHocTe TIHPSDSTTNYNQKFKG (SEQ ID NO: 382); u (iii)
HCDR3, coneprxaimyro aMHHOKHCIOTHYIO mnocienosatenbHocTh FVY; u VL comepxur: (i)
LCDRI, conep:xamnyro aMmuHOKHCIOTHYIO mociienoBarebHOCTh RSSKSLLYKDGKTYLN (SEQ
ID NO: 352); (i1)) LCDR2, conepskamyr aMHHOKHCIOTHYIO mnocienosarenbHocTh VVSTRAS
(SEQ ID NO: 353); u (ii1) LCDR3, conmep:xamyro aMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTD
QQLVEYPYT (SEQ ID NO: 354).

B BapumanTte ocymectBienuss VH comepkUT aMMHOKHCIOTHYIO MOCJIENOBAaTEIbHOCTD
SEQ ID NO: 296. B Bapuante ocyuecTBieHuss VL cOmepXUT aMUHOKHCIOTHYHO
nocienosarenbHocth SEQ ID NO: 292, B Bapuante ocywmecteienus VH coxmepskut
aMHHOKHUCIIOTHYIO0 nocinenosaTenbHocTh SEQ ID NO: 296, u VL conep:kuT aMUHOKHCIIOTHYIO
nocaenoBaTeabHoCcTh SEQ ID NO: 292,

B Bapuanre ocymectBiaenuss VH comepskur omny, ase wiau Bce u3. (i) HCDRI,
comepxaiiei aMUHOKHCIOTHYO nocnenoBarenbHoctb GYTFSSY (SEQ ID NO: 356); (ii)
HCDR?2, conepskameli aMmuHOKHCIOTHYIO nocienoBareiabHocts HPSDST (SEQ ID NO: 351);
win (ii1) HCDR3, conmep:kaieli aMHHOKUCIOTHYIO nocaenoBaTenbHocTh FVY; u VL comepxut
onny, nee wiu Bce u3. (1) LCDRI, coxepkalneii aMHHOKUCJIOTHYIO TOCJIEIOBATEIbHOCTD
RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (ii)) LCDR2, conepaimeii aMHHOKHCIIOTHYFO
nocienosarenbHoctb  VVSTRAS (SEQ ID NO: 353); wmu (ii1) LCDR3, copepskamueit
aMHHOKHUCIIOTHYI0 mocnenoBarenbHocTh QQLVEYPYT (SEQ ID NO: 354). B Bapuante
ocymectenenuss VH  comepxur: (1) HCDRI1, conmepkamylo  aMUHOKHCIIOTHYIO
nocnenoBarenbHocTe  GYTFSSY (SEQ ID NO: 356); (ii)) HCDR2, conepsxkamyto
aMHHOKHUCIIOTHYIO0 TnocnenosatenbHocte HPSDST (SEQ ID NO: 351); u (111) HCDRS3,
COZEPIKALIYI0 aMUHOKHCIOTHYI nocienosarenbHoct FVY; u VL comepxur: (1) LCDRI,
comepskamy aMUHOKUCIOTHYIO nocnenoBaTenbHOCTs RSSKSLLYKDGKTYLN (SEQ ID NO:
352); (i1) LCDR2, conep:xainyto aMHHOKHCIOTHYIO nocienosarenbHocth VVSTRAS (SEQ ID



99

NO: 353); u (ii1)) LCDR3, conmepskainyto aMUHOKUCIOTHYIO mocienoBareibHOcTh QQLVEYPYT
(SEQ ID NO: 354).

B Bapmanre ocymectBiaenns VH comepxut omny, ase wimm Bce u3. (1) HCDRI,
conepskamie aMuHOKUCIOTHYI0 nocienosatenbHocTh SYYMH (SEQ ID NO: 380); (1) HCDR2,
conepskameit aMuHOKuCIOTHYIO nocienoBatenbHOCTs TIHPSDSTTNYNQKFKG (SEQ ID NO:
382); wnu (iii) HCDR3, copep:kaiueii aMUHOKHMCJIOTHYIO mnocienoBareabHocTh FVY; u VL
comepxur oxmHy, nase wm Bce u3. (i) LCDRI, copepxameii aMHHOKHCIOTHYIO
nocienosarenbHocTh RSSKSLLYKDGKTYLN (SEQ ID NO: 352); (i1) LCDR2, conepxareit
aMUHOKHUCIIOTHYIO0 mocnenoBatenbHocTe VVSTRAS (SEQ ID NO: 353); wm (iii) LCDR3,
comepskamel aMUHOKUCIOTHY0 mnochenoBarenbHocTh QQLVEYPYT (SEQ ID NO: 354). B
Bapuanre ocymecteieHuss VH comepxur: (i) HCDRI1, coxepkamyw aMHUHOKHUCIOTHYIO
nocienosarenbHoctb  SYYMH (SEQ ID  NO: 380); (i1) HCDR2, cogxepxamyro
amuHOKUCIOTHYI0 nocnenosarenbHocTe TIHPSDSTTNYNQKFKG (SEQ ID NO: 382); u (iii)
HCDR3, coneprainyr0 aMHHOKHCIOTHYIO mnocienosatenbHocTh FVY, u VL comepxur: (i)
LCDRI, conep:xamnyro amuHOKHCIOTHYIO nocyenosareabHocTh RSSKSLLYKDGKTYLN (SEQ
ID NO: 352); (i1)) LCDR2, conepamyr aMHHOKHCIOTHYIO mnocienosarenbHocTh VVSTRAS
(SEQ ID NO: 353); u (ii1) LCDR3, conmep:kaiyr0 aMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTD
QQLVEYPYT (SEQ ID NO: 354).

B Bapmante ocymectBieHuss VH comepKUT aMHHOKHCIOTHYIO MOCJIENOBATEIbHOCTD
SEQ ID NO: 297. B Bapuanre ocyuecTtBieHuss VL coaepKUT aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 292, B Bapuante ocyiuectsienuss VH coxpepxur
aMUHOKHUCJIOTHYIO nocnenosarenpHocTb SEQ ID NO: 297, u VL conep:XUT aMUHOKHUCIOTHYIO
nocaeaoaTeabHOCTh SEQ ID NO: 292,

B Bapuante ocymectsienuss VH comepxur onny, nse wiu Bce u3. (i) HCDRI,
comepxaiiei aMUHOKHCIOTHYIO mnocnenoBatenbHocte GFTENTY (SEQ ID NO: 357); (ii)
HCDR2, conepxameit aMUHOKHCIOTHYIO mocienoBarenbHocTh RSKSSNYA (SEQ ID NO:
358); unu (ii1) HCDR3, conmepskaieii aMUHOKUCIIOTHYIO TiocienoBarebHOcTe ELRLRYAMDY
(SEQ ID NO: 359); u VL comepxut omny, nee wiu Bce u3. (i) LCDRI, conepskarueit
aMUHOKHUCIIOTHYIO0 mocnenoBarenbHocTh KSSQSLLYTNGKTYLN (SEQ ID NO: 360); (ii)
LCDR2, conepxatmeii aMHHOKUCIOTHYIO nocienoBareabHocTh LVSKLDS (SEQ ID NO: 304);
win (iii) LCDR3, conep:xkameii aMuHOKUCIOTHYIO nocnenosareapbHocTe LQSTHFPLT (SEQ ID
NO: 361). B Bapuante ocymecteaeauss VH comepxur: (1) HCDRI, conepxamryro
aMUHOKUCJIOTHYO mnocienoBarenbHocte GFTEFNTY (SEQ ID NO: 357); (i) HCDR2,
COIEPIKALTYI0 aMHHOKHUCIOTHYIO nocienoBaTenbHOcTh RSKSSNYA (SEQ ID NO: 358); u (iii)
HCDR3, conepskainyro aMHHOKHCIOTHYO nocienosarenbHocTh ELRLRYAMDY (SEQ ID NO:
359); m VL cogmepxur: (1) LCDRI, comepkalmyr0 aMHHOKHCIOTHYIO IOCIENOBATEIBHOCTD
KSSQSLLYTNGKTYLN (SEQ ID NO: 360); (ii)) LCDR2, conepsxamyr aMHHOKHCIOTHYIO
nocnenoBarenbHocTe LVSKLDS (SEQ ID NO: 304); u (iii)) LCDR3, conepxkamyro
aMHHOKHUCIOTHYIO nocnenoBarenpHocts LQSTHFPLT (SEQ ID NO: 361).
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B Bapmanre ocymectBiaenus VH comepxkut omHy, ase wuiu Bce m3: (1) HCDRI,
comepKaliel aMUHOKUCIOTHYIO nocienosatensHocTe TYAMH (SEQ ID NO: 383); (11) HCDR2,
comepskamei aMuHOKUCIOTHYIO mocienoBarenbHOCTh RIRSKSSNYATYYADSVKD (SEQ ID
NO: 384); wumu (ii1) HCDR3, cogxepxammeii aMHUHOKHCIOTHYIO —IOCJI€AOBATEIbHOCTD
ELRLRYAMDY (SEQ ID NO: 359); u VL conmepxur oxny, nse mwiu Bce u3. (1) LCDRI,
comepskameit aMmuHOkHCIOTHYI0 nocienoareabHocTh KSSQSLLYTNGKTYLN (SEQ ID NO:
360); (ii)) LCDR2, comep:aieii aMHHOKUCIOTHY0 nocienoBareabHocTh LVSKLDS (SEQ ID
NO: 304); wm (iii)) LCDR3, copmep:xaineli aMHHOKHCJIOTHYK —IIOCJIEIOBATEIbHOCTD
LQSTHFPLT (SEQ ID NO: 361). B Bapuanre ocymectsienuss VH comepxur: (i) HCDRI,
COIEPIKALIYI0 aMHHOKHUCIOTHYIO0 mnocnenoarenbHocTh TYAMH (SEQ ID NO: 383); (ii)
HCDR?2, conepxamyro aMuHOKHCIOTHYIO nocienoBarenbHOCT RIRSKSSNYATYYADSVKD
(SEQ ID NO: 384); u (iii) HCDR3, comepkaliyr0 aMHHOKHCJIOTHYIO TMOCJIEIOBATEIbHOCTD
ELRLRYAMDY (SEQ ID NO: 359);, u VL comepxur: (i) LCDRI, comepxainyro
amMuHOKHUCIIOTHYIO0 mocnenoBarenbHOocTh KSSQSLLYTNGKTYLN (SEQ ID NO: 360); (ii)
LCDR2, conepkamyro aMuHOKHCIOTHYIO nocienoBaTenbHocTs LVSKLDS (SEQ ID NO: 304);
u (ii1) LCDR3, conepskamyro aMUHOKUCIOTHYIO mocnenoBatenbHocte LQSTHFPLT (SEQ ID
NO: 361).

B BapmanTe ocymectBiennss VH comepkMT aMMHOKHCIOTHYIO MOCJIENOBATEIbHOCTD
SEQ ID NO: 291. B Bapuante ocyuectsieHuss VL coaepXUT aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 298 B Bapuante ocyiuectsieHuss VH coxpepxur
aMUHOKHUCJIOTHYIO nocnenosatenpHocTh SEQ ID NO: 298, u VL comepKuT aMUHOKHCIOTHYIO
nocaeaoBaTeabHOCTh SEQ ID NO: 292,

B BapuanTe ocyuecTsieHus MonekyJa anturtena npotus CD138 conepsxur:

(a) BapuabenpHyro obsactb Tskenoi uenu (VH), rne VH comep:kut Tpu onpeaessiromme
KOMIUIeMeHTapHOCTh obnactu Tspkenod nenu (HCDR1, HCDR2 u HCDR3), rne VH conepxut
onny, nee i Bce u3: (1) HCDR 1, conep:kaineii aMUHOKHCIIOTHYIO mociienoBarebHocTh G-F/Y -
S/T-E-T/1-A/T/S/R/T/D-H/Y/F, (i1) HCDR2, comeprkarien AMHHOKHUCJIOTHYFO
nocienosarenbHoctb D/H/Y/N-P-N/S/Y-T/D/S/Y-G/S-S/A/V; wnu (iii) HCDR3, conepsxamei
AMUHOKHUCJIOTHYEO MOCJIEIOBATEILHOCTD N/S/E-W/Y/G-H/X-D/X-Y/X-T/Y/X-D/E/A/X-
G/F/M/X-P/A/L/D-Y/H (X=otcyTcTBuUe); U

(b) Bapuabenbuyo obnacte jerkoi nenu (VL), rme VL comep:kuT Tpu onpenestoimmne
KomruieMeHTapHocTh obnactu Jerkoil nenu (LCDR1, LCDR2 u LCDR3), rone VL coxepxur
onHy, nse uin Bce u3: (1) LCDR1, conepskaieit aMMHOKHCIOTHYIO MOCTEN0oBaTeIbHOCTh K-S-S-
Q/H-S-L-L-D/H/Y-G/S/T-D/N-G-K/E-T-Y-L-N (SEQ ID NO: 435); (i1) LCDR2, conepammeit
aMHHOKHUCIIOTHYIO mocnenoBarenbHOCTh L-V-S-K/N-L-D-S (SEQ ID NO: 436); wm (ii1)
LCDR3, conmepkameli aMUHOKHCIOTHYIO mnocienoarenbHoct W/L-Q-G/S-T-H-F-P-R/Q-T
(SEQ ID NO: 437).

B BapuanTe ocyuiecTBieHHs MoJeKyJa auturesna npotus CD138 conep:xur:

(a) BapuabenpHyro obnacts Tsokesnon uenu (VH), roe VH comepxut Tpu onpenenstomme
kKomruieMeHTapHocTh obnactu Tspkenon nenu (HCDR1, HCDR2 u HCDR3), rone VH conepxur
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onny, nse wiu Bce u3. (1) HCDRI, comepskameil aMHUHOKHCIOTHYHO TOCIEIOBATEIBHOCTD
A/T/S/R/D/N-H/Y/E-H/W/N/G-M-H/N/S; (1) HCDR2, cogepxaineii aMHUHOKHUCIOTHYIO
NIOCJIEZIOBATENBHOCTD E/R/N/W-I-D/H/Y/N-P/T-N/S/Y-T/D/S/Y-G/S-S/A/N/D/Y-T/S/P-
T/Q/N/G-Y-N/D/T/A-Q/E/D-K/R/N/D-EF-R/K/E-A/T/N/S/G; wnma (ii1) HCDR3, conepsxarueit
AMUHOKHCIIOTHYIO NOCJIEIOBATEIbHOCTD N/S/E-W/Y/G-H/X-D/X-Y/X-T/Y/X-D/E/A/X-
G/F/M/X-P/A/L/D-Y/H (X=otcyTcTBHE); N

(b) Bapuabenbhyro obmacte nerkoi nernu (VL), rae VL comepkuT TpH onpenesromne
komruieMeHTapHocTh obnactu Jjerkoit nenu (LCDR1, LCDR2 u LCDR3), rone VL coxepur
onny, nee uin Bce u3: (1) LCDR1, conep:kaieit aMUHOKHCIOTHYIO MOCIeN0oBaTeaIbHOCTh K-S-S-
Q/H-S-L-L-D/H/Y-G/S/T-D/N-G-K/E-T-Y-L-N (SEQ ID NO: 435); (i1) LCDR2, coneparei
AMHHOKHUCJIOTHYIO0 mochenoBarenbHOCTh L-V-S-K/N-L-D-S (SEQ ID NO: 436); wmm (iil)
LCDR3, conmepkameli aMUHOKHCIOTHYK mocienoarenbHoct W/L-Q-G/S-T-H-F-P-R/Q-T
(SEQ ID NO: 437).

B BapumanTe ocylecTBieHUs] MOJIeKysa aHTHTena comepkuT: (a) VH, comepxkamyro: (1)
HCDRI, conepxamyo aMUHOKHCIOTHYHO mocienosarenbHocTh HCDRI1 anturena mportus
CD138, mpencTaBiIeHHOr0 B HACTOSIIIIEM OMMUCAHUH, HApuUMep, BeiOpaHHOro u3 antuten CDO01,
CD002, CD003, CD004, CD005, CD006, 602, 603, 604, 607, 613, 614, 617, 624, 632, 616, 619
w 623; (i) HCDR2, coneprkamyto aMHHOKUCIOTHYIO nocienosarenbHoctb HCDR2 anturena
npotuB CD138; u (ii1)) HCDR3, conepaiuyro aMHHOKHCIOTHYIO nocienoBatenbHocth HCDR3
anrurena nporus CD138, u (b) VL, conepxkamyro: (1) LCDRI, coneprkainyro aMHUHOKHCIOTHYIO
nocienosarenbHocth  LCDRI1 - anturena mnporus CD138; (ii)) LCDR2, conepxainyro
AMUHOKHUCJIOTHYIO mocienoBareibHocTb LCDR2 antutena mpotus CD138; u (ii1) LCDR3,
CoZleprKaIlyr0 aMUHOKHUCIOTHYIO nocnenoBaTeabHocTe LCDR3 anturena nporus CD138.

B BapuanTe ocymecTBieHus: Mojekyia anrurena nporus CD138 conepsxut:

(a) BapuabenpHyto obaactpb Tskenoi uenu (VH), rne VH comep:kut Tpu onpeaessiomme
KomruieMeHTapHocTh obnactu Tsokenoi nenu (HCDR1, HCDR2 u HCDR3), rone VH conepxur
TPU OMpeAeNsomue KoMiieMeHTapHocTh obnactu Tspkenoit nenu (HCDR1, HCDR2 wu
HCDR3), rne VH conepxut onny, ase win Bce u3: (1) HCDR1, conepskaineii aMUHOKHCIOTHYEO
nocienosatenbHOCTh G-Y-N/S/T-F-S-S-Y (SEQ ID NO: 438); (i) HCDR2, conepxatneii
aMHHOKHUCIIOTHYIO0 mocnenoBatenbHocTh H-P-S-D-S-T (SEQ ID NO: 351); unnm (iii)) HCDR3,
cozeprKallell aMUHOKHUCIIOTHYIO NTocaeaoBaTenbHoCTh F-V-Y,; u

(b) Bapmabenbryo obnacth jerkoi nenu (VL), rme VL comep:kuT Tpu onpenestomme
KomruieMeHTapHocTh obnactu Jerkoil nenu (LCDR1, LCDR2 u LCDR3), rae VL coxepxur
onHy, ne uin Bce u3: (1) LCDRI1, comepskaiueli aMUHOKHCIIOTHYIO MOCIEOBATENbHOCTD R-S-S-
K-S-L-L-Y-K-D-G-K-T-Y-L-N  (SEQ ID NO: 352); (1) LCDR2, conepxameii
AMHHOKHUCJIOTHYIO mocienoBarenbHOCTh V-V-S-T-R-A-S (SEQ ID NO: 353); unn (ii1) LCDR3,
conepKallel aMIHOKHUCIIOTHYO nocienoBaTeabHOCTh Q-Q-L-V-E-Y-P-Y-T (SEQ ID NO: 354).

B Bapuante ocymectBiaenuss HCDR1 conepkuT aMUHOKUCIOTHYIO MOCIEA0BATENBHOCTD,
BbIOpanHyto u3 moboit u3 SEQ ID NO: 350, 355 unu 356, HCDR2 conep:kuT aMMHOKHCIIOTHYIO

nocnenoBatenbHocte  SEQ ID NO: 351, um HCDR3 comepXuT aMHUHOKHCIOTHYIO
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nocnenosatenbHOCTh F-V-Y. B Bapuanrte ocymectsiaenuss LCDR1 conep:kxuT aMUHOKHCIOTHYIO

nocnepoBarenbHocth  SEQ ID NO: 352

2

LCDR2  comepXUT  aMHHOKUCJIOTHYIO
nocnegoBarenbHocTh  SEQ ID  NO:  353;
nocaeaoaTeabHOCTh SEQ ID NO: 354,

B BapuanTe ocymectBieHus Mosiekyja anrutena npotus CD138 conepsxur:

u LCDR3 cogepuT aMUHOKHCIOTHYIO

(a) BapuabenpHyto obactb Tskenoi uenu (VH), rne VH comep:kut Tpu onpeaessiromme
KoMIUIeMeHTapHoCcTh obnactu Tspkenor nenu (HCDR1, HCDR2 u HCDR3), rne VH conepxut
TPU OMpeAeNsomue KoMiieMeHTapHocTh obnactu Tspkenoit nenu (HCDR1, HCDR2 wu
HCDR3), rne VH conepxut onny, ase win Bce u3: (1) HCDR1, conepskaineii aMUHOKHCIOTHYIO
nocienosarenbHocth  S-Y-Y-M-H (SEQ ID NO: 380); (ii) HCDR2, conepxaineii
aMUHOKHCIIOTHYIO mocienoBarebHOCTh T-I-H-P-S-D-S-T-T-N-C/Y-N-Q-K-F-K-G (SEQ ID
NO: 439); wnu (ii1) HCDR3, conepskaineii aMUHOKHCIIOTHYEO TIOCTENOBATENbHOCTh F-V-Y; u

(b) Bapuabenbuyro obnacth jerkoi nenu (VL), roe VL comep:kuT Tpu onpenenstomme
KomruieMeHTapHocTh obnactu jerkoil nenu (LCDR1, LCDR2 u LCDR3), rae VL coxepxur
onHy, ase uin Bce u3: (1) LCDRI1, conmepskaineli aMUHOKHCIIOTHYIO MOCIE0OBATENbHOCTD R-S-S-
K-S-L-L-Y-K-D-G-K-T-Y-L-N  (SEQ ID NO: 352); (1) LCDR2, conepxameii
AMHHOKHUCJIOTHYIO mocnenoBarenbHOCTh V-V-S-T-R-A-S (SEQ ID NO: 353); unn (ii1) LCDR3,
coneprKallel aMIHOKUCIIOTHYO nocienoBaTeabHOCTh Q-Q-L-V-E-Y-P-Y-T (SEQ ID NO: 354).

B Bapuante ocymectBiaenuss HCDR1 conepxuT aMUHOKUCIOTHYIO TOCIEA0BATENBHOCTD,
BbIOpanHyo 3 SEQ ID NO: 380, HCDR2 coxep:kuT aMUHOKHCIOTHYIO IOCIEN0BATEIbHOCTD
SEQ ID NO: 381 unu 382, u HCDR3 conep:xutT aMMHOKHMCIOTHYIO NIOCIe10BaTeNbHOCTh F-V-Y.
B Bapuante ocymecrienuss LCDR1 conep:xut aMHMHOKHCIIOTHYIO NOCHENOBaTENbHOCTE SEQ
ID NO: 352; LCDR2 copep:XUMT aMHMHOKMCJIOTHYIO nocnenosarenbHocTh SEQ ID NO: 353; u
LCDR3 copepsxuT aMHHOKHCIOTHYIO nocienosarenbHocts SEQ ID NO: 354.

B BapuanTe ocylecTBieHUs MOJIeKyia aHTuTenaa couep:kuT. (a) VH, comepxkamyro: (i)
HCDRI1, conepxkamyr aMUHOKHCIOTHYIO mnocienoBarensbHocTh HCDRI1 aHTHUTEna npoTus
CD138, mpeacraBieHHOTO B HACTOSLIEM ONMHMCAHWH, HANPUMEp, BbIOpaHHOrO u3 aHtuten 1610,
2510, 2610, 2710, 2810, 2910 wumu 1409; (i) HCDR2, coxep:kamyr0 aMUHOKHUCIOTHYIO
nocienosarenbHoctb  HCDR2  antutena mporus CD138; u (iii) HCDR3, conepxkamryro
aMHUHOKHUCIIOTHYIO mocnenosatenbHoctb  HCDR3  anturena mporme CD138, u (b) VL,
comepxkamyro: (1) LCDRI1, conmep:kaiyro aMHHOKHCIOTHYHO mocienoBatenbHocth LCDRI1
antutena nporuB CD138; (ii)) LCDR2, conmepskainyrd aMHHOKUCIOTHYIO MOCJIEI0BATEIbHOCTD
LCDR2 anturena mnporuB CDI138; u (iii)) LCDR3, coxmepkamyrw aMHHOKHCIOTHYIO
nocnenosatenbHocTe LCDR3 anturtena nporus CD138.

B BapuanTe ocymectsnenust VH conepXuT aMMHOKHCIOTHYIO TIOCIenoBaTenbHOCTs VH
anturena mnpotuB CDI138, u VL comepXUT aMUHOKHCIOTHYIO IOCJI€NOBaTeNbHOCTh VL
anturena nporus CD138.

B BapmanTe ocyuiecTBIeHHUsI MOJIEKyJia aHTuTeNa conepkut nse VH u nse VL.

B BapuaHTe OCyInecTBI€HUS MOJIEKYyJia AHTUTENA SIBJISIETCS CUHTETHYECKOH MOJIEKYJION

a"nturena. B BAPHUAHTEC OCYLICCTBJICHUA MOJICKYJIa aHTHUTEJIA SABJISICTCA BBIJEJICHHOM MOJ'I@Ky.]'IOfI
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aHTuTena. B BapuaHTe OCyIIeCTBIEHUS MOJIEKyJa aHTUTeNIa SBJAETCS  MOJEKYJIOH
IYMaHU3UPOBAHHOIO aHTUTeNna. B BapuaHTe OCYIIECTBIEHUS MOJIEKYJa aHTUTENAa COAEPIKUT
ogHy winu Ooyee KapKacHbBIX oOOJacTeil, IOMY4YeHHbIX U3 IIOCJIENOBATEIbHOCTH KapKaca
3apOABILIEBON JIMHUU YEJIOBEKA.

B BapuaHTe OCyIecTBIIEHUs] MOJIEKYJIa aHTUTeNa copepkuT obnacts VH, comepaxkaryro
omHy wiu Oonee MyTalMi OTHOCUTENbHO aHTHTena mnporuB CDI138, mpencraBieHHOro B
HacrosueM onucanuu (Hanmpumep, anruresa CD0O01, CD002, CD003, CD004, CD005, CDO006,
602, 603, 604, 607, 613, 614, 617, 624, 632, 616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910
win 1409). B BapuaHTe OCYIIECTBJICHHS MYyTallMU BKJIIOYAOT ONHY WM Ooyiee 3aMeH
OTHOCUTENbHO mocnenoBatenbHocTd VH anturena 1610. B BapuaHTe OCyIIECTBICHHUSI 3aMeHa
npenctasisier coboit C60Y. B BapuanTe ocylecTBieHus 3aMeHa mpeacTasisieT codoit N28S. B
BapHaHTe OCYIIECTBIIEHUS 3aMeHa mpexacTaByisieT coboit N28T. B BapuwaHTe OCYLIECTBIICHHS
3aMeHbl TpeacTaBsIoT coboir N28S u CO0Y. B Bapuante OCYyLIECTBICHHS 3aMEHbI
npenctaBisitor coboit N28T u C60Y. B BapmaHTe OCYIIECTBICHHS MYTAaHTHYH) MOJIEKYJTY
aHTHTENA SKCIIPECCUPYIOT B TPAH3UTOPHO TpaHchuumpoBaHHbX kKieTkax HEK293 Ha ypoBHsX,
paBHBIX ypPOBHsM aHTuTena 1610 nnu Beine.

B BapuanTe oOCylLIeCTBI€HMs MOJIEKyJa AHTUTENA CBSI3bIBAETCS C BHEKJIETOUHBIM
nomeHom CDI38. B BapuaHTe OCYLIECTBJIEHUsS MOJIEKyJa aHTUTENA CBS3BIBAETCS C
BHeKJieTouHOM obnacteio CD138, nmpokcumanbHOM K TpaHCMeMOpaHHOMY ToMeHy. B BapuaHTte
OCYILIECTBIICHHUsI MOJIEKYJIa AaHTHTEJIa MOXKET CBSI3bIBATBCA C ONHUM MWK Oonee (Hampumep,
ABYMS1, TPEMSI HJTM BCEMH) U3 CIEAYIOLINX NENTHAOB: NENTHU A, CONEPKAIero aMUHOKUCIOTHYIO
nocnenoBaTenbHOcTe  ENTAVVAVEPDRRNQSPVDQGATGASQGLLDRKEVLG (SEQ ID
NO: 440), NenTUa, COJZIepIKALIEero AMUHOKHUCJIOTHYIO NOCJIEI0BATENbHOCTD
TAVVAVEPDRRNQSPVDQGATGASQ (SEQ ID NO: 441), nentupma, COAep Kaliero
aMuHOKHUCJIOTHYIO nocnenosarenbHOCTh ENTAVVAVEPDRRNQSPVDQGATG (SEQ ID NO:
442), U NEeNnTUaA, COAEpIKaLLEro AMHUHOKHUCJIOTHYIO IIOCJIEA0BATEIBbHOCTD
ENTAVVAVEPDRRNQ (SEQ ID NO: 443). B BapuaHTe OCYLIECTBJIEHHsI MOJIEKYJIa aHTUTENA

MOJKET CBSI3bIBATBCS C ONHUM WM Oosiee (Hampumep, ABYMsI WJIM BCEMH) U3 CIEIYIOLIUX

NENTUAOB! NEenTUa, COZIEPIKALIETO AMUHOKHCJIOTHYHO NOCJIEAOBATEIbHOCTD
ENTAVVAVEPDRRNQSPVDQGATGASQGLLDRKEVLG (SEQ ID NO: 440), nenruna,
COZEPIKALIETO AMUHOKHUCJIOTHYIO NOCJIENOBATENBHOCTD

RNQSPVDQGATGASQGLLDRKEVLG (SEQ ID NO: 444), wiu mnentuna, COIEPKaIIEero
aMUHOKUCJIOTHYIO TiochenoBatebHOCTh ENTAVVAVEPDRRNQ (SEQ ID NO: 443).

B BapuaHTe oOCylIeCTBIEHUSI MOJIEKyJ1a AaHTUTENIA MAOMOJHUTEIbHO CBSA3BIBAETCS C
BHeKJIeTouHON obnacteio CD138, nucTanbHOM MO OTHOLIEHUIO K TPAHCMEMOpPAaHHOMY JTOMEHY,
Harpumep, OOJNACThIO, COOTBETCTBYIOINEH WM NMPOKCHMAJIBbHOM K HHTETPHUH-CBSI3bIBAIOLIEMY
nomeny (IBD) CD138. B BapuaHTe OCYIIECTBIEHUSI MOJIEKYJIa aHTHTEJIA MOXKET CBSI3BIBATHCS C

OJHUM WU OOOMMHU U3 CJIEAYIOIUX MEeNTUAOB. MENTUAA, COAEPKALIEr0 aMUHOKUCIOTHYIO
nocnenosarensHOCcTh ASTSTLPAGEGPKEGEAVVLPEVEPGLTAREQEA (SEQ ID NO: 10),
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WIN TIETITUAA, COAEPIKAIIEero aMUHOKHUCIOTHYI0 nocienoBatenbHocTh GEAVVLPEVEPGLTA
(SEQ ID NO: 445).

B BapuaHTe OCyLIECTBIECHMs MOJIEKYJla AHTUTENA SIBJISIETCS CUHTETUYECKONW MOJIEKYJION
aHTuTena. B BapuaHTe OCYyIECTBIEHUS] MOJIEKYJIa AaHTUTENA SIBJISIETCS BbIAECIEHHON MOJIEKYJION
aHTuTena. B BapuaHTe OCYyINECTBJIEHUS MOJEKyJa AaHTUTENA SBIAETCS  MOJIEKYJIOH
IYMaHU3UPOBAHHOIO aHTUTena. B BapuaHTe OCYIIECTBJIEHUS MOJIEKYJa AHTUTENA COAEPKHUT
omHy wiu Oojee KapKacHbIX O0OJacTel, IOMYYEHHBIX U3 IOCIEAOBATEIbHOCTH KapKaca
3apOABIIIEBON JIMHUU YEJIOBEKA.

B BapuanTte ocymiecTsieHus] MOJeKyJia aHTUuTena siBisieTcst antutenoMm IgG. B BapuanTe
OCYIIECTBJICHHSI MOJIEKYJIa aHTUTENA COAEPKUT KOHCTAHTHYIO OO0nacTh Tsokenoil nenu IgG,
BbiOpanHoro u3 IgGl, I1gG2, IgG3 numm IgG4. B BapuaHTe OCyLIECTBIICHHS MOJIEKYJia aHTUTENA
COIEPKHUT KOHCTAHTHYIO O0JIACTh JIETKOM LIEMH Karma MId JIMOa.

B BapuaHTe OCyIIeCTBICHHS MOJEKyJa aHTHTeNa comepkut Fc-o0macte, comepikainyro
OOHy Wiu Oojee MyTauuil anusi MOBbIIeHHUs apPUHHOCTH CBS3BIBAHUS C HEOHATAJIbHBIM
peuentopoM FcRn w/mnam BpeMeHM TONYXKM3HH MOJEKYJbl aHTHTena. B BapuaHTe
OCYIECTBIIEHHsI MOJIEKyJla aHTUTeNa comepkuT Fc-obmacth, comepskamyro omHy win Oonee
MyTaLUi, MPeICTaBICHHbIX B HACTOSALIEM OMNMCAHWUU, HAIIPUMEp, AJIS MOBBIIIEHUS OJHOTO WM
6onee uz Bpemenu nonyxuzan, ADCC, CDC wm ADCP.

B BapuanTte ocyluecTBieHUs] MOJIEKyJa aHTUTena siBisiercs anturenom IgG. B Bapuanre
OCYILIECTBIICHHsSI MOJIEKYJIa AHTHUTENA COAEPKUT KOHCTAHTHYK oOnacTe Tspkenoi mernu IgG,
BbiOpanHoro u3 IgGl, I1gG2, IgG3 nmm IgG4. B BapuaHTe ocyliecTBIeHUs MOJIEKYJIa aHTUTENA
COIEPKUT KOHCTAHTHYIO OOJIACTh JIETKOM LIEMH Karra Wik JsamMoa.

B BapuaHTe OCyIIECTBICHMSI MOJIEKyJa aHTUTena comepkut Fc-obmacts, comepskainyro
omHy wnu Oojee MyTauui Juis NOBbIIEHHS a(UHHOCTH CBSA3BIBAHUS C HEOHATAJIbHBIM
peuentopoM FcRn w/miam BpeMeHM TONYKM3HH MOJIEKYJbl aHTHTENa. B BapuaHTe
OCYIIECTBJIEHHs] MOJIEKyJia aHTuTena comep:kut Fc-obnmacth, comepskamyro omHy wiu Oosee
MyTaLU{, MPEICTaBICHHbIX B HACTOSALIEM OMMCAHWUU, HAMPUMEp, AJISl MOBBIIIEHUS OJHOTO WU
oonee uz Bpemenu nonyxusiu, ADCC, CDC unu ADCP.

B BapmanTe oOcCyliecTBIEHHS MOJIEKyJla AaHTUTeNa JOMOJHUTEIbHO COAEPKUT
KOHCTaHTHYIO 00JacTh TsDKeNoW nenu. B BapuaHTe OCYyLIECTBIIEHHs] KOHCTAHTHAsl 00JacTh
TSDKEJION Lenu SIBJISIeTCsl KOHCTaHTHOW obnacteio IgGl mmm ee gyHKIMOHAIBHOH YacThio. B
APYroM BapUaHTE OCYLIECTBJICHUSI KOHCTAHTHAsI OONACTh TSDKEION LN  SIBJISIETCS] KOHCTAHTHON
obnacteto IgG2 wim ee (PYHKUMOHANBHOW 4YacThiO. B BapWaHTe OCYIIECTBIIEHUS MOJIEKYJa
aHTHUTENAa JOMOJIHUTENIPHO CONEPKUT KOHCTAHTHYIO 0OjacTh Jerkod unenu. B BapuaHTe
OCYIIECTBIIEHHUsI MOJIEKYyJa aHTHTENIa MAONOJHHUTEIBHO CONEPKUT KOHCTAHTHYIO 00JacTb
TSDKEJIONW LIeNMU M KOHCTAaHTHYI0 OOJIacTh JIErKOW Lend. B BapuaHTe OCyIIEeCTBICHHS MOJIEKyJa
aHTHTENA CONEPKUT KOHCTAHTHYIO 00JIACTh TSIKENOH 1Ny, KOHCTAHTHYIO 00JIaCTh JIETKOW LI
U BapuabenbHbIE OOJACTH TSDKEIOW M JIETKOM IIenmM MOJIEKYJIbl aHTUTENA, NPUBEACHHBIC B
tabmuie 1. B  HEKOTOpbIX BapuaHTaX OCYIIECTBJIEHHS MOJIEKYJa AHTHTENa COAEPIKUT

KOHCTAHTHYIO OOJIaCThb TSDKEJION ey, KOHCTAHTHYHO OOJIacTh JIETKOW LieNmu U BapuadesbHbIe
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o0yacty, coneprkalie ONHY, ABE, TPHU, 4eTbipe, NATh Win mectb CDR Monekyssl aHTHTENA,
npUBeAEHHbIE B Ta0nue 1.

ITprMeps! KOHCTAHTHBIX 0OJacTel TSDKENOH Lenmu MPUBEIEeHbl HIDKE.

KoncranTHas obnacte HC IgGl:

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFENWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVEFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO: 446)

KoncranTtHas obnacte HC IgG2:

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPV
AGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPREE
QFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLYSKLTV
DKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO: 447)

B BapuaHTe OCYLIECTBIEHUs MOJIEKYJla AaHTUTENA SBISAETCS MYJBTHUBAJICHTHOU
(marpumep, OWBAJEHTHOW, TPHUBAJEHTHOW WJIM TETPABAJICHTHON) MOJIEKYJOH aHTUTEeNna. B
BapUAHTE OCYIIECTBJIICHUS MOJIEKyJa aHTHUTENa CBS3BbIBAETCS C ABYMs Win Oojee (Harmpumep,
TpeMsl WM 4eThIpbMsi) pasHbiMU oOnacTsimu B CD138. Hanpumep, Mojekysia aHTHTENIa MOXKET
coziepkaTh Ba WK Oojee HaOOpa MIEHTHYHBIX WJIH, MO CYLIECTBY, WAEHTHYHBbIX nmap VH-VL,
rne kaxnas napa VH-VL cessbiBaercst ¢ aBymst wiu Oosiee pasHbimu oOnactsmu B CD138. B
Ka4ecTBe APYroro mpumepa, MOJIEKYJa aHTUTEJIa MOXKET COxepKaTh ABa wiu Oonee Habopa
passbix nap VH-VL, rae xaxxnas napa VH-VL cBsi3biBaercs ¢ pasabivu obnactsimu B CD138.

B BapuaHTe OCYIIECTBJIICHHS MOJIEKYyJa aHTUTENA SIBJISETCS MYJIbTHCIEH(PHIECKO
(marmpumep, Oucnermpuyeckor, TpUcnenUPUUECKOH WM TeTpacneu(prUUecKoi) MOJIEKYJIOH
aHTUTeNa. B BapuaHTe OCYLIECTBICHHMsS MOJIEKyJa aHTHUTENa UMEET IMEPBYIO CIEU(PHIHOCTH
csizbiBanus ¢ CD138 1 BTOPYIO Cieu(pUIHOCTD CBSI3bIBAHUS, HHYIO, YeM B oTHoeHnu CD138.
Hanpuwmep, MoJiekyJia aHTHTENa MOKET COZEePIKaTh ABAa MK Ooyiee HAOOpa UACHTHYHBIX HIIH, 110
cywmectBy, upaeHTuuHblx map VH-VL, rne kaxnaa mnapa VH-VL umeer u nepsyro
cneun(UIHOCTh CBSI3BIBAHMS, M BTOPYIO CHELU(HUYHOCTh CBsI3bIBaHUS. B KkauecTBe Apyroro
mprMepa, MOJIEKYJia aHTUTeNla MOJKeT CONEep:KaTh ABa Wiau Oonee Habopa pasHeix map VH-VL,
rae kaknas napa VH-VL umeer pasnyro cnenuuaHOCTD CBS3BIBAHMSL.

KoHnblorarel moJjieKky.j1a aHTHTe/1a-JIeKAPCTBEHHOE CPeACTBO

B pamkax wu3oOpereHus: TepMUH "KOHBIOTAT MOJIEKYJiAa AHTHTENA-JEKapCTBEHHOE
cpenctBo” unu ADC OTHOCHTCS K MOJIEKyJie aHTUTENA, COCNMHEHHOW C HEaHTUTEIbHBIM
($yHKUMOHATBHBIM (ParMEHTOM, HAIlpUMEpP, TEPANeBTUUYECKUM CPEICTBOM WJIM METKOM,

Harpumep, MHUTOTOKCUYCCKHUM CPEACTBOM. MOJ’IeKy.]'Iy AHTUTCJIa MOXHO COCOUHATH C
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HEAHTUTENbHBIM (YHKIHOHAJIBHBIM (ParMeHTOM NPsSMO I KOCBEHHO, HalpHUMep, uepes
JIMHKEP.

B BapuaHTe OCYINECTBJIEHUS MOJIEKYJy aHTHTENa COEAMHSAIOT C HEAHTUTENbHBIM
($YHKIMOHATBHBIM (PPArMEHTOM ITOCPEICTBOM KOBAJIEHTHOH CBsi3U. B BapuaHTe OCyIecTBiIeHUs
MOJIEKYJly ~aHTHUTeNla COEAMHSAIOT C HEAHTUTENIbHBbIM (YHKIMOHAJIBHBIM  (parMeHTOM
IOCPENCTBOM MENTUAHOMN CBSI3U. B BapuaHTe OCYLIECTBIEHHS MOJIEKYJy aHTHUTENA COSTUHSIIOT C
HEAHTHTENbHBIM  (DYHKIMOHAIBbHBIM (DparMeHTOM TIOCPEICTBOM HENENTHAHOH CBsi3u. B
BApUAHTE OCYINECTBJICHUS MOJIEKYJly aHTUTella He COCAMHSAIOT C HEAHTHTEJIbHBIM
(YHKLIMOHATBHBIM (PparMEHTOM TMOCPEACTBOM HEMENTHIHON CBsi3u. B BapuaHTe oCylecTBICHUS
HEaHTUTENIbHBIN (PYHKIMOHANBHBIN (PparMEeHT TaKke 0003HAYAIOT KaK "Harpy3ky".

B BapuaHTe OCYIIECTBIICHUSI HEAHTUTENbHBIN ()yHKIIMOHAJIBHBINA (PParMeHT COSTUHSIIOT C
OCTOBOM MOJIEKYJIbI aHTHTENa. B JApyroM BapuaHTe OCYILIECTBICHHUS HEAHTHTEIbHBIN
(YHKIMOHABHBIN (PPArMEHT COCTUHSIIOT C OOKOBOW LIENTBIO MOJIEKYJIbI aHTUTeNa. B BapuaHTe
OCYILECTBIIEHHsI C MOJIEKYJIOW aHTHUTENAa COSAMHSIOT J1Ba MM Oojiee (HAmpuUMep, TPH, YETHIpE,
TSITh, MECTh, CEMb, BOCEMb HJTH 00Jiee) HEaHTUTENBHBIX (PYHKIIMOHABHBIX (hparMeHTa.

B BapuanTe ocymectieHust ADC conepskuT MOJIEKYJy aHTUTENa, CBS3BIBAIOIIYIOCS C
CD138, nampumep, Mosekyidy aHtutTena npotuB CDI138, mpeacraBieHHY0 B HACTOALIEM
OTHCAHWH.

B Bapmanrte ocymectBienus ADC copep:xur omny, nse wiu Tpu CDR obmactu VH
MOJIEKYJIbl aHTUTENA, TpuBeneHHble B Tabmmue 1 (Hampumep, moboro u3 anturen CDOOI1,
CD002, CD003, CD004, CD005, CD006, 602, 603, 604, 607, 613, 614, 617, 624, 632, 616, 619,
623, 1610, 2510, 2610, 2710, 2810, 2910 unu 1409), npu ucnons3oanuu onpexneneHnii CDR mo
Kabat unn Chothia. B Bapuanre ocymecrnenuss ADC conepxur oxny, nse wiu tpu CDR
obnactu VL monexyinbl aHTUTENA, IpUBEAeHHbIe B Tabanue 1 (Hampumep, Mo00ro u3 aHTHTEN
CD001, CD002, CD003, CD004, CD005, CD006, 602, 603, 604, 607, 613, 614, 617, 624, 632,
616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 wmm 1409), npu HCHOIB3OBAHUU
onpenenenniit CDR no Kabat unu Chothia. B Bapuanrte ocymectenenns ADC conepkut onHy
win Oonee (Harmpumep, ase win Tpu) CDR obnactu VH w/unu oquy umu Gosnee (Hanpumep, 1Be
win Tpu) CDR obnactu VL monekynbl aHTUTeNa, mpuBeaeHHble B Tabmune 1 (Hampuwmep,
moboro u3 anturen CDO01, CD002, CD003, CD004, CD00S, CDO006, 602, 603, 604, 607, 613,
614, 617, 624, 632, 616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 ummu 1409), npu
ucnons3oBanum onpenenennii CDR no Kabat unn Chothia.

B Bapuantre ocymectBnenuss ADC conmepxut oamHy, nse umu Tpu CDR  VH,
npuBeneHHble B Tabnnue 1. B Bapuante ocymectnennss ADC conepXuT OnHy, ABE WM TPU
CDR VL, nmpusenenssie B Tabnuie 1. B Bapuante ocymectienuss ADC conepXuT ogHy WiIH
6onee (Hanpumep, nse wim Tpu) CDR VH w/mnm onny wnu Oonee (Hampumep, 1B M TPH)
CDR VL, npuenenHsbie B Tabnuue 1.

B Bapuanre ocymectBienuss ADC comepXUT OIWH, N1Ba, TPU WIJIM YeThIpe Kapkaca
obnactu VH monekynbl aHTuTeNna, puBeeHHble B Tadnuue 1 (Harnpumep, M000ro U3 aHTHTEN
CD001, CD002, CD003, CD004, CD005, CD006, 602, 603, 604, 607, 613, 614, 617, 624, 632,
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616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 unmu 1409). B BapuaHTe OCyIIECTBICHUS
ADC copmep>xur OnMH, 1Ba, TPU WJIM 4YeTblpe kapkaca obnactu VL Monekynbl aHTUTENa,
npuBeneHHble B Ta0muue 1 (Hampumep, mobdoro u3 antuten CDO01, CD002, CD003, CD004,
CD005, CD006, 602, 603, 604, 607, 613, 614, 617, 624, 632, 616, 619, 623, 1610, 2510, 2610,
2710, 2810, 2910 umu 1409). B Bapuante ocymectsienust ADC conmepxut onuH uim Oonee
(Hanpumep, ABa, TPU WK YeThIpe) Kapkaca obnactu VH w/unm onun wnu Oosnee (Hanpumep, ABa,
TPU WM dYeThlpe) Kapkaca oOmactu VL Monmekynbl aHTHTeNna, NpHBeAeHHble B Tabimue |
(marmpumep, mroboro u3 anturen CDO01, CD002, CD003, CD004, CDO005, CD006, 602, 603,
604, 607, 613, 614, 617, 624, 632, 616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 wu
1409).

B Bapuante ocymectBiaenuss ADC comepkuT BapraOenbHYI O0JacTh TSDKENIOH IenH
MOJIEKYJIbl aHTUTENA, MpHUBENEHHYI B Tadmuue 1 (Hampumep, moboro m3 anturen CDOO1,
CD002, CD003, CD004, CD005, CD006, 602, 603, 604, 607, 613, 614, 617, 624, 632, 616, 619,
623, 1610, 2510, 2610, 2710, 2810, 2910 wnu 1409). B Bapuante ocymectsieHuss ADC
COIEPKUT BapHaOeNbHYIO 00JACTh JIETKOH e MOJIEKYJIbI AaHTUTENA, TIPUBEACHHYIO B TaOJHIe
1 (mampumep, modoro u3 anruren CDO01, CD002, CD003, CD004, CD005, CD006, 602, 603,
604, 607, 613, 614, 617, 624, 632, 616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 wmmu
1409). B Bapuante ocymecteienuss ADC comepxut BapuaOenpbHyr 00JIACTh TSKEJION HenH u
BapuabeNnbHyI0 O0NACTh JIETKOH LeNM MOJEKyJbl aHTUTeNa, IpHuBeNeHHble B Tabmume 1
(marmpumep, moboro u3 anturen CDO01, CD002, CD003, CD004, CDO00S, CD006, 602, 603,
604, 607, 613, 614, 617, 624, 632, 616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 wm
1409).

B Bapuante ocymectBienuss ADC comepxur BapuabenbHYIO 00JacThb TSDKEIOH LemH,
MMEIOLIYI0 aMUHOKHCIIOTHYIO ITOCJIeIOBATENIbHOCTh, NPUBENeHHY0 B Tabnuue 1. B Bapuanrte
ocymectiennss ADC comepxur BapuabenbHy:0 O0NacTb JIETKOH LENH, HMMEIOINYI0
AMHHOKHUCJIOTHYIO  TOCJIeIOBATEIbHOCTh, TMpHUBeNeHHyr0 B Tabmaume 1. B BapuanTe
ocymecteieHust ADC conmepxuT BapuaOeNbHYI0 OO0JNACTh TSDKEJIOH LEMH, HMEHOIIYI0
AMHHOKHUCJIOTHYIO TMOCJIEIOBATEIBHOCTD, IPUBENEHHYIO B Tabmuie 2, u BapuadbeapbHyr0 00JacThb
JIETKOH LIEeTH, UMEIOIYI0 aMUHOKHCIIOTHYIO TIOCIIE0BATENbHOCTD, ITPUBENEHHYIO B Ta0muue 1.

B BapuaHTe OCYIIECTBIEHHUsS MOJIEKYJa AHTHUTENA COIEPIKHUT BapHadeNbHYH 00JacTb
TSDKEJION LEeTH, KOTUPYEMYI0 HYKJICOTHIHOM MOCIeI0BATEIbHOCTIO, PUBEACHHON B TabnuLe 2.
B BapuaHTe OCylIecTBIEHHUs] MOJIEKyJa aHTUTENA COMNEPKUT BapuabenbHYH0 00JacTh JIErKon
LeNH, KOOUPYEMYI0 HYKJIEOTHIHOW NOCJIEeNOBATENbHOCTBIO, TNPUBENCHHOW B Tabmuue 2. B
BApPHUAHTE OCYIIECTBJICHUS MOJIEKYJla AHTHUTENA COIEPKUT BapHaOEeNbHYI0 OOJACTh TSDKENOH
LeNH, KOIUPYEMYIO HYKIEOTHAHOH IIOCIENOBATENIbHOCTBIO, NMPUBEACHHOW B Tabmmue 2, u
BapuabenbHyI0 O0JIaCTh JIETKOW LEMH, KOIHUPYEMYI0 HYKJICOTHIHOW IOCIENOBATEIbHOCTBIO,
NPUBEAECHHON B TaONMMLE 2.

B Bapuanre ocymectienuss ADC comep>KUT KOHCTaHTHYIO OOJacTh TsDKeNoH menu. B
Bapuanre ocymecteieHuss ADC comepkUT KOHCTAHTHYIO 0O0JacTh Jierkod nemnu. B BapuaHTe

ocymectsiieHNs ADC conepykUuT KOHCTAaHTHYIO O0JIACTh TSDKEJION LIeMH U KOHCTaHTHYIO 00J1acTh
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nerkoil nernu. B Bapmante ocymectierns ADC comepXUT KOHCTAHTHYIO OOJNacTh TsDKEION
LIeTH, KOHCTAHTHYIO OOJIaCTh JIETKOH LienH U BapuadenbHble 00JIACTH TSDKENIOH M JIETKOH Lenu
MOJIEKYJIbl aHTHUTENA, NMpuBeneHHble B Tabmuie 1. B HEKoTOphIX BapmaHTax OCYLIECTBIEHUS
ADC conepUT KOHCTaHTHYIO OOJIaCTh TSDKEJIOW Ieny, KOHCTAHTHYIO OOJIaCTh JIETKOH Lenu H
BapuadenbHble 00JIaCTH, COAepIKaIue OHY, IBE, TPH, YeTbIpe, maATh mwin mecTb CDR Mosekynbl
aHTUTENA, IPUBEICHHbIE B Ta0HLe 1.

B BapuaHTe OCYyLIECTBJIEHHUs] HEAHTUTENbHAs MOJIEKyJa COAEPKUT LIUTOTOKCHYECKOE
cpeactBo (Hampumep, Jr00O€ LIUTOTOKCHYECKOE CPENCTBO, AKTUBHOE B OTHOIICHUH
3JIOKQUYECTBEHHOTO HOBOOOpa30BaHusl). B BapraHTe OCYLIECTBICHHS [IATOTOKCHUECKOE CPEICTBO
BBIOpAaHO M3 HMHrHOWTOpA MONMMEPHU3ALUU TyOyJuHA (HAaNpuUMep, aypUCTaTHHA), CPENCTBa,
aCCOLIMMPOBAHHOTO C JenojuMepu3anuedl TyOyianHa (Hanmpumep, MaHTaH3MHA), CPENCTBa,
acconuupoBaHHoro ¢ pacmeruiennem JHK  (Hampumep, KaJqMXUMHLWHA), CPENCTBA,
ankwimpyromero mManyro 6oposaky JAHK (Hampumep, AyokapMHUIMHA), KPOCCIUHKEpa Majiou
6oposaku JIHK (mampumep, numepoB PBD) wnu unrudburopa PHK-nommepassr 11 (Hanpumep,
0-aMaHHUTHHA).

B BapmaHTe OCYIIECTBIEHHS] LIUTOTOKCHYECKOE CPEICTBO SIBIIIETCS O.-AMAHUTHHOM. Oi-
AMAaHUTUH SIBJSIETCS] OMLMKJIMYECKUM OKTANENTHIOM, NPHHAIUICKAIUM K OONBINON Trpymme
NPOTOIUIA3MATHUECKUX TOKCHHOB TIPUOOB, H3BECTHBIX KaK aMAaTOKCHUHBL — (-aMaHHUTHUH
CBsi3bIBaeTCsl ¢ MOCTUKOBOM crimpanbio PHK-nonmumepaser 11, uarn6upys tpancnokauuo PHK u
JHK, neoOxomumyro ayisi OCBOOOXKIEHHUS y4dacTKa IJIsl CIENVIOINEro payHIa CHHTE3a, TaKUM
o0pa3oM, CHUXXas CKOpPOCTb TPAHCKPUIIMM. O-aMaHUTUH M ero wucrnonb3oBanne B ADC
omucanbl, Hampumep, B Moldenhauer et al. J Natl Cancer Inst. 2012; 104(8):622-634.

CtpykTypa 0-aMaHUTHUHA SBJISIETCS CIEAYIOLIEH:

B BapmaHTe OCYINECTBJICHHS LHTOTOKCHYECKOE CPEACTBO SBISIETCS  AHAJIOTOM
kpunrodunmHa. KpuntopumHbl npencTaBisitoT COO0H Ipymy ASTCUIIENTHIOB IHAHOOAKTEPHil
C BBIPAKEHHOH OWOJNIOTMYECKON AaKTMBHOCTBIO IPOTHUB 3JIOKAYECTBEHHBIX KJIETOK C
MHOXKECTBEHHOH JiekapcTBeHHON ycroiunBocThio (MDR).  Kpunroduumeer ucromaroT
MUKPOTPYOOUYKH MOCPEICTBOM B3aUMOIEHCTBUSI ¢ TYOyJIMHOM, TaKUM 0Opa3oM, MpeaoTBpariast
neneHne kietok. OHHM MOTYT HMHAYLUPOBATh aronTo3, BO3MOXHO, C IIOMOIIBIO JPYTUX
MEXaHU3MOB B JIOTIOJIHEHHE K MEXaHU3MaM, OTIOCPEAYEMbIM HHIMONPOBAHHEM MHUKPOTPYOOUEK.
Kpunrodunus, ananorn u ux ucnons3zoBanue B ADC onucansl, Hanpumep, B Shih & Teicher.
Curr Pharm Des. 2001;7(13):1259-1276; Eggen & Georg. Med Res Rev. 2002;22(2):85-101.

Crtpykrypa aHanora KpuntTopHUIIMHA SIBJISIETCS CISAYIOLIEH:
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B BapuanTe OCYyIIECTBIEHUS LIUTOTOKCUYECKOE CPEACTBO SBISETCS KATUXUMHLIMHOM
(rakke wm3BectHbiM kak LL-E33288). Kamuxumunmu konrtaktupyer ¢ JIHK u BbI3bIBaeT
uku3anuo beprmana, npuBonsimyo k pacuersienno JIHK u, Takum o0pa3oM, paspyLieHUro
kietok. KanmuxumunmH u ero ucnonb3oBanue B ADC onmcanbl, Hanpumep, B Maiese et al. J
Antibiot (Tokyo). 1989;42(4):558-563; Watanabe et al. Chem Biol. 2002;9(2):245-251; Ricart &
Tolcher. Nat Clin Pract Oncol. 2007;4:245-255. CtpykTypa KaJuXUMHULUHA SIBIISETCS

CIEAYIOLIEH.
i
Me O
HO
Med L

B BapuaHTe OCYLIECTBIEHHUS LIUTOTOKCUYECKOE CPEIACTBO SIBJISIETCS LIEHTaMULIUH.
Llentamumua Taxxke uzBectreH kak ML-970, AS-I-145, NSC 716970 unu N-[4-amunO-1-(2-
xJopatuin)-2-"adtunl-5,6,7-tpumerokcu- | H-unnomn-2-kapOokcamun). Llenramunux
cBsi3biBaercsi ¢ A-T-Ooratoii manoi 6opozakoit [IHK u anxunupyer JIHK. LlenTamunue u ero
ucnons3oBanue B ADC omnucanbl, Hampumep, B Rayburn et al. Cancer Chemother Pharmacol.
2012;69(6): 1423-31.

B BapuaHTe OCyLIECTBJIEHUS LUTOTOKCHYECKOE CPEACTBO SBIAETCA AOJACTaTUHOM. B
BApUAHTE OCYLIECTBJICHUS] JOJACTAaTUH sIBJseTCs nojactaTuHoMm 10 unu gomacratuHoM 15.
JlonacTaTMHbI HEKOHKYPEHTHO MHTUOMPYIOT CBS3bIBAHUE BUHKPHCTHHA C TYOYJIMHOM B 00J1aCTH
ankanouna OapBUHKA/TIENTHUAA). AHAJIOTH AOJACTATMHOB BKJIIOYAIOT, HANIPUMEDP, CUMILUIOCTATHH
1, cummiocratud 3 U aypuctaTuH. JlonmacTtaTuHbI, aHAJOTH M HMX HCIOJb30BaHHE OMMCAHBI,
Hanpumep, B Amador et al. Annals of Oncology. 2003; 14: 1607-1615; Kijjoa & Sawangwong.
Mar Drugs. 2004; 2(2): 73-82; Luesch et al. J] Nat Prod. 2001;64(7):907-910; Luesch et al. J Nat
Prod. 2002;65(1):16-20. CtpykTypa gonacratusa 10 sBaseTcs cieayroLeil:

CrpykTypa nonacratuHa 15 siBisieTcs CienyroLei:
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B BapuaHTe OCyIIEeCTBIEHHS LHUTOTOKCHYECKOE CPEACTBO SIBISIETCSI  aHAJIOTOM
OyOKapMHUIIMHA. AHAJIOTU AYOKapMULIMHA SIBJSIFOTCSI CEJIEKTUBHBIMM B OTHOIIEHHUU Malloi
ooposnku JIHK, cenekTuBHbIMH B OTHOIIeHMH AT-TIOCIENOBATENBHOCTH U aneHuH-N3-
ANKWINPYIOIUMU cpefcTBaMU. JlyOkapMHULIMH, aHaIOrH U uX ucrnosb3oBanue B ADC onmcaHsl,
Hanpumep, B Tietze & Krewer. Chem Biol Drug Des. 2009;74(3):205-211; Cacciari et al. Expert
Opinion on Therapeutic Patents. 2000; 10 (12):1853-1871; Tercel et al. Angew Chem Int Ed
Engl. 2013;52(21):5442-5446. IIpumepsl [yOKapMHULIMHA U €r0 aHAJIOTOB BKJIIOYAIOT, HAIIpPUMep,
nyokapMunuH A, nyokapmunuH Bl, nyokapmuuun B2, nyoxapmunun Cl, ayokapmuuma C2,
ayokapmunud D, ayokapmuuuH SA u CC-1065. CrpykTypa AyokapMmuiuHa A sBIseTCs

CIEAYIOLIEN:

B BapuaHTe OCYLIECTBICHMsS LUTOTOKCHYECKOE CPEACTBO SBJAETCS MaWTAH3UMHOM.
MaiitaH3uH, O€H30aHCAMAKPOJIH, SIBJISETCS OY€Hb MOIIHBIM, HANPABIEHHO BO3JEHCTBYIOIIUM
Ha MHKpPOTPYOOYKH COEOUHEHHEM, MHIYLUPYIOIIMM MUTOTHYECKUN OJIOK U YHMYTOXKAKOLIHIM
OMyXOJIEBbIE KIETKH B CYOHAHOMOJISIPHBIX KOHLEHTpauMsX. MaWTaH3WH M €ro aHajorH
(matitansuHouabl DM1 u DM4) sBJSIIOTCS MOIIHBIME, HAIPaBJIEHHO BO3ACHCTBYIOIIUMH Ha
MUKPOTPYOOUYKH COEIMHEHUSIMH, HWHTHOUPYIOIIMMU TPONU(PEPAUI0 KJIETOK IOCPEACTBOM
MuTo3a. MaliTaH3uH onucaH, Hampumep, B Lopus et al. Mol Cancer Ther. 2010;9(10):2689-
2699; Widdison et al. J Med Chem. 2006;49(14):4392-4408; Liu et al. J Mass Spectrom.
2005:;40(3):389-399; Tassone et al. Cancer Res. 2004;64(13):4629-4636; Sawada et al.
Bioconjug Chem. 1993;4(4):284-289. CtpykTypa MailTaH31Ha SIBJISIETCS CIIENYIOIIEH:
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B BapuwanTe OCYIIECTBIIEHHS] LIMTOTOKCUYECKOE CPEICTBO SIBJISIETCS MOHOMETHUI
aypuctatunoM E (MMAE, Benoturom). MMAE siBjsieTCsi O4€Hb MOIIHBIM aHTUMHTOTHYECKHM
CPEICTBOM, HMHTHOMPYIOIIMM JEJeHHe KJIETOK IMOCPEACTBOM OJOKHPOBAHUS TOJUMEPHU3ALNH
TyOynuHa. MMAE wu ero ucnons3osaane B ADC onmcano, Haripumep, B Francisco et al. Blood.
2003;102(4):1458-1465; Junutula et al. Nat Biotechnol. 2008;26(8):925-932; Asundiet al. Clin
Cancer Res. 2011;17(5):965-975; Younes et al. J Clin Oncol. 2012;30(18):2183-2189; Pettit et
al. Anticancer Drug Des. 1995;10(7):529-544; Doronina et al. Nat Biotechnol. 2003;21(7):778-
784. Ctpyktypa MMAE sBrsiercs cienyrouieil:

B BapuaHTe OCYyIIECTBAEHUS LUTOTOKCHUYECKOE CpPEACTBO SIBISETCSI MOHOMETUI
aypucratiioM F (MMAF). MMAF sBnsiercss aHTUTYOYJIMHOBBIM CPEACTBOM, HHTHOUPYIOLIHM
AeJieHne KJIETOK IOCPEACTBOM OJIOKMpPOBaHMs nojuMepusanmu TyOyiauHa. OH  sBiseTcs
NPOM3BOIHBIM aypHUCTaTHHA C 3apsuKeHHBIM C-KOHLEBBIM (DEHUJIAJAHWHOM, CHIDKAIOIIUM €ro
LIUTOTOKCHUYECKYIO aKTUBHOCTD 10 CPABHEHHUIO C COOTBETCTBYIOIINM HE3apsSKEHHBIM aHAJIOTOM,
moHomermsn ~ aypuctatunom E = (MMAE). MMAF  MoxerT  BbI3bIBATH  MOIIHbBIE
NPOTHBOOMYXOJIeBble 3(PQEKThl NMPHU KOHBIOTALUK TOCPEACTBOM PACIIEIUIIEMbIX MPOTEA30i
JUHKEPOB C MOHOKJIOHAJbHBIM AHTUTEJIOM, HAalleleHHbBIM Ha HHTEPHAIU3YIOLIUECS,
omyxoyecnenupuyeckue aHTHIeHbl MOBEPXHOCTH  KieTku. Hampumep, JnuHKEp K
MOHOKJIOHAJIbHOMY aHTHUTENY SIBJISIETCS] CTAOMJIBHBIM BO BHEKJIETOUYHOH JKHIIKOCTH, HO MOJKET
pacLIeIATbCS KaTENICUHOM, I1OC/IEe TOrO KaK KOHBIOTAT MOMNaAaeT B OMyXOJEBYIO KJIETKY, TAKUM
oOpa3om, akTuBHpys aHTUMUTOTHYeCKuH MexaHmsM. MMAF u ero ucnons3oBanne B ADC
onmcano, Hampumep, B Smith et al. Mol Cancer Ther. 2006 5; 1474-1482; Doronina et al.,
Bioconjug Chem. 2006; 17(1):114-24; Oflazoglu et al. Clin Cancer Res. 2008;14(19): 6171-
6180; Nilsson et al. Cancer. 2010;116(4 Suppl):1033-1042. Crpykrypa MMAF sBnsercs

CIEAYIOLIEH:
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B BapHUaHTe OCYIIECTBIIEHUS LIUTOTOKCUYECKOE CPEnCTBO SBJIIETCS
nupponodenzoauazenuiom (PBD). PBD mnpexacraBisior coOOW  KJIacC CEJEKTUBHBIX B
OTHOIIEHUU TOCNIEAOBATEIbHOCTH, CBsI3bIBAKOIIMXCS ¢ Manoi Ooposnkoi JIHK, mepekpectHo-
CIIMBAIOIIMX CpeAcTB. Mexanusm aeiictBusi PBD  accoumupoBaH ¢ HX CHOCOOHOCTBEO
00pa30BBIBaTh AAMYKT B Mayioii OOpo3ake, TaKUM OOpasoM, MPOTHBONEHCTBUS MPOLECCHHIY
JIHK. HeorpannuuBaromue  mpumepsl  CPEACTB, MPUHAICKAIIUX K TPYIIe
MUPPONIOOEH30ANA3ETUHOBBIX ~ AHTUOMOTHKOB,  BKJIFOYAIOT  AHTPAMUIUH,  >00MMMUIIMH,
yukamuiuH, DC-81, maserpamMuLMH, HEOTpaAMULMH A, HeoTpaMuUUH B, mnoporpamuius,
nporpakapuuH, cubanomunuH (DC-102), cubupomuimir u TtoMamuuuH. PBD u  mux
ucnons3oBanue B ADC onmcansl, Hanpumep, B Antonow & Thurston DE. Chem Rev. 2011; 111:
2815-2864; Cipolla et al. Anticancer Agents Med Chem. 2009; 9: 1-31; Gerratana. Med Res Rev.
2012; 32: 254-293; Li et al. Appl Environ Microbiol. 2009; 75(9):2869-2878; Rahman et al. Org.
Biomol. Chem. 2011; 9: 1632-1641; Saunders et al. Sci Transl Med. 2015; 7(302): 302ral36; Hu
et al. Chem Biol. 2007; 14(6):691-701. Ctpyxtypa PBD siBnisiercs cnenyroneit:

HO LS
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B Bapumante ocymectBiennss ADC AONOTHUTENBHO CONEPIKUT JIMHKEP, Hampumep,
JUHKEP, C TOMOLIBID KOTOPOTO COEAMHSIOT MOJICKYJIy aHTUTeJa C HEaHTUTEIbHBIM
¢yHKUMOHATBHBIM  (pparmMeHTOM. B BapuaHTe  OCYINECTBJIEHHS]  JIMHKED  COAEPIKUT
THIPA30HOBYIO, AUCYJIb(QHUIHYIO, ENTHIHYIO HITH THOI(UPHYIO CBSI3b.

B BapmaHTe OCYLIECTBIEHHSI JIMHKEP SIBISIETCS HEpacIIeIUIieMbIM JIMHKepoM. [Ipumepsr
HEepaCIIEeIUIIEMbIX JIMHKEPOB BKIIFOYAIOT, HAMPUMEP, HEPACLICIUISIEMbI THO3(UPHBIA JIMHKED
(manmpumep, N-cykumHIMHIUIT-4-(N-MaJenMUIOMETHI ) UKIoTeKcaH- 1-kapOokcmnar (SMCC))
W HepacIleTuIsieMblii MaJIeMMUOKAITPOUIIOBBIN JIMHKED.

B BapuaHTe OCYIIECTBIICHHUS JIMHKEP SIBJISIETCS pacIleIUIieMbIM JIMHKepOoM. B BapmanTe
OCYIIECTBIIEHHS] PACINEIUISIEMbIH JINHKED SIBJIICTCS XMMHUYECKH JIAOWJIBHBIM JIMHKEPOM,
HaNpuMep, pacIleIUieMbIM KHCJIOTOW JIMHKEPOM (HampuMep, paclIeruiieMbIM KHCIOTON
T'HPa30HOM) WJIM BOCCTAHABIMBAEMBIM JIMHKEPOM (Hampumep, OUCYIbPUIHBIM JTHHKEpOM). B
BapUAHTE OCYINECTBJICHHUS PACIIEIUIIEMbIi JIUHKEP SBJSIETCS (PEPMEHTATUBHO DPACIIETIISIEMbIM

JMHKEPOM, HAmpUMep, JUHKEPOM Ha OCHOBE MenTuaa (Hampumep, MUMENTUAHBIM JIMHKEPOM
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(marpumep, BanmuH-uUTPpyJUIMHOBBIM (Val-Cit) nuaKepoM ninn peHnnanaHuH-TM3HHOBEIM (Phe-
Lys) munentuaHbIM JMHKEPOM)) WM [(-TJIFOKYPOHUIHBIM JIMHKEpOM. Jlpyrue JUHKEphl M HX
ucnonszoBanue B ADC onucanbl, Hanpumep, B Lu et al. Int J Mol Sci. 2016; 17(4): 561,
cofiepKaHNe KOTOPOH BKIIFOYEHO B HACTOSIIIEE ONMCAHNE B KAYECTBE CCHUIKU B IIOJIHOM OOBEME.

B BapuanTe ocCyuiecTBIeHMs JIMHKEp sBisAeTcss nojudTuwieHrnukonessiM (PEG)
JMHKEPOM.

Mopaenu Ha JKHBOTHBIX

Monekynbl aHTHUTEN, NPEACTAaBIEHHbIE B HACTOSIIEM ONMUCAHHH, MOJKHO OLIEHHUBATh in
Vivo, HampuMep, ¢ UCTIOIb30BAHUEM PA3IMUHBIX MOJeNell Ha KUBOTHBIX. Hanpumep, Moaens Ha
JKUBOTHBIX MOYKHO HCIOJIB30BaTh Ui TECTUPOBaHMSA 3(P(PEKTHMBHOCTH MOJIEKYJIbI AHTUTENA,
NPEACTABJICHHOW B HACTOSIIIEM OMUCAHWHW, B WHruOupoBanmn CD138 w/mnm neueHnn wim
npoQHIaKTHKE HAPYIICHUS, MPENCTABIEHHOIO B HACTOSIIEM OINHCAHWU, HAIPHMEP, MHUEJIOMBI
(HarpuMep, MHOJKECTBEHHOH MHENIOMbI). Moeu Ha KMBOTHBIX TAK)K€ MOXKHO HCIOJIB30BATH,
HampuMep, ISl HCCIEAOBAHUS HAMW4YMsg NOOOYHBIX 3(P(EKTOB, H3MEPEHHs] KOHLEHTPALUid
MOJIEKYJI aHTHUTEI in situ, JeMOHCTpanuy Koppesinun Mexay ¢pynkuunein CD138 u Hapyinenuem,
NPEACTABJICHHBIM B HACTOSIIEM OMHMCAHUH, HAIPUMeEP, MUEIOMOH (HampuMep, MHOJKECTBEHHOM
muenomoii). HeorpannmuuBaromme nmpuMepbl TUIIOB KUBOTHBIX, KOTOPBIE MOYKHO HCIIOJIb30BAaTh
ISl OLIEHKU MOJIEKYJI aHTUTEJ, MPEACTABIEHHBIX B HACTOSLIEM OMMCAHUM, BKJIIOYAIOT MBILIEH,
KPBIC, KPOJIMKOB, MOPCKUX CBUHOK U 00€3bsIH.

Heorpannuuparomye mnpumepel Mopaened MHEIOMbl (HampuMep, MHOXKECTBEHHOM
MHENIOMbI) Ha JKHBOTHBIX, KOTOpPbI€ MOKHO HCIIOJIb30BaTh AJISI OLIEHKH MOJIEKYJIbI aHTUTENa,
IPECTaBJICHHON B HACTOSIIEM ONMMCAHWUM, BKJIIOYAIOT MOJAEIN MMMYHOKOMIIETEHTHBIX MBILIEH,
Hanpumep, mopenu STMM (5T Radl), 5T2, ST33 u STGMA (Radl et al. Am J Pathol. 1988; 132:
593-597), Mopenu UMMYHOKOMIIPOMETHPOBAHHBIX Mbllel, Hanpumep, moaenb RAG-2 (Fowler
et al. Dis Model Mech. 2009; 2: 604-611), MbIlIUHbBIE MOJIENN KCEHOTPAHCILIAHTATOB MUEJIOMBI,
Hanpumep, moxenu SCID u NOD/SCID (Huang et al. Cancer Res. 1993; 53: 1392-1396;
Tsunenari et al. Blood. 1997; 90: 2437-2444; Torcia et al. Exp Hematol. 1996; 24: 868-874;
Hjorth-Hansen et al. ] Bone Miner Res. 1999; 14: 256-263); monenun SCID-Hu u SCID-Rab
(Urashima et al. Blood. 1997; 90: 754-765; Yaccoby et al. Blood. 1998; 92: 2908-2913; Yata &
Yaccoby. Leukemia. 2004; 18: 1891-1897); reHeTu4ecku CKOHCTPYHUPOBAHHBIE MOJEJIH,
Hanpumep, MJI-6- u MYC-ynpasnsiembie monenu (Kovalchuk et al. Proc Natl Acad Sci USA.
2002; 99: 1509-1514; Adams et al. Nature. 1985; 318: 533-538; Chesi et al. Blood. 2012; 120:
376-385); monens Ep-xbp-1s (Carrasco et al. Cancer Cell. 2007; 11(4):349-360); monens L-
GP130 (Dechowet al. J Clin Invest. 2014; 124(12):5263-5274).

B poknuHuYeckux MOZeNsX in Vivo MOXKHO HCHOJb30BaTb Pas3jMYHbIE JUHUU KIJIETOK
MHEJIOMBI MBIIIN U YeJIOBEKa U NepBUYHbIE MUEIOMHBIE KJIETKH denoBeka. Heorpanuuusaroiue
NpUMephl JIMHUN KJIETOK MHEJIOMBbI MBIIINM U YeJOBEKa, KOTOpble MOXHO HCIOJIb30BaTh IJIs
NPYKUBJIEHNS], BKIIOUaroT MuesnoMuble kiaetku ST (Radl et al. Am J Pathol. 1988; 132: 593-
597), mumdodnacrounnsie kierkn dyenoseka ARH-77 (Huang et al. Cancer Res. 1993;

53(6):1392-1396), nunauro knerok muenomsl yenoseka JJN3 (Hjorth-Hansen et al. J Bone Miner
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Res. 1999; 14(2): 256-263) u NJI-6-3aBucumble TuHNM KieTok MuenomMsl (Tsunenari et al. Blood.
1997; 90(6):2437-2444). XKenaemMyro JHHHUIO KJIETOK MOXHO BBIOMPATh C Y4ETOM, HAIpHUMEp,
CKOPOCTH TPM)KMBIIEHHUS OIYXOJIM, XapaKTePHCTUK KOHKPETHOrO THUMA OMyXOiu (Hampumep,
CKJIOHHOCTH K Pa3BHTHUIO JIMTUYECKMX OYaroB B KOCTAX) MM THUIA MPOXYLHPYEMOTO
MOHOKJIOHAJIBHOTO OeJTKa.

Jlpyrue Monenmu MuenoMbl (HampuMep, MHOMKECTBEHHOH MHEJIOMbI) Ha JKUBOTHBIX
onucanbl, Hanpumep, B Lwin et al. Bonekey Rep. 2016; 5: 772; Libouban et al. Morphologie.
2015;99(325): 63-72; Campbell et al. CurrProtocPharmacol. 2008; Chapter 14: Unit 14,9.

dapmaneBTHYECKHE KOMIIO3ULIUH H HAOOPBI

B HEKOTOpBIX acmeKTax HACTOsIIee N300PETEHNE OTHOCUTCS K KOMITO3HLIUSIM, HATIPUMED,
(apManeBTHYECKH MPUEMJIEMBIM KOMITO3ULIFSIM, BKJIFOYAIOIIUM MOJIEKYJy aHTUTENa MPOTHB
CD138, npeacraBieHHYO B HACTOSIIIEM OMUCAHUY (HAMIPUMEP, MOJIEKYJTy T'YMaHH3UPOBAHHOIO
aHTHUTENA, TPENCTABIEHHYI0 B  HACTOALIEM OINHMCAHWHM), COCTABJICHHYIO BMECTE C
bapMareBTHYECKHN TPHEMIIEMbIM HOCHTEIIEM.

B pamkax n3obperenus TepMHH "(hapMaLeBTHUECKH TPUEMIIEMbIH HOCHTENb" BKIJIOYAET
mo0ble W BCE PACTBOPHUTENH, IUCIEPCHOHHBIE CpPEAbl, H30TOHMYECKHE M 3aMEAIISIOIINe
abcopOuuIo CpencTBa | T.II., SBISTIOIUECS (PU3UOJIOTMYECKH COBMECTUMBbIME. HocHuTenb MOXeT
NOAXOAUTh JJIs1 BHYTPUBEHHOTO, BHYTPUMBIIIEYHOIO, IOJKOXHOTO, MapeHTepajbHOrO,
PEKTaJIbHOTO, CHHHAJIBHOTO WM OSIHAEPMAJbHOIO BBEACHHs (HAmpuMep, MOCPEICTBOM
UHbEKIMUU Wiu HHQY3un). B HEKOTOPHIX BapuaHTaxX OCYLIECTBICHHS MEHee MPHOIN3HUTENBHO
5%, wHampumep, menee mnpubmusurensHo 4%, 3%, 2% wim 1% Monekyn aHTUTeNn B
dapmaneBTUYECKOH KOMIO3MLIIMM HAXOmATCs B BHIe arperatos. B apyrux BapuaHTax
OCYLIECTBJIEHHsI 10 MEHbLIeH Mepe NpuOMusuTenabHoO 95%, Hampumep, MO MeEHbIIEH Mepe
npubnusuTensHo 96%, 97%, 98%, 98,5%, 99%, 99,5%, 99,8% wuau OGosee MOJEKYJ aHTHTEN B
(apmaLeBTHYECKOI KOMIO3UIMHM HAXOASITCS B BHUAE MOHOMEPOB. B HEKOTOpBIX BapmaHTax
OCYIIECTBJIEHUs] yPOBEHb  arperaroB WJId  MOHOMEPOB  OINpPENeNSIIOT  MOCPEACTBOM
xpomarorpaduu, HampuMep, BbICOKO3(P(HEKTUBHOM KCKIFO3UOHHOM XpomaTorpaduu (HP-SEC).

Kommnoszuiuy, mnpeacraBieHHblE B HACTOSIIEM ONMCAHUU, MOTYT HMETb MHOXKECTBO
¢opm. OHHU BKIIIOHYAIOT, HAMIPUMED, KUIKHUE, MOJYTBEPIAbIC U TBEPAbIC JIEKAPCTBEHHBIE (POPMBI,
TaKMe KaK JKUAKHE pPacTBOpPbI (HANpHMEp, WHbELUpPyeMble U HH(QY3UpYyEMble PacTBOPHI),
OUCTIEPCUN WM CYCHEH3UH, JIUMOCOMBbI M cymmosuropud. Ilogxonsmas ¢opma 3aBUCHT OT
NpEeArnoaraeMoro crnocoda BBEACHHUS W TEPANEBTUYECKOTO HCIIONb30BaHMA. |HNUYHbIE
NOJXOZISALINE KOMIO3ULIUN HAXOIATCS B (JOPME HHBEIHPYEMBIX WIIH UH(PY3UPYEMBIX PACTBOPOB.
OnHuM W3 TOAXOmAIMX CHOCOOOB BBEACHMS SIBJISIETCSl TAPEHTEPANIbHBIA  (Hampumep,
BHYTPUBEHHBIN, TOAKOXHBIN, WHTpPANepUTOHEANbHBIH, BHYTPUMBIIEYHbIH). B HEKOTOpBIX
BaPUAHTAX OCYLIECTBIICHHUS MOJIEKYJYy aHTHUTENA BBOISAT MOCPEACTBOM BHYTPUBEHHON MH(Y3UU
WIM WHBEKUUU. B HEKOTOpBIX BapuaHTax OCYINECTBJIEHHUS] AHTUTEIO BBOASAT IOCPEACTBOM
BHYTPUMBILIEYHONU WJIA MOAKOKHONU UHBEKLIUH.

®pa3pl "napeHTepalbHOE BBeleHHE" U "BBENEHHBII NapeHTepalbHO" B  paMKax

I/1306peTeHI/IH O3HAYaIOT CIIOCOOBI BBCACHUs, UHBIC, YE€EM SHTCPAJIbHOC U MCCTHOC BBEACHUC, KAK
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npaBujio, NOCPEACTBOM HMHDBECKIHWH, U BKIIKOYAIOT, B KAYCCTBE HCOTPAHUYMUBANOLIHUX IMPUMEPOB,

BHYTPUBEHHYIO, BHYTPHUMBILIEYHYIO, BHYTPHAPTEPUAIIBbHYIO, UHTPATEKAJIbHYIO,
BHYTPUKAIICYJIbHYIO, HUHTPAOPOUTAIIBHYIO, BHYTPUCEPAECUYHYIO, UHTPAePMaJIbHYIO,
HUHTPaNepUTOHEAIbHYIO, TPAHCTPaxeaJbHYIO, MOAKOXKHYIO, CYOKYTHKYJISIPHYIO,
BHYTPUCYCTaBHYIO, cyOKarcyJsIpHy!Io, cyOapaxHOUIAIbHYIO, UHTPACIIUHAIBHYIO,

SMUIEPMATBHYIO U HHTPACTEPHAIBHYIO HHBEKLMIO U HH(Y3HUIO.

TepaneBrudyeckue KOMIO3WLMH, KaK MPAaBUJIO, JIODKHBI OBITH CTEPHJIBHBIMH U
CTa0MJIbHBIMU B YCJIOBUSIX NMPOU3BOACTBA U XpaHeHHss. KOMIO3ULINIO MOKHO COCTABJISITh B BHIE
pacTBOpa, MUKPOSIMYJIbCHH, AUCIIEPCUH, JIMTIOCOMBI HJIU JPYrOH YMOPSIOYEHHOW CTPYKTYPBI,
NOJXOMSALICH Uil BBICOKOW KOHIEHTpauuu aHtutena. CTepHiibHbIe WHBELUPYEMbIe PacTBOPBI
MOJKHO TOJIy4aTh MOCPEACTBOM BKJIFOYEHUS aKTUBHOTO COENUHEHHs (T.€. aHTUTea WJIN 4acTh
aHTHUTENa) B HEOOXOOUMOM KOJIMYECTBE B COOTBETCTBYIOLIEM pPACTBOPUTENE C OJHUM WJIH
KOMOMHAIMEH WHTPEJUEHTOB, MEPEUYHCICHHBIX BbIIIE, MPU HEOOXOOUMOCTH, ¢ MOCIEAYIOLICH
creprnsanuei gupTpanuei. Kak mpaBuiio, JUCIEPCHH TONYYAIOT MOCPEICTBOM BKIFOUEHHS
AKTUBHOTO COEAMHEHUs] B CTEPWIbHBIH HOCHUTENb, COAEPKAIINNA OCHOBHYIO JHUCIEPCHOHHYIO
cpeay U HeOOXOOUMbIE APYTHe WHTPEIUEHTHI U3 MEPEUNCIIEHHBIX BbIIIE. B ciydae cTepuibHBIX
MOPOLIKOB /ISl TIONYYEHHsI CTEPHJIbHBIX HHBELHUPYEMBIX PACTBOPOB, NPEATNIOYTUTENBHBIMU
crioco0amMy MONYYEHHUsI SIBJSIIOTCS CYIIKa B BaKyyMe M JHO(PWIN3ALMSA, C MOMOLIBIO KOTOPBIX
NOJTYy4Yal0T MOPOMIOK AaKTUBHOTO MHIPEJUEHTa U JI0OOr0 JOMOJHUTEIBHOTO >KEIaeMOrO
UHIPEINEHTa U3 €r0 PacTBOPA, MOJMYYEHHOTO paHee U CTePUIIN30BAHHOTO (pribTpanueii. MoxxHO
NOJAEPKUBATh COOTBETCTBYIOIIYIO TEKy4eCTh pacTBOpa, HalpUMep, C HCIOIb30BAHUEM
MOKPBITHUS, TAKOTO KaK JIELIUTHUH, TTOCPEACTBOM MOJAEPKAaHUS HEOOXOIUMOrO pa3Mepa JacTHUIl B
cilyyae AUCIIEPCUU U TIOCPECTBOM HCIOJIb30BAHUS MTOBEPXHOCTHO-AKTUBHBIX BEINECTB. MOXKHO
AOCTHraTh IPOJIOHTMPOBAHHOW a0COpOLMM  HMHBELMPYEMbIX KOMIIO3ULMH  IOCPEACTBOM
BKJIIOUEHHUS] B HUX CPEICTBA, 3aMeuIsitoIero abcopOuuro, Harpumep, MOHOCTEAPATHBIX COJIeH U
JKeJIaTHHA.

Monekysibl aHTUTEN, TPEACTABICHHbIE B HACTOSIIEM OIWUCAHWHM, MOXKHO BBOIHTH
pa3HbIMH crioco0amu. HecKoMbkO M3 HUX M3BECTHBI B 3TOW OOJNACTH, U Ui MHOTHX obyactei
TEPANEeBTHYECKOTO, MPOPUIAKTUIECKOTO MM JTHATHOCTHYECKOTO UCTIOJIb30BAHUS TOAXOISIINM
NyTeM/CriocoOOM BBEACHHS SIBJISIETCSI BHYTPUBEHHAas WHbeKUMs win uHOy3us. Hampumep,
MOJIEKYJIBl AHTHTEJ MOXXHO BBOAHTbH IOCPEICTBOM BHYTPUBEHHOW HH(QY3HUH CO CKOPOCTBIO
meHee 10 MI/MUH, TOPEANOYTUTENBHO - S5 MI/MHH WJIM MeHee, AN JOCTIKEHHS O3Bl
npubmsuTensHo ot 1 10 100 Mr/M%, IPEANOUYTHTENBHO - IPHOTH3HTENBHO OT 5 10 50 Mr/m’,
PUBIHBHTETBHO OT 7 10 25 Mr/M”, 1 GoJiee IPEANOYTHTENbHO - npuommsuTensHo 10 Mr/m”. Kak
Oyner MOHATHO CHEUUAINCTaM B 3TOH oOJacTu, NyTh W/WiM crnocod BBeneHus Oyaer
BapbUPOBATbCSI B 3aBHUCHMOCTH OT JKEJA€MbIX pe3yJbTaTOB. B HEKOTOPBIX BapHaHTaX
OCYLIECTBJICHHsT AKTUBHOE COEAMHEHHE MOXKHO TMOJNy4aTh C MHCIOJNb30BAHUEM HOCHUTE,
KOTOPBIM OyZer 3aiuinaTe COEIUHEHHE OT OBICTPOrO BBICBOOOXIIEHUS, TAKOTO KaK COCTaB C
KOHTPOJIMPYEMBIM BBICBOOOKIEHHEM, BKJIIOUAsl WMIUIAHTATBI, TPAHCAEPMAJbHBIE IJIACTBIPH H

MHUKPOUHKAIICYJTUPOBAHHBIC CHCTEMbI HOCTABKH. MO:KHO HCIIOJIb30BaTh 6I/Iozlerpa/:u/1pyeMbIe,
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OMOCOBMECTHMBIE  TIOJMMEPBI,  Takhe  KaKk  OSTUJICHBUHWIALETAT,  IOJHUAHTHIPHIIBIL,
MOJIUTIIMKOJIEBAsl KHCJIOTA, KOJIJIAT€H, IMOJMOPTO3(GHUPBI U TOJUMOJIOYHAsl KHCJIOTa. MHOrue
CcrocoObl MOJNyYEeHHsT TaKUX COCTABOB 3aMaTeHTOBAHbI WM, KaK MPAaBHJIO, W3BECTHBI
cneuuanucrtam B 3toi obmactu. Cwm., Hampumep, Sustained and Controlled Release Drug
Delivery Systems, J. R. Robinson, ed., Marcel Dekker, Inc., New York, 1978.

B HekoTOppIX BapHaHTaX OCYIIECTBJIEHUS AHTUTENO MOJIEKYJly MOXKHO BBOAHTH
NepOpabHO, HAMPUMED, C UHEPTHBIM JUIFOCHTOM WJIM YCBAUBAEMbIM CbEIOOHBIM HOCHUTENIEM.
Monekyny aHtutena (M APyrue WHIPEOUEHTHI, NPU JKEJAHUU) TaKKE MOXKHO 3aKJIHYaTh B
TBEPAYIO WJIHM MSTKYKO KEJJAaTHHOBYIO KarcyJjy, IpeccoBaTh B TaOJIETKM WU BKIIKOYATh
HETMOCPEICTBEHHO B MUY UHAWBHUAyyMa. B ciydae mepopalibHOrO TeparneBTHIEeCKOrO BBEICHUS
MOJIEKYJTy aHTUTEIda MOKHO BKJIFOYAaTh BMECTE C SKCIUIIHEHTAMU W HCIOJIb30BaTh B (hopme
MPOTJIAThIBAEMbIX TaOJETOK, OYKKAJbHBIX TaOJETOK, MACTUJIOK, KATICYJ, JJIMKCUPOB, CYCIIEH3HIA,
CUPOIOB, TUIACTUHOK W T.M. JIisi BBENEHHWs] MOJEKYJbl AHTUTENA WHAa4Ye, YEM IOCPEICTBOM
MApEeHTEPAIbHOTO BBENEHHUs, HEOOXONMMBIM MOXKET SIBJISITbCS TOKPBITHE COSHUHECHHS
MaTepHaJIOM ISl PEIOTBPALICHUS] HHAKTUBALINHN UM COBMECTHOE BBEIICHHE MaTepHasa C HUM.
Tepanesrudeckue, NpOQUIAKTUYECKUE WU TUATHOCTUYECKHE KOMIIO3UIMH TaKKe MOXKHO
BBOAHUTH C HCIOJB30BAHUEM MEIUIIMHCKUX YCTPOWCTB, U HECKOJBKO M3 HUX H3BECTHBI B STOU
o0nacTu.

st TOCTHKECHUST JKEIaeMOTro OTBETA (Hampumep, TEPaneBTUYECKOTO,
NPOPUIIAKTHIECKOTO WJIH JUATHOCTHYECKOTO OTBETA) KOPPEKTHUPYIOT PEKUMBI JO3HPOBAHMUSL
Hamnpumep, MO>XKHO BBOJUTH €AMHCTBEHHBIN OOJIFOC, MOKHO BBOAUTH HECKOJIBKO TPOOHBIX 103 C
TEYCHHEM BPEMEHHM WJIM MOXHO TPONOPLHOHATIBHO CHIDKATh WM TMOBBIIIATH J03Y B
3aBHCUMOCTH OT TpeOoBaHMII TepamneBTu4eckoil cutyauud. OCOOEHHO MPEeNrnoOUTUTETHHO
COCTABJISATh MIAPEHTEPATbHBIE KOMITO3ULIMU B CTAHAAPTHOI JIeKapCTBEHHOH (popMe JIsi MPOCTOTHI
BBEACHUS M €OMHOOOpasus HO3UPOBKH. B pamkax wu3o0pereHuss TepMUH ''CTaHOapTHAs
JeKapcTBeHHass ¢opma" OTHOCHTCS K (DU3MUECKH OUCKPETHBIM €IUHUIAM, TMOAXOISIINM B
Ka4yeCTBe OIHOKPATHBIX 103 IJIsi WHAWUBHAYYMOB, MOIJIEKAIINX JICUEHUIO, KaKmas eIUHHIA
CONEPXKUT 3apaHee OINpPENeNICHHOE KOJUYECTBO AKTUBHOTO COENMHEHHS, BBIYUCIEHHOE IS
JIOCTIDKEHUs]  JKeJlaeMoro  TepameBThdeckoro  3¢ddexkra, BMecre ¢ HEOOXOTUMBIM
(apMalleBTUYECKUM HOCUTEeM. XapaKTEePUCTUKA CTAHNAPTHBIX JIEKAPCTBEHHBIX (HopM
HATNPSIMYEO 3aBUCHT OT (a) YHHUKAJIbHBIX XaPAKTEPUCTUK MOJIEKYJbl aHTUTENA U KOHKPETHOTO
TepareBTHYECKOro, MPO(UITAKTHYECKOTO WM JHArHOCTUYeCKoro 3¢ @dekra, KOTOPOro XOTSAT
nobutecs, u (b) orpaHUYEHUH, MPUCYIIMX OONACTU 3KCTEMITIOPAIBHOTO COCTABJICHUS] MOJIEKYJIbI
AHTHUTEJIA IS JICYSHHsS YyBCTBUTENIbHOCTH Y UHIUBUAYYMOB.

Heorpanuuuparomuii mpuMep Iuana3oHa TEePaneBTUYECKH, NPO(IIAKTUYECKH WU
OUArHOCTHYECKU 3(P(PEKTHBHOTO KOJMYECTBA MOJIEKYJIbI AHTUTENA NPEICTaBIsieT COOOM
npubnusutensHo 0,1-50 MI/kr maccel Tena MHAMBHUAyyMa, Hanmpumep, npudmusurensHo 0,1-30
MI/KT, Hampumep, npuOmusurensHo 1-30, 1-15, 1-10, 1-5, 5-10 wmm 1-3 mr/kr, Hampumep,
npudmmsutensho 1, 2, 3,4, 5, 6,7, 8,9, 10, 15, 20, 30, 40 unmu 50 mr/kr. Monekyy aHTUTENa

MO>KHO BBOJHUTH IOCPEICTBOM BHYTPHUBEHHOH HH(QY3UH €O CKOpOCThIO MeHee 10 mr/muH,
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HaIpUMep, 5 MI/MHUH WIA MEHee, ISl JOCTHKEHHs 103bl mpubmu3utensHo ot 1 no 100 MI/M?,
HATIPHMEP, MPUOIH3UTENTHHO OT 5 10 50 Mr/M?, MPHOIH3HTENbHO OT 7 10 25 MI/M”, HAIpHUMeD,
npubmmsurensHo 10 Mr/m>. CleyeT OTMETHTb, UTO 3HAYEHHsS 103 MOTYT BAPbHPOBATHCS B
3aBHCHMOCTH OT THIA M TSDKECTH COCTOSIHUS, KOTOpPOe HeoOXxonumMo obnerduth. Takxke cienyer
NOHUMaTh, 4YTO MJIs1 JIIOOOrO KOHKPETHOI'O WHAMBHAyyMa HEOOXOOMMO KOPPEKTUPOBATh
KOHKPETHBIE PEKUMbI TO3HUPOBAHMS C TEYEHUEM BPEMEHU B COOTBETCTBUH C MOTPEOHOCTSIMU
WUHIUBHAYYMa M NPO(ECCHOHANIBHOTO MHEHHs CIEeLHUANNCTa, BBOSIIEr0 KOMITO3MLIUHM WIIN
PYKOBOJSIIIETO BBEACHUEM KOMITO3ULHMI, U YTO IAWAMA30HBI 703, NPUBEICHHbIE B HACTOSIIEM
OMHUCAHWH, TPENCTABISIOT COOOH MCKIIOYHUTENbHO MNPUMEPbl M HE MpeJHA3HAuYeHbl IS
OrpaHuYeHUs1 00beMa UM MPAKTUYECKOTO MPUMEHEHHUST KOMITO3UIIHI MO H300PETEHHIO.

dapmaneBTUUECKUE KOMITO3UIIMY, IPEICTABIEHHbIE B HACTOSINEM OMHCAHUHU, MOTYT
BKJIIOYATh "TepameBTU4eckn 3(dekTuBHOE KoauuecTBo", "mpodunaktuuecku 3(QeKkTUBHOE
Kom4ecTBO" WM "AMarHocThueckd 3((EKTUBHOE KOJWYECTBO" MOJEKYJIbl aHTHUTENa,
NPEACTABJICHHON B HACTOSIIEM OIUCAHUU.

Tepmunr "tepaneBrudeckn 3(P(HEKTHBHOE KOJMUYECTBO" OTHOCUTCS K KOJHYECTBY,
3¢ pexTHBHOMY B HEOOXOIOMMBIX J03aX W B TE€YCHHE HEOOXOAMMBIX MEPUONOB BPEMEHU IS
IOCTIDKEHUST JKEIaeMOro TEepPareBTHYECKOro pesyjbrara. lepamneBTudeckd 3(PQexTHBHOE
KOJINYECTBO MOJIEKYJIbI aHTHTENA MOXKET BapbUPOBATHCS B 3aBHCHMOCTU OT TaKHX (DaKTOpOB,
KaK COCTOsiHHE 3a00JIeBaHMsI, BO3PACT, MMOJ M Macca Tejla HWHAUBUAYYMA, U CIOCOOHOCTH
aHTHTENAa WM YaCTH aHTUTENIAa BbI3BIBATh JKEJAEMbIIl OTBET y MHAUBUAYyMa. TepamneBTudecku
3¢ (eKTUBHOE KOJNYECTBO TAKXKE SIBJSIETCS KOJMYECTBOM, NPH KOTOPOM JIFOOOH TOKCHYECKHIt
wid  HeOnaronpusaTHeI 3(Q(EeKT MOJeKyJNbl aHTHUTeNa MEePeBEIINBACTCS TepPaneBTHUECKH
OnaronpusitHbiMu - 3pdextamu.  "TepaneBruuecku sddexTuBHas n03a", Kak MPaBUIIO,
MHTHOMPYeT U3MEPHMBIH MapameTp 1o MeHbIIel Mepe Ha npudausurensHo 20%, Harpumep, 1o
MeHblIel Mepe Ha npubnusutensHo 40%, O MeHblIeld Mepe Ha npuban3uTenbHo 60% uiau 1o
MeHbLIeH Mepe Ha npuoOam3uTenbHO 80% OTHOCHTEIBHO WHAMBHIAYYMOB, HEMOIBEPTHYTHIX
JeyeHuto. M3MepuMbIM MapaMeTpoM MOXKET SIBJIATHCS, HANPUMEp, TeMaTypusi, OKpaLIMBaHUE
MOYH, TIEHALIAsICs MOYa, OO0JIb, OTeK KHCTEH PYK M CTOM MM BBICOKOE apTEPHAbHOE NIaBJICHUE.
CriocoOHOCTb MOJIEKYJIBI aHTUTENIa HHTHOUPOBATh U3MEPUMBIN MapaMeTp MOKHO OLICHHBATH B
MOJIEJIbHOW CHUCTE€Me Ha JKUBOTHBIX, MPOTHOCTHYECKOH B OTHOLICHHH 3PPEKTHBHOCTH JICUEHHSI
W TPOQIIIAKTHKH MHEIOMBL. AJIBTEPHATHBHO, 3TO CBOMCTBO KOMIIO3HLIUU MOYKHO OLICHHBATH
NOCPEICTBOM HCCJIEOBAHUS CIIOCOOHOCTH MOJIEKYJibI aHTHTena uHruouposate CD138,
HaIMpuMep, MOCPEICTBOM aHAJIM3A in Vitro.

Tepmur "mpodunakrudeckn >PQPEeKTHBHOE KOIMYECTBO" OTHOCUTCS K KOJHUYECTBY,
3¢ pexTHBHOMY B HEOOXOOMMBIX A03aX M B TEUEHHE HEOOXOIUMBIX MEPHOIOB BPEMEHH s
IOCTIDKEHUs]  JKelNaeMoro  npoduiakTHdeckoro  pesynbrata. Kak — mpaBwio, T.K.
NPOQHUIAKTHUECKYIO 03y HCHOJB3YIOT Y MHAMNBHUAYYMOB O Pa3BUTHs 3a00JE€BaHUS WM Ha
paHHell craguu 3aboneBaHusi, npoduimakTHuecKu >PPEKTUBHOE KOJUYECTBO OyAeT MeHbIle

TepaneBTHIeCKU 3P HEKTUBHOrO KOIMYECTBA.
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Tepmunr "nuarnocrudecku 3¢QPEKTUBHOE KOJUYECTBO" OTHOCUTCS K KOJHYECTBY,
s pexTuBHOMY B HEOOXOAMMBIX A03aX M B TE€YEHHE HEOOXOAMMBIX MEPUONOB BPEMEHHU IS
JOCTHXKEHHSI JKEJIaeMOro AMAarHOCTUYECKOro pesynbrata. Kak mpaBuio, IHAarHOCTUYECKU
3¢ (}eKTUBHOE KOJHYECTBO SIBJISIETCS KOJWYECTBOM, IPH KOTOPOM HAapyLIEHWEe, HampuMmep,
HapylIeHUEe, MpPEACTABIEHHOE B HACTOSAILIEM ONUCAHUM, HANpPUMEP, MHEJIOMY, MOXKHO
JANarHOCTUPOBATS in Vitro, ex vivo Uiy in vivo.

Hacrosimee wn3o0pereHne Takke OTHOCHTCS K HaOOpy, coaepikalieMmMy MOJIEKYIy
aHTHTEJA, MPECTABICHHYIO B HACTOsIIIEM onucaHuu. Habop MokeT BKJIFOYATh OMH WK OoJiee
APYTHUX 3JIEMEHTOB, BKJIIOUas: MHCTPYKLHUH IO HCIOJIb30BAHUIO, IPYTHe PEareHThbl, HampuMmep,
METKy, TepaneBTUYeCKOe CPENCTBO, WIM CpPEACTBO, KOTOPOE MOXHO HCIOJIb30BaTh IS
X€JIaTUPOBAHMSI WJIM MHOTO COEAMHEHMsI MOJIEKYJIbl aHTUTENa C METKOW WM TeparneBTUYECKUM
CPEICTBOM, MJIU KOMIIO3ULIMIO PagHONpPOTEKTOPa; YCTPOWCTBA WM APyrHe MaTepuaibl AJis
MOATOTOBKY MOJIEKYJIbl aHTHUTENA K BBEIACHHIO, (DapMalleBTUUECKU NMPUEMJIEMbIE HOCUTENH, U
yCTpOICTBA UM Ipyrye MaTepHalbl sl BBEACHUsI UHAUBUAYYMY.

HyxkJjienHOBbBIE€ KHCJIOTBI

Hacrosimmee n3o0pereHue Takke OTHOCHUTCS K HYKJIEHHOBBIM KHCIJIOTaM, COAEPKAIINM
HYKJIEOTHJIHbIE TIOCJIEIOBATENbHOCTH, KOAUPYIOLIUE MOJeKyabl aHturen mnpotus CD138
(Hampumep, BapuabenbHbIe 00acTH TsKeNnol u Jerkoit nenu 1 CDR MoJekyn aHTHTeN), Kak
IIPEJCTaBJIEHO B HACTOSILIIEM OMHCAHUH.

Hanpuwmep, nHactosinee n300peTeHHE OTHOCHTCS K TEPBOW M BTOPOH HYKJIEHHOBOH
KHCJIOTE, KOAUPYIOIIUM BapuaOenbHble OOJACTH TSDKENOH M JIETKOM LEeNH, COOTBETCTBEHHO,
MOJIEKYJIbl aHTHUTENA, BBIOPAaHHON M3 OAHOM Win Oojiee MOJEKyJ aHTHUTElN, MPENCTABICHHBIX B
HACTOSIIIEM ONHCAHUH, HANPUMEP, MOJIEKYJbl aHTUTENa U3 TAaOMUIbl 2 WIM YaCTH MOJIEKYJIbI
aHTHUTENa, HanpuMep, BapuadenbHbIX obsacteil u3 Tabmuuel 2. HykienHoBas KHCIOTa MOXKET
COepIKaTh HYKJICOTUAHYIO IOCIENOBATENbHOCTh, KOAUPYIOIIYIO JTIOOYIO0 M3 aMHHOKHUCIIOTHBIX
NOCJIeOBaTENbHOCTEH W3 TaONHI, TNPHUBEJEHHBIX B  HACTOSIIEM  ONHCAHUH, WM
NOCJIEIOBATENIbHOCTb, MO CYIIECTBY, MIACHTUYHYIO €H (Hampumep, MOCJIEeIOBATENbHOCTD, IO
MeHbIIel Mepe mpudmm3uTenbHo Ha 85%, 90%, 95%, 99% wunu Oonee MASHTUYHYIO €U WU
OTJIMYAIOINYIOCS Ha He OoJiee ueM 3, 6, 15, 30 wnu 45 HYKJIEOTHIOB OT MOCJIEAOBATEIHbHOCTE,
NPEACTaBJICHHBIX B TAOJUIAX, MPUBEIEHHBIX B HACTOSIIIEM OMUCAHUN).

B HexoTOprIX BapuaHTax OCYIIECTBJIEHMsI HYKJIEHMHOBAas KHCIOTa MOKET COJep>KaThb
HYKJIEOTHJIHYIO TOCJIE€0BATENbHOCTb, KOAUPYIOINYIO 1O MEHblIEH Mepe OAHY, ABE WM TpH
CDR w3 BapuabenpHOH oOOmacT  TSDKENOH — IeNMM, HMMEIOMEeH  aMHHOKHCIIOTHYIO
NOCJIEIOBATENbHOCTD, MPEACTABICHHYIO B TaOJMIAX, NMPUBEICHHBIX B HACTOSIIEM OMHMCAHUH,
WM TIOCIIEOBATEIBHOCTD, IO CYLIECTBY FOMOJIOTHYHYIO €i (HampuMep, MOCIen0BaTENIbHOCTb,
1o MeHbIIel Mepe npudau3uTeapbHo Ha 85%, 90%, 95%, 99% wnu OGosnee MISHTUYHYIO i W/WiH
COIEp KALIYI0 OfHY WM OoJjiee 3aMeH, HampuMmep, KOHCEPBATHBHBIX 3aMeH). B HeEKoTOphIX
BAPUAHTAX OCYLIECTBJEHUS] HYKJIEHHOBAas KHUCJIOTAa MOJKET COAEpPKaTb HYKJICOTHUAHYIO
MOCJIEIOBATENbHOCTD, KOAUPYIOLIYIO IO MeHblIell Mepe oaHy, nse uiu tpu CDR  u3

BapHa6eanoﬁ o0nacTu Jerkom neny, HMMCEHIUX AaMHWHOKHUCJIOTHYHO TIOCJI€OOBATCIIBHOCTD,
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NPEACTAaBJICHHYI0 B  Ta0nMuax, TNPUBENEHHbIX B  HACTOALIEM  ONUCAHWM,  WJIH
MOCJIEIOBATENBHOCTD, MO CYIIECTBY T'OMOJIOTHYHYIO €i (HampuMmep, MOCIeNOBAaTEIbHOCTb, IO
MeHblIeH Mepe nmpubnusutenpbHo Ha 85%, 90%, 95%, 99% wunu Oonee MACHTUYHYIO € W/ UiH
COZIep KALIYI0 OfHY WM Oojiee 3aMeH, Hampumep, KOHCEPBATUBHBIX 3aMeH). B HeKoTophIX
BAPUAHTAX OCYILIECTBJIEHHUs] HYKJIEUHOBas KHUCIOTa MOXKET CONIEp)KaTb HYKJIEOTHIHYIO
IIOCJIEIOBATENBHOCTD, KOAMPYIOLIYIO MO MEHblIed Mepe OAHy, ABE, TPH, YeTbIpe, INATb WU
mectb CDR u3 BapuabenbHbIX obmacTeil TSXKeI0H 1 IETKOH LenH, NMEIOINX aMUHOKUCIOTHYIO
NOCJIEIOBATENIbHOCTD, MPEICTABICHHYI0 B TaOJIMIAX, NMPUBEICHHBIX B HACTOSIIEM OMHCAHUH,
WIN TIOCJIEIOBATEIbHOCTh, IO CYIIECTBY FOMOJIOTHYHYIO €l (Hampumep, MOCIeIOBaTeIbHOCTD,
1o MeHbInei Mepe mpudau3uTeabHO Ha 85%, 90%, 95%, 99% unu Oonee MOASHTUYHYIO €i 1/ UK
COZEPIKALIYIO OHY WK OoJiee 3aMeH, HapuMep, KOHCEPBATHBHBIX 3aMeH).

B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS HYKJIEMHOBAs KHCJIOTa MOXKET COIEpPIKaTb
HYKJICOTHJIHYIO TOCJIEIOBATEIbHOCTh, KOJUPYIOIIYI0 MO MEHbLIEH Mepe OXHY, NBE€ HIH TPU
CDR w3 BapuabenpHOW  OONACTH  TSDKENIOM — LEMH,  HWMEKOIUX  HYKJICOTHIHYIO
NOCJIEIOBATENIbHOCTb, TPUBEICHHYI0 B Tabiuie 2, MOCIeNOBAaTEIbHOCTh, IO CYIIECTBY
TOMOJIOTHYHYIO €l (Hampumep, MOCienoBaTeIbHOCTh, MO MEHbINEH Mepe MPUONN3UTENBHO Ha
85%, 90%, 95%, 99% wunu Oojee WOEHTUYHYIO €H W/WJHM CIIOCOOHYIO THOPHIU30BATBHCS B
YCIIOBHUSIX CTPOTOCTH, IPEACTABIEHHbIX B HACTOSIIEM OIMUCaHWM). B HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHHS HYKJIEMHOBAsI KMCJIOTA MOXKET COZePKaTh HYKJICOTUAHYIO TIOCIEIOBATENBHOCTD,
KOZIMPYIOIIYIO MO MeHbIuel Mepe onHy, ase uiau Tpu CDR n3 BapmabenpHOH obmacTu Jerkoi
LeNH, WMEIOLINX HYKJICOTHIHYIO IIOCJIEA0BATENIbHOCTh, IMPHUBEACHHYIO B TaOnHIe 2, WIH
NOCJIEIOBATENBHOCTD, MO CYIIECTBY I'OMOJIOTHYHYIO €H (Hampumep, MOCIeN0BaTeIbHOCTh, 110
MeHblIel Mepe npubnusutenabHo Ha 85%, 90%, 95%, 99% wnu Oonee MASHTHYHYIO i W/Win
CIOCOOHYI0 THOPHON30BaThCS B YCJIOBUSIX CTPOTOCTH, TPEICTABICHHBIX B HACTOSLIEM
ONuUCaHuM). B HEKOTOPBIX BapuaHTaxX OCYLIECTBJICHHs HYKJIEUHOBAsl KUCJIOTa MOXKET COEP>KaTh
HYKJICOTHIHYIO MOCJIEI0BATEIbHOCTD, KOAMPYIOLIYIO MO MEHbINEH Mepe OZIHY, BE, TPH, YEThIPE,
st win mectb CDR w3 BapmaOenbHbIX 00jacTeil TSKENOW M JIETKOH LEMH, WUMEROIUX
HYKJICOTHIHYIO TOCJIEIOBATENIbHOCTD, MPUBEIECHHYIO B TAOJHIIE 2, HITH TOCIEA0BATEIbHOCTb, 110
CYLIECTBY TOMOJIOTHYHYK €H (Hampumep, TIOCJIeNOBaTeIbHOCTh, MO MEHBbIIEH Mepe
npubmm3uTenbHo Ha 85%, 90%, 95%, 99% wnu Gonee WASHTUYHYIO €W W/WIH CIIOCOOHYIO
rHOPUAN30BATHCS B YCIOBHSX CTPOTOCTH, IPEACTABICHHBIX B HACTOSIIEM OIUCAHHH).

B HEKOTOpBIX BapHMaHTaxX OCYIIECTBJICHUS HYKJIEHHOBAas KHUCIOTA  COHEPIKHUT
HYKJICOTHIHYIO TTOCJIEOBATENbHOCTD, MPUBENEHHYIO B TaOJHIIE 2, I TOCIENOBATENIbHOCTD, 110
CYLIECTBY TOMOJIOTHYHYIO €H (Hampumep, IIOC/IeNOBaTEbHOCTh, IO MEHBIIEH Mepe
npudmmsuTensHo Ha 85%, 90%, 95%, 99% wnu Oojee MASHTHYHYIO €l W/WIH CIIOCOOHYIO
rHOpUAN30BaTECSl B YCIOBHUSAX CTPOTOCTH, MNPEACTABICHHBIX B HACTOALIEM ONUCaHuH). B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHUS HYKJIEHHOBAS KUCJIOTAa COINEPXKUT YacTh HYKJIEOTHIHOM
NOCJIEIOBATENIbHOCTH, TPUBENCHHOW B TaOmuIEe 2, WIM IOCIENOBATEIbHOCTh, IO CYIIECTBY
TOMOJIOTHYHYIO €l (Hampumep, IMOCiIeNoBaTeIbHOCTh, MO0 MEHbIIEH Mepe NMPUOJU3UTENBHO Ha

85%, 90%, 95%, 99% wunu OGonee WACHTUYHYIO €U, W/WIM CIOCOOHYHO THOPHIN30BATHCS B
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YCIIOBHUSIX CTPOTOCTH, NMPEICTABIEHHBIX B HACTOSIIEM OnucaHu#). YacTh MOXKET KOAMPOBATH,
Harpumep, BapuadenpHy0 obnacte (Hampumep, VH wnu VL), oxny, aBe wnu Tpu mimm Oonee
CDR; wu ogHy, ABe, TPH WK YeThIpe MK O0Jiee KapKacHbBIX 00JIaCTe.

HyxnenHoBble KHCIOTBI, MpPEACTaBICHHbIE B HACTOSALIEM OMNHMCAHMM, BKJIHOYAIOT
Ie30KCUPUOOHYKIICOTHIbI, MM PUOOHYKJICOTUABI, MJIM WX aHAJOTH. [TOMMHYKIIEOTHI MOXKET
SBJIATBCSA OJHOLIETIOYEUHBIM WM ABYXLEMOYEUHbIM, U, €CJIH OH SIBJIAETCSl OJHOLIETIOYEYHBIM, TO
MOXET SIBJIATBCS KOAHMPYIOINEH LEeNnbl WM HEeKOAMPYIOIell (aHTHCMBICIOBOH) LEMbHO.
[ToNuHYKIEOTH MOXKET COAep»aTb  MOAU(PHUUUPOBAHHBIE HYKJICOTHIbl, TaKue Kak
METUJIMPOBAHHbIE HYKJIEOTUABl U aHAJIOTU HYKJIEOoTUAOB. llocimenoBaTenbHOCTh HYKJIEOTHUAOB
MOXKET  TpPEephIBaTbCS  HEHYKJIEOTUIHBIMH  KOMIIOHEHTaMH. [IONMHYKJIEOTHI  MOXKHO
JOTIOJIHUTEIPHO ~ MOIU(UIMPOBATh  IOCJE  MOJUMEPU3ALUH, HalpuMep, TOCPEACTBOM
KOHBIOTAlUM €  KOMIIOHEHTOM-MeTKoW.  HykienHoBast ~ KHUCJIOTa  MOXKET  SIBJISIThCS
PEKOMOMHAHTHBIM  TIOJIMHYKJIEOTUJOM  WJIM  TOJUHYKJIEOTHIOM reHomHoro,  kJIHK-,
MOJIyCUHTETUYECKOTO MJIM CUHTETHYECKOro MPOUCXOKAEHUs, He BCTPEYAIOLIMMCS B MPHUPOAE
WJIN CBSI3aHHBIM C IPYTUM IOJIMHYKJIEOTHIOM B HENPUPOAHOH KOH(PUTYPALIHH.

B HEKOTOpBIX acmekTax HacTosee H300peTeHHe OTHOCHUTCS K KIIETKaM-XO035€BaM H
BEKTOpaM, COJEp>KalllUM HYKJIEHHOBBbIE KUCJIOTBI, MPEACTaBICHHbIE B HACTOSILEM OINUCAHUM.
HyxnenHoBble KHUCIOTHI MOTYT HaxOAUTbCS B OJHOM BEKTOpE WM OTAENbHBIX BEKTOPAX,
HAXOMSILIMXCSI B OXHOH KIJIETKE-XO35MHE WM OTHEeNbHBIX KJIETKaX-X03sieBaxX, Kak Oosee
noApOOHO OMHMCAHO HIDKE.

BekTopn!

Hacrosimee wn300peTeHne IOMONHUTENBHO OTHOCHTCS K BEKTOpPaM, COZAEpKaIluM
HYKJICOTHJIHbIE TIOCIEIOBAaTENbHOCTH, KOAMPYIOIIME MOJeKyaly aHturena mnpotus CDI38,
IPECTABJICHHYIO B HACTOSALIEM ONUCAHUH.

B BapuaHTe OCYyIIECTBJIEHUS BEKTOP COAEPKUT HYKJIECOTHA, KOAUPYHOILIMH MOJEKYIY
aHTHTEJA, MPEACTABICHHYIO B HACTOSIIEM OMUCAHUM, HATIpUMeEp, NpUBEACHHYIO B Tabmuie 1. B
APYrOM BapHaHTE OCYIIECTBIEHUS BEKTOP CONEP)KUT HYKJIEOTHAHYIO IOCIEA0BATEIbHOCTD,
NPEACTABJICHHYI0 B HACTOSINEM ONUCAHUH, Hampumep, B Tabmuie 2. BekTopsl BKIIIOYAIOT, B
Ka4eCTBE HEOTPAHWYMBAIOUINX TMPUMEPOB, BHUPYC, IUIa3MuAy, Kocmunay, ¢ar nsmbna wuiam
UCKYCCTBEHHYIO ApOskskeByr0 xpomocomy (YAC).

MoXHO HCIONB30BaTh MHOTOYMCIEHHbIE BEKTOpPHBIE cUCTeMbl. Hampumep, B OfHOM U3
KJIACCOB BEKTOPOB UCMONB3YIOT 3seMeHThl JIHK, nmonyueHHble U3 BUPYCOB JKMBOTHBIX, TaKUX
KakK, HaImpuMep, BUPYC NAaNMIJIOMbI KPYIHOIO POraToro CKoTa, BUPYC IMOJMOMBI, aJ€HOBHPYC,
BUPYC OCIIOBaKLMHBL, OaKyJOBHPYC, pPeTpoBHpYChl (BUpyc capkombel Payca, MMTV wmm
MOMLYV) umu Bupyc SV40. B ngpyrom kjacce BEKTOPOB HCHONB3YIOT 3jieMeHThl PHK,
nony4eHnHble u3 PHK-BupycoB, Takux xak Bupyc jeca CeMIIHMKH, BUPYC BOCTOYHOrO 3HLEannTa
Jomanei u GpraBUBUPYCHI.

Kpome Toro, xierku, wumerommue crabuinpHo wuHTerpupoBannyro JIHK B cBoumx
XPOMOCOMaX, MOKHO IOJBEPraTh CEJEKIMHM MOCPENCTBOM BKIIIOYEHHS OIHOro Wi Oojee

MapKepoB, NEJAIOIINX BO3MOXKHOH CEJNIeKLHMI0 TPaHC(HUIIMPOBAHHBIX KJIETOK-X035ieB. Mapkep
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MOXeT olecreunBaTh, HampuUMep, MPOTOTPOPUI0 ayKCOTPOPHOMY OpPraHM3MY-XO3SUHY,
PE3UCTEHTHOCTh K Omoumzam (Hampumep, aHTUOMOTHKAM) WJIM PE3HCTEHTHOCTH K TSDKEIBIM
MeTajulaM, TAKHUM KaK Me/lb, WM T.II. [ '€H CeNIeKTUBHOIO MapKepa MOXKHO HAIPSMYIO CBSI3bIBATh
¢ nocnenosarenbHocTsMU JIHK, momneskamumm skcripeccuy, WM BCTPAaUBaTh B TY )K€ KIETKY
nocpenctsoM korpancopmarnuu.  Jns  ontumanbHoro cunresa MPHK  Takxke wmoryr
noTpeOoBaThCsl NOMOJHUTENbHBIE 3JIEMEHTbl. OTH 3JIEMEHThl MOTYT BKIIFOYATh CHUTHAJIBI
CIUIAfiCHHTIa, a TAK)KE TPAHCKPUILIMOHHbIE IPOMOTOPBI, SHXAHCEPBI U CUTHAJIBI TEPMUHALMH.

ITocne WOATOTOBKM SKCIPECCUPYIOIIEro BekTopa wiau mnocaeposarenpHocT JIHK,
comepaliell  KOHCTPYKLUHM, K  OSKCIPECCHUH,  JKCIPECCHPYIOLINE  BEKTOPbI  MOXKHO
TPaHC(UIUPOBATh WJIM BCTPAUBATh B MOIXOISINYIO KIETKY-XO3siMHA. J[JIs1 HOCTHIKEHHsI 3TOrO
MOJKHO HCIIOJIb30BaTh Pa3IMYHbIE CMOCOOBI, TaKHE KakK, HAIpUMep, CIMSHHE MPOTOILIACTOB,
ocaxkneHre (GochaToM KaJbLHs, SJEKTPOIOPALUS, PETPOBUPYCHAS] TPAHCAYKLMS, BHPYCHAs
TpaHC(eKUUs, TEeHHas IMyIIKa, TPAaHC(PEKIHs ¢ HCIOIb30BAHUEM JIUMHIOB WU JIPyrue
o0mmenpuHAThIe crocoObl. B ciyyae cnustHUsS MPOTOIIACTOB KJIETKH BBIPAIIMBAIOT B Cpenax M
NIOJIBEPTalOT CKPUHUHTY HAa COOTBETCTBYIOLIYIO AKTUBHOCTb.

CrenmanucraM B 3TOH 00NacTH W3BECTHBI CHOCOOBI M YCIOBHS KYJbTHBHPOBAHUS
MOJIy4a€MBbIX TPAHC(PHUIMPOBAHHBIX KJIETOK U BBIIEIEHUS MPOAYLUPYEMON MOJIEKYJIbI AaHTUTENA,
U WX MOXHO BapbHpPOBaTh WJIM ONTHUMH3HUPOBAaTh HA OCHOBE HACTOALIETO OIMCAHUS B
3aBHCHMOCTH OT KOHKPETHOTO HCIIOJIb3yEMOr0 3KCIPECCUPYIOIEro BEKTOpPA M KJIETOK-XO35€B
MJIEKOITUTAOLIHX .

Knerxku

Hacrosimee n3zoOpereHne Takke OTHOCUTCS K KJI€TKaM (HarpumMep, KIeTKaM-X03s€BaM),
COZIEp’KAIlMM HYKJIEMHOBYI KHCIOTY, KOAUPYIOIIYIO MoJiekyay anTturena nporus CDI38,
NPEACTaBJICHHYI0 B HACTOsIIEM OnucaHuu. Hampumep, KIeTKH-X03si€Ba MOTYT COAEPKaTh
MOJIEKYJly ~ HYKJIEMHOBOH  KHCJOTBI, HMEIOIIYI0 HYKJICOTHIHYK  IIOCJIEAOBATENIbHOCTD,
NPUBEACHHYIO B TaONUIE 2, MOCIEA0BATEbHOCTD, MO CYIIECTBY TOMOJIOTUYHYIO €l (Hampumep,
MOCJIEIOBATEIBHOCTD, 10 MEHbIIIEeH Mepe nmpudiu3uTeabHo Ha 85%, 90%, 95%, 99% wumu Gonee
UJICHTHYHYIO €l W/WJM CIOCOOHYH0 TMOPUAM30BATHCS B YCIOBUSX CTPOTOCTH, MPENCTABIEHHBIX
B HACTOSIIEM ONUCAHWH), MJIM YaCTh OXHON U3 YKa3aHHBIX HYKJIEHMHOBBIX KHCIOT. Kpome Toro,
KJIETKH-X035€Ba MOTYT COJIEPKaTh MOJIEKYJy HYKJIEHHOBOH KHCJOTBL, KOJUPYIOIIYIO
AMHHOKHUCJIOTHYIO TIOCJIEIOBATENIBHOCTh M3 TAONUIBI 1, MOCIENOBaTENbHOCTh, MO CYIIECTBY
TOMOJIOTHYHYIO €l (Hampumep, MOCienoBaTeIbHOCTh, MO MEHbINEH Mepe MPUOJMU3UTENBHO Ha
80%, 85%, 90%, 95%, 99% wnu Ooyiee MACHTUYHYIO €i), WM YacTb OJHOW W3 YKa3aHHBIX
MOCJIEIOBATEIbHOCTEN.

B HEKOTOpBIX BapHaHTaX OCYIUECTBJICHHUS KJIETKH-XO035€Ba T€HETUUECKH KOHCTPYHPYIOT
TaKk, 4YTOOBI OHU COMEPKAIM HYKJIEWHOBBIE KHCIOTBI, KOJUPYIOIIUE MOJIEKYJy AaHTHUTENA,
NPEACTABJICHHYIO B HACTOSIIIEM OIUCAHHH.

B HeKOTOpBIX BapHaHTaX OCYIIECTBJICHUS KJIETKHU-XO035€Ba T€HETUUECKH KOHCTPYHPYIOT
C HUCIMOJb30BAHMEM HKCIpeccupyrolne kaccersl. Ppaza "skcmpeccupyromasi kaccera'

OTHOCUTCsI K HYKJIICOTUAHBIM MOCJICOAOBATCIIBHOCTAM, KOTOPBIC MOIYT BJIMATH Ha 3KCIIPECCUIO
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reHa B OPraHUu3Max-X0351€BaX, COBMECTUMBIX C TAKUMU MOCIEAOBATEIBHOCTIMU. Taknue KacCeTsl
MOTYT BKJIFOUATh POMOTOP, OTKPBITYIO PAMKY CUHUTBIBAHHS C UHTPOHAMH WK O€3 HUX M CUTHAJ
TepMHUHAIMK. Take MOXHO HCIIOJb30BaTh AOMOJHUTENbHbIE (PAKTOPBI, HEOOXOAUMBIE WU
NIOJIE3HBIE JUTSL HKCIIPECCUH, TAKUE KaK, HalpuMep, MHAYLHOEIbHBIN TPOMOTOP.

Hacrosimee u3o0pereHHe Takke OTHOCHUTCS K KJIETKAM-XO3s€BaM, COAEpIKaIluM
BEKTOPBI, PEACTABICHHBIE B HACTOSILIEM OITUCAHUU.

B xauecTBe HEOrPaHUUYMBAKOLIUX MPUMEPOB, KJIETKA MOXKET SIBJISITHCS 3YKAPUOTUYECKON
KJIETKOM, OaKTepUaIbHOU KJIETKOM, KJIETKOM HACEKOMOTO MJIH KJIETKOH uejoBeka. [lomxomsiiue
SYKapUOTHYECKHUE KJIETKH BKJIKOYAIOT, B KAUECTBE HEOIPAHUUYNBAIOIINX IPUMEPOB, KJIETKHU Vero,
kinetku HeLa, xnetku COS, knetku CHO, knerkn HEK293, knetku BHK u knerku MDCKIL
Ilonxonsmue KIETKH HACEKOMBIX BKIIIOYAIOT, B KA4ECTBE HEOIPAHMYMUBAKOLINX IPUMEPOB,
kiaetkn Sf9. B BapmaHTe oOCyIIeCTBIEHUS KJeTKa (HampuMep, KIETKAa-XO3sIMH) SBISIETCS
BBIIEJICHHON KJIETKOM.

IIpumeHeHne MOJIEKY.1 AHTHTET

Monexynbl antuten npotus CD 138, npencraBieHHbIE B HACTOSIIIEM OMUCAHUH, a TAKXKE
dapmanieBTHYECKHE KOMIIO3ULMH, TPEICTABJICHHbIE B HACTOSIIEM OIMCAHWH, OOJamaroT
TEPANeBTHUECKUM, MPOYHIAKTHUECKUM H/MITH TUArHOCTUYECKUM MTPUMEHEHHEM in Vitro, ex vivo
 in vivo.

B BapuaHTe OCyIIECTBICHHSI MOJIEKYJIa aHTHTENA BBI3bIBAET OCYINECTBICHUE (HAIIPUMED,
UHIYLHPYET UM NOBbIIaeT) 3hpekTopHO# QyHKIINN B OTHOIIEHNH KJIETKH, SKCIIPECCUPYIOIIEH
CD138. Hanpumep, MOJEKYJIbl aHTUTE MOKHO BBOAUTH UHAUBHUAYYMY, HallpuMep, YENOBEKY,
9YTOObI  BBI3BIBATH AHTUTENO3aBHCHMYIO KJIETOYHYK) IUTOTOKCHUYHOCTH B  OTHOLIEHHUHU
NOPa’KEHHOH KJIETKU (HarpuMep, 3JI0KaUeCTBEHHOH KJIETKU WIN MPeA3JI0KaueCTBEHHON KIIETKU),
C KOTOpPOW OHHU CBSI3bIBAIOTCS. B BapuaHTe OCYLIECTBJIEHUS MOJIEKYyJa AHTUTENA BbI3bIBACT
KOMIUIEMEHT3aBHCUMYIO LUTOTOKCUYHOCTb ~ AKTUBHOCTb B OTHOLIEHUH  KJIETKH,
skcnpeccupyromeii CD138. B BapuaHTe OCYIIECTBICHHS MOJIEKyja aHTUTEIA CHIDKAET
(Harmpumep, UWHrUOUpyeT, OJNIOKUpPYeT WM HEWTpajiu3yer) OAuH Wik Oojiee BHUIOB
OHMONOrNYecKoil aKTUBHOCTH KJIETKH, dKcmpeccupyromeit CD138. B BapuaHTe ocyuiecTBiIeHUs
MOJIEKyJia AHTUTENia WHrUOMpyeT MHelcTBHEe mpoTeasbl Ha MeMOpaHocBsizaHHbIi CDI138,
Hanpumep, A cHkeHus wmenauHra CDI138. Hanpumep, 3T MoONeKysbl aHTUTEN MOKHO
BBOAUTH B KJIETKH B KYJBTYpE, in VIlro UM €X Vivo, WIH UHAUBUAYYMY, HallpuMep, YelOBEKY,
HampuMep, in Vivo, s CHWKEeHUs (HarmpuMep, WHTHOMpPOBaHMs, OJIOKMPOBAHUS —HIIU
HeHTpaau3aun) OMHOro Win Oojiee BUIOB OMOJIOTMYECKON aKTHBHOCTHU KJIETKH.

Takum oOpa3om, B OHOM H3 aCMEKTOB HACTOSLIEe M300PETEHHE OTHOCHTCS K CIOCco0y
JeyeHus, NPOQUIAKTHKH WJIM  JUarHOCTHKM  HApyIIEHWs, HampuMep, HapYLICHUs,
NPEACTABJICHHOTO B HACTOSIIEM ONHCAHUM (HAMPUMEP, MHOXXECTBEHHOW MHEJIOMBI), Y
MHAMBUIyYMa, BKJIIOYAIOLIEMy BBEIAEHHE MHIWBUAYYMY MOJEKyJbl aHTuTena nporus CDI38,
NPEACTABJICHHON B HACTOALIEM ONHCAHWH, TAKUM O0Opa3oM, HYTO OCYLIECTBISIFOT JIEYEHHE,
npoQHUIAKTUKY WIM AMATHOCTUKY HapylueHus. Hampumep, HacTosimee n300peTeHne OTHOCUTCS

K croco0y, BKJIIOYAIOIIEMY NPUBEACHHE MOJIEKYJbl aHTUTENA, MPENCTABIEHHON B HACTOSINEM
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OMMCAaHUH, B KOHTAaKT C KJIETKaMHU B KyJbType, HallpUMep, in Vilro WM ex vivo, UJIN BBEIEHHUE
MOJIEKYJIbl aHTUTENA, MPEACTABIEHHON B HACTOSINEM OMNMCAHWU, UHIUBUAYYMY, Hallpumep, in
vivo, mms nedeHus, NPOQUIAKTHKH WM JMArHOCTUKHM HAPYIIEHUs, HalpuMep, HapyLIeHHS,
accoruposanHoro ¢ CD138 (Hanpumep, MHOXKECTBEHHON MHUEJIOMBI).

B pamkax n3zo0pereHus: TepMUH "MHANBUAYYM" MPEAHA3HAUEH JUISl BKIIIOYESHHUS YeJIOBEKa
U HE SBISIOIIEroCs YEeIOBEKOM JKMBOTHBIX. B HEKOTOpPBIX BapHaHTaX OCYILECTBJICHMUS
UHAUBUIYYM SIBJISIETCS] Y€JIOBEKOM, HAIpPUMeEp, NaLUEHTOM-4eJIOBEKOM, UMEIOLUM HapyILIeHHUe,
NPEACTABJICHHOE B HACTOSALIEM OMHCAHUM (HANPUMEP, MHOXXECTBEHHYI) MHEJIOMY), WJIH
UMEIOIINM PUCK PA3BUTUS HAPYLICHMs, NIPEICTABIEHHOrO B HACTOSIIEM OMHCAHUU (HampUMep,
MHOXKECTBEHHOH MHUENOMbI). TepMUH "HE SBISIOLIUECS YEJIOBEKOM JKUBOTHBbIE" BKIIFOUAET
MJIEKOTIUTAIOLIUX, HAIIPUMEp, He SBISIOLINXCS YeJIOBEKOM MPUMAaTOB, U He-MJleKonuTaromux. B
HEKOTOPBIX BApPUAHTAX OCYIIECTBJICHHsS WHAMBUAYYM sBIsieTcss dYenoBekoM. CrocoObl u
KOMITIO3UIINH, MPECTaBICHHbIE B HACTOALIEM OINUCAHUH, MOAXOMAT AJIS JIeUeHUs HapylLIeHus,
NPEACTABJICHHOTO B HACTOSIIEM ONHCAHUM (HAMPUMEP, MHOXECTBEHHOHW MHEJIOMBI), Y
nauueHToB-moAe. IlanueHTh, uMerolIMe HapylleHHe, MPEACTABIEHHOE B HACTOSIIEM
ONMMCAaHUM, BKJIOYAKOT, HANpUMep, NAlMeHTOB, Yy KOTOPBIX pPa3BUJIOCh HapyILIEHHE,
NPEACTABJICHHOE B HACTOSIIEM OIMMCAHWM, HO JIEMOHCTPUPYIOIIMX (IO MeEHbIIEH Mepe
BPEMEHHO) CHMIITOMBI, TAIMEHTOB, Yy KOTOPBIX HAOMIOAAOT CHMIITOM HapYIIEHUs,
NIPEJCTABJICHHOTO B HACTOSIIEM ONMUCAHUH, U MALMEHTOB, UMEIOIINX HapylleHUe, POJCTBEHHOE
WM aCCOLIMMPOBAHHOE C HAPYLIEHHEM, MIPEICTABICHHBIM B HACTOSIIEM ONUCAHUH.

Cnoco0bl J1ieyeHus1 MU NPOPUIAKTHKH HAPYIIeHU

Monekymbl aHTUTE, IPEACTABICHHBIE B HACTOSIIIEM OMMCAHUM, MOKHO NMPUMEHSTh IS
JIeUeHUs WK NPOPUIAKTUKU HapylleHui, accouunpoBantbix ¢ CD138, nnu ux cumMnTomos.

HeorpannunBaromuye npuMepbl HapyIIEHUH WM COCTOSHUH, KOTOpble MOTYT OBITh
accounnpoBanbl ¢ CDI138, BKIIOYAIOT 3J0KAa4eCTBEHHbIE HOBOOOpa3OBaHMs (HANIpHUMeD,
reMo0J1acTO3bl (HapUMep, MHEJIOMY, HAlpUMEpP, MHOKECTBEHHYIO MHEJIOMY) WJIH COJIUIHbBIC
OMyXOJIM) M TMPEO3JIOKAYECTBEHHbIE COCTOSIHUSI (HAMpPUMEp, BSUIOTEKYINYI0 MHEJIOMY MU
MOHOKJIOHAJIbHYKO Trammamnaturo HesicHoro reHesa (MGUS)). B BapuanTe ocymecTBIeHHs
HapyLIeHHe aCCOLMUPOBAHO C aHOMabHOU 3Kcnpeccuedt CD138. B BapuaHTe ocymecTBieHUs
MOJIEKYJIy AHTUTENa WCIONB3YIOT [UIsl JIeYeHUs WHAUBUAYYMa, HMEIOLEro HapyLIeHHe,
NPEICTaBJICHHOE B HACTOSLIEM ONMCAHWUM, WM HUMEIOLIero pHUCK pa3BUTUS HapyLIEHUs,
IIPEJCTaBJICHHOIO B HACTOsALIEM ONUcaHUU. B BapuaHTe OCyIeCTBIEHHs MOJEKYJy aHTUTeNa
UCHIOJIB3YIOT AJIsI YMEHBLIEHHs] IPOrpeCCUPOBaHUs HAapYyILIEHUs, HAIpUMep, AJis YMEHbIICHMUs
NPOTPECCUPOBAHMS MTPEN3TOKAYECTBEHHOIO COCTOSIHUS 10 3JI0KAYECTBEHHOTO HOBOOOPA30BaHUSI.

Monekynbl aHTUTEN, MPEeACTaBIEHHbIE B HACTOSLIEM ONUCAHUM, KaK MPaBUJIO, BBOJST C
YaCcTOTOH, C TOMOLIBIO KOTOPOH NOAAEPKUBAIOT TepaneBTHUeCKH 3(PQEeKTHBHBIN YpOBEHBb
MOJIEKYJI aHTUTENl B KPOBOTOKE IMAlMEHTa J0 BbI3AOPOBJIEHHUs NauueHTa. Hanpumep, Monexkybl
AHTUTEJl MOXHO BBOAMUTb C YacTOTOH, C IMOMOLIBK) KOTOPOH AOCTUIalOT KOHLIEHTpAalUu B
CBIBOPOTKE, TOCTATOYHOMN JJIsi TOrO, YTOOBI MO MEHbLIeH Mepe mpudiausutensHo 1, 2, 5, 10, 20,

30 umu 40 MOJEKyJ aHTUTEN CBS3bIBAJIUCH C Kaxnod wmousekyjoit CDI138. B Bapuante
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OCYILECTBJIEHUs] MOJIEKYJIbI aHTUTEN BBOIAT Kaxkable 1, 2, 3, 4, 5, 6 unu 7 anen, kaxasie 1, 2, 3,
4, 5 unu 6 Henenb WU Kaxasie 1, 2, 3, 4, 5 unu 6 Mecsues.

CriocoObl BBEACHUSI PA3JIMYHBIX MOJIEKYJI AHTHTEJ U3BECTHBI B 3TOM OOJIACTU U OMUCAHBI
Hke. [logxopsimue m03bI UCTIOIB3YEMbIX MOJIEKYJI aHTHTEN OyOyT 3aBUCETh OT BO3pacra H
MAaccChl TeJla UHAUBUYYMAa U KOHKPETHOTO UCTIOJb3yEMOTO JIEKAPCTBEHHOTO CPENCTBA.

B BapuaHTe OCylIeCTBJIEHHSI MOJIEKYJYy aHTUTENa BBOIAT WHAUBUAYYMY (Hampumep,
YeJliOBeKy) BHYTPUBEHHO. B BapuaHTe OCyIIECTBJIEHHS MOJIEKYJy aHTHUTeJIa BBOISAT
uHauBUayyMy B no3e ot 0,1 mr/kr qo 50 mr/kr, Hanpumep, ot 0,2 mr/kr mo 25 mr/kr, ot 0,5
mr/kr 1o 10 mr/kr, ot 0,5 mr/kr 1o 5 mr/kr, ot 0,5 mr/kr g0 3 mr/kr, ot 0,5 mr/kr 10 2,5 Mr/kr,
ot 0,5 mr/kr no 2 mr/kr, ot 0,5 mr/kr no 1,5 mr/kr, ot 0,5 mr/kr go 1 mr/kr, ot 1 mr/kr go 1,5
Mr/kr, oT 1 mMr/kr 1o 2 mr/kr, ot 1 Mr/kr g0 2,5 mr/kr, ot 1 mr/kr go 3 mr/kr, ot 1 mr/kr no 2,5
Mr/kr Wi or 1 Mr/kr go S mr/kr. B BapuaHTe OCYIIECTBIECHHs MOJIEKYJy aHTHTEJIa BBOIST
WHANBUIYYMY B (prikcupoBaHHOM n03e oT 10 mr go 1000 mr, Hampumep, ot 10 mr go 500 mr, ot
10 mr go 250 mr, ot 10 mr go 150 mr, ot 10 mr mo 100 mr, ot 10 mr mo 50 mr, ot 250 mr go 500
mr, ot 150 mr g0 500 mr, ot 100 mr go 500 mr, ot 50 mr g0 500 mr, ot 25 mr no 250 mr, ot 50
mr 10 150 mr, ot 50 mr g0 100 mr, ot 100 mr go 150 mr, ot 100 mr go 200 mr unu ot 150 mMr g0
250 mr. B BapuaHTe OCyLIECTBIEHHUs MOJIEKYJIy aHTUTENA BBOASAT pa3 B HEAENIO, [1BA pa3a B
HEZeN0, pa3 B IB€ HENENU, pa3 B TPU HENENH, Pa3 B YEThIPE HEAENH, pa3 B BOCEMb HENElb, pa3 B
Mecsll, pa3 B JBa MecCslla WK pa3 B TPU Mecsla. B BapuaHTe OCYIIECTBICHHUS MOJIEKYJY
aHTHUTeNa BBOAAT B 1o3¢e OT 0,5 mr/kr 10 3 mr/kr wiu ot 50 mr o 150 Mr pa3 B Hexeno, ABa pasa
B HEJIEJIO, pPa3 B ABE HEACNU WUJU pa3 B YEThIPE HENEIIH.

Monexyibl aHTUTEJT MOKHO UCIIOJIB30BAaTh B OTAEIbHOCTH WIM B BUIE KOHBIOTATOB CO
BTOPBIM CPEACTBOM, HampuMep, OakTepraabHbIM CPEACTBOM, TOKCHHOM HJTH O€JIKOM, Harmpumep,
BTOpOW Mosekynoi antutena npotuB CD138. DT1or cmocod BKIHOYAET BBEACHHE MOJIEKYJIbI
aHTUTEJIAa B OTAENbHOCTU WJIM B BUAE KOHBIOTATa CO BTOPHIM CPEACTBOM HWHIUBUIYYMY,
HY’)KIAIOIIEMYCsl B TAaKOM JIeueHUH. MOJIeKyJIbl aHTUTE] MOXKHO HCIOJIb30BAaTh AJISI TOCTaBKH
Pa3TUYHBIX TEPATIEBTUYECKUX CPEICTB, HAPUMED, TOKCHHA, WJIH UX CMECH.

3noxauecmeennoe HOBOOOPA306AHUE

Monexynbl antuten npotus CD138, mpencraBieHHble B HACTOSIIEM OMUCAHUM, MOXKHO
UCTIONIB30BATh JJISL JICYSHUs] WM TPOPUIAKTHKU 3JI0KAYECTBEHHOTO HOBOOOPA30OBAaHUS WU
MPEN3J0KaY€CTBEHHOTO COCTOSHUSL.

Oxcnpeccuss CDI138 mnopasepraercss AQUCPEryJsiILMM BO MHOTHUX 3JI0OKAY€CTBEHHBIX
HOBOOOpA30BaHUSIX, HANIPUMEP, paKe MPEICTATeNIbHOHN »KeJe3bl, pake MOJIOUYHOU KeJNie3bl, pake
MOKETY TOYHOM JKEJIEe3bl, PaKe SIMYHUKOB, PAKE TOJICTOrO KUIIEYHUKA, PAKE JIETKUX U MUEJIOME
(Kiviniemi et al. APMIS. 2004; 112(2): 89-97; Lendorf et al. J Histochem Cytochem. 2011;
59(6):615-629; Juuti et al. Oncology. 2005; 68(2-3): 97-106; Kusumoto et al. Oncol Rep. 2010;
23(4): 917-25; Hashimoto et al. BMC Cancer. 2008; 8: 185; Joensuu et al. Cancer Res. 2002;
62(18):5210-5217; Seidel et al. Blood. 2000; 95(2):388-392). CD138 moer MomyiIupoBaTh
HECKOJIbKO  KJIFOUEBBIX MPOLIECCOB 00pa3oBaHUsl OINyXOJH, Hampumep, mpoaudeparun

3JIOKaYeCTBEHHBIX KJIETOK, aronto3 u aHruoreHes (Teng et al. Matrix Biol. 2012;31(1):3-16).
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Monexynsipabie 1 knuHHUeckue npodmmm CD138 B commaHBIX ONMyXoJsiX M reMoOiacTo3ax
ornucansl, HanpuMmep, B Akl et al. Oncotarget. 2015;6(30):28693-28715.

CD138 mosker BAUSATH Ha 00pa3OBaHUE OMYXOJH MOCPENCTBOM PETYJISIUN MEIHaTOPOB
BbDKMBAHMA U TNpoJudepalny OMyXOJNeBbIX KJIETOK (HampuMep, OHKOTeHOB MIH (haKTOpPOB
pocra). Hampumep, wmbimu Sdcl—/— 3amumensl ot uHaynupyemoro Wnt-1 oOpa3oBaHust
ornyxoJu MosouHoH skenesbl (Alexander et al. Nat Genet. 2000; 25(3): 329-32). ®akrop pocTa
renatouutoB (HGF) cesizpiBaetrcst ¢ CD138 Ha muesnomubix kietkax (Derksen et al. Blood. 2002;
99(4):1405-1410). Bzaumopeiicreue HGF ¢ CDI138 moreHuuposano mepemady curHaia Met,
BHOCSINYIO BKJIaJA B POCT, BBDKMBAHHE M PACIpPOCTPAHEHHE psda 3JI0KaYeCTBEHHBIX
HoBOOOpa3oBanuii (Birchmeier et al. Nat Rev Mol Cell Biol. 2003; 4(12): 915-925; Derksen et al.
Blood. 2002; 99(4):1405-1410). Dkcmpeccust CD138 moBbiieHa B PEaKTUBHOW CTPOME TKaHU
KapLHUHOMBI MOJIOUHOI Jkene3nl (Stanley et al. Am J Clin Pathol. 1999; 112(3): 377-383). MEF,
skcnpeccupyromue CD138, moBblmanu pocT JUHUM KJIETOK paka MOJIOYHOM JKENe3bl B
COBMECTHOI KyJIbType U CTUMYJUPOBAIM IPOrPECCUPOBAHNE KAPLIMHOMBI MOJIOYHOMN JKeJe3bl in
vivo (Maeda et al. Cancer Res. 2004; 64(2):612-621).

CD138 wMoxer peryaupoBaTh aromnro3 omyxosieBbix kierok. Hokmayn CDI138 B
MHUEJIOMHBIX KJIETKaX WHAyLIUpOBal mpekpamienne pocra u amonto3 (Khotskaya et al. J Biol
Chem. 2009; 284(38):26085-26095). PexombunanTHbie 3ktogomenbl CD138 wunaynuposaiu
amonTo3 KIJIETOK paka MojoyHoW skenesbl MCF-7 M KyJbTUBUPYEMBIX KIJIETOK paka
npencTareNbHON kene3bl yenoBeka (Sun et al. Cancer Res. 2008; 68(8):2912-2919; Hu et al.
Neoplasia. 2010; 12(10):826-836).

CD138 moxer cBA3BIBATbCS C NPOAHrHOreHHbIMU (akrtopamu (Hanpumep, FGF-2 u
VEGF) u npe3eHTupoBaTh 3TH (HaKTOPbl COOTBETCTBYIOIIMM PELIENITOPAM Ha SHAOTENNAIbHBIX
KJIETKAX JUJIsl MHULMALUY SHIOTeNNaNbHON NHBAa3uu U otrioukoBbiBaHus (Teng et al. Matrix Biol.
2012;31(1):3-16). TloBbimennyro skcopeccuto CD138 B crpomanbhbx (pubpodnactax
HaOJIFO1a) T B HEKOTOPBIX KapLUUHOMAX, TAKMX KaK KAPIIMHOMBI MOJIOYHOM JKeNe3bl, JKeyaKa U
mUTOBUAHOM skene3bl (Stanley et al. Am J Clin Pathol. 1999; 112(3):377-383; Wiksten et al. Int
J Cancer. 2001; 95(1): 1-6; Barbareschi et al. Cancer. 2003; 98(3): 474-483). B monenu
KCEHOTPAHCIUIAHTaTa KJIETOK KapLMHOMBI MOJIOYHOM JKele3bl 4YelOBeKa U HMIUIAHTALUU
tpanchunupoBanHbix CD138 ¢ubdpobiacroB mbimam crpomanbHas skcrpeccus CD138 Obuta
aCCOIIMMPOBAHA CO 3HAYUTENHHO TOBBIIIEHHON IIJIOTHOCTBIO MHKPOCOCYAOB M OoJbIuei
miomaneio cocynos (Maeda et al. Oncogene. 2006; 25(9):1408-1412).

HeorpannuuBaronyie npuMepsl 3J0Ka4eCTBEHHBIX HOBOOOPAa30BaHUH, KOTOPBIE MOXKHO
NOJBEPraTh JICYCHUIO WU NMPOQUIAKTUKE C MOMOIIBI0 MOJIEKYJ aHTHTEN, NMPEACTaBICHHBIX B
HACTOSIIEM OIMMCAHWM BKIIOYAOT OCTPbIi JuMmdobnactHeiil  neiiko3 (ALL), ocTpblii
muenoneiiko3 (AML), kapuuHOMYy KOpBl HaAmodeyHWkoB, capkomy Kamomm, CITM/-
aCCOLIMMPOBAHHYIO JUM(GOMY, TIEpBUUHYI0 JHM(pomy neHTpanbHOil HepBHOU cuctemsl (LIHC),
paKk aHaJBHOTO KaHaJjla, paK amnreHNKCca, aCTPOLIUTOMY, aTUITHYHYIO TEPATONIHYIO/pabaouaHyo
OIyx0Jib, 0a3aJIbHOKJIETOUHYI0 KapLUHOMY, PaK »KEMYHBIX MPOTOKOB, paK MOYEBOTO ITy3BIpPS,

3JI0KQUECTBEHHOE HOBOOOpa3OBaHME KOCTHOW TKaHu (Hampumep, capkoMmy IOunra wmm
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OCTEOCapKOMY U 3JI0KaUYeCTBEHHYI0 (PUOPO3HYI0 THMCTHOLMTOMY), OMYXOJb TOJIOBHOTO MO3Tra
(Harpumep,  acCTPOLUTOMBI, [JIMOMy ~ CTBOJIA  TOJIOBHOTO  MO3Ta, ATUIHYHYIO
TEPAaTOUIHYIO/PaOOUAHYIO OINYXOJb LEHTPAJIbHON HEPBHOW CHUCTEMBI, SMOPHUOHAIBHYIO
OIyXOJIb LIEHTPAJbHON HEPBHOM CHUCTEMBI, SMOPHOHAIBHO-KJIETOYHYIO OINYXOJb LIEHTPAJbHON
HEpBHOW CHCTE€MBI, KPaHUO(DAPUHTUOMY WJIM DSIEHANMOMY), pak MOJIOYHON IKeJe3bl,
OpOHXHMaNPHYIO OMyXOjdb, JuMpoMy bepkura, KapUUHOMIHYIO ONyXOjb (HAampuMmep,
KapLUHOUIHYIO OIyXOJIb JKEJIyJOYHO-KHIIEUYHOrO TPAKTa), OMyXOJib CepALa, dMOPHOHAIbHYIO
OMyXOJib,  OSMOPHOHAJBHO-KJIETOYHYIO  OMyXOJib,  JUM(OMY, pak  MIEHWKH  MAaTKH,
XOJIAHTHOKAPIIMHOMY, XOpIOMY, XpOoHHUYeckuil jJumdonnrapublil neriko3 (CLL), xpoHudeckuit
muenorensnbiii  yieliko3 (CML), xpoHuYeckyro MuenonpoiudepaTuBHY) HEOIIA3HI0, pak
TOJICTOTO KHIIEYHUKA, KOJIOPEKTAIbHBI pakK, KpaHHO(PApUHTHOMY, KOXKHYI T-KJI€TOYHYIO
mumpomy, nporokoByro kapuuHomy in situ (DCIS), pak sHIOMeTpus, >TEHIUMOMY, pak
NUINEBONA, JCTe3HOHeHpoOmacToMy, capkomy IOuHra, BHEYEpEenmHYI0 SMOpPHOHAIBHO-
KJIETOUHYIO ONYyXOJIb, BHETOHAIHYIO 3MOPUOHAIBHO-KIETOUYHYIO OMyXOJb, 3JOKAYECTBEHHOE
HOBOOOpa3oBaHUe ria3a (HampuMep, UHTPAOKYJSIPHYIO MEJNaHOMY WM PETUHOOIACTOMY), pak
damtonueBsix TPyO, GUOPO3HYIO TUCTHOLUTOMY KOCTHOM TKaHHU, OCTEOCAPKOMY, PaK KEITYHOTO
Ny3bIpsi, paK OKENy[AKa, KAPIMHOMOHYIO  OMyXOJb  JKEIYAOYHO-KHIIEYHOTO  TPAaKTa,
racTPOMHTECTHHAJbHBIE CTpoMaibHble omyxoiu (GIST), sMOpHOHANBHO-KIETOUHYIO OIyXOJb
(HarpuMep, OIMyXOJIb LIEHTPAJIbHON HEPBHOM CHUCTEMBI, BHEUEPEITHYIO OITyXOJIb, BHETOHAIHYIO
ONyXOJlb, PaK SIMYHUKOB WIJIM pPaK sH4YeK), TeCTAlMOHHYIO TpohoOIacTH4ecKyro OoJe3Hb,
TJIMOMY, BOJIOCATOKJIETOYHBIH JIEMKO3, pak TOJIOBBI U LIEH, MOYEUHO-KJIETOUHbIH pak, JuMpomy
XomKkkuHa,  runodapuHreajsbHbIi  pak,  HMHTPAOKYJSIPHYIO  MEJaHOMy,  HHCYJIOMY,
HEHPOIHIOKPUHHYIO OMyXOJb IOMKENYIOUHOW kene3bl, capkoMy Kamomm, pak mnodku
(HampuMmep, TOYEYHO-KJIETOYHBIH paKk WM ONyXojb BuibMmca), T'MCTHOLMTO3 M3 KIJIETOK
Jlanrepranca (LCH), pak ropranu, neiko3 (Harnpumep, octpslil tumpoOiaacTHbIi aetiko3 (ALL),
octpbiii Muenoneiiko3 (AML), xponudeckuii numdouuntapubiii neiiko3 (CLL), XxpoHHuYeCKuit
muenoreHHbli Jeiiko3 (CML) wiu BONOCATOKIETOYHBIN JIEHKO3), pak Ty0 U pOTOBOM MOJIOCTH,
pak Tme4yeHH, pak Jerkux (Hampumep, HemenkokierouHeli pak Jjerkux (NSCLC) wm
MEJIKOKJIETOUHBIA pak Jierkux), jgumpomy (Hampumep, CIIM/I-accoummupoBaHHyr J1uM(pOMY,
mampomy bepkura, koxuyro T-knerounyro numbomy, mumdpomy XOmKKHHA, HEXOIKKHHCKYHO
mampomy  wim  mepBuuHyrR0 JuMdomy  ueHTpanbHOW — HepBHOH  cuctembl  (LITHC)),
Makporjao0yanHeMur0 BanbaeHcTpema, pak MOJOYHOH JKene3bl Y MY)KYHH, 3JI0KAUYECTBEHHYIO
¢uOpO3HYI0 THCTHOLMTOMY KOCTHOH TKAaHH U OCTEOCAPKOMY, MeJNaHoOMy (Hampumep,
UHTPAOKYJISIPHYIO ~ MEJAHOMY), KapOMHOMY W3  KJIETOK  MepKens, Me30TelnOMY,
METACTa3UPYKOLIUN IJIOCKOKJIETOYHBIA paK IIeH, CPEeAUHHYIO KapLUUHOMY, paK pPOTOBOH
NOJIOCTH,  CHHIPOM  MHOXXECTBEHHOH  OSHIOKPMHHOH  HEOIUIA3WH,  MHOJKECTBEHHYIO
MHEJIOMY/HEOTIa31I0 TJIa3MaTUIECKUX KIIETOK, IPUOOBUAHBIA MHKO3, MUEJNOIUCIUIACTHYECKHUI
CHHIPOM, MHEJOAUCIIACTUYECKYIO/MUENONPOIN(EPATUBHYIO  HEOIUIa3HI0, XPOHHUYECKYIO
MUENONpOoIH(EepaTUBHYIO HEOIUIA3UI0, paK HOCOBOH MOJIOCTH M MPHUIATOYHBIX Ma3yX HOCA, Pak

HOCOTJIOTKH, HEWpoOIacToMy, pak pOTOBOM MOJOCTH, pak I'y0 M pPOTOBOM MOJNOCTH, pPaK
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POTOTJIOTKH, OCTEOCAPKOMY M 3JIOKAUYeCTBEHHYIO (PUOPO3HYIO TMCTHOLMTOMY KOCTHOH TKaHH,
paK SIMYHUKOB (HAINpUMeEp, SMUTETHANbHBIA paK SUYHUKOB MM SMOPHOHAIBbHO-KJIETOYHYIO
ONMyXONIb  SIMYHUKOB), paKk TMOKEIyNAOUHON  JKene3bl, HEHpPOIHAOKPHHHBIE OIyXOJH
MOJKEITY IOYHOM >Kene3bl (MHCYJIOMBI), MANMIJIOMAaTO3, TAparairiiioMy, pak HOCOBOMH IOJIOCTH U
NPUJATOYHBIX Ma3yX HOCA, paK MapallUTOBUIHOMN JKEJe3bl, paK MOJIOBOTO 4IEHA, paK TJIOTKH,
deoxpoMoLTOMy, OIMyXO0Jb rUnodusa, MIEBPONEroYHyI0 OJIacTOMY, IEPUTOHEATBHBIH pakK, pak
IPECTATENIbHON JKeJIe3bl, paK MpsMOW KHIIKH, PEeTHHOOJIacTOMy, pabIOMHOCApKOMY, pak
CJIIOHHBIX JKeye3, capkomy (Hampumep, capkomy FOwunra, capkomy Kanomm, ocreocapkomy,
pabaomMuocapKkoMy, CapKOMy MSITKUX TKaHEW I CapkoMy MaTku), cuaapom Cesapu, pak KOXKH
(HarmpuMep, MeIaHOMy, KapLUHOMY M3 KJIETOK MepKels MM HEMEJaHOMHBIH pak KOXH), pak
TOHKOTO KHINEYHHKA, IJIOCKOKJIETOUHYIO KAapLUHOMY, pak sU4YeK, paKk ropja, TUMOMY U
KapLUHOMY THMYyCa, paK IIUTOBUAHOMN KeJe3bl, MepeXOqHO-KJIETOUHbIM paK MOYeYHON JIOXaHKH
U MOUYETOYHHUKA, paK ypeTphl, paKk SHIAOMETPHs, pak BJarajuila, pak >KEHCKUX Hapy>KHBIX
MIOJIOBBIX OPTaHOB WJIM UX METacTaTU4YEeCKUH odvar.

B  BapuaHTe OCyIIECTBICHMS  3JIOKAUECTBEHHOE  HOBOOOPA3OBAaHHE  SIBIISIETCS
reMo0JIaCTO30M, HAMTPUMEP, MUEIOMOM, TUM(POMON UJIH JIEHKO30M. B BapuaHTe OCyIeCTBICHHS
3JIOKAUYECTBEHHOE HOBOOOpa30BaHWE SIBIIICTCS MHEIOMOW. B BapuaHTe OCYIIECTBIICHUS
3JIOKQUECTBEHHOE HOBOOOPA30BaHUE SIBIISIETCS MHOYKECTBEHHONH MHEIIOMOH.

B npyrom BapuaHTe OCYLIECTBIEHHs 3JIOKAUECTBEHHOE HOBOOOpA30BAaHUE SIBISIETCS
COJMIHOW OmyXxoibto. B BapwaHTe OCYIIECTBIEHHs 3J0KAYECTBEHHOE HOBOOOPAa30BaHUE
SBJIIETCS] PAKOM IIEWKH MaTKU (HAIpUMep, IUIOCKOKJIETOYHON KapLUUHOMOM LIEWKH MAaTKU WU
SHAOLEPBUKATBHON  aJ€HOKApLUMHOMOI), pakoM MaTku (Hampumep, 3HIOMETPHOUIHON
KapLMHOMOM Tejla MaTKH), 3JI0Ka4eCTBEHHbIM HOBOOOPa30BaHUEM I'OJIOBHOTO MO3ra (Harpumep,
rJIHOONACTOMOM), paKoM JIETKUX (HAmpuMep, IMJIOCKOKJIETOUHOM KAaPLMHOMOM JIETKHMX) WJIH
PaKoM MOJIOYHOI kene3bl (Harnpumep, UHBA3UBHOM KapILIUHOMON MOJIOYHOM Kee3bl).

B BapuaHTe OCYINECTBJIEHHUS 3JIOKAYECTBEHHOE HOBOOOPAa30BaHUE BBIOPAHO W3 paka
MOUEBOT0O My3bIpsi, paka MOJOYHOMN JKeJle3bl, paka IeHKH MaTKH, KOJOPEKTaJIbHOIO paka, paka
SHIOMETpPHUSI, paka >XEJIYHOrO My3bIps, paka KeNlyJaka, IJIMOMBI, paka TOJOBbI U IIEU, paka
rOpTaHHU, paka MeYeHU, paka Jerkhux, Me30TeIMOMBI, paka HOCOTJIOTKH, paka pOTOBOIl MOJIOCTH,
paka SIMYHUKOB, paka IMOJKENyJIOUYHON >KeNe3bl, paka IMpeNCTaTeNbHON JKele3bl WU paka
IIIATOBUIHOH >KEJIE3bL

B BapumaHTe OCYIIECTBJICEHUS 3JIOKAYECTBEHHOE HOBOOOpPA30BAaHHE SIBISIETCS PAKOM
moueBoro my3bipsi. CD138 skcnpeccupyercs npu pake modeoro my3eipst (Kim & Park. Hum
Pathol. 2014; 45: 1830-1838). B BapmaHTe OCYLIECTBICHHS PaK MOYEBOIO MY3bIPsS SIBISIETCS
YPOTEIHANIBHON KapLUUHOMOMW, IUJIOCKOKJIETOUYHOH KapLUMHOMOW WM aAeHOKapUMHOMOW. B
BapHAaHTE OCYLIECTBJIEHUS pPaKk MOUYEBOIO My3bIpsl SBJSAETCS HEUMHBA3UBHBIM, HE-MbIIIEYHO-
WHBA3UBHBIM  WJM  MbIIIEYHO-UHBA3UBHBIM.  Monekynbel  antutren npotus  CDI38,
NIPEJCTABJICHHbIE B HACTOSIILEM ONMCAHUH, MOXHO HCIOJBb30BaTb B OTAEIBHOCTU WM B
KOMOMHAIIMM CO BTOPBIM TEPANEBTHUECKUM CPEICTBOM WM CIOCOOOM MJIsi JIEUEHHs paka

MOUYEBOro my3blps. B Bapuante ocyliecTBieHUss Moyiekysy aHTtutena nporuB CD138
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UCTIONB3YIOT B~ KOMOWHALMM  C  XHUPYPrHYECKUM  BMEINATENbCTBOM  (Hampumep,
TpaHCypeTpaibHON pe3ekuueil omyxonu MmoueBoro my3eips (TURBT) wnmm mmctskrommueii),
BHYTPUITY3BIDHOH Tepanuel (Hampumep, BHYTPUITY3BIPHOH HMMyHOTepanuei (Hampumep,
tepanueii Oammuioit Kanmpmera-I'epena (BCG)) wnm  BHYTpUIy3BIpHOH XUMHOTepanuen
(HampuMmep, MUTOMHLMHOM, BaJpyOHIIMHOM, AOLETaKCEJIOM, THUOTeNa WM TeMLUUTAOHHOM)),
XuMHOTepanued  (Hampumep,  BHYTPUIY3BIDHOH  XMMHOTepanuedl  WJIH  CHUCTEMHOMU
XuUMuoTepanueil  (Hampumep, LHCIUIATHHOM, (QropypammioMm (5-FU), MuTOMHIMHOM,
reMIUTa0MHOM,  METOTPEKCATOM, BHHOJACTHHOM, JOKCOPYOULIMHOM,  KapOOIUIAaTHHOM,
MAKJIUTAKCENIOM, JoueTakcesnoM, upochamMuaom wim nmeMeTpekcenoM), Jy4eBOH Tepanuei win
UMMyHOTepanuei (Hampumep, BHyTpumny3bipHOi Tepanueir BCG, MHrHOMTOPOM HMMYHHBIX
KOHTPOJBHBIX TOuYeK (Hampumep, wuHruoutopom PD-L1 (Hampumep, arte3omu3zymabom,
aypsanymMaboM wim aBenymabom) miam mHruOutopom PD-1 (Hampumep, HuBOJIymMaOoM wiIn
neMOpon3yMadbom).

B BapuaHTe OCYIIECTBJICHHS 3JIOKAYECTBEHHOE HOBOOOpPA30BaHHE SIBISIETCS PAKOM
mojyouHoit skene3bl. CD138 skcmpeccupyercss mpu pake MonouHoit kene3bl (Akl et al.
Oncotarget. 2015;6(30):28693-28715; Barbareschi et al. Cancer. 2003; 98: 474-483; Lim et al.
Singapore Med J. 2014; 55:468-472; Nguyen et al. Am J Clin Pathol. 2013; 140: 468-474;
Lendorf et al. J HistochemCytochem. 2011; 59: 615-629; Gotte et al. Breast Cancer Res. 2007;
9(1):R8; Tsanou et al. J Exp Clin Cancer Res. 2004;23(4):641-650). B BapuanTe
OCYIIECTBIIEHHUsI PAK MOJIOYHOW JKeNe3bl SIBIISIETCS IPOTOKOBOH KapLUHOMOW (Hampumep,
npoTtokoBoi kapuuHoMmoi in situ (DCIS) mnu mHBa3uBHON mpotokoBoil kapiuHomoin (IDC)
(Harpumep, TyOYyJISIPHON KapLIMHOMOM, MENyJISIPHONW KapLMHOMOM, KOJUIOMIHOW KapILIMHOMOM,
NaNnWUBIPHON KapLMHOMOM WM KPHOPO3HOH KapLMHOMOI), JIOOYJIAPHOH KapLMHOMOM
(manpumep, noOynspHoi kapuumHomoi in situ  (LCIS) wnm wuHBa3UBHOH JOOyNsipHOM
kapuuHomoit (ILC)) mmm oTeyHO-MHOUIBTPATUBHBIM PAaKOM MOJIOYHOI skene3bl. B BapuanTe
OCYILECTBJIEHUs] paKk MOJIOUHOM >kene3bl siBjsieTcss ER-nonoxkurensHbv, PR-monoKuTENbHBIM,
HER2-nonoxwurensHbiM 1tk TpoliHbM HeraTuBHbIM (ER-, PR- u HER2-). Monekynbl anTuTen
nporuB CD138, mnpencraBieHHbie B HACTOSIIEM OIMUCAHUM, MOXKHO HCIOJb30BaTh B
OTAEJIbHOCTH MM B KOMOMHAIIMH CO BTOPBIM TEPANIEBTUYECKUM CPEICTBOM HJIM CIIOCOOOM ISt
JieYeHUs paka MOYeBOro my3blps. B BapuaHTe OCyIIECTBIEHMs] MOJIEKYJy AHTHUTeNla MpPOTHUB
CDI138 wucronmp3yroT B KOMOMHAIMM C XUPYPrHYECKUM BMEIIATEIBCTBOM (Hampumep,
OpPTaHOCOXPAHSIFOIIMMH OIEPAlMsIMA Ha MOJIOYHON JKejle3e WM MAaCTIKTOMHEH), Jy4eBOU
Tepanuell, XuUMHOTepanmued (HampuMep, AaHTPALUKIMHOM (HampuMmep, JIOKCOPYOHIIMHOM,
JIMIOCOMAJIBHBIM JTOKCOPYOMLIMHOM, 3MUPYOUIIMHOM), TaKCAaHOM (HAIMPUMEDP, MAKIUTAKCEJIOM,
aNbOYMHUH-CBSI3aHHBIM TAKJIUTAKCEJIOM (HarpuMep, HaO-NMaKINTAKCEIOM) MM JTOLETAKCEIOM),
5-¢propypaumnom (5-FU), mukinopochamMumom, CpeacTBOM Ha OCHOBE IUIATHHBI (HAMpUMeED,
UCIUTATUHOM WJIM  KapOOIUIATUHOM), BHHOPEJOWHOM, KanenuTaOMHOM, TeMIUTaOuHOM,
MHUTOKCAHTPOHOM, HMKCAOCMUJIOHOM WJIM 3pHOYJIMHOM), TOPMOHAJIBHON Tepamuei (Hampumep,
TaMokcu(eHoM, TopeMudpeHoM, (yIBECTPAaHTOM, HHTHOMTOPOM apomarasbl (Hampumep,

JETPO30JIOM, AaHACTPO30JIOM MM JK3€MECTaHOM), OBapHajbHON alisiumel (Hampumep,
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00(pOPIKTOMUEH, AHAJIOTOM pPWIM3UHT-(akTopa motenHusupyomero ropmona (LHRH) wumm
XUMHOTEPAEBTUYECKUM JIEKAPCTBEHHBIM CPECTBOM)), TAPreTUPOBAHHON Tepanueil (Hampumep,
Tpacty3ymaboM, mepry3yMadoM, ago-TpacTy3ymad SMTaH3WHOM, JIAaTUHUOOM, HEPAaTHHHOOM,
unruoburopom CDK4/6 (Hanpumep, nanOouuknnOoM uiau pUOOLHUKINOOM), MHIHOUTOPOM
mTOR (Hanpumep, 3BEPONTUMYCOM) HIIM UX KOMOMHALIUEH.

B BapuaHTe OCYLIECTBJIEHHsS 3JI0OKAYECTBEHHOE HOBOOOPA3OBaHME SIBISIETCS PAKOM
wefiku matku. CD138 skcmpeccupyercss mpu pake meiiku matku (Akl et al. Oncotarget.
2015;6(30):28693-28715). B BapuaHTe OCYLIECTBJICHUS pPaK IIEHKH MATKU SIBJSIETCS
MHUKPOMHBA3UBHBIM PAaKOM IIEHKH MAaTKHU WJIM MHBAa3HUBHBIM PAaKkoOM LIeiiku MaTku. B Bapuanre
OCYLIECTBJIEHUs pPAaK LIEMKM MAaTKU SBJISETCS  IUJIOCKOKJIETOYHOM  KApLUMHOMOH WM
aneHokapuuHoMmoil. Monekynel antuten npotus CDI138, mpencraBneHHble B HACTOSIIEM
ONMUCAaHWH, MOXHO HCIIOJNb30BaTh B OTHAEJNBHOCTH MJIM B KOMOWHAIMH CO BTOPBIM
TEPANEeBTHUECKUM CPEICTBOM WJIM CIIOCOOOM JUIsl JIEUeHHUs] paka IIeHKW MaTku. B BapuaHTte
OCYIIECTBJICHUs] MOJeKyy aHturena nporuB CDI138 wucnone3yror B KOMOMHAnuu ¢
XUPYPTUYECKHM BMEIIATENbCTBOM  (HAIpUMEp, KPHOXHPYPTUEH, Ja3epHOH XUpPYpPrHeH,
KOHU3aLUel, NPOCTOU TMCTEPIKTOMUEH, paauKalbHON TMCTEPIKTOMHEHN, TPAXEI3KTOMUEH WU
SK3EHTEpaLMel OpraHoB Majioro Tasa), JY4eBOHW Tepamueld, XuMuoTepanuei (Hampumep,
LIUCIUIATUHOM, KapOOTUIATHHOM, MAKIUTAKCEIOM, TOITOTEKAaHOM, FeMIMTaONHOM, JIOLETAKCEIIOM,
udpochamunom,  S-propypaummom  (5-FU),  upuHOTEKAaHOM  WJIH  MHTOMHUIIUHOM),
TApreTUPOBAHHOW  Tepamued  (HampuMmep,  MHIHOMTOPOM  aHTHOreHe3a  (Hampumep,
OeBarr3ymMadoM)) WM UX KOMOWHAIHEH.

B BapuaHTe OCYIIECTBJIEHUS 3JIOKAYECTBEHHOE HOBOOOpPA30BaHHE SBISETCS PaKOM
supomerpust. CD138 skcnpeccupyercs npu pake sHaomerpusi (Hasengaowa et al. Ann Oncol.
2005; 16:1109-1115). B  BapuaHTe OCYIUECTBJIIEHHS paKk OJHIOMETpHUs  SIBJIETCS
SHIOMETPUOUHON KapLUHOMOM, CEpPO3HON KapLUHOMOMN, CBETJOKJIETOYHON KapLUHOMOM,
KOJUIOWTHOM  KapIMHOMOH, cMemaHHOH wuian  HenaupepeHUnpOBaHHOH — KapLMHOMOM,
MJIOCKOKJIETOYHOM KapLUHOMOH, NEPEeXOAHOKJIETOYHOM KapLUUHOMOM WIM CTPOMAJIbHOU
capkomoit sunoMeTpusi. Monekynbl anturen nporus CD138, mpencraBieHHble B HACTOSIIEM
ONMUCAaHWH, MOXHO HCIIOJNb30BaTh B OTHAENBHOCTH MJIM B KOMOHWHAIMM CO BTOPBIM
TEPANeBTHUECKUM CPEACTBOM HIJIM CIIOCOOOM ISl JIeueHHWsl paka SHAOMeTpusi. B Bapuanre
OCYIIECTBJIEHUs] MOJiekysy aHturena mnporuB CDI138 wucmonp3yroT B KOMOMHAUMU C
XUPYPTHYECKHM BMEILIATEIbCTBOM, JIyUY€BOH Tepamnuel, rOPMOHAJIBHON Tepanmuei (Hampumep,
NPOTeCTHHOM (HAlpHUMep, aleTaToOM MEIPOKCHIIPOreCTepOHa) WM METeCTPOJ aleTaToM),
TaMOKCH()EHOM, AaroHHCTOM pWIM3HHT-(hakTopa JroTenHm3upyromero ropmona (LHRH)
(HarpuMep, TO3EPeNMHOM WJIM JISHIPONMAOM), HMHTCHOUTOPOM apomarasbl (Hampumep,
JIETPO30JIOM, aHACTPO30JIOM MIIH 3K3EMECTaHOM), XMMUOTepanueil (Hanpumep, MaKJIUTaKCeJIoM,
KapOOIIaTHHOM, AOKCOPYOHUIIMTHOM, JIUMIIOCOMHBIM JTOKCOPYOHUIIMTHOM MJTH LUCIUTATUHOM) HUTH UX
KOMOWHAIHEH.

B BapumaHTe OCYIIECTBJIEHHS 3JIOKAYECTBEHHOE HOBOOOpPA30BaHHE SBISETCS PAaKOM

xemqHoro my3eips. CD138 runepskcnpeccupoBaH npu pake skemdHoro my3bips (Roh et al. Eur
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Surg Res. 2008;41(2):245-250). B BapuaHTe OCYIIECTBICHHUS PaK KEIYHOTO MY3bIPs SIBISETCS
aZleHOKapLIMTHOMOM WJIM ManWuUIIpHON afeHokapuuHoMoi. Monekynbl antuten npotus CD138,
NIPEICTABJICHHbIE B HACTOSILEM ONMCAHUH, MOXHO HCIOJBb30BaTb B OTAEIBHOCTU WM B
KOMOMHALIMM CO BTOPBIM TEPANEBTUYECKUM CPEICTBOM MM CIOCOOOM sl JIEUEHHs paka
JKEIUHOro my3elps. B BapuanTe ocyuiecTBieHuss MoJieKysay aHtutena nporus CD138
UCIIONB3YIOT B KOMOMHALMM C XHUPYPrHYECKHMM BMELIATENbCTBOM, JIyYeBOH Teparuet,
XUMHoOTepanuell (Hampumep, TeMOMTAOMHOM, MHCIUIATHHOM, S-¢ropypammiom (5-FU),
KanenuTabMHOM MJIM OKCAJMIUIATHHOM) MJIH MAJUTHATMBHOW Tepamnueil (Hampumep, OMIHapHbIM
CTEHTOM, OWJIMAPHBIM KaTeTepoM, OOXOIHBIM aHACTOMO3OM Ha JKEIYHBIX MYTSIX, HHbEKLHUSMH
cnupTa, OONEYTONSIOLIMMH CPEICTBAMHU WJIM MX KOMOMHALIUEH.

B BapuaHTe OCYIIECTBIICHHUS 3JI0KAYECTBEHHOE HOBOOOPA30OBAaHUE SBJISIETCS PAKOM
xkenynka. Breicokas crpomanbHas skcrpeccus CD138 accouummpoBana ¢ pakoM Jkenmyaka
(Wiksten et al. Int J Cancer. 2001; 95(1):1-6). B BapuaHTe OCYINECTBJICHHsS paK >KeJlyaKa
sBisieTcst aneHokapuuHomon (ACA). Monekyasl antuten npotuB CD138, npencrasieHHble B
HACTOSIIEM OMHMCAHUH, MOKHO HCIIOJIb30BaTh B OTAEJNBbHOCTH MM B KOMOWHAIIMU CO BTOPBIM
TEPANeBTHUECKUM CPEACTBOM MJIHM CIocoOOM Uil JIeYeHHMsT paka skenynka. B Bapuanre
OCYIIECTBJICHUs] MoOJiekyiy aHturena npotuB CDI138 wcmonb3yror B KOMOMHAUMU C
XUPYPTUYECKHM BMELIATEIbCTBOM, XuMmuoTepanued (Hampumep, S5-FU (¢dpropypaummom),
KanenuTabuHOM, KapOOIJIATHHOM, LUCTIIATHHOM, JOLIETAKCEJIOM,  STHPYOULIMHOM,
MUPUHOTEKAHOM, OKCAJIMIIATHHOM MJIH TAKJIUTAKCEJIOM) MJIH MX KOMOMHALIEH.

B  BapuanTe OCylIeCTBIEHMsS  3JIOKAUECTBEHHOE  HOBOOOPA3OBAaHHE  SIBJISETCS
3JI0KQUECTBEHHbIM HOBOOOpa30BaHMEM TIOJOBHOro Mosra (Hampumep, riauomoii). CD138
skcnpeccupyercst npu rauome (Xu et al. Mol Biol Rep. 2012;39(9):8979-8985). B Bapuante
OCYIIECTBJICHUs] [JINOMA SIBJISIETCS] ACTPOLUTOMOM, 3TMEHIUMOMON MU OJIUTOAECHAPOrIIMOMOM.
Monexynbl anturen npotuB CDI138, npexncraBieHHble B HACTOSIIEM OINUCAHUM, MOXHO
UCTIOJIb30BATh B OTAEJIbHOCTH HJIM B KOMOMHAIIMHN CO BTOPBIM TEPANIEBTHYECKUM CPEICTBOM HJIH
croco0OM JJisi JIeYeHUsl TJIMOMBL. B BapuaHTe OCYLIECTBICHHS MOJIEKYJy aHTHTENA IMPOTHB
CD138 ucnonp3yr0T B KOMOMHALIMK C XUPYPTUYECKHM BMEIIATEILCTBOM, JIy4EBOW Teparuet,
xumuoTepanuerd  (Hampumep, kapOomaruHoM, kapmyctuHoM (BCNU), nwmcmiatuHOM,
ukiodochamuaom, 3Tono3unom, upuHoTekaHoMm, JsomyctuHoMm (CCNU), merorpekcaTom,
npokapOa3uHOM, TEMO3OJIOMHIOM FJIH  BUHKPHCTHHOM), TapreTUPOBAHHOW  Tepamueil
(mampumep, OeBaumzymaOoM WM 3BEPOJIMMYCOM), KOPTHKOCTEPOHIOM  (Hampumep,
JIEKCaMETa30HOM), IPOTHUBOCYIOPOKHBIM JIEKAPCTBEHHBIM CPEIACTBOM, TOPMOHOM WJIM WX
KOMOWHAIHEH.

B BapumaHTe OCYIIECTBJIEHUS 3JIOKAYECTBEHHOE HOBOOOpPA30BAHHE SIBIISIETCS PAKOM
roprann. CD138 skcnpeccupyercst npu pake ropranu (Klatka et al. Otolaryngol Pol. 2004;
58:933-940). B BapmaHTe OCYLISCTBJICHHS paK TOPTAHH SIBJISIETCS IUIOCKOKJIETOYHOM
KapLHOMOMN MM ajgeHokapuuHoMmoi. Monekynbl anturen npotus CD138, npencrasieHHbIe B
HACTOSIIIEM OMNHMCAHUHU, MOKHO HCIIOJIb30BaTh B OTAEJBbHOCTH MM B KOMOWHAIIMU CO BTOPBIM

TEPANICBTUICCKUM CPEACTBOM WUJIHU crocobom AJist JICUCHUA pPaKa TOpTaHH. B BapuaHTEC
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OCYIIECTBJICHUs] MOJiekysy aHturena npotuB CDI138 wucnmone3yror B kOMOWHAnuu ¢
XUPYPTUYECKHM  BMEINATENbCTBOM, JIYUYEBOW  Tepamuel, XuMHuoTepanueid (Harmpumep,
LUCIUTATUHOM, KapOorutatuHoM, S-¢ropypaumnom (5-FU), nomerakcenoM, HaKIHTAKCEIOM,
OJIEOMHUIITHOM, METOTpeKcaToM miu udochamMuaom), TapreTUpoBaHHON Tepanuell (Hampumep,
unruouropom EGFR (manmpumep, unerykcumaOom)) umm ux komOuHanmed. B Bapuanre
OCYLIECTBJICHHsI 3JI0KAYeCTBEHHOE HOBOOOpA30OBaHME SIBJIAETCS PAKOM Ie4eHH. B BapuanTte
OCYIIECTBJIEHUS] paK TeueHU sBJIeTCS nedeHouHokjJerouHo kapuuHomorn (HCC),
XOJIAHTHOKAPILTHOMOM, aHMMOCAPKOMOW WJIM BTOPHUYHBIM PakoM MedeHu. MoJekysbl aHTHTeN
npotuB CD138, mnpencraBieHHbie B HACTOSIIEM OIMUCAHUM, MOXKHO HCIOJb30BaTh B
OTAEJIbHOCTH MJIM B KOMOMHAIIMH CO BTOPBIM TEPANIEBTHYECKUM CPEICTBOM HJIM CIIOCOOOM ISt
JeueHus1 paka InedyeHU. B BapuaHTe oOcCyllecTBIEHHs MoJeKyldy aHTtutena npotus CDI38
UCTIONB3YIOT B KOMOMHAIIMM C XHUPYPTUYECKHM BMEINATENLCTBOM, alJsiLUell  OmyXouiy,
sMOONM3aLMell OmyXoyid, JIy4eBOH Tepamuel, TapreTUPOBaHHOW Tepanuell (Hampumep,
copapernbom wim peropadenndomM), xummoTepanued (HarpuMep, IOKCOPYyOWIMHOM, S-
dropypaumiom (5-FU) uiu MUCIIATHHOM) HJTH UX KOMOUHAITHEH.

B BapuaHTe OCYIIECTBJIEHHS 3JIOKAYECTBEHHOE HOBOOOpPA30BaHHE SIBISIETCS PAaKOM
nerkux. CD138 skcnpeccupyercst mpu pake jerkux (Anttonen et al. Lung Cancer. 2001; 32:297-
305). B BapmaHTe OCYIIECTBICHHS PAK JIETKUX SIBJISIETCS HEMEJIKOKJIETOUYHBIM PAaKOM JIETKUX
(NSCLC) (manpumep, aaeHOKapILUHOMOMN, MIOCKOKJIETOYHON KapLUHOMOMN, KPYMHOKJIETOYHOU
KapLUHOMOH MM KPYITHOKJIETOYHOH HEMPOIHIOKPUHHON OIMYXOJBI0) MM MEJIKOKJIETOYHBIM
paxom sierkux (SCLC). Monekynel antuten nporus CDI138, mpeacraBieHHbIe B HACTOSIIEM
OMHCAaHWM, MOXHO HCIIONb30BaTh B OTHAENBHOCTH MJIM B KOMOMHALMM CO BTOPBIM
TEpareBTUUECKUM CpPEACTBOM MM CIOCOOOM Uil JieueHHWs paka JIerkux. B BapuaHTe
OCYILIECTBIIEHHsI MOJieKysny aHTurena mnporuB CDI138 wucmonp3yroT B KOMOMHALMU €
XUPYPTUYECKHM BMELIATEeIbCTBOM, panuodactoTHor abmsuuern (RFA), nydeBoil Tepamueid,
XUMHOTepanuerd (LUCIUIATUHOM, KapOOIJIATHHOM, MAaKIUTAKCEJIOM, albOyMHH-CBSI3aHHBIM
MakjauTaKce oM (HaO-MAKJIUTAKCEIOM), JOLETAKCEIOM, TIeMIUTaOUHOM, BUHOPEIOUHOM,
UPUHOTEKAHOM, 3TOMO3UIOM, BUHOJIACTHHOM WJIM IEMETPEKCEIOM), TAPTETHPOBAHHON Teparueit
(uHrHOUTOPpOM  aHruoreHesoM  (Hampumep, OeBauM3ymMabOM WM pamMyLUpyMaOOM),
unruouropom EGFR (Hanpumep, spnorunnbom, adpaTnHHOOM, repuTHHIOOM, OCHMEPTHUHHOOM
Wi Heuutymymabom), uHruouropom ALK (Hampumep, KpH30THHHOOM, LEPUTHHHOOM,
anekTiHUOOM mim OpuratuHubom), uHrubmropom BRAF (mampumep, nadpadenundom wmm
TPaMEeTHHHOOM), HIMMYHOTepanuen (Harnpumep, naruouropom PD-1 (Hanpumep, HUBOITYyMaOOM
wi nemOponnzymadom) wminu uHruOuropom PD-L1 (mampumep, aresonmsymabom) wind HX
KOMOMHAaIMeH, HampuMmep, Ul JIeYeHUs HEMEJKOKJIETOYHOrO paka Jerkux. B BapuanTe
OCYIIECTBJICHUs] MOJieKysy aHturena nporuB CDI138 wucnone3yror B kOMOMHAnuu ¢
XUPYPTUYECKHM BMELIATENIbCTBOM, JIYUYEBOH Tepanuel, Xumuorepanuedl (LUCILIATHHOM,
STOMO3UAOM, KapOOIJIATUHOM HJIM HUPUHOTEKAaHOM) WJIM HMX KOMOHWHALMeW, Hampumep, A

JICHCHUS MEJIKOKJIETOYHOI'O paKa JICTKUX.
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B  BapuaHTe OCyIIECTBIEHMS  3JIOKAUECTBEHHOE  HOBOOOpPA3OBaHME  SIBIISIETCS
mezorernomoii. CD138 skcnpeccupyercs npu me3orennome (Kumar-singhet al. J Pathol. 1998;
186:300-305). B BapuaHTe OCYINECTBJIEHHS ME30TEIMOMA SIBJISIETCS  SIUTEIMOUIHOU
ME30TEJIMOMOM, CapKOMATOUIHON Me30TenuoMoil uinu OudaszHoil mMezorennomoil. B BapuanTe
OCYLIECTBJICHUSI ME30TEJIMOMA SIBJISIETCSl IUIEBPAJbHONM ME30TEJIMOMOM, IEPUTOHEAIbHOU
ME30TeJIMOMON WM NEepUKapAHaIbHON Me3oTenuoMoi. Monekynbl anturen npotus CD138,
NPEICTABJICHHbIE B HACTOSILEM ONHMCAHUH, MOXXHO HCIOJB30BaTb B OTAEIBHOCTH WM B
KOMOWHAIIMM CO BTOPbIM TEPANEBTUYECKUM CpPEIACTBOM WJIM CHOCOOOM Ui  JICUEHHSI
Me30TenMoMBbl. B BapuanTe ocyinecTBieHus: Mojekysy aHtuTena npotus CD138 ucnons3yoT B
KOMOWMHAIIMM C XHPYPTUYECKMM BMELIATEIbCTBOM, JIY4eBOH Tepamueil, XuMUOTeparuei
(HarpuMep, MEeMETPEKCeIOM, LUCIUTATHHOM, KapOOIJIATUHOM, TeMIUTa0MHOM, METOTPEKCATOM,
BUHOPEJIOMHOM, MUTOMHLIMHOM WJIH JOKCOPYOHIIMHOM) WJIM UX KOMOWHAIHEH.

B BapuaHTe OCYIIECTBJICHHS 3JIOKAYECTBEHHOE HOBOOOpPA30BaHHE SIBISIETCS PAaKOM
Hocorsotku. CD138 skcnpeccupyercst mpu pake Hocornotku (Kim et al. Head Neck. 2011;
33:1458-1466). B BapuaHTe OCYIIECTBJICHHS pPaK HOCOTJIOTKH SIBJISIETCS OpPOTOBEBAOIIEH
IUTOCKOKJIETOYHOH KapLMHOMOM, HeoporoseBaroied auddepeHInpoBaHHON KapLMHOMOH TN
HenuddepeHunpoBaHHON KapuuHOMON. Monekybl anturen npotus CD138, npencrapneHHbIE B
HACTOSIIEM OMNHMCAHUH, MOKHO HCIIOJIb30BaTh B OTAEJNBHOCTH MM B KOMOWHAIIMU CO BTOPBIM
TEPANeBTHUECKUM CPEICTBOM MJHM CHOCOOOM Uil JIeUeHHsI paka HOCOIJIOTKH. B BapuanTte
OCYIIECTBJIEHUs] MOJiekyiy aHturena npotuB CDI138 wucnmone3yror B KkOMOMHAnuu ¢
XUPYPTUYECKHM  BMEINATENbCTBOM, JIY4eBOW  Tepamuel, XumuoTepanued (Hampumep,
KapOOIJIATUHOM,  JOKCOPYOHIIMHOM,  3MHUPYOMLIMHOM, NAKJIUTAKCENIOM,  JIOLIETAKCEeJIOM,
reMiuTabuHOM, OJIEOMUILIMHOM HJIM METOTPEKCATOM), TAPTeTHPOBAHHON Tepamuel (Hampumep,
LIETYKCUMaOOM) MJIM UX KOMOMHAIHEH.

B BapuaHTe OCYILIECTBIEHHS 3JI0OKAYECTBEHHOE HOBOOOPA3OBaHME SIBISIETCS PAKOM
Hocorsiotku. CD138 skcnpeccupyercss npu pake porosoit monoctu (Al-Otaibi et al. J Oral
Pathol Med. 2013; 42:186-193). B BapuaHTe OCYLIECTBICHHS paK POTOBOH MOJOCTH SIBJISIETCS
IUTOCKOKJIETOYHOH ~KapLUHWHOMOW, OOpomaByaTod KapUMHOMOH WJIM KapUMHOMOH MallbIX
CIIOHHBIX >Kkene3. Momekynbl anHturen npotuB CDI138, mpencraBieHHble B HACTOSIIEM
ONMUCAaHWH, MOXHO HCIIOJNb30BaTh B OTHAEJNBHOCTH MJIM B KOMOWHAIMM CO BTOPBIM
TEPANEeBTHYECKUM CPEICTBOM HIIM CITOCOOOM JUISI JISYEHHUSI paka POTOBOM MOJOCTH. B BapuanTe
OCYIIECTBJICHUs] MOJIeKyly aHturena npotuB CDI138 wucnone3yror B KOMOMHAIuu ¢
XUPYPTHYECKHM  BMEIIATENbCTBOM, JIYYEBOW  Tepamuel, XuMmMuorepanued (Hampumep,
UCIUTATUHOM, KapOorutatuHoM, S-¢ropypaumnom (5-FU), makiutakcesaoM, IOIETaKCelIoM,
MeToTpekcaToM, npochamMuaoM wiu GICOMULIMHOM), TAPreTUPOBAHHON Tepamueil (Hampumep,
LETYKCUMa0OM) MJTH MX KOMOMHALIUEH.

B BapuaHTe OCYIIECTBIIEHHS 3JI0KAYECTBEHHOE HOBOOOPA30BAHUE SIBJISETCS PAKOM
sugankoB. CD138 skcnpeccupyercs npu pake suaankos (Kusumoto et al. Oncol Rep. 2010; 23:
917-925; Davies et al. Clin Cancer Res. 2004; 10:5178-5186). B BapuaHTe OCyLIECTBICHUS PaK

SUYHUKOB  SIBJIIETCS  SIUTENHAIbHBIM  PakoM, SMOPHUOHAIBHO-KJIETOYHOH KapLMHOMOM,
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CTPOMAJIbHOM KapLUHOMOW HJIM MEJIKOKJIETOYHOM KapUMHOMOH. MOJeKyJbl aHTHUTEN MNPOTUB
CD138, mpencraBieHHbIE B HACTOSALLEM OMMCAHUM, MOXKHO UCIOJb30BaTh B OTAENBbHOCTH UJIH B
KOMOMHAIIMM CO BTOPBIM TEPANEBTUYECKUM CPENCTBOM MM CHOCOOOM JUIsl JIEYEHHUS pak
SAUYHUKOB. B BapmaHTe ocyliecTBieHuss MOJekyJqy aHtutena nporus CD138 ucnonw3yroT B
KOMOMHALIMY € XUPYPrUYECKUM BMELIATEIbCTBOM, XUMHOTepanuen (Hanpumep, LUCIUIATHHOM,
KapOOIUIaTHHOM, MAKJIUTAKCENIOM, anb0yMHH-CBSI3aHHBIM MaKJIUTAKCEIOM (Hab-
NAKJIUTAKCEIOM), JOLETAKCeJIOM, AalTPEeTaMUHOM, KamenutabuHoMm, ukiodochaMumom,
STOMO3UAOM, reMUUTAONHOM, UPOCHAMUIOM, HPUHOTEKAHOM, JIMIIOCOMHBIM JTOKCOPYOHLIMHOM,
Men(ansaHoOM, MEeMETPEKCEAOM, TOMOTEKAHOM WJIM BUHOPEJOWHOM), TOPMOHAJIBHOW Tepanueit
(HarmpuMep, arOHUCTOM pUIIM3HHT-(hakTopa motenHm3upyromero ropmona (LHRH) (manpumep,
TO3€PESIMHOM HJIH JIEHIPOJMIOM), TAMOKCU(EHOM MM MHIHOUTOPOM apomatasbl (Hampumep,
JETPO30JIOM, AaHACTPO30JIOM WM 3K3EMECTAHOM), TapreTUPOBAHHOH Tepamued (Hampumep,
UHTUOUTOPOM aHruoreHe3a (Hampumep, OeBaruzymadbom), uHrubmropom PARP (Hanmpumep,
onarapuOoM, pykanapuboM MM HUparnapuOoM), JIydeBoi Tepanueii niii UX KOMOMHAIHEH.

B BapuaHTe OCYIIECTBJIEHHS 3JIOKAYECTBEHHOE HOBOOOpPA30BaHHE SIBISIETCS PaKOM
nokeNy noaHou kenes3bl. CD138 skcnpeccupyercs nmpu pake MOKeTyI0YHOHN skeje3nl (Juuti et
al. Oncology. 2005; 68: 97-106). B BapmaHTe OCYIIECTBICHHS PaK MOMKEITYIOYHOH >KENe3bl
SIBJIIETCS SK30KPUHHON OMYXOJIbKO WJIM SHAOKPUHHOHN OMyXOJbto. MOJEKybl aHTUTEN MPOTUB
CD138, mpencrasieHHble B HACTOALLEM OMHCAHUM, MOXKHO MCIOJIb30BaTh B OTAENBbHOCTU UJIU B
KOMOMHAIIMA CO BTOPBIM TEPANEBTHUECKUM CPENCTBOM WJIM CIIOCOOOM IUIsI JIEUEHMs paka
NOJIKENTyIOYHOHN >keJie3bl. B BapuaHTe ocyliecTBieHUs MoJseKysny aHturena npotus CD138
UCTIONB3YIOT B KOMOMHALIMK C XUPYPrHYECKHUM BMEIIATENbCTBOM, abnsnuel, smOonu3anue,
Jy4eBOM Tepamued WM xumHoTepanuei (remuurabuHOM, S-¢ropypaumiom (5-FU),
UPUHOTEKAHOM, OKCAJHMILIATUHOM, aJbOyMUH-CBSI3aHHBIM IAKJIHTAKCEJIOM, KameluTaOuHOM,
LIUCIIATUHOM, TAKJIUTAKCEJIOM, TOLIE€TAKCEIOM UJIH JIMTTOCOMHBIM UPUHOTEKAHOM).

B BapuaHTe OCYIIECTBJICHHUS] 3JI0KAYECTBEHHOE HOBOOOPA30BaHUE SIBJISETCS PAKOM
npencrarenbHoll kene3bl. CDI138 »skcmpeccupyercss mpu pake NPeNCTaTeNbHON KeJe3bl
(Ledezma et al. Asian J Androl. 2011; 13:476-480; Shariat et al. BJU Int. 2008; 101:232-237;
Kiviniemi et al. Apmis. 2004; 112: 89-97; Zellweger et al. Prostate. 2003; 55: 20-29). B
BapHaHTE OCYIIECTBJEHHUS pak TMPEeACTAaTeNbHON JKeNe3bl SIBISETCS aJleHOKapLIMHOMOIA,
NEePEeXOAHO-KJIETOYHbIM (WJIM  YPOTENUANBbHBIM) PAKOM, IUIOCKOKJIETOYHBIM pPAaKOM  HJIH
MEJIKOKJIETOUHBIM pPaKoOM IpelncTaTeNbHON okene3bl. Monekynel aHtuten npotus CDI38,
NIPEJCTaBJICHHbIE B HACTOSILIEM ONMCAHWM, MOXHO HCIOJb30BaTh B OTAEIBHOCTU WM B
KOMOMHAIIMM CO BTOPBIM TEPANEBTHUECKUM CPENCTBOM WJIM CIIOCOOOM IS JICUEHHs paka
NpeCTaTeNbHON >kene3bl. B BapuaHTe ocyluecTBieHUs MoseKyny aHTturena nporus CDI138
UCTIONB3YIOT B KOMOMHALMKM C XHUPYPrHYECKUM BMELIATEIbCTBOM, JIYYEBOH Teparuer,
KpUOTepanuel, TOPMOHAIBHON Tepanuei (Hampumep, opxudskromuedi, aronucrom LHRH
(HarpuMep, NEHIPONUIOM, TO3EPENINHOM, TPUITOPEIMHOM MJIM THCTPEIHMHOM), aHTarOHHUCTOM
LHRH (manpumep, nerapenukcom), unruouropom CYP17 (mampumep, aOupaTepoHOM),

AHTUAHAPOTEHHBIM CPEACTBOM (Hampumep, payramunom, OUKaIyTaMHIOM, HUIYTAMUIOM WIIH
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SH3AJYTAMUAOM), OCTPOTEHOM  WJIM  KETOKOHA30JI0M), XHMHOTepamnuedl  (Hampumep,
JOLIETAKCENIOM, KaDa3WTaKCeNOM, MHTOKCAHTPOHOM WJIM 3CTPAMYCTHHOM), BaKLUHHBIM
neueHneM (Hampumep, cumyneinen-T) wiM JedeHHMeM KOCTHON TkaHM  (Hampumep,
oucdochonarom (Hampumep, 30JIEIPOHOBOM KHUCJIOTOH), JAEHOCYMaOOM, KOPTHKOCTEPOUIOM
(HarpuMep, TPENHU30HOM WM  J€KCAaMETa30HOM), Hapy)KHOH JIyu4eBOHl  Tepammuen,
panrodapMaLeBTHIECKUM CPEICTBOM (HampuMep, CTpoHIueM-89, camapuem-153 mnu paanuem-
223) wiu ux KOMOMHALHUEH.

B BapuaHTe OCYIIECTBJIEHHUS] 3JI0KAYECTBEHHOE HOBOOOpPA30BaHHE SIBISIETCS PAKOM
rosiosel u men. CD138 skcnpeccupyercs npu pake rojiosel u men (Anttonen et al. Br J Cancer.
1999; 79: 558-564; Inki et al. Br J Cancer. 1994; 70: 319-323). B BapuanTe oCyIeCTBICHHS PaKk
rOJIOBBI U LIEH SIBJISIETCS TUIOCKOKJIETOUHOH kapuuHomoil. Monekynbl anturen npotus CD138,
IIPEICTaBJICHHbIE B HACTOSILEM OINHMCAHUH, MOXXHO HCIOJb30BaTh B OTAEIBHOCTU WU B
KOMOMHAIIMM CO BTOPBIM TEPANEBTHUYECKUM CPEACTBOM WM CIOCOOOM ISl JICUEHHs paka
roJIoBbI U LIed. B BapuaHTe ocyiecTBiaeHus: Mosiekyy antutena npotus CD138 ucnones3yroT B
KOMOMHAIIMM C XHPYPTUYECKMM BMELIATEIbCTBOM, JIY4eBOH Tepamueil, XUMHOTeparuei
(HarpuMep, METOTpeKcaToM, OJIEOMHUIIMHOM HJIM JIOLIETAKCEIOM), TapreTHUPOBAHHOW Tepamuein
(HarpumMep, LETYKCUMAaOOM), MMMyHOTepanued (Hampumep, nHruouropom PD-1 (Hampumep,
HUBOJYMaOOM MU 1eMOpoan3yMaboM)) Wi UX KOMOHMHALHEH.

B BapuaHTe OCYIIECTBIIEHUS 3JIOKAYECTBEHHOE HOBOOOpPA30BaHHE SIBISIETCS PAaKOM
muroBuaHON skene3bl. CD138 skcnpeccupyercs npu pake muroBuaHoi skenessl (Oh & Park. J
Korean Med Sci. 2006; 21:397-405). B BapuaHTe OCYLIECTBIEHHs paK IIUTOBUIHOMN >KEJIe3bl
SBJIIETCS NMANWIIIPHOW KapLMHOMOM, (ONMKYJISIPHONW KapLUMHOMOMH, KapIMHOMOH H3 KJIETOK
I'toptie, MenysuisipHON KapLUMHOMOMN IIUTOBUIHON KeJe3bl WIIM aHATUIACTUUECKONW KapLHHOMOM.
Monekynsl antuten npotuB CDI138, mnpencraBieHHbIE B HACTOSINEM ONHCAHHUH, MOYKHO
UCIIOJIb30BATh B OTEIBbHOCTH MM B KOMOMHALIMY CO BTOPHIM TEPANEBTHUECKIM CPEACTBOM HIIN
CHOCOOOM ISl JIEYEHHUS] paka LIMTOBUIHOW >Kee3bl. B BapuaHTe OCYLIECTBICHHS MOJIEKYJY
anturena nporuB CD138 ucnonp3yroT B KOMOMHAIMM C XUPYPTHUECKHUM BMELIATEIbCTBOM,
JIEYeHUEM PAJMOAKTUBHBIM HOIOM, FOPMOHAJBHOM Tepanueil IUTOBUIHON JKEJe3bl, Jy4eBOU
Tepanueil, XUMUOTeparuei, TapreTUPOBAHHON Tepamueil (HampuMmep, WHTMOMTOPOM KHHA3
(marmpumep, copadeHnOOM MK JIEHBATHHUOOM) MJIH UX KOMOMHAITHEH.

B  BapuaHTe OCYIIECTBICHMS  3JIOKAUECTBEHHOE  HOBOOOpPA30OBaHHME  SIBIISIETCS
xpoHnuecknit mMorurapusiii neiikos (CLL). CD138 skcnpeccupyercss mpu XpOHUYECKOM
muMmponurapaom sefikoze (Jilani et al. Int J Lab Hematol. 2009; 31:97-105). Monekysl
antuten nporus CD138, mpencraBineHHbIE B HACTOSIIEM OMUCAHUM, MOXKHO HCIIOJIB30BATh B
OTAENIbHOCTH MM B KOMOWHAIIMH CO BTOPBIM TEPANIEBTHUYECKUM CPEICTBOM HJIM CIIOCOOOM IS
JieueHusl paka LUTOBUIHON kene3bl. B BapuaHTe OCyIleCTBIEHUs] MOJIEKYJy aHTUTeNAa MPOTUB
CD138 wucnonp3yroT B KOMOMHAIMU C XHMHOTepamnued (HampuMep, aHajoroM IypHHA
(marmpumep, QuynapaOMHOM, NEHTOCTATUHOM WJIM KJIAJPUOMHOM), aIKWIUPYIOIIUM CPENCTBOM
(Hampumep, xjopamOynmioM, nukiopochamunom win OEHIAMYCTHHOM), KOPTHKOCTEPOHIOM

(HampuMep, MPETHU30HOM, METUJINPEIHU30JIOHOM WJIH JEKCAMETa30HOM), TOKCOPYOULIMHOM,
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METOTPEKCATOM, OKCAJIUIUIATUHOM, BUHKPUCTHHOM, 3TOMO3UAOM MU LIUTAPAOMHOM), aHTUTEJIOM
nporuB CD20 (putykcumabom, obunyTy3ymaboMm wmwin odaTrymymaOoM), aHTUTENOM MpPOTHUB
CD52 (mampumep, anemTy3ymaOOM), TapreTHpOBAaHHOH Tepanueil (Hampumep, UOPyTHHHOOM,
U/IeNanucuOOM MM BEHETOKJIAKCOM), TpaHCIUIaHTanuei crBosnoBelx Kierok (SCT) wmmm mx
KOMOMHAIMEH.

B BapumaHTe OCYyLIECTBJICHUs 3JOKAaUe€CTBEHHOE HOBOOOpA30BaHME SIBISIETCS JTHMM(POMOM
(manpumep, muddysHoH KpymHOKIeTouHOH B-kmerounoit mumdomoit (DLBCL)). CD138
skcnpeccupyercst mpu DLBCL (Oh & Park. J Korean Med Sci. 2006; 21: 397-405; Bodoor et al.
Asian Pac J Cancer Prev.2012; 13: 3037-3046). Monekynbl antutren npotuB CDI138,
NPEACTABJICHHbIE B HACTOSALIEM ONMCAHWM, MOXHO HCIIOJNB30BaTh B OTAEIBHOCTH WM B
KOMOWHALIMK CO BTOPBIM TEPANEBTUYECKUM CpencTBoM win criocodom s edenuss DLBCL. B
BapHaHTe OCYINECTBJICHUS MOJeKysly aHtuTena npotuB CD138 ucmonb3yroT B KOMOWHAIIMU C
XUMHOTepanuel (HarmpuMep, AJKIIUPYIOIIUM CpencTBOM (Hampumep, LHuKIodochaMumom,
xjopamOynmioM, OeHnamycTHHOM wWin  HdochamMuaoM), KOPTUKOCTEPOUAOM (Hampumep,
NPEAHU30HOM MWJIM JI€KCAMETA30HOM), JIEKAPCTBEHHBIM CPEICTBOM HAa OCHOBE IUIATHHBI
(uucrutaTHOM, KapOOIUIATHHOM MJM  OKCAJIUIUIATHHOM), AaHAaJoOroM IypuHa (Hampumep,
¢baynapaObuHOM, TEHTOCTAaTUHOM WJIM  KJIQJAPHUOMHOM), aHTUMeETa0OoJIUTOM (Hampumep,
UTapaOMHOM, TE€MIUTA0OMHOM, METOTPEKCAaTOM WM MpPajaTpeKcaToM), BUHKPHCTHHOM,
JIOKCOPYOHIIMHOM, MHTOKCAHTPOHOM, 3TONO3MAOM WM OJEOMHUIIMHOM), HMMMYHOTEpamnuen
(marmpumep, antutenom npotuB CD20 (putykcumabom, oOnHYyTY3yMadoM miu oatymymadom),
anTrurenom npotus CD52 (manpumep, anemry3symabom), anturenom npotus CD30 (manpumep,
OpeHTyKCMMa0 BENOTMHOM), MHTEP(EPOHOM, HMMMYHOMOAYJIHPYIOLUIUM JIEKAPCTBEHHBIM
CPeACTBOM (HampuMep, TAJUAOMHIOM WIH JICHATUAOMHIOM), TapreTUPOBAHHOW Tepamnuei
(Hanmpumep, MHrHOMTOPOM MpoTeacoM (Hampumep, 6OpTe30MUOOM), HHTMOMTOPOM T'MCTOHOBOH
neauetmnasbl (HDAC) (Hanmpumep, pOMHIENICHHOM WM OEIMHOCTATOM) WJIM HMHTHOUTOPOM
KHMHa3 (Hampumep, HOPYTHHUOOM WM HIENAIHCUOOM)), Jy4eBOH Tepamnuei, TpaHCIUIaHTaLue
cTBOJIOBBIX KJ1eTOK (SCT) uimn ux KOMOMHAIMEH.

B BapmaHTe OCYIIECTBJICHHUS 3JIOKAYECTBEHHOE HOBOOOPA30BaHHE SIBISIETCS JTUMQPOMOM
XomxkuHa. CD138 skcnpeccupyercst nmpu numbpome Xomkkuaa (Gharbaran et al. J Hematol
Oncol. 2013; 6:62; Vassilakopoulos et al. Anticancer Res. 2005; 25: 4743-4746). MonexyJibl
antuten nporus CD138, mpencraBneHHbIE B HACTOSIIEM OMUCAHUM, MOXKHO HCIIOJIB30BATh B
OTAENIbHOCTH MM B KOMOWHAIIMH CO BTOPBIM TEPANIEBTUYECKUM CPEICTBOM HIIM CIIOCOOOM ISt
neuernss auMpombl XOMKKHHA. B BapmaHTe OCYLIECTBIEHHsSI MOJIEKYJy aHTUTENa IMPOTUB
CD138 wucnonp3yroT B KOMOMHAIIMM ¢ XHMHOTepanued (Hampumep, ITOKCOPYOULIMHOM,
ONeOMHUIIMHOM,  BUHOJACTHMHOM,  JakapOasWHOM,  3TOMO3HUIOM, ukJopochamMuom,
BUHKPUCTHHOM, NPOKapOA3UHOM, NPEAHU30HOM, MEXJIOPETAMUHOM, BHHKPHUCTUHOM HUIH
BUHOJIACTUHOM), JIy4€BOH Tepamuel, uMMyHoTepanueli (Hanpumep, aHTurenaoM npotus CD30
(Hampumep, OpeHTykcMMad BENOTUHOM)), TPAHCIUIAHTALMEH CTBOJIOBBIX KJIETOK WM UX

KOMOUHALUEN.
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B BapuaHTe OCyILIECTBIEHHS] MOJEKYJy aHTUTENa WCIHONB3YIOT Jis JIEUeHUs WU
NpOoQHUIAKTHKH  TMPEA3JIOKAYeCTBEHHOIO  COCTOSHUS.  TepMuH  "mpeas3iokadecTBEHHOE
COCTOsIHUE", TaK)K€ N3BECTHOE KaK MOTEHLUAIbHO NMPEA3I0KaYeCTBEHHOE COCTOSIHUE, OTHOCUTCS
K COCTOSIHUIO HApYLIEHHOM MOP(OJOTHH KIETOK, aCCOLMHUPOBAHHON C IOBBIIIEHHBIM PHUCKOM
pasBUTHsI  3JIOKAYECTBEHHOIO HOBOOOpasoBanms. Ecim  octaButh ux 0e3  JedeHus,
IPe3JI0KaYeCTBEHHbIE COCTOSHHUSI MOTYT MPUBOJAUTH K 3JI0KAUE€CTBEHHOMY HOBOOOPA30BAHHIO.
B  BapmaHTe  OCYIIECTBIEHHS  IPEA3JIOKAYECTBEHHBbIH  OdYar NpeAcTaBisieT  coOoi
MOP(OJOrHYECKH aTHIUYHYI) TKaHb, KAXKYLIVIOCS AHOMAJbHOH MpPH MHKPOCKOITUYECKOM
UCCIIEIOBAHUH, U B KOTOPOM Pa3BUTHE 3JIOKAYECTBEHHOIO HOBOOOPA30BaHUsI sIBJIIETCs OoJiee
BEPOSITHBIM, Y€M B COOTBETCTBYIOINEH KaxKylleicss HOpManbHOW TKaHU. B Bapuanre
OCYIIECTBIICHHUsS] TPEA3JIOKAYECTBEHHOE COCTOSIHME TMPEICTABIsET COOOH  BSUIOTEKYLIYIO
MHEJIOMY WIH OECCUMIITOMHYIO MHEJIOMYy. B BapHaHTe OCYIIECTBJIEHUS MPEA3IOKAYeCTBEHHOE
COCTOSTHHE MPEACTABIsIET COOOW MOHOKJIOHAJbHYIO raMMamnaTHi HesicHoro renesa (MGUS).
Jlpyrue HeOorpaHUYHUBAIOLINE IPUMEpPbl IPEA3JIOKAYECTBEHHbIX COCTOSHUN  BKJIOYAIOT
AKTHHUYECKHH Keparos3, muieBoy bapperra, arpodudeckuii raCTpuT, MPOTOKOBYIO KapLIMHOMY
in situ, BPOKACHHBIA JHUCKEPATO3, CHACPONEHUYECKYIO NUC(hArut0, KpacHbIA TUIOCKHH JIWIIAM,
NOACHU3UCTBI  (PUOPO3 TOJOCTH PTa, COJHEUHBIH 3JIACTO3, MAWCIUIA3UI0 MIEWKH MAaTKH,
JIEWKOIUTIAKUIO Y 3PUTPOILIAKUIO.

Mnuoowcecmeennas muenroma

Monekyny aHTuUTeNa, NPEeNCTaBICHHYIO B HACTOSLIEM OMMCAHUU, MOKHO HCIOJB30BaTh
IUIs1 JIEYeHUs] WIIN PO MITAKTUKY MHOXKECTBEHHON MUEJIOMBI.

MHOX€eCTBEHHas: MHENIOMa, TaKXKe W3BECTHas KaK MUEJIOMa IUIA3MaTUYECKUX KIIETOK,
SIBJISIETCS]  3JIOKQUECTBEHHBIM  HOBOOOpAa30BaHMEM  IUIA3MaTHYECKUX KJIETOK, B HOpPME
oTBevaroLux 3a nponykuuio anturen (Raab et al. Lancet. 2009; 374(9686): 324-39).

[Tpu3HaKu WM CHMIITOMBI MHOJKECTBEHHOW MHEJIOMBI BKJIIOYAIOT, HAmpuMmep, Ooib B
KOCTSIX, aHEMHIO (Hampumep, HOPMOLMTAPHYIO W/WJIM HOPMOXPOMHYIK) aHEMHIO), MOYEUHYIO
HEOCTAaTOYHOCTh (HAmNpUMep, OCTPYI) WM XPOHHYECKYIO TIOYEYHYH) HEJOCTAaTOYHOCTb),
uHpeknuoo (HampuMmep, THEBMOHHMIO WM TNHENIOHe(PPUT), HEBPOJOTUYECKHHA CHMITOM
(marmpumep, cnaboCTh, CIYTAHHOCTb CO3HAHUS, YTOMIISIEMOCTb, T'OJIOBHYIO OOJIb, HapyIIEHHE
3pEHUs], PETHUHOMATHIO, KOPEHKOBYID OO0JIb, TOTEPI0 KOHTPOJs Hax pAedexanued wim
MOYEHCITyCKaHUEM, CHH/IPOM 3aISICTHOTO KaHajla WIH NTApPaTUIer o).

@DakTOoppl pHCKAa Ppa3BUTHS MHOXECTBEHHONW MHEJNOMBl BKJIIOUYAIOT, HampuMep,
BSJIOTEKYLIYIO MHEJIOMY (TakKKe M3BECTHYIO Kak OECCHMIITOMHAs MHEJIOMa), MOHOKJIOHAJIbHYIO
raMmarnaturo HesicHoro rere3a (MGUS), oxxupeHne win CeMelHYI0 MpeapacioioKeHHOCTb. B
BapUAHTE OCYLIECTBIIEHUsSI MOJIeKyJibl antuten npotuB CD138, npeacraBieHHbIe B HACTOSIIEM
OMWCAaHWM, MOXHO  HCIOJNB30BaTh  JUIAI  CHWJKEHUS  (Hampumep,  IPOQHIAKTHKH)
MPOrpeCCUPOBaHUS BsIoTeKy1eH Muenombl uiu MGUS 10 MHOKE€CTBEHHON MUEIOMBI.

JlMarHocTuyeckue KpUTepUu CUMIITOMATHYECKOH MHUEIOMBI, O€CCUMITOMHON MHUEIOMBI
u MGUS onucansl, Hanpumep, B Kyle & Rajkumar Leukemia. 2009;23(1):3-9.
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JlnarHocTuyeckue KpUTePHH CUMIITTOMATHUECKOW MHEJIOMbI (HEOOXOAMMO COOTBETCTBUE
BCEM TPEM KPUTEPHUSIM) BKIIIOYAIOT, HAIIPUMED, KJIOHAJIbHBIE IJIa3MaTH4ecKue KieTku >10% mpu
Ononcuu KocTHOro Mmosra wuiau (B JMoOOM Konu4ecTBe) MNpu OHONCHHM APYrHX TKaHeH
(mIa3MoLMTOMa), MOHOKJIOHAJIBHBIN O€NOK (MUENOMHBIN O€NoK) B CBIBOPOTKE HIIM Modue (3a
UCKJIFOUEHHEM CJIy4aeB WCTHHHOM HECEKPETOPHOW MHENOMBbl) M TNPU3HAKU HIIEMHYECKOTO
MOPaKEHHsI OPraHoB, IO-BUAMMOMY, CBA3aHHOE C HapylIEHHEeM IIJIa3MaTUYEeCKUX KJIETOK
(cBAI3aHHOE TOBPEKAEHHE OPraHOB MJIM TKaHel, cokpameHHO obo3Hauaemoe kak "CRAB"):
THMEPKABIHEeMUI0 (KaJbLMK C TOMPAaBKOW Ha conepkaHue anbOymuHa >2,75 mmons/n, >11
MT/[UJT), TIOYEYHYI0 HEIOCTATOYHOCTD, MPUIKMCHIBAEMYIO MHUENOMe, aHeMHio (remorjioduH <10
I/1J1), O4ard B KOCTSIX (JIMTHUECKHE OYard WM OCTEONOPO3 ¢ KOMIIPECCHOHHBIMHU MEPEIOMaMH).
JIMarHoCTHYeCKUe KPUTEPUHU OECCHUMITOMHON/BSIIOTEKYIIEH MUEIOMON BKIIFOYAIOT, HAIIPUMED,
M-Genok B ceiBopoTke >30 /11 (3 T/101) W/nian KIOHAJIBHBIE MJIa3MaTudeckue Kietku >10% mpu
OMoOnCHM KOCTHOTO MO3Ta M OTCYTCTBHE CBSI3AHHOT'O C MHEJIOMOH TOBPEKACHUS OPTaHOB HIIH
TKaHeW. J[MarHocTu4eckre KpUTEepUU MOHOKJIOHAJIBHON ramMmmManatiu HesicHoro rere3a (MGUS)
BKJIIOYAKOT, HAMpUMep, MapamnpoTenH B CbiBopoTke <30 ©/n (3 ©/mn) W KIOHAJbHBIE
asmMatiueckue kietku <10% mpu OMONCHH KOCTHOrO MO3ra W OTCYTCTBHE CBSI3AHHOTO C
MUEJIOMONM  MOBPEXIECHWs OpPraHOB WJIM TKAaHEM WJIH  CBA3AHHOTO  B-Kkj1eTo4HOro
muMponponudepaTHBHOTO HAPYLISHHUS.

PoncTBeHHBIE COCTOSIHMSI  BKJIIOYAIOT, HANpPUMEP, COJNUTAPHYK  IUIA3MOLIUTOMY,
IUIA3MOKJIETOUHYIO JAuCKpasuro (Hampumep, AL-ammnonnos), nepudepuyeckyro HEBPONATHIO,
OPTaHOMETAJIMIO, HIOKPUHOMATHIO, HAPYLIEHHEe MOHOKJIOHAJBHBIX IJIA3MATUYECKUX KIIETOK H
M3MEHEHUsI KOXKU.

MexnyHaponHasi cucrema cranuposanust (ISS) nns muenomsl omumcana, Hampumep, B
Greipp et al. J Clin Oncol. 2005;23(15):3412-20. Hanpumep, ISS Bxitovaer cneayrouee: cragus
I. B2-mukpornobynun (B2M) <3,5 mr/n, ansOymun >3,5 r/mr;, cragus 1I: p2M <3,5 mr/n u
anbOymuH <3,5 r/mr; wiu B2M 3,5-5,5 Mr/a He3aBUCHUMO OT ChIBOPOTOYHOTO aJIbOYMUHA, CTaIHsI
III: B2M >5,5 mr/m.

ISS moxHO ucnonb30BaTh BMeCTE ¢ cuctemolt ctaguposanus Jpropu-Canmona. Cucrema
cranupoBanusi Jptopu-Canmona onucana, Hanpumep, B Durie & Salmon Cancer.
1975;36(3):842-54. Hanpumep, cucrema craaupoBanus Jpropu-CaiMOHAa  BKJFOYAKOT
cnenyromee: craaust 1 (Bce u3 Hb >10 r/mn, HOpMaNbHOTO KajbIMsl, HCCIIEIOBAHUS CKeJleTa:
HOpPMa, WJIM €AMHCTBEHHAs IUIA3MOLIMTOMA, WM OCTEONOpO3, YPOBHS TaparnpoTenHa B
ceiBopoTke <5 r/mn B cnyuae IgG, <3 r/mn B ciaydae IgA, sKCKperuu JIerKoi Lenu ¢ Mouou <4
1/24 4.); cragus 1l (He coorBercTByeT kputepusim mist craauid 1 u 1I1); crapus 11 (opun wmm
bonee w3 Hb <8 5 r/myn, BbIcOKOro Kajbius >12 MI/Ij1, UCCIENOBaHMS CKelleTa: TpU Win Oojiee
JUTHYECKUX O4yara B KOCTHOU TKaHH, MapamnpoTerHa B CBIBOPOTKE >7 1/ B ciydae IgG, >5 /o
B ciy4ae IgA, skckperuu Jjierkoi nenw ¢ modod >12 1/24 4.). Cranum I, II u III cucremsl
cragupoBanus Jpropu-CaMOHa MOJKHO pa3zienaTh Ha A uin B B 3aBUCHMOCTH OT KpeaTHMHHUHA
CBIBOPOTKH: A: KPEaTUHHH ChIBOPOTKH <2 Mr/ain (<177 Mxmorns/n); B: kpeaTHHUH CBIBOPOTKH >2

mr/o (>177 mxmons/1).
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Jlpyrue cpencrBa ISl JIEYEHHS MHOXKECTBEHHOW MHEJOMBI, KOTOpPBIE MOKHO
UCITIONBb30BaTh B KOMOMHAIMU ¢ Mosiekynoii anturena mpotuB CD138, mpencraBneHHOH B
HACTOSLIEM OINMHUCAHHH, BKJIIOYAIOT, HAMPUMEP, MHTHOUTOpP mpoTreasbl (Hampumep, OopTe3oMud
(VELCADE®), «xappumsomud (KYPROLIS®) wmmum  ukcazomun®  (NINLARO®)),
UMMyHOMonyupyoee cpenacrso (Hanpumep, Tanupomun (THALOMID®), nenanupoMun
(REVLIMID®) wunmu nomamugomun (POMALYST®)), XUMHOTEpaneBTHYECKOE CPENCTBO
(manpumep, wmendanan, BuHKpucTHH (ONCOVIN®), 1mkinodochamun,  3TOMO3UA,
nokcopyourud (ADRIAMY CIN®), nunocomusiii gokcopyourma (DOXIL®) wnu 6ennamycTuH
(TREANDA®)), xoptukoctrepoun (Hampumep, MNPEIHU3OH WM JEeKCAMETa30H), WHTHOWTOP
ructonoBori peanermwnasel (HDAC) (wampumep, nanoomnocrar (FARYDAK®), antuteno
nporus CD38 (mampumep, naparymymad (DARZALEX®)), antureno mnporus SLAMEF7
(marmpumep, snoty3ymad (EMPLICITI®)), uatepdepoH mim TpaHCIUIAHTALMIO KOCTHOTO MO3ra
(HarpuMep, TPAHCIUIAHTALMIO ayTOJIOTUYHBIX CTBOJIOBBIX KJIeTOK (ASCT) min TpaHCITaHTALHIO
AJJIOTEHHBIX CTBOJIOBBIX KJETOK), Omcpochonar (Hampumep, namuaponHat (AREDIA®) wu
3o5enpoHoBY0 KUCIOTY (ZOMETA®), ny4eByro Tepanuio, XUPYPrudyeckoe BMEMIATeTbCTBO,
BHYTpUBEHHBIH nMMyHOroOynuH (IVIG), nedenne yMeHbIIEHHOro coneprkaHus (HOPMEHHBIX
37eMeHTOB KpoBu (Hampumep, 3putponodtud (PROCRIT®) unn nap6snostud (ARANESP®)),
azMadepes WiIM UX KOMOWHALIHIO.

Heorpannuuparonye npuMeps crnoco60B KOMOMHIPOBAHHOTO JICUEHHsI, KOTOPbIE MOKHO
UCITIONBb30BaTh B KOMOMHAIMU ¢ MoJsiekynoii anturena mpotuB CD138, mpencraBneHHOI B
HACTOSIIEM OINMCAHUM, ISl JICUEHHs MHOXKECTBEHHONW MHEJNIOMBI BKIIOYAIOT MendajaH |
npeaamsod  (MP), ¢ Tamupgomupom wnm  Oopre3omMuOoM M 0e3 HUX, BHHKPHUCTHUH,
nokcopyourud (ADRIAMYCIN®) u nekcamera3on (VAD); TanuaoMua (Wd JEHATHUIOMUA) U
JeKcaMeTa30H; OopTe30Mub, NOKCOPYOMLIMH U IeKCaMeTa3OH, OOpTe30MuO, HeKCameTa3oH W
TanuAOMUA (MM JICHATUIOMUA), JIUIIOCOMHBIH TOKCOPYOHIINH, BUHKPUCTHUH U JI€KCAMETa30H,
KaphuI30oMuO, JEHATUAOMUI U JIEKCAMETa30H, JeKCaMeTa30H, HUKJIodochaMua, 3TOMO3UI U
mucmiatud (DCEP); nekcameTa3oH, TaauaoMu, LUCIIATHH, JOKCOPYOULH, mukiodochamun,
u sronosun (DT-PACE) c¢ Gopresomubom wmnu Oe3 Hero, maHoOMHOCTaT, OOpTe3oMuUO U
JEKCaMEeTa30H; MKCA30MHO, JICHAIUJAOMHI, U NEKCAMETa30H M 3JIOTy3yMald, JICHATUAOMHUI U
JIeKCaMEeTa30H.

Cnoco0b1 KOMOMHHPOBAHHOIO JIeYeHHSs

MounekyJibl aHTUTE, TIPEACTABICHHbBIC B HACTOSIIIEM OMUCAHUN, MOKHO HCIIOJIb30BaTh B
KOMOMHAIIMM C JPYTUMH TepamneBTUYECKHUMU cpencrBamu. Hampumep, KOMOMHHPOBaHHOE
JIEYEHHE MOXKET BKJIIOYATh MOJIEKYJy aHTHTENA, COCTABIIIEMYIO COBMECTHO W/MJIM BBOAHMYHO
COBMECTHO € OJJHUM WK O0Jiee NOMOJHUTEIbHBIMH TEPAIEBTUYECKUMHU CPEACTBAMH, HaIPUMeED,
OOHUM WIN 0OJiee IOMOIHUTENbHBIMU TEPANEBTHUECKUMH CPEACTBAMH, NPEACTABICHHBIMH B
HACTOSIIEM ONHMCAHUU. B ApYrux BapuaHTax OCYIIECTBJICHHS MOJIEKYJbl aHTUTEN BBOIST B
KOMOMHAIIMM € APYTUMH CIIOCOOaMU Tepamuy, HampuMmep, APYTUMH CIIOCO0aMM Teparuu,
NPEACTaBJICHHBIMU B HACTOSIIEM ONMUCAHMU. B Takmx crnocobax KOMOMHHPOBAHHOTO JIEYEHUS,

npeaAnoOUTUTEIIbHO, MOXHO HCIIOJIB30BATH Oonee HHM3KHUE AO3bl BBOAUMBIX TEPANCBTUYCCKUX
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CpencTs, TakuM oOpa3oMm, m3berass BO3MOXKHOH TOKCHYHOCTH WJIM  OCJIOKHEHH,
ACCOLIMUPOBAHHBIX C PA3JIMUYHBIMHU CIIOCOOAMH MOHOTEPAITHH.

B pamkax u3oOpereHus TepMHH BBeleHHE "B KOMOMHALMHU' O3HAYaeT, 4TO ABa (MM
Ooree) pasHbIX criocodba JieUueHHs! UCTIONB3YIOT B OTHOLIEHWH WHAMBUAYYMa 1O WJIM BO BpeMs
pa3BUTHUsI HApYLIEHWs] y WHAMBHAYyMa. B BapuaHTe ocyluecTBieHust 1Ba winu Oonee crocoda
J€YCHUs] HCIONB3YIOT NPO(PUIAKTUYECKH, Hampumep, OO pPa3BUTUS WJIHM JAUATHOCTHKH
HapylLIeHHs Y MHAMBHAyyMa. B apyrom BapmaHTe OCyIIeCTBIEHUs ABa MiIM Oosee criocoda
JIEYeHUs] WCTIONB3YIOT TIOCNE Pa3BUTHSl WJIM JHATHOCTHKM HApyIIEHWs y WHAMBHAyyMma. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHHUS OJMH U3 CIIOCOOOB JIEUEHUS BCE €Ll UCTOBb3YIOT, KOraa
HAYMHAIOT HCIIOJNB30BAHME BTOPOTO Crocoba  JieueHWs, TakuM O00pa3oM, 4UYTO OHH
nepeKpbIBAOTCs. MHOrIa B HACTOALIEM OMMCAHUH 3TO 0003HAYAIOT KaK "OJHOBpPEMEHHOE" WU
"comyTCTByIOIIEEe HCMIONb30BaHUEe". B npyrux BapuaHTax OCYIIECTBICHHUS HCIOJb30BAHUE
OHOTO M3 CIOCOOOB JIEUEHHUS 3aKAHYMBAIOT 1O Hayala HCIOJNb30BAHUS APYroro cmocoda
JeueHns. B HEKOTOPBIX BapHaHTAaX OCYLIECTBIEHHs B JEOOOM Cllydae JIeUEHHUE SIBIIIETCS Oolee
3¢ ¢eKkTUBHBIM H3-32 KOMOWHUPOBAHHOTO BBeAeHHs. Hampumep, BTOpoH crmocod nedeHus
sBisieTcst Oonee >PQPEKTUBHBIM, HAIPUMEP, HAOMIONAIOT paBHbIA >PQPEKT NP MEHbIIEM
s dexTe BTOpOrO criocoda JeYeHHs], WIK ¢ MOMOIIBIO BTOPOTO Crocoba JIeYeHHsI YMEHbIIAIOT
CUMNTOMBI B OOJNBIIEH CTENeHHW, YeM ecid Obl BTOPOH CIoco0 JIEYeHHs HCIIONB30BAU B
OTCYTCTBHE TEPBOrO CIOCO0A JIEYEHUs, WJIM AHAJOTUYHYIO CUTYAlMI0 HAaONMIONAIOT B Clydae
nepBoro crocoda jeueHusl. B HEKOTOPBIX BapuaHTaX OCYINECTBJIEHUS UCIOJIb30BAHUE SIBISIETCS
TaKUM, YTO YMEHBIIEHHE CHUMIITOMAa WJIHM JPyroro napamerpa, CBS3aHHOTO C HapyLICHUEM,
NPEBbIIAET YMEHbIIEHHE, KOTOPOE MO Obl HAOIIONATh MPU UCIIOIB30BAHUU OTHOTO CIIOCO0a
JIeYeHUs] B OTCYTCTBHE Apyroro. Dddexr aByx crocoOOB Je4eHHsT MOXKET SIBJISATHCS YaCTUYHO
AIIUTUBHBIM, TOJHOCTBIO AAJUTHBHBIM HWJIM MPEBBIMIAIOIINM aAqUTHBHBIN. Hcnonb3oBaHue
MOXET SBJISATBCS TakuM, 4YTO d(¢eKT mnepBoro crnocoda Je4eHHs BCe eIe SBISeTCS
JIETeKTUPYEMbIM, KOTIa HCIIOJIb3YIOT BTOPOH CIIOCO0 JIEYSHUSI.

B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHs IOMOJIHUTENBHOE CPEACTBO SIBJISIETCS BTOPOM
MOJIEKYJION aHTUTENA, HAllPUMEp, MOJIEKYJION aHTUTENa, OTJIMYAIOLIENHCS] OT MEPBONM MOJIEKYJIbI
antuTena. HeorpaHuuuBarouie mpuMepbl MOJIEKYJT aHTUTEN, KOTOPble MOXKHO HCIOJb30BaTh B
KOMOWHALIMH, BKITFOYAIOT JIFOOYI0 KOMOWHAIIUIO MOJIEKYJT aHTUTEN, IPUBEIEHHBIX B Ta0mIe 1.

B BapuaHTe OCYIIECTBIIEHHsS MOJIEKYJy aHTUTENAa BBOISIT B KOMOMHALMHM CO BTOPBIM
TEPAreBTUUECKUM CPEICTBOM WM CIIOCOOOM JJisl JIEYeHUs] WM MPOPUIAKTHKH MHEJIOMBbI,
HanpuMep, MHOKECTBEHHON MHEIOMBI.

B BapuaHTe OCYILIECTBJICHHUs] MOJIEKYJIy aHTUTEJA BBOAAT B KOMOMHALMK C HHTHOUTOPOM
nporeassl. Ilpumepsl wuHrHOMTOpOB mporeas BkMo4awT Oopresomud (VELCADE®),
kapumzomud (KYPROLIS®) u ukcazomud (NINLARO®).

B BapuaHTe OCYLIECTBIEHHsS MOJICKYJly aHTUTEJIa BBOOIT B KOMOMHALMU C
UMMYHOMOJYJIPYIOIIMM CpeACcTBOM. lIpumepbl MMMYyHOMOAYJHMPYIOIIUX CPEICTB BKJIIOYAIOT
tamupomua (THALOMID®), nenamunomun (REVLIMID®) u nomanunomun (POMALYST®).
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B BapuaHTe OCYINECTBIEHHS MOJIEKYJy aHTUTeNa BBONIT B KOMOWHAIMH C
XUMHOTEPAEBTUYECKUM CpenCcTBOM. I[IprMeprl XUMHOTEPaneBTHYECKHX CPENCTB BKIFOYAIOT
mendanan, BunkpuctuH (ONCOVIN®), muxnodochamun, STOMO3HI, AOKCOPYOHUIMH
(ADRIAMY CIN®), nunocomnsiii nokcopyourud (DOXIL®) u 6enpamyctia (TREANDA®).

B BapuaHTe OCYLIECTBIEHHs MOJIEKYyJly aHTUTEJIa BBOIIT B KOMOMHALMU C
KOPTUKOCTEPOHIOM, HallpuMep, NMPEJHU30HOM U A€KCAMETa30HOM.

B BapuaHTe OCYIIECTBICHUS] MOJIEKYJTy aHTUTEJNA BBOAAT B KOMOMHALIMH ¢ HHTHOUTOPOM
ructonoBol neanerunassl (HDAC), nanpumep, nanodunocratom (FARYDAK®).

B BapuaHTe OCYIIECTBJIEHUS] MOJIEKYJy aHTUTENA BBOIST B KOMOWHALIMU C AHTHTEJIOM
nporus CD38, nanpumep, naparymymadbom (DARZALEX®).

B BapuaHTe OCYIIECTBJIEHUS] MOJIEKYJy aHTUTENIa BBOIST B KOMOMHALIMU C aHTUTEJIOM
nporus SLAMF7, nanpumep, snorysymadbom (EMPLICITI®).

B BapuaHTe OCYIIECTBICHHS MOJIEKYJy aHTUTEJa BBOOIT B KOMOWHAIUH C
UHTEPPEPOHOM.

B BapuaHTe OCYINECTBICHHS MOJIEKYJy aHTUTeNa BBONIT B KOMOWHAIMH C
TPaHCIUTAHTAIMEH KOCTHOrO MO3Ta (HampuMep, TPaHCIUIAHTalWeH ayTOJOTHYHBIX CTBOJIOBBIX
kieTok (ASCT) mmn TpaHCIUTaHTaIMEH aJUIOT€HHBIX CTBOJIOBBIX KJIETOK).

B BapuaHTe OCYIIECTBIEHHS MOJIEKYJly aHTUTella BBOIAT B KOMOHWHAIMH C
oucdochonarom, Hampumep, namuapoHatoM (AREDIA®) wmu 301eqpOHOBON KHCIOTOM
(ZOMETA®).

B BapmaHTe OCyIIecTBIEHHS MOJEKYJIy aHTUTeNla BBOIAT B KOMOWHAIMM C JIy4eBOH
Teparuen.

B BapuaHTe OCYLIECTBIEHHs MOJIEKYJly AaHTUTEJIa BBOAAT B KOMOMHAIMU C
XUPYPTUYECKUM BMEIIATEIbCTBOM.

B BapuaHTe OCYLIECTBIEHHsS MOJIEKYyJly AaHTUTEJIa BBOIIT B KOMOMHALMU C
BHYTPUBEHHBIM UMMyHOT0OyuHOM (IVIG).

B BapuaHTe OCYIIECTBJIEHUS MOJIEKYJy AHTHUTENA BBOAAT B KOMOWMHAIMHM C JICUEHHEM
HU3KOTO  ConepkaHusi (POPMEHHBIX 3JEMEHTOB KPOBH, HAIpUMeEp, JSPHUTPONOITHHOM
(PROCRIT®) nnu napbsnostuaom (ARANESP®).

B BapuaHTe OCYINECTBICHHS MOJIEKYJy aHTUTEJa BBONIT B KOMOWHAIMH C
miazmadepesom.

B BapmaHTe OCyIIECTBIEHHUS] MOJIEKYJy aHTUTENA BBOAST B KOMOMHALMU ¢ MeldamaHom
u npenHnu3oroM (MP) ¢ Tanmunomunom wim 60pTe3oMuOoM min 6e3 HUX.

B BapuaHTe OCYINECTBICHHS MOJIEKYJy aHTUTeNa BBONIT B KOMOWHAIMH C
BUHKpUCTUHOM, okcopyonumHoM (ADRIAMY CIN®) u nexcamerazonom (VAD).

B BapmaHTe OCyIIECTBIEHHS MOJIEKYJIy aHTUTENIAa BBOIAT B KOMOMHAIIMHU € TATMIOMHIOM
(VM IEHATTMIOMHZIIOM) U IEKCAMETa30HOM.

B BapuaHTe OCYINECTBIEHHS MOJIEKYJy aHTUTeNa BBONIT B KOMOWHAIMH C

OopTe30MHOOM, TOKCOPYOULITHOM U I€KCAMETA30HOM.
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B BapuaHTe OCYINECTBIEHHS MOJIEKYJy aHTUTeNa BBONIT B KOMOWHAIMH C
OopTe3oMrOOM, I1EKCAMETA30HOM U TATTUIOMHUIOM (U JIEHATUIOMHIIOM).

B BapuaHTe OCyIIeCTBIEHHS MOJIEKYJy aHTUTENA BBOAST B KOMOUHALIMU C JINIOCOMHBIM
JIOKCOPYOUIITHOM, BUHKPHUCTUHOM U JI€KCAMETA30HOM.

B BapuaHTe OCYLIECTBIEHHs MOJIEKYyJly aHTUTEJIa BBOIIT B KOMOMHALMU C
Kapri3oMuOOM, JTIEHATUAOMHIOM U AEKCAMETa30HOM.

B BapuaHTe OCYLIECTBIEHHsS MOJIEKYyJly aHTUTEJIa BBOIIT B KOMOMHALMH C
IeKcaMeTa3oHoM, ukiIopochamunom, stonozunom u mucrartuaom (DCEP).

B BapuaHTe OCYINECTBJICHHS MOJIEKYJy aHTUTeNa BBONIT B KOMOMHAIMH C
JIEKCaMETa30HOM, TAJIUAOMHUIOM, IHUCILUIATHHOM, JIOKCOPYOMLMHOM, IUKiIopochaMuioMm u
stono3unoMm (DT-PACE) ¢ 6optezomubom mu 6e3 Hero.

B BapuaHTe OCYINECTBICHHS MOJIEKYJy aHTUTeJa BBONIT B KOMOWHAIMH C
naHOOMHOCTATOM, OOPTE30MUOOM U IEKCAMETA30HOM.

B BapuaHTe OCyIIECTBICHHUS MOJIEKYJIy AaHTUTENA BBOISAT B KOMOMHALIUU C HKCa30MUOOM,
JICHAJTMOMHUIIOM U IEKCAMETa30HOM.

B BapuaHTe OCYINECTBIECHHS MOJIEKYJy aHTUTeNa BBONIT B KOMOWHAIMH C
3J10Ty3yMaOOM, JICHATUIOMHUIOM U J€KCAMETa30HOM.

B BapmaHTe OCyIIECTBIEHHUs] MOJIEKYJy aHTUTENAa BBOAAT B KOMOWHAIMM CO BTOPBIM
CPEICTBOM, HamNpaBiIeHHO Bo3AeHcTByroUM Ha myTb CD138. IIpumMepsl CpeacTs, HAMIPABIEHHO
Bo3nelicTByromux Ha myTh CD138 BKIHOUAIOT CPEACTBO, HAIMpPABJIEHHO BO3ACHCTBYIOINEE Ha
BHeKkjeTouHpli noMeH CDI138 (mampumep, cuncratuH, BT-062-DM4 (unpmatykcumad
paBransuu), B-B4, xonsroruposansoe ¢ ' 1, OC-46F2, umu GLVGLIFAV (SEQ ID NO: 448)),
CPEACTBO, HANpPaBJIEHHO BO3AEHCTBYIOlLIee Ha moaBeprHyTolii mexnmuary CDI138 (mampumep,
NSC 405020, BB-94, PI-88, PG545, M402, SST00001 wmnu mneHTpakcuH-3), U CPENCTBO,
HATNpaBJIeHHO BO3JEHCTBYIOIIEE Ha TeHeTHu4Yeckyro skcnpeccro CD138 (Hampumep, MOJTHOCTHEO
TPAHC-PETUHOEBYIO KHCJIOTY, HHUMECYJIUJ, 30JISAPOHOBYIO KHCJIOTY WM uMatuHuO). [pyrue
CpeACTBa, HAmpaBJIeHHO Bo3nelicTByromue Ha nytb CD138, onmcanbl, Hanpumep, B Akl et al.
Oncotarget. 2015;6(30):28693-28715, conep>kaHue KOTOPOI BKJIIOYEHO B HACTOSLIEE ONMUCAHHUE
B KQ4ECTBE CCHUIKU B TIOJIHOM OOBEME.

B BapuaHTe OCYINECTBICHHS MOJIEKYJy aHTUTEJa BBONIT B KOMOWHAIMH C
JICHAJTMOMHUIOM W/MJIH JI€KCAMETa30HOM, HAINpPHUMEp, Ul JICUEHHsT MHOXKECTBEHHON MHUEIOMBI
(HarpuMep, peUUANBHUPYIOLIEH MHOKECTBEHHOH MHEJIOMBI).

B BapmaHTe OCyILIECTBIEHHUS MOJIEKYJTy aHTHTEJA BBOAAT B KOMOWHALIMU C aHTAarOHHCTOM
FGFR2 (manmpumep, anturenom nporus FGFR2, nanpumep, FPA144) nns neuenns conumHoON
OIyXO0JIi (HampuMep, COMUAHON ONMyXOJH Ha MO3HEH CTagun).

B BapuaHTe OCYIIECTBIICEHUS] MOJIEKYJIy AaHTHTEJA BBOAST B KOMOMHAIIMY C HHTHOUTOPOM
ayB3 (Hanpumep, ADC mnpotuB uHTErpuHa o3, Hampumep, OpPEeHTYKCHMal BEHIOTHHOM),
Hampumep, mus  JedeHus: JmMpombl  XOMKKHMHA (HampuMep, pPeLUAMBUPYIOINEH WM

pedpakrepHOii MMMPOMBI XOIKKHHA).
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B BapuaHTe OCylIECTBIEHHs MOJEKYJIy aHTUTENA BBOISAT B KOMOMHAIMH C T€apUHOM
WIM UHrUOMTOpOM remapaHasbl (Hanpumep, ponemnapcratoM (SSTO0001)), nHanpumep, s
JIeYeHUsT MHOKECTBEHHOM MHMeENOMBbl (HampuMmep, MHOXKECTBEHHOH MHENOMbl Ha MO3AHEH
CTazum).

B BapuaHTe OCYIIECTBIICHHUS] MOJIEKYJTy aHTUTENA BBOAAT B KOMOMHALIMH C HHTHOUTOPOM
VEGFR (nHampumep, OeBanu3ymMaOoM WM LEAUPAHUOOM), Hampumep, sl JICUEHHs
3JI0KAYECTBEHHOIO HOBOOOpPA30BaHUS (HANpPHMeEp, 3JI0KaYeCTBEHHOTO HOBOOOpa3OBaHMS Ha
MO3HEN CTaINH).

B BapuaHTe OCYIIECTBIICHHUS] MOJIEKYJTy AHTHTEJA BBOAST B KOMOMHALIMK C HHTUOUTOPOM
nyTd nepenaun curHama Wnt (wampumep, unadpunenrtom (OMP-54F28)), mampumep, aus
JICYSHHST COJTUTHOM OTyXOJTH.

B BapuaHTe OCYIIECTBIICHUS] MOJIEKYJTy AHTHTEJA BBOAST B KOMOMHALIMK C HHTUOUTOPOM
FAK (manpumep, nedaxtunndom (VS-6063) mmum GSK2256098), Hampumep, Ui JI€UEHHUS
COJIMIHOW OMNyXOJH, HAlpPHMEpP, paka JEerkux (HarpuMmep, HEMEJKOKJIETOYHOIO PaKa JIETKHX,
Harpumep, ¢ mytanueir KRAS).

B BapuaHTe OCYINECTBIECHHS MOJIEKYJy aHTUTeNa BBONIT B KOMOWHAIMH C
TJTUKO3aMHUHOTJIMKAHOM WJIM MHTHOUTOPOM remapaHasbl (Hampumep, HekymapanuOom (M402)),
HEeOoOsI3aTeNIbHO, JIOMOJHHUTENBHO B KOMOMHALIMM C XHUMHOTEPANEBTHUECKUM CPEACTBOM
(HampuMmep, HAO-MAKIUTAKCENIOM WM TIeMIUTa0WHOM), Hampumep, IJisl JIYeHUs paka
TIOJKEITY IOYHOM JKene3bl (HanmpuMep, METaCTa3uPYIOIIEero paka MoKeyJOUHON JKeJIe3bl).

B BapmaHTe OCYyIIECTBIEHUS MOJIEKYJIy aHTUTENA BBOAAT B KOMOMHAIIMH C MaHHO3HBIM
onmurocaxapunom unun  uHruoutopom FGF, remapanaser w/mmu  VEGF  (manmpumep,
mynapdoctatom (PI-88)), Hampumep, s JieueHHs 3JI0KauU€CTBEHHOTO HOBOOOPa3OBaHHS
(Hampumep, MeaHOMA).

B BapuaHTe OCyINECTBIEHHS MOJIEKYJIy aHTUTEJIa BBOAAT B KOMOWHAIMU C XMMHUYECKH
MOIU(PHUIMPOBAHHBIM  TenapaHCyIbharoM/uHrHOUTOpOM remapaHasbl  (Hampumep, PG545),
HaTpuMep, AU JICUEHHUs] COJUAHON ONyxoyu (Hampumep, COJHIHOW OMyXOJH Ha MO3IHEH
CTaluu).

B BapuaHTe OCYINECTBJICHHS MOJIEKYJy aHTUTEJa BBONIT B KOMOWHAIMH C
AMHHOKHCJIOTOH  WJIM ~ WHTHOMTOPOM  MATPUYHBIX  METAJUIONPOTEHHa3  (Hampumep,
BHYTpUIUIEBpaIbHbIM OatumactatoM (BB-94)), nampumep, nnsi jieueHUs 3JI0KAYE€CTBEHHOTO
TUIEBPAJIBHOTO BBINOTA.

B BapuaHTe OCYIIECTBIICHUSI MOJIEKYJTy aHTHTENA BBOAST B KOMOMHaIMu ¢ T-KieTKkaMu ¢
XHUMEPHBIM aHTUI€HHBIM perientopoM npotus CD138, Hanpumep, 1151 1edeHNs] MHOXKECTBEHHOMN
MHUENIOMbI (HampuMmep, PeLUIuBUPYIOMEH W/HIu pedpakTepHON MHOKECTBEHHOH MHEJIOMBI).
IIpuMepsl TepameBTUYECKHX CPEACTB M CHOCOOOB, KOTOPBIE MOXKHO HCIOJNB30BaTh B
KOMOMHAIIMM C MOJIEKYJIOH aHTHTeJIa MJIM KOMIIO3HMLMEH, NMPEACTABICHHbIMH B HACTOSIIEM
OTMCAHWH, AJIS JISUSHUs] WK TPOPUIAKTUKH APYTUX HAPYIIEHHUH, TaK)Ke ONMMCAHBI B HACTOSLIEM
onucanny B pazaene "CriocoOsl ieueHus: Uik NpopUIAKTUKY HapyLIIeHHH" .

Cnoco0bI AUATHOCTHKH
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B HeKkOoTOpBIX acmekTax HaCTosAllee H300peTeHHe OTHOCHTCS K JAUArHOCTHYECKOMY
cniocoOy nmerexiuu Hanuuuss CD138 in vitro (Hanpumep, B OmojornueckoM obpasiie, TaKOM Kak
OwonTar mnu oOpasen KpOBM) WM in Vivo (Hampumep, NpH BH3yaJM3alUU in Vivo y
uHauBuayyma). Criocod BkitodaeT: (1) mpuBeneHue obpasiia B KOHTAKT C MOJIEKYJIOH aHTUTena
npotus CD138, npeacraBieHHON B HACTOSIIEM ONMMCAHUU, WIN BBEJEHUE MOJIEKYJIbI aHTUTENA
uHIuBUAYYyMY; (HeoOsi3aTenbHO) (ii) mpuBeneHue pedepeHCHOro obOpasua, Hampumep,
KOHTPOJIPHOTO o0pasiua (HampuMep, KOHTPOJNBHOro Onosorndyeckoro obpasma, Takoro Kak
OuonTat uan oOpasel KpOBH) WJIM KOHTPOJBHOIO WMHAMBHAYyMa B KOHTAKT C MOJIEKYJIOH
aHTHUTEJa, IPEICTABICHHON B HACTOSIIEM ONMUCAHUU, U (i11) IeTEKLUHIO 00pa30BaHUs KOMILIEKCA
Mexxay Mosekynoit anturena u CD138 B oOpasue wiM WHAMBUIYyME WM KOHTPOJBHBIM
o0pasie wiv HHIUBUAYYME, TI€ U3MEHEHHE, HAPUMep, CTATUCTHYECKH 3HAYUMOE U3MEHEHUE, B
00pa3oBaHUM KOMIUIEKCAa B 0Opaslie WM MHANBHAYYME OTHOCHUTENIbHO KOHTPOJIbHOrO obpasia
WY UHAWBUAYYMa CBUETENbCTBYET 0 Hammuuu CD138 B oOpasue. Monekyiy aHTHTEIa MOJKHO
OpssMO WJIM KOCBEHHO METUTh JETEKTHPYEMBbIM BEINECTBOM JUIsi OOJIerdeHHsi AETEeKLUU
CBSI3aHHON WJIM HECBSI3aHHON MOJeKyJibl aHTuTena. Ilogxopsinue neTekTUpyeMble BeEllecTBa
BKJIFOYAIOT pa3jnyHble (PEPMEHTBI, MPOCTETUYECKHUE TPYMIIbL, (PIyOpeCHeHTHbIE MaTepUabl,
JIOMHUHECLIEHTHbIE MaTepPHalbl U PAJAMOAKTHBHBIE MaTepHajbl, KaK OIMCAHO BbIIe U Ooee
noApoOHO OMHMCAHO HIKE.

Tepmur "oOpaszen”, B TOM CMBbICIE, B KOTOPOM OH OTHOCHUTCS K oOpasmam,
UCTIONB3YEMBIM IS AeTekuuu nojunentraa (Hanpumep, CD138) unm HykiIenHOBON KHCIIOTBHI,
KOAMPYIOIEH MOJUIENTHA, BKIIOYAET, B KaueCTBE HEOIPAHWYMBAIOLIUX MPUMEPOB, KJIETKH,
JU3aThl KJIETOK, OENKU MIIM 3KCTPAKThl MEMOpaH KJIETOK, (PM3NOJIIOTHUECKUE JKUIKOCTH, TAKHe
KaK KpOBb, WJIM 00pa3Libl TKAHU, TAKUE KaK OMONTATBI.

OOpa3oBaHue KOMILUIEKCAa MekAy MoJiekyyon antutena U CD138 MokHO ompenensith
MOCPEICTBOM H3MEPEHMs WJIM BU3YyaJIM3allMl MOJIEKYJIbl aHTUTena, cBsizanHoi ¢ CD138, um
HECBSI3AHHON MOJIEKYJIbI aHTHTeNa. MOXKHO HCIOJNB30BaTh JIOObIE MOIXOASIIINE aHAIU3BI IS
JOeTeKUUH, W OOLICTIPUHSTBIE AaHAJM3bl JUIS  JETEKIUH BKIKOYAT TBepaodasHbIid
ummyHopepmenTHblii  aHanu3 (ELISA), pamuoummynonormdeckuit anamm3 (RIA)  wm
MMMYHOTMCTOXUMUIO TKAaHU. AJIbTEPHATHUBHO MEUEHHIO MOJIEKYJbl aHTUTena, Hanuuue CD138
MOJKHO aHaJIM3UPOBATh B 00pa3ie NOCPEACTBOM KOHKYPEHTHOTO HMMYHOJIOTHYECKOTO aHATN3a C
HCIIOJIb30BAHUEM CTAHJAPTOB, MEUEHBIX JAETEKTHPYEMbIM BEIIECTBOM, U HEMEUEHOW MOJIEKYJIbI
anTuTena. B sTom aHanmmze KOMOMHUpYIOT OMonorndeckuil obpaser], MedeHble CTaHAapThl U
MOJIEKYJIy aHTUTENA U ONPENesA0T KOJIUYeCTBO MEUEHOTO CTaHAapTa, CBSA3aHHOIO C HEMeUeHO!
ces3pBatomeit  Mosekynoil. Komudecteo CDI138 B oOpasime oOpaTHO MpOMOPLIUOHAIBHO
KOJIMYECTBY MEUEHOI'0 CTaH/1apTa, CBA3aHHOIO C MOJIEKYJION aHTUTENA.

Monexynbl antuten npotus CD138, mpencraBieHHble B HACTOSLIEM OMHUCAHUU, MOYKHO
UCIIOJIB30BaTh /AJIl JUArHOCTHKU HApyIIEHUH, KOTOpbleé MOXKHO IOJBEPraTb JICUEHUIO WU
npodHIaKTHKE C TIOMOIIBI0 MOsieKys aHTuTea npotuB CD138, mpencraBieHHBIX B HACTOSIIEM
onucanny. CrocoObl AETEKIUM WM JTUACHOCTUKH, NPEICTABJIEHHBIE B HACTOSINEM OMNHMCAHUH,

MOKHO HCIIOJBb30BATH B KOM6I/IHaI_II/II/I C ApyrumMu CHOCO6aMI/I, NpeaACTaBJICHHBIMU B HACTOALLIEM
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ONMHMCAHUN JUIS JICUEHUS WIH NPOQIIAKTUKN HAPYLIECHUs, MPEACTABIEHHOTO B HACTOSIIEM
OTHCAHUH.

Hacrosiimee omucaHue Tak:ke BKJIIOYAET JIOObIE M3 CIEAVIOIINX MPOHYMEPOBAHHBIX
naparpados:

1. Monekyna antutena npotus CD138, koropas:

(1) cBsI3bIBAaETCS WK, TIO CyLIECTBY, cBsizbiBaeTcsi, ¢ CD138 BO BHeKJIETOUHOH 00sacTH,
NPOKCUMAJIbHON K TpancMeMOpaHHoMy nomeny CD138; u

(i) BBI3BIBAET AHTUTEJIO3ABUCHMYI0 KIETOYHYHO HHUTOTOKCHYHOCTE (ADCC) B
OTHOIIEHUHU KJIeTKH, 3kcrpeccupyromieit CD138.

2. Monekyna antutena o 1.1, rae C-KoHel BHEKJIETOUHOH 00JACTH, MPOKCHMAJIbHOH K
TpaHCMeMOpaHHOMY JOMEHY, pacnojiokeH B npenenax 70, 65, 60, 55, 50, 45, 40, 35, 30, 25, 20,
15, 10 wnu 5 aMUHOKHUCIOT OT N-KOHIIa TPAHCMEMOPAHHOTO IOMEHa.

3. Monekyna antutena mo 1.l waum 2, rme N-KOHEI[ BHEKJIETOYHOU 00NacTH,
MPOKCUMAJIbHOW K TPAaHCMEMOpPaHHOMY JIOMEHY PacloyiokeH B mpenenax 75, 70, 65, 60, 55, 50,
45, 40, 35, 30, 25, 20, 15, 10 wiu 5 aMUHOKHUCIIOT OT N-KOHIIa TPAHCMEMOPAaHHOT'O JIOMEHA.

4. Monekyia aHTUTeNa 1Mo Jodomy u3 mi. 1-3, cBsa3biBaromasics: ¢ snuronom Ha CD138,
comepskammMm msaTh win 6ojee (Hanpumep, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35, 40,
45, 50, 55, 60, 65, 70, 75 wnu Gonee) MOCIENOBATEIBHBIX AMHHOKUCJIOTHBIX OCTaTKOB BO
BHEKJIETOYHOU 00J1acTH.

5. Monekyna antHTena mo JiroOomy u3 mnm.l-4, rae BHeEKJIETo4YHas 00JacTh,
MPOKCUMAJIbHAsI K TPAHCMEMOPaHHOMY JOMEHY, COAEPIKHUT I COCTOUT U3 aMHHOKUCIOT 210-
250 umu 220-245 nro6oit uz SEQ ID NO: 1-3 unm 450.

6. Monekyna antuTena no modomy u3 mm. 1-5, ces3siBaromasics ¢ Fe-penenropom (FcR)
(manpumep, onnum uiu 6osee u3 FcyRI, FeyRlIla, FeyRIIb, FeyRlIle, FeyRIIla nnu FeyRIIIb) Ha
MOBEPXHOCTH HMMMYHHOH KJieTku (Hampumep, ectectBeHHoro kuiuiepa (NK), wmakpodara,
MOHOLIUTA WJTH 303UHO(UIIA).

7. Monekyna antutena no jgobomy u3 mm.l1-5, roe kierka, skcnpeccupyromas CD138,
SIBJIIETCS 3JI0OKAYECTBEHHOW KJIETKOW WJTU MPEA3JIOKAY€CTBEHHON KIIETKOM.

8. Monekyna anTuTena no m.7, rae 3JI0Ka4eCTBEHHAasl WM MPea3JI0KaYeCTBeHHAsl KJIeTKa
SIBJISIETCS] MUEJIOMHOU KJIETKOM.

9. Monekyia aHTUTENA 1O JIFOOOMY 13 11l 1 -8, HECBS3BIBAIOINASICS UJTH CBSI3bIBAFOIIASICS C
HU3KOH adduHHOCTBIO ¢ BHEKJeTouHOH oOmacteto CD138, oTnmaneHHONH MO OTHOLICHUIO K
TPAaHCMEMOPAHHOMY TOMEHY.

10. Monekyna anturena mo modoMmy u3 min1-9, He CBA3BIBAIOINASICS C SMUTONOM Ha
CD138, conepskamum msath win donee (Hampumep, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 20, 25, 30,
35 umm Oosiee) MOCTIENOBATENBbHBIX AMUHOKHCJIOTHBIX OCTATKOB BO BHEKJIETOYHOW 00OJIacTH,
OTIAJICHHOM 110 OTHOIIEHHUIO K TPAHCMEMOpPaHHOMY JOMEHY.

11. Monekyna antutena mo JjrodoMy u3 mir1-8, CBSA3BIBAIOMIASCS WM, 1O CYIIECTBY,

cBs3bIBatomasicsi ¢ anuronom Ha CD138, conepskamum msite uimu 6osee (Hanpumep, 6, 7, 8, 9,
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10, 11, 12, 13, 14, 15, 20, 25, 30, 35 unu Oosee) mocaenoBaTeIbHBIX aMUHOKHUCIIOTHBIX OCTaTKOB
BO BHEKJIETOYHOH 00J1aCTH, OTHAJIEHHOU 110 OTHOLIEHHIO K TPAHCMEMOPaHHOMY JIOMEHY.

12. Monekyna antutena no Jrodomy u3 mm.9-11, rne C-koHel BHEKJIETOYHON 00JIACTH,
OTIAJICHHOHN 1O OTHOIICHHIO K TPAHCMEMOpPAaHHOMY JIOMEHY, PacIOIONKEeH Ha PACCTOSHUHU IO
menblied mepe 100, 110, 120, 130, 140, 150, 160, 170, 180, 190 unu 200 aMuHOKHUCIOT OT N-
KOHIIA TPAaHCMEMOPAaHHOTO JIOMEHa.

13. Monekyna aHTuTeNna 1o JiroOomy u3 mmn9-12, rme BHekiIeTOYHass OOJACTh,
OTHAJICHHAs] TI0 OTHOIIEHUIO K TPAHCMEMOPAHHOMY TOMEHY, COAEP’KUT aMHUHOKUCIOTHI 23-50,
51-95, 88-121 myu 111-150 mo60it u3 SEQ ID NO: 1-3 umnu 450.

14. Monekyna aHtuTena mno Jrobomy w3 mml-13, HeCBA3BIBAOINASCS WM
CBSI3BIBAIOILASICS C HU3KOW aUHHOCTBIO C MHTETrpHUH-CBsi3bIBatoIUM aomeroMm (IBD) CD138,
o0acTero, siBysIFOLIEHCST N-KOHIIeBo 1o oTHoweHuto Kk IBD CD138, unm u tem, u qpyrum.

15. Monekyna antutena mno modomy u3 mm.l1-13, cesseBaromasics ¢ IBD CDI138,
o0acTero, siBysFOLIEHCST N-KOHIIeBoH 1o oTHoweHuto k IBD CD138, unm u tem, u qpyrum.

16. Monekyna anturena mo modomy u3 mm.l-15, cesspBaromasics ¢ CDI38 ¢
koHcTtanTol nucconmaiuu (Kp) menee npubnusurensHo 100, 90, 80, 70, 60, 50, 40, 30, 20, 10,
8,6,4,3,2,1,05,0,2,0,1, 0,05, 0,01, 0,005 i 0,001 ’M wnmu npudnmusurensao 10-0,001, 10-
0,01, 5-0,01, 3-0,05 wm 1-0,1 HM.

17. Monekyna antutena mno modOomy u3 mm.1-16, roe adduHHOCTH CBSI3BIBAHUSA
MOJIEKYJIbI aHTUTeNa ¢ MeMOpanocBsizanabiM CD 138 siBisiercst mo meHbIneit mepe B 2, 3, 4, 5, 6,
7, 8, 9, 10, 20, 50, 100, 200 umu 500 pa3 Oosee BbicOKOMU, YeM adPUHHOCTH CBSI3BIBAHUS C
pactBopumMbiM CD138.

18. Monekyna antutena 1o Jodomy w3 mm.l-17,  cBs3bBaromiasicss
memOpanocesizanabiM CD138 ¢ Kp menee npubiusurensao 100, 90, 80, 70, 60, 50, 40, 30, 20,
10,8,6,4,3,2,1,0,5,0,2,0,1, 0,05, 0,01, 0,005 uu 0,001 HM mnu npubamsurensuo 10-0,001,
10-0,01, 5-0,01, 3-0,05 umu 1-0,1 M.

19. Monekyna anTuTenaa mo Jodomy u3 mim.l-18, cBs3bpIBaOImAsCs C PaCTBOPUMBIM
CD138 ¢ Kp menee npubnusutensuo 100, 90, 80, 70, 60, 50, 40, 30, 20, 10, 8, 6,4, 3,2, 1, 0,5,
0,2, 0,1, 0,05, 0,01, 0,005 umu 0,001 HM wnu npudnusurenasHo 10-0,001, 10-0,01, 5-0,01, 3-0,05
win 1-0,1 HM unu ¢ Kp 6onee mpudausurensuo 100, 200, 300, 400 wiu S00 HM.

20. Monekyna anTutesna mno jrodomy u3 . 1-19, npenmMyInecTBEHHO CBSI3bIBAIOLIASICS C
meMmOpanocesizanHbiIM CD138 mo cpaBHenuto ¢ pactBopumeiM CD 138, Hanpumep, adduUHHOCTB
CBsI3bIBaHUSI ¢ MeMOpaHocBsizanHbIM CD 138 siBnsiercst mo menbeii mepe B 2, 3,4, 5, 6,7, 8, 9
wm 10 pa3 Oornee BbICOKOH, ueM apPUHHOCTb CBs3bIBaHUS ¢ pacTBopuMbiM CDI138; wmm
CBSI3BIBAIOIIASICS CO CcXOokel adpuHHOCTBIO ¢ MeMmOpaHocBs3aHHbIM CD138 u pacTBOpHMBIM
CD138, nanpumep, adpduHHOCTD CBsI3bIBaHUS ¢ MeMOpaHocBsizaHHbBIM CD138 sBisiercss meHee
yeMm npudmusuTenbHo Ha 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, umm 100% Oonee

BBICOKOM, ueM ad(PpuHHOCTD CBsi3bIBaHUs ¢ pacTBopuMbiM CD138.
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21. Monekyna antutena o jgrobdomy u3 mi. 1-20, cessbiBatomasicsi ¢ C1q u BbI3bIBarOIIAS
KOMILUIEMEHT3aBUCUMYI0 HUTOTOKCHYHOCTh (CDC) B OTHOLIEHHMH KIJIETKH, 3KCIPECCHPYIOLIEH
CD138.

22. Monekyna aHTuTena mno Jnodomy u3 . l-21, cHwkawoomas (Hanpumep,
MHrHONpyrommas, OJOKUPYOIIast UM HENTPAIM3YIOIas) ONUH Uik OoJiee BUIOB OMOJIOrHueCcKOn
aKTUBHOCTH KJIETKH, skcnpeccupyroiieit CD138 in vitro, ex vivo uiu in vivo.

23. Mornekyna aHTuTena no Jobomy u3 nm.l-22, omocpenyromias TOMOTHIIHYECKYIO
anre3uto ogHoi wim 6onee CD138-3kcrpeccHpyroImmx KIeToK.

24. Monekysia aHTHTENA MO JIE0OOMY 13 M. 1-23, nHrudupyromas aeicTerue npoTeasbl Ha
meMmOpanocesizannbiii CD 138, Hanpumep, mitst cHukenus meanuara CD138.

25. Monekyna aHTuTena mno Jrodomy u3 . l1-24, cHmwkaoomas (Harmpumep,
UHTHOUpYIOIIasi) npoiudepanuo 3J0KaYeCTBEHHOW WM TMPEA3JIOKAYECTBEHHOW KJIETKH,
skcnpeccupyromeit CD138.

26. Monekyna aHTuTena mno Jrobomy w3 mm.1-25, coxepskamias onHy WM OoJjee
(marmpumep, ne wu Tpu) CDR Tsxenol nenu n/wnm oxgHy uin Oosee (HarpuMep, 1B WK TPH)
CDR gnerkoii uenu MoOHOKJIOHaNbHOro astutena nporus CD138, mnpeacraBieHHOro B
HACTOSLIEM ONUCAHUU.

27. Monekyna aHtuTena mo jJrobdomy u3 . 1-26, copep:kamas BapuabesbHyr0 001acTh
Tsokenor nenu (VH) w/mnu BapuabenpHyro oOnacte jerkoil mermu (VL) MOHOKIOHAIBHOTO
anturena nporus CD138, mpencTaBieHHOroO B HACTOSAIIEM OMMCAHUM.

28. Monekysa antruTena mo jodomy u3 . 1-27, cogepskammast Fc-o6macTs.

29. Monekyna antutena npotuB CDI38, ces3biBarommascs WM, MO CYILIECTBY,
cBsi3bIBaroLasicst ¢ snuronoM Ha CD138, copeprkamum dersipe mnu Oonee (Hanpumep, S, 6, 7, 8,
9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75 wmu Oonee)
HIOCJIEIOBATENIbHBIX AMHHOKHCIIOTHBIX OCTaTKa BO BHEKJIETOYHOH 00JAcTH, MPOKCHMAIBbHOW K
TpaHncMeMOpanHomy nomeny CD138.

30. Monekyna anturena no .29, rne C-KOHel BHEKJIETOUHOH 00J1acTH, MPOKCUMATIbHON
K TPaHCMEMOpPaHHOMY JIOMEHY, pacroyioxkeH B mpenenax 70, 65, 60, 55, 50, 45, 40, 35, 30, 25,
20, 15, 10 unu 5 amuHOKHCTOT OT N-KOHIIAa TPAHCMEMOPAHHOTO JOMEHA.

31. Monekyna anturena no n.29 wim 30, rme N-KOHEL BHEKJIETOYHOW OOJIACTH,
MPOKCUMAJILHOW K TpaHCMeMOpaHHOMY JOMEHY, pacrmoioskeH B mpexaenax 75, 70, 65, 60, 55, 50,
45, 40, 35, 30, 25, 20, 15, 10 wiu S aMUHOKHUCIIOT OT N-KOHIIa TPAHCMEMOPAaHHOTO JIOMEHA.

32. Monekyna antuTega 1O Jrodomy m3 mm29-31, rme BHEKJIETOYHast OO0JacTh,
NPOKCHUMAaJIbHAsI K TPAHCMEMOPAHHOMY JIOMEHY, COAEPIKUT MM COCTOUT M3 aMUHOKHCIOT 176-
250 nro6oit u3 SEQ ID NO: 1-3 umu 450.

33. Monekyna aHTHTENna 1o JoOoMmy U3 m.29-32, HECBSI3bIBAIOINASCS WU
CBSI3BIBAIOIIASICST ¢ HU3KOHM ap(UHHOCTBIO ¢ BHEKJIeTOUHOU oOsacteio CD138, ornanenHo 1o
OTHOIIEHHIO K TPAHCMEMOPAHHOMY JIOMEHY.

34. Monekyna aHTHUTeNa MO JOOOMY U3 M.29-33, rie >MUTON HE COAEPKUT ISATh HIIN
bonee (mampumep, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35 wumm Ooinee)
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MOCJIEIOBATEIbHBIX AMUHOKUCJIOTHBIX OCTAaTKOB BO BHEKJIETOYHOW OO0NAacTH, OTHAJIEHHOU IO
OTHOWICHUIO K TPAHCMEMOPAHHOMY TOMEHY.

35. Monekyna anturena mo .33 wunmu 34, rae C-KOHEL BHEKJIETOYHOH 00JacTH,
OTIAJICHHOHN 1O OTHOIICHHIO K TPAHCMEMOpPAaHHOMY JIOMEHY, PacIOIONKEeH Ha PACCTOSHUHU IO
menblied mepe 100, 110, 120, 130, 140, 150, 160, 170, 180, 190 nmm 200 amuHOKUCHOT OT N-
KOHIIa TPAaHCMEMOPAHHOTO JIOMEHa.

36. Monekyna anturejga 1o Jobomy w3 mm.33-35, rme BHEKJIETOYHasr 00JacTh,
OTHAJICHHAs] TI0 OTHOIIEHUIO K TPAHCMEMOPAHHOMY TOMEHY, COAEP’KUT aMHUHOKUCIOTHI 23-50,
51-95, 88-121 myu 111-150 mo60it u3 SEQ ID NO: 1-3 unu 450.

37. Monekyna aHTHTena 1o JodoMmy u3 m.33-36, HECBS3bIBAOINASCS —WIH
CBSI3BIBAIOILASICS C HU3KOW aUHHOCTBIO C MHTETrpHUH-CBsi3bIBatoIUM aomeroMm (IBD) CD138,
o0acTero, siBysIFOLIEHCST N-KOHIIeBo 1o oTHoweHuto Kk IBD CD138, unm u tem, u qpyrum.

38. Monekyna antutena mo Jjrodomy u3 mm.33-36, cesswiBaromasics ¢ IBD CD138,
o0acTero, siBysFOLIEHCST N-KOHIIeBoH 1o oTHoweHuto k IBD CD138, unm u tem, u qpyrum.

39. Monekyna anturena npotuB CDI138, ces3pBaromasics wWiau, IO CYLIECTBY,
cBsi3bIBaroasics ¢ anuronom Ha CD 138, conepskamuM yerbipe uimu donee (Hanpumep, S, 6, 7, 8,
9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75 wumm Oonee)
MOCJICIOBATEIbHBIX AMHUHOKHCJIOTHBIX OCTaTKa BO BHEKJIETOYHOW OOJAaCTH, OTHAJIEHHOW IO
OTHOWIEHWIO K TpaHcMeMOpanHomy nomeHy CDI138, raoe osnutomn He cocToMT W3
aMUHOKHMCIIOTHBIX ocTaTkoB 107-111 moboii uz SEQ ID NO: 1-3 unu 450.

40. Monekyna a"turena no m.39, rae SNUTON He COAEPKUT aMuHOKucnoTsl 107-111
060k u3 SEQ ID NO: 1-3 unu 450.

41. Monekyna antutena nmo .39 wumu 40, roe C-koHel BHEKJIETOYHOH 0oOJacTy,
OTHAJICHHOHN MO OTHOLICHHIO K TPAHCMEMOpPAaHHOMY IOMEHY, PACIOJIOXKEeH Ha PACCTOSHHU IO
menblien mepe 100, 110, 120, 130, 140, 150, 160, 170, 180, 190 unu 200 amuHOKHCIOT OT N-
KOHI[a TPAaHCMEMOPAHHOTO JOMEHa.

42. Monekyna aHturena 1o Jjodomy u3 nm.39-41, roe BHekJeTO4YHas O00JacTh,
OTHAJIeHHAsT MO OTHOIIEHHIO K TPAaHCMEMOPAaHHOMY JIOMEHY, CONEP’KUT WM COCTOUT U3
aMuHOKHCIIOT 88-121 moboii u3 SEQ ID NO: 1-3 unu 450.

43. Monekyna antutena npotus CDI138, ces3pBaromascs WM, MO CYIIECTBY,
cBsi3bIBaroasicst ¢ snuronoM Ha CD138, comep:xamnm yersipe wim donee (Harpumep, S, 6, 7, 8,
9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75 wumm Oonee)
MOCJIEIOBATEIbHBIX AMUHOKUCJIOTHBIX OCTAaTKa BO BHEKJIETOYHOW OOJIACTH, MPOKCHMAJIBHOU K
TpancmeMmOpanHomMy nomeny CD138; u yetsipe uinn Oonee (Hampumep, 5, 6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75 wnu Ooyee) MOCIEAOBATEIbHBIX
AMUHOKHUCJIOTHBIX OCTaTKa BO BHEKJIETOYHOW O0JIACTH, OTHAJIEHHOH 1O OTHOLICHUI) K
TpaHncMeMOpanHoMy nomery CD138.

44. Monekyna anturena no m.43, rae C-KoHel BHEKJIETOYHOH 00NacTH, MPOKCUMAIIbHON
K TPaHCMEMOpPaHHOMY JOMEHY, pacroyioxkeH B mpenenax 70, 65, 60, 55, 50, 45, 40, 35, 30, 25,

20, 15, 10 unu 5 amuHOKHCTIOT OT N-KOHI[Aa TPAHCMEMOPAHHOTO JOMEHA.
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45. Monekyna anturena no m43 wunum 44, rme N-KOHel BHEKJIETOYHOW 00JacTw,
MPOKCUMAJIbHON K TpaHCMeMOpaHHOMY JOMEHY, pacroioskeH B mpexaenax 75, 70, 65, 60, 55, 50,
45, 40, 35, 30, 25, 20, 15, 10 wiu 5 aMUHOKHUCIIOT OT N-KOHIIa TPAHCMEMOPAHHOTO TOMEHA.

46. Monekyna aHtuTena 1o JoboMy u3 nm43-45, rae BHeKJIeToyHas O00JacTh,
NPOKCUMAIIbHASL K TPAHCMEMOPAHHOMY TOMEHY, COIEPKHT WM COCTOUT M3 aMHHOKHCIOT 176-
250 wnu amuHOKKCTOT 210-250 o060t u3 SEQ ID NO: 1-3 wnu 450.

47. MonekyJja aHTuTeNna 1o robomy u3 mn.43-46, roe C-koHel BHEKJIETOYHON 00J1acTH,
OTHAQJICHHOH MO OTHOLIEHUIO K TPAHCMEMOPaHHOMY NOMEHY, PACIOJIOKEH HA PACCTOSHHH IO
Menbiueit mepe 100, 110, 120, 130, 140, 150, 160, 170, 180, 190 nnu 200 amuHOKUCIOT OT N-
KOHIIA TPAHCMEMOPAaHHOTO JIOMEHa.

48. Monekyna aHtuTena 1o JroboMy u3 nm43-47, roe BHeKJIeTO4YHas o0O0JacTh,
OTHAJIEHHAass TO OTHOLICHHWIO K TPAaHCMEMOPAHHOMY IOMEHY, COAEPKUT WM COCTOUT U3
aMHHOKHUCIIOT 23-50, 51-95, 88-121 wmu 111-150 aro6oii u3 SEQ ID NO: 1-3 wm 450.

49. Monekyna aHtuTena 1o JoboMy u3 nm43-48, roe BHekseToyHas O0OJacTh,
OTHAJIEHHAsT TO OTHOLICHHIO K TPAaHCMEMOPAHHOMY JIOMEHY, COAEPIKHT HIH COCTOHUT H3
aMuHOKHCIOT 88-121 moboii u3 SEQ ID NO: 1-3 unu 450.

50. Monekyna aHtuTena 1o JodoMmy u3 mm.43-49, HECBS3bIBAOINASCS —WIH
CBSI3BIBAIOILASICS ¢ HU3KOH a(PUHHOCTBIO C MHTETPUH-CBs3bIBatouM nomeHoM (IBD) CD138.

51. Monekyna aHtuTena mo JroboMy wu3 nm43-50, HECBS3bIBAIOIIAACS WU
CBSI3bIBAIOINASsICSI C HU3KOH ap@UHHOCTBIO C 00NacThio, sBISsHFOIeiics N-KOHLEBOH IO
orHowenuto k IBD CD138.

52. Monekyna aHTuTena mno m.51, rae smuUTon He COAEPKUT aMMHOKMCIOTHI 107-111
060w u3 SEQ ID NO: 1-3 unu 450.

53. MonekyJa anTuTeNna o jgodomy u3 mm.43-49, cesspiBaromasics ¢ IBD CD138.

54. Monekyna anTuTena mo Jrobomy u3 mm.43-50, cBs3bIBarOINascs ¢ 00JACThIO,
siBystroLericst N-koHLeBo# o otHoteHuto k IBD CD138.

55. Monekyna aHTuTeNa 1o 1m.54, rae 3MUTON COAEPKUT aMHHOKUCIOTHI 107-111 mroboi
n3 SEQ ID NO: 1-3 unmu 450.

56. Monekyna anTuTena mo jrobomy u3 nm.29-55, cesswiBaromasicsi ¢ Fe-penentopom
(FcR) (mampumep, omaum mim Gomee u3 FcyRI, FcyRIla, FcyRIIb, FcyRIle, FcyRIlla wmm
FcyRIIIb) Ha moOBEepXHOCTH MMMYHHOH KieTKH (Hampumep, ectectBeHHoro kmmiepa (NK),
Makpodara, MOHOLIUTA WJIA 303MHOPHIIA).

57. Monekyna aHTuTeNna 1o Jrobomy u3 mm.29-56, xoropass Moxket Boi3biBaTh ADCC B
OTHOLIEHUH KJIeTKH, 3kcnpeccupytromeit CD138.

58. Monekyna aHtuTena no m.57, rae kierka, skcnpeccupyromas CD138, sapnsercs
3JI0KAYECTBEHHOMN KJIETKON UJIU MPEA3JIOKAY€CTBEHHOUN KIIETKOM.

59. Monekyna aHTuTena no 1m.58, rAe 3JI0KAYECTBEHHAs WU MNPEA3JIOKaYeCTBEHHAas
KJIETKA SIBJISIETCS MUEJIOMHOM KJIETKOM.

60. Monekyna anturena o Jirobomy u3 mm.29-59, cesseiBaromasics ¢ CDI138 ¢
koHctanTol nucconumanuu (Kp) menee npubmmsurensHo 100, 90, 80, 70, 60, 50, 40, 30, 20, 10,
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8,6,4,3,2,1,0,5 0,2, 0,1, 0,05, 0,01, 0,005 wiu 0,001 ’M wnmu npudnusurensao 10-0,001, 10-
0,01, 5-0,01, 3-0,05 wm 1-0,1 HEM.

61. Monekyna antutena mno Jodbomy u3 mnm.29-60, rme adUHHOCTH CBSI3bIBAHUSA
MOJIEKYJIbI aHTUTeNa ¢ MeMOpanocssizanabiM CD 138 siBisiercst mo mMeHbIeit mepe B 2, 3, 4, 5, 6,
7, 8,9, 10, 20, 50, 100, 200 unu 500 pa3 Gosee BbICOKOU, uyeM aPUHHOCTb CBSI3BIBAHUS C
pactBopumbiM CD138; wmnmu cBsi3piBaeTcss co cxokedl apPUHHOCTBIO C MEMOpPaHOCBSI3aHHBIM
CD138 u pactBopumbiM CD138, Hanpumep, apGUHHOCTD CBA3BIBAHUS ¢ MEMOPAHOCBSI3aHHBIM
CD138 sBysiercst Ha MeHee 4eM npuOm3uTenbHo 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%,
90% wu 100% Gonee BHICOKOH, YeM adpPUHHOCTD CBA3BIBAHMS ¢ pacTBOpUMbIM CD138.

62. Monekyna aHturesa 1o rodomy w3 mm.29-61, cBA3BIBAKOMIASCS  C
membpanocesizaHHbiM CD138 ¢ Kp menee uem npubnusurensao 100, 90, 80, 70, 60, 50, 40, 30,
20, 10, 8,6, 4, 3,2,1,0,5, 0,2, 0,1, 0,05, 0,01, 0,005 wu 0,001 HM wyu npudnusuTeapHO 10-
0,001, 10-0,01, 5-0,01, 3-0,05 unu 1-0,1 =M.

63. Monekyna aHTuTeNna no Jrodomy u3 mm.29-62, CBA3BIBAIOMIAS’CA C PACTBOPUMBIM
CD138 ¢ Kp menee mpubnusurensuo 100, 90, 80, 70, 60, 50, 40, 30, 20, 10, 8, 6, 4, 3,2, 1, 0,5,
0,2, 0,1, 0,05, 0,01, 0,005 wnu 0,001 M, wmn npubmmsurensuo 10-0,001, 10-0,01, 5-0,01, 3-
0,05 unm 1-0,1 HM, wnu 6onee npudnausurensao 100, 200, 300, 400 wiu S00 HM.

64. MonekyJia aHTUTeNa 1Mo JFOOOMY U3 mI1.29-63, MPEeNMYyIIIECTBEHHO CBS3BIBAIOINASICS C
meMmOpanocesizanHEbIM CD138 mo cpaBHenuto ¢ pactBopumeiM CD 138, Hanpumep, adpduHHOCTB
CBsI3bIBaHUSI ¢ MeMOpaHocBsizanHbIM CD138 siBnsiercst mo menbeii mepe B 2, 3,4, 5,6, 7, 8, 9
i 10 pa3 Gonee BrICOKOH, yeM ah(UHHOCTD CBsI3bIBaHUS ¢ pacTBopuMbIM CD138.

65. Monekyna antutena no JswobOoMmy u3 mm.29-63, cesspBaromasics ¢ Clq u
BBbI3BIBAIOINAs KOMILJIEMEHT3aBUCHUMYI0 LUTOTOKCMYHOCTh (CDC) B OTHOIIEHMM KIJIETKH,
skcnpeccupyromeri CD138.

66. Monekyna antuTena 1o Jrobomy u3 mn.29-65, cHwkaromas (Hampumep,
UHTUOUPYIOLIAst, OJIOKUPYIOINAS WIM HEHTPATU3YIOINAsl) OOUH WK OoJsiee BUIOB OMOIOTHYECKOM
aKTUBHOCTH KJIETKH, 3Kcnpeccupyrouieit CD138 in vitro, ex vivo uimu in vivo.

67. Monekyna aHTUTeNna MO JroOoMy M3 T.29-66, omocpeayromas rOMOTHITHYECKYEO
anresuto ogHou wim 6onee CD138-3kcmpeccHpyromux KIeToK.

68. Mounekyna aHTuTeNa MO JOOOMY M3 mi.29-67, HHrHOUpyrOImast NEeHCTBHE MPOTeas3bl
Ha MemOpanocBsizanHb CD 138, Hanpumep, st cHkeHust wenauara CD138.

69. Monekyna antuTena 1o Jobomy u3 1nn.29-68, cHwkaromas (HApUMep,
UHTHOUpYIOIasi) npoiudepanno 3J0KaUYeCTBEHHOW WM TMPEA3JIOKAYECTBEHHOW KJIETKH,
skcnpeccupyromeit CD138.

70. Monekyna aHTutena mno Jjrobomy u3 mm.29-69, coxmepkamas omHy win Oonee
(marmpumep, ase wu Tpu) CDR Tspxenol nenu u/unu onHy uian Oonee (HampuMep, ABE MU TPH)
CDR gnerkoii uenu MOHOKJIOHaNbHOro astutena nporus CD138, mnpeacraBieHHOro B

HaCTOAIIECM OINMHUCAHUH.
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71. Monekyna anTutena mo Jrodomy u3 mi.29-70, comep:kamasi BapuadenbHyr0 001acTh
Tsokenor nenu (VH) w/mnu BapuabenpHyro oOnacte jerkoil mermu (VL) MOHOKIOHAIBHOTO
antutena npotus CD138, npeacTaBaeHHOro B HACTOSIIEM OMUCAHUU.

72. MonekyJia autuTena 1o Jirodomy u3 mn.29-71, conep:xamas Fc-obmacts.

73. Monexkyina antutena nporus CD138, coneprkaruast ogHy miu obe us:

(a) BapuabenpHOI obnactu Tsokenon nenu (VH), roe VH comepsxut Tpu onpenenstomme
KoMIUIeMeHTapHoCcTh obnactu Tspkenor nenu (HCDR1, HCDR2 u HCDR3), rne VH conepxut
OJIHY, ZIB€ WJI BCE U3 CJIENYIOIIEro:

(1) HCDRI, copepskalieii aMHHOKUCIIOTHYIO MOCJIENOBATEIbHOCTD, OTIHYAIOINYIOCS Ha
He Oosee uem 1, 2 unm 3 aMHUHOKHCIIOTHBIX OCTaTKa WM UMEIOLIYIO Mo MeHbluer Mepe 85, 90,
95, 99 mu 100% roMoJOruy no OTHOIIEHUIO K aMUHOKHUCIOTHOM nocaenopareabHocT HCDR1
MOHOKJIOHaNbHOrO aHtutena nporuB CDI138, mnpencraBieHHOro B HACTOSIEM OINHUCAHUU
(mampumep, mobbix u3 antuten CDO01, CD002, CD003, CD004, CD005, CD006, 602, 603,
604, 607, 613, 614, 617, 624, 632, 616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 wm
1409);

(i1) HCDR2, copepskarieii aMHHOKHCIIOTHYIO ITOCIIEIOBATEIbHOCTD, OTIMYAOIIYIOCS Ha
He Oonee ueM 1, 2 unn 3 aMHHOKHCIIOTHBIX OCTaTKa WIM UMEIOILIYI0 1o MeHblIed mepe 85, 90,
95, 99 unu 100% roMonoruu Mo OTHOIIEHHIO K aMHHOKHUCIIOTHOM nocnenoBarenbHocTd HCDR2
anturena nporus CD138; unu

(111) HCDR3, comep:xareii aMIHOKHCIIOTHYIO MTOCIEN0BATEIbHOCTD, OTIHUYAOIIYIOCS Ha
He Oonee ueM 1, 2 unm 3 aMHHOKHCIIOTHBIX OCTaTKa WM UMEIOLIYI0 IO MeHblued mepe 85, 90,
95, 99 unu 100% roMojIoruu mo OTHOIIEHUIO K aMUHOKHUCIOTHOH nocienopareabHocT HCDR3
anturena nporus CD138; unu

(b) BapuabenbHoii obnactu nerkoi uernu (VL), rme VL comepxuT Tpu ompenensromne
KoMIuteMeHTapHocTh obnactu serkoi nernu (LCDR1, LCDR2 u LCDR3), rne VL conepxur
OJIHY, JIB€ WJI BCE U3 CJIEIYIOIIEro:

(1) LCDRI1, copep:xaiieii aMHHOKHCIOTHYEO TOCIEIOBATENbHOCTb, OTJIMYAKOLIYIOCS Ha
He Oosee uem 1, 2 uinn 3 aMUHOKUCIIOTHBIX OCTaTKa MJIM MUMEIOINYI0 MO0 MeHbIned mepe 85, 90,
95, 99 unmu 100% roMoJIOrHH MO OTHOIIEHUIO K aMUHOKHUCIOTHOM noclienopareabHocT LCDR1
anturena nporus CD138;

(i1) LCDR2, comep:kaiieii aMUHOKHCIIOTHYIO TIOCIIENOBATENbHOCTD, OTJIHYAOIIYIOCS Ha
He Oojee ueMm 1, 2 unm 3 aMUHOKHCIIOTHBIX OCTaTKa WJIM UMEIOINYIO 1Mo MeHbIueil mepe 85, 90,
95, 99 unmm 100% romMoJIOruy MO OTHOIIEHWIO K aMHHOKHUCIIOTHOU TocienosatenbHocTd LCDR2
anturena nporus CD138; unu

(111) LCDR3, conep:xarieif aMHHOKHUCIOTHYIO TOCIIENOBATENbHOCTD, OTJIMYAIOLIYIOCS Ha
He Oonee ueM 1, 2 unm 3 aMHHOKHCIIOTHBIX OCTaTKa WM UMEIINYI0 1Mo MeHbIneil mepe 85, 90,
95, 99 i 100% roMoJOruu MO OTHOIIEHUIO K aMUHOKHUCIOTHOM nocienoBatebHocT LCDR3
anturena nporus CD138.

74. Monekyna antutena no n.73, rne VH coaepkur:
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(1) HCDR1, cogpep:xainyr0 aMHHOKHCIIOTHYIO ITOCIIENOBATEIbHOCTh, OTIIMYAIOLIYIOCS Ha
He Oosee ueM 1, 2 unm 3 aMHHOKHCIIOTHBIX OCTaTKa WIM UMEIOLIYI0 Mo MeHblIed mepe 85, 90,
95, 99 unu 100% roMoJoruu no OTHOIIEHUIO K aMUHOKHUCIOTHOM nocaenoBareabHocTd HCDR1
anturena nporus CD138;

(11) HCDR2, copep:kainyro aMMHOKHCIIOTHYIO MOCJIENOBATENbHOCTD, OTIMYAIOIYIOCS Ha
He Oosiee ueMm 1, 2 miu 3 aMMHOKHCIIOTHBIX OCTaTKa WM UMEIOLIYIO 1O MeHblied mepe 85, 90,
95, 99 unu 100% roMooruM Mo OTHOIIEHHK K aMHHOKHUCJIOTHOM nocnenoBarenbHocTd HCDR2
anturena nporus CD138; u

(ii1) HCDR3, comepskaliyro aMUHOKHCIOTHYIO MOCJIEN0BATEIbHOCTD, OTJIMYAIOIIYIOCS Ha
He Oosee uem 1, 2 unm 3 aMHUHOKHCIIOTHBIX OCTaTKa WM UMEIOLIYIO Mo MeHbluer Mepe 85, 90,
95, 99 mu 100% roMoJIOruy mo OTHOIIEHUIO K aMHHOKUCIOTHOH nocienopaTeabHocTd HCDR3
anturena nporus CD138.

75. Monekyna antutena no n.73 wi 74, rne VH conepskut: (i) HCDR1, comepxkaryro
aMHHOKHUCIIOTHYI0 TnocnenoBatenbHocte HCDR1 antutena mporms CDI138; (i) HCDRZ2,
COIEPIKALTYI0 aMUHOKHCIIOTHYIO nocnenoBarenbHocTe HCDR2 antutena nporus CD138; u (iii)
HCDR3, conepxkamyro aMUHOKHCJIOTHYIO mnocienosaresbHocTe HCDR3 anturena mnportus
CD138.

76. Monekyna antuTena o rodomy u3 m.73-75, rae VL conepkut:

(1) LCDR1, comepkainy0 aMHMHOKHCIOTHYIO TOCIIEIOBATENbHOCTD, OTIMYAIOINYIOCS Ha
He Oonee ueMm 1, 2 unm 3 aMHHOKHCIIOTHBIX OCTaTKa WM UMEIOLIYI0 Mo MeHblIed mepe 85, 90,
95, 99 mmm 100% romMoJoruu Mo OTHOINEHUIO K aMUHOKHCIOTHOH mociienoparebHocT LCDR1
anturena nporus CD138;

(11) LCDR2, comep:kalyto aMUHOKUCIOTHYIO TOCJIE0BATENbHOCTD, OTJINYAIOLIYIOCS Ha
He Oosiee ueM 1, 2 win 3 aMMHOKHCIIOTHBIX OCTaTKa WM MMEIOLIYIO 1O MeHblIel mepe 85, 90,
95, 99 nnu 100% romonoruu No OTHOIIEHUIO K aMUHOKUCIIOTHOH nocienosatenbHoctu LCDR2
anturena nporus CD138; u

(ii1) LCDR3, conep:kaiy0 aMHHOKUCIOTHYIO TOCIEIOBATENbHOCTD, OTIHMYAOIIYIOCS Ha
He Oosee uem 1, 2 unm 3 aMHUHOKHCIIOTHBIX OCTaTKa WJIM UMEIOLIYI0 MO MeHblued mepe 85, 90,
95, 99 mmu 100% roMoJIOrHH MO OTHOIIEHHUIO K aMUHOKHCJIOTHOH nocienoBaTeabHocT LCDR3
anturena nporus CD138.

77. Monekyna antutena no Jjrobomy u3 mm.73-76, rme VL conmepxkwur: (1) LCDRI,
COIEpIKALTYI0 aMUHOKHCIOTHYIO mnocienosarenbHoctb LCDR1 anturena mporus CD138; (ii)
LCDR2, conepxamyro aMHUHOKUCIOTHYIO mnocienosaresbHocTh LCDR2 anTuTena nportus
CD138; u (iii) LCDR3, conepkamyrw aMHHOKHCIOTHYK mochenoBarenbHocTs LCDR3
anturena nporus CD138.

78. MosekyJia aHTUTENA 110 JI'oOoMy U3 . 73-77, conepakamasi:

(a) VH, comepxaiyro:

(1) HCDRI1, conepskalny:0 aMMHOKHUCIOTHYIO MOCJIEA0BATENbHOCTD, OTINYAIOINYIOCS HA

He Oosee ueM 1, 2 unm 3 aMHHOKHCIIOTHBIX OCTaTKa WM UMEIOILIYI0 o MeHblued mepe 85, 90,
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95, 99 mnu 100% roMoJOruu No OTHOIIEHUIO K aMUHOKHUCIOTHOH nocaenopareabHocTd HCDR1
anturena nporus CD138;

(i1)) HCDR2, copepkaliyro aMUHOKUCIOTHYIO MOCJIEIOBATEIbHOCTD, OTIIMYAIOIIYIOCS Ha
He Oonee ueM 1, 2 unu 3 aMHHOKHCIIOTHBIX OCTaTKa WM UMEIOLIYI0 IO MeHblued mepe 85, 90,
95, 99 unu 100% roMoIOruHU MO OTHOIIEHUIO K aMHHOKHUCIIOTHOHN nocnenoBatenbHocT HCDR2
anrurena npotus CD138; u

(iii) HCDR3, comepskaliyro aMHHOKHCIOTHYEO MOCIEI0BATEIbHOCTD, OTJIHYAOIIYIOCS Ha
He Oosee uem 1, 2 uinu 3 aMHUHOKUCIIOTHBIX OCTaTKa WM UMEIOLIYIO MO MeHbluel mepe 85, 90,
95, 99 mu 100% roMoJIOruy Mo OTHOILIEHUIO K aMHHOKUCIOTHOH nocienopareabHocT HCDR3
anturena nporus CD138, u

(b) VL, conepskamyro:

(1) LCDRI1, comep:kainyr0 aMHMHOKHCIOTHYIO TOCIIEIOBATENIbHOCTD, OTIMYAIOINYIOCS Ha
He Oojee uem 1, 2 unm 3 aMHUHOKHCIIOTHBIX OCTaTKa WIM UMEIOILIYI0 Mo MeHblIed mepe 85, 90,
95, 99 unm 100% romMoIOruu Mo OTHOINEHHIO K aMHHOKHCJIOTHOM IochienopaTenbHoct LCDR 1
anturena nporus CD138;

(i1) LCDR2, comep:kamyr0 aMHHOKHUCIOTHYIO TOCIIEIOBATENbHOCTD, OTJIMYAIOLIYIOCS Ha
He Oonee ueM 1, 2 unn 3 aMHHOKHCIIOTHBIX OCTaTKa WIM UMEIOILIYI0 1o MeHblIed mepe 85, 90,
95, 99 wmm 100% romMoJIoruy MO OTHOIIEHUIO K aMUHOKHUCIIOTHOU TocienoBarenbHocTn LCDR2
anturena nporus CD138; u

(11) LCDR3, conep:kaiyr0 aMMHOKHCIOTHYIO TIOCJIENOBATENbHOCTD, OTIMYAOIIYIOCS Ha
He Oonee ueM 1, 2 unm 3 aMHHOKHCIIOTHBIX OCTaTKa WM UMEIOLIYI0 IO MeHblued mepe 85, 90,
95, 99 mm 100% romMosoruu Mo OTHOINEHHI K aMHHOKHCJIOTHON mocienoaTenbHocTH LCDR3
anturena nporus CD138.

79. MonekyJa aHTUTeNa 1Mo JroObomy U3 1. 73-78, comepsraimasi:

(a) VH, copmepxamyro: (1) HCDRI, copmepxaimyi  aMHHOKUCJIOTHYEO
nocienosarenbHoctb  HCDR1  anturena mnporuB CD138; (i) HCDR2, coxepkamryro
aMHHOKHUCIIOTHYIO0 mocnenoBatenbHocTe HCDR2 antutena mporus CD138; u (iii) HCDRS3,
CoNlep KaIly0 aMHHOKUCIOTHYIO nocienoBareabHocT HCDR3 anTuTena nporus CD138, u

(b) VL, comepxamyrw: (i) LCDRI, conmepxamyr®  aMHHOKHCIOTHYEO
nocienosarenbHoctb  LCDRI1  anturena mnporme CD138; (ii)) LCDR2, conepxaiyro
AMHHOKHUCIIOTHYIO0 TocienosarenbHocTe LCDR2 anturena mporus CDI138; u (ii1)) LCDR3,
CoNep KaIlyr0 aMHHOKUCIOTHYIO nocienoBaTreabHocTh LCDR3 anturena nmporus CD138.

80. Monekyna anTuTena no grodomy u3 mm.73-79, rae VH conep:KuT aMHHOKHUCIIOTHYEO
MOCJIEIOBATEIPHOCTD, OTIIMYAIOIIYIOCS Ha He Oonee ueMm 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14
uian 15 aMMHOKHUCIOTHBIX OCTATKOB WJIM UMEIOINYI0 1O MeHbIer mepe 85, 90, 95, 99 umu 100%
TOMOJIOTUM 1O OTHOIIEHUIO K aMMHOKUCJIOTHOM mocienosareibHocTH VH aHTHTEna mnportus
CD138.

81. Monekyna a"tuTena no godomy u3 mm.73-80, rae VH conep:kuT aMHHOKHCIIOTHYIO

nocnenosatenbHocTs VH anturena nporus CD138.
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82. Monekyna anturena no jodomy u3 nn.73-81, rae VL comep:kuT aMHHOKHCIIOTHYIO
MOCJIEIOBATEIBHOCTD, OTJIMYAIOIIYIOCS HA He Oonee wem 1,2, 3,4,5,6,7,8, 9, 10, 11, 12, 13, 14
i 15 aMMHOKHUCIIOTHBIX OCTATKOB WJIM UMEIOINYIO 1O MeHbIe mepe 85, 90, 95, 99 unu 100%
TOMOJIOTUM IO OTHOLICHHIO K aMUHOKHCJIOTHOW MNOCieAoBaTenbHOCTH VL aHTHTENna mpoTus
CD138.

83. Monekyna anturena no grodomy u3 mm.73-82, rne VL comepKUT aMHHOKUCIOTHYIO
nocienosarenbHOCcTh VL anTurena nporus CD138.

84. MonekyJa antuTena no jaodomy u3 mm.73-83, rae:

(a) VH comep:kuT aMUHOKHCJIOTHYIO MTOCIEIOBATEIbHOCTD, OTJIMYAIOLIYIOCS Ha He Ooee
yeMm 1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14 unu 15 aMUHOKUCTOTHBIX OCTATKOB UJIU UMEIOIIYIO
no Mmesblne mepe 85, 90, 95, 99 unu 100% roMoJOrMu MO OTHOLIEHWUID K aMUHOKHCJIOTHOM
nocnenosatenbHocTd VH antutena nporus CD138; u

(b) VL conmepXuT aMHHOKHCIIOTHYIO TIOCIIEIOBATENBHOCTD, OTIMYAOIIYIOCS Ha He Oolee
yeM 1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14 unu 15 aMUHOKUCTIOTHBIX OCTATKOB WUJIU UMEIOLIYIO
no MmeHbine mepe 85, 90, 95, 99 mwnmu 100% roMoJOruu Mo OTHOLIEHUIO K aMUHOKHCJIOTHOM
nocnenosatenbHocTd VH anTuTena nporus CD138.

85. Monekyna anTuTena no godomy u3 mm.73-84, rae VH conep:kuT aMHHOKHUCIIOTHYIO
nocnenosatenbHocTe VH antutena mportus CD138, m VL conepxuT aMUHOKHCIOTHYIO
nocnenoBaTenbHOcTh VL anTuTena npotus CD138.

86. Monekya aHTuTeNa o jrodomy u3 1. 73-85, coneprkamast Fc-obmacts.

87. Monekyna antutena npotus CD138, cogepkaimas:

() (a) Bapuabenbhyro oOmacte Tspkenoi nemu (VH), rme VH comepxkur Tpu
omnpeznessronIre KoMmrieMeHntapHocTh obnactu Tsokenoit nermn (HCDR1, HCDR2 u HCDR3),
rae VH comepsxuT Tpu onpenessonue KoMIuieMeHTapHoCcTh oostactu Tsokesoi nenu (HCDRI,
HCDR2 u HCDR3), rne VH cogmepxur: (i) HCDRI, comepkamyrw aMUHOKHCIOTHYIO
nocnenoBateibHOCTE G-Y-N/S/T-F-S-S-Y (SEQ ID NO: 438); (i1)) HCDR2, conepskariyio
AMHHOKHUCJIOTHYI0 mocnenoBatenbHocTh H-P-S-D-S-T (SEQ ID NO: 351); unm (iii)) HCDR3,
COIEPIKALIYI0 aMHHOKHCJIOTHYIO mocienoBarenbHocTh F-V-Y; u (b) BapmabenbHyro o0iacth
aerkoit nerm (VL), rome VL comepuT Tpu Onpemessifoline KOMIUIEMEHTAPHOCTh 00JacTh
nerkoit uenu (LCDR1, LCDR2 u LCDR3), rae VL conepsxut oany, nse i Bee u3: (1) LCDRI1,
coneprkaliel aMUHOKHCJIOTHYHO mnocheaoBarenbHOCTh R-S-S-K-S-L-L-Y-K-D-G-K-T-Y-L-N
(SEQ ID NO: 352); (i) LCDR2, conepaimeii aMHHOKHCIOTHYIO TIOCIENOBATENbHOCTD V-V-S-
T-R-A-S (SEQ ID NO: 353); wmm (iii)) LCDR3, conepxameli aMHHOKHUCIOTHYIO
nocnenoBatenbHOCTh Q-Q-L-V-E-Y-P-Y-T (SEQ ID NO: 354); wiu

(I) (a) BapumabenbHyro obOmacte Tspkenoi uenu (VH), rme VH comepxkur Tpu
onpenesomue koMmuieMeHTapHocTh obnactu Tsokenod uerm (HCDR1, HCDR2 u HCDR3),
rne VH comep:kut Tpu ompeaensromue KOMIieMeHTapHoCcTh obmactu Tsikenont uernu (HCDRI,
HCDR2 u HCDR3), rne VH cogmepxur: (i) HCDRI, copepkamyro aMHHOKHCIOTHYIO
nocnenoBarenbHOCTE  S-Y-Y-M-H (SEQ ID NO: 380); (i1) HCDR2, coxepsxkamyto
aMUHOKHCIIOTHYIO mocienoBatenbHOCTh T-I-H-P-S-D-S-T-T-N-C/Y-N-Q-K-F-K-G (SEQ ID
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NO: 439); win (ii1)) HCDR3, comepkamyr aMHHOKHCIOTHYIO MOCIeNOBaTeNbHOCTh F-V-Y; u
(b) BapumabenpHyro oOmacte Jjerkod wnemu (VL), rme VL comepuT Tpu omnpenensouiue
komruieMeHTapHocTh obnactu jerkoi nenu (LCDR1, LCDR2 u LCDR3), rone VL coxepur
onny, nee unu Bce u3: (1) LCDR1, conepskaieii aMUHOKHCIIOTHYIO ITOC/IE0OBATEIbHOCT R-S-S-
K-S-L-L-Y-K-D-G-K-T-Y-L-N  (SEQ ID NO: 352); (i) LCDR2, conepxarueit
AMHHOKHUCJIOTHYIO mocienoBareabHOCTh V-V-S-T-R-A-S (SEQ ID NO: 353); unu (iii) LCDR3,
coieprKarie aMUHOKUCIIOTHYIO nocienoareabHocTh Q-Q-L-V-E-Y-P-Y-T (SEQ ID NO: 354).

88. MonekyJa aHTuTena o jrodomy u3 1. 1-87, conepskamas 1se VH u ne VL.

89. Monekyna aHtuTeda 1o JrodoMy w3 1. 1-88, SBISOMIASICS CHHTETUYECKOMU
MOJIEKYJION aHTUTEeNa UK BBIJEJICEHHON MOJIEKYJION aHTUTeNa.

90. Mounekyna aHTUTeNa Mo Jr0OOMy w3 mi.1-89, SBASIOMASCS MOHOBAJIEHTHOU
MOJIEKYJIOH aHTHTENa, MYJbTHBAJEHTHOW (Hampumep, OWBAJCHTHOW, TPUBAJCHTHOW WJIU
TETPABAIEHTHOH)  MOJIEKYJOH  aHTUTENa,  MOHOCHEIM(PHYECKOW  MOJIEKYJIOH WK
MmyJabTHCTIENHUUeckol  (Hampumep, oucnenuduueckoi,  TpuCHeNUPUUECKOW  HIH
TeTpacnenuPUIecKoil) MOJIEKYJIOH aHTHUTEJIA.

91. Monekyna antuTena no Jrodomy w3 1m.1-90, SBISIOMASCS MOJEKYJION
Ir'YMaHU3UPOBAHHOIO aHTUTETIA.

92. Monekyna anturena mo jodomy w3 mm.1-91, comepxkamas omHy wiu Oonee
KapKacHbIX OOJlacTeH, TMONYYEHHBIX U3 IOCIENOBATEIBHOCTH KapKaca 3apOABIIIEBON JIMHUH
YeJ0BEKa.

93. MonekyJia aHTUTeNA 110 JIFoOoMy 3 1. 1-92, sieysirorasicst antutesnom IgG.

94. Monekyna aHtutena mo Jirodomy u3 mm. 1-93, comeprkamnasi KOHCTAaHTHYIO 00JacThb
Tsokenoi nenu IgG, BeiOpannoro u3 IgGl, 1gG2, IgG3 unn IgG4.

95. Monekyja anTutena no jgodomy u3 mm.1-94, comepskamasi KOHCTAHTHYKO 00J1acTh
JIETKOH LIeNH KaIla Wik JsiMOaa.

96. Mosekyna antutena mo sodomy u3 m. 1-95, conepxkaimast Fc-o0nmactb, comepskainyro
OnHy Wiu Oojiee MyTauuil aysi moBbIIeHUs apPUHHOCTH CBS3BIBAHUSI C HEOHATAJIbHBIM
peuenTopoM FcRn w/unu BpeMeHn mosy>KU3HU MOJIEKYJIbI aHTHTEIA.

97. Monekyha antuTena no mobdomy uz mi. 1-96, conepkamas Fc-o0nmactsb, comepskamyro
onHy win Oojiee MyTalWi, NPENCTaBIEHHBIX B HACTOSINEM ONKMCAHUH, HANPUMEpP, IS
MOBBILIIEHHs] OTHOTO WiH Oojiee u3 Bpemenu nonysxkusan, ADCC, CDC i ADCP.

98. Monekyna aHTuTeNna, KOHKypupymooumas 3a cessbiBanue ¢ CD138 ¢ monexynoii
anturena npotuB CDI138, mnpencraBieHHONl B HACTOsIIEM ONUCAHUH, HAIpUMeEp,
MOHOKJIOHAJIbHBIM aHTuTenoM npotuB CD138, npeacTtaBieHHbIM B HACTOSILEM OIMCAHUU
(mampumep, mobbiM u3 antuten CDO01, CD002, CD003, CD004, CD00S, CD006, 602, 603,
604, 607, 613, 614, 617, 624, 632, 616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 unu
1409).

99. Monekyna aHTUTENA, CBA3BIBAKOINASACS WJIM, IO CYLIECTBY, CBS3bIBAIOINAsACS C
3TMUTOINOM, IMOJHOCTBIO WM YaCTUYHO MEPEKPbIBAIOIIUMCS C 3MUTONOM MOJEKYJbl aHTUTeNa

npotuB CDI138, mnpencraBieHHOW B HACTOSINEM ONUCAHUHU, HANPUMEP, MOHOKJIOHAJIbHOTO
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antutena nporus CD138, mpencTaBieHHOTO B HACTOSIIEM OMHCAHUU (Hampumep, JT0O0ro u3
anturen CDO01, CD002, CD003, CD004, CD005, CD006, 602, 603, 604, 607, 613, 614, 617,
624, 632, 616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 unu 1409).

100. Koubtorar moJjiekyyia aHTHTeNa-ekapcrBeHHOe cpeactBo (ADC), conmepskammmii
MOJIEKYJly aHTuTeNa mo Jirodbomy u3 mi.1-99, HeoOs3aTenbHO, COAEPIKALINI IUTOTOKCHYIECKOe
CPENCTBO, NOOJIHUTENBHO, HEOOS3aTeNIbHO, CONEePIKAIIUHN JIMHKED.

101. Komnosunus, comepkarias MOJIEKYJy aHTuTenaa no jmodomy u3 mm. 1-99 mimm ADC
1o 1. 100, HeoOs3aTeNbHO, IIe KOMITO3UIIHS SBJISIETCS] (hapMaLleBTHYECKON KOMIO3HUIIMEH.

102. Komnozumuss mo 1.101, DONOJHUTENBHO coaepskamas —(apMaleBTHUECKU
MIPUEMIIEMBI HOCUTED.

103. Monekysia HyKJIEMHOBOW KUCJIOTHI, KOIUPYIOIIAsl BApUaAOEIbHYIO 00JIacTh TSKEJION
uenu (VH), BapuabenbHyro obnacte yerkoit nenu (VL) wiu u Ty, U APYTyrO, U3 MOJEKYJIbI
aHTHUTeNa 1Mo JFOoMy U3 mit. 1-99.

104. BekTop, coaep:xaluii MOJIEKyJly HyKJI€MHOBOU KUCIOTHI no 1. 103.

105. Knerka, copepxkaiiasi MOJEKYJy HYKJICHMHOBOW KUCIOTHI MO m.103 wim BEKTOp MO
1. 104, HeoOs13aTeNbHO, TI€ KJIETKA SIBJISIETCS BbIIEIEHHON KIIETKOM.

106. Habop, comepskammuii MOJIeKyy aHTuTena mo Jrodomy u3 mm. 1-99, ADC no m.100
iy koMno3uuuro nmo m.101 unm 102 u MHCTpyKLMM MO MCHOJIB30BAHHUIO MOJIEKYJIbI AHTUTENA
WJIM KOMITO3ULIUH.

107. KonreiiHep, conmeprkamuii MOJekysny aHTurena no modomy u3 mm.1-99, ADC mno
1. 100 nnm komnozunmto no m.101 wnu 102.

108. Cnoco0 mnonyudeHust MoJekyabl aHTurena nporus CDI138, Brmouaromumit
KyJIbTUBUPOBAHME KJIETKH MO 1.105 B yCIOBUSIX, A€NAIOMNUX BO3MOKHOMN MPOAYKLUIO MOJIEKYJIbI
aHTUTENA, 1, TAKUM 00pa30M, MOJy4YeHUE MOJIEKYJIbl aHTUTEIA.

109. Cnoco6 mo 1m.108, IOMOJHUTENBHO BKIIFOYAIOIIUI BBIACICHHE WJIA OYHCTKY
MOJIEKYJIbI aHTHUTENIA.

110. Monekyna anturena no jrobomy u3 m.1-99, ADC no n.100 uiu KOMOO3HLHUS 1O
n.101 wiu 102 s mpUMeHeHHsI B CIOCOOe JIeYeHHs 3JI0Ka4YeCTBEHHOrO HOBOOOPA3OBAHHUS Y
UHAUBUIYYMa.

111. Monexyna antutena, ADC wunu kommosuuusi 1jsi npumeHeHus no mn.110, rame
3JIOKQUECTBEHHOE HOBOOOPA30BaHHUE SIBJISIETCS FeMOOIACTO30M.

112. Monekyna antutena, ADC unu xomno3unus st npuMeHeHus no m.110 umum 111,
I7Ie 3JI0KaYeCTBEHHOE HOBOOOPA30BaHHUE SIBIISIETCSI MHOKECTBEHHOW MHUEIIOMOM.

113. Monexyna antutena, ADC wunu komnosuuus 1jsi npumeHeHus no n.110, rae
3JIOKAQUECTBEHHOE HOBOOOPA30BaHME SIBIISIETCS COJMAHON OIyXOJIbIO, HANpUMeEp, CONUIHON
OIyXOJIbO, MMPEACTABIEHHON B HACTOSIILEM ONHCAHUU.

114. Monekyna antutena, ADC win KOMIO3UIMS IJIsi TPUMEHEHHsI IO JIFOOOMYy U3
nn.110-113, rme wmonekyny astutena, ADC wunu KOMOO3ULMIO BBOASAT WHAUBUAYYMY

BHYTPUBEHHO.



156

115. Monekyna antutena, ADC win KOMIO3UIMS IJIsi TPUMEHEHHsI 10 JIFOOOMY U3
nm.110-114, rae monekyny anturena, ADC uian KOMMO3ULIMIO BBOAST UHIAUBUAYYMY B J103€ OT
0,1 mr/kr go 50 mr/kr, ot 0,2 mr/kr mo 25 mr/kr, ot 0,5 mr/kr no 10 mr/kr, ot 0,5 mr/kr no 5
Mmr/kr, ot 0,5 mr/kr no 3 mr/kr, ot 0,5 mr/kr go 2,5 mr/kr, ot 0,5 Mr/kr 10 2 Mr/kr, ot 0,5 Mr/kr
1o 1,5 mr/kr, ot 0,5 mr/kr no 1 mr/kr, ot 1 mr/kr go 1,5 mr/kr, ot 1 mr/kr 1o 2 mr/kr, ot 1 Mr/kr
10 2,5 mr/kr, ot 1 mr/kr 1o 3 Mr/kr, ot 1 Mr/kr 10 2,5 mr/kr uiau ot 1 Mr/kr 10 S5 mMr/kr.

116. Monekyna antutena, ADC wiM KOMMO3ULMS Uil NPUMEHEHHUs] MO JIIoOOMy U3
nn.110-115, rme monexyny antutena, ADC umu KOMIO3UIMIO BBOAST WHIAUBUAYYMY B
¢dukcupoBannoii no3e ot 10 mr 1o 1000 mr, ot 10 mr o 500 mr, ot 10 mr go 250 mr, ot 10 Mr
1o 150 mr, ot 10 mr o 100 mr, ot 10 Mr no 50 mr, ot 250 mr go 500 mr, ot 150 mr go 500 wmr,
ot 100 mr no 500 mr, ot 50 mr g0 500 mr, ot 25 mr g0 250 mr, ot 50 mr go 150 mr, ot 50 mr g0
100 mr, ot 100 mr mo 150 mr, ot 100 mr mo 200 mr mwiu ot 150 mr go 250 mr.

117. Monekyna antutena, ADC win KOMIO3UIMS Il TPUMEHEHHs [0 JIFOOOMY U3
nn.110-116, roe monekyy antutena, ADC uiy KOMIIO3ULIMIO BBOJAT pa3 B HEZENIO, [Ba pas3a B
HEJEJII0, pa3 B ABE HENEJIU, pa3 B TPU HEAEHU UJIU pa3 B YEThIPE HEACIH.

118. Monekyna antutena, ADC win KOMIO3UIMS Il TPUMEHEHHs MO JIFOOOMY U3
nm.110-117, nmomonHuTENpHO BKIOUaromero omnpeneienne yposHs CD138 B obpasme ot
WHIUBUIYYMA.

119. Monekyna antutena, ADC win KOMIO3UIMS IJIsi PUMEHEHHsI IO JIFOOOMY U3
nm. 110-118, JIOTIOJIHUTENBHO BKJIFOYAIOIIEr 0 BBEIICHHUE WHIUBUAYYMY BTOPOT'O
TEPaTrieBTHYECKOT0 CPEACTBA MPOTHB 3JI0OKAYECTBEHHOTO HOBOOOPA30BaHUSI.

120. Monekyna anturena no godomy u3 m.1-99, ADC no n.100 unu koMno3uuus no
n.101 wnm 102 ans mpuMeHeHUst B crioco0e JieYeHHsl MPen3OKaueCTBEHHOIO COCTOSHUS WU
npOQHIAKTHKY 3JI0Ka4eCTBEHHOrO HOBOOOPA30BAHUSI.

121. Monexkyna antutena, ADC wunum xomnosuiust ans npumeHeHus no m.120, roe
MPEN3JI0KAYECTBEHHOE COCTOSIHME SIBJISICTCS BSIJIOTEKYINEH MHUEJIOMON WMIJIM MOHOKJIOHAJIBbHOM
rammarnatueii Hesicioro reueza (MGUS).

122. Monexyna antutena, ADC wnu kommosuiusi 1jsi npumeHeHus no m.120, rame
3JI0KaYeCTBEHHOE HOBOOOPA30BaHUE SIBJISIETCSI MHOKECTBEHHOW MHUEJIOMOM.

123. Cnocob BebiBaHuss ADCC, BKITIOHAKOIINI MPUBENEHNE KIETKH WM WHANBHIYYMA
B KOHTAKT C MOJIEKYJIOH aHTHTeNa 1o odomy u3 1. 1-99, ADC no n. 100 miu KoMIo3uiuei mno
m.101 wam 102 u, Takum obpasom, BeizbiBanue ADCC.

124. Cnoco0 nedeHus 3JI0KAYECTBEHHOTO HOBOOOPA3OBaHMs, BKJIFOYAIOIIHI BBEICHHE
HYKIAOIIEMyCsl B 3TOM WHAMBUAYYMY 3()(EKTUBHOTO KOJIWYECTBA MOJICKYJIbl aHTHUTENA TIO
arobomy u3 . 1-99, ADC mo m.100 wimn xomnosummu 1o 1.101 wim 102 u, Takum odpasom,
JieueHe 3JI0KaYeCTBEHHOTO HOBOOOPA30BaHHSI.

125. Cnoco0 JeueHuss MNPEeA3JIOKAYECTBEHHOTO COCTOSIHUS WM  MPO(HIAKTUKH
3JIOKAYeCTBEHHOTO HOBOOOpPA30BAaHMsI, BKIIIOUAIOLINI BBENEHHUE HYKIAIOLMEMYCsS B STOM

UHIUBUAYYMY 3(P(PEKTHBHOTO KONUYECTBA MOJIEKYJIbl aHTUTeNa 1o Jrobdbomy u3 nm.1-99, ADC
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no ml00 wmm komnozmmum mo 1101 wmm 102, u, TakuMm oOpa3oM, JieUeHHE

NPEA3JI0KAYECTBEHHOTO COCTOSTHUSI MIH PO HIAKTUKY 3JI0KAUE€CTBEHHOTO HOBOOOPA30BaHUS.

126. Cnoco6 merexkumu Mmonekysael CD138, Bkmrowaromuii npuBefeHHE KIETKH WIN
MHIMBUAYYMAa B KOHTAKT C MOJIEKYJOH aHTHTeNa mo Jrobomy u3 nm.1-99, u, takum obOpasom,
aetekuuro Mosekynsl CD138.

127. Crioco® 1o 11.126, rie MoJeKyJly aHTUTENA COEAUHSIIOT C IETEKTUPYEMOM METKOM.

128. Cniocob no m.126 unu 127, roe CD138 Monekyy onpeaesnsitoT in Vitro, €x vivo Wiiu
in vivo.

INPUMEPBI

IIpumep 1: UmmyHu3auust Mplimei

Camoxk mpimeit CD-1 IGS (ayropennsix) (Charles River Laboratories) (maccoit 20-25 r)
BO3PACTOM 5-0 Henesnb MMMYHH3HPOBAJIN BHYTPUBEHHO (1.v.) ¢ momoupio S0 MKI IUIa3MUIbIL,
konupyromei Bektop st CD138 uenoseka (pCDNA3.1-hCD138), B nens 0, 14 u 28. Bropyro
TPYIIY MbIIeH UMMYHHU3HPOBAIHN UHTpanepuToHea pbHo ¢ nomomeio rCD138 (Sino Biological,
Inc.) + agwroBanT Sigma (1:1) wim nentun 6+anbproBanT Sigma (1:1) B neHp O ¥ MOBTOPHO
UMMYHH3UPOBAIN TeM ke 00pa3oM B neHb 14 u nenb 30. Ilocne 3 paynnos nmmynusanuu JJHK
win OeNKOM/TIENTHUAOM B CBIBOPOTKE ONpenessuii TUTpbl anTuTen nporus CD138 nmocpencrsom
Henpsimoro ELISA ¢ wucnones3oBanuem pekomOuHantHoro CD138 (R&D Systems). Tutp
nenTua-6-CBI3bIBAIOLIErO aHTUTENA Takke oleHuBaau nocpencrsoM ELISA ¢ ucnonp3oBaHuem
nentuga-6. B kparkom uznoxenuu, 200 vr rCD138 unu nentuma-6 B PBS mokpeBanum 96-
JyHOYHbIE TuIOcKoAoHHbIe TutaHmeTsl Maxisorp (NUNC # 439454) B teuenue Houm mpu 4°C.
ITokpeiThie MIAHIIETHl OJOKHUpPOBAIN 1-KpaTHbIM Onokupyromum Oydepom, comepxkamum 5%
BLOTTO™ B PBS 1 0,05% Tween-20 (PBST) B Teuenue 1 yaca nmpu KOMHATHOI TeMIiepaType.
Bce mocnenyromue craauy MHKyOAlMy OCYLIECTBJISUIM TONMEPEMEHHO CO CTaauel 3-KpaTHOMH
npombiBku B PBST. tutper antuTena nporus CD138 (wmm npotus nmentupa-6) onpenensuy B
KPAaTHBIX pa3BENEHMSX CbIBOPOTOK Mblmeit (B PBS), nHaumnas ¢ passemenms, 1:50, c
nocienyroueir uHkyOauuen 1:5000-1:10000 HRP-KOHBIOTHPOBAHHOTO BTOPHYHOTO AaHTUTENA
ko3pl mpotuB IgG meimm (Jackson ImmunoResearch Laboratories) B Teuenune 1 waca mpwu
KOMHATHOW Temmeparype. PeakTmBHOCTH MMMyHOrnoOymuHa mnpotuB CD138 (wmum mporus
nenTuaa-6) BU3YATH3UPOBAIM C HUCHOJb30BaHHEM 100 MKI/IyHKY CBEXKENONYyYEeHHOTO
cyocrpata TMB (KPL). Konopumerpudeckyro peakuuio MPOBOAMWIM B TeueHue 10 10 MUHYT
NpY KOMHATHOH Temreparype rnepen rameHneM (GpepMeHTaTHBHOW peakuuu nodasienuemM 100
MKJI | H cepHON KUCIOTHI U KOJMYECTBEHHBIM aHAIN30M noryowenus npu 450 am. Meiuei ¢
CHJIbHBIMH ~ CEPOIIOJIOKUTENIbHBIMA ~ THTPAMH TPOTHB THepBUUHOro wumMmyHoreHa (CDI138
4ejoBeka) MOBTOPHO uMMyHu3upoBaimu 5-10 mkr rCD138 wnm mentupa-6 mocpencTBoM
MHBEKLUH B XBOCTOBYIO BEHY 3a TPHU JIHS 10 YMEPLIBICHMUs], YAICHUs CEJIe36HKU U BbIENEHUs
CJIUTBIX CIUIEHOLUTOB. HEKOTOPhIX BBIOPAHHBIX MBIIIEH IMOIBEPrajid ABYM OIMOJIHUTEIbHBIM
MHTpaNepUTOHEATbHBIM (1.p.) UMMYHH3ALMSIM IENTUAOM-0, CMEIIaHHBIM C albIOBAaHTOM Sigma,

nepen MOBTOPHOM HMMMYyHM3aLMEHd MNENTUAOM-O 4epe3 XBOCTOBYIO BeHy. Peructpuposanu
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MBIIIEH C MPEANOYTUTEIBbHON BHIOBOM NEPEKPECTHOM PEAKTUBHOCTBK) 10 PE3yJIbTaTaM
npoQUINPOBAHNS CHIBOPOTKH.

IIpumep 2: PazpaboTka ruépuaom

ITnasmoumromer P3X63Ag8.653 (ATCC #CRL-1580), B HacrosimieM ONHMCAHUH
oOo3Hauaemble Kak kieTku P3X, ucCnoib3oBaiM B KauyeCTBE MHUEJIOMHBIX MApTHEPOB IIO
cnuaHnio. IlonmydyeHHble M3 cene3eHKU KIOHBI B-KJI€TOK MMMOpPTAaIu30Bajld ONHUCAHHBIMU B
auteparype crnocodamu ¢ Moaudukammed. B kpatkoM um3nokenuu, kierku P3X
KYJIbTHUBHPOBAJIM TI0 MEHbINEH Mepe 1 Helemno nepea UCroib30BaHHEeM U MOAAEPKUBAIH B (paze
JorapuMUYECKOro pocTa IJisi TOCTHIKEHHUS TUIOTHOCTH KJIETOK-MHIIEHEH OT 6x10° no 1,2% 10°
KJIETOK/MIT U 95% 3KM3HECTIOCOOHOCTH 3a JI€Hb 11O MOCIENYIOIEro CIUSHUS CO CIICHOLIUTAMH.
Knetku cene3eHku BbIENsAIU U3 2-3 MbILIEH HA TPYNIy UMMYHU3ALUHU NOCIE YMEPLIBIEHUS U
nyHKUuu cepaua u cobupann B8 DMEM+1% antubnortnka (MeHULMUTHHA/CTPENTOMHULIMHA) C
NOCJIEAYIOLIeH OCTPOXKHON NPOMBIBKOW M LEHTpU(yrupoBaHueM (2 pasa) Uil OCAKIEHHS
TKaHEBOTO AETPUTA U OUUCTKH CYCIIEHHPOBAHHBIX CIUIEHOLUTOB. 3aTe€M CIUIEHOLIUTBI OCAXKAAIN
nocpenctsoM neHtpudyruposanust B TedeHue 10 muH mpu 400xg m 4°C u nmM3upoBaiu
SPUTPOLMTHI MpPU KOMHATHONH TeMmIepaType B TedeHHe S5 MHUHYT II0CJI€ OCTOPOKHOIO
peCyCrieHANPOBaHUSl KJIETOUHOrO Ocagka B 1-kpaTHOM Oydepe s JM3uca 3SPUTPOLIUTOB.
CrneHOUMTBI cOOMpaH MOCPEACTBOM LieHTpudyruposanus (2 pasa) mocjie pa3BeneHus JeIsTHOI
DMEM. Knerku P3X takxke 3 paza npomeisanu DMEM nepen cnussauem.

CruteHOIMTHI MBIIIHN TTOZIBEPTaIN CIMAHUIO ¢ KieTkaMu P3X B cpene nns cnmsnus (50%
PEG 1450, Sigma Aldrich) B coorHomennu 3:1 oOmenpunateiMu crniocobamu. B kpatkom
U3JI0KeHNH, npensBaputenbHo HarpeTbli PEG mocrenenHo no0aBisiim K OCaKAEHHOM cMecu
cruieHouuToB U KjeTok P3X (37°C, ¢ OCTOPOXKHBIM PeCyCHEeHANPOBAHNUEM) C TMOCIEAYIOLINIM
NOCTENeHHbIM J00aBneHneM mnpensapurenpHo Harperoii DMEM. Cnutble kietku coOupanu
HIOCPEICTBOM LIEHTPpU(YTUPOBAHUS HA HU3KOH CKOPOCTH B CEJIEKTHBHBIX Cpefax IJisl THOpHIOM
(TMNOKCAaHTHH-aMUHONTepUH-TUMHIWH, Sigma Aldrich) ¢ mocaenyromeit nakyodauueit npu 37°C
B TeueHue 30 mMuHyT. CiuThle KJIETKU BbICEBANIM Ha 90-TYHOUHBIN TUIAHIIET MPH IUIOTHOCTH
PUOTH3UTENILHO 2,0x10° KIeTOK Ccele3eHKH HA ILIAHIIET (20000 kJeTOK Ha JIYHKY).
CynepHataHThl THOPHIOM MOABEPTaiu CKpUHUHTY Ha cBsizbiBaHue CD138 mocpencrsom ELISA
B gneHp 10-14 mnocne cnusiHus, Kak OMNMCAHO. B KpaTkOM H3JI0KEHUH, CyNEepHATaHTHI
KOHIWIIMOHUPOBAHHBIX CPEI TMOJBEPrajid KOJHMYECTBEHHOMY aHaiu3y Ha oommid IgG
MOCPENICTBOM  HMHTepdepomMeTpun OWOCNos ¢  ucmoib3oBaHweM Habopa AMC s
KOJIM4eCTBEHHOro aHanu3a aHturen npotuB IgG memmum (Pall Biosciences). CymnepHaTaHTBI
KOHIULIMOHUPOBAHHBIX CPel Al THOPUAOM HOPMaN30BaIU 10 10 MKI/MJI, IO BO3MOKHOCTH, H
aHanuzupoBanu Ha cBs3bBaHue ¢ CDI38 wnu  nentugom-6 mocpenctsom  ELISA.
[TonoxxuTenpHbIe THOPUAOMBI BBIOMPANH 111 MACIITAOMPOBAHUS KYJIBTYPhI, OYUCTKH aHTUTEN U
NaJbHEHIIEN XapaKkTepru3aluy, KaKk OMUCAHO.

ITonoxxutenpHple mo CDI138 u menTuny-6 ruOpuaoOMBl MOABEPrasd CKPHHUHTY Ha
aKTUBHOCTH OJiokupoBaHusi penenrtopa mnocpenctsom ELISA. B kpaTkom H3JI0XKeHUH,

pexomOuHanTHBIM CD138 (10 Mxr/min) mnu nentunom-6 (20 mxr/min) B 1-kparaom PBS (pH 7,4)
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NOKPBIBATM 96-TyHOUYHBIE IIJIOCKOIOHHBIE IulaHImeTsl Maxisorp B Tedenne Houu npu 4°C.
Inanmers: npomsBaan PBS+0,05% Tween20 (PBST) u Gmokuposamu 5% BLOTTO™.
CoiBopoTku Mblteii wiu anturena npotus CD138 passogunu PBST n nuakyObuposanu B TeueHue
2 4. mpu KOMHaTHOW Temriepatype. HecBs3aHHOE aHTHTENIO/CHIBOPOTKH BBIMBIBAIH IOCIE
UHKyOanuu mnocpencrsoM 3-kpatHoi mnpombiBku PBST. KonmuectBeHHoe omnpeneneHue
anturena npotus CD138 mnu nentuna-6 ocyuiectsisu ¢ nomouisio HRP-koHbIOTHpOBAaHHOTO
BTOPUYHOIO aHTUTeNa Ko3bl mpoTuB Mbimu (Sigma Aldrich), ucnonssyemoro B pasBeneHuu
1:5000, ¢ mocnenHed KOJOPUMETPUYECKOH peakuuedl ¢ ucnojbp3oBanueM 100 MKI/IyHKY
cBexkenonydenHoro cybcrpara TMB (KPL), npoBomumoii B Tedernne 10 30 MHHYT mpu
KOMHATHOW TeMIlepaType Iepen rameHueM (epMeHTaTUBHON peakuuu nodaeieHuem 1 H
cepHoii kucnotel. Curnan ELISA koJauuecTBeHHO aHaIU3UPOBAIU O MOTJoLeHHIo pu 450 HM.
HNauubie ELISA ananu3upoBaiii C TOMOIIBIO HeNUHEWHOW perpeccun. 3HaueHus ICsy
BBIUUCJISUIN C YYETOM 4-MapaMeTpUiecKol annpoKCHMALUU KPUBBIX TUTPOBAHUSI AHTUTEIL.

IIpumep 3: OnpenesieHne U MoJIeKYJsIpHOEe KJIOHHPOBAHHE MOCJeJ0BATEIbHOCTEH
HMMYHoOrJ100y/1uHoB npotus CD138

ITocnenoBarenpHocTu reHoB VH u VL aHTuTENn MbBIIM, MOJyYE€HHbIE NPU CKPUHUHTE
rudpunoM, UCXomHo ompeneisuin nocpenctsoMm 1P ¢ obparnoii Tpanckpumueit PHK B-
KJIETOK C HMCIIOJIb30BAHHEM COBOKYITHOCTH 3apaHee OIpenesIeHHOro Habopa crnenn(uvyeckux B
OTHOLIEHUHU MOCJIEA0BAaTEIbHOCTH [g MBIIIK MpaiiMepOB C Pa3HOM BBIPOKIAECHHOCTBIO. [ln3aiiH
5’-mpatiMepoB aisi cekBeHupoBaHWsi VH OCHOBaH Ha BCECTOPOHHEM aHaim3e 0a3 JaHHBIX
UMMYHOTJIOOYJIMHOB  MBIIIEH C COOTBETCTBYIOIIMM BBIPABHUBAaHHEM 110 BapuaOebHBIM
AUAEpHBIM  nociaepoBaTenbHOCTAM.  Ilo  pesynpraram  3TOro  aHanusa  JIMJEPHbIE
nocienosarenbHoctd  VH  knacrepusoBanu  (winM  moaBepragy  OMHHMHTY Ha  OCHOBE
POICTBEHHOCTH IOCJIEOBATEIbHOCTEH U NMPEACTABIECHUIO "CEeMENCTB" 3apOAbIIeBON JUHUH),
HOJTyHaJii YHUKAJIBHBIA HA0Op mpaiiMepoB, Ui KaKAOT0 U3 KOTOPBIX OBLIO MPEACcKa3aHo, YTO OH
Oynmer omxkurarbcsi Oonee creuupUYECKH Ha 3THX IOIBEPTHYTHIX OWMHHUHTY CEMeHCTBax
nocnenosarenbHocTeil VH, u ucnonb3oBamu ux B Buae cmecu B peakuuu RT-TTHP. 3°-
npaiMepsl MOJyYalu TAKUM 00pa3oM, YTOOBI OHU OT’KUTAIICh B KOHCTAHTHOH 00JIACTH TSIKENOM
L[eNU U COOTBETCTBOBAJIM YHUKAJIBHBIM nocienosarenbHocTssM B CH1, onpenensirornum yetsipe
u3BeCTHble KOHCTaHTHble obmactm IgG  wmemmm  (IgGl, IgG2a, IgG2b wu IgG3).
IMocnenosarensHocTu VH IgM aMImuguiupoBaiy, Kak OMUCAHO BBIIIE, HO ¢ UCTIOJB30BAHUEM
3’-mpaiimepa s uszotuna IgM. AHamOTWYHO, Uil aMIUTU(UKANNKA COOTBETCTBYIOLINX
nocnenosatenbHocTeil VL u3 PHK rubpunomM Mbimeil HCMonb30BaId TaK Ha3bIBAEMbIN TTOIXO
RT-TILP ¢ "oOvenuHeHHBIMH TpaiiMepamu”. AHAJIOTUYHO OCYLIECTBIISUIM CHUCTEMHBIH TOHCK
BCEX H3BECTHBIX JHUAEPHBbIX MocienosBarenbHocTedl VL Mpimu. T.k. Jerkue Lenu kKammna H
asMOfa HE MMET OOIIMX MOCIeNOBAaTENbHOCTEH KOHCTAHTHOM obnmacth W BapuabenbHOU
o0xyacTy, mosydanu OTHeNbHble HAOOpBI MpaliMepoB (Kamma- U JsIMOpa-cnenuuyecknx). 3’-
npaiiMepsl MOJNy4Yald € y4Y€TOM H3OTHII-CIenn(pUIeCcKOl MOCIENOBATENbHOCTH KOHCTAHTHOMN
obOmactu serkod wnenu (kanma u  JgAMOAa) AHAJIOTMYHO ONMCAHHOMY  BbIIE IS

MOCJIEN0BATEILHOCTEH TSKEIION 1IETIH.
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RT-TIP-ammumudukanmo mnocnenosarenpbHocTel reHoB rudbpunom n3 PHK B-knertok
OCYIIECTBJISUTH O0Ien3BecTHbIMU criocodamu. B kpatkom usnoxkenun, PHK Boimensum u3 0,5-
2x10° xmeTok ¢ wucmonb3oBanmem Habopa RNeasy (Life Technologies) mo mHCTpyKImsiM
npousBonutens. Jusuc kiaerok obneryanu ¢ ucnoib3zoBanuemM QIAshredder mnu poncreenHoro
criocoba AJIsi HAYaJIbHOTO BBIACTICHUS] HyKJIeMHOBBIX KUCIOT. Ounmiennyro PHK konndecTBeHHO
aHanmu3uposanu no noromeHno Y®. Cunres k/IHK u nocneayromyro ITIP-ammmudukarmto (¢
ucronp3oBaHueM noiuMmepasel Platinum Taq w cmecell mpaliMepoB, ONHCAHHBIX BBIIIE)
OCYIIECTBIISUTM B TaHAeMe C ucnosb3oBaHueMm Habopa Superscript III One Step RT-PCR (Life
Technologies). Ammumukons! [TLP ountnanu ¢ ucnonszoBannem Habopa QIAquick PCR Clean up
(Life Technologies) 1 koMMUYECTBEHHO aHATM3UPOBAJIH MO norolneHno Y@ npu 260 u 280 HM ¢
ucnojik3oBanueM crekrpodoromerpa Nanodrop. IIpomykrer TIIP Takke aHaIM3UPOBAJIH
NOCPEACTBOM 3JieKTpodope3a B arapo3HOM rejie sl MOATBEPXKIEHUS MPOTHO3HPYEMOTO
pa3Mepa ¥ BbIIEJsUTH U3 rejist, o Mepe Heodxomumoctu. ITociaenosarenbaoctu reHoB VH u VL
OTIpeeNsIM TOCPECTBOM MpsIMOro cekBeHupoBaHus mnpoaykros I[P ¢ wucnonb3oBaHueM
rHe3ioBbIx mpaliMepos. Ilocie mosydeHus! HeonpeaeNeHHbIX JaHHBIX O MOCIEA0BATEIbHOCTIX
OCYIIECTBIISUTH TOBTOpHYHO amrmuudukanuto kierounodi PHK mocpencrBom RT-TILIP, kak
OMHUCAHO BBIIE, HO C MomuduKalyend crnocoda W C HUCHOJIb30BAHHUEM IOATPYIITBI MEHBIIUX
HaOOpOB OOBEAMHEHHBIX MpaliMepoB, NpU HeoOxomuMmocTH, mnpoxykTel [P kinoHMpoBamM
NOCPEACTBOM KJIOHUPOBaHMA TA B IPOMEXYTOUHBIH BEKTOP U TPAHC(HPOPMHUPOBAIH C UX
nomotipio xumudeckn komnerentHole kietku TOP10 (Life Technologies) mmm DHSa (New
England Biolabs) no uHCTpyKLIHSAM MPOU3BOIUTEIIS.

Hauuele o nocaegosBarenbHOCTIX JHK — anHanus3upoBanm ¢ HUCMOJB30BAHUEM
obmenoctynHbix 0a3 nmaHHbIX (Hampumep, International Immunogenetics Information system
(IMGT), VBase unu NCBI Ig-Blast) ans oumeHkM HCHOJIB30BAHUSI B 3apOMBILIEBON JIMHUH,
uneHtndukauuu nocienosarenbHocreii CDR u npumuchiBaHus MpeamnonaraeMoro U30TUIA, 0
Bo3MokHOCTH. gBlocks Ha ocHoBe mnentHduuUMpoBaHHBIX TocaenosarenbHocreli VH u VL
ynopsinounBam (IDT JIHK) u cyOknoruposanu B BekTopsl pcDNA3. 1, cogeprxaiiue JuepHyO
NOCJIEIOBATEIbHOCTh OCTEOHEKTHHA M KOHCTAHTHBIE OOJIACTH TSKEJIOW LEeNU WM JIETKOH LenH
IgG1k uenosexa.

Ipumep 4: Ouncrka anturesa nporus CD138

CD138-monoxxutenpHble  KJIOHBI THOPHOOM KYJBTUBUPOBAJIH B TIOCJIEAOBATENBHO
yBEIMYUBAOMEMCsT MaciTabe OT 96-TYHOUHBIX IUIAHIIETOB N0 24-JYHOUHBIX TUIAHIIETOB, a
3areM BO (puakoHax T150 (obbvem kynpTypsl 20 min). Ilepen ounMCTKON KIIETKH MEPEHOCHIIN U3
cenekTuBHbIX cpen HAT B 3apanee ompeneneHHble cpeabl ¢ Hu3kuMm Ig. CymnepHaTaHTBI
cobupanu yepe3 3-5 gHEH mocie mepeHoca Cpea U OUUINAIH MTOCPEACTBOM LEHTPpH(YTrUpOBaHUS
¢ mocnenyromei crepuiabHOl punsrpanue uepe3 MmemOpansl PES 0,22 mxm (Corning). Tutpsr
IgG moarBepskmanu mocpeacTBOM HHTepdepoMeTpun Ouocios, kKak omucaHo. CynepHaTaHThI
pasBommu 1:1 2-kpatabiM npotend G-cszbiBaromuM Oydepom (1 M rammumn, 2 M NaCl, pH
9,0,). AHTuTena ouMIanu nocpeacTBoM adduHHONH Xpomartorpadun ¢ nporenHoM G ¢

ucronb3oBaHueM kojoHok 1 mi ¢ nporenHom G HiTrap (GE Health Care) npu ckopoctu nmoroka
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1 Ma/MUH 1o MHCTPYKUMSIM mnpousBoxutens. IgG smoupoBany U3 KOJOHKH ¢ mpoTenHoM G,
camkas pH ¢ ucnomezoBanumem 0,1 M rmunuHoBoro Oydepa, pH 2,8, ¢ mocnenyrorieit
HEMEJUIEHHOM HelTpanuzauueil ¢ ucnonb3zoBaHueM 2 M TRIS, pH 8,5. Ouuiiennsie anturena
MEepPECOCTABISIM  MMOCpPeACTBOM aAuanu3a B l-kpatHom PBS, pH 7,4, ¢ mnocnenyrouum
KOHLIEHTPUPOBAHUEM IOCPEACTBOM YJIbTPA(UIBTPALIMU C UCIOIb30BAHUEM (UIBTPALIMOHHOTO
monayist Ultra-30 AMICON 30kD MWCO. KoHe4yHyr0 KOHLIEHTPALMIO AHTHTEIA OMPEneIsiIH
ciektpodoTomerpudecku ¢ nomouipto NanoDrop ¢ ucnonbp3oBaHreM obmiero kodgdurmeHra
skctuHKImK Uit antutena Mbimu (IgGl). UucToTy M LEJOCTHOCTh aHTUTEN MOATBEP KON
nocpencteoM snekrpodopesa B ITAADT B mnpucyrctBuu SDS B BOCCTAaHOBHUTENBHBIX W
HEBOCCTAHOBUTEJIbHBIX YCIOBHSIX.

Ipumep S: PekoMOMHAHTHAS IKCIIpeccUsl H OYHCTKA AHTHUTEJ

COBMECTHYIO 3KCIIPECCHIO BEKTOPOB TSDKEJOW UM JIETKOM LeMU OCYLIECTBIISUIU
NOCPECTBOM TPAH3UTOPHOW TpaHchekunu B kieTkn Expi293 ¢ ucnonp3oBaHueM Habopa s
tpanchekunn Expi293 (Thermo Fisher kat. Ne A14524) mo MHCTPYKLHUSM NPOU3BOAMTEIS.
BekTopbl TsDKENOM M JIETKOM Lemu COBMECTHO TpaHCPUUUpOBaIM B COOTHOLIEHHH 1:2.
CynepHaTtaHT cobupanu depe3 5-7 gHell mocie TpaHCPeKUnu sk OYUCTKH C HCIOIb30BAHHEM
nporenHa A. TUTp aHTUTEN KOJUYECTBEHHO AHAJIM3MPOBAIM MOCPEIACTBOM HHTEPHEpPOMETPUH
Omocioss ¢ HUCHOJb30BAHHEM OHOCEHCOPOB € HMMMOOWIM30BaHHBIM mporenHoM A (Pall
Biosensors). PekoMOMHaHTHbIE aHTUTENA OYUIIAN OT CYNEepPHATAHTA KYJbTYPBI ITOCIE OYUCTKU
NOCPENCTBOM ILIEHTPU(PYrUpOBaHUS HA HU3KOH CKOPOCTH M CTEPHJIBHON (HIBTPALMH uepes3
memOpanbl PES 0,22 Mxm. AHTHTENna OYHMINATM OT CyHepHATaHTa KYJbTYpPbl KJIETOK C
UCTIONIb30BAaHUEM KOJIOHOK | MuI, 3amonHeHHbIX cmojoii mAb Select Sure ¢ mporennom A (GE
kaT. Ne 17543801) ¢ ucnonb3oBanuem ycrporictBa 1 ounctku AKTA cucremsr 10 FPLC. B
KPAaTKOM H3JIOKEHUH, NMOABEPTHYTHIN CTEPHIIbHON (DMIbTPALMM CYIIEPHATAHT KYJBTYPbI KIETOK
HArpy’kKajJui Ha KOJIOHKH MpPU CKOpPOCTH moroka 2 wmu/mMuHyTy. KojoHku mnpombiBaan 10
oowvemamu kosonku PBSN (1-kpatnoro PBS ¢ 0,05% asuna nvatpust). AHTUTENa a0uposanu 10
o0bemMaMu KOJIOHKM syoupyromiero Oydepa (100 MM rmunun, pH 2,5), HeWTpamu3oBaiu
noGasnenuem 17,5% 006./00. meritpanusyromero Oypepa (1 M Tpuc, 1 M NaCl, pH 8,0) u
cobupanu Bo (pakuuu 1 M. Xpomarorpammy st morjiomeHus mpu 280 HM UCTOIb30BAU TSI
UICHTU(QUKALMYA 3IIOUPYEMBIX (PpaKkUMi, COAepiKallMX AaHTHTENIO. 3aTeM BCE aHTUTeNa
nojasepranu  auanuszy 1-xpatHbiM PBS ¢ ucnonp3oBaHMeM KacceTbl €  OTCEYKOH IO
monekysipHoit macce 10000 JTa (Thermo Fisher xat. Ne 66380).

IIpumep 6: Xapaxkrepuzanusi antutes nporus CD138

CeszpiBanue anturen npotus CD138 ¢ CD138 tecTtupoBanu nocpeAacTBOM MPOTOYHOMN
uTomerpun. Jlmann kietok MHOkecTBeHHOU Muenombl RPMI 8226 (ATCC) u U266 (ATCCO)
BoipamiuBanu B RPMI1640 ¢ 10% FBS. B neHb skcnepumeHTa 0,25%10° KkerTok IIPOMBIBAJIN
oydpepom nist FACS (PBS+0,5% BSA) 1 nnkyOupoBanu ¢ cepueil pa3BeeHHI aHTUTEN IPOTHB
CD138 (maumnnas ¢ 10 MKr/muir) uiam cynmepHaTaHTaMU THOPHIOM (HA4YMHAs C HEPA3BEAEHHOTO

cynmepHaranta) B TedeHue 30 muH mnpu 4°C ¢ mnocienyroomein wnHkyOamumeit ¢ APC-
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KOHBIOTHPOBAHHBIMU AHTUTEJIAMU KO3bI MPOTHB uejioBeka/mMbimmu (BioLegend) B Teuenue 30
MuH npu 4°C. @uyopecLeHLHI0 ONPEAesii C UCIIONb30BAaHUEM ITPOTOUHOTO LINTOMETPA.

AHaIM3bl aHTUTEI03aBUCUMON KJ1eTOYHON HUTOTOKCHYHOCTH (ADCC) ocymecTBisum ¢
UCTIONBb30BaHUEM peropTepHoro ouonorudeckoro aHanusza ADCC or Promega (kat. Ne G7014)
N0 MHCTPYKLUMAM mnpoussogutensa. OunineHHele anturena npotus CDI138 unu cynepHaTaHTHI
rubpunom onenuBasn Ha ADCC B oTHOLIEHMM MHEIOMHBIX kietok U266 B cpemax uis
BeIpamiuBaHus ¢ HI3KUM IgG. B kpaTkoMm wu3noxkeHnu, B 90-JIyHOUYHOM O€NOM IUIAHIIETe
antutena nporuB CDI138 cmemuBanu ¢ kinerkamu U266 B pasHbIX KOHIIEHTPALUSX, 3aT€M
nobasysimu T-xnetku Jurkat mpu cootHomenun >¢dexrop:mutners 10:1 u uHKyOHpoBamu npu
37°C B Teuenue 16 u. T-knmerku Jurkat, ucmonesyemele B aHanmuzax, skcmpeccupyor CD16
yenoBeka/mbiimu (3¢ dexkTopHbie KieTku Promega). Bo Bce nynku pobasmsuiium Bio Glo
(mouudepun ot Promega) 1 ¢ MOMOIIBIO CIEKTPOYOTOMETPA aHATH3UPOBAIH JIFOMUHECLICHIIHIO.
3HayeHHsT KOHLIEHTpALMM aHTuTeda (OCh X) M KPATHYH WHAYKLUHUIO JIFOMUHECLIEHTHOTO
pernopTepHOro reHa (0Ch y) anmpOKCHMHUPOBANU K 4-apaMeTPU4eCKOl KPUBOH JIOTUCTHYECKOH
perpeccun (4PL). 3atem ammpoKCcUMauMIO KPUBOW wHcmojb3oBanu aisi onpenenenus ECs
(cpenmnsist Touka 4PL) 1 MakCHMalTbHOM MHIYKITUH JIJIST KAXKIOro BapuanTa Fc.

Anturena mpotuB CDI138 TectupoBann Ha CBOICTBA HMHIHOMpPOBaHHMS pOCTa C
ucnonpzoBanuem asanusa WST. Knerku U266 u RPMI8226 BriceBanun B 90-1yHOUHBIE
IUTAHIIETH! U1 KYJbTHBHPOBaHUS TKaHedl mpu mioTHocTH 5000 knerok/myHky. OuuineHHbIE
anturena npotus CD138 pasBonunu B cpeAax ¢ HU3KUM COJAEP>KAHUEM CHIBOPOTKH B Pa3HbIX
KOHLeHTpauusix u uHKyouposanmu npu 37°C. Yepes 3-5 nHeil peareHT i npoiudepanun
kietok WST-1 noGasnsinu B koHeuHOM oObeme 1:10 um mHKyOMpOBanM B TedeHUe 10 4 4. MpH
37°C. Ilornomenue npu 440 HM CYUTHIBAJIM C UCTIOJIB30BAHUEM CIIEKTPOPOTOMETPA.

IIpumep 7: Hpentuduxaumusi anturen nporus CDI138, ces3piBaromuxcs ¢
KeJIAeMbIMH MIUTONAMH

UneHTnuuupoBaiu MHOXKECTBO AHTHUTEN, CBS3BIBAIOIIMXCS C JKEJAEMbIM SIHTOIOM.
ITenTunapl, UCMONB3yeMble IJIsl MACHTU(DHUKALMH aHTUTEN, npuBeneHbl Ha ¢ur. 2. Tunudxble
NpUMepbI MPUBEIEHBI B TAOIUIIE 6 HITKE.

Tabauua 6. [Ipumepst anturen npotus CD138 u ux ces3piBanue ¢ CD138

D rCD13 | RPMI U266 Pepl/ | Pep3 Pep4 PepS Pep
mAb | 8 (O.D. | 8226 (% Pep2 (O.D. |[(O.D. |[(OD. |6
ELISA | (% nosoxureasH | (0.D. | ELISA | ELISA | ELISA | (O.
) MOJIOKUT | BIX KJIETOK) ELISA |) ) ) D.
eJIbHBIX ) ELI
KJIETOK) SA)
#101 | 3,032 11,8 7,6 0,162 0,138 |0,176 |2,817 |0,10
8
#102 | 2,878 12,9 6,8 0,109 0,087 |0,129 |2,581 0,07
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8
#106 |2,861 | 893 91,3 0,121 [0,095 [0,120 [2.834 [0.29
2
#110 |2,780 | 33,1 58,7 0,123 [0,094 [0,125 [0359 [0,08
3
#128 [2,815 |[650 19,2 0,128 [0,138 [2.926 [0,084 [0.07
3
#135 [ 2,861 | 968 98.6 0,120 [0,000 [0,115 [2.810 [o0.11
1
#149 2,879 [957 98,4 0,097 [0,080 [0,106 [2.792 [0.07
5
#150 [2,884 |98 12,0 0,104 [0,080 |[0,154 |[2.806 |0.08
6
602 0574 [87.9 96,8 0,150 0,058 [0.,056 [0,059 |[1.00
2
603 |0,585 |814 95,8 0,075 0,047 [0051 [0,053 [0.86
3
604 0,610 [825 96,0 0,062 0,058 |0058 [0,067 |093
9
607 (0453 [7.6 69,1 0,062 0,062 [0074 [0,076 |074
6
613 |0486 |774 94,8 0,062 0,056 |0058 [0,053 |064
2
614 0,682 |[853 96,3 0,147 [0,066 |0069 |0,082 [092
5
617 |0,581 |433 89,4 0,102 [0,084 [0091 [0,066 |0.80
9
624 1525 [89.3 96,7 0,680 0,069 |0069 [0,066 | 1,68
2
632 1503 [43.1 80,9 0477 0,062 [0063 [0,068 |1,64
2
616 |1,178 [183 6.1 0,069 [0,063 [0065 [0,061 |1.,61
8
619 |[0.882 [850 3,7 0,064 0,067 |0066 |0,066 |1,36
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7
623 0,803 63,8 7,0 0,098 0,086 0,082 0,080 1,67
4

IIpumep 8: IddexT KOHTAKTA C INUTONOM B OTHOLIEHHH IPPEeKTOPHBIX PyHKIMIT

B-B4 sBnsiercst anturenom nporus CD138, cBA3bIBAIOIMMCS C HHTEIPUH-CBSI3bIBAIOLINM
nomenom  (IBD)  CDI138.  HccaenoBanu  cmocodHocts  B-B4  mHaynuposaTsh
KomruieMeHT3aBucumyro urotokcnyHoctb (CDC). Kak mokazano Ha ¢ur. 3, B-B4-IgGl u
adpykosunupoBanHbiii B-B4-IgG1 He unayuposanu CDC B kieTkax muenoMbl yenoBeka RPMI
8226. Putykcumad, antuteno nporus B-mumonuraproro anturena CD20, He uHaynupoBa
CDC B kaerkax PRMI 8226. Putykcumad unnyumposan CDC B knerkax Raji, sBiasrommxcs
mM(}poOIaCTONIHBIMU KJIETKAMU C XapaKTEPUCTHKAMU B-KJIETOK, MONyYeHHBIMH U3 JTHM(GOMBI
bepxkurra.

UccrnenoBamu crnocobHOCTh B-B4 MHIynMpoBaTh aHTHTENO3aBUCHUMYIO KJIETOYHYIO
urotokcndHocTh (ADCC). Kak nokazano va ¢ur. 4, B-B4-1gG1 u apykosunuposanHoe B-B4-
IgG1 ne nanyuuposamun ADCC B knerkax RPMI 8226. Putykcumab He nanyuuposan ADCC B
kierkax PRMI 8226. Putykcuma® wmuayuuposan CDC B kmerkax WIL2, sBnsrommxcs B-
TuMdorrTaMu YenoBeKa.

HccnenoBamu CrIOCOOHOCTh MOJUKJIOHAJIBHOTO aHTHTeNa Kpojuka mnporus CDI138
unyuupoBate ADCC. Kak moka3aHo Ha (ur. 5, NOJMKJIOHAJBHOE aHTUTENO KPOJIHUKA MPOTHB
CD138 wunnyuuposano ADCC B kjeTkax MHOXKECTBEHHOH MuesnoMbl denoBeka U266. Ilo
cpasHeHuro ¢ B-B4 IgG1, unaykuus ADCC nosbiuanacs B 5 pas.

IIpumep 9: Poab paccrosinus Ao 3nurona B ADCC

Onuron B-B4 kaprupoBanu k jJuHelWHOMY nentuay B HampasieHuu N-konna CD138
(¢pur. 1). Kak nokaszano Ha ¢ur. 6A-6C, mony4anu koHcTpykuun CD138, B KOTOPBIX HATHBHBIN
snuron B-B4 noxasepranu myrarenesy u snuron B-B4 BcrpauBanu nocepenuHe pacCTOsSHUS A0
SKTOIOMEHA HJTU MPOKCHMAJIBHO K MeMOpaHe.

B xmonax 1, 2 wm 3 20-amuHokucnoTHeii nentun (ocratku 101-120) Bokpyr

>
npeanosiaraemoro snurona B-B4 (octatkm 107-110) BcTpamBanmu B 3apaHee ONpenesieHHbIE
nonokeHus: sktogomeHa CDI138 mpu ypaneHuum MCXOOHOTO y4acTka cCBsi3biBaHus B-B4
MOCPENICTBOM MyTalMK ero octatkoB-"ropsiunx Touek" Leul07, Prol08 u Glul09 B Ala. B
kioHax 1, 2 m 3 20-aMuHOKHUCIOTHBIM B-B4-cBsizpiBarommii mentup BCTpPauUBAIN MEXKIY
ocrarkamu 172 u 173, ocratkamu 236 u 237 n ocratkamu 203 u 204, COOTBETCTBEHHO.

B ornuume or BcTpamBanus 20-amuHOKHCIOTHOTO B-B4-cBsi3piBaromero mentunpa B
kioHax 1, 2 u 3, B kioHax 4 u 5 B-B4-cBs3bIBaromuii SMUATOI JIWIIb U3 TISTH aMHHOKHCIIOT
MOJIy4aJid TOCPEICTBOM MyTalMUd HCXONHbIX octaTkoB CDI138, u, B AOmMOiIHEHHE K 3TUM
MyTalUsIM, UCXOOHBbIe OCTaTKH-"ropsiane Touku" B-B4 Leul07, Prol08 u Glul09 nonsepranu
myTtauuu B Ala. B kione 4 myrtanusimu sisisutnce E2261L, D228E, R229V u R230E, B TO Bpems

KaK B KJIOHE 5 myTanusimu sBisuiuch S233L, V235E, D236V u Q237E.
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CD138 npuxoro tuma u BapuaHThl C 3nuTONOM B-B4, BCTpOEGHHBIM B pa3sHble y4acTKU
CD138, pekOMOMHAHTHO 3>KCHPECCHPOBAIN Ha IOBEPXHOCTH KieTok Expi293. Dxcmpeccuro
NOJATBEPKJANN IOCPEACTBOM OKpaminBaHus B-B4 M NONUKIOHAIbHBIM AHTUTENOM IPOTHB
CD138. ADCC ouenuBanu ¢ ucnojb3oBaHueM penoprepHoro aHanusza ADCC, kak omucaHo
Boie. Kak mokasano Ha ¢ur. 7A-7B, B-B4-nopoOHble aHTHTENa MPOTUB CyOONTUMAIBHBIX
SIMUTONOB, BKIIOYas umMmMmyHonoMuHaHty IBD, He BbspiBator ADCC, u B-B4 Mosxer BbI3bIBaThH
ADCC, xorza 3nuTon nepeMerarT NPOKCUMaIbHO K MeMOpane kierku. Kak rmokasaHo Ha ¢ur.
7C, xonctpyuposanue Fc nononnurensno ycunusaer ADCC.

IIpumep 10: CBsi3piBaHHE AOMOJHHUTEJBHBIX MOHOKJIOHAJBHBIX AHTHUTE] NMPOTHB
CD138 ¢ pacTBopuMBbIM BHeKJ1eTOYHBbIM JoMeHoM CD138 yenoseka

IIpy CKpMHMHTe HMMYHHM3HPOBAHHBIX MbIIIEH WACHTU(PHUIUPOBAIHN IOMOJHUTEIbHbIE
MOHOKJIOHaNbHbIe aHTuTena npotus CD138 1610 u 1409. B xpaTkoM H3J0KE€HUH, BbILACISIN
toranpHyto PHK crutleHoumToB  Mblme#l, wuMmyHusupoBaHHbix CD138/mentunom-6 u
cuaresnposan kJIHK ¢ mncnonp3oBarmem cucremer SuperScript™ IV First-Strand Synthesis
System. BapuabenpHble obmactn, T.e. VH m VL, ammmpuumpoBanu ¢ HUCHONIb30BAHUEM
npaiimepoB, crenududecknx B otHomeHun VH u VL wmbimu. IMocne cepum peaxnmit ITLP
ammmpuuuposain JJHK VH u VL ¢ COOTBETCTBYIOIIMMH IMOCIEIOBATEIbHOCTSMHE JTHITKUX
KOHLIOB U KJIOHUPOBaJIK nocyenosarenbHocTd VH u VL B axcnpeccupyronmii BEKTOp ApOXKEN
pYDv6 mnocpencTtBoM TrOMOJOTMYHON pEeKOMOMHAIMM M B KadeCTBE OIHOLETIOYEYHOIO
BapuadenpHOro (parmenra (scFv) mms nposcxesoro nucimies. C momompro JIHK VH u VL
BMECTE€ C JIMHEapuU30BaHHbIM  BekTopoM pYDv6  mocpenctsoM — 3jeKTpomopanuu
TpanchopmupoBanu aposxokeBble kieTku EBY100 s noBepxHOCTHON skcmpeccuu scFv.
TpancdopmupoBannblie apoxoku Belpamusanud B cpenax SDCAA npu 30°C, unayuuposanu B
cpenax SGCAA npu 20°C u oboramamu rCD138-cBsi3bIBaroime cpencTsa NOCPEACTBOM 3aXBaTa
C MOMOIIBI0 MATHUTHBIX YaCTHII C UCIOJIb30BaHHEM OnoTHHMIMpoBaHHOro CD138 n MarHUTHBIX
yactul npotuB OuotuHa oT MiltenyiBiotec. 3aTem aposxku oOoramaniu Mo CBSI3BIBAHHIO C
pekomOuHaHTHEIM ~ CD138  (BHEKJIETOYHBIM  JTOMEHOM) TIOCPEACTBOM  AKTHUBUPYEMOM
dbayopecueniueit coprupoku kietok (FACS) B TeueHne mo MeHble Mepe 2-3 payHIOB IS
noctwkeHus: >95% nonoxkurenpHbix CD138-cBs3biBatonux cpencts. Jpoxoku OTHOBPEMEHHO
aHAJIM3UPOBAINM Ha IOBEPXHOCTHYIO JKCIpeccHro SscFv ¢ ucronb3oBaHMEeM aHTHUTeNa IMPOTUB
MYC wu ceaspiBanue ¢ rCDI138. IlpousBonHble OHOIMOTEKH IPOXKIKEBOTO  AHCILIES
nonoxkurenbHbix CD138-cBsi3biBaromnx CpeAcTB Takke OMOJHUTENbHO aHAIW3UpOBAlU Ha
cBsi3bIBaHUE ¢ monydyeHHbIMH U3 CD138 mentupmammu, aHaIOTWYHO OMOTHUHIJIMPOBAHHBIMH IS
JETeKI[UU MOCPEICTBOM MPOTOUHON nuromerpuu. Ilocne 3 payHnoB odoramieHus: mocpeacTBOM
FACS CD138-ces3biBaromne cpencrea BbiceBad Ha raHmerel SDCAA u reHeTHdecku
aHAJIU3UPOBAIU reHeTudeckue nocienosarenbHocTd VH u VL oTaenbHbIX KIOHOB OCPEACTBOM
npsimoro  cekBeHuposanusi JIHK cmocobom Coanrepa. IlocnenoBaTenbHOCTH —aHTUTENA
JOTIONIHUTENBHO — aHaMu3upoBain ¢  wucnoipzoBanueM IMGT/V-quest. VYuutbBasgs 31H
KOMOMHHUPOBAHHbIE aHAJIN3bl (DEHOTHUIIA M T'€HOTUIIA, BBIOpaHHBIE rocienoBateabHOCTH VH 1

VL 3areM KIOHUPOBAJIM WU TPAH3UTOPHO 3kcnpeccupoBanu B kierkax HEK 293 B Bune
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XHUMEPHBIX MOHOKJIOHAJIbHBIX aHTHTEN ¢ BapuabenbHbIMU obnactsimu (Fab) Mbimu u nzotunom
IgGl wuenoBeka. PekoMOMHaHTHBIE aHTHUTENAa  OYMINAIM  TOCpPencTBOM  aduHHON
xpomaTtorpaduu ¢ IPOTEMHOM A H OXapaKTepU30BbIBAIIN 10 CBsi3biBaHUIO ¢ CD138, mentunamu
CDI138 u nUHUSAMH KJIETOK MHEJIOMBI CIIOCOOaMHU, NPEACTaBICHHBIMU B HACTOSIIEM OIMMCAHUM.
Taxke momyuanu Fc-adyko3unupoBaHHblE BapUaHTbl 3TUX AHTUTEN B CKOHCTPYHPOBAHHOM
munun kerok CHO M, B kotopoii ren dykosmarpancdepasst 8 (FUTS) nonsepramu abnsimu ¢
UCIIOJIb30BAHUEM TEXHOJIOTUH pemakTUpOBaHUs reHOB Ha ocHoBe Crisper-Cas, ONHMCaHHBIX B
JuTEpaTypE.

OTH aHTUTENIAa OLEHUBAIH MO UX CIIOCOOHOCTH CBSI3BIBATHCS] C BHEKJIETOUHBIM JOMEHOM
pactBopumoro CD138 B ananmuze ELISA Bmecte ¢ antutenamu CDO002 u 624, onucaHHbIMU
Bbimie. AntuTeno B-B4 Bkmowamm B kadectBe pedepeHca. B kpaTkoM H3NOXKEHHH,
MOHOKJIOHAJIbHBIE AHTHTEJA TECTUPOBAIN HA CBSI3bIBAHUE C PEKOMOWHAHTHBIM BHEKJIETOYHBIM
nomenoMm CD138, cocrosuum u3 amuHokucaoT 23-254 CD138 uenoBeka, B 4eThIpEXKPATHBIX
CEepUMHBIX pa3BelNeHMsX, HaumHas ¢ | wMkr/mu. Jng  gerekuuu  ucnonb3oBaiu  HRP-
KOHBIOTHpOBaHHOE aHTHTENO npoTuB I1gG-Fc uenoseka (passenenue 1:5000). Kak mokaszano Ha
¢ur. 8, obda anturena 1610 u 1409 mormu CBsI3bIBATHCS C BHEKJIETOYHBIM noMeHoM CD138.
Antureno 1610 neMOHCTpUpPOBANO CBs3bIBaHUE, CpaBHUMOe ¢ aHTtutesioMm CDO002 wu
pedepeHcHbIM aHTUTENIOM B-B4.

3aTeM MOHOKJIOHajbHble aHTUTena npotuB CDI138 1610, 1409, CD002 u 624
TECTHPOBAJIM HAa HX CHOCOOHOCTh CBS3BIBATBCS C pasHbiMu  obmactamu CD138 ¢
HCIIOJIb30BAaHNEM aHanu3a cBsA3biBaHus nentuaos ELISA. Kak yka3zaHO Bblllle, MOHOKJIOHAJIbHBIE
aHTUTeNla TECTUPOBAJIM Ha CBs3biBaHMe ¢ cepuel nentuaoB CD138 B ueThpexkpaTHbIX
CepuitHbIX pa3BeneHusx, HauuHas ¢ 1 Mkr/miu. Tectuposanu Habop u3 Tpex nenrtunos CD138:
nentun 2a (amuHokucaoThl 88-121 CDI138 uenoseka) mentun S5 (amuHOKMCHIOTHI 176-214
CD138 uenoseka) u nentun 6 (amuHokucaotel 210-250 CD138 uyenoseka) (¢ur. 9D). s
nerekuun  ucnosibzoBai  HRP-konbrorupoBanHoe antuteno mnpotuB IgG-Fc  dyenoseka
(pasBenenue 1:5000). B kavectBe pedepeHca Takxke TecTUpoBanmu aHTuTeno B-B4. Kak
noka3aHo Ha ¢ur. 9A-9C, anturena 1610 u 1409 cBA3BIBAIUCH C MENTUAAMH 2a U TIENTUIOM O, B
TO BpeMs Kak aHTUTeno 1409 Takke CBA3BIBAJIOCH C MENTUIOM S5, HO B MEHbLIEH CTENEHU.
AnTHTeno CDO002 CenekTHMBHO CBS3bIBAJIOCH C TENTHAOM S5, W aHTUTENO 624 CeJeKTHBHO
CBSI3BIBAJIOCH ¢ menTuaoM 6. PedepencHoe anTuteno B-B4 ¢Bs3bIBANIOCH TOJIBKO C MENTHAOM 2a.

MoHnoknonanbable  aHtutena 1610 wm 624  QONOJHUTENBHO  OLEHMBAIU IO
MPEANOYTUTENBHOMY CBSI3bIBAHUIO C MENTUAOM 2a WX NENTUAOM O ¢ UCIOJb30BAHUEM aHAIN3A
csizbiBanus nentunoB ELISA, ommcanHoro Beime. Kak mokasano Ha ¢wur. 10, antureno 1610
CBSI3BIBAJIOCH C TIETITHAOM 22 M MENTHAOM 6 B JEMOHCTPUPOBAIIO OoJiee BHICOKYIO apPrHHOCTD K
nenTuay 2a, uyeM K mnentunay 6. AHTUTENno 624 NpeuMylLIeCTBEHHO CBS3BIBAJIOCH C
NPOKCHUMAaJIbHBIM K MeMOpaHe nentunoM 6. PedepencHoe anturteno B-B4 mpeumyinectseHHO
CBSA3BIBAJIOCH C ENTUIOM 2.

Kpome TtOro, MoHOKJIOHaNbHOE aHTUTENO 1610 TecTupoBanu Ha CBSA3BIBAHUE C

pactBopumbiM CD138 u CD138 Ha moBepXHOCTH KJIETKH ¢ Hcmojib3oBaHueM criocoda ELISA,
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OMNMCAHHOTO BBILIE, U AHAJIN3a CBSI3bIBAHMS KJIETOK, ONMMUCAHHOrO B puMepe 6. Kak mokasano Ha
¢ur. 11A-11C, anrureno 1610 morno cesseBateest ¢ CD138 Ha moBepxHocTH KieTok U266
n0303aBUCUMBIM 00pa3oMm, mpu 3toM ECso cBsizbiBanust cocrasisuia 1,9 ur/mu. Antureno 1610
TaKXKe€ MOTJIO CBS3BIBAaThCs ¢ pacTBopuMbIM CD138 nmoszozaBucumeiM oOpasom, npu 3toM ECs
CBsI3bIBaHUSA cOCTaBisia 394 Hr/mil

IIpumep 11: Cpapnenme cBsi3biBaHusi ¢ CD138 mexny anTtuTesI0OM 1610 M
pedepencHbiM anTuTe10M B-B4

Kuneruky cBsispiBanusi anturena 1610 ¢ CDI138 TectupoBanu W CpaBHUBAIH C
KMHETHKOHN CBSI3bIBaHUS pedepeHCHOro antutena B-B4. B kpaTkoM U3JI0K€HUH, CBS3BIBAHHE C
PEKOMOMHAHTHBIM BHEKJIETOYHBIM JOMEHOM CD138 OLIEHUBAJIU MOCPENCTBOM
unrepdepomerpun d6uocnos (Octet). buorunmnmuposanusii CD138 (150 HEM) ummoOmn3oBaiu
Ha OMOCEHCOpaxX CO CTPENTABUIMHOM, a 3aTE€M KaKJ0€ U3 MOHOKJIOHAIbHBIX aHTuTen 1610 u B-
B4 tectupoBanu Ha cBszbiBanue npu 0-300 HM. Kak nokasano Ha ¢ur. 12, oOHapykuBaiu, 4to
antuteno 1610 cesseiBanock ¢ CDI138 ¢, mo cymectBy, Ooiee BBICOKOH accoluaiueil mpu
CBSI3BIBAHUU MO CPaBHEHUIO C pedepeHCcHbIM aHTUTeNoM B-B4. HaOmronmanu Gonee BBICOKYHO
CKOPOCTb AMCCOLMALMM B ciydae aHturena 1610, 4TO MOXKET SBIATBCS pe3yJbTaTOM HAJIUYUs
BTOPOro, MeHee a(pPUHHOrO ydyacTKa CBSI3BIBAHHMS. OTH JAaHHBIC IO3BOJISIIOT TPEAIOJIaraTh
TEOPETHUECKYI0 CTEXHOMETPUIO CBsi3biBaHus 2:1 nnst anturena 1610 u CD138.

Kuneruky cBs3biBaHus aHtutena 1610 ¢ Heckonpkumu nentugamu  CDI38,
NpeACTaBIIIOIUME coOolt aBe pasHbele obOmactu CDI138, Takke TECTHPOBAIM IOCPEACTBOM
uHTEeppepomMeTpun OUOCIOs CrIOCOOOM, OMUCAHHBIM BBIIIE, HO C HUCMOJb30BAHUEM IIETITUIOB,
MOIU(PHUIMPOBAHHBIX C IOMOLIBIO OMOTMHA Ha aMuHO-KOHIE. Kak mokazano Ha ¢ur. 13,
TECTUPYEMBbIE NENTU/bI UMENIH CIEAYIOIINE AMUHOKUCIIOTHBIE TIOCIEN0BATENIbHOCTH:

ITentun 2A: ASTSTLPAGEGPKEGEAVVLPEVEPGLTAREQEA (SEQ ID NO: 10)

INentun 2C: GEAVVLPEVEPGLTAREQEA (SEQ ID NO: 449)

ITentun 6B: ENTAVVAVEPDRRNQSPVDQGATGASQGLLDRKEVLG (SEQ ID NO:
440)

ITentun 6E: RNQSPVDQGATGASQGLLDRKEVLG (SEQ ID NO: 444)

Ha ¢ur. 13 nokazano, uyro antureno 1610 cesaseBanoce ¢ mentupamu 2A u 2C co
CXO’KEH accoLualye pyu CBSA3bIBAHUY, HO U3 BAPUAHTOB MENTUAA 6, OHO CBSA3BIBAIIOCH TOJIBKO C
nentuaoM 6B, Ho He ¢ nenTuaoM O6E. CpaBHUTENbHYIO KHHETUKY CBA3bIBaHMSI sl aHTUTEN 1610
u B-B4 B orHomenun nentumHeix ¢parmentoB CD138 Taxke H3MEpSIN MOCPEICTBOM
uHTepdepomerpun Ouocnos. Kak nokazano Ha ¢ur. 14A, antureno 1610 Morno cBSA3bIBaTHCS C
nentunamu 2A u 6B. u Ha0O60poT, anTUTeI0 B-B4 CBA3BIBAIOCH TOJNBKO C IENTHIOM 2A, HO HE C
nenrunoMm 6B (pur. 14B).

IIpumep 12: Konkypenuus 3a csizbiBaHue ¢ CD138 Ha noBepXHOCTH KJIeTKH

KonkypeHntHoe CBsI3bIBAHUE aHTUTENA c MeMOPaHOCBSI3aHHBIM CD138,
SKCIPECCUPYIOIIMMCS HA JIMHUU KJETOK MHUeNOMbl 4enoBeka U260, OLeHUBAIM C MOMOLIBIO
noaxona, oOwmWenpuHATo o0O03HadyaeMoro kak "OWHHMHT »ruTonoB". B arom mpumepe

YCTaHaBJIHNBAJIN KOHKYPCHLIUIO aHTUTECJIA 34 CBA3BIBAHUC C aHTUICHOM Ha NMOBEPXHOCTU KIICTKU
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(B8 stom cmygae CDI138) wmexay OWOTHMHHIMPOBAHHBIM TECTHPYEMBbIM AaHTHUTEIOM B
(UKCUPOBAHHOHN KOHLEHTPALMU M PAa3JIMYHBIMH KOHLEHTPALUSIMH HEMEYEHOTO KOHKYPEHTHOTO
anturena. Anrurena 1610, B-B4 u 624 xumudecknn OMOTHHWIMPOBAIN C HCIOJIb30BAHUEM
HabOopa EZ-Link™ Sulfo-NHS-LC-Biotinylation Kit (Thermal Fisher Scientific, kar. Ne 21435)
0 MHCTPYKLUSM MPOU3BOAUTENSA. B KpaTkoM M3JI0KE€HHH, peKOMOMHAHTHBIE MOHOKJIOHAJIbHbIE
antutena (100 Mkr) mHKyOMpoBamu B TedeHue HO4YM mpu 4°C B NPUCYTCTBHM S-KPATHOTO
MOJIIPHOTO M30bITKa OHMOTHMHOBOrO peareHTa. H30BITOYHBIH HEKOHBIOTUPOBAHHBIA OHOTHH
yOAISIM  TIOCPEencTBOM 3aMeHbl Oydepa Oydepom PBS, pH 7,4, ¢ wucnonb3oBaHueM
ueHtpudyxupx ¢puasTpoB Amicon Ultra (MWCO 30 x/la). i KOHKYPEHTHOTO aHajm3a
CEepUIHO pa3BeleHHble HEMeueHble KOHKYPEHTHbIE aHTHUTENa NpPeIBApUTEIbHO CMEIIUBAIU C
(PUKCHPOBAHHBIM YPOBHEM OHMOTHHWJIMPOBAHHOIO TecTUpyeMmoro antutena. Kaxnas u3 cmeceit
comepxana 0,5 MKr/Mia OMOTHHWJIMPOBAHHOTO aHTUTENa M pasHoe kojmuecTBO (0-40 MKr/mun)
KOHKypeHTHoro astutena. Kuerku U266 mnomemanu B 96-IyHOUHBIM IUTaHLIET IS
MHUKPOTHTPOBaHUS B KonuuecTse 2-SE+4 k1eTok/nyHKy, OnuH pa3 npomMbiBaiu 1-kpatasiM PBS,
a 3areM pecycnenauposaiu B 100 Mk mpenBapuUTeNbHBIX cMmeceil aHTtures. KoHKypeHLuro
MEXIY HEMEUeHBIMH M OWOTHHIJIMPOBAHHBIMH BEPCHSIMH OJHOTO M TOTO K€ aHTUTeNa
UCTIONB30BAIM B Ka4deCTBE MOJIOKUTENbHOro KoHTpons ("camokoHkypeHuus'). Kierku
MHKYOMpOBAaIM B MpPHUCYTCTBUHM aHTUTENa B TedeHue 30 muHyT mpu 4°C, mpoMbIBaIH |
noaBeprany Bo3aeicTeuio MedeHoro Alexa fluor 488 crpenraBuanna emme B TeueHrne 30 MUHYT
npu 4°C. Knerku cHOBa NpOMBIBAIM Tiepea OLEHKOW CBSI3bIBAHUS OMOTHH-aHTHTEIO
NOCPENCTBOM IPOTOYHON LIUTOMETPUH, KaK OMucaHo B mpumepe 6. B ciaysae mAb 1610
HaOmomanmu  vactuyHoe (~50%) wHruOupoBanue mocpenctsom B-B4,  orcyrcreue
WHTHOMPOBAHUS TIOCPENCTBOM 624, U ero MoJHOCTBIO OJokupoBanu camum 1610 (pur. 15A). B
cnyyae mAb 624 He HaOmOmany MHrHOMPOBAaHUS MOCpPencTBOM B-B4 1 ero mosHOCTHEO
onokupoBanmn 1610 (¢pur. 15B). B caysae mAb B-B4 He HaOmonmanu WHruOMpOBaHUS
nocpeacTBoM 624, HO ero MoJHOCThIO O1okupoBaiu 1610 mwmu camum B-B4 (dur. 15C).

Ipumep 13: AntnTeno 1610 agemoncTpupyer mMomuyw aktuBHoctb ADCC B
penopTepHOM KJIeTOYHOM aHAJIN3e

Cnocobnocts anturena 1610 umnpyumupoBate ADCC B cBoell adykO3WIMPOBAaHHON
(dbopmMe TeCTUPOBAIIM U CPABHUBAIIU CO CIIOCOOHOCTHIO aHTHTENa 624 U pedepeHCHOro aHTHhTENa
B-B4. B kpaTkoMm uznoskeHuu, kaxnoe u3 anturen npotus CD138 nonywyanu B TMHUU KJIETOK
Fut8-/- na ocaoBe CHO nunist cHkennst pykosunmposanus Fc. ADCC, nHIynupyeMyro KaKIbIM
AHTHUTEJIOM M3MEPsUTH C HMCIIOJIb30BaHUEM Habopa sl penopTepHOro OMONOTHYEeCKOro aHajmn3a
ADCC (Promega), B KOTOpOM B KadecTBe 3(pPeKTOpHBIX KIeTOK ucnonb3oBanu T-kierku Jurkat,
CKOHCTPYHMPOBaHHbIE 1Jisi CTaOWIBHON sKcmpeccun BbicokoadduuHoro Bapuanta FcyRIlla
yenoBeka (V/V 158) u NFAT-uyBCTBUTENBHOTO 3JIEMEHTA, PETryJIHPYIOIIEr0o 3KCIPECCUIO
mrouudepasnbl cBerisiuka. CD138-MoNoKUTENbHYIO JIMHUKO KJIETOK MHOKECTBEHHOW MUEJIOMBI
(U266) wucronb3oBaii B KadecTBe KieTok-muinenei. Kak mokazano Ha ¢ur. 16,
apykosunmmuposanue antutena 1610 mpusogmno k Beicokol aktuBHOCTH ADCC, KOTOpYIO He

HabJroanu B ciaydae aHTuTena 624, NPernMyIIeCTBEHHO CBSI3bIBAIOLIETOCS C MPOKCHMAJIbHOU K



169

MemOpaHe oOmacteio, wiu pedepeHcHoro antutena B-B4, cesspBaromerocs ¢ 00acThio,
IUCTAIbHOM K MPOKCUMAIBHOM K MeMOpaHe 00acTi. JTH JaHHbIE CBUETENBCTBYIOT O TOM, YTO
antuteno 1610 mo-pasHomy cBsizbiBaercsi ¢ CD138 takum obpasom, uto aktuBHOCTE ADCC
SIBJIIETCSI BBICOKOH MPH apyKO3UITMPOBAHUH.

IIpumep 14: IlonyyeHue u xapakTepusanusi BApHAHTOB aHTUTe/1a 1610

MoHoknoHanpHOe anTuTeno 1610 moguduuuposanu s MoJydeHHs CepUN BapUAHTOB
(¢ur. 17). B ogHom ciyuae N-cBsizanHbIl yuacTok riaukoswirnpoBanus B HCDR1 BapuabenbHOM
obiactu Tspkenod wenu anturena 1610 ynmansan nocpenctBoM mytauud N28 B S wim T st
nonyueHus: antuten 2610 u 2710, coorBercTBeHHO. AHTuUTena 2610 u 2710 coxpansmu
cnocoOHocTh K cBsizbiBanuio CD138 u unaykumun ADCC ponutensckoro anturena 1610, kak
NOKA3aHO HWXKE, XOTS MyTalMs NpUBOIMIA K OoJiee HU3KHM YPOBHSIM SKCIPECCUU B
TpaH3UTOPHO TpaHchumpoBaHHbX Kietkax HEK293. JlomonHuTenbHAS MyTalusi B aHTUTENAX
2610 u 2710, B xoropeix CO60 momeepramum myrtaumu B Y (amtutena 2810 u 2910,
COOTBETCTBEHHO), BOCCTaHABJIMBAJIA JKCIPECCHIO 1O YPOBHEH, CPABHUMBIX C YPOBHIMH
aatutena 1610. He >xenast ObITb CBSI3aHHBIMH KaKOW-JHOO TEOPHEH, MOJNArarT, YTO MYTaLUs
C60Y Takske MOKET yJydllaTh CIAPUBAHME TSAXKEJNbIX U JIETKUX LieTel.

CesspiBatoimivie cBoiicTBa BapuaHToB aHTutena 1610 ¢ CDI38 TectupoBanu c¢
HCTIOJIb30BAHUEM aHAJIM30B, ONMMCAHHBIX BhIlIe. B yacTHOCTH, Kaxknoe u3 antuten 2510, 2610 u
2810 neMOHCTPUPOBAJIO CXOKEE J0303aBUCUMOE CBSI3bIBAHUE C BHEKJIETOUHBIM AJoMeHOM CD138
(pur. 18A), nentunom 2a CD138 (¢pur. 18B) u nenrugom 6 CD138 (pur. 18C), xak mokazaHo B
tabmuue 3, mpu TectupoBasin nocpenctsoM aHaiu3oB ELISA. 3nauenus ECsy, BbIYHCIIEHHBIC
IUIsT KQXKAOTO BapHaHTa aHTHUTENA B OTHOLIEHUU BHEKJIeTouHoro nomena CDI138, nentuaa 2a u
nenTuzaa 6, mokasansl Ha ¢ur. 18D.

Adyko3mmpoBaHHble Bepcuu BapraHToB aHTHTena 1610 2510, 2610, 2710, 2810 u 2910
MOJIy4yaJid, KakK OIMCAHO BBILIE, a 3aTeM TECTUPOBAIM Ha CBsi3bIBaHUE C KieTkamu U260,
skcnpeccupyrommumu CD138 Ha cBoeit moBepxHocTu. Kak mokazano Ha ¢ur. 19A, aHTHTENO
1610 u Bce ero BapuaHTBl AEMOHCTpHpOBaIM Ooyiee cuibHOE cBsidbiBaHue ¢ CDI138 Ha
MOBEPXHOCTH KIIETKH, 4eM pedepeHcHoe aHTuTeno B-B4. Tunmunbie rpaduku mpoTOYHON
LUTOMETPUH JUISI KKAOTO a(yKO3WIMPOBAHHOIO AHTHTENA MPHU PAa3HBIX KOHLEHTPALIUSX
aHTHTeNa rnokasaHel Ha ¢ur. 19B. 3aTem adyko3uarpoBaHHBIC BAPHAHTHI AHTUTEN TECTHUPOBAIIN
Ha crnocoOHocTh umHAyuupoatb ADCC, kak omucano Bbeime. Kak mokazano Ha ¢ur. 20,
antureno 1610 u Bcero ero Bapuantsl Mornu uHayuuposate ADCC B CD138+ knerkax U266
70303aBUCUMBIM 00pa3oM, B TO BpeMsl Kak aHTHTeNo B-B4, mo cymecTBy, HE MHIYyLHPOBAJIO
ADCC B 3TUX KJI€TKax.

CnocobHocTh BapuaHTa antutena 1610, anturena 2810, CBSI3BIBATHCS ¢ MENTUIHBIMU
¢parmentamu CD138 Takske ompenemnsuii ¢ ucnonb3oBanreM ELISA. B kpaTkom u3jokeHUH,
antutena 2810 wiu B-B4 nmmoOunmm3osanu Ha mianmere 1t ELISA u u3mepsiiu cBs3bIBaHUE C
nentugamu CD138 B pasHbix koHueHTpauusx. Kak mokazaHo Ha ¢ur. 21, antureno 2810
JEMOHCTPHUPOBANIO OoJiee CHIIbHOE CBsI3bIBaHME C enTuaoM OB, yem antureno B-B4, B To Bpems

kak antureno B-B4 ces3biBanock ¢ nmentuaoM 2A cuibHee, yeM aHTuteno 2810 (XOTst aHTUTENo
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2810 HE mEeMOHCTPHUPOBAJIO CBsi3bIBaHUE ¢ nenTuaoM 2A). KuHeTuky cBA3bIBaHUS C BAPUAHTOM
aaturena 1610 2810 cpaBHMBanM ¢ KUHETHKOH pedepencHoro antutena B-B4. B kpatkom
U3JIO’KEHUH, OMOTHHMIMPOBAHHBIE MENTUABI (ITOCIEA0BATEIbHOCTH enTuaoB 2A, 2D, 6B u 6F,
NOKa3aHHble Ha ¢ur. 22c) ucmoap3oBaiu B KOHUHeHTpauuun 50 HM u (QukcupoBanu Ha
OHnoceHcopax CO CTPENTaBUAWHOM. 3aTeM aHTUTeNa A00aBNAIM K (PUKCUPOBAHHBIM IENTHIAM B
KOHLEeHTpauusix or 25 HM no 6,25 M. Ha ¢ur. 22A-22B mnoka3aHO CBsI3bIBAaHHE B Clly4ae
auturen 2810 u B-B4, coorBercTBeHHO, B KOHUeHTpauuu 12,5 HM. DTu naHHbIE
MOATBEPKAAIOT, 4yTO aHTtuTeno 2810, kak u poaurensckoe anTuTeso 1610, CBA3BIBAIOCH C IBYMs
pasubiMu obnactsmu CD138, mpencraBnennsiMu nentunamMu 2A u 2D (cpemssisi obnacts) u
nentugamu 6B u 6F (mpokcumanpHas k MemOpane obnacTb), coOOTBeTCTBEHHO. Kak moka3aHo
panee, anTuteso B-B4 He CBs3bIBATIOCH C MPOKCUMANIBHON K MeMOpaHe 001acTu.

BKUIIOYEHHUE B KAYECTBE CCBLJIIKHA

Bce nyOnukanmy, maTeHThl M YY€THBIE HOMEPA, YIIOMSIHYThIE B HACTOSIIEM OIHCAHHH,
BKJIFOUEHBI, TAKUM 00pa30M, B HACTOSIIEE OMUCAHNE B KAYECTBE CCBUIKH B ITOJIHOM O0BbEME TakK,
Kak ecii Obl OTHeNbHas MyONMKaLusl WM MATeHT ObUIM KOHKPETHO W OTHENbHO YKa3aHbI Kak
BKJIFOUEHHbBIE B KAUECTBE CCHUIKH.

IJKBUBAJIEHTHI

XOTs1 ONMUCAaHbl KOHKPETHbIE BAPUAHTHI OCYIIECTBJIIEHUS] HACTOSINErO H300peTeHHS,
NIPEJCTABJICHHOE BbIII€ OMNMCAHUE SBJSIETCS WUIOCTPATUBHBIM, a HE OrPaHUYUBAIOLIUM.
MHOXECTBO BapHaHTOB M300peTeHus1 OyaeT OYeBHAHO CIELHaTUCTaM B 3TOW o0nacTu u3
HACTOSIIIETO OMNMCAaHUS W TpUBENEeHHOH Hmxke Qopmynsl uzobperenus. IlomHblli 00bemM
n300peTeHst CleAyeT ONpeAeNsiTh C ydeToM (OopMyJbl HM300pETEeHHs BMECTE€ C IOJHBIM

00bEMOM 9KBUBAJICHTOB, OITUCAHHUEM U TAKUMH BapUaHTAMU.
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®OPMYJIA U3OBPETEHUA

1. Monekyna antutena npotus CD138, koropas:

(1) cBsI3pIBaETCS WM, MO CYyLIeCTBY, cBs3biBaeTcs, ¢ CD138 BO BHeKjeToOuHON oOnacTy,
IPOKCUMAaJIbHOHN K TpaHcMeMOpaHHoMy nomeHy CD138; u

(1) BBI3BIBAET AHTUTENIO3aBHCUMYIO KJIETOYHYK wuurorokcudyHocts (ADCC) B
OTHOLIEHWHU KJIETKH, 3Kkcnpeccupytomein CD138.

2. Monekyna antutena 1o 1.1, rae C-KoHel BHEKJIETOUHOH 00NaCTH, MPOKCHUMAJIbHOM K
TpaHCMeMOpPaHHOMY JOMEHY, pacmojioskeH B mpenenax 70, 65, 60, 55, 50, 45, 40, 35, 30, 25, 20,
15, 10 wnu 5 aMUHOKHUCITOT OT N-KOHIIa TPAHCMEMOPAaHHOT'O IOMEHA.

3. Monekyna antutena mo 1.l waum 2, rme N-KOHEI[ BHEKJIETOYHOU O00JIacTH,
MPOKCHMAJIbHOW K TpaHCMEMOpPaHHOMY JOMEHY, pacrhoyioskeH B mpexaenax 75, 70, 65, 60, 55, 50,
45, 40, 35, 30, 25, 20, 15, 10 wiu 5 aMUHOKHUCIIOT OT N-KOHIIa TPAHCMEMOPAHHOTO IOMEHA.

4. Monekyna aHTUTeNa 1o Jrodomy u3 mm. 1-3, cesaspiBaromasics: ¢ snuronom Ha CD138,
comepskammM rsaTh win 6ojee (Hanpumep, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35, 40,
45, 50, 55, 60, 65, 70, 75 wnu Oojee) MOCIENOBATENBHBIX AMHHOKHCIOTHBIX OCTAaTKOB BO
BHEKJIETOYHOM 00J1acTH.

5. Monekyna anTtHTena TO J0OoMy w3 mnm.l-4, raoe BHeEKJIETo4YHas 00JacTh,
MPOKCHMAJIbHASI K TPAHCMEMOPaHHOMY JOMEHY, COAEPIKHUT I COCTOUT U3 aMHHOKUCIOT 210-
250 umm 220-245 nro6oit uz SEQ ID NO: 1-3 unwm 450.

6. Monekyna anTuTena no grodomy u3 m. 1-5, cesaseBatomasics ¢ Fe-penenropom (FcR)
(marpumep, onauM uu 6onee u3 FcyRI, FeyRIla, FeyRIIb, FeyRlIle, FeyRIIla unu FeyRIIIb) Ha
NOBEPXHOCTH HMMMYHHOH KieTku (Hampumep, ecrectBeHHoro kuwuiepa (NK), makpodara,
MOHOLITA UJTH 303UHO(IIIA).

7. Monexyna anTuTena no jmodomy u3 mm.1-5, rae kierka, skcnpeccupyomas CD138,
SIBJISIETCS 3JIOKAYECTBEHHOM KJIETKON WJIM MPEA3JI0KAYECTBEHHON KIIETKOM.

8. Monekyna anTuTena mo .7, rae 3JI0Ka4eCTBeHHAasl WM MPea3I0KauYeCTBeHHAsl KJIeTKa
SIBJISIETCS] MUEJIOMHOU KJIETKOM.

9. Monekya aHTUTENA O JIIOOOMy U3 1. 1 -8, HECBSA3BIBAIOINASICS UJIH CBSI3bIBAFOIIASICS C
Huskol adduHHOCTRIO ¢ BHekjeTo4HOW obOnacteio CD138, oTmaneHHOW MO OTHOLIEHHWIO K
TPAaHCMEMOPAHHOMY JTOMEHY.

10. Monekyna anturena mo jodomy u3 min1-9, He CBA3BIBAIOINASICS C SMUTONOM Ha
CD138, conepskamum nsath win 6onee (Hapumep, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 20, 25, 30,
35 umm Oosee) MOCTIENOBATENbHBIX AMHHOKHCJIOTHBIX OCTATKOB BO BHEKJIETOYHOW 00JacTy,
OTIAJICHHOM 10 OTHOIICHHUIO K TPAHCMEMOpPaHHOMY JOMEHY.

11. Monekyna anturena no JrodoMy u3 mi.1-8, cBs3pIBAOLIAsICS WIIH, 1O CYIIECTBY,
cBsi3bIBaromasicsi ¢ anuronom Ha CD138, conepskamum msite uiu 6osee (Hanpumep, 6, 7, 8, 9,
10, 11, 12, 13, 14, 15, 20, 25, 30, 35 unu Oosee) nocaenoBaTeIbHBIX aMUHOKUCIIOTHBIX OCTaTKOB
BO BHEKJIETOYHOH 00J1aCTH, OTHAJIEHHOM 110 OTHOLIEHUIO K TPAHCMEMOPaHHOMY JOMEHY.

12. Monekyna anTutena no robomy u3 mm.9-11, roe C-koHel BHEKJIETOYHON 00JIaCTH,

OTHAJIEHHOH 1O OTHOLIEHHIO K TPAaHCMEMOpPAaHHOMY IOMEHY, PacHOJIOXKEeH Ha PAcCTOSIHHU IO
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menblien mepe 100, 110, 120, 130, 140, 150, 160, 170, 180, 190 unu 200 amunOKuCIOT OT N-
KOHIIa TPAHCMEMOPAHHOTO IOMEHa.

13. Monekyna anTutena mno JroOomy u3 mm9-12, rme BHeKIeTOUHass OOJACTb,
OTAaJIeHHAasl 10 OTHOIIEHUIO K TPAaHCMEMOpPAaHHOMY JIOMEHY, COAEPIKUT aMHHOKUCIOTHI 23-50,
51-95, 88-121 wu 111-150 mroboit u3 SEQ ID NO: 1-3 uu 450.

14. Monekyna antutena no Jrobomy u3  mm.1-13, HecBs3pIBAKOLIASCS WM
CBSI3BIBAIOINAsICS ¢ HU3KOH apUHHOCTBIO ¢ MHTErpuH-cBsa3bIBatomM nomeHoM (IBD) CD138,
o0acTeio, siBsFOLIElCsT N-KOHIeBOH 1o oTHouieHuto K IBD CD 138, unu u tem, u apyrum.

15. Monekyna antutena no modomy u3 mm.l1-13, cessbBaromasics ¢ IBD CDI138,
o0acTeio, siBysFOIIEHCST N-KOHIIeBOH 1o oTHoueHuto K IBD CD 138, unu u tem, u apyrum.

16. Monekyna anturena mno modomy wu3 mm.l-15, cessbBaromasics ¢ CD138 ¢
koHcTanTol nuccoumanuu (Kp) menee npubnuszurensuno 100, 90, 80, 70, 60, 50, 40, 30, 20, 10,
8,6,4,3,2,1,0,5 0,2, 0,1, 0,05, 0,01, 0,005 vz 0,001 HM wnu npudnusurtensao 10-0,001, 10-
0,01, 5-0,01, 3-0,05 wm 1-0,1 HM.

17. Monekyna antuTena mno modomy u3 mm.1-16, roe adduHHOCTD CBSI3BIBAHUSA
MOJIEKYJIbl aHTUTeNA ¢ MeMOpaHocBsizanabiM CD 138 siBisiercst mo menbineit mepe B 2, 3, 4, 5, 6,
7, 8, 9, 10, 20, 50, 100, 200 umu 500 pa3 Gosee BbiCOKOU, YeM adPUHHOCTH CBSI3BIBAHUS C
pactBopumMbiM CD138.

18. Monekyna anturena no Jrobomy w3 mm.l-17,  cBa3pBaromasicss ¢
membpanocesizanHbiM CD138 ¢ Kp menee npubmmsurensuo 100, 90, 80, 70, 60, 50, 40, 30, 20,
10, 8,6,4,3,2,1,0,5,0,2,0,1, 0,05, 0,01, 0,005 rtu 0,001 HM mnu npubnusurensao 10-0,001,
10-0,01, 5-0,01, 3-0,05 umu 1-0,1 aM.

19. Monekyna antutena mno jroOomy u3 mi.l-18, CBA3BIBAIOINASACS C PACTBOPHMBIM
CD138 ¢ Kp menee yem npubmmsurensHo 100, 90, 80, 70, 60, 50, 40, 30, 20, 10, 8, 6, 4, 3, 2, 1,
0,5,0,2,0,1, 0,05, 0,01, 0,005 umu 0,001 HM wmnu npubnusurtensuo 10-0,001, 10-0,01, 5-0,01, 3-
0,05 mnu 1-0,1 HM unu ¢ Kp 6osee npubdnusurensro 100, 200, 300, 400 wiu S00 HM.

20. Monekysa aHTuTeNa 10 JE0OOMY U3 1. 1-19, mpenMyInecTBEHHO CBSI3bIBAIOLIASICS C
meMmOpanocesizanabiM CD138 mo cpaBHenuto ¢ pactBopumbeiM CD 138, Hanpumep, adpPUHHOCTB
CBsI3bIBaHUSI ¢ MeMOpaHocBsizanHbiM CD138 siBnsieTcst mo menbineii mepe B 2, 3,4, 5, 6,7, 8, 9
wii 10 pa3 Oornee BbICOKOH, ueM apPUHHOCTH CBs3bIBaHUS ¢ pacTtBopuMmbiM CD138; wmm
CBSI3BIBAIOIASICST CO CXOokel apuHHOCTBIO ¢ MeMmOpaHocBs3aHHbIM CD138 u pacTBOpUMBIM
CD138, nampumep, adpduHHOCTD CBsA3BIBaHHUS ¢ MeMOpaHocBs3aHHbIM CD138 sBisercss Ha
MeHee yeM mpubmmsurensHo 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90% wiu 100%
6oree BpICOKOH, ueM adPUHHOCTD CBsI3bIBaHUS C pacTBOpuMbIM CD138.

21. Monekyna antutena o jgrbdomy u3 mi. 1-20, cesspiBatomasicss ¢ C1q u BbI3bIBarOIIAS
KOMILIEMEHT3aBUCUMYE0 IHUTOTOKCHYHOCTh (CDC) B OTHOLIEHHWH KIJIETKH, 3KCIPECCHPYIOLIEH
CD138.

22. Monekyna a"turena mno Jrobomy w3 mm1-21, cHwkaromas (Hampumep,
UHrUOUpYoLIast, OJOKUPYIOINAs WM HEHTPAIU3YIOIasl) OAUH MU Oosiee BUIOB OMOJIOTHYECKO

AKTUBHOCTH KJIETKH, 3Kcnpeccupyroieit CD138 in vitro, ex vivo Uiy in vivo.



172

23. Monekyna aHtHTena mo Jrobomy w3 mm.1-22, omocpenyromasi TOMOTHITHYECKYIO
anresuto ogHol i 6onee CD138-3kcmpeccHpyromux KIeToK.

24. Monekyna aHTuTena o Jodomy u3 . 1-23, nHrudupyromas aefcTeue nporeasbl Ha
memOpanoces3anHbiil CD 138, nanpumep, nist cHukenus mweanuara CD138.

25. Monekyna aHTuTena mno Jrobomy u3  mm.l-24, cHwkawoomas —(Hampumep,
UHTHOMpYIOmas) Npoaudepaluo 3JI0KAYeCTBEHHOH WM  IPEA3JIOKAYeCTBEHHOW —KIIETKH,
skcnpeccupyroeii CD138.

26. Monekyna aHTuTeNna mo Jwbomy w3 mim.1-25, coxepskainas omHy WM OoJjee
(Harmmpumep, ase wiu Tpu) CDR Tsxenol uenu u/wnu ogHy wiu Oonee (HarnpuMep, 1Be WK TPH)
CDR gnerkoii nenu MOHOKJIOHaNbHOro aHtutena nporus CD138, mnpencraBieHHOro B
HACTOSLIEM ONUCAHUU.

27. Monekyna aHTuTena mo jJrobdomy u3 mm. 1-26, cogep:xkammas BapuabelbHYIO 001acTh
Tsokeno nenu (VH) w/mmm BapuabenpHyro obnacte jerkoil nenu (VL) MOHOKJIOHAJIBHOTO
anturena npotus CD138, mpencTaBieHHOro B HACTOSIIIEM OMHCAHUH.

28. Monekyna anTuTena mo jodomy us . 1-27, cogepskammast Fc-o6macTs.

29. Monekyna antutena npotuB CDI38, ces3pBaromascs WM, MO CYILIECTBY,
cBsi3bIBaroasics ¢ anuronom Ha CD138, comep:xamuM yerbipe win donee (Hanpumep, 5, 6, 7, 8,
9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75 wumm Oonee)
MOCJIEIOBATENbHBIX AMUHOKHCIOTHBIX OCTaTKa BO BHEKJIETOYHOH O0OJIACTH, MPOKCHMAJBHOHM K
TpancMeMOpanHoMy nomeny CD138.

30. Monekyna anturena no .29, rne C-koHel BHEKJIETOUHONH 00J1acTH, MPOKCUMATIbHON
K TPaHCMEMOpPaHHOMY JOMEHY, pacroyioxkeH B mpenenax 70, 65, 60, 55, 50, 45, 40, 35, 30, 25,
20, 15, 10 umm 5 amuHOKHCIOT OT N-KOHI[Aa TPAHCMEMOPAHHOTO JOMEHA.

31. Monekyna anturena mo m29 wnu 30, rme N-KOHEL BHEKJIETOUHOW O0NacTH,
MPOKCUMAJIBHON K TPAaHCMEMOPAaHHOMY JIOMEHY, pacrlojioxkeH B npenenax 75, 70, 65, 60, 55, 50,
45, 40, 35, 30, 25, 20, 15, 10 wiu 5 aMUHOKHUCIIOT OT N-KOHIIa TPAaHCMEMOPAaHHOTO IOMEHA.

32. Monekyna aHtuTejga 1o Jrobomy w3 mm.29-31, rme BHEKJIETOYHAsr 00JacTh,
NPOKCUMAJIbHASI K TPAHCMEMOPAHHOMY JIOMEHY, CONEPKUT HJIM COCTOUT U3 aMHUHOKHCIIOT 176-
250 nro60it u3 SEQ ID NO: 1-3 umu 450.

33. Monekyna aHTHTENna 1O J0O00oMy U3 mi.29-32, HECBSI3bIBAOINASCS WU
CBSI3BIBAIOIIASICSL ¢ HU3KOM a()UHHOCTBIO ¢ BHEKJIeTOUHOH obnacteto CD138, ormanenHoit mo
OTHOIIEHHIO K TPAHCMEMOPaHHOMY JTOMEHY.

34. Monekyna aHTUTENA MO JFOOOMY W3 M.29-33, rae 3MUTOMN HE CONEPIKUT TSITh WU
bonee (mampumep, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35 wumm Oonee)
NOCJIEIOBATENbHBIX AMUHOKHCIIOTHBIX OCTaTKOB BO BHEKJIETOYHOW OOJNACTH, OTHAJNIEHHOH IO
OTHOIIEHHIO K TPAHCMEMOPAHHOMY JIOMEHY.

35. Monekyna anturena mo .33 wunu 34, rae C-KOHEL BHEKJIETOYHOH 0OJacTH,
OTHAJIEHHOH 1O OTHOLICHHIO K TPAaHCMEMOpPAaHHOMY IOMEHY, PacHOJIOXKEH Ha PACCTOSIHHU IO
menbiuen mepe 100, 110, 120, 130, 140, 150, 160, 170, 180, 190 unu 200 amuHOKUCIOT OT N-

KOHILIa TpaHCMeM6paHHOFO JOMCHaA.
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36. Monekyna anTtHTeda TO JroOomy w3 mm.33-35, rme BHEKJIeTO4YHast 00JacTh,
OTHAJICHHASI TI0 OTHOIIEHUIO K TPAHCMEMOPAHHOMY JOMEHY, COIEPKUT aMUHOKHCIOTHI 23-50,
51-95, 88-121 unu 111-150 mo6oit u3 SEQ ID NO: 1-3 unu 450.

37. Monekyna aHTHTena mno moOomy u3 mm.33-36, HECBSA3BIBAIOINASCS WU
CBSI3BIBAIOLIASICS ¢ HU3KON a)(UHHOCTBIO ¢ MHTErpuH-CBs3biBarommM nomeHoM (IBD) CD138,
obnactblo, sBistrOIEeiicss N-koHLeBoi 1o oTHomenuto K IBD CD138, unu u Tem, u apyrum.

38. Monekyna aHtutena mo Jjrwbomy u3 mm.33-36, ceaswiBaromasics ¢ IBD CD138,
o0acTeio, siBsFOLIElCsT N-KOHIeBOH 1o oTHouieHuto K IBD CD 138, unu u tem, u apyrum.

39. Monekyna anturena npotuB CDI138, cs3pIBarOmascs WM, IO CYLIECTBY,
cBsi3bIBaroIasics ¢ anuronom Ha CD138, comepskamum deTbipe win Oosee (Hampumep, S5, 6, 7, 8,
9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75 wunmm Oonee)
MOCJIEIOBATEIbHBIX AMUHOKHUCJIOTHBIX OCTaTKa BO BHEKJIETOYHOW OOJAaCTH, OTHAJIEHHOW IO
OTHOLIEHHIO K TpaHcMeMOpanHomy nomeny CDI138, rme osmurom He COCTOMT W3
aMHUHOKHMCIIOTHBIX ocTaTkoB 107-111 mroboii uz SEQ ID NO: 1-3 unu 450.

40. Monekyna a"turena no m.39, rae sMUTON He COAEPKUT aMuHOkucnorsl 107-111
060 u3 SEQ ID NO: 1-3 unu 450.

41. Monekyna antutena mo m39 wmm 40, rme C-kOHel BHEKJIETOYHOW 00NacTy,
OTIAJICHHON TIO OTHOIICHHIO K TPAHCMEMOpPAaHHOMY JIOMEHY, PacIOJIOKEH Ha PACCTOSHUHU TIO
menbuiert mepe 100, 110, 120, 130, 140, 150, 160, 170, 180, 190 nnau 200 amunokucaOT OT N-
KOHIIa TPAHCMEMOPAaHHOTO JOMEHa.

42. Monekyna antutena mno joboMy u3 nm.39-41, roe BHekieToyHas OOJaCTh,
OTHAJICHHAsT MO OTHOLICHHI0O K TPAaHCMEMOpPaHHOMY JOMEHY, CONEPKUT WJIM COCTOUT U3
amuHOKHUCIIOT 88-121 moboit u3 SEQ ID NO: 1-3 uu 450.

43. Monexkyna antutena nporus CDI138, ces3bIBaroIascs WM, IO CYIIECTBY,
cBsi3bIBaroasics ¢ smuronom Ha CD 138, comepsxainm yerbipe wnu 6osee (Hanpumep, S, 6, 7, 8,
9, 10, 11, 12, 13, 14, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75 wunmu Oonee)
MOCJIEIOBATEIbHBIX AMUHOKUCJIOTHBIX OCTATKa BO BHEKJIETOYHOW OOJIACTH, MPOKCHMAJIBHOU K
TpancmemOpanHomy aomeny CD138, u uetbipe wiu OGonee (Hanpumep, S5, 6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75 wnu Ooyee) MOCIEAOBATEIHHBIX
AMUHOKHUCJIOTHBIX OCTaTKa BO BHEKJIETOYHOW O0NAacTH, OTHAJEHHOH 1O OTHOLIEHUI) K
TpancMeMOpanHoMy nomeny CD138.

44. Monekyna anturena no m.43, rae C-KOHeL BHEKJIETOYHOH 00NacTH, MPOKCUMAIIbHON
K TPaHCMEMOpPaHHOMY JOMEHY, pacroyioxkeH B mpenenax 70, 65, 60, 55, 50, 45, 40, 35, 30, 25,
20, 15, 10 umu 5 amuHOKHCTOT OT N-KOHIIAa TPAHCMEMOPAHHOTO JOMEHA.

45. Monekyna anturena no m43 win 44, roe N-KOHel BHEKJIETOYHOW 00JacTw,
MPOKCHMAJIbHON K TpaHCMeMOpaHHOMY JOMEHY, PacroioskeH B mpeaenax 75, 70, 65, 60, 55, 50,
45, 40, 35, 30, 25, 20, 15, 10 wiu 5 aMUHOKHUCIIOT OT N-KOHIIa TPAHCMEMOPAaHHOTO TOMEHA.

46. Monekyna aHtHTeNna 1o JoOoMy u3 mm.43-45, rae BHeKJIeToyHas O0O0JacTh,
MPOKCHMAaJIbHAsl K TPAHCMEMOPAaHHOMY JOMEHY, COAEPKUT HJIU COCTOUT M3 aMHHOKHCIOT 176-
250 wmm amuHOKHCIOT 210-250 mo6oii u3 SEQ ID NO: 1-3 unu 450.
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47. Monekyia anTuTena mno rodomy u3 mm.43-46, roe C-koHel BHEKJIETOYHOM 00J1acTy,
OTHAJIEHHOH 1O OTHOLIEHHIO K TPAaHCMEMOpPAaHHOMY IOMEHY, PacHOJIOXKEeH Ha PACCTOSIHHU IO
menbien mepe 100, 110, 120, 130, 140, 150, 160, 170, 180, 190 nnu 200 amuHOKuCIOT OT N-
KOHIIa TPAHCMEMOPAaHHOTO IOMEHa.

48. Monekyna antutena 1o Jobomy u3 nm43-47, rae BHEKJIETOYHas OOJacTb,
OTHAJCHHAas 1O OTHOLICHHIO K TPAHCMEMOPAHHOMY JAOMEHY, COINEPXKMT WJIM COCTOUT U3
aMHUHOKHCIIOT 23-50, 51-95, 88-121 wu 111-150 mroboit u3z SEQ ID NO: 1-3 unu 450.

49. Monekyna aHtuTena 1o JroOoMy u3 nm43-48, roe BHekJeTOYHas 0O0JacThb,
OTHAJIeHHasi TIO OTHOLICHHID K TPAHCMEMOPAHHOMY JIOMEHY, COAEPKUT WM COCTOUT U3
aMuHOKHCIIOT 88-121 moboii u3 SEQ ID NO: 1-3 unu 450.

50. Monekyna aHtHTena TO JoOomMy U3 mm43-49, HECBS3BIBAIOIAACS WU
CBSI3BIBAOIIASICS C HU3KOH aQPUHHOCTHIO ¢ MHTETPUH-CBs3bIBatO MM qomeHoM (IBD) CD138.

51. Monekyna anturena 1o mobomy wu3 mm43-50, HECBS3BIBAIOIIAACS WU
CBSI3BIBAIOINASICS C HU3KOH apUHHOCTBIO C 00NacThro, sBISFOINElicss N-KOHLEBOH 1O
orHowenuto k IBD CD138.

52. Monekyna aHTuTena no m.51, rae SmUTON He COAEPKUT aMMHOKMCIOThI 107-111
060 u3 SEQ ID NO: 1-3 unu 450.

53. Monekyna antuTena mo jmodomy u3 m.43-49, cesaspBaromasicsi ¢ IBD CD138.

54. Monekyna anturenaa no jodomy u3 mm.43-50, cBs3bIBArOMIAsICsl C OOJIACTHIO,
siBystroLelicss N-koHLeBoi no otHoueHuto k IBD CD138.

55. Monekyna antuTena no m.54, rae 3MUTon COAEP>KUT aMUHOKUCIIOTHI 107-111 mroboit
3 SEQ ID NO: 1-3 unu 450.

56. Monekyna antuTena no mobomy u3 m.29-55, cesa3eiBatommasicst ¢ Fe-penentopom
(FcR) (nanpumep, omumm wmnu Oonee u3 FcyRI, FeyRIla, FeyRIIb, FcyRlle, FeyRIlla wnun
FcyRIIIb) Ha mOBepXHOCTM WMMMYHHOH KieTku (Hampumep, ecrectBeHHoro kmuiepa (NK),
Makpodara, MOHOLIUTA WJIA 303MHO(UIIA).

57. Monekyna aHTuTeNna no JirodboMy u3 mm.29-56, koropas Moxket Bbi3biBaTh ADCC B
OTHOIIEHUHU KJIeTKH, 3kcrpeccupyromieit CD138.

58. Monekyna antutena no m.57, rae kierka, skcrnpeccupyromas CD138, sBusercs
3JI0KaU€CTBEHHOMN KJIETKOW WJIU MPEA3JIOKaY€CTBEHHOM KJIETKOM.

59. Monekyna aHTuTena no .58, rAe 3JI0KAYECTBEHHAs WU MNPEA3JIOKA4eCTBEHHAas
KJIETKA SIBJISIETCS MUEJIOMHOM KJIETKOM.

60. Mornekyna aHtuTena mo Jirobomy u3 mm.29-59, cesswiBaromasics ¢ CDI138 ¢
koHcTaHTol nucconmanuu (Kp) menee npubnusurensHo 100, 90, 80, 70, 60, 50, 40, 30, 20, 10,
8,6,4,3,2,1,0,5 0,2, 0,1, 0,05, 0,01, 0,005 vz 0,001 €M wnu npudnusurtensao 10-0,001, 10-
0,01, 5-0,01, 3-0,05 wmm 1-0,1 EM.

61. Monekyna antutena mo Jobomy u3 mm.29-60, rme adPUHHOCTH CBSI3bIBAHUS
MOJIEKYJIbl aHTUTENa ¢ MeMOpanocBsizanabiM CD138 siBisiercst mo mMeHbleit mepe B 2, 3, 4, 5, 6,
7, 8, 9, 10, 20, 50, 100, 200 umu 500 pa3 Oosee BbicOKOU, YeM ad(PUHHOCTH CBSI3BIBAHUS C

pactBopumbiM CD138; nnu cBsa3bIBaroImascs co cxoxen appuHHOCTBIO ¢ MEMOPAHOCBSI3aHHBIM
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CD138 u pactBopumeiM CD138, mHanpumep, adpUHHOCTD CBSI3bIBAHUS C MEMOPAaHOCBSI3aHHBIM
CD138 sBnsiercst Ha MeHee yeM npuOm3uTenbHo 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%,
90% nnu 100% Oonee BbICOKOH, YyeM adppUHHOCTD CBA3BIBAHMS € pacTBOpUMbIM CD138.

62. Monekyna aHturena no Jrobomy w3 nm29-61, cBA3bIBarOIascs €
memOpaHocsizaHHBIM CD138 ¢ Kp menee uem npubnusurensao 100, 90, 80, 70, 60, 50, 40, 30,
20, 10, 8,6, 4, 3,2, 1, 0,5, 0,2, 0,1, 0,05, 0,01, 0,005 unu 0,001 =M unu npudnuzutenbHo 10-
0,001, 10-0,01, 5-0,01, 3-0,05 unu 1-0,1 HM.

63. MoJekyna antuTena no Jrodomy u3 mn.29-62, CBA3BIBAIOLIASCA C PACTBOPUMBIM
CD138 ¢ Kp menee mpubnusurensuo 100, 90, 80, 70, 60, 50, 40, 30, 20, 10, 8, 6, 4, 3,2, 1, 0,5,
0,2, 0,1, 0,05, 0,01, 0,005 wnu 0,001 BHM, muau mpudmsutensuo 10-0,001, 10-0,01, 5-0,01, 3-
0,05 unu 1-0,1 HM, wnu 6onee npudausurensao 100, 200, 300, 400 wnmu S00 HM.

64. Monekysa aHTHTENA 10 JF000MyY U3 I.29-63, MPEeNMYLIECTBEHHO CBS3BIBAOINASCS C
meMmOpanocesizanaEbiM CD138 mo cpaBHeHuto ¢ pactBopumbeiM CD138, manpumep, adhpuHHOCTD
CBsI3bIBaHUSI ¢ MeMOpaHocBsizanHbIM CD138 siBnsiercst mo menbmeii mepe B 2, 3,4, 5, 6,7, 8, 9
i 10 pa3 Gonee BrICOKOH, yeM ah(UHHOCTD CBsI3bIBAHUS ¢ pacTBOpuMbIM CD138.

65. Monekyna aHTtuTeNna mno JrodOomy wu3 mm.29-63, cessbBaromasics ¢ Clq u
BBI3BIBAIOIAS KOMILJIEMEHT3aBUCUMYI0 LUTOTOKCHYHOCTh (CDC) akTMBHOCTH B OTHOIICHHUH
KJIeTKH, 3kcnpeccupyromieit CD138.

66. Monekyna aHtuTena no Jmobomy wu3 m.29-65, cHuwkaomas (Hampumep,
UHTUOUpYoLIast, OJOKUPYIOINAs WM HEHTPAIU3YIOIIasl) OAUH WU Oosiee BUIOB OMOJIOTHYECKOM
aKTUBHOCTH KJIETKH, 3Kcnpeccupyromeii CD138 in vitro, ex vivo Uiy in vivo.

67. Monekyna anTuTesa 1o J0OOMy M3 mir.29-66, omocpeayromas rOMOTHITHYECKYIO
anre3uto ofHoi mim 6onee CD138-3kcnpeccupyromux KIeTok.

68. Monekyna anTuTena no Jrobdomy u3 nm.29-67, nHrubupyomas AelcTBHe MpoTeassl
Ha MeMOpaHocBsi3anHblld CD 138, Hanpumep, 11t cHmkenns menauara CD138.

69. Monekyna aHTuTena 1o Jobomy u3 1n.29-68, cHwkawoomas (Hanpumep,
UHrUOUpyromas) npoiudepanuo 3JI0KAYeCTBEHHOH WM MPea3JOKaYeCTBEHHOW — KJIETKH,
skcnpeccupyromeit CD138.

70. Monekyna aHTHTeNna mo Jrobomy u3 mmn.29-69, conmepkamasi ogHy wid Oosee
(marmpumep, ae wiu Tpu) CDR Tsoxenol nenu u/wnu onHy uian Oonee (HampuMep, ABE MU TPH)
CDR gnerkoii uenu MOHOKJIOHaNbHOro astutena nporus CDI138, mnpeacraBieHHoro B
HACTOSIIIEM ONHCAHUH.

71. Monekyna antutena mno odomy u3 mm.29-70, cogep:kammas BapuadenbHyr0 001acTh
Tsokeno nenu (VH) w/mmm BapuabenpHyro obnacte jerkoi mermu (VL) MOHOKIOHAIBHOTO
anTutena npotus CD138, npeacTaBaeHHOroO B HACTOSAIIEM OMUCAHUU.

72. MonekyJia anTuTeNa 1o Jirodomy u3 m.29-71, conep:xamas Fc-o0macts.

73. Monexyna anturena npotus CD138, coneprkaimas ogHy mimm ode u3:

(a) BapuabenbHoit obnactu Tsokenoi uernu (VH), rme VH comep:kut Tpu onpenensomme
kKomruieMeHTapHocTh obnactu Tspkenoin nenu (HCDR1, HCDR2 u HCDR3), rone VH conepxur

OJIHY, [1B€ WJIU BCE U3 CIEAYIOILEro:



176

(1) HCDRI, copepsxalneil aMIHOKHCIOTHYIO TOCJIEN0BATENbHOCTD, OTIMYAIOINYIOCS Ha
He Oosee ueM 1, 2 unn 3 aMHHOKHCIIOTHBIX OCTaTKa WMJIM UMEIOLIYI0 Mo MeHblIed mepe 85, 90,
95, 99 mnu 100% roMojoruu no OTHOIIEHUIO K aMUHOKHUCIOTHOM nocaenoBareabHocTd HCDR1
MOHOKJIOHaJIbHOrO aHTuTena mnporus CD138, mpencraBieHHOro B HACTOSIEM OINUCAHUU
(Hampumep, moObix u3 anturena CDO01, CD002, CD003, CD004, CD005, CDO006, 602, 603,
604, 607, 613, 614, 617, 624, 632, 616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 nunu
1409);

(i1) HCDR2, copepskalieii aMHHOKHCIOTHYIO MOCIEI0BATEIbHOCTh, OTJIMYAIOLIYIOCS HA
He Oosee uem 1, 2 uinu 3 aMHUHOKUCIIOTHBIX OCTaTKa WM UMEIOLIYIO MO MeHbluer mepe 85, 90,
95, 99 unu 100% roMooruy Mo OTHOIIEHUI) K aMHHOKHUCJIOTHOM nocnenoBarenbHocTH HCDR2
anturena nporus CD138; unu

(iii)) HCDR3, copep:kaleii aMUHOKUCIOTHYIO TOCJIEN0BATEIbHOCTD, OTIUYAOIIYIOCS Ha
He Oojee uem 1, 2 unm 3 aMHUHOKHCIIOTHBIX OCTaTKa WJIM UMEIOLIYI0 Mo MeHblued mepe 85, 90,
95, 99 mnu 100% roMoJjoruu mo OTHOLIEHHIO K aMHHOKUCIOTHOH nocienopaTeabHocTd HCDR3
anturena nporus CD138; unu

(b) BapuabenpHOl obnactu jerkoi uenu (VL), rme VL comeput Tpu onpenenstomme
kKomruieMeHTapHocTh obnactu jerkoit nenu (LCDR1, LCDR2 u LCDR3), rone VL conepxut
OJIHY, JIB€ WJI BCE U3 CJIEIYIOILErO:

(1) LCDRI1, cogpep:xamieii aMHHOKHCIOTHYIO MOCIEIOBATENbHOCTD, OTIMYAOIIYIOCS Ha
He Oonee ueM 1, 2 unn 3 aMHHOKHCIIOTHBIX OCTaTKa WMJIM UMEIOLIYI0 1o MeHblIed mepe 85, 90,
95, 99 mm 100% romMooruu Mo OTHOIIEHUIO K aMUHOKHCIOTHOU ociienoareabHocT LCDR1
anturena nporus CD138;

(1)) LCDR2, conepskarieii aMUHOKHCIIOTHYIO TOCIENIOBATEIbHOCTD, OTJIMYAIOLIYIOCS Ha
He Oosiee ueM 1, 2 win 3 aMMHOKHCIIOTHBIX OCTaTKa WJIM MMEIOLIYIO 1O MeHblIel mepe 85, 90,
95, 99 unu 100% romMoJIOruy MO OTHOIIEHHI) K aMHHOKHCJIOTHOM nocienoBatenbHocT LCDR2
anturena nporus CD138; unu

(iii) LCDR3, coxep:xarieii aMUHOKHUCIOTHYIO TOCJIEOBATENbHOCTD, OTIHMYAIOINYIOCS Ha
He Oosee uem 1, 2 unn 3 aMHHOKHCIIOTHBIX OCTaTKa WJIM UMEIOLIYI0 Mo MeHbluer mepe 85, 90,
95, 99 mu 100% roMoJIOrHH MO OTHOIIEHUIO K aMUHOKHCIOTHOH nocienoaTeabHocT LCDR3
anturena nporus CD138.

74. Monekyna antutena no n.73, rne VH coaepkur:

(1) HCDR1, conepskaliy:0o aMMHOKHUCIOTHYIO IOCJIEA0BATENbHOCTD, OTINYAIOINYIOCS Ha
He Oonee uem 1, 2 unm 3 aMUHOKHCIIOTHBIX OCTaTKa WM UMEIOLIYI0 Mo MeHblued mepe 85, 90,
95, 99 unmu 100% roMoJoruu No OTHOIIEHUIO K aMUHOKHUCIOTHOH nocaenopareabHocTd HCDR1
anturena nporus CD138;

(11) HCDR2, comep:kainyr0 aMHHOKUCIIOTHYIO MOCIIEN0BATEIbHOCTD, OTIMYAOIYIOCS Ha
He Oosee ueM 1, 2 unm 3 aMHHOKHCIIOTHBIX OCTaTKa MJIM UMEIOLIYI0 Mo MeHblIed mepe 85, 90,
95, 99 unu 100% roMonoruu Mo OTHOIIEHUIO K aMUHOKHUCIIOTHOM nocnenosarenbHocTd HCDR2
anturena nporus CD138; u

(11) HCDR3, copeprxaliyto aMHHOKHCIIOTHYIO MTOCIIEIOBATEIbHOCTD, OTIMYAOLIYIOCS Ha
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He Oonee ueM 1, 2 unu 3 aMHHOKHCIIOTHBIX OCTaTKa WMJIM UMEIOILIYI0 1o MeHblued mepe 85, 90,
95, 99 unu 100% roMojoruu mo OTHOILIEHHIO K aMHUHOKHUCIOTHOH nocienopareabHocTd HCDR3
anturena npotus CD138.

75. Monekyna antutena no .73 wim 74, tae VH conepsxut: (1) HCDR1, comepsxkamnyro
aMUHOKHUCJIOTHYIO mocnenosarenbHocTh HCDR1  anturena mporuB CD138; (ii)) HCDR2,
COZEPIKALIYI0 aMUHOKHCIOTHYIO nmocnenoBareabHOocTs HCDR2 antutena mpotus CD138; u (iii)
HCDR3, conepxainyr0 aMHHOKHUCIOTHYI mnocinenoBaTenbHocte HCDR3  anturena mnportus
CD138.

76. Monekyna antutesa o rodomy u3 m.73-75, rae VL conepkut:

(1) LCDRI1, comep:kainyr0 aMHMHOKHCIOTHYIO TOCIEIOBATENIbHOCTD, OTIHMYAOINYIOCS Ha
He Oosee ueM 1, 2 unu 3 aMUHOKUCIIOTHBIX OCTaTKa MM MMEIOIIYIO 1Mo MeHbIned mepe 85, 90,
95, 99 mm 100% roMoJIOrHy MO OTHOIIEHUIO K aMUHOKHUCIOTHOM noclienopareabHocTu LCDR1
anturena nporus CD138;

(i1) LCDR2, comep:kaiyr0 aMHHOKHUCIOTHYIO TOCIIEIOBATENbHOCTD, OTIIMYAIOLIYIOCS Ha
He Oosee ueM 1, 2 unm 3 aMHHOKHCIIOTHBIX OCTaTKa MM UMEIOINYIO 1Mo MeHblued mepe 85, 90,
95, 99 mnmm 100% romMoJIoruy MO OTHOIIEHUIO K aMUHOKHUCIIOTHOU TocienoBatenbHocTi LCDR2
anturena nporus CD138; u

(111) LCDR3, conep:kaiyr0 aMHMHOKHCIOTHYIO TOCIIEI0BATENbHOCTD, OTIMYAOIIYIOCS Ha
He Oosee ueM 1, 2 unu 3 aMHHOKHCIIOTHBIX OCTaTKa WJIM MMEIOINYI0 1Mo MeHbIueil mepe 85, 90,
95, 99 mm 100% roMoJOoruu Mo OTHOIIEHUIO K aMUHOKHUCIOTHOM nocienoBarebHocT LCDR3
anturena nporus CD138.

77. Monekyna antutena mo jmodomy u3 nmn.73-76, rae VL comepxur: (1) LCDRI,
COIepIKaIyI0 aMHHOKHUCIOTHYIO mocienoBarenbHocTh LCDR1 anturena mporus CD138; (ii)
LCDR2, conepsxamiyr0o aMHHOKUCIOTHYI mnocinenoBarenpHocTh LCDR2 anTutena npotus
CD138, wu (iii) LCDR3, conepxamyr aMHUHOKHCIOTHYIO mocienosarenbHoct LCDR3
anTturena nporus CD138.

78. MosekyJia aHTUTENA 1Mo JIroOoMy u3 1. 73-77, comeprxamiasi:

(a) VH, comep:kaimyro:

(1) HCDRI1, copep:xainyro aMHHOKHCIOTHYIO MOCIENOBATEIBHOCTD, OTJIUYAIOIIYIOCS HA
He Oojee ueMm 1, 2 unu 3 aMHUHOKHCIIOTHBIX OCTaTKa WJIM UMEIOIIYI0 Mo MeHblued Mepe 85, 90,
95, 99 unu 100% roMoJOoruy No OTHOIIEHUIO K aMUHOKHCIOTHOM nociienopaTebHocT HCDR 1
anturena nporus CD138;

(i1) HCDR2, comep:kainyr0 aMHHOKHUCIIOTHYIO MOCIIEN0BATEIbHOCTD, OTIMYAOIIYIOCS Ha
He Oonee ueM 1, 2 unm 3 aMHHOKHCIIOTHBIX OCTaTKa WJIM UMEIOIIYI0 Mo MeHblIed mepe 85, 90,
95, 99 unmu 100% roMoJOoruy No OTHOIIEHUIO K aMUHOKHUCIOTHOH nocienopaTeabHocT HCDR2
anturena nporus CD138; u

(111) HCDR3, comeprkalnyro aMHHOKHCIIOTHYEO MTOCIIEI0BATEIBHOCTD, OTIMYAOIIYIOCS Ha
He Oonee ueM 1, 2 unu 3 aMHHOKHCIIOTHBIX OCTaTKa MM UMEILIYI0 Mo MeHblued mepe 85, 90,
95, 99 unu 100% roMoJoruu no OTHOIIEHUIO K aMHHOKHUCIIOTHOH nociienoareabHocT HCDR3

anturena nporus CD138, u
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(b) VL, conepkamyro:

(1) LCDRI1, coxepskammyo aMUHOKHCIIOTHYIO MOCJIEIOBATEIbHOCTD, OTJIHMYAOLIYIOCS Ha
He Oonee ueM 1, 2 unm 3 aMHHOKHCIIOTHBIX OCTaTKa MM UMEIOLIYI0 IO MeHblued mepe 85, 90,
95, 99 nmm 100% romMoJoruu Mo OTHOIIEHUIO K aMUHOKHCIOTHOM mociienoparebHocT LCDR1
anturena nporus CD138;

(i) LCDR2, comep:kaiyt0 aMHHOKHUCIOTHYIO MOCIEIOBATENbHOCTD, OTIMYAIOLIYIOCS Ha
He Oojee uem 1, 2 uinu 3 aMHUHOKUCIIOTHBIX OCTaTKa MM UMEIOLIYIO MO MeHbliel mepe 85, 90,
95, 99 unu 100% romMosIoruy Mo OTHOIIEHHI) K aMHHOKHCJIOTHOM nocienoBarenbHocTd LCDR2
anturena nporus CD138; u

(ii1) LCDR3, conep:kaiyr0 aMHHOKUCIOTHYIO TIOCIEIOBATENbHOCTD, OTIMYAOIIYIOCS Ha
He Oosee ueMm 1, 2 unn 3 aMUHOKHCIIOTHBIX OCTaTKa WM UMEIOLIYI0 Mo MeHblued mepe 85, 90,
95, 99 mym 100% roMoJIoruy Mo OTHOLIEHUI) K aMUHOKHUCIOTHOI nocienosarenbHoctu LCDR3
anturena nporus CD138.

79. MonekyJia aHTUTENA 110 JIFoOoMy u3 1. 73-78, conep:kamasi:

(a) VH, comepxamyro: (1)) HCDRI, comepxkamyw  aMUHOKHCIOTHYIO
nocienosarenbHoctb  HCDR1  anturena mporus CD138; (i) HCDR2, conepkaiyro
aMHHOKHUCIIOTHYIO0 mocnenoBatenbHocte HCDR2 antutena mporus CD138; u (ii1) HCDR3,
CoZepIKaIlyr0 aMHHOKUCIOTHYIO nocienosatenbHocTs HCDR3 anTutena npotus CD138, u

(b) VL, comepxamyr: (i) LCDRI, conmepxamyrd  aMHHOKHCIOTHYIO
nocienosarenbHocth  LCDRI1  amturena mporme CD138; (ii)) LCDR2, copepxkamryro
aMHHOKHUCIIOTHYIO0 nocinenosarenbHocTh LCDR2 anturena mporus CDI138; u (ii1) LCDR3,
CoZleprKaIYI0 aMUHOKHUCIOTHYIO nocienosateabHocTe LCDR3 anturena nporus CD138.

80. Monekyina anTuTena 1o jodomy u3 nm.73-79, rne VH coneput aMUHOKUCIOTHYIO
NOCJIeIOBATEIbHOCTD, OTJIMYAIOLIYIOCS Ha He Oostee uem 1,2, 3,4, 5,6,7,8,9, 10, 11, 12, 13, 14
WM 15 aMHHOKHMCIIOTHBIX OCTaTKOB HJIM UMEIOLNYI0 10 MeHbieil mepe 85, 90, 95, 99 unu 100%
rOMOJIOTUM TIO OTHOIIEHHI0 K aMMHOKUCJIOTHOM mocienoBarenbHocTH VH aHTHTENna mpoTus
CD138.

81. Monekyina antutena o jgrodomy u3 mm.73-80, rae VH comep:KuT aMHHOKUCIIOTHYEO
nocnenosatenbHocTs VH anturena nporus CD138.

82. Monekyna anturena no jrodomy u3 m.73-81, rae VL comep:KUT aMHHOKUCIIOTHYEO
MOCJIEIOBATEIFHOCTD, OTJIMYAIOIIYIOCS Ha He Oonee ueMm 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14
uian 15 aMMHOKHUCIIOTHBIX OCTATKOB WJIM UMEIOINYIO 1O MeHbIer mepe 85, 90, 95, 99 umm 100%
TOMOJIOTUM TIO OTHOLIEHHIO K aMHUHOKHCIIOTHOW mocienoBaTenbHOCTH VL aHTUTEna mpoTus
CD138.

83. Monekyna anturena no jmodomy u3 m.73-82, rae VL comep:KuT aMHHOKHUCIIOTHYIO
nocnenosaTenbHocTh VL anTuTena npotus CD138.

84. Monekyna aHTuTeNa 110 JIroOoMy u3 1. 73-83, rae:

(a) VH comep:XUT aMUHOKHCIIOTHYIO ITOCJIEIOBATEIbHOCTD, OTJIMYAIOIIYIOCS Ha He Ooee
ueM 1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14 unu 15 aMUHOKUCIOTHBIX OCTATKOB WUJI UMEKOLIYEO

no Mesbine mepe 85, 90, 95, 99 mwnu 100% roMonoruu Mo OTHOLIEHUIO K aMUHOKHCJIOTHOM
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nocnenosatenbHocTd VH antutena nporus CD138; u

(b) VL conmep>kuT aMMHOKHCIIOTHYIO TIOCIIEAOBATENbHOCTD, OTIMYAIOINYIOCS Ha He Ooee
ueM 1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14 unu 15 aMUHOKUCIOTHBIX OCTATKOB WUJIM UMEKOIIYIO
no MeHbine mepe 85, 90, 95, 99 unu 100% roMonoruu Mo OTHOLIEHUIO K aMUHOKHCJIOTHOM
nocnenosatenbHocTd VH antuTtena nporus CD138.

85. Monekyina anTuTena 1o modomMy u3 nim.73-84, rne VH coneputT aMUHOKUCIOTHYIO
nocienosarenbHocTh VH anturena nporuB CDI138, u VL copmepXuT aMHHOKHCIOTHYIO
nocnenosaTenbHOCTh VL anTuTena nporus CD138.

86. MonekyJja aHTuTeNa 1o Jirodomy u3 1. 73-85, coneprxamias Fc-o0macts.

87. Monekyna antutena npotus CD138, coneprkamas:

() (a) BapuabGenbHyro obnacte Tsokenoi wnenu (VH), rme VH comepxkut Tpu
onpenensomue KoMieMeHTapHocTh obnactu Tsokenod nenn (HCDR1, HCDR2 u HCDR3),
rne VH comep:kuT Tpu Ompeaenstomue KOMIIeMeHTapHOCTh obnactu Tsikenon nernu (HCDRI,
HCDR2 u HCDR3), rne VH comepxut: (i) HCDRI, conepxkamyr aMHHOKHUCIOTHYIO
nocnenoBatenbHOCTE G-Y-N/S/T-F-S-S-Y (SEQ ID NO: 438); (i1)) HCDR2, conepskarmyro
aMHHOKHUCIIOTHYI0 mocnenoBatensHocTh H-P-S-D-S-T (SEQ ID NO: 351); umnm (iii)) HCDR3,
COIEPIKALIYI0 aMHHOKHCIOTHYIO mocienoBareiabHOcTh F-V-Y; u (b) BapmalenpHyro oOmacte
nerkori nermm (VL), rome VL comepuT Tpu oOmpenesstoline KOMIUIEMEHTApHOCTh O0JacTH
nerxoit uenu (LCDR1, LCDR2 u LCDR3), rae VL conepsxut onny, nse wiu Bee u3: (1) LCDRI1,
coneprkaliel aMUHOKHCJIOTHYIO mnocienoBarenbHOCTh R-S-S-K-S-L-L-Y-K-D-G-K-T-Y-L-N
(SEQ ID NO: 352); (i1) LCDR2, conepkatmeii aMHHOKHCIOTHYIO NOCJIENOBATENbHOCTh V-V-S-
T-R-A-S (SEQ ID NO: 353); wmm (ii1)) LCDR3, conepxameli aMHHOKHUCIOTHYIO
nocnenoBatebHOCTh Q-Q-L-V-E-Y-P-Y-T (SEQ ID NO: 354); wiu

(I) (a) BapuabenbnHyro oOmactb Tspkenod uenu (VH), rme VH comepxutr Tpu
onpenensoouue KoMmieMeHTapHocTh obnactu Tsokenod uenu (HCDR1, HCDR2 u HCDR3),
rne VH comep:kuT Tpu Ompeaenstomue KOMIieMeHTapHoCTh obacTu Tsixkenon nernu (HCDRI,
HCDR2 u HCDR3), rone VH cogmepxut: (i) HCDRI, copepxamyr aMUHOKHCIOTHYIO
nocnenosarenbHOCTh  S-Y-Y-M-H (SEQ ID NO: 380);, (i) HCDR2, conepsxkamyto
aMUHOKHCIIOTHYIO mocienoBatenbHOCTh T-I-H-P-S-D-S-T-T-N-C/Y-N-Q-K-F-K-G (SEQ ID
NO: 439); wnnu (iii)) HCDR3, comepkamiyr0 aMHHOKHCIOTHYIO MOCIEN0BaTeNbHOCTh F-V-Y; u
(b) BapuabenpHyro obOmacte jerkod wenu (VL), rme VL comepkuT Tpu ONpenenstouiue
KomruieMeHTapHocTh obnactu Jerkoil nenu (LCDR1, LCDR2 u LCDR3), rae VL coxepxur
onHy, ne uin Bce u3: (1) LCDR1, coneprkaieli aMUHOKHUCIIOTHYIO TIOCIEN0BATENbHOCTD R-S-S-
K-S-L-L-Y-K-D-G-K-T-Y-L-N  (SEQ ID NO: 352); (1) LCDR2, conepxameii
AMHHOKHUCJIOTHYIO mocnenoBarenbHOCTh V-V-S-T-R-A-S (SEQ ID NO: 353); unu (ii1) LCDR3,
coneprKallel aMIHOKUCIIOTHYO nocienoBaTeabHOCTh Q-Q-L-V-E-Y-P-Y-T (SEQ ID NO: 354).

88. Monekyna anTuTena no jrodomy u3 1. 1-87, cogepkamas 1se VH u nse VL.

89. Monekyna aHtHTena mo Jrobomy w3 1. 1-88, sBISIOMIAsICS CHHTETUYECKOU
MOJIEKYJION aHTUTENA UJTH BBIACTICHHON MOJIEKYJION aHTHUTENa.

90. Mounekyna aHTuTeNa Mo JroOoMmy wu3 mm.1-89, sBHSIOMIAsCS MOHOBAJIEHTHOU
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MOJIEKYJIOH aHTHUTEeNa, MYJbTHBAJEHTHON (Hampumep, OWBAJEHTHOH, TPHUBAJIEHTHOH WK
TETPABAJIEHTHOW)  MOJIEKYJIO  aHTHUTeNa, MOHOCTIEITU(PUYECKOW  MOJIEKYJIOH WU
MyJbTUCTIENHUUeckol  (Hampumep, oucnenuduueckoir,  TpucnenupuUeckod WM
TeTpacrnennupuIecKoil) MOJIEKyJION aHTHTeIA.

91. Monekyna aHtuTena Mo JirOoMy w3 mm.1-90, SABASIOINASCS —MOJIEKYJIOH
I'YMaHU3UPOBAHHOIO AaHTUTETIA.

92. Monekyna antutena no Jrobomy u3 mnm.l1-91, comepikamas ogHy wuiam Oosee
KapKacHbIX O0JIacTeH, MOJYYEeHHBIX W3 MOCIENOBATEIbHOCTH KapKaca 3apOAbIIIEeBON JIMHUH
YeJoBeKa.

93. MosekyJia auTuTeNa 1o Jirodomy u3 m. 1-92, seisromasicst antutesnom IgG.

94. Monekyaa aHTtuTena mo Jrobomy u3 mm. 1-93, comepkainasi KOHCTAHTHYHO 00J1acThb
Tspxenon nenu IgG, Beidpannoro m3 IgGl, IgG2, IgG3 nnm IgG4.

95. Monekyaa aHtuTena mo Jrobomy u3 mm. 1-94, comeprkainasi KOHCTAHTHYIO 00J1acThb
JIETKOU IIeTH Karma Wi JIIMOa.

96. Monekyna antuTena no sobdomy u3 m. 1-95, conepxamas Fc-o0macts, comepskamyro
ONHYy WM OoJiee MyTaUWd sl TMOBbIMEHUs ap(PUHHOCTU CBSI3BIBAHUS C HEOHATAJIBHBIM
peuenTopoM FcRn w/nnu BpeMeHn mosy>Ku3HU MOJIEKYJIbI aHTUTEIA.

97. Monekyna antuTena no sobdomy u3 m. 1-96, conepxamas Fc-o0macts, comepskaryro
onHy wiu Ooyee MyTauui, NPENCTaBIEHHBIX B HACTOSINEM ONMCAHUH, HANPUMEpP, I
MOBBILIEHHsI OAHOTO Win Oojiee u3 Bpemenu nonyskuzan, ADCC, CDC wmm ADCP.

98. Monekyna aHTUTENa, KOHKypUpyroias 3a cesa3biBaHue ¢ CD138 ¢ MOHOKJIOHAJIBHBIM
anturenoMm nporus CD138, mpencraBieHHbIM B HACTOSIIEM OMUCAHWH (HAMPUMEp, JHOOBIM U3
antuten CDO01, CD002, CD003, CD004, CDO00S, CD006, 602, 603, 604, 607, 613, 614, 617,
624, 632, 616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 nunu 1409).

99. Monekyna aHTUTENA, CBS3BIBAKOLIASCS WJIM, IO CYIIECTBY, CBSI3bIBAIOLIASACS C
SIIUTOIOM, TOJHOCTBIO WM YacCTHYHO MEPEKPBIBAOIIUMCS C 3MHUTONOM MOHOKJIOHAJIBHOIO
antutena nporuB CD138, mpencTaBieHHOrO B HACTOSIIEM OMUCAHUM (HAMPUMED, JHOOOro U3
anturen CDO001, CD002, CD003, CD004, CD005, CD006, 602, 603, 604, 607, 613, 614, 617,
624,632, 616, 619, 623, 1610, 2510, 2610, 2710, 2810, 2910 wunu 1409).

100. Koubrorar Mojiekysia aHTHUTea-iekapcTBeHHOe cpeactBo (ADC), conmepskammuii
MOJIEKYJy aHTUTeNa 1o Jrbdomy u3 mi. 1-99, Heobs3aTenbHO, COAep AU HUTOTOKCHYECKOe
CPEACTBO, AOTOIHUTEIBHO, HE00A3aTENbHO, COAEPIKALITII JTMHKEP.

101. Kommno3unwms, copepskainasi MOJIEKYJly aHTHTeIa 1o jrodomy u3 m. 1-99, umu ADC
o 1. 100, HeoOs3aTeNbHO, TTIe KOMIIO3UIIHS SIBIISIETCS (PapMalleBTHYECKON KOMITO3HIIHEH.

102. Komnozumusi mo 1.101, pmomomHUTENbHO conepskamas (apMaleBTHICCKH
MPUEMJIIEMBI HOCUTED.

103. Monekysia HyKJIEHHOBOU KUCJIOTBI, KOIUPYIOIIAsl BApUAOEIbHYIO 00JIaCTh TsDKEION
uenu (VH), BapuabenpHyro oOmacte jerkoi nenu (VL), wiu u Ty, U Opyryro, U3 MOJIEKYJIbI
aHTHUTeNa 1o JTI0OoMy U3 it 1-99.

104. BexTop, conepkaluii MOJIEKYJly HYKJIEHHOBONW KUCIOTHI 1o 1.103.
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105. Knerka, comepxkaiiasi MOJIEKYJ1y HYKJIEHMHOBOW KUCIOTHI 1O 1.103 wim BEKTOp MO
1. 104, HeoOs3aTENbHO, T/I€ KJIETKA SIBJISIETCS BbIAEIEHHON KJIETKOI.

106. Habop, comepskammii MOJIeKyay aHTutena o Jirodomy us mm. 1-99, ADC no n.100
Ui koMno3uuuro nmo m.101 unm 102 1 MHCTPYKLMM MO UCIOJIB30BAHUIO MOJIEKYJIbI AaHTUTENA
WJIM KOMITO3ULIUU.

107. KonreiiHep, comepsKamuii MOJeKyJy aHTurena no yrobdomy u3 nm.1-99, ADC no
1. 100 mnm xomno3zunuto no n.101 unum 102,

108. Cnoco0 mnonydeHust MoJekyabl antutena mnpotus CDI138, BrIrOUaroLImii
KyJBbTUBUPOBAHUE KJIETKHU 1O 11.105 B yCIOBUSAX, AENAKOLUINX BO3MOKHON NPOAYKIUIO MOJIEKYJIBI
aHTHUTEJIa, W, TAKUM 00pa30M, MOJyuYeHUE MOJIEKYJIbl AHTUTEJIA.

109. Cnoco6 mo 1.108, HOMONHUTENBHO BKIIIOYAKOIIMI BBIIEICHUE WIH OYHCTKY
MOJIEKYJIbI aHTHUTENA.

110. Monekyna anTurena mno jrobomy u3 m.1-99, ADC no n.100 uim KOMOO3HLus 1o
n.101 umm 102, niast mpUMEHEeHUs1 B CIOCOOe JIEUEHUs 3JI0KaY€CTBEHHOTO HOBOOOPA3OBaHHS Y
WHIUBUIYYMA.

111. Monexyna antutena, ADC wunu komnosuuus 1y npumeHeHus no n.110, rae
3JIOKQYE€CTBEHHOE HOBOOOPA30BaHHUE SBJISETCS FeMOOIACTO30M.

112. Monekyna antutena, ADC unu komno3unus Ay npuMmererus mo m.110 umu 111,
r7Ie 3JI0Ka4eCTBEHHOE HOBOOOPA30BaHHUE SIBJISIETCS MHOKECTBEHHON MHEJIOMOM.

113. Monexyna antutena, ADC wunu koMmmosuuus 1y npumeHeHus no n.110, rae
3JI0OKQYEeCTBEHHOE HOBOOOpA30BaHUE SIBIISIETCS COJIMAHON OIyXOJIBIO, HANpUMep, COJUIHON
OMYXOJIbIO, MPECTABIEHHON B HACTOSIIIIEM ONHUCAHUU.

114. Monekyna antutena, ADC wiM KOMMO3ULMS Ui TPUMEHEHHUs] MO JIFoOOMy U3
nn.110-113, rme Monekyny antutena, ADC uiaM KOMIO3MLMIO BBOAST WHIUBUAYYMY
BHYTPUBEHHO.

115. Monekyna antutena, ADC wiu KOMIO3HUIMS [JIsl MPUMEHEHHs M0 JIOOOMY U3
nm.110-114, rae monekyy antutena, ADC uianm KOMIO3ULNIO BBOOAT UHAUBHIYYMY B J03€ OT
0,1 mr/kr go 50 mr/kr, ot 0,2 mr/kr go 25 mr/kr, ot 0,5 mr/kr go 10 mr/kr, ot 0,5 Mr/kr g0 5
mr/kr, oT 0,5 mr/kr go 3 mr/kr, ot 0,5 mr/kr go 2,5 mr/kr, ot 0,5 Mr/kr 1o 2 Mr/kr, ot 0,5 Mr/kr
1o 1,5 mr/kr, ot 0,5 mr/kr go 1 mr/kr, ot 1 mr/kr go 1,5 mr/kr, ot 1 mMr/kr no 2 mr/kr, ot 1 Mr/kr
10 2,5 mr/kr, ot 1 Mr/kr 10 3 mr/kr, ot 1 Mr/kr 10 2,5 Mr/kr uiu ot 1 Mr/kr 10 5 Mr/kr.

116. Monekyna antutena, ADC win KOMIO3UIMS JJIsi PUMEHEHHs MO JIOOOMY U3
nn.110-115, rae monexkyny antutena, ADC uam KOMNO3UIMIO BBOAST WMHIAUBUAYYMY B
¢ukcupoBanHoi no3e ot 10 mr o 1000 mr, ot 10 mr go 500 mr, ot 10 mr go 250 mr, ot 10 Mr
1o 150 mr, ot 10 mr mo 100 mr, ot 10 mr mo 50 mr, ot 250 mr go 500 mr, ot 150 Mr go 500 wmr,
ot 100 Mr mo 500 mr, ot 50 Mr mo 500 mr, ot 25 mr mo 250 mr, ot 50 mr mo 150 mr, ot 50 Mr oo
100 mr, ot 100 mr mo 150 mr, ot 100 mr mo 200 mr miau ot 150 mr go 250 mr.

117. Monekyna anturena, ADC, uam KOMIIO3ULMS IUJIsl MPUMEHEHHs MO JII000OMy U3
nn.110-116, roe monekyny anturena, ADC uny KOMIO3ULIMIO BBOJAT pa3 B HEAENIO, [1Ba pa3a B

HEACIIO, pa3 B ABC HEACIIH, pa3 B TPHU HEACIH UJIH pa3 B YEThIPC HEACIH.
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118. Monekyna antutena, ADC win KOMIO3UIMS JJIsi MPUMEHEHHsI 10 JIOOOMY U3
nm.110-117, nmomonHuTenpHO BKIOUaromero omnpenesienue yposHs CDI138 B obpasme ot
WUHAUBUIYYMA.

119. Monekyna antutena, ADC win KOMIO3UIMS JJIsi MPUMEHEHHs 10 JIOOOMY U3
nn.110-118, JIOTIOJIHUTEIIBHO BKJIFOUAIOIIEr 0 BBEIICHUE UHIUBUNYYMY BTOpPOI'0
TepareBTUUECKOrO CPECTBA MPOTUB 3JI0KAYECTBEHHOTO HOBOOOPA30BAHHUS.

120. Monekyna anturena no jrobomy u3 m.1-99, ADC no n.100 uir KOMIO3HLUS IO
n.101 wiu 102 nns npuMeHeHUs: B crocoOe JIeYeHHs MPea3OKa4eCTBEHHOTO COCTOSIHUSL MU
POQHIAKTHKY 3JI0KAa4eCTBEHHOTO HOBOOOPA30BAHUSI.

121. Monexyna antutena, ADC wunu kommosuuus 1y npumeHeHus no m.120, rae
MPEA3JIOKAYeCTBEHHOE COCTOSIHHME SIBJSAETCS BSJIOTEKYIUEH MHEJIOMON WM MOHOKJIOHAJBbHOU
rammarnatueit Hesicioro reneza (MGUS).

122. Monexyna antutena, ADC wunu kommnosuuus 1jsi npumeHeHus no mn.120, rae
3JIOKAYE€CTBEHHOE HOBOOOPA30BaHUE SBIISIETCS MHOYKECTBEHHONH MHEJIOMOH.

123. Cnocob BeibiBanuss ADCC, BKITIOHAKOIINI MPUBENEHNE KIETKH WM WHANBHIYYMa
B KOHTAKT C MOJIEKYJIOH aHTHTeNa 1o odomy u3 ni. 1-99, ADC no n.100 mu KoMIo3uiuei mno
n.101 wimm 102 u, Takum oOpaszom BeizbiBanre ADCC.

124. Cnocob nedeHus: 3J10KaY€CTBEHHOTO HOBOOOPA30BAHUS, BKJIIOYAIOIIUN BBEICHHE
HY>KIAIOLIEMYyCsl B 3TOM HHIUBUAYYMY 3(P(PEKTUBHOIO KOJIMYECTBA MOJIEKYJIBI AHTHTENA IO
arobomy u3 . 1-99, ADC mo m.100 wim xomnosunuu 1o n.101 wiu 102 u, Takum odpasom,
JIeYeHHE 3JI0Ka4eCTBEHHOIO HOBOOOPA30BaHMSI.

125. Cnoco0 seueHus: MNPen3IOKaYeCTBEHHOIO COCTOSIHUS WK MPOQUIAKTUKU
3JI0KAYECTBEHHOTO HOBOOOPA30BaHMs, BKIIOYAIOIIMI BBENEHHE HYXJAIOIIEMYCsl B 3TOM
UHIUBHAYYMY 5()(EKTUBHOTO KOJMYECTBA MOJIEKYJIbl aHTHUTeNa 1o JodoMy u3 mm.1-99, ADC
no 100 wmm kommosumuu mno 1101 wmom 102w, Takum oOpasoMm, JieueHue
NPEA3I0KAYeCTBEHHOTO COCTOSTHHSI MJTH MPO(PUIAKTUKY 3JI0KAU€CTBEHHOTO HOBOOOPA30BaHUSI.

126. Cnoco6 merekumu mosekysasl CD138, BkIOUarOmUi MPHUBEACHHE KJIETKU WM
WHIMBUAYYMa B KOHTAKT C MOJIEKYJION aHTuTena mo jgrodomy u3 mi.l1-99 u, takum obpaszom,
netexiuro Mosekysisl CD138.

127. Cniocod o m.126, rne MoJeKyJly aHTUTeNa COSIUHSIFOT C IETEKTUPYEMOUN METKOH.

128. Criocob no m.126 unu 127, rae monekyny CD138 onpenenstot in vitro, ex vivo WiH
in vivo.

ITo noBepenHocTH



OUTI.1

HatusHbiin hCD138: (Uniprot id: P18827)

10 20 30 40 50 60 10 80 90 100
MRRAALWLWL CALALSLQPA LPQIVATNLP PEDQDGSGDD SDNFSGSGAG ALQDITLSQQ TPSTWKDIQL LTAIPTSPEP TGLEATAAST STLPAGEGPK
110 120 130 140 150 160 170 180 190 200
EGEAVVLPEV EPGLTAREQE ATPRPRETTQ LPTTHLASTT TATTAQEPAT SHPHRDMQPG HHETSTPAGP SOADLHTPHT EDGGPSATER AAEDGASSQL
210 220 230 240 250 260 270 280 290 300
PAAEGSGEQD FTFETSGENT AVVAVEPDRR NQSPVDQGAT GASQGLLDRK EVLGGVIAGG LVGLIFAVCL VGFMLYRMKK KDEGSYSLEE PKQANGGAYQ
310
KPTKQEEFYA
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KpaTHas nHayKuus
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OUT.5

KpatHas nHayKLus

Aututeno npotve CD138
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Know-1- Know-3 pgpg  Knok-2
anuton BB4 Y 179 203Y

BB420aa  BB4 ag BB4 20aa
%26 LI 2%
T I e e e B LA
UI'.6B HOPG MyTauua B knoH 4 1 5
anutona BB4

Know 1: HatusHbiin CD138: anuton BB4 mexay GAG

MRRAALWLWL CALALSLQPA LPQIVAINLP PEDQDGSGDD SDNFSGSGAG ALQDITLSQQ TPSTWKDIQL LTAIPTSPEP TGLEATAAST STLPAGEGPK
EGEAVVAAAV EPGLTAREQE ATPRPRETTQ LPTTHLASTT TATTAQEPAT SHPHRDMQPG HHETSTPAGP SQEGEAVVLPEV EPGLTAREQE ADLHTPHT
EDGGPSATER AAEDGASSQL PAAEGSGEQD FTFETSGENT AVVAVEPDRR NQSPVDQGAT GASQGLLDRK

EVLGGVIAGG LVGLIFAVCL VGFMLYRMKK KDEGSYSLEE PKQANGGAYQ) KPTKQEEFYA

KnoH 2: HatueHblit CD138: anuton BB4 8 JMD

MRRAALWILWL CALALSLQPA LPQIVATNLP PEDQDGSGDD SDNFSGSGAG ALQDITLSQQ TPSTWKDTQL LTAIPTSPEP TGLEATAAST STLPAGEGPK
EGEAVVAAAV EPGLTAREQE ATPRPRETT( LPTTHLASTT TATTAQEPAT SHPHRDMQPG HHETSTPAGP SQADLHTPHT EDGGPSATER AREDGASSQL
PAARGSGEQD FTFETSGENT AVVAVEPDRR NQSPVDEGEAVVLPEV EPGLTAREQEQGAT GASQGLLDRK EVLGGVIAGG LVGLIFAVCL VGEMLYRMKK
KDEGSYSLEE PKQANGGAY(Q KPTKQEEFYA

Know 3: HatusHbiit CD138: anuton BB4 Bbiwwe v 6nu3ko k moandukaumm GS

MRRAALWLWL CALALSLOPA LPQIVATNLP PEDQDGSGDD SDNFSGSGAG ALQDITLSQQ TPSTWKDTQL LTAIPTSPEP TGLEATAAST STLPAGEGPK
EGEAVVAAAV EPGLTAREQE ATPRPRETTQ LPTTHLASTT TATTAQEPAT SHPHRDMQPG HHETSTPAGP SQADLHTPHT EDGGPSATER AAEDGASSQL
PAAEGEAVVLPEV EPGLTAREQ EGSGEQD FTFETSGENT AVVAVEPDRR NQSPVDQGAT GASQGLLDRK EVLGGVIAGG LVGLIFAVCL VGEMLYRMKK
KDEGSYSLEE PKQANGGAYQ KPTKQEEFYA

GelG



OUT.6C

Know 4: HatueHblit CD138; anuton BB4 Huxe CS

MRRAALWIWL CALALSLQPA LPQIVATNLP PEDQDGSGDD SDNFSGSGAG ALQDITLSQQ TPSTWKDTQL LTAIPTSPEP TGLEATAAST STLPAGEGPK
EGEAVVAAAV EPGLTAREQE ATPRPRETTQ LPTTHLASTT TATTAQEPAT SHPHRDMQPG HHETSTPAGP SQADLHTPHT EDGGPSATER AAEDGASSQL
PAAEGSGEQD FTFETSGENT AVVAVLPEVE NQSPVDQGAT GASQGLLDRK EVLGGVIAGG LVGLIFAVCL VGFMLYRMKK KDEGSYSLEE PKQANGGAY(Q

KPTRQEEFYA

KnoH 5: HatueHblit CD138: anuton BB4 Hxe CS

MRRAALWLWL CALALSLQPA LPQIVATNLP PEDQDGSGDD SDNFSGSGAG ALODITLSQQ TPSTWKDTQL LTAIPTSPEP TGLEATAAST STLPAGEGPK
EGEAVVAAAV EPGLTAREQE ATPRPRETTQ LPTTHLASTT TATTAQEPAT SHPHRDMQPG HHETSTPAGP SQADLHTPHT EDGGPSATER AAEDGASSQL
PAAEGSGEQD FTFETSGENT AVVAVEPDRR NQLPEVEGAT GASQGLLDRK EVLGGVIAGG LVGLIFAVCL VGEMLYRMKK KDEGSYSLEE PKQANGGAYQ

KPTKQEEFYA

Gel9
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CasbiBaHne CD138 Ha noBepxHOCTH 5. CasbiaHue pactsopumoro CD138
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