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OIIMCAHVE WM3OEPETEHNA

AHTUTEJIA K GPRC5D, BUCIHELUSPNUYECKUE AHTUI'EHCBASBBAIONME MOJEKYIJIB,
KOTOPHE CBASEBAIT GPRCS5D UM CD3, U UX IIPMMEHEHUE

[lepekpeCTHEe CCRUIKM Ha CMeXHHe MBo0peTeHus

Hacrodamasa 3aaBkKa MCIpalliBaeT [IperMyIIeCTBO 1o
npeIBapUTeNIbHOY 3asBKe Ha mnarTedHT CIA C CepuUMHBEM HOMepoM 62/364
811, momanHoM 20 wumiogasg 2016 . IoJHOe coIepXaHMe YIOMAHYTOM BHIIE
3a4BKM IIOJHOCTBK BKJIOUEHO B HACTOAMMM HOOKYMEHT IIyTeM CCHUJIKU.

[lepeueHb HOCIEOOBATEJILHOCTEM

PaccMaTpuBaeMas B JIaHHEM MOMEHT 3asBKa COIOEPXUT I[epedeHb
IIOCJIENOBATEJNBHOCTEN, TMpPelNCTaBJeHHHN B S3BJIEKTPOHHOM BUMIe B dopMaTe
ASCII u B TIIOJIHOM OOBLeMe BKJIOUEHHHEM B HaACTOANMM IJOKYMEHT IIyTeM
CCEUIKM. Kommsa yKaz3aHHOTO IlepeuHsa B ¢opmaTe ASCII, cos3maHHasa 28
moHsa 2017 r., HasmBaeTcda PRD3422USNP SL.txt m wmmeer pasmep 57
673 Baur.

O6nacTe TeXHUKU

NszobpeTeHue, IpencTaBJIeHHOE B HacTOAlleM OOKYMEHTE,
OTHOCHTCS K  MOHOKJIOHAJIBHEM  aHTUTeJlaM, KOTOpPEE  CIeUnduueCcKu
CBA3HBAKT CONPSXeHHHN C G-0eJKoM pelenTtop, kjJacc C, Tpynmna b5,
uJjleH D (GPRC5D) , MYJIbTUCIIEUNIUYTE CKMUM aHTuTeJIaM, KOTOpPHE
cliemmpuuecku cBA3peaT GPRCSD m kjacTep muddpepeHumporkmn 3 (CD3),
1 crocofaM NpOooyUMpPOBaHUA U IIPUMeHEeHMUS OIMCAHHEX aHTUTeJI.

[IpeOIOCHNIKM COBIOaHUS MB00peTeHUs

MHOXeCcTBeHHasa MMeJioMa (MM) nOpencTaBiageT coBoM BTOPYK TIIO
PaclIpOCTPaHeHHOCT TI'eMaTOJIOIMUEeCKYK 3JI0KaYeCTBEHHYK OIYyXOJb WU

cocTaBygeT 2% OT BCex CJiydaeB CMepTM OT paka. MM HOpenOcTaBiIgeT

cobomn reTepOl'eHHOe 3aboJieBaHue n BHI3EIBAETCHA yame BCeTO
TPaHCIIOKalV AMA XPOMOCOM, cpenu npouero, T(11; 14),t(4;
14),t(8;14),del (13),del (17) (Drach et al., (1998) Blood

92 (3):802-809; Gertz et al., (2005) Blood 106(8):2837-2840;
Facon et al., (2001) Blood 97(6): 1566-1571). V¥V naumMeHTOB C MM
MOTYT BO3HMKATE pPa3JIMUHEE CBA3aHHEEe C 3aboJieBaHMEeM CUMMIITOMEL 10

IIpM4YrHeE MH@MHpraLU/H/I KOCTHOI'O MO3T'a, ,HeCprKLU/Ieﬁ KROCTH, [IOUeUHOM



HeJOCTaTOYHOCTH, MWMMYHOIeQUIMTa M IICUXOJIOTMUEeCKOTO HaBJIEHUS B
CBA3M C JIMarHo30M paka. Ilo cocrtogHmio Ha 2006 1©m. b5-JjleTHAs
BEIKMBAEeMOCTEL IHpu MM cocTaBJadaja OpUOIM3UTEIIBHO 34%, M 3TO
yKaseBaeT Ha TO, d4Yro MM gBJgeTCsa TPYIOHOM3JIEUMMEIM 3a00JieBaHueEM,
KOTOpoOe B HacTodlee BpeMsd He JIeuuTCHd.

ConpsaxeHHEM C G-0ejJlkoM pellenTop, kijacc C, rpynma 5, ujgeH D

(GPRC5D) - BTO CHUPOTCKMUM, aTunuuHuait GPCR kJjacca C, BIEpPBHE
UoeHTUOUIIMPpoBaHHEM B 2001 1. (Brauner-Osborne et al. Biochim
Biophys Acta. 1518(3):237-248, 2001). GPRC5D wu gmpyrue GPCR

TPpyHIH 5 WMMelT HeOOHBHUHO KOPOTKMEe aMMHOTEepMMHAJIbBHEE OOMEHH [IJI
pelenTopoB kjacca C M, CIeOOBaATeJIEHO, IIPencKasyeMo ABJANTCA
KOHGOPMALIMOHHO aHaJOTMUHEIMUA pelenTopam KJjacca A. B S5TOM
OTHOWEHVM OHM YHUKAJILHE, MUMeA TOMOJIOTHUK IIOCJEeOOBATEJILHOCTU K
GPCR kjlacca C MM IIPOTHOZUPYEMYK CTPYKTYPHYID TOIOJOIMKL, CPaABHUMYI
C peLenrTopamMmM kjacca A. OyHKUMOHAJIBHEE IIOCJIEeOCTBMA AaKTUMBAallUU
GPRC5D omnmcaHH He OHIIM, M JMI'aHIO ocTaeTcd HeM3BeCTHHM. ['€H MMeeT
TPpM 5SK30HaA ¥ pPaclOoJIoXeH Ha xXpomocoMe 12pl3.3 y JmomeM. PellenlTop
GPRC5D 4aBJyisieTCd BEHCOKOKOHCEPBATUBHEIM CpPelV pPas3JIMUHHEX BUIOOB U
nMeeT 92% UOEeHTHMYHOCTE ¢ GPRC5H5D aBpaHCKOI'O MaKaka.

MPHK GPRC5D IperMymeCcTBEeHHO DKCIpeccHUpyeTrcda BO BCcexX
3JIOKAQUECTBEHHEX I[IJIa3MaTUUECKUX KJIeTKaX, I[IOJIYUEHHEX OT IIalMeHTOB
¢ MM (Atamaniuk JA et al. Eur J Clin Invest 42(92) 953-960; 2012;
Frigyesi-blood and Cohen, et al. Hematology 18(6): 348-35;
2013). Orcmnpeccusa GPRCLHD paziauuaeTcsa cpelM IIalUMEeHTOB M XOPOLO
KoppeMpyeT C HaTpy3KOoM MIJIasMaTUUeCKMX KJIEeTOK M TeHeTudeCKUMU
abeppaumaMM, TakKuMM kKak »ejgeumsa Rb-1 (Atamaniuk JA et al. Eur J
Clin Invest 42(9) 953-960; 2012).

Takasa MCKJIIIOUNTeJILHAa A SKCIpeccus GPRC5D Ha JIVTHUUA
IJIasMaTUUeCKUX KJIIeTOK yKas3HBaeT Ha TO, UTO OH ABJIAETCS MIeaJIbHOM
MUIMIEHB IJIA [IPOTUBOMUEJIOMHEIX aHTUTEJI.

KpaTkoe muBIoXeHMUE

B HacTmodmeM JOKyMeHTe IpeljalaldTcd aHTUuTesa, ClheuuduuecKu
ceaseBammmecda ¢ GPRCLHD, a TakXke MX aHTUIEHCBA3HBaKIMe Qpal'MeHTH.
Taxxe OIMUCEBAKTCA POLOCTBEHHEE INOJIMHY KJIEOTUIEL, CIIOCOOHHE
KOoIMpOBaTh NpenJjoXeHHLIe GPRC5D-crnienupnueckue aHTUTeJa n

AHTHMI'€eHCBA3BBaKImne (]_)paI‘MeHTBI, KJIEeTKNM, SKCIIpeCCHpyrmre



NpenJyioXeHHEe aHTUTeJla WM aHTUTEeHCBA3SHBawiMe (parMeHTH, a TakKxe
COOTBETCTRYKIIME BEKTOPH M MeUeHHEEe C BO3MOXHOCTBIR OOHApPYyXeHMI
aHTUTEeJIa WM aHTUTEeHCBA3HBaKIMe (parlMeHTH. BoJjiee TOTO, OIMCAaHH
CIIOCOOH TIPUMEeHEeHUA TIPEeNOJIOXEHHEX AaHTUTEeJl ¥ AaHTUTEeHCB A3EBAaKIMX
dparMeHTOB. Hanpuwmep, GPRCL5D-cnenupmuueckue aHTUTEJa u
AHTUTEeHCBASHEaKIME (parMeHTH MOXHO MCIOJIBE30BATE OJA IOUATHOCTUKU
W KOHTPOJIA [IpoIrpecCcUpoBaHmd, perpeccumn WJIn CTadUILHOCTHU
TeueHMA paka C 5BKcOpeccued GPRCSD; 1nya omnpelnesieHMs TOTO, CJHeOyeT
JIM IIPOBOIOUTL JIeUeHMEe paka Yy INallMeHTa; WM OJ4d OlIpenejieHuda TOoro,
IopaxeH JIM MHIOMBMI PaKoOBHIM 3abojieBaHMeM C »KcOpeccued GPRCLHD wu,
cJjlenoBaTeJIBHO, OTBETUT JIM OH Ha JeueHue GPRCLOD-cneumpmueckKmM
[IPOTUBOPAKOBEM [pernapaToM, Halpumep MYJIE TUCTIe UMY e CKUMA
aHTuTeJlaMu K GPRCLHD m CD3, OIMCAHHBIMM B HACTOAINEeM IOKYMeHTe.

Tarkxe B HaCcTOAlleM OOKYMeHTe npenjaramnrcAd
MYJIE TUCTIEIUOUUECKME aHTUTeJla, WMMMYyHOCHelMdMUeCKM CBA3HEBaKIMMUeCd C
GPRCLHD m CD3, a Takxe UX MYyJbTHCIeUMPUUEeCKre aHTUIeHCBSI3HBAKIIMe
bparMeHTH . Tarkxe ONIMCHBAKNTCHA POLOCTBEHHEE [IOJIMHY KJIEOTULEL,
CIIOCODOHEE KOIVMPOBATEH MNIPENOJIOXKEHHEE MYJIbTUCIeUUPUUEeCKMe aHTUTeJla K
GPRCL5DxCD3, KJeTKM, BKCIPecCCcHUpyRIMe MNIPeIJIOKEHHHE aHTUTEeJa, a
Takxe COOTBETCTBYKIINE BEeKTOPEL u MEeUeHHEIE C BO3MOXHOCTEIO
ODHaAPpyXEeHUSA MyJIbTUCTIelnOUUIeCKMe aHTUTeJla. BoJjiee ToOIo, OIMCAaHH
CIIOCOOH  TIPUMEHEeHMSA NPEeJIOXEHHEX  MYJIbTUCIEeIUPUUEeCKX  aHTUTeI.
Hanpuwmep, MYJIE TUCTIeUIUUe CKUE aHTUTEJa K GPRC5DxCD3 MOXHO
MCIIOJB30BaThE OJIA OUMATHOCTUKM MJIM KOHTPOJIA [IpOoT'pecCHUpOBaHUA,
perpeccumM MM CTadbUIBHOCTM TeueHUA paKa C DPKcopeccuen GPRCLHD;
oJ4d ollpenejleHMd TOI'o, CJenyeTrT JiM IIPpOBOOUTL JIeUeHMe paka VY
rnalMeHTa,; WM LOJ4 OolpenejieHrd TOI'O, I[IopaXeH JIM MHIOMBUI PaKOBEM
3aboJieBaHMeM C D2KcOpeccuerr GPRCHD, u, cJjenoBaTeJIbHO, OTBETUT JIM
OH Ha JieueHMe GPRCLOD-crneuudmnueCKrMM IPOTHMBOPAKOBEM IIpellapaToM,
HallpUMep, MYJIb TUCIIeIUPUU e CKUMU AHTUTeJIaMUu K GPRC5DxCD3,
OIIMCAHHEIMM B HACTOLIleM IOOKYMEHTE,

GPRC5D-crnielmpmnueckme aHTUTEJIA

B HacTOoAmeM OOKYMEeHTe OIMCHBAKTCAd BHIOEJIEHHLEE aHTUTeJa U
AHTUTeHCBA3HBaKIMeE QpPaTlMeHTH, CHelupuueckme B oOTHomeHuu GPRC5D.
B HEeKOTOPHX BapraHTax OCYIEeCTBJICHUA GPRC5D-crieuunpnueckue

aHTUTeJla W aHTUIeHCBA3HBawlMe QpalMeHTH CcbBaA3bBalTca ¢ GPRCSHD



eJIOBEKa.

B

crieudpmUuecrme

CBAS3EBIBAKTCHA

C

HeKOTOPEIX

aHTHTeJla

GPRC5D uyeJioBeka

BapMraHTax OCymeCTBJIEHN A GPRCL5D-
u AHTUTEeHCBA3EBAKIMEe bparMeHTH
u GPRCL5D 4gBaHCKOT'O MakKaka. B

HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa

1 aHTUI'eHCBASIEBIBakIMe

oCcTaTKaMM

rnocjiegoBpareJibHoCcTL SEQ ID NO.

IIOJINIIeIITV O a ,

bparMeHTH

22.

CBAS3EBIBAKTCHA

MermeIro

C OIHMM WM ©OoJiee

AMVHOKMCIIOTHYO

GPRCL5D-cnienmmpmnueckoe aHTUTEJIO

VIV aHTUTEHCBA3HBALIMM QpaTMeHT MOTYT MHOYLUMPOBAaTE ADCC in vitro

C kKOHULeHTpauue# ECsg,

cocTaBJgomer 28 HM MM MeHee.

B rTabmmnue 1 nOpencrabBlieHa CBOOHad MHOopMalUMsa O IIpUMepax
HeKOTOpHxX GPRCLHD-cnequduueckmux aHTUTeJl, OIMCAHHEX B HaCTOAlleM
OOKYyMeHTe.

Tabauiza 1. IocnenorarenbHoOCTM CDR MOHOKJIOHAJIBHEHX aHTUTE,

ofpaBoOBaHHHX K ueJioBeuecKoMy GPRC5D

73)

ID HC-CDR1 HC-CDR2 HC-CDR3 LC-CDR1 LC-CDR2 LC-CDR3
SYATIS GITPIFGTANYAQ | ESRWRGYKLD RASQSISSYLN | AASSLQOS [QQSYSTPLT
GC5B81 (SEQ ID NO| KFQG (SEQ ID (SEQ ID NO (SEQ ID NO (SEQ ID (SEQ ID
1) NO 5) 9) 13) NO 16) NO 19)
GC5B465 NYWMS GISYSGGSKYYAS | AAFDFGRRAVRL | RASQSTISSYLN [ AASSLIQS [QQSYSTPLT
GC5B5S7 | (SEQ ID NO| SVKG (SEQ ID |D (SEQ ID NO (SEQ ID NO (SEQ ID (SEQ ID
2) NO 6) 10) 13) NO 16) NO 19)
GC5B483 SYFIG ITIYPGKSDTRYSP | VYSFGGRHKALFE | RASQSVSSYLA DASNRAT [QQRSNWPLT
GC5B599 | (SEQ ID NO| SFQG (SEQ ID DY (SEQ ID (SEQ ID NO (SEQ ID (SEQ ID
3) NO 7) NO 11) 14) NO 17) NO 20)
GC5B596 GYTMN LINPYNSDTNYAQK| VALRVALDY KASQNVATHVG SASYRYS [QQYNRYPYT
(SEQ ID NO|LQG (SEQ ID NO| (SEQ ID NO (SEQ ID NO (SEQ ID (SEQ ID
4) 8) 12) 15) NO 18) NO 21)
DYGMH ATKYSGGSTYYADS| RAESGPGLDY |KSSQSVLYSSNNK| WASTRES [QQYYSTPLT
(SEQ ID NO|VKG (SEQ ID NO| (SEQ ID NO NYLA (SEQ ID (SEQ ID
GC5B382
6l) 67) 72) (SEQ ID NO NO 78) NO 80)
98)
NYWMS GISYSGGSKYYADS|AAWDFGRRAVRL | RASQSTISSYLN [ AASSIQS [QQSYSTPLT
(SEQ ID NO|VKG (SEQ ID NO DY (SEQ ID NO (SEQ ID (SEQ ID
GC5B379
2) 28) (SEQ ID NO 13) NO 16) NO 19)
30)
SYWIG ITIYPGDSDTRYSP | IGFYGRSFRIFD| RASQSVSSYLA DASNRAT [QQRSNWPLT
(SEQ ID NO| SFQG (SEQ ID Y (SEQ ID NO (SEQ ID (SEQ ID
GC5B373
27) NO 29) (SEQ ID NO 14) NO 17) NO 20)




ID HC-CDR1 HC-CDR2 HC-CDR3 LC-CDR1 LC-CDR2 [LC-CDR3
SYWIG IIYPGDSDTRYSP |VYSFGGRHKALFD| RASQSVSSYLA | DASNRAT |QORSNWPLT
(SEQ ID NO| SFOG (SEQ ID Y (SEQ ID NO (SEQ ID (SEQ ID
GC5B376
27) NO 29) (SEQ ID NO 14) NO 17) NO 20)
11)
GYAMS ATSGSGGSTYYADS|VDRSFGRSRYTL | RASQSVSSYLA | DASNRAT |QQRSNWPLT
(SEQ ID NO VKG DY (SEQ ID NO (SEQ ID (SEQ ID
GC5B385
62) (SEQ ID NO (SEQ ID NO 14) NO 17) NO 20)
68) 74)
SYGIS GIIPIFGNINYAQ | VSRRFKRFAYYF [KSSQSVLYSSNNK| WASTRES [QQYYSTPLT
GC5B370 | (SEQ ID NO KFQG DY NYLA (SEQ ID (SEQ ID
GC5B598 63) (SEQ ID NO (SEQ ID NO (SEQ ID NO NO 78) NO 80)
69) 75) 98)
GYSFTGYTMN| LINPYNGDTN VALRVALDY KASQONVATHVG | SASYRYS [QQYNRYPYT
GC5B602 | (SEQ ID NO| (SEQ ID NO (SEQ ID NO (SEQ ID NO (SEQ ID (SEQ ID
64) 70) 12) 15) NO 18) NO 21)
SYAMS ATSGSGGSTYYADS| SNFLPVVEDY | RASQSVRKSLA | TASNRAT |QQYFRAPIT
(SEQ ID NO VKG (SEQ ID NO (SEQ ID NO (SEQ ID (SEQ ID
GC5B603
65) (SEQ ID NO 76) 95) NO 79) NO 81)
68)
GFSLTSYNVH| VIWAGGSTNYNSA | DGIRLRFAY KASQONVATHVG | SASYRYS [QQYNRYPYT
(SEQ ID NO 1MS (SEQ ID NO (SEQ ID NO (SEQ ID (SEQ ID
GC5B601
66) (SEQ ID NO 77) 15) NO 18) NO 21)
71)
B HeKOTOpPHX BapMaHTax OCYIECTBJeHMA HOpenjgaraercsa GPRC5HD-
crieuMdMUecKoe AaHTUTEeJIO WIM eT'0 aHTUTeHCBA3HBalmui  dparMeHT,
comepxamme TAXeJIYKR Ilelb, conepxamywn CDR1, CDR2 wu CDR3 mwboro

OOHOT'O M3 aHTUuTeJI,

ONIMCaHHEX B Tabauie 1.

B HEeKOTOPEX BapMaHTax

OCYIMEeCTBJeHUA Npenjaraerca GPRCLHD-cneumdmueckoe aHTUTEJIO MM €TI0

AHTUTEeHCBA3HBALINUY QpaTlMeHT, CcoIepXallMy TAXeJIYyD lLelb, CcoIepXallyio
CDR1, CDR2 m CDR3 modoro OIHOTO M3 AaHTUTEJI, OIMCAHHEX B Tabjuile
1, m Jjerkyw lLenk, comepxamyo CDR1, CDR2 m CDR3 mmoboro OOHOTO U3
aHTuTes, OIIMCaHHEIX B Tabanilie 1. B HEeKOTOPHX BapuaHTax
OCVyIIeCTBJIEHUI, OIIMCAHHEIX B HacTogleM OOKYMEHTe, GPRC5D-
crieupmUuecroe AHTUTEJIO W ero AHTUT eHCB A 3HB a1 bparMeHT
KOHKYypHUPpYyeT 3a CBA3HBaHMUE C GPRC5D C aHTUTEJIOM Wi
AHTUT'€HCB A35B allM bparMeHTOM, comepXxallnm T AKEJIVIO e,
comepxamyrw CDR1, CDR2 m CDR3 mnmob0oro OOHOTO M3 aHTUTEJ, OINMCAaHHHX

B Tabauue 1, M Jerkyw Lelb, conepxamyilo CDR1, CDR2 m CDR3 smwodoro



OOHOTO M3 aHTUTEJ, OIMCaHHEX B Tabiuie 1.

Knmacc IgG y JmomeW »OeJquTCca Ha dYeTHpe wMszoTuna: IgGl, IgG2,
IgG3 m IgG4. OHu uMenT Oo0Jee ueM 95% TOMOJIOTMIO B aAMUHOKMCIIOTHOM
NOCIenOoBaTeJIEHOCTHY obJyacTen Fc, HO oBramamnT CYIleCTEeHHBEIMHA
O TJNIUYUY AMU B AMMHOKMCJIOTHOM  COCTaBe " CTPYKTYpPEe mapHUPHOM
oBnacTm. OBjacTe Fc onocpenyeT 50OeKTOpPHEE OQYHKUIWM, HalpUMep
AHTUTEJIO3aBUCUMYK KJIIETOUYHOOIIOCPEOOBaHHYK IMTOTOKCUMYUHOCTE (ADCC)
M KOMILJIEMEHT3aBUCUMYK LIUMTOTOKCHMYHOCTE (CDC). Ilpm ADCC objacte Fc
aHTUTeJla CBA3HEBaeTcda C Fc-penenropamu (FcgR) Ha T[TOBEpPXHOCTH
SOOEKTOPHEIX MMMYHHEIX KJIETOK, HalpUMep eCTeCTBEHHHX KUIIJIEPOBR U
MakpodaroB, UTO IIPUBOIOIMT K (arouuTo3y U JIM3UCY KIeTOK-MHUIIeHeN.
[lpm CDC aHTHUTeJla YHUUTOXAKT KJIEeTKUM-MUIIEHU, 3allyckKasgs Kackan
peakumm KOMILJIEMEHTA Ha KJIETOUHOM MOBEPXHOCTH. AuTurena,
ONMCAaHHEIE B HaCTOMAMEM OOKYMeHTe, BKIDUAT B cebd aHTUTela C
ONIMCAHHEIMM OCODEeHHOCTSIMM BapuabeJIbHEX ITOMEeHOB B KOMOMHALUMUM C
JIIOOBIM M3 M30THUIIOB  1JG, BKJIOUAS MOOUGUIIMPOBAHHEE BEepCUHU, B
KOTOPHX [MOCIEeOOBATEJIEHOCTE FC MOOMOUIIMPOERaHa C LeJb BJIMAHMA Ha
paszanudbe 50OeKTOPHEE QYHKIUUA.

[Tpmn MHOTUX BUIOaX nprUMeHeHU g TeparleBTUUeCKUX AHTUTEJI
OIIOCPeloOBaHHLE Fc 5dbbeKTOPHEE OYHKLIUM He ABJIAKTCHA JacThbIo
MexaHM3Ma OeMcTBUA. OTU olocpeloBaHHHe Fc sddexTopHHe OQYHKIUU
MOTYT OHITH BpeIHBMA " NOTeHUIMAJILHO npencTaBJIsaTh YyTpo3y
0e30rIacCHOCTM, BHS3HBaAA TOKCUUHOCTEL, He CBA3AHHYKD C MeXaHM3MOM
OeiCTBUA. N3MeHUTE 5dbbeKTOPHEE OYHKLIUU MOXHO nyTeMm

KOHCTPYMPOBaHNMA oBJjlacTe Fc mis YMeHBIIeHMA MX CBA3BBaAHMA C FCgR

VIV barTOopamMm CUCTEMEL KOMILJIEMEHTA . CBA3HBaHME IgG C
AKTUBUDYIIMUMHI (FcgRI, FcgRIIa, FcgRIIIa n FcgRIIIDb) n
VHIUOUPYIOLVMM (FcgRIIb) pelenrTopamMm FcgR VI C [IEPBHEM

KOMIIOHEeHTOM KoMIrueMeHTa (Clg) 3aBMCHUT OT OCTATKOB, pPa3MEleHHHX B
mapHUpHOM of6JacTy M B JoMeHe CH2. B IgGl, IgG2 um IgG4 Ooum
BHeIpeHH MyTalMM OJS CHWXeHMS WIM I»OpekpameHmusda QyHKUuMM Fc.
AHTHTeJla, OINMCAHHHE B HaCTOANEM OOKYMEHTe, MOTYT BKJKOUaATh B cebd
2TY MOIMOUKALINMA .

B onHOM BapMaHTe OCYWECTBJIEHUSA aHTUTEeJIO COOepXUT ofJlacThb
Fc, obnamanomyn OIHMM MWJIM 0OoJiee U3 CJAeOYRIMUX CBOWCTE: (a)

CHMXeHHOV 5»ddekTopHOM OOYVHKIMEM I[I0 cpaBHeHMI C ucxomHow Fc; (b)



cHMXeHHOV addmHHOCTBIO K Fcg RI, Fcg RIIa, Fcg RIIb, Fcg RIIIb
u/mam  Fcg RIIIa; (c) cHMXeHHOV  addmHHOCTBIO K  FCgRI; (d)
CHMWXeHHOV adduHHOCTBID K FcgRIIa; (e) cHMXeHHOM ad®dMHHOCTBID K
FcgRIIb; (f) cHmwxeHHOM addmHHOCTBEIL K Fcg RIITIb mam (g) CHWKEHHOU
apdmuHOoCTEID K FcgRIITa.

B HEKOTOPEIX BapMuaHTax OCyWeCTBJIEHN A aHTHUTeJla WU
AHTUTEeHCBA3HBaKMMe ©QparMeHTH OpPedCcTaBJaALRT cobor IgG wmIM eTro
IPOM3BOOHEE, HallpuMep ws3oTunu IgGl, IgG2, IgG3 u IgG4. B
HEeKOTOPHX BapuaHTax OCYWeCTBJIEHKA, B KOTOPHEX AaHTUTEJIO MVMeeT
usoTun IgGl, aHTUTEeJIO COHOEePXUT 3aMeHy (-u) L234A, L235A u/umm
K409R B ofbjact Fc. B HeKOTOPHX BapMaHTax OCYWMEeCTBJIEHUSA, B
KOTOPEIX aHTUTEeJIO WMeeT wu30TUIl 1gG4, aHTUTeJIO COOEepXUT 3aMeHEl
S5228P, L234A wm L235A B ob6jactu Fc. AHTHTela, OIIMCaHHEE B
HacTodAlleM OOKYMeHTe, MOI'yT BKJIKOUATL B Ccefda DTU MOOUOUKALMM.

Hapsany ¢ onmcaHuaeMu GPRCOD-cnenmpmueckuMr aHTUTEJaMM U

AHTHIT' €HCB A3BB all MM @paI‘MeHTaM_T/I TarKxe InpenojiaranTcAd
TIIOJIMHYKJICEO TV IO HEIE IIoCJjiefoBaTeJIEHOCTH, CrioCcoOHEEe KOIOIMpOoOraThk
OIIMICaHHEIE aHTHTeJla " AHTHMI'€eHCBA3BBaKImne (]_)paI‘MeHTBI. Taxkxe

npemjaramnTca BeKTOPH, CcomepXallMe OIMCAaHHBEE IIOJIMHYKJIEOTMIE, a
TaKXe KIETKM, BKcOpeccupyiomme GPRCLD-cneumdmueckre aHTUTEJA WK
AHTUTEeHCBA3EBAKIMEe bparMeHTH, [IpenJIOXeHHEIe B HaCcTOAlleM
OOKyMeHTe. KpoMe TOTO, ONMCaHH KIETKU, CIOCOOHHE SKCIPeCCUPOBAaTH

OIIMCaHHEIE BEKTOPH. OTM KJIETKM MOTYT IIpenoCcTaBJIATE cobo¥ KJIeTKM

MJIEKOIIUT AKX (HanpuMep, KJeTkn 293F, kJeTku  CHO), KJIETKHU
HaCeKOMHX (HanpuMep, KJIETKHA St7), KJIETKHA OpOXXKel, KJIETKHA
pacTeHUMM MM OakTepualZibHBEE KIeTKM (Hamopumep, E. coli). OnmucaHHBe

QHTUTEJIa TakKXe MOT'YyT NPpOOYyLUMPOBATHLCA I'MOPMIOMHEMM KJIETKAMM.

Cniocofbn npuMeHeHMsi GPRCS5D-crnelnmomuecKmMx aHTUTEI

TaxkXe OIMCHEBAKTCA CIOCOOH IIpuMeHeHMa GPRCLD-crneumupmnyueCcKkmx
QHTUTEJI WJIM aHTUTEHCBAZEBAKINX (parMeHTOoB. KOHKpeTHHE aHTUTeJa
OJId IIpUMeHeHUA B crnocobax, ONMCAHHEX B IJTaHHOM pasiesie, BKJIOUAKT
TaKOBHEe, uMekmMe Hab®op CDR, ONMCAHHEM IOJOS aHTHUTeJd B Tabiauie 1.
HampumMmep, 5TM aHTHUTEJa WIM aHTUI'eHCBA3LBaKMMe (OparMeHTH MOTYT
IPVMMEHATLECA IIPM JIeUeHUM Ppaka OyTeM OJOKUPOBKM B3aMMOIEMCTBUM C
peuenTopoM GPRCS5D wmiam, KoI'Da aHTUTEJO KOHBOIMPYIT C TOKCHMHOM,

HaOpaBJIgad TOKCHMH K paky C D2kchopeccuert GPRCHD. Kpome ToTro, OaHHBE



aHTUTEJIa WM aHTUTEeHCBA3BBaKmMe O(QParMeHTH MOTYT I[IPMMEHATHLCHS OJdA
oOHapyXeHUsa HaJmuusa GPRC5D B OuojiorMueckoM ofpas3le, HalpuMep B
KPOBM WJIM CHBOPOTKE; IJS KOJMUECTBEHHOTO onpeldejieHna GPRC5D B
fuosiornuyeckoM ofbpaslle, HalpuMMep B KPOBUM WM CHBOPOTKE; OJIA
IMaTHOCTHUKM Ppaka C DKcOpeccuer GPRCSHD; onpenejyieHrda crocoba
JIeUeHM A VMHOUBULEG, IIOPaXEeHHOT O praxkoM; NN KOHTPOJIA
IpOTPeCcCUpPOBaHMa  paka Cc BKcOpeccumer GPRCLHD v MHIOIMBUIA. B
HeKOTOPHX BapMaHTax OCYMeCTBJIEHMS pakK C 5BKcopeccuer GPRCSD MoxeT
OpelICcTaBJIATE Ccobo¥ JuMMdoOMy, TakKyk Kak MHOXeCTBeHHasd MMueJioMa
(MM) . OmnMcaHHHE CIOCOOH MOXHO OCYmMEeCTBJATE OO TOI'O, KaK MHIMBUIL
[IOJIyUMT JedeHMre II0 I[IOBOAY paka C B5SKcopeccuel GPRC5D, Hanpumep
JeueHre MyJIbTUCIEUMPUUECKMM aHTuTeJoM kK GPRCOD m CD3. Kpowme
TOT'O, OIMCAHHEE CIOCOOEl MOXHO OCYWeCcTBJATL [IOCJe TOoro, Kak
VMHIMBUO [IOJIYUYMT JiedeHMe II0 TIOBOOYy paka ¢ BKcopeccuenm GPRCHD,
HalpuMep JiedeHUEe MyJbTHUCIIeUMPUUEeCKMM aHTuTejgoM K GPRCLHD m CD3,
OIIMCAHHEIM B HAaCTOAIMeM HOOKYyMeHTe.

OnmcaHHLEe CIIOCOOBEHL OBHapyXeHU I GPRC5D B OMOJIOTHNUECKOM
ofpaslle BKJIKOUAKLT BO3IeMCTBMe Ha OMOJIOTHMUeCKMM ofpas3ell OOHMM WU
Bojlee wm3 GPRCS5D-crneumMdrMUuecKMx aHTUTeJI WM aHTUIEeHCBI3LEBAIMX
¢parMeHTOB, OINMCAHHEIX B HACTOAIEM OOKYMEHTE.

OnmcaHHLEe CIIOCOOEl OMATHOCTHUMPOBAHMA  pakKa C DBKCIOpeccHuen
GPRC5D v MHIMBMIOA TakXe BKJIOUAT BO3OEMCTBME Ha 0OMOJIOTMUECKUN
oBpazell OIOHMM WM 0OoJiee mn3 GPRCSD-cneundmnueckmMx aHTUTEJ WK
AQHTUTEHCBA3ZHBAKINX (QparMeHTOB, OINMCAHHEX B HaCTO4lleM IOKYMeHTE;
OOHAKO CIIOCOOH TaKXe BKJIKOUAKT OllpellelieHMe KoJmdyecTBa GPRCHD,
IPUCYTCTBYKIIETO B obpaslie; CpaBHeHUE KOJIMUeCTBa GPRCLD,
OIPpUCYTCTBYIEero B obpasle, C M3BECTHHM CTAHITAPTHHEM WM STaJIOHHBM
oBpas3loM; M OIpelelleHMe TOT'O, IIoNalanT JM ypoBHUM GPRCLHD mHOMBMIA
B Ipelelitl ypoBHeM GPRCLHD, CBS3aHHHX C pakKoM.

Takxe B HaCTO4lleM OOKYMEHTEe OIMCAHH CIOCOOH KOHTPOJIA pakKa C
SKCIpEeCcCcuen GPRC5D N MHOIMBMIA. OrnmMcaHHEE CIIOCOBDEL BKJIOUAIT
BO3OEMCTBME Ha OMOJOTHMUeCKMM ofpas3ell OOHMUM WM 0Oojee mu3 GPRCLHD-
creunudmuueCcKmx AQHTUTET VI AHTUTEHCB A3HEB Al dparMeHTORB,
OTIMCaHHHEX B HaCTOAINeM IOOKYMEHTe; OolpelnejieHue KoJuuecTrBa GPRCHD,
OPpUCYTCTBYKIEeTro B ofOpas3lle, U CBA3aBIEeIOCA C aHTUTEJOM WMIM eI'o

AQHTUTEHCBA3ZHBAKIMM  (parMeHTOM; CpaBHeHUe KOJIMYeCTBa GPRC5D,



NIpUCYyTCTBYyKIero B o6pas3ue, JuOO C WMBBECTHHM CTaHOapPTHBEM WM
STaJIOHHEIM  0oBpasloM, JINBOo c KoJIMdecTBOM GPRC5D B 1nopmoBHOM

obpasle, IIOJIYyYeHHOM OT VMHIOVIBMIIOA PaHee;, u olipeneJjieHNre TOT'O,

ABJIATCA JIn YPOBHU GPRC5D Y MHIOIVUBUIA roxaszaTesraMmu
OporpecCUpoOBaHud, perpeccupoBaHmn g WU CTabUILHOTO TeueHnd
zaboJieBaHmAa Ha OCHOBAaHUMU Pa3HULIE KOJIMYeCcTBa GPRC5D B

CpaBHMBaeMEIX ofpaslax.

[TpoBHI, [IOJIYUYEHHHE oT VHIOVMBUOOB, NIpelCcTaBJIART cobom
fMoJIOTMYECKME TIPOOE, HalIpMMep MOUy, KPOBb, CHBOPOTKY, ILJIa3My,
CJIOHY, acClUMTHYK XWUIKOCTL, LIUPKYJIMPYIME KIETKM, LIUPKYJIMpYoIMe
OTIYXOJIEBEE KJIETKWU, KJIETKM, He CBS3aHHBEE C TKaHAMH, TKaHM,
XUPYPTUUECKM MCCEUEHHYI TKaHb OIIYXOJIM, MaTepuaJlel OMONICHM, IIPOOH,
[IOJIYyUeHHEe C IIOMOMbI TOHKOUTOJBLHOM AaCIMPalMOHHOM OUMOICUM WM
TUCTOJIOTUUYECKME IIperapaTH.

OnMcaHHLBIE GPRCL5D-cnienmnpmnueckme aHTUTEJa WU
AHTUT'eHCBA3HBaKIMEe QParMeHTH MOXHO MEeTUTHL OIMCAaHHBEMM clIocofaMu
WM IpyTUMHM crnoco®aMy, M3BeCTHBEMM CclelMralMcTaM B OaHHOM o6JacTH.
HampuMmep, aHTUTEeJa, OIMCaHHHE B HACTOAMEM JOKYyMeHTe, WM WUX
AHTUT'eHCBA3HEBaKIMe bparMeHTH MOXHO [IOMETHUTE pamnoakTUBHOM
MeTKOM, biyopeclUeHTHON  MeTKOM, SIMUTOIIHOM  MeTKOM, OMOTHHOM,

XpoMopopHOM MeTkoM, ECL-MeTkOM, OdepMeHTOM, pPYTeHMUEM, 111In—DOTA,

Hitn- IV TUIIeHTPUAaMUHIIEHTaYKCYCHOY KucjoTor (DTPA), IIepoKcuIason
XpeHa, meJIOUHOM bocdoaTasom u BeTa-TrajJakTo3unas3on, WJIn
MOJINTUCTUOVHOM, MM TIOOOOHEMM MeTKaMu, M3BECTHEMM B  OaHHOM
obrnacTu.

Habopr GPRCS5D-cneimdmuecCKmMx aHTUTEJ

B HaCcTOAlleM OOKYMEeHTe ONIMCHBAKNTCHA HabOopH, BRJIIOU A E
OV CAaHHEE GPRCL5D-cnienmnpmnueckme aHTUTEJa WU Ux
AHTUTEeHCBA3EBAKIMEe bparMeHTH . OnMcaHHLBIE HaboOpH MOXHO

MCIIOJIE30BAThH oJid OCVYIIeCTBJIEHUA criocobonB IIpMMEeHEeHM A GPRC5D-
CIIeumndpUIeCKMUx AHTUTEJ MJIN AHTUTEHCB S 3EB anliix bparMeHTOBR,
NpenyoXeHHBIX B HacToOAlleM  OOKYMEHTeE, MJIN OpYyTHUX criocobos,
M3BECTHEX ClIelMaJlMcTaM B »OaHHOM o6JacTM. B HeKOTOPHX BapuaHTax
OCYIIECTRBJIEHVA  ONMCAaHHEEe Habopel MOTYT BKJOUATE aHTUTEJa WU
AHTUTEeHCBA3HBaKIME QParMeHTH, OIMCaHHEE B HaCTOAlleM NOKYMeHTe, U

Peal'eHTH, IIpelHasHadYeHHEe OJIA IIPMMEHEHNMA B oéHapyerMM HaJIM4dMA
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GPRC5D B OuojiormdeckoM obpaslue. COOTBEeTCTEBEHHO, OIMCaHHBE HaDOPEH
MOTYT BKJIOUATL OIOHO WM OOJiee aHTUTEJ WM UX aHTUIEeHCBSAS3BEBALIMX
¢parMeHTOB, OIMCAHHHX B HaCTOAMlEeM OOKYMEHTe, COCyIn IOJ4d XpaHeHUA
QHTUTEeJIa WM QparlMeHTa, KOI'Ia OHM HEe MCIOJL3YRTCH, MHCTPYKLUUM II0
NIpMMEeHEHVK  aHTUTeJla WM  QpparMeHTa, QHTUTEJIO WM  dparMeHT,
VIMMOOUJIIM30BaHHEE Ha TRBepOoOn IIOOJIOXKE, u/Uim MeUeHHEe C
BO3MOXHOCTLI OOHaApyXeHMA QOpMBl aHTUTEeJa WIM (QparMeHTa, Kak
ONMCaHO B HACTOAlEM OOKYMEHTE.
MyneTHucneimbpmueckme auTUuTesia k GPRC5DxCD3

[TepeHanpasjeHue T-auMpoliMTor K MM-KJIeTKaM, 5BKCIPeCCHUPYRIMM

GPRC5D, [IOCPEenCTBOM KOMILJIEKCa TCR/CD3 IpencTaBJIgeT cobomn
IPUBJIEKATENbHEN  aJlbTEePHATUBHEM HoAOxon. KoMmmiekc  T-JIMMOOLMTOR
TCR/CD3 cocTouT U3 TreTepolrMmepa TCR anvda (o) /Gera ((B) mam TCR

TamMa (y) /mesbTa  (0), SKCOPECCUPYEMOTO Ha KJIETOUHOM I[IOBEPXHOCTU

COBMECTHO C KOHCTAHTHEIMM CyObemuumiiamu CD3, o6o3HauvuaeMuMM Kak
ramma  (y), @measTa (0), osocuioH (g), =sera () wm sTa  (M).
YejgioBeueckut CD3e oImcaH kak UniProt P0O7766 (CD3E_HUMAN) .

AuTuTesio K CD3g, oOIMCaHHOEe Ha COBPEMeHHOM YPOBHe TeXHUKH,
nopencTaBJigeT cobou SP34 (Yang SJ, The Journal of Immunology
(1986) 137; 1097-1100). SP34 pearupyeT c CD3 uejyloBeka M IIpMMaTa.
SP34 MOXHO IpuobpecTu B KoMmNaHuMM Pharmingen. JOHNOJHUTENBHOE
auTuTeJ 0 kK CD3, oIMCaHHOe Ha COBPeMeHHOM YPOBHe  TeXHUKH,
OpencraByggeT cobo UCHT-1 (cm. WO02000041474). JomoJHMUTeJILHOE
auTuTeJ 0 kK CD3, oIMCaHHOe Ha COBPeMeHHOM YPOBHe  TeXHUKH,
IpencraiBJisgeT cobom  BC-3 (Fred Hutchinson Cancer Research
Institute; UCIIOJIE30BaHHOEe B UCcJemoBaHuMax GVvHD  ¢dasm I/I1,
Anasetti et al., Transplantation 54: 844 (1992)) . SP34

omamnuaeTca oT UCHT-1 m BC-3 Tem, urTo SP-34 pacrnosHaeT BIMTOI,

OIPUCYTCTBYIMUM TOJbKO Ha &-lenu CD3 (cMm. Salmeron et al., (1991)

J. Immunol. 147: 3047), a UCHT-1 wu BC-3 pacrnosHaeT B»IUTOI,

cocToAmMUM U3 e- u Y-lelei. [locenoBaTeJIbLHOCTE aHTHTEeNa,
MOEHTUYHAS IOCJIeNOBATEJBLHOCTH aHTUTEeJa SP34, omnvcaHa B
W02008119565, W0200811956¢, W02008119567, W02010037836,
W02010037837 u W02010037838. ITocysenoBaTeJIbLHOCTE, Ha 96%

uoeHTHUHasa VH antuTesa SP34, ommcaHa B US8236308 (W02007042261) .
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B HaCTOAleM OOKYMEHTe OTIMCaHH BHIIIEJIEHHEE
MYJIbTUCIIEUUPUUECKHUE aHTuUTe A, CBARHBakmMecsa ¢ GPRC5D wm CD3
(«MyJIbTHCHeluupruuecKre aHTHUTeJla K GPRC5DxCD3») u X
MYJIE TUCTIEIUOUUECKME aHTUTEHCEA3HBawIMre (parMeHTE. B  HEeKOTOPHX
BapMaHTax OCYUEeCTBJIEHUA IIPEenJIOXeHO BHIOEJIEHHOEe AaHTUTEJIO WM €TI0
AHTUT eHCB A 3HB a1 bparMeHT, KOTOPHE VMMYHOCIIeUNPUUECKHU
cBAsEBanTCca ¢ GPRCHD.

B HeKOTOpHX BapMaHTax ocylmecTejieHnsa GPRCOD-creunpmuecroe
JIevyo MY JIE TUCTIEIUIUUECKOTO aHTUTeJa CBA3LHBAET yeJIoBeueCcKum
GPRC5D wm GPRC5D ABAHCKOTO Makaka. B HEeKOTOPHX BapraHTax
OCyIeCTBJIEHU A GPRCLHD-cneumnpmnuecroe [JIeYo MYJIb TUCIIEHUPUUTE CKUX
aHTUTEeJI K GPRC5DxCD3 Wi AHTUT€HCB A 3LIB AKX dparMeHTOB
CBA3LEIBaeTCHd C BHEKJIETOUHEM IOMEHOM GPRC5H5D JyeJIOBEeKa. B
NPpennouyTUTEJIbHEIX BapMaHTax OCYIleCTBIIEHU A MYJIE TUCTIeUOUUeCKOE
aHTUTEJIO K GPRC5DxCD3 Wi AHTUT eHCB A3HBakmmi pparMeHT
npencTaBpJgnT cobom Oucnenmudmuecroe AHTUTEJIO WU
AHTUTEeHCBA3HBAKMNUY (parMeHT. B HEeKOTOPHX BapMaHTax OCyleCTBJIeHUSA
npenjlaraeTcsa BHIOEJIEHHOE OHcHeumMpuueckoe aHTUTeJIo K GPRC5DxCD3,
comepxalmee: a) IepByKL Taxenywo Lenk (HC1); b) BTOpybR TSXeIyl Lelb
(HC2); «c) mneppyn Jerkyow uLens (LC1) wm d) BTopyw JeTKyw IlEelb
(LC2), mnpmuem HC1 wm LCl1 cHonapumBawnTcad C 00pa3oBaHMeM IIepBOT0
AHTUTEHCBASHBAKIIETO yyacTka, KOTOPHM VMMYHOCIIeUNPUUECKHU
cBAaseBaeT GPRCHD, a HC2 m LC2 cnapmpanTcsa C oBpas30BaHMEM BTOPRPOIO
AHTUTEHCBASHBAKIIETO yyacTka, KOTOPHM VMMYHOCIIeUNPUUECKHU
cealpBaeT CD3; wiIM ero oOucneuudpruueckuit ooparMeHT, CBABHBAMIUN
GPRC5DxCD3. B OIPYTOM BapMaHTe OCYIIECTBJIEHU A openjiaraercsd
BHIOEeJIeHHAad KJeTKa, DSKCIpeccupyllasd aHTUTeJ O WIM OJucneumduuecKumn
CBA3LBalmmi bparMeHT. B HEKOTOPEIX BapMaHTax OCYIleCTBIIEHU A
GPRCLHD-cBARHBAaKIES [1JIevuo (mm «GPRCHD-crneumnpnuecroe [LJIeuo»)
MyJIbETUCIIeIMIHUUIeCKOT0 aHTUTeJla K GPRCHDxCD3 moJiydyeHO M3 aHTUTella
Kk  GPRC5D, ONIMCAaHHOTO B  HacTodmeM IOKYMEHTe (HanpuMep, ns
auTurena, MMEeKIeTro IIOCJIEeDOBATEJILHOCTHU CDR, IIepeuncJIeHHEe B
Tabauie 1) .

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckoe
IIJIeYUO MYJIb TUCIIEHUNOUTE CKUX AHTUTEJI K GPRC5DxCD3 MJIn

AHTUTEeHCBA3HBaAKIMX GGparMeHTOB TIIpelcTaBJjgeT cobor IgG wmaM ero



12

IPOMBEBOOHEE ., B HeKOTOPHX BapMaHTax ocCylleCTBJIeHMA CD3-CceBa3bBanllee
[1JIevuo (mm «CD3-cneumnpnuecroe [LJIeuo») MyJIbE TUCTIe U PUUIECKOT O
anTuTeJla K GPRC5DxCD3 MoOJIYUeHO M3 MHEIIMHOTO MOHOKJIOHAJIBHOTO
aHTuTeyna SP34, MemmMHOTO M30THUNa 1gG3/gambma (K.R. Abhinandan and
A. C. Martin, 2008. Mol. Immunol. 45, 3832-3839). B HeKOTOPHX
BapMraHTax OCYIEeCTBJIEHUSA CD3-ce4A3HBaKllee [1JIevYo
MyJIbTUCIENNIHUUECKOTO aHTUTeJa K GPRCLHDxCD3 colepxuT OIMH IOOMEH
VH n ommH pnoMeH VL, BHOpaHHEEe M3 TaOIMUHE 2.

Tabauiza 2. TaxeJble LelM M Jerkue Lenu CD3-cneundrnueckoro

aHTHTeJla VM aHTUT'eHCBA3BBameIo (]_)paI‘MeHTa.

VH VL

CD3B219 (SEQ ID NO:99): CD3B219 (SEQ ID NO:100):
EVOLVESGGGLVQPGGSLRLSCAASGETEN |OQTVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSN
TYAMNWVROAPGKGLEWVARIRSKYNNYAT [YANWVOQOKPGOAPRGLIGGTNKRAPGTPARFESG
YYAASVKGRETISRDDSKNSLYLOMNSLKT |[SLLGGKAALTLSGVQPEDEAEYYCALWYSNLWVY
EDTAVYYCARHGNEGNSYVSWEAYWGQGTL |[FGGGTKLTVLGOPKAAPSVTLEFPPSSEELQANK
VIVSSASTKGPSVEPLAPCSRSTSESTAAL ATLVCLISDEYPGAVTVAWKADSSPVKAGVETT
GCLVKDYFPEPVIVSWNSGALTSGVHTEFPA [ TPSKOSNNKYAASSYLSLTPEQWKSHRSYSCQV
VLOSSGLYSLSSVVIVPSSSLGTKTYTCNV [THEGSTVEKTVAPTECS
DHKPSNTKVDKRVESKYGPPCPPCPAPEAA
GGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSQEDPEVOFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHOQDWLNGKEYKCKVSN
KGLPSSIEKTISKAKGOQPREPQVYTLPPSQ
EEMTKNQVSLTCLVKGEFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFLLYSKLTVDKS
RWOEGNVESCSVMHEALHNHYTOKSLSLSL
GK

Knmacc IgG y JmomeW »OeJquTCca Ha dYeTHpe wMszoTuna: IgGl, IgG2,
IgG3 m IgG4. OHu uMenT Oo0Jee ueM 95% TOMOJIOTMIO B aAMUHOKMCIIOTHOM
[IOCJIENOBATEJIEHOCTH obnacren Fc, HO oBnamanT CyleCTB&eHHEMU
OTJIIMUMAMU B aAaMMHOKMCJIOTHOM COCTaBe WU CTPYKTYpe  MapHUPHOM
oBnacTm. OBjacTe Fc onocpenyeT 50OeKTOpPHEE OQYHKUIWM, HalpUMep
AHTUTEJIO3aBUCUMYK KJIIETOUYHOOIIOCPEOOBaHHYK IMTOTOKCUMYUHOCTE (ADCC)

M KOMILJIEMEHT3aBUCUMYK LIUMTOTOKCHMYHOCTE (CDC). Ilpm ADCC objacte Fc
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aHTUTeJla CBA3HBaeTCcda ¢ Fc-peuenropaMmmu (FcgR) Ha TIIOBEPXHOCTU
SOOEKTOPHEIX MMMYHHEIX KJIETOK, HalpUMep eCTeCTBEHHHX KUIIJIEPOBR U
MakpodaroB, UTO IIPUBOIOIMT K (arouuTo3y U JIM3UCY KIeTOK-MHUIIeHeN.
[lpm CDC aHTHUTeJla YHUUTOXAKT KJIEeTKUM-MUIIEHU, 3alyckKkad Kackan
peakluMy KOMIIJIEMEHTa Ha KJIeTOUHOM INOBEPXHOCTHU.

[Tpmn MHOT'MX BUIax nprUMeHeHU g TeparleBTUUeCKUX AHTUTEJ
OIIOCPeloOBaHHLE Fc 5dbbeKTOPHEE OYHKLIUM He ABJIAKTCHA JacThbIo
MexaHM3Ma OeMcTBUA. OTU olocpeloBaHHHe Fc sddexTopHHe OQYHKIUU
MOTYT OBITE BpeIHBMA " [IOTEeHUMAaJILHO [IpencTaBJIdTh YIpPO3y
0e30IIaCHOCTHM, BEHSBHBaA TOKCUUYHOCTL, He CBHA3aHHYKD C MexXaHM3MOM
oelicTBUA. N3MeHUTE 5dbbeKTOPHEE OYHKLIUM MOXHO [IyTeM

KOHCTPYMPOBaHNMA oBJjlacTe Fc mis YMeHBIIeHMA MX CBA3BBaAHMA C FCgR

VIV barTOopamMm CUCTEMEL KOMILJIEMEHTA . CBA3HBaHME IgG C
AKTUBUDYIIMUMHI (FcgRI, FcgRIIa, FcgRIIIa n FcgRIIIDb) n
VHIUOUPYIOLVMM (FcgRIIb) pelenrTopamMm FcgR VI C [IEPBHEM

KOMIIOHEeHTOM KoMIrueMeHTa (Clg) 3aBMCHUT OT OCTATKOB, pPa3MEleHHHX B
mapHUpHOM of6JacTy M B JoMeHe CH2. B IgGl, IgG2 um IgG4 Ooum
BHeIpeHH MyTaluM IJII CHUWXeHUS MM HOpekpameHusd OyHKUMM Fc.

B onHOM BapMaHTe OCYWECTBJIEHUSA aHTUTEeJIO COOepXUT ofJlacThb
Fc, obnamanomyn OIHMM MWJIM 0OoJiee U3 CJAeOYRIMUX CBOWCTE: (a)
CHMXeHHOV 5»ddekTopHOM OOYVHKIMEM I[I0 cpaBHeHMI C ucxomHow Fc; (b)
cHMXeHHOV addmHHOCTBIO K Fcg RI, Fcg RIIa, Fcg RIIb, Fcg RIIIb
u/mam  Fcg RIIIa; (c) cHMXeHHOV  addmHHOCTBIO K  FCgRI; (d)
CHMWXeHHOV adduHHOCTBID K FcgRIIa; (e) cHMXeHHOM ad®dMHHOCTBID K
FcgRIIb; (f) cHmxeHHOM addmHHOCTLID K Fcg RIIIb mam (g) CHMWXeHHOM
apdmuHOoCTEID K FcgRIITa.

B HEeKOTOPHX BapraHTax OCYIeCTBJICHUA CD3-creunpmnuecroe

AHTUTEJIO WJIM AaHTUIeHCBI3HBAaMInA (]_)paI‘MeHT, M3 KOTOpPOI'o IIOJIYUeHO

CD3-creunpmnuecroe [LJjIeyuo MyJIb TUCIEUNDUUIECKOT O aHTUTeTa,
NpencrapjdgeT cobon IgG wiu ero  IIPpOM3BOIHOE. B  HeKOTOPHX
BapMaHTax OCYIIECTBJIEHU A CD3-crneuupnuecroe QHTUTEJIO VI
AHTUT eHCB A3HBakmmi pparmMeHT, ns3 KOTOPHX [IOJIYUEHO CD3-

CrieudpmUUuecKroe IJIeUO MYJIbTUCIEeUUPUUECKOTO aHTUTella, IIpencTaBJIsgeT
cobom IgGl VI ero NpOoM3BOIHOE. B HEKOTOPEIX BapMaHTax
OCYIECTRBJIEHUA, HallpuMep, objlacTb Fc CD3-cneundnuueckorc aHTUTEeJa

IgGl, wm3 kOTOpPOTO mnoJay4deHo CD3-cBA3HEBAaKIEEe ILJIEUO, COIOEPXUT B
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objlact Fc 3Bamensl L234A, L235A um F405L. B HeKOTOPHX BapuaHTax
ocymecTBJIeHUA CD3-chneumdpruecKkoe aHTUTEJIO WM aHTUTEHCBS3HBAaKMUi
bparMeHT, n3 KOTOPHIX MNOJIYUEHO CD3-creumuduueckKoe JIeyo
MyJILTUCIIeIMOUUEeCKOT O aHTuTeJ]a, IOpendcTakjsgeT cobor IgG4d wmiam ero
IPOMB3BOOHOE. B HEKOTOPHX BapMaHTax OCYIWeCTBJIeHWs,  HalpuMep,
oBJacTb Fc CD3-crneumndpmuecroro aHTUTeJIa IgG4, ns3 KOTOPOTO
nojiydeHo CD3-cBa3mBawllee ILJIEUO, COOepXuT B objacTu Fc 3aMeHEH
5228P, L234A, L235A, FAO05L wm R409K. B HeKOTOPHX BapMaHTax
ocymecTBJIeHUA CD3-chneumdpruecKkoe aHTUTEJIO WM aHTUTEHCBS3HBAaKMUi

bparMeHT, nus KOTOpPOTO [IOJIYYEHO CD3-creumuduueckKoe [JIeyo

MY JIE TUCTIEIUIUUECKOTO aunTuTesna, CBA3LHBAET CD3e Ha MIEPBUUHEIX
UeJIoBeUeCKMUX T-KJeTKaxX U/UIXM [IEePBUUHHX T-KrJIeTKax ABAHCKOTO
MakakKa. B HeKOTOPHEX BapMaHTax ocymecTBJeHMsa CD3-crneumMpuuyeckoe
AHTUTEJIO WMJIM aHTUTEeHCBA3HBalMUM ¢parMeHT, M3 KOTOPOIO IIOJYUeHO
CD3-creumuduueckKoe [JIeYo MY JIE TUCTIEIUIUUECKOTO anrTuresna,
aKTHUBUPYET IIepPBUUHHE uUeJloBeuecKkMe T-kjeTKM CD4+ U/UIM [IepPBUUHLE
T-xjeTxkn CD4+ gBaHCKOT'O MaKakKa.

Hapany ¢ ONIMCAHHEIMY  MYJIE TUCHeNOUUEe CKUMA auTuTeJaM K
GPRC5DxCD3, Taxkxe nopenjaranrcda IIOJIMHYKJIEOTUIOHEE
[I0CJIenoBaTEeJIbHOCTH, CrioCcoOHEEe KOOVMPOBATH OTIMCaHHEE
MyJIbTUCIEeIUIUUIECKMe aHTHUTesna K GPRC5HDxCD3. B HeKOTOPHX BapMaHTax
OCYIeCTBJIEHN I npenjaraercsd BHIOEJIEHHEIN CUHTEeTHUUYECKUN
INOJIMHYKJIeOTHUn, kKooupyiommuy HC1, HC2, LC1 mwin LC2 6ucneumudmuuecKoTo
aHTUTEJa K GPRC5DxCD3 WU OUCTIeUPUUECKOTO CBASLEBAaALIETO
dparMeHTa. B HacTodmleM MOOKYMEeHTe TakxXe IpenjaranTcsad BeKTOPH,
comepxammue OIIMCaHHLIE NOJIMHY KJIEOTUIHL, a Takxe KJIETKH,
DKCIIPECCUPYIIME MYJIbTUCIEINIUUIECKMe aHTUTeJla K GPRCLDxCD3. Kpowme
TOT'O, OV CAaHEL KJIETKM, CrioCcoOHEEe DKCIPEeCCUPOBaTE OTIMCaHHEE
BEKTOPEHI. ChyZi KJIETKU MOTYT npencTaBJIsaTh cobom KJIETKU
MJIEKOIIUT AKX (HanpuMep, KJeTkn 293F, kJeTku  CHO), KJIETKHU
HaCeKOMEIX (HanpuMep, KJIETKU St7), KJIETKU OpOXXKel, KJIETKU
pacTeHUMM MM OakTepualZibHBEE KIeTKM (Hamopumep, E. coli). OnmucaHHBe
aHTUTEeJIa TakKXe MOTYT IIPpOOYyLUMPOBATHECHA IUMOPUIOMHEIMM KJIeTKaMu. B
HEKOTOPEIX BapMaHTaxX OCYMEeCTBJIEHMA NpeljaranTcs CIHOCOOH MNOJIYUeHUI

fucneuupmuueckoro aHTUTenaa kK GPRC5HDxCD3 wmam OHMCHeuM@MUeCcKOoIO
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CBA3HBaAKIETO GparMeHTa IYyTeM KYJbLTUBMPOBAHMS KIIETOK.

B HacToOgmeM OOKYMeHTe TakKxXe IpeljaranTcid dapMalleBTUUeCKMe
KOMIIOBUIIWKM, COIepXallMe MYyJIbETUCIelMpruueckme aHTUTesna K GPRC5DxCD3
MM aHTUTeHCBA3HBaKMMe (ParMeHTH U dapMalleBTUUECKM IIPUMeMIIeMB
HOCHUTEJIb .

CriocofH IpMMEeHEeHMSI MyJbTUCHelmMdmnmuecknux aHTHUTeNn K GPRC5DxCD3

Taxkxe OIIMCEIBAKRTCA CIIOCOOH IIPVMMEeHEHN A MyﬂbTMCHeHM@quCKMX

aHTUTE K GPRC5DxCD3 WU Ux MYJIE TUCHIEeIUIUUE CKUX
AHTUTEeHCB 4 3bIB anlx dparMeHTOB. Hanpuwmep, MYJIE TUCTIeUOUU e CKUE
aHTUTEJa K GPRC5DxCD3 u Ux MYJIE TUCTIeIUOUU e CKUE

AHTUTEHCBA3HBaKIME QparMeHTHE MOXHO MCIIOJLE30BaThL IIPM JIeUeHMM paka
C SKCIpEeCcCcuen GPRCLHD vy wuHOMBMIA, HyXIDaKnmerocd B 5TOM. B
HEeKOTOPHX BapMaHTax OCymMeCTBJIeHMA pak C DKcOpeccuer GPRCHD
npelcTaBJgeT cofou JIUMMOOMY, TaKylk KaK MHOXeCTBeHHasd MMreJioMa.
OnuMcaHHBHE CIOCOOH JeueHMA PakKa C D2KcOpeccuern GPRCLHD vy

HyXOoarmeIr'oC4d B TaKOM JIeUeHUMM VHIMBMIA BKJIIOYAKT BBelcHMe VHIMBUIY

TepalleBTUUEeCKU 50HeKTUBHOTO KOJIMUeCTRa OIIMCAaHHOT'O
MY JIE TUCTIEIUIUUECKOTO aHTUTEJa K GPRCL5DxCD3 WU ero
AHTUTEHCBA3ERAKIETO bparMeHTa. B HEeKOTOPHX BapMaHTax

OCYIEeCTRBJIEHVA MHIOUBUIL ABJIAeTCAd MIEKONUTAKINM, IIPelloUTUTeJIEHO
YeJIOBEKOM. B NPeniIouTUTEJIb HEIX BapMraHTax OCYIEeCTBJIEHUSA
opemjaraioTca CHOoCOOH JIeUeHMA MHIOVBMIA, IIOPaXeHHOTO pPaKoM, IIyTeM
BBEOEHUA TepalleBTUUECKM 3O0PeKTHUBHOTO KOJMUYEeCTBa OUCHeUUIUUeCKOT'O
aHTuTeJla kK GPRCLDxCD3 wmaM OUCHEeUMIMUECKOTO AaHTUIeHCBASHBAKIIETO
pparMeHTa HyXIDAKIEMYyCd B TaKOM JIEUEeHMM IIallMeHTYy B TeUueHNe
epmrona BPEeMeHM, IOOCTAaTOUYHOTI'O IOJid JIeUeHUA paka.

HOTIOJIHUTEJIEHO B HACTOAmNlEeM OOKYMEHTe NpejlaralTcd CIOCOOH
MHITUOUPOBaAHUA pPOCTa WM HOpoJudepaluM  PaKOBHX  KJIETOK IIYTEM
BBEOEHUA TepalleBTUUECKM 3O0PeKTHUBHOTO KOJMUYEeCTBa OUCHeUUIUUeCKOT'O
aHTUTEJa K GPRC5DxCD3 WU OUCTIeUPUUECKOTO CBASLEBAaALIETO
pparMeHTa OJIA MHIMOMPOBaAHMA POCTa WM HOpoJudpepalM pPaKOBHX
KJIETOK .

Takxe B HacTodleM IOOKYMeHTe npenjaramnTcAa CIIOCOOBEHL
epeHalpaBleHUsa T-KJIeTKUM K DKcHOpeccupyomer GPRCS5D pakKoBOM KIIETKe
nyTeM BBeIeHuA TepalleBTUUEeCKU 30PeKTUBHOTO KoJIMyeCcTBa

fucneuupmuueckoro aHTUTenaa kK GPRC5HDxCD3 wmam OHMCHeuM@MUeCcKOoIO
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CBA3HBAKIETO OQparMeHTa [OJdA I[IepeHalpakJjieHVa T-KIETKM K pPakoOBOMY
[IOPaxXeHMn .

HaGopr ¢ GPRCLDxCD3-cnelmMpmMuecCKMM AHTUTEJIOM

B HaCTOAleM OOKYMeHTe ONIMCHBAKNTCHA HabOopH, comepxalmmue
OINIMCAaHHEE MYJIbTUCIelUMuPruuecKkre aHTUTesla kK GPRCODxCD3. OmnmMcaHHEE
Ha®OpE MOXHO MCIOJNB30BATHL IOJII OCYIIECTBJIEHMHA CIHOCODOB NpUMeHeHUd
MYJIb TUCIIEHUNOUTE CKUX AHTUTE K GPRCLDxCD3, IpenJjIoXeHHEX B
HaCcToOAmlleM NOKYMEeHTe, WM OPpYITMX CIHOCOO0B, WM3BECTHHX ClHellMaJiucTaM
B IOaHHOM of6JacTM. B HeKOTOPHX BapMaHTax OoCYIMeCcTBJIeHMS OINMCAaHHBE
Ha®oOpeE MOTYT BKJIKUATE aHTUTEJa, ONUMCAHHBHE B HAaCTOMANEeM NOKYMEHTEe,
¥ peaTleHTH, I[IpedHa3HaueHHHe IJA JeUeHMsa paka C DKCIpecCcHuen
GPRC5D. CoOOTBETCTBEHHO, OIMCaHHEEe HaOOpH MOT'YT BKJIKOUATE B Ccebd
OIOHO W DoJiee MYJIE TUCHIEeIUIUUE CKUX AHTUTEJI WU MX
MYJIE TUCHIEeIUIUUE CKUX AHTUTEHCB 3B AKX bparMeHTOBR, OTIMCaHHEIX
HacToAmlleM IOKYMeHTe, COCYyI IOJIA XpPpaHeHMHA aHTUTella MM QpparMeHTa,
Koo'la OHWM He MCIOJbL3YITCH, /WU  MHCTPYKIMM IO IIPUMEHeHUO
aunTuTeJla wWiIn QdparMeHTa, AaHTUTEeJIO MM (paTrMeHT, UMMOOMIIM3OBAHHHE
Ha TBepHoi TMNOIOJIOXKKe, U/WIM MeuUeHHHE C BOSMOXHOCTLI OOHapyXeHMS
GOPMEl aHTUTEJIa WM Qpal'MeHTa, KaK OINMCAaHO B HacCTOodAlleM LOOKYMeHTe.

KpaTkoe ommcanme rpadmueckmx MaTepHaJioB

dur. 1: B3aBUCHMBEI OT KOHIEeHTpalluM  OpOodMJIIb CBA3BIBAHUA
BHOPAHHEX MOHOKJIOHAJILHEIX aHTuTes (mAb) k GPRC5D OTHOCUTEJIBHO
rkjeTok HEK 293 ¢ GPRCLHD uejioBekKa M TaKMX Xe HeTPaHCOMUUPOBAHHEX
KJeTok. Takxe Habjomasam, dYTo Tpu mAb GC5B36, GC5B168 m GCLHB205
CBASHBAKTCA C HeTPpaHCOUUMPOBAHHBEMHA (GPRC5D-HyJI€BEMA ) KJIeTKaMI
HEK293.

dur. 2. Jo303aBMCHMMOEe CBA3HBaHMe OUCHelIMIUUECKUX aHTUTEeJ K
GPCR5D x CD3 c knerkamm HEK293F ¢ GPRC5D uejioBeka.

dur. 3. [Mpodmiib CBASEBAHUA OUCHeIUOUUECKUX aHTUTEJ Ha
rkilerTkax MMIR m H929 cpaBHUMBaIM CO CBepxskchOpeccupywommuMyt GPCR5D
ueJioBeka EkKJeTkaMy HEK293 u HeTpaHCOUUMPOBaHHEMM KJeTkaMy HEK293
¢ nomomeiln FACS.

éur. 4A wu 4B. OnocpenoBaHHad T-KJIeTKaMM LIUTOTOKCUYHOCTE WU
akTuBalma T-xJjJeToK aHTHMTeJsl K GPCR5D x CD3 OTHOCUTEJIBHO KJIETOK,
SKCIPEeCCUPYINX UejloBeueckutt GPRCHD.

éur. B5A wm 5B OnocpemoBaHHad T-wjeTKaMM LUTOTOKCHUUHOCTE WU
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akTuBalma T-xJjJeToK aHTHMTeJsl K GPCR5D x CD3 OTHOCUTEJIBHO KJIETOK,
sKcHpeccupypmnx GPRC5D dgBaHCKOI'O MakakKa.

dur. 6A m 6B. AHTHMTella K GPRC5DxCD3 3(00eKTMBHO YHUUTOXAKT
kiaeTku HO929 B nOpoduaakTHUUeCKOV MoIenu Memel NSG. GCDB32 (6A) u
GCDB35 (6B) BH3BaJM I[IOJIHOE MHI'MOMPOBaAHME pPOCTa OINyXOJUW IIpHu
ucrnoJe30BaHuu nos 10 Mxr, npu sToM GCDB32 Tawkxe crnocobeH Ha 100%
MHIMOMPOBATE POCT OIYXOJM [IPU MCIIOJNBE30BaHUM HO3HE 1 MKI.

éur. 7A u 7B. CpaBHeHUe aKTUBHOCTU B OTCYTCTBMe (7A) U B
npucyrcreuu (7B) Fc-0Jjioka.

éur. 8A-8D. CmazmBaHMe GCDB32 GCDB35, GCDB40 wm GCDR43 c

penentTopamMm Fcy.

dur. 9A m 9B. OlleHKa CBA3HBAHMSA IIOJIYYEHHHBIX M3 TUMOpUIOOMEL mMAD
¢ nomomeiln FACS.

éur. 10A m 10B. OnocpenoeaHHas T-KJeTKaMM LUUTOTOKCUUHOCTE
fUucreundnueCckmMx aHTuTell k GPRC5DxCD3 mnpoTusB KJeTok H929.

dur. 11A-11E. Cea3bBaHVE oucrneundmuue CKmMx AHTUTEJI K
GPRCLDxCD3 ¢ KJIETOUHBIMM JIMHMAMM, I[IOJIOXMTeJIbHEMM (H929, MMIR,
LP1, OPM2) m orpuuatTesbHeEIMM (NALM6) K GPRCLD.

dur. 12A-12D. Bucneumpmnueckme aHTUTEeJIa K GPRC5DxCD3
ABJIAKOTCSA MOIIHEIMM MHIUOMTOPpaMM Oy XOJIU in vivo. Bce
fucneumudmuueckre aHTHuTeJa K GPRC5DxCD3 (GCDB32, r1nokaszaHHOe Ha
12A, GCDB53, mnokazaHHOe Ha 12B, GCDB6l1l, nokaszaHHoe Ha 12C, u
GCDR72, oKa3aHHoe Ha 12D) MNOJIHOCTER VHTUOUPOBAJIU pocT
OIIYXOJIEBEIX KJIETOK MHOXECTBeHHOM MMeJOMH (H929) npM MCIONbL30BaAHUU
nos 10 M m 1 Mrr. IudpdepeHUMPOBKY HaOoOOalM IIPU MCIIOJE30BaHUU
noser 0,1 MKD', OpM 2ToM Habawopmanu, 4YTo GCDB72 meMoHCTpupoBaJo 80%
MHIMOMPOBAaHME pOCTa OIIYXOJIN.

éur. 13. KieTouHHe JuHMU GPRC5D' MM1.R oOKpamMBajM B TedeHMe
60 MUHYT pPasJIMUYHEMU KOHIIEHTPaUWAMA JINOEPHEX aHTUTEJI 0JIsd
V3MepeHMA [OBEePXHOCTHHX NpoduiIel CBA3SHBAHUA (n=3). MeueHHHM
OUKOBPUTPMHOM YeJIoBeUeCKUN IgG4¥Fc MCIIOJIL30BaJln B KauecTBe
BTOPUUHOTO aHTHUTeJa IJS 3axBaTa curHala (Southern Biotech, xJjon
HP6025) . CeA3BBaHME  BHpaXaeTcd KakK  HOopMaJM30BaHHOe cpenHee
IeOMeTpHUUEeCKOe 3HadeHMe WMHTEHCHMBHOCTHU QIyOopeCLUeHLMM, W3MepeHHOoe

MeTomoM FACS. IlocTpoeHMe TPadmMKOB M I[IOOTOHKY IOAHHHEIX BHIIOJHAIM B
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nporpamMme GraphPad Prism 6 ¢ T[OMOmMBI HEeJMHEMHOWM peTrpeccuu C
dyHKUIMEN [IepeMeHHOTO YIJIOBOTO Ko2b0dulIMeHTa (UeTHpe HDapaMeTpa) u
nondopa MeTONOM HaMMeHBIIMX KeBanpaToB.

éur. 14A m 14B. KieTouHne JsuHMM GPRCS5D’ okpammBanu B TedeHMe
60 MMHYT C PpPas3JIMU4HBEMK KOHLEHTpaluuaMu aHTuTesl FAB6300 m GCHM481
0JI1  U3MEpEeHUd [IOBEPXHOCTHEIX npodunen CBS3EIBAHUA . MeueHHEN
OUKOBPUTPMHOM YeJIoBeUeCKUN IgG4¥Fc MCIIOJIL30BaJln B KauecTBe
BTOPUUHOTO aHTHUTeJa IJS 3axBaTa curHala (Southern Biotech, xJjon
HP6025) . CBdA3bHBaHMe BHpaxXaeTCs B BMIe IMCTOI'paMM (YepHasd JIMHUA
o003HauaeT W30TUIl, a KpacCHas JMHMA o0O0O03HauaeT ClIelupuueckoe K
GPRC5D aHTUTeJIO (Qur. 14A) . Ha Qwur. 14B nokazaH Opo@uJib
CBASLEIBAHUA JINOEPHEIX MOJIEKYII Ha GPRC5D+ KJIETOUHEX JIMHU AX
MHOXeCTBEeHHOMU MU EJIOMEL . B3aTeHeHHasa o0bJaThs, Or'paHN4YeHHasd
OYHKTUPHOM JIMHMEeV oB0o03HauaeT M3OTUIMUECKUN KOHTPOJL, a CIJIomHasa

JIMHU S oO003HauvaeT CBA3LBBaHUE J'H/I,HepHOﬁ MOJIEKYJIH .

dur. 15 wun 15B. 3aMOpOXeHHEIE MOHOHYKJIEAPHEE KJIETKU
KOCTHOMOS3TOBOT'O [IPOUCXOXIEeHU I, [IOJIyYEeHHEIe oT OBYX PasHEX
IalMEeHTOB C MM, MCIIOJIE 30BaJN 0JIsd OLLeHKMU CBS3EBAHNSA
fucneundmuueCcKmx aHTUTEeJI K GPRC5DxCD3 1o CPpaBHEHUIO C

M30TUIINMYECKMM KOHTpoJeM I1gG4, LIMTOTOKCHUYHOCTBI ILJIa3zMaTUUeCKUX
KJeTOK ¥ akTuBalumey T-rJeTok. [Jg aHalMza LIUTOTOKCUUHOCTM T-—
KJIETKU HOPMAaJIBHOTO 3O00POBOTO OOoHOpa DK30TEHHO nodaBuim K
obpazuam MHK-KM mnaumMeHTa WM MHKYOMPORBAJM C UYEeTHPBMA JIMIEPHBEMU
MOJIEKYJIaMM B TeueHMe 48 Jyacos. Bo BCexX npobdax OOoHOpa
OUCeunudruUuecroe AHTUTEJIO K GPRCLDxCD3 CBA3HBaeTCHd c
mIasMaTUdeCKMMM  KJIeTKaMM OO303aBMCUMMEIM 00OpasoM, ¥ TIIo ocu Y
bMKCHUpPOBaJIM 3HAUEeHMSA cpenHen VHTEHCUBHOCTH bIIyopeclieHInN .
OrMeuasiM YMEeHLIIeHMEe  XMBEIX IIJIa3MaTUUeCKMX  KJIETOK (CD1387) u
CONIyTCTBYKIIee yBeJIMUeHMe »KcIpeccum CD25 Ha T-KJeTkax B OTBET Ha
0BpaboTKy OMCIeUUMPUUEeCKMM aHTUTeJIoM K GPRCLDxCD3.

éur. 16. Memam NSG T[OOKOXHO MMILJIAHTHMPOBAJIM UYeJIOBEUECKME
KJIETKM MHOXEeCTBeHHOM MMeJIoME MM.1S B @meHbs 0. UYejsioBeueckMe MKIIK
BHYTPMBEHHO WHOKYJMPORBRAJM Ha HIOeHB uccJemoBaHua 7. O®CEB, GCDR72
(0,1 Mxr, 1 mMxr, 10 MrxDT u 50 MKI/XMBOTHOe (skBMBaJieHTHO O, 005;
0,05; 0,5 mu 2,5 MT/KT, COOTBETCTBEHHO)) M KOHTPOJILHEE aHTUTeJa

HYJIEBOTO IlJIeda BHYTPMBEHHOe BRBOIMIM B mHM 15, 18, 22, 24, 29, 32



19

u 36. IIOOKOXHEE ONYyXOJM M3MEPAIM IOBa pas3a B HENeJn, a pPe3yJbTaTH
IPelCTaRJAIM B BMIe CpelHero ofObeMa OIIYXOJIM, BHPAXEHHOTO B MM® +
CIIC ming kaxnoou Tpynne. OfpadoTka aHTUTejgoM GCDB72 B mo3e 1 MKD
(0,05 MI'/KT) 3HaAUUTEJILHO MHIMOMpPOBAJa POCT IOOKOXHOM ONYXOJM IIO
CcpaerHeHU ¢ @CB (TGI=064%, p < 0,0001). IODos3er  GCDB72 10
MKID/%xuBOTHOe (0,5 Mr/xr) m 50 MKID/®XMBOTHOe (2,5 MI'/KD') I[IOJIHOCTLI
perpeccuporaju pocT onyxoqm (p < 0,0001). KOHTPOJIBHEHE aHTUTeJla
HYJIEBOTO ILJleUya OKaslHBaJIM IIpeHedbpexrMo MaJjioe BO3IeMCTBUMe WM He
OKa3EBaJIM HUKaKOTO BO3IOeNCTBUA. CTaTUCTUUYECKYID 3HAUMMOCTB

OTIPelelIaAIM C IOMOIMBK 2-(aKTOPHOTO IMCIEPCHMOHHOTO aHaln3a (ANOVA)

C MHOXEeCTBeHHEMM CpaBHEeHM AMN C MCIIOJIE 30BaHMEM KpUTepmsa
MHOXECTBEHHOT'O CpaBHeHUsd Tr0KNK C IIOMOIIEIO IPOTPaMMHOTO
obecrnieueHusa Graph Pad Prism (Bepcusa 6). Pazauuusa MexOy IpyllaMi

CUMTaJIMChk 3HAUMMEIMM, KOTI'Ja BHaUYeHMe BEPOATHOCTM (pP) COCTaBJIAJO <
0,05.

éur. 17. Memam NSG T[OOKOXHO MMILJIAHTHUPOBAJIM UYEeJIOBEUECKME
KJIETKM MHOXEeCTBeHHOM MMeJIoME MM.1S B @meHbs 0. UYejsioBeueckMe MKIIK
BHYTPMBEHHO WHOKYJMPORBRAJM Ha HIOeHB uccJemoBaHua 7. O®CEB, GCDR72
(0,1 Mxr, 1 mMxr, 10 MrxDT u 50 MKI/XMBOTHOe (skBMBaJieHTHO O, 005;
0,05; 0,5 mu 2,5 MT/KT, COOTBETCTBEHHO)) M KOHTPOJILHEE aHTUTeJa
HYJIEBOTO IlJIeda BHYTPMBEHHOe BRBOIMIM B mHM 15, 18, 22, 24, 29, 32
u 36. Macca TeJyla OpelcTaBJieHa B BUIOe abCOJIOTHOM MAaCCH Tejla OT
HauvajJla JIeueHMrd OO KOHLa MCCJemOoBaHUuA.

NompoBHOe oOmnMCaHMe WLIIOCTPATUBHEX BapMaHTOB OCYILECTRBJIISCHUS

OnpeneneHuUs

B HacTogdmeM OoNMcCaHuM U QopMyJie U300peTeHMd MCIOJL3YITCSA
pas3JIMuHEE TEePMWHE, OTHOCAMMEeCSa K  aclekTaM  ONUcCaHMug. Takue
TepMMHE IOOJIKHEI MMeTh OOHUHOEe IJIS HMX 3HaueHMe B HaHHOM o6JacTH,
ecqM He YyKas3aHo MHHoe. [IpyrMe KOHKPEeTHO OolpeleJieHHHE TepMMHE
crjenyeT TOJIKOBATE COIJIACHO TIIPUMEBEIEHHEIM B HACTOMANEM OOKyMeHTEe
oIpeneJyieHUAM.

IIpy WMCHOJIL30BAHUM B DTOM OIMCAHMM M B IpujaraeMon ¢opmyJie
n300peTeHUa QOPMEI €OVMHCTBEHHOTO UMCJa BRKIOUAKT ¥ MHOXECTBEHHOE
YMCIJIO, €eCJIM CoepXaHMe TeKCTa HCHO He YyKas3bekaeT Ha MHoe. Taxk,

HallpryiMep, CCHJIKa Ha <««KJIETKY>» BRKJIDUaeT B cebd KOMOMHALUVID IBYX WU
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foJjlee KJIETOK UM T. II.
B KOHTeKCTe HacTodgmero IOOKYMeHTa TEepMUH KOKOJIO» npu
yKa3aHUM M3MEepPUMOM BeJIMUMHEI, Taxkom Kak KOJIMYeCTBO,

IIPOOOJIXMUTEJIEHOCTE BO BpeMeHM M T. IT., CUMTaeTCAd OXBaTEBAaKIVM

OTKJIOHeHMA nJo = 10%3 o7 yKasaHHOTO 3HauveHMd, IIOCKOJILKY TaKue
OTKJIOHEHUVA MNIPpMeMJIeMEl IJISA pean3allMM ONMCAHHHX CIHOCOOOB. EcCiam He
YyKasaHo WMHOe, BCe Uucia, BHpaxkawire KoOJIUUeCTBa MHIPEeIVMeHTOER,
XapakKTepucTUK, TaKMx KaK MOJIeKVJIApHad Macca, YCJIOBUM peaKUUU U
T. II., WCHOOJb3YeMEe B OINUCAHUK M OQopMyJie U300peTeHUusa, CJelyeT
MNOHMMATE KakK MOOMIUIIMPOBAHHEE BO BCeX CJydasaxX TepMMHOM «OKOJIO».
COOTEETCTBEHHO, ecImn He YKasaHo NIPOTUBOIIOJIOXHOE, UM CJIOBLEIE
napaMeTpH, yKasaHHBEe B IIocJelyiileM OIMCaHuM U IpujlaraeMoM
dpopMyJie M300peTeHUd, ABJAKRTCA IIPUOJIMKEHHBEIMM 3HaAUEHUMAMM, KOTOPHE
MOTYT BapbMPOBATLCA B 23aBUCHMMOCTM OT HYXHEX CBOMCTB, KOTOPRHE
TpedyeTcd INOJYUMTL I[IOCPeOCTBOM HACTOANETO HM300peTeHUs. B camMoM
KpaliHeM cJlydae, HO He B KauecTBe IIONBTKM OTPaHUMUMTL [IpMMeHeHM e
TeopUn SKBMBAJIEHTOB K obBeMy boOpMYyJIEL MB300peTeHusd, KaxOoni
UMCcJIOBOM IapaMeTp OOJDKeH I[I0 MeHblley Mepe paccMaTpUMBaThLCAa C
YyUyeToM UMcJa OpelCcTaBJIEHHHX 3HaualuxX LIuep U ¢ UCIOJIBE30BaHMEM
CTAaHIAPTHHX MEeTOIMK OKPYIJIEHMA.

XoTsa UM CJIOBLEIE OMallas30OHE " napaMeTpH, yCTaHaBJIMBaKIIME
IMPOKUM o00beM 00BekTa u3obpeTeHMd, ABJIALTCA OPUOIM3UTEJIELHEMA,
UMCJIOBEIE 3HaUeHMs, YKas3aHHBHE B KOHKPEeTHHX IpuMepax, OpeldCcTaBJIeHH
HaCTOJIEKO TOUHO, HACKOJBKO 5STO BO3MOXHO. OOHAKO Jboe UMCJIOBOEe
3HaueHue o cBOeM npupone COMEepPXUT ompeneJIeHHEEe OIMUOKHM,
Hen30eXHO BHTeKaKlMe M3 CTAaHOapTHOTO OTKJIOHEHMSA, OOHAPYXMBAEMOI'O
IpY COOTBETCTBYKIMX TeCTOBHX MW3MEePeHUAX.

TepMUH «BBIOEJIEHHEIM» oO3HauvaeT, UTO OMOJIOTUUECKUM KOMIIOHEHT
(HanpuMep, HYKJIEMHOBad KUCJIOTa, nentmun win  0eJIoK) OBJI  IIO
CYIIeCTRY OTOEeJIEH, I[IOJIYUYeH OTIOeJIEHO OT WIM OUMIeH OT »OPpYyIMX
OMOJIOTUUECKUX KOMIIOHEHTOB OopTraHMu3Ma, B KOTOPOM KOMIIOHEHT
BCTpeuaeTcsd B npupone, T. e. oT OpyTUxX XPOMO COMHEIX u
BHexXpoMOocOMHEIX [THK, PHK wu ©Oenkos. TakuMm o00pasoM, HYKJIEMHOBHE
KMCJIOTE, TMeNTUIOE ¥ OeJIKM, KOTOpPHe OBJIM «BHEIOEJIEHED, BKJIOUAKT B

cebd HYKJIEMHOBEE KM CJIOTEL " OeJiku, OUMINeHHEIE CTaHIOap THEMM
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crocofaMmM OUMCTKM. <«BEIOeJIeHHBE» HYKJIEMHOBHE KUCJOTH, IIEITUOE U
ek MOT'yT OBTHL YaCTb  KOMIO3MUMM M BCe  elle CUMTaTbCA
BHIOEJIEHHHEMM, eCJIM TakKasd KOMIIO3UIMA He ABRJIAeTCH YacCThbl MCXOIHOU
Cpend HYKJIEMHOBOM KMCJIOTH, TeNTuOa WK ©Oejka. TepMMH TakKxe
BKRJIOUAET B CeO4d HYKJIEMHOBHE KMCJIOTE, IIENTUOE U OeJIKM, I[IOJIYUEHHHE
oyTeM PeKOMOMHAHTHOM  BKCIpeCcCHMM B KJEeTKe-X034MHe, a TakKxe
XUMUUECKM CUHTE3MPOBAHHEE HYKJIEMHOBEE KUCJIOTH. I[IpM MCIOJNL30BaAHUM
B HacToAleM OOKYyMeHTe TEepPMUH «BHIOEJIEHHOE» QHTUTEJIO VI
AHTUT eHCB A3HBakmmi pparMeHT Oo3HauvaeT QHTUTEJIO VI
AHTUTEeHCBA3HBaAKIMMA QparMeHT, IO CYMeCcTBY He CoOepXalui »OpyTUxX
AQHTUTET VI AHTUTEHCB A3HEB Al dparMeHTORB, VIMEIMX opyrue
AQHTUT €HHEIE CHeUnOUUIHOCTHU (Hampumep, BHIOEJIEHHOE AQHTUTEJIO,
crneumudmuuecKk cCcpa3HBawomeecsa ¢ GPRC5D, 1o cymecTBY He COIERXUT
QHTUTEJ, CHeUUPUUEeCKM CBA3HBAKIMXCHI C aHTUTeHaMM, OTJIMUHEMU OT
GPRCED) . OmHaKoO BHIOEJIEHHOE AQHTUTEJIO, KOTOpoe creunpmuuecKu
CBA3HBAETCSA C BIOUTONOM, M3000pMOM MIM BapMaHTOM GPRCH5D, MOXeT
VMETH I[IEPEKPECTHYR PEeaKTUBHOCTL B OTHOWEHUM IPYIMUX POOCTBEHHEX
AHTUIEeHOB, HaIpuMep, OT OPYIMX BMIOOB (TaKMxX KaK BMUIOBEE I'OMOJIOI'U
GPRCED) .

TepMMH «HIOJUHYKIIEOTUA», KOTOPHM ABJAETCHA CHUHOHMMOM TEPMHUHY
«MOJIEKYJIa HYKJIEMHOBOW KUCJOTHEDY, «HYKJIEOTUOE» WM «HYKJIEMHOBHE
KMCJIOTHD , OTHOCUTCSH K JIOOMY NOJIMPUOOHYKIIEOTULY WJIN
[IOJIUOE30KCUPUDOOHYKIIEOTULY , KOTOPHEIM  MOXET IpencTaBJIATh cobomn

HeMooupmuumposaHHylw PHK wmam ITHK wam MomupmimporaHHywnw PHK mmam ITHK.

KIOJIMHY KJIEO TU OB BRJIOUAKT, fes oTpaHuuYeHuM, OIIHO-— nu
OBYXIIeIIOUeUHEEe IOHK, IOHK, aBJidommecsd CMECEK OOHO-— "
OBYXIIEeIIOU&UHEIX oBJjlacTels, OOHO-— " OBYXIIEeIIOUeUHEEe PHK, PHK,

ABJIAKIMMECS CMeCcbld OIOHO- M »OBYXIENOoUeuHHX ofbjJacTel, TUOPUIHHE
MOJIEKYJIEL, comepxamme IOHK n PHK, KOTOpPHE MOTYT OBITH
OIOHOLIEIIOUEUHEMU W, foJiee TUIINYHO, OIBYXLEIIOUEUHEIMHA, MJIN
OpedCcTaBJIATL COOOM CMechb OIOHO- M IBYXIeloueuHHX obJacTel. Kpowme
TOTO, KIIOJIMHYKJIE€O TUIOM» HasHBAaKT TpeXIlelloUeuHEe obracTH,
comepxammre PHK wnm  [OHK, nmin kak PHK, Tak wnu JTHK. TepMmH
KIIOJMHYKJIEOTHUI» TaKXe BKJKUaeT B ceba [THK wmiam PHK, comepxallyn
ooHO wWIM OoJlee MOIMOUIMPOBAHHEIX OCHOBaHMM, ¥ IOHK wmiam PHK c

OCHOBHEIMM LI€IIAMM, MO,JII/I(]_)I/ILU/IpOBaHHBH\/LT/I OJIA CTabuMIILHOCTM WM IOJI4
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IpYyTUX Ledev. <«MoIMOMUMPOBAHHEE» OCHOBaHMA BKJKOUaLT B cebsd,
HallpuMep, TPUTUIIMPOBAHHEIE OCHOBaHMA UM  HEeTUIMUHEIE OCHOBAHUA,
TakMe Kak wmHO3MH. B IHK wm PHK wMoryT OHBTE BHECEHH pPa3JIMUHHE
MOIMQUKALIUM,; CJEeOOBATEJILHO, TEPMUH (IOJMHYKJIEOTHI» OXBAaTHBAET
XUMUYUECKH, bepMeHTaTUBHO Wiy MeTaboJIUMUuecKM - MOIOMOGUUMPOBAaHHELE
GOPMEl IMOJIMHYKJIEOTHMIOOB, OOBUHO BCTpevallMecsa B IPUPOIOe, a TakKxe
xuMmueckme ¢opmel OJHK m PHK, xXapakKTepHbEe IJI4 BUPYCOB UM KJIETOK.
TepMMH «IIOJIMHYKJIEOTHI» TakXe OXBaTHBaeT OTHOCUTEJIEHO KOPOTKUE
el HYKJEMHOBEIX KMCJIOT, YaCTO Ha3HBaeMble OJIMI'OHYKIIEOTUIAMU .
3HaueHMe TepMMHa <«IIO CYMeCTBY TaKoM Xe» MOXeT OTJIMYaATLCH B
3aBMCHMMOCTM OT KOHTEeKCTa, B KOTOPOM OH MCIOJNb3YyeTCHa. BcaiencrBue
TOTO, UYTO B IMIPUPOOHOM IOCJIENOBATENBHOCTM JIETKMX U TSKEJHX lelel
M KOIOUPYIIMX MX I'€HOB BOS3MOXHLE BapMalMM, KakK OoXuMIaeTcd, MOXHO
BCTPETUTE onpeneJIeHHEM YPOBEHE Bapuaumn B npenejax
AMMHOKMCJIO THEIX IOCJIeNOBaTENBEHOCTEN NN T'eHORE, KOOUP YUK
QHTUTEJIa WM aHTUTEeHCBA3EBAKIME (QpalMeHTH, OINMCAHHEE B HAaCTOLAIlEM
IOOKYMEHTE, KOTOPEE IIpaKTUMUeCKM He BIMAKT Ha MX YHUKaJLHBEE
CBOMCTBa CBA3HBaHUA (HanpuMep, CHeIMQUUHOCTE U adPUHHOCTE) .
Takoe OXMIaHME OTUACTU OOYCIJIOBJIEHO BHPOXIEHHOCTLI I'€HETUUECKOI'O
Kooa, a TakKXe 5>BOJIDUMOHHOM YCIEMHOCTH KOHCEPBATMBHEX BapMaHTOB
AMMHOKMCJIOTHEX IIOCJIeOOBATEeJILHOCTEN, KOTOPHE OMYyTHMMO He MeHST
npupony KOIOMPYEMOTO Oernka. COOTBEeTCTBEHHO, B KOHTEKCTe
HYKJIEOTHIHEX I[IOCJIENOBATENILHOCTEN «IIO CYMeCTBY TaKoM Xe» os3HauaeT

10 MeHbIleM  Mepe ©5% MOEHTUUYHOCTD MexInay  IBYMHA WJIN BoJiee

[IOCJIeOOBATEJILHOCT AMNA . [lpegnouTUTEeJIEHO TEPMMH OTHOCUMTCS K II0
MeHLIIen Mepe 70% MOEHTUYHOCTH MEeXIy IOIBYMA WJIN BoJiee

IOCJIENOBATENBHOCTAMM, 0OoJlee TNPEONOUTUTEJIEHO IIO MeHbIer Mepe 75%

MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 80%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 85%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 90%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 91%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 92%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 93%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 94%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 95%

MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 96%
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MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 97%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 98%

UISHTUYUHOCTM M 0OoJiee TNPenOlouTUTesILHO IO MeHblel Mepe 99% wuim
BoJee MIOEHTUUYHOCTH . [lpoLleHTHAa A MOSHTUUYHOCTD MexIOy OBYMS
IOCJIeIOBaATEJILHOCTAMM  ABJIAeTCA  (QYHKIMEM KoJMUeCTBa MIOESHTUUHEBIX
IIOJIOXEeHUM, OOmMx IJA IIocJenoBaTellbHoCcTeM (T. €. % TOMOJIOTUMM=KOJI—
BO MIESHTUUHHX IIOJIOKeHUI/oflee KOJ-BO IOJOXeHMIi X 100), OpuHMMAad
BO BHMMAaHME KOJIMUECTBO TI'2II0B M OJIMHY KaXIoT'o I'sla, BBOOIMMOTO IJIA
OINITUMAJILHOTO BHPAaBHUBAHUA IBYX IocjeloBaTeJIbHOCTeM. IIPOLeHTHYIO
MOSHTUYHOCTEL MeXIy IOBYMA  HYKJIEOTHMIOHBIMM  WMJIM  aMMHOKMCJIO THEMM
[IOCJIEIOBATEJIbHOCTAMM  MOXHO  ONpPenesiUMTh, HaIlpuMep, C  IIOMOIBI
ajJropuTMa, OIMcaHHOTO B Oybimrkaumm E. Meyers and W. Miller,
Comput. Appl. Biosci 4, 11-17 (1988), KOTOPEIM BCTPOEH B
nporpamMmy ALIGN (Bepcusa 2.0), WMCIOJB3YS BECOBYKL TabJMIly OCTATKOB
PAM120 co mTpadpoM 3a IJMHY Tzna 12 m mrpapom 3a 120 4. Kpome
2TOTO, [IPOLIEHTHY MIOEHTUYHOCTD OBYX AMMHOKMCJIO THEIX
IocjieIoBaTeJIbHOCTEN MOXHO OTIPENENINTE, VICIIOJIb3Y A aJITOPUTM,
ONMCAaHHHM B nOyodJukauum Needleman and Wunsch, J. Mol. Biol. 48,
444-453 (1970) .

CTerieHb BapMalumu, BOBMOXHas B IIpemejlax aMMHOKMCJIOTHOM
nocjiegoBaTeJIbHOCTHU Oejka ©e3 CyMNeCTBEeHHOT'O BJIMAHMA Ha QYHKIMO
Besika, HaMHOTO HMWXe, UYeM B HYKJISOTHUIHOM IIOCJedoBaTeJIbHOCTH,
[IOCKOJIBKY IPUHIMIIE BEPOXIEHHOCTM He I[IPMMEeHMMH K aMMHOKMCJIOTHEM
nmocjiegoraTelJIbHOCTAM. COOTBETCTBEHHO, B KOHTEKCTEe aHTUTeJa WK
AHTUTEeHCBA3HBAKMET0 (parMeHTa <«IIO0 CYMeCcTBY TaKoM Xe» OTHOCUTCH K
AHTUTEJYy WJIM aHTUIeHCBA3HBaKIMM OQparMeHTaM, MuMewomuMm 920%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98% mam 99% MIOEHTUMUHOCTL OIMCAaHHLBM
aHTUTeJIaM WJIM aHTUITeHCBAS3EBAKMIMM (QparMeHTaM. HIpyIMe BapMaHTH
OCYMEeCTRBJIEHMA BKJIOUaT B ceba GPRCSHD-cneumprMueckme aHTUTeJla MM
AHTUTeHCBA3HEBaAKIMEe (paIl'MeHTH, KOTOPHE MMEKT KapKac, OCHOBY WK
IpyIMe HeCcBA3HBalmMecs oBJIacTH, KOTOpPHe He o0JamainT CcymeCTBEeHHOM
MIOEHTUYHOCTBEID C AaHTUTEeJlaMM ¥ aHTUIeHCBA3HBAKLIMMK OQparMeHTaMM,
OTIMCaHHEMKM B HACTOAMEM INOKYMEHTe, HO 0043aTesJIbHO BKJIKUAKT B cebd
ooHy wuiIu 6oJee CDR MM »OPYITHMX IIOCJIeIoBaTeJIbHOCTeM, HeOoOXOIMUMEX
IOJIS OCYIMeCTBJIEHMS CBA3HBaHMA, KoOToOpee obnamabT 90%, 91%, 92%,

93%, 94%, 95%, 96%, 97%, 98% WJIN 99% MOEHTUYHOCTHIO c



24

[IOCJIeDOBATEJIbHOCTAMM, OIMCAHHEIMM B HACTOAMlEeM NOOKYMeHTe. «BeKTop»
npelIcTaBJIgeT CoOOV pPelJMKOH, TakoM Kak Iula3Muza, oGar, KocMMOa
WM BUPYC, B KOTOPHM MOXeT OBTbL OQYHKIMOHAJILHO BCTaBJIeH IpyTon
HYKJIEOTHMIHEIM CeTMeHT Tak, UToOH [NIPOUCXOOWJIa PelMKallMsa WK
DKCIPEeCCUAa YyKa3aHHOT'O CeIMeHTa.

[lon TepMMHOM «KJIOH» IIOHMMAaeTCHd IIONYJIALUMA KJIETOK, IIOJIydeHHAasd
13 OOHOM KJEeTKM WM ofmero OpeldlleCTBEeHHMKa OYTeM MMTO3a. Ilon
TEPMMHOM «KJIETOUHAaSd JIMHUA» IIOHMMAaeTCs KJIOH IIepBUYHOM KJIEeTKH,
CIHOCOBHEM K CTabuMJIBHOMY POCTY 1n vitro B TeueHMe  MHOTUX
IIOKOJIEHMM. B HEeKOTOPHX IIpMMepax, [IpelCTaBJIEHHHX B HaCTOAIeM
OOKYMEHTe, KIJETKM TPaHCOOPMUPYIOT I[IYTeM TPpaHCOUUMPOBaHMA B HUX
IOHK.

TEepPMMHEL «BKCIPECCUPYET» U (IPOOYLUUPYET»  MCIOJbL3YITCA B
HacToAmlleM OOKYMEHTe KaK CHMHOHMMEL M 0003HauanT OMOCHMHTE:R IIPOOyKTa
TeHa. OJTM TepMMHEL OXBAaTHBAKT TpaHCKpUIUMK TeHa B PHK. OTH
TEePMMHEL TaKXe OXBaTHBakT TpaHcaaumon PHK B omuH wmiam  0OoJiee
INOJIMIIENTUIOB U OOIIOJIHUTEJIEHO OXBATHBAT BCe NIOCTTPAHCKPUIILMOHHEE
n INOCTTPAaHCIALMOHHEE MOIUPUKALINA IPUPOIHOTO IPOUCKOXKOEHN I .
SKCIOpecCcUua WM OPpOOYKUMA aHTUTEJla WM €0 AaHTUTEeHCBA3HBaKeI'o
pparMeHTa MOXET IIPOUCXOOUTL BHYTPM LMUTOIJIA3MEl KJIETKM WM BO
BHEKJIETOUHOMN cpene, HaIpHUMEDP B POCTOBOM Ccpene oJiAa
KYJIE TUBMPOBAHKA KJIETOK.

TepMMH «JIedeHre» OTHOCUTCH K JIoOoMYy YCIexy WM IIPpU3HaKy
ycrexa B ociabjeHur wWiIM OOJIeTUueHUM CHUMITOMOEB TPAaBMEl, IaTOJOIUN
WM  COCTO4HUA, BRJIOUAA JIOOHEe  OOBLEKTUBHHE MM  MHIVBUIVBHEE
napaMeTpH, TakMe Kak ocjabjeHre 0OoJiM, pPEMUCCHUA, ocryabJjieHne
CUMIITOMOB WJIM I[IE€peBON COCTOAHMA B Jierde I[IEePEeHOCUMYI I[IalMeHTOM
bopmy, 3BaMenJieHMe CKOPOCTU Pa3BUTUA HOEeTeHePaTUMBHHX W3MeHeHUNW WIIu
yracaHudg byHKRLIMHK, epeBon KOHEeUHOMN TOUKHU OeTeHepaTUBHEIX
VM3MeHeHUM B MeHee VYTHeTalmMykl ITalMeHTa oOGopMy, YyIydlleHMe OOmMero

@MSMHGCKOPO Jjim  YMCTBEHHOTI'O COCTOAHMA TIlallMeHTa WJIM IIPpOIOJIEHNMEe

BEIXMIBAaeMOCTHM . JleueHme MOXHO OLleHMBAaTh I10 OO BEKTMBHEIM JIn
VHIOVIBVIOVIB HEIM IIapaMeTpaM, BKJIIOWA A Pe3yJIETATE ODBEKTUMBHOTO
oBcrienoraHuAa, HeBPOJIOTMUECKOTI'O OCMOTPa JIn HCMXManquCKOﬁ
SOKCIIEPTUMSH .

TepMMH «9@@6KTMBHO€ KOJIMYeCTBO» JIn «TepalleBTMYECKU
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20PeKTMBHOE KOJMUECTBO» OTHOCUTCS K KOJIMUYECTBY, 3O0PeKTHBHOMY B
oo3ax M B TeUeHMe I[IEPUOIOB BPEMEHM, HeOOXOIMMHX IJIA OOCTWXKEHUS
KeJlaeMoT o TepalleBTUUYECKOT O pesyJbTaTa. TepalleBTUUYECKHU
20hpeKTUMBHOE KOJMUECTBO aHTuUTeJla K GPRC5DxCD3 MoOXeT MeHSATLCS B
3aBUCHMMOCTHM OT Takux OGaKTOpOB, KaK CcocTogHMe OOJI€3HM, BO3pacT,
IoJI M Macca TeJla IDallMeHTa M OT CHOCODHOCTM aHTUTeJla BEBHBATH
XeJlaeMEIM OTBeT Yy HaluMeHTa. TepaleBTHUeCKM 200eKTMBHOE KOJMUECTBO
Takxe IpencTaBJgeT cobo¥ Takoe KOJMUEeCTBO, B KOTOPOM JIOOHE
TOKCHUUYECKME WJIM BpelHble 50OeKTH aHTUTeJla WJIM YacTM aHTUTeJa
[IEPEBENMBAKTCA TepalleBTUUYECKM OJIaTOIPUATHEMU 3QOeKTaMu.
«AHTUTeJIOM» Hal3BBaKTCHd BCe W30TUIE MMMyHOTUIoOyJmHOB (IgG,
IgA, IgE, IgM, Igb un IgY¥Y), BRJIIOUAA pas3JIMYHEEe MOHOMEPHEHE,
NOJIMMEPHEIE ¥ XMMepHEle OGOPMEI, €CJIM MHOe He VyKaszsaHo ocobo. B
YaCTHOCTM, TEPMMH «AaHTUTEJIO» OXBATEBAET IIOJMKJIOHAJBHEHE aHTUTEIA,
MOHOKJIOHAJIEHEIe aHTuTeJla (mAb) M aHTUTeJIONOOOOHHE IOJMIIENTUIE,
TakKMe KaK XVMePHEEe aHTUTeJla M I'yMaHUM3UMPOBAaHHEE aHTUTela.
KAHTHUTeHCBA3HBaKIME (parMeHTHE OIpelcTaBJILnT CcoboM  JIodVio
BeJIKOBYK CTPYKTYPY, CIOCOOHYK MNPOABJATE a®PMHHOCTBL CBSA3BBAHUA C
KOHKPETHEM AaHTUIeHOM. AHTUTEeHCBA3BBakIMe (QpParMeHTH BKJIKUYAKLT B
cebda OQparMeHTH, I[IOJIYYEHHHE JIIOOBM WM3BECTHBEIM METOIOM, HAalpPUMEpP
bepMeHTa THBHEM paclernjeHneM, [IeNTUIOHEM CHMHTE30M u
PEKOMOMHAHTHEIMM METOINaMM. HeKOTOpPEEe aHTUIeHCBA3HBaIMe (QpralMeHTH
COCTOAT ns3 yacTen VHTaKTHEX aHnTuTes, COXpPaHArMmx
AHTUTEeHCBAZHBAKMYID CHeUMIMUHOCTEL MCXOIHOM MOJIEKYJIH  aHTuUTesa.
Hampumep, AHTUT eHCBARHBAaKIIMe bparMeHTH  MOTYT comepxaThb 1o
MeHbIleM Mepe OIHY BapuabeJlbHy 08JIacThb (BapmabenbHy® 0OJIACTH
TAXEJION LelM WM JIeTKOM ILlenM) WM OIOHy MM 0oJiee ofJjacremm CDR
aHTUTeJla C M3BECTHEIM CBSA3HBAHMEM C KOHKPETHHM AHTUIE€HOM. IIpHMMEpPH
[IPMEMIIEMEIX AHTUTeHCBA3HBAKIMX (QpParMeHTOR BKJIOYaLT B cebsa, 06es

OI‘paHMT{eHMﬁ, IMaTeJila M OIOHOLEeIIOUWeWHEIe MOJIeKYJIEl, a TaKXe MOJIeKYJIE

Fab, F(ab')2, Fc, Fabc wu Fv, ojHolenouyeuHwse (Sc) a”HTHUTENa,
OTIHeJIbHEEe JieTKMe LellM aHTUTeJ, OTIeJIbHHe TSXeJlte LelM aHTUTell,
XVMEepHHE CIMAHMA Lener aHTuTedl uaum CDR  Cc »OpyTuMmm ©OeJkamu,
OeJIKOBEIE KapKachl, MOHOMEPH WMJIM IOVMEPH TAXEJHX lLellel, MOHOMEPEH

Wi IOVMEPEl JIeT'KUX ueneﬁ, OVIMEPEH, cCoCcTOdlMe M3 OIOHOM TSEXKeJION u
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OOHOM JIeTKOM Lelr, OIHOBAJEeHTHHM OJGparMeHT, COCTOANMNM W3 IOMEHOB
VL, VH, CL m CHl, wmIM oIOHOBAJIEHTHOE AaHTUTEeJIO, OIIMCaHHOEe B
W02007059782, OBYXBaJIEHTHHEe  (paIlMeHTH, comepxamve  IOBRa Fab-
bparMeHTa, COeInMHEHHHX OUCYJIE QUMIHEM MOCTHUKOM B mapHUPHOM
obJjacTtu, Fd-dparMeHT, COCTOAMMM IO CYIECTBY M3 OoMeHOB V.sub.H u
C.sub.Hl; Fv-dparMeHT, COCTOAMMM IIO CYIEeCTBY M3 IOoMeHOB VL u VH
OOHOTO IIJIedya aHTUTena, dAb-dparmenT (Ward et al., Nature 341,
544-546 (1989)), KOTOPHM COCTOMT IO CYIEeCcTBY M3 ngoMeHa VH wu
TakKXe  Ha3HBaeTCsa  OOMEHHBIM aHTUTEJIOM (Holt et al; Trends
Biotechnol. 2003 Nov.; 21(11):484-90); aHTUTeJIO BepOIOXLETO TUIIA
(kamMenupn) wmaM HaHoTeJa (Revets et al; Expert Opin BRiol Ther.
2005 Jan.; 5(1):111-24); BHII&JIEHHHE oBJlacTH, omnpenesdrimnmue
KOMILJIEMEHTAPHOCTE (CDR) , " T. . Hiisa TIOJIYUEeHUu d
AHTUTEeHCBA3HBAKIMX (QParMeHTOB MOXHO MCIOJB30BaTh BCe M30TUIIH
aHTUTeJI. KpoMe TOT'0, aHTUI'eHCRBA3HBaKIMe OQParMeHTH MOTYT BKJIKOUATH
B cefd HeaHTUTeJbHEEe OeJIKOBEHE KapKacCHhH, B KOTOPHEHE MOTYT YCIIEMHO
BCTpaMBaTbCA [IOJMUIIENITHUIHEE CETMEHTH B OpPMeHTalluu, Ipupawnmen
addMHHOCTE K HOaHHOMY MHTEPEeCYKIeMy aHTUITeHYy, TaKue KaK OelIKOBHE
KapKackH. AHTUT EHCBA3HEBAKINKE dparMeHTH  MOTYT OBITH [IOJIYYEHE
PeEKOMOMHAHTHEIM CIIOCOOOM WMJIM B pPe3yJbTaTe QepMeHTaTHMBHOTO WM
XUMUUYECKOT'O PAacCHlellJIeHMaS MHTAaKTHHX aHTUTeJ. dpasza <«aHTUTeJIO WU
ero AHTUTeHCB I3bBallui bparMeHT»  MOXET VICIIOJIE30BaTECH nJis
oBoBHaUeHU A TOTO), uTo IOaHHBM AHTUT eHCB A 3HB a1 bparMeHT
BKJIOUAET B cebag ommH waIm  OoJee aAMMHOKMCJIO THEIX CeIrMEHTOB
aHnTuTeJa, OTHOCAmMEIroCHa K yKasaHHOM dpasze.

TepMmHEEL «CDR» M MHOXeCTBeHHOe UYMCJIO OJ4 «CDR» OTHOCATCHA K
onpemesdrme KOMIIJIEMEeHTapHOCTE o6jacTu (CDR), HOpM B3TOM TpU TakKue
obBJlacTM OIpenelidioT CBA3LBaIMM xapakTep BapuabeldbHoM o6JacTu
Jerxko¥ uenmu (CDRL1, CDRL2 m CDRL3), M TpM ONpPemeligiT CBA3HBaKMIUN
XxapakTep BapuabeabHoM objlacTu TaxeJow uemnm  (CDRH1, CDRH2 wu
CDRH3) . CDR BHOCHAT BKJAIO B (QYHKIMOHAJIbLHYI aKTMBHOCTL MOJIEKYJIH
aHTUTeJa u pasieJleHH aMMHOKM CJIO THEIMM [IOCJIeIOBATEJIbHOCT MU,
KOTOPHE BKJIOUAT CKeJIE THHE VI KapKaCHHE oBnlacTH. TouHOe
ompelleJleHVe TpaHull U OpoTsxeHHoCTM CDR  3aBUCUT OT pPasJIMUuHHBX
CHUCTeM KJaccupmuraumm U HyMepaumu. IlosToMy CDR MOXHO pas3jaMyaThs C

IIoMOmbI0 HyMepaliu¥ o cucteMe Kabat, Chothia, XKOHTaAKTHEM WJINU
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JIOOEM  OpYTMM I'PaHMUHEM 2 olpenejieHusaM. HecMoTps Ha  pasjiMyHbe
TpaHMUE, KaxOas M3 TakKuxX CHUCTEeM OTJMUAeTCHa OIpellel]IeHHOW CTeleHB
IepeKpHBaHMA B TOM YacTH, KOTOopad COCTaBJAeT TakK Has3HBaeMyb
«TUlepBapuabesbHYD oBJgacTb» B npenejax BapuadeibHEX
IOCJIeNOBaTENILHOCTEN . Taxkmum oBpasoM, onpeneJjyieHUA CDR B
COOTBETCTEBMM C TakKuMM CUCTeMaMy MOI'YyT OTJIMYaTbCSa I[I0 OIJMHE WU
TPaHUUHEIM OBJIaCTAM OTHOCUTEJBLHO [OpuieTraniel KapKacHoOM ofjlacTHu.
CM., HaIlpuMep, Kabat et al., Sequences of Proteins of

Immunological Interest, 5th ed. NIH Publication No. 91-3242
(1991) ; Chothia et al., "Canonical Structures For the
Hypervariable Regions of Immunoglobulins,” J. Mol. Biol. 196:901
(1987); and MacCallum et al., "Antibody-Antigen Interactions:

Contact Analysis and BRinding Site Topography,” J. Mol. Biol.
262:732 (19%96) ), Kaxmasa u3 KOTOPHX  IIOJIHOCTLI  BKJIOUEHA B
HACTOAMMM IOOKYMEHT IIyTeM CCHIJIKM.

Kak npaewuio, CDR ofpa3ywnT NeTJIeBYyK CTPYKTYPY, KOoTopasd MOXeT
KJIaCCUIUUIMPOBATLCA Kak KaHOHMUYeCKasd CTPYKTYPAa. TepMMH
«KaHOHMUecKasa CTPYKTYpa» OTHOCUTCHA K KoHboOpMaluMM TJIaBHOM Lenu,
KOTOPY IIPMHMMAKT aHTHUIeHCBA3WBakmMve HeTau (CDR). B pesyiabTaTe
CPaBHUTEJILHHX CTPYKTYPHEX MCCIeIOoBaHMM OBJIO OOHaAPyXeHO, UTO IIAThH
M3 MecTM aHTUTEeHCBA3HBAKMMX IIeTeJib o00JjJamalT JIUIL OTl'paHMUeHHBM
HabopoM HOOCTYIHHX KoHbpopMauuy. Kaxoyin KaHOHUUECKYID CTPYKTYPY
MOXHO OXapaKTepM30BATL C IIOMOMBI TOPCUOHHHX YVIJIOB IIOJUIEITUIOHOM
OCHOBHOM lLelM. Ilo3TOMY COOTBETCTBYHIMEe IIeTJIM MeXIy aHTHuTeJIaMu
MOTYT WMMETb BeCbMa CXOIHHEe TpexXMepHBEe CTPYKTYPH, HeCcMOoTpSd Ha

BEHICOKUI YPOBeHb BaprabelJJbHOCTM AaMMHOKUCIIOTHOW IIOCJIelNOBaTeJIbLHOCTU
B OOJIBIMHCTBEe VYYaCTKOB IIeTeJlb (Chothia et al., "Canonical
Structures For the Hypervariable Regions of Immunoglobulins,” J.
Mol. Biol. 196:901 (1987); Chothia et al., "Conformations of
Immunoglobulin Hypervariable Regions,” I 342:877 (1989); Martin
and Thornton, “Structural Families in Loops of Homologous
Proteins: Automatic Classification, Modelling and Application to
Antibodies,” J. Mol. Biol. 263:800 (1996)), xaxmag 13 KOTOPHX

IIOJIHOCTEIO BRJIOUEHa IIyrTeM CCHRUJIKNM . BoJjee TOT'O, cylmecTByeT
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olnpenejyieHHas B3aMMOCBA3b MeXxny chopMMpOBaHHOM IeTJIeBOM
CTPYKTYpOU u OKpPYXanMVMU ee AMMHOKMCJIO THEIMA
IIOCJIeOBATEJILHOCTAMM . KoHdopMaluMsa  ONPeleJIEHHOTO KAHOHUYECKOTO

KJIaccCa olipenelidercd OJIMHOM ULelu U AMIVMHOKMCJIOTHEIMIM OCTaTKaMM,
HaXoIoDAmVMMIMCA B KJIOUEBEHX IIOJIOXEeHMAX B IIeTJie, a TaKXe B IIpernejlaxXx
KOHCEPEBRaTMBHOI'O KapKaca (TO ecTb BHe IIEeTIH) . [IosTOMYy OTHeCeHMHEe K
KOHKPETHOMY KaHOHMYEeCKOMY KRJjlaccy MOXeT IIPOMSBOIMUTECA Ha
OCHOBaHMM HaJIMUMA TaKMX KIINUEeBHEX aMMHOKMCIJIOTHEIX OCTaTKOB.

TepMMH LIIOJIMIIEIITMO>» VICIIOJIBE3YyEeTCAd B3alMMO3aMeHAeMO C TepPMMHOM
«DeJIoK» U B CBOeM HamboJiee IMPOKOM CMEICJIE OTHOCUTCA K COeIVMHEHMIO
C IOByMA WM 0OoJlee CyOBEIMHUUHBEIMM aMUMHOKUCIJIOTaMM, AaMMHOKMCJIOTHEMMA
aHaJioraMM WJIM IDelTUIOMMMeTUMKaMM. CyObBeIMHMIE MOT'YT OBTH CBS3aHH
MNernTUOIHBEIMM @ CBA3AMU. B IPYyIT'OM BapHMaHTe OCYIMeCTBIJIEHUA CyOBLeIVHULLA
MOXeT OBITE CBA3aHa [OpYyI'VMMI CcBA3AMII, HallprMep CHOXHOS@MPHHMM,
9@MpHHMM n IIp. HpMﬁﬁMCHOHbBOBaHMM B HacTodAmeM OOKYMeHTe TepPMUH
KaMMHOKMCJIOTa» OTHOCHUMTCA K JIIPUPOIOHEM M/MHM VMCKYCCTBEHHEIM, JIn
CHMHTEeTHNYeCKVMM aMMHOKMCIIOTAaM, BKJIOUAa A JIMLIMH, a Tarxe D wu L
OIITMYECKNE M30OMEPEH, aHaJIOT' AMIVMHOKIMCJIOT " IIelITMIOOMME TUKIM .
IlenTuno, cocTOAmMUN U3 TpeX WIIN foJjlee aMMHOKMUCIIOT, OOBUHO Ha3HBAaKT
OJIMT'OIIelITIOM, €eCJIM IIellITMIHaA ILIIelloUKa OJOCTaTOWHO KOPpOTKaA. Ecmm
INelITMOIHaA IIeIlb ABJIAETCA HHMHHOﬁ, TO IIeIllTV OBOBIUHO Ha3EBBaKT
NOJIUIIENTHUOOM MM OeJIKOM.

TepMMHH «CHGHM@MHGCKH CBA3EIBaAeTCA», I «KCBA3EBAETCA
CHGHM@MHGCKH», JIn 17928 IIPOMI3BOOHEE I1pm VICIIOJIB 30BaHUM
IIPVMMEHMTEJIEHO K aHTHTeJlaM U @paPMeHTaM aHTHTeJI InpencCraBJIAnT
CBA3EIBaHUME IIOCpelCTBOM IJOMEHOB, KOIOIMPYEeEMEBIX I'eHaMM JIn
@paPMeHTaMM TEHOB WVMMYHOTJIODYJIMHOB, C OIHMM MM Oo0Jiee »BIOUTOolIaMu
VMHTepeCcyrmeIro Oesika W, IIpenoliouyTrTeJIEHO, OTCYTCTBMEe CBA3EBEBAHMA C
Iy IT'VIMI MOJIeKYyJIlaM1 B HpO@G, conepxameﬁ CMEMaHHY TIOITYJIALMIO

MOJIEKYJI. Kak IIpaBMJIO, aHTUMTEeJIO CBA3EIBaeTCA C pPoOCTBEeHHEIM

aHTUTeHOM c Kyq MeHee OKoJO 1x10° M, mo pesyJjbTaTaM M3MepeHMd B
aHaJiMz3e IO MeTOony I[OBEPXHOCTHOI'O ILJIa3MOHHOI'O pPe30HaHCa WM
aHaJlM3a CBA3HBaHUA C KJeTkaMu. Takue ©¢pasb, KakK «[aHTHUIeH]-
crieupruuecroe» AHTUTEJIO (HanpuMep, GPRCL5D-cnienmnpmnueckoe

AHTUTEJIO) O3HavawT, uTo YIIOMAHYTOE aHTUMTEeJIO CHGHM@MHGCKM
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CBABHBaAeTCAd C YIIOMAHYTEM aHTUIE€HOM.

TepMUH «IIOJIMHYKJIEOTUO», KOTOPHM ABJISETCHS CUHOHMMOM TepMUHY
«MOJIEeKYJIa HYKJEMHOBOM KMCJIOTHY, «HYKJIEOTUIBD» WM «HYKJIEUMHOBELE
KMCJIOTHD , OTHOCUTCSH K JIOOMY NOJIMPUOOHYKIIEOTULY WJIN
NOJIUIE30KCUPUOOHYKIIEOTULY , KOTOPHEIM  MOXET npencTaBJifaTh cobon

HeMooupuumposaHuyl PHK wiam ITHK, mmbo wMommpmumporsaHHyrw PHK wuiam

IOHK. KIOJIMHY KJIEO TU OB BRJIOUAKT, fes oTpaHuuYeHum, OIIHO-— nu
OBYXIIeIIOUeUHEEe IOHK, IOHK, aBJidommecsd CMECEK OOHO-— "
OBYXIIEeIIOU&UHEIX oBJjlacTels, OOHO-— " OBYXIIEeIIOUeUHEEe PHK, PHK,

ABJIAKIMMECS CMeCcbld OIOHO- M »OBYXIENOoUeuHHX ofbjJacTel, TUOPUIHHE
MOJIEKYJIEL, comepxamme IOHK n PHK, KOTOpPHE MOTYT OBITH
OOHOLIEIIOYEeUHEIMU wuim, DoJiee TUIINUHO, OIBYXLEIIOUEUHEIMHA, MJIN
OpedCcTaBJIATL COOOM CMechb OIOHO- M IBYXIeloueuHHX obJacTel. Kpowme
TOT'O, KIIOJIUHYKIIEOTUIOM» Has3bBaKnT TpeXIlelloOUeUHLe obracTH,
comepxammre PHK wnm  [OHK, nmin kak PHK, Tak wnu JTHK. TepMmH
KIIOJMHYKJIEOTHUI» TaKXe BKJKUaeT B ceba [THK wmiam PHK, comepxallyn
ooHO wWIM OoJlee MOIMOUIMPOBAHHEIX OCHOBaHMM, ¥ IOHK wmiam PHK c
OCHOBHBIMM L EelaAMM, MOIUOUUIMPOBAHHEIMM IOJIS CTAOMILHOCTM WM OJdA
oIpyIux uejek. «MooudUIIMPOBAHHEIE» OCHOBaHMSA BKJIOUaLT B cebd,
HanpuMmep, TPUTUIIVPOBAHHEIE OCHOBaHMA U  HEeTUINIMUHEIE OCHOBAaHUA,
TakMe Kak wmHO3MH. B IHK wm PHK wMoryT OHBTE BHECEHH pPa3JIMUHHE
MOmMUOUKALIUY,;  CJIeNOBATEJIEHO, TEPMUMH «IOJUMHYKIIEOTHUI» OXBaTHEBAaeT
XVMMUYECKN, bepMeHTaTUBHO WU MeTaBoJInueCcKn MOIUOUUNPOBAHHEE
GOPMEl TIOJIMHYKJIEOTHIOOB, OOBUHO BCTpeUanlrecs B IIpUMPoOIe, a TakKxe
xuMmueckme ¢opmel OJHK m PHK, xXapakKTepHbEe IJI4 BUPYCOB UM KJIETOK.
TepMMH (IIOJIMHYKIJIIEOTHUI» TakXke OXBaTHBaeT OTHOCUTEJBHO KOPOTKUE
el HYKJIEMHOBEIX KMUCJIOT, YaCTO HasEBaeMble OJIMT'OHYKIIEOTUIAaMU .

«BexTop» mHOpencrTaBJageT cobo¥ pPelJMKOH, TakKoM Kak ILJas3Muia,
bar, KocMMIa WJIM BUPYC, B KOTOPHEM MOXeT OHTL OYHKIMOHAJLHO
BCTaBJIeH OPYTOM HYKJEOTHMIHHM CeTMeHT Tak, UToOH [IpOoMCXoImja
pelmKaumd WM SBKCIPpeCcCHuda YKas3aHHOI'O CeI'MeHTa.

VcroJIb3YEeME B HaCTOAmEeM IOKYMeHTe TepMUMH «KJIeTKa-XO3AUH»
MOXeT OTHOCUTLCI kK JioOoMy THUIIY KJIeTKM, HalpuMep K I[IepBUUHOM
KJIeTKe, KJIeTKke B KyJbType WMIM KJIeTKe U3 KIJIeTOYHOM JIMHUMM. B
KOHKPEeTHHIX BapraHTax OCYIIECTBJIEHUA TEepPMUH KKJIETKA-X0O3AMH»

OTHOCUTCA K KRIIEeTKEe, TpaHC(]_)I/ILU/IpOBaHHOﬁ MOJ'IeKyJ'IOﬁ HyKJ’IeMHOBOﬁ
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KMCJIOTE, M K IIOTOMKaM MJIM K IIOTeHIMAaJILHEM IIOTOMKaM TakKoWM KJIEeTKM.
I[IOTOMKM TakKOV KJIeTKM MOTYT He OHTL MISHTHMUHEMY POIUTEJLCKOMN
KJIETKE, TpaHCOUIINPOBAHHOM MOJIEKYJIOM HYKJIEMHOBOM KUCJIOTH,
HaopyMep 1[I0 OIpMUMHEe MyTalui WIM BO3OeMCTBUA OKpyXawmel Ccpemnr,
KOTOPHE MOTYT NPOSABJISATECHA B MNOCIEeOYIIMX MOKOJIEHUAX, WU
MHTeTpallM MOJIEKYJIH HYKJIEMHOBOM KMUCJIOTEL B TI'eHOM KJIeTKM-XO3AMHA.
TepPMMHE «DKCIOPECCHUA» U KIPOOYKLUMA» UCHOJB3YITCA B HaCTOAIEM
OOKYMEeHTe KaK CUMHOHMMEI M 0DO03HauawnT OMOCHMHTEe3 NpoNyKTa TI'eHa. 32TH
TEPMMHEL OXBaTHBAKT TPpaHCKpUILMIL T'eHa B PHK. O25TM TepMMHEL TakKxXxe
OXBaTHBAKT TpaHcadumow PHK B  omgvH wmiam 0OoJiee TIOJIUIOENTULOB U
OOTIOJIHUTEJILHO OXBAaTHBAKT BCe NOCTTPAHCKPUIILMOHHEE "
NOCTTPAHCIALMOHHEE MOIOUOUK AN IPUPOOHOTO MIPOUCKXOKIEHNS .
OKCIpeCcCra WM OPOOYKUIMS AaHTHUTeJla WIM eT0 AaHTUTEeHCBI3BBAKIEeIO
dparMeHTa MOXeT IMIPOUCXOOUTE BHYTPM LIUTOIJIA3ME KJIETKM WM BO
BHEKJIETOUHOM cpene, HallpuMmep B POCTOBOM cpene oJisa
KYJILTUBUMPOBAHMA KJETOK. 3HaueHMe TepMMHa (IO CYMecTBY TaKoW XKe»
MOXeT OTJIMUaATLECA B 3aBUCHUMOCTM OT KOHTEKCTa, B KOTOpPOM OH
VCIOJIL3YyeTCHd. BciencTreue TOTO, uTo B IPUPOIHOM
IIOCJIeIOBATEJILHOCTU JIETKUX M TIOKEeJHX Leled M KOIMPYIUX WX TeHOB
BOBMOXHH BapualuM, Kak OXMIaeTCsa, MOXHO BCTPEeTUTL OlIpeldesIeHHLM
YPOBEHL BapualuM B IOpelejax aMUHOKMCJIOTHEIX II0CJIeIOBaTeJIbHOCTEN
MM TEeHOB, KOOVUPYKIMX aHTHUTeJa WJIM aHTHUIeHCBA3HBawiMre (paIlMeHTH,
ONIMCAHHEE B HaCTOAMEM OOKYMEeHTe, KOTOPHE MNPpakKTUUeCKM He BJIMAKRT
Ha WMX YHUMKaJbLHHE CBOMCTBA CBA3HBAHUA (HaIpUMep, CHeUMOMUHOCTL U
apdmMHHOCTE) . Takoe OXUOaHMe OTUACTUM OODYCJIOBJIEHO BHPOXIEHHOCTELIO
TEeHEeTUUEeCKOTO Konma, a TakKxe SBOJIOLIMOHHOM YCIEMHOCTHI
KOHCEPBAaTUBHEIX BaApMaHTOB AMMHOKMCJIO THEIX mocjienoBaTeJILHOCTEN,
KOTOPHE OIY TYIMO He MEHAT oprupony KOOMPYEMOTO DeJika.
CoOOTBETCTBEHHO, B KOHTEeKCTe HYKJIEeOTUIHHX IIO0CJIeOOBATEJILHOCTEM «IIO
CYIecTBY TaKoM Xe» o3HavaeT 10 MeHblel Mepe 65% MIeHTHMUHOCTD
Mexny OBYMS WJIM 0OoJiee TIOCJeIOBaTEeJIEHOCTAMMA . MpennouTrUTeJIEHO
TepMUMH OTHOCUTCSA K II0 MeHbmeM Mepe 70% MOSHTUUYHOCTM MeXOy IBYMS
uam BoJiee IIocJeloBaTeJIbHOCTAMM, OoJiee MNPenOlouTUTEeNIbHO I10 MeHbIeu
Mepe 75% MOEHTUUYHOCTHM, OOJlee MNPEeANoUTHUTENILHO IO MeHbIel Mepe 80%
MOEeHTUUYHOCTH, DoJiee NpennouTUTEeJILEHO o MeHbIen Mepe 85%

MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 90%
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MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 91%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 92%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 93%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 94%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 95%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 96%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 97%
MOIeHTNYHOCTHV, foJiee IIpeoliouyTrTeJIEHO I10 MeHbIIen Mepe 98%

UISHTUYUHOCTM M 0OoJiee TNPenOlouTUTesILHO IO MeHblel Mepe 99% wuim
BoJee MIOEHTUUYHOCTH . [lpoLleHTHAa A MOSHTUUYHOCTD MexIOy OBYMS
IOCJIeIOBaATEJILHOCTAMM  ABJIAeTCA  (QYHKIMEM KoJMUeCTBa MIOESHTUUHEBIX
IIOJIOXEeHUM, OOmMx IJA IIocJenoBaTellbHoCcTeM (T. €. % TOMOJIOTUMM=KOJI—
BO MIESHTUUHHX IIOJIOKeHUI/oflee KOJ-BO IOJOXeHMIi X 100), OpuHMMAad
BO BHMMAaHME KOJIMUECTBO TI'2II0B M OJIMHY KaXIoT'o I'sla, BBOOIMMOTO IJIA
OINITUMAJILHOTO BHPAaBHUBAHUA IBYX IocjeloBaTeJIbHOCTeM. IIPOLeHTHYIO
MOSHTUYHOCTEL MeXIy IOBYMA  HYKJIEOTHMIOHBIMM  WMJIM  aMMHOKMCJIO THEMM
[IOCJIEIOBATEJIbHOCTAMM  MOXHO  ONpPenesiUMTh, HaIlpuMep, C  IIOMOIBI
ajJropuTMa, OIMcaHHOTO B Oybimrkaumm E. Meyers and W. Miller,
Comput. Appl. Biosci 4, 11-17 (1988), KOTOPEIM BCTPOEH B
nporpamMmy ALIGN (Bepcusa 2.0), WMCIOJB3YS BECOBYKL TabJMIly OCTATKOB
PAM120 co mTpadpoM 3a IJMHY Tzna 12 m mrpapom 3a 120 4. Kpome
2TOTO, [IPOLIEHTHY MIOEHTUYHOCTD IOBYX AMMHOKMCJIO THEIX
IocjieIoBaTeJIbHOCTEN MOXHO OTIPENENINTE, VICIIOJIb3Y A aJITOPUTM,
ONMCAaHHHM B nOyodJukauum Needleman and Wunsch, J. Mol. Biol. 48,
444-453 (1970).

CTerieHb BapMalumu, BOBMOXHas B IIpemejlax aMMHOKMCJIOTHOM
nocjiegoBaTeJIbHOCTHU Oejka ©e3 CyMNeCTBEeHHOT'O BJIMAHMA Ha QYHKIMO
Besika, HaMHOTO HMWXe, UYeM B HYKJISOTHUIHOM IIOCJedoBaTeJIbHOCTH,
[IOCKOJIBKY IPUHIMIIE BEPOXIEHHOCTM He I[IPMMEeHMMH K aMMHOKMCJIOTHEM
nmocjiegoraTelJIbHOCTAM. COOTBETCTBEHHO, B KOHTEKCTEe aHTUTeJa WK
AHTUTEeHCBA3HBAKMET0 (parMeHTa <«IIO0 CYMeCcTBY TaKoM Xe» OTHOCUTCH K
AHTUTEJYy WJIM aHTUIeHCBA3HBaKIMM OQparMeHTaM, MuMewomuMm 920%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98% mam 99% MIOEHTUMUHOCTL OIMCAaHHLBM
aHTUTeJIaM WJIM aHTUITeHCBAS3EBAKMIMM (QparMeHTaM. HIpyIMe BapMaHTH
OCYMEeCTRBJIEHMA BKJIOUaT B ceba GPRCSHD-cneumprMueckme aHTUTeJla MM

AHTHMI'€eHCBA3BBaKImne @paPMeHTH, KOTOPEIE MMEKT KapkKac, OCTOB WJIN
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IpyIMe HeCcBA3HBalmMecs oBJIacTH, KOTOpPHe He o0JamainT CcymeCTBEeHHOM
MOSHTUUYHOCTLI C aHTUTeJlaMM UM aHTUTeHCBA3SHBaKVMU dparMeHTaMu,
ONIMCAHHEIMM B HaCTOAMEM OOKYMeHTe, HO 0043aTeJIbHO BKIKUAKT B Ccebd
ooHy wuiIu 6oJee CDR MM »OPYITHMX IIOCJIeIoBaTeJIbHOCTeM, HeOoOXOIMUMEX
IOJIS OCYIMeCTBJIEHMS CBA3HBaHMA, KoOToOpee obnamabT 90%, 91%, 92%,
93%, 94%, 9b%, 96%, 97%, 98% MJIN 99% MOEHTUUYHOCTEI c
NOCEenOoBaTeJIbHOCTAMM, OIMCAHHEIMM B HaCTOAMEM JOKYMeHTe.

TepMVMH <«MHIOMBUIO» O3HauUaeT UYeJIOBeKa M He OTHOCANUXCA K
JeJIOBEKY XKMBOTHEIX, BKJIOUA 4 BCeX [TO3BOHOUHEX, HallpuMep
MJIEKOIIUT AKX ¥  HEMIEKONIUTAKINUX, HallpuMep HeueJlIOBeKOoOoOpa3HHX
OpuUMaTOB, MBIIEN, KPOJMKOB, OBell, cobak, KOIleK, Jomalel, KOPOEB,
HHEILJIAT, amMombum M peldTuIui. BO MHOTMX BapMaHTax OCYMeCcTBJIeHMUS
ONIMCAHHHX CHOCOOOB MHIOMBUIL MIPEeOCTaBJIgeT CcoBOoM ueJiOBeKa.

VcroJb3YeMEl B HacToAmEeM OOKYyMeHTe TepMMH «IepeHalpaBJIaTbhb»
WU «IepeHalpaBJIeHrEe» OTHOCUTCH K CrIoCOBHOCTH aHTUTEeTa K
GPRC5DxCD3 20dpeKTMBHO HANPaBJIATL aKTUMBHOCTL T-KJIETOK OT IIpUCYIel
VM POICTBEHHOW CHeUMPUUHOCTM K PeakKTUMBHOCTM IIPOTHUB KJETOK,
sKcHpeccupymmx GPRCSD.

B KOHTeKCTe HacCTodAlle'o OOKYMEeHTa TepMUH «Ipoda» o3HauvaeT
Ha®op CXOIOHHIX TeKyuMxX Ccpen, KJIETOK WMJIM TKaHen (HanpuMep,
XUPYPITUUECKN MCCEeUeHHYK TKaHb ONYyXOoJM, MaTepual OMONICHM, BKJIUAad
MaTepmal, [IOJIYyY e HHEM c [IOMOIIB TOHKOUTOJILHOM acIMpalMoOHHOM
OUMONICKUM) , BHEIOESJIEHHHX Y MHIOUBUIOA, a TaKXe TeKydMe CpPelr, KJIETKU
WJIM  TKaHu, HaxXxoOAamuecsda BHYTPM  Tejla MWHIWBUIA. B  HeKOTOPEHIX
BapMaHTax oOCylecTBJIeHMA Opoda IIpencTaBygeT cobod OMOJOTUUECKYID
TEKYUYD cpeny. Buosormueckue TeKyune cpenH, Kak npaBuiio,
OpedCcTaBJIgT COOOM XUIKOCTM IHIpM OMBUOJOIMUECKUX TeMlIepaTypax u
MOTYT BKJIOUATE B CceBd TeKyuue Cpelbl IIPUPOIHOTO MIPOMCXOXIEeHUd,
HaxoOAammecd BHY TPU MHOMBUIOA MJIN OMOJIOTUYUECKOTO MCTOUHKKE,
OTODpaHHEE, DHBKCIPeCCUPOBaHHEE WIM MHBEM 00pa3oM W3BJIeUeHHHE U3
HeTOo. HexoTopre OMOJIOTUUEeCKME TeKyudue cpens [IOJIYYEHH nus
KOHKPEeTHHIX TKaHel, OpraHoOB MJIM JIOKAJMB30BAHHLEX  obJjlacTel, a
HEKOTOPEE IpyTIMe OMOJIOTUUEeCKMEe TeKyure Cpelbl MOTYT MMeThL O0oJiee
rJjofasZlbHOE WM CHUCTEeMHOEe PacIloJIOXeHMe B OplaHM3Me WHIMBUIA WK
OMOJIOTUUECKOTO MCTOUHVKA. [IpUMepH OMOJIOTUUECKUX TeKyuMx cpen

BKJIOY AT B cebsda KPOBE, CEIBOPOTKY WU CEPO3HEE Terydre CpenH,
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miuasMy, JuMmdy, Mouy, CJIKHY, COOEepXMMOe KUCTH, CJes3H, §(erKaluy,
MOKPOTY, CEeKpeT CIIU3UCTOM CeKPeTOPHEIX TKaHeM " OpT'aHoOB,
BarMHaJILHEIE CeKpelMrM, acCUUMTHHEe TeKyure Cpensl, HalpuMep CBSI3aHHBE
C HeCOJMOHBEMA OTIYyXOJISIMHU, TeKyune cpens JjleBpajibHOM,
nepukapiualbHOM, IIepUTOHeaJIbHOM, abIoMMHAJILHOV M IPYTMX II0JIOCTel
TeJjla, TeKyuue Cpens, I[NIOJIyUeHHEle CMBIBOM M3 OpOHXOB, ¥ T. II.
BuoJioTMueckre TeKyuMe CpelOrl TakXe MOTYT BKIOUATE B Ccebda XUIKKE
PacTBOPH, KOHTAKTUPOBABIIKE C VHIVBUIOM WU OUOJIOTUYU e CKUM
MCTOUHUKOM, HalpuMmep cpeny OJnd KYJBETUBUPOBAHUA  KJIETOK WU
OpraHoOB, B TOM UMCJIe Cpelny, KOHIMUVMOHMPOBAHHYID KJeTKaMM WK
opraHaMM, TIIPOMHEEHEE TeKyuMe CpelH M T. II. B KOHTEKCTe HacTOoAleIo
OOKYMEeHTa TepMHH «Ipoda» OXBaTHEaeT MaTepMalJibl, W3BJIeUeHHHEe U3
OopraHV3Ma MWHIWBUIAE, UMY  MaTepuaJiH, HaxoOAamuecsa B OpTlaHus3Me
VHIVBULA .

«V3BECTHHEM CTaHDapT» MOXeT OpelcTaBJIATL cobo¥ pacTBOpR,
BRJIUAKINY B Cced®d M3BeCTHOEe KOJIMUEeCTBO WM KOHILeHTpauuio GPRCLHD,
TIoe pPacTBop MOXeT npencTaBJIsaTh cobom pPacTBop IPUPOOHOTO
NIPOUCXOXKIEHNU, HallpuMmep obpasel oT nauveHTa, MMeKIe T o o
M3BEeCTHHM JaHHBEIM PaHHKL, CpelHKnKn WM I[O3OHKK CcTaguie paka,
IpOoTpecCUpyommn WU CTabuJIbLHEM paxk, WU pPacTBop MOXeT
OpelCcTaBJIATL COOOM CHMHTeTUUEeCKUM pacTBOp, HalpuMep BOOHHM Oydep,
comepXamuil M3BECTHOE KOJMUECTBO pasBelNeHHOTO B HeM GPRCHD.
N3BecTHHE CTAHOAPTH, ONMCAaHHEE B HaCToAlleM JOKYMeHTe, MOTyYT
BKJIIOUATL B cebsa GPRCLHD, BHLIOeJIeHHEM M3 opTraHM3Ma MWHIMBMIA, a
Takkxe PeKOMOMHAHTHHM WMJIM OUMMeHHHM Oejlok GPRCLHD, wniIM 3HadeHUe
KOHUeHTpauunu GPRC5HD, cBA3aHHOe C COCTOAHMEeM 3ab0oJIeBaHUA.

VcrnoJb3yeMele B HacTOAMEM IOKYMEHTEe TepMMHH «CONPSXKEeHHBM C
G-0eJIkOM PpelelTop, ceMmencreo C, 7Tpymnna 5, ujgeH D» u «GPRCLHD»
KOHKPETHO BKJLUalT B cebsa ueJioBeueckum ©0eJijok GPRC5D, HaOpuMep,
Kak OIMCHBaeTCcHa B KaTajore Genbank mnonm ydyerHnM N BC069341,
STaJiIoHHada NOCIIeoOBaATEJIEHOCTE NCBI: NP 0e6l124.1 "
UniProtKB/yueTHrsrt HOMep Swiss—-Prot QO9NZD1 (cM. Takxe Brauner-
Osborne, H. et al. 2001, Biochim. Biophys. Acta 1518, 237-248).

TepmmuH CD3 OTHOCHMTCH K UeJIOBEUECKOMY OEJIKOBOMY KOMILIEKCY
CD3, cocrodmeMy M3 MHOXeCcTBa cCyObenmuauil. COCTOANUM M3 MHOXECTBa

CcyOBeIMHNL BeJIKOBLII KOMILJIEKC CD3 COCTOMUT nus3 © OTIeJIbHHBX
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IOJUIENTUIOHHX Lenel. CoIa BxXoOAT Lenb CD3y (HoMep »OocTyna B 06ase
maHHBEIX SwissProt P09693), mnens CD38 (SwissProt P04234), mnBe lienu
CD3e (SwissProt P07766) u omuu rTomMomuMmep uemu CD3 C (SwissProt

20963), mnOpryeM KOMILJIEKC CBS3aH C LenaMu o ¥ [ T-KJIETOUHOTO
peuentopa. TepMuH CD3 HOpM OTCYTCTBUM OCOOHX yKasz3aHUNM BKJIOUaAeT B
cebs JmoboM BapuaHT, M300O0pMy ¥ BUIOOBOM TomMoJoT CD3, KOTOPHM B
IpUpone DKCIPEeCcCHUpyeTcsa KIIeTkKaMM (BrJIOUasd T-KJISTKM) WIM KOTOPHM
MOXeT 3KCIPecCHpOBaTBHCA Ha KJIeTKax, TPaHCOMUMPOBAHHEIX TeHaMW WU

kIHK, kKoIupyomel STY IOJUIIESITUOH .

KAHTUTEJIO K GPRC5DxCD3» npencTapjsgeT cobom
MYJIbTUCIIELUNPUUIECKOE AHTUTEJIO, HeoOA3aTeJIBHO, OUCIeUndPUUIeCcKOe
aHTUTEJIO, KOTOopoe COIEepPXUT IoIBe PasHBX AHTHUT'EHCB S 3BIBallMX

oBnacTM, OIOHa "3 KOTOPHX CHelUudUUeCKM CBASHBAETCA C AHTUIEHOM
GPRCGLD, a opyrasa ClieumdpmuueCcKu CBA3EBaeTCH C CD3.
MyJnbTHUCTIEeIUIUUECKOE AHTUTEJIO MOXeT npencTaBJIsaTh cobom
fucrneuMdmuueckKoe aHTUTEJIO, IOMaTeJIO WIM CXOIOHYK MOJIeKyJly (cM.,
HaopuMep, oydiamkaumio PNAS USA 90(14), 6444-8 (1993), B KOTOpOMU
IIPUMBEIEeHO OIMCaHMe IMaTell). DBUCIelMduuecKMe MOJIEKYJIH, OMaTela U
T. II., OPpelJIOXEeHHEEe B HACTOMANleM OOKYMEeHTe, MOTYT CBA3HBATHLCHA C
00O NpMeMJIEMOM MMUIIeHBK B HOONOJHeHMe K dYacTu GPRCLHD. TepmmH
«Ducnenmudpmuecroe AHTUTEJIO» crenyer MIOHVMATHL Kak AHTUTEJIO,
VMeKliee IOBe pa3HeEe aHTUTEeHCBA3BBakmMe ofJjacTH, onpenesisgdeMee
Pa3HEMM IIOCJIEeNOBATEJILHOCTIAMM aHTUTeJa. OTO0 MOXHO I[IOHMMATL Kak
CBA3SHBAHME C Pa3HBEIMU MHUIIEHSMM, HO TakKXe CoIa BXOIOUT CBA3HBaAHUE C
Pa3HEIMM DSIOMUTONAaMM Ha OIHOM MUIIEHMU.

«STaJloHHaa nOpoba» OperncTaBJsgeT coboM nIpoby, KOTOPYI MOXHO
CPaBHMTL C IOpyroM mnpofo¥, TaKoM Kak ucclenyemasd IOpoba, 04
COCTaBJIeHUSA XapaKTepUCTUKM CpaBHMBaeMoM TIOpobbel. 3STaJiloHHad Ipoba
BymeT MMeThL KakKoe-JMbo oxXapaKTepMuMs0BaHHOE  CBOMCTBO, KOoTopoe
CIIYyXMUT OCHOBOM IJIA CPpaBHeHMA C MccJenyeMon mnOpobtow. Hamnpumep,
STAaJIOHHHM obpasell MOXHO  MCIOJIL30BATDH Kak OIopHOoe 3HaueHue
KOHUeHTpauum GPRC5D, KOTOpPHE CIyXaT IIoKazaTeJleM Haluuusa paka Yy
VHIVBUOA. OJTaJIOHHHM ofpasell He o6sa3aTelIbHO cJledyeT aHalM3UMPOBAaThH
napaljijieJIJbHO C MCCJenNyeMbBM o0paslioM, CJIedoBaTeJIEHO, B HEeKOTOPHIX

cllydaiax STAaJIOHHEMN obpasel MOXeT IIpenoCcTaBJIATE cobom PaHee
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ollpenejleHHOE UMCJIOBOEe 3HaueHMe WM »OMalla30H, XapaKTepu3yolun
OaHHOe COCTOAHMUE, HallprMep YPOBHU GPRC5D, KOTOpPHE cJIyxarT
nokaszaTesiaMM HaJlnuusa pakKa Y MHIOIMBUIa. TepMMH TakXe BKJIKUAeT B
cebs obpaslbl, MCHOJbL3YyeMBle IJIS CPaBHUTEJILHHEX LeJieM, M KOTOPHEe IIO
MMEeRIMMCA  OaHHBEM CBA3aHH ¢ (UBUOJIOTUUECKMM COCTOSAHUEM WU
cocToaHMeM 3aboJieBaHMA, HaIpUMep, pPakKoM C 2kcopeccuer GPRC5D, Ho
VMeKIMe HEM3BECTHOe KoJMUuecTBO GPRCHD.

TepMMH «IIPOTPECCUPOBaAHUE» IIPU UCIOJB30BAHMM B KOHTEKCTe
IpoTpecCcUupoBaHmMsa paka ¢ »BKceopeccuer GPRCSD  BriouaeT B cebd
M3MeHeHe COCTOSAHMA paka OT MeHee TaXeJoTro kK BoJjiee TAXKeJIOMY .
[lporpeccupoBaHre MOXET BKJIIUATE B Cebd yBeJIMUeHMe KOJIWUeCTBa WK
TAXECTH OIIyxXoJiel, CTeleHM MeTacTa3MpOoBaHMA, CKOPOCTM, C KOTOPOM
pak pacTeT WU pacrnpocTpaHdaeTCd, " T. . Hanpuwmep,
KIOpOoTpeccUupoBaHme paka TOJICTOM KUK BKJIIOUAET B cebd
IpoTrpecCHUpoOBaHMe TaKOoTOo paKa M3 MeHee TAXKeJIoTo B 0BoJiee TAXeJIOe
COCTOHAHME, HaAIpMUMep IIpoI'peCCHUpOoBaHMe OT cTamuu I npo cramomm 171,
or cramuu II pmo cramum IIT m T. II.

TepMMH «peTrpeccUupoBaHue» IIpYM UCIOJB30BAHMM B KOHTEKCTe
perpeccupoBaHusa paka C Bkcopeccuer GPRCHD  pBrJmoyaeT B cebsd
M3MeHeHe COCTOAHMA paka oOT 0oJjiee TAXeJIOTO K MeHee TAXKeJIOMY .
OBpaTHOEe pa3BUTHME MOXET BKJIKUATL B Ccel0fS CHMXEHMEe KOJIMUeCcTBa WU
TAXECTH OIIyxXoJiel, CTeleHM MeTacTa3MpOoBaHMA, CKOPOCTM, C KOTOPOM
paxKk pacTeT WIM paclipocTpaHdgeTcs, WM T. IO. HamopuMmep, «oBpaTHOe
pa3BUTHE pakKa TOJICTOM KMIIKKM» BKJIOUaeT B cebsa obpaTHoOe pasBUTUE
TakKoT'O paka u3 0BoJlee TAXKEJOTO B MeHee TAXeJIoe COCTOAHUE,
HallpuMep I[IpoI'peccupoBaHMe oOoT cTamuu 11T nmo crampum 11, oT cTammuu
IT o craguu I m T. II.

TepMyH «CTabUJIbHE» npu VCIIOJE 30BaHUA B KOHTEKCTe
cTabuJIBLHOTO PpakKa ¢ 2kKcopeccuer GPRCLD oOMCEHEBaeT  COCTOSHUE
3ab0JIeRaHMAa, KOTOpOe He M3MEeHAeTCHa WIXM He MW3MEeHUJIOCH CYIeCTBEHHO
B TeuUueHMe KIMHMUECKM 3SHAUMMOTO IIeprMola BpeMeHM, UTOOB eT'0 MOXHO
OBJIO CUMTATE NPOTPEeCCHUPYIRIMM MM PerpeCCUPYRIM pPaKoM.

BapMraHTE OCYWEeCTBJIEHWSA, ONMCAHHBHE B HACTOAMEeM IOKYMeHTe, He
OTPaHVUMBAKTCA KOHKPETHHMM CclIocofaMu, peareHTaMy, COelIMHEeHUIMHY,
KOMIIOBULIVAMY WV OUOJIOTUUECKMM CHUCTeMaMM, KOTOpHEe, KOHEUHO,

MOTYT BapbHMpPOBATECA.
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GPRCLD-crneumnpmnuecrkme aAHTUTEIa " AHTUT EHCBA3HBAKIIME
bparMeHTH

B HacToOAmeM IOOKYMEHTE OIMCHBaKTCH BHIOEJIEHHEE MOHOKJIOHAJILHEIE
aHTHUTEeJa W AHTUTEeHCBA3ERaKnIme bparMeHTH, CrieundpnUueCcKu
CBA3EBaKIIMECSH C GPRC5D. OBmasa CTPYKTYPa MOJIEKYJIEL a”HTuTeJla
COOEPXMT aHTUIeHCBA3HBAKMKMM OOMEH, BKJIOUalMMUM B cebd TAKeJIYID U
Jerkyn lenu, U Fc-OoMeH, KOTOPHM BHIIOJHAET pas3JMuHble OQYyHKUUM,
BKIIOUAA OUKCALMID KOMILJIEMEHTa M CBA3HEBaHMEe C pelenTopaMy aHTUTe.

K ONIMCAaHHEM GPRCL5D-cniennpnueCcKmM aHTUTeJIaM WU
AQHTUTEHCBA3ZHBAKIMM (QpalMeHTaM OTHOCATCHA BCe M30TMIH, IgA, IgD,
IgE, IgG m IgM, ¥ CHHTETHMUECKME MyJILTUMEPH UYeTHpeXIleloueUuHOoN
CTPYKTYPH VMMYHOTJIOOYJIMHOB . OnMcaHHLBIE aHTHUTEeJa W
AHTUTEeHCBA3EEBaKIMEe (parMeHTH TakKXe BKJIOUAKLT #M3o0TUI 1gY, rio
CymecTBY OOHapyXMBAaeMHM B CHBOPOTKEe KYPHUUH WMIM MHIEWKM ¥ B
XeJITKe g¥lla KYPUUE WMJIM MHOEWKH!.

GPRCLD-crneumnpmnuecrkme aAHTUTEIa " AHTUT EHCBA3HBAKIIME
bparMeHTH MOXHO [oJiydaThb ns3 JIIOOOTO BUIa, HUCIIOJIBE3Y 4
PEKOMOMHAHTHEE MeTONOH. HaIpMMep, aHTUTeJla WIM aHTUTEHCBI3BBAaKIue
bparMeHTE MOTYT IMNPenCTaBJIATL coBOo¥ MX MBIIMHEE, KPHCUHEE, KO3bLMU,
JIomaguHee, CBUHEE, KOPOBLY, KYPUHEE, KpoJinuby, BEepOIIIOXLY,
OCJIMHEIE, UeJIOBeUeCKMe WM XMMEePHLBEe BapMaHTEL., B LejidX BBeIeHUd
UeJIOBEKY aHTUTeJla WIM AaHTUTEeHCBA3HBAaKIMe O(paTrMeHTH, IOJIYUYEeHHEIX
He OT UeJIOBeKa, MOXHO IIOOBEPIHYTH I'€HEeTHUUeCKOMY WMJIM CTPYKTYPHOMY

M3MEHEHNUK, UTOOB OHM OBJIM MeHee AaHTUIEeHHH IIPM BBeIeHUNM IIallMeHTYy—

UeJIOBEKY .

B HeKOTOPEIX BapMmaHTax OCyImeCTBJIECHMA aHTHTeJla I
AHTHMI'€eHCBA3BBaKImne @paPMeHTH ABJIARTCA XVIMEPHEIMHN . B HacToAdleM
JOKYMeHTe TEePMMH «XMMepHHﬁ» O3HadaeT aHTUMTEeJIO I eTro
AHTUT €HCB S 3LIB aloln @paPMeHT, conepmammﬁ I10 MeHblIel Mepe

HeKOoTOopyKn dYacCTb IIO MeHbIen Mepe OIOHOTIO BapMa@eﬂbHOPO ITOMEHa,
IIOJIYYEeHHOTI'O nus aMUHOKMCJIOTHOM II0CJIenOoBaTEeJIEHOCTHU aHTHTeJla He
OTHOCAmMEeI'OCA K UYeJIOBEKY MJIeKOIIMTarmeIl'c, I'PE3YHa WJIIM PpellTWIIrM, B
TO BpeMA Kakr oCcTaBmmMmeCA dacTum aHTHTeJla I eTro
AHTUI'€HCBASHEBAKIETI'O @paPMeHTa VMEKRT UYeJIOBeUeCKOe IIPOUMCXOXIcHNME .

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMI aHTUTeJla I[IpeldCTaBJILdnT

cobom I'YMaHM3VMPOBaHHEE aHTHTeJIa. PyMaHMSMpOBaHHHe aHTHTeJIla MOIT'WYT
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NIpelCcTaBJATE cobon XUMEPHHE MMMYHOTJIOOYJIMHE, Lenm
VMMYyHOTJIOOYJIMHOB MJIM MX (QpaTMeHTH (Hanopumep, Fv, Fab, Fab’,
F(ab')2 WJIN opyrue AHTUI eHCBA3EBakIMe cybrocyiegoBaTeJIbHOCTHU
AHTUTEJ), COIepXalMe MUHUMMAaJIEHYI I[IOCJeIOBaTeJIbHOCTE, I[IOJIYUYeHHYIO
M3 MUMMYHOTJIOOYJIMHA He OTHOCAmMEeIoCcsa K UYeJIOBeKY XMBOTHOTO. Ilo

BoJibmer YacTu TYMaHM3VMPOBAHHEE  aHTUTEJa NpedcTaBJIAnT cobon

YyeJIOBeUeCKHMe MMMYHOTIJIOOYJIMHEL (aHTUTEJIO-PELUUIINEHT) , B  KOTOPHX
OCTaTKMU nus3 oBJlacTH, openegwnmen KOMILJIEMEHTAPHOCTE (CDR),
pPeLuurmMeHTa 3aMeHeHE ocTaTKaMM nu3 obylacTH, olpenesgwnimen

KOMILJIEMEHTAPHOCTEL, HEe OTHOCAMETroCd K UYeJIOBEeKY BUIa (aHTUTEJIO—
IOOHOP), HaOpMMep MBIIM, KPHCH WIM KpoJMKa, ofJjajawnmel xeJjaeMon
CIIeUOUUHOCTEIO, adOMHHOCTEIO u CIIOCOBDHOCTEW. Kak [paBuUJIoO,
TYMaHM3VMPOBAHHOE AaHTUTEeJIO OyIoeT CcoepXaThk 10 CYmeCcTBY BCe M3, IO
MeHbIlel Mepe OOHOTO, a OOBUHO »OBYX BapuabdeJIbHEIX IOOMEeHOB, B
KOTOPHIX BCe WM TII0 CYIecTBY BCe CDR-o00JacTM COOTBETCTBYIT
TaKOBEM B VMMYHOTJIOOYJIMHE oT He OTHOCHAEeToCH K  UeJIOBeKY
XMBOTHOTO, a BCe WM TI0 CylecTBY  BCe KapKaCHEE obracTu
COOTBETCTRBYIIOT TaKOBEIM [IOCJIEDOBATEJIbLHOCTHU YeJIOBEeUeCKOI'O
VMMYyHOTUIOOYJIMHa . ['YMaHUBUMPOBAHHOE AHTUTEJIO MOXeT COOepXaThk IO
MeHbIlel Mepe YacTh KOHCTAaHTHOM ofjlacTu MMMyHOTJIOOyJMHa (Fc), Kak
OpaBuUJIio, UYeJIOBEUECKOTO MMMYyHOTIUIOOYJIMHA .

AHTUTeJIa WJIM AaHTUTeHCBA3HBawIVe (QparMeHTH, ONIMCaHHEIE B
HacToAmlleM OOKyMeHTe, MOTYT WMMeThb pPas3JIiMuHbele QOpMHE, HO OynOyT
BKJIOUATE B cebd onHy WM 6Oojiee CDR  a”HTMTeJla, KakK IIoOKa3aHO B
Tabiauie 1.

B HacToOdmeM OOKYMEHTe ONUCHBAKTCS BHIOSJeHHHE aHTHUTeJa U
AHTUTeHCBASHEaAKIME (parMeHTH, WMMYyHOCHelUMdMUeCKM CBA3HBaKIMMUeCd C
GPRC5D. B HeKOTOPHX BapMaHTax ocymecTBJeHMa GPRCLHD-crneumpuueckKue
aHTHuTeJa WIM AaHTHUIeHCBA3HBawmYe (parMeHTH IpedCTaBJIAT cobon
yeJjioBedueckur IgG MM e€T0 NOPpOM3BOOHHe. XoTa GPRCLD-cnenmupmueckue
aHTUTEeJIa WU AHTUT eHCBASHBaKIINE bparMeHTH, nprUBeOeHHHE B
KaueCcTeBe IpUMepa B HaCTOAmleM TOKYMEeHTe, ABJIANTCHA UYeJIOBEeUeCKMMHY,
aHTUTEeJIa WU AHTUT eHCBASHBaKIINE bparMeHTH, nprUBeOeHHHE B
KaueCcTee IIpMMepa, MOXHO IONBEPTHYTH XVMepU3alluu.

B HeKOTOpPHX BapMaHTax OCYIECTBJeHMA HOpenjgaraercsa GPRC5HD-
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crieliMduuecKkoe aHTUTEJO WM €T0 aHTUTEeHCBA3HBaKIMY dparMeHT,
comepXamuh TOKeIyo lenb, comepxamyno CDR1, CDR2 wum CDR3 jodoro
OOHOTO W3 aHTHUTeJl, OIMCAHHEX B Tabjuue 1. B HeKOTOPHX BapuaHTax
OCYIMEeCTBJeHUA Npenjaraerca GPRCLHD-cneumdmueckoe aHTUTEJIO MM €TI0
AHTUTEHCBA3HBAKIMNA QparMeHT, COoOepXamlUl TIKeJIYy Ilelb, CoIepXallyl
CDR1, CDR2 m CDR3 modoro OIHOTO M3 AaHTUTEJI, OIMCAHHEX B Tabjuile
1, m Jjerkyw lLenk, comepxamyo CDR1, CDR2 m CDR3 mmoboro OOHOTO U3
aHTUTeJI, OIMCAaHHHX B Tabiuue 1.

B HeKOTOpHX BapMaHTax ocylmecTejieHnsa GPRCOD-creunpmuecrue
aHTUTEeJIa U AaHTUTeHCBA3HBaKmMe O(paTMeHTH comepxaT CDR1 TaxeJon
lenu, comepxamyio SEQ ID NO:1, CDR2 TaxejloM lLenM, comepxamyio SEQ
ID NO:5, u CDR3 TaxejloM lLenu, comepxamyio SEQ ID NO:9. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M aHTUTeHCRBA3HBakmMe O¢parMeHTH conepxaT CDR1  TaxeJsoV Lenwu,
comepxamyio SEQ ID NO:1, CDR2 TaxejloM Lenu, comepxamyio SEQ ID
NO:5, CDR3 TaxeJoy lLenM, colepxamylo SEQ ID NO:9, CDR1 Jjerkomn
lenu, comepxamyio SEQ ID NO:13, CDR2 JlerkoM lLenM, comepxamyio SEQ
ID NO:16, um CDR3 JerkoM uenm, colepxamyno SEQ ID NO:19. 35To
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT COIOepXaTh UYeJIOBEUEeCKME KapKacHBEe IIOCJIeDOoOBaTEeJIbHOCTH. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M AaHTUTEeHCBSAS3HBaKkMMe (QpParMeHTH COOepXaT BapuabeJIbHHM  IOOMeH
TOXKeJION 1lellM, II0 CYIeCTBY TaKoM Xe WIM MIOeHTUMUHBEM SEQ ID NO:52.
B HEeKOTOPHX BapraHTax OCYIEeCTBJICHUA GPRC5D-crieuunpnueckue
aHTUTEeJIa U aHTUTEeHCRBA3HBakmMe ©(QparMeHTH CoIepXaT BapuabeJbHEN
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:52, u BapuabeJbHHM »OOMeH JEeTKOM Ilenu, IO CYIeCTBY TaKoM Xe
WM UIeHTHUHEM SEQ ID NO:56. Bapua®eJbHHM IOMeH TSKeJIOM Lelu U
Bapra®eJIbHEIM MHOOMEH JIeTKOM I1elM aHTUTeJ, OIMCAHHHX B HaCTOSAMEM
abzale, 4ABJAITCA IPUEeMIIEMBEMM IJIA BBeOeHMA B OUCIeUMOUUIeCKUe
KOHCTPYKTE, B KOTOPHX OIHO ILJIeUo TIIpedcTaBasgeT coBoM TILJIeuo
aHTuTeJsya Kk GPRCSHD.

B HeKOTOpHX BapMaHTax ocylmecTejieHnsa GPRCOD-creunpmuecrue
aHTUTEeJIa U AaHTUTeHCBA3HBaKmMe O(paTMeHTH comepxaT CDR1 TaxeJon
lenu, comepxamyio SEQ ID NO:2, CDR2 TaxeJloM lLenlM, comepxamyio SEQ

ID NO:6, wm CDR3 TaxeJ oM lenu, colepxamyio SEQ ID NO:10. B
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HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M aHTUTeHCRBA3HBakmMe O¢parMeHTH conepxaT CDR1  TaxeJsoV Lenwu,
comepxamyio SEQ ID NO:2, CDR2 TaxejloM Lenu, comepxamyio SEQ ID
NO:6, CDR3 TaxeJo¥ uUemnu, comepxamyon SEQ ID NO:10, CDR1 Jjerkomn
lenu, comepxamyio SEQ ID NO:13, CDR2 JlerkoM lLenM, comepxamyio SEQ
ID NO:16, um CDR3 JerkoM uenm, colepxamyno SEQ ID NO:19. 35To
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT COIOepXaTh UYeJIOBEUEeCKME KapKacHBEe IIOCJIeDOoOBaTEeJIbHOCTH. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M AaHTUTEeHCBSAS3HBaKkMMe (QpParMeHTH COOepXaT BapuabeJIbHHM  IOOMeH
TAXEJION LelM, I[I0 CYIeCcTBY TakKoM Xe MM MIOeHTMUHHM SEQ ID NO:53.
B HEKOTOPHX BapMraHTax oCyleCTBJIEHN A GPRCL5D-cnenmnpmnueckme
aHTUTEeJIa U aHTUTEeHCRBA3HBakmMe ©(QparMeHTH CoIepXaT BapuabeJbHEN
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:53, u BapuabeJbHHM »OOMeH JEeTKOM Ilenu, IO CYMeCTBY TaKoM Xe
WM UIeHTHUHEM SEQ ID NO:56. Bapua®eJbHHM IOMeH TSKeJIOM Lelu U
Bapra®eJIbHEIM MHOOMEH JIeTKOM I1elM aHTUTeJ, OIMCAHHHX B HaCTOSAMEM
abzale, 4ABJAITCA IPUEeMIIEMBEMM IJIA BBeOeHMA B OUCIeUMOUUIeCKUe
KOHCTPYKTE, B KOTOPHX OIHO ILJIeUo TIIpedcTaBasgeT coBoM TILJIeuo
aHTuTeJsya Kk GPRCSHD.

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckme
aHTUTEeJIa U AaHTUTeHCBA3HBaKmMe O(paTMeHTH comepxaT CDR1 TaxeJon
lenu, comepxamyio SEQ ID NO:3, CDR2 TaxejloM lLenlM, comepxamyio SEQ
ID NO:7, wm CDR3 TaxeJ oM llenu, coIepxamyio SEQ ID NO:11. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M aHTUTeHCRBA3HBakmMe O¢parMeHTH conepxaT CDR1  TaxeJsoV Lenwu,
comepxamyio SEQ ID NO:3, CDR2 TaxejloM Lenu, comepxamyio SEQ ID
NO:7, CDR3 TaxeJyo¥ uUemu, comepxamyo SEQ ID NO:11, CDR1 Jjerkomn
lenu, comepxamyio SEQ ID NO:14, CDR2 JlerkoM lLenM, comepxamyio SEQ
ID NO:17, wm CDR3 Jjerkou uLenmu, colepxamyno SEQ ID NO:20. 3T0
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT COIOepXaTh UYeJIOBEUEeCKME KapKacHBEe IIOCJIeDOoOBaTEeJIbHOCTH. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M AaHTUTEeHCBSAS3HBaKkMMe (QpParMeHTH COOepXaT BapuabeJIbHHM  IOOMeH
TAXEJION LelM, I[I0 CYIeCcTBY TakoM Xe MIM MIOeHTUMUHHM SEQ ID NO:54.

B HEeKOTOPHX BapraHTax OCYIEeCTBJICHUA GPRC5D-crieuunpnueckue
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aHTuTeJa ¥ aHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxXxaT BapuabelbHHM
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:54, u papua®elLHHM OOMeH JeI'KOoM Lelu, IO CYMNecTBY TaKoM Xxe
WM UIeHTHUHEM SEQ ID NO:57. Bapua®eJbHHM IOMeH TSKeJION Lelu U
BapuabeJbHHM OOMeH JeT'KoM Lely aHTUTeJI, OIMCAaHHEX B HaCTOAIeM
abzale, ABJIARTCA NOIPUeMJIeMBIMM IJII BBelIeHUsa B OUcCHeludUuecKUe
KOHCTPYKTH, B KOTOPEIX OOHO IIJIeuo IpelcTaBjsgeT coboM ILJIeduo
aHTuTeJa k GPRC5D.

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckme
aHTuTeJa ¥ AaHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxaT CDR1 TaxeJon
lenu, comepxamyio SEQ ID NO:4, CDR2 TaxejloM lLenlM, comepxamyio SEQ
ID NO:8, wm CDR3 TaxeJoM llenu, colepxamyio SEQ ID NO:12. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
¥ aHTHUTeHCBA3HBaKmMe (parMeHTH colepxaT CDR1  TaxeJior lenwu,
comepxamyio SEQ ID NO:4, CDR2 TaxejloM Lenu, comepxamyio SEQ ID
NO:8, CDR3 TaxeJo¥ uUemnu, comepxamyon SEQ ID NO:12, CDR1 Jjerkomn
lenu, comepxamyio SEQ ID NO:15, CDR2 Jerkon lLenm, comepxamyio SEQ
ID NO:18, wu CDR3 Jerkou uLenmu, colepxamyno SEQ ID NO:21. 35To0
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT CcoIepXaThb UeJIoOBeueCKMe KapKacCHBe IocjJenopaTelIbHOCTM. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M  aHTUTEeHCBS3BBAaKiMe dparMeHTH  CcOoIepXaT BapuabeJLHHM  IOMeH
TAXEJION LelM, I[I0 CYIeCcTBY TakKoM Xe MIM MIOeHTUMUHHM SEQ ID NO:55.
B HEKOTOPHX BapMraHTax oCyleCTBJIEHN A GPRCL5D-cnenmnpmnueckme
aHTuTeJa ¥ aHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxXxaT BapuabelbHHM
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:55, u pBapuabeldbHHM OOMeH JeI'KoM Lelu, IO CYMNecTBY TaKoM Xxe
WM UIeHTHUHEM SEQ ID NO:58. Bapua®eJbHHM IOMeH TSIKeJION Lelu U
BapuabeJbHHM OOMeH JeT'KoM Lely aHTUTeJI, OIMCAaHHEX B HaCTOAIeM
abzale, ABJIARTCA NOIPUeMJIeMBIMM IJII BBelIeHUsa B OUcCHeludUuecKUe
KOHCTPYKTH, B KOTOPEIX OOHO IIJIeuo IpelcTaBjsgeT coboM ILJIeduo
aHTuTeJa k GPRC5D.

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckme
aHTuTeJa ¥ AaHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxaT CDR1 TaxeJon
lenu, colepxamyio SEQ ID NO:61, CDR2 TaxeJoV lLenu, coepxamyi SEQ

ID NO:67, wm CDR3 TaxeJoV ULenu, coIepxamyio SEQ ID NO:72. B
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HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M aHTUTeHCRBA3HBakmMe O¢parMeHTH conepxaT CDR1  TaxeJsoV Lenwu,
comepxamyio SEQ ID NO:61, CDR2 TaxeJoy lenu, comepxamyio SEQ ID
NO:67, CDR3 TaxeJioM Lenmu, colepxamyio SEQ ID NO:72, CDR1 Jjerxon
lenu, comepxamyio SEQ ID NO:13, CDR2 JlerkoM lLenM, comepxamyio SEQ
ID NO:78, wm CDR3 Jjerkou uLenmu, colepxamyno SEQ ID NO:80. 3T0
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT COIOepXaTh UYeJIOBEUEeCKME KapKacHBEe IIOCJIeDOoOBaTEeJIbHOCTH. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M AaHTUTEeHCBSAS3HBaKkMMe (QpParMeHTH COOepXaT BapuabeJIbHHM  IOOMeH
TAXEJION LelM, I[I0 CYIeCcTBY TakKoM Xe MM MIOeHTUMUHHM SEQ ID NO:82.
B HEKOTOPHX BapMraHTax oCyleCTBJIEHN A GPRCL5D-cnenmnpmnueckme
aHTUTEeJIa U aHTUTEeHCRBA3HBakmMe ©(QparMeHTH CoIepXaT BapuabeJbHEN
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:82, u BapuabeJbHHM »IOMeH JEeTKOM Ilenu, IO CYNeCTBY TaKoM Xe
WM UIeHTHUHEM SEQ ID NO:92. Bapua®eJbHHM IOMeH TSIKeJION Lelu U
Bapra®eJIbHEIM MHOOMEH JIeTKOM I1elM aHTUTeJ, OIMCAHHHX B HaCTOSAMEM
abzale, 4ABJAITCA IPUEeMIIEMBEMM IJIA BBeOeHMA B OUCIeUMOUUIeCKUe
KOHCTPYKTE, B KOTOPHX OIHO ILJIeUo TIIpedcTaBasgeT coBoM TILJIeuo
aHTuTeJsya Kk GPRCSHD.

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckme
aHTUTEeJIa U AaHTUTeHCBA3HBaKmMe O(paTMeHTH comepxaT CDR1 TaxeJon
lenu, comepxamyio SEQ ID NO:2, CDR2 TaxeJloM lLenlM, comepxamyio SEQ
ID NO:28, wm CDR3 TaxeJoV ULenu, coIepxamyi SEQ ID NO:30. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M aHTUTeHCRBA3HBakmMe O¢parMeHTH conepxaT CDR1  TaxeJsoV Lenwu,
comepxamyio SEQ ID NO:2, CDR2 TaxejloM Lenu, comepxamyio SEQ ID
NO:28, CDR3 TaxeJioM Lenmu, colepxamylo SEQ ID NO:30, CDR1 jerxon
lenu, comepxamyio SEQ ID NO:13, CDR2 JlerkoM lLenM, comepxamyio SEQ
ID NO:16, um CDR3 JerkoM uenm, colepxamyno SEQ ID NO:19. 35To
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT COIOepXaTh UYeJIOBEUEeCKME KapKacHBEe IIOCJIeDOoOBaTEeJIbHOCTH. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M AaHTUTEeHCBSAS3HBaKkMMe (QpParMeHTH COOepXaT BapuabeJIbHHM  IOOMeH
TAXEJION LelM, I[I0 CYIeCcTBY TakKoM Xe MM MIOeHTUMUHHM SEQ ID NO:83.

B HEeKOTOPHX BapraHTax OCYIEeCTBJICHUA GPRC5D-crieuunpnueckue
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aHTuTeJa ¥ aHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxXxaT BapuabelbHHM
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:83, u BpBapuabelLHHM OOMeH JeI'KoM Lelu, IO CYMNecTBY TaKoM Xxe
WM UIeHTHUHEM SEQ ID NO:56. Bapua®eJbHHM IOMeH TSKeJIOM Lelu U
BapuabeJbHHM OOMeH JeT'KoM Lely aHTUTeJI, OIMCAaHHEX B HaCTOAIeM
abzale, ABJIARTCA NOIPUeMJIeMBIMM IJII BBelIeHUsa B OUcCHeludUuecKUe
KOHCTPYKTH, B KOTOPEIX OOHO IIJIeuo IpelcTaBjsgeT coboM ILJIeduo
aHTuTeJa k GPRC5D.

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckme
aHTuTeJa ¥ AaHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxaT CDR1 TaxeJon
lenu, colepxamyio SEQ ID NO:27, CDR2 TaxeJoV lLenu, coepxamyi SEQ
ID NO:29, wm CDR3 TaxeJoV ULenu, coIepxamyio SEQ ID NO:73. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
¥ aHTHUTeHCBA3HBaKmMe (parMeHTH colepxaT CDR1  TaxeJior lenwu,
comepxamyio SEQ ID NO:27, CDR2 TaxeJoy lenu, comepxamyio SEQ ID
NO:29, CDR3 TaxeJioM Lenm, colepxamylo SEQ ID NO:73, CDR1 Jerxon
lenu, comepxamyio SEQ ID NO:14, CDR2 JlerkoM lLenM, comepxamyio SEQ
ID NO:17, wm CDR3 Jjerkou uLenmu, colepxamyno SEQ ID NO:20. 3T0
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT CcoIepXaThb UeJIoOBeueCKMe KapKacCHBe IocjJenopaTelIbHOCTM. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M  aHTUTEeHCBS3BBAaKiMe dparMeHTH  CcOoIepXaT BapuabeJLHHM  IOMeH
TAXEJION LelM, I[I0 CYIeCcTBY TakoM Xe MM MIOeHTUMUHHM SEQ ID NO:84.
B HEKOTOPHX BapMraHTax oCyleCTBJIEHN A GPRCL5D-cnenmnpmnueckme
aHTuTeJa ¥ aHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxXxaT BapuabelbHHM
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:84, u pBapuabelLHHM OOMeH JeI'KoM Lelu, IO CYMNecTBY TaKoM Xxe
WM UIeHTHUHEM SEQ ID NO:57. Bapua®eJbHHM IOMeH TSKeJION Lelu U
BapuabeJbHHM OOMeH JeT'KoM Lely aHTUTeJI, OIMCAaHHEX B HaCTOAIeM
abzale, ABJIARTCA NOIPUeMJIeMBIMM IJII BBelIeHUsa B OUcCHeludUuecKUe
KOHCTPYKTH, B KOTOPEIX OOHO IIJIeuo IpelcTaBjsgeT coboM ILJIeduo
aHTuTeJa k GPRC5D.

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckme
aHTuTeJa ¥ AaHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxaT CDR1 TaxeJon
lenu, colepxamyio SEQ ID NO:27, CDR2 TaxeJoV lLenu, coepxamyi SEQ

ID NO:29, wm CDR3 TaxeJoM ULenu, coIepxamyio SEQ ID NO:11. B
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HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M aHTUTeHCRBA3HBakmMe O¢parMeHTH conepxaT CDR1  TaxeJsoV Lenwu,
comepxamyio SEQ ID NO:27, CDR2 TaxeJoy lenu, comepxamyio SEQ ID
NO:29, CDR3 TaxeJioM Lenm, colepxamylo SEQ ID NO:11, CDR1 jerxon
lenu, comepxamyio SEQ ID NO:14, CDR2 JlerkoM lLenM, comepxamyio SEQ
ID NO:17, wm CDR3 Jjerkou uLenmu, colepxamyno SEQ ID NO:20. 3T0
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT COIOepXaTh UYeJIOBEUEeCKME KapKacHBEe IIOCJIeDOoOBaTEeJIbHOCTH. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M AaHTUTEeHCBSAS3HBaKkMMe (QpParMeHTH COOepXaT BapuabeJIbHHM  IOOMeH
TAXEJION LelM, I[I0 CYIeCcTBY TakKoM Xe MIM MIOeHTUMUHHM SEQ ID NO:85.
B HEKOTOPHX BapMraHTax oCyleCTBJIEHN A GPRCL5D-cnenmnpmnueckme
aHTUTEeJIa U aHTUTEeHCRBA3HBakmMe ©(QparMeHTH CoIepXaT BapuabeJbHEN
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:85, u BapuabeJbHHM »OOMeH JEeTKOM Ilenu, IO CYIeCTBY TaKoM Xe
WM UIeHTHUHEM SEQ ID NO:57. Bapua®eJbHHM IOMeH TSKeJION Lelu U
Bapra®eJIbHEIM MHOOMEH JIeTKOM I1elM aHTUTeJ, OIMCAHHHX B HaCTOSAMEM
abzale, 4ABJAITCA IPUEeMIIEMBEMM IJIA BBeOeHMA B OUCIeUMOUUIeCKUe
KOHCTPYKTE, B KOTOPHX OIHO ILJIeUo TIIpedcTaBasgeT coBoM TILJIeuo
aHTuTeJsya Kk GPRCSHD.

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckme
aHTUTEeJIa U AaHTUTeHCBA3HBaKmMe O(paTMeHTH comepxaT CDR1 TaxeJon
lenu, colepxamyio SEQ ID NO:62, CDR2 TaxeJoN lLlenu, coIepxamyil SEQ
ID NO:68, wm CDR3 TaxeJoM lLenu, coepxamyio SEQ ID NO:74. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M aHTUTeHCRBA3HBakmMe O¢parMeHTH conepxaT CDR1  TaxeJsoV Lenwu,
comepxamyio SEQ ID NO:62, CDR2 TaxeJioy lenu, comepxamyio SEQ ID
NO:68, CDR3 mTaxeJioM Lenm, colepxamylo SEQ ID NO:74, CDR1 Jjerxon
lenu, comepxamyio SEQ ID NO:14, CDR2 JlerkoM lLenM, comepxamyio SEQ
ID NO:17, wm CDR3 Jjerkou uLenmu, colepxamyno SEQ ID NO:20. 3T0
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT COIOepXaTh UYeJIOBEUEeCKME KapKacHBEe IIOCJIeDOoOBaTEeJIbHOCTH. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M AaHTUTEeHCBSAS3HBaKkMMe (QpParMeHTH COOepXaT BapuabeJIbHHM  IOOMeH
TAXEJION LelM, I[I0 CYIeCcTBY TakoM Xe MIM MIOeHTUMUHHM SEQ ID NO:86.

B HEeKOTOPHX BapraHTax OCYIEeCTBJICHUA GPRC5D-crieuunpnueckue
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aHTuTeJa ¥ aHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxXxaT BapuabelbHHM
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:86, u BpBapuabelILHHM OOMeH JeI'KOoM LelM, IO CYMNecTBY TaKoM Xxe
WM UIeHTHUHEM SEQ ID NO:57. Bapua®eJbHHM IOMeH TSKeJION Lelu U
BapuabeJbHHM OOMeH JeT'KoM Lely aHTUTeJI, OIMCAaHHEX B HaCTOAIeM
abzale, ABJIARTCA NOIPUeMJIeMBIMM IJII BBelIeHUsa B OUcCHeludUuecKUe
KOHCTPYKTH, B KOTOPEIX OOHO IIJIeuo IpelcTaBjsgeT coboM ILJIeduo
aHTuTeJa k GPRC5D.

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckme
aHTuTeJa ¥ AaHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxaT CDR1 TaxeJon
lenu, colepxamyio SEQ ID NO:63, CDR2 TaxeJioV lLenu, coepxamyil SEQ
ID NO:69, wm CDR3 TaxeJoM lLenu, coIepxamyi SEQ ID NO:75. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
¥ aHTHUTeHCBA3HBaKmMe (parMeHTH colepxaT CDR1  TaxeJior lenwu,
comepxamyio SEQ ID NO:63, CDR2 TaxeJioV lienu, comepxamyio SEQ ID
NO:69, CDR3 TaxeJioM Lenmu, colepxamylo SEQ ID NO:75, CDR1 Jjerxon
lenu, comepxamyio SEQ ID NO:13, CDR2 JlerkoM lLenM, comepxamyio SEQ
ID NO:78, wm CDR3 Jjerkou uLenmu, colepxamyno SEQ ID NO:80. 3T0
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT CcoIepXaThb UeJIoOBeueCKMe KapKacCHBe IocjJenopaTelIbHOCTM. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M  aHTUTEeHCBS3BBAaKiMe dparMeHTH  CcOoIepXaT BapuabeJLHHM  IOMeH
TAXEJION LelM, I[I0 CYIeCcTBY TakKoM Xe MJIM MIOeHTUMUHHM SEQ ID NO:87.
B HEKOTOPHX BapMraHTax oCyleCTBJIEHN A GPRCL5D-cnenmnpmnueckme
aHTuTeJa ¥ aHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxXxaT BapuabelbHHM
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:87, u BpBapuabelLHHM OOMeH JeI'KoM LelM, IO CYMNecTBY TaKoM Xxe
WM UIeHTHUHEM SEQ ID NO:92. Bapua®eJbHHM IOMeH TSIKeJION Lelu U
BapuabeJbHHM OOMeH JeT'KoM Lely aHTUTeJI, OIMCAaHHEX B HaCTOAIeM
abzale, ABJIARTCA NOIPUeMJIeMBIMM IJII BBelIeHUsa B OUcCHeludUuecKUe
KOHCTPYKTH, B KOTOPEIX OOHO IIJIeuo IpelcTaBjsgeT coboM ILJIeduo
aHTuTeJa k GPRC5D.

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckme
aHTuTeJa ¥ AaHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxaT CDR1 TaxeJon
lenu, colepxamyio SEQ ID NO:64, CDR2 TaxeJioV lLenu, coepxamyi SEQ

ID NO:70, wm CDR3 TaxeJoV lLenu, coIepxamyio SEQ ID NO:12. B
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HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M aHTUTeHCRBA3HBakmMe O¢parMeHTH conepxaT CDR1  TaxeJsoV Lenwu,
comepxamyio SEQ ID NO:64, CDR2 TaxeJioy lenu, comepxamyio SEQ ID
NO:70, CDR3 mTaxeJioM Lenm, colepxamylo SEQ ID NO:12, CDR1 Jjgerxon
lenu, comepxamyio SEQ ID NO:15, CDR2 Jerkon lLenm, comepxamyio SEQ
ID NO:18, wu CDR3 Jerkou uLenmu, colepxamyno SEQ ID NO:21. 35To0
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT COIOepXaTh UYeJIOBEUEeCKME KapKacHBEe IIOCJIeDOoOBaTEeJIbHOCTH. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M AaHTUTEeHCBSAS3HBaKkMMe (QpParMeHTH COOepXaT BapuabeJIbHHM  IOOMeH
TAXEJION LelM, I[I0 CYIeCcTBY TakKoM Xe MIM MIOeHTMUHHM SEQ ID NO:88.
B HEKOTOPHX BapMraHTax oCyleCTBJIEHN A GPRCL5D-cnenmnpmnueckme
aHTUTEeJIa U aHTUTEeHCRBA3HBakmMe ©(QparMeHTH CoIepXaT BapuabeJbHEN
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:88, u BapuabeJbHHM »IOOMeH JEeTKOM Ilenu, IO CYIeCTBY TaKoM Xe
WM UIeHTHUHEM SEQ ID NO:58. Bapua®eJbHHM IOMeH TSIKeJION Lelu U
Bapra®eJIbHEIM MHOOMEH JIeTKOM I1elM aHTUTeJ, OIMCAHHHX B HaCTOSAMEM
abzale, 4ABJAITCA IPUEeMIIEMBEMM IJIA BBeOeHMA B OUCIeUMOUUIeCKUe
KOHCTPYKTE, B KOTOPHX OIHO ILJIeUo TIIpedcTaBasgeT coBoM TILJIeuo
aHTuTeJsya Kk GPRCSHD.

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckme
aHTUTEeJIa U AaHTUTeHCBA3HBaKmMe O(paTMeHTH comepxaT CDR1 TaxeJon
lenu, colepxamyio SEQ ID NO:65, CDR2 TaxeJoN lLenu, coepxamyil SEQ
ID NO:68, wm CDR3 TaxeJoV lLenu, coIepxamyio SEQ ID NO:76. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M aHTUTeHCRBA3HBakmMe O¢parMeHTH conepxaT CDR1  TaxeJsoV Lenwu,
comepxamyio SEQ ID NO:65, CDR2 TaxeJioy lenu, comepxamyio SEQ ID
NO:68, CDR3 mTaxeJioM Lenmu, colepxamylo SEQ ID NO:76, CDR1 Jjerxon
lenu, comepxamyio SEQ ID NO:95, CDR2 Jerkon lLenM, comepxamyio SEQ
ID NO:79, wu CDR3 JjerkoM uenmu, colepxamyno SEQ ID NO:81. 3T0
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT COIOepXaTh UYeJIOBEUEeCKME KapKacHBEe IIOCJIeDOoOBaTEeJIbHOCTH. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M AaHTUTEeHCBSAS3HBaKkMMe (QpParMeHTH COOepXaT BapuabeJIbHHM  IOOMeH
TAXEJION LelM, I[I0 CYIeCcTBY TakoM Xe MM MIOeHTUMUHHM SEQ ID NO:89.

B HEeKOTOPHX BapraHTax OCYIEeCTBJICHUA GPRC5D-crieuunpnueckue
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aHTuTeJa ¥ aHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxXxaT BapuabelbHHM
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:89, u BpBapuabelLHHM OOMeH JeT'KOoM Lelu, IO CYMNecTBY TaKoM Xxe
WM UIeHTHUHEM SEQ ID NO:93. Bapua®eJbHHM IOMeH TSKeJION Lelu U
BapuabeJbHHM OOMeH JeT'KoM Lely aHTUTeJI, OIMCAaHHEX B HaCTOAIeM
abzale, 4ABJAITCA IPUEeMIIEMBEMM IJIA BBeOeHMA B OUCIeUMOUUIeCKUe
KOHCTPYKTH, B  KOTOPHX OOHO ILJIEUO [OpeAcTaBJsgeT CcoOoOM ILJIedo
aHTuTeJa k GPRC5D.

B HekoOTOpPEIX BapMaHTax ocymecTBJeHMsa GPRCLD-cneumpmnueckme
aHTuTeJa ¥ AaHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxaT CDR1 TaxeJon
lenu, colepxamyio SEQ ID NO:66, CDR2 TaxeJoV lLenu, coIepxamyil SEQ
ID NO:71, wm CDR3 TaxeJo¥V lLenu, coIepxamyio SEQ ID NO:77. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
¥ aHTHUTeHCBA3HBaKmMe (parMeHTH colepxaT CDR1  TaxeJior lenwu,
comepxamyio SEQ ID NO:66, CDR2 TaxeJoy lenu, comepxamyio SEQ ID
NO:71, CDR3 mTaxeJio¥ Lenmu, colepxamyio SEQ ID NO:77, CDR1 Jjerxon
lenu, comepxamyio SEQ ID NO:15, CDR2 Jerkon lLenm, comepxamyio SEQ
ID NO:18, wu CDR3 Jerkou uLenmu, colepxamyno SEQ ID NO:21. 35To0
GPRCOLOD-cnenmupmueckoe aHTHUTENO WMIM AaHTHUTEeHCBA3HBaKMUM bpaTMeHT
MOXeT COHOepXaThb UeJIOBeUeCKMe KapKaCHEEe I[IOCJIeOoOBaTeJIbHOCTU. B
HeKOTOPHX BapMaHTax ocylleCcTBJeHUsa GPRCOD-crneumdpmueckme aHTUTeJa
M  aHTUTEeHCBS3BBAaKiMe dparMeHTH  CcOoIepXaT BapraleJIbHEM  OOMEH
TAXEJION LelM, I[I0 CYIeCcTBY TakKoM Xe MIM MIOeHTUMUHHM SEQ ID NO:91.
B HEKOTOPHX BapMraHTax oCyleCTBJIEHN A GPRCL5D-cnenmnpmnueckme
aHTuTeJa ¥ aHTUTeHCBA3HBaKmMe OQpaTlMeHTH comepxXxaT BapuabelbHHM
IOOMEH TSKeJIOM LelM, I[I0 CYIeCcTBY TaKoM Xe WIM UMIeHTHMYHHM SEQ ID
NO:91, u pBapuabeJLHHM OOMeH JeI'KoM Lelu, IO CYMNecTBY TaKoM Xxe
WM UIeHTHUHEM SEQ ID NO:94. Bapua®eJbHHM IOMeH TSKeJIOM Lelu U
BapuabeJbHHM OOMeH JeT'KoM Lely aHTUTeJI, OIMCAaHHEX B HaCTOAIeM
abzale, 4ABJAITCA IPUEeMIIEMBEMM IJIA BBeOeHMA B OUCIeUMOUUIeCKUe
KOHCTPYKTH, B  KOTOPHX OOHO ILJIEUO [OpeAcTaBJsgeT CcoOoOM ILJIedo
aHTuTeJa k GPRC5D.

B HEKOTOPEIX BapMaHTax OCYIeCTBJIEHN I aHTUTEIa NN
AHTUTEeHCBA3HBaKMMe ©QparMeHTH OpPedCcTaBJaALRT cobor IgG wmIM eTro
IPOM3BOOHEE, HallpuMep ws3oTunu IgGl, IgG2, IgG3 u IgG4. B

HeKOTOPEIX BapMmaHTax OoCymeCTBJIEHMA, B KOTOPHEX AHTUTEeJIO rMeeT
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nzoTunl IgGl, a”HTUTEeJIO comepxmuT objgiacTe Fc IgGl (SEQ ID NO. 60).
SEQ ID NO. 60
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQS

SGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSV

FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHENAKTKPREEQYNSTYRVVS

VLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL

VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEAL

HNHYTQKSLSLSPGK
B HEKOTOPHEHX BapMaHTaX OCYIECTRJIEHMSI, B KOTOPHX aHTUTEJIO

mMeeT mBoTHUI I1gG4, aHTUTEJNIO CONepXMUT SBaMeHH S228P, L234A um L235A

B objsactu Fc (SEQ ID NO. 59).

SEQ ID NO. 59
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYS
LSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVELFPPKPK
DTILMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHNAKTKPREEQEFNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSRLTVDKSRWQEGNVESCSVMHEATHNHYTQKS
LSLSLGK

Crieuudomuueckmre aHTUTeJa, OINpelelldnlMecs I[IOCJIeIOBaTeJIEHOCTAMA
CDR u/unu Bapuab®eJIbHBEIX OOMEHOB, OINMCAHHHEIMM B ab3allax BHIIE, MOTYT
BKJIOUATL B CceB4d 2TM MOOUOUKALIUM.

TakXxe ONMUCHBAKTCS  BHIOSJIEHHHE [IOJIMHYKJIEOTUIH, KOIUPYKIME
aHTUTEeJIa WM aHTUTEeHCBA3HBaKmye GQparMeHTH, VMMyHOCIelUudpruuecKU
cBAas3HBawmuecsa ¢ GPRCLHD. BrmeJIeHHEE TIOJIMHYKJIEOTHUIH, CIIOCOBDHEIE
KOOUPOBATEH CEeTMEeHTEH BaprabelbHEX IOMEHOB, npenjaTraeMee B
HacTodAmeM IOOKYMeHTe, MOXHO BKJKUYATE B OOHM M Te Xe WMIM pa3HHe
BEKTOPH IOJ4 MNPOOYKUMM aHTUTEJ MJIM aHTUTEeHCBAS3HBaKMMX QparMeHTOB.
IpyMep MNONMHYKJIEOTUOHOM IMOCJEeINOBAaTEJBHOCTH, KOIUPYKIEel aHTUTeJIO
GPRCED, mnpencTaBJIeH HUXE:

IlocIenoBaTeNBHOCTE TAXeJion Lenu (SEQ ID NO:96):
atggcctgggtctggaccctgetgttectgatggecgetgeccagagcatccaggeccaggtge
agctggtgcagagcggcgceccgaggtgaagaagcecccggcegecagegtgaaggtgagetgcaaggce
cagcggctacagcecttcaccggctacaccatgaactgggtgcecggcaggeccececggecagggectyg
gagtggatgggcctgatcaacccecctacaacagcgacaccaactacgeccagaagctgecagggec
gggtgaccatgaccaccgacaccagcaccagcaccgcectacatggagetgeggageectgeggag

cgacgacaccgccgtgtactactgcecgececgggtggecctgegggtggeecctggactactgggge
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cagggcaccctggtgaccgtgagcagcgcectccaccaagggeccateecgtetteececeectggege
cctgctccaggagcacctcecgagagcacagecgecctgggetgectggtcaaggactacttece
cgaaccggtgacggtgtcgtggaactcaggcgecctgaccagecggegtgcacacctteecegget
gtcctacagtcecctcaggactctactecctcagcagegtggtgaccgtgeccteccagecagettygg
gcacgaaaacctacacctgcaacgtagatcacaagcccagcaacaccaaggtggacaagagagt
tgagtccaaatatggtccceccatgcccaccatgecccagcacctgaggeecgeecgggggaccatea
gtcttcctgttcceccecccaaaacccaaggacactcectecatgatecteccggaccectgaggtcacgt
gcgtggtggtggacgtgageccaggaagaccceccecgaggtcecagttcaactggtacgtggatggegt
ggaggtgcataatgccaagacaaagccgcgggaggagcagttcaacagcacgtacecgtgtggte
agcgtcctcaccgtectgcaccaggactggcectgaacggcaaggagtacaagtgcaaggtetecea
acaaaggcctcccecgtectcececatecgagaaaaccatctccaaageccaaagggcagececccgagagcec
acaggtgtacaccctgcccceccatcecccaggaggagatgaccaagaaccaggtcagectgaccectge
ctggtcaaaggcttctacceccagecgacatecgecgtggagtgggagagcaatgggcagecggaga
acaactacaagaccacgcctceccecegtgectggactcececgacggetecttettectectacagecagget
aaccgtggacaagagcaggtggcaggaggggaatgtcttcectcatgecteccgtgatgcatgagget
ctgcacaaccactacacacagaagagcctctececctgtetectgggtaaatga

IlocIenoBaTeNBHOCTE JIeTkoM Lenm (SEQ ID NO:90):
atgcgggtgctggecccagectgectgggactgetgetgetgtgetteecctggegecagatgcgaca
tccagatgacccagagccccagcagcectgagegecagegtgggecgaccgggtgaccatecacctyg
caaggccagccagaacgtggccacccacgtgggctggtaccagcagaagcccggcaaggccccc
aagcggctgatctacagcecgceccagcectaccggtacageggegtgeccagecggttcageggecageg
gcagcggcaccgagttcaccecctgaccatcagcaacctgcageccgaggacttegecacctacta
ctgccagcagtacaaccggtacceccctacaccttecggeccagggcaccaagcectggagatcaagegt
acggtggctgcaccatctgtecttcatcttceccegeccatectgatgagcagttgaaatctggaactyg
cctectgttgtgtgectgectgaataacttctatecccagagaggeccaaagtacagtggaaggtgga
taacgccctccaatcgggtaactcecccaggagagtgtcacagagcaggacagcaaggacagcace
tacagcctcagcagcaccctgacgcectgagcaaagcagactacgagaaacacaaagtctacgect
gcgaagtcacccatcagggcecctgagcectcecgecegtcacaaagagcttcaacaggggagagtgttyg
a

MoMMHYKJIEOTUIEL, KoOupyomyre pexoMOVHaHTHEHE
AHTUTEeHCBA3HBakmMMe OeJIkM, TakXe BXOoOAT B 00BbeM oIMcaHuMsa. B

HeKOTOPEX BapMaHTaX OCYIeCTBJIeHNMA OIIMCaHHEEe JIIOJIMHYKJIJIEOTHIEL (m

I1ellITIOEL, KOTOPEIE OHM KO,JII/IpyIOT) BRJIOUAKT B cebd JIMOEPHYIO
II0CJIeOoBaTEeJIEHOCTE . MoxHO MCIIOJIE30OBaTh JIIOOYI0 JIMOEPHYIO
II0CJIeoBaTeJIEHOCTE, M3BECTHY B OaHHOM oBnacTH. JInnepHad

IOCJIeNOBATEJILHOCTE MOXEeT BKJOUATLE B cebd, 06e3 oTpaHUUeHUM, canT
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PECTPUKLINY MM CalT MHMLUMALUUM TPaHCJIALUM.

GPRCLD-crneumnpmnuecrkme aAHTUTEIa NI AHTUT EHCRBA3EBAKIIME
bparMeHTE, OIMCAHHHE B HaCTOANEM IOKYyMeHTe, BKJIOUawnT B ceb4
BapMaHTH, WMeKIMe OIOMHOUHHE WJIM MHOXECTBEHHHE aMMHOKMCJIIOTHHE
3aMeHH, OeJIellMM WX TIPUCOeIVHEHUSs, CoXpaHdgwplre OMOJIOTUUeCKUEe
CBOMCTBa (HanpuMep, adpdMHHOCTE CBA3HEBaAHUSA VI VIMMYHHYIO
20PeKTOPHY® AaKTUMBHOCTE) ONMCaHHHX GPRCLOD-crenmMdprMueckmux aHTUTET
VI AHTUT'€HCB A 3bIBallx bparMeHTOR. B KOHTEKCTe HaCcToOAmeT o
n300peTeHUd, OpMu OTCYTCTBUM OCOBOHX YyKa3zaHUM, IOJI9d  OIMCaHUA
My Talui VCIIOJE 3YITC A crenymomue oBO3HaAUEHUSA ! i) 3aMeHa
AMMHOKMCJIOTH B 3allaHHOM IIOJIOXEHUM 3allMCHBaeTCHd, HallpuMep, Kak
S5228P, UTO OBHaAYaeT 3aMeHy CEepMHa Ha TIIPOJIMH B TIIOJIOXEeHUM 228; U
ii) nJis KOHKPETHEX BapMaHTOB VICIIOJIbE 3YIOTCH KOHKpPETHHE
TpexOYyKBEHHHE WM OOHOOYKBEHHEE KONBE, BKJKYad KOIOH Xaa M X, »OJ4
oBo3HaueHUsa  JIOOOTO AMMHOKHMCJIIOTHOTO  OCTaTKa. TakuMm  oBpaszoM,
3aMeHa CepMHa Ha apI'MHUH B I[OJIOXeHMM 228 o003HadaeTcd Kak S228P,
a 3BaMeHa JIDOI'0 aMMHOKMCIIOTHOI'C OCTaTKa Ha CepMH B IIOJIOKeHUM 228
obosHauaeTcd Kak S228P. Hejlelinsa cepuHa B [IOJIOXEeHUM 228
obo3HauaeTCcHd S5228%* ., CrieumaJIuCT MOXeT IOJIy4YaTh BapMaHTH,
comepXxamre OOVHOUHEE MM MHOXeCTBEeHHHE  3aMeHH, oejieuuy  WJIn
IIPUCOENMHEHNS aAMMHOKMCJIIOT .

Taxkre BapMaHTHEH MOT'YT BKJOUaThL B cCcelb4: (a) BapuaHTE, B
KOTOPHIX OIOMUH WM BOoJlee  aMMHOKMCIIOTHEIX OCTaATKOB  3aMeHSonTCd
KOHCEepBaTHUBHEMN VI HEKOHCEePBAaTUBHEMMN aMMHOKMCJIOTaMM, (b)
BapMaHTH, B KOTOPHX OIHa WM ©OoJiee aMMHOKMCJIOT IIPMCOEOMHAKTCH K
MNOJIMIIENTULY WIM yIaJlgaiTCsa M3 Hero, (C) BapWMaHTHE, B KOTOPHX OIHAa
iy ©O6o0Jiee aMMHOKMCIJIOT BKJIKUYAaKT B cebd Tpylly-3aMecTUTelb, u  (d)
BapMaHTH, B KOTOPHEX IMOJUIIENTUL CJAMBaKRT C IOPYTMM IIelITHUIOM WK
[MOJIMIIENTUIOM, TakKMM KaK I[IapTHEP CaugaHudg, OeJIKkoBad MeTKa WK
opyrasd XMMMYeckKasd OQyHKIMOHaJIbHasg Tpylna, crhnocobHas OIpuIOaBaThb
IIOJIMIIENITUOY IIoJIe3HHEe CBOMCTBAa, HalpuMep, SIOMTOIN IJS aHTuTeJa,
NOJIUTUCTUOMHOBAS I[IOCJeNOBaATeJILHOCTL, OCTaTok OMOTMHaA ™M T. II.
AHTHTEeJla WMJIM aHTUT'eHCBA3HBaKMMe OQPAarMeHTH, OIMCAHHEE B HACTOAINEM
OOKYMEHTE, MOTYT BKJIOUATH B cebs BapMaHTH, B KOTOPHBIX
AMMHOKMCJIOTHEIE OCTaTKM OIOHOTO BMIAa 3aMeHeHH COOTBeTCTBYIIVMU

oCTaTKaMM IOIpyI'oro BMIOa (B KOHCEPBATMBHEX WJIM HeKOHCEePBaTMBHEIX
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[IOJIOXEHMAX) . B IpyI'Mx BapMaHTaxX OCYWEeCTBJIeHMS aMWMHOKMCIIOTHEE
OCTaTKM B HEKOHCEPBATUBHEX I[IOJIOXEHMAX SBaMelleHE KOHCepBaTWMBHEMU
NN HEeKOHCEepPBaATUBHEIMU ocTaTKaMM . MeTOoIVKMU [IOJIyYeHU A TaKMUX
BaApMaHTOB, BKJKYAA TIeHeTHUYeCKMe (Oejeunu, MyTaluMyM W T. II.),
XUMHUUEeCKMe U bepMeHTaTHMBHHE, M3BECTHH ClIelMaJucTaM B OaHHOM
obJjlacTuH.

GPRCLD-crneumnpmnuecrkme aAHTUTEIa NI AHTUT EHCRBA3EBAKIIME
¢parMeHTE, OIMCaHHEE B HACTOAIleM OOKYMEeHTe, MOI'YT OTHOCUTCA K
HEeCKOJIbKMM M30TUIIaM aHTUTeJ, Takum kak IgM, IgDh, IgG, IgA m IgE.
B HeKOTOPHX BapMaHTaxX OCYIECTBJIEHMS M30THUII aHTUTeJa IIpelcTaBJIgeT
cobom wmzoTtun I1gGl, IgG2, IgG3 wumm IgG4, NOPedlIouTUTEJIEHO W30THUII
IgGl Wi IgG4. CrieumdpmuHOCTDL aHTmTeJa Wi ero
AHTUTEeHCBA3HBaAKMETO ¢parMeHTa IO OOJBIEM dYacTu ONpeleligeTcHd
AMMHOKMCJIO THOM [IOCJIeNOBATEeJIbHOCTEIO u PacIoJIOXeHEeEM CDR.
CnemoBaTeJibHO, CDR OOHOTO WM30THUIIA MOXHO II€EPEeHOCHUTHL Ha IpyTron
M30TUII ©e3 M3MeHeHMS aHTUTEeHHOW CHeludUMUHOCTM. B aJlbTepHaTUBHOM
BapMaHTe OCYWEeCTBJIEHMA OBUIM YCTAHOBJIEHH MEeTOIOMKM,  BH3HBAKINME
[IEPEeRJIIoUEeHe TI'HMOPUIOOM C BEPaOOTKM OOHOTO M3O0THUIIa aHTUTEeJ Ha
IpyTon (IlepeKJIUeHre M30THUIIA ) Bes M3MeHeHu A AHTUTEeHHOM
crneunpmuuHocT. COOTBETCTBEHHO, TakKMe M3O0TUIIE aHTUTEeJI BXOOAT B
O0BbeM ONMCAHHEX aHTUTEJ MM aHTUIEeHCBA3BBAIMX QparMeHTOB.

Kpome TOTO, npenjaramnTcAa BEKTOPEH, comepxamme

IIOJIMHYKJIEO TV IOEL, OIIMCaHHEIE B HacTodlleM ITOKYyMeHTe. BeKTOpBI MOTWYT

IpencTaBJIATh codon SKCIPEeCCUOHHEE BEKTOPEH. CijlemoBaTeJlbHO,
pPeKoMOMHAaHTHEE SKCIPEeCCUOHHEE BEeKTOPDH, comepxammue
IOCJIenoOBaTeJILHOCTE, KOIOUPYIOIIYIO MHTepeCYIOmUi [IOJIMIISIITU,

CUMTAalnTCad BXOOAMMMM B O0O0BeM IJaHHOTO OIMCaHMA. SKCIPeCCUOHHHM
BEKTOP MOXeT comepxaThb oOoHYy MM BoJiee OOTIOJIHUT &JIb HEIX
mocjienoBaTeJILHOCTEN, HaIlpuMep, Bes oTI'paHUUEeHUN, PEeTYJIATOPHHE
[IOCJIeIOBATEJIBHOCTHU (HanpuMep, IIPOMOTOPR, DHXaHCep) , Mapkep
ceJIeKIMM M CHUTHaJ [NOJIMaIeHUJIMPOBaHUA. BeKTOPH IJIA TpaHchopMaluu
MMPOKOT O CIIEKTPa KJIEeTOK-X034eB IMPOKO  M3BECTHEH, M K HMM
OTHOCATCH, Bes oTpaHuuYeHuM, [1JIa’3MMIOEL, barMmOE, KOCMMIH,
BaKyJIOBUPYCH, OaKMMIEL, VCKYCCTBEHHHE DaKTepuaJlbHEE  XPOMOCOMH
(BAC), WMCKYCCTBEHHHE JIPOXKeBHE XpoMOCOMHE (YAC), a Takxe IOpyIrue

6aKTepmaﬂbeIe, OIPOXXKEeBEIE M BHPYCHEE BEKTOPEH.
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K pexoMOMHaHTHEIM B3SKCIPECCHMOHHEIM BEeKTOpPaM, BXOOANIMM B OOBEM
OTIMCaHMsa, OTHOCHATCS CHMHTETUMUECKMEe, T'€HOMHHEE WM I[IPOMCXOIOAMME OT
KIHK ¢parMeHTH HYKJEMHOBHX KMUCJIOT, KOTOPHE KOIUPYIT IO MeHbIel
Mepe OIMH PeKOMOMHAHTHHM OeJIoOK, KOTOPHEM MOXeT OHTL OOYHKIMOHAJILHO
CBA3aH c P EMIIEMBIMI PeTyJIATOPHEMN 2JIeMeHTaMH . K Ta KM
PETYJIATOPHEM 3JIEMEHTaM MOTYT OTHOCHUTBCS I[IPOMOTOPR TPAHCKPUIILIMN,
[IOCJIeIOBATEJIbHOCTH, KOIVpyKIMe IIPUEMIIEMEIE YUYaCTKM CBSA3HBAHUA
MPHK C pudocomMon, n IIO0CJIeoBaTeJILHOCTH, KOHTpOJIMpYIIMe
TEepMUHALIMKD TPaHCKPUIILIWMKM WM TPAHCIAIMM. OKCIPEeCCHMOHHEE BEeKTOPEH,
O0COBeHHO  BKCIPEeCCUMOHHEIE BeKTOPH  MIEKONUTAaKIMUX, TaKXe MOTYT
BKJIKUATE B Ccebda OIMH WMIM 0oJlee HEeTPaHCKPUOUMPYEMEIX 3JIEMEHTOB,
HalpuMep TOUKY HauaJa pPervKanmnm, IpueMIIeMBI IIPOMOTOP u
DHXaHCep, CBA3aHHHE C 3KCIPECCUPYEMEIM T'eHOM, »Opyrue b5' wumm 3!
GJIaHKMpPYKIME HEeTPaHCKpUOMpYeMele IIocJiemoBaTeJibHoOCTHM, 5' wmium 3!
HETPAHCIINPYEMEE [IOCJIeIOBATEJIBHOCTHU (HanpuMep, HeOoOXOOUMEIE
Y4acTKM CBASHEBaHUSA c pudocomom) , camrT NoJIMaleHUINPOBaHu A,
IOOHOPHHM M aKUeNTOPHHM CcalTH CIJIaicKMHTa WM II0CJeIOBaTeJILHOCTHU
TepMMHAIIMM TPaHCKpUIIIMM. KpoMe ToTro, MOXeT OBTE BCTpOeHa ToOodKa
Hauvajla pelJMkauuy, obecrneumBamimas CIOCOOHOCTE K pPelMKallM B
KJIETKE—-XO3AMHE .

[locnenoBRaTeJIbHOCTM KOHTPOJSA TPaHCKPUIILMM WM TPaHCISUUMM B
DK CIIPECCUMOHHBIX BEKTOpPAax, npelHas3HadeHHBX OoJIs TpaHchopMalu
KJIETOK TIIO3BOHOUHEIX, MOTYT OBTE I[IOJyYeHH M3 BUPYCHHX MCTOUHMKOB.
[lpMepH  BEKTOPOR, KOTOPHE MOXHO CKOHCTPYUPORBRATH, OIIMCAHEL B
nybimraummu Okayama and Berg, 3 Mol. Cell. Biol. 280 (1983).

B HekKOTOpPEIX BapMaHTax OCYIECTRBJIEHMS IIOCIeIOBaT&JIBHOCTE,
KOOUPYIIYH aHTUTeJIO MM aHTHUIeHCBA3HBaAMUM (parlMeHT, IIOMEMAakT
oo KOHTPOJIE 20PEeKTMBHOT'O KOHCTUTYTMBHOT'O IIPOMOTOpPa, TaKoIo Kak,
HaIlpuMep, IIPOMO T OPH CJIe YoM T'eHORB :
TUIIOKCAHTHHOChoOpUDOIUITPaHChepa 3L (HPRT) , aleHO3MHIe3aM1MHAa 3k,
IMpyBaTKMHAa3H, OeTa—-aKTMHa, UYeJIOBeUeCKOT'0 MMO3MHAa, UYeJIOBeueCKOTI'O
TreMOTJIOOMHA, UYeJIOBEUECKOT'O MHIIEYHOT'O KpeaTMHa M OpyI'mx. KpowMme
TOT'O, MHOT'Me BMPYCHBEE IIPOMOTOPRH OQYVHKIMOHMPYIT KOHCTUTYTMBHO B
DYKAPMOTUUECKHUX KJIETKax U HABJIARTCHA IIPMEeMJIEMBEIMMY IJIS T[PUMMEHEHUHA B
ONIMCaHHHX BapMaHTax OCyMecTBJIeHUsa. K TakuM BMPYCHBEM I[IPOMOTOPAM

oTHOCATCH, Bes OTPaHUYEHNN, HeMeIJIEHHO - PaHHUNI IIPOMOTOPR
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LUMTOMETAJIOBUPYCa (CMV) , PaHHMWM ¥ TO3OHMM  HOpOMOTOpH  SV40,
IPpOMOTOP BHMPYCa OIYXOJM MOJIOUHOM RKeJiess Memel (MMTV), IJMHHEBE
KOHIIeBHE TIOBTOPH (LTR) BHpPYyCa JIeMKo3a MaJioHu, BMpPYCa
MMyHOOeduIIMTa ueJioBeka (BUY), Bupyca OSnmreldiHa - Bapp (EBV),
BUpPYCa CcapkoMel Payca (RSV) u IOpyI'Mx pPeTpOBMPYCOB U IIPOMOTOP
TUMUOVMHKMHA 3E BMpPYCa IpoOCTOTO Tepreca. B OIOHOM BapMaHTe
OCVYIIeCTBJIEHUA KOIOIMPYIIYIIO IIOCJIEeIOBATEJILHOCTD GPRC5D-
CIeMOUUEeCKOTO aHTUTeJla WIM eT0 AaHTUTEeHCBA3HBaKIMeTo (parMeHTa
MOMeIanT non KOHTPOJb MHIOIYLUMOeJBEHOTO npoMoTopa, HanpuMmep,
nmpoMoTopa MeTaJIJIOTMOHENHA, npoMoTopa, VHIOIYLUUPYEMOTO
TeTPalUKINHOM, npoMoTopa, VHIOIYLUUPYEMOTO OOKCULMKJIIMHOM,
IPOMOTOPOB, comepxanmx OIOVH WU HECKOJIBEKO CTUMYJINPY EMBIX
MHTepbepOHOM pearmpymnmmx 2JIEMEeHTOB (ISRE), IIPOMO TOPEL
NIpOTeMHKMHa3H R 2',5'-olmroameHmusaTcuMHTas, I'eHoB Mx, ADAR1I wm 7.
.

BexkTopHl, ONMCAaHHEE B HaCTOANleM IOKYMeHTe, MOTYT COIOEepXaThb
oovH WM 0OoJlee YUYaCTKOB BHYTPeHHeM IocaIku pubdocomel (IRES).
BriwueHne rnocygenoparTesbHOCTM IRES B CJIMTHE BEKTOPE MOXeT OBITH
NOJIE3HO IOJIS YCWUIIEHUSA DSKCIPeCCUM HeKOTOPHX OeJIKOB. B HeKOTOPHIX
BapMaHTax OCYIeCTBJIEHUS BEKTOpHAasa CHUCTeMa MOXeT BKJIUaATL B Ccebd
OOVH WM ©OoJlee YYaCTKOB I[IOJIMaleHWJIMpoBaHuUs (Halpumep, SV40),
KOTOPLEE MOTYT HAXOOUTLCSA BHIIE MJIM HWKe J0O0OM M3 BHIEYIIOMAHY THX
IocJyleIoOBaTEJIbHOCTEN HYKJIEMHOBHX KMCJIOT. KOMIIOHEHTH BeKTOpa MOTYT
OHITE CHIUTH OPYT C OPYTOM WM PAaCIOJIOXEHE TakK, UTOOH OB0eCHeuuTh
ONITMMAaJIEHOE pa3HeCeHMe B TIIPOCTPAHCTEBe OIS HDKCIPEeCCUr TeHHBIX
OPOOYKTOBR (T. e. IIyTeM BBeIOeHMHA «CIeMCepHHX» HYKJISOTUIOBR MexXIy
OTKPBEITEIMM paMKaMyM cuuTeBaHusa (ORF)), WMIM pPaCIOJIOKEHHE OPYITMM
criocoboM. PeryJldToOpHEE BJIEMEeHTH, Takue Kak MOoTMB IRES, Takxe
MOTYT OHITE PAacCIOJIOXEeHH C BO3SMOXHOCTBID OB0ecrnedeHMsa ONTHUMAJIBHOTO
pas3HeCceHUsa B NPOCTPAHCTEe OJId DKCIOPeCcCHUuM.

BexrTopH MOTYT comepXxaThb CeJIEKTUBHEE MapKepH, XOPOIIO
M3BEeCTHEEe B OaHHOM o6JjlacTu. CeJIeKTUBHEE MapKeps BRJUaLT B cebd,
HalpyMep, MapKepH IOIOJOXUTEJIEHOM UM OoTpuMLaTeJIbHOW CceJIeKUUM, TeHEH
PEBUCTEHTHOCTM K aHTHMOMOTMKaM (HalpuMep, TI'eH pPe3UCTEHTHOCTU K
HEOMULMHY, TEeH PEe3UCTEHTHOCTM K IUIPOMUIMHY, T'eH Pe3MCTEHTHOCTHU

K KaHaMMIMHeYy, I'eH PESMCTEHTHOCTHU K TeTPaluVMKIIMHY , I'eH
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PESUMCTEHTHOCTM K IIEeHMIMJIIIMHY, T'e€H PEe3UCTEHTHOCTM K IYPOMUIIMHY,
T'eH PEe3UCTEHTHOCTM K OJacTUUMIMHY), I'eHHE IJIyTaMaTCUMHTase, HSV-
TK, TnpouMs3BOOHHe HSV-TK 14 TaHUMKIJIOBUPHOM CeJleKUMM WIM TeH
BaKkTepuallbHOM NOyPUMHHYKIJIeosunbochopmsaszu OIS CeJIeKLUMM  II0 6-
MeTUIINYPUHY (Gadi et al., 7 Gene Ther. 1738-1743 (2000) ;
HyxjeoTuIHasa I[OCJEeNOBATENIbHOCTL, KOOMPyKmMas CeJIeKTUBHEM MapKep
WUIM CcalT KJIOHMPOBAaHUSA, MOXeT  paclrojaraTbCsa  BHIIE  WJIM  HIDKE
HYKJIEOTUIHON [IoCJIenoOBaTeJIbHOCTH, Kooupyrmen VHTepeCymnni
ONOJUNENTHUI WM CauT KIOHUPOBaHMUA.

BekToOpH, OIIMCaHHLEEe B HacTodleM IOOKYMEHTE, MOXHO
MCIIOJIL30BAThH oJiAa TpaHchopMalm Pas3JIMUHEIX KJIETOK TeHaMu,
KOOVPYIUMKY OIMCAaHHLEEe aHTUTeJla WM aHTUTEeHCBASZHEBawlye Q(parMeHTH.

HaanMep, BEKTOPE MOXHO VCIIOJIE30BAaTh OJIA IIOJIYUEeHNMA KJIETOK,

NpOoOoyLMPYIOMNX GPRC5D-crieuupnueckoe aHTUTEJIO Wi
AHTUT eHCB A3HBakmmi pparMeHT. CllemoBaTelJILHO, IpyTon acCIIeKT
n300peTeHmns OIIMCEHBaeT KJIeTKM-X034eBa, TPaHCOOPMUPOBaHHEIE
BeKTOopaMy, conepxammMm HYKJICOTUIOHYIO I[IOCJIeIOBATEJILHOCTE,

KOIMPYIIIYIO AHTUTEJIO NN ero AHTUT eHCB A3HBakmmi pparmMeHT,
CBA3HBakmuiy GPRCLHD, HamopuMep, aHTUTeJa WIM aHTUTEeHCBA3HBaKIME
dparMeHTE, OIIMCAaHHEIe U IIOOTBEPXIEeHHEE IIPMMEPOM B  HaCTOAINEM
OOKYyMeHTe.

B naHHOM 0B0JacTM M3BECTHH MHOTOUMCIIEHHHE CIOCOOH BHeOpPEeHUA
B KJIETKM UYXepOIOHEIX T'€HOB, M MX MOXHO  MCIOJE30BaAThH njs
KOHCTPYMPOBAHMA PEeKOMOMHAHTHEIX KJEeTOK B LeJdX OCYWIeCTBJIEHUA
ONMCAaHHEX  CIOCOB0OB B COOTBETCTBUM C Pa3JIMUHLEMKY BapMaHTaMKU
OCVYIIeCTBJIEHUA, OV CAaHHEIMU u [IOOTBEePXIEHHEIMI npuMepamm B
HacToAmeM IOOKYMeHTe. Jcnosbe3yeMasd MeTOOMKa HOOJDKHa ofecleduMBaTh
CTabUJIBEHEI [IePEeHOC IeTePOJIOTMYHOM I[IOCJeNOoBaTelJIbHOCTM I'eHa B
KJIETKY-X0O3AMHAa TaKMUM oBpasoM, UTOOH TeTepoJIOTUUHA L
I[IOCJIeOOBATEJIbHOCTE TI'eHa MOoIJla HAacCJeOoOBaThLCA UM SKCIPeCCUPOBaATLCA
[IOTOMCTBOM  KJIETKM, M TakuM oBpasoM, 4TOOE He  HapymaJloCh
HeoOxXoOouMoe paseuTHE u GUBUOJIOTUUECKUE GYyHKUINM KJIETOK—
penunmMeHToB. K MeTOOMKAaM, KOTOPEE MOXHO MCIOJBE30BaThb, OTHOCATCH,
Be3 OT'paHMUeHUM, IIepeHOC XPOMOCOM (HalpuMep, CJAMSHME KJEeTOK,
OIIOCPenOBAHHEM XpoOMOCOMaMM [IepeHocC T'eHORE, OIIOCPEeNOBaHHHM

MVKPORJIETKaMM IIepeHoC PeHOB), @MSMHGCKM@ CTIOCOOH (HaHpMMep,
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TpaHCcheKIMA, CIIMAHUE co chepornyacTom, MUKPOUHBEKIINA,
SJIeKTPOoIopalumsa, JMIOCOMHEM HOCUTEJL), BUPYCHHM IIepeHOC BeKTopa
(HanpuMep, pekxoMOMHaHTHHEe [HK-BUpPYCH, pekoMOMHaHTHHe PHK-BUpPYCH)
M T. 0. (onucaHo B nOyoamraumm Cline, 29 Pharmac. Ther. 69-92
(1985)) . Ing TpaHchopMallMM KJIETOK TakKXe MOXHO IIPMMEeHAThH KaJlbLuUi-
dochaTHy® NPpelIUNIMTalMl M MHIYLIMPOBAHHOE IIOJIMBTHUIIeHTJIMKOoJIeM (II5T7)
camaHre OaKTepHMalJlIbHHX IIPOTOIJIACTOB C KJIeTKaMM MIEKONUTAKRINX .

K wJeTkaMm, NOOXOOANMM IJIS [NIpUMeHeHUsa B skchopeccum GPRC5D-
crieumupmuuecKmx aHTUTEJ VI AHTUT'€HCEB A3HEBanlMXx bparMeHTOR,
OTIMCaHHEX B  HACTOAMEM »OOKYMEHTEe, NIpennouTUTEeJIbEHO OTHOCATCH
DYKaAPUOTUUECKHUE KJIETKMU, BoJee NIpennouTUTEeJIbEHO KJIETKMU,
IIPOUCXOOAMME OT PacCTeHMd, TPEBYHa WIM UYeJIoBeKa, HalpuMmep, ©0e3
oTpaHMYeHuM, KJIeTOouHee JuHuMM NSO, CHO, CHOK1l, perC.6, Tk-tsl3,
BHK, xJjerkm HEK293, C0S-7, T98G, CV-1/EBNA, L-xjerkm, Cl27, 3T3,
HelLa, NS1, MHMeJIOMHHEe KJeTku Sp2/0, BHK u 1gp. Kpome ToTO,
DKCIIPECCUI AaHTUTEJ MOXHO OCYIECTBJIATE C IIPMMeHeHMeM I'MOPUIOMHEIX
KJeTok. CHIocoOH IMOoJyYeHMsa THUuOpUIOM XOPOUIO M3BECTHH B IaHHOM
obrnacTu.

KieTkwu, TPpaHCPOPMMPOBaHHEE DK CIIPECCUMOHHBMA BEKTOpPaMu,
OTIMCaHHEIMM B HaCTOAMEM OOKYMEeHTe, MOXHO IIOIBEPTHYTH CEeJIEKLIUU WM
CKPUHUHTY nJis PeKOMOMHAaHTHOM DKCIIPECCUN aHTUTEJ VI
AHTUTEeHCBA3HBAKIMX (pPaTrMeHTORB, OIMCAHHEX B HACTOAMEM JIOKYMeHTE.
[IOJIOXUTEJIEHEIE IO pPekKoMOMHALMM KJIEeTKM pPas3MHOXalnT ¥ IIPOBOIOAT

CKPMHHMHT CYOKJIOHOB, IIPOABJIAIINX Hy?KHBIﬁ (l)eHOTI/IH, HallprMep BEICOKMM

YPOBEHB DKCIpeCcCcun, YCUJIEHHEIE XapaKTepUCTUKU pocTa MJIN
CIIOCODHOCTE BEpaBaTHEBAaTE DeJIkn C HYXHBIMIA OMOXMMUY e C KMMMU
CBOMCTBAaMMU, HanpuMmep, BCJIEOCTBUE MO IOUPUK AL DeJIKOB M
BUIOMU3MEHEHHEIX IIOCTTPAHCIHAIMOHHEIX  MOOUUKALIMM. 3TuU bEeHO TUIIEL

MOTYT OHBTL OOYCJIOBJIEHH BHYTPEHHMMM CBOMCTBaMM JaHHOTO CyOKJIOHAa
WiIM MyTaluuemn. MyTaumm  MOXHO OCYIECTRBJIATE nyreM IIpUMMeHeHUd
XMMUUECKUX al'eHTOoR, YO-CcBeTa, paImMaluM, BUPYCOB, WHCEPLMOHHEX
MyTareHOB, WHIUOMPOBAHMA BOCCTAHOBJIEHMA OWMOOK chapuBaHuia JIHK
MM KOMOMHAUMM TaKUX CIOCODOB.
Cnocofbm npuMeHeHMsT GPRCS5D-crnelmomMuecKmMx aHTUTEI IS JIeUeHMS
B HacToOdAmeM IOOKYMeHTe npenjaramnTcs GPRCLHD-crneumnpmnuecrkme

aHTHTeJla MM MX aHTUI'€eHCBAS3BBalIVie (]_)paI‘MeHTBI OJId TIPVMMEeHEHNVA B
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Tepalun., B uwacTHOCTH, 3T  aHTUTeJla WJIM aHTUTeHCBA3HBAaIKe
dparMeHTH MOXHO I[IPMMEHATE IOIPpM JeueHUuM pakKa, HalpuMep, pakKa <
skcnpeccuerr GPRCS5D. CoOOTBeTCTBEHHO, B M300peTeHMM IOpeljlaraeTcs
crioco® JeueHmMA Ppaka, BKIOUAIMUNM BBeleHMe aHTUTeJla, OIMCAaHHOTO B
HacTOAmMEM JIOKyMeHTe, HalpuMep, GPRCLHD-crneumMduUuUecKMx aHTUTEJ WK
AHTUTEeHCB 4 3bIB anlx dparMeHTOB. Hanpuwmep, [IpUMEeHEeHUE MOXeT
OCYMeCTBJIATLCA OyTeM OJIOKMPOBKM B3aMMOIeMCTBUM pelenTopa GPRC5HD
Wiv, Kor'Ia AaHTUTEJIO KOHBOIMPYRT C TOKCHUHOM, TakuM oBpaszoM,
HamnpaBJigsg TOKCMH K pakKy C 2kchopeccuer GPRC5D. B HeKOTOPHX
BapMaHTax OCYmMeCTBJIeHMA pak C »KcOpeccued GPRCSD BrJmUaeT B cebd
JUuMpoMy, Takyrw KaK MHOXeCTBeHHad MuesoMa (MM). AHTHUTea IOJI49
OIpUMeHeHMsS B DTUX coocofax BRJIOUAKRT B ced®d aHTUTeJla, OIMCaHHEEe
BHIIE B HACTOAMEM HOOKYMEHTe, TakMe Kak GPRCLHD-coneumpmueckoe
AHTUTEJIO W AHTUT eHCB A 3HB a1 bparMeHT CO CBOMCTBaMM,
OTIMCaHHEMM B Tabiauile 1, HaopuMep, C nocaenoparTenbHocTaMu CDR MM
BapuabeJbLHHMM IOOMeHaMM, KOTOPHEe TakXke IIpelCTaBJIeHH B ITajbHeMWmeMm
OIIMCaHUM STUX aHTUTeJl.

B HeKOTOPHX BapMaHTaxXx OCYULEeCTBJIEHMHI, OIMCAHHEX B HaCTO4lleM
OOKYMEHTe, MMMYyHOBOdeKTOPHEE CBOMCTRA GPRCLHD-crnelnMdpmueCcKmMx
AHTUTEJI MOTYT OHTL VCUIIeHB MIM ocyablieHh Ba cueT MoOMbMkalui Fc
C TIOMOMBbI0 MeTOIMK, WM3BEeCTHHX CclIelMaJMcTaM B »OaHHOM obJjJacTH.

HanpumMmep, sbbexkTopHHe QyHKIMM Fc-dpparmMeHTa, Takue Kak CBA3LHBaHMe

Clqg, KOMILJIEMEHT 3aBUCHMA S LIMTOTOKCUUYHOCTE (CDhC),
AHTUTEJIO3aBMUCHMa A KJIETOUHO-OIIOCpenoBaHHad LIUTOTOKCUUHOCTD
(ADCC), AHTUTEJIO3aBMCUMEI KJIETOUHO-OIIOCPpEeNOBaHHEM baroumTos

(ADCP), mHOOHMWXKaKmasd peTlyJdlMsa pPelelTOPOR KIETOUHOM TIOBEepPXHOCTH
(HanpuMep, pelenTopa B-kjeTku; BCR) n T. II., MOTYT
ofecreunBaTLCA U/WIM YIOPaBIATLCA MOOMOUIMPYOMYMY OCTaTKaMM B Fc-—

@paPMeHTe, OTBETCTBEHHEMM 3a 2TU OeMCTBUSI.

KAHTUTEJIO3aBUCHMA A KJIETOUHO-OIIOCpeloBaHHasa
IIUTOTOKCUUHOCTE», NI ADCC, opencraBjdgeT cobon KJIETOUHO-
OTIOCPeNOBaHHYID peaxuumo, npu KOTOpOM Hecneumpmuueckme
LUMTOTOKCUUECKMEe KJIETKH, BKCIpeccUpylmmMe pelelnTopH Fc (FcRc)
(HanpuMep, eCTeCTBeHHBEE KUJIJIEPHHE (EK) KJIeTKM, HeUTpoduJIH U

MaKpO@aPM), PacIiIOsHanT CBA3aHHOeEe AHTMTEJIO Ha KIIeTKe—MMIIeHM U’

BIIOCJIeOCTBWMNM BEISEIBAT JIM3MC KIIETKVM—MMIIECHV .
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CrloCOBHOCTEL MOHOKJIOHAJILHEIX AaHTUTEJ MHOYLUMPpOoBaTk ADCC MOXHO
YCUIIMTE IIYTEM KOHCTPYMPOBAHMSA UX OJIMIOCAXapUIHOTC KOMIIOHEHTA.
IgGl mim I1gG3 uyejyioBeka IMpeTepleRapnT N-TJIMKO3UIMPOBaHMEe 110 Asn297
OOJIBIIMHCTBOM TJIMKAHOB B XOPOIMO WM3BECTHEX 2Z2-aHTeHapHHX ¢opMmax GO,
GOF, G1, GlF, G2 WJIN G2F. A”HTHTEJIa, NPpOoOyLUpYeMEe
HECKOHCTPYUPOBaHHEMM KJeTkaMu CHO, Kkak [IpaBUJIO, UMEKT COoIOepXaHMe
OYKO3E B TJIMKaHax IO MeHbIleM - Mepe OKOJIO 85%. YnoajieHue
LHeHTpaJlbHOM byKO3H ns3 oJIMIocaxapunoB TUIIa 2—aHTeHapHOTO
KOMILJIEKCA, [NIPUCOeOMHeHHHX K objacTaMm Fc, ycuiameaeT ADCC aHTUTeT
NOCPEenCTBOM VYJIYUIIEHHOTO CBA3BBaHMA Fc.ramMma.RIITa 6e3 wU3MeHeHUI
CBA3BIBAHMA C aAaHTUTeHOM wiIn CDC-aKTUBHOCTH. TakrMe mAb MOXHO
[IoJIydyaThk C I[IOMOWMBK pPas3JIMUHBEIX CIIOCOB00B, KOTOPEE, IIO WMEKIVMCS
IOAaHHEIM, IIPMBOIAT K VYCIEeNHOM BKCIOPeCCUM aHTUTeJI C OTHOCUTEJILHO
BHICOKOM CTelleHbl IedyKO3IUIMPOBAHUSA, Hecymmx Fc-ogmurocaxapumns
TUIIa 2-aHTeHapHOT'O KOMILJIeKca, TakuMu crocobamu, KaK KOHTPOJb
OCMOJIAJILHOCTM KyJbTypaJlbHOM cpensl (Konno et al., Cytotechnology
64:249-65, 2012), TIpWMMEeHEeHMe B KaudyeCTBe JIMHMM KIIETOK-XO3s€eB
BapuaHTHOM JmHUM CHO Lecl3 (Shields et al., J Biol Chem
277:26733-26740, 2002), TIpWMMeHeHMe B KauyeCTBe JIMHUM KJIETOK—
X034eB BapMaHTHOM JMHUM KJeTok CHO EB66 (Olivier et al., MAbs;
204), 2010; DIIEKTPOHHOE n3gaHme pife) r1evyaTHoOTI'O U3OaHUA;
PMID:20562582), NpuMeHeHMe KPHCHUHOM THOPUIOOMHOM KJIETOUHOM JIMHUU
YB2/0 B KaueCcTBe JMHMM KJIeTOK-Xo03geB (Shinkawa et al., J Biol
Chem 278:3466-3473, 2003), BBeIeHMe MaJlHX MHTepdoepupyommx PHK,
ocoBeHHO K TeHYy aJgbda- 1,6-dykosuaTpaHcheppas3u (FUT8) (Mori et
al., Biotechnol Bioeng 88:9201-908, 2004), wmIM koskcIpeccus OeTa-
1, 4-N-auerTunrijoko3aMHmIITpanchepassl 111 u  anpda-MaHHO3MOA3H 11
T'oJie mxm W 50HeKTUBHOTO MHTHUOUTOPA aJbda—-MaHHO3MIOA 3H I,
KknpyHeHsmuHa (Ferrara et al., J Biol Chem 281:5032-5036, 2006,
Ferrara et al., Biotechnol RBioeng 93:851-861, 2006; Xhou et al.,
Biotechnol Bioeng 99:652-65, 2008).

B HeKOTOpHX BapMaHTaxX OCYHMEeCTBJIEHMS, OIMCAHHEX B HACTOANEM
OokyMeHTe, ADCC, BH23BaHHYID aHTuUTeJaMuM k GPRCLHD, TaxkXxe MOXHO
YCUIIMTE IIYyTEeM BBEeIOeHMS HeKOTOPHX 3aMeH B Fc-obBilacTe aHTUTea.
[lpMepaMt 3aMeH  ABJAKRTCHA, HalIpMMep, 3aMeHH B  aMMHOKMCJIOTHHX

nosuumuax 256, 290, 298, 312, 356, 330, 333, 334, 360, 378 wiu
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430 (HyMepaluMsa OCTaTKOB B COOTBEeTCTBMM C MHOekcoM EC), kak
onMcaHo B HaTeHTe CHIIA N 6,737,056.

Crniocobu obHapyxeHmst GPRC5D

B HacToOAmleM OOKYMEHTe IIpenjiaralTca CIOCOOH  OOHapyXeHMA
GPRC5D B OuomormueckoM oOpa3lle IIyTeM IIpUBeOeHMd ofpaslla B
KOHTAKT C AaHTUTEJIOM WJIM €eT0 aHTUTeHCBASHBaKIM (paIlMeHTOM,
ONMCAHHEIM B  HacCcTo[AlleM JOKYMeHTe. Kak omomcaHO B HaCTOLIlEM
OOKYMeHTe, IOpofby MOXHO [OJy4YaThk M3 MOUM, KPOBM, CHBOPOTKY,
I1JI1a'3MHI, CJIIOHHI, aCLUMTHOM KUOKOCTH, HUPKYJINP YO X KJIETOK,
HUPKYJIMPYIIMX ONYXOJIEBEX KJIETOK, KIJIETOK, He CBA3aHHLEX C TKaHAMU
(T. e. CBOOOOHEIX KJIETOK) , TKaHey (HanpuMep, XUPYPTUUECKHU
MCCeUueHHOV TKaHM OIyXOoJM, MaTepualloB OMOIICHM, BKJUAS II0JIyUeHHBe
C IIOMONmMBI TOHKOMTOJLHOM ACIMPALMOHHOM OMOICUM), TUCTOJOIUUECKUX
npenapaToB M T. II. B HEKOTOPHIX BapMaHTax OCYIeCTBJIEHUS OIMCaHHEE
CIIOCOOEL BRJKUYAKT B Cceba oOHapyxeHue GPRC5D B OUOJIOIMUECKOM
oBpazlle NyTeM IpMBeleHMa obpaslla B KOHTakT c JobeM 3 GPRC5HD-
CHIeUOUUECKMX aHTUTEJI WM UX aHTUTEHCEBA3HBanIMx (parMeHTOB,
ONIMCAHHEIX B HACTOAMleM OOKYMeHTe.

B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMI obpasell MOXHO IPUBECTHU
B KOHTaAKT C ©OoJjilee UueM OIOHMM M3 GPRCLHD-crneumMdmMuecCKMX aHTUTEJ WK
AHTUTEHCBASHEBAKIVMX (parMeHTOB, OIMCAHHEX B HACTOMdMleM OOKYMeHTe.
Hampumep, o6Opa3ell MOXHO IIPMBECTM B KOHTakKT C IepBeM GPRC5D-
CHIelMOUUECKMM aHTUTEJIOM WM eT0 aHTUTEeHCBASHEBAKIMVM (palMeHTOM, a
3aTeM IIpPUBECTU B KOHTAaKT co BTOPEM GPRCL5D-cnienmomyeCcKmM
AHTUTEJIOM WM €70 aHTUTEeHCBASHBAKIKM (parMeHToOM, I[IpHMUeM IIepBoe
AHTUTEJIO WJIM AaHTUTEeHCBASHBAaMMUM (parMeHT UM BTOPOEe AaHTUTEJIO WM
AHTUTEeHCBA3HBALMNUY (parMeHT He ABJILTCA OOHMM M TeM Xe aHTUTeJIOM
WU AHTUT EHCB A3HB alllUM dparMeHTOM. B HEKOTOPEIX BapMaHTax
oCymecCTBJIeHMA IIeped INpMBeldeHMeM B KOHTAKT ¢ I[Opodol Iepeoe
QHTUTEJIO WU ero AHTUT eHCB A 3HB a1 bparMeHT MOXeT OBITH
NIPUKPEIJIEHO K TIOBEPXHOCTHM, HAIPMMep I[IOBEPXHOCTM MHOTOJYHOUHOTI'O
[JIaHmeTa, 4Yuna, JMbo K CXOOHOMYy cCyOcTpaTy. B IpyI'MxX BapuaHTax
oCymecCTBJIeHMA IIeped INpMBeldeHMeM B KOHTAKT ¢ I[Opodol Iepeoe
AHTUTEJIO WM eT'0 AaHTUTeHCBAlHBakmMM (parlMeHT MOTYyT OBTL HM K
UyeMy He IPUKPEIJIEHH MM He 3adUKCUPOBAaHH.

OnMcaHHLBIE GPRCL5D-cnienmnpmnueckme aHTUTEJa u
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AHTUTEeHCBASHEBAKIME (parMeHTH MOTYT OBTE I[IOMEUEeHH C BO3SMOXHOCTLR
ODHapyXeHUs. B HEKOTOPEIX BapMaHTax OCYIleCTBIIEHU A MeueHHEe
aHTUTEeJIa " AHTUTEHCEBA3EBAaKIMeE bparMeHTH MOTYT oBeryaThb
oBHapyxeHre GPRCLD 1mocpelCTBOM METONOB, OIMCAHHHX B HACTOAINEM
OOKyMeHTe. CIelMallMCTy B IaHHOM oOBJIacTM XOPOINO WM3BECTHH MHOTHE
NomoOHEE MEeTKM. HamOpuMmep, IOpMeMIIeMee MeTKM BKJIJanT B ceba, es
oTpaHuuYeHuM, panmMoaxKTUBHEE MEeTKH, GIIyopeCclleHTHHE MeTKH,
SIUTONHEE  METKH, OMOTHUH, XPpOoMODOPHEIE  METKH, ECL-MeTKM WU
bepMeHTE. BoJjiee KOHKPEeTHO, OINMCaHHHE MeTKM BKJIOUAKT B Cebd
pPYyTeHUM, ulIn—DOTA, Hitp- OVUSTUIJIEHTPUAMUHIIEHTAYKCYCHYD KUCJIOTY
(DTPA) , nepokcumasy XpeHa, MeJIOUHYIO dochaTasy u BeTa-
rajlakTo3unasy, HOoJIurnucTuamuHa (HIS-MeTky), aKpUIMHOBEE KpacUTeJu,
LIMaHUHOBEE KpacuTelu, GIIYOPOHOBHE KpacuTelu, OKCa3VHOBHE

Kpacureiin, @eHaHTpMHMHOBHe Kpacureij, POOaMIMHORBEIE Kpacureiin,

kpacuTenau Alexa Fluor® u 7. 11.

OnMcaHHLBIE GPRCL5D-cnienmnpmnueckme aHTUTEJa u
AQHTUTEeHCBA3HBaKIME dparMeHTH MOXHO MCIIOJIL30BAaTh B Pa3sHEX
aHaMszax  OoJA OOHAPYXEHM A GPRC5D B OHMoOJIOTHUUECKOM  Oofpasle.
HexoTophe NOpMeMIIEMHE aHaJIM3BE BRIKYALT 0Oe3 OTPaHUMUeHUN BeCTepH-—
oJjoT, PaIMOVMMYHOJIO TUUYe CKUN aHams, MeTOon [IOBEPXHOCTHOT'O
[LJIa3MOHHOT'O Pe30HaHCa, UWMMYHOQIYOPUMETPHUD, MMMYyHOIIPEUUIUTALIMIO,
PABHOBECHHM  OMaJu3, MMMYyHOOUGOY 310, BIIEKTPOXEMUIIIOM/HE CLIe H THHM
(ECL) VIMMYHOQJIOTHUUE CKUM aHams, VMMYHOTUCTOXVMUIO, LU TOME TPUI
IIOCPENCTRBOM COPTHUPOBKM KJIETOK C aKTHMRaluueM oJayopecueHunu (FACS)
M TBepnobas3HelL VDA,

B HeKOTOPHIX BapMaHTax OCYIEeCTBJIEHMA, OIMCAHHEX B HACTOLAIlEM
OOKYMEHTe, oOOHapyXeHMe 3KcIpeccupyrommx GPRC5D pakKoBEX KJIETOK VY
MHOMBUOA MOXHO MCIIOJIB30BaThL IJIA OIpemNejyieHuda TOoT'o, MOXHO JIM
VHOMBUOA JIEUMTE TepaleBTUUECKMM al'€HTOM, HallpaBJIEHHEM I[IPOTHUB
GPRCS5D.

GPRCED mnpmcyTCcTBYeT B OIpelelIMMBIX KOHLEeHTpaluuax B obpa3lax
KpOBU ¥  CEBOPOTKM. TakuMm o0OpaszoM, B HaCTO4dlleM LOOKYMEeHTe
npemjlaramTcda CIoCcOOH oOHapyXeHMda GPRCLHD B ofpasile, IIOJYyUYeHHOM U3
KpOBM, HallpuMep, oO0pa3lle CHBOPOTKM, IyTeM IpUBeIeHMA ofOpasla B

KOHTAaKT C AHTHTeJIOM JIn eTro AHTHVMIT'€HCB A 3BB allllViM @paPMeHTOM,
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creunpmuuecKu CB A3HBAaMVMC g C GPRCS5D. [Mpody KpOBM  WIINU ee
IPOM3BOOHOE MOXHO Pa3BOOUTL, O(QPaKUMOHMPOBATE MWMJIIM MHEM CIOCODOM
obpabaTHBaTL nOJIA IIOJYUYeHMSA TIIpoOH, Ha KOTOPOM MOXHO OCYMeCTBUTH
ONMCaHHHM crnoco®. B HeKOTOPHX BapMaHTax ocymecTBJIeHUs GPRCSHD
MOXHO OOHapyXMBaThL B o00paszlle KPOBM MJIM B €I'0 NIPOU3BOIOHOM I[IPU
moMomy JIOOOTO KOJMUEeCTBa aHaJM30B, M3BECTHLHX ClIeuuaJucTaM B
DaHHOM of0JlacTu, Halpumep, 06e3 OT'paHMUeHUM, Takux KakK BeCTepH-—
oJjoT, PaIMOVMMYHOJIO TUUYe CKUN a”Haumus, MeTOon [IOBEPXHOCTHOTO
[LJIa3MOHHOT'O Pe30HaHCa, UWMMYHOQIYOPUMMETPMI, MUMMYyHOIPELUUIUTALMAI,
PABHOBECHHM  OMaJu3, MMyHOOUGOYy 314, BIIEKTPOXEMUIIIOM/HE CLIe H THHM
(ECL) VIMMYHOQJIOTHUUE CKUM a”Haumus, VMMYHOTUCTOXUMUSA, UM TOMETPUA
IIOCPelCTBOM COPTUPOBKM KJIETOK C aKTuBalumel oJjayopecueHumum (FACS)
nnyu ELISA.

CnocofH IOMATHOCTUKM paka

B HacTOdmleM IOOKYMEHTe IIpenjaralTCd CIOCOOHE IOMATHOCTUKU pakKa
C BKCIpecCcHuen GPRC5D N MHOMBMUIOA . B HEeKOTOPHX BapraHTax
OCyMeCTBJIEHMA pakK C D2kKcaopeccuer GPRCLHD BrJouaeT B ceba JIMMOOMH,
TakMe Kak MHOXeCTBeHHasd MuejiomMa (MM). B HeKOTOPHX BapMaHTax
OCVyIIeCTBJIEHUI, Kak OIIMCAaHO BHONIE, oBHapyXeHMe GPRC5D B
fuoJiornMuyeckKkoM obpaslle, HalpuMep, B ofOpas3lle KpOBM WM CHBOPOTKU,
oBecrieurBaeT BO3MOXHOCTE OMATHOCTUKM  paka Yy  MHIOMBUIA, oT
KOTOPOTO OBLIT [IOJIyUYeH oBpasel. AJILTEPHATHBHO B HEKOTOPHIX
BapMaHTax OCYIMeCcTBJIeHMS IOJA4 OleHKM TOoro, MMeeTcd JM pak VY
MHOMBUIOE, OT KOTOPOTO OBUIa IIOJIydeHa I[Ipoba, MOXHO MCIOJL30BaTh
OpyTMe OpoOH, HAIPUMEP IMUCTOJOTMUECKYD Hpoly, Opoly, IMIOJYUEHHYI
C TIIOMOWBI TOHKOMTOJIBEHOM  acOMpallMOHHOWM  OMOIICHM, XUPYPTUUECKHU
MCCeUeHHYI TKaHb OlIyX0oJM, LIMPKYJIMPpYKIMe KIeTKM, ULIUPKYJIMpYIIKe
OIIyXOJIeBEHE KJIETKM M T. II. B HEKOTOPHX BapMaHTax OCyleCTBJIeHUA
yXe MOXeT OBTbL M3BECTHO, UYTO MHIOMBMI, OT KOTOPOI'O [IOJIYUEH
obpasel, MMeeT pak, HO THI paka, VMelIMMCd y MHIMBUIOA, MOXeT elle
He OBTbL IMaTHOCTUMPOBRAH, WIM IMPedBapUTEJILHHM IOMaTHO3 MOXeT OHTH
HETOUHHM, W CJeOoBaTeJIbHO, oOHapyxeHue GPRC5D B OMOJOTMUECKOM
oBpasle, IIOJYYEHHOM OT MHIVMBMIA, MOXET I[IO3BOJMUTL IIOCTABUTL WU
YTOUHUTL OUATHO3 paka. Hanpumep, wMoxeT OHTL M3BEeCTHO, UYUTO VY
VHOMBUIOA MMEeTCHa pak, HO MOXeT OHTb HEUM3IBEeCTHO WM HEOUEeBMIHO,

ABJIAeTCHA JM pakK Yy IOaHHOTO MHIMBMIA PaKOM C »KchOpeccuer GPRCHD.
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B  HeKOTOPHIX BapMaHTax OCYIleCTBIIEHU A OTIMCaHHEE CTIOCOOBH
BKJIOUAKT B CceBd OlLeHKYy ToTro, nopaxeH JMM MVHIVWBUIO pPakoM C
SKCIpEeCcCcuen GPRC5D, IyTeM olpeneJjyieHUA KoJIMuecTBa GPRC5D,
IPUCYTCTBYRIETO B OMOJOTHMUECKOM O00paslle, IMNOJYUEeHHOM OT WUHIOUBUIA,
M CpaBHeHMs HabowmaeMoTro koJmuecTBa GPRCH5D ¢ koamuecTBoM GPRCLHD
B KOHTPOJIEHOM MM 5STaJIoOHHOM obpasle, opryeM pas3Hulla Mexny
KOJIMUEeCTBOM GPRCLD B obpasle, TIOJIYUEHHOM oT MHIOIVUBUIA, "
rkoJmuecTBOM GPRC5D B KOHTPOJIBHOM WJIM BSTaJIOHHOM of0pas3le CJIYXUT
yKa3aHyeM Ha TO, 4YTO MHIMBMI [HOpaXeH pakoM C BKcOpeccuen GPRCHD.
B Ipyr'oM BapMaHTe OCYyWEeCTBJIeHMa koJnmdecTBO GPRCHD, HabomaeMoe B
OMOJIOTUUEeCKOM of0paslle, I[IOJYUYEeHHOM OT WHIOMBUIA, MOXHO CPaBHUTE C
ypoBHAMM GPRCL5D, KOTOpPEHEe, IIO0 MMEKIMMCHA JaHHEM, aCCOLMMPOBAaHHE C
onpeneJyIeHHEMM QopMaMM WM CTaouMiaMM pakKa, ¢ LeJIbl oIpelelleHUd
GOPMEl WM @ CTaIuM paka Yy MHIWBUIA. B HeKOTOpPHX BapuaHTax
OCyIeCTBJIEHU A KOJIMUEeCTBO GPRC5D B obpasle, [IOJIYUEeHHOM oT
VHIVBUIA, OLIEHVBAKT TINIyTeM I[IpUBeOeHMda obpa3lla B  KOHTAKT C
AHTUTEJIOM WU ero AHTUT EHCB A35IBaIMM bparMeHTOM, KOTOPHM
VMMYHOCIHelIMpMUIeCckM CBA3HBaeTca c GPRC5D, Hanpumep, < GPRC5D-
CrIelMOUUeCKMMY aHTUTeJlaMM, OINMCAHHEIMM B HACTOMAMEM LOOKYMeHTe.
Obpasell, OlleHMBAaeMbl Ha Haauuue GPRCHD, MoxeT OHTH IIOJYyUeH U3
Mouwu, KpOBH, CHBOPOTKMH, I1JI1a'3MHI, CJIIOHHI, ACLUMTHOM  XUIOKOCTHU,
HUPKYJIMPYIINX KJIETOK, UIVUPKYIMPYIIMX OINYXOJIEBHX KJIETOK, KJIIETOK,
He CBA3aHHHX C TKaHaMKU (. e. CBOOOIOHHIX  KJIETOK) , TKaHeM
(HampumMep, XUPYPIMUECKM MCCeUeHHOM TKaHM OIIYyXOJHM, MaTepHaJikl
ouoncmu, BKJIIOUA A MOJIYyU&eHHEe C MIOMOIIE TOHKOUTOJILHOM
acIMpalMoOHHOM OMOICUM), THUCTOJOTMUECKMX IIpelapaToB M T. IOI. B
HEeKOTOPHX BapMaHTax OCymMeCTBJIeHMA pak C DKcOpeccuer GPRCHD
BKJIIOUaeT B ceba remMobJacTos, TakoM Kak MHOXeCTBeHHad MueJoMa
(MM) . B HeKOTOPHEX BapMaHTaxX OCYIEeCTBJEHUA WHIOMBUIL I[IPelCTaBJIAET
coboM ueJyiOBeKa.

B HeKOTOpPHIX EBapMaHTax OCYIMEeCTBJIEHMS CHoCOoO IMaTHOCTUKUM paka
c SKCIpEeCcCcuen GPRC5D oyoeT BKJIOUATH B cebda: [IpUBeneHUeE
froJioTMyecKkoro ofpaslla MHIMBUIA B KOHTaAaKT C GPRCHD-cneundpmueckKmMm
AHTUTEJIOM  WJIU ero AHTUTEHCBASEBAKIIMM  (parMeHTOM (HanpuMep,
[IPOMBBOOHEIMM AHTUTEJ M (QparMeHTORB, IpPelCTaBJIEeHHHX B Tabauue 1),

olpenejieHue KoJIMUeCcTBa GPRC5D, [IPUCYTCTBYKIETO B obpasle,
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KOTOPHM CBA3aJICHd C AHTUTEJIOM W ero AHTUT'€HCB A35B allM
bparMeHTOM, CpaBHeHUE KoJIMuecCcTBa GPRCGLD, IPUCYTCTBYKIIETO B
obpasle, C M3BECTHHM CTAHTAPTHEM WM 5STaJIOHHEM 00paslioM; U
olpenejieHMe TOI'O, olajapT Ju ypoBHU GPRCLHD mMHOMBMIA B IIpelelibl
ypoBHer GPRCLH5D, CBA3AHHEIX C PakoM. B OONOJHUTEJLHOM BapuaHTe
OCYIIECTRBRJIEHVA '3a [NpOoBeleHMeM OUMAaTHOCTUUEeCKOTO Ccrnocoba MOXeT
CJIeooBaThb OOIIOJIHUTEeJIEHAa g crammd BBeOeHUd I Has3HaAueHUd
CrIelndmUUIeCcKOTO [IPOTUBOPAKOBOTO JleueHu4d. B OIpYyITOM BapuaHTe
OCYIIECTRBRJIEHVA '3a [NpOoBeleHMeM OUMAaTHOCTUUEeCKOTO Ccrnocoba MOXeT
CcJIeDoBaTh IOOIOJIHUTEeJIbHad CcTalud llepeladuy pes3yiibTaTOoB ollpenejieHud
O OoBJIeTUueHMd JIeUeHMSI pakKa. B HEeKOTOPHX BaprMaHTaxXx OCyleCTBJIeHUI
crieupmUuecroe [IPOTUBOPAKOBOE  JIeUeHMe  MOXeT OHITH HallpaBJIEHO
IIPOTUR TUIIOB raka C SKCIpEeCcCcuen GPRC5D, Kak, HallpUMep,
MyJIbLTUCIIeIupHuIecke aHTUTeJla kK GPRC5DxCD3, oIMcaHHEE B HaCTOMAIEM
OOKYMeHTE.,

B HEeKOTOPHX BapraHTax OCYIeCTBJIEHN I OIIMCaHHLIE CTIOCOOBH
BKJIOUAKT B CceBd OlLeHKYy ToTro, ropaxeH JM MHIOIMBULO pPakoM C
SKCIpEeCcCcuen GPRC5D, IyTeM olpeneJjyieHUA KoJIMuecTBa GPRC5D,
OIPUCYTCTBYRIETO B 00paslle KPOBM WMIM CHBOPOTKM, IIOJYUYEHHOM OT
VHIVWBULA ; u CpaBHeHUHA HabJIoIaeMoIro KoJiMuecTBa GPRC5D C
rkoJmuecTBOM GPRC5D B KOHTPOJIBHOM WMJIM DTaJIOHHOM of0Opa3slle, IIpU4YeM
pasHuila Mexnoy KoJuuecTBOM GPRCHED B ofbpazle, [IOJIYUEeHHOM OT
VHOMBUOa, W kKoJmuecTBOM GPRC5D B KOHTPOJIBHOM WM 3TaJIOHHOM
obpasllie CIYyXMUT YyKaslaHMeM Ha TO, UTO WVHIOVWBMIO TIIOpaXeH pakKoM C
sKcHnpeccuern GPRCHD.

B HEeKOTOPHX BapmraHTax OCYIeCTBJIEHN I KOHTPOJIL HEIM W
STAJIOHHHM obpasell MoXeT OHTL I[IOJIyUeH OT MHIMBMIA, He IIOPaXkeHHOTO
pakoM cC Bkchopeccuer GPRCS5D. B HeKOTOPHX BapMaHTax OCYHMeCTBJIIeHUSA
KOHTPOJILHEM — MJIM STAaJIOHHEMN obpasell MOXeT OHITH [IOJIy4YeH oT
VMHIMBMIOA, IIOPaXeHHOTO PakKoM ¢ »BKchopeccuerr GPRC5D. B HeKOTOPHIX
BapMaHTax OCymMeCcTBJIeHUSA, B KOTOPHX KOHTPOJLHHM WIM 2STaJIOHHLM
obpasell IIOJyUeH OT MHIOMBMIA, He II0OPaXeHHOTO PakKoM C BDKcIpeccuen
GPRCLD, HabiomaeMoe VYVBeJMUeHMe KoJnmdecTBa GPRCHD B wmMccleOyeMoOM
oBpaslie IO CpaBHeHMI C HabJowoaeMbM KOJMUEeCTBOM B KOHTPOJBHOM WU
STaJIoOHHOM obpas3lie, MABJAeTCHd YKa3aHMeM Ha TO, UTO MHIOMBUL [IOopaXeH

pakoM C »kchopeccuer GPRCHD. B HeKOTOPHX BapMaHTax OCYyMeCTRJIEHUS,
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B KOTOPHIX KOHTPOJILHHM oBpasel [IOJIyUYeH oT VMHOUBULEG, He
IIopaxeHHOTO PpakoM C D2kchopeccuert GPRCLHD, HabiomaeMoe VYMeHbIIeHM e
I CXOOCTBO KoJIMuecTBa GPRC5D B nccJjlegyeMoM obpasliie 10
CPaBHEHMK C HabJjoOaeMeM KOJIMYECTBOM B KOHTPOJILHOM MJIM STAaJIOHHOM
oBpaslle, 4BJAETCA yKa3aHMEeM Ha TO, UYTO MHIOMBUI He IIOpaXeH pPaKoM
c oskchopeccuerm GPRCS5D. B HeKOTOPHX BapMaHTax OCYMeCTRJIEHUS, B
KOTOPHX KOHTPOJIBHHY WIM 5STaJIOHHHM ofpas3ell NOJydeH OT MHOMBUIA,
IIOpPaXeHHOTO pakKoM ¢ D2kchopeccuer GPRCSD, HabaowmaeMoe CXOOCTBO
KOJIMUeCTRa GPRC5D B nccienyeMoM obpasie rio CPpaBHEHUID C
HabJmooaeMEIM KOJIMUECTBOM B KOHTPOJIBHOM WMJIM 2STaJIOHHOM ofOpasle,
aBJgeTcda yKasaHMeM  Ha TO, uTo VHOVBULI [IOpaXeH pakoM C
sKCIOpeccuer GPRCHD. B HEeKOTOPEX BapMaHTax OCYIECTBIIEHKA, B
KOTOPHX KOHTPOJIBHHY WIM 5STaJIOHHHM ofpas3ell NOJydeH OT MHOMBUIA,
IIopaxeHHOTO PpakoM C D2kchopeccuert GPRCLHD, HabiomaeMoe VYMeHbIIeHM e
KOJIMUeCTRa GPRC5D B nccienyeMoM obpasie rio CPpaBHEHUID C
HabJmooaeMEIM KOJIMUECTBOM B KOHTPOJIBHOM WMJIM 2STaJIOHHOM ofOpasle,
ABJIAeTCd YKasaHMeM Ha TO, UTO MHIOMBMI He IIOpaXeH pakKoM C
sKcHnpeccuern GPRCHD.

B HekKOTOpPEIX BapMaHTax OCYIEeCTBJIeHUMA KoJandecTBo GPRC5D B
oBpasle, IIOJYYEHHOM OT MHIVBHMIA, OLEHMBAKLT I[IYTEeM IPMBEIEHMA
oBpaslla B KOHTAKT C AaHTUTEJOM WM €TI0 AaHTUIEHCBSA3EBalIVM
bparMeHTOM, KOTOPHM ClHeludpruueckM cBA3HBaeTcsa ¢ GPRCLHD, HaOpuMmep,
C aHTUTeJIaM, OIIMCaHHEMM B HacToAmeM  OOKYMEHTe. OBpasel,
olleHMBaeMB Ha HaJuuue GPRCLHD, wMoxeT OBTH TIIOJyUeH U3 obpa3z3la
KpoBHK, o0Opasla CHEHBOPOTKM, LIUPKYJIUPYOIMX KJIIETOK, UIMPKYJIUPYOIMX
OIIYXOJIEBEIX  KJIETOK, KJIETOK, He CBA3aHHEX C TKaHAMU (. e
CBOOOIHHEX KJIETOK), TKaHel (HampuMep, XUPYPTUUeCKM MCCeUdeHHOU
TKaHM OIYyXOJIM, MaTepuaJyiob OMOIICHM, BKJIOUAA IIOJIYUeHHEEe C IIOMOILID
TOHKOMTOJILHOM acCOMpPallMOHHOM OMONCHUM), ITHUCTOJOTUUECKUX IIpelnapaToB
u T. I.

B pasJyiMuHEX acllekTax koJiMmdecTBO GPRCHD omnpenesndwoTr, OpUBOLA
oBpasell B KOHTAKT C AaHTUTEJOM WM €TI0 AaHTUIEHCBSA3EBallMM
bparMeHTOM, CHelIMdUMUeCKM CBA3BBakmyMMca ¢ GPRC5D. B HeKOTOPHX
BapMaHTax OCYIEeCTRBJIeHMA ofpasell MOXHO IIPUBECTM B KOHTAKT OoJee
yeM C OIOHMM THUIIOM AaHTUTEJI WM MX aHTUTEeHCBI3HEBaKIMX (parMeHTOER,

cpaspBammmuxca ¢ GPRCED. B HeKOTOPHX BapMaHTax OCylleCTBJIEHNSA
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oBpasell MOXHO IIPUBECTM B KOHTAKT C TIIepPBEIM AaHTUTEJIOM WIX eT'0
AHTUTEeHCBA3HBAKMIMM (parMeHTOM, KOTOPHM CclIeludrMueckM CBA3LBAETCH
c GPRC5D, a BaTeM NPUMBECTM B KOHTAKT CO BTOPHM aHTUTEJIOM WMJIM €TI0
AHTUTEeHCBA3HBAKMIMM (parMeHTOM, KOTOPHM CclIeludrMueckM CBA3LBAETCH
c GPRC5D. GPRCHD-cneumpmueckme aHTHUTeJa WM aHTHUIEeHCBSI3bBBaIMe
dparMeHTH, TaKMe KaK ONMCaHHEEe B HaCTOAlleM OOKyMeHTe, MOXHO
MCIIOJIBE30BaTE B 3TOM KauecTBe.

OId OoCymeCTBJIEHMA OIMNMCAHHEIX CIOCOOOB IMATHOCTUKM B KauecTBe
KIIEPBOTO» M «KBTOPOTO» aHTUTEeJla M aHTUTEeHCBASHBAKIEeTO (pparMeHTa
MOXHO IIPUMEHATE pasJIMJHEE KOMOMHaIIUU GPRC5D-criennpmnuecKmx
AHTUTEJI M AaHTUTEeHCBA3SHEBAKIMX (parMeHTOB. B HEeKOTOPHX BapMaHTax
OCyMeCTBJIEHMA pakK C D2kKcaopeccuer GPRCLHD BrJouaeT B ceba JIMMOOMH,
TakKMe KaK MHOXeCTBEeHHas MmeJioMa (MM) .

B HEeKOTOPHX BapraHTax OCylmeCTBJIeHUA KOJIMYECTRBO GPRC5D

ONpeneJIanT TaKMUM MEeTOIOM, Kak BecTepH-0JIOT,
PAIMOVMMYHOJIO TMYe CKUM aHaJmus, VMMYHODJIY OPVMETPW S,
VIMMYHOTIP e IUIIU T Al I, PABHOBECHEIN oranms, UMMyHOOUbDY 31,
DJIEKTPOX eMUJIIOMYHE C1Ie H T HEIM (ECL) VIMMYHOJIOTHU e CKUM aHams,

VMMYHOTUCTOXVMMA, LUTOMETPUA IIOCPEOCTBOM COPTUPOBKM KJIETOK C
akTuBauMen odiayopecueHuumn (FACS) wmmam ELISA.

B pasjJMuHEX BapMaHTax OCYIECTBJIEHMA OINMCAHHEX CIOCODOOB
OMATHOCTUKM MCIOJLb3YRT KOHTPOJLHYKR WMIM STAJIOHHYKD IOIpolby. 3Ta
npoda MOXeT TMNpeICTaBJIATL COOOM IIOJIOXMTEJILHHM WM OTPUIlaTeJIbHBM
aHaJIUTUUYECKUM  KOHTPOJL, TapaHTUPYMUN, UTo aHaims  paboTaeT
OOJDKHEIM o0B0pasoM; HalpuMep, aHaJUTHUYeCKMM KOHTPOJE TakKoTo pona
MOXHO OOBHUYHO MCIOJL30BAThH OJIA MWMMYHOTMCTOXMMHUYECKUX aHaJIM30B.
AJIL TEPHaATURHO, oBpasel MOXeT NpencTaBJiaThk cobomn
CTaHOapTM30BAHHEM  3TaJlOH KOJIMYeCTBa GPRC5D B OMOJIOTUUECKOM
obpasue oT 3IO0POBOTO VHIVWBUOA . B HEKOTOPHIX BapMaHTax
OCVYIIECTRBJIEHUSA YPOBHU GPRC5D, HabJlnnaeMbe N UCCJIegyeMoIT o
VMHIOVBMIOA, MOXHO CpaBHUBATE C ypoBHAMM GPRCLHD, HabomaeMeMM B
obpaslax OT MHIMBMIOB C M3BECTHHM OMAaTHO3OM paKa C »BKCIpeccuewn
GPRCLHD. B HEeKOTOPHX BapMaHTax OCYMECTRJIEHVS KOHTPOJILHHY WMHIUBULO
MOXeT OBTL IIOpaXeH KOHKPETHEM MHTEpeCcyK MM BMIOOM  pakKa. B
HEeKOTOPEIX BapMaHTax OCYIeCTBJIeHMA M3BECTHO, UTO  KOHTPOJIBLHEM

MHIOVBMO ¥VIMeeT PpaHHK K CTaIllMio pakKa, KOTOpBIIZ MOXeT OBTHE WJIM MOXET
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He OHTBE pakoM C BKcIOpeccuer GPRCS5D. B HeKOTOPHX BapMaHTax
OCYIEeCTBJIEHUSA M3BECTHO, uTo KOHTPOJIL HEIM VHIVBUL uMeeT
IPOMEXYTOUHYKD CTalulk pakKa, KOTOPHM MOXeT OHTEH MM MOXeT He OHTH
pakoM cC Bkchopeccuer GPRCS5D. B HeKOTOPHX BapMaHTax OCYHMeCTBJIIeHUSA
M3BECTHO, UYTO KOHTPOJBHHN MHIMBUI MMeeT I[IO3OHKK CTalubo pakxa,
KOTOPEM MOXeT OHTH MJIM MOXET He OHTH pakoM C B»KcIopeccuen GPRCHD.

CnocoBH KOHTPOJS pakKa

B HacTodmeM OOKYMEHTe IIpenjalalTcd CIOCOOH KOHTPOJA paka C
BKCIpecCcHuen GPRC5D N MHIOMBMIOA . B HEeKOTOPHX BapraHTax
OCyMeCTBJIEHMA pakK C D2kKcaopeccuer GPRCLHD BrJouaeT B ceba JIMMOOMH,
TakMe Kak MHOXeCTBeHHasd MuejiomMa (MM). B HeKOTOPHX BapMaHTax
OCVYIIECTBJIEHVA OIMCAHHEE CIOCODH BKJIKUYAKT B Ccebd OLEeHKY TOoTro,
IpoTrpeccHUpyeT, perpeccupyeTr WM OCTaeTcda CcradbujbHBEM pak C
SKCIpEeCcCcuen GPRC5D, IyTeM olpeneJjyieHUA KoJIMuecTBa GPRC5D,
IPUCYTCTBYKIETO B MCCJeOIyeMoM ofpasle, IIOJYUYEeHHOM OT MHIMBUIA; U
CpaBHeHMdA HabowmaeMoro koJmuecTBa GPRCHD ¢ kogmuecTtBoM GPRCHD B
OMOJIOTHUECKOM OOpasle, IIOJYUEHHOM CXOIOHEM oO0pazoM Yy MHIMBUIA B
BoJiee pPaHHMM MOMEHT BpPeMeHM, I[IPUMUYeM pasjndMve MeXOy KOJIMUeCTBOM
GPRC5D B wmccunenyemoM oOpa3lle u 0oJiee paHHeM o60pa3le CIYyXUT
okasaTreJjieM TOTO, ABJIAeTCA JIn pak IPOTPECCUPYRINM,
perpecCcUupyrRmyM WM  CTabujbHEM. B 5TOM OTHOWEHUM YBeJMUEeHHOE
kKoImuecTBo GPRCLHD B wmccinenyeMoM ofpaslle I[I0 CcpaBHeHMI C 0OoJee
PaHHMM O0paszoM MOXeT YyKas3HBaTh Ha [IPpOTpecCUpOoBaHME paka C
sKcHnpeccueyr GPRCS5D. HampoTus, YyMeHbIleHHOe KoJuuecTBo GPRCHD B
nuccyenyeMoM obpaslie IO CpaBHeHMO ¢ 0OoJiee pPaHHMM o0Dpa3oM MOXET
YKa3hBaTL Ha pPerpeccCHuMid paka C »skcapeccuen GPRCLHD.

COoOTBETCTBEHHO, HECYIECTBEHHOEe pasjinuMe koJmuecTBa GPRCS5D B
nuccyenyeMoM obpaslie IO CpaBHeHMO ¢ 0OoJiee pPaHHMM o0Dpa3oM MOXET
YKas3eBaThE Ha CTabujIbHOe TedeHMe pakKa ¢ BKcaopeccuen GPRCS5D. B
HEKOTOPHX BapMraHTax OCymeCTBJIEHN A KOJIMUEeCTBO GPRC5D B
OMOJIOTUUECKOM oOf0paslie, IIOJYUEeHHOM OT MHIOIMBUIA, OLEHMBAKLT IIYTEM
OpUBeIeHMAa ofpaslia B KOHTAKT C aHTUTEJOM WM (parMeHTOM TaKoI'o
aHTuUTe A, ClieumdpmuueCcKu CB A4 3EIBalIUM GPRCGLD, HallpUMep, C
aHTUTeJIaM, OIIMCaHHEMM B HacTodlmeM OOKYyMeHTe. OBpaselL,
OlleHMBaeMHM Ha HaJuuue GPRC5D, MoxeT OHTEL IIOJIYUEH M3 MOUM,

KpoBHM, CEIBOPOTKI, I1JIa 3MEI, CJIIOHEI, acuUMTHOM KMOKOCTV,



65

HUPKYJIMPYIINX KJIETOK, UIVUPKYIMPYIIMX OINYXOJIEBHX KJIETOK, KJIIETOK,
He CBA3aHHHX C TKaHaMKU (. e. CBOOOIOHHIX  KJIETOK) , TKaHeM
(HanpuMep, XUPYPIMUECKM MCCeUeHHOM TKaHM OIIYyXOJHM, MaTepHaJikl
ouoncmu, BKJIIOUA A MOJIYyU&eHHEe C MIOMOIIE TOHKOUTOJILHOM
acIMpalMoOHHOM OMOICUM), THUCTOJOTMUECKMX IIpelapaToB M T. IOI. B
HeKOTOPHX BapMaHTax OCymecTBJeHMA MHOMBMI OpelcTaBJgeT cobomn
yeJIoOBEeKa.

B HeKOTOPHIX BapMaHTax OCYIEeCTBJIEHMSA CIOCOOE KOHTPOJS paka C
SKCIpEeCcCcuen GPRC5D OyIoyT BKJIODUATH B cebda: [IpUBeneHUeE
OUOJIOTUUECKOTO obpasiia oT VHIVBUIA B KOHTAaKT C GPRC5D-
CHIelOUUECKMM aHTUTEJIOM MM eT0 AaHTUTEeHCBA3HBAKIMM (parMeHTOM
(HanpyMep, [OPOMB3BOIHEIMM aHTUTEJ M OparMeHTOB, IIPelCTaBJIEHHEIX B
Tabauie 1), KOJIMYeCTBEeHHYI olleHKy GPRC5D, IPUCYTCTBYKIIETO B
oBpazlle, CcpaBHeHMEe KoJImuecTBa GPRCLHD, npucyTcTByKmero B obpasle,
c koJmuecTBOM GPRCHD, omnpemesieHHOM B OMOJIOTMUYeCkOM oOpasle,
[IOJIYUEeHHOM CXOOHBEIM 00pasoM OT TOI'0 Xe MHIOMBMIa B 0OoJee pPaHHUMN
MOMEHT BPEMEeHWU; U OIpeleJIeHMe TOTI'0, W3MeHMJICA JIM ypoBeHb GPRCS5D
N MHOIMBUIA ole) BpeMeHeM. YBeJIMUeHHOEe KOJIMUEeCTBO GPRC5D B
nccJenyeMoM obpa3lie TI[IO0 CpPpaBHEHUIK C KOJIMUeCTBOM B 0o0Jiee paHHEeM
oBpaslie MOXeT YKaseBaThk Ha OPOTpecCcHpoBaHMe paka. HamopoTus,
YMeHbIIeHHOEe KoJMuecTBO GPRCLHD B mMccrnenyemMoMm ofpaslle IO CPaBHEHMO
Cc BDoJlee paHHMM 00pa3oM MOXeT YKas3HBaThL Ha perpeccurw paka C
SKCIpEeCcCcuen GPRC5D. CoOTBETCTBEHHO, HecyIeCTBeHHOEe pasjauume
koImuecTBa GPRCLHD B wmccinenyeMoM ofpaslle II0 CpaBHeHMIO C 0OoJee
pPaHHMM 0f0pasoM MOXeT YKas3HBaThL Ha CcTabuIbHOe TeueHMe paka cC
sKcnpeccuer GPRCLHD. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUMA YPOBHU
GPRC5D B oO6pasle MOXHO CpaBHMBATE C M3BECTHHM CTaHOAPTOM WK
STAJIOHHEIM  00pa3loM OTHOeJIBHO WU B KauecTBe OOTIOJIHEHM S K
CpaBHeHMK C YypoBHAMM GPRC5D, HabmomarmmMMca B obpasie B 0OoJiee
PaHHUM MOMEHT BpeMeHM. B OOMNOJHUTEeJLHOM BapMaHTe OCYIeCcTBJIIeHUS
3a npoBeOeHreM OVMATHOCTUUECKOTO criocoba MOXeT CJIenoBaTh
OOTIOJIHUTEJNIbHAA CTalrsgd Ha3HaueHMd CHelUMPrMUecKOoTO IIPOTHUBOPAKOBOIO
JleueHus. B  HeKOTOPHIX BapMaHTax OCYIleCTBIIEHU A crieupmUuecroe
OIPOTUBOPAKOBOE JIeUueHMe MOXeT OBTbL HanpaBJIeHO IOIpOoTHMB paka ¢
sKcHnpeccuern GPRCHD.

B pasJyiMuHEX acllekTax koJiMmdecTBO GPRCHD omnpenesndwoTr, OpUBOLA
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oBpasell B KOHTAKT C AaHTUTEJOM WM €TI0 AaHTUIEHCBSA3EBallMM
bparMeHTOM, CHelIMdUMUeCKM CBA3BBakmyMMca ¢ GPRC5D. B HeKOTOPHX
BapMaHTax OCYIEeCTRBJIeHMA ofpasell MOXHO IIPUBECTM B KOHTAKT OoJee
yeM C OIOHMM THMIIOM aHTUTEeJ WM MX aHTUTEeHCBA3HBAKIMX (parMeHTOB,
cpaspBammmuxca ¢ GPRCED. B HeKOTOPHX BapMaHTax OCylleCTBJIEHNSA
oBpasel, MOXHO IIPUBECTM B KOHTAKT C IEPBEM AaHTUTEJIOM WM €TI0
AHTUTEHCBA3HBAKIMM (QpPaTrMeHTOM, KOTOPHEM CHeludrMueCKM CBA3HBaeTCH
c GPRC5D, a zaTeM IOpUBECTM B KOHTAKT CO BTOPEM AHTUTEJIOM WJIM €TI0
AHTUTEHCBA3HBAKIMM (QpPaTrMeHTOM, KOTOPHEM CHeludrMueCKM CBA3HBaeTCH
c GPRC5D. B »TOM KadveCTBe MOXHO MCIIOJIL30BaThL aHTUTeJla, TakKue Kak
ONMCaHHEE B HACTOAIlEM NOOKYMEHTE.

OJa OCylWeCcTBJIEHMA OIMCAHHEX CIOCOOOB KOHTPOJA B KadecTBe
KIIEPBOTO» M «BTOPOT'O» aHTUTEJa WM aHTUTEHCBA3HBAKIIETO Qpal'MeHTa
MOXHO [IPUMMEHATE pPasJInyYHEE KOMOUHaLUN AQHTUTET n
AQHTUTEHCBA3ZHBAKINUX QParMeHTOB, Kak ooMcaHo B Tabmuue 1. B
HEeKOTOPHX BapMaHTax OCymMeCTBJIeHMA pak C DKcOpeccuer GPRCHD
BKJIOUaeT B ceba TeMoBIacTo3, TakoM KakK MHOXeCTBEeHHad MMeJioMa
(MM) .

B HEeKOTOPHX BapraHTax OCylmeCTBJIeHUA KOJIMYECTRBO GPRC5D
OIIPeneignT TaKMUM MeTOIOM, Kak BeCTEepH-0OJIOT,
PaIMOVMMYHOJIO TUUYe CKUN aHams, VMMYHOQIIYyOpUMETPHU A,
VMMYHOIIPEUUIINTAlM g, PaBHOBECHEN ouanms, MMyHOOUGOYy 314,
BIIEKTPOXEMUIIIOMYHE C1IeH THHM (ECL) VIMMYHOQJIO TMY e CKUN aHaJms,
VMMYHOTUCTOXVMMA, LUTOMETPUA IIOCPEOCTBOM COPTUPOBKM KJIETOK C
akTuBauMen odiayopecueHuumn (FACS) wmmam ELISA.

HaGopr nnss obHapyxeHust GPRC5D

B HacToOAmleM IOOKYMEHTe IpejlaralnTcd HaboOpe IJd OOHAPYXEeHMA
GPRC5D B OmuosiormueckoM ofpasle. ST HaDOPHE BRJIKNUAKT B Ccebsa OOHO
nim 6oJee GPRCOD-crneumnpmnueckmMx aHTUTeJI, OIMCAHHEX B HaCTOAIEM
OOKYMEHTEe, WM UX aHTUTEHCBA3LBAKIKX (parMeHTOB M MUHCTPYKUUM II0
IpMMeHeHMID Habopa.

llpenjiaraeMoe GPRCL5D-cnenmnpmnueckoe AHTUTEJIO W
AHTUTEHCBA3HBaAKIMMA QparMeHT MOTYT HaxXOOMTLCA B pacTBOpe; OHTH
JIUOQUIINBUPOBAHHEIMIU;  [IPUKPEIJIEHHEMY K CcyOCcTpaTy, HOCUTENn WK
[JIaHIETY,; WM MOT'YT OBITE MEUEeHHEMM C BO3MOXHOCTBID ODHapyXeHMUId.

OnmcaHHHEEe HaGOpBI TakXxe MOI'YT BKJIKUATE B Ccebsa OOMNOJIHUTEJILHEE
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KOMIIOHEHTEI, WMCIOJB3YEeMEEe IJIS OCYIEeCTBJIEHUMSA CIHOCODOB, OMNMCAHHEX B
HacToAmlleM OOKYMeHTe. B KauecTBe IpuMepa HaboOpH MOTYT COOEpXaThb
cpencTea IOJA TIIOJy4YeHMd OpoOel OT MHOMBUIA, KOHTPOJILHOW  MJIM
STAaJIOHHOM npooBH, Halpumep PO OH oT MHOMBULOA C MeOJIEHHO
NPpOTPEeCcCHUPYIMM pakoM u/MIM UMHOWBMIa 0e3 paka, OIHO WIM 0oJee
OTHeJIeHUN mOJd Opo® M/MiIM MaTepuallkl MHCTPYKINMM, B KOTOPHX OIMCAHO
OCYIleCTRBJIEHME criocobos n300peTeHnd, u TKaHecHelnupmuecrKre
KOHTPOJIM MJIM CTaHIapTH.

CpenmcTea nIOJi4 onopenejyieHuda ypoBHA GPRCL5D MOT'YyT HOONOJHMTEJBHO
BKJIOUATE, HalpuMep, OydepH ™ »OpyI'Me pealeHTH, IIpelHa3HaueHHBEe
njid [IPpYMeHEeHU B aHaJmse nJisa onpeneJjyieHUA YPOBHSA GPRCS5D.
MHCTPpYKLIUM MOTYT [IpencTaBJIdTh coboi, HalpuMmep, rreyaTHHE
MHCTPYKLUMM I[IO BHIIOJHEHMIO aHajlM3a U/WIKM MHCTPYKLIUM II0 OlleHKe
YPpOBHA »kchnpeccun GPRCSHD.

OnvcaHHEe HaOOPH TakKXe MOTYT BKJIOUATE B cebd cCcpencTBa OJAd
BHIOEJIEHVA T[POoBH OT MHOMBUIA. OTHM CPeldCcTBa MOTYT CoIepXaThb OOWH
nIM BoJiee HBJEMEHTOB O000PYyINOBaHUA MM pealeHTOB, KOTOpHEe MOXHO
MCIIOJIL30BATL OJIA IIOJYYeHMSA TeKyduel cpelb MIM TKaHM OT MHOMBUIA.
Cpencrea nid [IOJIydeHm d PO OH oT MHOMBULOA Takxe MOTYT
OpencTaBJIATL CcoOOM cCcpelcTBa NOJA BHIOeJeHMS KOMIIOHEeHTOB KpPOBU,
TaKMxX KaK CHBOPOTKa, M3 IIPpOoOH KpoBU. IlIpellouTUTeSIEHO Habop
[pelHaszsHaueH OJI4 [IPpUMMEeHeHUd y UYeJIOBeUeCKOI'0 MHIOMBMKIA.

MyneTHucnenmpmuueckme aHTUTeEJA

CBA3bBamMe IOOMeHH aHTUTeJI k GPRC5D, omomMcaHHBE B HaCTOMANEM
OOKYMEHTe, paclriosHanT KJIETKM, BKCIpeccUupynmme Ha cBoen
noeepxHocTn GPRC5D. Kak oTMeuaJsioChk BHIle, Bkchpeccusa GPRCLD moxer
ABJIAETCH rokasarejyieM pPaxKoBoOM KJIETKU . BoJjee CrIelndmUUIeCcKOTO
HalleJIMBaHMAg Ha KOHKPEeTHHEe CYONONYyJNALUMM KIEeTOK MOXHO HTOOUTLCH
OyTeM OOJIYUeHUSsa OUCHeUMPUUECKUX MOJIEKYJI, TakKMxX KakK aHTUTeJla WiIu
dpaTMeHTH aHTHUTEJ, KOTOPHEe CBA3HBalTCA ¢ GPRCSD m ¢ nOpyrou
MUIIeHbIO, TakoM kak CD3 u BCMA. 370 OOCTHUIaeTCsa IIYyTeM II0JyUeHMS
MOJIEKYJIEL, KoTopasd COOepXuT Iepbyw o06JacThb, CBA3HBAKNIYICA C
GPRC5D, wu BTOpykR o0O06JacTh, CBA3HBAKIMYIOCAd C IOpYyI'MM aAHTUI'€HOM-—
MUIIEHBK. AHTUTEHCBA3BBaKIMEe O0O0JJaCcTU CIHOCOOHHE IIPMHMMATEL JIOOYVID
bopMy, KoTOopasa obecleuMBaeT CIeUMPUUECKOe paclo3HaBaHMe MUIIeHY,

HallprMep, 0oBJIaCThb CBASEBAHUA MOXET IIpenoCcTaBJIATE cobol MJIM MOXeT
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BKJIIOUATL B Cceba BapuabelIbHHM IOOMeH TSKeJIOM uLenu, Fv (KoMOMHAIINMIO
BapuabeJLHOTO IOMeHa TaXeJIo LelM UM BapuabellbHOTO IOMeHa JeTKoMu
lenm), OOMeH CBA3HBaHMA, OCHOBAHHEIM Ha IoMeHe (QUOPOHEeKTHMHa TUIlla
IITI (TakoM Kak JoMeH OUOPOHEeKTHHa, WJIM IOMeH, OCHOBAaHHHM Ha
KOHCEeHCYCHOM TIIOCJIeOOBATeJILHOCTM IOMeHOB OmbpoHekTMHa Tuma 1171,
MM OOMeH TeHaclMHa, WJIM »OOMeH, OCHOBAHHEM Ha KOHCEHCYCHOM
IIOCJIegoBaTeJIbLHOCTHU OOMEHOB TeHaClMHa THUIIA 1171, HallpuMep,
MOJIEKYJIE LeHTpMHa OT KoMmoaHuum Janssen Biotech, Inc., CM.,
HanpuMmep, W02010/051274 u W02010/093627) . CoOTBEeTCTBEHHO,
npenjgarawnTcsd OucnenmupruuecKue MOJIEKYJIH, comepxamme oBe
AHTUIeHCBA3HEAKIe O00JlacTM, KOTOpPHe CcpeazpBanTca ¢ GPRCSD m c
OPpYTUM aHTUTE€HOM COOTBETCTBEHHO.

HexoTopre MYJIE TUCTIeIUOUU e CKUE aunTuTesna, ONMCAaHHEE B
HacToAmeM JOKYMEHTe, comepXxaT IBe pa3HHEe AaHTUTEeHCBA3HBAaKIMe
oBJacTM, KOTOPHEe CBA3EBakTCA C GPRC5D m CD3 CcoOTBeTCTBEHHO. B
OpennouTrUTeJIbEHOM BapMaHTe OCYIleCTBIIEHU A npenngaranTcd
MYJIbTUCIIEUUPUUECKHUE aHTuUTe A, CBARHBakmMecsa ¢ GPRC5D wm CD3
(MyJIE TUCIELIUPUUIESCKHUE aHTHUTeJla K GPRC5DxCD3), u X
MYJIE TUCTIEIUOUUECKME aHTUTEHCEA3HBawIMre (parMeHTE. B  HEeKOTOPHX
BapMaHTax OCYIleCTBIIEHU A MYJIE TUCTIeUIUUeCKOEe AHTUTEJIO K
GPRCL5DxCD3 comepXuT IepByk Taxedyw uLenb (HCl) m nepByw JETKYD
Lenb (LC1), KOTOPHE crapuBamnTCA C oBpa30oBaHUEM [IEPBOTO
AHTUTEeHCBA3HBAKMET0 YYacTKa, KOTOPHM CclIeludrMuecKM CBA3HBAETCHA C
GPRC5D, m BTOpyk Taxenywo Lenb (HC2) m BTOpyrK Jerkywo lens (LC2),
KOTOPHE ClHapuBamwTCca ¢ ofpa30BaHMEM BTOPOTO AaHTUTEHCBI3BEBAKIIETO
yyacTka, KOTOPHM CrieundpnuUueCcKuU CBA3LBaAETCHA C CD3. B
NPpennouyTUTEJIbHEIX BapMaHTax OCYIleCTBIIEHU A MYJIE TUCTIeUOUUeCKOE
QHTUTEJIO K GPRC5DxCD3 IpencTaBJIgeT cobomn fucneunupmuuecroe
AHTUTEJIO, comepxallee GPRCLD-cneumpmuueckroe rJjIevo, KoTOpOE
COIEepXUT IepBYyKR Taxelyrn Lenk (HC1) m nepBypo Jerkyko lens (LC1),
KOTOPHE ClapuBamwTCa ¢ ofpa30BaHMEM IMIepBOTO aHTUTEHCBI3BEBAKIETO
yuacTKa, KOTOPHM chHeumMduuecKu cCBA3wBaeT CD3, u CD3-chneumdprueckoe
[JIeUuo, KOTOpOoe COIOEPXUT BTOPYKR TIKEJIYIH Ilellb (HC2) wm BTOpPYB
Jerkywn Uenbs (LC2), KOTOpHEe CclapuBawnTcad C o0pa30oBaHMeM BTOPOIO
AHTUTEHCBASHBAKIIETO yyacTka, KOTOPHM CrieundpnuUueCcKuU CBA3LHBAET

GPRCS5D. B HEeKOTOPEHX BapMaHTax OCYHEeCTBJIEHMI OUCIelIUdUUIeCcKre
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AHTUTEJIa M300peTeHrsa BKINUAT B Ccebd aHTUTeJa, HMeKlre CTPYKTYPY
[IOJIHOPAa3MEePHOT'O aHTuTesNa. B HaCcTOAlleM OOKYMEHTe TepPMVH
KIIOJIHOPAa3MepPHOEe AHTUTEJIO» O3HauvaeT aHTUTEJIO, UMenmee oBe
[IOJIHOPAa3MEPHEE TAXeJBle LellM aHTUTeJla M IOBe IIOJIHOpa3MepHHEe JIeT'kKue
eI aHTUTeJa. Taxeygad ILelb (HC) [IOJIHOPAa3MEPHOTO  aHTHUTEJA
BKJIKUaeT B cebsa BapmabeJIbHBEIE M KOHCTaHTHHEe noMeHun VH, CH1, CH2 wu
CH3 TaxeJon uemnmu. Jerkas uendk (LC) [NoJHOPa3MepHOTO aHTUTeJa
BKJIIOUaeT B cebdd BapmadeJbHBEE M KOHCTAHTHHEe IoMeHE VL u CL JIeTKOoMu
uenmu. IloJHOpasMepHOe aHTUTEJIO MOXeT He comepXaTk C—-KOHIEBOTO
Jm3uHa (K) Jgmbo B onmHOM, JmMBO B o0eMx TAXeJHX lLelax. TepMuH
«Fab-meuo» MM «IIOJYMOJIEKYJIa» O3HadvaeT OIOHY Iapy TsaKeJad Lellb -
Jerkad Lelb, KOoTopasd CIHeUrMdruUuecKM CBASHBAETCS C aHTUIeHoM. B
HEKOTOPEIX BapMaHTax OCYUeCTBJIEHMA OIOMH U3 aHTUTEHCBSISHBAKIINX
IOIOMEeHOB IIpencTaBJigeT coBo¥ OCHOBaHHHM He Ha aHTUTeJle IOMeH
CBASBBAaHMSA, HalpuMep IOOMeH CBSA3HBaHMA, OCHOBaHHHIM Ha JIOMeHe
dnMbpoHEeKTMHa TUMa 3, HalpVMMep LeHTPHWH.

GPRCLHD-cBARHBAaKIES TIJIeYUo MYJIb TUCIIEHUNOUTE CKUX aAHTUTET,
NPenJyIOXKeHHEX B HaACTOAlleM OOKYyMeHTe, MOXeT OBTH I[IOJYUYeHO U3
JIOoOTO U3 GPRCLHD-crienMdprueCcKmx aHTuTes, OIIMCAaHHEIX  BHIIE., B
HEKOTOPHX IpuMepax BapMaHTOB OCymeCTBJIEHN A TaKUX GPRC5D-
CBASHBAKIIMX TIIJIeU IIepBas aHTUTeHCBA3HBawmas o6JjlacTs, KoTOopad
ceaspBaeT GPRCLD, comepxuT CDR1, CDR2 wu CDR3 TaxeJioM lienwu,
[IOJIYYEHHHE M3 KJIOHa aHTUTeJla, OpenacTaBJIeHHOTO B Tabauue 1. B
HEKOTOPHX IpuMepax BapMaHTOB OCymeCTBJIEHN A TaKUX GPRC5D-
CBASHBAKIIMX TIIJIeU IIepBas aHTUTeHCBA3HBawmas o6JjlacTs, KoTOopad
ceaspBaeT GPRCSHD, comepxmuT CDR1, CDR2 u CDR3 TaSXeJoVM Lelu U
CDR1, CDR2 m CDR3 JIeT'KOM lenM, IIOJIYUEHHHEe M3 KJIOHa aHTuTeJa,
npelcTaBJIEHHOTO B Tabjmue 1. B HeKOTOPHX I[IpPMMEpax BapMaHTOB
OCVYIIeCTBJIEHUA TaKMUx GPRC5D-cBa3HBAaIMX ey repras
aHTUIeHCBA3HEBaKMasa obJjlacTk, KoTopad CcBA3HBaeT GPRCHD, comepxur
CDR1, CDR2 m CDR3 mTaxeJoM Lienom kJoHa GCLHB81, GC5B465, GS5B483,
GC5B5%96, GC5RBR382, GCHB379, GCLHB373, GCLHB376, GCLHB385, GC5B370,
GC5B602, GCHB60O3, GCL5B5929, GCLHB601, GCLB598 mam GC5B597.

B HeKOTOpPHX IIpUMepax BapMaHTOB OCYWleCTBJIeHMsa Takux GPRC5HD-
CBASHBAKIIMX TIIJIeU IIepBas aHTUTeHCBA3HBawmas o6JjlacTs, KoTOopad

ceaspBaeT GPRCSHD, comepxmuT CDR1, CDR2 u CDR3 TaSXeJoVM Lelu U
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CDR1, CDR2 m CDR3 JlerkoM Lenm kJoHa GC5B81, GCLHB465, GS5B483 mim
GC5B596. B HEeKOTOpPHX IIpHMepax BapMaHTOB OCYWMEeCTBJIEHUS TaKUX
GPRC5D-CcEA3HBaKINX ey reppasa aHTUTIeHCBA3LBAKIAa I oBJacTh,
KoTopasa cCBA3EBaeT GPRCLHD, colepxUT BapMabOelbHEM IOMeH TIXeJIoNn
nenyu, I[IOJIYUYeHHEM M3 KJIOHa aHTUTeJa, [peldcTaBJIeHHOTO B Tabiauie 1.
B HEeKOTOpPHX IIpUMepax BapMaHTOB OCylWleCTBJIeHUS Takux GPRC5D-
CBASZBBAKIMX I[LJIed IIepBad aHTUI'eHCBA3EBaKmad o06JacTh, KoTOpad
cBA3HBaeT GPRCSHD, coIepxuT BapuabeJIbHHY OOMeH TAXeJIoW ULenou U
Bapua®elIbHEM OOMeH JIeTKOW I1enu, IOJIydeHHHe U3 KJOHa aHTHTela,
npencraiBJIeHHOTO B Tabiauie 1. B  HeKOTOPHX IIpHMepax BapMaHTOB
OCVYIIeCTBJIEHUA TaKMUx GPRC5D-cBa3HBAaIMX ey repras
aHTUIeHCBA3HEBaKMasa obJjlacTk, KoTopad CcBA3HBaeT GPRCHD, comepxur
BapuabeJIbHHM OOMeH TAXeJIoM Lelr kJoHa GCbHB81, GC5hB465, GS5LHB483
mim GC5B596. B HEeKOTOPHX IIpMMepax BapMaHTOB OCYWMECTRBJIEHUS TaKUX
GPRC5D-CcEA3HBaKINX ey reppasa aHTUTIeHCBA3LBAKIAa I oBJacTh,
KoTopasa cCBA3EBaeT GPRCLHD, colepxUT BapMabOelbHEM IOMeH TIXeJIoNn
HenM ¥ Bapuab®eJIbHEI IOMeH JIeTKoM Lenmr kJoHa GCbB81, GCLHRBR465,
GS5B483, GC5BR596, GC5B382, GC5L5B379, GCLHB373, GC5HB376, GC5HB385,
GC5B370, GC5B602, GC5B603, GC5B599, GC5B601, GC5B598  wm
GC5B597.

B Tabimue 3 IOpuBeleH IllepedeHb OUCHeUUPUUeCKMX aHTUTeJl K
GPRCLDxCD3, VIMEIOIMX ooHY napy T XKeJION u JeTkoM lenemn,
crneuupmueckyin k GPRCLHD, u mOpyrvio IIapy TSXeJoM U JIeTKOM Lernew,
crienouueckyw kK CD3, rIDOe MUOEHTUPUKATOP KOHKPETHOI'O aHTuTeJa
OIpUBeneH  OJiA ONMCaHMA QHTUT EHCIIeIUPUUECKUX ey aHTUTeNa,

VCIIOJNIE3YEMEX IJISA OBecCledeHrsI ONMCAaHHOTO BapMaHTa OCYmMeCTRBJICHMA.

Tabnuia 3
GPRC5D -crniermmpmnueckoe CD3-cnermpmnueckoe
mwievo=uneHTupmurarop Ab mwievo=uneHTupmurarop Ab
GC5R81 CD3B219
GC5B465 CD3B219
GC5B483 CD3B219
GC5B5%96 CD3B219
GC5RBR382 CD3B219

GC5B379 CD3B219
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GC5B373 CD3B219
GC5B376 CD3B219
GC5B385 CD3B219
GC5B370 CD3B219
GC5B602 CD3B219
GC5B603 CD3B219
GC5B599 CD3B219
GC5B601 CD3B219
GC5B598 CD3B219
GC5B597 CD3B219

B HeKOTOPEIX BapMaHTax OCYIEeCTRJIEHUSA OUCHelUPUMUeCKUX aHTUTeI
GPRCL5D-cBa3mBaKIee I1LJI€UYO TakKXe CBA3HBaeTca ¢ GPRCHD dgBaHCKOTO
MakKaka, OPelllOUTUTEJILHO C eT'0 BHEKJIETOUHHM IOOMEHOM.

B HEKOTOPHX BapMraHTax OCymeCTBJIEHN A GPRCL5D-cBa3mHBaKIee
IJleuo MyJIbTUCIeUUdMUeCcKOoTO aHTUTeJla OpelcTaBjsgeT cobor I1IgG wmiam
ero I[NpOM3BOIOHOE, HallpuMmep, wu3oTuinel 1gGl, IgG2, IgG3 m IgG4. B
HEKOTOPEX BapMaHTaxX OCYIEeCTBJeHMI, B KOTOpEX GPRCLHD-cBA3BBaKIMEeES
Jjjedyo muMeeT m30Tull 1gG4, OHO COHOEpPXUT 3aMeHy (—v) S228P, L234A u
L235A B oBmacTu Fc.

B HeKOTOPEIX BapMaHTax OCYIEeCTRJIEHUSA OUCHelUPUMUeCKUX aHTUTeI
BTOPOE AaHTUIeHCBA3HEBAaKIlee ILJIeYOo CBA3HBaeTca ¢ CD3 uejnoseka. B
HEKOTOPEIX NPpennouTUTe b HEIX BapraHTax OCyIleCTBJIEHU I CD3-
crieludpmUuecroe  IJIeuo OUCTIenIUUIECKOTO aHTuTeJa K  GPRC5DxCD3
noJyiydyeHo wu3 CD3-cnelmMprMueckoro aHTUTeJla, KOTOopoe CBA3HBaAeT U
aKTUBUPYET IepBUUHHEe T-KJIeTKM UYeJIoBeKa U/UIM I[IepPBUUHEE T-KJIeTKU
ABAHCKOTO MakKaka. B HeKOTOpPHX BapuMaHTax OoCylecTBJeHusa CD3-
CBABHBAaKIEE ILJIeYO CBA3BBaeTCsa C 32OUMTONOM Ha N-koHue CD3e. B
HEKOTOPEIX BapraHTax OCYyIleCTRJIEHU I CD3-cBA3HEBAaKIEE [1J1IeYo
KOHTAKTHUPYEeT C SIUTONOM, BKINYUAKIMM B Cced®sa meCTb N-KOHIIEBHX
aMMHOKMCJIOT CD3e. B HEKOTOPHX BapuaHTax ocylmecTBJeHrus CD3-
crieupmUuecroe CBA3HBaKIEe [JIevo OUCTIeNOUUIECKOTO aHTUTeJa
[IOJIYYEHO M3 MHIIMHOT'O MOHOKJIOHAJBHOTO aHTuTesa SP34, MBIMMHOTO
nsoTuna I1gG3/masambma. B HEKOTOPHX BapMaHTax ocymecTByeHus CD3-
CBA3HEBaKIee IJIedo colepxuT CDR  aHTUTesa SP34. Takme CD3-

CBABHBAKIME IIJIEUM MOTYT CBA3HBaTbECA C CD3 ¢ addMHHOCTBL 5x1077 M
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WUJIYM MeHee, HalpHuMep 110" M wm MeHee, 5%10°°% M wmnm MeHee, 1x10°°

M wniIM MeHee, 5%10°° M wm Menee wiu 1x10° M wiu Menee. CD3-
ClieMpuUUecKoe CBA3HBAKIEE [LJIe40 MOXET IpencraBliiaTh cobomn
TYMaHM3UPOBAHHHY BapMaHT Iljleda MBIMHOTO MOHOKJIOHAJILHOTO aHTUTela
SP34. JInga ryMaHM3alMu aHTuUTesa K CD3, M3 koTopoTro nojgydawonT CD3-
ClieMpuUUecKoe [JIevo, MOXHO MCIIOJIE30BaTh anarTali 0JIsd
UeJloBeueckoro kapkaca (HFA). B HeKOTOPHX BapMaHTaxX OCYylleCTBJIeHUSA
OUCIeUnONUeCKMX aHTUuTes CD3-cpasmBawlee IJIeUO COLEPXUT Iapy K3
TOKeJIOM LelM UM JIETKOM 1Leny, BHOPaHHEX W3 Tabauise 2.

B HeKOTOpPHX EBapuaHTax ocylecTBJIeHMA CD3-cBA3HBallee ILJIEUO
NpencrapjdgeT cobon IgG wiu ero  IIPpOM3BOIHOE. B  HeKOTOPHX
BapMaHTax OCymeCTRJeHUsa CD3-cBA3HBaKIee IJIeUO NIPedCcTaBIgeT cobon
IgGl, IgG2, IgG3 mam IgG4. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIeHUS,
B KOTOPEIX CD3-CceB43bHBanllee IJIEUO MMeeT M30THUIl 1gG4, OHO COOEPXUT
3aMeHny (-v1) S228P, L234A, L235A, F4050L m R409K B objglactm Fc. B

HeKOTOPEIX BapMmaHTax OCYyIeCTBJICHMA aHTHTeJla JIn

AHTHMI'€eHCBA3BBaKImne @paPMeHTH CBAS3EBIBAKTCHA C CD3e Ha IIEePBMYHEIX

JeJIOBeUeCKUMX T-rJleTKax. B HeKOTOPEIX BapMmaHTax OCyImeCTBJIECHMA

aHTHTeJla WM aHTHMI'€eHCBA3BBAKIMEe @paPMeHTH cBA3wBamnTCca ¢ CD3g Ha
IIEePBMYHEIX T-rJeTKax ABaAaHCKOTI'O MaKaKa. B HeKOTOPEIX BapMmaHTax

OCymeCTRBJIECHMA aHTHTeJla I AHTHMI'€eHCBA3BEBalme @paPMeHTH

ceaseBanTCa ¢ CD3g Ha [NepBMUHEX T-KJIeTKax UYeJloBeKa W HABaHCKOIO
Makaka. B  HekOTOpPHEX BapMaHTax OCYWEeCTBJIEHUSa  aHTuTeJla WIn
AHTUIEeHCBA3HEBAKIVE Qpal'MeHTH aKTHUBUPYIT IIePBUUHEE UeJIOBeUeCKUe
T-xjeTkr CD3+. B HeKOTOPHX BapMaHTax OCYUWEeCTBJIEHUA aHTUTeJa WK
AHTUIEeHCBA3HEBAKIME QParlMeHTH aKTUBUPYIT I[IepBMUHHe T-krJjeTku CD4+
ABAHCKOI'O MaKakKa.

B HEKOTOPEIX BapMuaHTax OCyWeCTBJIEHN A npenjaraercd
OUCeunudruUuecroe AHTUTEJIO K GPRCLDxCD3, MMeKInee GPRCLHD-
CBA3HBaKllee IIJI€EUO, KOTOPOE COOEPXUT TAKEJYID Lelb KIJIOHAa aHTUTel
GC5B81, GC5B465, GS3S5B483, GC5B596, GC5B382, GC5B379, GC5LHB3T73,
GC5B376, GC5BR385, GC5B370, GC5B602, GC5B603, GC5HB599, GC5HB60OI,
GC5B598 mwinm  GC5B597. B  HeKOTOPHX BapMaHTax OCYIIECTBJIEHU A
npemjlaraercd OucneumMpuueckKkoe aHTUTeJIo K  GPRC5DxCD3, MMeKInee

GPRCLD-cBA3HBaKIEEe ILJIEUO, KOTOPOEe COINEPRXUT TIKEJYK Lelb U JIETKYD
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LIenb KJIOHa aHTuTeJ GCLB81, GC5B465, GS5B483, GC5BLH926, GCLHB382,
GC5B379, GCLHB373, GC5B376, GCHRBR385, GCLHB370, GC5B602, GCLHRBR603,
GC5B599, GCLHB601, GC5HB598 wmim GC5R597. B HeKOTOPHX BapMaHTax
OCYIEeCTBJIEHU I npenjaraercd BucnenmuprUueckoe aHTUTEJIO K
GPRC5DxCD3, wmMenmee CD3-ceaszbBawlee ILJIEYO, KOTOpOe COOEPXUT
TAXEJIY Lellb KJIOHa aHTuTejyla CD3B219. B  HeKOTOPHX BapuaHTax
OCYIEeCTBJIEHU I npenjaraercd BucnenmuprUueckoe aHTUTEJIO K
GPRC5DxCD3, wmMenmee CD3-ceaszbBawlee ILJIEYO, KOTOpOe COOEPXUT
TAKEJIYD LEelbk UM JEeTKyK Ielb KJIoHa aHTuTesna CD3B219. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIeHUA IIpenjiaraeTca OuUcCIeluMdpMuecKoe aHTUTEJO K
GPRC5DxCD3, wumewnmee GPRCOHD-cBA3HEaKllee ILJIEYUO, KOTOPOE COLNEPXUT
TSXeJIYID Lelb KJIoHa aHTuTre)l GCHB81, GCLB465, GS5B483, GC5BLH96,
GC5B382, GCLHB379, GC5B373, GCHRBR3T76, GCLHB385, GC5B370, GCLHRBR6E02,
GCbB603, GCLHB599, GCLHB6O1l, GC5BLH98 wmam GCLHB597, a Takxe CD3-
CBA3HBaKllee IIJIeEUO, KOTOPOE CONEPXUT TLKeJYI Lelb KJIOHa aHTUTela
CD3B219. B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHU A openjiaraercsd
OUCeunudruUuecroe AHTUTEJIO K GPRCLDxCD3, MMeKInee GPRCLHD-
CBA3HBaKllee IIJIEYO, KOTOPOEe CONEPXKUT TAKEJNYKD Lelb ¥ JEeTIKyKl Lelb
KJIOHAa antuTeJ  GC5HB8I1, GC5hB465, GS5B483, GC5B590, GC5B382,
GC5B379, GCLHB373, GC5B376, GCHRBR385, GCLHB370, GC5B602, GCLHRBR603,
GC5B599, GC5HB601, GCLHB598 wmam GC5B597, a Takxe CD3-CcBA3HBaKIee
[IJIedo, KOTOpoe COOEPXUT TAKeJYyn Lelb M JEeIKyln Lelb KJIOHA
aHnTuTejsia CD3B219.,

[lpuMep OuUcHeumMdmuUueckKoro aHTuTella K GPRC5HDxCD3 mnpuBeneH B
Tabnuie 23.

Bl ONMCaHH pasHbee (QopMaTH OUCHelUdUUeCKUX aHTUTEeJ, U
0030p IO HMM HeOaBHO OBJI [IPencTaBJieH B nybauxkaumm Chames and
Baty (2009) Curr Opin Drug Disc Dev 12: 276,

B HeKOTOPHIX BapraHTax OCylleCTRJIEHU S Bucneuupruecroe
AHTHUTEJIO HacTosAmero u300peTeHMA NpeIcTabygeT cobOoM OuaTeso,
KpOCCTEeJIO WK OUCIelUUdUUeCcKoe aHTUTEJO, IOJyUYeHHOEe IIOCPeACTBOM
KOHTPOJINPYEMOT'O oBbMeHa Fab-neuawmu, HaIpHUMEDP OIIMCaHHEMM B
HacToAmeM M300peTeHuM crocofaMu.

B HeKOTOPHIX BapraHTax OCylleCTRJIEHU S fucreunpruuecrue
aHTHUTeJla BKJIOUAIOT B ceb4da IgG-nnonoOHEe MOJIEKY JIB c

KOMIIJIEMEHTAPHEIMM TOMEHAMM CH3 OJId YCHMIJIEHMA TeTepolMMepMsallnll,
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pekoMOMHaAHTHEEe I1gG-TIomo®HHEe MOJIEKYJIH C HOBOMHBIM HalleJIMBaHMeM,
opuueM KaxXOoasd M3 OBYX CTOPOH MOJIEKYJIEL COIepXUT Fab-dparmeHT wnim
yacTe Fab-¢parMeHTa o0 MeHBIIEM Mepe IBYX Pa3HEIX aHTUTeJI; CJIUTHEe
MoOJIekyJIEL IgG, B KOTOPHEX IIOJIHOpPAa3MepHEe aHTUTeJla 1gG CJIUTE C
HOIIOJIHUT &JIb HEM Fab-dparmenToMm WM yuyacTKaMM Fab-dparMmenra;
CIIMTHE MOJIeKYJIEL FC, B KOTOPHX OOHOIeNOUeUHbe MOJIeKYJIE Fv WK
CTabUIM3UPOBAHHEE OMaTeJla CJIUTH C KOHCTAHTHEMM JOMeHaMM TaXReJION
lenu, objJacTaMu Fc wWIM MX dYacTAMM; CJAUTHEE MOJekyJiel Fab, B
KOTOPEIX pa3Hele Fab-dparMeHTH CAMTH IpyTD C IOPYTOM; aHTUTeJa U3
TAXEJIHX Lelel Ha ocHoBe ScFv M 1OuaTen (HaopuMmep, OOMeHHHEe
aHTuTeJa, HaHOTeJla), B KOTOPHX pasHHe OOHOLelloOUeUHHEe MOJIeKYJIB
Fv, wWIM pa3HbBe OuaTesyla, WIM Pa3HbBe aHTUTeJa M3 TISXeJHX Lelnen
(HanpuMep, OOMEeHHHEe aHTuTeJla, HaHOTeJla) CJIUTH OpYyID C OPpYyIToM, WIKn
C OpyTuM 0OeJIKOM, WM C MOJIEKYJIOM-HOCUTEJIEM.

B HeKOTOPEX BapMaHTax oOCyllecTBJeHUA I[JgG-IIonoOHBIE MOJIEKYJIH C
KOMILJIEMEeHT apPHEMM IoMeHaMM CH3 BRKJIIOUAT B cebs MOJIEKYJIEI
Triomab/Quadroma (Trion Pharma/Fresenius Biotechthe), «BHCTYIIE
BO BHamuHe» (Genentech), CrossMAb (Roche) ™M 3JeKTpoCTaTUUYECKU—
criapmBaeMHe (Amgen) , LUZ-Y (Genentech), CKOHCTPYUPOBAHHOE
IoCpencTBOM OOMeHa ILiellell OOMeHHOe aHTUTeJIO (SEEDbody) (EMD
Serono), Biclonic (Merus) m DuoBody (Genmab A/S).

B HeKOTOPHX BapMaHTax OCymecTBJIeHUS pekKoMOMHaHTHEEe IgG-
IIOoJoBHHE MOJIEeKYJIE OBOMHOTO HalleJIMBaHMA BKJOUAT B cebd MOJIeKYJIH
(DT)-Ig @OBOMHOTO HalleduBaumga (GSK/Domantis), aHTUTeJIO «OBa B
OIHOM» (Genentech), [IOIIEPEYHO CIIUTHE Mab (Karmanos Cancer
Center), mAb2 (F-Star) u CovX-body (CovX/Pfizer).

B HeKOTOPHX BapMaHTax OCYMeCTBJIeHMS CJHAMUTHE MOJIeKyJE 149G
BKJUAIT B Ccebsa MoJekyJH (DVD)-Ig C OBOMHEM BapMabeJIbHEIM IOOMEHOM
(DVD) (Abbott), IgG-nmonobHywL fucrneumu@MuecKymn MOJIEKYITY
(InnClone/El1 Lilly), Ts2Ab (MedImmune/AZ) u BsAb
(Zymogenetics), HERCULES (Biogen Idec) um TvAb (Roche).

B HeKOTOPHX BapMaHTax OCYMeCTBJIeHUI CIUTEHe Fc-MOJIeKYyJIH
BKJIDUAT B cebsa coamaamua ScFv/Fc (Academic Institution), SCORPION
(Emergent BioSolutions/Trubion, Zymogenetics/BMS) ,
IepeHalleJMBaKmMecd aHTuTeJa ¢ IOBOMHOM  addMHHOCTLIO (Fc-DART)

(MacroGenics) wm Dual (ScFv) .sub.2-Fab (National Research Center
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for Antibody Medicine, Kuran).

B HeKOTOPHIX BapraHTax OCymMeCTRJIEHUA Bucneundpruecrue
aHTMUTeJla CO CJIUTHMM Fab BriouailnT B cedd F(ab)2 (Medarex/AMGEN),
KOIBOMHOTO nmeMcrBUA» MIM Bis-Fab (Genentech), Dock-and-Lock (DNL)
(ImmunoMedics), OBYXBAJIEHTHOE OUCeunudruUuecroe AHTUTEJIO
(Biotecnol) wm Fab-Fv (UCB-Celltech). AHTHMTeJla Ha OCHOBe Sckv,

oOMaTeJl M OOMEeHHEEe aHTUTeJla BKJIpYawT B cebd, tes OPpaHquHMﬁ,

fucneunpruueCcKmUm T-KJIeTOUHEIM aKTUMBATOP (BiTE) (Micromet),
TaHOeMHOe oMaTeJio (Tandab) (Affimed), [epeHalleJIMBarnm1ecC g
aHTUTeJa c OIBOWMHOM adpdMHHOCTEI (DART) (MacroGenics),

oOHoLlenoueuyHoe nuatTeJio (Academic), TCR-nomofHHEe aHTUTeJa (AIT,
ReceptorLogics), CJIMaHMe ScFv M UeJIOBeUeCKOI'0  CHEHBOPOTOUHOI'O
anpdymmua (Merrimack), COMBODY (Epigen Biotech), HaHoTena cC
OBOMHEIM HalleJIMBAaHMEM (Ablynx), IOOMeHHHEe aHTuTeJa ¢ JIBOMHEM
HalleJIMBaHMEM, WMMeKIMe TOJIBKO TAXeJyKD ILellb.

[loJTHOpa3MEepPHHE OUCHelIMdUUeCcKMe aHTUTeJla WM300peTeHMSa MOXHO
co3naTh, HaIlpuMep, Iy TeM obMeHa Fab-rineuamMm (nam oBMeHa
[IOJIYMOJIEKYJIAaMM) MeXIOy IOBYMSA MOHOCHEUMOUUECKMMM OBYXBaJIeHTHBMM
aHTUTeJIaMA, BBOISA B CH3-uHTepdeMc TAXEeJIOM Lenlu B Kaxgon
[IOJIYMOJIEKYJIE 3aMeHH, cHocofcTByKIMe 0O0pa30BaHMK TeTepolIrMepa U3
OIBYX IIOJIYMOJIEKYJI aHTUTeJI, MMeKIMX Pa3Hyl CIeluMOMUHOCTL, Jubo 1in
vitro B ©OeckJeTouHOM cpele, JubO C MCIOJL30BaHMEM COBMECTHOM
DKCIIPECCUN . Peaxkuima oOMeHa Fab-mnjeuamm  gBJISeTCS Pes3yJbTAaTOM
peakluMy M3OMepM3allM OUCYJIbLOUIOHOW CBA3M UM OMCCOLUMAllMM-acCCcolMallM
CH3-mgoMeHOB. BocCccTaHaBIMBAKRTCA OUCYJILOUOHEE CBA3UM TIKEJHX lLelen
B MapPHUPHBIX y4acTKax VICXOIHBIX MOHOCIEUNPUUECKMX aHTUTEJ.
[ToJIy4YeHHHE CBOOOOHHE LM CTEWHE OIOHOTO ns3 VICXO IHHIX
MOHOCIEUMPUUECKUX aHTUTeJ of0pa’syrnT IUCYIBOMIHYI CBSA3b TAXEJEX
lemnem c LM CTEVHOBEMMN oCcTaTKaMu BTOpPOM NCXOIOHOM MOJIEKYJIH
MOHOCIEUMPUUECKOTO aHTUTeJa, W OIOHOBpeMeHHO CH3-ImOMeHH WMCXOIHBEIX
AHTUTEJI BHCBOOOXIAKTCHA WM IIPOUCXOOUT IepedopMHMPOBaHMeE IIYTEM
OVccouralumu—accouralmm . CH3-nmoMeHH Fab-rneu MOXHO
CKOHCTPYMPOBATE Tak, 4YTOOE OHM CIHOCOOCTBOBAJIM I'eTepOIVMMepM3alluu,
a He ToMOOMMepM3aluM. I[IOJYUeHHBEM OPOOYKT IIpeOcTaBJigeT cobon
frcnenmupmuuecroe aHTUTEJIO, VMeIee IoBa Fab-nneua, WU

IIOJIYMOJIERYJIEL, Kaxngoe nus KOTOPEIX CBA3EIBaeTCA C OTHOeJIbHBEIM
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SIUTOIIOM, T.e. 2OUToINOM Ha GPRCS5D m smomrTomnoMm Ha CD3.

TepMMH «TOMOIOMMEPM3aLMA» B HACTOAleM OOKyMeHTe o6o3HauvaeT
B3auMoIeicTBUE OBYX T SKEJIBIX lenew, MMEIINX MIOEeHTUUHEE
AMMHOKMCJIOTHEIE IIocJlemoBaTeJibHOCTM CH3. B HacTodmeM OOKYMeHTe
TEPMMH «TOMOIOVMEP» 0DO03HauaeT aHTUTEJIO, HWMekllee IOBe TIXKeJIEe LIelln
C MOEHTUYHBEIMM aMMHOKMCJIOTHEIMM IIOCJIeHoBaTeJibHOCTAMM CH3.

B HacTOdmeM OOKYMEHTe TepMUH «TeTepolIrMepMr3aliua» ofo3HauvaeT
B3auMoIeicTBUE OBYX T KEJIBIX lenew, MMEIINX HeUIEeHTUUHEE
AMMHOKMCJIOTHEIE IIocJlemoBaTeJibHOCTM CH3. B HacTodmeM OOKYMeHTe
TEPMMH «TeTepoouMep» o0o3HauaeT AaHTUTEJIO, UMeKlee IOBe TaXeJHe
IENMM C HEMIOEHTUUHEIMM aMMHOKMCJIOTHEIMM IIOCJIeHoBaTeJlbHOCTAMM CH3.

Od co3maHMdg IIOJIHOPASMEPHEX OUCHelUIUUeCKMX AaHTUTEJ MOXHO
MCIOJLE30BATE CTPaTerrMi «BHCTYII BO  BIOaOVHY» (cMm., HaIpuMmep,
MeXIVHapOoOHyl OyOJIuKaumax N WO 2006/028936). BxpaTile, BLHOpPaHHEE
AMMHOKMCJIOTH, oBpasynimre MHTepdeMc MEeXIy CH3-moMeHaMM B
UeJIOBEeUeCKOM IgG, MOXHO noOBepraThb My Talu B [IOJIOXKEHUAX,
BIMAKIMX Ha B3auMoreycTBua CH3-IOMeHOB, CTUMYJIMPYS oOpa3oBaHUue
reTepolMyMepa. AMMHOKMCIIOTY C KOPOTKOM OOKOBOM lLelbld (BIaguHa)
BCTpamBamwT B TSKEJIYIO lenb aunTuTesna, KOoTopoe CrieundpnuUueCcKuU
CBA3EBaeTCAd C IIePBHM AHTUIEeHOM, a aMMHOKMCJIIOTY C IJMHHOM OOKOBOM
LIensKw (BEICTYII) BCTpauMBawT B TSKeJIyK ILellb aHTUTeJa, KOoTopoe
crneuMdMUeCcKy CBA3HBaAEeTCAI CO BTOPHM aHTUITeHOM. IlocJie COBMEeCTHOM
DKCIPeCcCUn OBYX AHTUTEJI B pesyasTaTe NPennouTUTEeJIEHOTO
B3aMMOIEeMCTBMUA TSKeJIOM LellM C «BIaIMHOM» M TsSXeJIoM Lelu C
«BEICTYIIOM» oOO0OpasyeTcsa TeTeponuMep. IllpuMepamn nap 3amMeH B CH3,
oBpas3zynmMx BHCTYII M BIaOMHY, ABJIAOTCA CclelyomMe (yKas3aHo Kak
MOOMOUMUMPOBAHHOE IIOJIOXEeHMe B IIepBOM IoMeHe CH3 mepBo¥ TaxeJION
Henu/MoOOMOUUIMPOBAHHOE IIOJIOXeHMe BO BTOpoM mOoMeHe CH3 BTOpoM
T IKEeJION Hemnm) : T366Y/F405A, T366W/ F405W, FA405W/Y407A,
T394W/Y407T, T394S/Y407A, T366W/T394S, F405W/T394S "
T366W/T366S L368A Y407V.

MOXHO MCIIOJIL30BAThH opyrue cTpaTeruu, Takue Kak
CTUMYJIMPOBaHME TeTepoIUMepu3alMy TIXKeJIEX Lelleld C MCIOoJbL30BaHMeM
DIIEKTPOCTaTUUECKUX B3auMOI e cTBUM nyTeMm BEEeOeHUI 3aMeH
IIOJIOXUTEJILHO 3apsSKeHHHX OCTaTKOB Ha OIOHOM mHoBepxHocTu CH3 wu

OTpMUIaTeJIEHO 3apAXeHHEX OCTaTKOB Ha ,HPYI‘Oﬁ IIOBEPXHOCTHU CHB, Kakr
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OIMCAaHO B IHaTeHTHOM nybJjamralmm CIA N US2010/0015133; nareHTHON
nyoimraumm CHA N US2009/0182127; mnarTedTHOM nyoimraumm CIA N
UsS2010/028637 wmnu HaTeHTHOM Oybjamraumm CIA N US2011/0123532. B
OIPYIUX CTpaTel'Max TIeTepOoluMepM3alMn MOXHO CTUMYyJIMPOBATE IIYyTeM
CJenyrnmmux 3aMeH (YKal3aHO MOOUMOMUMPOBAHHOE IIOJIOXKEHMEe B I[IePBOM
noMeHe CH3 1mepBOM TaXeJON Lenyu/MOOuOUIMPOBAHHOE IIOJIOXEHME BO

BTOpOM znoMmeHe CH3 BTOpo¥ Taxesoi wnenm): L351Y F405AY407V/T394W,

T366I K392M T394W/F405A Y407V, T366L K392M T394W/F405A Y407V,
L351Y Y407A/T366A K409F, L351Y Y407A/T366V K409F
Y407A/T366A K409F VIV T350V_L351Y F405A
Y407V/T35OV_T366L_K392L_T394W, Kak ONIMCaHO B IaTeHTHOM

nyoimrauuy CIA N US2012/0149876 wuiaM naTeHTHOM nOyojamukalmm CIA N
US2013/0195849.

B OONIOJIHEeHMe K  BHIIEONMCAHHHM Ccliocofaw, fucrneumupndeCcrme
aHnTuTeJa mus30dpeTeHMAI MOXHO CO3IOaBaThk 1in vitro B OecKJeTOUHOM
cpene, BBOIA acCHuMMe TPUUHEE My Talnmn B CH3-oBmacTax IOBYX
MOHOCIIEINQMUECKUX TI'OMOOMMEPHEX aHTUTeJl M ofpas3ysa Oucleluupruuecroe
TeTepOIMMEPHOEe  aHTUTEJIO M3 IOBYyX  MCXOOHEX  MOHOCHeUUdUUeCKUX
T'OMOJVMEPHEIX aHTUTEJ B BOCCTaHOBUTEJIbHEX YCJIOBUAX, uTo
CoCOoBCTBYEeT M30Mepu3aluM OUCYJBOUMIOHOM CBA3M, B COOTBETCTBUM CO
cnocoBaMM, ONMCAHHBEIMKM B MeXOYyHapOIHOW MHNaTeHTHOM nyojauxaliuy M
W02011/131746. B DTUX criocobax nepBoe MOHOCHEeUndUUEeCKoe
IOIBYXBaJIeHTHOe aHTUTeJIO (HalpuMmep, aHTurejio kK GPRC5HD) m BTOpOEe
MOHOCIIEIMDMUECKOe NOBYXBaJIEHTHOEe aHTUTEJIO (HalpuMep, aHTUTeJIO K
CD3) KOHCTPYMPYKRT TakK, UTOOH OHM WMeJIM OIpeleJIeHHHE 3BaMeHE B
noMeHe CH3, cHonocofcTreynmMe CTabUIIBHOCTE IeTepoOuMepa; aHTuTela
VMHKYyOMPYIT BMeCTe B BOCCTAHOBUTEJILHEIX YCJOBUAX, OOCTATOUHHX IJId
obecrieueHmsa TOTO, UTOOH LUVCTEeVHE B MapHUPHON obJjiacTu
IOABREepTaIMUCh M30MepH3allMKM OUCYJBOUIHOM CRBA3M; TakKuM obpas3oMm
noJiydamnT OuclelUdMUeCKOe aHTUTEeJIO B pes3yJjbTaTe oOMeHa Fab-
jieyaMin. Ycioeus MHKyDaluum MOYXHO OTITMMAaJIbLHO BEPHYTH K
HEeBOCCTAaHOBUTEJILHEM YCIIOBUSAM. [IpuMmepamm BOCCTaHaBJINEB AKX
aTreHTOB, KOTOPEE MOXHO MCIIOJNB30BaTh, ABJAKRTCA 2-MepKalTODTUIIaMUH
(2-MEA) , OUTUOTPEUTOJ (DTT), OUTUOBPUTPUT (DTE) , TJIYTaTMOH,
TPUC (2-KapOOKCUDTUIT) QOCOMH (TCEP), L-umcrens n BeTa-

MEPKAaIITOSTaHOJI, IIpelllIOUTMTEJIEHO BOCCTAaHAaBRJIMBAKINI aleHT BBI@I/IpaIOT
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13 TPYIIOH, COCTOAmMeY u3: 2-MepKalTosTuUJIaMMHa, IUTHUOTPEenTOoJa U
TpucC (2-rkapbokcusT™ui) bochuHa. Hanpumep, MOXHO VCIIOJIbL 30BAThH

MHKy@MpOBaHMe B TeueHMe II0 MeHbIeln Mepe 90 MmH IIpm TeMllepaType

no MeHbmeld Mepe 20°C B OPUCYTCTBMM II0 MeHbmeV Mepe 25 MM 2-MEA
MIM B TIOIPUCYTCTBUM TIIO MeHbled Mepe 0,5 MM IOIUTHMOTpeMTOJa IIpU
ypoBHe pH 5-8, nHamnpumep npm pH=7,0 wium npu pH=7,4.

Hapany ¢ ONIMCAHHEIMY  MYJIE TUCHeNOUUEe CKUMA auTuTeJaM K
GPRC5DxCD3, Taxkxe nopenjaranrcda IIOJIMHYKJIEOTUIOHEE
[I0CJIenoBaTEeJIbHOCTH, CrioCcoOHEEe KOIUpOBaTh OTIMCaHHEE
MyJIbLTUCHelIupHuIeckme aHTUTeJla kK GPRC5DxCD3. B HacToAmeM OOKyMeHTE
Takxe IIpenjlaranTcda BeKTOPH, colepxalle OIMCAHHBE IIOJIMHYKJIEOTUIEL,
a Takke KIEeTKM, BSBKCIpeCcCUpyKrlre MyJbTUCIelIUdUUeCKre aHTUTeJla K
GPRC5DxCD3. Kpome TOTO, O CaHH KJIETKM, CIIOCOBDHEIE
DKCIPEeCCUPOBATE OIMCAHHEE BeKTOPH. 3TU KJIETKM MOTYT IIPelcTaBJIATH
coBoM KIeTKM MIeKONUTalmMx (Halopumep, kJeTku 293F, xjgerxkm CHO),
KJIEeTKM HaCeKOMEIX (HanopuMmep, kjaeTku Sf7), KIeTKM IPOXKeM, KJIETKU
pacTeHMM WM OaKTepuaJbHEE KJISTKM (HanpuMmep, E. coli). OnMcaHHHe
aHTHUTEJIa TaKXe MOTYT MNPOOYUMPOBATHCHA TUOPUIOOMHEIMY KIIETKaMM.

TepalleBTUYECKAS KOMIIOBMIIMS M CIOCOOH JIeUeHMSI C IIpMMEeHeHMEM
MyJIBTHUCIELIMPMUeCKUX AHTUTEJI u ux MYJIbTUCIIELIMIMUSCKNUX
AHTUT'€HCBSSHBAKIMX (pParMeHTOB

Bucneuupmuecrme aAHTUTEIa K GPRCGLD, OIIMCAaHHEE BHOIE,
HalpMMep, BHIMEONMCAaHHBHE OHCHeuMduueckue aHTUTeJa K GPRC5DxCD3,
NOoJIe3HE B TepanouMM. B 4YacTHOCTH, OUCHelMdHUUeCKMe aHTHUTeJa K
GPRC5D r1moJie3HE HOpU JledeHUM paka. B HacTodAmeM IOKYMeHTe TakXe
npenjaramnrcAd TepalleBTUUeCKue KOMIIO 3ULIUN oJisa JleueHusa
TUIIEPIPOIMPEePaTUBHOTO PacCTPOMCTBa Y MIEKOIMTAKIMX, CcoIdepXalue
TepareBTUUeCKHA sdbeKTURHOE KOJIUUEeCTBO MY JIE TUCTIEIUIUUIECKOTO
AHTUTEJIa WM MYyJbTUCHeIMIUUeCKOTO AaHTUTEeHCBA3HBARIETO (parMeHTa,

OIIMCAaHHEIX B HacCcToAlleM IOKYMeHTe, " @apmaueBqueCKm HpMeMHeBABHZ

HOCUTEJIE . B [IpenrouTmUTEeJIbHEX BapMaHTax OCVyIeCTBJIEHU A
MYJIbTUCIIELUNPUUIECKOE AHTUTEJIO [pencraBideT cobom
MYJIbTUCIIELUNPUUIECKOE AHTUTEJIO K GPRCLDxCD3, Kak OIIMCAaHoO B
HaCcTOAlleM OOKYMeHTe, WJIN ero MyJIb TUCIIeIuPHUUIeCKUM

AHTMI €HCB S3LB Al bparmenT, a BoJiee IpennouTUTEeJIEHO
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fucneumupmueckoe aHTHTeJO0o K GPRCODxCD3, kak oOoMcaHO B HaCTOANEM
OOKYMEHTe, MJIn ero frucrnenpmueCcKUn K GPRC5DxCD3
AHTUTEeHCBA3HBAKMUIA  dparMeHT. B oOHOM BapMaHTe OCYIEeCTBJIeHUI
yKasaHHad odpapMalleBTMUeCcKasd KOMIO3UIMA IIpelHas3HaueHa JIg JeueHusd
paka ¢ DB»kKchopeccueyt GPRCLHD, BpBrJoyasa (6e3 oTI'paHMUeHUM) Clenyvioume
BUIOH pakKa: B-KJIeTOUHHEe BUIH paka C »KcOpeccuer GPRCLD, Takue Kak
MHOXECTBEHHad MueJoMa (MM); M IOpyTMe BMIOHE paka, KOTOPHE IIOKa He
onpeneJieHH Kak MMermmue SKCIpPeCCH0 GPRCS5D. KoHkpeTHEE
OUCHelndMUIeCKMe aHTHUTeJa, KOTOPHE BO3MOXHO MNIPMMEeHATEH OJIS JIeUeHUI
paka, HalpuMmep TeMoBJjlacTo3a, BKIKUAA ONMCAHHEE BHIIe KOHKPETHHE
BUIH paka, BKJILUawT B ceba aHTuTesa GCLHB81, GC5B465, GSLHB483 wmim
GC5hB596.

dapmMalleBTHUUECKUE KOMIIO3ULINU, [penjaraeMee B HaCcTOAlleM
OOKYMEHTe, comepxartT: a) sdbeKTURHOE KOJIUUEeCTBO
MYJIE TUCTIEIUOUUECKOTO aHTUTeJla WM QpparMeHTa aHTUTeJla HaCToAmeTo
n3obpeTeHrsa ¥ b)) dbapMaleBTHUUECKM IIPUEeMIIeMBM HOCUTEJ b, KOTOPHM
MOXeT OHITH VHEeP THEM W OUBUOTIOTUUECKN aKTVBHEIM, B
[penrouTUTeJIbHEIX BapMaHTax OCYIeCTBJIEHN I MYJIE TUCTIeUOUUeCKOE
AHTUTEJIO pencraBjderT cobor  MyJbTHUCIIelndUuecKoe AHTUTEJIO K
GPRC5DxCD3, Kak OIIMCAaHO B HacToOAleM OOKYMEHTe, MJIn ero
MYJIbL TUCIIeIMOUUe CKUMN AHTUT eHCB A 3HB a1 dparMeHT, a DoJiee
NIPenIIouTUTEeJIEHO OucnenndmUIecroe AHTUTEJIO K GPRC5DxCD3, Kak
OIIMCaHO B  HaCTOAmeM LOOKYMeHTe, wim  ero fUcneundruUuecKu K
GPRCLDxCD3 aHTUTEHCBA3HBaIMUNM ¢parMeHT. B HacTodAmeM JOKYyMeHTe
TepMVH «dpapMalleBTUUECKHM TIIpUeMJIeMEIe HOCUTENM» BKIKUaeT B Cebd
JIIOOBIE u BCe pacTBOpPUTEIN, OUCIIEPCUOHHEE CpenH, TNOKPHTHA,
aHTuBbaKTepraJIbHEEe U TIPOTUBOTPUOKOBEE ATEHTHl M T. II., KOTOPHE
ABJIAITCH OUBUOTIOTUUECKN COBMECTUMEIMH . [IprMepH [IpreMJIEeMEBIX
HOCUTeJIel, pasfaBUTeNel /MM SKCUUIMEHTOB BKJUAT B cedd OOHO
W DoJiee nus BOIEL, COJIEBOTO pacrBopa, pochaTHO-COJIEBROTO
tybepHOoTO pacTBOpa (PBS), IOeKCTPO3H, IUIMIEPMHAa, 2TaHoJa WM T. II.,
a Takxe JIOVIO nx KOMOMHALIMD . Bo MHOT'MX cIydyasax oymeT
[IPpenlIouTUTEJIbHO BKJIOUATE B KOMIIO3MUMID M3OTOHMUECKMEe  al'€HTH,
Takre Kak caxapa, MHOT'OATOMHEE CIMPTHE WM XJIOpULO HaTpudg. B
YaCTHOCTH, COOTBEeTCTBYKIMEe IPUMEPH IIPUEeMIIEMOI'O0 HOCUTEJIA BRJIUAKT

B cebsa: (1) odochdaTrHO-coJeBoM OydepHEl pacTBop oo Iyanbekko, pH
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oKoJIO 7,4, comepxammMi MIM He coIepXammuii OT OKoJO 1 MI/MJI mo 25

MT/MJI UeJIOBEeUeCKOTO CHBOPOTOUHOTO aJbkOyMMUHA, (2) 0,9% coJjyieBOM
pacTBoOp (0,9% wmac./o06. xJiopuna HaTpHud (NaCl)) u (3) 5%
(Mac./06.) @OeKCTpo3y,; M OH Takke MOXKET COOepXaTh AaHTUOKCUIOAHT,

TAKOM Kak TPUITAMUH, U CTabMIM3UPYINMM aTreHT, TakKoM kak TBUH

20®.

KoMmIo3uiiuy, OIIMCaHHBE B HACTOAMEM [OOKyMeHTe, TaKXe MOTyT
comepxaThb IOTIOJIHUT &JIb HEIMN TepaleBTUYeCKUN areHT, ABJI AN C A
HeOOXOOMMEM JHJIS KOHKPEeTHOTO IIoAJIeXamero JeUeHUK pPacCTpoMCTRA.
[MpednouTnuTesIbHO, UYUTOOH MYyJILTUCIeIMdUUecKoe aHTUTEJIO WM GpaTrMeHT
aHTHUTEeJa u OOTMOJIHUTeJILHOE aKTUBHOE coelMHeHUe VIMEeJIN
KOMILJIEMEHTAapPHEE BUAOH aKTMBHOCTM, KOTOPHE He BIMAKT IpyT Ha Ipyra
OTpUIIATEJILHEM 00pas3oM. B MNPeAlNouTHUTeJILHOM BapuaHTe OCYMeCTBJIeHUS
IOTIOJIHUT &JIb HEIMN TepaleBTUUeCKUN areHT npencTaBJsgeT coBom
mmMTapabuH, aHTPalUKIMH, TUCTaMVMHa OUTHAPOXJIOPUI WJIM MHTepJIeVKUH
2. B TIpennouTUTEeJILHOM BapMaHTe OCYmMeCcTBJIeHVS  OOIIOJHUTEJILHEM
TepaleBTUUECKUM aTeHT OpelncTaBiadeT coBoV XUMMOTepaleBTUYeCKUN
areHT.

KoMmosmuiiny M300peTeHrda MOTYT OHTh NpedcTaBJIeHH B pPasJIMUHBX
bopMax. 2TM GopMH BKJOUAKT B ceBd, HaOpuMep, XUIKKE, TI0JIyTBeplhe
¥ TBepaHe IO3UPOBaHHHE (QOPMEl, HO NpedlouTuTelibHad ¢opMa BaBUCUT
OT TIIpenanojlaraeMoro crnocofa BBeOeHMS U OT TepaleBTUUYeCKOTO
IpuMeHeHrsa. TUIIMUHBEE OpedlouTHTeJIbHEE KOMIIOBWIVY UMelT dopMy
PacTBOPOB, MNPUTOMOHEIX IJA WHBEKIUM WIM UHOY3uM. IIpedlouTUTeJIbHBEM
criocofoM BBeleHusd ABJISETCH mapeHTepaibHBM (HampumMmep,
BHYTPUBEHHHM, BHYTPVMEBIIEUHEM, WHTpAalepUTOHEeAaJILHEM, I[TOOKOXHHM) . B
IpelnouTUTeJILHOM BapMaHTe OCYMEeCTBJIEHVA BHIIOJHADT BHYTPUBEHHOE
BoJocHOEe BBelleHMe KOMIIOBWIWM Mu30B8peTeHmd, JauMbO MX BBOOAT B BUIE
HelpepHBHOY WHOY3UM B TedeHMe HeKOTOpOoTo IIepuolda BpeMeHu. B
IpyTOM  NPedlouTHTEeJILHOM  BapuaHTe OCYMEeCTBIIeHU A nx BBOIOAT
BHYTPUMBIIEYHO, IIOOKOXHO, BHYTPUCYCTaBHO, BHYTPL OIIYXOJM, OKOJIO
OMIyXOJIM, B TOPaXeHHYK TKaHb WM OKOJIO IIOpaXeHHOMW TKaHW, UTOOH
OHM OKa3HBaJM JIOKAJLHEM M CUCTEMHBM TepaleBTudeckre sbbeKrTH.

CTepMJIbHEE KOMIIOBUIVY HJIA IIapeHTepalJlbHOTO BBeleHMS MOXHO

I10JIy49aThb IIyTeM BBeIcHNA aHTHTeJla, @parmeHTa aHTHTeJIa JIn
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KOHBOTaTa aHTHUTeJla HaCTOAMeTro M300peTeHMs B HYXHOM KOJMUECTBE B
INOOXOOANUY PacTBOPUTEJE C MHOCJeOyilel CcTepuIM3alueld IIOCPeICTBOM
MUKPOQMIIETRPAllMM. B KayecTBEe pPaCTBOPUTENS WJIM HOCUTEJIS MOXHO
MCIIOJIBE30BATL BOOY, COJIeEBOM pacTBop, oO¢ochaTHO-CcoJIeBOM OybepHLM
pacTtBop, HOeKCTpo3y, IUIMIEpPMH, 2TaHoJ WM T. II., a TakxXe ux
KOMOMHaluMK. BO MHOTHMX ClIy4dadax OyIeT IMIPedloUTUTEJIbHO BKJIKNUYATE B
KOMIIOBUIIVK WM30TOHUUECKME aleHTH, TaKue KakK caxapa, MHOT'OaTOMHHE
COMPTH WJIM XJOPUI HaTpUa. OSTM KOMIO3MIMM TaKXe MOTYT COIOepXaThb
BCIIOMOT @aTeJIbHHE BEMEeCTBa, B YaCTHOCTH, cMauMBamImme,
M30TOHU3VPYKIME, BMYJEIUPYIME, IUCIIEPTUPpYyRIMe UM CTabUIM3UpyRIne
areHTH. CTepWJIbHBEIE KOMIIO3MIMKM OJS INapeHTepallbHOTO BBEIEHUSA TakKXe
MOXHO [IoJIy4yaThb B BUIE CTEPWUIIbHEIX TBepPIhX KOMIIO 3ULIUMI,
PacTBOPSAEMEX BO BpeMda IIPMMeHeHMA B CTepuJIbHOM BoOe WIM JoOon
IPYyTOW TNPUTOOHOW OJIA MHBEKLVM CTEepPUIILHOM Ccpele.

MyJIb TUCIIEHIUPUUECKOE aHTUTEJIO WM Qpar'MeHT aHTUTeJla TaKxXe
MOXHO BBOIUTL IepopallbHO. B kKauecTBe TBepPOHX KOMIOBUIMM IJI4
[IEPOPAaJIEHOTO IIPMMEeHeHUMS MOXHO MCIOJIB30BAThH TabJIeTKM, WO,
[IOPOWKM (XKeJJaTMHOBHE KaIlICYJEl, I[IaKeTH-calle) WIM TITPaHyJIE. B »3THx
KOMIIOBULIMAX aKTUBHHY MHIPeOMeHT B COOTBETCTBMM C M300peTeHMeM B
[IOTOKE aproHa CMENMBAKT c OIOHVM VI BoJee VHEP THEMM
pazbaBuUTeNaAMM, TaKMMM KakK KpaxMmall, LIeJUInjo3a, caxapo3a, JlakTo3a
WV IOMOKCHI KPpeMHMS. OTKM KOMIIO3UMIIMM TakXke MOTYT COIOepXaThb
BemecTBa, OTJMUHEE OT pal3baBuUTesieM, HalpuMep, OOHO WiIu O0oJee
CMas3HBaKIMX  BEOECTB, TakKMx Kak CcTeapaT MaTl'HMA WJIM TallbkK,
KpacuTeJib, IOKpPHTHEe (TablleTkKa C CcaxXapHBM INOKPHETHEM) WM ITJIa3ypPhb.

B kauecTBe XUIOKMX KOMIIO3ULUUNM @OJ4 IIepopallbHOTO BBeIeHUS
MOXHO VCIIOJIbL30BAaTh bapMalleBTUUYECKU npreMJIeMHE PacTBOPEHL,
CYCIIEH3UM, BMYJIECUM, CHUPOINE W BJIMKCUPH, COIepXallMe MWHEPTHHE

paB@aBMTeﬂM, Tarue KakK BOIa, STaHOJI, ML eprH, PacTuTeJIEHEIE

Macja MWIM HapadMHOBOE MaCJIOo. DTUM KOMIOSMLMM MOTYT COOEepPXaTh
BellecTBa, OTJIMUHEHE OT pasbaBuTesen, HaopuMmep, cMaumMBanlme
BelleCTBa, IOOCJIaCTUTEIIN, 3aTyCTUTENHN, apoMaTU3UPYIIMe WM

CT&@MHMSMPYDMMG IIPOOYKTEHI.
HO3EL 3aBUMCAT oT KeJjlaeMoro sbbexTa, IIPOOOJIXNTEJIEHOCTHM
JIeUeHNnA u IIPMMEHAEMOT'O criocoba BBeIOcHMA, OHUI I10 CymmecCTBY

cocTaByganT oT 5 M pmo 1000 MI' B CYTKM I[IepOpalibHO OJiS B3POCJEHX,
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IpM pPasoBEX HJo3ax B JIuamnazoHe oT 1 M mo 250 MDD akTHMBHOTO
BelleCcTBa. B LeJIoOM COOTBETCTEBYKIYID ITO3MPOBKY OlpelnesyideT Bpad B
3aBUCUMOCTHA oT BO3pacra, MaCCH TeJla u OIPYITUX baKTOpPOE,
CHIeMOUUHEX IJI HNOoOJIeXalleT'o JIeUeHUK MHIWBULA .

Takxe B HacTo4dlleM OOKYMeHTe npenjaramnrcAd CTIOCOOH
VHUUTOXeHMS KJIeTok GPRC5D+ mniyTeM BBeIeHMS IIallMeHTyY, HYXIalleMycCcd
B 2TOM, MY JIE TUCTIEIUIUUECKOTO anruresa, KOTOpoe CBA3HBaeET
YKa3aHHBEN GPRC5D n CIIOCOOHO PeKpYyTHUPOBaTH T-KJIeTKN oJis
YHUUTOXEHUSA YKa3aHHHX KJeTok GPRC5D+ (T. e. r1epeHamnpapJjieHue T-
KJIETOK) . B TepaleBTUUECKMX IeJIIX MOXHO MCIIOJIbB30BaTh JIIOOHE U3
MYJIE TUCTIEIUOUUECKUX AaHTUTEJI WM (parMeHTOB AaHTUTeJI M300peTeHMud.
Hanpumep, B OIOHOM BapMaHTe OCYMECTBJIEHWSI MYJIbETHUCIeludruuecroe
anTuTeJo kK GPRCLHDxCD3 MOXHO MCIOJBL30BATL C TepaleBTHUUeCKOW IeJbio
OJI4d JIeUeHMA paka y UMHIOIVMBUIA.

B OpennouTrUTeJIbEHOM BapuaHTe OCYIeCTBJIEHN I
MYJIE TUCTIEIUOUUECKMEe aHTUTella WIM OQ(parMeHTH aHTUTeJl M300peTeHusd
IPUMEeH ST OJIs  JleueHusd TUIIePHIpOoIMdepaTUBHOTO paccTpoMicTBa Y
MJIEKOIIMTAKIMX . B 0oJjilee TIMIPEemIouTUTEJIEHOM BapMaHTe OCYIeCTBIIEHUA
OJIS JedeHMsa TuUlleplpolIudepaTUBHOTO PACCTPOMCTBA Y MIEKOIUTAMUX
OPUMEeHSIT OOHY W3 BHIIEONMCAaHHEX (QapMalleBTHUeCKUMX  KOMIIOBUIINUN,
comepXammx MyJbETUCHelUudUUeCKOoe AaHTUTEJIO WX (parMeHT aHTUTela
n300peTeHnd. B OIOHOM BapuaHTe OCYIeCTBJIEHN I pPaccTpoOMCTBO
OpencraBygeT cofoM pak. B YWacTHOCTHM, Ppak IIpedcTaBJgeT coboM pax
C skcIopeccuer GPRCLHD, Bripuasg (0e3 oT'paHUMUeHMM) CJedyiolye BUIOB
paka: B-kJeTouHBEe BUIOHE Paka C 2kKcopeccuer GPRCHD, Takue Kak
MHOXECTBEHHad MueJoMa (MM); M IOpyTMe BMIOHE paka, KOTOPHE IIOKa He
OompelleJIeHH KakK uMenmmre »kcrapeccur GPRC5D. B OpennoudTHUMTeJIbHHX
BapMaHTax OCYIeCTBJIEHN I MYJIbE TUCTIeIUIUUeCKOE AHTUTEJIO
OpencTaBJgeT coBoM MyJbTUCHeluudpruueckoe aHTUTeJlo kK GPRCLHDxCD3,
Kak OINMCaHo B HacCToAmeM OOKYyMeHTe, WMIM eT0o MyJIbTUCHeUMUduueCKUMn
AHTUT eHCB A 3HB a1 bparMeHT, a DoJiee [NpenrIouTmUTeJIEHO
fucneumupmueckoe aHTHTeJO0o K GPRCODxCD3, kak oOoMcaHO B HaCTOANEM
OOKYMEHTe, MJIn ero frucrnenpmueCcKUn K GPRC5DxCD3
AHTUTEeHCBA3HBALMUI (palMeHT.

COOTBETCTBEHHO, bapMalleBTUUECKUE KOMIIO 3ULIUN n300peTeHnd

MOTYT IIPVMMEHATBECHA HOJIA JI€UeHMA WIIN HpO@MHaKTMKVI PasJIMYHEX BHMIOB
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paka, BrJouUasg (He3 oTrpaHUMUeHMMN), CJeIyiiMe: paK <C D2KCIpeccuen
GPRC5D, BKJIOUA A (Bes oTpaHuuYeHun) cllenyoume BMIOH paka: B-
KJIETOUHHE /IJIa3MOKJIETOUHEIE BUIH paka C B2kchopeccuert GPRC5D, Takue
KaK OCTpas MHOXeCTBEHHad MMeJioMa (MM) MM I[OpedpaKOBHE MUEJIOMH,
TakMe kak MI'HI' (MOHOKJIOHAJIbHad TaMMallaTMsa HesICHOTO I'eHeza) u TMM
(RaJIoTeKkymad MHOXeCTBeHHasS MMeJioMa) M IJIa3sMOLMTOMa,; WM »Opyrue
BUIOEL Ppaka, KOTOPHE IIOKa He OoOlpeleJIeHH Kak UJMelMe 3KCIPpeCcCHi
GPRC5D.

AHAJIOTMYHO, B HaCcTOAlleM OOKYMeHTe LOOIIOJIHUTEJILEHO
OpenjaraeTca crnoco® MHIMOMPOBAHMA POCTa BHOPAHHHX  IIONYJIALUUMN
KJIeTOK, BKIOUaKMUM B cebd OpMBeIdeHMe BKCOpeccupywmmx GPRCSD
KJeTOK-MUIIeHey WM TKaHM, coIepXallel Takye KJIeTKM, B KOHTaKT C
50HEeKTUBHEM KOJIMUECTBOM MYJIE TUCTIEeUIUUIECKOTO aHTHUTEeJa W
bpparmMeHTa aHTUTEeJIa HacTodlmero Mn300peTeHUdg, OTIOEeJIEHO WU B
KOMOMHaIIUU C OIPpYTUMU LUUTOTOKCUUECKMMU  WUJIA TepalleBTHUYe CKUMU
areHTaMMv, B IIPUCYTCTBMM MOHOHYKJIEAPHEIX KJIETOK IepudeprnuecKon
KpoBU (PBMC) . B NIPenrnouTUTEeJIbEHEX BapMraHTax OCymeCTBJIEHN A
MYJIbE TUCTIeIUIUUeCKOE AHTUTEJIO [pencraBideT cobom
MYJIbTUCIIELUNPUUIECKOE AHTUTEJIO K GPRCLDxCD3, Kak OIIMCAaHoO B
HaCcTOAlleM OOKYMEHTe, W ero MYJIbL TUCIIeIMOUUe CKUMN
AHTUT eHCB A 3HB a1 bparMeHT, a DoJiee [NpenrIouTmUTeJIEHO
fucneumupmueckoe aHTHTeJO0o K GPRCODxCD3, kak oOoMcaHO B HaCTOANEM
OOKYMEHTe, MJIn ero frucrnenpmueCcKUn K GPRC5DxCD3
AHTUT eHCB A 3HB a1 bparMeHT. B [NpenrIouTmUITeJIEHOM BapuaHTe

OCymeCTRBJIECHMA OOTIOJIHMUT &JIb HEIM TepaHeBTquCKMﬁ areHT IIpelCcTaBJIAeT

cobom LU/ITapaGI/IH, aHTPaluMKJIIMH, I'MCTaMMHa INTMIOPOXJIOPHVIO JIn
MHTepJ’IeﬁKI/IH 2. B IIpenriouTrTeJIE HOM BapMmaHTe OCymeCTRBJIECHMA
OOIIOJIHUT &JIb HEM TepaHeBTMT{eCKVIﬁ areHT InpeocraBjidaeT cobom

XVIMMOTEPANIeBTUUECKMIM areHT. Crnoco® MHIMOMPOBAHMS pPOCTa BHOPAHHEX
HNONMYJIALUMM KJIETOK MOXHO MCIIOJIB30BaTh Ha OpakTuke 1Iin vitro, 1in
Vivo UM ex Vvivo.

[IpyMepH OPMMeHeHMSa Iin vitro BrIOUanT o00paboTKy ayTOT'eHHOTO
KOCTHOTO MO3Ta Iepen eI0 TPAaHCIJIaHTaluMelM ToMy Xe IIalMeHTy C
1eJIbIo YHUUTOXEHU I IIOPAaXEeHHEIX W 3JI0KaueCTBEeHHEX KJIETOK ;
0BpaboTKy KOCTHOTO MO3Ta Ilepen ero TpaHCIJIaHTalMel C LeJbo

YHUUTOXEHNA KOMIIe TeHTHEIX T-KJIeTOK " IIpengoTBpalleHM A pPearumm
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«TpaHcIJa”sTarT IPOTUR XO03AaMHa» (GVHD) ; oBpadboTKy KJIETOUHEX
KYJIbETYP C LeJIb YHUUTOXKEHUS BCeX KJEeTOK, 3a MUCKIKUeHMEM HYXHBIX
BapMaHTOB, KOTOPHE He »SKCIPeCCUPYIRT aHTUTEeH-MUIIEHL; WIM C LeJbo
YVHUUTOXEHNMS BapMaHTOB, SKCIPEeCCUPYIMX HexXeJlaTeJILHEM aHTUIeH.
YcioBrud HEeKJIMHUUECKOTO nprUMeHeHU g in vitro MOXeT JIeTKO
ONpelelITL CHelUMallMCT B IOaHHOM o6JacTH.

[I[pyMepOM KJIMHMYECKOTO IIPMMEHEeHUSI €X VIVOo ABJIAeTCA yIOaJleHMue
ONYyXOQJIEBHX KJIETOK M3 KOCTHOTO MO3Ta Iepeld ayToTpaHCIJIaHTaluuen
opr JiedyeHUM paka. JledeHMe MOXHO NPOBOOUTE  OINMCAHHBEIM  HIWXE
obpasoM. KocTHHM MO3T OepyT Yy HNallMeHTa WM IPpYyToro MHIOMBMIA, a
BIIOCJIEOCTBUM MHKYOMPYIOT B Ccpelle, coIepXallel CHBOPOTKY, K KOTOpOM
nodaBlieH HUTOTOKCUUECKUN aTeHT n300peTeHnd. KoHlleHTpalunu

BappUpyrwTCa OT okoJio 10 MM mo 1 MKM B TeueHMe oOT oOkoJio 30 MMH

OO OKOoJO 48 u mnOpu TeMmIepaType oOKoJo 37°C. TouHHe 3HaAUeHMS
KOHIeHTpally MM BpeMeHM MUHKYyOaluM, T. €. IOO3H, MOTYT OHTEH JETKO
oIpeneJIeHE CIelUMaluCTOM B IaHHOM ob6jacTu. Illocjie MHKyOalUUM KJIETKU
KOCTHOTO MO3Ta [IPOMEIBAIT cpenou, comepxamemn CEIBOPOTKY, u
BO3EBpallanT raumeHTy yreMm B/B VMHQY3UN B COOTBETCTBUU C
M3BECTHHMM ChoocobamMmr. B Tex ciaydasax, B KOTOPHX MeXNIy MOMEHTOM
oTdbopa KOCTHOT'O MO3Ta M ODpaTHOTO BBelOeHMda oO0paBoTaHHEX KIETOK
IalMeHT I[oJiyyaeT IOpyIue BUIOBE JedeHMs, HalpuMep Kypc abJglMOoHHOM
XUMUOTepanmuu WM OobJIydeHUusa BCelo Tela, oBpaboTaHHEE KJIETKHU
KOCTHOTO MO3T'a XpPaHAT 3aMOPOXEHHEMU B KAOKOM asore C
MCIIOJIL30BaHMEM CTaHIAPTHOTI'O MEOUUUMHCKOT'O OBOPYLHOBAaHMUA.

IIpn KJIMHNUECKOM [IpYMEHEHUU in Vivo TepalleBTUUECKHA
sdbeKTURHOE KOJIUUEeCTBO MYJIE TUCTIENIUUIECKOTO aHTHUTEeJa W
AHTUTEHCBA3ERAKIETO bpparmMeHTa BBOLOAT HyXIaKnleMy CA B TakoOM
JeUueHur  UMHIOWBUIOY . Hanpuwmep, MYJIE TUCTIeIUOUU e CKUE aHTureJjia K
GPRC5DxCD3 M UMX MYJBTUCIeIUPUUECKMEe AaHTUTEHCBA3HBawIMe O(paTlMeHTEH
MOXHO MCIIOJIL30BAaThL IIpM JeUeHMM Ppaka C Dkcopeccuer GPRCSD vy
MHOMBULA, HYyXIaKnerocHd B 3TOM. B HEeKOTOPHX BapMaHTax
ocymecTBJIeHMA Pak C BKcopeccuerr GPRCLD  BriwouaeT B cebsa B-
KJIE TOUHEM pax, Taxkom Kak MHOXEeCTBEeHHad MreJioMa (MM) . B
[penrouTUTeJIbHEIX BapMaHTax OCYIeCTBJIEHN I MYJIE TUCTIeUOUUeCKOE

AHTUTEJIO IpelcTaBjdgeT coboM MyJbTUCIeUUMdHUecKoe  aHTUTeJO K
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GPRC5DxCD3, Kak OIIMCAaHO B HacToOAleM OOKYMEHTe, MJIn ero
MyJIbE THUCIeudUie CKUn AHTUT eHCB A3HBakmmi bpparMeHT, a BoJiee
NIPenIIouTUTEeJIEHO OucnenndmUIecroe AHTUTEJIO K GPRC5DxCD3, Kak
OIIMCAaHO B  HacToAlleM OOKYyMeHTe, UIM ero OucneuuduueckKkum K
GPRCLDxCD3 aHTUTEeHCBA3HBaIUNM QparMeHT. B HeKOTOPHX BapraHTax
OCYIIECTBJIEHMA MHIOMBULO ABJLETCH MIEKONUTAKINVM, JIIPEeOIOoUYTUTEJILHO
YeJIOBEKOM. B HEeKOTOPEIX BapMraHTax OCYIIECTBJIEHNA
MYyJIE TUCHeldUuUIeCcKoe aHTUTEJIO WIM aHTUTEHCBA3HBAKMUM  dparMeHT
BBOIOAT B BMIEe pacTiBopa, IIPOTEeCTHMPOBAHHOTO Ha CTEPUIIBHOCTE.

CxXeMBl IOO3MPOBKM IIPM  BEIIEONMCAHHEX  CIOCOBax JIeueHuda U
[IpYMeHeHM A KOPPEKTUPYIOT oJia oBecrieueHnd OIITMMAJIEHOTO
XeJlaTeJIEHOTO oTBeTa (HanpuMep, TepalleBTUUEeCKOTO oTBETA) .
Hanpumep, MOXHO BHIIOJIHUTL OIHO OoJrocHOe BBeIeHUe, BBeCTHU
HEeCKOJIbKO PpasIeJieHHEX I0O3 B TeueHMe HeKOTOpOI'o IIepMuMola BPpeMeHY,
JUBO OO3Y MOXHO IIPOIOPLUMOHAJIBHO YMEHBIIUTL WM YBEJUUUTL IO
IIOKa3aHMAM TepalleBTUUeCKOW CUTyalluM. IlapeHTepallbHEE KOMIIO3ULIUY
MOTYT TOTOBMTL B BMIE CTAHOAPTHEX EIOUHUI OO3UPOBaAHMA  OJIA
VIPOWEHUA BBeIeHMA U YHUPUKALUY OO3UPOBAHUA.

S0beKTUBHEE OO3UPOBKU n CXEMEL OO3UPOBaAHUSA
MyJIbTUCIHEUNDUUECKUX AaHTUTEN M (par'MeHTOB 3aBMCAT OT IIOLOJIeXallero
JIeUeHUK 3aboJieBaHMAd WM COCTOAHMA M MOT'yT OHTL OIpeleJIeHH
crneluMaJUMCcTOM B HaHHOM o6jacTu. He wMMenmMM OTPaHUUMTEIILHOTO
XapakTepa IpUMEPOM ouanasoHa TepalleBTUUYeCKHA 30PeKTUBHOTO
KOJIMUeCTBa COEeOMHEHUA HACTOLdIeT'o M300peTeHMA 4ABJIAeTCHA IOUalla3oH
okojjo 0,001-10 w™Mr/kr, HamopuMmep okojo 0,001-5 wmr/xr, HaopuMmep
okojjo 0,001-2 wmr/xr, HamopuMmep okojo 0,001-1 w™Mr/Kr, HaopyMep
okoJio 0,001, oxojgo 0,01, oxkojo 0,1, oxkosio 1 wmam okoJjo 10 Mr/kr.

Bpaq JIn BeTepMrHap, ABJIAMUNC S CllellMaJIMCTOM B OaHHOM

obylacTu, MOXeT JIETKO ONpeneJInTh " Ha3HauUMUTh Heo®xoOouMoe
20PeKTUBHOE KOJIMYECTBO (apMalleBTHMUECKOM KOMIO3MLIMM. HampuMmep,
Bpau W BeTepuHap MOXeT HayaThb c BoJiee HUBKUX o3
MYJIL THUCIeIUPUUIEeCKOT O aHTHUTeJIa W bparmenTa, BXOIAMMUX B

bapMalleBTMUECKYD  KOMIIO3MLNI, yeM HeoB®XoOMMO IOJIS  OOCTUXEeHUS
XKeJIaeMOoT O TepaleBTHuueckKoro 2dbderkTa, M IIOCTEIEHHO YBeJIUMUMBATDH
OOBMPOBKY IO IOCTWXKEHMS KejaeMoTro osddekTa. B LeJIoM OIPMeMIIEMOM

CYTOUHOM MHOO30MU OUCTIelNOUUIECKOTO aHTUTeJIa HACTOofAero Uu300peTeHMd
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BymeT TakKoe KOJMUECTBO COeIMHEeHMs, KOTopoe ABRJAeTCHA HaMMeHbIel
I0O30M, BHI3HBaKIE) TepaleBTHUUeCKUM 2d0dbekT. BBeldeHMe MoOXeT OHTE,
HalpuMmep, IIapeHTepallbHBEM, TaKMM KaK BHYTPMBEHHOE, BHYTPUMHBIIEUHOE
WU MIOOKOXHOE . B OIOHOM BapMaHTe OCYIleCTBIIEHU A
MYJIE TUCTIEIUOUUECKOE AaHTUTEJIO WM (paTlMeHT MOXHO BBOIUTEL OIYTEM
MHOY3UM B eXeHeIeJIbHOM MOo3e, PpacCuMTaHHOM B Mr/M°. Taxue OO3H,
HaopuMep, MOXHO pacCuMTaTh Ha OCHOBAHUM OO3 B MI'/KI', OIMCAHHHX
BHIle, COIJIaCHO cCJelyimel dopMyJe: nmoza (Mr/xr) x 70: 1,8. Takoe
BBeIOeHMEe MOXHO IIOBTOPATE, HaIpuMmep, oT 1 mo 8 pas3s, HalpuMep oT 3
oo 5 pas. BBeIeHMe MOXHO OCYMECTBJATL IIYTEM HeNpepHBHOM MHOY3UM
B TeueHMe llepuola BpeMeHM OT 2 mo 24 4, HalpuMep oT 2 mo 12 u., B
OIOHOM BapMaHTe OCYIEeCTBIEHUA MYJIBETUCHelUPUUeCKOoe aHTUTEJIO WIKn
dparMeHT MOXHO BBOIOMTL IIYyTeM MeOJIeHHOM HelpepHBHOM MHOY3MM B
TeueHME IJIMTEJILHOT'O BPEeMeHM, HalpuMmep O6oJjiee 24 4YacoB, UYTOOH
YMEHBIIMTE I[IOOOUHEE TOKCHUUeCKUe 30OeKTH.

B OODHOM BapMaHTe OCYIIECTBIIEHUMA MYJETUCHEIUIUUSCKOE aHTUTETO
niM ¢parMeHT MOXHO BBOIMTEL B eXeHeIeJIbHOM Oo03e, pacCuMTaHHOM Kak
OUKCHUPOBaAHHAA O3a, BBOIOMMAas IO BOCBMM pas, HaIpUMep OT UYeTHpeX
OO mecTru pas, OOMH pas B Helelw. TakKkyw CcXeMy MOXHO IIOBTOPATH
OIOVH WM OoJiee pa3 IO Mepe HeOOXOIOVMMOCTM, HalpUMep, uYepes3s IecThb
MeCcHdlleR WIM IOBeHalllaThk MeCsleB. TakrMe  (QOUKCHUPOBAHHEHE  IOOS3H,
HaopuMep, MOTYT OBTE OCHOBAHE Ha BHIIeYKa3aHHHX JO03axX B MI/KI B
pacueTe Ha IIpennojilaraeMyrn Maccy — TeJa 70 KT. o3y  MOXHO
oTIpenesifaiTh VI KOPPEeKTHUPOBATE, n3Mepasa KOJIMYeCTBO
OUCTIelNMOUUIECKOTO aHTUTeJIa HacCTodAmeTo M300peTeHMI B KPOBUM IIOCIE
BBeOeHUH, HanpuMmep, nyreM oTbopa OMOJIOTUYUECKOTO obpasua u
MCIIOJIL30BAHMSA AHTUMIOMOTUIMUECKMX aHTUTeJI, HalleJIeHHBIXx Ha GPRC5HD-
CBA3HBAaKIIY oBnacThb MYJIE TUCTIe N UU e CKUX AHTUTEJI HaCcToOAmeTo
n300peTeHuA.

B OODHOM BapMaHTe OCYIIECTBIIEHUMA MYJETUCHEIUIUUSCKOE aHTUTETO
uiM  ¢parMeHT MOXHO BBOIMTL B BuUIe IOIOIOepXuUBAKIEN Tepaluwu,
HalpuMep, OIMH pas B Helelllk B TeueHMe IIepuola B WMEeCTh MM BoJjiee
MecHdleB.

MyJnbTHUCTIEeIUIUUECKOE AHTUTEJIO WM  QparMeHT  MOXHO Takxe
BEOIVUTEL NPpOOUIAKTUUECKH, UyTOOH CHM3UTHL PUCK pPal3BUTHUA paka,

3aMeIlJINTE HadaJlo PasBmMTMA CODHTHUM I1pm IIpoIrpeCCrMpOBaHMM Paka
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U/UIV CHYBUTH PUCK peluuauBa B CJiyyae PeMMCCHUM paka.
MyJIbTUCIelndUUecKkre aHTHUTella ¥ WX ¢(paTMeHTH, OIMCaHHEE B
HacToOAmMeM OOKYyMeHTe, Takxe MOXHO BBOIUTHL B cocTagBe
KOMOMHUPOBAHHOM Tepanuu, T. e. B KOoMOMHA UM c  IOpyTUMHA
TepaleBTUUECKMMM aTeHTaMy, pPeJIeBaHTHREMMY HJId JieueHVsa 3aboJieBaHudg
i cocTogHusa. COOTBETCTBEHHO, B OIHOM BapMaHTe OCylecTBJIEHUSA

JIJEKapCTBEeHHOEe CpelCTBO, comepXxalmee aHTUTEJIO, IIpedHasHadeHO OJIA

KOM@MHMPOBB.HMF[ C OIHVMM JIn foJiee OOIIOJIHMT eJIb HEIMIM
TepalleBTUY e CKIMMM areHTaMlM, TaKVIMM Kakr XI/IM_T/IOTepaHeBTMT{eCKI/HZ
areHT. B HEeEKOTOPEIX BapMmaHTax OCyImeCTBJIECHMA ,prI‘Oﬁ

TepaleBTUUECKUY areHT OpelcTaBligeT coboM uuTapabuH, aHTPpaluMKJIMH,
TUCTaMMHa OUTUIPOXJIOPUI MM MHTepJieMkuH 2. Takoe KOMOMHUPOBaHHOE
BBeOeHME MOXeT OBITE OOHOBPEMEHHEM, pas3nesibHEM MJIN
nocjenopaTeJIbHEM, B JIOOOM TMopdAnKe. IlpM OIOHOBPEMEHHOM BBeIeHUU
ar'eHTH MOXHO BBOIMTEL B BMIEe OIHOM KOMIO3MUMM WMJIM B BHUIE
OTIHEeJILHEX KOMIIOBULMM, B 3aBMCHMMOCTM OT CUTYALMUM.

B oIHOM BapMaHTe OCYIIeCTBJIEHMA IpenjlaraeTcd CrHocod JeueHMud
Y MHIOMBMIA PacCTpOoMCTBa, C BOBJIeUeHMEM KJIETOK, BKCIPeCCUPYIIMX
GPRC5D, mnpuuem crnocof BKJIYaeT B cebd BBeleHMe HYXIaKlleMyCsd B
3TOM MHIOIVUBUIOY TeparerTUUeCKN 20PeKTUMBHOTO KOJIMUeCTBa
MYJIb TUCIIEHUUOUTIECKOTO aHTUTeJa MJIN bparmMeHTa, HanpuMmep,
fucrneuM@MUeckKoro aHTuTeJa kK GPRC5DxCD3, oOoMcaHHOTO B HaCTOAIEM
OOKYMEHTE, ¥ TIIpoBeleHMA JIYUEeBOM Tepaluu. B omHOM BapmaHTe
OCYIIECTRBRJIEHUA TIpeljiaraeTcd CIHoco8 JieueHMI WIM OPeOoTBpalleHUI
paka, OpuUueM CIOocod BKIUaeT B CceBd BReleHMe HyXIanlleMycsd B STOM
MHIOIVUBUIOY TepareBTUUeCKHA 20PeKTUMBHOTO KOJIMUeCTRa
MYJIE TUCIIEINOUUECKOTO aHTUTeJla WM QparMeHTa, HalpuMep, aHTUuTesa
K GPRC5DxCD3, omnomMcaHHOTO B HacCTOAleM JOKYMeHTe, WM IIPpOBeIeHue
JyUueBOW Tepanuu. IllpenjaraeTcsda JiydeBad Tepalusa, KoTopasd MOoXeT
BKJIOUATH oBJIydeHMne W COOTBETCTBYIIEE BBeOeHMe
pamrnodpapMalleBTUUECKMX IIperapaToB HaluMeHTy. VCTOUHMK M3JIYyUeHUSd
MOXeT OBTE BHEUHMM WM BHYTPEHHVM I[IO0 OTHOIEHVK K IIoJydanleMy
JIeUueHMe IMallMeHTy (JIydeBas Tepalrd MOXEeT, HalpuMep, IIpedcTaBJIAaATh
coBoM IOMCTaHIUMOHHVID JIYUeBYID Tepaluio (EBRT) UM  OpaxuTepanmio
(BT)). PamMoaKTHMBHHE B3JIEMEHTH, KOTOPHE MOXHO MCIIOJBE30BaATE Ha

IIpaxKTrMKe OJIA 3S5TUX CIIoCcoBoB, BKJIOUAKRT B ceb4, HalripmMep, pam/HZ,
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nezsun-137, npuonui-192, aMepmuuun-241, 30J10T0-198, kobajaeT-57,
MeIb-67, TexHeuu-99, mon-123, mom-131 m muamm-111.

HaBoph

B HacTodmeM OOKYMeHTe TakKxXe IpenjaralnTcid HaOOopH, HalpuMep,
comepxammue OIIMCaHHOEe MYJIE TUCHIeNIUUeCKOE AHTUTEJIO WJI ero
AHTUTEeHCBA3HBAKMIUY (parlMeHT, U MHCTPYKLUMM II0 IPUMeHeHMUID aHTuTeJa
MM  QparMeHTOR OJIA YHUUTOXEHMSI OlpelelJIeHHEIX THUIIOB KJIeToK. B
NPpennouyTUTEJIbHEIX BapMaHTax OCYIleCTBIIEHU A MYJIE TUCTIeUOUUeCKOE
AHTUTEJIO pencraBjderT cobor  MyJbTHUCIIelndUuecKoe AHTUTEJIO K
GPRC5DxCD3, Kak OIIMCAaHO B HacToOAleM OOKYMEHTe, MJIn ero
MyJIb TUCIIeIuPHUUIeCKUM AHTUT eHCB A 3HB a1 dparMeHT, a DoJiee
NIPenIIouTUTEeJIEHO OUCIeUUudPUUIECKOE AHTUTEJIO K GPRC5DxCD3, Kak
OIIMCaHO B  HaCTOAmeM LOOKYMeHTe, I  eTo fUucneumMpmUueckum K
GPRC5DxCD3 AHTUT eHCB A3HBakmmi pparMeHT. NHCTPYKLIUU MOTYT
BKJIOUATE B Cedsa YyKasaHuig IO I[IPUMEHEeHUID MyJIbTUCHeUMIUUIECKOTO
aHTHUTeJa MJIM eT'0 aHTUTeHCBA3HBalmero ¢parMeHTa in vitro, in vivo

NIV ex Vivo.

Kaxk IpaBUJIO, Habop VMeeT oTHeJieHMne, comepxalee
MYJILTHCHelIndUuuecKoe AHTHUTEJIO W ero AHTUT eHCB 9 3B allmi
bparmeHT. MyJbTHCcOeludUuuecKoe AHTUTEJIO NI ero
AHTUTeHCB 9 3LBallui bparmeHnT MOTYT BEITE npeIncTaBJIEHH B

JIMOOUIMBVPOBAHHOM BUOE, XUIKOM BUIE WIM OPYT'OM BUIE, IIPUTOIHOM
IS BKJIOUEHU A B Habop. Habop TaKxe MOXeT CconmepXaTh
IOTIOJIHUT &JIb HElE SJIEMEHTH, HeOoBXOOVMEIE IS NPakTUIECKOTO

IIPMMEHEHVA  OIIMCaHHOTI'O criocoba COIJIaCHO MWMHCTPYKIMAM K Haéopy,

HallprMep, CTepMJ'H/ISOBaHHBIﬁ pacTeOpP OJIA PaseBelleHNA
J'H/IO(]_)T/IJ'H/IST/IpOBaHHOI‘O IIopoiIKa, OOIIOJIHMTeJIbE HEIe aTl'eHTEL OJIA
KOM@MHMPOBB.HMF[ C MYy JIb TMCHGLU/I(]_)MTJGCKMM AHTHTEeJIOM JIn eT'o

AHTHVMIT'€HCB A 3BB allllViM (]_)paI‘MeHTOM Iepen BBeIcHNMEM IIallieHTY , "
MHCTPYMEHTEI, CIIOCODCTBRYKIIME BBeIOcHNMIO MyJ'IbTI/ICHeLU/I(]_)MT{eCKOI‘O
aHTHTeJla VMJIM €I'O aHTHMI'€eHCBA3BRBaKIeI'O @parmeHTa ITIallIeHTY .
InargsocTuyeckKknue BUIOH IIPMMeHeHWUSA
MyJ’IBTMCHeLU/I(l)MT{eCKMe aHTHTeJla " (]_)paI‘MeHTBI, OIIMICaHHEIE B
HacTodmeM OJOKYMeHTe, TarkXe MOXHO IIPMMeHATE IOJIA IMar'HOCTUMUEeCKUX
neJje#. CiiepoBaTeJIbEHO, TarKxe InpenojiaranTcAd INMaTrHOCTHUUeCKRMEe

KOMIIO 3MLIUN, coepXamre MYy JIb TMCHeLU/I(l)quCKoe AHTUTeJIO JIn
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dparMeHTH, OIMCAaHHEEe B HaCTOMAIleM IOOKYMeHTe, U WMX I[IpUMeHeHMe. B
[penrouTUTeJIbHEIX BapMaHTax OCYIeCTBJIEHN I MYJIE TUCTIeUOUUeCKOE
AHTUTEJIO pencraBjderT cobor  MyJbTHUCIIelndUuecKoe AHTUTEJIO K
GPRC5DxCD3, Kak OIIMCAaHO B HacToOAleM OOKYMEHTe, MJIn ero
MYJIbL TUCIIeIMOUUe CKUMN AHTUT eHCB A 3HB a1 dparMeHT, a DoJiee
NIPenIIouTUTEeJIEHO OucnenndmUIecroe AHTUTEJIO K GPRC5DxCD3, Kak
OIIMCaHO B  HaCTOAmeM LOOKYMeHTe, wim  ero fUcneundruUuecKu K
GPRC5DxCD3 AHTUT €HCB A 3LBammUi pparMeHT. B OIOHOM BapraHTe
OCYIIECTRBJIEHMA B HaCTOAlleM M300peTeHUM OpenjiaraeTcsa Habop Oad
OMaTHOCTUKU paka, comepxammui KOHTelHep, KOTOPHM COOEPXUT
fucneuupmuueckoe aHTUTesJO K GPRCLHDXxCD3 m onovH MM 0o0Jiee peareHTOB
oJga oOHapyXeHMS CBA3HBaHMA aHTUTeJa ¢ GPRCLHD. PeareHTEH MOTYT
BKJIOUATE B cebda, HaIpuMep, OGIYyOopecClleHTHHe MeTKM, (epMeHTaTHUBHEE
MeETKM WJIM »OpyI'Me obHapyXMBaeMee MeTKM. PealeHTH TakKXe MOoTyT
BKJIOUATE BTOPUUHEE MWJIM TpPeTUUHEE aHTUTeJla WM peal'eHTH OJ4d
bepMeHTaTUBHEIX  peaklui, rpuyeM B pesyibsTare bepMeHTaTUBHEIX
peakumuy oBpa’yeTcsa IIPOOYKT, KOTOPEM  MOXHO BU3YaAJU3UPOBATE .
Hanpumep, MyJIbTUCHelMIUUeCKMEe aHTUTeJla, ONMCaHHEeEe B HaCTOdlleM
OOKYMEeHTe, WM WX AaHTUTeHCBA3BBaKlMe ©(parMeHTH MOXHO TIOMETUTH
pamrMoakTUMBHOM MeTKOM, OQJIyopecleHTHOV MeTKOM, SIMTOIHOM MeTKOM,
BUMOTUMHOM, XPOMOOOPHOM MeTKoM, ECL-MeTkoM, O(epMeHTOM, pyTeHMueM,

i1n-poTa,

In- IMSTUIIEHTPMaAMMHIIEHTAaYyKCYyCHOM KucjoTom (DTPA),
IIepoKCUIOas0oM xXpeHa, meJjijouHoM o¢ochaTazor um OeTa-TajlakTo3MOason,
MM TOJUTUCTUIVMHOM, WJIM IIOOOOHHMM MeTKaMM, W3BEeCTHHIMM B IaHHOM
obrnacTu.

BAPMAHTHE OCYIUECTBIJIEHUA

B HacTodmeM NOOKYMEHTe TaKXe IIPpelIJIOXKEHH CJelNyIIMe He UMeKlMe
OTPAaHVUUNTEJIEHOTO XapaKTepa BapMaHTH OCYIeCTBJIEHUSA.

1. BrogeJieHHOEe AaHTUTEJIO MIM eT'0 aHTUIeHCBAS3HBAaMMM GparMeHT,
KOTOpPHE CHelM@UUeCKM cBA3HBawTCsa ¢ GPRCS5D M conepxart:

a. OoIpemellAnlyld KOMILJIeMeHTapHOoCThL ofjlacTk 1 (CDR1) TaxeJion
el C aMMHOKMCJIOTHOM IIocJleloBaTellbHOCTRIO SEQ ID NO:1, CDR2
TOKeJION LelM C aMUMHOKMCIIOTHOM IIocJeloBaTelJibHOCTRID SEQ ID NO:5, m
CDR3 TaxeJloM LelM C aMMHOKMCJIOTHOM I[OoCJemoBaTelJIbHOCThI SEQ ID
NO:9;

b. CDR1 TaxesoM lelM C aMMHOKMCJIOTHOM I[IOCJeIoBaTesJIbHOCTLIO
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SEQ ID NO: 2, CDR2 T AXEJION Lenm c aMMHOKMCJIO THOM
[IOCJIEOOBATEJIBHOCTELD  SEQ ID NO:#6, m CDR3 TSOKeJION  Lellr c
AaMMHOKMCJIOTHOM IMocJemoBaTelJIbHOCTREI SEQ ID NO:10;

c. CDR1 TgxeJloM LelM C aMMHOKMCJIOTHOM IIOCJIeOOoBaTeJIbEHOCTHLIO
SEQ ID NO: 3, CDR2 T AXEJION Lenm c aMMHOKMCJIO THOM
riocJlefoBaTeJIbHOCTHIO SEQ ID NO:7, u CDR3 T IXKeJION Lerm c
aAaMMHOKMCJIOTHOM IocJemoBaTelJbHOCTREI SEQ ID NO:11;

d. CDR1 TaxeJioM LeluM ¢ aMMHOKMCIJIOTHOM I[OCJIelOoBaTeJIbLHOCTLIO
SEQ ID NO: 4, CDR2 T AXEJION Lenm c aMMHOKMCJIO THOM
[IOCJIEOOBATEJIBHOCTELD  SEQ ID NO:8, m CDR3 TSOKeJION  Lellr c
AMMHOKMCJIOTHOM IMocJemoBaTelJIbHOCTREI SEQ ID NO:12;

e. CDR1 TgxeJloM lLelM C aMMHOKMCJIOTHOM I[IOCJIeOOoBaTeJIbEHOCTHLIO
SEQ ID NO: 061, CDR2 TAXeJION Lenm c aMMHOKMCJIO THOM
nmocjiemopaTeJibHOCTRID SEQ ID NO:67, M CDR3 TaxeJioM ULUelou C
AMMHOKMCJIOTHOM IocJemoBaTelJIbHOCTEI SEQ ID NO:72;

f. CDR1 TaxejoM ULelM C AaMUHOKMUCIIOTHOM IIOCJIeIOoBATEeJILHOCTLIO
SEQ ID NO: 2, CDR2 T AXEJION Lenm c aMMHOKMCJIO THOM
nmocjiemopaTeJibHOCTRID SEQ ID NO:28, M CDR3 TaxeJioM ULUelou C
AaMMHOKMCJIOTHOM IMocJemoBaTelJIbHOCTREID SEQ ID NO:30;

g. CDR1 TaxeJloM LelM C aMMHOKMCJIOTHOM IIOCJIeOOoBaTeJIbEHOCTHLIO
SEQ ID NO:27, CDR2 TAXeJION Lenm c aMMHOKMCJIO THOM
nmocjiemopaTeJibHOCTRID SEQ ID NO:29, M CDR3 TaxeJioM ULUelou C
AMMHOKMCJIOTHOM IMocJemoBaTelJIbHOCTREID SEQ ID NO:73;

h. CDR1 Tsaxejo¥ LelM C AaMUHOKMUCIIOTHOM II0OCJIeIOoBATEJIbLHOCTLIO
SEQ ID NO:27, CDR2 TAXeJION Lenm c aMMHOKMCJIO THOM
nmocjiemopaTeJibHOCTRID SEQ ID NO:29, M CDR3 TaxeJioM ULUelou C
aAaMMHOKMCJIOTHOM IocJemoBaTelJbHOCTREI SEQ ID NO:11;

i. CDR1 TaxeJioM LeIM C aMUMHOKMCJIOTHOM IIOCJIeIOoBaTeJIbHOCTLIO
SEQ ID NO:62, CDR2 TAXeJION Lenm c aMMHOKMCJIO THOM
nmocjiemopaTeJibHOCTRID SEQ ID NO:68, M CDR3 TaxeJioM ULUelou C
AaMMHOKMCJIOTHOM IocJemoBaTelJIbHOCTREID SEQ ID NO:74;

Jj. CDR1 TaxeJloM LelM C aMMHOKMCJIOTHOM IOCJIeOOoBaTeJIbEHOCTHLIO
SEQ ID NO: 63, CDR2 TAXeJION Lenm c aMMHOKMCJIO THOM
nocjiemopaTeJibHOCTRID SEQ ID NO:69, M CDR3 TaxeJioM ULUelou C
aAaMMHOKMCJIOTHOM IocJemoBaTelJIbHOCTEI SEQ ID NO:75;

k. CDR1 TsaxesioM llelIM C aMMHOKMCIIOTHOM IIOCJIEeIOBaATEeJILHOCTLIO
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SEQ ID NO: 64, CDR2 TAXeJION Lenm c aMMHOKMCJIO THOM
nmocjiemopaTeJibHOCTRID SEQ ID NO:70, M CDR3 TaxeJioM ULUelou C
AaMMHOKMCJIOTHOM IIocJeloBaTellbHOCTREID SEQ ID NO:12;

1. CDR1 TgxeJjioM LelM C aMMHOKMCJIOTHOM IIOCJIeHOBAaATEJIEHOCTLIO
SEQ ID NO: 65, CDR2 TAXeJION Lenm c aMMHOKMCJIO THOM
nmocjiemopaTeJibHOCTRID SEQ ID NO:68, M CDR3 TaxeJioM ULUelou C
AMMHOKMCJIOTHOM IIocJeloBaTelJIbHOCTED SEQ ID NO:76; niIu

m. CDR1 TaSxeJlOM LelM C aMMHOKMCIJIIOTHOM II0CJIeOOBRaTeJIbHOCTLIO
SEQ ID NO: 66, CDR2 TAXeJION Lenm c aMMHOKMCJIO THOM
nmocjiemopaTeJibHOCTRIDO SEQ ID NO:71, M CDR3 TaxeJioM ULUelou C
AaMMHOKMCJIOTHOM IIocJeloBaTelJlbHOCTREI SEQ ID NO:77.

2. BrogeJeHHOEe AaAHTUTEJO WMJIM AaHTHUTeHCBA3HWBaMMY O(parMeHT IIO
BapMaHTy OCYMeCTBJIEHUS 1, B KOTOPOM

a. YyKasaHHOe aHTHUTeJIO, coIepXallee VYKaz3aHHyin CDR1 TaxeJion
el C aMMHOKMCJIOTHOM IIOoCJiemoBaTeJIbHOCThI SEQ ID NO:1, ykKa3aHHYI
CDR2 TaxeJIoM LelrM ¢ aMUMHOKMCIJIOTHOM IocjlefoBaTeJlIbHOCThI SEQ ID
NO: 5, n YKas3aHHYID CDR3 T AXEJION Herm C AMUHOKMCJIO THOM
nocyenopatrespbHoCcTED SEQ ID NO:9, IOOHNOJHUTENBHO comepxuT CDRI1
JeTKoM lLenM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellbHOCThI SEQ ID NO:13,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:16, m CDR3 JIerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBaATeJIbHOCTLIO
SEQ ID NO:19;

b. ykaszaHHOe aHTUTeJIO, CcoIepXxallee YykKasaHHyi CDR1 TaxeJon
el C aMMHOKMCJIOTHOM IIOoCJiemoBaTeJIbHOCThI SEQ ID NO:2, yKa3aHHYI
CDR2 TaxeJIoM LelrM ¢ aMUMHOKMCIJIOTHOM IocjlefoBaTeJlIbHOCThI SEQ ID
NO: o, n YKas3aHHYID CDR3 T AXEJION Herm C AMUHOKMCJIO THOM
nocyienoparesibHoCTED SEQ ID NO:10, ponojHMTeJBHO conepxmuT CDRI1
JeTKoM lLenM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellbHOCThI SEQ ID NO:13,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:16, m CDR3 JIerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBaATeJIbHOCTLIO
SEQ ID NO:19;

C. YyKalsaHHOe aHTHUTeJIO, coIepXallee YKaz3aHHyin CDR1 TaxeJion
el C aMMHOKMCJIOTHOM IIOCJiemoBaTeJIbHOCThI SEQ ID NO:3, yKa3aHHYI
CDR2 TaxeJIoM LelrM ¢ aMUMHOKMCIJIOTHOM IocjlefoBaTeJlIbHOCThI SEQ ID
NO:7, n YKas3aHHYID CDR3 T AXEJION Herm C AMUHOKMCJIO THOM

nocyienoparesibHoCTED SEQ ID NO:11, ponojHMTeJIBHO conepxmuT CDRI1
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JeTKoM lLenM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellbHOCThI SEQ ID NO:14,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:17, m CDR3 JIerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBaATeJIbHOCTLIO
SEQ ID NO:20;

d. VYKaz3aHHOe aHTUTeJIO, coIepxalee YykazaHHywl CDR1 TaxeJon
el C aMMHOKMCJIOTHOM IIOoCJiemoBaTeJIbHOCThI SEQ ID NO:4, yKa3aHHYI
CDR2 TaxeJIoM LelrM ¢ aMUMHOKMCIJIOTHOM IocjlefoBaTeJlIbHOCThI SEQ ID
NO: 8, n YKas3aHHYID CDR3 T AXEJION Herm C AMUHOKMCJIO THOM
nocyienoparesibHoCTED SEQ ID NO:12, [ponoJHMUTeJIBHO conepxmT CDRI1
JeTKoM lLelM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellIbHOCTh SEQ ID NO:15,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:18, m CDR3 JIlerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBRaATeJIbHOCTHLIO
SEQ ID NO:21;

e. YyKasaHHOe aHTHUTeJIO, coIepXxallee YKaz3aHHyin CDR1 TaxeJion
Lenm c AMMHOKMCJIOTHOM [IOCJIEDOBATEJIBHOCTBI SEQ ID NO:e61,
ykazaHuyin CDR2 TaxeJloM LellM ¢ aMMHOKMCJIOTHOM II0CJIeIOBaATeJIbHOCTLIO
SEQ ID NO:67, u yka3aHHy© CDR3 TSXeJloM LelM C aMMHOKUCIIOTHOM
nocyienoparesibHoCTED SEQ ID NO:72, OONOJHUTeJBHO conepxmuT CDRI1
JeTKoM lLenM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellbHOCThI SEQ ID NO:13,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:78, m CDR3 JIerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBaATeJILHOCTLIO
SEQ ID NO:80;

f. vykaszsaHHOe aHTUTEJIO, CcoIepxXallee ykasaHHyl CDR1 TaxeJon
el C aMMHOKMCJIOTHOM IIOoCJiemoBaTeJIbHOCThI SEQ ID NO:2, yKa3aHHYI
CDR2 TaxeJIoM LelrM ¢ aMUMHOKMCIJIOTHOM IocjlefoBaTeJlIbHOCThI SEQ ID
NO:28, " YKa3aHHVID CDR3 T XKeJION Lenm c AMMHOKMCJIJIOTHOM
nocyienoparesibHoCTED SEQ ID NO:30, ponojHMTeJIBHO conepxmT CDRI1
JeTKoM lLenM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellbHOCThI SEQ ID NO:13,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:6, m CDR3 JleTKOoM LelM C aMMHOKMCJIOTHOM II0CJIeIOBaATeJIbHOCTLIO
SEQ ID NO:19;

g. YyKasaHHOe aHTHUTeJIO, coIepXallee YKaz3aHHyin CDR1 TaxeJion
Lenm c AMMHOKMCJIOTHOM [IOCJIEDOBATEJIBHOCTBI SEQ ID NO:27,
ykazaHuyin CDR2 TaxeJloM LellM ¢ aMMHOKMCJIOTHOM II0CJIeIOBaATeJIbHOCTLIO
SEQ ID NO:29, u ykaz3aHHy© CDR3 TSXeJloM LelM C aMMHOKUCIIOTHOM

nocyienoparesibHOCTED SEQ ID NO:73, OONOJHUTEeJBEHO conepxmuT CDRI1
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JeTKoM lLenM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellbHOCThI SEQ ID NO:14,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:17, m CDR3 JIerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBaATeJIbHOCTLIO
SEQ ID NO:20;

h. vykaszsaHHOe aHTUTEJIO, CcoIepxXallee ykasaHHyi CDR1 TaxeJon
Lenm c AMMHOKMCJIOTHOM [IOCJIEDOBATEJIBHOCTBI SEQ ID NO:27,
ykazaHuyin CDR2 TaxeJloM LellM ¢ aMMHOKMCJIOTHOM II0CJIeIOBaATeJIbHOCTLIO
SEQ ID NO:29, u ykaz3aHHy© CDR3 TSXeJloM LelM C aMMHOKUCIIOTHOM
nocyienoparesibHoCTED SEQ ID NO:11, ponojHMTeJIBHO conepxmuT CDRI1
JeTKoM lLenM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellbHOCThI SEQ ID NO:14,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:17, m CDR3 JIerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBaATeJIbHOCTLIO
SEQ ID NO:20;

i. ykasaHHOe aHTHTeJIO, CcoIepxXallee YykasaHHyi CDR1 TaxeJon
Lenm c AMMHOKMCJIOTHOM [IOCJIEDOBATEJIBHOCTBI SEQ ID NO:62,
ykazaHuyin CDR2 TaxeJloM LellM ¢ aMMHOKMCJIOTHOM II0CJIeIOBaATeJIbHOCTLIO
SEQ ID NO:68, u ykaz3aHHy© CDR3 TSXeJloM LelM C aMMHOKUCIIOTHOM
nocyienoparesqibHoCTED SEQ ID NO:74, OOHNOJHUTEJBEHO conepxmuT CDRI1
JeTKoM lLenM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellbHOCThI SEQ ID NO:14,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:17, m CDR3 JIerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBaATeJIbHOCTLIO
SEQ ID NO:20;

J. yKasaHHOe aHTHUTeJIO, coIepXallee YKaz3aHHyin CDR1 TaxeJion
Lenm c AMMHOKMCJIOTHOM [IOCJIEDOBATEJIBHOCTBI SEQ ID NO:63,
ykazaHuyin CDR2 TaxeJloM LellM ¢ aMMHOKMCJIOTHOM II0CJIeIOBaATeJIbHOCTLIO
SEQ ID NO:69, u ykaz3aHHy© CDR3 TSXeJloM LelM C aMMHOKUCIIOTHOM
nocyienoparesibHoCTED SEQ ID NO:75, DOnoJHMUTeJBHO conepxmT CDRI1
JeTKoM lLenM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellbHOCThI SEQ ID NO:13,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:78, m CDR3 JIerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBaATeJILHOCTLIO
SEQ ID NO:80;

k. ykaszsaHHOe aHTHTeJIO, CcoIepxallee YykKasaHHyi CDR1 TaxeJon
Lenm c AMMHOKMCJIOTHOM [IOCJIEDOBATEJIBHOCTBI SEQ ID NO:e61,
ykazaHuyin CDR2 TaxeJloM LellM ¢ aMMHOKMCJIOTHOM II0CJIeIOBaATeJIbHOCTLIO
SEQ ID NO:67, u yka3aHHy© CDR3 TSXeJloM LelM C aMMHOKUCIIOTHOM

nocyienoparesibHoCTED SEQ ID NO:72, OONOJHUTeJBHO conepxmuT CDRI1
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JeTKoM lLenM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellbHOCThI SEQ ID NO:13,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:78, m CDR3 JIerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBaATeJILHOCTLIO
SEQ ID NO:80;

1. yKasaHHOe aHTUTeJIO, CcoIepxallee YykKasaHHyi CDR1 TaxeJon
Lenm c AMMHOKMCJIOTHOM [IOCJIEDOBATEJIBHOCTBI SEQ ID NO: 65,
ykazaHuyin CDR2 TaxeJloM LellM ¢ aMMHOKMCJIOTHOM II0CJIeIOBaATeJIbHOCTLIO
SEQ ID NO:68, u ykaz3aHHy© CDR3 TSXeJloM LelM C aMMHOKUCIIOTHOM
nocyienoparesibHoCTED SEQ ID NO:76, OONOJHUTeJBEHO conepxmuT CDRI1
JeTKoM lLelM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellIbHOCThI SEQ ID NO:95,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:79, m CDR3 JIerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBRaATeJIbHOCTLIO
SEQ ID NO:81; wmam

m. YyKasaHHOe aHTHUTeJIO, coIepxallee YKa3aHHyio CDR1 TaxeJon
Lenm c AMMHOKMCJIOTHOM [IOCJIEDOBATEJIBHOCTBI SEQ ID NO: 660,
ykazaHuyin CDR2 TaxeJloM LellM ¢ aMMHOKMCJIOTHOM II0CJIeIOBaATeJIbHOCTLIO
SEQ ID NO:71, u vykas3aHHy© CDR3 TSXeJloM LelM C aMMHOKUCIIOTHOM
nocyienoparesibHoCTED SEQ ID NO:77, OONOJHUTEeJBEHO conepxmuT CDRI1
JeTKoM lLelM ¢ aMMHOKMCIIOTHOM IocjlemoBaTellIbHOCTh SEQ ID NO:15,
CDR2 JIeTKOM ULelM ¢ aMMHOKMCJIOTHOM IIocjieloBaTeJIbHOCTRID SEQ 1ID
NO:18, m CDR3 JIlerkoM LelM C AaMMHOKMCJIOTHOM IIOCJeIOBRaATeJIbHOCTHLIO
SEQ ID NO:21.

3. BHIOeJleHHOE aHTUTeJIO MJIM eT'0 aHTUITEeHCBABHBAMUM dparMeHT,
KOTOpPHE creunpmuuecKu CBA3HBAKTCA C GPRC5D n comepxarT
BapuabelbHylD 00JlacTh TaxeJon uenu (VH), BeHOpaHHYID U3 TPYIIIIH,
cocTodmen m=3 SEQ ID NO:52, 53, 54, 55, 82, 83, 84, 85, 86, 87,
88, 89 mim 91.

4. AHTUTeJIO IO BapMaHTy OCYIECTBJIEHMSA 3, B KOTOPOM aHTUTEJO
MM eT0 aHTUTEeHCBA3HBalMUM dparMeHT

comepxaT BapmabeJbHYID o00JlacThk JerkoM unenu (VL), BHOpaHHYD
M3 TPYIIIH,

cocTodme m3 SEQ ID NO:56, 57, 58, 92, 93 mium 94.

5. AHTUTeJIO IO BapMaHTy OCYIECTBJIEHMSA 3, B KOTOPOM aHTUTEJIO
MM eT0 aHTUTEeHCBA3HBalMUM dparMeHT

comepxaT obJjlacThk VH, BHOpaHHYI M3 TPYIINH, cocTodmed m3 SEQ

ID
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NO: 52, 53, 54, 55, 82, 83, 84, 85, 86, 87, 88, 89 mmm 91,
u obJnacTe VL, BHOpaHHYID M3 TPYIILE, cocTodmer m3 SEQ ID NO:56,
57, 58, 92, 93 wmu 924.

6. AHTHUTEJIO IO BapMaHTy OCYmecCcTBJeHUS 5, B KOTOpOM oBJacThb
VH-nenmu conmepxur SEQ ID NO:52, 53 wmim 83, cnapeHHYKR C 06JacThi
V9L-1enu, colepxamed SEQ ID NO:56.

7. AHTUTEJIO IO BapMaHTy OCYMeCTBJIeHMA 5, B KOTOpOM 0BJIacThb
VH-uenmu comepxuT SEQ ID NO:54, 84, 85, 86 wmmm 90, chnapeHHYyKD C
obJyacTrio VL-l1enu, colepxamel SEQ ID NO:57.

8. AHTMUTEJIO IO BapMaHTy OCYmMeCTBJIeHMS 5, B KOTOpOM oBJIacThb
VH-nenmu conmepxur SEQ ID NO:55 wmium 88, chnapeHHy®R C ob6jlacTei VL-
nenyu, colepxamen SEQ ID NO:58.

9. AHTHUTEJIO IO BapMaHTy OCYmMeCTBJIeHMS 5, B KOTOpOM oBJacThb
VH-nenmu conmepxur SEQ ID NO:82 wmum 87, chnapeHHy©R C ob6jnacTeio VL-
nenyu, colepxamen SEQ ID NO:92.

10. AHTMTeJIO IO BapMaHTy OCYIMEeCTBJIeHMA 5, B KOTOpOM oOOJIACTb
VH-nenmu copmepxurT SEQ ID NO:89, cnapeHHyl c ob6JlacTteio VL-uenu,
comepxamen SEQ ID NO:93.

11. AHTMTeJIO IO BapMaHTy OCYIMeCTBJIeHMA 5, B KOTOpOM oOOJIACTb
VH-nenmu copmepxur SEQ ID NO:91, cnapeHHyl Cc ob6JlacTtero VL-uenu,
comepxamen SEQ ID NO:94.

12. AHTUTEJIO WM AaHTUITEeHCBAS3LBALMMM dparMeHT 1[I0 JiodoMy
OOHOMY W3 BapMaHTORBR OCymecTBJeHMsa 1-11, KOTOpHEe CBA3HBAKRTCHA C
INOJIUIIENTUIOOM, MWMEKIMM aMMHOKMCIIOTHYI I[IOCJenoBaTeJIbHOCTE SEQ ID
NO:22.

13. AHTUTEJIO WM AaHTUIeHCBAS3LBaMMM dparMeHT 1[I0 JiodoMy
OOHOMY M3 BapMaHTOB OCYymecCTBJeHusa 1-12, KOTOpPHEe [IpelCcTaBJIS0T
cofboM UeJIoOBeUeCKOe aHTUTEJIO MM aHTHUTEeHCRBA3HBaKMUM (paTMeHT.

14. AHTUTEJIO WM AaHTUITEeHCBAS3LBaMMM dparMeHT 1[I0 JiodoMy
OOHOMY M3 BapMaHTOB  OCymecTBJeHMsa 1-13, KOTOPEE  ABJIAKNTCA
PEKOMOVMHAHTHEIMU .

15. AHTUT €HCB 4 3HB an bparMeHT 10 JIDOOMY OIOHOMY nus3
BapMaHTOB ocylmecTBJIeHMa 1-14, KOTOpPHM IIpenOcTaBysgeT cobol Fab-
bparmeHT, Fab2-¢parMeHT MM OOHOLEIIOUEUHOEe aHTUTEJIO.

16. AHTUTEJIO WM AaHTUIEeHCBA3LBAMMM dparMeHT 1[I0 JiodoMy

OIOHOMY V3 BapMaHTOB OCYIeCTBIJIEHNA 1—15, KOTOPEHE FVIMERT WM30TUII
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IgGl, IgG2, IgG3 wmm IgG4.

17. AHTHTEJIO WJIM aHTUTEeHCBA3HBALMUNM (parMeHT II0 JdoMy U3
BaApUaHTOBR ocyllecTeJieHUsa 1-9 mMenT m3oTmn IgGl wim IgG4.

18. AHTMTeJIO IIO BapuaHTy OCYymecTBJeHMaA 17, B kKoTopoM IgGl
uMeeT 3aMeHy K409R B obJjacTtu Fc.

19. AHTMTeJIO IIO BapuaHTy OCYymecTBJeHMsa 17, B KoTopoM IgGl
uMeeT 3aMeHy F405L B oBjacTtu Fc.

20. AHTMTeJIO IIO0 BapMaHTy ocymecTBJeHus 20, B kKoTopoM I1gG4
uMeeT 3aMeHy F405L m 3ameny R409K B objgacTtu Fc.

21. AHTUTeJIO I[IO BapMaHTy OCYIEeCTBJIeHMA 16, OOMNOJHUTEJBLHO
comepxamee 3aMeHy S228P, 3ameHy L234A u 3ameny L23b5A B ofbjacTtu
Fc.

22. AHTUTEJIO WIM AaHTUTEeHCBA3HBalmMUi odparMeHT IO JiodoMy
OOHOMY W3 BapMaHTOB OCymecTBJIeHUa 1-14, KOTOPHE CIHeludruUecKu
cBAs3eBamT GPRC5HD dyejijoBeka M BCTYINAKRT B IIEPeKPeCcTHYKD peakluo C
GPRC5D apaHCKOT'O Makaka.

23. AHTUTEJIO WJIM aHTUTEeHCBA3HBaIMM O(palMeHT II0 BapMaHTy
ocymecTBJIeHMa 17, KoToOpHe MHIVIMpYOT ADCC in vitro ¢ ECsg MeHee
ueM OKOJIO 28 HM.

24, BrimeJsieHHada KJIETKa, DKCIpeccUpynlaa AHTUTEJIO WU
AHTUTEeHCBA3HBALMINUY  ¢parMeHT 1o JmodoMy  OOHOMY M3  BapuUaHTOB
ocymecTrRJIeHMsS 1-11.

25. Kiterka 10 BapMaHTy oCymecTBJIEHUSA 24, KoTopad
opencTaByageT CcoOOM TUOPUIOMY .

26. KijleTka II0 BapMaHTy OCYmecTBJeHUS 24, B KOTOPOM AHTUTEJIO
[IOJIYYEHO PEKOMOMHAHTHEM CIIOCOOOM.

27. BrHIeJIeHHOE OUCeunudruUuecroe AHTUTEJIO K  GPRC5DxCD3,
comepxalee :

a) IHepBypL Taxelyp Lenb (HC1);

b) BTOpyKR Taxesyw Lenb (HC2);

Cc) mneprByp Jerkyw lens (LC1) u

d) BTOpy® Jerkyw uernbs (LC2),

npuuem HC1 wu LCl1 cnapmuBawTcda C ofOpa30BaHMEeM IIepBOTO
AHTUTEeHCBA3HBAKMET0 YUYacTKa, KOTOPHM chHelumMduuecKr CcBa3nBaeT CD3,
a HC?2 " LC2 criapmMBarnTCA C oBpasoBaHUeM BTOPOTO

AHTHVT'€eHCBA3RBaKnmeI'o ydacTKa, KOTOpBIIZ CHeLU/I(]_)I/IquKM CBA3EIBaeT



GPRCED,
28. Bucneuupmuecroe
fPucrneuMdmMUuecKkul CBI3HBAaIUNA
27, B wxoroprix HCl comepxurT
NO:26.
29. Bucneuupmuecroe
fPucrneuMdmMUuecKkul CBI3HBAaIUNA
28, B koTOopex HC2 conepxurT
NO:56.
30. Bucneuupmuecroe
fPucrneuMdmMUuecKkul CBI3HBAaIUNA
28, B koTOopex HC2 conepxurT
NO:56.
31. Bucneuupmuecroe
fPucrneuMdmMUuecKkul CBI3HBAaIUNA
28, B koTOopex HC2 conepxurT
NO:57.
32. Bucneuupmuecroe
fPucrneuMdmMUuecKkul CBI3HBAaIUNA
28, B koTOopex HC2 conepxurT
NO: 58.
33. Bucneuupmuecroe
fPucrneuMdmMUuecKkul CBI3HBAaIUNA
28, B koTOopex HC2 conepxurT
NO:92.
34. Bucneuupmuecroe
fPucrneuMdmMUuecKkul CBI3HBAaIUNA
28, B koTOopex HC2 conepxurT
NO:56.
35. Bucneuupmuecroe
fPucrneuMdmMUuecKkul CBI3HBAaIUNA
28, B koTOopex HC2 conepxurT
NO:57.
36. Bucneuupmuecroe
fPucrneuMdmMUuecKkul CBI3HBAaIUNA

28, B koTOopex HC2 conepxurT
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UIM ero OucIeuuduuecKum odparMeHT,

AHTUTEJIO
pparMeHT II0

SEQ ID NO:25,

AHTUTEJIO
pparMeHT II0

SEQ ID NO:52,

AHTUTEJIO
pparMeHT II0

SEQ ID NO:53,

AHTUTEJIO
pparMeHT II0

SEQ ID NO:54,

AHTUTEJIO
pparMeHT II0

SEQ ID NO:55,

AHTUTEJIO
pparMeHT II0

SEQ ID NO:82,

AHTUTEJIO
pparMeHT II0

SEQ ID NO:83,

AHTUTEJIO
pparMeHT II0

SEQ ID NO:84,

AHTUTEJIO
pparMeHT II0

SEQ ID NO:85,

cB4A3bBalomm GPRCHDxCD3.

K GPRC5DxCD3 WJIN
BapMaHTy OCyIeCTBJIeHNUSA
a LC1 copmepxuT SEQ ID
K GPRC5DxCD3 WJIN
BapMaHTy OCyIeCTBJIeHNUSA
a LC2 copmepxuT SEQ ID
K GPRC5DxCD3 WJIN
BapMaHTy OCyIeCTBJIeHNUSA
a LC2 copmepxuT SEQ ID
K GPRC5DxCD3 WJIN
BapMaHTy OCyIeCTBJIeHNUSA
a LC2 copmepxuT SEQ ID
K GPRC5DxCD3 WJIN
BapMaHTy OCyIeCTBJIeHNUSA
a LC2 copmepxuT SEQ ID
K GPRC5DxCD3 WJIN
BapMaHTy OCyIeCTBJIeHNUSA
a LC2 copmepxuT SEQ ID
K GPRC5DxCD3 WJIN
BapMaHTy OCyIeCTBJIeHNUSA
a LC2 copmepxuT SEQ ID
K GPRC5DxCD3 WJIN
BapMaHTy OCyIeCTBJIeHNUSA
a LC2 copmepxuT SEQ ID
K GPRC5DxCD3 WJIN
BapMaHTy OCyIeCTBJIeHNUSA

a LC2 copmepxur SEQ ID
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NO:57.

37. Bucneuupmuecroe AHTUTEJIO K GPRCL5DxCD3 MJIN
BucneundrMUueCKU CBA3HBAKIUNY QparMeHT I[IO BapMaHTy OCYIeCTBJIeHUS
28, B koToprix HC2 comepxur SEQ ID NO:86, a LC2 comepxur SEQ ID
NO:57.

38. Bucneumpmueckoe AHTUTEJIO K GPRCL5DxCD3 WU
BucneundrMUueCKU CBA3HBAKIUNY QparMeHT I[IO BapMaHTy OCYIeCTBJIeHUS
28, B koToprix HC2 comepxur SEQ ID NO:87, a LC2 comepxuT SEQ ID
NO:92.

39. Bucneumpmueckoe AHTUTEJIO K GPRCL5DxCD3 WU
BucneundrMUueCKU CBA3HBAKIUNY QparMeHT I[IO BapMaHTy OCYIeCTBJIeHUS
28, B koToprix HC2 comepxur SEQ ID NO:88, a LC2 comepxurT SEQ ID
NO: 58.

40. Bucneumpmueckoe AHTUTEJIO K GPRCL5DxCD3 WU
BucneundrMUueCKU CBA3HBAKIUNY QparMeHT I[IO BapMaHTy OCYIeCTBJIeHUS
28, B koToprix HC2 comepxur SEQ ID NO:89, a LC2 comepxurT SEQ ID
NO:93.

41. Bucneumpmueckoe AHTUTEJIO K GPRCL5DxCD3 WU
BucneundrMUueCKU CBA3HBAKIUNY QparMeHT I[IO BapMaHTy OCYIeCTBJIeHUS
28, B koToprix HC2 comepxur SEQ ID NO:91, a LC2 comepxurT SEQ ID
NO:94.

42 Bucneumpmueckoe AHTUTEJIO K GPRCL5DxCD3 WU
BucneundrMUueCKU CBA3HBAKIUNY QparMeHT I[IO BapMaHTy OCYIeCTBJIeHUS
28, B koToprix HC2 comepxur SEQ ID NO:85, a LC2 comepxurT SEQ ID
NO:57.

43. Bucneumpmueckoe AHTUTEJIO K GPRCL5DxCD3 WU
fucrneunupmUUIeCcKrUi CB A 3HB AU dparMeHT 10 JIDOOMY OOHOMY nus
BapMaHTOB OCYIMEeCTBJeHMA 27-42, KoTopHe uMenT wmzoTun 1gGl, IgG2,
IgG3 wim IgG4.

44, Bucneumpmueckoe AHTUTEJIO K GPRCL5DxCD3 WU
BucneundrMUueCKU CBA3HBAKIUNY QparMeHT I[IO BapMaHTy OCYIeCTBJIeHUS
43, KOTOpHEe MMeKRT u3oTuUll 1gG4.

45, Bucneumpmueckoe AHTUTEJIO K GPRCL5DxCD3 WU
BfucneundrMUueCcKU CBA3HBAKIMY (QpaTlMeHT IO BapMaHTaM OCyleCTBJIeHUS
27-42, KOTOPHE CBA3EBAIT GPRC5D Ha [IOBEPXHOCTH KJIETOK

YyeJIOBeUeCKOM MMUEJIOME.
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46. Bucneumpmueckoe AHTUTEJIO K GPRCL5DxCD3 WU
BUcneundrMUeCcKMl CBA3LHBAKMNKY (parMeHT II0 BapMaHTaM OCyleCcTBJIeHUSA
27-42, KOTOPHE CBA3EBAIT GPRC5D Ha [IOBEPXHOCTH KJIETOK
YeJIOBeUeCKOM MHOXEeCTBEHHOW MUEJIOME.

47 . Bucneuupmuecroe AHTUTEJIO K GPRCL5DxCD3 MJIN
BUcneundrMUeCcKMl CBA3LHBAKMNKY (parMeHT II0 BapMaHTaM OCyleCcTBJIeHUSA
27-42, KOTOpHEe MHOVUMPYIOT aKTHMBALMID UYeJloBeueckux T-KJIeTOK 1in
vitro mpu ECs; MeHee ueM okoJo 0,22 HM.

48. Bucneumpmueckoe AHTUTEJIO K GPRCL5DxCD3 WU
BUcneundrMUeCcKMl CBA3LHBAKMNKY (parMeHT II0 BapMaHTaM OCyleCcTBJIeHUSA
27-42, KOTOPHE WHIYIMPYT 3aBUCHMMyK OT T-KJIETOK LIUMTOTOKCHMUYHOCTH
GPRCLHD-sKkcIpeccHupyIUX KJIeTOoK in vitro npu ECsg MeHee ueM OKOJIO
0,89 HM.

49, BrlmeJsieHHa s KJIeTKa, DKCIpeccUpynlaa AHTUTEJIO WJIN
fucrneunupmUUIeCcKrUi CB A 3HB AU dparMeHT 10 JIDOOMY OOHOMY nus
BapMaHTOB OCYIEeCTRBJIeHUA 27-42.

50. Kiterka 10 BapMaHTy oCymecTBJIEHUSA 49, KoTopad
opencTaByageT CcoOOM TUOPUIOMY .

51. KieTka II0 BapuMaHTy OCymecTBJIeHMA 49, B KOTOPOM aHTUTEJO
WIM OucHneumMOUUeCcKu CBA3HBAMUY (parMeHT IIOJIYyUeHE PeKOoMOMHAHTHEM
Criocotbom.

52. Crnoco6 JeueHMd WHIOMBMIOA, CTpalapIero pPakKoM, J[IpUYeM
YKasaHHEM CcIoco® BKJOUAET:

BeeneHue TepalleBTUYECKU 20PeKTUMBHOTO KOJIMYeCTBa
fucneuupmuueckoro aHTUTenaa kK GPRC5HDxCD3 wmam OHMCHeuM@MUeCcKOoIO
CBABHEBAaKIET O bparMeHTa 1o JIBoMy OIOHOMY ns3 BapMaHTOB
oOCymecCcTBJIeHUA 27-42 HyXDawomeMycs B STOM IalMeHTy B TeueHMe
BpPEMEHM, OOCTAaTOYHOT'O IJIA JIeUeHMHA pPaKa.

53. Cnoco® WMHIMOMPOBaAHMA pPOCTa WM OpoJUdepaluy pPaKOBHX
KJIETOK, MNIpMUEeM YKa3aHHBM crIoco® BrJOUAET:

BeeneHue TepalleBTUYECKU 20PeKTUMBHOTO KOJIMYeCTBa
fucneuupmuueckoro aHTUTenaa kK GPRC5HDxCD3 wmam OHMCHeuM@MUeCcKOoIO
CBABHEBAaKIET O bparMeHTa 1o JIBoMy OIOHOMY ns3 BapMaHTOB
ocylWecCTBJIeHMa 27-42 g MHIMOMPOBAHMA poOCTa WIM IIpoJindpepalnmn
PaKOBEX KJIETOK.

54, Cnoco® mnepeHalnpaBJieHMsa T-KJIEeTOK K BKCIpeCcCHUpyolen



100

GPRCLD pakoBOM KJeTKe, IpUUYEeM YKasaHHHY CIOCOD BKJIKUYAET:

BeeneHue TepalleBTUYECKU 20PeKTUMBHOTO KOJIMYeCTBa
fucneuupmuueckoro aHTUTenaa kK GPRC5HDxCD3 wmam OHMCHeuM@MUeCcKOoIO
CBABHEBAaKIET O bparMeHTa 1o JIBoMy OIOHOMY ns3 BapMaHTOB
ocylmecCcTBJIeHMa 27-42 Oijg IHepeHallpaBlieHMA T-KIeTKM K pPaKOBOMY
[IOPaxXeH1o .

55. C(Cnioco® 1o BapuMaHTy OCymecTBJeHmMsa 52, 53 wmm 54, B
KOTOPOM Ppak OpencTaBJgeT cobol I'eMoBjlacTo3.

56. Crioco® 1o BapMaHTy  OCYIEeCTBJIEHUS 55, B KOTOPOM
remMofJjlacTo3 IOpelcTaBgeT CcoboM B-KJIETOUHHM pPak C DSKCIpeccuen
GPRC5D.

57. Cnoco6 ©no BapMaHTy OCYIeCcTBJIeHMA 56, B KoTopoM B-
KJIe TOUHHM pax C BKCIpeccuen GPRC5D IpencraiBJisgeT cobomn
MHOXECTBEHHYK MUEJIOMY .

58. Crioco® 1o BapMaHTy OCyMeCTRBJICHUSA 52, BKJIIOU A0
BBEIOEeHME BTOPOTO TepalleBTUYECKOT'O al'eHTa.

59. Cnoco® mno BapMaHTy OCYmMeCcTBJIeHMA 58, B KOTOPOM BTOpPOU
TepaleBTUUECKMY areHT OpelcTaBjsgeT coboM XUMUOTepaleBTUUeCKUM
IopenapaT MM CPeICTBO IJIA HalleJJeHHOM MNPOTHMBOPAKOBOM TepalllM.

60. Crioco® 1o BapMaHTy  OCYIEeCTBJIEHUS 59, B KOTOPOM
XVMMOTepaleBTuuYeCKUM areHT nIpelcTaBJIgeT cobom umuTapadbuH,
AHTPALUMKIIMH, I'MCTaM/MHa OIUTUIPOXJIOPUI MJIM MHTepJIeMKUuH 2.

61. Cnoco® 10 BapMaHTy OCYMeCcTBJeHMA 59, B KOTOPOM BTOpPOH
TepaleBTUUeCKUM areHT u fUCrnenpruUIecKoe AHTUTEJIO BBOOAT
YKa3aHHOMY WHIVMBMIY OIHOBPEMEHHO, IIOCJIeIOBaTe&JIbHO MM pas3lelIbHO.

62. OdapmMalleBTMUeCKasd KOMIIOBUIMA, CcolepXallasd OucIelnpruuecKoe
auTurTeJ o k GPRCHDxCD3 wmiam OucneluuMdUUIeCcKMM CBA3HBAIUM (palMeHT
10 JIDOOMY OIHOMY nus3 BaApMaHTOB oCymecTBJIEHUSA 27-42 u
bapMalleBTUUECKM IIPMEeMJIeMH HOCUTEJD .

63. Crnoco® noJjiydeHMsa OucCIelIMdMUIecKOoTo aHTUTeJla K GPRC5DxCD3
Wiy OUCNellMdMUeCcKOoT'0 CBA3HBAKIETO O¢parMeHTa 0 JOOMYy OIHOMY W3
BapMaHTOB OCYIMEeCTBJIeHUA 27-42 nOyTeM KyJbTUBUPOBaAHUA KJIETKM II0
JIOOMYy OIODHOMY M3 BapMaHTOB ocymecTBJeHusa 49-51.

64 . BoOeJIeHHHM CHUHTeTUUYECKMM IIOJIMHYKJIeOTUI, Koaupyiommui HCI,
HC2, LCl1 wmm LC2 OucConeuMdpmMuecKoIro aHTuUTejla K GPRCLDxCD3 wmam

OUCIelMdUUeCcKOTO CBSA3HBAKMETO OGparMeHTa IO JoOOMy OIHOMY U3
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BapMaHTOB OCYIEeCTRBJIeHUA 27-42.

65. Habop, coIepxammi OHcHelMOUUECKOoe aHTUTeJJo K GPRC5DxCD3
WM OUcHelIMOUUEeCKMM CBA3HBAaMUNM (parMeHT, olIpeleJieHHHe 10 JiodoMy
OIOHOMY M3 BapMaHTOB OCYIECTBJIeHMA 27-42, W/MUIM T[OJIMHYKIISOTUI,
OIpeleJIeHHHM B BapMaHTe OCYMeCTRJIeHua 63, M YHakKOBKY  IJId
BHIIEYIIOMAHY TEHX KOMIIOHEHTOB.

[TPVME PHI

[IpencraBJieHHEE HIXKe [IPUMEPEL IPUBOLOATCSA B KadecTee
OOIIOJIHEHUSA K [IPUBEINEHHOMY BHIIe OINMCAHUMK M B LeJiaxX JIydleIlo
[IOHVMaHMA OOBeKTa M300peTeHus, OIMCAHHOI'O B HACTOAWlEM IOOKYMEHTE.
35TM TIPUMEPH He CJIeOyeT CUMTAaTh OTPaHMUMBAKIKYMU ONMCAHHEM OOBLEeKT
n300peTeHnd. Cilenyer [IOHVMATE, uTo [IPUMEPEL n BapUaHTE
OCYWeCTBJIEHNSA, OIMCAHHEHE B HaCTOMAMleM »OOKYMEHTe, IIpelHa3HaueHE!
TOJIEKO MOJIA WIJIOCTPATUMBHHX 1eJilel, ¥ B CBeTe DTOT0 ClIeluualucTaM B
DaHHOM oBJjacTy OyOyT OUeBUIHH pPas3JIMUHHE MOOAMOUKALUM M M3IMeHeHUS,
KOTOpPEE CJlefyeT BRKJIKUATE B O0OBeM WM300peTeHMss UM KOTOPHEe MOXHO
BHOCUTL 0De3 BHXOIAa 3a paMKu o0beMa M30D0peTeHUA.

NIPMMEP 1. AHTUTEHEI

B CBA3U C TPYLOHOCT IMU npu BHPaObOTKE PEKOMOVHAHTHEIX
aHTureHoB GPRCLHD JIMHMM TpaHCOUUMPOBAHHEIX KJETOK, IEeMOHCTPHUPYKLNE
GPRC5D [ueJgioreka (SEQ ID NO:22), sgBaHCKOTO Makaka (SEQ ID NO:23)
n Memy  (SEQ ID NO:24)], OBUIM IIOJIYYeHH I[IPpM I[IOMOMM CTaHIOapTHEX
Crioco6o0B IJIA MCIIOJIE30BaHMA B KaueCTBEe LUeJILHOKJIETOUHHX aHTUIEHOB
B NCCJIeNOBaHUAX B obJjiacTu obpazopaHmsa n olnpenejyieHnsa
XapakTepuUcTUk aHTuTels (Tabimua 4) .

Tabauua 4. JIMHMM KJIETOK, BDKCIpeccupymmmx GPRC5D

Besiok KileTouHad JMHUA [TooMoTOP CoIpOoTURIIEHME
GPRC5D ueJjioBeka HEK293T IIMB HeommiivH
GPRC5D dgBaHCKOTO

HEK293F IIMB BracTuumaomny
Makaka
pmMmep 2. Cosmaume auTHTen K GPRCS5D ¢ wMcnonesoBaHMEeM

TEXHOJIOTMM (aroBOIO OUCILIEs
Vcrnonb30Ba M IBa pPas3JMUHBX [HOOXOIa MOJIA CO3IaHMsa aHTUTeJ K
GPRC5D C IIOMOWBL IO bara: CTaHOapTHHM KJIe TOUHHM [IDHHVHT

(oTpULIaTEeJIbHEM oTbop) u KJIE TOUHLIM baroBum IISHHWHT FACS
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(KOHKYPEeHTHEI 0oTOop) .

CraHIapTHE KJI€ TOYHLIM dbaroemm IISHHUHT (oTpHUllaTeNILHEM
ordop) :

CoznaHue COOCTBEHHHX QaroBHX OUOIMOTeK de novo I[IoOpoOHO
OIMCAaHO (Shi et al (2010) J. Mol. Biol. 397:385-396;
MeXIyHapOoIHOM [IaTEeHTHOM Iy OJIMKaLm e W008/085462) . Sl
OubImMoTexkn  OBUIM  IIOCTPOEHEL Ha  TpexX  JeJlIoOBedeCKMX TI'eHax VH
3aponwmeBon JuHUM (IGHV1-69, 3-23, 5-51) U uUeTHpexX UeJIOBEUECKUX
TredHax VL 3apomemerBow JguHum (A27, B3, L6, 012), co3maHHEX C
HaJIMuMeM MMPOKOTO pasHoobpa3zma B oTHomeHuM CDR-H3. Tpum ¢arobBmx
buotmorexk de novo (DNP00004 - cmecr 169 HC/LC, DNP0O0O0O0O5 - cmech
323 HC/LC wm DNP0O0006 - cmMmechr 551 HC/LC), »OeMOHCTpHpYIIME
BapMaHTH Fab wniam ©Oejiok o006oJioukM ¢ara plX, pas3meadlrM MeTOIOM
IPHHYHI'a Ha GPRCHD-skchpeccHpylUx CcTabMIIBHEIX KJeTkax HEK293 G5
(KIIeTKM-MMIIEHM) B TedeHMe payHIia 1, 3, 5, a B TeueHHMe pPayHIOOB 2
¥ 4 OpUMMeHANIM NOpelHIyIIMM payHI C aMIIMOMUMPOBAaHHEM daroM Fab-pIX
K (oHOBEHM KJIeTkaM HEK293 (oTpuuaTellbHHM oTOop) (cM. Tabauuy 5).
®ar Fab-pIX de novo M3 payHIa 1, CBA3AHHEM C KJIeTKaM/—MUIIEHSIMM,
BHOCSJANIM IJ4 aMIIUOUKALMM B TeueHMe HouM. BHOpaHHHM Gar payHIa 1
INIPpMMeHaJIM K (QOHOBEIM KJIETKaM B TedeHMEe payHIOa 2, I[OIpM BTOM
HecBA3aHHHM Qar Fab-plIX BHOeNAdM »OJI4 aMIIuoukrkauum dara IIyTeM
OTPULATEJILHOTO O0TOopa B TedueHMe HouM. IlpopesiM elle OIOHY CEPUD
MIOJIOXKUTEJIEHEIX M OTPHUIATEJNBEHEX PayHIOB IISHHMHIA — pPayHIH 3 u 4.
VTOTOBHM payHO OBJI BHIIOJHEH C [OCJeIHVMM PayHIOM OTPpMIATEeNbLHO
OTODPAHHOT'C aMILUIMOMUIMPOBAHHOT'O (Qala, pa3beJIeHHOI'O Ha IOeBa obOpasua
IIPHHMHITAa - OIOMH IJIS KJeTOK-MMIIeHe¥ ¥ OOMH IJIS IISHHMHIa Ha
GOHOBEIX KJIETKaX.

Tabaniia 5. Brnox-cxeMa OTPULIATENIEHOI'O or6opa s

CTAHOAPTHOI'O KIJIETOYHOI'O @al"OBOl"O IISHHMHI'Aa

KinteTxknu, MCIOJNIbB3YEeMEe B
Payuno nIsHHMHIA
KayeCcTBe aHTUI'eHa

HEK293 GPRC5D uejioBeka

HEK293

HEK293 GPRC5D uejioBeka

=1 Wl N

HEK293
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HEK293 GPRC5D uesioBeka
5 (paszmelsieHue)

HEK293

CTaHIOAPTHHM KISTOYHEM GaroBHM INISHHMHI' (GOHOBHM oOTOOP) :
Butmmoreru o¢arosoro muciiesa Fab-plIX @noBaBiadamM K KJIeTKaMm

HEK293 mociie MHKyBalMM B aHaJIOTUMUHHX VYCJIOBMAX, KaK BHIIOJHSOT CO

CTaHOaAapTHOM IHIpolledypOoM KJEeTOUYHOTO IDHHMHTAE, YIIOMSHYTOM  BRHIIE
(Tabamia 6) . Ilocjse Tpex payHooe [HK, coorBeTcTBRynmykn o¢ary Fab-
pIX, cBA3aHHOMY C HEK293, MCIIOJb30BaJIM OJId [HoJiydeHmsa [ILP-

AMIUIMKOHOE mOJia NGS. 329TuM pe3ydbTaTel NGS OyOYyT MCIOJNBL30BAHE B
OOIIOJIHUTEJIEHOM  aHaljiM3e C IOMHaMUMUYeCKMM  BBUMTAHMEM C  I[IOMOULI
OIpOoTPaMMHOTO obecrneueHmMd NGS2.0, UTOOH OTJIMUUTE BO3MOXHEIE
crneumMdmMUeCcKre OJ4 MUIMeHeM KaHOIMOaTH Fab.

Tabmuiza 6. Brinok-cxeMa oGoHoBOro oT6opa mJsT CTAHIAPTHOI'O

KJIEeTOUYHOI'O @al"OBOl"O IISHHMHI'Aa

PayHI HI3HHMHIA KieTkM, mMCIOJNbBYyEeMEHE B KadvecCcTBe aHTUI'eHa
1 HEK293
2 HEK293
3 HEK293

KneTounnli ¢aroBeni HBHHMHI FACS (KOHKYPEHTHHMN OTOODP)

TpM payHIa I[OISHHMHTA NOPOBOOWIIM C IIOMOIBK [OPpMMeHeHUsa ¢ara
Fab-pIX &k cMecH KJIeTOK-MUIMeHel U (OHOBHX KJEeTOK OIHOBPEeMeHHO
(Tabamua 7). a4 payHOoB 1 M 2 KIETKU-MMIIEHM C [IPUMCOENMHEHHHBM
dbaroMm Fab-plIX copTHMpoORaIM IIYTEM MCIOJBb30BaHMA CUTIHajla GFP. s
OTHOeJIeHUs CBA3aHHOTO ¢ara Fab-pIX oT OTCOPTHMPOBAHHEX KJIIETOKX
OIPUMEeHSIM KUCJIOTHEM JIM3UC KJIETOK C IIOCJelymVMM MHOMIMPpOBaHMeM k.
coli. B uMTOTOBOM PpayHOe CMeCh aMIIudMuumMpoBaHHOTO dara Fab-pIX
payHIa 2 ¥ KIJIeTOK COPTUMPOBAaJM Ha »OBe IMONyJAUuMKM: B TeWT Oa4d
KJIeTOK-MUlleHe ¢ GFP M B TeMT 1Ji18 QOHOBHX KJIeTOK ©0e3 GFP.
CBaA3aHHHM dar Fab-pIX §nnaa obeux OONYJIALMM KJIeToK OBJI BHOeJeH
IyTeM KMCJOTHOTO JIM3MCa M MHOMUMpoBaHUA E. coli.

Tabmuiza 7. BlIoK-cxeMa KOHKYPEHTHOT'O oT6opa IJIsI KIETOUHOI'O

dbarororo mnsHHMHI'a MeTomoM FACS

PayHIO ISHHMHIA KileTkM, MCHOONIBB3yeMble B KadueCTBe aHTUI'eHa

1 GPRCS5D GFP uejyioBeka m HEK293

2 GPRCS5D GFP uejyioBeka m HEK293
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3 GPRCS5D GFP uejyioBeka m HEK293

CekBeHMPOBaHUE cJlenyouero TIOKOJIEHUS (NGS) pesyiasTaToB
barororo I®HHMHIA

KyJILb TMBUMPOBAHME B VCJIOBMAX TJIOKO3HOM pelpeccuM B TeueHMue
HOUM T[IPUMEHAJNIM K MecTru ofpaslaM HMTOTOBOTO payHIa IISHHMHITa. I9TH
KYJIBETYPH MCIOJB30BAJIM IOJIA IPUTOTOBJIEHUSA MUHUIIpenapaTa IHHK, Habop
IOHK Qiagen QIAspin. IlecTs o6pas3uoB [IOHK MCHOOJL30BRaIM B KadeCTBE
MaTpule [P  OJId [OOJNYYeHMS  aMILJIMKOHOB, KOTOPHE  OCYIEeCTBJIAIN
onpeneyneHre oT HCDR1 pno HCDR3. IlecThr aMILUIMKOHOB OUMIaJM T'eJIb-—
BJIekTpodopes3oM M OOBEeOMHAJNM, COXpaHasd Bepcum 2.1, 3.0 OTHOEJIBHO
OJI CTAHODAPTHOTO KJIETOUHOTO IIDHHMHTA, ¥ IIOJIHOCTHLK OOBEeNUHININ IJII
KJIETOUHOT'O IIBHHMHI'a MeTomoM FACS. 35THM OOBLeIMHEeHHHE OUMIEeHHEE
TeJlb—3JIeKTPpOodOopes3OM aMIINIMKOHEL OBUIM NPpelNOoCTaBJIEHH B IIoIpa3nelieHue

KOMIIaHMM Genewiz 1o NGS OJaa McCIeIoBaHMAa ¢ IIOMOILID TexXHOJOTUMU

MiSeq 1x300. danael OHJIM [IepelaHH KOMIaHMel Genewiz U 3aTrpyXeHH Ha
JIOKaJbLHEM cepBep (nas2.0). Ha »ToM cepBepe OJA 3arpy3KM, UTeHUHA
M aHaJMza (alJIoB IIOCJemoBaTeJIbHOCTEeM MCIOJbL30BaJIM IpoTpaMMHOe
npujioxeHre NGS2.0. g npeobpas3oBaHua 1gG  OpuiMm  oToOpaHe 88
BEepXHMX IIOCJIeIOBaTeJIbHOCTEe B COOTBETCTBMM C KOJMUECTBOM KOIUM
(> 50) m cooTHOmMeHMEM II0OCJIeOOBATEeJILHOCTEN KJeToK-MulleHel (+) K
[IOCJIeDOBATEJIbHOCTAM (QOHOBHX KJIeTOK  (—) (cooTHomeHMe > 5:1).
[IOCKOJIBEKRY C [IOMOIIBI NGS OIIpeneidnT TOJIBKO BapmrabeJIbHYI
[IOCJIeIOBATEJIBHOCTE TAXEeJION — Lenwu, [IOJIHOP a3MEPHHE KOHCTPYKIWM
TAXEJIOM lLlelM HYXHO OBJIO BCTpaMBaTh BUPTYallbHO Ha KOMILITepe B
COOTBETCTBYKIIME KapkacHeHe ob6JacTu. KpomMe TOTro, IIOCKOJBKY OBJIA
M3BeCTHa TOJILKO TIIOCJemoBaTeJIbHOCTEL TAXeJION Lelr, Kaxooro us
KaHOMOaTOB CllapuMBaliM C UYETHPBEMA POIUTEJIBCKUMMU JIETKUMU  IEMIAMU
(A27, B3, L6, 012). OxoHUaTeJIbHOe Ipeobpa30BaHMe KaHIUIATOB
OCVIIECTRJIAIM B BUIOe UYeJioBeueckoTo IgG4PAA.

NPA-CKPUMHMHIT U CTaHIOAPTHOE CEeKBEHMPOBaHME

M3 omHOTO M TOTO Xe nOpenapatTa JHK, KOTOPHEM MCIOJL30BAJIM IJI4
NGS, BEIIIOJIHUIIN pacueInjeHme PECTPUKLMOHHEM bepMeHTOM u
CaMOJIMTMPORBaHME, UyTOOH BHPE3AaTh TeH pIX nJis oBecrnieueHn s
DKCIIPECCUM pacTBOpuMOTO Fab. [IeBAHOCTO @OBe KOJIOHUM, BHOpPAaHHHE

IOJId KaXOooro MmMz3 TpeX O@paSLLOB IIHHVWHTI'4a, OLieHMBaJIMM Ha IIpelMeT
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skchnpeccun Fab mMmeTomomM MOA M CekBeHMpPOBaAJM IJIA OlpelelIeHMsa Kak
TAXEJION, TaK M JIeTKOM lenu MeTonoM CnHIepa. KoHeuHHe KaHOMIATH C
IVBEPCUOUMIMPOBAHHON [IOCJIEOOBATEJIEHOCTEID B oByacTax LCDR
KJIOHMpPOBAJIM B ILJIA3MUIOE 3KCIPEeCCUM MIEKONIMTAKIMX .

[IPMUMEP 4. [NPEOBAPUTEJIBHOE  OIIMCAHUE CBOMCTB AHTUTEJN K
GPRC5D, IIOJIVUEHHEIX C MUCIIOJIBE3OBAHMEM TEXHOJIOTUMM SAT'OBOI'O IOUCILJIEA

CesismBaume ¢ GPRC5D

IeJIbHOKJIETOUHEM (aroBHM I[ISHHMHI BHIIOJHUIM C MCIIOJL30BaHMEM
KJIeTOK ueJioBekac GPRC5D B kauecTBe aHTUI'eHa, KaK OIOMCaHO BHIIe.
Mocyne aHammza NGS OJd KaxOgoro M3 KaHIMOaTOoB OBJIa M3BeCTHa TOJBKO
IoCJIeIOBaTEJIbHOCTEL TSXeJoM lLenm. ClemoBaTeJIbHO, Kakayln TIXKeJIYo
IeNbE HeoOxXoOMMO OBJIO ClapMBaThb C 4 POIOUTENLCKUMMU JIETKMMMU LIeIlSMA
(A27, B3, L6, 012), dUYTO NOPUBEJIO K IMOJIYYeHMB 348 MOHOKJIOHAJIbHHX
auTuTes wu3 87 nocaemoBaTeJbHOCTeM Hc, UOeHTUOUUINPOBAHHEIX  C
rnoMomen NGS. 3TM MOHOKJIOHAJILHEIE aHTUTeJla M3HAYaJIBHO OLEeHMBAaJIM Ha
openMeT cCpeas3pBaHusa ¢ GPRCSHD gpaHCKOI'O Makaka Ipu nomomu FACS.
KieTounyw JuHMBED C GPRCL5D gBaHCKOT'O MaKakKa BHOpaJM OJIS BEHEIIOJHEHMS
[IepBoOHAYaJILHOTO CKPMHUHT A C LeJIb MaKCUMaJIBHOT'O  yBeJIMUeHUd
[IOTEeHUIMAaJILHOT'O  CUITHaJla CBA3HBaHUL, TakK KakK KJIeTouHasg JIMHUA
GPRCLD 4gBaHCKOTO Makaka MuMeJla 00Jiee BHCOKMM YPOBEHb »BKCIPeCCHUH,
ueM KJleTouHas JwmHuA GPRCS5D uejyoBerka. BxpatTue, CKpuHMHID FACS
BHIIOJIHMJIM IIYTEeM HOPMalM3alMM KOHLeHTpaluu ©Oejka OO 1 MKIT/MI, u
100 Mg Oejka cMemaJgu c¢ 200 000 xJjleTok Ha JYHKY. MOHOKJIOHAJIBHOE

AHTHWTEeJIO OCTaBJIAJIM IOJIA MHKy@MpOBaHMF[ C KJeTKaMM B TeueHMe 1 uYaca

opu TeMmdepaTrype 4°C. ITlocjle DTOTO KIETKM TPWKIH OIPOMHBaIM C
nomomelo O®CE m 0,2% FBS. 3BaTeM B KaudeCTBe IIPOABIAKIETO pealeHTa
no0aBJIAIM aHTUUeJIOBeUeCKoe BTOPMYUHOe mAb, KOHBOIMPOBaHHOe C PE

(Jackson, N 1o xarajiory 709-116-149). KjeTkM ¥  BTOPUMUHOE

AHTUTEJIO MHKYyOMpoOBaJIM B TeueHMe 1 Yaca TIIpu TeMIeparype 4 °C.
[locyie 2TOT0 KJETKM TPWXIOH IIPOMHEBaJM C HooMmomesl OCE m 0,2% FBS.
KieTkm CcHOBa HpoMeBaJM ¢ nomomeld ®CE m 0,2% FBS, a 3arem
aHammMsupoBasu Ha FACSarry.

Habmomaly BHaAUYMTEJBEHOE KOJMUECTBO HYXHEX aHTUTeJ, KOTOpHE
CBA3HBaJMCEL C GPRCLOD gBaHCKOTO MakKaka, BKJoUad 15 mAb ¢ CHUD

Bojiee uem 100 000, 23 mAb c¢ CHUDP MeHee uem 100 000, HO OoJjiee UeM
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10 000, m 63 mAb ¢ CUDP mMeHee uem 10 000, HO ©6oJjgiee uem 1000.
(Tabjmiia 8) .

Tabmguiza 8. JadHHee FACS 1o CBA3HBaHMIO mMAb, IIOJYUYEeHHBEX C
rnoMomen  NGS, ¢ GPRC5D 4gBaHCKOTIO Makaka. IlocJgenoraTeJIbHOCTHU
TAXEeJION 1lenu, UOeHTUOUIMPOBAHHEE B XOooe aHaamsza NGS, OBLIIN
CllapeHeEl C Kaxio¥ pomuTeJdbckow Lc, KakK IIoKal3aHo. B  kauecTBe
KOHTPOJA MCIOJIb30BasmM GCOM29 (merkas uenbk PHOL3) . BrmmesieHHHEe mADb

uMenT CHO® > 1000.

UnenTudux mAb GPRCSD mAb GPRC5D mAb GPRC5D mAb GPRC5D
arop (ID) [PHOL1 cus [PHOL2 cus [PHOL3 cus [PHOL4 cus
He (A27) ] (B3) 1 (L6) 1 (012)]
31
GC5H18 GC5B22 198 GC5B23 230 GC5B24 246 GC5B25
324
17
GC5H17 GC5B66 242 GC5B67 272 GC5B68 2682 GC5B69
416
GC5H20 GC5B114 199 GC5B115 266 GC5B116 253 GC5B117 5037
14 139 84
GCHH15 GC5B158 GC5B159 GC5B160 GC5B161 7856
407 766 111
89 15 52
GC5H13 GC5B202 GC5B203 9173 GC5B204 GC5MB205
948 203 663
116
GC5H23 GC5B242 242 GC5B243 GC5B244 249 GC5B245 469
641
87
GC5H14 GC5B282 487 GC5B283 341 GC5B284 249 GC5B285
116
GC5H22 GC5B326 195 GC5B237 265 GC5B328 248 GC5B329 292
GC5H24 GC5B26 194 GC5B27 265 GC5B28 229 GC5B29 590
GC5H19 GC5B70 214 GC5B71 229 GC5B72 2013 GC5B73 3827
43
GC5H33 GC5B118 178 GC5B119 222 GC5B120 880 GC5B121
924
12
GC5H36 GC5B162 86773 GC5B163 21 970 GC5B164 GC5B165 1870
2043
GC5H31 GC5B206 467 GC5B207 3636 GC5B208 481 GC5B209 1409
GC5H29 GC5B246 202 GC5B247 3037 GC5B248 2835 GC5B249 1373
163
GC5H34 GC5B286 239 GC5B287 GC5B288 259 GC5B289 271
990

GC5H35 GC5B330 202 GC5B331 552 GC5B332 191 GC5B333 1591



GC5H26

GC5H27

GC5H25

GC5H30

GC5H47

GC5H42

GC5H37

GC5H45

GC5H38

GC5H40

GC5H43

GC5H49

GC5He62

GC5H60

GC5H94

GC5H69

GC5H85

GC5H96

GC5H97

GC5H76

GC5HéES8

GC5H79

GC5H71

GC5H93

GC5H21

GC5H39

GC5B30

GC5B74

GC5B122

GC5B166

GC5B210

GC5B250

GC5B290

GC5B334

GC5B34

GC5B78

GC5B126

GC5B170

GC5B214

GC5B254

GC5B294

GC5B338

GC5B38

GC5B82

GC5B130

GC5B174

GC5B218

GC5B256

GC5B298

GC5B342

GC5B42

GC5B86

204

238

153

1510

1730

3969

8839

160

157

162

157

1014

2565

lel

190

188

10
809

165

174

219

21
420

714

185

164

219

192

GC5B31

GC5B75

GC5B123

GC5B167

GC5B211

GC5B251

GC5B291

GC5B335

GC5B35

GC5B79

GC5B127

GC5B171

GC5B215

GC5B255

GC5B295

GC5B339

GC5B39

GC5B83

GC5B131

GC5B175

GC5B219

GC5B257

GC5B299

GC5B343

GC5B43

GC5B87

107

230

365

237

6266

284

213
233

201
024

1434

283

309

265
51 995
274
5788
2312

260

1112

272
293

3631

310

114e

1370
247
307

344

GC5B32

GC5B76

GC5B124

GC5B168

GC5B212

GC5B252

GC5B292

GC5B336

GC5B36

GC5B80

GC5B128

GC5B172

GC5B216

GC5B256

GC5B296

GC5B340

GC5B40

GC5B84

GC5B132

GC5B1l76

GC5B220

GC5B258

GC5B300

GC5B344

GC5B44

GC5B88

978

le
553

829

6026

32
482

278

63
295

110
940

3228

14
936

428

268

1434

263

460

745

1798

110
654

1547

306

244

7

456

260

401

2694

470

GC5B33

GC5B77

GC5B125

GC5B169

GC5B213

GC5B253

GC5B293

GC5B337

GC5B37

GC5B81

GC5B129

GC5B173

GC5B217

GC5B257

GC5B298

GC5B341

GC5B41

GC5B85

GC5B133

GC5B177

GC5B221

GC5B259

GC5B301

GC5B345

GC5B45

GC5B89

270

317

6197

327

727

574

305

309

297

74
140

1283

332

1589

308

261

290

4379

3563

343

324

762

1129

292

283

1022

41



GC5H50

GC5H28

GC5H53

GC5H51

GC5H64

GC5H16

GC5H6E5

GC5H32

GC5H54

GC5H99

GC5H52

GC5H48

GC5H44

GC5H46

GC5H56

GC5H55

GC5H98

GC5Hé61

GC5H92

GC5H5

GC5H59

GC5HE6

GC5H80

GC5H87

GC5HE7

GC5H73

GC5HB86

GC5H70

GC5H90

GC5H95

GC5H74

GC5B134

GC5B178

GC5B222

GC5B262

GC5B302

GC5B346

GC5B46

GC5B90

GC5B138

GC5B182

GC5B226

GC5B266

GC5B306

GC5B350

GC5B50

GC5B94

GC5B142

GC5B186

GC5B320

GC5B17

GC5B98

GC5B354

GC5B54

GC5B102

GC5B146

GC5B190

GC5B230

GC5B270

GC5B314

GC5B358

GC5B58

764

750

284

159

184

182

204

335

193

196

204

268

204

198

229

255

194

543

297

243

272

223

299

383

325

236

17
885

390

219

211

294

GC5B135

GC5B179

GC5B223

GC5B263

GC5B303

GC5B347

GC5B47

GC5BY91

GC5B139

GC5B183

GC5B227

GC5B267

GC5B307

GC5B351

GC5B51

GC5BY95

GC5B143

GC5B187

GC5B321

GC5B18

GC5B99

GC5B355

GC5B55

GC5B103

GC5B147

GC5B191

GC5B231

GC5B271

GC5B315

GC5B359

GC5B59

108

340
6708
264
1013
329
259
327
340
354
6421
298
2160
313
287
36 679
609
407
1132
294
301
388
852
415
460
370

2556

543

660
334
344

448

GC5B136

GC5B180

GC5B224

GC5B267

GC5B304

GC5B348

GC5BA48

GC5B92

GC5B140

GC5B184

GC5B228

GC5B268

GC5B308

GC5B352

GC5B52

GC5BY6

GC5B144

GC5B188

GC5B322

GC5B19

GC5B100

GC5B356

GC5B56

GC5B104

GC5B148

GC5B192

GC5B232

GC5B272

GC5B316

GC5B360

GC5B60

600

1005

228

238

240

332

1320

1848

323

309

247

235

302

4300

386

411

284

376

280

1048

661l

374

422

3130

383

409

494

389

363

414

477

GC5B137

GC5B181

GC5B225

GC5B268

GC5B305

GC5B349

GC5B49

GC5B93

GC5B141

GC5B185

GC5B229

GC5B269

GC5B309

GC5B353

GC5B53

GC5B97

GC5B145

GC5B189

GC5B323

GC5B20

GC5B101

GC5B357

GC5B57

GC5B105

GC5B149

GC5B193

GC5B233

GC5B273

GC5B317

GC5B361

GC5B61

027

2087

535

605

309

1571

552

392

1780

292

280

263

281

621

1708

446

350

483

333

386

384

528

500

487

456

487

387

620

450

403

449

548
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GC5H78 GC5B106 267 GC5B107 440 GC5B108 474 GC5B109 497
GC5H77 GC5B150 312 GC5B151 452 GC5B152 412 GC5B153 709
GC5H91 GC5B194 296 GC5B195 448 GC5B196 491 GC5B197 483
128 195 134 11
GC5H57 GC5B234 GC5B235 GC5B236 GC5B237
355 348 008 255
GC5H41 GC5B274 313 GC5B275 7431 GC5B278 435 GC5B279 542
49
GC5H58 GC5B318 2608 GC5B319 5791 GC5B320 GC5B321 4823
616
GC5H6E3 GC5B362 313 GC5B363 392 GC5B364 46l GC5B365 3613
GC5H72 GC5B62 326 GC5B63 463 GC5B64 485 GC5B65 694
208 140 104
GC5H75 GC5B110 GC5B111 692 GC5B112 GC5B113
487 269 136
GC5H81 GC5B154 351 GC5B155 412 GC5B156 440 GC5B157 555
GC5H82 GC5B198 285 GC5B199 593 GC5B200 499 GC5B201 485
GC5H83 GC5B238 3698 GC5B239 4370 GC5B240 4676 GC5B241 825
GC5H88 GC5B278 3659 GC5B279 481 GC5B280 425 GC5B281 633
GC5H89 GC5B332 299 GC5B333 561 GC5B334 4467 GC5B335 494
26
GC5H84 GC5B366 544 GC5B367 474 GC5B368 6313 GC5B369
11le

Bui oToBpanHsl 40 mAb ¢ caMoM BEICOKOM ad®dMHHOCTBLIO CBAS3LBIBaAHUSA
OJId DOONIOJIHUTEJILHOTO OlpelelIeHMd XapaKTepUCTUK, KOTOopoe COCTOAJO
M3 TIOBTOPHOTO TIIPOBEIEeHMA WCCIIeOOBaHMA CBA3BBaHMA C KJIeTKaMu C
GPCRLD gBaHCKOTO MaKaka, a TakXe OLeHKM CBA3HBaHMA C KJeTKaMM,
SKCIpeCcCUPYIVMM UYeJloBeuecku GPRCS5D, wmMmeTomom FACS (Tabimua 9).
3TM @»OaHHHEHe OBUIM IIPOaHaJM3UPOBaHb, 4YTOOE BeOpaTk 17 mAb #Js
OUMCTKM M oO0pas3oBaHMa OMCIHeUUMPUUEeCKMX aHTuTesl K GPRC5DxCD3
(BrImeJieHEl) . K dakTopaM, MCIOJB3YEMEM IOJI4 BHOOpa mAb IJI49 OUMCTKHK

u obpazoBaHUA OuUcCHelIMdUUeCKMX aHTuTesl k GPRC5DxCD3, oTHOCHUTCSH

CHIelMOUUHOCTE CBASHBAHUA C GPRC5D JyeJIOBeKa, IlepekKpecTHada
PEAKTUBHOCTD C GPRC5D ABAHCKOTO MakKaka n pazHooBpasue
nocjienoBaTelnbHOCTe Hc. Hanpumep, GCLHH36 cHnapmeaJu C TpeMd

Pa3JIMUHEMY JIETKVMMU LelaMy M aHaJlu3MPpOoBaJIM Ha [OpelMeT CBASHBaAHUA
(GC5Bl62, GCHB163, GCHRBR164). BrJIO BHOIBMHYTO TOJBKO GC5B164,
IIOCKOJIbKY HabjmomajaM, uYTo 270 mAb w#mmMeeT 060Jiee BHCOKyl CUD cC

GPRC5D uyeJjioBeka, ueM GC5B162 miam GC5B163.



Tabmauiza 9.

IIOMOIIBO

ABAaHCKOI'O MaKaKa 1M UYeJIOBEKa.

c GPRC5D

KaduecTeBe

BreimeJsieHHBEEe MADL OBUIM BHEHOpPAaHH OJIS [IOCJEeOYKRIero aHalu3a.

ID

Benka

GC5B38

GC5B110
GC5B158
GC5B162
GC5B202
GC5B218
GC5B230
GC5B234
GC5B51

GC5B159
GC5B163
GC5B171
GC5B235
GC5B243
GC5B251
GC5B281
GC5B291
GC5B32

GC5B36

GC5B40

GC5B112
GC5B160
GC5B164
GC5B168
GC5B204
GC5B236

NGS, c

MCIIOJIE30Bajl

HaHHEIE

KRIJIeTKaMM1

MI3O0TUIINYUEeCKOTI'O

FACS 110

110

HEK293F,

CBA3HBaHMIO mAb,

SKCIIpe CCHUPYRIVMI

ITOJIYYEeHHEIX

C

GPRC5D

IJIa OLleHKMU CH@HM@MHHOCTM CBA3EBIBAHMA

HeTpch@MHMpOBaHHHe

KOHTPOJIA

Ché GPRC5D

ID HC rmenTmoa

GC5HS85
GC5H75
GC5HIb
GC5H36
GC5H13
GC5H68
GC5HS86
GC5H57
GC5H56
GC5HIb
GC5H36
GC5H49
GC5H57
GC5H23
GC5H42
GC5H34
GC5H37
GC5H26
GC5H38
GC5HS85
GC5H75
GC5HIb
GC5H36
GC5H30
GC5H13
GC5H57

ABAHCKOI'O

Makaka
6864
142 277
4923
75 139
30 470
10 451
19 103
134 258
22 66l
129 370
7605
24 133
158 011
67 848
74 510
109 418
77 798
3597
5353
67 279
104 875
40 881
78 672
41 779
5090
78 546

KIIEeTKM

MCIIOJIE30BaJIMN

Ché GPRC5D

JeJIOBeKa

280
2543
285
2981
2152
277
364
1657
667
1987
840
1144
2643
20 458
11 418
5317
10 427
14 656
2002
4510
470
635
12 664
28 885
390
1442

HEK293F.

B

TF/M1636.

CHus

293F

215
235
235
230
256
263
290
261
480
258
310

1321

254
221
235
570
880
358
352
310
433
276
343

1238

212
192



111

GC5B252 GCbH4?2 22 010 1498 204
GC5B292 GCHH37 63 366 1872 480
GC5B320 GC5H58 63 345 22 891 231
GC5B332 GC5H35 106 515 13 348 253
GC5B25 GCHH18 22 079 705 431
GC5B69 GCbHH17 1593 851 284
GC5B81 GC5H40 62 756 9986 288
GC5B89 GC5H39 31 613 1068 251
GC5B113 GC5H75 66 475 550 323
GC5B121 GC5H33 35 493 3061 299
GC5B205 GC5H13 63 610 25 199 260
GC5B237 GC5H57 2579 267 248
GC5B285 GCbH14 81 405 19 870 225
GC5B369 GC5H84 16 241 559 252
TF7M1636 956 2621 1538
JeJIOBEeUECKUN
209 316 228
2nd
aHTU-hGPRCLD 9001 379 70
W30 TUII
MBIIVMHOT'O 60 82 65
aHTHTEeJa
HeOoKpalleHHEN 44 50 33

3aBUCHUMHIM OT KOHIEHTpaluuM NOpoduiib CBA3HBAHUA KaXOoT'o U3
BHOpaHHEHX mAb npoTtms kKJjgeTok HEK293, BKCHpeccupymrx  GPRC5D
UeJIoOBekKa, U HeTpaHCOMUMPpOBaHHHX kJeTok HEK293 omnpemensanm cC
nomMomelo FACS (omur. 1). HabiaomanaM, dYTOo Bce mAb CcBA3HBanTCS C
GPRC5D uyejyioBeka 3aBUCUMMBEIM OT HO3H ofOpaszoM. Takxe HaOIOOalIM, YTO
TPHU mAb GC5B36, GC5B168 n GC5B205 CBABEBATCA C
HETPaHCOUMIMPOBAHHEIMK  (HYJIeBEIMM GPRCL5D) kjnerkamm HEK293, u wux
MCKJIOUNIIN ns upca [IPUOPUTE THHX BCJIEOCTBME 3TOTO
HecCcneuudnuuecKkoTo B3aMMOIEMCTBUA C KIIeTKaMU.

Ocrapmmecsd 14 mAb OBLIIN OTOBPAaHE o4 [IOJIyYeHu g
Oucneun@mMueckux aHTUTeJs CD3B219 ¢ mJjgeuom kK CD3 wm B23M46 cC
HYJIeBEIM IJIeuoM K RSV (Tabiauua 10).

Tabmuiza 10. BsaMMOOTHOmMEHMEe MexXIy uIeHTHudMkaTopamMu (ID) mAb

K GPRC5D m ID OHMCHeuUMPUMUEeCKHMX aHTUTEJI.
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x CD3 x B23 nHynerBoe
ID 6enxa mAb
ID 6ucneumomu. ID Bucnenmomy.

k GPRC5D
aHTHUTEJIa aHTUTeNa
GC5B320 GCDB44 GCDB30
GC5B243 GCDB40 GCDB26
GC5B285 GCDB43 GCDB29
GC5B332 GCDB45 GCDB31
GC5B164 GCDB35 GCDB21
GC5B251 GCDB41 GCDB27
C5B81 GCDB32 GCDB18
GC5B235 GCDB38 GCDB24
GC5B110 GCDB34 GCDB20
GC5B202 GCDB36 GCDB22
GC5B234 GCDB37 GCDB23
GC5B252 GCDB42 GCDB28
GC5B236 GCDB39 GCDB25
GC5B89 GCDB33 GCDB19
OmHO OUCeunudruUuecroe AHTUTEJIO, GCDR38, ocaxmajioch B

npolecce peKoMOMHaUuUM, a »Opyroe aHTureso, GCDB36, comepxalico >

10% arperara. Bce OoCTallbHEle fucreunpruuecrue aHTuTesNa
COOTBETCTBORAJU CTaHOapTHHM KpUTEPUAM BEHICBODOXIOEHUSA, a

fucrneuMdmuUuecKrMe aHTHUTEJa HYJIEBOTO IlJleda OBJIM [PpOoaHaJM3UPOBAHE Ha
NIpeIMET BaBUCANETO OT KOHIEHTpallMM CBA3EBaHMUA C KJIeTkamm HEK293,
srcnpeccupyromyuMmu GPRC5D uenoBeka (dur. 2).

Habmapooanu, dYTO BcCce OUCIeUudpuudecKre aHTUTeJla CBS3HEBaJIMCh
3aBUCHMMEIM OT HOO3H oOOpa3oM. B KauecTBe aHTUTeJa IJIA CpaBHeHUSA
CBA3HEBaHMA BKJIOUMIM GCLHB320 C LeJbl NOHMMaHMA pPa3HUIE CBA3HBaAHUA
MexIy IOBYXBaJIEHTHEIMM mMAbL M  OIOHOBAJIEHTHHMM  OMcIelndUrueCcKUMHU
aHTUTEJIaMH . B KauecTBe aHTUTeJa OoJIs CpaBHeHUS CBA3LIBAHMSA
BrIUMIM GCDB44 ¢ 1ueJyblo I[IOHMMAaHMA pPas3HUIE CBA3EBAHUA MeXOy
Oucrneuu@MUecKMMM aHTUTeJlaM K CD3 m mAb HyJleBoTO ILjleda K RSV,
OxmumaeMoe CHMXeHMe HabgomaeMolM ad(dMHHOCTM CBS3HBAHMSA HaOoOOaln
npm cpaBHeHMM mAb GCLHB320 ¢ BucneumpmueckumMut aHTuTedammu GCDB30 u
GCDBR44. Kpome TOTO, HabJmonauan, uyTo GCDB44 (BucneunpmUUueckroe

AHTUTEJIO K CD3) uMeeT HEMHOTI'O DoJiee BEICOKYIO addMHHOCTE
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CBA3EBaAHMA C kJeTkaMu ¢ GPRC5D uejyioBeka [0 cpabHeHM®© ¢ GCDB30
(BucnenmprMueckoe aHTUTEJIO HYJIEBOTO IIedya k RSV), IeMOHCTPpUPYS,
UTO IJIeUo aHTuTeJ K CD3 HOoOJOKMTEeJILHO BOo3OeMcTByeT Ha CBA3LBaHUe
C 2TOV KJIETOUHOMW JIMHMUEMN.

[TaHe B OUCIelInMPUUIECKMX AaHTUTEJ TakKxXe [NpodMIMpoBasM  Ha
npelMeT CBA3HBaHMA I[I0 CpaBHeHU C KJjeTkaMy MMIR m H929, KOTOpEHEe
DHIOOTEHHO BKcHOpeccupyoT GPRCLHD  (dur. 3). Ilpoduik CBA3HBaAHUA
OUCIIeUNPNUECKMX aHTHUTeJl Ha kJjJeTkax MMIR wn H929 cpaBHMEBaJIM CO
CBEPXBKCIPECCUPYIINMA GPCR5D yeJioBeKa KJIe TKaMM1 HEK293 "
HeTpaHCOUUMPpOBaHHEIMM KJleTkaMu HEK293 ¢ nomomel FACS. Habiwonasu,
yTo OUcCreunudpmuuecKme aAHTUTEIa CBA3BEBAKTCA C GPRC5LD,
DKCIIPECCUPYEMEIM BHIOTeHHO Ha KJeTkax MMIR m H929, c nomManazoHOM
3HaueHuM adpduHHoCcTM. Hambojiee BLHICOKOe CBA3HBaHMe Habjojgalu C
KJIeTKaMM HEK C GPRC5D yeJIOBeKa, KOTOpPHE B BUIE
CBEepXBKCIpecCcUupyeMor CcTadbuiIbHOM KJISTOUHOM JIMHMM MMEeT HaMHOTO
foJiee BECOKYK IIJIOTHOCTB PELEeNTOPOBR, dYeM KkKJaeTkym MMIR wmmm H929.
GCDB37, GCDB38, GCDB32 wm GCDB41 He ObUIM BHOPAaHHE BCJEOCTBUE
HM3KOM addMHHOCTM CBA3LHBaHMA, HabjogaeMo¥ IOJa KJIeToxk HS929 u
MM1R.

BaBucumMass or T-KIETOK LIMTOTOKCHMYHOCTL in vitro

[TaHe B fUCneunMPUUEeCcCKMxXx AaHTUTEJ 3aTeM [OpodMIMpoBasM  Ha
openMeT aKTMBHOCTM C IIOMOMBI aHaJlMs3a olIocpedoBaHHOM T-KJIeTKaMM
LIMTOTOKCUUYHOCTM, MCIOJIL3YSA KIJIeTKM-MumeHm HO929 m MMIR (dur. 4 A u
B, Tabmmua 11). BxkpaTie, KJIeTKM-MumeHwm (H929, MM1.R, OPM2, LP-1
¥ KJeTKM J[JJayiu WM poauTesJibCkMe kJIeTku HEK m kjgeTkm HEK+GPRCLHD)
MIONCUMTEBAJMN, u 10 MUJIJIMOHOB KJIETOK HEHTPUDYTUPOBAJIN co
CKOpOCThI 1350 o00/MMH B TeueHMe 3 MUHYT, a KJITOUHHNM 0CaloK
pecyclieHnupoBaiu B 1 MJI pas3BeleHHOI'o pacTsopa CFSE (kKpacuTelb
oJyga oueHkM npomnpepanmm CFSE CellTrace BoOCCTaHaBJMBaJIM B 18 MKII
crepuiisHOTO  IIMCO, n 1 wMrJg pacrTeopa paszbaebjgsim B 10 M
crepmyibHOTO @OCB) © uMHKYOMpPOBaAM IOIPM KOMHATHOM TeMIepaType B
TeueHMe 8 MMHYT B TeMHOTe. Ilocjie MHKyOGaumm 1 myi HI FBS pmo®aBiidim
K KJIEeTOUHOM CYCHeH3UM o4 OJOKMPOBKM M3OHTKa CFSE. KileTkM OBaXIH
npoMeBaM B RPMI-1640, wmcnosaesys FBS 10%. Ilocjse paszsBeneHusa B 10

MJI RPMI KJIETKHU IIOOCUMTEBAJIN, a KMBHECIIOCOOHOCTE KJIIETOK
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brvkcupoBanmmM B TIPOTOKOJe. KieTku pas3Boamian no 2,2x10°5/mi wu

UHKYOUPOBAJIM MpU TemrepaType 37°C IO NpUMeHEeHMI.

[Man-T-KJEeTKM OT  HOPMAaJBHEX  IOHOPOB  pPasMOPaxXuMBaIM  IIpU
TeMnepaType 37°C Ha BoOAHOM 0OaHe, ¥ 3aTeM KJIEeTKU LeHTPUQYTHUPOBAJIU

co ckopocTbio 1350 o06/MMH npu TeMmreparType 4°C B TeueHMe 3 MMHYT.

HamocamouHEle XUIOKOCTM YIaJIg4JIiM WM BOCCTaHABJIMBAJIM B noMTaTejlbHOM

cpene npu KOHILIeHTpaluu 1,1x10"%6/MJ1. 2x1075 KJIeTOK—MHUIIeHEeN
noGaBJgaIM B JIYHKM 96-JIYHOUHOTO IIJlaHmeTa ¢ U-oOpa3HEIM JHOM C
nocjenyiomuM nodaBJieHMeM OJokaTopa Fc (OO0 KOHeuHOM KOHLeHTpaluum 2
MT/MJI) . Bce KJIETOUHHE JIMHUN VMHKYOUPOBaJIM npu KOMHaTHOM

TeMIlepaType B TeUeHUe 10 MMHYT OJIA GHOKI/IpOBKI/I aAKTMBHOCTU FcC-

pelenTopa. B JyHKM 100O0aBJIAJIU 1x10°5 T-kJjeToOK (cooTHOmMEeHME
s0pexkTOp :MUMEeHE 5:1) . IlocJle CMellMBAHMSA KJIeTOK-MUIleHeM ¢ T-
KJIETKaMM B KaxXIyio JIYHKY no0aBJIAIN 20 MKJI pasBelleHHEBIX

frucneumudmuueckmx aHTUTes kK GPRCHDxCD3. Bucnenumpmuyeckme aHTUTeJa K
GPRC5DxCD3 pas3BOOMJIM MO0 KOHIeHTpauumu 800 wmxr/mia  (10X) B OCB.
TuTpoBaHMe BEIIIOJIHAJIN, MCIIOJNILE3Y 4 4d-KpaTHEe ocjyienoBaTeJIbHEE

pa3Benenrsa B PBS B 96-JIyHOUHOM IUJlaHmeTe ¢ U-oOOpas3HEM [OHOM.

IIocJIeDHOK KOJIOHKY OCTaBUMJIM TOJIBKO IOJid onmHoro @©CB (KOHTpPOJIb
Hecymer cpend) . I[JIaHmeTH MHKYOMpOBaIM NOpU Temrepatrype 37°C c 5%

CO, B TeueHMe 48 UacoB.

Uepes nBa OHA (48 4Yacoe) IUJIaHWIeTH LeHTpUdyruporasgmu, u 100
MKJI HaJOCalOUYHEIX KUOKOCTEeW XpaHWJIM IIpu TeMIepaTtype -80 C nomug
aHaJlM3a BHCBODOXIOEHUS LUUTOKMHOEB. KieTku nOpoMueaju B 200 Mrjg @CB
M MHKYOMpoBaiX B 50 MKJ KpacUTeJd OIS BHABJEHMSA XU3HEeCIIOCOOHEIX
KJIeTOK B OJjmxHeM MK-muanaszsoHe (paseeneHue 1:200) M aHTUTe] K
CD25, KOHBOIMPOBAHHEX C QUKOspUTpHMHOM (PE) (paseenenHue 1:50), B
TeueHre 20 MMHYT IIpM KOMHATHOM TeMrepaType. BHOCIEOCTBUU KJIETKU
INIpOMHEAJNIM OIOMH pa3 B 200 Mg OydepHOoro pacTeopa noJjsa FACS, a
3aTeM paszpomuiim B 150 wMra OydpepHOTO pacTeopa s FACS. KieTkwu
aHaJIM3UPOBaJIM C MCIoJb30BaHMeM FACSCanto II wm FlowdJo 7.6 B
OTHOMEHUN LIUTOTOKCUUHOCTM IJA MUIleHeM (% MumeHel) M T-KJIeTOUHOU
akTupaumy CD25+ (% oxumBHX T-wrjeTok). IlocTpoeHMe TpadmUKoB WU
IIOATOHKY OaHHHX BHIIOJHAIM B NOpoTrpaMMe GraphPad Prism 6 C IIOMOMBI

HeJIMHeWHO’ perpeccum C byHrLMEN [IepeMeHHOT'O YITUIOBOT'O
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KO3ddULIMEeHTA (ueTHpe napaMeTpa), MCIIOJB3YS METOL  HaMMeHBIMX
KBaIpaToB.

Tabmuiza 11. CpemHee 3HaueHue ECsg, paccuMTaHHOe Ha OCHOBE
OlLIeHKM OIloCcpenoBaHHOM T-KJIeTKaMM LIUTOTOKCHMUHOCTM OMUcHeludruueCcKUx

aHTuTesl K GPRC5DxCD3 ¢ mIOMOULI KJIeTOoK-MUMeHel H929 m MMIR.

EC50 GPRC5DxCD3 (HM)

PamxmpoBaHMe
ID 6ucnelmomu.
H929 (n=5) MM1R (n=3) (cpennee)
aHTUTEJNA
H929/MM1R
GCDB32 0,39 £ 0,3 0,12 =+ 0,1 2/1
GCDB33 4,29 £ 1,28 0,8 £ 0,18 7/6
GCDB34 2,13 £ 0,93 0,77 £ 0,24 5/5
GCDB35 1,39 £ 0,84 0,74 £ 0,32 4/4
GCDB36 5,2 + 0,93 4,22 + 0,55 8/9
GCDB40 1,2 £ 0,92 0,52 + 0,38 3/3
GCDB41 H/I 2,58 + 0,15 10/8
GCDB43 0,36 £ 0,41 0,21 £ 0,29 1/2
GCDB44 10,29 + 2,65 4,41 + 0,29 9/10
GCDB45 2,25 + 1 0,91 £ 0,93 6/7

Bce OucnenumudmUuecrre aHTUTEeJIa ABJIARTCA AKTHBHBEIMU npu
oriocpelloBaHHOM T-KJIeTKaMM VYHUUTOXEHMM KJeToK H929 ¢ HabJmomaeMbM
oManas30HOM aKTUMBHOCTM (Tabimua 11). AHAJOTUUHEM PaHTOBHEM IIOPANOK
Habojgalu OJsa o00eux KIJIeTOUHHX JMHMM. TeM He MeHee ©0oJiee HUBKYIO
ECsy Habimomaam B 2 KJeTkax MMIR. NHTepecHO, uTo addMHHOCTE
CBASHBaAHMA HeoBd3aTelIbHO KOppelupyeT ¢ aKTMBHOCTBEI B aHajlus3e
ommocpenoBaHHOM T-KJIeTKaMM LUMTOTOKCHMUHOCTM. HanpuMmMep, B aHaJlusze
HUTOTOKCUUYHOCTM GCDB44 ©Owjio OucIeUuMdUMuecKMM aHTUTeJIOM C CcaMon
BHICOKOM addMHHOCTBLI CBASBBAHMA, HO C CaMOVM HM3KOM aKTUMBHOCTLI. B
TO BpeMsa kKak GCDB43 co CXOIHOM, XOTh M HeMHOTo 0OoJiee HU3KOM,
adOMHHOCTEIO CBA3HBaHUA OBLIIO HauboJiee aKTVBHEM B aHaJmse
HIUTOTOKCHUUHOCTH .

Ong ouUueHKM  OYHKIMOHAJLHOM  IIepeKpeCTHOM PeaKTHMBHOCTHM C
GPRC5D gBaHCKOTO MaKaKa IIaHeJlb ONCIelIMOUMUEeCKMX aHTUTEeJI 3aTeM

IpoOUIMPOBAJIN Ha npenMeT OIIOCPEeOOBAHHOM T-KJIe TKaMU
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HMTOTOKCUMUHOCTM M aKTMBalMM T-KJIETOK C TIIOMOmbI KJIeTok HEK293 c
GPRCLD sgBaHcCKOTO Makaka (dur. 5A wm B). Bce ©OucneumpmueckKue
aHTUTeJla OBJIM aKTUMBHHEMM B 3TOM aHallu3e, XOTd HabJoIalM IMalla30oH
AKTMBHOCTM B OTHOIEHUM KIJIETOK, >»KCcIpeccupyrommux GPRC5D+ gBaHCKOTO
MakKaka.

SbdexTMBHOCTE in vVivo

BaTeM OBUIO NPOBEeIEeHO CPaBHUTEJIBHOE MCCJelOoBaHMe Iin Vivo oA
IIOHMMAaHMSA aKTHMBHOCTM 1In VIVo 9STHUX OMCHeUMPUUeCKMX aHTUTeJ K
GPRC5D x CD3. GCDB32 m GCDB35 (dmr. 5 A m B) Owuiv BHOpaHH JId
TeCTUPOBAHMA B NPOOMIIAKTUUECKOM MOOeJ M onyxoJiu HO929. Kiertxku HO29
MMIIJIAHTHUMPpOBaJIM MeIIaM NSG udepes OIOHY HeneJwn Iocje MHBekiuy MKIIK
yeJIoBeKa. OBbpaboTKry oucreuudpmUUe CKMUMM aHTUTeJIaM HauyMHAaJIN
OOHOBPEMEHHO C MMIJIaHTallMel KJeTok H929 um OpomoiikalM Kaxoee 2
i 3 nHAa (OoOMH pas B 2 IOHA WMJIM OIMH pas3 B 3 OHA) B moze 10 MKT,
1 Mmr u 0,1 MKI'/AXMBOTHOE - BCEIO IATh o0O0paboTok. B KaxOoM IpyIne
OHJIO MCIIOJIE30BAHO II0 HOecaTh Mbemel, a OCE BKINUMIM B KadecTBe
KOHTPOJIA Hecymel cpemns. O00paboTky OpeKpaTuaM B HeHbp 11, a
ucciegopaHre OBJIO IIpeKpameHo Ha 25 meHp (dur. 6 A m B) miam Ha 26
IOeHb (dur. 12 A-D) . Bce aHTUTeJa K GPRC5D X CD3,
IPOTECTUPOBAHHEE B HAaHHOW MNPOOMIAaKTHMUECKOM MoIesu, okaszaiam 100%
MHTUOUPpOBaHME pPOCTa ONyxXOJM IIpM MCHoJdb30BaHMM moz 10 wm 1
MKT/XMBOTHOE, 3a MUCKJIoUYeHMeM GCDB35, KOTOpoe MNPOOeMOHCTPUPOBAJIO
npubmM3nuTeEHO 80% MHI'MOMpPOBaAHME pOCTa OIYXOJM IIPpM MCIOJb30BaHUM
Oo3u 1 MKT/XMBOTHOe. IIpM MCHOJIL30BAHMM ITO3H B OEeCATh pas3 HUXe
(0,1 MKI'/XMBOTHOE) 3TU OUcCreuudmUUue CcKue aHTUTeJa
IIPOOEMOHCTPUPOBAIM Pa3JIMUHYK CTeleHb 2PQeKTMBHOCTM B IMalla30He
or 10 mo 80% MHIMOMPOBaHUA pPOCTa OIYXOJIM.

BarucumMmas oT T-KJIeTOK LIMTOTOKCUYHOCTE in vitro B
npucyTcTBumM OjoxaTopa Fc

IOios Toro dYTOOH MNOJYYMTH [IPeICTaBJIEHME O CIelMOUMUHOCTU
HalleJuBawmero IJieda kK GPRCLHD, naHens OUCHEUMOUMUECKUX aHTUTE K
GPRC5DxCD3 3aTeM OIlEHMBaJ M C IIOMOmMBI aHaJlM3a LIUTOTOKCHUYUHOCTU C
[IepeHalnpaBJIEHUEM T-KJIETOK B IPUCYTCTBUN Fc-6Jioka. 3ToT
DKCIIEPUMEHT MMEJI pellapimee 3HadeHMe OJIS IIOHMMaHUMA CIHelIUMOUUHOCTH,

IIOCKOJIBKRY KJIIeTKaMM-MMIIeHAMM OJIA GMCHeLU/I(]_)MT{eCKMX AHTUTeJI ABJIAKRTCHA
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B-kijieTkH, SKCIpeccUupylmme CIIOCOOHOCTB PELIEITOPOR Fcy
B3aMMOINENCTROBATE C Fc-uacTrio OucneundmuUIeCcKroro aHTUTEIa B
a”Hanuse in vitro. B a”Hanuse OIIOCPEeNOBaHHOM T-KJIeTKaM1
HIUMTOTOKCUUHOCTU HabJonaan COBUT AKTUBHOCTU oJiAa pana
BucneumndrMUuIeCKUx aHTUTEJ, [IPU STOM HauOOJNBIMM CAOBUT HaOJOIaln IJg
GCDB40 m GCDB34 (dmr. 7A-7TB).

3aTeM  BEHIIOJIHUIIU HellOCpeICTBeHHOE M3MepeHue CBA3SEBAKIMX
B3aVMONeCTBUN MeXIy YeTEpbLMA HauboJee aKTUBHEIMU
OucneundmuueckuMmn aHTHUTeJamMm (GCDB32, GCDB3L, GCDB40 m GCDB43) m
pelnentopamu Fcy (dur. 8A-8D). g KaxZIoI'o W3 pPelelTopos Fcy wu
OUcneundmUUIEeCcKMx aHTUTEJI, I[IePEeUMCJIEHHEX Bblle, OBJI [IPOBEeNEeH OIOUH
payHn aHaJms3a Alpha Screen. Bce o060pa3lH aHalM3MpOBalM B IBYX
NoBTOpHOCTAX. Ha FcyRI ueTHpe OMCHeUUMPUUECKHMX AHTUTEJa BenoyT celb4d
kak B2IM hIgG4 PAA. To eCTb OHM He [ABJAKRTCSA KOHKYPEHTHEMM B
BoJiblmeM CTeleHM, YeM COOTBEeTCTRYKNUM MW30TUINIMUECKUM KOHTPOJE.
AHaJIOTUUHEE pPa3JIMuMsa Takke HaOJoIOaJIMCh MexXOy KoHTpoJieM hIgGl WT
(OIMKOTO TUIla) U YeTHPbBMA OUCHeUMPUUeCKMMM aHTUTeslaMu Ha FcyRIIIa,
npudeM GCD43, Kak ¥ MW30THUIMUECKUNM KOHTpoJib IgG4APAA U IOpyTue
fucneunupmuuecKme a”HTuTeINa, MeeT HECKOJIbKO BoJiee BEICOKYIO
abpmuHOCTE kK FcyRIITa. Kaxk Ha FcyRITIa, Tak m Ha FcyRIIb uetTrepe
fUcrneuMdmuUuecKMe aHTUTEeJa KOHKYPUPYRT B CcJelyloleM nopanke: GCDB40
> GCDB32 > GCDB43 > GCDB35. GCDB40 ABJIAETCHA HauboJiee
KOHKYPEHTHEM WJIM CBA3HBAEeTCS C CaMOM BHCOKOWM abddmMHHOCTR C

FcyRITIa m FcyRIIb. &dakTmuecky, GCDB40 koHKypupyeT Ha FcyRIIa wm

FcyRITb B TOoM Xe cCcTeneHy, UuTo M hIgGl WT, momTBepxiasd HabJmoIaeMBI
COBMI' aKTUBHOCTH, HabmooaeMell B aHaJlM3e  OlocpeloBaHHOM  T-

KRIJIeTKaMM1 IMTOTOKCHMYHOCTM I1pm BKJIOUEeHNM GHOKI/IpOBaHMF[ Fc.

BcylencTBMe HeOXMIOAHHEIX B3auMonelcTBuyil ¢ FcyRIIa m FcyRIIb GCDB4O
He OBJI I[IPOOBUHYT.

AHann’s KOHKYPEHTHOI'O OMHHMHIA

OueHveagu mAb k GPRCSHD Ha OpelMeT KOHKYPEHTHOI'C CBSA3HBaHMUA
MeXny HUMMM C kKiIeTkamMu C GPCR5D uenoBeka. BkpaTlle, KIETKM [IOCEANN
B KoOHUeHTpaumm 50 000 kJeTok/JYHKY B 50 MKJ Cpelbl M IaJld OCeCTb
B TedueHMe 90 MMHYT IIpM TeMllepaType 37C. 3aTeM JYHKU OJOKMPOBAJIU

c noMombi 3% BSA B TeueHMe 1 uYaca OpM KOMHATHOM TeMIeparype.
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Metunmu mAb pyTeHurt (II) TpUC-OUOMPUOMHOM, N-THUIPOKCUCYKUIMHUMMIOM

(Ru-meTka) B COOTBETCTBHMIM cO CTaHIOapTHEMM InpouenypaMit. B

OTOeJIEHOM 96—ﬂyHOqHOM IIJIaHIIeTe 5 MKM KOHKYPEHTHOTI'O

MOHOKJIOHAJIEHOT'O aHTHTeJla MHKy@MpOBaHM C 50 HM Ru—-MeueHHOTO

MOHOKJIOHAJIBHOTI'O aHnTmuTesla. BHOKMPYDMMﬁ pacTeOpP YyoaJlAaJn nus

KJIETOUHOT'O IUJlaHmleTa ¥ HDoOaejsaian 25 MKJ pacTeopa Ab. IlnaHmeTE

MHKy@MpOBaHM B TedeHVe 1 daca I1pm KOMHaTHOM TeMIlepaType CO

BCTpAXMUBaHMEM. [lOCJle TPeXKpaTHOI'O IIPOMEBAHMA ILJIAHIETOB C IIOMOWBLI
OCB Do0aBIIAIN 150 MKJI Oydepa o4 CUMTEBaHuA  MSD (Ges
[IOBEPXHOCTHO~aKTUBHEIX BelleCTB) n BHIABJIAJIN CBS3EBaHNE Ru-

MEUEeHHOT'O aHTUTeJla C [IOMOILBK IIJIAHMEeTHOIT'O puoepa MSD.

Bce mAb npuMHaIJeXaT K OIOHOM M TOM Xe TIPYIle KOHKYPeHINM,

ToJIbKO GCLH5B420 wm GC5B421 He TMOJHOCTBK KOHKypupyoT c GC5HB8I1,
GCHB285 "/ Min GC5HB332 (BmokmpoBaHH < 70%) (Tabjmila 12).
[lpennojlaraeTcsd, UYTO OIOHOBPEMEHHOE CBA3HBaHMe OByX mAb ¢ GPRC5HD
MOXeT OHTE CTepMUYeCKM HEBO3MOXHO C ydeTOM HeDOJBIIOTO pas3Mepa

BHEKJIETOUHOTO HoMeHa GPRCLHD mo cpaBHeHMIK C pasMepoM mAb.

Ta6nmua 12. BMHHMHI' SIMUTOIIOR 1P KOHKYPEHTHOM CBA3EHBAHNM

mAb k GPRC5D. OueHmepasgu mAb k GPRC5D Ha OpelMeT KOHKYPEHTHOI'O

CBA3LIBAHUA MeXIy HUMNA C KJIeTKaMU cGPCRLD yeJIOBeKa (+/-
=@JiokMpoBaHmue < 70%) .
NneHTUudUKaTOP
GC5B81| GC5B164 | GC5B285 |GC5B332| GC5B420 | GC5B421

mADb
GC5B81 + + + + +/- +/-
GC5B164 + + + + + +
GC5B285 + + + + + +/-
GC5B332 + + + + +/- +
GC5B420 + + + + + +
GC5B421 + + + + + +
GC5B243 + + + + + +

Mpummep 4. COBIAHME AHTUTEJI w GPRC5D ¢ MCHOJNLSOBAaHUEM

TeXHOJIOI'N PM6pMnOMH

Tpou
XBOCTa IIaszmmupoHor IOTHK pCMV6-neo

IoJIHOpasMepHu GPRCLD uyesyoBeka,

MBI

Balb/c

VIMMYHM3VPOBAJIMN

B noHm O,

BHYTPUKOXHO Y

(mpoMoTOop CMV),

OCHOBaHIMA

SKCHpeCCMpymmeﬁ

10 m 20. B 1meHn 59
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MBIIAM IpOBeJIN NTOTOBY BHY TPUOPKIMHHYIO n BHYTPUBEHHY
VMMY HM 3 a1l KJIe TKaMM KPBEICHMHOT'O 0az30dUIILHOTO JIeMKo3a (RBL),
CBEepXBKCIPpeCCUpYIUMMY [IoJIHOpas3MepHell GPRCLHD uejjoBeka. B meHb 63
cobpanu JMMpaTHUUECKMEe Y3JIEl M CeJIe3€HKM, BHIIOJHUIM oboTalleHre B-
KJIETOK WM KJIEeTKM WMCIOJB30BaIM nIJg TI[oJdydeHuda ~3500 1wmubpmiooMm,
CeKpeTUpyKmux mAb.

[IPMUMEP 5. [NIPEIBAPUTEJIBHOE OIIMCAHUE CBOMCTB AHTUTEJN K
GPRC5D, IIOJIYUEHHEIX C MUCIIOJIBBOBAHUEM TUMBPUIOMHOM TEXHOJIOTUA

CeasmBaHue ¢ GPRC5D

Brul BHIIOJIHEH CKPUMHMHIT ITMOpMIOM C IHoMombld FACS Ha HOpenIMeT
CBA3EBAHUA Kak C KJIeTKaMM1 RRL, Tax " C KJIeTKaMM1 RRL,
BKCIPpeCCUPYRIIMMA GPRC5D yeJiIOBEKaA. Paccuuraimu COOTHOIIEHME
CKOPPEeKTUpPOBaHHOM 1o QoHy CHUD CcBA3HBaHMA mMAD ¢ KJIeTKaMu
GPRC5D RBL OTHOCHUTEJIEHO HETPaHCOUMUMPOBAHHEX KJeTOK RBL, u Jjmodon
obpaszel, C COOTHOWEHMEM CBA3HBaHUA OOJlee 3 CUUTAJICA I[IOTEHIMAJLHO

[IOJIOXUTEJIEHEM ., [[eBAHOCTO LOeBAThH PM@pMHOM MMeJIM COOTHOIeHMe ©OoJiee

3 u OBLIIM oToBpaHH ojid KJIOHMPOBAHMSA v-yuacTKa. Brinm
MIOEeHTUQULIMPOBAHE, CUHTE3MPOBAHEH, DKCIIPECCUPOBAaHH u OUMIleHEL
TPUOLATE OIIHa riocJjlenoBaTeJIbHOCTE mAb. IBa nus3 31 mAb

IPOODEMOHCTPUPOBAJIN CBASLEIBaHUE C KJIeTKaMI RBL GPRC5D BHIIE
doHOBOTO YypoBHA (dmur. 9A m 8B). GCDB390 m GCDB396 OwpulM OTOOpPAHEH
0JIg DBKCIPpeCCUM, OUMCTKM U I[IOJIyYeHUsa OUCIeUUOUUIeCKUX aHTUTeJl C
CD3B219 ¢ rmJjeuoM kK CD3 1OJjsg IODOJy4YeHUA OUCHelUMPUUeCKMX aHTUTeJl
GCDB46 m GCDB47, COOTBETCTBEHHO.

BaBucmMasi or T-KJIETOK LIUTOTOKCUYHOCTB

B aHalM3e ONOCPemOoBaHHOM T-KJIeTKaMM UIUTOTOKCHUUHOCTHU OBLIN
npoaHam3upoBaHe GCDB46 m GCDB47 (dmur. 10A m 10B). OTMEUYEHO, UYTO
o0a OHCHeUMPUUEeCKUX aHTUTeJla OBJIM aKTUBHEMKM, I[IPM DTOM IIOJIYYEHHEE
3"HaueHusa ECsg cocraBygsim 0,67 m 0,1 HM, COOTBeTCTBeHHO. Ha oCHOBe
STUX OaHHEX o0a mAb OwyiM oToOpaHH MOJIA [IPOBeOeHUA JIMOEPHOU
ONTUMM3aLUN BMeCTe C TpeMsa MAD, I[IOJYYEeHHEMM C IIOMOWBK (Qarob.

NIPMMEP 6. OLEHKA, BHBEOP U OITUMMUSAINMA OTOBPAHHBIX AHTUTEJI

[Iare OucCHeIMOUUEeCKMX aHTuTes K GPRC5D Oruir BHOpPaHHE OJI4
JupoepHoW ontuMmMsaluum (GCDB32, GCDB43, GCDB35, GCDB46, GCDB47) Ha
OCHOBE HaHHHX O CBA3HBaHUM, OYHKIMWMK, [IepeKpeCTHOWM PeaKTUBHOCTU U

CeJIEKTMBHOCTHM, IIpeldCTaBJIECHHEX B Tabauie 13.
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Tabnauila 13. ITaHHEIEe 1o JIMOepHON ONITHMM 3ALIUN ojid
frucneuudmuueckMx aHTUTeJ K GPRCLHD x CD3. BucneumdmueckKre aHTUTEJA
OlleHMBAaJM Ha IIpelIMeT CBA3HBAaHMA, OYHKIMOHMPOBAHMA, IIepeKpecTHOMN

PEaKTMBHOCTM M CEeJIEKTMBHOCTIM.

OnocpenoBaHHOoe T-KJeTKaMM YHUUTOXEHUE KIIETOK-—
Beska
MHUIIeHeN
H929 6
GPRC5DxC 3
BJokaTopa
D3 EC50 GPRC5D
CBsasbiBaHME C HS29 EC50 £ |MM1R EC50 &+ Fc mo
ID IBAHCKOTO
GPRC5A, B, C CO (uM) CO (HM) cpabBH. C
Makaka (HM)
BJI0KaTOPOM
Fc
GCDB32 HeT cBASHBaAHUSA 0,43 + 0,29 |0,12 £ 0,01 2,4 0,19
GCDB43 HeT cBASHIBaHMUSA 0,39 £ 0,07 0,54 2,8 0,95
GCDB40 HeT cBASHBaAHUSA 1,2 0,83 [0,52 £ 0,31 5,1 10,61
GCDB35 Huskas 1,39 £ 0,75 |0,74 £ 0,26 2,7 4,65
GCDB34 Her cBaswBaHMsa | 2,01 + 0,74 |0,77 £ 0,09 6,3 1,14
GCDB45 Her cBaswBaHMsa | 2,36 + 0,84 |0,91 £ 0,76 2,2 2,82
GCDB33 Her cBaswBaHmsa | 5,21 + 1,21 | 0,8 £ 0,15 1,5 0,2
GCDB36 Huskas 5,57 £ 0,47 (4,22 £ 0,29 3,35
GCDB46 HeT cBASBHBaHUSA 0,67
GCDB47 HeT cBRAOSHRBaHUSA 0,1
GCDB48 HeT cBRAOSHRBaHUSA 0,17 HeakTHMBHO
HmnepHaH OIITVMM3allAg OulJIa HalleJieHa Ha YCTPpaHeHNe
ITIOTeHIIMAaJIb HEIX PUCKOEB, CBA3aHHEX C HOCTTpaHCHHHMOHHOﬁ

Moououkaumer (IITM) nociaemoBaTeJILHOCTLIO, nJga GCDB32 (poamuTelJbCKoe
mAb GC5HB81), GCDR43 (pomuTesIbCKOE mAb GCHhB285) u GCDB35
(pomuTesibckoe mAb GC5B164), kak ommcaHo B Tabjuie 14.

Tabauua 14, OcnabjieHrMe  NOTeHUMAJBHEX JabujabHocTen  IITM
IOCJIENOBATEJBHOCTENM NOJIS BHIEJeHHEIX C I[IOMOmblR GaroB aHTUTeJ.
[TocmenoBaTeJIbHOCTU CDR Hc [IOKa3aHH C [IOTEeHUIMAaJIbL HEIMA
JadbunpHoCcTAMM IITM HOCJenOoBaTeNIEHOCTEeM, KOTOpHE MNOOUEPKHYTH.

(SEQ ID NO ojg KaxIom OIIMICAaHHOM [IOCJIEDOBaATEJILHOCTH

IpUBEeOeHH B CKOOKax)

ID GPCR5D ID Hc Hc CDRI1 Hc CDR2 HcCDR3
GPRC5D

GC5B81 GC5H40 SYAIS (1) GIIPIFGTANYAQKFQG (5) ESRWRGYKLD (9)

GC5B285 GC5H14 NYWMS (2) GISYSGGSKYYADSVKG AAWDFGRRAVRLDY (30)
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(28)
GC5Bl64 GC5H36 SYWIG IIYPGDSDTRYSPSFQG VYSEGGRHKALEDY (11)
(27) (29)
Bce eapumanTH I[ITM, [$poaHalM3MpOBaHHEEe 1nJa GCLB81, wmmesu

SHadUMTeJIbHOEe CHUMXeHINe a@@MHHOCTM CBA3EBIBaAHMA,

@]

(Tabjmia 15).

Tabauitza 15.

KPMTHMYeCKOM 3SHaUeHMM DS5TO0I'O

oCcTaTRKa

(HC W102)

IOJI4

UTO CBUMUOETEJIBECTBYET

rnapaTola

IlocsmepgoBaTesibHOCTM CDR M @»OaHHBE O CBASLBBAHUU

bubamoTexku IITM GCLHB81. CaWiT MyTaluuM IODOOUepPKHYT. CBA3HBaHMe OBLIO
KJaccupnumposaHo kak CHO® > 10 000=++; CHD® > 1 000=+; CUD < 1000
(SEQ ID NO ojg KaxIom OIIMICAaHHOM [IOCJIEDOBaATEJILHOCTH
IIPMBEeIEeHH B CKOOKax)
ID GPRC5D
ID
TaxeJson | Myraums | He CDR1L Hc CDR2 Hc CDR3 yeJjioBeKa
GPRC5D
nenm (FACS)
SYAIS | GIIPIFGTANYAQKFQG | ESRYRGYKLDY
GC5B427 GCHH199 W1l02Y - -
(1) (5) (31)
SYAIS | GIIPIFGTANYAQKFQG | ESRVRGYKLDY
GC5B428 GC5H198 wliozv - -
(1) (5) (32)
SYAIS | GIIPIFGTANYAQKFQG | ESRGRGYKLDY
GC5B430 GCHH196 W1l02G - -
(1) (5) (33)
SYAIS | GIIPIFGTANYAQKFQG | ESRARGYKLDY
GC5B431 GCHH195 W102A - -
(1) (5) (34)
SYAIS | GIIPIFGTANYAQKFQG | ESRFRGYKLDY
GC5B429 GC5H197 W102F - -
(1) (5) (35)
VccienoBaHusa CBA3HBaAHMA UISHTUOMUMPOBAJM PAI  MyTaluM¥ IOJI4

obomx GC5B285L m GC5HhBle4,

deJIOBeKa

Tabauitza 16.

(Ta®Gjmuel 16 m 17) .

KOTOPHE COXpaHWJIM CBA3EBaHMe ¢ GPRCLHD

IlocsmepgoBaTesibHOCTM CDR M @»OaHHBE O CBASLBBAHUU

bubamorexku IITM GCLHB164. CaT MyTaluMM HOOUEPKHYT. CBA3HBaHMe OBLIO
KJIaccupmimpopaHo kak CU® > 10 000=++; CHU® > 1 000=+; CHd < 1000.
(SEQ ID NO ojg KaxIom OIIMICAaHHOM [IOCJIEDOBaATEJILHOCTH
IIPMBEeIEeHH B CKOOKax)
Ce4ds3EIBaHME
ID
ID ¢ GPR5D
Taxeson | MyTaumsa |He CDRI1 Hc CDR2 Hc CDR3
GPRC5D yeJIoBeKa
nelll
(FACS)
D55A, SYYIG | IIYPGASDTRYSPSFQG | VYSFGGRHKALFDY
GC5B471| GC5H278 - - ++
W33Y (36) (40) (11)
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D55A, SYVIG | IIYPGASDTRYSPSFQG | VYSFGGRHKALFDY
GC5B472| GC5H277 - - +

W33V (37) (40) (11)

D55A, SYFIG | IIYPGASDTRYSPSFQG | VYSFGGRHKALFDY
GC5B473| GC5H276 - - ++

W33F (3) (40) (11)

D55A, SYGIG | IIYPGASDTRYSPSFQG | VYSFGGRHKALFDY
GC5B474| GC5H275 - - +

W33G (38) (40) (11)

D55A, SYAIG | IIYPGASDTRYSPSFQG | VYSFGGRHKALFDY
GC5B475| GC5H274 - - +

W33A (39) (40) (11)

D558, SYYIG |IIYPGSSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B476| GC5H273 - - ++

W33Y (36) (41) (11)

D558, SYVIG |IIYPGSSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B477| GC5H272 - - +

W33V (37) (41) (11)

D558, SYFIG |IIYPGSSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B478| GC5H271 - - ++

W33F (3) (41) (11)

D558, SYGIG | IIYPGSSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B479| GC5H270 - - +

W33G (38) (41) (11)

D558, SYAIG |IIYPGSSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B480| GC5H269 - - +

W33A (39) (41) (11)

D55K, SYYIG | IIYPGKSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B481| GC5H268 - - ++

W33Y (36) (7) (11)

D55K, SYVIG | IIYPGKSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B482| GC5H267 - - ++

W33V (37) (7) (11)

D55K, SYFIG | IIYPGKSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B483| GC5H266 - - ++

W33F (3) (7) (11)

D55K, SYGIG | IIYPGKSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B484| GC5H265 - - +

W33G (38) (7) (11)

D55K, SYAIG | IIYPGKSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B485| GC5H264 - - +

W33A (39) (7) (11)

D55E, SYYIG | IIYPGESDTRYSPSFQG | VYSFGGRHKALFDY
GC5B486| GC5H263 - - ++

W33Y (36) (42) (11)

D55E, SYVIG | IIYPGESDTRYSPSFQG | VYSFGGRHKALFDY
GC5B487| GC5H262 - - +

W33V (37) (42) (11)

D55E, SYFIG | IIYPGESDTRYSPSFQG | VYSFGGRHKALFDY
GC5B488| GC5H261 - - ++

W33F (3) (42) (11)

D55E, SYGIG | IIYPGESDTRYSPSFQG | VYSFGGRHKALFDY
GC5B489| GC5H260 - - -

W33G (38) (42) (11)

D55E, SYAIG | IIYPGESDTRYSPSFQG | VYSFGGRHKALFDY
GC5B490| GC5H259 - - +

W33A (39) (42) (11)

D55Y, SYYIG | IIYPGYSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B491| GC5H258 - - ++

W33Y (36) (43) (11)

D55Y, SYVIG | IIYPGYSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B492| GC5H257 - - ++

W33V (37) (43) (11)
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D55Y, SYFIG | IIYPGYSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B493| GC5H256 N - ++
W33F (3) (43) (11)
D55Y, SYGIG | IIYPGYSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B494| GC5H255 - - +
W33G (38) (43) (11)
D55Y, SYAIG | IIYPGYSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B495| GC5H254 - - +
W33A (39) (43) (11)
SYYIG | IIYPGDSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B496| GC5H253 W33Y - ++
(36) (29) (11)
SYVIG | IIYPGDSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B497| GC5H252 W33V ~ ++
(37) (29) (11)
SYFIG | IIYPGDSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B498| GC5H251 W33F N ++
(3) (29) (11)
SYGIG | IIYPGDSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B499| GC5H250 W33G - -
(38) (29) (11)
SYAIG | IIYPGDSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B500| GC5H249 W33A - -
(39) (29) (11)
SYWIG | IIYPGASDTRYSPSFQG | VYSFGGRHKALFDY
GC5B501| GC5H248 D55A - ++
(27) (40) (11)
SYWIG | IIYPGSSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B502| GC5H247 D558 - ++
(27) (41) (11)
SYWIG | IIYPGKSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B503| GC5H246 D55K - ++
(27) (7) (11)
SYWIG | IIYPGESDTRYSPSFQG | VYSFGGRHKALFDY
GC5B504| GC5H245 D55E - ++
(27) (42) (11)
SYWIG | IIYPGYSDTRYSPSFQG | VYSFGGRHKALFDY
GC5B505| GC5H244 D55Y - ++
(27) (43) (11)

Tabauita 17. IlocinenoBarejbHocT CDR M »maHHEE O CBASLBaAHUU

bubamoTexku IITM GCLHB285. CalT MyTaluMM HOOUEpPKHYT. CBA3HBaHMe OBLIO

KJIaccupmimpopaHo kak CU® > 10 000=++; CHU® > 1 000=+; CHd < 1000.

(SEQ ID NO ojg KaxIom OIIMICAaHHOM [IOCJIEDOBaATEJILHOCTH
IpVBeNeHH B CKOOKax)
GPRC5D
ID ID TaxeJon
MyTaumsa | Hc CDRL Hc CDR2 Hc CDR3 yeJjioBeKa
GPRC5D Henm
(FACS)
D62A, NYWMS GISYSGGSKYYAASVKG| AAYDFGRRAVRLDY
GC5B463| GC5H234 - - ++
W1l01lYy (2) (44) (48)
D62S, NYWMS GISYSGGSKYYASSVKG| AAVDFGRRAVRLDY
GC5B432| GC5H228 - - ++
W1l01Vv (2) (6) (49)
D62S, NYWMS GISYSGGSKYYASSVKG| AAFDFGRRAVRLDY
GC5B465| GC5H227 - - ++
W101F (2) (6) (97)
GC5B433| GC5H223 D62K, NYWMS GISYSGGSKYYAKSVKG| AAVDFGRRAVRLDY ++
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Wil01lv (2) (45) (49)
D62K, NYWMS |GISYSGGSKYYAKSVKG|AAFDFGRRAVRLDY
GC5B434| GC5H222 - - ++
W101lF (2) (45) (97)
D62E, NYWMS |GISYSGGSKYYAESVKG|AAYDFGRRAVRLDY
GC5B435 GC5H219 - - +
W101lY (2) (46) (48)
D62E, NYWMS |GISYSGGSKYYAESVKG|AAFDFGRRAVRLDY
GC5B436| GC5H217 - - +
W101lF (2) (46) (97)
D62E, NYWMS |GISYSGGSKYYAESVKG|AAGDFGRRAVRLDY
GC5B461| GC5H216 - - -
W101G (2) (46) (50)
D62E, NYWMS |GISYSGGSKYYAESVKG|AAADFGRRAVRLDY
GC5B462| GC5H215 - - ++
W101A (2) (46) (51)
D62Y, NYWMS |GISYSGGSKYYAYSVKG|AAYDFGRRAVRLDY
GC5B437| GC5H214 - - +
W101lY (2) (47) (48)
D62Y, NYWMS |GISYSGGSKYYAYSVKG|AAVDFGRRAVRLDY
GC5B438| GC5H213 - - +
Wil01lv (2) (47) (49)
D62Y, NYWMS |GISYSGGSKYYAYSVKG|AAFDFGRRAVRLDY
GC5B439| GC5H212 - - +
W101lF (2) (47) (97)
D62Y, NYWMS |GISYSGGSKYYAYSVKG|AAGDFGRRAVRLDY
GC5B440| GC5H211 - - -
W101G (2) (47) (50)
D62Y, NYWMS |GISYSGGSKYYAYSVKG|AAADFGRRAVRLDY
GC5B441| GC5H210 - - +
W101A (2) (47) (51)
NYWMS |GISYSGGSKYYADSVKG|AAYDFGRRAVRLDY
GC5B442| GC5H209 W101lY — - +
(2) (28) (48)
NYWMS |GISYSGGSKYYADSVKG|AAVDFGRRAVRLDY
GC5B443| GC5H208 Wil01lv - - +
(2) (28) (49)
NYWMS |GISYSGGSKYYADSVKG|AAFDFGRRAVRLDY
GC5B444| GC5H207 W101lF — - +
(2) (28) (97)
NYWMS |GISYSGGSKYYADSVKG|AAGDFGRRAVRLDY
GC5B464| GC5H206 W101G — - +
(2) (28) (50)
NYWMS |GISYSGGSKYYADSVKG|AAADFGRRAVRLDY
GC5B445| GC5H205 W101A - - +
(2) (28) (51)
NYWMS |GISYSGGSKYYAASVKG|AAWDFGRRAVRLDY
GC5B446| GC5H204 D62A - +
(2) (44) (30)
NYWMS |GISYSGGSKYYASSVKG|AAWDFGRRAVRLDY
GC5B447| GC5H203 D62S - +
(2) (6) (30)
NYWMS |GISYSGGSKYYAKSVKG|AAWDFGRRAVRLDY
GC5B448| GC5H202 D62K - +
(2) (45) (30)
NYWMS |GISYSGGSKYYAESVKG|AAWDFGRRAVRLDY
GC5B449| GC5H201 D62E - +
(2) (46) (30)
NYWMS |GISYSGGSKYYAYSVKG|AAWDFGRRAVRLDY
GC5B450| GC5H200 D62Y - +
(2) (47) (30)

Ha oOCHOBaHMM 5TUX OAHHEX O CBASHBaAHUU BBI@paHHBIe mAb OvlIn
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[IOJIYUEeHE B BHUIe OUCISUMPUUECKMX aHTHUTeJ K GPRCLDxCD3 M oOLEeHeHH
Ha IIpeIMeT olocpeloBaHHOM T-KJIeTKaMM LUTOTOKCHMUHOCTM KJIeTok H929
(Tabjmia 18) .

Tabmmiza 18. OyHKUMOHAJLHAA AaKTMBHOCTL BHOPAHHEIX BapMaHTOB

IITM GPRC5D mna GCDB164 m GCDB285

ID
ID Bernka ID HS29 ECso BribpaHHEe
POIUTEJIECKOTO
AA GPRC5D GPRC5DxCD3 (HM) KaK JIMOEPH
mAb k GPRCS5D
GC5B432 GCDB50 1,3
GC5B433 GCDR51 0,81
GC5B285 GC5B434 GCDRBR52 2,81
GC5B465 GCDB53 0,24 XX
GC5B463 GCDR54 3,098
GC5B471 GCDRBR57 3,87
GC5B476 GCDR58 1,24
GC5B478 GCDB59 1,54
GC5B164
GC5B481 GCDB6O 2,94
GC5B483 GCDRo61 1,51 XX
GC5B493 GCDR62 3,1
B aHamsze OIIOCPenOBAaHHOM T-KJleTKaMM LUUTOTOKCUYUHOCTH
HabJonaamn oMarnasoH AKTUBHOCTH, KOTOPEM HeoOa3aTeJIbHO

OPOTHOBMPOBAJICA C IOoMombl HabmoIaeMo¥ addMHHOCTM CBAS3HIBAHUA.
Hanpumep, GC5B465 m GCLHR463, KOTOpPHE CRBA3HBAJIMCE C aHaJOTUYHOM
apdmHHOCTEI C GPRC5D ueJiloBeKa, OTJMUATCS II0 IIOCJIeOOBATEeJIbLHOCTH
TOJILKO 2 aMMHOKMCJIOTaMM (Tabgmua 17), u HadlogalloChb, UYTO OHU
MMenT 12, 5-xpaTHyL pasHny AKTUBHOCTHA rio CPaBHEHU c
fucrneumM@MUeckKyMMM aHTHuTeJaMM K GPRC5D x CD3 (Tabmmua 18). Ha
OCHOBaHMM OYHKIMOHAJIEHEX OaHHHEX GCbHB465 m GCLH5B483 OvUIM BHOPAaHHE B
KauecTBe OTITYMU 3UPOBaHHEIX mocjienoBaTeJIbHOCTEN oJisa GCbhB285
(GCDR43 kak Oucneumpmueckoe aHTHUTeJIO kK CD3) m GChB164 (GCDB35
Kak Oucneumpmueckoe aHTUTeJIO k CD3) .

TaxXe BHIIOJHWIIM aZalTaluio UYeJIOBEUeCKOI'0 Kapkaca Jisa mAb Kk
GPCRLD, TMOJYUEeHHHX W3 MbIMHOM TtubpuIoMel (GC5B390 mu GCL5B396 wmim
GCDB4 6 u 47, Kak OUCIIEeUUPUUIECKOE AHTUTEeJIO K CD3,

COOTBETCTBEHHO) . VccienoBaHU A CBA3EBIBAHMA I/I,HeHTI/I(l)I/ILU/IpOBaJ'H/I ran



KapKacoeB IOJI4

COXpaHWIIM CBA3HEBaHUe C GPRCSHD uesioBeka

Tabmauiza 19.

GC5B396
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" OIOVIH

Kapkac

IOJI4

(Tabjmia 19).

GC5B390,

KOTOPEE

IHaHHEIe O CBA3LBBaAHUM U (])yHKLLMOHaJ'IbHBIe IOaHHBEIe IIO

amanTauumu UeJIOBEUeCKOTO Kapkaca OUBINOTEK mAb K GPCR5D,
IOJIYUYEeHHEIX U3 TIUulpUOoME. CBsA3BBaHMe OBJIO KJIaCCUOMUMPOBAHO Kak
CU® > 10 000=+++; CUD > 5 000=++; CUD > 1 000=+; CHD < 1000.

ID ID AA ID ID GPRCHD ID HS29
POOMUTEJIECKOTO mAb TAXeJION | JerkoM | dejoBeka | GPRCSD | EC50
mAb x GPRC5D GPRC5D Lerm Lenm (FACS) xCD3 (M)

GC5B541 | GC5H241 | GCLHL58 |+

GC5B540 | GC5H240 | GCHL58 | +++ GCDB69 | 0, 58
GC5B539 | GCHH242 | GCLHL58 | ++

GC5B538 | GCH5H243 | GCLHL58 | ++

GC5B537 | GC5H241 | GCLHLL7 |+

GC5B536 | GC5H240 | GCLHLL7 | +++ GCDB68 | 2,51
GC5B535 | GC5H242 | GCLHLL7 |+

GC5B534 | GC5H243 | GCLHL57 | ++

GPRC5D B396

GC5B533 | GC5H241 | GCLHL56 |+

GC5B532 | GC5H240 | GCLHL56 | +++ GCDB67 | 0, 61
GC5B531 | GC5H242 | GCLHL56 | ++

GC5B530 | GC5H243 | GCLHL56 | +++ GCDB66 | 1,41
GC5B529 | GC5H241 | GCLHL55 | ++

GC5B528 | GC5H240 | GCHL55 | +++ GCDB65 | 1,01
GC5B527 | GC5H242 | GCLHLL5 | -

GC5B526 | GCH5H243 | GCLHL55 | ++ GCDB64 | 1,5
GC5B525 | GC5H279 | GCLHLL3 | -

GC5B524 | GC5H237 | GCLHLL3 | -

GC5B523 | GC5H238 | GCLHLL3 | -

GC5B522 | GC5H236 | GCLHLL3 | -

GC5B521 | GC5H279 | GCLHLL2 | -

GPRC5D B390

GC5B520 | GC5H237 | GCLHLL52 | -

GC5B519 | GC5H238 | GCLHLL2 | -

GC5B518 | GC5H236 | GCLHLL2 | -

GC5B517 | GC5H279 | GCLHL51 |+

GC5B516 | GC5H237 | GCLHL51 |+
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GC5B515 | GC5H238 | GCHL5T | ++ GCDB63 | 0, 52
GC5B514 GC5HZ236 | GCLHL51 |+
GC5B513 GC5HH279 | GCHL50 | -
GC5B512 GC5H237 | GCHL50 |+
GC5B511 GC5H238 | GCLHL50 |+
GC5B510 GC5HZ236 | GCHL50 |+
GC5B509 | GC5H279 | GCLHL49 | -
GC5B508 GC5HH237 | GC5L49 |+
GC5B507 GC5HH238 | GCLHL49 |+
GC5B506 | GC5H236 | GCHL49 |+

Ha OCHOBaHMM »OaHHHX O CBS3HBAHMM HECKOJIBKO MOHOKJIOHAJBbHEX

aHTUTeJl k GPCRL5D OBUIIM MOJIYYEHH B BHIe OHNCHEUMPUMUECKUX aHTUTEeJ K

CD3 u OlleHEeHH Ha npenMeT OnoCpenoBaHHOM T-KJIeTKaM1

LHUMTOTOKCHUUYHOCTM KkJiIeTok HO929 (rabimua 18). OVHKUMOHAJILHEIL aHaJIu3

uneHTuomuumMpoBaJ GCDB63, GCDBR67 m GCDB69 B KaudeCTBe aKTUBHEX

[IOJIHOCTBI TYMAHM3UMPOBAHHHX OMCIHEeUMPUUECKUMX aHTUTesl K GPRCLHD x
CD3. Ha mAb K

GC5B515,

OCHOBEe 5BTUX OAHHEIX COOTBETCTBYIINME GPRCGLD,

GC5B532 m GC5HBR540, Opbuir BHOPAHE B KadeCTBE I[IOJIHOCTBI

TYMaHM3UPOBAHHHX IIOCJeNoBaTeNlbHOCTer naa GC5B390 m GC5B391.

3aTeMm BEITIOJIHWMIIM OOIIOJIHMTEeJIBHYIO JIMOEPHYIO OIITVMMNM 3 allVO

IIOJIHOCTEIO I'YMaHNM3SMPOBaHHEX HOCHGHOBaTeﬂbHOCTeﬁ, HalleJIEHHY Ha

YCTpaHeHMe IIOTeHIMaJIbHEIX PHMCKOB, CBASAHHEX C HOCTTpaHCHHHMOHHOﬁ

MoIMPUMKALIMM IIocJemoBaTeJlbHOCTeM, mJjg GC5B515, GC5B532 m GCDB540.

Brula noJiyuyeHa MyTallus G56S B IIOCJeIOBATEJILHOCTHM TSXeJION LelM IJIS

YyCTpaHeHMs I[IOTEeHLIMAJIBHOT'O pPMCKa IOe3aMuaMpoBaHMsa mJjsa  GC5B515
(Tabjmia 20) .
Tabaniia 20. Cesa3BBaAHUE n byHKUMOHAJIEHA A aKTUBHOCTE

BHOpaHHHX BapuaHToB IITM GPRC5D misa GC5H5B532, GC5HB540 m GCDB51S.

ID GPRCHD ID HS29
ID AA mAb
POOUTENIECKOTO MyTanumga yeJioBeKa GPRC5Dx | EC50
GPRCHD
mAb x GPRC5D (FACS) CD3 (HM)
GC5B590 M64K +++
GC5B592 G99A +
GC5B540
M64K,
GC5B594 +
G99A
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GC5B591 M64K +++
GC5B593 G99A +
GC5 B532
M64K,
GC5B595 +
G99A
GC5 B515 GC5B596 G568 ++ GCDBR72 0,15

TaxeJise lenu oJisa GC5B532 " GC5B540 NOOBEPXEHH Kak
[IOTEHIMAJIEHOMY PUCKY WM30MEPU3AlMM, TaK W IIOTEeHUMAJIbHOMY PUCKY
oKkMucJeHrsa. MyTaumm M64K wm GO99A OpuIM HOOJIYUEHH OJIA YMeHBIIeHUS
Takoro pucka (Tabamua 20). Bce BapMaHTH, I[IPOTECTUMPOBAHHEE C
My Taluuemn G99A, VIMEeJIN 3HAUMUTEJILHOE YMEeHBIIeHVE addMHHOCTH
CBA3EBAHMA, ToI'la Kak BapuaHTEH M64K um G56A He [IOOBepPIJIMUCH
BosmecTBULD. TOJBKO Ha OCHOBaHMM HAaHHHX O CBAS3HBAHMM [IPOBEJIU
OYHKUIMOHAJIEHYD OLIEHKY GC5B5%6, " OHO NIPOOEeMOHCTPUPOERAJIO
AKTMBHOCTEL B KauveCcTBe OMUCIeUMPMUEeCKOTO aHTUTeJla kK CD3 (GCDB72) B
aHaJlMze OolIoCcpemoBaHHOM T-KJIeTKaMM LUUMTOTOKCUUHOCTMU.

Taxum oBpa3oM, nJis OOMOJIHUTEJIEHOT'O oTipelleJIeHU A
XapakKTepuUCcTUk OBJIM BHOpaHbl YeTHpe Ouchneunpmueckmux mAb x GPRCSHD:
GCDB32, GCDB53, GCDB61 w®m GCDB72. Hwmxe B Tadbiamuax 21 wmu 22
OpencTaBJeHs IHocjlefoBaTeJbHOCTM CDR UM [HOCHIeIOoBATEJILHOCTU TIXeJION
M JleTkoM Uenek mAb Kk GPRC5D, MCIIOJIE 3Y EMEBIX OJId  TOJIYUeHUud
OUCHIEeUUPUUIECKUX MOJIEKYII.

Tabmuiza 21. IlociemoBaTedabHoCcTM CDR myug 4 KaHIMIATOB mADb K
GPRC5D, KOTOpHEe IIPOOeMOHCTPUPOBAJIM CBA3HEBaHUe C GPRCLHD uejioBeka
M ABaHCKOTO Makaka M KOTOpHEe OBUIM QYHKIMOHAJBHEIMM IIPW I[IOJIYUYEHUM

B KauecTBe OucHeUUMdMUECKMKX aHTuTes k CD3.

ID HC-CDR1 [HC-CDR2 HC-CDR3 LC-CDR1 LC-CDR2 LC-CDR3
SYATS RASQSISSYLN |AASSLOS QQSYSTPLT
GITPIFGTANYAQKFQ|ESRWRGYKLD
GC5B81 [(SEQ ID (SEQ ID NO|(SEQ ID|(SEQ ID NO
G (SEQ ID NO 5) |(SEQ ID NO 9)
NO 1) 13) NO 16) 19)
NYWMS RASQSISSYLN |AASSLOS QQSYSTPLT
GISYSGGSKYYASSVK |JAAFDFGRRAVRLD
GC5B465|(SEQ ID (SEQ ID NO|(SEQ ID|(SEQ ID NO
G (SEQ ID NO 6) |(SEQ ID NO 10)
NO 2) 13) NO 16) 19)
SYFIG RASQSVSSYLA |DASNRAT QORSNWPLT
GC5B48 IIYPGKSDTRYSPSFQ [VYSFGGRHKALEDY
(SEQ ID (SEQ ID NO|(SEQ ID|(SEQ ID NO
3 G (SEQ ID NO 7) |(SEQ ID NO 11)
NO 3) 14) NO 17) 20)
GYTMN LINPYNSDTNYAQKLQ [VALRVALDY KASQNVATHVG |SASYRYS OOYNRYPYT
GC5B59
(SEQ ID|G (SEQ ID NO 8) |[(SEQ ID NO 12) (SEQ ID NO|(SEQ ID|(SEQ ID NO
6
NO 4) 15) NO 18) 21)




Tabauila 22.
u JeTKOon
IpOOeMOHCTPUPOBAJIN

MaKakKa ¥ KOTOPEEe

LIenomn 4

CBA3BIBaHME

frcrneuMdmuuecKkMx aHTUTeJ K CD3.
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KaHOIMIaTOB
¢ GPRCOD

OBUIM  OYHKLMOHAJILHEL

mAb &k GPRC5D,

deJIOBeKa u

[locJIenoBaTEeJNLHOCTY BaprabesIbHOM 0OJIaCTY TSXKeJION
KOTOPEE
ABAHCKOTO

IIpm IIOJIYUYEeHMM B KadeCTBe

Nnentmudm—- | AMMHOKUCIJIOTHAA SEQ
AMVMHOKMCJIOTHA A SEQ
KaTop mAb [MocylefoBaTeJIbHOCTE ID D
rIoCcJIienoBaTeJIbHOCTE VL
AA VH NO: NO
QVQLVQSGAEVKKPGSSVKV
DIOMTQSPSSLSASVGDRVTIT
SCKASGGTFSSYAISWVRQA
CRASQSISSYLNWYQQKPGKAP
PGOGLEWMGGIIPIFGTANY
GC5hB81 52 |KLLIYAASSLQSGVPSRFSGSG |54
AQKFQGRVTITADESTSTAY
SGTDFTLTISSLQPEDFATYYC
MELSSLRSEDTAVYYCARES
QQOSYSTPLTFGQGTKVEIK
RWRGYKLDYWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRL
DIOMTQSPSSLSASVGDRVTIT
SCAASGEFTFSNYWMSWVRQA
CRASQSISSYLNWYQQKPGKAP
PGKGLEWVSGISYSGGSKYY
KLLIYAASSLQSGVPSRFSGSG
GC5B465 |ASSVKGREFTISRDNSKNTLY 53 56
SGTDFTLTISSLQPEDFATYYC
LOMNSLRAEDTAVYYCAKAA
QQOSYSTPLTFGQGTKVEIK
FDEFGRRAVRLDYWGQGTLVT
VSS
EVQLVQSGAEVKKPGESLKI
SCKGSGYSFTSYFIGWVRQOM EIVLTQSPATLSLSPGERATLS
PGKGLEWMGIIYPGKSDTRY CRASQSVSSYLAWYQQKPGQAP
GC5B483 |SPSFQGQVTISADKSISTAY 54 |RLLIYDASNRATGIPARFSGSG |57
LOWSSLKASDTAMYYCARVY SGTDFTLTISSLEPEDFAVYYC
SFGGRHKALEFDYWGQGTLVT QORSNWPLTFGQGTKVEIK
VSS
QVQLVQSGAEVKKPGASVKV
KASGYSFTGYTMNWVRQA
SCRASGYSFIG 9 DIOMTQSPSSLSASVGDRVTIT
PGOGLEWMGLINPYNSDTNY CKASQONVATHVGWYQQKPGKAP
GC5B596 55  KRLIYSASYRYSGVPSRESGSG |58
AQKLQGRVTMTTDTSTSTAY
ORLQG STS SGTEFTLTISNLQPEDFATYYC
MELRSLRSDDTAVYYCARVA QQYNRYPYTFGQGTKLEIK
LRVALDYWGQGTLVTVSS
[IPMMEP 7. NonyueHMe AHTUTEJI K GPRC5D u CD3 B
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fucneimpnueckoM dopmaTe B IgG4 S228P, L234A, L235A

UeTepe MOHOCIIEUUMPUUECKMX aHTHuTesa kK GPRC5D (cMm. Tabmauuny 21)
DKCIIpecCCHUpoBaIM B Buie 1gG4, wmMernmero B Fc-oBlacTax 3aMeHH
5228P, L234A, a Takxe L235A wmim S228P, L234A, L235A, F40L0L m
R409K (mjeuo CD3) (HyMepaumMsa coIJilacHO wMHOekcy EU). Bruio Takxe
CO3IaHO MOHOcCIeuupuueckoe aHTuUTeno CD3B219 x CD3, conepxalee
objlact VH m VL, wuMeknlee TaKeJylo Lelb ¢ SEQ ID NO:25 m Jerkyo
nens ¢ SEQ ID NO:26 M KOHCTaHTHyKR o6JacTe 1gG4 c 3ameHamu S228P,
1L234A, L235A, FA405L m R409K.

MoHOCHeunpnUIeCKMe aHTUTeJla OuYMIlajM C IIOMOWBK CTaHOapPTHEX
CrnocoBoB C MCHOJB30BaHMEM KOJIOHKM C OejgkoM A (koJjioHka HiTrap
MabSelect SuRe). Ilociie »JOMPOBaHMA MIYJH IMalIu3upoBav B D-PRS,
pH 7,2.

Bucneunpmnueckme aHTHUTeJla K GPRCLDxCD3 cozmaBaliM, OOBEeOIMHSS
MoOHocHneuupmuueckoe mAb k CD3 m MoHocneumpmueckoe mAb Kk GPRCLHD EBO
BpeMa oOMeHa Fab-mjeuaMmu in-vitro (kak onmMcaHo B W02011/131746).
BxpaTile, okoJo 1-20 wMr/mMia  aHTuTesla K GPRC5D/CD3 B MOJIIPHOM
COOTHOIIEHUNA 1,08: 1 B @CE, PH 7-7,4, u 75 MM 2-
MepKalTonTaHoJlaMMHa (2-MEA) cMellMBaJM BMeCTe M MHKYOMPOBRAJM IIPU
25-37°C B TeueHMe 2-6 UaACOB, IOCJe UeTo yHaldaar 2-MEA IOoCpeICTBOM
oMaarsa, OUaduibTpaluy, TaHTEeHIMaJbHOW IIOTOUHOM QUIbTpaluu u/Uin
dUIETpalMM B BUXPEeBOM fAUelKe C IMIOMOMBI CTaHOAPTHHX CIOCOOOB.

Taxelitle M JIeTKMe Lenu Oucrnelmmueckmux aHTuTey]l K GPRC5DxCD3
IpeOCTaBJIeHH HuXe B Tabnuie 23.

Tabmuua 23. IlocIenOoBaTeJIbHOCTM  TAXEJBX M JIeTKUX Lellel

fucrneundnueckmx aHtures 1gG4-PAA

AHTHTEJIO AMMHOKHMUCIJIOTHASI ITOCJIeIOBATEJIBHOCTE

EVOLVESGGGLVOPGGSLRLSCAASGFTFNTYAMNKWVRO
Taxesad nenb 1 |npGKGLEWVARIRSKYNNYATYYAASVKGRFTISRDDSK
CD3B219 (SEQ IDNSILYLOMNSLKTEDTAVYYCARHGNFGNSYVSWFAYWGO

NO:25) GTLVTVSS
GCDBR32

OTVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQ
JleTkad Lelb 1

CD3B219 (SEQ IDQKPGQAPRGLIGGTNKRAPGTPARFSGSLLGGKAALTLS

NO:26) GVOQPEDEAEYYCALWYSNLWVEGGGTKLTVL
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TaxeJlad Lelb 2
GC5B81 (SEQ 1ID

NO:52)

QVOLVOSGAEVKKPGSSVKVSCKASGGTESSYAISWVRO
APGOGLEWMGGIIPIFGTANYAQKFQGRVTITADESTST
AYMELSSLRSEDTAVYYCARESRWRGYKLDYWGQGTLVT
VSS

JleTkad lLelb 2
GC5B81 (SEQ 1ID

NO:56)

DIOMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQOK
PGKAPKLLIYAASSLOSGVPSRESGSGSGTDFTLTISSL
QPEDFATYYCQQOSYSTPLTFGQGTKVEIK

TaxeJlad Lelb 1
CD3B219 (SEQ 1ID

NO:25)

EVOLVESGGGLVQPGGSLRLSCAASGETENTYAMNWVRO
APGKGLEWVARIRSKYNNYATYYAASVKGREFTISRDDSK
NSLYLOMNSLKTEDTAVYYCARHGNEGNSYVSWEAYWGQO
GTLVTVSS

JleTkad Lelb 1

QTVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQ
OQKPGOAPRGLIGGTNKRAPGTPARFSGSLLGGKAALTLS

CD3B219 (SEQ 1ID
NO:26) GVQPEDEAEYYCALWYSNLWVEGGGTKLTVL
GCDBS3 EVOLLESGGGLVQPGGSLRLSCAASGFTFSNYWMSWVRQ
Taxenas Lenb 2 npGKGLEWVSGISYSGGSKYYASSVKGRETISRDNSKNT
GCoB465 (SEQ IDIyl,QMNSLRAEDTAVYYCAKAAFDFGRRAVRLDYWGQGT
NO:53) LVTVSS
ferxas mems o |[PTOMTOSPSSLSASVGDRVIITCRASQSISSYLNWYQOK
GC5B465 (SEQ TnPCKAPKLLIYAASSLOSGVPSRFSGSGSGTDETLIISSL
NO: 56) OPEDFATYYCQQOSYSTPLTFGQGTKVEIK
EVOLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRO
Taxenas nend 1 |apGRGLEWVARIRSKYNNYATYYAASVKGRETISRDDSK
CD3B219 (SEQ IDNSLYLOMNSLKTEDTAVYYCARHGNFGNSYVSWFAYWGO
NO:25) GTLVTVSS
erxas memn 1 |QTVVTQEPSLTVSPGGTVILTCRSSTGAVITSNYANWVQ
GCDB61 cD3B219 (sEQ 10 KPCOAPRGLIGGTNKRAPGTPARFSGSLLGGKAALTLS
NO:26) GVQPEDEAEYYCALWYSNLWVEGGGTKLTVL

TaxeJlad Lelb 2
GC5B483 (SEQ ID

NO:54)

EVOLVOSGAEVKKPGESLKISCKGSGYSETSYEFIGWVRO
MPGKGLEWMGIIYPGKSDTRYSPSEFQGOQVTISADKSIST
AYLOWSSLKASDTAMYYCARVYSFGGRHKALEFDYWGOQGT
LVTVSS
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fTerxas nenn 2 EIVLTOSPATLSLSPGERATLSCRASQSVSSYLAWYQQOK

GC5B483  (SEQ IDPGQAPRLLIYDASNRATGIPARFSGSGSGTDFTLTISSL

NO:57) EPEDFAVYYCQORSNWPLTFGQGTKVEIK

EVOLVESGGGLVQPGGSLRLSCAASGFTFNTYAMNWVRQ
Taxenasd nenb 1 |npGKGLEWVARIRSKYNNYATYYAASVKGRFTISRDDSK
CD3B219 (SEQ IDNSLYLOMNSLKTEDTAVYYCARHGNFGNSYVSWFAYWGO
NO:25) GTLVTVSS

OTVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQ
JleTkad Lelb 1

CD3B219 (SEQ IDQKPGQAPRGLIGGTNKRAPGTPARFSGSLLGGKAALTLS

NO:26) GVOQPEDEAEYYCALWYSNLWVEGGGTKLTVL

GCDB72 OVOLVOSGAEVKKPGASVKVSCKASGYSFTGY TMNWVRO

Taxesnasa Henb 2 |ApGOGLEWMGLINPYNSDTNYAOKLOGRVIMTTDTSTST

GC5B596 (SEQ IDAYMELRSLRSDDTAVYYCARVALRVALDYWGOGTLVTVS
NO:55) 5

JleTkasd 1nenp 2 DIOMTQSPSSLSASVGDRVTITCKASONVATHVGWYQOK
GC5B596 (SEQ IDPGKAPKRLIYSASYRYSGVPSREFSGSGSGTEFTLTISNL

NO: 58) QPEDFATYYCQQYNRYPYTFGQGTKLEIK

NOPMMEP 8. &YHKUMOHAJIBHASL XAPAKTEPUCTMKA GCDB32, GCDB53,
GCDB61 U GCDB72

GCDR32, GCDRB53, GCDB61 wm GCDB72 oOlleHMBaJIM Ha [IpPeIMET
CBA3EBaHMA C MeIIMHEM GPRC5D  (Tabiuua 24). Bce UeTHpe aHTUTEJA
CBABHBAJMCE C MBEINMHEM GPRCS5D, opr 5STOM HabJomaly OUalasoH
3HaueHUM adpdMHHOCTU CBASHIBAHUA.

Tabauua 24. CBA3BBaHMe aHTHTen kK GPCRLD x CD3 ¢ MBIIMHBEM

GPRCO5D.

CeaseiBaHue FACS C
ID GPRCLHDxCD3
MEIMMHEIM GPRC5D (CHQ)

GCDB32 1151
GCDB53 2658
GCDBoe1 3552
GCDB72 481

[lepekpecTHYK peaKTMBHOCTE C GPRC5D gBaHCKOTO Makaka TakKxe
OLIeHMBAJIM C IIOMOMEBI aHaJjiM3a LUTOTOKCUUHOCTM C IIepeHallpaBJIeHUEM

T-KJIETOK Ha CBEPXDKCIPECCUPYEMEIX KJIETOUHHX JMHMM GPRC5HD ueloBeKa
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M SABaHCKOTO Makaka (Tabjamuua 25). OmHO OuUcIHelUMdPHMUEeCKoe aHTUTeJIO K
GPRC5DxCD3 OrUIO OOMHAKOBO AKTHMEBHEM IIpoTUE GPRCOHD uejioBeka WU
ABAHCKOTO Makaka (GCDB32), Torma kak JOpylMe IIpOTeCTUPOBaHHHE
DUCleLnONUIEeCKMe aHTHUTeJla OBJIM MeHee AaKTHMBHEMM I[IPM MHIYLIMPOBAaHWU
HMTOTOKCUUHOCTM 1Jid GPRC5D gBaHCKOTO Makaka IIO0 CpPaBHEHUK C
GPRC5D uejioreka.

Tabauua 25. JOyHKIUMOHaNbHaA aKTUMBHOCTL JIMOEPHHX aHTUTEI K
GPRC5DxCD3 npotmus kJjeTok HEK, skchpeccupybommx GPRC5D uejioBeka U

ABaHCKOI'O MaKakKa.

Knerxkn HEK GPRCS5D Knerxkn HEK GPRCS5D
ID GPRC5DxCD3
yejioBeka (ECsq HM) IBaHCKOTO Makaka (ECsg HM)
GCDR32 0,04 0,07
GCDB53 0,08 0,36
GCDRo1 0,03 1,22
GCDR72 0,03 3,41

IomoJIHUTeJIbHOE OlNpenesieHre XapaKTepUCTMK OBJIO HallpaBJIEHa Ha
[IOHMMaHMe 1n vitro cBas3uBaHUA (dur. 11A-11E) M aKTHMBHOCTH
(Tabjmila 26) .

Tabnuiia 26. OriocpenoBaHHasA T-xJjeTKaMmM LIMTOTOKCHUUHOCTE
HEeCKOJIbKUX JIMHMM B-KJIeTOK, »KcOpeccupyiommux GPRCSHD ueJsioBeka, OJI4

JMOEPHHEX aHTuTes K GPRCLDxCD3.

KimeTxky H929, MM1R ECsq, LP-1 ECsq,
1D OPM2 ECsg, HM
EC50, HM HM HM
GPRC5DxC (PaHTOBLIZ
(PaHT'OBHI (PaHTOBLIZ (PaHT'OBHI
D3 [IOPANOK)
[IOPANOK) [IOPANOK) [IOPANOK)
GCDB32 0,45 (3) 0,04 (1) 0,98 (2) 1,02 (2)
GCDBb53 0,69 (4) 0,28 (4) 2,83 (4) 1,58 (3)
GCDB61 0,39 (2) 0,06 (3) 1,46 (3) 1,67 (4)
GCDB72 0,22 (1) 0,04 (1) 0,77 (1) 0,7 (1)

XoTa HabuomalM IMalasoH 3HaueHUV addMHHOCTM CBASBHBAHUA, IIPU
3TOM AaHTUTEeJIOM C HaubdoJjiee CHMJBLHEM CBA3bBaHMeM Owpio GCDB6l, a
HauboJjlee cJjlabemmmu - GCDB72 m GCDB32, akTMBHOCTM 1in vitro Owuim
OUeHL CXOIOHEMM C TIaHeJlbln OUCHelndUUeCKMX aHTuTeJ. OIOHAKO Ha
OCHOBE aHaJiM3a paHToBOTO mHnopsanka GCDB72 Ovul HamboJiee aKTHMBHEM

Cpellll PasJIMYHEX TIIPOaHaJlM3MPOBaHHEX JIMHUY B-KJIETOK. BKCHepMMeHTBI
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10 CBABHBAHMI WM AKTUMBHOCTM eX Vivo C MCIOJb30BaHuMeM MHK,
IIOJIYUEeHHEX OT IIallMeHTa, OaJlM B 3BHAUMTEJILHOM CTeleHM aHaJIOTHUHEBE
pe3yJbTaTH ¢ aHaluz3amm in vitro (radiauua 27 m dur. 15A m 15B).
Tabmuiza 27. CBA3LBaHMe OUcHeUUPUUIeCKMKX aHTuTesl K GPCRLD X
CD3, omnocpenoBaHHasa T-KJIeTKaMM LIMTOTOKCHMYHOCTE M T-KJIeTOUHAaSA

akTmBalma MHK, [OJYUEHHEX OT HallMeHTa ¢ MM.

ID AA ECso ECsq T
ECso
ITaumeHT GPRC5DxC IMUTOTOKCUUHOCTHU KJIETOUHOM
CBASRBIBAHMA HM
D3 HM aKTMBaUMM HM
GCDRB32 lo,1 0,36 0,18
GCDB53 3,98 0,42 0,17
MM303BM
GCDBo61 5,53 0,89 0,22
GCDRBR72 27,5 0,30 0,12
GCDRB32 70,4 0,26 0,16
GCDB53 10,2 0,26 0,19
MM305BM
GCDBo61 6,93 0,06 0,22
GCDRBR72 65,9 0,28 0,12

GCDB61 wmmMeJiO caMy® BHEHCOKYKR ad®dMHHOCTB CBSA3BEBaHMAa C MHK
naluMeHTa, ToTr'ma kak GCDB72 m GCDB32 ©Owm Haubdojee cJjlabeMM B
CBA3HBaHMM. ONATE Xe, HEeCMOTpAa Ha TO, UYUTO HabloIallMCh pasnumrdg
addPrMHHOCTHU CBA3HBaHUA, BCe OucnendUIeCcKre aHTHUTEeJa
OEeMOHCTPUPOBAJIN CyOHaHOMOJIAPHY SOOEKTUBHOCTE B a”Haamzax
IUTOTOKCUUHOCTHM C IIepeHalpakrJjieHVeM T-KJIeTOK. O3TK MOJIEKYJIH OB
NPaKTUYEeCKM HEeOTJIMYMME Ha OCHOBE 3HAUEeHMM aKTUBHOCTM Iin VIitro u
exX Vvivo, OIHakKO IaHHHe In vivo ofecneunmm IUdHepeHLUMPOBKY (duT.
12A-12D) .

Kimerkn HS929 wmMmIuIaHTUMpORaJM MbemaM NSG UYepes OIOHY HeIOeJwo
nocJje VMHBEKIIUA MKIIK yeJjioBeKa. OBpaboTky Sucneunpmuue cK1UMm1
aHTHUTeJlaMM HauMHaJIM OIOHOBPEeMeHHO C MMILJIaHTallMel KJeTok H929 wmu
NIPOOOJIKAIM KaXxdee 2 MM 3 IOHA (OOMH pas B 2 IOHA WM OOMH pa3 B 3
oHa) B npgose 10 wmxr, 1 Mr m 0,1 MKID/XMBOTHOEe - BCero IATh
obpaboTok. B kKaxmoy TIpylle OBJIO MCIIOJL30BAHO II0 IOeCATh MHIEeN, a
OCE BKJIRUMIM B KadeCcTBe KOHTPOJA Hecyme¥ cpeldl. O00paboTky
npekKpaTuJM B IOeHb 11, a mccilenoBaHMe OBJIO IIPpeKpalleHo Ha 26 OeHb

(dur. 12 A-D). Bce Oucneumpmueckme MOJIEKyJIEI K  GPRC5DxCD3,
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IPOTECTUPOBAHHEE B HAaHHOW MNPOOMIAaKTHMUECKOM MoIesu, okaszaiam 100%
MHIMOMPOBaHME pOoCTa OIyXOJM [IpU MCHOJbB30BaHMM no3w 10 um 1
MKT/%XMBOTHOEe. [nbddepeHnMpoBKa HaOIoOOalachk I[PV CaMOM HU3KOM HO03e,
0,1 MKD/XMBOTHOe, INpU 5ToM GCDB72 OeMOHCTPUPOBAJIO MIPeBOCXONCTBO
lepel IpyI'MMKU I[IPOTECTUPOBAHHEMM OUCHeUMOUUIEeCKMMM aHTUTeJlaMu C
HabmonaeMeM 80% MHIMOMPOBAHMEM POCTa OIYyXOJMU.

IPMMEP 9. I[podnne CBSBHBaHUS aHTUTeJNa K GPRC5D Ha KIETOYHOM
smuMM GPRC5D" MM1.R

Beuim wm3BMepeHH adOMHHOCTM CBA3EBaHMA aHTUTesl K GPRC5D Ha
KJIETOUHOM JMHMM MM GPRC5D' yesiopeka (MM1.R, npuoBpeTeHHEEe B ATCC
(AMepMKaHCKaa KOJJIEKUMS TUIIOBEX KyJIbTypP)) <C Tnomomp FACS. Ha
dur. 13 1nokas3aHO, UYTO BCe JIMOEPHHE aHTUTeJla CBA3HEBAJIMCE C
rkjerkaMn MM.1R, »skcopeccupyomyMy GPRC5D, »Do303aBUCHMEIM 0OO0pa30M
CO BHaueHMAMU KOHIeHTpaluu ECsg B mmamnasoHe oT 0,10 BHM mo 135 HM,
opuyeM BCe 3HadeHMs, KpoMe 3HaueHMsa GC5B602, ObUIM 3HAUUTEJILHO
HUXe, UYeM 3HadueHMsa KOMMEepUecCcKOoI'o aHTuTejsyla FAB6300 (R& D Systems,
HOMep IO karajol'y FAB6300A, HoMep kJIOHa 571961), KoTopoe nOajo
3HaueHMe ECsqo 121, 7 HM.

KjleTouHEHe JMHMM GPRC5D' MM1.R oOKpamMBaiM B TedeHMe 60 MUHYT
pa3JIMYHEMA KOHLUEHTPaLUAMN JINOEePHEIX aHTUTEJI 0JIsd M3MepeHnd
IIOBEPXHOCTHHX TNpoduiel cCBA3HBaHMUA (n=3). MeUeHHEN QIUKOSIPUTPUHOM
yeJjioBedueckur IgG4FC MCHOOJL30BRAIM B KadeCTBe BTOPUMUHOTO aHTUTEeJAa
oJIg 3BaxBaTa CcUITHaJa (Southern Biotech, KJJoH HP6025, N 1o
kaTajiory 9200-09). CBsa3HBaHMe BHpaXaeTCs KaK HOpMaJlM30BaHHOE
CpellHee TI'eOMeTpUUYeCKOe 3HaueHMe MHTEHCHMBHOCTU QJIYyOpeCLeHLUUM,
M3MepeHHOe MeTomoM FACS. ITlocTpoeHMe TpadMKoOB U IMOOTOHKY NOaHHEIX
BHIIOJIHANIM B IHOpoTpaMMe GraphPad Prism 6 ¢ TIOMOmMBKR HeJMHEeMHOU
perpeccuu C OQYHKUMENM IIepeMeHHOTO VYIJIOBOTO KozdduumeHTa (UeTHpe
apaMeTpa) U nonbopa MeTOIOM HaMMeHBIUX KBaOPaTOB.

Kpome TOTO, npodmiib CcBA3EBaHMAa mAb xk  GPRC5D  GC5HM481
OLEHVEBAJIM B CpPaBHEHUM C KOMMEPUEeCKMM aHTHUTeJIOM, MCIOJb3YS TPU
JMHMM KJIeTOK GPRCS5D’ MHOXeCTBeHHONM MMejioMu (JIM3,0PM-2 u MM.1R;
KJIETOUHHE JIMHMM, OpuoBpeTeHHele B ATCC) (dur. 14A). Kpome mToro,
mAb x GPRCLD (GC5M481) mnpoduampoBalM Ha OpeIMeT IepeKpecTHOM
PEaKTMBHOCTM C MCIOJIB30BaHMEeM KJEeTOK [laynu, 5SKCIPpeCCUPYIIMUX

GPRC5D ABAHCKOTO MakKaka, KOTOpPHE OIEMOHCTPUPOBAJIN CUJILHOE
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CBSASEBAHME II0 CPAaBHEHVK C pPOOUTeJIbCKUMM kJeTkamu (dur. 14A).
TakXxe AT OUCIHEUUPHMUESCKMX aHTUTeJl k GPRCOD x CD3 (GCDB32,
GCDB48, GCDBbL3, GCDB61 " GCDB72) npu OlLleHKe CBA3HBAaKIEN
CIIOCOOHOCTHM C MCIIOJIb30BaHMEeM KJIeTOUHHX JIMHMM GPRC5D+ (JIM3, OPM-
2 n MM1.R) (dur. 14B) [OpOOeMOHCTPUPOEBAJIM 3SHAUMTEJIBHYK CTEIlleHb
CBASEBAHKA, KaK BUIOHO I[IO0 CIOBUI'y Ha IMUCTOI'paMMe (UepHad CILICMHASA
JIMHWUA), IO CPaBHEHMK C M30TUIIMUECKMM KOHTPOJIeM (IIyHKTUpHAasA
JIMHVSA, OI'paHMUMBaKIasg Cepyrw 30HY) .

Mpummep 10. IporuBoonyxoneBass sbdexkTuBHOCTE GCDB72 npoTus
TIOOKOXHEX KCEHOTPAHCIIJIAHTATOR YeJIOBEUECKMX KJIIETOK MHOXECTBEHHOM
MMeJIOME MM. 1S y MKIK-I'yMaHMBUPOBAHHEX MbIel NSG

3TO0  MCccIenoBaHMue in Vivo OpOoBOOWIM  IJIS  OlpenelieHud
spdpexTUBHOCTM GCDB72 HOPpOTHME aNalTUPOBAHHHX KCEeHOTPAHCILJIaHTATOB
yeJIOBeUeCKMX KJIeTOK MHOXeCTBeHHOM MMeJIoMH (MM) MM.1S vy MKIIK-
TYMaHM3UPOBAHHHEX Mbmer NSG. CaMxaM Memed NSG OOMHaKOBOM MacCCH U

BOBpacTa IOAOKOXHO (II/K) WMILJIAHTUPOBAJM UeJIOBeuecCKMue KJeTKu MM

MM.1S (1><107 kJeTok B 200 Mrjg O®CE Ha MeIIB) B IIpaBYR OOPCAaJIBHY
YacTb 3alHeM axoBOM o06JacTuM B JIeHb MHcciaenoraHusa 0. Ha 7 @OeHb
riocJle WUMILJIaHTAalMM OIIYXOJIEBHX KJIETOK 1x107 uesoBeueckux MKIIK (B
200 Mg ®CB) BHYTPMBEHHO BBOIMIM UYepe3 OOKOBYK XBOCTOBYK BeHY.
ObpaboTkM HadvaJy OPOBOIMTL Ha 15 ©OeHb, KoI'Da cpedHuyd obneMm
OIIYXOJIN COCTaBJIAJ OPUBIIN3UTEIJIEHO 72-78 MM3, KaxIom MBI
BHYTPpMBEeHHO (B/B) BBOmDMIM OCB wmnm aHTuTeso DuoBody GCDB72 B mose
0,1 mxro (0,005 mMp/KT), 1 Mrr (0,05 Mr/kr), 10 Mmxr (0,5 MI/KID) u
50 mMxr (2,5 Mr/xr). KaxOoli KOHTPOJIE HyJeBoro DuoBody, CD3 x
HYJIeBOe UM HyJIeBoe X GPRC5D, BRommiM B pDo3e 10 MKI KaXIOoM MBINM.
O6paboTKM MPOUM3BOOMIM MIPUOJIM3UTEJIBHO KaXOhe TPpM OHA (OOVMH pas3 B
3 @OH4) - BCero ceMb no03. HamonalM BECOKYED I[IPOTMBOOIIYXOJIEBYIO
20PeKTUMBHOCTEL OJIA IOBYX CaMBIX BHEHCOKMX »Jo3 (10 Mxr m 50 wMKD)
GCDB72, koI'ma MNOIOKOXHEE ONyxoJM MM.1S MOJIHOCTBK PEerpecCUupoBalIu Yy
100% (10 wm=3 10 Ha rpyomny) XMBOTHEX K KOHIY MCCIeloBaHMa (dur.

l6). Bojee ToOTO, ooza 1 MKD' YV  KakOo¥ MBIIM  3HAUMTEJILHO
MHIMOMpOBaJla POCT OIyxXoJu Ha 65% (p £ 0,0001) 0no cCpaBHEHMD C
onyxoJjiammu, obpaboraHHemmy ®CE, Torma kak pmoza 0,1 MKD wuMmeJa

He3HAUUTEeJbLHHM 20dekT (TGI=19, 3%, p=0,0023) . 30pexT CD3 X
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CO4UTeH

50HEeKTUBHEM

(TGI=28%, p <

a HyJleBoe X GPRC5D maBaJio TIPeHeOpeXUTEeJILHO MaJlkil sddexT

HYJIEBOTO aHTuUTejla He OBl
0,0001),
3,1% TGI, p=0,9971.

OBUIO IO MeHbmled Mepe 80%

IoTepsa MacCCH
IOHA BcJencTBMe GVHD
43 meHb,

[IPVMEP

(dur.

17).

TGI omnpenendalM Ha 36 HOEHb,

KMBHECIIOCOOHEX XMBOTHEIX .

Korrma B TpVYIIIIe

SHauMTeJIbHAa4g
TeJla W/MIM CMePTHOCTL HauvajlM OPpOABJIATLCA IIocje 36

HNccrenosaHme OBJIO IIpeKpalleHO Ha

KOoTr'ma B TI'pyIllliaX OCTarBaJIOCh 60% XMBOTHEIX MJIM MeHee.

11.

AHTUTEJIOSABUCUMAA

OUTOTOKCUYHOCTEL (ADCC) AHTHUTEJI K GPRC5D

[Tanelb
cozlaHa B KkadecTee mAb IgGl.
GPRC5D ueJsioBeka

npuMepe 2.

MOHOKJIOHAJIbHEIX

OulJIa

[IoJIydeHa B

aHTUTEeJI

Kpome

TOT'O,

K  GPRCGLD

COOTBETCTBUUA

geJioBeKa

HOBaA TIIaHeJIb

C OIIlMCaHMMeM

KJIE TOYHOOIIOCPE IOBAHHAA

OBLIIa
mAb K

B

Huxe B Tabimuax 28 u 29 OPpUBOLATCSH IIOCIeIOBATEJIEHOCTU

BapuabesbHOM 00JacTU TSKeJIONM M JeTKOM lLelM HOBHX mAb x GPRCHD.

oTU

fucneundmUueckUx MoJekyJ CD3,

OHM OBUJIM BKJIOUEHE B

HOBEIE

aHTHTeJla

OBLIIN

kKauecTBe mAb

VMCIIOJIE SOBAaHE

IOJI4

Kak OIMCaHO B IIpuMepe 7,

IOJIYYeHM S

a TaKXxe

IgGl 1Jd OlLEeHKM aKTHUBHOCTHU

ADCC.
Tabauita 28. IllocjenoBaTesibHOCTM CDR HOBOM IIaHelIM aHTHUTeJ K
GPRC5D
ID HC-CDR1 HC-CDR2 HC-CDR3 LC-CDR1 LC-CDR2 LC-CDR3
DYGMH ATKYSGGSTYYADS| RAESGPGLDY |KSSQSVLYSSNN| WASTRES |QQYYSTPLT
(SEQ ID NO VKG (SEQ ID NO KNYLA (SEQ ID (SEQ ID
GC5B382
61) (SEQ ID NO 67) 72) (SEQ ID NO NO 78) NO 80)
98)
NYWMS GISYSGGSKYYADS |AAWDFGRRAVRLD| RASQSISSYLN | AASSLOS |QOSYSTPLT
(SEQ ID NO VKG Y (SEQ ID NO (SEQ ID (SEQ ID
GC5B379
2) (SEQ ID NO 28)| (SEQ ID NO 13) NO 16) NO 19)
30)
SYWIG IIYPGDSDTRYSPS|IGFYGRSFRIFDY| RASQSVSSYLA | DASNRAT | QQRSNWPLT
GC5B373 | (SEQ ID NO FOG (SEQ ID NO (SEQ ID NO (SEQ ID (SEQ ID
27) (SEQ ID NO 29) 73) 14) NO 17) NO 20)
SYWIG IIYPGDSDTRYSPS|VYSFGGRHKALFD| RASQSVSSYLA | DASNRAT | QQRSNWPLT
(SEQ ID NO FOG Y (SEQ ID NO (SEQ ID (SEQ ID
GC5B376
27) (SEQ ID NO 29)| (SEQ ID NO 14) NO 17) NO 20)
11)
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ID HC-CDR1 HC-CDR2 HC-CDR3 LC-CDR1 LC-CDR2 LC-CDR3
GYAMS ATSGSGGSTYYADS |VDRSFGRSRYTLD| RASQSVSSYLA | DASNRAT | QQRSNWPLT
(SEQ ID NO VKG Y (SEQ ID NO (SEQ ID (SEQ ID
GC5B385
62) (SEQ ID NO 68) (SEQ ID NO 14) NO 17) NO 20)
74)
SYGIS GIIPIFGNINYAQK|VSRRFKRFAYYFD| KSSQSVLYSSNN| WASTRES |QQYYSTPLT
GC5B370 | (SEQ ID NO FOG Y KNYLA (SEQ ID (SEQ ID
GC5B597 63) (SEQ ID NO 69) (SEQ ID NO (SEQ ID NO NO 78) NO 80)
75) 98)
GYSFTGYTMN LINPYNGDTN VALRVALDY KASONVATHVG | SASYRYS | QQYNRYPYT
GC5B602 | (SEQ ID NO|(SEQ ID NO 70) (SEQ ID NO (SEQ ID NO (SEQ ID (SEQ ID
64) 12) 15) NO 18) NO 21)
SYAMS ATSGSGGSTYYADS| SNELPVVEDY RASQOSVRKSLA | TASNRAT |QQYFRAPIT
GC5B603 | (SEQ ID NO VKG (SEQ ID NO (SEQ ID NO (SEQ ID (SEQ ID
65) (SEQ ID NO 68) 76) 95) NO 79) NO 81)
GEFSLTSYNVH| VIWAGGSTNYNSA DGIRLRFAY KASQNVATHVG | SASYRYS |QQYNRYPYT
(SEQ ID NO LMS (SEQ ID NO (SEQ ID NO (SEQ ID (SEQ ID
GC5B601
66) (SEQ ID NO 77) 15) NO 18) NO 21)
71)

Tabauita 29.

IlocIenoBaTeNBHOCTY BapuabeJIbHOM

M JIeTKOM llellM HOBOM IlaHes M aHTuTeJl kK GPRCSHD

oBJacTM TIXKeJIOoM

NnenTtmudm-— AMMHOKUCJIOTHA A
AMMHOKMCJIOTHA A SEQ ID SEQ
kaTop mAb IIOCJIENOBATEJIBHOCTE
IIOCJIEOOBATEJILHOCTE VH NO: ID NO
AA VL

EVOLLESGGGLVQPGGSLRLSC DIVMTQSPDSLAVSLGERA
IAASGFTEFSDYGMHWVRQAPGKG TINCKSSQSVLYSSNNKNY
LEWVSAIKYSGGSTYYADSVKG LAWYQOKPGQPPKLLIYWA

GC5HB382 82 92
RFTISRDNSKNTLYLOMNSLRA STRESGVPDREFSGSGSGTD
EDTAVYYCAKRAESGPGLDYWG FTLTISSLOAEDVAVYYCQ
OGTLVTVSS QYYSTPLTFGQGTKVEIK
EVOLLESGGGLVQPGGSLRLSC DIOMTQOSPSSLSASVGDRV
IAASGFTESNYWMSWVRQAPGKG TITCRASQSISSYLNWYQQ
LEWVSGISYSGGSKYYADSVKG KPGKAPKLLIYAASSLQSG

GC5HB379 83 56
RFTISRDNSKNTLYLOMNSLRA VPSRESGSGSGTDEFTLTIS
EDTAVYYCAKAAWDFGRRAVRL SLOPEDFATYYCQQSYSTP
DYWGQGTLVTVSS LTFGQGTKVEIK
EVOLVQSGAEVKKPGESLKISC EIVLTQSPATLSLSPGERA

GCHB373 84 57
KGSGYSEFTSYWIGWVROQMPGKG TLSCRASQSVSSYLAWYQQ
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LEWMGIIYPGDSDTRYSPSFEFQG KPGOAPRLLIYDASNRATG
QVTISADKSISTAYLOWSSLKA IPARFSGSGSGTDETLTIS
SDTAMYYCARIGEYGRSEFRIED SLEPEDFAVYYCQORSNWP
YWGQGTLVTVSS LTFGQGTKVEIK
EVOLVOSGAEVKKPGESLKISC EIVLTOQSPATLSLSPGERA
KGSGYSEFTSYWIGWVROMPGKG TLSCRASQSVSSYLAWYQQ
LEWMGIIYPGDSDTRYSPSFEFQG KPGOAPRLLIYDASNRATG
GC5B376 85 57
QVTISADKSISTAYLOWSSLKA IPARFSGSGSGTDETLTIS
SDTAMYYCARVYSFGGRHKALF SLEPEDFAVYYCQORSNWP
DYWGQGTLVTVSS LTFGQGTKVEIK
EVOLLESGGGLVOPGGSLRLSC EIVLTOQSPATLSLSPGERA
AASGETESGYAMSWVROAPGKG TLSCRASQSVSSYLAWYQQ
LEWVSATISGSGGSTYYADSVKG KPGOAPRLLIYDASNRATG
GC5B385 86 57
RETISRDNSKNTLYLOMNSLRA IPARFSGSGSGTDETLTIS
EDTAVYYCAKVDRSFGRSRYTL SLEPEDFAVYYCQORSNWP
DYWGQGTLVTVSS LTFGQGTKVEIK
QVOLVOSGAEVKKPGSSVKVSC DIVMTQSPDSLAVSLGERA
KASGGTEFSSYGISWVROAPGOG TINCKSSQSVLYSSNNKNY
GC5B370 [LEWMGGIIPIFGNINYAQKFQG LAWYQOKPGQPPKLLIYWA
87 92
GC5B597 RVTITADESTSTAYMELSSLRS STRESGVPDRESGSGSGTD
EDTAVYYCARVSRRFKRFAYYF FTLTISSLOAEDVAVYYCQ
DYWGQGTLVTVSS QYYSTPLTEFGQGTKVEIK
QVOLVQOSGAEVKKPGASVKVSC
DIOMTOSPSSLSASVGDRVY
KASGYSFTGYTMNWVROAPGOG
TITCKASONVATHVGWYQQ
LEWMGLINPYNGDTNYAQKLQG
KPGKAPKRLIYSASYRYSG
GC5B602 RVIMTTDTSTSTAYMELRSLRS 88 58
VPSRESGSGSGTEFTLTIS
DDTAVYYCARVALRVALDYWGQ
NLOPEDFATYYCQQYNRYP
GTLVTVSS
YTFGOGTKLEIK
EVOLLESGGGLVOPGGSLRLSC EIVLTOQSPATLSLSPGERA
AASGETESSYAMSWVROAPGKG TLSCRASQSVRKSLAWYQQ
LEWVSATISGSGGSTYYADSVKG KPGOAPRLLIYTASNRATG
GC5B603 89 93
RETISRDNSKNTLYLOMNSLRA IPARFSGSGSGTDETLTIS
EDTAVYYCAKSNFLPVVEDYWG SLEPEDFAVYYCQQYFRAP
QGTLVTVSS ITFGOGTKVEIKK
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QVTLKESGPVLVKPTETLTLTC EIVMTQSPATLSVSPGERA
TVSGEFSLTSYNVHWIRQPPGKA TLSCKASONVATHVGWYQQ
LEWLAVIWAGGSTNYNSALMSR KPGOAPRLLIYSASYRYSG

GC5B601 91 94

LTISKDTSKSQVVLTMTNMRAE IPARFSGSGSGTEFTLTIS
DTATYYCARDGIRLRFAYWGQOG SLOSEDFAVYYCQQYNRYP
TLVTVSS YTFGOGTKLEIK

AKTUMBHOCTL ADCC B OTHOmWeHMM KJIeTok H929 (radgmus 30 m 31).

BKpaTLI,e, KJIETKM MHOXECTBEHHOM MMeJIOMEl MeTWJIM KaJlblLeMHOM-AM B

Teuenre 30 MMHYT OpM KOMHATHOM TeMIepaType UM pecycClIeHIMPpOBaJlM B
KOHIIeHTpaln O,2X106/Mﬂ B RPMI+10% HI FBS nocje IOBYX INIPOMHBaHUM B
OCE. MKIIK pasMoOpaXxmMBallM M pPecCyCIeHIMpOoBaJiM IIOCJIe I[IPOMEBAHUA B

OCE B KOHLUEHTpalUuMX 3x10° xJleTOK Ha MJI B MOMTaTEJbHOMN cpemne RPMI.
CMemmeaau 10000 wmam 50000 xjgeToxk-mMumeHer ¢ 100000 wmmm 2500000

MKIIK B HOpUCYTCTBUM aHTUTeJla M MHKYOUpPOBaJIM B TEeUeHMe 3 YacoB B

uHryBaTope CO2 mpu TeMiepaType 37°C. Ilocje TOTO KaK MHKYOAUMOHHLBM

[JIaHWleT LUeHTpubpyrupopaim npu 200 g B TedeHme 4 wMmHyT, 100 MKI

HagoCamouHOWM XUIKOCTM TIepeHeC/HIM B HOBHEM 96-JIyHOUHHM IIJIQHIIET U
U3MEPUIIY MHTEHCUBHOCTL OJuyopecueHuny npu 485/535 HM. 3BHaueHMd B

OTHOCUTEJILHHX eIuHuilax o¢iayopecuednumu (OE®) OwJIM HaHeCeHH Ha

Tpadmk OJg pacueTa IPOLEeHTHOW HOJM JIM3UCA.
KJleTok H929

Ta6nmua 30. AHTUTeJIORaBMCHMMASA LIUTOTOKCUUHOCTDL

IOJIS MOHOKJIOHAJIBHHX aHTUTeJ K GPRCLHD ¢ IgGl Fc.

ID femnka | ID ODeska ECsq i
IgG4 IgGl UMTOTOKCUUHOCTHU )
JmMsuca
GPRCHD GPRCHD HS29 (mM)
GC5B243 GC5B382 1346,5 29,14
GC5B285 GC5B379 87,4 17,3
GC5RBR332 GC5B373 244,2 32,94
GC5R164 GC5B376 22,0 32,21
GC5B320 GC5B385 944,0 29,73
GC5RBR251 GC5B370 24,2 8
GC5B515 GC5B602 27 721,77 20
GC5B420 GC5B603 3,4 16
GC5B483 GC5B599 7,4 14
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GC5B540 GC5B601 169, 6 14
GC5B465 GC5B598 2,0 12
GC5B251 GC5B597 705,1 10

Tabmuiza 31. CpaBHeHMEe AaHTUTEJO3aBUCKUMOM LIUTOTOKCHUUHOCTHU U

orocpenoBaHHOM T-KJeTKaM/M LIUTOTOKCHMUHOCTHU KJIeTOoK HS929.

ADCC [lepeHanpaeJjieHre CD3
EC50 omocpenoBaHHOM
ID DuoBody EC50
ID BeJyka T-rieTramMm
K HUUTOTOKCUUHOCTHU
IgGl GPRC5D HMTOTOKCUUHOCTM H929
GPRC5DxCD3 H929 (M)
(M)
GC5B382 GCDB40 1346,5 1,2 £ 0,83
GC5B379 GCDB43 87,4 0,39 + 0,07
GC5B373 GCDB45 244,2 2,36 £ 0,84
GC5hB376 GCDB35 22,0 1,39 £ 0,75
GC5B385 GCDB44 944,0 > 10
GC5B370 GCDB41 24,2 > 10
GC5B602 GCDB72 27 121,7 0,15
GC5B603 GCDB48 3,4 0,17
GC5B599 GCDB61 7,4 1,51
GC5B601 GCDB69 169,6 0,58
GC5B598 GCDBb53 2,0 0,24

Habmomaly IMalaszOoH 3HaueHUM akTHMBHOCTM oT 2 1M mo 27,7 HM.

APOMHHOCTE CBASHBAHMSA HeoOA3aTeJIbHO IPOTHO3MPOBAaJsa 20PeKTUMBHOCTDL

B aHaimz3e ADCC. HanpmmMmep, GC5B382 wm GCLB379 wuMelnM CXOIOHYD
a@dMHHOCTEL CBA3HBaHMA C KJeTkaMum GPRCLD ueJjioBeka, OIOHAKO OHU
MMeJIrM 15-KpaTHYKR pPas3HuIY LIUTOTOKCHMYHOCTM K KJeTkaM H929 B

a"ainze ADCC. AHAJOTUUHEIM O00OpasoM, LIUTOTOKCHMUECKAasa MHIOYKIUA B

KauecTrBe OUCIeUUPUUIECKOT O aAHTUTEIa K GPRC5D X CD3 He

NpoTrHO3UpOBaJyla akKTMBHOCTE B aHaimmszse ADCC, Kak IIOKaszsaHo Ha

npuMepe GC5B370 m GC5HB602. B odopmMaTe B BUIOe OUCIeUUOUUIECKOTO

aHTuTeJla k CD3 GC5R602 (GCDB63) wuMesio CyOHaHOMOJIAPHYK aKTHMBHOCTH

INIPpOTUME KJIeTok HS929, mrorma xax GCLHB370 B BuIe OUCHeIMIUUECKOTO

anTuTeJla K CD3 (GCDB41) OBUIO IO CYmMeCcTBY HeaKTMBHEM. Te xe V-

objlacT B ¢opMaTe B Buie mAb IgGl NOpHEeM K IPOTUBOIIOJIOXHOMY

pesyJbTaTy B aHalmze ADCC, npum »ToM GC5R370 Habmomaim kak ©OoJee
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no cpaBHeHUB C GCLHB602.

KpaTkoe ommMcCaHMEe CIMUCKa IIOoCJIe NOBATEJIBLHOCTEN

SEQ ID
NO: Tun Bun OnmcaHme llocJslenoBaTeJILHOCTE

GC5B81, GCbhB427,
GCbhB428, GC5B430,

1 PRT [UejyioBeueckasd SYATS
GC5B431 GC5B429-
HCDR1
GC5B379, GC5B598,
GC5hB465, GCbhB285,
GC5B463, GC5hB432,
GC5B433, GCbhB434,
GC5B435, GC5hB436,
GCbhB461, GC5hB462,
GC5B437, GC5B438,

2 PRT [UejyioBeueckasd NYWMS
GC5B439, GC5B440,
GCbhB441, GCbhB442,
GC5hB443, GCbhB444,
GCbhB464, GCbhB445,
GCbhB44e, GCbhB447,
GC5B448, GCLB449 u
GC5B450 -HCDR1
GC5B483, GC5B473,
GC5B478, GC5B488,

3 PRT [UejyioBeueckasd SYFIG
GC5B493 m GC5B498
—-HCDR1

4 PRT [JesioBeueckadg/GC5B596-HCDR1 GYTMN
GC5B81, GCbhB427,

5 PRT [demoseueckas oo OCOBAS GIIPIFGTANYAQKFOG
GC5B431 m GCbHB429-
HCDR2
GC5B598, GC5hB465,

6 PRT [UesnoBeueckadalGCbB432 UM GCLHB447-|GISYSGGSKYYASSVKG
HCDR2

7 PRT [UesioBeueckas|GChB599, GC5B483,|[IIYPGKSDTRYSPSFQG
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GCHhRBR481, GCHhRBR482,
GCHhR484, GC5B485 U
GC5B503- HCDR?2
3 PRT [UeJjioBeueckasd|/GC5B596-HCDR?2 LINPYNSDTNYAQKLQG
9 PRT [HeJioBeueckasd/GCB581-HCDR3 ESRWRGYKLD
GC5HB598, GCB5465-
10 PRT [UeJjyioBeueckasd AAFDFGRRAVRLD
HCDR3
GC5HB376,GC5B599,
GCHRBR483, GCHhB164,
GCHhRBR471, GCHhR472,
GCHRBR473, GCHhR474,
GCHRBR475, GCHRBR470,
GCHRBR477, GCHhRBR478,
GCHhRBR479, GC5HRB480,
GCHhRBR481, GCHhRBR482,
GCHhR484, GCHRBR485,
GCHRBR48o0, GCHhRBR487,
11 PRT [UejsioBeueckas VYSEFGGRHKALFDY
GCHhRBR488, GCHRBR489,
GC5HB490, GCHhBR491,
GCHRBR492, GCHRBR493,
GCHhRBR494, GCHRB495,
GC5HBR490, GCHRBR497,
GCHRB498, GCHRB499,
GC5H5B500, GC5HB501,
GC5HB502, GC5HB503,
GC5B504 GC5B505
-HCDR3
GC5HB602, GCB596-
12 PRT [UeJjyioBeueckasd VALRVALDY
HCDR3
GCHB382, GCHB379,
GC5HB370, GC5HB598,
13 PRT [UejsioBeueckas RASQSISSYLN
GC5HB597, GCbHRBR81,
GC5B465-LCDR1
GCLHB373, GC5HB370,
14 PRT [UejsioBeueckas RASQSVSSYLA
GCHB385, GC5HB599,
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GC5B483-LCDR1

GC5B605, GC5HBo601,
15 PRT [UeJjyioBeueckasd KASQONVATHVG
GC5B596-LCDR1
GCbHRBR81, GCHB465,
16 PRT [UeJjioBeueckasdg|/GC5B379, GC5B598-|AASSLQS
LCDR?2
GCLHB373, GC5HB370,
17 PRT [UeJjioBeueckasg|/GC5B385, GC5HB599, DASNRAT
GC5B483-LCDR2
GC5HB602, GC5HBo601,
18 PRT [UeJjyioBeueckasd SASYRYS
GC5B596-LCDR2
GCHB379, GC5HB598,
19 PRT [UeJsoBeueckad|/GC5B81, GCHRBR465-|0QSYSTPLT
LCDR3
GCLHB373, GC5HB370,
20 PRT [UeJjioBeueckasg|/GC5B385, GCHB599, |OORSNWPLT
GC5B483-LCDR3
GC5HB602, GC5HBo601,
21 PRT [UejsioBeueckas OQYNRYPYT
GC5B596-LCDR3
MYKDCIESTGDYFLLCDAEGP
WGIILESLAILGIVVTILLLL
AFLFILMRKIQDCSQWNVLPTQ
LLFLLSVLGLFGLAFAFIIEL
NOQQTAPVRYFLFGVLFALCES
CLLAHASNLVKLVRGCVSFSW
TTILCIAIGCSLLQIIIATEY]
VTLIMTRGMMFVNMTPCQLNYV
22 PRT Uejioreueckasdg|GPRC5D DFVVLLVYVLFLMALTFFVSK
ATFCGPCENWKQHGRLIFITYV
LFSITIWVVWISMLLRGNPQF
OQROPOWDDPVVCIALVTNAWY
FLLLYIVPELCILYRSCRQEC
PLOGNACPVTAYQHSFQVENQ
ELSRARDSDGAEEDVALTSYG
TPIQPQTVDPTQECFIPQAKL
SPOODAGGV
MYKDCIESTGDYFLPCDSEGP
WGIVLESLAILGIVVTILLLL
ABaHCKUM AFLFIMRKIQDCSQWNVLPTQ
23 PRT i GPRCSD LLFLLSVLGLFGLAFAFIIQL

NOQTAPVRYFLFGVLFALCES
CLLAHASNLVKLVRGRVSESW

TTILCIATGCSLLOVIIATIEY
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VTLIMTRGMMEFVHMTPYQLNV
DEFVVLLVYVLFLMALTFFVSK
ATEFCGPCENWKQHGRLIFITV
LESITIWVVWISMLLRGNPQF
QROPOWDDPVVCIALVTNAWV
FLLLYIVPELCILYRSCRQEC
PSOGHACPVTAYQRSFOVENQ
ELSRARDSDGAEEDVALTSEG
TPIQPOTVDPTQECFIPRAKL
SPOODAGY

24

PRT

MBI HA A

GPRC5D

MYEDCVKSTEDYYLEFCDNEGP
WAIVLESLAVIGIVVTILLLL
AFLFIMRKVODCSQWNVLPTQ
FLFLLAVLGLFGLTFAFIIQL
NHOTAPVRYFLFGVLFAICES
CLLAHASNLVKLVRGRVSEFCW
TTILFIATIGVSLLQTITAIEY
VTLIMTRGLMFEHMTPYQLNV
DEFVCLLIYVLFILMALTFFVSK
ATEFCGPCENWKQHGRLIFATV
LVSITIWVVWISMLLRGNPQL
QROPHWDDAVICIGLVTNAWV
FLLIYITPELSILYRSCRQEC
PTOGNVCQVPVYQRSFRMDTQ
EPTRARDSDGAQEDVALTAYG
TPIQLOSADPSREYLIPSATL
SPOODAGL

25

PRT

UejioBeueckasda

TAXKEIIAA IOEIIb
CD3B219

EVOLVESGGGLVQPGGSLRLS
CAASGEFTENTYAMNWVRQAPG
KGLEWVARIRSKYNNYATYYA
ASVKGREFTISRDDSKNSLYLQ
MNSLKTEDTAVYYCARHGNEG
NSYVSWEFAYWGQGTLVTVSS

26

PRT

UejioBeueckasda

JIETKASA IOEIIb
CD3B219

QTVVTQEPSLTVSPGGTVTLT
CRSSTGAVTTSNYANWVQQKP
GOQAPRGLIGGTNKRAPGTPAR
FSGSLLGGKAALTLSGVQPED
EAEYYCALWYSNLWVEGGGTK
LTVL

27

PRT

UejioBeueckasda

GC5B373, GC5B376,
GC5B164, GC5B501,
GC5B502, GC5B503,
GC5B504 UM GC5B505
-HCDR1

SYWIG
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GCbHB379,GC5B285,
GCHhR442, GCHhR443,
28 PRT [UeJjyioBeueckasd GISYSGGSKYYADSVKG
GCbhR444, GC5B464d U -
GC5B445-HCDR?2
GCLHB373, GC5HB370,
GCHhB164, GC5HBR490,
29 PRT [UeJjioBeueckasdg|GCbB497, GC5B498,|IIYPGDSDTRYSPSFQG
GC5B499 GC5B500-
HCDR2
GCHB379, GCHB285,
GCbHR44o0, GCHhR447,
30 PRT [UeJjyioBeueckasd AAWDFGRRAVRLDY
GCHhR448, GC5B449 W —
GC5B450-HCDR3
31 PRT [HeJioBeueckasd/GC5B427-HCDR3 ESRYRGYKLDY
32 PRT [HeJioBeueckasd/GC5B428-HCDR3 ESRVRGYKLDY
33 PRT [HeJioBeueckasd/GC5B430-HCDR3 ESRGRGYKLDY
34 PRT [HeJioBeueckasd/GC5B431-HCDR3 ESRARGYKLDY
35 PRT [HeJioBeueckad|GC5B429HCDR3-VH ESRFRGYKLDY
GCHhRBR471, GCbHhR4 76,
GCHR486,GC5B481,
36 PRT [UeJjyioBeueckasd SYYIG
GCHhR491 m GC5B49¢6, -
-HCDR1
GCHRBR497, GCHhR472,
GCHRBR477, GCHhRBR482,
37 PRT [UeJjyioBeueckasd SYVIG
GC5RB487 GC5B492- —
HCDR1
GCHhR474, GCHhRBR479,
GCHhR484, GCHRBR489,
38 PRT [UeJjyioBeueckasd SYGIG
GC5B494 GC5B499- —
HCDR1
GCHRBR475, GC5HRB480,
GCHRBR485, GC5HB490,
39 PRT [UeJjyioBeueckasd SYAIG
GC5B495 GC5B500- —
HCDR1
40 PRT [UeJjioBeueckasdg|GCbB471, GC5B472,|IIYPGASDTRYSPSFQG
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GCHRBR473, GCHhR474,
GC5B475 M GC5HBR501-
HCDR2
GCHRBR470, GCHRBR477,
GCHhRBR478, GCHhRBR479,
41 PRT [UeJjyioBeueckasd ITIYPGSSDTRYSPSFQG
GC5B480 U GC5HB502 -
-HCDR2
GCHRBR48o0, GCHhRBR487,
GCHhRBR488, GCHRBR489,
42 PRT [UeJjyioBeueckasd ITIYPGESDTRYSPSFQG
GC5B490 UM GC5H5BR504- -
HCDR2
GCHhBR491, GCHRBR492,
GCHRBR493, GCHhRBR494,
43 PRT [UeJjyioBeueckasd ITIYPGYSDTRYSPSFQG
GC5B495 UM GC5H5BR505- -
HCDR2
GC5B463 UM GC5HR446-
44 PRT [UeJjyioBeueckasd GISYSGGSKYYAASVKG
HCDR2 -
GCHR433, GC5B434 U
45 PRT [UeJjyioBeueckasd GISYSGGSKYYAKSVKG
GC5B448-HCDR?2 -
GCHRBR435, GC5HRBR430,
16 PRT [UesioBeueckad/GC5B461l, GC5B462 MGISYSGGSKYYAESVKG
GC5B449-HCDR?2
GCHhRBR437, GCHRB438,
GCHhBR439, GCHB440,[GISYSGGSKYYAYSVKG
47 PRT [JejyioBeueckasda o
GC5B441 UM GC5BR450-
HCDR2
GCHBR463, GCHRBR435,
48 PRT [HeJioreueckadg|GC5B437 AAYDFGRRAVRLDY
1 GC5hB442-HCDR3
GCHhRBR432, GCHRB433,
49 PRT [HeJioreueckadg|GC5B438 AAVDFGRRAVRLDY
1 GC5B443-HCDR3
GCHhR461, GC5B440
50 PRT [UeJjyioBeueckasd AAGDFGRRAVRLDY
1 GC5hB464-HCDR3 -
51 PRT [UesioBeueckas|GCbB462, GCLHB441 AAADFGRRAVRLDY
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1 GC5B445-HCDR3

52

PRT

UejioBeueckasda

GC5B81-VH

QVOLVOSGAEVKKPGSSVKVS
CKASGGTEFSSYAISWVRQAPG
QGLEWMGGIIPIFGTANYAQK
FOGRVTITADESTSTAYMELS
SLRSEDTAVYYCARESRWRGY
KLDYWGQGTLVTVSS

53

PRT

UejioBeueckasda

GC5B598, GC5B465-

[VH

EVOLLESGGGLVOPGGSLRLS
CAASGEFTESNYWMSWVRQAPG
KGLEWVSGISYSGGSKYYASS
VKGREFTISRDNSKNTLYLOMN
SLRAEDTAVYYCAKAAFDEGR
RAVRLDYWGQGTLVTVSS

54

PRT

UejioBeueckasda

GC5B599, GC5B483-

[VH

EVOLVOSGAEVKKPGESLKIS
CKGSGYSEFTSYFIGWVROMPG
KGLEWMGIIYPGKSDTRYSPS
FOGOVTISADKSISTAYLOWS
SLKASDTAMYYCARVYSFGGR
HKALEFDYWGQGTLVTVSS

55

PRT

UejioBeueckasda

GC5B596-VH

QVOQLVOSGAEVKKPGASVKVS
CRASGYSFEFTGYTMNWVRQAPG
QGLEWMGLINPYNSDTNYAQK
LOGRVTMTTDTSTSTAYMELR
SLRSDDTAVYYCARVALRVAL
DYWGQGTLVTVSS

56

PRT

UejioBeueckasda

GC5B379, GC5B598,

GC5B81 m GC5465-VL

DIOMTQSPSSLSASVGDRVTI
TCRASQSISSYLNWYQQOKPGK
APKLLIYAASSLOSGVPSRES
GSGSGTIDFTLTISSLOPEDEFA
TYYCQOSYSTPLTEFGQGTKVE
IK

57

PRT

UejioBeueckasda

GC5B373,
GC5B385,

GC5B376,
GC5B599,
GC5B483-VL

EIVLTOSPATLSLSPGERATL
SCRASQSVSSYLAWYQQOKPGO
APRLLIYDASNRATGIPARES
GSGSGTIDFTLTISSLEPEDFA
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VYYCQORSNWPLTFGQGTKVE
IK

58

PRT

UejioBeueckasda

GC5B596,
VL

GC5B602-

DIOMTQSPSSLSASVGDRVTI
TCKASONVATHVGWYQQOKPGK
APKRLIYSASYRYSGVPSRES
GSGSGTEFTLTISNLQPEDEFA
TYYCOQQYNRYPYTFGQGTKLE
IK

59

PRT

UejioBeueckasda

IgGA4PAA

ASTKGPSVEPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWN
SGALTSGVHTEFPAVLOSSGLY
SLSSVVIVPSSSLGTKTYTCN
VDHKPSNTKVDKRVESKYGPP
CPPCPAPEAAGGPSVELEPPK
PKDTILMISRTPEVTCVVVDVS
QEDPEVOFNWYVDGVEVHNAK
TKPREEQFNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKGLPS
SIEKTISKAKGOPREPQVYTL
PPSQEEMTKNQVSLTCLVKGE
YPSDIAVEWESNGQPENNYKT
TPPVLDSDGSFFLYSRLTVDK
SRWOEGNVESCSVMHEALHNH
YTOKSLSLSLGK

60

PRT

UejioBeueckasda

IgGl

ASTKGPSVEPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWN
SGALTSGVHTEFPAVLOSSGLY
SLSSVVIVPSSSLGTQTYICN
[VNHKPSNTKVDKKVEPKSCDK
THTCPPCPAPELLGGPSVELE
PPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVL
TVLHODWLNGKEYKCKVSNKA
LPAPIEKTISKAKGQPREPQV
YTLPPSREEMTKNQVSLTCLV
KGEYPSDIAVEWESNGOPENN
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YKTTPPVLDSDGSEFFLYSKLT
[VDKSRWQOGNVESCSVMHEAL

HNHYTQKSLSLSPGK
DYGMH
ol PRT [HeJioreueckad|GC5B382-HCDR1
62 PRT [HeJioreueckad|GC5B385-HCDR1 GYAMS
GC5HB370, GC5B597-|SYGIS
63 PRT [UejsioBeueckas
HCDR1
64 PRT [HeJioreueckadg|GC5B602-HCDR1 GYSFTGYTMN
SYAMS
65 PRT [HeJioreueckadg|GC5B603-HCDR1
GFSLTSYNVH
66 PRT [HeJioreueckadg|GC5B601-HCDR1
6’7 PRT [HeJioreueckad|GC5B382-HCDR2 AIKYSGGSTYYADSVKG
GC5B603, GC5B385-|AISGSGGSTYYADSVKG
68 PRT [UejsioBeueckas
HCDR2
GC5HB370, GC5B597-
69 PRT [UeJjyioBeueckasd GIIPIFGNINYAQKFEFQG
HCDR2
70 PRT [HeJioreueckadg|GC5B602-HCDR2 LINPYNGDTN
71 PRT [HeJioreueckadg|GC5B601-HCDR2 VIWAGGSTNYNSALMS
72 PRT [HeJioBeueckasd/GCS5B382-HCDR3 RAESGPGLDY
73 PRT [HeJioBeueckasd/GC5B373-HCDR3 IGFYGRSFRIFDY
74 PRT [HeJioBeueckasd/GC5B385-HCDR3 VDRSFGRSRYTLDY
GC5HB370, GC5B597-
75 PRT [UeJjyioBeueckasd VSRRFKRFAYYFDY
HCDR3
76 PRT [HeJioBeueckad/GC5B603-HCDR3 SNFLPVVFEFDY
77 PRT [HeJioBeueckasd/GC5B601-HCDR3 DGIRLRFAY
GCHB382, GC5HB370,
78 PRT [UeJjyioBeueckasd WASTRES
GC5B597-LCDR2
79 PRT [HeJioreueckadg|GC5B603-LCDR2 TASNRAT
GCHB382, GC5HB370,
80 PRT [UejsioBeueckas OQOYYSTPLT
GC5B597-LCDR3
81 PRT [UeJsoBeueckasg|/GC5B603-LCDR3 OOYFRAPIT
EVOLLESGGGLVQPGGSLRLS
82 PRT [HeJioReueckad|GC5B382-VH

CAASGEFTEFSDYGMHWVRQAPG
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KGLEWVSAIKYSGGSTYYADS
VKGREFTISRDNSKNTLYLOMN
SLRAEDTAVYYCAKRAESGPG
LDYWGQGTLVTVSS

83

PRT

UejioBeueckasda

GC5B379-VH

EVOLLESGGGLVQPGGSLRLS
CAASGEFTEFSNYWMSWVRQAPG
KGLEWVSGISYSGGSKYYADS
VKGRETISRDNSKNTLYLOMN
SLRAEDTAVYYCAKAAWDEGR
RAVRLDYWGQGTLVTVSS

84

PRT

UejioBeueckasda

GC5B376-VH

EVOLVOSGAEVKKPGESLKIS
CKGSGYSEFTSYWIGWVROMPG
KGLEWMGIIYPGDSDTRYSPS
FOGOVTISADKSISTAYLQWS
SLKASDTAMYYCARIGEYGRS
FRIFDYWGQGTLVTVSS

85

PRT

UejioBeueckasda

GC5B376-VH

EVOLVOSGAEVKKPGESLKIS
CKGSGYSETSYWIGWVROMPG
KGLEWMGIIYPGDSDTRYSPS
FOGOVTISADKSISTAYLQWS
SLKASDTAMYYCARVYSEFGGR
HKALFDYWGQGTLVTVSS

86

PRT

UejioBeueckasda

GC5B385-VH

EVOLLESGGGLVOPGGSLRLS
CAASGEFTESGYAMSWVRQAPG
KGLEWVSAISGSGGSTYYADS
VKGRFTISRDNSKNTLYLOMN
SLRAEDTAVYYCAKVDRSFEFGR
SRYTLDYWGOQGTLVTVSS

87

PRT

UejioBeueckasda

GC5B370,
VH

GC5B597-

QVOLVOSGAEVKKPGSSVKVS
CKASGGTESSYGISWVRQOAPG
QGLEWMGGIIPIFGNINYAQK
FOGRVTITADESTSTAYMELS
SLRSEDTAVYYCARVSRREKR
FAYYFDYWGQGTLVTVSS

88

PRT

UejioBeueckasda

GC5B602-VH

QVOLVQOSGAEVKKPGASVKVS
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CKASGYSEFTGYTMNWVRQAPG
QGLEWMGLINPYNGDTNYAQK
LOGRVIMTTDTSTSTAYMELR
SLRSDDTAVYYCARVALRVAL
DYWGQGTLVTVSS

89

PRT

UejioBeueckasda

GC5B603-VH

EVOLLESGGGLVOPGGSLRLS
CAASGEFTESSYAMSWVRQOAPG
KGLEWVSAISGSGGSTYYADS
VKGRFTISRDNSKNTLYLOMN
SLRAEDTAVYYCAKSNEFLPVV
FDYWGQGTLVTVSS

90

HK

UejioBeueckasda

JleTkasda

GC5B596

ellb

atgcgggtgctggecccagetg
ctgggactgctgctgectgtge
ttcecectggegecagatgecgac
atccagatgacccagagcccc
agcagcctgagcgceccagegtg
ggcgaccgggtgaccatcacc
tgcaaggccagccagaacgtg
gccacccacgtgggctggtac
cagcagaagcccggcaaggcc
cccaagcggctgatctacage
gccagctaccggtacagcggce
gtgcccagceccggttcagegge
agcggcagcggcaccgagtte
accctgaccatcagcaacctg
cagcccgaggacttcecgceccacce
tactactgccagcagtacaac
cggtacccctacaccttecgge
cagggcaccaagctggagatc
aagcgtacggtggctgcacca
tctgtcttcatctteccegeca
tctgatgagcagttgaaatct
ggaactgcctctgttgtgtgce
ctgctgaataacttctatccce

agagaggccaaagtacagtgg
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aaggtggataacgccctccaa
tcgggtaactcccaggagagt
gtcacagagcaggacagcaad
gacagcacctacagcctcagce
agcaccctgacgctgagcaaa
gcagactacgagaaacacaaa
gtctacgcctgcgaagtcacc
catcagggcctgagctcecgecc

gtcacaaagagcttcaacagg

ggagagtgttga

91

PRT

UejioBeueckasda

GC5B601-VH

QVTLKESGPVLVKPTETLTLT
CTVSGESLTSYNVHWIRQPPG
KALEWLAVIWAGGSTNYNSAL
MSRLTISKDTSKSQVVLTMTN
MRAEDTATYYCARDGIRLREFA
YWGOQGTLVTVSS

92

PRT

UejioBeueckasda

GC5B382, GC5B597,

GC5B370-VL

DIVMTQSPDSLAVSLGERATI
NCKSSOSVLYSSNNKNYLAWY
QOKPGOPPKLLIYWASTRESG
VPDRESGSGSGTDFTLTISSL
QAEDVAVYYCQQYYSTPLTFEG
QGTKVETK

93

PRT

UejioBeueckasda

GC5B603-VL

EIVLTOSPATLSLSPGERATL
SCRASQSVRKSLAWYQQOKPGO
APRLLIYTASNRATGIPARES
GSGSGTIDFTLTISSLEPEDFA
VYYCOQOQYFRAPITFGQGTKVE
IKK

94

PRT

UejioBeueckasda

GC5B601-VL

EIVMTQSPATLSVSPGERATL
SCKASONVATHVGWYQQOKPGO
APRLLIYSASYRYSGIPARES
GSGSGTEFTLTISSLOSEDEA
VYYCQQYNRYPYTFGQGTKLE
IK

95

PRT

UejioBeueckasda

GC5B603-LCDR1

RASQSVRKSLA

96

HK

UejioBeueckasda

TaxeJiad

GC5B596

ellb

atggcctgggtctggaccctg
ctgttcctgatggecgetgec
cagagcatccaggcccaggtg
cagctggtgcagagcggcgcc
gaggtgaagaagcccggcgec
agcgtgaaggtgagctgcaag
gccagcggctacagcttcecacce

ggctacaccatgaactgggtg
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cggcaggcccccggccagggc
ctggagtggatgggcctgatc
aacccctacaacagcgacacc
aactacgcccagaagctgecag
ggccgggtgaccatgaccacce
gacaccagcaccagcaccgcc
tacatggagctgcggagcecctg
cggagcgacgacaccgccgtyg
tactactgcgcccgggtggec
ctgcgggtggccctggactac
tggggccagggcaccctggtyg
accgtgagcagcgectceccacce
aagggcccatccecgtetteccce
ctggcgccctgecteccaggage
acctccgagagcacagccgec
ctgggctgcctggtcaaggac
tacttcccecgaaccggtgacyg
gtgtcgtggaactcaggcgcec
ctgaccagcggcgtgcacacc
ttcceggetgtectacagtec
tcaggactctactcccectecage
agcgtggtgaccgtgecctcec
agcagcttgggcacgaaaacc
tacacctgcaacgtagatcac
aagcccagcaacaccaaggtyg
gacaagagagttgagtccaaa
tatggtcccccatgcecceccacca
tgcccagcacctgaggecgec
gggggaccatcagtcttectg
ttccececccaaaacccaaggac
actctcatgatctccecggacce
cctgaggtcacgtgcecgtggtyg
gtggacgtgagccaggaagac
cccgaggtceccagttcaactygg
tacgtggatggcgtggaggtyg
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cataatgccaagacaaagccg
cgggaggagcagttcaacagce
acgtaccgtgtggtcagegtc
ctcaccgtcecctgcaccaggac
tggctgaacggcaaggagtac
aagtgcaaggtctccaacaaa
ggcctcecceccgtecteccategag
aaaaccatctccaaagccaaa
gggcagccccgagagccacad
gtgtacaccctgcccceccatcec
caggaggagatgaccaagaac
caggtcagcctgacctgectg
gtcaaaggcttctacccecage
gacatcgccgtggagtgggag
agcaatgggcagccggagaac
aactacaagaccacgcctcecc
gtgctggactccgacggcetcec
ttcttectcectacagcaggeta
accgtggacaagagcaggtgg
caggaggggaatgtcttctca
tgctcecgtgatgcatgagget
ctgcacaaccactacacacag
aagagcctctceccecctgtetetg
ggtaaatga




$OPMYJIA MNBOEPE TEHNA

1. BropgeJjieHHOe aHTUTeEJIO, comepxaimee: GPRCLHD cBa3HBammuUn
bparMeHT, cCcoIepXalui:

TSKEJIYI0 lellb, Ccomepxamyil BapuabeJIbHEM OOMEeH TIXeJION lelu
(VH) , coepXamui aMMHOKMCJIOTHYI I[IOocJeloBaTeJIbHOCTL SEQ ID
NO:55, u

Jerkyn lelbk, coIepxXalyln BapuabeJIbHHM »OOMEeH JIeTKOM Lielu
(VL) , comepxXamuil aMMHOKMCJIOTHYID IOocJemoBaTeJIbHOCTEL SEQ ID
NO: 58,

Toe aHTUTeJIO MMeeT mz3oTun 1gG4.

2. BrIOeJieHHOEe AaHTUTEJIO IIO0 II.l1, I'Ie aHTUTEeJO IOOIIOJIHUTEJILHO
comepxuT CD3 cCcBA3HBalMUM (parMeHT, coIepXammy TaXeJIyio Ilelb,
comepxamy SEQ ID NO:99, wm Jerkyw ILelb, comepxamywn SEQ ID
NO:100.

3. BHIOeJIeHHOe aHTUTEeJIO IO II.1 MiaM .2, I'Ooe Takejlad Lelb B
GPRC5D-cB4A3HBAKIIEM pparMeHTe OOIIOJIHUTEJILHO COOEepPXUT

AMMHOKMCJIOTHYIO IIocJeloBaTesJIbHOCTE SEQ ID NO:59.

4. BHIOeJIeHHOe aHTUTeJIO o JmwboMy M3 HOiI.l1-3, B KOTOPOM
AHTUTEJIO CBA3HBaeT GPRCLHD Ha MNOBEPXHOCTHM KJIETOK MHOXECTBEHHOM

MM eJIOMEL 4YeJIOBEeKa.

5. BrmeJieHHOe aHTUTeJIO o JwdoMy M3 nOmn.l-4, B KOTOPOM
AHTHUTEJIO MHIYLMPYEeT aKTHMBalLuo ueJioBeueckKo¥ T-kJeTkKM 1n vitro

npu ECsy meHee 0,22 HM.

©. BHIOeJleHHOe aHTMUTeJIO II0 JidboMy M3 IHI.l1-5, I'oDe aHTUTEJIO
MHOYLUPpYyeT 3aBUCUMYIO oT T-KJIEeTOK IIMTOTOKCUUHOCTD GPRC5D-
SKCHPEeCCUPYRMMX KJIeTOK in vitro ¢ nokxaszaTejneM ECsy MeHee 0,89

HM.



7. BrIOeJIeHHas KJeTKa, OKCIIpeCCHpylaAd BEIOEJIEHHOE aHTUTEeJIO

o JmoboMy M3 III.l1-6.

8. BrIOeJieHHas KJleTka II0 II.7, KOoTopasda IMIpeacTaBjseT cobom

TUOPUOOMY .

9. BHIOeJsleHHas KJeTKa II0 IIII.6 WK PL B KOTOpOﬁ AHTUTeJIO

[IOJIYYEHO PEeKOMOMHAHTHEM CIIOCOOOM.

10. Crioco® JleueHn 4 paka, IprdeMm YVKa3aHHBN crioco®
BKJIOUAET :
BBeIeHue TepaleBTUUeCKU 20beKRTUBHOTO KoJIMUYeCcTBa

BEIIEJIEHHOT'O aHTUTeJa I[I0 JIOoOMYy M3 nmn.l-6 HyXOJaprmeMyCcd B 3STOM

IIallMeHTy B TedeHMe BPpeMeHIM, ITOCTaTOUHOI'O IJIA JIeUeHMA pakKa.

11. Cnoco6 mno n.l0, B KOTOPOM JiedeHMe pakKa [IPOUCXOIUT
IIOCPENCTBOM MHIMOMPOBAHMA pPOCTa WM OpojubepalMy  PaKOBEHX

KJIETOK.

12. Cnoco6 mno n.l0 wmmm n.ll, B KOTOpOM JIeUeHMe paka
IIPOUCXOOUT [IOCPenCcTBOM lepeHalpaBJIeHN A T-KJIeTOK K

sKCIpeccupymer GPRC5D pakoBOM KJIETKE.

13. Cnioco6 no Jmwbomy wm3 nmn.ll-12, B KOTOpPOM pak

npeIcTaBJigeT cobou TeMobJacTos.

14. Cnoco® mno n.13, B KOTOpOoM IeMOBJacTo3 IIPeldCTaBJIAeT

cobo¥ B-KJIETOUHHM pak C »2KcOpeccuen GPRC5HD.

15. Cnnocot6 mno 11.l14, B KOTOpPOM B-KJeTOUHHM pak C

skcnpeccuer GPRCLHD mpencraBigeT CcoBOM MHOXECTBEHHYID MUEJIOMY .

16. Cnocot no Jwbomy w3 nmn.l0-15, B KOTOpOM CIOCO0O

JOITIOJIHMTEJIBEHO BRJIIOUaAEeT B ceb4da BBell€HNMEe BTOPOTI'O



TepalrleBTMYeCKROI'O ar'eHTa.

17. Cnoco®6 mo mn.l6, B KOTOPOM BTOPOM TepaleBTUUYECKUN
areHT IOpencTaBjgeT cobo¥ XUMHUOTepalleBTHUUeCKMM MOpeHdapaT WIK

CpenCcTBO IJIS TapleTHOM IIPOTUBOPAaKOBOM Tepanmuu.

18. Cnoco® mno m.l7, B KOTOPOM XUMMOTepalleBTUUeCKUN
npernapatT rpencraBigdeT cobom numnTapabuH, AHTPALUKIIVH,

INTUIOPOXJIOPHMIO TUMCTaMMHa WJIIN MHTepﬂeﬁKMH 2.

19. Cnoco® mo JgoboMy u3 0n.lé-18, B KOTOPOM BTOPOMU
TepalleBTUUECKUN aTeHT IOIPMMEeHSIT OIHOBPEMEHHO, I[IOCJelOoBaTeJILHO

WJIM PasmdesyIbHO C OUCHIelMOUUueCKVM aHTUTEJIOM.

20. @apMaHeBTquCKaH KOMITIO3MIIMA IOJI4 JIeUYeHNA Para,
comepXxallia#d BEIIEJIEHHOE AHTMTEeJIO 10 JIodoMy ns3 nmn.l-6 n

@apMaHeBTquCKM HpMeMﬂeMﬂﬁ HOCUTEJIE .

21. Cnoco® TmoJgydeHMSA BHIOEJEHHOTO aHTUTeJa IO JoboMy U3
nmn.l-eo, crioco® BKJIIOU A0 KYyJIb TUBMPOBaHME KJIETKMU,

SKcnpeccmpymmeﬁ YKasaHHOe BEHIOEJIEHHOEe aHTUTeEeJIO.

22 . BHIOeJIeHHBM CHUHTETHUUECKMM T[OJIMHYKJIEOTHI, KOIUPYIIOMNINA

BLHIOEeJIEHHOEe AaHTUTeJIO II0 JiodoMy M3 III.1-6.

23. HabGop mia JedyeHMUs pakxa, comepxXamyyl  BHIEJIEHHOE

AHTUTEJIO IO JodoMYy M3 M. 1-6 ¥ YIaKoOBKY MOJA BHIISYIIOMSHYTHX

KOMIIOHEHTOBRB.
24. HaGop nmjisa JiedeHMs  paka, comepxamui BHIOEJIEHHEMN
CUHTEeTHUUYeCKUN IOJIMHYKJIEOTUO 1o m.22 u YIIakKOBKY OJId

BEIMIEYIIOMAHY TEIX KOMIIOHEHTOB.

25. HabGop musa JieueHMs  paka, comepXalyil  BHIEJIEHHOEe
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