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OIIMCAHUE U3OBPETEHUA
2420-574642EA/032
KOHBIOT'ATBI AHTUTEJIO-JIEKAPCTBEHHOE CPEJICTBO, HAIIEJIEHHBIE HA
KJIAY/IUH 18.2

IIpennocbuiku co3naHus M300peTeHNs

[0001] Knaynunbl, Takue kak kjayauH 18.2, paccMaTpUBAarOTCsi Kak IEPCIEKTHBHBIE
MUIIEHH UIi UMMyHOTepanuu paka. KiayauHbl npenctaBistoT coOoi ceMeicTBO Oenkos,
KOTOpble OOpa3ylT Ba)XKHbIE€ KOMIIOHEHTBI IUIOTHBIX KJIETOYHBIX KOHTAakTOB. OHH CO31AIOT
napaLesuUTIOJIIPHBIA Oapbep, KOTOPBIA PEryJMpyeT MOTOK MOJIEKYJ MeXIy KieTkamu. benxu
umeroT N-koHell u C-koHell B LuToIUiasmMe. PasnuuHele KiiayuHbl 3KCIIPECCUPYIOTCS B Pa3HBIX
TKaHAX, U UX W3MEHEeHHas (YHKUMs MPHUBOAUT K PA3BUTHUIO0 PaKa COOTBETCTBYIOIIMX TKAaHEH.
Knaynun-1 skcnipeccupyercst Ipu pake TOJICTOM KHUIIKH, KJlay IUH-18 skcrpeccupyercst mpu pake
JKeNyaKa, a kiayauH-10 skcnpeccupyercs: Ipy renaToLeIIoIsIPHON KapLIMHOME.

[0002] Knaynun-18 umeer nee usodopmel, usodpopmy 1 u usodopmy 2. Uzodpopma 2
(Knaynuu 18.2 unu CLDN18.2) siBnsieTcsi BBICOKOCEIEKTUBHBIM MapKepPOM KIJIETOYHOH JIMHUU
nupdepeHIMpoBKU. DKcmpeccuss kiayauHa 18.2 B HOPMaJIBHBIX TKaHSIX CTPOrO OrpaHUYEHa
a1 hepeHIMPOBAaHHBIMU STUTENHAIbHBIMU KJIETKAMH CIIM3UCTOH OOOJIOYKH JKeNyJKa, HO
OTCYTCTBYeT B OOJACTH CTBOJIOBBIX KJIeTOK »kenyaka. Kimaynun 182 coxpansiercss npu
3JI0KAYeCTBEHHONW TpaHC(opManuu M SKCHpeccupyercss B OONBIIMHCTBE CIy4aeB MEPBUYHOIO
paka JkelyJKa MW ero MeTacTa3oB. OJKTONMWYecKas akTUBalus KinayauHa 18.2 Takxke 4acTo
OOHAPY’KUBAETCS B OMYXOJISIX MOJIKENTYJOYHOU JKEeJe3bl, MUIIEBONA, SUYHUKOB M JIETKHX. JTH
JaHHble CBUAETENbCTBYIOT O ToM, yTo CLDNI18.2 wumeer CHIBHO OrpaHUYEHHBIN NaTTEpH
SKCIPECCUHN B HOPMAJIbHBIX TKAHSX C YaCTOM SKTONMUYECKOW aKTUBALMEH MPH pa3IMYHbIX BUAAX
pakay 4eyoBeKa.

CymHocTb n3o0pereHust

[0003] B HacTosiueit 3asiBKe€ pacKPbIBAIOTCS aHTUTENA MPOTUB KjayauHa 18.2, KoTopbie
CEJIEKTUBHO CBSI3bIBAIOTCS € KJIAayAMHOM 18.2 MUKOro Tuma MU € LIMPOKO PaCIpPOCTPaHEHHBIM
MyTaHTOM M 149L 11 He CBSI3BIBAIOTCS C APYTUMH H30(opMamu KiiayiuHa 18, TAKMMHU Kak Kiiay THH
18.1. Y IUBUTENbHBIM U HEOXKHIAHHBIM OTKPBITHEM aBTOPOB HACTOSIIIETO H300PETEHUS SBIISIETCS
TO, YTO 3TH aHTHUTEJA O0JIAJAOT BBICOKOH 3((EKTUBHOCTHIO B MHAY IUPOBAHUH ONIOCPEIOBAHHOM
pPELENnTOPOM HWHTEPHANMU3ALMKA aHTUTEN, B YaCTHOCTH, mNO cpaBHeHur0o ¢ IMAB362
(xmaynukcuMaboM), TO €CTh, IJIABHBIM AHTHUTEJIOM MNPOTHUB KiayauHa 18.2, Haxopmsmumcs Ha
CTaguu KJIMHUYECKOH pa3paborku. CrenoBaTenbHO, NMPU KOHBIOTUPOBAHMM C MOJEKYJIOH
JIEKAPCTBEHHOT'O CPENCTBA, 3TU aHTUTENA CHOCOOHBI 3((PEKTHBHO JOCTABJISITH JIEKAPCTBEHHOE
CPEACTBO B KIETKHU-MUIICHU, TAKUE KaK PAKOBBIE KIIETKH, CBEPXIKCIPECCHPYIOIHE OeoK
KyiayauH 18.2.

[0004] 3HauMTETHPHO TMOBBIMIEHHAS CHMOCOOHOCTh WHAYLHUPOBATH OMOCPEIOBAHHYIO
pelenTopoM MHTEpPHANM3aLMI0 AHTUTEN, ONHCAHHBIX B HACTOAIIEW 3asiBKE, MOXET
aCCOLMMPOBATHCS C MEXaHU3MaMH, ITOCPEICTBOM KOTOPBIX 3TH aHTHTEJNA CBSI3bIBAIOTCS C OEIKOM

kmayauaoM 18.2. Kak mnokazano B Ilpumepe 14 u mpowmmoctpupoBano Ha ¢ur. 20,



AMHHOKHCIJIOTHbIE OCTaTKM Ha Oenke kiayauHe 18.2, KOTOpble HUrparOT BaXXKHYK pPOJib B
CBSI3BIBAHMHU C AHTUTEJIAMH, BKJIFOYAIOT OCTATKH, KOTOPBIE HIPAIOT BAKHYIO POJIb B CTAOMIM3aLUN
KOH(pOpMaLmy BHEKJIETOUHBIX reTesnb (Hanpumep, W30, L49, W50, C53, C63 u R80). Eme Oonee
BAJKHO TO, YTO OCTATKH, KOTOPBIE YYaCTBYIOT B CBSI3bIBAHUU C AHTUTENaMHU, BKIHOYAOT N45, Y46,
G48, V54, RSS5, ES6, S58, F60 u E62, pacnonoxeHnble Mexnay uermsiMmu 3 u 34 mepBoit
BHEKJIETOUHOU reTin, a Takke Y169 u G172, kotopble HAXOOATCS B 35 BTOPOI BHEKJIETOUHOMN
nerau. M Hao0opoT, CYMTAETCsI, YTO U3BECTHBIE AHTUTENA MPOTHB KiayauHa 18.2 cBs3bIBAIOTCS
TOJIBKO C OJTHOM U3 BHEKJIETOYHBIX NETENb.

[0005] B cooTBeTCTBHM C OTHIUM CBOUM BapHUAHTOM, HACTOSIIIEE N300pETEHIE OTHOCUTCS
K KOHBIOTATy AHTHUTEJIO-JIEKAPCTBEHHOE CPEACTBO, COAEPIKALIEMY MOJIEKYJy JIEKapCTBEHHOIO
CpeICTBa, KOBAJEHTHO NPHCOENMHEHHYIO K aHTUTENy WIM K ero ¢parmeHrty, obnamaroiemy
Creun(UIHOCTBIO CBSI3bIBAHUSA C UEJIOBEUYEeCKUM OenkoMm kiayauHoMm 18.2 nmukoro Tuma
(CLDNI18.2), rne antureno uiau ero ¢parmMeHT cBs3biBaeTcs ¢ nerneit $3-f4 u uembto PB5S
CLDN18.2. TIlerna p3-p4 cocrour w3 ocratrkoB 45-63 SEQ ID NO:30
(NYQGLWRSCVRESSGFTEC), a uensp BS5 cocroutr u3 ocratkos 169-172 SEQ ID NO:30
(YTFG).

[0006] B HEKOTOPBIX BapHaHTaX OCYINECTBICHUS H300PETEeHUsI, COOTHOLIEHNE KOJTHYECTBA
(parMeHTOB JIEKAPCTBEHHOTO CPEACTBA K KOJMYECTBY aHTUTENA MM (parMeHTa COCTABJISIET OT
1:1 no 20:1. B HEKOTOpPBIX BapHAHTAX OCYIIECTBJICHUS H300PETEHHsI, OTHOLIEHUE COCTABIISIET OT
2:1 no 10:1. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS] N300PETEHUs, OTHOLICHUE COCTABJISIET OT
2:1 no 6:1. B HEKOTOpBIX BapHaHTaX OCYIIECTBJCHUS M300PETEHHUS, OTHOLICHHE COCTABJISIET
npubmmsuTensho 2:1, 2,5:1, 3:1, 3,5:1, 4:1, 4,5:1 vy 5:1.

[0007] B HEKOTOpBIX BapHaHTaX OCYIUECTBJICHUs] HM300PETEHMs, AHTUTENIO WJIH €ro
¢dparment He cBs3biBaercs ¢ B1 u B2 wnum cszbBaercs ¢ Bl wim B2 ¢ ahhuHHOCTBIO, KOTOpast MO
meHbineit mepe B 10 pa3 ke, yem apUHHOCTD CBsI3bIBaHMS C nieTiel 3-f4 wiu ¢ uenso 5. B
HEKOTOPBIX BapUAHTaX OCYINECTBJICHHs] W300pPETeHHUs, AHTHUTENO WIH ero (QparmMeHT He
csizbiBaercs ¢ Oenkom CLDN18.1 mwnu cesazeiBaercs ¢ CLDN18.1 ¢ apdunHOCTBIO, KOTOpast o
MmeHbineit mepe B 10 pa3 Hioke, yeM aduHHOCTD cBsi3piBaHus ¢ CLDN18.2.

[0008] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS] H300pPETEHMs, AHTUTENIO WJIH €ro
¢parment ceszpiBatoTcsi ¢ MyTantoM M149L CLDNI18.2 ¢ appUHHOCTBIO, COCTABJISIOLICH 1O
meHbineit mepe 1% ot adpdunnocTH k Oenky CLDN18.2 nqukoro Tuma.

[0009] B HEKOTOpBIX BapHaHTaxX OCYIUECTBJICHUS H300PETEHMs, AHTUTENIO WJIH €ro
(parMeHT CBS3BIBAETCS 1O MEHbBIIEH Mepe C aMHHOKHCJIOTHBIM OCTAaTKOM, BBIOPAHHBIM W3
rpymmbl, cocrosmei u3z N45, Y46, G48, V54, R5S5, E56, S58, F60 u E62; u nmo meHbliel mepe ¢
AMHHOKHCIJIOTHBIM OCTATKOM, BBIOPaHHBIM W3 TpyIIbl, coctosmei u3 Y169 u G172 SEQ ID
NO:30.

[0010] @parmMeHT JEKapCTBEHHOIO CPEACTBA MOXKET NPEACTaBIsTh  COOOH
LIUTOTOKCUYECKUI WIIN IUTOCTATUUECKUH areHT, UMMYHOJENPECCaHT, paAuOU30TOl, TOKCUH WU
T.11. DparMeHT JEKapCTBEHHOTO CPEACTBA, MOCJIE €0 BEICBOOOKIACHHS B PAKOBYIO KJIETKY, MOXKET

I/IHFI/I6I/IpOBaTb Pa3MHOKECHHUE paKOBOfI KJIECTKH HJIM BBI3BIBATH aIllOITO3 paKOBOfI KJICTKH.



IIpumeps! (pparMeHTOB JIEKAPCTBEHHOI'O CPENCTBA BBIOpaHBI M3 rpymnmbl, coctosimeii n3 DM1
(maiiramsuHa, N2'-neanetun-N2'-(3-mepkanto-1-okconpormmi)- win  N2'-geanermn-N2'-(3-
MepKanTo- | -OKCOnmponmI)-MaiiTaH31Ha), mc-MMAD (6-ManenMuIOKaIpOnII-
MoHoMmeTwiaypuctaruta-D wimu N-metmn-L-amnn-N-[(1S,2R)-2-meTrokcu-4-[(25)-2-[(1R,2R)-1-
METOKCH-2-MeTHI-3-0Kc0-3-[[(1S)-2-pernn-1-(2-Tuazonwmn)stin|amuHo Jnpornui|-1-
nupposuauami |-1-[(1S)-1-metunmponmn|-4-okcoOytun|-N-metmn-(9Cl)-L-Banunamuna), mc-
MMAF (manenmunokanpous-MmoHoMeTmnaypucrtatuia F wmu N-[6-(2,5-guruapo-2,5-nuokco-
IH-nmuppomn-1-nmn)-1-okcorekcun|-N-metun-L-amnn-L-sanun-(3R,4S,5S)-3-meTokcu-5-metun-
4-(merunamuno)renraHons-(aR,BR,2S)-B-meTokcu-o-MeTHI-2-uppoauAnHIponaHon-L-
beHnnanaHnHa) u mc-Val-Cit-PABA-MMAE (6-manenmunokanpoui-ValcCit-(1-
aMUHOOeH3WIoKCHKapOoHm)-MoHoMeTuaypucratuia E umun N-[[[4-[[N-[6-(2,5-nuruapo-2,5-
nuokco- 1 H-nuppon-1-um)-1-oxcorexcun]-L-anun-N5-(amuHokapOoHmM)-L-

opHuTWI|aMuHO |penun |merokcu [kapOonwm |-N-metun-L-sammn-N-[(1S,2R)-4-[(25)-2-[(1R,2R)-
3-[[(1R,28)-2-runpokcu- 1 -meTni-2-¢h eHUII T |aMUHO |- | -MeTOKCU-2-MeTHII-3-OKConporm | -1 -
nupponuauHui|-2-metokcu- 1-[(1S)-1-metunnponun]-4-okcoOy i |-N-metnn-L-BanuHaMuna).
DMI1 siBisieTcst mpOM3BOIHBIM MaiiTaH3MHA, TO €CTh, MHIHOUTOpa TyOyuHa, Toraa kak MMAD,
MMAE u MMAF sBrisitoTCSl IPOU3BOHBIMY aypPUCTATHHA.

[0011] Hacrosituee n3o0peTeHne Tak:ke OTHOCUTCS K CrOCo0aM M K MPUMEHEHHIO ISt
JeueHust 3a0O0JieBaHUN M COCTOSIHMH. B OOHOM CBOeM BapuaHTe, HACTOsiIee H300peTeHHe
OTHOCHTCS K CHIOCOOY JICUSHHMSI paka y MalMeHTa, HY KIAIOIErocs B 3TOM, Tle YKa3aHHBIH crocod
BKJIFOYAET BBEJCHHE TMAILMEHTy KOHBIOTaTa AaHTHUTENO-JIEKAPCTBEHHOE CPEACTBO COTJIACHO
U300pETEHUIO.

KPATKOE OITMCAHUE YEPTEXEN

[0012] Ha ¢ur. 1 moka3aHO, 4TO MBILIMHAS CBIBOPOTKA OT Bcex Mblmed mocie JJHK-
MMMYHU3allUM HMMEeT BbICOKMM YpOBEeHb TuTpa peakuuun ¢ kjaerkamu HEK293,
TpancenupoBanabiME CLD 18 A2, kak ObLIO ONpeneneHo ¢ MOMOIIBI MPOTOYHOH IUTOMETPUH,
rae CLD 18A1 ucnonb3oBaiy B KAYECTBE HETATUBHOTO KOHTPOJIS.

[0013] Ha ¢wur. 2 moka3aHo, YTO CyNEpHATAHTbI THOPUAOMBI MOTYT CBSI3bIBATBCS C
knerkamu HEK293, tpancheunpoBanasvMu yenosedeckum CLD18A2, kak ObUIO ompeneneHo ¢
nomotbto ELISA wnu npoToyHOM UTOMETPUH KIIETOK.

[0014] Ha ¢ur. 3 mokazaHO, 4TO OUUIIEHHBIE MBIIIMHbIE AHTHTEIA MOTYT CBSI3BIBATHCS C
kietkamu MKN45, tpancdeunpoBannsiMu yenoBeueckum CLD18A2, kak ObLIO OmpeneneHo ¢
MOMOLIbIO TMPOTOYHON 1uTOMeTpuH, € Bbicoko ECS50 mno cpaBHEHHIO C aHTUTEJIOM,
HCIOJIb3yEMBIM B Kau€CTBE MIO3UTUBHOIO KOHTPOJISL.

[0015] Ha ¢ur. 4 mokazaHo, 4TO OUUIIEHHBIE MBIIIUHBIE AHTHTEIA MOTYT CBSI3BIBATHCS C
knetkamu SU620, sHporeHHo skcnpeccupyromumu dvenosedeckuii CLDI18A2, Hecywuit
myTaruo M149L, kak ObLIO ONpeeNieHo ¢ TOMOLIBIO TPOTOYHOH IUTOMETPHH, ¢ Beicokor EC50,
B TO BpeMsl KaK STAJIOHHOE aHTUTENIO He 00JIaaano Takoh QyHKIUEH.

[0016] Ha ¢ur. 5 mokazaHo, 4TO OUHIIEHHBIE MBIIIUHBIE AHTHTENA MOTYT CBSI3bIBATHCS C

knerkamu HEK293, tpancdeunpoBanasivu MpnumHbiM CLD18A2, kak ObuIO ompeneieHo ¢



MOMOLIbIO IPOTOYHON LIUTOMETPHH, ¢ Bbicokoit EC50.

[0017] Ha ¢ur. 6 mokazaHo, 4TO OUUIIEHHBIE MBIIIUHBIE AHTUTENA MOTYT CBSI3bIBATHCS C
knerkamu HEK?293, tpancdenuposanapivu CLDI18A2 cobakononoOHbIX 00€3bsiH, Kak OBLIO
ONPENENIEHO C MOMOIIBI TPOTOYHOM LUTOMETPHH, ¢ BbicOKOH ECS0.

[0018] Ha ¢ur. 7 mokazaHo, 4TO OUMIIEHHBIE MBIIIUHBIE AHTUTENA MOTYT CBSI3bIBATHCS C
knerkamu HEK293, tpancheunpoBanasivu yenosedeckum CLD18A2, kak ObuIo omnpeneneHo ¢
MOMOLIbIO IPOTOYHON LUTOMETPHH, ¢ Bbicokoit EC50.

[0019] Ha ¢ur. 8 moka3zaHO, YTO XMMEPHbIE AHTUTENA MOTYT CBS3BIBATBCS C KJIETKAMHU
MKN45, tpancdennpoanHbiMu yenoBeueckuM CLDI18A2, xak ObUIo ONpeneneHo ¢ MOMOIIbIO
IIPOTOYHOM LuTOMETpuH, ¢ BbicokoN ECS50 mo cpaBHEHHMIO C aHTUTENIOM, MCIONb3YEMbIM B
KaueCTBE MO3UTUBHOIO KOHTPOJIS.

[0020] Ha ¢ur. 9 nokazaHo, 4TO XUMEPHbIE aHTUTENA HE MOTYT CBSI3bIBATHCS C KJIETKAMHU
MKN45, tpancoenupoBanabiMu denosedeckuM CLDI18A1 kak ObUIo OmpeneneHo ¢ MOMOIIbBIO
MIPOTOYHOU LINTOMETPUHU.

[0021] Ha ¢ur. 10 mokazaHO, YTO T'YMaHH30OBaHHbIE AHTUTENIA MOTYT CBSI3bIBATHCS C
kaetkamu MKN45, tpancdeunposannsivmu yenoBeueckum CLD18A2, xak ObpLIO ompeneneHo ¢
MOMOIIBIO TMPOTOYHOW nuTOoMeTpuu, ¢ Bbicokol ECS50 mo cpaBHEHHIO C aHTUTENOM,
HCIIOJIb3Y€MBIM B KAYECTBE ITO3UTUBHOIO KOHTPOJISL.

[0022] Ha ¢wur. 11 mokasaHo, 4TO T'yMaHHU30BaHHbIE AHTHTENIA HE MOTYT CBSI3bIBATHCS C
knerkamu MKN45, tpancheunpoBanabiMu yenoBeueckum CLD18A1 kak ObuLio ompeneneHo ¢
MOMOILBIO IPOTOYHON UTOMETPHH.

[0023] Ha ¢wur. 12 nokazaHo, 4To TyMaHu3OBaHHbIe aHTuTena ¢ mytauueit CDR moryT
cBsi3bIBaThCs ¢ kiaetkamu MKN45, tpancdenupoanabiMu yenoBeueckum CLD18A2, kak Obu1o
OTPEeIeNIEHO C TTOMOIIBIO0 TPOTOYHOU ITUTOMETPUH, C BBICOKOH ECS50 1o CpaBHEHUIO C aHTUTENIOM,
HCIIOJIb3Y€MBIM B KAUECTBE MO3UTUBHOIO KOHTPOJISL.

[0024] Ha ¢wur. 13 nokaszano, 4To ryMaHu3oBaHHbIe aHTHTENA ¢ MyTauueit CDR He moryT
cBsi3bIBaThCs ¢ kiaetkamu MKN45, tpancdenupoanabiMu yenoseueckum CLD18A1, kak Obpu1o
ONpPENENEHO C MOMOIIBK MPOTOYHON LINTOMETPHUH.

[0025] Ha ¢wur. 14 nokazaHo, 4To BapuaHThI Oe3 prcka Moaudukanuu odaanaiu CHIbHBIM
cBs3piBaHueM ¢ CLD18A?2 kyeTouHOI MOBEPXHOCTH.

[0026] Ha ¢wur. 15 mnokaszano, uro ompeneneHHble mMytauuu CLDI8A2 okasbBaroT
3HAYUTENbHOE BJIMSHUE HA CBSI3bIBAHME VYKAa3aHHbIX aHTuTeNn C Kkiaetkamu HEK293,
TpaHC(HELUUPOBAHHBIME 3TUMH MYTAaHTaMH, 4YTO TIIO3BOJIIET TMPEAIOJOXKHTb, YTO 3TH
AMHUHOKHCJIOTHBIE OCTATKH COCTABJISIIOT 10 MEHBIIEH Mepe 4acTh SIUTOMNA.

[0027] Ha ¢wur. 16 nokazano, uro antutena 4F11E2, 72C1B6A3 u 120B7B2 nyuie
csazpiBanuch ¢ kiaetkamu CHO-K 1 kak ¢ BBICOKHM, Tak U ¢ HU3KUM COZiepKaHHeM KiayquHa 18.2
no cpaBHenuto ¢ 175D 10.

[0028] Ha ¢wur. 17 mokasanbl pe3yspTaTbl TecTHpoBaHus Ha akTuBHYI0 ADCC mns
4F11E2, 72C1B6A3 u 120B7B2 ¢ ucnons3oBannem anturena 175D10 B kauecTBe 3TajioHa.

[0029] Ha ¢ur. 18 moxazano, uyro BapmanTel S239D/I332E 4F11E2, 72C1B6A3 u



120B7B2 npes3ouuu aHanor 175D10 B ananuzax Ha ADCC.

[0030] Ha ¢wur. 19 mokaszano, uto 4F11E2, 72C1B6A3 u 120B7B2 Ttaxxke obmanmanu
ayumiuMm ADCP, uem 175D10.

[0031] Ha ¢wur. 20 nponsutrocTpUpOBaHbl TPEXMEPHAS CTPYKTYpa U CTPYKTYPbl MOTUBOB
OeJIKOB KJIayIUHA.

[0032] Ha ¢ur. 21 mnoxazaHbl pe3ynbTaThl HHTEPHAJIM3ALUUA NPOTECTUPOBAHHBIX
XUMEPHBIX aHTUTEN IO CPaBHEHUIO ¢ 3TajoHHbIM aHTuTtenoM IMAB362 na kinerkax CHO,
SKCHPECCUPYOMNX KiayauH 18.2.

[0033] Ha ¢ur. 22 mnoxazaHbl pe3yJbTaThl HHTEPHAJIM3ALUUA NPOTECTUPOBAHHBIX
I'YMaHU30BAaHHBIX AHTUTE 110 CPABHEHHUIO € 3TaNlOHHBIM aHTuTenoM IMAB362 na knerkax CHO,
SKCIPECCUPYOMMUX KiaayauH 18.2.

[0034] Ha ¢ur. 23 mnoxazaHbl pe3yJbTaTbl HHTEPHAJIM3ALUHA NPOTECTUPOBAHHBIX
IYMAHU30BAaHHBIX AHTUTEN IO CPAaBHEHUIO C 3TaJOHHBIM aHTuTenoM IMAB362 Ha kierkax
MKN45, skcnpeccupyomux kiayauH 18.2.

[0035] Ha ¢ur. 24 nokasana appUHHOCTH CBS3BIBAHWUS AHTUTE]I M UX KOHBIOTATOB C
JIEKaPCTBEHHBIMU CPEACTBAMMU.

[0036] Ha ¢ur. 25A-C nokasaHa KJIETOYHAsh TOKCMYHOCTh TECTHPYEMbIX KOHBIOTATOB
aatuteno-MMAE npu unreprnanusaimu B Tpancdexrantsl DAN-G, NUGC nimu SCG-7901.

[0037] Ha ¢ur. 26 mnokaszaHa KJIETOYHAsi TOKCHYHOCTb TECTUPYEMBIX KOHBIOTATOB
antureno-MMAE  nocne wunHrepHammzanmu B SNU620, 5HIOT€HHO 3KCIPECCUPYIOLINE
YyeJIoBeueCcKui kinayavH 18.2.

[0038] Ha ¢wur. 27 npuBOAUTCS CpaBHEHHE KOHBIOraTa aHTHTENIO-JIEKAPCTBEHHOE
CPEICTBO C OJHUM AaHTHUTEJIOM B OTHOIIEHUU CHIIKEHHSI POCTa OMYXOJHU Yy MOJOMNBITHBIX
JKUBOTHBIX.

[0039] Ha ¢ur. 28 moka3aHbl CpeHUE WM OTAENbHbIE 3(P(eKThl yMEHBIIEHHSI Oy XOJIU B
CJly4ae UCIOJIb30BaHUS KOHBIOTaTa aHTUTENO-TIEKAPCTBEHHOE CPECTBO.

HOAPOBHOE OITUCAHHUE

Onpeoenenusn

[0040] CnenyeT OTMETHTD, YTO aPTHUKIIH «a» WM «any OTHOCUTCS K OJHOMY WK Oolee
oObekTaM, HampuMep, «an antibody» o3Hadaer omHo wiu Oosee anTuTen. Takum oOpasom, «ay»
(mmu «any»), «OOMH WM OoJiee» M IO MEHbIIEH Mepe OJUH» MOTYT YIOTPeOSIThCs 31eCh KaK
CUHOHUMBI.

[0041] Wcnonb3yemblii 34€Ch TEPMHUH (IIOJHMMENTHI» OXBAaThIBAET KaK «OIHH
MOJIUNENTUTY, TaK U «HECKOJbKO MOJHUIENTHIOB» U OTHOCUTCS K MOJIEKyJie, COCTOsILeN W3
MOHOMEPOB (aMUHOKHCIIOT), JIMHEHHO CBSA3aHHBIX aMUIHBIMH CBSI3SIMHU (TaK)K€ M3BECTHBIMU KaK
NEeNTUAHBIE CBs3H). TEPMUH «ITONUMENTHA» O3HAYAET JIFOOYIO LeTb WM LeTH U3 IByX Win Ooee
AMHUHOKHUCJIOT M HE OTHOCUTCSl K KOHKPETHOW JuIMHe mpoaykra. Takum obpa3om, ompeneieHne
«TIOJNIMIMENTH» OXBATHIBAET TENTHABL, TUIENTHABL, TPUIIENTHIbL, OJUTOMENTHIABIL, «OelIoKy,
«IeTb AMMHOKHCIIOTY WM JIFOOOH IPYroil TEPMUH, UCTIONB3YEMbIH Uit 0003HAUEHUs LENH WIH

LIeHefI U3 ABYyX WA Oouee AMUHOKUCJIOT, U TEPMHH KIOJJHICITUA» MOXKET HCIIOJIb30BATHCA



BMECTO JIFOOOT0 U3 3TUX TEPMHUHOB WUJIU ABJIACTCA UX CUHOHHMOM. TepMI/IH KIIOJIMIICIITU T TAKIKE
OTHOCUTCA K MPOAYKTAM MNOCT3KCIPECCHUOHHbBIX MOI[I/I(i)I/IKaI_II/Iﬁ NOJIMIICNITUAA, BKJIFOYasd, HO HE

OTPAaHUYUBASCH  UMHU TJIUKO3UJTUPOBAHUE, ALETUINPOBAHHE, dbochopunuposanue,

>
aMHUIUPOBaHUE, JACPUBATU3ALMI0 HW3BECTHBIMH  3aLIUTHBIMU/OJOKUPYIOIIUMH  TPYIIIAMH,
NPOTEOJINTUUECKOE pAaCIIeIUIeHHe WIH MOAW(UKALMIO HENPUPOIHBIMU aAMUHOKHCIOTAMH.
[TonunenTua MoXxeT OBITh ONYYEH U3 MPUPOAHOrO OMONIOTHYECKOTO HCTOYHUKA, MITH OH MOJKET
OBITh TIONy4€H C MPUMEHEHHEM pPEKOMOMHAHTHON TEXHOJOIMHM, HO OH HeoOs3aTeIbHO
TPAHCIMPYETCs] M3 YKA3aHHOW MOCIENOBATENbHOCTH HYKJIEHHOBOW KUCIOTHI. OH MOXeET OBbITh
NOJIy4eH MOObIM CrIOCOOOM, BKITFOUAst XMMUYECKHI CHHTE3.

[0042] TepMuH «BBIAENEHHBIN», €CIM OH HCIONb3YETCs 3/€Chb B OTHOLIEHHM KIETOK,
HyKJIEMHOBBIX KUCJOT, Takux kak JIHK wnu PHK, oTHOCHTCA K MOJeKynaMm, OTAENEHHBIM OT
apyrux JHK wnmu PHK, cOOTBETCTBEHHO, KOTOPBIE MPUCYTCTBYIOT B NPUPOJHOM HUCTOYHHKE
MakpoMousiekyJibl. Mcrnonb3yemblli  31€Chb TEPMHUH  «BBIAEJIEHHBIM» TaKKe OTHOCHUTCS K
HYKJIEMHOBOM KHUCJIOT€ WU K NENTUAY, KOTOpble IO CYLIECTBY HE COAEPXKAT KJIETOUYHOIO
MaTepuasa, BUPYCHOTO MaTepuaia WIH KyJbTypaJlbHOW CpeAbl NPU UX MOJY4YEHUH METOJaMU
pekomOuHanTHBIX JIHK, nimm XuMudeckux npeaimecTBeHHUKOB WITH APYTUX XUMUYECKHX BEIIEeCTB
IpU XUMHYECKOM cHHTe3e. Kpome TOro, mozmpasymeBaeTCsi, YTO «BBIJEJIECHHAs HyKJIEHHOBAs
KHCJIOTa» BKJFOYAeT ()parMeHThl HyKJIEHHOBOW KHUCIIOTBI, KOTOPBIE HE BCTPEUAIOTCS B IPUPOJE B
Buzie (ParMEHTOB U HEe MOTYT ObITh OOHApy>keHbl B Mpupozae. TepMUH «BbIIEIEHHbIH» TaKKe
UCIIOJNIB3Y€TCsI 3/1eCh Ut 0003HAYEHUS KIIETOK WITH MTOJMIIENTHAOB, KOTOPBIE BbIIEJICHBI U3 APYTHUX
KJIETOYHBIX O€NKOB MJIM TKaHeil. TepMUH «BBIIEJICHHBIH MOJUNENTHA» OXBaThIBAET Kak
OYHINEHHbIE, TAK U PEKOMOWHAHTHBIE TIOJIHIIETITHIBL.

[0043] Hcnonb3yemblii 31€Ch TEPMHUH «PEKOMOMHAHTHBINY, €CIH OH OTHOCHUTCS K
MOJIUTENTHIAM WIJIM TOJIMHYKJIEOTHAAM, O3Ha4aeT (popMy MOJHUIENTHAA WIH MOJUHYKIEOTH/A,
KOTOpasi He CYINECTBYET B NPHUPOAE, U €ro HEOrPaHWYMBAKOIIUM MPUMEPOM MOXKET CIY>KUTh
COEIMHEHHE, KOTOPOE MOXKET OBITh MOJYYEHO MyTeM OOBEAMHEHHUS MOJUHYKJIEOTHIOB WU
TIOJIUTIENITHIOB, KOTOPBIE OOBIYHO HE BCTPEYAIOTCS B TIPUPOJIE BMECTE.

[0044] TepMUHBI «TOMOJIOTHSD), WIN «UACHTHYHOCTBY», WUJIU «CXOJCTBO» OTHOCHUTCSI K
CXOJACTBY IOCJIE€AOBATENBHOCTEN IBYX NENTUAOB WIM ABYX MOJIEKYJ HYKJIEHHOBON KHCIIOTBI
I'omomorusi Moker OBITH ONpefeNieHa IyTeM CpPaBHEHHs TMOJIOKEHHH B KaXIOH
MOCJIEIOBATEIBHOCTH, KOTOPbIE MOTYT OBITh BBIPOBHEHBI JJIsi cpaBHEeHUs. Eciam mosokeHue B
CPaBHUBAEMOM MOCJIEA0BATEIBHOCTH 3aHATO OHUM U TEM K€ OCHOBAaHUEM UJIM AMUHOKHUCIIOTOH,
TO TaKhe€ MOJIEKYJIbl CUMTAIOTCS TOMOJIOTMYHBIMU B 3TOM NoJjokeHuu. CTerneHb IOMOJIOTHU
MEXAY MOCIENOBATENbHOCTAMH 3aBUCUT OT KOJIMYECTBA COBMNAJAKOIIUX WM TOMOJOTHYHBIX
MIOJIOXKEHUH, KOTOPBIE SIBISIFOTCS OOIMMMH JUIsl 3THUX TOCienoBaTenbHocTel. « HeponcTBeHHas
WIM «HErOMOJIOTWYHAasy» IOCHIeAoBaTelbHOCTh uMeeT MeHee 40%  MOEHTHYHOCTH, a
MPEANOUTUTENBHO, MeHee 25% WIEHTUYHOCTH, C OAHON M3 IOCJIeN0BaTEeNbHOCTEH COIJIacHO
HU300pETEHUIO.

[0045] TlonwHykJIEOTHI WM TOJHUHYKJICOTHAHAS O0JacTh (WM TOJHIENTUA WA

MOJIUTIENITHIHASL 00JIACTh) UMEIOT OMpeAeNieHHbI mponeHT (Hanpumep, 60%, 65%, 70%, 75%,



80%, 85%, 90%, 95%, 98% wmu 99%) «UAEHTHYHOCTU TOCIEAOBATEIBHOCTH» C JPYTOu
MOCJIEI0BATEIbHOCTBIO, U 3TO O3HAYaeT, UYTO NPH BbIPABHUBAHUU, TAKOH MPOLIEHT OCHOBAHUI
(VT aMHUHOKHCIIOT) SIBIISIETCS] OJMHAKOBBIM TPU CPABHEHUH ABYX MocienosarenbHocTed. Takoe
BBIPABHMBAHNUE U MPOLIEHT FOMOJIOTHH HJIM MASHTUYHOCTHU ITOCIIEOBATENIbHOCTEH MOTIYT OBITh
OTpeAeNIeHbI C UCMONb30BAHNEM KOMIIBIOTEPHBIX IPOrPaMM, U3BECTHBIX CIELIUAINCTAM B JaHHOMN
obnactu, Hampumep mnporpamm, omucaHHbIx Ausubel et al. eds. (2007) Current Protocols in
Molecular Biology. IlpeanouruTtenbHO, AJii BbIPAaBHUBAHMUS HCIOJB3YIOTCS MapaMeTphl IO
ymonyanuto. OpHONM w3 mnporpamm BelpaBHUBaHuUs sBisierca BLAST, rae wucnonbiyrorcs
napaMmeTpel o ymonuanuto. B gactHocth, B mporpammax BLASTN u BLASTP ucnonesyror
CIeNyIOIINe MapaMeTpbl MO yMOJYaHWUIO: [ eHeTHueckwil KOA=CTaHNAPTHBIN, (UIBTP=HET,
1enb=o00e; otceuka=60, oxuganue=10; Matpua=BLOSUMG62; Onucanus=50
nocnenosarenbHocTelt, coptupoBka=BbICOKASA OLIEHKA; Bba3bl maHHBIX=HEH30BITOYHBIE,
GenBank+EMBL+DDBJ+PDB+rpancmsimin = CDS  GenBank+SwissProtein+SPupdate+PIR.
buonornveckn 5KBUBAJEHTHBIMHU NOJUHYKJICOTHIAMHU SIBJISIIOTCS MOJIMHYKJIEOTHABI, UMEIOIINE
YKa3aHHBIH BBILIE POLIEHT FTOMOJIOTMH U KOIUPYIOLIHE MTOJUIeNTHA, 00JIaafoIuil TAKOH Jke Win
1of00HO OHOTOrNUeCcKOi AKTUBHOCTBIO.

[0046] TepMuH «3IKBHUBAJEHTHAs HYKJIEHMHOBAas KUCJIOTa WJIM 3KBUBAJEHTHBIN
NOJIMHYKJIEOTUA»  OTHOCUTCS K  HYKJIEMHOBOM  KHUCJIOTE, HMEHIIEeH HYyKJICOTHIHYIO
MOCJIEA0BATEIBHOCTD € ONPEAEIIEHHON CTENEHbI0 TOMOJIOTHH WM UACHTUYHOCTU HYKJICOTUAHON
NOCJIEIOBAaTEIbHOCTU HY KJIEMHOBOM KHMCJIOTBI WK ee koMIuleMeHTa. [Ipu atom, nmpeanonaraercs,
YTO TOMOJIOT JBYXLEMOYEUHON HYKJIEWHOBOM KHCJIOTBHI BKJIFOUAET HYKJIEHHOBBbIE KHUCJOTHI,
UMEIOLINe HYKJIEOTUIHYIO MOCJIE0OBATENIbHOCTh C OMPEAENIEHHON CTENEHbI0 TOMOJIOTUU C 3TOH
MOCJIEIOBATEIBHOCTBIO MJIM C €€ KOMIUIEMEHTOM. B omHOM acmekte u300peTeHus, rOMOJIOTH
HYKJIEHHOBBIX KHCJIOT CIIOCOOHBI THOPUIM30BAThCS C HYKJIEWHOBOW KHUCIOTOM WM C €€
KOMILIEMEHTOM. AHAJIOTHYHBIM 00pa3oM, TEPMUH «3KBHUBAJIEHTHBIN MOJUIENITHA» OTHOCUTCS K
MOJIUTMIENTHLy, HUMEIOIIeMy OIPENeeHHYI CTeleHb TOMOJOTHMM WJIM HIEHTUYHOCTH C
AMUHOKHUCJIOTHON TMOCJIEeI0BATENbHOCTBIO 3TAJOHHOIO MOJIMIENTHAA. B HEKOTOpBIX acrekrax
u300peTeHns,, HWACHTUYHOCTb IMOCJIENOBATEIbHOCTEH COCTAaBJISIET IO MEHBbLICH Mepe
npubmmsuTenbHo 70%, 75%, 80%, 85%, 90%, 95%, 98% wiu 99%. B HEKOTOpBIX acmekTax
n300peTeHNs], SKBUBAJIEHTHBIN IMOJUIIENTH] WINA MTOJIMHYKJICOTHI UMEET OIHY, BE, TPH, YEThIpe
WIA TATh NOOABJICHWH, Aelenui, 3aME€H U MX KOMOMHAIMA 1O CPaBHEHUIO C 3TAJOHHBIM
MOJIUTIENITHIOM FJIH TIOJIMHYKJIEOTHAOM. B HEKOTOpBIX acmeKkTax W300peTeHUs], SKBHBAJICHTHAs
NOCJIEIOBATEIBHOCTh COXPAHAET AaKTUBHOCTb (HANpUMeEp, CBS3BIBAHHUS C 3IHUTOIOM) WIH
CTPYKTYpY (HampuMmep, COJIEBON MOCTHK ) 3TaJJIOHHON MOCIIEIOBATEIbHOCTH.

[0047] Peakumm rubOpuam3anyii MOTYT OBITh TPOBEIACHBI B PA3JIHYHBIX YCIOBHSIX
«kecTKocT». OOBIYHO, peaKLUI0 THOPHIN3ALNH B YCIOBUAX HU3KOH JKECTKOCTH MPOBOISAT MPU
temneparype npudmusurensHo 40°C npubnusurtensHo B 10-xkpatHom SSC mnm B pacTBope ¢
SKBHUBAJICHTHON MOHHOW CHJIOW/Temneparypoil. I nbpuanzannio yMepeHHOH KeCTKOCTH OOBIYHO
NPOBOIAT NpU Temnepartype npudbnusutensHo S0°C B cpene, comeprkameld NMpUOIH3UTEIBHO

6xSSC, a peakuuro rHOPUAM3ANNK BBICOKOW JKECTKOCTH OOBIMHO TPOBOISAT MPHU TeMIIepaType



npudmmsuTensHo 60°C B cpene, comepskamei npudmusutenbao 1xSSC. Peakimn rubpunusanuu
MOTYT 6I:>ITb TAKKE€ TIPOBCACHBI B (((1)I/ISI/IOJIOFI/II{CCKI/IX YCJIOBUAX», XOpPOIIO H3BECTHBIX
crienuaiucTaM B JaHHOH oOyactu. HeorpaHn4uBarOmuM NpUMEPOM (PU3HOIOTHYECKOTO

COCTOSIHUSI SIBJISIETCSI TEMIIEpaTypa, HoHHasi cuiia, pH u koHueHTpamus Mg?*, KoTopbie 00BIMHO

>
HAOJIFOAIOTCS B KJIETKE.

[0048] IlonuHYKJIEOTHUT COCTOUT W3 OMPENETIECHHOHN MOCIEeNOBATEIbHOCTH U3 YEThIPEX
HYKJICOTHUAHBIX OCHOBaHuM: anennHa (A); uutosuna (C); ryanuna (G), tumuna (T); u yparmna
(U) BMecTo TMMUHA, ecii OJUHYKJIeoTH  npenactasnser coboit PHK. Takum obpasom, TepmMun
«TIONMHYKJICOTUAHAS MOCIIEOBATEIbHOCTDY IMPENCTaBIsACT cOO0H andaBUTHOE MpPENCTABICHHUE
MOJIEKYJIbl MOJMHYKJIeoTHa. Takoe andaBUTHOE MPENCTaBIEHHE MOXKET ObITh BBEEHO B 0a3bl
JAHHBIX Ha KOMIIBIOTEPE, UMEIOLIEM LIEHTPAJIbHBINA POLECCOpP, U MOTYT OBITh HCIIOJIB30BAHBI JJIs
NPUIIOKEHNH OMOMH(POPMATHKH, TaKMX KakK (PyHKIMOHAJIbHAs M€HOMHKA M IMOUCK T'OMOJIOTHH.
Tepmun «nonuMopu3mM» OTHOCUTCS K HAIWYMIO OoJiee ueM OJHON (POPMBI IeHa UJTH €ro YacTH.
YacTp rena, KOTopasi IMEeT 10 MEHbIIEeH Mepe ABe pa3JIMuHble (OPMBI, TO €CTh, ABE PA3JIUNUHbIC
HYKJICOTUAHbIE IIOCJIEIOBATEJbHOCTH, HA3bIBAETCS  «MONUMOPGHONW  OOJACTBIO  IeHay.
INommmopgHast 06acTe MOXKET MPEACTaBNIATh COO0I OAMH HYKJIEOTH], HIEHTUYHOCTh KOTOPOTO
OTJINYAETCS B PA3IMYHBIX AJIJIEIAX.

[0049] TepMuHBI «ITOJUHYKJIEOTU» U «OJIUTOHYKJIEOTHI» UCIOb3YIOTCSA KAaK CHHOHUMBbI
U OTHOCATCS K  TONUMEpPHOH  (opmMe  HyKIeOoTHAOB  JOOOH  ammHbl,  JubO
Ie30KCUPUOOHYKJICOTHIOB, JHOO PHOOHYKJIEOTHIOB, JMOO WX aHAJIOroB. [IOJHHYKJIEOTHIbI
MOTYT HUMETh JIIOOYI0 TPEXMEPHYIO CTPYKTYPy W MOTYT BBINOJHSTH JFOOYIO HM3BECTHYIO WU
HEeM3BECTHYIO (YHKIMIO0. Hike mpuBeneHbl HEOTPAHUYHMBAKOIINE MTPUMEPHI MOJUHYKJIEOTHAOB!
reH wiu pparMeHT reHa (Hanpumep, 30H1, npaiimep, Metka EST unu SAGE), 3K30HBI, HHTPOHBI,
marpuunass PHK (MPHK), tpancnoprraas PHK, pu6ocomuas PHK, pu6osumsl, k/IHK, nuPHK,
kuPHK, muPHK, pexoMOMHAHTHBIE TMONMHYKJICOTHIbI, PA3BETBJICHHBIC TMOJHHYKJICOTHIBL,
ia3Munbl, BekTopbl, BbiaeneHHas JIHK ¢ moboit mocnenoBaTenbHOCThIO, BbiaeneHHas PHK ¢
000l MOCNIenoBaTeIbHOCTRIO, 30HABI M IMpaliMepbl HYKJIEWHOBBIX KUCIOT. ITomuHykiIeoTun
MOJKET COZep KaTh MOAN(HULIMPOBAHHBIE HYKJICOTH/IbI, TAKUE KAaK METHIMPOBAHHBIC HYKJICOTUIBI
U aHAJIOTH HYKJIEOTUAOB. Monudukauuu HyKICOTHIHOW CTPYKTYPBI, €CIIM OHU MPUCYTCTBYIOT,
MOryT OBITb BHECEHbI JO WIM TOCie COOpKHM moNMHyKjIeotuaa. llocienoBaTenbHOCTD
HYKJIEOTH/IOB MOKET IPephIBaThCsl HE-HYKJIEOTUIHBIMU KOMITIOHeHTaMu. [lonuHykieoTun MoxxeT
OBITh JIOTIOJIHUTEJIbHO MOAUMUIIMPOBAH TIOCJE MOJUMEPHU3ALH, HAlpUMep, HOCPEICTBOM
KOHBIOTMPOBAHUSI C KOMIIOHEHTOM JUIsl MEUEHHs. OJTOT TEepPMHMH TakXe OTHOCHUTCS Kak K
IBYXIIETIOYEYHBIM, TaK U K OJHOLIETIOUEYHbIM MoJiekyJaM. Ecin 370 He oroBopeHo ocobo, U He
yKa3aHO MHOE, TO JIFOOOH BapHaHT OCYINECTBIICHUS] H300PETEHHsI, KOTOPBIN MPEACTABISIET COOOM
NOJIMHYKJIEOTH ], OXBAaTBIBAET KaK ABYXLENMOUYEYHYIO (OpMy, TaK U KaKAYKD U3 JBYX
KOMILIEMEHTAPHBIX OAHOLIETIOYEYHBIX (POPM, O KOTOPBIX U3BECTHO HJIH MPEAIIOIAraeTcs, YTO OHU
COCTABJISIFOT ABYXLETIOUEUHYIO (popmy.

[0050] TepMuH «KOAUPOBaTHY, MPUMEHUTEIBHO K IOJMHYKJIEOTHAAM, OTHOCUTCS K

MOJIMHY KJICOTUAY, KOTOprfI, KaK CHHUTACTCA, KKOAUPYECT» MNONMUNCOTUM, €CJIM B €0 HATUBHOM



COCTOSIHUM WM TIPU MAHUMNYJBILUSAX C MNPUMEHEHHEM METOJOB, XOPOLIO HM3BECTHBIX
CHeaJINCTaM B JaHHOW OOJIACTH, OH MOJKET OBITh TPAHCKPUOWPOBAH W/WJIM TPAHCIUPOBAH C
nonyyenneM MPHK mnonmunentupa wwnm ero ¢parmeHta. AHTHCMBICIOBAs LETb SIBJISIETCS
KOMIUIEMEHTOM TaKOH HYKJIEMHOBOH KHCJIOTBI, M KOAHMPYIOIIAs IOCIEAOBATENbHOCTD MOXKET
MPOUCXOIUTH OT 3TOH IMOCIEAOBATENIbHOCTH.

[0051] WHcrmonp3yemblil 31€Chb TEPMHUH «AHTHUTENIO» WIH «AHTHUT€HCBSI3bIBAIOIIHH
NOJIUMENTH OTHOCUTCS K TMOJNUIENTUAY WIA TMOJUIENTHAHOMY KOMIUIEKCY, KOTOPBIH
cneun(UIecKy pacro3HAeT AaHTUI'€H M CBSI3bIBACTCS C HUM. AHTHUTENIO MOXET IPENCTaBIISATh
co0Ol TMONHOpa3MEpPHOE AaHTUTENO M JI000M AaHTUTEeHCBSA3BIBAIOIIMN (parMeHT MM ero
OJMHOYHYI wLemb. Takum 00pa3oM, TEPMHUH «AaHTUTENO» BKIIIOYAET JIOOYI0 MOJIEKYJy,
cofiepKalyro OeNOK WM NEeNTHA, KOTOpas BKJIIOYAET 10 MEHbIIeH Mepe 4acThb MOJIEKYJIb
UMMyHOTJIO0YyJINHA, 00JaAaoy0 ONOIOTHYeCKO aKTUBHOCTBIO CBS3bIBAHUSA C aHTUreHOM. Hx
IpUMEPaMHU  SIBJISIFOTCS, HO HE OrPAaHMYUBAIOTCS HMH, KOMIUIEMEHTAPHOCTb-ONpPEAEISIIOmas
obnactb (CDR) Tsxenol vy JIerkol Leny WK €€ JTMTaHACBA3BIBAIONIAs YacTh, BapuadenbHast
00nacThb TSXKEJION WITH JIETKOH LIeTH, KOHCTaHTHAsl 00JIaCTh TSDKEJION WIIN JIETKOW LIeTIH, KapKacHast
obsacte (FR) nunu mobast ee 4acTh, Wi O MEHbIIEH Mepe OTHA YaCTh CBS3BIBAIOIIETO OelKa.

[0052] Hcnonb3yemblie 31€Cb  TEPMHHBI «(pparMeHT  aHTUTEIA» WIH
aHTUTEHCBS3BIBAIOIIUN (PparMeHT» O3HAUAIOT YaCTh AHTHTENA, TaKyro Kak F(ab'),, F(ab),, Fab',
Fab, Fv, scFv u T.n. He3aBucumMo OT CTPYKTypbl, (parMeHT aHTHUTENIA CBSI3BIBAETCS C TEM K€
AHTUTE€HOM, KOTOPBIH PACIO3HAETCS MHTAKTHBIM AHTUTENIOM. TepMHH «(pparMeHT aHTHTENa»
BKJIFOYAET alTaMephbl, ONTHYECKHUE U30MEPHI M TUaHTHTENA. TepMUuH «pparMeHT aHTUTENA) TAKIKE
BKJIFOYAET JIFOOOH CHUHTETUYECKHH WM TeHETUYeCKH CKOHCTPYHMPOBAHHBIA O€JOK, KOTOPBIH
JOeMCTBYeT KaK aHTHTENO, MOCPENCTBOM CBSI3BbIBAHHA CO CHEHM(UIECKHMM aHTUTEHOM C
o0pa3oBaHHEM KOMILIEKCA.

[0053] Tepmun «OnHOULEIOUEUHBIN BapradebHbIN (parmMeHT» min «SCFv» oTHOCUTCS K
ciutomy Oenky BapuabenbHbIX oOmacredi  Tspkenod (Vy) wm  merkoit  (Vy) uemnei
UMMYHOIIOOYJIMHOB. B HEKOTOpBIX acmekTax H300peTeHus, oOJacTH COEJUHEHbI KOPOTKHM
JMHKEPHBIM MENTHIOM, COCTOSIIUM NpHOIM3uTeNnbHO U3 10-25 amuHOKHCIOT. JIMHKEP MOXKET
OBITh OOOTAIEH TIUIMHOM JJIsi THOKOCTH, a TAK)KE CEPUHOM HITH TPEOHUHOM JJIsl PACTBOPUMOCTH,
U MokeT b0 coenuHsATh N-koHer Vy ¢ C-koHuoM Vi, mubo Ha000poT. DTOT OeJIoK COXpaHseT
cneun(pUIHOCTh HCXOAHOTO UMMYHOTIIOOYJIMHA HECMOTPS Ha yaJleHHe KOHCTAHTHBIX obyacTei
U BBeZIcHHE JTMHKepa. Mouekysibl SCFv n3BecTHBI crienuaancTaM B JaHHOH OOJIAaCTH U OTHCAHBI,
Harpumep, B mateHtre CIIIA 5892019.

[0054] TepMUH «aHTUTENO» OXBATHIBAET PA3JIMUHBIE MOJHUIENTUIBI IIHPOKOTO KJjlacca,
KOTOpbIE MOTYT OTJIHYAThCSA IO OMOXMMHUECKOMy cocTaBy. CrienuanucTaMm B JaHHOW 0o0jacTu
U3BECTHO, UTO TsDKEJbIe eNH KIACCHPULMPYIOTCS KaK raMma, MO, aib(da, AenpTa WIn 3TICHIOH
(1, v, a, 8, €) ¢ HeKOoTOpbhIMU TOAKJIaccamu (Hampumep, y1-y4). IMeHHO mpupona 3Toi Lenu
onpenenseTr «kiuaccy antutena kak 1gG, IgM, IgA, IgG unu IgE, coorBerctBenHo. Iloaknaccel
(m3oTunel) UMMyHorioOymuHoB, Hampumep IgGi, IgG,, 1gGs, 1gGy, IgGs u T.mL, xopormo

OXapakTEepU30BaHbl U KaKk H3BECTHO, npuaaroT (I)YHKI_II/IOHaJ'IbHYI'O CIICIHUAJIN3aIUI0.

2
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MonuduipoBaHHble BapUAHTBl KaKIOTO W3 3TUX KJIACCOB M H30TUIIOB MOTYT OBITH JIETKO
UICHTU(QUIUPOBAHBl CIELUATUCTOM B JAaHHOH OOJACTH C Y4YeTOM PACKPBITHS HACTOSIIEro
HACTOSIIIEro U300PETEeHNs, U, COOTBETCTBEHHO, BXOIAT B 00BEM HacTOALIero n3odperenus. Bee
KJIACChl MMMYHOTJIOOYJIMHOB, HECOMHEHHO, BXOAST B OOBEM HACTOSIIEro H300peTeHHs, U
nociaenyomee o0CykaeHne OyIeT B OCHOBHOM KacaThCsl KJIacCa MOJIEKYJ MMMYHOIJIOOYJIMHA
IgG. Yro xacaercs IgG, TO craHmapTHash MOJeKyjla HWMMYHOIJIOOYJIMHA COHEPKUT IBa
UIGHTUYHBIX TIOJMIIENTHIA JIETKOW LEeNmH C MOJIEKYJSIPHOH Maccoil mpuOmmsurensro 23000
JlanbTOH M ABAa UAEHTUYHBIX MOJUIIENTHA TSKEJION LEenu ¢ MOJIeKyJIsipHOU Maccoi 53000-70000.
UYetbipe 1enu 0OBIYHO COCAMHEHBI AUCYIb(PUIHBIMU CBA3SIMU B KOHPUTypalmu «Y», B KOTOPOM
JIeTKHe Lenu oOpamIIIOT TsDKeNble LEeNH, HAYMHAIOLHUECS € YCThs «Y», U MPOJODKAIOLINECs
BILUIOTH J0 BapraOeIbHOU 00acTH.

[0055] AHTuUTENnaMy, aHTUTNE€HCBSI3bIBAIOIIMMH TMOJMUMIENTHAAMH, UX BapUaHTAMH WIH
NPOM3BOJHBIMU  COIJIACHO M300pPETeHMIO  SBJSIIOTCA, HO HE  OTPAaHMYMBAIOTCS UMM,
NOJIMKJIOHAJIbHbIE, MOHOKJIOHAJIbHBIE, MYJIbTHCIIELIU(UUECKHE, YEIOBEYECKIE, I'YMAHU30BAHHbIE,
IPUMAaTU3UPOBAHHBIE WJIM XHUMEPHbIE aHTUTENA, OJHOLICTIOYEYHbIE aHTUTeNa, JIUTOI-
cBsi3bIBaroIue (parmentol, Hapumep, Fab, Fab' u F(ab'),, Fd, Fv, ognonienoueunsie Fv (scFv),
OIHOILICTIOYEYHbIE AHTHUTENA, CBsI3aHHbIe AUCYJIbpuIHONH cBs3p0 Fv (sdFv), ¢parments,
copepsxamue nomed VK min VH, pparmenTsl, nponyuupyemble ¢ HCIONIb30BaHUEM OHOINOTEKH
nnis skeripeccun Fab n antunnuornnuaeckue (antu-1d) anturena (Bkimouasi, Hanpumep, antu-1d
anturena npotuB LIGHT-antuten, packpeiTeile B Hacrosimeil  3asiBke). MOJeKyJibl
UMMYHOMIOOYJIMHA WJIM QHTHTENNA COTJIACHO M300PETEeHHI0O MOTYT OTHOCUTBCS K JIIOOOMY THITY
(mampumep, IgG, IgE, IgM, IgD, IgA u IgY), knaccy (Hanpumep, IgG1, IgG2, I1gG3, 1gG4, IgAl
u [gA2) niam nogkiaccy MOJIEKYJIbl UMMYHOTJIOOY JTHHA.

[0056] Jlerkue nenu KJIaCCUPUIUPYIOTCS Kak Kamma win jsmona (K, A). Tsokenble nenu
KaXJIOTO KJIacca MOTYT OBbITh CBSI3aHBI C JIETKOH LeNbto Kamma wid jJsimMoaa. OObIUHO, JIerKue u
TsKeJIble 1IeTU KOBAJIEHTHO CBSI3aHbI IPYT C APYTOM, & KXBOCTOBBIE» YACTU ABYX TSDKEJBIX LieTel
CBSI3aHBI JIPYT C JPYrOM KOBAJEHTHBIMU JUCYJIb(QHUIHBIMU CBS3SIMH WJIH HEKOBAJEHTHBIMHU
CBSI3SIMH, €CJIW HMMYHOIJIOOYJIMHBI MPOAYLHUPYIOTCS TrubpupoMamu, B-kietkamu wim
TeHETHYECKH MOIU(PHUIIMPOBAHHBIMU KJIETKAMHU-X035i€BaMU. B TspKeol 1eny, aMUHOKHCIOTHBIE
MOCJIEIOBATEIBHOCTH POCTUPAIOTCSL OT N-KOHIIA Ha PAa3BETBJIEHHBIX KOHIAX Y-KOH(UTYpanuu
1o C-kOHLIa B HIDKHEN 4acTH KayKAOW Lenu.

[0057] Jlerkue u Tsxembie LETH pa3aeIeHbl HA 00JIACTH CTPYKTYPHOU U (PY HKITHOHATTBHOU
romoJiorud. TepMUHBI « KOHCTAHTHBII» U «BapHAOENbHBINY UCIOIB3YIOTCS B 3aBUCUMOCTH OT HX
¢yHKIMHA. B 5TOM OTHOIIEHNH CJIEyeT OTMETUTD, YTO BapuabesbHble TOMEHBI Kak Jerkoi (VK),
tak u Tsokenoi (VH) wmenmeidl ompenensioT pacrno3HaBaHWE M CIEMUPUUHOCTh aHTHreHa. U
HaoOopoT, koHcTaHTHBIE AoMmeHbl Jerkoi nenu (CK) u Tspkenoit uemm (CH1, CH2 unu CH3)
coOOIIAOT Ba)KHbIE OHOJIOTHYECKHE CBOMCTBA, TAKHE KaK CEKpElHs, TpPaHCIUIALleHTapHas
MOJIBUKHOCTD, CBSI3bIBaHME C perienTopoM Fc, cBA3bpIBaHMe KOMIUIEMeHTa U T.I. B cooTBeTcTBUN
C HOMEHKJIATy PO, HyMepaLys TOMEHOB KOHCTAHTHOH 00JIaCTH YBEJINUHNBAETCS TIO MEPE TOTO, KaK

OHU CTAHOBSTCSL OoJjiee YAAJICHHBIMU OT AHTUTCHCBA3BIBAKOILIECTO cailita HIH AMHWHO-KOHILIA
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aHTUTeNa. N-KOHIIEBAst YaCTh MPEACTaBIsieT co0oit BapradenpHyo 06acTh, a C-KOHIIEBast 4aCTh
npencTaBisieT co0oil KoOHCTaHTHYH obnacth, U nqomenbl CH3 u CK dakTudeckn BKIIOYAOT
KapOOKCH-KOHIIBI TSDKEJIOHN U JIETKOW LIeTIH, COOTBETCTBEHHO.

[0058] Kak yka3bIBajoch BbIle, BapuadesibHast 001acTh MO3BOJISIET AHTUTENY CEJIEKTHBHO
pacro3HaBaTh SMUTOIBI HA AHTUT€HAX U CIeN(UIECKU CBSI3bIBATHCS ¢ HUMH. To ecTh, tomen VK
u noMeH VH wim moaMHOXKECTBO KOMIUIEMEHTapHoCTh-onpenenstomux obmacreir (CDR)
aHTuTena oObeOMHEHbl C OoOpa3oBaHMEM BapuadenpHONW 00JacTH, KOTOpas OINpenenser
TPEXMEPHBIN CalT CBA3BIBAHUS C AHTUT€HOM. JTa YETBEPTHUYHAS CTPYKTypa aHTHTENa o0pasyer
CalT CBSA3BIBAHUS C AHTUT'€HOM, NIPHUCYTCTBYIOIIUI Ha KOHIIE Kaskaoro rieda Y. bonee KoHKpeTHO,
caliT cBs3bIBaHMA C aHTUreHOM onpexessiercs Tpems CDR Ha kaxpoit m3 neneit VH u VK (to
ectb, CDR-H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2 u CDR-L3). B HekoTOpBIX Ciy4asix,
HaIpuMep, B Clydyae HEKOTOPBIX MOJIEKYJ UMMYHOIJIOOYJIMHA, MPOUCXOISAIIUX OT JKUBOTHBIX
ceMelicTBa BepOIIOKbUX MM CKOHCTPYHUPOBAHHBIX HA OCHOBE MMMYHOIJIOOYJHMHOB BepOJroAa,
HIOJTHOpa3MepHask MOJIEKYJIa UMMy HOTJIOOYJIMHA MOKET COCTOSTD TOJIBKO M3 TSKENbIX LIeNeH U He
comepxxut jerkux ueneit. Cm., Hanpumep, Hamers-Casterman et al., Nature 363:446-448 (1993).

[0059] B mpupomHbIX aHTUTENaX, IIEeCThb «KOMIUIEMEHTAPHOCThb-ONPENeIISIOLIINX
obnacreit» umu «CDR», NpUCYTCTBYIOIIMX B KaKAOM AHTUIE€HCBSI3BIBAIOIIEM JIOMEHE,
IPEICTABISIFOT COOOH KOPOTKHUE, HE-CMEKHbIE aMUHOKHCJIOTHBIE TTOCIIEI0BATENILHOCTH, KOTOPBIE
cienuduIecky PacHoNIOKEHbl TaK, YTO OHU OOpPAa3yIOT AHTUIEHCBS3BIBAIOIIUI JTOMEH, €CIIH
AHTUTENO NPUHHMAET CBOK TPEXMEPHYIO KOHuUrypauuro B BOxHOH cpexme. OcranbHble
AMHHOKHUCJIOTHl B AHTUT€HCBSI3bIBAIOIIMX JOMEHAX, Ha3bIBAEMbIE «KAPKACHBIMHY» OOJACTSIMH,
JEMOHCTPUPYIOT MEHBIIYID MEXKMOJIEKYJIIPHYI0 HW3MEHUMBOCTb. KapkacHble oOnactu B
3HAYUTEJbHON CTENMeHH MPUHUMAIOT P-ckiamyatyro koHpopmanuio, a CDR obpasyror neriy,
KOTOpbIE COEIUHSIIOT, & B HEKOTOPBIX CIy4asix, COCTABISIFOT 4YacTh [-CKIIAA4aTON CTPYKTYPBL
Takum oOpa3oMm, KkapkacHble o0Onactu 0Opa3ylT OCTOB, KOTOpbI  oOecrieuuBaeT
nozuunonnpoanue CDR B mpaBUIBHON OpHMEHTALMU 32 CYET MEKLENbEBBIX HEKOBAJIEHTHBIX
B3aUMOJIEHCTBUN. AHTUTEHCBSI3bIBAIOINUI NOMEH, 00pa3oBaHHbIN nmo3uoHupoBanHbiME CDR,
OTpeneNsieT MOBEPXHOCTh, KOMIUIEMEHTAPHYIO 3MUTONY Ha UMMYHOPEAKTHBHOM aHTUTEHE. JTa
KOMILIEMEHTAPHAs MMOBEPXHOCTh CIIOCOOCTBYET HEKOBAJEHTHOMY CBSI3bIBAHUIO AHTUTENA C €ro
POACTBEHHBIM 3MHUTONOM. AMUHOKHCIOTHL, copepkammue CDR  u  kapkacHele oOmact,
COOTBETCTBEHHO, MOTYT OBbITh JIETKO HAECHTH(GHUUMUPOBaHBI i 000 NaHHOH BapuaberbHON
00J1acTH TSDKENOH WM JIETKOH LeNH CIIENHUaIiCTOM B JAHHOW OOJIACTH, MOCKOJBKY OHH ObUTH
TO4HO omnpenenensl (cM. “Sequences of Proteins of Immunological Interest,” Kabat, E., eral., U.S.
Department of Health and Human Services, (1983); and Chothia and Lesk, J. Mol. Biol., 196:901-
917 (1987)).

[0060] B cmyuae, ecnu CyLIeCTBYeT 1Ba HJIM Ooliee OMpENesIeHHH TEePMUHA, KOTOPBIA
UCTIONB3YETCS] WM MIPUMEHSIETCS] B JaHHOW OOJIACTH, TO TPENAINONIAraeTCs, YTO ONpeeIeHre
TEPMHHA, UCTIOJIB3YEMOT'0 B HACTOSIIIEH 3as1BKE, BKIIFOYAET BCE YKA3aHHBIE 3HAYEHHS, €CITH 3TO He
oropopeHo  ocobo. KOHKpeTHbIM mNpUMEpPOM  SIBISIETCS ~ UCMOJNB30BAHHE  TEPMHHA

«KOMITJIEMEHTapHOCTh-onpenesitomast oomactey («CDR») nnst onmucaHus HECMEKHBIX CAHTOB
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CBSI3BIBAHMS C AHTHIEHOM, NPUCYTCTBYIOIIMX B BapHaOeNbHOW OOJACTH MOJHMIENTHIOB Kak
TSDKEJION, TaK M JIETKOM Leny. JTa KOHKpeTHast oonacth onucana Kabarom (Kabat er al., U.S. Dept.
of Health and Human Services, “Sequences of Proteins of Immunological Interest” (1983) u Horus
(Chothia et al., J. Mol. Biol. 196:901-917 (1987)), rne ykazaHHbIe Ty OJUKAIMN B TIOJIHOM 00beMe
BKJIFOUEHBI B HacTOsIIee onucanue nocpenctsoM cebuiku. Onpenenernns CDR no Ksbary u Horus
BKJIFOYAIOT MEPEKPBIBAIOIIUECS MIIH MOJMHOXKECTBA AMUHOKHCIIOTHBIX OCTATKOB NP CPABHEHUU
apyr ¢ apyroM. Tem He MeHee, MPENnojaraercs, 4To MPUMEHEHHUE JI0O0ro ONpeneneHus s
obo3nauenns CDR anTHTENa MK €r0 BAPHAHTOB HAXOIUTCS B Mpeenax o0beMa 3TOro TepMHUHA
B TOM BHJE€ Kak OH OIpelNesieH U HUCHOJb3yeTcsl B HacTosed 3asBke. COOTBETCTBYIOLIUE
AMUHOKHCJIOTHbIE OCTaTKH, KOTopble oxBaTbiBatoT CDR, kak omnpeneneHo B Kakaou U3
LIUTHUPOBAHHBIX BBIIIE CCHUIOK, MPECTaBJIeHbl HIDKE B Tabmuie 11 cpaBHeHus. TouHble HOMepa
OCTaTKOB, KOTOpbIe OXBaTbhIBatOT KOHKpeTHbIII CDR, OyayT BappHpoBaThCs B 3aBUCHMOCTH OT
nocnenosatenpHocTH U pazmepa CDR. Croeumanuctel B JaHHOM OO0JNACTH MOTYT JIETKO
OTNpeNeNInTh, KaKue OCTAaTKU BXOAAT B KOHKpeTHyro CDR, yuuTbiBas aMHUHOKUCIOTHYIO

MOCJIeIOBATEIbHOCTD BapuabebHOW 00IaCTH aHTHTEA.

ITo K36aTy Ilo YoTus
CDR-H1 31-35 26-32
CDR-H2 50-65 52-58
CDR-H3 95-102 95-102
CDR-L1 24-34 26-32
CDR-L2 50-56 50-52
CDR-L3 89-97 91-96

[0061] KabaT u ap. Takke ONpeNeNwid CUCTEMY HyMEpAlMH IOCIeNOBATEIbHOCTEH
BapHuabeNIbHBIX JOMEHOB, MPUMEHUMYIO K JroOoMmy antuteny. Creuuanuct B JaHHOH o0jacTu
MOXET OIHO3HAYHO TPUCBOUTH 3Ty CHCTeMy «Hymepaumu 1o K»sbaty»  moboi
NOCJIEIOBATEIbHOCTH BapHAOEIbHOTO IOMEHA, He TI0JIarasich Ha KaKue-I00 SKCIIEPUMEHTAIbHbIE
JaHHbIe, TOMHUMO CaMOM MOcCJieoBaTeNbHOCTU. Mcnonb3yeMblil 31€Ch TEPMUH «HyMepaLus Io
Kabaty» oTHOCHTCS K cUCTeMe HyMmepaluH, yctaHoBiIeHHOH Ksbarom u ap. (Kabat ef al., U.S.
Dept. of Health and Human Services, “Sequences of Proteins of Immunological Interest” (1983)).

[0062] B nononHeHue k npuBeaeHHON Bhilne TadJwile, COrJIacHO CUCTEMe HyMepaliu 1o
Kabary, obmactu CDR omnpenenensr cienyroomum obpazom: CDR-H1  HaumHaercs
NPUOIU3UTENIBHO € aMHHOKHCIOTHI 31 (TO ecTh, MpHONM3HTENBHO 4epe3 9 OCTATKOB IOCIHe
NIEPBOTO [IMCTENHOBOT'O OCTATKA), BKIFOYAET MPHOIU3UTENBHO S-7 aMUHOKHCIIOT U 3aKaHIHBAETCS
crenyomuM TpuntopanoBeiM octatkoM. CDR-H2 HaumHaercs ¢ msaTHaAIaTOro ocraTka 1mocie
kona CDR-H1, Bkiroyaet npubnusureapbHo 16-19 aMUHOKUCIIOT U 3aKaHYUBAETCS CIIEAYIOMUM
APTUHUHOBBIM WJTU JU3UHOBBIM octaTkoM. CDR-H3 HaumHaercss mpuONIM3UTENBHO C TPHIALATH
TPEThEro aMHHOKHCIIOTHOTO octaTka mnocie konuma CDR-H2; Bkmrouaer 3-25 aMUHOKHCIOT, H
3aKaHYMBAETCs MocyenoBarebHOCThI0O W-G-X-G, re X o3Havaet o0y amuHokuciaoty. CDR-

L1 nHauuHaeTcst mpuOIU3UTENBHO ¢ OcTaTka 24 (TO eCTh, MOCe OCTAaTKa MUCTEHUHA), BKJIKOYAET
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npuOm3uTenibHO 10-17 OCTaTKOB; M 3aKaHYMBAETCS HA CJIEAYIOIEM TPUNTO(AHOBOM OCTAaTKE.
CDR-L2 HaumHaercss NMpUOSU3UTENIPHO C IIECTHAAIATOro ocratka mocie koHma CDR-L1 u
BKIITOUaeT npudbnusureapbHo 7 ocratkoB. CDR-L3 HaumHaercs mpuOMU3UTENBHO C TPHILATH
TpeThero ocratka mociie koHma CDR-L2 (To ecTh, mocie MUCTEMHOBOIO OCTaTKa), BKJIKOYAET
npubnusuTenbHo 7-11 ocTaTKOB M 3akaH4YMBaeTcs rnociuenoBarenbHocTei0 F mmn W-G-X-G, roe
X mpencrasisier coboi OOy aMHUHOKHCIIOTY .

[0063] OnrcaHHBIE 3/1€Ch AHTUTENIA MOTYT IMIPOUCXOUTH OT JIFOOOTO JKHBOTHOTO, BKJIOUAs
OTHLl M MJIEKONUTAIOMMX. [IpeArnouTuTenpHO, aHTHTENAa TPEACTaBISIOT COOOH aHTUTENa
YeJIOBeKa, MBILIN, OCJa, KPOJIMKA, KO3bl, MOPCKOH CBHHKH, BepOJIOna, JIaMbl, JIOIIAAW WIH
KypuLpl. B 1pyrom BapuaHTte ocyIuecTBiIeHUs H300peTeHus, BapuadenbHas 00J1acTh MOKET HMETh
«KOHAPUKTOMIHOEY MPOUCXOKAEHNE (HAIIPUMED, OHA MOXKET IPOUCXOAUTD OT aKyJ).

[0064] Mcnionb3yeMblii 31€Ch TEPMUH «KOHCTAHTHAs 00JIACTh TSDKENION LeNN» BKIIOYAET
AMHHOKHUCJIOTHBIE MOCJIEN0BATEIBbHOCTH, MPOUCXOSIINE OT TSKENIOH LemHd UMMYHOTJIOOYJIHHA.
INonunenTua, conepKamnuii KOHCTAHTHYIO 00JIACTh TSDKEJION LIeTH, BKIIFOYAET 110 MEHbIIEH Mepe
OnUH W3 cruenayromux aomeHoB: nomeH CHI, mapHHUpHBIM nOMeH (HampuUMep, BEPXHIOH,
CPEIHIO/MITN HIKHIOK IapHUpPHYI0 obnacts), nomeH CH2, nomen CH3 wnu ux BapuaHT WK
¢dparment. Tak, HanpUMep, AHTUTEHCBA3BIBAIOLIMI ITOJUIENTH JIsI IPUMEHEHUS! B HACTOSIIIEM
U300peTeHn MOXEeT BKIIOYaTh MNOJMIENTUAHYIO ILemb, copepxamyroo pomen CHI;
MOJIUTIENITUIHYIO LIeTib, coaeprkainyto nomeH CH1, no MeHblel Mepe 4acTh [IapHUPHOTO AOMEHA
u nomed CH2; nonunentuanyto 1ens, cogepxkamyto nomed CH1 u nomen CH3; nonunentuaxyo
uernb, comepkamyto gomed CH1, mo MeHbluel Mepe 4acTh mapHUPHOTo AoMeHa u nomen CH3,
WM TOJUIMENTUAHYIO 1ienb, copepxkainyto nomeH CHI, mo meHblieli Mepe 4acTh IIapHUPHOTO
nomeHa, nomeH CH2 wu nomen CH3. B npyrom BapuaHTe OCYIIECTBJICHUS W300peTEeHUs,
MOJIUTIENITHT COTJIACHO M300PETeHHIO COAEPIKHUT MOJIMIENTUAHYIO LeTb, BKIIOYAIOIIY0 JOMEH
CH3. Kpome TOro, aHTHUTEJIO IJisi MPUMEHEHHS] COMIACHO H300PETEHHMI0O MOXKET He HMETh IO
MeHbinei Mmepe yactu nomeHa CH2 (manpumep, Bcero nomena CH2 mnu ero yactu). Kak ykazano
BBILIE, CHENHMAJINCTY B JAHHOW OOJACTH JOJDKHO OBITH OYEBHIHO, YTO KOHCTAaHTHBIE 00JacTH
TSDKEJION 1end MOTYT ObITh MOAM(HUMPOBAHBI TAK, YTOOBI OHM IO CBOEH AMHHOKHCIIOTHOM
NOCJIEIOBATEIPHOCTH OTIIMYAIUCH OT BCTPEYAKOIIEHCS B IPUPOIE MOJIEKYJIbl HMMYHOTJIOOYJIMHA.

[0065] KoncTaHTHast 00IaCTh TSIKEJION IeTH aHTHTENa, OMIMCAHHOTO B HACTOSIIEH 3asiBKe,
MOJKET OBITh ITOJTyYeHAa U3 PA3JIMUHBIX MOJIEKYJ HIMMYyHOTJI0OyIuHa. Tak, HanpuMep, KOHCTaHTHAs
00JacTh TSDKENOW LenHu NOJHIENTHAAa MOXeT coxpepkath nomeH CHI, mpoucxonmsmmuii oT
mosiekysibl IgGl, W mapHUpHYIO 00JacTh, MPOUCXOIAIIYI0 OT Mojekysel 1gG3. B npyrom
npuMepe, KOHCTAHTHast OOJacTh TSDKENIOW LA MOXKET COAEp)KaTh MIAPHUPHYI OOJacTs,
MOy YEHHYI0 4YaCcTHUHO U3 MoJiekyJibl [gG1 u wactuano u3 monekysl IgG3. B apyrom npumepe,
YacTh TSDKEJIOW LEeNH MOXKET COMEepKaTb XUMEPHYIO LIAPHUPHYIO O0JIacTh, MPOUCXOISAIIYIO
4acTU4YHO OT MoJekyJibl [gG1 u yactuuno ot Monekysl IgG4.

[0066] Mcronb3yemblii 30€Ch TEPMHUH «KOHCTAHTHAsI OOJIACTD JIETKOM LENN» BKIIOYAET
AMHUHOKHCJIOTHBIE  IOCJEAOBATENBHOCTH, MPOUCXOMAIIUE OT JIETKOH LEeNu AaHTUTeNa.

HpeI[HOLITI/ITeJ'IbHO, KOHCTaHTHasi OOJIaCTh JIETKOM nenu COACPXKUT IO MEHBbIIEH MEpE OAUH
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KOHCTaHTHBIM JOMEH Kamra WA KOHCTAaHTHBIA JOMEH JisiMOa.

[0067] «ITapa nerkas emb-TsXKeNast LETb» OTHOCUTCS K HAOOPY JIETKOH LEenH U TsDKEJIoN
LIeTTH, KOTOPbIE MOTYT 00pa30BBIBATh AUMEP 3a CUET ANCYJIbGUAHON CBsA3U Mexay nomerHom CL
nerkoii nenu u nomenom CHI Tsxenoit nenu.

[0068] Kak yka3bIBaJIOCh paHee, CTPYKTYPhl CYObEOUHNLl U TPEXMepHasi KOH(QUTYpaLus
KOHCTAHTHBIX ~O0JNacTel HMMMYHOIJIOOYJMHOB pa3jMYHBIX KJIACCOB XOPOIIO H3BECTHBI
cienuanucrtaMm. Hcnonb3syemblid 37eCh TEPMUH «AoMeH VH» BrirO4aeT aMHHOKOHLIEBOU
BapuabeNbHBIA TOMEH TSDKENON LeNu MMMYHOrJIo0ynuHa, a TepMuH «xomeH CH1» Bkmrodaer
nepBblii (Camblii KpalHUH aMHHOKOHLIEBOM) IOMEH KOHCTAHTHOH OONAcTH TSDKENOW menu
ummyHornoOynuHa. Jlomen CHI npumeikaer k nomeHy VH u sBisiercs aMHMHO-KOHIIOM
IIAPHUPHOHN 00JIACTH MOJIEKYJIBI TSDKEJION LeTTH MMMYHOTJIOOY JINHA.

[0069] Ucnionp3yeMblii 31ech TepMUH «1oMeH CH2» BKITFOUAET 4aCTh MOJIEKYJIbI TSIKEION
L[eny, KOTopasl MPOCTUPAETCS, HAlpUMep, MPUOIU3UTENBHO OT octartka 244 no ocrarka 360
aHTUTENIAa B COOTBETCTBUHU C OOIIENPUHSTON cXeMOH Hymepauuu (octatku 244-360, cucrema
HyMmeparuu no Kabaty; u octarku 231-340, B cooTBeTcTBHM ¢ cucTteMoil Hymepauun EU, cm.
Kabat et al., U.S. Dept. of Health and Human Services, “Sequences of Proteins of Immunological
Interest” (1983). Jlomen CH2 yHMKalieH Te€M, 4TO OH HE TECHO CBsi3aH C JPYTHM JTOMEHOM.
Hamnporus, mexay nsyms nomeHamu CH2 nHTakTHON HaTuBHON MojekyJjbl IgG pacrnonoxeHsl
nBe N-CBsI3aHHBIE PAa3BETBJICHHbIE YIJIEBOAHBIE Lienu. Takxke XOpolo 3aJJOKyMEHTUPOBAHO, YTO
nomen CH3 mnpocrupaercs or gomeHa CH2 no C-xoHua wmonekynsl IgG u comep:kur
npubnusutenbHo 108 ocTaTKOB.

[0070] Hcnonb3yemblii 31€Ch TEPMHH IIAPHUPHAS 00J1ACTh» BKJIFOYAET YACTh MOJICKYJIbI
TsDKEJION 1emnu, kotopas coenunsieT aomeH CH1 ¢ momenom CH2. Ota mapHupHas o0nactb
COZIEPKUT MPHUOJU3UTENBHO 25 OCTATKOB U SIBJISIETCS] THOKOM, YTO MO3BOJISIET BYM N-KOHLIEBBIM
AHTHTCHCBS3BIBAIOIIMM OOJIACTSIM JABUraThCsl HE3aBUCHMO ApyT oT napyra. LllapaupHble odaactu
MOJKHO TMOJpa3feNuTh Ha TPU Pa3IMUHBbIX JOMEHA: BEPXHUMN, CpeIHUN U HIKHUI HIapHUPHbIE
nomensl (Roux et al., J. Immunol 161:4083 (1998)).

[0071] Mcnionb3yemblii 31eCh TEPMUH «TUCYIb(QUIHAS CBSI3b» BKIIOYAET KOBAJEHTHYIO
CBSI3b, OOPA30BAHHYIO MEXAY IBYMsI aTOMaMH Cepbl. AMHHOKHCIIOTa LHCTEHH COAEPIKHUT
THOJIOBYIO TPYIIITY, KOTOPast MOKET 0OpPa30BBIBATh IUCYIb(PHUIHYIO CBS3b HIH MOCTHK CO BTOPOM
THUOJIOBOM Tpynmoii. B GonblmHCTBE BCTpevaromuxcsi B nmpupoae mojekyn IgG, obnactu CHI1 u
CK cBsi3anbl qUCYIb(QHUIHON CBSI3bIO, a JBE TSDKENbIE LIEMH CBS3aHbI ABYMS TUCYJIb(QHUIHBIMU
CBSI3SIMH B TOJIOXKEHHSIX, COOTBETCTBYROIHMX 239 m 242 mo cucreme Hymepanmu Kabara
(nonosxenue 226 wim 229, cucrema Hymeparuu EU).

[0072] Mcnionb3yeMmsblii 37eCh TEPMUH «XUMEPHOE aHTHTEJIO» O3HAYAET JIF000E aHTUTEIIO,
B KOTOPOM MMMYHOPEaKTUBHAS O0JIACTh MM CAWT OBUIH MOJYYEHbI HITH MPOUCXOAST OT MEPBOTO
BUAA, a KOHCTaHTHas oOmacTe (KOTOpass MOXeT OBbITh WHTAKTHOH, HEMOJHOH WIN
MOIU(ULIMPOBAHHON B COOTBETCTBHUH C HACTOSIIIUM M300PETEHHEM) TIOJIyYe€Ha OT BTOPOTO BHIA.
B HeKOTOpBIX BapHaHTax OCYLIECTBJIEHUs] M300PETEHHUs, MHUIIEHb-CBSI3bIBAIOINAS OOJIACTh HIIH

caur 6YI[YT MPOUCXOAUTDH OT UCTOYHHKA, HE ABJIAOILICTOCA YCJIOBEKOM (Haan/IMep, OT MbIIIH WIH
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NpUMaTa), a8 KOHCTAHTHAst 00JIACTh SIBJISIETCS YEIOBEUECKOM.

[0073] Ucrionb3yeMblil 31€Ch IMPOLEHT I'YMaHU3ALWNW» BBIYUCISIOT IyTEM OINPEACICHUS
KOJINYECTBA Pa3IMYUi aMUHOKHCIIOT KaPKACHBIX OOJICTEH (TO €CTh, pa3uuni, HE OTHOCSIIUXCS K
CDR) mexny TyMaHHW30BaHHBIM JOMEHOM W JOMEHOM 3apOJBILIIEBON JIMHWUH, BBIYHUTAHUS
MOJIyYEHHOTO YHCJIa M3 OOIIero KOJIMYeCTBa aMHHOKHCIJIOT M MOCJIEAYIOIEro €ro IelIeHUs Ha
o0111ee KOJIMYEeCTBO aMHHOKHUCIIOT U YMHOKEHH pe3yJibrata Ha 100.

[0074] Ilox moHsITHEM «CIIEUU(UISCKH CBSI3bIBACTCS» WU «O0IamaeT Creu(puIHOCTHIO
K» OOBIYHO MOAPA3yMEBAETCS, YTO AHTUTENIO CBSI3BIBAETCS] C SMUTONOM ITOCPEACTBOM CBOEIO
AHTUIeHCBSA3BIBAIOIIETO  JIOMEHAa, W YTO 3TO  CBsA3bIBAHHME COOOIIAET  HEKOTOPYIO
KOMIUIEMEHTAPHOCTb MEXy aHTUIE€HCBS3BIBAIOIUM JOMEHOM U 3IUTONOM. B cooTBeTcTBUU C
STHUM OIPeETICHNEM, MOKHO CKa3aTh, YTO AHTUTEJIO «CIELU(IIECKH CBA3BIBAETCS) C SITUTOIIOM,
€CJIM OHO CBSA3BIBAETCS C 3TUM 3IIUTOIIOM ITOCPEACTBOM CBOETO AHTUT€HCBS3bIBAIOILErO JOMEHA C
OonblIel  aKTUBHOCTBIO, Y€M C PaHIOMM3MPOBAHHBIM  HEPOJICTBEHHBIM  SIHUTOIOM.
Hcnonb3yemblii  31eChb  TEPMUH  «crenuuIHOCTBY — ymoTpebmsiercst 1iist  0003HAYeHUS
OTHOCHUTEJbHON a((PUHHOCTH CBA3BIBAHUS OINPENEJICHHOIO aHTUTENa C ONpe/esIeHHbIM
snuronoM. Tak, Hampumep, MOXXHO CKa3aTh, YTO AHTHUTENO «A» obOiamaer Ooyiee BBICOKOH
crenu(pUIHOCTHIO B OTHOIIEHUH JAHHOTO 3TIMTOIIA, YeM aHTHUTENO «B», MM MOXKHO CKa3aTh, YTO
aHTUTENO «A» cBsA3bIBaeTCsa ¢ smuTonoM «C» ¢ Oonee BBICOKOH CHENM(UYHOCTBIO, YeM C
POICTBEHHBIM 3ITUTONOM «D».

[0075] HUcnonb3yemble 37€Ch TEPMHUHBI <JIEUUTBHY WM «JIEYEHHE» OTHOCATCA Kak K
TEPANEeBTUYECKOMY JICUSHHIO, TaK U K MPOMUIAKTUYECKUM WU MPEBEHTUBHBIM MEpaM, LIEJbIO
KOTOPBIX SIBJISIETCSl TPEAOTBpALICHUE MM 3aMeljieHHe (YMEHBLICHHE) HeXelaTeIbHOro
(PU3MONIOTHUECKOTO HM3MEHEHUs] WM pPACCTPOWMCTBA, TAKOTO Kak IPOrPECCHPOBAHUE paka.
bnaronpusiTHele WM KemaeMble KIMHUYECKHE pPe3yJbTaThl BKIIOYAIOT, [OMHMO IIPOYEro,
ocyablieHne CUMIITTOMOB, YMEHBIIIEHHE PACIIPOCTPAHEHHOCTH 3a00JieBaHusl, CTaOWIN3aLUI0 (TO
€CTb, OTCYTCTBHE VXYAIICHHs) COCTOSHUSI 3a00JNeBaHus, 3aJEpKKy WIH 3aMelJIeHue
nporpeccupoBaHus 3a00jeBaHusI, OOJIer4eHre HITH BpeMEHHOe o0JierueHne TedeHust 3a00JIeBaHuUs
U PEMUCCHIO (YACTUYHYIO WM MOJHYIO), HE3aBUCUMO OT TOTO, ObUIM JIM OHU TUATHOCTUPOBAHBI
Wiu HeT. «JleueHue» Takke MOXKET O3HauaTh MOBBIIIEHHE BBDKUBAEMOCTH IO CPaBHEHUIO C
O’KUJaeMON BBDKMBAEMOCTBIO, €CIIU JieueHue He npoBoauTrcs. IlalnmeHTamy, HyXIAIOLUIUMHUCS B
JICUEHHH, SIBJITIIOTCS MAIMEHThI, KOTOPbIE YK€ MMEIOT Takoe 3a00eBaHne HIH PacCTPOHCTBO, a
TAK)K€ TMAIMEHThI, ¥ KOTOPBIX HMMEETCS MPEAPACIOIONKEHHOCTh K TAKOMYy 3a00JI€BAHUIO HIIH
paccTpOlCTBY, WM TALMEHTHI, HYXXIAKOMHUECs B NPOPUIAKTHKE TAaKOro 3a0O0JeBaHHS WU
paccTpONCTBA.

[0076] Wcmomb3yemble 31€Ch TEPMHHBI «CYOBEKT», WU «UHOUBUAYYM», WIH
«KHUBOTHOE», W «TALMEHTY», WIN «MJIEKOIUTAIOIIEEe» OTHOCITCS K JIFOOOMY KMBOTHOMY, & B
YaCTHOCTH MJIEKOIUTAIOLIEMY, JJIs1 KOTOPOT'O JKeJlaTeNIbHbI TIOCTAHOBKA UArHo3a, MPOrHo3 Wid
IpoBefeHNe Tepanuu. MIEKONUTAIUMU SIBISAIOTCS YEJOBEK, JOMAallHHE >KUBOTHBIE,
CEeJIbCKOXO3SIHCTBEHHbIE JKUBOTHBIE, >KUBOTHbBIE, COJEpKalHecs] B 300MapKax, >KUBOTHBIE,

YYaCTBYHOIIUE B CIIOPTUBHBIX COCTA3AHUAX, UKW JPYTHUE JKUBOTHBIC, TAKUC KaK co6a1<1/1, KOIIIKH,
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MOPCKHE CBUHKH, KPOJIMKH, KPBIChI, MBIIIH, JIOIIAU, KPYIIHBIM poraTelii CKOT, KOPOBBI U T.II.

[0077] Ucnonp3yeMble 37€Ch CIIOBOCOUETAHUS, TAKHE KaK IMALMEHT, HY>KIAIOIIHMNACS B
JIEUEHUN» WU KUHAUBUIAYYM, HY KAAIOIIUNCS B JIEUEHUI», OTHOCSATCS K HHAUBUAYYMaMH, TAKUM
KaK MJIEKONHUTAOLINE, KOTOPhIM ObUIO OBl TOJE3HO BBENEHHE AHTHUTENA WM KOMIIO3HMIIUU
COTJIACHO U300PETEHNIO, NCTIOJIBb3Y €MBIX, HATIPUMED, AJIs AETEKTUPOBAHUSL, JIJIsI ATMATHOCTHYECKUX
NPOLENyp W/ WK IJIs JICUSHMS.

Anmumeina u ux ppazmenmst npomue kiayouna 18.2

[0078] Hacrositmee n3o0peTeHHe OTHOCUTCSI K aHTHUTENaM MPOTUB KiayauHa 18.2 ¢
BBICOKOH a(pUHHOCTBIO KaK K KjayauHy 18.2 nukoro tuma, Tak U K 00prdHOMY MyTanTy M 149L
(B kyerke SU620, sSHIOT€HHO 3KCIPECCUpPYIOIEl 3Ty MyTaluio). Hackonbpko U3BECTHO aBTOpam
HACTOSIIIEro N300peTeHNs], BCE M3BECTHBIE B HACTOALIEE BpeMs OeJIKU NMpOTHB KiayauHa 18.2 He
CBSI3BIBAIOTCS C 3THUM MyTaHTOM. Takum 0Opa3oM, aHTHUTENa COTJIACHO M300pPETeHHI0 O0NanaroT
YHHUKAJIBHBIM TPEUMYIIECTBOM, 3aKIIOYAOIIMMCS B TOM, YTO OHU CIIOCOOHBI HAlleNIUBAThCs KaK
Ha Oesok knayauHa 18.2 mukoro Tuma, Tak M Ha MyTaHTHBIH Oenok M149L knayaun 18.2. Orto
NPENMYIIECTBO UMEET OYeHb BAKHOE 3HAUEHHE, TOCKOJIbKY 3HAYUTEJIbHAS YaCTh OOJbHBIX PAKOM
UMeEeT UMEHHO 3Ty PAaCIpOCTPaHEHHYK MyTauuro. Taxxke cielyer OTMETUTb, YTO aHTHUTENa
COTJIACHO M300PETEeHHIO He CBS3BIBAIOTCS C Apyrod nsohopmoii kinayausa 18, ¢ kinaynuHom 18.1
(vu cBsI3bIBAIOTCS € KyayauHoM 18.1 ¢ ropasno 6osee Hu3Koi adhGUHHOCTEHIO).

[0079] AnTuTena u ux (parMeHThl COMIACHO HM300PETEHHIO MPOJEMOHCTPUPOBAIU
IIPEBOCXOAHBIE CBOMCTBA Aa)ke INPHU HCHOJb30BAaHUU KJIMHUYECKOTO KAaHIMJATa B Ka4ueCTBE
sranona. 175D10 (IMAB362; knayaukcuma®) B Hacrtosuiee Bpemsi mpoxoauT ¢asy Il
KJIMHUYECKHUX WCIIBITAHUHN T10 JICUEHUIO aJ€HOKAPLIMHOMBI XKeJly1Ka U JKeJly IOUHO-TUIIEBOTHOTO
COeMHEHUsI. AHTHUTENIAa COTJIACHO M300pETEeHHI0 U MX (parMeHThl He TOJBKO 00jamaroT Gonee
CUJIbHOHN CBSI3BIBAIOIIEH aKTUBHOCTHIO, HO Takyke H Oojee Bbicokoii ADCC- u ADCP-
AKTUBHOCTBIO B PA3JIMYHBIX APYIHUX YCIOBUX IO cpaBHeHUIo ¢ 175D10.

[0080] Takske BaXKHO OTMETUTD, YTO B HACTOSIIIIEM OMUCAHUU MPOIEMOHCTPUPOBAHO, YTO
STH AaHTHTENA SBJISIOTCS BbICOKOO((EKTUBHBIMH B HHIYLHUPOBAHUH OINOCPEIOBAHHOM
PEeLEenTOpOM HWHTEPHAIU3ALMN aHTUTEN Aaxe 1o cpaBHeHHio ¢ IMAB362. bruio BbICKa3zaHO
NPEATIONOKEHNE, YTO 3HAYUTENIbHO MOBBIIICHHAs! CIIOCOOHOCTh MHAY LIUPOBATH OMIOCPETOBAHHY O
pPeLenTOPOM MHTEPHATU3ALUIO AHTHUTEI, OMIMCAHHBIX B HACTOSIIEH 3asBKE, MOKET ObITh CBsI3aHA
C TeM, KakuM 00pa3oM 3TH aHTHUTENA CBSA3bIBAOTCA ¢ OenkoM kinayauHoM 18.2. Kak mokaszaHo B
ITpumepe 14 u Ha ¢ur. 20, aMHHOKHUCIIOTHBIE OCTATKHU Ha Oefke kyayauHe 18.2, KOoTophle UrparoT
Ba)KHYIO POJIb B CBSI3bIBAHUU C aHTUTENAMHU, BKJIIOYAIOT OCTATKU, KOTOPbIE UTPAIOT BAXKHYIO POJIb
B cTabwin3anuu KOH(POPMALIMK BHEKJIETOUHBIX TieTelb (Hampumep, W30, L49, W50, C53, C63 u
R80). W30, L49 u W50 sBnsiroTcst 4yacTbto KoHceHcycHoro moruBa W-LW-C-C, kotopslii
cniocoOcTByeT crabmnmzanun konpopmammu nemiu 1. C53 u C63 obpasyror aucynbhuaHyO
cBsi3b Mexay Oera-mernsimu. R80, BeposTHO, WrpaeT BaXXHYH pOJb B MOAAEPKAHUU
B3aUMOZEUCTBUS MEXAY NapaJyIeIbHbIMU MOJIEKYJIaMH KiayauHa 18.2 Ha MOBEPXHOCTHU KJIETKU
WK B CTaOMIM3aluy KOH(pOpMAIuu ety 1.

[0081] Jlns1 cBsA3BIBaHMSA aHTUTEN Ba)KHYIO POJIb Takke UrparoT octaTku N45, Y46, G48,
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V54, R55, ES6, S58, F60, E62, Y169 u G172. Cpenu Hux, N45, Y46, G48, V54, R55, E56, S58,
F60 u E62 pacnonoxens! BHyTpu P3-menu uiam BIUIOTh 10 C63 B P4-menu. Dta obnacts,
cocrosimast u3 ocratkos 45-63 SEQ ID NO: 30 (NYQGLWRSCVRESSGFTEC), B Hacrosiueit
3asiBK€ HasbIBaeTcsl «metieil ot B3 mo B4», KoTopasi SBISETCS YaCThIO MEPBOH BHEKJIETOYHOM
nersu (netins 1) knayauna 18.2. M vanportus, Y169 u G172 sBnstroTest 4acTeio 1ienu S (ocTaTku
169-172 SEQ ID NO:30; YTFG) BTOpoii BHEKI€TOYHOH NeTiH (TeTiu 2).

[0082] Ilpennonaraercsi, 4TO 3HAYUTEIbHO MOBBILIEHHAS] AKTUBHOCTb PACKPBITHIX 3/1€Ch
aHTUTENl B MHAYLMPOBAHMM ONOCPENOBAHHON pPELENTOPOM HHTEPHAJIN3ALMU  AHTUTEN
00ycIoBIeHa UX CIIOCOOHOCTBIO CBSI3BIBATHCS C OCTATKaMH Kak B netiie 33-f4, tak u B nenu B5.
B 3TOM KOHTEKCTE, CUMTAETCsl, YTO U3BECTHBIE aHTUTEJA MPOTUB KiayauHa 18.2 CBA3BIBAIOTCA
TOJIBKO C OJTHOM U3 NETEIIb.

[0083] DkcnepuMeHTaIbHbIE JAHHBIE TAKXKE MOKA3aJIU, YTO PACKPBITHIE 37€Ch aHTUTENA
o0anaroT Oonee BbICOKON crierupuHOCTBIO cBsi3biBaHUA U noBeiieHHBIMU ADCC u ADCP no
CPaBHEHMIO C U3BECTHBIMU AHTUTEJIAMU.

Ilocneoosamenvrnocme uenosevecko2o kaayouna 18.2

Ha3Banmue HMocaenoBarensHocts (SEQ ID NO:30)

YenopeueCKUui 1 MAVTACQGLG FVVSLIGIAG IIAATCMDOW STQDLYNNPV TAVFNYQGLW

KJIay AUH 18.2

51 RSCVRESSGF TECRGYFTLL GLPAMLQAVR ALMIVGIVLG AIGLLVSIFA
(NP_001002026) | . i

B3-B4 loop
101 LKCIRIGSME DSAKANMTLT SGIMFIVSGL CAIAGVSVFA NMLVTNFWMS
151 TANMYTGMGG MVQTVQTRYT FGAALFVGWV AGGLTLIGGV MMCIACRGLA

BS

201 PEETNYKAVS YHASGHSVAY KPGGFKASTG FGSNTKNKKI YDGGARTEDE

251 VQSYPSKHDY V

[0084] B cooTBeTCTBHHM C OOHHUM W3 CBOMX BApHAHTOB, HACTOsINEe H30OpeTeHue
OTHOCHUTCSl K aHTUTENy WIH ero (parmMeHTy, oOjamaromuM CrenupUIHOCTBIO CBSI3BIBAHUS C
yeynoBeueckuM OenmkoMm kiayauHoMm 18.2 (CLDNI18.2), rme aHTureno wiu ero (parMeHr
CBSA3BIBAIOTCS KaK C MEpPBOM BHEKJIETOYHOW METNIeH, TaK U CO BTOPOM BHEKJIETOYHOW MeTNel
CLDN18.2. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS H300PETEHHsI, AHTUTEJIO HJIH €0 (PparMeHT
CBSI3BIBAIOTCS Kak ¢ netieit B3-f4, tak u ¢ uensro BS CLDN18.2.

[0085] B cooTBeTCTBUM C IPYTHM CBOUM BapHUAHTOM, HACTOSIIIEe H300pETEeHNE OTHOCHTCS
K aHTUTENy WK ero pparMeHTy, oOJaarouM CIeU(UIHOCTHIO CBSI3bIBAHUS C UEIOBEYECKUM
oenkoM kimayauHoM 18.2 (CLDN18.2) nukoro Tuma, rie aHTHTEIO WIH €ro (parMeHT Takxke
cBsi3bIBatOTCS ¢ MyTaHTOM M149L Genka CLDN18.2. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHHUS
n300peTeHNs], aHTUTEJNO WK €T0 (PParMeHT He CBSA3BIBAIOTCS C YEJIOBEYECKHM OEJIKOM KJIay THHOM
18.1 muxoro tuna (CLDNI18.1) unu He cesizbiBatoTcs ¢ CLDN18.1 ¢ adpduHHOCTBIO, KOTOpas

npubnusutensHo Ha 1% mnpesbimaer adgduaHoCcTh cBsi3bBaHUsA ¢ Oenxkom CLDN18.2 nukoro
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THUIA.

[0086] AddpuHHOCTD CBSI3bIBAHUS AHTUTENA WK €ro (parmMeHTa ¢ OEJIKOM MOXKET OBITh
OLIEHEHAa pPAa3JIMYHbIMU CIOCO0aMM, W3BECTHBIMU CIELHANINCTaM B naHHOW obOmactu. Tak,
Hanpumep, apGUHHOCTP MOXKeT OBITh OlleHEeHa B OECKJIETOUHBIX aHAM3aX C OTIACIbHBIMU
oenkamun CLDN18.1 i CLDN18.2. OgHako, mpeanoYTHTENbHO, YTOObI Takasi OLEHKa ObLia
nposeneHa ¢ ucronabzoBanueM Oemka CLDN18.1 wnu CLDN18.2 Ha KI€TO4YHOH MOBEPXHOCTH,
UMHUTHPYIOIIEH MPHUPOIHYIO Cpeny CBsA3bIBaHUS. Takue aHAIW3bl HA CBSA3BIBAHHE IMOIPOOHO
MIPEACTABJICHBI B SKCIIEPUMEHTAJIBHBIX IPUMEpax.

[0087] B HEKOTOpBIX BapuUaHTaX OCYINECTBIEHHUs H300pETEHUs, AaHTUTENAa WIH HX
¢dbparmenTsl 00manarT ahPUHHOCTHIO CBsI3bIBaHMS ¢ MyTaHTOM M 149L, kKoTOpas cocTaBJseT 1Mo
MeHbluel Mmepe 1% unm, ansrepHaTuBHO, O MeHbLIel Mepe 0,001%, 0,01%, 0,1%, 0,5%, 2%, 3%,
5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 60%, 70%, 80%, 90%, 95%, 98% unu
99% ot adpdunnoctu xk 6enxky CLDN18.2 nukoro tuma.

[0088] B HEKOTOpBHIX BapUAHTAX OCYLIECTBICHHUsS H300pPETEHUs, AHTHUTENAa MU HX
¢parmenTbl He cBs3biBatoTCd ¢ uenoBedeckuM CLDNI18.1. B HekoTOpbIX BapuaHTax
OCYLIECTBIICHU M300pEeTeH s, aHTHTeNIa WK UX (PParMeHTBI, IO CPABHEHUIO CO CBS3BIBAHUEM C
CLDN18.2, obHapy:xuBatoT ropasno Oojee ciaboe cesizbiBanue ¢ yenoBeueckum CLDNI18.1,
Harpumep, He 6ojee, yem Ha 10%, 5%, 2%, 1%, 0,5%, 0,1%, 0,05%, 0,01%, 0,005% wuu 0,001%,
6e3 orpaHMYeHUH.

[0089] Kak ommcaHO BbILIE, aHTUTENA WIM UX (PAarMEHThI COIJIACHO H300pETEeHHIO
CBSI3BIBAIOTCS ¢ OenkoM kiayauHOM 18.2 B smHTONe, KOTOPBIA OTJIUYAETCSl OT SMUTOMA IS
U3BECTHBIX aHTUTeN (CM. (ur. 4; Mo MeHbIIEH Mepe 3TAJOHHOE AHTHUTEJO B3aHMMOJEHCTBYET C
M149, Torma Kak pacKpbIThle 371eChb aHTHTEIA HE B3aUMOJCHCTBYIOT ¢ HUM). Takum oOpasom, B
OJTHOM CBOEM BapHaHTE, HACTOsIIee M300pETeHHe OTHOCHUTCS K AHTHTENy I ero (parMeHTy,
o0JamaroImuM  CrienU(UYHOCTBIO CBSA3BIBAHUSI C YEJIOBEUECKUM OeskoM KiayauHoMm 18.2
(CLDNI18.2) nukoro Tura, rzie B CBS3bIBAHUU MEXy aHTHUTEJIOM HJTH €ro (parMeHTOM U OeKoM
CLDNI18.2 qukoro Tumna y4acTByIOT aMUHOKHCIIOTHBIE OCTaTKH, COAEp KaIlNe M0 MEHbLIel Mepe
OIIMH aMUHOKHCIIOTHBIN OCTAaTOK, BBIOPaHHBIN M3 TpyIIibl, cocTosimen u3 N45, Y46, G48, V54,
RSS5, ES6, S58, FO6O u E62; u mo MeHbleil Mepe aMUHOKUCJIOTHBIA OCTATOK, BHIOPAHHBIN U3
rpymel, coctosiei u3 Y169 u G172 6enka CLDN18.2 nukoro tuma.

[0090] B HEKOTOpBIX BapHaHTaxX OCYIUECTBJICHUS] H300pPETEHMs, AHTUTENIO WJIH €ro
¢parment cBssbBaroTcst ¢ N45 CLDNI18.2. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS
U300peTeHus, aHTUTENI0 Wiu ero ¢parMeHT cBsizbiBarOTCs ¢ Y46 CLDN18.2. B HekoTOpbIxX
BAPUAHTAX OCYINECTBJICHUS] M300pETEHUs, aHTUTENO WIH ero (parMeHT cBsi3biBatoTCs ¢ (G48
CLDN18.2. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS H300PETEHHsI, AHTUTEJIO HJIH €0 (PparMeHT
ceszbBatoTcst ¢ L49 CLDN18.2. B HEKOTOpBIX BapuUaHTaX OCYINECTBIEHHsS H300pETeHHS,
aHTuTeNno uiau ero (parmeHT cBsbBaroTcs ¢ W50 CLDNI8.2. B HEKOTOpBIX BapuUaHTax
OCYIECTBJICHUs] N300PETeHHUs], aHTUTENO UK ero ¢parmenT cessbiBaroTess ¢ C53 CLDN18.2. B
HEKOTOPBIX BAPHAHTAX OCYILIECTBIEHHU H300PETEHUsI, AHTUTEJIO WIIH €T0 (PPAarMEHT CBSI3bIBAIOTCS

¢ V54 CLDNI18.2. B HeKOTOpBIX BapHaHTaX OCYLIECTBIEHHs H300PETEHHs, aHTHTEJIO WIN €ro
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¢parment cBssbBatoTcst ¢ R55 CLDNI8.2. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJICHHUS
u300peTeHusi, aHTuTeNo Wik ero (QparmeHT cesbiBatoTest ¢ ES6 CLDN18.2. B HekoTOpbIX
BapUAHTAX OCYLIECTBJIICHUS H300pPETeHHs, aHTUTEJIO WM ero (parMeHT CBs3biBatOTCS ¢ ES8
CLDN18.2. B HeKOTOpBIX BapHaHTaX OCYIIECTBIEHHS H300PETEHHsI, AHTUTEJIO WIIH €ro (PparMeHT
cesasbBatoTcst ¢ FO60 CLDNI8.2. B HEKOTOpBIX BapuaHTaX OCYILIECTBIEHHS H300peTeHHUH,
anTuTeno wimm ero (QparmeHTt cesspiBatoTcss ¢ E62 CLDNI8.2. B HekoTOphIX BapuaHTax
OCYIIECTBJICHUS] U300pETEeHNUs1, aHTUTEIO WK ero pparmeHT cBssbiBatroTest ¢ C63 CLDN18.2.

[0091] B HEKOTOpBIX BapHaHTax OCYINECTBJIEHUS HM300pETEHUs, AHTUTENO WJIH €ro
(dparMeHT CBS3BIBAIOTCA IO MEHbLIEH Mepe C ABYMS AaMHHOKHCIOTHBIMHU OCTaTKaMH,
BbIOpaHHbIMU 13 N45, Y46, G48, V54, RSS, ES6, S58, F60 u E62. B HekoTOphIX BapHaHTax
OCYILECTBJIEHUS] U300PETEHNUs, AHTUTEJIO WIIN €ro (PparMeHT CBA3BIBAIOTCS MO MEHbINEH Mepe ¢
TpeMsi aAMUHOKHCIIOTHBIMH OCTaTKaMH, BbiOpaHHbIMU 13 N45, Y46, G48, V54, R55, E56, S58, F60
u E62. B HeKOTOpBhIX BapuaHTax OCYIIECTBJICHUS M300pETEHMs, aHTUTEJO MU ero (pparMeHT
CBSI3BIBAIOTCS MO MEHBIIEH Mepe C YeThIPbMsI AMHHOKHCIOTHBIMU OCTATKaMH, BBIOPAHHBIMHU H3
N45, Y46, G48, V54, R55, E56, S58, F60 u E62. B HekoTOpbIX BapHaHTaX OCYIIECTBIICHHUS
U300peTeHus, AHTUTEJNO WM ero (QparMeHT CBS3BIBAIOTCS IO MEHbINEH Mepe C IMSThIO
AMHHOKHCJIOTHBIMH OCTaTKaMH, BbIOpaHHBIMU U3 N45, Y46, G48, V54, R55, E56, S58, F60 u E62.

[0092] B HekOTOpBIX BapHaHTaX OCYLIECTBICHUs W300PETeHUS, AHTHUTENO WJIH €ro
¢dparmeHT cBssbBatoTCs 1O MeHblield mepe ¢ Y169 CLDNI18.2. B HexkoTOphIX BapHaHTax
OCYLIECTBJICHUs N300PETeHNUs], aHTUTEJIO MM ero (PparMeHT CBSA3BIBAIOTCS 10 MEHbLIEH Mepe C
G172 CLDNI18.2. B HEKOTOpBIX BapHUaHTaX OCYIIECTBJICHUS M300pPETEHMs, aHTUTEJIO MU €ro
(parMeHT CBSI3BIBAIOTCS IO MEHbLIEH Mepe C ABYMS AaMHHOKHCIOTHBIMH OCTaTKaMH,
BbIOpaHHbIMU U3 Y 169 1 G172 CLDN18.2.

[0093] B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS H300PETEHMSI, B CBA3BIBAHIH YYaCTBYIOT
AMUHOKHUCJIOTHBIE OCTaTKW, BKJro4aromue W30, nBa, Tpu, dUeTbipe, MITh WK Ooyee
AMUHOKHUCJIOTHBIX OCTATKOB, BBIOPAHHBIX M3 IPYIIbI, cocTosmeit uz N45, Y46, G48, V54, RSS,
ES6, S58, F60 u E62; u nmo MeHbIIeil Mepe aMUHOKHCIIOTHBIN OCTAaTOK, BBIOPAHHBIN M3 TPYTIIbI,
cocrosimier m3 Y169 m G172 Genka CLDNI8.2 pumkoro Tuma. B HEKOTOpPBIX BapuaHTax
OCYIIECTBJIEHUs] M300pPETeHUs, B CBS3bIBAHUU YYaCTBYIOT AMHUHOKHCIOTHBIE OCTATKH,
conepxamue W30, N45, Y46, G48, V54, RS5, ES6, S58, F60, E62 u Y169 Genka CLDN18.2
JUKOTO THIA.

[0094] Cesi3u ¢ 3TumMu amuHOKHcIoTamu Ha CLDN18.2 moryT ObiTh Goee ciabbiMu 1O
CPaBHEHHUIO C IPYTHMMH aMUHOKHCJIOTaMu, Takumu kak G48, 1L.49, W50, C53, V54, RS55, E56. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIEHHs N300PETEHNUS, CPABHEHHUE MTPOBOJIAT CO CBA3BIBAHHEM TOH
e caMoi aMUHOKHCIIOTHI ¢ 175D 10. Tak, Hanpumep, CBsI3bIBAHUE aHTUTENA WU €r0 (hparMeHTa
coryacHO u3o0pereHuro crnabdee, yem ces3piBanue 175D10 (kapra IMGT/2Dstructure-DB No:
10473) no kpaiiHeit Mepe C OOHUM, BYMsi, TPEMSI, HeThIPbMsL, TISATHIO Wiu Bcemu D28, Q33, N38,
V43, G59 u V79.

[0095] B HEKOTOpBIX BapHaHTax OCYIUECTBJIEHUs] HM300pPETeHMs, AHTUTENIO WJIH €ro

¢dparmenT He cBszbiBaroTCsA ¢ M149L Genka CLDN18.2. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS
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n300peTeHNs, aHTUTEJIO WIA ero (parMeHT CBS3bIBAIOTCA C MyTaHTHbIM MI49L Oenka
CLDNI18.2.

[0096] B cooTBeTCTBHH C OTHUM CBOUM BapHUAHTOM, HACTOSIIIEE N300pETEeHHEe OTHOCHUTCS
K aHTUTENy WM ero (pparMeHTy, KOTOpBIE BKIIOUAIOT BapHaOeIbHbIE JOMEHBI TSKENION Lenn U

nerkoi nenu ¢ obnactsamu CDR, kak mokazano B komOuHauusx CDR B Tabnuie A.
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Tabauya A. Kombunayuu CDR mecmupyemuvix anmumet (nymepayus no Kaoamy)

Kom6 |Antutesno |CDRL1 (SEQ ID|CDRL2 (SEQ|CDRL3 (SEQ|CDRHI1 (SEQ ID|{CDRH2 (SEQ ID|CDRH3 (SEQ ID
No. NO:) ID NO:) ID NO3:) NO:) NO:) NO?)
1 64G11B4 |KSSQSLLNSGNQRN [WASTRES QNDYFYPFT EINPGNGGSNYNEK
YLT (208) (227) (42) NYLLE (234) FKG (255) IYYGNSFAY (281)
2 65G8B8 KSSQSLLNSGNLKN |WASTRES QNVYIYPFT VIWGDGNTIYHSAL |QGLYGHAMDY
YLT (209) (227) (43) SYGVS (235) KS (256) (282)
3 56E8F10F4 [KSSQSLLNSGNQK (WASTRES QNDYYFPFT FISGGSNTIHYLDTV |LALGNAMDY
NYLT (210) (227) (44) SFGMN (236) KG (257) (283)
4 54A2C4 KSSQSLLNGGNQK |GASTRES QNDLYYPWT RIRSKSNNYATYYA |GAYYGNSKAFD
NYLA (211) (228) (45) TNAMN (237) DSVKD (258) Y (284)
5 54A2C4> |KSSQSLLNGGNQK |GASTRES QNDLYYPWT EINPGNGGSNYNEK
NYLA (211) (228) (45) NYLLE (234) FKG (255) IYYGNSFAY (281)
6 54A2C4> |KSSQSLLNGGNQK |GASTRES QNDLYYPWT YINPSTIYTNYNQKF |[EGYGRGNAMDY
NYLA (211) (228) (45) TYSIH (238) KY (259) (285)
7 44F6B11 |KSNQSLLNSGNQK |WASTRES QNGYSYPFT TFSYGDSHNYYSDS |FGRGNTMDY
KYLT (212) (227) (46) NYGMS (239) VKG (260) (286)
8 15C2B7 KSSQSLLNSGNQK |WASTRES QNNYYFPLT WINANTGEPTYAEE
NYLT (210) (227) (47) NYGMN (240) |FKG (261) LTRGNSFDY (287)
9 20F1E10 |KSSQSLFNSGNQRN |[WASTRES QNVYSYPLT WISTNTGEPTY AEEF
YLT (213) (227) (48) KYGMN (241) |KG (262) LVRGNSFDF (288)
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10 72C1B6A3 |KSSQSLLNSGNQK |RASSRES QNDYIYPYT NFHPYNDDTKYNE |[RAYGYPYAMDY
NYLT (210) (229) (8) TYPIE (242) KFKG (263) (289)

11 58G2C2  |KSSQSLLNSGNQK |[WAFTRES |QNSYSYPFT VINPGRSGTNYNEK |TRYGGNAMDY
NYLT (210) (230) (49) NYLIE (243) FKG (264) (290)

12 101C4F12 |KSSQSLLNSGNQRN [WSSTRDS  |QNNFIYPLT VIWAGGSTNYDSAL
YLT (208) (231) (50) SYGVH (244)  |MS (265) SLYGNSLDS (291)

13 103A10B2 |RSSMSLFNSGNQKS [WASTRDS ~ |HNDYIYPLT VIWAGGSTNYNSAL
YLS (214) (232) (51) SFGVH (245) | MS (266) SLYGNSFDY (292)

14 78E8G9G6 |RSIQSLLNSGNQKN |[WASTRES  |QNSYSYPFT VIWAGGRTNYNSAL |DRYGGNSLDY
YLS (215) (227) (49) SYGVH (244)  |MS (267) (293)

15 4F11E2  |RSSQSLLNSGNRKN |WASTRES  |QNAYSYPFT YITSGNSPIYFTDTV [SSYYGNSMDY
YLT (216) (227) (13) TFGMH (246)  |KG (268) (294)

16 10G7G11 |KSSQSLFNSGNQRN |WASTRES  |QNAYYFPFT VMLSDGNTVYNSSL [HKAYGNAMDY
YLT (213) (227) (19) TYGVH (247)  |KS (269) (295)

17 12F1F4  |KSSQSLFNSGNQRN |WSSTRES ~ |QNNYYYPFT VIWGDGNTNYQSA |VGRGNAMDH
YLT (213) (233) (52) NYGVS (248)  |LRS (270) (296)

18 78C10B6G |KSSQSLLNSGNQK |RASSRES QNDYIYPYT VIRGDGNTNYQSAL |VGRGNAMDH

4 NYLT (210) (229) (8) NYGVS (248)  |RS (271) (296)

19 119G11D9 |RSTQSLFNSGNQKN [WASTRES  |QNAYYYPLT YINPYNDGTKYSEK |[LDYGNAMDY
YLT (217) (227) (53) GFLMH (249)  |FKG (272) (297)

20 113G12E5 |KPSQSLLNSGNQK |WASTRES |QNAYFYPCT |KYGVH (250) |VIWTGGNTDYNPAL [NGYYGNAMDY
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E6 NYLA (218) (227) (54) IP (273) (298)

21 116A8B7 |RSTQSLFNSGNQRN [WASTRES |QNAYYYPLT YINPYNDGTKYSEK |[LDYGNAMDY
YLT (219) (227) (53) GFLMH (249)  |FKG (272) (297)

22 105F7G12 |KSSQSLLNSGNQK |WASTRES |QNAYFYPCT VIWTGGNTDYNPAL |[NGYYGNAMDY
NYLA (220) (227) (54) KYGVH (250)  |IP (273) (298)

23 84E9E12 |KSSQSVFNSGNQK |WASTRES |QNDYYFPLT YISYDGSNNYNPSL
NYLT (221) (227) (55) SGYFW (251)  |KN (274) FRFFAY (299)

24 103F4D4 |RSSQSLLNGGNQK |WASTRES |QNAYFYPFT YINPSTIYTNYNQKF [EGYGRGNAMDY
NYLT (222) (227) (56) TYSIH (238) KY (259) (285)

25 110C12B6 |RSTQSLFNSGNQRN [WASTRES  |QNAYYYPLT YINPYNDGTKYSEK |LDYGNAMDY
YLT (219) (227) (53) GFLMH (249)  |FKG (272) (297)

26 85HI12E8 |KSSQSLLNSGNQRN |WASTRES  |[QNAYFYPFT VIWAGGNTNYNSA |HGYGKGNAMDN
YLS (223) (227) (56) NYGVS (248)  |LMS (275) (300)

27 103H2B4 |KSSQSLLNSGNQK |WASTRES |QNNYFYPLT EINPTNGRTYYNEK [IYYGNSMDY
NYLT (210) (227) (57) NFLTH (252)  |FKR (276) (301)

28 103F6D3  |RSSQSLLNGGNQK |WASTRES  |QNAYFYPFT YINPNTIYTNYNQKF [EGYGRGNAMDY
NYLT (222) (227) (56) TYSIH (238) KY (277) (285)

29 113B12F7 |KSSQSLFNSGNQKN |WASTRES  |QNNYIYPLA VIWAGGSTNYDSAL
YLT (224) (227) (58) SYGVH (244)  |MS (265) SLYGNSFDH (302)

30 120B7B2 |KSSQSLLNSGNQK |WASTRES |QNGYYFPFT FINPYNDGTKYNEQ |AYFGNSFAY
NYLT (210) (227) 3) GYIIQ (253) FKG (278) (303)
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31 111B12D1 |RSSQSLFNSGNQRN |WASTRES  |QNNYIYPLA VIWAGGSTNYDSTL
1 YLT (225) (227) (58) SYGVH (244)  |MS (279) SLYGNSFDH (302)
32 111E7E2  |KSSQSLFNSGNQKN |WASTRES  |QNNYIYPLA VIWAGGSTNYDSAL
YLT (224) (227) (58) SYGAH (254)  |MS (265) SLYGNSFDH (302)
33 100F4G12 |KSTQSLLNSGNQR |WASTRES |QNAYYYPLT YINPYNDGTKYSER |LDYGNAMDY
NYLT (226) (227) (53) GFLMH (249)  |FKG (280) (297)
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Tabnauya B. CDR 120B7B2 (nymepayusn no Kréamy)

CDR HocaenosatenbHocts (SEQ ID | Bapuanrel 0e3 pucka MoaupuKanuu
NO:) (SEQ ID NO3)
CDRLI KSSQSLLNSGNQKNYLT (210) | KSSQSLLNAGNQKNYLT (304)
KSSQSLLESGNQKNYLT (305)
CDRL2 WASTRES (227)
CDRL3 QNGYYFPFT (3) QNAYYFPFT (19)
QEGYYFPFT (20)
CDRHI1 GYIIQ (253)
CDRH2 FINPYNDGTKYNEQFKG (278) | FINPYNDDTKYNEQFKG (306)
CDRH3 AYFGNSFAY (303) AYFGNAFAY (307)
Tabnuya C. CDR 72C1B6A3 (nymepayus no Kaoamy)
CDR HocaenosarenbHocte (SEQ ID | Bapuanrtel 0e3 pucka MogupHKALUH
NO:) (SEQ ID NO3)
CDRLI1 KSSQSLLNSGNQKNYLT (210) | KSSQSLLNAGNQKNYLT (304)
KSSQSLLESGNQKNYLT (305)
CDRL2 RASSRES (229)
CDRL3 QNDYIYPYT (8)
CDRHI1 TYPIE (242)
CDRH2 NFHPYNDDTKYNEKFKG
(263)
CDRH3 RAYGYPYAMDY (289)
Tabnuya D. CDR 4F11E2 (nymepayus no Kxéamy)
CDR HocaenosarensHocts (SEQ ID | Bapuantel 6e3 pucka mMoauduxaunu
NO:) (SEQID NO3)
CDRLI1 RSSQSLLNSGNRKNYLT (216) | RSSQSLLESGNRKNYLT (308)
RSSQSLLNAGNRKNYLT (309)
CDRL2 WASTRES (227)
CDRL3 QNAYSYPFT (13)
CDRHI1 TFGMH (246)
CDRH2 YITSGNSPIYFTDTVKG (268) | YITSGOSPIYFTDTVKG (310)
YITSGESPIYFTDTVKG (311)
CDRH3 SSYYGNSMDY (294) SSYYGQSMDY (312)
SSYYGESMDY (313)
SSYYGNAMDY (314)

[0097] ArTuTena, kotopble conepskanu 3Tu obmactu CDR, He3aBUCHMO OT TOTO, SIBJISFOTCS

JIX MBIIIUHBIMH, TYMAaHU30BAHHBIMHU MWW XHMECPHbBIMU, 06.]'[21}:[8,.]'[1/1 BBICOKOH aKTHBHOCTBLIO

CBSI3bIBaHMA C KjiaynauHoM 18.2 m ero mHrmbuposanusi. Kak mokazano B Ilpumepax 11 u 12,
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HekoTopble octaTku B CDR MoryT ObITh MOAMGUIIMPOBAHBI i COXPAHEHUS] WIN YJIyUIICHHUS
CBOWCTB WJIM CHIDKEHHSI MX CIOCOOHOCTH MMETh MOCTTPAHCISIMOHHBIE Momudukammu (PTM).
Taxune mogudrumposanasie CDR mMoryT HaspiBaThes 31ech kKak CDR ¢ co3peseii ahppuHHOCTEIO
wm CDR ¢ oTcyTcTBHEM prcka MOAN(DHUKALINH.

[0098] Heorpanuumsatroumme npumepsl CDR ¢ orcyrcrBueM pucka moaudukanuu
npexncrasiensl B Tabmuuax B-D B Tperbem cronbue. Addunno 3pensie CDR MoryT BKIFOUaThH
CDR, umeromue ofHy, ABE MM TPU aMHHOKHCIIOTHBIX AOOaBIIEHUH, AeNenui W/uim 3amMeH. B
HEKOTOPBIX BapMAHTAaX OCYLIECTBJIECHUS M300pPETEHHUs, 3aMEHBbl MOTYT ObITh KOHCEPBATUBHBIMU
3aMEeHaMHU.

[0099] «KoHcepBaTuBHAasE aMHHOKHCIOTHAs 3aMEHa» TPEACTaBisieT coOOW 3aMeHy
AMHHOKHCJIOTHOTO OCTaTKa aAMHHOKHCJIOTHBIM OCTAaTKOM, MMEIOLIUM aHAJIOTHYHYI0 OOKOBYIO
tensb. CrieruanaucTaMu B JaHHOW 0OJIaCTH OIpeeNieHbl CeMeNHCTBA aMUHOKHUCIIOTHBIX OCTAaTKOB,
UMEIOINX CXOIHble OOKOBBIE LIENH, BKJIOUas OCHOBHbIE OOKOBBIE LieNmH (HANpUMep, JH3HH,
AprMHUH, THCTUIWH), KUCJIOTHbIe OOKOBble €My (HampuMep, acmaparuHoBas KHCIIOTa,
IJIyTAMUHOBAsl KHUCJIOTA), He3apsDKEHHbIE MOJSIpHbIE OOKOBble Lenmu (HAampuMep, TJIHLUH,
acmaparuH, TJIyTAMUH, CEpUH, TPEOHUH, TUPO3MH, LHMCTEHH), HETOJIAPHbIE OOKOBBIE ILIEIH
(HampuMep, aJlaHWH, BAJIWH, JIEWIUH, W30JCHLUH, NPOJHH, (EHWIAJAHUH, METHOHUH,
tpunrodan), 6era-pa3BeTBIeHHbIe OOKOBBIE LeNH (HAPUMEp, TPEOHHUH, BAJIHH, M30JEHLINH) U
apoMaTHyeckne OOKOBbIE LN (HampuMep, TUPO3WH, (PeHWUJIAJAHUH, TPUNTO(DAH, TMCTHIMH).
Takum 00pazoMm, 3aMEHHMbI AMHUHOKHCJIOTHBII OCTATOK B MOJMIENTHAE WMMYHOIJIOOyJInHA
NPEATIOYTUTENIHO 3aMEHSIOT APYTUM aMHHOKHCIIOTHBIM OCTATKOM TOT'O e CeMelcTBa OOKOBBIX
uerei. B qpyrom BapuaHTe OCYINECTBJICHUS M300pETeHHs], aAMUHOKHCIIOTHAS LIEITb MOXKET OBITh
3aMEHEHa CTPYKTYPHO AHAJOTHYHOW LETbI0, KOTOpasi OTIMYAETCS TMOPSIIKOM H/UJIH COCTAaBOM
YJIEHOB CeMeiCTBa OOKOBBIX LIECTIEH.

[0100] HeorpaHuumnBaroliyie MpUMepPbl KOHCEPBATUBHBIX aMUHOKHCIOTHBIX 3aMeH
npencraBieHbl Hroke B TaOnwue, rae mokasatenb cxoactBa O WM BBINIE yKa3bIBAeT HA
KOHCEPBAaTUBHYIO 3aMEHY MEXIY IBYMsI aMHUHOKHUCIIOTAMU.

Tabnuya E. Mampuya cxoocmsea amunokuciom

clP[S/A]TpD[EIN[Q H[K[RI[V M[T [LIF[Y[W
w |87 626 [5]7 714 |5 |3 |32 [6 45210 [o[17
Y (0[5 [5[3[3 (3[4 [-a]2 14 o 45221117 |10
F |45 [5[3[4 (36 |54 |5 |2 5410t |2 o
L |64 |33 2243322332 [4]216
1 23 211 o 2222220214 25
M [s5[3 (221 [1]3 2 [-1 210 o |2 6
v 4
R
K
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12

H |32 |0 (-1 [-1 (-1 |1 (I (2 |3 |6
Q |51 [0 -1 10 |-1 |12 |2 |1l |4
N 410 (-1 |1 |0 |0 |2 (1 |2

E 510 (-1 |0 |0 |0 |3 |4

D 511 (-1 |10 |0 |0 |4

T 210 10 |11 |1 |3

A 211 |1 |1 |2

S

P

G

C

Tabauya F. Koncepsamuensie aMUHOKUCIOMHbLE 3AMEHbL

JJ1si AMMHOKHCJIOTHI

3amena Ha

Ananux D-Ala, Gly, Aib, B-Ala, L-Cys, D-Cys

ApruHuH D-Arg, Lys, D-Lys, Orn D-Orn

Acnaparux D-Asn, Asp, D-Asp, Glu, D-Glu Gln, D-GIn
AcmaparuHoBast D-Asp, D-Asn, Asn, Glu, D-Glu, Gln, D-GIn
KHCJIOTA

Iucrenn D-Cys, S-Me-Cys, Met, D-Met, Thr, D-Thr, L-Ser, D-Ser
I'nytamun D-Gln, Asn, D-Asn, Glu, D-Glu, Asp, D-Asp
I'myramunrOBast D-Glu, D-Asp, Asp, Asn, D-Asn, Gln, D-GIn
KHCJIOTA

I'muanun Ala, D-Ala, Pro, D-Pro, Aib, B-Ala

H3oneinmua D-Ile, Val, D-Val, Leu, D-Leu, Met, D-Met

Jletinma Val, D-Val, Met, D-Met, D-Ile, D-Leu, Ile

JIzun D-Lys, Arg, D-Arg, Orn, D-Orn

MeTunoHUH D-Met, S-Me-Cys, Ile, D-Ile, Leu, D-Leu, Val, D-Val
dennnanaHnH D-Phe, Tyr, D-Tyr, His, D-His, Trp, D-Trp

IIponun D-Pro

Cepun

D-Ser, Thr, D-Thr, allo-Thr, L-Cys, D-Cys




28

Tpeonun D-Thr, Ser, D-Ser, allo-Thr, Met, D-Met, Val, D-Val
Tuposzun D-Tyr, Phe, D-Phe, His, D-His, Trp, D-Trp
Banmun D-Val, Leu, D-Leu, Ile, D-Ile, Met, D-Met

[0101] Takum oOpa3om, B OOJHOM CBOEM BapHaHTe, HACTOsIIIee H300pETeHUe OTHOCUTCS K
aHTHUTENy WM ero (parMeHTy, Oo0NagaroIiuM CreHU(pUIHOCTBIO CBSI3BIBAHUS C UYEIOBEUYECKUM
6enxom kiaynuHoM 18.2 (CLDN18.2) aukoro Tuna, rie aHTUTENO WK ero (parMeHT COAEPIKHUT
BapuabeNpHy0 00JIaCTh JIETKOHM IIeNH, BKJFOYAKOLIYI0 KOMIUIEMEHTAPHOCTh- ONpEAesIIoInne
obnactu nerkoit nemu CDRL1, CDRL2 u CDRL3, u BapuabenpHy0 0OIacTh TSDKENOH LTy,
BKJIIOYAIOLIYIO KOMIUIEMEHTAPHOCTh- ompexessitomue obmactu Tsokenoit nemn CDRH1, CDRH2
u CDRH3, u roe CDRLI1, CDRL2, CDRL3, CDRHI1, CDRH2 u CDRH3 BbsiOpanbl u3
komOuHaumii 1-33 Tabmuner A, unn u3 komOuHanui 1-33, roe omHa unu O6osiee u3 CDRLI,
CDRL2, CDRL3, CDRH1, CDRH2 u CDRH3 Bx;i04aroT OJHY, ABE WU TP AMUHOKHCJIOTHBIX
no0aBJIeHuUH, AeIenuil, KOHCEPBATUBHBIX AMHHOKHCIIOTHBIX 3aMEH MJIM UX KOMOMHALNH.

[0102] B HeKOTOpBIX CBOMX BapuaHTaX, HACTOsILIEE H300PETEHHE OTHOCUTCS K AHTHUTEITY
npotus CLDN18.2 unu ero ¢pparmenty, koropseie Bkirouaror CDRL1, CDRL2, CDRL3, CDRHI,
CDRH2 u CDRH3, kaxxast u3 KOTOPbIX BbIOpaHa U3 TPYMIIbL, NpeacTaBieHHol B Tabmume A mn
B Tabmuuax B-D. Tak, Hampumep, Hacrosiiee H300pEeTEeHHE OTHOCHUTCS K aHTHTENY WM €ro
(dparMenTy, o0NagaroIuM CeHU(PUUHOCTBIO CBSI3bIBAHUS C YEJIOBEUECKUM OEJIKOM KJIay THHOM
18.2 (CLDN18.2) nukoro Tuma, ri¢ aHTUTEJIO WIH ero (parMeHT COAEPKUT BapuadeabHYIO
00J1acTh JIErKOH 1INy, BKJIOYAOIIYI0 KOMIUIEMEHTaPHOCTh-ONpPEesone 00JacTu JIErKon
uenu CDRL1, CDRL2 u CDRL3, u BapualGenbHyt0 00JaCTh TSDKEJIOW LEMU, BKIIIOYAIOLIYIO
KOMIUIEMEHTapHOCTh-onpenessiroiue ooaactu Tsokenoi nenu CDRH1, CDRH2 u CDRH3, urne:
CDRLI1 conep:kUT aMMHOKHCIOTHYIO MOCJIEI0BATENBHOCTD, BbIOpaHHy0 13 rpymnmel SEQ ID NO:
208-226, wWIM aMUHOKHCJIOTHYIO TIOCIENOBATEIbHOCTh, MPOUCXOMSINYK) OT JIr00OH U3
nocnenosatenbHocTell SEQ ID NO: 208-226 1 noiy4eHHyI0 MyTeM BBEIEHUs OAHOMN, ABYX WU
TPEX aMUHOKHCIIOTHBIX AoOaBjeHwid, nenenuii u 3ameH; CDRL2 comepKUT aMUHOKHCIIOTHYIO
NOCJIEIOBATEIBbHOCTb, BbIOpaHHy u3 rpynmsl SEQ ID NO: 227-233, uau aMUHOKUCIOTHYIO
MOCJIEIOBATEIPHOCTD, MPOUCXOISIIYIO OT JI000i 13 nmocnenosareapHocTell SEQ ID NO:227-233
U TOJNyYEHHYIO MyTeM BBEIEHUS aMUHOKHUCJIOTHBIX noOaBieHwi, neierwmii u 3ameHn; CDRL3
COZIEPKUT AMHUHOKHCJIOTHYIO MOCJIEOBATENIbHOCTD, BRIOpanHyto u3 rpynmsl SEQ ID NO: 3, 8, 13,
19 u 42-58, niau aMUHOKHCJIOTHYIO MOCIIEIOBATEIBbHOCTb, MPOUCXOIAIIYI0 OT JF0Ooi u3 SEQ ID
NO: 3, 8, 13, 19 1 42-58 1 nony4eHHy0 My TeM BBEAEHHsI OJJHOM, IBYX UJIU TPEX AMUHOKHCIIOTHBIX
nobasnenuii, neneruii u 3ameH; CDRHI1 comep>kuT aMUHOKHCIIOTHYIO IOCJIENOBATEIbHOCTD,
BbIOpanHyo w3 rpymmnsl SEQ ID NO: 234-254, unu aMUHOKHCIIOTHYIO TOCJIENOBATEIbHOCTD,
npoucxomsamyi or SEQ ID NO: 234-254 1 noiy4eHHy0 MyTeM J00aBJIeHUs] OIHOM, ABYX WU
TPEX aMUHOKHCIIOTHBIX nobasnenuid, neneunidi u 3ameH; CDRH2 comepKUT aMUHOKHCIIOTHYIO
NOCJIEIOBATEIBHOCTD, BbIOpaHHy u3 rpynmsl SEQ ID NO: 255-280, uan aMUHOKHUCIOTHYIO
nocyefAoBaTenbHoCTh, npoucxonsdmy ot SEQ ID NO: 255-280 u mnonyudeHHyr0 myTeM

noOaBNeHUs] OAHOM, IBYX WU TPEX aMHUHOKUCJIOTHBIX 1o0aByieHul, nenenuii u 3amex; 1 CDRH3



29

COIEPKUT aMUHOKHCJIOTHYIO TMOCIIeIOBATEIbHOCTD, BhIOpanHyr0 u3 rpymmel SEQ ID NO: 281-
303, niM aMMHOKHUCIOTHYIO MOCJEN0BaTeNbHOCTD, npoucxoaduyto or SEQ ID NO: 281-3034 u
MOJIYYEHHYIO My TeM O0O0aBJIEHUS OHOM, IBYX MJIM TPEX AMHHOKHUCIIOTHBIX JOOABJICHUH, HeTennit
Y 3aMEH.

[0103] B Hexoropeix BapuaHTax ocymecteieHus uzodperenus, CDRL1 conepxxut
AMHHOKHCJIOTHYIO TTOCJIEOBATENbHOCTD, BeIOpaHHyto u3 rpynmnsl SEQ ID NO: 208-226, 304-305
u 308-309; CDRL2 comep:kUT aMUHOKHCIIOTHYIO TIOCJIEOBATENbHOCTD, BHIOPAHHYIO U3 TPYIIIBI
SEQ ID NO: 227-233; CDRL3 comep:kUT aMUHOKHCIIOTHYIO TTOCJIEAOBATENbHOCTD, BEIOPAHHYIO
u3 rpynnsel SEQ ID NO: 3, 8, 13, 19, 20 u 42-58, CDRHI1 coaepxut aMUHOKHCJIOTHYIO
NOCJIE0BaTeIbHOCTh, BbIOpaHHyl0 u3 rpymmel SEQ ID NO: 234-254; CDRH2 cogpepxur
AMHHOKHUCJIOTHYIO ITOCJIEA0BATENbHOCTD, BbIOpaHHy10 U3 rpymmel SEQ ID NO: 255-280, 306, 310
u 311; u CDRH3 comep:XxuT aMUHOKHUCJIOTHYIO IOCJIEAO0BATENIbHOCTD, BBIOPAHHYIO W3 TPYIIIBI
SEQ ID NO: 281-303, 307 u 312-314.

[0104] Bbuto mokazaHo, 4yto aHTuTeno 120B7B2 sBnsieTcs CHIIbHBIM HHTCHOUTOPOM
kinayauna 18.2. Ero nocienosarenbnoctu CDR BMecTe ¢ HECKOJIBKMMU BapuaHTaMu O€3 pUCKa
moaugukarmu npexacrasiaensl B Tabmune B. B onHOM cBoeM BapuaHTe, HacTosiee n3o0peTeHue
OTHOCHUTCSl K aHTUTENy WM ero ¢parMeHty, obiagaromemMy Crenu(GUIHOCTBIO CBSI3BIBAHUS C
yenoBeueckuii OenkoM kmayauHoMm 18.2 (CLDNI18.2) aukoro Tuma, rae aHTUTENIO MM €ro
(bparMeHT comep KUT BapruadebHy 0 00J1aCTh JIETKOH LIETH, BKIFOYAIOIIYI0 KOMILIEMEHTAPHOCTb-
onpenessitoue oonactu yerkor nenu CDRL1, CDRL2 u CDRL3, u BapuabenbpHyro 001acTh
TSDKEJION 1IeTH, COAEPIKAIMYI0 KOMILIEMEHTAPHOCTb- OMPENeNSIoImue 00JacTH TSHKEJON LIeH
CDRHI1, CDRH2 u CDRH3, u rne: CDRL1 conep>xutT aMHUHOKHCIIOTHYIO IMOCJIEIOBATENIbHOCTD
QSLLNSGNQKNY (SEQ ID NO:1), QSLLNAGNQKNY (SEQ ID NO:17) wm
QSLLESGNQKNY (SEQ ID NO:18) uiu aMUHOKUCJIOTHYIO MOCJIEN0BATEIbHOCTD, UMEIOLIYIO
OIIHY, JIB€ WJIU TPYU aMUHOKHUCJIOTHBIE 3aMeHbl U npoucxomasiyo oT SEQ ID NO: 1, 17 unu 18;
CDRL2 conepur aMHHOKUCIOTHYHO mnocienoBareabHOocTh WAS (SEQ ID NO: 2) wm
AMUHOKHUCJIOTHYIO TIOCIE€OBAaTEIbHOCTD C 3aMEHOM OJHOM WM JABYX aMHHOKHCIIOT,
npoucxoasmyo ot SEQ ID NO: 2, CDRL3 conepuT aMUHOKUCIOTHYIO IMOCIEAOBATENIbHOCTD
CONGYYFPFT (SEQ ID NO:3), QNAYYFPFT (SEQ ID NO:19) wiu QEGYYFPFT (SEQ ID
NO: 20), uim aMHHOKHCIOTHYIO TIOCJIE€IOBATEIbHOCT, HMEIOINYI0 OIHY, IBE WIH TPH
AMUHOKHCIJIOTHBIE 3aMeHbl U npoucxosauryo ot SEQ ID NO: 3, 19 unu 20; CDRHI1 conepxur
amMuHOKUCIIOTHYIO mocyenoBatenbHOocTe GYTFTGYI (SEQ ID NO: 4) unun aMHHOKUCIIOTHYIO
MOCJIEI0BATEIbHOCTD, HMEIOLIYI0 OJHy, JAB€ WIM TPU AaMHHOKHCIOTHbIE 3aMEHbl U
npoucxoasmyo ot SEQ ID NO:4, CDRH2 copepkuT aMHUHOKHCIIOTHYIO IMMOCJIEIOBATENbHOCTD
INPYNDGT (SEQ ID NO: 5) umun INPYNDDT (SEQ ID NO: 21) wnn aMHHOKHUCIOTHYIO
MOCJIE0BATEIbHOCTD, HMEIOLIYI0 OJHy, JAB€ WIM TPU AaMHHOKHCIOTHBIE 3aMEHbl U
npoucxogsamyo or SEQ ID NO: 5 umu 21; u CDRH3 comepXuT aMHHOKHCIOTHYIO
nociaenosareabHOCTh ARAYFGNSFAY (SEQ ID NO: 6) mmu ARAYFGNAFAY (SEQ ID NO:
22) WM aMHHOKHCJIOTHYH TIOCJIENOBATENbHOCT, HMEKIIYI0 OAHY, [JBE€ WIH TpPHU

aMUHOKHUCJIOTHbIE 3aMeHbl U npoucxoasiyto ot SEQ ID NO: 6 unu 22.
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[0105] UuTepecno ormetuth (cM. Tabmumy A), uro CDR pa3nu4HbIX aHTUTEN UMEIOT
BBICOKYIO CTeleHb romosioruu. Taxoke npennonaraercs, 4To kaxkpaas coorsercrByromas CDR
MOJKET ObITh 3aMeHeHa 0€3 3HAYUTEIbHOTO BIMAHUS Ha aQ(PUHHOCTD HITH AKTHBHOCTD CBSI3bIBAHUS
aHTHUTEeNa WM ero ¢parMeHTa. AJNBTEPHATUBHO, KaXKaas KOHKpeTHas amuHOkuciora B CDR
MOKET OBITh 3aMEHEeHa APYrod aMHHOKHCJIOTOW, MPUCYTCTBYIOMIEH B coorBercTByromeit CDR
APYroro aHTUTeNA.

[0106] B HekOTOpBIX CBOMX BapHaHTaX, HACTOsIIee N300pETEHNEe OTHOCUTCS K aHTUTEIY
wi ero gparmeHty, odjanaromeMy CHernu(pUUHOCTBIO CBSI3BIBAHUS C YEJIOBEYECKUM OEIKOM
kmayauHoM 182 (CLDNI18.2) nukoro Tuma. B HEKOTOpHIX BapuaHTaX OCYINECTBJICHUS
N300peTeHNs, aHTUTENIO WIH ero (PparMeHT COAEPKUT BapuaOeNbHYI 00JIaCTh JIETKOW LeTH,
BKJIIOYAIOLIYIO KOMIUIEeMeHTapHOCTh-onpenesiomue odnactu jserkoi uenu CDRL1, CDRL2 u
CDRL3, u BapuabGenpHyt0 0OJNACTh TSDKEJOW IeMH, COAEPKAILIyI0 KOMILJIEMEHTaPHOCTb-
onpexesromue obnactu Tsokenoi e CDRHI, CDRH2 u CDRH3, u rge: CDRL1 coxepsxur
aMUHOKHUCJOTHY10 nocieaosatenbHocTs SEQ ID NO: 210, 304 unu 305 unu aMMHOKUCIIOTHYIO
NIOCJIEIOBATEIbHOCTh C 3aMEHON OTHOM, JIBYX HJIM TPEX aMHHOKHUCIIOT, mpoucxoasuyo ot SEQ
ID NO: 210, 304 unu 305, CDRL2 conep:xuT aMHHOKHCIIOTHYIO nocienoBatenbHocTs SEQ ID
NO: 227 unum aMUHOKUCIIOTHYIO IIOCJIENOBAaTENbHOCTh, MMEIOLIYI0 OJIHY WIH JBE
aMHHOKHUCJIOTHbIE 3aMeHbl U mnpoucxoxmsamyo ot SEQ ID NO: 227, CDRL3 coapepxur
aMUHOKHUCJIOTHYI0 nocienoBarenbHOCTe SEQ ID NO: 3, 19 unm 20, unu aMHHOKHCIOTHYIO
NOCJIEIOBATEIbHOCT, HMEIOINYI0 OJHY, JABE WJIH TPU AMUHOKHCJIOTHBIE 3aMEHbl U
npoucxogsamyo or SEQ ID NO: 3, 19 wmu 20, CDRHI cogepXuT aMUHOKHCIOTHYIO
nocnenosateabHocTh SEQ ID NO: 253 unn aMUHOKHCIOTHYIO TMOC/IEN0BATENIbHOCTD, HMEIOLIY IO
OIIHY, JBE€ WJIN TPU aMMHOKUCJIOTHBIE 3aMeHbl U mpoucxoasmyto ot SEQ ID NO: 253, CDRH2
BKJIFOYAET AMHMHOKHCIOTHYHO mocienoBarenbHocth SEQ ID NO: 278 wmm 306 wmum
AMUHOKHUCJIOTHYIO TOCJE€N0OBATeNIbHOCTh, MMEIINYI OJHY, JABE WIM TPH AMUHOKHCIOTHBIE
3ameHbl U npoucxonauyo oT SEQ ID NO: 278 unu 306, u CDRH3 conep:kUT aMHUHOKHCIIOTHYO
nocnenosateabHocTs SEQ ID NO: 303 mnu 307 unm aMUHOKHUCIIOTHYIO TOCJIE€NOBATEIbHOCTD C
3aMEeHON OJTHOM, ABYX WJIM TPEX aMUHOKHUCIOT U npoucxoasmyto ot SEQ ID NO: 303 unu 307.

[0107] B Hexoropwix BapuaHTax ocymecteieHus uzodperenus, CDRL1 conepxxut
aMUHOKHCIIOTHYI mocienoBarenbHocTe SEQ ID NO: 210, 304 wnmm 305; CDRL2 conmepkur
aMUHOKHUCIOTHYIO0 nocnenosarensbHocTs SEQ ID NO: 227, CDRL3 coaep:XUT aMUHOKHCIIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 3, 19 unu 20; CDRHI1 conmepXuT aMHHOKHCIIOTHYIO
nocaenoBatenbHocth  SEQ  ID NO:  253;

b

CDRH2 coxmepXuT  aMUHOKHCIIOTHYIO
nocneposatenbHocTe SEQ ID NO: 278 wnu 306; a CDRH3 conepXUT aMHHOKHCIIOTHYIO
nocaegoBatenbHOCTh SEQ ID NO: 303 wmu 307.

[0108] HeorpannumBaromue npuMepsl BapuadbeabHONH 0OJACTH JIETKOH e BKIOYAOT
AMUHOKHUCJIOTHYIO TIOCJIeIOBATEIbHOCTh, BBIOpaHHYIO H3 rpymmbl, coctosmeit u3 SEQ ID NO:
141, 192-195 u 206-207, unu OHUONOTMYECKUH SKBUBAJIEHT, TaKOW KaK MENTHI, HUMEIOIIUN
MOCJIEI0BATENIbHOCTD, KOTOpasi Mo MeHbliell mepe Ha 90% HOEHTHYHA aMHUHOKHCIOTHOMN

MOCJIEIOBATEIPHOCTH, BEIOpaHHOMN U3 rpymmbl, coctosimed u3 SEQ ID NO: 141, 192-195 u 206-
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207.

[0109] Heorpannumsaroiiye npuMepsl BapuadeabHON 00JacTH TSHKENOH e BKIIFOYA0T
AMUHOKHUCJIOTHYIO TIOCJIeIOBATEIbHOCTD, BBIOpaHHYIO H3 rpymmbl, coctosmeit u3 SEQ ID NO:
171, 188-191 u 205, uau OMONOrMYECKUI SKBUBAJIEHT, TAKOW KaK MENTHI, MOCIEI0BATEIbHOCTD
KOTOPOro mo MeHblned mepe Ha 90% uOeHTUYHA AaMUHOKHCJIOTHOM TMOCIEAO0BATENbHOCTH,
BbIOpaHHOM u3 rpymmel, coctosmen u3 SEQ ID NO: 171, 188-191 u 205.

[0110] B Hexoropeix BapuaHTax ocymectieHus uzodperenus, CDRL1 conepxxur
aMUHOKHCJIOTHYIO nocnenosaTeabHocTh SEQ ID NO: 304, CDRL2 coaepKUT aMUHOKHUCJIOTHYIO
nocnegoBatenbHocth  SEQ  ID NO: 227
nociaeposarenpHocTe  SEQ  ID NO: 19, CDRHI1  comepXuT  aMUHOKHUCIIOTHYIO
nocnegoBarenbHocth  SEQ  ID NO: 253

nocneposatenpbHocTe  SEQ ID NO: 306, a CDRH3 comepXuT aMHHOKHUCIOTHYIO

CDRL3  coxmepXUT  aMHHOKHCJIOTHYIO

2

, CDRH2 comepxuT aMHHOKHMCIOTHYIO
nociaeposatenpbHocTs SEQ ID NO: 307. HeorpanuumBaromuii NpuMep aHTUTENa WIH €ro
¢dparmenTa BKIOYaeT BapHaOeabHYIO OOJACTh JIETKOW LEMH, COAEPKAIIYI0 aMHUHOKHCIOTHYIO
nocienosarebHocTh SEQ ID NO: 206, u BapuabesbHy0 001aCTh TSIKENOH Lenu, COAepIKaIly o
aMHHOKHUCIIOTHYI0 nocnenosaTesnbHocTh SEQ ID NO: 205.

[0111] AnanoruunbiM 0Opa3oM ObLTO Toka3aHo, uto 72C1BOA3 sBisieTcs: MOOXOASIIAM
artutenoMm. Takum oOpazom, B IpyroM CBOEM BapHaHTE, HACTOsILIEe M300pETeHNe OTHOCHUTCS K
AHTUTEJy WIH ero ¢parMeHty, o0iafarnimeMy Cnenn(pUIHOCTIO CBSA3BIBAHUS C YEJIOBEUECKUM
6enxom knaynuHoM 18.2 (CLDN18.2) aqukoro Tuma, rie aHTHTENO WK ero pparMeHT COAePIKHUT
BapHabeNbHYI0 O0JIaCTh JIETKOW LIEMH, BKJIIOYAOLIYI) KOMIUIEMEHTAPHOCTh-ONPEAeISIFOIINe
obsactu nerkoit nienu CDRL1, CDRL2 u CDRL3, u BapuabenpHy0 0OIacThb TSDKEIOHN LETH,
COZIEPIKALIYI0 KOMILIEMEHTapHOCTh-onpenessiroiue obnactu Tsukenon nenu CDRHI1, CDRH2 u
CDRH3, urge: CDRL1 comep:xut aMUHOKHUCIOTHYO nocienoBarenbHocTs SEQ ID NO: 210, 304
unmn 305 WM aMMHOKHUCJIOTHYH) IOCJIE€NOBATENbHOCTb, HMMEKIIYK OJHY, ABE WM TpHU
AMUHOKHCJIOTHBIE 3aMeHbl U mpoucxonsmyr oT SEQ ID NO: 210, 304 wmm 305, CDRL2
CONIEPXKUT aMUHOKHUCJIOTHYIO mocienoBatenbHOCTs SEQ ID NO: 229 unn aMHUHOKHCIOTHYO
MOCJIEI0BATEIbHOCTD, UMEIOIIYIO OHY WJIH JIB€ AMHUHOKHUCIOTHBIE 3aMEHBI U MPOUCXOJSALIYIO OT
SEQ ID NO: 229; CDRL3 conep>KuT aMHHOKHUCIOTHYO nocienoBaTeabHocTh SEQ ID NO: 8 unn
AMUHOKHUCJIOTHYIO TIOCJIE€IOBATEIbHOCTh C 3aMEHON OJHOM, ABYX HWJIHM TPeX aMHUHOKUCIOT U
npoucxoasmyto ot SEQ ID NO: 8, CDRHI copep:kUT aMUHOKHCIOTHYIO NOCIEA0BATEIbHOCTD
SEQ ID NO: 242 yunu aMMHOKHUCIOTHYIO IMOCJIE€A0BATEIbHOCTh, UMEIOIIYIO OAHY, ABE WU TPU
aMUHOKHUCJIOTHbIE 3aMeHbl U mnpoucxonsamyr or SEQ ID NO: 242; CDRH2 copepxur
aMUHOKHUCJIOTHYI0 mocnenosarenbHocTh  SEQ ID  NO: 263 unm  aMHHOKHCIIOTHYIO
MOCJIEI0BATENIbPHOCTD, HMEIOLIYI0 OJHY, J[AB€ WIM TPU AaMHHOKHCIOTHbIE 3aMEHbl U
npoucxogsamyro or SEQ ID NO: 263

nocnenosateabHocTs SEQ ID NO: 289 nnm aMUHOKHCIIOTHYIO MOCJIEA0BATEIbHOCTh C 3aMEHOMN

, a CDRH3 coxmepxur amMHHOKHCIOTHYIO
OJIHOM, ABYX WJIM TPEX aMUHOKHUCIOT U nmpoucxozasmyto ot SEQ ID NO: 289.

[0112] B Hekoropelx BapuaHTax ocymecteieHus nzodperenus, CDRL1 conepxxur
aMUHOKHCJIOTHYIO mnocienoBarenbHocTe SEQ ID NO: 210, 304 umm 305, CDRL2 conmepkut
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aMUHOKHUCJOTHYO0 nocnenosarenbHocTs SEQ ID NO: 229, CDRL3 coaepXUT aMUHOKUCIIOTHYIO
nocnenosatesbHOCTh SEQ ID NO: 8, CDRHI conep:kxutT aMUHOKHUCIOTHYIO MOCIEA0BATENbHOCTD
SEQ ID NO: 242, CDRH2 conepxut aMHHOKHCIOTHYO nocienosarenbHocTh SEQ ID NO: 263,
a CDRH3 conep:xut aMuHOKUCIOTHY0 nocaenosarenbHocTh SEQ ID NO: 289.

[0113] HeorpannumBaromue npuMepsl BapuadbeabHONH 00NACTH JETKOH e BKIFOYA0T
AMUHOKHUCJIOTHYIO TIOCJIeIOBATEIbHOCTD, BBIOpaHHYIO H3 rpymmbl, cocrosmei u3 SEQ ID NO:
124, 185-187 u 203-204, unu OHUONOTMYECKHH OSKBHUBAJIEHT, TAaKOW KaK MENTHA, HUMEIOIIUN
MOCJIEI0BATENIPHOCTb, KOTOpasi MO MeHblell mepe Ha 90% WOEeHTHYHA aMHUHOKHCIOTHOMN
MOCJIEIOBATEIbHOCTH, BhIOpaHHON 13 rpymmbl, cocrosimen u3 SEQ ID NO: 124, 185-187 u 203-
204.

[0114] HeorpannumBarouye npuMepsl BapuadbeapbHONH 00JACTH JIETKOM LN BKJIIOYAOT
AMHHOKHCJIOTHYIO MOCJIEIOBATEIbHOCTD, BBIOPaHHYI0 U3 rpynmnsl, cocrosimeii nu3 SEQ ID NO: 153
u 181-184, unu OMONOrHYeCKUi SKBUBAJIEHT, TAKOM KaK MENTUI, HMEIOIIHI ITOCIEI0BATEIbHOCTD,
KOoTOpasg mo MeHbiied mepe Ha 90% wuIEHTHYHA AMHUHOKUCIIOTHOH IOCIEeN0OBATEIbHOCTH,
BBIOpaHHO# u3 rpynmnsl, cocrosimei u3 SEQ ID NO: 153 u 181-184.

[0115] B Hekortopbix BapmaHTax ocyuiectBieHus uszodOperenus, CDRL1 comepxxut
aMHHOKHUCIIOTHY10 nocienosatenbHocTh SEQ ID NO: 304, CDRL2 conepKUT aMHHOKUCIIOTHY O
nocienosarenbHocth SEQ ID NO: 229, CDRL3  comepXuT  aMHUHOKUCIIOTHYIO
nocnenosateabHOcTh SEQ ID NO: 8, CDRHI1 copepkuT aMUHOKHCIOTHYIO TIOCIEA0BATEIbHOCTD
SEQ ID NO: 242, CDRH2 conep:xut aMUHOKHCJIOTHYO nocienoarenbHocTh SEQ ID NO: 263,
a CDRH3 cogepxxur aMUHOKHCIOTHYIO mocienoBatenbHocTh SEQ ID  NO: 289,
HeorpannunBaromuii mpuMep aHTUTENA WK ero parMeHTa BKIIOYaeT BapuabesbHy0 00NacTb
JIETKON 1Iemu, COAEep Kallyrd aMHUHOKHCIOTHYH mnocienoBateapbHOCTh SEQ ID NO: 203, u
BapHabeNIbHY0 O0JIACTh TSDKENIOHN LNy, COAEePKAIYI) aMHHOKHCIOTHYIO MOCJEI0BATENIbHOCTD
SEQ ID NO: 181.

[0116] Kpome Toro, Obut0 mokazaHo, uTo 4F11E2 sBnseTcss MOOXOASIIIUM aHTHTEIOM.
Taxum 00pas3om, B IPYyroM CBOEM BapHAHTE, HACTOSIIEE U300PETEHNE OTHOCUTCS K AHTUTENTY WIH
ero (Qparmenty, oOnanaromeMy CHeqU(PUUHOCTHIO CBSI3BIBAHHS C 4YEJIOBEYECKHUM OeKOM
kimayauaoM 182 (CLDN18.2) nukoro Tuma, e aHTUTENO WM ero (pparMeHT COAEPIKHT
BapHabENbHYI0 O0JIACTh JIETKOW LIEMH, BKJIIOYAKOMIYI) KOMIUIEMEHTAPHOCTh-ONPEASISIFOIINe
obnactu nerxoit iemu CDRL1, CDRL2 u CDRL3, u BapuabenpHyr0 0ONacTh TSDKENIOH LETH,
COZIEPIKALIYI0 KOMILIEMEHTapHOCTh-onpenessiromue obnactu Tsokenoit neru CDRH1, CDRH2 u
CDRH3, urge: CDRL1 conep:xut aMUHOKUCTOTHYO nocienoBarenbHocTsh SEQ ID NO: 216, 308
unn 309 wiM aMMHOKHCJIOTHYHK) MOCJIENOBAaTEIbHOCTb, HUMEKINYK OJHY, ABE WU TpHU
AMUHOKHCJIOTHBIE 3aMeHbl U mpoucxomsmyw or SEQ ID NO: 216, 308 wmu 309; CDRL2
CONEPKUT aMUHOKHUCIIOTHYIO0 mocienosateqbHOCTs SEQ ID NO: 227 unn aMUHOKHCIOTHYO
MOCJIEI0BATEIbHOCTD, UMEIOLIYIO OJHY WJIH IB€ AMHUHOKUCIOTHBIE 3aMEHBI U MPOUCXOJALIYIO OT
SEQ ID NO: 227, CDRL3 conep:xutT aMHHOKHUCIIOTHYHO nocienoBareabHocTs SEQ ID NO: 13
WJIM AMHUHOKHCJIOTHYIO MOCJI€A0BATEIbHOCTh C 3aMEHON OHOMN, IByX WJIM TPEX aMHUHOKHCIOT U

npoucxoasmyto or SEQ ID NO: 13; CDRHI1 conep:kxuT aMUHOKUCIOTHYO IMOCIEA0BATENbHOCTD
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SEQ ID NO: 246 unu aMUHOKUCJIOTHYIO IMOCIEA0BATENbHOCTh, UMEIOLasl OAHY, [IB€ WU TPU
aMUHOKHUCJIOTHbIE 3aMeHbl U mnpoucxonsaumyr or SEQ ID NO: 246; CDRH2 conepxur
aMUHOKHUCJIOTHY0 nocnenoBatenbHOCTh SEQ ID NO: 268, 310 wnu 311 win aMHUHOKHCIOTHYO
MOCJIE0OBATEIbHOCTD, HMEIOLIYI0 OJHY, JAB€ WIM TPU AaMHHOKHCJIOTHBIE 3aMEHbl U
npoucxoasmyo ot SEQ ID NO: 268, 310 unu 311; a CDRH3 coaep:xuT aMHUHOKHCJIOTHYO
nocnenosarespHocTe SEQ 1D NO: 294, 312, 313 wmm 314 wid aMHHOKHCJIOTHYIO
MOCJIEA0BATEIbHOCTb, HMEIOLIYI0 OJAHY, JAB€ WIM TPU AaMHHOKHCIOTHBIE 3aMEHbl U
npoucxoasmyto or SEQ ID NO: 294, 312, 313 unu 314.

[0117] B Hexoropeix BapuaHTax ocymecteiaeHus uzodperenus, CDRL1 conepxxut
aMUHOKHCJIOTHYIO mnocienoBarenbHocTh SEQ ID NO: 216, 308 unu 309, CDRL2 conpepkut
aMUHOKHUCNOTHY0 nocnenosarenbHocTs SEQ ID NO: 227, CDRL3 coaepKUT aMUHOKUCIIOTHYIO
nociaeposatenpHocte  SEQ ID NO: 13, CDRHI1  comepkuT  aMHHOKHCIIOTHYIO
nociaeposatenpHocTe  SEQ  ID NO: 246, CDRH2 comepXUT aMHHOKUCJIOTHYIO
nocnenosarespHocTh SEQ ID NO: 268, 310 unu 311, a CDRH3 conepkuT aMUHOKHCJIOTHYIO
nocaenoBatebHOCTE SEQ ID NO: 294, 312, 313 wnu 314.

[0118] Heorpannuusaroiye npumepsl BapuadeabHON 00JaCTH JIErKOH LENMH BKIFYAIOT
AMHMHOKHCJIOTHYIO TOCJIEIOBATENIbHOCTD, BBIOpaHHYI0 M3 rpymmsbl, cocrosmei n3 SEQ ID NO:
129, 178-180 u 201-202, uau OHOJOrHMYECKUI SKBUBAJIEHT, TAaKOW KaK MENTH, HMEIOLIUI
NIOCJIEIOBATEIbHOCTh, KOTOpasi Mo MeHblnel Mepe Ha 90% uIeHTHYHA AaMUHOKHMCIOTHOM
NOCJIeIOBATEIBHOCTH, BEIOPaHHOM M3 Tpymibl, coctosueit n3 SEQ ID NO: 129, 178-180 u 201-
202.

[0119] HeorpannumBaroiiye npuMepbl BapuadeabHON 00JacTH TSIKENIOH LEMu BKITIOYAI0T
AMUHOKHUCJIOTHYIO TIOCJIeIOBATEIbHOCTh, BRIOpaHHYO M3 rpymmbl, coctosieit u3 SEQ ID NO:
159, 175-177 u 196-200, uau OHUONOrHYECKUI SKBUBAJIEHT, TaKOW KaK MENTHI, HMEIOIIUM
MOCJIEI0BATEIbPHOCTh, KOTOpasi Mo MeHbliell mepe Ha 90% HOEHTHYHA aMHUHOKHCIOTHOMN
MOCJIEIOBATEIPHOCTH, BBIOpAHHOU U3 rpymmbl, cocrosiei u3 SEQ ID NO:159, 175-177 u 196-
200.

[0120] B HexoTopeix BapuaHTax ocymecteieHus uzodperenus, CDRL1 conepxxut
aMUHOKHUCIOTHYO0 nocnenosarenbHocTs SEQ ID NO: 309, CDRL2 comep:XUT aMUHOKHCIIOTHYIO
nocaenoBatenbHocth  SEQ  ID NO: 227
nocneposatenbHocTe  SEQ  ID NO: 13, CDRHI1  comepXuT  aMHHOKHCIIOTHYIO
nocaenoBatenbHocth  SEQ  ID NO: 246

nocnenosatenbHocTe  SEQ ID NO: 311, a CDRH3 comepXuT aMHHOKHUCIOTHYIO

CDRL3  copmepXUT  aMHHOKHCJIOTHYIO

2

, CDRH2 comepxuT aMHHOKHCIOTHYIO
nocnenosatenbHocTs SEQ ID NO: 294, HeorpanuuuBaromuii NpuMep aHTUTeNa WIH €ro
¢dparMeHTa BKIIOYAET BapHaOeNbHYIO OOJNACTh JIETKOH LIEMH, COAEpPIKAIIYI0 aMHHOKHUCIOTHYIO
nocnenosateapHOCTE SEQ ID NO: 202, 1 BapuabenpHy0 00NaCTh TSKENOH e , CONep KAy
aMUHOKHCJIOTHYIO nocnenoBateabHoCcTh SEQ ID NO: 197,

[0121] B HEKOTOPBIX BapUAHTAX OCYIIECTBJICHUS M300PETEHUs, aHTUTEJA MPEICTABIISIOT
co0oli TYMaHN30BaHHbIE aHTHTENA. | YMaHM3MPOBAHHbBIE AaHTUTENA, KaK Moka3aHo B [Ipumepe 9,

MOTYT BKJIFOHAThb OAHY WU Oonee BO3BpPATHBIX MYTaL[I/Iﬁ MBIIIUHOT'O aHaJiora. HpI/IMepr TaKHUX
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BO3BPATHBIX MyTalUMd TOKa3aHbl B Tabmmme 3. B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHHUS
U300peTeHNs], aHTUTEJIO WK ero (parMeHT MOTYT BKIIFOYATh ONHY, ABE, TPH, YEThIPE, MATh WU
OoJiee BO3BPATHBIX My TaLIUH.

[0122] B HekoTOpbIX BapHUaHTAX OCYLIECTBICHUS H300PETEHHs, AHTUTENO IPOTUB
kyaynuHa 18.2 cornmacHo m3obperennto Brimodaer VL moboit uz SEQ ID NO: 117-144, 178-180,
185-187, 192-195, 201-202, 203-204 umu 206-207, u VH moboii uz SEQ ID NO: 145-174, 175-
177, 181-184, 188-191, 196-200 wmu 205 wiam WX COOTBETCTBYIOLINE OHOJIOTHIECKUE
SKBUBaJEHThL.  buomormyeckuii  skBuBasienT VH wmu VL mpencrasisier  coOoi
MOCJIEI0BATEIbHOCTb, KOTOPasl BKJKOYAET yKa3aHHbIE AMHUHOKHCIOTHI, HO, MPHU 3TOM, HMEET
obmyro 80%, 85%, 90%, 95%, 98% wunu 99% UAEHTHYHOCTH MOCiIenoBaTeNbHOCTeH. Takum
oOpazom, Ouonorndyeckum skBuBajieHToM SEQ ID NO:145 moxer Obite VH, kotopasi, B
ocHoBHOM, umeeT 80%, 85%, 90%, 95%, 98% wmnu 99% HMIEHTUYHOCTD IOCJIEIOBATEIBHOCTH C
SEQ ID NO:145, no coxpansier CDR, u coxpansieT, HO He00s3aTeNIbHO, OIHY WK OOJIee UTH BCe
BO3BpPATHbIC MYy TalUH.

[0123] Cneumnanucty B naHHOH oOnactu OyIeT Takke OUYeBUIHO, YTO ONMHMCAHHBIE 37€Ch
aHTHTENa MOryT OBbITb MOAWU(PHULMPOBAHBI TaK, 9YTOOBI OHH OTJIHYAJIUCh IO CBOUM
AMUHOKHUCJIOTHBIM IOCJIEIOBATENBHOCTSIM OT BCTPEYAIOLIErOCsl B MPUPOJE CBSI3bIBAIOLIETO
NOJIUMENTHA, W3 KOTOPOro OHM ObuiM mosyueHbl. Tak, Hampumep, MOJHUIENTHIHAS WIN
AMHUHOKHUCJIOTHAsI TOCJEOBATEIbHOCTh, MOJYYEHHAsT W3 YKa3aHHOro Oelika, MOXeT ObITh
AQHAJIOTUYHOM, HAampuMep, HMeTb ONPEAENEHHBbIN NPOLEHT MIEHTUYHOCTH C HUCXOMHOU
MOCJIEOBATEIPHOCTBIO, HAITPUMEP, OHA MOKeT ObITh Ha 60%, 70%, 75%, 80%, 85%, 90%, 95%,
98% nn 99% uneHTHYHA UCXOAHON MOCIe10BATEIbHOCTH.

[0124] B HEKOTOpBIX BapUaHTaX OCYLIECTBICHHS H300PETEHHUS, AHTUTENIO CONEPIKUT
AMHHOKHUCJIOTHYIO TOCJIEOBATEIbHOCTh WM OOUH MK Oojee (parmMeHTOB, OOBIMHO He
CBSI3aHHBIX C aHTUTEJOM. PernpeseHTaTHBHbIE MOAU(UKALUU Oojiee MOAPOOHO OMUCAHBI HIIKE.
Tak, HampuMep, aHTUTENO COIJIACHO H300PETEHHI0 MOXKET COAEP)KaTh T'MOKYIO JIMHKEPHYIO
NOCJIEIOBATEIBHOCT, WJIM OHO MOXeT ObITh MOAU(PHUIHMPOBAHO TMyTeM IOOABJICHUS
¢dyskimoHampHOTO (parmenra (Hampumep, 13D, 1ekapCTBEHHOro CpenCTBAa, TOKCHHA WU
METKH).

[0125] AHTUTENA, BApUAHTHI WJIM UX MPOU3BOIHBIE COTJIACHO M300PETEHHIO BKITFOYAIOT
MPOU3BOAHBIE, KOTOpble ObUM MONMMUIMPOBAHBI, HAMPUMEpP, TNyTeM KOBAJEHTHOI'O
MPUCOEAMHEHUS MOJIEKYJIbI JIIOOOTO THUTIA K AHTUTEIY, TaK, YTOObI KOBAJICHTHOE CBSI3bIBAHKE HE
MPEMSITCTBOBAJIO CBS3BIBAHHUIO AHTHTENA C SMUTOMOM. Tak, HampuMep, aHTUTENa MOTYT ObITh
MOIU(ULIMPOBAHBI, HATIPUMEP, CIIOCOOAMU, KOTOPhIE BKIIFOYAIOT, HO HE OTPAHUYUBAIOTCS UMM,
TIIUKO3MIINPOBaHue, anerwinposanue, 131 mnuposanue, gochopunnupoBanne, aMHUIUPOBAHHE,
JNEPUBATU3AIMIO W3BECTHBIMH 3AIIUTHBIMU/OJIOKUPYIONIUMH TPYIMIAMH, MPOTEOJUTHIECKOE
paciueryieHre, CBsI3bIBAHHE C KJIETOYHBIM JIMTAHAOM WU ApyruM Oenmkom, u T.n. Jlrobas u3
MHOTOUUCJICHHBIX XUMHUYECKUX MOAU(PUKAIUNA MOXKET OBIThb OCYIIECTBJIICHA W3BECTHBIMU
METOJIaMH, BKJIFOUasi, HO HE OTPaHUYHUBASICh UMH, CIEUU(PUISCKOe XUMHYECKOE PacIIeIICHHE,

aleTmMposanue, GopMITupoBaHue, MeTabOMUECKH CHHTE3 TYHUKaMHLIUHA U T.T1. Kpome Toro,
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aHTHTENa MOTYT COAEPIKATh OIHY HIIM OOJiee HEKJIACCUYECKIX aMHHOKHCIIOT.

Konviozampt anmumeno-iexapcmeennoe cpeocmeo

[0126] B HEKOTOpBIX BapUaHTaX OCYINECTBIEHHUS HW300PETEHUs, AaHTUTENAa WIH HX
¢parMeHTbl MOTYT ObITh KOHBIOTUPOBAHBI C TEPANIEBTUYECKUMH CPEACTBAMH, MPOJIEKAPCTBAMH,
nenTuaaMy, Oenkamu, GepMeHTaMu, BUPYCaMH, JTUMUAAMH, MOAH(HUKATOpaMu OHOIOrHIECKOro
oTBeTa, (hapMaLeBTHIECKUMU cpencTmMu uin I101.

[0127] B onHOM BapuaHTe OCYINECTBJICHHS M300PETEHUs, aHTUTENA UIH UX (PparMeHThI
COIJIACHO M300PETEHHI0 KOBAJIEHTHO MPUCOEAMHEHBI K (PPAarMEHTy JIEKAPCTBEHHOI'O CPEACTBA.
@DparMeHT JIEKapCTBEHHOTO CPENCTBA MOKET INPEACTaBIATh COOOH TpyIIy WM MOXKET OBITh
MOIU(HUIMPOBAH TaK, YTOOBI OH BKJIIOUAJ IPYTMITY, PEArHPYIOLIYIO0 C AHTUTEJIOM B IOJOXEHUU
KOHbIOTHpOBaHusA. Tak, Hampumep, (parMeHT JEKapCTBEHHOIO CpPEACTBA MOXKET OBITh
IPUCOEIUHEH ITOCPEICTBOM AJIKUIIMPOBAHUS (HAIPUMEp, IO STICHJIOH-aMUHOTPYIIIE JIN3UHOB WIIN
N-KOHIly ~ aHTWUTEN), BOCCTAHOBUTENIBPHOIO  AMUHHMPOBAHUS  OKHCIEHHOTO  YIJIEBOJA,
nepesTepupUKALUN MEXKAY TUIPOKCHIIBHBIMH U KapOOKCHUIIBHBIMU IPYIIIAMU, AMUAUPOBAHUS 10
AMHMHOTPYIIIaM WA KapOOKCHIIBHBIM IPYIIIaM ¥ KOHBIOTHPOBAHHS C THOJAMH.

[0128] B HEKOTOPBIX BapHAHTAX OCYLIECTBIICHHS H300PETEHMUS, YUCIIO KOHBIOTHPOBAHHBIX
(parMeHTOB JIEKaPCTBEHHOI'O CPEICTBA P HA MOJIEKYJIy aHTHUTENA COCTABISIET B CPEAHEM OT 1 10
8,orlmno7,orl no6,0orl noS,orl no4,orl no3 ummor 1l 1o 2. B HEKOTOPBIX BapuaHTax
OCyLIEeCTBIICHU N300PETeHNS, P COCTABIIAET B Mpeeax B cpeaHeM oT 2 10 8, ot 2 1o 7, ot 2 10
6,0r 2 10 5, or 2 1o 4 wiu ot 2 1o 3. B npyrux BapuaHTax OCYLIECTBICHHsS U300PETEHUs, P
coctaBysieT B cpennem 1, 2, 3, 4, 5, 6, 7 unu 8. B HEKOTOPBHIX BapHUaHTAaX OCYILECTBJICHUS
U300peTeHHs, p COCTaBIIsIET B CpenHeM OT mpubnusurenbHo 1 mo mpubnusurenbHo 20, OT
npubnusutensHo 1 1o npubnmsurensHo 10, oT npubmmsurensHo 2 10 npubnusutensHo 10, ot
NpUOIU3UTENBHO 2 10 MPUOIM3UTENhHO 9, OoT mpubausuTeNbHO 1 10 npubIM3UTENBHO 8, OT
npubnusutensHo 1 1o npubau3urensHo 7, oT mpubau3uTenbHo 1 10 npubau3uTensHo 6, OT
npubnusuTensHo 1 10 npubam3uTensHo S5, oT mpubansuTenbHo 1 10 npubau3uTensHo 4, OT
npuOIU3UTENbHO | 10 MPUOIM3UTENBHO 3 MM OT NpUOIM3UTENbHO 1 10 mpubnusurensHo 2. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBICHHUS H300PETEHHsI, P COCTABISIET OT MPHOJIM3HTENBHO 2 10
NPUOIU3UTENBHO 8, OT MPHUONIM3UTENBHO 2 A0 NMPUOIU3UTENBHO 7, OT MPHONIHM3UTENBHO 2 10
NPUOU3UTENIBHO 6, OT MPHUONIM3UTEIBHO 2 A0 MPUOIU3UTENBHO 5, OT MPHOIHM3UTENBHO 2 10
NPUOITU3UTENBHO 4 UM OT MPUOIU3UTENBHO 2 10 MPHUOIU3UTENBHO 3.

[0129] Tak, Hampumep, eCil XHUMHYECKash aKTHBAIUs Oelika MPUBOANT K OOpPa3OBaHUIO
CBOOOJHBIX THOJIOBBIX TPYMI, TO OEJNIOK MOXKET OBITh KOHBIOTHPOBAH C CYJIb(QrHIPIIBHBIM
PEaKIMOHHOCTIOCOOHBIM areHTOM. B OIHOM acmekTe M300peTeHws], areHT MpPeICTaBisieT cOOoU
areHT, KOTOPBIA MO CYLIECTBY SIBJISIETCSl CIELU(UYHBIM B OTHOIIEHHH CBOOOIHBIX THOJIOBBIX
rpymm. Takwe areHThl BKIFOYAKOT, HANMPHUMEP, MAJEMHUI, TajloreHaleTaMHibl (HampuMmep, Ha
OCHOBe Hojma, Opoma WM XJjopa), CloxKHbIE 3(QUpbI rajoreHoB (Hampumep, HWoma, Opoma WU
XJIOpa), TaJOreHMETHJIKETOHbI (HampuMep, Ha OCHOBE iHopma, OpomMa WM  XJopa),
OeH3mIraIoreHu bl (HampuMep, HOAHI, OPOMHUIT WIIH XJIOPH ), BHHUJICYIB()OH U MTUPHUIUITHO.

[0130] JIekapcTBEHHOE CPEACTBO MOXKET OBITH CBSI3aHO C AHTUTEJIOM UJTH €ro (parMeHToM
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nocpencTBoM JmHKepa. lloaxonsmme NWMHKEpHl BKIIOYAKOT, HANMPUMED, pacIleIuiieMble U
HepaclleIusieMble JTMHKEphl. PacimeruisieMblil TMHKEP OOBIMHO IMOIBEP)KEH PACIIEIUIEHHIO BO
BHYTPHKJIETOYHBIX YCIIOBUSAX. [lomxopsiue paciuersieMble JIMHKEPbl BKIFOYAIOT, HAIPUMED,
NENTUAHBIM JIMHKEP, PACIIEIUIAeMblli BHYTPUKJIETOYHOM NPOTEA30W, TaKOM KaK JIM30COMHAas
npoTeasa WM SHAOCOMHAs IpoTea3a. B penpe3eHTaTHBHBIX BapUAHTAX OCYINECTBICHUS
nu300peTeHus], JUHKEP MOXET NPEACTABISATh COOOM AWMENTHAHBIA JMHKEP, TAKOM KaK BaJIMH-
LUTPYJUINHOBBIH (val-cit), peHnnanannH-1M3uHOBBIN (phe-lys) TUHKEp MM JIMHKEP HAa OCHOBE
MaJICMMHUOKANIPOHOBON KHCJIOTHI-BAJIMHA-IIUTPYJINHA-TT-aMUHOOEH3WIOKcuKapOoHmia (me-Val-
Cit-PABA).  [lpyroii  nuHKep  mpeacraBisieT  cobod  cynbdocyKunHUMHAUI-4-[N-
MaJIeMMHUIOMETUJI |IUKIorekcan-1-kapookcmnar  (smcc).  Konbrorupoanue — cyib(o-smcc
NPOMCXOAUT  TIOCPEACTBOM  MAJEUMHIHONW  TIPyNNbL,  KOTOpas  B3aHUMOAEHCTBYeT C
cyabruapunamu (tuonamu, -SH), B TO Bpems kak ee cynbpo-NHS-cnoxHblli 3¢up
B3aUMOJIEHCTBYET C MEPBUYHBIMU aMHHAMU (KakK 3TO HaONIOaeTcs B JIM3UHE U B O€JKe WU B
nentune Ha N-koHue). Eime ogHMM JHMHKEpOM sBisieTcsl Maneumupokanpoun (mc). [pyrue
MOJXOALINE IMHKEPBI BKIFOYAIOT JJMHKEPBI, THAPOJIN3YyeMble ipu onpenenenHoM pH nnm npu pH
B OIpEJENICHHBIX INpeJeNax, TaKhue Kak FHIpa30HOBbIN JUHKEp. [[onmonHuTeNbHbIE TOAXOASAIINE
paciieruieMble JIMHKEePhI BKIIFOUAIOT AUCYIb()UIHbIE TUHKEPBI. JIMHKep MOXKET OBITh KOBAJEHTHO
CBSI3aH C aHTUTEJIOM B Pe3yJIbTATe Yero, 3TO AaHTUTEJIO IOJIXKHO MOJIBEPraThCsl BHY TPUKJIETOYHOMY
pacIIeIUIeHHI0 C BBICBOOOXKAEHUEM JIEKApCTBEHHOI'O CPENCTBA, HANPUMEpP, TAKUM JIMHKEPOM
MOXeT OBITh JIMHKEP MC U T.IL.

[0131] JInakep MOXKET BKJIIOYATh TPYIIY JJIsl CBA3BIBAHUS C aHTUTENIOM. Tak, Harpumep,
JMHKEP MOXET BKJIIOYaTh aMUHO, THIAPOKCHIIbHBbIC, KapOOKCHIIbHBIE WJIH CYJIb(QTUAPUIbHBIC
PEaKIIMOHHOCTIOCOOHBIE TPYNIbl (HAPUMEp, MajeMH[), TaJOreHaleTaMuzbl (Hampumep, Ha
OCHOBe Hojma, Opoma WM XJiopa), CoXKHbIE 3(QUpbI rajoreHoB (Hampumep, Homa, Opoma WU
XJIOpa), TaJOreHMETHJIKETOHbI (HampuMep, Ha OCHOBE #opma, Opoma WM  XJopa),
OeH3uraaoreHuabl (HanpuMep, KO, OpOMUI WK XJIOPUL), BUHIJICYJIb(QOH U MUPHUIUITHO.

[0132] B HekOTOpBIX BapHaHTAaX OCYIIECTBJIEHUS U300peTeHusi, (parmMeHt
JIEKAPCTBEHHOT'O CPEICTBA MPEACTABIISIET COOOH TUTOTOKCUYECKHIA MITH [IUTOCTATHYECKUIN areHT,
UMMYHOJIETIPECCAHT, PAJAHON30TOI, TOKCUH WK T.1. KOHBIOraT MOKeT ObITh MCTIOJIB30BAH IS
UHTUOMPOBAHUS PA3MHOKEHUS OMYXOJIEBOW WIIM PAKOBOH KJIETKH, YTO Oy/IE€T BBI3BIBATH allONTO3
B OMNYXOJIEBOW WMJIM B PAKOBOW KJIETKE, WJIHM JJISl JIeueHUsl paka y marueHTta. COOTBETCTBEHHO,
KOHBIOTaT MOXKET OBITh MCIOJB30BAH B PA3JIMYHBIX YCIOBHSX JJIS JICYCHUS PaKka y KUBOTHBIX.
Konbrorat MokeT ObITh HCIIOJIB30BAH [T TOCTABKH JIEKAPCTBEHHOT'O CPEICTBA K OIMYXOJIEBOH HITH
paxoBoii kietke. He orpaHnunBasch KakoH-1100 KOHKPETHOM TeOpUeH, aBTOPBI JIUIIb OTMEYATOT,
YTO B HEKOTOPBIX BapHUAHTAX OCYINECTBJICHUS H300pPETEHUs, KOHBIOTaT CBSI3bIBACTCS WU
ACCOLIMMPYETCS ¢ PAKOBOU KJIETKOM, SKCTpeccupyromei kinayana 18.2, U 3TOT KOHBIOTAT /WU
JEKApCTBEHHOE CPENCTBO MOIYT TPOHUKATh BOHYTPb OIYXOJEBOW WM PAaKOBOH KJIETKU
MOCPEICTBOM PELENTOP-OMOCPENOBAHHOTO SHAOLUTO3A.

[0133] Onna wnu 6onee cienuuecKUX MENTUAHBIX TOCIEA0BATEIPHOCTEH B KOHBIOTATE

(HarpuMep, B JIMHKEPE), MOCHIE UX MPOHUKHOBEHUS B KIIETKY, THAPOJUTHYECKH PACIIEIUISIOTCS
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onHOW wmim Oojee MpoTeasaMH OIYXOJIEBBIX KIETOK WJIM PAKOBBIX KIETOK, YTO NMPHUBOIAUT K
BBICBOOOXKIIEHHIO JIEKAPCTBEHHOTO CPENCTBA. 3aTeM, BBICBOOOXKIEHHOE JIEKApCTBO MOMXKET
CBOOOJTHO MUTPUPOBAaTh BHYTPH KJIETKH U MHIYIHPOBATH IUTOTOKCHYECKYIO, IUTOCTATUIECKY IO
WIA JAPYIYIO AaKTHBHOCTb. B HEKOTOPbIX BapHaHTax OCYIIECTBJIEHHsS H300peTeHMHH,
JIEKApCTBEHHOE CPEACTBO OTIICIUISIETCS OT aHTUTENIAa BHE OIYXOJIEBOW WM PAaKOBOW KIETKH, U
BITOCJIEICTBUH JIEKAPCTBEHHOE CPEICTBO NMPOHUKAET B KJIETKY WIM NEHCTBYeT Ha KJIETOYHOMN
MIOBEPXHOCTH.

[0134] Ilpumepsl (parMeHTOB JEKapCTBEHHBIX CPEICTB HJIM TMOJE3HBIX HArpy30kK
BbIOpaHbl M3 rpymnmsl, cocrosimedd n3 DM1 (malitan3una, N2'-peanetnn-N2'-(3-mepkanTo-1-
okcomnpormi)- wind N2' -neanerun-N2'-(3-mepkanTo- 1 -okconponui)-maiitansnsia), me-MMAD
(6-ManenMHuI0KapPOUI-MOHOMETHIIAY PUCTATHH-D WIH N-merun-L-Banui-N-[(1S,2R)-2-
meTokcHu-4-[(25)-2-[(1R,2R)-1-meTokcu-2-meruin-3-okco-3-[[(15)-2-penmn-1-(2-
THUA30JIII )3T |aMUHO Jnpori |- 1 -mupponuauani |- 1-[(1S)- 1 -metunmpornin |-4-okcoOyTui |-N-
metun-(9Cl)-L-panunamuna), me-MMAF (ManenMunokanpoui-MoHoMeTunaypucratuia F unu
N-[6-(2,5-purunpo-2,5-muokco- 1 H-nuppon-1-mn)- 1-okcorekcmn|-N-metun-L-sanmn-L-panm-
(3R,4S,55)-3-metokcu-5-metun-4- (merunamuno)rentanonn-(oR,BR,2S)-p-merokcn-o-mernn-2-
NHPPOTUIUHIIPONaHOUI-L - eHrIanannHa) u mc-Val-Cit-PABA-MMAE (6-
manenmupnokanpoui-ValcCit-(rm-aMuHOOe H3MITOKCUKapOOHIIT)-MOHOMeTHIIay pucTaTiia E - wimn
N-[[[4-[[N-[6-(2,5-murunpo-2,5-nuokco- | H-muppon- 1-wmn)-1-okcorexcun |-L-Bammn-NS-
(amuHoOKapOoHuN)-L-opauTin]|amuno | penn merokcu JkapOoumn]-N-metun-L-sammn-N-[(1
S,2R)-4-[(25)-2-[(1R,2R)-3-[[(1R,2S)-2-runpokcu- 1 -meTun-2-peHuastun |aMmuHo |- | -MeTokcu-2-
MeTHJI-3-0Kconponui|- 1 -mupponuanami |-2-metokcu- 1-[(1S)-1-merunnponun|-4-okcoOy T |-
N-metun-L-Banunamuna). DM1 sBisiercss MpOW3BOIHBIM MaHTaH3MHA, TO €CTh, MHTHOUTOpA
TyOysnuHa, Torna kak MMAD, MMAE u MMAF sBIsitOTCSI MPOU3BOAHBIMH aypuUCTaTUHA. B
HEKOTOPBIX BApUAHTAX OCYIIECTBJICHUS H300peTeHHsi, (parMeHT JIEKapCTBEHHOI'O CpPEACTBa
BbIOpaH u3 rpymmel, cocrosimed n3 mc-MMAF u mc-Val-Cit-PABA-MMAE. B HekoTOpbIX
BapHAHTAaX OCYILIECTBIEHHsI M300peTeHus, (parMeHT JIeKapCTBEHHOI'O CPEICTBA MPEACTABISAET
co0o¥ MaTaH3WHOW UJTH Ay PUCTATHH.

[0135] AnTHTena wim ux (pparMeHTB MOTYT OBITh KOHBIOTUPOBAHBI HJIM CBS3aHBI C
TEPANEeBTUYECKUM CPEICTBOM, KOTOPOE MOKET BKIFOYATh NETEKTHPYEMbIE METKH, TaKUe Kak
pPamTMOAKTUBHBIE  METKH, HMMYHOMOAYJISAITOP, TOPMOH, (EepMEHT,  OJMIOHYKJIEOTHUN,
(OTOAKTHBHBIN TEPANEBTUYECKUN WM JTUATHOCTHYECKHA areHT, LUTOTOKCHYECKUN AareHr,
KOTOPBI MOXKET TPEACTABISATh COOOM JIeKapCTBEHHOE CpPEACTBO MJIM TOKCHH, areHT,
YCHJIMBAIOIINN BO3JECHCTBUE YIbTPA3BYKa, HEPAJUOAKTUBHYIO METKY, UX KOMOWHALIUN U APYTHE
NOJOOHBIE areHThI, U3BECTHBI CIIELUAINCTAM B JAHHOHW 00JIacTH.

[0136] AHTHTENA MOTYT OBITH IETEKTUPYEMO TIOMEUEHBI METKOH MyTEM UX CBSI3bIBAHUS C
XEMITFOMUHECLIEHTHBIM COeMHEeHHEM. [IpUCYTCTBHE aHTHUI€HCBS3BIBAIOIIETO IMOJUMENTHAA C
XEMIJTFOMUHECLIEHTHOH METKOHW 3aTeM ONpenielsifoT IMyTeM OOHApYKEHMs JIFOMHUHECIICHIIUH,
BO3HHKAIOIIEH B Tpomecce XHUMHUECKOW peakuuu. IlpuMepamMu OCOOEHHO MOAXOISALINX

COGI[I/IHGHI/II\/'I A XCMUJIIIOMUHECLHICHTHOI'O MECUCHHA ABJIAKOTCA JIFOMHHOJ, H30JOMUHOJIL,
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apoOMaTUYECKHUil >(Up aKPUAUHUS, UMUIA30J, COJIb aKPUIUHUS M CJIOXKHBIA 3(Up IIaBeIeBOH
KHCJIOTBI.

[0137] AmnTuTena Takke MOTYT OBITb HETEKTUPYEMO T[OMEYEHbI METKOH ¢
UCIIOJIb30BAHHEM HCITyCKAFOIIUX (DIyOPECUEHIIMIO METAJUIOB, Takux Kak '“?Eu wim mpyrue
METAJJTbl JIAHTAHUIHOTO psiia. DTH METaJUIbl MOTYT OBITh TPUCOEOUHEHBI K AHTUTENy C
UCTIOJIb30BAHHUEM TPYI, OOpa3yIOMUX XeJlaTHbIe KOMIUIEKCHI C MeTaJIaMH, TaKuX Kak
OVATHIICHTpUAMUHIIEHTayKeycHast kuciora (DTPA) wiu sTuneHnnaMuHTETpayKCyCHAs KUCIOTa
(EDTA). Metoasl KOHBIOTUPOBAHUS PA3IMYHBIX (DPAarMEHTOB C AHTUTEJIOM XOPOLIO W3BECTHBI
crieruaiucTam, ¢M., Harpumep, Arnon ef al., «Monoclonal Antibodies For Immunotargeting Of
Drugs In Cancer Therapy», in Monoclonal Antibodies And Cancer Therapy, Reisfeld ef al. (eds.),
pp. 243-56 (Alan R. Liss, Inc. (1985); Hellstrom et al., “Antibodies For Drug Delivery”, in
Controlled Drug Delivery (2nd Ed.), Robinson ef al., (eds.), Marcel Dekker, Inc., pp. 623- 53
(1987);, Thorpe, “Antibody Carriers Of Cytotoxic Agents In Cancer Therapy: A Review”, in
Monoclonal Antibodies '84: Biological And Clinical Applications, Pinchera et al. (eds.), pp. 475-
506 (1985); “Analysis, Results, And Future Prospective Of The Therapeutic Use Of Radiolabeled
Antibody In Cancer Therapy”, in Monoclonal Antibodies For Cancer Detection And Therapy,
Baldwin ef al. (eds.), Academic Press pp. 303-16 (1985), and Thorpe ef al., “The Preparation And
Cytotoxic Properties Of Antibody-Toxin Conjugates ”, Immunol. Rev. (52:119-58 (1982)).

Honunyxieomuost, kooupyrouwiue aHmumeia, u CROCOObL NOJIYYeHUA AHIUME]

[0138] Hacrosiee n300peTeH e TakKe OTHOCUTCS K BBIIEIEHHBIM MOJIMHY KJICOTHIAM WITH
MOJIEKYJIaM HYKJIEHHOBBIX KHCJIOT, KOJUPYIOLIUM aHTUTEJA, WX BaPHAHTBHI WM MPOH3BOIHbBIE
coryacHO u300peTeHH0. [IOMMHYKIEOTHIBI COMIACHO W300pPETEHHI0 MOTYT KOAMPOBATH
MOJIHOPa3MepHbie BapuadesibHble OOJNIACTH TSHKEJIOW WM JIETKOW I[enel aHTHUT'€HCBSI3bIBAOIINX
MOJIUTIENITUIOB, MX BAPUAHTOB WJIH MIPOU3BOAHBIX HA OTHOW M TOMU K€ MOJIEKYJIe TIOJHHY KJIEOTH 1A
WIA Ha OTAEJbHBIX MOJIEKYJIaX MOJUHYKJIeoTHaa. KpoMe TOro, MmOJMHYKJIEOTHABI COTJIACHO
U300pETEHUI0 MOTYT KOIUPOBATh HAaCTH BapuabeNIbHbIX OO0JNACTed TSIKEJIOW M JIETKOH wLemnei
AHTUTEHCBS3BIBAIOIIUX TOJIMITENITHAOB, UX BAPHUAHTOB WM MPOU3BOAHBIX HA OOHOW U TOH ke
MOJIEKYJIe TTOJIMHYKJIEOTHIA WIIA Ha OTIEJIbHBIX MOJIEKYJIaX TMOJIMHYKJICOTHUAA.

[0139] CnocoObl moOJy4YeHHs] aHTHUTENT XOPOIIO H3BECTHBI CIELUAJNCTAM B JAaHHOU
o0jacT MW ONHMCaHbl B HACTOSIIEH 3asBKe. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHUS
u3o0peTeHus, BapuadenbHass W KOHCTaHTHAsl O0JIACTU AHTUT€HCBS3BIBAOIIUX TMOJUTIENITHIOB
COTJIACHO W300PETEeHHIO SIBJISFOTCS TOJHOCTBIO YeJNIOBEYECKUMH. [IOJHOCTBRIO uesoBeueckue
aHTHUTEJIa MOTYT OBITh TMOJy4YeHbl ¢ MPUMEHEHHWEM METOAWK, ONMHCAHHBIX B JINTEPAType U B
Hacrosimel 3asBke. Tak, HampuUMep, MOJHOCTBIO YEJIOBEUECKHE aHTUTENA MPOTHUB KOHKPETHOTO
AHTUTEHA MOTYT OBITh MOJIyYEHBI ITyTEM BBEJICHUSI AHTUTEHA TPAHCTEHHOMY *KHBOTHOMY, KOTOPOE
OBUIO MOAU(UIMPOBAHO MJisT BBIPAOATHIBAHKS TAKUX AQHTUTENl B OTBET HA AQHTUTEHHYIO
CTUMYJISILIUIO, HO 3HIOTE€HHBbIE JIOKYChl KOTOPOTO OBLIM OTKIIFOUEHBL THIUYHBIE METOIUKH,
KOTOPBIE MOTYT OBITh MPUMEHEHBI JJIsl MTOJTyYSHHsI TAKUX aHTUTEN, onucanbl B matenrax CIIIA:
6150584; 6458592; 6420140, koTOpble B MOJHOM OOBEMe BKIFOYCHBI B HACTOSINEE OMUCAHUE

NMOoCpEeACTBOM CCBLIKH.
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Cnocooul 1euenus

[0140] Kak ommcaHo B HAcTOsALIEH 3asiBKE, aHTHUTENA, BAPUAHTHI, MPOU3BOJHBIE WIH
KOHBIOTaThl AHTHUTENO-JIEKAPCTBEHHOE CPEIACTBO COTJIACHO HW300PETEHHI0O MOTYT OBITh
UCTIOJIb30BAHBI B ONPENEIEHHBIX CIIOCO0aX JIEUEHHs U AUATHOCTHKH.

[0141] Hacrosiimee n3o0peTeHne Tak»Ke OTHOCUTCS K TEPAITUU HA OCHOBE aHTUTEI, KOTOpast
BKJIFOYAET BBEICHUE aHTUTEI, (PParMeHTOB TN KOHBIOTATOB aHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO
COIJIACHO M300PETEHUIO MAaIMEHTy, TAKOMY KaK XKMBOTHOE, MJIEKOIMTAIOINEe M YEJIOBEK, AJIS
JeUeHUss OMHOTO WM Oojee PacCTPOMCTB WIM COCTOSIHHMM, ONMCAHHBIX B HACTOSINEH 3asiBKeE.
TepaneBTudeckre COEAMHEHNUS COTIIACHO N300PETEHUIO BKIIIOYAIOT, HO HE OTPAaHUYHBAIOTCS UMH,
aHTHUTENa COIJIACHO M300pEeTeHHIO (BKIIIOYAsh MX BApUAHThl U TPOU3BOAHBIE, OIMCAHHBIE B
HACTOsIIEH 3asBKE€) U HYKJIEWHOBBIE KHCJIOTBI MM TOJMHYKIEOTUABI, KOAUPYIOLINE aHTUTENA
COIJIACHO M300peTeHMI0 (BKJIIOYash MX BAapUAHTHl M IPOU3BONHBIEC, OMHMCAHHBIE B HACTOSIIEH
3as1BKE).

[0142] AHTHTENA COrIACHO N300PETEHHUIO TAK)KE MOTYT OBITh UCIIOIB30BAHBI JIS JICYSHUS
v MHruOupoBaHus paka. Kak ykasaHo Beiiie, KiayauH 18.2 MOKeT CBEpXIKCIPECCUPOBATHCS B
OIyXOJIEBBIX KJIETKAX, a B YACTHOCTH, B OMyXOJISIX JKEJTy IKA, TOAKEITy JOUHOM >KeJIe3bl, MUILIEBO/A,
SUYHUKOB U JIeTKuX. Bputo mokasano, 4To mHruOnpoBaHue kiayanHa 18.2 monesHo uis JedeHus
OMyXOJIEH.

[0143] CooTBETCTBEHHO, B HEKOTOPBIX CBOMX BapHaHTaX, HACTOsIee H300peTeHHe
OTHOCHUTCS K CIIOCO0aM JieueHHsl paka y MalueHTa, Hy XKAAroIerocs B 3ToM. B ogHoM BapuanTe
OCYILECTBJICHUs] M300pETeHMs], TaKOH CIOCOO BKJIIOYAET BBEIAEHHE MAIMEeHTy 3(QPEeKTUBHOrO
KOJIN4YeCTBAa aHTUTeNA, (PparMeHTa Wi KOHBIOTAaTa AaHTUTENIO-JIEKAPCTBEHHOE CPEICTBO COTTIACHO
n300peTeHni0. B HEKOTOPBIX BapuaHTaX OCYINECTBIIEHHs N300pETEHHs, 0 MEHbIIEH Mepe OIHA
U3 PaKOBBIX KJIETOK (HampuMep, CTPOMAJIbHBIX KJIETOK) Y MAIL[HEHTa CBEPXIKCIIPECCUPYET K1y TUH
18.2.

[0144] B HacrosiieM M300pETEHUH TaKKe OMHMCAHA KJIETOYHAs Tepanus, Takas kak T-
KJIETOYHAs] Tepanusi ¢ UCHOJb30BaHUEM T-KIIETOK, SKCIPECCUPYIOLUX XUMEPHBI aHTUI€HHBIN
peuentop (CAR). Moxer ObIThb Tak:ke HCIOJIb30BaHA MONXOISINAsl KJIeTKa, KoTopas Oynuer
KOHTAKTUPOBaTh C AHTHUTEJIOM TPOTUB KijayauHa 18.2 cormacHo wu300pereHnio (WH,
aNbTEPHATHUBHO, OHA MOXKET ObITh CKOHCTPYHPOBAHA [T SKCIIPECCUU AHTUTENA MIPOTHB KJIay AMHA
18.2 cornmacHo n3obperennro). ITocne Takoro KOHTAKTUPOBAHUS WIIM KOHCTPYHUPOBAHHMS, KIIETKA
MOJKET OBITh 3aTeM BBeIEHa OOJIbHOMY pPaKOM, HYKHOAIOIIEMyCs B JICUEHHU. BOJNBbHOW pakom
MOKET MUMETh paK JIOOro M3 OMHMCAHHBIX 31ech TUIOB. KneTka (Hanmpumep, T-kineTka) MokeT
NPEACTABISTh COOON, HO HE OTPAHUYHMBAETCS UMH, HATIPUMED, OMyXOIb-UHPHIbTpUpyromui T-
maMporur, CD4*-T-knerky, CD8*-T-kieTKy Ml UX KOMOMHALIIH.

[0145] B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHsS M300pETeHUs, KJIeTKa ObLIa BbIIENIEHA
HETIOCPEACTBEHHO y OOJIbHOrO pakoM. B HEKOTOPBIX BapHaHTAaX OCYINECTBIEHHUS H300pETeHMUS,
KJIeTKa ObUIa TpeocTaBlieHa JOHOPOM MM B3siTa U3 OaHka kieTok. Ecnu kierka Oplia B3siTa y
OOJBHOTO PaKOM, TO HEKeNaTeJIbHbIE MMMy HHBIE PEAKI[UH MOTYT OBITh CBEACHBI K MUHUMYMY.

[0146] Heorpannuuparoiiue MNpuUMepbl paka BKIOYAIOT pPaK MOYEBOTO My3bIPs, pPak
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MOJIOYHOH JKeJe3bl, PaK MpsMONl U OOONOYHOHN KHINKH, PaK SHAOMETPHS, PaK IMUINEBONA, paK
TOJIOBBI M INEHM, paK IOYEK, JEHKO3, paK MEYEHH, PaK JIEeTKHx, JUM(POMY, MEIaHOMY, pak
MODKETYIOYHON JKEeJe3bl, pPaKk MPENCTATeIbHON Kejle3bl W pak IIUTOBUAHOM Xkenesbl. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHHs H300pETeHHs, PaK MPENCTaBIsAeT COOOH OquH miu Ooee
BHUJIOB PAKa XKEJIyIKA, MOAXKEIy JOYHOU JKeJe3bl, MUIIEBOA, SUYHUKOB U JIETKUX.

[0147] HomnomHuTeNbHBIMH 3a00JIEBAaHUSMH WJIH COCTOSTHUSIMHU, KOTOpPbIE MOTYT OBITH
aCCOLMMPOBAHBI C TIOBBIEHHON BBDKHBAEMOCTBIO KIIETOK, M KOTOPBIE MOTYT OBbITh TIOABEPTHY ThI
JeYeHHI0, MPOQUIAKTHKE, TUATHOCTUKE W/WUJIM MPOTHO3UPOBAHUIO C HCIOJIb30BAHUEM AHTUTEIN
WA UX BAPUAHTOB WJIM MPOU3BOAHBIX COTJIIACHO H300PETEHMIO, SIBJISIFOTCS, HO HE OTPAHUYHUBAIOTCS
UMH, TPOrPEeCcCHPYIOIIHE W/WIM MEeTAacTa3MPYIOLINe 3JI0KAa4eCTBEHHbIE HOBOOOPA30BaHUS U
POACTBEHHBIE PACCTPONCTBA, TAKUE KaK JIEHKO3 (BKJIIOUAsi OCTPbIE JEWKO3bI (HAIIpUMep, OCTPbIH
TUMGpOLUTAPHBIA  JIGWKO3, OCTPBIA MHUEJIOLUTAPHBIN JIeHKO3 (BKJIIOUast MHUEIO0IACTHBIMH,
POMHEIOLUTAPHBIN, MHEJIOMOHOLMTAPHBIN, MOHOLMTAPHBIN JIEHKO3 U 3pUTPONEIK03)) U
XPOHHYECKHUE JIEWKO3bI (HaIIpUMep, XPOHUUECKUH MUEIOLMTAPHBIN (TPaHyJIOLUTAPHBIN) JeHKO3
U XPOHUYECKHH JUM(OLUTAPHBIA JIEHKO3)), UCTUHHAS MOJULUTEMUs, JUM(GOMbI (Hampumep,
OGomesnp  XOMKKMHA M HEXOMKKMHCKas  JuUM(pOMa), MHOXKECTBEHHAss  MHEJIOMa,
makpornoOyianHemus BanpneHcTpeMa, 6051e3Hb TSDKEINBIX LeTei U COTUIHbIE OMyXOJIH, BKIIF0Yasi,
HO He OTPaHMYMBAsCh UMM, CAPKOMbI M KapILMHOMBI, Takue Kak Gubpocapkoma, MHKCOCAPKOMA,
JUIIOCAPKOMA,  XOHAPOCApKOMa,  OCTEOreHHast  CapkoMa,  XOpAOMa,  aHrHOCapKoMa,
SHIIOTENINOCAPKOMA,  JUM(AHTHOCAPKOMa,  JIUM(AHTMOIHAOTENINOCAPKOMA,  CHHOBHOMA,
Me30TeroMa, onyxojib FOuHra, neioMuocapkoma, padIoOMHOCApKOMa, KapLHMHOMAa TOJICTON
KMIIKH, pPaK TMOMXKEIyAOYHOH JKEeJe3bl, paK MOJOYHON JKeNe3bl, paK SHUYHUKOB, paK
NPEACTATENIbHOW  JKeJie3bl, IJIOCKOKJIETOYHBIH  pak, 0a3aJbHOKJIETOYHAs  KapIMHOMA,
aJCHOKApLIMHOMA, KapLUMHOMAa IOTOBBIX JKEJe3, KApLUMHOMA CaJIbHBIX >Kelle3, MNanwuIspHas
KapLMHOMA, NaNUJUISIPHBIE aJ€HOKAPLMHOMBI, LIUCTAJI€HOKAPLIMHOMA, MEAY IS pHAsl KApLIMHOMA,
OpOHXOTreHHasl KapLUHOMA, MOYEYHOKJIETOYHAsS KapLHUHOMA, IelaToOMa, KapIHHOMA »KETYHBIX
MPOTOKOB, XOPUOKAPIIMHOMA, CEMHHOMA, SMOpPHOHAJIbHASL KapLMHOMA, OMyXOoJib BuibMmca, pak
LIEAKM MAaTKH, ONyXOJb SIMYEK, KapLMHOMA JIETKOTO, MEJIKOKJIETOYHAs KapLUHOMAa JIErKOro,
KapLUMHOMA MOYEBOrOo My3bIps, ONWUTENuajbHas KapLUUHOMA, IJMOMa, AacCTPOLIUTOMA,
MeayJuio0acToMa, KpaHUO(papUHTHOMA, SIEHAUMOMA, [HHEAJoMa, TreMaHTruo0JacToMa,
aKyCTUYeCKass HEBPOMa, OJIMTOACHAPOTINOMa, MEHHHTHOMA, MeEJaHOMa, HehpoOmactomMa u
pernHOONIAcTOMA.

[0148] KoHkpeTHbIE HO3bI U CXEMBbI JICYSHHUS [T JIFOOOr0 KOHKPETHOTO MaleHTa OyayT
3aBHCETh OT psina (PakTOpOB, BKIIOUYAS KOHKPETHO UCIIOJIb3YEMblE aHTUTENA, UX BAPUAHTHI HIIH
NPOM3BOIHBIE, BO3PACT, Maccy Teya, O0Ilee COCTOSHHE 3/I0POBBbS, MOJ U PEKUM IHUTAHUS
MAIHMEHTA, a TAK)KE BPEMs BBEICHHUS, CKOPOCTh BbIBEIEHUS, KOMOMHAIMIO MPETAPaToOB U TSKECTh
KOHKpeTHOro 3aboneBaHusi, monsepraeMoro JyedeHuro. OueHka Takux (PakTOpOB BXOAHUT B
KOMIIETEHIIMIO CIEeLHAINCTOB-MeNUKOB. KonmnuecTBo Takke OyZer 3aBHUCETh OT KOHKPETHOTO
MALNUEHTa, MOJJIEXKAINEro JIEYEeHUIO, MyTH BBEACHMs, THUNA COCTAaBa, CBOWCTB MCIMOJIb3yEMOIO

COeMHEHUs, TSHKeCTH 3a0oseBanus U skefaemMoro 3¢ dekra. Mcnomp3yemMoe KOIMYECTBO MOKET
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OBITH ONpENeIeHO B COOTBETCTBUH C (PapMaKOJOTHUECKUMHU U  (PapMaKOKHHETUYECKUMHU
MPUHLUIIAMH, XOPOLIO U3BECTHBIMH CIIEHATNCTAM B JAHHOH 00JIacTH.

[0149] Cnocobpl BBemeHus aHTUTEN, (PPArMEHTOB WJIM KOHBIOIaTOB AHTUTEIO-
JIEKapCTBEHHOE CPEACTBO BKIIIOYAIOT, HO HE OrPAaHUYMBAIOTCS HMH, BHYTPUKOXKHOE,
BHYTPHUMBIIIEYHOE, BHYTPUOPIOIIMHHOE, BHYTPUBEHHOE, MOJKOXKHOE, WHTPAHA3AJIbHOE,
SMUAYypalbHOE M MEPOpaJbHOE BBeNEHHE. AHTHUIEHCBS3bIBAIOLIME IOJMMENTUABl WU
KOMITO3ULIUH MOTYT OBITh BBE/I€HBI JIFOOBIM YIAOOHBIM CIIOCOOOM, HAIIPUMEp, yTeM HHPY3UH WITH
UHDBEKLUN YIAPHON N03bl, MOCPEICTBOM BCACBIBAHUS 4Yepe3 SIUTENUANbHbIE WU CIM3UCTO-
KOXKHbIE BBICTHJIKA (HampuUMep, CIM3UCTYI0 OOOJIOUKY IIOJIOCTH PTa, CIU3UCTYI0 OOOJIOYKY
NPAMON KUIIKY U KUIIEYHUKA U T.11.), ¥ 3TU IOJUTIENTUBI UM KOMITO3ULIMU MOTYT OBbITh BBEJI€HBI
BMECTE C IPyTMMHU OHOJIOTMUECKH aKTUBHBIMH BelecTBaMu. Takum oOpa3oM, papmalieBTHIECKHe
KOMITO3ULIMH, COAEPIKAIINE AaHTUM€HCBA3bIBAIOIME OJIHUIENTH bl COINIACHO H300PETEHUI0, MOTYT
OBITb  BBEINEHBbl  IEPOPANBHO,  PEKTaJbHO,  IAPEHTEPANIBHO, UHTPALMCTEPHAJIBHO,
WUHTPABArMHAJIBHO, BHYTPUOPIOIIMHHO, MECTHO (B BHIE MOpPOIIKOB, Mased, Kameidb WIH
YPECKOXKHBIX ITUIACTBIPE), TPAHCOYKKAJIBPHO WIM B BHJE MEPOPAIbHBIX HJIM MHTPAHA3aJIbHBIX
CIIPEEB.

[0150] Hcnonb3yemblii 37eCh TEPMHUH «IAPEHTEPAIbHBIN» OTHOCHTCS K criocobam
BBE/ICHMSI, KOTOPbIE BKJIIOYAIOT BHYTPHBEHHYIO, BHYTPUMBIIIEUHYIO, BHYTPUOPIOIINHHYIO,
UHTPACTEPHAIBHYIO, NOAKOXKHYIO U BHYTPUCYCTAaBHYI0 HHBEKIIUIO U HH(Y3HIO.

[0151] Benenue MoxkeT ObITh CHUCTEMHBIM HJIM MECTHbIM. Kpome TOro, Moxer ObITh
JKeJIaTeJIbHbIM BBEICHUE aHTHUTENA COTJIACHO M300PETEHUIO B LIEHTPAJBbHYI) HEPBHYIO CHCTEMY
JOOBIM  MOAXOASIIIUM  CIIOCOOOM, BKJIFOYAs BHYTPUKEITYIOYKOBYID U TMOAOOOJOUYECUHYIO
UHBEKLHUIO; TIPU 3TOM, BHYTPIIKEIYIOUYKOBAS MHBEKLUS MOXKET ObITh OOJerdeHa ¢ MOMOIIBIO
BHYTPHKEJyJOUKOBOIO KaTeTepa, HampuMep, NPUKPEIUIEHHOTO K pe3epByapy, TakoMy Kak
pesepByap Ommast. BHyTpuierouHoe BBeieHHEe MOXKET OBITh TAK)KE OCYLIECTBIIEHO, HATIPUMED, C
MOMOLIbIO UHTAJISITOPA WK a3PO30JIbHOTO PACTIBUIUTENS, & TAKXKe IyTEM BBEIEHHUS] KOMITIO3ULINY,
coaeprkale a3po30JbHbIN areHT.

[0152] Moxker oOkas3aTbCs JKeNaTEeNIbHBIM MECTHOE BBEIEHHE AHTUTE€HCBS3BIBAIOIINX
MOJIUTIENITHIOB WJIM KOMIO3HLUH COMIACHO M300PETEHUIO B 00JIaCTh, MOJICKYLIYIO JISUEHUIO, U
5TO MOXKET OBITh JOCTUTHYTO, HampuUMep, CocoOamu, BKIJIKOYAsi, HO HE OTPAHUYMBASCH UMM,
MECTHO€ BJIMBaHHME BO BpeMsl ONepaLd, MECTHOE BBEAEHUE, HalpuMep, B COYETaHUH C
NEepeBsI3KON paHbl MOCE ONepaluy, UHBEKLHIO C MOMOIIBIO KaTeTepa, BBEJEHUE C MOMOLIBIO
CYNIO3UTOPHUEB WM C IOMOLIBIO HMMILUIAHTAaTa, TJ€ YKa3aHHbII HMMIUIAHTAT WM3TOTOBJIEH W3
MOPHUCTOr0, HETOPUCTOrO MIIM Tejieo0pa3sHOro Marepuala, BKIOYas MEMOpPaHbl, TakHe Kak
CHJIAaCTHYECKHEe MeMOpaHbl WM BOJIOKHA. IIpeanodruTensHO, MpHu BBEASHHH O€nKa, BKIFOUAs
AHTHUTENIO COTJIACHO M300pETeHHI0, HEOOXOAMMO COONOAAaTh OCTOPOKHOCTh M HCIOJNB30BATh
MaTepHajbl, Ha KOTOPBIX OeJoK He abcopOupyeTcsi.

[0153] KonuuecTBo aHTHTEN, ()parMEHTOB HJIM KOHBEOTATOB AHTUTENIO-JIEKAPCTBEHHOE
CPEeICTBO COTJIACHO M300PETeHMIO, KOTOpoe OyaeT 3¢ eKTUBHBIM MPH JISYSHUH, UHTHONPOBAHUN

U TpOQUIAKTHKE BOCMAJIHUTEIBHOTO, HMMMYHHOTO WJIH 3JIOKAYECTBEHHOIO 3a00JIeBaHMA,
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paccTpoiicTBa WJIM COCTOSIHUS, MOXET OBITh ONPEAETICHO CTAHAAPTHBIMH KIMHUYECKHIMHU
merogamu. Kpome TOro, nisi ompeneieHHss ONTUMAIbHBIX WHTEPBAJIOB J103 MOIYT OBITh
NPOBENIEHBI, HO HEOOsI3aTeNIbHO, aHaNU3bl in Vifro. TodHas 103a BBOOUMOIO Tpernapara TakKe
Oyzer 3aBUCETh OT criocoda BBEACHUS U TSHKECTH 3a00JIeBaHMUS, PACCTPONCTBA UM COCTOSIHUS U
IOJoKHA OBITh ONpefesieHa B COOTBETCTBUM C PEKOMEHIAIMsMU JIeHallero Bpada H
0COOEHHOCTUSIMH Ka)KA0ro nanueHTa. D¢ ¢eKTUBHbBIE A03bI MOTYT OBITh 3KCTPATOINPOBAHBI U3
KPHUBBIX J103a-OTBET, TIOCTPOCHHBIX 10 JIAHHBIM, IOJYUYE€HHBIM B TECT-CUCTEMaX M Vifro Ui Ha
JKUBOTHBIX-MOJIEISAX.

[0154] OObrHO, BBOAMMAS MALMEHTY A03a AHTHUTEN, (PParMEeHTOB WM KOHBIOIaTOB
AHTHUTEJIO-JICKAPCTBEHHOE CPEICTBO COIJIaCHO m300pereHuto cocrasisier ot 0,1 mr/kr mo 100
MI/KT Macchl Tenna namuenTa, ot 0,1 mr/kr qo 20 MI/Kr Macchl Tela MamueHTa Wik OT 1 MI/Kr g0
10 mr/kr macchl Tena mammeHTa. Kak mnpaBuiio, 4eloOBeYEeCKME AaHTUTENAa HUMEIT Ooljee
JUTUTENIbHBIA NEPUOJ] TMOJY>KU3HU B OPraHHM3ME YellOBeKa, YeM aHTUTeNa APYTUX BHJIOB, YTO
O0yCJIOBIEHO MMMYHHBIM OTBETOM HAa 4y>KepOJHBbIE MonunenTHabl. Takum oOpasom, Hacto
BO3MOJKHO BBeJIeHHE Ooiee HU3KUX 103 UeJIOBEYECKUX aHTUTEN U MeHee YacToe BBeneHne. Kpome
TOTO, 103bl U YaCTOTA BBEJICHUS AHTUTEJ COTJIACHO N300PETEHUIO MOTYT OBITh CHUYKEHBI 32 CUET
YCHUJICHUS] TOTJIOLIEHUS] U NMPOHMKHOBEHUS] aHTUTEN B TKaHU (HAIpUMep, B TOJOBHOW MO3T)
HOCPEACTBOM MOAU(UKALNH, TAKUX KaK, HATIPUMED, JTUIMHIN3ALHUS.

[0155] B nOMOIHUTENBHOM BapHAaHTE OCYINECTBICHUS HW300PETEeHUs, KOMIIO3ULINU
COTJIACHO M300PETEeHUI0 BBOAAT B KOMOMHALIMY C LIUTOKUHAMU. L[UTOKMHBI, KOTOpBIE MOTYT OBITH
BBEJICHBI BMECTE C KOMITO3HILMSMHU COTJIACHO M300PETEHHIO, BKJIIOYAIOT, HO HE OTPAHUYUBAIOTCS
umy, 1L-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-10, IL-12, IL-13, IL-15, antureno npotus CDA40,
CDA40L u TNF-a..

[0156] B nOMONHUTENBHBIX BapUAHTAX OCYLIECTBIEHHS H300pETeHHs, KOMIO3HLIUU
COMJIACHO HM300PETEeHHI0O BBOAAT B COYETAHMM C JPYTUMH TEPANeBTHYECKUMH WU
PO HIAKTHYECKUMHU CXEMaMH, TAKIMH KaK, HAIPUMEP, JTy4eBast TePaIHsl.

Komnozuyuu

[0157] Hacrosiiee n300peTeHne Tak»Ke OTHOCUTCS K (hapMalleBTUIECKIM KOMITO3ULIHSM.
Taxune xommno3urmu conepkat 3pPpeKkTHBHOE KOMTUUECTBO aHTHTENA, (PparMeHTa MM KOHBIOraTa
AHTHUTENO-JICKAPCTBEHHOE CPEACTBO W MPUEMJIEMbIH HOCHTENb. B HEKOTOPBIX BapHUaHTax
OCYILECTBJICHUS] H300PETEHHsI, KOMIO3ULIUS TONMOJHUTENBHO BKIIFOYAET BTOPOE MPOTUBOPAKOBOE
CpencTBo (HampuMmep, HHrHOUTOP KOHTPOJIIbHOW TOYKH HIMMYHHOT'O OTBETA).

[0158] B  KOHKpPEeTHOM BapHaHTE  OCYLIECTBIEHHsS  HW300pPETEHUs, TEPMHH
«(papManieBTUYECKH TPUEMIIEMBII» OTHOCHTCS K Iperapary, ogoOpeHHoMy PerynstopHbiMu
opranamu @eznepanbHOrO MNpaBUTENbCTBA WM IIpaBUTENbCTBA INTATa, WM YKAa3aHHOMY B
®apwmakorniee CIIIA wunmu B apyroit oOmenpusHaHHOM (papmakonee Uil BBEASHUS SKHBOTHBIM, a
OoJee KOHKpPETHO, YenoBeky. Kpome Toro, «papmaneBTuiecku mpueMIIeMblii HOCUTEIb» OOBIMHO
npeAcTaBsieT COOOH HETOKCHYHBIM TBEPHABIA, IOJYTBEPAbI WM JKUIKAH HANOJHHUTENb,
pa30aBUTENb, MHKAIICYJIMPYIOIINN areHT WM BCIIOMOTaTeNIbHOE BEIECTBO JIF0O0T0 THTIA.

[0159] TepMmuH «HOCHTEIBY OTHOCUTCS K pa3OaBUTENIO, albIOBAHTY, SKCUHUITHUEHTY WIH
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HATIOJIHUTEIIO, C KOTOPBIM BBOZSAT TEpareBTHUECKOe cpenacTBo. Takwme (apmaneBTHUECKHE
HOCHUTEII! MOTYT NPEACTABIISTh COOON CTEPUIIBbHBIE KUIKOCTH, TAKHE KaK BOJA U MACJIa, BKJIFOUas
Maciia He()TTHOTO, JKUBOTHOTO, PACTUTEIBHOTO WJIH CHHTETHYECKOTO MTPOUCXOKACHNUS, TAKHE KaK
apaxrcoBOE MacJIo, COEBOE MACJIO, MUHEPAJIbHOE MACJIO, KyH)KyTHOE MacJio U T.1.. Boxa siBisiercst
NPEATIOUYTUTENIbHBIM HOCUTEJIEM, €Cli (PapMaleBTHUECKY0 KOMITO3HIIMIO BBOASAT BHYTPUBEHHO.
Du3H0IOrUYecKIre PacTBOPHI M BOJHBIE PACTBOPHI JEKCTPO3bI U INIMLEPHUHA TAK)KE MOTYT OBITh
UCTIOJIb30BAHBI B KAUECTBE )KUAKUX HOCUTENEH, 0COOEHHO pacTBOPHI i1t HHbeKLui. [logxonsmue
bapMaLieBTHUECKHE SKCIUMHMEHTH! BKIIOYAIOT KpaxMal, TII0KO03Y, JIAKTO3Y, CaXapo3y, KeJaTHH,
COJIOA, PHUC, MKy, MeJ, CHIIMKAreib, CTeapaT HATPUs, MOHOCTeapaT INIULEPUHA, TaJIbK, XJIOPHI
HATPUs, CyXO€ CENnapupOBAHHOE MOJIOKO, TNIMIEPUH, MPOMWIEHTIINKOb, BOAY, 3TAHOI U T.IL
Komno3nuusi, npu skeJaHuu, MOXKET TaKkKe COAepkKaTh HeOONbIINe KOJIUYECTBA CMAYUBAIOIINX
WJIA SMYJIBIUPYIOLINX areHToB uin pH-3a0yepuBaronux areHToB, TaKuX KaK aleTaThl, LUTPaThI
wi ¢pocharter. Taxke MOryT OBITH HCIONB30BAaHBl aHTHOAKTEpUANIbHBIE CPENCTBA, TaKUE Kak
OEH3UIIOBBII CIIUPT MIT MeTHIINapaOeHbl, aHTHOKCUIAHTBI, TAKUE KaK aCKOPOMHOBAS KUCIIOTA WITH
Oucynpur HaTpus; XenarooOpasyroIlue areHThl, TaKHe KaK STHICHIHAMUHTETPAayKCyCHas
KHCJIOTA; & TAK)KE areHThI JJIs1 KOPPEKLUU TOHUYHOCTH, TAKUe KaK XJIOPUJ] HATPUs WJIH AEKCTPO3a.
OTH KOMIIO3ULUH MOTYT UMETh ()OPMy PACTBOPOB, CYCIIEH3HH, IMYJIbCHIA, TaONETOK, MIIIFOJIb,
KarcyJ1, HOPOIIKOB, COCTABOB C 3aMeIICHHBIM BBICBOOOXKIeHNEM U T.11. KOMIO3UIIHs MOKET OBITh
IPUTOTOBJIEHA B BUZE CYyNIIO3UTOPUEB C TPAAULIMOHHBIMU CBSI3YIOLIUMH U HOCUTESIMU, TAKUMU
kak Tpurnuuepuabl. COCTaB Ui MEPOPANbHOTO BBEINSHHS MOXKET BKJIOYATh CTaHIAPTHBIE
HOCHUTEIH, TaKhe KaK (papMalieBTUYeCKHe COPTa MAaHHHTA, JIAKTO3bI, KpaxMaJia, creapaTa MarHHs,
HATPUI-COMepIKAINEero caxapuHa, [eJUTIOJI03bl, KapOoHaTa MarHus u T.4. [IpruMepsl MOAXONSLIIX
(apmanieBTHUECKHX HOCUTEJIeH OmucaHbl B pykoBoacTBe Remington's Pharmaceutical Sciences
EW Martin, kOTOpoe BKJIYEHO B HACTOsINEE ONUCAHHE IOCPEICTBOM CChUIKH. Takue
KOMITO3ULIUU OyayT collepkaTh TeparneBTHYECKU s¢dexTuBHOE KOJIMYECTBO
AHTUTCHCBS3BIBAIOIIETO TOJMIENTHAA, NPEANOYTHTEIbHO B OYHIIEHHOH (Qopme, BMecTe C
MOJXOMALINM KOJIMYECTBOM HOCHUTENS, Ui oOecriedeHuss GOpMbl, MOIXOASIIEH 1l BBEACHUS
nanueHTy. CocraB AOJDKEH COOTBETCTBOBATH CHOCOOY BBeneHHs. llapeHTepanbHbIA Mpenapat
MOJKET OBITh 3aKJIIOYEH B aMITyJIbl, OJJHOPA30BbIE IIMPHIbI HJIK MHOTOJO030BbIe (PJIAKOHBI W3
CTEKJIA WJTH TIACTHKA.

[0160] B onHOM BapuaHTe OCYIIECTBICHHUS H300pETeHUS, KOMIIO3UIIHIO TPUTOTABIHBAIOT
B COOTBETCTBHH C OOBIYHBIMH TPOIEAypaMH B BHAE (PapMaLEeBTHUECKOW KOMITO3ULIHH,
aNanTUPOBAHHON JUIi BHYTPUBEHHOTO BBENEHHUs ueJOBKY. (OOBMHO, KOMITO3MLMU ISt
BHYTPHBEHHOTO BBEIEHUs TPENCTABISIIOT COOOH PacTBOPbI B CTEPUIBHOM H30TOHHMYECKOM
BomHOM  Oydepe. Ilpm  HeoOXOAMMOCTH, KOMIIO3WIMS  MOXKET TaKKe  BKIIIOYATh
COMIOOMIM3UPYIOIUN areHT U MECTHBIH aHEeCTETHK, TAKOW KaK JIMTHOKAWH, JUIA KYIHPOBAaHUS
Oonu B Mecte uHbeKIMU. OOBIYHO, HHTPEIUEHTHI MOCTABJISIFOTCS TUOO 1O OTAENBHOCTH, JINOO B
CMEMH Ipyr C OPYrOM B CTaHOAPTHOW JIEKAPCTBEHHOH (opme, Hampumep, B BHIE CYXOro
TOGMIN3UPOBAHHOTO TIOPOIIKAa WM O€3BOAHOTO KOHIIEHTPAaTa B T€PMETHYECKH 3aKPBITOM

KOHTeﬁHepe, TAKOM KaK aMIlyJia WK Call€, C YKa3aHUEM KOJIMYECTBA aKTUBHOI'O arcHTa. Ecau
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KOMITO3ULIMIO HCTIONB3YIOT Ml WHQY3HH, TO €€ MOXKHO BBOAHWTH B OYyTbUIb Ui WH(QY3HH,
COZEPIKAIIYI0 CTEPUIIbHYIO BOY WM (PU3HOJIOTHYECKHHA pacTBOP (hapMaLeBTHUECKOH YUCTOTHL
Ecnn xoMno3uuumro BBOAAT MyTeM HMHBEKLIHH, TO OHA MOXET OBbITh 3aKIFOYEHa B aMITyJy CO
CTEPHJIBHOM BOZOH JUIst UHBEKIIMH WIIH (PU3NOJIOTHUECKUM PACTBOPOM, TaK, YTOOBI HHIPEAUEHTHI
MO>KHO OBLIO CMEIIaTh TepeNl BBEACHUEM.

[0161] CoemunHenmsi COTJIACHO H300PETEHHIO MOTYT OBITh MPHUTOTOBJIEHBI B BHIE
HEUTpaNbHBIX WM CONEBbIX (popMm. DapManeBTUYECKH MPHEMJIEMbIE COJIM BKJIIOYAIOT COJH,
o0pa3oBaHHBIE AHMOHAMH, TAKUMH KaK COJIU COJISTHOHM, (ochOpHOH, YKCYCHOH, ILIaBeNeBOH,
BUHHON KHCJIOTHI U T.IL., U COJH, OOpa30BaHHbIE KATUOHAMH, TaKH€ KaK COJM HATPUs, KaJus,
aMMOHMsI,  KajbLiMs, TUAPOKCUIOB  JKejle3a, HW30NpONWIAMUHA, TPUSTWUIAMMHA,  2-
3TUJIAMMHO3TAHOJA, TUCTUANHA, IPOKAWHA U T.II.

ITPUMEPDBI

IIpumep 1: Ilosry4yeHHe MBIIIHHBIX MOHOKJIOHAJbHBIX AHTHTEJ NPOTHB H30(OpMBbI 2
yeJsiopevyeckoro kaayauna 18 (CLD 18A2)

a. Hymmynusayus:

[0162] Mpimeit Balb/c wu C57/BL6 uMMyHHM3HMpOBAJM  3yKapUOTHYECKHMHU
SKCIPECCUOHHBIMU BEKTOPAMH, KOIUPYOIIMMH (hparMeHThI YenoBedeckoro knayauna 18.2 (CLD
18A2). 50 mxr masmuanoit JIHK BBOAMIN B YeTHIPEXIJIABYIO MBILINY (BHY TPUMBIIIEUHO, 1.m.)
Ha 1-it u 10-i nenp. Hanuuue antuTen, HampasiIeHHBIX NpOTUB yenoBeueckoro CLD 18A2, B
CBIBOPOTKE MbIlIeH ouneHuBanu Ha 20-i JA€Hb C MOMOILIBI0 MMPOTOYHOM LIUTOMETPUH C
ucnonb3oBanueM kinetok HEK293, TpaH3neHTHO TpaHC(EMPOBAHHBIX HYKJIEHHOBOW KHCIOTOMH,
konupytouei yenopeueckuit CLD 18 A2. Mpiieii ¢ qeTeKTHPYEeMbIM UMMYHHBIM OTBETOM ((ur.
1) peBaKLMHUPOBAJIM 3a TPU M [BA JAHS O CIIUSIHUS Ty TEM BHYTPHUOPIOIMHHON UHBbEKIHH 5% 107
kinerok HEK293, TpaH3ueHTHO TpaHC(EHPOBAHHBIX HYKJIEWHOBOH KHCIOTOH, KOOUPYOINEH
yenoseueckuii CLD 18A2.

b. Honyuenue 2ubpuoom, npoOYyupyrOuux MOHOKIOHAIbHbIE YeI08eYecKUe aHmumend
npomue CLD18A2:

[0163] MpluHbIE CIUIEHOLUTHI BBIASISUTH U oABepranu ciustauto ¢ [1317 ¢ nonydyernem
KJIETOYHOW JIMHMM MBIIIMHOW MHEJIOMBI B COOTBETCTBHH CO CTAaHAAPTHBIMH IIPOTOKOJIAMU.
[TonyueHHsle  rUOPUOOMBI  3aT€M  TOABEPrajd  CKPHHUHIY  Ha  HPOXYLHUPOBAHUE
uMMyHOI00yJIMHOB co crieumduaHocTbio K CLD 18A2 ¢ ucnonb3oBanuem kinerok HEK293,
TpaHC(EeUPOBAHHBIX HYKJIEHHOBOH KHUCIIOTOH, Kopupyromei yenosedeckuii CLD18, ¢ momorbro
knetouyHoro ELISA.

[0164] MoOHOKIETOUYHBIE CYCIIEH3UN JUM(OLUTOB CENEe3eHKH OT HMMYHHU30BaHHBIX
MBIIIEH MOJABEpPrajyd CIUSHUIO C HECEKPETUPYIOLUMHU KJIETKAMU MBIIIWHON MHEJIOMbI
P3X63Ag8U.1 (ATCC, CRL 1597) B cootHomenuu 2:1 ¢ ucnonszoBarneM 50% II3I" (Roche
Diagnostics, CRL 738641). Kiierku BbiCeBaid B KOJHYECTBE MPHOMM3UTENBHO 3% 104/ nyHKy B
IUIOCKOJIOHHBIE ~ MUKPOTUTPALIMOHHBIE TUIAHIIETHl C MOCIEAYIOIUM  HHKYOHpPOBaHHEM
npuOJIM3UTENILHO B TEUCHUE JIBYX HEIeNb B CEJIEKTUBHOU cpene, conepxaimmei 10% ¢eranpHyro

OBIBIO CHIBOPOTKY, 2% mnmobaBku mist ciustaus rudpupom u kiaonuposanus (HFCS, Roche



45

Diagnostics, CRL 1 363 735) mumroc 10 MM HEPES, 0,055 MM 2-mepkanTostanona, 50 MKr/mi
rentamunuHa U 1x HAT (Sigma, CRL H0262). Uepes 10-14 nHeil, oTaeabHbIE JIyHKH TOBEPTaN
CKPUHUHTY € MOMOILBIO KjieTouHOro ELISA Ha Hanuune MOHOKJIOHAJbHBIX aHTuTen npotus CLD
18A2 (¢ur. 2). [uOpuIOMBI, CEKPETHPYIOLINE AHTUTENA, IIOBTOPHO BBICEBAJIHM, CHOBA ITOJIBEPTAIN
ckpununry ¢ HEK293, skcnpeccupyromum CLD 18A2 unu CLD 18A1, ¢ nomousio FACS, u,
eciau oHU Bce emne Obutd mo3utuBHBIMH MO0 CLD18A2 u HeratuBHbiMu 1o CLD18A1, To mx
CYyOKJIOHHPOBAJIM TyTeM JIMMUTHPYIOIIErO pa3BeNeHus. 3areM CTaOuWbHBbIe CYOKIJIOHBI
KYJIbTUBUPOBAIN 11 Vifro Ui TIONy4YeHUs HeOONbLIMX KOJIMYECTB AHTUTENl B Cpede A
KYJIbTUBUPOBAHMS TKaHU B LIEJAX XapakTepuszauuu. beur BbIOpaH Mo MeHbluel Mepe OJUH KJIOH
OT KaXJOW rHOpPUIOMBI, COXPAHUBIINN aKTUBHOCTb POJUTENBCKUX KJIEeTOK (ro naHHeiM FACS).
JIJis KasKaoro KJIOHA CO3/1aBalii TPU OaHKa KJIETOK B aMITyJIaX, KOTOPBIE XPAHHIIIU B JKUAKOM a30Te.

¢. Ombop monoknonansusix aumumen, cesazvieaiowuxcs ¢ CLD 1842, no ne ¢ CLDI18AI:

[0165] dns onpenenenus uzotuna antuten nposoauiu ELISA Ha KOHKpeTHBIN H30THUIL.
Habop nns mnentudpukanmuu MpimuHex monoAB (Zymed, CRL 90-6550) ucnonbzoBanu st
OIpeneNeHns] MOAKJIACCOB Ig MIeHTH(UIMPOBAHHBIX MOHOKJIOHAJIBHBIX AHTUTEJ, PEarupyoLInx
¢ CLDI8 A2 bbsuio momydeHo 32 kieTO4HBIX JuHHM ruOpumombsl. 64G11B4, 65G8BS,
S6E8F10F4, 54A2C4, 44F6B11, 15C2B7, 20F1E10, 72C1B6A3, 58G2C2, 101C4F12,
103A10B2, 40C10E3, 78E8G9G6, 4F11E2, 10G7Gl11, 12F1F4, 78C10B6G4, 119G11D9,
113G12ESE6, 116A8B7, 105F7G12, 84E9E12, 103F4D4, 110C12B6, 85H12E8, 103H2B4,
103F6D3, 113E12F7, 120B7B2, 111B12D11, 111E7E2 u 100F4G12, ¢ nogpoOHbIM OMUCaHUEM,
MPUBEAEHHBIM HIDKE:

64G11B4, mbimmnHOe MOHOKJIOHANbHOE aHTUTENO IgG 1K

65G8B8, MbIHOE MOHOKJIOHANIBbHOE aHTUTENO [gGlKk

S6E8F10F4, mbimmrHoe MOHOKJIOHANIBbHOE aHTuTes0 [gGlk

54A2C4, MpIinHOE MOHOKJIOHANIbHOE aHTuTeNo IgG 1k

44F6B11, mbimumHOE MOHOKJIOHAIBHOE aHTUTENO [gGlKk

15C2B7, mpinHOE MOHOKJIOHATBHOE aHTUTeNo IgG 1k

20F1E10, mpimmHOE MOHOKJIOHATbHOE anTUTeno IgGlx

72C1B6A3, MblimHOE MOHOKJIOHATbHOE anTuTeno [gGlx

58G2C2, mpimnHOE MOHOKJIOHANIbHOE aHTuTeNo IgG2ak

101C4F12, mplmiHOE MOHOKJIOHANIbHOE aHTuTeN0 [gG2bi

103A10B2, MpIIMHOE MOHOKJIOHAIbHOE aHTHTeNo [gG2bk

40C10E3, mpImmHOe MOHOKJIOHaNIbHOE aHTuTeno IgGl A

78E8G9(G6, MplimHOE MOHOKJIOHAIbHOE aHTUTENO [gGlKk

4F11E2, mpimnHoe MOHOKJIOHaNbHOE anTuTeno IgGlk

10G7G11, mplnHOE MOHOKJIOHAIbHOE anTuTeno IgGlk

12F 1F4, mbiinHoe MOHOKJIOHaNbHOE aHTtuTeno IgGlx

78C10B6G4, MbimnHOE MOHOKJIOHAJIbHOE anTuTeno [gGlxk

119G11DY, MbimmnHOE MOHOKJIOHAIBbHOE aHTUTENO [gGlxk

113G12ESE6, mpimuHOe MOHOKIIOHAIbHOE anTuteno IgGlx
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116A8B7, MpllnHOE MOHOKJIOHaNIBbHOE aHTuTeno IgGlx

105F7G12, mpimmHOE€ MOHOKJIOHATbHOE aHTUTeNo 1gGlx

84E9E12, mpiiinHOE MOHOKJIOHANbHOE aHTuTeNo IgGlik

103F4D4, mpinnHoe MOHOKJIOHaJbHOE aHTuTeno IgGlk

110C12B6, mpiinHOE MOHOKJIOHaNbHOE aHTuTeno IgGlk

85H12E8, MbinHOe MOHOKJIOHAaNBbHOE aHTuTeno IgGlx

103H2B4, MpilnnHOE€ MOHOKJIOHaNIBbHOE aHTuTeNno IgGlx

103F6D3, mpilinHOE MOHOKJIOHaNbHOE anTuTeno IgGlk

113E12F7, MpllunHOEe MOHOKJIOHaNbHOE aHTUTeNo 1gG2ax

120B7B2, MbllIMHOE MOHOKJIOHaNbHOE anTuteno IgG2ax

111B12D11, MeimunHOe MOHOKJIOHANIBbHOE aHTUTENO 1gG2ak

111E7E2, MpllInHOE MOHOKJIOHANIbHOE aHTUTeN0 IgG2ak

100F4G12, mpinHOe MOHOKJIOHANBbHOE aHTUTeNno IgG3x

IIpumep 2. CexBeHnpoBanue rudpuAOMBI

[0166] Knaerku rubpumombr (1x107) cobupamu, u obmyw PHK skcrparupoBanu ¢
UCIIONIb30BaHUEM Tri-peareHTa, Kak OMHMCaHO BbIlIe It TKaHu ceneseHku. kK[AHK momywanu c
ucnonp3oBanueM HaOopa SuperScript III B cOOTBETCTBMM ¢ HHCTPYKLMSMH HPOU3BOIUTEIS,
onucaHHbIMU Bble. [Tomyuennenii npoaykt k/IHK ucnonszoBanu B kauectse MaTpuibl ais [IL[P
¢ npaiimepamu VhRevU u VhForU, a 3arem nonydenssiii npoaykrt ITHP mmuso#t 300 m.o.
OYHIIAIHN ¢ oMoLIBIO Habopa st ITLP- ourcTKH 1 CEeKBEHHPOBAIH C HCIIOIb30BAHUEM TOTO JKe
npaiimepa. Peakumro [P Taxke IpOBOAMIN C UCTIOIB30BAHUEM MPAMEPOB, CeUU(UIHBIX AJIs
V-o6nactu nerkoii nenu, VkRev7 u VkFor (Tonbko aiist BapuadenbHOM 001aCTH) WK MpaiiMepoB
KappaFor (st Bceli ierkoii kanma-uemnu). Peakiyy CeKBeHUPOBAaHUsI TPOBOAMIINA HA OUMIIIEHHOM
npoaykre TP ¢ monyyenuem nocnenoBarenpHocTet [IHK nmns anturen 64G11B4, 65G8BS,
S6E8F10F4, 54A2C4, 44F6B11, 15C2B7, 20F1E10, 72C1B6A3, 58G2C2, 101C4F12,
103A10B2, 40C10E3, 78E8G9G6, 4F11E2, 10G7Gl11, 12F1F4, 78C10B6G4, 119G11D9,
113G12ESE6, 116A8B7, 105F7G12, 84E9E12, 103F4D4, 110C12B6, 85H12E8, 103H2B4,
103F6D3, 113E12F7, 120B7B2, 111B12D11, 111E7E2 u 100F4G12. 1x Bapuabensubie (VH u
VL) nocnenoBatenbHOCTH MTOKa3aHbl Hioke B Tabmuie 1.

Taoauua 1. [locnenoBarebHOCTH BapualebHBIX 00J1aCTelH AHTHTET

Ienn antutena | [locaenoBarebHOCTH SEQ ID

NO:

Jlerxkue uenu

64G11B4 DIVMTQSPSSLTVTAGEKVTMNCKSSQSLLNSGNQRNYL | 117
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQADDLA
VYYCQNDYFY

PFTFGAGTNLELK
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65G8B8

DIMMTQSPSSLTVTTGEKVTLTCKSSQSLLNSGNLKNYLT
WYQQKPGHPP
KLLIYWASTRESGVPVRFTGSGSGTDFTLTISSVQAEDLT
VYYCQNVYIY

PFTFGSGTKLEMR

118

S6E8F10F4

DIVMTQSPSSLTVTAGEKVTMSCKSSQSLLNSGNQKNYL
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTYFTLTISSVQAADLA
VYYCQNDYYF

PFTFGSGTKLEIK

119

54A2C4

DTVMTQFPSSLSVSAGEK VTMSCKSSQSLLNGGNQKNYL
AWYQQKPGQPP
KLLIYGASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLA
VYYCQNDLYY

PWTFGGGTKLEFK

120

44F6B11

DIVMTQSPSSLTVTAGEKVIMSCKSNQSLLNSGNQKKYL
TWYQQKPGQSP
KLLIYWASTRESGVPDRFTGSESGTDFTLTISSVRAEDLA
VYYCQONGYSY

PFTFGSGTKLEMK

121

15C2B7

DIVMTQSPSSLTVTAGGK VTVSCKSSQSLLNSGNQKNYL
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQTEDLA
VYYCQNNYYF

PLTFGAGTKLELK

122

20F1E10

DIVMTQSPSSLTVTAGEK VTMSCKSSQSLFNSGNQRNYL
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTDFILTITKVQAEDLA
VYYCQNVYSY

PLTFGAGTKLELK

123

72C1B6A3

DIVMTQSPSSLTVTAGEKVTMSCKSSQSLLNSGNQKNYL
TWYQQRPGQPP
KLLIYRASSRESGVPVRFTGSGSGTDFTLTISSVQAEDLAV

124
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YYCQNDYIY
PYTFGGGTKLEMN

58G2C2

DIVMTQSPSSLTVTAGEKVTMSCKSSQSLLNSGNQKNYL
TWYQQKPGQPP
TLLIFWAFTRESGVPDRFTGSGSGTDFTLTINSVQAEDLA
VYYCQNSYSY

PFTFGSGTKLEIK

125

101C4F12

DIVMTQSPSSLTVTAGEK VTMSCKSSQSLLNSGNQRNYL
TWYQQKPGQPP
RLLIYWSSTRDSGVPDRFTGSGSRTDFTLTISSVQAEDLA
VYYCQNNFIY

PLTFGAGTKLELK

126

103B2

DIVMTQSPSSLTVTPGEKVTMSCRSSMSLFNSGNQKSYLS
WYHQKPGQPP
KLLIYWASTRDSGVPVRFTGSGSGTDFTLTISSVQAEDLA
VYYCHNDYIY

PLTFGAGTKLELK

127

78E8G9G6

DIVMTQSPSSLTVTAGEK VTMNCRSIQSLLNSGNQKNYL
SWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTDFTLTIRSVLDEDLA
VYYCQNSYSY

PFTFGSGTKLEMK

128

4F11E2

DIVMTQSPSSLTVTAGEKVTLTCRSSQSLLNSGNRKNYLT
WYQQIPGQPP
KLLIYWASTRESGVPDRFTGSGSGTYFTLTISSVQAEDLA
VYYCQNAYSY

PFTFGSGTKLEKK

129

10G7G11

DIVMTQSPSSLTVTAGEKVTMTCKSSQSLFNSGNQRNYL
TWYQRKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTYFTLTVSSVQAEDLA
VYYCQNAYYF

PFTFGSGTKLEKK

130

12F1F4

DIVMTQSPSSLTVTARERVSMTCKSSQSLFNSGNQRNYL

131
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TWYQQKPGQPP
KLLIYWSSTRESGVPDRFTGSGSGTDFTLTISSVQAEDLAI
YFCQNNYYY

PFTFGSGTKLEIK

78C10B6G4

DIVMTQSPSSLTVTAGEKVTMSCKSSQSLLNSGNQKNYL
TWYQQRPGQPP
KLLIYRASSRESGVPVRFTGSGSGTDFTLTISSVQAEDLAV
YYCQNDYIY

PYTFGGGTKLEMN

124

119G11D9%

DIVMTQSPSSLTVTAGERVTMRCRSTQSLFNSGNQKNYL
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGGGSGTDFTLTISSVQAEDLA
VYYCQNAYYY

PLTFGAGTKLERK

132

113G12ESE6

DIVMTQSPSSLTVTAGERVTMSCKPSQSLLNSGNQKNYL
AWYQQKPGQPP
KLLLYWASTRESGVPDRFKGSGSGTDFTLTISSVQAEDLA
VYYCQNAYFY

PCTFGGGTKLEMK

133

116A8B7

DIVMTQSPSSLTVTAGEKVTMRCRSTQSLFNSGNQRNYL
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLA
VYYCQNAYYY

PLTFGVGTKLERK

134

105F7G12

DIVMTQSPSSLTVTAGERVTMSCKSSQSLLNSGNQKNYL
AWYQQKPGQPP
KLLLYWASTRESGVPDRFKGSGSGTDFTLTISSVQAEDLA
VYYCQNAYFY

PCTFGGGTKLEMK

135

84E9E12

DIVMTQSPSSLTVTTGEK VTMSCKSSQSVFNSGNQKNYL
TWYQQKPGQPP
KLLVYWASTRESGVPARFTGSGSGTVFTLTISSVQAEDLA
VYYCQNDYYF

136
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PLTFGAGTRLELK

103F4D4

DIVMTQSPSSQTVTAGEK VTLSCRSSQSLLNGGNQKNYL
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTYFTFTISSVQAEDLA
VYYCQNAYFY

PFTFGAGTKLELK

137

110C12B6

DIVMTQSPSSLTVTAGEKVTMRCRSTQSLFNSGNQRNYL
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLA
VYYCQNAYYY

PLTFGVGTKLERK

134

85HI12E8

DIVMTQSPSSLTVTAGEKVTMNCKSSQSLLNSGNQRNYL
SWYQQEPGQPP
KLLIYWASTRESGVPDRFTGSGSGTDFTLTISNIQAEDLAL
YFCQNAYFY

PFTFGSGTKLEIK

138

103H2B4

DILMTQSPSSLTVTAGEK VIMSCKSSQSLLNSGNQKNYL
TWYQQKPGQSP
KLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLA
VYYCQNNYFY

PLTFGVGTKLELK

103F6D3

DIVMTQSPSSQTVTAGEK VTLSCRSSQSLLNGGNQKNYL
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTYFTFTISSVQAEDLA
VYYCQNAYFY

PFTFGAGTKLELK

137

113E12F7

DIVMTQSPSSLTVTTGEK VTMSCKSSQSLFNSGNQKNYL
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTYFTLTISSVQAEDLA
VYYCQNNYIY

PLAFGTGTKLELK

140

120B7B2

DIVMTQSPSSLTVTAGEKVTMSCKSSQSLLNSGNQKNYL
TWYQQRPGQPP

141
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KLLMYWASTRESGVPDRFTGSGSGTDFTLTISSGQAEDL
AIYFCQNGYYF
PFTFGSGTKLETK

111B12D11

DIVMTQSPSSLTVTAGEKVTMRCRSSQSLFNSGNQRNYL
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLA
VYYCQNNYIY

PLAFGAGTKLELK

142

111E7E2

DIVMTQSPSSLTVTAGEK VTMSCKSSQSLFNSGNQKNYL
TWYQQKPGQPP
KLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLA
VYYCQNNYTY

PLAFGAGTKLELK

143

100F4G12

DIVMTQSPSSLTVTAGEKVTMRCKSTQSLLNSGNQRNYL
TWYQQKPGQSP
KLLIYWASTRESGVPERFTGSGSGTDFTLTISSVQAEDLA
VYYCQNAYYY

PLTFGPGTKLERK

144

Tsxeabie nenu

64G11B4

QVQLHQSGTELVRPGTSVKVSCKASGYAFTNYLLEWVK
QRPGQGLEWIGE
INPGNGGSNYNEKFKGKATLTADKSSSTAYMQLSSLTSV
DSAVYFCARIY

YGNSFAYWGQGTLVTVSA

145

65G8B8

QVQLKESGPGLVAPSQSLSITCTVSGFSLTSYGVSWVRQP
PGKGLEWLGV
IWGDGNTIYHSALKSRLSISRDNSKRQVFLKVNSLQIDDT
ATYYCAKQGL

YGHAMDYWGQGTSVIVSS

146

56E8F10F4

DVQLVESGGGLVQPGGSRKLSCTASGFTFNSFGMNWVR
QAPEKGLEWVAF
ISGGSNTIHYLDTVKGRFTISRDNPKNTLFLQMTSLRSEDT

147
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AMYYCTRLA
LGNAMDYWGQGTSVIVSS

54A2C4

EVQHVETGGGLVQPKGSLKLSCAASGFTFNTNAMNWYVR
QAPGKGLEWVAR
IRSKSNNYATYYADSVKDRFTISRDDSQSMLY VQMNNL
KTEDTAMYYCVS

GAYYGNSKAFDYWGQGTLVTVSA

148

54A2C4

QVQLHQSGTELVRPGTSVKVSCKASGYAFTNYLLEWVK
QRPGQGLEWIGE
INPGNGGSNYNEKFKGKATLTADKSSSTAYMQLSSLTSV
DSAVYFCARIY

YGNSFAYWGQGTLVTVSA

145

54A2C4

QVQLQQSGAELARPGASVKMSCKASGYTFPTY SIHWLK
QGPGQGLEWIGY
INPSTIYTNYNQKFKYKATLTADKSSSTAYIQLSSLTSDDS
AVYYCAREG

YGRGNAMDYWGQGTSVTVSS

149

44F6B11

EVQLVESGGDLVKPGGSLKLSCAASGFTFSNYGMSWVR
QTPDKRLEWVAT
FSYGDSHNYYSDSVKGRFTISRDIAKDALYLQMSSLRSED
TAIYYCARFG

RGNTMDYWGQGTSVTVSL

150

15C2B7

QIQLVQSGPELRKPGETVKISCKASGYTFTNYGMNWVKQ
APGKGLKWMAW
INANTGEPTYAEEFKGRFAFSLETSARSAYLQINSLKNED
TATYFCARLT

RGNSFDYWGQGTTLTVSS

151

20F1E10

QIQLVQSGPELKKPGETVKISCKASGYTFTKYGMNWVRQ
APGKGLKWMGW
ISTNTGEPTYAEEFKGRFAFSLETSASTAFLQINNLKNEDT
ATYFCARLV

RGNSFDFWGQGITLTVSS

152

72C1B6A3

QVOQLQQSGGELVKPGASVKMSCKAFGYTFTTYPIEWMK

153
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QNHGKSLEWIGN
FHPYNDDTKYNEKFKGKAKLTVEKSSSTVYLEVSRLTSD
DSAVYYCARRA

YGYPYAMDYWGQGTSVTVSS

58G2C2

QVHLQQSGAEVVRPGTSVKVSCKASGYAFTNYLIEWIKK
RPGQGLEWVGV
INPGRSGTNYNEKFKGKATLTADKSSSTAYMQLSSLTSD
DSAVYFCARTR

YGGNAMDYWGQGTSVTVSS

154

101C4F12

QVQLKESGPGQVAPSQSLSIACTVSGFSLSSYGVHWVRQ
PPGKGLEWLGV
IWAGGSTNYDSALMSRLTISKDNSRTRVFLKMNSLQTDD
TAIYYCARSLY

GNSLDSWGPGTTLTVSS

155

103B2

QVQLKESGPGLVAPSQSLSITCTVSGLSLTSFGVHWIRQP
PGKGLEWLGV
IWAGGSTNYNSALMSRLSISKDNSKSQVYLKMHSLQTDD
TAMYYCARSLY

GNSFDYWGQGTALTVSS

156

40C10E3

QVQLKESGPGLVAPSQSLSITCTVSGFSLSSYGVNWVRQP
PGKGLEWLAA
IRSDGIITYNSVLKSRLRISKDNSKSQVFLKMNSLQTDDT
AMFYCARWEFR

GNVLDYWGQGTSVTVSS

157

78E8G9G6

QVQLKESGPGLVAPSQSLSITCTVSGFSLISYGVHW VRQP
PGKGLEWLGV
IWAGGRTNYNSALMSRLSISKDNSKSQVFLKMNSLQTYD
TAMYYCARDRY

GGNSLDYWGQGTSVTVSS

158

4F11E2

DVQLVESGGGLVQPGGSRKLSCAASGFTFSTFGMHW VR
QAPEKGLEWVAY
ITSGNSPIYFTDTVKGRFTISRDNPKNTLFLOQMTSLGSEDT
AVYYCARSS

159
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YYGNSMDYWGQGTSVTVSS

10G7G11

QVQLKESGPGLVAPSQSLSITCTISGFSLNTYGVHWVRQP
PGKGLEWLVV
MLSDGNTVYNSSLKSRLSLTKDNSKSQLLLKMNSLQTDD
TAIYYCARHKA

YGNAMDYWGQGTSVTVSS

160

12F1F4

QVQLKESGPGLVAPSQSLSITCTVSGFSLINYGVSWVRQP
PGKGLEWLGV
IWGDGNTNYQSALRSRLSIRKDTSKSQVFLKLNSVHTDG
TATYYCAKVGR

GNAMDHWGQGISVIVSS

161

78C10B6G4

QVQLKESGPGLVAPSQSLSITCTVSGFSLINYGVSWVRQP
PGKGLEWLGV
IRGDGNTNYQSALRSRLSIRKDTSKSQVFLKLNSVHTDGT
ATYYCAKVGR

GNAMDHWGQGISVIVSS

162

119G11D9%

EVQLQQSGPELVKPGASVKMSCKASGYTFTGFLMHWVK
QKPGQGLEWIGY
INPYNDGTKYSEKFKGKATLTSDKSSSTAFMELSSLTSDD
SAVYYCARLD

YGNAMDYWGQGTSVTVSS

113G12ESE6

QVQLKQSGPGLVQPSQSLSITCTVSDFSLTKYGVHWEFRQ
SPGKGLEWLGV
IWTGGNTDYNPALIPRLSFRKDNSKSQVFFKMNSLQSSDT
AVYYCARNGY

YGNAMDYWGQGTSVTVSS

164

116A8B7

EVQLQQSGPELVKPGASVKMSCKSSGYTFTGFLMHW VK
QKPGQGLEWIGY
INPYNDGTKYSEKFKGKATLTSDKSSSTAYMELSSLTSDD
SAVYYCGRLD

YGNAMDYWGQGTSVTVSS

165

105F7G12

QVQLKQSGPGLVQPSQSLSITCTVSDFSLTKYGVHWFRQ
SPGKGLEWLGV

164
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IWTGGNTDYNPALIPRLSFRKDNSKSQVFFKMNSLQSSDT
AVYYCARNGY
YGNAMDYWGQGTSVTVSS

84E9E12

DVQLQESGPGLVKPSQSLSLSCSVTGY SITSGYFWTWEFR
QFPGNKLEWMG
YISYDGSNNYNPSLKNRISITRDTSKNQFFLKLNSVTTEDT
ATYYCASFR

FFAYWGQGTLVTVSA

166

103F4D4

QVQLQQSGAELARPGASVKMSCKASGYTFPTY SIHWLK
QGPGQGLEWIGY
INPSTIYTNYNQKFKYKATLTADKSSSTAYIQLSSLTSDDS
AVYYCAREG

YGRGNAMDYWGQGTSVTVSS

149

110C12B6

EVQLQQSGPELVKPGASVKMSCKSSGYTFTGFLMHW VK
QKPGQGLEWIGY
INPYNDGTKYSEKFKGKATLTSDKSSSTAYMELSSLTSDD
SAVYYCGRLD

YGNAMDYWGQGTSVTVSS

165

8SHI12E8

QVQLKESGPGLVAPSQSLSITCTVSGFSLSNYGVSWVRQP
PGKGLEWLGV
IWAGGNTNYNSALMSRLRISKDNSKSQVFLKMNSLQTD
DTARYYCARHGY

GKGNAMDNWGQGTSVTVSS

167

103H2B4

QVQLQQPGAEPVKPGASVKLSCKASGYSFTNFLTHWVR
QRPGQGLEWIGE
INPTNGRTYYNEKFKRKATLTVDKSSTTVYMQLSNLTPE
DSAVFYCARIY

YGNSMDYWGQGTLVTVSA

168

103F6D3

QVQLQQSGAELARPGASVKMSCKASGYTFPTY SIHWLK
QGPGQGLEWIGY

INPNTIYTNYNQKFK YKTTLTADKSSSTAYIQLSSLTSDDS
AVYYCAREG

YGRGNAMDYWGQGTSVTVSS

169
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113E12F7 QVQLKESGPGLVAPSQSLSITCTVTGFSLSSYGVHWVRQP | 170
PGKGLEWLGV
IWAGGSTNYDSALMSRLSISKDRSKSQVFLKMTSLQTDD
TAMYYCARSLY

GNSFDHWGQGTTLTVSS

120B7B2 EVQLQQSGPELVKPGASVKMSCKASGYTFTGYIQWMK | 171
QKPGLGLEWIGF
INPYNDGTKYNEQFKGKATLTSDKSSNAAYMELSSLTSE
DSAVYYCARAY

FGNSFAYWGQGTLVTVSA

111B12D11 QVQLKESGPGLVAPSQSLSITCTVSGFSLTSYGVHWVRQP | 172
PGKGLEWLGV
IWAGGSTNYDSTLMSRLSISKDRSKSQVFLKMTSLQTDD
TAMYYCARSLY

GNSFDHWGQGTTLTVSS

111E7E2 QVQLKESGPGLVAPSQSLSITCTVSGFSLTSYGAHWVRQP | 173
PGKGLEWLGV
IWAGGSTNYDSALMSRLSISKDRSKSQVFLKMTSLQTDD
TAMYYCARSLY

GNSFDHWGQGTTLTVSS

100F4G12 EVQLQQSGPELVKPGASVKMSCKASGYTFTGFLMHWVK | 174
QKPGQGLEWIGY
INPYNDGTKYSERFKGKATLTSDKSSSTAYMELSSLTSDD
SAVYYCARLD

YGNAMDYWGQGTSVTVSS

IIpumep 3. IlonyyeHHe H OYHCTKA MOHOKJIOHAJIBHBIX AHTHTE/, PEArHPYHOIIHX C
CLD18A2

[0167] Ans moy4deHus OnpeneeHHOro KOJIMYeCTBA aHTUTEN B MT JUTsl (OY HKITHOHAJTBHOU
XapaKTepHU3aLUnH, KJIETKH rHOPUIOMBI BhICEBaIN B OnopeakTopsl Ha ocHoBe auanm3a (CELLine
CL1000, Integra, Chur, CH) mpu 2x10° kmerox/mu. CymnepHaTaHT, COmEpKalliii aHTHTEA,
cobupanu omuH pa3 B Hemenmro. Kakmoe MBIIMHOE MOHOKJIOHAJBHOE AHTUTENO OUHWINAIH C
ucnions3oBanueM renss Melon (Pierce, Rockford, USA) u KOHLEHTPHUpPOBaIN OCAKICHHEM
cyabdarom amMmoHus. KOHIEHTpauMO ¥ YHCTOTY AHTHTEN OLEHUBAIA C IOMOIIBIO
snekTpodopesa B refe ¢ JoAeHICY IbhaTOM HATPHSI U OKPAIIUBAHUS KYMAaCCH.

HpnMep 4. CBs3bIBaAHHE MbIIIHHBIX MOHOKJIOHAJbHbIX AHTHUTE, PCArHPYHOLIHX €
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CLD18A2

[0168] Knerku MKN45, koropsie ceepxakcnpeccupoBain CLD18A2, cobupanu uz komd.
100 mxut 1x10% keTok/Mi1 HHKYOHPOBAITH C IEPBBIMU AHTHTENIAMH, YKa3aHHBIMU Ha Qur. 3, B 3-
KpaTHBIX CEpUIHBbIX pa3BeneHusix, HaunHass co 100 ’M no 0,003 M, B Teuenue 30 MUHYT Ha
aeny. Ilocne nBykparsoit npomeiBku 200 mka Oydepa mns FACS, knerkun nHKyOMpOBaim co
BTOPBIM aHTHTEJIOM B TeueHue 30 MuHyT Ha Jbny. Kietku neaxasl mpombisaiu 200 Mk Oydepa
s FACS, nepenocumu B 5 mu-npobupky BD Falcon u amammsuposanu ¢ nmomomsio FACS.
PesynbTaTel Hccaen0BaHUS MOKA3aJIH, YTO OYUIIEHHOE MBILINHOE aHTUTENO MOKET CBA3bIBATHCS
¢ kierkamu MKN45, tpancennpoBanabvu yenoseueckum CLD18A2, kak ObLI10 ornpeneneHo ¢
MOMOILBIO TMPOTOYHON wLUTOMETpUH, ¢ BbicOkoM ECS50, mo CcpaBHEHHMIO C aHTHUTENOM,
HCIOJIb3y€MBIM B KaU€CTBE IIO3UTUBHOIO KOHTPOJIS.

IIpumep S. CBsizpiBaHHEe MBIIIHHBIX MOHOKJIOHAJIbHBIX AHTHUTEJ, PEArHPYIOLIHX €
myTaHTHbIM CLD18A2

[0169] Knerku SU620, snnorenHo skcnpeccupyromue CLD18A2, Hecymue MyTaLuio
M149L, cobupanu u3 koi6. 100 mxa 1x10° kieTok/Mi1 HHKYOUPOBAH C MEPBBIMU AHTUTENIAMH,
yKa3aHHbIMU Ha ¢ur. 4, B 3-KpaTHBIX CEPUIHBIX pa3BeneHusx, HauuHas co 100 HM mo 0,003 HM,
B TeueHne 30 MuHyT Ha Jpay. [locne aBykpatHO# nmpombiBku 200 Mk Oydepa s FACS, knerku
MHKYOHUPOBAJIN CO BTOPBIM aHTUTEJIOM B TedueHHe 30 MUHYT Ha Jiby. KieTku 1Ba el MpoMbIBaIIHN
200 mxn 6ydepa nnsa FACS, nepenocunu B 5 mi-npobupky BD Falcon u aHamusuposanu ¢
nomoipto FACS. Pesynbrathl nuccienoBaHusi MOKa3alyd, YTO OYUINEHHOE MBIIIMHOE AHTUTENO
MOXKET CBs3bIBaTbCA ¢ kieTkaMu SU620, SHOOTeHHO SKCIPECCHPYIOINMH YeIOBEYECKUI
CLD18A2, necymmii myTtaumto MI149L, kak ObulO ONpeneneHo C TMOMOIIBI MPOTOYHOH
uToMeTpu, ¢ Beicokoil EC50, B TO Bpemsi Kak KOHTPOJBHOE aHTUTEJO HE BBIMOJHSAIO TAKOH
¢bynkimu (dur. 4).

[Ipumep 6. Cesi3piBaHHE MBIIIHHBIX MOHOKJIOHAJIBHBIX AHTHUTEJ, PEArHPYIOLIHX €
CLD18A2 mbimeii 1 c00aKonog00HbIX 00e3bsIH.

[0170] [nst oueHKH mepeKkpecTHON peakTUBHOCTH 3THX aHTUTen ¢ CLD18A2 wmpimu u
cobakononoOHbIx 00e3bsiH, kinerkn HEK?293, koropeie cepxskcnpeccupoBain CLD18A2
MbIIIEH, COOaKONMOTOOHBIX 00€3bsIH WK YeNioBeka, codupanu u3 kosd. 100 mxir 1x10° kixeTok/mi
UHKYOHpOBAJIM C TEPBBIMH AHTUTEJIAMH, YKa3aHHbIMA Ha ¢ur. 3, B 3-KpaTHBIX CEPHHHBIX
passenenusix, HaunHasi co 100 HM no 0,003 HM, B Teuenue 30 MmuHyT Ha nbay. Ilocne nBykpatHoi
npombiBku 200 Mk Oydepa anst FACS, kneTkun nHKyOUpOBaIX CO BTOPBIM aHTUTEJIOM B TEUCHUE
30 munyT Ha pAy. Kietku aBaskael npombiBanu 200 Mk O6ydepa nns FACS, nepeHocuiu B 5 mut-
npobupky BD Falcon u anammsupoBamu ¢ momomnstd FACS. PesynbTaThl ucCIemOBaHUS
MOKa3ajy, YTO OYMILNEHHbIe MbILUINHbIE aHTUTeNna MOryT cBs3biBaTecsi ¢ CLDI18A2 mbliueil u
cobakononoOHbIX 00e3bsiH, Kak ObLIO OMpPEeAeNeHO € MOMOINBI) MPOTOYHOW LIUTOMETPUU C
BbICOKMM 3HaudeHHMeM ECS50, mo MeHblieil Mepe aHaJIOTWYHBIM 3HAUYEHUSM JAJs STaJTOHHBIX
anruren (ur. 5, 6 u 7).

IIpumep 7. CsizbiBaHHE XUMEPHbIX aHTHTe, pearupyomux ¢ CLD18A2

[0171] Mpunubasie rensi VH uw VK ObUtM TONMy4YeHBI TyTEeM CHHTE3a, a 3aTeM
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COOTBETCTBEHHO KJIOHHPOBAHBI B BEKTOPBI, COZEpPIKAIIIe KOHCTAHTHBIE JOMEHBI raMMa-1 1 kammna
yeyoBeka. OUHIIEHHbIE XUMEPHBIE aHTUTENA MONy4au u3 TpanchennpoBanabx kiaerok CHO.

[0172] Knetku MKN45, kotopsie ctabuibro 3xcpeccupoBani CLD18A2 wnmu CLD18A1
4eJioBeka, cobupau u3 koud. 100 mxit 1x10° keTok/Mit HHKYOHPOBAITH C TEPBBIMEI XUMEPHBIMH
aHTHUTENaMH, YKA3aHHBIMU Ha (Qur. 4, B 3-KpaTHBIX CEPUIHBIX pa3BeneHHsX, HaunHas co 100 EM
no 0,003 uM, B Teuenue 30 munyT Ha Jbay. [locne aBykpatHOit mpomeiBku 200 Mk Oydepa s
FACS, xnerkn mHKyOMpOBaJM CO BTOPbIM aHTUTENOM B TedeHne 30 MuHYT Ha jpay. Kuerku
aBakael mpombianu 200 mxn Oydepa ans FACS, nepenocunu B 5 mur-npobupky BD Falcon u
aHanusupoBain ¢ nomouibio FACS. Pesynbrarel ucciaenoBaHusi MOKa3ald, YTO XUMEpPHbIE
aHTUTEJIAa MOTYT CBsI3bIBaThCA C yenoBeueckuM CLD18A2 ¢ Bricokum 3HaueHueM EC50, HO He ¢
CLD18A1 (¢ur. 8 u9).

IIpumep 8. AHTHTE/I0-3aBHCHMAS KJI€TOYHASI HUTOTOKCHYHOCTE (ADCC) xumepHbIX
AHTHTEJ

[0173] B Ouoanammze Ha ADCC ¢ HCNONb30BaHUEM DENOPTEPHOrO IeHa NPOBOIWIN
aIbTePHATUBHOE CUMThIBaHUE Ha Oosiee panHel cramun aktuBauuu nytd ADCC MOA, To ectb,
akTHBaLUK TpaHckpunuuu rexHa o nytd NFAT (snepHoro ¢akropa ak THBUPOBaHHBIX T-KJIETOK)
B 3 dexropnoii knerke. Kpome Toro, B 6roananuze Ha ADCC ¢ ucnosib30BaHHEM PENOPTEPHOTO
reHa, B KauecTse 3P QeKTOpHBIX KIETOK Opanu CKOHCTpyupoBaHHble KieTku Jurkat, crabuibHO
skcnpeccupyromue peuentrop FcyRIlla, Bapuant V158 (¢ BrICOKOH ah(PUHHOCTBIO) U 3JIEMEHT
orBera NFAT, 3anyckaromumii sKCpeccHo Jroiudepassl CBETIsAKa. BUOJOrHYeCKy0 aKTHBHOCTh
antutesl B ADCC MOA KOJMYeCTBEHHO OLIEHUBAJIU C TIOMOIIBIO JIFOLH(epasbl, MPOIY LIUPYeEMOK
B pesynbrare aktuBaumud nmyTH NFAT, u akTuBHOCTH mormdepassl B 3(HEKTOPHON KieTKe
KOJIMYECTBEHHO OLEHHMBAJIU IyTeM CUYUThIBaHUS JomuHecueHuuu (¢ur. 1). CurHam Obun
BBICOKMM, a ()OH aHaIN3a ObLT HU3KUM.

[0174] Cepuiinble pa3BeAeHUSI XUMEPHOTO MOHOKJIOHAIBHOTO AHTUTEN A TPOTUB KJIay AMHA
18.2 mnu sranonHoro Ab mHKyOMpOBaJH B Te4eHHE O YaCOB Mocyie MHAyuHupoBaHus npu 37°C
BMECTE CO CKOHCTPYHPOBaHHBIMU 3 exkTopHbiMU KiteTkaMu Jurkat (3¢ pexTopHBIME KIIETKaMH B
ounoanamuze Ha ADCC), B mpuCyTCTBUU WM B OTCYTCTBUH KJIETOK-MHUIIEHEH, HCIIOIB3yEeMbIX B
onoanammze Ha ADCC (skcmpeccupyromux kiayauH 18.2). AxTUBHOCTH jmouugepassl
KOJINYECTBEHHO OMpPEIEISIIN C UCTONb30BaHNueM peareHTa Bio-Glo™ (Tabnuma 2). PesynbraThl
MOKa3aJIM, YTO 3TH XUMEPHbIe aHTuTeNa 00yanaT oueHb CuibHOU ADCC-akTHBHOCTBIO.

Tabruya 2. EC50 mecmupyemuix anmumeit

AHTHTE]IO ECS50 (nM)
4F11E2 22,18
12F1F4 36,77
64G11B4 125,7
72C186A3 46,32
78E8G9G6 15,86
103F6D3 79,53
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120B7B2 5,806

OrtanonHoe Ab 458.5

IIpumep 9. I'ymanuszanust MpimuHbIX MAb 4F11E2, 72C1B6A3 u 120B7B2
[0175] Tennr BapuwabenbHOU obOmactu mAb 4F11E2, 72C1B6A3 u 120B7B2

UCTIONIb30BAJIM JJIsl CO3MaHMsi TyMaHW30BaHHBIX MADb. Ha mepBoit cramuu sToro mpomecca,

aMHHOKHUCIIOTHBIE nocienosarenbHocTd VH u VL MAD cpaBHuBanu ¢ goctynHol 0a30i JaHHBIX
NOCJIEOBAaTEIbHOCTE TIeHOB Ig  denmoBeka i IMOHMCKa  HauOonee  MOAXOISLINX
MOCJEA0BATEIBHOCTEN IT'€HOB 1g 3apOabIIEBON JIMHUH Y€JIOBEKA.

[0176] AMUHOKHCIIOTHBIE MOCIEIOBATENIBHOCTH I'Y MAHN30BAHHBIX AHTUTEJ NT€PEUNUCIICHbI
Hiwke B Tabnure 3.

Tabauua 3. 'yMaHn30BaHHbIE NOCJIEA0BATEIBHOCTH

HaszBanue ITocienoBaTeILHOCTD SEQ 1D
NO:
4F11VH 1 EVQLVESGGGLVQPGGSLRLSCAASGFTFSTFGMHWVR | 175

(mpuButast VH) | QAPGKGLEWVSYITSGNSPIYFTDTVKGRFTISRDNAKN
SLYLQMNSLRAEDTAVYYCARSSYYGNSMDYWGQGT
LVTVSS

4F11VH 2 EVQLVESGGGLVQPGGSLRLSCAASGFTFSTFGMHWVR | 176
QAPGKGLEWVAYITSGNSPIYFTDTVKGRFTISRDNAKN
SLYLOMNSLRAEDTAVYYCARSSYYGNSMDYWGQGT
LVTVSS

4F11VH 3 EVQLVESGGGLVQPGGSLRLSCAASGFTFSTFGMHWVR | 177
QAPGKGLEWVAYITSGNSPIYFTDTVKGRFTISRDNAKN
TLYLOQMNSLRAEDTAVYYCARSSYYGNSMDYWGQGT
LVTVSS

4F11VL 1 DIVMTQSPDSLAVSLGERATINCRSSQSLLNSGNRKNYL | 178
(mpuBuras VL) | TWYQQKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDF
TLTISSLQAEDVAVYYCQNAYSYPFTFGGGTKLEIK

4F11VL 2 DTVMTQSPDSLAVSLGERATINCRSSQSLLNSGNRKNY | 179
LTWYQQKPGQPPKLLIYWASTRESGVPDRFSGSGSGTD
FTLTISSVQAEDVAVYYCQNAYSYPFTFGGGTKLEIK

4F11VL 3 DTVMTQSPDSLAVSLGERVTLNCRSSQSLLNSGNRKNY | 180
LTWYQQKPGQPPKLLIYWASTRESGVPDRFSGSGSGTD
FTLTISSVQAEDVAVYYCQNAYSYPFTFGGGTKLEIK
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72C1VH 1
(mpusuras VH)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTTYPIEWV
RQAPGQRLEWMGNFHPYNDDTKYNEKFKGRVTITRDT
SASTAYMELSSLRSEDTAVYYCARRAYGYPYAMDYW
GQGTLVTVSS

181

72C1VH_2

QVQLVQSGAEVVKPGASVKVSCKASGYTFTTYPIEWM
RQAPGQRLEWMGNFHPYNDDTKYNEKFKGRVTITVDT
SASTAYMELSSLRSEDTAVYYCARRAYGYPYAMDYW
GQGTLVTVSS

182

72C1VH 3

QVQLVQSGAEVVKPGASVKVSCKASGYTFTTYPIEWM
KQAPGQRLEWMGNFHPYNDDTKYNEKFKGRVTITVDT
SASTAYMEVSSLRSEDTAVYYCARRAYGYPYAMDYW
GQGTLVTVSS

183

72C1VH._4

QVQLVQSGAEVVKPGASVKMSCKASGYTFTTYPIEWM
KQAPGQRLEWMGNFHPYNDDTKYNEKFKGRVTLTVD

TSASTVYLEVSSLRSEDTAVYYCARRAYGYPYAMDYW
GQGTLVTVSS

184

72C1VL_1
(npuBuTtas VL)

DIVMTQSPDSLAVSLGERATINCKSSQSLLNSGNQKNYL
TWYQQKPGQPPKLLIYRASSRESGVPDRFSGSGSGTDFT
LTISSLQAEDVAVYYCQNDYTYPYTFGGGTKLEIK

185

72C1VL 2

DIVMTQSPDSLAVSLGERATISCKSSQSLLNSGNQKNYL
TWYQQKPGQPPKLLIYRASSRESGVPDRFSGSGSGTDFT
LTISSLQAEDVAVYYCQNDYTYPYTFGGGTKLEIK

186

72C1VL 3

DIVMTQSPDSLAVSLGERVTMSCKSSQSLLNSGNQKNY
LTWYQQKPGQPPKLLIYRASSRESGVPDRFSGSGSGTDF
TLTISSVQAEDVAVYYCQNDYIYPYTFGGGTKLEIK

187

120B7VH 1
(npusuras VH)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYIIQWV
RQAPGQRLEWMGFINPYNDGTKYNEQFKGRVTITRDTS
ASTAYMELSSLRSEDTAVYYCARAYFGNSFAYWGQGT
LVTVSS

188

120B7VH 2

QVQLVQSGAEVVKPGASVKVSCKASGYTFTGYIQWM
RQAPGQRLEWMGFINPYNDGTKYNEQFKGRVTITSDTS
ASAAYMELSSLRSEDTAVYYCARAYFGNSFAYWGQGT
LVTVSS

189
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120B7VH 3 QVQLVQSGAEVVKPGASVKVSCKASGYTFTGYIIQWM | 190
KQAPGQRLEWIGFINPYNDGTKYNEQFKGRATITSDTS
ASAAYMELSSLRSEDTAVYYCARAYFGNSFAYWGQGT
LVTVSS

120B7VH_4 EVQLVQSGAEVVKPGASVKMSCKASGYTFTGYIIQWM | 191
KQAPGQRLEWIGFINPYNDGTKYNEQFKGRATLTSDTS
ASAAYMELSSLRSEDTAVYYCARAYFGNSFAYWGQGT
LVTVSS

120B7VL 1 DIVMTQSPDSLAVSLGERATINCKSSQSLLNSGNQKNYL | 192
(mpuBurasg VL) | TWYQQKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDF
TLTISSLQAEDVAVYYCQNGY YFPFTFGGGTKLEIK

120B7VL 2 DIVMTQSPDSLAVSLGERATISCKSSQSLLNSGNQKNYL | 193
TWYQQKPGQPPKLLMYWASTRESGVPDRFSGSGSGTD
FTLTISSLQAEDVAVYYCQNGYYFPFTFGGGTKLEIK

120B7VL 3 DIVMTQSPDSLAVSLGERATISCKSSQSLLNSGNQKNYL | 194
TWYQQKPGQPPKLLMYWASTRESGVPDRFSGSGSGTD
FTLTISSGQAEDVAVYFCONGYYFPFTFGGGTKLEIK

120B7VL 4 DIVMTQSPDSLAVSLGERVTMSCKSSQSLLNSGNQKNY | 195
LTWYQQKPGQPPKLLMYWASTRESGVPDRFSGSGSGT
DFTLTISSGQAEDVAVYFCQNGYYFPFTFGGGTKLEIK

[0177] T'ymanusupoBanubie TeHbl VH u VL ObutH MOJTyYeHBI MyTEM CHUHTE3a, a 3aTEM
COOTBETCTBEHHO KJIOHUPOBAHbBI B BEKTOPBI, COAEPKAINE KOHCTAHTHBIE IOMEHbI raMMa-1 1 kanmna
yenoeka. CrapuBanue yenoseueckux VH u VL mpuBogmino k 00pa3oBaHUIO TyMaHU30BaHHBIX
antuten (cm. Tabmuny 4).

Tabnuya 4. I'ymanuzosannvie anmumeina c obracmamu VH u VL

4F11E2
VH 4F11VH_1 4F11VH_2 4F11VH_3
VL
4F11VL 1 hud4F11.1 hud4F11.4 hu4F11.7
4F11VL _2 hudF11.2 hud4F11.5 hu4F11.8
4F11VL_3 hudF11.3 hud4F11.6 hu4F11.9
72C1B6A3
VH 72C1VH_1 72C1VH_2 72C1VH_3 72C1VH_4

VL
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72C1VL_1 hu72C1.10 hu72C1.13 hu72C1.16 hu72C1.19
72C1VL_2 hu72C1.11 hu72C1.14 hu72C1.17 hu72C1.20
72C1VL_3 hu72C1.12 hu72C1.15 hu72C1.18 hu72C1.21
120B7B2

VH 120B7VH _1 120B7VH_2 120B7VH_3 120B7VH_4
VL

120B7VL_1 hul20B7.22 hul20B7.26 hul120B7.30 hul20B7.34
120B7VL_2 hul20B7.23 hul20B7.27 hul20B7.31 hul20B7.35
120B7VL_3 hul20B7.24 hul20B7.28 hul20B7.32 hul20B7.36
120B7VL_4 hul20B7.25 hul120B7.29 hul20B7.33 hul20B7.37

IIpumep 10. CBsi3piBaHNe T'YMAHH30BAHHBIX aHTHTeJ, pearupyromux ¢ CLD18A2

[0178] Knetku MKN45, kotopsle crabunbHo skcnpeccuposanu CLD18A2 wnu CLD18A1
uejioBeka, cobupamu u3 konmb. 100 mkm 1x10° kmerok/msi MHKYOMPOBAJIM C MEPBBIMH
I'YMaHU30BAaHHBIMH AHTHTEJIAMH, YKa3aHHBIMU Ha (Ur. 4, B 3-KPaTHBIX CEPHHUHBIX Pa3BENEHHSX,
HaunHasA co 100 HM no 0,003 HM, B Teyenue 30 MuHyT Ha abay. Ilocne AByKkpaTHON NPOMBIBKU
200 mka Oygepa ninst FACS, knetku nHKyOMpOBaiu CO BTOPBIM aHTUTENIOM B TeueHHe 30 MUHYT
Ha siby. Knerku nBaxxnpr mpomsisanu 200 Mk Oy depa st FACS, nepenocunu B 5 Mit-npoOupKy
BD Falcon u anammsupoBanu ¢ nomombio FACS. PesynbsraTsl MccinenoBaHus MOKA3aiH, YTO
yKa3aHHble TYMAHHU30BaHHbIE AHTUTENAa MOTYT CBs3biBaTbCsl ¢ denoBeueckum CLDI18A2 ¢
BbicOkMM 3HaueHueM ECS0, Ho He ¢ CLD18A1 (¢ur. 10 u 11).

Ipumep 11. CBsa3piBaHHEe TYMAHH30BAHHBIX AHTUTE] € OTCyTcTBHeM pucka PTM
(mocTrpaHcasaHOHHON Moaupukauun), pearupyromux ¢ CLD18A2

[0179] Bo

nocrrpaHcysanuonHeie  Momudukarmu (PTM), koTopble MOTYT CO3/1aBaTh OIpEIEIeHHbIE

BpeMsl TOJIyUYEHHUs] TEpareBTHMYeCKOro Oellka MOTYyT  BO3HHKATh
npoOJIeMbl, TAaKHWEe KaK IMOBBIIIEHHAs] F€TePOreHHOCTb, CHI)KEHHUE OMOJIOTHYECKOW aKTHBHOCTH,
CHIDKEHHE CTaOMJIbHOCTH, WMMYHOT€HHOCTb, ()parmMeHTanusi u arperaims. lloTeHimanpHOE
Bo3zencTeue PTM 3aBUCHT OT MX JIOKAJIHW3aLUU WU, B HEKOTOPBIX CJy4YasiX, OT BO3AEHCTBUSA
pacteopureneii. CDR mocnenoBaTebHOCTH aHAJIM3UPOBANUA HAa CIENYOIINE TMOTCHIHATbHBIC
PTM: nesamuaupoBaHue acrmaparvHa, W30MEPU3AIMIO acmapTaTta, oOpa3oBaHUE CBOOOIHBIX
rpynn
MOTEHLHMAIbHOMY CalTy THApPOIN3A U T.IN.

[0180] Hdnst cHmwkenusi pucka obpaszosanusi PTM B 4F11E2, 72C1B6A3 u 120B7B2,

HEKOTOphle mpoOieMHble aMuHOKUCIOTHI B VH u VL Opumn 3amenensl. Ilocie storo Obuio

THOJIOBBIX UCTenHa, N-TJIUKO3WJIUPOBAHUE, OKHCIIEHHe, (parMeHTaluio 1O

MOJIYYCHO ACBATH AaHTUTECIT.

Knonbi HC:LC* No.
HC N55Q-LC N31E 1

4F11E2 HC N55Q-LC S32A 2
HC NSSE-LC S32A 3




63

HC NSSE&N104Q-LC S32A 8

HC NSSE&NI04E-LC S32A 9

HC N5SE&S105A-LC S32A 10

HC WT-LC N31E 4
72C1B6A3

HC WT-LC S32A 5

HC G57D&S104A-LC-N96E&N31E 6
120B7B2

HC G57D&S104A-LC-S32A&G97A 7

*  Jlokammzanyst  aMUHOKUCIOT — (Hampumep, NS55)  COOTBETCTBYeT  HOMeEpY
AMHHOKHCJIOTHOI'O OCTaTKa B COOTBETCTBYIOLIEH aMUHOKUCIOTHOM NOCIe0BaTeNbHOCTH VH min

VL, a He no Kabary nnm Yorwst.

AnTtute | MyTan SEQ ID
HocnenoBaTeibHOCTH (MyTALHMS BblIeJI€HA)
J10 T NO:

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTFGMHW | 196
VRQAPGKGLEWVSY
ITSGQSPIYFTDTVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARSS

YYGNSMDYWGQGTLVTVSS

HC
N55Q

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTFGMHW | 197
VRQAPGKGLEWVSY
ITSGESPIYFTDTVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARSS

YYGNSMDYWGQGTLVTVSS

HC
NSSE

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTFGMHW | 198
HC VRQAPGKGLEWVSY

NS5SE & | ITSGESPIYFTDTVKGRFTISRDNAKNSLYLQMNSLRA
N104Q | EDTAVYYCARSS

YYGQSMDYWGQGTLVTVSS

4F11E2

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTFGMHW | 199
HC VRQAPGKGLEWVSY

NS5SE & | ITSGESPIYFTDTVKGRFTISRDNAKNSLYLQMNSLRA
NI104E | EDTAVYYCARSS

YYGESMDYWGQGTLVTVSS

HC EVQLVESGGGLVQPGGSLRLSCAASGFTFSTFGMHW | 200
N5SE & | VRQAPGKGLEWVSY
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ITSGESPIYFTDTVKGRFTISRDNAKNSLYLQMNSLRA
EDTAVYYCARSS
YYGNAMDYWGQGTLVTVSS

LC
N31E

DIVMTQSPDSLAVSLGERATINCRSSQSLLESGNRKN
YLTWYQQKPGQPP
KLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAED
VAVYYCQNAYSY

PFTFGGGTKLEIK

201

LC
S32A

DIVMTQSPDSLAVSLGERATINCRSSQSLLNAGNRKN
YLTWYQQKPGQPP
KLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAED
VAVYYCQNAYSY

PFTFGGGTKLEIK

202

72C1B6
A3

HC WT

QVQLVQSGAEVKKPGASVKVSCKASGYTFTTYPIEW
VRQAPGQRLEWMGN
FHPYNDDTKYNEKFKGRVTITRDTSASTAYMELSSLR
SEDTAVYYCARRA

YGYPYAMDYWGQGTLVTVSS

181

LC
S32A

DIVMTQSPDSLAVSLGERATINCKSSQSLLNAGNQKN
YLTWYQQKPGQPP
KLLIYRASSRESGVPDRFSGSGSGTDFTLTISSLQAED
VAVYYCQNDYIY

PYTFGGGTKLEIK

203

LC
N31E

DIVMTQSPDSLAVSLGERATINCKSSQSLLESGNQKN
YLTWYQQKPGQPP
KLLIYRASSRESGVPDRFSGSGSGTDFTLTISSLQAED
VAVYYCQNDYIY

PYTFGGGTKLEIK

204

120B7B
2

HC
G57D
&S104

QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYIIQW
VRQAPGQRLEWMGF
INPYNDDTKYNEQFKGRVTITRDTSASTAYMELSSLR
SEDTAVYYCARAY

FGNAFAYWGQGTLVTVSS

205

LC-

DIVMTQSPDSLAVSLGERATINCKSSQSLLNAGNQKN

206
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S32A | YLTWYQQKPGQPP

&G97A | KLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAED
VAVYYCQNAYYF

PFTFGGGTKLEIK

DIVMTQSPDSLAVSLGERATINCKSSQSLLESGNQKN | 207
YLTWYQQKPGQPP

LC- KLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAED
N96E | VAVYYCQEGYYF

&N31E | PFTFGGGTKLEIK

[0181] Knerku MKN45, xoropsie ctabuibho skcripeccupoBani CLD18A2 wnu CLD18A1
yejoBeka, cobupanu u3 komd. 100 mka 1x10° xirerox/mn MHKYOHpOBAIM C MEPBBIMH
MyTHUPOBaHHBIMH T'yMAaHM30BAaHHBIMU AHTHUTENAMH, YKa3aHHbIMH Ha ¢ur. 4, B 3-KpaTHbIX
CepUIHHBIX pa3BeAeHUsX, HaunHas co 100 ’M o 0,003 uM, B Teuenue 30 muHyT Ha abay. ITocne
nBykpatHOH mnpombiBkH 200 Mkn Oydepa mmst FACS, knerku uHKyOMpOBaJM CO BTOPBIM
aHTuTenioM B TedeHue 30 MuHyT Ha Jbay. Knerku msaknel mpombiBanu 200 Mk Oydepa amnst
FACS, nepenocunn B 5 mu-mpobupky BD Falcon u anammsupoBamu ¢ momombio FACS.
PesynbraTel ucclenoBaHMs IOKa3aldd, YTO YKA3aHHbIE AHTUTENA MOTYT CBSI3BIBATBCS C
yenoBeueckuM CLD18A2 ¢ Beicokum 3HauenneM EC50, Ho He ¢ CLD18A1 (dur. 12 u 13).

[0182] Jlns oueHKH aHTHreHCBsi3bIBarOLIEH crnocoOHoctn BapuantoB 4F11E2d (HC
NSSE/LC S32A) u 4F11E2d (H N5SE N104Q/LC S32A) 6e3 pucka moaudukanum, BapUaHThI
OBUIM MPOTECTUPOBAHBI B KJIETOYHOM aHAJIHM3e Ha CBsi3biBaHue. CepuilHO pa3BeeHHbIC AaHTUTENA
nporuB CLDN18.2, HauuHast co 100 HM, unkybuposanu ¢ 10° kieTok B TeyeHune 30 MUHYT Ha
abay. [Tocne npombisku Oydepom mis FACS, kinerku nakyOuposaiu ¢ APC-MedeHHbIM BTOPbIM
aHTUTENIOM B TeueHne eme 30 MHUHYT Ha JbAy. KJeTku, CBs3aHHbIE C aHTHTEJIaMHU, ObUTH
npoanann3upoBansl ¢ nomoueio FACS. BapuaHTel mokasaiu CUIIbHOE CBA3BIBAHHE C KJIAY THHOM
18.2 Ha kneTouyHo moBepxHOCTH (ur. 14).

IIpumep 12. AmHTHTen03aBHCHMAasi KJjeToyHass nuToTOKCHYHOCTHL (ADCC)
rYMAHU30BAHHBIX aHTUTeJ] 0e3 pucka PTM

[0183] CepuitHble pa3BeneHHs T'yMaHHW30BAHHBIX AHTUTEN MPOTUB KiayauHa 182 ¢
orcyrctBueM pucka PTM wmmu sTamonHoro Ab wHKyOMpoBamM B TedeHHE 6 YacoB IOCHe
uHaynuposaHus npu 37°C BMecTe cO CKOHCTPYHPOBaHHBIMU 3(dexTopubivu knetkamu Jurkat
(3¢ dexropupiMu KIeTkamu B Onoanannze Ha ADCC), B IpUCYTCTBHH WIIM B OTCYTCTBUH KJIETOK-
MUIIeHeH, ucnojb3yemMbix B OuoaHanmuze Ha ADCC (skcmpeccupyromux knaynuH 18.2).
AKTHUBHOCTB JHOIH(epa3bl KOJMYECTBEHHO ONMPEAEIsUIA ¢ UCTIOIb30BaHNEM pearenTta Bio-Glo™
(Tabmuua 2). PesynbraThl MOKa3aly, YTO 3TH I'YMaHM30BAaHHBIE AHTUTENA OOJNANAIOT OYEHb
cunbHON ADCC-aKTUBHOCTBIO.

Ta6auna S. ADCC
| No. IIpoTrecTHpOBAHHOE AHTHTEJ10 | ECS0 (nM) |
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1 4F11E2 -HC N55Q-LC N31E 238,1
2 4F11E2 -HC N55Q-LC S32A 413,9
3 4F11E2 -HC N55E-LCS32A 148,1
4 72C1B6A3-HC WT-LC N31E 1651

5 72C1B6A3-HC WT- LCS32A 190,5
6 120B7B2-HC G57D&104A- LC-N96E&N31E  [492,6
7 120B7B2-HC G57D&I0 4A-LC-S32A&G97A 113,9

Ref Ab OrtanonHoe Ab 158,3

IIpumep 13. KapTupoBanue 3nuTonos

[0184] Bce aMUHOKUCIOTHI BHEKJIETOYHOTO IOMEHA KiayauHa 18.2 OTAeNbHO 3aMeHsUH
Ha A. Kaxnplii MyTaHTHBIN KJayAuH WU KiIayAuH 18.2 AMKOro Tuma mepeHOCHSIN B KIIETKU
Hek293. Dkcnpeccuro knaynuHa 18.2 OleHHMBamM C HCHOJB30BAHUEM YKAa3aHHBIX AHTHUTE.
PesynbraTel nokasans! Ha ¢ur. 15 (rmokasaHsl TOJIBKO AMUHOKHCIIOTHBIE OCTATKH, IZI€ MyTaLHsI
NPUBOJIMJIA K CHIDKEHHUIO YPOBHS CBSI3bIBAHUA).

[0185] Kak nokaszano Ha ¢ur. 15, amunokucnorsl W30, N45, Y46, G48, L49, W50, C53,
V54, RS55, E56, S58, F60, E62, C63, R80, Y169 u G172 ydacTBYIOT B CBSI3bIBAHHH TpPeX
nporectupoBaHHbix antuten, 4F11E2 (H4F), 72C186A3 (H72C1) u 120B7B2 (120) wiu
sTanonHoro anrutena 175D10 (IMAB362). W30, no-Bugumomy, o0pa3yeT KjacTep OCTaTKOB B
NepBOil TOJIOBUHE MEPBOTO BHEKJIETOYHOTO AoMeHa Oenka kinaynuHa 18.2. N45, Y46, G48, 149,
W50, C53, V54, R55, ES6, S58, F60, E62 u C63 npencrasisitoT coO0i BTOPO# KlacTep OCTATKOB
B OZIHOM U TOM K€ BHEKJIETOUHOM aoMeHe. C npyroii ctopossl, Y 169 u G172, pacnionoxeHs! Ha
BTOPOM BHEKJIETOUYHOM JIOMEHE WU BOJU3U OT HEro.

[0186] Brutn uaeHTHUPHUIUPOBAHBI KPUCTAJUIMYECKUE CTPYKTYPhI PA3IUYHBIX OENKOB
kynaynuHa. Kak mokasano Ha ¢ur. 20 (cm. Suzuki et al., Ann. NY Acad. Sci., 1397: 25-34), Genku
KJIAyZMHA BKJIIOYAIOT YEThIPEe TPAHCMEMOPAHHBIX CErMEHTa, KOPOTKUI BHYTPUKJIETOYHbIH N-
KOHel, OOJIbIIYI0 MEPBYIO BHEKJieTouHyro nermo (mermimo 1, wimu ECS1), xotopas comepskut
KOHCeHCYCcHbI MOTHB W-LW-C-C, Gosiee KOPOTKYIO BTOPYIO BHEKJIETOUHYIO METIIO (TIETIIO 2
wi ECS2) u BHyTpuknerounsiii C-koHueBoi xBocT. [lerns 1 Bximrovaer uetsipe f= uenu: 1, B2,
B3 u B4, a npyrue neTiau BKIYAET OAHY P-1emb, BS.

[0187] 3amensr W30, L49 u W50 Ha anaHuH, BEpOSTHO, MPHUBOIST K JeCTAOMIU3ALNU
koHpopmauuu netinu 1. Myrammu C53 wnu C63, BEpOSTHO, HAPYLIAOT TUCYIbPHUIHYIO CBSI3b
mexay B3 u 4. R80, BeposTHO, HrpaeT BAKHYIO POJIb B MOAJEPKAHUH B3aMMOACHCTBUS MEKIY
napaJuTeIbHBIMUA MOJIEKYJIaMu KJiayauHa 18.2 Ha KJIeTOYHOMN MOBEPXHOCTH WJTH JJIs CTAOMTH3auu
koHpopmanmu netsu 1. OcranpHbie ocTaTky, BKIFo4ast N45, Y46, G48, V54, RS5, ES6, S58, F60
u E62 (B metne ot 3 nof4) u Y169 u G172 (B B5), BEPOSATHO, MPENCTABISIIOT COOOH MOrpaHUIHY IO
00J1aCTh IJIs1 CBA3BIBAHUS C TECTUPYEMBIMH 3/1€Ch AHTUTEIIAMH.

IIpumep 14. CpaBHenue rymannszoBaHHbiXx anTuTe] 4F11E2, 72C1B6A3 u 120B7B2
€ 3TAJIOHHBIM aHTHTEJOM 175D10 nporus kaayanHa 18.2

Ceszvieanue na K1emounoil OCHoge

[0188] [list cpaBHEHHsI TYMaHHW30BaHHBIX aHTHTEN MpoTuB kiayanaal8.2: 4F11E2 (HC
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NSSE/LC S32A), 72C1B6A3 (HC WT/LC S32A) u 120B7B2 (HC G57D S104A/LC S32A G97A)
¢ stajoHHbIM aHtHTesnoM 175D10 (IMAB362), B sTom Ilpumepe ompenensiu CBsI3bIBAHHE B
KJIETKaX, OKcrmpeccupyromux uenoseveckudl knayauH 182, Knerku CHO-KI1, xotopsie
crabminbHO 3Kcnpeccupoaiy denoBedecknii CLD18A2, copTupoBasiu 1o BEICOKOMY U HU3KOMY
YPOBHIO 3KCIPECCUM HUCXOAsl U3 YpoBHA skcmpeccun yenoseueckoro CLDNI18.2. CepuiiHo
pasBenennbie antutesa nporus CLDN18.2, nauunasi ¢ 100 HM, unkybuposau ¢ 10° kieTok B
teuenne 30 muHyT Ha sbay. Ilocne nmpombiBku Oydepom anst FACS, knerkun MHKyOHpOBaIH C
APC-MeueHbIM BTOpPBIM aHTUTEJIOM B TedeHHe eiie 30 MuHYT Ha Jbay. Knerku, cBA3aHHbBIE C
aHTHUTeJIaMH, aHaIu3upoBaiu ¢ nomounpro FACS.

[0189] Kak mokazano Ha ¢ur. 16, 4F11E2, 72C1B6A3 u 120B7B2 nmpogeMOHCTprpOBaIU
npeBocxonaHoe cBsizbiBaHue ¢ 175D10 B kimerkax CHO-KI1 kak ¢ BBICOKUM, TaKk U C HU3KUM
coneprkaHueM kiayauna 18.2.

Ananuz na ADCC

[0190] Jns nanbheitmero cpaHenust ADCC-3¢¢exTa ryMaHN30BaHHBIX AaHTUTEN POTUB
kiaynuHal8.2: 4F11E2 (HC NSSE/LC S32A), 72C1B6A3 (HC WT/LC S32A) u 120B7B2 (HC
G57D S104A/LC S32A G97A) ¢ sranonnsiM antutesiom 175D10 (IMAB362), B atom [Ipumepe
onucad aHanu3 Ha ADCC B knetkax. Bxparue, kinerku NK92 coBMeCTHO KyJbTHBHPOBAIHU C
KJeTkaMu 293 co cBepxaKcIpeccuel kiaayauHa 18.2 B MPUCYTCTBUHM Pa3jMYHBIX A03 AHTUTEN
npotuB kiaynuHa 18.2. Kak mnokaszano Ha ¢ur. 17, 4F11E2, 72C1B6A3 u 120B7B2
nponeMoHcTpupoBaiy 6onee BbiIcOKyr0 ADCC-akTUBHOCTD MO CpaBHEHUIO ¢ aHTUTENIOM 175D 10.

[0191] dnst HekoTOpbIX TepaneBTUYeCKUx anturel, ycuienne ADCC MokeT yBeInunBaTh
TepaneBTHYEeCKOe OKHO ISl IeJIeBOM Tepanmuu Ha ocHoBe aHTutes. YcuneHHas ADCC moxer
OBITh JOCTUTHYTa 3a CUET KOHCTpyHpoBaHusi Fc-oOmacTu, Takoi kKak oOnacTe ¢ MyTarmein
S239D/1332E. B ananuze Ha ADCC, npoBonumom Ha ocHoBe kiieTok NK92, anturena 4HI11E2,
72C1B6A3 u 120B7B2 ¢ mytauusimu S239D/1332E B Fc-obnactu onocpenosanu 6osee CHiIbHOE
NKO92-onocpenoBaHHOE YHUUTOXKEHHE KJIETOK 293, CBEpX3KCIpEeCcCUpyromux knayaus 18.2, mo
CPAaBHEHHIO ¢ KOHTPOJbHBIM anTuTesoM 175D 10 ¢ Temu ke myTtauusmu S239D/I332E (¢ur. 18).

Aumumenozasucumviii kiemoynuiii ghacoyumos (ADCP)

[0192] Bausane mAb mnporme CLDN 182 Ha ¢aromuro3 OMyXoJeBbIX KJIETOK
MakpodaramMu oLeHHBadu B aHamuze in vitro, rne CLDN18.2-nosutuBHHEbIe Kietkn NUG-C4
COBMECTHO KYJIbTUBHPOBAIH ¢ A depeHMpoBaHHBIMU Makpodaramu 4eioBeKa B MPUCY TCTBUN
pa3auuHbIXx KoHHeHTparmii mAb mnporus CLDNI18.2. Bxkparue, CDI14"-moHOUUTBEI ObUTH
BbIIEJIEHI M3 MOHOHYKJIEAPHBIX KJeTOK mnepudepuueckoir kpou uenoBeka (MKIIK) u
nuddepeHIMpoBaHsI i1 Vitro B 3penble Makpodaru B TeueHune 6 nHeil. Makpodaru, nojry4eHHbIe
u3 MoHoIUTOB (MDM), coOMpaiv 1 MOBTOPHO BBICEBAJH B 24-TyHOUHBIE YAIIKH B TEYCHUE HOYU
B kauecTse 3(ppexropHbix kinetok. NUG-C4, skcnpeccupyromue CLDN 18.2-eGFP B kauectse
KJIETOK-MHIIeHeH, 1o0aBsii K MDM B COOTHOLIEHHH S5 OMyXOJIEBBIX KIETOK Ha (paromur B
NPUCYTCTBUH Pas3iuuHbIX KoHUeHTparmid mAb mporus CLDNI18.2. ITocine nHkyOupoBaHUsS B
TE€YeHHE 3 YacoB, KJETKH-MHUIIEHHW, KOTOpblE HE MOIBEPraiMch (ParouuTo3y, OTMBIBAIH C

nomoieio PBS, a ocraBmmmecss daronutsl coOupain U okpamuBaiu Mapkepom ansi CD14-
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Makpodaros ¢ NOCIEAYIOLUINM aHAJIU30M METOAOM NMPOTOYHON nutomMeTpun. MHaekc ¢aromurosa
BBIUUCJISUTH TyTEM KOJUYECTBEHHOro ompeneneHus: npouenta GFP -knerok B CD14"-knetkax,
HOPMAaJIM30BaHHOIO MO KOHTpoJbHOMY 1gG.

[0193] Kak mnokazano Ha ¢ur. 19, Bce mAb mporuB C18.2 3HAUHUTETHPHO YCUIUBAIU
¢aromuros3 knerok NUG-C4 B 3aBucMMOCTH OT KOHIEHTpauun. B ciyuae IgG1 nukoro tuna u
myTaHTHbIX (opMm IgGl S239D/I332E, anturena 4H11E2, 72C1B6A3 u 120B7B2 mnokasamu
6onee cupHbIE ADCP-3¢¢exT, uem sTanonnoe antureno 175D10.

[0194] B uemnom, 3TOT mpuMep MPOAEMOHCTPHPOBAJ, YTO HENABHO pa3padOTaHHbIE
antutena 4F11E2, 72C1B6A3 u 120B7B2 obnanaroT 6ojiee CUIbHBIM KJIETOYHBIM CBSI3bIBAHUEM
u 3¢ppexrusnoctero ADCC/ADCP, yem stanonnoe antureno 175D10. Ilpennonaraercs, 4ro
yJIy4lIeHHbIE CBOMCTBA 3TUX HOBBIX AHTHTE] MOTYT OBITH aCCOLMHUPOBAHBI C OOJiee BBICOKOM
CHeUU(PUIHOCTBIO CBSI3BIBAHUS STUX AHTHUTEN 10 CPABHEHUIO CO CHEM(PUUHOCTBIO 3TAJOHHOTO
anturena 175D10. Tax, nanpumep, B3aumozeictsue 175D10 ¢ knayaunom 18.2 sBisiercs
CHJIBHBIM T10 BCEMY CIIEKTPY Ha (ur. 15, KOTOpHIH BKIIOUAET CUIIbHOE CBsA3bIBaHME ¢ D28, Q33,
N38 u V43, azarem ¢ G59 u V79. Hosble anturena 4F11E2, 72C1B6A3 u 120B7B2, Hanpotus,
obnanatot Oosee BbicOKOW crieruduyHocTei0 kK W30 B mpenenax mepBol MOJIOBHHBI IEPBOTO
BHEKJIETOUHOTO JoMeHa U Oosiee BbICOKOM crieruduuHocThio K G48-ES6 BO BTOpOI MOSOBUHE
NepBOrO BHEKJETOUHOrO JoMeHa. HoBble aHTHTENna TakKe MMEIT HEMHOro Ooliee CHIIBHOE
CBA3BIBAHUE C Y40, KOTOPBII TaKkKe HAXOAUTCS BO BTOPOU MOJIOBUHE AOMEHA. MX CBsi3bIBaHUE C
D28, Q33, N38, V43, G59 u V79 3HauutenbHO ciabee, YTO, BEPOSTHO, CIIOCOOCTBOBAJIO
ycunenuto ADCC u ADCP HOBBIX aHTUTEIL.

Ipumep 15: Konbroruposanune pHAb ¢ anTuresamu nporus Kiaayauna 18.2

[0195] WnTepHanuszaumio aHTuten npotus kiuayauHa 18.2, ceszanHbix ¢ CLDNI18.2
OTIpeAeNININ C TOMOLIBIO aHAJHM3a HA MHTEPHAIM3ALMI0 HA OCHOBE KpacUTeJel, pearupyomux ¢
pHAb. Kpacurenu, pearmpyromue ¢ pHADb, mpencraBmisitoT coboit kpacutenu-matdauku pH,
KOTOpble MMEIOT O4YeHb HU3KyI0 (uyopecueHuuro npu pH >7 u maoT pe3koe yBelInYeHue
¢bayopecuenuuu, korga pH pactsopa craHoButcs kucioTHbIM. Kpacutenu mns pHAb umeror
MakcuMyMbl Bo30yskaerust (Ex) Ha 532 HM u makcumymbl nznyderns (Em) va 560 Hm. AnTHTeNa,
KOHBIOTHPOBaHHbIE ¢ KpacureieM i pHAb, MOryT ObITh HMCHOJNB30BaHBI I MOHHTOPWHTA
MHTEpHAJIN3aLUU aHTUTE], OTIOCPENOBaHHOMN perienTopoM. Eciiu KOHBIOraT aHTUTENO0-KpacuTeNb
s pHAD cBs3bIBaeTCs CO CBOMM pPELENTOPOM Ha KJIETOUHOW MeMOpaHe, TO OH Jaer
MUHHMAaJBHYIO (uryopecuennmo. OnHako, IPpY HHTEPHAIU3ALNH, OTIOCPEAOBAHHON PELIEITOPOM,
KOHBIOTaThl aHTUTeNo-Kpacutenb jiisi pHADb mepemernaroTcss B SHIOCOMHBIE W JIN30COMHBIE
BE3UKyJbL, Tae pH sBIsieTcs KUCIOTHBIM, YTO NMPUBOAUT K (IIyOpPECIICHLMH, OIOCpPEenyeMoi
kpacuteneM mnss pHAb. Dta duyopecuenuus mMoskeT ObITh NETEKTUPOBAHA C MPUMEHEHUEM
pPa3JMUYHBIX METOAOB, BKJIOYAas BU3YAIHU3ALMI0O KIJIETOK, IPOTOYHYK LUTOMETPUIO U
UCTIONBb30BaHUE (DIIyOPECLIEHTHBIX TUIAHIIET-PHIEPOB C COOTBETCTBYIOIIUMH (DHIBTPaMHL.

[0196] IkcneprMeHTAIBbHBIH MPOTOKOJI:

[0197] A. llonyyenue anmumen

[0198] 27 xumepHBIX aHTUTEN, 3 T'YMAHHU30BAaHHBIX AaHTHUTENAa W KOHTPOdbHbIM [gGl
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MOJTyYaJjIv Iy TeM BpeMeHHOH Tpanchekuu kiietok ExpiCHO u ountmanu ¢ nomorsio adGuaHON
xpomarorpaduu Ha Oenke A.

[0199] B. Kowuvwioeuposanue awmumena HA WAPUKAX C UCHONb30BAHUEM KpACUMEJS,
peazupyrowe2o ¢ muonom pHAb:

[0200] 1. AkkypaTHO€ BCTPSIXMBAHUE WJIM HCIOJIb30BAHUE MUKCEpa ISl OAHOPOIHOTO
pecycrneHaupoBanus mapukos ¢ 6enmkom A AmMag® (LC00695). CoxpaHeHne OJHOPOAHOCTH
CYCII€H3UH MPH MIPUTOTOBJIEHUH AJTMKBOT IIAPUKOB.

[0201] 2. [obaBnenune S0 MKJI CyCHEH3UH MIAPHKOB B MHUKPOLIEHTPU(DYKHYIO MPOOHPKY
oovemoM 1,5 mu. [Tomemenne mpoObUpKy Ha MarHUTHYIO TIOACTABKY Ha 10 cexyHa.

[0202] 3. B3situe u ynanenue Oydepa ajist XpaHEeHUsI.

[0203] 4. ToGasnenue 250 mxa PBS (pH 7,4). IlepememuBanne u nomemeHne npooupku
Ha MarHUTHYO nozactaBky Ha 10 cexynn. Basitue u ynanenne Oydepa.

[0204] 5. AobaBnenue k mapukam 1,0 M obpasua, cogepskatiero 100 Mkr aHTUTENA.

[0205] 6. ITepememnBanue obpasiia B TedeHre 60 MUHYT MPpU KOMHATHOHN TemrepaTtype.
CoxpaHeHue IapUKOB B CYyCIIEH3UU C HENPEPHIBHBIM MEPEMELINBAHUEM.

[0206] 7. Tlomelnenne mpoOUPKU HA MArHUTHYIO ToacTaBky Ha 10 cexyHn. Y npajeHue
CyllepHaTaHTa.

[0207] 8. HobaBnenme 250 wmxn Oydepa anst xoHbrorupoBanust ¢ tuoisoM (10 MM
docdarnoro Oydepa, conepxkamero | MM EDTA, pH 7,0) u nepememuanue. [lomenienue
npoOUpKy Ha MAarHUTHYIO noactaBky Ha 10 cexynn. Bsstue u ynanenue Oydepa. [ToBTropeHue
STOW CTAUH IJIsl ABYX MPOMBIBOK.

[0208] 9. Nobasnenue 100 Mk Oydepa 1t KOHBIOTHPOBAHUS C THOJIOM.

[0209] 10. Job6aenenue DTT no xkoHe4HO! KOHIIEHTparmu 2,5 MM.

[0210] 11. CmewmuBanue obpasua B TedueHue 60 MUHYT MPU KOMHATHON TeMIlEpaType.
CoxpaHeHue MIapUKOB B CYyCIIEH3UU C HEMPEPBIBHBIM MEPEMEIIUBAHHEM.

[0211] 12. [Tomemenne mpoOUPKU HA MATHUTHYIO TOACTaBKY Ha 10 CeKyHI U yIaneHue
Oydepa.

[0212] 13. JHobGaBnenme 250 wmkn Oydepa aisi KOHBIOTHPOBAHUS C THOJOM U
nepememnBanme. [lomemenne npoOUPKU HA MAarHUTHYHO MOACTaBKy Ha 10 cekyHna. Bsstue u
ynanenue Oydepa. [ToBTopeHHe 3TOM CTaAMK TSI ABYX MPOMBIBOK.

[0213] 14. Jobaenenue 100 Mk Oydepa njisi KOHBIOTUPOBAHUS C THOJIOM.

[0214] 15. BbeicTpoe neHTpuyrupoBaHUE KpPacHUTENs, pearupyromero ¢ THojaom pHAb
(G9835) (To ectp, 14000xg B HacTOMpPHON LieHTpUPYyre B TedeHue S5-10 ceKyHa) U pacTBOpPEHUE
no koHmeHtpanuu 10 mr/mi mytem noGasnenust 25 mkn cmecu 1:1 IMCO-Boma k 0,25 wmr
kpacurens. CMelBaHue MyTEeM BCTPSAXUBAHMA. JJI1 MOJHOTO PacCTBOPEHUS] KPACHTENS MOKET
notpedoBaTbcsi 1-3 MUHYTBL DTOT pacTBOp HEOOXOAMMO IMPHUIOTABJIMBATH HEMIOCPEICTBEHHO
nepes NCIOIb30BAHNEM.

[0215] 16. HobaBnenne 1,2 Mxn kpacutens, pearupyomiero ¢ Taoixom pHAb, k 100 Mkr
aHTHTENA IS TONTydeHus1 20-MOJISIPHOTO N30BITKA KPACUTES.

[0216] 17. IlepememmBanue B TeueHue 60 muHyT. CoOXpaHEHHE MAPUKOB B CYCIICH3UU C
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HENpPEepbIBHBIM NIepeMELINBaHUEM.

[0217] 18. Tlomermenune npoObUpKU Ha MarHUTHYIO monctaBky Ha 10 cexynn. Bsstue u
ynanenune cynepHatanra. 19. Jlobasnenune 250 mxn Oydepa 1 KOHBIOTUPOBAHHS C THOJIOM H
nepememnBanme. [lomemenne npoOUpPKU HA MAarHUTHYIO MOACTaBKy Ha 10 cekyHna. Bsstue u
ynaneane Oydepa nist cesi3piBanus/mpomsisku (PBS, pH7,4).

[0218] 20. IloBTOpenue cranuu 19 nns AByX NPOMBIBOK.

[0219] 21. AobGasnenue k mapukam 100 mxi Oydepa mist smouposanus (0,1 M rmnmHa,
pH 3,0).

[0220] 22. TlepemeriniBaHye B Te€4€HHE 5 MUHYT PU KOMHATHON TeMIlepaType.

[0221] 23. Tlomemenune mpoOMpPKM Ha MArHUTHYIO moxactaBky Ha 10 cexyHa. Bszsarue
SJIOMPOBAHHOTO o0pa3la M €ro IepeHoC B HOBYK MHKPOLEHTPU(DYXKHYIO IpOOHpPKY,
cozepxalyro S Mk Helrpanusyroero Oydepa (1M tpuc-HCI, pH 9,0).

[0222] KoHueHTpauusi aHTuTel M OTHOIIeHHWEe kpacutens k aHtureny (DAR) mnsa
TECTUPYEMBbIX aHTHTEJ IOKa3aHbl B Tabmnune 6.

Tab6auua 6. OTHomeHne kpacurens Kk antureay (DAR)

Kion DAR
64G11B4 2,5
65G8B8 4,2
S6E8F10F4 3,2
44F6B11 3,0
15C2B7 3,0
20F1E10 2,7
58G2C2 3,1
101C4F12 2.4
103A10B2 3,5
78E8G9G6 2.3
10G7Gl11 3,1
12F 1 F4 2.4
78C10B6G4 2.9
119G11D9 3,2
113G12ESE6 2,9
116A8B7 2,6
105F7G12 2.8
84E9E12 2.8
103F4D4 2,1
110C12B6 2.8
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85SHI12ES8 3,8

103H2B4 2,7

103F6D3 3,1

113E12F7 3,9

111B12D11 2,7

111E7E2 3,5

100F4G12 3,0

4F11E2 HC NSSE-LC S32A (BG2001-C) 3,0
72C1B6A3 HC WT-LC S32A(BG2001-D) 2,6
120B7B2 HC G57D&S104A-LC S32A&G97A (BG2001-E) 3,0
IMAB362 (3Tanonnoe Ab) 3,3

IgG (xoHTpONB) 2,9

IIpumep 16: CKpHHHUHT HA HHTEPHAJH3AILHIO AHTHTE] MPOTUB KJayauHa 18.2

[0223] CrabunbHo TpaHcheuuposanubie kiaetku CLDN18.2 MKN45 yenoseka coOupanu
¢ ucnosp3oBanueM 0,05% tpuncuna/EDTA (Gibco, 25300-054) u BbiceBaiu B 96-TyHOUYHBIN
yepubiii miaHier (Thermo Scientific #165305) npu mmotHoctn 20 K Ha 90 MK Ha JIyHKY.
[Tnanmers HHKYOHpoBanu B TeueHune 20-24 yacoB nepen oOpabOTKOM aHTHTEIAMU, MEYEHHBIMH
pHAb.

[0224] Jlns wHTepHANM3alMM, K KJIeTKaM M00aBsUIM KOHBIOTHpOBaHHbIE ¢ pHADb
aHTUTeNa MpoTHB KiaynuHa 18.2 B aByx koHueHtpauusx (20 HM u 100 HM) U OCTOPOXKHO
nepeMeIuBaIi B TeueHUe |-2 MHHYT Ha MHUKCepe Ul TUIAHIIETOB, a 3aTéM HMHKYyOMpOBaJH B
TeYeHHe HOYM JUIsl 00ecTieueHus] HHTepHAIM3AuK (MHTEPHAU3AIUS MOKET ObITh OOHApY KeHa
yepe3 HECKOJbKO 4acoB). [InaHImeTsl cYMThIBAIM Ha (DJIyOpPECLEHTHOM IUIAHIIET-pHIAEpEe MPU
Ex/Em: 532 um/560 M Ha Tecan Infinity M1000 Pro. [{nst moctwkeHusi Oojee BBICOKOM
YyBCTBUTEJIBHOCTH, CPEAy Nepe CYNThIBAHUEM IUIaHIIEeTa 3aMeHsuih Ha PBS.

[0225] Pesynbratel, HOpMmanmu3oBanHble 10 DAR, mnokasaner B Tabmume 7.
D¢} PexTHBHOCTD WHTEpPHATM3ALMH TECTUPYEMBIX AHTHTEN ObLIa BBILIE, YeM Y 3TAJIOHHOTO
anturena IMAB362.

Ta6auna 7. Pe3yabTaTbl HHTEPHAJIM3 AU

Knon dDayopecueHuHs
20 uM 100 1M
64G11B4 24030 33742
65G8B8 15101 20466
56E8F10F4 19865 28672
44F6B11 18438 26089
15C2B7 19400 33174
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20F1E10 21146 45093
58G2C2 18645 33059
101C4F12 15179 44394
103A10B2 11998 31328
78E8G9G6 26815 41148
10G7G11 9603 35549
12F1F4 29457 43854
78C10B6G4 16190 29146
119G11D9% 21438 34049
113G12ESE6 11003 28896
116A8B7 21356 41720
105F7G12 14848 43122
84E9E12 18710 35080
103F4D4 31176 49098
110C12B6 19335 40139
8SHI12ES8 19710 29070
103H2B4 23459 35834
103F6D3 23023 41266
113E12F7 13181 29861
111B12D11 15926 37384
111E7E2 12335 28040
100F4G12 17093 33537
4F11E2 HC NSSE-LC S32A (BG2001-C) 19008 28208
72C1B6A3 HC WT-LC S32A (BG2001-D) 26203 36535
120B7B2 HC GS57D&S104A-LC S32A&G97A | 19204 31321
(BG2001-E)

IMAB362 (3Tanonnoe Ab) 7951 18907
IgG (xoHTpOIMIB) 854 2705

IIpumep 17: ECS0 unTepHaIn3auuy XUMEePHbIX AHTHTEJ NPOTUB KjiayauHa 18.2 Ha

kiaerkax CHO, cogepxamux kaayauH 18.2

[0226] Ctabunpno Tpancdermposannsie kietku CHO ¢ CLDN18.2 yenoseka cobupanu
¢ ucrionp3oBanueM 0,05% tpuncuna/EDTA (Gibco, 25300-054) u BbiceBanmm B 96-TyHOUYHBIN
yepHbii tuiaHimeT (Thermo Scientific #165305) npu mothoctn 10 K Ha 90 MK Ha JyHKY.

[Tnanmers! nHKyOHpoBanu B TeueHne 20-24 yacos nepen oOpabOTKONH aHTHTEIAMU, MEYEHHBIMH

pHAD.
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[0227] Mns wHTepHANIM3alMK, K KJIeTKaM HO0aBIsUM KOHBIOTHpoBaHHBbIE ¢ pHADb
aHTHUTeNla MPoTHB KiayauHa 18.2 B pasnmuanbix koHueHTpanusx (100 HM, 30 uM, 10 1M, 3 M, 1
HM, 0,3 M, 0,1 M, 0,03 HM 1 0,01 HM) 1 OCTOPOKHO NEPEMEITUBAH B TeUeHUE 1-2 MUHYT Ha
MUKCEpe U1 IUIAHIIETOB, a 3aTeéM UWHKYOHMpOBaJIM B TEUYEHHE HOUM JUIA OOecredeHus
WHTEpHATM3AUN (MHTePHAJM3AIUsl MOXET ObIThb OOHapy»KeHa dYepe3 HECKOJIbKO 4YacoB).
[Tnanmers! cunThIBaIM Ha (uiyopecueHTHOM muaHmeT-punepe npu Ex/Em: 532 um/560 HM Ha
Tecan Infinity M1000 Pro. [{nst noctmkeHus: Oojiee BBICOKOH UyBCTBUTEIBHOCTH, CpPeny TMepen
CUMTHIBAHUEM ILIaHIIETa 3aMeHsAIu Ha PBS.

[0228] PesynbraTel, HopManu3zoBaHHble 10 DAR, nmoka3ane! Ha ¢ur. 21. 1 B 3TOM ciy4ae,
3(}(eKTUBHOCTP WHTEPHATU3ALMHM TECTHPYEMBIX AaHTUTEN ObLIa BBIMIE, YE€M Y STAJOHHOTO
antutena IMAB362.

IIpumep 18: ECS0 nHTepHAIH3ALMM T'YMAHH30BAHHBIX AHTHTEJ NPOTHUB KJAayJIHHA
18.2 na knerkax CHO ¢ knayaunom 18.2

[0229] Crabunbho Tpancdermposannslie kietku CHO ¢ CLDN18.2 yenoseka coOupanu
¢ ucnosp3zoBanueM 0,05% tpuncuna/EDTA (Gibco, 25300-054) u BbiceBaiu B 96-TyHOUHBIMH
yepHblii miaHmer (Thermo Scientific #165305) npu mnotaoct 10 K Ha 90 Mkn Ha nyHKY.
ITnanmers! nHKyOupoBasu B TedueHune 20-24 yaco nepen oOpabOTKOI aHTHTENaMH, MEYEeHHbIMU
pHAD.

[0227] Ans wuHTepHANIM3aLMH, K KJIeTKaM 1I00aBJsid KOHBIOTMpOBaHHbIE ¢ pHADb
aHTHUTeNa NPOTUB kiayauHa 18.2 B pasnuunbix koHUeHTpanusax (100 HM, 30 uM, 10 uM, 3 M, 1
HM, 0,3 M, 0,1 HM, 0,03 HM u 0,01 HM) 1 OCTOPOKHO TIepeMelTuBaIu 1-2 MHUHYThI HA MUKCEPE
IUTS TUTAHIIETOB, a 3aTeéM WHKYOWMpPOBAJM B T€YEHHWE HOUHU I OOECTIeYeHHs WHTEPHATH3ALIU
(MHTEpHANTM3aLUs MOXKET OBITh OOHAPYKEHA Yepe3 HECKOIBbKO 4acoB). [InaHIeTsl CYMTHIBAIN HA
dbayopecueHTHOM IaHmeT-punepe npu Ex/Em: 532 um/560 um Ha Tecan Infinity M1000 Pro.
Jns noctmkeHusi Oosee BBICOKOH UyBCTBUTENBHOCTH, CPEAy MEpel CUMUThIBAHUEM ILUIAHIIETA
3ameHsuu Ha PBS.

[0228] Pe3ynbraTel, HOpManu3oBaHHbie I0 DAR, nmokasansl Ha ur. 22, 1 3T pe3yJIbTaThl
nokaszany, 4to 3QQeKTHBHOCTh MHTEPHAIM3ALMUA TECTHPYEMbIX AHTHTE] ObUIa BBINIE, YEM Y
sTajoHHoro antutena IMAB362.

Ipumep 19: ECS0 nHTepHATIH3ALUN T'YMAHH30BAHHBIX AHTHTEJ MPOTHUB KJIAYIHHA
18.2 na xnerkax MKN4S ¢ knayaunom 18.2

[0232] CrabunbHo TtpaHcheunpoBanuble kietku MKN45 ¢ CLDNI8.2 uyenoseka
cobupanu ¢ ucnoas3oanuem 0,05% tpuncuaa/EDTA (Gibco, 25300-054) u BbiceBamu B 96-
ayHouHbIN uepHbli ranmer (Thermo Scientific #165305) npu motHoctu 10 K Ha 90 Mk Ha
ayHKy. Ilnanmersr uHKyOupoBamu B TeueHue 20-24 yacoB mepen oOpabOTKON aHTUTENaMH,
meueHHbIMU pHAD.

[0233] Jns wHTepHaNM3alMK, K KIeTKaM IO0aBsUM KOHBIOTHpoBaHHbIE ¢ pHADb
Ir'yMaHM30BaHHBIE aHTUTENA MPOTUB KiayauHa 18.2 B pa3nmuHbIX koHUeHTpauusx (100 M, 30
HM, 10 oM, 3 M, 1 uM, 0,3 8M, 0,1 oM, 0,03 EM u 0,01 HM) u OCTOPOKHO MEPEMEIITUBATH B

TeueHue 1-2 MUHYT Ha MUKCEPE MJIA IUIAHIIECTOB, a 3aTEM I/IHKY6I/IpOBaJ'II/I B TCUCHHUEC HOYU IJIA
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olecrieueHNnsT MHTEPHAIU3ALMK (MHTEPHAIN3AINs MOXET ObITh OOHapy»KeHa depe3 HEeCKOJIbKO
yacoB). [InaHmeTs! cuutbiBay Ha QuyopecleHTHOM IutaHmeT-puaepe npu Ex/Em: 532 um/560
HM Ha Tecan Infinity M1000 Pro. Jlns moctmkenus Oojiee BBICOKOH UyBCTBUTEIBHOCTH, CPENy
nepen CUUThIBAHUEM IUJIaHIIEeTa 3aMeHsd Ha PBS.

[0234] Pe3ynbrarsl, HopManu3oBaHHble 10 DAR, moka3ansl Ha ¢ur. 23, 1 3TU pe3yJIbTaThl
nokasany, 4to 3QQPeKTHBHOCTh MHTEPHAIM3ALMUA TECTHPYEMbIX AHTHTEN ObUIa BBINIE, YEM Y
sTajoHHoro antutena IMAB362.

IIpumep 20: KoHbOraThl AHTHTEJ10-J1eKAPCTBEHHOE CPEACTBO

[0235] Kaxxnoe aHTUTENO CMEUIWBAIM MPUOIU3UTEIBHO C TPEXKPATHBIM KOJUYECTBOM
TCEP u nepemernBanu B Teuenne 2 yacos npu 37°C. B peakuiMoHHYI0 cHCTEMY OBICTPO BOCEMb
pa3 3akanbBanu VC-MMAE u unkyOuposanu B TeueHue 1 yaca Ha npay, U 20-KpaTHbIH U30BITOK
LUCTeNHa A00aBJISAIM MOBEPX JIMHKEPA-JIEKAPCTBEHHOIO CPEACTBA IS rameHus peakuuu. U
HakoHel, npoaykt ADC ouumranu nytem smoupoBanus Ha Sephadex G-25, ypaBHOBEIIEHHOM B
PBS, u xoHueHTpupoBanu myteMm LeHTpudykHOH yiasrpaduisrpanun. Konbsrorat ¢puisrpoBanu
yepe3 0,2 MKM-QUIBTP B CTEPIJIBHbIX YCIOBHAX W xpanwnu npu -80°C 1 aHanusa u
TecTupoBaHus. OTHOLIEHUE aHTUTEN K JIEKAPCTBEHHOMY CPENCTBY aHAJIU3UPOBAJIU C ITOMOILBIO
Y®-ciekTpomMeTpuy, COAep)KaHHE MOHOMEpPOB oOueHuBaiu ¢ mnomomblo IX-BOXKX, a
cozeprkaHue CBOOOTHOTO JIEKAPCTBEHHOTO CPEACTBa OLeHHBaU ¢ nmoMoinpio OP-BOXKX. DAR
1T aHTHUTEN, KOHBIOTHPoBaHHBIX ¢ VCMMAE, nokasanbl B Tabmmie 8.

Taoauua 8. DAR npist anTHTEN1, KOHBIOrHPOBaHHBLIX ¢ VCMMAE

AHTHUTENA DAR

4F11E2 HC NSSE-LC S32A 3,76
72C1B6A3 HC WT-LC S32A 3,93
IMAB362 (3Tanonnoe Ab) 4,00
IgG1 (xoHTPOIIB) 3,81

Hpumep 21: OtHocutesbHass adpPUHHOCTL H CHEHH(PHYHOCTH CBSI3BIBAHUA
«orojieHHbIX» aHTUTe] mnpoTuB CLDN18.2 M KOHBIOraToB AHTHTEJO0-JIEKAPCTBEHHOE
cpeacTBo

[0236] B atom mpumepe ompenensiii OTHOCUTENbHYI ap(UHHOCTh U Celu(UIHOCTD
CBS3BIBAHUA «OroJieHHbIx» aHTutes npotus CLDN18.2 1 KOHBIOraToB aHTUTENO-IEKAPCTBEHHOE
CPEICTBO C TIOMOINBIO TPOTOYHON LIUTOMETPUU C HCIHOJB30BAHHEM KJIETOYHBIX JIMHUI,
MO3UTUBHBIX U HeraTuBHbIX o CLDN18.2.

[0237] KneTku u3 3KCIOHEHLMAIBHO PACTYIIEH KyJIbTYpPbl COOMPAJIH C HCIIOJIb30BAHHEM
0,05% Tpuncura/EDTA (Gibco, 25300-054) 1 moncuuThIBaIN C UCTIOIB30BAHUEM Kamephl AJIs
nozacueta kinerok Hoiibayspa. Knerkn nenrpudyruposanu S munyt npu 1500 00./muH. (468%g),
CyMepHATAHT yIaJsUTA U KJIETKU pecycrnenauposain B Oydepe mis FACS (PBS, conepskarmem 2%
FCS (Gibco, 10270-106) nns anamu3a Ha aHTUTENA, KOHBIOTUPOBAaHHBIE ¢ TOKCHHOM, PBS,
coxepxatieMm 2% FCS u 2 MM EDTA nnsi CKpuHMHTa Ha KOTOJIEHHBIE) aHTUTENA, pearupyrouue

¢ CLDN18.2) mpu 2x10° keTox/mut. 100 MKJI KIIETOYHO# CYCIIEH3UH Ha JIYHKY (COOTBETCTBYLIEH
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2x10° KIETOK/JIyHKY) MEPEHOCHSIH B KPYIJIOMOHHBIH 96-TyHOUHBIH MHKPOTHTPALIMOHHBIN
wianmet. [Tocne uentpudyrupoBanus B Tedenne 1 mMuHyThl npu 1500 o6/mMuH, cynepHaTaHT
yAaJIsIH, a KJIeTKH pecycrnenauposaiu B 6ydepe mnst FACS, congeprkarieM KOHBIOTHPOBAHHBIE C
TOKCHUHOM HJIH «OTOJIEHHBIE» aHTHUTEJA B COOTBETCTBYIOIIMX KOHLEHTPALMsIX (10 20 MKI/MIT ISt
U3MEPEHUs1 OTHOCUTENbHOW adduHHOCTH wmiu S50 MKI/MI Ans peryJsiiud SKCIPECCHH) U
uHKyOupoBanu B TeueHne 30-45 munyt npu 4°C (Tabmuna 8). Knerku nentpudyruposain B
tedenne 1 muHyTel ipu 1500 06/MuH u cynepHaTanT ynansian. ITocne Toro, Kak KI€TKH TPUXKIbI
npombiBasiu Oydepom mis FACS, ux pecycnennuposanu B Oydepe miss FACS, conep:xammem
APC-xonbrorupoBaHHoe antuteno npotus yenosedeckux IgG (Jackson Immuno Research, 109-
136-170) unn APC-KOHBIOTHPOBAHHOE KO3be aHTUTEINO MpOoTHB MbeIIHMHLIX [gG (Jackson Immuno
Research, 115-136-146) nmm 6enox L-OUTL] (1 mxr/mu, st xumuueckoro aHanuza mAB294) u
uHKyOuposanu B Teuenne 30 munyT npu 4°C (Tabnuna 3). ITocne nHKyOHpoBaHMs, K KaKIOMy
obpasuy nobasmsuin mo 100 mxa 6ydepa ans FACS, knerku uentpudyrupoBain B TeueHue 1
MHUHYTHI TpH 1500 06/MuH 1 cynepHaTanT otOpackiBanu. Ctanuro npoMeiBku Oydepom st FACS
noBTOpsIM ABaXnbl. W HakoHel, kieTku pecycrnenauposanu B 100 mkn Oydepa mis FACS u
CBSI3bIBAHHE OIPEAEISUN ¢ TIOMOIIBIO OnoaHanusaropa Maccusos it BD FACS.

[0238] Cnenyer OTMETUTD, YTO KOHBIOTUPOBAHHBIE C TOKCUHOM U «OTOJIEHHbIE» aHTUTENA
UCIIOJIb30BAJIM B PABHBIX KOHLIEHTpaLUsX. Pe3ynbraTel mokasansl Ha ¢ur. 24.

Ipumep 22. KinerouHast TOKCHYHOCTb TYMAHH30BAHHBIX AHTHTEJI MPOTHB KJIAyIHHA
18.2, konblorupoBanubix ¢ MMAE, saBasiercsa 0Oosiee cuiabHoi, 4dem aiass IMAB362,
koHbOrupoBanHoro c MMAE, B tpancpextantax DAN-G, NUGC nin SCG-7901.

[0239] KneTku, cBepX3KCIpPeCCUpYyIOLIUe uejaoBeueckuii kiaayauH 18.2 (TpancdekTaHTh
DAN-G, NUGC unmu SCG-7901), cobupanu ¢ ucnonszoBanuem 0,05% tpuncuna/EDTA (Gibco,
25300-054), pecycieHOUpPOBAI B CpeAe AJIsl KyJbTHBHPOBAHUS KJIETOK U 50 MKJ KJIETOYHOU
CYCNEH3UHM C COOTBETCTBYIOIIMM KOJMYECTBOM KIIETOK Ha JIYHKY BbICEBAJIU B 96-TyHOUHbIE
IUTAHIIETHl JJI KyJbTHBHPOBaHUS KiIeTOK. Uepe3 24 yaca n00aBIsSUIM KOHBIOTHPOBAHHBIE C
TokcuHOM IMAB362 unum KOHTpPONIbHBIE aHTUTENa, pa3BedeHHble B 50 MK1 cpeabl B
COOTBETCTBYIOIIUX KOHLEHTPALUAX, M KJIETKH KyJbTHUBHpPOBANIM eme 72 yaca. BuusHue
IYMaHU30BAaHHBIX AaHTUTEN TMPOTUB KiayauHa 18.2, konbtorupoBaHHelx ¢ MMAE, Ha
JKU3HECTIOCOOHOCTh  KJIETOK ONpEeAe/sUId  C  TOMOLIBK JIIOMHHECLIEHTHOTO aHajiu3a Ha
xu3Hecriocobrocts kietok Cell Titer-Glo® (G7572).

[0240] ITpoTokon JFOMUHECIIEHTHOTO aHa/n3a Ha ku3HecrocobHocTh kietok CellTiter-
Glo® (G7572) npuBOANUTCS HUXKE:

[0241] 1. TlomroroBka MHOTOJYHOYHBIX TUIAHIIETOB C HEMPO3PAYHBIMU CTE€HKAMHU,
COZep KALINX KJIETKU MJIEKONUTAIOIIUX B KyJbTypaiabHOHN cpene, no 100 Mk Ha nyHKy ans 96-
JYHOYHBIX IUIAHIIETOB WIM 0O 25 MKJI Ha JyHKY [ 384-JIyHOYHBIX IJIAHIIETOB.
MHOT0y HOUHBIE TUIAHIIETHI TOJDKHBI ObITh COBMECTHMBI C UCTIOIB3YEMBIM JTFOMHHOMETPOM.

[0242] 2. TloaroToBka KOHTPOJIBHBIX JIYHOK CO Cpemoil 0e3 KIIETOK MJis TOJyYeHHs
3HaueHHs (POHOBOM JFOMHHECIICHLIUH.

[0243] 3. JloOaBneHHe TECTHPYEMOrO COEAMHEHUS B 3KCIEPUMEHTAJIbHbIC JIYHKH MU
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UHKYOMpOBaHNE B COOTBETCTBHHM C IPOTOKOJOM KYJBTUBHUPOBAHHs. 4. YpaBHOBELINBAHUE
IUTAHIIETa U €r0 COAEPIKMMOrO NMPU KOMHATHOH TeMIepaType B T€YeHHEe MPHOIM3HTENbHO 30
MUHYT.

[0244] 5. HobGasnenne odowema pearenra CellTiter-Glo®, paBHoro oobemy cpeanl AJis
KYJIbTUBHPOBAHMS KJIETOK, IPUCYTCTBYIOLIEH B KaKAOH JIyHKe (Hanpumep, nodasnerne 100 Mk
pearenra k 100 MKJI cpenibl, cofepsKaineii KIeTKu 11t 96-Iy HOUHOTO TUTAHIIeTa, WiIH J0OaBIeHHE
25 MKJ peareHTa K 25 MKJI Cpefibl, coneprKammei KIeTky, 11st 384-TyHOUHOTO TUIAHIIEeTa).

[0245] 6. CmemnBaHue CONEP>KUMOrO B TeUEHHUE 2 MUHYT Ha OpOUTAIBHOM IIeHKepe AJis
MHAYLHUPOBAHUS JIM3UCA KJIETOK.

[0246] 7. MaxyOupoBaHMe IJIaHIIETa IPU KOMHATHON TeMnepaType B TedeHrue 10 MUHyT
ana  crabuim3auMyu  JEIOMHHECLEHTHOro  curHana.  [lpumeuanme:  HepaBHoMepHBbIH
JIOMHUHECLIEHTHBbIM CUIHAJl B CTAHAAPTHBIX IUIAHIIETaX MOKET ObITh BBI3BAH TEMIIEPATyPHBIMU
rpajiieHTaMy, HEPAaBHOMEPHBIM IIOCEBOM KJIETOK HJIM TOOOYHBIMH 3(p(pekTamMu B MHOTOJTy HOUHBIX
IJIAHIIETaXx.

[0247] 8. 3anuch JaHHBIX JIOMUHECLEHIIUH.

[0248] PesynbpraTe! ucnbraHuii nokasansl Ha ¢ur. 25A-C. O6a BG2001-C u BG2001-D
npu ux koHbroruposannu ¢ MMAE obnanany 3HaYMTENbHO MOBBIIIEHHOH HUTOTOKCHYHOCTBIO
IO CPAaBHEHMIO C 3TaJOHHbIM KOHBIOraToM IMAB362-NMAE BO BCeX NPOTECTUPOBAHHBIX
kjetkax. Takum o0pa3oM, 5TH pe3yJIbTaThl MPOAEMOHCTPUPOBAIH YJIYyYLIEHHYIO CIIOCOOHOCTB
PACKpPBITBIX 3A4€Ch AHTUTEN HUHTEPHAIN3UPOBATh KOHBIOTMPOBAHHbBIE JIEKAPCTBEHHBIE CPENICTBA.

[pumep 23. Knerounass TOKCHYHOCTH T'YMAHH30BAHHBIX AHTHTEJ POTUB KJIAYIHHA
18.2, konbwrupoBanubix ¢ MMAE, saBasiercs 0OoJiee cuabHou, dyem aias IMAB362,
koHbIOTHPOBAaHHOTO ¢ MMAE, B SNU620, 3HI0reHHO 3KCNPEeCcCHPYIOLIUX YeJI0BeYeCKHil
kaayauHx 18.2.

[0249] Knetku SNU620 pecycneHaupoBaiu B cpene Uil KyJbTUBUPOBAHUS KJIETOK U
BbICE€BAJIN 50 MKJI CyCIIEH3UH KJIETOK C COOTBETCTBYIOLIUM KOJIMYECTBOM KJIETOK Ha JIYHKY B 90-
JYHOYHbBIE TUIAHIIETHI JJIsi KyJbTHBHPOBaHHUS KiIeTOK. Yepe3 24 waca no0aBisiiM aHTUTENA,
KOHBIOTMPOBAaHHbIE C TOKCHHOM, BKJIIOYas 3TajoHHOe aHTureno IMAB362, passenennsie B 50
MKJI Cpeibl B COOTBETCTBYIOIIMX KOHLIEHTPALMsX, W KJIETKU KyJbTUBUPOBAIH elle 72 yaca.
BnusHMe rymMaHU30BaHHBIX aHTUTEN MPOTUB kiayauHa 18.2, konwsloruposanHbix ¢ MMAE, Ha
JKU3HECTIOCOOHOCTh  KJIETOK ONpeAe/sUId C TOMOLIBK JIFOMHHECLEHTHOTO aHajiu3a Ha
xu3Hecriocobrocth kietok CellTiter-Glo® (G7572). Kak nokaszano Ha ¢ur. 26, BG2001-C u
BG2001-D 6butn HamHOrO Gonee 3 (peKTUBHBIMU B OTHOLIEHUH TOCTABKH KOHBIOTHPOBAHHOTO
MMAE B knerku SNU620 mo cpaBHEHHIO ¢ 3TaJiOHHbIM aHTHTEeNoM IMAB362, TO ecTb,
OCHOBHBIM AaHTHUTEJIOM MNPOTUB KjayauHa 182, Haxomsmumcss HA CTaaUHd KIMHUYECKOU
pa3paboTku.

Hpumep 24. DPpdeKTHBHOCTL in Viv0O KOHBIOTATOB AHTHTEJO0-JIEKAPCTBEHHOE
CPeACTBO

[0250] B sTom npumepe TectupoBaiu 3¢ (HpEeKTUBHOCTb OJJHOTO U3 KOHBIOT'aTOB aHTUTEJIO-

nekapcrBeHHOe cpenctBo (ADC) mo CpaBHEHHMIO C OTHENBHO B3SIThIM aHTUTENOM (mAb) B
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OTHOIIEHUH CHIDKEHUS POCTAa OMYXOJH Y «TOJBIX» MBIIIEH, KOTOPBIM TPAaHCIUIAHTUPOBAIN
OIyXOJIEBbIE KJIETKH YEJIOBEKa.

[0251] 0,1 mu (5x10° KIIETOK) KIIETOK, B3SITBIX y YEJNOBEKA (CMEIIAHHBIX C MATPUTENEM
1:1), mOOKOKHO HHOKYJIMPOBAJIM B NIPABYIO YaCTh CIIMHKH Kaxa0# Mbitn. Korna cpenanii o0beM
OIMyXOJIH AOCTHrai mpubmusuTebHo 60-80 MM?, st jieueOHBIX IKCIIEPUMEHTOB OTOHpamu 30
MBILIEH.

[0252] Uepes 18 nHeii mociie MHOKYJISILUY, TSI KaXK0 00paboTKu OTOMpau 5 MbIIIe ¢
OIyXOJIbI0 pa3mMepoM B auanazone 330-520 mm?® (1 mr/kr, 3 mr/mk, 10 mr/kr wiu 20 mr/kr ADC,
QW), u a1y obpaborky mpoBoauiu Tpu Hemenu. [y cpaBHEHUs, 00paOOTKa TOJBKO OIHUM
anturenom (mAb) nposonunack B 1o3e 10 mr/kr (BIW).

[0253] Pesynbrars! npeacrasness! Ha pur. 27. ADC B noze 10 mr/kr u B no3e 20 mr/kr
MIOJTHOCTBIO TIOAABJISLT POCT OIMyXO0JIM O€3 CHIDKEHHUSI MacChl Tena )KUBOTHBIX. Ha ¢ur. 28 nokazan
CpeOHMH W WHIMBUAYANbHBIH 3((EKT YMEHBIIEHUS ONYyXOJH Yy KaKAOro >KMBOTHOro. Takum
obpazom, 3 dext ADC o ymeHbIneHHI0 00beMa Oy X0JIHi ObLT 3HAYUTENBHO BbIle, YeM d(dexT,
JOCTUraeMblii C UCTIOIb30BAHHUEM OTHOTO aHTHUTEIIA.

[0254] Hacrosimmee u3o0OpeTeHHe HE pacCMaTPHUBAETCS KaK OrpaHHuYeHHe o0beMma,
NPEACTABICHHOTO KOHKPETHO ONMCAHHBIMH BAapUaHTAMU €ro OCYINECTBJIEHUs, KOTOpble
NPUBOJATCS JIMIIb B KAuyeCTBE OT/ENBHBIX MWIUIFOCTPALMH OTAENbHBIX AaCIEKTOB PAaCKPBITUS
nu300peTeHusi, 1 B 00BeM HACTOSIIEr0 U300PETeHUsT BXOIAT JIFOObIe KOMIIO3ULIUU MJTH CIIOCOOBI,
KOTOpble (DYHKIIMOHAJIBHO SKBHUBAJEHTHBI STUM KOMIO3MLMSM U criocobam. CrienpanucraM B
JIaHHOM obnacTu OyAeT OYeBUIHO, YTO B CIIOCOOBI M KOMIIO3HMLIMU COTJIACHO H300PETEHHIO MOTYT
OBITh BHECEHBI PA3JINYHbIC MOAM(DHUKALINN U M3MEHEHUS, He BBIXOSIIHE 32 PAMKHU CCYIIECTBA WIH
obpema wu300pereHusi. Takum o0O0Opa3oM, MPEANoNaraeTcsi, 4YTO HACTOsIee U300peTeHne
OXBaThIBAET MOAM(UKALIMU 1 BAPUAHTHI €r0 PACKPBITHUS MPHU YCIOBUH, YTO OHU OyAYT BXOIUTH B
o0beM mpuitaraeMoi Gpopmy bl H300pETeHNUS U €€ SKBUBAJIEHTOB.

[0255] Bce myOnukauuy v MaTEHTHBIC 3asBKH, YIIOMSHYTHIE B HACTOSIIIEM OIMCAHHH,
BKJIFOYEHBI B HACTOSIIEE OMHCAHNE MOCPEACTBOM CChUIKU TaK, KaK €Cyid Obl Kakaasi OTHeNbHAs
nyONMKaLusl WM TIATeHTHas 3asiBKa ObUla KOHKPETHO M OTAENIbHO BKJFOYEHA MOCPEICTBOM

CCBIJIKH.
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POPMYVYIJIA U3OBPETEHUA

1.  Konblorar  aHTHUTENO-JIEKAPCTBEHHOE  CPENCTBO,  COAepXamuii  (parMeHT
JIEKApCTBEHHOTO CPEJICTBA, KOBAJEHTHO MPHUCOCOMHEHHBIH K AHTHUTENy WIU ero (parMeHty,
obnanaromemMy Creuu(UIHOCTBIO CBSI3bIBAHUSI C YEJIOBEYECKUM OeJIKoM KiayauHoMm 182
(CLDNI18.2) qukoro Tumna, rie aHTUTENO WK ero (parMeHT CBsA3bIBaeTcs ¢ rnetiei B3-f4 u uensio
B5S CLDNI18.2, rme mnerns [(3-p4 cocrour wu3 ocratkoB 45-63 SEQ ID NO:30
(NYQGLWRSCVRESSGFTEC), a memp BS5 cocrour u3 ocratkoB 169-172 SEQ ID NO:30
(YTFQG).

2. KoHBIOTAT aHTHUTENO-JIEKAPCTBEHHOE CPEACTBO MO 1. |, /1€ aHTUTENO WK €ro parMeHT
npucoequHeHbl kK 2-10 ¢pparmeHTam JIeKapCTBEHHOTO CPE/ICTBA.

3. KonbtoraT aHTUTENIO-TIEKAPCTBEHHOE CPEICTBO MO I1. 1, I/1e aHTUTENO WM €10 (PparMeHT
NPUCOEUHEHBI K 2-6 (pparmMeHTaM JeKapCTBEHHOTO CPENCTBA.

4. KoHbBIOTaT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO MO JHOOOMY M3 MPEALIeCTBYIOIINX
IYHKTOB, I'/Ie aHTUTENO WK ero pparmMeHT He cBsizbiBaercs ¢ Bl u B2 nnm cBsasbiBaercs ¢ Bl wun
B2 ¢ adpuHHOCTBIO, KOTOpasi MO MeHbLIel Mepe B 10 pa3 Hioke, yeM apHUHHOCTD CBS3bIBAHMUS C
neriel $3-B4 nim ¢ uensto BS.

5. KoHbBIOraT aHTHUTENO-JIEKapCTBEHHOE CPEACTBO IO JIOOOMY M3 MPEIIEeCTBYOIINX
NYHKTOB, [I€ AHTUTEJIO WK ero (hparMeHT He cBsizbiBaeTcs ¢ Oenikom CLDN18.1 vt cBsizbiBaeTCst
c Genkom CLDNI18.1 ¢ apdunHOCTBIO, KOTOpass MO MeHbled Mepe B 10 pa3 Huxke, uem
appuHHOCTH cBs3bIBaHMs ¢ Oekom CLDN18.2.

6. KoHbloraT aHTUTENO-IEKAPCTBEHHOE CPENCTBO MO JIOOOMY U3 MPEIIIeCTBYIOIIUX
NYHKTOB, TJl€ AHTHUTENIO WM ero ¢parmMeHT cBsi3biBaeTcsi ¢ mytrantom M149L CLDNI182 ¢
appuHHOCTBIO, cocTaBisitoLIel mo MeHbweill mepe 1% ot adpdunnocTn k Oenky CLDN18.2
JUKOTO THIIA.

7. KoHBIOTAT aHTUTENIO-JIEKAPCTBEHHOE CPENCTBO IO JIOOOMY U3 MPEIIIeCTBYIOIIUX
NYHKTOB, TA€ aHTUTEJIO WU ero (JparMeHT CBSI3bIBAETCSI IO MEHBIIEH Mepe ¢ AMUHOKHCIOTHBIM
OCTaTKOM, BBIOPAHHBIM M3 TpyTbl, cocTosimedi u3 N45, Y46, G48, V54, R5S5, ES6, S58, F60 u
E62, 1 mo mMeHbIei Mepe ¢ aMUHOKHCIOTHBIM OCTAaTKOM, BBIOPAHHBIM M3 TPYTIIBI, COCTOSIIIEH 13
Y169 u G172 SEQ ID NO:30.

8. KoHblOrat aHTUTENO-JIEKAPCTBEHHOE CPENCTBO IO JIOOOMY M3 MPEIIIECTBYIOLINX
NYHKTOB, I'/I€ YKa3aHHOE aHTHUTEJO MK ero (parMeHT COAEPKHUT BapuadbesbHy0 001acTh JIETKOH
[eNY, BKJFOYAOMIYI0 KOMILIEMEHTapHOCTh-Onpenesitomue obnactu jerkord nermu CDRLI,
CDRL2 wu CDRL3, wu BapuabenpHyr0 00JacTb TSDKEJIOH ILeNu, BKIIOYAKOMIYIO
KOMIUIEMEHTapHOCTh-ompenessiro e oonactu Tsokenoi nenu CDRH1, CDRH2 u CDRH3, urne:

CDRLI1 conepkuT aMHHOKHUCIIOTHYO TIOCJIEAOBATEIbHOCTD, BBIOPaHHYO U3 rpynmsl SEQ
ID NO: 208-226, 304-305 u 308-309;

CDRL2 conepkuT aMUHOKHUCIIOTHYO TIOCIIEAOBATEIbHOCTD, BBIOpaHHYO U3 rpynmsl SEQ
ID NO: 227-233;

CDRL3 conepkuT aMUHOKHCIIOTHYO TIOCJIEAOBATEIbHOCTD, BBIOPaHHYO U3 rpynmsl SEQ
ID NO: 3, 8,13, 19, 20 u 42-58;
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CDRHI conepxuT aMHHOKHCIIOTHYIO ITOCIIEN0BATENbHOCTD, BEIOpaHHY0 U3 rpynel SEQ
ID NO: 234-254;

CDRH2 conepxuT aMHHOKHCIIOTHYIO ITOCIIEN0BATENbHOCTD, BEIOpaHHY0 U3 rpynel SEQ
ID NO: 255-280, 306,310 u 311; u

CDRH3 conepxuT aMHHOKHCIIOTHYIO ITOCIIEN0BATENIbHOCTD, BEIOpaHHY0 U3 rpymnel SEQ
ID NO: 281-303, 307 u 312-314.

9. KoHBIOTaT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO MO II. 8, rae:

CDRL1 comepkuT aMUHOKHUCIOTHYIO mocienoBareabHocTe SEQ ID NO:210, 304 wnu
305

CDRL2 comep:kuT aMUHOKHUCIIOTHYO nocienosarenbHocTs SEQ ID NO:227,

CDRL3 conep:xut aMMHOKUCIOTHYIO nocienosareabHocTh SEQ ID NO:3, 19 unu 20,

CDRHI1 conpepxut aMuHOKUCIOTHYO nocheaoBarebHOCTh SEQ ID NO:253,

CDRH2 conepxuT aMuHOKUCIOTHYO nocienoBaresbHOCTh SEQ ID NO:278 unu 306, u

CDRH3 conep:xut aMUHOKHUCIOTHY0 nocneaosarenbHOCcTh SEQ ID NO:303 unu 307.

10. KoHbprorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO MO M. 9, rAe aHTUTENO WIH €ro
¢dparmeHT comep:kuT BapuaberbHYI0 OONACTh JIETKOH LEMH, BKJIIOYANOINYI) aMHHOKHCIOTHYIO
NOCJIeIOBATEIBHOCTD, BBIOpaHHYIO U3 rpyIibl, coctosuei u3 SEQ ID NO: 141, 192-195 u 206-
207, wid TNenTuja, UMEIIUN IOCIeNOBaTebHOCTh, KOTOpas IO MeHbluel mepe Ha 90%
UJIEHTUYHA AMUHOKHCJIOTHOH TOCNIEIOBATEIbHOCTH, BBIOPAHHOW U3 Tpynmbl, cocrosimeii u3 SEQ
ID NO: 141, 192-195 u 206-207.

11. KoHBIOTaT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO MO M. 9 mnu 10, rae aHTUTENOo Uiu ero
(dbparMeHT comeps;kaT BapradeabHY O0JIACTh TSKENIOW LENHU, BKIIFOYAOIIYI0 aMHHOKUCIOTHYIO
MOCJIEOBATEIbHOCTD, BbIOpaHHY0 U3 rpymisl, cocrosmeit u3 SEQ ID NO: 171, 188-191 u 205,
WJIH TIENITUA, UMEIOIIUNA MOCIeA0BaTeIbHOCTb, KOTOpasi 1Mo MeHblued mepe Ha 90% wumeHTu4YHa
AMUHOKHUCJIOTHOM MOCJIeIOBATEIbHOCTH, BBIOPAHHOM U3 rpyrbl, coctosiimei u3 SEQ ID NO: 171,
188-191 u 205.

12. KoHbIOrat aHTUTEN0-IEKAPCTBEHHOE CPEACTBO M0 II. 8, rae:

CDRL1 comep:xut aMUHOKUCIOTHYO nocienoBarenbHocTs SEQ ID NO:304,

CDRL2 comep:kutT aMUHOKHUCIIOTHYO nocienoBarenbHocTs SEQ ID NO:227,

CDRL3 comep:kuT aMUHOKUCIOTHYO nocienoBarenbHocTs SEQ ID NO: 19,

CDRHI1 conepxut amuHOKUCTOTHY1O nochenoBarenbHOCTh SEQ ID NO:253,

CDRH2 conepxut aMuHOKUCTOTHY1O nocienosarebHOCTh SEQ ID NO:306, u

CDRH3 conepxut aMuHOKUCIOTHYO nocienosarenbHocTh SEQ ID NO:307.

13. KoHBIOTaT aHTUTENO-IEKAPCTBEHHOE CPEACTBO MO I1.12, rie yKa3aHHOE aHTUTENO WIN
ero (pparMeHT cComep>KUT BapruabebHy 0 00IaCTh JIETKOH LeTH, COAEPIKALIYI0 aMUHOKHUCIIOTHY IO
nocnenosateapHOCTE SEQ ID NO: 206, 1 BapuabenpHy0 00NaCThb TSKENOH HemH, CONep KAy
aMUHOKHCJIOTHYIO nocnenoBateabHoCcTh SEQ ID NO: 205.

14. KoHbIOraT aHTUTENIO0-IEKAPCTBEHHOE CPEACTBO MO 1. 8, rxe:

CDRL1 comepkut aMHHOKHCIOTHYIO mocienoBareabHocTs SEQ ID NO:216, 308 wnu
309
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CDRL2 comep:kuT aMUHOKHUCIIOTHYO nocienosarenbHocTs SEQ ID NO:227,

CDRL3 comep:kuT aMHHOKUCIIOTHYO nocienoBareabHocTs SEQ ID NO: 13,

CDRHI1 conepxut aMmuHOKUCIOTHY0 nochenoBatebHOCTh SEQ ID NO:246,

CDRH2 conep:kuT aMHUHOKHUCJIOTHYIO mocinenoBareabHOcTh SEQ ID NO:268, 310 wnu
311, m

CDRH3 conepxxutr aMuHOKUCIOTHYO nocienoBarenbHocTe SEQ ID NO:294, 312, 313
unu 314.

15. KoHBIOTaT aHTUTENO-IEKAPCTBEHHOE CPEACTBO MO M. 14, rae aHTUTeNno MU €ro
¢bparMeHT comepKUT BapuabeNnbHyI0 00JacTh JIETKOW LEMNH, BKIFOYAIOLIYI0 aMHHOKHUCIOTHYIO
MOCJIEIOBATEIPHOCTD, BBIOpaHHYI0 U3 rpynmsbl, cocrosimed u3 SEQ ID NO: 129, 178-180 u 201-
202, wuau MenTHl, UMEIIINN MOCIeNOBATENbHOCTh, KOTOpas No MeHbuiel mepe Ha 90%
UJCHTUYHA AMIUHOKHUCIIOTHOM MOCIe0BATEIbHOCTH, BHIOPAHHOM U3 TPYIIIbI, cocTosmieit n3 SEQ
ID NO: 129, 178-180 u 201-202.

16. KonbroraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO MO 14 mnu 15, rae antureno uiu ero
¢dparmMeHT comep>kuT BapuabenbHy 00NaCTh TSKENOW LeMH, BKIIOYAIINYI0 aMUHOKHUCIOTHYIO
MOCJIeIOBATEIBHOCTD, BBIOpaHHYIO U3 rpyIibl, coctosuei u3 SEQ ID NO: 159, 175-177 u 196-
200, wid mNenTua, UMEIIIUN IOC/IeAOBAaTEebHOCTh, KOTOpas IO MeHblueld mepe Ha 90%
UJICHTUYHA AMMHOKHUCIIOTHOM MOCIIeI0BATEIbHOCTH, BEIOPAHHOM U3 rpymbl, coctosimeit n3 SEQ
ID NO: 159, 175-177 n 196-200.

17. Konblorat aHTUTENO0-I€KapCTBEHHOE CPEACTBO IO 1. 14, rae:

CDRL1 comep:xut aMUHOKUCIIOTHYO nocienoBarenbHocTs SEQ ID NO:309,

CDRL2 comep:kutT aMUHOKHUCIIOTHYO nocienoBarenbHocTs SEQ ID NO:227,

CDRL3 comep:kut aMUHOKHUCIIOTHYO nocienoBarenbHocTs SEQ ID NO: 13,

CDRHI1 conepxut amuHOKUCIOTHYO nocienoBateibHOCTh SEQ ID NO:246,

CDRH2 copepxut aMuHOKUCIOTHYO0 nocnenosarensHocTs SEQ ID NO:311 u

CDRH3 conepxut aMUHOKUCTOTHYO nocienoBarebHOCTh SEQ ID NO:294.

18. KoHBbrOraT aHTUTENO-JIEKaPCTBEHHOE CPEACTBO MO M. 17, rae yka3aHHOEe aHTUTENIO WIN
ero (hparMeHT COAEPIKUT BapHaOeNIbHYIO 00IaCTh JIETKOH LeTH, BKJIFOYAOINY K aAMUHOKHUCIIOTHY O
nocnenosatepHOCT SEQ ID NO:202, u BapuabeNbHY0 00J1aCTh TSKEIOH LETH, BKITFOYAIONIYEO
aMUHOKHCJIOTHYIO nocnenoBateapHocTh SEQ ID NO:197.

19. KoHblorar aHTUTENO-JIEKAPCTBEHHOE CPEICTBO IO JIFOOOMY W3 MPEALIECTBYIOIINX
NYHKTOB, TJI€ MOJIEKYJIa JIEKAPCTBEHHOT'O CPEICTBA MPEACTABIsIET COOOH UTOTOKCHYECKHH WITH
UTOCTAaTUYECKUU areHT.

20. KonbOraT aHTUTENO-JIEKAPCTBEHHOE CpencrBo no n. 19, rae Mosekyna
JIEKApCTBEHHOTO CPENICTBA MPENCTABISAECT COO0H MaHTAH3MHOU] TN ay PUCTaTHH.

21. KonbOraT aHTUTENO-JIEKApCTBEHHOE cpencrso no n. 20, rae MoJieKyJia
JIEKapCTBEHHOIO cpeAcTsa copepxut DM1 nnmu DM4.

22. KoHbHOraT aHTUTENO-JIEKAPCTBEHHOE cpencrso no n. 20, rae MoJeKyJia
JEKapCTBEHHOTO  CpenacTBa  comepkutr  MoHoMmerwnaypuctatuH  E - (MMAE)  wm

moHometminaypucratud F (MMAF).
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23. KoHbIOraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO MO JIFOOOMY W3 MPEAIIECTBYIOIINX
MYHKTOB, TI7le MOJIEKyJa JIEKAPCTBEHHOI'O CpPEACTBA IPHUCOEAMHEHA K AHTUTENy WIH €ro
(dbparMeHTy MocpencTBOM JIMHKEpa.

24. KoHBIOTAT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO IO M. 23, rAe JIMHKEP THAPOIU3YETCS B
KHMCJIOTHBIX YCJIOBUSIX.

25. Crioco0 neueHust paka y MalueHTa, Hy>KAAIErocsi B 3TOM, I'7le YKa3aHHBIA CIIOCo0
BKJIFOYAET BBEJCHHE MMALMEHTY KOHBIOIaTa aHTUTEJIO-JIEKAPCTBEHHOE CPENICTBO I10 JF0OOMY U3 IIIT.
1-24.

26. [IppumMeHeHne KOHBIOTAaTa aHTUTEJO-JIEKAPCTBEHHOE CPEACTBO 10 JIro0oMy u3 . 1-24
B LIEJIIX MOJIyU€HUs JIEKAPCTBEHHOTO CPECTBA [JIsl JICUEHUS paKa.

27. Cnoco0 1o 1. 25 niu npuMeHeHue 1o 1. 26, rae pak BbIOpaH U3 IPYIIIbI, COCTOSIIEH
U3 paka MOYEBOrO IMy3bIpsi, paka ME4YeHH, paka TOJCTON KHUIIKH, paka NpsAMON KHIIKH, paka
SHAOMETPHS, JeiiKo3a, JUM(OMBI, paka TMOMKENYIOUYHOH >Keye3bl, MEJKOKJIETOYHOIO paka
JIETKOT'0, HEMEJIKOKJIETOYHOIO PaKa JIETKOT0, PaKka MOJIOYHOM JKEJIe3bl, paka ypeTpbl, paka rojoBbl
U LIeH, paKa >KelyAdOYHO-KUIIEYHOTO TPAaKTa, paKa KeIyJKa, paka MUINEeBOAA, paKa sIMYHUKOB,
paka Mo4eK, MeJJaHOMBI, paKa MPEeACTATEIbHOM JKeJIe3bl U PaKa LIUTOBUAHOM JKEJIE3bI.

28. Crioco0 1o . 25 uiu npuMeHeH e 1o 1. 20, Tie pak MpeAcTaBIsieT COO0M pak KeJyaKa.

29. Cnoco0 mo 1. 25 niy npuMeHeHue 110 I1. 26, Tae y nauueHTa uMeercss MyTant M 149L
6enxa CLDN18.2.

IIo nosepenHocTu
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Kpuasa pocrta onyxonu
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