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Mymua 16 (MUCI16) skcrpeccupyeTcs Ha BBICOKOM YpPOBHE IIPH pake SMYHMKOB, M II0Ka3aHO,
YTO JKCIPECCHsS Ha PAKOBBIX KJIETKAaX 3aIlMIIAET OIyXOJeBbIE KJIETKM OT HMMYHHOH CHCTEMBI.
JlanHOe M300peTeHne OTHOCUTCS K HOBBIM IIOJHOPA3MEPHBIM UEIOBEUECKHM aHTuTenam IgG,
xotopele cBs3bBatoTcs ¢ MUC16 genoBeka (Monocnenuduueckne anturena). JlaHHoe nzoOpereHue
TaK)Ke€ OTHOCUTCS K HOBBIM OucrenuuuHbM aHTUTENaM (OCAT), KOTOpbIE CBS3BIBAIOTCS Kak
¢ MUCI16, tak u ¢ CD3 wu axtuBupytor T-kmerkn uepes CD3 KoMmIieKC B TPHUCYTCTBHU
omyxonei, skcnpeccupyromux MUC16. CornacHo onpeneneHHbIM BapHaHTaM OCYLIECTBIECHUS JaHHOE
M300peTeHre OTHOCUTCS K OHMCHEeUU(HUYHBIM aHTHI'€HCBS3BIBAIOLIMM MOJIEKYJIaM, COIEPIKaIIUM
MEPBBI  aHTUTCHCBS3BIBAIOIINK JOMEH, KOTOPBIM cremuduaeckd cBs3piBaeTr CD3 uyemoBeka u
00€3bsIHBI, M BTOPYIO aHTHI'€HCBS3BIBAIOLIYIO MOJIEKYIY, KoTopas crenuduueckn cpsspiBaer MUC16
yejoBeka U 00e3bsiHBL. B omnpeneneHHBIX BapHaHTaxX OCYIISCTBICHUS H300peTEeHHs] YKa3aHHbIE
oucrnerpuIHbIC AaHTHTCHCBA3BIBAIONINE MOJIEKYIIBI 10 JAHHOMY H300pPETEHHIO CIIOCOOHBI MHTHONPOBATh
poct omyxonel, skcrpeccupytommx MUC16. Bucnenn¢uyuHble aHTUT€HCBA3BIBAIOIINE MOJICKYIBI 110
JJAHHOMY M300pETEHUIO TOJIE3HBI /IS JIeUueHUs 3a00JIeBaHNil U PacCTPOUCTB, NP KOTOPHIX YCHIICHHBIH
nnn uHAypoBaHHed MUCI6-HampaBiIeHHBII MMMYHHBIH OTBET SIBIISICTCS JKEIAaTeNbHBIM W/HIH
TepareBTHYeCKH 1oje3HbM. Hanpumep, 6ucnenuduyanabie aHTHTENa M0 JTaHHOMY H300pPETEHHUIO MTOJIC3HEI
JUISL JISYSHUs Pa3iIMuHbIX BHJIOB paka, BKJIIOYasi paK SUYHUKOB. J[aHHOEe n300peTeHNe TakKe BKIHYaeT
koHbIoTaThl aHTH-MUC16 aHTHTENa C JIEKapCTBEHHBIM CPEICTBOM, KOTOPBIE HHTHOUPYIOT POCT OITyXONH
in vivo. B HeKoTOphIX BapmaHTax OCYyNIECTBICHHs M300pereHHs ykazaHHble aHTH-MUC16 antuTena
TMOJIE3HBI B IMATHOCTHUYECKHX crioco0ax s BelsBieHus npucyrctsus MUC16 B oOpa3nax TKaHH W/HITH
TUIa3MBI.
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CchlIKa HA CIIHCOK MOCJIeA0BATeIbHOCTEH

JlanHas 3asBKa BKIIIOYAeT B ceOs B BUJIC CCBUIKH CITUCOK ITOCIICIOBATEIBHOCTEH, MPEICTABICHHBIN B Ma-
muHOYNTaeMoi popme B Buze ¢aitma 10295WO01-Sequence.txt, co3gannoro 22 centsops 2017 rona u conep-
sKarero 893983 Gaiita. 1.

O0J1acTh TEXHUKH

JlanHoe n300peTeHne OTHOCHTCS K aHTUTEJaM W MX aHTHUTCHCBS3BIBAIONINM (hparMeHTaM, KOTOPHIE SBIIS-
fotes cnenuuaabiME K Mytiuay 16 (MUC16), 1 k criocobam ux nmpuMeHeHus. JlaHHOe N300peTeHHe TaKkkKe OT-
HOCHUTCS K OMCTICIIM(UIHBIM aHTHTEHCBA3BIBAIOMNM MoOJIeKyaM, kKoTopeie cBs3piBatoT MUC16 u CD3, u cro-
cobam ux mpuMeHeHus. [laHHOE H300pETCHUE TaAK)Ke OTHOCHTCS K KOHBIOTaTaM aHTHUTEJIO-ICKapCTBCHHOE CPEJI-
cTBO, copepkamuM aHTU-MUC16 aHTHTENI0 MK €ro parMeHT U TeparneBTHIECKUI areHT (Harpumep, HTUTOTOK-
CHUYECKUI areHT).

YpoBeHb TEXHUKH

Mymur 16 (MUC16), Takke N3BECTHBIH KaK PaKkOBBIM aHTHIeH 125, KapIMHOMHBIN aHTUreH 125, yrie-
BoaHbIH anTureH 125 mwmm CA-125, npencraBnsier co0Oi CHIIBHO TIMKO3WIMPOBAHHBIM WHTETPAJIbHBIH MEM-
OpaHHBII TIUKOMIPOTEHH C OAHUM TPaHCMEMOpPAaHHBIM JOMEHOM, KOTOPBII IKCIIPECCHpyeTCs Ha BEICOKOM ypPOB-
He npH pake ssmgHIKoB. MUC16 cocTOUT M3 TpeX OCHOBHBIX JOMEHOB: BHEKJIETOYHOTO N-KOHIIEBOTO JIOMEHA,
00JIBIIOT0 JOMEHA TaHIEMHBIX TOBTOPOB, KOTPEII MPEepHIBaCTCS TOMEHAMH OelIka CIIepMBI MOPCKOTO €Xa, YHTe-
pokuHasel, u arpuHa (SEA), u kapOOKCHILHOTO KOHIIEBOTO JIOMEHA, KOTOPHIH COMEPKUT CETMEHT TPaHCMEM-
OpaHHOTO y4acTKa W KOPOTKHHA HUTOIUIa3MaTHUecKuii XBocT. IIpoTeonmTryeckoe pacHielyieHne IPUBOIUT K
oTxony OoJpIel yacT BHeKIeTouHOTO ydactka MUC16 B kpoBoTok. MUC16 cBepXdKcIpeccupyeTcs IpH pa-
Ke, BKJIIOYAs paK SMYHUKOB, PAK MOJOYHOW KeJNe3bl, paK MOMKEITYIOYHON JKEIe3bl, HEMEIKOKICTOUYHBIH paK
JIETKOTO, BHYTPHUIICYCHOYHYIO XOJIAHTHOKAPIITHOMY MacCOOOpa3yIoIIEro TUIA, a[CHOKAPIIMHOMY IICHKH MaTKH
U aJICHOKApPIIMHOMY JKCIYIOYHOTO TPAKTa, a TAaKXKe IPHU 3a00JCBAHUAX M COCTOSHUSX, B TOM YHUCIIC BOCIIATH-
TENBHBIX 3200JICBAHUAX KHUIICYHUKA, [TUPPO3E MMEUYCHHU, CEPIACYHON HEIOCTATOYHOCTH, HHOEKIUN OPIONIMHBI
abmomuHansHOU xupypruu. (Haridas, D. et al., 2014, FASEB J., 28: 4183-4199). [Toka3zaHo, 94TO SKCIpecCHs Ha
PaKOBBIX KJIIETKaX 3alllHIIacT OMyXOJieBble KISTKH OT MMMYyHHOU cuctemsbl. (Felder, M. et al., 2014, Molecular
Cancer, 13: 129). beutn uccieoBanbl CrocoOb! JICUEHUS paka SUIHUKOB ¢ HCIoyIb3oBanueM antutes Kk MUCI 6.
OperoBomab u abroBomad siBisitorest anti-MUC16 aHTHTETaMH, KOTOPBIE UMEIOT orpaHudeHHbIN ycrex. (Feld-
er, Boime, Das, S. and Batra, SK 2015, Cancer Res. 75: 4660-4674.) CD3 npencrasisier co00i TOMOIUMEPHBIT
WJIM T€TePOJIUMEPHBIA aHTUTEH, SKCIPECCUPOBAHHBIM Ha T-KJIeTKax B COUETAHUU C KOMILJIEKCOM T-KJIETOYHOTO
penenropa (TCR), n tpebyetcs mia aktuBaiuu T-kietok. OyaknunoHansHeidi CD3 obpasyeTcst n3 auMepHOU
ACCOIMALMU JIBYX W3 YEThIPEX PAa3NUYHBIX IICTCH: SMCUIIOH, 3eTa, AeibTa W ramma. JJumepneie cxembl CD3
BKITIOYAIOT TaMMa/3TICUIIOH, JICIBTa/STNCUIIOH U 3eTa/3eTa. bpiio mokasano, 4to antutena npotus CD3 knacrepu-
3ytoT CD3 Ha T-kieTkax, BBI3BIBAs TEM CaMBIM aKTHUBAIIMIO T-KJIETOK CIIOCOOOM, CXOIHBIM ¢ BoBieucHreM TCR
mozekynamu MHC, narpyxeHHbIMU nentuioM. Takum oOpa3zoM, antu-CD3 anTHTena ObUIM MPEIOKEHBI IS
TEpaneBTHYCCKUX IIEIICH, BKIIOYAONNX akTuBanuio T-kieTok. Kpome Toro, OucnenuuvHbIe aHTHTENA, KOTO-
peie crocoOHBI cBs3biBaTh CD3 M aHTUTeH-MHUIICHb, OBUTH MPEIIOKCHBI IS TEPAleBTUYECKOTO TTPUMCHEHHUS,
BKITIOYAIOIIETO HAIleNWBAaHNE MMMYHHBIX OTBETOB T-KJIETOK Ha TKaHW W KIIETKH, SKCIIPECCHPYIOIINE aHTHI'CH-
MUIIICHb.

AHTHTEHCBS3BIBAIOIINE MOJIEKYJIBI, KoTophle HameneHsl Ha MUC16, B ToM 9uciie KOHBIOTAaThl aHTHTENO-
JICKApCTBEHHOE CPEJICTBO, a TaKXKe ONCHeM()UIHbIC aHTUTCH-CBI3BIBAIOIIIE MOJICKYIIbI, KOTOPBIEC CBS3BIBAIOTCS
kak ¢ MUCI16, tak u ¢ CD3, OyayT mosie3Hsl B TepaneBTHUESCKUX YCIOBHSIX, B KOTOPBIX crienuduyeckoe Hare-
JMUBaHUE U T-KIETOYHOE YHUUYTOKEHUE KIETOK, KOTophIe dKcipeccupytoT MUC1 6, siBisieTcs xKellaTeNbHbIM.

Kpartkoe onucanne cynHocTH u300peTeHns

B mepBoM acriekTe TaHHOE M300PETEHUE OTHOCHTCS K QHTUTENAM M UX aHTHTCHCBS3BIBAIOIIAM (parMeH-
TaM, KOTOpBIE CBS3BIBAIOTCA ¢ yenmoBedeckuM MUC16. AHTHTENa COTJIACHO 3TOMY aCHEKTy U300pPETEHUS MOIe3-
HBI, B YaCTHOCTH U HAlleJIMBaHMs Ha KIeTKH, skcnpeccupyrone MUC16. [lanHoe M300peTeHne Takke OTHO-
CUTCS K OMCTeIIM(UIHBIM aHTUTEIAM U MX aHTHUTCHCBS3BIBAIONINM (hparMeHTaM, KOoTopeie cBs3biBaroT MUC16
genoBeka 1 CD3 gemoBeka. bucnenuduanpie aHTUTENAa B COOTBETCTBUH C 3TUM aCIIEKTOM H300pETEHHUS I0JIe3-
HBI, B 9aCTHOCTH, U HaIeNMBaHUA T-KIETOK, skcupeccupyonmx CD3, n mia ctuMmymnsaouu aktuBanuu T-
KJIETOK, HallpAMep, B YCIOBHUSAX, KOTJa OMOCPEI0BaHHOE T-KIeTKaMi YHHYTOKEHHE KIIETOK, SKCIPECCHPYIONTIX
MUCI16, sBrseTcsi TIOJIE3HBIM WJIH JKellaTeNIbHbIM. Harmpumep, OucriennduaHbple aHTHTENa MOTYT HaIpaBIATh
CD3-omocpenoBannayto akTuBaruio T-kierok Ha cnermuduieckue MUCI6-3kcnpeccupyromue KISTKH, TaKue
KaK OITyXOJICBBIE KIJICTKH SUIHUKA.

WmroctpatuBubie anti-MUC16 aHTHTENA 110 TaHHOMY M300pETEHHIO NIepeyrciIeHb! B Ta0d. 1 1 2 gaHHO-
ro NMokyMeHTa. B Tabn. 1 mpuBeneHB MACHTU(PHUKATOPH aMHHOKHCIOTHBIX TOCIIEOBATEIFHOCTEH Bapuadeib-
HBIX y4yacTkoB Tspkenoi nern (HCVR) m BapuaGenbHbIx yuactkoB yerkod nenu (LCVR), a Takke ydacTkos,
onpeaensomux kommieMmeHTapHocTh Tspkenoi nenu (HCDR1, HCDR2 u HCDR3) u yyacTkoB, onpeaesiiommx
komruiemeHTapHocTh Jierkoil nenu (LCDR1, LCDR2 u LCDR3) tumoBsix antu-MUC16 antuten. B Tabm. 2
MPUBEICHBI UICHTHU(PHUKATOPHI MOCICIOBATEIFEHOCTEH MOJICKYN HYKICHHOBOW KUCIOTHI, kKoaupyromux HCVR,
LCVR, HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 tunossix antu-MUC16 anturen.

JlarHOE M300peTeHNe OTHOCHTCS K aHTUTEJIaM FUTH UX aHTHUTEHCBS3BIBAIONINM (pparMeHTaM, COIep KaIluM
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HCVR, cozpepaieM aMHHOKHCIIOTHYIO IIOCJIEOBATEIbHOCTh, BBHIOPAHHYIO W3 JIO00OH M3 aMHUHOKHCIOTHBIX
nocnenosarensHocteit HCVR, mepeuncnenHslx B Tadn. 1, WIM MO CYIIECTBY IOJOOHYIO €if mociemoBaTelb-
HOCTB, UMEIOIYIO 10 MeHbIneil Mepe 90%, mo MeHbmei mepe 95%, mo mensmiei Mepe 98% wim Mo MeHbIIEH
Mepe 99% HIEHTUYIHOCTH MTOCISI0BATEIILHOCTH.

JlarHOe m300peTeHne TakKe OTHOCHTCS K aHTHUTENIaM UM MX aHTHTCHCBA3BIBAIOIINM (pparmeHTam, conep-
skarmmmM LCVR, copepkaiieM aMUHOKHCIOTHYIO TOCIEAO0BATEIHHOCTh, BRIOPAHHYIO U3 JTFOOOH M3 aMHUHOKWC-
JOTHBIX ocnenoBaTenbHocTet LCVR, nmepedncnenHpix B Tabm. 1, WK Mo cymiecTBy MoA00HYIO €if mociiejoBa-
TENBHOCTh, UMEIOIYI0 10 MeHbIel Mepe 90%, mo MeHsmei Mepe 95%, mo Menbmie Mepe 98% nimm Mo MeHb-
et Mepe 99% MASHTUYHOCTH MOCIEI0BATEILHOCTH.

JlanHOE M300peTCHNE TaKXKe OTHOCHTCS K aHTUTENIaM I UX aHTHTCHCBS3BIBAIOIINM (pparMeHTam, coaep-
JKaIIUM MapHYI0 aMUHOKHCIOTHYIO0 nocienoBarensHocts HCVR u LCVR (HCVR/LCVR), copepxaryro Jito-
Oyro M3 aMHHOKHCIIOTHBIX nocienoBarensHocted HCVR, nepeuncnenHsix B Ta0u. 1, B mape ¢ mo0oi U3 aMuHO-
KHCJIOTHBIX mociienoBaTenbHocTed LCVR, nepeuncienHsx B Ta0m. 1. B cOOTBETCTBHM ¢ HEKOTOPHIMU BapHaH-
TaMH pealu3aliy JaHHOS H300PETCHUE OTHOCUTCS K aHTUTENIaM WU WX aHTUTCHCBS3BIBAIOIIUM (pparMeHTaM,
coJlepKaluM TMapHYI0 aMUHOKUCIOTHYIO mocienoBarenbHocTh HCVR/LCVR, comepkariytocs B robomM w3
TUTIOBBIX aHTU-MUC16 aHTHTEN, TIepeIrCIeHHBIX B Tab. 1. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS H300pe-
TEHWs, TMapa aMHHOKUCIOTHBIX mocienoBatenbHocter HCVR/LCVR wmmeer mocnenoBatensHocth SEQ 1D
NO:18/26 (manmpumep, HIH8767P).

JlarHOe m300peTeHne TakKe OTHOCHTCS K aHTHUTENaM FUTH MX aHTHTCHCBA3BIBAIOIINM (pparmeHTam, conep-
skarmmum CDR1 Tsoxenoit ienn (HCDR1), copeprkamuii aMHHOKHCIIOTHYIO TTOCIIEIOBATEIILHOCTD, BRIOPAHHYIO U3
M000# U3 aMHHOKHCIOTHBIX mocienoBarenbHocteit HCDR1, mepeuncineHHBIX B Ta0M. 1, WK MO CYIIECTBY IO-
JOOHYIO el MOoCIIe0BaTeIbHOCTD, UMEIOIIYI0 110 MeHbIneit Mepe 90%, 1o MeHbielt Mepe 95%, o MeHbIIEH
Mepe 98% unu o MeHsblei Mepe 99% HIIEHTUYHOCTH MOCIEI0BATEIbHOCTH.

JlanHOE M300peTCHNE TaK)Ke OTHOCHTCS K aHTUTENIaM I UX aHTHICHCBS3BIBAIOIINM (pparMeHTam, coaep-
xarmum CDR2 tspxenoit nermmu (HCDR2), copeprkamuii aMIHOKUCIIOTHYIO TIOCIIEIOBATEIILHOCTh, BEIOPAHHYIO U3
mMo00# U3 aMUHOKHCIOTHEIX mocieaoBarenbHocTelt HCDR2, mepeuncieHHpix B Taba. 1, WK 10 CYIIECTBY IMO-
JIOOHYIO el MoCIe0BaTeIbHOCTh, NMEIOMIYI0 1Mo MeHbInei mepe 90%, mo MeHsmeit Mepe 95%, mo MeHbIIeH
Mepe 98% wiu o MeHbIIe Mepe 99% HIEHTUIHOCTH MTOCIeI0BATEILHOCTH.

JlarHOe m300peTeHne Tak)Ke OTHOCHTCS K aHTHUTENIaM FUTH MX aHTHICHCBA3BIBAIOIINM (pparmeHTam, conep-
skarmum CDR3 Tsoxenoit e (HCDR3), copeprkamuii aMHHOKHCIOTHYIO TTOCIIEIOBATEIILHOCTD, BRIOPAHHYIO U3
mMo00# U3 aMUHOKHCIOTHEIX mocienaoBarenbHocTelt HCDR3, mepeuncieHHpix B Tabm. 1, WK 1O CYIIECTBY IMO-
JOOHYIO el MOoCIIe0BaTeIbHOCTD, UMEIOIIYI0 110 MeHbIneit Mepe 90%, 1o MeHbleit Mmepe 95%, o MeHbIIeH
Mepe 98% unu o MeHblel Mepe 99% HIIEHTUYHOCTH MOCIEI0BATEIbHOCTH.

JlanHOE M300peTCHHE TaKXKE OTHOCHTCS K aHTUTENIaM I UX aHTHICHCBS3BIBAIOIINM (pparMeHTam, coaep-
xammMm CDR1 nerkoit nenu (LCDR1), copepxanmii aMMHOKHCIIOTHYIO TIOCJIEIOBATENILHOCTD, BEIOPAHHYIO M3
TM000# M3 aMHHOKHUCIIOTHBIX mociienoBarenpHocTeld LCDR1, mepeuncineHHsIx B Taba. 1, WU IO CYIIECTBY IO-
JIOOHYIO0 el MOCIIe0BaTeIbHOCTD, UMEIOIIYI0 110 MeHbInei Mepe 90%, 1o Mmenbieit Mmepe 95%, o MeHbIIEH
Mepe 98% wimu o MeHbIIer Mepe 99% HIEHTUIHOCTH MTOCIeI0BATEITLHOCTH.

JlarHOE M300peTeHne TakKe OTHOCHTCS K aHTHUTENaM TN MX aHTHTCHCBA3BIBAIOIINM (pparmeHTam, conep-
skarmmmv CDR2 nerkoit menn (LCDR2), comeprkammuii aMHHOKHCIIOTHYIO MTOCJIEIOBATEILHOCTD, BRIOPAHHYIO W3
000 U3 aMUHOKHUCIIOTHBIX mociienoBarensbHocTeld LCDR2, mepeuncieHHpIXx B TabJ. 1, WK 1O CyIIECTBY IO-
JIOOHYIO el MoCIeI0BaTeIbHOCTh, NMEIOMIYI0 1Mo MeHbIne mepe 90%, mo MeHsmeit Mepe 95%, Mo MeHbIIEH
Mepe 98% unu o MeHble Mepe 99% HIIEHTUUHOCTH MOCIEI0BATEIbHOCTH.

JlanHOE M300peTCHHE TaKXKe OTHOCHTCS K aHTUTENIaM I UX aHTHTCHCBS3BIBAIOIINM (pparMeHTam, coaep-
xammM CDR3 serkoit nenu (LCDR3), copeprxanmii aMMHOKHCIIOTHYIO TIOCJIEIOBATENILHOCTD, BEIOPAHHYIO M3
M000# U3 aMHHOKHUCIIOTHBIX mociienoBarenpHocTeld LCDR3, mepeuncineHHsix B Tabn. 1, WU 1O CYIIECTBY IO-
JIOOHYIO0 el MOCIIe0BaTeIbHOCTD, UMEIOIIYI0 110 MeHbIneit Mepe 90%, o MmeHbieit Mmepe 95%, o MeHbIIEH
Mepe 98% unu o MeHble Mepe 99% HIIEHTUYHOCTH MOCIEI0BATEIbHOCTH.

JlarHOe m300peTeHne TakKe OTHOCHTCS K aHTHUTENaM TN MX aHTHTCHCBA3BIBAIOIINM (pparmeHTam, conep-
JKaIluM TIapHYI0 aMHUHOKHUCIIOTHYI0 mocienoBaTeibHocTh HCDR3 n LCDR3 (HCDR3/LCDR3), conepikarnyto
Mo0YyI0 U3 aMHUHOKHCIOTHRIX mocnenoBaTenbHocTeir HCDR3, mepeunciennpx B Tabi. 1, B mape ¢ moboit u3
aMUHOKHUCIIOTHBIX TocienoBatenbHocTert LCDR3, nmepeuncineHHbIx B Taba. 1. B COOTBETCTBHM ¢ HEKOTOPHIMHU
BapHaHTAMH PEaH3aliy JaHHOE M300pETeHHE OTHOCHUTCS K aHTHTENAM WIM WX aHTUTCHCBS3BIBAIONIUM (par-
MEHTaM, COJEp)KalluM IMapHyl0 aMUHOKHUCIOTHYI0 mocienoBatenbHocTh HCDR3/LCDR3, comepxarryrocs B
nmo00oM u3 THIOBBIX aHTH-MUC16 aHTHTEN, IepeUnCIICHHBIX B Ta0. 1. B HEKOTOpPHIX BapHaHTaX OCYIICCTBIIC-
HUS M300peTeHHs], Tapa aMMHOKHCIIOTHBIX mocienoBaTtensHocteii HCDR3/LCDR3 umeer nocienoBaTeIbHOCTD
SEQ ID NO: 24/32 (narmpumep, HIH8767P).

JlanHOE M300peTCHNE TaKKe OTHOCHTCS K aHTUTENIaM I UX aHTHTCHCBS3BIBAIOIINM (pparMeHTam, coaep-
samuM Habop u3 mectd CDR (to ecte HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3), conepxamuxcs B
mro00oM u3 THIOBBIX aHTH-MUC16 aHTHTEN, IepeUnCIICHHBIX B Ta0. 1. B HEKOTOpPHIX BapHaHTaX OCYIICCTBIC-
HUS M300peTeHuss Habop aMUHOKHUCIOTHBIX nocienoBatenbHocTeit HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-
LCDR3 Bo10pan u3 rpymmsl, coctosimeid n3 SEQ ID NO: 20-22-24-28-30-32 (manpumep, HIH8767P).
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B cxomgHOM BapmaHTe peanu3anuy JaHHOS W300pETCHHE OTHOCHTCSA K aHTHTENAaM WIIM UX aHTHI'CHCBS3bI-
BarommM (QparmeHTam, cogepkammM Habop w3 mectd CDR (to ectv HCDRI1-HCDR2-HCDR3-LCDRI1-
LCDR2-LCDR3), conmepxamnuxcs B mapHOi aMHHOKHCIOTHOHM mocienoBatenbHocTt HCVR/LCVR, kak ompe-
JIEIICHHO JTI0O0BIM M3 TUNOBBIX aHTH-MUC16 anTHTEN, IepeunciieHHsIX B Tab. 1. Hanpumep, nanHoe n3zobdperte-
HHUE BKJIIOYACT aHTUTENA M WX aHTHTCHCBS3BIBAIOIINE (PparMeHTHl, coaepskamne Habop aMHHOKHCIOTHBIX
nocnenoBareabHocTeii HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3, conepamuiics B Tape aMHHOKHC-
notHeIX TnocaenoBatenbHocTelt HCVR/LCVR, mocnepoBarenpHocTH SEQ ID NO: 18/26 (mampumep,
H1H8767P). Cioco6s! u Texuosnoruu uaeatudukanm CDR B aMrHOKHCTOTHBIX mocienoBaTenbHOCTIX HCVR
u LCVR xopomio u3BeCTHHI B TaHHOH 00JIACTH TEXHUKU M MOTYT OBITh MPUMEHEHBI s uaeHTndukanuu CDR B
YKa3aHHBIX aMUHOKHCIOTHEIX mocienoBareabHOCTSX HCVR w/mnmn LCVR, onucaHHBIX B JaHHOM JTOKYMEHTE.
TunoBsle cornameHus, KOTOpPbIE MOTYT OBITH MPUMEHEHHI Ui onpeneneHus rpanun; CDR, BkiTovaroT, Hampu-
Mep, onpenenenue mo Kabdaty, onpenenenue mo Yorua u onpenencarne ATM. B o0miem ciaydae onpeneneHue mo
Kabaty ocHOBaHO Ha BapHaOEIBHOCTH IOCICIOBATSIFHOCTH, ONpeeiicHre Mo YOTHH OCHOBAaHO HA MECTOTIOJIO-
JKCHHU CTPYKTYPHBIX METICBBIX 00JIAacTei, a onpeaeneHue 1o ATM SBIseTCS KOMIIPOMUCCOM MEXKIy TOIX0.Ia-
mu o Kabary u Yotun. Cm., Hampumep, Rabat, "Sequences of Proteins of Immunological Interest," National
Institutes of Health, Berecna, mrar Mapunena. (1991); Al-Lazikani et al., J. Mol. Biol. 273:927-948 (1997); u
Martin et al., Proc. Natl. Acad. Sci. USA 86:9268-9272 (1989). I1y6amanbie 6a3bl JAHHBIX TAK)KE JOCTYITHBI JJIsT
uaeHtudukamm mocienoBarensHocteir CDR B anTHTene.

Jlannoe wm300peTeHNe TaKke OTHOCHUTCA K MOJIEKyJaM HYKJICWHOBOH KHCIOTHI, KOAMPYIOUINM aHTH-
MUCI16 anTuTena wim ux yactd. Hampumep, naHHOe W300peTeHHe OTHOCHUTCS K MOJIEKYJIaM HYKJICHHOBOH KH-
CJIOTHI, KOJUPYIOIIUM JIFOOYI0 M3 aMHHOKHCIOTHBIX mocneaoBaTenbHocTed HCVR, mepevncneHHsix B Tabm. 1; B
OTIPENICIICHHBIX BapUAHTAX PeaH3alyi JaHHOTO W300pEeTEHUs MOJCKYIa HYKICHHOBON KHCIOTHI COACPKUT TO-
JUHYKJICOTHIHYIO TOCIICA0BATCILHOCTD, BHIOPAHHYIO W3 JIFOOOW IOCIIEAOBATCIHLHOCTH HYKJICHHOBBIX KHCIIOT
HCVR, nepeuncieHHbIX B Ta0J. 2, WIK 10 CYIIECTBY MOJOOHYIO IOCIIEI0BATEIBHOCTD, HMEIOIIYIO TT0CIIeI0Ba-
TEJNBHOCTh UACHTUUYHYIO 10 MeHblIeld Mepe Ha 90%, no menblIel Mepe Ha 95%, o menbueil Mmepe Ha 98% nu
1o MeHbIIeH Mepe Ha 99%.

JlanHoe m300peTeHne Takke OTHOCHTCS K MOJIEKyJaM HYKJICHHOBOW KHCIIOTHI, KOJUPYIOIIUM JIFO0YIO W3
aMUHOKHCIIOTHBIX TIocienoBarensHocTedt LCVR, nepedncieHHsix B TabM. 1; B ompeIeeHHbIX BapUaHTaX peaju-
3allH TAHHOTO W300peTeHUs] MOJIEKyIa HYKJICHHOBOH KHCIIOTHI COACPKUT MOJHMHYKICOTHIHYIO HOCIICI0BATEIb-
HOCTh, BRIOpaHHYIO U3 JIFO00H TIOCIIeI0BaTeIbHOCTH HYKIeHHOBBIX KucioT LCVR, nepeuncieHHsx B Ta0d. 2, Win
TI0 CYIIECTBY MOJOOHYIO TIOCIEN0BATEIFHOCTD, IMEIONTYIO ITOCIEI0BATEIHHOCTD HICHTUYHYIO [T0 MCHBIIIEH Me-
pe Ha 90%, no MeHbIel Mepe Ha 95%, o MeHblIel Mepe Ha 98% uiu no MeHbIIel Mepe Ha 99%.

JlanHOE M300peTeHHE TaK)KE€ OTHOCHTCS K MOJICKYJaM HYKJICHHOBOW KHCIIOTHI, KOJUPYIOIIUM JIFO0YI0 W3
AMHUHOKHUCIIOTHBIX TocienoBarenbHocTeit HCDR1, mepeuncieHHbIX B Tabl. 1; B Ompe/IeicHHBIX BapHaHTaX pea-
JU3alMK JAHHOTO M300pETCHHS MOJICKYNa HYKJICHHOBOW KHCJIOTHI COJCPKHUT MOJUHYKICOTHIHYIO MMOCIEI0BA-
TENBHOCTh, BHIOPaHHYIO U3 JIFOOOM MOCIEIOBATENBHOCTH HYKJIEHHOBBIX kuciaoT HCDRI, mepedncieHHBIX B
TabJ. 2, WK MO CYIIECTBY MOJOOHYIO ITOCICAOBATEIFHOCTh, UMCIOIIYIO MOCIE0BATEIIEHOCTh, UACHTHYHYIO O
MeHbIIe Mepe Ha 90%, o MeHbIIel Mepe Ha 95%, mo MeHbIIeit Mepe Ha 98% nim o MeHbIer Mepe Ha 99%.

JlanHoe m300peTeHne Takke OTHOCHUTCS K MOJIEKyJaM HYKJICHHOBOW KHCIIOTHI, KOJUPYIOIIUM JIIO0YIO W3
aMUHOKHUCIIOTHBIX TocnenoBatenbHocTeit HCDR2, mepeuncneHHpIX B TaOI. 1; B ONpeneeHHBIX BapraHTax pea-
JM3aIMY JaHHOTO M300peTeHHs MOJICKyNla HYKJICHHOBOW KHUCIOTHI COJACPKHUT MOJMHYKICOTHIHYIO IOCIIEI0Ba-
TEJIHHOCTh, BBIOPAHHYIO M3 JIIOOOW TOCEIOBATEIBHOCTH HYKJIeHMHOBBIX KucinoT HCDR2, mepedncieHHBIX B
TabJ. 2, WU MO CYIIECTBY MOJOOHYIO ITOCICAOBATEIFHOCTh, UMCIOIIYO MOCIE0BATEIIEHOCTD, UACHTUYHYIO IO
MeHblIel Mepe Ha 90%, o MeHblIel Mepe Ha 95%, o MeHbIel Mepe Ha 98% unu no MeHsle mepe Ha 99%.

JlanHOE M300peTeHHE TaK)KE€ OTHOCHTCS K MOJICKYJaM HYKJICHHOBOW KHCJIOTHI, KOJUPYIOIIUM JIFO0YI0 W3
AMUHOKHUCIIOTHBIX TocienoBarenbHocTeit HCDR3, mepeuncieHHbIX B Ta0l. 1; B Ompe/IeicHHBIX BapHaHTaX pea-
JU3alMK JAHHOTO M300pETCHHS MOJICKYNa HYKJICHHOBOW KHCJIOTHI COJCPKHUT MOJUHYKICOTHIHYIO MMOCIEI0BA-
TENBHOCTh, BHIOPAHHYIO U3 JIFOOOHM MOCIEIOBATENHHOCTH HYKJIEHHOBBIX kuciaoT HCDR3, mepeuncieHHBIX B
TabJ. 2, WU 10 CYIIECTBY MOJOOHYIO ITOCIEAOBATEIFHOCTh, MMEIONIYIO TIOCIE0BATEIEHOCT, HACHTHYHYIO IO
MeHbIIe Mepe Ha 90%, o MeHbIIel Mepe Ha 95%, mo MeHbIIeit Mepe Ha 98% nim o MeHbIer Mepe Ha 99%.

JlarHoe m300peTeHne Takke OTHOCHUTCS K MOJIEKyJaM HYKJICHHOBON KHCIIOTHI, KOJUPYIOIIUM JIIO0YI0 W3
aMUHOKHUCIIOTHBIX TocnenoBarenbHocTelt LCDR1, mepeuncineHHbx B Ta0Md. 1; B ONpeIeICHHBIX BapUaHTaxX pea-
JM3aIMY JAaHHOTO M300peTeHHs MOJIEKyNa HYKJICHHOBOW KHUCIOTHI COJACPKHUT MOJHMHYKICOTHIHYIO IOCIIEI0Ba-
TEJIHHOCTh, BHIOPAHHYIO M3 JIIOOOH IMOCIIeOBATEILHOCTH HYKJIEHHOBBIX KUCIOT LCDRI, mepeyucieHHbIX B
TabJ. 2, WK MO CYIIECTBY MOJOOHYIO ITOCICAOBATEIFHOCTh, UMCIOIIYIO MOCIC0BATEIIEHOCTh, UACHTUYHYIO O
MeHblIel Mepe Ha 90%, o MeHblIel Mepe Ha 95%, o MeHbIel Mepe Ha 98% unu no MeHble mepe Ha 99%.

JlanHOE M300peTeHHE TaK)KE€ OTHOCHTCS K MOJICKYJaM HYKJICHHOBOW KHCJIOTHI, KOJUPYIOIIUM JIFO0YI0 W3
AMHUHOKHUCIIOTHBIX mocienoBarenbHocTelt LCDR2, mepeyncieHHBIX B Ta0M. 1; B ONpEACTICHHBIX BapHaHTaX pea-
JU3alMK JAHHOTO M300pETCHHS MOJICKYNa HYKJICHHOBOW KHCIOTHI COJCPKHUT MOJUHYKICOTHIHYIO MMOCIIEI0BA-
TENBHOCTh, BHIOPAHHYIO U3 JIFOOOW IOCIICAOBATEIHLHOCTH HYKICHHOBBIX KucioT LCDR2, mepedncieHHBIX B
TabJ. 2, WK MO CYIIECTBY MOJOOHYIO MMOCIEI0BATEIHHOCTD, UMEIONIYIO MTOCIIEI0BATEIEHOCTD HACHTHIHYIO IO
MeHbIIe Mepe Ha 90%, o MeHbIIel Mepe Ha 95%, mo MeHbIIeit Mepe Ha 98% nim o MeHbIer Mepe Ha 99%.
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JlaHHOE M300peTeHHnEe TaK)KE OTHOCUTCS K MOJIEKYJIaM HYKJICHHOBOHM KHCIIOTHI, KOJUPYIOIINM JIIOOYIO W3
AMHUHOKHUCIIOTHBIX TocienoBarenbHocTelt LCDR3, mepeyncieHHbIX B Ta0M. 1; B ONpeCTICHHBIX BapHaHTaX pea-
JM3aIMY JaHHOTO M300peTeHHs MOJIEKyNa HYKJICHHOBOW KHCIOTHI COJACPKHUT MOJMHYKICOTHIHYIO IOCIIEI0Ba-
TEJIHHOCTh, BHIOPAHHYIO M3 JII0OOOH IMOCIIe0BATEIFHOCTH HYKJIEHHOBBIX KUCIOT LCDR3, mepeyucieHHbIX B
TabJ. 2, WU M0 CYIIECTBY MOJOOHYIO ITOCIIEAOBATEIFHOCTh, MMEIONIYIO TOCIE0BAaTEIFHOCT, HACHTHYHYIO IO
MeHbIIe Mepe Ha 90%, o MeHbIel Mepe Ha 95%, mo MeHbIeit Mepe Ha 98% nim o MeHbIer Mepe Ha 99%.

JlanHOE M300peTeHME TaKKe OTHOCUTCS K MOJIEKYJIaM HYKJIEHMHOBOW KHCIOTHI, kKoaupyrommM HCVR, npu
stom HCVR conepxxkut Ha6op u3 tpex CDR (to ectb HCDR1-HCDR2-HCDR3), ipu 3ToM Habop aMHUHOKHC-
notHeIX mocnenoarenbHocTeli HCDR1-HCDR2-HCDR3 sBisieTcst TakuM, Kak ONpeAesieHO JIFOOBIMU TUIIOBEI-
mu anTu-MUC16 anTHTENaMU, EpeyrcIeHHBIMY B Ta0. 1.

JlanHOE n300peTeHne TakKe OTHOCHTCS K MOJIEKYJaM HYKJIEWHOBOW KHCIOTHI, koaupyromwM LCVR, npu
stoM LCVR conepxur Hadop u3 tpex CDR (to ects LCDR1-LCDR2-LCDR3), npu 3ToM Ha0Op aMUHOKHUCIIOT-
HBIX mocienoBatenbHOcTed LCDR1-LCDR2-LCDR3 sBisieTcss TakuM, Kak ONPEACIICHO JTIOOBIMHA THIIOBBIMHU
antu-MUC16 anTuTenamu, nepeyrcieHHpIMY B Tao. 1.

JlanHO€ M300peTeHNe TakyKe OTHOCHTCS K MOJIEKYJIaM HYKJIEMHOBOW KHCIOTHI, KogupyrommM kak HCVR,
tak 1 LCVR, nipu atom HCVR copepXuT aMUHOKHCIOTHYIO ITOCIIEIOBATEILHOCTD JIFOO0H N3 aMUHOKHCIOTHBIX
nocnenoBarenbHocTeli HCVR, mepeuncnennsix B Tabm. 1, u mpu 3tom LCVR comepkuT aMUHOKHUCIOTHYIO TI0-
CJIeIOBATEILHOCTh JIIO0OM M3 aMWHOKHCJIOTHBIX mocienoBatenbHocted LCVR, mepeuncinennsix B Tabn. 1. B
HEKOTOPBIX BapMaHTaX pealM3alliiil JaHHOTO M300peTeHHs MOJIEKyJa HyKJICHHOBON KHCIIOTHI COACPIKUT TIOJH-
HYKJICOTHIHYIO TIOCIIEOBATCIFHOCT, BBHIOPAHHYIO M3 JIFOOOH MOCIENOBAaTEIFHOCTH HYKJICHHOBBIX KHCIIOT
HCVR, nepeunciieHHBIX B Ta0JI. 2, WIH 110 CYIIECTBY MOJOOHYIO €l MOCIIeI0BATEILHOCTD, MIMEIOILYIO 1OCIe0-
BaTEJIbHOCTh, UACHTUYHYIO IO MeHblIeld Mepe Ha 90%, mo MeHbueil Mepe Ha 95%, no meHbiIel Mepe Ha 98%
WM TI0 MeHbIeld Mepe Ha 99%, U TONMHYKICOTHIHYIO MTOCIIEN0BaTEIbHOCTD, BEIOPaHHYIO U3 000 mocieno-
BaTENPHOCTH HYKJIEHHOBBIX KUCIOT LCVR, mepeuncineHHbIx B Ta0d. 2, WIH MO CYHMIECTBY MOJOOHYIO MOCIEIO-
BaTEJIbHOCTh, UIMEIOLIYIO TIOCIE0BATENILHOCTD, UACHTHUHYIO TI0 MeHbIlel Mepe Ha 90%, Mo MeHbIlel Mepe Ha
95%, mo menpIIel Mepe Ha 98% wn o MeHbIIeit Mepe Ha 99%. B HEKOTOPHIX BapHaHTaxX pealn3aliuil TaHHOTO
n300peTeHNsI B COOTBETCTBUHM C OTHUM acCIEKTOM HM300pETCHHS MOJEKyJa HYKIEHHOBOH KHCIOTHI KOJHPYET
HCVR u LCVR, npu stom HCVR u LCVR o06a nonydens! u3 toro ke antTi-MUC16 aHTHTENa, YKa3aHHOTO B
Tabm. 1.

JlarHOe M300peTeHne Tak’Ke OTHOCUTCA K PEKOMOWHAHTHBIM KCIIPECCUPYIOIAM BEKTOPaM, CIIOCOOHBIM K
JKCIPECCUH TIOJUNENTHIA, CONEpKallero BapraOeIbHBIH Y9aCTOK TsKENON wimm Jierkoi mermu antu-MUC16
antuTena. Hanmpumep, naHHOE M300peTEHHE BKIIIOYACT PEKOMOMHAHTHBIE SKCIIPECCHOHHBIE BEKTOPHI, COJIepKa-
mye JT00YI0 U3 YHOMSIHYTHIX BBIIIE MOJICKYJ HYKIEMHOBOW KHCIIOTBI, TO €CTh MOJIEKYJIbl HyKJICHHOBOH KHCIIO-
THI, Koaupyrouye mooyio u3 nocienosaresnsHocTeit HCVR, LCVR n/umm CDR, kak yka3ano B ta0um. 1. Taxke B
00bEM JaHHOTO M300pPETEHHMS BKIIIOUCHBI KIETKH-X035€Ba, B KOTOPbIE BBOJWIIM TaKHE BEKTOPHI, @ TAKXKE CHOCO-
OBl MMONTyYCHHS AHTUTEN WM WX YaCTeH IyTeM KyJIbTHBHPOBAHUS KICTOK-XO35CB B YCIOBUAX, MO3BOJISIOLINX
IPOAYIMPOBATh AHTHUTENA WM (PPArMEHTHI aHTHUTEI, U BOCCTAHOBJICHUEC aHTHUTEN U (PParMEHTOB aHTHUTEN, MOITY-
YEHHBIX TAKHUM 00pa3oM.

JlanHoe m3o0perenne BkimouyaeT aHTH-MUC16 anTHTEeNa, HMeromue MOIU(GUIMPOBAHHBIN TPOGUIH TITH-
KO3WJIMPOBaHM. B HEKOTOPHIX BapwaHTax peaan3aliy JaHHOTO N300peTeHus MOau(UKanrs I YAaJeHUs He-
JKEeNaTeNBHBIX CANTOB TJIMKO3WIMPOBAHHUS MOJXKET OBITH ITOJIE3HA WM aHTHUTEINO, JIUIIeHHOe (yKo3HOTO (par-
MEHTa, IPUCYTCTBYIONIETO B OJUTOCAXapHUIHON IIEIH, HAIPUMEp, VI YCIICHHUS (YyHKINN aHTHTEI03aBUCUMOMN
kieroynoi nutotokcuyHoctu (A3KLD) (cm. Shield et al. (2002) JBC 277:26733). B apyrux npuMeHeHUsIX, MO-
TUQUKAINS TATAKTO3WIMPOBAHIS MOXKET OBITh C/ICTaHa C IENbI0 M3MECHEHUS KOMILICMCHT3aBUCUMOMN [IUTOTOK-
cuanoctu (K3LI).

B npyrom acmekre maHHOe M300peTEHHE OTHOCUTCS K (papMalleBTHYECKONH KOMITO3HMIIUH, coJepiKalieil pe-
KOMOHMHAHTHOE 4YEeJIOBEYECKOEe aHTHUTENO WM ero (parmeHT, KoTopwlii creruduuecku ceszbiBaer MUCL6 u
(hapmaneBTHYECKN PUEMJIEMBII HOCHTENb. B CBA3aHHOM acnekTe JaHHOE U300peTeHHe OTHOCUTCS K KOMIIO3H-
UM, KOTOpas mpencTasiseT coboit komouHanuto anTu-MUC16 aHTHTEa ¥ BTOPOTO TEPAIEBTHYECKOTO arcHTa.
B ommHoM BapmaHTe peanm3aliél JAaHHOTO W300pPETEHUS BTOPHIM TEPANCBTUYECKUM arcHTOM SBISCTCA JIO00M
areHT, KOTOPBIH NMpeuMymiecTBeHHO coeaunsercs ¢ antTu-MUC16 antutenoM. JomonHUTETHBIE KOMOHMHUPO-
BaHHBIC Tepallii U KOMOWHUPOBAaHHBIE COCTaBHI, BKitoyatomue antTu-MUC16 aHTUTENa 0 TaHHOMY H300peTe-
HUIO, OTIMCAHBI B TaHHOM JIOKYMEHTE B APYI'OM MeECTe.

B nmpyrom acmekTe maHHOE HM300peTEHHE OTHOCHUTCS K TEPareBTHUECKHM croco0am i HaleTHBaHUS
Ha/YHHYTOXKCHUS OITyXOJIEBBIX KJIETOK, 3kcipeccupytomux MUCI16 ¢ ucrons3oBanueM anti-MUC16 anTuTena
10 TAHHOMY M300pETEHUI0, B KOTOPOM TEPAleBTHYECKHE CIIOCOOBI BKIIIOUAIOT BBEJCHUE TEPANEBTUUECKH d(-
(heKTHBHOTO KOJIMYECTBa (hapMaleBTHIECKOW KOMIO3UIMH, conepxameil antu-MUC16 aHTHTENO 1O TaHHOMY
U300pETECHUIO CYOBEKTY, HYKIaromeMycs B 3ToM. B HekoTopsix cinydasx anti-MUC16 anTuTena (Win uxX aHTH-
TCHCBS3BIBAIOMINE (PparMeHThI) MOTYT OBITH MCIIOJIB30BAHBI JIIS JICUCHUS paka (HampuMmep, paka SUYHUKOB) HIJIH
MOTYT OBITh MOJU(PHUIIMPOBAHBI IS MPUAAHUSI UM OOJBIICH IIUTOTOKCHYHOCTH CIIOCO0aMH, BKITFOYAs, HO HE OT-
paHWYMBasCch UMH, MoauunrpoBanHeie Fc-momenbl uro6s! yBemmunth A3KI] (cm., Hampumep, Shield et al.
(2002) JBC 277: 26733), painiOMMMYHOTEpaIHIO, KOHBIOTAThl aHTUTEJIO-JIEKAPCTBEHHOE CPEJICTBO WU APYTHe
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CII0COOBI NOBBIIEHHS AP PEKTUBHOCTH a0IISIIMU OITYXOJIH.

JlanHOe M300peTeHe Takke BKIIOYaeT Mcmoyib3oBanue aHTH-MUCL6 aHTHTENa Mo JaHHOMY H300peTe-
HUIO B IIPOM3BOJICTBE JIGKAPCTBEHHOT'O CPECTBA AJIS JICUSHNUS 3a00JIeBaHUH HIIM paccTpoiicTB (HampuMep, paxa),
cBs3anHbIXx ¢ MUC1 6-3kcTipeccupyonuMu KIIETKaMA WIIM BBI3BAaHHBIX UMU. B 0IHOM acriekTe JaHHOe n300pe-
TEHHE OTHOCHUTCS K COSIUHEHMIO, cofeprkarieMy anTu-MUC16 aHTUTENO WM ero aHTUT€HCBA3BIBAIOIINN (par-
MeHT, Wi oucnennpuanomy anruteny MUC16xCD3, kak omucaHo B JaHHOM JOKyMEHTE, ISl IPUMCHEHHS B
MeauiuHe. B ogHOM acmniekTe maHHOE M300peTeHHe OTHOCUTCA K COSAWHEHHIO, COAEpIKaIlIeMy KOHBIOTaT aHTH-
Teso-nekapcTBeHHoe cpenctBo (ADC), kak onmrMcaHo B JTaHHOM JOKYMEHTE, JIJIS IPUMEHEHUS B MEIUIIMHE.

B eme omHOM acmekTe JaHHOE M300peTeHre OTHOCUTCS K MoHOocneruduaeckum aHTH-MUC16 anTuTenam
JUTS IMaTHOCTHYECKIX MPUMEHEHUH, TAKUM KaK, HAIIPUMEp, PEareHThl VI BU3yaIH3alui.

B eme oqHOM acrekTe JaHHOE M300PETCHUE OTHOCHTCS K TEPAIeBTUUCCKUM CIIOCO0aM CTUMYJISINN aKTHU-
Baiuu T-KJIETOK ¢ UCHOJb30BaHUeM aHTH-CD3 aHTHTeNna WM aHTUTCHCBA3BIBAIOIICH YacTH aHTHTENA MO JaH-
HOMY HM300pCTEHUIO, TJIe TCPANCBTHICCKHIE CIIOCOOBI BKIIFOYAIOT BBEICHUE TEPANCBTHUYCCKU 3(H(HEKTUBHOTO KO-
nyecTBa (hapMaleBTHYCCKON KOMITO3UIINH, COACPIKAIICH aHTUTEIIO.

B npyrom acmekTe naHHOE H300pETCHHE OTHOCUTCS K BBIICICHHOMY AaHTUTENy WIH €r0 aHTUICH-
CBSI3BIBAIOIIEMY (parMeHTy, KOTOPBIHA CBs3bIBaeT desoBedeckuit MmynuH 16 (MUC16) ¢ KOHCTaHTO# paBHOBECHS
muccormaruu cszbiBanus (Kp) Meree yem okono 53 HM, Kak H3MEPEHO B aHAJIHM3€ MOBEPXHOCTHOTO IIIa3MOH-
HOTO pe3oHaHca mpu 25°C. B eme ogHOM acrniekTe AJaHHOE M300pPETeHHE OTHOCUTCS K BBIIEJICHHOMY aHTHUTEIY
WIN €r0 aHTUTEHCBS3bIBAIONIEMY (hparMeHTy, KOTOpBIH cBs3biBaeT denoBeueckuit MUC16 ¢ meprogoM mucco-
IMATHBHOTO TOTypactaza (t'/,), GONBIIIM deM OKOIO 15 MHH, KaK H3MEPEHO B aHAIH3E MOBEPXHOCTHOTO IIIa3-
MOHHOTO pe3onanca npu 25°C.

JlanHOE M300peTeHUE TaK)Ke OTHOCUTCS K aHTUTENy WM aHTUTCHCBS3BIBAIOLIEMY (DparMeHTy, KOTOPBIi
KOHKYpHpyeT 3a cBsa3biBanne ¢ MUC16 denoBeka ¢ 3TaJOHHBIM aHTHTEIOM, COJCPKAIIUM Mapy aMHHOKHUCIIOT-
HeIX nocienoBarensHocTeit HCVR/LCVR, kak ykazano B Tabm. 1. B apyrom acnekre naHHOe M300peTeHHUE OT-
HOCHUTCSI K aHTUTEITy WM aHTUTCHCBS3BIBAIONIEMY (PparMeHTy, KOTOPBIA KOHKYypUpyeT 3a ces3biBanue ¢ MUC16
YeIoOBeKa C  OTAJOHHBIM  aHTHTEIOM, COACPXKAIIMM Iapy aMHUHOKHCIOTHBIX —IIOCIICAOBATCIBHOCTEH
HCVR/LCVR, BbIOpaHHYI0 U3 IPYIIIbL, COCTOSIIIEH 13

SEQ ID NO:2/10; 18/26; 34/42; 50/58, 66/74;

82/90; 98/106; 114/122; 130/138; 146/154; 162/170; 178/186;
194/394; 202/210; 218/226, 234/242; 250/1936; 258/266; 274/1936;

282/290; 298/306; 314/322; 330/338; 346/354; 362/370; un 378/386.

Kpome Toro, n300peTeHnEe OTHOCUTCS K aHTUTEY WIH aHTUTCHCBSI3BIBAIOIIEMY (DparMeHTy, Te aHTHTEIIO
WM €r0 aHTUTCHCBS3BIBAIONINIA (DpAarMeHT CBA3BIBAETCS ¢ TeM ke snuTornoM Ha MUC16 denoBeka, 4To U 3Ta-
JIOHHOE aHTHUTEJIO0, CoNepiKaliee mapy aMHHOKHCIOTHRIX mocienoBaTenbHocTet HCVR/LCVR, kak yka3zaHo B
Tabn. 1. B qpyrom acmekre aHTHTEJO WM €T0 aHTHI'CHCBA3BIBAIOMINN (PparMeHT CBSA3BIBACTCS C TEM K€ ATHTO-
noMm Ha MUC16 yenoBeka, 94TO U 3TAJOHHOE aHTUTEIO, COJIEpIKallee Tapy aMUHOKHCIOTHBIX MOCIE0BATEIbHO-
creit HCVR/LCVR, BBIOpaHHYIO W3 TPYIIIBI, COCTOSIIICH U3

SEQ ID NO:2/10; 18/26; 34/42; 50/58, 66/74; 82/90; 98/106;

114/122; 130/138; 146/154; 162/170; 178/186; 194/394; 202/210;
218/226, 234/242; 250/1936; 258/266; 274/1936; 282/290; 298/306;
314/322; 330/338; 346/354; 362/370; mu 378/386.

JlanHoe m300peTeHME TakKe OTHOCHUTCS K BBIACICHHOMY AaHTHTEIY WIH €r0 aHTHICHCBA3BIBAIOIIEMY
(dparmenty, kotopoe cBs3piBaercs ¢ MUC16 denoBeka, T/ie aHTUTENO WM aHTHUTCHCBSI3BIBAIOMIMKA (hparMeHT
COJICPXKHT: OTpENeNomue KoMiuieMeHTapHocTh ydacTku (CDR) BapmabenpbHOro ydacTka TSOKEIOW IEnd
(HCVR), umeroriero aMHHOKHCIIOTHYIO TTOCIIEIOBATEILHOCTD, YKa3aHHYI0 B Tabn. 1; u CDR BapmaGenbsHOTO
yuactka jerkoi nenu (LCVR), uMmeromnero aMMHOKHUCIOTHYIO TIOCTIEIOBAaTEIPHOCTh, KaK yKa3aHo B Tabn. 1. B
JIPYTOM acCIIeKTe BBIJICTICHHOE aHTHUTENO WM aHTUTCHCBS3bIBaONIMi (hparmMeHT coaepxut CDR Tsxenoit u ner-
KO¥ Llenu mapbl aMUHOKHUCIOTHEIX nocienoBatenbHocTeit HCVR/LCVR, BEIOpaHHOW U3 TPYIIIBI, COCTOSINCH 13

2/10; 18/26; 34/42; 50/58, 66/74; 82/90;
98/106; 114/122; 130/138; 146/154; 162/170; 178/186; 194/394;
202/210; 218/226, 234/242; 250/1936; 258/266; 274/1936; 282/290;

298/306; 314/322; 330/338; 346/354; 362/370; wu 378/386.
B ermie omHOM acrieKTe BBIICICHHOE aHTHTEIIO WM €r0 aHTHTCHCBSI3BIBAIOIINI ()PArMEHT COACPIKUT JTOMCHEI
HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3 co0oTBeTCTBEHHO, BRIOPAHHBIC U3 TPYIIIIEI, COCTOSIICH 13
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SEQ ID NO:4-
6-8-12-14- 16; 20-22-24-28-30-32; 36-38-40-44-46-48; 52-54-56-
60-62-64; 68-70-72-76-78-80; 84-86-88-92-94-96; 100-102-104-108-
110-112; 116-118-120-124-126-128; 132-134-136-140-142-144; 148-
150-152-156-158-160; 164-166-168-172-174-176; 180-182-184-188-
190-192; 196-198-200-396-398-400; 204-206-208-212-214-216; 220-
222-224-228-230-232; 236-238-240-244-246-248; 252-254-256-1938-
1940-1942; 260-262-264-268-270-272; 276-278-280-1938-1940-1942;

284-286-288-292-294-296; 300-302-304-308-310-312; 316-318-320-
324-326-328; 332-334-336-340-342-344; 348-350-352-356-358-360;

364-366-368-372-374-376; mu 380-382-384-388-390-392.

B npyrom acnekre nanHoe M300peTEHHE OTHOCHUTCS K BBIJCJICHHOMY aHTHTENy WJIM €O aHTHI'€HCBS3BI-
BaroneMy (GparMeHry, kotopoe cBszbiBaetcss ¢ MUC16 yenmoBeka, Tic aHTHTENO WM AHTHT'CHCBS3BIBAIOIINN
¢parmenT conepkuT (a) BapuadenpHbIil yyacTok Tspxenoit nenu (HCVR), nMeromuii aMMHOKHCIIOTHYIO TTOCIIe-
JIOBAaTEILHOCTH, BEIOPAHHYIO U3 TPYIIITBI, COCTOSAIICH U3

SEQ ID NO:2, 18, 34, 50, 66,

82, 98, 114, 130, 146, 162, 178, 194, 202, 218, 234, 250, 258,
274, 282, 298, 314, 330, 346, 362 m 378;

u (b) BapuabenpHbIi yyacTok Jierkoil rienu (LCVR), uMeronuii aMUHOKHUCIOTHYIO TOCIIE0BATEILHOCTD,
BBIOpaHHYIO U3 TPYIIIBI, COCTOSIIEH 13
SEQ ID

NO:10; 26; 42; 58, 74; 90; 106; 122; 138; 154; 170; 186; 210;

226, 242; 266; 290; 306; 322; 338; 354; 370; 386; 1936 m 394.
B nononHuTensHOM acrieKkTe BIZEICHHOE aHTHTEINO WM aHTHUTeHCBS3bIBaIOINi parmMeHT 1o 11.10, B KOT-
PBIX aHTHUTEJO WJIM aHTUT€HCBS3BIBAIONINHA ()parMeHT coJepKaT napy aMHHOKHCIIOTHBIX IOCIIE0BAaTEIbHOCTEN
HCVR/LCVR, BbIOpaHHyI0 U3 IPYIIIbI, COCTOSIIIECH 13
SEQ ID NO:2/10; 18/26; 34/42; 50/58, 66/74; 82/90; 98/106;

114/122; 130/138; 146/154; 162/170; 178/186; 194/394; 202/210;
218/226, 234/242; 250/1936; 258/266; 274/1936; 282/290; 298/306;

314/322; 330/338; 346/354; 362/370; m 378/386.

JlanHoe m300peTeHME TakKe€ OTHOCHUTCA K BBIACICHHOMY AaHTHTEIY WIH €r0 aHTHICHCBA3BIBAIOIIEMY
(dbparmenty, koTopoe cBsa3biBaeTcss ¢ MUC16 4yenoBeka B SIIUTOIE B AUAma3oHe OT ocTaTtka 428 mo ocratka 481
SEQ ID NO: 1902. B HEKOTOPBIX CIIy4asiX BBIJCICHHOE aHTUTENO WJIM €r0 aHTHUTCHCBS3BIBAIOIINNA (parMeHT
B3aUMOJICHICTBYET ¢ aMHHOKHUCIOTHBIMU ocTaTkamu 428-434, 429-434, 453-467, 459-467, 460-467 w/unu 474-
481 SEQ ID NO: 1902. B HeKOTOpBIX BapHaHTaX OCYIIECTBICHHS N300PETEHUS aHTUTEINIO WM €r0 aHTUTCHCBS-
3BIBAIOMINN ()PArMEHT B3aUMOJICHCTBYET C aMIHOKUCIIOTHBIME OcTaTKamu 428-434, 429-434, 453-467, 459-467,
460-467 u 474-481 SEQ ID NO: 1902. JlanHoe n300peTeHNEe AOTIOJHUTEIFHO OTHOCHTCS K BBIICIICHHOMY aHTH-
TEIly WIN €T0 aHTUTCHCBA3BIBAIONIEMY (hparMeHTy, KoTopblii cBsizbiBaeTcss ¢ MUC16 yenoBeka B SIMTOIE B A~
na3oHe oT ocratka 126 mo ocrartka 138 SEQ ID NO: 1902. B HEeKoTOpBIX cioy4asx BBIACICHHOE aHTUTENO WIN
€r0 aHTWUTECHCBA3BIBAIONINI ()parMeHT B3aMMOJIEHCTBYEeT ¢ aMHUHOKHCIOTHBIMH ocTtaTkamu 126-131, 127-131
n/umm 132-138 SEQ ID NO: 1902. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS W300pETEHUS, aHTUTENO WIIA €TO
AHTUTCHCBS3BIBAIOIINN (PparMeHT B3aMMOJICHCTBYET ¢ aMUHOKUCIIOTHBIMU ocTaTkamu 126-131, 127-131 u 132-
138 SEQ ID NO: 1902. JlanHoe n300peTeHne, KpOMe TOTO, OTHOCHTCS K BBIICIICHHOMY aHTHTEY WJIH €T0 aHTH-
TEHCBS3bIBaIONIEMY (parMeHTy, kotopoe cBs3biBaeTcs ¢ MUC16 yenoBeka B 3MHUTONE B JUAIa30HE OT OCTaTKa
357 nmo ocratka 369 SEQ ID NO: 1902. B HEKOTOPBIX CiIydasX BBIICICHHOE aHTUTENO HIIA €T0 aHTUTCHCBSI3bI-
BAIOIIMK (parMeHT B3aUMOJICHCTBYET C aMMHOKHCIIOTHBIME OcTaTKkaMu 357-369, 358-366, 358-369 n/umm 361-
369 SEQ ID NO: 1902. B HEKOTOPBIX BapHaHTaX OCYLICCTBICHHS N300PETEHUsI AaHTUTEIIO MIIM €r0 aHTUTCHCBS-
3bIBAIONIMN ()parMeHT B3aMMOJECHCTBYET ¢ aMHHOKHCIOTHBIMH ocTaTkaMu 357-369, 358-366, 358-369 u 361-
369 SEQ ID NO: 1902. TanHO€ M300peTeHUE, KPOME TOT'O, OTHOCUTCS K BBIICICHHOMY aHTHTEIY WU €0 aHTH-
TeHCBsI3bIBatoONIEMy (parmenTy, kotopoe cBsi3biBactTcsi ¢ MUCI6 genoBeka B OZHOM WM Oosiee M3 IISITH MEM-
OpanHo-npokcuMalibHBIX  JoMeHOB SEA MUCI6 4yemoBeka (SEQ ID NO: 1899). Ilate memOpaHHO-
MPOKCHUMAaIBHBIX ToMeHOB SEA cooTBeTcTBYIOT ocTaTkaMm 13791-14451 SEQ ID NO: 1899. B HEKOTOPBIX CiIy-
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Yasx aHTUTEJIO WM €r0 aHTUTCHCBA3BIBAIOMINI (parMeHT cBszbiBaeTcsa ¢ Kp MeHee uem okoso 60 HM, Kak n3-
MEpEHO B aHaJIN3¢ MOBEPXHOCTHOTO IJIa3MOHHOTO pe3oHaHca rpu 25°C. B HeKOTOpBIX BapHaHTaX OCYIIECTBIIE-
HUSL U300pETCHUsI aHTUTENIO WIIM €T0 aHTHTCHCBS3BIBAIOMIUN (parMeHT CBI3bIBacTCs B ocTaTkax ¢ 14237 mo
14290 SEQ ID NO: 1899. B ogHOM BapuaHTe OCYIIECTBICHUS U300PETEHISI aHTUTENIO WM €0 aHTUTE€HCBS3BI-
Baromuii pparment comepkatr CDR mapst HCVR/LCVR, coaepxareli aMHHOKHUCIIOTHBIE TIOCIIEA0BATEIHLHOCTH
SEQ ID NO: 18/26. B HeKOTOpbIX BapHaHTax OCYIIESCTBICHHUS M300pETEHUSI AaHTUTEIO WM €r0 aHTHTECHCBS3BI-
BafoIui GparMeHT cBs3bpiBaeTcs B octatkax ¢ 13935 mo 13947 SEQ ID NO: 1899. B omHom BapuaHTe ocyIiie-
CTBJICHUS HW300pETEHHS aHTHUTEJO WM ero aHTUTeHCBsA3bBaouuii (parment cozepxatr CDR  mapsr
HCVR/LCVR, cogpepxamieil aMuHOKHCI0THBIE nocienoBarensHocTd SEQ ID NO: 82/858. B HekoTophIX Bapu-
aHTaX OCYLICCTBIICHHS N300PETCHUS aHTUTEJIO MM €r0 aHTUTCHCBA3BIBAIOMINI (parMeHT CBSI3BIBACTCS B OCTAT-
kax ¢ 14165 mo 14178 SEQ ID NO: 1899. B oHOM BapuaHTe OCYIIECTBICHUS H300PETEHNSI aHTUTEIIO WIIN €T
aHTureHcssbiBaomnii pparment copepkar CDR nmapst HCVR/LCVR, conepikarieii aMHMHOKHCIIOTHBIE TTOCIIE-
nmoBatensHocTH SEQ ID NO: 98/170.

B onHOM acriexTe aHHOE M300peTEHNE OTHOCUTCS K aHTUTEIaM WM MX aHTHTCHCBSI3BIBAIOIINM (parMeH-
TaM, KOTOPBIE CBS3BIBAIOTCS C OMHUM U3 HecKobkux jgoMeHoB SEA MUCI16. B paznuuHbIX BapHaHTaX OCYyIIe-
cteienus n3ooperenns anTu-MUC16 aHTHTENa WM aHTHTEHCBSA3BIBAIONINE (DPArMEHTHI CBSA3BIBAIOTCS C JFOOBIM
onunM u3 Heckoabkux u3 SEA1, SEA2, SEA3, SEA4, SEAS5, SEA6, SEA7, SEA8, SEA9, SEA10, SEAL11,
SEA12, SEA13, SEA14, SEA1S5 nwmn SEA16. B ogaoM BapuanTte ocyiecTBiieHus: nzoopereHus antu-MUC16
aHTHUTENIO WK ero ¢parmeHT cBs3biBaeTcsa B SEA1 (octatku ot 12074 mo 12229 SEQ ID NO: 1899). B ogrom
BapHaHTe ocyliecTBiIeHus n3obperenns, aHTui-MUC16 anTuteso uinu ero ¢pparMeHT csasbiBaetcst B SEA2 (oc-
tatku ot 12230 mo 12387 SEQ ID NO: 1899). B omHoM BapuaHTe ocyinecTBiieHUs n3o0perenus aHtu-MUC16
aHTUTEJO WM ero ¢parmenT cBszbiBaeTcs B SEA3 (ocratkm ot 12388 mo 12543 SEQ ID NO: 1899). B ognom
BapuaHTe ocymecTBieHus n3odperenus antu-MUC16 anTuTeno wim ero ¢gparmenT csizeiBaetesi B SEA4 (oc-
taTku oT 12544 mo 12698 SEQ ID NO: 1899). B omHoM BapuaHTe ocyinecTBieHUs n3o0perenus aHtu-MUC16
AHTUTEJO WM ero ¢parMenT cBszbiBacTcss B SEAS (ocratkm ot 12699 no 12854 SEQ ID NO: 1899). B ognom
BapHaHTe ocyliecTBiIeHus n3obperenns, aHTui-MUC16 anTutesno uinu ero ¢pparMeHT cBsasbiBaeTcest B SEA6 (oc-
tatku ot 12855 no 13010 SEQ ID NO: 1899). B onnom BapmanTte ocymecTBieHus n3ooperenus antu-MUC16
aHTHUTENIO WK ero ¢parmeHT cBs3biBaeTcsa B SEA7 (octatku ot 13011 mo 13166 SEQ ID NO: 1899). B ogrom
BapHaHTe ocymlecTBIeHUs n3o0perenus aHTH-MUC16 antuteno wim ero ¢parMeHt csazpiBaeTcsi B SEA8 (oc-
tatku oT 13167 no 13323 SEQ ID NO: 1899). B onnom BapmanTte ocymecTBieHus n3ooperenus antu-MUC16
AHTHUTENIO WK ero ¢parmeHT cBs3biBaeTcsa B SEA9 (octatku ot 13324 mo 13478 SEQ ID NO: 1899). B ogrom
BapuaHTe ocyIecTBiIeHus n3ooperenus aHTu-MUC16 anTuTeno uim ero ¢pparment csizeiBaercss B SEA10 (oc-
tatku ot 13479 nmo 13634 SEQ ID NO: 1899). B omHoM BapuaHTe ocyinecTBiieHuUs n3o0perenus antu-MUC16
aHTUTENO WK ero ¢pparment ces3piBaercsi B SEA11 (ocrarku ot 13635 no 13790 SEQ ID NO: 1899). B ognom
BapuaHTe ocyIecTBiIeHus n3ooperenns aHTu-MUC16 anTuTeno uim ero ¢pparment csizeiBaercsi B SEA12 (oc-
tatku ot 13791 mo 13923 SEQ ID NO: 1899). B omHoM BapuaHTe ocyinecTBiieHUs n3o0perenus aHtu-MUC16
aHTUTENO WK ero ¢pparment cs3piBaetcsi B SEA13 (ocrarku ot 13924 no 14074 SEQ ID NO: 1899). B ognom
BapHaHTe ocylecTBIeHus n3o0perenus antu-MUC16 anTuTeNno win ero gpparment cszpiBaeTcs B SEA14 (oc-
tatku ot 14075 no 14227 SEQ ID NO: 1899). B onnom BapmanTte ocymecTBieHus n3ooperenus antu-MUC16
aHTHUTEINIO WK ero ¢pparMeHT cBs3biBaeTcsi B SEA1S (ocratku ot 14228 no 14320 SEQ ID NO: 1899). B ogrom
BapHaHTe ocylecTBIeHus n300perenus antu-MUC16 anTuTeNno win ero gpparment cszpiBaeTcss B SEA16 (oc-
taTku oT 14321 mo 14464 SEQ ID NO: 1899).

B coorBercTBMM ¢ JpyrMM acmeKTOM JaHHOE HM300peTeHHE OTHOCUTCS K KOHbBIOraTaM aHTUTEJO-
JIEKapCTBEHHOE CPEACTBO, copeprkamuM aHTH-MUC16 aHTHTENI0 MM aHTHI€HCBS3BIBAIOIINI (parMeHT u Tepa-
MEBTUYECKHUH areHT (HarpuMep, MUTOTOKCHYECKUH areHT). B HEKOTOphIX BapHaHTax OCYILIECTBICHUS U300peTe-
HUSI, aHTUTEJIO WM €r0 aHTUT'CHCBS3BIBAIOIINHA ()parMEHT M IUTOTOKCUYECKHH areHT KOBAaJIEHTHO CBSI3aHbI Yepes3
JIMHKEp, KaKk 00CY)XIaeTcs B HACTOSIIIEM JOKyMEHTE. B pasinyHBIX BapHaHTax OCYIIECTBICHUS M300peTeHus,
antu-MUC16 aHTHTENIO MM €T0 aHTUTCHCBSA3BIBAIOINN ()parMeHT MOXKET OBITh JII0OBIM 13 anTu-MUC16 aHTH-
TeJ WK (ParMeHTOB, OITMCAHHBIX B TAHHOM TOKYMEHTE.

B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUSI H300pETEHH IUTOTOKCHYECKIH areHT BEIOpaH U3 aypuCTaTHHA,
MaliTaHCHHONA, TyOyJINCHHA, TPOU3BOAHOTO TOMAWMHUIIMHA WM MPOM3BOJHOTO JOJIACTaTHHA. B HEKOTOPBIX
CIIyJasiX MATOTOKCUYECKUH areHT MpeNCTaBisieT co00i aypucTtatuH, BeIOpaHHbd 13 MMAE wim MMAF, wim
MaiTaHCUHOW, BhIOpaHHBIH 13 DM1 i DM4. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS H300PETCHUS ITUTO-
TOKCHYECKUH areHT MpeACTaBIIICT COO0W MaWTaHCHHOWI, MMEIMUi CTpyKTypy popmynsr (I) mmm dopmysst
(IT), kak 0OCcy>)maeTCs B HACTOSAIIEM JJOKyMEHTE.

B HekoTOpBIX BapHaHTax OCYIIECTBICHUS M300pETEHHsS LUTOTOKCHMYECKHH areHT INpejCTaBisieT COOOH
MaWTaHCUHOM]], UMEIOIINH CTPYKTYpY
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B HEKOTOpBIX BapUaHTax OCYILIECTBICHHS H300pETEHHS CBSI3b KOHTAKTUPYET C aHTHTENIOM HJIH ero ¢par-
MEHTOM 4epe3 CEPHYIO COCTABJIAIOIIYIO OCTaTKa [[UCTEHHA.

B HEKOTOPBIX BapUaHTaX OCYLIECTBICHUS U300PETEHHS KOHBIOTAT aHTHUTENO-IEKaPCTBEHHOE CPEICTBO CO-
nepxut anTH-MUC16 aHTHTENO0 WK eTo pparMeHT U
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HX CMECh, T1Ie ¢ npencraBiseT coooi cBa3b ¢ aHTU-MUC1 6 anTHTEI0M WMt €r0 (PparMeHToM.

B HekoTOpBIX BapHaHTax OCYILECTBICHHS M300pETEHHS CBS3b KOHTAKTUPYET C aHTHTEJIOM WJIH €ro ¢par-
MEHTOM Yepe3 a30THYIO0 COCTABIISIIONIYIO OCTaTKa JM3HHA.

B mr000M W3 pasnMYHBIX BapHaHTOB OCYLIECTBIICHHS KOHBIOTATOB aHTHUTENO-JIEKapPCTBEHHOE CPEACTBO,
OIMCAHHBIX BHIIIE WM B JaHHOM JIOKYMEHTE, KOHBIOTaT aHTUTEJI0-JIEKaPCTBEHHOE CPEICTBO MOXKET COJEPIKATH
ot 1 1o 4 nurorokcnueckux areHToB Ha aHTH-MUC16 aHTHTENO MM €ro parMeHt.

B cOOTBETCTBHM C OpyrHM acleKToM JaHHOe M300peTeHHne oOecreunBaeT OucTenupuIHbIe aHTHTCHCBS-
3BIBAIOIINE MOJIEKYJIBI (HaIpuMep, aHTuTeNa), Kotopbie cBs3biBatoTcss ¢ MUC16 u CD3. Takue oucnienuuaHbe
AHTUTCHCBS3BIBAIOIINE MOJICKYJIBI TaK)Ke 0003HAYAIOTCS B JAHHOM JIOKYMEHTE Kak "OucrerupnIHbIe MOJIEKYITbI
antu-MUC16/antu-CD3", "6ucnenudnunsie Monekynsl aHtu-CD3/antu-MUC16" wm "6cAT MUC16xCD3".
Yactp antu-MUC16 aatu-MUC16/aatn-CD3 OucnenupuaHON MOJIEKYJIbI TIOJIE3HA /IS HAlleTMBaHUsI Ha KIIET-
K (HampuMep, OIyXOJIeBbIE KIETKH), KOTOpble 3Kkcmpeccupyror MUC16 (mampumep, OMyXoJH SHIHHKOB), a
anTu-CD3 vacTh OucnenmnuaHO MOJIEKYIIBI TIOJIe3Ha sl akTUBAIuu T-kieTok. OJHOBpEMEHHOE CBSA3BIBAHUE
¢ MUCI16 na omyxoneBo#i kierke 1 CD3 Ha T-kireTke 00ser4aeT HalpaBIeHHOE YHHUYTOXEHHE (JIN3UC KIIETOK)
IeJICBO OITyX0JIEBO KJIETKH, aKTHBUpoBaHHOH T-kiieTkoit. CnenoBaTenbHO, OucnenuUIHbIe MOJIECKYIIbI aHTH-
MUCI16/antu-CD3 no nanHOMY H300pETEHHIO, CIIEA0BATENBLHO, MTOJIE3HBI, CPEAN IPOYETO, JUIs JIeUeHHs 3a001e-
BaHMH M PaccTpOMCTB, CBA3aHHBIX ¢ Win BbI3bIBaeMbIXx MUC16-3KcripeccHpyIOIUME OIyXOJsIMH (Harpumep,
PaKoM SIMYHUKOB).

bucnenudrunble aHTUTEHCBSA3HIBAIONINE MOJIEKYJIBI B COOTBETCTBUH C 3THM acIleKTOM JaHHOTO M300peTe-
HUS COJIEPIKaT TIEPBHIN aHTUTE€HCBA3BIBAIONINI TOMEH, KOTOPBIH criennpudecku cBszbpiBaeTcs ¢ CD3 yenoBeka, u
BTOPOH aHTHUTCHCBA3BIBAIONINI TOMEH, KOTOPBIH cneruduaecku cBs3piBaetcs ¢ MUC16. JlanHoe n3obpereHne
BKIItoUaeT oucnermduansie Mosiekyiasl anTu-MUC16/anatu-CD3 (Hanpumep, OucniennduaHbie aHTUTENA), B KO-
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TOPBIX KaXIIbIii aHTUTCHCBS3BIBAIOIINI JOMEH COIEPKUT BapuabenbHbIi yyacTok Tspkenoi nenn (HCVR), cna-
peHHBIH ¢ BapuabenbHbIM yuacTkoM Jierkoii nenu (LCVR). B HEKOTOPHIX MIUTIOCTPaTUBHBIX BapHaHTaX OCYIIe-
CTBJICHUSI W300pETEHHs aHTHUTCHCBS3BIBArOmMi JoMeH aHTH-CD3 ¥ aHTUTeHCBA3BIBAIOIIMN IOMEH AaHTH-
MUCI16, kaxnpiid, comnepxar pasuelie, ommaasie HCVR, capennsie ¢ o6mum LCVR. Hanmpumep, kak mokazaHo
B IipuMepe 3 B JaHHOM JOKYMEHTE, ObIITH CKOHCTPYHPOBaHbI OucriennUIHbIC aHTHTENA, COJIEPIKaIe TepBhIH
AHTUTCHCBS3BIBAIOIINN TOMEH, KOTOPHIH criennpudecku cBs3piBaeTcsa ¢ CD3, The mepBbiid aHTUTCHCBA3BIBAIO-
i gomeH coaepxut HCVR, nomyyennsiii u3 antu-CD3 anTutena, cnapennsiii ¢ LCVR, momydeHHbIN U3 aH-
t™i-MUCI16 anTutena (HanmpuMmep, TOT k¢ LCVR, KOTOpBIH BKIIIOYEH B aHTHTEHCBSA3BIBAIOIIUN JTOMEH aHTH-
MUCI16); 1 BTOpOii aHTUTeHCBSA3BIBAIOIINI TOMEH, KOTOPBIH cnenuduyeckn cps3bBaercst ¢ MUC16, Tae BTo-
poii anTureHcBs3bBatomuii fomeH coaepxut HCVR/LCVR, nonyuyennsiit u3 antu-MUC16 antutena. Jpyrumun
CJIOBaMH, B WILTIOCTPATUBHBIX MOJIEKYJIaX, OMMMCAHHBIX B JAaHHOM JokymeHte, capuBanue HCVR u3 antu-CD3
aatutena ¢ LCVR u3 autu-MUCI16 aHTHTENA CO3IaCT aHTUTCHCBA3BIBAIOIININ TOMEH, KOTOPBIH Crienu(pUIecKu
ces3biBaeTcsi ¢ CD3 (Ho He cBsasbiBaeTest ¢ MUC16). B Takux BapuaHTax OCYIIECTBICHHS H300pETCHHUS IEPBBII
U BTOPOI aHTUIeHCBsI3bIBatONIME AOMEHbI conepxkaT pasnnuaele HCVR antu-CD3 u antu-MUCI16, HO uMeroT
o6t LCVR artn-MUC16. B npyrux BapuianTax OCyIIeCTBICHHS H300peTeHHUS OUCTICITU(UIHBIE aHTUTESHCBS-
3BIBAIOIINE MOJIEKYJBI comepkaT pasnmuuabie HCVR antu-CD3 u antm-MUC16, HO mmeroT obmmit LCVR.
AMMHOKHCIIOTHAs TocienoBaTelbHOCTh 3Toro LCVR mokasana, manpumep, B SEQ ID NO: 1890, n amuHOKwMC-
JOoTHBIE TIocnenoBaTenbHOCTH cooTBeTcTBYIOMKIX CDR (To ecth LCDR1-LCDR2-LCDR3) noka3zansr B SEQ ID
NO: 1892, 1894 u 1896 cooTBeTcTBeHHO. [ eHeTHIECKH MOIU(DUIIMPOBAHHBIE MBIIITH MOT'YT OBITH MCIIOJE30BaHbI
JUTS TIONTYYCHHS TTOTHOCTHIO YEJIOBEYECKUX OMCTICHN(UIHBIX aHTUTCHCBABIBAIOIINX MOJIEKYJI, COACPIKAIINX JIBE
pasHble TsDKETble IEeNH, KOTOPBIE CBA3aHBI C MICHTHYHOM JIETKOH IEeTblo, KOTOpas COAEPKUT BapHaOeIbHBIN
JIOMEH, MOJYYEHHBIH U3 OJHOTO M3 JIBYX Pa3IUYHBIX TCHHBIX CETMEHTOB BapHa0EIbHOTO Y4acTKa JITKOH IeTn
YeJloBeKa. AJBTEpPHATUBHO BapualelbHbIEC TSHKEIbIC e MOTYT OBITh CIIapeHBI C OHOW OOIIEeH JIerkoil 1enbo
Y DKCIIPECCHPOBATHCSI PEKOMOMHAHTHO B KJIETKaX-X03si€BaX. TakuM oOpa3oM, aHTHTela M0 TaHHOMY H300peTe-
HHIO MOTYT COZIEP’KaTh TSDKEJbIC e HMMYHOTJI00YJINHA, CBSI3aHHBIE C OJJHOH NMEPEeCTPOCHHON JIETKOHN IEThIO.
B HEeKOTOpHIX BapuaHTax OCYIICCTBICHUS W300pETEHHS JIETKas IeNb COACPKUT BapHaOeNbHBIN JOMEH, MOIIy-
4eHHBINH 13 TeHHoro cermenTa Vk1-39 yenoeka umm renHoro cermenta Vk3-20. B npyrux BapuaHTax oCymiecT-
BIICHUS N300pETSHMSI JIeTKas IeTb COACPKUT BapruaOeIbHbBIN TOMEH, TIOTydeHHBIH U3 TeHHOTO cerMeHnTa Vk1-39
YelloBeKa, IepPECTPOSHHOT0 C TeHHBIM cerMeHToM Jk5 denoBeka mwim reHHsIM cermeHToM Jk1 gemoBeka.

Jlannoe wm3obOpetenue obecrieunBaeT aHTU-CD3/antn-MUC16 OucnenuduyuHble MOJICKYJBI, B KOTOPBIX
TIEPBBIA AHTUTECHCBS3BIBAIOIIMIA JTOMEH, KOTOPBIH creruduiecku cBszbiBaeTcss ¢ CD3, comepxuT o0y w3
AMHUHOKHUCIIOTHBIX mocienoBarenbHocTelt HCVR, mo0yro W3 aMHHOKUCITOTHBIX mocienoarenbHocTeii LCVR,
m00y10 U3 Map aMHHOKHUCIOTHBIX nocienoBatensHocteit HCVR/LCVR, m00y1o N3 aMHHOKHCIOTHBIX TTOCIIENO-
BatenbpHOCcTed CDRI-CDR2-CDR3 Tspkenol menu minn 1r00yl0 M3 aMHHOKHCIOTHBIX IOCIEIOBATEIBHOCTEH
CDR1-CDR2-CDR3 nerkoii uenu, kak ykazano B myonukanuu CLIA 2014/0088295, omy6nmkoBanHoM 27 Map-
ta 2014 1., u PCT/US 2016/044732, noxannoii 29 urons 2016 r.

Kpowme toro, nanHoe n3odperenue odecrieunBaet anTH-CD3/antn-MUC16 6ucnennuyHble MOJICKYIIbI, B
KOTOPBIX TIEPBBIN aHTUTCHCBA3BIBAIONTUI TOMEH, KOTOPHIK crierupudecku cBs3biBaeTcs ¢ CD3, comepKuT Jo-
Oyr0 M3 aMHHOKHCIOTHBIX TlocnenoBatenbHocTeit HCVR, kak ykazaHo B Ta0ir. 16, 18 u 22 B TaHHOM JOKYMEHTE.
TTepBbIit aHTUTEHCBAZBIBAIONINHN JOMEH, KOTOPBIN criernpudecky cBs3biBaeTcs ¢ CD3, MOXKeT Takke colepkarhb
TMO0YI0 M3 aMUHOKHUCIIOTHBIX TiocienoBaTenbHocTet LCVR, kak ykazaHo B Tabm. 1, 16, 19 u 23 B 1aHHOM JTOKY-
MeHTe. COryIacHO OIIpeJesIeHHBIM BapHaHTaM OCYIIECTBICHUS H300pETCHHS IEPBBIA aHTUTCHCBA3BIBAIOIINI
JIOMEH, KOTOpHIi crienndudeckn cBs3biBaercs ¢ CD3, conepkuT o0yIo U3 ap aMHUHOKHCIOTHBIX TIOCIIEI0Ba-
tenpHOCTelt HCVR/LCVR, Kkak ykaszano B Ta0i. 16, 18, 19, 22 u 23 B nanHOM nokymenTe. JlanHOE n300peTeHue
TaKKe OTHOCHUTCS K OucriennpuaHbpM MosekyiaaM aHTH-CD3/antu-MUC16, B KOTOPBIX MEPBbIH aHTHI'€HCBSI3bI-
BAIOIMI TOMEH, KOTOPbIH criermpuaecku cps3bBaercst ¢ CD3, conepkuT mo0yio 13 aMHHOKHCIOTHBIX MOCIIe-
noBarenbHOCcTelt CDR1-CDR2-CDR3 Tspkenoii nienu, Kak yka3aHo B Tabn. 16, 18, u 22 B TaHHOM JTOKYMEHTE,
W/WIK TI000H M3 aMHHOKUCIIOTHBEIX mocnenoBarenbHocTedr CDR1-CDR2-CDR3 nerkoi memnu, Kak yka3aHO B
tabim. 1, 16, 19 u 23 B 1TaHHOM JOKYMEHTE.

B cooTBeTCTBHE C HEKOTOPHIMH BapHAHTAMH OCYIIECTBICHHUS N300peTeHNs JaHHOE M300peTeHne odecre-
guBaeT aHTU-CD3/anT-MUC16 OGucnernuduaHbie MOJIEKYJIbI, B KOTOPBIX TEPBBIA aHTHTEHCBSA3BIBAIONMIUHN 10-
MeEH, KOTophIi crienuduueckn cBsizbiBaeTcst ¢ CD3, conepxuT BapuabensHblid yyactok Tspkenoi rerm (HCVR),
MMEIONTNH aMUHOKHCIIOTHYIO ITOCIIeIOBATEILHOCTD, KaK YKa3aHo B Ta0m. 16, 18 u 22 B 1aHHOM JTOKYMEHTE, HIIN
M0 CYIIECTBY aHAJIOTHYHYIO €H MOCIeN0BaTeNIFHOCTh, UMEIONTYI0 10 MeHbmeil Mepe 90%, mo MeHbIneil mepe
95%, no MmeHsb1el Mepe 98% unu no MeHsIIel Mepe 99% UASHTUUHOCTH NMOCIEN0BATEIbHOCTH.

Jannoe m3obperenne Takxke obecrneunBaeT aHTH-CD3/anT-MUC16 OucnieruduaHbie MOJIEKYIBI, B KOTO-
PBIX IIEPBBIH aHTHI'CHCBS3BIBAIOIIMIT JTOMEH, KOTOPBIH crieruduiecky cBs3biBaetcsi ¢ CD3, conmepxut Bapua-
6enpHBIN yuacTok Jerkod menu (LCVR), MMeromuii aMMHOKHCIIOTHYIO ITOCIIEIOBATEIbHOCT, KaK YKa3aHO B
Tabm. 1, 6, 19 u 23 B 1aHHOM JTOKyMEHTE, WM 110 CYIIECTBY aHAJIOTHYHYIO €H MOCIIeI0BaTeNbHOCTh, UMEIOIIYIO
no MeHsIueit mepe 90%, mo mens1eit Mepe 95%, no MenbiIel Mepe 98% unu no Mensueil mepe 99% uneHTHY-
HOCTH TTOCIIEIOBATEIHHOCTH.

JlanHoe m300peTenne Takxke obecneunBaeT aHTU-CD3/anT-MUC16 OucniennduaHbIe MOJIEKYIIBI, B KOTO-
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PHIX TICPBBI aHTUTCHCBSA3BIBAOIIUI JTOMEH, KOTOpBIH cnenmpudecku cps3biBacTes ¢ CD3, comepxur mapy
aMUHOKHUCIOTHBIX TocienoBatensHocTeit HCVR u LCVR (HCVR/LCVR), kak ykaszano B Ta0i. 16, 18, 19,22 u
23 B JaHHOM JIOKYMEHTE.

JlanHoe m300peTenne Takxke odecneunBaeT aHTU-CD3/anT-MUC16 OucniennduaHbIe MOJEKYIIbI, B KOTO-
PBIX TIEPBBIN aHTUTCHCBI3BIBAIONINI JTOMEH, KOTOPBIA crierudpuiecku cBsa3biBaeTcst ¢ CD3, comep uT ToMeH
CDR3 tspxenoit et (HCDR3), umeromuii aMIHOKHCIIOTHYIO TTIOCIIEIOBATEIEHOCTD, KaK yKa3aHo B Ta0m. 16, 18
1 22 B HACTOSIIEM JOKYMEHTE, WIH 110 CYIIECTBY aHAJIIOTHYHYIO €l MOCIeI0BATEIbHOCTD, HMEIOIIYIO TT0 MEHb-
et mepe 90%, mo menbmeii mepe 95%, o mMenbmeld mepe 98% wmnn mo MeHsIIel Mepe 99% HICHTUYHOCTH
nocnegoBarenabHocTu; U JoMeH CDR3 (LCDR3) nerkoit uenu, UMeOmUNA aMUHOKUCIOTHYIO MOCIEI0BATENb-
HOCTBh, KaK yKa3aHo B Ta0u. 1, 16, 19 u 23 B JaHHOM TOKYMEHTE, MU €ro MO CYIIECTBY aHAIIOTHYHYO €H Moce-
JIOBAaTEJILHOCTh, UMEIOLIYI0 N0 MeHbIel Mepe 90%, mo Mensmeil Mepe 95%, no Mensmeil Mepe 98% unu no
MeHb1Ie Mepe 99% MASHTUYHOCTH MOCIE0BATEILHOCTH.

B HekoTOpBIX BapuaHTaxX OCYIIECTBICHUS H300PETCHUS MEPBbI aHTHICHCBS3BIBAIOIINN JOMCH, KOTOPBIHA
cneruduuecku cBs3biBaercs ¢ CD3 conepXuT mapy aMMHOKHCIIOTHBIX mocienoBarensHocteir HCDR3/LCDR3,
KaK yka3aHo B Tab0i. 16, 18, 19, 22 u 23 B 1TaHHOM JOKYMEHTE.

Jlannoe m3o0petenmne Takxke obecreumBaeT aHTH-CD3/antn-MUCI16 OucnenupudHble aHTUTCHCBS3bI-
BAIOIINE MOJIEKYJIBI, B KOTOPBIX MEPBBI aHTUTCHCBSI3BIBAIONIHNA JOMEH, KOTOPBIN CIeNN(UIECKN CBAZBIBACTCS C
CD3, conepxut momern CDRI1 tsmxenoit nemn (HCDR1), nMmeromuii aMUHOKHCIIOTHYIO TIOCIIEA0BATEIHHOCTD,
KaK yka3zaHo B Ta0i. 16, 18 u 22 B JaHHOM JOKYMEHTE, WIH 1O CYIIECTBY aHAJOTHYHYIO €d IMOCIenoBaTelhb-
HOCTB, UMEIOIYIO 10 MeHbIneil Mepe 90%, mo MeHbmei mepe 95%, mo menbmiei Mepe 98% wim Mo MeHbIIEH
Mepe 99% uaeHTnaHOCTH mocienoBareiapHocTr; qoMmeH CDR2 (HCDR?2) Tshxenoii memy, MMEIOLIHA aMIUHOKHC-
JIOTY, KaK yKazaHo B Ta0i. 16, 18 n 22, unm ero 1o cymiecTBy aHaJIOTHYHYIO €H MOCIIe1I0BaTeNbHOCTh, HMEIOLIYIO
no MeHsIueit mepe 90%, nmo meHs1el Mepe 95%, no MenblIel Mepe 98% unu no Mensueil mepe 99% uneHTHY-
HocTH nocnenoBarensHocTH; qoMeH CDR3 (HCDR3) Tspkenoit nenu, MMEIOINH aMUHOKHUCIIOTY, KaK yKa3aHo B
Tabm. 16, 18 u 22, uiy ero 1o CymecTBy aHAJIOTHYHYIO €H 10CIe0BaTeNbHOCTh, UMEIOLIYIO IO MEHbIIeH Mepe
90%, o menbIIel Mepe 95%, mo menbmel Mmepe 98% wiu o MeHbIIel Mepe 99% HWASHTUYHOCTH MOCTIEeI0BA-
teapHOCTH; toMeH CDR1 (LCDRI1) nerkoi nenu, MEIONuii aMIHOKHCIIOTHYIO TTOCIIE0BATEILHOCTD, KaK yKa-
3aHO B Tabxd. 1, 16, 19 u 23 B TaHHOM JOKYMEHTE, WJIM I10 CYHIECTBY aHAJIOTUYHYIO €i IOCIIeI0BATEILHOCTD,
HUMEIOIyI0 110 MeHbme mepe 90%, mo Mmensmieit Mepe 95%, mo menbmel mMepe 98% mnm Mo MeHbIIEH Mepe
99% wmaentuaHoCcTH TIochenoBaTenbHOCTH; ToMeH CDR2 (LCDR2) nmerkoif 1ienu, UMEIOMUH aMHHOKACIOTHYIO
MOCIIE0BATEIHHOCTh, KaK yKa3aHo B Tabm. 1, 16, 19 u 23 B HacTosmeM JOKYMEHTE, WIN TI0 CYIIECTBY aHajo-
TUYHYIO TOCJIeI0BATEIbHOCTh, UMEIOLIYIO 110 MeHblel Mepe 90%, no MeHblIeil Mepe 95%, Mo MeHbIIeH Mepe
98% wunu o Menblel Mepe 99% uaenTuuHOCTH NocnenoBaTensHocT; U foMeH CDR3 (LCDR3) nerkoit uenw,
UMCIOIINI aMHHOKUCIIOTHYIO TTOCIICAOBATEIFHOCTD, KaK yKa3aHo B Ta0m. 1, 16, 19 u 23 B HacTosIEM JOKYMEH-
T€, WIU MO CYUIECTBY aHAJOTUYHYIO MOCIEIOBATEIHHOCTh, HUMEIOIIYIO MO MeHbIued mepe 90%, mo MeHbluen
Mepe 95%, no menblel Mmepe 98% wiu no menbiel Mmepe 99% UASHTUYHOCTH NOCIEA0BATEIbHOCTH.

HexoTopsie He orpannunBaronye, wutoctpatiuBaele anTH-CD3/antn-MUC16 Oucnenuduynsie aHTHreH-
CBSI3BIBAIOIINE MOJICKYJIBI [0 TaHHOMY H300PETCHHIO BKITIOUAIOT B ce€0s IEpBBI aHTUT€HCBSI3BIBAIONINI JTOMEH,
KoTopwlid crneruduaeckn cBs3biBaeTcs ¢ CD3, comepxammm HCDRI1-HCDR2-HCDR3-LCDR1-LCDR2-
LCDR3 nomeHBI, COOTBETCTBEHHO, HMEIONIHE aMUHOKHUCIIOTHBIE TTOCIIEIOBATEILHOCTH, KaK yYKa3aHo B Ta0J. 16,
18,19, 22 u 23 B JaHHOM JIOKYMEHTE.

JlanHoe m300peTeHne Takke obecrednBaeT OUCIIEIU(PUIHYIO aHTUTCHCBA3BIBAIONIYIO MOJIEKYIY, B KOTO-
pO¥i TepBBIfl aHTUTCHCBS3BIBAIOIINN JJOMEH, KOTOPBIX crieruduyecku cBs3biBacTcs ¢ uyenoBeueckum CD3, co-
JEPKUT ONpeAeAIore KOMILIEMEeHTapHOCTh yuacTku Tspkenoil nenu (HCDR1, HCDR2 u HCDR3) u3 Bapua-
oempHOTO yuyactka Tsokenoi neru (HCVR), conmeprxaniero aMMHOKHCIOTHYIO MOCIEIOBATEIBHOCTD, KaK YKa3aHO
B Ta0i. 16, Tabn. 18, wim Tabm. 22, W onpeAesIonue KOMIUIEMEHTapHOCTh yuyacTku Jierkod nemu (LCDRI,
LCDR2 u LCDR3) u3 BapuabensHoro y4actka sierkoit nenu (LCVR), conepxaimero aMuHOKUCIOTHYO TTOCTIC-
JIOBAaTCIILHOCTH, KaK YKa3aHo B Ta0m. 1, 16, 19 wm 23.

B npyrom acnekre qaHHOe n300peTeHue obecreunBaeT OUCIIETUPUIHYIO aHTHTEHCBA3BIBAIONYIO MOJIEKY-
7y, B KOTOPOH TIEPBBI aHTUTECHCBS3BIBAIOIINNA TOMEH, KOTOPBIH CHEIM(PUIESCKH CBA3BIBAETCS C YEIOBEUECKUM
CD3, conepXuT onpeaeNsionue KoMimieMeHTapHocTh yaacTku Tsoxenont e (HCDR1, HCDR2 u HCDR3) u3
BapuabenpHOTO ydactka Tspkenoi menu (HCVR), BeiOpanHoro u3 rpynmsl, cocrosmeid u3 SEQ ID NO: 1730,
1762, 1778, 1786 u 1866, u onpenensionyie KoMImieMeHTapHocTh yuactku Jierkort e (LCDR1, LCDR2 u
LCDR3) u3 BapmabenpHoro ydactka nerkor nienu (LCVR), comeprkamias aMHHOKHCIOTHYIO TIOCTIEIOBATEb-
Hoctb SEQ ID NO: 26.

Kpowme Toro, m3o0peTeHre odecreunBacT OUCICIM(PUIHYIO0 aHTUTCHCBSI3BIBAIOIIYI0 MOJICKYIY, B KOTOPOM
TICPBBIA aHTUTCHCBSI3BIBAIONINI TOMEH, KOTOPEIH crielu(pUIecKu cBsA3bBacTcs ¢ yenoedeckum CD3, comepxur
TPU ONPECISIONNX KOMIUIEMEHTapHOCTh y4yacTka Tspkenoit nern (A1-HCDR1, A1-HCDR2 u A1-HCDR3) u
TPY ONPEENSIONNX KOMIUIEMEHTapHOCTh yuacTka jerkoi nenu (A1-LCDR1, A1-LCDR2 n A1-LCDR3), rae
A1-HCDRI conepkuT aMHHOKHCIOTHYIO MOCIIEA0BATEIEHOCTD, BHIOPaHHYIO U3 rpymisl, cocrosmel u3 SEQ ID
NO: 1732, 1764, 1780 1788 u 1868; A1-HCDR2 comepXuT aMUHOKHUCIIOTHYIO ITOCJIEIOBATEILHOCTD, BEIOpaH-
Hy¥0 U3 Tpynmbl, cocrosimeird u3 SEQ ID NO: 1734, 1766, 1782, 1790 u 1870; A1-HCDR3 comepKuT aMHUHOKHC-
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JOTHYIO TIOCJIEIOBATENILHOCTD, BEIOpaHHYIO M3 rpymmsl, coctosimeit u3 SEQ ID NO: 1736, 1768, 1784, 1792 n
1872; A1-LCDRI1 coxepxuT aMUHOKHCIOTHYIO nocnegosarensHocTs SEQ ID NO: 28; A1-LCDR2 copepxur
aMUHOKHUCIIOTHYI0 TiocnenoBatenbHOCcTs SEQ ID NO: 30; u A1-LCDR3 conepXuT aMHHOKHCIIOTHYIO MOCIIE0-
BarenpHOCTE SEQ ID NO: 32.

B eme ogHOM acmekTe JaHHOE M300peTeHre obecrednBacT OUCTICIIMPUIHYIO aHTHTECHCBA3BIBAIONYIO MO-
JIEKYJTy, B KOTOPOW TIEPBBIN aHTUTECHCBSA3BIBAIOIINN JOMEH, KOTOPBIA CHEIM(PUICSCKH CBSA3BIBAETCS C YeIOBeUe-
ckmm CD3, comepkut CDR Tspkenmol W JIerKOW IIeMH Tapbl aMHHOKHCIOTHBIX IOCIEA0BaTeIbHOCTEH
HCVR/LCVR, BbwiOpanHO#t u3 rpymisl, coctosmeir u3: SEQ ID NO: 1730/26, 1762/26, 1778/26, 1786/26 u
1866/26.

B npyrom acniexTe janHOe M300peTeHHe obecrieunBaeT ONCIEUPUIHYI0 aHTHUI'CHCBSI3BIBAIOITYIO0 MOJIEKY-
7y, B KOTOPOH NEPBBIIl aHTHI'CHCBS3BIBAIONINH JOMEH, KOTOPHIA CIEeNU(HUIECKN CBS3BIBAETCS C YEIOBEUECKUM
CD3, coAepkUT TpH ONpPeNeIIOINX KOMITIEMEHTApHOCTh y4acTka Tspxenoit nemu (A1-HCDR1, A1-HCDR2 u
A1-HCDR3) u Tpu onpenensromux KOMINIEMEHTapHOCTh yuacTka jerkoil nenu (A1-LCDR1, A1-LCDR2 u Al-
LCDR3), u rae BTOpO#l aHTUIeHCBA3BIBAIOIINIT JOMEH, KOTOpBIH criennduyeckn cs3biBaer MUC16 denoBeka,
COJICPKUT TPH OMPENESIBIIONINX KOMIUIEMEHTApHOCTh ydacTka Tspkenon e A2-HCDR1, A2-HCDR2 u A2-
HCDR3) u tpu omnpenesisionux KOMIUIEMEHTapHOCTh ydacTka jerkoi mnemm (A2-LCDRI1, A2-LCDR2 u A2-
LCDR3); rme A1-HCDR1 conepuT aMHHOKUCIOTHYIO TTOCIIEA0BATEIHFHOCTh, BRIOPAHHYIO M3 TPYIIIBI, COCTOSI-
meit m3 SEQ ID NO: 1732, 1764, 1780, 1788 u 1868; A1-HCDR2 conepXuT aMHHOKUCIIOTHYIO TTOCIIEIOBATEIh-
HOCTb, BBIOpaHHYI0 U3 Tpymmbl, cocrosmend 3 SEQ ID NO: 1734, 1766, 1782, 1790 u 1870; A1-HCDR3 co-
JIEP’)KAT aMHHOKHCJIOTHYIO TTOCIIEIOBATENILHOCTD, BRIOpaHHYIO0 U3 Tpymmbl, coctosmei n3 SEQ ID NO: 1736,
1768, 1784, 1792 u 1872; A1-LCDR1 coaep>kuT aMHHOKUCIOTHYIO nocneaoBarenbHocTs SEQ ID NO: 28; Al-
LCDR2 coaepxut amuHokucinoTHyto nocienoarenbHocTh SEQ ID NO: 30; u A1-LCDR3 conepxxut amuHo-
KHCcoTHYO0 nocnenosarenbHocTs SEQ ID NO: 32; u rne A2-HCDR1 coaep:XuT aMHHOKUCIOTHYIO MOCIEI0Ba-
tensHOCTE SEQ ID NO: 20; A2-HCDR2 copep:XuT aMMHOKHCIOTHYIO nocienoBarenbHocTs SEQ ID NO: 22;
A2-HCDR3 cogepxut aMUHOKUCIOTHYIO nocaenosarensHocTs SEQ ID NO: 24; A2-LCDRI1 cogepxut aMuHoO-
kucnoTHyio mocienoBaTenbHOCTh SEQ ID NO: 28; A2-LCDR2 comepXUT aMHUHOKHCIOTHYIO TTOCIIEIOBATEIb-
Hocth SEQ ID NO: 30; u A2-LCDR3 coaepUT aMHHOKHCIIOTHYIO ocienoBaTenbHOcTh SEQ ID NO: 32.

HekoTopsie He orpannyuBarontue, wumoctpaTuBHble aHTH-CD3/anTn-MUC16 OucniennduaHbie aHTUTEH-
CBSI3BIBAIOIINE MOJICKYJIBI [0 TaHHOMY H300PETCHHIO BKITIOUAIOT B ce€0s IEPBBI aHTUT€HCBSI3BIBAIONINH JTOMEH,
KOTOpBIH crienupudecku cBs3biBaeTcss ¢ CD3, comepkamyM TSHKEIYIO TIETh, COAEPIKAIIYI0 BapuabeIbHbIA J10-
MEH KapKacHBIX yYaCTKOB, HMEIOIINX aMHUHOKHCIIOTHYIO IMOCIEA0BaTeIbHOCTh, BrIOpanHyio u3 FR1 (SEQ ID
NO: 1903), FR2 (SEQ ID NO: 1904), FR3 (SEQ ID NO: 1905) u FR4 (SEQ ID NO: 1906).

B HeckonmbKHX BapHaHTaX OCYNIECTBIICHHS M300peTeHus wiunoctpatuBHble aHTH-CD3/anTn-MUC16 6uc-
nenupuIHbIe aHTHT'€HCBSI3BIBAIOIIIE MOJIEKYJIBI 110 TAHHOMY H300pETEHHUIO BKIIOYAIOT B ce0s Oucnenuduinyro
AQHTUTEHCBS3BIBAIONIYIO MOJIEKYIy, B KOTOPOH MEPBBI aHTUI'€HCBSI3BIBAIONINN JIOMEH, KOTOPBIH CrIelH(UIECKH
cBaspiBaercs ¢ uenoBeueckuM CD3, comepxxut HCVR, comepxkamuit HCDR1-HCDR2-HCDR3, umeromuit
aMHHOKHCJIOTHBIE TIocnienoBaTeabHocTH SEQ ID NO: 1907-1908-1909.

JlanHoe m300peTenne Takxke odecneunBaer aHTU-CD3/anT-MUC16 OucniennduaHbIe MOJEKYIIbI, B KOTO-
PBIX BTOPOH aHTHUTEHCBSI3BIBAIOIINIA JTOMEH, KOTOPBIN criennpudecku cBs3piBaetes ¢ MUC16, conepxut Bapua-
OenpHBIN yaacTok Tspkenor nenu (HCVR), uMmeronmuii aMHHOKHCIIOTHYIO MOCIIE0BATEILHOCTD, BRIOPAHHYIO U3
rpymmel, cocrosimeit m3 SEQ ID NO: 2, 18, 34, 50, 66, 82, 98, 114, 130, 146, 162, 178, 194, 202, 218, 234, 250,
258, 274, 282, 298, 314, 330, 346, 3 62 u 378, wiu 10 CyIIECTBY aHAJOTHIHYIO €i MOCIeA0BaTEeIHLHOCTh, NME-
1011y 1Mo MeHblel mepe 90%, mo MeHbieit Mepe 95%, no menbuiei Mmepe 98% wnu nmo mensieit mepe 99%
UJICHTUYHOCTH TIOCJIEI0BATEIILHOCTH.

Jannoe m3obperenne Takxke obecrneunBaeT aHTH-CD3/anT-MUC16 OucnienuduaHbie MOJIEKYIBI, B KOTO-
PBIX BTOPOH aHTUTCHCBS3BIBAIOIINI JTOMEH, KOTOPBIH cnenududecku ces3siBaercsi ¢ MUC16, conepxuT Bapua-
OenpHBIN yuyacTok Jierkoi nenu (LCVR), umeronuii aMHHOKHCIIOTHYIO TOCIIEIOBATEILHOCTh, BRIOPAaHHYIO W3
rpynmsl, coctosimedt u3 SEQ ID NO: 10; 26; 42; 58, 74; 90; 106; 122; 138; 154; 170; 186; 210; 226, 242; 266;
290; 306; 322; 338; 354; 370; 386; 1936; u 394, wiu ero Mo CyIiecTBY aHAJIOTHUIHYIO €i IMOCIIeI0BATEILHOCTD,
UMEIOIIyI0 110 MeHbme mepe 90%, mo mensmieit Mepe 95%, mo menbmel mMepe 98% wnm Mo MeHbIIEH Mepe
99% HMIEHTUYHOCTH IOCJIENOBATEILHOCTH.

JlanHoe m300peTenne Takxke obecneunBaeT aHTU-CD3/anT-MUC16 OucniennduaHbIe MOJIEKYITBI, B KOTO-
PBIX BTOPOH aHTHTEHCBS3BIBAIOIINN JOMEH, KOTOphIM cnenudruaeckn cpsasbiBaetcst ¢ MUC16, copepxut mapy
aMuHOKHUCIIOTHBIX TocnenoBatenbHocTeit HCVR u LCVR (HCVR/LCVR), BEIOpaHHYIO W3 TPYIIIBI, COCTOSIIEH
u3 SEQ ID NO: 18/26.

Jannoe m3obperenne takxke obdecrneunBaeT aHTH-CD3/anT-MUC16 OucnieruduaHbie MOJIEKYIBI, B KOTO-
PBIX BTOPOH aHTUTEHCBS3BIBAIOLINI JJOMEH, KOTOPHIH crienuduuecku cps3biBaetest ¢ MUC16, copeput JoMeH
CDR3 Tsoxenoii nenn (HCDR3), nMeromuii aMHHOKHCIOTHYIO MTOCIIEA0BATEIbHOCTD, BEIOPAHHYIO U3 TPYIIIHI,
cocroseit u3 SEQ ID NO: 8, 24, 40, 56, 72, 88, 104, 120, 136, 152, 168, 184, 200, 208, 224, 240, 256, 264,
280, 288, 304, 320, 336, 352, 368 u 384, unu, Mo CylIeCTBY aHAJOTHUHYIO €i MOCJIe0BaTeIbHOCTD, HMEIOIIYIO
o MeHsbIeit mepe 90%, mo meHsIei Mepe 95%, mo MenbIIel Mepe 98% nnmu o MeHsmei mepe 99% uneHTHY-
HocTH TocienoBaTenbHOCTH; U toMeH CDR3 (LCDR3) serkoii mienu, UMEIONTNH aMUHOKUCIOTHYIO TIOCTIEI0Ba-
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TENBHOCTH, BBIOpaHHYIO U3 rpymmbl, cocrosmeit u3 SEQ ID NO: 16, 32, 48, 64, 80, 96, 112, 128, 144, 160, 176,
192, 216, 232, 248, 272, 296, 312, 328, 344, 360, 376, 392, 400 u 1942, unu no cylecTBy aHAIOTUYHYIO €i mo-
CIIeZI0BAaTENIFHOCTh, IMEIOIIYIO TI0 MeHbIIeH Mepe 90%, mo MeHbmIel Mepe 95%, mo MenbmIel mepe 98% wmu mo
MeHbIIer Mepe 99% MASHTUIHOCTH TTOCIEeI0OBATEIILHOCTH.

B HEKOTOpBIX BapuaHTaX OCYIIECTBICHUS M300pPETEHsI, BTOPOH aHTHUTECHCBS3BIBAIOIINN JOMEH, KOTOPHIH
creruudeckn  cBsa3piBaeTcss ¢ MUCI6  comepkuT Tmapy aMHHOKHCIOTHBIX — ITOCJIEJOBAaTEIbHOCTEH
HCDR3/LCDR3, BeiOpannyto u3 rpynmsl, cocrosimei 3 SEQ ID NO:24/32.

JlanHoe m3o0petenne Takxke obecreumBaeT aHTH-CD3/antn-MUC16 OucnenupudHble aHTUTCHCBS3bI-
BAIOIIME MOJICKYIIBI, B KOTOPHIX BTOPOW aHTHTCHCBSI3BIBAIOIINN TOMEH, KOTOPBIH CIICIIU(IYCCKU CBSI3BIBACTCS C
MUCI16, copepxur nomen CDR1 tspxenoit nenn (HCDR1), nMeronuii aMMHOKHCIIOTHYIO TIOCIIEI0BATEILHOCTB,
BEIOpaHHYI0 U3 Tpymmsl, cocrosiei u3 SEQ ID NO: 4, 20, 36, 52, 68, 84, 100, 116, 132, 148, 164, 180, 196,
204, 220, 236, 252, 260, 276, 284, 300, 316, 332, 348, 364 u 380, wiu 1Mo CyIIECTBY aHAJIOTUYHYIO €i MOcien0-
BaTEJIBHOCTh, UMEIOIIYI0 10 MeHblIeil Mepe 90%, mo menbmeil mepe 95%, o meHbiiel mepe 98% wunu mo
MeHbIIeH Mepe 99% wmaeHTudHOCTH TocienoBatenbHocTd; foMeH CDR2 (HCDR2) Tspkenoi memu, UMEIOImi
aMUHOKHUCIIOTHYIO TIOCJIEIOBATEILHOCTD, BRIOpaHHYIO U3 Tpynmbl, cocrosmeit 3 SEQ ID NO: 6, 22, 38, 54, 70,
86, 102, 118, 134, 150, 166, 182, 198, 206, 222, 238, 254, 262, 278, 286, 302, 318, 334, 350, 366 u 382, unu mo
CYIIECTBY aHAJIOTHYHYIO €H ITOCIIe0BAaTEIFHOCTh, MMEIOMIYIO 10 MeHbIIe mepe 90%, mo MensIeit mepe 95%,
mo MeHbIel mepe 98% wnm mo MmeHbier Mepe 99% wuaAeHTHYHOCTH TochemoBaTenbHOCTH; goMeH CDR3
(HCDR3) TspKeno# menu, IMEIOIIHA aMUHOKHCIOTHYIO TIOCIIEIOBATEILHOCTh, BEIOPAHHYIO W3 TPYIIIBI, COCTOS-
meit u3 SEQ ID NO: 8, 24, 40, 56, 72, 88, 104, 120, 136, 152, 168, 184, 200, 208, 224, 240, 256, 264, 280, 304,
320, 336, 352, 368 u 384, wiu NO CyIIECTBY aHAJIOTMYHYIO €il MOCIeI0BaTeIbHOCTb, UMEIOIIYIO M0 MEHbIIEH
Mepe 90%, o mensbel mepe 95%, nmo Menslieit Mmepe 98% wiu no MenplIe Mepe 99% UACHTUYHOCTHU MOCIIe-
noBarenbHocTH; MoMeH CDR1 (LCDRI) nerkoii menu, MMCIONIIUH aMHHOKUCIOTHYIO MOCIICIOBATEIBHOCTD, BEI-
Opannyro u3 rpymmsl, coctosmed u3 SEQ ID NO: 12, 28, 44, 60, 76, 92, 108, 124, 140, 156, 172, 188, 396, 212,
228, 244, 396, 268, 396, 292, 308, 324, 340, 356, 372, 1938 u 388, wiu no cyecTBy aHaJOTHUHYIO €i TocJe-
JIOBAaTEILHOCT, MMEIOMIYI0 TT0 MeHbIel mepe 90%, mo MeHpmeil Mmepe 95%, mo MeHpmei Mepe 98% wnnm mo
MeHbIIeH Mepe 99% HWAEHTHYHOCTH MOCIeN0BaTeIbHOCTH; U AoMeH Jerkoit nenn CDR2 (LCDR2), umerormmit
aMUHOKHCIIOTHYIO TTOCJISIOBATENILHOCTD, BEIOpaHHYIO M3 TpymIbl, cocTosmeit u3 SEQ ID NO: 14, 30, 46, 62, 78,
94, 110, 126, 142, 158, 174, 190, 398, 214, 230, 246, 398, 270, 398, 294, 310, 326, 342, 358, 374, 1940 u 390,
WM TIO CYIIECTBY aHAJIOTHYHYIO €H ITOCIIeI0BaTEIFHOCTD, MMEIOMIYIO 10 MeHbIel Mepe 90%, mo MeHbIel Me-
pe 95%, o menpmeir Mmepe 98% wmu o MeHbiel Mepe 99% HWACHTUYHOCTH MOCIENOBATEIFHOCTH; U JOMEH
CDR3 (LCDR3) merkoif menu, UMEIOMINI aMUHOKUCIOTHYIO I1OCJIEIOBATEIbHOCTD, BBHIOPAHHYIO W3 TPYIIIHI,
cocrosieit m3 SEQ ID NO: 16, 32, 48, 64, 80, 96, 112, 128, 144, 160, 176, 192, 400, 216, 232, 248, 400, 272,
400, 296, 312, 328, 344, 360, 376, 1942 u 392, uiu 1o CylecTBY aHAJIOTHYHYIO €i MOCIeI0BaTeIbHOCTh, UMe-
Io11y10 10 MeHblel mepe 90%, mo MeHbiieit Mepe 95%, no menbuielt Mmepe 98% wnu no menbieit mepe 99%
UICHTUYHOCTH MOCIICI0BATEILHOCTH.

HexoTopsie He orpannunBaronye, wutocrpatiuBable anTH-CD3/antn-MUC16 Oucnenudnynsie aHTHreH-
CBSI3BIBAIOIINE MOJICKYJIBI TI0 TaHHOMY H300PETCHHIO BKIIOYAIOT B CeOS BTOPOI aHTHTCHCBS3BIBAIOIINNA JTOMEH,
KoTophlid crienupudeckn cBszpiBaeTcss ¢ MUC16, comepxxamum HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-
LCDR3 nmoMeHBI COOTBETCTBEHHO, UMEIOIINE aMUHOKHCIOTHBIC TTOCIIEIOBATEIPHOCTH, BEIOPAHHBIE U3 TPYIIIHL,
cocrosmieit n3: SEQ ID NO: 20-22-24-28-30-32.

B poncTBeHHOM BapwaHTE OCYIIECTBICHHS NaHHOE H300peTeHHe BKIOo4YaeT B cebs aHTH-CD3/aHTH-
MUCI16 oucnienuduyHble aHTUT'CHCBS3BIBAIOIIAE MOJICKYJIBI, B KOTOPBIX BTOPOI aHTHTCHCBS3BIBAIOIINN JOMEH,
KoTOpbIi cnenuduuecku cessbBaetcss ¢ MUC16, cogepxxutr CDR moMeHBI TsDKEIOH U JIETKOH LIEIH, Coaepxka-
myecs B NOCJIEOBATENHHOCTSX BapHadeIbHOro ydacTka Tspkenoit u serkoit nenu (HCVR/LCVR), BeIOpaHHBIX
u3 rpymnmsl, cocrosimeit n3 SEQ ID NO: 18/26.

B onHoM BapmaHTe ocymiecTBIICHHS! TaHHOE M300pereHne obecrieunBaeT anTH-CD3/antn-MUC16 Oucre-
mdruyHOE aHTHUTENO, cojepikallee Iuiedo, crs3pBatomee aHTH-MUC16, KOTopoe COAEPKHUT TSKEIYIO IIelb,
coJIeprKaly0 aMHHOKUCIOTHYIO mocienoBaTeibHocTh SEQ ID NO: 1959, u nerkyro menb, comepikaniyro aMu-
HOKHUCJIOTHYIO TlocneaoBatenbHOCTh SEQ ID NO: 1960, u turedo, cBsi3piBaroniee aHTu-CD3, KOTOpoe conepxuT
TSOHKEITYIO TIeTIh, COACPIKAITYI0 aMHHOKHCIOTHYIO mocienoBaTensHocTh SEQ ID NO: 1961, n nerkyo 1iens, co-
JIeprKaIyo aMUHOKHUCIOTHYI0 TocienoBaTenbHOCTh SEQ ID NO: 1960. B mpyrom BapmaHTe OCYIIECTBIICHHUS
nanHoe m3o0pereHne obecrneunBaeT aHTU-CD3/anTn-MUC16 OucriennpuaHoe aHTUTENO, CoAeprKallee Iiedo,
csaspBaroniee anTH-MUC16, KOTOpoe COOEpKUT TSDKENYIO IIETh, COAEPIKAIlyl0 aMUHOKHCIOTHYIO TOCIEI0Ba-
tensHOCTh SEQ ID NO: 1959, u nerkyro nens, cofepkallyto aMMHOKHCIOTHYIO nocaenosarensHocts SEQ ID
NO: 1960, u nnedo, cea3biBatomiee aHTH-CD3, KOTOpoe COAEPKUT TSHKENTYIO LEMb, COAEPKAIYI0 AMUHOKHUCIIOT-
Hyo nociaegosarensHocTs SEQ ID NO: 1962, u nerkyro nemns, COAEpiKallyl0 aMHMHOKHCIOTHYIO MOCIEI0Ba-
teabHOCcTh SEQ ID NO: 1960.

B npyrom acniekte naHHOE H300peTeHUE 00CCIIeYUBACT OUCTICIIU(PUYHYIO aHTUTCHCBSI3BIBAIOIYI0 MOJICKY-
1y, COAEpKalllyl0 MEPBBII aHTUICHCBA3BIBAIOIIMN JTOMEH, KOTOphIN cBa3biBacTca ¢ CD3 uenoBeka, U BTOPOH
AHTUTCHCBS3BIBAIOIINN JOMEH, KOTOphI cBs3biBacTcs ¢ MUC16 venoBeka, B KOTOPOM BTOPOW aHTHUTCHCBS3BI-
BaIOIIUH JIOMEH MPOWCXOMUT OT aHTHTENA WIU aHTUTCHCBS3BIBAIONIETO (PparMeHTa Jroboro u3 antu-MUC16
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AHTHTEIN MO0 JTAaHHOMY M300pPCTCHHUIO. B JOMOTHUTENEHOM acleKTe JaHHOe M300peTeHue obecrednBaeT OucIe-
MUPUYHYIO aHTUTCHCBS3BIBAIONIYI0 MOJICKYIY, COJACPIKAIIYIO MEPBBI aHTUTCHCBSI3BIBAIONINI TOMEH, KOTOPBIN
crierududecku cBs3bBaeTcs ¢ CD3 4enoBeka, U BTOPOH aHTUTEHCBS3BIBAIOMINN JOMEH, KOTOPBIN Crieruduye-
cku cBs3piBaeTcst ¢ MUC16 genmoBeka.

Kpome Toro, nzobperenue obecrieunBaeT OUCTIEMM(DUUHYIO aHTHTESHCBS3BIBAIONIYIO MOJIEKYITY, KOTOpas
CBSI3BIBACTCS C KJIIETKOW YenoBeKa, akcrnpeccupyromieii CD3 yenoBeka, U KIETKOW SBAHCKOTO Makaka, dKCIIpec-
cupytomeit CD3 sBaHCKOoTO Makaka. B apyrom acriekre oucrnennduaHas aHTUTCHCBSI3BIBAIONIASI MOJICKYJIa CBS-
3BIBAETCS C KJIETKaMH YesioBeka, dkcnpeccupyrommvu MUC1 6 genoBeka.

B npyrom acniekte nanHOe H300peTeHUE 00eCIIeYUBACT OUCTICIIU(PUYHYIO aHTUTCHCBI3BIBAIOIIYI0 MOJICKY-
7y, KOTOpasi ”HTUOMPYET POCT OMYXOJIH Y MBIIICH ¢ UMMYHHOIH HEJOCTATOYHOCTHIO, HECYIIeH KCEHOTPAHCIUIAH-
TaTHI paka SUYHUKA YelloBeKa. J[anHoe n3o00peTeHue, KpoMe TOro, OTHOCHTCS K OMCIICITU(UYHON aHTUTCHCBS3HI-
BalONICH MOJICKYJIC, KOTOPas MOJABISACT POCT OIyXOJICH MPHKHUBIIUXCS OMYXOJICH Yy MBIIMICH ¢ 0cIabIeHHBIM
UMMYHUTETOM, HECYIIUX KCCHOTPAHCIUIAHTATHI PaKa SUYHUKA YEeTIOBEKA.

B npyrom acniekte nanHOE H300peTeHUE 00CCIIeYUBACT OUCTICIIU(PUYHYIO aHTUTCHCBSI3BIBAIOIIYI0 MOJICKY-
Ty, COEPKAIIYIO 1) IEPBBI AaHTUTCHCBA3BIBAIONTUI JOMEH, KOTOPBIHA crienr(raeckn CBA3bIBacTCs ¢ AP HeKTop-
HOM KIIeTKO# co 3HaueHueM ECs, 6omee ueM okomno 4 HM w, | ii) BTOPOH aHTHTE€HCBA3BIBAIOIINN TOMEH, KOTO-
pBIiA cTIe(UIECKH CBA3BIBACTCS C IIEJIEBOW KJIETKOW OMyXOJM SWIHUKA delloBeka co 3HadueHueM ECs, MeHee
geMm 3 HM, rae takoe 3HaueHue cBs3biBaHus ECsy m3mMepsroT B in vitro FACS ananm3e cBsI3bIBaHUS.

B oxHOM BapmaHTe ocymiecTBICHHS W300peTeHus OncnennruaHas aHTUTCHCBA3BIBAIOMIAs MOJIEKYyJIa MO-
JKET BKITIOYATh BTOPOH aHTUTEHCBS3BIBAIOIININ JTOMEH, KOTOPBIH CTielin()IUECKH CBA3BIBACTCS C IIENIEBOM KIETKOU
OMYXOJM AnYHUKa co 3HaueHueM ECsy MeHee ueM okojo 2 HM. B HEKOTOpBIX Cilydasx MepBbIi aHTUT€HCBSA3BI-
BaIONIMU TOMEH crieruduyecku cBsi3piBaeTcs ¢ kKaxapM u3 CD3 uyenmoeka u CD3 sBaHCKOTO Makaka co 3Haue-
uueM ECs, 0osee yem okoso 40 HM, Gosee yeM okojio 100 HM, Gosee yem okono 200 HM, Ooyiee 4eM OKOJIO
300 HM, Gonee uem okoio 400 HM, Gonee yem oxoto 500 HM nnum Gonee yem okosto 1 MkM. B HekoTOpBIX city-
YasX NEepPBBIA aHTHI'CHCBS3BIBAIOIINN JTOMCH cHenu(UIecKH CBsA3bIBacTCs ¢ KaxapM u3 CD3 venoseka u CD3
SIBAHCKOTO MaKakKa CO CJIa0bIM MM HE M3MEPHMBIM CBS3BIBaHHEM WIH aQQHHHOCTHIO CBS3BIBAHUS.

B HEeKoTOpHIX BapHaHTaX OCYIIECTBICHHS M300PETCHH aHTUTCHCBSA3BIBAIOIIAS MOJIEKYNa HHIynupyet T-
KJICTOYHOE YHUYTOXKEHHE OMYXOJIEBBIX KIEeTOK co 3HaueHHeM ECs, MeHee ueM okoio 31 mM, Kak m3MepeHo B
aHanmu3e in vitro T-KJIE€TOYHOTO YHHYTOXXKEHHUS OIYXOJIEBBIX KIETOK, HAIpUMeEp, TI€ OIyXOJIEBbIe KIETKU Tpea-
cTaBisAioT coboit kietku OVCAR3S.

B HEKOTOPHIX IPUMEHEHUAX TIEPBBII aHTUTCHCBSI3BIBAIOIINH JToMeH cBs3biBaeTcs ¢ CD3 venmoBeka co 3Ha-
yerneM Kp Oomee yem okono 11 HM, Kak U3MEpEHO B in Vitro MOBEpXHOCTHO-TUIA3MOHHOM PE30HAHCE aHATH3a
CBS3BIBAHMA. B HEKOTOPBIX CITydasX MEPBBIH aHTUTCHCBS3BIBAIOIIMN JOMEH CBS3BIBacTCS ¢ KaxasiM u3 CD3
yenoBeka u CD3 siBaHckoro Makaka co 3HaueHueM Kp, Oonee yeM okono 15 HM, 6osee yem okoiio 30 HM, 6o-
nee yeM okoi0 60 HM, 6oiee yeM okoia0 120 aM, Oonee uem okosto 300 HM mau Goitee yeM okojo 500 HM, kak
HU3MEPEHO B in Vitro MOBEpXHOCTHO-TUIA3MOHHOM PE30HAHCE aHANIN3a CBI3BIBAHUS.

B HEKOTOpBIX BapuaHTaxX OCYIIECTBICHHS H300peTeHus aHTH-CD3 aHTHTENa MO0 JaHHOMY H300PETCHHIO
AQHTHUT'CHCBA3BIBAIOIINE (pAarMeHTHl U UX Oucnenu(uIHble aHTUTENa OBUIH CIIENaHbl IyTEeM 3aMEHBI aMHHOKHIC-
JIOTHBIX OCTAaTKOB POAWUTEIECKOTO CTYIIEHYaTHIM 00pa3oM Ha OCHOBE PA3NIMUUil MEXIY IMOCIECI0BATEIbHOCTHIO
3apOJIBIIICBOM JIMHAN M ITOCIIEI0BATEIHHOCTBIO POAUTEIBCKOTO aHTUTENIA.

B HexoTOpBIX BapuaHTax OCYIIECTBICHHS JaHHOE N300peTeHne obecreunBaeT OncennpuIHyr0 aHTUTCH-
CBSI3BIBAIONIYIO MOJIEKYIYy, B KOTOPOW BTOPOW aHTHUTEHCBS3BIBAIOMINK JOMEH KOHKYPHUPYET 3a CBSA3BIBAHHE C
MUCI16 yenoBeka ¢ STaJOHHBIM aHTUTCHCBS3BIBAIONINM OCIIKOM, COACPKAIIAM TPH OMPEICIIMIONINX KOMILIC-
MEHTapHOCTh yuyacTka Tspkenod nemn (A2-HCDR1, A2-HCDR2 u A2-HCDR3) u Tpu onpenensronx KoMIuie-
MEHTapHOCTh yuactka jerkoit nemu (A2-LCDRI1, A2-LCDR2 u A2-LCDR3), rne A2-HCDRI1 conepxut amu-
HOKHCHOTHYI0 mnocnenoBarenbHocTs SEQ ID NO: 20; A2-HCDR2 coaepKUT aMUHOKUCIOTHYIO MOCIEIOBa-
tensHOCTE SEQ ID NO: 22; A2-HCDR3 copepuT aMMHOKHCIOTHYIO nocienoBarenbHocTs SEQ ID NO: 24;
A2-LCDRI conepuUT aMUHOKUCIOTHYO nocaenosarensHocTs SEQ ID NO: 28; A2-LCDR2 coaepxuT aMHHO-
kucnoTHyo nocienoBatenbHocTh SEQ ID NO: 30; u A2-LCDR3 copepXUT aMUHOKHUCIOTHYIO TTOCIIEIOBATEIb-
Hocth SEQ ID NO: 32. B HEeKOTOpBIX BapHaHTaX OCYIIECTBICHUS TaHHOE M300peTeHne obecrieunBaeT Oucte-
MUQUIHYIO aHTUTEHCBSA3BIBAIONTYI0 MOJIEKYIY, B KOTOPOH BTOPOH aHTHUTCHCBS3BIBAIONINM TOMEH KOHKYPHPYET 3a
ceszpiBanre ¢ MUC16 gernoBeka ¢ 3TaJOHHBIM aHTUTCHCBS3BIBAIOIIMM OCITKOM, COJIEpIKaIlUM BapHaOeIbHBIN yda-
ctok Tsokenor e (HCVR), comeprkammuii aMHHOKHCTIOTHYIO0 TiocienoBatenbHocTh SEQ ID NO: 18, u Bapua-
OenmpHBIN yaacTok Jerkoi nenu (LCVR), coneprxaniuii aMUHOKHCIIOTHYTO TocsiefioBaTenbHOCTH SEQ ID NO: 26.

B HEKOTOPHIX BapuaHTaX OCYIIECTBICHHS JaHHOE N300pETEHUE 00CCIICYNBACT OMCTICIIU(PUYHYIO aHTUTCH-
CBSI3BIBAIOIYIO MOJICKYNy, B KOTOPOW MEPBBIA aHTUT'CHCBS3BIBAIONIAN JTOMEH KOHKYPHPYET 3a CBS3BIBAHHE C
CD3 denoBeka ¢ 3TaJOHHBIM aHTHT'CHCBS3BIBAIOIIMM OCITKOM, COACPIKAIIAM TPU OIPEACISIONUX KOMILUICMCH-
TapHOCTb yuyacTka Tspkestod nern (A1-HCDRI1, A1-HCDR2 u A1-HCDR3) u Tpu onpenensronmx KOMIUIEMEeH-
TapHOCTh y4acTka Jierkoii nernu (A1-LCDR1, A1-LCDR2 u A1-LCDR3), A1-HCDR1 coxep>uT aMMHOKHCIIOT-
HYIO IT0CJIeIOBAaTEIbHOCTh, BRIOpaHHYI0 U3 rpymsl, cocrosmeld n3 SEQ ID NO: 1732, 1764, 1780, 1788 u 1868;
A1-HCDR2 conepXUT aMHHOKHCIIOTHYIO TTOCJIEIOBATENILHOCTD, BRIOPAHHYIO M3 TPYIIHI, cocTosten n3 SEQ ID
NO: 1734, 1766, 1782, 1790 u 1870; A1-HCDR3 conep>XuT aMHHOKHUCIOTHYIO TTOCIIEI0BATEILHOCTD, BEIOpaH-
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Hy10 u3 rpynnsl, cocroseit u3 SEQ ID NO: 1736, 1768, 1784, 1792 u 1872; A1-LCDR1 cogepx Ut aMMHOKHUC-
notHyto nocnegosatensHocTs SEQ ID NO: 28; A1-LCDR2 conep:XuT aMHHOKUCIOTHYIO NOCIIEA0BATEIbHOCTD
SEQ ID NO: 30; u A1-LCDR3 coxepxutT aMHHOKHCIOTHYIO mocienoBaTessbHocTh SEQ ID NO: 32. B Hekoro-
pPBIX BapHaHTax OCYIIECTBJICHHS JaHHOE H300peTeHHne obecrednBacT OUCTICITU(PUIHYIO aHTUTCHCBSI3BIBAIOIIYIO
MOJICKYJTY, B KOTOPO# TEepBHIN aHTHTEHCBS3BIBAIONINN JOMEH KOHKYpHpYeT 3a cBs3biBanue ¢ CD3 venmoBeka c
JTAJOHHBIM AHTHTCHCBS3BIBAIOMINM OCJIKOM, COIEpIKAIlMM BapHaOenbHbIH ydacTok Tspkenod nermu (HCVR),
collep)Kaluii aMIUHOKHCIOTHYIO TOCIIEA0BaTEeIHbHOCTh, BhIOpaHHyl0 W3 Tpymmbl, coctosmeid u3 SEQ ID NO:
1730, 1762, 1778, 1786 u 1866, n BapnabenbHblid yuacTok jerkoi nenu (LCVR), cogepxamuii aMUHOKHCIIOT-
Hy10 nocaenosarensHocTs SEQ ID NO: 26.

B HEKOTOPHIX BapuaHTaX OCYIIECTBICHHS JaHHOE M300pETEHUE 00CCIICYNBACT OMCTICIIU(UYHYIO aHTUTCH-
CBSI3BIBAIOIYIO MOJICKYINY, B KOTOPOW MEPBBIA aHTHI'CHCBS3BIBAIONINN JTOMEH KOHKYPHPYET 3a CBSI3BIBAHHEC C
CD3 uenoBeka ¢ 3TaJOHHBIM aHTHTCHCBS3BIBAIOIIMM OCIIKOM, COACPIKAIINM BapHaOCIbHBIN yYacTOK TSDKEION
nernu (HCVR), conepsxammii aMHHOKHCIIOTHYIO ITOCIIEA0BATEIbHOCTD, BBIOPAHHYIO W3 TPYIIIBI, COCTOSIIEH M3
SEQ ID NO: 1730, 1762, 1778, 1786 u 1866, u BapuaGenpHbIi yuactok jerkoi nenu (LCVR), coneprkammii
aMUHOKHUCJIOTHYI0 TiochenoBaTebHOCT: SEQ ID NO: 26; 1 B KOTOpOW BTOPOW aHTHUTCHCBS3BIBAIOIINK JOMEH
KOHKypHpyeT 3a cBs3biBanre ¢ MUC16 denmoBeka ¢ 3TaJOHHBIM aHTUTCHCBSI3BIBAIONIUM OCITKOM, COAEPIKAIIAM
BapuabenbHBIN yaacTok Tspxenoi e (HCVR), comeprkamniuii aMHHOKHCIOTHYIO TTocliefoBarenbHocTs SEQ ID
NO: 18, u BapuabenbubIii yaacTtok Jierkoit nemm (LCVR), comepxamuii aMUHOKHCIIOTHYIO TTOCIIEIOBATEILHOCTD
SEQ ID NO: 26.

B omHOM acmiekTe gaHHOE M300pETeHHE OTHOCUTCS K (hapMaleBTHUECKON KOMITO3HMIIUU, COJIEPKaIeH aH-
tM-MUCI16 anTHreHcBs3bIBatomyo Mosekyay win antu-MUC16/antn-CD3 Oucnenuduunyto aHTHUTEHCBSI3BI-
BAaIONIYI0 MOJICKYJIy U (papMalleBTUYCCKH MPUEMIIEMBIA HOCUTEIh MU pa3baBurTeib. JlaHHOE M300peTeHUE 10-
MOJTHUTEIEHO OTHOCHUTCS K CIIOCOOY JICUCHUS paka y CyObeKTa, BKIIOYAIONIEMY BBEJICHHE CYOBEKTY (papMarieB-
TUYECKO# kKoMmo3unuy, coaepxkamiein anTu-MUC16 aHTUTeHCBA3BIBAOIIYFO MOJIeKyny win aHTH-MUC16/anTu-
CD3 oOucnenuduyHy0 aHTUTCHCBSI3BIBAIOIIYI0O MOJCKYTY M (hapMaleBTHYCCKH MPUEMIIEMBIA HOCHTENb WU
pasbaBuTens. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS H300pETeHNMS, paK BEIOPAH U3 TPYIIIIBI, BKIIOYAIONIEH pakK,
BKJTIOUAIOIINN paK SUYHUKOB, paK MOJIOYHOM KeJe3bl, PaK MOKEITyA0YHON KeJe3bl, HEMEIKOKIETOUHBIN pak Jier-
KOTO, BHYTPUIICUYCHOYHYIO XOJIAHTHOKAPIIMHOMY MaccooOpa3yromiero THIA, aJCHOKApIUHOMY IICHKH MaTKd U
a/ICHOKapIIHHOMY KEeIyIOTIHOTO TPaKTa. B HEKOTOPHIX CiTydasx pak MpeACTaBIseT COO0H pak SIMTIHUKOB.

B nmpyrom acrmekxre, maHHOE M300peTEHHE OTHOCHUTCS K MOJIEKYJaM HYKJICHHOBBIX KHCJIOT, KOJHPYIOUTIM
moOyro u3 mocnenoBarenbHocTeit HCVR, LCVR nim CDR aatu-CD3/antn-MUC16 OucnienmuuaHbIX aHTUTSH-
CBS3BIBAIOIUX MOJICKYJ OTIMCAHHBIX B IAHHOM JIOKYMEHTE, BKJIFOUAsk MOJICKYJIBl HYKJIICHHOBOM KHCIIOTBI, CONEP-
JKalue MOJMHYKICOTHIHBIC MTOCIEI0BATeIPHOCTH, KaK yKa3aHo B Tabm. 2, 17, 20, 21, 23 u 25 B TaHHOM JOKY-
MEHTE, a TAK)KE MOJICKYJIbl HYKICHHOBOW KHCIIOTHI, BKIFOUYAIOIINE ABE HIIH 00Jiee MONIUHYKICOTHAHBIX OCIE0-
BaTENBHOCTEH, Kak ykazaHo B Ta0I. 2, 17, 20, 21, 23 u 25 B mo06oii uX (pyHKIIMOHAIEHOW KOMOWHAIINH WM pPac-
MOJIOXKCHUU. PekOMOMHAHTHBIC BEKTOPHI SKCIPECCHH, HECYIUE HYKICHHOBBIC KHCIOTHI IO TAaHHOMY H300peTe-
HUIO, ¥ KJIETKH-XO035CBa, B KOTOPHIC TaKWE BEKTOPHI OBLIM BBEICHBI, TAK)KE BKIIFOUCHBI B M300pETEHUE, KaK U
CHOCOOBI TTOTyYSHHS aHTUTEN IMyTeM KYJIbTHBHPOBAHHS KIIETOK-X034€B B YCIOBHIX, O3BOJIAIONINX MPOAYIIHPO-
BaTh aHTHUTENA, M BOCCTAHABINBAThH MIPON3BECHHBIC AHTHUTEIA.

JlanHoe u3zobpetenue BkimodaeT B ce0s anTH-CD3/antn-MUC16 6ucnenmduaHbie aHTUTCHCBSI3BIBAIOIIHE
MOJICKYJIBI, B KOTOPBIX JI000H M3 yKa3aHHBIX BBIIIE aHTUTECHCBSI3BIBAIOIINX JOMEHOB, KOTOPHIE CHEHNU(UICSCKN
cBs3piBatOTCs ¢ CD3, 00beMHEHBI, COCTUHEHBI WM UHBIM 00pa30M CBS3aHBI C JIFOOBIM U3 BBIIICYIOMSHYTBIX
AQHTUTEHCBS3BIBAIONINX JJOMEHOB, KOTOpHIe crienuduyecku cBsa3biBatoTess ¢ MUC16 ¢ obpasoBanuem Oucrnenu-
(hMUHOI aHTHUTEHCBSI3BIBAIONIEH MOJIEKYJIBI, KoTOopas cBsizbiBaeTcs ¢ CD3 u MUCT 6.

JlarHoe n3obpetenue BmovaeT B ceds anTH-CD3/antn-MUC16 GucneunryHble aHTUTCHCBA3BIBAIOIINE
MOJICKYJIbI, IMEIOIIE MOAUDUIIUPOBAHHYIO CXEMY TNIMKO3WINPOBAHUS. B HEKOTOPBIX IPUMEHECHUAX, MO (H-
KaIus ISl yJalleHUs HeXelaTeIbHBIX CAHTOB TNIMKO3WINPOBAHKS MOXKET OBITh IOJIC3HA, MITH AaHTUTEIIO, JTHIICH-
HOe (hyKO3HOTO (pparMeHTa, MPUCYTCTBYIOIICTO B OJTUTOCAXaPUIHOMN IICTTH, HATIPUMED ISl YBEIHICHUS ()YHKIIHU
aHTHUTEN03aBUCUMOM KiteTouHol ruroTokcuaHocTr (A3KI) (cm. Shield et al. (2002) JBC 277:26733). B npyrux
MPUMEHECHUAX MOAN(UKAINS TAIAKTO3MINPOBAHNS MOXET OBITH ClIeJIaHa C LIENbI0 M3MEHEHHS KOMIUIEMEHT3a-
BrcuMO# nuroTokcmaHocTH (K3IT).

B npyrom acriekte gaHHOE M300peTeHHEe OTHOCUTCS K (DapMarieBTHIEeCKOW KOMITO3HIINH, COAepKaIel aH-
ti-CD3/anTun-MUC1 6 6ucniennpuaHy0 aHTHTEHCBSA3BIBAIONIYIO MOJISKYITY, KaK OIMCAaHO B TAHHOM JIOKYMEHTE,
1 (hapManeBTHUECKH MTPUEMIIEMBI HOCUTENb. B CBSA3aHHOM acriekTe JaHHOE M300pEeTeHHE OTHOCUTCA K KOMIIO-
3UIKU, KOTOpask MPeACTaBIsieT co0oii komOuHanmioo aHTU-CD3/anTn-MUC16 OucnennduaHo#l aHTUTCHCBS3EI-
BaIOIICH MOJICKYJIBI H BTOPOTO TEPAIIEBTHUCCKOTO arcHTa. B 0IHOM BapHaHTE OCYIICCTBICHHUS BTOPOH Tepares-
TUYECKUAN areHT MpEeICTaBIsIeT cOo00# 000U areHT, KOTOPBI NPEHUMYIICCTBCHHO KOMOWHHPYIOT C aHTH-
CD3/antn-MUC16 OucnenuduyHoi aHTUTeHCBS3BIBAIOIIEH MOJEKYJIOH. MIumocTpaTHBHEIE areHThl, KOTOPHIC
MOTYT OBITh MPEHMYIIECTBEHHO KOMOMHHMPOBaHbI ¢ aHTH-CD3/antn-MUC16 OucnenuduaHod aHTUTCHCBSI3bI-
BAIOILEH MOJIEKYJIOH, MOJPOOHO 00CYKIat0TCS B APYTOM MECTE JAaHHOTO JTIOKYMEHTA.

B eme omHOM acmekTe maHHOE M300PETEHHE OTHOCHUTCS K TEPareBTHUECKHUM CIIOcoOaM /sl HallelnBa-
HUS/YHUUTOXKEHUST OIyXOJIEBBIX KIIETOK, 3kcmpeccupytomux MUC16, ¢ wucnonp3oBanuem aHTu-CD3/anTH-
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MUCI16 6ucnennpuyHOi aHTUTeHCBA3BIBAIOIICH MOJIEKYJIBI 0 JAHHOMY H300pETeHHUIO, B KOTOPOM TeparleBTH-
YyecKue croco0bl BKIIIOYAIOT BBEICHHUE TeparneBTHIeCKH 3P (ekTHBHOrO KoryecTBa (papMaleBTHIECKOH KOMIIO-
3unuH, cogepxaimeid antu-CD3/anTu-MUC16 6ucniennduuHyio aHTUTEHCBS3BIBAIOIIYIO MOJIEKYITY TI0 TAaHHOMY
M300pETEHUIO, CYOBEKTY, HYKIAIOIIEMYCS B O TOM.

JlanHoe m300peTeHne Takke BKIodaeT ucnoib3oBanrue aHTU-CD3/antu-MUC16 OGucniennduyHOW aHTH-
TEHCBS3BIBAIOMICH MOJIEKYIbI 110 JAHHOMY M300pETCHHIO B IPOU3BOACTBE JIEKAPCTBEHHOTO CPEACTBA IS JIede-
HUS 3a00JIEBaHUS WIIM PACCTPOMCTBA CBA3AHHOTO Wi BEI3BaHHOTO MUC 1 6-3KCTipeccHpyIOmUMHU KISTKaMH.

B npyrom acrniexte gaHHOe M300peTeHHEe OTHOCUTCS K crioco0y obHapyxeHuss MUC16 B OHOIOTHYECKOM
o0pasiie, BKIIOYAIONIEMY: NOIydeHHe OHOIOTHYEcKOro o0pasia oT CyObeKTa, 1 0OHapyKEeHHE TOTO IMPUCYTCT-
ByeT 1 MUC16 B GuonorundeckoM oOpasiie ImyTeM NMpHUBEACHHS B KOHTAKT OMOJIOTHYECKOTO o0pasla ¢ aHTH-
MUCI16 aHTHTEJIOM MJIM €T0 aHTHI'CHCBS3BIBAIOIIUM ()parMEHTOM M BBLIBICHHUS CBsA3bIBaHUs Mexnxy MUCI6 n
antn-MUC16 aHTHTENOM WIIM aHTUICHCBS3BIBAIOIINM (parMEeHTOM. B HEKOTOPHIX Cilydasx OHMOJIOIMYECcKHH
oOpaselr mpeacTaBisgeT co0oi 00pa3el] TKaHU MU JKUIKOCTH, BRIOPAHHBIH U3 IUIa3MbI, CBIBOPOTKH, aCLIUTA, SHY-
HUKA, MaTKH, IICHKA MAaTKH, IEYCHU, MOUCBOTO MY3BIPs, TTOKEITYJOYHOH JKEIIe3bl, )KeIyaKa, TOHKOH WIN TOJ-
CTOH KHIIIKH, )KEITYHOTO ITy3bIpsl, MOJIOYHOH KeJe3bl, JIeTKHUX, TIOYEK, CIIOHBI, U CIE3HBIX JKeJe3, WIN JI000e uX
SIUTEINONIHOE 3JI0KadeCTBEHHOE 0Opa3oBaHre. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS M300pETEHUS aHTH-
TEJI0 WM aHTUTEHCBS3BIBAIONINK (PparmeHT cBs3biBaeT denoBedeckuit MUC16 B omHOM wiu Goiee U3 IMATH
MeMOpaHHO-TIPOKCUMaNTbHBIX aoMeHOoB SEA denoBeueckoro MUCI16, cooTBeTcTByMOMmMX octaTkam 13791-
14451 SEQ ID NO: 1899. B HEeKOTOpBIX BapHaHTax OCYIIECTBICHUS U300pETCHUS aHTUTENO WIIN €T0 aHTUTCH-
CBs3BIBAIOIINN (pparMeHT cBsi3piBatoT yenoBedecknit MUC16 B ocratkax 13810-14451 SEQ ID NO: 1899. B
HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS M300PETCHUS aHTUTEIO MU €r0 aHTUTCHCBI3BIBAIONINIA (PPAarMEHT CBsI-
3pIBacTCA ¢ Mr00bIM U3 Heckolbkux SEA1, SEA2, SEA3, SEA4, SEA5, SEA6, SEA7, SEA8, SEA9, SEA10,
SEAI11, SEA12, SEA13, SEA14, SEA1S wiu SEA16 MUC16 denosexka.

B npyrom acriexte nanHoe n3o0peTeHue oTHOCUTCA K crioco0y oOHapyxenus MUC16 y naumenTa, BKIIO-
YaroleMy IMoJydeHue o0pasiia TKaHHu OT MarenTa; u ooHapyxenne Hanmaust MUC16 B oOpasiie TKaHU MyTeM
TIPUBEICHUS B KOHTAKT 00pasna Tkanu ¢ anTu-MUC16 anTUTENIOM M 00HapyKeHHs cBsi3biBaHms Mexxy MUC16
1 aatu-MUC16 anTuTenoM. B HEKOTOPBIX clTydasx CIOCO0 MOTIOTHUTEIHLHO BKIIIOUAET NUArHOCTHKY MalUeHTa
O6onpHOTO pakoM, koraa obHapyxkeHo nmpucyrctBue MUC16 B oOpasiie TkaHu. B oHOM BapuaHTe OCYIIECTBIIC-
HUSL M300peTeHUsT 00pa3elr] TKaHW TPEJCTABIIeT cO00N TKaHb SMYHWKA. B HekoTophix ciydasx aHtu-MUCI16
AHTHUTEIO ABJIETCS cienuUIHBIM JIs drtuTona B octatkax 12783-13467 SEQ ID NO: 1899. B oxHOoM Bapuan-
Te ocymectBiueHuss m3ooperenns aHTH-MUC16 antuteno comepkut CDR maper HCVR/LCVR, coxepxareit
amMuHOKHCIOTHBIE nocnenoBaresnsHOCTH SEQ ID NO: 202/210. B Hekotopsix ciydasx anHtu-MUC16 antureno
SBIISICTCS crienupuIeckuM s snutona B octatkax 13810-14451 SEQ ID NO: 1899. B oxHoM BapuaHTE OCy-
miectBiieHus uzobperenus, antTi-MUC16 antureno cogepxut CDR mapbl aMHHOKUCIOTHBIX TOCIIC0BATEIFHO-
creit HCVR/LCVR, BwIOpanHO#l w3 rpymmsl, cocrosmeii u3 SEQ ID NO: 250/1936, 258/266, 314/322 u
1944/1952.

B npyrom acriexte nanHoe n3o0peTeHue oTHOCUTCA K crioco0y obHapyxenus MUC16 y nanmenTa, BKIIO-
qaronieMy MmoxydeHre oopasiia Mia3Mel OT ManuenTa; u ooHapyxenne Hammaus MUC16 B oOpasiie mia3Mmel 1my-
TeM TpUBEJACHWS B KOHTakT oOpasma 1wiasmbel ¢ anTu-MUC16 antutenoMm, coxepxamum CDR  mapsl
HCVR/LCVR, coxaepxameli aMPHOKUCIIOTHBIE TocaenoBatenbHocTH SEQ ID NO: 202/210, n obHapyxeHHe
cBsi3piBanus Mexay MUC16 u antu-MUC16 anTuTena. B HEKOTOPBIX Clydasx croco0 JOMOJTHUTENHHO BKITIO-
YaeT AUArHOCTHUKY MalreHTa 00JILHOTO pakoM, Korjga obHapyxkeHo npucyrctBue MUC16 B oOpasiie mia3mel. B
HEKOTOPBIX BapHaHTaX OCYILIECTBICHHUS W300PETEHUs CIIOCcO0 JOMOMHUTENHHO BKIIIOYACT BBEJACHUE (P (PEKTHB-
HOro KonudectBa Oucrnenupuanoro antu-CD3xMUC16 aHTHTENa TUArHOCTUPOBAHHOMY TAIMEeHTy. B HekoTo-
PBIX BapHaHTaxX OCYLIECTBJICHHS M300pETEHHUS CIIOCO0 JOTOJIHHUTENFHO BKIIIOUAET BBEACHNE dPPEKTUBHOTO KO-
mmuectBa ADC, comepxkamero anti-MUC16 aHTUTENO WIK €ro aHTUT'CHCBS3BIBAIOIINN (PParMEHT, U IIUTOTOK-
CHUYECKOTO areHTa Ui JUArHOCTHPOBAHHOTO MAIUCHTA.

B mpyrom acriekte qaHHOE M300pETCHHE OTHOCHTCS K BBIACICHHOMY aHTHTENY WM €r0 aHTHI'CHCBS3HI-
BaloNIeMy (parMeHTy, KoTophlii cBs3biBacTcs ¢ MUC16, rae aHTHTENO WK €r0 aHTUTCHCBS3BIBAOIIUN (par-
MmeHT coaepkur CDR mapsl amuHOKHCIOTHBIX TocnenoBarenbHocteit HCVR/LCVR, BBIOpaHHON W3 rpymimbl,
COCTOSIIEH U3

SEQ ID NO0:202/210, 250/1936, 258/266, 314/322, 82/858, 98/170 mu

1944/1952.

B HekoTOpBIX BapuaHTaxX OCYHIECTBICHUS M300pETEHNUs, aHTUTEIIO WM €r0 aHTUI€HCBS3BIBAIOLINN (par-
meHT coaepkut nomeHsl HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3 cooTBeTCTBEHHO, BHIOpaHHBIE W3
TPYIIIBL, COCTOALIEH U3
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SEQ ID NO0O:204-206-208-212-214-216; 252-254-
256-1938-1940-1942; 260-262-264-268-270-272; 316-318-320-324-
326-328; 84-86-88-1892-1894-189¢6; 100-102-104-172-174-176; u

1946-1948-1950-1954-1956-1958.

B HEKOTOpBIX BapHaHTaX OCYIICCTBJICHUS M300PETCHHS AHTHUTEIO WIHM €r0 aHTHI'CHCBS3BIBAIOMINN (par-
MEHT COZIEPKUT MapHYyI0 aMHHOKHCIOTHYIO0 mocienoBaTtensHocts HCVR/LCVR, BbIOpaHHYIO M3 IpyImbl, CO-
crosieid u3 202/210, 250/1936, 258/266, 314/322, 82/858, 98/170, n 1944/1952.

Jpyrue BapuaHTHI peann3anuil JaHHOTO N300pEeTeHHs CTaHYT OYEBUIHBIMU M3 0030pa MMOCIeIyIONMEero mo-
JIPOOHOTO OTIMCAHMS.

Kpartkoe onucanue rpagpuyeckux MaTepuajioB

@ur. 1, 2 u 3 mwunocTpupyrot dhapmakoknHernueckue npodumm antu-MUC16xCD3 GucnennuyHbIX aH-
TUATEN y MbIIed aukoro tuma (¢ur. 1), rymanmsupoBanHbix CD3 Mprmeit (pur. 2) wid ryMaHU3UPOBaHHBIX
MUC16xCD3 mbimeii (¢ur. 3).

Ha ¢wur. 4 npogemoHcTpupoBanbl pe3yibTaThl uccienoBanus 1 momgenu OVCAR-3 (cpenn. msnmydeHue
[d/c/cM?/cp] B meHb 6). Bee rpyIsl MMEIN OXMHAKOBYIO OIYXOIEBYIO HATPY3KY, KAK OICHHBAIN C IIOMOIIBIO
BLI mo mauana mo3upoBanus. [loka3zaHHbIe JaHHBIE TIPEICTABISIOT COOOM OITyXO0JIEBYIO HArpy3Ky, OIICHEHHYIO C
nomouisio BLI Ha 6 AeHb nmocie UMIDIaHTalUU OMyXoad. CTaTUCTUYECKYIO 3HAUMMOCTD ONPEAEIISUIN C UCTIOJIb-
30BaHHEM HEMAPHBIX HelmapaMeTpHdYecKux t-kputepreB ManHa-YutHH. He OBUIO 3HAYUTEIHHOTO pa3iudus B
OILyXOJICBOM Harpy3ke MEXIy IpyHIaMH.

Ha ¢ur. 5 nponemoHcTpupoBansl pe3ynbraThl uccienoBanus 1 moxenmu OVCAR-3 (cpemH. mzimyuenue
[d/c/em*/cp] B mens 20). BSMUC16/CD3-001 3HAYHTENBHO CHIKAET ONyXONeByko Harpy3ky mpu 0,1 u 0,5 mr/kr.
Mprmam NSG, KOTOPBIM UMIUIAHTUPOBAIHN YeloBedeckue T-kieTku, uMmruiantTupoBamy kietku OVCAR-3/Luc
gyenoBeka. JledeHrne Hadamoch yepes 6 JHel 1mociie UMITIAaHTAIMK OIyX0Jii. Mplieit o6pabdaTeiBamy B 1HU 6, 10,
13, 16 w21 0,01, 0,1 wim 0,5 mr/kr BSMUC16/CD3-001, kxoTOpBIe BBOAMIN BHYTPHOPIOMINHHO, UK 00pabaThI-
Bany KoHTpoJieM CD3-cBs3pIBaHUs WM KOHTpoJeM 0e3 cBs3piBanus (0,5 Mr/kr BHyTpuOprommHHO). [TokaszaH-
HBbIC JTAHHBIC MPEACTABIAIOT COOOH OIMyXOJEBYIO HArpy3Ky, olleHeHHYIo ¢ momoimbio BLI Ha 20-1 neHp mocie
UMIUTAHTAUN OMyXoud. CTaTHCTHYECKYI0 3HAYUMOCTh OIPEEISUIH C MCIOJIH30BAHNEM HEMApHBIX HEMapaMeT-
puueckux t-kpurepueB ManHa-YutHH. Jledenue ¢ nomompsio BSMUC16/CD3-001 cpaBHMBaiIOCh ¢ KOHTPOJIEM
6e3 cesi3piBanms (**p <0,01 mms 0,5 mr/kr, #p<0,05 ms 0,1 mr/kr BSMUC16/CD3-001).

Ha ¢ur. 6 nponemoncTpupoBansl pe3yabTaTsl uecyienoBanust 1 mogenu OVCAR-3 (kpaTHOCTh H3MEHEHHS
B BLI-nokazanubix omyxomsax mexay D6 u D20). BSMUC16/CD3-001 3Ha4nTenbHO YMEHBIIAEeT KPAaTHOCTh
M3MEHEeHHs omyxoneBoii Harpy3ku npu 0,01, 0,1 u 0,5 mr/kr. Meimam NSG, KOTOpBIM HMILIAHTHPOBAIN YEJI0-
Beueckue T-kierkyn, nmmantupoBany kiretkn OVCAR-3/Luc genoBeka. Meimieit oopabareiBany B 1uu 6, 10,
13,16 u 21 0,01, 0,1 umm 0,5 mr/kr BSMUC16/CD3-001, koTOpble BBOAWIN BHYTPHOPIOIINHHO, UK 00padaThI-
Banu KoHTposieM CD3-CBsA3bIBaHUs W KOHTpoJieM 0e3 cBs3biBanusA (0,5 Mr/kr BHYTpuOpromyHHO). [loka3aHHbIe
JAHHBIE TIPE/ICTABILIIOT COO0H KPaTHOCTh W3MEHEHHS B OIYXOJICBOI Harpy3Ke OT IEpBOTO W3MEpeHHs (B3STOTO 110
Hadasa JedeHus) u Ha 20-i1 1eHp B KoHIle uccienoBanus. CTaTUCTUIECKYIO 3HAYMMOCTD ONIPEICIISUTA ¢ HCTIOIB30-
BaHUEM HETApHBIX HemapaMeTpUiecKux t-kpureprieB ManHa-YutHU. Jledenue ¢ momompio BSMUC16/CD3-001
CpaBHHMBAJIOCH C KOHTpoiieM 0Oe3 cBs3biBaHus (**p<0,01 mus 0,5 mr/xr, #p<0,05 mms 0,1 mr/kr, Pp<0,05 mis
0,01 mr/xr BSMUC16/CD3-001).

Ha ¢wur. 7 npogemoncTpupoBansl pe3ynbTathl uccienoBanus 2 monenu OVCAR-3 (cpenn. usnmydenue
[d/c/em*/cp] B merp 4). Bee rpymimbl HMENH OIMHAKOBYIO ONYXOJIEBYIO HATPY3KY, KAK OLEHHBAIH C IOMOIIBIO
BLI no Hauvana nozupoBanus. [loka3aHHBIC TaHHBIC TPEACTABISIOT COOOW OIMYXOJIEBYIO HATPY3KY, OIICHEHHYIO C
nomouipio BLI Ha 4-ii neHb mocie UMIUIaHTaUUu OmyXoJid. CTaTUCTUYECKYI0 3HAYMMOCTh OMPEACIISIN C HC-
MOJH30BAHUEM HETAPHBIX HEMapaMETPUUCCKUX t-KpurepreB ManHa-YuTHH. He ObLIO 3HAYUTETHHOTO Pa3TUIns
B OITyXOJICBOW HArpy3Ke B ICHb 4 MEKIY TPYITIAMH.

Ha ¢wur. 8 mpomemoHcTpupoBaHbl pe3ynbTathl uccienoBanus 2 monenu OVCAR-3 (cpemH. m3mydeHne
[d/c/em?/cp] B nenb 25). BSMUC16/CD3-005 3HaUHTEIbHO CHIKACT OIYXOJIEBYIO HarpysKy mpu 0,5, 1 1 5 Mr/kr.
Mprmam NSG, KOTOPBIM UMIUIAHTHPOBAIHN YeloBedeckue T-KieTku, uMmruiantTupoBamm kietku OVCAR-3/Luc
4enoBeka. JleueHne Hauaaoch uepe3 5 MHeH mociie MMIDIAHTAIMY OIyXOoJii. Mebleit ey B aam 5, 8, 12, 15,
19u22c0,1,0,5, 1 wm 5 mr/xr REGN4019, xoTopbsle BBOIWIN B/B, WK BBOAWIN KOHTpOb CD3-cBs3piBaHuUsS
WM KOHTPOJIb 6e3 cBs3biBanms (5 Mr/kr B/B). [TokazaHHbIe JaHHBIE MPEICTABISIOT COOOH OMyXOJIEBYIO HArPy3-
Ky, OLIEHeHHYI0 ¢ moMoulstio BLI Ha 25-if neHp nmocie uMIiaHTauu onyxoiu. CTaTHCTUYECKYI0 3HAYUMOCTh
OTIPEJICIISTN C UCIOJF30BAHUEM HETAPHBIX HemapaMeTpudeckux t-kputeprueB ManHa-YutHu. Jleuenue ¢ mo-
Moteo BSMUC16/CD3-005 cpaBHUBanock ¢ KOHTpojieM 0e3 csa3biBanus (**p<0,01 mmsa 5 mr/kr, ##p<0,01
st 1 mr/kr, BPp<0,01 ms 0,5 mr/xr BSMUC16/CD3-005).

Ha ¢ur. 9 nponemoncTpupoBansl pe3yabTaThl uecyienoBanust 2 moaenu OVCAR-3 (kpaTHOCTh H3MEHEHHS
B BLI-nmoka3anubix omyxoisax Mexay D4 u D25). BSMUC16/CD3-005 3HaYuTeIbHO CHHXKACT POCT OIYXOJIU
npu 0,5, 1 u 5 mr/kr. Merimam NSG, KOTOPBIM MMIDIAaHTHPOBAIM 4YesoBedeckue T-KIeTKH, MMIUIAHTHPOBAIIH
knetkn OVCAR-3/Luc gyenoseka. Meimei neunnu B guu S5, 8, 12, 15, 19 u 22 ¢ 0,1, 0,5, 1 miau 5 mr/kr
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REGN4019, xotopbie BBoaniu B/B, wim obpadatsiBamy CD3-CcBS3bIBAIOIIMM KOHTPOJIEM HJIM KOHTpOJEM 0e3
cBs3piBaHus (5 Mr/kr B/B). Iloka3zaHHBIC NaHHBIC MPEICTABISIOT COOOW KPAaTHOCTh M3MEHEHHS B OITyXOJCBOU
Harpy3Ke OT MEepBOTO U3MEpeHHs (B3ATOTO 3a JEHb J0 HaJaja JICYCHHS) U Ha 25-1 IeHb B KOHIIC MCCIICIOBAHUS
CTaTHCTHYECKYIO 3HAYMMOCTH OIPENeISIN C HCIIONB30BAHWEM HEMApHBIX HEMapaMEeTPUUYeCKuX t-KpUTepheB
Manna-Yurau. Jledenne ¢ momompsio BSMUCI16/CD3-005 cpaBHHBaloch ¢ KOHTpOJeM O€3 CBS3BIBAHHS
(**p<0,01 mnst 5 mr/kr, ##p<0,01 st 1 mr/xr, BPp<0,01 npu 0,5 mr/kr REGN4019).

Ha ¢wur. 10 npusenens! pesynbratel Mogenu IDS-VEGF/huMUC16. Pazmep omyxonu Ha 47# AeHb mocie
nmiutaataiua BSMUC16/CD3-001 3Ha4uTENIbHO YMEHBIIAET POCT OMYXOJIH B CHHICHHOW MOJEINH, KOTIa Jieue-
HHE HauWHAeTcs MO0 B ACHb MMIDIAHTAIMH, OO0 depe3 10 qHEH mociie MMIDTaHTAIMK OITyXOJH MBIIIaM, dKC-
npeccupyromuM CD3 genoBeka BMecTto MbrimuHOoro CD3, u xumepHyo Monekyny MUC16 uMIuianTupoBain
JIUHUIO OMYXOJIM MBIIIMHOTO SIMYHHUKA, SKCIPECCUPYIONYI0 YacTh 4enoBeueckoro MUC16. Mpimam BBOIMIH
BSMUC16/CD3-001 (100 MKr BHYTpHOPIOIIMHHO) B JIEHb MMIUTAHTAIMX MM 10 AHEH rmocie MMIUTaHTalK W
BBO M CD3-cBsizpiBatomnii KoHTpoib (100 MKT BHYTPHOPIOIIMHHO) B IeHh MMIUIAHTAlMU. MBIIIEH JIeYHIN B
nuu 0, 4,7, 10, 13, 17, 20 wnu 24 qy1st rpynn KCTpeHHoro jedeHust ¥ B auu 10, 13, 17, 20 u 24 nist rpynisl, rae
no3upoBanue Havanoch Ha J[10. [Toka3aHHBIC JaHHBIC MPEICTABISAIOT COOOU 00BEM OMmyXoyin Ha 47 IeHb TOCIIe
uMIUTa"HTanui. CTaTUCTHYIECKYIO 3HAYUMOCTh ONPEIEISUTN C HCIIOJIB30BAHNEM HEMApHBIX HEMTapaMeTPHIECKUX t-
kputeprueB ManHa-Yutau. Jleuenne ¢ momomsio BSMUC16/CD3-001 cpaBHHBAIOCH C KOHTPOJIEM CBSI3bIBAHUS
CD3 (**p<0,01, mauunas c /10, *p<0,05, saunnas c /[10).

®ur. 11A-C wumrocTpupyIOT pe3yabTaThl aHaTu3a IpoTouHoM ruToMeTpun (Wi FACS) cBI3bIBaHUS BBI-
Opannbix oucnernuduanbix antuten ¢ PEO-1, OVCAR3-Luc, kierkamu Jurkat, u T-kiieTkamu sSIBAaHCKOTO Maka-
Ka. AHaJIM3 TUTPOBAHUS POBOIIIIHN ITyTEM TECTUPOBAHUS Psiia CEPHMHBIX pa3BEICHNIN KaXkKI0T0 aHTHUTENA: JINO0
oucnieruduunprx anturen MUC16xCD3 BSMUC16/CD3-001, BSMUC16/CD3-002, mu6o BSMUC16/CD3-
003, 0o mMepBOro WM BTOPOTO aHTUTENA U30THIIMICCKOTO KOHTPOJS (HE MMEIOIIETO MEePEKPECTHOM peaKTUB-
HoctH Kk CD3 mimu MUC16).

®ur. 12A u B n3o6paxaror npumeps! yHuuToxeHus kitetok PEO-1 (¢ur. 12A) numu OVCAR3-Luc (¢ur. 12B)
B aHaym3e 48 4 mutoToKcHYHOCTH cienyromuM aHTH-MUC16xantu-CD3 nedeHneM B MPUCYTCTBUH YeJIOBEUE-
ckux PBMC.

IMoapo6Hoe onucanue CyIHOCTU U300peTeHust

[lepen ommcanneM HaHHOTO M300pETEHHS CIEAyeT MOHUMATh, YTO JaHHOE N300peTeHNe HE OTPaHNIHBACT-
Csl KOHKPETHBIMH OTIMCAHHBIMH CIIOCOOaMHU M ONMHCAHHBIMHU AKCIIEPHMEHTAIBHBIMHU YCIOBUAMH, MOCKOJIBKY Ta-
KH€ CIIOCOOBI M yCIIOBHS MOTYT BapbHpPOBAThCA. Takke cielyeT MOHHUMAaTh, YTO yrmoTpelisgeMas B TaHHOM [0-
KYMEHTE TEPMUHOJOTHS TpPEAHA3HAUYCHA WCKIIOUMTEIFHO ISl ONMCAaHWA KOHKPETHBIX BAPHMAHTOB PEaTH3aLUN
JAHHOTO M300PETeHHS W HE SBISETCS OTpaHMYMBAIOIIEH, TaK Kak 00beM TaHHOTO H300pETeHHS OTPaHWUICH
TOJIBKO TIpHJIaraeMoi GopMyIioit n300peTeHusl.

Ecimm He yka3aHO WHOE, BCE TEXHHYECKHC W HAYYHBIC TCPMUHEI, MPUMCHSEMBIC B JaHHOM JOKYMCHTE,
HUMCIOT TO )K€ 3HAYCHHUE, YTO OOBIYHO MOHUMACTCS CIICIIHATICTOM B TAHHOHN OOJIACTH TEXHUKH, K KOTOPOW OTHO-
CUTCsI JaHHOE M300peTeHue. Vcmonp3yeMblil B TaHHOM JTOKYMEHTE TEpPMUH "OKOJIO" TIPU HCIIOIB30BAHUU B OT-
HOIIICHUH KOHKPETHOTO MPHUBEICHHOTO YHCIOBOI'O 3HAYCHHUS O3HAYAET, YTO 3HAYCHHUEC MOXKET OTIIMYATHCSA OT
MPUBEICHHOTO 3HAYCHUs He Oosee ueM Ha 1%. Hampumep, kak UCTIONB3YyeTCsS B JAHHOM JOKYMCHTE, BRIPAXKCHHE
"okoino 100" Brimrouaet B ce0s 99 u 101 u Bce 3HAUeHUS Mex Ty HUMH (Hampumep, 99,1, 99,2, 99,3, 994 u T.11.).

Xots mo0bIe CTIIOCO0BI ¥ MaTepHAalIbl, IIOAOOHBIC WM KBUBAJICHTHBIC ONMMCAHHBIM B JTAHHOM JIOKYMEHTE,
MOTYT OBITh IPUMEHEHBI Ha MPAKTUKE M MPH UCIBITAHUN JTaHHOTO M300pPETEeHHS, TEHeph OMMCAHBI IPEAIoY-
TUTETBHBIC CIIOCOOBI M MaTepuanbl. Bce maTeHTHl, 3aABKH M HE MATEHTHBIC ITyOJIUKAINH, YIIOMSHYTHIE B 3TOM
OTIMCaHWH, BKJIIOYEHBI B TaHHBII TOKYMEHT ITyTEM CCHUIKH BO BCEH UX MOJHOTE.

OrnpeneneHust

Bripaxkenue "CD3", ucnonb3yeMoe B JaHHOM JIOKyMEHTE, OTHOCUTCS K aHTUT'€HY, KOTOPBIN dKCIIpeccupy-
eTcs Ha T-KJIeTkax B COCTaBe MYJIbTHMOJICKYIsipHOTO T-KiterouHoro penenropa (TCR) u koTopblil coctonut u3
TOMOJUMEpa WM TeTepoAuMepa, 00pa30BaHHOTO M3 ACCOIMAIMU NIBYX M3 YEThIpeX Iemei penentopa: CD3-
sncuioH, CD3-nenbra, CD3-3eta 1 CD3-ramma. CD3-smicuinoH 4enoBeka COAEPKUT aMUHOKUCIIOTHYIO TOce-
JloBaTenbHOCTh, IpenactaBieHHyo B SEQ ID NO: 1897; CD3-genbra 4enoBeka COACPKUT aMHUHOKHCIOTHYIO
MOCJIEIOBATENEHOCTS, IpecTaBieHHyto B SEQ ID NO: 1898. Bee ccbutku Ha OeJIKH, TOIUIIEOTHIB U (hparMeH-
THI O€JIKa B HACTOAIIEM TOKYMEHTE MpeIHa3HAYCHBI IS CCHUIKHM Ha YeIOBEYECKYIO0 BEPCHIO COOTBETCTBYIOIIETO
Oemnka, monmumnenTHAa WK GpparMeHTa O6eKa, eciid SBHO HE yKa3aHO, YTO OH OTHOCHUTCS K BHIY, OTJIHIHOMY OT
gyenoBeka. Takum oOpasom, Beipakenne "CD3" o3nagaer CD3 4enoBeka, eciid He YKa3aHO, YTO OH OTHOCHUTCS K
HedenoBedeckoMy Buay, Hanpumep "CD3 mpimm", "CD3 00e3bsHbI" | T.11.

Hcmonb3yeMblil B JaHHOM JOKYMEHTe TepMHUH "aHTHTeNo, KoTopoe cBs3biBaercs ¢ CD3" wim "antu-CD3
aHTUTEN0" BKJIIOYAET B ce0s aHTUTENIa M aHTHICHCBS3BIBAIONIUE (hParMeHTHI, KOTOPhIE CIEU(UISCKH PacIo-
3HarT ogHy CD3 cy0benuuuIy (Hanmpumep, SICHIIOH, ACNbTa, TaMMa WM 3€Ta), a TAKXKE aHTHTENA M UX aHTH-
TCHCBS3BIBAIONINE (DPArMEHTHI, KOTOPBIC CHEIM(DUICCKH PACTIO3HAIOT AMMEPHBIH KOMIUICKC IBYX CYyOBEIUHHUIL
CD3 (mampumep, AUMEpPBI TaMMa/3TICHIOH, JeIbTa/SNCIIOH U 3eTa/3eTa CD3). AHTHTENAa U aHTHTCHCBSI3BIBAIO-
e (pparMeHTHl Mo JaHHOMY U300PETEHUIO MOTYT CBS3BIBATh pacTBOpUMEIH CD3 w/Wimu sKkcnpeccupyeMblil Ha
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kieroyHoi nosepxHoctu CD3. PactBopumsrit CD3 Brmowaer npupoansie 6enku CD3, a Taxke BapuaHTHI pe-
KOMOHMHAHTHBIX OesikoB CD3, Takue Kak, HanpuMep, MOHOMEPHBIE M IUMepHbIe KOHCTpYKTHl CD3, koTophle He
MMEIOT TPaHCMEMOPAHHOTO IOMEHA FITH MHBIM 00pa3oM He CBS3aHBI C MEMOPaHOH KIICTKH.

Kak ncmosie3yercst B JaHHOM JOKyMeHTe, Beipakenue "CD3, sxcnpeccupyeMblii Ha MMOBEPXHOCTH KJIETOK"
o3Havaer oxuH win Oosee CD3 Genka(oB), KOTOPHIH/KOTOPBIE YKCIIPECCHPOBAHBI HA TMOBEPXHOCTH KJIETKH in
vitro WM in vivo TakuM 00pa3oM, 4TO IO MEHbIIEH Mepe dacTh Oenka CD3 akcroHMpyeTcs Ha BHEKICTOUHOM
CTOpPOHE KIETOYHOW MeMOpaHBI M JOCTYITHA JJIsI aHTUTEHCBs3bIBatolei yacTu anturena. "CD3, skcripeccupye-
MBI Ha KIETOYHOH MmoBepxHOCTH" BKIoYaeT B ceOs Oenkn CD3, comeprxammuecss B KOHTEKCTe (YHKITMOHATHHO-
ro T-xierouHoro peuenropa B MeMOpaHe kieTkH. Broipaxenue "CD3, skcnpeccupyeMblii Ha KIETOYHOM MO-
BepxHOCTH" BKMo4aeT 6enok CD3, skcnpeccupyeMblii Kak 4acTh TOMOANMEpPA WM TeTepOANMeEpa Ha IIOBEPXHO-
CTH KJIETKH (HampuMmep, TUMEphl TaMMa/3IICHIIOH, JenbTa/srciiion U 3era/zera CD3). Beipaxkenue "CD3, skc-
IpeccupyeMblii Ha KJIIETOYHOM MmoBepxHocTH" Taroke BKmowaeT nenb CD3 (mampumep, CD3-sncumon, CD3-
nenbta win CD3-ramma), KoTopast SKcrpeccupyeTest cama 1o cede, 6e3 npyrux tunos 1enu CD3, Ha moBepxHO-
ctu xnetku. "CD3, skcnpeccupyeMsblii Ha KJICTOYHON IMOBEPXHOCTH" MOXET BKJIIOYATh MM COCTOATH M3 OejKa
CD3, skcnpeccupyeMoro Ha IMOBEPXHOCTH KIIETKH, KOTOpasi 00bIIHO 3KcTpeccupyeT 6eok CD3. AnpTepHaTHB-
HO "CD3, sKcTipeccupyeMblid Ha KIETOYHON MOBEPXHOCTH" MOXKET BKJIIOYATh MIIA COCTOATh u3 Oenka CD3, skc-
MPECCHPyEeMOro Ha IMOBEPXHOCTH KJIETKH, KOTOpas oOBIYHO HE JKcIpeccupyeTr udenoBedeckuit CD3 mHa croeit
TIOBEPXHOCTH, HO OBLIa CKOHCTPYHPOBaHA UCKYCCTBEHHO [t Skcnpeccru CD3 Ha ee mOBepXHOCTH.

Bripaxkenne "MUC16", ucnons3yemMoe B JaHHOM JOKYMEHTE, OTHOCHUTCS K mMynuHy 16. MUC16 mpen-
CTaBIsAET COOON OAMHOYHBINA TpPaHCMEMOpPAaHHBIH MOMEH CHJIBHO TIMKO3MIMPOBAHHOTO HHTETPAIEHOTO MEM-
OpaHHOTO TJIMKOMPOTEHHA, BBICOKO SKCIPECCUPYIOMIMIICS MPH pake SUYHUKOB. AMHHOKHCIIOTHAs TOCIeI0Ba-
teabHoCcTh uenoeueckoro MUC16 mpusenena B SEQ ID NO: 1899.

Hcnonp3yemslil B JTaHHOM AOKYMEHTE TePMHH "aHTUTENO0, KoTopoe cBsa3biBaercss ¢ MUC16" unu "antu-
MUCI16 anTuTeno" BKIOYaeT B ceOs aHTHTENAa U UX aHTHI'CHCBS3BIBAIOIIUE (parMeHThl, KOTOpBIE crienuduye-
cku pacnosHator MUCI6.

TepMmuH "aHTUTEHCBS3BIBAIONIAS MOJIEKYyJa" BKIFOYAeT B ce0sl aHTUTENIa M aHTUTCHCBS3bIBAIOIIHE (par-
MEHTHI aHTHTEJN, B TOM YHUCIIe, HalpuMep, OncnennpuaHsIe aHTHTENA.

TepmuH "aHTHTENO", UCTIONB3YEMBIH B JAHHOM JOKYMEHTE, O3HAYAET JIO0YI0 aHTHUTCHCBSI3BIBAIOIIYIO MO-
JIEKYJy WJIM MOJIEKYJIIPHBIN KOMILUIEKC, COJIep KAl M0 MEHbIIEeH Mepe OIUH Y4acTOK, ONPEAEISIOIUNd KOM-
miemenTapHocTh (CDR), kKoTOpBIi crierupuIecKu CBA3BIBACTCS C WM B3aMMOJCHCTBYET C KOHKPETHBIM aHTH-
reHoM (Hampumep, MUC16 nmu CD3). Tepmun "aHTHTEN0" BKIIOYAET MOJIEKYJBl KIMMYHOTJIOOYIIWHA, CONEP-
JKalle YeThIpe MOJMHUIENTHAHBIE IenH, ABe Tsokensle (H) nerm u npe serkue (L) nenw, cBs3aHHbIe MeXay coOOH
TUCYIb(QHUIHBIMU CBSI3SIMHU, a TaKKe MX MYJbTHMepsl (Hanpumep, [gM). Kaknas Tsokenas menb COINEpKUT Ba-
pHadenbHBIH yYacTOK TSDKEJIOH enH (COKpalleHHO 0003HaueHHBIH B JaHHOM JIokymeHTe kak HCVR wim Vi) n
KOHCTaHTHBIN y4acTOK TsKeJNoW Lenu. KOHCTaHTHBIN y4acTOK TSXKENIOH uenu coaepxut Tpu nqomena: Cyl, Cy2
n Cy3. Kaxnas nerkas nenb cOAEpKHUT BapHaOEIbHBIM y4acTOK JIETKOW Ienyu (COKpaIleHHO 0003Ha4eHHBIH B
nanHoM aokyMeHTe kak LCVR unu V1) u koHcTaHTHBIA yyacTok jerkod nenu (Cp). KoHcTaHTHBIN y4yacTok
nerkoi nenu coaepxut oauH aoMeH (Cpl). Yaactku Vi u Vi MOTYT OBITH Jajiee MmoApas/eieHbl Ha y9acTKH
TUTIEpBapHaOEILHOCTH, KOTOPhIE HA3BIBAIOTCSA yYacTKaMH, ONpeessiomuMu komruieMeHTapaocTh (CDR), xo-
TOpBIC YepeaAyroTcs ¢ 0oJjiee KOHCEPBATUBHBIMHU y4acTKaMH, Ha3bIBaeMBIMHU KapkacHeIMH ydacTkamu (FR). Kax-
nast Vg u Vi coctout u3 tpex CDR u geTsipex FR, pacmonoxeHHBIX OT aMHHOKOHIIA 10 KapOOKCHUKOHIIA B Cie-
nyrorem nopsiake: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. B pa3nuyHbIX BapuaHTaX OCYIIECTBICHHUS U30-
operennss FR antn-MUC16 antntena nimm antu-CD3 aHTHTena (MM MX aHTUICHCBSI3BIBAIOIICH YacTH) MOTYT
OBITH MIICHTUYHBI ITOCIIEJOBATEIBHOCTIM 3aPOBIIIEBON JIMHUN YEJIOBEKA, WIIM MOTYT OBITh MPHUPOJHO WU HC-
KyCCTBEHHO MOIUdHIMpoBaHbl. KOHCEHCYCHass aMUHOKUCIIOTHAS TTOCIIEI0BATEIbHOCTh MOXKET OBITH OIpeere-
Ha Ha OCHOBE MapaJuIeJIbHOTo aHainK3a AByX uin 6onee CDR.

Tepmun "antuTeno", UCHONIB3YEMBIH B JNAHHOM IOKYMEHTE, TaKKe BKJIIOYAeT aHTUTEHCBS3bIBAIOLIVE
(hparMeHTHI TOJHBIX MOJIEKYJl aHTUTEN. TepMHHBI "aHTUTCHCBS3BIBAIONIAs YacTh" aHTUTENA, "aHTUTCHCBSI3BI-
BalOIUK (parMeHT" aHTUTENA W TOMY MOJ00HOE, KaK HCIIOJIb3yeTCS B TaHHOM JOKYMEHTE, BKIIOUAIOT B ceOs
MO00M BCTpPEUAIOIIUICS B TIPUPOJIE, TTOTYIaeMblii ()ePMEHTATUBHBIM ITyTEM, CHHTETHUECKUIA WIIH TeHETHUECKU
MOTUGHUIMPOBAHHBIN MOJIUIIENITH]I WIH TIHKONPOTEHH, KOTOPBIA CICIU(PUUIECKN CBSI3BIBAECT aHTHICH C IIEIBIO
00pa3oBaHMsI KOMIUIEKCa. AHTHTCHCBS3BIBAIONINE (PParMEHTHI aHTHUTENIA MOTYT OBITH IOJTydeHBI, HalIpUMep, U3
TIOJTHOPA3MEPHBIX MOJIEKYJl aHTHTEN C MPUMEHEHHEM JIOOBIX MOIXOMAIINX CTAHJAPTHBIX METOMIOB, TaKUX Kak
MPOTEOIMTHYECKOE PACIICIUICHHE WM PEKOMOMHAHTHBIC METOIBl TEHETHYECKOH WHXCHEPHH, BKIIOYAIOIINe
MaHuIympoBanue u skcrpeccuto JJHK, xoqupytomeit BapuabenbHble 1 HE00A3aTEIbHO KOHCTAHTHBIE JOMEHBI
anrurena. Takas JJHK u3BecTHa u/nnm jerko goctymHa, HalpuMep, 13 KOMMEPUECKHX HCTOYHUKOB, OMOIMOTEK
JHK (Bxitouasi, HanpuMep, OMOIMOTeKH (aroBbIX aHTHTEN) WIM MOXKET ObITh cuHTe3upoBana. JJHK moxer
OBITH CEeKBEHMpOBaHa M 00paboTaHa XMMUYECKH WM C IPUMEHEHHEM METOJOB MOJIEKYJISIpHOW OHosioruu, Ha-
IpUMep, JUI1 OpPraHu3aliy OJHOTO WK Oojiee BapHaOEIbHBIX W/MIM KOHCTAHTHBIX JIOMEHOB B ITOJIXOJSIIYIO
KOH(UTYpanuio WIN JJIsl BBEICHHUS KOJOHOB, CO3/IaHMS OCTATKOB ILIMCTEHHA, MOAW(HUKALUK, NOOABICHUS HIH
yIaJCHNS aMHHOKHUCIIOT ¥ TOMY ITIOOOHOTO.

HeorpannuunBaromuye nmpuMepbl aHTUTEHCBSI3bIBAIONNX (PparMeHToB BKIo4aloT: (i) pparmentsr Fab; (ii)
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¢parmentsr F(ab'),; (iil) ¢pparmentsr Fd; (iv) ¢parments! Fv; (v) onHonenoyeunsie Moaekynsl Fv (scFv); (vi)
(dparmMeHTsl JAT; 1 (Vil) MUHUMAIBbHBIC CIUHUIIEI PACIIO3HABAHHMS, COCTOSIINE U3 AMHUHOKHCIOTHBIX OCTAaTKOB,
KOTOpbIe IMUTHPYIOT THIIEPBAPHAOEIBHBIN yIaCTOK aHTHUTeNA (HalpuMep, BBIICICHHBIN YJacTOK, ONPEeIIsio-
i komruieMenTapHocTs (CDR), Takoit kak menrrug CDR3) wim nentu ¢ orpaHideHHON KOHGOPMAaIMOHHOK
cBobonoii FR3-CDR3-FR4. Jlpyrue CKOHCTpYHUpPOBaHHBIE MOJIEKYJIbI, TAKHE KaK JOMEH-CIEIU(PUICCKIEC aHTH-
Tena, OTHOJOMEHHEIE aHTUTeNa, aHTUTENa C YAAJICHHBIM TOMEHOM, XUMepHble antutena, CDR-npuBuThIe aHTH-
TeNa, AuaTela, TpuaTesa, TeTparesia, MUHHAHTHTENa, HaHOTeNa (HalpuMep, MOHOBAJICHTHBIC HAHOTENA, TBYXBa-
JICHTHBIE HAHOTEJIa W TOMY IMOA00HOE), MMMYHO(papMAaIleBTHUECKAE CPEICTBA HA OCHOBE MOJIYJILHOTO Oenka
masoro pasmepa (SMIP) u BapuaGenbubie gomensl IgNAR axysbl, Takke 0XBaThIBAIOTCS BBIPAKCHUEM "aHTH-
TCHCBSI3BIBAIOMINN (PparMeHT", KaK IPUMCHSETCS B TAHHOM JTOKYMCHTE.

AHTHUTCHCBS3BIBAIONINI (PparMeHT aHTUTENa OOBIYHO COJCPXKHT IO MCHBIICH Mepe OJHMH BapHaOCIbHBIN
JoMeH. BapraOenbHbIH JOMEH MOXKET UMETh JIF0OOW pa3Mep WM aMUHOKHCIOTHBIN COCTaB M, KaK MPaBIIO, CO-
Jepxath mo MeHbIIed Mepe onuH CDR, KOTOpBIi HAXOAUTCS PSIOM WIH B paMKE CUUTBHIBAHUS C OTHOM wiu 00-
Jiee MOCIeI0BATeILHOCTSIMU KapKaca. B aHTUTeHCBA3BIBAOIINX (PparMeHTax, MMEIOIINX JOMEH Vi, aCCOLUUPO-
BaHHBIM C TOMEHOM V1, IOMEHbl Vi B Vi MOTYT OBITh PacToO0KEHBI OTHOCHTEIBHO JAPYT Ipyra B JII0OOOM IMOJI-
xoJsmieM nopsnke. Hampumep, BapraOenbHBIN Y9aCTOK MOXKET OBITh JUMEPHBIM U COAEPkKaTh JUMEPHI Vi-Vi,
Vy-ViL wmu Vi -Vi. B anbTepHaTHBHOM BapHaHTE, aHTUTCHCBS3BIBAIONINKA (parMeHT aHTHTENIa MOXET COIep-
’KaTh MOHOMEPHBIN IoMeH Vy uin V.

B HexoTOphIX BapuaHTax peaju3aliiil JAHHOTO N300pPETeHUS aHTUTCHCBSI3BIBAIONINN (parMeHT aHTHTENA
MOJKET COIepKaTh 10 MEHBIIEH Mepe OJUH BapraOeIbHBIN JOMEH, KOBAJCHTHO CBS3aHHBIN C 10 MEHBIICH Mepe
OJTHUM KOHCTaHTHBIM OMEHOM. HeorpaHn4mBaromnyue MILTFOCTPATUBHBIC KOHQUTYpaluu BapuaOEIbHBIX U KOH-
CTaHTHBIX JIOMCHOB, KOTOPBIC MOTYT OBITh OOHAPYKCHBI B aHTUTCHCBSI3BIBAIONIEM (PparMEeHTE aHTUTENA 110 JaH-
HOMY m300peTeHuto, BKIoUarT: (1) Vy-Cyl; (i) Vi-Cy2; (iii) Vy-Cy3; (iv) Vi-Cyl-Cy2; (v) Vy-Cyl-Cy2-Cy3;
(Vl) VH-CHZ-CHS; (Vll) VH_CL; (Vlll) VL_CHI; (IX) VL_CH2; (X) VL_CH3; (Xl) VL-CHI-CH2; (Xll) VL—CHI—CHZ—CH3;
(xiii) Vi -Cy2-Cy3; u (xiv) Vi -Ci. B mo6oii koHpUrypamnuu BapuaOeIbHbIX U KOHCTAHTHBIX JIOMCHOB, BKITFOYAs
M00YI0 U3 PUBEACHHBIX BBIIIE TUTIOBBIX KOH(UTYpaIii, BapHadeIbHbIe M KOHCTAaHTHBIE JOMEHBI MOTYT OBITH
00 HANPSAMYIO CBA3aHBI APYT C IPYTOM JHOO MOTYT OBITH CBS3aHBI MOJHOPA3MEPHBIM WM YaCTUIHBIM IIap-
HUPHBIM, TN JTUHKEPHBIM ydacTKoM. lI[apHHUpHEII y4acTOK MOXKET COCTOSATh M3 IO MEHBIIEH Mepe 2 (Hampu-
Mmep, 5, 10, 15, 20, 40, 60 umu 6oytee) aMUHOKHUCIIOT, YTO MPUBOANUT K THOKOW WUTH TONYTHOKOHM CBSI3M MEXKIY
COCEIHNMH BapnaOeTbHBIMH /WM KOHCTAaHTHBIMH JTOMEHAMH B OJHOHM MoJiekyse moiumentuna. Kpome toro,
AQHTHT'CHCBA3BIBAIOMINN (DparMeHT aHTHUTENA M0 JAaHHOMY H300pETEHHIO MOXET COMAepKaTh TOMOINMED WM Te-
TepoauMep (WK APYTOd MYJIBTUMED) JTI000H U3 KOH(Uryparuii BapuaOelIbHbIX U KOHCTAaHTHBIX JOMEHOB, Tepe-
YHUCIICHHBIX BBIIIC, B HCKOBAJICHTHOW CBA3H APYT C IPYTOM H/WIH C OJHUM WK 00JIee MOHOMEPHBIMH JJOMCHAMH
Vy wiu V| (Harpumep, TUCyIbQUIHON CBSI3bIO(MH)).

Kak u B ciryyae MOTHBIX MOJICKYJI aHTUTEN, aHTUTCHCB3BIBAONINE (hParMEHTBI MOTYT OBITh MOHOCIICIIU-
(DUYHBIMH WM MYJIBTHCHIEHU(GUIHBIMU (Hanpumep, OucrernpuaHbIME). MybTHCIEIU(GUYHBIH aHTHT€HCBSI3bI-
BaloNMi (hparMeHT aHTHTENA O0OBIYHO OYIET COMepkKaTh MO0 MEHBIIIEH Mepe JBa pa3HbIX BapHaOCIbHBIX JIOMCHA,
TIPY 3TOM KaXKIBI BapraOeNbHBIN TOMEH CIIOCOOCH CIEH()UIECKH CBAZBIBATHCS C OTIEIBHBIM aHTUT'CHOM WIJIH C
JIPYTHM SIHATOIIOM Ha TOM XK€ caMOoM aHTHreHe. JIro0oit ¢popmar MymbTHCTICTU(HYHBIX aHTHTEIN, BKIIIOYAst OIH-
CaHHBIC B JaHHOM JIOKyMEHTE THIOBBIC Oncnermdudabie (popMaTHl aHTUTEN, MOXKET OBITh aTaNTHPOBAH IS
MPUMEHEHHUS B KOHTEKCTE aHTUTCHCBA3BIBAIONIETO (hparMeHTa aHTHTENA 110 JAHHOMY H300pETEeHHIO C IpUMEHe-
HHEM OOBIYHBIX METOOB, TOCTYITHBIX B TaHHOH 00JIaCTH TEXHUKH.

AHTHTENa COTIACHO JaHHOMY W300PETCHUI0 MOTYT (PYHKIHMOHHUPOBATH IMOCPEICTBOM KOMILICMCHT-
3apucuMont ruroTokcnaHoctd (K311) mmu aHTUTEeno0-3aBUCUMON KJIETOYHO-OMOCPESIOBAHHOW TUTOTOKCHIHOCTH
(A3KL). "KommnemenT3aBucumas TUTOTOKCUYHOCTD" (K3LI) OTHOCUTCS K NU3UCY aHTUT€H-IKCIIPECCUPYIOMINX
KJICTOK @HTUTEIIOM IO JAHHOMY U300pPETEHUIO B MPUCYTCTBUU KOMIUIEMCHTA.

" AHTHTEJIO-3aBHCHAMAsT KJICTOYHO-OMOCpeIoBaHHas MUTOTOKCHIHOCTE" (A3KL]) OoTHOCHTCS K KJIETOYHO-
OIOCPEIOBAHHON peakIu, B KOTOPOH Hecnenu(UIeCKue IIUTOTOKCUUCCKUE KIIETKH, KOTOPBIE IKCIPECCHPYIOT
Fc-penenropsr (FcR) (nanpumep, kietkn HatypansHble Kuiuiepsl (HK), Hefitpodunsl u makpodaru), pacmno3Ha-
FOT CBSI3aHHBIE aHTHUTEJIA HA KJIETKe-MHIIEHN U TEM CaMbIM MPUBOMAT K Tu3nucy kietku-mumienn. K311 u A3KI]
MOTYT OBITh H3MEPEHBI C HCIOIH30BAHNEM aHAIN30B, KOTOPHIE XOPOIIIO U3BECTHHI U JOCTYITHBI B JaHHOW 00Jac-
Th. (C™m., Hanpumep, mateHThl CIITA Ne 5500362 n 5821337 u Clynes et al. (1998) Proc. Natl. Acad. Sci. (CIIIA)
95:652-656). KoOHCTaHTHBIN y4aCTOK aHTUTENA BaXKEH JJISl CIIOCOOHOCTH aHTUTENa (PUKCHPOBATh KOMIUIEMEHT U
OTIOCpPEIOBaTh KJIETOYHO-3aBUCHUMYIO IIUTOTOKCHYHOCTh. TakuM 00pa3oM, W3O0THIT aHTHUTETa MOXET OBITH BBI-
OpaH Ha OCHOBE TOTO, JKEJIATEIHHO JIX IS aHTUTENA OTIOCPEI0BATh IUTOTOKCHYHOCTb.

B HEKOTOpBIX BapHaHTax OCYIIECTBICHUS AaHHOTO m300peTeHus anTu-MUC16 MoHOCTIenn()UIHBIC aHTH-
tena win anTi-MUC16/antu-CD3 OucnienududHbie aHTHTENA 110 JAHHOMY W300PETEHHIO TPEICTABISIOT CO00M
yesoBevyeckue anturena. [IpumeHsemMblit B JaHHOM JOKYMEHTE TEPMUH '"4eJIOBEYeCKOe aHTUTENO" Mpeanoiaraet
AHTHTENA, UMCIOIINE BapuaOeIbHbIC U KOHCTAHTHBIC YYACTKH, MOJNYYCHHBIC M3 TOCIEIOBATCILHOCTEH HMMY-
HOMIOOYJTMHA YEIOBEYCCKON 3apOBIIICBON JIMHUK. UYeOBCUECKHUEe aHTUTENIA M0 JAHHOMY H300PETCHHIO MOTYT
BKIIIOYAaTh aMHHOKHCIIOTHBIC OCTaTKH, HE KOAMPYEMBIE ITOCIIEIOBATEIHHOCTIMI HMMYHOTJIOOYIIMHA YelIoBede-
CKOM 3apOJBIIIeBOI JTHHUN (HAlpUMeEp, MyTalll{, BBOJUMEIE CIy4allHBIM MM CalTCIenn(UIeCKUM MyTarcHe-
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30M in Vitro nim coMaTH4ecKoi mMyTanuel in vivo), Hanpumep B CDR, u B wactHoctn CDR3. Oxnako TepMuH
"YeIIOBEYECKOE aHTUTEIIO", KaK MPUMEHSICTCS B JAHHOM TOKYMCHTE, HE MPEIHA3HAYCH IS BKIFOUCHUS aHTUTEI,
B KoTOpoM mociuenosarensHoctd CDR, mpoucxonsmue nu3 3apoapIIIeBOi JTHHAN APYTHX BUAOB MIIEKOMUTAIO-
MIUX, TAKUX KaK MBIIIb, OBUTH TIPUCOEAMHEHBI K KapKACHBIM MOCIE0BATEIEHOCTSM YEIOBEKA.

AHTHTENA TI0 JAHHOMY H300pETEHHIO MOTYT, B HEKOTOPHIX BapHaHTAX OCYIIECTBICHUS N300peTeHHsI, OBITH
PEKOMOMHAHTHBIMH YEJIOBEYCCKUMH aHTUTEeNaMU. TepMUH "pEeKOMOWHAHTHOE YEIOBEYECKOE aHTUTENO", Kak
WCTIONB3YeTCS B JAHHOM JTOKYMEHTE, MTpeJHa3HaueH IS BKIIOUCHHUS BCEX YEIOBEUYECKUX aHTHUTEN, KOTOPHIE IMO-
Jy9aroT, SKCIPECCUPYIOT, CO3AAI0T WM BBIACIISIOT PEKOMOMHAHTHBIMH CIIOCO0aMH, TAKUMH KaK aHTHUTelNa, IKC-
IpeccupyeMble C HCIOJIb30BAaHHEM PEKOMOMHAHTHOTO 3KCIIPECCHPYIOIIETO BEKTOPa, TPAaHC(OHUIMPOBAHHOTO B
KJICTKY-XO035MHA (OMUCAHO JOMONHUTEIBHO HUXE), aHTUTENA, BBIJICIICHHBIC U3 PCKOMOMHAHTHOMN, KOMOUHATOP-
HOW OMOMOTEKH aHTHUTEN YCIIOBeKa (OMMCAHHOM JOTIOHUATEILHO HUKE), aHTUTENA, BBIICJICHHBIC U3 XKUBOTHOTO
(HampuMep, MBIIIH), KOTOPOE TPAHCTEHHO JJIS TEHOB YEeJIOBEYECKOT0 UMMYHOTIIO0YiHA (cM., Hampumep, Taylor
et al. (1992) Nucl. Acids Res. 20: 6287-6295), wnu aHTHTENa, TOIYYCHHBIC, IKCIIPECCUPOBAHHEIC, CO3IaHHBIC
WX BBIJCIICHHBIC JIFOOBIM IPYTHM CIIOCOOOM, KOTOPBIN BKJIFOYACT B CeOsI CIUTAHCHHT MOCIICAOBATSIFHOCTEH TeHA
MMMYHOTJIOOYJTMHA YesoBeKa ¢ apyruMu nocienoBareiapbHocTsMU JIHK. Takne pekoMOMHAHTHBIE aHTUTENA de-
JIOBEKa MMEIOT BapHabOenbHbIe M KOHCTAHTHBIE YYaCTKH, MOJTy9YeHHBIE U3 MOCIEI0BATEIbHOCTEH NMMYHOTIIO0Y-
JIMHA 3apOBIMICBON JIMHUHM 4eloBeka. OIHAKO B HEKOTOPHIX BapHaHTAaX OCYIIECTBICHUS H300pETCHHS TaKue
PEKOMOMHAHTHBIC YEJIOBEUECKHe aHTHTENIa IMOJBEPraroTcs MyTareHe3dy in vitro (WM, KOTZa HCIIOJIb3yeTCs
TPAaHCTEHHOE IUIS MOCJIEI0BATEIbHOCTEH YeIoBeUecKrX Ig )KMBOTHOE, COMAaTHUECKOMY MyTareHesy in vivo) o,
TakuM 00pa3oM, aMHHOKHCIOTHBIE TTOCIEIOBATEIFHOCTH YYacTKOB Vy M V| PeKOMOWHAHTHBIX aHTHUTEIN TMpen-
CTaBJIAIOT CO0O0I MoCIe0BaTEIbHOCTH, KOTOPBIE, XOTS M TOJy4eHBl U3 MocieaoBarensHocTel Vy u Vi 3apo-
JIBIIIICBO JIMHUY YEIOBEKA U CBA3aHBI C HUMH, B €CTECTBCHHBIX YCIOBUSAX HE MOTYT CYIIECTBOBAThH B perepTya-
Pe 3apO/BINICBON IMHIH YeTI0BEYCCKOTO aHTUTENA in Vivo.

YenoBevyeckrne aHTHUTENA MOTYT CYIIECTBOBATh B JIBYX (hopMaX, KOTOPHIC CBSA3aHBI C IIAPHUPHOH reTepo-
TCHHOCTHI0. B ofTHOH (popMe MoIleKylla IMMYHOTIO0YIHHA COICPIKUT CTAOMIBHBIN YCTHIPEXIICTIOUCHYHBIH KOH-
cTpykT npubmmsurensao 150-160 x/la, B KOTOpoH AUMEPHI yASPKUBAIOTCS BMECTE MEKIECTIOUSTHON IHCYITh-
(bUIHOM CBSI3BIO TOKENOH 1enu. Bo BTOpoi popme auMepsl He CBS3aHbI Yepe3 MEKIEITOUYeIHbIE TUCYIbQUITHBIE
CBsI3HM, U 0o0pasyeTcss Moyekysa okono 75-80 k/la, cocTosmasi W3 KOBAJCHTHO CBSI3aHHBIX JIETKOW W TSKEION
1eny (rmoyryanTuresna). OTa (JOpMBbl YpE3BBIYAHO TPYAHO Pa3IeHTh, Aake mocie apGUHHON OUNCTKH.

YacroTra mosSBICHUA BTOPOH (POPMBI B Pa3IMIHBIX U30THUNIAX MHTAKTHEIX [gG 00ycimoBiIeHa, HO HE OTpaHHU-
YUBASICh 3TUM, CTPYKTYPHBIMH Pa3IWYMsIMH, CBA3aHHBIMU C INAPHUPHBIM yYacTKOM H30THIA aHTHTena. OnHa
AMHUHOKHUCIIOTHAS 3aMEHA B IMAPHUPHOM YYacTKE IIapHHUpa yenoBedeckoro 1gG4 MokKeT 3HAYUTEIBHO YMCHb-
MUTH TosiBiieHne BTopod ¢opmbl (Angal et al. (1993) Molecular Immunology 30: 105) mo ypoBHeii, 00bI4HO
HAOJFOTaeMBIX C HCIIONB30BaHUEM IIapHHpa deioBedeckoro IgGl. JlanHOe n300peTeHne OXBAaThIBACT aHTHUTENA,
UMCIOIUE OJHY WK Oojiee myTanuii B mapHupe, Cy2 win Cy3 ydacTke, KOTOPBIE MOTYT OBITh JKEIATCIbHBI,
HANpUMeEp, TP MPOU3BOJICTBE, IS YIYUIICHHUS BBIX0/a JKeJIaeMOor (hOpMBI aHTUTEIA.

AHTHTENa IO TaHHOMY U300pETCHUIO MOTYT OBITh BBIJCICHHBIME aHTUTeNaMU. "BriieneHHoe aHTUTENo",
KaK HCIOJB3yeTCs] B TaHHOM JOKYMEHTE, 03HadaeT aHTUTENO, KOTopoe OBII0 MACHTU(PHIMPOBAHO W OTACICHO
W/WIIA M3BJICYCHO IO MEHBIICH Mepe W3 OJHOTO KOMIIOHEHTa €ro €CTeCTBEHHOH cpensl. Hampumep, antuteno,
KOTOpoe OBLIO OTAEICHO M yHaJIeHO IO MEHBIIEH Mepe W3 OJHOTO KOMITOHEHTAa OpPraHM3Ma, WIH U3 TKaHH,
WIIH KJIETKH, B KOTOPOI aHTHUTENIO CYIIECTBYET B MPUPOJIE WK MPOTYIUPYETCS €CTECTBEHHBIM ITyTEM, SBISETCS
"BBIJICIICHHBIM aHTHTETIOM" JUIS TIeJIel TaHHOTO M300peTeHMs. BhIIeIeHHOe aHTUTENIO TaKXKEe BKJIFOYAET aHTHUTE-
70 in situ B peKOMOMHAHTHOM KJIeTKe. BBIZECICHHBIC aHTHUTENA TPEACTABIAIOT COOOH aHTUTENa, KOTOPhIC OBLIH
MOJIBEPTHYTHI IO MEHBIIICH Mepe OJHOW CTaJIMU OYUCTKH WIH BbiIeneHus. COTJIacHO OIpe/IeIICHHBIM BapUaHTaM
OCYIIECTBIICHHSI N300PETEHUS BBIACICHHOE aHTUTEIO MOXKET OBITh MO CYIIECTBY HE COZAEPIKALIUM JPYroro Kie-
TOYHOT'O MaTepuaja u/Wii XUMUYCCKUX BEIICCTB.

JlanHOe W300peTeHHe TakXkKe BKIIOYaeT B ce0s aHTUTENa C OAHUM IICYOM, KOTOPBIE CBS3BIBAIOTCS
MUCI16. Ucnonp3yemslil B JaHHOM AOKYMEHTE TEpPMUH "aHTUTENO C OJHUM IledoM" 03HAUAeT aHTUTEHCBS3bI-
BAIOMIYI0 MOJIEKYIY, COACPIKAIIYIO TSHKETYIO LIeNb OJHOTO aHTHUTENA U JIETKYIO LIeNb OJHOTO aHTHUTeNa. AHTUTE-
JIa C OJHUM IICUYOM TI0 JaHHOMY M300pPETeHHIO MOTYT COAEPXKATh JTIOOYI0 M3 aMUHOKHCIOTHBIX ITOCIIEI0BATEIIh-
Hocteir HCVR/LCVR unu CDR, kak ykazaHo B Tabu. 1.

AHTH-MUC16 nnn aatu-MUC16/antrn-CD3 aHTHTENa, OMUCaHHBIE B JaHHOM JOKYMEHTE, MOTYT COZIEp-
JKaTh OJTHY WK 00Jiee aMHHOKHCIIOTHBIX 3aMEH, BCTABOK W/IUTH JIEJEIHi B KapKAaCHBIX yJacTKaX W/HMIIH y4acTKaxX
CDR BapunabenpHBIX TOMEHOB TSDKEIOW M JIETKOH IeTiel 10 CPaBHEHUIO C COOTBETCTBYIOIIUMU MTOCIIEIOBATEIh-
HOCTSIMH 3apOJIBIIICBON JIMHHUH, U3 KOTOPBIX OBLTH MOJTYYCHBI aHTUTeNA. Takue MyTalliid MOTYT OBITh JISTKO 00-
HApY>KCHBI MyTEM CPaBHCHUS ONMMCAHHBIX B TJAHHOM JOKYMCHTE aMUHOKHCJIOTHBIX MOCIICIOBATEIFHOCTEH C MO-
CJICZIOBATEILHOCTSIME 3apOJBINICBON JIMHHUU, HOCTYIHBIMH, HAIIpUMeEp, U3 0a3 MaHHBIX OOMICIOCTYITHBIX aHTH-
Ten. JlaHHOE M300peTeHUE BKIIFOUACT aHTUTENA M MX aHTUTCHCBA3BIBAIOIINE ()PArMEHTHI, KOTOPHIC MOJTYYCHBI U3
0001 U3 aMUHOKHUCIIOTHBIX MOCTICIOBATEIBHOCTEH, OITMCAHHBIX B TAHHOM JOKYMEHTE, IIPU 3TOM OJHA HITH 00-
Jiee aMHHOKHCIIOT B OJHOM MU OoJiee KapKacHBIX ydacTkax w/mim ydacTtkax CDR MyTHpOBaHBI ¢ COOTBETCT-
BYIOIIUM OCTAaTKOM(MHM) TIOCJIEIOBATSIFHOCTH 3apOJBIIICBON JIMHUH, U3 KOTOPOIl OBIJIO MOJIYYCHO aHTHUTEIO,
WIA C COOTBETCTBYIONIEM OCTAaTKOM(MH) JPYTOH IMOCIENIOBATEIHHOCTH 3apOBIIICBON JMHUH YEJIOBEKa WIIH C
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KOHCEPBATHBHOW aMUHOKHCIIOTHOHM 3aMEHOW COOTBETCTBYIOIIETO 3apOIBIIICBOTO OCTaTKa(OB) (TaKue M3MCHECHUS
MOCJIeA0BATEIbLHOCTH YIIOMHHAIOTCA B JAHHOM JIOKYMEHTE COBMECTHO Kak '"3apojsiiieBsie MyTanuu'"). Crnenuna-
JMCT B AAaHHOW 00JACTH TEXHWKW, HAYMHAS C ONHCAHHBIX B JAHHOM JIOKYMEHTE MOCJIEI0BaTENbHOCTEH Bapha-
OeTHHOTO yJacTKa TSHKEJION M JIETKON IeTIel, MOXET JIETKO IMPOIYIHPOBATh MHOTOYHMCICHHBIC aHTUTENA U aHTH-
TeHCBSA3BIBAIOIMINE (PParMEHTHI, KOTOPBIE COIepKaT OAHY HIIH OoJiee OTACTHHBIX 3apPOIBIIIEBEIX MYTAIlMHA WA UX
KoMOWHanui. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS M300pETeHUS BCE KapKacHBIC OCTATKH W/WIH OCTAaTKU
CDR B nomenax Vy w/unu Vi MyTHPYIOT 00paTHO K OCTaTKaM, OOHapyXEHHBIM B MCXOJHOH TOCIIe0BATEIbHO-
CTH 3apOJBIIICBOM JTHHUH, U3 KOTOPOH OBUIO TOJYYEHO aHTUTENO. B mpyrux BapmaHTaxX OCYIIECTBIICHUS H30-
OpeTeHHUs TOJMBKO OMpPECIICHHBIC OCTATKH MYTHPYIOT OOPaTHO K MCXOJHOW IOCIIEA0BATEIFHOCTH 3aPO IbIIICBOM
JIMHWHU, HAIPUMEP, TOJIBKO MYTHPOBAHHBIC OCTATKH, OOHApYKCHHBIC B MEpBBIX 8 ammHOKHcHoTaXx FR1 wmu B
nocyenHux § amuHOKHCnoTaXx FR4, mnm Tonbko MyTHpoBaHHBIE ocTaTki, oOHapyxeHnHble B CDR1, CDR2 unn
CDR3. B nmpyrux BapuaHTax OCYIIECTBICHHS M300pEeTCHUSI OIUH MM OoJiee KapKacHBII 0CTaTOK(OB) W/ OC-
tatok(kn) CDR MyTHpYIOT ¢ COOTBETCTBYIOIIMM OCTAaTKOM(MHM) IPYrod IOCIEIOBAaTEILHOCTH 3apObIILICBOM
JUHUU (TO €CTh TMOCICIOBATEIBHOCTHIO 3apPOJIBIICBON JIMHUK, KOTOPas OTIUYACTCS OT IOCIICAOBATCIBHOCTH
3apOJIBIIICBOM JIMHUH, U3 KOTOPOH aHTUTEN0 OBIIO M3HAYAIBHO MOIydeHo). Kpome Toro, aHTHTENA 10 JaHHOMY
M300pETEHUIO MOTYT COJIEPKATh JI00YI0 KOMOWHAITMIO JIBYX WM O0Jiee MyTallMid 3apOJbINICBON JIMHUN B paM-
Kax KapKacHBIX Y4acTKOB n/mimn ydactkoB CDR, Hampumep, mpu 3TOM OTIpeieNIeHHBIE OTACIbHBIE OCTATKH My-
THUPYIOTCA K COOTBETCTBYIOIIEMY OCTATKy OIIPEIEICHHON MOCIIeI0BATEIFHOCTH 3apOBIIICBOM INHUH, B TO Bpe-
Ms Kak OIpe/ieIeHHBIe APYTHe OCTATKH, KOTOPHIE OTIMYAIOTCS OT MCXOIHOM ITOCIIEAOBATSIFHOCTH 3apOIBIIIIe-
BOW JINHUH COXPAHSIOTCS FUIH MYTHPYIOTCS C COOTBETCTBYIOIIMM OCTAaTKOM JIPYTO# MOCIEI0BATEIEHOCTH 3apO-
JBIIeBoi muHuA. [lociie moydeHus aHTUTENa U aHTUTCHCBA3BIBAIOIINE (PparMeHTHI, KOTOPBIE COCPKAT OJIHY
win OoJiee MyTaIlWid 3apOBIIICBON JIMHUH, MOTYT OBITH JIETKO MPOTECTUPOBAHBI HA OJHO WK OoJiee )KeIaTeib-
HBIX CBOWCTB, TAaKUX KaK yIydIIeHHas CHCHH(DUIHOCTD CBA3BIBAHUSA, YIYUIICHHOE CBSI3bIBaHUC (HAIIPUMED, W3-
MEpPEHHOE TUTPOBAHUEM CBS3BIBAHUS KIICTOK WU CBsi3biBaHueM FACS) win apGUHHOCTH CBS3BIBAHUS, YIIy4-
NICHHBIC WU YCUIICHHBIC aHTarOHHCTHYCCKUE MM arOHUCTUYECCKHE OMOJIOTHUCCKUE CBOMCTBA (B 3aBUCHMOCTH
OT OOCTOSITENBCTB), YMCHBIICHHYI0 NMMYHOT€HHOCTh M TOMY IMOI00HOE. AHTHTENAa W aHTUT'CHCBS3BIBAIOIINE
(bparMeHTsbI, MOJTyYEeHHBIE C TTOMOIIBIO ATOTO OOIIETO CIoco0a, OXBATHIBAIOTCS JaHHBIM U300pETECHUEM.

JlanHoe m3o00peTenne Take BkIodaeT aHTH-MUC16 wnmm antu-MUC16/antun-CD3 aHTHTENa, comepxa-
M€ BapUaHTHI 000 M3 aMUHOKHCIOTHEIX mocienoarenbHocted HCVR, LCVR w/mmu CDR, omucaHHBIX B
JAaHHOM JOKYMEHTE, MMEIOIINX OJHYy WM Ooyiee KOHCEPBATHBHBIX 3aMeH. Hampumep, mannoe m3oOpereHHe
BatodaeT aHTH-MUC16 win antu-MUC16/antu-CD3 anTuTena, MMEOIHME aMUHOKUCIOTHBIE TOCIIEN0BATEIIb-
Hoctd HCVR, LCVR w/wmm CDR c, Hanpumep 10 win MeHee, 8 wim MeHee, 6 WM MeHee, 4 WK MEHEE H TOMY
MoJJOOHOE KOHCEPBATUBHBIX AMHHOKHUCIIOTHBIX 3aMEH MO OTHOILICHHIO K JIFOOOW M3 aMUHOKHCIOTHBIX MOCIEIO-
BatenpHOCTet HCVR, LCVR w/umm CDR, mpenacTaBieHHBIX B Ta0d. | B JaHHOM JOKYMEHTE WM B COOTBETCT-
BUU C onucaHueM B Ta0i. 16, 18, 19, 22 u 23 B TaHHOM JJOKYMEHTE.

Tepmun "3muTon" OTHOCHTCS K QHTUTCHHOW JETCPMUHAHTE, KOTOpas B3aUMOJCHCTBYET CO Creludye-
CKUM aHTUTCHCBS3BIBAIOIIUM CaWTOM B BapHaOEIHHOM YYaCTKE MOJCKYJBI aHTUTENA, M3BECTHOW KaK MapaToll.
OnvH aHTHUTEH MOXET UMETh 0oJiee OHOTO >mHToMna. TakuM 00pa3oM, pa3THIHbIC aHTUTEIAa MOTYT CBA3BIBATHCS
C Pa3ITUIHBIMHU O0JACTSIMH HA AaHTUTEHE M MOTYT UMETh pa3iUdHbIe OMoJorudeckue 3Q(HeKThl. DMUTOMBI MOTYT
OBITh KOH(QOPMATMOHHBIMU WM JHHEHHBIMI. KOH(M)OpMAIMOHHEIN IUTON NPOXYyIHUPYETCS MPOCTPAHCTBEHHO
CONOCTaBICHHBIMU aMUHOKHUCJIOTAaMU U3 Pa3HbIX CETMEHTOB JIMHEHHONW NOAUMNENTHIHOW Lenu. JInHeHbIi anu-
TOTI TIpEICTaBIACT OO0 AMUTOI, IPOTYIUPYEMBIH COCETHUMH aMUHOKHUCIOTHBIMEI OCTATKAMH B TIOJIUTICITHI-
HOU 1enH. B ompeneieHHBIX 00CTOSITENBCTBAX SIMUTOI MOXKET BKIFOYATh (PPAarMEHTHI caxapuios, (pochopuiib-
HBIX TPYIII WK CYJIb()OHWIBHBIX TPYIIN Ha aHTHICHE.

TepmuH "cymecTBeHHass HASHTUYHOCTD" WM "MO CYIIECTBY MAECHTHUUYHBIN", KOT/Ia pedb UAET O HYKJIECHHO-
BOM KHCIIOTE WU e¢ (pparMeHTe, yKa3bIBaeT, YTO IPU ONTUMAIHFHOM BBIPABHHBAHUU C COOTBETCTBYIOIIUMH HYK-
JICOTHIHBIMU BCTaBKAMH HJIH JCJICIUSIMU C APYTOi HYKICHHOBOW KHCIOTOU (MK ¢ KOMIDIEMEHTAPHOM IETBI0)
MPUCYTCTBYET UICHTUYHOCTh HYKJICOTUIHON MOCIE0BATENLHOCTH 110 MEHbIIEH Mepe B KOJIMYECTBE 0KOJI0 95%
u Oosee, MPEANOYTUTEIHLHO 110 MEHbIIEH Mepe okojo 96, 97, 98 wim 99% HYKIEOTHIHBIX OCHOBAaHUH, KaK W3-
MEpEeHO JIIOOBIM HM3BECTHBIM ITOPUTMOM HACHTHYHOCTH TOCienoBaTebHOCTeH, TakuM kak FASTA, BLAST
nn Gap, Kak obcyxnaercss Hibke. Molekyia HyKJICHHOBOHW KHCIIOTHI, UMEIOIIas CYIIECTBEHHYIO HACHTUYHOCTh
C ATAJIOHHOW MOJIEKYJIOW HYKJICHHOBOH KHCJIOTHI, B HEKOTOPBIX CIyYasX MOKET KOIUPOBATH HOJIUIIEHTHI, NME-
FOITMH TaKyro XK€ WIN ITI0 CYIIECTBY IOJOOHYI0 aMHHOKHCIOTHYIO ITOCIIEIOBAaTEIFHOCTD, YTO W TIOJWICITHI,
KOJIMPYEMBIH 3TaJJIOHHOM MOJIEKYJIOM HYKJIEUHOBOW KUCIIOTHI.

[IpuMeHHUTENBHO K MOJUMNENTUAAM TEPMHUH ''CyLIECTBEHHOE CXOJCTBO" WM "MO CYIIECTBY aHAJOTHUHBIN"
03HAYaeT, 4TO JIBE MOCIICAOBATCIFHOCTH MMENTHIOB MPH ONTHMAIGHOM BEIPAaBHUBAHHWU, HAPUMEP C MOMOIIBIO
nporpamMMm GAP nimm BESTFIT ¢ npumeHeHneM ctaHIapTHBEIX MITpagdoB 3a OTKPHITHE TAMa, UMEIOT 110CIIe0Ba-
TENBHOCTh HICHTUYHYIO HAa TIO0 MEHbIIEH Mepe 95%, emie Ooiee MpenoYTUTENHFHO TTOCIEI0BATSIFHOCTD, HIICH-
TUYHYIO0 Ha 1o MeHblel Mepe 98 unu 99%. IlpeanouTuTeIbHO MOJOKEHUSI OCTATKOB, KOTOPbIE HE SIBISIOTCS
UICHTUYHBIMU, OTIMYAIOTCS KOHCEPBATUBHBIMU aMUHOKHCIIOTHBIME 3aMeHaMu. ""KoHcepBaTHBHAsS 3aMcHA aMH-
HOKHCIOTH" TpeACTaBiIIeT cO00M aMHHOKHCIOTHYIO 3aMEHY, B KOTOPOH aMHUHOKHCIIOTHBIH OCTATOK 3aMEIICH
JIPYTUM aMHUHOKHCIOTHBIM OCTaTKOM, MUMEIOIKUM OOKOBYIO Iemnb (R-rpymimy) ¢ aHaJIOTHYHBIMHA XUMHYECKUMHU
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CBOWCTBaMHU (HAIpUMeEp, 3apsIoM Wi ruApohoOHOCTHIO). B 00IIeM, KOHCEpBaTHBHAS AMUHOKHCIOTHAS 3aMCHA
He OYIeT CYIIECTBCHHO M3MCHATH (D)YHKIIMOHAJBHBIC CBOWCTBA Oenka. B cimyyasx xorma nBe winm 0ojiee aMHUHO-
KHCJIOTHBIE TIOCJIEZIOBATEIFHOCTH OTIMYAIOTCS IPYT OT Apyra KOHCEPBATHBHBIMU 3aMEHAMH, NPOLCHTHAS WICH-
TUYHOCTh IIOCJICOBATEIFHOCTH MIIM CTENEHb CXOJCTBA MOTYT OBITH CKOPPEKTHPOBAHBI B OOJBIIYIO CTOPOHY,
YTOOBI MCIIPaBUTh KOHCEPBATHBHBIA XapakTep 3ameHbl. CpencTBa Al OCYIIECTBICHHS 3TOH KOPPEKTHPOBKH
XOpOIIIO M3BECTHHI CIEIUAINCTAM B AaHHOU oOmactu TexHuku. Cwm., HampumMep, Pearson (1994) Methods Mol.
Biol. 24: 307-331, BKIIOYEHHBII B JAHHBIN JOKYMEHT B Ka4eCTBE CCHUIKH. [IpHMephI TpyIIT aMUHOKHUCIIOT ¢ 00-
KOBBIMH IEISIMUA C aHAJIOTUIHBIMUA XMMHUYECKMMH CBOWCTBAMH BKIIOUAIOT: 1) annaTiueckue OOKOBBIE IIETIH:
TJIMIUH, aTaHuH, BaJIUH, JICHIIMH U U30JeHInH; 2) anudaTH4ecKu-THAPOKCUIbHEIC OOKOBEIC IICTIH: CEPUH U Tpe-
OHUH; 3) amMHJCcOepKalIie OOKOBBIC IICTIH: acllaparuH U TIyTaMuH; 4) apoMaTHYeCKUe OOKOBEIC IIEITH: (peHIIA-
JIAHWH, TUPO3MH U TPUNTO(AH; 5) OCHOBHBIC OOKOBEIC ICTIH: JTU3UH, APTUHUH U TUCTHIUH; 6) KHCIOTHBIC OOKO-
BBIC IICMIU: aCMapTaT M IIIyTaMaT U 7) cepocojepiaiiie OOKOBBIC ICNH - MUCTEHH W METHOHUH. [IpemmoyTn-
TENBHBIMU TPYIIAMH KOHCEPBATUBHBIX aMUHOKHCIOTHBIX 3aMCH SIBIISTIOTCS: BalMH-TCHIIMH-U30JICHIINH, (EeHU-
JaTaHWH-THPO3WH, JIM3MH-apTHHUH, aJaHWH-BAallUH, TIIyTaMaT-acrapTaT W aclaparuH-TIyTaMuH. B ampTepHa-
TUBHOM BapHaHTE KOHCEPBATHBHAS 3aMEHa IPEeACTaBisIeT co00i If000e N3MEHEHNE, UMEIOIIEe TIOJI0KHUTEITBHOE
3HauUeHWE B MaTpHIle JIoraprupMuieckoro npasaonoaoous PAM250, onucannoit B Gonnet et al. (1992) Science
256: 1443-1445, BKIIIOYEHHOW B TAHHBIH JOKYMEHT B KaUeCTBE CCHUIKH. "YMEPEHHO KOHCEPBATUBHOM" 3aMeHOMI
ABIISIETCA JII000E M3MEHEHHEe, NMEIOIIee HeOTPHUIATEIFHOE 3HAUCHIE B MAaTPHUIIE JOTapH(PMHUIECKOTO MPABIOIIO-
noous PAM250.

CXOICTBO IOCTIENOBATEIBHOCTEH IS MOMUIETITHAOB, KOTOPBIE TAaKkKe YIIOMHHAIOTCS KaK MICHTHYHOCTD
MOCJIEIOBATEIEHOCTH, KaK MPaBUIIO, H3MEPSIOTCS C MMOMOIIBIO MTPOTPAMMHOTO 00ECIICUCHUSI [UTS aHAJIM3a TOCTIe-
noBarenbHOCTel. [IporpamMuoe obOecrieueHre IS aHaK3a Oelka MOJ0UpaeT aHAIOTHYHEIC MMOCTICIOBATEIBHO-
CTH, IPUMCHSISI HF3MEPCHHUS CXOJICTBA, MPUCBOCHHBIC PA3JIMYHBIM 3aMEHAM, JCICIHAM U IPYTHM MOTUPUKAIIAIM,
BKITIOYasi KOHCEPBATUBHBIC aMUHOKHCIIOTHEIC 3aMeHbl. Hanpumep, nporpammuoe obecnieuerne GCG comepkut
Takue mporpaMMel, kak Gap u Bestfit, KoTopbie MOTYT IPUMEHSATHCS ¢ MapaMeTpaMH IO YMOTYAHHIO JJIS OTpe-
JICJICHISI TOMOJIOTHH TOCJIEIOBATEIFHOCTH WM WACHTHYHOCTH TIOCIEIOBATEIFHOCTH MEXIY POJCTBECHHBIMU
TOJIATICTITHIAMH, TAKIMHU KaK TOMOJIOTHYHBIEC TTONHUIIEITHIB! U3 PAa3HBIX BHIOB OPTaHU3MOB WIIH MEXTy OelnKoM
JIUKOTO TUTIa U ero MyTenHoM. CM., Hanpumep, GCG Bepcuwm 6.1. [lonunenTuaHabIe MOCIEIOBATEILHOCTH TAKKE
MOTYT CpaBHHBAThCS, UCTIONB3ys FASTA co cTaHmapTHBRIMH W PEKOMEHIOBAHHBIMHU ITapaMeTpaMu; IIporpam-
Ma B GCG Bepcun 6.1. FASTA (nanpumep, FASTA2 nu FASTA3) obecriednBaeT HACHTUIHOCTh BRIPABHUBAHUS
Y TIPOLICHT ITOCIIEIOBATEIHHOCTH 00IaCTeH HAMITYyUIIEro NEPEeKPHITH MEXIy 3allpalInBacMoil IOCIeI0BATEb-
HOCTBIO U TOClieioBaTesbHOCTRI0 noncka (Pearson (2000 rox) Bbime). J[pyruM mpeariouTHTENBHBIM aJITrOPHT-
MOM TIpH CPaBHEHHUH TIOCIICOBATSIFHOCTH IO TAaHHOMY M300peTeHHIO ¢ 0301 MaHHBIX, COIEpIKaIIeii OoIbIIoe
KOJIMYECTBO TOCIICAOBATCIFHOCTEH OT PAa3HBIX OPraHU3MOB, SBJISCTCS KOMIbIOTepHas mporpamma BLAST, oco-
6enHo BLASTP nwim TBLASTN, ¢ npuMeHeHreM napamMeTpoB o ymonrdanuto. Cm., Hanpumep, Altschul et al.
(1990) J. Mol. Biol. 215: 403-410 u Altschul et al. (1997) Nucleic Acids Res. 25: 3389-402, kaxxaplif U3 KOTO-
PbIX BKJIIOYEH B JAHHBIA JOKYMEHT B KaueCTBE CChbUIKM. MyTanuu 3apoabiiieBoi guHuu antu-CD3 anturena,
OTIMICaHHEIC B TAHHOM JOKYMEHTE, COJIEpKaT OJHY Wi 0ojiee aMHHOKHUCIOTHBIX 3aMEH, BCTABOK W/IIH ACTCINN
B KapkacHbIX w/mian CDR-ygacTkax BapraOeNIbHBIX TOMEHOB TSDKEJIOH IIeTH 10 CPaBHEHHIO C COOTBETCTBYIO-
[IIAMH TIOCJICAOBATEIFHOCTSIME 3aPOJBIIICBOM JTHHNH, U3 KOTOPBIX OBUTH TOTY9ICHBI aHTHUTEINA.

JlarHOe n300peTeHne TaKoke BKIIFOYAST aHTUTENA I UX aHTUTCHCBS3BIBAIONTNE (PparMeHThl, KOTOPBIE MOy~
YeHBI U3 TI000H N3 aMHHOKHCIIOTHBIX TTOCIIEIOBATEIHHOCTEH, ONMCAHHBIX B JAHHOM JTIOKYMEHTE, IPH 3TOM OJHA
win 0oJice aMHHOKHUCIIOT B OJTHOM HIJIH 00Jiee KapKacHBIX ydacTkax w/mim ydactkax CDR MyTHpoOBaHBI ¢ COOT-
BETCTBYIOIIAM OCTaTKOM(MH) TOCJIEIOBATEIFHOCTH 3aPOABIIICBOM IHHUH, U3 KOTOPOH OBLIO IMOTyYECHO aHTUTE-
JI0, ITU C COOTBETCTBYIOIIEM OCTATKOM(MH) APYTOM MOCIEA0BATEIFHOCTH 3apOIBIIICBOM JIMHIH YSIIOBEKA HITH C
KOHCEPBATHBHOW aMUHOKHCIIOTHOHM 3aMEHOW COOTBETCTBYIOIIETO 3apOIBIIICBOTO OCTaTKa(OB) (TaKue N3MCHECHUS
MOCJIEIOBATEIEHOCTH YIIOMHUHAIOTCS B JJAHHOM JOKYMEHTE COBMECTHO Kak "3apObIIIEBbIC MyTaluu'") U UMCIO-
mme ciabdoe Wi He OOHapykuBaeMoe CBsi3biBaHue ¢ aHTUTeHOM CD3. HecKoNbKO TaKMX THIWYHBIX aHTHTE,
KoTophie pacnio3HaroT CD3, onmcansl B Ta0u. 16, 18, 19, 22 u 23 B 1TaHHOM JOKYMEHTE.

Kpome Toro, aHTHTENa TIO JAHHOMY H300pETEHHIO MOTYT COAEPIKATh JTIOOYI0 KOMOWHAIMIO IBYX WJIH 0O-
Jiee MyTalHui 3apOABIIIEBON JIMHUU B paMKax KapKacHBIX y4acTKoB W/mimn ydactkoB CDR, Hanpumep, mpu sToMm
OTIpeNieIeHHBIE OTIENBHBIE OCTAaTKH MYTHPYIOTCS K COOTBETCTBYIOIIEMY OCTATKY OIPEICIIEHHON IOCIeqoBa-
TEJIEHOCTH 3apOJBIIIEBOH JINHUH, B TO BPEMs KaK OIpeIeIeHHBIE IPYTUe OCTATKH, KOTOPBIE OTIMYAIOTCS OT UC-
XOJHOHM TOCIIEA0BATEIFHOCTH 3apOABIIICBON JTMHUH, COXPAHAIOTCS MIIH MYTHPYIOTCS C COOTBETCTBYIOLINM OC-
TaTKOM JIPYTOM MOCIIEAOBATEIBHOCTH 3apOABINICBOM THHUH. [locne momydeHns aHTUTeNla U aHTUTCHCBA3BIBATO-
mMX (pparMeHTOB, KOTOPBIC CONEPKAT OJHY WK OOJiee MyTalui 3apOJIbIIICBOM JIMHUK, MOXKHO TECTHPOBATh Ha
OJTHO MK 0OOJiee KEeaeMbIX CBOMCTB, TAKMX KaK YIIyUIICHHAS CHCIM(OUIHOCTD CBSA3BIBAHUSA, CI1a00€ MU ITOHH-
JKCHHOC CBsI3BIBaHHC WM aPUHHOCTH CBS3BIBAHUS, YAYYIICHHBIC WM YBEIHYCHHBIC (PapMaKOKHMHETHYCCKHE
CBOWCTBA, MOHWKCHHAS IMMYHOTCHHOCTh M T.J. AHTHTENIa M aHTHUTCHCBS3BIBAIONINE ()PATMECHTHI, TIOTYYCHHBIC
9THM OOIIMM CIIOCOOOM C YIETOM PYKOBOJCTBA IO JaHHOMY M300PETEHUIO, BKIIFOUCHEI B TJAHHOE HU300pETCHUE.

JlanHoe m300peTeHne Tarke BKItodaeT aHTH-CD3 aHTHTEna, comepikaiire BapuaHThI JI000H M3 aMHUHO-
kucnoTHeIX nocnenoBatenbHocTelt HCVR, LCVR w/mmu CDR, omucaHHBIX B JAHHOM JOKYMEHTE, MMEIOIIHX
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onHy win 0Oojice KOHCEpBATHBHEIX 3aMeH. Hampumep, maHHoe m300peTeHHMe BKIouaeT aHTU-CD3 anTHTeNa,
uMeromue aMmuHOKucIoTHeie mocienoarenbHocTt HCVR, LCVR w/umun CDR ¢, manpumep 10 wim menee, 8
WA MeHee, 6 W MeHee, 4 Wi MEHee W TOMY IOJ00HOe, KOHCEPBATUBHBIX aMHHOKHCIIOTHBIX 3aMEH 10 OTHO-
MICHUIO K JI000W W3 aMHHOKHCIOTHBIX mociienoBarenbHocTelt HCVR, LCVR w/mmum CDR, npencraBieHHBIX B
Tabum. 16, 18, 19, 22 u 23 B 1aHHOM IOKyMEHTE. AHTUTENA U ONcTen()UIHbBIC aHTUTCHCB3BIBAIOIINE MOJICKYJIBI
10 TaHHOMY M300PETEeHHUIO COMEpKAT OHY MM Oojlee aMIHOKUCIIOTHBIX 3aMEeH, BCTABOK W/WIIH JENEIHiA B Kap-
kacHbIX w/min CDR-ydacTkax BapuaOeNbHBIX JOMEHOB TSDKEJIOW WM JIETKOW IETH TI0 CPAaBHEHHWIO C COOTBETCT-
BYIOIIUMH TIOCIICAOBATEIHLHOCTIMH 3apOIBIIICBOI IMHIH, U3 KOTOPHIX WHANBHAYAIbHBIC aHTHTCHCBS3BIBAIOIINEC
JIOMEHBI OBLTH MOJMYYCHBI PU COXPAHCHUH WM YIYYIICHUHN JKEIAeMOTo cl1aboro WM HE NETCKTHPYEMOTO CBsI-
3p1BaHus ¢ anTureHoM CD3. "KoHcepBaTuBHAs 3aMEHAa aMUHOKHUCIIOTHI" MIPECTABISACT cO00 aMUHOKHCIOTHYIO
3aMeHy, B KOTOPOH aMHHOKHCIIOTHBIA OCTATOK 3aMEIICH IPYTUM aMHHOKUCIOTHBIM OCTaTKOM, HMEIOIIAM OOKO-
ByIO 1emb (R-rpymiy) ¢ aHaTOrHYHBIMH XUMHYCCKHMH CBOWCTBAMH (HAIPUMEp, 3apsaoM HIU ruapodoOHo-
CThIO). B 11e;10M KOHCEpBaTUBHAS aMUHOKHCIIOTHAS 3aMeHA He OYIET CYyIMEeCTBEHHO U3MEHSATh (DYHKI[HOHABLHBIC
CBOWCTBa 0€NKa, TO €CTh AMUHOKHCIIOTHAsI 3aMCHA IMOMICPKUBACT WM YIYUIIaeT JKEIaeMYyI0 CIA0yI0 WIH He
oOHapy)XuBaeMoe CBS3bIBaHHE WM ap(UHHOCTD CBs3BbIBaHHA B ciiydae aHTH-CD3 CBS3BIBAIONINX MOJIEKYIL
[IprMeps! TPy aMUHOKHCIOT C OOKOBBIMH IETISIMU C aHAJTOTHIHBIMHA XHMHYECKIMH CBOMCTBAMH BKIIIOYAIOT 1)
amudarnueckue OOKOBBIE IIETW: TJIMIWH, aJaHWH, BAJMH, JICWIIMH W W30JeHnuH, 2) amudpaTHIecKh-
TUIPOKCHIIbHBIE OOKOBBIE IEMU: CEPHH M TPEOHHH; 3) aMHICOJEp Kaliie OOKOBbIC IETH: acTaparud U TIIyTa-
MUH; 4) apoMaTHieckrue OOKOBBIE IeNu: (peHWIATaHWH, TUPO3UH M TPHUNTO(aH; 5) OCHOBHBIC OOKOBBHIE IIEITH:
JIU3WH, apTUHUH U TUCTUANMH, 6) KUCIIOTHBIE OOKOBBIE IIETIH: acmapTaT U TIIyTaMmar U 7) cepocojepkarime 00Kko-
BBIC IICTIH - ITUCTCHH U METUOHUH. [IpemouTUTEIFHBIMU TPYIITIaMU KOHCEPBATHBHBIX AMHHOKUCIOTHBIX 3aMEH
SIBIISTIOTCS:  BaJIMH-JICHIIUH-U30JICHITNH, ()CHIUIAIAHUH-TUPO3UH, JIM3HH-apTHHUH, aJlaHWH-BAIIUH, TIIyTaMaT-
acmapTaTr M aclapardH-TIyTaMHUH. B anbTepHATHBHOM BapHaHTE KOHCEPBATHUBHAS 3aMCHA MPEICTaBISICT COOOM
m000¢ M3MEHEHHE, MMCIOIICE IOJIOKUTEIBHOS 3HAYCHHE B MATPHIC JIOTapH(QMUYECKOTO IPaBIONOA00HS
PAM250, ommucannoii B Gonnet et al. (1992) Science 256: 1443-1445. "YMepeHHO KOHCEPBaTUBHOU" 3aMEHOM
ABIISIETCA JII000E M3MEHEHHEe, NMEIOIIee HeOTPHUIATEIFHOE 3HAUCHIE B MAaTPHUIIE JOTapH(PMHUIECKOTO MIPABIOIIO-
noous PAM250.

JlanHoe mM300peTeHne TakKe BKIIIOYACT aHTUTCHCBA3BIBAIOIINE MOJICKYIBI, COACpIKAIINEC aHTHI'CHCBA3HI-
Baromuit JomeHn ¢ HCVR w/wnmm amuHOKHCIOTHOHW TocaenoBaTenbHOCThI0 CDR, KOTOpas 1mo CymecTBy WACH-
traHa 1o060# 13 HCVR n/mnmu CDR aMUHOKHCIIOTHBIX TIOCIEIOBATEILHOCTEH, OMMUCAHHBIX B JAHHOM JTIOKYMEH-
Te, IPY COXPaHEHUHU WIIW YIYUIICHUH kelaeMoin cinaboit appuaHocTn k antureHy CD3. Tepmun "cymiecTBeH-
Hasi UACHTUYHOCTH" WU "MO CYIIECTBY MACHTUYHBIN", KOT/Ia OH OTHOCUTCSI K aMHUHOKHUCIIOTHOM MOCJEeI0Ba-
TENBHOCTH, 03HAYACT, YTO JBE AMHUHOKHCIOTHBIC MOCICIOBATEIBHOCTH, KOTJIa OHH ONTHMAIBGHO BEIPOBHECHBI,
Hanpumep, ¢ nomompo nporpaMMm GAP unu BESTFIT, ucnons3yroommx Beca I3MOB 0 YMOTYAHHUIO, UMEIOT
o01Iyro o MeHbiei Mepe 95% HICHTUYHOCTD MOCIECIOBATEILHOCTH, elle 0oJiee MPEAMOYTHTEIBHO 110 MCHb-
meit mepe 98 wim 99% UAESHTUYHOCTH MOCNIE0BATENbHOCTU. [IpeInOoUTUTENbHO NOJI0XKEHHUS OCTATKOB, KOTOPbIE
HE SIBIISIOTCS] UACHTUYHBIMHU, OTIIMYAIOTCS KOHCCPBATUBHBIMU aMHUHOKHCIIOTHBIME 3aMeHaMH. B ciydasx korjia
JIBE WK 0o0Jiee aMHHOKHUCIIOTHBIE MTOCIIEIOBATEIHHOCTH OTIIMIAIOTCS APYT OT APYyra KOHCEPBATUBHBIMHU 3aMEHa-
MU, TIPOIICHTHAS WICHTUYHOCTD TIOCIIEOBATEIIFHOCTH WM CTEIEHb CXOJCTBA MOTYT OBITh CKOPPEKTHPOBAHBI B
00JIBITYIO0 CTOPOHY, YTOOBI UCTIPAaBUTH KOHCEPBATHBHEIN XapakTep 3aMeHbl. CpecTBa IS OCYIIECTBICHHUS 3TON
KOPPEKTUPOBKH XOPOIIIO U3BECTHBI CTICIIHATUCTAM B TaHHOU oOiactu TexHuku. CM., Harpumep, Pearson (1994)
Methods Mol. Biol. 24: 307-331.

CXOJCTBO TOCJIEIOBATEIILHOCTEH IS MOJUIICTITUIOB, KOTOPOE TAKKE HA3BIBAIOT MICHTHYHOCTHIO ITOCIIC-
JIOBATCIILHOCTEH, OOBIYHO U3MEPSIIOT C UCIIOJIF30BAaHUEM MPOTPaMMHOTO 00eCIICUeHHS sl aHATN3a MOCTIeI0Ba-
TenbHOCTEH. 152 [IporpaMMHOe obecmieucHue U aHam3a Oenka MOAOUpacT aHAJOTHYHBIC MOCICIOBATEIBHO-
CTH, IPUMCHSISI HF3MEPCHHUS CXOJICTBA, MPUCBOCHHBIC PA3JIMYHBIM 3aMEHAM, JCICIHAM U IPYTHM MOTUPUKAIIIIM,
BKITIOYasi KOHCEPBATUBHBIC aMUHOKHCIIOTHEIC 3aMeHbl. Hanpumep, nporpammuoe obecrieueane GCG comepKut
Takue mporpammbl kak Gap u Bestfit, KOTOpbIe MOTYT IPUMEHSATHCS € MAPAMETPaMU MO0 YMOYAHHUIO IS OTIpe-
JICJICHISI TOMOJIOTHH TOCJIEJOBATEIIFHOCTH WM WACHTHYHOCTH TIOCIEAOBATEIFHOCTH MEXIY POJCTBECHHBIMH
TOJIUIICTITHIAMH, TAKIMHU KaK TOMOJIOTMYHbIEC TTONHUIIEITHIB! U3 PAa3HBIX BUIOB OPTaHU3MOB WIIH MEXTy OelnKoM
JIUKOTO TUTa U ero MyTenHoM. CM., Hanpumep, GCG Bepcuwm 6.1. [lonunenTuaHabie MOCIEIOBATEILHOCTH TAKKE
MOTYT CpaBHHBAThCS, UcTIONb3yst FASTA co cTaHmapTHBRIMH WM PEKOMEHIOBAHHBIMHU ITapaMeTpaMu; IIporpam-
Ma B GCG Bepcun 6.1. FASTA (nanpumep, FASTA2 nu FASTA3) obecrieunBaeT HACHTUIHOCTh BEIPAaBHUBAHUS
U TIPOLICHT ITOCIIEIOBATEIHHOCTH 00IaCTeH HAMITYyUIIEro NEPEeKPHITH MEXTy 3allpalInBacMoil IOCIeI0BATEb-
HOCTBIO U TOCIieioBaTesbHOCTRI0 noncka (Pearson (2000 rox) Bbime). J[pyruM NmpeariouTHTENBHBIM aJITrOPHT-
MOM TIpH CPAaBHEHHUH TIOCIICOBATSIFHOCTH IO TAaHHOMY H300peTeHHI0 ¢ 0301 MaHHBIX, COIepIKaIIeii OoIbIIoe
KOJIMYECTBO TOCIICAOBATEILHOCTEH OT PAa3HBIX OPTaHU3MOB, SBJISCTCS KOMIbIOTepHas mporpamma BLAST, oco-
6enHo BLASTP nwim TBLASTN, ¢ npuMeHeHreM napamMeTpoB 1o ymordanuto. Cm., Hanpumep, Altschul et al.
(1990) J. Mol. Biol. 215: 403-410 u Altschul et al. (1997) Nucleic Acids Res. 25: 3389-402.

Iocne Toro Kak MOY4EHBI €r0 aHTUTCHCBA3BIBAIOIINC TOMEHBI, KOTOPHIC COJIEPKAT OJHH WK OoJiee 3apo-
IBIIIEBBIX MYyTAIlMy OBLIM MPOTECTHPOBAHBI HAa ITOHIDKEHHOE CBS3BIBAaHUE MM aQQUHHOCTH CBA3BIBAHUSA C HC-
TIOJIF30BAHUEM OJTHOTO WJIHM OoJiee aHAMU30B in vitro. XOTd aHTHUTENa, KOTOPHIE PacIo3HAIOT KOHKPETHHIN aHTH-
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TeH, 00OBIYHO TI0/IBEPTIalOT CKPUHHHTY 110 Ha3HAYCHUIO ITyTEM TECTHPOBAHMUS Ha BBICOKOE (TO €CTh CHIIBHOE) CBSI-
3pIBaHUE WM a(UHHOCTH CBS3BIBAHMS C aHTHUTCHOM, aHTHTENIA 10 JAaHHOMY H300PETeHHIO NEMOHCTPUPYIOT
cmaboe CBSA3bIBaHWE WM HE OOHAPYKMBAIOT CBA3BIBaHUS. bucrmennpuuHbIe aHTUTCHCBS3BIBAIOIINE MOJICKYJIIBI,
CoJIep KaIe OUH WM 00Jee aHTUTCHCBSA3BIBAIOIINX JOMEHOB, ITOYUYEHHBIX TAKUM OOLINM CIOCOOOM, TaKkKe
BKITIOYEHBI B JaHHOE M300peTeHue M, Kak OBUIO OOHAPYKEHO, ABIAIOTCS MPEAIOYTHTEIFHBIMU B Ka4eCTBE Tepa-
ITUU OITyXO0JIeH, 00yCIIOBICHHOH aBHUIHOCTHIO.

HeoxmnnanHple mpenMyInecTBa, HapuUMep YIIydIIeHHbIE (hapMaKOKMHETHIECKNE CBOMCTBA W HHU3Kas TOK-
CHUYHOCTH JUISI TTAI[eHTa, MOTYT OBITh PEaJH30BaHbI U3 CIIOCOOOB, OMMMCAHHBIX B JAHHOM JOKYMEHTE.

CBs3bIBaIOLINE CBOWCTBA aHTUTEN

Kak ncrnonb3oBaHo B JaHHOM JOKYMEHTE, TEPMHUH '"CBSI3pIBaHME" B KOHTEKCTE CBSI3BIBAHMS aHTHTEINA, HM-
MYHOTJIOOYJIMH, aHTUTeHCBsA3bIBatonil parmMeHT, i Fc-conepxkamuii 6enok, nmubo, Hanpumep, 3apaHee OIl-
pelesieHHBI aHTHIeH, TaKOW Kak OJIOK KIETOYHOH MOBEPXHOCTH MJM €ro (hparMeHT, OOBIYHO OTHOCHUTCS K
B3aUMOJICHICTBHIO WJIM ACCOIUAIINU MEXKIY MHHHMYMOM JIBYX OOBCKTOB WJIM MOJEKYJSPHBIX CTPYKTYp, TAKHM
KaK B3aMMOJICHCTBHE aHTUTEI0-aHTUTECH.

Hanpumep, abdUHHOCTD CBS3BIBAHHS, KAK IPABHIIO0, COOTBETCTBYeT 3HadeHnio Ky oxomo 107 M mu me-
Hee, HallpuMep OKOJIO 10® M i menee, HarpuMep OKOJIo 10 M mmn Menee, korma onpezeseTcs, Halpumep,
C TIOMOIIBI0 TEXHOJIOTHH TTOBEPXHOCTHOTO TuIa3MOHHOTO pe3oHanca (SPR) B mpubope BIAcore 3000 ¢ ucrmoiib-
30BaHMEM aHTHICHAa B KayecTBE JMTaHIa M aHTUTeNa, lg, aHTHTenocBs3bIBaiomiero ¢parmenra wmm Fc-
colepxamero Oenka B KadecTBE aHAINTA (WM aHTWIMTaHAa). KieTodHble CTpaTernu CBA3BIBAHMSA, TaKHE Kak
(bmyopecueHTHO-aKTHBUpYeMas copTupoBka kinetok (FACS), Taxke o0bdHO MCTIONB3YIOTCS, U AaHHble FACS
XOPOIIO KOPPEIUPYIOT C APYTHMH CIOCO0aMH, TAKUMH KaK KOHKYPEHTHOE CBs3bIBaHME paauoiuranaa u SPR
(Benedict, CA, J. Immunol Methods. 1997, 201 (2): 223-31; Geuijen, CA, et al., ] Immunol Methods. 2005, 302
(1-2): 68-77).

COOTBETCTBEHHO aHTHUTEJIO WIIM €T0 aHTUTCHCBI3BIBAIOIINI OEJIOK MO JaHHOMY M300pETEHHUIO CBA3bIBACTCS
C 3apaHee OIpe/e/ICHHBIM aHTUTCHOM MJIM MOJIEKYJIOH KIIETOYHOH MOBEPXHOCTH (pelenTopa), UMEIOLIero Cpoi-
CTBO, COOTBETCTBYyIOIIee 3HaueHNI0 Kp, KoTopas mo MeHbIIeH Mepe B JIECSITh pa3 HIDKE, YeM €ro CPOICTBO K
CBSI3BIBAHUIO C HeCcTIeU(PUIECKAM aHTUTeHOM (Hampumep, BSA, kazeunn). B cooTBeTcTBHM ¢ TaHHBIM H300peTe-
HUEeM ap(UHHOCTh aHTHTENA, COOTBETCTBYIOMIETO 3HaUYeHUIO Kp, KOTopoe paBHO MM MEHEee 4eM B JECAThH pa3
MEHBIIIE, YeM Y HeCTIeIN(UIECKOTO aHTUTEeHA, MOYKHO pPacCMaTPHUBATh Kak He 0OHAPY>KUMOE CBSA3BIBAHHE, OJTHA-
KO TaKO€ aHTHUTEIO MOXKET OBITh CIIAPEHO CO BTOPHIM AHTHT'CHCBSI3BIBAIOIINM IJICUOM JUISI TIOTYIEHUS OUCIICIIH-
(bugHOTO aHTHUTENA TTO TAHHOMY M300PETCHHIO.

Tepmun "Kp" (M) OTHOCHTCS K JAWUCCOLHUAIIMK PAaBHOBECHOW KOHCTAHTHI KOHKPETHOTO B3aMMOJICHCTBHS
AHTHI'CH-aHTHUTEJIO, WIH JUCCOIMAIMN PAaBHOBECHON KOHCTAHTHI aHTUTENA WM aHTHTEIOCBA3BIBAIONICTO (par-
MEHTa CBs3bIBaHUs ¢ aHTUreHOM. CymiecTByeT oOpaTHast 3aBUCUMOCTh Mexay Kp 1 appuHHOCTBIO CBSI3bIBaHNS,
MOATOMY YeM MeHblIe 3HaueHue Kp, TeM Bhille, To ecTh cmibHee, ahduanocTs. Takum oOpazom, TepMHHBI "00-
nee Boicokas adpduHHOCTL" M "OoMNee cubHas ahGUHHOCTE" OTHOCSTCS K 00JIee BBICOKOH criocoOHOCTH 00pa-
30BBIBaTh B3aMMOJICHCTBHE H, CIICA0OBATEIBLHO, K MEHbIIEMY 3HaueHHI0 Kp, 1 Ha000poT, TepMuHbI "OoJiee HU3-
kas ap¢duaHOCTE" WM "Oonee ciabas ahPUHHOCTE" OTHOCATCS K Oojiee HU3KOH CIIOCOOHOCTH 00pa30BHIBATH
B3aMMOJICHCTBHE W, CIIEAOBATEIbHO, OOMbIIeMy 3HaueHNI0 Kp. B HEKOTOPHIX 00CTOSTENBCTBAaX OOJiee BBICOKAs
adhdurHOCTH cBs3BIBaHMS (WM Kp) KOHKPETHONH MOJIEKYJBI (HAllpuMep, aHTHTENIA) C €€ HHTEPAKTUBHOW MOJIe-
KyJIOH-TIapTHEPOM (HANPUMEp, aHTHTEHOM X) TI0 CpaBHEHUIO ¢ ad)(UHHOCTHIO CBSI3BIBAHUS MOJEKYJBI (HAMpH-
Mep, aHTUTEela) ¢ JPYTod MHTEPAKTUBHON MOJICKYJOW-TTaPTHEPOM (HAIpUMEp, aHTUTEHOM Y ) MOXET OBITh BBI-
pakeHa KaK OTHOILICHHE CBS3BIBAHMS, OINpEAeIsieMoe IyTeM JesieHHs1 Oosnbirero 3Hauenus Kp (Gonee Hu3Kas
i Goiiee cnabast apduHHOCTE) Ha MeHbIIee 3HaYeHue Kp (6onee Bricokas nim Gosee cuinbHast ad(UHHOCTD),
HaNpUMep, BBIPOKCHHAS Kak S-KpaTHas win 10-kpaTHas Ooibinast adh()UHHOCTH CBSI3BIBAHUS, B 3aBUCUMOCTH OT
00CTOSTENBCTB.

Tepmun "Ky" (¢ -1 nim 1/¢c) oTHOCHTCS. K KOHCTAHTE CKOPOCTH JUCCOLMAINN KOHKPETHOTO B3auMOeHCT-
BUSI aHTUTCH-aHTHUTEJIO, WM KOHCTAHTHI CKOPOCTU NUCCOIMAIIMN aHTUTENA WM aHTUTEIOCBS3BIBAIOIICTO (par-
MeHTa. YKa3aHHOE 3HAUCHHE TaK)Ke HA3bIBACTCS 3HAUCHUEM K.

Tepmun "k," (M-1xc-1 unu 1/M) OTHOCHTCSI K KOHCTaHTE CKOPOCTH aCCOIHAIMHM KOHKPETHOTO B3aHMO-
JIEHCTBUS AHTHTENIO-aHTHUICH, WM KOHCTAHTE CKOPOCTH aCCOIMAIlMU aHTUTENa FIIM aHTHUTEIIOCBS3BIBAIOIIECTO
(dbparmenra.

Tepmun "K," (M-1 wmu 1/M), OTHOCHTCS K acCOIMAIIMA KOHCTAHTHI PABHOBECHUS KOHKPETHOTO B3aMMO-
JEHCTBUS aHTUTEIO-aHTUTEH, WIM aCCOIMAIMN KOHCTAHTHI PABHOBECHS aHTHUTEJNA WM aHTUTEIIOCBS3BIBAIOIIETO
¢parmenra. Korcranta paBHOBeCHs acCOIMALIAN TIOJydaeTcs myTeM neneHus k, Ha k.

Tepmun "ECs" mn "ECsy" OTHOCHTCS K IOJIOBHHE MaKCUMaIbHOH 3()(EeKTHBHON KOHIIEHTPAUH, KOTOpast
BKJIIOYAET B ce0s1 KOHIIEHTPAIMIO aHTHUTENA, KOTOPOE MHIYIIUPYET OTBET Ha MOJIIYTH MEXIy 0a30BOH JIMHUEH 1
MaKCHMYMOM IIOCJIE TOTO, KaK yka3aHo BpeMs BozzaeicTBusi. ECsy mo cymecTBy mpeacTaBiseT coOOH KOHIIEH-
TpalMIo aHTHTENA, IpU KoTopol HabOmomaercst 50% ero makcuMmanbHOro d¢¢exra. B HeKOTOpBIX BapHaHTax
ocylIecTBIICHHsT M300peTeHus1, 3HadeHne ECsy paBHO KOHIIEHTpaLMK aHTHTENa M0 AaHHOMY M300pETeHHIO, KO-
TOpas JaeT MOJOBHHHOE MaKCHMaJIbHOE CBS3BIBAHUE C KIIETKaMH, skcrpeccupytommmu CD3 winm anTurena, ac-
COLIMMPOBAHHOTO C OITyXOJIbIO, KaK OMpEIENICHO, HapuMep, ¢ moMomsio aHanu3a cBsa3bBanusg FACS. Taxum
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00pa3oM, MOHMKEHHOE WK OoJee c1aboe CBsA3bIBaHKUE HaOMrogaeTcs npu yBenmdeHun ECsy Win MOJIOBUHE 3HA-
YCHHST MAaKCUMAaJIbHOM 3()(h)eKTUBHOW KOHIICHTPAIIHH.

B oxgnOM BapmaHTe OCYIIECTBICHUS N300PETCHHUS YMECHBIICHNE CBA3BIBAHNS MOXKET OBITH ONpEIeTICHO KakK
yBenmueHnue KoHmeHTpanuun ECsy aHTHTENa, KOTOpOE JaeT BOSMOXHOCTH CBS3BIBAHMSA C ITOJTyMaKCHMAJTbHBIM
KOJINYECTBOM KJICTOK-MHIIICHEH.

B mpyrom Bapmante ocymecTBieHus nzobperenus 3Hauenne ECsy mpenctaBiseT co0oif KOHIIEHTPAITHIO
aHTHUTENA IO ITAHHOMY H300pETEeHHI0, KOTOPOE BBI3BIBACT IIOJIOBHHY MAaKCHMAJIBHOI'O HMCTOUICHHS KIIETOK-
MHUIIEHEH ¢ MOMOIIBI0 T-KIeTOYHON TUTOTOKCHIECKOI aKTHBHOCTH. TakuM 00pa3oMm, MOBHIIIEHHAS] IIUTOTOKCH-
YyecKasl aKTUBHOCTh (HAampuUMeEp, OrmocpeioBaHHas T-KieTKkaMu THOCNb OIMyXOJICBBIX KJIETOK) HAOJIOaeTCs MpH
cHIDKeHHOM 3HaueHnu ECsy HITH MOTOBUHE 3HAYCHUS MAKCUMATEHOU 3P PEKTHBHOM KOHIICHTPALIUH.

BucneruduyHbie aHTUTCHCBSI3BIBAIONIIE MOJICKYJITBI

AHTHTENA IO TAaHHOMY H300pPETCHUI0 MOTYT OBITh MOHOCIICIIU(HYHBIMH, OUCHCIH(OUIHBIMEA WA MYJIb-
TUCTICHU()UIHBIMH.

MynbTrcnieliu@UIHbIC aHTHTEIa MOTYT OBITH CIEHU(UYHBIMU IS Pa3HBIX SIHUTOIOB OIHOTO IIEIEBOTO
TIOJIATICTITHIA FITH MOTYT COJEpKaTh aHTHTCHCBA3BIBAIOIINE JAOMEHEI, crenu(udIHble i Oonee 9eM OTHOTO
neseBoro monmmnentuaa. Cm., Hanmpumep, Tutt et al., 1991, J. Immunol. 147:60-69; Kufer et al., 2004, Trends
Biotechnol. 22:238-244. Monocnenuduunsie antu-MUC16 aHTHTeNna WM OucrenuuIHble aHTH-
MUCI16/antr-CD3 a"THTENa IO JAHHOMY U300pETEHUIO MOTYT OBITh CBSI3aHBI MM KOAKCIIPECCUPOBAHEI C JIPY-
roil (GyHKITMOHATHHONW MOJICKYJIOW, HAPUMEDP APYTUM TENTUAOM WiIn OenkoM. Hampumep, aHTUTENO WU €ro
(parMeHT MOTYT OBITH (DYHKIIMOHATIHHO CBSA3aHBI (HAIIpUMED, MTyTEM XUMHUIECKOTO CBSI3BIBAHUS, TE€HETHIECKOTO
CIIMSIHUS, HEKOBAJIICHTHOM acCOUMAIMK WA WHBIM 00pa3oM) C OJHHUM WK OoJiee JAPYTHMH MOJCKYISIPHBIMU
00BEKTaMH, TAKHMHU KaK JPYroe aHTUTENO Wik (parMeHT aHTHTENa, M MOMYYCHUS OHCICIU(PUIHOTO WA
MYJIbTHCIICIIH(UICCKOE aHTUTEIA CO BTOPOH WIIH JIOTIOHUTEIFHON CIEU(PUIHOCTHIO CBSI3bIBAHUS.

Ucnonb3oBanue BoipaxkeHus "antu-CD3 antuteno" winu "antu-MUC16 anTuTeno" B JaHHOM JOKYMEHTE
MpeHA3HAYCHO JUTS BKJIFOUCHUS Kak MoHocmenudmuHoro antu-CD3 winn antu-MUC16 anTHTEN, a Takke Ouc-
neruUIHBIX aHTuTelN, coaepxamux CD3-cBsspiBaromee miedo 1 MUC] 6-cBsi3biBarortee miedo. Takum obpa-
30M, JaHHOE HW300peTEeHUE BKIIIOYAET OMCHEIM(PUIHBIE aHTHUTENA, B KOTOPHIX OJHO IUIEYO0 WMMYHOTJIOOYIIMHA
cBs3piBaeTcs ¢ CD3 gemoBeka, a Ipyroe mie4o KMMYHOTJIO0yIHHA sBseTcs cnerupuaabM st MUC16 geno-
Beka. CD3-cBsa3pIBaromiee IJIEYO0 MOXKET COJEpXKaTh IJFOO0YI0O M3 aMHHOKHCIIOTHBIX IOCJIEIOBATEIbHOCTEH
HCVR/LCVR wnn CDR, kak yka3zano B Ta0u. 1, 16, 18, 19, 22 u 23 B 1aHHOM OKyMEHTE.

B HexoTOphIX BapuaHTax ocymecTBiIeHHs u3zoopeteHus, CD3-ca3piBatomniee miedo cBszbiBaeTcss ¢ CD3
YEITOBEKA M BBI3BIBACT aKTHBALMIO T-KJIETOK YeIOBeKa. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS N300pEeTCHUS,
CD3-cBsi3pIBaroliee iedo ciado cBszbiBactTes ¢ CD3 venoBeka W MHAYIMPYET aKTUBAIMIO T-KIETOK YeI0BeKa.
B npyrux Bapuantax ocymectBieHus nzooperenust CD3-crs3piBatomiee miedo ciaabo csizpiBaercs ¢ CD3 yeno-
BEKa M WHAYIMPYET YHHUTOKCHHUE aCCOIMUPOBAHHEBIX C OMYXOJIBI0 aHTHT'CH-IKCIPECCUPYIOMINX KICTOK B KOH-
TEKCTEe OUCTICIU(PUYHOTO WM MYJIBTACHCIU(UIHOTO aHTUTENA. B Apyrux BapuaHTax OCYIIECTBICHUS H300pe-
tenust CD3-cBsi3pIBaroIIee IUICUO CBSA3BIBACTCS MM C1a0o cBs3biBaeTcss ¢ CD3 yemoBeka W SBAHCKOTO MaKaka
(00e3bstHbI), OJTHAKO B3aUMOJICHCTBHE CBI3BIBAHKS HE BBISABIISCTCS C IMMOMOIIBIO aHATM30B in Vitro, N3BECTHHIX B
nauaHoi obmactrn. MUC16-cBs3BIBatOIIEe TUIEYO MOXKET COJNEPKaTh JIIOOYI0 M3 aMUHOKHCIOTHBIX ITOCIIE0BA-
teapHOCTEer HCVR/LCVR nmm CDR, kak ykazaHo B Ta01. | B JTaHHOM JTOKyMEHTE.

CornacHO HEKOTOPHIM HJLTIOCTPATUBHBIM BapHaHTaM OCYIIECTBICHHUS M300pETCHUS HaHHOE M300peTeHme
BKITIOUaeT Oucrienn()UIHbIe aHTUTEH-CBI3BIBAIOIINE MOJICKYJIBI, KOTOphIe crienuduueckn csa3biBatoTces ¢ CD3 u
MUCI16. Takue MOeKyIbl MOTYT YIIOMUHATHCS B JAHHOM JIOKYMEHTE Kak, HarmpuMep, OucnennpuaHbe MoJie-
kynsl "aHTH-CD3/antu-MUC16", "antu-CD3xMUC16" nmm "CD3xMUC16" wmu npyrast mogo6Hasi TepMUHO-
norust (Harmpumep, antu-MUC16/antu-CD3). JlanHoe m3o0pereHne obecnieynBaeT OucnenuduyHble aHTHICH-
CBSI3BIBAIOIIUEC MOJICKYJIBI, CKOHCTPYUPOBAHHEIC C MIEPBEIM aHTUTCHCBI3BIBAIOIINM IIJICYOM, KOTOPOE CBSI3BIBACT-
cs ¢ MUC16, 1 BTOPBIM aHTUTE€HCBSA3BIBAIOIIUM IJIEUOM, KOTOpoe cBa3bIBaeTcsa ¢ CD3. B HEKOTOpBIX BapHaHTax
ocyuiecTBIIeHHsT n300pereHnst anTH-CD3 miedo coaepXuT TsDKeNyro Iiemb, npoucxomsamyto ot IGHV3-9*01,
IGHJ6*02, IGHDS-12*01. B apyrux BapuanTax OCYIIECTBJICHUS H300peTeHUs OucTienupunIHass aHTUTEHCBS3bI-
BalOMIas MOJIeKyna akTuBupyeT kietkn PBMC uenoBeka W/iiu HHAYIUPYET MUTOTOKCHYIECKYIO0 aKTHBHOCTh Ha
OITYXOJICBBIX aHTUTEH-IKCIIPECCUPYIOMINX KICTOUHBIX JTHHHSIX.

Tepmun "MUCI16", ucrons3yemMslii B JAHHOM OMUCAaHUU, OTHOCHUTCS kK 6enky MUC16 genoBeka, ecinu
HE yKa3aHo, YTO OH OTHOCHTCS K BHIY OTIWYHOMY OT 4enoBeka (Hampumep, "MUC16 mpmmu", "MUC16
00e3psHbl" U T.1.). bemok MUC16 deoBeka uMeeT aMHHOKHCIOTHYIO TIOCJIEA0BATEILHOCTD, TIOKa3aHHYIO B
SEQ ID NO: 1899.

BrrreynomsiHyThIC OMCTICIIM(UYHBIC aHTUTCHCBS3BIBAIOIINE MOJICKYJIBI, KOTOPBIC CHEIU(UICSCKUA CBS3bI-
Batotcst ¢ CD3 u MUC16 moryT conepxkaTh aHTH-CD3 aHTUT€HCBSA3BIBAIOLIYIO MOJIEKYITY, KOTOPas CBA3BIBACTCS
¢ CD3 co cnaboit ahGUHHOCTHIO CBSA3BIBAHUSA, TAKMM Kak 3kcrmoHupoBanue Kp Oonee uyeMm okono 40 HM, kak
U3MEPEHO aHaTM30M aQQUHHOTO CBSA3BIBAHWA in Vitro. BrImieynmoMsaHyThle OUCTICU(BUYHBIC AHTUTCHCBSI3bI-
BaIOIIME MOJICKYJIBI MOTYT cojaepkaTh aHTH-CD3 aHTHTeHCBS3BIBAIONIYIO MOJEKYITY, KOTOpas CBS3BIBACTCS C
CD3 u gemonctpupyet ECsg 60omnee yem oxoso 100 HM, kak m3mepeHo aHaimzoM tutpoBanus FACS. Berme-
YIOMSHYTHIE OHCIIeIpUIHbIE aHTUTCHCBABIBAIOIINE MOJIEKYJIBI MOTYT cofepxath aHTH-CD3 aHTHUTEeHCBS3BI-
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BAIOIIYI0 MOJIEKYJIY, KOTOpasi He IPOSBIISIET N3MEPUMOT0 HIIN HabIrotaeMoro cBsi3biBanus ¢ CD3, kak n3mepeHo
C TIOMOIIBIO aHanu3a aQPUHHOCTH CBA3BIBAHMA in Vitro win aHanu3a TutpoBanus FACS, HO coxpaHseT crmoco0-
HOCTB aKTHBHPOBaTh KiIeTku PBMC uenoBeka w/Wii HHAYIUPYIOT UTOTOKCHIECKYIO AKTHBHOCTD B OTHOIIICHUN
JIMHAN OITyXOJIEBBIX aHTHI'CH-IKCIPECCHPYIONTIX KIETOK.

Kak ucnonb3yeTcsi B JaHHOM JOKYMEHTE, BhIpaKeHHE ""aHTUTCHCBA3bIBAIONIAsA MOJIEKyIa" 03HavaeT OeloK,
MOJIMTIETITUA UIN MOJIEKYJISIPHBIA KOMIUIEKC, COJIEpP KAl UM COCTOSIIIUKM M0 MEHbIIIeH Mepe U3 OAHOTO OIpe-
JIEJISIONIEero KoMIieMeHTapHOCTh ydacTka (CDR), KOTOpBIH 10 OTAECTHLHOCTH WM B KOMOWHAIIMN ¢ OJTHUM HIIH
6onee nomosHuTenbHEIME CDR w/nimm kapkacHeiMu ydacTkamu (FR) criennpudecku cBS3bIBaeTCS ¢ KOHKPET-
HBIM aHTUTCHOM. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS M300PCTCHUS aHTUTCHCBSI3BIBAIONIAS MOJICKYJIa
MpPEJICTAaBISIET COOOH aHTUTENO WK (PparMeHT aHTHTENA, KaK 3TH TEPMHHBI ONPEJICIICHBI B IPYTOM MECTE JaH-
HOTO JIOKYMEHTA.

Kak ncnonp3yercst B JaHHOM JOKYMEHTE, BEIpaxKeHUe "OuCTIeU(YHasl aHTUTCHCBSI3BIBAONIAs MOJIeKyia"
03HayaeT OeJIOK, MONUICITH WIH MOJCKYJISIPHBIH KOMIUICKC, COACPIKAIINMN, [0 MCHBIICH Mepe, MEpBhIi aHTH-
TCHCBSI3BIBAIONINN TOMCH M BTOPOM aHTHUT'CHCBS3BIBAIOMIMN JOMEH. KaKIpIil aHTHUINCHCBS3BIBAIONINNA JOMCH B
OouciennpUIHON aHTHTEHCBA3BIBAIONIEH MOJIEKYJEe COACPKUT Mo MeHbield Mepe onuH CDR, xoTopsIii 1Mo oT-
JISTPHOCTH WJIM B KOMOWHAIIMN ¢ OHUM Wiiu Oonee nomosHuTedpbHBIMA CDR w/mm FR, criennbudecku cBsI3bI-
BaeTcsd ¢ KOHKPETHBIM aHTUTEHOM. B KOHTEKcTe TaHHOTO M300pEeTEHHs MEpBHIH aHTUTECHCBABIBAIOIINI TOMEH
crienUpUIEeCKH CBS3bIBACT NEPBBI anTUreH (Hanmpumep, CD3), a BToOpoil aHTUTEHCBS3BIBAIOIINN JOMEH CIICIIH-
(buyecku CBA3BIBAET BTOPOW OTIWYHBIN aHTHTeH (Hanpumep, MUC16).

B HEKOTOPHIX WIITIOCTPATUBHBIX BapHaHTaX OCYIIECTBICHUS JaHHOTO N300peTeHNs OuctenupuaHas aHTH-
TCHCBS3BIBAIONIAsl MOJIEKYJIA TIPECTABISICT co00i OucrennpuyHoe aHTHTeNno. Kaskaplii aHTUreHCBS3BIBAIOIINI
JIOMeH OucnenuduyHoro aHTHTENA CONEPKUT BapuabenbHbIil noMeH Tsoxenoi nenu (HCVR) u BapnabenbHbIi
nomeH nerkod nemn (LCVR). B xoHTekcTe OucnenudHUIHON aHTHI€HCBS3BIBAIOIIEH MOJICKYJIbI, cOJepiKarieit
HEepBBII M BTOPOI aHTUTEHCBS3BIBAIOIINI JOMEH (HarnpuMmep, oucnennduynoe antureno), CDR nepBoro anru-
TCHCBSI3BIBAIOIIETO JIOMEHA MOTYT 0003HauyaThcs ¢ npeduxcom "Al", m CDR BTOpOro aHTHUreHCBSA3BIBAIOIIETO
JIOMeHa MOTYT 0003Ha4aTbes npedukcom "A2". Takum o6pazoM, CDR nepBoro aHTUTeHCBS3BIBAIOIIETO IOMEHA
MOTYT ynoMuHaThCs B maHHOM AokymeHTe kak A1-HCDRI1, A1-HCDR2 u A1-HCDR3; u CDR BTOporo antu-
TEHCBS3BIBAIOIIETO JOMEHA MOTYT 00O3HAdaThcs B JaHHOM gokymeHTe kak A2-HCDRI1, A2-HCDR2 u A2-
HCDR3.

[TepBbIif aHTUTEHCBA3BIBAIONINN TOMEH M BTOPOH aHTHUTECHCBS3BIBAIOIINKI JOMEH MOTYT OBITh HEMOCPEICT-
BEHHO FJIM KOCBEHHO COEIWHEHBI JPYT C JPYroM ¢ oOpa3oBaHHMEM OHMCTICITU(UYHON CBS3BIBAIONICH aHTHUTCH-
MOJICKYJIBl JAHHOTO M300pETCHUS. AJIBTCPHATHBHO NCPBBI aHTUTCHCBSI3BIBAIONINIA TOMEH U BTOPOW aHTHICH-
CBSI3BIBAIOIINI JOMEH, Ka)KIbIH, MOTYT OBITh CBSI3aHBI C OTJAEIHHBIM MYJIbTUMEPH3NPYIOIINM IOMEHOM. Acco-
[UAMsi OJJHOTO MYJBTUMEPH3YIOMIETO JOMEHa C JIPYTUM MYJIbTHMEPU3UPYIOLIMM JIOMEHOM OO0Jerdaer acco-
[UALNI0 MEXKITy IBYMsI aHTUTCHCBSA3BIBAIOIUME JIOMEHAMH, TEM CaMbIM 00pa3ys OUCTICIIM(DUIHYIO aHTHTCHCBSI-
3BIBAIOIIYI0 MOJIEKyTy. Mcnonb3yemslii B JaHHOM JTOKYMEHTE TEPMHUH "MyJIbTUMEPHU3YIOIUI ToMeH" MpeacTaB-
Js1eT co00it II00yI0 MakpoOMOJIeKyITy, OeJIOK, MOJIUIENTH L, HETTH ] WX aMUHOKHUCIIOTY, KOTopasi o0jaaeT cro-
COOHOCTBIO CBSI3BIBATHCS] CO BTOPHIM MYJIBTHMEPH3YIOMIMM IOMEHOM TOM K€ U CXOIHOU CTPYKTYPHI MM KOH-
cTuTynuu. HampuMep, MyJIbTUMEPH3YIOMNANA TOMEH MOXKET MPEICTaBIATh COOOW MOJUTETTHII, COAep KAl
nomeH Cy3 mMMyHOTIO0Y IMHA. HeorpaHnduBaronmM NpuMepoM MyIbTHMEPH3UPYIONIET0 KOMIIOHEHTA SIBIISET-
cs1 Fc-gacte mmmyHoTmoOynmmna (coaepxkamas nomer Cy2-Cy3), Hanpumep Fc-nomen IgG, BRIOpaHHBIN M3 H30-
tumoB I1gGl, IgG2, IgG3 u IgG4, a Taxxke mM000i aJUTOTHIT B K&KIOHW TPYITIE H30TUIIOB.

bucnenudrunble aHTUTeHCBS3BIBAIOIINE MOJICKYJIB IO JAaHHOMY M300pETEHHIO, KaK IIPaBHIIO, COJEpIKaT
JIBA MYJIETUMECPU3YIONINX JOMCHA, HalpuMep, 1Ba Fc moMeHa, KaXIblif U3 KOTOPBIX IO OTJCIEHOCTH SIBISACTCS
YaCThIO0 OTACIHHOMN TSXKEIOU Ienu aHTHTeNa. [IepBId U BTOPOW MYJIETUMEPU3UPYIOIIUE TOMEHBI MOTYT UMCTh
OIIMH ¥ TOT e n3orun IgG, Takoit kak, Hanpumep, 1gG1/1gG1, I1gG2/1gG2, 1gG4/1gG4.

ANBTEpHATUBHO TEPBBIA U BTOPOH MYJIbTHMEPH3YIOIINE TOMEHBI MOTYT UMETh pa3Hbie u3oTunH [gG, Ta-
Kue Kak, Hanpumep, 1gG1/1gG2, IgG1/1gG4, 1gG2/1gG4 n T.4.

B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUSA N300peTeHUS MyJIBTHMEPH3YIOIIHAN JOMEH IpeACcTaBisieT co0oi
Fc ¢parMeHT mim aMHHOKHCIOTHYIO MOCJIEIOBATEIBLHOCTD, cojepxaiiyio oT 1 g0 okoso 200 aMHHOKHCIIOT B
JUTMHY, COIACPIKAIYI0 10 MEHBIICH Mepe OAWH OCTAaTOK LIHCTeWHA. B Ipyrux BapwaHTaxX OCYIIECTBIICHUS H30-
OpeTeHHsT MyJIbTHMEPU3YIONIHHA TOMEH MpeACTaBIsieT cOO0H OCTATOK IHCTEMHA T KOPOTKHUI IICTEHHCOACpKa-
it menTtun. Apyrue My TbTUMEPH3UPYIOIINE JOMEHBI BKITIOYAIOT MENTHIBI FITH TTOMHIIENTHABI, CONEpIKaIlie Wi
COCTOSIIINE U3 JISHITMHOBOW MOJIHUU, MOTHBA CO CITUPAJILHOM METJIeH UM MOTHBA CO CITMPAJIbHOM KaTYyIIKOM.

JIro6oit popmaT OMCTIENU(PUIHOTO AHTHUTENIA MU TEXHOJIOTHH MOXKET OBITh MCIIOJIB30BaH, YTOOBI CO3/IATh
OucnenudUIHbIe aHTUTCHCBSA3BIBAIOIINE MOJICKYIIBI 110 JAHHOMY M300peTeHHto. Hanpumep, aHTUTENO WM €ro
(parMeHT, UMEIOUIHNI NEPBYI0 AHTUTEHCBSA3BIBAIONIYIO CHENN(PHUIHOCTh, MOXKET OBITh (DYHKIIMOHAJIBHO CBSI3aHO
(HampuMep, TyTeM XUMHUYCCKOTO CBSI3BIBAHMS, TCHETHUYCCKOTO CIIHUSHUS, HEKOBAIICHTHOM aCcCOIMAINH WITH HHBIM
00pa3oM) ¢ oHUM WiId OoJiee APYTUMH MOJICKYJISIPHBIME 00BEKTaMU, TAKUMH KaK IPYyroe aHTHTENO wid (par-
MEHT aHTHUTEJa, UMCIONINHA BTOPYIO aHTHT'CHCBS3BIBAIOIIYIO CHCIM(OUIHOCTD ISl TIONYYCHUS OUCIICITUQUIHON
AQHTHT'CHCBA3BIBAIOMICH MOJIeKyTbl. KOHKpeTHbIE MINTIOCTpaTHBHBEIE Oncnennduaabie (opMaThl, KOTOPbIE MOTYT
OBITH IPUMEHEHBI B KOHTEKCTE JTAHHOTO M300pETEHUS, BKITIOYAIOT, 0€3 OrpaHuYCHHs, HanpuMep, oucnenmdud-
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Hble opMmatsl Ha ocHOBe scFv wim muaren, caustnust [gG-scFv, nBoitnoi BapuaGensublii nomen (DVD)-Ig, Ksa-
JPOMY, BBICTYITBI-BO-BIIQJMHBI, OOIIYIO JIETKYIO IIEMb (HApUMEp, OOBIYHYIO JIETKYIO IIEMb C BBICTYHNAMH-BO-
BIIAIUHBI 1 ToMY Tiofo0Hoe), CrossMab, CrossFab, (SEED)temno, neiinnaoByro MonaH0, Duobody, 1gG1/1gG2,
Fab (DAF)-IgG nBoiiHOTO NeHCTBHS U Mab’ (cwm., marmpumep, Klein et al., 2012, mAbs 4:6, 1-11, u ccbutkh, u-
THPYEMbIEC B HUX, JIJIsI 0030pa BHIIEYTIOMSIHYTHIX OpPMaTOB).

B konTekcTe OmMcenn(pUYHBIX aHTUTCHCBI3BIBAIONINX MOJIEKYN IO JaHHOMY H300peTeHUI0, B MyJIbTHMe-
PHU3YIONINE TOMEHBI, HallpuMep Fc HOMEHBI, MOTYT BKJIIOYATh OJHO WM Oojiee aMHHOKHCIOTHBIX M3MEHEHHH
(HammpuMep, HHCEPINH, NENIEIINH WIH 3aMEHBI) IO CPABHEHUIO C AUKUM THUIIOM, IPUPOJIHO BO3HUKAIOIICH BEPCH-
eit Fc-nomena. Hanpumep, n300perenne BkiouaeT OucreruuuHble aHTUTEHCBSI3BIBAIONINE MOJIEKYIIBI, COJlep-
JKalue ofHy Wiu Oonee Moaudukanuii B Fc-moMeHe, 4TO MPUBOAUT K TOMY, YTO MOIU(UIMPOBAaHHBINA Fc-
JIOMEH MMeeT MOJU(UIIMPOBAHHOE CBS3BIBAIOIIEE B3aUMO/ICHCTBIE (HAPUMED, YCHIICHHOE WM YMEHBIICHHOE)
mexny Fc u FcRn. B ogHOM BapuaHTe OCyIIeCTBICHHS M300pETCHUS OHMCIICIU(IYHAS aHTUTCHCBA3BIBAIOIIAST
MOJICKYJIa COACPIKUT Moudukanuio B yuactke Cy2 miu Cy3, Tae 3ta Mogudukanus yBenuansaeT ahPpuUHHOCT
Fc-nomena k FcRn B kucnoii cpene (Hanpumep, B d3H10COME, The pH Bapeupyercs oT okoio 5,5 mo okoino 6,0).
HeorpannunBatomue mpuMepsl Takux Mogudukanuii Fc BKIo4aroT, HanmpuMep, MOAU(HUKALNIO B MOJIOKECHUH
250 (manpumep, E wmu Q); 250 u 428 (manpumep, L wiu F); 252 (manpumep, L/Y/F/W wm T), 254 (manpumep,
S wm T) u 256 (manpumep, S/R/Q/E/D wnu T); wim moaudukarus B nonoxxenuu 428 w/unm 433 (Hanpumep,
L/R/S/P/Q wmm K) w/mnu 434 (manpumep, H/F nnm Y); win momudukanuto B mosioxkennu 250 w/vmm 428; wim
Moauduxkaruio B monoxernu 307 wiu 308 (manpumep, 308F, V308F) u 434. B omHOM BapuaHTe OCYIIECTBIIC-
HUsl m300peTeHns Moaudukanus comepxut Moaudukaruio 428L (manpumep, M428L) u 434S (Hampumep,
N4348S); mogudukaruro 428L, 2591 (mampumep, V2591) u 308F (wampumep, V308F); momudukammro 433K (Ha-
npumep, H433K) u 434 (nanpumep, 4 34Y); momudukanuio 252, 254 u 256 (manpumep, 252Y, 254T u 256E);
moudpukannio 250Q u 428L (manpumep, T250Q u M428L); u momudukarmro 307 n/umu 308 (nanpumep, 308F
nu 308P).

JlanHOE M300peTEHUE TAaKKE BKIFOYACT OMCIICIIU(IYHBIC aHTUTCHCBI3BIBAIOIINE MOJICKYJIBI, COICPIKAIINC
niepBbIid JoMeH Cy3 1 BTopoit momeH Ig3 Cy3, rie nepBbiit 1 BTOpoid noMenbl Cy3 Ig oTiudgaroTes apyr oT Apyra
M0 MEHBIICH Mepe Ha OAHY aMUHOKHCIIOTY, W TAe Pa3HHIA B [0 MEHBIIEH Mepe OIHY aMHHOKHCIOTY CHHXKAeT
CBSI3BIBAHME OUCTICIIM(PUIHOTO aHTHUTENA C OEIKOM A 10 CpaBHEHHIO ¢ OMCTIeM(DPUIHBIM aHTUTEIIOM, B KOTOPOM
OTCYTCTBYET aMHHOKHCIOTHas pasHuna.l80 B omHOM BapmaHTE OCYIIECTBICHHS M300pETEHUS NEPBBIA TOMEH
Cy3 Ig cBs3biBaeTcs ¢ 6emkoM A, a BTopoi nomeH Cy3 Ig comepxuT MyTamnuio, KOTopas YMEHbBIIAET U OTME-
HSET CBsI3bIBaHWE C OenkoM A, Takoe kak mpum Moamdukamuu HISR (cormacHo Hymepammu 5k30HOB IMGT,
H435R cornacuo mymepanuu EC). Bropoit Cy3 MOXKET JOMOIHHUTEIBHO coaepkaTh Moaudukaimo YIOF (co-
rimacHo IMGT; Y436F cornacno EC). Cwm., Hanpumep, natent CHIA Ne 8586713. JIpyrue monudukanmm, KoTo-
peie MOryT OBITH HaijeHBl Bo BTopoM Cy3, BrirouaroT: D16E, L18M, N44S, K52N, V57M u V821 (cormacHo
IMGT; D356E, L358M, N384S, K392N, V397M u V4221 cornacuo EC) B ciiyuae antuten [gG1; N44S, K52N
n V82I (cormacuo IMGT; N384S, K392N u V4221 cornacuo EC) B cnyuae antuten 1gG2; u Q15R, N44S,
K52N, V57M, R69K, E79Q u V82I (cormacro IMGT; Q355R, N384S, K392N, V397M, R409K, E419Q u
V4221 cornacuo EC) B ciryuae antuten [gG4.

B HexoTOpBIX BapHaHTax OCYIIEeCTBICHUS n3o0perenus Fc moMeH MOXeT OBITh XUMEPHBIM, COUCTAIOTIM
B cebe Fc mocnemoBarenpbHOCTH, MOTyYEHHBIE U3 OoJiee YeM OJHOTO M30THIIA MMMYyHOrnoOynuHa. Hampumep,
XUMEpHBIH Fc moMeH MoXeT coiepikaTh 9acTh WM BCIO MOCIenoBaTeNbHOCTh Cy2, MONYydeHHYIO W3 ydacTKa
Cy2 uenosedeckoro IgG1, genoBeueckoro 1gG2 mnm genoBedeckoro 1gG4, M 4acTh WM BCIO TIOCIEIOBATEIb-
HocTh Cy3, momyueHHyro u3 yenoseueckoro IgG1, genoseueckoro IgG2 umu yenoseueckoro 1gG4. XumepHslit
Fc moMeH Takke MOXKET COJCpXaTh XMMEPHBIN IIApHUPHBIN y4acTok. Hampumep, XUMEpHBIH apHUP MOXKET
CoJIepKaTh MOCJIEI0BATEIFHOCTD "BEPXHEro MapHUpa', MONyUYeHHYI0 U3 uenoBeyeckoro IgGl, dyenoBeueckoro
[gG2 nnu mapHupHOTO ydyactka uyenoeueckoro [gG4, B coueTaHuu ¢ NOCIe10BaTENIbHOCTBIO "HIXKHETO IapHU-
pa", nmomyueHHoil u3 yenoseueckoro IgGl, yenoBedeckoro IgG2 umM MApHUPHOTO ydacTKa 4YEIOBEYECKOTO
IgG4. KoHkpeTHBII puMep XUMepHOTO Fc moMeHa, KOTOPBIH MOXKET OBITh BKITFOYCH B JIIOOYIO M3 aHTHICHCBSI-
3BIBAIOIINX MOJICKYJI, M3JI0)KEHHBIX B JAHHOM JOKyMeHTe, conepkut oT N- mo C-xonna: [IgG4 Cyl]-[BepxHmii
mapuup 1gG4]-[amxuuit mapaup [gG2]-[IgG4 Cy2]-[1gG4 Cyx3]. dpyroii nmpumep xumepHoro Fc nomeHa, KOTo-
PBIii MOKET OBITH BKJIIOUEH B JIOOYIO M3 aHTHUTCHCBS3BIBAIONINX MOJIEKYJI, H3JI0)KEHHBIX B JTaHHOM JIOKYMEHTE,
conepxut oT N- 1o C-xonna: [IgG1 Cyl]-[Bepxuuit mapuup IgG1]-[mmkuuii mapuup [gG2]-[I1gG4 Cx2]-[1gG1
Cy3]. O1u u apyrue npuMepsl XUMEpHBIX Fc-TOMEHOB, KOTOPBIE MOTYT OBITh BKIIFOUEHBI B JIIOOYIO M3 aHTUTCH-
CBSI3BIBAIOIINX MOJIEKYJI TI0 JJAHHOMY M300peTeHuto, onucansl B myosmmkarmu CIIA 2014/0243504, omy6inko-
BaHHOH 28 aBrycra 2014 r., koTopasi MOJHOCTBIO BKIIOYEHA B HACTOSIIUI NTOKyMeHT. XumepHble Fc-n1oMeHsl,
HUMCIOIIUE 3TU OOINKE CTPYKTYPHBIC PACIIONOKCHUS U UX BaPHAHTHI, MOTYT MMETh U3MCHEHHOEC CBSI3BIBAHHE C
Fc-penenropom, 4To, B CBOIO 0uepenb, BIHUIET Ha dpdekTopHyIo GpyHkuuio Fe.

B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUS JaHHOE M300pPETEHHE OTHOCHUTCS K TSDKENIOH IIeTH aHTUTENa, B
KOTOPOH YYacTOK KOHCTaHTHOTrO ydacTka Tspkenod menu (CH) comepHT aMHHOKHCIOTHYIO MOCIEOBATEIb-
HOCTh 110 MeHbIIeH Mepe Ha 95%, mo MeHbIel Mepe Ha 96%, o MeHbIIel Mepe Ha 97%, 10 MeHbIIeH Mepe Ha
98%, mo menbmel Mepe Ha 99% unenTnunHyto moboit n3 SEQ ID NO: 1911, SEQ ID NO: 1912, SEQ ID NO:
1913, SEQ ID NO: 1914, SEQ ID NO: 1915, SEQ ID NO: 1916, SEQ ID NO: 1917, SEQ ID NO: 1918, SEQ ID
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NO: 1919 mm SEQ ID NO: 1920. B HeKOTOpBIX BapHaHTaX OCYIIECTBICHHUS N300pETEHHs y4acTOK KOHCTaHT-
Horo ydacTtka (CH) Tspkenoit 1ienu colepKUT aMHHOKUCIOTHYIO TTOCIIEA0BATEIFHOCTh, BRIOPAHHYIO U3 TPYIIIIHI,
cocrosmiei 3 SEQ ID NO: 1911, SEQ ID NO: 1912, SEQ ID NO: 1913, SEQ ID NO: 1914, SEQ ID NO: 1915,
SEQ ID NO: 1916, SEQ ID NO: 1917, SEQ ID NO: 1918, SEQ ID NO: 1919 u SEQ ID NO: 1920.

B nmpyrux BapmaHTax OCYIIECTBICHHUS JaHHOE N300pEeTEeHNE OTHOCHUTCS K TSDKEJION IeNH aHTHTeNa, B KOTO-
poit Fc toMeH cofepXKUT aMIHOKHCIIOTHYIO ITOCIIEA0BATEIFHOCTH 110 MEHBIIEH Mepe Ha 95%, o MeHbIIeH Mepe
Ha 9 6%, o MeHbIIeH Mepe Ha 97%, mo MeHbel Mepe Ha 98%, mo MeHbIIelH Mepe Ha 99% HICHTHYHYIO JIO-
6011 m3 SEQ ID NO: 1921, SEQ ID NO: 1922, SEQ ID NO: 1923 SEQ ID NO: 1924 SEQ ID NO: 1925, SEQ ID
NO: 1926, SEQ ID NO: 1927, SEQ ID NO: 1928, SEQ ID NO: 1929 unu SEQ ID NO: 1930. B HekoTopbIX Bapu-
aHTaX OCYIICCTBIICHUS N300peTeHus Fc JOMEH COAepKUT aMHHOKHCIIOTHYIO MOCIICAOBATEIEHOCTD, BRIOPAHHYIO U3
rpynmsl, coctosimeit u3 SEQ ID NO: 1921, SEQ ID NO: 1922, SEQ ID NO: 1923 SEQ ID NO: 1924 SEQ ID NO:
1925, SEQ ID NO: 1926, SEQ ID NO: 1927, SEQ ID NO: 1928, SEQ ID NO: 1929 u SEQ ID NO: 1930.

BapuaHTBI OCIEI0BATEIIEHOCTH

AHTHTena M OucnelM()UIHBIC AHTUTCHCBA3BIBAIOIIUE MOJICKYJIBI IO TaHHOMY H300PETCHHIO MOTYT COZICP-
JKaTh OIHY WK Oojiee aMHHOKHCIIOTHBIX 3aMEH, BCTAaBOK W/WIIM JeNienuii B KapkacHbIX w/mimm CDR-ydacTkax
BapHaOEIBHBIX JOMEHOB TSDKEJIOH U JIETKOM IETH 10 CPABHEHHUIO C COOTBETCTBYIOIUMH MTOCIIEIOBATEIBHOCTIMHI
3apOJIBIIICBOM JINHUH, W3 KOTOPBIX MHIMBHIyaJbHBIC aHTUTCHCBSI3BIBAIONINE TOMEHBI OBLTH MONydeHBl. Taxue
MYTaI[iF MOTYT OBITH JIETKO OOHAPYXCHBI ITyTeM CPaBHEHHS ONHMCAHHBIX B JAHHOM TOKYMEHTE aMHHOKHCIIOT-
HBIX TIOCJIEIIOBATENIFHOCTEH C MOCIEAOBATEIFHOCTAMH 3apOIBIIICBON INHUH, TOCTYITHBIMH, HapuMep, u3 0a3
JAHHBIX OOIIEAOCTYIHBIX AaHTHTEN. AHTHTCHCBS3BIBAIOMIME MOJEKYNBI 10 JaHHOMY H300pPETEHHIO MOTYT CO-
JIepKaTh aHTUTCHCB3BIBAIONIUE JOMCHBI, KOTOPBIC MPOUCXOAT OT 000N U3 WILTFOCTPATUBHBIX aMUHOKHCIIOT-
HBIX MOCTICIOBATEIBHOCTEH, OMIMCAHHBIX B JJAHHOM JOKYMEHTE, IPU 3TOM OJHA WK 00Jiee aMUHOKHCIOT B OJI-
HOM WM 0oJice KapKacHBIX ydacTkaxX w/mwin ydacTkax CDR MyTHpOBaHBI ¢ COOTBETCTBYIOIIUM OCTaTKOM(MH)
MOCJIEIOBATEIEHOCTH 3aPOBIIICBOA JTHHHUU, U3 KOTOPO# OBLIO MONYyYCHO aHTHTENO, WM C COOTBETCTBYIOIIEM
ocTaTKOM(MH) PYTOM MOCICAOBATEIBHOCTH 3apO/IBIIICBOM JIMHUK YEIOBEKA WA ¢ KOHCEPBATHBHOW aMUHOKHC-
JIOTHOW 3aMEHOW COOTBETCTBYIOIIETO 3apOJBIIICBOIO OCTaTKa(oB) (TakMe W3MEHECHHS IIOCICHIOBATEIHHOCTH
YIOMHHAIOTCS B TAHHOM JIOKYMEHTE COBMECTHO Kak "3apopliieBbie MyTanuu'"). Crieruanuct B JaHHOH o0acTu
TEXHUKH, HAYMHAS C OTIMCAHHBIX B JAHHOM JOKYMEHTE IOCIIeI0BATEIbHOCTEH BapHaOEeIbHOTO yIacTKa TSKEIIOH
W JIETKOH IIeTIei, MOXKET JIETKO MPOIYIHUPOBAaTh MHOTOUNCIICHHBIC aHTHTENNA W aHTUT€HCBA3bIBAIONINE (hparMeH-
TBI, KOTOPBIE COAEPIKAT OJHY MU OoJiee OTIENBHBIX 3apOIBIIIEBHIX MyTAIllMi Wi UX KoMOuHanuii. B Hekoro-
PBIX BapHaHTaX OCYIIECTBICHUS M300peTeHHA Bce KapKacHble ocTatku w/mimm octaTku CDR B momenax Vy
w/unm Vi MyTHPYIOT 0OpaTHO K ocTaTKaMm, OOHAPYXCHHBIM B MCXOIHOM MOCIECIOBATEIBHOCTU 3apOJIBIIICBOM
JIMHWHU, U3 KOTOPOW MEepPBOHAYAIBHO OBLT MOTYYEH aHTHUICHCBI3BIBAIOINI JOMCH. B Apyrux BapmaHtax ocyrmie-
CTBJICHUS U300PETCHUS TOJNBKO OIPEICIICHHBIC OCTATKA MYTHUPYIOT OOpPaTHO K MCXOJHOW MOCICIOBATEIBHOCTH
3apOJIBIIICBOM JIMHUK, HATIPUMED, TOIBKO MYTHPOBaHHBIC OCTATKH, OOHAPYKCHHBIC B IIEPBBIX § aMHHOKHUCIOTAX
FR1 nmm B nocnennux 8 amuHokucnorax FR4, nim Tonbko MyTHpOBaHHBIE OCTaTKH, oOHapyxkeHHble B CDR1,
CDR2 nmn CDR3. B npyrux BapuaHTax OCYIIECTBIECHHsS HM300peTeHus, OAWH WM Oojee KapKacHbBIM ocTa-
Tok(oB) W/ octatok() CDR MyTHPYIOT ¢ COOTBETCTBYIOIIUM OCTaTKOM(MH) OPYTOH IOCIEI0OBATEILHOCTH
3apOJIBIIICBOM JTMHUHU (TO €CTh MOCIEAOBATEIFHOCTHIO 3aPOIBIIICBOM JTMHUN, KOTOPAsi OTIMYACTCSA OT IOCIIEI0-
BaTEIFHOCTH 3apOJBIIICBON JIMHUH, W3 KOTOPOH AHTHUTEHCBS3BIBAIOIINIM JOMEH OBUIO M3HAYAIBHO IONy4YeH).
Kpowme Toro, aHTHreHCBSA3BIBAIOIINE JOMEHBI MOTYT COIEepKaTh TI00YyI0 KOMOMHANIMIO JBYX WK OoJiee MyTaIlii
3apOJIBIIICBOM JTMHUN B paMKaX KapKacHBIX y4acTKOB w/mimH ydacTkoB CDR, Hampumep, Ipu 3TOM OIpeaesieH-
HBbIE OTJIEJIbHBIE OCTATKU MYTHPYIOTCSI K COOTBETCTBYIOLIEMY OCTATKy ONPEIENICHHON MOCIe0BaTeIbHOCTH 3a-
POABIIEBOM JIMHHUH, B TO BpEeMsI KaK ONpeesIeHHbIE IPYrHe OCTaTKH, KOTOPbIE OTIMYAIOTCS OT UCXOAHOMN mocIe-
JIOBATEeJIbHOCTH 3aPOJBILICBON JIMHUK COXPAHSIOTCS WM MYTHPYIOTCS ¢ COOTBETCTBYIOLIUM OCTATKOM JIPYrOu
MOCJIeA0BATEIBHOCTU 3apOAbIieBON nuHUK. [lociie mogyyeHus: aHTUTeHCBS3BIBAIOIIUE JTOMEHBI, KOTOPBIE CO-
JiepKatT OIHY WK 0oJice MyTaIlWid 3apOBIIICBON JTHHUU, MOTYT OBITh JIETKO MPOTECTUPOBAHKI HA OJHO WM 00-
Jiee JKEIACMBIX CBOWCTB, TAKHX KaK YIYYIICHHAs CHCHU()UIHOCTH CBSA3BIBAHMUS, TIOBBINICHHOC CBS3BIBAHHUC MM
ah(PUHHOCTH CBSI3BIBAHUS, YIYUIICHHBIC WIH YCHJICHHBIC aHTarOHUCTUYECKUE MIIM arOHIUCTHYECKHEe OMoIornyie-
CKHE CBOWCTBA (B 3aBUCIMOCTH OT OOCTOSITENILCTB), MMOHIKEHHAS IMMYHOTEHHOCTD M T.J. brucnenuduvnabie aH-
TUTEHCBSI3BIBAIONINE MOJICKYIIBI, COAEPIKAIINe OIUH MU OoJiee aHTHICHCBA3BIBAIOIINX JOMEHOB, ITOTyYEHHBIX
TaKUM OOIINM cIT0cOOOM, OXBATHIBAIOTCS JaHHBIM H300pETCHIEM.

JlanHOE M300peTeHne TakKe BKITIOUACT aHTUTCHCBA3BIBAIONINE MOJIEKYJIBI, T OMH WM 00a aHTUTCHCBS-
3BIBAIOMINX JIOMEHA COJIEpKAT BAPHUAHTHI JIFOOOH M3 ONMMCAHHBIX B JAHHOM TOKYMEHTE€ aMUHOKHCIOTHBIX ITOCIIe-
noearenbHocTedt HCVR, LCVR w/unmn CDR, umeronux oqHy win 0ojiee KOHCEPBATUBHBIX 3aMeH. Hampumep,
JAHHOC M300pETCHUE BKIIFOYACT AaHTUTCHCBA3BIBAIOIINE MOJICKYIIBI, COJICPKAINE aHTUTCHCBS3BIBAIOIINN JOMCH,
uMerInuii aMuHOKuCIOoTHBIE TocnenoBatensHocTH HCVR, LCVR w/umun CDR ¢, Hampumep, 10 wim menee, 8
WX MCHee, 6 Wik MeHee, 4 Wi MeHEee M TOMY MOJ00HOE KOHCEPBATUBHBIX aMUHOKHCIIOTHBIX 3aMEH MO OTHO-
IICHHIO K JIF000H M3 aMHHOKHCIOTHBIX rmocneaoBarenbHocteir HCVR, LCVR w/unu CDR, onrcaHHBIX B JAHHOM
nokymenre. "KoHcepBaTHBHAs 3aMeHa aMUHOKHCIIOTHI" MPECTABISCT cOO0M aMUHOKUCIIOTHYIO 3aMEHY, B KOTO-
polf aMHHOKHCIIOTHBIA OCTATOK 3aMEIIeH IPYTMM aMHHOKHCIOTHBIM OCTAaTKOM, UMEIOINM O00KOBYyIO remb (R-
TPYIIY) C aHAJIOTHYHBIMU XUMHUYECKUMHU CBOWCTBaMU (HAIPUMED, 3apsAAoM WiH THIpoGoOHOCTRI0). B obmiem,
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KOHCEpBATHBHAs aMHHOKHUCIIOTHAS 3aMEHA HE OYeT CYIIECTBEHHO H3MCHATh (DYHKIIMOHAIBHBIC CBOWCTBA OEJKa.
IIpuMeps! TP AMUHOKHCIOT ¢ OOKOBBIMH IETISIMU C aHAJTOTHYHBIMA XUMHYCCKIMH CBOMCTBAMH BKIIFOYAOT 1)
amudarnyeckne OOKOBBIE II€TM: TJIMIWH, aJaHWH, BaJMH, JICWIIMH W W30JeHnuH, 2) amudpaTHIecKh-
TUIPOKCHIIbHBIE OOKOBBIE IEMU: CEPUH M TPEOHHH; 3) aMHICOJEpsKaliie OOKOBbIC IETH: acTaparud U TIIyTa-
MUH; 4) apoMaTHdeckrue OOKOBBIE IeNu: (eHWIIATaHWH, TUPO3UH M TPHUNTO(aH; 5) OCHOBHBIC OOKOBBHIE IIEIH:
JIU3WH, apTUHUH U TUCTUINH, 6) KUCIIOTHBIE OOKOBBIE IIETIH: acmapTaT U TIIyTaMmar U 7) cepocojepkarime 00Ko-
BBIC IIETIH - IIUCTEMH U METHOHWH. [IpeamodTuTeIFHBIMU TPYIIIaMi KOHCEPBATHBHBIX aMHHOKHUCIOTHBIX 3aMEH
SBIISIOTCS: BaJTMH-JICHIIMH-N30ICHITNH, (eHIIaTaHUH-THPO3UH, JH3HH-apTHHMH, aJaHWH-BAJIMH, TIIyTaMaT-
acrmapTar M aclaparuH-TIyTaMiH. B anbTepHATHBHOM BapHaHTE KOHCEPBATHUBHAS 3aMCHA MPEICTABISICT COOOMH
m000¢ M3MEHEHHE, MMCIOIICE IOJIOKUTEIBHOS 3HAYCHHE B MATPHIC JIOTapH(QMUYECKOTO IPaBIONOA00HS
PAM250, ontucannoii B Gonnet et al. (1992) Science 256: 1443-1445, BKIFOYCHHOH B TaHHBIN JOKYMEHT B Kaue-
CTBE CCBUTKH. "YMEpPEHHO KOHCEPBATUBHOMN" 3aMEHOM SABISACTCA JTF000E U3MEHEHHE, UMEIOIIEe HEOTPHUIIATEIILHOES
3HaYEHHE B MaTpHIIE JIorapuMuueckoro npasaonoxobus PAM250.

JlaHHOE M300peTEHUE TAKXKE BKIIIOYACT aHTUTCHCBA3BIBAIOIINE MOJICKYIIBI, COJCPIKAIINC AHTHI'CHCBS3HI-
BaIOIIUH TOMEH C aMUHOKHUCIOTHOM mocienoBatenbHocThio HCVR, LCVR, n/umu CDR, koTopas 1mo cymecTBy
naerTuyna mro6oi u3 HCVR, LCVR u/mimm CDR aMHMHOKHCIIOTHBIX ITOCIEA0BATENBHOCTENH, ONMCAHHEIX B JaH-
HOM JIOKyMeHTe. TepMuH "cylecTBeHHas HACHTHYHOCTD" WK "TI0 CYIECTBY HASHTHYHBIN", KOT/Ia OH OTHOCHT-
csl K aMAHOKHCIIOTHOH TTOCTIEIOBATEIHHOCTH, 03HAYAET, YTO JBE aMHHOKHCIIOTHBIE ITOCIIEAOBATEILHOCTH, KOTIa
OHM ONTHMAJILHO BHIPOBHEHBI, HampuMmep, ¢ noMotbio nmporpamm GAP wim BESTFIT, ncnons3yromux Beca
T3II0B TI0 YMOJTYaHHUIO, IMEIOT OOIIYIO IO MEHbIeH Mepe 95% HICHTHIHOCTH MOCIeI0BATEeIbHOCTH, e Ooiee
MPEANOYTUTENBHO M0 MeHbIIeH Mepe 98 win 99% HWIeHTUYHOCTH MOCIeN0BaTeIbHOCTU. [IpeAnoYTUTENHHO HO-
JIOXKCHUS OCTaTKOB, KOTOPBIC HE SBISIOTCS MIACHTHYHBIMH, OTIIMYAOTCS KOHCCPBATUBHBIMU aMHUHOKUCIOTHBIMH
3ameHamHu. B crydasx, korja JBe Wik 00Jiee aMHHOKUCIOTHBIC MOCICIOBATEIFHOCTH OTIUYAIOTCS APYT OT JPY-
ra KOHCEpBaTHBHBIMH 3aMCHAMM, MPOLICHTHAS UICHTHYHOCTh MMOCIICIOBATCIBHOCTH WM CTEIICHb CXOJICTBA MO-
TyT OBITh CKOPPEKTUPOBAHBI B OOJBIIYID CTOPOHY, YTOOBI WCIPABUTh KOHCEPBATHBHBIN XapakTep 3aMCHBL.
CpencTBa Al OCYIIECTBICHUS STOH KOPPEKTHPOBKH XOPOIIO W3BECTHHI CIEIIMATINCTaM B TaHHOH 00JacTH TeX-
Hukna. Cwm., Harpumep, Pearson (1994) Methods Mol. Biol. 24: 307-331, BKIIOYEHHON B NaHHBIM JOKYMEHT B
Ka4eCTBE CCHUIKH.

CXOJCTBO TOCIIEOBATENFHOCTEH I MOJUIIETITHIOB, KOTOPOE TakKe HAa3BIBAIOT MIACHTHYHOCTHIO ITOCIIE-
JOBAaTEIFHOCTEH, OOBIYHO M3MEPSIIOT C MCIIOJIB30BAaHUEM IPOTPaMMHOTO 0OecTieueHHs s aHAN3a MMOCTIeI0Ba-
tenpHOCTEH. IIporpamMMHoe obecrieueHue A aHann3a Oelka MOAOMpaeT aHAIOTHYHBIC MOCIIEIOBATEFHOCTH,
TMPUMEHSST U3MEPEHHSI CXOJICTBA, MPHCBOCHHBIC PAa3IMYHBIM 3aMEHAM, JCNCIHUAM U JPYTUM MOTUPUKAIHIM,
BKITIOYasi KOHCEPBATUBHBIC aMUHOKHCIIOTHEIC 3aMeHbl. Hanpumep, nporpammuoe obecrieueane GCG comepkut
Takue mporpammbl kak Gap u Bestfit, KOTOpbIe MOTYT IPUMEHSATHCS € MMAPAMETPaMU MO0 YMOYAHUIO IS OTpe-
JICIICHHSI TOMOJIOTHH TOCJIEOBATEIILHOCTH WM WACHTUYHOCTH IOCICAOBATCIBHOCTH MEXKIY pPOJCTBCHHBIMU
MOJIUIENITHIAME, TAKUMHU KaK TOMOJIOTHYHBIC TTOJUICITHIBI U3 PA3HBIX BUIOB OPTaHU3MOB WIIH MEXIY OCIKOM
JIUKOTO TUNa U ero myrenHoM. Cm., Hanpumep, GCG Bepcuu 6.1. Ilonunentuuapie Mocie10BaTeIbHOCTH TAKKe
MOTYT CpaBHHBAThCS, UCcTIONB3ys FASTA co cTaHmapTHBRIMH W PEKOMEHIOBAHHBIMHU ITapaMeTpaMu; IIporpam-
Ma B GCG Bepcun 6.1. FASTA (nanpumep, FASTA2 nu FASTA3) obecriednBaeT HACHTUIHOCTh BRIPAaBHUBAHUS
Y TIPOLICHT ITOCTIEIOBATEIBHOCTH 00IaCTeH HAMITYyUIIEro NEPEeKPHITH MEXy 3allpalInBacMoil IOCIIeI0BATEb-
HOCTBIO W TOCIIeIoBaTebHOCTRIO Toncka (Pearson (2000 rom) Beime). JpyruM MpeArnoYTUTEIHHBIM alTOPHT-
MOM TIpH CPaBHEHHH TIOCIIEOBATEIFHOCTH IO TaHHOMY M300peTeHHIO ¢ 0a30i MaHHBIX, coxeprKamieii 6opmoe
KOJIMYECTBO TOCIICAOBATEILHOCTEH OT Pa3HBIX OPraHU3MOB, SIBJISICTCS KOMIbIOTepHas mporpamma BLAST, oco-
6enHo BLASTP nwim TBLASTN, ¢ npuMeHeHreM mnapamMeTpoB 1o ymordanuto. Cm., Hanpumep, Altschul et al.
(1990) J. Mol. Biol. 215: 403-410 u Altschul et al. (1997) Nucleic Acids Res. 25: 3389-402, kaxxaplif U3 KOTO-
PBIX BKJIFOYCH B JJAHHBIH JOKYMCHT B KQUECTBE CCHUIKU.

pH-3aBucuMoOe CBs3bIBaHUE

JlanHoe n3obpetenue BmovaeT B cedst antu-MUC16 antutena u antu-CD3/antu-MUC16 oucneruduy-
HBIE aHTHTCHCBS3BIBAIOIINAE MOJIEKYJHI, ¢ pH-3aBHCHMBIMU XapaKTepHCTUKaMH CBs3bIBaHUSA. Hampumep, aHTH-
MUCI16 aHTHTENO MO JAHHOMY M300pETEHUIO MOXKET MPOSBIATH MOHMKEHHOE cBs3biBanHre ¢ MUC16 mpu kuc-
meiM pH 1o cpaBHeHHUIo ¢ HeWTpambHbIM pH. AnprepHaTuBHO aHTH-MUC16 aHTHTENa 1O JaHHOMY M300peTe-
HUIO MOTYT TIPOSIBIIATEH ycuieHHoe cBs3biBanre ¢ MUC16 npu kucinom pH mo cpaBHeHHIO ¢ HeWTpanbHbIM pH.
Bripaxxenne "kucnoe pH" BkimtouaeT 3HaueHus pH MeHee gem oxoio 6,2, Hanpumep, okodio 6,0, 5,95, 5,9, 5,85,
5,8,5,75,5,7, 5,65, 5,6, 5,55, 5,5, 5,45, 5.4, 5,35, 5,3, 5,25, 5,2, 5,15, 5,1, 5,05, 5,0 unu menee. Mcone3yemoe B
JAaHHOM JIOKyMEHTe BbIpaxkeHue "HelTpansHoe pH" o3Hauaet pH ot okono 7,0 no oxono 7,4. Belpaxenue "Hell-
TpansHoe pH" Brimrouaer 3nauenus pH oxomno 7,0, 7,05, 7,1, 7,15, 7,2, 7,25, 7,3, 7,35 u 7,4.

B HekoTOpBIX cimydasx "yMEHBIICHHOE CBS3BIBAHUE ... TIPU KUCIOM pH, Mo cpaBHEHHIO ¢ HEUTpaIbHBIM
pH" BBIpakaeTcs B TepMUHAX COOTHOIICHUS BETUYUHBI Kp CBA3BIBaHMS aHTUTENA CO CBOMM aHTUTCHOM IPU
kucioM pH o 3Hadenus Kp aHTHTENa, CBSA3BIBAIOIIETOCS C €0 aHTHUTCHOM, IpH HelTpansHoM pH (mnm Haobo-
pot). Hanmpumep, aHTUTEIO WU €r0 aHTUTCHCBA3BIBAOIININ (PparMeHT MOKHO pacCMaTPHUBATh KaK JEMOHCTpPHU-
pyromue "moHmwkeHHoe cBs3biBanne ¢ MUC16 nipu kuciom pH 1o cpaBHeHUIo ¢ HelTpansHeIM pH" mtst mieneit
JAHHOTO M300pEeTeHHUs, ECITM aHTHUTEIIO WIIH €TO aHTUTCHCB3BIBAIONINN (pparMeHT NMEIOT KHUCIIBIH/HEHTpaTbHBIH
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ko3 dunuent Ky okono 3,0 unu 6onee. B HEKOTOPHIX MPUMEPHBIX BapHaHTaX OCYIICCTBICHUS M300pPCTCHUS
KUCJIBIA/HEUTpaNbHbIH Kod(pummeHT Ky 119 aHTUTeNa WM aHTUTCHCBSA3BIBAIOIIUIN (PparMeHT 10 JAHHOMY U30-
OpereHnIO0 MOXKET cocTaBlATh okoio 3,0, 3,5, 4,0, 4,5, 5,0, 5,5, 6,0, 6,5, 7,0, 7.5, 8,0, 8,5 9,0, 9,5, 10,0, 10,5,
11,0, 11,5, 12,0, 12,5, 13,0, 13,5, 14,0, 14,5, 15,0, 20,0, 25,0, 30,0, 40,0, 50,0, 60,0, 70,0, 100,0 wmu Gomee.

AntHTena ¢ pH-3aBHCHMBIMH XapaKTEPUCTUKAMH CBS3BIBAHHS MOTYT OBITH MOJTy4YeHBI, HAIPUMEp, ITyTeM
CKPHHUHTA TOMYJIIIUNA aHTUTEN U1 CHIKCHUS (WM YCWJICHHS) CBS3BIBAHUSA C KOHKPETHBIM aHTHTCHOM IPH
kuciioMm pH, 1o cpaBHeHHIO ¢ HeWTpabHEIM pH. Kpome Toro, MomuduKaum aHTUTEHCBA3BIBAIOIIETO JOMEHA Ha
YPOBHE aMHHOKHCIIOT MOTYT JaBaTh aHTHTENa ¢ pH-3aBUCHMBIMH XapakTepucTuKamu. HampumMep, myTem 3ame-
HBI OJTHOM WiH 0oJiee aMUHOKHCIIOT aHTHUICHCBsI3bIBatoIero qoMeHa (Hampumep, B CDR) ocratkom ructuanna
MOJKET OBITh MOJTyYCHO aHTHTEIO C MOHWKCHHBIM aHTHTCHCBSI3BIBAHUEM IIPU KUCJIOM pH OTHOCHTENBEHO HEW-
TpansHOro pH.

AHTHTENA, ConepKanIue BapuaHThI Fc

B cooTBeTcTBHM ¢ HEKOTOPBIMU BapHaHTAMH OCYIICCTBICHUS JaHHOTO n300perenus, antu-MUC16 anTH-
tena, 1 auTU-CD3/anTn-MUC16 Oncnenuduvnabie aHTHI€HCBSI3BIBAIONINE MOJICKYJIBI, KOTOPBIE NMPHU YCIOBHH,
4yTO conmepkamuii Fc-momeH, comepxamuii oqHy uiau 6ojiee MyTaIlii, KOTOPBIE YCIIMBAIOT WM YMEHBIIAIOT
CBsI3bIBaHME aHTUTEeNa ¢ penentopoMm FcRn, nampumep, npu kuciom pH mo cpaBHeHHio ¢ HeiTpanbHbIM pH.
Hampumep, nanHoe n3o0peTeHUe BKIIOYACT aHTHTENA, coiepxamue MyTtanuio B ydactke Cy2 wim Cy3 Fe-
JIOMeHa, T1e MyTanusi(u) yBenuauBaeT adpdunaocts Fec-nomena k FcRn B kucioii cpene (HampuMep, B 9HIOCO-
Me, Tre pH xonebiercs ot okoio 5,5 1o oxoino 6,0). Takue MyTanuu MOTYT TIPUBOJIUTH K YBEITMUCHHUIO ITEPHOIA
MOy XM3HHU aHTHUTENIA W3 CBIBOPOTKH IPH BBEACHHUH XMBOTHOMY. HeorpanudmBaroniie MpuMepsl TAKHX MOIH-
¢uxanmnit Fc Brirovaror, Hanpumep, Moaudukanuio B nonoxenun 250 (manpumep, E nim Q); 250 u 428 (na-
npumep, L wmm F); 252 (manpumep, L/Y/F/W nmm T), 254 (manpumep, S wm T) u 256 (manpumep, S/R/Q/E/D
win T); unu Moandukanus B nmonoxenun 428 n/wmm 433 (manpumep, H/L/R/S/P/Q nmm K) w/unu 434 (wanpu-
mep, H/F nim Y); wn mogudukanms B mosuunu 250 w/wmu 428; wnn mogudukanms B no3uuuu 307 wm 308
(manpumep, 308F, V308F) u 434. B onHOM BapmaHTe OCYyLIECTBICHHS N300pETEHUs MOIU(HKAIHS COACPKUT
moauduxkarmro 428L (manpumep, M428L) u 434S (manpumep, N434S); monnpukamuro 428L, 2591 (manpumep,
V2591) u 308F (mampumep, V308F); momudpukamuto 433K (manpumep, H433K) u 434 (manpumep, 434Y) ; mo-
muukammio 252, 254 u 256 (manpumep, 252Y, 254T u 256E); momudukamuto 250Q u 428L (rampumep, T250Q
1 M428L); u mogudukaruio 307 w/mmu 308 (manpumep, 308F wim 308P).

Hampumep, manHoe u3obpereHue BriaodaeT B ceds aHTH-MUCI16 antutena u antu-CD3/antu-MUC16
oucreruIHbIe AHTUTEHCBAZBIBAIOIINE MOJICKYIIBI, coepkamue Fc-qoMen, copepkamuii oqay wim 6osee map
WIW TPYNN MyTalui, BBIOpaHHBIE M3 TPYHIbL, cocrosmed u3: 250Q n 248L (mampumep, T250Q u M248L);
252Y, 254T u 256E (manpumep, M252Y, S254T u T256E); 428L u 434S (manpumep, M428L u N434S); n 433K
u 434F (nanpumep, H433K n N434F). Bece Bo3MoxHbIE KOMOWHAIIMH BEIIICYIIOMSHYTHIX MyTanuii Fc-nomena u
JIPYTUX MyTalluii B BapuaOCIbHBIX JOMCHAX aHTUTENA, OMMMCAHHBIX B JaHHOM JIOKYMEHTE, PACCMATPUBAIOTCS B
o0beMe JaHHOTO N300pETEeHUs.

Buonorndeckas XapakTepHCTHKA aHTUTEI M OUCIICIIU(IYHBIX aHTUTCHCBSI3BIBAIOIINX MOJICKYIT

JlarHOe M300peTeHNe BKIIIOYAECT aHTUTENAa M MX aHTUTCHCBS3BIBAONINE (pparMeHTHI, KOTOPhIE CBSI3BIBAIOT-
cs1 ¢ MUC16 genoBeka ¢ BRICOKOH apPuHHOCTBIO (Hampumep, cyOHaHOMOJsIpHBIE 3HaYeHHS Kp).

B cooTBeTcTBHU C HEKOTOPHIMU BapHaHTAMH OCYIIECTBICHUS N300peTeHHs TaHHOE N300peTeHNe BKIIIOYa-
eT B ce0s aHTHTeNa M aHTUTCHCBS3BIBAIONINE (PparMeHTHl aHTUTEN, KOTOPBIE CBS3BIBAIOTCS C YEIOBEYECKUM
MUCI16 (mampumep, npu 25°C) ¢ Kp menee, uem okosto 60 HM, kak u3MepseTcsi TOBEPXHOCTHBIM TIA3MOHHBIM
PE30HAHCOM, HallpUMeEp, C UCMOIb30BaHUEM (popMaTa aHaM3a, KaK OMpPEICIICHO B MpUMepe 4 B JAHHOM JOKY-
MeHTe. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS M300pETEHIS aHTUTENIA WM aHTUTCHCBA3BIBAIOIINE (hparMeH-
THI [0 JAHHOMY U300peTeHuto cBs3bBatroTest ¢ MUC16 ¢ Kp meHee yem okomno 60 HM, MeHee ueM okouo 40 HM,
MeHee yeM okojio 20 HM, meHee yem okoiio 10 HM, MeHee yeM okosio 8 HM, MeHee YeM OKoJio 7 HM, MeHee ueM
okosi0 6 HM, MeHee ueM oKoJio 5 HM, MeHee ueM okoJio 4 HM, MeHee yeM okoJio 3 HM, MeHee yeM OKoJio 2 HM,
MeHee ueM okosio 1 HM, meHee yem okono 800 mM, meree yem yeM okoiio 700 mM, menee yem okoiio 500 M,
MeHee yeM okojio 400 M wmn MeHee dem okosio 300 MM, Kak M3MEPEeHO MOBEPXHOCTHBIM IIa3MOHHBIM PE30-
HAHCOM, HaIpHIMep, C UCIIOIb30BaHUEM (opMaTa aHaNIH3a, Kak OTPEACICHO B MpuUMepe 4 B TaHHOM JOKyMEHTE
(mammpumep, 3axBaT MAT mwin GopMat 3axBaTa aHTHI'CHA), FIIH 110 CYIICCTBY aHAJOTWYHBIN aHanm3. JJaHHOe M30-
OpereHune BKITIOYAEeT OMCTICIIM(UIHBIC aHTUTCHCBI3BIBAIONINE MOJICKYIIBI (HarpuMep, OncrenupuIHble aHTHTE-
na, kotopelie cBsa3biBatoTcss ¢ MUC16 ¢ Kp MeHee uem okosio 7 HM, Kak U3MEPEHO MOBEPXHOCTHBIM IJIa3MOH-
HBIM PE30HAHCOM, HAIIPHMEp, C MCHOJIb30BaHMEM (opMaTa aHajm3a, Kak ONpeNeleHo B mpuMmepe 4 B JaHHOM
JIOKyMEHTe (HampuMmep, popMar 3axBaTa MAT HJTH 3aXBaTa aHTUTCHA), WJIH MO CYIICCTBY aHAJIOTUYHOTO aHAJIN3A.

JlanHOE M300pETCHHE TaKKe BKIIOYACT B CEOs aHTHUTENIA U aHTUTCHCBS3BIBAIOIIUC (hParMEHTBI, KOTOPHIC
csspiBaroTCss ¢ MUCL6 ¢ aucconuupyromeit moTyXu3HbH (t1,) 6onee yem okosio 10 muH mim 6onee, 4eM OKO-
70 125 MUH, KaK U3MEPEHO C MOMOIIBIO MOBEPXHOCTHOTO TMJIa3MOHHOTO pe3oHaHca npu 25°C, Hampumep, ¢ uc-
MOJIb30BaHUEM (POpPMATa aHAIH3a, KaK OMPEICICHO B MpUMepe 4 B TaHHOM JIOKYMEHTE, WIH MO CYIIECTBY aHAIIO-
THYHOTO aHalu3a. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS M300pPCTCHHs aHTUTENA WM aHTHTCHCBS3BIBAIOIIUC
(pparMeHTHI [0 TaHHOMY H300peTeHHIo cBssbBatotcs ¢ MUCI6 ¢ t'/, Goee dem okomno 10 MuH, Gonee 4eM OKOIO
20 muH, 6ostee ueMm okosio 30 MuH, O0osee yem okos0 40 muH, 6ojee yeM okoJio 50 MuH Oosiee yeMm 0kos10 60 MHH,
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6oitee uem okosio 70 MuH, 601ee yeM okojio 80 muH, 6osee uem okoa0 90 muH, 60iee yeM okosio 100 muH, 60-
nee yeM okoiio 110 muH wiau 6onee yeM okoio 120 MHUH, U3MEPEHHBIX C TOMOIIBIO0 TTOBEPXHOCTHOTO TIa3MOH-
HOTO pe3oHaHca npu 25°C, HanpuMep, ¢ WCIOIb30BaHHEeM (GopMmaTa aHaln3a, Kak OINpeneeHo B mpumepe 4 B
JTAHHOM JIOKYMEHTe (Hampumep, 3axpata MAT win GopmaTa 3axBaTa aHTUTEHA), WIH 10 CYIIECTBY aHAIOTHYHO-
ro aHanmms3a. /lanHOoe M300peTeHHe BKIIIOYAEeT OWCIEIM(pUIHBIC aHTUTEHCBI3BIBAIONINE MOJICKYIBI, HAIIPHMED,
oucrienuduIHbBIe aHTHUTENA, KOTOpbIe cBs3biBatoTcs ¢ MUC16 ¢ 6onee wem okosio 10 muH wiu 6osiee yem okoiio 20
MUH, KaK W3MEPEHO TIOBEPXHOCTHBIM IUIa3MOHHBIM pe30HaHCOM mpH 25°C, HanmpuMmep, ¢ UCTIONb30BaHUEeM (Gopma-
Ta aHaJ3a, KaK ONpeaeieHO B IprMepe 4 B JAHHOM TOKYMEHTE, FJIH TI0 CYIIECTBY aHAJIOTHIHBIM aHAJH30M.

JlanHOE M300pETCHHE TaKKE BKIIOYACT B CEOs aHTHUTENIA U aHTUTCHCBS3BIBAIOIIUE (HParMEHTHI, KOTOPHIC
cnenu()UIeCKH CBS3BIBAIOTCS C JTMHUSMH KJIETOK YEIOBEKa, KOTOPBIC SKCIpeccHpyroT sHnoreHHbit MUC16 (Ha-
npumep, OVCAR-3), kak omnpesesieHO aHAJIM30M OOHApYXXKEHUSI HAa OCHOBE DJIEKTPOXEMOJIIOMUHHCIICHINH, KaK
OIKCAaHO B MPUMEPE 2, WK MO CYNIECTBY aHAIOTUYHBIM aHAITH30M.

JlanHOe n300pereHne Takke BiIto4aeT B ce0s aHTH-CD3/antn-MUC16 OucnierpuaHble aHTHT€HCBSI3bI-
BaIOIIME MOJICKYJIBI, KOTOPEIC 00JIAIAal0T OHOW WK 00Jice XapaKTEPUCTHK, BRIOPAHHBIX M3 TPYIIIEI, COCTOSIICH
13 (a) MHTHOMPOBAHUS POCTA OITYXOJIM Y MBIIIEH ¢ OCITa0JICHHBIM HMMYHHUTETOM, HECYIINX KCEHOTPaHCIIIIaHTa-
THI paKa SMYHUKA 4YesioBeka; 1 (b) TOJaBICHHS pOCTa OIYXOJIH y YCTAHOBJICHHBIX OIYyXOJIEH Y MBITIEH ¢ 0ciao-
JICHHBIM UMMYHHUTETOM, HECYIINX KCEHOTPAHCIUIAHTATHI paKa SMYHMKA YeJIoBeKa (CM., HarpuMmep, mpumep 8).

JlarHOE M300peTeHNe BKIIIOYACT aHTUTENAa M MX aHTUTCHCBS3BIBAONINE (PparMeHTHI, KOTOPhIE CBSI3BIBAIOT-
cs1 ¢ CD3 genmoBeka ¢ BBICOKOH ad(GUHHOCTHIO. J[aHHOE N300peTeHNE TaKXKe BKIIIOYAST aHTHUTENAa U UX aHTUTCH-
CBSI3BIBAIOIINE (parMeHTHI, KOTOphIe cBsA3bIBatoTCs ¢ CD3 dernoBeka co cpemaHeld Wi HU3KOH aQpUHHOCTHIO, B
3aBHCHMOCTH OT TEPANCBTUYECKOTO KOHTEKCTA M KOHKPETHBIX JKEIATCIBHBIX ICNICBBIX CBONCTB. B HEKOTOPHIX
ciydasx Hu3kas ahGUHHOCTH BKJIIOUACT B ce0s aHTHTeNa, KoTopsie cBs3biBatoTcs ¢ CD3 ¢ Kp mimm ECs, (Ha-
npuMep, Kak U3MEPEHO B aHAU3¢ MOBEPXHOCTHOTO IUIa3MOHHOI'O pe3oHaHca), 6oiee uem 300 HM, Gornee yeM
500 BM wunu Gonee yem 1 MkM. JlaHHOE M300pETCHHE TAK)KE BKIIFOYACT AHTUTENA W UX AHTUTCHCBSI3BIBAIOIIUC
(parmenTsl, koTopsie cBs3biBatoTcs ¢ CD3 yenmoBeka Oe3 m3mepumoni adhduuaHOCTH. Hampumep, B KOHTEKCTE
OoucniennpUIHON aHTUTEHCBA3BIBAIONIEH MOJICKYJIBI, B KOTOPOU ontHO TuTedo cBsizbiBaeTcs ¢ CD3, a apyroe mure-
40 CBS3BIBACTCS C IeeBbIM aHTHreHoM (Hampumep, MUC16), MOXeT OBITh JKeJIaTeIbHO, YTOOBI IeJIeBOC aHTH-
TEHCBSA3BIBAIOIIEE IIJICUO CB3BIBAJIOCH C IIEJIEBEIM aHTUTEHOM C BBICOKOH a(pMHHOCTBIO, B TO BpeMsI KaK aHTH-
CD3 meuo cBsizpiBaetcst ¢ CD3 TOJNBKO ¢ YMEPEHHOH Wiii HU3KOH adduHHOCTRIO Win 0e3 apduHHOCTH. Takum
00pa3oM, MOXET OBITh JTOCTUTHYTO NPEANOYTHTEIbHOE HAIleNWBAaHUE AHTUTCHCBSI3BIBAIONMICH MOJIEKYJIBI Ha
KIIETKH, DKCIPECCUPYIONINE aHTUTEeH-MHIIICHb, TIPH 3TOM H30eras oOmiero/HerneneBoro cBs3biBanus ¢ CD3 u
CBSI3aHHBIX C HUM TOOOYHBIX d(PPEKTOB.

JlanHoe m300peTeHNE BKIIOYACT OMCTCIIM()UYHBIC aHTUTCHCBA3BIBAIOIINAC MOJCKYIB (HAIpUMeEp, Oucrie-
dUYHbBIe aHTHTENA), KOTOPhIE CIIOCOOHBI OJTHOBpEeMEHHO cBs3biBaThecst ¢ CD3 uenoseka 1 MUCI16 yenoBeka.
[Tneyo cBs3pIBaHUS, KOTOPOE B3AMMOACHCTBYET C KICTKaMHU, KOTOPBIC 3KcnpeccupyoT CD3, MoxeT uMeTh cia-
0oe WM He O0HAPYKMBAEMOE CBSI3BIBAHUE, KAK M3MEPEHO B MOIXOISIIEM aHAJIHW3e CBsI3bIBaHUS in vitro. Cre-
MICHb, IO KOTOPOH OucnenuduyHas aHTUTCHCBSI3BIBAIONIAS MOJICKYJAa CBS3BIBACT KIICTKU, KOTOPBIC SKCIPECCH-
pytor CD3 w/umm MUCI16, MoxeT OBITh OIICHEHa C TMOMOIIBI0 (PIIyOpEeCIIeHTHO-aKTHBUPOBAHHOW COPTHPOBKH
kietok (FACS), kak mokazaHo B mpuMepe 5 B TaHHOM JOKYMEHTE.

Hanpumep, manaoe n3o0peTeHne BKIIOYaeT B ceOs aHTHUTENO, aHTUTCHCBSA3BIBAIOIINE (PAarMEHTHl M UX
oucreruIHbIe aHTHUTENA, KOTOPhIE CIICI(PUIECKH CBA3BIBAIOT JHHUN T-KIIETKH YeI0BeKa, KOTOPhIC SKCIIpec-
cupytotr CD3, Ho He 3kcnpeccupyior MUC16 (marmpumep, Jurkat), T-kimeTku npumaToB (HalmpuMep, MOHOHYKJIE-
apHBIC KICTKH NepudepuIeckoil KpoBH ssBaHCKOro Makaka [PBMC]) w/unu kinetku, sxcnpeccupyronrie MUC16.

JlanHOE M300peTeHNE BKIIOYACT B ce0s aHTUTENO0, aHTHI'CHCBS3BIBAIOIINE (PPAarMEHTHl U MX OUCTICIIU(pIY-
HBIE aHTUTENa, KOTOphIe cBsi3bIBatoTcs ¢ CD3 yenoBeka co cnaboii (To ecTh HU3KOH) MM Jaxe 6e3 oOHapyXu-
BaecMOT0 CBSI3bIBAHUS WU aQ(QUHHOCTH CBS3BIBAHUS.

JlanHOE M300peTeHNE BKIIOYACT B Ce0sl aHTUTENO0, aHTHI'CHCBS3BIBAIOIINE (PparMeHTHl U MX OUCTICITU(pIY-
HBIC aHTUTENA, KOTOpEIe cBs3bIBalOTCS ¢ CD3 00e3bsHBI (T.€. SBAHCKOTO Makaka) co ci1aboii (TO eCTh HHU3KHM)
WK 1ake 0e3 3aMETHOTO CBA3BIBAHMS WM aQPHUHHOCTH CBSI3BIBAHUS.

JlanHO€ M300peTeHNe BKIIIOYAET B ce0sl aHTUTEN0, aHTUICHCBA3BIBAIONHE (hparMeHThI, U UX Onucrenupud-
HBIE aHTUTENa, KOTOpbIe cBa3bIBatoTcs ¢ CD3 yenoBeka M MHAYITUPYET aKTHBANIO T-KISTKH.

JlanHoe m300peteHne BrmoyaeTr B ce0s aHTU-CD3/antn-MUC16 OucTienmupUIHbIX aHTUTEHCBI3BIBAIOIINX
MOJIEKYJI, KOTOpPBIE CITIOCOOHBI K Pa3pyIICHUIO OIyXOJIEBOH aHTUTEH-IKCIIPECCHPYIOMIEH KIIETKH y CYOBeKTa (CM.,
HampuMep, puMep 8, B OMOTIOMHUHECIICHTHOM aHATN3¢e M300paKeHUH MM TI0 CYIIECTBY aHAJIOTHYHOM aHAJU3e).
Hampumep, B COOTBETCTBUHM C HEKOTOPHIMH BapUaHTAMH OCYIICCTBICHUS W300PETECHUS MPEIaraloTCsl aHTH-
CD3/antn-MUC16 OucrienuduuHble aHTUTCHCBS3BIBAIOIINE MOJIEKYJIBI, B KOTOPBIX OJHOKPAaTHOE BBEACHUE
10 Mkr OucnenupUIHON AHTUTCHCBA3BIBAIOIICH MOJICKYJBl CYOBCKTY BBI3BIBACT YMCHBIICHHEC KOJIHYCCTBA
MUC16-3kcnpeccupyronux KIeToK y cyObekTa (HanpuMmep, poCcT OIMyXOJH Y CyOBEKTa MMOJIaBIseTCs] MIIH MHTH-
oupyetcs). Ecin He yKkazaHo HHOE, GHOTIOMHHECIIEHTHOE H3ITydeHHe OTHOCHTCS K [(/c/em™/cp].

JlanHOe M300peTeHre Takke BKITIOYAaeT KOHBIoraThl aHTU-MUCI16 aHTHTENa ¢ JIeKapCTBEHHBIM Tpernapa-
TOM, KOTOpbIE HHTHOUPYIOT POCT OIyXoyi B in vivo MUC16-I03UTHBHBIX MOJEISIX KCEHOTPAHCIUIAHTATA paKa
SAUYHAKA (CM., Hampumep, npumep 10, B aHanmu3e OHOIIOMHHECIICHTHON BU3YaIM3aIlH WIIH 110 CYIIECTBY aHAIO-
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TUYHOM aHanu3e). B HEKOTOPHIX BapUaHTaX OCYIICCTBICHHS M300PETCHUS MPEIOCTABICHBI KOHBIOTATHl aHTH-
MUCI16 anTHTENA C JICKAPCTBEHHBIM MPEMApaToM C COSIUHEHUEM 7, B KOTOPBIX YETHIPE T03bI OAWH pa3 B HEACTIO,
BBOJIUMBIC B J103€ 85 MKI/KT, UHTUOUPYIOT BHYTpUOpromuHHEIN pocT onmyxomn OVCAR3/luc in vivo. B HekoTOphIX
BapHaHTaX OCYIIECTBICHHUS M300peTeHHs mpeaocTaBieHbl KoHbiorathl aHTi-MUC16 anTHTENa ¢ JIeKapCTBEHHBIM
MperapaToM ¢ COeIWHEHNEM 7, B KOTOPBIX YETHIpE 03Bl OAWH pa3 B HEAETIO, BBOAUMEIC B J03¢ 85 MKI/KT, HHT'H-
OupyIoT MoaKoXKHEIH pocT omyxoian OVCAR3/luc in vivo. B HEKOTOPBIX BapraHTax OCYIIECTBICHUS H300peTe-
HUS, TIPEIOCTaBIeHbI KoHbIorathl aHTH-MUC16 aHTHTENa ¢ JTIEKapCTBEHHBIM IpemnapaToM ¢ coeaunenruem 10, B
KOTOPBIX OJHOKpaTHas no3a B mo3e 85, 170 wmu 340 MKI/Kr HHTHOUPYET BHYTPHOPIOIIMHHBIH POCT OMYXOJH
OVCAR3/luc in vivo. Ecu He yka3aHo HHOE, GHOTIOMHHECIIEHTHOE H3TydeHHe OTHOCHTCS K [dp/c/em’/cp].

JlanHoe n3o0pereHune Taroke BkimodaeT aHTH-CD3/anTn-MUC16 6ucnenududnabie aHTUTCHCBSI3BIBAIOIINE
MOJICKYJIBI, KOTOpBIC JCMOHCTPHUPYIOT (hapMaKOKHHETHYECKHE MNPOQUIM y TyMaHHU3UPOBAHHBIX MBbIIICH
MUC16xCD3 (MbiLieif, TOMOSHTOTHBIX 110 3kcnpeccnn MUC16 u CD3 uenoseka, MUC16™™xCD3™™) ryma-
HU3UPOBaHHBIX Mblmei CD3 (Mplmel, roMO3UroTHBIX 1o 3kcnpeccnu CD3 yenoseka, CD3 hu/h“) U MBIIIEH au-
Koro THma, nogoopanusix o guauM (AT) (75% C57BL, 25% 129Sv), kak onucano B mpuMepe 7 ¥ ITOKa3aHO Ha
¢wur. 1,2 n 3.

KapTtupoBanue SNUTONIOB U CBSI3aHHBIC C HUIM TEXHOJIOTHU

Omuron Ha CD3 w/mmn MUC16, ¢ KOTOPBIM CBS3BIBAIOTCS aHTUTEHCBSI3BIBAIOIINE MOJIEKYJIBI TT0 JAHHOMY
M300pETEHUIO, MOJKET COCTOSITh U3 OJTHOW HETPEPHIBHOM MOCIIEIOBATEIFHOCTH U3 3 WiH 6osee (Hampumep, 3, 4,
5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 2 0 wum 6onee) amuaokuciotT CD3 wim 6enka MUC16. B anb-
TEPHATHBHOM BapHaHTE SIIUTOI MOXKET COCTOSATh U3 MHOYKECTBAa HECMEKHBIX aMHHOKHUCIIOT (MJIH aMUHOKHCIIOT-
HBIX mocsenoBarenbHocTell) CD3 mmm MUC16. AHTHTENa M0 TaHHOMY HM300pETEHUIO MOTYT B3aMMOJEHCTBO-
BaTh C aMUHOKHUCIIOTaMH, cojaepxkamumucs B oaHoi nenu CD3 (mampumep, CD3-sncuinon, CD3-penpta unu
CD3-ramMMma), Wiu MOTYT B3aUMOJICHCTBOBATh C aMUHOKHCIOTAMH B JIBYX Win OoJiee paznuuHbIX 1ernsx CD3.
Hcnonb3yeMsblil B TaHHOM AOKYMEHTE TEPMHH "SMUTOMN" OTHOCUTCS K AaHTUT'€HHON JeTepMHUHAHTE, KOTOpas B3a-
UMOJICHCTBYET CO CHeNU(UICCKIM aHTUTCHCBS3BIBAIOIIAM CAWTOM B BapHaOEIbHOM y4acTKEe MOJICKYJBI aHTH-
TeNa, U3BECTHOW Kak mapatorn. OJUH aHTHICH MOXKET UMETh 0ojiee OJHOTO 3muTomna. Takum oOpa3oM, pasiud-
HBIC aHTHUTEJIA MOT'YT CBSI3BIBATHCS C PA3TMIHBIME O0JIACTSAMU Ha aHTUTCHE M MOTYT UMETh Pa3InIHbIC OHOJIOTH-
geckre 3G GEKTh. DMUTOMBI MOTYT OBITh KOH(GOPMAITMOHHBIMU WIIH JIMHEHHBIMUA. KOH(MOpMaIMOHHBINA STTUTOI
MPOAYIMPYETCS] TPOCTPAHCTBEHHO COIMOCTABICHHBIMH aMHUHOKHCIIOTAMH W3 pa3HBIX CETMEHTOB JIMHEHHOM MO-
JTUNENTHIHON 1ienH. JIMHeWHBIN STHUTOM MPEACTaBIsAET COOON SMUTOI, MPOMYITUPYEMBIA COCETHUMHI aMHUHOKHC-
JIOTHBIMH OCTAaTKaMH B IOJHUMENTHAHONW IenH. B ompeneneHHbIX 00CTOSATEIHCTBAX SMUTON MOXKET BKIIIOYATH
(bparmMenTsI caxapuaoB, GochOpHUIBLHBIX TPYIIT WIH CYJIb(OOHUIBHBIX TPYII HA aHTUTCHE.

Pasniunble METOBI, M3BECTHBIEC CIICIIHATUCTAM B TaHHON 00IaCTH TEXHUKH, MOTYT OBITH IIPUMEHEHBI IS
OTIpPENICIICHUS] TOTO, B3aMMOICHUCTBYET JIN AaHTUTCHCBS3BIBAIOIIUI TOMECH aHTHTENA C OJHON MIU 0OJiee aMHHO-
KHCJIOTAMU BHYTPH MOJTHUICTITH/IA HITH OCIKa.

WnmrocTpaTHBHEIE CIOCOOBI BKIIIOYAIOT, HATIPHIMEP, PYTHHHBINA aHAIN3 NEPEKPECTHON OJIOKUPOBKHU, TAaKOM
KaK onucanHble anTHTena, Harlow and Lane (Cold Spring Harbor Press, Cold Spring Harb., Hero-Hopxk), myTa-
IIUOHHBIN aHAIM3 C AJIAHMHOBBIM CKaHHMPOBAHHMEM, aHaW3 nentuaHeix 0yotoB (Reineke, 2004, Methods Mol
Biol 248: 443-463) u aHanu3 pacieuieHus MenTuaoB. KpoMe Toro, MOTyT OBITH MIPUMEHEHBI TaKHUE CIOCOOBI
KaK yJajJeHue 3IHTOIA, SKCTPAKIUS JIUTONA M XUMHUYecKas Moaudukaius anturenoB (Tomer, 2000, Protein
Science 9:487-496). [Ipyrum crmocoOoM, KOTOPBIH MOKET ObITh IPUMEHEH TS MACHTU(UKAIIMA aMHUHOKHCIIOT B
npezenax MOJUIENTHIA, C KOTOPBIM B3aUMOJCHCTBYET aHTUT€HCBS3BIBAIOIINI TOMEH aHTHUTEINA, SBIIETCS BOJO-
pon/neiiTepreBblii 0OMeH, OOHApyKHWBAaeMBIM C IOMOIIBI0O Macc-CIIEKTpoMeTpuu. B obmem, crocod BoJo-
pox/neiiTepreBoro oOMeHa BKIIIOYAeT B ceOs MeUeHHE TedTepreM Oelka MHTepeca ¢ MOCISIYIONINM CBSI3bIBaHH-
€M aHTHUTEela C MEUCHBIM JIeHTepreM OeTKOM. 3aTeM KOMIDIEKC OCIIOK/aHTHUTEIO MEPEHOCST B BOMIY, YTOOBI 00ec-
MEYUTh OOMEH BOJOPOJ-ICHTEPHS IO BCEM OCTaTKaM, KpOME OCTATKOB, 3allIMIIICHHBIX aHTHTEIOM (KOTOPBIC OC-
TAIOTCSI MCYCHHBIMU JeitepueM). Tlocine muccolpanyy aHTHTENa IeTICBON OCIOK MOABEPraloT PaCUICTICHUIO
MPOTEa30li M aHAIHM3Y C TMOMOIIBI0 MAacC-CIIEKTPOMETPUH, TEM CaMbIM BBISBIISS MCUCHBIC ACUTCPUEM OCTATKH,
KOTOPBIC COOTBETCTBYIOT KOHKPETHBIM aMHUHOKHCIIOTaM, C KOTOPBIMH B3aUMOACHUCTBYET aHTHTEN0. CM., HApH-
mep, Ehring (1999) Analytical Biochemistry 267(2):252-259; Engen and Smith (2001) Anal. Chem. 73: 256A-
265A. PentreHoBckas KpucTaymiorpadusi KOMIIekca aHTUTSH/aHTUTEN0 MOYKET TaKyKe UCTIONB30BaThCS IS Kap-
THUPOBAHUS AIIUTOIIOB.

JlanHO€ M300peTeHNe OTOTHUTEIHHO BKIIOUaeT B cebs antu-MUC16 aHTHTENa, KOTOPBIE CBA3BIBAIOTCS C
TEM € 3MUTOIOM, YTO U JF000H M3 KOHKPETHBIX WITIOCTPATHBHBIX aHTHUTEIN, ONMMCAHHBIX B JAHHOM JOKYMEHTE
(mammpuMmep, aHTUTENA, COAEPIKALIIE MO0YI0 U3 AMUHOKHCIIOTHBIX TIOCIIEOBATEIFHOCTEH, yKa3aHHBIX B Ta0xI. 1
B JAHHOM JTOKYMEHTE). AHAaJOTHYHBIM 00pa3oM JaHHOe u3o0pereHue Takke BKiIrouaeT anTu-MUC16 anTHTeNa,
KOTOPBIC KOHKYpUPYIOT 3a cBsizbiBanrue ¢ MUCI16 ¢ r00bIM U3 KOHKPETHBIX WIUTFOCTPATUBHBIX AHTHUTEN, OTIH-
CaHHBIX B JAHHOM JOKYMCHTE (HAIpUMEp, aHTHUTENA, COICpIKAIIHEe 0Oy W3 aMHHOKHCIOTHBIX MOCICIOBA-
TENBHOCTEH, KaK yKa3aHo B TaOJ. 1 B JaHHOM JOKyMEHTE).

JlanHOE M300peTEHUE TAKXKE BKIFOYACT OMCIICIU(UYHBIC aHTUTCHCBI3BIBAIOIINE MOJICKYJIBI, COJICPIKAIINC
TIEpBBIIl aHTHTCHCBSI3BIBAIOIINI JIOMEH, KOTOpHIH crenuduuecku cpssbiBaercst ¢ CD3 uenoseka w/mmu CD3
SIBAHCKOTO Makaka ¢ HH3KHM WA OTCYTCTBYIOIIMM CBS3BIBaHHEM WIH a(pPUHHOCTBIO CBS3BIBAHUS, U BTOPOH
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AHTHT'CHCBS3BIBAIOIININ TOMEH, B KOTOpOM crierududecku cBsizpiBaetcss ¢ MUC16 yenoBeka, rie mepBblil aHTH-
TCHCBSI3BIBAIOMINI JIOMCH CBSI3BIBACTCS C TeM ke amurornoM Ha CD3, 4To u 1r000# U3 KOHKPETHBIX WILTFOCTPa-
tuBHBIX CD3-cnennuyecknx aHTUTCHCBA3BIBAIOIINX JOMCHOB, ONMCAHHBIX B JaHHOM JTOKYMEHTE, W/WIH B KO-
TOPOM BTOPOI aHTUTCHCBSI3BIBAIOIIMKA JTOMEH CBS3BIBaeTCSA ¢ TeM jke amuronoM Ha MUCI16, uto u moboit u3
KOHKpEeTHBIX mumocTpaTuBHEIX MUC16-ciennudecknx aHTUTEHCBA3BIBAIOIINX JOMEHOB, OMMCAHHBIX B JaH-
HOM JOKYMEHTE.

Kpome Toro, manHOe M300peTeHre TakXKe BKIIIOYAeT OMCIeI(IIHbIC aHTUTCHCBABIBAIOIINE MOJICKYIIEI,
coJieprKalre MepBhId aHTUTCHCBA3BIBAIONTNI JOMEH, KOTOphIi cnenuduaeckn cBsa3piBaeTcs ¢ CD3 denoBeka, u
BTOPOY aHTHT'CHCBS3BIBAIOIINN JOMCH, KOTOPBIHN crienupUIecKy cBsi3biBaeTcs ¢ uenoBedeckum MUC16, B koTo-
POM TICPBBI aHTUTCHCBA3BIBAIOIINI TOMEH KOHKYpUpPYeET 3a cBsa3piBaHue ¢ CD3 ¢ Mr00BIM U3 KOHKPETHBIX HII-
moctpatuBHEIX CD3-cnenmduyeckux aHTUTCHCBS3BIBAIOIINX JTOMECHOB, OMMCAHHBIX B HACTOSIIEM JOKYMEHTE,
W/MIM B KOTOPOM BTOPOI aHTHUI'€HCBS3BIBAIONIMH JOMEH KOHKYpHpYyeT 3a cBsizbiBaHHe ¢ MUC16 ¢ mo0bM 13
KOHKpETHBIX HLTIOCTpaTUBHBIX MUC16-crienuduuecKuX aHTHTCHCBS3BIBAIONINX JTOMCHOB, OMUCAHHBIX B Ha-
CTOSIIIEM JOKYMEHTE.

MOHO JIETKO OTPEIEINTD, CBSI3BIBACTCS JI KOHKPETHAS aHTUTCHCBSA3BIBAIONIAS MOJIEKYIa (HampuMep, aH-
TUTEJIO) WM €€ aHTHI'CHCBA3BIBAIOIINN JOMEH C TEM JKe SMUTOIIOM, WIH KOHKYPHUPYET 3a CBSI3BIBAHUE C 3TAJOH-
HOW aHTHUTCHCBS3BIBAIONICH MOJEKYIIOHN N0 TaHHOMY H300pETeHHIO, HCIIOIB3ys PYTUHHBIE CIIOCOOBI, H3BECTHBIC
B TaHHOH oOxacTH TexHUKH. Hampumep, 9ToOBI ONpEenenuTh, CBI3BIBACTCS I TECTHPYEMOE aHTUTEIIO C TEM JKe
smutorioM Ha MUC16 (umu CD3), 9To 1 3TamoHHas OucrnenuuaHas aHTUTSHCBA3bIBAIONIAS MOJIEKYJa Mo JaH-
HOMY H300pETEHUIO, ITANIOHHOW OucnenuduaHON MOJEKylle CHadajla pa3pemacTcsl CBA3BIBATHCS C OEIKOM
MUCI16 (nmn 6enkom CD3). 3ateM OLleHHBAIOT CIIOCOOHOCTh TECTUPYEMOT'O aHTUTENA CBSI3BIBATHCS C MOJICKY-
noit MUC16 (wmu CD3). Eciiu Tectupyemoe anTuteno crnocodHo ceszbBatbess ¢ MUC16 (wmu CD3) mocne cBs-
3BIBAHMSI HACHIIICHUEM C ATAJOHHON OMCHeNM()UIHON aHTHUTCHCBSI3BIBAIONICH MOJICKYJIOW, MOXKHO CIICNIaTh BEI-
BOJI, UTO TECTUPYEMOE aHTUTEJO CBs3bIBacTcs ¢ ApyruM snutoniom MUC16 (mm CD3), uem stanonHas Oucrie-
muQuYHas aHTUTCHCBs3BIBatoNIas MoJiekyna. C Apyrod CTOPOHBI, €CId TECTUPYEMOE aHTHTEIO HE CIIOCOOHO
cBs3pIBaThCs ¢ Mosiekysnoid MUC16 (mmm CD3) mocne cBA3bIBaHHUS HACHIIIICHHEM C dTAIOHHON OMCTernuIHON
AQHTHUT'CHCBA3BIBAIOMICH MOJICKYJIOW, TOT/Ia TECTHPYEMOE aHTHTEIO MOJKET CBS3BIBATHCS C TEM JK€ SIHUTOIIOM
MUCI16 (umu CD3) B kadecTBe SIUTOIA, CBI3aHHOT'O TAIOHHOW OHUCTICTIM(PUIHON aHTHTEHCBA3BIBAIONIEH MO-
JIEKYJION 10 NaHHOMY M300pETEHHIO. 3aTeM MOXKET OBITh MPOBEJCHO JOTOJHUTEILHOE OOBITHOE MCCIIEI0OBAHNE
(mammpuMmep, MENTHAHAS MYTAlUs U aHAIW3 CBSA3BIBAHUS) IUII IMOATBEPKACHUS, SIBIICTCS JIM HaOIomaemMoe He-
JOCTAaTOYHOE CBSI3BIBAHME TECTHPYEMOTO aHTHTENa HAa CAMOM JIeJIe CBSI3aHHBIM CO CBSI3BIBAHHEM C TEM JKE JITH-
TOTIOM, YTO W 3TAJOHHAS OWCIeIM(pUIHAS AHTHI'CHCBS3BIBAIOIIAs MOJICKYJIa, YWIIN SIBIISICTCS JIM MPOCTPAHCTBCH-
HOe OJOKHMpOBaHUE (WU JIPYroe SBJICHUE) OTBETCTBEHHBIM 3a OTCYTCTBHE HAOIIOAEMOT0 CBS3BIBAHHS. DKCIIC-
PUMEHTHI TaKOTO THIIA MOT'YT OBITH BBINOJIHEHEI ¢ puMeHeHneM UDA, PUA (paguonMMyHOJIOTHYECKOTO aHa-
nm3a), Biacore, MPOTOYHO!H IIMTOMETPUHN HIH JIFOOOTO APYrOoro KOJIUYECTBCHHOTO FUTH KAYECTBCHHOTO aHAIIM3A
CBSI3BIBAHMS AHTHTEJNA, JIOCTYIMHOTO B JTAHHOW OOJIACTH TEXHUKU. B COOTBETCTBUM C HEKOTOPHIMH BapHaHTAMU
OCYILICCTBIICHUS TAHHOTO W300pETEHUS IBa aHTHTCHCBSI3BIBAIOIINX OCIKa CBA3BIBAIOTCS C OJHUM W TEM K¢ (WId
TIEPEKPHIBAIONITUMCS) STTUTOIIOM, €CJIH, Harmpumep, 1-, 5-, 10-, 20- niu 100-KkpaTHBIN U30BITOK OJTHOTO AHTUTCH-
CBSI3BIBAIONIETO O€JIOK MHTHOMPYET CBA3BIBAHHE APYroro mo MeHbIneil Mepe Ha 50%, HO MPEANOYTHTEIHFHO Ha
75, 90 nmm naxe Ha 99%, Kak H3MEPEHO B KOHKYPEHTHOM aHAJIM3€ CBA3BIBAHUA (CM., HampuMep, Junghans et al.,
Cancer Res. 1990: 50: 1495-1502). AnbTepHATUBHO CUHMTAETCS, YTO JBA aHTUTECHCBSI3BIBAIOIINX O€JIKa CBSA3BIBA-
IOTCSI C OTHUM H TEM JK€ DIHTOIIOM, €CJIH IO CYIIECTBY BCE aMUHOKHCIOTHBIE MyTalliH B aHTUTEHE, KOTOPHIE
YMEHBIIIAOT WIH YCTPAHSIOT CBA3BIBAHHUE OJHOTO aHTUTCHCBS3BIBAIOIICTO OCKA, YMCHBIIAIOT WM YCTPAHSIOT
CBsI3bIBaHKE APYroro. CUMTaeTCs, YTO JJBAa AaHTUTCHCBI3BIBAIOIIUX OCITKAa UMCIOT "'TIePEKPHIBAOIIUCCS SITUTOIHI ",
€CJIH TOJILKO MOJMHOXECTBO aMHUHOKHCIIOTHBIX MYTAIlMi, KOTOPBIC YMCHBIIAIOT WINM YCTPAHSIOT CBS3BIBAHHC
OJTHOTO AaHTHUTCHCBS3BIBAIOIICTO OCJIKa, YMEHBIIAIOT W YCTPAHSIOT CBS3BIBAHHE JAPYTOTO.

UToOBI ONpeeNTh, KOHKYPUPYET JIM AHTUTENO WIH €r0 aHTUTCHCBA3BIBAIOIINI TOMEH 3a CBSA3BIBAHUC C
JTAJIOHHOW aHTHTCHCBSI3BIBAIONICH MOJICKYJIOW, ONMCAHHAS BBINIEC METOAUKA CBSA3BIBAHHS BEHITIONHSCTCS B JBYX
OPHMEHTAISIX: B IIEPBOI OPHEHTAIINN ATAJIOHHOW aHTHT'CHCBSI3BIBAIOIIECH MOJIEKYJIE TI03BOJICHO CBA3BIBATH OEJIOK
MUCI16 (nmu 6emox CD3) B ycIOBHSIX HACKHIIIEHHUS C IMOCIEIYIONIECH OIEHKON CBS3BIBAHUS TECTUPYEMOTO aHTH-
tena ¢ mosekynoir MUC16 (mnmu CD3). Bo BTOpoli OpHEHTAIH TECTHPYEMOMY aHTHUTENy TO3BOJISIOT CBS3bI-
Bathcs ¢ MoJekynoi MUCI16 (mmm CD3) B ycloBHSX HACHIIMIEHUS C TIOCICAYIONICH OIEHKON CBSI3bIBAaHUS 3Ta-
JIOHHO¥M aHTUTeHCBS3BIBAIOIIEH MOeKybl ¢ MoJdekynoit MUC16 (umu CD3). Ecnu B 06enx OpHUeHTAIMSIX TOJb-
KO TiepBas (HACKIIIAONIas) aHTUTESHCBA3BIBAIOIIAS MOJIEKYJIa CIIOCOOHA CBA3BIBAThCS ¢ Mosiekynoi MUC16 (wmu
CD3), To nemaercst BBIBOM, YTO TECTUPYEMOE aHTUTENIO U ITATOHHAS aHTUTCHCBS3BIBAIOIIAs MOJICKYJIA KOHKYPH-
pyrot 3a csasbiBare ¢ MUC16 (i CD3). Kak OyneT HOHATHO CHCIHUANTKHCTY B JAHHOW OOJIACTH TEXHUKH, aH-
TUTEJI0, KOTOPOE KOHKYPHUPYET 3a CBSI3BIBAHUC C ITAJOHHON aHTHTCHCBS3BIBAIOIICH MOJICKYIIOH, HEO00S3aTSIFHO
MOJKET CBSI3BIBATHCS C TEM K€ SIHUTOIOM, YTO M STAIIOHHOE aHTUTENO, HO MOXKET CTCPUICCKU OJIOKUPOBATH CBSI-
3BIBAHKE ATAJIOHHOT'O AaHTUTEJIA ITYyTEM CBA3BIBAHHUEC TICPEKPBIBAFOIIETOCS MM CMEXKHOTO AIIHTOIIA.

[omy4yeHre aHTUTEHCBA3BIBAOIINX JOMCHOB M KOHCTPYHUPOBAaHUE OUCTICITU(PIYHBIX MOJICKYJT

AHTHTEHCBS3BIBAIONINE JOMEHBI, CelU(pUIHbIe [T KOHKPETHBIX aHTHTCHOB, MOTYT OBITH ITONYYEHBI C
TTOMOIIIBIO JIFOO0H TEXHOJOTUY TEHEPUPOBAHUS aHTHTEN, U3BECTHOW B JaHHOHW oOsacTu TexHWKH. [locne momy-
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YCHHUs, N1BA PA3HBIX AHTHTCHCBSI3BIBAIOIIMX JOMEHA, CICHU(UYHBIX JUIS JABYX Pa3HBIX aHTUTCHOB (HampuMmep,
CD3 n MUCI16), MOTyT OBITH COOTBETCTBYIOIIMM 00pa30M PACIHOJIOKEHBI OTHOCHTENIHHO APYT ApyTa JUIs MOJy-
yeHns1 Oucnenn(uIHON aHTUTECHCBSA3BIBAIOIIEH MOJIEKYJBI M0 JTaHHOMY H300pPETCHHIO C HCIIONB30BAaHHEM Py-
THHHBIX c1O0co00B. (OOCYXACHHE WILTIOCTPATHBHBIX (HOPMATOB OHUCIICITU(UIHBIX AHTUTEN, KOTOPBIE MOXHO
WCIIONIB30BAaTh JJIS1 KOHCTPYHUPOBAHUS OMCTICITU(UYHBIX aHTUTEHCBABIBAIOIINX MOJIEKYII TT0 TaHHOMY H300peTe-
HUIO, TIPUBOJUTCS B IPYTOM MecTe JaHHOTO TOKYMEHTa). B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS H300pe-
TEHUSI OIVH WK 00Jiee OTACTHHBIX KOMIOHEHTOB (HATIPHMEP, TSKEIBIX U JISTKUX LeNei) MyIbTHCIICITH(PUIHBIX
AQHTHT'CHCBA3ZBIBAIOIINX MOJICKYJ [0 JAHHOMY M300pETEHHUIO MOTyYeHBI U3 XUMEPHBIX, TYMaHU3UPOBAHHBIX HIIH
MIOJIHOCTBIO YeNoBeYeCKuX aHTuTed. CriocoObl NOTyYeHMsI TAKMX aHTHTENl XOPOIIO U3BECTHHI B IaHHOI 001acTH
TexHUKU. Hampumep, omHy wim OoJiee TSHKENBIX /WK JISTKUX Iernell OncnennUIHbIX aHTUTCHCBSA3BIBAIOIINX
MOJICKYJI TI0 JAHHOMY H300pETEHUIO0 MOYKHO TIONYYUTH ¢ UcToib3oBanueM TexHojaorud VELOCIMMUNE™, C
ncnonbzoBanueM TexHosornd VELOCIMMUNE™ (unm m1000# Apyroi TEXHOJIOTHH, TEHEPUPYIOIICH YeIoBe-
YecKHe aHTUTENNa) XUMEPHbIe aHTHTea C BBICOKUM CPOJICTBOM K KOHKpPETHOMY aHTureHy (Hampumep, CD3 wmun
MUC16) nepBoHaYaNnbHO BBLACISIOT, UMEsl BApPHAOEIbHBIH Y4aCTOK YeJIOBEKAa M KOHCTAHTHBIH YYacTOK MBIIIH.
AHTHTENIa XapaKTepU3YIOTCS M OTOMPAIOTCS II0 KEJTaeMbIM XapaKTepHCTHKaM, BKIoYas a((UHHOCTD, CENeK-
THUBHOCTB, 3MTUTOI U T.A. KOHCTaHTHBIE YYaCTKH MBIIIH 3aMEHSIOTCS JKEIaeMbIM KOHCTAHTHBIM Y4acTKOM YeJlo-
BeKa JUIsl TeHEPALUH MOJTHOCTBIO YEJIOBEUECKHX TSDKENbBIX H/MIIN JIETKUX IeTeil, KOTOPBIE MOTYT OBITh BKITFOUCHEI
B OncniennUIHbIC aHTUTCHCBSI3BIBAIOIIIE MOJICKYJIBI TI0 TaHHOMY H300pETEeHHIO.

I'eHeTHYECKN CKOHCTPYHUPOBAHHBIEC KUBOTHBIE MOTYT OBITH MCTIOJIB30BAHbI I TOTYYCHUS YEIOBEUECKUX
OucrerpUIHBIX aHTUTEHCBA3BIBAIOIINX MOJIEKYI. Hampumep, MoxeT OBITH HCIIONB30BaHA TEHETUIECKH MOIH-
(unrpoBaHHas MBI, KOTOpas HE CIIOCOOHA PEOPTaHU30BBIBATh W IKCIIPECCHPOBATh BapHAOEIBHYIO MOCIEI0-
BaTEJIFHOCTH JIETKOH IIEMH SHIOTCHHOTO0 MMMYHOTJIOOYIIMHA MBIIIH, T/I€ MBIIIb SKCIPECCHPYET TOJIBKO OIMH HIIN
JIBa BapHaOEIbHBIX JTOMEHA JETKOW IeTH YeJIOBEeKa, KOAMPYEMBIX MOCIEI0BATEIEHOCTIMI UMMYHOTIIOOYTHHA
YeloBeKa, (DYHKIIMOHAIBHO CBA3aHHBIMH C KOHCTAHTHBIM T€HOM KaIllla MBIIIA B DHIOTCHHOM JIOKYCE Karla
MbIy. Takue TeHEeTHYeCKH MOTU(DHUIMPOBAHHBIC MBIIIM MOTYT OBITH HCIIOJNB30BAHBI JUIS TOJYYCHUS IMOJHO-
CTBIO YEJIOBEUECKUX OMCHEenM(UYHBIX aHTUTCHCBSI3BIBAIONINX MOJIEKYJI, COACPIKAIIMNX JBE pa3Hble TsDKEJbIC Iie-
1, KOTOPBIE CBA3aHBI C HACHTHYHOM JIETKOH LENbio, KOTOpast COJCPKUT BapruaOenbHbIi IOMEH, TIOJy4YeHHBIN U3
OJTHOTO W3 JIBYX Pa3IMYHBIX T'€HHBIX CETMEHTOB BapHAOEIbHOIO y4acTKa JETKOW LENH YeJoBeKa. (CM., HaIlpu-
Mmep, US 2011/0195454). TepmuH "TOJTHOCTHIO YEJIOBEUECKUI" OTHOCHTCS K aHTHTENY, WA aHTUT'CHCBSI3BIBAIO-
meMy (parMeHTy, Wil ero JoOMeHy UMMYHOTTIOOYIHHA, COAepKaIIeMy aMHHOKHICIOTHYIO ITOCIIEI0BATEIBHOCTb,
konupyemyto JJHK, monydeHHo# U3 4enoBeuecKkoi mocaeoBaTeIbHOCTH, 110 BCEH UTMHE Ka)A0TO MOJUIICTITH A
AQHTHTENA UM aHTUTCHCBS3BIBAIONIECTO (hparMeHTa Wil JOMEHa ero MMMYHOTJIO00ynHHA. B HEKOTOPBIX ciydasx
MIOJTHOCTBIO YeJIOBEUECKas MOCIICAOBATEIFHOCTh MPOUCXOAUT U3 Oellka, SHAOTCHHOTO JUIA 9eJloBeKa. B apyrux
CITydasix MOJTHOCTBIO YEeTIOBEUECKHH OEJOK MM OeIKOBas IMOCIIEA0BATEIFHOCTD COACPKHUT XUMEPHYIO MOCIEI0-
BaTEJIBbHOCTD, T1€ KaXkJas KOMIIOHCHTHAs IOCJIEI0BATEILHOCTh IIOJTydeHa U3 YEIOBEYECKOH MOCIIeI0BaTEIILHO-
ctr. He Oyayun cBsI3aHHBIMH KaKoOH-1100 OJHOM TeopHeH, XMMepHbIe OSNIKM MIIH XUMEPHBIE MOCIIEI0BATEIILHO-
CTH OOBIYHO TIpeIHA3HAYEHBI JJISI MUHUMH3AIMK 00pa3oBaHUS MMMYHOT'CHHBIX SIHTOIIOB B COEIMHEHUSX MO-
CJIe/IOBATENILHOCTE KOMIIOHEHTOB, HAIIpUMeEp, 110 CPAaBHEHHIO C JIIOOBIMU yJYacTKaMH WJIM JOMEHaMH 4eJloBeue-
CKOT'0 MIMMYHOTJIOOYJIMHA IUKOTO THIIA.

BuoskBUBaNICHTEI

JlarHOe M300peTeHNe 0XBAaTHIBACT AHTUTCHCBS3BIBAIOIINE MOJICKYJIBI, UMEIOIINE aMUHOKHCIIOTHBIE TIOCIIe-
JIOBAaTEIHOCTH, KOTOPBIE OTIMYAIOTCS OT MOCIIEI0BATEILHOCTEH OMMCAHHBIX B TAHHOM JOKYMEHTE MILIIOCTpa-
THBHBIX MOJIEKYJI, HO KOTOpPBIE COXPaHSIOT crocoOHOCTh cBsa3biBaTh CD3 w/mim MUCI16. Takue BapuaHTHBIC
MOJIEKYJIBI MOTYT COZIEPKaTh OTHY WK OoJiee BCTABOK, JENEIMA WM 3aMEH aMHHOKHCIIOT 10 CPaBHEHHUIO C HC-
XOJHOHM IIOCIIEOBATEIHHOCTHIO, HO TPOSBIAIOT OMOJIOTHYECKYIO aKTHBHOCTH, KOTOpas IO CYIIECTBY KBHBA-
JICHTHA aKTHBHOCTH OMUCAHHBIX OUCTICIU(PUYHBIX aHTUTCHCBI3BIBAIOIIIX MOJICKYIL.

JlanHOEe M300peTeHNe BKIIIOYACT aHTHI'CHCBSI3BIBAIOIINE MOJICKYJIBI, KOTOPbIE SBISFOTCS OMOIKBHBAJICHT-
HBIMH JIFOOBIM U3 MPHUBEIICHHBIX B KAYECTBE MPUMEPa aHTUTCHCBA3BIBAIONINX MOJICKYJIaM, ONIMCAHHBIX B TAHHOM
JIOKyMeHTe. J[Ba aHTUTCHCBS3BIBAIOIINX O€Ka WM aHTUTENAa CUUTAIOTCS OMOIKBHBAJICHTHBIMH, CCIIU, HAIPH-
Mep, OHHU TIPEJCTABIIIOT cO00H (papMalieBTHYECKE SKBUBAICHTHI MM (hapMalleBTHYECKHE aJbTePHATUBBI, Ubs
CKOPOCTb U CTEIICHb a0COpOLMH HE MPOSBIIIOT CYIIECTBEHHOHW pa3sHMIBI MPU BBEACHHH B TOH K€ MOJSIPHOM
JI03€ B aHAJIOTHYHBIX YKCICPUMEHTANBHBIX YCIOBHAX, KaK B Pa30BOH /03€, TAK U MHOTOKpATHOH mo3e. Hekoro-
pBIE aHTUTEHCBSA3BIBAIOIINE OENKH OyIyT CUNTATHCA HSKBUBAICHTAMH WIH (hapMalleBTHYECKUMH aJbTepHATHBA-
MU, €CJIM OHHM SKBUBAJCHTHBI IO CTENEHH WX a0COpOIMH, HO HE MO CKOPOCTH MX abCOpOIHU, M BCE K€ MOTYT
CUNTATBCA OMOIKBHBAJCHTHBIMH, IIOCKOJIBKY TaKHE PA3MUUs B CKOPOCTH abCOpOLNH SIBISIOTCS MpeIHAMEPEH-
HBIMH M OTPa)XaloTCsS B MapKHPOBKE, SBISIOTCS HE CYIIECTBEHHBIMHU JJIS AOCTIKCHHS ((EKTHBHBIX KOHIICH-
Tpauuil JIEKapCTBEHHOTO CPEICTBa, HAPHMEP, NMPH XPOHUYECKOM MPUMEHEHUH, U CYUTAIOTCS C MEIUIIMHCKON
TOYKH 3PCHUS HE3HAYMMBIMH 11 KOHKPETHOTO HUCCIIEAYEMOTO JIEKapCTBEHHOTO ITPOIYKTa.

B onHOM BapmaHTe peanuzaluu TaHHOTO M300pETEHHMs J1Ba aHTHI'CHCBS3BIBAIOIINX OeJKa SIBISIOTCS OHO-
SKBUBAJICHTHBIMH, €CJIM HE CYIIECTBYET KIMHMYECKN 3HAYUMBIX pa3inuuii B X 0€30I1acHOCTH, YUCTOTE U (-
(heKTUBHOCTH.
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B oxgHOM BapumaHTe OCYILECTBIICHHUS M300pPCTCHUS JBa aHTUTCHCBSI3BIBAIONINX OCIKA SBISIFOTCS OMO3KBU-
BaJICHTHBIMH, €CITU MAIUCHT MOXET IEePEKIII0YaThCs OJUH WM OoJiee pa3 MEXIy ITAJOHHBIM IPEHapaToM U
OMOJIOTUYECKIM TIperapaToM 0e3 0’KHIAaeMOT0 YBEITUYCHHS PHCKa HeOIaronpusaTHEIX 3P GEeKTOB, BKIIIOYAs KITH-
HUYECKH 3HAYNMOE W3MEHEHHE MMMYHOTEHHOCTH WJIM YMEHBUICHHYIO 3(Q(EKTHBHOCTH IO CPaBHEHHUIO C IIPO-
JTOJDKATOIICHCS Teparueld 6e3 TaKoro MepeKITIOYCHISL.

B omgHOM BapmaHTe OCYIIECTBIICHHS M300pPETCHUS JBAa aHTHUTCHCBS3BIBAIONINX OEJKa SBISIOTCS OMOIKBH-
BaJICHTHBIMH, €CITH 00a OHU JEHCTBYIOT IO O0IIEeMy MEXaHM3MY WJIM MEXaHH3MaM JEHCTBUS IS YCIOBHUS WIIN
YCJIOBUH NIPUMEHEHHUS B TOM Mepe, B KOTOPOW TaKhe MEXaHU3MbI U3BECTHBI.

BrosKkBUBaICHTHOCTH MOKET OBITH MPOJEMOHCTPUPOBaHA CIIocobamH in vivo | in vitro. Mi3mepenus Guo-
9KBHUBAJCHTHOCTH BKJIIOYAIOT, HATIPUMED, (a) TECT in Vivo y JIOJCH WIH JPYTUX MIICKOMHUTAIOUINX, B KOTOPOM
KOHIICHTPAIUS aHTUTENA M €r0 METaO0OJIMTOB U3MEPSICTCS B KPOBH, ITUIa3Me, CHIBOPOTKE HIIH JPYTo¥ OHOJIOTH-
YeCKOM JKUIKOCTH Kak (pyHKuus BpeMeHH; (b) TecT in vitro, KOTOPHIH OB KOPPEIMPOBaH C JaHHBIMH H JIOCTO-
BEPHO MPOTHO3HUPYET JaHHBIC OMOJOCTYITHOCTH y YEIOBEKa in Vivo; (C) TECT in Vivo y OJCH WITH APYTUX MIIe-
KOTIMTAIOIINX, Y KOTOPBIX COOTBETCTBYIOIIUI OCTPBIA (hapmakoimornyeckuil d3pGexT aHTuTena (WiIH ero IeiH)
n3MepsieTcs kak GyHkmus BpeMmeHu; 1 (d) B XOpoImo KOHTPOJIUPYEMOM KIIMHUYECKOM HCCIIEIOBaHUHU, KOTOPOE
yCTaHaBJIMBaeT 0€30MacHOCTh, YQPEKTUBHOCTD WM OHOMIOCTYITHOCTD MM OMO3KBHUBAJICHTHOCTh AHTUTCHCBSI3BI-
BaIOMIETo OemKa.

BuoskBHuBaNeHTHBIE BapHaHTHl WUTIOCTPATHBHBIX OMCHEIM()UIHBIX aHTUTEHCBSI3BIBAIOIINX MOJEKYH, H3-
JIOXKCHHBIX B HACTOSIIEM JOKYMEHTE, MOTYT OBITh CKOHCTPYHPOBAHBI, HAIPUMEp, IyTeM OCYIIECTBICHUS pa3-
JMYHBIX 3aMEH OCTATKOB WJIM TOCIEIOBATSIFHOCTEH WM yNaIeHUs] KOHIEBBIX WIM BHYTPEHHUX OCTAaTKOB WM
MOCJIEIOBATENEHOCTEH, HE HEOOXOAUMBIX Il OMOJIOTHYECKOM aKTHBHOCTH. Hampumep, OCTaTKu IHCTEHHA, KO-
TOpBIC HE SBJSIFOTCS CYIIECTBCHHBIMU Ui OHMOJIOTMYCCKONH aKTHBHOCTH, MOTYT OBITh yIAJCHBI MM 3aMCHEHBI
JPYTUMU aMHHOKHUCIIOTAMH, C IIETbI0 MPEJOTBPAICHUS 00pa30BaHUs HCHYXHBIX WM HEKOPPCKTHBIX BHYTPH-
MOJICKYJISIPHBIX TUCYIIb(UIHBIX MOCTHKOB TIPY pEHATYpAIlMH. B Ipyrux KOHTEKCTaX OMOIKBUBAJIICHTHBIC aHTH-
TCHCBS3BIBAIONINE OCIKU MOTYT BKIIFOYATh BapHAHTHl MIUTFOCTPATUBHBIX OUCTICHU(MUYHBIX aHTUTCHCBSI3HIBAIO-
IIUX MOJIEKYJ, U3JI0’)KEHHBIX B JAHHOM JTOKYMEHTE, COJEpIKAIIe aMIHOKHICIOTHBIE 3aMEHBI, KOTOPBIE MOIU(H-
MUPYIOT XapaKTEPUCTUKH TTTUKO3MIUPOBAHUS MOJIEKYJ, HATIPUMEDP, MyTalllH, KOTOPBIE YCTPAHSIOT WIIN YOAJSIOT
TJINKO3UIINPOBAHHE.

CeNneKTHBHOCTB BUIOB U MEPEKPECTHASI PEaKTUBHOCTH BUIOB

B cooTBeTcTBHMU ¢ HEKOTOPHIMH BapHaHTAMH OCYIIECTBICHUS M300pETCHUS MPEIIOKEHBI aHTUTCHCBS3EI-
BaIOIIIME MOJIEKYJIBI, KOTOpbIe cBs3bIBatoTcsi ¢ CD3 uenoBeka, HO He ¢ CD3 ot apyrux BuaoB. Takxe mpenoc-
TaBJICHBI AaHTUT'CHCBS3BIBAIOIINE MOJICKYIIBI, KOTOphIe cBsi3biBatoTcss ¢ MUC16 uenoBeka. [lanHoe M300peTeHMe
TaKXkKe BKIIIOYACT aHTUT'CHCBS3BIBAIOIINE MOJICKYIBI, KOTOphIe cBs3biBatoTcs ¢ CD3 uenoBeka u ¢ CD3 omHOTO
Wi 0ojiee BUAOB, OTIMYHBIX OT YEJIOBEKA; /WM aHTHI'CHCBS3BIBAIOIINEC MOJCKYJIBI, KOTOPBIC CBSA3BIBAIOTCS C
MUC16 uenoBeka.

B cooTBeTCTBHU C HEKOTOPHIMH HJUTIOCTPATHBHBEIMH BapHUAHTAMHU OCYIIECTBICHUS H300PETCHHS MPEIIO-
JKCHBI aHTHUTCHCBS3BIBAIOIINE MOJICKYJIBI, KOTOpEIe cBsa3biBatoTcs ¢ CD3 uvenoseka n/mnmm MUC16 yenoBeka u
MOTYT CBSI3BIBATHCS WM HE CBS3BIBATHCA, B 3aBHCHMOCTH OT OOCTOSATENBCTB, ¢ ogHMM min 6oiee CD3 w/mmun
MUCI16 mpIH, KPBICH, MOPCKOW CBUHKH, XOMSKA, NMECYaHKH, CBHHBH, KOIIIKH, COOAaKM, KPOJMKA, KO3bI, OBIIBI,
KOPOBHI, JIOIIAAX, BEpOII0oa, IBAHCKOTO MaKaKa, MapTHIIIKH, pe3yca Win muMian3e. Hampumep, B KOHKPETHOM
IpUMepe OCYIIECTBICHUS JAHHOTO M300pETeHHUS MPEIUIOKEHBl Oncnenn(uIHble aHTUTCHCBSI3BIBAIONINE MOJIC-
KYJbI, COJIEpIKallie TepBhI aHTUTEHCBS3BIBAIOIINNA TOMEH, KOTOpbIi cBs3biBaeT CD3 uenoBeka m CD3 sBaH-
CKOT'0 MaKaka, i BTOPOW aHTUTCHCBA3BIBAIOIIUI TOMEH, KOTOPHIH crieruduyuecku cBs3biBacT MUC16 genoBeka.

KonrproraTel antuTeno-nekapcrsenHoe cpeactso (ADC)

JlanHOE M300peTeHne 00eceunBacT KOHBIOTAThl AaHTUTENO-IeKapcTBeHHOE cpeacTBo (ADC), comepkarue
aaTH-MUC16 aHTUTENO WIN ero aHTHI'CHCBS3BIBAIOMINN (DparMeHT, KOHBIOTUPOBAHHOE C TEPANICBTUIECKON MO-
JICKYJIOH, TAaKOW KaK MUTOTOKCHYCCKHH arcHT, XUMUOTCPATICBTHYCCKHUI MpenapaT, AMMYHOICIIPECCAHT U pa-
auousoron. B obmux veprax, ADC conepxut: A-[L-P],, rae A npezacraBiseT coOOH aHTUI€HCBA3BIBAIOLIYIO
MoJIeKyiTy, Hampumep, antu-MUC16 antuTeno win ero (parMeHt (Hampumep, (pparMeHt, coaep amui Imo
Mmenbineir mepe HCDR3, BeIOpaHHbIH 13 110001 M3 aMHUHOKUCIOTHBIX TocnenoBareinpbHocTeit HCDR3, mepeunc-
NeHHBIX B Tabm. 1), L mpeacrapnser coboit muHkep, P mpeacTasisier co60i MONE3HYI0 HATPY3KY WIIH TePaTieBTH-
YeCKYIO YacTh (HampuMep, IUTOTOKCHYIECKUI areHT), a y MpeacTaBiseT coboi menoe uncio ot 1 o 30. B paz-
JUYHBIX BapuaHTax ocymiecTBieHnus n3ooperenus, ADC conepxut antu-MUC16 aHTHTENO WM €r0 aHTUIeH-
CBs3BIBAfOIINN (parMeHT, kotopoe conepkut CDR HCVR u LCVR, umerorrie aMAHOKUCIIOTHBIE TIOCIIEA0Ba-
tensHOcTH SEQ ID NO (Hanmpumep, SEQ ID NO: 2 u 10) nepeuncieHHbsle B Ta0J. 1, WM KOHKPETHBIE ITapbl
HCVR/LCVR (#anpumep, SEQ ID NO: 2/10). B nHekoropsix ciydasx antu-MUC16 anturteno wimm ero ¢par-
MeHT coziep:kuT CDR ¢ amunokucnotHsiMu nociegoatensHoctaMu SEQ ID NO (nampumep, SEQ ID NO: 4-6-
8-12-14-16), npuBeneHHbIMu B Tabu. 1. B Hexkotopsix cinydasx antu-MUC16 aHTHTENNO0 MM €ro (hparMeHt co-
nepxxut HCVR u LCVR, umeronme amunokuciaotusie nociegopareabHoctu SEQ ID NO (mampumep, SEQ 1D
NO: 2 u 10), npeacrasieHHbIe B Ta0I. 1, WK Mapbl KOHKPETHBIX aMUHOKHCIOTHBIX TIOCIIEOBATEIILHOCTEH (Ha-
npumep, SEQ ID NO: 2/10). B HekoTopsix ciydasx aHTH-MUC16 aHTHTEN0 MpenCcTaBiIseT co00i aHTUTEIO FITH
AHTUTCHCBS3BIBAIOIINN (PparMeHT, koTopoe cBs3biBaeTcs ¢ MUC16 dyemoBeka B OJJHOM WK OOJiee U3 MATH MEM-
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OpanHO-npokcuManbHEIX JoMeHOB SEA MUC16 dyenoBeka, COOTBETCTBYROMUX ocTatkaM 13791-14451 SEQ ID
NO: 1899. B Hexotophix cinydasx anHTU-MUC16 aHTHUTENIO0 MpencTaBiseT coOO aHTUTENO WM aHTHTCHCBSI3BI-
Baromui gparment, kotopoe cBsazpBaeTcss ¢ MUC16 denoBeka B octarkax 13810-14451 SEQ ID NO: 1899. B
HEKOTOPBIX ciydasx aHTH-MUC16 aHTHTEN0 TpeACTaBIsIeT COO0M aHTUTENO WM aHTUTCHCBI3BIBAIOIINN (par-
MEHT, KOTOpOoe CBs3bIBaeTcs ¢ Jro0bM n3 Heckobknx SEA1, SEA2, SEA3, SEA4, SEAS, SEA6, SEA7, SEAS,
SEA9, SEA10, SEA11, SEA12, SEA13, SEA14, SEALS umn SEA16 MUCI6 genoBexka.

[{uToTOKCHYECKHE areHTHl BKIIOYAIOT JIFOOOH areHT, KOTOPHI ABISETCS BPEIHBIM JJIS POCTa, KU3HECIIO-
COOHOCTH WJIM Pa3MHOXKCHHS KJIETOK. AHTHI'CHCBSA3BIBAIOIINE MOJICKYJIBI WIM aHTUTENA 110 JaHHOMY H300peTe-
HUIO OCTABISIIOT 3T HUTOTOKCUYECKUE areHThl, Ha3bIBaeMble B JAHHOM JOKYMEHTE "TOJe3HBIMU Harpy3kamu',
B KJICTKH-MHUIIICHH.

[IpuMepsl MOAXOAAIUX TUTOTOKCHICCKAX areHTOB M XMMHUOTEPANICBTHUYCCKUX arcHTOB JJIsi 00pa3oBaHUS
ADC u3BeCTHBI B JaHHO 00JaCTH TEXHUKH.

[Ipumepsl MOAXOIAMIUX HUTOTOKCUUECKUX areHTOB M XHUMHOTEPAIIEBTUYECKUX areHTOB, KOTOPHIE MOTYT
OBITh KOHBIOTHPOBaHBI ¢ aHTU-MUC16 aHTHTENIaMU B COOTBETCTBHHU C 3TUM acICKTOM JAHHOTO H300peTCHUS,
BKITIOUAIOT, HanpuMmep, 1-(2-xmopatwn)-1,2-gumerancynbonunruapasun, 1,8-murunpokcu-ourukio[7.3.1]tpu-
neka-4,9-nueH-2,6-queH-13-oH, 1-geruaporecTocTepoH, S-propypammi, 6-MepKanTomypHH, 6-THOTYaHWH, 9-
aMHUH-KaMOTOTEIMH, aKTHHOMHIWH D, aMaHWTHHBI, aMHHONTEPHH, aHTYWIUH, AHTPAIWKINH, aHTPaMHUIIMH
(AMC), aypuctaTuHbl (MOHOMETWIIOBBIN aypuctatid E wim MoHOMeTHn aypuctatuH F), GineoMuiind, OucyIb-
(haH, MacIIHYIO KHUCIIOTY, KaIMXCaMHUIIMHbI, KAMITOTCIINH, KADMHUHOMHIIMH, KAPMYCTHH, KEMaJOTHHEI, IHCILIA-
THH, KOJXHUIMH, KOMOpeTacTaTuHBI, HukiIodochamua, nutapabuH, IUTOXANA3WH B, TaKTHHOMHINH, TayHOPY-
OunuH, jaekapOa3vH, AMANCTOKCHUIICHTIIIIOKCOPYOUIMH, TUOPOMOMAHHUTON, TUTHAPOKCH AHTPAIlUH JHAOHA,
JIUCOPA30JIbI, TONACTATHH, JOKCOPYOHIINH, NYOKAPMHUIIMH, SXUHOMHUIIUHEI, 3JICYTePOOUHBI, SMETHH, TOTHIIOHBI,
ACIEpPaMUIIUH, 3CTPaMyCTHHBI, OPOMUA STHIUS, 3TOMO3UA, (HTOPYPALMIEI, TeIIaHAMUIMHEI, TPaMUIMIUH D,
TJIIOKOKOPTUKOUABI, UPUHOTEKAHBI, JIEITOMUIMHBI, JIEHPO3UHbI, JIugokanH, JoMmycTuH (CCNU), maiiTaHCHHOU-
JIBI, MEXJIOPATaMUH, Mel(ariaH, MEPKaTOYPHUHBI, METONITEPUHBI, METOTPEKCAT, MUTPAMUIIMH, MUTOMUITUH, MH-
TOKCAHTPOH, N8-aleTms CepMUANH, NONO(UITIOTOKCHHBL, TPOKAaWH, MPOIPAHOJION, NTSPUINHEI, TTHPOMHUIIIH,
PHU30KCHHBI, CTPENITO30TOLNH, TAJUIMCOMHUIIMHEI, TAKCOJ, TCHOTO3U, TeTPaKauH, THO3MA XJIopaMOyImiI, ToMaii-
MUIIMHBL, TOTIOTEKAHBI, TyOyTH3UH, BUHOIACTHH, BUHKPUCTHH, BUHJC3UH, BHHOPEJIOMHBI M TIPOU3BOAHEIE JIF000-
TO U3 BBIIICTIEPEUHCIICHHOTO.

B cooTBeTcTBHEM ¢ HEKOTOPHIMH BapHaHTaMHU OCYIIECTBICHHUS M300pETEHISI IUTOTOKCHYECKHH areHT, KO-
TOpbIN KoHBbIOTHPOBaH ¢ aHTU-MUC16 aHTHTEIOM SBISIETCS aypUCTATHHOM, TAKUM KaK MOHOMETHIIOBBIH aypH-
cratniH E (MMAE) wimu moHometwioBbiii aypucrtatu F (MMAF), TyOynusunoM, takum kak TUB-OH wnm
TUB-OMOM, npou3BOIHBIM TOMaMUIIMHA, IPOU3BOIHBIM JI0JIACTATUHA UM MeHTaHCHHOUAA, TakuM Kak DM 1
wit DM4. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS M300PCTCHUS IIMTOTOKCUYCCKUI areHT MpPEJCTaBIIET CO-
0011 MeliTaHCHHOM ], UMEIOIINH CTPYKTYpY dopmynsl (I), Bkitouast crepeonzomMepsl coetnHeHui popmyist (I):

®opmyna |
1 OCH; CHy

H o
RS
' cHs P 7
Lo )
HyC" N NS0k,

CH, o HL &

HQN*ATN ~=0

O CH,
rjae A mpeacTaBisieT co00H apuiIeH WITH TeTepOoaprIeH.
B HekoTOpBIX BapHaHTax OCYIIECTBICHUS U300peTeHUS A TIpencTaBisieT cO00H NMBYXBAICHTHBIA paauKall
OeH3oJ1a, MUPUANHA, HadTATHHA WK XUHOJIOHA, KOTOPBIE HE00A3aTEIhHO 3aMEIICHBI.
B HEKOTOpBIX BapHaHTax OCYIIECTBICHIS H300peTeHUs, A TIPECTaBIIIET COOOH apHIIeH.
B HEKOTOpBIX BapHaHTax OCYIIECTBICHUS H300pEeTeHUS, A TIpeCTaBiIsIeT coO0i

{R"), (R
- -IN
AR
=T B

’
rac:
1 o
R’ me3aBucumo npeaAcTaBJIsACT co00ii B KaXI0M CJiydac aJiKWJi, aJIKCHWJI, aJIKUHWJI, apuJl, aJiIkapuii, apai-

O
_g_om.«% wiwsggg;:gﬁ ngRA
KHJI, TAJIOTEH, TETEPOApPHII, TETEPOIMKIOATKII, THAPOKCII, IHAHO, HUTPO, ’ ’
WITH a3uI0,
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rae R npeacraBiser co60it aKuiT WIH FeTepOaTKHIL;

N MpeacTaBIsIeT co00# menoe uucio ot 0 1o 4;

m mpeacTaBiseT coboit menoe yucio ot 0 1o 3;

p TpeAcTaBIsIeT co0oi 1enoe yucio ot 0 10 6; u

q mpeAcTaBIsieT coboi nenoe yrcio ot 0 g0 5.

B HEKOTOpHIX BapHaHTaX OCYIIECTBICHUS TAHHOTO M300peTeHHs coenuHeHne Gopmynsl | BEIOMpaioT u3
TPYIIIbI, COCTOSIIEH U3
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LA

HaN O CHs O HaC
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~NH 0 O

u .
B onHOM BapmanTe ocymiecTBIEHUS U300peTeHws, coenuuenne popmyisl (I) mpeacraBnseT coboi

H,C™ . “QCH.
HaM 3 3 2
2 CH, o HL &
b, AN
L
T i
O CHs

B HekOoTOpHIX BapuaHTaX OCYIICCTBICHUS H300peTeHMs, MeHTaHCHHOUA PopMyIHl (I) KOHBIOTHUPYIOT ¢
aHTH-MUC16 aHTHUTENIOM MW aHTUTCHCBSA3BIBAIOIIEM (parMeHTOM 4Yepe3 JIMHKep, Kak Toka3aHo B GopMy-
ne (IA), amxke.
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A mipencTaBisieT co00# apuiIeH HITH TeTepoapriieH, Kak 00CyKJaI0Ch BBIIIE B CBs3U ¢ popmyioit (I);

L npencrasnsier coboit muHKEp;
BA npencraBnsier co6oii anTu-MUC16 aHTHTEN0 WK €T0 aHTUTSHCBA3BIBAIOIINN (parMeHT; U
k mpeacrasnser coboii nienoe uucio ot 1 g0 30.
}:Ii .
. -3-SP-AAT-AAZE-
B pasiuyHbIX BApUAaHTAX OCYLIECTBIEHHUs U300peTeHus, L npencrapiser coboi = =
rae SP npencraBiseT coboii creiicep;

{ MpencTaBisieT coooi omuy ninu 6oiee cszei ¢ anTu-MUC1 6 anTuTeI0M Wil €ro (hparMeHToM;
AA! MIPEACTaBIsAET COOON aMUHOKHCIIOTY; U
AA? MPECTaBIsACT COOOU aMHHOKHUCIIOTY.

B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUS W300pETCHHS, AA'-AA® npeJcTaBIseT co00il  BaWH-
UUTPYJUIMH, UUTPYJUTMH-BAJIHH, JTU3UH-(QCHUIATAHUH, (CHUIATAHWH-IN3WH, BaJWH-aClapardH, aclapariH-

BaJIH, TpCOHUH-acCllaparvuy,

acraparuH-TpCOHUH,

CCpUH-acniaparv,

acraparmH-CCpuH,

(eHnnananuH-

acriaparuH, aCHapaI‘I/IH-(l)GHI/IJ'IELHaHI/IH, neﬁuHH—acnaparHH, aCHapaI‘HH-HGﬁHPIH, I/I3OJ'I€I7[HI/IH-&CH3P&I‘HH, acrapa-

THH-U30JICHITNH,

TJIMIUH-acraparvuy,

acraparuH-rJniuH,

TIIyTaMUHOBAasA KHUCJIOTa-acliaparvuy,

acraparvH-

TIIyTaMHHOBAasi KUCJIOTA, IMTPYJUIMH-aCTIaparuH, aclaparuH-IUTPYIUINH, ajJaHWH-acllapardH WM aclaparvH-

aJNaHWH.
B HEKOTOpBIX BapHaHTax OCYIIECTBICHUS n300peTeHus, SP mpencrapiseT coooi
O O
' ] H 5
2] N=(cHp), AL AL N—(cha N
X s
0 Wi
rae

? npeacTaBiseT coooit cBsa3b ¢ aHTU-MUC1 6 anTHTEI0M WK €r0 PparMeHTom; u
b npexncrasinsier coboii nienoe yucio ot 2 1o 8.
B npyrux BapmaHTax ocylecTBieHus n3ooperenus L npeacrasiser codoi

O‘#,NHQ
NH
0
f Oy ©
a[[ Nere N I
J TR
o
o0 HiC™ “CH, I
O _NH,
NH
. i
| s 0
Y H
A N—(CHQ},&«NJL»—NR P .
A En ]
o HaC” ™ CHa
rac

g npeacTaBisieT codoi cBsi3b ¢ aHTH-MUC16 aHTHTENIOM WM ero (hparMeHTOM; U

-4 -



039842

b npexncrasnsier coboii nenoe yucio ot 2 1o 8.

B oxHOM BapuanTe ocymiecTBiIeHUs n300peTenust, coenuaenne popmyisl (IA), Bkirouas IMHKEpP, KOTOPBIHA
cBs3piBaeTcs ¢ aHTH-MUC16 aHTHUTEIOM WIIH €T0 aHTHTEeHCBS3BIBAIOIINN ()parMeHT, MPEACTABIAET COOOM

; M
H ﬁ_}l’,"i S?OC::'J f 3

rac
I

"g_ npeacTaBiseT coboit cBsa3b ¢ aHTU-MUC16 anTuTenoMm wim ero parMeHToM. B HEKOTOPBIX clydasx
3TOT (PparMeHT Ha3bIBaloT "coeauaenneM 10",

B onHOM BapmaHTe ocymiecTBiIeHHS n300peTeHust coequnerne Gopmynsl (IA), BKiIodast TMHKEP, KOTOPBIA
cBs3piBaeTcs ¢ aHTH-MUC16 aHTHTEIIOM MITH €r0 aHTHUT €HCBSI3BIBAIOLINM (PparMeHTOM, MPEACTABISET COOOM:

rac

? npeacraBiseT coboit cBs3b ¢ aHTH-MUC16 anTuTeNnoM win ero pparMeHToM. B HEKOTOPBIX cirydasx
3TOT (PparMeHT Ha3bIBaIoOT "coeauHeHneM 60",
B HEKOTOpBIX BapHaHTax OCYIIECTBICHUS W300pPETEHHs IUTOTOKCHMYECKUH areHT MpeCTaBisieT COoOOi

MeHWTaHCUHOM, UMEIOINH cTpyKTypy dopmyisl (11), Bkiarouas crepeonsomepsl coenuaennii popmysnst (11)
®opmyna 11

rae

Aj, TipeacTaBisieT co00M aMHHOKHUCIIOTY, TENTHT, UMEIOIni 2-20 aMUHOKHCIIOT, alTKWJI, aKUHJI, aIKSHWUT,
MUKJIOANKHI, apuil, Tetepoapwi, rerepormkimi, -CRsRg-, -O-, -C(=0)-, -O-C(=0)-, -C(=0)-0-, -0-C(=0)-0O-,
'C(:O)'(CHx)pl'a 'C(:O)'O'(CHx)pl'a '(CHx)pl'C(:O)'a '(CHx)pl'C(:O)'O'a '(O'(CHZ)pZ')p3's ((CHZ)pZ'O'))pTa
-C(=S)-, -C(=S)-S-, -C(=S)-NH-, -S-C(=S)-, -S-C(=S)-S-, -S-, -SO-, -SO,-, -NR;-, -N(R4)-C(=0)-N(Rg)-,
-N(Ry)-C(=0)0-, -N(Ry)-C(=0)-, -C(=0)-N(Ry)-, -C(=0)-N(R4)-C(=0)- mmu -O-C(=0)-NRy-, rie ankui, aiku-
HUJI, aIKCHII, UKIIOATKII, AP, TeTePOapIil U TETEPOIMKITIII HEOOS3aTeIbHO 3aMEIICHEI; 1

pl, p2 u p3 xaxnaplil He3aBucUMO paseH 0 iy nexomy uuciy ot 1 go 100;

x paeH 0, 1 unu 2;

R4, Rs, Rg 1 Rg kakpIii He3aBUCUMO TpeCcTaBisieT co0oil H win 3aMeIeH bl Wi He3aMelleHHBIN: aJl-
KWJI, aTIKSHWJI, aJIKUHUIT, apWJI, TETEPOAPIIT WA TETEPOIMKIIHI; 1

Ry, pencTaBiseT coO0i 3aMeIIeHHBIA WM He3aMEeIEHHBINA: KW, AIKSHIIT, aTKHHUII, apyil, TeTEPOapIl
WA TETESPOITUKIIHIL.

B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS JaHHOTO M300peTeHus coeauaenne Gopmynsl (1) BeIOuparoT u3
TPYIIIbI, COCTOSIIECH U3
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O CH,

B OJHOM BapHUaHTC OCYLICCTBIICHUSA I/I306peTeHI/IH COCOAUHCHUC (1)0pMYJ'II)I (H) MpCACTaBJIACT coboit
{.H
Y ,\\f/\ 2

CH,
O f‘“‘“‘fz
HoCo N )
CHs CHy O HaC
HN N
, N Ao
0 CHs

B HexoTophIX BapmaHTaxX OCYyIIECTBIECHHS H300peTeHus, MeitaHncuHoua (opmynsl (1), KOHBIOTHPYIOT C
antn-MUC16 aHTHTEIOM WM aHTHICHCBS3BIBAIOIINM (parMEeHTOM uepe3 JIMHKEp, KaK MOKa3aHo B (opmyie

(ITA), Hixke:
®opmyna [TA
BA—F:— A —Wi—X -A i
3T ATW TR —AY
Ry Réa
a
rae

BA npencrasisier co6oit antu-MUC16 aHTUTENIO MIIM €0 aHTUTeHCBA3BIBAIOIINI (hparMeHT;

a mpeJcTaBisieT coboit memoe gucio ot 1 mo 30;

7, TIPEICTaBIsAET COOOH CIEMYIONIYIO CTPYKTYPHYIO GOpMYNY: -Zya-Zog-Zoc-Zop, TAE B KAXKIAOM Zya, Zog,
Zyc ¥ Zyp HE3aBUCUMO OTCYTCTBYIOT, aMHHOKHCIIOTA, MENTUA, UMEIOINHA 2-20 aMUHOKHUCIIOT, aJIKWJI, aJKUHUIL,
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QNKCHWI, IUKIOANKWI, apui, rerepoapmi, rerepouukiwi, -CR;R¢-,-0-, -C(=0)-, -O-C(=0)-, -C(=0)-0O-,
-0-C(=0)-0-, -C(=0)-(CH,),1, -C(=0)-O(CH,),i, -(CH)p-C(=0)-, ~(CH)p-C(=0)-0-, «(O~(CH,)p-)pa-,
-((CHp)p2-O-)p3-, -C(=S)-, -C(=S)-S-, -C(=S)-NH-, -S-C(=S)-, -S-C(=5)-S-, -S-, -SO-, -SO,-, -NRy-,
-N(R4)-C(=0)-N(Rg)-, -N(R4)-C(=0)O-, -N(R4)-C(=0)-, -C(=0)-N(Ry)-, -C(=0)-N(R4)-C(=0)-, -O-C(=0)-N(Rq),

b é l

M [/ S

i N}‘

-O-C(=5)-N(Ry)-, -C(=5)-N(Ry)-, -N=C=S, -N=C=0, © wm O /

A mpexcTaBisieT co00i TPUPOJHYIO MIM HENPUPOJHYI0 aMMHOKHCIOTY WJIM IENTHJ, coaepkammid 2-20
AMUHOKHCIIOT;

W npencrasnser coboit -O-, -S-, -CRsR¢- mmu -NRy-;

X mpencraBiser co0oi apwiI, TeTepoapril, MUKIOATKII HITH TeTEPOLUKIHI, TIC apyJl, TeTePOaPHII, IUKIO-
AJKWJI ¥ TETEPOIHKIIAIT HE00S3aTeIFHO 3aMeIIeHBI;

rae A;, Az u Ry, xaxaplii HE3aBUCUMO TPEICTABIIIOT COOOW aMWHOKHUCIOTY, TENTHI, UMeronui 2-20
AMHUHOKHUCIIOT, AJIKWJ, ANKHHWI, aJKCHWI, IUKIOANKWI, apwi, rerepoapmi, rerepounkiami, -CRsRg-, -O-,
-C(=0)-, -0-C(=0)-, -C(=0)-O-, -O-C(=0)-O-, -C(=0)-(CHy)y-, -C(=0)-O-(CHy)pi-, -(CHy)p1-C(=0)-,
«(CHy)p1-C(=0)-0-, -(0-(CHz)p2-)p3-, ~((CH2)p2-0-)p3-, -C(=S)-, -C(=S)-S-, -S-C(=S)-, -C(=S)-NH-, -S-C(=5)-S-,
-S-, -S0O-, -SOx-, -NR4-, -N(Ry)-C(=0)-N(Rg)-, -N(R4)-C(=0)O-, -N(R,)-C(=0)-, -C(=0)-N(Ry)-, -C(=0)-N(R4)-C(=0)-
i -0-C(=0)-NRy-, T1ie aNKui, alKuHWI, aTKSHII, ITUKIOATKII, apyil, TETePOapmI M TeTEPOIMKINI Heo0s3a-
TEJNBHO 3aMEIICHEL,

Ry BBIOpan u3 rpymmsl, coctosmei u3 O, S, NR g u CRsRg;

Rig BBIOpaH U3 TpymIsl, cocTosmiel u3 H, ankuna, amkuHIIa, aTKeHUIIA, [IUKIIOATKWIA, apria, TeTepoapu-
Ja, TETEPOIMKIIAIA U alliia, TJIC aKW, aJKUHUI, ajJKCHUJ, MUKIOANKHI, apuil, TeTePOapHi, TeTCPOIIUKIAI U
Al He00S3aTeIBHO 3aMEIIICHBL,

R4, Rs, Rg 1 Rg kakpIii He3aBUCUMO TpeCcTaBisieT co0oil H win 3aMereH bl NI He3aMeleHHBIN: aJl-
KWJI, QIKSHWT, aTKHHWII, apUII, TETePOAapHII FITH TETEPOLIMKIII,

Ry, sBIIACTCS 3aMEIIEHHBIM WM HE3aMEIICHHBIM: aJIKWJI, AJIKCHUII, aJIKHHUII, apwil, TeTepoapuil Wil reTe-
POLIKIIVI;

P1, P2 ¥ p3 Kaxaplil He3aBucuMO paBeH 0 win rieomy guciy ot 1 mo 100; u

x paseH 0, 1 wmm 2.

B nexoTophIx BapuaHTax ocymectBieHus popmyist (IIA), A npencrasiser co0oi nmenTua, BEIOPaHHBIH U3
TPYIIEI, COCTOSINEH W3 BaIWHA-NUTPYIUIMHA, IUTPYJUIHHA-BAIWHA, JTU3WHA-(DEHUIANAHUHA, (peHMIaTaHWHA-
JU3WHA, BallMHA-acllapardHa, acliapardHa-BaJMHA, TPCOHWHA-acMaparvHa, aclapardHa-TPeOHHMHA, CepHHa-
acrmaparuHa, acmapardHa-cepuHa, (DeHWIANIaHWHA-aclapardHa, acmaparuHa-(QeHWIANaHWHA, JICHI[MHA-
acraparvuHa, aclapardHa-JeWlnHa, W30JICHIIMHA-acllaparkHa, aclaparrmHa-H30JeHInHA, TIINIUHA-acTIaparuHa,
acriaparuHa-TJUIIHA, TIyTAMHHOBON KHUCJIOTHI-acllaparnHa, acliaparnHa-TriIyTaMIHOBON KHCIOTHI, ITUTPYIUTHHA-
acriaparma, acraparuHa-IUTpyJUINHA, aTaHNHA-acTlaparuHa 1 acliaparnHa-ajJaHuHa.

B onmHom BapmanTe ocymiecTBieHHus n3o0peTenus, coeannenne Gopmynsl (I[A), koTopas CBI3BIBaeTCS C
anTu-MUC16 aHTUTEIOM WIIH aHTUTCHCBSI3BIBAIOIIIMM (DPArMEHTOM SIBJISIETCS CIICTYIOTIM:
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npeacTasisieT coboit cBa3b ¢ anHTH-MUC16 anTHTENIOM MK ero GparMeHTOM. B HEKOTOPBIX cirydasx
9TOT (hparMeHT Ha3bIBAIOT "coenHeHueM 7".

B HeKOTOpBIX BapHaHTaX OCYLIECTBICHUS N300PETEHHsI IUTOTOKCHYIECKUI areHT, KOTOPBIH KOHBIOTHPYIOT
¢ autu-MUC16 aHTUTEIOM WM ero (parMEeHTOM SIBIISICTCS YHUCTBIM, WU 10 CYIIECTBY YHCTHIM, JHACTEPEOME-
pom DM1
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(DM1)
U y TIpecTaBisieT coboit nenoe uncio ot 1 1o 0.
B npyrom Bapumante ocymecTsienus usooperenus ADC comepxut "A-[L-P]," cTpykTypy, B KOTOpoil A
npezcTasisieT coboit aHTu-MUC16 anTuTeNno wim ero aHTureHeBs3biBaronmii gpparment u [L-P] npencrasmser
coboit

, WIn

, Wan

UX CMECh, U TJIe y IPEJCTaBIsCeT coOoH 1enoe uncio ot 1 o 30, u ‘”5_ MPEJICTABISICT COOOM CBSI3b C aHTH-
MUCI16 anTuTenoM wim ero GparMeHToM.

Jlpyrue npousBoaable MaiiTancuHonaa onucansl B WO 2014/145090, W0O2016/160615, WO 2015/031396
M KaXIBIH W3 KOTOPBIX BKIIIOYCH B JaHHOE OITMCAHKE IIOCPEICTBOM CCBIIKH BO BCEH CBOEH TIOTHOTE.

B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS HN300PETEHNUS, ITNTOTOKCHUECKUI areHT, KOTOPBIH KOHBIOTHPYET
¢ antu-MUC16 aaTHTENIOM MK eTo parmeHToM, siBisieTcst MMAEM wimn MMAF.

Jpyrue IMTOTOKCUYECKUE arcHTHI, U3BECTHRIC B JaHHOW OOJACTH TEXHUKU B IMpeaeiaXx o0beMa JaHHOTO
n300peTeHNs, B TOM YHCIIe, HalpuMep, OeKOBbIe TOKCUHBI, Takue kak punuH, TokcuH C. difficile, sx30TOKCHH
Pseudomonas, nudTepuitHbIII TOKCHH, OOTYIHMHUYECKUN TOKCHH, OpHUOIWH, CANlOPHH, TOKCHHEI JIAKOHOCa (TO
€CTh (PUTOJIAKKATOKCHH W (DUTOJAKIIUTCHIH) U APYTHE, TaKUE KaK Te, KOTOpEIe omucanel B Sapra et al., Pharma-
col. & Therapeutics, 2013, 138: 452-469.

[Murorokcnueckue areHTHI ("'mojie3Hble Harpy3KkHu'") MoryT ObITh cBsizaHbl ¢ aHTH-MUC16 aHTHTreHCBSI3bI-
BaIOIIEH MOJICKYJIOW WM aHTHUTEIIOM IO JaHHOMY H300pETEHHIO Yepe3 XMMHUYECKUU JIMHKEP, KOTOPHIH KOoBa-
JICHTHO CBSI3BIBACT COCIAMHEHHE IOJIC3HOH HAarpy3KH ¢ MOJEKyJoi Oenka (T.e. aHTmMTenmoMm). WmmrocTpaTuBHBIC
BapHaHTHl OCYIIECTBIICHIS KOHKPETHBIX JIMHKEPOB 00CYXIatoTcs BhIIe. B Oosee o0mmieM cMbIciie W HCIIOIb3ye-
MBI B TaHHOM JOKYMEHTE TEPMHH "JTHHKEP" OTHOCHUTCS K JIIO0OW JABYXBAJICHTHOU TpyIIe WiH GparMeHTy, KO-
TOPBIN CBS3BIBACT, COCIMHSICT WM CBS3BIBACT CBS3BIBAIOIINN areHT (HAIpUMep, aHTUTENO WIN €0 aHTUTCHCBS-
3BIBAIOMKN (PParMeHT) ¢ yKa3aHHBIM COSAMHEHHEM IIOJIE3HOW Harpy3Kd B JaHHOM JokyMmeHTe. Kak mpaBwmio,
TOJIXOISAIINE JIMHKEPHI CBSI3BIBAIOIICTO arcHTa Uil KOHBIOTATOB aHTHTEN, ONMUCAHHBIX B JTAHHOM JIOKYMEHTE,
MPEJICTABIISIIOT COOOM TE, KOTOPHIC SIBISIOTCS AOCTATOYHO CTAOMIBHBIMH, YTOOBI MCIOJIB30BATh MUPKYIHPYIO-
IIMA TIEPUOJ MOTY>KU3HU aHTHUTEINA, U B TO K€ BpEeMs CIIOCOOHBI BEICBOOOXKIATh €r0 MOJIEC3HYIO HATPY3KY MOCIEe
AHTHI'CH-OTIOCPEIOBAaHHON WHTEpHANTU3AIMKH KOHBIOTaTa. JIMHKEpBl MOTYT OBITh pacHICIUIICMBIMHU WA Hepac-
HIeIUIsieMbIMH. PaciieruisieMble JIMHKEPhI TPEACTABISIFOT COOOH JTHHKEPHI, KOTOPBIE PACHICIUISIOTCS HMOCPEICT-
BOM BHYTPHKJIETOYHOTO METaboIM3Ma T0CiIe MHTEPHAIN3ANNH, HAapUMep, pacIeTICHIs TOCPEICTBOM THAPO-
JIM3a, BOCCTAHOBIICHUS WM (hepMEHTAaTHBHON peakiyu. HepaciierisieMble THHKEPhI IPEACTaBIAIOT co00il InH-
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KEpbl, KOTOpBIE BEICBOOOXKIAIOT MPUCOETMHEHHYIO TOJIE3HYIO Harpy3Ky IMOCpeJCTBOM JIM30COMalIbHOM Jerpasa-
U aHTUTENA MOCe WHTepHaIm3anuu. [loaxomsmpe JTUHKEPHl BKIIOYAIOT, HO HE OTPAaHHYUBAIOTCS WMU, KH-
CIIOTHO-TTA0MIIbHBIC JIMHKEPHI, THAPOJN3HO-TA0MIbHBIE JTMHKEPHl, (EPMEHTATHBHO paCIICIUIIEMBbIE JHHKEPHI,
BOCCTaHABIIMBAIOIINE JTaOMIbHBIC JMHKEPHI, CAMOPACIICIUIIONINECs JTHHKEPHl W HEepacIIeIUIIeMbIe JTHHKEPHI.
[oxxomsmue JTMHKEPHI TakKe BKIIOYAIOT, HO HE OTPAaHUYUBAIOTCS MMH, T€, KOTOPHIE SBISIIOTCS MMU WJIH CO-
JepXKat MEeNTHIBI, TIIOKYPOHHUIB!, CYKINHUMHUA-THO3(OUpEI, nonmmyTrieHrmukonesbie (I1917) enununisl, rugpaso-
HBI, MaJb-KalpOWIbHBIC EIMHUIE, TUIETNTHAHBIC CIUHHUIBI, BAJUH-UUTPY/UIMHOBBIC EAWHHUIBI W Tapa-
amuHOOeH3uN (PAB) enuHMIBEI. B HEKOTOPHIX CITydasiX JIMHKEp CIIOCOOEH CBSI3BIBATHCS C AHTUTEIIOM I aHTH-
TCHCBS3BIBAIOIINM (PparMEeHTOM 4epe3 OCTATOK JIM3WHA WM OCTaTOK LIMCTEHHA (HampHMep, MOCPEACTBOM pac-
NICTUICHUS TUCYNIb(OUIHON TPYIIBI aHTHTENA WIH (parMeHTa, MU YepPe3 OCTATOK IIMCTCHHA, BCTPOCHHBIN B aH-
TUTENO WM (parMeHT). B HEKOTOPBIX ClTydasx JHMHKEp CIIOCOOEH CBSA3BIBATHCS C aHTUTEIIOM WIH (pparMeHTOM
Yyepe3 0CTATOK IIyTaMHHA, B TOM YHCIIE TTOJYyYEeHHBIH TPaHCIITyTaMHHAa3-0TI0CPEI0BAaHHONW KOHBIOTalneH.

WmrocTpaTuBHBIE JTMHKEPBI, KOTOPBIE MOTYT OBITh HCIOJIB30BaHBl B KOHTEKCTE JaHHOTO HM300peTeHus,
BKJIIOYAOT JINHKEPBI, KOTOPBIE COJIEp KaT WM COCTOAT M3, Hanpumep, MC (6-manenmunokanpomn), MCC (Ma-
JIEUMHUIOMETIIT ITUKIIOTeKcaH- | -kapOokcmiat), MP (ManenMunonpomnanowmn), val-cit (BaIMH-IUTPYITHH), val-ala
(Banuu-anmanuH), ala-phe (amannH-QennnananuH), phe-lys (peHUIaTaHUH-TN3UH), CAUT IUTIETITHAA B PaCIIeI-
nseMoM  mpoTeazoi nuHKepe, PAB (m-ammHOOeH3WinOkcukapOouwi), SPP  (N-cykmumaumummn — 4-(2-
nmupuauntro))neraranoar), SMCC (N-cykunuauMuamt 4-(N-ManeuMuIoMeTHIT) IHKJIOTeKcaH- 1 -kapOokcuiar),
SIAB (N-cyknuHUMHUINUA (4-Hom-alleTHiI)aMUHOOEH30aT) U MX BapHaHTHl M KOMOWHAIWMH. J[OTIOTHUTEIbHBIC
MPUMEPHI THTHKEPOB, KOTOPHIC MOKHO HCIIOIB30BaTh B KOHTEKCTE JAHHOTO N300pEeTEeHNs, ONMCAHbI, HalpUMED, B
narente CIHIA Ne 7754681 u B Ducry, Bioconjugate Chem., 2010, 21: 5-13, u OIUTHPOBAHHBIX TaM CCBLIKAX,
CoJIep’KaHHe KOTOPBIX MOJHOCTHIO BKIIOUEHO B HACTOSIIEE OIMCAaHKE IMOCPEICTBOM CCBUIKH BO BCEH MX IMOJIHO-
Te. B HEKOTOpBIX ciydasx JMHKEP MpeAcTaBisieT coO0H WM COAEPKUT CaMOpPACILEIUISIONHMNCS crieiicep, Takoi
Kak obOcyxmaemsbie B Jin, et al., Bioorganic & Medicinal Chemistry, 2012, 20: 3465-3469, u Wu, et al., Bioor-
ganic & Medicinal Chemistry, 2016, 24: 2697-2706.

[Tone3nast Harpy3ka MokeT ObITh cBsizaHa ¢ aHTU-MUCI16 aHTHUTEIOM WM €r0 aHTHIE€HCBSI3BIBAIOIUM
(hparMeHTOM C ITOMOIIBIO BIOKEHHH B KOHKPETHBIX aMHHOKHCIIOTAaX B Ipeiesax aHTUTea WA aHTUTCHCBS3BI-
BaloMIel MOJEKYJBI. MIumocTpaTHBHBIE aMUHOKHCIOTHBIE TPHUCOSAWHEHHSI, KOTOPbIe MOXKHO HCIOJH30BaTh B
KOHTEKCTE ITOTO acleKTa W300peTeHwms], BKIIOYAIOT, Hampumep, Ji3uH (cM., Hanmpumep, mateHt CIHIA Ne
5208202; US 2010/0129314; Hollander et al., Bioconjugate Chem., 2008)., 19: 358-361; WO 2005/089808; ma-
et CIIA Ne 5714586; US 2013/0101546 u US 2012/0585592), uucrenn (cm., Hanpumep, US 2007/0258987;
WO 2013/055993; WO 2013/055990; WO 2013/053873; WO 2013/053872; WO 2011/130598; US
2013/0101546; u marent CLIA Ne 7750116), cenenonmctenH (cM., Hapumep, WO 2008/122039; u Hofer et al.,
Proc. Natl. Acad. Sci., USA, 2008, 105: 12451-12456), ¢dopmmiraunun (cM., Hanpumep, Carrico et al., Nat.
Chem. Biol., 2007, 3: 321-322; Agarwal et al., Proc. Natl. Acad. Sci., CIIIA, 2013, 110: 46-51, u Rabuka et al.,
Nat. Protocols, 2012, 10: 1052-1067), HenpupoaHbIE aMUHOKHCIOTHI (cM., Hanpumep, WO 2013/068874 u WO
2012/166559) u xuciaple aMMHOKUCIOTH (cM., Hanpumep, WO 2012/05982). Jlunkepsl Takke MOTYT OBITh
KOHBIOTHPOBAHBI C aHTUTCHCBS3BIBAOIINM OSIIKOM TIOCPEICTBOM IPUCOSANHEHHS K YTIIEBOIaM (CM., HallpuMep,
US 2008/0305497 u Ryan et al., Food & Agriculture Immunol., 2001, 13: 127-130) u mucyashuIHbIM JTHHKEpAM
(cm., manmpumep, WO 2013/085925, WO 2010/010324, WO 2011/018611 u Shaunak et al., Nat. Chem. Biol.,
2006, 2: 312-313).

OrtHomeHue JekapcTBeHHoe cpenctBo-antuteno (DAR) npeacrasiseT coboit cpemHee YUCIO JIEKapCTBEH-
HBIX CPEJICTB, KOHBIOTHPOBAHHBIX C AHTHTEJIOM IJIH aHTUTCHCBSA3BIBAIOIIUM (ParMEHTOM, KOTOPOE OKAa3hIBACT
Ba)XXHOC BIMSHUC Ha 3(P(PEKTHUBHOCTH, aKTUBHOCTH U (hapMakokuHeTuKy ADC. B paznuyHbIX BapHaHTaX OCYIIe-
ctBieHUs m3o00petenus, DAR cocrasnser ot 1, 2, 3,4, 5, 6, 7 wnn 8 MOJIEKYI JICKapCTBEHHOTO CPECTBA HA aH-
TUTENO. B HEeKOTOPHIX BapuaHTax ocymiecTsieHus nzooperenust DAR cocrasiser ot 1 o 4. B onpezneneHHbIX
BapuaHTax ocymectBieHus n3ooperennss DAR cocrasiser ot 2 1o 4. B HekoTopeix ciyyasx DAR cocraBnser
ot 2 1o 3. B HekoTopeix ciaydasx DAR cocrasisier ot 3 10 4. B HEeKOTOpBIX BapHaHTax OCYIIECTBICHUS n300pe-
tenns, DAR coctasnser ot 1 no 10, ot 1 mo 20 wmu ot 1 10 30 (To ecth OT 1 M0 30 MONEKYT JIEKapCTBEHHOTO
CpeICTBa Ha aHTHUTEJO FIIM €TI0 aHTUTCHCBSBIBAIOIINI (pparMeHT).

TepaneBTrueckas ¢popMyia U BBEICHUE

JlanHoe m300peTeHne OTHOCUTCA K (papMameBTHUECKUM KOMITO3UIMSAM, COACPIKaIlliM aHTHI'C€HCBA3BIBAIO-
e MOJIEKYJIBI TI0 JaHHOMY H300peTeHnio. @apManeBTHdecKiue KOMITO3HUINN IT0 JAHHOMY HW300pETEeHHIO CO-
CTaBIISAIOT C MOJXOMAIINMH HOCHUTEIISIMHU, HATTIOJHUTEISIMH M IPYTHMHU areHTaMH, KOTOPBIE 00ECTIeYNBAIOT YIIyd-
IICHHBIH TEePEeHOC, I0CTaBKy, NEPEHOCUMOCTb M TOMY HOA00HOE. MHOXECTBO MOJXOJSIINX COCTABOB MOXHO
HalTH B penentypHoM (opMmylsipe, H3BECTHOM BceM (papMarieBTHUecKHM XuMuKkam: Remington's Pharmaceuti-
cal Sciences, Mack Publishing Company, Mcton, mrar [lencuibBanus. DTH cocTaBbl BKIIOYAIOT, HAIpHUMeEp,
TIOPOIIKH, MMACTHI, Ma3H, XKelle, BOCKH, Macia, JTUIUAIb, JIUIH (KATHOHHBIH WM aHHOHHBIN), COICPIKAINNA BE3H-
kynbl (Takue kak LIPOFECTIN™ Life Technologies, Kapncoan, Kamudopnus), koustorarel JJHK, 6e3BoaHbIC
abcopOIMOHHBIE TACTHI, SMYJIbCUH THUIA "Macio B BoAe" WiM "BoJa B Macie", 3MyJIbCHU Ha OCHOBE KapOOoBakca
(OB TUIICHT TTUKONIM C Pa3HOW MOJIEKYJISIPHON Maccoif), MoJyTBEpAbIe TeJIM U HOIYTBEPIbIC CMECH, COJIepKa-
e kapoosakce. Cum., Takke Powell et al., "Compendium of excipients for parenteral formulations" PDA (1998)
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J Pharm Sci Technol 52:238-311.

Jl03a aHTUTEHCBS3BIBAIONICH MOJCKYJIBI, BBOIUMAs TAIMCHTY, MOXKET BaphbUPOBATHCSA B 3aBUCHMOCTU OT
BO3pacTa U pazmepa HalieHTa, 11eIeBoro 3a00JeBaHus, COCTOSHUM, ITyTH BBeACHHS U ToMy monoOHoro. [Ipen-
MOYTUTENbHAS 1032 OOBIYHO PACCUUTHIBACTCS B 3aBUCHMOCTH OT MACChl Tella WM IUIOLIAJH MIOBEPXHOCTU Tella.
Koraa OucnenuduyHas aHTUT€HCBSI3bIBAMOLIAS MOJIEKYJIa M0 JTAHHOMY W300PETEHHIO UCIIONb3yeTCs B TepareB-
THYECKHX IEJSIX Y B3POCIIOro MallMeHTa, MOXKET ObITh BBITOJHO BHYTPUBEHHO BBOJHUTH OHCHEHU(PHUIHYIO aHTH-
TEHCBSI3BIBAIONTYIO MOJIEKYITY 110 JaHHOMY H300pETEHUIO0 OOBIYHO B OJHOKPATHOH 103e oT okoio 0,01 10 okoio
20 Mr/kr mMacchel Tena, 6oyiee peanouTUTeNIbHO OT okoJio 0,02 1o okoso 7, ot okomno 0,03 1o okoio0 5 Ui OT
okouo 0,05 1o oxoo 3 MI/KT Macchl Tela. B 3aBHCHMOCTH OT TSXKECTH COCTOSHHSI YacTOTa M JUINTEIBHOCTh JIe-
YCHHSI MOTYT OBITh CKOPPEKTUPOBaHBI. D(PPEKTUBHBIC O3Bl M CXEMBI BBEICHUS OMCTICHU(UIHON aHTUTCHCBSI-
3BIBAIOMICH MOJICKYJIBI MOTYT OBITH OMpPEICIICHBI ONBITHBIM ITyTEeM; HAIPUMEp, IPOTPECC MAI[eHTa MOXKET KOH-
TPOJIMPOBATHCS ITyTEM NEPUOJUMYECKOM OILEHKH, M /1032 KOPPEKTUPYETCSI COOTBETCTBYIOIUM 0Opa3oMm. Kpome
TOT0, MEXBUJOBOE MAacCIITAOMPOBAHHE /103 MOXKET OBITH BBIIIOJIHEHO C MCIOJIB30BAHUEM XOPOIIO M3BECTHBIX B
JaHHOH o0xacTH crioco6oB (Hanpumep, Mordenti et al., 1991, Pharmaceut. Res. 8:1351).

PaznuyHble CHCTEMBI TOCTABKM W3BECTHBI U MOTYT OBITh NPUMEHEHBI ISl BBeICHHs (hapMalleBTHISCKOM
KOMITO3HIMH 10 IAHHOMY H300pETEHHIO, HAIPHUMED, HHKANICYJIMPOBAHMUS B JTUIIOCOMBI, MUKPOYACTHUIIbI, MUKPO-
KarcyJibl, PEKOMOMHAHTHBIC KJIETKH, CIIOCOOHBIE AKCIPECCHPOBATh MYTAaHTHBIE BUPYCHI, OMOCPEIOBAHHBIN pe-
HenTopaMu dHIOIMUTO3 (cM., HampuMmep, Wu et al., 1987, J. Biol. Chem. 262:4429-4432). Crioco0Obl BBeIIeHUS
BKJIIOYAIOT, HO 0€3 OrpaHWYeHUs], BHYTPUKOXKHbBIC, BHYTPHUMBIIICYHbIC, BHYTPHUOPIOIINHHbBIC, BHYTPUBCHHbIC,
MOJKOXKHBIE, HHTPaHa3aJ bHbIE, SMHIYPaIbHbIC U OpaJbHbIC MYTH BBEJCHMS. KOMIIO3UIINIO MOXKHO BBOAMTH JIO-
ObIM yIOOHBIM IyTEM, HAIPUMEp IyTeM MHPY3UU WM OOJIIOCHON HHBEKIMH, ITyTeM adCOpOLNH Yepes SIMUTEIH-
QNBHBIC WIN CIU3UCTHIC BBICTHIKU (HAIPUMED, CIU3UCTYIO 00O0JOYKY MOJOCTH PTa, PEKTAILHYIO U KUIICYHYIO
CJIIM3UCTYI0 O00OJOYKY M TOMY IOAOOHOE) W MOXXHO BBOJHUTH BMECTE C JPYTMMH OHOJIOTHYECKH aKTHBHBIMH
areHTamu. BBesieHHe MOKET OBITh CHCTEMHBIM HITH JIOKATbHBIM.

dapmarieBTUUCCKass KOMIIO3HIUS MO JaHHOMY H300PETCHHIO MOXET OBITh JOCTaBIICHA MOIKOXXHO HIIH
BHYTPUBEHHO CTaHJAapTHOW Urioi u mmpuiemM. KpoMe Toro, B OTHOLIEHNWHN MOAKOXKHOM JOCTaBKU IIMPHUI-PYUKa
JUISL JIOCTABKH JIETKO MOXXET MMETh MPUMEHEHHE JJIsl TOCTaBKH (DapMalleBTHYECKO KOMIO3UIIMU TI0 JaHHOMY
n3o0pereHuto. Takas MIMPUI-PydKa MOXKET OBITh MHOTOPA30BOH WJIM OJHOPa30BOH. MHOropa3oBas IIIPHII-
pydka OOBIYHO HCIIONb3YeT CMEHHBIH KapTPHIDK, KOTOPBIH COINCPKUT (papMaleBTHUECKYI0 Kommo3unuio. Kak
TOJIBKO BCsI (hapMalieBTHUECKass KOMIIO3UIHSI, COJIEPIKAIIAsACs B KapTPHUIKe, ObLIa BBEJCHA U KAPTPHUIDK CTAHO-
BUTCS ITyCTHIM, ITyCTOW KapTPHUIK MOYKHO JIETKO BBIOPOCUTH M 3aMEHHTh HOBBIM KapTPHDKEM, KOTOPBIN coaep-
KHUT (PapMaIleBTUICCKYI0 KOMIIO3HIUIO. 3aTeM IIIMPHUI-PydKa MOKET OBITh TIOBTOPHO HCIOJIb30BaHa. B omHOpa-
30BOH INMIPHUI-pyYKe HET CMEHHOrO Kaprpumka. Ckopee, oJHOpa3oBas INPHUI-pydKa 3aroyHseTcs Gapmaries-
THYECKOH KOMITO3ULINEH, yIep)KuBaeMol B pe3epByape BHYTpH ycTpoiicTBa. Kak ToNbKO pe3epByap OIycTeeT OT
(hapmaneBTHIECKOI KOMIIO3HIMH, BCE YCTPOHCTBO BHIOpAchIBACTCS.

MHOTOYHCICHHBIE TTOBTOPHO HCIIONIB3YEMbIC MIMPHUI-PYYKH U INMPUI-TFOOUKHA HUMEIOT TMPUMECHCHUC IS
MOAKO)KHOW JOCTaBKM (papMaleBTUUECKONH KOMITO3UIMH IO JaHHOMY n3o0pereHuio. [IpuMepsl BKIIOYAIOT, HO
6e3 orpanmuennii, AUTOPEN™ (Owen Mumford, Inc., Byncrok, BenukoOpuranns), mmpun-pyduxy DISE-
TRONIC™ (Disetronic Medical Systems, Byproopd, Ileetinapus), mmpun-pyuky HUMALOG MIX 75/25™,
mmpui-pyaky HUMALOG™, mmpuri-pyaky HUMALIN 70/30™ (Eli Lilly and Co., Manuanamnonuc, mrat UH-
muaHa), NOVOPEN™ [, II u III (Novo Nordisk, Komenraren, Janus), NOVOPEN JUNIOR™ (Novo Nordisk,
Komenraren, Jlanus), mmpun-pyaky BD™ (Becton Dickinson, @panknun Jleiike, mrat Heio-JIxepcu), OPTI-
PEN™, OPTIPEN PRO™, OPTIPEN STARLET™ u OPTICLIK™ (Sanofi-Aventis, ®paunkdypt, ['epmanus), u
9TO JIMIIb HEKOTOPBIC U3 HUX. [IpruMephl 0THOPA30BBIX IIMPHUI-PYUCK, KOTOPBIC MPUMEHSFOTCS IS MOIKOKHOM
JOCTaBKH (hapMaleBTHIECKOW KOMITO3MLMK IO JTAHHOMY M300pETeHHUIO, BKIIIOYAIOT, HO 0€3 OrpaHWYCHHH,
mmpui-pyaky SOLOSTAR™ (Sanofi-Aventis), FLEXPEN™ (Novo Nordisk) 1 KWIKPEN™ (Eli Lilly),
mmpui-Tioonk SURECLICK™ (Amgen, Tayzaun-Oxc, Kamndoprms), PENLET™ (Haselmeier, IItyrtrapr,
T'epmanus), EPIPEN (Dey, L.P.) u mmpun-pyaky HUMIRA™ (Abbott Labs, A66otT Ilapk, MnmuHoiic), u 31O
JIMIITH HEKOTOPHIC U3 HUX.

B ompenencHHBIX cUTyanusax GpapMareBTHIECKas KOMIIO3UITUS MOXKET OCTABIIATHCS B CHCTEME KOHTPOJIHU-
pyeMoro BbICBOOOXeHHUsI. B OIHOM BapHaHTE OCYIIECTBICHUS M300pETCHHUS, MOXET HCIOIb30BATHCS HACOC
(cm. Langer, Beime; Sefton, 1987, CRC Crit. Ref. Biomed. Eng. 14: 201). B apyrom BapuaHTe OCYIIECTBICHHUS
M300peTeHus, MOTYT OBITh HCIIOJNIB30BaHBI TOJUMEpHbIe Matepuanbl, cM. Medical Applications of Controlled
Release, Langer and Wise (eds.), 1974, CRC Pres., boka-Paton, ®nopuaa. B eme ogHoM BapuaHTe OCYIIECTB-
JIeHUS] N300PETeHUsI, CUCTEMa KOHTPOIHPYEMOT'O BBEICBOOOXKIIEHUSI MOXKET OBITh PacIojiokeHa BOJIWU3W MUIICHH
KOMITO3HUITUH, TAKUM 00pa3oM TpeOyeTCs JIMIIb OISl CUCTEMHOU 03B (cM., Hanpumep, Goodson, 1984, B Medi-
cal Applications of Controlled Release, Bbmmte, vol. 2, pp. 115-138). JIpyrue cucteMsl ¢ KOHTPOJIUPYEMBIM BBI-
cBOOOXKACHHEM 00Ccy)KaaroTces B 0030ope Langer, 1990, Science 249: 1527-1533.

HubekunonHbie GOPMBI MOTYT BKITFOUYATh JIEKAPCTBEHHBIC (DOPMBI IJIs1 BHYTPUBEHHBIX, ITOJKOKHBIX, BHYT-
PUKOKHBIX ¥ BHYTPHUMBIIICUYHBIX UHBCKIUH, KaNeabHBIX MH(Y3UH U TOMY MOAOOHOT0. DTH HHBCKIIMOHHEBIC
(hopMBI MOTYT OBITh TIOJTYYCHBI OOIIEN3BECTHRIME criocoOamu. HampumMep, HHBEKITMOHHBIC OPMBI MOTYT OBITh
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MOJYYCHBI, HAIPUMEpP, YTEM PACTBOPEHUS, CYCIICHIMPOBAHUS WU 3MYJIGIHPOBAHUS aHTUTENA WK €r0 COJIH,
OIMCAHHBIX BHIIIE, B CTEPUIBHOMN BOJHOM Cpelie WM MACIISTHOM cpelie, OOBIYHO MPUMEHSIEMOH U WHbEKIui. B
KayeCcTBE BOJHOM CpeJbl JUISl MHBEKIMHA CYIIECTBYIOT, HapuMep, GU3NOJOTHIECKUI pacTBOp, N30TOHUYECKUN
pacTBOp, COAEP AT ITIOKO3Y U IPYTHE BCIIOMOTATENFHBIE CPEACTBA U TOMY TIOZOOHOE, KOTOPHIE MOTYT OBITH
MPUMEHEHBI B KOMOWHAIINN C COOTBETCTBYIOIINM COTIOOMIM3UPYIONINM areHTOM, TaKUM KaK CIIUPT (Hampumep,
STaHOJI), OJTUCTIUPT (HAPUMED, MPOIMICHTIINKOIb, TOIHITHICHTIINKOb), HEHOHHOE TIOBEPXHOCTHO-aKTHBHOE
BemecTBo (Hanpumep, monucopdar 80, HCO-50 (mommokcudtumnex (50 Mob) aJyIyKT THAPUPOBAHHOTO KACTOPO-
BOTO Macjia) U TOMYy MojoOHoe. B kauecTBe MacIIHHCTOW cpenbl MPUMEHSIOT, HAPUMeEp, KYHXKYTHOE Macio,
COEBOC MAacii0 M TOMY MOJOOHOE, KOTOPhIE MOTYT OBITH MPUMCHEHBI B KOMOMHAIIMU CO COJTFOOMITU3UPYIOIIAM
areHTOM, TaKUM Kak OCH3MIIOCH30aT, OCH3WIOBBIH CHHPT U TOMY MOA00HOE. VHBEKIHIO, MONyYCHHYIO TaKUM
00pa3oM, MPENMOYTHTEIFHO, 3aTIOJTHSIOT B COOTBETCTBYIOIIYIO aMITyITy.

[IpenmymiecTBeHHO (papManeBTHUCCKUEC KOMITO3UIIMH [UIS TIEPOPATHHOTO WK MapeHTEPAITLHOTO IIPHUMEHE-
HUS, OIIMCAHHBIC BBIIIE, TOTOBAT B JICKAPCTBCHHOW (hOpME B €AMHUYHOW JI03€, IOXOISAIICH IS JO3bI aKTHBHBIX
UHrpeIUCcHTOB. Takue JeKapCTBCHHBIC (POPMBI B SAMHUYHOW J103¢ BKIIFOYAIOT, HAPUMED, TAOJICTKH, IHIIIOJY,
KaIlCyJbl, HHBEKINH (aMITyJIbl), CYIIIO3UTOPUH B TOMY ogoOHoe. KonndaecTBo comeprkammerocs: BEIIICYIOMSIHY-
TOTO aHTUTENAa OOBIYHO COCTaBIAET OT 5 M0 500 MT Ha JIekapCTBEHHYIO (OPMY B €IUHUYHOMN 103€; OCOOSHHO B
(hopMe MHBEKIINH, MPEANOYTHTEIHHO YTOOB! BBIICYIIOMSIHYTOE aHTHTEIO COMEPKAIOCh B KOJMYECTBE OT OKOJIO
5 o okomo 100 mr 1 ot okoso 10 70 oxoso 250 MT I APYTHX JIEKAPCTBEHHBIX (GOPM.

TepaneBTHYIECKOE HCIIOIB30BAHNE AHTUTEHCBI3BIBAIONINX MOJICKYTT

JlanHOe M300peTeHne BKIIIOYAET B ce0sl CITOCOOBI, BKITIOYAIOIINE BBEICHNE CYOBEKTY, HYXIAOIMEMYCS B
9TOM TepaneBTHYECKOi KoMmmo3unuy, conepskameir antu-MUC16 aHTUTEN0 MM aHTUTEHCBS3BIBAIOMIMI (par-
MEHT, WK OHCTICII(DUIHYI0 aHTHUTCHCBSI3BIBAIOIIYI0 MOJICKYITY, KOTOpKIC criermduyecku cpsi3biBatoTes ¢ CD3 u
MUCI16. TepaneBTHdyecKkass KOMIIO3UIUS MOKET COJCPKATH JIF0OOOC M3 aHTHTEN WM OUCTICHU(UIHBIX aHTUTCH-
CBSI3BIBAIOIIUX MOJICKYJ, KaK OMHCAHO B HACTOSIIEM JOKYMEHTE, U (hapMaIleBTHICCKH MMPUEMIIEMBIH HOCHUTEIh
win pa3daBuTens. Mcmomp3yemMoe B JaHHOM JOKYMEHTE, BRIpaXKCHHE "'CYOBEKT, HYKIArOIIUIC B 3TOM" 03HaYa-
€T YeJIOBEeKa WM JKMBOTHOE, OTIMYHOE OT YeJIOBEKa, KOTOPBIC MPOSBISAIOT OAWH WM 00jee CHMITOMOB N
MPU3HAKOB paka (HampuMep, CyOBeKT, SKCIPECCUPYIONINHA OMyXO0Jb WM CTPAJAIOIINI OT JI000T0 W3 BHIOB paka,
VIIOMSIHYTBIX B JaHHOM JIOKYMEHTE HIDKE), M KOMY B IPOTHBHOM CiIy4ae OBLIO OBl OJIe3HO MHTHOMPOBAHHE TITH
cHmwkenne aktuBHocTH MUC1 6 mimu ucromennu kietok MUC16+ (Hanmpumep, KIIETOK paka SHIHUKOB).

AHTHUTENa 1 OUCTICTIM(UIHBIC aHTUTEHCBA3BIBAIONINE MOJIEKYJIBI TT0 TaHHOMY M300peTeHHo (M TepareBTH-
YEeCKHE KOMITO3HUIINHY, COAEPIKAIIIE TO XKe) IOJIE3HBI, B YACTHOCTH, JUIS JICYEHHUS JTI000T0 3a00IeBaHUI WIIH pac-
CTpOWCTBA, IPH KOTOPBIX CTUMYJISIINS, aKTHBALUS W/IITU HALICIMBAHUEC HIMMYHHOTO OTBETa OBLIO OBI IOJIC3HBIM.
B wactaocty, antu-MUC16 antntena wim antu-CD3/antn-MUC16 Oncnenuduyable aHTUTCHCBS3BIBAIOIINE
MOJICKYJIBI TT0 TAHHOMY M300pPETEHUIO MOTYT OBITh HCIIOJB30BAHBI IS JICUCHUS, MPO(MITAKTHKY W/WITH YITydIle-
HUS JII000TO 3a00JI€BaHUsI WM PAcCTPOICTBA, CBA3aHHBIX WIM ONOCpeoBaHHbIX dKkcnpeccueidd MUC16 wmn ax-
THUBHOCTBIO, WK npoindepanueil kretok MUC16+. MexaHn3m JeHCTBHS, C IOMOIIBIO KOTOPOTO JIOCTHTal0TCs
TEPANeBTHYECKUE CIMOCOOBI MO0 TAaHHOMY H300PETCHHIO, BKIFOYACT YHUUTOXKCHHE KJIETOK, YKCIPECCHUPYIOIIUX
MUCI16, B mpucytcTBruU 3PGEKTOPHBIX KIETOK, HampuMmep, nocpenctsom K311, amomnrosa, A3KII, daronurosa
WM TTyTeM KOMOWHAIIMK BYX WM Oojiee U3 3TUX MexaHm3MoB. KieTku, skcnpeccupytoniie MUC16, koTopsie
MOJKHO MHTHOHMPOBAThH MM YHHUYTOXKATh C UCIOJIH30BaHUEM OHCTIEHN(UYHBIX aHTUTECHCBSI3BIBAIOIINX MOJIEKYJIT
110 JAHHOMY H300pETEeHHUIO, BKIIIOYAIOT, HAPUMEpP KIETKH paka SHIHUKA.

AHTHTEHCBS3BIBAIOIINE MOJICKYNBI IO TaHHOMY M300PETEHHIO MOTYT OBITh MCHOJB30BAaHBI JJIS JICUCHHS
3a00JIeBaHus WM PaccTpoicTBa, acCCOUMUPOBAHHBIX ¢ 3kcnpeccueit MUC16, Bkiouasi, Harpumep, pak, BKIIIO-
YarOIUH pak SUYHUKA, paK MOJIOYHOH JKeJIe3bl, paK MOPKETYI0THOH JKeJIe3bl, HEMEIKOKICTOUHBIH pak JETKOro,
BHYTPHUIICYCHOYHYIO XOJIAHTHOKAPIITHOMY Macco00pa3yronero THIIa, aICHOKAPIIMHOMY ICHKH MAaTKH M aJICHO-
KapIIMHOMY JKCJIYJIOYHOTO TpakTa. B COOTBETCTBUHU ¢ HEKOTOPHIMH BapHUAHTAMHU OCYIICCTBICHUS JaHHOTO U30-
operenus anti-MUC16 antutena wim anti-MUC16/antu-CD3 OucneniupuuHbie aHTUTEA MOJIC3HBI IS JIeue-
HUS TAIFCHTA, CTPAJAONIET0 pakoM simyHuKa. COrTacHO APYTUM CBA3aHHBIM BapHUaHTaM OCYIICCTBICHUS H30-
OpereHUsT TMPENIOKEHBI CrOco0bl, BKIodaromme BBeaeHne aHTH-MUC16 antutena win antu-CD3/anth-
MUCI16 OucnennpuaHONW aHTUTEHCBS3BIBAIOIICH MOJEKYJbI, KaK OMUCAHO B JaHHOM JOKYMEHTE, IMalHeHTy,
CTpaJaIoIeMy pakoM SSUIHUKA.

AHaTUTHYECKUE/ TMarHOCTUIECKUE CITOCOOBI, M3BECTHRIE B JAaHHOM OONAcTH, Takue KaK CKaHHPOBAaHUE
OITYXOJH | T.JI., MOTYT OBITh NCIOJIB30BAHBI IS OMPEACIICHIS TOTO, IMEET JIU IAIlHeHT OITyXOJb IMIHHUKA.

Jlarnoe m300peTeHne Taxke OTHOCUTCS K CITocobaM JIeueHUs] OCTATOYHOTO paka y cyOobekra. Vcnonp3ye-
MBI{ B JAHHOM JTIOKYMEHTE TEPMHH "OCTaTOYHBIN pak" O03HAYaeT HAIMYKE WM MEPCUCTCHIIUIO OJTHON Wid Oolee
PAKOBBIX KIJICTOK Y CyOBEKTa IOCIIE JICYCHHUS TIPOTUBOPAKOBOM Tepamnueii.

B cooTBeTCTBHU ¢ HEKOTOPBIMHU aCIIEKTaMU JaHHOE M300pPETEHUE OTHOCUTCS K CIIoco0aM JieueHus 3a0oiie-
BaHUs WM PAacCTPOUCTBA, CBA3aHHOrO ¢ 3kcnpeccueit MUC16 (Hanpumep, paka SUYHMKA), BKIIOYAIOIUM BBE-
neHue onHou mwim 6onee w3 aHTU-MUC16 mitn OucieU(pUIHBIX AaHTUTCHCBA3BIBAOIINX MOJICKYJI, OIMCAHHBIX B
JPYTOM MECTE TaHHOTO JOKYMEHTa CYOBEKTY IOCIE TOTO, KaK OBLIO OMPEICIICHO, YTO CYOBEKT MMEET paK Mpe/I-
CTaTeNbHOU xkene3bl. Hanmpumep, maHHOe M300peTeHNE BKIIIOYACT CHOCOOBI JICUCHHS paka SWIHHUKA, BKIIOYAIO-
e BBeneHue aHTU-MUC16 anturena wnm anTH-CD3/anTn-MUC16 OucriennuaHON aHTHTEeHCBSA3BIBAIOMIEH
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MOJIEKYJIbl NalueHTy uepe3 | news, 2 aus, 3 anda, 4 nus, 5 aHe, 6 nuedl, 1 Henmento, 2 Hexenu, 3 HeAeTH WU
4 menmenu, 2 Mecsna, 4 Mecsna, 6 MecsIeB, 8 MecsIes, 1 Ton WK 6ojee Mmocie TOro, Kak CyObeKT MOTydrT Top-
MOHAJILHYIO Teparuio (HanmpuMep, aHTHAHIPOTEHHYIO TEPATIHIO).

KomOnuHmpoBaHHas Tepanus 1 COCTaBHI

JlanHO€ M300peTeHre OTHOCUTCS K CIoco0aM, KOTOphIe BKIIOYAIOT B ceOsl BBeACHHE (papMareBTHICCKOM
KOMITO3HITNH, COJIepIKaIIeil I'o00e N3 MPUBEICHHBIX B KaUYeCTBE IIpUMEpa aHTUTEN U OMCTIeNN(UIHBIX aHTUTCH-
CBSI3BIBAIOIINX MOJIEKYJ, ONMMCAHHBIX B JAHHOM JOKYMEHTE, B KOMOMHAIIMN C OJHUM IUIH OoJiee JOTMOTHUTEb-
HBIMH TEpPANleBTUYCCKUMHU areHTaMu. VIUTOCTpaTUBHBIE HONOJIHHUTENIBHBIC TEPANleBTHUCCKUE areHThI, KOTOPHIC
MOXHO KOMOMHHMPOBATh WJIM BBOJHUTH B KOMOMHAIIMY C aHTHI'CHCBS3BIBAIOIIECH MOJICKYJIOH 10 TaHHOMY H300pe-
TEHHIO, BKIIIOUaloT, Hanpumep, anraronuct EGFR (manpumep, antu-EGFR anTureno (manpumep, nerykcumad
WY NAHUTYMyMaO) WM HU3KOMOeKy spHbIit mHrnourop EGFR (manpumep, redpurnaué wim spinotuHub), aH-
TaroHuct apyroro wieHa cemeilicrea EGFR, Takoro xak Her2/ErbB2, ErbB3 wmu ErbB4 (mampumep, antu-
ErbB2, antu-ErbB3 nnmm antu-ErbB4 anTHTeno wiam HU3KOMOJEKYJSPHBIH MHTHOMTOp akTHBHOCTH ErbB2,
ErbB3 wm ErbB4), anraronunct EGFRVIII (manpumep, aHTHTENO, KOTOpOE CIEHU(DUYECKH CBA3BIBACT
EGFRVII), antaronuct cMET (manpumep, antu-cMET anrtureno), antaronmct IGFIR (mampumep, aHTH-
IGFIR antureno), B-raf uarnburop (manpumep, Bemypadenud, copadpennd, GDC-0879, PLX-4720), uarubu-
top PDGFR-a (Harmpumep, antu-PDGFR-a antureno), narnoutop PDGFR-B (nampumep, antu-PDGFR- an-
tuteno), antaronuct VEGF (manpumep, VEGF-noBymika, cM., Hanpumep, US 7087411, (Takke Ha3bIBaeMBbIA B
naaHoM nokyMmenTte "VEGF-unrubupyromuii ciautbiii 6enox"), antu-VEGF anTuteno (Hampumep, OGearnmzy-
Mal), HUI3KOMOJIEKYJIAPHBIA HHruOuTOp KrHAa3b! perienropa VEGF (Hanpumep, cyHuTHHUO, copadeHnd wiu ma-
3omann0)), antaronuct DLL4 (manpumep, antu-DLL4 anTuteno, omucannoe B US 2009/0142354 takoi kak
REGN421), anraronnct Ang2 (Hampumep, aHTU-Ang aHTHTeno, onucanHoe B US 2011/0027286, Takoe kak
H1H685P), antaronnct FOLH1 (PSMA), antaronnct PRLR (manpumep, antu-PRLR anTHTeno), antaroHuct
STEAP1 wmn STEAP2 (mampumep, antu-STEAP1 antuteno wmm antu-STEAP2 antnTeno), anraronuct
TMPRSS2 (nmampumep, antu-TMPRSS2 antureno), anraronuct MSLN (mampumep, aHtu-MSLN anTuTeno),
anraronuct CA9 (manpumep, antu-CA9 aHTHTENO), aHTArOHUCT YPOIUIaKWHA (HAapUMep, aHTH-YPOIUIaKHH aH-
TUTENO) U Ap. Jpyrue areHTbl, KOTOpbIe MOYKHO BBITOJHO BBOJIUTH B KOMOMHAIIMM C QHTUTECHCBS3BIBAIOLINMHU
MOJICKYJIAMH TI0 JAHHOMY W300pETEHHIO, BKIIOYAIOT MHTHOUTOPHI IUTOKWHOB, BKIIOYAs HU3KOMOJEKYIIAPHBIE
WHTHOWUTOPHI IIUTOKMHOB M aHTHUTENA, KOTOPHIE CBA3BIBAIOTCS C MMUTOKWHAMH, Takumu kak WJI-1, NJI-2, NJI-3,
WJI-4, NJI-5, 1JI-6, NJI-8, NJI-9, NJI-11, NJI-12, NJI-13, NJI-17, JI-18 unu uX cOOTBETCTBYIONTUMH PEIICTITO-
pamu. @apmaneBTHIECKHE KOMITO3UIIMK M0 JAHHOMY H300peTeHHIO (Hampumep, GpapManeBTHIeCKue KOMITO3H-
1y, coaepxamue aHTH-CD3/antn-MUC16 6uciennuaHyo aHTHTEHCBA3BIBAIOITYIO MOJIEKYITY, KaK OTIMCAHO B
HACTOSIIEM JOKYMEHTE) TaKXKe MOXKHO BBOJIUTH KaK YaCTh TEPAIICBTHICCKOTO PEKIMA, COACPKAIIETO OIHY HIIH
Oonee TepamneBTHUECKHX KoMmOWHaIuH, BeIOpaHHbIX U3 "ICE": udochamun (manmpumep, Ifex®), kapboruratnx
(mammpumep, Paraplatin®), stonozun (Hanpumep, Etopophos®, Toposar®, VePesid®, VP-16); "DHAP": nexcame-
Ta3oH (Hanpumep, Decadron®), mmrapadbun (Hanpumep, Cytosar-U®, nuroznHapabunosun, ara-C), IUCILIaTHH
(manpumep, Platinol®-AQ); u "ESHAP": stono3un (Hanpumep, Etopophos®, Toposar®, VePesid®, VP-16), me-
THJITPEAHU30II0H (HanpuMep, Medrol®), Beicokne 10361 uTapabuHa, nuciuiaTil (Hanpumep, Platinol®-AQ).

JlarHOE M300peTeHne TakKe BKITIOUACT TepareBTHIeCKe KOMOWHAIINHN, COJEepIKAIie JII00YI0 U3 aHTUTEH-
CBSI3BIBAIOIINX MOJICKYJI, YIIOMSHYTHIX B JAaHHOM JOKYMEHTE W MHTHOuTOp oaHoro win Oosee m3 VEGF, Ang2,
D114, EGFR, ErbB2, ErbB3, ErbB4, EGFRVIII, cMet, IGF1R, B-raf, PDGFR-a, PDGFR-3, FOLH1 (PSMA),
PRLR, STEAPI1, STEAP2, TMPRSS2, MSLN, CA9, yporutakvH Wi JTF000H U3 BBIIICYITOMSHYTHIX IHTOKUHOB,
TJie HTHTHOUTOP MpEACTaBIsieT Co00i anTamep, aHTHCMBICIOBYIO MOJIeKyiry, puoo3um, MuPHK, nentuanoe Teno,
HAaHOTEJIO WM (pparMeHT aHTuTena (Hanpumep, gpparment Fab; ¢pparment F(ab'),, pparment Fd; ¢pparment Fv;
scFv; ¢gparmenT NAT) nim qpyrue CKOHCTPYHpPOBAaHHBIE MOJICKYJIBI, HAIPUMEpP AWaTela, TpuaHrtena, Tetpaderna,
MHUHHUTEIa ¥ MUHUMAJbHBIC €JMHUIIBI PACIO3HaBaHUs. AHTHICHCBSI3BIBAIOIINE MOJIEKYJIBI 10 JaHHOMY H300pe-
TEHHIO TaK)KE MOYKHO BBOJUTH /WM COBMECTHO COCTABIIATH B KOMOMHAIINY C NPOTUBOBUPYCHBIMH CPEACTBAMH,
AHTUOMOTHKAMH, aHAJIBI'C€THKaMH, KopTHKocTeponnaMu u/mini NSAID. AHTHUTEHCBS3BIBAIONINE MOJCKYJBI 11O
JAaHHOMY M300pETeHUIO TaK)Ke MOJKHO BBOJIUTH KaK YacTh CXEMBI JICUCHHUS, KOTOPask TAK)KE BKIIFOYACT JTyUEBYIO
TEPanuio W/ WM OOBIYHYIO0 XUMHUOTEPAITHIO.

JloTIOTHUTEIBHBIN TepaneBTHIECKH aKTHBHBIA KOMITOHEHT(BI) MOXXHO BBOJWTH HEMOCPEICTBEHHO IIEper,
OTHOBPEMEHHO HJIM BCKOPE IOCIIC BBEICHUS aHTUTEHCBA3BIBAIONICH MOJIEKYIBI 10 JAHHOMY M300peTeHHIO; (115
eneil JaHHOTO M300pEeTEHHs TaKUe CXEMBI BBEICHUS CUMTAIOTCS BBEJICHHEM aHTUTCHCBSI3BIBAIONICH MOJICKYJIIBI
"B coyeTaHuu c" JOMOIHUTEIBHBIM TEPANIEBTUUECKH AKTUBHBIM KOMIIOHEHTOM ).

JlanHOe M300peTeHne BKIOYaeT B ceds (papMaleBTHIECKHEe KOMIIO3UIMH, B KOTOPBIX aHTUTCHCBSA3BIBAIO-
Imasi MOJIEKyJIa M0 JaHHOMY M300pPETEHHIO COBMECTHO COCTaBIISCTCS C OIHUM WIIM Ooliee JOTOJHUTEIHLHBIMH
TeparneBTHYECKH aKTHBHBIM KOMIIOHEHTOM(MH), KaK OITMCAaHO B JAHHOM JIOKYMEHTE B IpyrOM MECTe.

CxeMBblI BBEJICHUS

B cooTBeTCTBMM ¢ HEKOTOPHIMH BapHaHTaMU OCYLIECTBIICHHS JaHHOTO M300peTeHUs] HECKOJIBKO 103 aHTH-
TEHCBS3bIBatONIeH MoJeKybl (Hampumep, aHTH-MUC16 anTHTENO WM OucTiennuyHas aHTUTESHCB3BIBAIOIIAS
MOJIeKyJa, KoTopas crienrpudecku cBszbiBaeTcss ¢ MUC16 u CD3) MoxeT BBOIUTCS CYOBEKTY B TEUCHHE OTIPe-
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JICIICHHOTO Teproia BpeMeHU. CIocoObl 0 3TOMY aCIEeKTY M300pETeHHUs BKIIOYAIOT ITOCIICI0OBATEIIFHOE BBEIC-
HHUE CyOBEKTY HECKOJBKUX JI03 aHTUTCHCBSI3BIBAIOIICH MOJICKYIIBI MO JaHHOMY H300pereHu0. [IpuMeHseMblii B
JTAHHOM JOKYMEHTE TEPMHH "TOCIIeIoBaTeIbHOE BBEeIeHHe" 03HAYAET, YTO Ka)Kaas 032 aHTUTCHCBS3BIBAIOIICH
MOJIEKYJIBI BBOAUTCS CYyOBEKTY B pa3HBII MOMEHT BPEMEHH, HapUMep, B pa3HbIe THH, pa3cieHHbIC 3aaHHBIM
WHTEPBAJIOM (HampuMep, Jachl, JHH, HEJEIHN WM MecsIbl). JlaHHOe N300peTeHne BKIII0YAeT CIIOCOOBI, KOTOPHIE
BKITIOYAIOT B ce0sI MMOCIIeIOBATEIbHOE BBEJCHNE MAMCHTY €IMHCTBEHHON HA4YaIbHOM O3B aHTUTCHCBS3BIBAIO-
el MOJIEKYJNBI, 32 KOTOPOU CIEAYIOT OJHA WM Oojee BTOPUYHBIX 103 aHTHUTEHCBS3BIBAIONIEH MOJCKYIHI, U
HeoO0s3aTeIbHO COMPOBOXKAaeMasi OMHON MK OoJiee TPETUIHBIME J03aMH aHTUTCHCBA3BIBAIONICH MOJICKYJIBL.

TepMmuns! "HauaneHas f03a", "BTOpUYHBIE 103bl" U "TpETUUHBIE AO3BI" OTHOCATCA K BPEMEHHOW MOCNeno-
BaTCIFHOCTH BBCJICHUS AHTUTCHCBS3BIBAIOIICH MOJEKYIBI N0 JaHHOMY H300peTcHHI0. Takum oOpa3zom, "Ha-
yanpHas 103a" MPEICTaBIsCT cO00I 103y, KOTOpas BBOJIWTCS B Havaje Kypca JICUCHUs (TakKe Ha3bpIBacMas "Uc-
XOJHOHM 1030#"); "BTOpUYHBIC NO3BI" MPEICTABISIOT COOON J03BI, BBOJMMEIC ITOCIIC HAYalbHOW MO3BI; a "Tpe-
TUYHBIC J03bI" MPEACTABISIOT cOOO0M H03bI, BBOAUMBIC MOCIEC BTOPUYHBIX N03. HauambHBIC, BTOPUYHBIC U TpE-
TUYHBIC JIO3BI MOTYT COJICPXKATH OJTHO U TO YK€ KOJIMYECTBO aHTHTCHCBS3BIBAIONICH MOJICKYJIBI, HO OOBIYHO MOTYT
OTIMYaThCA APYT OT Apyra C TOYKH 3PEHHUS 4acTOTHI BBeneHMs. OIHAKO B ONPE/ICICHHBIX BapHaHTaX pealn3a-
UM TAaHHOTO M300peTeHHS KOJIMYECTBO aHTUTEHCBS3BIBAIONICH MOJIEKYIIBI, COMEpKAIIeiics B HAYaIbHBIX, BTO-
PUYHBIX W/WIN TPETHYHBIX 032X, OTIIMYAETCS APYT OT ApyTa (HampuMep, CKOPPEKTHPOBAHO BBEPX WM BHU3 IO
Mepe HEOoOXOMMOCTH) B XOJI¢ JICUeHMsI. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS NU300peTeHUs IBE WU OoJiee
(manpumep, 2, 3, 4 win 5) 10361 BBOJAT B Hadajle Kypca JICUCHHUS B KaueCTBE "HACHIMIAIOMINX 103" C TIOCIEayIO-
UMY JI03aMH, KOTOPBIE BBOJIATCS MeHee JacTo (HampuMmep, "moIaepKUBAIOIIe JO35I").

B 01HOM MILTFOCTPaTHBHOM BapHaHTE pPeaH3allid JaHHOTO H300pETCHUS KKy BTOPUYHYIO H/HITH Tpe-
TBIO 7103y BBOIAT uepe3 o | 1o 26 menens (manpumep, 1, 1', 2, 2%, 3, 3',, 4, 4, 5, 5, 6, 6, 7, 7', 8,
8'%,9,9',, 10, 10", 11, 11', 12, 12", 13, 13'/,, 14, 14", 15, 15", 16, 16'/5, 17, 17", 18, 18"/, 19, 19'/,,
20, 20'/,, 21, 21"/, 22, 22'/,, 23, 23'/,, 24, 24'/,, 25, 25'/,, 26, 26'/, u Gornee) moCIe HEMOCPEACTBEHHO MPE/IIIC-
cTByrOmICH 03bl. dpa3a "HEMOCPEICTBCHHO MPEANICCTBYOMAs 103", KaK OHA MPHUMCHSICTCS B JTAHHOM JIOKY-
MEHTe, O3HAa4YaeT, B MOCIIEOBAaTEIIFHOCTH MHO)KECTBEHHBIX BBEICHUH, 103y aHTHUTCHCBSI3BIBAIOIICH MOJIEKYJIBI,
KOTOPYIO BBOJAT MAIIMECHTY IO BBEACHHUS CIEAYIOMIEH 03Bl B TIOCIEAOBATEIFHOCTH 0€3 MPOMEKYTOUHBIX J03.

CrocoObI COTJIACHO 3TOMY acIeKTy U300pETEHHUS MOTYT BKJIIOYATh BBEJICHUE MAIUEHTY JTIO00TO KOJUIECT-
Ba BTOPHYHBIX W/WJIN TPETHYHBIX 103 aHTHTCHCBS3BIBAIOIICH MOJEKyJbl (Hampumep, antTu-MUC16 anTHTeNna
i OucennpUIHON aHTUTCHCBA3BIBAIONICH MOJIEKYJNbI, KoTopas crnenuduuecku cBszbpiBaetcss ¢ MUCI6 u
CD3). Hanpumep, B ONIpeIeIICHHBIX BapHaHTaX OCYIIECTBICHUS M300PETEHNUS MAIIUEHTY BBOAUTCS TOJIHKO OJIHA
BTOpHUYHAS 703a. B Apyrux BapmaHTaX OCYIIECTBICHUSA M300PCTCHUS MAIIUCHTY BBOIAT JBE WK OoJiee (HAImpH-
Mep, 2, 3,4, 5,6, 7, 8 wiu OoJiee) BTOPUYHBIX J103. AHAJIOTUYHBIM 00pa3oM B OTIPE/ICICHHBIX BApUAHTAX OCYIIC-
CTBIICHUS U300PETECHUS MALMCHTY BBOJIUTCS TOJIBKO OJTHA TPETUYHAS J103a. B npyrux BapuaHTax OCYyIIECTBICHUS
M300peTeHNs NalMeHTy BBOJT JIBE MM Ooiiee (Hanpumep, 2, 3, 4, 5, 6, 7, 8 unu 6oJiee) TpETUUHBIX 103.

B BapmaHTax OCYIIECTBJICHHUS C YYaCTHEM HECKOJBKAX BTOPHYHBIX J03, KaXIas BTOPUYHAS 1032 MOXKET
OBITh BBEJICHA B TOH K€ YaCTOTE, YTO W JPYTHe BTOPHYHBIC 03Bl Hampumep, kaxkaas BTOpUYHAS 032 MOXKET
BBOJIMTHCS MALMEHTY Yepe3 1-2 Hemenu mocie HeMOCPEICTBEHHO MPEAIIeCTBYIOMEH 1035l AHAJIOTHYHO B BapH-
AHTax OCYIIECTBICHUS H300pETeHNS, BKITIOYAIOMINX MHOKECTBO TPETUIHBIX 03, KaKJast TPETUIHAS 1032 MOXKET
BBOJIUTKCS C TOM K€ YaCTOTOH, YTO U APYTHE TPETHUHBIE N03bl. Hampumep, Kaxaas TpeTHIHAst 1032 MOXKET BBO-
IUTHCS TMMAMEHTY depe3 2-4 Heenu Mocie HeIOCPEICTBEHHO MPEANIeCTBYIOMEH 036l ANBTEpPHATHBHO YacTo-
Ta, C KOTOPOIl BTOPHYHBIE W/WIN TPETUYHBIC O3Bl BBOAATCS TAITMCHTY, MOXKET M3MEHATHCA B TCUCHHE Kypca
nedeHust. YacToTa BBEJICHHUS MOXKET TaKXKE PEryIUPOBAThCS B XOJAC Kypca JICUCHHUS JIeYalliM BpauyoM B 3aBUCH-
MOCTH OT MMOTPEOHOCTEH OTIEIBHOTO MAIMEeHTA IMOCIIE KIIMHUYECKOTO 00CICIOBAHUS.

JlmarHocTiyeckoe IPUMCHEHHE aHTUTEI

Ant-MUC16 anTHTENa IO JaHHOMY M300pETEHHUIO TaKkKe MOTYT OBITH MCIIOJIBb30BaHbI ISl OOHAPYKEHUS
w/um u3mepenust MUC16 i MUC1 6-3kcnipeccupyromux KIeTok B o0pasie, Harpumep OHoIorHdeckoM 00-
pastie B quarHocTrdeckux nensx. Hampumep, antu-MUC16 aHTHTENO WM €ro pparMeHT MOXKHO UCIIOJIE30BaTh
JUT TUAarHOCTHKH COCTOSIHHSA WM 3a00JIeBaHMS, XapaKTepHU3yIoIIerocs abeppaHTHOM dKCIpeccuer (Hampumep,
M30BITOYHON DKCIIPECCHEN, HETOCTATOTHON IKCITPECCHEH, OTCYTCTBHEM 3Kcnpeccuu U T.1.) MUC16. MnmocTtpa-
THUBHBIE AuarHocTHdeckue anamu3el 1yt MUC16 MOTyT BKIIIOUATh, HAIIPUMEp, NIPUBEICHAE B KOHTAKT 00pasia,
MOJTy4E€HHOTO OT nanuenTa, ¢ anTu-MUC16 aHTHUTENOM 110 TaHHOMY H300pereHuto, riae antu-MUC16 anTuTENO
MEUYeHO OOHApYKWBAEMON METKOH HMITM PETIOPTEPHON MOJIEKYJOH. B albTepHaTHBHOM BapHaHTe HEMEUCHOE aH-
TH-MUC16 aHTHUTEN0 MOXET MPUMEHSATHCS B THAarHOCTUYECKUX MPUMEHEHUAX B COYETAHUH CO BTOPUYHBIM aH-
TUTEJIOM, KOTOPOE CaMO IO ceOe SBIIACTCS MECUYCHBIM JJIs JCTeKImH. JleTeKTUpyeMas METKa U PernopTepHas
MOJICKYJIa MOTYT MPEACTABIATE COOOW PaHOU30TOI, TAKOU KaK 3H, 14C, 32P, 35S, 381051 1251; (hyopecueHTHBII HiTh
XCMUJTFOMIHECIICHTHBIA ()parMeHT, TaKol Kak (IyOopeCIEHHI30THOLMAHAT WM POJIaMUH; WA (PEPMCHT, TaKOH
Kak mienouHast ocdarasa, Oera-rarakTo3uaasa, MepoKCUaa3a XpeHa win morudepasa. [Ipyroe WILTIOCTpaTHB-
Hoe mauarHoctmiyeckoe mnpumeneHue aHTH-MUC16 aHTUTEN MO IaHHOMY HW300pPETCHHIO BKIIFOYACT ¥7r-
MEUYCHHOE, TAKOE KaK ° Zr-1ec(hepproKCcaMiH-MEUCHHOE, aHTUTENIO C [E/IbI0 He HHBA3HBHOM MICHTH(hUKALHH 1
OTCJICKUBAHUS OITYyXOJIEBBIX KJIETOK Yy CyOBeKTa (HalpuMep, BU3yalH3alus MO3UTPOHHO-SMHUCCHOHHOW TOMO-
rpaduu (PET) (cm., Hanmpumep, Tavare, R. et al., Cancer Res 2016 1 saBaps; 76 (1):.. 73-82, u Azad, BB. et al.,
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Oncotarget. 2016 Mar 15;7(11):12344-58.) KoHkpeTHbIE THIIOBBIE aHAJIN3BI, KOTOPHIE MOTYT OBITH NPUMEHCHBI
Jutst oOHapysxenus um usmepenust MUC16 B oOpasue, Bkimo4aoT B ce0s1 nMMyHO(depMeHTHBIH aHanu3 (MDA),
panguonmmyHoaHanmn3 (PUA) u copTHpOBKY (uryopecrieHTHO-aKTUBUPOBaHHBIX KieTok (FACS - fluorescence-
activated cell sorting).

O6pa31pl, KOTOpbie MOTYT puMeHAThECS B MUC16 mHarHoCTUYeCKNX aHaIu3aX B COOTBETCTBHU C JAHHBIM
M300peTeHNEeM, BKITIOUAIOT B ceOs M000i 00pa3er] TKaHH WM XKHUAKOCTH, KOTOPBIH MOXHO TOJTYYUTh OT TTaIlH-
€HTa, KOTOPBIA COMIEPKUT ompenenseMble komndaectBa 6enmka MUC16 wim ero pparMeHTOB B HOPMAITBHBIX HITH
naToJoruieckux ycioBusax. Kak mpaswmio, ypoBHH MUC16 B KOHKpEeTHOM 00pasile, OTydeHHOM OT 3JI0POBOTO
nanuenTa (HanpuMmep, MalyeHTa, He CTpaarolero 3a00JeBaHUeM MM COCTOSIHUEM, CBS3aHHBIM C aHOMaJIbHbI-
MH YPOBHSAMH MM akTHBHOCTHI0 MUC16) OymyT n3mepsThes € LEIbI0 IEPBOHAYAIBEHOTO YCTAHOBJICHUS HCXOI-
HOTO YpoBHSA WK cTanaaptHoro ypoBHs MUC16. 3ror 6a30Bblif ypoBenb MUC16 MOXXHO 3aTeM CPaBHHTH C
ypoBHsimu MUC16, n3MepeHHBIMH B 00pasniax, HOJYYEHHBIX OT MHIMBHAYYMOB, IOJO3PEBACMbIX B HAINYNU
3aboneBanus, cBsazanHoro ¢ MUC16 (manpumep, Omyxouu, coaepikallei KieTky, skcnpeccupytomue MUC16)
WJIA COCTOSIHUSL.

[Tpumeps! 06pa3oB TKAHW HITH KHUIKOCTH BKJIIOYAIOT, HO HE OTPaHUYMBAIOTCS WM, IUIa3My, CBIBOPOTKY,
aCIINT, SIMYHHUK, MATKy, IIEHKY MAaTKH, I€Y€Hb, MOYEBOH IMy3BIPbh, OKEITYAOUHYIO JKeJe3y, KelyJ0K, TOHKYIO
WM TOJICTYIO KHIIKY, XKEITYHBIA ITy3BIPh, TPYAb, JETKOE, TOUKY, CIFOHHBIC JKeJIe3bl, U CIIE3HBIC JKEeJIe3bl FITH JII0-
00e MX 37I0KaYeCTBEHHOE AIHUTEIHONIHOE 00pa3oBaHue. JlOMOTHUTENbHBIE TPUMEPHI TKAHW WA 00pa3IoB K-
KOCTH, BKJIIOYAIOT, HO HE OTPAaHMYMBAIOTCS MMH MaNWULIPHBIN CEPO3HBIN pak MIEHKN MaTKH, aIeHOKAPIITHOMY
SHIOMETPHS, CBETJIOKIIETOYHYIO aJICHOKAPIITHOMY MOYEBOTO ITy3BIps, KapIMHOMY CEMEHHBIX ITy3BIPHKOB, Kap-
IIUHOMY JKEJyJIKa, KOJIOPEKTAIBHYIO aJeHOKAPIUHOMY M SIUTEINOUAHYI0 Me3oTeanoMy. [Ipennonaraercs, 4ro
0001 00paser KUAKOCTH WM TKaHH, KOTOPBIH CONEpKUT oOHapyxuBaeMble KosmdectBa oenxka MUC16 wmn
ero (hparMeHToB, MOXET OBITh ITOJBEPTHYT criocobaM OOHAPY)KEHHMsI, ONIMCAHHBIM B JTAHHOM JoKyMeHTe. Omnu-
CaHHBIE CIIOCOOBI MOTYT HMCIOJIBb30BATHCS Ui MOHHUTOPHHTA Pa3BUTHS M ITPOTPECCHPOBAHUS 3JI0KAYECTBEHHBIX
3a00JIeBaHNI WM TS Pa3IMuCHUs] HOPMaIIbHBIX M 00JIe3HEHHBIX cOCTOSIHNI. Kak TakoBble onmcanHble COCOObI
MOTYT OBITh MCIOJIB30BAHBI IS BBIIBICHUS MM MOHHUTOPHWHTA PAKOBBIX 3a00JE€BaHWH, TAKUX KaK paK SHIHH-
KOB, paK MOYEBOTO ITy3BIPs, PaK MOJIOYHOH JKENe3bl, PaK IOKEIyJOYHOMN >Kelle3bl, HEMEIKOKICTOUHBIN paK
JIETKOTO, BHYTPUIICYCHOYHYIO XOJIaHTHOKAPIITHOMY Macco0o0pa3yIoniero THMa, aJeHOKapIIMHOMY IIEHKH MaTKH,
1 aJICHOKapIIMHOMY JKEITyTOYHOTO TPAKTa.

IIpuMmepbI

Crnenyromue IpUMephl IPUBEACHBI C TEM, YTOOBI IPEJOCTABUTH CIICIIHAUCTaM B TaHHOW 00JacTH TEXHU-
KU TI0JIHOE PACKPBITHE U ONHCAHHUE TOTO, KaK IPONU3BOJIUTE U MPUMEHSTH CIIOCOOB M KOMIIO3UIIMU H300pETeHNS,
W HE IpeIHa3Ha4YeHBbl JJIsI OTPaHUueHHs] 00beMa N300pETEeHHs], KOTOPOE aBTOPBI M300PETEHHS CUUTAIOT CBOUM
n300peTeHreM. BpumM NpeanpuHATEl YCHIHS JUIsl 0OecTieYeHsi TOYHOCTH B OTHOLICHUH IPHMEHSIEMBIX YHUCEIN
(HanpuMep, KOJIMYECTB, TEMIIEPATYphl U TOMY MOZOOHOE), OJTHAKO HEOOXOJMMO YUHTHIBATH HEKOTOPHIE JKCIIE-
pUMEHTaNbHBIE OIINOKK M OTKJIOHEeHMs. Eciu He yka3aHO MHOE, YacTH NpPEICTaBISIIOT cOOOW YacTh 1Mo Macce,
MOJIEKYJISIpHast Macca IPEICTaBIIEeT COO0H CPeHIO MOJICKYJSIPHYIO MacCy, TEMIIepaTypa Mpe/CcTaBiIeHa B rpa-
nycax Llenmbcus u gaBneHne HAXOMUTCSA HA YPOBHE WIIM OKOJIO aTMOC(EpHOTO.

ITpumep 1. [Monyuenne antu-MUC16 anturen.

AHTH-MUCI16 anTHTENa MOJYYaroT ITyTeM UMMYHH3AIIUN TEHETHIESCKH MOIU(DHIIMPOBAHHON MBIIIH C HYe-
noeuecknM aHTureHoM MUC16 wimm MMMyHH3AIMM CKOHCTPYHPOBAHHOW MbImH, coaepxameid JTHK, koam-
pyIoIel 4eIoBeUeCKHA UMMYHOTJIOOYITHH TSKEJION W KaIlllbl JIETKOW IeTH BapruaOelbHBIX YIaCTKOB C YeJlOoBe-
yeckuM anturenom MUCI16.

I'enernueckn MoaupuIMpoBaHHBIE MBIIH OblTM MMMYyHH3UpoBaHsl hMUC16.nub (ycedeHHslit dopmar,
oxBaThIBaIOIMi mocienuue mate SEA pomeHoB mymmHa-16 (SEQ ID: 1902)), mmbo MMMYHH3HPOBAHEI
hMUCI16-3kcnpeccupyromieii kiaeTouHon uHuei, Takoi kak kietku OVCAR-3. SEQ ID NO: 1902 conmepxur
ocratku 13810-14451 SEQ ID NO: 1899, a taxxe C-koHIIeBbIe MEeTKH. [10Ciie MIMMYHH3AIMH CIUICHOIIMTHI COOH-
pamm y xaxaoi Mpimu # (1) cnmBaimy ¢ KJIETKaMH MHENIOMBI MBIIIH ISl COXPaHEHHS! UX KU3HECIIOCOOHOCTH U
(hopMHUpOBaHHS KIETOK THOPHIOMBI M CKPHHUPOBAIH Ha crieruduanocts K MUC16, nim (2) orcoptupoBanu B-
kietkH (kak ormmcano B US 2007/0280945 A1) ucnonb3ys pparmenT MUC16 denoBeka B Ka4eCTBE COPTHPYIOIIETO
peareHTa, KOTOPBIH CBSI3BIBACT M UICHTU(DHINPYET peaKTUBHBIC aHTUTENA (aHTUT €H-TTIO3UTUBHBIC B-KIteTKw).

Xumepnsle antutena K MUC16 nepBoHAaYaIbHO OBLTH M30JIMPOBAHbI, UMEH BapHaOEIbHBIN YIaCTOK de-
JIOBEKa W KOHCTAHTHBIM Yy4acTOK MBIIIH. AHTHUTENa ObLTH OXapaKTepHU30BaHbI M OTOOPAHBI IO JKEIaeMBIM XapaK-
TEPUCTHKaM, BKIIodas apGUHHOCTE, CeNeKTUBHOCTE | T.1. [Ipr HEOOXOIUMOCTH KOHCTAaHTHBIC YYAaCTKH MBIIIH
OBUTM 3aMCHEHBI JKEJIAEMbIM KOHCTAHTHBIM YYacCTKOM YeNIOBEKa, HAIpHMeEp, KOHCTAHTHBIM YYacTKOM JHKOTO
tuna uwin Moxuduuuposantoro 1gG1 nnm 1gG4, nuis renepanmu mojaHOCTHIO YenoBedeckoro antu-MUC16 an-
turena. HecMoTps Ha TO, 4TO BHIOpAaHHBIH KOHCTAHTHBIH YYacTOK MOXET BapbHpOBAaTHCS B 3aBUCHMOCTH OT
KOHKPETHOTO NPUMEHEHHMSI, BapHaOeJIbHBII y4acTOK 00ecreynBaeT BhICOKOA()(DMHHBIC aHTHI'€HCBSI3BIBAIONINE H
crieduIHbIC K Lesd XapakTepucTuki. O0o3HaueHus Ha3BaHuil anTutel, Takue kak HIH8755P u HIM7129N,
0003HAUaAIOT TMOJHOCTBIO 4ejoBeueckwe aHtutena "HIH" wmm  xuMmepHsle BapuaOelbHBIM — YenoBe-
Ka/KOHCTAHTHBIA MBIIN ydacTku antuten "HIM". AnTurena, HaeHTUUITMPOBAHHBIE THOPHIOMHBIM CITIOCOOOM,
0003Ha4YeHB! UICHTU(HHUKAIIMOHHBIMA HOMEpaMU aHTHTEN, 3akaHumBarommMucs Ha "N" wimm "N2". AHTuTena,
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UICHTU(QUIMPOBAHHEIC CIIOCOOOM COPTHUPOBKH B-KieTok, 0003HAYCHBI MACHTH()HUKAIIMOHHBIMA HOMEpPAMH aH-
THTEI, 3aKaHYnBaromuMucs Ha "P" wim "P2".
HekoTtopsie 6monmorndeckre cBoHCTBa HILTIOCTPATUBHBIX aHTH-MUC16 aHTUTEN, TOTYyIeHHBIX B COOTBET-
CTBUH CO CIIOCOOAMM ATOTO MPUMEPA, TTOIPOOHO OTMCAHBI B TIpUMEpax, MPUBEICHHBIX HIDKE.
[TocienoBaTen,HOCTH AMUHOKHUCIIOT M HYKJIEMHOBBIX KHCIIOT BapruabeI»HOTO
y4acTKa TsDKeIoH u nerkoi nemneit antu-MUC16 anTuTen
B Tabn. 1 npuBeneHsl MASHTH(HUKATOPH AMUHOKUCIIOTHON TOCIIEIOBATEILHOCTH BapHaOETbHBIX YIaCTKOB
1 CDR Tspkenoi u nerkod mnenu BeIOpaHHBIX aHTH-MUC16 aHTHTEN TIO MaHHOMY H300peTeHmnio. COOTBETCT-
BYIOIIIUE UICHTU(DUKATOPHI ITOCICAOBATSILHOCTH HYKIICHHOBOW KHUCJIOTHI IIPUBEICHBI B Ta0II. 2.
Tabnuna 1. nentndukatopsl aMHHOKUCIOTHOW OCJIEIOBATEIIEHOCTH

SEQ ID NO:
OBosHaueHM
e aHTHUTena |HCVR | HCDR1 | HCDR2 | HCDR3 | LCVR | LCDR1 | LCDR2 | LCDR3
H1H8755P 2 4 6 8 10 12 14 16
H1H8767P 18 20 22 24 26 28 30 32
H1H8770P 34 36 38 40 42 44 46 48
H1H8783P 50 52 54 56 58 60 62 64
H1H8790P 66 68 70 72 74 76 78 80
H1H8794P 82 84 86 88 90 92 94 96
H1H8794P2 82 84 86 88 858 860 862 864
H1H8799P 98 100 102 104 106 108 110 112
H1HB8799P2 98 100 102 104 170 172 174 176
H1H8804P 114 116 118 120 122 124 126 128
H1H8808P 130 132 134 136 138 140 142 144
H1H8810P 146 148 150 152 154 156 158 160
H1H8813P 162 164 166 168 170 172 174 176
HIM7129N 178 180 182 184 186 188 190 192
HIM7137N 194 196 198 200 394 396 398 400
HIM9519N 202 204 206 208 210 212 214 216
HIM9521N 218 220 222 224 226 228 230 232
HIM9528N 234 236 238 240 242 244 246 248
H2M7128N 250 252 254 256 1936 | 1938 1940 1942
HIM7130N 1944 | 1946 1948 1950 1952 | 1954 1956 1958
H2M7131N 258 260 262 264 266 268 270 272
H2M7133N 274 276 278 280 1936 | 1938 1940 1942
H2M7134N 282 284 286 288 290 292 294 296
H2M7135N 298 300 302 304 306 308 310 312
H2M7138N 314 316 318 320 322 324 326 328
H2M9538N 330 332 334 336 338 340 342 344
H3M9524N 346 348 350 352 354 356 358 360
H3M9525N 362 364 366 368 370 372 374 376
H3M9529N 378 380 382 384 386 388 390 392
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Tabmmua 2. nenTrdukaTops! Mocae10BaTeIbHOCTH HYKJICHHOBOW KUCIOTHI

SEQ ID NO:
OBosHadYeHN
e auTuTena | HCVR | HCDR1 | HCDR2 | HCDR3 | LCVR | LCDR1 | LCDR2 | LCDR3
H1H8755P 1 3 5 7 9 11 13 15
H1H8767P 17 19 21 23 25 27 29 31
H1H8770P 33 35 37 39 41 43 45 47
H1H8783P 49 51 53 55 57 59 6l 63
H1H8790P 65 67 69 71 73 75 77 79
H1H8794P 81 83 85 87 89 91 93 95
H1H8794P2 81 83 85 87 857 859 861 863
H1H8799P 97 99 101 103 105 107 109 111
H1H8799P2 97 99 101 103 169 171 173 175
H1H8804P 113 115 117 119 121 123 125 127
H1H8808P 129 131 133 135 137 139 141 143
H1H8810P 145 147 149 151 153 155 157 159
H1H8813P lel 163 165 167 169 171 173 175
HIM7129N 177 179 181 183 185 187 189 191
HIM7137N 193 195 197 199 393 395 397 399
HIM9519N 201 203 205 207 209 211 213 215
HIM9521N 217 219 221 223 225 227 229 231
HIM9528N 233 235 237 239 241 243 245 247
H2M7128N 249 251 253 255 1935 | 1937 1939 1941
HIM7130N 1943 | 1945 1947 1949 1951 | 1953 1955 1957
H2M7131N 257 259 261 263 265 267 269 271
H2M7133N 273 275 277 279 1935 | 1937 1939 1941
H2M7134N 281 283 285 287 289 291 293 295
H2M7135N 297 299 301 303 305 307 309 311
H2M7138N 313 315 317 319 321 323 325 327
H2M9538N 329 331 333 335 337 339 341 343
H3M9524N 345 347 349 351 353 355 357 359
H3M9525N 361 363 365 367 369 371 373 375
H3M9529N 377 379 381 383 385 387 389 391

I[Mpumep 2. Aatu-MUCI16 anTHTENna CHEenUUISCKH CBI3BIBAIOTCS C JHIOTEHHO AKCIPECCHPYEMBIM
hMUC16 na xnerounoit mmann OVCAR-3.

Crniocobonocts anTH-MUC16 aHTHTEN CBS3BIBATHCS CHEHM(UUECKH C DHIOTEHHO SKCHPECCUPYIONIMMUCS
MUCI16 Ha TMHUH KJIETOK KapIMHOMBI SSIMYHUKOB yenoBeka (OVCAR-3) oneHnBany ¢ noMompio aHainsa ooHa-
PYXXEHUsI Ha OCHOBE 3JIEKTPOXEMIIFOMUHECIIEHIINH (Me30 mKaia ooHapyxerus (MSD), Poxsuiuts, Mapuienn).

Bxpatne, OVCAR-3 u KOHTpOJbHYIO KIETOUHYIO JIMHUIO aJeHOKapUUHOMEI ssuuHuka, SK-OV-3, koTopas
He HMeeT AeTeKTupyeMoit sxerpeccrn hMUC16, mpombiBaii B 1xPBS ¢ no6asnernem Ca>'/Mg”" (Irvine Scien-
tific, Canra Ana, Kamudopnust), a 3arem uHKyOHpoBanu B Oydepe nucconnannu kietok 6e3 gpepmenros (Milli-
pore, bunneprka, Maccauycerc) B Tedenue 10 mun npu 37°C. OTneneHHbIE KIETKH 3aTeM MPOMBIBAIN OJIMH pa3
B 1xPBS ¢ no6asiienueM C212+/Mg2+ 1 nojacuuThiBan (cyeTunk kiaeTok Cellometer Auto T4, Nexcelom Biosci-
ence, Jloyperc, Maccaaycerc). [Tpubmusurensro 1,0x10* krerok BeiceBann B MULTI-ARRAY 96-myHO4HBIC
TUIAHIIETHI C YrOJIbHBIMHE iekTpogamMu (MSD) u naky6upoBanu B Tedenue 1 4 npu 37°C. 3artem Hecnienupuye-
CKHe CalThI CBsI3BIBaHUS OjokupoBain ¢ nmomombio 2% BCA (mac./00.) B PBS B Teuenne 1 4 mpu KoMHaTHOH
TeMIieparype. 3ateM cepuitHble pa3Beaenus aHTH-MUC16 ninu koHTposnbHBIX aHTHTEN (0,85 MM - 50 HM) n
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Oy(epHBIX KOHTpoJel O6e3 aHTUTEeN 100aBISUTN K KJIETKaM, CBSI3aHHBIM C IUIaHIIeTaMH, 1 HHKYOMpOBaJIU B Teye-
Hue 1 1 npu komHaTHOH Temneparype (KT). [lnaHmeTs 3aTeM npoMbIBany Juisl yaajeHUs] HECBSI3aHHBIX aHTUTEI
C IPUMEHEHUEM YCTPONCTBA OTMBIBKH MMMYHOJIOTHYECKUX TutaHmieToB AquaMax2 000 (MDS Analytical Tech-
nologies, CanauBmwib, Kamdopans). AHTUTENA, CBSI3aHHBIE C TUTACTUHOM, TETEKTUPOBAIN C TIOMOIIBIO aHTHUTE-
na, konbtoruposanHoro ¢ SULFO-TAG™ anrtu-4enoBeueckoii kamma yierkoii nenu (Regeneron), nim anturena,
koHbrorupoBaHHoro ¢ SULFO-TAG™ antu-meimmnoro IgG (Jackson Immunoresearch, Bect I'pos, Ilencnis-
BaHus), B TedeHue 1 1 mpu KT. Ilociie mpoMBIBKM TUIAHIIETH MPOSBISUIA C TIOMOIIBIO Oydepa CUMTHIBAHUS
(MSD) B COOTBETCTBUHU C MPOTOKOJIOM MPOHU3BOAUTENS, & JTIOMHHECIIEHTHBIE CHUTHAJBI PETHCTPHPOBAIN C HO-
Mmoo mpudopa SECTOR Imager 6000 (MSD).

VIHTEHCHBHOCTD JIIOMHHECIIEHIINY, U3MEPEHHAsI B OTHOCHTENBHBIX CBETOBBIX eaununax (RLU), st aByx
KJIIETOYHBIX JIMHUH ObLTa 3amucaHa JJIs yKa3aHUs HHTCHCUBHOCTHU CBSI3bIBAaHHS Ka)KIOTo aHTUTENa. OTHOILICHHUE
CHTHaja, oOHapyKeHHOro npH cBsi3biBaHMK 1,9 HM i 16,7 1M antu-MUCI16 anturena ¢ OVCAR-3, mo
cpaBHenuro ¢ SK-OV-3 coobuianocs kak noka3arenb crequduaHocTH 1 3¢ HEKTUBHOCTH CBsI3bIBaHUS (TabI. 3).

Tabiuua 3. CootHomenue cBsa3piBanus KieTkamu aHTu-MUC16 anTHTEN K SHI0T€HHOM
skcnpeccu hMUC16 OVCAR-3 o cpaBaenuto ¢ hMUC1 6-HeraTHBHBIME
kietouHbIMy uHUsIMH SK-OV-3

CooTHoOlmeHMe: aHTM-MUCl6 cBaABHBaHUE
OVCAR-3/SK-0V-3
NneHTHdMKaTOp aHTHUTENIA [AT]: 1,9 BM [AT]: 16,7 M
TubpmumoMa aHTM-Muclé anTuren (HIM, H2M, H3M)
H2M7128N 59 31
HIM7129N 68 19
H2M7131N 86 37
H2M7133N 69 33
H2M7134N 68 29
H2M7135N 30 5
HIM7137N 77 29
H2M7138N 82 50
H3M7132N 89 38
HIM9519N 109 78

-55-



039842

HIM9521N 132 107
H3M9524N 81 57
H3M9525N 137 51
HIMO9528N 153 120
H3M9529N 143 929
H2M9538N 89 26
YenoBeueckme Fc aHTM-MUCl6 auTuren (H1H)
H1H8755P 13 5
H1H8767P 4 NS
H1H8770P 3
H1H8783P 11 4
H1H8790P 8 3
H1H8794P 8 3
H1H8794P2 5 NS
H1H8799P 10 4
H1H8799P2 10 4
H1H8804P 38 3
H1H8808P 4 NS
H1H8810P 8 3
H1H8813P 11 5
H1HO9519N 41 30
H1H9521N 30 28
H1H9524N 20 48
H1HO9525N 4 21
H1H9528N 41 18
H1H9529N 109 74
H1HO9538N 12 13
KoHuTponn
AHTHUTEJIO M30TUINYECKOTO
NS NS
KOHTpoJiga mIgGl
AHTHUTEJIO M30TUINYIECKOTO
NS NS
KoHTpoJsid mIgG2a
AHTUTEJIO M30TUIUYUECKOTO
NS NS
xkoHTpoJsig hIgGl

N3=mnecnenudundeckoe - cooTHomenue mpu 1,9 HM wm 16,7 HM <2,5-kpatHoe.

WMzorunsr: HIH: higG1l; HIM: mIgG1; H2M: mIgG2; H3M: mIgG3.

[Tpumeyanue: U3MEHEHNE B CBSI3BIBAHUN COOTHOILIECHUSI HHTEHCHBHOCTH MEXIy OJHUM U TEM e aHTHUTe-
J0M, dKcTipeccupyeMbIM ¢ Fc Mbitm u Fc genoBeka, 00ycoBIeHb! HCIOIB30BaHUEM PA3IMYHBIX peareHTOB BTO-
puuHoro obHapyxenus SULFO-TAG.

Kak BugHO U3 pe3ynsTaToB B Ta0i. 3, 6onbmnHcTBO aHTH-MUC16 aHTHTEN AaHHOTO M300peTeHHs CBs3a-
ubl cneruduaeckn ¢ OVCAR-3 npu o6oux Beicokoit (16,7 HM) u Huzkoi (1,9 HM) KOHIICHTpaluu aHTHUTEIL.
AmntnTena mzotunudeckoro kourponst migGl, mlgG2a n hlgGl He mokazanu criennpUUECKOro CBS3BIBAHUS HU
¢ kierouynoit muaneit OVCAR-3, vu ¢ SK-OV-3. Kpome Toro, CymecTByIOT J0Ka3aTeiabCTBa TOTO, YTO CIOCO0
ABJISIETCS UyBCTBUTEIBHBIM, ITOCKOJIBKY HEKOTOPBIE aHTHTENA, KOTOPbIE HE TPOSIBISLIIA CBA3BIBAHUS C PACTBOPH-
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MbIM MOHOMepHBIM OenikoM MUC16 dyenoBeka B aHAU3¢ CBS3BIBAHHS MMOBEPXHOCTHOTO TUIA3MOHHOTO PE30HAH-
ca (cM. mpumep 4 HIDKE), TPOJESMOHCTPUPOBAIN CIICIU(PUUCCKOE CBA3BIBAHUE C SHAOTCHHBIM YCIOBCUCCKUM
MUCI16, skcripeccupoBanHbIM Ha KieTkaX OVCAR-3 B 3TOM aHaim3e CBSI3bIBAaHUS Ha OCHOBE KJIETOK.

IIpumep 3. Tlomydenune OWCTETUPUIHBIX AHTUTEN, KOTOPHIE CBS3BIBAIOTCSA C KIETOYHO-CIEITUPUIHBIMHU
(MUCI16) u CD3 sugyHuKa.

JlanHoe m300peTeHne obecrieunBaeT OUCTIEITU(PUIHBIE aHTUTCHCBI3BIBAIOIINE MOJIEKYJIIbI, KOTOPBIE CBSI3bI-
Batotrcs ¢ CD3 u MUCI16; Takne OucnerupuIHbIe aHTUTCHCBSI3BIBAIOIINE MOJIEKYJIBI TakKe 0003HAYaloTCs B
JMAaHHOM JOoKyMeHTe Kak "oucreruduunsie aHTH-MUC16/arTi-CD3 mmu antu-MUC16xCD3 monekynbr". Al-
t-MUC16 yacth Oucnierupuarort antu-MUC16/antr-CD3 MOIeKyITbI IoJIe3Ha IS HalleIMBaHus Ha OITyXoJe-
BbIe KJIETKH KoTopble dkcrpeccupyioT MUC16 (takxe m3BectHble kKak CA-125), n antu-CD3 gacTth Oucreny-
(uuHOI MoeKyJ Bl TIosie3Ha 1t aktuBanuu T-kietok. OnHoBpemenHoe cBsi3piBanre ¢ MUC16 Ha omyxoseBoit
kinetke u CD3 na T-kieTke oOieryaer HANpaBICHHOE YHHUUYTOXKCHHE (JIM3HMC KIETOK) IIEIEBOH OIMyXOJEBOU
KJIETKY aKTUBUPOBAHHOM T-KIIETKOM.

Bucnetmduynsie antutena, coxepxkamue aHTH-MUC16-crienuduueckuii CBA3BIBAOIIUI TOMEH U aHTH-
CD3-cneumduyeckuii CBA3BIBAIOIINI JOMEH, OBLIIH CKOHCTPYHPOBAHEI C UCIOJIB30BAHUEM CTaHIAPTHBIX METO-
vk, Tae anTu-MUC16 anTUreH-CBA3bIBAOMNM foMeH M aHTH-CD3 aHTUreHCBA3LIBAIONIIMA TOMEH KaXKIBIH CO-
nepxut passele, oramdatomuecss HCVR, crmapennsie ¢ o6mmuM LCVR. B npuBeneHHBIX B KauecTBE MpUMeEpa
oucrerpUIHBIX aHTUTENIaX MOJICKYJBI ObUTH CKOHCTPYHPOBAHBI C WCIOJIB30BAHHUEM TSDKENOHM IenH W3 aHTH-
CD3 anturena, Tsokenol nenu u3 antu-MUC16 anTuTena u oOiei nerkoi nenu n3 antu-MUC16 antutena. B
JIPYTUX CIIydasx OucrenuduyHbIe aHTUTENIa MOTYT OBITh CKOHCTPYHPOBAHBI C MICTIONBE30BAaHUEM TSDKEIION HETH
n3 autu-CD3 anturena, Tsokenoi nenu u3 antu-MUC16 anturena u jerkoi nenu u3 antu-CD3 anTurena win
JICTKOH 1IeTI aHTHTENa, 0 KOTOPOH U3BECTHO, YTO OHA SABJISICTCS PA3HOPOAHOM MM 3(P(HEKTUBHO CIapeHa C pas-
JMYHBIMU TJICYAMH TSHKEIIOHN IICTIH.

[omyyeHHble OUCTIEIU(pUYHBIC AHTHTENA, OMUCAHHBIC B CICAYIONINX MpUMepax, cocTosT u3 aHTH-CD3
CBS3BIBAIOIIUX IJICUYCH, MMCIONINX pa3uuHble ad)()UHHOCTH CBSI3BIBAHUS YCIOBEYCCKOTO PACTBOPHMOTO TE€TEPO-
nmumeproro hCD3 &/ 6enka (kak omnvicano B mpumepe 15, B manHoM nokymente); 1 MUC16 genoBeka (cM. mpu-
Mepsbl 1-2 Beime). [IpownirocTpupoBaHHbIe IPUMepaMu Oucnenn(GUIHbIC aHTUTENA OBLTH U3TOTOBJICHBI, HMEIO-
mummu nomer Fe IgG1l (BSMUC16/CD3-001, -002, -003, u -004) wnu MoauduupoBaHHbIA (XUMEPHBIN) TOMEH
Fc IgG4 (BSMUC16/CD3-005), kak uznoxxeHo B myOymkamnun 3assBkd Ha atreHT CIIIA Ne US 20140243504 Al,
omyOymmkoBaHHOM 28 aBrycra 2014 r.

KpaTkoe ommcaHue COCTaBHBIX 4acTell aHTUIEHCBS3BIBAIOUIMX JOMEHOB pa3nuuHblXx aHTH-MUC16xCD3
OoucniennpUIHBIX aHTUTEN, CKOHCTPYHPOBAHHBIX, U3JI0KEHO B Ta0II. 4.
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Tabnuna 4. Kpatkas uHGOpMAaIust 0 4acTIX KOMIOHEHTOB BBIOPaHHBIX
oucnenudraneix aHTH-MUC16xCD3 anturen

AHTHU-MUC1 6 AHTN—-CD3
AHTUTEHCBSABLBAONMNY | AHTUTCHCBSI BEIBaoWUI OBupit
HNpoeHTHOMKATOP
OOMeH OOMeH BapuaBenbHeI
BucrnieLmbdruHOTO
Baprna6enbHsUi Bapna6eseHb y4acToK
aHTUTeNa
y4acToK TSXeJIOH YYacTOK TSIKEJIOH JIETKOM Leru
gennu uennu
H1H8767P
BSMUC16/CD3- H1HB8767P CD3-VH-G
(SEQ ID
001 (SEQ ID NO:18) (SEQ ID NO:1730)
NO:26)
H1H8767P
BSMUC16/CD3— H1H8767P CD3-VH-G5
(SEQ ID
002 (SEQ ID NO:18) (SEQ ID NO:1762)
NO:26)
H1H8767P
BSMUC16/CD3~ H1H8767P CD3-VH-G9
(SEQ ID
003 (SEQ ID NO:18) (SEQ ID NO:1778)
NO:26)
H1H8767P
BSMUC16/CD3—- H1H8767P CD3-VH-G10
(SEQ ID
004 (SEQ ID NO:18) (SEQ ID NO:1786)
NO:26)
H1H8767P
BSMUC16/CD3~- H1H8767P CD3-VH-G20
(SEQ ID
005 (SEQ ID NO:18) (SEQ ID NO:1866)
NO:26)

Jlerkue memu, nepedncieHHbie B Ta0n. 4, Obutn 00muMu Kak mist CD3, tak 1 MUC16 nutedeli HarenvBa-
HUS OMcCenn(UIHBIX aHTUTEIN. B Tabn. 1 u 2 nmpuBeneHbl HICHTU(UKATOPHI OCICI0BATEIIEHOCTH AMUHOKHCIIOT
1 HYKJICHHOBBIX KHCJIOT COOTBETCTBEHHO JJISI PA3IHMYHBIX BapHaOCNbHBIX YYaCTKOB TSDKEIOH IETIH M MX COOT-
BercTByrommx CDR, mureueit antn-MUC16 OucriennUIHBIX aHTUTEN 3Toro mpuMepa. B tadim. 23 u 23 npuse-
JICHBI UICHTU(UKATOPHI ITOCIEA0BATEIHPHOCTH AMHHOKHUCIOT ¥ HYKJICHHOBBIX KHCIOT COOTBETCTBEHHO IS pa3-
JIUYHBIX BapHaOebHBIX YYaCTKOB TSDKENOW IenH M uX cooTBeTcTByromux CDR, medeit antu-CD3 Gucneru-
(PMYHBIX aHTUTEI STOTO pUMeEpa.

IIpumep 4. AbGUHHOCTD CBSA3BIBAHUSA U KMHETHYCCKHE KOHCTAHTHI TTOBEPXHOCTHOTO TUIA3MOHHOTO PE30-
HAHCHOTO TMPOUCXOXKICHHUS HA OCHOBE YEIOBEUCCKMX MOHOKIOHANBHBIX aHTH-MUC16 MoHOcHeru@uIHbIX U
anTi-MUC16xCD3 oucrienn(puIHBIX aHTUTEI.

AddurHOCTH CBA3BIBAHUS U KHHETHYCCKHE KOHCTAHTHI yenoBeueckux aHTH-MUC16 aHTHTEN OBUIH OTIIpe-
JIETICHBI C TTOMOIIBIO MTOBEPXHOCTHOTO IIa3MOHHOTO pe3oHaHca peanbHoro Bpemenu (SPR; Biacore 4000 mim
Biacore T-200, GE Healthcare Life Sciences, ITurtcOypr, IlencunbBanus) npu 25°C. AETH-MUC16 anTHTENA,
MPOTECTUPOBAHHBIC B ATOM TpUMEpe, MPEACTABILIN COOOW TBYXBAJICHTHBIC MOHOCHCHU(UYHBIC CBA3YIOIINE
BemectBa ¢ MUC16 (akcnpeccupyemble ¢ koHcTaHTHBIM ydacTkoMm hlgGl (H1H), mIgGl (HIM), mlgG2
(H2M) nmm mIgG3 (H3M)) niu GucniennduyaHble aHTUTENA, coctosmpe u3 aHTH-MUC16 CBA3BIBAIONIETO J0-
MeHa u aHTH-CD cBs3pIBaroIero aoMeHa. AHTHTeNA 3aXBaThIBAIM Ha MoBepxHOCTH ceHcopa CM4 mmum CMS
Biacore (GE Healthcare Life Sciences), nepuBaTH3UpOBaHHOTO ITyTEM aMHHHOTO CBSI3BIBAHUS C MOHOKJIOHAJb-
HBIM aHTUTEJNIOM TpoTuB denoBedeckoro Fc (GE, # BR-1008-39) uiam MOHOKIIOHAJIBHBIM aHTHTEIOM IPOTHUB
MmbrmuHOTo Fe (GE, Ne BR-1008-38). PaznmuHbie KOHIIEHTPAIMU PaCTBOPUMOTO MOHOMEPHOTO YEJIOBEYECKOTO
MUCI16 B yceueHHOM (opMaTe, OXBATHIBAIOIIEM MOCieHue TsaTh JoMeHoB SEA Mymmaa-16 (hMUC16.mmh
wm MUCI16 "nub", SEQ ID: 1902), uabexktupoBanu nosepx antu-MUC16 aHTHTENO 3aXBaThIBAIOIIEH IMOBEPX-
HOCTH IIpu cKopocTh rnotoka 50 Mxn/muH (Biacore T-200) nnn 30 mkn/mus (Biacore 4000). Accounanust aHTH-
TEJIO-pearcHT KOHTPOJIHMPOBAiach B TeUCHUE 4 MHH, a AWCCONUAIMs - B TeueHUe 6-10 muH. Bee uccnenoBanus
cBs3pIBaHus poBo i B 0ydpepe HBS-ET (0,01 M HEPES, pH 7,4, 0,15 M NacCl, 0,05% 06./06. IIAB P20).

Kunernueckue koHCTaHTHI ckopocTh accormaruu (k,) u aucconumanuu (ky) onpeaessuia myTeM MOATOHKH
CEHCOTPaMM B pEaJlbHOM BPEMEHH K MOJICIH CBA3BIBAHUS 1:1 ¢ MpUMEHEHHEM NPOrPaMMHOTO O0ECTICYEeHHUS IS
MOATOHKM KpuBBIX Scrubber 2.0c. KoHcTaHThI paBHOBeCHs aucconuanuu cBs3biBanus (Kp) n nuccormaruBHbIe
TIepHOIBI ToNypacana (t'/,) pacCUHTHIBATHCH IO KHHETHICCKHM KOHCTAHTAM CKOPOCTH KaK
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kd n(2)
Kp (M) = 3, , n the (MMH) = .

Kunernueckue nmapameTpsl cBs3bIBaHUS Uil MoHocnenupuyHbix aHTu-MUC16 anTHTEN ¢ MOHOMEPHBIM
¢parmenrom Genka MUC16 gyenoBeka nmokaszaHsl Hike B TaOn. SA m 5B. KuHetnueckue mapameTpsl CBSI3bIBa-
Husg anTH-MUC16/ant-CD3 OGncnenuduyHbIX aHTUTEN ¢ MOHOMEpPHBIM YenoBedeckuM Oenkom MUC16 noka-
3aHBI HIKE B Ta0I. 6.

Tabmmua 5A. ApdunHocts cBs3biBanus Biacore rudpumomsr antu-MUC16
antuten (HIM, H2M u H3M) ¢ hMUC16 ¢dparmentom npu 25°C

NoeHTUOMKATO t 1/2
ka (1/Mc) kd (1/c) Ky (M)

P aHTUTemna (MmH)
H2M7128N 1.89E+05 6.40E-04 3.39E-09 18
HIM7129N 5.31E+04 1.04E-04 1.97E-09 111
H2M7131N 6.47E+04 1.62E-04 2.51E-09 71
H3M7132N 2.57E+04 1.96E-04 7.62E-09 59
H2M7133N 1.67E+05 3.77E-04 2.26E-09 31
H2M7134N 6.55E+04 1.62E-04 2.47E-09 71
H2M7135N 5.10E+04 2.18E-04 4.27E-09 53
HIM7137N 5.30E+04 9.09E-05 1.72E-09 127
H2M7138N 7.41E+04 9.25E-05 1.25E-09 125
HIMS519N oC ocC oC ocC
HIMO9521N oC ocC oC ocC
H3M9524N oC oC oC oC
H3M9525N oC ocC oC ocC
HIM9528N oC oC oC ocC
H3M9529N oC oC oC oC

OC: OTCYTCTBYET CBA3BIBAaHHE
Tabnuna 5B. ApdurHOCTE CBsi3bIBaHMs Biacore Fc uenoseka antu-MUC16
anaturen (H1H) c hMUC16 dparmenrom mpu 25°C

NoeHTHOMKATOD ti/2
ka (1/Mc) kd (1/c) Kp (M)

aHTHUTEeJa (M1m)
H1H8755P 5.22E+05 1.49E-04 2.86E-10 77
H1HB8767P 1.17E+05 4.,18E-04 3.58E-09 28
H1H8770P 2.47E+05 3.08E-04 1.25E-09 38
H1HB8783P 1.74E+05 1.07E-04 6.14E-10 108
H1H8790P 1.01E+05 7.61E-04 7.53E-09 15
H1HB8794P 3.62E+05 2.79E-04 7.71E-10 41
HI1H8799P 7.90E+04 3.66E-04 4,63E-09 32
H1H8799P2 7.58E+04 3.73E-04 4,92E-09 31
H1HB8804P 4,94E+04 6.07E-04 1.23E-08 19
H1H8808P 4,12E+03 2.16E-04 5.24E-08 54
H1H8810P 5.77E+04 3.16E-04 5.48E-09 37
H1H8813P 5.32E+04 2.32E-04 4 ,35E-09 50
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Tabmuna 6. AdpdunnocTs cBsizpiBanus Biacore antn-MUC1 6/antu-CD3
oucnermmduuneix antutesn ¢ hMUC16 dparmenTa npu 25°C

NpoeHTHdUKATOP
t 1/2
BucreuMdmMIHOIO ka (1/Mc) kd (1/c) Kp (M)
(r1m)
aHTUTeJNAa
BSMUC16/CD3-001 9.48E+04 5.86E-04 6,18E-09 20
BSMUC1l6/CD3-005 9.41E+04 5.64E-04 6.00E-09 21

Kak moka3siBaroT pe3ynbraThl, 00MbIMHCTBO aHTH-MUC16 aHTHTEN M0 TaHHOMY W300PETEHUIO CBSI3aHBI C
pactBopuMBIM uesoBedeckuM OeixoM MUCI16, HekoTopble OTOOpaxaloT cy0-HAaHOMOJSAPHYIO ad(QHHHOCTS.
Heckonbko anturen (HIM9519N, HIM9521N, H3M9524N, H3M9525N, HIM9528N, H3M9529N) He nokasza-
JIM CBSI3BIBAHUS C YCEUCHHBIM (pOPMATOM, OXBATHIBAIOIIMM ITOCIEIHUE MATH HoMeHOB SEA, mocpencTBoM Imo-
BEPXHOCTHOTO IIIA3MOHHOTO PE30HAHCA, OJHAKO NMPOJEMOHCTPHPOBAIH CHEIM(UIECKOE CBSI3BIBAHUE C DHIO-
reHdpIM gesoBeueckuM MUC16, skcripeccupyembiM Ha kieTkax OVCAR-3 B ocHOBaHHOM Ha KJIETKaX aHAIIN3e
ces3piBanns. AHTH-MUC16xCD3 OucnennguvHbie aHTUTENA 0 TaHHOMY H300PETCHHIO TaKKe CBS3BIBAIUCH C
PACTBOPUMBIM YCEUCHHBIM deroBedeckuM OenkoM MUC16, mposBisiomuM HAaHOMOJIIPHYIO ap@dUHHOCTH B
STOM aHaJIH3e.

IIpumep 5. JlonoaHUTENbHBIE CBONCTBA CBSA3BIBAHUS, AKTUBALUU T-KJIETOK U LIUTOTOKCHUYHOCTU MIUIIOCT-
PaTUBHBIX OUCTIEITU(UIHBIX aHTUTEI.

B »stom mnpumepe cmocobHocTh MUCI6XCD3  OucrnennuIHBIX aHTUTEN CBs3biBaThess ¢ CD3-
akcnpeccupyromumu (T-KIeTKn deroBeKa) KIEeTOYHBIMU JTHHUSIMHU Y€JIOBEKa, 110 CPABHEHUIO CO CBSI3bIBAHHEM C
munieHs-cnennguyeckoit (MUCI6-criennpuueckoif) KIETOYHOH JMHMEH, Obula oIpeiereHa IOCpPEICTBOM
FACS. Kpome Toro, criocoOHOCTh 3THX OMCHEIM(UYHBIX aHTHTENl aKTUBHPOBATh MHIICHb-CIIEHU(PHIECKUE JTH-
HuH kietok (MUC16-crierudnaeckue) Takke CpaBHABAIIN B aHAJIOTUYHOM aHAIU3e.

TutpoBaHue CBS3BIBAHUS WLTIOCTPATHBHBIX OMCTICIIM()UIHBIX aHTUTEI,
U3MepeHHoe ¢ noMoinsto ananusa FACS

A. Bkpatre, aHaimu3 MPOTOYHON IUTOMETPUU (T.€. aKTUBUPOBAHHOU (hIIyopecleHIInel COPTHPOBKOM Kite-
ToK, Wi FACS) ncnosib30Bany 115 ONpeAeNieHus] CBA3bIBAaHUS OUCTIEN(UIHBIX aHTUTEN ¢ KieTkaMu Jurkat vmm
KJIeTkaMu, skcrpeccupytomumu MUC16 demoBeka, ¢ MOCIEAYIONINM OOHApy)KEHHE C MOMOIIBI0 MEYEHHOTO
duxosputpusom (PE) mmm meuennoro APC amTuTena mpotu uernoBedeckoro IgG. Bkparie, 2x10° kie-
TOK/TyHKa WHKYOupoBanu B Teuenne 30 muH mipu 4°C ¢ cepuiiHBIM pa3BeleHneM B nuanasoHne ot 1,33E-07M no
8,03E-12M KaxI0ro TECTHPYEMOT'O aHTHUTENA WIIM U30THITMYECKOTO KOHTPOJS (aHTHTENAa TOTO YK€ M30THIIA, KO-
TOPBIN CBSA3BIBAET APYTOi aHTUTEH C OTCYTCTBYIOMIEH mepekpecTHoi peakTuBHOCTHI0O K MUC16 mu CD3). Io-
clie MHKyOalMy KICTKH JBaXKIbl MPOMBIBAIK XoyonHbIM PBS, comepxanmim 1% ¢uastpoBannsii FBS, u
kieTkam nobasisum PE-konbrornpoBanHoe i APC-KOHBIOTHPOBaHHOE BTOPUYHOE aHTH-YEJIOBEUECKOE aHTH-
TEJI0 ¥ MHKYOMPOBAIIM B TeUeHUE AOMOTHUTENbHBIX 30 MuH. JIyHKH, HE colepikaline aHTUTEN WIN TOJIBKO BTO-
pHUUHBIE, TaKXKe UCIIOJIb30BAIN B KauecTBe KOHTpojeH. [Tocie mHKyOannuy KIETKH IPOMBIBAIIN, PECYCIIEHANPO-
Bay B 200 Mkt xonoxHoro PBS, conepxamero 1% ¢unsrpoBanssiii FBS, u ananusupoBany npoToYHO# 1uTO-
metpueit Ha BD FACS Canto II. Cum. Tabmn. 7A.

B. B oT#enpHBIX SKCTIEPUMEHTAX C YCIOBUSMHU aHATIOTUIHBIME OTMCAHHBIM BBIIIIE, aHATIH3 METOIOM MPOTOY-
Hoii ruromerpun (Wi FACS) BCronb30Baiy ISl ONPEIeNICHHUs] CBA3BIBAHHUS BBIOPAHHBIX OMCTICITU(PUIHBIX aHTH-
ten ¢ kretkamu Jurkat, PEO-1, OVCAR3-Luc n T-knetkamu siBAaHCKOTO Makaka. /Il aHanmM3a TUTPOBaHUS - ce-
puiiHoe pa3BeneHne BeIOpaHHBIX OucnenuduyHbix aHTuTen MUC16xCD3, nepBoro anTuTena N30THIINIECKOTO
KOHTPOJIS (denoBedeckoe XuMepHoe aHTuTeno 1gG4, KoTopoe CBS3BIBACT HEpEeIeBaHTHBIN YeTOBEUSCKUH aHTH-
reH 0e3 mepekpecTHON peakTuBHOCTH ¢ CD3 denmoBeka WiiH SBAaHCKOTO MakKaka) M BTOPOTO aHTUTENa H30THITHYIC-
CKOTO KOHTPOJIS (denoBedeckoe XxuMepHoe aHTuTeno 1gG4, KoTopoe cBA3BIBacT HEPEIIEBAaHTHBIN YeJIOBEYCCKHMA
aHTUTeH 0e3 mepeKpecTHON peakTUBHOCTH ¢ yenoBeueckum MUCI16), B quanazone ot 66, 6 HM no 0,001 aM.
Cwm. Tabn. 7B u ¢wur. 11A-C.

Jist FACS ananusa ki1eTky ObIIM CTPOOMPOBAHBI IO BBICOTE MEPEIAHETO PACCESIHUS 110 CPaBHEHHUIO ¢ 00I1a-
CTBIO IPSIMOTO pa3dpoca Uil BHIOOpa OTIENBHBIX COOBITHI, a 3aTeM B CTOPOHBI U MPSIMBIM pa3zopocom. ECsy s
TATPOBAHUS CBS3BIBAHMS KJIETOK OIPENEISUIM C HCIIOJb30BAaHHEM TporpaMMHoro obecrmedeHuss PRISM™
(GraphPad Software, Inc., Jla-Xonbs, Kamudopuust). 3HaueHuss ObUIM paccUMTaHbl C HCHOJNb30BaHUEM 4-
napaMeTpUUecKOTo HEeJMHEHHOro perpeccuonHoro ananmsa. (Liu, J., et al., 2005, Biotechnol Letters 27: 1821-
1827). 3nauenne ECsy mpencTapinseT KOHICHTPAIHIO TECTHPYEMOTO aHTUTENa, IPH KoTopoi Habmonaercs 50%
€ro MaKCHMaJIbHOTO CBSI3bIBAHMS.
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Tabmuna 7A. CesspiBanne FACS na CD3 n MUC1 6-cieninu9IHBIX KIETOYHBIX JIMHUAX

TuTpoBaHMe CBaABHBaHMA FACS
NoeHTHOMKATOP AnTN—-CD3
EC5o [M]
6ucneimpmnuHOTO CBSIBHBAKIIEE
OVCAR3
aHTUTeNla IJIe4uo Jurkat
(MUC16+)
BSMUC16/CD3-001 CD3-VH-G 3.21E-09 1.20E-09
OueHb
BSMUC16/CD3-002 CD3-VH-Gb5 2.69E-09
cJabo

Tab6smma 7B. CesspBanne FACS na CD3 1 MUC1 6-crieninpuaeckux KIETOTHBIX JTMHHSIX

TuTpoBaHMue cBsIBHIBaHMA FACS
MpoeHTHUdOMKATOD AHTU-CD3 ECs, [M]
BucneLmpmuHOro | CBASHBaKLEe T—KJIETKUN
PEO-1 OVCAR3-Luc
aHTUTENa rJjieydo Jurkat SABaHCKOI'O
(MUC16+) | (MUC16+)
MakKaka
BSMUC16/CD3- 6.44E~
CD3-VH-G 3.02E-09 | 1.32E-09 1.56E-08
001 09
He Bes
BSMUC16/CD3- 3.01E-
CD3-VH-G5 3.13E-09 | recTUpOoBaH CBA3bIBAHU
002 07
o =4
BSMUC16/CD3— 6.26E—
CD3-VH-G20 2.63E-09 | 1.47E-09 1.17E-06
005 08

Kaxk mokazano B Tabn. 7A u B, CD3 cs3piBaromue mwiedn kaxmoro MUC16 OucrienmuprIHoro aHTUTENa
0TOOpaXkaloT Juama3oH cBsa3biBaHUS KieTok ¢ CD3-skcmpeccupyronumu T-kiieTkamMu deioBeka M 00€3bsSHEI
(manpumep, ot 3,2 HM ECsy 10 odeHs cimaboro cBszbiBanus). bucnenuduanoe antutesio BSMUC16/CD3-001
TIOKa3aJI0 BEICOKOE m3MepeHue cBsa3biBanus ¢ CD3-akcnpeccupyromumMuy kietkamu (T.e. <7 HM), Torna Kak ouc-
neruduanoe antuteao BSMUC16/CD3-002 nokasaino cinaboe CBsI3bIBAHUE WM OTCYTCTBUE CBs3bIBaHMs ¢ CD3-
IKCIPECCUPYIOIUMHE KIIETKAMH YelIoBeKa 1 00e3bsiHbL. Henm3Mepumoe CBA3bIBAHUE HITH OTCYTCTBHE U3MEPUMOTO
cBs3bIBaHMA B aHanmu3e FACS mii 95KBUBAJICHTHOM aHAIU3¢ OTHOCHUTCS K B3aUMOJICHCTBUIO CBS3BIBAHUS MCIKIY
AHTHTEJIOM WM €r0 aHTUTCHOM-MHIICHBIO, KOTOPOEC HAXOJWTCS 3a IMpeIeiiaMu Ipejena OOHapyKCHUs aHan3a
(mampumep, npu win Beimre 1 MkM). Tectupyemble OucnenupUIHbIC aHTUTETA TEMOHCTPUPOBAIIU CXOIHOE CBSI-
3BIBAHME KJICTOK Ha JIUHHAX KIETOK, dkcnpeccupyrommx MUC16, moarsep:kaas, 4to oucreruduaHoe crapuBa-
HUE ¢ oTheNbHbIMH Tuiedamu CD3, meMoHCTpHupyIolee BICOKHAE WK clladble (MM HEe TOIIAroIInecs u3Mepe-
HUI0) B3aumoneirictBus ¢ CD3, He BIMUIO WM HE YMEHBINANO Clenu()HIHOE IJIT MUIICHU CBS3BIBAHUE
(MUCI16-cnenmuduanoe CBA3BIBaHKWE OBIJIO MEHBINE WM paBHO 3 HM (BBICOKas CTETICHb CBSI3BIBAHUS)) B ITHX
npumepax. [lepBoe KOHTPOIBHOE aHTUTENO HE CBA3BIBANIOCH ¢ KieTkaMu CD3+, a BTopoe KOHTPOJIIbHOE aHTHUTE-
710 He cBA3bIBajoCh ¢ kietkamu MUC16+. Cm. Takxke ¢ur. 11A-C.

AHTHTENa, TPOSBIAIOMHNE cllaboe WM OTCYTCTBHE NETeKTHpyeMoro cBs3biBaHusa ¢ CD3 dyenoBeka, mo-
MPEKHEMY CUHTAIOTCS TOJC3HBIMU JUTsl OUCTIENM(UIHOTO CIIAPUBAHUS, OOYCIOBICHHOTO aBHIHOCTBIO, M JTOTIOJ-
HUTEIHHO TECTUPOBAINCH HA IIMTOTOKCHYHOCTH in Vitro (cM. HIKE) U in vivo (mpumep 8).

AxtuBarus T-KJIETOK U OITyXOJIeCTICIU(PUUECKast IUTOTOKCHYHOCTb,
nposiBisieMas OucnennpUIHBIMA aHTHUTENIAMH IPH U3MEPEHHH in Vitro

A. Cnemuduynoe yanuroxxenne MUC16-3kcripeccHpyIOmuX KIETOK-MHUIICHEH OMyXOJHM B IPHUCYTCTBUU
CD3 Ha ocHOBe OucCHenU(UIHBIX aHTUTEN KOHTPOJIHPOBAIHN C IMOMOIIBIO MPOTOYHOH IuTomMeTpud. Kak coo0-
maJIoch paHee, OucnenupUIHbIE aHTHTEIA TPOSBISUIH CIIOCOOHOCTh K MU((HEepeHIMATLHOMY CBSI3BIBAHUIO C
o6emkoM CD3 ¥ KIETOYHBIMU JUHUAMHU, dKcmpeccupyomumu CD3 (T.e. odeHb cnaboe WiiM CHIIBHOE CBS3BIBA-
HUE). DTH Te ke OnucrenupuIHbple aHTUTeNa OBUTH MPOTECTUPOBAHBI Ha CIIOCOOHOCTh MHIYIIMPOBATh HAWBHBIE
yenoBedecke T-KIIeTKH TS TepeHapaBIeHNs] YHUUTOKCHHS Ha KICTKH, SKCIPECCHPYIONTIE MUIIICHb.

Bxparme, MUCI16-3kcnipeccupytontie (OVCAR3) kieTtounsie TuHUN ObLTH MedeHbl ¢ 1 MKM (myopec-
neHtHoro kpacutens orciexkuBanus Violet Cell Tracker. TTocme MedeHUs KIETKH BBICEBAIM B TCUCHHE HOYU
npu 37°C. OtgensHo PBMC uenoseka BoiceBam B cpexy RPMI ¢ goGasiennem 1x10° kietok/Mi 1 HEKy6HpO-
Banu B TeueHrne HouM npu 37°C mist oborameHus TUMQOIMTOB MyTEeM HCTOMICHUS MPWIUIIIUX Makpodaros,
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JICHIPUTHBIX KJIETOK M HEKOTOPBIX MOHOIIMTOB. Ha ciemyronuii IeHb KIETKU-MUIICHH COBMECTHO HHKYOHUpPOBa-
T C TPHUKPCIUICHHBIMH KIECTOYHO-HCTONICHHBIMU HecTUMynupoBaHHBIMH PBMC (cooTHomenue 3ddek-
TOp/KJIETKa-MUIIECHD 4:1) U CEpUIHBIM pa3BeICHHEM COOTBETCTBYIOMINX OUCTIEMU(DHIHBIX aHTHTET WA U30TH-
MTUYIECKOT0 KOHTPOJS (Iuamna3oH KOHIeHTpauii: ot 66,7 HM g0 0,25 nM) B teuenne 48 4 nipu 37°C. Kietku
W3BJICKAIN W3 TUIAHIIETOB JJIS KYJIbTHBHPOBAHMS KJIETOK C MICIIONB30BaHUEM Oydepa A TUCCOIMALNU KIETOK
0e3 ¢epMeHTOB U aHamu3upoBaiy ¢ momotbio FACS. CM. pe3yibTarthl, MpeacTaBIeHHbIC B Ta0I. 8A.

B. B ananormunsix uccnenaoanusx, MUC16-3kcnipeccupytontue (PEO-1 mimm OVCAR3-Luc) xneTodnsie
JUHAN OBUTA MEYEHBI, X BBICEBAIH U MHKYOHPOBAJIM B TeUCHNE HOUH, Kak omnrcaHo. [locienoBarensHbIe pa3Be-
nenust oucneruduanabix anture’r MUC16xCD3 win H30THITMYECKOTO KOHTPOJIS OBLTH COBMECTHO MHKYOHpOBa-
Hbl. CM. pe3ynbTaThl, n300pakennble B Ta0n. 8B u 8C u Ha ¢ur. 12A, B.

Jist FACS ananmnza KJIeTKM OKpamIMBajId MEPTBBIMH/KUBBIMU JaJbHAM KPAacHBIM TpekepoM KieTku (Invi-
trogen). 5x10° rpaHy: 11 mojcYeTa H0GABISUIN B KAXKIYIO JYHKY HEMOCPEICTBEHHO mepes aHanmzom FACS.
1x10* rpamy: Gblt coGpaHbI TS KaXIoro oGpasia. s OLeHKH CreubUIHOCTH YHIYTOKCHHS KICTKH OBLTH
CTpOOUPOBAHEI HA JKUBBIX MOMYJSAIMIX, TOMEYCHHBIX (PHOIETOBBIM. [IpOLIEHT KHUBOH MOMYJISAIUN OBLT 3aITHCaH
Y HCIIONIb30BAH JJIs pacyeTa HOPMUPOBAHHOMN BEIKABAEMOCTH.

AxtuBaiuio T-KJIETOK OLCHUBAIU ITyTEM WHKYOAaIlMH KICTOK C HEMOCPEICTBCHHO KOHBIOTHPOBAHHBIMHU
antutenamu k CD2, CD69 n/mnm CD2S5, u cooOmast nmponeHT paHHuX akTuBHpoBaHHBIX (CD69+) T-kierox
W/WIK B KOHIIE akTUBUpOoBaHHEIX (CD25+) T-kneTok u3 obmiero xommdectBa T-kimetok (CD2+).

Kax moxaspiBatot pe3yibTathl B Tabn. 8A-C, uctomenne MUCI6-3kcnipeccHpyOmuX KIETOK Ha0oaa-
nock ¢ oucnermpuansiMu anTi-MUC16xCD3. Bee nporectupoBaHHbIe OHCTIeUpUIHbIE aHTUTENA aKTUBHPO-
BaJIM M HATIPABILSLIA YeJIoBeUecKre T-KIeTKH Ha UCTOIICHHE KieToK-mumeHeld ¢ ECsy B MMKOMOJISpHOM auama-
30He. KpoMe Toro, HabII0JaeMBbIid JTM3UC KIIETOK-MHUIICHEH (MCTOIIeHHEe) ObUT CBSA3aH C MOBBIMIAIONICH PETyIIs-
et CD69 (i CD25) na CD2+ T-kneTkax, Takxke ¢ muKoMoJsipHbIM (M) ECsy.

BaXHO OTMETHTB, YTO Pe3yIbTATHI 3TOTO IPUMEpa TAKKE MMOKA3BIBAIOT, YTO OHMCIHEIM(DUIHOE aHTHUTEIO,
CKOHCTPYHPOBAHHOE CO CBs3bIBatoNINM IutedaMu CD3, KOTOpBIE MPOSBILIIN C1ad0e UM HE W3MEPUMOE CBSI3BI-
BaHus ¢ Oenkom CD3 mmm CD3-3kcnpeccupyromumu kietkamu (T.e. CD3-VH-GS), Bce emie coxpaHsuii Cro-
COOHOCTh AaKTUBUPOBATh T-KJIETKH U TPOSBISUTA CHIBHYIO IIMTOTOKCHYHOCTH OITyXOJCBBIX AHTHICH-
9KCIPECCUPYIOMINX KIETOK.

Tab6muma 8 A. IITATOTOKCHYHOCTh M CBOMCTBA aKTUBAIIUU T-KJIETOK
BBIOpaHHBIX MUC16xCD3 6ucniennuaHbIX aHTHTET

AKTHUBALIUST T—
OVCAR3
NneunTndmuraTop AnT—CD3 KJIETOK
MUCTOILeHMEe
6ucnermpmnuHOTO CBsSIBHBAaKIEE (monoxmurenbHas
kineTok ECjgg
aHTHUTeJIa IJeydo M] perynaims
M
CD69) ECs5, [M]
BSMUC16/CD3-001 CD3-VH-G 2.24E-11 5.88E-12
BSMUC16/CD3-002 CD3-VH-G5 3.06E-11 1.01E-11

Tab6smra 8B. IIUTOTOKCHYHOCTE M CBOMCTBA aKTUBAIMH T-KJIETOK BEIOPAHHBIX
MUCI16xCD3 6ucrieniuuaHBIX aHTUTEN

AKTHUBALIUS T— | AKTUBALIUS T—
PEO-1
NoeHTHOMKATOP KJIETOK KJIETOK
MCTOUeHMEe
BucrnelMpmuHOTO (llonoxuTenbHas (llonoxuTenbHass
KJIETOK
aHTUTEeJIAa perynsaumst CD69) | perynsims CD25)
ECso [M]
EC50 [M] EC50 [M]
BSMUC16/CD3—
2.56E-11 8.34E-12 3.90E-11
001
BSMUC16/CD3-
6.75E-11 1.34E-11 8.89E-11
002
BSMUC16/CD3—
7.74E-11 1.72E-11 1.06E-10
005
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Tab6numa 8C. [[UTOTOKCHYHOCTh U CBOMCTBA aKTUBAIMK T-KJIETOK
BBIOpaHHBIX MUC16xCD3 6ucniennuaHbIX aHTHTET

NneHTHOMKATOP OVCAR3-Luc AxTuBaumss T-— AxTUBaIMSa T—
SucrelmMpmMuHOITO UCTOlleHNES KJIETOK KJIETOK
aHTUTeJa KJIETOK (monoxmurensHas (mosnoxmurensHas
ECso [M] perynsimss CD69) perynsauus CD25)
ECso [M] ECso [M]
BSMUC16/CD3-
1.54E-11 2.98E-12 3.06E-11
001
BSMUC16/CD3-
5.1cE-11 1.54E-11 1.17E-10
005

[Ipumep 6. DnuTOMHOE KapTHPOBaHWE HA OCHOBE BomopoaHoro/neirepueBoro (H/D) oOmena aHTH-
MUCI16 anruren H4sH8767P, H1IH8794P2 u H1H8799P2, cBs3piBaromuxcst ¢ 4acTbio C-KOHILIEBOTO JOMEHA
hMUCI16.

OKCIEpPUMEHTHI IPOBOIMINCE C IETBI0 OMPEAETICHUS OCTaTKOB aMUHOKHCIOTEI MUC16 B mpenenax msaTh
C-xonneBeix SEA nmomenoB (SEQ ID NO: 1902, nanee nmenyemas kak hMUC16.nub), ¢ KOTOpBIMH aHTH-
MUCI16 antutena H4sH8767P, HIH8794P2 u HIH8799P2 B3aumoneiicTByroT. [y 3TOH L€ UCTIONB30BaIH
KapTHpoBaHHe snuToma Bogopoxn/neitepuit (H/D) ¢ macc-ciektpomerpueii (HDX-MS). Ob6uiee onucanue cro-
coba oomena H/D wmsnoxxeno B Ehring (1999) Analytical Biochemistry 267 (2):252-259; u Engen and Smith
(2001) Anal. Chem. 73: 256A-265A.

OkcnepumMenTsl HDX-MS 011 BEITTONTHEHB! Ha enuHOi utathopme Waters HDX/MS, cocrosimeit u3 cuc-
teMbl PAL Leaptec HDX mnst mapkupoBku aeiirepusi, Waters Acquity M-kiacca (BCrioMOTraTeNbHBIA MEHEIKED
pacTBopHTENs) Ul NlepeBapuBaHie U 3arpy3ku oOpasma, Waters Acquity M-kiacca (uBinary menemxep pac-
TBOPUTENSA) ISl TPAJMCHTa aHATUTHYECKON KOJIOHKH U Macc-criekTpomeTp Synapt G2-Si s u3MepeHus enTH-
YECKOM MacChl MENTHA.

MapkupoBouHbIid pacTBop roToBwin B 10 MM Oydepa PBS B D,O mpu pD 7,0. Jlns MeueHus neitepuem,
naKyOoupoBaiy 3,8 M1 hMUC16.nub (12 mvonb/Mki) nimm hMUC16.nub, ipeaBapuTeThHO CMEIIAHHBIX C aHTH-
MUCI16 antutenom H4sH8767P, HIH8794P2 wmu HIH8799P2 B MmonsipHOM cooTHorennu 2:1, ¢ 56,2 mxir. Pac-
TtBOop D,0O U1 MapKMpOBKH B pa3iMyHbe MOMEHTHI BpEMEHH (HalpuMep: HeleWTepHpOBaHHBIH KOHTpOIb=0 c;
MapKupoBka aeitepuem: 1 muH u 20 muH). [lefitepupoBanue racuiy mytem rnepenoca 50 Mk oopasua B 50 MK
npeaBapuTeabHO oxiaxaeHHoro oydepa ramenus (0,2 M TCEP, 6 M ryanuauaxnopuaa B 100 MM docdartHo-
ro 0ydepa, pH 2,5) u cmemanHnsiil oopasen nakyoupoBanu npu 1,0°C B TeueHue 2 MUH. 3aTeM TOTANICHHBINH
o6paszern BBoawn B Waters HDX Manager mi1s onnaiiH-paciuerienus nericuHom/mporeaszoi XII1. Pacmieruiennsle
nenruapl OpiH 3axBadeHsl Ha ACQUITY UPLC BEH C18 1,7 mxwM, npeasapurenbHoit komorke VanGuard 2,1x5
MM 1ipu 0°C u a1ronpoBansl B aHamuTHUIecKylo KooKy ACQUITY UPLC BEH C18 (1,7 mkm, 1,0 x 50 M) ms
9-MUHYTHOTO TpaJiueHTHOTO pazaeneHus 5-40% B (moxsmwxkHas dasza A: 0,1% MypaBeuHast KHCIIOTa B BOJE, IO-
nekHas (asza B: 0,1% MypaBbpHHAS KHCIOTa B alleTOHUTPHIIE). Macc-CIEKTPOMETp HMCIIONIB30BANl HAMIPSDKEHHE
B kKoHyce 37 B, Bpems ckanuposanus 0,5 ¢ u quama3on macca/zapsag 50-1700 Th.

Jnst mpentudukamuy nentuaHbix octatkoB hMUCI16.nub, ¢ xotopeimu H4sH8767P, HIH8794P2 u
H1H8799P2 B3ammozeiicteyior, LC-MS" nanubie u3 HeneifrepupoBaHHOr0 06pasia 6bu 06paboTaHbl U ObLT
TIPOBEJICH TOWCK MO 0a3e MaHHBIX, KOTOpas BKIIOYaeT rnocienoarenbHoct 1t hMUC16.nub, nericuaa u paH-
JOMH3MPOBAaHHOW I1OCIIEJOBATEIBHOCTH C HCIIOJIBb30BAaHHEM IporpaMMmHoro obecnedenuss Waters ProteinLynx
Global Server (PLGS). UnenTnduunpoBanHble NenTUAB OBIIIM UMIIOPTUPOBAHBI B IIPOrPaMMHOE 00ecIeyeHue
DynamX u oTuiIbTpoBaHbI 10 ABYM KpUTEPHsIM: 1) MUHUMaJIbHOE KOJIHYECTBO IIPOIYKTOB Ha aMHHOKHCIIOTY:
0,25 u 2) mopor ¢aitna permukanun: 2. [Iporpammuoe obecniedenrie DynamX 3aTeM aBTOMaTHYECKH OTpeiensi-
JIO TIOTJIOLICHUE AEHTEpHs KaKAbIM IENTHIOM Ha OCHOBE BPEMEHH yJEpP)KUBAHUS M BHICOKOW TOUHOCTH MaccChl
(<10 MUJTMOHHBIX JJOJIEH) B HECKOJIBKUX BPEMEHHBIX TOUKAX C 3 MOBTOPHOCTSIMH B KaXKIIbIi pas.

IIpy HCIIONB30BAHMH OHJIANH rercrn/mpoTeassl X1II KOMOHKH B COYETAHHH C MONy4eHHeM faHHbX MSE, B
obmeit cmoxkaoctr 109 mentrmoB 3 hMUC16.nub 6b1mu MAEHTH(GUIIMPOBAHEI B OTCYTCTBHE WM B TIPUCYTCT-
Bun H4sH8767P, uto coctaBisier 64% MOKpHITHS mocienoBaTenbHOCTH. 1llecTh menTuI0B 3HAYUTEIHEHO CHUA3H-
JIY TIOTJIOIIEHNE NEeUTEepHpOBaHUS (3HAYEHUS NEIbTHI IeHTpouaa >0,5 mambTOH MO MEHBIIEH Mepe M3 OTHOH
BpEMEHHON TOYKH ¢ p-3HadeHusAMH <0,05) mpu cBs3piBanuu ¢ H4sH8767P u mponsumiocTprupoBaHsl B Ta0. 9A.
3amucaHHas Macca TIENTHA COOTBETCTBYET CpelHEMy 3HaueHuio Macchl MH' IeHTpouaa u3 Tpex MOBTOPHO-
CTei. DTH MENTH]IBI, COOTBETCTBYIOIINEC aMHHOKUCITOTaM 428-434, 453-467 u 474-481 hMucl 6.nub, umenu 60-
Jiee HU3KHE CKOPOCTH JeirepupoBanus npu cBs3biBaHuu ¢ H4sH8767P. Dtn mneHTHGHUIMPOBaHHBIE OCTATKH
TaK)Ke COOTBETCTBYIOT ocTaTkaMm 14237-14243, 14262-14276 u 14283-14290 hMUCI16, kak ornpezaeneHo B 3amu-
cu Uniprot QWXI7 (MUC16_HUMAN), SEQ ID NO: 1899.
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Ta6mmua 9A. IMentiast hMUC16.nub ¢ n3MEHEHHBIMH CKOPOCTSIMH

JeirepupoBanus npu cBsa3biBanuy H4sH8767P
1 MuMH. ZOeNTepUpPOBaAHUS 20 MMH. OeNTepPUPOBAaHUS
OcTaTkn
AMMHOKMCJIIOTHA S hMUCl16. hMUC16.
SEQ ID hMUC16. hMUC16.
rocJiegoBaTeJIbHO nub+H4s A nub+H4s A
NO:1902 nub nub
CcTh HB8767P H8767P
809,97 809,07 811,05 810,17
428-434 | LYKGSQL -0,26 -0,88
+ 0,03 + 0,06 + 0,16 + 0,01
697,10 696,74 698,13 697,60
429-434 | YKGSQL -0,35 -0,52
+ 0,00 + 0,00 + 0,02 + 0,03
1595,35 | 1593,97 1596,01 | 1595,33
453-467 | VIVKALFSSNLDPSL -1,38 -0,68
+ 0,08 + 0,2 + 0,08 + 0,03
983,19 981,57 983,51 982,76
459-467 | FSSNLDPSL -1,62 -0,75
+ 0,01 + 0,08 + 0,03 + 0,07
835,44 834,01 835,89 835,12
460-467 | SSNLDPSL -1,43 -0,74
+ 0,01 + 0,00 + 0,01 + 0,15
899,76 899,25 900,63 900,10
474-481 | DKTLNASF -0,51 -0,54
+ 0,00 + 0,06 + 0,00 + 0,03

[pu ucnons30Banuy oHNAIH nernicul/mporeasza XIII KOJOHKK B COYCTAaHUM C IOTYYCHHUEM JaHHBIX MSF 8
obmeit cmoxxaoctr 109 mentrmoB 3 hMUC16.nub 6b1mu MAeHTH(GUIIMPOBAHEI B OTCYTCTBHE WM B TIPUCYTCT-
Bun H1H8794P2, uto cocraBmser 64% MOKPHITHS MOCICIOBATENBHOCTU. TpH MEeNTHAA 3HAYUTEIHHO CHU3WIN
TIOTJIONICHNE NEeHTEpUPOBAHUS (3HAUCHHUS NENbTHI IeHTponaa >0,5 manbTOH MO MEHBIIEH Mepe M3 OJHOHW Bpe-
MEHHOU To4KH ¢ p-3HaueHusMH <0,05) npu cBszpiBannu ¢ H1H8794P2 u npowmnmoctpupoBans! B Tabm. 9B. 3a-
THCaHHAs Macca TeNTHAA COOTBETCTBYET CpeHEMy 3HaueHHIo Macchl MH' 1ieHTpoma u3 Tpex MOBTOPHOCTEHH.
OTH TENTHIBI, COOTBETCTBYIOMKNE aMUHOKHcIoTaM 126-131, 127-131 u 132-138 hMucl6.nub, nmenn Goiee
HHU3KHE CKOPOCTH AeHTeprupoBaHus npH cBsizbiBaHny ¢ HIH8794P2. Otn uneHTH)UIMPOBAaHHBIE OCTATKU TAKXKe
cOOTBeTCTBYIOT octaTkaM 13935-13940, 13936-13940 u 13941-13947 hMUCI16, xak onpeneneno B 3anucu Uni-
prot Q8WXI7 (MUC16_HUMAN), SEQ ID NO: 1899.

Ta6mmua 9B. ITentnaer hMUC16.nub ¢ n3MEHEHHBIMU CKOPOCTSIMA
JeirepupoBanus npu cBsa3biBanuy H1H8794P2

1 MMH. OeNTepUPOBaHUS 20 MMH. OEeNTEePUPOBAHUS
OcrarTkn
AMMHOKMCJIOTHA S
SEQ ID hMUC16 hMUC16 | hMUCl6.
nocJjegoBaTesbH hMUCl6.nub | A A
NO:1902 .nub . nub nub+H1H
oCTb +H1H8794P2
8794P2
771,41 | 770,60 + 771,91 | 770,76
126-131 | LRYMAD -0,81 -1,15
+ 0,01 (0,04 + 0,04 | £ 0,02
658,03 | 657,32 + 657,89 | 657,27
127-131 | RYMAD -0,71 -0,6
+ 0,02 (0,01 + 0,01l (£ 0,01
692,55 | 691,42 + 692,61 | 691,58
132-138 | MGQPGSL -1,13 -1,03
+ 0,02 0,15 + 0,01 |+ 0,02

[pu ucnons3oBanuy oHNAiH nerncus/mporeasza XIII KOJOHKK B COYCTAaHUH C TOTYYCHUEM JaHHBIX MSF 8
o6meit cnoxxknoctn 109 nenrtunoB n3 hMUC16.nub 6bputn HAEHTHUIMPOBAHBI B OTCYTCTBHE WIIM B NPUCYTCT-
Bun HIH8799P2, uro cocrapmsier 64% MOKPHITHS MOCIEAOBATEIFHOCTH. YeThIpe MenTHIa 3HAYUTEIIEHO CHU3H-
JIY TIOTJIOIIEHNE NEeUTEepHpOBaHUS (3HAYEHUS NEIbTHI IeHTpouaa >0,5 mambTOH MO MEHBIIEH Mepe M3 OJHOM
BpeMEHHON TOYKH ¢ p-3HadeHmsIMH <0,05) nipu cBszpiBanuu ¢ HIH8799P2 u npowmmoctpupoBans! B Tad. 9C.
3anucaHHas Macca MeNTHIA COOTBETCTBYET CpelHeMy 3HaueHHio Macchl MH' HeHTpouma U3 Tpex MoBTOPHO-
cTeil. DT MenTUABI, COOTBETCTBYIONNE aMHHOKHCcIoTaM 357-369, 358-366, 358-369 u 361-3 69 hMucl6.nub,
uMenn Oosiee HU3KHE CKOPOCTHU JieiTepupoBanust npu cBszbiBanuu ¢ HIH8799P2. Ot npeHTnduumpoBanHsle
OCTaTKU TaKXKE COOTBETCTBYIOT ocTtaTkaMm 14165-14178, 14166-14176, 14166-14178 u 14170-14178 hMUCI6,
Kak onpezeneHo B 3amucu Uniprot QSWXI7 (MUC16_HUMAN), SEQ ID NO: 1899.
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Ta6mmua 9C. [entnaet hMUC16.nub ¢ n3MEHEHHBIMU CKOPOCTSIMA
JeirepupoBanus npu cBa3piBanuy H1IH8799P2

1 MMH. OeNTepUpPOBaHUS 20 MMH. OeNTEePUPOBAHUS
OcTaTkmu
AMMHOKMCJIOTHAS
SEQ ID hMUCl6. hMUC16. hMUC16. hMUC16.
TIoCJIegOBAaTEJIbH A A
NO:1902 nub nub+H1H nub nub+H1H
oCThb
8799P2 8799P2
1404,15 1403,41 1406, 14 1404,26
357-369 | LSQLTHGVTQLGF -0,74 -2,11
+ 0,03 + 0,09 + 0,15 + 0,02
972,37 972,04 973,94 972,56
358-366 | SQLTHGVTQL -0,33 -1,38
+ 0,10 + 0,10 + 0,03 + 0,00
1291,23 1290,20 1291, 34 1291,05
358-369 | SQLTHGVTQLGF -1,03 -2,27
+ 0,02 + 0,00 + 0,02 + 0,06
1404,15 1403,42 1406, 14 1404,03
361-369 | THGVTQLGF -0,73 -2,11
+ 0,03 + 0,05 + 0,14 + 0,02

[Mpumep 7. @apmakokuHeTHIecKast oneHka oucnenupuaabx antu-MUC16xCD3 anTuTen.

Onenka ¢apmakokuaeTnkn aHTH-MUC16xCD3  oucniennpuunsix  anturen BSMUC16/CD3-001 u
BSMUC16/CD3-005 u n30THIHYECKOTO KOHTPOJIs ObuTa TipoBeneHa B rymanuszupoBanaoM MUC16 xCD3 MebI-
mreif (MBIIIN, TOMO3HIOTHBIE ISt KCTIpeccHd denoBedeckoro MUC16 u CD3, MUC16™™xCD3™™), rymanu-
3upoBaHHOM CD3 mpiiiei (MbIIIK, TOMO3UTOTHBIE AJIS1 SKCIIpeccur denoBedeckoro CD3, CDSh”/h“) Y MBIIIEH JTH-
KOro Tura, moxoopanueix 1o smaud (JT) (75% CS57BL, 25% 129Sv). Koropts! coaepsxanu 4-5 Mbllieii Ha TeCTH-
pyeMoe aHTUTEJIO U Ha JIMHHUIO MBI, Bce MBIIY momydainu omHy BHYTpHOpIomuHHYO (B/0) 103y 0,4 mr/kr. O0-
pasibl KpoBH cobupany yepe3 3 1 6 4, 1, 3, 7, 14 u 28 muelt mocne BBeaeHUs 103b1. KpoBh Obliia oOpaboTana B
CBIBOPOTKY U 3aMoposkeHa nipu -80°C 1o aHanmm3a.

Hupkynupyromye KOHIEHTPAIIMH aHTHTEN ONPEICISIIN ¢ TIOMOIIBI0 OOIIETro aHaIN3a YeI0BEYEeCKOro aH-
turena [gG ¢ ncnons3osanneM GyroLab Xplore™ (Gyros, Yrmcana, llIBeuns). Bkparue, OnotuHmimpoBanHoe
KO3b€ MOJIMKJIOHANTbHOE aHTH-IgG anTHTeno yenoBeka (Jackson ImmunoResearch, Bect ['pos, TlencunnBanms)
3aXBaThIBAIOCH HAa TIOKPHITHIE cTpenTaBuauHOM mapuku Ha Gyrolab Bioaffy 200 CD (Gyros) ans 3axBaTa 4esno-
Beueckoro IgG, mpucyTrcTByromero B ceiBOpoTke. [locnme 3axBarta ahduHHON KOJOHKOW CBSI3aHHOE 4YelIOBEYe-
ckoe antuTeno IgG B oOpa3nax MEeTEeKTHPOBAIH C TIOMOIIBIO KO3bEro aHTH-4ejoBeueckoro IgG, MmeuenHoro Al-
exa-647 (Jackson ImmunoResearch). ®nyopecueHTHBIH CUTHAN Ha KOJOHKE, TO3BOJISIONINN OOHAPYXUTH CBSI-
3annbii 1gG, n equnnnel otBera (RU) cumteiBammchs npubopom. KoHreHTpannu oOpa3noB onpenessiuiy myTeM
MHTEPIIOJISAIUYU [0 CTAHIAPTHON KPUBOW, KOTOpas OblLIa 1mojoOpaHa C HWCIOJIB30BAaHHEM IMOA00pa KPHBOH C 5
mapamMeTpaMH ¢ MCIIOJIb30BaHUEM IporpaMMHoro obecreueHus: Gyrolab Evaluator.

[TapameTprr @K onpenensiinch HekoMmapTMeHTHBIM aHam3oM (NCA) ¢ uCTonbp30BaHUEM MIPOTPAMMHOTO
obecrieuennst Phoenix® WinNonlin® Bepcun 6.3 (Certara, LP, Ilpunacton, Helo-/[)epcn) n BHecoCyancToi
MOJIENTBIO JO3UPOBaHUs. VICIONB3ys COOTBETCTBYIOIINE CPEIHUE 3HAYCHUS KOHIICHTPALWHU M KaKJOro aHTH-
Tena, Bce mapameTpbl OK, BKogas HabmOgaeMyl0 MaKCUMAIBHYIO KOHIEHTPAio B CHIBOPOTKE (Cnqy), OTIC-
HEHHBIA HAOJIIOIAaEMBI TTIEPUO]T TTOTypachaaa (tl/z) 1 TUIOIIAAb MO KPUBOW KOHIIEHTPAIIMU B 3aBUCHMOCTH OT
BpeMeHH 10 nocneaneii mmepsiemoit KoHIeHTPau# (AUC ocqenm) OBUTH ONPEAEICHBI ¢ UCIIOIB30BAHNEM JIH-
HEWHOTO MpaBuJia TPaeuu C JUHEHHOW UHTEPIOSIMel 1 paBHOMEPHBIM B3BEIIMBAHUEM.

[Mocne BHYTpHOPIOMIMHHOTO BBEICHHS aHTHUTEN MbIraM J[T, oOrias KOHIEHTpaIHs-BpeMEeHHbBIC MPOGUITH
IgG BSMUC16/CD3-001, BSMUC16/CD3-005 1 H30THIIAYECKOTO KOHTPOJS BCE OBUIM IMOXOKH, XapaKTePH30-
BaJIMCh TICPBBIM KPATKUM PaCHpeICICHUEM JICKapCTB, 32 KOTOPBIM ClieZioBaia ojHa ()a3a BHIBSJCHHS JICKAPCTB B
TEYCHHUE OCTABILCHCS YaCTH UCCIeAOBaHUA. MaKCUMabHBIE CBIBOPOTOYHBIC KOHICHTPAUH (Cppax) U PaCYCTHOE
BozneiicTBre JgekapcTBeHHOTO cpeacTBa (AUC joepemmii) A1 TPEX aHTHTEN OBUIM CONOCTAaBUMEI (B 1,3 pasa apyr
OT Jipyra).

Iocie BHYTpHOprOmHHEOr0 BBeAeHus anTuTen CD3™™ Mprmam, BSMUC16/CD3-001, BSMUC16/CD3-
005 u M30TUMHYECKUH KOHTPOJIb UMENIH COMOCTaBUMBIe KOHICHTpauu C . (4,6, 3,6 u 4,1 MKI/MJI COOTBETCT-
BeHHO). BSMUC16/CD3-005 u M30THIUYECKHA KOHTPOJbh JEMOHCTPHUPOBAIN CXOJHBIE KPHUBBIC DIMMHUHAIIAN
JIEKapCTBEHHOTO CpeaCcTBa, B To BpeMsa kak BSMUC16/CD3-001 gemoHcTpupoBai 6oJjiee pe3Kyr0 dIUMHHAIIUIO
JIEKApCTBEHHOTO CPEJICTBA, YeM 00a, IperoIaras, 4To cBa3siBanne MumeHrn CD3 uenoBeka BRI3BIBACT KIHPEHC.
KonneBas xonnentpanus anturen st BSMUC16/CD3-001 cocrasuna 0,03 MKT/MII, 9TO OKOJIO B 28 pa3 MeHb-
1Ie, YeM KOHIICBbIC KOHIICHTPAI[MH aHTUTEI, ONPEICICHHBIC Ul U30TUITHYecKoro KoHTpos (0,85 Mkr/mi), u B
22 paza menbiie, yem BSMUC16/CD3-005 (0,66 MKr/Mi1) CBIBOPOTOYHBIC KOHIICHTPAIIHH.

Y MUC16™™xCD3™™ npaskasl ryMaHH3HPOBaHHBIX MBIIIeH, 6ucnemmduansie Mucl6xCD3 u anTHTeNa
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H30TUITHICCKOTO KOHTPOJIS HMEITU COTIOCTaBUMbIC KOHICHTPAUH Cinay (Crax IMaMa30H: 4,5-6,9 mMxr/mi). Oba Ouc-
nenr(UUHBIX aHTHTENa IPOAEMOHCTPUPOBAIN 00JIee BHICOKYIO DIIMMUHALIMIO JICKAPCTBEHHOTO CPEJICTBA, YeEM H30-
TUIIMYECKUH KOHTPOJIb, YTO MPEAIoIaraeT MUMIEHb-0TTocpeaoBanHbIN 3¢ dext. KoHmeBsle KOHIICHTpAIluy aHTUTE
it BSMUC16/CD3-001 1 BSMUC16/CD3-005 6buti oko710 B 29 pa3 u B 2,9 pa3 MEHbIIIE COOTBETCTBEHHO, YeM
KOHIIEBBIE KOHIICHTPAIMN aHTUTEJI, OTIPEIEICHHBIE TSI U30THINIECKOTO KOHTPOJIs (0,86 MKI/MIT).

Kparkoe u3noxxenne naHHbIX 1o o6mei konueHtpanun anti-MUC16xCD3 OucnenuduyHbIX aHTHTEN
AHTHUTENl U30THITMIECKOTO KOHTpOJist puBeaeHs! B Tabn. 10. Cpennne mapamerpsl @K onucanst B Ta6n. 11A u
11B. Cpennue oOmme KOHIIEHTPAIMYA aHTUTENI B 3aBUCUMOCTH OT BPEMEHHM IMOKa3aHbl Ha ¢wur. 1, 2 u 3. B 3a-
KITIOYEHHUE CIIEAYET OTMETHTh, 4To Ooucnenuduansie MUC16xCD3 aHTuTeNa 1eMOHCTPUPOBAIM CXOJHbBIE KPH-
Bble C.x U DJIMMUHAIIIY JIeKapcTBeHHOTO cpeactBa y mbimieit 1T, Ho BSMUC16/CD3-001 nemoHcTpupoBain
Oonee BBICOKHE TIOKazaTenu ymMuHaImi, yeM BSMUC16/CD3-005 u m3otunmyeckoro koHtpoins y CD3 eqm-
HOXBI TyMaHu3upoBaHHbIX Mblmed 1 MUC16/CD3 nBakabl TyMaHU3HPOBaHHEIX Mblmel. ITockonbky Oncreny-
¢uuHBIe aHTHTENA, BBOAMMBEIE B 3TOoM HccienoBannu @K, cocrosr n3 omHoro u Toro ke antu-MUCI6-
CBSI3BIBAIOIICTO IUICYA, PE3YJIbTAThl MOKA3BIBAIOT, YTO CHIIA CBs3bIBaHUS CD3-HalenuBaromero reda MOXKET HT-
patb poib B YpoBHSX Bo3aeHcTBHs eKkapcTBEHHBIX cpeacTB (AUC ocnemmil) 1 CKOPOCTH DIIMMUHAIMN JICKAPCTBEH-
HBIX cpenctB. Hu BSMUC16/CD3-001, xau BSMUC16/CD3-005 He cs3sBator MUC16 mprmu wim CD3 Meimm.
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Ta6mmua 10. Cpennue koHIEeHTpawu oomero IgG B cBIBOPOTKE MOCIIE 0THOKPATHOM BHYTPUOPIOIIMHHON
uabeknuu 0,4 mr/kr BSMUC16/CD3-001, BSMUC16/CD3-005 u aHTUTEN U30THIIMIECKOTO KOHTPOJIS
y mbrueit JIT, rymanusuposanssix Meimeil CD3 u rymannsupoBanHbsix Meimeid MUC16xCD3

OfBmas KOHLEeHTpauyus MAT B MBIIMHOM CHBOPOTKE
BpeMH MUC1 6hLl/hu X
AHTUTEJO OT CD3hu/bu
(.J—-L) CD3hu/hu
+/-
CpenHee +/— SD CpenHee +/— Cpenhee
(MKT'/MJT) (MKT/MJT) SD (MKT/MJT) SD
0,13 5,39 0,34 4,30 0,29 |6,77 1,52
0,25 5,80 0,36 4,26 1,07 |6,63 1,06
1,00 4,13 0,43 2,87 0,71 | 4,89 0,53
3,00 3,19 0,53 1,44 0,27 |2,50 0,22
7,00 2,61 0,73 0,72 0,13 | 1,20 0,22
BSMUC16/ [14,00 |1,44 0,69 0,18 0,05 | 0,28 0,08
CD3-001 o
21,00 0,93 oBuapy | 0,07 0,02 |0,06 0,05
KEHO
He
28,00 0, 60 oBuapy | 0,04 0,01 | 0,03 0,02
KEHO
0,13 4,23 0,62 3,35 1,15 | 4,35 0,24
0,25 4,53 0,55 3,40 0,96 | 4,45 0,49
1,00 3,47 0,32 2,72 0,42 |3,00 0,61
BsSMUC16/ 3,00 2,51 0,13 1,95 0,37 1,98 0,41
CD3-005 7,00 2,02 0,24 2,31 0,67 | 1,58 0,36
14,00 1,19 0,17 1,01 0,23 |o0,78 0,26
21, 00 1,19 0,29 1,19 0,11 | 0,66 0,29
28,00 0,71 0,20 0,66 0,28 | 0,30 0,22
0,13 5,07 1,16 5,43 1,30 | 6,56 0,70
0,25 5,91 1,10 5,67 1,91 |6,48 0,90
1,00 2,64 0,24 2,98 1,14 |2,82 0,30
N3oTunmy
3,00 2,05 0,06 2,29 0,83 | 1,57 0,37
eCcKumn
7,00 1,80 0,25 2,14 0,85 | 1,96 0,37
KOHTPOJIb
14,00 1,22 0,28 1,48 0,66 | 1,34 0,37
21, 00 1,20 0,58 1,43 0,72 | 1,24 0,44
28,00 0,73 0,24 0,85 0,29 |0,86 0,41

Bpewmsi: (4, ecii 0TMEUEHO) = BpeMsl B 4acax MOCiIe OJTHOKPATHOTO BBEIICHMUS,

J=nens 00yuenus; SD=cTaHgapTHOE OTKIOHCHUE;

HO=He 00HapykeHO M3-3a UCKITFOYCHUS MBIIICH C KIIUPUHTOM JICKAPCTBCHHBIX MPEIapaToB THTPAMHU aHTH-
JICKApCTBCHHBIX IPENapaToB
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Ta6muua 11A. Kpatkoe conepskanne papMaKOKHHETHUECKHX MTapaMETPOB:
CD3™"™ rymMaHH3HpOBAHHBIX MbIIIIEiT

Mz OT CD3h/bu vpnet
[Tapame Envan | Usormnomy VsoTmunmu B3SMUC
BSMUC16/C | BSMUC16/C BSMUCL16/C
TP LB eCcKuUi eCcKuUM 16/CD
D3-001 D3-005 D3-001
KOHTPOJIb KOHTPOJIb 3-005
MKI'/ 3,5 %
Crax 5+ 3 6 + 0,4 5+ 0,5 4,1 £ 3 4,6 £ 0,8
MJI 1
11 +
Ti/2 I 11 £ 4 7+ 3 12 £ 2 14 + 0,5 3,9 £ 0,6
5
']1 L ]
AUcHocneII 36 *
MKT/ 35 £ 18 40 £ 11 45 £ 5 49 £+ 20 16 + 3
HMi 13
MJT

Cinax=TIMKOBasi KOHLEHTPALUS;
AUC=momanp noja KpuBOil KOHLIEHTPALUA-BPEMST;
AUC pocnemmii= AUC, BBMUCTIEHHOE C MOMEHTA HYJIS JI0 BPEMEHH MOCIIeTHEH MOI0KUTEIFHON KOHIICHTPALIUH;
T, ,=0Xunaemsblid Iepuo Moaypaciaja
Ta6muma 11B. Kpatkoe conepkanne hapMaKOKHHETHUECKHUX TapaMETPOB:
MUC16™MxCcp3ivh JIBaYKIbl T'YMAaHU3UPOBAHHOMN MBIIIH

Msnma T MUC16"/b3 x CD3P/b% npnnesr
[Mapame | Eoun VzoTunmuue soTunmue
BSMUC16/ | BSMUC16/ BSMUC16/ | BSMUCl6/
TP ML CKMI CKUM
CD3-001 CD3-005 CD3-001 CD3-005
KOHTPOJIb KOHTPOJIb
MKT/
Crnax 5+ 3 6 + 0,4 5+ 0,5 6,7 £ 0,7]16,9 £ 1 4,5 £ 4
MJI
3,3 +
Ta/2 o 11 + 4 7+ 3 12 £ 2 12,9 + 4 0 8 8,2 + 4
I .
AUCHocn
MKT/ 35 + 18 40 + 11 45 + 5 46 + 10 27 £ 3 34 + 11
enHnit
MJT

Cinax=TIMKOBasi KOHIICHTPAIIHS;

AUC=m1ouiaap noja KpuBoil KOHLIEHTPALUsI-BpEMSI;

AUC jocremmi= AUC, BBIYMCIIEHHOE C MOMEHTA HYJIS 10 BPEMEHH ITOCIIEJHEH TTOJI0KUTEILHON KOHIICHTPALHH;

T, ,=0%umIaeMblii Iepuo Mojaypacmnasa

IIpumep 8. AETH-MUC16/anTn-CD3 OncnenududHble aHTHTENA MPOSBISIIOT CHIIBHYIO TIPOTHBOOITYXOJIe-
BYI0 3G (EKTUBHOCTH in Vivo.

Jlst Toro 9T00BI onpenenuTh 3GHEKTHBHOCTE in Vivo mnmocTpatuBHOTO aHTH-MUC16/anTi-CD3 Oucte-
IUQUIHBIX aHTUTEN, HACHTH(UIIMPOBAHHBIX KaK MMEIOINE Caboe WIN OTCYTCTBYIOIIEE NETCKTHPYEMOE CBS-
3BIBAHME JUTA YENIOBEKAa M sBaHCKOTO Makaka CD3, uccnenoBaHus ObUIH MPOBEICHBI Y MBIIIN C OCIAOJICHHBIM
UMMYHHUTETOM, HECYIICH KCEHOTPAHCIUIAHTATHI paKa MPOCTaThl YesoBeka. J(H(HEeKTUBHOCTh BEIOPAHHBIX OHCTIC-
IUPUYHBIX aHTUTEN OBbLIa MPOTECTUPOBAHA KaK HA MOEISIX HEMEUICHHOTO JICUCHHUS, TaK U Ha MOJEIAX Tepa-
MEBTHYCCKOTO JIO3UPOBAHOTO JICUCHUS.

DddexruBHocTh aHTH-MUC16/anTH-CD3 OHceupUIHBIX aHTUTE
Ha MOJETSIX KCCHOTPaHCIUIAaHTATa OMYXOJIH YeJI0BEKa

Uto0B! OmeHuTh in vivo 3¢dexktuBHOCTh Oucnenuuuabix aHTH-MUCI16/anTi-CD3 B ucCiieoBaHMIX
KCEHOTpaHCIUTaHTaTOB omyxosel gemoBeka, NOD scid ramma (NSG) mermam (Jackson Laboratories, Bap Xap-
60p, MbdH) npeaBapUTEIHHO MMIUIAHTHPOBAIN MOHOHYKJICApHBIC KICTKH Mepru(eprIecKoil KpOBH HYeIOBEKa
(PBMCs; ReachBio LLC., CuaTi, BammHrron), a 3aTeM UM JalOT acOUTHBIC KJICTKH M3 JMHHM KIETOK paka
smaHuka genmoBeka OVCAR-3 (American Type Tissue Culture, Manaccac, Buprunus), TpaHCIyIUpOBaHHBIC
monugepazoit (OVCAR-3/Luc). Knetku OVCAR-3 sagorenHo skcnpeccupyor MUC-16.

Brkparie, NSG Mblmam BBOAWIH BHYTpHOprommHHO (B/G) ¢ 5,0 x10° PBMCA uenoBeka. 8 jHei crycts
I,SXIO6 acIUTHBIX KieTok m3 kietouHou nmuamn OVCAR-3/Luc, paHee maccaXMpOBaHHBIX in Vivo, BBOJHIH
BHYTpUOpromyHHO MbimaM NSG, kotopbiM uMminutantupoBaiu PBMC. B rpymre HeMeqIeHHOTO JICUeHUST MbI-
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IIei JIEYHIH BHYTPHOPIOIIMHHO B JeHb wuMIDiaHTtanuud kietok OVCAR-3/Luc  OucnenupuaHbIMU
MUC16/CD3 antureramu BSMUC16/CD3-001 wiin BSMUC16/CD3-005 unu M30THIHYECKUM KOHTPOJIEM B
no3e 10 mxr/mpims (N=5 MpImeii/rpynma jgedenus). B Moaenn TepaneBTHYeCKON 10361 MBIIIIaM BBOJUIN BHYT-
puOpromuHHO. 7 MHEH mociie mMIuTanTanun ormyxonn oucnenuduaasiMu MUC16/CD3 wii KOHTPOJIBHBIMH aH-
TUTEJIAMH, OTTMCAHHBIMH BBITIIE, B 03¢ 10 MKr/mMbIb (N=5/rpymima jgedenus).

Bo Bcex mcciaeqoBaHUAX POCT OMYXOJIH KOHTPOIUPOBAIH C MTOMOIIBIO0 OMOTIOMHHECIICHTHONH TOMOTpadun
(BLI). MpIiaM BBOIWIM BHYTPHOPIOIIMHHO CyOCcTpat morudepasbl D-monudepud, cycneHnupoBannbiii B PBS
(150 mr/kT), M BU3yaTM3UPOBANIN 1O aHeCTe3uel n3ohaypanoM depe3 10 muH. BLI BRIOTHSIIM ¢ UCTIONB30Ba-
auem cuctembl Xenogen VIS (Perkin Elmer, XomkuaToH, Maccauycerc), a curnansl BLI u3pnekanu ¢ ucmosnb-
30BaHUEM NporpaMmHoro obecrnedenus Living Image (Xenogen/Perkin Elmer). O6nacti unTepeca ObUTH HapH-
COBaHBI BOKPYI Ka)JIOW KJIETOYHOH MACChl, M HWHTCHCUBHOCTH (POTOHOB OBUIM 3amucaHbl Kak (oOTo-
HLI((i))/ceK(c)/CMZ/CTepaaHaH(cp). Jns rpymnel HeMeAJIEHHOTO JICUeHUs TaHHbIe MPECTABICHbI B BUAE YPOBHEH
BLI uepe3 26 nHeit mocie UMIUIaHTanuy omyxosu (tadn. 12A). [ns Tpynisl, NONTydYaBIIeH TepaneBTHUECKOE
JICUCHNE, TaHHBIC MPEICTABJICHBI KaK KpaTHOCTh m3MeHeHus: BLI mexny 6-m qaeM (1 meHb 0 J€YCHHS) U KO-
HEYHOH TOUKOM HccnenoBanus (26-i JeHb MOCciie UMIUIAHTAINN OITyXoJw; Tadur. 12B).

Kaxk mokassiBaroT pesynbrathl, kKak BSMUC16/CD3-001, Tak 1 BSMUC16/CD3-005 noka3anu oJIHHAKO-
BYIO 3(p(peKTHBHOCTE B MOJABICHUH POCTAa OMYXOJH IO CPABHEHHIO C M3OTHITMYECKUM KOHTposeM, korma BLI
OblTa M3MepeHa B IeHb 26 B MOJeNM HeMemieHHoro no3upoBanusa. O6a oucnenmpuaapx antu-MUC16/anTn-
CD3 aHTHTENa TaKXe MOAABIISIIN POCT YCTAHOBIEHHBIX OMyXOJIEH MPH BBEACHUN Yepe3 7 JHEH MOocie UMILIaH-
TaIliU OTYXOJIH TI0 CPaBHEHUIO ¢ KOHTposeM. Takum obpazom, oucnienudransie antu-MUC16/aatu-CD3 anTH-
TeNa JAHHOTO W300peTeHHs JAEMOHCTPUPYIOT CHIBHYIO MPOTHBOOMYXOJEBYIO 3()()EKTUBHOCTh B HECKOJIBKUX
MOJETSX.

Tabmuna 12A. DddexruBHocTh Oucterupuunbsix antTi-MUC16/anTr-CD3 aHTHTEN B MOJCTH
KCEHOTPAHCIUIAHTATA C OCIA0JCHHBIM UMMYHUTETOM: HEMEUICHHOE IO3UPOBAHHC
Cp. OMOJIIOMMHECILEHTHOE

MoneJib oneHTHOUKATOP n3JIyyeHue
OMYXOJIM/MBIIMHAA | OUCIeUnIUUHOTO N (poToHE/ Ccer/cM?/cTepanu
auuarg/Ooza aHTHUTeJa aH) 26 IOeHb (cpeIHee

3HaueHMe * SD)

BSMUC16/CD3-
5 1,4 x 103 + 3,5 x 102
001
OVCAR-3/Luc/
BSMUC16/CD3- ]
NSG/ 10 5 1,5 x 103 + 9,7 x 102
005
MKT'/ MBIIL
M3oTUnmue CcKUm
5 2,0x107 £ 1,0x106
KOHTPOJIb

Tabmuna 12B. DddexruBHocTh Oucnennduanbix antu-MUC16/anT-CD3 anTuTeN B
MOJICJIN KCCHOTPAHCIIAHTATa ¢ 0CIa0JICHHBIM HIMMYHHTETOM: TEPAIIEBTUYECKOEC JICUCHHE

KpaTHOCTE M3MeHeHMA B Cp.
OUOJIOMMHECILIEHTHOe
MoneJsib NoeHTHUOUKATOP
nsJydeHue (d/cex/cm?/cT)
OIYXOJIM/MEIIMHASA | BUCHeUMUPUUIHOTO N
Ha 26 OeHb OTHOCUTEJIBHO 6
gunusa/Iosa aHTuUTesa
IOHA (CcpenHee 3HaueHUe t
SD)
BSMUC16/CD3-001 5 2,0 £ 5,0
OVCAR-3/Luc/
BSMUC16/CD3-005 5 0,01 £ 0,02
NSG/ 10
VM30TUNINYECKUM
MKT'/ MEIIE 5 21,0 £ 8,0
KOHTPOJIb

B pampHedmmx skcrepuMenTax, 3¢GeKTHBHOCTE in vivo oucnenuduanoro antu-MUC16/antr-CD3 aH-
THTENa OblIa OIICHEHAa B KCEHOTEHHBIX M CHHTEHHBIX MOJIEISIX OImyXojei. [l mepBoi KCEHOTEHHOW MOJEIH
MbrmaM NSG HyTpuOprommHHO (B/0) mHBekTHpOoBamu kietku OVCAR-3/Luc, npeaBapuTeabHO MacCaKUPO-
BaHHBIC in Vivo (neHb (), uepe3 OMMHHAMIATE JHEH IOCIHE MPIKUBICHUS YenoBeueckux PBMC. Meriam BBO-
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i BHyTpuoOprommaHO 0,01, 0,1 mwim 0,5 mr/xr BSMUC16/CD3-001 wu BBogwumu 0,5 MI/KT HECBSI3BIBAIOIIETO
koHTpouis uin CD3-csizbiBaromero KoHTpousis B aAuu 6, 10, 13, 16 u 21. OnyxoneByro Maccy OLEHUBAJIH C MO-
mompio BLI Ha 6, 14 m 20 mau mocie uMIUIaHTaruu omyxond. Jledenune ¢ momomipio 0,1 wmm 0,5 mr/kr
BSMUC16/CD3-001 mpuBOIMIO K 3HAYUTEILHON MPOTUBOOITYX0JIeBOH d(HD(PEKTUBHOCTH, KaK OMPEIEICHO H3-
meperusmu BLI Ha 20-ii meHp, kak mokazano B Tabn. 13A-C u Ha ¢wur. 4-6. JIns BTOpoii KCEHOTC€HHON MOJIEIH,
MmbrmaM NSG mabekTHpoBanu kinetkn OVCAR-3/Luc, npenBapuTensHO MaccaXupoBaHHBIE in vivo (aeHb 0),
yepe3 TpUHAAIATh JHEH Tocie mpmKuBiIeHus denoBedueckux PBMC, u B 1eHb 4 TIEpEHOCHIIN BTOPYIO TPYIITY
PBMC. Mpimieit neunnu BHyTprBeHHo (B/B) ¢ 0,1, 0,5, 1 wm 5 mr/kr BSMUC16/CD3-005 nnu BBOIWIH 5 MI/KT
HecBs3bIBaIONIEro KOHTpoIst wid CD3-cBs3bIBaONIEro KOHTPOJsS B 10U 5, 8, 12, 15, 19 u 22. OnyxoneByto Mac-
cy oneHuBan ¢ nomoursio BLI Ha nuu 4, 11, 18 u 25. Jleuenue 0,5, 1 wim 5 mr/kr BSMUC16/CD3-005 npuso-
JIAITO K 3HAYUTEIBHON TMPOTUBOOITYX0JIEBOI d3PPEKTHBHOCTH, KaK TIOKA3aHO M3MEPCHUSIMHU U KPATHOCTBIO U3ME-
HeHnust BLI (1a6n. 13D-F u ¢ur. 7-9). UtoOs nccnenoBatb 3pPpEeKTUBHOCTE B IMMYHOKOMIICTEHTHOH MOJIEIH,
MBIUHGIH reH CD3 6511 3aMeHen denoBedeckum CD3, a yacth MbimuHoro rena MUC16 ObLTa 3aMeHeHa 4eso-
BEYECKOI MOCIe10BaTeIbHOCTHIO. 3aMeHa MPUBENA K MBIIIY, YbH T-KJIETKH IKCIPEecCUpyIoT uenoBeueckud CD3
1 KOTopas dKCIpeccupyeT xumepHyto mosekyny MUC16, comepxamryio gacte yenoBedeckoro MUCI16, e
cBs3pBaeTcs oucnerupuaroe BSMUC16/CD3-001 antureno. J{ist Moenn CHHTEHHOH OITyXOJIA UCITOJIb30BaTH
knetounsle nuHUN ID8-VEGF, ckoHCTpynpoBaHHBIE sl SKCIpeccur dactu denoBedeckoro MUC16. Mermam
nmrutaaTapoBanu kinetkn ID8-VEGF/huMUC16 moakoxxHo m obpabareBanin 100 mxkr BSMUC16/CD3-001
00 B ACHb UMIUTAHTALINH, JINOO Yepe3 NecaTh JHEeH Mociie MMIUIAaHTAIlNH, KOTia ObUIH 0OHAPYKEHBI OIYXOJIH.
O6pabotka co 100 mxr BSMUC16/CD3-001 npuBena k 3HAYUTEIHHONW MPOTHUBOOITYX0JIEBOH d(H(PEKTUBHOCTH,
Kak moka3zano B Ta0in. 13G u Ha ¢wur. 10.

VmmmanTanus 1 u3MepeHue KCeHOTPAaHCIUIAHTaToOB oIryxoJjel: aciurHble kieTkn m3 OVCAR-3/Luc kie-
TOYHOW JIMHWH, paHee MAacCaXUPOBAaHHBIC in Vivo, BBOIWIA BHYTPUOPIOMMHHO MbImaM NSG KOTOphIM paHee
uMIUIanTupoBanu yenaoseueckue PBMC. BLI u3mepsiiin kak nokazaHue pocTa OMyXOJH uepe3 HECKOJIbKO JTHEeH
nocie nmiutanTanua OVCAR-3/Luc 1 HECKOIBKO pa3 BO BpeMs uccienoBanus. [lociie mepBoHAYAIEHOTO H3ME-
penus BLI ns koropTupoBaHwsi, MBITIEH pa3eNIiiIfn Ha TPYIIILI 10 4-6 >KUBOTHBIX B Ka)KJOW W BBOJIWIA OHCTIC-
muduaasie MUC16xCD3 uimi KOHTPOJIBHBIC aHTUTENA JTBAXK/IBI B HEJICIIO B TCUCHHUE BCETO UCCIICTOBAHUS.

Pacuer pocta 1 ”HTHOMPOBAHMUS OMYXOJIHM KCEHOTPAHCIUIAHTATA.

g n3MepeHust ormyxoJeBOH Macchl MCTIONB30BAN OMOIIOMUHECIIEHTHYIO BHU3yali3anuio. MbIaM BBO-
WA BHYTpUOpIomHHO 150 MI/KT (Kak ompeeeHo Mo Macce Tejla B Hadaye SKCIIepUMEHTa) cyocTpaTa JITOIIH-
(depazpr D-monudeprna, cycneraupoBanHoro B PBS. Yepes 10 MuH mocne BBeICHHUS 1036l BBITIONHSIN BU3Ya-
mu3anuio BLI y Mplei o n30¢urypaHoBBIM HAPKO30M € HCTIONb3oBaHueM cucTembl Xenogen [VIS. Tlomyde-
HUE N300pakKeHUs OCYIIECTBIUIN ¢ TIoJieM 3peHwst B D, BeIcOTOH 00BbekTa 1,5 CM U cpelHIM YpOBHEM OMHHHMHTA
B TeueHue 0,5 MuH BpemeHU skcno3unuu. BLI curHampsl ObUTH MOTYYEHBI C HUCIOJNB30BaHUEM IPOTPAMMHOIO
obecnieuenns Living Image. O6nact uHTEpeca ObLTH HAPUCOBAHBI BOKPYT Ka)IO¥ OIyXOJICBOW MAacChl, U MH-
TEHCHBHOCTH (OTOHOB OBLTH 3amucanbl Kak (/c/cM/cp. CTATHCTHUECKHI aHATH3 GBI BBITOIHEH C HCTOT30BaA-
HHeM rporpammuoro obecrieuenns: GraphPad Prism (Bepcus 6). CraTncTndeckyto 3Ha4MMOCTh pe3ynbratoB BLI
OTIPENICIISITN C UCTIONB30BaHUEM HEMAPHOTO HelmapaMeTpuiIeckoro t-kpurepus ManHa-YutHu. KpatHocTs m3Me-
HEHUS paccYuThIBaIu 1o hopmyse: (meus 20-meHp 6)/mens 6 mns uccrnenoBanus 1 u (neHs 25-neHb 4)/neHp 4
IUTSL ICCIIEIOBAHMS 2.

VmmanTanms ¥ W3MEpeHne CHHI'CHHBIX OITyXOJIeH: MbImamM, kcrpeccupyromum CD3 genoBeka u geno-
BeK-MbIHYI0 XuMepy MUCI6 B COOTBETCTBYIONIMX JIOKyCax MBIIIeH, WMIUTaHTapoBanu 10e6 IDS-
VEGF/huMUCI16 knetok nonkoxHo (1/k). Memmam BBogmwm BSMUC16/CD3-001 wim CD3-cBS3bIBarOIIANA
KOHTpOJIb B/O, IBa pa3a B HENENIO B TeUeHUE UcclieoBanus. JleueHue Hadanock B aeHb O win nensb 10 mocrme
UMILTAHTAUH. POCT OmMyX0Jii U3MepsiIi MITAHTCHIUPKYJIEM JBa pa3a B HeJeN0. MbIeli yMmepmBisuin yepes3 47
JTHEH TOCIIe UMILTAHTAITUH OITYXOJIH.

Pacuer pocta 1 MHTHOMPOBaHUS CHHTCHHOW OITyXOJIH.

s onpeneneHuss o0beMa OMyXOJH C MOMOINBI0 BHEINMHETO IITAHTCHIUPKYJS OBLTM ONpEACICHBI Hau-
OOJIBIINIT IPOJONBHBIN AnaMeTp (IJIMHA) ¥ HanOOJIBINHMH ToNepedHblid quamMeTp (mmpuHa). O0beM OIMyXOoJu Ha
OCHOBE M3MEPEHHIl IITAHTCHIMPKYJIEM ObLIH PACCUMTAHEI IO (GopMyle: 06beM = (mmmHaxmmpuna’)/2. CTaTH-
CTHYECKYIO0 3HAYMMOCTD OIPEICISLTN C UCIOJIB30BAaHUEM HEMAapHOTO HemapaMeTpUIecKoro t-kputepus MaHHa-
Yurnu.

[IpotuBoomyxonesas dpdextuBHocTh OHcienprmanoro BSMUC16/CD3-001 anTuTena B KCEHOTEHHOUW U
CHHTEHHOM in Vivo MOJIEIIX OIMyXoJiel moka3aHa B Tabmn. 13A-D, Hinke.

Ta6muma 13A. Mogenbaoe ucciaenoBanue 1 OVCAR-3.
YpoBeHb OMOTIOMHHECIICHITNH HA 6 IeHB TIOCJIE NMIUIAHTAIIIH OITyXO0JIN
Cp. usnyuenme [b/cex/cM?/cT] 6 mnHelt

AuTHTENO (MI'/KT)
ocJsie MMIUIaHTaLumM (MemmaHa * SEM)

He CB S 3BIBAMMUN KOHTPOJIb

(0,5)

8,15e+05 £ 7,88 e+04
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CD3-CBA3HBAKMINUNA KOHTPOJIb

6,39%9e+05 + 8,67e+04
(0,5)
BSMUC16/CD3-001 (0, 5) 7,64e+05 + 1,19 e+05
BSMUC16/CD3-001 (0, 1) 6,31e+05 £ 1,10 e+05
BSMUC16/CD3-001 (0,01) 8,77e+05 + 7,91 e+04

Tab6mumua 13B. Moznensaoe nccienosadune 1 OVCAR-3.
YpoBenb OnomoMuHecTieHITH Ha 20 IeHb MOCJIe UMIUTAHTAITUHN OITyXOJIH

AHTHTENO (MI'/KI)

Cp. usnyuenue [d/cex/cM?/cT] 20 nHelt

nocJjie MMILIaHTauuy (MegmaHa * SEM)

He CBS3LBAaMIUT KOHTPOJIb

8,63e+06 + 1,45 e+06
(0,5)
CD3—-CBA3HBAaLMIUNI

9,94e+06 + 1,08e+06
KOHTpoJIb (0, 5)
BSMUC16/CD3-001 (0,5) 9,37e+02 + 9,062 e+02
BSMUC16/CD3-001 (0,1) 2,36e+04 £ 1,28 e+06
BSMUC16/CD3-001 (0,01) 6,51le+06 + 1,60 e+06

Tabmuma 13C. MogensHoe uccienosanne 1 OVCAR-3.

KpatHocts n3menenus B BLI

Mexay 6 u 20 THIMHU MocJie UMIUIAHTAIlUHU OMYyXO0JIU

AnTUTEJNIO (MT'/KI')

KpaTHOCTb UBMeHeHUusI B cp. NBIJIy4YeHnn

[b/cex/cM?/cT] ¢ 6 gmus mo 20 pOHen

nocjyie mMMILIaHTaumm (cpemHee * SD)

He CBA3LBAaMUNI KOHTPOJIb

9,5+ 1,9
(0,5)
CD3—-CBA3HEBAaMINUA

15,6 £ 6,7
KOHTpoJs (0, 5)
BSMUC16/CD3-001 (0,5) -1,00 £ 0,00
BSMUC16/CD3-001 (0, 1) 1,2 £ 4,7
BSMUC16/CD3-001 (0,01) 5,6 + 4,2

Ta6muma 13D. Mogensnoe nccnenoBanne 2 OVCAR-3.
YpoBeHb OHOIOMHHECIICHIIMU HA 4 ICHB TOCIIC UMILIAHTAIIHH OITYXOJIH

AuTuUTEeNno (Mr/Kr)

Cp. usayueHue [b/cex/cM?/cr] 4 pHelr

ocsie MMIIaHTalumM (MemuaHa + SEM)

He CBHSHBaDmMﬁ KOHTPOJIb

1,54e+05 + 9,93e+03
(5)
CD3—-CBS3HBaMUM 1,34e+05 £ 1,55e+04
KOHTPOJIE (5)
BSMUC16/CD3-005 (5) 1,54e+05 + 1,03e+04
BSMUC16/CD3-005 (1) 1,38e+05 + 4,65e+03
BSMUC16/CD3-005 (0,5) 1,31e+05 = 4,03e+03
BSMUC16/CD3-005 (0,1) 1,53e+05 + 1,93e+04

-71 -




039842

Tabmuua 13E. MonensHoe uccaenosanue 2 OVCAR-3.
YpoBeHb OHOJFOMHHECIICHITUH Ha 25 EHb MOCJIC UMILIAHTAIUY OIYXOJIH
Cp. usnyuenue [d/cex/cM?/cr] 25 nHeilr

AuTHTeNno (Mr/Kr)
ocjlie MMIUIAHTaluMM (MeIMaHa * SEM)

He CBA3HBaLIMM KOHTPOJb
7,20e+06 + 8,91e+05

(5)
CD3-CBA3HBanmui

6,15e+06 * 7,26e+05
KOHTPOJIE (5)
BSMUC16/CD3-005 (5) 1,52e+03 + 4,86e+05
BSMUC16/CD3-005 (1) 6,99e+03 * 6,23e+03
BSMUC16/CD3-005 (0,5) 2,23e+03 + 2,35e+05
BSMUC16/CD3-005 (0,1) 7,63e+06 + 1,83e+06

Ta6mmua 13F. Monensaoe nccinenosanne 2 OVCAR-3.
KpaTtHocts nu3menenus B BLI mexxay 4 u 25 qHsIMHU NOCIE UMITAHTAIUK OIyXOJIU
KpaTHOCTE MBMEHEHMSI B Cp. MBIIy4YeHWUM

AHTUTENO (MI'/KT) [b/cex/cM?2/cT] ¢ 4 mHs mo 25 nHen

nocyje mMIUIaHTauumM (cpenxHee * SD)

He CBA3LBalmmi KOHTPOJIb

(5)

46,8 + 20,6

CD3—-CBA3HBaIMI

KOHTpOJIb (5)

BSMUC16/CD3-005 (5) 2,5 * 8,5
BSMUC16/CD3-005 (1) 0,9 £ 0,1
BSMUC16/CD3-005 (0, 5) 0,7 * 3,6
BSMUC16/CD3-005 (0, 1) 45,4 + 35,7

Ta6miua 13G. Mogens IDS-VEGF/huMUC16. Pasmep onyxomu (My) Ha 47 JieHb

PasMmep onyxoiau (MM3) B

Hauano neueHuss AunTHUTEeno (MKI') OeHb 47 (cpenHee BHaudeHUe

+ SEM)

CD3—CBA3HB a1
Ienr O 827,5 + 223,5
KOHTpoJib (100)

BSMUC16/CD3-001

IOenr O (100) 51,2 £ 51,2
BSMUC16/CD3-001
IOenn 10 273,8 £ 92,36
(100)

[Tpumep 9. INonydeHne u XxapakTeprUCTHKa KOHBIOTATA.

Bce MoHOKITOHABHBIE aHTUTENA ObUTH 3KcTipeccupoBanbl B kiteTkax CHO u ounmensr 6emkom A. M3otu-
MUYECKUH KOHTPOJIb TaKyKe OBUT MPUTOTOBIICH aHAJIOTHYHBIM 00pa3oM. He cBsi3pIBaromiee aHTUTENO H30THITHYC-
CKOTO KOHTPOJIS TOJTyYaId U3 IMMYHOJIOTHIECKOTO aHTUTEHA, HE MMEIOIIETO OTHOIICHNUS K OHKOJIOTHH.

Antureno (10 mr/mi) B 50 MM HEPES, 150 MM NaCl, pH 7,5 o6pabateiBanu 1 MM IUTHOTPEUTOIOM
npu 37°C B Teuenue 30 muH. [locne remb-¢punbrpamuu (G-25, pH 4,5 anerat HaTpus) K MPOU3BOTHOMY
JAMCO (10 mr/mir) moGaBisiTi OAMH U3 MaJICUMHUJIO JTMHKEPHBIX MPOU3BOIHBIX MOJIE3HON Harpy3KH COSTNHEHUS
7 wnu coenuuenus 10 (cm. tabn. 14) (1,2 sxkeuBanenrta/SH rpymmsr) B JIMCO (10 Mr/min) amst CHIDKSHHS COJIEp-
JKaHHS aHTUTEN, U cMech JoBoasar no pH 7,0 ¢ momometo 1 M HEPES (pH 7,4). Coenunenue 7 u coeAnHCHHE
10, a Tarxke crocoObI MOJTy4YeHHs coeMHeHui onucanbl B myonukanuun PCT Ne WO 2014/145090, omy6mmko-
BaHHOW 18 ceHts10ps 2014 1., n mybnukauu PCT Ne WO 2016/160615, onydnankoBanHol 6 okTsiopst 2016 r.
COOTBETCTBEHHO, Ka)KJast M3 KOTOPHIX TOJHOCTHIO BKIIIOYEHA B HACTOSIIIEE ONMCAHNUE B KaUeCTBE CCHUIKU. Yepes
1 9 peakmuto Tacuian U30BITKOM N-dTHIManenMua. KOHBIOTaThl OUHIIAINA METOAOM SKCKIIFO3HOHHON XpOMaTo-

-72 -



039842

rpaduu pa3MepoB U CTEpWIBHO (ribTpoBaiu. KoHIIEHTpauu Oelika U JIMHKEpa OMPEeIsUId ¢ TOMOIIb0 Y O-
CHEKTPaLHOTO aHau3a. DKCKIo3uonHas BOXX ycTaHoBuIa, 4To BCe MCIONB3yeMbIe KOHBIOTATHI OBLTH >95%
MOHOMEpHBIMH. BrIxomp! mprBeneHs! B Tabn. 14 Ha ocHOBe ompereneHus Oenka. Bce KOHBIOTHPOBaHHBIC aHTH-
Tesa aHaM3upoBa Y D-n3nydeHneM Ha 3HAYCHUs HATPY3KH IOJIE3HON Harpy3KH JIMHKepa coryiacHo Hamblett
et al., Cancer Res 2004 10 7063. Pe3ynbTaThl CyMMHpPOBAHBI B Ta0I. 14.

Komnstorar, comepxkamuii coeqmaenne 60 MOKET OBITh MOIYYEH C UCIOIh30BaHNEM aHAJIOTHYHOTO CIIOCO-
6a. Coemuuenne 60 m criocoObl TONMy4YeHUs] coenuHeHUs ommcanbl B myOmmkaruun PCT Ne W02016/160615
(mpumep 20), omyOnukoBaHHOK 6 OKTIOps 2016 T., KOTOpas MOJHOCTHIO BKIIOUEHA B HACTOSAIIUI JTOKYMEHT B
kauecTBe ccbulkd. Coemunenne 60 mpencraBiser coboil  MaitaHcuH-N-MmeTwi-L-ananus-(3-meTokcn-4-
amuHo )0eH3amuno-Cit-Val-Cap-Mal.

Tabmuna 14. KpaTtkas nadopmanus o mapamerpax HoJIE€3HON HArpy3KU (XEMOTOKCHUECKOE
JIEKAPCTBECHHOE CPEJICTBO) M aHTHUTEIO-JICKAPCTBEHHOE CPEACTBO-KOHBIOTAT
€252 mm (cMm7?! €280 HM (cM! M

CoenuHeHMNE

M1 ) )
7 [MantTaHcuE—-3—-N-MeTua—-L—-(S) -
ajlaHMH-TIpOonaHaMuamMa—3—N—
MeTHujI—N-[4—

50600 8100
(aMMHO—IIUTRYJIJIMH—~BaJIMH—
rexcaHaMun—6—
MaJieuMunmnii) 6eH3us ] kapbamarTa ]
10 [Marntranscua—-N-MeTHI—L—
ajlaHuH—4—-aMuHOoBeH3aMmu —

45990 20600
IUTPYJIJIMH—BAJIMH—~KaIpPOJIMI—6—
MaJle MMM ]

€252 M (cm? €280 M (cM™t M1

AHTUTEJIO

M) )
H1H9519N 83995 235280
H1H9521N 85564 232050
VI30TUNIMUECKUM KOHTPOJb 75113 218360

[NonesHas
KoHsloraT aHTHUTeNa HaT'pysKa: [IPpOOyKTUBHOCTE %
aHTnTeNo (YP)

H1H9519N-7 3,5 40
H1H9521N-7 3,6 40
H1H9521N-10 3,0 40
VMB30TUNIMYUECKUM KOHTPOJbL—7 3,0 60
V30TUNIMUYECKUM KOHTPOJIE—10 3,4 60

ITpumep 10. Konbtorats! nekapcTBeHHOro cpeactBa ¢ aHTU-MUC16 aHTUTENOM SIBIISIOTCA MOIIHBIMH MHTU-
OruTOpaMu pocTa OITyXOJIM Ha MOJIEIISIX KCeHOTPAHCIUIAHTaTa paka IpOCTaTH in vivo, nosoxutenbHsx mo MUCT 6.

st Toro 4to0s! onpeneanutsh dpdekTuBHOCTH in vivo anTH-MUC16 aHTHTEN, KOHBIOTHPOBAHHBIX C CO-
eauHeHueM 7 U coenuHeHneM 10, ObIIM MTPOBEICHBI HCCIICAOBAHMUS MBIIIEH ¢ OCIabIeHHBIM HIMMYHHTETOM, He-
cymux MUC16 nonoxuTenbHble KCeHOTPAHCIDIAHTATHI paka SHIHUKOB.

Jlnst atux mccnemoBanuii camkam SCID msmmeit (Taconic, Xancon, Hpro-Mopk) GbUIM HMIIAHTHPOBAHBI
OVCAR3 [NIH:OVCAR3 (OVCAR3, ATCC HTB-161)] xmerku, TpanchumupoBaHHBIE JIOIU(Epa3on
(OVCARS3/luc), xotopbie 3HI0TeHHO 3KcTpeccupytor MUC16. JInsg BHyTpUOPIOMUHHBIX (B/0) OmyxoJieH, MbI-
e paHJOMHU3UPOBAIHM HA TPYIIIHI JICYCHHSI M UM BBOMIIN 100 aHTH-MUC16 anTHTENa, KOHBIOTUPOBAHHBIE C
JIEKapCTBEHHBIM TIperapaToM (M. puMep 9), He CBsI3bIBarOIIeecs KOHBIOTUPOBAHHOE aHTUTEINO, JIN00 HOCUTEITh
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rocJyie 0OHapyKECHUS JIIOMUHECIIEHTHOTO CHUTHAJIA OIyXOoJH. J{Jist moaKoXHBIX (II/K) KCEHOTPaHCIUIAaHTaToB, MO-
Clle TOro Kak OIyXOJIM JOCTHIIH cpeiHero oobema 200 MM® (~16 JeHb), MBIIICH PaHIOMH3UPOBAIH B IPYIIIIbI
JIeYeHUs, ¥ UM BBOAWIH 00 aHTH-MUC16 aHTHTENa, KOHBIOTUPOBAHHBIC C JICKAPCTBEHHBIM TPENapaToM, He
CBSI3BIBAIOIIEECS] KOHBIOTUPOBAHHOE aHTHUTENO, TUO0 HOCHTENb. B 3THX MCCIeTOBaHMAX in Vivo aHTHTENa BBO-
JIAITH, @ OIYXOJIHM 3aTeM OTCIICKHBAJM O Pa3BUTHS aCIIUTa WM TOCTIDKEHHUS CPETHETO pa3Mepa OIyXOJd MpH-
GamsuTensHo 1200 MM® B IpyIIIe, IOTydaBIIeii TOTBKO HOCHTEIb. B 3TOT MOMEHT GBIIO PACCYMTAHO HHTHOUPO-
BaHHUE POCTA OILYXOJIH.

B HagamsHOM BHYTpHOPIOIIMHHOM HccienoBaHuu (B/0) B kaudecTBe mpumepa aHTH-MUC16 aHTHTENA,
KOHBIOTUPOBAaHHbIE C COCANHEHUEM 7, ObUIM MccienoBaHbl Ha 3¢ dekTuBHOCTh B cHIDKeHHH OVCAR3/luc cur-
HaJla JIIOMUHecIeHIY. Mplmu nonydanu yetsipe 1036l aHTU-MUC16 u konTponsHbix ADC oauH pa3 B HEJET0
B J103¢ 85 MKI/KT JIEKapCTBEHHOTO OSKBHBaJleHTa Ha OCHOBe cooTHomeHus ADC jekapcTBeHHOE cpercT-
Bo:auTHTeN0. Kak mokasano B Ta0n. 15A, HIH9519N-coenunenune 7 1 HIH9521N-coenuuenune-7 CUIbHO UHTH-
Ooupytor acuuTHbIH poct omyxonmu. OtH aHTU-MUC16 ADC >(QeKkTuBHO yMEHBIIANN pa3Mep OIyXOJIU C
yMEHbIIeHneM cBedeHus: onyxond Ha 100% mo cpaBHeHHI0 ¢ KOHTposeMm Hocutens. Kontpomsnseiii ADC He
oTocpenoBa Kakoro-muoo nHruouposanus ¢ moMombio OVCAR/luc pocTa acUTHBIX OITYXOJIEBBIX KJIETOK.

Jlanpueimee uccrnenoBanue oreHKH d¢dekruBHOCTH aHTH-MUC16 ADC mpoTuB MOAKOXHOU (T1/K)
OVCAR3/luc omyxonu cyMMupoBaHo B Ta0s. 15B. Meimun noxydanu getsipe 10361 aHTH-MUC16 1 KOHTPOJIb-
HeIXx ADC onuH pa3 B HEAENIO B 103€ 85 MKI/KT JIEKapCTBEHHOT'O YKBHBAJIEHTa Ha OCHOBE cooTHommeHuss ADC
JIeKapCTBEeHHOE cpencTBo:aHTHTENO. [Ipu koHbIOTHpoBanmu ¢ coeamneHneM 7, MUC16 ADC H1H9519N-
coenuaenue 7 1 HIH9521N-coenuaenne 7 CHOBa OKa3bIBAIM 3HAYUTEIILHOE MTPOTHBOOITYXO0JIEBOE NIEHCTBHUE; Ha
9TOT pa3 npoTuB noakokHEIX OVCAR3/Iuc omyxomneit. CootBercTBenHo 3t ADC omnocpenosanmu 100% u 109%
MHTHOMPOBaHUE POCTa OIyXOJH cooTBeTcTBeHHO. KoHTponbubei ADC He omocpenoBan Kakoro-jimdo WHruou-
poBaHus pocta noaxoxuou omyxonu OVCAR/luc.

B tperbem nccnenoBannu sdpdexrnBHocts HIHI521IN antu-MUC16 anTnTena, KOHBIOTUPOBAHHOTO C JIMH-
KEpOM JICKapCTBEHHOTO cpencTBa coequneHus 10, onenuBany Bo B/6 moxenmn OVCAR3/luc onmyxonu. Memmw 1mo-
ydanu ogHOKpaTHbIe 10361 aHTH-MUC16 1 kouTponsHbie ADC B mo3e 85 mkr/kr, 170 Mxr/kr u 340 MKT/KT B 9K-
BUBAJICHTE JIEKAPCTBEHHOTO CPEACTBA B 3aBHCHMOCTH OT COOTHOIICHHS JIEKAPCTBEHHOE CPEICTBO
ADC:antureno. Kak nokazano B tabm. 15C, HIH9519N-10 cunbHO MHTHOMPYET aCIUTHBIA pocT omyxoud. J{o-
361 HIH9519N-coenunenne 10 mpuBemn k 99-100% MHrHOMPOBAaHUIO CBEUEHHS OITyXOJH OTHOCHUTEIHHO KOH-
Tpons Hocutens. Hexoropoe mHrnOupoBanme Habmomanoch s KoHTpossHOTO ADC ¢ HCmoip30BaHHEM CO-
equaenns 10, XoTs oHO ObUIO OoJjiee YMEpPEHHBIM, YeM TO, KOTopoe Habmomamoch mocie aHtu-MUC16
HI1H9519N-coeaunenue 10.

Tabmuna 15A. Marn6uposanue B/6 pocta omyxos OVCAR3/luc va 49 nens y mbieit SCID,
o0paboranabix aHTH-MUC16 aHTHTEIaMU, KOHBIOTUPOBAHHBEIMHE C COCTUHCHHEM 7

CpellHee KOHEUHOe CpenHee
T'pynna JiedeHUs M3JIyYeHUe OIyXOoJiM | MHIUOHpOBaHME

(cpenHee = SEM) pocTa OIyxXOoJiu

(%)
16469750 =
HocureJse
10679335 0

KOHTpPOJIE—CoenHeHne 7 85
MKI/KT 16813750 £ 4026065 =2
H1HO9519N- CoepuueHme 7 85
MKT/KT 111254 + 187288 100
H1H9521N- Coepuuenme 7 85
MKT /KT 110413 + 161353 100
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Tabmuna 15B. Marubuposanue 1/k pocta omyxoinu OVCAR3/luc va 37 nens y mbimeit SCID,
o0paboranabix aHTH-MUC16 aHTHTEIaMU, KOHBIOTUPOBAHHBIMHE C COCTUHCHUEM 7

KoHeuHH oOBeM CpenHee
OIlyXOJIU MHTUOUPOBaHMEe
I'pynna JieueHns
(cpenHee + pocTa ONyxoJin
SEM) (%)
Hocuresb 1210 = 426 0
Kourposs—CoemmHenue 7 85 MKT/KT 1737 + 391 -51
H1H9519N- CoemuHeHMe 7 85
187 £ 269 100
MKI'/KT
H1H9521N- CoemmHeHMe 7 85
89 + 97 109
MKI'/KT

Tabmuna 15C. Marudbuposanue B/6 pocta omyxonmn OVCAR3/luc na 49
oOpaboTanHbix anTH-MUC16 aHTHTEIaMU, KOHBIOTHPOBAHHBIMH C

Jesb y Mmeimeit SCID,
coeqrHeHueM 10

CpenHee
KoHeuHOe mM3IyuUeHUe
VMHIMOUpPOBaHMUE
T'pynna JeueHUsa OIlyXOJIM (CpelHee *
poCTa OIIyXOJH
SEM)
(%)
29211000 =
Hocuresb 0
23504780
KoHTpoJsbe—-CoenmuHeHUe 10 85 17332625 + 41
MKI'/ KD 14346694
KouTposs-CoemmuHenne 10 170 32075000 =+
=10
MKT /KD 15623403
KouTposnr—-Coemmuaenne 10 340 22882350 =%
22
MKI'/ KD 18771913
H1H9521N- CoemmHenme 10 85
574285 + 306844 99
MKT /KD
H1H9521N- CoemmHenme 10 170
236037 + 226948 100
MKI'/ KD
H1H9521N- CoemmHenme 10 340
26472 £ 25079 101
MKT /KD

ITpumep 11. IMomyuenune antu-CD3 anturen.

AnTH-CD3 aHTHTEeNa MONydaroT UMMYHU3alMed CKOHCTpYyHpOBaHHON Mblmy, cogepkamei JIHK, xoau-
PYIOIIYIO YeJIOBEYCCKHII MMMYHOTIIOOYITHH TSDKEION M Karia JISTKOW IeTH BapuaOeIbHBIX YYaCTKOB C KJICTKA-
mH, skcnpeccupytomux CD3, wnu ¢ IHK, xoxupyromeit CD3. IMMyHHBIH OTBET aHTUTEN HAOIIONAIN C TIOMO-
mpo CD3-cnenmduyeckoro mMmyHnoananmsa. Koraa kemaeMblii IMMYHHBIH OTBET ObLT TOCTUTHYT, CILICHOIIH-
THI COOMpPAITU U CIMBAIHU C KICTKAMH MHEJIOMBI MBIIIH, YTOOBI COXPAHHUTh UX KH3HECITOCOOHOCTh M 00pa3oBaTh
JIMHUAU KJIETOK THOPHUIOMBL. JIMHUM KJI€TOK THOPHIOMBI MOIBEPralld CKPUHUHTY M OTOMpANH JUTS UACHTH(UKA-
WU JIMHUK KIJIETOK, KOoTopble mpoayrupyoT CD3-cnenmduaeckrne antuTena. Mcnombs3ys 3Ty METOIUKY, OBLIO
MOJTy9E€HO HECKOJIBKO XUMepHBIX aHTH-CD3 aHtHTen (TO €cTh aHTHTEN, 00JaNaloNuX YeIOBEUSCKUMH BapHa-
OeTHHBIMHI JOMEHAMHU W KOHCTAaHTHBIMH JOMEHAMH MBIIHN). KpoMme Toro, HECKOIBKO MOJTHOCTBHIO YeTOBEYECKIX
anTu-CD3 anTHTEN OBLTH BBIACICHBI HETIOCPEICTBEHHO U3 aHTUTCH-TTO3UTUBHBIX B-Ki1eTok 0e3 CIMsIHus ¢ KIeT-
KaMH MHUeJOMBI, Kak orrcano B US 2007/0280945 Al.

Hexotopeie Onosorndeckue cBoiicTBa mumrocTpatuBHBIX aHTH-MUC16 aHTHTEN, TTONYYeHHBIX B COOTBET-
CTBHH CO CIIOCOOAMHU 3TOTO IIPUMEpPa, MOIPOOHO OMHMCAHBI B IPUMEpaX, MPUBEICHHBIX B JAHHOM JOKYMCHTE.

Ipumep 12. TlocnenoBaTeTbHOCTH aMUHOKHCIIOT W HYKJICHHOBBIX KUCIIOT BapHaOEIHHOTO Y4acTKa TshKe-
JIOM U1 JIETKOH LIeTIeH.
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B 1abn. 16 mpuBeneHbl HACHTU(DUKATOPEI AMHHOKUCIOTHOW MOCIEIOBATEIPHOCTA BapHAOCIbHBIX Y4aCT-
koB 1 CDR Tspkenoit u nerkoit nenu BeiOpaHHbx aHTH-MUC16 anTHTEN 10 1aHHOMY U300peTeHuio. COOTBET-
CTBYIOIINE MICHTH()HUKATOPHI TOCIEAOBATSIFHOCTH HYKICHHOBOW KHCIIOTHI IpHBeACHH B Ta0m. 17. CrocoOs!
nosrydeHust anTu-CD3 aHTUTEIN, OMMMCAaHHBIX B JaHHOM JOKYMEHTE, TakKe MOXXHO HaiTu B myOsmkammu CIIIA
2014/0088295.

Tabmuma 16. UnenTrduraTopbl aMHHOKUCIIOTHOM TTOCIIEA0BATEILHOCTH

SEQ ID NO:
OBosHaueH
ue HCVR HCDR1 HCDR3 | LCVR | LCDR11 | LCDR2 | LCDR3
aHTUTEJa
H1H2712N 402 404 406 408 410 412 414 416
HIM2692N 418 420 422 424 426 428 430 432
HIM3542N 434 436 438 440 442 444 446 448
HIM3544N 450 452 454 456 458 460 462 464
HIM3549N 466 468 470 472 474 476 478 480
HIM3613N 482 484 486 488 490 492 494 496
H2M2 689N 498 500 502 504 506 508 510 512
H2M2 690N 514 516 518 520 522 524 526 528
H2M2691N 530 532 534 536 538 540 542 544
H2M2704N | 546 548 550 | 552 554 556 558 560
H2M2705N 562 564 566 568 570 572 574 576
H2M2706N 578 580 582 584 586 588 590 592
H2M2707N 594 596 598 600 602 604 606 608
H2M2 708N 610 612 614 616 618 620 622 624
H2M2 709N 626 628 630 632 634 636 638 640
H2M2710N 642 644 646 648 650 652 654 656
H2M2711N 658 660 662 664 666 668 670 672
H2M2774N 674 676 678 680 682 684 686 688
H2M2 775N 690 692 694 696 698 700 702 704
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H2M2776N 706 708 710 712 714 716 718 720
H2M2777N 722 724 726 728 730 732 734 736
H2M2778N 738 740 742 744 746 748 750 752
H2M2779N 754 756 758 760 762 764 766 768
H2M2789N 770 772 774 776 778 780 782 784
H2M2862N 786 788 790 792 794 796 798 800
H2M2885N 802 804 806 808 810 812 814 816
H2M2886N 818 820 822 824 826 828 830 832
H2M3540N 834 836 838 840 842 844 846 848
H2M3541N 850 852 854 856 858 860 862 864
H2M3543N 866 868 870 872 874 876 878 880
H2M3547N 882 884 886 888 890 892 894 896
H2M3548N 898 900 902 904 906 908 910 912
H2M3563N 914 916 918 920 922 924 926 928
H1H5751P 930 932 934 936 938 940 942 944
H1H5752P 946 948 950 952 954 956 958 960
H1H5753B 962 964 966 968 970 972 974 976
H1H5754B 978 980 982 984 986 988 990 992
H1H5755B 994 996 998 1000 1002 | 1004 1006 1008
H1H5756B 1010 1012 1014|1016 1018 | 1020 1022 1024
H1H5757B 1026 1028 1030|1032 1034 | 1036 1038 1040
H1H5758B 1042 1044 1046 | 1048 1050 | 1052 1054 1056
H1H5761P 1058 1060 1062 | 1064 1066 | 1068 1070 1072
H1H5763P 1074 1076 1078 | 1080 1082 | 1084 1086 1088
H1H5764P 1090 1092 1094 | 1096 1098 | 1100 1102 1104
H1H5769P 1106 1108 1110|1112 1114 | 1116 1118 1120
H1H5771P 1122 1124 1126 | 1128 1130 | 1132 1134 1136
H1H5772P 1138 1140 1142 ) 1144 1146 | 1148 1150 1152
H1H5777P 1154 1156 1158|1160 1162 | 1164 1166 1168
H1H5778P 1170 1172 1174|1176 1178 | 1180 1182 1184
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H1H5780P 1186 1188 1190|1192 1194 | 1196 1198 1200
H1H5781P 1202 1204 1206 | 1208 1210 | 1212 1214 1216
H1H5782P 1218 1220 1222|1224 1226 | 1228 1230 1232
H1H5785B 1234 1236 1238|1240 1242 | 1244 1246 1248
H1H5786B 1250 1252 1254 | 1256 1258 | 1260 1262 1264
H1H5788P 1266 1268 1270|1272 1274 11276 1278 1280
H1H5790B 1282 1284 1286 | 1288 1290 | 1292 1294 1296
H1H5791B 1298 1300 1302 | 1304 1306 | 1308 1310 1312
HI1H5792B 1314 1316 1318|1320 1322 | 1324 1326 1328
H1H5793B 1330 1332 1334|1336 1338 | 1340 1342 1344
H1H5795B 1346 1348 1350|1352 1354 | 1356 1358 1360
H1H5796B 1362 1364 1366 | 1368 1370 | 1372 1374 1376
H1H5797B 1378 1380 1382 | 1384 1386 | 1388 1390 1392
H1H5798B 1394 1396 1398 | 1400 1402 | 1404 1406 1408
H1H5799P 1410 1412 1414|1416 1418 | 1420 1422 1424
H1H5801B 1426 1428 1430 | 1432 1434 | 1436 1438 1440
H1H7194B 1442 1444 1446 | 1448 1634 | 1636 1638 1640
H1H7195B 1450 1452 1454 | 1456 1634 | 1636 1638 1640
H1H7196B 1458 1460 1462 | 1464 1634 | 1636 1638 1640
H1H7198B 1466 1468 1470 | 1472 1634 | 1636 1638 1640
H1H7203B 1474 1476 1478 | 1480 1634 | 1636 1638 1640
H1H7204B 1482 1484 1486 | 1488 1634 | 1636 1638 1640
H1H7208B 1490 1492 1494 | 1496 1634 | 1636 1638 1640
H1H7211B 1498 1500 1502 | 1504 1634 | 1636 1638 1640
H1H7221B 1506 1508 1510|1512 1634 | 1636 1638 1640
H1H7223B 1514 1516 1518 | 1520 1634 | 1636 1638 1640
H1H7226B 1522 1524 1526 | 1528 1634 | 1636 1638 1640
H1H7232B 1530 1532 1534 | 1536 1634 | 1636 1638 1640
H1H7233B 1538 1540 1542 | 1544 1634 | 1636 1638 1640
H1H7241B 1546 1548 1550 | 1552 1634 | 1636 1638 1640
H1H7242B 1554 1556 1558 | 1560 1634 | 1636 1638 1640
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H1H7250B 1562 1564 1566 | 1568 1634 | 1636 1638 1640
H1H7251B 1570 1572 1574 11576 1634 | 1636 1638 1640
H1H7254B 1578 1580 1582 | 1584 1634 | 1636 1638 1640
H1H7258B 1586 1588 1590 | 1592 1634 | 1636 1638 1640
HI1H7269B 1594 1596 1598 | 1600 1634 | 1636 1638 1640
H1H7279B 1602 1604 1606 | 1608 1634 | 1636 1638 1640
H1xH7221G | 1610 1612 1614 | 1616 1634 | 1636 1638 1640
H1xH7221G
5 1618 1620 1622 | 1624 1634 | 1636 1638 1640
H1xH7221G
c 1626 1628 1630 | 1632 1634 | 1636 1638 1640
Tabnuna 17. UnenTrdukaTophl MoCIeI0BATEIEHOCTH HYKJICHHOBON KUCIIOTHI
SEQ ID NO:
OBosHaueH
ue HCVR HCDR1 | HCDR2 | HCDR3 | LCVR | LCDR1 | LCDR2 | LCDR3
aHTUTeNa
H1H2712N 401 403 405 407 409 411 413 415
HIM2692N 417 419 421 423 425 427 429 431
HIM3542N 433 435 437 439 441 443 445 447
HIM3544N 449 451 453 455 457 459 461 463
HIM3549N 465 467 469 471 473 475 477 479
HIM3613N 481 483 485 487 489 491 493 495
H2M2 689N 497 499 501 503 505 507 509 511
H2M2 690N 513 515 517 519 521 523 525 527
H2M2691N 529 531 533 535 537 539 541 543
H2M2704N 545 547 549 551 553 555 557 559
H2M2705N 561 563 565 567 569 571 573 575
H2M2706N 577 579 581 583 585 587 589 591
H2M2707N 593 595 597 599 601 603 605 607
H2M2708N 609 611 613 615 617 619 621 623
H2M2709N 625 627 629 631 633 635 637 639
H2M2710N 641 643 645 647 649 651 653 655
H2M2711N 657 659 661 663 665 667 669 671
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H2M2774N 673 675 677 679 681 683 685 687
H2M2775N 689 691 693 695 697 699 701 703
H2M277 6N 705 707 709 711 713 715 717 719
H2M2777N 721 723 725 727 729 731 733 735
H2M2778N 737 739 741 743 745 747 749 751
H2M2779N 753 755 757 759 761 763 765 767
H2M2789N 769 771 773 775 777 779 781 783
H2M2862N 785 787 789 791 793 795 797 799
H2M2885N 801 803 805 807 809 811 813 815
H2M288 6N 817 819 821 823 825 827 829 831
H2M3540N 833 835 837 839 841 843 845 847
H2M3541N 849 851 853 855 857 859 861 863
H2M3543N 865 867 869 871 873 875 877 879
H2M3547N 881 883 885 887 889 891 893 895
H2M3548N 897 899 901 903 905 907 909 911
H2M3563N 913 915 917 919 921 923 925 927
HI1H5751P 929 931 933 935 937 939 941 943
HI1H5752P 945 947 949 951 953 955 957 959
H1H5753B 961 963 965 967 969 971 973 975
H1H5754B 977 979 981 983 985 987 989 991
H1H5755B 993 995 997 999 1001 | 1003 1005 1007
H1H5756B 1009 1011 1013 1015 1017 | 1019 1021 1023
HI1H5757B 1025 1027 1029 1031 1033 | 1035 1037 1039
H1H5758B 1041 1043 1045 1047 1049 | 1051 1053 1055
H1H5761P 1057 1059 1061 1063 1065 | 1067 1069 1071
H1H5763P 1073 1075 1077 1079 1081 | 1083 1085 1087
H1H5764P 1089 1091 1093 1095 1097 | 1099 1101 1103
H1H5769P 1105 1107 1109 1111 1113 | 1115 1117 1119
H1H5771P 1121 1123 1125 1127 1129 | 1131 1133 1135
HI1H5772P 1137 1139 1141 1143 1145 | 1147 1149 1151
HI1H5777P 1153 1155 1157 1159 1161 | 1163 1165 1167
H1H5778P 1169 1171 1173 1175 1177 | 1179 1181 1183
H1H5780P 1185 1187 1189 1191 1193 | 1195 1197 1199
H1H5781P 1201 1203 1205 1207 1209 | 1211 1213 1215
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H1H5782P 1217 1219 1221 1223 1225 | 1227 1229 1231

H1H5785B 1233 1235 1237 1239 1241 | 1243 1245 1247

H1H5786B 1249 1251 1253 1255 1257 | 1259 1261 1263

H1H5788P 1265 1267 1269 1271 1273 | 1275 1277 1279

H1H5790B 1281 1283 1285 1287 1289 | 1291 1293 1295

H1H5791B 1297 1299 1301 1303 1305 | 1307 1309 1311

H1H5792B 1313 1315 1317 1319 1321 | 1323 1325 1327

H1H5793B 1329 1331 1333 1335 1337 | 1339 1341 1343

H1H5795B 1345 1347 1349 1351 1353 | 1355 1357 1359

H1H5796B 1361 1363 1365 1367 1369 | 1371 1373 1375

HI1H5797B 1377 1379 1381 1383 1385 | 1387 1389 1391

H1H5798B 1393 1395 1397 1399 1401 | 1403 1405 1407

H1H5799P 1409 1411 1413 1415 1417 | 1419 1421 1423

H1H5801B 1425 1427 1429 1431 1433 | 1435 1437 1439

HIH7194B 1441 1443 1445 1447 1633 | 1635 1637 1639

H1H7195B 1449 1451 1453 1455 1633 | 1635 1637 1639

H1H7196B 1457 1459 1461 1463 1633 | 1635 1637 1639

H1H7198B 1465 1467 1469 1471 1633 | 1635 1637 1639

H1H7203B 1473 1475 1477 1479 1633 | 1635 1637 1639

H1H7204B 1481 1483 1485 1487 1633 | 1635 1637 1639

H1H7208B 1489 1491 1493 1495 1633 | 1635 1637 1639

H1H7211B 1497 1499 1501 1503 1633 | 1635 1637 1639

H1H7221B 1505 1507 1509 1511 1633 | 1635 1637 1639

H1H7223B 1513 1515 1517 1519 1633 | 1635 1637 1639

H1H7226B 1521 1523 1525 1527 1633 | 1635 1637 1639

H1H7232B 1529 1531 1533 1535 1633 | 1635 1637 1639

H1H7233B 1537 1539 1541 1543 1633 | 1635 1637 1639

H1H7241B 1545 1547 1549 1551 1633 | 1635 1637 1639

H1H7242B 1553 1555 1557 1559 1633 | 1635 1637 1639

H1H7250B 1561 1563 1565 1567 1633 | 1635 1637 1639

H1H7251B 1569 1571 1573 1575 1633 | 1635 1637 1639

H1H7254B 1577 1579 1581 1583 1633 | 1635 1637 1639

H1H7258B 1585 1587 1589 1591 1633 | 1635 1637 1639

H1H7269B 1593 1595 1597 1599 1633 | 1635 1637 1639

H1H7279B 1601 1603 1605 1607 1633 | 1635 1637 1639

H1xH7221G | 1609 1611 1613 1615 1633 | 1635 1637 1639

H1xH7221G

1617 1619 1621 1623 1633 | 1635 1637 1639
3
H1xH7221G

1625 1627 1629 1631 1633 | 1635 1637 1639
5

AHTHTENa OOBIYHO YIIOMUHAIOTCS B JAHHOM JIOKYMEHTE B COOTBETCTBHU CO CIICAYIOIICH HOMCHKIIATYPOIL:
npedukc Fc (mampumep, "HI1H", "HIM", "H2M" u T.11.), 32 KOTOPHIM CIEAYyeT YUCIOBOHN HAeHTH(UKATOp (HA-
npumep, "2712", "2692" u T.1., KaK MokazaHo B Tad. 1), 3a kotopbM cienyet cydhduxc "P", "N", mim "B". Ta-
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KAM 00pa3oM, COTJIACHO 3TOW HOMCHKIIATYpEe, AaHTHTEIO MOXKET YIIOMUHATHCA B JAHHOM JIOKYMEHTE, HAIIPpUMeED,
kak "H1H2712N", "HIM2692N", "H2M2689N" u T. 1. [Ipedurcet HIH, HIM u H2M B 0003HaYCHUAX aHTH-
TeJI, NCIIOIBb3yEeMBIX B JAHHOM JIOKyMEHTE, YKa3bIBaIOT KOHKPETHBIH Fc ydacTok m3otuna antutena. Hampumep,
aatuteno "HIH" umeer Fc genoBeueckoro IgGl, antureno "HIM" mmeer Fc mpimmuoro IgGl, a antuTeno
"H2M" umeet Fc mpimmaoro IgG2 (Bce BapmabenbHBIC YYaCTKH TOJHOCTHIO YEIOBEYECKHE, KaK 0003HAuYEHO
nepBsiM "H" B 0003HaueHnn anTuten). Kak Oy/neT MOHATHO CHENHMAIUCTY B TAHHOW 00JaCTH TEXHUKH, aHTHTE-
JI0, IMeEIoIIee KOHKPETHBIN n30THIl Fc, MOXKEeT OBITh NMPEeBpaIieHo B aHTUTENO ¢ IpyruM m3otunoM Fc (Hampu-
Mep, antuTeno ¢ Fc IgG1 MpImm MOXeT OBITH MPEBPAIEHO B aHTUTENO ¢ YenoBedeckuM 1gG4 u Tomy 1om00-
HOE), HO B JIF0OOM city4ae, BapuabenbHbie noMeHbI (Bkitodas CDR), koTopbie 0003HAYCHBI YHCIICHHBIMU HIICH-
TU(PUKATOPAMU, IPUBEICHHBIMH B Ta0J. 1, OCTAaHYTCS HCU3MCHHBIMH, H OXKHUIACTCS, YTO CBOWCTBA CBA3BLIBAHHS
OyAyT MICHTUYHBIMH WM TPAKTUICCKU OJMHAKOBBIMHU, HE3aBHCHUMO OT IpUpOAbI moMeHa Fe.

Tabn. 18 u 19 u3noxxeHsl nAeHTUHUKATOPH! AMUHOKUCIOTHOM MOCIIEA0BATEIIFHOCTH BapHaOeIbHBIX yda-
CTKOB TsDKeJIOlM nenw (Tabin. 18) n BapraOenbHBIX y4acTKOB JIeTKOW menu (Tadi. 19), u cOOTBETCTBYIOLINE UM
CDR, monomautensasie HCVR u LCVR antu-CD3, nonesnsie B aHTH-MUC16xanT-CD3 6ucnenuduaHbix
AHTHTENAX [0 JAHHOMY H300pETCHUIO.

Tab6muma 18. AMUHOKHCIIOTHBIE MTOCIIE0BATEILHOCTH BaprabeIhbHOT0 yIacTKa TSAKEIIOH mern

SEQ ID NO:

NnoeHTHOUKATOP

TSIKEJION LIeNn HCVR HCDR1 HCDR2 HCDR3
CD3-VH-AA 1642 1644 1646 1648
CD3-VH-B 1658 1660 1662 1664
CD3-VH-C 1674 1676 1678 1680
CD3-VH-D 1690 1692 1694 1696
CD3-VH-E 1706 1708 1710 1712
CD3-VH-F* 1721 1722 1723 1724

Ta6n1/1ua 19. AMMHOKHCIIOTHBIE OCJICOJOBATCIIBHOCTH BapI/Ia6€J'ILHOFO y4JyacTKa JIETKO# e

SEQ ID NO:

UnerTndmxaTop

. LCVR LCDR1 LCDR2 LCDR3
JIeT'KOM Lienm
CD3-VL-AA 1650 1652 1654 1656
CD3-VL-B 1666 1668 1670 1672
CD3-VL-C 1682 1684 1686 1688
CD3-VL-D 1698 1700 1702 1704
CD3-VL-E 1714 1716 1718 1720
CD3-VL-F* 1725 1726 1727 1728

Bapuab6ensubie yaactku Tsokenoi u erkoit neneit CD3-VH-F u CD3-VL-F 6sutn nonmydyenst n3 antu-CD3
antHTena, oboznauenHoro "L2K", kak ykazano 8 WO 2004/106380.

Kpowme toro, B Tabm. 20 1 21 U31M0KEHBI HACHTH(OUKATOPHI MTOCICAOBATCILHOCTEH TS HYKICOTHIHBIX IO~
CJIEZIOBATEIILHOCTEH, KOIMPYIONINX BapHaOelbHbIC YIACTKH TsDKEJOH menu (Tadu. 20) u BapuaOeIbHBIC YIaCTKU
nerkoit uenwu (tabiu. 21), u ux coorsercrBytomue CDR, nonomuutensasie HCVR n LCVR antu-CD3, nonesHsle
B aHTU-MUC16xanTi-CD3 6ucnenuuuHbIX aHTUTENIaX M0 TaHHOMY U300pETSHHIO.
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Ta6n1/1ua 20. HyKJ’IeOTI/IL[HLIG MOCJICA0BATCIIbBHOCTHU, KOAUPYIOIIHNE MMOCICA0BATCILHOCTU
Bapnaﬁenbﬁoro ydacTKa TSDKEIION ja(200%8

SEQ ID NO:

NoeHTHdUKATOD

. HCVR HCDR1 HCDR2 HCDR3
THAXKEJION Lienu
CD3-VH-AA 1641 1643 1645 1647
CD3-VH-B 1657 1659 1661 1663
CD3-VH-C 1673 1675 1677 1679
CD3-VH-D 1689 1691 1693 1695
CD3-VH-E 1705 1707 1709 1711

Tab6ymma 21. HykneoTuaabie ocne10BaTeNbHOCTH, KOJTUPYIONINE
MTOCJICIOBATEILHOCTH BapruaOeIbHOTO YUaCTKa JICTKOM Iernu

SEQ ID NO:

NnenTHdMxraTOpP

JIETKOM Lienu LCVR LCDR1 LCDR2 LCDR3
CD3-VL-AA 1649 1651 1653 1655
CD3-VL-B 1665 1667 1669 1671
CD3-VL-C 1681 1683 1685 1687
CD3-VL-D 1697 1699 1701 1703
CD3-VL-E 1713 1715 1717 1719

KoHTposHBIE KOHCTPYKTHI, HCTIOIB3YEMBIE B CIEIYIOIINX IPUMEPax

Paszmuunble KOHTPONBHBIE KOHCTPYKTHI (aHTH-CD3 aHTHTEna) OBLTH BKIIOYCHBI B CICIYIOIIUC DKCICPU-
MEHTHI JUIsl cpaBHUTENbHBIX 1enei: "OKT-3", MplliHbIE MOHOKJIOHAIBHBIE aHTUTENA MPOTUB AHTUIEHOB T-
KJICTOYHOM IMOBEPXHOCTHU YEIIOBEKA MOXKHO MOJIYYUTh OT AMEPUKAHCKON KOJIICKIIMH TUMOBEIX KyIbTyp (ATCC)
no katanory Ne. CRL-8001; u "SP34", xoMMepuecku JOCTYIHOE MBIIINHOE MOHOKIOHAIBHOE aHTHUTENO, MOy~
4yeHo oT, Hampumep, Biolegend, Can-/Iuero, Kamudopuus (Kar. Ne 302914) nnmm BD Pharmagen, Cat. 55052,
pearupyert mpoTHB STICHIOH-IIeNH KoMIuiekca T3 Ha kinetkax T-muM@ponuTOB YeIoBeKa.

[Ipumep 13. Iomyyenune monoaHUTENLHBIX aHTH-CD3 anTHTED.

Crnenyromue mponeypsl ObIIH IpeaHAa3HAYCHBI IS OTIPEEICHUsS] aHTHTEIN, KOTOPBIE CHeIM(UIECKH pac-
no3HatoT CD3 (ko-penentop T-KIeTKH) B KaUeCTBE aHTHIEHA.

ITyn antu-CD3 aHTHTEN OBLT MOJMY4YeH OT TEHETHYECKH MOAW(UIIMPOBAHHON MBIMIH. Bkpartiie, MbImei
UMMyHU3UpoBanu anTureHoM CD3 u reHepupoBaiy B-kieTkn, KOTOpBIE COAEpKalli MHOKECTBO IEPECTPOEK
VH denoBeka, dYTOOBI SKCIPECCHPOBATh Pa3HOOOpPA3HBIA pemepTyap BBICOKOA(Q(HUHHBIX aHTHUICH-
crenu(pUIecKUX aHTUTEI.

AHTHTENA, OTIMCAaHHEIC B Ta0M. 22-25, UMEIOT OIMHAKOBYIO TIOCIIEIOBATENLHOCTE Jierkoi e VK1-39JK5
(LCVR mpencraenens B SEQ ID NO: 1890).

I'enepupyemble aHTHTENA OBUTH TPOTECTHPOBAHBI HA CBsI3bIBaHUE ¢ aHTUTeHOM CD3 uenmoBeka u 00€3bsSHEI
SIBAHCKOTO MaKaka B in Vvitro aHaim3e CBsA3bIBaHHA, W, HampuMep, ObUI0 HAcHTHU(HUImpoBaHo omxHo CD3-
anTuteno: ooboznaueHHoe CD3-VH-P (HCVR, npencrasnennoe B SEQ ID NO: 1882), cpenn HECKOIBKHX JIPY-
TUX, KOTOpPBIE, KaK ObII0 0OHApYX)eHO, CBsI3bIBatOTC Kak ¢ CD3 yenoBeka, Tak U SBAHCKOTO MaKaka, UMEIOIIH-
Mmu cBsi3biBanmne ECsy Mexay 1 n 40 HM (Mmu TUTpOBaHUE CBSA3BIBAHUS KJIETOK), KaK ONPEACIICHO B TUTPOBAHUHU
FACS xinerox Jurkat u T-kIeTOK sSIBAaHCKOTO Makaka COOTBETCTBEHHO. CM. Takke, HalpUMep, SKCIIEPUMEHTHI TI0
ces3piBannto FACS, ormmcannsie B mpuMepe 15 u B PCT/US2016/044732, mogannoii 29 urons 2016 rona.

3aTeM OBITM HIACHTUQHUIIMPOBAHBI aMUHOKHCIOTHBIE OCTaTKU 3apojsimieBoi ymann CD3-VH-P (mepe-
rpymmupoBka V-D-J niast CD3-VH-P npeacrasnsier codoit IGHV3-9*01, IGHJ6*02, IGHDS-12*01) u antuTeno,
o6o3nauenHoe "CD3-VH-G", Obuto paspaboTaHo, YTOOBI COAepKaTh TOJBKO KapKachl 3apOJBIIIEBON JIMHHU.
Jpyrue npou3BOAHBIC aHTHTEN OBUTH Pa3pa0OTaHbI ¢ TOMOIIBIO XOPOIIO U3BECTHBIX METOJOB MOJCKYJISIPHOTO
KJIOHUPOBAHHS JJIS 3aMCHBl aMHHOKHCIIOTHBIX OCTAaTKOB CTYICHYATHIM 00pa30oM Ha OCHOBE Pa3iIHYUA MEKIY
MOCJIEA0BATEILHOCTHIO 3apOABINIEBON JIMHUU U nocienoBaTensHocThio CD3-VH-P. Kaxnomy mpousBogHoMy
anturena gaercs "CD3-VH-G" Homep o603HadeHust. CM. Tabi. 18.

B T0 Bpems kak CD3-VH-G u HEeKOTOphIe Apyriue CKOHCTPYUPOBAHHBIC aHTUTENNA COXPAHSIOT UX CBSA3BIBA-
HHe, Kak nokaszano B FACS ananmmusax, Heckoibko aHTH-CD3 anturen He cBsa3anHblx ¢ CD3 yenoBeka nian sBaH-
CKOTO Makaka in vitro co c1abbIM MM He H3MEPUMEBIM CBsi3bIBaHUEM, Harpumep, 40 HM ECsy. ApdunHOCTD CBS-
3BIBAHUSL, KHHETHUKA CBA3BIBAHUA M APYTHe OMOIOTHYECKHE CBOWCTBA ISl BRISICHEHUS! TOKCHYHOCTH M (hapMaKo-
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kuHetndeckue (PK) mpodum ObUIH BIOCIEICTBUU HCCIIEOBAHBI TS OUCTICIIM(DUIHBIX aHTUTEN, COIACPIKALIIX
wutocTpaTuBHble aHTH-CD3 aHTHTENA, TOTyYeHHbIE B COOTBETCTBHU CO CIIOCOOAMH 3TOTO MpUMEpa, MOJAPOOHO
OTIMCaHHEIEC B IPUMEPaXx, IPHUBEICHHBIX B TAHHOM JTOKYMEHTE.

[Tpumep 14. BapuaOenbHbIe yU4aCTKU THKEION U JIETKOH Iernell (aMUHOKHMCIIOTHBIE TTOCIIE0BATEIbHOCTH U
MOCIIe0BATEIHbHOCTH HyKIIenHOBOM KucaoThl CDR).

B Tabn. 22 npuBeneHs MASHTH(HUKATOPHI aMUHOKUCIIOTHOM MOCIIEIOBATEILHOCTH BapHaOeIbHBIX yJacT-
koB 1 CDR Tsixenoit meny BeIOpaHHbIX aHTH-MUC16 antuTen 1mo nanHoMy u3o0peTernto. COOTBETCTBYIONINE
UACHTH(PHUKATOPHI TTOCIEA0BATEIFHOCTH HYKJIIEMHOBOM KHCIIOTHI TIPUBEICHBI B Ta0I. 23.

[MocnenoBaTeIbHOCTH aMHHOKHCIIOT M HYKJICMHOBBIX KHCJIOT OIPENEIISUIN ISl KaXJOH MOCIea0BaTeIbHO-
CTH TSDKEJIOW LenH aHTHTena. Kax ol Tspkesol nenu aHTHTeNa, MOJyYeHHOH U3 T0CIIeI0BaTeIbHOCTH 3apO/Ibl-
mesoit smann (SEQ ID NO: 1910), 66110 ipricBoeHo o6o3Havenue "G" 11s mocie10BaTeIbHON HOMEHKIIATYPBI.
B T1abn. 22 mpuBencHb HACHTU(UKATOPHI AMHHOKUCIOTHBIX IOCIIEIOBATEIHFHOCTEH BapHaOCIbHBIX YYACTKOB
Tspkesoid e M1 CDR ckoncTpynpoBanHbix aHTH-CD3 anTHTEN 10 1aHHOMY M300peTeHnio. COOTBETCTBYIOMINE
UICHTU(QHUKATOPHI MOCICIOBATEIFHOCTH HYKICHHOBOW KUCIIOTHI MPUBECHBI B Ta0n. 23. MneHTudukatops! mo-
CJIeIOBATEILHOCTH aMHUHOKHCIIOTHI M HYKJICMHOBOM KHUCIIOTHI BaprabeapbHOro ydacTka jierkoi menu 1 CDR Tak-
K€ yKa3aHbl HUXKe B Ta0J. 24 1 25 COOTBETCTBEHHO.

Tabymma 22. U neHTHdUKaTOpbl aMHHOKHCIOTHBIX TTOCIIEA0BATEIHPHOCTEH TSIKEION TIETTH

OBoBsHaueHMe SEQ ID NO:

CD3-VH

AHTHUTENIa HCVR CDR1 CDR2 CDR3
CD3-VH-G 1730 1732 1734 1736
CD3-VH-G2 1738 1740 1742 1744
CD3-VH-G3 1746 1748 1750 1752
CD3-VH-G4 1754 1756 1758 1760
CD3-VH-G5 1762 1764 1766 1768
CD3-VH-G8 1770 1772 1774 1776
CD3-VH-G9 1778 1780 1782 1784
CD3-VH-G10 1786 1788 1790 1792
CD3-VH-G11 1794 1796 1798 1800
CD3-VH-G12 1802 1804 1806 1808
CD3-VH-G13 1810 1812 1814 1816
CD3-VH-G14 1818 1820 1822 1824
CD3-VH-G15 1826 1828 1830 1832
CD3-VH-G16 1834 1836 1838 1840
CD3-VH-G17 1842 1844 1846 1848
CD3-VH-G18 1850 1852 1854 1856
CD3-VH-G19 1858 1860 1862 1864
CD3-VH-G20 1866 1868 1870 1872
CD3-VH-G21 1874 1876 1878 1880
CD3-VH-P 1882 1884 1886 1888
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Tabnuna 23. UneHTHUKATOPHI TOCIETIOBATEIHHOCTH HYKJICHHOBON KUCIIOTHI TSHKEIION IeTH

OBosHaueHMe SEQ ID NO:

CD3-VH

AHTHTEJIA HCVR CDR1 CDR2 CDR3
CD3-VH-G 1729 1731 1733 1735
CD3-VH-G2 1737 1739 1741 1743
CD3-VH-G3 1745 1747 1749 1751
CD3-VH-G4 1753 1755 1757 1759
CD3-VH-G5 1761 1763 1765 1767
CD3-VH-G8 1769 1771 1773 1775
CD3-VH-G9 1777 1779 1781 1783
CD3-VH-G10 1785 1787 1789 1791
CD3-VH-G11 1793 1795 1797 1799
CD3-VH-G12 1801 1803 1805 1807
CD3-VH-G13 1809 1811 1813 1815
CD3-VH-G14 1817 1819 1821 1823
CD3-VH-G15 1825 1827 1829 1831
CD3-VH-G16 1833 1835 1837 1839
CD3-VH-G17 1841 1843 1845 1847
CD3-VH-G18 1849 1851 1853 1855
CD3-VH-G19 1857 1859 1861 1863
CD3-VH-G20 1865 1867 1869 1871
CD3-VH-G21 1873 1875 1877 1879
CD3-VH-P 1881 1883 1885 1887

Tabmuma 24. UneHTruduraTopbl aMHHOKHUCIIOTHOM MOCIIE0BATEILHOCTH JICTKOH IeTH

OBbosHaueHMEe SEQ ID NO:

AnTUTENA LCVR CDR1 CDR2 CDR3
VK1-39JK5 1890 1892 1894 1896
Tabmmma 25. UneHTrduKraTopsl MOCIS0BATEILHOCTH HYKJICMHOBOW KUCIIOTHI JISTKOH IeTH

ObosHaueHMne SEQ ID NO:

AnTurena LCVR CDR1 CDR2 CDR3

VK1-39JK5 1889 1891 1893 1895

AmntuTeno koutpous 1, odbo3nauennoe "CD3-L2K", Gbu10 CKOHCTpYHPOBaHO Ha OCHOBE M3BECTHOI'O aHTHU-
CD3 anTurena (to ects, antu-CD3 anTutena "L2K", xak ykazano B WO 2004/106380).

AHTHTENO HM30TUIHMYECKOTO KOHTPOJIS, YIOMSHYTOE B NPHUBEICHHBIX B JAHHOM JIOKYMEHTE IIpHMepax,
NPE/ICTaBISIET COOOM M30THUI COOTBETCTBYIOMMH (MoauduipoBannsiii 1gG4) anTHTETY, KOTOpOE B3aUMO/IEHCT-
BYET C MIOCTOPOHHUM aHTUTECHOM, T.¢. anTUreHoM FelD1.

[Mpumep 15. MccnenoBanus in vitro u in vivo Ha 4eJIOBEYECKUX MOHOKJIOHAIBHBIX aHTH-CD3 aHTHTENaX.

HccnenoBanus in vivo W in Vitro 4eJIOBEYECKMX MOHOKJIOHANBHBIX aHTH-CD3 aHTHTEN NPOBOAMIIH, KaK
onmcano B myOmmkarm CIIIA 2014/0088295, omybnukoBanHoi 27 mapta 2014 r., u 8 PCT/US 2016/044732,
nomanHou 29 utonist 2016 T., KOTOPBIE TEM CaMbIM BKITIOUSHBI B KAYECTBE CCHUIKH.

HexkoTopsle denoBedeckue MOHOKIOHAIbHbBIE aHTH-CD3 aHTHTENA MO0 NaHHOMY M300PETEHHUIO CBSI3BIBAIOT
pacTBOpUMBIA TeTepoauMepHbiii 6eok CD3 nmubo B aHTUTEN0-3aXBaT WM aHTHUTEH-3aXBaT opMaTax, C BBICO-
Ko apunHOCTBIO. PacTBOpnMSEIit rerepomumepnsiit 6eok CD3 (hCD3-ancunon/hCD3-pensra; SEQ ID NO:
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1900/1901) momy4anu 6o ¢ meTkoit Fc uenoseka (hFcAAdp/hFc; SEQ ID NO: 1931/1932), nu6o ¢ meTkoit Fc
Mbimu (mFcAAdp/mfc; SEQ ID NO: 1933/1934). T'erepoaumMepnsiii 6estok CD3 ouniaim ¢ UCTONb30BaHUEM
cniocoba, onmcanHoro B Davis et al. (US 2010/0331527).

HexoTopsle yenoBeueckre MOHOKIIOHaNBHBIE aHTH-CD3 aHTHTENA 110 TAaHHOMY N300PETEHHIO CBSI3BIBAIIN C
T-knerkamu yesnoBeka M MHAYLUHMPYIOT npoiudeparnuro T-kiaerok. HekoTopsle yenoBedeckne MOHOKJIOHABHEIC
antu-CD3 anTHTENa MO JaHHOMY M300peTeHnto cBsa3biBan ¢ CD2+CD4+ T-kietkamu 00€3bsIHBI M HHAYIIUPO-
BaM WX mpomudepanuio. Hexkotoprsie demoBedeckine MOHOKIOHaNBbHBIE aHTH-CD3 aHTHTENa TOANEpKUBAIN
TIEpEHAIIPABJIICHHOE OMOCpeoBaHHOe T-KIIeTKaMU YHHYTOKEHHUE mocpencTtBoM B3aumoneiictsus Fc/FcR B ana-
nm3e yHmuToReHHs U937 Ha ocHOBe KanmbiienmHa. HaOmomaemMoe YHHYTOXKEHHE, KOTOPOE, KaK IOJIaraioT, 3aBH-
cuT ot B3aumonericTeus Fc anturena ¢ penentopom Fc Ha kimetkax U937, mpuBonsimero k knacrepusanun CD3
Ha cocemHUX T-KieTKax, MOAABISLIN IMyTeM A00aBieHHs Hecnernuduaeckoro denoeueckoro IgG (mannbie He
MOKa3aHbl). AKTUBUPYETCS IIUPOKUH CHEKTp OMCTIEIM(DUIHBIX aHTHUTEI, CKOHCTPYHPOBAHHBIX C HCIIOJIb30BaHHU-
eM BapuaHToB aHTHU-CD3 mieda, ONMMCaHHBIX B JAHHOM JIOKyMEHTE (B 4acTHOCTH, aHTH-CD3 mieun, ocHOBaH-
Hble Ha Tspxenor e CD3-VH-P, nonydennoit u3 IGHV3-9*01, IGHJ6*02, IGHDS5-12*01) knetok PBMC
yenoBeka 1 PBMC 00e3bsiHBI, ¥ TIPOSIBIAIOT HIUTOTOKCHYECKYIO aKTHBHOCTH B JIMHHUSX KJIETOK, DKCIIPECCHPYIO-
X OITyXOJICBBIH aHTHUICH.

[Mpumep 16. CkpuHUHT U naeHTHUKAINS MOHOKIOHAIBHBIX aHTH-MUC16 aHTHTEN, IPUTOAHBIX JUIST HM-
myHoructoxumun (IHC), Ha oOpasiax, GUkCHpOBaHHBIX (POPMATMHOM H 3aJIUTHIX TTapahUHOM.

JInHUYM OTMyXOJIEBBIX KIIETOK YeJIOBEKa C M3BECTHRIMH ypoBHAMU dkcnipeccurn MUC16 Obr HAeHTHUITH-
poBansl, 3adukcupoBansl B 10% nHeliTpansHoM 3a0ydepeHHOM (opMaiMHE W 3aMUTH B mapaduH. DTH JTHHIA
OBUTH MCTOJTB30BaHBI U CKPUHHUHTA pa3nuaHbiX aHTH-MUC16 aHTHTEeN A BBIABICHHUS KaHIUAATOB JUIS HC-
cnenoBanuii [HC.

Krnerounsie nuaMM BKIIOYaroT cieaytonie MUC16.

OTpHuaTebHbIC TUHAHU KIETOK:

HT29 (toncras kumka) u PC3/ATCC poaurtenbckuii (IpocTata); KISTOYHbIE JIMHUH TTO/DKEITYI0YHOH KKe-
Je3b1 ¢ HU3KUM WK HyneBsIM ypoBHeM MUC16: Capanl (ageHOKapIIMHOMA TTO/KETYA0UHOHN JKele3bl),

HPAC (aneHokapiuHOMa ITOKEITY TOYHOM JKEJIE3bl).

OuporenHo MUC16-3kcnpeccupyromue KIeTOYHbIe THHUN BKIIOYAIOT:

OVCAR3 (simunuk) u PEO-1 (cepo3Hblii pak SUIHUKA).

TpancunmupoBaHHble KIECTOYHBIC JUHUHM OBUIM CKOHCTPYHpPOBaHHI cienyromuMm obpazom: PC3/ATCC
(ponuTenbCcKkas JTMHHUS paka MPOCTAThl) KIeTKH TpaHchummupoBanu mis co3panus PC3/MUC16 "kopoTkux" u
PC3/MUCI16 "Boicokux" kieTouHbIX JTHHINA. O0a KOHCTpYyKTa conepxkaT C-konresoi nomed MUC16 u3 amuHo-
kuciot 13810-14507 (m3 SEQ ID NO: 1899), u aTo conmepxxut yacth nomerna SEA12, SEA13, SEA14, SEAIS,
SEA16, C-konrieBoit He-SEA ydacTok, TpaHCMEMOpPaHHBIM y4acTOK M IUTOIUIa3MaTHIeCKUi momMeH. Kpome To-
TO, KJIETKH ¢ BbICOKUM ypoBHeM PC3/MUC umerot nonosHUTENbHBIE N-KOHIIEBbIE aMUHOKUCIIOTHI 12783-13467
(m3 SEQ ID NO: 1899), kotopsie BriatodatoT SEAS (yactuunoe) yepe3 SEA9 u KopoTkuil TMHKEp MeXAy JoMe-
HoM SEA9 u nawanom kopotkoro MUC16 konctpykra. ITo no3soisier muddepennupoars antu-MUC16 an-
THUTENA, KOTOPBHIE CBS3BIBAIOTCA B YYacTKe IIOBTOpA, M aHTHTENa, KOTOpBIC CBS3BIBAaIOTCS ¢ "nub" yacTbio
MUCI16, npumsbikatommeii k MeMOpane, nocyie pepMEHTaTHBHOTO PACIIEIIEHUs] U BBICBOOOXKICHHUS YYacCTKOB
noBTopa (aHanornuno yactu CA125 B MUCI16).

Bce okpammBanue BBITIONHSIIOCH Ha aBTOOKpamInBamieM yctpoictBe Ventana Discovery XT ¢ nucmoib-
30BaHMEM CTaHOAPTHBIX MPOTOKOJIOB. OcCaloK KIETOK AemapauHU3NPOBAIH, ONTHMH3MPOBAIH W3BJIICUCHHE
SMHUTONA, WHAYIMPOBAHHOTO HAarpeBaHHWEM, OJOKHPOBAIHM HIOTCHHBIH OHMOTHH W TPOBOAWIH OJIOKHPOBaHHE
Oenka. AHTHTENIa HAHOCHIIM BPYYHYIO B HA9aJIbHOM KOHIEHTpAIH 10 MKI/MII B TaKKe TUTPOBAIH JJIsl oOectie-
YeHUS CTIEUPUIHOCTH CUTHANA. BBUTO MpoBeneHo CpaBHEHHE ¢ KoMMepUeckd nocTynHbiM aHTH-MUC16 anTH-
tenoM (OC-125), koTopoe crnierduuno At moBTOpHEIX ydacTkoB CA-125 (Roche, Ventana Catalogue # 760-
2610), 1 c oTpUIATENLHBIM KOHTPOJIEM (OTCYTCTBHE NEPBUYHOIO aHTHTENA). [IeTEeKIMI0 IPOBOIMIIN C HCIOJNb-
30BaHUEM OCIIMHOTO aHTH-MBIIIMHOTO OMOTHHA, a 3aTeM IEepPOKCHIa3bl CTpenTaBuAMH-XpeHa. Konsepcus cyo-
cTpara, nTuamuHo-0en3uanHa (DAB) HaOmonanacs B BUIe KOpUYHEBOTO OKpamuBanus. O0pa3ibl KOHTPaCTHPO-
BAJIM C TEMAaTOKCHIMHOM JUIsl BU3YaJIM3alnH saep. Pe3ynbTaTsl 9KCIEPHUMEHTOB ¢ OKPAIIMBAHUEM ITPECTaBIICHEI
B Ta0J. 26 HUXeE.
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Tab6numa 26. CeazpiBanne aHTH-MUC16 antutenn ¢ MUC16-HeraTUBHBIMH KJIETKAMH U KJIETKAMH,
skcnpeccupyroummu MUC16, win MeMOpaHHO-TIPOKCUMAaTbHBIME YacTssMu MUC16

PC3/ATCC PC3/MUC1 PC3/MUC1
Knerounas HT2 Capan HPA OVCAR PEO

POONTENBLCK 6 6
JIMHMST : 9 1 c 3 -1

%471 KOPOTKMI BHCOKMIA
HIM7130N - - - +++ ++ - +4+4 4+
H2aM7128N - - + +++ ++ - +++ +++
H2aM7131N - - - +++ ++ - +++ +++
H2aM7133N - - - +++ ++ - - -
H2aM7138N - - + +++ ++ - 4+ +++
HIM9519N - NT NT +++ +++ NT - +++
H3M9525N - NT NT - - NT - —
0oC-125 - - + +++ ++ - - +++
OTpuLaTesbH

BII KOHTPOJIb

NT - He TecTUPOBaHO

UYetsipe u3 Tectupyembix anturen (HIM7130N, H2aM7128N, H2aM7131N u H2aM7138N) nokasamu
TIOJIO’KUTEJIBHOE CBSI3BIBAHHE C KJIETKaMH, dKkcnpeccupyronMu "nub" gacte MUC16 6e3 MOBTOPHBIX y4acTKOB
(PC3/MUCI16 xopoTkue). DTH aHTHTENa UACHTU(GHUINPOBAHBI Kak "nub-cBsa3ytomue". OIHO U3 IPOTECTUPOBAH-
HeIX aHTuTed (HIM9519N) mokas3ano moJ0XKHUTENBHOE CBS3BIBAHHUE C KJIETKAMH, SKCIPECCHPYIONUMH TOBTOP-
uele yaactku MUC16 (PC3/MUC16 BBICOKHIf), HO OTPHUIATEIBHOEC CBSA3BIBAHHE C KJIETKAMH, KCIPECCHPYIO-
mM# Toibko "nub" wacte MUC16 (PC3/MUC16 kopoTkuii). DTO aHTUTENO UACHTHGUIHPYETCS Kak "TOBTOP-
HOE CBs3ylomiee", aHAIOTHYHOE KOMMepUYecKH AocTymHoMy aHtuteny OC-125. OxumaeTcs, 9TO TECTUPYEMbIe
AQHTHTENA CBS3BIBAIOT TKAHW WM KJICTKH PAa3JIMYHOTO IPOMCXOXKICHHS, UMEIOMNE YKCIPECCHPOBAHHBIC OENKN
n/vnu GeNKoBbIe parMeHTHI, KaK OITUCAHO B JAHHOM JOKYMEHTE.

JlarHOe m300peTeHne He TOIHKHO OBITH OTPaHUYEHO B 00beMe KOHKPETHBIMH BapHaHTAMH OCYIIECTBICHHUS
n300peTeHNs, OMMCAaHHBIMK B TAHHOM TOKyMeHTe. JleHCTBUTENBHO, pa3nudyHble MOAN(PUKAIINE H300pETeHUS B
JIOTIOJTHEHHE K TE€M, KOTOPBIE ONUCAHBI B JAHHOM JOKYMEHTE, CTAHYT OUEBHIHBIMU AJIS CIIELUAIUCTOB B JAHHOU
00JIacTH TEeXHWKH M3 IIPEIIIECTBYIONIEro omnucanus. Takue MoanUKanuy NperHa3HAueHb! IS MOMaJaHus B
00beM npuitaraeMoit hopMyITbl H300peTEHMS.

OOPMVIIA U30BPETEHUA

1. bucnennudeckas aHTUTCHCBA3BIBAIOIIAS MOJIEKYJIa, COACpIKaIIast

TIePBBIA AHTUTEHCBSA3BIBAIOIIAN JOMEH, KOTOPHIH crienuduuecku cBs3biBaeTcs ¢ CD3 genoBeka, u

BTOPOH aHTHTE€HCBA3BIBAIONINH JTOMEH, KOTOPhIi crienndudeckn cBszbpiBaeTcss ¢ MUC1 6 venoBeka,

IJIc BTOPOW aHTHICHCBS3BIBAIONIMI JIOMEH COJCPXKHUT OIPEACISIONUC KOMIUIEMECHTAPHOCTh OOJIACTH
(CDR) Bapuabensnoit obmactu Tspkenoit nenu (HCVR), conepxarieii aMHHOKUCIIOTHYIO TTOCJIEI0BATEIBHOCTD
SEQ ID NO: 18, u CDR Bapuabenbnoii obnactu serkoit nenu (LCVR), conepxarieii aMMHOKHCIIOTHYIO TIOCIIe-
nosarenbHOCTh SEQ ID NO: 26.

2. bucneunguyeckas aHTHICHCBS3BIBaIOIIast Mosekyna no 1.1, coxepxkamas nomenst HCDR1-HCDR2-
HCDR3-LCDRI1-LCDR2-LCDR3 co0TBETCTBEHHO, COAEpKAIUE aMUHOKHUCIOTHBIE mocienoBatenbHoctn SEQ
ID NO: 20-22-24-28-30-32.

3. bucnienuduieckas aHTUTEHCBS3bIBAIONIAs MoJieKya 1o 1.1 unum 2, cogepxamas HCVR, comepxantyto
aMUHOKHUCIIOTHYIO0 mtocsenoBarenbHocTh SEQ ID NO: 18.

4. bucnennpuyeckas aHTUTEHCBSA3BIBAIOMIAsS MOJIEKYJIa TI0 JTF0O0oMy W3 mi.1-3, comeprkamias aMHHOKHUC-
JoTHYIO TIocnenoBatenbHOcTh SEQ ID NO: 26.

5. bucnenududeckas aHTUTEHCBS3BIBAIOIIAS MOJIEKyJa 1Mo JroooMy u3 . l-4, comepxamas HCVR, co-
JIeprKallyto aMHUHOKUCIOTHYI0 TiocaenoBaTenbHocTh SEQ ID NO: 18, u LCVR, comeprxaliryto aMUHOKHCIOTHYIO
nocnenoBarenbHocTE SEQ ID NO: 26.

6. bucnennduveckas aHTUTCHCBSI3BIBAIOIIAS MOJICKYJIA TIO JTF0OOMY U3 M. 1-5, rie mepBbhIil aHTUTCHCBA3EI-
BAaIONIMU JTOMEH, KOTOphIA crieruduuecku cBsa3piBaeTcs ¢ CD3 uenoreka, cogepkut CDR Tspkenoit u rerkoi
Hene mapel aMHHOKHUCIOTHBIX mocienoBarenbHocTed HCVR/LCVR, BBIOpaHHO#M W3 TPYMIBI, COCTOAIICH M3
SEQ ID NO: 1730/26, 1762/26, 1778/26, 1786/26 u 1866/26.

7. bucniennduyeckass aHTUTEHCBSI3BIBAIOIIASI MOJICKYJIa TI0 11.6, TIe TIEPBhIi aHTUTCHCBA3BIBAIONIUI JOMEH,
ces3piBaromuit CD3 genoBeka, comepxuT BapuadbenbHyto obnacte Tshkenoi e (HCVR), comepkanryro amMmu-
HOKHUCJIOTHYIO TIOCIIEIOBATEIHbHOCTh, BEIOpAaHHYIO W3 Tpymmbl, coctosmieid u3 SEQ ID NO: 1730, 1762, 1778,
1786 u 1866, n Bapmabenbuyto obmacth jerkoi nenu (LCVR), comepxaniyio aMHHOKHCIOTHYIO TIOCIIEI0Ba-
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teapHOCTh SEQ ID NO: 26.

8. bucnierduyeckasi aHTUTEHCBA3BIBAIONIAS MOJICKYJIa 10 1.7, TJIe ICPBhIA aHTUTCHCBA3BIBAIONINI JTOMCH
conepxxut HCVR, coxepxariyro aMUHOKHCIOTHYIO TocienoBareabHocTh SEQ ID NO: 1730, u LCVR, conep-
JKaIIyto aMUHOKHUCIIOTHYIO TlocnenoBatenbHocTh SEQ ID NO: 26, u e oucnenuduyeckas aHTUTEHCBA3BIBAIO-
mast MOJICKyJia TIPECTaBIIsIeT co00i OucnernuuiIeckoe aHTUTENO.

9. bucnermdudaeckasi aHTUTEHCBS3BIBAIOIAS MOJICKYJIa IO 1.7, TJe TIEPBhIH aHTUTCHCBI3BIBAIOIINN TOMEH
conepxxut HCVR, copepxariyro aMUHOKHCIOTHYIO TochefoBareabHocTh SEQ ID NO: 1762, u LCVR, conep-
JKaIIyto aMUHOKHCIIOTHYIO TiocnenoBatenbHocTh SEQ ID NO: 26, u e oucnennduyeckas aHTUTEHCBA3BIBAIO-
1asi MOJICKyJIa MPECTaBIsACT co0o OrucnennduIeckoe aHTUTEO.

10. bucnenuduyeckas aHTUTCHCBSI3BIBAIOIIAs MOJICKYJIA MO 1.7, TJC MEePBBIH aHTUTCHCBS3BIBAIOIINN 10~
MeH conepxkuT HCVR, conmepxkanryro aMMHOKHCIOTHYIO nocnenoBaTeasHocTs SEQ ID NO: 1778, u LCVR, co-
JIepKAIYI0 aMUHOKUCIOTHYIO mocienoBarenbHocTh SEQ ID NO: 26, u rne Oucnenudpudeckas aHTUTCHCBSA3bI-
BaIOIIas MOJICKYJIa MIPECTABISACT coO0M Oucnenuduaeckoe aHTUTETO.

11. bucnennduyeckas aHTUTCHCBSI3BIBAIOIIAS MOJICKYJIA MO 1.7, TAC MEePBBIH aHTUTCHCBS3BIBAIOIINN 10~
MmeH coaepxutr HCVR, coneprkaniyto aMHHOKHCIOTHYIO mocienoBarenbHocTh SEQ ID NO: 1786, u LCVR, co-
JIEpIKaIylo aMHHOKUCIIOTHYIO mocienoBaTebHocTh SEQ ID NO: 26, u roe oucnenuduyaeckas aHTUTCHCBSI3bI-
BaIOIIAs MOJIEKYJIA MIPEJICTABISAET cO00H Oucrennpuaeckoe aHTUTEIO.

12. bucnenmduyeckass aHTUTEHCBSA3BIBAIONIAS MOJIEKYJa 1O 1.7, T/ TMEePBbI aHTUTCHCBA3BIBAIONTNH 10-
MmeH coaepxutr HCVR, coneprkaniyto aMHHOKHCIOTHYIO mocienoBarenbHocTh SEQ ID NO: 1866, u LCVR, co-
JIepIKaIlylo aMHHOKUCIIOTHYIO mocienoBaTeibHocTh SEQ ID NO: 26, u rae oucnenuduyaeckass aHTUTSHCBSI3bI-
BaIOIIas MOJICKYJIa MPECTABISCT coO0M Oucnenuduaeckoe aHTUTETO.

13. bucnenuduueckas aHTUTCHCBA3BIBAIOIIAS MOJICKyJa 1Mo 1.6, KOTOpasl MPEICTaBIsAeT co0oil Oucmenu-
(budeckoe aHTUTENO, T/IC TIEPBBIA AHTHI'CHCBS3BIBAIOIINN JOMEH COACPIKUT TPHU OMPECIIAIONINE KOMILUICMEHTap-
HocTb oOnactu Tspkenor nenn (A1-HCDRI1, A1-HCDR2 u A1-HCDR3) u Tpu omnpezensionye KoMILIEMEHTap-
HocTh 00nactu nerkoit nemu (A1-LCDR1, A1-LCDR2 u A1-LCDR3), u BTOpo#i aHTHI¢HCBS3BIBAIOIINNA TOMEH
BKITIOUAET TPU ONPEEISIIONINE KOMITIEMEHTapHOCTh obsiactu Tsokenoit nerm (A2-HCDR1, A2-HCDR2 u A2-
HCDR3) u tpu onpenensronue KOMIUIEMEHTapHOCTh oOnactu jerkoi 1enu (A2-LCDRI1, A2-LCDR2 u A2-
LCDR3);

rne A1-HCDRI1, A1-HCDR2 u A1-HCDR3 conepxaT aMHHOKHUCIIOTHBIE ToclienoBarensbHoctd SEQ 1D
NO: 1732-1734-1736 cootBerctBeHHO U A1-LCDRI1, A1-LCDR2 u A1-LCDR3 conmepkaT aMHUHOKHCIIOTHEIE
nocnenoBareabHOCcTH SEQ ID NO: 28-30-32 COOTBETCTBEHHO; U

rae A2-HCDRI1, A2-HCDR2 u A2-HCDR3 conepxaT aMMHOKUCIOTHBIE mochiefoBarenabHoctd SEQ 1D
NO: 20-22-24 cootBerctBeHHO 1 A2-LCDR1, A2-LCDR2 n A2-LCDR3 coaepxaT aMUHOKUCJIOTHBIE TOCNIEN0-
BarenbHOCTH SEQ ID NO: 28-30-32 cOOTBETCTBEHHO.

14. bucnenuduueckas aHTUTCHCBA3BIBAIOIIAS MOJICKyJa 1Mo 1.6, KOTopas MPEICTaBIsAeT co0oil Oucmenu-
(budeckoe aHTUTENO, T/IC TIEPBBIA AHTHI'CHCBS3BIBAIOIINN JOMEH COACPIKUT TPHU OMPEICIIAIONINE KOMILUICMEHTap-
HocTh obsacty Tspkenoi e (A1-HCDR1, A-HCDR2 u A1-HCDR3) u Tpu onpenesnsiomuye KOMIIEMEHTap-
HocTh obnactu Jyierkoit nenu (A1-LCDR1, A1-LCDR2 u A1-LCDR3), u BTOpo#i aHTUTCHCBSI3BIBAIOIINA JOMEH
BKITIOYAET TPU ONPEEISIIONINE KOMITIEMEHTapHOCTh obsactu Tsokenoit nerm (A2-HCDR1, A2-HCDR2 u A2-
HCDR3) u tpu onpenensronue KOMIUIEMEHTapHOCTh obnactu jerkoi 1enu (A2-LCDRI1, A2-LCDR2 u A2-
LCDR3);

rne A1-HCDR1, A1-HCDR2 u A1-HCDR3 conepxaT aMHHOKHUCIIOTHBIE ToclienoBarensHoctd SEQ 1D
NO: 1868-1870-1872 coorerctBenHo u A1-LCDRI1, A1-LCDR2 u A1-LCDR3 coxepaT aMUHOKHCIOTHEIE
nocnenoBarenbHocTd SEQ ID NO: 28-30-32 cOOTBETCTBEHHO; U

rae A2-HCDRI1, A2-HCDR2 u A2-HCDR3 conepxaT aMMHOKUCIOTHBIE mochenoBarenabHoctu SEQ ID
NO: 20-22-24 cootBerctBeHHO 1 A2-LCDR1, A2-LCDR2 n A2-LCDR3 coaepxaT aMUHOKUCIIOTHBIE TOCNIEN0-
BarenbHOCTH SEQ ID NO: 28-30-32 cOOTBETCTBEHHO.

15. bucnenuduyeckoe aHTHTENO MO 1.7, ColepiKallee MepBOe CBA3BIBAMOIICE IIICUO, COMEPIKAIIESE TKE-
Y0 TIeTIh, COAEPIKAIIYI0 aMHHOKHCIOTHYIO TocienoBarenbHocTh SEQ ID NO: 1961, u nerkyro nemns, comep-
JKaIIyro aMHHOKHUCIIOTHYI0 TociiefoBarenbHocTh SEQ ID NO: 1960, u BTopoe CBsi3pIBaIoOIIee IIeU0, coaepxka-
mee TSHKETYIO TeTih, COJIEPIKaIlylo aMHHOKHCIOTHYIO rocienoBaTenbHocTh SEQ ID NO: 1959, u nerkyro ners,
coJieprKaly0 aMHHOKHUCIOTHYIO TiocaenoBatenbHOCTs SEQ ID NO: 1960.

16. bucnennpuyeckoe aHTHTENO TI0 1.7, coAepKaiee MepBOe CBI3BIBAIONIEE YO, CONIEpIKaliee TshKe-
Y0 TIeTIh, COAEPIKAIIYI0 aMHHOKHCIOTHYIO TocienoBareabHocTh SEQ ID NO: 1962, u snerkyro nemns, comep-
JKaIlyl0 aMUHOKHUCIOTHYI0 nociiefoBarenbHocTh SEQ ID NO: 1960, u BTopoe cBsi3bIBaroliee Imjiedo, coaepxa-
iee TSDKEMYIo Lelb, COAEpKallyl0o aMUHOKUCIOTHYIO nocienoBatensHocts SEQ ID NO: 1959, u nerkyro uerns,
CoZIeprKallyl0 aMHMHOKUCIOTHYIO nocaenoBaTebHOCTE SEQ ID NO: 1960.

17. ®apmarieBTH9eCKass KOMITO3UIIHS, COACpKaIIas OUCTICNU(BUUCCKYIO aHTHTCHCBS3BIBAIOIIYIO MOJICKYITY
o obomy u3 1. 1-16 u apmaneBTHIECKH PHEMIIEMbIH HOCUTENb WK pa3baBurens juis Jieuenns MUC-16-
IKCIPECCUPYIOICH 3I0KAaYEeCTBCHHOM OITyXOJIH.

18. Crioco6 sneuenust MUC1 6-3kcipeccupyromieit 3710KaueCTBEHHOW OMYXOJU Y MAIlMeHTa, BKIIIOYAONTUH
BBeJIeHUE OHCTIEITN(UICCKON aHTUTEHCBSI3BIBAIOIICH MOJICKYJIBI 10 JII0OOMY U3 Timl. 1-16 manuenry.
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19. Cnoco6 mo m.18, rme MUC16-3kcpeccupyrommas 3JI0Ka4eCTBCHHAsT OIMyXOJb BRIOpaHa U3 TPYIIIBI, CO-
CTOsIIEH U3 paKa SUYHUKOB, paKa MOJIOYHOH JKEJIe3bl, paKa IOKEITyIOYHON XKee3bl, HEMEIKOKICTOYHOTO pakKa
JIETKOTO, BHYTPHUIIEYEHOYHOW XOJIAHTHOKAPIIHHOMBI MacCOOOPa3yIOIIEro THIA, aJeHOKAPIIMHOMBI IIIEHKH MaTK{
U aJICHOKapIUHOMBI JKEJIYJI0YHOr0 TPAKTA.

20. Cnoco6 mo .19, rme MUC1 6-3kcipeccupyromas 3I0Ka4eCTBEHHAsI OITyX0JIb MPEACTABISIET CO00H pak
SIMYHUKOB.
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