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CD123, xoTopbie MOTYT UMETh TI0 MEHBIIIEH Mepe OMH TYMaHU3UPOBAaHHBIN WK YesioBedeckuit CD123-
CBSI3BIBAIONINH ToMeH. Takue MOJIEKyYITbl ONE3HBI M Je4eHHs paka. Monekyina Oelka, CBSI3bIBaIOIIasiCsI
¢ CDI123, MoxeT uMeTh BTOPON CBSA3BIBAIOLINM TOMEH, KOTOPBIA CBSA3BIBAETCS C APYrOM MHIIEHBIO.
B omHOM BapuaHTe OCYIIECTBICHHUSI MOJEKYIIbl MYJIBTUCTICIIM(UUECKUX MOIUIEITHAOB CBSI3BIBAIOT KaK
KJIeTKH, 3kcnpeccupyonme CD123, tak n T-KIeTouHbIH perenTopHblii KOMIUIEKC Ha T-KieTkax, 4ToObI
MHyIMPOBaTh 3aBUCHMYIO OT MHIIEHH LUTOTOKCHYHOCTh, aKTHBAIMIO W mpoiudepanuio T-KIETOK.
JanHoe n3o0peTeHne Takxe odecrednBaeT (hapManeBTUYECKUE KOMITO3ULNY, COIEPKAIINE YKa3aHHbIE
MOJIEKYJIbI OJUIENTH A, cBs3biBatoliero CD123, Monekyabl HyKJIIEMHOBOW KUCIIOTBI, KOAUPYIOLIHE 3TH

MNOJUIICIITUABI, CITIOCOOBI MOJIYUYCHUA 3TUX MOJICKYIIL.
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JlanHas 3asBKa 3asBIsSEeT MPUOPUTET U MPEUMYILIECTBO HpeaBapuTenbHON 3asBku Ha maTeHT CIIIA Ne
62/397736, nonanHoii 21 cenrsiops 2016 r., n npenBapurensHO# 3asBku Ha naTteHT CIIIA Ne 62/466192, nmonan-
Hoit 2 mapta 2017 1. ComeprkaHre KaKI0W M3 YKa3aHHBIX 3aIBOK BKIIOUYEHO B JAHHBIA IOKYMEHT MOCPEICTBOM
CCBUIKH BO BCEH X ITOJHOTE.

Onucanue TeKCTOBOro (paiijia, MOJAHHOIO B 3JIEKTPOHHOM BHU/e

CopepxnMoe TEKCTOBOTO (aiiiia, TOZAHHOTO C JAaHHBIM JOKYMEHTOM B 3JICKTPOHHOW (hopMe, MOTHOCTEHIO
BKITIOYEHO B JaHHBIA TOKYMEHT mocpencTBoM ccebutkn: Komms Crmcka IlocnemoBarenbHOCTEH B MalllMHOYUTAE-
MoM ¢opmate (nMs (aiina:

APVO _054 03WO_SeqList ST25.txt; nata 3amucu: 21 cenrsops 2017 r.; pazmep daitna 257861 Oaiir).

O0J1acTh TEXHUKH

JlaHHOE pacKpBITHE OTHOCHTCSI K MOJIEKYJIaM, KOTopble crierupuiecku cBsspiBatoTes ¢ CD123, kotopsie
MOTYT UMETh MO MeHbIIeH Mepe oauH rymMaHu3upoBaHHblil CD123-cBs3piBaromuil ToMeH. DTH MOJIEKYIIbI MO-
JIE3HBI AJIS XapaKTepHU3alluy WK JI€YeHUs PACCTPOICTB, XapaKTepu3youuxcs ceepxakcnpeccueir CD123, takux
Kak pak. TepaneBTrueckuii 6enok, cs3pBaronuiicss ¢ CD123 MoxeT ObITh MOHOCTIEIM(HYECKUM TepareBTHYe-
CKUM OEJKOM WM MYJIBTHCIEIM(PUISCKIM TEpareBTHUYECKUM OeKoM. MynpTHCTICITU(HIECKIN TeparneBTHIe-
CKHIi OETIOK MOXKET CBSI3BIBATh Kak 3kcmpeccupyronue CD123 kineTku, Tak U T-KIETOYHBIN PEIeNITOPHBINA KOM-
Tieke Ha T-KieTkax, 9To0bl HHAYIIMPOBATh 3aBUCHUMYIO OT MHUIICHH T-KJIETOYHYIO ITUTOTOKCHYIHOCTH, aKTHBa-
U0 1 Tpostndeparuro.

YpoBeHb TeXHUKH

CD123 Takxke M3BECTECH Kak anb(a-Ienb deloBeYeckoro pemenropa uarepneikuna-3 (MJI-3). CD123 sB-
JsIeTCsl TpaHCMEMOpPaHHBIM TJIMKOIIPOTEMHOM 1-TO THIIA M SBISIETCS WICHOM CYIEPCEeMEWCTBa ITUTOKHMHOBBIX
peuenropoB. Penentop uHTepnelknHa-3 mpeacTaBiseT coboi rerepoammep, oOpasoBanHbii CD123 u Oera-
nensio (CD131). MJI-3 cesaseiBaercsa ¢ CD123, a nepenaya curnana obecneunBaercs CD131. JI-3 perynupyet
(HhYHKIHIO ¥ IPOYKIMIO KPOBETBOPHBIX M UMMYHHBIX KJIICTOK M CTHMYJIMPYET MPOTH(EPANUIO SHIOTEITAATBHBIX
knetok (Testa et al., Biomark Res. 2: 4 (2014)).

CD123 cBepxaKkcIpeccupyeTcss P MHOTHX T'e€MaTOJOTHYECKHX 3JI0Ka4eCTBEHHBIX HOBOOOPA30BAHHMSAX,
BKITIOUasi TIOJATPYIITYy OCTPOro MuenonaHoro neiko3a (OMJI), HoBooOpa3oBaHmid W3 OJACTHBIX TIA3MOIMTOMI-
HeIX neHapuTHBIX KiaeTok (OBIT/IK) u BomocaTokierounoro neiiko3a. Id. B To Bpemst kak OOJBIIMHCTBO TTAIIH-
enToB ¢ OMJI Xopormio pearnpyroT Ha Ha4aJIbHYIO Teparunio, y O0onbIMHCTBA TarueHToB ¢ OMJI B KOHEYHOM
WUTOTE JAMATHOCTHPYIOT pelUAnB Wwin pedpaktepHyto 6one3nb (Ramos et al., J. Clin. Med. 4:665-695 (2015)).
CymiecTByeT MOTpeOHOCTh B MOJIEKyJIax, HaneseHHbX Ha CD123, ¢ moBbimeHHONH 3Q(EeKTUBHOCTHIO W MTOTEHT-
HOCTBIO M CHW)KCHHBIMH MOOOYHBIMH 3] dekTaMu, KOTopsle MOTYT OBITh HCIIOJIB30BaHBI JUISl JICYCHUS pac-
CTpOMCTB, CBA3aHHBIX ¢ HapymeHueM perymauuu CD123.

CymHocTh n300peTeHns

B HekoTOpBIX BapmaHTax OCYILECTBICHHUsS M300pETEHHE OTHOCHTCS K PEKOMOMHAHTHOMY IOJUIEHTHAY,
conepkamemy CD123-cBs3biBatonmii tomen, npudem CD123-cBsi3piBaromuii joMeH BiitovaeT (i) Bapuabels-
HYIO 00JIaCcTh JIETKOH 1lenu MMMyHor00ynuHa, conepxanryto LCDR1, LCDR2 u LCDR3, u (ii) BapuabenbHyrO
0o0macTh TsDKENOoN menmu nuMMyHorIIooynuHa, conepxkantyto HCDR1, HCDR2 u HCDR3, npu atom LCDRI1 co-
JIEP’)KAT aMUHOKHUCIIOTHYIO TIOCIIEIOBATEILHOCTD, MpeacTaBieHHyo B SEQ ID NO: 6, wim mociieoBaTenbHOCTD,
kotopas otnudaercs oT SEQ ID NO: 6 mo MmeHbIIei Mepe oqHONH aMUHOKUCIOTHON 3amMeHoi; LCDR2 comepxut
aMUHOKHUCIIOTHYIO TTOCJIEIOBATENILHOCTD, pencTaBieHuyo B SEQ ID NO: 8, uim mocie1oBaTeIbHOCTh, KOTOpast
ormuuaercs oT SEQ ID NO: 8 mo MeHbIei Mepe oHON aMuHOKUCIOTHOH 3ameHoi; LCDR3 conepkut aMuHO-
KHUCIIOTHYIO MOCJIEeI0BaTeNIbHOCTD, peacTaBieHnyo B SEQ ID NO: 10, wiu nocneaoBaTeabHOCTh, KOTOpast OT-
muuaercs oT SEQ ID NO: 10 nmo MeHnsblieit Mmepe onHoit amuHokucinoTHoi 3ameHoit; HCDR1 coxepxut amuHo-
KHUCJIOTHYIO MOCIIE0BATENbHOCTh, YKazanHyto B SEQ ID NO: 12, unu nocnenoBareabHOCTh, KOTOpask OTIUYAET-
cs or SEQ ID NO: 12 o meHbluelt Mmepe oqHONH aMHMHOKUCIOTHOH 3amenoit; HCDR2 comepXUT aMMHOKHUCIIOT-
HYIO TIOCJIEI0BATENbHOCTB, npeacTabieHnyto B SEQ ID NO: 14, wiu nocneoBaTeabHOCTh, KOTOpask OTINYAETCs
ot SEQ ID NO: 14 no MeHblIeit Mepe ogHoi aMUHOKHCIOTHOM 3ameHol; 1 HCDR3 conepxuT aMMHOKHUCIIOT-
HYIO TIOCJIEIOBATENBHOCTH, npeacTaBieHnyo B SEQ ID NO: 16, wiun mocne0BaTeIbHOCTh, KOTOpas OTINYaeTCs
ot SEQ ID NO: 16 mo MeHbIIei Mepe 0JHONH aMHHOKHCIOTHOW 3aMeHoi. Hampumep, 1aHHOE pacKphITHE OXBa-
THIBACT PEKOMOMHAHTHBIM monumnenTua, conepxammii CD123-cBsa3pBatomuit  momeH, mnpudem CDI123-
CBSI3BIBAIOIINN JOMEH CONEpKUT (1) BapuabenbHYyI0 00JIacTh JIETKOH IIeNM MMMYHOTJIOOYJIHHA, COAEPIKAITYIO
LCDRI1, LCDR2 u LCDR3, u (ii) BapnabenpHyI0 00JaCTh TSDKEIOW IENMH MMMYHOTJIOOYJIHUHA COICPKAIIYIO
HCDRI1, HCDR2 u HCDR3, mpuuem LCDRI1 comepXuT aMUHOKHCIOTHYIO TOCIIEIOBATEIHHOCTD, MPEACTaB-
nernyto B SEQ ID NO: 6, unu nocnegoBarenbHOCTh, koTopas omnyaetcs ot SEQ ID NO: 6 onHoil wnu aByms
aMHHOKHCIIOTHBIMH 3aMeHaMu; LCDR2 conep)xuT aMHHOKHCIIOTHYIO MOCIIEI0BATENILHOCTD, PE/ICTABICHHYIO B
SEQ ID NO: 8, unu nociaeoBaTensHOCTs, koTopas ornrgaercs oT SEQ ID NO: 8 ognoit unu 1ByMs aMUHOKHUC-
notHbeiMH 3aMeHaMu; LCDR3 comep:kuT aMMHOKHUCIOTHYIO IOCHIEA0BaTeIbHOCTD, NpeacTaBaeHHyo B SEQ ID
NO: 10, nau nocnenoBarensHOCTh, kKoTopast otaunuaetcs oT SEQ ID NO: 10 oaHoil unu AByMS aMUHOKHCIIOT-
HeiMU 3aMeHaMu; HCDR1 conepuUT aMUHOKHCIOTHYIO MOCIEN0BATENbHOCTh, yka3aHHyo B SEQ ID NO: 12,
WIH TTOCJIeIOBATENLHOCTD, KoTopas otiaudaercs or SEQ ID NO: 12 ogHo# nuiau 1ByMsi aMUHOKHCIIOTHBIMH 3a-
MeHamu; HCDR2 copepkuT aMUHOKHUCIOTHYIO TTOCIIeIOBATEILHOCTD, peacTaBiennyio B SEQ ID NO: 14, wim
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MocJie0BaTeNbHOCTh, KoTopast oTinyaetcst oT SEQ ID NO: 14 ogHo# win AByMsI aMUHOKUCIOTHBIMU 3aMEHa-
myu; 1 HCDR3 comepuT aMHHOKUCIOTHYIO MOCIENOBATENbHOCTD, npeacTasieHnyo B SEQ ID NO: 16, win
MOCIIe0BATEIHHOCTh, KoTOpast oTmdaeTcst oT SEQ ID NO: 16 ogHol win AByMsI aMUHOKHUCIIOTHBIMH 3aMEHa-
Mu. JlanHOe M300peTeHne BKITI0YaeT peKoMOMHAaHTHBIN monumnentuy ¢ CD-123-cBS3bIBaromM J0MEHOM, KOTO-
pBIiA BKITIOYAET: (a) aMHHOKUCIIOTHYIO TocienoBatenbHocTh, LCDR1, mpencrasiernyo B SEQ ID NO: 6; (b)
aMUHOKHUCIIOTHYI0 TiocnenoBatenbHocTh LCDR2, npeacrasnennyio B SEQ ID NO: 8; (¢) aMHHOKHUCIIOTHYIO TIO-
cienoBatenbHOCTh LCDR3, mpencranennyo B SEQ ID NO: 10; (d) aMHHOKHCIOTHYIO TIOCIEIOBATEIBHOCTh
HCDRI, npencrasnennyto B SEQ ID NO: 12; (e) amuHOKHCIOTHYIO TIocaenoBaTenbHocTs HCDR2, npencras-
nennyto B SEQ ID NO: 14; u (f) amunokucnornyro nocienosateiabnoct HCDR3, npencrasnennyo B SEQ ID
NO: 16. PekoMOWHAHTHBIN MOJUNENTHA, KOTOPBIH cBsi3biBacT CD123, MoxkeT comepxarth (i) BapuadbeIbHYyO 00-
JAaCTh JIETKOM I MMMYHOTJIOOYJIHMHA, COAEPKALIyl0 aMHHOKHCIOTHYIO IIOCIIE0OBAaTEIbHOCTh, KOTOpAas IO
MeHbLIeH Mepe Ha 88%, o MeHbIei Mepe Ha 90%, o MeHbIIel Mepe Ha 92%, o MeHbILel Mepe Ha 95%, no
MeHblIel Mepe Ha 97%, npu o MeHsbIel Mepe Ha 98% unu no MeHsle Mepe Ha 99% HIeHTUYHA aMUHOKHC-
JOTHOM mocienoBaTensHoCTH, npeacTasieHHol B SEQ ID NO: 2; u (i) BapuabenbHy0 001acTh TSHKEI0H 1enu
MMMYHOTJIOOYITMHA, COAEPKANTYI0 aMHHOKHCIOTHYIO TIOCIIEJOBAaTEIFHOCTh, KOTOpast 0 MEHbIIeH Mepe Ha 85%,
o MeHsIIel Mepe Ha 90%, mo mMeHbIIel Mepe Ha 92%, mo MeHbIIel Mepe Ha 95%, mo MeHbIIel Mepe Ha 97%,
1o MeHbIIe Mepe Ha 98% wiu 1Mo MeHbIe Mepe Ha 99% MIeHTHYHa aMUHOKHUCIOTHOH MTOCIIEI0BATEILHOCTH,
npencrasieraoi B SEQ ID NO: 4. Hampumep, nanHoe n300peTeHHE BKITIOYAeT PEKOMOMHAHTHBIN TTOJUIICTITH]L
1o 1.1, B koTopom CD123-cBSA3bIBAIONIHIA TOMEH COMEPKUT: (1) BapHaOeNbHYIO 00JIaCTh JIETKOH IIeTT MMMYHOT -
no0yIMHa, COMEPIKaITyI0 aMHHOKHCIOTHYIO TtocsiefoBarenbHocTh SEQ ID NO: 2; u (ii) BapuabenpHyro 001acTh
TSDKEJION IeTT NMMYHOTJIOOYJIHHA, COAEePIKallyl0 aMIHOKUCIIOTHYIO rtocienoBarensHocTs SEQ ID NO: 4.

B npyrom BapuaHTe oCynIecTBICHHS JaHHOE M300pETeHNE BKIIOYAaeT PEKOMOMHAHTHBIN HONUIIETITH, CBS-
spiBatomuit CD123, copepxxanuii CD123-cBsi3pIBaronuii 1OMEH, IMpUYEM YKa3aHHBIM CBS3bIBAIOLINM JTOMEH
COJIEPKUT BapralesbHYIO 00JIaCTh JIETKOH IIeny IMMYHOT00ynnHa, conepskanryto LCDR1, LCDR2, LCDR3 u
BapualeNbHyI0 00J1acTh TSDKEJION Ienu UMMYyHorioOyinHa, coaepxkantyto HCDR1, HCDR2 u HCDR3 u npu-
geM (i) (a) HCDRI1 conmepXUT aMHHOKHCIOTHYIO ITOCIIEN0BaTeILHOCTD, TpenacTaBiennyio B SEQ ID NO: 28,
WM TIOCTIEIOBATEILHOCTD, KoTopas otinudaercs oT SEQ ID NO: 28 no MeHbIeli Mepe 0JTHOW aMHUHOKHCIOTHON
3ameHoi; (b) HCDR2 comepXuT aMHHOKHCIOTHYIO IOCJIEeNOBaTeIbHOCTh, Yka3anHyto B SEQ ID NO: 30, wm
MOCIIE0BATEIHHOCT, KoTopas otiudaercs oT SEQ ID NO: 30, mo MeHbIeH Mepe, OJHOW aMHHOKHCIOTHON
3ameHoi; U (¢) HCDR3 comepkuT aMHHOKHCIIOTHYIO TTOCIIEIOBATEILHOCTD, TipeacTaBiennyio B SEQ ID NO: 32,
WM TIOCTIEIOBATEILHOCTD, KoTopas otinudaercs oT SEQ ID NO: 32 no MeHbIelt Mepe 0JTHOW aMHUHOKHCIOTHON
3amenoif; wmm (ii) (a) HCDR1 comepuT aMHHOKHCIOTHYIO MOCJIEA0BATENLHOCTD, IpecTaBieHnyo B SEQ ID
NO: 36, unu nocneaoBaTenbHOCTh, KoTopasd ornudaercs oT SEQ ID NO: 36 mo MeHblIel Mepe 0JHON aMUHO-
kucinoTHo# 3ameHoit; (b) HCDR2 comepXUT aMUHOKHCIOTHYIO MOCIE0BATEILHOCTD, MPEICTaBlIcHHY0 B SEQ
ID NO: 38, unu nocnenoBaTesibHOCTb, kKoTopas ominyaetcst oT SEQ ID NO: 38, mo meHbIel Mepe, 0JHONH aMu-
HOKHUCIIOTHOH 3ameHOH; 1 (¢) HCDR3 conepXxnT aMHHOKHCIIOTHYIO TOCIIEI0BATEIBHOCTD, NIPEICTABICHHYIO B
SEQ ID NO: 40, niu nocienoBaTelbHOCTb, koTopas omindaercs or SEQ ID NO: 40, no MeHbLIeit mepe, 01HOM
aMUHOKHUCIIOTHOW 3ameHoi; wiu (iii) (a) HCDR1 conepkXuT aMHHOKHCIIOTHYIO TIOCIIE0BATEHHOCTD, MIPEICTaB-
neranyo B SEQ ID NO: 44, wim nocienoBaTeasHOCTh, KoTopas ommmyaeTcst or SEQ ID NO: 44 mo meHbInei
Mepe OJHON aMHHOKHCIOTHOH 3amenol; (b) HCDR2 BkirogaeT aMHHO KHCIOTHAS TOCIIEI0BATEIILHOCTD, MPE/I-
crariernyto B SEQ ID NO: 46, nnm nocienoBatensHOCTh, KoTopas otiaudaercs oT SEQ ID NO: 46 mo menbpmei
Mepe OJHOW aMUHOKHCIOTHOW 3ameHoi; m (¢) HCDR3 comepxuT aMUHOKHCIOTHYIO IMOCIIEA0BATECIHHOCTD,
npeacrasiaeHHyo B SEQ ID NO: 48, umn nocnenoBaTensHoCTs, koTopas otiauuaetcs or SEQ ID NO: 48 no
MEHBIIICH Mepe OJHOW aMHHOKHUCIIOTHOW 3amMeHol; mwin (iv) (a) HCDR1 comepXuT aMHHOKHUCIIOTHYIO MOCTEIO-
BaTeIbHOCTh, YkazanHyto B SEQ ID NO: 100, unu nocnenoBareabHOCTh, KoTopast otiaundaercs ot SEQ ID NO:
100 o MeHbIIEH Mepe 0HOW aMUHOKUCIIOTHOH 3ameHoH; (b) HCDR2 comepHT aMHHOKHCIIOTHYIO TTOCIIEe10Ba-
TeAbHOCTh, npeacTaBiennyio B SEQ ID NO: 102, unu nocnenoBareabHOCTb, KoTopasi otinudaercs oT SEQ ID
NO: 102 mo MeHbIei Mepe OIHON aMHHOKUCIOTHOH 3aMeHol; U (¢) HCDR3 coaepUT aMHHOKHCIOTHYIO TIO-
cienoBaTeNIbHOCTh, TpeacTaBiennyio B SEQ ID NO: 104, wim mocienoBaTelbHOCTh, KOTOpask OTIMYAEeTCS OT
SEQ ID NO: 104 mo MeHbIIIe# Mepe 0THON aMUHOKHUCIOTHON 3ameHoit; win (V) (a) HCDRI1 comepxut aMmuHO-
KHCIIOTHYIO TTOCIIeIOBATEIbHOCTD, ykazanHyio B SEQ ID NO: 108, unu mociie10BaTeabHOCTh, KOTOpasi OTINYa-
ercst oT SEQ ID NO: 108 mo menbIeit Mepe ogHON aMUHOKUCIOTHOM 3aMeHoi; (b) HCDR2 comepxut amMuHO-
KHCIIOTY KHCJIOTHAs TOCIEA0BaTeIbHOCTh, TpeacTaBiennyio B SEQ ID NO: 110, win mocnenoBaTeIbHOCTD,
kotopas otaudaercss oT SEQ ID NO: 110 mo MeHbIei Mepe oqHONH aMHUHOKHCIOTHOH 3ameHoi; u (¢) HCDR3
COJIEP)KUT AMHUHOKHCIIOTHYIO TIOCJIEeI0BAaTENbHOCTD, NpeacTaBieHnyo B SEQ ID NO: 112, unu nocnenoBaTelb-
HOCTb, KoTopas otiandaercst oT SEQ ID NO: 112 no MeHblei Mepe 0HOH aMUHOKUCIIOTHOM 3aMeHOit; nin (Vi)
(a) HCDRI1 copepUT aMHHOKHCIOTHYIO TIOCIIEIOBATENBHOCTh, yka3anHyto B SEQ ID NO: 116, i nocieno-
BaTEIbHOCTh, KoTOpast oTinyaeTcst oT SEQ ID NO: 116 nmo MeHblIeit Mepe 0JHOW aMUHOKUCIOTHONW 3aMEHO;
(b) HCDR?2 BxitoyaeT aMHHO KHCJIOTHAS TOCIEIOBATEILHOCTD, peacTaBieHHyo B SEQ ID NO: 118, wmu mo-
CJIeI0BaTeNIbHOCTb, KoTopas oTinyaercs or SEQ ID NO: 118 no MeHsbIiei Mepe 01HON aMUHOKHCIOTHON 3aMe-
Hoit, u (¢) HCDR3 comepXUT aMHHOKHCIIOTHYIO TIOCIIEeNOBATENILHOCTD, MpeacTaBieHHyo B SEQ ID NO: 120,
WM TTOCIIEI0BATEIBHOCTh, KoTopast oTnndaercs oT SEQ ID NO: 120 mo MeHbIel Mepe, OqHOH aMHUHOKHCIIOT-
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HOM 3amenoit; wim (vii) () HCDR1 conepkuT aMHHOKHCIOTHYIO HOCIIEI0BATENFHOCTD, YKa3anHyo B SEQ ID
NO: 124, unu nocnenoBarenbHOCTb, KoTopas otnuuaercs oT SEQ ID NO: 124 no MeHblIel Mepe 0IHOM aMHUHO-
kucnotHo# 3amenoi; (b) HCDR2 comepXuT aMUHOKHCIIOTHYIO ITOCIIEIOBATEILHOCTD, TIpecTaBiIeHHy0 B SEQ
ID NO: 126, wu mocnenoBatenbHOCTh, KoTopas otiaudaercs oT SEQ ID NO: 126 mo mMeHbIIeld Mepe OaHON
aMuHOKHUCIIOTHOU 3amenHoi; u (¢) HCDR3 comepKUT aMHUHOKUCIIOTHYIO TIOCTIEI0OBATEIbHOCTD, TIPEICTABICHHYIO
B SEQ ID NO: 128, nnu nocienoBaTebHOCTh, KoTopas ommdaeTcs oT SEQ ID NO: 128 mo meHbIIei Mmepe oJ1-
HOW aMUHOKHCJIOTHOM 3aMeHOH. J[aHHOe N300peTeHne BKII0YaeT peKOMOMHAHTHBIC TIOJUTIENITH/IBI, COIepKaIIre
BapuabenbHyI0 00J1aCTh TSOKEION IenH, Kak omnpeneneHo B (i)-(vii), m BapuabeslbHYIO0 00acTh JISTKON IIeIH,
conepxamryto: (a) LCDRI, conepxamniyto aMHHOKHCIOTHYIO TIOCJIEOBATEIILHOCTD, IpeAcTaBieHHyo B SEQ ID
NO: 22, unu nocnenoBaTeIbHOCTh kKoTopas otiindaetrcst oT SEQ ID NO: 22 nmo meHblueit Mmepe 0HOM aMHHO-
kucnotHo# 3amenoi; (b) LCDR2, coneprkanrylo aMHHOKHCIOTHYIO HOCIIEIOBATEILHOCTh, MPEACTABICHHYIO B
SEQ ID NO: 24, unu nocnenoBatenbHOCTb, kKoTopast otnuuaercs or SEQ ID NO: 24 no menblieil Mepe 0aHOM
aMUHOKHUCIIOTHOW 3amenoit; u (¢) LCDR3 comepkamyr0 aMHHOKHCIOTHYIO MOCIEIOBATEIBHOCTD, MPEICTAB-
nennyto B SEQ ID NO: 26, unu nociaenoBaTenbHOCTh, KoTopas otianuaercss oT SEQ ID NO: 26 no kpaitneii me-
pe OMHOM aMHHOKHCIIOTHOHM 3amMeHOW. Hampumep, nanHoe m300peTeHre BKITIOYAeT PEKOMOMHAHTHBIA TIOJTUTIETI-
THJI, COAEP KA BapHabeIbHyI0 00IacTh JIETKOH IeNH, COIePKAITYI0 aMIHOKHCIIOTHYIO TI0CIIEA0BATEILHOCTD,
KOTOpas 1Mo MeHbIIer Mepe Ha 88%, o MeHbIneit Mepe Ha 90%, o MeHbIel Mepe Ha 92%, TI0 MeHbIIel Mepe
Ha 95%, o MeHbIIeit Mepe Ha 97%, mo MeHbIIel Mepe Ha 98% win o MeHbIIel Mepe Ha 99% WaeHTHYHA aMHu-
HOKHUCJIOTHOW TIocienoBaTebHOCTH, npeactaBienHo B SEQ ID NO: 18, u BapuabenbHYI0 00JaCTh TSKEIOH
[ETH, CONEPIKAITYI0 aMHHOKHUCIOTHYIO TTOCIIEA0BATEIFHOCTh, KOTOpas 10 MEHbIIeH Mepe Ha 85%, 1Mo MeHbIIeH
Mepe Ha 90%, o menblueit Mmepe Ha 92%, npu o MeHbLIel Mepe Ha 95%, o MeHbluel Mepe Ha 97%, 0 MEHb-
meit mepe Ha 98% wunu mo MeHblIelt Mepe Ha 99% HIEHTUYHA aMUHOKUCIOTHOM MOCIIe0BaTeIbHOCTH, Mpe-
craBnennoi B SEQ ID NO: 20, 34, 42, 98, 106, 114 wm 122.

B HekoTOpBIX BapHaHTax OCYLIECTBICHHS PEKOMOWHAHTHBIA ITOJIUIIENTH, cBs3biBatommii CD123, conep-
xwuT (a) LCDR1, koTOpast MeeT aMHHOKHCIIOTHYIO TIOCJIEIOBATENLHOCTE, NpecTaBieHHyto B SEQ ID NO: 54,
WM TIOCTIEIOBATEILHOCTD, KoTopas otinudaercs oT SEQ ID NO: 54 no menbieii Mepe 0JTHOW aMHUHOKHCIOTHOH
3amenoi; (b) LCDR2, xoTopas uMeeT aMHIHOKHCIIOTHYIO TIOCIIEI0BATEILHOCTD, IpeacTaBieHHy0 B SEQ ID NO:
56, WM 1ocye0BaTebHOCTh, KoTopas oTimdaetrcs oT SEQ ID NO: 56 mo MeHbIIeit Mepe 0HON aMHUHOKHUCIIOT-
Hoit 3ameHoi; (¢) LCDR3, koTopas nMeeT aMUHOKHCIIOTHYIO TTOCIIEIOBATENILHOCTD, NpeacTaBieHnyo B SEQ ID
NO: 58, wm ocneaoBaTeabHOCTh, KoTopast oTimdaetcs oT SEQ ID NO: 58 mo MeHbIei Mepe oqHONH aMHHO-
kucnotHo# 3amenoi; (d) HCDR1, koTopast uMeeT aMHHOKHUCIIOTHYIO TTOCIIEZI0BATEILHOCTD, MPEICTABICHHYIO B
SEQ ID NO: 60, unu nocnenoBatenbHOCT, koTopad omindaercss oT SEQ ID NO: 60 no menbiiell Mepe ogHON
aMUHOKHUCIIOTHOM 3ameHoi; (¢) HCDR2, koTopas nMeeT aMHHOKHCIOTHYIO MTOCIICIOBATEIBHOCTD, MIPEICTABICH-
Hyto B SEQ ID NO: 61, unu nocienoBaTenbHOCTb, kKoTopas ominyaetrcst or SEQ ID NO: 61 no menbluel mepe
onHoit amuHokucnoTHoH 3ameHoi; u (f) HCDR3, xoropas mMeeT aMMHOKHCIIOTHYIO IOCIEIOBATEIbHOCTD,
npeacrasiaeHHyo B SEQ ID NO: 62, unn nocnenoBaTensHOCTh, kKoTopas otauuaetcs or SEQ ID NO: 62 no
MEHBIICH Mepe OJHOM aMHHOKHCIOTHOW 3aMeHOW. Hampumep, maHHOE M300peTeHHE BKIIOYACT PEKOMOWHAHT-
HBIA mosmmenTu, coaepxamuii CD123-cBs3piBaronmuii 1oMeH, pudeM (1) BapuadenbHas 00JIacTh JETKON Henn
MMMYHOTJIOOYITMHA COAEPKUT aMUHOKHCIIOTHYIO ITOCIIEI0BATEIbHOCTD, KOTOpas 0 MEHbIIeH Mepe Ha 88%, 1o
MeHbIIei Mepe Ha 90%, o MeHbmIei Mepe Ha 92%, o MeHbIIeH Mepe Ha 95%, o MeHbIel Mepe Ha 97%, mo
MeHbIe Mepe Ha 98% wmnm mo Mensireit Mepe Ha 99% HMIOEHTHYHA aMUHOKHMCIOTHOHW ITOCIIETOBATEIHHOCTH,
npencrasierHaoi B SEQ ID NO: 50; u (ii) BapuabenbHas 00JIACTh TSHKEION e UMMYHOTJIOOYITNHA COJEPKUT
AMHUHOKHUCIIOTHYIO TIOCNIEOBAaTENLHOCTh, KOTOpask Mo MeHbIIel Mepe Ha 85%, mo MeHsuelt mepe Ha 90%, mo
MeHblIel Mepe Ha 92%, no MeHsbIel Mepe Ha 95%, o MeHsbIIel Mepe Ha 97%, no MeHbLIel Mepe Ha 98% wn
o MeHblIe Mepe Ha 99% uIeHTHYEeHAa aMHUHOKHUCIOTHOM IOCNIEN0BaTeNbHOCTH, npeacTaBieHHoi B SEQ ID
NO: 52.

B npyrom BapuaHTe oCyIIeCTBICHHS PEKOMOMHAHTHBIN MounenTr, coaepxkamuii CD123-cBsa3pIBatonImii
nmoMeH, coaepxkut: (a) LCDRI, comepxaniyto aMUHOKHCIOTHYIO MOCIICIOBATEIBHOCTD, IPEJCTaBICHHYI0 B SEQ
ID NO: 70, unm mocnenoBaTeIbHOCTh, KoTopas oTinudaeTcss oT SEQ ID NO: 70 mo MeHbIel Mepe OJHON aMHu-
HOKHUCJIOTHOU 3ameHol; (b) LCDR2, coneprkaniyto aMHHOKHCIOTHYIO TTOCIIE0BATEILHOCTD, TPEICTABICHHYIO B
SEQ ID NO: 72, unu mociieoBaTeIbHoCTh, KoTopas otaudaercs or SEQ ID NO: 72 mo MeHbIei Mepe 0JHOM
aMUHOKHUCIIOTHON 3ameHol; (¢) LCDR3, comepkairyro aMHHOKHUCIIOTHYIO TIOCTIEIOBATEIBHOCTD, TIPECTABICH-
Hyio B SEQ ID NO: 74, wiu nocienoBaTelbHOCTh, kKoTopas ommdaetrcs or SEQ ID NO: 74 mo meHbIiel mepe
omHOM amuHOKuCIOTHON 3ameHoit; (d) HCDRI, comepkaniyto aMHUHOKHCIOTHYIO TIOCIEI0BATEIBHOCTD, MPEI-
craBieHnyto B SEQ ID NO: 76, unu nocnenoBarenbHoCTb, KoTopas otiaudaercs o SEQ ID NO: 76 no menbuieit
Mepe ofHOH aMHHOKHCIOTHOW 3ameHol; (¢) HCDR2, conepikaliyro aMHHOKHCIOTHYIO TOCIIEIOBAaTEIHLHOCTS,
npeacrasiaeHHyo B SEQ ID NO: 78, unn nocnenoBaTensHOCTh, kKoTopas otiauuaetcs ot SEQ ID NO: 78 mo
MeHbIIel Mepe oxHON amuHOKHCcI0THOH 3amenoii; u (f) HCDR3, conepikalyro aMMHOKHCIIOTHYIO TIOCIIEIOBA-
TeJIbHOCTH, NpeactasieHHyo B SEQ ID NO: 80, wiu nocienoBareabHOCTh, KoTopas oTiaudaercs oT SEQ ID
NO: 80 o MeHbIIeH Mepe 0HONH aMHHOKHCIOTHOW 3aMeHON. Hampumep, maHHOE M300peTeHre BKIIOYAET pe-
KOMOHMHAHTHBIH ITOJMIIETITH]I, COAep KAl BapradenbHble o0nacT, ykazanuasle B SEQ ID NO: 66 u 68.

B HEKOTOpBIX BapHWaHTaX OCYIIECTBIICHHS yKa3aHHBIM pPEKOMOWHAHTHBIA ITOJUMENTHI COICPXKHT: (a)
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LCDRI, conepxalilyto aMUHOKHCIOTHYIO MOCIEA0BATENbHOCTD, npeacTaBieHHyo B SEQ ID NO: 86, umu no-
cJeI0BaTeNIbHOCTh, KoTopas ominyaetrcst oT SEQ ID NO: 86 mo MeHbleit Mmepe 01HOI aMUHOKUCIOTHOM 3aMe-
Hoit; (b) LCDR2, conmepskaniyro aMHHOKHCIOTHYIO TIOCIIEIOBATEbHOCTD, npeacTaBieHnyo B SEQ ID NO: 88,
WM TIOCTIEIOBATEILHOCTD, KoTopas otnudaercs oT SEQ ID NO: 88 mo menbieii Mepe 0THOW aMHUHOKHCIOTHON
3ameHol; (¢) LCDR3, comepkaniyro aMHHOKHCIIOTHYIO TTOCIIEIOBATEILHOCTD, ipeAcTaBieHnyo B SEQ ID NO:
90, wm mociieI0BaTebHOCTh, KoTopas otiudaercs or SEQ ID NO: 90, mo MeHbIIeH Mepe OJHON aMHUHOKHC-
notHo# 3amenoit; (d) HCDR1, coneprkaniyto aMHHOKHCIOTHYIO ITOCIIEIOBATEILHOCTD, TpeacTaBiieHHy0 B SEQ
ID NO: 92, unu nmocnenoBaTeIbHOCTh, KoTopas oTimrdaeTcss oT SEQ ID NO: 92 mo meHbIeli Mmepe OqHON aMHu-
HOKHUCIIOTHOH 3aMeHoH; (¢) HCDR2, copeprkaiyto aMHHOKHCIOTHYIO TIOCIIEI0BATEILHOCTD, IPEICTABICHHYIO B
SEQ ID NO: 94, unu nocnenoBatenbHOCTh, koTopad omindaercss oT SEQ ID NO: 94 no mensiell Mepe oqHOMI
amuHOKHcioTHOH 3ameHol; u (f) HCDR3, comepamiyro aMHHOKHCIOTHYIO ITOCIEAOBATEIbHOCTD, IPENICTaB-
nernyto B SEQ ID NO: 96, unu nocnenoBaTtenbHOCTh, koTopas ominyaercst or SEQ ID NO: 96 no mensbiieit
Mepe 0/IHOH aMHHOKHCIIOTHOH 3aMeHol. Hanpumep, naHHOE n300peTeHre BKIIOYAET TOIUIETITH, COJCPIKaIUi
BapuabenbHbIe JoMeHbl, npencrasieHasie B SEQ ID NO: 82 u 84.

(i) BapuabenbHAs 00JIACTH TSHKEIIOW e MMMYHOTJIOOYJIHHA, cofep Kalas aMHHOKHUCIOTHYIO TIOCTIEN0-
BaTENFHOCTH, KOTOPas MO MeHbIIeH Mepe Ha 85%, mo menbierd mepe Ha 90%, mo meHspmeil Mepe Ha 92%, Mo
MeHbIIeH Mepe Ha 95%, mo MeHbmel mepe Ha 97%, mo MeHbmeld Mepe Ha 98% wmmu o MeHbIeil Mepe Ha 99%
WACHTHYHA aMHHOKHCIIOTHOH MocieoBaTebHOCTH, ipencTasiernnoi B SEQ ID NO: 84.

[MomumenTuapl Mo TaHHOMY H300peTeHHIo crieiupudecku cps3biBatoTcss ¢ CD123 genoseka. B ompene-
JICHHBIX BapHaHTaX OCYIIECTBICHHS MOTUIENTHABI cBs3bpIBatoTcsi ¢ CD123 mpumara, oTAMYHOTO OT YenoBeka. B
JIOTIOJTHUTENBHBIX BapHAHTaX OCYIIECTBIICHUS yKa3aHHbIC ITOJMIIENTHABI cBsi3bIBatoTcsi ¢ CD123 sBanckoro ma-
kaka. JlaHHOe W300peTeHHe BKJIIOYACT MONHUIENTHN, cBs3bpiBatrommii CD123, comepkamuii dernoBevecKHi
CD123-cBsa3piBaromuii  JoMeH, W mHojumnentun, ceasbiBatomuil CD123, conmepxamuil ryMaHM3MpPOBaHHBIN
CD123-cBa3biBaromuii nomeH. B ognom Bapuante ocymectieHus CD123-cBs3bIBatonuii JOMEH NpeACTaBIseT
co0oi1 otHOIIETIOYEeYHbIH BapuabenbHbIH (pparmenT (scFv).

PexoMOWHAHTHBIE TIOJUTICTITH/IBI 110 JAHHOMY M300PETEHHIO BKIIIOYAIOT B ce0s1 Oucmenudraeckne mom-
MIETITU/IBI, COJIEPIKAIlINE BTOPOM CBS3BbIBAIOUIM JOMEH. B 0lHOM BapuaHTe OCYIIECTBJICHUS BTOPOU CBS3bIBAIO-
muit nomeH cBs3biBaeT T-kietky, CD3, CD3e unu T-xierounstii peuenropusiii (TKP) xommieke nimm xomno-
HeHT T-knerounoro pernentopHoro (TKP) kommuiekca co cnenmdranocteio. Hanpumep, nanHoe n3odpereHue
BKIITOUaeT pexomMOmHaHTHRIe CD123-cBsA3pIBatoniue MOJUNENTHABI, conmepkamme CD3-cBsaspiBatomuii scFv.
JlanHOE M300peTeHne BKII0YAeT B ce0s1 00beIMHEHNE JTF000TO U3 PacKpHITHIX SCFv, cBs3piBatommxcs ¢ CD123, ¢
packpeIThiM scFv, cBsaspBatomum CD3. B ogHOM BapuaHTe OCYIIECTBICHHUS MOJHUIENTHA COCTOUT H3: (i)
CD123-cBa3pIBaromiero aoMeHa, (ii) mapHupHoi obnactw, (iii) KOHCTAHTHOM 00JIacTH UMMYHOTJI00YIIHHA, (1V)
KapOOKCH-TEpPMHUHAIIBHOTO JIMHKEpa U (V) BTOPOTO CBSA3BIBAIOIIEro nomeHa. Hampumep, nanHoe n3oOpereHue
BKJIIOYAET PEKOMOWHAHTHBINA TIOJIUIIENTHI, COACPKALIMN 110 MOPSIIKY OT aMHHO 10 KapOOKCHIBHOTO KoHma: (i)
CD123-cBs3piBatommuii goMeH, (i) mapHUpHYIO 00nacTb, (iil) KOHCTAaHTHYIO 00J1acThb MMMYHOTJIOOyNIMHA, (1V)
KapOOKCHTEPMHUHAIBHBIN JIMHKEP U (V) BTOPOH CBS3BIBAIOIINIT JIOMEH.

B onmHOM BapuaHTe ocymecTBiIeHUs n300peTeHns OucnenudpuuecKre MoMIenTH s, cogepxkamue CD123-
cBs3pIBafOIUN oMeH u CD3-cBsI3pIBAIOMIMIA TOMEH, coiepkaT MOTU(PHUIIMPOBAHHYI0 KOHCTAaHTHYIO 00JIACTh
UMMYHOTJIOOYTTMHA, CKOHCTPYHPOBAHHYIO JISI TPOSIBICHHS MHUHUMAIBHONW aKTHBHOCTH aHTHTEIO03aBHCHUMOMN
KIIeTOuHO-oTocpenoBanHor 1TUTOTOKCHIHOCTH (A3KIl/ADCC-antibody-dependent cell-mediated cytotoxicity)
W/WIM KOMITIEMeHT- 3aBucumoii nmurtorokcuaHocty (CDC - complement-dependent cytotoxicity). B ogrom Ba-
puanTe ocymecTBieHHs m300pereHns CD3-CBA3BIBAIONINI TOMEH IOJNyYeH W3 MOHOKJIOHAIBHOTO aHTHUTENA,
BeIOpanHOTO M3 CRIS-7, HUM291 u 12C.

B ompeneneHHBIX BapHaHTaX OCYIICCTBICHUS M300pPETCHUS MOMUNIENTH, cBsi3bpiBatonmii CD123 Briroua-
eT: (1) aMMHOKHUCIIOTHYIO ITOCJIeI0BATEIbHOCTD 110 MEHBIIIEH Mepe IpUMEpHO Ha 93% HICHTHYHYIO, IO MEHBILECH
Mepe IpUMepHO Ha 95% UAEeHTHUYHYIO0 IO MEHbIIEH Mepe NpuMepHO Ha 97% UAEHTHUYHYIO, IO MEHBIIEH Mepe
npuMepHO Ha 98% HIEHTUUYHYIO UM 0 MEHbIIEH Mepe MpUMepHO Ha 99% MAEHTHYHYI0 aMUHOKHCIOTHOH MO-
ciegoBatensHOCTH SEQ ID NO: 130; (i) aMHHOKHCIOTHYIO MOCIIEIOBATEIBHOCTD IT0 MEHBIICH Mepe MPUMEPHO
Ha 93% uaeHTUUYHYIO, IO MEHbIEH Mepe MpUMepHO Ha 95% HIEHTHUYHYIO0, IO MEHbIIEH Mepe NMPUMEPHO Ha
97% WAEHTUYHYIO, TT0 MEHBIIEH Mepe mpuMepHO Ha 98% HMOCHTUYHYIO WM N0 MEHBIIEH Mepe MpUMEepHO Ha
99% MIEeHTHYIHYI0 aMHHOKHUCIOTHOW mocienoBarenbHocTd SEQ ID NO: 132; (iil) aMMHOKHCIOTHYIO TOCIEI0-
BaTENFHOCTH IO MEHBIICH Mepe mpuMepHO Ha 93% HWIOCHTHYHYIO, IO MEHBIIEH Mepe mpuMepHo Ha 95% wnaeH-
TUYHYIO, IO MEHBIIEH Mepe mpuMepHo Ha 97% WACHTHYHYIO, TI0 MEHBIIEH Mepe MpuMepHO Ha 98% mmeHTHY-
HYIO WIHA 10 MEHBIIEH Mepe mpuMepHo Ha 99% HMACHTHYHYI0 aMHHOKHCIOTHOH mocnemoBaTensHocTH SEQ ID
NO: 134; (iv) aMMHOKHCIIOTHYIO TTOCJIE0OBATEIBHOCTD MO0 MEHBIICH Mepe NpuMepHo Ha 93% HMIEHTHYHYIO, TI0
MeHbIIeH Mepe nmpuMepHo Ha 95% UIEeHTUYHYIO, IO MEHBIIEH Mepe NpUMepHO Ha 97% HAEHTUUHYIO, 10 MEHb-
el Mepe NpuMepHo Ha 98% MAEHTUUHYIO WU IO MEHbIIEH Mepe NpUMepHO Ha 99% HAEHTHYHYIO aMUHOKHC-
notHo# mocnenoarenbHocTd SEQ ID NO: 136; (V) aMHHOKUCIOTHYIO TIOCIEAOBATEIFHOCTh IO MEHBIIEH Mepe
npuMepHO Ha 93% UAEHTHYHYIO, 10 MEHBIIEH Mepe MIpUMEpHO Ha 95% UAEHTHUYHYIO, IO MEHBLIEH Mepe MpH-
MepHO Ha 97% HUIEeHTUYHY!O, IO MEHbIIEH Mepe mpuMepHO Ha 98% HMIAEHTUYHYIO WM IO MEHBLIEH Mepe Mpu-
MepHO Ha 99% wmpeHTHUYHYI0 aMHHOKHCIOTHON mocnenoBaTensHocTH SEQ ID NO: 138; (Vi) aMHHOKHCIIOTHYIO
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MOCJIeA0BATEIbHOCTh MO0 MEHbILIEH Mepe NpUMEpHO Ha 93% HAEeHTUUHYIO, IO MEHbLIEH Mepe npuMepHo Ha 95%
UIGHTUUYHYIO, 110 MEHbIIEH Mepe NpUMEpHO Ha 97% HIEHTUYHYIO, IO MEHbIIEH Mepe npuMepHo Ha 98% uaeH-
TUYHYIO WM TI0 MEHbIIEH Mepe mpuMepHo Ha 99% MAEHTHYHYI0O aMHHOKHCIIOTHOH mocienoBarenbHOCTH SEQ
ID NO: 140; (vil) aMHHOKHCIIOTHYIO MOCTIEI0BATEIFHOCTD II0 MEHBIIEH Mepe puMepHO Ha 93% HMIeHTHUHYIO,
10 MEHBIIEH Mepe MpUMepHO Ha 95% HOCHTHYHYIO, IO MEHBIIEH Mepe NMpHMEpHO Ha 97% WICHTHYHYIO, IO
MeHbIIEeH Mepe mpuMepHO Ha 98% HMOCHTHYHYIO WIX TI0 MEHBIIEH Mepe MpuMepHO Ha 99% MAECHTHYHYIO aMH-
HOKHUCJIOTHOU TocnenoBarenbHocTd SEQ ID NO: 142; (viil) aMHHOKHCIIOTHYIO TTOCIIEA0BATEIHLHOCTh IO MEHb-
el Mepe mpuMepHo Ha 93% MIeHTHYHYIO, IO MEHBIIEH Mepe MPUMEPHO Ha 95% MAEHTHYHYIO, 10 MEHBIIEH
Mepe mpuMepHO Ha 97% HIEHTUYHYIO, 10 MEHbLIEH Mepe MpUMepHO Ha 98% HISHTUYHYIO WM MO MEHBIIEH
Mepe mpuMepHO Ha 99% HACHTHUYHYI0 aMUHOKHCIOTHOHN mocnenoBatensHocTH SEQ ID NO: 144; (iv) amuHO-
KHCJIOTHYIO MOCIIEA0BAaTEIbHOCT IO MEHbIIEH Mepe NpuMepHO Ha 93% UAEHTUUHYIO, IO MEHBIIEH Mepe MpHU-
MepHO Ha 95% UAEHTUUYHYIO, 10 MEHBIIEH Mepe MPUMEPHO Ha 97% HIEHTUYHYIO, 10 MEHBIIEH Mepe MPUMEPHO
Ha 98% WAEHTUYHYIO WIN [0 MEHbLIEH Mepe MpUMepHO Ha 99% HISHTUYHYI0 aMUHOKMCIOTHOH MocnenoBa-
tenbHOCTH SEQ ID NO: 146; (X) aMHHOKHCIIOTHYIO TIOCIIEIOBATEIEHOCTD MO0 MEHBIIEH Mepe mpuMepHo Ha 93%
HICHTUYHYIO TI0 MEHBIIIeH Mepe mpuMepHo Ha 95% HOeHTHYHYI0, IO MEHBIIEH Mepe mpuMepHo Ha 97% uneH-
TUYHYIO, IO MEHBIIEH Mepe MpUMEpHO Ha 98% WACHTHYHYIO WIX TI0 MEHBIIEH Mepe mpuMepHO Ha 99% unen-
THIHYI0 aMHHOKHCIIOTHOH mocneaoBarenbHocTH SEQ ID NO: 148; (xi) aMHHOKHCIIOTHYIO ITOCIIEIOBATELHOCTD
10 MEHBIIEH Mepe MpuMepHO Ha 93% WMICHTHYHYIO IO MEHBIIEH Mepe MpUMepHO Ha 95% WAEHTHUYHYIO, 1O
MEHBIIEH Mepe MpuMepHO Ha 97% WACHTHYHYIO, IO MEHBIIEH Mepe, mpuMepHO Ha 98% HMOCHTHYHYIO N 110
MEHBIIEH Mepe IPIMEpPHO Ha 99% HOCHTHYHYI0 aMHHOKHCIOTHOH rocienoBarenpHocTr SEQ ID NO: 150; (xii)
AMHUHOKHUCIIOTHYIO MOCJIEJ0BAaTEIbHOCTD, IO MEHBILEH Mepe, MpUMEpHO Ha 93% UAEHTHYHYIO, IO MEHBIIEH Me-
pe, npuMepHo Ha 95% uIeHTHYHYO0, IO MEHbIIEH Mepe, MpUMepHO Ha 97% HIEeHTUYHY!O, 10 MEHBIIEH Mepe,
npuMepHO Ha 98% UAEHTHUYHYIO WU, IO MEHbIIEH Mepe, mpuMepHO Ha 99% UAEHTHYHYI0O aMHHOKHCIOTHOU
nocienoBarenbHoctn SEQ ID NO: 152; (xiil) aMHUHOKHCIIOTHYIO ITOCJIEJOBATEIBHOCTb, 110 MEHBIIEH Mepe, MpH-
MepHO, Ha 93% uAeHTUUYHYI0, IO MEHbILIEH Mepe, MPUMEPHO, Ha 95% HAEHTUYHYIO, 10 MEHBIIEH Mepe, MpU-
MepHO, Ha 97% HISHTHYHYIO, IO MEHBIIEH Mepe, MpUMEpHO, Ha 98% WAEHTHYHYIO WM, II0 MEHBIIEH Mepe,
npuMepHO, Ha 99% WACHTHYHYI0O aMHHOKUCIOTHOH mocienoarensHocTd SEQ ID NO: 154; wmm (xiv) amMuHO-
KHCJIOTHYIO TTOCIIE0BATEIHLHOCTh IO MEHBIIEH Mepe npuMepHo Ha 93% WAEHTHYHYIO, IO MEHBIIEH Mepe MpH-
MepHO Ha 95%, UIEHTHYHYIO [0 MEHBIIEH Mepe MpUMepHO Ha 97%, WACHTUYHYIO II0 MEHBIIIEH Mepe IPIMEPHO
Ha 98%, WOCHTUYHYIO WJIM TI0 MEHBIIEH Mepe mpuMepHo Ha 99% WACHTHYHYIO aMHHOKHCIOTHOW IMOCTEI0Ba-
teapHOCTH SEQ ID NO: 156.

B omHoM BapmaHTe ocymiecTBIEHHS M300peTeHHsS PEKOMOMHAHTHBIN MOJHMIIENTHA WHIYIHUPYET NepeHa-
npaBiieHHYI0 UToToKCHYHOCTh T-KileTok (RTCC - redirected T-cell cytotoxicity). B HexoTOpbIX BapmaHTax
OCYIIECTBIICHHS! YKa3aHHbI PEeKOMOMHAHTHBIN MOJIMIENTH] HHAYIUPYET aKTHBAIMIO T-KJIETOK WM mpoiude-
paunto T-kieTok. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS YKa3aHHBIN MOJMIENITH HHAYyIUpYyeT T-KiIeTouHo-
3aBUCUMBIN JIM3UC KIETOK, dKcnpeccupyromux CD123.

B HekoTOphIX BapuaHTaX OCYLIECTBICHHS HM300peTeHUs] OnMCIenU(UUECKU MOTUIENTHA, COAEpKallii
CD123-cBsa3piBatomuit nomeH u CD3-cBs3pIBatonInil ToMeH npu cBs3biBannu ¢ 6exxom CD3 Ha T-kneTke, WH-
IyIUpyeT TMOHWKEHHOE BBHICBOOOKICHNWE IWTOKWHOB W3 yKa3aHHOW T-KIETKH MO0 CpaBHEHHWIO C KOHTPOJIEM C
aatuteniom OKT3. B HEKOTOpHIX BapHaHTaX OCYIIECTBICHHUS W300peTeHUS OUCTICIM(PUICSCKUA TOJUTICTITH]I,
conepxkamuit CD123-cBsa3piBaromuii noMmeH u CD3-cBs3piBatonuii jomeH, noxydenusiid n3 CRIS-7, naaynupy-
€T OHI)KEHHOE BBHICBOOOXK/ICHUE ITUTOKMHOB U3 YKa3aHHOHW T-KJIETKH MO CpaBHEHHUIO ¢ OMCTICU(UKOM, COEp-
skammM CD3-cBsi3piBarommii fomen, npoucxoasmuit ot OKT3 unu 12C. B onpeaeneHHbIX BapuaHTax OCYLIECT-
BJIeHHA n300peTeHust Oucneunduyeckuil moyunentuyn conepxxutr CDI123-cBsspiBarommii 1oMeH (Harpumep,
CD123-cBsi3bIBatoliuii 10MeH, COAEp KAl aMUHOKHUCJIOTHYIO TOCJIENOBATEeIbHOCTh MO MEHbIIEH Mepe Ha
93%, no MeHbIIel Mepe Ha 95%, o MeHbIIel Mepe Ha 96%, o MeHbIIel Mepe Ha 97%, o MeHblIeH Mepe Ha
98%, mo menpmieir mepe Ha 99 wim 100% wuaentnunyro SEQ ID NO: 2 w/mmu SEQ ID NO: 4) u CD3-
cBsI3bIBarONMi noMmeH, nomydeHHsld u3 CRIS-7, n B dopmare scFv-Fc-scFv, BbI3bIBaromuii yMeHbIIEHUE BBI-
CBOOOKACHUS NWUTOKWHOB Yy JIOACH WM TPHUMAaTOB, OTIWMYHBIX OT YeJIOBEKa, II0 CPaBHEHHIO C OW-
CrieMUpUIECKUM TONUTIENTHIOM, coaepkamuM CD123-cBs3piBatomuii fomern U CD3-CBsA3bIBAIONIUI JOMEH,
nonydeHHslid u3 12C, B popmate scFv-scFv wm nuartena.

B HEKOTOpHIX BapmaHTaxX OCYIIECTBICHHUA H300peTeHUs OMCTeNUpHUECKU MOIMITENTHI, COICPIKAITHA
CD123-cBa3piBatomuit momeH 1 CD3-CBS3BIBAIOIINIA TOMEH, HAIPUMEP PEKOMOMHAHTHBIN MOJUTIENTHI, COICP-
KAl aMUHOKHCIIOTHYIO TTOCIIEA0BAaTeIFHOCTh M0 MeHbIIeH Mepe Ha 93%, mo menbiiei mepe Ha 95%, 1Mo
MeHbLIel Mepe Ha 96%, mo MeHbIIeil Mepe Ha 97%, o MeHsbIeil Mepe Ha 98%, o MeHbILel Mepe Ha 99 unu Ha
100%, unentransie SEQ ID NO: 130 i SEQ ID NO: 132), nHaynupyeT MOHM)XEHHOE BEICBOOOXKICHNE IUTO-
KMHOB y NpUMaTa, OTIMYHOIO OT 4YellOBeKa, UM 4eloBeka, o cpaBHeHH0o ¢ MGDO006 unu TRI168. B oxnoM
BapUaHTE OCYIIECTBICHHUS M300pETeHHs PEKOMOMHAHTHBIN IOJMIIENITH, COJEpIKAIINI aMHHOKHCIOTHYIO TI0-
CJIeIOBaTEeNIbHOCTh 10 MeHbIleld mepe Ha 93%, mo Mmenbluelt mepe Ha 95%, mo MeHbliel mepe Ha 96%, Mo
MeHblIel Mepe Ha 97%, o Menblel Mepe Ha 98%, mo MeHsbIel Mepe Ha 99 wnu 100% unentuunyo SEQ ID
NO: 130 wmu SEQ ID NO: 132, ungynupyet nonmwxennsie yposau M®Hy, NJI-2, ®HOo w/umm MJI-10 no
cpasaerno ¢ MGD006 mmu TRI168.

-5-



047733

JlaHHOE pacKpBITHE 0XBATHIBACT U30JUPOBAHHYIO MOJICKYTY HYKIEHHOBOM KUCIIOTHI, KOJUPYIOIIYIO TTOJH-
nentua, cessbiBaomuii CD123, onvcaHHbld B JaHHOM JOKYMEHTE, WM 4acTh YKa3aHHOTO IMOJIMTIENTHAA, CBS-
3pBarommero CD123. BeinenenHas MolieKyia HyKIEHHOBOW KHCIOTHI MOXET COJIEPKaTh HYKJICOTHIHYIO TIOCTe-
JIOBaTeNbLHOCTD, MpeAcTaBneHHyo B SEQ ID NO: 1, SEQ ID NO: 3, SEQ ID NO: 17, SEQ ID NO: 19, SEQ ID
NO: 33, SEQ ID NO: 41, SEQ ID NO: 49, SEQ ID NO: 51, SEQ ID NO: 65, SEQ ID NO: 67, SEQ ID NO: 81,
SEQ ID NO: 83, SEQ ID NO: 97, SEQ ID NO: 105, SEQ ID NO: 113, SEQ ID NO: 121, SEQ ID NO: 129,
SEQ ID NO: 131, SEQ ID NO: 133, SEQ ID NO: 135, SEQ ID NO: 137, SEQ ID NO: 139, SEQ ID NO: 141,
SEQ ID NO: 143, SEQ ID NO: 145, SEQ ID NO: 147, SEQ ID NO: 149, SEQ ID NO: 151, SEQ ID NO: 153
wiu SEQ ID NO: 155.

JlaHHO€ pacKpbhITHE OTHOCHUTCA K SKCIPECCHOHHOMY BEKTOPY, COIEp)KalleMy CEeTMEHT HYKJIECHMHOBON KH-
CJIOTBI, KOAUPYIOIKN MOAUNeNnTu, cBa3biBaomuii CD123, onrcaHHblil B JAHHOM JOKYMEHTE, IPUUYEM yKa3zaH-
HBIA CErMEHT HYKJICHHOBOW KUCIOTHI ()YHKIIMOHATBHO CBSI3aH C PETyISATOPHBIME IOCIICIOBATEIBHOCTIMH, IO/~
XOJISIIIUMHE JUTS IKCTIPECCHH YKAa3aHHOTO CETMEHTA HYKJICHHOBOW KHCIOTHI B KICTKE-XO3MHE. Y Ka3aHHBIN Cer-
MEHT HYKJIEMHOBOW KHUCIIOTHI YKa3aHHOTO SKCIPECCUOHHOT'O BEKTOPa MOXKET COAEPKaTh HYKICOTHIHYIO MOCIIe-
JIOBaTEeIBLHOCTD, MpeacTaBneHHyo B SEQ ID NO: 1, SEQ ID NO: 3, SEQ ID NO: 17, SEQ ID NO: 19, SEQ ID
NO: 33, SEQ ID NO: 41, SEQ ID NO: 49, SEQ ID NO: 51, SEQ ID NO: 65, SEQ ID NO: 67, SEQ ID NO: 81,
SEQ ID NO: 83, SEQ ID NO: 97, SEQ ID NO: 105, SEQ ID NO: 113, SEQ ID NO: 121, SEQ ID NO: 129,
SEQ ID NO: 131, SEQ ID NO: 133, SEQ ID NO: 135, SEQ ID NO: 137, SEQ ID NO: 139, SEQ ID NO: 141,
SEQ ID NO: 143, SEQ ID NO: 145, SEQ ID NO: 147, SEQ ID NO: 149, SEQ ID NO: 151, SEQ ID NO: 153
n SEQ ID NO: 155.

JlaHHOE pacKphITHE BKIIOYAeT B ce0s peKOMOWHAHTHYIO KJIETKY-XO3SMH, COJCPIKAIIYI0 BEKTOpP SKCIpec-
CUH, OTMCAHHBIHN B JAHHOM JOKYMECHTE.

JlaHHOE pacKpBITHE OTHOCUTCS K CITOCOOY TMOJIyYCHUS MONUIENTHIA, CBs3biBaromero CD123, npudem cro-
co0 BKJIFOYACT KYJHTUBHPOBAHHE PEKOMOWHAHTHOW KJICTKH-XO3sAWHA, COJCPXKAMICH BEKTOpP IKCIPECCHUU, OIIH-
CaHHBIA B TAaHHOM JTOKYMEHTE, B YCIOBHSAX, B KOTOPBIX IKCIPECCHPYETCS CETMEHT HYKICUHOBOW KUCIIOTHI BEK-
TOpa, B pe3yibTaTe Yero moiydaeTcs moymmnentua, cBsspBatonmii CD123. Crnoco® MOKET IOMOJTHHUTEIHHO
BKJIIOYATh BBIJIEJICHUE TTOIUIIENTHAA, CBI3bIBaromero CD123.

B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUS NTaHHOE PACKPBITHE OTHOCHUTCS K (papManeBTHYEeCKOH KOMITO3H-
IIUH, COJIepIKAIICH MO TH I, cBsi3biBatormii CD 123, onmvcaHHbIi B JAHHOM JOKYMEHTE, M (JapMaleBTUICCKU
MIPUEMIIEMBIA HOCHUTEIh, pa30aBUTENb WM HAMIOJHHUTENb. DapMarieBTHIecKas KOMIIO3HITNSI MOXKET OBITh COCTaB-
JIeHa B BHJIC JIEKaPCTBEHHON (hOPMBI, BEIOPAaHHON M3 TPYIIIBI, COCTOSIIEH 13 eInHUYHAs (opMa T03BI IS TIepo-
PANBHOTO BBEACHUS, SAMHUYIHAS (popMa 036l Ui BHYTPUBEHHOTO BBEICHUS, CIMHUYHAS (popMa O3Bl JJIS WH-
TpaHa3aJIbHOTO BBEICHHSA, CIMHIYHAS (popMa O3Bl A CYNIIO3UTOPHEB, CAUHIYHAS (hopMa O3Bl JJIs BHYTPH-
KO>KHOTO BBEIICHHS, CAMHUYHAs (hopMa O3Bl U BHYTPUMBIIICYHOTO BBEICHUS, CAMHUYHAS (hopMa O3Bl IS
BHYTPHOPIOIIMHHOTO BBEICHHS, CIUHINYHAs (hopMa O3Bl JJISI MTOJKOKHOTO BBEICHHUS, CIUHHYHAS (hopMa T03BI
JUTSL STHIYPATFHOTO BBEACHUS, SAMHUYHAS (hopMa O3Bl sl CyOIMHIBAFHOTO BBEACHUS M CAWMHUYHAS (opma
JIO3BI U1 BHYTPUMO3TOBOTO BBeAeHUs. dapmaneBTHUCCKass KOMITO3UIHS, COCTABICHHAS B BHJIE MEPOPATBLHOM
SIMHIIHON (OPMBI JI03bI, MOXKET OBITh BIOpaHa W3 TPYIIIEI, COCTOSIICH U3 TaOJIETOK, MHIIOJb, TTEJUIETOB, Kall-
CyJ1, TIOPOIIKOB, TACTHIIOK, TPAHYJI, PACTBOPOB, CYCIICH3MUH, 3MYIBCHIA, CHPOIIOB, YTUKCHPOB, COCTABOB C 3aMe-
JICHHBIM BBICBOOOJKIICHHEM, a3PO30JIEH, U CIIPEeB.

JlanHoe M300peTeHrne TakKe OTHOCHUTCS K CIIOCO0Y WHAYKIIMH IePeHAINIPaBICHHON ITUTOTOKCHIHOCTH T-
kieTok (RTCC) B oTHOmIEHNH KIIETKH, dKcnpeccupyomei CD123, mprdeM 3TOT crmoco0 BKIIOYAET KOHTAKTH-
poBaHUe yKa3zaHHOU KJeTKH, skcnpeccupymomeid CD123, ¢ nonunentuaom, ceszeiBatonium CD123, onrcanHbIM
B JIAHHOM JIOKYMEHTE, MPUYEeM BTOPOH CBSI3BIBAIOIINIA JOMEH crienududeckn cBsizbiBaeT T-kiaetky, CD3, CD3e
unu T-xnerounsiii penentopslil (TKP) kommineke mnn koMnoHeHT T-KIeTOYHOro pelenToOpHOro KOMIUIEKCa; U
NpUYEeM yKa3aHHOC KOHTAKTHPOBAaHUE MPOMCXOIUT B YCIOBHUSX, MpHU KoTopwlx muAympyercs RTCC mportus
CD123-3kcnpeccupyromei KIeTKH.

JlaHHOE pPacKpBITHE OTHOCHUTCS K CIOCO0Y MHIYIHUPOBaHUS T-KIETOYHO-3aBHCUMOTO JIU3HUCA KIICTKH, IKC-
npeccupyronieir CD123, npuuem crioco0 BKIIOYAET KOHTAKTUPOBAHUE YKa3aHHOW KIIETKH, 3KCIIPECCHPYIOIECH
CD123, ¢ moaunentuaoM, cBs3bBaomuM CD123 uan CD123-cBa3sIBaroniuM O€IKOM, ONMMCAHHBIM B JaHHOM
JIOKYMCHTE, MIPHYEM BTOPOW CBS3BIBAIOIINIA JOMEH crenududecku cps3biBaeT T-kietky, CD3, CD3e wmm T-
kieTouHblid perientopHbiit (TKP) xoMIuieke wim KOMIOHEHT T-KJIETOYHOTO PEIeNnTOPHOTO KOMIUIEKCa; M TpH-
YeM yKa3aHHOE KOHTaKTHPOBAHHE IPOUCXOAWT B YCIOBHSX, IPH KOTOPBIX MHAYIHpPYyeTcs T-KIETOYHO 3aBHCH-
MBI TU3UC KIIETKH, dKcTpeccupytomnieit CD123.

JlaHHO€ pacKphITHE OTHOCUTCS K CIIOCOOY JISUSHMsI pacCTpOicTBa (HampuMep, paka) y cyObekTa, mpruieM
YKa3aHHOE PAacCTPOMCTBO XapaktepusyeTcst cBepxakcmpeccuerd CD123, mpudem criocod BKIIOYAET BBEIACHUE
cyOBeKTy TepamneBTHIEeCKH d()()EKTHBHOTO KOJIMYECTBO IMOJMITENTHAA, cBs3biBaromero CD123, ommcanHOTO B
JTAHHOM JOKyMeHTe. JJaHHOe packpeiTie Takke oTHOCHTCs K CD123-cBsA3bIBaOEMY MOJUICIITUAY, OIMCAHHO-
My B TJaHHOM JOKYMECHTE, JUUIsl H3TOTOBJICHUS JIGKAPCTBEHHOTO CPEICTBA JUTS JICYCHUS PACCTPOUCTBA (HATIpUMED,
paka) y cyObeKTa, IpuYeM yKa3aHHOE PacCTpPOICTBO XapakTepusyercst cBepxakcnpeccueit CD123. [lanHoe pac-
KPBITHE BKIFOYACT B ceOs monumenTu, cBs3biBatomuii CD123, onvcaHHbIN B JaHHOM JOKYMEHTE, IS PUMeE-
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HCHHS TIPH JICUCHUH PACCTPOICTBA (HapUMep, paka) y CyObeKTa, MPHYEM YKa3aHHOE PacCTPOICTBO XapaKTepH-
3yercsi cBepxakcenpeccueit CD123. Pak, kotopsiit teyat CD123-cBsA3bIBalONIMME TOJIUNENTUIAME, ONMCAHHBIMU
B JIAHHOM JIOKYMEHTE, MOXET OBITh OCTPBIM MHEIOUIHBIM JieiikozoM (OMJI), B-mumpoineiikozoM, HOBooOpa3o-
BaHUSIMH W3 OJIACTHBIX TUIA3MOIUTOUIHBIX AeHAPUTHBIX KieTok (OBIT/IK) nmu BoI0CcaTOKIETOYHBIM JISHKO30M.

OTH ¥ ApyrHe BapHaHTHl OCYIIECTBICHUS W/IIIU OPYTUE ACTIEKTHI PACKPBITHS CTAHYT OYEBHIHBIMH MOCTE
CCBUIKH Ha CJIeIyIoIIee MOAPOOHOE ONICaHNe PACKPBITHS M MPHUIIOKECHHBIX TPa(PUISCKUX MaTEPHUAIOB.

Kpartkoe onucanue rpagpuyeckux MaTepuajioB

Ha ¢wur. 1A-D mpoaeMOHCTpHPOBAHO CBS3BIBaHWE 13 pasTUYHBIX OUCTICIIU(PUICSCKHX MOJICKYJ aHTH-
CD123x antun-CD3¢ (TRI123, TRI125, TRI126, TRI127, TRI128, TRI129, TRI130, TRI131, TRI132, TRI134,
TRI137, TRI138 u TRI139) B Tpex He3aBUCHMBIX dKcriepuMeHTax ¢ CD123 (+) nuHuel OmMyXOoJeBhIX KIIETOK
yenmoBeka Molm-13.

Ha ¢ur. 2A-C, 2B u 2C npoaeMOHCTpUPOBAHO CBA3bIBaHUE 13 paziaM4HBIX OHCIIEM(UUECKUX MOJICKYIT
aatu-CD123x antu-CD3e (TRI123, TRI125, TRI126, TRI127, TRI128, TRI129, TRI130, TRI131, TRI132,
TRI134, TRI137, TRI138 u TRI139) u TRI138) B AByx He3aBUCUMBIX 3KcniepuMeHTax ¢ kierkamu CHO, cra-
OmTpHO 3KcTpeccupyrommMu 0eok CD123 sBaHCKOTO Makaka.

Ha ¢wur. 3A-C npoaeMoHCTpHPOBaHHBI Pe3yabTaThl aHAJIM30B BEICBOOOXKIEHUST XpoMa-51 ¢ KieTouHoit u-
Huelr Molm-13, n3MepeHHBIX yepe3 4 4 ¢ MCHOoIb30BaHneM 13 pa3iaudHbBIX OHCIeM(UUECKUX MOJIEKYJ aHTH-
CD123x antu-CD3¢ (TRI123, TRI125, TRI126, TRI127, TR1128, TR1129, TRI130, TRI131, TRI132, TRI134,
TRI137, TRI138 u TRI139) B nByX HE3aBHCHMBIX JKCIIEpUMeEHTax. Bce Oucnenmdrueckne MOJEKYIbl aHTH-
CD123x antu-CD3¢ nokazanu 3QQeKTHBHBINA JIH3UC KIETOK-MHUIIEHEW yepe3 4 4 B nuanasoHe oT 24 no 48%
MaKCHUMAaJIbHOTO CTICIIU(PHIECKOTO JTH3HCA.

Ha ¢wur. 4A-D npoaemMoHCTpUpoBaHa WHAYKIHS Tpoiudepanny T-KIETOK NMPU HU3KWAX KOHIEHTPAIHUIX
(10 mM).

Ha ¢ur. SA-D nponeMOHCTpHpOBaHa IeNeHanpasieHHas aktusarus CD4™ u CD8™ T-KeTok B IPHCYTCT-
BuM KieTok Molm-13.

Ha ¢wur. 6 nponemonctpuposan nmpumep aHaimza SPR TRI-130 npu paznmuasix koHIeHTpamsx ECD.

Ha ¢ur. 7 nponeMoOHCTpHUpPOBaHbI KPHUBBIE 3aBUCHMOCTH KOHIIEHTPAaLMK OT BpPEMEHH MUl Oucnenupuye-
ckux Mosekyn TRI129 u TRI130.

@ur. 8 neMOHCTPUpPYET yMEHbLICHHE 00beMa OIYXOJIM Ha MBIIIMHONH MOJEIH OIyXOJM, 00paboTaHHOM
TRI129.

®ur. 9 neMOoHCTPUpPYET yMEHbLICHHE 00bEMa OIMYXOJIM Ha MBIIIMHONH MOJEIH OIyXoJM, 00paboTaHHOM
TRI130.

Ha ¢ur. 10 npomeMOHCTPUPOBAHO, YTO JICYCHUE MBIIIIMHON OIMYyX0JIeBOi Moenn ¢ moMoibio TRI129 wmu
TRI130 npuBOAMT K YBEITHYEHUIO BEIKUBAEMOCTH.

@wur. 11 npencrasnsger coOO HMIUTIOCTPAIIUI0 PEKOMOMHAHTHOTO TMOJUIENTHIA, CBs3biBatomero CD123,
criocobHoro k RTCC B konduryparmu CD123-cBA3pIBafOmNN JOMEH -MMApHUPHBIA JOMEH - KOHCTAaHTHBINA J0-
MeH UMMYHOTII00yHa - CD3-CBs3BIBAIOIINI JOMEH.

Ha ¢ur. 12 mpomeMoHCTpUpOBaHBI pe3yNbTaThl aHATN3a BBEICBOOOXKICHUS XpoMa-51 ¢ KICTOYHBIMH JIH-
HUsIMH Molm-13, KG-1a u Daudi, u3mepenHoro uepe3 4 yaca ¢ HCHOJIB30BaHUEM OMCIIEIU(PIUECKOH MOJICKYJIBI
TRI130 antu-CD123x aatu-CD3e. B aToM ananmze naMepsuid TUTOTOKCHIHOCTH TRI130, HHKYyOHMpOBaHHOTO C
CD123-no3utuBHbiMU win C123-HeraTUBHBIMU OIYXOJIEBBIMU KJIETOYHBIMU JIMHUSIMH U OYHUIICHHBIMU T-
KJICTKaMH YeJIOBEKA.

Ha ¢wr. 13 npogemonctpupoBanbsl HekomnapTMeHnTHbIe oieHKH (NCA - non-compartmental) WinNonlin"
u iepuon noxypacnazna (HL - half-life) mst rpynn neuenns siBanckux Makak, nosmydasmux TRI130, kak omuca-
HO B npumepe 14.

Ha ¢wur. 14 nponemoHcTprpoBaH rpaduK, MOKa3bIBAIOIINN N3MEHEHUE TIOMYJISAIAHA JTUMQPOIMTOB C TCUCHHU-
€M BPEMEHH Y SIBAaHCKUX Makak, monydaBmmx TRI130, kak onmucaHo B mpumMepe 14.

Ha ¢wur. 15 npoxemMoHcTprpoBaH rpaduk, TOKa3bIBAIONIHA H3MEHEHHE TTOMYIISAIIUN 6a30(DIIIOB C TeUEHUEM
BpEMEHH Y SIBAHCKHUX Makak, oopaborannbix TRI130, kak onrcano B mpumepe 14.

@wur. 16 nemMoHCTpUpPYET TpadrK, H300pAKAIONTHI OITyXOJIEBYI0 HATPY3KY, H3MEPEHHYIO TI0 YPOBHSIM OHO-
JIOMHHECIICHIINY BO BPEMEHH HAa MOJICIH C JTUCCCMHUHUPOBAHHBIM KCCHOTPAHCILIAHTATOM MBIIIN MIPH OCTPOM
muenosneiikoze (OMJI), kak onmcano B mpumepe 15.

@ur. 17 nemoHCTpHpYeT OHOJIOMHHECIEHTHBIE M300pakeHHs OIyXOJEeBOW Harpy3ku y Melmed Ha 14
JICHb.

Ha ¢wur. 18 mnpomeMoHCTpHpOBaHBI pe3yiabTaThl aHaiau3oB, u3Mmepstommx TRI130- u TRI168-
WHAYUUPOBAHHYIO aKTUBALUIO T-KJIETOK KJIETKaMU-MHUILIEHIMU CD123" Molm-13, xak onucano B npumepe 17.

Ha ¢wur. 19 npomeMOHCTpUpPOBaHBI Pe3yabTaThl aHAIN30B, M3MEpSIOMMUX HHAynupoBaHHyto TRI130 u
TRI168 muroTokcmuHoCTh T-Ki1eTok kieTok-mumeHeit CD123 Molm-13, kak onucado B mpumMepe 17.

Ha ¢wur. 20 mnpomeMOHCTpUPOBAaHBI pe3yabTaThl aHaMM30B, u3Mepstomux TRI130- uw TRI168-
VHIyLIMPOBAHHOE BBICBOOOXKICHNE IINTOKMHOB T-KJIeTOK ¢ KieTkamu-mumensmu CD123 © Molm-13, kak onn-
caHo B mpumepe 17.



047733

Ha ¢wur. 21 npopeMoHCTpHpOBaHBI pe3yiabTaThl aHaiau3oB, u3Mmepstonmx TRI130- u TRI168-
MHYIIMIPOBAaHHOE BHICBOOOXICHNE HUTOKMHOB T-KJIETOK B KYJIbTYpax MOHOHYKJICAPHBIX KJIETOK Iepupepuye-
ckoit kpoBu (MKIIK), kak onucano B mpumepe 17.

Ha ¢ur. 22 npoaeMoHCTpHpOBaHBI Pe3ybTaThl aHATH30B, U3MEPSIOMMX TUTOTOKCHIHOCTh TRI130, HHKY-
o6upoBanHOTO ¢ 0Opasnamu kiaeTok OMJI ot cyobekToB ¢ OMJI, kak onucaHo B mpumMepe 18.

IMoapoOHOe onucanue CyIIHOCTH H300peTeHus

JlarHOE packpeITHE M300peTeHUs 00ECIeUNBACT CBABIBAIOIINE JOMEHBI, KOTOPBIE CIICIIU(IIECKH CBS3HI-
Batotcs ¢ CD123 (Taxke M3BECTHBIN Kak aib(a-Ienb PenenTopa HHTePICHKIHA-3) U CBI3BIBAIOIINE MOJIEKYIIBI
(HanpuMep, MOJMUIENTHIB! U OJIKK), KOTOpble creruduuecku cszpBatoTes ¢ CD123. Drtu cBsa3bIBatomue Mo-
JIEKYJIBI MOTYT cnenuduyecku cBs3bBathesi ¢ CD123 u ¢ apyroii muniensio. Beenenue tepanesriuyecku 3ddek-
THUBHOTO KOJIMYECTBA MOJIMIIENTHAA WK Oernka, cBssbiBatoniero CD123, HyxaatomemMycst B 9TOM HNallMeHTy, HO-
JIE3HO JJISl JICUEHUS OMpeAeNIEHHBIX PacCTPONCTB, CBA3AHHBIX cO cBepxdkcnpeccueit CD123, Brirovass HEKOTO-
phIe BUIBI paka. B oJJHOM BapuaHTe OCYIICCTBICHHS MOTUIICTITU WIH O€OK, cBs3biBaromnuii CD123, ces3piBacT
KaK KJIEeTKy-MHIIeHb co cBepxakcnpeccuen CD123, tak u T-knerky, TeM cambIM "ciiuBass" KIETKYy-MHUIIEHb CO
ceepxakcnpeccueir CD123 u T-kneTtky. CBsi3piBaHHE 000MX JOMEHOB C UX MUIICHIMH BBI3BIBAET CUIIBHYIO, 3a-
BHCHUMYIO OT MUIIICHU MTEPEHANPaBICHHYIO0 MUTOTOKCHYHOCTh T-kireTok (RTCC) (Hampumep, HHAYIUPYET IATO-
TOKCHYHOCTD, 3aBUCSIIYI0O OT MUIIeHeH T-KJIeToK, akTHBAIMiO T-KIeTOK W/wmiu mposmdeparuio T-KIETOK).
CD123-cBs3pIBaroniye TEparneBTHUECKUE CPEJCTBA MO JAHHOMY H300pETEHHUIO MpeJiaraloT pasjMdHbIe Tpe-
MMYIIECTBA MPH JICYCHUN TAIMeHTOB, HanmpuMep dddexTuBHoe cBsa3piBanne ¢ CD123, addekTuBHyI0 MHIYK-
1o RTCC akTHBHOCTH, TIOHWKCHHBIE YPOBHHU BBICBOOOKIACHHSI IIATOKWHOB W/WIIH 00JIee HU3KHUI PUCK HEXea-
TENBHBIX SBJICHUH (HampuMep, TOKCHYHOCTH). B onpenenennsix acnekrax CD123-cBs3pIBaroniue OEIKU CBSI3bI-
Batotcst ¢ CD123 Gonee 3¢hdexTHBHO B ONpeieNieHHBIX opMaTax (Harmpumep, scFv o cpaBHEHHUIO ¢ pOIUTEIb-
CKUM aHTHTEJIOM) W/WIM B ONpeleNeHHBIX opHueHTanuax (Hanpumep, VL-VH mno cpasrennio ¢ VH-VL), uro
NPUBOAMT K O0Jiee BHICOKOW MOTEHIMU U YIYYIICHUIO IPUMEHUMOCTH TIPH JIEYCHUH PACCTPOMCTB, CBA3aHHBIX CO
cBepxakcnpeccueit CD123.

3aroy0BKH pa3/ieioB, HCIOIb3yeMbIe B JAHHOM ONMCAHHH, TIPEAHA3HAYCHBI TOJIBKO IS OPTaHU3aI[MOHHBIX
eNeil ¥ He JOJDKHBI MCTOJIKOBBIBATHCS KaK OrpaHMYMBAIOIINE OMICHIBAEMBIH 00BEKT n300peTeHus. Bee moky-
MEHTHI WM 9aCTH JOKYMEHTOB, IUTHPYEMBIX B JAHHOM JOKYMEHTE, BKIIIOYas, HO HE OTPAaHWYHMBAACH IATEHTA-
MU, TAaTEHTHBIMH 3as$BKaMH, CTaThIMHU, KHUTaMH W TPaKTaTaMH, B JTaHHOM IOKYMEHTE IPSIMO BKIIIOYCHEI I10-
CPEICTBOM CCHUIKH B ITOJTHOM 00BeMe ISl MOOBIX 1ieieid. B cirydae, ecii oqWH MiIM HECKOJBKO U3 BKIIFOYCHHBIX
JOKYMEHTOB WJIM 9acTeil JOKYMEHTOB ONPEACISIIOT TePMUH, KOTOPBI MPOTHBOPEUHT OMPEACIICHUIO STOTO Tep-
MUHA B IPUMEHEHUH, ONpPENEICHUE, KOTOPOE MOSABIAETCA B TOM MPUMEHEHNUHU, UMEET NpeumMyiecTBo. OaHako
YIIOMHUHaHUE JII000H CCBUTKH, CTaThH, MyOJUKalWY, IATCHTA, TATCHTHON MyOJIMKalluK U 3asBKH HA ITATECHT, M-
THUPYEMBIX B JaHHOM JIOKyMEHTE, HE SIBIISICTCS M HE JIOJDKHO BOCTIPHHUMATBCS KaK MOATBEPKIACHHUE WM KaKasi-
160 (opMa MPEAIIOT0KEHHS O TOM, YTO OHH IIPEACTABISIOT cOO0H AEHCTBYIONIMH MPEANIECTBYIOMNH YPOBEHb
TEXHHUKH WIIH SBJIAIOTCS YaCThIO OOIIMX OOLIEH3BECTHBIX 3HAHUH B JTF000H cTpaHe MHpa.

B nanHOoM onmcanuy nr000i 1nana3oH KOHIEHTPAIMH, TPOLICHTHBIN INala3oH, Marna3oH OTHOIICHUH HIIH
[EJIOYUCIICHHBIN THana30H ClIeAyeT IIOHIMMATh KaK BKIIFOYAIONINI 3HAYSHHE JI000T0 MEJI0r0 YHCia B YKa3aHHOM
JMara3oHe U, IpYU HEOOXOIUMOCTH, €ro J0IH (HalpuMep, OAHY IECATYI0 M OJHY COTYIO IIEJIOr0 YHCia), €CIIH He
yka3aHo nHoe. CiiefyeT MOHUMaTh, YTO TEPMHUHEI B €IUHCTBEHHOM YHCIIE, HCIIOB3YEeMbIE B TAHHOM JTOKyMEHTE,
OTHOCSATCS K "OJIHOMY WJIH HECKOJLKUM" M3 TIepEUHCICHHBIX KOMIIOHEHTOB, €CIIM HEe yKa3aHo WHoe. Vcrmob30-
BaHUE aJbTePHATHBHEI (HampuMep, "uiau'") cieayeT MOHUMATh Kak O3Havaroliee 1ubo oHy, 00e, TH00 00y X
KOMOHMHAIIMIO albTepHATHB. lcnosb3yeMble B JaHHOM JOKYMEHTE TepMHUHBI "BKmodats" M "comepxath" Hc-
MOJB3YIOTCSl KaK CHMHOHUMBL. Kpome Toro, ciexyeT MOHMMAaTh, YTO ITOJUIENTHIBI, COACPIKAIINe Pa3iIHdHbIC
KOMOHMHAIIMM KOMIIOHEHTOB (HalpUMep, JOMEHOB MJIM 00JacTel) M 3aMECTHTEIICH, ONMCaHHBIX B JaHHOM JIOKY-
MEHTE, PACKPBITHl B JAHHOW 3asBKE B TOH K€ CTENEHH, KaK ecii Obl KaXKIbIi MOJUIENTHA ObUT MpeACTaBiIeH
MHIUBHIYaIbHO. TakuM 00pa3oM, BEIOOP KOHKPETHBIX KOMITOHEHTOB OTIEJILHBIX HMOJMIENTHIOB HaXOIHUTCS B
npeenax JaHHOTO PACKPhITHSI.

Kak ucrmonp3yeTcss B TaHHOM JOKYMEHTE TEPMHH 'CBS3BIBAIOIINN TOMEH" WM "CBs3bIBaromias o0macTs"
OTHOCHTCS K JOMEHY, 00JIacTH, YaCTH WM calTy OenKa, MONHUIENTH A, OJUTONIENTHAA WIH TIeTITHAA WIIH aHTH-
TeJa WIN CBS3BIBAIONIETO JTOMCEHA, TIOYYEHHOTO U3 aHTHUTEINa, KOTOpoe 00Ja1aeT criocoOHOCTRIO ClIeNN(UIEeCKH
pacrio3HaBaTh W CBI3BIBATh MOJICKYJy-MHIIECHb, TAKYI0 KaK aHTUTEH, JIUTaH[l, PELENTop, CyOCTpaT WM WHTHOH-
top (Hampumep, CD123, CD3). NmocTpaTUBHBIE CBSA3BIBAIONINE JOMEHBI BKIIIOYAIOT OJTHOIICTIOYCUHbIC BapHa-
OenbHBIC 001acTH aHTUTEN (HaIpuUMep, TOMEeHHbIe aHTuTena, sFv, scFv, scFab), skTomoMeHsl perenTopoB U Jin-
raHapl (HarmpuMmep, LUTOKUHBI, XEMOKHHBI). B HEKOTOpBIX BapmaHTaxX OCYIIECTBICHHUS CBS3BIBAIONIMN JOMEH
COJIP’KUT WJIM COCTOMT M3 aHTHI'CHCBS3BIBAIOIIETO CaiTa, HaIpyuMep, BKIIOYAIOIIETO BapuadelbHyIo MMociIeo-
BaTEJIBbHOCTh TSDKEJIOW LENM M BapHaOeNbHYI0 IOCIEeN0BATENBLHOCT JIETKOW LENH WM TPH 00JIacTH, Ompeje-
msronire KoMruiemenTapaocts (CDR), nerkoit nenm u tpu CDR Tspkenoi nenu w3 aHTHTENa, HOMEMIEHHOTO B
anpTepHaTHBHBIE KapkacHble obnactn (FR) (manpumep, FR 4enoBeka, HeoOs3aTenbHO copepiKaliue OqHY HIIH
HECKOJIbKO aMUHOKHUCIIOTHBIX 3aMeH). M3BecTHO MHOKECTBO aHAJM30B Ul HACHTH(UKAINH CBSI3BIBAIOIIUX J0-
MEHOB 10 JaHHOMY H300pETEHHIO, KOTOPHIEC CIICIU(IYECKH CBSI3BIBAIOT KOHKPETHYIO MHIIICHB, BKJIIOYasi BEC-
TepH-0510T, UDA, ckpuHHMHT Onbanorexu daroBoro auciuies U aHaiaus Bzaumoneiicteus BIACORE®. Kaxk wuc-
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MOJIL3YETCSl B JAHHOM JOKYMEHTE MOJHUNENnTu], cBsizbiBatomuii CD123 MoxkeT uMeTh "HepBbIi CBSA3BIBAIOIIUN
JIoMeH" ¥, HeoOs3aTeNbHO, "BTOPOH CBA3BIBAIOIINI TOMEH". B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS "TIEpBBIi
CBs3BIBAIOIINN JoMeH" TipencTaBisier coboit CD123-cBs3pIBaromuii ToMeH, a popMaT MpeAcTaBIseT co00H aH-
TUTEJIO WM aHTUTEJO-TIOAO0OHBIN OeOK My JOMeH. B HeKOTOpHIX BapnaHTax OCYIIECTBICHHS, BKIIOYAIONINX B
ce0sl KaK TepBBIH, TaK U BTOPOH CBSI3BIBAIOIIMNA JOMEHBI, BTOPOW CBS3BIBAIOININI JOMEH MPEACTaBIsSET COOOH
JIOMEH, cBsi3bIBatoMii T-kieTKH, Tako kak scFv, MmoylydeHHBIN M3 MBIIIMHOTO MOHOKJIOHAJIBHOTO aHTHUTENA
(manpumep, CRIS-7), wu darooro aucrmes (Hanpumep, 12C), KOTOPBIH CBA3BIBACTCS ¢ aHTUTEHOM MTOBEPXHO-
ctu T-knetok (Hampumep, CD3). B apyrux BapmaHTaxX OCYIIECTBIICHWS BTOPOM CBS3BIBAIONIMKA JOMEH IpEI-
craBisieT coboii Bropoit CD123-cBsi3pBatomuii 1omeH. B ele olHOM BapHaHTe OCYILECTBICHHS BTOPOH CBSI3bI-
BAaIONIMY TOMEH IMPEJCTABISCT COO0M CBA3BIBAIOINUI JOMEH, OTIMYHEIH 0T CD123-cBs3bIBarONIero JOMeHa Wid
JIOMEHA CBSI3BIBAHUS T-KIICTOK.

"BbIcBOOOXIeHNE INTOKMHOB" WITH "IIMTOKWHOBBIN ITOpM" MK "peakiys HHQY3UH" OTHOCHUTCS K BBICBO-
00XIICHUIO ITUTOKUHOB U3 T-KieTok. Koraa IUTOKUHEI MOMaaloT B KPOBOOOpAICHHE, MOTYT BOSHUKHYTH CHC-
TEMHBIC CHMITOMBI, TAKHE KaK JIMXOPaJaKa, TOIIHOTa, 03HOO, TUIIOTEH3US, TAXUKAPUs, aCTCHHS, TOJIOBHAS 0OJIb,
CBIITb, 3y B TOpJIe M OJBIIIKa. HekoTopble mammueHTsl MOTYT UCHBITHIBATh CEphe3HbIC, ONACHBIC IS KU3HU pe-
aKIMY, BO3HUKAIONIHE B PE3yJIbTaTe MAaCCOBOTO BBIICTICHUS IUTOKWHOB. "YMeHbIIeHHOE" BHICBOOOXKICHUE IIH-
TOKHHOB OTHOCHTCSI K YMCHBIIICHHIO BRICBOOOXKICHHS 110 MEHBIIICH Mepe 0HOrO nmuTokuHa (Hanpumep, UDHy,
WJI-2, ®HO« w/mnn NJI-10) mocne BBeneHUsI pEKOMOMHAHTHOTO MOJMITENTHAA 0 TaHHOMY M300pETCHUIO I10
cpaBHenuio ¢ antutesioM OKT-3 wm apyroit CD3-cBs3piBaronield oucrenn@uaeckoil MOJICKyIOH. Y MEHBIIICH-
HOE BBICBOOOKICHNE ITATOKHHOB MOKET OBITh I3MEPEHO C MCITOJIb30BAHMEM aHAIM30B in Vitro WM in vivo.

CBSA3BIBAIONINI TOMEH WIH OCNIOK "CHEeU(pUIECKH CBS3BIBACT" MUIIEHB, €CITM OH CBS3BIBACT MUIICHH C
ap¢urHOCTEIO MM K, (TO €cTh KOHCTAaHTOH PaBHOBECHOW acCONMAIIMKM KOHKPETHOTO CBA3BIBAIOIIETO B3aWMO-
neiicTBus ¢ equunnamu 1/M), paBHO# wti mpeBbimaromieii 10° M, B To BpeMst Kak He3HAUNTEIBHO CBS3BIBACT
JPYTHE KOMIIOHEHTHI, IPUCYTCTBYIOIIUE B TECTOBOM 00Opasie. CBA3BIBAIOIIUE TOMEHBI MOTYT OBITH KIacCU(U-
IIUPOBAHBI KaK CBSA3BIBAIOIIUC JOMCHBI C BRICOKOH a(UHHOCTBIO U CBS3BIBAIOIINE TOMEHBI C HU3KOH adduHHO-
cThi0. CBSI3BIBAIOIINE JJOMEHBI ¢ "BBICOKOW a)(pHHOCTHIO" OTHOCHUTCS K TAKHM CBSI3BIBAIOIIMM JIOMEHAM, y KO-
Topsix K, 110 Menpmeii Mepe 10’ M, o menbueit mepe 10° M, no menbieit mepe 10° M™', o Menbmeii Mepe
10" M, o menpmeii mepe 10" M, o Menpmeii mepe 10 "> M wim no mensireit mepe 10" M. "Huskoac-
(uHHBIE" CBS3BIBAIOMIME TOMEHBI OTHOCHTCA K TaKUM CBSA3BIBAIOIIMM JOMEHaM, y KoTopeix K, cocrammiser
Brutots 1o 10’ M, Brumots xo 10°M™, Brmots 1o 10° M. AnbrepHariBHO, adHHHOCTE MOXKET GBITH OIpPEC-
JIeHa KaK paBHOBECHas KOHCTaHTa mauccormanuil (Ky) KOHKpPETHOTO CBS3BIBAIONIETO B3aMMOACHCTBHS C CIUHU-
namu M (Hampumep, ot 10° M go 107" M). AGHHHOCTB MONMIENTHIOB CBS3BIBAIOMIETO TOMEHA H OHOLEIIO-
YEUHBIX MOJMIIENITHIOB B COOTBETCTBHHU C TaHHBIM H300pPETEHHEM MOXET OBITh JIETKO OMpeesieHa C MCII0JIB30-
BaHHWEM OOBIYHBIX METOMMK (cM., HanmpuMmep, Scatchard et al. (1949) Ann. N. Y. Acad. Sci. 51: 660; u maTeHTHI
CIIA Ne 5283173, 5468614 vy 35KBUBAJICHT).

"CD3" u3BecTeH B JTaHHOW 00JAaCTH KakK MYJBTHOEIKOBBIH KOMIUIEKC M3 IIECTH Herneil (cM., HalmpuMep,
Abbas and Lichtman, 2003; Janeway et al., P. 172 u 178, 1999), koTopbic sBistoTCs cyObequHHIAMEU T-
KJICTOYHOTO PEIEITOPHOTO KOMILIeKca. Y miiekonuraronmx cyobeauauisl CD3 T-kiIeTo4HOro perentopHoro
KoMmIuiekca npeactaBistor coboir CD3y-niens, CD38-nens, nse CD3e-niern n romopumep CB3C-nemeit. e
CD3y, CD36 u CD3¢ gBnsAOTCS BBICOKO POICTBEHHBIMU O€IKaMU KJIETOYHON TIOBEPXHOCTH CyIepceMeicTBa
UMMYHOTJIOOYJIMHOB, COACPKAIIIMMU OIMH BHCKJICTOYHBIN TOMEH HIMMYHOTJIOOYJIHHA.

TpancmemOpannbie obmactu 1eneit CD3y,CD36 u CD3¢ 3apshKeHbl OTPHUIATEILHO, YTO SBISETCS Xapak-
TEPUCTUKON, KOTOpas MO3BOJSAET STHM IEISIM aCCOLUUPOBATHCSA C IMOJIOKUTEIBHO 3apsHKCHHBIMH TernsMu -
KIIETOYHOTO pernenTtopa. Kaxkmenii u3 BHYTpUKIETOUHBIX XBOCTOB Iteneit CD3y, CD3d nu CD3¢ comepxuT onuH
KOHCEPBATHBHBIA MOTHB, H3BECTHBIH KaK MOTUB aKTHBAIIMA UMMYHOPEIIENITOPA HA OCHOBE THPO3uHa, win [TAM
(immunoreceptor tyrosine-based activation motif), B To Bpems kak kaxnaas nens CD3(, umeer tpu Takux. Cun-
taetcs, uto I[TAM BaxHs! 118 curHanbHO# ciocooHocTr TKP kommekca. CD3, ucmob3yeMeblid B TAHHOM OITH-
CaHHMH, MOXET OBITh OT PA3IMYHBIX BUAOB KXUBOTHBIX, BKII0UAs YeIOBEKa, 00€3bSHY, MBIIIh, KPBICY HIH APYTHX
MIIEKOTTUTAIOIIHX.

Kax ucnonb3yeTcst B TaHHOM JOKYMEHTE TePMHUH "KOHCEpBATHBHAs 3aMeHa" B JaHHOW 0OJACTH TEXHUKH
M3BECTEH KaK 3aMeHa OJHOW aMMHOKHCIIOTHI APYrod aMMHOKHUCIIOTOM, KOTOpas UMEET CXOJHbIe cBoiicTBa. M-
JIIOCTPATUBHBIE KOHCEPBATHBHBIE 3aMEHBI XOPOIIIO NU3BECTHHI B TaHHOW 00sacTH (cM., Harpumep, WO 97/09433,
ctpannna 10, omyonukoBanHas 13 mapra 1997 rona; Lehninger, Biochemistry, Second Edition; Worth Publish-
ers, Inc. NY: NY (1975), pp. 71-77; Lewin, Genes IV, Oxford University Press, NY and Cell Press, Cambridge,
MA (1990), p. 8). B HekoTOpBIX BapnaHTax OCYLIECTBICHHS KOHCEpBAaTHBHAs 3aMEHA BKIIIOYACT 3aMEHY JIeHIH-
HA Ha CCPUH.

Kak ucronp3yercst B JaHHOM JOKYMEHTE, TEPMHUH "TIPOU3BOIHOE" OTHOCUTCS K MOAUGDUKAIMH OJHOTO WJIH
HECKOJBKUX aMHHOKHCIIOTHBIX OCTATKOB MENTHAA XUMHYCCKHMH WA OMOIIOTHYECKAMU CPEICTBAMH, JIHOO C
UCIIONIb30BaHUEM (epMEHTa, JINO0 Oe3 Hero, HalmpuMep, IMyTeM TITUKO3MIHPOBAHHUS, AIKWINPOBAHUSI, AIlFITHPO-
BaHUs1, 00pa30BaHMs CIOKHOTO YPHUpa WIK aMHUA.

Kak mcmonp3yercss B JTaHHOM NOKYMEHTE TEPMHH IOJUICNTHA A aMHHOKHCIOTHAs TOCIIEHOBATEIb-
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HOCTB, "TIPOUCXOJAIIas U3" yKa3aHHOTO TOJMIICNTHIA WM OENKa, OTHOCUTCS K MPOUCXOXKACHUIO YKa3aHHOTO
MOJIMIIENITHIA. B HEKOTOPHIX BapHaHTaX OCYINCCTBIICHUS TOJHMIICHTHIHAS WX aMHHOKHCIOTHAS MOCIEI0Ba-
TEJIHHOCTh, KOTOPask MPOUCXOANT U3 KOHKPETHOH TMOCIEN0BaTENhHOCTH (MHOTIa Ha3bIBaeMOU "MCXOTHON" WH
"ponuTenbekoi” WM "pOAUTENBHOR" TOCIETOBATEHPHOCTRIO), UMEET aMUHOKUCIOTHYIO TIOCIIEI0OBATEIIBHOCTD,
KOTOpas 110 CYIIECTBY WIACHTUYHA MCXOIHOM MOCIE0OBATEIHHOCTH WIH €€ YacTH, IPUYEM yKa3aHHasl 9acTh CO-
CTOHWT U3 1o MeHbIeH Mepe 10-20 aMHHOKHUCIIOT, 1Mo MeHbIel Mepe 20-30 aMHHOKHUCIIOT WK TI0 MEHBIIEH Mepe
30-50 aMHHOKHMCIIOT, Wik TI0 MeHbIel Mepe 50-150 aMUHOKHCIIOT, WM KOTOPYIO WHBIM 00pa3oM MOKHO HICH-
TU(UIMPOBATE TS CTICIIHANINCTA B JAHHOW 00JaCTH TEXHHKH, KaK IMPOUCXOMANIYI0 U3 HaJaJIbHOM IMOCIeI0Ba-
TenpHOCTH. HampuMep, cBS3BIBAIOIINI JOMEH MOKET OBITh MOYYCH U3 aHTUTENA, HanpuMmep, Fab, F(ab')2, Fab',
scFv, omaonomennoro antutena (sdAb - single domain antibody) u T.1.

[MomunenTuabl, TPOUCXOAAIINE OT IPYTOTO MOJHUICHTHIA, MOTYT UMETh OJNHY WU HECKOJIBKO MYTAIlHid
OTHOCHUTEIILHO MCXOIHOTO TOJHIICNTH/IA, HAPUMEP, OJWH WIH HECKOJIHFKO aMHHOKHCIOTHBIX OCTaTKOB, KOTO-
phie OBLTH 3aMEIIEHBI IPYTUM aMUHOKHUCIOTHBIM OCTATKOM WM KOTOPBIC UMCIOT OJHY WJIM HECKOJIbKO BCTABOK
WIN JENCIUN aMHHOKUCIOTHBIX OCTATKOB. [loMMIENTHA MOXKET COACPKATh AMUHOKHCIOTHYIO MOCIEI0BATENb-
HOCTB, KOTOpasi He BCTpedyaeTcs B Mpupoje. Takue Bapuaiy o0s3aTe’abHO MMEoT MeHbine, yeM 100% wnuneH-
TUYIHOCTH TIOCIIEI0BATEIFHOCTH HITM CXOJCTBA C MICXOTHBIM IOIUIIENTHIOM. B 0THOM BapmaHTe OCYIIECTBICHHS
yKa3aHHBIH BapHaHT OyIeT WMETh aMHHOKHCIOTHYIO IMOCJIEIOBATENBHOCTh OT mpuMepHO 60% 10 MeHee deMm
100% wWOeHTHYHYIO WM CXOAHYIO C aMHHOKHCIOTHOW ITOCIIEIOBATEIHHOCTHIO aMHUHOKHCIOTHON MOCIENOBa-
TEJBHOCTH HCXOJHOTO TOJMIIENTHAA. B Ipyrom BapwaHTE OCYHIECTBICHHS YKa3aHHBIA BapHaHT OyleT MMETh
AMHHOKHUCIIOTHYIO MTOCIEIOBATEIBHOCTD OT MpuMepHO 75 1o MeHee ueM 100%, ot mpumepHo 80 1o MeHee deM
100%, ot npumepno 85 no menee yem 100%, ot npumepno 90 no menee yem 100%, ot nmpumepHo 95 10 MeHee
yeM 100% HACHTUYHYIO WM CXOJHYEO C aMHHOKHCIIOTHOM MOCIIEIOBATEIEHOCTHIO MCXOTHOTO TOTHIICITHIA.

Kak ucnonp3yercst B JTaHHOM JOKYMEHTE, €CJIA HE YKa3aHO WHOE, MOJ0KEHHUE aMUHOKHICIOTHOTO OCTaTKa B
BapHaOeIbHON 00JaCTH MOJICKYJIBI IMMYHOTJIOOYJIMHA HYMEPYETCSl B COOTBETCTBHU C COTJIAIICHHEM O HyMepa-
mun IMGT (Brochet X, et al., Nucl. Acids Res. (2008) 36, W503-508), a monoxeHie aMHHOKHUCIIOTHOTO OCTATKa
B KOHCTaHTHOM 00JaCTH MOJIEKYJIBI IMMYHOTJIOOYJIMHA TPOHYMEPOBAHO B COOTBETCTBUU C HOMEHKIaTypoit EU
(Ward et al., 1995 Therap. Immunol. 2:77-94). B nanHo# 006JaCTH U3BECTHBI APYTHE COTIAIICHUS O HyMepaIuu
(manpumep, cornamenne o Hymepanuu o Kadary (Kabat, Sequences of Proteins of Immunological Interest, Sth
ed. Bethesda, MD: Public Health Service, National Institutes of Health (1991)).

Kak ncmons3yercst B JAHHOM JOKYMEHTE, TEPMHH "uMep" OTHOCHUTCS K OMOJOTHIECKOMY OOBEKTY, KOTO-
PBIIi COCTOHMT U3 IBYX CYOBEIOWHHI], CBA3aHHBIX JPYT C APYrOM HOCPEACTBOM OJHOM WM HECKONBKHX (OpM
BHYTPHMOJICKYIIIPHBIX CHJI, BKIIOYash KOBAJCHTHBIC CBSA3M (HANpPHMEp, TUCYIb(QUIHBIC CBI3M) M IPYTHE B3au-
MoJIeHCTBUS (HATIPUMED, IICKTPOCTATHYCCKUC B3aMMOICHCTBHS, COJICBBIC MOCTHUKH, BOJOPOJHBIC CBS3H U TUJI-
podOoOHBIC B3aUMOJICHCTBHS) U SBISICTCS CTAOMIBHBIM B COOTBETCTBYIOIIUX YCIOBUAX (HAIpPHMEp, B (PH3UOIO-
THYCCKUX YCIIOBHSX, B BOJHOM PacTBOPE, MOAXOISINEM IS IKCIPECCHU, OYUCTKH W/WIH XPaHCHHS PEKOMOU-
HAHTHBIX OCJIKOB, HJIM B YCIOBUSAX HEJACHATYPHPYIOUICTO W/WIIM HEBOCCTAHABIMBAIOIICTO AeKTpodopesa). Kak
UCIIOJNIb3YETCSl B JAHHOM JOKYMEHTE TEpMUH '"reTepoaumep” Win "TeTepoIUMEpHBIi 0€JI0K" OTHOCUTCS K JHMe-
Py, 00pa3oBaHHOMY W3 JBYX Pa3HBIX MOJHUIENTHIOB. ['eTepoauMep HE BKIIOYAET aHTHUTENO, 00pa30BAHHOE W3
YeThIpeX MOJMIENTHAOB (TO eCTh IBYX JIETKMX LeNe W OBYX TsDKENBIX nemei). Kak ncnonp3yercst B JaHHOM
JIOKyMEHTE, TEPMHUH "ToMoauMep" WK "TOMOJUMEPHBII OeJTOK" OTHOCHUTCS K TUMEpY, 00pa30BaHHOMY W3 JIBYX
WICHTUYHBIX TOJHUIENTHIOB. PeKOMOMHAHTHBIC MOJHUIENTHIB 0 TaHHOMY H300pPETCHHIO CYIIECTBYIOT TJIaB-
HBIM 00pa3oM B JuMepH30BaHHOU (popme. CreayeT HOHUMATh, YTO BCE PACKPHITHE MOJIUIENTHAA, BKIIIOYAst Xa-
PAKTEPUCTHKH U aKTUBHOCTH (Takue Kak cBs3biBanue 1 RTCC), BKIFOUACT MOTUMICTITHA B €r0 AUMEPHOH (hopMe,
a TaKXKe IPYTHe MYJIbTUMEPHBIC ()OPMBL.

B HekoTOpbIX BapHaHTax OCYIIECTBICHUS MOJIUNIENTH], cBsi3biBatomuii CD123. conepxur, 0T aMUHOKOHLIA
JI0 KapOOKCHIIFHOTO KOHIIA MJTH OT KapOOKCHJIBHOTO KOHIIA 0 aMHUHOKOHIA, (1) CD123-cBsi3pIBatoNImii JOMEH,
(i1) mapHUpHYIO 00yacTh, (iii) KOHCTAHTHYIO 00JaCTh MIMMYHOTJIOOYNHHA, (1v) KapOOKCH-TepMHUHAIIBHBIA JTHH-
Kep (WIr aMHHO-TCpMUHAIBHBIN JIMHKEP) U (V) BTOPOU CBS3BIBAIOMINI JoMeH. Kak UCTIONB3yeTcs B JaHHOM J10-
KyMEHTE ¥ B 3aBUCHMOCTH OT KOHTEKCTa "MapHUpHAS 00yacTh" win "mrapHup" OTHOCUTCS K MOJAIICTITUIHON
007acTH MEXAy CBA3BIBAIOINM JOMEHOM (Hampumep, CD123-cBA3bIBAIONIUM JTOMEHOM) W KOHCTaHTHOM 00Jia-
CTHI0 UMMYHOTJIOOYHHA. Kak MCTONb3yeTcsl B JaHHOM JOKYMEHTE M B 3aBHCHMOCTH OT KOHTEKCTa, "JTuHKep"
MOXKET OTHOCHUTHCA K (1) mosmrmentuaHoi obmacTu Mexay obmactsMu Vy u Vi B omHorenodedHoit Fv(scFv)
e (2) TOMUNENTHIHOW 00JIaCTH MEXAY KOHCTAHTHOW 00JIACThI0 MIMMYHOTJIOOYJIMHA M BTOPHIM CBSI3BIBAIOIITUM
nomerHoM B CD123-cBs3pIBatoIeM MOHITCTITHIC, COMEPKAIIeM JBa CBA3BIBAIOIIMX JoMeHa. O0IacTh TOJUTIET-
THIAa MEXAYy KOHCTaHTHOHW 00JacThbl0 MMMYHOIJIOOYJIMHA, W BTOPBIM CBSI3BIBAIOIIMM JjJoMeHOM B CDI123-
CBSI3BIBAIOIIEM TTOHITCIITHIIC, COACPIKAIIEM JBa CBSI3BIBAIOIINX JOMCHA MOXKET TaK)Ke Ha3bIBaThCS Kak "KapOOK-
CH-TEPMHUHAJILHBIA JHHKEP" (KapOOKCH-KOHIIEBOM JIMHKEp) WIM "aMHHO-TEPMUHAJBHBIA JHHKEep" (aMHHO-
KOHIIeBO# nuHKep). Heorpannunparomue npuMepsl KapOOKCH-TePMUHAIBHBIX U aMHHO-TEPMUHAIBHBIX JIHHKE-
POB BKJIIOUAIOT T'MOKHME JMHKEPBI, COJeprKallie IIMInH-cepuHoBble (Hampumep, (GlysSer)) nosropsr (SEQ ID
NO: 315), u 1uHKEpHI, TPOUCXOAIIINE OT (a) MEKIOMCHHOM 00JacTH TpaHCMEMOpaHHOTO Ocnka (Hampumep,
TpancMeMmOpaHHoro Oenka 1-ro tuna); (b) obmacts Hoxku C-nektuna I1-ro Trma; uiy (¢) MapHUp UMMYHOTIIO-
Oynuua. HeorpanmuuBaromue mpuMepsl MIapHAPOB M JTMHKEPOB MpHUBeneHB! B Ta0n. 1 u 2. B HeKoTOphIX Bapu-
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aHTaxX OCYLIECTBIICHHs "TMHHKep" oOecrmeunBaeT (QYHKIMIO clielicepa, COBMECTUMYIO C B3aUMOIEHCTBUEM IBYX
CyOCBSI3BIBAIOIINX JOMEHOB, TaK YTO ITOJYYCHHBIH MOJMIIETITH COXpaHseT crenuduueckyo ahGuHHOCTE CBS-
3BIBAHUSI C TOU K€ MOJICKYJIOW-MHUIICHBIO, YTO M aHTUTEJIO, KOTOPOE COACPKUT Te K€ BapHaOeIbHBIE 00JacTH
JIETKOW U TSDKEJOH 1eni. B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUS JTUHKEP COIACPIKUT OT IIATH JI0 TIPUMEPHO 35
aMUHOKHCIIOT, HAI[PUMEp, OT MMPUMEPHO 15 10 mpuMepHO 25 aMHUHOKHUCIIOT. B HEKOTOPBIX BapHaHTaX OCYIIECTB-
JIEHUS JIMHKEP COCTOUT U3 II0 MEHBILIEH Mepe 5 aMMHOKHUCIIOT, 10 MEHbILIEH Mepe 7 aMUHOKHUCIIOT MU IO MEHb-
mei Mepe 9 aMUHOKHCIIOT.

"[llapHUpPHBIH y9aCTOK UMMYHOTJIOOYJIMHA TUKOTO THUMA" OTHOCUTCS K BCTPEUAIONIMMCS B TIPUPOJEC aMHU-
HOKHCJIOTHBIM TOCJIE/IOBATENIEHOCTSM BEPXHET0 M CPETHETO IapHUPOB, BCTABICHHBIM MEXAY W COCIUHSIOIIN-
mu CH1 u CH2-nomensr (quist 1gG, IgA u IgD) nnn BcraBneHHbIM Mesxay u coenunstomnM CH1 u CH3-nomensr
(s IgE u IgM), koTOpBIe 0OHAPY)KMUBAIOTCS B TSDKEJIOM LIENH aHTHUTENa. B HEKOTOPHIX BapHaHTaxX OCYIECTBIIe-
HUS TT0CJIE0BATENBHOCTD MapHUPHOW 00J1aCTH HMMYHOIJIOOYJIMHA AUKOTO THUIIA SBJISETCS YeIOBEYECKOH U MO-
JKET cozlepKaTh NIapHUpPHYIo o0nacTh IgG uenosexka.

"VI3mMeHeHHas IapHUpHas 00JIaCTh UMMYHOIJIOOYJIMHA JWKOTO THMA" Win "M3MEHEHHas LIapHUpHast 00-
JIACTh IMMYHOTJIIO0YJIMHA" OTHOCHUTCS K: (2) IIapHUPHOHN 0071aCTH HIMMYHOTJIOOYITMHA TUKOTO THUTIA C aMHUHOKHC-
JIOTHBIMH M3MEHEHUSIMH, COCTABJISIONIMME BIUIOTH 10 30% (Hampumep, BILIOTH A0 25%, 20%, 15%, 10% wnn
5% aMHHOKHCIIOTHBIX 3aMEH U feerwii), nwim (b) gacTu mapHUPHOW 00IaCTH MMMYHOTJIOOYITHHA AUKOTO
THTIA, KOTOPas UIMEET JUTMHY OT OKOJIO 5 aMHHOKHKCIIOT (Hampumep, okoio 5, 6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19 nmm 20 aMUHOKHCIIOT) A0 TpuMepHO 120 aMHHOKHCIIOT (HalpuMep, UMEIOIIeH JUIMHY OT MPUMEPHO
10 mo mpumepHo 40 aMUHOKHUCIIOT WA OT IpuMepHo 15 mo mpumepHo 30 aMHHOKHCIIOT WM OT OKoJio 15 1o
oKko0JI0 20 aMHUHOKUCIIOT WU OT 0KoJIo 20 10 0KOJIO 25 aMMHOKHUCIOT), uMmetomeit 10 30% aMHHOKUCIOTHBIX
U3MeHEeHUH (HampuMmep, 10 okono 25%, 20%, 15%, 10%, 5%, 4%, 3%, 2% wmm 1% aMUHOKHCIOTHBIX 3aMEH
WM JIeJlelMid WIM MX KOMOWHAIMM) W MMEEeT LEHTpaJIbHYI0 HIapHHpHYI0 obnacTth IgG, kak ommcano B US
2013/0129723 u US 2013/0095097.

Kaxk ucrionb3yeTcst B JaHHOM JOKYMEHTE TEPMHUH '"TYMaHH3HPOBAHHBIN" OTHOCHTCS K IPOLECCY NPOU3BOI-
CTBa aHTHUTEJ W IMMYHOTJIO0YTMHCBA3BIBAIOIINX OCIIKOB ¥ IMOJUIETITHAOB, IIOIYIYEHHBIX OT HEYEJIOBEYECKOTO
BUa (HAIpUMeEp, MBIIIH WM KPBICHI), MEHee MMMYHOTE€HHBIX JJIS YeJIOBEeKa, IPY 3TOM COXPAHSIOMINX aHTHTCH-
CBSI3BIBAIOIINE CBOIMCTBAa OPUTHHAIIBHOTO aHTHTENA, C MCIOIH30BAHWEM METONIOB T€HHOI MHXeHepHH. B Heko-
TOPBIX BapHaHTAaX OCYIIECTBICHHUS CBS3BIBAIOIIMN JOMEH(BI) aHTHUTENA WJIM HMMYHOTJIOOYIHHCBS3BIBAIOIINX
0CIIKOB M TIOJMUTIENTHIOB (HampuMep, BapuabeabHble 00JacTH JIETKOH M Tspkenoi neru, Fab, scFv) asustorcs
TyMaHU3UPOBaHHBIMH. HedenoBedeckne CBS3BIBAIONINE JOMEHBI MOTYT OBITh TYMaHH3HpPOBAHEI C HCIIOIB30Ba-
HHEM METOJIOB, N3BeCTHBIX Kak npuBuBka CDR (Jones et al., Nature 321: 522 (1986)) u nx BapnanToB, BKIIOYas
"n3menenue Gpopmer" (Verhoeyen et al., 1988 Science 239: 1534-1536; Riechmann et al., 1988 Nature 332: 323-
337; Tempest et al., Bio/Technol 1991 9: 266-271), "runepxumepusanuto” (Queen et al., 1989 Proc Natl Acad
Sci USA 86: 10029-10033; Co et al. 1991, Proc Natl Acad Sci USA, 88: 2869-2873; Co et al., 1992 J Immunol.
148: 1149-1154) u "Bunupunr/veneering" (Mark et al., "Derivation of therapeutically active humanized and ve-
neered anti-CD18 antibodies.". In: Metcalf BW, Dalton BJ, eds. Cellular adhesion: molecular definition to thera-
peutic potential. New York: Plenum Press, 1994: 291-312). Eciii oHU IPOUCXOIAT OT HEYEIOBEUYECKOTO HCTOU-
HHKa, Ipyrue 00JacTH aHTHUTENIA WK CBSI3BIBAIOIINE HMMYHOTIOOYINH OSKU U MOJUIENITHABL, TaKHe KaK Imap-
HHUpHAas 006JacTh M TOMEHBI KOHCTAaHTHOH 001aCTH, TaKXKe MOTYT OBITh TYMaHU3UPOBAHBI.

Hcmonb3yeMblii B TaHHOM OTMMCAHWH TEPMHH "TOMEH TUMEPHU3AIMH HUMMYHOTJI00ynuHA" win "J1oMeH re-
TepOANMEpU3aN UMMYHOTIO0YIHHA" OTHOCHTCS K JOMEHY IOJUIENTHIHON e HIMMYHOTIIO0YIIHA, KOTO-
PBIH IPENMYIIECTBEHHO B3aMMOJCHUCTBYET MM ACCOLMUPYETCSl C APYTUM JIOMEHOM BTOPOH IOJHMIICITHIHON
e UMMYHOIJIOOYJIMHA, TTPUYEM B3aUMOJCHCTBHE Pa3IMYHBIX JIOMEHOB T'€TepOAMMEpPHU3AINN UMMYHOTJIO0Y-
JIMHOB CYIIECTBEHHO CIIOCOOCTBYET MM 3(PEKTUBHO CIIOCOOCTBYET reTepoAMMEPH3aLIUK TIEPBOI B BTOPOH IO-
JMIIEITU/IHBIX Lienel (To ecTh 00pa30BaHMIO JUMEpa MEXAY ABYMS PasHbIMU MOJHIETITHIHBIMH LEISIMU, KOTO-
PHBIi Taxke Ha3bpIBAIOT "reTeponuMepoM”). BaauMonecTBUs MeXIly JOMEHaMHU IeTepoIUMepH3allid IMMYHOT -
700ynuHa "CYIIECTBEHHO CIIOCOOCTBYIOT WM 3 (PEKTUBHO CHOCOOCTBYIOT" TeTepoJMMEpH3alii NEPBOH U BTO-
POY MOJUITENITUAHBIX IeTIel, €CITH MPOMCXOAUT CTATHCTUIESCKH 3HAYNMOE CHIDKCHUE JUMEPH3aiu MEXIy Tep-
BOH M BTOPOH MOJMIENTUAHBIMHE [ETISIMUA B OTCYTCTBHE JOMEHA T€TEPOANMEPHU3AIINN HIMMYHOTIIOOYIIHHA TIePBO
TIOJIUTICTITHIHON [IETH W/WJIH JIOMEHA TeTepOoANMEpH3alliil IMMYHOTTIOOYIMHA BTOPOH MOJIMIENITUAHON ernu. B
OTIpe/IeIeHHBIX BAPHAHTAX OCYIIECTBICHHUS, KOT/Ia TIepBas ¥ BTOpas MONHUIIEITHIHBIE TIeTTH KOIKCIIPECCHPOBAHBI
o MeHsbIei mepe 60%, mo MeHsbIeii Mepe oT okoio 60 1o okoso 70%, mo MeHbIIel Mepe oT okosro 70 1o oKo-
10 80%, o menbmeii mepe ot 80 mo okoo 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wu 99% nepBoii
Y BTOPOH MONMNENTHIHBIX Lenel 00pa3yloT TeTepoanMepsl Ipyr ¢ IpyroM. VinmrocTpaTuBHBIE TeTepOIUMeEpH-
3alOHHBIE IOMEHbI HIMMYHOTII00ynHa BKimodatoT CH1-gomen nmmyHornoOyiauHa, toMmeH CL uMMyHOTIIO0Y-
nmuHa (Harpumep, n3otunsl Cx wim CA) uinn ux npousBoanbie, Bmodas CH1 u CL-moMeHbl UMMYHOTIIOOYITHHA
JIMKOTO TUIA U u3MeHeHHble (i MytrpoBanHbele) CH1 u CL-1oMeHbl HMMYHOTII00YIMHA, KaK IIPEeyCMOTPEHO
B IaHHOM JOKYMEHTE.

"KoncranTHast 001acTh UMMYHOTIIOOYJIMHA" WM "KOHCTaHTHAash 00JacTh" SIBISICTCS TEPMHHOM, OTIpenie-
JICHHBIM B JJAHHOM JJOKyMEHTE JUIsl 0003HaYeHHs TEeNTHIHOW WM TOJUIIENTHAHON 1T0CIIeI0BaTeIbHOCTH, KOTO-
past COOTBETCTBYET MM MPOMCXOJUT U3 YACTH UM BCETO OJHOTO WK OoJiee TOMEHOB KOHCTaHTHOW obnactu. B
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HEKOTOPBIX BapUAHTAX OCYIICCTBICHHUS KOHCTAHTHAs 00JIACTh KIMMYHOTJIO0OYIIHHA COOTBETCTBYET WIIH MPOUCXO-
JIIT W3 YaCTH U BCETO OJHOTO WK 00Jee TOMEHOB KOHCTAaHTHOW 00JIacCTH, HO HE BCEX IOMEHOB KOHCTAaHTHOM
00J1aCTH UCXOTHOTO aHTUTENA. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUs KOHCTaHTHas oOyiacTh comepxut CH2
n CH3-momennl 1gG, nanpumep, CH2 nu CH3-momensl IgG1l. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHHUS KOH-
ctanTHas obmacts He conmepkut CHI-nomen. B onpeneneHHBIX BapHaHTaX OCYIIECTBICHHUS JOMECHBI KOHCTAHT-
HOW 00JIaCTH, COCTaBISIOIINME KOHCTAHTHYIO OONACTh, SBIIOTCS UYEIOBCUYECKHMH. B HEKOTOPHIX BapHaHTax
OCYIIECTBIICHHUS (HampuMep, B ONpPEACTeHHBIX BapHalUiXx MOJUNENTHIa, cBssbiBatomero CD123 umm Oenka,
COJIEP>KAIETO BTOPOH CBS3BIBAIOIIMIA JTOMEH, KOTOPBIN criennpudecky cBsizpiBacT CD3 wnm Apyroit aHTUreH Ha
MOBEPXHOCTH T-KIIETOK), JOMCHBI KOHCTAHTHOM OOJIACTH CITUTOTO OEIKa Mo JaHHOMY PACKPBITHIO OTCYTCTBYIOT
WIA UMCIOT MUHUMAIBHBIE 3 (hekTopHbIe QYHKIIMH aHTUTEIO3aBHCUMOM KIETOYHO-OMOCPEIOBAHHOM ITUTOTOK-
cugnoctd (A3KI]) u akTHBanuu KOMIUIEMEHTa B KOMILIEMEHT-3aBUcuMoi 1uroTokcuanoctu (CDC), coxpansis
MPU 3TOM CHOCOOHOCTh CBSI3BIBaTh HeKOTOphie Fc -pemenTops! (Takue kak Fc Rn, Fc-pernentop HOBOpoXXIcH-
HBIX) ¥ COXPAHSIOT OTHOCUTEIHHO JUTHTEIBHBIA TIEPUO]] IMOTY>KU3HH in Vivo. B npyrux BapmaHTax CIHUTHIN Oe-
JIOK TI0 JAHHOMY HM300pPETEHHUIO BKIFOYACT KOHCTAHTHBIC JOMCHBI, KOTOPHIC COXPAHSIOT TaKyio 3((EKTOPHYIO
dynkmuio ogroro wim oboux n3 ASKI] u CDC. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS CBA3BIBAIONINN JOMEH
10 JTAHHOMY M300PETEHHIO CIIUT ¢ KOHCTAaHTHOW 00J1acThio yenoBedeckoro IgG1, mpudemM KOHCTaHTHAs 00JIacTh
IgG1 umeeT ogHY WM HECKOJHKO MYyTallUi W3 CIEAYIONUX aMHHOKHUCIIOT: JeHIMH B mojoxeHun 234 (L234),
neirH B nojoxeHuu 235 (L235), rmunua B mososkernn 237 (G237), riryramar B nosoxernn 318 (E318), mu-
3uH B nojoxeHuu 320 (K320), m3un B monoxennn 322 (K322) wmm mo0yro X KOMOMHAIHIO (HyMeparys co-
rmacHo EU). Hampumep, mr06as ogHa WiIH HECKONBKO U3 3TUX aMHHOKHCIIOT MOTYT OBITh 3aMEHECHBI Ha aJIaHUH.
B nononnutensHOM BapuaHte ocymiectBieHus Fc-momen IgGl umeer xaxapiit u3 L234, L235, G237, E318,
K320 n K322 (cornmacHo nymepanmu EU), mytupoBaHHbIi B anmanuH (To ecth L234A, L235A, G237A, E318A,
K320A u K322A, cOOTBETCTBEHHO) U, BO3MOXKHO, Takxke MyTannio N297A (T. e., 0 CylIECTBY, YCTPAHSIOIIYIO
rnukosunupoBanue CH2-nomena). B npyrom Bapuante ocymectsienus Fe-gomen IgG1l umeer kaxayro u3 my-
taumit L234A, L235A, G237A u K322A. Hanpumep, nanHoe n3o0peTeHue BKIIOYAET PEKOMOMHAHTHBIN MOJIH-
nentua, coaepxamuii CD123-cBs3piBarommii foMeH Wik sScFVce aMUHOKHCTIOTHO# TOCe0BaTeNbHOCTRIO, 10
MeHbIIe Mepe Ha 93%, o MeHbIei Mepe Ha 95%, o MeHbIIel Mepe Ha 97%, 10 MeHbIIel Mepe Ha 98%, mo
MeHbIe Mepe Ha 99 nwim Ha 100% unentruanoit SEQ ID NO: 130; nomen I1gG1, conepxamuit mytaruu L234A,
L235A, G237A u K322A; u CD3-cBs3biBaromuid JoMeH. JlaHHOEe M300peTeHne BKIIOYAeT PEeKOMOWHAHTHBIN
nonunienTua, coaepxamuii CD123-cBA3bpIBaOmMNNA TOMEH, COIACpKAIIWA aMHUHOKHCIOTHYIO ITOCIIEIOBATEIh-
HOCTB TI0 MeHbIIeH Mepe Ha 93%, mo MeHbInei Mepe Ha 95%, o MeHbIIel Mepe Ha 97%, 10 MEHBIIEH Mepe Ha
98%, no mensbIel Mepe Ha 99 unu 100% unentuunyro SEQ ID NO: 130; nomen IgG1, conepxamuil mytanuu
L234A, L235A, G237A u K322A; u CD3-cBsa3biBatronuil 1oMeH, coAepkKauii aMUHOKUCIOTHYIO MOCJIEI0Ba-
TEJIBHOCTB MO MeHbIIel Mepe Ha 93%, no MeHblIel Mepe Ha 95%, no MeHbieil mepe Ha 97%, 1o MeHbIIEH Me-
pe Ha 98%, no menbIel Mepe Ha 99 wiu 100%, unentuunyio SEQ ID NO: 192 unu SEQ ID NO: 193.

"Fc-obmacte " wimm "Fc-moMeH" OTHOCHTCS K MOJNMICITUIHON MMOCIEIOBATEIBHOCTH, COOTBETCTBYIOMICH
WM TIPOUCXOAICH M3 YaCTH MCXOIHOTO aHTHTENA, KOTOpasi OTBEYACT 33 CBS3bIBAHUE C PEICNITOPAMH aHTUTEI
Ha KJ1eTkax ¥ koMmroHeHToM Clq komruieMenTa. Fc o3Hawaer "kpucTammn3yemsblid ¢pparMeHT", parMeHT aHTH-
TeJa, KOTOPKIH JIerko o0pa3zyeT kpucTtaiut 6enka. OTnenbHbIe PparMeHTs Oejka, KOTOpble ObUIH IMepBOHAYATHHO
OTIHCAHbI C TIOMOIMIBIO IIPOTEOTUTHIECKOTO PACIICIUICHHUS, MOTYT OIIPEACIISITh B LIEIOM OOIIYI0 CTPYKTypy Oenka
uMMmyHornoOynuHa. Kak mepBoHagampHO OMpeneneHo B JmTepaType, Fc-¢pparMeHT cocTOMT W3 AWUCYIBOHI-
CBSI3aHHBIX IMApHUPHBIX obsacteit Tsoxenoit nenw, CH2 m CH3-momeHoB. OnHako HEAABHO 3TOT TEPMHUH OBLI
MpUMEHEH K OAHOM uenu, cocrosimei 3 CH3, CH2 u no meHbliell Mepe 4acTH MIApHHUPA, JOCTATOYHOM AJist
00pa3oBaHus TUCYIb(UI-CBI3aHHOTO AMMEpa CO BTOPOW TakoH Iemnbro. st 0030pa CTPYKTYphl U (DYyHKIUU
uMMyHoroOynuHa, cM. Putnam, The Plasma Proteins, Vol. V (Academic Press, Inc., 1987), pp. 49-140; u Pad-
lan, Mol. Immunol. 31:169-217, 1994. Kak ucnonb3yercsi B JaHHOM IOKyMEHTE, TepMUH Fc BKIIIOYaeT BapHaH-
TBI BCTPEYAIONIUXCS B MPUPO/IC TOCICAOBATCILHOCTEH.

B nexoropsix BapuanTax ocyuiectiieHuss CD123-cBs3pIBaronuii 00K COAEPKUT OCTIKOBBINA KapKac, KO-
TOPBI B OOIIMX YepTax PacKphIT, HApHUMeEp, B MyOnmKarmsax mateHTHhIX 3asBok CIIA Ne 2003/0133939,
2003/0118592 u 2005/0136049. CD123-cBsa3pIBatomuyii 0EIOK MOKET CONEPKaTh B MOPSAIKE OT aMUHOKOHIIA JIO
KapOOKCHIIFHOTO KOHI[A: TIEPBBIH CBSI3BIBAIOLINNA JOMEH, ITAPHUPHYIO 00JIACTh, M KOHCTAHTHYIO 00JaCTh HMMY-
HoroOynuHa. B apyrux BapuanTtax ocymectBieHus CD123-cB3bpIBaromuii 00K COAEPKUT OSIKOBBIN KapKac,
KaK TIpaBWJIO, PACKPBITHIN, Hampumep, B mybnukanuu 3asBku Ha mateHt CIIIA Ne 2009/0148447. CD123-
CBSI3BIBAIONINI OEJIOK MOXET BKJIIOYATh B ceOsl, B MOPSAKE OT aMHHOKOHIIA 10 KapOOKCHIHHOTO KOHIIA: KOH-
CTaHTHYIO 00JIaCTh IMMYHOTJIOOYJIHHA, IMAPHUPHYIO 007IaCTh ¥ MEPBEIA CBA3BIBAIOIINI TOMCH.

CD123-cBs3bIBaromye NOMHIICITHIBI U OCIKHU, PACKPHITHIC B TAHHOM JOKYMEHTE, MOTYT BKIIFOYATh KapKac
MYJIBTHCIICIIH(PUICCKOTO CBA3BIBAIOIIETO Oelka. MyIbTUCTICHU(UICCKUE CBI3BIBAIONIUC OCIKH U OIS THIBI
C MCIOJIB30BaHNEM KapKacoB PAaCKpPHITHI, HarpuMmep, B myonukannu 3asBku PCT Ne WO 2007/146968, myoinka-
un 3asBku Ha mateHT CIIIA Ne 2006/0051844, myonukaruu 3asBku PCT Ne WO 2010/040105, mybiukanuu
PCT Ne WO 2010/003108, nmarente CIIIA Ne 7166707 u marente CLLIA Ne 8409577, kaxXaplif U3 KOTOPBIX I10JI-
HOCTBIO BKJTIOYEH B JaHHOE OMHCAaHWE MOCPENCTBOM CChUIKH. CD123-cBs3biBaronmumii 010K MOXKET COIepKaTh
JIBa CBSI3BIBAIONINX JOMEHA (JIOMEHBI MOTYT OBITH MpEJHAa3HAYCHBI U CHEIM()UICCKOTO CBSI3BIBAHUS OIOHOMN H
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TOW K€ WIIM Pa3HBIX MUIICHEH), IMAPHUPHYIO 00JIacTh, TUHKED (HAmpuUMep, KapOOKCUTCPMUHAIBLHBIN WM aMH-
HOTEPMHHAJILHBIA JIMHKEP) M KOHCTAHTHBIH perHoH mMMyHornoOyiauHa. CD123-cBs3piBatomuii 610K MOXKeET
MPEACTABIATE COOON TOMOIMMEPHBI OENIOK, ComepKamuil 1Ba HISHTUIHBIX AUCYIb(UA-CBA3aHHBIX MOJUIICTI-
THAA.

B omxom BapuanTe ocymiectBieHust n3ooperenuss CD123-cBs3piBaronuii 00K COAECPIKUT, IO TOPSAKY OT
AMHHOKOHIIA 10 KapOOKCHIIHOTO KOHIIA, TIEPBBIN CBA3BIBAIOIINI JOMEH, MIAPHUPHYIO 00JIacTh, KOHCTAaHTHYIO
0071acTh UIMMYHOTJIOOYJIMHA U BTOPOW CBs3bIBarommid aoMeH. ®dur. 11 wmmoctpupyer CD123-cBsa3piBatomuit
0eIloK B ATOW KOHPUTYPAIIHH.

Kak ucnonb3yercs B JaHHOM JOKYMEHTE TEPMHH '"COETUHSIONIME aMUHOKHUCIOTH" WU '"COeUHSIONE
AMUHOKHUCJIOTHBIE OCTAaTKU" OTHOCUTCSI K OJHOMY WJIM HECKOJIBKUM (Hampumep, okoJyio 2-10) aMUHOKHCIOTHBIM
OCTaTKaM MEXAY ABYMS COCEIHHUMH OOJIACTSIMH WJIH JOMECHAMH MOJIUTICTITHAA, TAKUMH KaK MEKIY IIAPHUPOM U
CMEXXHOW KOHCTAaHTHOM OOJIACThIO MMMYHOTJIOOYJIMHA WIIM MEXKIY IIAPHUPOM U COCEIHUM CBSI3BIBAIOLIUM [0-
MCHOM WIIM MEXKIY MCNTHUIHBIM JIMHKEPOM M COCCIHHM BapHaOCIbHBIM JOMECHOM HMMYHOTJIOOYJIHMHA WA
CMEXXHOW KOHCTaHTHOW 00JIACTBI0O MMMYHOTIIOOYHHA. COCAUHSIONNE aMUHOKHUCIOTHI MOTYT OBITH pe3yJibTa-
TOM IIPOEKTUPOBAHUS KOHCTPYKTA HOJIHIIENTHAA (HAapUMep, aMHUHOKHCIIOTHBIE OCTATKH, MMOyYCHHBIE B Pe3yJiIhb-
TaTe UCIIOJIB30BAHIS CaiiTa PECTPUKIIMOHHOTO (hepMEeHTa BO BpeMsi KOHCTPYHPOBAHUS MOJIEKYIbI HYKICHHOBOM
KHCJIOTHI, KOAUPYIOUICH MOJIUIIETITHI).

Kak ucnons3yeTcss B TaHHOM JOKYMEHTE TEpMUH "HYXIAIOMIMACS MAUEHT" WIN "HYXIAIOMMHCS CyOb-
eKT" OTHOCHUTCA K MAIMEHTY, IOABEP)KEHHOMY PHUCKY 3a00JI€BaHUS WM PACCTPOHCTBA WIIM COCTOSIHHSA, KOTOPOE
MOIIaeTCsl JISUCHHUIO WM YIYYIISHHIO C TIOMOINBI0 OeKa WIIM TOJMTIENTH I, cBs3bIBatomerocs ¢ CD123. wiun
UX KOMIIO3HIUH, MIPEJICTABICHHBIX B JAHHOM JIOKYMeHTE. [lanmeHTOM, HyKJAIOIIUMCS B JICYCHUH, MOXKET OBITh,
HaNpUMep, MaIUEHT, Y KOTOPOro IUATHOCTUPOBAHO 3a00JeBaHKe, CBA3aHHOE ¢ 3kcnpeccueit CD123, Takoe kak
ocTpbIii Muenouaneli seiiko3z (OMJI), B-numdorneiiko3, HOBooOpa3oBaHUs W3 ONACTHBIX ILIA3MOIUTOMIHBIX
nernputHbIX KieTok (OBITJIK), BomocaTokierounsli eiiko3 (BKJI), muenoaucractuueckuit cuaapom (MIC),
octpeiii umdoodacTaei sneiikos (OJII), pedpakrepHas anemust ¢ nzopirkom OnacroB (PAUB), xporndeckuii
MUeNnojeko3 u mumMpoma XoHKKIHA.

Kak ucnonb3yeTcst B JaHHOM JOKYMEHTE TepMHH "(hapMarieBTHIECKH MPUEMIIEMBIA" OTHOCUTCS K MOJICKY-
JSIPHBIM BEIIECTBAM M KOMITO3UIIMSAM, KOTOPBIE OOBIYHO HE BBI3BIBAIOT AJUIEPTHUECKUX WM APYTHX CEPHE3HBIX
MOOOYHBIX peakIuii MPU BBEICHNUHU C MCIIOJIb30BAHUEM ITyTeH, XOPOIIO U3BECTHBIX B TaHHOH oOmacTu. MoJieky-
JSIpHBIE O0BEKTHI M KOMIIO3UIIUH, OJOOPEHHBIE PEeryIUpYIOINM opranoM DenepaabHOTO MPABHTEIBCTBA WIIH
MIPaBUTENLCTBA IITaTa UM nepeunciennasie B @apmakonee CIIA umm apyroit obmenpuzHanHOW (GapMakoriee
JUTSL IPUMCHEHUS Ha KUBOTHBIX, ¥, B YACTHOCTH, Ha JFOJISAX, CYUTAOTCS " (hapMaIleBTUICCKH MPUEMIIEMBIMU .

Kaxk ucrionbp3yeTcst B JaHHOM TOKyMEHTe TepMHH "mpoMoTop" oTHOcuTcs K obsactu JJHK, BoBnedeHHOi B
cBs3piBanre PHK-monmmmepassl Uit MHUIAAINH TPAHCKPHITIIUH.

Hcnonp3yemsle B JaHHOM JOKYMEHTE TEPMHUHBI "HYKJIEHHOBAs KUCIOTA", "MOJIeKyIa HyKICHHOBOH KHUCIIO-
THI" WK "MOMUHYKICOTH ' OTHOCATCS K JIC30KCUPHUOOHYKIICOTHIAM WJIH PUOOHYKICOTHAAM H UX MOJIUMEPaM B
OJTHO- WJIM JABYXIICTIOYCUHOU (hopMme. Ecii KOHKPETHO HE OTpaHHYCHO, YKa3aHHBIC TCPMUHBI OXBATHIBAIOT HYK-
JICMHOBBIE KUCIIOTHI, COAEPIKAINe aHAJIOTH MPUPOIHBIX HYKICOTHIOB, KOTOPHIE 00JIAat0T CBOWCTBAMH CBS3bI-
BaHUs, CXOJHBIMH C 3TAJTOHHOH HYKJICHMHOBOW KHCJIOTOH, M METa0OIM3HPYIOTCSA CIIocoO0M, MOJTOOHBIM BCTpe-
YaroIUMCsI B IIPUPOJE HyKIeoTHAaM. Eciii He yKa3aHO MHOE, KOHKPETHAs ITOCIeI0BATeILHOCTh HYyKICHHOBOM
KHCJIOTHI TaK)Ke HESBHO BKIIIOYACT €€ KOHCEPBATUBHO MOTU(PHIMPOBAHHBIE BAPHUAHTHI (HAIPHMEp, BBIPOXKIACH-
HBIE 3aMEHBI KOJIOHA) W KOMIUIEMEHTapHBIE MOCIEI0BATEIFHOCTH, a TaKXKe SBHO YKa3aHHYIO MOCIEIOBATENb-
HOCTh. B 4aCTHOCTH, BBIPOKICHHBIC 3aMCHBI KOJJOHOB MOTYT OBITh JOCTUTHYTHI ITyTEM T'CHEPUPOBAHHS MOCIEC-
JIOBATCIILHOCTEH, B KOTOPHIX TPETHE IOJIOKEHUE OJTHOTO I HECKOJIBKUX BHIOPAHHBIX (MM BCEX) KOJIOHOB 3a-
MEIIEHO OCTaTKaMHU CMCIIAHHOTO OCHOBaHWs W/mwim JIe30kcumHo3uHa (Batzer et al. (1991) Nucleic Acid Res.
19:5081; Ohtsuka et al. (1985) J. Biol. Chem. 260:2605-2608; Cassol et al. (1992); Rossolini et al. (1994) Mol.
Cell. Probes 8:91-98). TepmuH HyKJIEeHHOBas KHCJIOTa HCIIOJIB3yeTCS B3aMMO3aMEHSIEMO C TEPMHMHAMH TICH,
k/IHK n MPHK, xonupyemsix renom. HMcnons3yemsle B JaHHOM JTOKYMEHTE TE€PMHHBI "HYKJIEUHOBas KHCIOTA",
"MOJIeKyJla HYKJIEMHOBOW KHCJIOTHI" WM "TONMHYKICOTHA" TpeaHa3HAdYeHbl i BKIodeHUs mojekyn JJTHK
(manpumep, k/IHK wm renomuoii JIHK), monekyn PHK (manpumep, MPHK), anamoros JIHK wmm PHK, crene-
PHPOBAHHBIX C UCTIOIB30BaHNEM HYKJICOTHAHBIX aHAJIOTOB M UX MIPOU3BOIHBIX, (hPArMEHTOB M TOMOJIOTOB.

Tepmun "3kcnpeccus” OTHOCHUTCS K OMOCHHTE3y MPOAYKTA, KOAMPYEMOTO HYKJIEMHOBOW KucioToi. Ha-
IpUMep, B CIIydae CeTMEHTa HYKJIEWHOBOM KHCIOTHI, KOAMPYIOMIETO MOJUIENTHA, MPEACTABIAIOMNN HHTEpEC,
3KCIPECCHs BKIIOYAET TPAHCKPHUMIUIO cerMeHTa HykienHoBoi kucinoTsl B MPHK u Tpancnsiuio MPHK B ogun
WA HECKOJIBKO TIOJTHITCITH/IOB.

Tepmunbl "equHuILa SKCIIpeccHu” U "KacceTa dKCIpPeccH" UCTOIb3YIOTCS B IaHHOM JIOKYMEHTE B3aHMO-
3aMEHsACMO M 0003HAYaI0T CETMEHT HYKJICHHOBOW KUCIIOTHI, KOJUPYIOIIHUH MOJUNCTITUA, TPEACTABISIONIINA UH-
Tepec, U COoCOOHBIN 00eCTIeYnBaTh IKCIIPECCHIO CETMEHTA HYKIICHHOBOW KUCIIOTHI B KIIETKe-X03siMHe. EnnHumna
9KCIPECCUH OOBIYHO COACPIKUT MPOMOTOP TPAHCKPHUIIIMU, OTKPBITYIO PAMKy CYUTHIBAHHS, KOAUPYIOIIYIO MTOJHU-
MENTH, TPEACTABISIONUA HHTEpPEC, ¥ TCPMUHATOP TPAHCKPHIIIHUHU, BCE B PabOTOCIIOCOOHOHN KOH(HUTypaIHH.
[ToMrMO TpPaHCKPHUIIIIHIOHHOTO MIPOMOTOpPA W TEPMUHATOPA, IKCIPECCHOHHAS CIMHUIIA MOXKET JOIOIHUTEIHFHO
BKITIOYATH JIPYTHE CErMEHTHl HYKIEHHOBOH KHCJIOTHI, TaKHe KaK, HaIpAIMep, YHXaHCEP WM CUTHAJT MOJIHAICHH-
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JUPOBAHUSL.

Kaxk ucrionbp3yeTcs B JaHHOM TOKYMEHTE TEPMHH "BEKTOP SKCIPECCUH" OTHOCHTCS K MOJICKYJIe HYKJIEHHO-
BOW KHCJIOTHI, THUHEWHON WJIM IIUPKYJISIPHOM, COAeprKallleld OHY WM HECKOJIbKO €IMHMUII IKcnpeccun. B pomon-
HEHHE K OHOH MM HECKOJIBKUM €IMHHUIIAM AKCIPECCHU BEKTOP SKCHPECCHH MOXKET TakKe BKIIOYATH JOIOIHH-
TEJbHBIE CETMEHTHI HYKJIIEMHOBOM KHCIIOTHI, TAKHE KaK, HAIIPUMEpP, OJWH MM HECKOJBKO TOYEK Hadaja Perniu-
KaIlii WIK OIWH WM HECKOJBKO MapKepOB, MPUTOIHBIX IJIS CEIeKIHU. BeKTOpHI 3KcIpeccui 0OBIYHO MPOTC-
XOJIAT OT TuIa3MUAHOHN min BupycHou JIHK miam MoryT conepskaTh 3J1eMeHTH 000HX.

Kak ncnons3yeTcst B JaHHOM JOKYMEHTE TEPMHH "HACHTHYHOCTD MOCIIEIOBATEILHOCTH" OTHOCUTCS K B3a-
UMOCBSI3H MEKIY IBYMsI WIIA O0Jiee MOMUHYKICOTHIHBIMHU MOCICIOBATCABHOCTIMH HITH MEXIY ABYMS HIH 00-
Jiee MOJMNCNTHAHBIME TTOCIIeA0BaTeIbHOCTSIME. Koria moIoKeHHue B OHOW MOCICIOBATEIBHOCTH 3aHATA TEM
)K€ OCHOBAaHHEM HYKICHHOBOW KHCIOTBHI WM aMHHOKHCIOTHBIM OCTATKOM B COOTBETCTBYIOIIEM ITOJIOKCHHUH
CPaBHHBACMOH MOCJICIOBATEIBHOCTH, TOBOPSAT, YTO IOCICIOBATCIHLHOCTH "HIACHTUYHBI" B 3TOM IIOJIOKCHUH.
IIponeHT "UACHTUIHOCTH MOCIEIOBATEIEHOCTH PACCUUTHIBACTCS ITyTEM OTIPEICICHHUS KOJIUYCCTBA ITOJIOKCHHIH,
B KOTOPBIX UJICHTHYHOC OCHOBAHHE HYKJICHHOBON KHCJIOTHI MJIM aMHHOKHCIOTHBIA OCTaTOK BCTPEYaeTcs B 00e-
WX TIOCTIEOBATEIBHOCTAX, YTOOBI IMOJYYUTh YHCIO "HACHTHYHBIX" ToJoxeHuid. KommuecTBo "WIeHTHYHBIX"
TIOJIOKCHUH 3aTeM NIEUTCS Ha 00IIee KOJTMIECTBO MOJOKEHUH B OKHE CpaBHEHHS M YMHOkaeTcst Ha 100, 9To0b!
MOJIYYUTh TPOUEHT "HACHTHYHOCTH TMocheaoBareabHOCTH". TIpOmeHT "HASHTUYIHOCTH IOCIIeI0BATEILHOCTH"
OTIpeNieNsAeTCs IyTeM CPaBHEHHUS JIBYX ONTHMAIBHO BBEIPOBHEHHBIX IOCIEIOBATEIHHOCTEH B OKHE CpaBHEHHS.
OKHO cpaBHEHHUS IS TOCTIEIOBATEIBHOCTEH HYKJICHHOBBIX KHUCIIOT MOKET COCTABIISATh, HAIPUMED, IT0 MEHBIIEH
mepe 20, 30, 40, 50, 60, 70, 80, 90, 100, 110, 120, 130, 140, 150, 160, 170, 180, 190, 200, 300, 400, 500, 600,
700, 800, 900 mm 1000 wmu Gosiee HYKIEHHOBBIX KHCIOT B IHMHY. OKHO CpaBHEHHMS JUIS MOJHUIIENTHIHBIX HO-
CJIEZIOBATEILHOCTEH MOXKET OBITH, HALpUMeEp, Mo MeHsbIel mepe 20, 30, 40, 50, 60, 70, 80, 90, 100, 110, 120,
130, 140, 150, 160, 170, 180, 190, 200, 300 wix Oojce aMHHOKHCIIOT B JUTHHY. UTOOBI ONITUMATHHO BHIPOBHATH
MOCJIEIOBATEIEHOCTH ISl CPAaBHCHHS, YaCTh MOJIMHYKJICOTHIHON WM MOJIHMIICHTHIHON MOCICIOBATEIEHOCTH B
OKHE CpPaBHCHHUS MOXKET COJCpXKAaTh HOOABICHHS WM JCICIMH, Ha3bIBacMble MPOOEIaMu, B TO BpEMs Kak 3Ta-
JIOHHASI TTOCTIEIOBATENBHOCTD MOIEPKUBACTCS TTOCTOSHHONH. ONTHMaIbHOE BEIPaBHUBAHKE - 3TO TaKOE BBIPAB-
HUBaHHUE, KOTOPOE, IaXKe C IMPOITyCKaMH, CO3[aeT MaKCHMAaJIbHO BO3MOJKHOE KOJMYECTBO "MACHTUYHBIX" IOJIO-
JKeHUH MEXKAY STaJOHHOH MMOCIEeI0BATEIHHOCTRIO U TOCIIEIOBATEIFHOCTRIO CpaBHEHUs. [IponeHT "uaeHTnaHo-
CTH TIOCITIEIOBATEIBHOCTEH" MEXAy HBYMS IIOCIIEIOBATEIFHOCTSIMH MOXXHO ONPEACTUTH C MOMOINBI0 BEPCHU
nporpammsl "IlocenoBarensHoctt BLAST 2", koTopas Oblia moctynHa B HaroHaabHOM IEHTpe OHOTEXHOJIO-
TUdeckor mHpopManuu 1Mo cocrossHuio Ha 1 ceHTsOps 2004 r., m 9Ta mporpaMma BKIIOYAET MPOTPaAMMBI
BLASTN (1151 cpaBHeHHs HYKJICOTHIHBIX TocienoBatenabHocteil) 1 BLASTP (ni1s cpaBHEHNS TONMMIENTHIHBIX
MIOCJIE/IOBATENILHOCTEH), MPOrpaMMBbl KOTOPBIX ocHOBaHbI Ha anroputMme Karlin u Altschul (Proc. Natl. Acad. Sci.
USA 90(12):5873-5877, 1993). Ilpn ucnons3oBanum "IlocnenosarensHoctn BLAST 2" mapamerpbl, KOTOpbIe
ObLTH MapaMeTpaMu 1o yMoidaHuio Ha 1 ceHTsiOopst 2004 r., MOTYT MCHONB30BaTHCS IS pa3Mepa ciosa (3), no-
NpaBKU Ha OTKPHITHIN mpoGen (11), monpasku Ha mpoben pacmmpenus (1), cnaga npobdena (50), oxumaemoe
3nadyenue (10) u mo6oro Apyroro 00S3aTeBHOTO MapaMeTpa, BKIFOYasi, HO HE OTPaHIMYUBAsCH, OTIIMI0 MAaTPHK-
ca. Cumraercs, 4TO [1B€ HYKJICOTHIHBIC WM aMHUHOKHCIOTHBIC IMOCIEIOBATEIBHOCTH HMMEIOT "IO CYIIECTBY
CXOIHYI0O HICHTUYHOCTH MOCIEAOBATEIHHOCTH" WX '"CYIIECTBEHHYIO HICHTHYHOCTH IOCIEIOBATEILHOCTH',
€CIIM JIBE IOCIICOBATEIBHOCTH MMEIOT 1o MeHbIei Mepe 80%, mo MeHbmei mepe 85%, mo meHbmeil mepe
90%, o mensIneit Mmepe 95%, mo menbmen Mepe 96%, mo MeHbIeit Mepe 97%, o MeHbIIeH Mepe 98% i o
MeHbIIeH Mepe 99% HICHTHIHOCTH TOCIe0BAaTEIFHOCTH OTHOCHTEIBHO JIPYT ApYTa.

Kak ncnone3yercst B JTaHHOM JOKyMEHTE TepMUH "MONMMNENTHA"' Wi "MOJIMIENTHIHAS Henb" 0003HayaeT
€IMHOE, JIMHCHHOE ¥ HEMPEPHIBHOE PACIOIOKCHHAC KOBAJICHTHO CBSI3aHHBIX aMHHOKHUCIOT. [10JHIIEenTHIBI MOTYT
UMETh WU 00pa30BEIBATH OJHY WM HECKOJBKO BHYTPHUIICTIOUCYHBIX TUCYIb(QHUIHBIX CBsi3el. UTo Kacaercs mo-
JIUIENTHIOB, KaK OIMKMCAHO B JaHHOM JOKYMEHTE, CChUIKA Ha aMHHOKHCIOTHBIC OCTATKH, COOTBETCTBYIOIIHE OC-
taTkaMm, ykazaHHeM B SEQ ID NO, BKiIFOUaET MOCTTPAHCIIAIUOHHBIC MOAMU(PHUKAIINN TAKHX OCTATKOB.

Kak ucnonesyercst B taHHOM okymMeHTe TepMuH "CD123-cBsi3pIBaroniuii 6e0K" MOMKET HCIIOJIb30BATHCS
B3aMMO3aMEHSIeMO ¢ "ToJumenTuaoM, cBs3pBatonum CD123", "momunentuaom" U "peKOMOWHAHTHBIM TTOJIH-
nentuaoM". Takue Monekymnsl cenuduuecku cBszbiBatoTcs ¢ CD123 (manmpumep, yenopedeckum CD123), Tak-
K€ U3BECTHBIM Kak kiactep auddepeniupoBku 123, anbda-mensd perentopa uHTepneiikuHa-3 u IL3RA. CD123
MPEICTaBIsIET COO0OH TpaHCMEMOpAHHBIN TIMKONMPOTEMH THHAa | C BHEKICTOYHBIM JOMEHOM, BKIIOYAIOIINM
npenckazanupiii [g-momooubIi qoMeH n nBa momena Fnlll. CD123-cBs3biBaromme OEIKH PacCKPHITHS CBS3bIBA-
0TCS ¢ BHEKJIeTOUHBIM qoMeHoM CD123. Tepmuu " CD123" MoxeT OTHOCHTBCA K J1I000# m3opopme CD123.
WnmrocTpaTHBHBIC HYKICOTHIHBIC 1 aMUHOKHCIIOTHBIE TIocieoBatebHocTd CD123 venoBeka mpeacTaBiIcHE B
SEQ ID NO: 205 u 206 u SEQ ID NO: 207 u 208 coorBercTBeHHO. CD123 CBsI3BIBacTCs € OETA-IIEIBIO PElei-
TOpa MHTEepIIeHKHHA-3 ¢ 00pa30BaHUEM YKa3aHHOTO PEIenTopa.

"Benox" mpencraiseT coO0H MakpOMOJIEKYITy, COJEpPIKAILyI0 OJHY MM HECKOJIBKO MOJIMIETTHIHBIX Iie-
nei. bemok Tak:ke MOXKeT collep:KaTh HEMCNTHIHBIC KOMIIOHCHTHI, TAKUE KaK yIIICBOJHBIC TPYIIEL. YTICBOIBI U
JPYTHC HETCNTUIHBIC 3aMECTHTEIM MOTYT OBITh JOOABIICHEI K OCIKY KJICTKOH, B KOTOPOW MPOU3BOAUTCS OETIOK,
1 OyIyT BapbHpOBaThCS B 3aBUCUMOCTH OT THIIAa KJIIETKH. benku ompeseneHsl B JTaHHOM JOKYMEHTE B TepMUHAX
MX aMHUHOKHCIIOTHBIX KapKACHBIX CTPYKTYP; 3aMECTUTEIH, TaKKe KaK YIIIEBOAHBIC TPYIITEI, OOBIYHO HE YKa3aHHI,
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HO, TEM HE MEHEee, MOTYT IIPHCYTCTBOBATh. BeJIOK MOXeT OBITh aHTHTEIOM WM aHTHUTCHCBSA3BIBAIOIINM (par-
MEHTOM aHTHTeNa. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS OCJIOK TaKKe MOXKET MPEACTaBISITh COOOH MOJIEKY-
ny scFv-Fc-scFv, numep scFv-scFV unu nuarteno.

TepMuHBI "aMUHOTEPMHUHATLHBINA" U "KapOOKCUTEPMUHAIBHBIN" UCTIONB3YIOTCS B JAHHOM JIOKYMEHTE JIJIS
0003HaYCHNA MTOJIOKEHHUH B MOJIMIENITHAAX. [ /1 TO3BOISET KOHTEKCT, 3TH TEPMUHBI UCTIONB3YIOTCS CO CCBUIKON
Ha KOHKPETHYIO MOCJIEI0BATEIEHOCT WIH YacTh MOMUMIENTHAA Ui 0003HaUYeHUs OJIM30CTH MM OTHOCHUTEIBFHO-
ro mojoxeHusa. Hampumep, onpeaencHHas MOCIENOBATEIFHOCTD, PACIIONOKEHHASI TI0 HATIPABICHUIO K KapOOK-
CHJIFHOMY KOHITy OTHOCHTEIBHO KOHTPOJIEHOW IOCIEIOBATEIHHOCTH B TOJHIICIITHAE, PACHOI0KEHa MPOKCH-
MaJIbHO K KapOOKCHIIEHOMY KOHITy KOHTPOJIBHOW HOCJIEI0BATEIILHOCTH, HO HEOOS3aTeIbHO HAXOUTCSI Ha Kap-
OOKCHIIBHOM KOHIIE MOJHOTO MOJIUTIETTH IA.

"T-knerounsii penenrop” (TKP) mpencraBisier coboil MOJIEKyTy, paclioJIOKEHHYIO Ha MOBEpXHOCTH T-
KJIETOK, KoTopast Hapsiny ¢ CD3, kak mpaBmiio, OTBETCTBEHHA 32 PAacIlO3HABaHHE aHTUTEHOB, CBSI3aHHBIX C MOJIe-
KyJlamMu TiiaBHOTO Komiutekca rucrocoMectumMoctd (I'KI'C). OH coctouT U3 AuCynb(ua-CBI3aHHOTO TeTEpOIn-
Mepa CHJIFHO M3MEHSIONINXCS o- U B-memneit B 6ompmmmacTBe T-Kitetok. B apyrux T-kieTkax skcmpeccupyercs
aJbTePHATUBHBIA PEIETITOP, COCTOSANIUI M3 BapuabenbHBIX Y U O 1eneil. Kaxnas mens TKP sBisiercs dinerom
cynepceMeiicTBa IMMYHOITIOOYJIMHOB M 00agaeT ogHUM N-KOHIIEBHIM BapuaOebHBIM TOMEHOM MMMYHOTJIO-
OyJIMHA, OZJHUM KOHCTAaHTHBIM JIOMEHOM MMMYHOIJIOOYJIMHA, TPAaHCMEMOpaHHON 00JIaCThIO0 ¥ KOPOTKHUM IIHTO-
TIa3MaTHIEeCKUM XBOCcTOM Ha C-TepMHHAIBLHOM KOHIlE (cM. Abbas and Lichtman, Cellular m Molecular Immu-
nology (5th Ed.), Editor: Saunders, Philadelphia, 2003; Janeway et al., Immunobiology: The Immune System in
Health and Disease, 4th Ed, Current Biology Publications, p148, 149 u 172, 1999). TKP, kak ucnonb3yercs B
JAHHOM OTIMCaHHH, MOKET OBITh OT pa3IMYHBIX BHIOB XHBOTHBIX, BKIIIOYAs Y€JIOBEKA, MBI, KPBICY U JPY-
THX MJICKOTIHTAIOMINX.

Tepmun "TKP kommiekc" B KOHTEKCTE JAHHOTO OTIMCAHUS OTHOCHUTCS K KOMILIEKCY, 00pa30BaHHOMY B pe-
synbrate accoruanuu nenet CD3 ¢ gpyrumu nemsmu TKP. Hanpumep, TKP xoMmmuiekc MOXET COCTOSTH U3
CD3yCD3y nern, CD38CD36 nenn, nByx CD3eCD3¢ neneit, romogumepa CD3(, neneit, nenn TKPo u merm
TKPp. Ansreprarusro, TKP xomrmiexc MmoxeT coctosts n3 CD3y- e CD3y,CD36- CD36-nenu, neyx CD3e-
CD3e- nermeit, romomumepa CD3C,- neneit, nern TKPyyy u menm TKPS.

"Kommonent TKP xomruiekca", ucnonb3yeMblii B JaHHOM J0KyMeHTe, oTHocuTcs kK nenu TKP (To ects
TKPa, TKPB, TKPyyy nmu TKPS), nerru CD3 (to ects CD3y,CD36, CD3¢e i CD3() mmn koMIuiekcey, oopaso-
BaHHOMY nByMs win Oonee mermsimu TKP wnu nemsamu CD3 (manpumep, kommiekc TKPo u TKPR, xommrekc
TKPy u TKPS, xommuexkc CD3e u CD39, xommiuekc CD3y nu CD3e mm kommiekce cyo-TKP TKPa, TKPJ,
CD3y,CD36 u age uenu CD3g).

TepMuH "aHTUTENO-3aBUCHMAas KIETOYHO-OMIOCPEI0BaHHAs TUTOTOKCHIHOCTE" 1 "A3KI", ucmonn3yemoie
B JIAaHHOM OIMCAHWHU, OTHOCSATCSI K KJIETOYHO-OMOCPEAYEMOMY IPOIECCY, B KOTOPOM HecHelU(pHIecKHue IIUTO-
TOKCHYECKHE KIETKH, KOTOpble KkcmpeccupyoT Fc-y R (Hampumep, MOHOIMTApHBIC KIETKH, TAKAE KaK KICTKH
ecrectBeHnble kmuieps! (NK - Natural Killer) u makpodaru), pacro3HaloT CBsI3aHHOE aHTHUTENO (WIN APYToH
0emoK, crtocoOHBIN cBsA3BIBaThCA ¢ Fey R) Ha KieTke - MUIICHH ¥ BIOCIIEACTBUH BBI3BIBAIOT JIM3UC KIETKH - MH-
menu. B npuanune, mo0sie 3¢ G eKTopHbIe KISTKH ¢ akTUBUPYIOmUM Fcy R MoryT OBITh MHIyIIMPOBAaHBI B Kade-
cte nocpennuka A3KII. IlepsuunsiMu knetkamu anst onocpenosanus A3KL, ssustorcs NK - knetku, koTopsie
skcnpeccupytoT Tonbko Fey RIII, Torna kak MOHOLMTHI, B 3aBUCUMOCTH OT UX COCTOSIHMSI aKTHUBAILIMH, JTOKAJU-
3armn, Wi nuddepenmanym, Moryt 3kcnpeccupoBath Fcy RI, Fey RIT u FeyRIIL. [{nst 0630pa mo skcrpeccuu
FcyR Ha reMomosTHUecKuX KIIETKax, cM., Hanpumep, Ravetch et al., 1991, Annu. Rev. Immunol., 9:457-92.

Tepmun "ob6nanaronnii A3KI] akTHBHOCTBIO", HCHONB3YEMBIH B IaHHOM JIOKYMEHTE B OTHOILICHUH TOJIH-
HenTHaa win Oesika, 03Ha4yaeT, YTO MOJUIENTH] WiIH O0eJ0K (HarpuMep, TOT, KOTOPBIH COAEPKHUT MIapHUPHYIO
00J1acTh UMMYHOTJIOOYJIMHA U KOHCTaHTHYIO 00JIacTh HMMYHOTIIOO0yHHA, nMeromyto CH2 n CH3-nomensl, Ta-
Kue Kak npoucxomsimue ot IgG (manpumep, 1gG1)), ciocoOHBI onoCpeIoBaTh aHTUTEN0-3aBUCUMYIO KJIETOYHO-
orocpeoBaHHyI0 IMTOTOKCHYHOCTH (A3KLI), yepe3 csa3piBanue IuronmTHYeckoro Fe-pernentopa (Hampumep,
FcyRIID) Ha muTonuTHdeckol MMMYHHOU 3¢ (GEKTOpHOH KileTke, dKcmpeccupytomieit Fe-perenirop (Hampumep,
NK-knertka).

"Kommnement3aBucumasi tuToTokcuyHOCTE" 1 "CDC" B KOHTEKCTE TaHHOTO OMHCAHMSI OTHOCSITCS K MPO-
IIECCy, B KOTOPOM KOMIIOHEHTHI B HOPMAJILHOH CHIBOPOTKE ("'KOMIUIEMEHT") BMECTE C aHTHTEJIOM HJIH JAPYTUM
C1q-KOMITJIEeMEHTCBSI3BIBAIONTIM OETIKOM, CBSI3aHHBIM C aHTUTCHOM-MHUIICHBIO, IEMOHCTPUPYIOT JTH3HUC KICTKH-
MHUIIIEHH, YKCIPECCUPYIONIeH aHTUTeH-MUIIeHb. KOMIUIEMEHT COCTOHUT M3 TPYIIIBI CHIBOPOTOYHBIX OCNKOB, KO-
TOpBIC ACHUCTBYIOT COTJIACOBAHHO M B YHOPSIOYCHHOH IOCIIEAOBATEIHHOCTH, 9TO0 OKa3BIBAaTh ONPEACIEHHOE
JIEUCTBHE.

HUcnonb3yeMble B TaHHOM JOKYMEHTE TEPMUHBI "KJIacCUYECKUH MyTh KOMIUIEMEHTa" U "KiIaccudyeckas Ch-
CTeMa KOMIUICMEHTA" SBISIOTCS CHHOHMMAMH M OTHOCSATCSA K KOHKPETHOMY IYTH aKTHBAIlMM KOMILICMEHTA.
Knaccuueckuii myTh TpeOyeT KOMIUICKCOB aHTHUICH-aHTUTENO Ul MHUIMALMHM W BKIIOYAET YIOPSIOUYCHHYIO
AKTHBAIMIO JIEBATH OCHOBHBIX OEIIKOBBIX KOMIOHEHTOB, 0003HaueHHBIX 0T Cl no C9. Ha HeckosbKUX 3Tamax
npolecca akTHBALMK MPOAYKT IMPENCTABISIET CO00H GpepMeHT, KOTOPBIH KaTaJIM3UPYeET IMOCIECIYIONIYIO CTAINIO.
3TOoT Kacka] oOecreunBaeT yCWICHHE M aKTHUBALUIO OOJIBIIOTO KOJIWYECTBA KOMIUIEMEHTa OTHOCHTEIBHO He-
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OOJNBIINM HaYaTbHBIM CUTHAJIOM.

Tepmun "oOnamatommii akruBHOCTEI0O CDC", ncronbp3yemslili B TaHHOM JOKyMEHTE B OTHOIIECHHH MOJIH-
MenTraa Wik Oenka, 03HadaeT, YTO MOJIMIENTHA WIH OeNOoK (HampuMmep, TOT, KOTOPHIA CONCPKUT IMApHUPHYIO
0071acTh UMMYHOTJIOOYJTMHA ¥ KOHCTAHTHYIO 00J1acTh IMMYHOTI00ymMHa, nMetontyro CH2 u CH3-momensl, Ta-
kue Kak npoucxosammue ot IgG (manpumep, IgG1)) ciocoben onocpenoBaTh KOMIUIEMEHT-3aBUCHMYIO IIUTOTOK-
cuaaocTh (CDC) mocpenacTBoM cBsi3biBaHMs Oenka koMruiemMenTa Clq M akTHUBAIMM KJIACCHUYECKON CHUCTEMBI
KOMIUIEMEHTa. B 0HOM BapmaHTe OCYIIECTBICHHS N300peTeHIs peKOMOWHAHTHBIA TONMHUIIENTHT OBLT MO (pH-
IUpOBaH i1 yMeHbineHus aktusHocTr CDC.

Tepmunsl "nepenanpasieHHas UUTOTOKCHYHOCTh T-kiaeTok" u "RTCC" B KOHTEKCTE JAaHHOTO OMUCAHUS
OTHOCSITCS K TPOIIECCY, ONOCPENOBaHHOMY T-KJIETKaMH, B KOTOPOM IIUTOTOKCHYECKHE T-KIICTKH PeKpyTHUPYIOT-
Csl K KJICTKe-MHIICHH C WCIIOJIb30BAaHHEM MYJIBTHUCIICIM(UIECKOTO OelKa, KOTOPBIH Croco0eH crenn(pUuecKu
CBS3BIBATh, KaK IATOTOKCUYCCKYIO T-KIETKY, TaK ¥ KJIICTKY-MUIIICHb, U, TAKUM 00pa30M, 3aBUCUMBIH OT MHUIIICHA
IIUTOTOKCUYECKUHA OTBET T-KIIETKH BHI3BIBACTCS IPOTHUB KICTKU-MHIIEHH. [Toaumentuasr u OenKu, coaeprkalue
aat- CD123 u anTi-CD3-cBs3bIBarOIIKE TOMEHBI, KaK ONMCAaHO B TAaHHOM JOKyMeHTe, criocoOHbI kK RTCC.

Kak ucnonp3yeTcst B JaHHOM JJOKyMEHTE TepMHH "nedenune", "neunTs” i "yimydienne" OTHOCHTCS THO0
K TEpameBTUYECKOMY JICUCHHIO, JIN0O K MpOQIIaKTHIECKOMY/IPEBEHTHBHOMY JieUeHHIO. JledeHue sBIsAeTCS
TEpaneBTHYECKUM, €CIIM [0 MEHBIIIeH Mepe OTUH CHMIITOM 3a00JIeBaHUS y MHINBUAYYMA, MOIYJAfOMIEero JIede-
HHE, YIY4IIaeTCs WK JICUeHHEe MOXKET OTCPOUYHThH YXYIIICHHE MPOTPECCUPYIOMIETo 3a00IeBaHNs Y HHANBUAYY-
Ma WJIH MIPEIOTBPATUTh BOSHUKHOBEHHE TOTIOIHUTEIHHBIX COMMyTCTBYIONINX 3a00IeBaHUI.

Kak ucnonb3yeTcsi B JaHHOM JOKYMEHTE TepMUH "TepaneBTHICCKH d(HPEKTHBHOE KOTUIECTBO (WU 103a)"
i "3 dexTHBHOE KOIMYECTBO (MM 103a)" KOHKPETHO! CBSI3BIBAIONICH MOJIEKYJIBI I COSAMHEHUS! OTHOCHUTCS
K TakoMy KOJHYECTBY COEIUHEHHs, KOTOPOE JIOCTATOYHO, YTOOBI MPHBECTH K OCIA0JICHUIO OJHOTO WU He-
CKOJIBKMX CHMITOMOB 3a00JIEBaHMS, KOTOPOE JIeYaT, CTATUCTHYECKN 3HAYUMBIM 00pa3oM MM CTaTUCTUYECKH
3HAYMMOE yiydnieHue GpyHKIun opraHoB. Korma peusb uzneT 00 OTAENEHOM aKTHBHOM HHIPEIUEHTE, BBOAUMOM
OTZAEJBHO, TeparneBTHYecKH d()(EeKTHBHAS 1032 OTHOCHTCS TOJNBKO K dTOMY MHTPEIHEHTY. [IpMMeHHTEeNBHO K
KOMOWHAIMK TepareBTHYECKH dPPEKTUBHAS 1032 OTHOCUTCA K 00BETMHEHHBIM KOJMYECTBAM aKTHBHBIX MHTPE-
JIUCHTOB, KOTOPBIE MPUBOMAT K TepareBTHUECKOMY (P PEKTy, BBOAATCS JIM OHM TTOCIEIOBATEIHHO MIIN OHOBpE-
MEHHO (B OJHOH ¥ TOW K€ KOMIIO3HITUH WIH OJJHOBPEMEHHO B OTJCIHHBIX KOMITO3HITHX).

Kak wmcmnonp3yercs B TaHHOM JOKyMeHTe TepMHH "TpaHchopmanus”, "rtpanchexmus" u "TpaHcaykuus"
OTHOCATCS K TIEPEHOCY HYKJIEHHOBOW KUCIIOTHI (TO €CTh HYKJIICOTHAHOTO TOJIMMepa) B KiIeTKy. Kak ucmonsiyer-
cs B JaHHOM JIOKYMEHTE TEPMHH '"TeHeTHuecKas TpaHchopManus" OTHOCUTCS K mepeHocy u BrimodeHuto JTHK,
ocobenHo pexomOuHanTHOH JIHK, B kieTky. IlepeHocuMast HyKIeHHOBas KHCJIOTa MOKET OBITH BBE/ICHA B KJIET-
Ky IOCPEACTBOM HKCIPECCHOHHOTO BEKTOPA.

Kak ucnons3yercst B JaHHOM JOKYMEHTE T€PMHUH "BapHaHT" WM "BapHaHTHI" OTHOCUTCS K HYKJIEMHOBOM
KUCJIOTE WJIM TOJMIENTHY, OTJIMYAIOIIUMCSl OT 3TAJIOHHON HYKJICHHOBOI KHMCIIOTHI WM HOJIMIENTH/A, HO CO-
XPaHSIOMINM HMX CYLIECTBEHHBIE CBOWCTBA. Kak mpaBmiio, BapHaHTHl B LIEJIOM OYEHb ITOXOXH M BO MHOTHX 00-
JACTAX MICHTUYHBI 3TAIOHHON HYKJICHHOBOH KUCIIOTE WK MOJUIENTHy. Hanpumep, BapuaHT MOKET IEMOHCT-
pHUpoBaTh 1O MeHbIIeH Mepe mpumepHo 70%, o MeHbIIe Mepe npuMepHo Ha §0%, Mo MeHbIIEH Mepe mpH-
MepHO Ha 90%, o MeHbIIeH Mepe mpuMepHO Ha 95%, o MeHbIIel Mepe mpuMepHO Ha 96%, 1Mo MeHbIIel Mepe
npuMepHo Ha 97%, o MeHbIIeH Mepe nmpuMepHO Ha 98% mim mo MeHbIlel Mepe okoio 99% HMOeHTHIHOCTH
MIOCJIEIOBATEIbHOCTU 110 CPABHEHUIO C aKTUBHOM YACThIO WUIIM IMOJHOPA3MEPHOM STATIOHHON HYKJIEHHOBOM KH-
CJIOTO WJIH TTOJTUIIETITHIOM.

Tepmunsbl "BapuabenbHasi 001acTh JIErKoi nernm" (Takke HazblBaeMas "BaprnaOeslbHbBIM JOMEH JIETKOU Iie-
" wim "VL" i Vi) u "BapuabenbHas o0sacTk TshKeNIo# nenn” (Takke Ha3zplBaeMas "BapHaOeIbHBINA TIOMEH
Tsoxenod nenu" wiu "VH" wnu V) oTHOCHTCS K BapuaOeabHOI 0071acTH CBA3BIBAHHS JICTKOW M TSDKEJIOH IeTH
aHTHUTEJa, COOTBETCTBEHHO. BapnabenbHble 0071acTH CBS3BIBAHUSI COCTOSAT M3 AMCKPETHBIX, YETKO OINpeieiIeH-
HBIX TOA00TacTel, M3BECTHBIX Kak "ompesensionmue koMmieMeHTapaocTh o0mactu" (CDR) u "kapkacHbie 00-
nactu" (FR), o6bruHO cocrasistomue nopsgok FR1-CDR1-FR2-CDR2-FR3-CDR3 -FR4 ot aMHHOKOHIA 710
KapOOKCHIILHOTO KOHITAa. B 0THOM BapuaHTe ocymecTBieHus FR sBnstoTcs rymanuzupoBanabiMu. Tepmun "CL"
OTHOCHUTCS K "KOHCTaHTHOM 00JaCTH JIETKOM e MMMYHOTIIOOYIMHA" MK "KOHCTAaHTHOM 00JacTH JIETKOH Iie-
mu'", TO €CTh KOHCTAaHTHOW 00J1acTH JieTKoH 1enyu antutena. Tepmun "CH" oTHOCHTCS K "KOHCTAaHTHOW 00JIaCTH
TSDKEJION TIe MMMYHOTJIOOYTMHA" Wi "KOHCTAHTHOHM 00JIaCTH TsHKENoW menu', KoTopas JOTOJHUATEIBHO Jie-
uTCs B 3aBUcUMOCTH OT m3otuma antutena Ha CH1, CH2 u CH3-momens! (IgA, IgD, 1gG) wmu CH1, CH2, CH3
n CH4-nomensr (IgE, IgM). "Fab" (dparMeHT, CBA3BIBAIONIMI aHTUIEH) MPEACTABIAET COOON YacTh aHTUTEINA,
KOTOpast CBSI3BIBACTCSI C aHTHI'€HAMH M BKJIIOYaeT BapuabesnpHyto oonmacts 1 CH1-1oMeH Tspkenoit nenw, cBs3aH-
HBI1 C JIETKO IIETIbI0 Yepe3 MEXLETHYIO AUCYIb(UAHYIO CBSI3b.

JlaHHOE pacKphITHE ONMCHIBAET CBS3BIBAIOIIMIE JOMEHBI, KOTOphIe crenuduiecky cs3piBator CD123 (na-
npumep, denosedeckuit CD123), a Taxke NONMMNENTHIBI U OENKH, COJEp)KAINe ITH CBA3BIBAIOIINE JOMEHBI. B
HEKOTOPBIX BapuaHTax ocymectBieHns CD123-cBs3piBatonye OSKH U TOJUIENTHABI COJIEPXKAT BTOPOH CBSI3bI-
BAIOIMI TOMEH, KOTOPBIH MOXeT CcBs3bIBaThCsl ¢ CD123 win ¢ npyroil MUIIEHBI0. DTH MOJUIENTHABI M OCJIKH,
BKITIOYAIOIIIE CBS3BIBAIOIIIE JOMEHBI 3TOTO N300pETEHNSI MOTYT JOIOTHUTEIBHO COMepXKAaTh KOHCTAHTHBIE 00-
JacTH  WMMYHOTTIOOYJIMHA, JIMHKEPHBIE  MENTHAB, [IApHUPHYIO  00JacTe, JOMEHB  JUMEpH3a-
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[IU/TETEPOTUMEPHU3AIIMH UMMYHOTIIOOYJIMHOB, COCTUHUTEIBHBIC aMUHOKUCIIOTHI, TATH U T.JI. JTH KOMIIOHCHTHI
PACKPBITHIX TOJHIICITHIOB U OCJIKOB 00JIee MOAPOOHO ONMUCAHBI HIXKE.

Kpome Toro, CD123-cBsi3pIBaromnpe MOJUIETTUAB W OCIKH, PacKpbIThIE B JAHHOM JTOKYMEHTE, MOTYT
OBITH B (hOpME aHTUTENA WIH CIUTOTO OelKa JF000r0 M3 MHOXKECTBA Pa3iIUIHbIX (PopMaTOB (HampuMep, CIUTHIH
6emox MoxeT ObITh B (popme CD123-cBs3piBatomieli OucnenupuiIeckord WM MyJIbTHCTICIH(DHIECKON MOJIEKY-
ne1). HeorpanmauBaromume mpuMepsl OucriennpuIecKux MOJIeKyN BKitodatoT moJiekyny scFv-Fe-scFv. Hekoro-
phie OucTerpuIecKre MOJIEKYIIbI COIepKaT Win cocToAT U3 scFv antn-CD123, cBA3aHHOTO CO BTOPHIM CBSI3bI-
BAaIOIIMM JOMEHOM SCFV, M He BKIIIOUAIOT APYTHE MOCICI0BATENbHOCTH, TaKHe KaK KOHCTaHTHAsI 00J1acTh HMMY-
HornooOynuHa. B npyrux Bapuanrax ocymectsieHuss CD123-cBs3bIBatonuii Oeslok npencTaBiseT codoil nuare-
J10.

CD123-cBs3bIBaromuii 00K B COOTBETCTBUH C JAHHBIM PACKPBITHEM OOBIYHO BKJIFOUACT IO MEHBIIICH Me-
pe omay CD123-cBsi3pIBaloNIyI0 MOJMICHTHIHYIO LeMb, coaepkantyto: (a) CD123-cBsa3bIBaronuii TOMEH, KaKk
M3JI0’KEHO B JAHHOM JIOKyMEHTE. B HEKOTOpBIX BapHaHTax MOJUMENTH, cBs3biBatommii CD123, nonomHuTens-
HO BKJtodaeT (b) kapOOKCHIBHBIN KOoHel mapHupHoi obnactu k CD123-cBs3piBatonieMy JoMeHy M (C) KOH-
CTaHTHYIO 00JaCTh MMMYHOTJIOOYJIWHA. B MOMOTHUTENBHBIX BapHaHTaX IOJMIICTITHL, CBs3bBarommii CD123,
JIOTIOTHATENHHO BKI04YaeT (d) KapOOKCUTEpMUHANBHBINA JTUHKEP, KOTOPBIN SIBISETCS KapOOKCHTEPMHHAIHHBIM
M0 OTHONICHWIO K KOHCTAHTHOW 00JaCTH MMMYHOTJIOOYJIMHA, W (€) BTOPOW CBS3BIBAIOIINN JOMEH KapOOKCH-
TEPMUHAIBHBIN 10 OTHOIICHUIO K KapOOKCH-TEPMHIHAIBHOMY JINHKEPY.

B eme apyrux BapmaHTax nmojgunenTun, cBs3piBarommii CD123 conepxut (b) mapHUpHYIO 00J1aCTh, KOTO-
past SIBIISIETCS aMUHO-TEpMHUHAIBLHON 10 oTHOIeHnI0 K CD123-cBs3pIBaromemMy aoMeHy # (¢) cybob6macTh UM-
MYHODJIOOYJIMHA, KOTOPas ABJSCTCS aMHHO-TEPMUHAIBFHOMN 0 OTHOIICHHUIO K IIAPHUPHOI 00IacTu.

B HEKOTOpHIX BapuaHTaX OCYIICCTBICHUS PCKOMOMHAHTHBIC MOJHUIICITHIBI CIIOCOOHBI K TOMOJIUMEpHU3a-
UK, 0OBIYHO MOCPEICTBOM AUCYIBGUIHON CBA3H, Yepe3 KOHCTAHTHYIO 00JIACTh HIMMYHOTJIOOYJIHHA W/VITH IIap-
HHUPHYIO 00JacTh (Harmpumep, yepe3 KOHCTaHTHYIO o0yacTb MMMYyHOTrNoOyiuHa, coiepxkamyo CH2 n CH3-
nmomenbl 1gG u mapaupHyro oonacte IgG). Takum 00pa3oM, B ONpeICICHHBIX BapHaHTaX OCYIICCTBICHHUS JaH-
HOTO PacKpBITHA BAa MACHTHYHBIX ogHOIenodeyHbIx CD123-CBA3pIBAONINX MONHANIEITHAA TOMOIUMEPH3YIOTCS
¢ obpazoBanneM aumepHoro CDI123-cesa3piBatoniero Oenka. [Ipumep roMmomuMepa Mo JaHHOMY H300pETEHUIO
npencTanieH Ha ¢ur. 11.

B npyrux BapuaHTax OCYIIECTBICHHUS MOJUATICNITH I, cBsi3biBatormii CD 123, BKiIFO9aeT JOMEH reTepoauMe-
pH3aImy, KOTOPBEIH CIIOCOOCH TeTepOINMEPH30BATHCS C JPYTUM TeTePOANMEPHU3alHOHHBIM JOMEHOM BO BTOPOM
HEHJICHTHIHOHN MOJMNEeNTUAHON enu. B ompeneneHHBIX BaprHaHTaxX BTOpasi MOJUIENTHAHAS IICTb JJIS TeTepo-
JTUMEpHU3aIMK BKIFOYACT BTOPOH CBsI3bIBarONINI JOoMeH. COOTBETCTBEHHO, B ONPEICICHHBIX BapHaHTaX OCYIIe-
CTBIICHUS JTaHHOT'O PACKPBITUS JIBE HCHICHTHYHBIC TIOJTHUIICITHIHBIC [ICITH, OJHA U3 KOTOPBIX comepxut CD123-
CBS3BIBAIOIIUI JTOMEH, a BTOpas, HEOoOA3aTEIFHO, BKIFOYACT BTOPOU CBSI3BIBAIOLIMNA JOMCH, JUMEPUYIOTCS C
obpazoBanueM rerepoaumMepnoro CD123-cBs3piBatoniero Oenka. [IpuMepsl THIIOB reTepoMMEpOB BKIFOYAIOT
Te, KOTOpBIE ONHMCaHbI B ImyOnukanmy 3asBku Ha mateHT CLIA Ne 2013/0095097 u US 2013/0129723.

B HekoTopeix BapuanTax ocyriectBieHUs CD123-cBsa3pIBaromuii JoMeH, OSIOK WITU MOJUITCTITHT KOHBIO-
THPYIOT C JICKAPCTBEHHBIM CPEICTBOM MJIM TOKCHYECKUM (PparMeHTOM.

CD123-cBs3pIBaromue MOJUNENTHABL, OCIKH U UX Pa3TUIHBIe KOMIIOHEHTHI, HCTIONb3YEMBIE B TEPaIeBTH-
YECKHX CPEACTBAX MO JAHHOMY H300pPETEeHHUIO, TOTIOTHUTEIIFHO OMMMCAHBI HIKE.

Kak ykazaHO BbIIIe, JAHHOE PACKPHITHE OTHOCHUTCS K CBSI3BIBAIONINM JIOMEHAM, KOTOpBIE CHENH(UICCKH
cBs3piBatloT CD123. B HekoTophix BapuanTax CD123-cBs3pIBatomuii JOMEH CIIOCOOCH KOHKYPHUPOBATh 3a CBS-
3piBanre ¢ CD123 ¢ anTuTeIOM, UMEIONIUM 00JacTH Vi U Vi, UMEIOIINe aMUHOKHCIIOTHBIE MOCIIe0BATEIbHO-
ctu, npoaeMorctpupoBanubie B SEQ ID NO: 194 u SEQ ID NO: 196 cootBetcTBeHHO (Hanpumep, 12F1). Mei-
mumHoe aHtu-CD123-antureno 12F1 onmcano, Hanpumep, B nyoOnukamuu 3asBku Ha mnareHT CIHA Ne
2013/041739 u Kuo et al. (2012) Protein Eng Design Select, p 1-9.

CD123-cBs3bIBarOmUil TOMEH MOKET COJCPKATh MOCICIOBATEIBHOCTH, MPOJICMOHCTPUPOBAHHBIC B Ta0.
3, a Hexkoropsle coorBeTcTByIomue SEQ ID NO cymmupoBaHsl B Tabi. 6. B HEKOTOPHIX BapHaHTax OCYILECTB-
nerust CD123-cBsa3pIBatonuii JToMeH coaepxuT (i) BapuadbelbHyo 007acTh Jierkoi renu (Vi) HMMYHOTIIO0YITH-
Ha, copepxamyio CDR LCDRI1, LCDR2 u LCDR3, u (ii) BapuabenpHyt0 007aCTh TAXKEIOH ETH UMMYHOTJIIO-
oynmuHa (Vy), cogepxamyiro CDR HCDR1, HCDR2, u HCDR3 ¢ HCDRI1, conepxaniyro aMHHOKUCIOTHYIO TIO-
CJeIoBaTeNIbHOCTD, TipencTaBieHnyo B SEQ ID NO: 12, ¢ HCDR2, conmepkaniyro aMHHOKHCIOTHYIO MTOCJIE0-
BaTeIbHOCTH, NpencTaBiennyo B SEQ ID NO: 14, u ¢ HCDR3, coaepxalnyio aMHHOKHCIOTHYIO TIOCIIEA0Ba-
TeabHOCTh, mpenctaBieHHyto B SEQ ID NO: 16. B HekoTtopslx Bapuantax ocymiectBienus CDI123-
CBSI3BIBAIONINI TOMEH colepXuT (i) BapradenabHyI0 001acTh JIeTKOW nenu UMMyHornoOyiuHa (Vi), conepka-
myro CDR LCDRI1, LCDR2 u LCDR3, u (ii) BapnabenpHyI0 001acTh TSDKEJIOH e nMMyHoritooynuaa (Vy),
conepkangyto CDR HCDR1, HCDR2 u HCDR3. B HexoropsIx Takux Bapuanrtax ocymectsienus (i) LCDRI1
MMeeT aMHUHOKUCIOTHYIO MOCIIEeI0BaTENbHOCTD, npeacTaBieHHyo B SEQ ID NO: 6, wiu nocnegoBareiabHOCTb,
kotopast orianuaercs ot SEQ ID NO: 6 no MeHbIeit Mepe oHOM aMHHOKUCIIOTHOH 3aMeHoH; (i1)) LCDR2 umeer
aMUHOKHUCIJIOTHYIO TOCJIEIOBATeNIbHOCTD, MpeactasieHuyto B SEQ ID NO: 8, wiu nocnenoBaTebHOCTb, KOTOpast
otmuuaercs oT SEQ ID NO: 8 mo MeHbIIel Mepe olHOW aMHHOKHCIOTHOM 3ameHoi; (iii) LCDR3 nmeer amuHo-
KHCIIOTHYIO TTOCIIeIOBATEILHOCTD, TpeacTarieHnyo B SEQ ID NO: 10, niu mocienoBaTeabHOCTh, KOTOpast OT-
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mmyaetcs oT SEQ ID NO: 10 mo MeHbIe# Mepe 0JJHONH aMHHOKUCIOTHO#H 3ameHoit; (iv) HCDR1 uMeeTr amuHO-
KHUCJIOTHYIO MOCJIEI0BaTeNIbHOCTD, peacTaBiennyo B SEQ ID NO: 12, uiu nocneaoBaTeabHOCTh, KOTOpast OT-
mugaercst oT SEQ ID NO: 12 no MeHbIelr Mmepe 0JHOW aMHUHOKHCIOTHOH 3amenoil; (v) HCDR2 umeeTr amuHo-
KHCIIOTHYIO TTOCIIeIOBATEILHOCTD, TpeacTarieHnyo B SEQ ID NO: 14, niu mocienoBaTeabHOCTh, KOTOpast OT-
mugaercst oT SEQ ID NO: 14 mo MeHbIIe Mepe 0IHOW aMUHOKUCIOTHON 3ameHoit; U (vi) HCDR3 umeer amu-
HOKHUCJIOTHYIO TIOCJIEIOBATEIBHOCTD, TpeacTaBieHnyio B SEQ ID NO: 16, wim mocienoBaTeabHOCTh, KOTopas
otmuaaercs oT SEQ ID NO: 16 mo MeHbIIIei Mepe 0THOW aMHHOKHUCIOTHOW 3aMeHONW. OnrucaHHas! BBIIIE aMUHO-
KHCIIOTHASI 3aMEHA MOKET ObITh KOHCEPBATHBHOW WJIM HEKOHCEPBATHBHON aMHHOKHCIOTHOW 3aMeHO#. B Heko-
Topeix BapuaHTax ocymectieHuss LCDR1, LCDR2, LCDR3, HCDR1, HCDR2 w/unmu HCDR3 oTnuuatorcs ot
yYKa3aHHOM MociiefoBaTeabHOCTH Ha 1, 2, 3,4, 5,6, 7, 8, 9 i 10 aMuHOKUCIIOT. B HEKOTOpBIX BapuaHTax oCy-
mectBieHust CDR 1o 1aHHOMY pacKpBITHIO COJIEPKUT OKOJIO OJJHOM MIJIM HECKOJIBKHX (HAarpuMep, OKoJo 2, 3, 4,
5,6,7,8,9, 10) BCTaBOK, OKOJIO OJJHOHM WJIM HECKOJNBLKHX (Hampumep, okoio 2, 3, 4, 5, 6, 7, 8, 9, 10) geneuuti,
OKOJIO OJTHOW WJIM HECKONILKUX (Hampumep, okoio 2, 3,4, 5,6, 7, 8,9, 10) aMUHOKUCIIOTHBIX 3aMeH (HaIpumep,
KOHCEPBATHBHBIX AMUHOKHCIIOTHBIX 3aMEH HJIH HEKOHCCPBATHBHBIX AMHHOKHCIIOTHBIX 3aMCH) HITH KOMOMHAITUIO
BBIIIICYKA3aHHBIX W3MEHEHHUH 110 CPaBHEHUIO ¢ IociieoBaTeabHOCThI0 CDR M3BECTHOTO MOHOKIOHAIBFHOTO aH-
tuTena. Hanpumep, 1aHHOe M300peTeHre BKIIOYAeT PeKOMOMHAHTHBIN mosarenTtua, coaepsxkamnuii: (i) LCDR1,
MMEIONTNH aMUHOKHUCIIOTHYIO TOCIIE0BaTEIbHOCTD, NpeacTaieHHyto B SEQ ID NO: 6, win mocienoBaTelb-
HOCTb, KoTopas otaudaercs oT SEQ ID NO: 6 omHo# winu AByMs aMHHOKUCIOTHBIME 3ameHamu; (ii) LCDR2,
MMEIONTNH aMUHOKHUCIIOTHYIO TOCIIE0BaTEIbHOCTD, NpeacTaieHnyto B SEQ ID NO: 8, wiu mociemoBaTelb-
HOCTb, KoTOpas oTimdaercss oT SEQ ID NO: 8 onHo# uimm 1ByMsi aMUHOKHCIOTHEIME 3ameHamu; (iii) LCDR3,
UMEIOIUIl aMUHOKHCIOTHYIO MOCIEN0BAaTENBHOCTD, NpeacTaBaeHHyo B SEQ ID NO: 10, unu nociaenosartens-
HOCTB, KoTopas otimmdaetcs oT SEQ ID NO: 10 oxHo# wiu ABYyMsI aMHHOKUCIOTHRIMU 3ameHamy;, (iv) HCDRI,
UMEIOIUIl aMUHOKHCIOTHYIO MOCIEN0BAaTENBHOCTD, NpeacTaBaeHHyo B SEQ ID NO: 12, unu nocienosartens-
HOCTb, KoTopas ominuaercss oT SEQ ID NO: 12 oxHol nim qBymMsi aMuHOKKCIIOTHRIME 3ameHamy; (V) HCDR2,
UMEIOIUIl aMUHOKHCIOTHYIO MOCIEN0BAaTENBHOCTD, NpeacTaBieHHyo B SEQ ID NO: 14, unu nocienosartens-
HOCTh, KoTopas omimyaeTcss oT SEQ ID NO: 14 omHo#l miau IByMs aMHUHOKHCIOTHBIMHU 3aMeHamu;, U (Vi)
HCDR3, uMeromuii aMUHOKHCIOTHYIO TIOCTIEOBATEIBHOCTD, peacTaBieHHyo B SEQ ID NO: 16, umu moce-
JIOBaTEeNLHOCTh, KoTopas oTimdaercs oT SEQ ID NO: 16 ogHOW Wiy ABYMsS aMHHOKHCIOTHBIMH 3aMEHAMH.
OnmcanHast BbIIIE aMUHOKHCIIOTHASI 3aMEHa MOYKET OBITh KOHCEPBATHBHOM MM HEKOHCEPBATUBHONW aMHHOKFIC-
JIOTHOH 3aMEHOH.

B popcTBeHBIX BapHaHTaX OCYIIECTBICHUS PEKOMOMHAHTHBIN MOJIHUIIENTH]I IO TaHHOMY H300pETEHHIO CO-
JEPKUT WM TIPEICTaBIsieT co00il MOCienoBaTeIbHOCTh, KOTOpasi 1Mo MeHbIIeld Mepe npuMepHo Ha 80%, 1o
MeHbIIeH Mepe npuMepHo Ha 85%, Mo MeHblIel Mepe IpuMepHO Ha 88%, 10 MeHblIel Mepe mpumMepHO Ha 90%,
M0 MEHbIIEH Mepe mpuMepHo Ha 91%, mo mMeHslel Mepe npuMepHO Ha 92%, o MeHbIel Mepe NpUMEpPHO Ha
93%, no MeHbIIeH Mepe TpuMepHO Ha 94%, 1o MeHblIeld Mepe TpuMepHO Ha 95%, o MeHbILel Mepe mpumep-
HO Ha 96%, Mo MeHblIel Mepe mpuMepHO Ha 97%, MO MeHbIIel Mepe mpuMepHO Ha 98%, MO MeHbIIeH Mepe
npuMepHo Ha 99%, o MeHbIel Mepe npumepHo Ha 99,5% unu 100% uaeHTHYHBI AMUHOKHUCIOTHOHN Mocaeno-
BaTeIHHOCTH BapuabenbHOU obmacty nerkoid nermn (Vi) (Hampumep, SEQ ID NO: 2) unu BapuabenbHoH oOmac-
1 Tsokenoit merm (Vy) (Hampumep, SEQ ID NO: 4), wim obenm. B omHOoM BapuanTe ocymectBiaeHus CD123-
CBSI3BIBAIOIINN TOMEH PEKOMOMHAHTHOTO TTOJIAIIENITHIA TIPEACTABIISIET 000k scfv, comeprkammii BaprabeTbHYIO
TSOKENYIo 1ieTb, conepkantyro SEQ ID NO: 4, u BapmabenbHylo JIETKYIO 1ienb, coaepxkantyo SEQ ID NO: 2, B
opuentanmi VHVL. B nmpyrom Bapmante ocymectsieHuss CD123-cBs3bpIBarommii JOMEH PEKOMOMHAHTHOTO
HOJMIENTHIA MIpeAcTaBsieT coboil scFv, conepkammii BapuabGenbHyI0 JErkyro Iiemb, coaepkamryio SEQ ID
NO: 2, u BapuabenbHy0 TsDKEIyIo 1iemnb, conepxamyo SEQ ID NO: 4, B opuenraiimn VLVH. Hanpuwmep, B
OTIpeZIeJIeHHBIX BapHaHTaX OCYILIECTBICHHS IOJHUIIEHTHA 110 JaHHOMY H300pPETEHHIO COJEPKUT aMUHOKHCIIOT-
Hyro nocienosatensHocth SEQ ID NO: 130 wm SEQ ID NO: 132. JlanHOE n300peTeHre BKIIOYACT PEKOMOU-
HAHTHBIN MOJNUIENTHA, KOTOPBIA UMEET Mo MeHbIlel Mepe mpuMmepHo Ha 80%, 1o MeHbIIeH Mepe MPUMEPHO Ha
85%, no menb1eil Mmepe npumepHo Ha 88%, Mo MeHbIIeH Mepe npuMepHo Ha 90%, Mo MeHblIel Mepe npumep-
HO Ha 91%, o MeHbIel Mepe puMepHO 92%, Mo MeHbIel Mepe puMepHO Ha 93%, Mo MeHbIIeH Mepe mpH-
MepHO Ha 94%, o MeHbIIeH Mepe mpuMepHO Ha 95%, o MeHbIIel Mepe npuMepHO Ha 96%, 1Mo MeHbIIel Mepe
npuMepHo Ha 97%, mo MeHbIIeH Mepe npuMepHo Ha 98%, 1o MeHbIIel Mepe mpuMepHO Ha 99%, 10 MeHbIIeH
Mepe npuMepHo Ha 99,5% umm 100% HaeHTHYHOCTH aMUHOKHCIOTHOH mocienosarenbrocTr SEQ ID NO: 130
n SEQ ID NO: 132.

B HexoTopeIx BapuaHTax ocymiectsieHus CD123-cBsa3pIBatonuii JoOMeH coepkuT: (i) BapuadbenbHyo 00-
JacTh JIETKOH Lenu nMMmyHorinooynuHa (Vy), conpepxamyto CDR LCDR1, LCDR2 u LCDR3, u (ii) Bapnabens-
HYIO 00J71aCTh TsDKeNIoH nenu uMMyHorsooynuHa (Vy), cogepkauryto CDR HCDR1, HCDR2 u HCDR3. B He-
KOTOPBIX TakuX BapuaHTax ocymecteieHus (i) LCDR1 mMeeT aMHHOKUCIOTHYIO TOCIIEIOBATEILHOCTD, TPE-
craBieHnyto B SEQ ID NO: 22, unu nocnenoBarenbHoCTb, KoTopas otiaudaercs oT SEQ ID NO: 22 no menbuieit
Mepe OJJHOW aMHHOKHCIOTHOH 3aMenoif; (ii) LCDR2 mMeeT aMHHOKHCIOTHYIO TIOCIIEI0BATEIBHOCT, IPEICTaB-
nernyo B SEQ ID NO: 24, unu nocnenoBaTenbHOCTh, koTopas omnyaetcss or SEQ ID NO: 24 no mensbIieit
Mepe OJTHOM aMUHOKHCIOTHOM 3ameHoH; (ii1)) LCDR3 nuMeeT aMHHOKHCIOTHYIO ITOCIISIOBATELHOCTD, TPEICTaB-
neranyo B SEQ ID NO: 26, wim mocienoBaTeasHOCTh, KoTopas ommmdaeTcst or SEQ ID NO: 26 mo mMeHbIne
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Mepe OJHOW aMUHOKHCIOTHOH 3amenoil; (iv) HCDR1 mMmeer aMHHOKHCIOTHYIO MOCJIEIOBATEIBHOCTh, TPE-
craBieHnyto B SEQ ID NO: 28, unu nocnenoBarensHocTb, KoTopas otiaudaercs or SEQ ID NO: 28 no menbueit
Mepe OJHOW aMUHOKHCIOTHOH 3ameHo; (v) HCDR2 nMeeT aMHHOKHCIIOTHYIO TTOCIEA0BATEIHHOCTD, TPEICTaB-
neranyo B SEQ ID NO: 30, wim mocienoBaTeasHOCTh, KoTopas ommmyaeTcst or SEQ ID NO: 30 mo meHbIei
Mepe OJTHOM aMHHOKHCIOTHOW 3ameHoM; u (vi) HCDR3 mMeeT aMUHOKHUCIOTHYIO TOCIIEN0BATEILHOCTD, MPE/I-
crapiernyto B SEQ ID NO: 32, unm nocienoBatensHOCTh, KoTopas oriaudaercs oT SEQ ID NO: 32 mo menbpmei
Mepe OIHOM aMHHOKHCIOTHOW 3aMeHoil. OmmcaHHas BBIIIE aMHHOKHCIIOTHAs 3aMeHa MOKET OBITh KOHCEpBa-
THBHOHM WJIM HEKOHCEPBATUBHON aMUHOKHCIOTHOH 3aMeHOH. B HekoTophIx BapmaHnTax ocymectBieHus LCDR1,
LCDR2, LCDR3, HCDR1, HCDR2 w/umu HCDR3 oTim4aroTcst 0T yKa3aHHOU MMOCIeIOBaTeNbHOCTH Ha 1, 2, 3,
4,5,6,7,8,9 um 10 amuHokucnoT. B HexoTophIX BapuaHTax ocymiectBiaeHuss CDR no naHHOMY pacKphITHIO
COJICPXKHUT OKOJIO OJTHOW WIIM HECKOJBKHUX (HampuMep, okono 2, 3,4, 5, 6,7, 8,9, 10) BcTaBOK, OKOJIO OJTHOW WA
HECKOJBKUX (HampuMmep, okoio 2, 3,4, 5, 6, 7, 8, 9, 10) menenuii, 0koJI0 OTHOW HIIM HECKOJNBKHX (HAIpUMED,
okoJio 2, 3,4, 5,6,7, 8,9, 10) aMUHOKHCIIOTHBIX 3aMeH (HalpUMep, KOHCEPBATUBHBIX AMUHOKHUCIOTHBIX 3aMEH
WA HEKOHCCPBATHUBHBIX aMHHOKHCIIOTHBIX 3aMCH) HJIM KOMOWHAITMIO BEINICYKa3aHHBIX M3MCHEHUI 10 CpaBHE-
HUIO ¢ TocienoBaTebHocThi0 CDR M3BECTHOTO MOHOKIOHAJIBHOTO aHTHTENA.

B poncrBennbix BapmaHTax ocymiecTBieHUsT CD123-cBA3bIBaIOMNN TOMEH COACPKHUT WIIA MPEACTABISET
co00¥ TOCIIeI0BaTEIFHOCTE, KOTOpas 10 MEHbIIeH Mepe nmpuMmepHO Ha 80%, 10 MEHbBIIEH Mepe MpUMEpHO Ha
85%, mo menpmei mepe npumMepHo Ha 88%, Mo MeHbIIel Mepe npuMepHo Ha 90%, Mo MeHbIeH Mepe mpuMep-
HO Ha 91%, mo MeHbIIEH Mepe npuMepHO Ha 92%, Mo MeHsIIel Mepe mpuMepHO Ha 93%, Mo MeHbIIeH mepe
npuMepHO Ha 94%, mo MeHbIIel Mepe npuMepHOo Ha 95%, 1o MeHbIIel Mepe mpuMepHO Ha 96%, TI0 MeHbIIeH
Mepe npumepHO Ha 97%, mo MeHsleil Mepe mpumepHo Ha 98%, Mo MeHbIIel Mepe mpuMepHo Ha 99%, mo
MeHblIe Mepe npuMepHo Ha 99,5% wnu Ha 100% uaeHTHUYHA aMUHOKHCIOTHOM MOCJEeA0BaTEIbHOCTH BapHa-
6enpHON obOnacTu serkoit nenu (Vi) (manpumep, SEQ ID NO: 18) nnn BaprabenpHON 00JacTH TSDKEOW LEenH
(Vi) (mampumep, SEQ ID NO: 20), wiu u TOH U JPYTO.

B HekoTopheIx BapuaHTax ocyriectBieHus CD123-cBs3pIBaronuil TOMEH conepkut: (i) BapuadeapHy0 00-
JIaCTh JIETKOH 1ienu uMMyHormooyuaa (V), conepxkanrytro CDR LCDR1, LCDR2 u LCDR3, u (ii) Bapuabenb-
HYI0 00JIacTh TsDKENoH 1enu uMMmyHornoOynuHa (Vy), comepxkantyto CDR HCDR1, HCDR2 u HCDR3. B ne-
KOTOPBIX Takux BapuaHTax ocymecTBieHus (i) LCDR1 nMeeT aMHHOKHCIIOTHYIO TIOCIEA0BATEIHHOCTD, MPE/-
crapiernyto B SEQ ID NO: 22, unm nocienoBarensHOCTh, KoTopas oriaudaercs oT SEQ ID NO: 22 mo menbpmeit
Mepe OJHOW aMUHOKHUCIOTHON 3ameHol; (i) LCDR2 nMeeT aMHIHOKHCIIOTHYIO MTOCIEA0BATEILHOCTD, MPEICTAB-
neanyo B SEQ ID NO: 24, wim nocienoBaTeasHOCTh, KoTopas ommmyaeTcst or SEQ ID NO: 24 mo meHbIne
Mepe OJHOW aMHHOKHUCIIOTHOH 3aMeHoi; (iii)) LCDR3 mMeeT aMHHOKHCIIOTHYIO MOCIIEA0BATEILHOCTD, IIPEICTaB-
nernyo B SEQ ID NO: 26, unu nocnenoBaTenbHOCTb, koTopas ominyaeTcst oT SEQ ID NO: 26 no mensbIeit
Mepe OJHOW aMUHOKHCIOTHOHM 3amenoil; (iv) HCDR1 uMmeer aMHHOKHCIOTHYIO MOCIEIOBATEIBHOCTh, TPE-
craBieHnyio B SEQ ID NO: 36, unu nocinenoBarenbHoCTb, KoTopas otiaudaercs oT SEQ ID NO: 36 no menbuieit
Mepe OJJHOW aMHHOKHCIOTHOW 3aMeHoi; (v) HCDR2 nmeeT aMHHOKHCIIOTHYIO TIOCIIEIOBATEILHOCTD, TIPEJICTAB-
nennyo B SEQ ID NO: 38, unu nocnenoBaTenbHOCTh, koTopas oTinyaetcss oT SEQ ID NO: 38 mo mensb1ieit
Mepe OJTHOM aMHHOKHCIOTHOW 3ameHoM; u (vi) HCDR3 nMeeT aMUHOKHCIOTHYIO TOCIIEOBATEILHOCTD, MPE/I-
crariernyto B SEQ ID NO: 40, nnm nocienoBatensHOCTh, KoTopas otiaudaercs oT SEQ ID NO: 40 mo menbpmei
Mepe OIHOM aMHHOKHCIOTHOW 3aMeHoil. OmmcaHHas BBIIIE aMHHOKHCIIOTHAs 3aMeHa MOKET OBITh KOHCEpBa-
THBHOM WJIM HEKOHCEPBATUBHON aMUHOKHCIOTHOH 3aMeHOH. B HekoTophIx BapmaHnTax ocymectBieHuss LCDR1,
LCDR2, LCDR3, HCDR1, HCDR2 u/umun HCDR3 oTnmuatoTcst OT yKa3aHHOH MOCie0BaTeIbHOCTH Ha 1, 2, 3,
4,5,6,7,8,9 um 10 amuHokucIOT. B HEKoTOpBIX BapuaHTax ocymiecTBiaeHuss CDR no jaHHOMY pacKphITHIO
COJICPKHUT OKOJIO OJTHOW WIIM HECKOJBKHUX (HampuMep, okomo 2, 3,4, 5, 6,7, 8,9, 10) BcTaBOK, OKOJIO OJTHOW WA
HECKOJBKUX (HampuMmep, okoio 2, 3,4, 5, 6, 7, 8, 9, 10) menenuii, 0koJ0 OTHOW HIIM HECKOJNBKHX (HAIpUMED,
okoJio 2, 3,4, 5,6,7, 8,9, 10) aMUHOKHCIIOTHBIX 3aMeH (HapUMep, KOHCEPBATUBHBIX AMUHOKHCIOTHBIX 3aMEH
WA HEKOHCEPBATHUBHBIX aMHHOKHCIIOTHBIX 3aMCH) I KOMOWHAITMIO BEHINICYKa3aHHBIX M3MCHEHUH IO CpaBHE-
HUIO ¢ TIocienoBaTenbHOCThI0O CDR M3BECTHOrO MOHOKIIOHAJIBHOTO aHTUTENA.

B ponctBennbix BapmaHTax ocymiecTBieHUsT CD123-cBA3bIBAIOMNN TOMEH COACPKHUT WIIA TPEACTABISET
co00¥ TOCIIeI0BaTEIFHOCTE, KOTOpas 10 MEHbIIeH Mepe nmpuMmepHO Ha 80%, 10 MEHbBIIEH Mepe MpUMEpHO Ha
85%, mo menpmei mepe npumMepHo Ha 88%, Mo MeHbIIeH Mepe nmpuMepHo Ha 90%, Mo MeHbIIeH Mepe mpuMep-
HO Ha 91%, mo MeHbIIEH Mepe npuMepHO Ha 92%, Mo MeHsIIeH Mepe mpuMepHO Ha 93%, Mo MeHbIIeH mepe
npuMepHO Ha 94%, o MeHbIIeH Mepe, mpuMepHO Ha 95%, o MeHbIIeH Mepe, puMepHo Ha 96%, 1Mo MEeHbIIeH
Mepe npuMepHO Ha 97%, mo MeHbIneil Mepe mpumepHO Ha 98%, mo MeHbIIel Mmepe mpumepHO Ha 99%, 1o
MeHblIe Mepe npumMepHo Ha 99,5%munu Ha 100% waeHTHYHAa aMUHOKHUCIOTHOM TOCJIENOBAaTeIbHOCTH BapHa-
6enpHON obnacTu serkoit nenu (Vy) (manpumep, SEQ ID NO: 18) nnn BaprabenpHON 00JacTH TSDKEIOW LENH
(Vi) (mampumep, SEQ ID NO: 34), wiu u TOH U JPYTOH.

B HekoTopeix BapuaHTax ocymiectBieHUuss CD123-cBsa3piBaromuii JoMeH coaepxut (i) BapruadenpHy0 00-
JacTh JIETKOW Lenu nMMmyHorinooynuHa (Vy), conepxamyto CDR LCDR1, LCDR2 u LCDR3, u (ii) Bapnabens-
HYIO 00J1acTh TsDKeJIoH nenu uMMyHorsoO0ynuHa (Vy), cogepkauryto CDR HCDR1, HCDR2 u HCDR3. B He-
KOTOPBIX Takux BapuaHTax ocymecTBieHus (1) LCDR1 nMeeT aMHHOKHCIIOTHYIO TIOCIEAOBATEIHHOCTD, MPE/-
crariernyto B SEQ ID NO: 22, unu nocienoBatensHoCTh, KoTopas otiaudaercs oT SEQ ID NO: 22 mo menbpmei
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Mepe OJJHOW aMHHOKHCIOTHOH 3aMenoif; (ii) LCDR2 mMeeT aMHHOKHCIOTHYIO TIOCIIEI0BATEIBHOCTD, IIPEICTaB-
nernyo B SEQ ID NO: 24, unu nocnenoBaTenbHOCTh, koTopas oTinyaercss oT SEQ ID NO: 24 no mensbIiei
Mepe OJTHOW aMUHOKHCIOTHOM 3ameHoH; (iii)) LCDR3 nMeeT aMUHOKHCIOTHYIO TTOCIISIOBATEILHOCTD, TPEICTaB-
neraHyo B SEQ ID NO: 26, wim mocienoBaTeabHOCTh, KoTopas ommmdaeTcst or SEQ ID NO: 26 mo mMeHbIe
Mepe OIHOM aMHHOKHCIOTHOH 3ameHoi; (iv) HCDRI mMmeeT aMHHOKHCIOTHYIO ITOCIIEOBATEIHLHOCTD, MPE-
crapinernyio B SEQ ID NO: 44, unm nocienoBatensHOCTh, KoTopas oriaudaercs oT SEQ ID NO: 44 mo menbpmei
Mepe OJHOW aMUHOKHCIOTHOH 3ameHol; (v) HCDR2 nMeeT aMHHOKHCIIOTHYIO TTOCIEA0BATEIHHOCTD, TPEICTaB-
neranyo B SEQ ID NO: 46, wim nocienoBaTeabHOCTh, KoTopas ommmdaeTcst o SEQ ID NO: 46 mo meHbIei
Mepe OJHOW aMHHOKHMCIOTHOH 3amenoif; n (vi) HCDR3 mMeeT aMHHOKHCIIOTHYIO MOCIIEAOBATEIBHOCTD, TPe-
craBieHnyto B SEQ ID NO: 48, unu nocnenoBarenbHocTh, KoTopas otiaudaercs or SEQ ID NO: 48 no menbeit
Mepe OJHOM aMHHOKHCIOTHOHM 3aMeHOH. OmucaHHas BBIIIE aMHHOKHCIIOTHAs 3aMEHa MOXKET OBITh KOHCEpBa-
TUBHOU MM HEKOHCEPBAaTHBHOM aMUHOKHCIOTHOHI 3aMeHOU. B HekoTopbIx BapuanTax ocymectBienuss LCDR1,
LCDR2, LCDR3, HCDR1, HCDR2 w/umu HCDR3 oTim4aroTcst 0T yKka3aHHOU MMOCIeIOBaTeNbHOCTH Ha 1, 2, 3,
4,5,6,7,8,9 um 10 amuHokucnoT. B HexoToprix BapuaHTax ocymiectBiaeHuss CDR no naHHOMY pacKkpbITHIO
COJIEP’KHUT OKOJIO OJTHOM MITM HECKOJNBKUX (Hampumep, okoo 2, 3,4, 5, 6, 7, 8, 9, 10) BCTaBOK, OKOJIO OJTHOM HIIH
HECKOJIbKUX (Hampumep, okono 2, 3, 4, 5, 6, 7, 8, 9, 10) neneunii, OKoJI0O OAHON WJIM HECKOJNBKUX (HAIIpHMeED,
okoio 2, 3,4, 5, 6,7, 8,9, 10) aMHHOKHCIIOTHBIX 3aMeH (HaIlpuMep, KOHCEPBATHBHBIX aMUHOKHCIIOTHBIX 3aMEH
WIIM HEKOHCEPBAaTHUBHBIX aMIHOKHCIIOTHBIX 3aMEH) MIIM KOMOWHAITHIO BHIICYKa3aHHBIX M3MEHEHHUI 10 CpaBHE-
HUIO ¢ TocienoBaTebHocThi0 CDR M3BECTHOTO MOHOKIOHAJIBHOTO aHTHTENA.

B poncrBennbix BapmaHTax ocymiecTBieHUsT CD123-CBA3bIBAIOMNN TOMEH COACPKHUT WIIA TPEACTABIISET
co00i1 mocie0BaTeIbHOCTD, KOTOPasl TI0 MeHbIed Mepe npuMmepHo Ha 80%, 1Mo MeHbIIEH Mepe NMPUMEPHO Ha
85%, no mens1eil Mmepe npumepHo Ha 88%, Mo MeHbIIeH Mepe npuMepHo Ha 90%, Mo MeHblIel Mepe npumep-
HO Ha 91%, o MeHblIeH Mepe mpuMepHO Ha 92%, MO MeHbIIel Mepe mpuMepHO Ha 93%, Mo MeHblIeH Mepe
npuMepHo Ha 94%, mo meHblIeH Mepe npumepHO Ha 95%, 1o MeHbIIel Mepe npuMepHO Ha 96%, 0 MeHbIel
Mepe npumepHO Ha 97%, mo MeHsleil Mepe mpumepHo Ha 98%, Mo MeHbIIel Mepe mpuMepHo Ha 99%, mo
MeHbIIeH Mepe mpuMepHo Ha 99,5%, wmn Ha 100% HoeHTHYHA aMHHOKHUCIOTHON TOCIIEOBAaTEIFHOCTH BapHa-
OenpHOI oOmactu nerkoit nenu (Vi) (Hanpumep, SEQ ID NO: 18) wiu BapuaOenbHON 001acTH TSHKEIOW Henn
(V) (manmpumep, SEQ ID NO: 42), unu u TOi 1 ApyTOH.

B HekoTopeix BapuanTax ocymiectBieHUss CD123-cBs3pIBarommii JoMeH coaepxuT (i) BapuadbenbHyro 00-
JIaCTh JIETKOH 1ienu uMMyHorooyuaa (V), conepxkanrytro CDR LCDR1, LCDR2 u LCDR3, u (ii) Bapuabenb-
HYI0 00JIaCcTh TsDKENoH 1enu uMMmyHornoOynuHa (Vy), comepxkantyto CDR HCDR1, HCDR2 u HCDR3. B ne-
KOTOPBIX TakuxX BapuaHtax ocymecteieHus (i) LCDR1 mMeeT aMHHOKUCIOTHYIO TOCIIEIOBATEILHOCTD, TPE-
craBieHnyto B SEQ ID NO: 22, unu nocnenoBarenbHoCTb, KoTopas otiaudaercs oT SEQ ID NO: 22 no menbueit
Mepe OJJHOW aMHHOKHCIOTHOH 3aMenoi; (ii) LCDR2 mMeeT aMHHOKHCIOTHYIO TIOCIIEI0BATEIBHOCT, IPEICTaB-
nernyo B SEQ ID NO: 24, unu nocnenoBaTenbHOCTh, koTopas oTinyaeTcss o SEQ ID NO: 24 no mensbIieit
Mepe OJHOW aMHHOKHUCIIOTHOH 3aMeHoi; (iii)) LCDR3 mMeeT aMHHOKHCIIOTHYIO MOCIIEA0BATEILHOCTD, IIPEICTaB-
nernyto B SEQ ID NO: 26, unu nocnenoBaTeabHOCTb, koTopas omnyaeTcss oT SEQ ID NO: 26 no mensbIeit
Mepe OIHOW aMHHOKHCIOTHOH 3ameHoi; (iv) HCDRI mMmeeT aMHHOKHCIOTHYIO ITOCIIEOBATEIHLHOCTD, MPE-
crariernyio B SEQ ID NO: 100, wu mocnenoBaTeabHOCTh, KoTopas otaudaercs oT SEQ ID NO: 100 mo MeHb-
e Mepe OJHON aMHHOKHCIOTHOH 3amenol; (v) HCDR2 mMeeT aMUHOKHCIOTHYIO TIOCIIEAOBATEIbHOCTD, YKa-
3afHyto B SEQ ID NO: 102, wiu mocienoBaTelibHOCTh, KoTopas oTimdaercs o SEQ ID NO: 102 mo MeHbIIei
Mepe OJTHOW aMHHOKUCIOTHOU 3ameHoit; u (vi) HCDR3 nMmeeT aMHMHOKHCIOTHYIO TIOCIIEA0BATEIbHOCTh, YKa3aH-
Hyto B SEQ ID NO: 104, unu nocnenoBaTelbHOCTb, KoTopas otinudaercs or SEQ ID NO: 104 mo menbiueit mepe
OJTHOW aMUHOKHUCJIOTHO# 3aMeHO#l. OnmucaHHas BBIIIC aMHHOKHCIOTHAS 3aMEHa MOYKET OBITh KOHCCPBAaTUBHOMN
WIX HEKOHCEpBAaTHMBHON aMUHOKMCIOTHON 3aMeHOW. B HekoTopsix BapuaHTax ocymiectBieHus LCDRI,
LCDR2, LCDR3, HCDR1, HCDR2 w/umu HCDR3 oTim4aroTcst 0T yKa3aHHOU MMOCIEIOBaTeNbHOCTH Ha 1, 2, 3,
4,5,6,7, 8,9 um 10 amuHokucnoT. B HekoTophIX BapuaHTax ocymiecTBiaeHuss CDR no jaHHOMY pacKkpbITHIO
COJICPKHUT OKOJIO OJTHOW WIIM HECKOJBKHUX (HampuMep, okomo 2, 3,4, 5, 6,7, 8,9, 10) BcTaBOK, OKOJIO OJTHOW WA
HECKOJIbKUX (Hampumep, okono 2, 3, 4, 5, 6, 7, 8, 9, 10) neneunii, OKOJI0 OAHON WJIM HECKOJBKUX (HAIIpHMED,
okoio 2, 3,4, 5, 6,7, 8,9, 10) aMUHOKHCIIOTHBIX 3aMeH (HaNpuMep, KOHCEPBATHBHBIX aMUHOKHCIIOTHBIX 3aMEH
WIIM HEKOHCEPBAaTHUBHBIX aMHHOKHCIIOTHBIX 3aMEH) MJIM KOMOWHAITHIO BBHIICYKa3aHHBIX M3MEHEHUI 10 CpaBHE-
HUIO ¢ TocienoBaTebHocThi0 CDR M3BECTHOTO MOHOKIOHAJIBHOTO aHTHTENA.

B poncrBennbix BapmaHTax ocymiecTBieHUs CD123-cBA3pIBalOMNN TOMEH COACPKHUT WIIA TPEACTABISET
co00¥ TOCIIeAOBATENFHOCTD, KOTOPas 0 MEHbIICH Mepe, mpuMepHo Ha 80%, 10 MEHBIIEH Mepe MPIMEpPHO Ha
85%, no menb1eil Mmepe npumepHo Ha 88%, Mo MeHbIIeH Mepe npuMepHo Ha 90%, Mo MeHblIed Mepe npumep-
HO Ha 91%, o MeHblIeH Mepe mpuMepHO Ha 92%, MO MeHbIIel Mepe mpuMepHO Ha 93%, MO MeHbIIel Mepe
npuMepHo Ha 94%, mo meHblIeH Mepe npumepHO Ha 95%, o MeHbIIel Mepe mpuMepHO Ha 96%, O MeHbIel
Mepe npumepHO Ha 97%, mo MeHsleil Mepe mpumepHo Ha 98%, Mo MeHbIIel Mepe mpuMmepHo Ha 99%, mo
MeHblIe Mepe npumepHo Ha 99,5%, unu Ha 100% uIeHTHYHa aMUHOKHUCIOTHON MOCIeA0BaTEIbHOCTH Bapua-
6enpHON obOmacTu serkoit nenu (Vi) (manpumep, SEQ ID NO: 18) nnn BaprabenpHON 00JacTH TSDKENION LEeNH
(Vn) (manmpumep, SEQ ID NO: 98), unu u Toi 1 ApyTOH.

B HexoTopsIx BapuaHTax ocymiectsieHus CD123-cBsa3pIBatonuii JoMeH coiepkuT: (i) BapuadbenbHyo 00-
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JacTh JIETKOW 1enu nMMmyHorinooynuaa (Vy), conepxamyto CDR LCDR1, LCDR2 u LCDR3, u (ii) Bapnabens-
HYI0 00J71aCTh TsDKeNod nenu uMMyHorsooynuHa (Vy), cogepkauryto CDR HCDR1, HCDR2 u HCDR3. B He-
KOTOPBIX Takux BapuaHTax ocymectBieHus (i) LCDR1 nMeeT aMHHOKHCIIOTHYIO TIOCIEA0BATEIHHOCTD, MPE/-
crariernyto B SEQ ID NO: 22, unm nocienoBarensHoCTh, KoTopas otiaudaercs oT SEQ ID NO: 22 mo menbpmei
Mepe OJTHOW aMUHOKHUCIOTHON 3ameHol; (i) LCDR2 nMeeT aMHIHOKHCIIOTHYIO MTOCIIEA0BATEIHLHOCTD, TPEICTAB-
neranyo B SEQ ID NO: 24, wim nocienoBaTeasHOCTh, KoTopas ommmyaeTcst or SEQ ID NO: 24 mo meHbInei
Mepe OJTHOW aMUHOKHCIOTHOM 3ameHoH; (ii1)) LCDR3 nMeeT aMUHOKHCIIOTHYIO ITOCIIEIOBATEILHOCTD, TPEICTaB-
nernyo B SEQ ID NO: 26, wim nocienoBaTeabsHOCTh, KoTopas ommmdaeTcst or SEQ ID NO: 26 mo meHbInei
Mepe OJHOW aMUHOKUCIOTHOH 3ameHoil; (iv) HCDRI1 mMmeeT aMHHOKHCIOTHYIO MOCIEIOBATEIEHOCTh, TPE-
craBieHnyto B SEQ ID NO: 116, unu nocnegoBareiabHOCTh, koTopas otaudaercs oT SEQ ID NO: 116 no MeHb-
el Mepe 0THOM aMHHOKHUCIIOTHOM 3aMeHoM; (V) HCDR2 nMeeT aMHHOKHCIOTHYIO MOCIEI0BATEILHOCTD, IPE/I-
craBieHnyto B SEQ ID NO: 118, unu nocnegoBareiabHOCTh, KoTopas otaudaercs oT SEQ ID NO: 118 no MeHb-
el Mepe OJHON aMMHOKHMCIOTHOH 3ameHoit; u (vi) HCDR3 nMmeer aMHHOKHCIOTHYIO HOCIIEIOBAaTEIHHOCTS,
npeacrasiaeHHyo B SEQ ID NO: 120, unu nociaenoBaTensHOCT, KoTopasd omindaercst o SEQ ID NO: 120, no
MEHBIIEH Mepe, OJAHOW aMHHOKHCIOTHOW 3aMeHOH. OmmcaHHas BBIIIC aMHHOKHCIIOTHAs 3aMEHa MOXKET OBITh
KOHCEpPBATUBHOM MJIM HEKOHCEPBATHBHON aMUHOKHCJIOTHOM 3aMeHOM. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS
LCDRI1, LCDR2, LCDR3, HCDR1, HCDR2 w/unmu HCDR3 oTnmuaioTcss OT yKa3aHHOM ITOCIIEIOBATEILHOCTH
Ha 1, 2,3,4,5,6,7,8,9 wu 10 amuHOKUCIOT. B HeKOTOPHIX BapuaHTax ocymiectBieHns CDR mo manHoMYy
PACKPBITHIO COAECPKHUT OKOJIO OJHOW MITM HECKOJIBKUX (Hampumep, okoio 2, 3,4, 5, 6,7, 8, 9, 10) BctaBoK, OKO-
JI0 OJTHOW WJTM HECKOJBKUX (Harmpumep, okoio 2, 3, 4, 5, 6, 7, 8, 9, 10) menenuii, 0KOJI0 OJHOH MM HECKOJIBKHX
(mampumep, okono 2, 3,4, 5,6, 7, 8,9, 10) aMHHOKHCIIOTHBIX 3aMEH (HaIpUMep, KOHCCPBATHBHBIX aMHHOKHC-
JIOTHBIX 3aMCH WJIM HEKOHCCPBATUBHBIX AMHHOKHCIIOTHBIX 3aMCH) HJIM KOMOWHAIIMIO BBINICYKAa3aHHBIX M3MCHE-
HUH [0 CPaBHEHUIO ¢ TOCie10BaTebHOCTEI0O CDR M3BECTHOTO MOHOKJIOHAIEHOTO AHTHUTEA.

B ponctBennbix Bapuantax ocymectBieHUs: CD123-cBs3pIBalomuii TOMEH COACPKUT WIH MPEACTABISET
co00¥ TOCIeI0BAaTEILHOCTh, KOTOpas 10 MEHbIIel Mepe nmpuMmepHO Ha 80%, 10 MEHBIICH Mepe MPUMEPHO Ha
85%, mo menpmeit mepe npumMepHo Ha 88%, Mo MeHbIIeH Mepe nmpuMepHo Ha 90%, Mo MeHbIIeH Mepe mpuMep-
HO Ha 91%, mo MeHbIIEH Mepe npumepHO Ha 92%, Mo MeHsIIel Mepe mpuMepHO Ha 93%, Mo MeHbIIeH mepe
npuMepHo Ha 94%, o MeHbIIel Mepe npuMepHo Ha 95%, 1o MeHbIIel Mepe mpuMepHO Ha 96%, TI0 MeHbIIEH
Mepe npuMepHO Ha 97%, mo MeHsbIneil Mepe mpumepHO Ha 98%, mo MeHbIIel Mmepe mpuMmepHO Ha 99%, 1o
MeHbIIeH Mepe mpuMepHo Ha 99,5%, wmn Ha 100% HOeHTHYHA aMHHOKHMCIOTHON TOCIIEOBAaTEIFHOCTH BapHa-
OenpHOI oOmactu nerkot nenu (Vi) (Hanpumep, SEQ ID NO: 18) miu BapuaOenbHON 001acTH TSHKEIOW Henn
(Vi) (mampumep, SEQ ID NO: 114), wiu u T0# U APYTOW.

B HekoTophIx BapuaHTax ocyiectBieHus CD123-cBsA3bIBaONnil TOMEH conepkuT: (i) BapuadeIpHy0 00-
JacTh JIETKOW Lenu nMMmyHorinooynuHa (Vy), compepxamyto CDR LCDR1, LCDR2 u LCDR3, u (ii) Bapnabens-
HYI0 00J71aCTh TsDKeNod nenu uMMyHorsooynuHa (Vy), cogepkauryto CDR HCDR1, HCDR2 u HCDR3. B He-
KOTOPBIX TakuxX BapuaHtax ocymecteieHus (i) LCDR1 mMeeT aMHHOKUCIOTHYIO TOCIIEIOBATEILHOCTD, TPE-
craBieHnyto B SEQ ID NO: 22, unu nocnenoBarenbHoCTb, KoTopas otiaudaercs oT SEQ ID NO: 22 no menbuieit
Mepe OJHOW aMUHOKHUCIOTHON 3ameHol; (i) LCDR2 nMeeT aMHHOKUCIIOTHYIO MTOCIIEA0BATEIHLHOCTD, TPEICTAB-
neanyo B SEQ ID NO: 24, wim nocienoBaTeasHOCTh, KoTopas ommmyaeTcst o SEQ ID NO: 24 mo meHbInei
Mepe OJTHOW aMUHOKHCIOTHOM 3ameHoH; (ii1)) LCDR3 nMeeT aMUHOKHCIIOTHYIO ITOCIIEIOBATEILHOCTD, TPEICTaB-
neanyo B SEQ ID NO: 26, wim nocienoBaTeabsHOCTh, KoTopas ommmdaeTcst or SEQ ID NO: 26 mo mMeHbInei
Mepe OJTHOM aMHHOKHCIOTHO# 3ameHoi; (iv) HCDR1 mMmeeT aMMHOKHCIOTHYIO MOCIEAO0BATEIHHOCTh, YKa3aH-
Hyto B SEQ ID NO: 124, unu nocnenoBaTelbHOCTb, KoTopas otiaudaercs or SEQ ID NO: 124 no menbiueit mepe
OJTHOI aMHUHOKHCIOTHOH 3amenol; (v) HCDR2 mumeeT aMHHOKMCIOTHYIO HOCJIEI0BATEIBHOCTD, NPEICTABIICH-
Hyto B SEQ ID NO: 126, unu nocinenoBaTelbHOCTb, KoTopas otinudaercs or SEQ ID NO: 126 mo menbiueit mepe
OJIHOM aMMHOKHCIIOTHOH 3amenoif; u (vi) HCDR3 mMeer aMHHOKHCIIOTHYIO IOCIIEAOBATENbHOCTD, MPEICTaB-
nennyto B SEQ ID NO: 128, unu nocneaoBaTenbHOCTh, kKoTopas otnuuaerca oT SEQ ID NO: 128 mo mensiiei
Mepe OIHOM aMHHOKHUCIOTHOW 3aMeHO#. OmrcaHHas BBIIIE aMHHOKHUCIIOTHAS 3aMEHAa MOXKET OBITh KOHCEpBa-
THBHOH WJIM HEKOHCEPBATUBHON aMUHOKHCIOTHOH 3aMeHOH. B HekoTophIx BapmaHnTax ocymectBieHuss LCDR1,
LCDR2, LCDR3, HCDR1, HCDR2 u/umn HCDR3 oTnmuatoTcst OT yKa3aHHOH IMOcieoBaTeIbHOCTH Ha 1, 2, 3,
4,5,6,7, 8,9 nm 10 amuHOKHCIIOT. B HEKOTOPHIX BapuaHTax ocymiectBieHuss CDR 1o JaHHOMY pacKpBITHIO
COJIEP’KHUT OKOJIO OJTHOM MITM HECKOJbKUX (Hampumep, okono 2, 3,4, 5, 6, 7, 8, 9, 10) BCTaBOK, OKOJIO OJTHOM I
HECKOJIbKUX (Hampumep, okono 2, 3, 4, 5, 6, 7, 8, 9, 10) neneunii, OKOJI0 OAHOW WJIM HECKOJIBKUX (HAIIpHMED,
okoJo 2, 3,4, 5,6,7, 8,9, 10) aMHHOKHCIIOTHBIX 3aMeH (HaNpuMep, KOHCEPBATHBHBIX aMUHOKHCIIOTHBIX 3aMEH
WA HEKOHCEPBATHUBHBIX aMHHOKHCIIOTHBIX 3aMCH) I KOMOWHAITMIO BEINICYKa3aHHBIX U3MCHEHUH MO0 CpaBHE-
HUIO ¢ TIocienoBaTenbHOCThI0 CDR M3BECTHOrO MOHOKIIOHAJIBHOTO aHTUTENA.

B ponctBennbix BapuanTtax ocymectBieHUs: CD123-cBs3pIBalomuii JOMEH COACPKUT WIH MPEACTABISET
co00¥ TOCIeI0BATEILHOCTh, KOTOpas 10 MEHbIIel Mepe nmpuMmepHO Ha 80%, 10 MEHBIICH Mepe MPUMEPHO Ha
85%, no menb1Ieil Mepe npumepHo Ha 88%, Mo MeHbIIeH Mepe npuMepHo Ha 90%, Mo MeHbIIel Mepe npumep-
HO Ha 91%, o MeHblIeH Mepe mpuMepHO Ha 92%, MO MeHbIIel Mepe mpuMepHO Ha 93%, MO MeHbIIel Mepe
npuMepHo Ha 94%, o MeHbIIel Mepe npuMepHo Ha 95%, 1o MeHbIIel Mepe mpuMepHO Ha 96%, TI0 MeHbIIeH
Mepe npuMepHO Ha 97%, mo MeHsbIneil Mepe mpumepHO Ha 98%, mo MeHbIIel Mmepe mpumepHO Ha 99%, 1o
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MeHblIe Mepe npumepHo Ha 99,5%, unu Ha 100% uIeHTHYHa aMUHOKHUCIOTHON MOCIeA0BaTEIbHOCTH Bapua-
6enpHON obOnacTu serkoit nenu (Vi) (manpumep, SEQ ID NO: 18) nnn BaprabenpHON 00JacTH TSDKENION LEeNH
(V) (manmpumep, SEQ ID NO: 122), wim u TOW U IPYTOM.

B HexoTopsIx BapuaHTax ocymiectsieHuss CD123-cBsa3pIBatonuii JoOMeH coiepkuT: (i) BapuadbenbHyo 00-
JIaCTh JIETKOH 1ienu uMMyHorooyuaa (V), conepxkanrytro CDR LCDR1, LCDR2 u LCDR3, u (ii) Bapuabenb-
HYI0 00JIaCTh TsDKENoH 1enu uMMmyHornoOynuHa (Vy), comepxkantyto CDR HCDR1, HCDR2 u HCDR3. B ne-
KOTOpBIX Takux BapuaHTax ocymecTBieHus (i) LCDR1 nMeeT aMHHOKHCIIOTHYIO TIOCIEAOBATEIHHOCTD, MPE/-
crarinernyto B SEQ ID NO: 54, unm nocnenoBarensHOCTh, KoTopas otiaudaercs oT SEQ ID NO: 54 mo menbpmeit
Mepe OJJHOW aMHHOKHCIOTHOH 3aMenoi; (ii) LCDR2 mMeeT aMHHOKHCIOTHYIO TIOCIIEI0BATEIbHOCTD, IIPEICTaB-
nennyto B SEQ ID NO: 56, unu nocnenoBaTenbHOCTh, koTopas oTinyaercss oT SEQ ID NO: 56 nmo mensbiieit
Mepe OHOW aMHHOKHUCIIOTHOH 3aMeHoi; (iii)) LCDR3 mMeeT aMHHOKHCIIOTHYIO MOCIIEA0BATEILHOCTD, IIPEICTAB-
nernyo B SEQ ID NO: 58, unu nocnenoBaTtenbHOCTh, koTopas ominyaeTcss o SEQ ID NO: 58 mo mensbiieit
Mepe OJHOW aMUHOKHCIOTHOH 3ameHoil; (iv) HCDRI1 mMmeeT aMHHOKHCIOTHYIO MOCIEIOBATEIEHOCTh, TPE-
crasieHnyio B SEQ ID NO: 60, unu nocienoBarenbHocTb, KoTopas otiaudaercs oT SEQ ID NO: 60 nmo menbuieit
Mepe OJHOW aMUHOKHCIOTHOH 3ameHol; (v) HCDR2 nMeeT aMHHOKHCIIOTHYIO TTOCIEA0BATEIHHOCTD, TPEICTaB-
nernyo B SEQ ID NO: 62, wim nocienoBaTeabsHOCTh, KoTopas ommmyaeTcst or SEQ ID NO: 62 mo meHbInei
Mepe OJTHOM aMHHOKHCIOTHOW 3ameHoM; u (vi) HCDR3 nMeeT aMUHOKHCIOTHYIO MOCIIEOBATEILHOCTD, MPE/I-
crariernyto B SEQ ID NO: 64, niu nocienoBarensHOCTh, KoTopas oriaudaercs oT SEQ ID NO: 64 mo menbpmeit
Mepe OIHOM aMHHOKHCIOTHOW 3amMeHoil. OmmcaHHas BBIIIE aMHHOKHCIIOTHAs 3aMeHa MOKET OBITh KOHCEpBa-
THBHOH WJIM HEKOHCEPBATUBHON aMUHOKHCIOTHOH 3aMeHOH. B HekoTophIX BapmaHnTax ocymectBieHuss LCDR1,
LCDR2, LCDR3, HCDR1, HCDR2 w/umu HCDR3 oTim4aroTcst 0T yKa3aHHOU MOCIeIOBaTeNbHOCTH Ha 1, 2, 3,
4,5,6,7,8,9 um 10 amuHokucnOT. B HekoTOphIX BapuaHTax ocymiecTBiaeHuss CDR no qaHHOMY pacKkpbITHIO
COJICPXKHUT OKOJIO OJTHOW WIIM HECKOJBKHUX (HampuMep, okono 2, 3,4, 5, 6,7, 8,9, 10) BcTaBOK, OKOJIO OJTHOW WA
HECKOJBKUX (HampuMmep, okoio 2, 3,4, 5, 6, 7, 8, 9, 10) menenuii, 0koJI0 OTHOW HIIM HECKOJNBKHX (HAIpUMED,
okoio 2, 3,4, 5,6,7, 8,9, 10) aMUHOKUCIIOTHBIX 3aMeH (HaMpUMepP, KOHCEPBATUBHBIX AMUHOKHUCIOTHBIX 3aMEH
WIIM HEKOHCEPBAaTHUBHBIX aMIHOKHCIIOTHBIX 3aMEH) MIIM KOMOWHAITHIO BBHIICYKa3aHHBIX M3MEHEHUI 10 CpaBHE-
HUIO ¢ TocienoBaTebHocThI0 CDR M3BECTHOTO MOHOKIOHAJIFHOTO aHTHTENA.

B poncrBennbix BapmaHTax ocymiecTBieHUsT CD123-cBA3bIBAIOMNN TOMEH COACPKHUT WIIM TPEACTABIISET
co00¥ TOCIIeI0BaTEIFHOCTE, KOTOpas 10 MEHbIIel Mepe nmpuMmepHO Ha 80%, 10 MEHbBIIEH Mepe MpUMEpHO Ha
85%, mo menpmei mepe npuMepHo Ha 88%, Mo MeHbIIeH Mepe nmpuMepHo Ha 90%, Mo MeHbIIeH Mepe mpuMep-
HO Ha 91%, mo MeHbIIEH Mepe npuMepHO Ha 92%, Mo MeHsIIel Mepe npuMepHO Ha 93%, Mo MeHbIIeH mepe
npuMepHo Ha 94%, mo meHblIel Mepe npumepHo Ha 95%, o MeHbIIel Mepe npumMepHO Ha 96%, 0 MeHbIIeH
Mepe npumepHO Ha 97%, mo MeHsleil Mepe mpumepHo Ha 98%, Mo MeHbIIel Mepe mpuMepHo Ha 99%, mo
MeHblIe Mepe mpuMepHo Ha 99,5% wnu Ha 100% uaeHTHUYHA aMUHOKHCIOTHOM IMOCJEeI0BaTEIbHOCTH BapHa-
6enpHON obnacTu serkoit nenu (Vy) (manpumep, SEQ ID NO: 50) nnn BaprabenpHON 00JacTH TSDKEON LEeNH
(Vi) (mampumep, SEQ ID NO: 52), wiu u TOH U JPYTOH.

B HekoTopeix BapuaHTax ocymiectBieHuss CD123-cBsa3piBaromuii JoMeH coaepxut (i) BapuadenpHy0 00-
JIaCTh JIETKOH 1ienu uMMyHortooyuaa (V), coneprxkanrytro CDR LCDR1, LCDR2 u LCDR3, u (ii) Bapuabenb-
HYI0 00JIaCcTh TsDKeNol 1enu uMmyHornoOynuHa (Vy), comepxkantyto CDR HCDR1, HCDR2 u HCDR3. B ne-
KOTOPBIX Takux BapuaHTax ocymectsieHus (1) LCDR1 nMeeT aMHHOKHCIIOTHYIO TIOCIEA0BATEIHHOCTD, MPE/-
crariernyto B SEQ ID NO: 70, unm mocienoBatensHOCTh, KoTopas otiaudaercs oT SEQ ID NO: 70 mo menbpmei
Mepe OJHOW aMUHOKHUCIOTHON 3ameHol; (i) LCDR2 nMeeT aMHHOKHCIIOTHYIO MTOCIIEA0BATEIHLHOCTD, MPEICTAB-
nernyo B SEQ ID NO: 72, unu nocnenoBaTenbHOCTb, koTopas ominyaetcss oT SEQ ID NO: 72 no mensbIiei
Mepe OJHOW aMHHOKHUCIIOTHOH 3aMeHoi; (iii)) LCDR3 mMeeT aMHHOKHCIIOTHYIO MOCIIEA0BATEILHOCTD, TIPEICTAB-
nernyo B SEQ ID NO: 74, unu nocnenoBaTenbHOCTb, KoTopas omnyaercst o SEQ ID NO: 74 no mensbieit
Mepe OJHOW aMUHOKUCIOTHOH 3ameHoil; (iv) HCDRI1 mMmeer aMHHOKHCIOTHYIO MOCJIEIOBATEIEHOCTh, TPE-
craBieHnyto B SEQ ID NO: 76, unu nocienoBarenbHOCTb, KoTopas otiaudaercs oT SEQ ID NO: 76 no menbuieit
Mepe OJJHOW aMHHOKHCIOTHOW 3aMeHoi; (v) HCDR2 nmeeT aMHHOKHCIIOTHYIO TIOCIIEIOBATEILHOCTD, TIPEJICTAB-
nernyo B SEQ ID NO: 78, wim mocienoBaTeasHOCTh, KoTopas ommmdaeTcst or SEQ ID NO: 78 mo meHbInei
Mepe OJTHOW aMHHOKHCIOTHOW 3ameHoM; u (vi) HCDR3 nMeeT aMUHOKHCIOTHYIO MOCJIEOBATEILHOCTD, MPE/I-
crasinernyto B SEQ ID NO: 80, wimm mocnenoBaTenbHOCTh, kKoTopas otiaudaercs ot SEQ ID NO: 80, mo MeHb-
e Mepe, 0OTHOW aMHHOKHCIOTHOM 3aMeHOoN. OnrucaHHasl BhIIIe aMUHOKHCIIOTHAS 3aMeHa MOKET OBITh KOHCEp-
BATUBHOM WJIM HEKOHCEPBATMBHONW aMHHOKHCJIOTHOW 3aMeHOM. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS
LCDRI1, LCDR2, LCDR3, HCDR1, HCDR2 w/unmu HCDR3 oTnmuaioTcss OT yKa3aHHOM IOCIIEIOBATEILHOCTH
Ha 1, 2,3,4,5,6,7, 8,9 unmu 10 amuHokucinor. B HekoTopbIx BapuaHTax ocyuiectBieHus CDR no nanHomy
PACKPBITHIO COJICPKUT OKOJIO OJTHOM WIIM HECKOJBKUX (Hampumep, okoio 2, 3,4, 5,6, 7, 8, 9, 10) BCTaBOK, OKO-
JI0O OJTHOW WJIM HECKOJBbKHUX (Hampumep, okoiso 2, 3, 4, 5, 6, 7, 8, 9, 10) nenenuii, 0Ko10 OAHON UM HECKOJIBKUX
(mammpumep, okono 2, 3,4, 5,6, 7, 8,9, 10) aMHHOKHCIIOTHBIX 3aMEH (HapUMep, KOHCCPBATHBHBIX aMHHOKHC-
JIOTHBIX 3aMCH WJIM HECKOHCCPBATUBHBIX AMHHOKHCIIOTHBIX 3aMCH) MM KOMOWHAIIMIO BBINICYKAa3aHHBIX M3MECHE-
HUH MO CPaBHEHHUIO € MociieoBaTeabHOCThI0 CDR M3BECTHOTO MOHOKIOHAIBHOTO aHTHUTEIIA.

B poncrBennbix BapmaHTax ocymiecTBieHUs: CD123-cBA3pIBalOMNN TOMEH COACPKHUT WIIA TPEACTABISET
co00¥ TOCIeI0BaTEIFHOCTE, KOTOpas 10 MEHbIIeH Mepe nmpuMmepHO Ha 80%, 10 MEHbBIIEH Mepe MpUMEpHO Ha
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85%, no mens1eil Mepe npumepHo Ha 88%, Mo MeHbIIeH Mepe npuMepHo Ha 90%, Mo MeHblIel Mepe npumep-
HO Ha 91%, o MeHblIeH Mepe mpuMepHO Ha 92%, MO MeHbIIel Mepe mpuMepHo Ha 93%, Mo MeHblIel Mepe
npuMepHO Ha 94%, o MeHbIIelH Mepe npuMepHo Ha 95%, 1o MeHbIIel Mepe mpuMepHO Ha 96%, TI0 MeHbIIeH
Mepe npuMepHO Ha 97%, mo MeHbIneil Mepe mpumepHO Ha 98%, mo MeHbIIel mepe mpumepHO Ha 99%, 1o
MeHbIIeH Mepe mpuMepHo Ha 99,5% wmmm Ha 100% MmeHTHYHA aMUHOKHUCIOTHOHM IOCIIEIOBAaTEIFHOCTH BapHa-
OempHOI oOmactu nerkoit nenu (Vi) (Hanpumep, SEQ ID NO: 66) min BapuaOenbHONH 001acTH TSHKEION Henn
(V) (manmpumep, SEQ ID NO: 68), unu u Toi 1 ApyTOH.

B HexoTopsIx BapuaHTax ocymiectsieHus CD123-cBsa3pIBatonuii JoOMeH coiepkuT: (i) BapuadbenbHyo 00-
JacTh JIETKOW Lenu nMMmyHorinooynuaa (Vy), conepxamyto CDR LCDR1, LCDR2 u LCDR3, u (ii) Bapnabens-
HYI0O 00J71aCTh TsDKeNod nenu uMMyHorsooynuHa (Vy), cogepkauryto CDR HCDR1, HCDR2 u HCDR3. B He-
KOTOPBIX TakuX BapuaHTax ocymecteieHus (i) LCDR1 mMeeT aMHHOKUCIOTHYIO TOCIIEIOBATEILHOCTD, TPE-
crasiernyio B SEQ ID NO: 86, unu nocnenoBarensHocTb, KoTopas otiaundaercs oT SEQ ID NO: 86 no menbueit
Mepe OJJHOW aMHHOKHCIOTHOH 3aMeHoif; (ii) LCDR2 mMeeT aMHHOKHCIOTHYIO TIOCIIEI0BATEIBHOCT, MPEICTaB-
nennyo B SEQ ID NO: 88, unu nocnenoBaTtenbHoCTh, koTopas ominyaercss or SEQ ID NO: 88 mo mensbieit
Mepe OJTHOM aMUHOKHCIOTHOM 3ameHoH; (iii)) LCDR3 nMeeT aMHHOKHCIOTHYIO ITOCIIEIOBATEILHOCTD, TPEICTaB-
neranyo B SEQ ID NO: 90, wim mocienoBaTensHOCTh, KoTopas ommmyaeTcst or SEQ ID NO: 90 mo meHbInei
Mepe OIHOW aMHHOKHCIOTHOH 3ameHoi; (iv) HCDRI mMmeeT aMHHOKHCIOTHYIO ITOCIIEOBATEIHLHOCTD, MPEI-
crapiernyto B SEQ ID NO: 92, nnm nocienoBarensHOCTh, KoTopas otiaudaercs oT SEQ ID NO: 92 mo menpmeit
Mepe OJTHOW aMUHOKHCIOTHOH 3ameHol; (v) HCDR2 nMeeT aMHHOKHCIIOTHYIO TTOCIEA0BATEIBHOCTD, TPEICTaB-
neranyo B SEQ ID NO: 94, wim nocienoBaTenbHOCTh, KoTopas ommmdaeTcst o SEQ ID NO: 94 mo meHbInei
Mepe OJHOW aMHHOKHCIOTHOH 3amenoif; n (vi) HCDR3 mMeeT aMHHOKHCIIOTHYIO MOCIIEAOBATEILHOCTD, TPE-
craBieHnyto B SEQ ID NO: 96, unu nocnenoBarenbHocTb, KoTopas otiaudaercs oT SEQ ID NO: 96 no menbuieit
Mepe OIHOM aMHHOKHUCIOTHOW 3aMeHO#. OmucaHHas BBIIIC aMHHOKHUCIIOTHAS 3aMEHAa MOXKET OBITh KOHCEpBa-
TUBHOU MM HEKOHCEPBAaTHBHOM aMUHOKHCIOTHOHI 3aMeHOU. B HekoTopbIx BapuanTax ocymectBienuss LCDR1,
LCDR2, LCDR3, HCDR1, HCDR2 w/umu HCDR3 oTim4aroTcst 0T yKa3aHHOU MMOCIeIOBaTeNbHOCTH Ha 1, 2, 3,
4,5,6,7, 8,9 nm 10 amuHOKHCIIOT. B HEKOTOPHIX BapuaHTax ocymiectBieHUuss CDR 1o JaHHOMY pacKpBITHIO
COJIEP’KHUT OKOJIO OJTHOM MITM HECKOJBKUX (Hampumep, okono 2, 3,4, 5, 6, 7, 8, 9, 10) BCTaBOK, OKOJIO OJTHOM HIIH
HECKOJIbKUX (Hampumep, okono 2, 3, 4, 5, 6, 7, 8, 9, 10) neneunii, OKOJI0 OAHON WIJIM HECKOJNBKUX (HAIIpHMeED,
okoJo 2, 3,4, 5, 6,7, 8,9, 10) aMHHOKHCIIOTHBIX 3aMeH (HaIlpuMep, KOHCEPBATHBHBIX aMUHOKHCIIOTHBIX 3aMEH
WIIM HEKOHCEPBAaTHUBHBIX aMHHOKHCIIOTHBIX 3aMEH) MJIM KOMOWHAITHIO BBHIICYKa3aHHBIX M3MEHEHHUI 10 CpaBHE-
HUIO ¢ TocienoBatebHocThi0 CDR M3BECTHOTO MOHOKIOHAJIBHOTO aHTHTENA.

B ponctBennbix BapuanTtax ocymectBieHUs CD123-cBs3biBalomuii JOMEH COACPKUT WM MPEACTABISET
co00i1 mocie0BaTeIbHOCTD, KOTOPasl TI0 MeHbIIeld Mepe npuMmepHo Ha 80%, 1Mo MeHbIIEH Mepe NMPUMEPHO Ha
85%, no mens1Ieil Mmepe npumepHo Ha 88%, Mo MeHbIIeH Mepe npuMepHo Ha 90%, Mo MeHblIed Mepe npumep-
HO Ha 91%, o MeHblIeH Mepe mpuMepHO Ha 92%, MO MeHbIIel Mepe mpuMepHO Ha 93%, MO MeHbIIeH Mepe
npuMepHo Ha 94%, mo mMeHblIeH Mepe npumepHO Ha 95%, o MeHbIIel Mepe npumMepHO Ha 96%, O MeHbIel
Mepe npumepHO Ha 97%, mo MeHsleil Mepe mpumepHo Ha 98%, Mo MeHbIIel Mepe mpuMepHo Ha 99%, mo
MeHbIIeH Mepe mpuMepHo Ha 99,5% i Ha 100% MmeHTHYHA aMUHOKHCIOTHOHM IOCIIEIOBAaTEIFHOCTH BapHa-
OenpHOI oOmacTu nerkoit nenu (Vi) (Hanpumep, SEQ ID NO: 82) wiu BapuaOenbHON 001acTH TSHKEOW HEenn
(V) (manmpumep, SEQ ID NO: 84), unu u Toi 1 ApyTOH.

B Hekoropbix BapmaHTax ocymiectBieHuss CD123-CBs3pIBalOMNN JOMEH COIEPKUT T'YMaHHU3UPOBAHHBIE
obnactu Vi w/wim Vy uMMmyHorinoOynuHa. CriocoObl TymMaHu3anuu obnacteid Vi u Vi UMMYHOTIIOOYJIMHA W3-
BECTHBI B JAaHHOW OOJACTH W OOCYXJArOTCs, HampuMmep, B myOnuwkanuu 3asBkd Ha mateHT CIIA No
2006/0153837. B HexoTophix BapuaHTax ocymiecTicHuss CD123-cBA3bIBarOIUN JOMEH COACPKUT 00macTi Vi
n/um Vy IMMYHOTJIOOYIIMHA YeIOBEKa.

Oxwupaercs, 4To "TyMaHU3aIus" MPUBEICT K aHTUTENY, KOTOPOe OyIeT MEHEEC HMMYHOTCHHBIM C TIOJTHBIM
COXpPaHCHHEM aHTUTCHCBSI3BIBAIOIINX CBOMCTB HCXOIHON MOJICKYJIBI. UTOOBI COXpaHHUTh BCE aHTUTCHCBSI3BIBAO-
IIMe CBOWCTBA MCXOJHOTO aHTHUTENA, CTPYKTYPa €ro aHTUTCHCBA3BIBAIOIIETO CaliTa JTOJHKHA OBITH BOCIIPOM3BE-
JieHa B "TyMaHU3WPOBaHHOW" BEpCHU. DTOrO0 MOXKHO JIOCTHYb, IPUBHUBAs TOJIbKO HeuenoBedeckue CDR Ha de-
JIOBeYeCKHe BapuabeIbHbIe KapKacHbIC TOMEHBI M KOHCTAHTHBIE 00JIaCTH C COXpaHEHHEM WIIN 0e3 COXpaHCHHS
KPUTHYECKHNX KapKacHBIX ocTaTkoB (Jones et al., Nature 321: 522 (1986); Verhoeyen et al., Science 239: 1539
(1988)) mm myTeM peKOMOMHAIINY TIEJIBIX HEUEIOBEUSCKUX BapHaOeIbHBIX JOMEHOB (ISl COXPAHESHHUS JINTaH I-
CBSI3BIBAIOIINX CBOWCTB), HO "MAacKHUpPOBaHUsS" MX YEJIOBEUECKON MOBEPXHOCTHIO MyTEM Pa3yMHOHN 3aMEHBI JKC-
MTOHUPOBAHHBIX OCTATKOB (MTsi cHKeHMs anTureHHocTH) (Padlan, Molec. Immunol. 28:489 (1991)).

[To cytn, rymanuzanus ¢ nomouisio npuBuBku CDR BrimtouaeT pexomOuHanuro Tonsko CDR Heuenoeue-
CKOTO aHTHTENIA B KapKac BapHaOCIbHOW O0JIACTH YETIOBEKa M KOHCTAHTHYIO 00JacTh YelioBeKa. TeopeTndecku
9TO JOJDKHO CYIIECTBEHHO CHHM3HMThH WM YCTPAaHUTh NMMYHOTE€HHOCTH (32 MCKJIIOYEHHEM CIIydaeB, KOTJa CyIie-
CTBYIOT JUTOTUIIMYCCKUE MM WAMOTHIIMYECKHE paznuuus). OIHAKO paHee cOOOINANoCch, YTO HEKOTOPHIC Kap-
KacHbIE OCTAaTKH MCXOJHOTO aHTUTEJA TaKXKe MOTYT HyXIaTkcsi B coxpaHeHuu (Reichmann et al., Nature, 332:
323 (1988); Queen et al., Proc. Natl. Acad. Sci. USA, 86:10,029 (1989)).

OcTaTku Kapkaca, KOTOpble He00X0ANMO COXPaHUTh, MOAAIOTCS MACHTH()HUKAINN C TOMOIIBIO KOMIIBIO-
TEPHOTO MOJAEIUPOBaHUS. ATBTEPHATUBHO, KPUTHIECCKIE KApPKACHBIE OCTATKH MOTYT OBITh MOTEHIIMAIBHO HJICH-
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TU(QUIIMPOBAHEI ITyTEM CPaBHEHHS M3BECTHBIX CTPYKTYp aHTHUTEHCBs3bIBaronux caitos (Padlan, Molec. Immu-
nol, 31 (3): 169-217 (1994), BxitoueHa B TaHHBIN TOKYMEHT ITOCPEJCTBOM CCBHIJIKH).

OcTaTku, KOTOpPBIE MOTEHIINATBHO BIUSIOT HA CBA3BIBAHHME aHTHUTEHA, JACNATCS Ha HECKOIbKO rpymm. Ilep-
Bas IPyIIa BKIOYAET OCTaTKH, KOTOPHIE CONPUKACAIOTCS C MIOBEPXHOCTHIO CaliTa aHTUTEHA, KOTOpEIE, CIeI0Ba-
TEJNBHO, MOTYT BCTYNATh B IPAMOM KOHTAKT C aHTUT€HAMH. DTH OCTATKH BKIIOYAIOT AMHHOKOHIIEBBIE OCTATKH H
Te, KoTopble mpuMbIkatoT K CDR. BTtopas rpymnma BkirodaeT B ce0s1 OCTaTKH, KOTOPBIE MOTYT U3MEHHUTH CTPYK-
Typy WK OTHOCUTeNbHOE BeIpaBHUBaHNEe CDR 6o myrem konTakta ¢ CDR, nmubo ¢ apyroit menTuaHOH 1EnbIo
B aHTUTENE. TpeThs rpymma BKIIOYAET AMHHOKHICIIOTHI CO CKPBITBIMA OOKOBBIMH HETISIMH, KOTOPBIE MOTYT BJIH-
ATh Ha CTPYKTYPHYIO LIEJIOCTHOCTH BapuabenbHbIX JOMEHOB. OCTAaTKH B 3THX TPpyHINax 0OBIYHO HAXOIATCS B OJI-
HUX ¥ TeX ke nonoxeHusx (Padlan, 1994, Beime), X0Ts UX UACHTU(QHUIMPOBAHHBIEC MOJIOXKEHHUSI MOTYT pa3iv-
4aThCsl B 3aBUCHMOCTH OT cucTeMbl Hymepanmu (cM. Kabat et al., "Sequences of proteins of immunological in-
terest, 5th ed., Pub. No. 91-3242, U. S. Dept. Health & Human Services, NIH, Bethesda, Md., 1991).

3HaHMS O TYMaHM3MPOBAHHBIX aHTUTENAX B JaHHOH O0JACTH TEXHHWKU NMPHUMEHHUMBI K TIOJIMIIENTHIAM CO-
TJIACHO PACKPBITHIO, AaXKE SCIIM ATU ITOJUIIENTHABI HEe SBISIOTCS aHTUTETIaMU.

B HEKOTOpBIX BapuaHTaX OCYIIECTBIICHUS JaHHOE pacKpbiTHe oTHOCUTCS K CD123-CBA3BIBaOIUM JOME-
HaMm, nipudeM (i) BapuabenbHas 00acTh JETKOW IEMd UMMYHOTJIOOYJIMHA CONEPKUT aMUHOKHUCIIOTHYIO TTOCIIe-
JIOBAaTEILHOCTB, KOTOpasi O MeHbIIel Mepe Ha 88%, mo Menbmel Mepe Ha 90%, o MeHbIeit Mmepe Ha 92%, mo
MeHbIIeH Mepe Ha 95%, mo MeHbmel mepe Ha 97%, mo MeHbmelr Mepe Ha 98% wmmu o MeHbIei Mepe Ha 99%
WACHTHYHA aMHHOKHCIIOTHOW mMociefoBarenbHocTH, npeactapieHHoi B SEQ ID NO: 2, u BapuabenbHast 00-
JIACTh TSDKETION e UMMYHOTIIOOYITHHA COACP)KUT aMUHOKHCIOTHYIO MTOCTIEIOBATEIBHOCTD, KOTOPAst TI0 MEHb-
meit Mepe Ha 85%, mo mensiielt Mepe Ha 90%, o meHbmielt Mepe Ha 92%, Mo MeHblnell Mepe Ha 95%, Mo
MeHblIe Mepe Ha 97%, no Menblieil Mepe Ha 98% win o MeHblIeld Mepe Ha 99% HUAeHTHYHA AMUHOKHUCIIOT-
HOH mocienoBarensHOCTH, npencrasienHol B SEQ ID NO: 4; (ii) BapuaGenbHas 0071acTh JIETKOH Lenn UMMY-
HOTJIOOYJIMHA COAEPKUT aMHUHOKHCIOTHYIO IIOCIENOBaTeIbHOCTb, KOTOpas Mo MeHblneil mMepe Ha 88%, 1m0
MeHblIel mepe Ha 90%, o MeHsIeil Mepe Ha 92%, o MeHbIIeH Mepe Ha 95%, o MeHbILel Mepe Ha 97%, no
MeHbIe mepe Ha 98% wnm mo Mensireit Mepe Ha 99% HWIOEHTHYHA aMUHOKHCIOTHOHW ITOCIIETOBATEIHHOCTH,
npencrasieHaoi B SEQ ID NO: 18, u BapmabenpHas o0yacTh TSHKEIOW IENMA UMMYHOTTIOOYIIMHA COIEPKUT
AMHHOKHUCIIOTHYIO TIOCJIEZIOBATEIFHOCTh, KOTOpasi MO MeHbIel Mepe Ha 85%, mo MeHsIei Mepe Ha 90%, mo
MeHbIIe Mepe Ha 92%, mo MeHsbIeil Mepe Ha 95%, mo MeHbIel Mepe Ha 97%, o MeHbIIeH Mepe Ha 98% win
o MeHbIIei Mepe Ha 99% mneHTHYHa aMUHOKHUCIOTHOH TOCIefoBaTeIbHOCTH, ipeacTaBieHHoi B SEQ ID NO:
20; (iil) BapnabenmpHast 00JIACTh JISTKOHM IENTM UMMYHOTJIOOYIIMHA CONACPKUT aMHHOKHCIOTHYIO TTOCIIEeIOBATEIh-
HOCTh, KOTOpast Mo MeHbIIel mepe Ha 88%, o menblIei Mepe Ha 90%, mo MeHbIell Mepe Ha 92%, o MeHbIIEH
Mepe Ha 95%, 1o menblei Mepe Ha 97%, o MeHbLIel Mepe Ha 98% unu no MeHblIel Mepe Ha 99% uneHTu4Ha
aMHMHOKHCIIOTHOH TTocieoBaTenbHoCTH, npeacTasienHoi B SEQ ID NO: 18, n BapnabenbHas 061acTh TsKeI0i
e MMMYHOTJIOOYJIMHA COJEPKUT aMHHOKHCIIOTHYIO IOCIIEN0BATEILHOCTb, KOTOpas MO MEHbIIEH Mepe Ha
85%, o Mens1eil Mmepe Ha 90%, o MeHbIel Mepe Ha 92%, 1o MeHbILEel Mepe Ha 95%, no MeHbIIEH Mepe Ha
97%, no menblueil Mepe Ha 98% win o MeHblel Mepe Ha 99% UACHTUYHA aMUHOKHUCIIOTHOM MOCIIe0BaTeNb-
HoctH, npexacrasineHHor B SEQ ID NO: 34; (iv) BapuabenbHas 00JacTh JETKOH e UMMYHOTJIOOYJIMHA CO-
JEPKUT aMHHOKHCIOTHYIO IOCJIEOBAaTEIFHOCTh, KOTOpas MO MEHbIIeH mepe Ha 85%, Mo MeHbIIel Mepe Ha
90%, mo MeHbITIeH Mepe Ha 92%, Mo MeHbIe Mepe Ha 95%, o MeHbIel Mepe Ha 97%, IO MEeHbIIIEH Mepe, Ha
98% wiu, Mo MeHbIIe Mepe, Ha 99% HaeHTHYHA aMUHOKHUCIIOTHON TOCIIE0BATEILHOCTH, TIPEICTABICHHON B
SEQ ID NO: 18, u BapuabenbHast 007aCTh TSKEIOH 1EMH UMMYHOTJIOOYTUHA CONEPIKUT aMHUHOKHUCIOTHYIO TI0-
CJIeI0BaTeNIbHOCTh, KOTOpas, N0 MeHbllel Mmepe,Ha 85%, mo menbuielt Mepe, Ha 90%, Mo MeHbIIEH Mepe, Ha
92%, no menblLel Mepe, Ha 95%, o menblel Mepe Ha 97%, o MeHblIel Mepe Ha 98% unu o MeHbLIeH Mepe
Ha 99% WIeHTHYHA aMUHOKHCIIOTHOM mocienoBaTenbHocTH, npencrasieHHoi B SEQ ID NO: 42; (v) Bapua-
OerpHas 00J1acTh JIETKON LeNH HMMYHOTJIOOYJIMHA COJCPIKUT aMUHOKHCIIOTHYIO TIOCIIEI0BATEIbHOCTh, KOTOPas
1o MeHbIIel Mepe Ha §5%, mo meHblIel Mepe Ha 90%, o MeHbIIel Mepe Ha 92%, o MeHblIel Mepe Ha 95%,
1o MeHblIe Mepe Ha 97%, o meHbluel Mepe Ha 98% unu no MeHbliel Mepe Ha 99% HAEeHTHYHA AMUHOKHC-
JIOTHOH TmocienoBaTebHOCTH, TpeactabieHHor B SEQ ID NO: 50, u BapuabenbHas 00J1acTh TSKEIOH TSN M-
MYHOTJIOOYNHMHA CONEPKUT aMHUHOKHCIOTHYIO ITOCIIEOBATEIBHOCTD, KOTOpas 10 MeHbIIei mepe Ha 85%, 1o
MeHbIIei Mepe Ha 90%, o MeHbIei Mepe Ha 92%, o MeHbIIeH Mepe Ha 95%, o MeHbIIelt Mepe Ha 97%, To
MeHbIe Mepe Ha 98% wmnm mo Mensireit Mepe Ha 99% HIOCHTHYHA aMUHOKHCIOTHOHW ITOCIIETOBATEIHHOCTH,
npencrasieHaoi B SEQ ID NO: 52; (vi) BapmabenbHast 00JacTh JIETKOW IENM MMMYHOTJIOOYJTHHA COJEPKUT
AMHHOKHUCIIOTHYIO TIOCJIEIOBAaTEIFHOCT, KOTOpasi O MeHbIIel Mepe Ha 85%, mo MeHsIei Mepe Ha 90%, mo
MeHblIel Mepe Ha 92%, no MeHbIel Mepe Ha 95%, o MeHsbIIel Mepe Ha 97%, no MeHblIeld Mepe Ha 98% wnn
1o MeHbIIel Mepe Ha 99% uneHTHYHa aMUHOKHUCIOTHOM MOCIeA0BaTeIbHOCTH, peacTaBaenHoi B SEQ ID NO:
66, 1 BaprabenabHas 00JaCTh TSHKEIOH Lend MMMYHOTJIOOYJIMHA COJAEP)KUT aMHHOKHCIOTHYIO MOCIIEI0BATEIb-
HOCTB, KOTOpast I0 MeHbIIel Mepe Ha 85%, o MmeHbiei Mepe Ha 90%, mo MeHbIell Mepe Ha 92%, Mo MeHbIIEH
Mepe Ha 95%, o menbiIei Mepe Ha 97%, mo MeHblIel Mepe Ha 98% unu no MeHslIei Mepe Ha 99% uneHTu4Ha
AMHUHOKHUCIIOTHOW TMOCJIEI0BATENBHOCTH, mpeacTaBneHHoit B SEQ ID NO: 68; (vii) BapuabenpHas 001acTh Jier-
KO IIelT IMMYHOTJIO0YJIMHA COAEPKUT aMHHOKHCIIOTHYIO TTOCIIEI0BATEIHHOCTD, KOTOPAs [0 MEHBIIEH Mepe Ha
85%, o mensbIeit Mmepe Ha 90%, 1o MeHbIIEH Mepe Ha 92%, o MeHbIIel Mepe Ha 95%, Mo MeHbIIei Mepe Ha
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97%, no menblueil Mepe Ha 98% win no MeHblel Mepe Ha 99% UACHTUYHA aMUHOKHUCIIOTHON MOCIIe0BaTeNb-
HoctH, nipencTaBieHHoN B SEQ ID NO: 82, u BapuabenbHast 00J1aCTh TSKEIOW SN IMMYHOTJIOOYIIHHA COlep-
JKUT aMHHOKHCIIOTHYIO ITOCJIEIOBATEIBHOCTD, KOTOpas 1Mo MeHbIel Mepe Ha 85%, mo mensieit mepe Ha 90%,
1o MeHeIel Mepe Ha 92%, o mensmIeit Mepe Ha 95%, o MeHbIei Mepe Ha 97%, o MeHbIIeH Mepe Ha 98%
WM TI0 MEHbIIIeH Mepe Ha 99% MASHTUYHA aMHUHOKHCIIOTHOH TIOCTIeI0OBaTENbHOCTH, peacTaBieHHor B SEQ ID
NO: 84; (viii) BapuabenbHast 00JIACTh JIETKON e UMMYHOTJIOOYJIHHA COACPKUT aMHHOKHUCIOTHYIO TIOCTIEN0-
BaTENFHOCTH, KOTOPas MO MeHbIIeH Mepe Ha 85%, mo menpmeld mepe Ha 90%, mo meHspmeil Mepe Ha 92%, Mo
MeHbIIeH Mepe Ha 95%, mo MeHbmei mepe Ha 97%, mo MeHbmeld Mmepe Ha 98% wmmu o MeHbIei Mepe Ha 99%
UICHTUYHA aMUHOKHCIIOTHOW TMOCJenoBaTeNbHOCTH, npenctaBneHHoi B SEQ ID NO: 18, u BapuabenbHas 00-
JACTh TSHKEIOW IS UMMYHOTIIOOYIIMHA COACPIKUT aMUHOKUCIOTHYIO MOCIICIOBATEIBHOCTD, KOTOPAast TI0 MCHb-
mei Mepe Ha 85%, mo meHsiiell Mepe Ha 90%, o meHbielt Mepe Ha 92%, Mo MeHbluell Mepe Ha 95%, Mo
MeHb1Ie Mepe Ha 97%, no menblieil Mepe Ha 98% win o MeHblIel Mepe Ha 99% HWOeHTHYHA aMUHOKHUCIIOT-
HOH mocnenoBatesbHOCTH, npeactasiaeHHoi B SEQ ID NO: 122; (ix) BapuabenbHast 001acTh JIETKOH LeNu UM-
MYHOTJTIOOYJIMHA COAEPKUT aMHHOKHCIOTHYIO HOCIIEI0BATEIILHOCTh, KOTOpas M0 MeHbIleH mepe Ha 85%, 1o
MeHbIIe Mepe Ha 90%, o MeHbIei Mepe Ha 92%, o MeHbIIeH Mepe Ha 95%, o MeHbIIelt Mepe Ha 97%, To
MeHbIIe Mepe Ha 98% wnnm mo Mensieit Mepe Ha 99% HWIOEHTHYHA aMUHOKHCIOTHOHW ITOCIIETOBATEIHHOCTH,
npencrasienaoi B SEQ ID NO: 18, u BapuabenbHas 00yacTh TSHKEIOW IENMH UMMYHOTTIOOYIIMHA COIEPKUT
AMHUHOKHUCIIOTHYIO TIOCJIEIOBATEIFHOCTh, KOTOpasi MO MeHbIel Mepe Ha 85%, mo MeHsIueit Mepe Ha 90%, mo
MeHbIIe Mepe Ha 92%, mo MeHsbIeil Mepe Ha 95%, mo MeHbIel Mepe Ha 97%, o MeHbIIeH Mepe Ha 98% wim
o MeHbIIei Mepe Ha 99% mneHTHYHa aMUHOKHCIOTHOH TOCIeoBaTeNbHOCTH, ipeacTaBieHHoi B SEQ ID NO:
98; (x) BapuabenbHas 00JACTH JICTKOH IIEMH UMMYHOTJIOOYITHHA CONEPIKUT aMUHOKHCIOTHYIO MOCIIEIOBATEb-
HOCTh, KOTOpast M0 MeHbIIel Mepe Ha 85%, o meHbiei Mepe Ha 90%, mo MeHbIell Mepe Ha 92%, Mo MeHbIIEH
Mepe Ha 95%, 1o menblei Mepe Ha 97%, o MeHblIei Mepe Ha 98% unu o MeHblIel Mepe Ha 99% uneHTu4Ha
aMHMHOKHCIIOTHOH TTocieoBaTenbHOCTH, npeacTasiaenHoi B SEQ ID NO: 18, n BapnabenbHas 061acTh TsKeI0i
e UMMYHOTJIOOYJIMHA COJEPKUT aMHHOKHCIIOTHYIO IOCIIEN0BATEILHOCTb, KOTOpas MO MEHbIIEH Mepe Ha
85%, o mensIneit Mmepe Ha 90%, o MeHbIIeH Mepe Ha 92%, o MeHbIIel Mepe Ha 95%, Mo MeHbIIei Mepe Ha
97%, o meHsIIei Mepe Ha 98% wian 1o MeHbIIeH Mepe Ha 99% HaeHTHYHAa aMUHOKHUCIOTHOM MOCIEeI0BaTENb-
HoctH, nipeAcTasienHor B SEQ ID NO: 106; wim (xi) BaprabenbHas 001acTh JISTKOH e UMMYHOTJIO0yJIHHA
COJICPXKUT aMHHOKHUCIIOTHYIO ITOCIIEIOBATEIbHOCTh, KOTOpas M0 MeHbInei Mepe Ha §5%, 10 MEHBIIEH Mepe Ha
90%, o meHbIIel Mepe Ha 92%, o MeHbIIel Mepe Ha 95%, mo MeHbIIel Mepe Ha 97%, 1Mo MEeHBIIEH Mepe Ha
98% wnm mo MeHsIIeld Mepe Ha 99% WAEHTHYHA aMUHOKHCIIOTHOH IMOCIEI0BAaTENbHOCTH, MPEICTaBICHHON B
SEQ ID NO: 18, u BapuabenbHast 001aCTh TSHKEJIOH e HUMMYHOTIIOOYIMHA COAEPKUT aMUHOKUCIIOTHYIO TIO-
CJIeI0BaTeNIbHOCTh, KOTOpast M0 MeHblel Mepe 85%, mo menbieit Mepe Ha 90%, mo MeHsbIIel Mep, Ha 92%, o
MeHblIeH mepe Ha 95% mpu no MeHsbIell Mepe Ha 97%, no MeHblIeld Mepe Ha 98% WM Mo MeHbLIEH Mepe Ha
99% uneHTHYHa aMHHOKHUCIIOTHON MOCIe0BaTeNbHOCTH, peacTasaenHoil B SEQ ID NO: 114.

B npyrux BapmanTax ocymectBieHust kaxapli CDR cozmepxur He Oosee OHOM, ABYX WIIM TPEX 3aMeH,
BCTaBOK HJIM JICJICIIUI 110 CPABHCHUIO C MOHOKJIOHAJTBHBIM aHTUTEIIOM WJIH €r0 ()parMEHTOM HJIH MTPOU3BOIHBIM,
KOTOpOE CIIeM(UIESCKH CBSI3BIBAETCS C MPEACTABIAIONIEH HHTEpeC MuIIeHbIo (Hanpumep, CD123).

B HekoTophix Bapuantax ocymectBieHus CD123-cBsa3pIBaromuil 60K MOXKET COAepKaTh OJAWH WM He-
CKOJIBKO JIOTIOJTHUTEIHHBIX CBA3BIBAIOIINX TOMEHOB (HampuUMep, BTOPOH CBSI3BIBAIOMIMNA JOMEH), KOTOPBIE CBSI-
3BIBAIOT MHIIIEHB, OTINYHYI0 0T CD123. DTH npyrue CBs3bIBAIONINE IOMEHBI MOTYT COJIEpXKaTh, HAIIPUMEp, KOH-
KPETHBIA IUTOKWH WM MOJEKYIy, KOTOpasi HaIlelUBAET MOJUICTITHA C YKa3aHHBIM CBA3BIBAIOMIMM JOMEHOM Ha
OTIpPEICIICHHBIN THIT KJIIETOK, TOKCHH, TOTIOJIHUTESIBHBIN PEIEITOP KIICTKH, aHTHTENO | T.JI.

B Hekoropeix BapuaHTax ocymiectBiacHus CD123-cBsi3pIBarolas MOJICKYIa WK OSIOK MOXET COJICPKATh
T-KJICTOYHBIH CBS3BIBAIOIININ JOMCH JJI PEKPYTUPOBAHUS T-KICTOK Ui HALICIMBAHUS HA KICTKH, YKCIPECCH-
pyroume CD123. B ompeneneHHbIX BapuaHTax ocymiectBieHuss CD123-cBs3pIBaromuii 00K, KaKk OTMHCAHO B
JTAHHOM JOKYMEHTE, MOKET BKIIFOUaTh (1) CBSA3BIBAIOIINI JTOMEH, KOTOpBIN crienuduueckn cesssiBaeT TKP kxom-
rieke wim ero kommoneHT (Hanpumep, TKPa, TKPB, CD3y,CD3d u CD3¢) u (ii) aApyroif cBA3BIBAIOIINI TOMEH,
KOTOpHI cnenuduyeckn cesasbiBaercs ¢ CD123. CD123-cBsa3piBaromuii 6eJI0K MOXKET HCIOJIB30BATh IO CYIIIe-
CTBY JFOOO¥ CBSI3BIBAIOIINI JOMEH, KOTOPBIN CBI3BIBACTCS ¢ T- KIIETKOW, HAIPUMEP CBSA3BIBAIOLIMIA JOMEH, IPO-
UCXOAAIMNNA M3 aHTHTena. MumoctpatuBHble anTuTena aHTH-CD3, u3 KoTopeix MokeT ObITh mosryaen CD3-
CBSI3BIBAIOIINN JIOMEH, BKIOYAIOT MOHOKIOHANBHOEe aHTHTeno CRIS-7 (Reinherz, EL et al. (Eds.), Leukocyte
typing II, Springer Verlag, New York, (1986); Vi u Vy nmocinenoBareIbHOCTH aMHHOKHCIIOT, COOTBETCTBEHHO,
npoaemonctpupoBansl B SEQ ID NO: 209:

(QVVLTQSPAIMSAFPGEKVTMTCSASSSVSYMNWYQQKSGTSPKRWIYDSSKLAS-
GVPARFSGSGSGTSYSLTISSMETEDAATYYCQQWSRNPPTFGGGTKLQITR) u SEQ ID NO: 210
(QVQLQQSGAELARPGASVKMSCKASGYTFTRSTMHWVKQRPGQGLEWIGYINPSSAY-
TNYNQKFKDKATLTADKSSSTAYMQLSSLTSEDSAVYYCASPQVHYDYNGFPYWGQGTLVTVSA));
HuM?291 (Chau et al. (2001) Transplantation 71:941-950; V| u Vy; aMHHOKHCIIOTHBIC TTOCIICAOBATSILHOCTH, CO-
OTBETCTBEHHO, poaeMoHcTpupoBansl B SEQ ID NO: 211:

(DIQMTQSPSSLSASVGDRVTITCSASSSVSYMNWYQQKPGKAPKRLIYDTSKLAS-
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQWSSNPPTFGGGTKVEIK) u SEQ ID NO: 212
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(QVQLVQSGAEVKKPGASVKVSCKASGYTFISYTMHWVRQAPGQGLEWMGYINPRSGY-
THYNQKLKDKATLTADKSASTAYMELSSLRSEDTAVYYCARSAYYDYDGFAYWGQGTLVTVSS));
MoHOKIOHaNsHOE anTuTe0 BC3 (Anasetti et al. (1990) J. Exp. Med. 172: 1691); MOHOKJIOHAILHOE aHTHUTEIO
OKT3 (Ortho multienter Transplant Study Group (1985) N. Engl. J. Med. 313: 337) u ero npou3BoHbIE, TaKHE
kak OKT3 ala-ala (taxke HazsiBaeMoe OKT3 AA-FL nmun OKT3 FL), rymanu3upoBaHHbIi BapuaHT Fc ¢ 3ame-
HaMU ajaHuHa B noytioxkeHusax 234 u 235 (Herold et al. (2003) J. Clin. Invest. 11:409)); Bucunuzyma6 (Carpenter
et al. (2002) Blood 99: 2712), monokioHanpHOoe anTuTeno G19-4 (Ledbetter et al., 1986, J. Immunol. 136:
3945), monoknonansHOe antutTeno 145-2C11 (Hirsch et al. (1988) J. Immunol. 140: 3766) 1 MOHOKJIOHAJIBHOE
antureno 12C (cm., manpumep, US 2011/0293619 u US 20120244162). Hanpumep, CD3-cBs3bIBaIONIANA TOMEH
MoxeT coxepxath CD3-cBs3bIBarOIMi JOMEH, PAacKphITBIH B myOnmkanun 3asBku Ha mareHT CIIA Ne
2012/0244162, Bxiarouas CD3-cs3pIBaroOIUil JoOMeH, coaepxkamuii oomacte VL, Beiopannyto u3 SEQ ID NO:
17,21, 35, 39, 53,57, 71,75, 89, 83, 107, 111, 125, 129, 143, 147, 161, 165, 179 u 183 US 2012/0244162 w/unu
obmactes VH, BeIOpannyro w3 SEQ ID NO: 15, 19, 33, 37, 51, 55, 69, 73, 87, 91. 105, 109, 123, 127, 141, 145,
159, 163, 177 u 181 US 2012/0244162. B HexoTopbIx BapuaHTax ocymiecTBieHuss CD3-cBs3pIBatomunii JOMeH
COJIEP)KUT aMHUHOKHUCIIOTHYIO TIOCIIEeIOBaTeIbHOCTh, BeIOpanHyio n3 SEQ ID NO: 23, 25, 41,43, 59, 61,77, 79,
95,97, 113, 115, 131, 133, 149, 151., 167, 169, 185 u 187 u3 matenra CIIIA 2012/0244162. B HEKOTOPHIX Baph-
anTax ocymectieHuss CD3-cBsi3pIBarOmuiA  JOMEH TpencTaBisieT coboit  momeH, omucaHHblii B WO
2004/106380, WO 2005/040220A1, US 2014/0099318 wim momydeHHbIid n3 ero CD3-CBA3BIBAIONIETO JOMEHA.
NmmroctpatuBHbiM aHTHTENOM TIpoTHB TKP siBnsieTcs MoHOKIIOHAIEHOE aHTHTEeT0 BMAO31 (Borst et al. (1990)
Human Immunology 29:175-188). CD3-cBsi3pIBaromuii JOMEH MOKET OBITh TIOTyUEH U3 JIFOOOTO U3 aHTUTEI WIIH
nocienoBatenbpHocTel, onmucaHHbX B WO 2013/158856 (MOTHOCTBIO BKITFOYEHO B TAHHOE OMHCAHUE MOCPEICT-
BOM cCChbUIKM). B HekoTopbix BapuaHTax BTopoil CD123-cBsi3piBaromiuii JOMEH-CBS3BIBAIOIIETO MOJUIENTHAA,
OIMCAHHEIN B TAHHOM JOKYMEHTE, COJACPKHUT: (1) BapHaOeIbHYI0 00JacTh JICTKOM e NIMMYHOTTIO0YIIHHA, CO-
nepxamryto LCDR1, LCDR2 n LCDR3, u (ii) BapradenbpHyro 001acTh TsDKEJIOH IENH UMMYHOTJIOOYJIMHA, CO-
nepxamryto HCDR1, HCDR2, u HCDR3, npuuem (a) LCDR1, LCDR2 u LCDR3 uMeroT aMHHOKHUCIIOTHBIE TTO-
cienoBaTebHOCTH, mpeacTaBieHusie B SEQ ID NO: 162, 163 u 164 coorBerctBenno, 1 HCDR1, HCDR2 u
HCDR3 umeroT aMHHOKHUCIIOTHBIE MTOCIIEI0BaTeIbHOCTH, ipencTaBieHnble B SEQ ID NO: 165, 166 u 167 coot-
BercTBeHHO; WK (b) LCDR1, LCDR2 n LCDR3 nMer0T aMHHOKHCIIOTHEIE TIOCIIEI0OBATEIFHOCTH, TIPEICTABIICH-
aeie B SEQ ID NO: 168, SEQ ID NO: 169 u SEQ ID NO: 170, coorBerctBenno, 1 HCDR1, HCDR2 u HCDR3
MMEIOT aMWHO KHCJIOTHBIE ToclieaoBareapbHocTH ykazanueie B SEQ ID NO: 171, SEQ ID NO: 172 u SEQ ID
NO: 173 cootBercTBeHHO. B mpyrux acmekrax Bropoit CD123-cBs3bIBarOmuiA JOMEH-CBSI3BIBAIONIETO MOJUTIETI-
TU/Ia, OTIMCAHHBIN B TaHHOM JOKYMCHTE, BKIFOUaeT: (1) BapraOenbHYIO 00JacTh JICTKOH Leni UMMYHOTIIO0YITH-
Ha, conepskamryto LCDR1, LCDR2 u LCDR3, u (ii) Bapna0enpHyI0 00JacTh TSHKEIOH e UMMYHOTI00yTHHa,
conepxanryto HCDR1, HCDR2, u HCDR3, npuuem (a) LCDR1, LCDR2 u LCDR3 uMeroT aMHHOKHCIOTHBIE
nociieoBaTeabHOCTH, npenctasieHusie B SEQ ID NO: 171, 172 u 173, cootBerctBenno, 1 HCDR1, HCDR2 u
HCDR3 umeroT aMuHOKHUCIIOTHBIE MTOCIIEA0BAaTENbHOCTH, ipeacTaBiennbie B SEQ ID NO: 174, 175 u 176 coot-
BerctBeHHO; mwin (b) LCDR1, LCDR2 u LCDR3 nMer0T aMUHOKHCIIOTHBIC TTOCIEI0BATEIBHOCTH, MPEICTABICH-
uHeie B SEQ ID NO: 176, 177 u 178, coorBerctBenno, 1 HCDR1, HCDR2 n HCDR3 uMer0oT aMHUHOKHCIIOTHBIE
nocieoBaTeabHOCTH, TipenctasieHabie B SEQ ID NO: 179, 180 u 181 cooTBeTcTBEeHHO. B HEKOTOPHIX BapHuaH-
Tax ocymecTBieHus Broporr CD123-cBs3pIBalonuii JOMEH-CBI3BIBAIOIIETO TIOTUTICTITHIA, OTTMCAHHBIA B TAHHOM
JIOKyMEHTe, colepkuT: (i) BapmaOeNbHYI0 00JaCTh JISTKOW IIeNMM MMMYHOTJI00ynWHa, comepxkamryio LCDRI,
LCDR2 u LCDR3, u (ii) BapnabenpHyr0 00JaCcTh TSXKEIOH IeMd MMMYHODIIOOYuHa, comepkamntyio HCDRI,
HCDR2, u HCDR3, npuuem (a) LCDR1, LCDR2 u LCDR3 uMeroT aMUHOKHUCIIOTHBIC TOCIICIOBATEIFHOCTH,
npencrasieHasie B SEQ ID NO: 182, 183 u 184 cootserctBenHo, 1 HCDR1, HCDR2 u HCDR3 umeror amuHo-
KHCJIOTHBIE TOCIICAOBATeNbHOCTH, npenctapieHubie B SEQ ID NO: 185, 186 u 187 coorBercTBeHHO; min (b)
LCDR1, LCDR2 u LCDR3 uMeroT aMHMHOKHUCIIOTHBIE TIOCTEA0BAaTENbHOCTH, NpeacTaBieHHsie B SEQ ID NO:
188, 189 u 190, coorBerctBeHHo, © HCDR1, HCDR2 u HCDR3 uMeroT aMHHOKHUCIIOTHEIE MOCIIEIOBATEILHO-
cty, npexactasineHnsle B SEQ ID NO: 191, 192 u 193 cooTBeTcTBEHHO. B HEKOTOPBIX acmeKTax BTOPHIE CBSI3bI-
BaIOIINE TOMEHBI, copeprkamue nocyienoBarensHocT CDR, ykazanuble B 3TOM maparpade, SBISIOTCS TYMaHH-
3HPOBAHHBIMH.

B HekoTopwix BapuanTax ocymiectsieHUs CD123-cBs3biBaromiero Oenka, BKIIOYAIOIIET0 BTOPOH CBSI3BI-
BAIOIMI TOMEH, KOTOPbIH crienuduuecku ca3piBaeT CD3g, BTOPOIi CBSA3BIBAIOIINI JOMEH KOHKYPHPYET 3a CBSI-
3piBaHMe ¢ CD3¢ ¢ MmonoknoHansHeIM aHTuTenoM CRIS-7, HuM291 umu 12C. B HekoTopsix Bapuantax CD3-
CBSI3BIBAIOIINN JOMEH BKJIIOYACT BapuaOeNbHYIO0 00JacTh Jerkoi 1enu (Vi) UMMYHOTJIOOyJIMHA W Bapruadelb-
HYI0 00JIaCTh TSDKEJION Ienmu MMMYyHoroOynuHa (Vy), TOMydeHHYI0 W3 MOHOKJIOHanmbHOoro aHTutena CRIS-7,
HuM291 wnu 12C (manmpumep, Vi 1 Vi BTOPOTO CBS3BIBAIOIIETO TOMEHA MOTYT MPENICTABIISITh COO0M Ir'yMaHU3H-
pOBaHHBIE BapHuaOebHbIE 00JIacTH, BKIOYaromue, cootBeTcTBeHHO, CDR nerkoit emu u CDR Tsxenoit nenn
MOHOKJIOHAJIFHOTO aHTUTeNA). BTOpOii CBA3BIBAIOIINIT TOMEH MOXKET COJICPKATh BapHaOCIbHYI0 001aCTh JISTKOU
[ETH, BapraOebHYI0 00JIaCTh TsDKeNoH 1enu win 00a u3 CD3-cBs3piBatomux gomMeHoB DRA222, TSC455 wnu
TSC456. AmunokucioTHsle nocienoBarensHocTn DRA222, TSC455 u TSC456 npencrasnens! B Tadi. 3. Cs-
3piBaronue gomMensl DRA222 Taxke ommcansl B WO 2013/158856. TSC455 Takxke MOXKET YIIOMHUHATBCS Kak
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TSC394 F87Y. TSC455 Taxke moxeT ynomuHatscs kak TSC394 ES86D F87Y unu TSC394 DY. B HekoTopbIx
BapHaHTaX OCYIICCTBICHHS BTOPOU CBS3BIBAIOLINIA JOMEH crierudruecku cBs3biBacT CD3 U comepKuT Bapua-
OeNbHYIO 00JIaCTh JIETKOW IeTTH UMMYHOTJIOOYJIMHA W BapHaOenbHYI0 00JIaCTh TSDKEJION e MMMYHOTIIO0YIH-
Ha; MpuYeM BapuabenbHas 00JIaCTh JIETKOM [eNM MMMYHOTJIOOYIHHA COACPKUT aMUHOKHCIOTHYIO TOCIEN0Ba-
TENBHOCTB, KOTOpasl 0 MEHbIIEH Mepe mpuMepHO Ha 93% uaeHTHYHA, IO MEHBIIEH Mepe mpuMepHO Ha 95%
WICHTUYHA, IT0 MEHBIIIEH Mepe MpUMepHO Ha 97% nIeHTHYHA, TT0 MEHBIIeH Mepe npuMepHo Ha 98% uaeHTHYHA
WM TI0 MEHBIIEeH Mepe mpuMepHO, Ha 99% WaeHTHIHa aMHHOKHUCIOTHOW mocnenoBatensHocTd B SEQ ID NO:
157 nnu mo MeHbpIIeH Mepe npuMepHo Ha 94% naeHTHYHA, TT0 MEHBIIIEH Mepe MpUMEpHO Ha 95% mneHTH4YHa, TI0
MeHblIe Mepe npuMepHo Ha 97% UAeHTUYHA, IO MEHbILEH Mepe MpUMepHO Ha 98% MAEHTUYHA WK 110 MEHb-
el Mepe npuMepHo, Ha 99% uneHTuyHa aMHUHOKHCIOTHOU nocnenoBatensHocTd B SEQ ID NO: 158; u npuuem
BapHadebHasi 00JIACTh TSDKEJIOH IIeNM UMMYHOTJIOOYJIMHA COJCPKHUT aMUHOKHCIIOTHYIO MOCIICIOBATEIBHOCTB,
KOTOpasi 0 MEHbIIIe Mepe npuMepHo Ha 82% uAeHTHYHA, 10 MEHbILEH Mepe MpUMepHO Ha 85% HUAEHTHYHA, 110
MeHbIIeH Mepe IpuMepHo Ha §7% HMIEHTUYHA, IO MEHbIIEH Mepe MpuMepHOo, Ha 90% HAeHTUYHA, IO MEHBbIIEH
Mepe IpUMepHO Ha 92% HUIeHTUYHA, 0 MeHbIIel Mepe mpuMepHO Ha 95% uaeHTHYHa, 10 MEHbLIEH Mepe MpH-
MepHO Ha 97% HIOeHTHUYHA, 10 MEHbBIIEH Mepe IpuMepHO Ha 98% MAEHTHYIHA WIIH 1T0 MEHBIICH Mepe IPIMEPHO
Ha 99% uaeHTHYHA aMUHOKHCIOTHOH mocnenoBarenpHOCTH B SEQ ID NO: 159. B HEKoTOpHIX BapHaHTaxX OCy-
MIECTBIICHUST TONMUTENTH, cBs3biBatomuit CD123 wim  Oenmok, JONOJHUTENbHO conepxkammii  CD3-
CBSI3BIBAIOIINI JTOMEH, MOKET MMETh HU3KHH YPOBEHb BBHICOKOMOJIEKYJISIPHBIX arperatoB, MPOTYyIHUPYEMBIX BO
BpeMS PEKOMOWHAHTHON SKCIPECCUH TIOTUIECITH A Wi OeTka, oJUIenTH I, cBs3bBaromuid CD123 wmu 6eok,
JOTIONHUTENRHO copeprkarmuit CD3-cBA3bIBAIOMINIT TOMEH MOXKET UMETh OTHOCHTENBHO JUTMHHYIO CTaOMIBHOCTD
B CBIBOPOTKE YeJIOBEKa, B 3aBUCUMOCTU 0T CD3-cBs3bIBAIOLIETO TOMEHA, MPUCYTCTBYIOMIETO B MOJUMECHTHIE
Wi OeJke.

B HekoTOphix BapuaHTax ocyuiecTBieHus BTopoil CD123-cBs3pIBatomuil JOMEH-CBS3BIBAIOLIETO IOJIH-
MENTHIA, OTIMCAHHEIN B TaHHOM JOKYMEHTE, MpencTaBisieT co00ii CD3-CBA3BIBAIOIINIA TOMEH U COACPIKUT OJTHY
wi Heckonbko CD3-cBsi3pIBaromux mocienoBarensHocTed (Hanpumep, CDR wnu BapnabGenbHBIX obnacrei),
packpeiThix B matente CIIIA 2013/0129730, marente CHIA 2011/0293619, nmarente CIHA 7635472, WO
2010/037836, WO 2004/106381 nmm WO 2011/121110; xaxaplii u3 KOTOPHIX BKIIOYEH B JAHHBIH TOKYMEHT
TTOCPEZICTBOM CCBIIKM BO BCEH MX TMONHOTE. B HekoTOpbIX BapuaHTax ocymectsieHuss CD3-cBs3bIBarOmMN 10-
MEH COJEPKUT OJTHY MJIM HECKOJIBKO M3 CIEAYIOMNX MOCIeI0BATENbHOCTEH:

LCDRI1 LCDR2 LCDR3
GSSTGAVTSGYYPN GTKFLAP ALWYSNRWYV
(SEQ ID NO:289) (SEQ ID NO:292) (SEQ ID NO:295)
RSSTGAVTSGYYPN ATDMRPS ALWYSNRWV
(SEQ ID NO:290) (SEQ ID NO:293) (SEQ ID NO:296)
GSSTGAVTSGNYPN GTKFLAP VLWYSNRWV
(SEQ ID NO:291) (SEQ ID NO:294) (SEQ ID NO:297)

B PAa3JINMYIHBIX BapUaHTaX OCYIICCTBJICHUA CD3-CB${3LIBaIOIIII/Iﬁ JAOMCH COACPKUT OJHY WJIN HECCKOJIBKO U3
CJICAYIOMUX HOCHGHOBaTGHLHOCTeﬁZ

HCDRI1 HCDRZ HCDR3

IYAMN RIRSKYNNYATYYADSVKS | HGNFGNSYVSFFAY
(SEQ ID NO:298) (SEQ ID NO:301) (SEQ ID NO:304)
KYAMN RIRSKYNNYATYYADSVKD | HGNFGNSYISYWAY
(SEQ ID NO:299) (SEQ ID NO:302) (SEQ ID NO:305)
SYAMN RIRSKYNNYATYYADSVKG | HGNFGNSYLSFWAY
(SEQ ID NO:300) (SEQ ID NO:303) (SEQ ID NO:306)

B HEexoTOpBIX BapHaHTax OCYIIECTBICHUS MOJIUIENTH, CBs3biBatomuii CD123, ucmonp3yeMblii B OlACcaH-
HBIX B JAHHOM JOKYMEHTE CIoco0ax M KOMITO3UITUAX, MPEICTaBIsET cO00H OucmennuIecKyro OIHOIeTIoded-
HYIO MOJIEKYITy, conepkantyto CD123-ca3pBatonuii jomeH 1 CD3-cBsa3pIBatonuii JoMeH. B HEKOTOPHIX Baph-
antax ocymecteieHus CD123- w/unu CD3- cBA3BIBAOIIUI JTOMECH NMPOUCXOIUT U3 AHTHTENA U CONCPIKUT Ba-
puadenbHy0 TsDKeyto 1enb (Vy) u BapuabensHylo serkyto uenb (Vi). Hanpumep, scFv comepxkur Vy u Vi.
OTH CBA3BIBAIOININC TOMEHBI H BapraOeNIbHBIC IIEIH MOTYT OBITh PACIIONIOKCHEI B JTFOOOM MOPSIIKE, KOTOPBIN BCE
CIIe COXpaHsIeT HEKOTOPYIO CBS3BIBAIONIYI0 aKTUBHOCTH C MHIICHBIO(ssMH). HampuMmep, BapuabeabHBIC JOMEHEI
MOTYT OBITH PAcCIIONIOKEHBI B TakoM mopsiake, kak VH CD123-VL CD123-VH CD3-VL CD3; VL CD123-VH
CDI123-VH CD3-VL CD3; VH CD123-VL CD123-VL CD3-VH CD3; VL CD123-VH CD123-VL CD3-VH
CD3; VH CD3-VL CD3-VH CD123-VL CD123; VL CD3-VH CD3-VL CD123-VH CD123; VH CD3-VL
CD3-VL CDI123-VH CDI123; wmu VL CD3-VH CD3-VH CD123-VL CD123. Ilapst VH-o6macteit m VL-
obrnacTeil B CBA3BIBAIOIIEM JOMEHe, cBs3biBaroneMcs ¢ CD3, moryT ObITh B (hopmare OJHOICTIOYEUHOTO aHTH-
tena (scFv). obmactu Vi u Vi MoryT OBITE pacrosioskeHsl B opsinke VH-VL wim VL-VH. B HexoTopsIX Bapu-
aHTax ocymectBieHuss scFv moxer cBs3piBaThest ¢ CD123 Gosee 3pdeKTUBHO, YeM aHTHUTENO, COJAepIKaIee
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OJIMHAKOBEIEC TocienoBarenbHocT obnacteld VH u VL B oauHakoBO opueHTanmu. B onpeencHHBIX BapUaH-
Tax ocyuiecTBieHus scFv Moxker Gonee addexriBHo cBsa3bBaThest ¢ CD123 B opuenranuu VL-VH, gem B opu-
entaru VH-VL, unm Hao6opoT (cM., Hanmpumep, [Ipumep 2). VH-061acTh MOKET OBITH pacmojioskeHa Ha N-
KOHIIE OTHOCHTEIHHO TOCNIefioBaTeIbHOCTH TuHKepa. O6macts VL MoxkeT ObITh pacmonoxeHa Ha C-KOHIIE OT-
HOCHTENIFHO TOCJIE0BATEIbHOCTH JINHKepa. Pacmonoxkenne nomMeHoB B CD3-cBs3pIBarOmEeM JOMEHE OHCIIEITH-
(bugecKoi OJHOIECTIOYeYHOW MOJEKYIbl MOXeT ObITh VH-VL, nmpudem ykazanubiii CD3-cBs3pIBaonuii joMeH
pacnionoxkeH Ha C-xoHe oTHocuTenbHO CD123-cBs3bIBarommIero JoMeHa. bucnenupuynas MOJeKylia MOXET
conepxathb scFV-cBs3piBatomnuiicst ¢ CD123, coequnaennsiii ¢ scFv cpsi3piBatormmm CD3. Otu scFV MoryT ObITh
CBSI3aHBI KOPOTKUM HENTHIOM. B HEKOTOpPBIX BapuaHTax OCYIIECTBICHHs OMCHEenU(HIECKUE OHOLETIOYeYHbIC
MOJIEKYJIBl HE COZIepKaT MapHUPHYIO 00JIaCTh MM KOHCTaHTHYIO o0nacTb (cM., Harmpumep, US 2013/0295121,
WO 2010/037836, WO 2004/106381 u WO 2011/121110; xaxknast U3 HUX BKIIOYCHA B JAHHBIA JOKYMEHT IIO-
CPEICTBOM CCBUIKHU BO BCEH UX MOIHOTE).

B HekoTOpHIX BapuaHTaX OCYLIECTBICHHS CBSI3BIBAIOIIMII JTOMEH NPEACTaBISECT COOOH OIXHOLETIOYEYHBIH
Fv-¢parmenr (scFv), koTopslii cogepkut odnactu Vy u Vi, crienuuyaHble AIsi MAIICHH MTPEACTaBISIONICH HH-
Tepec. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS 00IacTH Vy U V| SBISIOTCS YEIOBEUSCKUMH WM TyMaHH3UPO-
BaHHBIMIL.

B HEKOTOpBIX BapWaHTax CBI3BIBAIONIMKA JOMEH IMpeacTaBiseT cobol ogHonenodeunsii Fv(scFv), conep-
Karmmid 061acT Vi 1 Vi HMMYHOTTIOOYJIMHA, COeIMHEHHBIC MENTHUAHBIM JIMHKepOM. VIcTonbp30Banue MenTH -
HBIX JTMHKEPOB U1l COeMMHEHUS obnacTeid Vi 1 Vi XOpOIIIo U3BECTHO B TAaHHOU 00JIaCTH, U B 9TOH KOHKPETHON
o0acTH cymecTByeT O0NBIIOe KOJMYECTBO MyOnKaruii. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS MENTHIHBIN
JIMHKEp TpeicTaBisieT co0ol 15-wiieH, cocTosImuil U3 Tpex MOBTOPOB aMUHOKHCIOTHOHM IOCIEe0BaTEIbHOCTH
Gly-Gly-Gly-Gly-Ser ((Gly4 Ser) 3) (SEQ ID NO: 213). bbuti ucnoiab30BaHbl JPYTUe THHKEPBI U TEXHOJIOTHUS
(baroBoro aucIUIes, a TaKXKe TEXHOJIOTHs CeIeKTHMBHOTO MH(peKIMoHHOoTO (ara (selective infective phage tech-
nology) Oblia UCTIONB30BaHA IS AUBEPCU(UKAIIMK M BBIOOpPA MOIXOIINX JIMHKEPHBIX MOCIIEI0BATEILHOCTEH
(Tang et al., J. Biol. Chem. 271, 15682-15686, 1996; Hennecke et al., Protein Eng. 11, 405-410, 1998). B Heko-
TOPBIX BapHaHTaX OCYIIECTBICHUS 001acT Vi U Vy COSTNHEHBI ENTHAHBIM JIMHKEPOM, HMEIOIIINM aMHHOKHC-
JIOTHYIO TTOCIIEZIOBATEILHOCTD, coaepkantyro popmyny (Gly, Ser),, mpuuem n = 1-5 (SEQ ID NO: 214). dpyrue
TTOIXOISATINE IMHKEPBI MOT'YT OBITH MOJIYICHBI ITyTEM ONTHMH3AIK MPOCTOro JTuHKepa (Hampumep, (Gly, Ser),)
(SEQ ID NO: 315) mocpeacTBoM CIy4aitHOT0O MyTareHesa.

B HekoTOpBIX BapuaHTaX OCYIIECTBICHUS MOJHIIENITH, CBs3bIBatonuii CD123 comepkuT, 1Mo MOpSIKy OT
aMUHO-KOHIIA 0 KapOOKCHILHOTO KOHIA (WJIM B TMOPSJIKE OT KapOOKCHIBHOTO KOHIIA JO aMHHOKOHI), (i)
CD123-cBs3pBatommuii gjoMeH, (i) mapHUpHYIO 00nacTb, (iil) KOHCTAaHTHYIO 00J1acTh MMMYHOTJIOOyNMHA, (1V)
KapOOKCHTEPMHUHAIBHBIN JTMHKEP (WU JIMHKEp aMHHOKOHIA) U (V) BTOPOi cBs3bIBalomni noMeH. Kak ncrnoss-
3yeTcs B JaHHOM JOKYMEHTE B KOHTEKCTE MOJIMIENTHIHON KOHCTPYKIMHU, COJAEpKAILIECH NepBbI CBSI3BIBAIOLINN
JIOMEH M BTOpPOH CBSI3BIBAIOIINI JOMEH, "IIapHUpHast 00sacTe” WM "HIapHUP" OTHOCHUTCS K IOJHMIETTHIHON
o0JlacTi MEXy TEpBBIM CBS3BIBAIOMINM JIoMeHOM M Fc-o6macthro. "KapOoKcHTepMHHAIBHBIA JIMHKEP" I
"aMHHOTEPMHUHAIBHBIIM JIMHKEP" OTHOCHUTCS K MOJMIENTUIHON oOnacTn Mexay Fc-001acThio M BTOPBIM CBSI3bI-
BAaIOIIMM JOMEHOM. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS KapOOKCHU-TEPMUHANBHBINA JIMHKED (MM aMHUHO-
TEPMHUHAIBHBIN JTUHKEP) BKI09aeT uiau coctout u3 SEQ ID NO: 248. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS
MIAPHHUDP TPEACTABIACT COO0H MAapHUPHYIO 00NACTh MMMYHOTJIOOYJIIHA YEeIOBEKa TUKOTO THUIAa. B HEKOTOPHIX
JIPYTUX BapHaHTaX OCYIIECTBICHHS OIWH WIIM HECKOJIBFKO aMUHOKHCIOTHBIX OCTaTKOB MOTYT OBITH TOOABIICHBI
Ha aMHHO- WM KapOOKCHIBHOM KOHIIE MIapHUPHOHM 00IaCTH HMMYHOTTIOOYJIMHA JUKOTO THIA KaK 9acTh KOHCT-
pykuuu cimtoro 6enka. Hampumep, DOMOIHHUTENIBHBIE aMUHOKHCIIOTHBIE OCTAaTKH COCIMHEHHS Ha aMHHOKOHIIE
mapaupa MoryT ObiTe "RT", "RSS", "TG" nin "T", unu Ha KapOOKCHIIEHOM KOHIIE IIapHUpa MOXkeT ObITh "SG",
WIN yAaJCHUE IIapHUpPA MOXKET OBITh COBMEIICHO C Jo0aBlicHHEeM, TakuM kak AP ¢ "SG", moOaBieHHBIM Ha
KapOOKCHIJILHOM KOHIIE.

B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS INApHHUP, KapOOKCHTEPMUHAJIBHBIH JIMHKEp WIA aMHHO-
TEpMHUHAIIBHBII JIMHKEP TPEICTaBISIOT cOO0H M3MEHEHHBIH NIAPHUP UMMYHOTJIOOYJIMHA, B KOTOPOM OJIUH WU
HECKOJIBKO OCTATKOB MCTEWHA B MIAPHUPHOH 00IaCTH MMMYHOTJIOOYTHHA TUKOTO THIIAa 3aMEIICHBI OJHUM WIIN
HECKOJIBKUMH JPYTUMH aMUHOKHCIOTHBIMH OCTaTKaM¥ (HaIIpHMep,, CEpUHOM FITH aJJaHHHOM).

WnmocTpaTuBHBIE W3MEHEHHBIE MIAPHUPHI IMMYHOTIIOO0YJIHHA, KapOOKCHTEPMHUHAIBHEIC JTMHKEPH M aMU-
HOTEPMUHAIBHBIC JIMHKEPHI BKIIOYAIOT B CeOs MapHUPHYIO 00JacTh MMMYHOTI00yIMHA denoBedeckoro 1gGl,
MMEIOIYI0 OJIH, /IBa FJIM TPHU OCTAaTKa IIMCTEMHA, KOTOPHIE MPHUCYTCTBYIOT B IIapHHpe yenmosedeckoro I1gGl
JIUKOTO THIIA, 3aMEIIEeHHBIE OTHUM, IBYMS WIM TPEMs pa3IHMIHBIMH aMHHOKHCIOTHBIMU OCTaTKaMH (HarpuMep,
CEpHHOM WIIM aJaHUHOM). V3MEHEHHBIH MMMYHOIJIOOYJIHHOBBIM MIAPHUP MOXKET JOMOJIHUTEIHHO COJECPIKaTh
NPOJIMH, 3aMEIICHHBIN Ipyroil aMHHOKUCIIOTON (HampuMep, CEpUHOM WM alaHWHOM). Hampumep, onucaHHbIH
BBIIIIE M3MEHEHHBIN mapHup 1gG1 yenoBeka MOXKET IOMOIHUTENHLHO UMETH TPOJIMH, POCIIOIOKEHHBIH KapOoK-
CHUTEPMHHAIBHO 10 OTHOIICHMIO K TPEM IMCTeMHaM MapHuUpHON obnactu IgGl aukoro Tuma yenoBeka, 3amMe-
IIEHHBIH APYTMM aMUHOKUCIIOTHBIM OCTAaTKOM (HarpHuMep, CEpHHOM, ajJaHUHOM). B oxHOM BapuaHTe ocymiecTs-
JICHUSI ITPOJIMHBI IEHTPAIILHOM NIapHUPHON 00JIaCTH HE 3aMEICHBI.

B HEKOTOpHIX BapHaHTaX OCYIICCTBICHUS IIAPHUDP, KapOOKCHTEPMHUHAIBHBIA JTMHKEP WIH IMOJUNCTITHA
aMHUHO-TEPMHUHAIBHOTO JIMHKEpa COMepKaT MM MPEICTABIIOT cOO0M MOCIeI0BaTEIFHOCTE, KOTOPAs 0 MEHb-
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mei Mepe Ha 80%, mo menbiiell Mepe Ha 81%, mo meHbieit Mepe Ha 82%, Mo MeHsbnell Mepe Ha 83%, Mo
MeHblIel Mepe Ha 84%, o MeHblIel Mepe Ha 85%, o MeHbIIeH Mepe Ha 86%, 0 MeHbIel Mepe Ha 87%, no
MeHbIIe Mepe Ha 88%, o MeHbIIei Mepe Ha 89%, o MeHbIeit Mepe Ha 90%, o MeHbIIel Mepe Ha 91%, mo
MeHbIIe Mepe Ha 92%, o MeHbeit Mepe Ha 93%, o MeHbIei Mepe Ha 94%, 1o MeHbIIel Mepe Ha 95%, mo
MeHbIIeH Mepe Ha 96%, mo MeHbel mepe Ha 97%, mo MeHbmeld Mepe Ha 98% wmmu o MeHbIei Mepe Ha 99%
WACHTHYHA IMapHUPHON 00JIACTH UMMYHOTJIOOYJIMHA JUKOTO THIIA, TaKOM Kak mapHup denoBedeckoro IgGl
JTIUKOTO THITA, IApHUP YesnoBedeckoro [gG2 aukoro Tuma, WM mapHup denoBedeckoro IgG4 aukoro Tuma.

B npyrux BapmaHTax OCYIIECTBICHHS IIapHUP, KapOOKCHUTEPMHUHAIBHBIA JMHKEp WIA aMHHO-
TEepMHHAIIBHBII JTMHKEp, NpUcyTcTBYIomNi B CD123-cBsI3bIBatONIEeM MOJIMIIENTHIE, MOKET MPEACTABIATH COO0H
IIapHHUP, KOTOPEIA HE OCHOBAH Ha MIAPHUPE UMMYHOIIIOOYJIMHA WM HE MPOUCXOJIUT OT HEro (T.c. HE ABJISICTCS
IIAPHUPOM UMMYHOTJIOOYIMHA JTUKOTO THIIA WJIM U3MEHCHHBIM IIAPHUPOM HMMYHODIOOynuHa). [IpumMepsr Ta-
KUX IIAPHUPOB U JIMHKEPOB ¢ KAPOOKCHIILHBIM KOHIIOM BKITFOYAIOT MEITUIBI W3 OT MPUMEPHO MATH JI0 IPUMEPHO
150 aMUHOKHUCIIOT, IPOUCXOISAIINE OT MEKIOMCHHOW 00aCcTH TPAaHCMEMOPAHHOTO Oelika WM 00JIACTH HOXKKH
C-nextuHa trna I, HanpuMep, mENTHIBH U3 TPUMEPHO OT BOCEMH JIO 25 aMHHOKHCIIOT M MENTHIBI OT IPUMEPHO
cemu 10 18 aMuHOKHCIOT. B mpyrom BapmaHTe OCymIecTBICHUS KapOOKCH-TEPMHUHAIBHBIN JIMHKEP WIIN JTHHKEP
Ha amuHOKOHIIEe comepxut (Gly 4 Ser) morop (SEQ ID NO: 315), takoit kak (Gly 4 Ser) 3 PS (SEQ ID NO:
316).

B HexoTOphIX BapmaHTaX OCYIIECTBICHUS MIapHUPHBIC, KAPOOKCUIbHBIE KOHIIEBBIC JTHHKEPHBIE W aMHHO-
KOHIIEBbIE JIMHKEPHBIE TTOCIIEIOBATEIILHOCTH COJIEpKaT OT 5 10 150 aMUHOKHUCIIOT, OT 5 710 10 aMHUHOKHUCIIOT, OT
10 go 20 amunokucaot, ot 20 1o 30 amuHokucaot, ot 30 10 40 amuHokucaoT, 40 10 50 amuHOKHKCIOT, OT 50 1O
60 amuHOKUCTOT, OT 5 10 60 amMmuHOKHUCTOT, OT 5 10 40 aMUHOKHCIIOT, OT 8 710 20 aMuHOKKUCIIOT WK oT 10 1o 15
aMuHOKHUCIOT. [1lapHup WM JTUMHKEpP MOTYT OBITh B OCHOBHOM T'MOKHMH, HO MOTYT Takxe oOccrieunBaTh Ooee
JKECTKHE XapPaKTCPUCTHKH WM MOTYT CONIEPXKAaTh B OCHOBHOM a-CIIUPAIBHYIO CTPYKTYPY C MHHUMAILHOM
CTPYKTYpOil -nucTa. J{7iHa MK MOCIIe0BaTEILHOCTh IAPHUPOB M IMHKEPOB MOXKET BIUATH Ha aduHHOCTH
CBSI3BIBAHUS CBS3BIBAIOIINX TOMEHOB, C KOTOPBIMH IIAPHHUPHI MIPSIMO MITH KOCBEHHO (4epe3 APYryro 0071acTh WIN
JIOMEH, HaIlpuMep, TOMEH TeTepOTUMEPHU3AIINN) CBI3aHbI, a TAK)KE Ha OJHY U HECKOJIBKO aKTUBHOCTCH yYaCT-
KoB Fc-00macty, ¢ KOTOPBIMU MIAPHUPHI HITH JIMHKEPBI MPSIMO WM HETIPSIMO CBSI3aHBI.

B HEKOTOPHIX BapHaHTax OCYIIECTBICHHUS MOCICIOBATEIHHOCTH MAapHUPa, KapOOKCUTEPMHUHAIBHOTO JIWH-
Kepa ¥ aMHHOTEPMHHAIBHOTO JIMHKEPA SBISIFOTCS CTAOMIBHBIMHA B TUIA3ME M CHIBOPOTKE M YCTOWYHBEI K TIPOTEO-
JUTHYECKOMY paciieruieHnto. [lepBrlii mu3nH B BepxHel mapHupHO# obnactu IgG1 MoxeT OBITh MyTHPOBaH
JUTT MUHAMHA3AITUN TPOTEOIUTHIECKOTO PACIICIUICHHS, HATIPIMED, JTH3MH MOXET OBITh 3aMEIeH METHOHHHOM,
TPEOHWHOM, ATAHMHOM WJIH TJINIIHHOM HJIH yIaJICH.

B HEKoTOpHIX BapHWaHTaxX OCYIIECTBICHHS W300peTeHHs moJaunenTwn, cBs3bpiBaromuid CD123 cmocoben
00pa30BBIBATH TETEPOJMMEP CO BTOPOM MONUIMCITUIHON IETBI0 M COACPKUT MIAPHUPHYIO 00JacTh (a), HEmo-
CPEICTBEHHO aMHHOTCPMHHAJIBHO IO OTHOIICHHIO K KOHCTAaHTHON 00JacTH MMMYHOTJIOOYIHHA (HAIpUMeED,
AMHUHOTEPMHHAIBHO 10 oTHOIIeHUI0 K CH2-10oMeHy, mpuiyeM KOHCTaHTHAas 00JIACTh MMMYHOTJIOOOJIMHA BKITIO-
yaer CH2 n CH3-noMeHbI niim aMUHOTEpMUHAIBHO 1o oTHomeHno k CH3-noMeny, nmpudem cybobnactu M-
myHono0ymuHa BkitouatroT CH3 u CH4-momensl), (b) pacmonokeHHYI0 MEXAY U COCIUHSIONIYIO CBSI3BIBAIO-
i oMeH (Hampumep, scFv) u reTreponnMepu3aiiOHHbBIN TOMEH HMMYHOTJIOOYITHHA, (C) PacToiIOXKeHYI0 Me-
KTy ¥ COSIUHSIONIYIO TeTepOIMMEPH3AIIOHHBIN TOMEH HMMYHOTJIOOYIIMHA ¥ KOHCTaHTHYIO 001aCTh UMMYHOT -
noOynuHa (HampuMep, IPHU 3TOM KOHCTaHTHAs 00yiacTh MMMYyHorTo0ynuHa BkitodaeT CH2 n CH3-noMeHs! mim
CH3 u CH4-nmomensl), (d) pacnosiosKeHHYIO MEXTY W COSAMHSIONIYI0 KOHCTAaHTHYIO 00JIaCTh MIMMYHOTJIOOYIIMHA
Y CBS3BIBAIOIINN JTOMEH, (€) Ha aMHHO-KOHIIE TOJMITeNTHAHONW menu uiaH (f) Ha KapOOKCHILHOM KOHIIE ITOJIH-
nentuaHo# nenn. [TomumenTuanas 1enb, coaeprkamas MapHIPHYO 00J1acTh, KaK ONMCAHO B TaHHOM JOKYMEH-
Te, OyZleT crocoOHa CBS3BIBATHCS C APYTroil MOJMIENTHIHON LENblo ¢ 00pa3oBaHHEM IeTepoAMMEpPHOro Oernka,
MPEJICTaBJICHHOTO B JTaHHOM JOKYMEHTE, H 0Opa30BaHHBINA TeTepoanMep OyIeT COACP:KaTh CBSI3BIBAIOIIMHA J0-
MEH, KOTOPBIH COXpPaHICT CBOIO CHCHH(DUIHOCTD K MUIICHH WM €TO CIICHU(IIecKyto ahGUHHOCTh CBI3bIBAHUS
C MUILCHBIO.

Hexotopbie npuMepHBIe MApHUPHBIC, KAPOOKCUIFHBIC THHKEPHBIC H AMHHOKOHIICBBIC JIMHKEPHBIC ITOCIIC-
JIOBATCIILHOCTH, TTOAXOJSIINE JJIsl UCIIOJIE30BaHMS B COOTBETCTBHH C JAHHBIM H300pPETCHUEM, IPOJCMOHCTPH-
poBaHsl B Tabn. 1 u 2 Hmwke. JlONOIHAUTENFHBIE MIUTFOCTPATUBHBIE O0ACTH MIapHUpa M JTUHKEpa MPUBEICHBI B
SEQ ID NO: 241-244, 601, 78, 763-791, 228, 379-434, 618-749 US 2013/0129723 (yxazaHHBIE TIOCIIEJOBATEIb-
HOCTH BKJIIOYCHBI B TAHHOE OIMCAHHUE ITOCPEICTBOM CCBUIKH).

Tabymma 1. MumocTpaTuBHBIE IAPHUPA U JIMHKEPHI

Haspanue AMHUHOKHCJIOTHAS MTOCNIENOBATEIBHOCTD SEQ
ID
NO

wapuup sss(s)- | EPKSSDKTHTSPPSS SEQ
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hlgGl D
NO:21
5
wapuup csc(s)- | EPKSCDKTHTSPPCS SEQ
higGl D
NO:21
6
wapuup ssc (s) | EPKSSDKTHTSPPCS SEQ
-hIgG1 D
NO:21
7
wapuup sce(s)- | EPKSSDKTHTCPPCS SEQ
hIgG1 D
NO:21
8
wapuup css(s)- | EPKSCDKTHTSPPSS SEQ
hIgG1 ID
NO:21
9
wapuup scs (s) | EPKSSDKTHTCPPSS SEQ
-hIgG1 ID
NO:22
0
wapuup cce (s) | EPKSCDKTHTSPPCS SEQ
-hIgG1 D
NO:22
1
mapuup ccc(p)- | EPKSCDKTHTSPPCP SEQ
hIgG1 D
NO:22
2
wapuup sss (p) | EPKSSDKTHTSPPSP SEQ
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-hlgG1 D
NO:22
3
wapuup csc (p) [ EPKSCDKTHTSPPCP SEQ
-hIgG1 D
NO:22
4
mapuup ssc (p) | EPKSSDKTHTSPPCP SEQ
-hlgG1 D
NO:22
5
mwapuup scc (p) [ EPKSSDKTHTCPPCP SEQ
-hIgG1 D
NO:22
6
wapuup css (p) | EPKSCDKTHTSPPSP SEQ
-hIgG1l D
NO:22
7
mapuup scs (p) | EPKSSDKTHTCPPSP SEQ
-hIgG1 D
NO:22
8
Scppep SCPPCP SEQ
D
NO:22
9
STDI NYGGGGSGGGGSGGGGSGNS SEQ
D
NO:23
0
STD2 NYGGGGSGGGGSGGGGSGNYGGGGSGGGGSGGGGSGN | SEQ
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NO:23

H1

NS

SEQ

NO:23

H2

GGGGSGNS

SEQ

NO:23

H3

NYGGGGSGNS

SEQ

NO:23

H4

GGGGSGGGGSGNS

SEQ

NO:23

H5

NYGGGGSGGGGSGNS

SEQ

NO:23

Hé

GGGGSGGGGSGGGGSGNS

SEQ

NO:23

H7

GCPPCPNS

SEQ

NO:23

(GaS)s

GGGGSGGGGSGGGGS

SEQ
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D
NO:23
9
H105 SGGGGSGGGGSGGGGS SEQ
D
NO:24
0
(GaS)a GGGGSGGGGSGGGGSGGGGS SEQ
D
NO:24
1
H75 QRHNNSSLNTGTQMAGHSPNS SEQ
(ueTBepHOIH D
MYTaHT NO:24
NKG2A) 2
H83 SSLNTGTQMAGHSPNS SEQ
(mpoucxoaAmu D
it ot NKG2A) NO:24
3
H106 QRHNNSSLNTGTQMAGHS SEQ
(mpoucxoaAmu D
it ot NKG2A) NO:24
4
H81 EVQIPLTESYSPNS SEQ
(mpoucxoaAmu D
it ot NKG2D) NO:24
5
Ho1 NSLANQEVQIPLTESYSPNS SEQ
(mpoucxonAImu D
i or NKG2D) NO:24
6
H%4 SGGGGSGGGGSGGGGSPNS SEQ
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NO:24

HI111 SGGGGSGGGGSGGGGSPGS SEQ

NO:24

H114 GGGGSGGGGSGGGGSPS SEQ

NO:28
8

Tabmuna 2. MmocTpaTHBHBIE IApHUPHI M JIMHKEPHI (poucxosamye ot mapHupa H7, obractn HOXKH
C-nexrrna tuna 1 niam Mex1oMeHHOM 00J1acTH TpaHCcMeMOpaHHoTo Oerka Tuma I)

Haspanne | AMHHOKHCIOTHAsI Monekyaa SEQ ID NO
MOCIIESIOBATENILHOCTh u/unu
LIADHU. oT
KOTOpOTro
IPOHCXONAT
Hl16 LSVKADFLTPSIGNS CD80 SEQ ID
NO:249
H17 LSVKADFLTPSISCPPCPNS CD80 + H7 SEQ ID
NO:250
H18 LSVLANFSQPEIGNS CD86 SEQ ID
NO:251
H19 LSVLANFSQPEISCPPCPNS CD86 + H7 SEQ ID
NO:252
H20 LKIQERVSKPKISNS CD2 SEQ ID
NO:253
H21 LKIQERVSKPKISCPPCPNS CD2 +H7 SEQ ID
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NO:254
H22 LNVSERPFPPHIQNS CD22 SEQ ID
NO:255
H23 LDVSERPFPPHIQSCPPCPNS CD22 + H7 SEQ ID
NO:256
H24 REQLAEVTLSLKANS CD80 SEQ ID
NO:257
H25 REQLAEVTLSLKACPPCPNS CD80 + H7 SEQ ID
NO:258
H26 RIHQMNSELSVLANS CD86 SEQ ID
NO:259
H27 RIHQMNSELSVLACPPCPNS CD86 + H7 SEQ ID
NO:260
H28 DTKGKNVLEKIFSNS CD2 SEQ ID
NO:261
H30 LPPETQESQEVTLNS CD22 SEQ ID
NO:262
H32 RIHLNVSERPFPPNS CD22 SEQ ID
NO:263
H33 RIHLNVSERPFPPCPPCPNS CD22 + H7 SEQ ID
NO:264
H36 GCPPCPGGGGSNS H7 SEQ ID
NO:265
H40 GCPPCPANS H7 SEQ ID
NO:266
H41 GCPPCPANS H7 SEQ ID
NO:267
H42 GCPPCPNS H7 SEQ ID
NO:268
H44 GGGASCPPCPGNS H7 SEQ ID
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NO:269
H45 GGGASCPPCAGNS H7 SEQ ID
NO:270
H46 GGGASCPPCANS H7 SEQ ID
NO:271
H47 LSVKADFLTPSIGNS CD80 SEQ ID
NO:272
H48 ADFLTPSIGNS CD80 SEQ ID
NO:273
H50 LSVLANFSQPEIGNS CD86 SEQ ID
NO:274
H51 LSVLANFSQPEIGNS CD86 SEQ ID
NO:275
H52 SQPEIVPISNS CD86 SEQ ID
NO:276
H53 SQPEIVPISCPPCPNS CD86 + H7 SEQ ID
NO:277
H54 SVLANFSQPEISCPPCPNS CD86 + H7 SEQ ID
NO:278
H55 RIHQMNSELSVLANS CD86 SEQ ID
NO:279
H56 QMNSELSVLANS CD86 SEQ ID
NO:280
H57 VSERPFPPNS CD22 SEQ ID
NO:281
H58 KPFFTCGSADTCPNS CD72 SEQ ID
NO:282
H59 KPFFTCGSADTCPNS CD72 SEQ ID
NO:283
H60 QYNCPGQYTFSMPNS CD69 SEQ ID
NO:284
Ho61 EPAFTPGPNIELQKDSDCPNS CD9% SEQ ID
NO:285
Ho2 QRHNNSSLNTRTQKARHCPNS NKG2A SEQ ID
NO:286
H63 NSLFNQEVQIPLTESYCPNS NKG2D SEQ ID
NO:287

Kak yka3aHo B JaHHOM JOKYMEHTE, B HEKOTOPBIX BapHAHTaX OCYIICCTBICHUS MOIUICHTHIIBI TI0 TAHHOMY
M300pETEHUIO COJep)KaT KOHCTAaHTHYIO 00JIACTh MMMYHOTJIOOYJTHHA (TakKe Ha3bIBaeMYI0 KOHCTAHTHOHW 00Jia-
CTBIO) B MOJHUMENTUAHON 1enH. BriloueHe KOHCTAaHTHOW 00JIaCTH MMMYHOTJIOOYJIMHA 3aMEAJISIeT KITHPEHC ro-
MOJHMMEPHOTO M TETePOIUMEPHOTO OenKkoB, oOpa3oBaHHBIX U3 NBYX CD123-CBA3BIBAIOMUX MOJUIECTITHIHBIX
Hernei, 13 UUPKYJSIIUYU [0Cie BBeACHUS cyObekTy. brarogapss MyTanusM WM JPYyrUM U3MEHEHUSM KOHCTAHT-
Has 00JIaCTh UIMMYHOTJIOOYJIMHA JOTIOJTHUTEBHO 00€CTIeYNBAET OTHOCUTEINILHO JIETKYIO0 MOIYJISINI0 3P deKTop-
HBIX QyHKIHH numeproro nonunentuna (Hanpumep, ASKL], ADCP, CDC, ¢pukcanuio KOMITIEMEHTa U CBS3BI-
BaHUE C penenTtopaMu Fc), KOTOpbIe MOTYT YBEITUUMBATHCS UM YMEHBIIATHCSA B 3aBUCHMOCTH OT 3a00JICBaHUS,
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KOTOpPOE JICYaT, KaK U3BECTHO B JAHHOW 00JaCTH M OMUCAHO B IaHHOM JOKYMEHTE. B ompeencHHBIX BapraHTax
OCYILICCTBIICHHSI KOHCTAHTHAsI 00J1aCTh IMMYHOTJIOOYJIMHA OHOW MM O0CHX MOJHUITCTITHAHBIX [ETeH IMOUTICTI-
THUIHBIX TOMOAWMEPOB M TETEPOANMEPOB 110 TAaHHOMY M300peTeHHI0 OyIeT croco0Ha OMOCPe0BaTh OAHY WIIH
HECKOJBKO M3 3TUX IPPEKTOpHBIX (QyHKIHI. B Apyrux BapmaHTax OCYIIECTBICHHS OJHA WM HECKOIBKO U3
3TUX 3PPEKTOPHBIX QYHKIMHA MPEICTABISIIOT COO0W YMEHBIIEHHBIH WM OTCYTCTBYIOIIMA B KOHCTAHTHOU 00-
JIACTH MMMYHOTJIOOYJIMHA OJHOHM MM 00X MOJMIENTUAHBIX IeTel MOJUIEeNTHAHBIX TOMOINMEPOB U T€Tepo-
JIUMEPOB JTaHHOTO M300PETEHNUS 10 CPAaBHEHHIO C COOTBETCTBYIONICH KOHCTAHTHOW 00JIACTBI0O MIMMYHOTIIOOYITH-
Ha aukoro tuna. Hampumep, mma numepusix CD123-cBA3BIBAIOMINX MONUIEITAIOB, IPeIHA3HAYCHHBIX I HH-
nykun RTCC, takum o0pa3oM Kak, HanpuMep, HocpeacTBoM BkiItoueHuss CD3-cBs3bpIBaroniero goMeHa, KOoH-
CTaHTHas 00J1acTh HIMMYHOTJIOOYIHHA MOKET HMETh CHIDKEHHYIO WU HE UMeTh 3((eKTOpHON (QYHKIIUH OTHO-
CUTEIIbHO COOTBETCTBYIOMICH KOHCTAHTHOW 00JaCTH HIMMYHOTTIO0OYJIMHA TUKOTO THIIA.

KoncranTHas 001acTh MIMMYHOTTIOOYITMHA, TIPUCYTCTBYIONIAS B MMOMUIICTITHAAX 110 TaHHOMY H300pPETECHUIO,
MOXKET COJep>KaTh WM MPOUCXOIUTH OT yacTh uiu Bcero u3: CH2-momena, CH3-gomena, CH4-goMena wiun
000 nx koMOuHanmu. Hanpumep, KOHCTaHTHAsE 00J1aCTh IMMYHOTIIOOYIMHA MOXKET conepxkarb CH2-nomeH,
CH3-gomen, o6a CH2 u CH3-gomena, 06a CH3 u CH4-gomena, nsa CH3-gomena, CH4-nomen, nsa CHA4-
nomena 1 CH2-nomen m yacte CH3-gomena.

CH2-ng0oMeH, KOTOPBIH MOXET 00pa30BbIBaTh KOHCTAHTHYIO O0JIACTh HMMYHOTJIOOYJWHA TTOJHITCTITHIA 110
JTAHHOMY W300pETEHUI0, MOXKET MpeacTaBisiTh cobori CH2-10MeH MMMYHOTIIOOYJIMHA TUKOTO THIIA WIIA H3Me-
HeHHBIH CH2-moMeH HMMYHOTIIOOYIIHHA M3 ONPENETICHHBIX KIACCOB MIIM TOJIKJIACCOB HMMYHOTJIOOYJIMHOB (Ha-
npumep, [gG1, 1gG2, 1gG3, IgG4, IgAl IgA2 nmu IgD) u oT pasnTUYHBIX BUAOB (BKJIIOYAs YEIOBEKA, MBIIIb,
KPBICY U IPYTHX MJIICKOMTUTAOIIHX ).

B Hexoropsix Bapuanrtax ocymiectBienuss CH2-gomen npencrasiser coboit CH2-gomen denoBedeckoro
UMMYHOTJIOOYIIMHA TUKOTO TUMa, Takoi kak CH2-momeHs! qukoro tumna yenoseuecknx 1gGl, [gG2, IgG3, 1gG4,
IgAl, IgA2 umm IgD, npeactasnennsie B SEQ ID NO: 115, 199-201 u 195-197, cooTBeTCTBEHHO, U3 MAaTEHTA
CIIA 2013/0129723 (yka3aHHBIE IIOCIIEIOBATEIFHOCTH BKIIIOYEHBI B IaHHOE OIMCAHKE ITOCPEJICTBOM CCBHIIKH).
B ompenenennsix Bapuwantax ocymectBieHuss CH2-momen mpencrasisier coooii CH2-nomen IgG1l gemoseka
nukoro tuma, npeactaBieHabii B SEQ ID NO: 115 ux marenta CIIIA 2013/0129723 (yka3zaHHas IocliefioBa-
TENBHOCTH BKJIIOUEHA B JAHHOE OMHMCAHNE MTOCPEIICTBOM CCBHUIKH).

B HekoTopwix BapuanTax ocymiectBieHuss CH2-momen npencrasisier coboit m3menennyto CH2-o6macts
UMMYHOTJIOOyiHA (Harnpumep, m3MeHeHHbi CH2-momen IgG1 genoBeka), koTopas BKITIOYAET aMHUHOKHCIIOT-
HYIO 3aMEHY B acmaparmHe B MOJoeHUH 297 (HampuMep, actiapariHa Ha ajJaHuH). Takoe aMHHOKHCIOTHOE 3a-
MEIIICHIE YMCHBIIACT WU YCTPAHSACT TIUKO3IIUPOBAHKE B 3TOM CalTe U YCTPAHSCT dPPEKTUBHOE CBA3BIBAHUE
Fc ¢ FeyR u Clq. [MocnenoatensHocTh m3MeHeHHOT0o CH2-momena genoseueckoro IgG1l ¢ Asn Ha Ala k 3ame-
HOH B monoxenun 297 npencrasiena B SEQ ID NO: 324 matent CHIA 2013/0129723 (yxa3anHas mocienoBa-
TEJNBHOCTh BKJIFOUCHA B JAHHBIA JOKYMEHT TIOCPEICTBOM CCHLIKH).

B nekoropsix BapuaHTax ocymectBieHns CH2-momen npenacrasiser coboit msmenennyro CH2-o0macTsb
UMMYyHoOrIIoOyMHa (Harmpumep, u3MeHeHHbI CH2-momen IgGl yenoBeka), KOTopasi COAEP)KUT IO MEHBILEH
Mepe OHYy 3aMEHy WIH AEJeLHI0 B mojoxeHusx ¢ 234 mo 238. Hampumep, CH2-065macte MIMMyHOTIIOOYIHHA
MOJKET COJIepKaTh 3aMEHY B MoyiokeHnu 234, 235, 236, 237 nnm 238, nonoxkenusnx 234 u 235, nonoxenusx 234
u 236, monoxenuax 234 u 237, nonoxenusx 234 u 238, nomoxenusx 234-236, nonoxenusnx 234, 235 n 237,
nostockeHusx 234, 236 u 238, monoxenusx 234, 235, 237 u 238, monoxkeHusx 236-238 wm mo000i Ipyroi KoM-
OMHAIMK ABYX, TPEX, YETHIPEX WM TSATH aMHHOKHUCIIOT B MosioxeHusx 234-238. B momonHeHne wiu anbTepHa-
THBHO, M3MeHeHHas CH2-00acTh MOXET copepkarh OJHY MIM HECKOJBKO (HampuMep, ABE, TPH, YEThIPE WIIH
TISITh) JeNIei aMUHOKHCIIOT B TIOJIOXKEHUAX 234-238, HanmpuMep, B OJHOM M3 TOJIOKESHHS 236 WA TIOJOKEHUS
237, B TO BpeMs Kak JAPyroe MOJOXKCHUE SIBICTCS 3aMEIICHHBIM. BhIleykazaHHbIC MyTallid YMCHBIIAIOT MM
YCTPaHSIOT aKTHBHOCTh aHTUTEIIO-3aBUCUMON KIIETOYHO-0TIOCpeoBaHHOM nuToTokcmaHocTr (A3KIL) wm crmo-
COOHOCTh CBSI3BIBaThCS C Fc-perentopoM MOJHMIENTHIHOTO TeTEPOAUMEpPA, KOTOPBIA COACPKHUT U3MCHECHHBIN
CH2-nomMeH. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS aMUHOKHCIOTHBIC OCTATKH B OJHOM WM HECKOJIBKUX
noJoXeHusAX 234-238 ObUIM 3aMCHEHBI OJHUM WJIM HECKOJBKMMH OCTaTKaMH allaHWHA. B Jpyrux BapwaHTax
OCYILICCTBIICHUS TOJIBKO OJTUH U3 aMHHOKHCIOTHBIX OCTAaTKOB B MOJIOKEHUSIX 234-238 ObLI yAaICH, B TO BpEeMs
KaK OJIHa WJIH HECKOJIbKO OCTaBIIMXCS aMHUHOKHCIOT B TOJOXKeHUsX 234-238 MoryT OBITh 3aMEHEHBI JpyTroi
aMUHOKHUCIIOTOW (HampuMep, aJaHMHOM WIJIA CEPHHOM ).

B HexoTopwIx apyrux BapuaHTtax ocymiectBieHuss CH2-gomen mpencrasiser coboil mamenennyro CH2-
obnmacth MMyHOTIIOOYyMHA (Hanpumep, m3meHeHHbIH CH2-momen IgG1 denmoBeka), KOTOpasi COAEPIKUT OIHY
WK HECKOJLKO aMWHOKHCJIOTHBIX 3aMeH B moioxeHusx 253, 310, 318, 320, 322 u 331. Hanmpumep, CH2-
00J1acTh IMMYHOTJIOOYJIMHA MOXET COACPIKaTh 3aMeHy B moioxenuu 253, 310, 318, 320, 322 wmu 331, momo-
xkerusax 318 u 320, monmoxenusx 318 u 322, monmoxernusx 318, 320 u 322 wnu moOYI0 APYryr0 KOMOMHALIUIO U3
NIByX, TpeX, YEThIpeX, MATHU WK MIECTH aMUHOKHUCIOT B monoxenusx 253, 310, 318, 320, 322 u 331. Briueyka-
3aHHBIC MYTAIlMM YMEHBIIAIOT WM YCTPAHSIIOT KOMIUIEMEHT-3aBHCUMYI0 MUTOTOKCHIHOCTH (CDC) monwmmen-
TUAHOTO FeTepoAUMEpPa, KOTOPBIA coaepKUT u3MeHeHHbI CH2-nomen.

B HEKOTOpBIX APYTHX BapHaHTaX OCYIICCTBICHUS B IOTOJIHCHHE K AMUHOKUCIIOTHOM 3aMEHE B ITOJIOKCHHUH
297 wamenennas CH2-o6macts (Hampumep, n3menennblii CH2-nmomen IgG1 demoBeka) MOXKET JAOMOJHUTEIHHO
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BKITIOYATH OJIHY T HECKOJIBKO (HAampuMep, BE, TPH, YETHIPE HIIH IISITh) JOMOTHUTEIBHBIX 3aMEH B MOJOXKCHH-
ax 234-238. Hanpumep, CH2-0651acTe MIMMYHOTJIOOYJIMHA MOXKET COJIEpIKaTh 3aMEHy B MOJNOKEeHMIX 234 u 297,
nonokenusx 234, 235 u 297, nonoxenuax 234, 236 u 297, nonoxenusnx 234-236 u 297, nonoxenusx 234, 235,
237 u 297, nonoxenusx 234, 236, 238 u 297, nonoxenusx 234, 235, 237, 238 u 297, nonoxenusnx 236-238 u
297 unmm mo0yr0 KOMOWHAIMIO IBYX, TPEX, YETHIPEX WIW TSTH aMUHOKHUCIIOT B MOJIOKeHHUX 234-238 B mormot-
HEHUE K ToJokeHuIo 297. B nomosiHeHne WM anbTepHaTHBHO, m3MeHeHHass CH2-o00yacTh MOXET conepKaTh
OJIHY WU HECKOJBbKO (Hampumep, 1B, TPH, YEThIPE WIIH TISATh) JNENIeIUi aMIHHOKHCIOT B TIOJOKEHUsIX 234-238,
TaKuX KaK B TOJIOKEHUHU 236 vy mojioskeHru 237, JlomoTHUTeNbHASI MyTalus (MyTallliK) YMEHBIIAET HITH YCT-
paHseT aKTHBHOCTh aHTHTENIO-3aBHCUMOH KIIETOYHO-omocpeoBaHHOi ruroTokcnaHocT (A3KI) uinm croco6-
HOCTB CBSI3BIBATHCS ¢ Fc-perenTopoM MOMUNENTHIHOTO TeTePOoauMeEpa, KOTOPBIH colepKuT naMeHeHHbrin CH2-
JIOMEH. B HEKOTOPHIX BapHaHTaX OCYIICCTBIICHUS aMUHOKHCIOTHBIE OCTATKH B OJHOM FUTH HECKOJBKHX IT0JIO-
KeHusx 234-238 ObUTH 3aMEHEHBI OJTHUM WJIM HECKOJIBKAMH OCTAaTKaMU allaHWHA. B Apyrux BapuaHTax ocyIie-
CTBJICHUS TOJBKO OJMH U3 aMHHOKHCIOTHBIX OCTaTKOB B MOJOXEHUAX 234-238 ObLT yHalicH, B TO BpeMs Kak
OJTHA FTH HECKOJIBKO OCTABIIUXCS aMUHOKHCIIOT B TOJOKEHUsX 234-238 MOTYT OBITH 3aMCHEHBI IPYTOM aMUHO-
KHCIIOTOH (HarmpuMep, aJJaHWHOM WA CEPUHOM).

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHUS B JOMOJIHEHNE K OJTHOM WIIM HECKOJIBLKUM (Hampumep, 2, 3, 4 wiu
5) aMHHOKHCIIOTHBIM 3aMeHaM B TMoJiockeHusx 234-238, myrtupoBanHas CH2-o6macts (HampuMep, H3MEHEHHBIH
CH2-nomen IgG1 genoBeka) B cIUTOM OelIKe TAHHOTO PACKPBITHS MOXET COJIEPKaTh OHY UM HECKOJIBKO (Ha-
npumep, 2, 3, 4, 5 wiu 6) TONOTHUTEIHHBIX aMUHOKHCIIOTHBIX 3aMEH (HaIllpuMep, 3aMEIIeHHBIX aJJaHWHOM) B
OTHOM WJIM HECKOJIbKHX ITOJIOKEHHSX, YUAaCTBYIOIINX B (PHKCAllMM KOMIUIEMEHTa (HAalpUMep, B ITOJIOKEHHIX
1253, H310, E318, K320, K322 nmu P331). [Ipumepsr myTupoBaHHbIX obnacteit CH2 uMMyHOTII00yIMHA BKITIO-
yaror CH2-o6nactu IgGl, 1gG2, 1gG4 yenoseka u IgGG2a Mblm ¢ 3aMeHaMH anaHWHA B NOJNOXKEeHUsIX 234, 235,
237 (ecnun npucytcTByIoT), 318, 320 u 322. [Ipumepom myrupoBanuoit CH2-o6nactn nMMmyHOTI00yIMHA SBIISI-
erca CH2-o6macts mermunoit IGHG2c¢ ¢ anannnoBeiMu 3aMeHamu B 1234, 1.235, G237, E318, K320 u K322.

B eme apyrux BapuaHTax OCYIICCTBICHHS B TOTIOJIHCHHE K aMHHOKUCIOTHOW 3aMEHE B MOJIOXKEeHUU 297 u
JIOTIOTHATETIFHOMY yIaJCHHIO (SIM) WU 3aMeHe (3aMeHaM) B TmoJioskeHusx 234-238 mamenennas CH2-o6macth
(manpumep, m3meHeHHbt CH2-nomen IgG1 denmoBeka) MOXKET AOMOJHUTEIBHO CONEPIKATh OJHY HMITH HECKOJIBKO
(Hampumep, 1BE, TPH, YETHIPE, NATH WK IIECTh) JOMOJHUTEIBHBIX 3aMeH B mooxeHmsx 253, 310, 318, 320, 322
n 331. Hanpumep, CH2-0651acTh IMMYHOTJIOOYJTHA MOKET coaepkath (1) 3aMeHy B mosioxxenun 297, (2) onHy
WJIM HECKOJIKO 3aMEH HJIW JIEJICIIMHA WIIM MX KOMOMHAIIMIO B MONOXKEHUIX 234-238 1 oJTHY WM HECKOJIbKO (Ha-
npumep, 2, 3, 4, 5 wiu 6) aMITHOKHUCIIOTHBIX 3aMeH B ostokermsix 1253, H310, E318, K320, K322 u P331, takux
KakK OJiHa, 1Be, TpH 3aMeHbl B nonoxeHusx E318, K320 u K322. AMUHOKHCIIOTHI B BBILIEYKa3aHHBIX MOJIOKEHU-
SIX MOTYT OBITh 3aMEIICHBI aJJTAHWHOM UITH CEPHHOM.

B HekoTopeix BapmaHTax ocymiectBicHus monumentuy CH2-o6mactn IMMYHOTTIOOYIHHA COAEPKUT: (i)
AMUHOKHUCIIOTHYIO 3aMCHY B acmapardHax B MOJIOKeHHH 297 M OJHY aMHHOKHCIOTHYIO 3aMCHY B MOJOXCHHUU
234, 235, 236 wm 237; (i) aMHHOKUCIIOTHYIO 3aMCHA B aclaparvHe B TOJIOKEHUH 297 ¥ aMHHOKUCIIOTHBIC 3a-
MEHBI B JBYX HOJOKeHUsIX 234-237; (iil) aMMHOKHCIIOTHYIO 3aM€Ha B acaparvHe B TOJIOKeHnH 297 u aMuHO-
KHCIIOTHBIE 3aMEHBI B TpeX MoJjoxeHusX 234-237; (iv) aMHHOKHCIIOTHYIO 3aMEHY B acnaparuHe B TOJIOKEHUH
297, aMUHOKHCIIOTHBIE 3aMEHBI B MTOJIOKEHHUAX 234, 235 u 237 u aenenuio aMHHOKHCIIOT B TIOJIOKeHUH 236; (V)
aMUHOKHUCIJIOTHBIE 3aMEHBI B TPEX MOJIOKEeHUAX 234-237 M aMUHOKHCIIOTHBIE 3aMEHBI B moyioxkeHusx 318, 320 u
322; iy (Vi) aMHUHOKHCIIOTHEIE 3aMEHBI B TpeX MOJ0XKeHUsIX 234-237, aMUHOKHCIOTHYIO JCNEIUIO B TOJIOKE-
HUM 236 1 aMHHOKHCJIOTHBIE 3aMEHBI B MOJIOKEHUAX 318, 320 u 322.

WnmoctpatuBabie m3MeHeHHbIe CH2-00macT MIMMYHOTTIOOYIMHA ¢ aMUHOKHCIIOTHBIME 3aMCHAMHU B ac-
naparuse B rnojoxxeHun 297 suovator: CH2-o6macts uenosedeckoro IgG1 ¢ 3amenamu anannHa B 1.234, 1235,
G237 u N297 u geneumto B G236 (SEQ ID NO: 325 u3 marenra CIIHA 2013/0129723, yka3aHas mocienoBa-
TEJNFHOCTh BKJIFOYCHA B JIAHHOE OIMKCaHUE MocpencTBoM cchutkn), CH2-o0macts yenoseueckoro 1gG2 ¢ amanu-
HOBEIMH 3aMeHaMu B V234, G236 u N297 (SEQ ID NO: 326 narenra CIIA 2013/0129723, yka3zaHHast mocie-
JIOBAaTCIILHOCTh BKJIFOUCHA B JTAHHOE OMHCAHUE MOCPEACTBOM cchuiku), CH2-o0macte uenoeueckoro I1gG4 ¢
3ameHamu ananuHa B F234, 1235, G237 u N297 u penemmeit G236 (SEQ ID NO: 322 u3 marenta CIIA
2013/0129723, yka3aHHas MOCJIEJOBATEILHOCTh BKIIOYEHA B JaHHOE OMWCAHUE MOCPEIACTBOM CChIIKM), CH2-
obnactp denmoBeueckoro IgG4 ¢ 3amenamu amanmHa B F234 u N297 (SEQ ID NO: 343 w3 marenra CIIIA
2013/0129723, ykazaHHas MMOCIIEIOBATEILHOCTh BKIIOYCHA B JAHHBIH JOKYMEHT MOCPEACTBOM cchuIkH), CH2-
obnactp genmoBedeckoro 1gG4 ¢ amannHoBeiME 3aMeHaMu B L235 u N297 (SEQ ID NO: 344 u3 marenta CIIIA
2013/0129723, ykazaHHas MMOCIIEIOBATEILHOCTh BKIIOYCHA B JAHHBIH JOKYMEHT MOCPEACTBOM cchuikH), CH2-
obmacte uenoBedeckoro 1gG4 c¢ 3amenamu amanuna B G236 u N297 (SEQ ID NO: 345 w3 matenra CLIA
2013/0129723, ykazaHHas MOCICIOBATEIBHOCTh BKIIIOYCHA B TAHHOC OMMCAHUE MOCPEICTBOM ccbuiku) u CH2-
obnacte yenoBeueckoro IgG4 c zamenamm amanmHa y G237 m N297 (SEQ ID NO: 346 wm3narenra CLIA
2013/0129723, ykazaHHast IOCJIEIOBATEILHOCTh BKJIIOYEHA TOCPEACTBOM CCHUIKH B JAHHOM JOKYMEHTE).

B HEKOTOpBIX BapHaHTaxX OCYMICCTBICHUS B JAOMOTHEHHUEC K AMHHOKHCIOTHBIM 3aMEHaM, OTMCAHHBIM BEI-
e, n3meneHHasi CH2-o6nacte (Harpumep, usmenennslii CH2-gomen [gG1 uenoBeka) MOXeET colepkaTb OIHY
WITA HECKOJIBKO TOTIOIHUTEIBHBIX aMIHOKHCIIOTHBIX 3aMEH B OJHOM WJIM HECKOJBKUX MOJ0KEHUSIX, OTIIMIHBIX
OT yKa3aHHBIX BEIIIE MOJ0XEeHNH. Takne aMIHOKUCIIOTHBIE 3aMEHBI MOTYT OBITH KOHCEPBATUBHBIMU MJIA HEKOH-
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CepBaTUBHBIMI aMHUHOKHCIOTHBIMU 3aMeHaMu. Hampumep, B ONpeeNiCHHBIX BapHaHTaX OcCyIlecTBieHus P233
MoXxeT ObITh 3ameHeH Ha E233 B usmenennoit CH2-oomactu IgG2 (cm., Hampumep, SEQ ID NO: 326 natenta
CIIIA 2013/0129723, yka3zaHHas MOCIIEIOBATEILHOCTD BKJIIOYCHA B JAHHOE OTIMCAHUE TTOCPEJICTBOM CCHUIKH). B
JIOTIONTHEHHE WJIU aTbTEPHATHBHO, B HEKOTOPHIX BapuaHTaxX m3MeHeHHass CH2-061acTe MOXET comepikaTh OAHY
WM HECKOJILKO aMUHOKHCIIOTHBIX BCTABOK, JENCUN WM 00€ U3 dTHX THUIIOB MyTarmidi. BetaBka(u), nenemwsi(n)
WK 3aMeHa(r) MOryT ObITh B JtoOoMm Mecte CH2-06macTi ”MMYHOTIIOOYJIMHA, TAKUM 00pa3oM Kak Ha N- wiIn
C-konnie CH2-o061macTé MMMYHOTJIO0YJTWHA JUKOTO THIA, BO3HUKAMOMIAs B pe3yibTaTe cBs3biBanms CH2-
obmacti ¢ Opyroi o0JacTeiO (HApUMEp, CBA3BIBAIOIINM JOMEHOM WM TeTePOIMMEPH3AIMOHHBIM JOMEHOM
UMMYHOTJIOOYITMHA) Yepe3 MapHUp.

B ompenencHHBIX BapuaHTaX OCYIIECTBICHUs u3MeHeHHas CH2-00macTh B MOJHIIEOTHIC MO JAHHOMY
M300pETEHHIO COJICPIKUT WM TIPENICTABISIET cOOOH TOCIe10BaTeIbHOCTh, KOTOpas 1o MeHblIel Mepe Ha 90%,
o MeHbluel Mepe Ha 91%, mo meHbIIel Mepe Ha 92%, no MeHblIel Mepe Ha 93%, o MeHbIIeH Mepe, Ha 94%,
1o MeHbIIel Mepe Ha 95%, mo MeHblIeld Mepe Ha 96%, o MeHbIIel Mepe Ha 97%, o MeHblIel Mepe Ha 98%,
1o MeHblei Mepe Ha 99% unenrnuna CH2-o0nactn nMMyHOTIIOOYIMHA TUKOTO THITA, Takoi kak CH2-o61acTh
genoBedeckoro 1gG1, IgG2 umm 1gG4 nukoro trma nimm [gG2a mermu (Hanpumep, IGHG2c¢).

N3menennas CH2-o6macts nMMyHoTIIoOymmaa B CD123-CBsA3BIBaIONIEM MOJUTICTITHAC TI0 TaHHOMY H30-
OpereHunto MoxkeT mpoucxoauTh u3 CH2-06macT pa3iMIHBIX H30TUIIOB UIMMYHOTJIOOYIWHOB, Takux kak [1gGl,
1gG2, 1gG3, 1gG4, IgAl, IgA2 u IgD, u3 paznuuHbIX BUAOB (BKIIOYAs YEIOBEKA, MBIIIb, KPBICY U IPYTHUX MIIe-
KOTUTAIOIINX). B omnpeneneHHpIXx BapuaHTax ocymiecTBieHus m3MeHeHHass CH2-06macts HMMYHOTIIOOY/IMHA B
ciauToM Oeske 1Mo TaHHOMY H300peTeHrto MokeT mpoucxonuth u3 CH2-o6nactm wemoBedeckoro IgGl, 1gG2
unu 1gG4 nnu meimuzoro IgG2a (manpumep, IGHG2c), nocnenoBaTenbHOCTH KOTOPBIX MpeAcTaBiIeHsl B SEQ
ID NO: 115, 199, 201 u 320 matenra CIIIA 2013/0129723 (yka3aHHBIC MOCIICAOBATEIHHOCTH BKJIFOUCHEI B JIaH-
HOE OINIUCAHUE TIOCPEJCTBOM CCBHUIKH).

B onpenenennsix BapuanTax ocymectieHns nsmenennslii CH2-nomen npencrasisier codoit CH2-nomen
IgG1 uenoBeka ¢ allaHUHOBBIMU 3aMeHaMHU B mojoxeHusx 235, 318, 320 u 322 (to ects CH2-nomen IgG1 ueno-
Beka ¢ 3ameHamu L235A, E318A, K320A un K322A) (SEQ ID NO: 595 US 2013/0129723, yka3zanHast ociieo-
BaTEIHbHOCTh BKIIIOUCHA B JIAHHOE ONMHCAaHUE MOCPEIACTBOM CCBUIKH) M, HEOOSM3aTeNbHO, MyTanueid N297 (Hanpu-
Mep, Ha ajJaHuH). B HEKOTOPBIX IpYrWX BapHaHTaxX OCymlecTBIeHHA M3MeHeHHBIH CH2-momen mpernctaBiser
coboit CH2-nomen IgG1 demoBeka ¢ alTaHMHOBBIMHU 3aMEHAMHM B TIOJIOKeHUsIX 234, 235, 237, 318, 320 u 322 (T.
e. CH2-momen IgG1 gemoBeka ¢ 3amenamu L234A, L235A, G237A, E318A, K320A u K322A) (SEQ ID NO:
596 B US 2013/0129723, yka3zaHHas IOCTIeI0BATEIHHOCTH BKIIOUEHA B JAHHOE OMMCAHUE TIOCPEACTBOM CCBHIJIKH)
1, BO3MOXKHO, MyTanuo N297 (Hanpumep, Ha ajlaHUH).

B onpeneneHHBIX BapraHTaX OCYIIECTBICHHS W3MeHeHHBIH CH2-m1oMeH npencTaBiseT co00i N3MEHCHHBIH
CH2-nomen IgG1 uenoBeka ¢ MyTalusIM1, U3BECTHBIMU B JaHHOW 00JIACTH, KOTOPHIE YCHIMBAIOT MIMMYHOJIOTH-
yeckoe aericteue, Takoe kak A3KIL, ADCP, CDC, ¢puxcamnuto KOMILUIEMEHTa, cBsi3bIBaHue ¢ Fe-penenrtopom wim
M00y10 UX KOMOWHAIHUIO.

CH3-nmomMeH, KOTOPBII MOKET 00pa30BEIBATh KOHCTAHTHYIO 00JIACTh UIMMYHOTJIOOYIHHA TOJHIICITHA 1O
JTAHHOMY M300pETEeHHI0, MOXKET TpeaCcTaBIsITh cobot CH3-moMeH MMMYHOTJIOOY/IMHA JUKOTO THIA WA €TO W3-
MeHeHHBIH CH3-moMeH MMMYHOTJIO0YIMHA M3 ONPECICHHBIX KIACCOB HIIM TOAKIACCOB MMMYHOTJIOOYIMHOB
(manpumep, IgGl, 1gG2, 1gG3, 1gG4, IgAl, IgA2, IgD, IgE, IgM) pa3nmu4abIX BUAOB (BKJIIOYAs 4YeOBEKa,
MBIIIb, KPBICY M APYTHX MIIEKONHTAIOMMX). B HEKoTOpHIX BapmanTax ocymectsiennss CH3-nqomeH npeacranis-
et coboit CH3-10MeH 4enoBeYecKoro NMMYHOTJIOOYITMHA TUKOTO THMa, Takoh kak momensl CH3 mukoro tuma
yenoseueckoro 1gG1l, 1gG2, 1gG3, 1gG4, 1gA1, IgA2, IgD, IgE unu IgM, npencrasnaennsie B SEQ ID NO: 116,
208-210, 204-207 u 212, coorBeTcTBeHHO, M3 nmareHta CIIA 2013/0129723 (yka3zaHHbBIE TOCIEIOBATEIHLHOCTH
BKITIOYCHBI B JIAHHOC OIMCAaHHE MMOCPEICTBOM CCHUIKH). B ompenencHHbIX BapuaHTax ocymiectBieHus CH3-
nomeH mnpezacrasisier coboir CH3-nomen IgG1 genoseka aukoro tuma, npeacrasineHnsiii B SEQ ID NO: 116 u3
narenra CHIA 2013/0129723 (yka3zaHHasi IOCJIEIOBATENLHOCTh BKIIOYEHA B JAHHBIN JOKYMEHT IOCPEICTBOM
ccbuTkn). B HexoTopbIx BapuaHTax ocymectsienns: CH3-nmomen npencrasisier codoit nsmenennsiii CH3-nomen
MMMYHOTJIOOYJTMHA YelIOBeKa, TakoW kak m3MeHeHHbIH CH3-momeH, ocHOBaHHBIA WiH mosydeHHbId n3 CH3-
nmoMmeHa aukoro tuma denoBedeckoro I1gGl, 1gG2, 1gG3, 1gG4, IgAl, 1gA2, IgD, IgE, nnu IgM antutena. Ha-
npumep, uaMeneHHsridi CH3-nmomen moxet O0b1Th CH3-momenoMm IgG1 dyenoBeka ¢ oqHON WM ABYMS MYTaIlUsIMHU
B nosoxeHusx H433 u N434 (monoxeHuss HyMepyrTCsl B COOTBETCTBHH ¢ HyMmeparueit EU). MyTanuu B Takux
MOJIOXKCHUSAX MOTYT OBITH BOBJICUYEHBI B (PUKCAIIMIO KOMIIEMEHTa. B HEKOTOPHIX OPYrUX BapHaHTaX W3MEHEH-
uerii CH3-moMen mMoxeT npeactaBisath coboir CH3-momen IgG1 genmoBeka, HO ¢ OJHONW MM JBYMSI aMHHOKHC-
JIOTHBIMH 3aMeHaMU B nosiockeHuu F405 mim Y407. AMUHOKUCIIOTHL B TaKUX MOJOXKEHUSIX YYacTBYIOT BO B3au-
MozeiictBuu ¢ apyrum CH3-nomeHoM. B HekoTOpbIX BapuaHTax ocylecTBieHus n3meHeHHbt CH3-n1oMen Mo-
JKET NpeACTaBIATh coboii n3meneHHbl CH3-nomen IgG1 yenoBeka ¢ ynaneHHBIM HocietHUM Ju3uHOM. [locie-
JIOBaTeIbHOCTD 3T0r0 M3MeHeHHoro CH3-momena m3noxena B SEQ ID NO: 761 B marente CIIIA 2013/0129723
(Yyka3zaHHas MOCIICIOBATEIHbHOCTD BKIIFOUCHA B IAHHOE OITUCAHUE IIOCPEACTBOM CCBHUIKH).

B nHekoTopeix Bapuantax ocymiectBicHus CD123-cBs3bIBaIOINE MOTUICTITHABL, 0OPa3yIOIIUE TOIHIICT-
TUIHBIA TeTepoanmMep, coaepxar mapy CH3, koTopast comepHUT Tak Ha3bIBaeMble MYTAIMU "BBICTYITBI B OTBEP-
ctus" (cMm. Marvin and Zhu, Acta Pharmacologica Sinica 26: 649-58, 2005; Ridgway et al, Protein Engineering
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9: 617-21, 199 6). bonee KOHKPETHO, MyTallMK MOTYT OBITH BBE/ICHBI B Kaxblil 3 1ByXx CH3-10MeHOB KaXkmoi
TOJIMITECNITUIHON [IEIH, TaK YTO CTEpUYEeCKas KOMIUIEMEHTAPHOCTh, HeoOxoaumas s accormanuu CH3/CH3,
o6s3pBaeT 3T nBa CH3-momena mapoBaThes apyr ¢ apyrom. Hampumep, CH3-moMeH B 0HOM OJHOIICTIOYEY-
HOM TIOJIMIICTITHC TTOJIMITETITUAHOTO TeTepoIuMepa MOKET colepkarh MyTanuto T366W (Mmyraruio "BeicTym",
KOTOpas 3aMeHSIET HEOOBIIYI0 aMHHOKHCIIOTY Oostee kpymHoi) 1 CH3-moMeH B pyroM OJHOIEIOYEIHOM T10-
JUTIETITH]IE TIOTUTIEITHIHBIN TeTepOANMEP MOKET CoZlepKaTh MyTarnuio Y407A (mytarus "oTBepctre", KoTopas
3aMeHsIeT OONBITYI0 aMUHOKHUCIIOTY Ha MEHBINYIO). J[pyrue THITUYHBIE MYTAIMA "BBICTYITBI B OTBEPCTHA" BKITIO-
qatoT (1) myranuto T366Y B omHom CH3-momene m Y407T B nmpyrom CH3-momene u (2) myramuio T366W B
onnoMm CH3-nomene u mytauuu T366S, L368A u Y407VB apyrom CH3-nomene.

CH4-nmomeH, KOTOpBIH MOXET OOpa3oBHIBaTH KOHCTAHTHYIO 001acTh HMMMyHorjnooymuaa CD123-
CBSI3BIBAIONIMX ITOJUIIENTHIOB 110 JTAHHOMY M300pPETEHHIO, MOXKET NpeACTaBisATh coboit CH4-n1oMeH nMMyHOr-
JT00yNUHA JUKOTO THUHa WM ero MomudumupoBanuslii CH4-nomeH mMmyHornoOynuHa u3 monekyn IgE wmm
IgM. B HekoTopbix BapuaHTax ocymectsieHust CH4-nomen mpezacrasnser coboit CH4-nomMeH 4enoBedecKkoro
MMMYHOTJIOOYJIMHA JUKOTO Tura, Takoi kak CH4-momensr qukoro tuma monekyn IgE n IgM denoseka, npen-
crariernbie B SEQ ID NO: 213 u 214, cootBeTcTBeHHO, M3 ateHTa CIIIA 2013/0129723 (yka3zaHHBIC MTOCIIE0-
BaTEJIFHOCTH BKITIOYCHBI B TAHHOE ONMCAaHUE MMOCPEICTBOM CCHUIKH). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
CH4-nomen npencrapisieT coboit m3meHernbii CH4-10MeH MIMMYHOTTIOOYTHHA YeIOBeKa, TAKOW KaK W3MEHEH-
el CH4-momen, ocHoBaHHBIN Ha wiu mosydeHHbIM u3 CH4-momena monexyn denoBedeckoro IgE nmm IgM,
KOTOpPBIE UMEIOT MYTAIlHH, KOTOPbIC YBEIMYMBAIOT WIH YMEHBIIAIOT IMMYHOJIOTHYECKYIO0 aKTHBHOCTB, O KOTO-
pOif U3BECTHO, UTO OHa cBsA3aHa ¢ Fc-obmacTeio IgE mmm [gM.

B HekoTOpBIX BapMaHTaxX OCYIIECTBJICHHS KOHCTaHTHas o00JacTb WMMyHornoOymmHa CD123-
CBSI3BIBAIONINX MOJUNENTHIOB IO JAaHHOMY H300peTeHHio coiepxur komoOmHarumio CH2, CH3 wmm CH4-
JIOMEHOB (T.e. OoJiee OIHOTO JOMEHa KOHCTaHTHOW oOsactH, BeIOpanHoro u3 CH2, CH3 u CH4). Hanpuwmep,
KOHCTaHTHasi 00J1IacTh UMMYHOTI00yIHA MoXxeT copepkarb CH2 n CH3-nomens! wim CH3 n CH4-nomensl. B
HEKOTOPBIX JPYTMX BapHaHTaX OCYIIECTBICHHS KOHCTaHTHAas 00JacTh MMMYHOTJIOOYJIMHAa MOXKET COIEep)KaTh
nBa CH3-momena u He conepkath CH2 mim CH4-momenoB (T.e. Tonbko aBa uiau 6onee CH3). MHOXecTBO [10-
MEHOB KOHCTAHTHOM 00JIACTH, KOTOpPbIE 00pa3yloT KOHCTAHTHYIO 00JacTh HIMMYHOTJIOOYJWHA, MOTYT OBITH OC-
HOBAaHBI WJIM IPOUCXOINTH OT OJHON M TOW K€ MOJIEKYJIBl HMMYHOTJIOOYIIMHA MIIM OT OJHOTO M TOTO K€ Kiacca
WM TIO/IKJIACCa MOJIEKYJ MMMYHOITIOOynuHa. B ompeneneHHBIX BapHaHTaX OCYIECTBICHHUS KOHCTaHTHAs 00-
JacTh MMMYHOTII0O0ynMHa mpeactaBisier coboir CH2CH3 IgG (mampumep, CH2CH3 IgG1l, CH2CH3 IgG2 u
CH2CH3 IgG4) u moxet 0biTh CH2CH3 yenoBedeckaoii (Hanmpumep, genoseueckuM I1gG1, IgG2 n IgG4 gemno-
Beka). Harmpumep, B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS KOHCTAHTHasl 00JacTh MMMYHOIJIOOYJIHHA coJep-
xwuT (1) CH2 n CH3-nomenst IgG1 yenoBeuecka mukoro trma, (2) CH2 IgG1 yenoeka c 3ameHoit N297A (T. e.
CH2 (N297A)) u CH3 IgG1 yenoseueka nukoro tuna win (3) CH2 IgG1 yenoseka (N297A) 1 M3MeHEHHBIH
CH3 IgG1 uenoBeka ¢ yqaleHHBIM OCIEIHUM JTH3UHOM.

AJbTEpHATUBHO, MHOXXECTBEHHBIE JIOMEHbI KOHCTAHTHON OOJIACTH MOTYT OBITH OCHOBaHBI WJIHM IPOHCXO-
JIUTH OT Pa3HbIX MOJICKYJ HIMMYHOIJTIOOYJIMHA WITH OT Pa3HbIX KJIACCOB MJIM MOAKIACCOB MOJIEKYJ HMMYHOTJIOOY-
nnHa. HarmpuMep, B HEKOTOPHIX BApHAHTAX OCYIIECTBICHUS KOHCTAHTHAs 00J1aCTh MMMYHOTJIOOYIIMHA CONIEPIKUT
kak genoBedeckuii CH3-momen IgM, tak m CH3-momen IgG1l denoBeka. MHOXeCTBO JTOMEHOB KOHCTaHTHOMN
obnacTu, KOTOpble 00Pa3yl0T KOHCTAHTHYIO 00J1aCTh UMMYHOTJIOOYJIMHA, MOTYT OBITh HEMTOCPEIACTBEHHO CBS3a-
HBI BMECTE WJIH MOTYT OBITh CBSI3aHBI JPYT C JPYTOM 4Yepe3 OJHY WM HECKOJBKO (Hampumep, okoso 2-10) ammu-
HOKHCJIOT

WmroctpaTuBHBIE KOHCTaHTHBIE 00JacTH MMMyHorinoOynuHa npuseaeHs! B SEQ ID NO: 305-309, 321,
323, 341, 342 u 762 US 2013/0129723 (yxa3zaHHbIE TOCIIEOBATCIFHOCTH BKIFOUCHBI B JAHHOE OIHCAHHE ITO-
CPEJICTBOM CCBUIKH).

B HekoTOphIX BapHaHTaX OCYIIECTBICHHMS KOHCTAHTHBIE 00JIaCTH MMMYHOTIIOOyiMHa obomx CD123-
CBSI3BIBAIONIMX MMOJIMIENTUIOB IOJUIEITHIHOTO JUMEpa SIBISIIOTCS WACHTHYHBIMHU APYT JApyry. B HekoTopsix
JpYruX BapHaHTax KOHCTaHTHas 00JacTb MMMYHOTJIOOYJIMHA OJHOHM MOJNMMENTHIHOM Ienu IUMepHOro Oenka
OTIIMYAETCS OT KOHCTAHTHOHM 00JIaCTH WMMYHOTJIOOYJIMHA APYTO# MOJMIIENITUAHON mernu auMepa. Hampumep,
0JIHa KOHCTaHTHAas 00JIaCTh UMMYHOTJIOOYJIMHA TeTePOIMMEPHOTO Oenka MoxkeT conepkatb CH3-momeH ¢ my-
Tarnuel "BpICTYN", TOTIa KaK JApyras KOHCTaHTHas 00JacTh MMMYHOTJIOOYJIMHA TeTEPOTUMEPHOTO OeKa MOYKET
conepxxatb CH3-momen ¢ myTarueit "orBepcrue.

JlanHoe packpbiTie oTHOCUTCSA K CD123-cBsA3pIBaroniuM OenKaM W MOJUTENTHAAM, KOTOPhIE MOTYT CO-
JepXxKaTh JM00YI0 U3 TOCIEI0BATEIFHOCTEH, IPOIEMOHCTPUPOBAHHEIX B Ta0s. 3. B HEKOTOPHIX BapHaHTaxX OCy-
mectBieHust CD123-cBsi3piBatomue OCNKW W MOJMIIENITHAB MOTYT COJEP)KaTh CHUTHAIIBHYIO MOCIEI0BATEIb-
HOCTb. [locienoBaTenbHOCTH AJISI PA3IMYHBIX KIOHHUPOBAHHBIX IOCIEIOBATEIbHOCTEH M KOMIOHEHTOB TaKXKe
NPE/ICTaBICHB! B Ta0J. 3. AMHHOKHCIIOTHBIE TTOCIIEIOBATEILHOCTH, IPUBEICHHBIC JUIS TIOJIMIIENTHIHBIX KOHCT-
PYKLMH, HE BKJIIOYAIOT JIMAEPHBIC TOCIEI0BATEILHOCTH HMMYHOTIIO0YJIMHA YeloBeKa WiIn Kpoinka. [lokasaH-
Hble nocnenoBatenbHOCTH CDR M mosokeHust aMHOKUCIIOTHBIX 3aMEH SIBJISIIOTCS TEMH, KOTOPBIE OTPE/IeICHBI
¢ ucnonb3oBanueM kputepueB IMGT (Brochet, X, et al., Nucl. Acids Res. (2008) 36, W503-508). Takum obpa-
30M, TepBhIi ocTaTok B FR1 BapmabenbHOTo goMeHa Wi 00JacTH TSHKETIOW UK JIETKOW IETH CUYUTACTCS TI0JI0-
JKeHUEM 1.
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Hazpanue Hyxneorunnast AMHUHOKHUCIIOTHAS SEQ ID
MOCJIEI0BATENBHOCTD MOCTIEI0BATEILHOCTD NO:
HYKJIEOTH
I
(aMHUHOKH
cjoTa)
BapuabenbH | gacatcgtgatgacccagtetecagactee | divmtqspdslavslgeratincksshsvly | SEQ ID
blif  JIOMEH | ctggctgtgtetctgggcgagagggecac | ssnnknylawyqgkpgqppklliywastr | NO:1
JIETKOM catcaactgcaagtccagecacagtgtttta | esgvpdrfsgsgsgtdftltisslqacdvavy (SEQ ID
nermr OMT1 | tacagctccaacaataagaactacttagett | yeqqyystppttfeggtkveik NO2)
ggtaccageagaaaccaggacagectect
aagctgeteatttactgggeatctaccegg
gaatccggggtecctgaccgattcagteg
cagcgggtetgggacagatttcactctcac
catcagcagcctgcaggetgaagatgteg
cagtttattactgtcagcaatattatagtactc
ctecgaccactttcggeggagggaccaag
gtggagatcaaa
BapuabenbH | gaggtgcagetgttggagtctgggggagg | evqllesggglvgpggsltlscaasgftfssy | SEQ ID
blii  JIOMeH | cttggtacagectggggggtecctgagact | gmswvrqapgkglegvsaisgsggstyya | NO:3
TSKEJIOM cteetgtgeagectetggattcacctttage | dsvkgrftisrdnskntlylqgmnslraedtay | (SEQ ID
nenu OMT1 | agctatggcatgagetgggtecgecagge | yycakeklryfdwlsdafdiwgqgtmvty | NO:4)
tccagggaagggectggagggootctca | ss
getattagtggtagtgstgstageacatact
acgcagactccgtgaagggecggttcace
atctccagagacaattccaagaacacgetg
tatctgcaaatgaacagectgagagecga
ggacacggcecgtatattactgtgcgaaag
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aaaagttacgatattttgactggttatccgat
gcttttgatatctggggecaagggacaatg

gtcaccgtetcttca
OMT1 cacagtgttttatacagctccaacaataaga | HSVLYSSNNKNY SEQ ID
CDR LI actac NO:5
(SEQID
NO:6)
OMT1 tgggcatct WAS SEQ ID
CDR L2 NO:7
(SEQID
NO:8)
OMT1 cagcaatattatagtactcctecgaccact | QQYYSTPPTT SEQ ID
CDR L3 NO:9
(SEQID
NO:10)
OMT1 ggattcacctttagcagetatgge GFTFSSYG SEQ ID
CDR H1 NO:11
(SEQID
NO:12)
OMT1 attagtggtagtggtostagcaca ISGSGGST SEQ ID
CDR H2 NO:13
(SEQ ID
NO:14)
OMT1 gcgaaagaaaagttacgatattttgactggt | AKEKLRYFDWLSDAFDI SEQ ID
CDR H3 tatccgatgcttttgatatc NO:15
(SEQ ID
NO:16)
BapuabenbH | gacatccagatgacccagtctccatectee | digmtqspsslsasvgdrvtiterasgsissyl | SEQ ID
blii  JOMeH | ctgtctgeatctgtaggagacagagtcace | nwyqgkpgkapklliyaasslgsgvpsifs | NO:17
JIETKOIA atcacttgccgggcaagtcagageattage | gsgsgtdftltisslqpedfatyycqqsystpl (SEQ D
uenu DBS agctatctgaattggtatcagcagaaacca | tfgggtkveik NO:18)

gggaaagceccctaagetectgatetatget

geatccagtttgcaaagtggggtcecatca

aggttcagtggcagtggatctgggacaga
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tttcactctcaccatcageagtctgcaacct
gaagattttgcaacttactactgtcaacaga

gttacagtacccctctcactttcggeggag

gtaccaaggtggagatcaaa
Bapuabenpn | caggtgcagetggtgcagtetggggctga | qvqlvqsgaevkkpgasvkvsckasgyift | SEQ ID
BIl  JIOMEH | ggtgaagaagcectggggcctcagtgaag | dyymhwvrqapgqglewmgwmspns | NO:19
TSKEIION gtttcctgeaaggceatctggatacatettca | gntgyaqkfqgrvtmtrdtststvymelssl | (SEQ ID
nenu DB8 | ccgactactatatgeactgggtgegtcagg | rsedtavyycardaadygdyvafdiwgqg | NO:20)
cecctggacaagggettgagtggatggga | tmvtvss
tggatgagecctaacagtggtaacacagg
ctatgcacagaagttccagggeegtgteac
catgacccgegacacgtecacgageaca
gtctacatggagetgageagectgegttet
gaggacacggecgtgtattactgtgegag
agatgcggeggattacggtgactacgttge
ttttgatatctggggecaagggacaatggt
caccgtctcttca
DB8 cagagcattagcagctat QSISSY SEQ ID
CDRLI1 NO:21
(SEQID
NO:22)
DBS8 gctgeatee AAS SEQ ID
CDR L2 NO:23
(SEQID
NO:24)
DBS caacagagttacagtacccctctcact QQSYSTPLT SEQ ID
CDR L3 NO:25
(SEQID
NO:26)
DBS ggatacatcttcaccgactactat GYIFIDYY SEQ ID
CDR H1 NO:27
(SEQ ID
NO:28)
DB8 atgagccctaacagtggtaacaca MSPNSGNT SEQ ID
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CDR H2 NO:29
(SEQID
NO:30)
DB8 gecgagagatgcggcggattacggtgacta | ARDAADYGDYVAFDI SEQ ID
CDR H3 cgttgcttttgatate NO:31
(SEQID
NO:32)
BapuabenbH | gacatccagatgacccagtctecatectee | digmtqspsslsasvgdrvtiterasgsissyl | SEQ ID
bIii  JTOMeH | ctgtctgcatctgtaggagacagagtcace | nwyqqkpgkapklliyaasslgsgvpsrfs | NO:17
JIerkoi atcacttgccgggcaagtcagagceattage | gsgsgtdftltisslqpedfatyycqqgsystpl (SEQ D
nermt DB60 | agctatctgaattggtatcageagaaacca | tfgggtkveik NO:18)
gggaaageccctaagetectgatetatget
gcatccagtttgcaaagtggggteccatea
aggttcagtggcagtggatctgggacaga
tttcactctcaccatcagcagtctgeaacct
gaagattttgcaacttactactgtcaacaga
gttacagtacccctcetcactttcggeggag
gtaccaaggtggagatcaaa
BapuabenbH | caggtgeagetggtgcagtetggggctga | qvqlvgsgaevkkpgasvkvsckasgytft | SEQ ID
bIii  JTOMEH | ggtgaagaagcctggggcctcagtgaag | syymhwvrqapgqglewmgwinpnsg | NO:33
TSKEJIOH gtttcctgeaaggceatctggatacaccttca | dtsyagkfqgrvtmtrdtststvymelssirs | (SEQ ID
nermt DB60 | ccagetactatatgeactgggtgegteagg | edtavyycaqdssgsgafdiwgqgtmvty | NO:34)
ccectggacaagggcttgagtggatggges | ss
tggatcaaccctaacagtggtgacacaag
ctatgcacagaagttccagggeegtgtcac
catgacccgegacacgtccacgageaca
gtctacatggagetgageagectgegttet
gaggacacggecegtgtattactgtgegea
ggatagtagtggttceggggetittgatate
tggggccaagggacaatggteacegtete
ttca
DB60 cagagcattagcagctat QSISSY SEQ ID
CDRLI NO:21
(SEQID
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NO:22)
DB60 getgeatec AAS SEQ ID
CDR L2 NO:23
(SEQ ID
NO:24)
DB60 caacagagttacagtacccctctcact QQSYSTPLT SEQ ID
CDR L3 NO:25
(SEQ ID
NO:26)
DB60 ggatacaccttcaccagctactat GYTFTSYY SEQ ID
CDR H1 NO:35
(SEQID
NO:36)
DB60 atcaaccctaacagtggtgacaca INPNSGDT SEQ ID
CDR H2 NO:37
(SEQ ID
NO:38)
DB60 gegeaggatagtagtggttecggggetttt | AQDSSGSGAFDI SEQ ID
CDR H3 gatatc NO:39
(SEQID
NO:40)
Bapuabenen | gacatccagatgacceagtetecatectee | digmtgspsslsasvgdrvtiterasgsissyl | SEQ ID
BIl  JOMeH | ctgtctgcatctgtaggagacagagtcace | nwyqgkpgkapklliyaasslgsgvpstfs | NO:17
JIerKoit atcacttgccgggcaagtcagageattage | gsgsgtdftltisslqpedfatyycqqsystpl (SEQID
et DB65 | agctatctgaattggtatcagcagaaacca | tfgggtkveik NO'18)
gggaaagcccctaagetectgatetatget
gcatccagtttgcaaagtggggteccatca
aggttcagtggcagtggatctgggacaga
tttcactctcaccatcagcagtctgcaacct
gaagattttgcaacttactactgtcaacaga
gttacagtaccectcteactttcggeggag
gtaccaaggtggagatcaaa
BapuabenbH | caggtgcagetggtecagtetgggactea | qvglvgsgaevkkpgasvkvsckasgytft | SEQ ID
BIl  [OMeH | ggtgaagaagcctggggcctcagtgaag | gyymhwvrqapgqglewmgwmnpns | NO:41
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TSKENON gtttcctgcaaggceatetggatacaccttca | gntgyagkfqgrvtmtrdtststvymelssl | (SEQ ID
uenn DB6S | ccggctactatatgeactgggtgegtcagg | rsedtavyycakeepifgvvmdafdiwgq | NO:42)
ccectggacaagggcttgagtggatgooa | gtmvtvss
tggatgaaccctaacagtggtaacacagg
ctatgcacagaagttccagggecgtgtcac
catgacccgegacacgtccacgageaca
gtctacatggagetgageagectgegttct
gaggacacggecegtgtattactgtgegaa
agaggaaccgatttttggagtoottatggat
gcttttgatatctgggoccaagggacaatg
gtcaccgtctectca
DB65 cagagcattagcagctat QSISSY SEQ ID
CDR L1 NO:21
(SEQ ID
NO:22)
DB65 getgeatce AAS SEQ ID
CDR L2 NO:23
(SEQID
NO:24)
DB65 caacagagttacagtacccctctcact QQSYSTPLT SEQ ID
CDR L3 NO:25
(SEQ ID
NO:26)
DB65 ggatacaccttcaccggctactat GYTFTGYY SEQID
CDR H1 NO:43
(SEQID
NO:44)
DB65 atgaaccctaacagtggtaacaca MNPNSGNT SEQ ID
CDR H2 NO:45
(SEQID
NO:46)
DB65 gcgaaagaggaaccgatttttggagtggtt | AKEEPIFGVVMDAFDI SEQ ID
CDR H3 atggatgcttttgatatc NO:47
(SEQ ID
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NO:48)
Bapuabenpn | gacatccagatgacccagtctecatectee | digmtqspsslsasvedrvtiterasqtinny | SEQ ID
blii  JTOMeH | ctgtetgeatctgtaggagaccgegtcace | Inwyqqkpgkapklliysastlqsgvpsrfs | NO:49
JIerKoi atcacttgccgggeaagtcagaccataaa | gsgsgtdftltisslgpedfatyychgsytspl (SEQ ID
nenu DB82 | caactatttgaactggtatcagcagaaace | tfgggtkveik NO:50)
agggaaagcccctaagetectgatetattet
geatctactttgcaaagtggggteccatea
cgtttcagtggeagtggatctgggacagat
ttcactctcaccatcagcagtctgeaacctg
aagattttgcaacttactactgtcaccagag
ttacacttcacctctcactttcggeggaggt
accaaggtggagatcaaa
Bapuabenbn | gaggtgcagetggtggagtetgggegag | evqlvesggglvqpggslriscaasgfifssy | SEQ ID
BIli  IOMEH | gettggtacagectggggggtecctgege | amswvrqapgkglewvsvisansaglgh [ NO:51
TSKETION ctetectgtgeagectetggatteacctttag | adsvkgrftisrdnskntlylqgmnslraedta | (SEQ ID
neriu DB82 | cagctatgecatgagcetgggtecgecagg | vyycarvgysssadafdiwgqgtmvtvss | NO:52)
ctccagggaagggactggagtggotetea
gttattagtgccaatagtgetggtctaggec
atgcggactctgtgaagggeceggttcace
atctcccgegacaattccaagaacacgetg
tatctgcaaatgaacagectgegegeega
ggacacggcecgtatattactgtgcgagagt
gggctatagcagetcggetgatgcttttgat
atctggggccaagggacaatggteacegt
cteeteg
DB82 cagaccataaacaactat QTINNY SEQ ID
CDR LI NO:53
(SEQID
NO:54)
DB82 tetgeatet SAS SEQ ID
CDR L2 NO:55
(SEQ ID
NO:56)
DB82 caccagagttacacttcacctctcact HQSYTSPLT SEQ ID
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CDR L3 NO:57
(SEQID
NO:58)
DB82 ggattcacctttagcagetatgec GFTFSSYA SEQ ID
CDR H1 NO:59
(SEQID
NO:60)
DB82 attagtgccaatagtgetggtcta ISANSAGL SEQ ID
CDR H2 NO:61
(SEQ ID
NO:62)
DB82 gegagagtgggctatageageteggetga | ARVGYSSSADAFDI SEQ ID
CDR H3 tgcttttgatatc NO:63
(SEQID
NO:64)
BapuaGensH | gatgttgtgatgactcagtctecacteteeet | dvvmtqsplslpvtpgepasiscrssqsllhs | SEQ ID
blii  JOMeH | geecgtcaceectggagagecggectee | ngdnyldwylqkpggspqlliylgsnrasg | NO:65
JIErKOi atctcctgeaggtctagtcagagectectg | vpdrfsgsgsgtdftlkisrveaedvgvyyc (SEQ ID
uen DB83 | catagtaatggagacaactatttggattggt | mqathwpltfgpgtkvdik NO:66)
acctgcagaagccagggcagtctccaca
gctectgatcetatttgggttctaatcgggect
ccggggteectgacegtttcagtggeagts
gatcaggcacagattttacactgaaaatca
geegtgtggaggetgaggatgttggggttt
attactgcatgcaagctacacactggecac
tcactttcggecctggtaccaaagtggatat
caaa
BapuaGenbH | caggtgcagetggtgcagtetggggctga | qvglvgsgaevkkpgasvkvsckasgytft | SEQ ID
blil  JOMeH | ggtgaagaagectggggectcagtgaag | syamhwvrqapgqglewmglvdpedge | NO:67
TSDKEJIOM gtttcctgcaaggceatctggatacaccttca | tiyaekfqgrvtmtrdtststvymelsslrse | (SEQ ID
uert DB83 | ctagctatgetatgeattgggtecgtcagg | dtavyycarrtyyydssgsryafdiwgqgtt | NO:68)

cccctggacaagggcttgagtggatggga
cttgttgatcctgaagatggtgaaacaatat

atgcagagaagttccagggecgtgtcace

vtvss
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atgacccgegacacgtccacgageacagt
ctacatggagctgagcagectgegttetga
ggacacggecgtgtattactgtgcgagac

gaacgtattactatgatagtagtggttceeg

ttatgcttttgatatctggggccaagggace

acggtcaccgtctcttca
DB83 cagagcctectgeatagtaatggagacaa QSLLHSNGDNY SEQ ID
CDR LI ctat NO:69
(SEQ ID
NO:70)
DB2&3 ttgggttct LGS SEQ ID
CDR L2 NO:71
(SEQ ID
NO:72)
DB83 atgcaagctacacactggecactcact MQATHWPLT SEQ ID
CDR L3 NO:73
(SEQ ID
NO:74)
DB83 ggatacaccttcactagctatget GYTFTSYA SEQ ID
CDR H1 NO:75
(SEQ ID
NO:76)
DB83 gttgatcctgaagatggtgaaaca VDPEDGET SEQ ID
CDR H2 NO:77
(SEQ ID
NO:78)
DB83 gcgagacgaacgtattactatgatagtagt ARRTYYYDSSGSRYAFDI SEQ ID
CDR H3 ggttecegttatgettttgatate NO:79
(SEQ ID
NO:80)
BapuabennbH | gacatccagatgacccagtetceatectee | digqmtgspsslsasvgdrvtiterasqgirnd | SEQ ID
plli  1moMeH | ctgtctgeatctgtaggagaccgegteace | lgwyqqkpgkapklliyaastlgsgvpstfs | NO:81
JIErKO# atcacttgccgggcaagtcagggceatcag | gsgsgtdftltisslqpedfatyycqqsygap (SEQTD
uerin DB86 | aaatgatttaggttggtatcagcagaaacc | ltfgggtkveik NO:82)
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agggaaagcccctaageteetgatetatge
tgcatceactttgcaatcaggggteccatca
cgtttcagtggcagtggatctgggacagat
ttcactctcaccatcageagtctgeaacctg
aagattttgcaacttactactgtcaacagag

ttacggtgceccecteactttcggcggagg

taccaaggtggagatcaaa
BapuabeneH | caggtgcagetggtgcagtetgggactga | qvqlvgsgaevkkpgasvkvsckasgym | SEQ ID
BIil  JOMeH | ggtgaagaagectggggcecteagtgaag | fsghsahwvrgapgqglewmgwmnpn | NO:83
TSXKENON gtttcctgeaaggeatctggatatatgttca | sgntgyaqkfqgrvtmtrdtststvymelss | (SEQ ID
uenu DB86 | gtggccattctgcacactgggtgcgteagg | Irsedtavyycardssgwydvidywgqgtl | NO:84)
cccctggacaagggcettgagtggatggga | vtvss
tggatgaaccctaacagtggtaacacagg
ctatgcacagaagttccagggcecgtgtcac
catgacccgegacacgtccacgageaca
gtctacatggagcetgageagectgegttet
gaggacacggecgtgtattactgtgegag
agatagcagtggctggtacgatgtctttga
ctactggggcecaggggaccctggteace
gtetectea
DB86 cagggcatcagaaatgat QGIRND SEQ ID
CDRLI1 NO:85
(SEQ ID
NO:86)
DB86 getgeatee AAS SEQ ID
CDR 12 NO:87
(SEQ ID
NO:88)
DB86 caacagagttacggtgccececte QQSYGAPLT SEQ ID
CDR L3 NO:89
(SEQID
NO:90)
DB86 ggatatatgttcagtggecattct GYMFSGHS SEQ ID
CDR H1 NO:91
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(SEQID
NO:92)
DB86 atgaaccctaacagtggtaacaca MNPNSGNT SEQ ID
CDR H2 NO:93
(SEQ ID
NO:94)
DB36 gcgagagatageagtggetagtacgatgt ARDSSGWYDVFDY SEQ ID
CDR H3 ctttgactac NO:95
(SEQID
NO:96)
Bapuabenbn | gacatccagatgacccagtctccatectee | digmtgspsslsasvgdrvtiterasgsissyl | SEQ ID
BIl  JOMeH | ctgtctgeatetgtaggagacagagteace | nwyqqkpgkapklliyaasslqsgvpsrfs [ NO:17
JIerKoit atcacttgccgggeaagtcagageattage | gsgsgtdftltisslqpedfatyycqqsystpl (SEQ ID
Henu agctatctgaattggtatcagcagaaacca | tfgggtkveik NO:18)
DB280 gggaaagcecctaagetectgatctatget
gcatccagtttgcaaagtggggteccatca
aggttcagtggeagtggatctgggacaga
tttcactctcaccatcagcagtctgeaacct
gaagattttgcaacttactactgtcaacaga
gttacagtacccctctcactttcggeggag
gtaccaaggtggagatcaaa
Bapuabenbn | caggtgcagcetggtgcagtetggggctga | qvqlvgsgaevkkpgasvkvsckasgysl | SEQ ID
blli  OOMeH | ggtgaagaagcctggggccteagtgaag | nlyymhwvrqapgqglewmgwmnpn | NO:97
TsKeJoN gtttcctgeaaggeatctggatacageete | sgntgyagkfqgrvtmtrdtststvymelss | (SEQ ID
Lenu aacttatactatatgcactgggtgcgtcagg | Irsedtavyycasldesggscyseydafdiw | NO:98)
DB280 ccectggacaagggcttgagtggatgggea | gqgttvtvss

tggatgaaccctaacagtggtaacacagg
ctatgcacagaagttccagggeegtgtcac
catgacccgegacacgtccacgageaca
gtctacatggagetgageagectgegttct
gaggacacggcegtgtattactgtgegag
cctegattgtagtggtggtagetgetactee
gaatatgatgcttttgatatctggggecaag

ggaccacggtcaccgtetectea
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DB280 cagagcattagcagctat QSISSY SEQ ID
CDR LI NO:21
(SEQID
NO:22)
DB280 gctgeatce AAS SEQ ID
CDR L2 NO:23
(SEQ ID
NO:24)
DB280 caacagagttacagtacccctetcact QQSYSTPLT SEQ ID
CDR L3 NO:25
(SEQ ID
NO:26)
DB280 ggatacagcctcaacttatactat GYSLNLYY SEQ ID
CDR HI NO:99
(SEQ ID
NO:100)
DB280 atgaaccctaacagtggtaacaca MNPNSGNT SEQ ID
CDR H2 NO:101
(SEQ ID
NO:102)
DB280 gcgagectegattgtagtegtagtagetec | ASLDCSGGSCYSEYDAFDI SEQ ID
CDR H3 tactccgaatatgatgcttttgatate NO:103
(SEQID
NO:104)
Bapuabenbn | gacatccagatgacccagtctecatectee | digmtgspsslsasvgdrvtiterasgsissyl | SEQ ID
bIii  TOMEH | ctgtctgcatctgtaggagacagagtcace | nwyqqkpgkapklliyaasslgsgvpsrfs | NO:17
JIETKOM atcacttgccgggcaagtcagageattage | gsgsgtdftltisslqpedfatyycqqsystpl (SEQ ID
Lenu agctatctgaattggtatcagcagaaacca | tfgggtkveik NO: 18)
DB331 gggaaagcccctaagetectgatetatget

gcatccagtttgcaaagtggggteccatca
aggttcagtggeagtggatctgggacaga
tttcactctcaccatcageagtctgeaacct
gaagattttgcaacttactactgtcaacaga

gttacagtacccctctcactttcggeggag
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gtaccaaggtggagatcaaa
BapnabensH | caggtgcagetggtgcagtetggggcetga | qvglvgsgaevkkpgasvkvsckasgytft | SEQ ID
blif  mOMeH | ggtgaagaagectggggecteagtgaag | syymhwvrqapgqglewmgwmnpns | NO:105
TsKEJION gtttcctgeaaggeatctggatacaccttca | gntgyagkfqgrvtmtrdtststvymelssl | (SEQ ID
enu ccagctactatatgcactgggtgegtcagg | rsedtavyycatdlagealfdpwgqgtlvtv | NO:106)
DB331 ccectggacaagggcttgagtggatggga | ss
tggatgaaccctaacagtggtaacacagg
ctatgcacagaagttccagggecgtgteac
catgacccgegacacgtecacgageaca
gtctacatggagetgageagectgegttet
gaggacacggceegtgtattactgtgcaac
agatctcgegggggaagecttgttcgace
cctggggecagggeaccctggteacegte
tectca
DB331 cagagcattagcagctat QSISSY SEQ ID
CDR L1 NO:21
(SEQID
NO:22)
DB331 gctgeatec AAS SEQ ID
CDR L2 NO:23
(SEQID
NO:24)
DB331 caacagagttacagtacccctetcact QQSYSTPLT SEQ ID
CDR L3 NO:25
(SEQ ID
NO:26)
DB331 ggatacaccttcaccagctactat GYTFTSYY SEQ ID
CDR H1 NO:107
(SEQID
NO:108)
DB331 atgaaccctaacagtggtaacaca MNPNSGNT SEQ ID
CDR H2 NO:109
(SEQID
NO:110)
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DB331 gcaacagatctcgegggggaagecttgtt | ATDLAGEALFDP SEQ ID
CDR H3 cgaccec NO:111
(SEQ ID
NO:112)
BapuabenbH | gacatccagatgacccagtctecatectee | digmtqspsslsasvgdrvtiterasgsissyl | SEQ ID
bIil  OMeH | ctgtctgcatctgtaggagacagagtcace | nwyqqkpgkapklliyaasslqsgvpsrfs | NO:17
JIETKOI atcacttgccgggeaagtcagagceattage | gsgsgtdftltisslqpedfatyycqqsystpl (SEQTD
Lenu agctatctgaattggtatcagcagaaacca | tfgggtkveik NO:18)
DB415 gggaaagccecctaagetectgatetatget
geatccagtttgcaaagtggggtceccatca
aggttcagtggcagtggatctgggacaga
tttcactctcaccatcagcagtctgeaacct
gaagattttgcaacttactactgtcaacaga
gttacagtaccectetcactttcggeggag
gtaccaaggtggagatcaaa
Bapuabenbh | gaggtgcagetggtegagtctgggggag | evqlvesggglvgpggslrlscaasgitfssy | SEQ ID
bIii  ZOMeH | gettggtacagectggggggtecctgege | gmhwvrqapgkglewvsgiswnsgnry | NO:113
TSKENON cteteetgtgeagectetggaatcaccttca | yvdsvkgrftisrdnskntlylgmnslraedt | (SEQ ID
Lenu gtagttatggeatgeattgggtecgecagg | avyycardtndafdiwgqgttvtvss NO:114)
DB415 ctccagggaaggggctggagtggatetea
ggotattagttggaatagtggtaacagagtct
atgtggactctgtgaagggecggttcacca
tetececgegacaattccaagaacacgetgt
atctgcaaatgaacagectgegegecgag
gacacggecgtatattactgtgegagagat
actaatgatgcttttgatatctggggecaag
ggaccacggtecaccgtetectca
DB415 cagagcattagcagctat QSISSY SEQID
CDR L1 NO:21
(SEQ ID
NO:22)
DB415 getgeatee AAS SEQ ID
CDR L2 NO:23
(SEQ ID
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NO:24)
DB415 caacagagttacagtacccctctcact QQSYSTPLT SEQ ID
CDR L3 NO: 25
(SEQID
NO:26)
DB415 ggaatcaccttcagtagttatgge GITFSSYG SEQ ID
CDR H1 NO:115
(SEQ ID
NO:116)
DB415 attagttggaatagtggtaacaga ISWNSGNR SEQ ID
CDR H2 NO:117
(SEQ ID
NO:118)
DB415 gcgagagatactaatgatgcttttgatatc | ARDTNDAFDI SEQ ID
CDR H3 NO:119
(SEQID
NO:120)
BapuabenbH | gacatccagatgacccagtetccatectee | digmtgspsslsasvgdrvtiterasqsissyl | SEQ ID
bIli  JOMeH | ctgtctgeatctgtaggagacagagtcace | nwyqqkpgkapklliyaasslgsgvpsrts | NO:17
JIETKOH atcacttgecgggcaagtcagagceattage | gsgsgtdftltisslqpedfatyycqqsystpl (SEQ ID
Lenu agctatctgaattggtatcagcagaaacca | tfgggtkveik NO:18)
DB435 gggaaageccctaagetectgatetatget
gcatccagtttgcaaagtggggteccatca
aggttcagtggcagtggatctgggacaga
tttcactctcaccatcageagtctgeaacct
gaagattttgcaacttactactgtcaacaga
gttacagtacccctctcactttcggeggag
gtaccaaggtggagatcaaa
BapuabenbH | caggtgecagetggtgcagtetggggctga | qvqlvgsgaevkkpgasvkvsckasggtf | SEQ ID
blif  JOMeH | ggtgaagaagcectggggcctcagtgaag | ssyaiswvrqapgqglewmgwitphngn | NO:121
TSDKENON gtttcctgeaaggeatetggaggeacctte | ikyarefqgrvtmtrdtststvymelsslrse | (SEQ ID
e agcagctatgcetatcagetgggtgegteag | dtavyycakdlnwnaafdywgqgtlvtvs | NO:122)
DB435 gcccctggacaagggcettgagtggatggg | s

ctggatcacccctcacaatggtaacataaa
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gtatgeacgggagttccagggecgtgtea
ccatgacccgegacacgtecacgageac
agtctacatggagcetgagcagectgegtte
tgaggacacggceegtgtattactgtgegaa
agatctgaactggaacgeagcectttgacta

ctggggecaggggaccetggteaccgtet

cctea
DB435 cagagcattagcagctat QSISSY SEQ ID
CDR LI NO: 21
(SEQID
NO:22)
DB435 gctgeatee AAS SEQ ID
CDR L2 NO:233
(SEQID
NO:24)
DB435 caacagagttacagtacccctctcact QQSYSTPLT SEQ ID
CDR L3 NO: 25
(SEQID
NO:26)
DB435 ggaggcaccttcagcagetatget GGTFSSYA SEQ ID
CDR H1 NO:123
(SEQID
NO:124)
DB435 atcacccctcacaatggtaacata ITPHNGNI SEQ ID
CDR H2 NO: 125
(SEQID
NO:126)
DB435 gcgaaagatctgaactggaacgeagecttt | AKDLNWNAAFDY SEQ ID
CDR H3 gactac NO:127
(SEQ ID
NO:128)
OMTI1 atggaagcaccagegeagcttetettecte | evqllesggglvgpggsliriscaasgfifssy | SEQ ID
VHVL x ctgctactctggeteccagataccaccggt | gmswvrqapgkglegvsaisgsggstyya | NO:129
TSC456 gaggtgeagctgttggagtetgggggagg | dsvkgritisrdnskntlylqmnslraedtav | (SEQ ID
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scFv-Fc-

scFv

TRI129

cttggtacagcctggggggtceectgagact
cteetgtgeagcectetggattcacctttage
agctatggcatgagetgggtccgecagge

tccagggaagggooctggagooootctca

gctattagtggtagtegtgotagcacatact
acgcagactccgtgaagggcceggttcace
atctccagagacaattccaagaacacgctg
tatctgcaaatgaacagectgagagecga
ggacacggecgtatattactgtgcgaaag
aaaagttacgatattttgactggttatccgat
gcettttgatatctggggccaagggacaatg
gtcaccgtctettcaggtggaggcggttca
ggeggaggtggateeggeggtggeggct
ccggtggeggcggatctgacategtgatg
acccagtctccagacteectggetgtgtete
tgggcgagaggeccaccatcaactgecaa
gtccagecacagtgttttatacagetccaac
aataagaactacttagcttggtaccagcag
aaaccaggacagcctcctaagetgetcatt
tactgggcatctacccgggaatccggggt
ccctgaccgattcagtggeagegggtetg
ggacagatttcactctcaccatcagcagec
tgcaggctgaagatgtggcagtttattactg
tcagcaatattatagtactcctccgaccactt

tcggcggagooaccaaggtogagatcaa

atcctcgagtgageccaaatettctgacaa
aactcacacatgcccaccgtgeccageac
ctgaagccgegggtgcaccgtcagtcttc
ctettcecceccaaaacccaaggacaccete
atgatctcccggaccectgaggtcacatge
gtggtggtggacgtgagecacgaagace
ctgaggtcaagttcaactggtacgtggacg
gegtggaggtocataatgecaagacaaag
ccgegggaggagceagtacaacageacgt

accgtgtggtcagegtcctcaccgtectge

yycakeklryfdwlsdafdiwgqgtmvtv

ssggggsggggsgoggsgooasdivmtq

spdslavslgeratincksshsvlyssnnkn
ylawyqqkpgqppklliywastresgvpd
fsgsgsgtdftltisslqaedvavyycqqyy
stppttfgggtkveiksssepkssdkthtepp
cpapeaagapsvilfppkpkdtlmisrtpe
vtevvvdvshedpevkfnwyvdgvevhn
aktkpreeqynstyrvvsvitvlhqdwlng
keykcavsnkalpapiektiskakgqprep
qvytlppsrdeltknqvsltclvkgfypsdia
vewesngqpennykttppvldsdgsfilys
kltvdksrwqqgnvfscsvmhealhnhyt
qgkslslspgsgeggsggggsggggspsqv
qlvgsgpevkkpgssvkvsckasgytfsrs
tmhwvrqapgqglewigyinpssaytny
nqkfkdrvtitadkststaymelsslrsedta
vyycarpqvhydyngfpywgqgtlvtvss
ggggsgeggsggggsggggsdigmtqsp
stlsasvgdrvtmtcsasssvsymnwyqq
kpgkapkrwiydssklasgvpsrfsgsgsg
tdytltisslqpddfatyycqqwsmpptfgg
gtkveikrs

NO:130)
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accaggactggctgaatggcaaggaatac
aagtgcgeggtctccaacaaagecctece
agcccccatcgagaaaaccatctccaaag
ccaaagggcagecccgagaaccacaggt
gtacaccctgeccccatcccgggatgage
tgaccaagaaccaggtcagcctgacctge
ctggtcaaaggcttctatccaagegacate

geegtggagtgggagagcaatgggcage

cggagaacaactacaagaccacgectee
cgtgctggactccgacggetecttettecte
tacagcaagctcaccgtggacaagagea
ggtggcagcaggggaacgtctictcatget
ccgtgatgcatgaggctctgcacaaccact
acacgcagaagagectcteectgtetceg

ggttccggaggagggggttcaggtggge

gaggttctggcggcgggggaageccttca
caggtgcaactggtgcagagtggacceg
aggttaaaaaaccagggtcctecgttaagg
ttagctgcaaagectetggetacacatttte
caggagtacaatgcactgggtgaggcag
getectggacagggactcgagtggatcgg
gtatatcaacccatctagegectataccaat
tacaaccaaaagtttaaggaccgagttacce
attaccgctgacaaatccaccagtacaget
tatatggagctgtcatctcttaggtccgagg
acactgctgtttattactgegctegtectcag
gttcactatgactataatggttttccctactg
ggetcagggaaccctggtgactgtetctte

toocootooaococagceotoooootoo

gtctggaggeggtggeagtggeggegga
ggctctgatattcagatgactcagtctecta
gcactctcagegecagegtgggggategt
gtgacaatgacttgetcegetageagtagt
gtgtcttacatgaattggtatcagcagaage
ccgggaaageacctaagegetggatctat
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gactcttccaagctggceaagtggtgotecce
tcacggttctctggctcaggtictggtactg
actatactttgactatctcctcectccagece
gatgatttcgctacctattattgtcagcagtg
gagccgtaacccacceactttcggaggeg

gtaccaaagtggagatcaagaggtcataa

OMT1

VLVH x
TSC456
scFv-Fc-

scFv

TRI130

atggaagcaccagcgcagcttctcttecte
ctgctactctggetcccagataccaccggt
gacatcgtgatgacccagtctccagactce
ctggetgtgtctctgggcgagagggecac
catcaactgcaagtccagccacagtgtttta
tacagctccaacaataagaactacttagett
ggtaccagcagaaaccaggacagectect
aagctgctcatttactgggcatctacccgg
gaatccggggtceectgacegattcagteg
cagcgggtetgggacagatttcactctcac
catcagcagcctgeaggctgaagatgteg
cagtttattactgtcagcaatattatagtactc
ctccgaccactttcggeggagggoaccaag

gtggagatcaaaggtggaggcggticag

geggaggtggatceggeggtggeggcte
cggtggeggeggatetgaggtgcagetgt

togagtctogooooagocttestacagcct

ooooootcccteacactctcctetecaec

ctctggattcacctttagcagcetatggeatg

agctgggtccgecaggetccagggaagg

ggctggagggoootctcagetattagtggta
gtggtgstagcacatactacgcagactcc

gtgaagggccggttcaccatctccagaga
caattccaagaacacgctgtatctgcaaat
gaacagectgagageegaggacacggec
cgtatattactgtgcgaaagaaaagttacg
atattttgactggttatccgatgcttttgatate

tggggccaagggacaatggteaccgtete

divmtgspdslavslgeratincksshsvly
ssnnknylawyqqkpgqppklliywastr
esgvpdrfsgsgsgtdftltisslqaedvavy
yeqqyystppitfgggtkveikggggsggg
gsggggsggggsevqllesggglvgpggsl
rlscaasgftfssygmswvrqapgkglegv
saisgsggstyyadsvkgrftisrdnskntly
lqmnslraedtavyycakeklryfdwlsda
fdiwgqgtmvtvsssepkssdkthtcppep
apeaagapsvilfppkpkdtlmisrtpevtc
vvvdvshedpevkfnwyvdgvevhnakt
kpreeqynstyrvvsvltvlhgdwlngkey
kcavsnkalpapiektiskakgqprepqvy
tlppsrdeltknqvsltclvkgfypsdiave
wesngqpennykttppvldsdgsfflysklt
vdksrwqqgnvfscsvmhealhnhytqk
slslspgsggggsggggsgagespsqvqlv
qsgpevkkpgssvkvsckasgytfsrstm
hwvrqapgqglewigyinpssaytnyngk
fkdrvtitadkststaymelsslrsedtavyy
carpqvhydyngfpywgqgtlvtvssggg
gsggggsggggsggggsdiqmtqspstls
asvgdrvtmtcsasssvsymnwyqqkpg
kapkrwiydssklasgvpsrfsgsgsgtdyt
Itisslqpddfatyycqqwsrnpptfgggtk

veikrs

SEQ D
NO:131

(SEQ ID
NO:132)
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ctcgagtgagceccaaatcttctgacaaaac
tcacacatgeccaccgtgeccageacctg
aagccgegggtgcaccgteagtcttectet
tccccccaaaacccaaggacaccctcatg
atctcccggacccectgaggtcacatgegtg
gtggtggacgtgagccacgaagaccctg
aggtcaagttcaactggtacgtggacgge

gtggaggtocataatgccaagacaaagee

gegggaggagceagtacaacageacgtac
cgtgtggtcagegtectcacegtectgeac
caggactggctgaatggcaaggaatacaa
gtgcgeggtetccaacaaageecteccag
cccccatcgagaaaaccatctccaaagee
aaagggcagecccgagaaccacaggtgt
acaccctgeccccatcccgggatgagetg
accaagaaccaggtcagcctgacctgect
ggtcaaaggcttctatccaagegacatcge
cgtggagtgggagagcaatgggeagecg
gagaacaactacaagaccacgectceegt
getggactecgacggctecttettectetac
agcaagctcaccgtggacaagageaggt

ggcagcaggggaacgtcttctcatgetee

gtgatgcatgaggctctgcacaaccactac
acgcagaagagcctcteectgtetecgggt

tccggagoagoooottcagotogoooao

gttetggeggeggeggaageccticacag

gtgcaactggtgcagagtggaccegaggt

taaaaaaccagggtcctccgttaaggttag

ctgcaaagcectetggetacacattttccagg

ag’m(‘z ategcacteggotoagocagactce
tggacagggactcgagtggatcgggtata
tcaacccatctagcgectataccaattacaa
ccaaaagtttaaggaccgagttaccattac
cgctgacaaatccaccagtacagcttatat

ggagctgtcatctcttaggtcegaggacac
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tgctgtttattactgcgctcgtectcaggtte
actatgactataatggttttccctactggggt
cagggaaccctggtgactgtetcttctgge
ggtggaggeageggtaggggtaggatetg

gaggcggteacagtgacggcegagoct

ctgatattcagatgactcagtctcctageac

tctcagegecagegtgggggategtgtga

caatgacttgctccgctagcagtagtgtgte
ttacatgaattggtatcagcagaageccgg
gaaagcacctaagcgcetggatctatgacte
ttccaagetggeaagtggtgteecctcacg
gttetetggetcaggttctggtactgactata
ctttgactatctcctecctccageccgatgat
ttcgctacctattattgtcagcagtggagcec

gtaacccacccactttcggaggcggtace

aaagtggagatcaagaggtcataa

DB8 VHVL
x TSC456

scFv-Fc-

scFv

TRI123

atggaagcaccagcgcagcttctcttecte
ctgctactctggcetecccagataccaccggt

caggtgcagctggtgcagtctgggoctga

ggtgaagaagcectggggccteagtoaag

gtttcctgcaaggcatctggatacatcttca
ccgactactatatgcactgggtgcgtcagg

cccctggacaagggctteagtogocatoooa

tooatgagccctaacagtgotaacacage

qvqlvgsgaevkkpgasvkvsckasgyift
dyymhwvrqapgqglewmgwmspns
gntgyaqkfqgrvtmtrdtststvymelssl
rsedtavyycardaadygdyvafdiwgqg
tmvtvssggggsggggsggggsgeggsdi
qmtgspsslsasvgdrvtitcrasqsissyln
wyqqkpgkapklliyaasslqsgvpsrfsg
sgsgtdftltisslqpedfatyycqqsystpltf

ctatgcacagaagttccagggcecgtgtcac
catgacccgcgacacgtccacgageaca
gtctacatggagcetgagcagectgegttet
gaggacacggccgtgtattactgtecgag
agatgcggcggattacggtgactacgttge

ttttgatatctggooccaaggoacaatgot

caccgtctettcaggeggeggcggcage
88CggCggrgecageggcggcggagy
ctecggeggeggeggeagegacatecag

atgacccagtctccatecteectgtetgcat

gggtkveiksssepkssdkthteppepape
aagapsvflfppkpkdtlmisrtpevtcvvy
dvshedpevkfnwyvdgvevhnaktkpr
eeqynstyrvvsvitvlhgdwlngkeykca
vsnkalpapiektiskakgqprepqvytlpp
srdeltknqvsltclvkgfypsdiavewesn
gqpennykttppvldsdgsfilyskltvdks
rwqqgnvfscsvmhealhnhytqkslsls

PgsEagesgaggsggagspsqvqlvysg

pevkkpgssvkvsckasgytfsrstmhwv

SEQ ID
NO:133
(SEQ ID
NO:134)
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ctgtaggagacagagtcaccatcacttgec
gggcaagtcagagcattagcagcetatctg
aattggtatcagcagaaaccagggaaagce
ccctaagcetectgatctatgetgeatccagt
ttgcaaagtggggtcccatcaaggttcagt
ggcagtgeatctgggacagatttcactctc
accatcagcagtctgcaacctgaagattttg
caacttactactgtcaacagagttacagtac
cccteteactttcggeggaggtaccaaggt
ggagatcaaatcctcgagtgageccaaat
cttctgacaaaactcacacatgeccacegt
geccageacctgaagecgegggtgcace
gtcagtcttcctcttccccccaaaacccaag
gacaccctcatgatcteccggaceectga
ggtecacatgegtggtggtggacgtgagee
acgaagaccctgaggtcaagttcaactggt

acgtogoacoocotooaootocataatecc

aagacaaagccgegggaggageagtac
aacagcacgtaccgtgtggtcagegtecte
accgtcctgecaccaggactggetgaatgg
caaggaatacaagtgcgcggtctccaaca
aagccctcecageecccatcgagaaaace
atctccaaagccaaagggcageeccgag
aaccacaggtgtacaccctgeccccatce
cgggatgagcetgaccaagaaccaggtca
gectgacctgectggtcaaaggettctate
caagcgacatcgecgtggagtgggagag
caatgggcagccggagaacaactacaag
accacgcctcecgtgetggactecgacgg
ctecttettectetacagcaagetcacegtg
gacaagagcaggtggcagcaggggaac
gtettetcatgetecgtgatgeatgaggcete
tgcacaaccactacacgcagaagagecte
tecetgtetcegggttccggaggaggggg
ttcaggtgggggaggttctggcggeggg

rqapgqglewigyinpssaytnynqkfkdr
vtitadkststaymelsslrsedtavyycarp
qvhydyngfpywgqgtlvtvssggggsg
gggsggegsggggsdiqmtqspstlsasv
gdrvtmtcsasssvsymnwyqqkpgkap
krwiydssklasgvpsrfsgsgsgtdytltis
slqpddfatyycqqwsrnpptfgggtkvei

krs
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ggaagcccttcacaggtgcaactggtgea
gagtggacccgaggttaaaaaaccagggt
ccteegttaaggttagetgcaaagectotg
gctacacattttccaggagtacaatgeactg
ggtgaggeaggetectggacagggacte
gagtggatcgggtatatcaacccatctage
gcctataccaattacaaccaaaagtttaag
gaccgagttaccattaccgetgacaaatce
accagtacagcttatatggagctgteatcte
ttaggtccgaggacactgetgtttattactg
cgctegtectcaggttcactatgactataat
ggttttcectactggggtecagggaaccetg
gtgactgtetettctggeggtggaggeage
ggtgggggtaggtctggaggeggtggca
stggcggeggaggctetgatattcagatg
actcagtctcctageactctcagegecage
stgggggatcgtotgacaatgacttgctee
gctageagtagtgtgtettacatgaattggt
atcagcagaagcccgggaaageacctaa
gegetggatctatgactettccaagetgge
aagtggtgtccccteacggttetetggetea
ggttctggtactgactatactttgactatcte
cteectecagecegatgatttcgetacctatt
attgtcagcagtggagecgtaacccacce
actttcggaggcggtaccaaagtggagat

caagaggtcataa

DB8 VLVH
x TSC456

scFv-Fc-

scFv

TRI124

atggaagcaccagcgeagcttetcttecte
ctgctactetggeteccagataccaccggt
gacatccagatgacccagtctccatectee
ctgtctgeatctgtaggagacagagtcace
atcacttgccgggeaagtcagageattage
agctatctgaattggtatcagcagaaacca
gggaaagccecctaagetectgatctatget
gcatccagtttgcaaagtggggteecatca

digmtqspsslsasvgdrvtitcrasqsissyl
nwyqqkpgkapklliyaasslqsgvpsrfs
gsgsgtdftltisslgpedfatyycqqgsystpl
tfgggtkveikggggsggogsgagasagg
gsqvqlvgsgaevkkpgasvkvsckasgy
iftdyymhwvrqapgqglewmgwmsp
nsgntgyaqkfqgrvtmtrdtststvymels
slrsedtavyycardaadygdyvafdiwgq

SEQ ID
NO:135
(SEQ D
NO:136)
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aggttcagtggcagtggatctgggacaga
tttcactctcaccatcageagtctgcaacct

gaagattttgcaacttactactgtcaacaga
gttacagtacccctctcactttcggeggag

gtaccaaggtggagatcaaaggeggegg
€88Cagegaragregeragragegacy

8Cggaggctecggegacggcgacagee
aggtgcagctggtgcagtctggegctgag
gtgaagaagcectggggcctcagtgaaggt
ttcctgecaaggceatctggatacatcttcace
gactactatatgcactgggtgcgtcaggec

cctggacaagggcttgagtggatgooatg

gatgagcecctaacagtggtaacacagget
atgcacagaagttccagggecgtgtcace
atgacccgegacacgtccacgageacagt
ctacatggagctgageagectgegttctga
ggacacggeegtgtattactgtgegagag
atgcggeggattacggtgactacgttgettt
tgatatctggggecaagggacaatggtea
cegtetectcgagtgageccaaatcttetga
caaaactcacacatgcecaccgtgeecag
cacctgaagecgegggtgeaccgteagte
ttectettccceccaaaacccaaggacace
ctcatgatctcceggacecctgaggteaca
tgcgtegtegtggacgtgagecacgaaga
ccctgaggtcaagttcaactggtacgtgga
cggcgtggaggtgcataatgccaagacaa
agccgegggaggageagtacaacagea
cgtaccgtgtggtcagegtectcaccgtee
tgcaccaggactggetgaatggeaaggaa
tacaagtgcgeggtctccaacaaageect
cccageccccatcgagaaaaccateteca
aagecaaagggrageeecgagaaccac
aggtgtacaccctgeccccatececgggat

gagctgaccaagaaccaggtcagectga

gtmvtvsssepkssdkthtcppcpapeaag
apsvilfppkpkdtlmisrtpevtevvvdvs
hedpevkfnwyvdgvevhnaktkpreeq
ynstyrvvsvitvlhqgdwlngkeykcavsn
kalpapiektiskakgqprepqvytlppsrd
eltknqvsltclvkgfypsdiavewesngq
pennykttppvldsdgsfilyskltvdksrw
qqenviscsvmhealhnhytgkslslspgs
geggsgeggsgegespsqvqlvqsgpev
kkpgssvkvsckasgytfsrstmhwvrqa
peqglewigyinpssaytnyngkfkdrvtit
adkststaymelsslrsedtavyycarpqvh
ydyngfpywgqgtlvivssggggsggggs
ggggsggggsdiqmtqspstlsasvedrvt
mtcsasssvsymnwyqqkpgkapkrwi
ydssklasgvpsrfsgsgsgtdytltisslqp
ddfatyycqqwsmpptfeggtkveikrs
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cectgectggtcaaaggcettctatccaageg
acatcgcegtggagtgggagageaatgg
gcagecggagaacaactacaagaccacg
cctecegtgetggactcegacggetectte
ttectctacagcaagcetcaccgtggacaag

agcaggtggcagcaggggaacgtcticte

atgctecgtgatgeatgaggetetgeacaa
ccactacacgcagaagagcecteteectgte
tcegggticcggaggagggggttcaggate
ggggaggttctggrggcgggagaagee

cttcacaggtgcaactggtgeagagtgga

cccgaggttaaaaaaccagggtecteegtt
aaggttagctgcaaagectetggetacaca
ttttccaggagtacaatgeactgggtgagg
caggctectggacagggactcgagtggat
cgggtatatcaacccatctagegectatac

caattacaaccaaaagtttaaggaccgagt
taccattaccgctgacaaatccaccagtac

agcttatatggagctgtcatctcttaggtee

gaggacactgcetgtttattactgegetegte
ctcaggttcactatgactataatggttttccct
actggggtcagggaaccctggtgactgtet
cttctggeggtggaggcageggtaggggt

gggtctggagocggtegcagtgecgaceg

gaggctctgatattcagatgactcagtctee

tagcactcffam‘m‘m gcotoooooatc

gtgtgacaatgacttgetecgetageagta

gtgtgtcttacatgaattggtatcagcagaa
geecgggaaageacctaagegetggatct
atgactcttccaagetggcaagtggtgtec
cctcacggttetetggctcaggttetggtac
tgactatactttgactatctcctecctccage
ccgatgatttcgctacctattattgtcageag
tggagccegtaacccacccactttcggagg
cggtaccaaagtggagatcaagaggtcat
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aa

DB8 VHVL
x TSC456

scFv-Fc-

scFv

TRI137

atggaagcaccagegeagcttctettecte
ctgetactetggeteccagataccaceggt
caggtgcagetggtgcagtetggggctga
ggtgaagaagectggggccteagtgaag
gtttcctgcaaggeatctggatacatcttca
ccgactactatatgcactgggtgegtcagg
cccctggacaagggcettgagtggatggga
tggatgagccctaacagtggtaacacagg
ctatgcacagaagttccagggecgtgtcac
catgacccgcegacacgtcecacgageaca
gtctacatggagcetgageagectgegttct
gaggacacggecegtgtattactgtgegag
agatgcggcggattacggtgactacgttge
ttttgatatctggggecaagggacaatggt
caccgtctcttcaggtggaggeggttcagg
cggaggtggatceggeggtggcggcetce
ggtggcggeggatetgacatccagatgac
ccagtctccatecteectgtetgeatctgta
ggagacagagtcaccatcacttgecggge
aagtcagagcattagcagctatctgaattg
gtatcagcagaaaccagggaaagecccta
agctcctgatctatgetgeatecagtttgea
aagtggggtcccatcaaggttcagtggea
gtggatctgggacagatttcactctcaccat
cagcagtctgcaacctgaagattttgeaact
tactactgtcaacagagttacagtacccctc
tcactttcggeggaggtaccaaggtggag
atcaaatcctcgagtgagccecaaatcttetg
acaaaactcacacatgcccaccgtgecca
geacctgaagecgegggtgeaccgtcagt
cttcetettccecccaaaacccaaggacac

ceteatgatctcceggaccectgaggteac

atgcgtggtggtggacgtgagecacgaag

qvqlvgsgaevkkpgasvkvsckasgyift
dyymhwvrqapgqglewmgwmspns
antgyagkfqgrvtmtrdtststvymelssl
rsedtavyycardaadygdyvafdiwgqg

tmvtvugoamgcomgcoquoomm

qmtqspsslsasvgdrvtitcrasgsissyln
wyqqkpgkapklliyaasslqsgvpsrfsg
sgsgtdftltisslgpedfatyycqqsystpltf
gggtkveiksssepkssdkthtcppcpape
aagapsvilfppkpkdtlmisrtpevtcvvv
dvshedpevkfnwyvdgvevhnaktkpr
eeqynstyrvvsvltvlhqdwlngkeykca
vsnkalpapiektiskakgqprepqvytlpp
srdeltknqvsltclvkgfypsdiavewesn
gqpennykttppvldsdgsfflyskltvdks
rwqqgnvfscsvmhealhnhytqkslsls
PEsgEagseeegseeeaspsqvalvesg
pevkkpgssvkvsckasgytfsrstmhwv
rqapgqglewigyinpssaytnynqkfkdr
vtitadkststaymelsslrsedtavyycarp
qvhydyngfpywgqgtlvivssgggesg
ggesggggsgeoosdigmtqspstlsasv
gdrvtmtesasssvsymnwyqqkpgkap
krwiydssklasgvpsrfsgsgsgtdytltis
slqpddfatyycqqwsrpptfgggtkvei
krs

SEQ ID
NO:137
(SEQ ID
NO:138)
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accctgaggtcaagttcaactggtacgtgg
acggcgtggaggtgeataatgecaagaca
aagccgegggaggageagtacaacage

acgtaccgtgtggtcagegtcctcaccgte
ctgcaccaggactggetgaatggcaagga
atacaagtgcgeggtctccaacaaageee
tcccageccccatcgagaaaaccatetee

22agCCAAaZZECAZCCCCYAZAACCA

caggtgtacaccctgeccccateceggga
tgagctgaccaagaaccaggtcagectga
cetgectggtcaaaggettctatccaageg
acatcgccgtggagtgggagageaatgg

gcagceggagaacaactacaagaccacg
cctecegtgetggactcegacggetectte
ttcctctacagcaagetcacegtggacaag
agcaggtggcageaggggaacgtettete
atgctcegtgatgeatgaggetctgeacaa
ccactacacgcagaagagcctctecctgte
tecgggttccggaggagggggticaggtg
ggggaggticteggcggcgggggaagee

cttcacaggtgcaactggtgcagagtgga

cccgaggttaaaaaaccagggtectecgtt
aaggttagctgecaaagectetggetacaca
ttttccaggagtacaatgcactgggtgagg
caggctcctggacagggactcgagtggat
cgggtatatcaacccatctagegectatac

caattacaaccaaaagtttaaggaccgagt
taccattaccgctgacaaatccaccagtac

agcttatatggagctgtcatctcttaggtee

gaggacactgctgtttattactgegetegte
ctcaggttcactatgactataatggttttccct
actggggtcagggaaccctggtgactgtct
cttctggeggtegaggeageggteggget
gegteteggaggcagtegcagtegeggee
gaggctctgatattcagatgactcagtctee

-67 -




047733

tagcactctcagegecagegtgggggate
gtgtgacaatgacttgetcegetageagta
gtgtgtcttacatgaattggtatcagcagaa
gecegggaaageacctaagegetggatct
atgactcttccaagetggcaagtggtgtee
cetcacggttetetggetcaggttctggtac
tgactatactttgactatctcctecctecage
ccgatgatttcgetacctattattgtcageag
tggagecgtaacccacccactttcggagg

cggtacrnaaUtooaoatcnagAOOTrnt

ga

DB60

VHVL x
TSC456
scFv-Fc-

scFv

TRI125

atggaagcaccagcegceagettctettecte
ctgctactctggeteccagataccaccggt
caggtgeagetggtgeagtctggggetga
ggtgaagaagectggggecteagtgaag
gtttcctgecaaggcatctggatacaccttca
ccagctactatatgcactgggtgegtcagg
cccctggacaagggcttgagtggatgggg
tggatcaaccctaacagtggtgacacaag
ctatgcacagaagttccagggeegtgtcac
catgacccgegacacgtccacgageaca
gtctacatggagetgageagectgegttct
gaggacacggecgtgtattactgtgegea
ggatagtagtggttccggggcttttgatate
tggggccaagggacaatggtcaccgtcte

ttcaggeggeggegecageggeegcgg

€ggragegecgacgeagactccgacsg

cggeggeagegacatccagatgacceag

qvqlvgsgaevkkpgasvkvsckasgytft
syymhwvrqapgqglewmgwinpnsg
dtsyaqkfqgrvtmtrdtststvymelsslrs
edtavyycaqdssgsgafdiwgqgtmvty

ssggggsggggsggggsgeoasdiqmtq
spsslsasvgdrvtitcrasqsissylnwyqq
kpgkapklliyaasslqsgvpsrfsgsgsgt
dftltisslgpedfatyycqqsystpltfgggt
kveiksssepkssdkthtcppcpapeaaga
psvilfppkpkdtlmisrtpevtcvvvdvsh
edpevkfnwyvdgvevhnaktkpreeqy
nstyrvvsvltvlhqdwlngkeykcavsnk
alpapiektiskakgqprepqvytlppsrde
ltknqvsltclvkgfypsdiavewesngqp
ennykttppvldsdgsfilyskltvdksrwq
qgnvfscsvmhealhnhytqkslslspgsg

oogqogcgqoooﬂﬂpsqvqlvqsgpevk

tctecatectecctgtetgeatctgtaggag
acagagtcaccatcacttgccgggeaagt
cagagcattagcagctatctgaattggtate
agcagaaaccagggaaageccctaaget
cctgatctatgetgeatccagtttgcaaagt
ggggtcccatcaaggttcagtggcagtgg

kpgssvkvsckasgytfsrstmhwvrqap
gqglewigyinpssaytnynqkfkdrvtita
dkststaymelsslrsedtavyycarpqvhy
dyngfpywgqgtlvivssggggsgggasg
gggsggggsdiqmtqspstlsasvgdrvt
mtcsasssvsymnwyqqkpgkapkrwi

SEQ ID
NO:139
(SEQ ID
NO:140)
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atctgggacagatttcactctcaccatcage
agtctgeaacctgaagattttgcaacttact
actgtcaacagagttacagtacccctctca
ctttcggeggaggtaccaaggtggagate
aaatcctcgagtgageccaaatcttetgac
aaaactcacacatgcccaccgtgeecage
acctgaagcegegggtgeaccgteagtcet
tectettcececcaaaacccaaggacacce
tcatgatctcccggaccectgaggteacat
gegtggtggtagacgtgagecacgaaga
ccctgaggtcaagttcaactggtacgtgga
cggegtggaggtgcataatgecaagacaa
agccgegggaggageagtacaacagea
cgtaccgtgtggtcagegtectcacegtee
tgcaccaggactggetgaatggeaaggaa
tacaagtgcgeggtctccaacaaagecct

cccageccccatcgagaaaaccatcteca

aagccaaagggceageeccgagaaccac
aggtgtacaccctgeccccatcccgggat
gagctgaccaagaaccaggtcagectga

cctgectggtcaaaggcettetatccaageg
acatcgecgtggagtgggagageaatgg

gcagccggagaacaactacaagaccacg
cetecegtgetggactcegacggetectte
ttcctctacageaagcetcaccgtggacaag

agcaggtggcagcaggggaacgtcttcte

atgctcegtgatgeatgaggetetgeacaa
ccactacacgcagaagagcecteteectgte
tecgggticeggagg,
ggggaggtictggeggegggggaagee
cttcacaggtgcaactggtgeagagtgga

cccgaggttaaaaaaccagggtecteegtt

agggggticaggtg

aaggttagctgecaaagectetggetacaca
ttttccaggagtacaatgeactgggtgagg

caggcetectggacagggactcgagtggat

ydssklasgvpsrfsgsgsgtdytltisslqp
ddfatyycqqwsmpptfgggtkveikrs
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cgggatatatcaacccatctagcgcctatac

caattacaaccaaaagtttaaggaccgagt
taccattaccgctgacaaatccaccagtac
agcttatatggagctgtcatctcttaggtce
gaggacactgctgtttattactgegetegte
ctcaggttcactatgactataatggttttcect
actggggtcagggaaccctggtgactgtet
cttetggeggtggaggeageggtgggggt
gggtctggaggcggtggcagtageggcg
gaggctctgatattcagatgactcagtctee
tagcactctcagcgecagegtgggggate
gtgtgacaatgacttgctccgcetageagta
gtgtgtcttacatgaattggtatcagcagaa
gcccgggaaageacctaagegetggatct
atgactcttccaagetggcaagtggtgtee
cctcacggttetetggetcaggttctggtac
tgactatactttgactatctcetcectecage
ccgatgatttcgctacctattattgtcageag
tggagcegtaacccacccactttcggagg
cggtaccaaagtggagatcaagaggtcat

aa

DB65
VHVL x
TSC456

scFv-Fc-

scFv

TRI126

atggaagcaccagcegcagcttetcttecte
ctgctactctggetcccagataccaccggt
caggtgcagetggtgeagtetgggectga
ggtgaagaagectggggacctcagtgaag
gtttcctgcaaggceatctggatacaccttca
ccggctactatatgcactgggtgcgtcagg
ccectggacaagggcttgagtggatggga
tggatgaaccctaacagtggtaacacagg
ctatgcacagaagttccagggecgtgtcac
catgacccgegacacgtccacgageaca
gtctacatggagetgageagectgegttct
gaggacacggccgtgtattactgtgcgaa
agaggaaccgatttttggagtogttatggat

qvqlvgsgaevkkpgasvkvsckasgytft
gyymhwvrqapgqglewmgwmnpns
antgyaqkfqgrvtmtrdtststvymelssl
rsedtavyycakeepifgvvmdafdiwgq
gtmvtvssggggsgegasggaasggaas
digmtqspsslsasvgdrvtitcrasgsissyl
nwyqqkpgkapklliyaasslqsgvpsrfs
gsgsgtdftltisslgpedfatyycqqsystpl
tfgggtkveiksssepkssdkthtcppepap
eaagapsvilfppkpkdtlmisrtpevtcvy
vdvshedpevkfnwyvdgvevhnaktkp
reeqynstyrvvsvltvlhqdwlngkeyke
avsnkalpapiektiskakgqprepqvytlp

SEQ ID
NO:141
(SEQ ID
NO:142)
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gcttttgatatctggggccaagggacaatg

gtcaccgtctcctcaggeggeggegeca
8Cg8rggrgeragragegecgacgga
ggctecggeggeggeggcagegacatce
agatgacccagtctccatccteectgtetge
atctgtaggagacagagtcaccatcacttg
ccgggcaagtcagagcattagcagcetatet
gaattggtatcagcagaaaccagggaaag
cccctaagetcctgatctatgetgeatccag
tttgcaaagtggggtcccatcaaggttcagt
ggcagtggatctgggacagatttcactcte
accatcagcagtctgeaacctgaagattttg
caacttactactgtcaacagagttacagtac
cecteteactttcggeggaggtaccaaggt
ggagatcaaatcctcgagtgageccaaat
cttctgacaaaactcacacatgeccaccgt
geccageacctgaagecgegggtgcace
gtcagtettectettceccecaaaacccaag
gacaccctcatgatctcceggaccectga
ggtcacatgegtggtggtegacgtgagee
acgaagaccctgaggtcaagttcaactggt
acgtggacggcgtggaggtgcataatgee
aagacaaagccgcgggaggageagtac
aacagcacgtaccgtgtggtcagegtecte
accgtcctgecaccaggactggctgaatgg
caaggaatacaagtgcgcggtctccaaca
aageccteccageccecatcgagaaaace
atctccaaagccaaagggeageeccgag
aaccacaggtgtacaccctgcecccatce
cgggatgagctgaccaagaaccaggtca
gectgacetgectggtcaaaggcttctate
caagcgacatcgecgtggagtgggagag
caatgggcagccggagaacaactacaag
accacgcctecegtgctggactccgacgg

cteettettectctacageaagetcacegtg

psrdeltknqvsltclvkgfypsdiavewes
ngqpennykttppvldsdgsfflyskltvdk
srwqqgnviscsvmhealhnhytqkslsls
Pgsggegsgeeesgeaespsqvqlvysy
pevkkpgssvkvsckasgytfsrstmhwv
rqapgqglewigyinpssaytnynqkfkdr
vtitadkststaymelsslrsedtavyycarp
qvhydyngfpywgqgtlvtvssggggsg
gggsggggsgegasdigmtqgspstlsasv
gdrvtmtcsasssvsymnwyqqkpgkap
krwiydssklasgvpsrfsgsgsgtdytltis
slgpddfatyycqqwsrnpptfgggtkvei
krs
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gacaagageaggtggeageaggggaac
gtcttctcatgetecgtgatgeatgaggcte
tgcacaaccactacacgcagaagagecte
tcectgtetcecgggticeggaggaggggg
ttcaggtgggggaggtictggcggcgsg
ggaageccttcacaggtgeaactggtgea
gagtggacccgaggttaaaaaaccagggt
ccteegttaaggttagetgecaaagectetg
getacacattttccaggagtacaatgeactg
ggtgaggeaggcetectggacagggacte
gagtggatcgggtatatcaacccatctage
gcctataccaattacaaccaaaagtttaag

gaccgagttaccattaccgetgacaaatce

accagm(‘aorﬁmmooa octetcatcte
ttaggtccgaggacactgcetgtttattactg
cgctegtectcaggttcactatgactataat
ggttttccctactggggtcagggaaccctg
gtgactgtctettctggeggtggaggcage
ggtggaggtegatctggaggcggtogea
gtggeggeggaggctctgatattcagatg
actcagtctcctagcactctcagegecage
gtggoooatcgtgtgacaatgacttgetee
gctagcagtagtgtgtcttacatgaattggt
atcagcagaagcccgggaaageacctaa
gegcetggatctatgactcttccaagetgge
aagtggtgtccectcacggttetctggetea
ggttctggtactgactatactttgactatcete
ctcectecageccgatgatttcgctacctatt
attgtcagcagtggagccgtaacccacce
actttcggaggcggtaccaaagtggagat

caagaggtcataa

DB82
VLVH x
TSC456

atggaagcaccagcgcagcttetcttecte
ctgctactctggetcccagataccaccggt

gacatccagatgacccagtctceatectee

digmtqspsslsasvgdrvtitcrasqtinny

Inwyqqkpgkapklliysastlgsgvpsrfs
gsgsgtdftltisslqpedfatyychqsytspl

SEQ ID
NO:143
(SEQ ID
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scFv-Fc-

scFv

TRI127

ctgtctgcatctgtaggagaccgegtcace
atcacttgccgggcaagtcagaccataaa
caactatttgaactggtatcagcagaaacc
agggaaagcccctaagetectgatctattct
gcatctactttgcaaagtggggtcccatca
cgtttcagtggcagtggatctgggacagat
ttcactctcaccatcagcagtctgeaacctg
aagattttgcaacttactactgtcaccagag
ttacacttcacctctcactttcggeggaggt
accaaggtggagatcaaaggcggcgecy
£Cageggregrgecggragegecggc
ggaggceteeggeggeggrggragegag
gtgcagetggtggagtetgggggagactt
ggtacagectgggggegtecctgegectct
cctgtgeagectetggattcacctttagcag
ctatgccatgagctgggtecgecaggcete
cagggaaggggctggagtgggtctcagtt
attagtgccaatagtgctggtctaggecatg
cggactctgtgaagggccggttcaccatct
cccgegacaattccaagaacacgcetgtate
tgcaaatgaacagectgegegecgagga
cacggccgtatattactgtgcgagagtgeg
ctatagcagetcggcetgatgcettttgatatet
gggoccaagggacaatggtcaccgtetee
tcgagtgageccaaatcttctgacaaaact
cacacatgcccaccgtgeccageacctga
agccgegggtgcaccgtcagtcttectett
ccccccaaaacccaaggacacccteatga
tctcceggacccctgaggtcacatgegtg
gtggtggacgtgagecacgaagaccectg

aggtcaagttcaactggtacgtggacggoc

gtggagotocataatgccaagacaaagcc

gcggoagoaogcagtacaacageacgtac

cgtgtggtcagegtectcaccgtectgeac
caggactggctgaatggcaaggaatacaa

tfgggtkveikgggesggegsggggsgey
gsevqlvesggglvqpggslrliscaasgftfs
syamswvrqapgkglewvsvisansagl
ghadsvkegrftisrdnskntlylqmnslrae
dtavyycarvgysssadafdiwgqgtmvt
vsssepkssdkthtcppcpapeaagapsvf
Ifppkpkdtlmisrtpevtcvvvdvshedp
evkfnwyvdgvevhnaktkpreeqynst
yrvvsvltvlhqdwlngkeykcavsnkalp
apiektiskakgqprepqvytlppsrdeltk
nqvsltclvkgfypsdiavewesngqpen
nykttppvldsdgsfflyskltvdksrwqqg
nvfscsvmhealhnhytqkslslspgsggg
gsggggsgggespsqvqlvgsgpevkkp
gssvkvsckasgytfsrstmhwvrqapgq
glewigyinpssaytnyngkfkdrvtitadk
ststaymelsslrsedtavyycarpqvhydy
ngfpyweqgtlvivssgggesgeggsepg
gsggggsdigmtqspstlsasvgdrvtmte
sasssvsymnwyqqkpgkapkrwiydss
klasgvpstfsgsgsgtdytltisslqpddfat
yycqqwsrnpptfgggtkveikrs

NO:144)
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gtgcgeggtetccaacaaageccteecag
cccecatcgagaaaaccatctccaaagec
aaagggcageeccgagaaccacaggtgt
acaccctgeecccatcccgggatgagetg
accaagaaccaggtcagectgacctgect
ggtcaaaggcttctatccaagegacatege
cgtggagtgggagageaatgggeageeg
gagaacaactacaagaccacgecteccgt
gctggactccgacggetecttcttectctac

agcaagctcaccgtggacaagageaggt

ggcagcaggggaacgtcttctcatgetee

gtoatgcatgaggctctgcacaaccactac

acgcagaagagcctcteectgteteegggt
tccggaggagggggticaggtggoggag
gttetggeggegggggaageccttcacag
gtgcaactggtgcagagtggacccgaggt
taaaaaaccagggtcctcegttaaggttag

ctgcaaagcectetggetacacattttccagg
agtacaatgcactgggtgaggceaggetee
tggacagggactcgagtggatcgggtata
tcaacccatctagegectataccaattacaa
ccaaaagtttaaggaccgagttaccattac

cgctgacaaatccaccagtacagcttatat

ggagctgtcatctcttaggtccgaggacac
tgctgtttattactgegetegtectcaggttc

actatgactataatggttttccctactggggt
cagggaaccctggtgactgtctcttetgge

ggtggaggcageggteggagteagtcte
gaggeggtggcagtggcggeggaggact

ctgatattcagatgactcagtctectageac
tctcagegecagegtgggggategtgtga
caatgacttgctccgetageagtagtgtgte
ttacatgaattggtatcagcagaagcecgg
gaaagcacctaagegetggatctatgacte

ttccaagetggeaagtggtgteeccteacg
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gttetctggetcaggttetggtactgactata
ctttgactatctecteectccageccgatgat
ttcgctacctattattgtcagcagtggagec
gtaacccacccactttcggaggcggtace

aaagtggagatcaagaggtcataa

DB383

VHVL x
TSC456
scFv-Fc-

scFv

TRI134

atggaagcaccagcgcagcttctcttecte
ctgctactetggetcccagataccaccggt
caggtgcagcetggtgeagtctggg:
gotgaagaagectgggocctcagtgaag

gtttcctgcaaggeatctggatacaccttca

gctga

ctagctatgctatgeattgggtgcgtcagg
cceetggacaagggcttgagtggatggga
cttgttgatcctgaagatggtgaaacaatat
atgcagagaagttccagggccgtgteace

atgaccr‘m‘nm‘m‘g{craroa ocacagt

ctacatggagctgagcagectgegttctga
ggacacggecegtgtattactgtgegagac
gaacgtattactatgatagtagtggttcceg
ttatgcttttgatatctggggccaagggacce

m‘uo‘fr‘m‘cg’[c‘rrﬁ(‘nuu:‘uurou(‘uu

Cagegeeeecgeregcageageeacy

gaggcteeggeggeggeggeagegatgt
tgtgatgactcagtctccactctecctgece

gtcaccectggagagecggectecatete

ctgcaggtctagtcagagectcetgeatag
taatggagacaactatttggattgotacctg
cagaagccagggcagtctccacagetcct
gatctatttgggttctaatcgggccteeggg
gtcectgacegtttcagtggcagtggatca
ggcacagattttacactgaaaatcagecgt
gtggagectgaggatgttgggotttattact
gcatgcaagctacacactggecactcactt
tcggecctggtaccaaagtggatatcaaat

cctcgagtgageccaaatcttctgacaaaa

qvqlvgsgaevkkpgasvkvsckasgytft
syamhwvrqapgqglewmglvdpedge
tiyaekfqgrvtmtrdtststvymelsslrse

dtavyycarrtyyydssgsryafdiwgqgtt

vtvssgooosoooasoooasgooosdvy

mtqsplslpvtpgepasiscrssqsllhsngd
nyldwylgkpggspqlliylgsnrasgvpd
rfsgsgsgtdftlkisrveaedvgvyycmqa
thwpltfgpgtkvdiksssepkssdkthtep
pepapeaagapsvilfppkpkdtlmisrtp

evtevvvdvshedpevkfnwyvdgvevh
naktkpreeqynstyrvvsvltvlhqdwln

gkeykcavsnkalpapiektiskakgqpre
pqvytlppsrdeltknqvsltclvkgfypsdi
avewesnggpennykttppvldsdgsffly
skltvdksrwqqgnvfscsvmhealhnhy
tqkslslspgsggggsggggsggggspsqv
qlvgsgpevkkpgssvkvsckasgytfsrs
tmhwvrqapgqglewigyinpssaytny

nqkfkdrvtitadkststaymelsslrsedta

vyycarpqvhydyngfpywgqgtlvtvss

gggesgeoossosasoosasdiqmtqsp
stlsasvgdrvtmtcsasssvsymnwyqq

kpgkapkrwiydssklasgvpsrfsgsgsg
tdytltisslqgpddfatyycqqwsrnpptfgg
gtkveikrs

SEQ D
NO:145

(SEQID
NO:146)
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ctcacacatgcccaccgtgcccagcacct

gaagecgegggtgeaccgteagtettect
cttcececcaaaacccaaggacacceteat
gatctcccggaccectgaggtcacatgegt
ggtggtggacgtgagecacgaagaccct
gaggtcaagttcaactggtacgtggacgg
cgtggaggtgceataatgccaagacaaage

cgcgggaggageagtacaacageacgta

cegtgtggteagegtecteacegtectgea
ccaggactggctgaatggeaaggaataca
agtgcgeggtctccaacaaagecctecca
geecccatcgagaaaaccatetecaaage
caaagggcagcceegagaaccacaggty
tacaccctgececcatccegggatgaget
gaccaagaaccaggtcagectgacctgee
tggtcaaaggcttctatccaagegacateg
cegtggagtgggagageaatgggeagee
ggagaacaactacaagaccacgectece
stgetggactcegacggetecttettectet
acagcaagctcaccgtggacaagageag
gtggeageaggggaacgtettctcatgete
cgtgatgcatgaggcetetgeacaaccacta
cacgcagaagagcectctecctgtetcegg
gttccggaggagggggticaggtogesg
aggttctggeggegggggaageecttcac
aggtgcaactggtgcagagtggaccega
ggttaaaaaaccagggtectecgttaaggt
tagctgeaaagectetggetacacattttee
aggagtacaatgcactgggtgaggcagg
ctcctggacagggactcgagtggateggg
tatatcaacccatctagegectataccaatt
acaaccaaaagtttaaggaccgagttacca
ttaccgctgacaaatccaccagtacagett
atatggagctgtcatctcttaggtccgagga
cactgctgtttattactgcgetegtectcagg

-76 -




047733

ttcactatgactataatggttttcectactgg
ggtcagggaaccctggtgactgtetettet
ggceggtggaggcageggtaggagtoge

tctggagocootoocagtgocoocooags

gctetgatattcagatgactcagtctectag

cactctcagecgecagegtggggoategts
tgacaatgacttgctccgctagcagtagtgt
gtettacatgaattggtatcagcagaagee

cgggaaagcacctaagegetggatctatg
actcttccaagctggcaagtggtotecect

cacggttctetggetcaggttetggtactga
ctatactttgactatctccteectecageeeg
atgatttcgctacctattattgtcagcagtgg
agccgtaacccacccactttcggaggegg

taccaaagtggagatcaagaggtcataa

DB86

VHVL x
TSC456
scFv-Fc-

scFv

TRI128

atggaagcaccagcgcagcttetcttecte
ctgctactetggeteccagataccaceggt
caggtgcagetggtgeagtctgggactga
ggtgaagaagcctggggcctcagtgaag
gtttcctgcaaggcatctggatatatgttca
gtggccattctgeacactgggtgcgtcagg
ccectggacaagggcttgagtggatggga
tggatgaaccctaacagtggtaacacagg
ctatgcacagaagttccagggecgtgtcac
catgacccgegacacgtccacgageaca
gtctacatggagctgageagectgegttet
gaggacacggecgtgtattactgtgegag
agatagcagtggctggtacgatgtctitga
ctactggggccaggggaccctggtcace
gtetectcaggtggaggeggttcaggegg
aggtggatccggeggtggeggctecggt
ggcggeggatctgacatccagatgaccea
gtetecatcceteectgtetgeatctgtagga

gaccgcegtcaccatcacttgecgggeaag

qvqlvgsgaevkkpgasvkvsckasgym
fsghsahwvrqapgqglewmgwmnpn
sgntgyaqkfqgrvtmtrdtststvymelss
Irsedtavyycardssgwydvfdywgqgtl
vivssgggesgagesgegesgogesdiq

mtqspsslsasvgdrvtitcrasqgirndlg

wyqqkpgkapklliyaastlqsgvpstfsg
sgsgtdftltisslqpedfatyycqqsygaplt
feggtkveiksssepkssdkthtcppepap

eaagapsvilfppkpkdtimisrtpevtevv
vdvshedpevkfnwyvdgvevhnaktkp
reeqynstyrvvsvitvlhqdwlngkeyke
avsnkalpapiektiskakgqprepqvytlp
psrdeltknqvsltclvkefypsdiavewes
ngqpennykttppvldsdgsftlyskltvdk
srwqqgnvfscsvmhealhnhytqkslsls
DPgsZLLeeseeeeseeeespsqvqlvasg

pevkkpgssvkvsckasgytfsrstmhwy
rqapgqglewigyinpssaytnynqkfkdr

SEQID
NO:147
(SEQ D
NO:148)
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tcagggcatcagaaatgatttaggttggtat
cagcagaaaccagggaaageecctaage
tectgatetatgetgeatecactttgeaatca
ggggtcccatcacgtitcagtggcagtgga
tetgggacagatttcactctcaccatcagea
gtctgeaacctgaagattttgcaacttacta
ctgtcaacagagttacggtgeccccctcac
tttcggcggaggtaccaaggtggagatca
aatcctcgagtgageccaaatcttctgaca
aaactcacacatgcccaccgtgeccagea
cctgaagecgegggtgeaccgteagtett
cetettececccaaaacccaaggacacect
catgatctcecggaccectgaggteacatg
cgtggtggtggacgtgagecacgaagac
cctgaggtcaagttcaactggtacgtggac
ggcgtggaggtgcataatgecaagacaaa
gcecgegggaggageagtacaacageac
gtaccgtgtggtcagegtectcacegtect
gcaccaggactggcetgaatggcaaggaat
acaagtgcgeggtetccaacaaageccte
ccageecccatcgagaaaaccatctccaa
agccaaagggeageeccgagaaccaca
ggtgtacaccetgececcatccegggatg
agctgaccaagaaccaggtcagectgace
tgeetggtcaaaggcettctatccaagegac

atcgececgtggagtgggagagcaatgggec

agcecggagaacaactacaagaccacgee
tecegtgctggactcegacggetecttettc
ctctacagcaagctcaccgtggacaagag
caggtggcageaggggaacgtettcteat

geteegtgatgeatgaggetetgeacaace
actacacgcagaagagecteteectgtete
cgggttccggaggagggggticaggtog

gegaggtictegeggcgggggaagecct
tcacaggtgcaactggtgcagagtggace

vtitadkststaymelsslrsedtavyycarp
qvhydyngfpywgqgtlvtvssggggsg

gggsgeggsgooosdigmtqspstlsasv

gdrvtmtcsasssvsymnwyqqkpgkap
krwiydssklasgvpsrfsgsgsgtdytltis
slgpddfatyycqqwsrnpptfgggtkvei
krs
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cgaggttaaaaaaccagggtectecgttaa
ggttagctgecaaagectetggetacacattt
tccaggagtacaatgcactgggtgaggea
ggctectggacagggactcgagtggateg
ggtatatcaacccatctagegectatacea
attacaaccaaaagtttaaggaccgagtta
ccattaccgctgacaaatccaccagtacag
cttatatggagctgtcatctcttaggtcega
ggacactgcetgtttattactgegetegtecte
aggttcactatgactataatggttttccctact
ggggtcagggaaccctggtgactgtetett
ctggcggtggaggcageggataggogtag
gictggaggeggtggeagtggegacgga
ggctctgatattcagatgactcagtctecta
geactctcagegecagegtgggggatcegt
gtgacaatgacttgctecgetageagtagt
gtgtcttacatgaattggtatcagcagaage
ccgggaaagcacctaagegetggatetat
gactcttccaagetggeaagtggtgteece
tcacggttctctggctcaggttctggtactg
actatactttgactatctccteectecagece
gatgatttcgctacctattattgtcageagtg

gagccgtam‘(‘(‘zr(‘(‘m‘fﬁ(‘ggngg(‘g

gtaccaaagtggagatcaagaggtcataa

DB280

VHVL x
TSC456
scFv-Fc-

scFv

TRI131

atggaagcaccagegeagcttetetteete
ctgetactetggeteccagataccaceggt
caggtgeagetggtgeagtctggggetga
ggtgaagaagcectggggccteagtgaag
gtttcetgcaaggceatetggatacagecte
aacttatactatatgcactgggtgegtcagg
cecctggacaagggcettgagtggatggga
tggatgaaccctaacagtggtaacacagg
ctatgcacagaagttccagggeegtgteac

catgacccgegacacgtccacgageaca

qvqlvgsgaevkkpgasvkvsckasgysl

nlyymhwvrqapgqglewmgwmnpn
sgntgyaqkfqgrvtmtrdtststvymelss
Irsedtavyycasldcsggscyseydafdiw
gqgttvtvssggggsggagsgeaaseogg
sdigmtqspsslsasvgdrvtitcrasqsiss

ylnwyqqkpgkapklliyaasslqsgvpsr
fsgsgsgtdftltisslqpedfatyycqqsyst
pltfgggtkveiksssepkssdkthtcppep

apeaagapsvflfppkpkdtlmisrtpevtc

SEQ D
NO:149
(SEQ ID
NO:150)
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gtctacatggagetgageagectgegttct
gaggacacggecgtgtattactgtgegag
cctcgattgtagtggtggtagetgetactce
gaatatgatgcttttgatatctggggccaag
ggaccacggtcaccgtetectcaggegge
£28CgECageeeceeceeeeecageey
cggrggaggetecggeggcggcggcag
cgacatccagatgacccagtctccatecte
cetgtctgeatctgtaggagacagagtcac
catcacttgccgggeaagtcagageattag
cagctatctgaattggtatcagcagaaacc
agggaaagccecctaagetectgatetatge
tgcatccagtttgcaaagtggggteccate
aaggttcagtggcagtggatctgggacag
atttcactctcaccatcagcagtctgeaacc
tgaagattttgcaacttactactgtcaacag
agttacagtacccctctcactttcggegga
ggtaccaaggtggagatcaaatectcgag
tgagcccaaatcttctgacaaaactcacac
atgcccaccgtgeccageacctgaagecg
cgggtgcaccgtcagtcttcctcttccecee
aaaacccaaggacaccctcatgatcteee
ggacccctgaggtcacatgegtggtggtg
gacgtgagecacgaagaccctgaggtea
agttcaactggtacgtggacggcgtggag
gtgcataatgecaagacaaagecgegss
aggagcagtacaacageacgtaccgtgtg
gtcagegtectcacegtectgeaccagga
ctggctgaatggeaaggaatacaagtecg
cggtctccaacaaageecteccageecee
atcgagaaaaccatctccaaagccaaagg
geagecccgagaaccacaggtgtacace
ctgeccccatceccgggatgagetgaccaa
gaaccaggtcagectgacctgectggtea

aaggcttctatccaagegacatcgecgtgg

vvvdvshedpevkfnwyvdgvevhnakt
kpreeqynstyrvvsvltvlhqdwlngkey
kcavsnkalpapiektiskakgqprepqvy
tlppsrdeltknqvsltclvkgfypsdiave
wesngqpennykttppvldsdgsfflysklt
vdksrwqqgnvfscsvmhealhnhytqk
slslspgsggggsgggesggggspsqvqly
gsgpevkkpgssvkvsckasgytfsrstm
hwvrqapgqglewigyinpssaytnyngk
fkdrvtitadkststaymelsslrsedtavyy
carpqvhydyngfpywgqgtlvtvssggg
gsggggsggggsgggasdigmiqspstls
asvgdrvtmtesasssvsymnwyqqkpg
kapkrwiydssklasgvpsrfsgsgsgtdyt
ltisslqpddfatyycqqwsrnpptfgggtk

veikrs
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agtgggagagcaatgggcagecggaga

acaactacaagaccacgcctceegtgetg

gactccgacggctecttcttectctacagea
agctcaccgtggacaagageaggtggca
geaggggaacgtcttctcatgeteegtgat
geatgaggctctgeacaaccactacacge
agaagagcctcteectgtetcegggttecg
gaggagggggticaggtgggggaggtic
tggeggegggggaageccttcacaggty
caactggtgcagagtggacccgaggttaa
aaaaccagggtcctcegttaaggttagetg
caaagcctctggctacacattttccaggagt
acaatgcactgggtgaggcaggetectgg
acagggactcgagtggatcgggtatatca

acccatctagcgectataccaattacaacc

aaaagtttaaggaccgagttaccattaccg

ctgacaaatccaccagtacagcttatatgg

agctgtecatctcttaggtccgaggacactg

ctgtttattactgegcetegtectcaggttcac
tatgactataatggttttccctactggggtea
gggaaccctggtgactgtetettetggegg
tggaggcageggtggaggtaggtctgga
ggcggtggcagtggeggcggaggctetg
atattcagatgactcagtctcctageactctce
agcgcecagegtgggogatcgtgtgacaat

gacttgctccgetageagtagtgtgtettac

amamtgmmm ocagaagccceooaa
agcacctaagcgctggatctatgactettee
aagctggcaagtggtgtecccteacggtte
tctggetcaggttetggtactgactatacttt
gactatctecteectecageccgatgattte
gctacctattattgtcagcagtggagecgta
acccacccactttcggaggeggtaccaaa

gtggagatcaagaggtcataa
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DB331

VHVL x
TSC456
scFv-Fc-

scFv

TRI132

atggaagcaccagcgeagcttetcttecte
ctgetactctggetcccagataccaccggt
caggtgcagetggtgcagtctggggctga
ggtgaagaagectgggecctcagtgaag
gtttcctgeaaggeatctggatacaccttca
ccagctactatatgeactgggtecgteagg
ccectggacaagggcttgagtggatggga
tggatgaaccctaacagtggtaacacagg
ctatgcacagaagttccagggecgtgteac
catgacccgegacacgtccacgageaca
gtctacatggagctgageagectgegttct
gaggacacggccgtgtattactgtgeaac
agatctcgcgggggaagcecttgttcgace
cctggggccagggceaccetggteaccgte
tcctcaggeggeggcggcageggcggc
ggeggeageggeggeggaggcteegge
ggcggeggeagegacatccagatgacce
agtctccatcctecetgtetgeatctgtagg
agacagagtcaccatcacttgcecgggeaa
gtcagagcattagcagctatctgaattggta
tcagcagaaaccagggaaageecctaag
ctcctgatctatgetgeatccagtttgeaaa
gtggggtcccatcaaggttcagtggcagt
ggatctgggacagatttcactctcaccatca
gcagtctgeaacctgaagattttgeaactta
ctactgtcaacagagttacagtacccctcte
actttcggcggaggtaccaaggtggagat
caaatcctcgagtgageccaaatcttctga
caaaactcacacatgcccaccgtgeccag
cacctgaagccgegggtgeaccgteagtc
ttcetettccceccaaaacccaaggacace
ctcatgatctcceggacccctgaggteaca
tgegtggtegtggacgtgagecacgaaga
ccctgaggtcaagttcaactggtacgtgga
cggcgtggaggtacataatgeccaagacaa

qvqlvgsgaevkkpgasvkvsckasgytft
syymhwvrqapgqglewmgwmnpns
entgyaqkfqgrvtmtrdtststvymelssl
rsedtavyycatdlagealfdpwgqgtlvty
$58882s8L8egsegsgsggegsdiqmeq
spsslsasvgdrvtitcrasqsissylnwyqq
kpgkapklliyaasslqsgvpsrfsgsgsgt
dftltisslqpedfatyycqqsystpltfgggt
kveiksssepkssdkthtcppcpapeaaga
psvilfppkpkdtlmisrtpevtcvvvdvsh
edpevkfnwyvdgvevhnaktkpreeqy
nstyrvvsvltvlhgdwlngkeykcavsnk
alpapiektiskakgqprepqvytlppsrde
Itknqvsltclvkgfypsdiavewesngqp
ennykttppvldsdgsftlyskltvdksrwq
qgnvfscsvmhealhnhytqkslslspgsg
gegsggegsgggespsqvalvgsgpevk
kpgssvkvsckasgytfsrstmhwvrqap
gqglewigyinpssaytnynqkfkdrvtita
dkststaymelsslrsedtavyycarpqvhy
dyngfpywgqgtlvivssggggsggggsg
gggsggggsdiqmtqgspstlsasvgdrvt
mtcsasssvsymnwyqqkpgkapkrwi
ydssklasgvpsrfsgsgsgtdytltisslqp
ddfatyycqqwsmpptfgggtkveikrs

SEQ ID
NO:151

(SEQ ID
NO:152)
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agccgegggaggageagtacaacagea
cgtaccgtgtggtcagegtectcacegtee
tgcaccaggactggcetgaatggcaaggaa
tacaagtgcgeggtetccaacaaagecct
cccageecccatcgagaaaaccateteca
aagccaaagggeageecegagaaccac
aggtgtacaccctgeecccatceegggat
gagctgaccaagaaccaggtcagectga
cctgectggtcaaaggettctatccaageg
acatcgcegtggagtgggagageaatgg
gcagecggagaacaactacaagaccacg
ccteecgtgctggactcegacggetectte
ttectctacageaagetcacegtggacaag
agcaggtggcageaggggaacgtettete
atgctcegtgatgeatgaggetetgeacaa
ccactacacgcagaagagcectetecctgte

teegggticcggaggagggggttcaggts

ggggagottctgecggcgeogoaagce

cttcacaggtgcaactggtgcagagtgga
cccgaggttaaaaaaccagggtecteegtt
aaggttagctgcaaagectetggetacaca
ttttccaggagtacaatgcactgggtgagg
caggctectggacagggactcgagtggat
cgggtatatcaacccatctagegectatac
caattacaaccaaaagtttaaggaccgagt
taccattaccgctgacaaatccaccagtac
agcttatatggagetgtcatctettaggtee
gaggacactgetgtttattactgegetegte
ctcaggttcactatgactataatggttttcect
actggggtcagggaaccctggtgactgtet
cttetggeggtegaggcageggtegegst
gggtetggaggcggtggcagtagcgecg
gaggctctgatattcagatgactcagtctee
tagcactctcagegecagegtgggggate
gtgtgacaatgacttgctccgetageagta
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gtgtgtcttacatgaattggtatcageagaa
gcccgggaaageacctaagegetggatet
atgactcttccaagcetggcaagtggtgtee

cctcacggttctetggetcaggttetggtac
tgactatactttgactatctecteectecage
ccgatgatttcgetacctattattgtcageag
tggagecegtaacccacccactttcggagg

cggtaccaaagtggagatcaagaggtcat

aa

DB415
VHVL x
TSC456

scFv-Fc-

scFv

TRI138

atggaagcaccagcgeagcttctettecte
ctgctactctggetcccagataccaccggt
gaggtgcagcetggtggagictgggggag
gcttggtacagectggggggtecctgege
ctctectgtgeagectctggaatcaccttca
gtagttatggcatgcattgggtecgecagg
ctccagggaaggggctggagtgggtcetca
ggtattagttggaatagtggtaacagagtct
atgtggactctgtgaagggccggttcacca
tcteecgegacaattccaagaacacgetgt
atctgcaaatgaacagectgegegecgag
gacacggecgtatattactgtgcgagagat
actaatgatgcttttgatatctggggccaag
ggaccacggtcaccgtctectcaggtgga
ggcggttcaggeggaggtggatecggcg
gtggeggeteeggtggeggeggaictga
catccagatgacccagtctccatecteect
gtctgeatctgtaggagacagagtcaccat
cacttgcegggcaagtcagageattagea
gctatctgaattggtatcagcagaaaccag
ggaaagccecctaagetectgatctatgetg
catccagtttgcaaagtggggtcccatcaa
ggttcagtggcagtggatctggeacagatt
tcactctcaccatcagceagtctgcaacctg

aagattttgcaacttactactgtcaacagag

evqlvesggglvqpggslriscaasgitfssy
gmhwvrqapgkglewvsgiswnsgnrv
yvdsvkgrftisrdnskntlylqgmnslraedt
avyycardtndafdiwgqgttvtvssggeg
sggggsggegsggggsdiqmtqspssisa
svgdrvtitcrasqsissylnwyqqkpgka
pklliyaasslqsgvpsrfsgsgsgtdftltiss
Igpedfatyycqqsystpltfgggtkveikss
sepkssdkthtcppcpapeaagapsvilfp
pkpkdtlmisrtpevtcvvvdvshedpev
kfnwyvdgvevhnaktkpreeqynstyrv
vsvltvlhgdwlngkeykcavsnkalpapi
ektiskakgqprepqvytlppsrdeltknqv
sltclvkgtypsdiavewesngqpennykt
tppvldsdgsfilyskltvdksrwqqgnvfs
csvmhealhnhytqkslslspgsggggsg
gggsgggespsqvqlvgsgpevkkpgss
vkvsckasgytfsrstmhwvrqapgqgle
wigyinpssaytnyngkfkdrvtitadksts
taymelsslrsedtavyycarpqvhydyng
fpywgqgtlvtvssggggsggggsggges
ggggsdigmtqspstlsasvgdrvtmtcsa
sssvsymnwyqqkpgkapkrwiydsskl
asgvpsrfsgsgsgtdytltisslgpddfaty
yeqqwsrnpptfgggtkveikrs

SEQID
NO:153
(SEQ ID
NO:154)
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ttacagtacccctctcactttcggeggaggt
accaaggtggagatcaaatcctcgagtga
gcccaaatcttetgacaaaactcacacatg
cccaccgtgeecageacctgaagecgeg
ggtgcaccgteagtettectcttccececaa
aacccaaggacaccctcatgatctccegg
acccctgaggtcacatgegtggtegtaga
cgtgagecacgaagaccctgaggtcaagt

tcaactggetacgtegacgecgtegaooto

cataatgccaagacaaagecgegegags
agcagtacaacagcacgtaccgtgtggte
agegtectecaccgtectgcaccaggactg

gctgaatggcaaggaatacaagtgegeg

gtctccaacaaageccteccageecccat
cgagaaaaccatctccaaagccaaaggg
cagccccgagaaccacaggtgtacacect
geceecatcecgggatgagetgaccaag
aaccaggtcagectgacctgectggtcaa
aggcttctatccaagcgacatcgecgtgga
gtgggagagcaatgggcageeggagaa
caactacaagaccacgcectcecgtgctgg
actccgacggctecttcttcctctacageaa
gctcaccgtggacaagageaggtgecag
caggggaacgtcttctcatgctcegtgatg
catgaggctctgcacaaccactacacgea
gaagagccteteectgtetecgggttcegg
aggagggggttcaggtgggggaggtict
ggcggcgggggaageccttcacaggtge
aactggtgcagagtggacccgaggttaaa
aaaccagggtcctcegttaaggttagetge
aaagcctctggctacacattttccaggagta
caatgcactgggtgaggcaggctcctgga
cagggactggagtggatcgggtatatcaa

cccatctagegectataccaattacaacca

aaagtttaaggaccgagttaccattaccget
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gacaaatccaccagtacagcttatatggag
ctgtcatctcttaggtccgaggacactgetg
tttattactgcgetegtectcaggtteactat

gactataatggttttcectactggggtcagg

gaaccctggtgactgtetettctggeggts

gagocagcocstoooootoogotctooacy

cggtggcagtggeggcggaggctctgat
attcagatgactcagtctcctagcactctca
gegecagegtgggggategtgtgacaatg
acttgctccgcetagcagtagtgtgtcttacat
gaattggtatcagcagaagcecgggaaag
cacctaagcgcetggatctatgactcttccaa
gctggcaagtggtgteecctcacggttetet
ggctecaggttcetggtactgactatactttga
ctatctccteectecageecgatgatttcget
acctattattgtcagcagtggagecgtaac
ccacceactttcggaggcggtaccaaagt

ggagatcaagaggtcatga

DB435
VHVL x
TSC456

scFv-Fc-

sckv

TRI139

atggaagcaccagcgcagcttctettecte
ctgctactetggeteccagataccaccggt
caggtgcagctggtgcagtctgggectga
ggtgaagaagectggggcctcagtgaag

gtttcctgcaaggceatetggaggceaccttc

qvqlvgsgaevkkpgasvkvsckasggtf
ssyaiswvrqapgqglewmgwitphngn
ikyarefqgrvtmtrdtststvymelsslrse
dtavyycakdlnwnaafdywgqgtlvtvs

agcagctatgctatcagetgggtgegtcag
gecectggacaagggcttgagtagatggeg
ctggatcaccectcacaatggtaacataaa
gtatgcacgggagttccagggecgtgtea
ccatgacccgegacacgtccacgageac
agtctacatggagctgagcagcectgegttc
tgaggacacggecgtgtattactgtgegaa
agatctgaactggaacgcagectttgacta
ctggggecaggggaccetggteacegtet
ceteaggtggaggcggticaggeggagg
tggatceggeggtggeggctecggtage

sggggsgeggsggggsgagasdiqmtqs
psslsasvgdrvtitcrasqsissylnwyqqk
pgkapklliyaasslqsgvpsrfsgsgsgtdf
tlitisslqpedfatyycqqsystpltfgggtkv
eiksssepkssdkthtcppcpapeaagaps
vilfppkpkdtimisrtpevtcvvvdvshe
dpevkfnwyvdgvevhnaktkpreeqyn
styrvvsvltvlhqdwlngkeykcavsnka
Ipapiektiskakgqprepqvytlppsrdelt
knqvsltclvkefypsdiavewesngqpe
nnykttppvldsdgsfilyskltvdksrwqq
gnvfscsvmhealhnhytqkslslspgsgg

SEQ ID
NO:155
(SEQ ID
NO:156)
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ggcggatctgacatccagatgacccagtct
ccatcctecctgtetgeatctgtaggagaca
gagtcaccatcacttgecgggceaagtcag

agcattagcagctatctgaattggtatcage
agaaaccagggaaagcccctaagetectg
atctatgctgcatccagtttgcaaagtgggg
tcccatcaaggttcagtggeagtggatetg

ggacagatttcactctcaccatcageagtct
gcaacctgaagattttgcaacttactactgt

caacagagttacagtacccctctcactttcg
gcggaggtaccaaggtggagatcaaatee
tcgagtgageccaaatettctgacaaaact

cacacatgcccaccgtgeccageacctga
agccgcegggtgeaccgtcagtettectctt

ccceccaaaacccaaggacaccetcatga
tcteccggaccectgaggtcacatgegtg

gtggtgeacgtgagecacgaagaccectg

aggtcaagttcaactggtacgtggacgge

gtggaggtgcataatgccaagacaaagee
gcgggaggagcagtacaacageacgtac
cgtgtggtcagegtectcaccgtectgeac
caggactggctgaatggcaaggaatacaa
gtgegeggtctccaacaaageecteecag
cceecatcgagaaaaccatetccaaagec
aaagggcagccccgagaaccacaggtgt
acaccctgeccecatccegggatgagetg
accaagaaccaggtcagcctgacctgect
ggtcaaaggcttctatccaagegacatcge

cotoog moooaoaomafuuumgrcg

gagaacaactacaagaccacgectcecgt
gctggactcegacggetecttettectetac
agcaagctcaccgtggacaagagcaggt
ggcageaggggaacgtcttctcatgetee
gtgatgcatgaggctctgcacaaccactac
acgcagaagagcctctecctgtetecgggt

8s8eeeseeeespsqvqlvasgpevkk

pgssvkvsckasgytfsrstmhwvrqapg

qglewigyinpssaytnynqkfkdrvtitad
kststaymelsslrsedtavyycarpqvhyd
ynglpywgqgtlvtvssggggsgeggsgg
ggsgeggsdigmtqspstlsasvgdrvtmt
csasssvsymnwyqqkpgkapkrwiyds
sklasgvpsrfsgsgsgtdytltisslqpddfa
tyycqqwsrnpptfeggtkveikrs
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tccggaggaggggattcaggtgggooag

gttctggeggegggggaageccttcacag
gtgcaactggtgeagagtggacccgaggt
taaaaaaccagggtcctcegttaaggttag
ctgcaaagectetggetacacattttccagg
agtacaatgcactgggtgaggcaggetce
tggacagggactggagtggatcgggtata
tcaacccatctagegectataccaattacaa
ccaaaagtttaaggaccgagttaccattac
cgctgacaaatccaccagtacagcttatat
ggagctgteatctcttaggtccgaggacac
tgctgtttattactgegetegtectcaggtte
actatgactataatggttttccctactggggt
cagggaaccctggtgactgtctcttctgge
ggtggaggcageggtggaggtaggtcty
gaggeggtggeagtggeggeggagact
ctgatattcagatgactcagtctcctageac
tctcagegecagegtgggggategtgtga
caatgacttgctcecgetageagtagtgtgte
ttacatgaattggtatcagcagaagecegg
gaaagcacctaagegetggatctatgactc
ttccaagctggeaagtggtgteeccteacg
gttctetggetcaggttctggtactgactata
ctttgactatctcctcectccageccgatgat
ttcgetacctattattgtcagcagtggagee
gtaacccacccactttcggaggeggtace

aaagtggagatcaagaggtcatga

Cris7 n RSTMH (SEQ ID
DRA222 NO:165)
VH CDRI1

(Kabar)

Cris7u YINPSSAYTNYNQKFK (SEQ ID
DRA222 NO:166)
VH CDR2
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(Kabat)

Cris7 u QVHYDYNGFPY (SEQID
DRA222 NO:167)
VH CDR3

(Kabar)

Cris7 u SASSSVSYMN (SEQID
DRA222 NO:162)
VL CDRI1

(Kabar)

Cris7 u DSSKLAS (SEQID
DRA222 NO:163)
VL CDR2

(Kabar)

Cris7 u QQWSRNPPT (SEQ ID
DRA222 NO:164)
VL CDR3

(Kabar)

Cris7 u GYTFTRST (SEQ ID
DRA222 NO:171)
VH CDR1

(IMGT)

Cris7 u INPSSAYT (SEQID
DRA222 NO:172)
VH CDR2

(IMGT)

Cris7 u QQWSRNPPT (SEQID
DRA222 NO:173)
VH CDR3

(IMGT)

Cris7 u ASSSVSY (SEQID
DRA222 NO:168)
VL CDR1
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(IMGT)

Cris7 u DSS (SEQ ID
DRA222 NO:169)
VL CDR2

(IMGT)

Cris7u QQWSRNPPT (SEQID
DRA222 NO:170)
VL CDR3

(IMGT)

12C VH KYAMN (SEQ ID
CDRI1 NO:174)
(Kabar)

12C VH RIRSKYNNYATYYADSVKD (SEQ ID
CDR2 NO:175)
(Kabar)

12C VH HGNFGNSYISYWAY (SEQ ID
CDR3 NO:176)
(Kabar)

12C VL GSSTGAVTSGNYPN (SEQ ID
CDRI1 NO:307)
(Kabar)

12C VL GTKFLAP (SEQ ID
CDR2 NO:308)
(Kabar)

12C VL VLWYSNRWV (SEQID
CDR3 NO:309)
(Kabar)

12C VH GFTFNKYA (SEQ ID
CDRI1 NO:179)
(IMGT)

12C VH IRSKYNNYAT (SEQ ID
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CDR2 NO:180)
(IMGT)
12C VH VRHGNFGNSYISYWAY (SEQ ID
CDR3 NO:181)
(IMGT)
12C VL TGAVTSGNY (SEQ ID
CDRI1 NO:310)
(IMGT)
I2C VL GTK (SEQ ID
CDR2 NO:177)
(IMGT)
12C VL VLWYSNRWV (SEQID
CDR3 NO:178)
(IMGT)
HuM291 SYTMH (SEQ ID
VH CDRI NO:185)
(Kabar)
HuM291 YINPRSGYTHYNQKLKD (SEQ ID
VH CDR2 NO:186)
(Kabar)
HuM291 SAYYDYDGFAY (SEQ ID
VH CDR3 NO:187)
(Kabar)
HuM291 SASSSVSYMN (SEQ ID
VL CDR1 NO:182)
(Kabar)
HuM291 DTSKLAS (SEQ ID
VL CDR2 NO:183)
(Kabar)
HuM291 QQWSSNPPT (SEQ ID
VL CDR3 NO:184)
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(Kabar)

HuM291 GYTFISYT (SEQID

VH CDR1 NO:191)

(IMGT)

HuM291 INPRSGYT (SEQ ID

VH CDR2 NO:192)

(IMGT)

HuM291 ARSAYYDYDGFAY (SEQ ID

VH CDR3 NO:193)

(IMGT)

HuM291 ASSSVSY (SEQID

VL CDRI1 NO:188)

(IMGT)

HuM291 DTS (SEQ ID

VL CDR2 NO:189)

(IMGT)

HuM291 QQWSSNPPT (SEQID

VL CDR3 NO:190)

(IMGT)

TSCA455 QVQLVQSGPEVKKPGSSVKYV [ (SEQID

(anu-CD3) SCKASGYTFSRSTMHWVRQ | NO:311)

TSC394 APGQGLEWIGYINPSSAYTN

F87Y scFy YNQKFKDRVTITADKSTSTA
YMELSSLRSEDTAVYYCARP
QVHYDYNGFPYWGQGTLVT
VSSGGGGSGGGGSGGGGSG
GGGSDIQMTQSPSTLSASVG
DRVTMTCSASSSVSYMNWY
QQKPGKAPKRWIYDSSKLAS
GVPSRFSGSGSGTEYTLTISSL
QPDDFATYYCQQWSRNPPTF
GGGTKVEIKRSSS

-92 -




047733

TSC456 QVQLVQSGPEVKKPGSSVKYV | (SEQID

(aut-CD3) SCKASGYTFSRSTMHWVRQ | NO:312)

TSC394 APGQGLEWIGYINPSSAYTN

E86D F87Y YNQKFKDRVTITADKSTSTA

scFy YMELSSLRSEDTAVYYCARP
QVHYDYNGFPYWGQGTLVT
VSSGGGGSGGGGSGGGGSG
GGGSDIQMTQSPSTLSASVG
DRVTMTCSASSSVSYMNWY
QQKPGKAPKRWIYDSSKLAS
GVPSRFSGSGSGTDYTLTISS
LQPDDFATYYCQQWSRNPPT
FGGGTKVEIKRSSS

Jomen QVQLVQSGPEVKKPGSSVKYV | (SEQID

BapuabesnbH SCKASGYTFSRSTMHWVRQ | NO:159)

Ol TsDKENOH APGQGLEWIGYINPSSAYTN

Lenu YNQKFKDRVTITADKSTSTA

TSC455 = YMELSSLRSEDTAVYYCARP

TSC456 QVHYDYNGFPYWGQGTLVT
VSS

Jomen DIQMTQSPSTLSASVGDRVT | (SEQ ID

BapuabenbH MTCSASSSVSYMNWYQQKP | NO:157)

oifi  nerkoi GKAPKRWIYDSSKLASGVPS

nenu RFSGSGSGTEYTLTISSLQPD

TSC455 DFATYYCQQWSRNPPTFGGG
TKVEIKRS

Jomen DIQMTQSPSTLSASVGDRVT | (SEQ ID

BapuabesbH MTCSASSSVSYMNWYQQKP | NO:158)

Oif  JerKoi GKAPKRWIYDSSKLASGVPS

Lenu RFSGSGSGTDYTLTISSLQPD

TSC456 DFATYYCQQWSRNPPTFGGG
TKVEIKRS
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DRA222 QVQLVESGGGVVQPGRSLRL | (SEQ ID

(anT-CD3) SCKASGYTFTRSTMHWVRQ | NO:313)

scFv APGQGLEWIGYINPSSAYTN
YNQKFKDRFTISADKSKSTAF
LQMDSLRPEDTGVYFCARPQ
VHYDYNGFPYWGQGTPVTV
SSGGGGSGGGGSGGGGSAQ
DIQMTQSPSSLSASVGDRVT
MTCSASSSVSYMNWYQQKP
GKAPKRWIYDSSKLASGVPA
RFSGSGSGTDYTLTISSLQPE
DFATYYCQQWSRNPPTFGGG
TKLQITSSS

Jlomen QVQLVESGGGVVQPGRSLRL | (SEQ ID

BapuabesbH SCKASGYTFTRSTMHWVRQ | NO:161)

oil TspKenoi APGQGLEWIGYINPSSAYTN

Lemnu YNQKFKDRFTISADKSKSTAF

DRA222 LQMDSLRPEDTGVYFCARPQ
VHYDYNGFPYWGQGTPVTV
SS

JlomeH DIQMTQSPSSLSASVGDRVT | (SEQ ID

BapuadesbH MTCSASSSVSYMNWYQQKP | NO:160)

ol ;erkoi GKAPKRWIYDSSKLASGVPA

Hemnu RFSGSGSGTDYTLTISSLQPE

DRA222 DFATYYCQQWSRNPPTFGGG
TKLQITS

CD123-cBs3pIBatomune O0€nKu MOTYT cojepkaTh o060l n3 CD123-CBs3bIBaOIINX JOMEHOB, ONMCAHHBIX
Bhie. B HekoTophix acnektax CD123-cBs3piBaroniue OCiKH COACPKAT T'yMaHU3UPOBAHHBIC aMHHOKHCIOTHBIE
MOCJIEeI0BATENEHOCTH Vy Win Vi Wik 00e.

Yka3zaHHBIC TOJHUIIEHTHIBI MOTYT COJCPKATH AMHHOKUCIOTHYIO MOCIEA0BATEIBHOCTD, KOTOpas M0 MCHbB-
et mepe Ha 88% mmeHTHYHA, IO MeHbIIEH Mepe Ha 89% maeHTHYHA, Mo MeHbIIeH Mepe Ha 90% uneHTHYHA,
1o MeHbIneil Mepe Ha 91% wuneHTHYHA, IO MEHbBIIEH Mepe Ha 92% uaeHTHYHA, 0 MEeHbIIeH Mepe Ha 93% naeH-
THUYHA, TI0 MeHbIIeH Mepe Ha 94% wnaeHTHYHA, IO MeHbIIeH Mepe Ha 95% WaeHTHYHA, IO MEHBIIEH Mepe Ha
96% wuaeHTHYHA, 1T0 MEHbIIEH Mepe Ha 97% waeHTHYHA, MO MEHbIIEH Mepe Ha 98% WICHTUYIHA WM 1O MEHb-
et mepe Ha 99% mmeHTHYHA aMHUHOKHCIIOTHOM MOCJenoBaTenbHOCTH, npeactasieHnoi B SEQ ID NO: 2 wm
SEQ ID NO: 4. Yka3aHHble MMOJHIETITHIR MOTYT COJAEPKaTh AMHUHOKHCIOTHYIO TTOCIE0BATEILHOCTD, KOTOPAst
1o MeHbIeil Mepe Ha 88% uaeHTHYHA, 0 MeHbIIeH Mepe Ha 89% uaeHTH4Ha, o MeHblIeld Mepe Ha 90% uaeH-
TU4YHA, TI0 MeHblIel Mepe Ha 91% uaeHTudHa, no MeHblIell Mepe Ha 92% HAeHTUYHA, IO MEHbIIEH Mepe Ha
93% uaeHTH4yHa, M0 MeHbIIEH Mepe Ha 94% uaeHTHYHA, M0 MeHblIelH Mepe Ha 95% uaeHTUYHA, M0 MEHbIIEH
Mepe Ha 96% uaeHTuYHa, 10 MeHbIIed Mepe Ha 97% uaeHTUYHa, 10 MeHbIIeH Mepe Ha 98% HaeHTHUYHA WK 10
MeHblIe Mepe Ha 99% uaeHTUYHAa aMUHOKUCIIOTHOM MOCcea0BaTelbHOCTH, penctaBieHHoi B SEQ ID NO: 2
u SEQ ID NO: 4. Vka3zaHHbIE NOJUNENTUABI MOTYT COAEPKATh AMUHOKHUCIOTHYIO MOCIEI0BATENBHOCTh, KOTO-
past o MeHbIIei Mepe okoiyio Ha 95%, Mo MeHbIIeH Mepe okono Ha 97% WIeHTHYHA, TI0 MEHBIICH Mepe TpH-
MepHO, Ha 99% mmu 100% naeHTHYHA aMMHOKHCIIOTHON MOCTIeI0BaTeNbHOCTH, peacTaBieHHol B SEQ ID NO:
2 nma SEQ ID NO: 4. B HEKOTOPBIX BapHaHTax OCYIIECTBJICHHUS TOJUIECTITH]] COACPKUT aMUHOKUCIOTHYIO TIO-
CIIeZIOBAaTENIFHOCTh, KOTOpas IO MEHBIIEH Mepe mpuMepHO Ha 95%, o MeHbIIel Mepe mpuMepHo Ha 97% nuaeH-
TUYHA WM 10 MEHbIIEH Mepe mpuMepHO Ha 99% wuaeHTWYHa aMHHOKHCIOTHOW MOCIIENOBAaTENFHOCTH, Ipe-
crapinerrod B SEQ ID NO: 130 mwim SEQ ID NO: 132. B HEeKOTOpBIX BapHaHTaX OCYIICCTBICHHUS MOJUIICTITH]L
COJIEP)KUT aMUHOKHUCIIOTHYIO IOCIIEI0OBATENIbHOCTh, KOTOpasi 0 MEHbIIEH Mepe MpuMepHO Ha 95%, Mo MeHbIIeH
Mepe mpuMepHOo Ha 97% WIeHTHYHA WU 10 MEHbLIeH Mepe mpuMepHo Ha 99% uaeHTHuHa scFv-yacTu aMuHO-
KHUCIIOTHOM mocnenoBatenbHocTH, npeactaBiennoi B SEQ ID NO: 130 wiu SEQ ID NO: 132. B HekoTopbIX
BapHaHTaX OCYIICCTBICHHS IOJUICITU COJICPKUT WIH COCTOMT U3 aMHHOKHCIIOTHOW IMOCIICIOBATECIBHOCTH,
npencrasiaensoi B SEQ ID NO: 2, SEQ ID NO: 4, SEQ ID NO: 130 wiu SEQ ID NO: 132.

[omumenTuapl MOTYT coepKaTh aMUHOKHCIOTHYIO ITOCIIEI0BATEIBHOCTD, KOTOpas 10 MEHBIICH Mepe Ha
88% wmaeHTHyHa, 10 MeHbIIEH Mepe Ha 89% wWaeHTHYIHA, 1O MeHbIIeH Mepe Ha 90% WIeHTHYHA, IO MEHBIIECH
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Mepe Ha 91% uneHTndHa, Mo MeHbIIEH Mepe Ha 92% uaeHTHYHa, 0 MeHblIell Mepe Ha 93% uaeHTudHa, MO
MeHblIeH Mepe Ha 94% upeHTHUYHa, MO MeHbIIEe Mepe Ha 95% uaeHTUYHA, MO MeHbIel Mepe Ha 96% uaeH-
THUYHA, TI0 MEHBIIEH Mepe Ha 97% uaeHTHYHa, 10 MEeHbIIeH Mepe Ha 98% MaeHTHYHA WX TT0 MEHBIIEH Mepe Ha
99% naeHTHYHA aMHHOKHCIIOTHOM TociiefoBaTenbHOCTH, mpencTariaernoil B SEQ ID NO: 18 mwmu SEQ ID NO:
20. INonwumenTHIBI MOTYT COIEpIKaTh aMHHOKHCIOTHYIO ITOCIIEIOBATEIbHOCTD, KOTOpast 10 MEHBIEH Mepe Ha
88% wmaenTnyHa, M0 MeHbIIeH Mepe Ha 89% waeHTHYIHA, 1O MeHbIIeH Mepe Ha 90% WISHTUYHA, IO MEHBIIECH
Mepe Ha 91% mneHTHdHA, IO MEHbIIEH Mepe Ha 92% uaeHTHYHA, IO MeHbIneil Mepe Ha 93% uaeHTHYHA, TTO
MeHbIe Mepe Ha 94% wIeHTHYHA, IO MEHbIIeH Mepe Ha 95% wWaeHTHYHA, IO MEHbIIeH Mepe Ha 96% wuueH-
TU4HA, 110 MeHbIIeH Mepe Ha 97% uneHTHYHa, IO MeHbIIEH Mepe Ha 98% HAeHTUYHA WK IO MEHBIIEH Mepe Ha
99% uaeHTHYHAa aMUHOKHUCIOTHOM TocieaoBaTenbHOCTH, npeactapieHHoi B SEQ ID NO: 18 u SEQ ID NO: 20.
[MomunenTuas MOTYT COJIEPkKATh AMUHOKHCIOTHYIO ITOCIICA0BATEIFHOCTD, KOTOpAs O MEHBIICH Mepe ImpuMep-
HO Ha 95%, mo MeHblIeH Mepe, mpuMepHO Ha 97% uaeHTHYHa, IO MeHblIel Mepe npuMepHO Ha 99 unmu 100%
WJCHTUYHA aMHUHOKHCIOTHOHM NOCen0BaTeNbHOCTH, npeacTasieHHoi B SEQ ID NO: 18 unu SEQ ID NO: 20. B
HEKOTOPBIX BapUAHTAX OCYIICCTBICHUS IOJHUMCITHI COACPKUT aMUHOKHCIOTHYIO TIOCIIEOBATEIILHOCTh, KOTO-
past o MEHbIIEH Mepe mpuMepHO Ha 95%, mo MeHbIIel Mepe mpuMepHo Ha 97% HWACHTUYHA WU 10 MEHBIICH
Mepe, MpuMepHO, Ha 99% MIeHTHYHA aMHHOKHUCIIOTHOW ITOCIIeA0BaTeILHOCTH, npencTasieHHoi B SEQ ID NO:
134, SEQ ID NO: 136 mimm SEQ ID NO: 138. B HEeKOTOpBIX BapHaHTaX OCYIIECTBICHUS TIOIHUITCTITH] CONEPIKUT
AMHHOKHUCIIOTHYIO ITOCIIEIOBATEIBHOCTD, KOTOpas 10 MEHbIIEH Mepe mpuMepHo, Ha 95%, 1o MeHbIIel mepe
npuMepHO Ha 97% WAEeHTHYHA WU 110 MEHBIIeH Mepe mpuMepHo Ha 99% naeHTHYHa scFv 9acTH aMHHOKHUCIIOT-
HOW mocienoBaTebHOCTH, npeactaBieHHoi B SEQ ID NO: 134, SEQ ID NO: 136 uinu SEQ ID NO: 138. B He-
KOTOPBIX BapHaHTaX OCYIICCTBICHUS TOJHIICOTH] COJACPKHUT WIH COCTOMT M3 aMHUHOKHCIOTHOH MOCIeI0Ba-
TeabHOoCTH, peacTasienHoi B SEQ ID NO: 18, SEQ ID NO: 20, SEQ ID NO: 134, SEQ ID NO: 136 niu SEQ
ID NO: 138.

[MomunenTuab MOTYT COACPIKAThH AMUHOKUCIIOTHYIO MOCIIEIOBATEIBHOCTD, KOTOpAs IO MEHBIICH Mepe Ha
88% wmpentuyHa, no MeHblel Mepe Ha 89% uaeHTHYHA, O MeHblIeH Mepe Ha 90% HAEHTHYHA, IO MEHbLICH
Mepe Ha 91% mneHTHdHa, IO MeHbIIEH Mepe Ha 92% uaeHTHYHA, IO MeHbIIel Mepe Ha 93% waeHTHYHA, TTO
MeHbIe Mepe Ha 94% WIeHTHYHA, IO MEHbIeH Mepe Ha 95% wWaeHTHYHA, TT0 MEHbIIeH Mepe Ha 96% wuueH-
TUYHA, TI0 MEHBIIEH Mepe Ha 97% uaeHTHYHa, 10 MeHbIIeH Mepe Ha 98% MOeHTHYHA WK TT0 MEHBIIEH Mepe Ha
99% naeHTHYHA aMHHOKHCIIOTHOW TociiefoBaTebHOCTH, pencTasiaernoil B SEQ ID NO: 18 mwmu SEQ ID NO:
34. TonumenTHIBI MOTYT COIEPIKaTh aMHHOKHCIOTHYIO ITOCIIEIOBATEIBHOCTh, KOTOpast 0 MEHBINEH Mepe Ha
88% wmpenTnyHa, 10 MeHbIIEH Mepe Ha 89% waeHTHYIHA, 1O MeHbIIeH Mepe Ha 90% WIEHTUYHA, IO MEHBIICH
Mepe Ha 91% uneHTudHa, Mo MeHsbIIel Mepe Ha 92% uaeHTHYHA, 0 MeHblIell Mepe Ha 93% uaeHTu4Ha, MO
MeHblIel Mepe Ha 94% upeHTHUYHa, MO MeHbIIE Mepe Ha 95% uaeHTUYHA, MO MeHbluel Mepe Ha 96% uaeH-
TUYHA, 110 MeHbIIEeH Mepe Ha 97% uneHTHYHa, 0 MeHbIIEH Mepe Ha 98% HAeHTUYHA WK IO MEHBIIEH Mepe Ha
99% uaeHTHYHAa aMUHOKHUCIOTHOM ToceaoBaTenbHOCTH, npeactaieHHoi B SEQ ID NO: 18 u SEQ ID NO: 34.
[MomunenTuab MOTYT COJIEPKATh AMUHOKHCIOTHYIO ITOCIICAOBATEIFHOCTD, KOTOpAs 0 MEHBIICH Mepe ImpuMep-
HO Ha 95%, o MeHbIel Mepe puMepHO Ha 97% uneHTH4Ha, o MeHbIIeH Mepe, IpuMepHo, Ha 99% unu 100%
WACHTHYHA aMHUHOKHCIIOTHOHM TIOCTIeToBaTeNbHOCTH, peacTabnenHoi B SEQ ID NO: 18 unu SEQ ID NO: 34. B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHUS IOJUINEITHI COACPKUT aMHHOKHUCIOTHYIO TOCIEOBAaTEIFHOCTh, KOTO-
past o MEHbIIEH Mepe mpuMepHO Ha 95%, mo MeHbIIeH Mepe mpuMepHo Ha 97% HWACHTUYHA WU 10 MEHBIICH
Mepe npuMepHo Ha 99% HMIOeHTHYHA aMHHOKHCIIOTHOM IMOCIIEeI0BATENbHOCTH, npenctasieHHoi B SEQ ID NO:
140. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS MOJIHUIIENITH COIEPKHUT aMUHOKHACIOTHYIO MOCIE0BATENbHOCTS,
KOTOpasi 0 MEHbIIEH Mepe MpuMepHO, Ha 95%, Mo MeHbIIeH Mepe NpuMepHO Ha 97% HIOEHTHUYHA WM 1O
MeEHBIICH Mepe mpuMepHo Ha 99% wuaeHTHYHA SCFV YacTH aMHHOKHCIOTHOHM MOCIEIOBATEIFHOCTH, MPEICTaB-
nerHoil B SEQ ID NO: 140. B HEeKOTOpBIX BapHaHTaX OCYIIECTBJICHUS MOIUMENTUA COACPKUT UIH COCTOUT U3
aMUHOKHUCIIOTHOHM mocnenoBarensHocTy, npencrasieHHoi B SEQ ID NO: 18, SEQ ID NO: 34 unu SEQ ID NO:
140.

[MomunenTuab MOTYT COACPIKATh AMUHOKUCIIOTHYIO MOCIIEI0BATEIBHOCTD, KOTOpAs IO MEHBIICH Mepe Ha
88% wmaenTnyHa, 1Mo MeHbIIEH Mepe Ha 89% wWaeHTHYIHA, 1O MeHbIIeH Mepe Ha 90% WISHTHYHA, IO MEHBIICH
Mepe Ha 91% mneHTH9HA, IO MEHbIIEH Mepe Ha 92% uaeHTH4HA, IO MeHbIIel Mepe Ha 93% uaeHTHYHA, TTO
MeHbIe Mepe Ha 94% wIeHTHYHA, IO MEHbIeH Mepe Ha 95% WaeHTHYHA, TT0 MEHbIIeH Mepe Ha 96% wuueH-
THUYHA, TI0 MEHBIIEH Mepe Ha 97% uaeHTHYHa, 10 MeHbIIeH Mepe Ha 98% WaeHTHYHA WK 1T0 MEHBIIEH Mepe Ha
99% naeHTHYHA aMHHOKHCIIOTHOM TOciiefoBaTebHOCTH, mpenctasiaernoil B SEQ ID NO: 18 mwmu SEQ ID NO:
42. TlomumenTuabl MOTYT COJIEpKaTh aMUHOKHCIOTHYIO ITOCIEAOBAaTEIFHOCTh, KOTOpasl MO0 MEHBIIEH Mepe Ha
88% wmpentuyHa, no MeHblel Mepe Ha 89% uaeHTHYHA, 1O MeHblIeH Mepe Ha 90% HAEHTHYHA, IO MEHbLICH
Mepe Ha 91% uneHTudHa, Mo MeHbIIel Mepe Ha 92% uaeHTHYHA, 0 MeHblIell Mepe Ha 93% uaeHTudHa, MO
MeHblIeH Mepe Ha 94% upeHTHUYHA, O MeHbIIEe Mepe Ha 95% KaeHTUYHA, MO MeHblel Mepe Ha 96% uaeH-
TU4HA, 110 MeHbIIEeH Mepe Ha 97% uneHTHYHa, IO MeHbIIEH Mepe Ha 98% HAeHTUYHA WK [0 MEHBIIEH Mepe Ha
99% uaeHTHYHAa aMUHOKHUCIOTHOM TocieaoBaTenbHOCTH, npeactapieHHoi B SEQ ID NO: 18 u SEQ ID NO: 42.
IMomunenTuap MOTYT COACPKATh AMUHOKHICIOTHYIO MOCIIEIOBATEIBHOCTD, KOTOPAs [0 MEHBIIIEH Mepe, MpuMep-
HO, Ha 95%, 10 MeHbIIeH Mepe mpuMepHO Ha 97% uaeHTHYHA, T0 MeHbIIeH Mepe mpuMepHo Ha 99 nimm 100%
WACHTHYHA aMHUHOKHCIIOTHOHM TIOCTIeToBaTeNbHOCTH, peacTaBienHoi B SEQ ID NO: 18 unmu SEQ ID NO: 42. B
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HCKOTOPBIX BapUAHTAX OCYIICCTBICHUS IOJHUIMCITHI COACPKUT aMUHOKHCIOTHYIO TOCIIEIOBATEIILHOCTh, KOTO-
pas o MeHbIIeH Mepe nNpuMepHO Ha 95%, mo MeHslIel Mepe NpuMepHO Ha 97% UAEHTUYHA WX 110 MEHbIIEeH
Mepe npuMepHo Ha 99% HMIOeHTHYHA aMHHOKHCIIOTHOM IMOCIIEeI0BATENbHOCTH, npenctasieHHoi B SEQ ID NO:
142. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS MOJIHUIIENITH] COIEPKUT aMUHOKHACIOTHYIO MTOCIEI0BATENbHOCTS,
KOTOpas 10 MEHbIIEH Mepe MpUMeEpHO, Ha 95%, mo MeHbmeill Mepe mpumepHo, Ha 97% WICHTHYHA WIN IO
MeHbBIIeH Mepe mpuMepHo Ha 99% wuaeHTnuHa SCFV 4acTH aMHHOKHCIIOTHOHM MOCIIEIOBAaTEFHOCTH, MPEICTaB-
neraHort B SEQ ID NO: 142. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS MOJUTICTITH CONCPKUT WIIA COCTOWT U3
aMUHOKHUCIIOTHOH TocyieoBarenbHocTH, pencrasieHrol B SEQ ID NO: 18, SEQ ID NO: 42 umu SEQ ID NO:
142.

[MomunenTuab MOTYT COACPIKATh AMUHOKUCIIOTHYIO MOCIICI0BATEIBHOCTD, KOTOpAs IO MEHBIICH Mepe Ha
88% wmpentuyHa, o MeHblel Mepe Ha 89% uaeHTHYHA, O MeHblIeH Mepe Ha 90% HAEHTHYHA, IO MEHbLICH
Mepe Ha 91% uneHTudHa, Mo MeHsbIIel Mepe Ha 92% uaeHTHYHA, 0 MeHblIell Mepe Ha 93% uaeHTu4Ha, MO
MeHblIeH Mepe Ha 94% upeHTHUYHA, O MeHbIIE Mepe Ha 95% uaeHTUYHA, MO MeHbIlel Mepe Ha 96% uaeH-
TUYHA, 110 MeHbIIeH Mepe Ha 97% uneHTHYHa, 0 MeHbIIEH Mepe Ha 98% HAeHTUYHA WX [0 MEHBIIEH Mepe Ha
99% naeHTHYHA aMHHOKHCIIOTHOW TociiefoBaTenbHOCTH, mpencTasiaernoil B SEQ ID NO: 50 wmu SEQ ID NO:
52. TonwumenTHIsI MOTYT COIEpIKaTh aMHHOKHCIOTHYIO ITOCIIEIOBATEIBHOCTD, KOTOpast 0 MEHBINEH Mepe Ha
88% wmaenTnyHa, M0 MeHbIIEH Mepe Ha 89% waeHTHYIHA, 1O MeHbIIeH Mepe Ha 90% WISHTUYHA, IO MEHBIICH
Mepe Ha 91% uneHTHdHA, IO MeHbIIEH Mepe Ha 92% maeHTHYHA, IO MeHbIIel Mepe Ha 93% waeHTHYHA, TTO
MeHbIe Mepe Ha 94% WIeHTHYHA, IO MEHbIIeH Mepe Ha 95% wWaeHTHYHA, TT0 MEHbIIeH Mepe Ha 96% wuueH-
TUYHA, TI0 MEHBIIeH Mepe Ha 97% uaeHTHYHa, 10 MEeHbIIeH Mepe Ha 98% MaeHTHYHA WX 1T0 MEHBIIEH Mepe Ha
99% uaeHTHYHAa aMUHOKHUCIOTHOM MoceaoBaTenbHOCTH, npeactapieHHoi B SEQ ID NO: 50 u SEQ ID NO: 52.
[MomunenTuab MOTYT COJIEPkKATh AMUHOKHCIOTHYIO ITOCIICIOBATEIFHOCTD, KOTOpAs 0 MEHBIICH Mepe ImpuMep-
HO Ha 95%, no MeHbIel Mepe npuMepHO Ha 97% HIEHTHUYHA, IO MEHbIeH Mepe mpumepHo Ha 99 mnu 100%
WACHTUYHA aMUHOKHCIOTHON NOcIen0BaTeNbHOCTH, npeacTasienHoi B SEQ ID NO: 50 unu SEQ ID NO: 52. B
HCKOTOPBIX BapUAHTAX OCYIICCTBICHUS IOJNHUIMCITHL COACPKUT aMUHOKHCIOTHYIO TIOCIIEOBATEILHOCTh, KOTO-
pasi o MEHbIIEH Mepe mpuMepHO Ha 95%, mo MeHbIIel Mepe mpuMepHo Ha 97% WACHTUYHA WU 10 MEHBIICH
Mepe npuMepHo Ha 99% WOeHTHYHA aMHHOKHCIIOTHOM IMOCJIEeI0BATENbHOCTH, npenctasieHHoi B SEQ ID NO:
144. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS MOJIHUIIENITH COISPKUT aMUHOKHACIOTHYIO MTOCIE0BATENbHOCTS,
KOTOpas 10 MEHBIIEH Mepe MpIUMepHO Ha 95%, 1o MeHbIIel Mepe mpuMepHo Ha 97% MIeHTHYHA WITH 110 MEHb-
el Mepe nmpuMepHo Ha 99% uaentnyHa scFv yacTn aMHHOKHCIIOTHOM TOCIIEI0BAaTEIEHOCTH, IPEICTaBICHHON
B SEQ ID NO: 144. B HEeKOTOpPBIX BapHaHTax OCYMIECTBICHUS MOJUTIENTHI COMEPKUT HIIM COCTOUT M3 aMHUHO-
KHUCIIOTHOM mocnenoBaTebHoCTH, ipenctaBienHoi B SEQ ID NO: 50, SEQ ID NO: 52 wnu SEQ ID NO: 144.

[MomunenTuab MOTYT COACPIKATh AMUHOKUCIIOTHYIO MOCIICIOBATEIBHOCTD, KOTOpAs IO MEHBIICH Mepe Ha
88% wmpentuyHa, o MeHblel Mepe Ha 89% uaeHTHYHA, O MeHblIeH Mepe Ha 90% HAEHTHYHA, IO MEHbLICH
Mepe Ha 91% uneHTudHa, Mo MeHbIIel Mepe Ha 92% uaeHTHYHA, 0 MeHblIell Mepe Ha 93% uaeHTudHa, MO
MeHblIe Mepe Ha 94% upeHTHUYHa, O MeHbIIE Mepe Ha 95% uaeHTUYHA, IO MeHbIuel Mepe Ha 96% uaeH-
TUYHA, 110 MeHbIIEeH Mepe Ha 97% uneHTHYHa, 0 MeHbIIEH Mepe Ha 98% MAeHTUYHA WK [0 MEHBIIEH Mepe Ha
99% naeHTHYHA aMHHOKHCIIOTHOM TOCiiefoBaTeNbHOCTH, IpencTasiaernoil B SEQ ID NO: 66 mwmu SEQ ID NO:
68. TonmmmenTHIBI MOTYT COIEpIKaTh aMHHOKHCIOTHYIO ITOCIIEIOBATEIbHOCTh, KOTOpast 10 MEHBIEH Mepe Ha
88% wmaenTnyHa, 10 MeHbIIEH Mepe Ha 89% waeHTHYIHA, 1O MeHbIIeH Mepe Ha 90% WISHTHYHA, IO MEHBIIECH
Mepe Ha 91% mneHTHdHA, IO MeHbIIEH Mepe Ha 92% uaeHTHYHA, IO MeHbIIel mepe Ha 93% waeHTHYHA, TTO
MeHbIe Mepe Ha 94% WIeHTHYHA, IO MEHbIeH Mepe Ha 95% wWaeHTHYHA, TT0 MEHbIIeH Mepe Ha 96% wuueH-
TUYHA, 110 MeHbIIeH Mepe Ha 97% uneHTHYHa, 0 MeHbIIEH Mepe Ha 98% MAeHTUYHA WK [0 MEHBIIEH Mepe Ha
99% uaeHTHYHAa aMUHOKHUCIOTHOM ToceaoBaTenbHOCTH, npeactapieHHoi B SEQ ID NO: 66 u SEQ ID NO: 68.
[MomunenTuas MOTYT COJIEPkKATh AMUHOKHCIOTHYIO ITOCIICAOBATEILHOCTD, KOTOpAs 0 MEHBIICH Mepe ImpuMep-
HO Ha 95%, no MeHbIel Mepe npuMepHO Ha 97% HIEHTHUYHA, IO MEHbIEeH Mepe mpuMmepHo Ha 99 mnu 100%
WICHTUYHA aMUHOKHCIOTHON NOce0BaTeNbHOCTH, npeacTasieHHoi B SEQ ID NO: 66 unu SEQ ID NO: 68. B
HCKOTOPBIX BapUAHTAX OCYIICCTBICHUS IOJNHUIMCITHI COACPKUT aMUHOKHCIOTHYIO TOCIIEIOBATEILHOCTh, KOTO-
past o MEHbIIEH Mepe mpuMepHO Ha 95%, mo MeHbIIel Mepe mpuMepHo Ha 97% HWACHTUYHA WU 10 MEHBIICH
Mepe npuMepHo Ha 99% HWIOeHTHYHA aMHHOKHCIIOTHOM IMOCIIEeI0BATENBHOCTH, npenctasieHHoi B SEQ ID NO:
146. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS MOJIHUIIENITHI COISPKUT aMUHOKHACIOTHYIO MOCIEI0BATENbHOCTS,
KOTOpas 10 MEHBIIEH Mepe MpuMepHo Ha 95%, 1Mo MeHbIIel Mepe npuMepHo Ha 97% MIeHTHYHA WITH 110 MEHb-
el Mepe nmpuMepHo Ha 99% uaentndHa scFv yacTH aMHHOKHCIIOTHOM TOCIIEI0BAaTEIEHOCTH, IPEICTaBICHHON
B SEQ ID NO: 146. B HEeKOTOpBIX BapHaHTax OCYIIECTBICHUS MOJUTIENTHI COMEPKUT HIIM COCTOUT M3 aMHHO-
KHCIIOTHOM mocnenoBaTebHoCTH, ipenctaBieHHoi B SEQ ID NO: 66, SEQ ID NO: 68 wiu SEQ ID NO: 146.

[MomunenTuabl MOTYT COACPIKATh AMUHOKUCIIOTHYIO MOCIICI0BATEIBHOCTD, KOTOpAs IO MEHBIICH Mepe Ha
88% wmpentuyHa, no MeHblel Mepe Ha 89% uaeHTHYHA, O MeHblIeH Mepe Ha 90% HAEHTHYHA, IO MEHbLICH
Mepe Ha 91% uneHTndHa, Mo MeHbIIeH Mepe Ha 92% uaeHTHYHA, 0 MeHblIell Mepe Ha 93% uaeHTudHa, MO
MeHblIeH Mepe Ha 94% upeHTHUYHa, O MeHbIIEH Mepe Ha 95% uaeHTUYHA, IO MeHbIel Mepe Ha 96% uaeH-
TUYHA, 110 MeHbIIEeH Mepe Ha 97% uneHTHYHa, 0 MeHbIIEH Mepe Ha 98% HAeHTUYHA WK [0 MEHBIIEH Mepe Ha
99% naeHTHYHA aMHHOKHCIIOTHOW TociiefoBaTebHOCTH, mpencTasiaernoil B SEQ ID NO: 82 mmu SEQ ID NO:
84. IlomumenTuasl MOTYT COAEP)KaTh aMHHOKHCIIOTHYIO MOCJTEI0BATEIBHOCTE, KOTOpas 10 MEHBIIEH Mepe Ha
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88% wmpentuyHa, o MeHblel Mepe Ha 89% uaeHTHYHA, O MeHblIeH Mepe Ha 90% HAEHTHYHA, IO MEHbLICH
Mepe Ha 91% uneHTndHa, Mo MeHbIIEH Mepe Ha 92% uaeHTHYHa, IO MeHblIell Mepe Ha 93% uaeHTudHa, MO
MeHbIe Mepe Ha 94% wIeHTHYHA, IO MEHbIeH Mepe Ha 95% wWaeHTHYHA, IO MEHbIIeH Mepe Ha 96% wuueH-
TUYHA, TI0 MEHBIIEH Mepe Ha 97% uaeHTHYHa, 10 MeHbIIeH Mepe Ha 98% MOeHTHYHA WX TT0 MEHBIIEH Mepe Ha
99% mneHTHYHAa aMUHOKHCIIOTHOH mocieroBaTeabHOCTH, npeacTaBieHHoi B SEQ ID NO: 82 u SEQ ID NO: 84.
[MomunenTuab MOTYT COZEPKATh AMUHOKHCIIOTHYIO ITOCIIEAOBATEIFHOCTD, KOTOpasi IO MEHBIIEH Mepe ImpuMep-
HO Ha 95%, mo MeHbIIelt Mepe nmpuMepHo Ha 97% WICHTHYHA, IO MEHbINEH Mepe mpuMmepHo Ha 99 mimm 100%
WACHTHYHA aMHUHOKHCIIOTHOHM TIOCTIeToBaTeNbHOCTH, peacTaBienHoi B SEQ ID NO: 82 unmu SEQ ID NO: 84. B
HEKOTOPBIX BapHaHTaX OCYILECTBJICHUs MOJIUIENTH] COAEPKUT aMUHOKHUCIOTHYIO MOCIE0BATEIbHOCTh, KOTO-
pas o MeHbIIEeH Mepe NpuMepHO Ha 95%, mo MeHblIell Mepe NpuMepHO Ha 97% UAEHTUYHA WX 110 MEHbIIEeH
Mepe IpuMepHo Ha 99% uaeHTHYHAa aMHUHOKHUCIOTHOM MOCIEeN0BaTeNbHOCTH, NpencTasieHHol B SEQ ID NO:
148. B HEKOTOpBIX BapuaHTaX OCYILIECTBICHUS MOJIUIENTH]] COAEPKUT aMUHOKUCIOTHYIO MOCIEA0BATENbHOCTD,
KOTOpas [0 MeHbIIeH Mepe mpuMepHo Ha 95%, mo MeHblIel Mepe nmpuMepHo Ha 97% HWAEeHTHYHA WU TI0 MEHb-
et Mmepe npuMepHo Ha 99% uneHTHuHa sCFv 4acTh aMMHOKHUCIOTHOM MOCIeA0BaTEIbHOCTH, IPEICTAaBICHHON
B SEQ ID NO: 148. B HEeKOTOpBIX BapHaHTax OCYIIECTBICHUS MOJUTIENTHI COMEPKUT HIIA COCTOUT M3 aMHUHO-
KHCIIOTHOH mocenoBaTelbHOCTH, TipenctaBiearol B SEQ ID NO: 82, SEQ ID NO: 84 wim SEQ ID NO: 148.

[omumenTuapl MOTYT coepKaTh AaMUHOKHCIIOTHYIO ITOCIIEIOBATEIHHOCTD, KOTOpas 10 MEHBIICH Mepe Ha
88% wmaenTnyHa, 1Mo MeHbIIEH Mepe Ha 89% waeHTHYIHA, 1O MeHbIIeH Mepe Ha 90% WISHTHYHA, IO MEHBIICH
Mepe Ha 91% uneHTndHa, IO MeHbIIEH Mepe Ha 92% maeHTHYHA, IO MeHbIIeH Mepe Ha 93% wnaeHTHYHA, TTO
MeHbIe Mepe Ha 94% WIeHTHYHA, IO MEHbIIeH Mepe Ha 95% wWaeHTHYHA, TT0 MEHbIIeH Mepe Ha 96% wuueH-
TUYHA, 110 MeHbIIEeH Mepe Ha 97% uneHTHYHa, 0 MeHbIIEH Mepe Ha 98% HASHTUYHA WK [0 MEHBIIEH Mepe Ha
99% uaeHTUYHAa aMHUHOKHCIOTHOH mocneaoBareiabHocTy, npeacrasientol B SEQ ID NO: 18 unu SEQ ID NO:
98. Tlonunentuasl MOTYT COAEpPX aThb aMUHOKHUCIOTHYIO MOCJEA0BAaTEIbHOCTh, KOTOpasl MO MEHbIIEH Mepe Ha
88% wmpentuyHa, no MeHblel Mepe Ha 89% uaeHTHYHA, 1O MeHblIeH Mepe Ha 90% HAEHTHYHA, IO MEHbLICH
Mepe Ha 91% uneHTudHa, Mo MeHsbIIel Mepe Ha 92% uaeHTHYHA, 0 MeHblIell Mepe Ha 93% uaeHTudHa, MO
MeHbIe Mepe Ha 94% WIeHTHYHA, IO MEHbIeH Mepe Ha 95% wWaeHTHYHA, IO MEHbIIeH Mepe Ha 96% wuueH-
THUYHA, TI0 MEHBIIEH Mepe Ha 97% uaeHTHYHa, 10 MeHbIIeH Mepe Ha 98% MaeHTHYHA WK TT0 MEHBIIEH Mepe Ha
99% mneHTHYHAa aMUHOKHCIOTHOH mociieioBaTeabHOCTH, npeactaBieHHoi B SEQ ID NO: 18 u SEQ ID NO: 98.
[MomunenTuabl MOTYT COEPKaTh AMUHOKHCIOTHYIO MOCIIEI0BATEIBHOCTD, KOTOPAs [0 MEHBINEH Mepe, MpuMep-
HO, Ha 95%, IO MEHbIIeH Mepe, MpUMepHO, Ha 97% WIeHTHYHA, IO MEHbIIEH Mepe, MpuMepHo, Ha 99% wmmu
100% naeHTHYHA aMHHOKHCIIOTHON TOcenoBaTensHOCTH, pencrasienHoi B SEQ ID NO: 18 wmm SEQ ID NO:
150. B HEKOTOpBIX BapuaHTaX OCYIIECTBICHUS MOJIUIENTH]] COAEPKUT aMUHOKUCIOTHYIO MOCIEA0BATENbHOCTD,
KOTOpasi [0 MeHbIIeH Mepe mpuMepHo Ha 95%, 1o MeHblIel Mepe mpuMepHo Ha 97% HUAeHTHYHA WM TI0 MEHb-
meil Mepe npuMepHo Ha 99% uaeHTHYHAa aMHUHOKHCIOTHOM MOCJeI0BaTeNbHOCTH, npeactaBieHHoi B SEQ ID
NO: 150. B HeKOTOpBIX BapHaHTaX OCYIIECTBIICHUS MOJIUIENTU] COACPKUT aMUHOKUCIOTHYIO MOCIEI0BATEb-
HOCTb, KOTOpas M0 MEHbLIEH Mepe, MpUuMepHO, Ha 95%, Mo MeHblIel Mepe, puMepHOo, Ha 97% HaeHTUYHA WU
M0 MEHbIIEH Mepe, MpuMepHo, Ha 99% uneHTH4Ha sCFv yacT aMMHOKHCIOTHOM MOCIeI0BAaTEIbHOCTH, Mpe-
craBinerHo B SEQ ID NO: 140. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHUS ITOJUITETITH COOEPIKUT HIIA COCTOUT
13 aMUHOKHUCJIIOTHOW TOCIIeI0BaTeNbHOCTH, npeactaiaeHHor B SEQ ID NO: 18, SEQ ID NO: 98 nwmu SEQ ID
NO: 150.

[omumenTuapl MOTYT coepKaTh aMUHOKHCIIOTHYIO ITOCIIEI0BATEIHHOCTD, KOTOpas 10 MEHBIICH Mepe Ha
88% wmaenTnyHa, M0 MeHbIIEH Mepe Ha 89% waeHTHYIHA, 1O MeHbIIeH Mepe Ha 90% WIEHTUYHA, IO MEHBIICH
Mepe Ha 91% uneHTudHa, Mo MeHbIIel Mepe Ha 92% uaeHTHYHA, 0 MeHblIell Mepe Ha 93% uaeHTu4Ha, MO
MeHblIed Mepe Ha 94% upeHTHUYHa, O MeHbIIE Mepe Ha 95% uaeHTUYHA, IO MeHbIel Mepe Ha 96% uaeH-
TUYHA, 110 MeHbIIeH Mepe Ha 97% uneHTHYHa, 0 MeHbIIeH Mepe Ha 98% HAeHTUYHA WK IO MEHBIIEH Mepe Ha
99% uaeHTUYHa aMHUHOKHCIOTHOM mocneaoBateabHoCTH, npeacrasientol B SEQ ID NO: 18 unu SEQ ID NO:
106. TlonunenTuasl MOTYT COAEPKATh aMUHOKUCIOTHYIO MOCJIEI0BAaTEIbHOCTh, KOTOpas MO0 MEHbIIEH Mepe Ha
88% wmpentuyHa, o MeHblel Mepe Ha 89% uaeHTHYHA, MO MeHblIeH Mepe Ha 90% HAEHTHYHA, IO MEHbLICH
Mepe Ha 91% uneHTHYHA, IO MeHbIIEH Mepe Ha 92% uaeHTHYHA, IO MeHbIIel mepe Ha 93% uaeHTHYHA, IO
MeHbIeH Mepe Ha 94% wIeHTHYHA, IO MEHbIeH Mepe Ha 95% WaeHTHYHA, TT0 MEHbIIeH Mepe Ha 96% wuueH-
TUYHA, TI0 MEHBIIEH Mepe Ha 97% uaeHTHYHa, 10 MEeHbIIeH Mepe Ha 98% MOeHTHYHA WX TT0 MEHBIIEH Mepe Ha
99% wuIeHTUYHAa aMHHOKHCIOTHOW TOcienoBaTelbHOCTH, npenctasnennor B SEQ ID NO: 18 u SEQ ID NO:
106. TlomumenTuabl MOTYT COAEpKaTh AaMHHOKHCIOTHYIO IOCIIENOBaTEIFHOCTh, KOTOpas IO MEHbIIEH mepe
npuMepHO Ha 95%, o MeHbIIei Mepe mpuMepHo Ha 97% HOCHTHYHA, IT0 MEHBIIeH Mepe MpuUMepHo Ha 99% wm
100% maeHTHYHA aMUHOKUCIOTHOM mocnenoBarensHocTd, npeactasiennoit B SEQ ID NO: 18 unu SEQ ID NO:
106. B HeKOTOpBIX BapuaHTaX OCYIIECTBICHUS MOJIUIENTH]] COAEPKUT aMUHOKUCIIOTHYIO MOCIEI0BATENbHOCTD,
KOTOpasi 0 MEHbIIEH Mepe MpuUMepHOo, Ha 95%, Mo MeHbIIeH Mepe NpuMepHO Ha 97% HIOEHTHUYHA WIM 1O
MEHbIIeH Mepe mpuMepHo Ha 99% uIeHTHYHAa aMUHOKUCIIOTHON MMOCIIEeI0BaTeNIbHOCTH, NpeAcTaBieHHoi B SEQ
ID NO: 152. B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHHS MOJUIENTUA COAEPKUT aMUHOKHCIOTHYIO MOCIEN0Ba-
TEJNBHOCTh, KOTOpask 0 MEHbIEH Mepe MpUMepHO Ha 95%, mo MeHsblIel Mepe npumepHO Ha 97% uneHTHUHA
WIM 10 MEHBIIeH Mepe mpuMepHo Ha 99% wmumeHTtnuHa SCFv 94acTH aMHHOKHCIOTHOW IOCIIEIOBATEIHHOCTH,
npencrasieHaol B SEQ ID NO: 152. B HEeKOTOpBIX BapHaHTaX OCYIIECTBICHHUS TMOJUTICITHI COJACPKUT HITH
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COCTOUT U3 aMHUHOKHCIIOTHOH MociieaoBaTeabHoCTH, npenctasiennoi B SEQ ID NO: 18, SEQ ID NO: 106 wnu
SEQ ID NO: 152.

[NomumenTuapl MOTYT coepKaTh aMUHOKHCIIOTHYIO ITOCIIEI0BATEIHHOCTD, KOTOpas 10 MEHBIICH Mepe Ha
88% wmaenTnyHa, 10 MeHbIIEH Mepe Ha 89% wWaeHTHYIHA, 1O MeHbIIeH Mepe Ha 90% WISHTHYHA, IO MEHBIICH
Mepe Ha 91% uneHTHdHa, IO MeHBIIEH Mepe Ha 92% uaeHTHYHA, IO MeHbIIel Mepe Ha 93% wuaeHTHYHA, TTO
MeHbIIe Mepe Ha 94% WIeHTHYHA, IO MEHbIeH Mepe Ha 95% WaeHTHYHA, IO MEHbIIeH Mepe Ha 96% wuueH-
TUYHA, TI0 MEHBIIEH Mepe Ha 97% uaeHTHYHa, 10 MEHbIIeH Mepe Ha 98% MaeHTHYHA WK TT0 MEHBIIEH Mepe Ha
99% naeHTHYHA aMHHOKHCIIOTHOW TociiefoBaTenbHOCTH, pencTasiaernoil B SEQ ID NO: 18 mwmu SEQ ID NO:
114. TlonunenTuasl MOTYT COAEPKATb aMUHOKUCIOTHYIO IMOCJIEI0BATEIbHOCTh, KOTOpas M0 MEHbIIEH Mepe Ha
88% wmpentuyHa, no MeHblel Mepe Ha 89% uaeHTHYHA, O MeHblIeH Mepe Ha 90% HAEHTHYHA, IO MEHbLICH
Mepe Ha 91% uneHTHdHa, Mo MeHbIIEH Mepe Ha 92% uaeHTHYHA, 0 MeHblIell Mepe Ha 93% uaeHTu4Ha, MO
MeHblIeH Mepe Ha 94% upeHTHUYHa, MO MeHbIIEe Mepe Ha 95% uaeHTHYHA, MO MeHbIel Mepe Ha 96% uaeH-
TUYHA, 110 MeHbIIeH Mepe Ha 97% uneHTHYHa, 0 MeHbIIEH Mepe Ha 98% HASHTUYHA WX [0 MEHBIIEH Mepe Ha
99% wuIeHTHYHa aMHUHOKUCIOTHOM mocienoBaTenbHOCTH, npeactasieHHo B SEQ ID NO: 18 u SEQ ID NO:
114. TlosmmenTuabl MOTYT COAEPKAaThb aMHUHOKHCIOTHYIO TIOCIIEIOBATEIBHOCTh, KOTOpas 1O MEHbIIEH Mepe
npuMepHO Ha 95%, o MeHbIIei Mepe mpuMepHO Ha 97% HOSHTHYHA, TI0 MEHBIIeH Mepe mpuMepHo Ha 99% wm
100% naeHTHYHA aMUHOKHCIOTHON TOcenoBaTensHOCTH, pencrasienHoi B SEQ ID NO: 18 wmu SEQ ID NO:
114. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS MOJIHUIIENITH COIEPKUT aMUHOKHACIOTHYIO MOCIEI0BATENbHOCTS,
KOTOpas 10 MEHBIIEH Mepe MpuMepHO Ha 95%, 1mo MeHbIIel Mepe mpuMepHo Ha 97% MIeHTHYHA WITH 110 MEHb-
el Mepe mpuMepHo Ha 99% maeHTHYHA aMHHOKHCIIOTHOHN IOCIeIOBaTeNbHOCTH, npencraBiennoi B SEQ ID
NO: 154. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHUS MOJIUIENTU] COACPKUT aMUHOKUCIOTHYIO MOCIEI0BATEb-
HOCTb, KOTOpasi [0 MEHbILEH Mepe NpuMepHO Ha 95%, 1o MeHblIel Mepe npuMepHo Ha 97% uIeHTHUYHA WIH 10
MeHblIe Mepe mpuMmepHo Ha 99% uaentnyHa scFv 4acTh aMMHOKMCIOTHOM MOCNIEN0BAaTENIbHOCTH, MPEICTaB-
nerHoil B SEQ ID NO: 154. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS MOIUMENTUA COACPKUT UIH COCTOUT U3
aMUHOKHUCIJIOTHOM mocnenoBaTenbHocTy, npeacrasieHHoir B SEQ ID NO: 18, SEQ ID NO: 114 unu SEQ ID
NO: 154.

[MomumenTuapl MOTYT COepKaTh AaMUHOKHCIIOTHYIO ITOCIIEIOBATEIBHOCTD, KOTOpas 10 MEHBIICH Mepe Ha
88% wmaenTnyHa, M0 MeHbIIEH Mepe Ha 89% waeHTHYIHA, 1O MeHbIIeH Mepe Ha 90% WIeHTUYHA, IO MEHBIICH
Mepe Ha 91% uneHTHdHA, IO MEHBIIEH Mepe Ha 92% uaeHTHYHA, IO MeHbIIel Mepe Ha 93% waeHTHYHA, TTO
MeHbIe Mepe Ha 94% WIeHTHYHA, IO MEHbIeH Mepe Ha 95% wWaeHTHYHA, TT0 MEHbIIeH Mepe Ha 96% wuueH-
TUYHA, TI0 MEHBIIEH Mepe Ha 97% uaeHTHYHa, 10 MEHbIIeH Mepe Ha 98% MOeHTHYHA WX TT0 MEHBIIEH Mepe Ha
99% uaeHTUYHAa aMHUHOKHCIOTHOH mocneaoBateinbHocTy, npeacrasiennoi B SEQ ID NO: 18 unu SEQ ID NO:
122. TlonunenTuasl MOTYT COAEPKATb aMUHOKUCIOTHYIO MOCJIEI0BAaTENIbHOCTh, KOTOpas M0 MEHbIIEH Mepe Ha
88% wmpentuyHa, no MeHblel Mepe Ha 89% uaeHTHYHA, O MeHblIeH Mepe Ha 90% HAEHTHYHA, IO MEHbLICH
Mepe Ha 91% uneHTndHa, Mo MeHsbIIel Mepe Ha 92% uaeHTHYHA, 0 MeHblIell Mepe Ha 93% uaeHTudHa, MO
MeHblIeH Mepe Ha 94% upeHTH4YHA, O MeHbIIe Mepe Ha 95% uaeHTUYHA, IO MeHbIlel Mepe Ha 96% uaeH-
TUYHA, 110 MeHbIIeH Mepe Ha 97% uneHTHYHa, 0 MeHbIIEH Mepe Ha 98% HAeHTUYHA WK [0 MEHBIIEH Mepe Ha
99% wuIeHTUYHAa aMHHOKHCIOTHOW TOcienoBaTelbHOCTH, npenctasiennor B SEQ ID NO: 18 u SEQ ID NO:
122. TlomumenTuabl MOTYT COAEpKaTh aMHHOKHCIOTHYIO IOCIENOBAaTEIFHOCTh, KOTOpas IO MEHbIIEH mepe
npuMepHO Ha 95%, o MeHbIIei Mepe mpuMepHO Ha 97% HOCHTHYHA, TI0 MEHBIIeH Mepe mpuUMepHO Ha 99% wm
100% naeHTHYHA aMHHOKHCIIOTHON TOcenoBaTensHOCTH, ipencrasienHoi B SEQ ID NO: 18 wmu SEQ ID NO:
122. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS MOJIHUIIENITH COIEPKUT aMUHOKHACIOTHYIO MOCIEI0BATENbHOCTS,
KOTOpasi [0 MeHbIIeH Mepe mpuMepHo Ha 95%, 1o MeHblIel Mepe nmpuMepHo Ha 97% HWAEeHTHYHA WU TI0 MEHb-
meil Mepe npuMepHo Ha 99% uaeHTHYHAa aMHUHOKHCIOTHOM MOCJeI0BaTeNbHOCTH, npeactaBieHHoi B SEQ ID
NO: 156. B HeKOTOpBIX BapHaHTaX OCYIIECTBIICHUS MOJIUIENTU] COACPKUT aMUHOKUCIOTHYIO MOCIEI0BATEb-
HOCTb, KOTOpasi [0 MEHbILIEH Mepe MpuMepHO Ha 95%, 1o MeHblIel Mepe npuMepHo Ha 97% uWaeHTUYHA WIH 10
MeHblIe Mepe mpuMmepHo Ha 99% uaentuyHa scFv 4acTh aMMHOKMCIOTHOM MOCNEN0BAaTEIbHOCTH, MPEICTaB-
nenHoil B SEQ ID NO: 156. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS MOIUMENTHA COACPKUT UIH COCTOUT U3
aMUHOKHUCIIOTHOW MocienoBaTensHoCcTH, npeactaBienHo B SEQ ID NO: 18, SEQ ID NO: 122 umn SEQ ID
NO: 156.

[omunenTuapl, pacKpeITEIE B JAHHOM TOKYMEHTE, MOTYT UMETh yIyUIICHHbIE XapaKTEPUCTHKH 10 CpPaB-
HeHuto ¢ apyrumu CD123-cBs3pIBaromuMe ToMeHaMu Wid nosmnentuaamu. Hampumep, CD123-cBsa3piBatomuit
JIOMEH WM TIOJUIENTH]] MOXKET AEMOHCTPUPOBATh MOHMKECHHYIO H303JEKTPHUECKYI0O TOUYKY TI0 CPaBHEHHIO C
M302JIEKTpUIecKOr Touko# apyroro CD123-cBsi3pIBaroliero JOMEHa WU TMoJurnentuaa. "M3osnexTpudeckas
touka" mwim "pl" - aTo pH, npu KoTOopoM cyMMapHBIi 3aps paBeH HyJ0. M3030ekTpudeckas Touka Oeika Mo-
JKeT OBITh U3MepeHa JIF0OBIM MOJIXOIAIIMM METOJOM, HAPHMEP aHATUTHYCCKOW KAMMUIIPHON H303JICKTpHYC-
cKkoit pokycupyromieit xpomaTorpaduei.

CD123-cBsi3pIBatomuii ToMeH WK OEJIOK, PaCKpPHITHIE B JaHHOM JIOKYMEHTE, MOTYT CBsi3bIBaThest ¢ CD123
(manpumep, yenosedeckum CD123) ¢ Gonee BBICOKOH a)pUHHOCTBIO, YEM POJUTEIBLCKOE aHTHTEIIO.

B onmHOoM BapuaHTe oCymIeCTBICHHS M300pETCHHS PEKOMOWHAHTHBIA MOJHIICIITH BKIIOYACT OT aMHHO-
KHCIIOT 10 KapOOKCWJIBHOTO KOHIA (i) YeJoBeUeCKUd Win rymMaHnu3upoBaHHbIH CD123-cBA3bIBaIONINil JOMEH,
(i1) mrapHUpHYIO 007aCTh, (iii) KOHCTAHTHYIO 00JaCTh IMMYHOTIO0YIHHA, (1Vv) KapOOKCHUTEPMUHAIBHBIN JIMHKEP
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¥ (V) 4eJIOBEUECKHI WM TYMaHU3HMPOBAHHBIA BTOPOH CBA3BIBAIONINI JOMEH, KOTOPBIH CenU(pHYECKN CBSI3bIBA-
et T-xnerounsrit, CD3, CD3¢ nnm T-knetounsiii perientopubiii (TKP) komIuieke uim KOMIOHEHT T-KJIETOYHOTO
PEeLEeNnTOPHOrO KOMILUIEKCa, IPUYEM YeIOBEeUeCKUI MMM ryMaHu3upoBaHHbIM CD123-cBs3bIBatomuii JOMEH CO-
JEP)KUT aMHHOKHCJIOTHYIO IIOCJIEI0BAaTENbHOCTh, 10 MEHbIIEH Mepe npuMepHo Ha 80%, Mo MeHbIIeH Mepe
npumepHo Ha 90%, mo MeHbIIeH Mepe npuMepHo Ha 95%, 1o MeHbIIel Mepe mpuMepHO Ha 96%, TI0 MeHbIIeH
Mepe mpuMepHO Ha 97%, mo MeHbIel Mepe mpuMepHO Ha 98%, Mo MeHbIIeH Mepe mpuMepHO Ha 99 mmu mo
MeHbIIe Mepe npuMepH, Ha 99,5% unertnunyio SEQ ID NO: 2 u SEQ ID NO: 4 u npudeM 4eI0BeYeCKUN WIn
TYMaHU3UPOBaHHbIM BTOPOH CBSA3BIBAIOIINK JJOMEH, KOTOpBIH cnennduydeckn cBssbiBaeT T-kinetky, CD3, CD3e
nmn T-xnerounsiit penentopubiid (TKP) xommieke wimm KOMIIOHEHT T-KJIETOYHOTO PElEeNnTOPHOTO KOMITIEKCa
COZICPXKHUT aMHHOKHCIIOTHYIO TOCJIEI0BAaTEIFHOCTh, II0 MEHbIIeH Mepe mpuMepHo Ha 80%, 1Mo MEHBIIEH Mepe
npumepHo Ha 90%, mo MeHbIIeH Mepe npuMepHOo Ha 95%, 1o MeHbIIel Mepe mpuMepHO Ha 96%, TI0 MeHbIIeH
Mepe npuMepHo Ha 97%, o MeHblel Mepe npuMepHo Ha 98%, o MeHblIeld Mepe npuMepHo Ha 99% unu no
MeHblIel Mepe npumepHo Ha 99,5% naentuunyro SEQ ID NO: 311 unu SEQ ID NO: 312.

B oxHOM BapumaHTe OCYIIECTBICHUS M300peTeHHs PeKOMOMHAHTHBIN moJjunentun He copepxur CD123-
CBSI3BIBAIOIIETO JOMEHa, HOoydyeHHOro u3 MbimmHoro anturena 12F1 (SEQ ID NO: 195 u 197). Hanpumep, B
onHOM BapuaHTte ocymiecTBieHus: CD123-cBs3bIBaronuii JOMEH He COJECPKUT BapHaOEIbHBINA TOMEH TSDKEIOH
LEeNY WM JIETKOH LIeNH, KOTOPBIH 3HAYMTEIIFHO UICHTHYEH BaprHaOeIbHOMY JOMEHY TSDKEJIOW LETH WU JIETKOH
nern 12F1 (manpumep, sBisiercs He Ha 95% wmu Ootee MIEHTHYCH BapHaOeIbHBIM JOMEHAM TSDKETION M JIETKOH
neneit 12F1) wim He comepxut Bee mectb CDR, koTopeie conepskarcs B MpimmHOM 12F1. B ogHOM Bapuanre
ocymiectBiieHus1 n300perennss CD123-cBs3pIBaronuii JoOMeH He KOHKYpHUpYyeT 3a cBs3biBaHue ¢ CD123 ¢ mbI-
muabpM adtatenoM 12F1 (SEQ ID NO: 195 u 197). B omHoM BapuaHTe OCYIMIECTBICHHUS H300PETEHUS PEKOM-
OMHAHTHBIN TOJUTIENTH SBJIACTCSA MEPEKPECTHO-PEAKTUBHBIM MO oTHOmIeHHto kK CD123 sBaHma (SBaHCKOTO
Makaka), Torma kak antureno 12F1 (u ero rymaHuW3WpoBaHHBIE TPOW3BOIHBIE) HE SBISETCS TEPEKPECTHO-
peakTUBHBIM o oTHOoweHUIO k CD123 sBanna.

Tabnuna 4. [TocieoBaTenbHOCTH MBINIHHBIX aHTUTEN 12F1

Hazpanue Hyxieorunnas mocnen0BaTeIbHOCT | AMHHOKUCIIOTHAS SEQ ID NO:
MIOCIIeIOBATENIBHOCTD HYKJIEOTHI
(aMHIHOKHCIIO
Ta)

Bapuabennbh | gacatcatgatgtcccagteecectecteectggee | dimmsgspsslavsvgekftm | SEQ ID
blii  JOMeH | gtgtccgtgggcgagaagttcaccatgacctgeaa | tekssgslffgstqknylawyqq | NO:194
JIerKoi gtecteccagtecctgttettcggetecacccagaa | kpgqgspklliywastresgvpd (SEQ ID
mermn  12F1 | gaactacctggectggtaccagecagaageecgge | rftgsgsgtdftlaissvmpedla NO:195)
MBILITH cagtcceccaagetgetgatctactgggectecace | vyycqqyynypwtfgggtkle

cgggagtceggegtaccegaccggttcaccgget | ik

ccggetceggeaccgacttcaccetggecatetect

ccgtgatgececgaggacctggeegtgtactactge

cagcagtactacaactacccctggaccttcggegg

cggcaccaagetggagatcaag
BapuabensH | cagetgcaggagteeggeeccggectggtgaage | vqlgesgpglvkpsgslsltesv | SEQ ID
BIl  DOMEH | ccteccagteectgteectgacctgeteegtgaceg | tdysitsgyywnwirqfpgnkl | NO:196
TSKENIOH actactccatcacctceggcetactactggaactgga | ewmgyisydgsnnynpslkn (SEQ ID
uenn 12F1 | ttcggeagttccecggcaacaagetggagtggatg | risitrdtskngfflklssvttedta NO:197)
MBI ggctacatctectacgacggetccaacaactacaa | tyyesrgegfyfdswgqgttltv

ccectecctgaagaaccggatetecatcacceggg | ss

acacctccaagaaccagttcttcctgaagetgtecte

cgtgaccaccgaggacaccgecacctactactget

cceggggcegagggcettctacttcgactectgggge

cagggcaccaccctgaccgtgtecteg

B oxgHOM BapmaHTe OCYIIECTBIICHUS MONHIIEITH] 10 JAHHOMY M300peTeHHIO (B TOM YucIiie B (hopme auMe-
pa) cessbiBaercsa ¢ CD123 yenoseka u CD123 npumara, ornmanoro ot yenoBeka (NHP - non-human primate),
CO Crenu(pUYHOCTRIO. B IpyroM BapwaHTe OCYIECTBICHHS H300peTeHHs MONUNENTH] cBs3biBaeTcs ¢ CD123
SIBAHCKOTO MaKaka.
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JlaHHOE pacKphITHE TaK)XKe BKIIIOYACT HyKJIEHHOBBIE KHucioTH (Hanpumep, JJHK wnun PHK), xonupyromue
CD123-cBs3bIBarOIIUE TOMCHBI, U IOJHUIICTITHIBI, OMIMCAHHBIC B JaHHOM JOKYMEHTEe. HyKIeHHOBBIE KUCIIOTHI 10
JAHHOMY HM300pETEeHHIO BKIIIOYAIOT HYKJICHHOBHIC KHCIOTHI, UMEIOIIHE O0NacTh, KOTOpas MO CYIIECTBY HICH-
TUYHA TOJIMHYKJICOTHIY, KaK yKa3aHo B Ta0m. 3 Hmke. B onpeneneHHBIX BapHaHTaX OCYIIECTBICHUS HYKJICHHO-
Bas KHCJIOTa B COOTBETCTBUH C JaHHBIM PAacCKPHITHEM MMeeT o MeHbIei Mepe 80%, 0OBIYHO 10 MEHBIIEH Mepe
npumepHo 90%, a Gonee THITMYHO, IO MEHBIIEH Mepe mpuMepHO 95% wim o MeHseil Mepe mpumepHo 98%
WACHTUYHOCTH C KOAUPYIOMINM MOJIHUIIEIITH]I TIOMHHYKICOTHIIOM, KaK yKa3aHo B Tabi. 3. HyKkiieHHOBBIE KHUCIIOTHI
M0 TaHHOMY M300pETeHHIO TaKKe BKIIIOYAIOT KOMITJIEMEHTapHBIE HYKIEHHOBEIE KUCIIOTEL. B HEKOTOPHIX ciyda-
AX TIOCJIEZ0BATEIILHOCTH OyIyT IOJHOCTHIO JOMOJHAIOMMMY (0e3 HecoBIaJeHU) MpU BBIpaBHUBaHUU. B npy-
THX CIydasX MOXeT ObITh 10 20% HECOOTBETCTBHS B ITOCIIEIOBATEIBHOCTIX. B HEKOTOPBIX BapHaHTaX OCYILECT-
BJICHUSI M300PCTCHUS MPEIOCTABICHBI HYKICHHOBBIC KUCIOTHI, KOJAUPYIOIINE KaK MEPBYIO, TAK U BTOPYIO MOJIH-
NeNTUAHEIC 1enmu reteponumepHoro CD123-cBs3pIBaromiero 6enka, mo JaHHoMy m3o0pereHmto. [IpencraBieH-
HBIC B JIJAHHOM JTOKYMEHTE IOCJICIOBATCIFHOCTH HYKICHHOBBIX KHACJIOT MOTYT OBITh UCIOJB30BaHBI C TIPUMCHE-
HUEM ONTHMHU3AIUU KOJIOHOB, BHIPOXKICHHBIX IOCICAOBATEIFHOCTEH, MONYANINX MYTAIllUi M JAPYTHX METOAOB
JHK mns ontuMu3anuy SKCIPECCHH B KOHKPETHOM XO35MHE, U JAHHOE PaCKPBITHE OXBATHIBAET TaKHe MOIU(H-
KaIliH TTOCIIeI0BATEIHHOCTH.

JlanHO€ M300peTeHne BKIIOYACT PEKOMOWHAHTHBIA TOJUIEHTHI, KOMUPYEMbIH HYKJICHHOBOH KHCIIOTOM,
coJiep KaIel B MOCIEeI0BATEIHPHOCTH HYKJICHHOBON KHCIIOTHI 10 MEHbIIeH Mepe nmpumepHo 80%, 1Mo MeHbIIeH
Mepe npumepHo 85%, 1o MeHbIIeld Mepe npumepHo 90%, 0 MeHbIIeH Mepe mpuMepHo 95%, Mo MeHbIIEeH Mepe
npuMepHo 96%, o MeHbIIeH Mepe npuMepHO 97 %, mo MeHblel mepe mpumepHo 98%, Mo MeHbIIeH mepe
npumMepHo 99% u no menbmel Mepe 100% MAEHTUYHOCTH MOCIEN0BATENBHOCTH HYKIEMHOBOM KUCIOTHI U3 SEQ
ID NO: 1 w/wm SEQ ID NO: 3. /lanHoe u300peTeHne BKIIOYaeT peKOMOMHAHTHBIN HOJIMIENTH I, KOJUPYEMbIH
HYKJIEHHOBOH KHCIIOTOH, cozepiKalieil B OC/IeI0BaTeIbHOCTH HYKJIEMHOBOM KUCIIOTHI 110 MEHBIIIEH Mepe Ipu-
MepHO 80%, Mo MeHblel Mepe npumMepHo 85%, mo menbeit Mepe npumepHo 90%, no MeHblel Mepe MpUMep-
HO 95%, o MeHblIel Mepe npuMepHO 96%, o MeHbIel Mepe npumepHo 97%, Mo MeHblIed Mepe IPUMEpPHO
98%, mo MenbIIe Mepe npuMepHO 99% u mo menbpmei Mepe 100% HASHTHYHOCTH MOCIIEAOBATEIFHOCTH HYK-
nenHoBo# kuciaoTel SEQ ID NO: 131.

JlaHHO€ pacKpbITHE OTHOCHUTCS K H30JIMPOBAHHOM MOJIEKyJie HYKJIEHMHOBOM KHCIJIOTHI, KOJIUPYIOIICH
CD123-cBsa3pIBaroniye JOMEHBI, OSJIKH ¥ TOJIHIETITH B! (WIH UX Y9aCTH), ONTMCAaHHBIE B TAHHOM JJOKYMEHTE, TIpH-
YeM yKa3aHHas MOJIEKyJla HyKJIEMHOBOW KHCIIOTHI COICPIKHUT HYKJICOTHIHYIO ITOCIEIOBATEIHHOCTD, MPEICTaB-
neanyro B SEQ ID NO: 1, SEQ ID NO: 3, SEQ ID NO: 17, SEQ ID NO: 19, SEQ ID NO: 33, SEQ ID NO: 41,
SEQ ID NO: 49, SEQ ID NO: 51, SEQ ID NO: 65, SEQ ID NO: 67, SEQ ID NO: 81, SEQ ID NO: 83, SEQ ID
NO: 97, SEQ ID NO: 105, SEQ ID NO: 113, SEQ ID NO: 121, SEQ ID NO: 129, SEQ ID NO: 131, SEQ ID
NO: 133, SEQ ID NO: 135, SEQ ID NO: 137, SEQ ID NO: 139, SEQ ID NO: 141, SEQ ID NO: 143, SEQ ID
NO: 145, SEQ ID NO: 147, SEQ ID NO: 149, SEQ ID NO: 151, SEQ ID NO: 153 unu SEQ ID NO: 155.

[TonuHyKIEOTHAHBIE MOJIEKYJBI, COJEpIKAIIUe >KEIaeMylo MOJIMHYKICOTHAHYIO IIOCIEI0BATEIbHOCTD,
Pa3MHOAI0T, ITOMeIasi MOJIEKYJy B BEKTOp. MOXHO MCIIOJIb30BaTh BUPYCHBIE M HEBUPYCHBIE BEKTOPHI, BKIIIO-
yas Ta3MuAbl. Beibop mmasMuasl OyaeT 3aBHCETh OT THIA KIETKH, B KOTOPOH JKENaTelIbHO Pa3MHOXKEHHUE, H
menu pasMHoxeHus. OmnpeneneHHbIe BEKTOPHI MOJIE3HBI U aMIDTH(UKAINH U MOTydeHHUS OOJBIINX KOTUIECTB
skenaemoit mocnenoBarenbHocTy JJHK. JIpyrue BeKTOpbI MPUTOAHBI IS SKCIIPECCUU B KJIETKaX B KyJbType. Eie
JIpyTHe BEKTOPHI MPUTOIHBI IS TIEPEHOCa M SKCIIPECCHH B KIETKaX Y KHUBOTHOTO MM YelioBeka. Beibop moaxo-
IAIIIEro BEKTOpa HaXOAWTCS B Mpenenax KBadu(ukanuy B TaHHOH o0nacTH. MHOTHE Takue BEKTOPHI JOCTYITHBI
Ha pbIHKe. YaCTUYHBIH WU MOJHOPa3MEPHBIN MOJIHHYKJICOTH] BCTPAUBACTCA B BEKTOP OOBIYHO MTOCPEICTBOM
npucoenunenus JJHK-nurassl Kk y9acTKy B BEKTOpe, PacIleIZIeHHOMY PECTPHKLIMOHHBIM (DepMEHTOM. AJBTep-
HATHBHO, JKeJlaeMasi HyKJICOTUIHAS MOCIICIOBATEIEHOCTh MOXKET OBITh BCTABJICHA ITyTEM TOMOJIOTUYHOW PEKOM-
OuHanmy in vivo. OOGBIYHO 3TO JOCTHUTAETCS IyTEM IPHCOCIMHEHHS 001acTel TOMOJIOTHH K BEKTOPY MO CTOPO-
HaM (Ha (h1aHrax) OT ’KelaeMoil HyKJIEOTHAHOH rocienoBaTeabHoCcTH. O0IacTH TOMOJIOTHH AO0ABIISIIOT ITyTEM
JMTUPOBAHMS OJIMTOHYKJICOTHJIOB MJIM C TOMOIIBIO MOJMMEPA3HON LETHOW peakluu C HMCIOJIb30BaHHWEM, Ha-
npuMep, IpaiiMepoB, BKIIOYAIONINX Kak 001aCTh TOMOJIOTHH, TaK U 9aCTh JKEIaeMOU HYKJICOTHIHOM MOCIeI0Ba-
TENBHOCTH.

Jlms sxcIpeccus MOKHO MCTIONB30BaTh KacCeTy MM CHCTEMY dKCIpeccHd. i SKCIpeccHy HyKIEHHOBOM
KHCJIOTHI, KOTUPYIOMEH MOJIHUIIENTH], PACKPHITBII B JAaHHOM MOKYMEHTE, MOJEKYITy HYKICHHOBOW KHCIOTHI,
KOJWPYIOIIYIO TIOJHUIIENTH I, (PYHKIIMOHATBHO CBS3aHHYIO C PETyISATOPHBIME ITOCIIEIOBATEIHHOCTAMHU, KOTOPHIE
KOHTPOJHMPYIOT TPAHCKPHUIILIMOHHYIO 3KCIIPECCUIO B BEKTOPE IKCIIPECCHH, BBOAAT B KIETKY-X031H. B momosHe-
HHUE K TPAHCKPUIIIIMOHHBIM PETYJISTOPHBIM TOCICOBATEIIEHOCTAM, TAKUM KaK MPOMOTOPHI M SHXaHCEPHI, BEKTO-
PBI 3KCTIPECCHU MOTYT BKITFOYATh TPAHCISIIIMOHHBIC PETYIIATOPHBIC MOCICIOBATEIIEHOCTA U MapKEPHBINA TeH, KO-
TOPBII MMOIXOAUT 1A 0TOOpa KIICTOK, HECYIIIMX BEKTOP AKCTPECCHH. | €HHBIH MPOAYKT, KOAUPYEMBIH HOINHYK-
JICOTUIOM II0 IaHHOMY M300pETEHHIO, SKCIIPECCHPYETCs B JIIO0OOH yIOOHOM cucTeMe SKCIPECCHH, BKIIIOYasi, Ha-
HpUMep, CUCTEMBI OAKTEpHi, ApOXIKEH, HACEKOMBIX, aM(PHUOHIA 1 MIIEKOTIUTAIOMINX. B 9KcIpeccnOHHOM BEKTOpe
MOJMIETTH/I-KOAUPYIOIMH ITOJIMHYKJICOTH]I CBSI3aH C PETYJSTOPHOI MOCIIEeN0BaTEILHOCTHIO, €CIIH 3TO HEOOXO-
MO, JJISl TIOJYYCHHUS JKEIaeMBIX CBOMCTB 3Kcrpeccnd. OHM MOTYT BKJIIOUaTh POMOTOPHI, YHXAHCEPHI, TEPMH-
HATOPEI, OIIEPATOPEI, PEIPECCOPEI K HHAYKTOPHL. IIpOMOTOPEI MOTYT OBITh PETYIHUPYyEMBIMH (HAIIPHUMEp, IIPOMO-
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TOp M3 HHIyLIUpyeMoro crepornamu Bekropa pIND (Invitrogen)) nian KOHCTHTYTUBHBIMH (HalpuMep, IPOMOTO-
psI 13 ocaenoBarensHocTe CMV, SV40, daxropa snonranuu i LTR). OHu cBsi3aHbl ¢ kenaeMoil HyKieo-
THIHOW IOCTIEIOBATENBHOCTBIO, C HCIOJIH30BAHUEM METOJOB, ONMCAHHBIX BHIIIE IJIS MPUCOSAWHEHHS K BEKTO-
pam. JIroOble METOIbI, M3BECTHBIE B JAHHOW 00JaCTH TEXHUKH, MOTYT OBITh UCTOJIL30BaHbl. COOTBETCTBEHHO,
BEKTOP SKCIPECCHH OOBITHO 0OecreynBaeT 001acTh HHUIUAIINH TPAHCKPUIIIMA U TPAHCIISIHAN, KOTOPas MOXET
OBITh MHAYITUOCTHHOM M KOHCTUTYTHBHOM, IpHYeM KOIOUPYIomas 001acTh (yHKIIMOHAIBFHO CBsA3aHa O] KOH-
TPOJIEM TPAHCKPHIIIINU O0NACTH MHHULUAINY TPAHCKPHUIIINU U 00IaCTH TEPMHUHAIIUN TPAHCKPUIIIINHA U TPAHCIS-
A,

Kaccera skcrpeccun ("eauHuna SKcnpeccHu’) MOXKET OBITH BBEJEHA B pa3lIMUHbIC BEKTOPHI, HAIPUMED
mwrasmuay, BAC, YAC, 6akrepuodar, Takoi kak jaim6na, P1, M13 u T.1., BUpyCHBIE BEKTOPHI PaCTCHUH HIIH
JKMBOTHBIX (HalpUMep, BEKTOPHI Ha OCHOBE PETPOBUPYCOB, aJICHOBHUPYCHBIE BEKTOPHI) U TOMY NOJ00HOE, MpH-
YeM yKa3aHHBIE BEKTOPHI OOBIYHO XapaKTEPH3YIOTCsl CIIOCOOHOCTHIO 00ecreunBaTh OTOOP KIETOK, COAEPIKALINX
yKa3aHHbIE BEKTOPBI IKCIIPECCHHU. Y Ka3aHHbIE BEKTOPHI MOTYT 00€CIIEYHBaTh CBOE BHEXPOMOCOMHOE IOJIIepKa-
HHE, 0COOCHHO B BUJIE IIa3MUJ WIIM BUPYCOB, WJIM MHTETPAIMIO B XpOMOCOMY Xo3suHa. Ecim Tpebyercs: BHe-
XPOMOCOMHOE TIOZep)KaHUe, U PEIUTUKAIMH IDIa3MHIBI MIPEIOCTABIACTCS UCXOTHASI TTOCIEAOBATEIHLHOCTD,
KOTOpas MOXET 00ecIeYnBaTh HU3KOE MJIM BHICOKOE YHCIIO0 Komui. JIJist oTOOpa AOCTYIMHO OOJIBIIOe pa3zHooOpa-
3Me MapKepoB, OCOOCHHO TeX, KOTOPBIE 3aIUIIAI0T OT TOKCHHOB, Oojiee KOHKPETHO OT aHTHOMOTHKOB. KoH-
KPETHBIA MapKep, KOTOPBIA BEIOMPAETCsI, BRIOMPAETCS B COOTBETCTBUH C NMPHPOION X0O3HHA, IPHYEM, B HEKOTO-
PBIX CIydasx, KOMIZIEMEHTAINS MOKET OBITh HCIIOJIB30BaHA C ayKCOTPOQHBIMH X03sieBaMH. J1J1s1 BBEICHUS KOH-
crpyknuu JIHK MokHO MCTIONB30BaTh JIFOO0OH yIOOHBIH METOJ, BKIIOYAs, HAIIPUMED, KOHBIOTAINIO, OAKTepH-
anpHYyI0 TpaHcdopmanmio, ocaxxaeHHyto kaitpuueM JJHK, anexrponoparmio, ciansHue, TpaHcdekuio, HHUIH-
pOBaHME BUPYCHBIMH BEKTOPAaMH, OMOJIHMCTHKY U TOMY T0100HOe. JJaHHOE pacKpBITHE OTHOCUTCS K SKCIPECCH-
OHHOMY BEKTOPY, COJEpIKaIlleMy CErMEHT HYKJICHMHOBOW KHCJIOTHI, IPHYEM YKa3aHHBIH CETMEHT HYKJICHHOBOM
KHUCIIOTBI MOXET COJEPKATh HYKICOTUIHYIO MOCIEA0BaTEIbHOCTE, peactapieHHyo B SEQ ID NO: 1, SEQ ID
NO: 3, SEQ ID NO: 17, SEQ ID NO: 19, SEQ ID NO: 33, SEQ ID NO: 41, SEQ ID NO: 49, SEQ ID NO: 51,
SEQ ID NO: 65, SEQ ID NO: 67, SEQ ID NO: 81, SEQ ID NO: 83, SEQ ID NO: 97, SEQ ID NO: 105, SEQ ID
NO: 113, SEQ ID NO: 121, SEQ ID NO: 129, SEQ ID NO: 131, SEQ ID NO: 133, SEQ ID NO: 135, SEQ ID
NO: 137, SEQ ID NO: 139, SEQ ID NO: 141, SEQ ID NO: 143, SEQ ID NO: 145, SEQ ID NO: 147, SEQ ID
NO: 149, SEQ ID NO: 151, SEQ ID NO: 153 nwim SEQ ID NO: 155.

CoOTBETCTBEHHO, OCTIKU ISl MCTIONB30BAaHU B JAHHOM PACKPBITUH MOTYT OBITH ITOJYYEHBI B TE€HETHIECKH
CKOHCTPYHPOBAHHBIX KJIETKAaX-X0351€BaX B COOTBETCTBUH C TPAAUIIMOHHBIMU MeToaaMu. IloaxonsmumMu KieTka-
MH-X0351€BaMH SIBJSIFOTCSI T€ THITBI KJIETOK, KOTOPBIE MOTYT OBITh TpaHC(OPMHUPOBAHBI MM TPAaHCHUIIMPOBAHEI
sk3orenHod JIHK wm BEIpaimieHsl B KyJNbType M BKIIOYAIOT OaKTEpHUH, TPHOKOBBIE KJICTKH M KyJIbTHBHUPYEMbIC
KJIETKH BBICIIMX 3yKapHOT (BKJIIOYAsl KyJIbTUBHPYEMbIE KJIETKH MHOTOKJIETOYHBIX OPTaHU3MOB), OCOOEHHO KYJIb-
THUBHPYEMbIE KJIETKH MJICKOMUTAIOIUX. METOoAbl MaHMWIYJIMPOBaHUS KIOHMpoBaHHBIMH Mojekyinamu JIHK u
BBesieHHns ok3oreHHoit JIHK B pasmuunble KieTku-xo3seBa packpbiTel Sambrook and Russell, Molecular
Cloning: A Laboratory Manual (3rd ed., Cold Spring Harbor Laboratory Press, Cold Spring Harbor, NY, 2001),
n Ausubel et al., Short Protocols in Molecular Biology (4th ed., John Wiley & Sons, 1999). Hanpumep, pexom-
OWMHAHTHBIC MOJHUMENTHABI M0 JAaHHOMY H300pETEHUI0 MOTYT OBITh JKcmpeccupoBanbl u3 kietok CHO wu
HEK293.

Hampumep, mis pekoMOMHAHTHOM 3Kcnipeccuu roMoauMepHoro CD123-cBs3biBaromiero 6enka, coaepika-
mero 1Ba uACHTUIHBIX CD123-CBA3BIBAIONINX TONMHIIENTH/IA, KaK OMHCAHO B JAHHOM JOKYMEHTE, BEKTOP JKC-
npeccuy OOBIYHO BKIIIOYAET CETMEHT HYKJICHHOBOW KHCIIOTHI, KOAWPYIOUIMH ITOJUIENTHI, CBSI3BIBAIOIIMH
CD123, ¢yHKIMOHAIBHO CBSI3aHHBIH C MPOMOTOPOM. {1l peKOMOWHAHTHOH SKCIPECCHH TETEPOANMEPHOTO
CD123-cBsi3pIBatoniero 0eska, Coaepskallero pasHble MepBYyI0 U BTOPYIO HOJMIEITHIHbIE [IENH, IEPBYIO U BTO-
PYIO TIOJIMIIENTHIHEIE LIETTH MO’KHO COBMECTHO AKCIIPECCHPOBATh U3 OT/IENIBHBIX BEKTOPOB B KIIETKE-XO35IMHE JUIs
9KCIPECCHH BCETO TETEPOAMMEPHOro Oeika. AJIBTEpHATHBHO, JUIA JKCIpeccHu rerepoammepHbix CDI123-
CBSI3BIBAIONINX OCJIKOB IepBasi M BTOpast MOJIMIENTHIHBIE eI KOIKCIPECCUPYIOTCS M3 OTJEIbHBIX CIHHUI] IKC-
MPECCHH B OJHOM M TOM JK€ BEKTOPE B KJIIETKE-XO3SMHE I HKCIPECCHH BCETO reTepoauMepHoro Oenka. Bek-
TOp(BI) AKCIPECCHN TIEPEHOCST B KIETKY-XO0351MHA OOMICTIPUHATHIMUA CIIOCOO0aMH, M 3aTeM TPaHCPHUITMPOBAHHBIC
KJIETKH KyJbTHBHPYIOT OOMIETIPHHATEIMH CTIOCOOaMU [T TIOIyYEHHUS KOAUPYEMOTO IOJUIENTHAA(0B) IS TIPO-
IympoBaHusi cooTBeTcTBYIomero CD123-cBsa3piBaroniero Oemka.

UroObl HampaBUTh PEKOMOMHAHTHBIH OEJIOK B CEKPETOPHBIA MYTh KIETKHU-XO35SMHA, B AKCIPECCHOHHOM
BEKTOpE IPEAyCMOTPEHa CEKPETOpHAas CHTHAJbHAs ITOCIIEI0BATEIBHOCTD (TakKe M3BECTHAs KakK JIMACpHAs I0-
cyie1oBaTeNIbHOCTE). CeKpeTopHas CHUTHalbHas IIOCIIEeIOBATEIbHOCT MOXKET OBITh IOCIIEI0BATEILHOCTHIO Ha-
THUBHOH ()OPMBI pEKOMOMHAHTHOTO OEJIKa MIIM MOXKET OBITh IIPOUCXOIUT U3 IPYTOro CEKPETUPYEMOTO OeNKa Uil
cuHTe3npoBana de novo. CekpeTopHasi CUTHaJIbHAS TI0CIIEI0BATEIbHOCTh (PYHKIMOHAIBLHO CBS3aHa C MOCIeO0-
BatenbHOCThIO JIHK, Komupyromel nmoiaumnenTtun, T.e. 1Be MOCIEI0BATEIHOCTH COSIMHEHBI B TIPAaBUIILHOW paM-
K€ CUUTBHIBAHUS M PACIIOJIOKEHBI TaK, YTOObI HAIPaBJISATh BHOBb CHHTE3MPOBAHHBINH MOJIHIENTH] B CEKPETOPHBIH
MyTh KIETKU-X035iMHa. CeKpeTOpHbIE CUTHAIBHBIE IT0CIIEI0BATEIBHOCTH OOBIYHO PACIIOIOKEHBI 5' OTHOCHTEIb-
HO nocinenoBarenbHoctu JIHK, xoaupyromeid moaumnenTul, NpeCTaBIsIONNI HHTepeC, XOTsI HEKOTOPhIE CHUT-
HaJIbHBIE TIOCTIEIOBATEIEHOCTH MOTYT OBITh PACIIOJIOKEHBI B APYTUX MECTaX MHTEPECYIOIIEH MOCIe0BATEIbHO-
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ctu IHK (cm., Hampumep, Welch et al., matent CIIIA Ne 5037743; Holland et al., marent CLIIA Ne 5143830). B
HEKOTOPBIX BapHaHTaX CEKPETOpHas CHTHAJIbHAs MOCIENOBATEIbHOCTD /IS HCIOJIb30BaHUSI B COOTBETCTBUH C
JTAHHBIM W300pETeHHEM MMeeT aMHHOKHCIOTHYIO mocienoarenbHocTh MEAPAQLLFLLLLWLPDTTG (SEQ
ID NO: 198).

KynbTuBupyeMble KISTKH MIIEKONMHTAIOMMX SBISIOTCS MOIXOMANINMH XO35S€BaMH IS IPOTYLHHUPOBAHHS
PEKOMOMHAHTHBIX OEIKOB ISl MCIMOJB30BaHUS B JaHHOM omwmcaHuu. CriocoObl BBeaeHus dk3orenHoi [JHK B
KIIETKHA-X035€Ba MIIEKOITUTAIONINX BKIIIOYAIOT TpaHC(]eKIuio, omocpenoBanayio pocharom xanpims (Wigler et
al., Cell 14: 725, 1978; Corsaro and Pearson, Somatic Cell Genetics 7: 603, 1981: Graham and Van der Eb, Vi-
rology 52: 456, 1973), anextponoparmuio (Neumann et al., EMBO J. 1: 841-845, 1982), DEAE-nexkcTpan-
orocpeoBaHHyI0 TpaHcdekuro (Ausubel et al., BbIme) u onocpeaoBaHHyO JuocoMamu Tpanchekmuo (Haw-
ley-Nelson et al., Focus 15:73, 1993;. Ciccarone et al., ®oxyc 15:80, 1993). [Toixyuenne peKOMOMHAHTHBIX TIO-
JIUIENTHIOB B KyJbTHBHUPYEMBIX KIIETKaX MIICKOTHTAIOMIUX OMKCaHO, HanpuMep, Levinson et al. marent CIIIA
Ne 4713339; Hagen et al., marear CIIA Ne 4784950; Palmiter et al. matent CIHIA Ne 4579821; u Ringold, ma-
TeHT CIHA Ne 4656134. IIpumepsl NOOXOASAIINUX KIETOK-XO035I€B MJICKOMUTAIONINX BKIIIOUAIOT KIETKUA MOYEK
adpukanckoit senenoit mapteimkn (Vero; ATCC CRL 1587), knerkn mouku 3mOprona denoseka (293-HEK;
ATCC CRL 1573), etk mouku nerensima xomsika (BHK-21, BHK-570; ATCC CRL 8544, ATCC CRL
10314), xnerkn mouek cobak (MDCK; ATCC CCL 34), knetku suaHuka kutaiickoro xomska (CHO-K1; ATCC
CCL61; CHO DG44; CHO DXBI11 (Hyclone, Jloran, FOta); Cm. Takke, Hanpumep, Chasin et al.., Som. Cell.
Molec. Genet. 12:555, 1986)), xinetku runodu3a kpeicel (GH1; ATCC CCLS82), xinetku HeLa S3 (ATCC CCL2.
2), kietku renatoMbl Kpbickl (H-4-1I-E; ATCC CRL 1548) SV40-TpanchopMHUpoBaHHbBIE KIETKH MOYKH 00€3bsI-
HBI (COS-1; ATCC CRL 1650) u Mprmunaeie ambpronanbhbie kietkn (NIH-3T3; ATCC CRL 1658). JomomHu-
TENBHBIC MMOJXOSIINC KICTOYHBIC JTMHAU U3BECTHEBI B JAHHOM OOJIACTH M TOCTYIHBI B TyOJIMYHBIX JCIO3UTApU-
AX, TAaKUX KaKk AMEpHKaHCKasl KOJUICKIUsl THIOBEIX KyabTyp (American Type Culture Collection), Manaccac,
Bupmxunaus. MoryT ObITh UCTIONB30BaHbl CHIIBHBIC IPOMOTOPBI TPAHCKPUIIIIMH, TAKHE KaK IMPOMOTOPHI U3 SV-
40 nmu mutomeranosupyca. Cwm., Hanpumep, nateHT CIIIA Ne 4956288. [Ipyrue moaxonsiiue NPOMOTOPEI
BKITIOUAIOT MPOMOTOP reHa MetayutoTnoHenHa (mateHTsl CIITA NoNe 4579821 u 4601978) 1 OCHOBHOM TO3MHUH
TIPOMOTOP aICHOBUpYCA.

OT60p ¢ mpenaparoM OOBIYHO HCIIOJIB3YETCS ISl 0TOOpa KYJIBTHUBHPYEMBIX KIETOK MIICKOTHTAIONMINX, B
KoTophie ObuTa BcTpoeHa uykeponHas JIHK. Takue xineTkn oObIdHO HaspiBaioT "TpaHcdekrantamu'. KieTkw,
KOTOpBIe OBUTH KyJbTHBHPOBAHBI B IPUCYTCTBHH CEJIEKTUBHOTO areHTa W COCOOHBI IlepeaBaTh I'eH, MPeaCTaB-
JISIONTUN WHTEpEC, CBOEMY TOTOMCTBY, HAa3bIBAIOTCS 'CTaOMIBHBIMH TpaHC(ekTaHTamMu'. VIumrocTpaTHBHBIC
MapKepsl, MPUTOIHBIC [UIS CEICKIINU, BKIIOYAIOT T'eH, KOJUPYIOMIHUH YCTOWIMBOCTh K AaHTHOMOTUKY HEOMHUIIUHY,
KOTOPBII TTO3BOJIICT MPOBOUTH CEJICKIMIO B MPUCYTCTBUH TIperapara TUIIa HEOMUIIMHA, Takoro kKak G-418 wim
TOMY IOJIOOHOTO; TeH gpt Al KcaHTHH-TYaHHH-(hochoprbo3mnTpancdepasbl, KOTOPBIH 0OecIeYnBaeT pocT Kie-
TOK-X035I€B B IPUCYTCTBUH MUKO(EHOJIOBOH KUCIIOTHI/KCAaHTHHA; U MAapKepbl, KOTOPBIE 00ECIIeYNBAIOT YCTOWYH-
BOCTb K 3€OLMHY, OJICOMHIMHY, OJacTONUINHY M THrpoMuimHy (cM., Hampumep, Gatignol et al., Mol. Gen.
Genet. 207:342, 1987; Drocourt et al., Nucl. Acids Res. 18:4009, 1990). Cucrembr 0TO0pa MOTYT TaKKe HCIOJb-
30BaThCS IS TIOBBIIIECHHS YPOBHS SKCIIPECCHH T'€HA, MPEACTABIAIONIETO WHTEPEC, U 3TOT IPOIECC Ha3bIBACTCA
"ammudukanuein”. AMIIIA(GUKAIAIO IPOBOASIT IMyTEM KYJIbTUBHPOBAHUS TPAHCPEKTAHTOB B MPUCYTCTBUU HH3-
KOTO YPOBHS CEJIEKTHBHOTO areHTa W 3aTeM YBEIMYCHHUS KOJIWIECTBA CEIEKTUBHOTO areHTa Uil 0TOopa KIETOK,
KOTOpPBIE MPOAYIMPYIOT BBICOKHE YPOBHH NPOIYKTOB BBEIEHHBIX I'€HOB. VIITIOCTpAaTHBHBIM aMIUTH(UIIpYe-
MBIM CEJIEKTHPYEMBIM MapKepoM SBISICTCS AUTHAPOQOIATPEeIyKTa3a, KOTOpast IPHUAAaeT yCTOMIMBOCTh K METOT-
pekcaty. Takke MOTYT OBITH UCIIOJIB30BaHBI JAPYTHE TCHBI YCTOHYMBOCTH K IpenapataM (HampuMmep, YCTOHYH-
BOCTh K THIPOMHIUHY, YCTOHYMBOCTh K MHOXCCTBCHHBIM JICKAPCTBEHHBIM CPEICTBAM, ITYPOMHUIIMH-
areTHITpaHcdepasa).

Jlpyrue KIeTKH BBICHIMX 3YKAPHOT TAKXKE MOTYT OBITh MCIIOJIB30BAHEI B KAUECTBE X035CB, BKIFOYAS KICTKU
HAaCEKOMBIX, KJIETKH PacTeHHH M KieTkH nTull. Mcmons3oBanue Agrobacterium rhizogenes B kauecTBe BEKTOpa
JUISL KCIIPECCHH TeHOB B KJIETKaX pacTeHHi Oblo paccmotpeno Sinkar et al., J. Biosci. (Bangalore) 11:47-58,
1987. Tpanchopmariist KIETOK HACEKOMBIX M IPOIYIUPOBAHIE B HUX UYXKEPOTHBIX ITONUICITHIOB PacKphITa
Guarino et al, matent CILIA 5162222 u WO 94/06463.

KieTkn HaceKOMBIX MOTYT OBITh WHPHUITUPOBAHB PEKOMOWHAHTHBIM OaKyJIOBHPYCOM, OOBITHO IMOJIYYCH-
HBIM M3 BUpYCa sSIepHOTO Tosmdapo3a Autographa californica (AcNPV). Cwm. King and Possee, The Baculovirus
Expression System: A Laboratory Guide (Chapman & Hall, London); O'Reilly et al., Baculovirus Expression
Vectors: A Laboratory Manual (Oxford University Press., New York 1994); and Baculovirus Expression Proto-
cols.. Methods in Molecular Biology (Richardson ed., Humana Press, Totowa, NJ, 1995). PekomOuHaHTHBIH
0aKyJIOBHPYC TaK)X€ MOXKET OBITH MOJYYEH ITyTEeM HCIIOJIb30BAHUS CUCTEMBI Ha OCHOBE TPAHCIIO30HA, OIMCAH-
Ho# Luckow et al. (J. Virol. 67:4566-4579, 1993). Ota cucrema, KOTopasi HCIOJIb3YEeT BEKTOPHI IIEPEHOCA, KOM-
MepuecKH nocTynHa B popme Habopa (Habop BAC-TO-BAC; Life Technologies, I'eitrcOypr, Mapunenn). Bek-
Top nepenoca (manpumep, PFASTBACI; Life Technologies) comepxut TpaHcmo3oH Tn7 st mepemMenieHus
JHK, konupyromieli HHTepecyIomuii 0enok, B reHoM 0aKkyJIoBHpYyca, KOTOphIi noanepxuBaercs B E. coli, B Bu-
ne Oonpmion mrasMuzael, HaseiBaeMor "Oakmumoin". Cm. Hill-Perkins and Possee, J. Gen. Virol. 71:971-976,
1990; Bonning et al., J. Gen. Virol. 75:1551-1556, 1994; and Chazenbalk and Rapoport, J. Biol. Chem.

-102 -



047733

270:1543-1549, 1995. Kpome Toro, BEKTOPHI IEpeHOCA MOTYT BKIOUaTh cnusHue B pamke ¢ JJHK, xogupyromeit
VAJHHEHUC MOJUNenTuaa win adGUHHBIA TIT, Kak omucaHo Bbie. C UCIOJIb30BAHUEM METOJOB, H3BECTHBIX B
JTAHHOW 00JIacTH, BEKTOP MEpEeHOCca, cofiepKkammii nocienoBatenbHocTh JTHK, kogupyromntyto 6emok, Tpanchop-
MHUPYIOT B KJIeTKH-X03sieBa E. coli, n kJeTku moBepraioT CKpUHUHTY Ha HaJudue OaKkTepuil, KOTOPBIE COAepiKaT
TIpepBaHHBIN TeH lacZ, 9To yka3bpiBaeT Ha peKOMOMHAHTHBIN OakymnoBupyc. bakmunuyio JTHK, comepxamryro
PEeKOMOMHAHTHBIN 0aKyJIOBHUPYCHBII T€HOM, BBIACISIOT C WCHOIH30BAaHUEM OOIICIIPUHATHIX METOIOB U HCIOJb-
3y10T i TpaHcheknuu kieTok Spodoptera frugiperda, Takux kak kinetku Sf9. Jlamee BeIpabaThIBacTCs PEKOM-
OMHAHTHBIN BHPYC, KOTOPBIH JKCIPECCUPYET OENOK, MPEICTaBIISIONMA HHTepec. PeKOMOWHAHTHBIE BHPYCHBIE
CTOKH ITOJY4YalOT COCOO0aMH, OOBIYHO MCHOIb3YEMBIMHU B TAHHOH 00JIacTH.

Jlns mpousBoacTBa Oelika peKOMOWHAHTHBIA BUPYC MOXKET OBITH MCIIOJIB30BAH JUIS 3apaKCHHS KICTOK-
X03sI€B, KaK MPaBWIO, KJICTOYHOW JIMHUH, IPOUCXOIAIICH U3 KYKYpYy3HOU JTUCTBEHHOU cOoBKH, Spodoptera frugi-
perda (Hampumep, knetkn S wmu Sf21) nnm Trichoplusia ni (mHanpumep, knetkn HIGH FIVE; Invitrogen, Kap-
noan, Kammgopuus). Cum. B nenom Glick and Pasternak, Molecular Biotechnology, Principles & Applications of
Recombinant DNA (ASM Press, Washington, D. C, 1994). Cm. taxxke matent CIIIA Ne 5300435. BecceiBopo-
TOYHBIE CPEBI UCTIONB3YIOTCS ISl pOCTa M MOAAepKaHM KiIeToK. [lomxoasiue cocTaBbl cpel N3BECTHHI B TaH-
HOW 00JTaCTH M MOTYT OBITh IONy4EHBI OT KOMMEPYECKHX IOCTABIINKOB. KiIeTKH BBIpAMMBAIOT OT IUIOTHOCTH
MHOKYJIAIIMH 0KoJo 2-5x10° kieTok 10 mmotHocTH 1-2x10° KIIeTok, mocie uero K06aBisiOT PEKOMOUHAHTHBIH
BHPYCHBIN CTOK B MHOkecTBeHHOCTH MH(pekmmu (MOI - multiplicity of infection) ot 0,1 mo 10, game okomo 3.
Hcnonp3yeMpie Tporieaypsl OOBIYHO ONMCAHBI B JOCTYMHBIX JTaOOPATOPHBIX PYKOBOACTBAX (CM., HampHMep,
King and Possee, Beimre; O'Reilly et al., Berme; Richardson, Berme).

I'puOKOBBIC KIIETKH, BKIIOYAs APONOKEBBIC KIIETKH, TaK)KE MOTYT OBITh WCIIOJIH30BAHBI B JaHHOM OIIHCA-
HUH. B 3TOM OTHOIIEHHMHM BHIBI APOXOKEH BKIIOYAIOT, Hanmpumep, Saccharomyces cerevisiae, Pichia pastoris u
Pichia methanolica. Crioco0s1 TpancopmMarmu Ki1eTok S. cerevisiae sx3orenHoit JJHK u nomyyenns u3 Hux pe-
KOMOWHAHTHBIX MOJIMTICTITUAOB OMMCAHbI, HanpuMmep, B Kawasaki, matent CIIIA Ne 4599311; KaBacaku u coaBT.
IMatent CILIA Ne 4931373; Brake, matent CIIIA Ne 4870008; Welch et al. matent CIIIA Ne 5037743; u Murray
et al. marent CILIA Ne 4845075. TpanchopMupoBaHHBIC KIETKA OTOUPAIOT MO (EHOTHITY, OIPEACISIEMOMY Ce-
JIEKTUPYEMBIM MapKepOM, OOBIYHO YCTOHYMBOCTBIO K MPETapaTy MM CIIOCOOHOCTHIO PACTH B OTCYTCTBHE OIIpe-
JIEJICHHOTO MTUTATEILHOTO BEIecTBa (Hampumep, JiekiuHa). [IpuMepHoii BEKTOPHOM CHCTEMO JJIsT HCIIOJIh30Ba-
Hus B Saccharomyces cerevisiae siBnsietcst BekropHas cucrema POT 1, packpriras Kawasaki et al. (matent CIIA
Ne 4931373), KOTOpPBIi TTO3BOJIIET BEIOMPATH TPpaHCHOPMHUPOBAHHBIE KIETKH ITyTEM POCTa B Cpelle, COMEpIKaIIeH
rimoko3y. [Toaxosmue mpoMOTOPEI M TEPMHUHATOPEI 7SI CTIONB30BAHMSA B IPOXKIKaX BKIIOYAIOT IPOMOTOPHI U3
TEHOB TIUKOJIUTHIECKUX PepMeHTOB (cM., Hanpumep, Kawasaki, matent CIIHA Ne 4599311; Kingsman et al.,
ITarent CIIIA Ne 4615974; u Bitter, matent CILIA Ne 4977092) u reHbpl aqkoroibaeruaporeHassl. CM. Takxke
nateHTsl CIIIA NoNe 4990446; 5063154; 5139936; u 4661454. B naHHOIT 00MacTH U3BECTHBI CHCTEMBI TPaHC-
(opmarum st Ipyrux apoxokel, Bkiodas Hansenula polymorpha, Schizosaccharomyces pombe, Kluyveromy-
ces lactis, Kluyveromyces fragilis, Ustilago maydis, Pichia pastoris, Pichia methanolica, Pichia guillermondii u
Candida maltosa. CmoTpu, Hanpumep, Gleeson et al, J. Gen. Microbiol. 132: 3459-3465, 1986; Cregg, maTeHT
CIIA Ne 4882279; m Raymond et al, {1 Yeast 14:11-23, 1998. Knerkn Aspergillus MOoryT OBbITh HCTIOB30BaHBI B
cootBercTBUU ¢ MeTonamMu McKnight et al. [TatenT CIITA Ne 4935349. Cnioco6b1 Tpanchopmammu Acremonium
chrysogenum packpsiTel Sumino et al. matent CIIIA Ne 5162228. CriocoObl TpaHchopMaIuy HERPOCTIOPHI pac-
KpeIThl B Lambowitz, matent CIIIA Ne 4486533. Iomyuenne pekomMOMHAHTHBIX OenkoB B Pichia methanolica
packpsiTo B mateHTax CIIIA NeNe 5716808; 5736383; 5854039 u 5888768.

[IpokapruoTHueckne KJICTKH-X035eBa, BKItodas mraMMbl 6akTepuid Escherichia coli, Bacillus u nqpyrux po-
JIOB, TAKXe SBIISTIOTCS TIOJIE3HBIMH KIJIETKaMH-X03€BaMH B paMKax JaHHOro u3o0pereHus. CriocoOsl Tpanchop-
MAaIIMH 3THX XO035€B U AKCIPECCHH KIIOHUPOBAHHBIX B HHUX YYKEPOJHBIX mocienoBarenbHocTeit JJHK xopormo
M3BECTHBI B JJaHHOH oOnacth (cM., Hanmpumep, Sambrook and Russell, Boimre). [Ipu sxcnpeccun pexkoMOHHAHT-
HOro Oenka B OakTepusx, Takux kak E. coli, 6eok MOXKeT yIep>KUBAThCS B IUTOIIa3Me, OOBIYHO B BHJC Hepac-
TBOPUMBIX TPAHYI, WX MOXET HANPABIATHECSA B MEPHUILIA3MATUICCKOS TMPOCTPAHCTBO C IMOMOIIBIO MOCIEI0BA-
TENBHOCTU OaKTepHaIbHOU CeKpelui. B mepBoM ciydae KIICTKH JIM3HPYIOT, @ TPAHYIIbl H3BJICKAIOT U ICHATYPU-
PYIOT, HCIIONB3Ys, HAPUMEP, U30THOIIMAHAT TYaHUIUHA WM MOYEBHHY. 3aTeM JACHATYPUPOBAHHBINA OCIOK MO-
JKeT OBITh IIOBTOPHO CBEPHYT W AUMEPHU30BaH IyTeM pa30aBiIeHUs IeHATypaHTa, TAKIM 00pa3oM, HallpuMep, Kak
JIUai3 TIPOTHUB PAacTBOpPa MOYEBHUHBI M KOMOMHAIIMN BOCCTAHOBJICHHOTO M OKHCIJIEHHOTO TJIyTaTHOHA, C IOCIe-
TIYIOTIIMM JTHAJTM30M TPOTUB 3a0y(hepeHHOT0 COJIEBOTO pacTBOpa. AIIbTEPHATHBHO, OETTOK MOXKET OBITh U3BIICUCH
W3 IUTOIUIa3MBl B paCTBOPUMOi1 (hopMe M BBIIEIeH 0e3 MCIIONB30BaHMs JCHATYPUPYIOMUX areHToB. bemok m3-
BIIEKAETCS U3 KJIETKW B BHJIE BOJHOTO 3KCTpaKTa, Hampumep, B pocdatHo-comeBoM Oydepe. st 3axBaTta mpen-
CTaBJIAIONIEr0 MHTepec Oellka AKCTPAKT HAHOCAT HEMOCPEACTBEHHO Ha XPOMATOrpaguIecKyto Cpeay, TaKyro Kak
UMMOOWIN30BaHHOE aHTHUTEINIO WM TenapuH-cedaposHas komoHka. CekpeTupyeMble OCIKH MOTYT OBITh U3BJIC-
YCHBI U3 TCPUILIA3MATHYSCKOTO MPOCTPAHCTBA B PACTBOPUMON U (DYHKIIMOHAIEHOUW (POpPME IyTEM Pa3pyIICHUS
KJICTOK (HampuMep, yIbTPa3BYKOM HJIM OCMOTHYECKUM IIOKOM), YTOOBI BBICBOOOIUTH COACPIKUMOE MEPUILIA3-
MaTHYECKOTO MPOCTPAHCTBA M BOCCTAHOBJICHUS OCIIKa, TEM CaMBIM yCTPaHss HEOOXOAMMOCTh B JCHATYPAlUU U
pedonaunTre. AHTHTENA, BKIIOYAsl OJHOLCIIOYCYHBIC aHTHTEIA, MOKHO MPOAYIIHPOBATh B OAKTCPUANBHBIX KJIET-
Kax-X03s5€Bax B COOTBETCTBHH C U3BECTHBIMU criocobamu. CMoTpu, HanpuMmep, Bird et al., Science 242: 423-426,

- 103 -



047733

1988; Huston et al., Proc. Natl. Acad. Sci. USA 85:5879-5883, 1988; u Pantoliano et al., Biochem. 30:10117-
10125, 1991.

TpanchopMupoBaHHBIE WM TPAaHCPHUIMPOBAHHBIC KIETKH-X035€Ba KYIbTUBUPYIOT B COOTBETCTBHH C Tpa-
JTUIMOHHBIMH TIPOIEAypaMH B KyJIbTYPaJIBHON Cpene, COAepIKallell MUTaTeIbHBIe BEIIECTBA U IPYTHe KOMIIO-
HEHTHI, HEOOXOJUMBIE I POCTa BEIOPAHHBIX KIETOK-X035€B. Pa3nuuHble MOOXOAAIINE CPeabl, BKIIOYas OIpe-
JICJICHHBIE CPeNbl U CIIOKHBIE CPEIbl, M3BECTHH B JAHHOW 00JAaCTH M OOBIYHO BKIIFOYAIOT HCTOYHHK YIIEPOJa,
HCTOYHHUK a30Ta, HE3aMEHUMbIC aMUHOKHCIOTHI, BUTAMUHBI 1 MUHepaibsl. HocuTrenp Takke MOXET COAepiKaTh
TaKkye KOMIOHEHTHI, Kak (aKkTOPBI pOCTa WM CHIBOPOTKA, 10 HeoOxommmocTr. Cpena A pocTa, Kak IMpaBHIIo,
OTOHMpaeT KICTKH, COIepiKalue 3k30reHHo nobamieHHyro JIHK, Hampumep, myrem oTOOpa mpemapaToM WA
HEJIOCTaTKOM HEOOXOIUMOTO MHTATEeIBFHOTO BEUICCTBA, KOTOPOE JIOTONHACTCS MApKEePOM CEICKIIMH, KOTOPBIN
COJICPXKUTCS B IKCIIPECCHOHHOM BEKTOPE WJIH COBMECTHO TPAaHCHUIIUPYETCS B KICTKY-XO3SHH.

CD123-cBs3pIBaromue OSIKA MOTYT OBITh OYHIIEHBI OOBIYHBIMH CIIOCOOAMH OYHCTKH OejiKa, OOBIYHO C
MOMOIIEI0 KOMOMHAIMU Xpomarorpadudeckux MetooB. Cm. B obmeMm Affinity Chromatography: Principles &
Methods (Pharmacia LKB Biotechnology, Uppsala, Sweden, 1988); Scopes, Protein Purification: Principles and
Practice (Springer-Verlag, New York 1994). benku, conepskamue Fc-06macTh IMMyHOTII00YTMHA, MOTYT OBITH
ountieHsl aphuHHON XpomaTorpadueld Ha UMMOOMITN30BaHHOM Oenke A mim Oenke G. JIOMOJHUTENBHbIE CTa-
I OYHMCTKH, TAKHE KaK TelIb-(QUIbTPanys, MOTYT OBITh HCIIOIB30BAHbI IS IOTYYCHHUS KEJTAeMOTO YPOBHS UH-
CTOTBI HJTH JIJIst 00ECCOMMBAHUs, 3aMeHBI Oydepa 1 ToMy MmoJ00HOTO.

JlarHOe packprITHE OOecrednBaeT CHOCOOBI JIEUeHUSI CyOBEKTa C PacCTPOWCTBOM, XapaKTePU3YIOIIUMCS
n30eITouHOM 3Kcnpeccueit CD123. Kak npaBuio, Takue crmocoObl BKIIOYAIOT BBEIEHHE CYOBEKTY, HyXIaroIe-
MycCsl B TaKOM JieueHuH, noiunentuaa wia CD123-ces3piBaromero 0eiika, Kak OMMCAaHO B JAHHOM JOKyMeHTe. B
HEKOTOPBIX BapuaHTax ocymecTBieHUs CD123-cBa3bIBaroImuii OEIOK COACPKUT IO MEHBINCH Mepe onHy 3¢-
(bexTopHYIO (QYHKIUIO, BEIOPAHHYH) W3 AHTUTEIIO3aBHCHMOW KJIETOYHO-OMOCPEIOBAHHON ITUTOTOKCHYHOCTH
(A3KL) u xommiemenT3aBucumoii murorokcuanocty (CDC), Tak uro CD123-cBsi3pIBatomiuii OSIOK HHAYIHPY-
et A3KL n/mmm CDC antu-CD123-3kcnpeccupyroniye KISTKH y CyOBeKTa.

B npyrux BapmaHTax OCYIIECTBICHHS, B KOTOPHIX MOJUIETITHA COJCPKHUT BTOPOU CBSI3BIBAIOLINI JOMEH,
KOTOPBIKA criennuIecku CBA3bIBaeT T-KiIeTKy (Hampumep, ¢ komruiekcoM TKP wim ero KOMIIOHEHTOM, TaKuM
kak CD3¢), monumnentua wiu 6enok, cs3piBatomuiicst ¢ CD123, uHaynmpyer nepeHanpasieHHy0 T-KIeTOYHYO
uToTOKCHIHOCTh (RTCC) anTu-CD123-3KcnipeccupyIonuX KIETOK y CyObeKkTa. B HEKOTOPHIX BapHaHTax OCy-
mectBieHus: nonunentuasl RTCC (Hanmpumep, nomunenTuabl, kotopsie nHAyIMpytoT RTCC) conepxar Moam-
(bUIIMPOBAHHBIN KOHCTAHTHBIA JOMEH JJIs CHIbKeHUS nin yaaneHus aktuBHoctr ASKI] n/nmm CDC.

B HEKOTOpBIX BapWalMsaX METOJa PacCTPOMCTBO MpeacTaBisieT co0oil pak. MInmocTpaTBHBIE BUIBI paka,
TIOJTAIOIIHECS JICUCHUIO B COOTBETCTBHH C JTAHHBIM PACKPBITHEM, BKIIIOYAIOT, HAIPUMEP, OCTPBIA MUCIOMIHBIN
neiiko3 (OMJI), B-nmumdoneiiko3, HOBOOOpa3oBaHHS W3 OJIACTHBIX IUIA3MOIIMTOMIHBIX JCHIPUTHBIX KIETOK
(OBIT/JIK), BOJIOCATOKIICTOYHBIH JEUKO3, MHUCIOAUCIUIACTHYCCKUI CHHIPOM, OCTPYIO JTUMQOOIACTHYIO JICHKe-
MUIO, pePPaKTEPHYIO aHEMHIO ¢ U30BITKOM OJIACTOB, XPOHUYCCKAst MUCIIOUTHBIH JICHKO3 U iuM¢poma XO0PKKHHA.

JlaHHOE pacKpBITHE TaK)KE OXBATHIBACT MCIIOJF30BAHKE MONUICTITHAA, CBs3bIBaromiero CD123 s mpowus-
BOJICTBA JICKAPCTBEHHOT'O CPEACTBA JJIS JICUCHHUST PACCTPOUCTBA (HATIPUMED, paKa), XapaKTCPU3YIOIIETOCs CBepX-
akcnpeccueit CD123. B ogHOM BapuaHTe OCYIIECTBIICHUS TONMIENTH, cBs3biBatommid CD123 oGmamaer ak-
tuBHOCTHIO RTCC, Hanpumep, oH comepkuT goMeH, aHTH-CD123 u antu-CD3 cBsi3piBanms. B ogHOM BapuaHTte
OCYILIECTBIICHHS JaHHOE PACKPBITHE BKIIOYACT MOJUIENTHA, cBa3bIBatomunit CD123 s nmpuMeHeHus pu Jiede-
HUU pacCTpOHCTBA (HAIIpUMep, paka), XapaKTepu3yromierocs ceepxakcnpeccueit CD123.

B onmHOM BapmaHTe OCYIIECTBICHUS JaHHOE M300peTeHHe OTHOCUTCS K CIIOCOOY JICUCeHUs MaIleHTa ¢ JIu-
arHO30M OCTPBIH MHUEIOWAHBIN Jieiiko3, B-muMdorneitko3, HOBOOOpa3oBaHU W3 OJIACTHBIX TUIA3MOITUTOUTHBIX
nernputHbIX KieTok (OBITAK), BoIocaTOKICTOUHBIN JICHKO03, MUCIOMUCILIACTUICCKAN CHHAPOM, OCTPBIHA JIUM-
(hoOmacTHBIN JeWK03, pepakTepHas aHEeMHUs ¢ M30BITKOM OJIACTOB, XPOHUYECKUN MUEIOUIHBIA JICHKO3, JTHUM-
(oma Xo/KKMHA WK IpYTOH pak, CBSI3aHHBIH ¢ akcnpeccueit CD123, myrem BBeneHus TepaneBTHYecKn 3¢ dek-
TUBHOTO KOJHYECTBA (hapMaICBTHUCCKONH KOMITIO3HIIMHU, COJEpXKAMCH pPEKOMOWHAHTHBIA MONHIICOTH], IO
MeHblIeH Mepe npumepHo Ha 80%, o MeHblIel Mepe IpuMepHO Ha 85%, 0 MeHblIel Mepe mpumepHo Ha 90%,
M0 MEHbIIEH Mepe, pUMepHO Ha 95%, mo MeHbIIel Mepe npuMepHO Ha 96%, o MeHblIeld Mepe IPUMEPHO Ha
97%, no MeHbIIeil Mepe mpuMepHO Ha 98%, 1Mo MeHbIIeH Mepe MpuMepHO Ha 99% wmimu 1o MeHbIIel Mepe MmpH-
MepHO Ha 100% wmneHTHYHBIN aMuHOKHCIOTHOH nocnenoBaTensHOCTH SEQ ID NO: 130 mmm 132.

B HexoTOpBIX BapHaHTax OCYIIECTBICHUS TaHHOE H300pETEeHNE OTHOCUTCS K CIIOCOOY JICUEHHS MTAIlHeHTA C
pakoM, BKIJIFOYAIONIEMY BBEJEHHE MAIMEHTY IMOJMIENTHAA, cBs3bBatomero CD123, comepxamero aMHHOKHUC-
JIOTHYIO TTOCJIEIOBATENLHOCTD, peacTaBieHHyo B SEQ ID NO: 130, SEQ ID NO: 132, SEQ ID NO: 134, SEQ
ID NO: 136, SEQ ID NO: 138, SEQ ID NO: 140, SEQ ID NO: 142, SEQ ID NO: 144, SEQ ID NO: 146, SEQ
ID NO: 148, SEQ ID NO: 150, SEQ ID NO: 152, SEQ ID NO: 154 unu SEQ ID NO: 156.

B HEKOTOpHIX BapHaHTaX OCYIICCTBJICHUS JJIS CIIOCOOOB JICUCHUS U NMPUMCHCHUI, OMMMCAHHBIX B JAHHOM
JIOKYMCHTE, TOJHIICITH]] TI0 JAHHOMY H300PETCHHIO JOCTABIIICTCS CIIOCOOOM, COTIACYIOIIUMCS C TPaTUIIHOH-
HBIMH METOJIOJIOTHSIMHM, CBSI3aHHBIMH C JICUYCHHEM 3a00JICBaHWS WM PACCTPOWMCTBA, IUIS KOTOPOTO Tpedyercs
JeueHre. B COOTBETCTBUMU ¢ MPUBEACHHBIM B JaHHOM JOKYMEHTE ONKCAaHWEM TepaneBTH4ecku 3ddekTuBHOES
KkonmdecTBO mosmnentuaa win CD123-cBs3piBatomiero 6enka B opMe TuMepa BBOISAT CYOBEKTY, HYXKIAroIie-
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MyCsl B TaKOM JICYCHHH, B TEUCHHE BPEMEHH W B YCIIOBHSX, JOCTATOYHBIX IS IIPEAOTBPALICHUS WIH JICUCHHS
3a00JIeBaHMS MM PAcCTpOICTBa.

CyOpexTamMu JJ1s1 BBEJCHHS IOJHICITHIOB, KaK OMHCAHO B JAHHOM IOKYMEHTE, SIBIIAIOTCS TIAIIUCHTHI C
BBICOKMM DPHCKOM pa3BUTHS KOHKPETHOTO PACCTPONCTBA, XapaKTEePHU3YIOMIerocs M3OBITOYHOH »KcIpeccuen
CD123, a Takxe MalMeHTHI ¢ UMEIOIUMCSI TAaKUM paccTpoiicTBoM. Kak mpaBuio, y cyObeKkTa THarHOCTHPYIOT
paccTpoicTBO, Al KOTOporo Tpedyercs jeuerne. Kpome Toro, CyOBEKTH MOTYT B TEUCHHE Kypca JICUeHHUs Ha-
Omonath 3a MOOBIM M3MEHEHHEM PacCTPONCTBA (HAIpUMEp, 338 YBEIWICHUEM MIIM YMEHBIICHHEM KIMHUYICCKIX
CHUMIITOMOB paccTpoiicTBa). Kpome Toro, B HEKOTOPBIX BapHaHTaX CyOBEKT HE CTPagaeT OT APYTrOro PacCTpoi-
CTBa, TPEOYIOILETO JICUESHHsI, KOTOPOE BKIIIOUACT HALISIMBAHUE Ha KIIETKH, dKcTpeccupyromme CD123.

B npodmnaktrdecknx nensx ¢apMarieBTHYeCKHe KOMIIO3UIIMU WIH JIEKApCTBEHHBIE CPEJICTBA BBOAAT I1a-
IIUEHTY, TPEIPACIIOJIOKEHHOMY WJIM HHBIM 00pa3oM MOABEPKEHHOMY PHCKY KOHKPETHOT'O pacCTpOHCTBA, B KO-
JMYECTBE, NOCTATOYHOM JJIsI YCTPAHEHUs WM YMEHBIICHUS PUCKa WM 3aJepP’KKM BO3HHKHOBEHHS PacCTpOH-
cTBa. B TepaneBTHUECKMX MPUMEHEHHAX KOMIO3UIMU WM JICKAPCTBECHHBIE CPEICTBA BBOJIT MAIlMEHTY, O103-
peBaeMOMY WIIM yX€ CTpaJalolieMy TaKuM PacCTpOHCTBOM, B KOJHMYECTBE, JOCTATOYHOM JUIS JICUCHUS WIIH, IO
MEHbIIIEH Mepe, YaCTUYHOW OCTaHOBKH CHMIITOMOB pPaccTpOMCTBa M ero ocioxHeHui. KomnyecTBo, gocrarou-
HOE /ISl JOCTI)KEHHUS 3TOTO, HAa3hIBACTCS TEPAIEBTUUECCKH YPPEKTUBHON 10301 mwim KonmgectBoM. Kak B mpo-
(PMITaKTUYIECKHX, TaK U B TEPANCBTUICCKUX PSKUMAX arceHTHl OOBIYHO BBOAAT B HECKOJBKUX J03aX /IO TeX II0D,
MOKa He OyAeT JOCTHTHYT AOCTATOYHBIN OTBET (HAIpHUMep, MHrHOMPOBaHUE HECOOTBETCTBYIONIEH aKTHBHOCTH
anruorenesa). Kak mpaBuio, OTBET KOHTPOIHMPYETCS, ¥ IMOBTOPHBIC O3Bl HA3HAYAIOTCS, €CIIH XKEJaeMbIil OTBET
HaYMHAET UCUEe3aTh.

JIist uIeHTUUKALNY TAIIUEHTOB, MOJJIEKAIUX JICYEHHIO, B COOTBETCTBHH CO CIIOCOOAMH PACKPBITHS, MO-
TYT OBITh MCHOJIB30BaHbI IPHHATHIE METOJBI CKPHHUHTA ISl OTIpeieNicHus] (PaKTOPOB PUCKA, CBSI3aHHBIX C KOH-
KPETHBIMH PACCTPOHCTBAMM, WITH JUIS OTIPEJICNICHNs] COCTOSIHUS CYIIECTBYIOIIETO PACCTPONHCTBA, BBIIBICHHOTO Y
cyowekTa. Takne criocoObl MOTYT BKIIOYaTh, HAPUMED, ONPEEICHUE TOTO, €CTh JIM Y YeJIOBEKa POJICTBEHHUKH,
KOTOPBIM OBUI TTOCTaBJICH AMATHO3 OINPEIEIeHHOTo 3a0osieBaHusl. MeTo/pl CKpHHUHTA MOTYT TaKXKe BKJIIOYATh,
Hanpumep, oObIgHBIE 00CIETOBAHUS I ONIPEACIICHIS] CEMEHHOTO CTaTyca ISl KOHKPETHOTO 3a00JIeBaHMs, KO-
TOpOE, KaK M3BECTHO, UMEET HACIICIACTBEHHBII KOMIOHEHT. Hampumep, W3BECTHO, YTO pa3MYHBIC BHIBI paka
MUMEIOT OTpeIeTICHHBIC HACIeyeMble KOMIIOHEHTHI. Hace cTBeHHbIE KOMITOHEHTHI paKa BKJIIOYAIOT, HAIIPUMeED,
MYTallMA BO MHOXKECTBEHHBIX T€HaX, KOTOPHIE SIBIAIOTCS TpaHchopMupytomumu (Harpumep, Ras, Raf, EGFR,
cMet u np.), HaTMYWE WKW OTCYTCTBHE ONpeeeHHbIX Mojekyn HLA u pementopa MHTHOMpPOBAHUS KHLIepa
(KIR - killer inhibitory receptor) wim MeXaHU3MBI, C TOMOIIHIO0 KOTOPBIX PAKOBBIE KJIETKH CIIOCOOHBI MOTYJIUPO-
BaThb MMMYHOCYIIPECCHIO TaKUX KJeTok, kak NK-kiertku m T-kieTku, mpsiMO WM He IpsMO (CM., Hampumep,
Ljunggren and Malmberg, Nature Rev. Immunol. 7:329-339, 2007; Boyton and Altmann, Clin. Exp. Immunol.
149:1-8, 2007). C 3TOi# LEeNbI0 MOYKHO PEryJISpHO HMCIOJIB30BAaTh HYKJICOTHUAHBIC 30HIBI IS MICHTU(QHUKALUH
JIML, HECYIIUX TeHETUUECKHE MapKepbl, CBSI3aHHbIE ¢ KOHKPETHBIM MHTEPECYIOMNM paccTpoiictBoM. Kpome To-
TO, B JaHHOHM 00JIAaCTH TEXHUKH M3BECTHO MHOXKECTBO Pa3sHOOOPa3HBIX MMMYHOJOTHYECKHX METO/OB, KOTOPBIC
TIOJIE3HBI ISl HACHTH(UKAIIMKA MapKepoB crielu(uIecKoro paccrpoicTsa. Hampumep, B 1aHHOI o0nacT Tex-
HUKH XOPOIIIO W3BECTHHI Pa3IMYHBIE METOABI HIMMYHO(pEpMeHTHOTO aHanm3a DA, B KOTOPBIX HCHOIB3YIOTCS
30HABl MOHOKJIOHAJIBHBIX AHTUTEN UL BEISABICHUS aHTHUTEHOB, CBS3aHHBIX CO CHEIM(DUICCKUMH OITyXOJISIMH.
CKpUHHHT MOKET OBITh OCYIIECTBJICH B COOTBETCTBHH C M3BECTHBIMH CHMITOMAMHM IAlMEHTa, BO3PACTHBIMU
(hakTopamu, CBSI3aHHBIMU (PaKTOpaMU PHUCKA W T.I. DTH METOMBI TIO3BOJISIOT Bpady PETYJSIPHO OTOMpATh Ialln-
€HTOB, HYXIAIOIIHUXCS B METO/aX, ONMMCAHHBIX B JAHHOM JOKYMEHTE, [UIA JieueHHs. B COOTBETCTBHU € 3THMU
crioco0amMu HalleJMBaHUE Ha MATOJIOTHYECKHE KIIETKH, sKcrpeccupytomue CD123, MoxxeT OBITh pealn30BaHO B
BUJIC HE3aBUCHMOH INPOTPaMMBI JICUCHHSI WM B KauyecTBE IOCIEAYIOIICH, BCIIOMOTaTEeIbHONW I KOOPIMHU-
pyIOIIei CXeMBbl JICUCHHS 110 CPABHEHUIO C APYTUMH BUIAMH JICUECHHUS.

Jlist BBeieHUS TIOJIMIIENTHA 10 JaHHOMY HM300peTeHuio (Hampumep, B popMe auMmepa) MOKET OBITh CO-
CTaBJIeH B Buje (papmarieBTHUecKoi Kommro3unuy. dapmaneBTHdeckas KOMIIO3UINS MOXKET cofiepxkath: (i) mo-
munentus, csi3piBaronmii CD123 u (ii) ¢papManeBTHYECKH MPUEMIIEMBIH HOCHTEIb, pa30aBUTENb WM HATIOJTHHU-
Tenb. PapMarneBTHUIecKas KoMno3unwysi, conepskarias CD123-cBs3pIBaromuii 0€I0K, MOXET OBITh COCTaBJICHA B
COOTBETCTBUH C M3BECTHBIMH CIOCOOAMHM UIS TIPUTOTOBJICHUS (apMaIleBTUIECKH IMTOJIC3HBIX KOMITO3UINM, O-
CPEICTBOM YEro TepareBTHYECKas MOJIEKyJIa OOBEIUHIETCS B CMECH ¢ (hapMalleBTHYECKH NMPUEMIIEMBIM HOCH-
TejeM, pa3baBuTeNneM WM HamoJHuTeneM. CUuTaeTcsi, 9TO HOCHUTENb sBIsETCS "(hapMarieBTHUECKH TpUeMIIe-
MBIM HOCHTeNeM'", €CJIH €ro BBEICHHE MOXKET MEPEHOCUTCS MalnrueHTOM-perumnuenToM. CTepuibHBIH 3a0yde-
peHHbIi hochaToM PU3NOIOTHIECKUI PACTBOP ABJSICTCS OJHUM U3 MPUMEPOB (hapMarleBTHIESCKH TPUEMIIEMOTO
Hocuressl. J[pyrue noaxonsmue HOCUTENH, Pa30aBUTEH HIIH HAIIOJHUTENIN XOPOIIO U3BECTHBI CHIEHUATNCTaM B
naHHOU obnactu (Cwm., Hanpumep, Gennaro (ed.), Remington's Pharmaceutical Sciences (Mack Publishing Com-
pany, 19th ed. 1995)). CocTaBbl MOTYT JOTIOJHHUTENHHO BKIIOYATh B ceOs 0anH min Oojiee HAIOJHUTENN, KOH-
CEepBaHTHI, COIOOMIN3ATOPbI, Oy(epHbIe areHThl, aTbOyMUH I MPEJOTBPAILCHUS TOTepH Oellka Ha IIOBEPXHO-
CTAX (PJTAKOHOB U T.1I.

dapmarieBTHUECKast KOMIIO3UIINS MOXET OBITh COCTaBIICHA B BUJIE JIEKapPCTBEHHON (hOPMBI, BEIOpaHHOH 13
TPYIIIBI, COCTOSIICH U3 MEPOPATBHON eMUHUIHON (HOPMBI J03bI, BHYTPUBCHHON €IMHUYHOW (POPMBI J03BI, HH-
TpaHa3aIbHON €MHIYHOW GOPMBI T03bI, CYITIO3UTOPHON STMHIYHON (OPMBI 1036, BHYTPHUKOKHON €THHIIHON
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(hOopMBI 10361, BHYTPUMEBIIICYHON SIMHAIHON (GOPMEI 103bI, BHYTPHUOPIOIIMHHOW € IMHUIHOMN (POPMBEI T03HI, IO/~
KOXKHOW eTUMHUYHON (hOPMBI TO3BI, STHUIYpalibHas CIUHIYHONW (POPMBI T03bI, CyOIMHTBATBLHON ¢AUMHUYHON (op-
MBI JO3BI M BHYTPUMO3TOBOH eInHIYHON (hopMbI 10361. CTaHZapTHAS JIEKapCTBeHHAs (hopMa IS IepOPaT-HOTO
MPUMEHEHNST MOXET OBITh BEIOpaHa M3 TPYIIIBI, COCTOSIIEH U3 TaOJIETOK, MUJIIONb, MEJUIETOB, KalCyJl, MOPOII-
KOB, TIACTHIIOK, TPAHYJI, PACTBOPOB, CYCIIEH3MUH, SMYIBCHHA, CHPOIIOB, JIUKCHPOB, COCTABOB C 3aMEIJICHHBIM BBI-
CBOOOKACHNEM, a3PO30JICH U CIIPEEB.

®dapmareBTHUYeCKass KOMITO3UIHS, COAepIKamas MOJUICNTHI 10 JaHHOMY H300pEeTEeHHIO, MOXKET OBITH
BBeJleHa CYOBEKTY B TepaneBTHYecKd d(hdexTuBHOM KommdecTBe. CorjlacHO criocobaM JTaHHOTO HM300peTeHUs
6emnok, cesa3piBatonuii CD123, MOXET BBOAUTHCSA CYOBCKTaM Pa3MYHBIMU PSKAMAMU BBEICHUS, BKITIOYAs, Ha-
IpUMeEp, BHYTPUMBIIICYHBIH, ITOJIKOKHBIH, BHYTPHUBEHHBIN, BHYTPUIIPEACECPIHBIN, BHYTPUCYCTABHBIH, MapeHTe-
PANBHBINA, MHTPAaHA3aJIbHBIN, BHYTPUIICTOYHBIH, TPAHCICPMAIbHEIN, BHYTPUILICBPAIbHBIN, WHTPATCKAIBHBIA U
OpAJBHBINA TYTH BBEIICHHUSL.

Omnpenencure 3G QEeKTUBHBIX JO3UPOBOK B 3TOM KOHTEKCTE OOBIYHO OCHOBBIBAETCS HA MOJICIBHBIX UCCIIC-
JIOBAHUSX HA )KUBOTHBIX, 32 KOTOPBIMHU CIICAYIOT KIMHUYCCKUC UCIIBITAHUS Ha JTFOMIAX, U PYKOBOICTBYETCS OIpE-
neneHneM 3 (GEKTUBHBIX TO3UPOBOK U MIPOTOKOJIOB BBEACHHUS, KOTOPHIC 3HAYUTEIHHO YMEHBIIAIOT BOSHUKHOBE-
HUE WA CEPhE3HOCTh HCCIIETYEMOTO PACCTPORUCTBA Y MOJACIBHBIX CyOBEeKTOB. D (PEKTUBHBIC 03Bl KOMITO3UIIAH
M0 JAaHHOMY HM300PETEeHUIO BAPBUPYIOTCSA B 3aBUCHMOCTH OT MHOTHX Pa3lIMYHBIX (DAKTOPOB, BKIIFOUAsI CTIOCOOBI
BBEJICHHUS, MECTO HA3HAYCHUS, (PH3HOIOTUIECKOE COCTOSHIE MAIMEeHTa, SBISCTCS JIM IAllMeHT YeJIOBEKOM TN
JKUBOTHBIM, BBOAATCS JTM JPYTHE JICKAPCTBEHHBIE CPEICTBA, SIBISACTCS JIM JICYCHUE MPOPMIAKTHICCKUM WM Te-
pamneBTUYECKNM, a TaK)Ke KOHKPETHAsI aKTUBHOCTh CaMON KOMIIO3HIIMHU U €€ CIIOCOOHOCTH BBI3BIBATH JKETAeMBIH
oTBeT y HHAUBUIyyMa. OOBIYHO MAIMEHT SBJISIETCS YEJIOBEKOM, HO TP HEKOTOPBIX 3a00JICBAHUSIX MAITUCHT MO-
JKET OBITh MIICKOTIMTAIOIINM, OTJIMYHBIM OT 4eloBeKa. Kak mpaBmiio, CXeMbI TO3HPOBKH KOPPEKTUPYIOTCS IS
o0ecreueHNs ONTHUMAIBHOTO TEPArleBTUYECKOTO OTBETA, TO €CTh JJIS ONTUMU3AIMU 0e30MacHOCTH U 3P PEeKTHB-
HocTH. COOTBETCTBEHHO, TCPAICBTUICCKH I (PEKTUBHOES KOJIMUECTBO TAKKE MPEACTABISICT COOON KOTUIECTBO, B
KOTOPOM JIt0OBIC HEXKENaTeIbHBIC T0O0YHbIE 3P PEKTH UMEIOT MEHBIIICE BIUSHUE, YeM MOJIC3HBIC 3()(EKTHI BBE-
nerust CD123-cBs3piBatoniero 6emka, kak Omucano B AaHHoM aokymenTe. [[ist BBeaenns CD123-cBA3bIBarOIIEro
Oeka JTO3UPOBKa MOXKET COCTaBIIATh, Hanpumep, oT mpuMepHo 0,1 Mkxr g0 100 Mr/kr wim ot 1 g0 nmpumepHo 50
MT/KT |tk OoT 10 MKT 10 5 MI/KT Beca Tenna cyOnheKTa.

Jlo3mpoBKka (apMareBTHIecKOl KOMIIO3HIIMN MOKET BapbHPOBATHCS JICUAITIM BPadyoM ISl MOJACPIKaHUS
JKeJTaeMOM KOHIIEHTPAIlMU B LIEJIEBOM CalTe.

Uro KacaeTcs JIeUeHHsI COMAHBIX (TBEPIBIX) OIYXO0JICH, TPOTOKOIBI I OIIEHKH U3MEPSEMBIX ITapaMeTPOB
U MPOTHUBOOIYXO0JICBOM aKTUBHOCTH XOPOIIIO M3BECTHBI B TaHHOH 00macTu. B To Bpems Kak Kax bl IPOTOKOI
MOXET OIPEENsTh OLEHKH OTBeTa omyxosn no-pasHomy, RECIST (Response evaluation Criteria in solid tu-
MOrs-KPUTEPUU OIICHKH OTBETA B COJHIHBIX OITyXOJISIX) KPUTCPUH B JaHHOE BPEMs CUHTAIOTCS PECKOMCHIOBAH-
HBIMH PYKOBOISIIUMHE TPUHIIMIIAMY JIJIs OLICHKU OTBETa OIyXoJiu HannoHampHBIM MHCTUTYTOM paka (cM. Ther-
asse et al., J. Natl. Cancer Inst. 92:205-216, 2000). B cootBercTBum ¢ kpurepusimu RECIST omyxounesslit oTBeT
03HAaYaeT YMCHBIICHHUEC WIH YCTPAHCHUE BCEX MOMIAIOIIUXCS U3MEPCHHUIO MTOBPEKICHHUIA HIIM METAaCTa30B. 3a00-
JIeBaHUE, KaK MPABHIIIO, CYNTACTCS ITOATAIOIINMCS U3MEPEHHUIO, €CITH OHO BKJIFOUACT MOPaKEHHS, KOTOPHIE MOXK-
HO TOYHO U3MEPHUTh, 10 MEHBIIICH Mepe, B OTHOM H3MEPEHHH, HAnpuMep, > 20 MM ¢ TIOMOIIBIO TPAJUIIMOHHBIX
MeToJ10B Wi > 10 MM ¢ moMoIbio crimpanbHOi KomnblotepHoit Tomorpaduu (KT) ¢ dyeTko onpeneneHHbIMH
KpasMH TI0 MEIUIIMHCKOH (hoTorpaduu UM peHTIeHOBCKON KOMITbIOTepHOU oceBoit Tomorpaduu (KT), Mmaraut-
HO-pe3oHaHcHO#H ToMorpaduu (MPT) wim kmuHUYecKoro o0cenoBaHus (eciu opakeHHs TOBEpXHOCTHEIE). He
MOJUTAIOIICECsT M3MEPEHHIO 3a00JICBaHNE 03HAYACT, YTO 3a00JIeBaHUE BKIIOYACT MOPAKEeHUS <20 MM IpH H3Me-
PSHUH C TIOMOIINBIO TPAAUIMOHHBIX METOIOB WIH <10 MM IpH M3MEPEHUU C MOMOIIBIO CIIUPATBHON KOMITBIO-
tepHoit Tomorpaduu (KT), u qeiCTBUTENLHO HE MOAMAIONTUECS U3MEPEHHUIO TIOPKEHHUS (CITUIIIKOM MaJICHbKHE,
9TOOBI X MOXHO OBLIIO TOYHO M3MEPHTH). He momnaromieecst m3MepeHHIO 3a00JIeBaHUE BKIIIOYAET TIJICBPaIbHBIC
BBITIOTHI, ACITUTHI U 3a00JIeBaHUE, TOATBEPIKICHHOE KOCBEHHBIMHU TaHHBIMH.

Kpurepun 11t oOBEKTHBHOTO CTaTyca HEOOXOAWMBI U IPOTOKOJOB U OICHKH PEAKIIMH COJUIHOM
omyxonu. MmmocTpaTuBHBIE KPUTEPUHN BKIIOUAOT cienyromiee: (1) mommbrii otBeT (I10), ompenenseMblii kak
MOJTHOE MCYS3HOBEHUE BCETO MOAIAIOIIETOC H3MEPCHHIO 3a00JICBaHUS, HET HOBBIX MOPAKCHHUIA; HET CBSI3aHHBIX
¢ OOJIE3HBIO CUMIITOMOB; HET JIOKa3aTeIbCTB MPUCYTCTBUSA HE MOAMAIOIICTOCS U3MepeHs 3a0oneBanus; (2) yac-
TUYHBIHA 0TBET (40), onpeaenseMblil Kak YMEHBIICHUE CYMMBI CAaMOTO JUTMHHOTO JHAaMETpa IeTICBOT0 TOPAKCHHS
Ha 30% (3) mporpeccupytomiee 3adboneBanue (I13), onpeaensiemMoe Kak yBEIMICHHUE CYMMBI HAUOOJBIIECTO JHa-
MeTpa IeNieBoro nopaxenus Ha 20% WU NOSBICHHS JIIOO0TO HOBOTO MOBPEXKICHUS; (4) CTAOMIBHOCTD WK OT-
CYTCTBHE OTBETa, KOTOpPHIEC OMPEAeISIIOTCA Kak He oTBevaromee kputepusM 110, YO wm Ilporpeccupyromero
3aboneBanus. (Cm. Therasse et al., BbImie)

JlomonmHUTEbHBIE TIIaBHBIE W3MEpSiEMbIE MapaMeTphbl, KOTOPbIE NPHHUMAIOTCS B OOJACTH OHKOJOTHH,
BKITIOUatoT 001yro BeikuBaeMocTh (OB - OS - overall survival), BepkuBaemocTs 6e3 3aboneBannii (Bb3 - DFS -
disease-free survival), o0bekTuBHYIO 9acToTy oTBeTa (OYO - ORR - objective response rate), Bpems A0 Mpo-
rpeccupoBanus (BIII - TTP - time to progression) u BeDKHBaeMocTh 0e3 mporpeccupoBanus (BBIT - PFS - pro-
gression-free survival) (cm. Guidance for Industry: Clinical Trial Endpoints for the Approval of Cancer Drugs
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and Biologies, April 2005, Center for Drug Evaluation and Research, FDA, Rockville, MD).

dapmareBTUYECKUE KOMITO3UIIMA MOTYT TIOCTABISITHCS B BHJIC HA0Opa, BKIIOYAIOMICTO KOHTCHHED, KOTO-
PBIH CONEPXKHUT (hapMaIleBTUYECKYI0 KOMIIO3HMIMIO, KaK ONMCAHO B JaHHOM NOKyMeHTe. PapmarieBTrdeckas
KOMITO3HUITNSI MOXET OBITH MpEoCTaBlIeHa, HaIpuMep, B (opMe pacTBOpa Al MHBEKIIUH AJIS1 OMHOKPATHOM HITH
MHOTOKPATHBIX JI03 WM B BHJIE CTEPIIIBHOTO ITOPOIITKA, KOTOPEIH OyIeT pacTBOPEH Mepe HHBEKIHeH. AbTep-
HATHBHO, TaKOW HaOOp MOXKET BKJIIOYATh TUCIIEPTraTOp CyXOTo MOPOIIKA, TEHEPaTop JKUAKOTO a’dpo30Jis WIN
pacTbUTUTENb IS BBEICHUS (papMarieBTHIeCKoil KoMmo3unuu. Takoit Habop MOXKET TOTOTHUTENFHO COEPKATh
MHCEMEHHYI0 HHPOPMALIMIO O IOKA3aHUAX U IPUMEHEHUH (papMareBTHIECKON KOMITO3HITHH.

JlanHOE packpbITHe OyAeT JOTIONHUTEIHHO MOSCHEHO CICAYIONIMMHU IpUMEpaMH, KOTOPEIC MpeIHa3Have-
HBI UCKITFOYUTEIIBHO IS WLTIOCTPAIMH PACKPBITUS M HUKOUM 00pa30M HE SBIITIOTCS OTPaHHIHUBAFOIIIAMH.

Ipumepsr

ITpumep 1. IlonyueHne rymMaHU3UpPOBAaHHBIX BapuaHTOB aHTU-CD123-aHTUTEN U KOHCTPYHPOBAHUE MOHO-

cnemudrueckux u oncnenududecknx CD123-cBA3BIBAIOINX MOJICKYIL.
Ot160p monocnennpuuecknx CD123-cBA3bIBAIOIINX MOJIEKYJI ¢ IOMOIIBLIO (GaroBoro AMCIIes

AHTH-CD123-crienndudanbie CBA3BIBAIONINE MOJNIEKYIbl SCFv ObuTH BBIACNEeHB W3 OuOamoTekn SuperHu-
man, Distributed Bio Inc. FOxuwiii Can-®pannucko, KanudopHus), HCIIONB3ysl METO ITAHHUPOBAHUS PACTBO-
pumoro ¢aroBoro guctuies (soluble phage display panning) nmpoTuB OHOTHHHIMPOBAHHOTO PEKOMOWHAHTHOTO
6emka CD123 (SEQ ID NO: 200) B cooTBeTcTBHHE ¢ MpoTokoidamu Distributed Bio u kak onmcaHo paHee Ayriss,
J et al. (2007) J Proteome Res., P 1072 -82. CnenuduaHOCTh CBSA3BIBaHUS KJIOHOB ObLIa OXapakTepHU30BaHa C
nomonisio MDA ¢ ucnonszoBanneM CD123 1 HEpOJACTBEHHOTO pEKOMOMHAHTHOTO O€JKa ¢ MISHTUIHBIM TATOM
it ouncTky. [IporouHyto nuTomerputo ¢ ucnons3oBanueM kinetok HEK293, TpancuunpoBaHHBIX BapHaHTa-
mu CD123 genoreka u sBanna, SEQ ID NO: 201 u SEQ ID NO: 203, cooTBETCTBEHHO, HCITOJIB30BAIU IS
UICHTU(UKAIIMN KIOHOB, CBs3bIBaromuxcs ¢ CD123 B KOHTEKCTE KICTOYHOH MOBEpXHOCTH. HykieoTunHsie u
AMHUHOKHUCIIOTHBIC MTOCIICIOBATEIIEHOCTH CBSI3BIBAIONINX MOJICKYJ, HA KOTOPBIC CCBUIAIOTCS 3TH IPUMEPHI, MOXKHO
HaWTH B TaOI. 5.

Boiaesnenne moHocnenuduyeckux CD123-cBA3bIBAIOIMX MOJIEKYJI yTeM reHepaluu rudpuaomMbl

AHTH-CD123-criennduyHbie aHTUTENA BBIACISUTH U3 OUOJIMOTEKH THOPHIIOM, CO3MaHHON TMOCIIe UMMYHH-
3armn OmniMice (Ligand Inc, Can-/Ilmero, Kamndopuus) peKOMOMHAHTHBIM YEIIOBEYECKHUM DKTOJIOMEHOM
CD123 (SEQ ID NO: 200). Crerupu9aHOCTS CBSI3BIBAHHSI OTACIHHBIX KIIOHOB OBIIa MOATBEPIKICHA TECTHPOBA-
HUEM CBSI3bIBAaHUS C UCIOIH30BaHUEM MPOTOUYHON mutoMeTpun Ha kietkax HEK293, tpancdummpoBaHHBIX Ba-
puantamu CD123 gemoBeka u siBanckoro Makaka, SEQ ID NO: 201 u 203 cOOTBETCTBEHHO, B Jajiee TIOATBEP-
JKJICHO OTCYTCTBHEM CBSI3bIBaHUSA ¢ poauTenbckumu kiaetkamu HEK293. TlocnenoBaTensHOCTH OBLTH TOTYYCHBI
¢ nomouipto OT-IILIP ¢ ncnonszoBannem Hadopa OT-IIIP OneStep (QIAGEN Inc., Banencus, Kamudophus),
cienys MOAUGUIIMPOBAHHOW BEPCHH MPOTOKOJIA MPOU3BOANTENS. BKpaTIie, KIETKH Ka)XI0T0 KJIOHA COCKpebanu
C €MKOCTEH ¢ 3aMOPOKEHHBIMU KJIETKAMH M PECYCIIEHIUPOBAU B BoJe, He coneprkaieit PHKa3el. DTy kierou-
HYI0 CYCIICH3HIO 3aTE€M HUCIIOJE30BAIU B KauecTBe MaTpuibl B peakiuu OT-IILP ¢ ucnons3oBanrmeM HaOOpOB
TCHOCTICIU(UICCKUX TMPAMEPOB, KOTOPHIC (DIAHKUPYIOT BapHaOCIbHBIC NTOMEHBI TSKEIOW ICTH, Kama W
nsiMOma. CHKBEHHpPOBAHHE MIPOBOIMIIN C MCIIONB30BAHHEM OOPaTHOTO MpaiiMepa B KOHCTAHTHBIX JTOMEHAX IS
KOKIO0TO M3 ATHX (PparMeHToB. 3aTeM IMOCIIeI0BATeILHOCTH OB MpeoOpa3oBanbl B GopmaT scFv mytem am-
A(UKAIIN BapruaOeIbHBIX TOMEHOB C HCHOJIB30BaHUEM INPAliMEpOB, KOTOPHIE COMEPKAT MEPEKPHIBAIOIIAECS
MIOCJIEIOBATEIEHOCTH M OBUIM COOpaHBI B AKCIPECCHPYIOMINN BEKTOP MIICKOITUTAIOIINX C MCIIONB30BAHNEM Ha-
6opa s xmonnposanust JJHK-c6opku NEBuilder® HiF (New England Biolabs, besepnu, Macauycerc).
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Haspanue | Hykneorunnas AMUHOKHCJIOTHAS SEQ ID NO:

HOCJIEAOBATENBHOCTD HOCJIEA0BATENBHOCTD HYKJICOTHA
(aMuHOKHCIIOTA)

9KTOZIOMeH | atggaagcaccagegceagcttctettee | kedpnppitnirmkakaqgltwdlnrn | SEQ ID NO:

CD123 tectgcetactetggeteccagataccac | vtdiecvkdadysmpavnnsycqfgai | 199

JejoBeka ¢ | cggtaaggaggaccccaacceeccca | sleevtnytvrvanppfstwilfpensgk (SEQTD

apdunnbIM | tcaccaacctgaggatgaaggecaag | pwagaenltcwihdvdflscswavgpg NO:200)

T9rOM Avi- | gcccageagetgacctgggacetgaa | apadvqydlylnvanrrqqyeclhyktd

3xFLAG- | caggaacgtgacagacatcgaatgegt | aqgtrigerfddistlssgsqsshilvrgrs

His gaaggatgecegactacageatgeeeg | aafgipetdkfvvfsqieiltppnmtake

TRI032 ccgtgaacaactcectactgecagttegg | nkthstmhwkmrshfnrkfryelqiqk

cgccatcagectgtgegaggtgacaaa
ctacaccgtgagagtggccaaccecee
cttcagcacctggatcetgtttccegag
aacagcggeaaaccctgggetggege
tgagaacctgacctgetggatecacga
cgtggactttctgtectgeagetggget
gtgggacccggagetectgecgatgts
cagtacgacctgtacctgaatgtggeea
acagaagacagcagtacgagtgectg
cattacaagaccgacgeccagggaac
caggatcggetgeaggtttgatgacate
agcaggctgtcctecggeagecagtee
agccacatcctggtgagaggcagatee
gcegcectteggeatteectgeacagac
aagttcgtegtettcagccagatcgaga
ttetgaccccceccaacatgaccgeca
agtgtaacaagacccacagcttcatge
actggaagatgaggagccacttcaaca
ggaagttcaggtacgagctccagatee
agaagaggatgcagececgtgatcace

oqoca uu‘ruauugm‘nuunrafrctt

ccagctgetgaatcceggeacatacac
cgtgcagatcagggecagggaaagg

gtgtacgagttcetgtecgectggagea
cceccecagaggttcgagtgtgaccagg

rmqpviteqvrdrtsfqllnpgtytvgira
rervyeflsawstpqrfecdqeegantra
wrssslndifeagkiewhedykddddk
dykddddkdykddddkhhhhhhhhh
h
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aggagggagecaataccagggectgg
agatcctcgagtctcaacgatatttttga

agcccaaaaaattgagtggeatgaaga
ttacaaggacgatgacgacaaagacta
taaggacgacgacgataaggattacaa
ggatgacgatgataagcaccatcatcat

caccatcaccaccaccactga

Ilonxopas
MepHasi
YenoBevec
Kast
nocnenosa
TCJIBHOCTDH
CD123,
usohopma
2

TRIO74

atggtectectttggetcacgetgetect
gatcgeectgecctgtetectgeaaacg
aaggaaggtgggaagecttgggcagg
tgcggagaatctgacctgetggatteat
gacgtggatttcttgagetgcagetggg
cggtaggeccgggggccccegegga
cgtccagtacgacctgtacttgaacgtt

gccaacaggegtcaacagtacgagtgt

cttcacmraanarocafcrtmooga

acacgtatcgggtgtcgtttcgatgacat
ctctegactctccageggttctcaaagtt
cccacatcctggtgeggggeaggage
gcagccttcggtatcecctgeacagata
agtttgtcgtcttttcacagattgagatatt
aactccacccaacatgactgcaaagtgt
aataagacacattcctttatgcactggaa
aatgagaagtcatttcaatcgcaaatttc
gctatgagettcagatacaaaagagaat
geagcectgtaatcacagaacaggteag
agacagaacctccttccagetactcaat

cctggaacgtacacagtacaaataaga

gcccgggaaagagtgtatgaattettga
gegectggageaccecccagegette

gagtgecgaccaggaggagggegeaa

acacacgtgectggeggacgtegetge
tgatcgegetggggacgetgetggeee
tggtetgtgtettegtgatctgecagaagg

gekpwagaenltcwihdvdflscswav
gpgapadvqydlylnvanrrqqyeclh
yktdaqgtrigerfddisrlssgsqsshilv
rgrsaafgipctdkfvvfsqieiltppnmt
akenkthsfmhwkmrshfnrkfryelq
igkrmqpviteqvrdrtsfgllnpgtytv
qirarervyeflsawstpqrfecdqeega
ntrawrtsllialgtllalvevivicrrylv
mqrlfpriphmkdpigdsfqndklvv
weagkagleeclvtevqvvgkttrtrple
qkliseedlaandildykddddkv

SEQ ID NO:201
(SEQ ID
NO:202)
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tatctggtgatgcagagactctttccecg
catccctcacatgaaagacccecatcggt
gacagcttccaaaacgacaagetggtg
gictgggaggcgggcaaageeggect
ggaggagtgtctggtoactgaagtaca
ggtcgtgeagaaaactacgegtacgeg
geegetcgageagaaactcatctcaga
agaggatctggcagcaaatgatatcct

ggattacaaggatgacgacgataaggt

ttaa

TTonHopas
MepHast
OCJIENI0BA
TeJbHOCTb
CD123
SIBAHLIA,
nsodopma
1

TRI114

atggaagcccecgececagetgcetette
ctgctgetectgtggetgectgacacca
ccggcaaggaagaccccaatgeceee
atcaggaacctgagaatgaaggagaa
ggcccageagetcatgtgggatctgaa
caggaacgtgaccgacgtggagtgtat
caagggcaccgactactccatgeecge
catgaataacagctattgccagttcgge
gecatcagectgtgegaggteaccaac
tacaccgtgagagtggccageecece
cttctccacctggattetgttccetgaga
acagcggcaccectagggetggeget
gagaatctgacatgctgggtceatgac
gtggacttcctgagetgcagetggete
gtgggacctgetgetccegetgacgtg
cagtacgatctgtatctgaacaacceca
actcccacgagceagtacaggtgcctgce
actacaagacagacgctagaggcace
cagatcggctgcaggttcgatgatatcg
ccectetgageaggggateccagaget
cccatatcetggtgaggggcaggtecg
ccgetgtgagcattecttgecaccgacaa
gttegtettcttcagecagatcgagagg

ctgacccecectaacatgacaggegag

kedpnapirnlrmkekaqqlmwdlnr
nvtdvecikgtdysmpamnnsycqfg
aislcevtnytvrvasppfstwilfpensg
tpragaenltcwvhdvdflscswvvgp
aapadvqydlylnnpnsheqyrclhykt
dargtqigerfddiaplsrgsqsshilvrgr
saavsipctdkfvifsqierltppnmtge
cnethsfmhwkmkshfnrkfryelriq
krmqpvrteqvrdttsfqlpnpgtytvqi
raretvyeflsawstpqrfecdqeegass
rawrtsllialgtllallcvflicrrylvmqrl
fpriphmkdpigdtfqqdklvvweagk

agleeclvsevqvvekt

SEQ ID NO:203
(SEQ ID
NO:204)
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tgcaacgagacccacagettcatgeac
tggaagatgaagagccatttcaacagg
aaattcaggtacgaactgaggattcaga
agagaatgcagcccgtgaggacagag
caggtgagggatacaaccagcttccag
ctgcecaatectggeacctatacegtge
agatcagggctagagagaccgtgtac

gagtttetgtccgectggageaceccce
agaggtttgaatgtgaccaggaggagg
gagcctccageagggcettggagaace

agcctcctcategecctgggcacactg

ctggctetgctgtgtatgttectgatetge
agaaggtacctggtgatgcagaggcte
ttccctaggattccccacatgaaggace
ccatcggegacaccttccagecaggaca
aactggtggtgtgggaagecggaaag

geeggectggaggaatgectegtgtee
gaggtgcaggtggtggagaagaccta

a

Mony4yenue ducnenudpuyecknx CD123-cBA3BIBAIOIINX MOJIEKYJT

bucniennprueckne CD123-cBsa3piBatoniie Moyiekyisl, HameneHasle Ha CD123 u CD3-sncwmon, TRI129
(SEQ ID NO: 129 (mykneunosas kuciora), SEQ ID NO: 130 (ammnokucnora)); TRI130 (SEQ ID NO: 131
(myknennoBas kuciora), SEQ ID NO: 132 (amunokuciota)); TRI1123 (SEQ ID NO: 133 (HykiienHOBasi KACIIO-
ta), SEQ ID NO: 134 (amunoxucnora)); TRI124 (SEQ ID NO: 135 (myknennoas kuciota), SEQ ID NO: 136
(amunokmenota)); TRI137 (SEQ ID NO: 137 (myknemnoBas kuciora), SEQ ID NO: 138 (aMHHOKHCIIOTA));
TRI125 (SEQ ID NO: 139 (amykneunoBas kuciota), SEQ ID NO: 140 (amunokucnota)); TRI126 (SEQ ID NO:
141 (myxnennoBas kucnora), SEQ ID NO: 142 (amunoxucinota)); TRI127 (SEQ ID NO: 143 (nyknenHoBasi Ku-
ciora), SEQ ID NO: 144 (amunokucnora)); TRI134 (SEQ ID NO: 145 (ayknenHosas kuciora), SEQ ID NO:
146 (amunokuciora)); TR1128 (SEQ ID NO: 147 (aykneunoBas kuciota), SEQ ID NO: 148 (amuHOKHCIOTA));
TRI131 (SEQ ID NO: 149 (umykneunoBas xuciora), SEQ ID NO: 150 (amunokucnota)); TRI132 (SEQ ID NO:
151 (myxnennoBas kucnora), SEQ ID NO: 152 (amunoxucinota)); TRI138 (SEQ ID NO: 153 (nmyknennoBast Ku-
ciota), SEQ ID NO: 154 (amunoxuciora)); u TRI139 (SEQ ID NO: 155 (aykiennoBas kuciora), SEQ ID NO:
156 (aMuHOKHCIIOTA)) OBUIM TIOMYYEHBI C WCIONB30BAHHUEM CTAaHAAPTHBIX METOJOB MOJIEKYJSIPHOHN OHoJIOTHH,
OCHOBBIBASICh Ha CYIIECTBYIOIINX OUCIICITN(PUIECKIX CBSI3BIBAIONINX MOJICKYJIaX B KAUEeCTBE MAaTPHUI[ M C UCIIONb-
30BaHUEM CIIOCOOO0B, B IIEJIOM PACKPBITHIX, HanpuMep, B myonukamus 3asBku PCT Ne W0 2007/146968, my6:im-
karus 3asBku Ha mateHT CIIA Ne 2006/0051844, myonukanus 3assku PCT Ne WO 2010/040105, myGaukarus
3asBkr PCT Ne WO 2010/003108 u matent CIIIA Ne 7166707 (cM. Taroke Tabi. 3). BectaBky N-KOHIIEBOTO aHTH-
CD123-cBsi3pIBatommero JoMeHa scFv ocymecTBIsUIN MyTeM PacIleIICHUs] pOJUTEILCKONW MAaTPUIBI U BCTABKH
scFv pecrpukunonnsivu ¢pepmentamu HindII n Xhol, sxenaemble pparMeHTsl HASHTHOUIMPOBAIHN U BBLACIISIIH
IyTEM OYMCTKH B arapo3HOM reiie W JurupoBaiu. BeraBka C-xonneBoro antu-CD3-3ICHIOH-CBSA3BIBAIOIIETO
scFv-oMeHa ocyIecTBIsIIach MyTeM pacuierIeH s POIUTENECKON MaTPHIBI M BCTaBKH SCFV pecTpUKIMOHHBI-
mu pepmentamu EcoRI u Notl, sxenaemble ¢pparMeHTs! ObUTH HACHTH(GUIIMPOBAHBI M BBIICJICHBI ITyTEM OYHCTKH
B arapo3HOM T'eJie U JINTHPOBAHBI.

COopka KOHCTPYKIHMH C YEeJIOBEYECKHMH JOMEHaMH SCFV ocymiecTBisiach ImyTeM JIMTUPOBAHHS U3 TpeX
gacTel ¢ ucronb3oBanneM Pparmenta HindIII/BamHI, ¢parmenra BamHI/Xhol u BekTopa KIIoOHUpOBaHUS, pa3-
pesannoro ¢ nomorbio HindIIl/Xhol. OTo 6buT0 MCTIOIB30BaHO IS TTOJYYEHUS MOCIIEOBATEILHOCTEH TEHOB,
COOTBETCTBYIONINX TYMaHU3UPOBAHHBIM OHCTIEIN(UIESCKAM MOJIEKYJaM, IPOJEeMOHCTPHPOBAHHEIM B Ta0I. 4.
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Tabmuna 6. CocTaB HCXOIHBIX T'YMaHH3UPOBAaHHBIX KOHCTPYKIMH

ID xonctpykumu | Opmenranus scFv | SEQ ID NO | SEQ ID NO
HYKJICOTH/IOB aAMHHOKHCIIOT
TRI129 VHVL 129 130
TRI130 VLVH 131 132
TRI123 VHVL 133 134
TRI124 VLVH 135 136
TRI139 VHVL 155 156
TRI137 VHVL 137 138
TRI125 VHVL 139 140
TRI126 VHVL 141 142
TRI127 VLVH 143 144
TRI131 VHVL 149 150
TRI132 VHVL 151 152
TRI134 VHVL 145 146
TRI128 VHVL 147 148
TRI138 VHVL 153 154

Akcnpeccusi M 0uncTka CD123-cBA3BIBAIONIUX MOJIEKYJ U AHTUTE

bucniennpuueckne CD123-cBsA3bIBAIONINE MOJIEKYIIBI, PACKPBITHIE B TAHHOM JOKYMEHTE, ObLTH TTOTYICHBI
KaK IIyTeM TpaH3WEHTHOU TpaHCeKInu KieTok yenoBeka HEK293, Tak U, B HEKOTOPBIX CITydasx, TAKXKE IMyTeM
crabuipHOU Tpancdexmu kietok CHO. TpaHcuupoBaHHbIe KJIETKH OYHINAIN OT CYIIEPHATAHTOB KJICTOUHBIX
KyJIbTYp € TIoMoIIblo aduuHoil XxpomaTorpaduu ¢ 6enkom A. Ecnm arperatsl oOHapyXuBasuch mocie appuH-
HOHM XpomMaTorpaduu, BTopru4Has SKCKIIO3HOHHAs XpoMaTorpadus Takke NpUMEHsUIach Jisi 00ecredeH st FoMo-
TCHHOCTH OeJKa.

[Mpumep 2. CsazpiBanre CD123-cBsa3biBaronux Moiiekyst ¢ CD123 (+) KIeToYHBIME JIHHUSIMHA

JI71st mOTBEPIKICHUS] TOTO, YTO aKTUBHOCTH CBs3bIBaHUS ¢ CD123 Ha MOBEPXHOCTH PAKOBBIX KJIETOK ObLIA
coxpanena anTH-CD123x-antu-CD3¢ MonekynaMu U nepekpecTHylo peaktiuBHOcTh ¢ CD123 sBanna, Oblia mc-
MOJIF30BaHA IIPOTOYHASI ITUTOMETPHUS U KOJUYECTBEHHOTO ONPEACICHUS CBA3BIBAHUS CKOHCTPYHPOBAHHBIX
CD123-cBsA3pIBaIOMIMX MOJIEKYJI C IUHUSAMU KJIETOK, dKcnpeccupyromumu CD123.

CaaspiBaHHE MOHOCTIenM (pryeckux U Oucnenuduyeckux 6eaxoB ¢ CD123(+) kjIeTOYHBIMH JHHUSAMH

Hccnenosanus cBszpiBanus Ha CD123 (+) Molm-13 (Matsuo, Y et al., 1997, Leukemia 11, 1469-1477.)
pakoBoii kierounoit nmuaMKA U kierokax CHO, sxcnpeccupyromux CD123 sBaHIA, BHIMOMHIA C MOMOIIBIO
CTaHAAPTHHIX MPOIENYp OKPAINBAaHUS HA OCHOBE MPOTOYHOW mutomerpuu. Kierounas muHust Molm-13 Obiia
noiydera or DSMZ (bpaynmseiir, ['epmanust). Kiierounyto mmauio Molm-13 KyJlbTHBHPOBaiM B COOTBETCTBUH
C TPEAOCTABICHHBIME IpOTOKONaMu. KieTku simuHuka kutaiickoro xomsuka (CHO), cTabmipHO SKCIpeccH-
pyroie noiaHopasMepHblil 6enok CD123 sBanna, ObUTH TOTYYEHBI COOCTBEHHBIMH CHJIAMU. THITHYHBIN 3KCIIC-
pument Metut 100000 kneTok Ha TyHKY B 96-TyHOUHBIX MaHmeTax ¢ auanazoHoMm oT 1000 no 0,012 HM cBs-
3pIBarontel Monekyisl B 100 mxi 6ydepa PBS ¢ 0,2% BSA u 2 MM EDTA B teuenne 30 MUH Ha JIbAY C 1ocie-
TIYIOIIIMM TIPOMBIBAaHHEM M WHKyOanuel ¢ Me4eHHbBIM PE BTOPUYHBIM aHTHUTEIOM C MUHAMAJIHHONW MEKBHIOBOU
PeaKTUBHOCTBIO, KO3bMM aHTH-4yenoBedeckuM IgG Fcy, F(ab') 2 (Jackson Laboratory) B Teuenme 30 muH Ha
npay. CUrHalI OT CBA3aHHBIX MOJEKYN JETEKTUPOBAIU C HUCHOIB30BAaHUEM MPOTOYHOro nuromerpa LSR-II™
(BD Biosciences) 1 aHAUIM3UPOBAIH C MTOMOIILIO MMPOTPAMMHOTO 00ECTIEUeHHS ISl aHAJIN3a MPOTOYHOHN ITUTO-
Metpun FlowJo. Cpennsist nHTeHCUBHOCTD (uryopectieHITnH (CH1®D) cBsI3aHHBIX MOJIEKYJ Ha KIETKaX OMpeeIis-
JIach TMOCINIe MCKItoueHus1 TyoneToB. HemnHeHbI perpecCHOHHbIN aHaMM3 Uil ornpeneeHus 3HadeHuii EC50
OB BBITIOJIHEH B IPOTPaMMHOM 00ecTIeueHNH JUIsl TocTpoeHus rpadukoB u cratuctiku GraphPad Prism 7®.

Ha ¢ur. 1A, 1B, 1C u 1D nponeMOHCTpUPOBAHO CBA3BbIBaHKE 13 pa3imyHBIX OUCTICIIMPUISCKIX MOJICKYIT
antu-CD123x antu-CD3e (TRI123, TRI125, TRI126, TRI127, TRI128, TRI129, TRI130, TRI131, TRI132,
TRI134, TRI137, TRI138 u TRI139) B Tpex He3aBUCUMBIX dKcniepuMeHTax ¢ CD123 (+) Molm-13 nunuei omy-
XOJIEBBIX KJIETOK YEJIOBEKa. B 3THX 3KCIEpHMEHTaX HMCIOJB30BAINCH OMCTIeNH(UIECKUe KOHCTPYKIHH, TPUTO-
TOBJICHHBIE M3 TPaH3UECHTHO TpaHCHUITMPOBaHHBIX KieTok HEK293. UeThipe MONEKYIBI MPOJEMOHCTPUPOBATH
CpaBHHMBIC MaKCHMaJIbHbIE YPOBHHU CBSI3bIBAHMS ITPH HACHIINAIONINX KOHLEHTpanuix. Habmonaemble 3HaUeHUS
ECso s TRI125, TR1129, TRI130 u TRI139 naxomwiuce B auana3one 2-10 HM. DKCIepUMEHTHI OBUTH MTOBTO-
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penst urt TRI129 u TRI130 u3 crabmnbHO TpaHchuimpoBanHbX ki1eTok CHO ¢ aHaormyHbIMU pe3ysibTaTaMu
(maHHBIE HE TIPENICTABIICHDI).

Ha ¢wur. 2A, 2B u 2C npoaeMOHCTPUPOBAHO CBsI3bIBaHUE 13 pa3mndyHbIX OMcTIEH(PUIECKHX MOJEKYJ aH-
tuT-CD123x antu-CD3e (TRI123, TRI125, TRI126, TRI127, TRI128, TRI129, TRI130, TRI131, TRI132,
TRI134, TRI137, TRI138 u TRI139) B AByX He3aBHUCUMBIX dKcrepuMeHTax ¢ kietkamu CHO, ctabmibHO dKC-
npeccupyomumu 6emok CD123 sBanma. CeMb MOJEKYJT MPOJEMOHCTPUPOBAIH CPaBHUMBIE MaKCHMaJIbHbBIE
YPOBHU CBSI3BIBAHUS TPU HACHIIAIOMNX KOoHIEHTpanusix. Habmrogaemsie 3nauenns ECsy ams TRI123, TRI126,
TRI129, TRI130, TRI132, TRI137 u TRI139 naxoannuce B quana3one 3-38 aM.

OTu pe3ynbTaThl HOATBEPKAAIOT, YTO CKOHCTPYHPOBAaHHBIE MOJIeKy bl aHTU-CD123x u antu-CD3¢e coxpa-
HSIOT CBS3BIBAIOIIYIO akKTUBHOCTH ¢ CD123 denoBeka Ha MOBEPXHOCTH PAKOBBIX KJICTOK M MEPEKPECTHO pearu-
pytoT ¢ CD123 sBaHma.

[Mpumep 3. AHanu3 nepeHanpaBieHHOW T-kiaetouHoi murorokcnyHoctH ¢ CD123(+) kineToyHbIMH JH-
HUSMH.

UT00BI MOATBEPIUTH, UTO OHCIenudUIecKre MOJIEKYIbI, cBs3biBaromuecs kak ¢ CD123, tak u ¢ CD3g,
MOTYT IMEPEHANPABIATH MUTOTOKCHYHOCTh T-kineTok aHTH-CD123(+) KICTOYHOW JNWHUK, OBLTH MCIIOJIE30BaHEI
aHaJIM3bI BEICBOOOXKICHHS XpoMa-51 ISt KOJMYECTBEHHOH OLIEHKH JIM3HCa KIIETOK-MHUIICHEH, HHIyIUPOBAaHHOTO
T-xnerkamu.

AHaau3bl BbICBOOO:KAeHUs1 Xpoma-51 ¢ CD123(+) K/1eTOYHBIMU JUHUAMHU

OnyxoJeByI0 KJICTOYHYIO JTHHHIO YeinoBeka Molm-13 KymsTHBHPOBAH COTJIACHO MPEIOCTaBICHHBIM IIPO-
ToKoJIaM. MOHOHYKJIeapHbIe KJIeTKH nepudepudeckoit kposu (MKIIK) Beimes s U3 KpOBH YEIOBEKA C MCIIONb-
30BaHUEM CTaHIAPTHBIX TPATUEHTOB (prKoJTa. BrIneeHHbIe KIETKH TMPOMBIBAN B 3a0ydepeHoM (HHU3HOI0TH-
geckoM pactBope. MKIIK kynsTuBHpOBaiiu B TeueHue 24 4 ¢ yenoBedeckuM T-aktuBaTopom CD3/CD28 Dyna-
beads® (katamor Ne 11131D, Gibco Life Technologies, Kapncban, Kamnpopuns, CILIA) nns axtuBamun T-
KIIETOK C WCIOJIb30BaHUEM IMPOTOKOJIOB mpom3Boautenei. [locie 24 4 xynpruBupoBanuss MKIIK cobupanu u
MOMEIaIM B MarHWTHOE ToJie s yaaneHus Dynabeads. Beimenennble kieTku mpoMbiBam cpemoir RPMI +
10% denoBedeckoil CHIBOPOTKH. Bo Bpems aHamm3a KOHIEHTPAIHWK OMCHENH(UIECKHX MOJIEKYN ¢ KOHEYHOH
KOHIIeHTparer B nuama3one ot 1000 mo 0,061 mM nob6apmsuim x aktuBupoBanHEIM MKIIK (oxomo 100000 Ha
JYHKY).

Oxoo 2,5x10° knerok-mumrereit Molm-13 o6pa6arsiBamu 0,125 MKio °'Cr 1 nuKyGHpoBaiy B TeueHme 90
MHUH B HHKyOatope ¢ yBnaxkaeHueM u 5% CO, npu 37°C. [Tocie nHKyOaIuu KIETKA MPOMBIBAIN 3 pasa cpelon
qusa ananu3a (RPMI ¢ 10% uenoBeueckoil CBIBOPOTKH) U pecyCeHaupoBanu B 12,5 mi cpenst 1t aHanuza. U3
9T0# cycnenzuu 50 MKJ pachpeAeisiii Ha JIyHKY B 96-myHouHble IDTaHImeTsl ¢ U- oOpa3HbIM AHOM (OKOJO
10000 xyeTok Ha JyHKY), YTOOBI JoBecTH ooumii 0obeM 10 200 MK Ha JIyHKY, 1 cootHomeHne MKIIK k nerne-
BbIM KiieTKaM cocTaBisuio 10:1. KOHTpodb ¢ HyJeBBIM JIM3HCOM T'€HEPHUPOBAIHM TOJBKO KIETKHU-MHUILIECHH, 0e3
MKIIK. ITomHbIi KOHTpOIE TH3Hca ObLT Moy4eH myTeM BkioueHus 0,20% NP-40 B kauectBe 00pabOTKH TOJIB-
KO KJIeTKaMU-MUIIeHIMU. DOHOBBIA KOHTPOJIb JIN3UCA TEHEPUPOBAJIM C MTOMOIIbIO KiIeTKoK-MuieHeit ¢ MKIIK
B OTCYTCTBHE OHUCTICITUPUIESCKIX MOJIEKYI.

[Tnanmersr naKyOMpoBamu B Teuenue 4 4 npu 37°C, 5% CO, B nHKyOaTope C yBIa)XHEHHEM, TOCIIE Yero
nx nearpudyruposanu npu 1000 o6/MuH B TeueHue 3 MUH W 25 MKJ CylepHATaHTa TEPEHOCHIN W3 KaxIon
JYHKH B COOTBETCTBYIOIIYIO JYHKY 96-TyHOWHOTO IuiaHmera Luma ams o6pasmos. [InaHmeTsr s oOpasios
OCTaBJIITH CYIIUTHCS HA BO3/AyXE MOJ XUMHUYECKON BBITSHKKOW B TeueHHUe 18 9, a 3aTeM CUNTHIBAIIN PagHOAKTHB-
HOCTh Ha CHMHTWJUIAIMOHHOM cueTduke /s MukporuranmeToB TopCount (PerkinElmer) ¢ mcmons3oBannem
CTaH/IapTHOTO ITPOTOKOIA.

[MpoueHT crienmpuUecKoro IM3nca pacCYUTHIBANN 10 Gopmyde: ((curaan B obpasie, o0paboTaHHOM Mpe-
napaTtoM - ()OHOBBIH CHUTHAJl OT 00pa3IOB TOJBKO C IEJIEBOW KJICTKOH)/(CHTHAM B JYHKax C ITOJHBIM JIN3UCOM -
(hoHOBBIH CUTHAI OT 00PA3IOB TOJIBLKO C IeNIeBOH KiteTkoi)) x 100.

Ha ¢ur. 3A, 3B u 3C npoaeMOHCTPUPOBaHEI aHAIHM3bI BHICBOOOXKACHHS XpoMa-51 ¢ KIICTOUHOH JTHHUEH
Molm-13, n3mepennsle uepe3 4 yaca C MCHOJIB30BaHUEM 13 pas3imnMyHBIX OHCHENU(PUYECKUX MOJEKYJ aHTH-
CD123x antun-CD3¢ (TRI123, TRI125, TRI126, TRI127, TRI128, TRI129, TRI130, TRI131, TRI132, TRI134,
TRI137, TRI138 u TRI139) B nByX HE3aBHCHMBIX JKCIIEpUMEHTax. Bce Oucnenuduueckue MoneKysbl aHTH-
CD123x antu-CD3¢ nokazann 3QQeKTHBHBINA JH3NUC KIETOK-MHUIIEHEHW yepe3 4 4 B nuanasoHe oT 24 no 48%
MaKCUMaJbHOTO crenuduueckoro nmsuca. M3mepennsie 3HadeHns ECso Haxomwnuch B amamasone 3-37 mM
gepe3 4 .

AHanuM3bI IepeHanpaBIeHHOW IIATOTOKCHYHOCTH T-KIIETOK TakXe BHIMOIHUM ¢ kietkamu CHO, ctabmiib-
HO dKkcnpeccupyromumu O6estok CD123 sgBanma (TRI129 u TRI130) ¢ (i) Molm-13 (uemoBeueckuit CD123 +
KIIETKH) U 4denoBedeckuMu T-kimetkamu, (i) Molm-13 (uenoBeueckuit CD123 + xierku) n T-kieTku siBaHma u
(ii1) xmerkn CHO, crabunsHO 3kcnpeccupytonte CD123 sBanna u denoeueckne T-kineTku. [laHHBIE TIOKA3bI-
BaroT, uTo TRI129 u TRI130 sBRstOTCS TIepEeKPECTHO-PEAKTUBHBIMU TI0 oTHOIIeHNI0 kK CD123+ kieTkam demno-
BCKa U SBaHIA U T-KIIeTKaM.

DTH pe3ynbTaThl HOATBEPKIAIOT, YTO OHUCIICIIM(DUICCKIE MOJICKYIIBI, CBsI3bIBaromuecs kak ¢ CD123, Tak u
¢ CD3g, MOryT IepeHanpaBisATh IITOTOKCUIHOCTD T-KieTok anTu-CD123(+) kiieTouHo# THHUH.
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[Mpumep 4: Mumens-3aBucumas nponudepanust T-kinetok, nHAynupoanHas aHTu-CD123(+) kinetoyHoi
JMHUH OHucTienupuIecKuMH MosteKynaMu antu-CD123

Jlst cpaBHEeHUS () (PEKTUBHOCTH Pa3IUIHbIX OUCTIEIIMPUIESCKIX MOJIEKYJ, cBsa3biBatoux CD123, mpu uH-
IYKIIAW 3aBUCUMOI OT MUIIeHH npoiudepanun T-KIEeTOK, MEeCTh Pa3MTUIHbBIX OUCTIENN(HUIESCKUX MOJICKYJT aHTH-
CD123x antu-CD3¢, Brmrouas TRI123, TRI126, TRI129, TRI130, TRI132 u TRI139, 6pu1n ipOTECTUPOBAHEI B
JIBYX HE3aBHCHUMBIX SKCIICPUMEHTAX.

[Ipomudepanuro T-KIETOK OIEHUBAIIN IPOTOYHOM MIUTOMETPHEH ¢ ucnonb3oBanueM CD123(+) kinerounoi
muaA, Molm-13. MoHoHykIIeapHbIe KIeTKH nepudepudeckoit kposu (MKIIK) BbIIemnsiin U3 KpOBU YeJIOBEKA C
WCIIOJIb30BaHUEM CTaHIAPTHBIX METOJOB Pa3feiCHUs IO TPAJANEHTY IUIOTHOCTH. BBIIENeHHbIE KISTKH IPOMBI-
BaJIH B 3a0y(epeHoM (PU3NOIOTHIECKOM pacTBope. T-KIIETKHU TOTOIHUTEIHHO BRIICISUIN C HCIIONB30BaHneM Pan
T-cell Isolation Kit II ot Miltenyi Biotec (Bergisch Gladbach, I'epmanus) ¢ ncrnosns3oBaHueM IpOTOKOJIA IPOU3-
Boguressi. Knetkn Molm-13 oGmyyanu uist npenoTBpalieHus AejIeHHUs KIETOK C HUCIOJIb30BaHHEM PEHTICHOB-
ckoii cuctemsl o0mydenus Faxitron-CellRad ot xomnanuu Faxitron Bioptics LLC (Tycon, Apuzona, CIIIA).

[Mponudeparyro oneHNBaIN MyTeM MapKUPOBKH N30JaMpoBaHHBIX momyisiiuid T-knetok CFSE. MeuenHsle
CFSE T-xnetku BbiceBaM B 96-myHOouHBIe IuiaHmersl ¢ U-oOpasHeM gHOM B KoimdectBe 120000 xie-
TOK/TYHKY, COOTBETCTBEHHO, ¢ 30000 omyxomeBbIxX KieTok Molm-13/myHKy, 9T0OBI JOCTHYb NPUOIUZUTEITHHOTO
COOTHOIIIEHHS T-KJIETOK K OMyXoJeBbIM KieTKaM 4: 1. KoHIeHTpannu TecTHpyeMbIX MOJIEKYN B AMANla30HE OT
2,000 MxM 1o 0,002 MkM ObuTH T0OaBIIEHBI K CMECH KIIETOK JO KOHEYHOro o0beMa 200 MKI/TYHKY B cpefe
RPMI 1640, nooaennoit 10% denoBedeckoil cBIBOPOTKH AB, mipyBaToM HaTpHs, aHTHOMOTHKAMH U 3aMEHH-
MBIMH aMuHOKUcIToTaMu. [Inanmersr nakyoupoBanu mpu 37°C, 5% CO, B nHKyOaTOpax ¢ yBinaxHeHuem. Uepes
4 nmHS KICTKW METWIM aHTHUTENaMH JJIS aHain3a MPOTOYHOW IHUTOMETPHEH B OPUTHHAIBHBIX IUIAHIIETAaX IS
MUHHMHU3AIUN TOTEPh KIETOK, UCTONB3ys (hr3nonorudeckuii Oydep ¢ 0,1% OBIYBETO CHIBOPOTOYHOTO aNb0y-
muHa u 2 MM DJITA. [Tocie neHTprudyrupoBaHus U yAaJeHUs CylIepHATAHTa KJIETOUYHBIE OCAJIKH PECYCIICHIN-
POBAI CO CMECHIO CIECIYIONUX MEYCHBIX KpacuTelleM aHTtuTell B o0bemax mo 50 mxin: CD5-PE, CDS8-Pacific
Blue, CD25-PE-Cy7 u 7AAD u unky6upoBanu B TeueHue 30 MUH Ha sbay. KitleTku 1Bakapl IPOMBIBAIN U pe-
CyCreHAnpoBaK B 00beMax 1mo 120 MKJI HENOCpeACTBEHHO repexn m3MepenueM 50% KaxIoi JTyHKH B IIPOTOY-
HoM mmTtomerpe BD LSRII. ®aitnsl 06pas3noB ObUIM NpOaHATM3HPOBAHBI C HCIIOIL30BAHHEM IPOTPAMMHOTO
obecnieuenus FlowJo s pacdera mpoueHTHOro cofepxkanus CD4” (CD8") unmu CD8" T-Kj1eToK, KOTOpbie TojI-
BEPIIIMCH TI0 MEHBIICH Mepe OJHOMY JEeNICHHIO KJIETOK, B cOOTBeTcTBUH ¢ uX npodmiem CFSE, myrem mocnemo-
BATEJILHOTO TFEHTHPOBAHHS B IPSAMOM H 60KoBOM paccestann, 7AAD", CD5', CD4" umn CDS' T-knetku (TAAD,
CD5" CD8 nm 7AAD CD5' CD8' cootercTBeHHO). I'paduky GbUIN TIOCTPOEHHI ¢ MCIoNb3oBaHHeM Graph-
Pad Prism 7. 0.

AHanu3 gensmuxcs nomyssinuid T-kaetok (¢ur. 4A u 4B) BBIIBUI 3HAUUTENBHOE YBEIMYCHHE MTPOIICHTA
nposn(eprupyIOMUX KIETOK B MPUCYTCTBUH KiIeToK Molm-13. Bce MoeKymnbl OKa3adl CHIBHYI0 WHAYKIIHIO
nponudeparyn T-KIeTok npu HU3KUX KoHneHTpauwsax (10 M), u nposmdepanus O6b1a HeMHoro Boie B CD§
(¢ur. 4B), yem B CD4" (CDS8") (dur. 4A) T-kneTounoit nomynsiimu. 3nauenus ECsy ONpenensim ¢ MoMOIIbIO
TRI129, TRI130 u TRI139 mns nonynsmuit CD4 (¢ur. 4C) u CDS (dur. 4D), 1eMOHCTPUPYIOIUX CXOTHYIO
aKTHBHOCTH JIJISl BCeX Tpex oucrnenuduaeckux Monekyn antu-CD123x antu-CD3e.

DT pe3ynbTaThl HOATBEPKIAIOT, YTO OUCTICIIM(DHICCKIE MOJICKYIIBI, CBsi3bIBaronuecs kak ¢ CD123, Tak u
¢ CD3g, MOTyT HHIYIIUPOBATH 3aBUCUMYIO OT MuIIeHU niponudeparuio T-knetok npotuB CD123(+) kieTouHoH
JIHUY.

[Mpumep 5: Onpenenenne GpapMakOKMHETHKH Y PENIPE3EHTATUBHBIX HEKIMHIMYECKUX BUJIOB

UroOb! onpenennuTh (papMaKOKHMHETHKY Y COOTBETCTBYIOIIMX HEKIMHUYECKUX BHJIOB, OMCHEIU(PHUIECCKYIO
Mostekyry aHTH-CD123x antu-CD3 TecTupyloT Ha BHAaX, NMPUMATOB, OTIAMYHBIX OT deioBeka (NHP - Non-
Human Primate) (manpumep, o0e3bsiHBI siBaHIa), mis (apmakokuHeTHueckor (DPK) M TOKCHKOIOTHYEeCKOH
oniekn aHTH-CB123x antu-CD3 monexynsl. [lepekpecTHyo peakTHBHOCTh aHTH-CD123-cBsI3bIBaIoNero goMe-
Ha ¢ CD123 NHP npogepsitoT ¢ momompio MDA wimm aHanu30B TOBEPXHOCTHOTO IJIA3MOHHOTO pe3oHaHca (aHa-
JoruaHO mpumepy 2). TIockombKy WASHTHYHOCTH TocienoBaTenbHocTet Mesxxmy CD123 NHP u genoBeka co-
ctaBnseT 85,7%, oxumaeTcs SKBUBaJICHTHOE cBa3bIBaHne. @K 1 aHATN3BI IMMYHOTEHHOCTH MOTYT OBITH pa3pa-
00TaHBI U UCIIOJIH30BAHbI ISl OOHAPYKECHUS M KOJIMYECTBEHHOTO OIpeAeIeH s MOJeKybl anTi- CD123x aHTn-
CD3 B npuCYTCTBHM CBIBOPOTKH SIBaHLA, a TaKKe AJIS OLIEHKU peaknuuu ummyHoreHHoctu B NHP. Ilocne yc-
MIENTHOTO BHIMTOJTHEHUS 9THX 3aJ]1a4, YTOOBI ONpaBaaTh BAHCKUX MaKaK B Ka4eCTBE PEJICBAHTHOTO BHUAA IS IIPO-
BEPKM TOKCUYHOCTU ISl MOJIEKYJ, HaueldeHHbIXx Ha CDI123, mpoBoAST 3KCHEPUMEHT C OJHOKpaTHOW H030M
®K/mepenocumocts. VccaenoBanue MOXKeT OBITh BHIITOJHEHO B KBATH(UIIMPOBAHHON KIMHUYECKOH HCCIIe 0Ba-
tenbckoit opranm3anyu (CRO - clinical research organization). Pe3ynbraTsl iccie0BaHus U3y4daloTCs HA Tpe-
MeT mapameTpoB OK u m100BIX HEXETATENbHBIX SBICHUH, BKIIIOYass HEOOBSICHUMBIC HE)KETAaTENbHBIE SBICHHUSA,
KOTOpBIC HEIb3sl OTHECTH K MEXaHHM3MY JIEHCTBUS JIEKapCcTBa WJIM K aHTHUTENaM MpOoTHUB JiekapcTB (ADA -anti-
drug antibodies). ToKCHKOIOT POBEPSET U HHTEPIPETUPYET PE3yAbTATHI UCCICTOBAHUS U TIOIICPIKUBACT JaITb-
Hellee pa3BUTHE ONTUMHU3UPOBaHHOTO npoToTuna. [lapamerpsr @K, mosnydeHHbIe U3 3TOTO UCCIEIOBAHUS, HC-
MOJB3YIOTCSA [T pa3paboTKy OyAyIINX TOKCHKOJIOTHUECKUX FCCIEOBAHNHN Y IPUMATOB, OTIMYHBIX OT YEIIOBE-
Ka, W/WIM KIMHHYCCKUX MCCICIOBAHUN Ha JIFOIAX.
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[Mpumep 6. TecTupoBanne 6€30MaCHOCTH U MEPEHOCHMOCTH NP KIIMHUYECKOM IIPHUMEHEHHUH Y YeIOBeKa

Jlist onpeseneHus 6€30MacHOCTH M NIEPEHOCHMOCTH Ha JIIOAAX OHcrenn(UuecKoil MOJIEKYIbl ONTUMH3HU-
poBaHHOTO TpoToTHIa, HareneHHoiH Ha CD123 u CD3, MoxeT OBITh MPOBEICHO CIIEAYIOIIee KIMHUIECKOe MC-
cienoBanue (aswl 1. [lepBoe nccemoBanue Ha JoAax oucnenupuaeckorn Monekyasl aHTH-CD123x antu-CD3
MOJKET OBITh UCCIIEIOBAHUEM C TTOBBIIIICHUEM JTO3bI JIJIS ONIPEISIICHHS MaKCUMAITLHOM mmepeHocuMoit 10361 (MTD
- maximum tolerated dose) mpu BBeIEHUHU YETIOBEKY.

ITockonbky Oucnernuduaeckre Monekyibl aHTH-CD123x anTi-CD3 SIBISIOTCS arOHUCTHYECKUMH, HadalTb-
Has J103a YCTaHABIMBAETCS PaBHOU J03e, oOecreunBaromeli MUHAMAaIbHBIA OXKHUIaeMbI ypOBEHb OHOJIOTHYC-
ckoro 3¢pdekra (MABEL - Minimum Anticipated Biological Effect Level), Ha ocHOBe aKTUBHOCTH aHTH-
CD123x antu-CD3 in vitro. ®apmakoknHeruka (PK) y uenoBeka oneHHBaeTCs ¢ MCIOIb30BaHUEM 3HAYCHUH
@K, onpeneneHHBIX HA HEKIIMHUIECKUX MOAEISX (MBIIIM WM IPUMATHI, OTJIMYHBIE OT YEJIOBEKA) U aJIOMETPH-
YeCcKOro MaclTabupoBaHUs ISl MPOTHO3UpOBaHus 103bl, natomeiit MABEL. bucnenuduyeckas mosekyna 1o-
3UpYeTCsl C MOMOIIBbI0O BHYTPUBEHHON MH(Y3UH WM MOJKOXKHOW WHBEKIMHU. [l0oBBIIEHNE 103 CIeqyeT CTaH-
JapTHOMY IuiaHy 3 + 3 ¢ oxxuzmaeMbiMu 12 no3oBbiMu rpynmamu (N = 24-72 nanueHtos). YacToTa 10351 3aBUCHT
oT HabmomaeMoit @K B HEKITMHUYECKUX UCCIIEIOBAHUAX, HO MOXET OBITh exkeHeaensHor (QW), pa3 B 1Be Hee-
m (Q2W), xaxayto Tpetbio Henmemo (Q3W) mimm exxemecsaroit (Q4W). Jlo3zupoBaHue MPOJOIDKAETCS 10 TIPO-
rpeccrpoBaHus 3aboyieBaHUS (KaK OMpenessseTcss KPUTEPHUSMH OTBETAa, CBSA3aHHBIMH C MMMYHHBIM OTBETOM
(irRC - immune-related response criteria) nim kputepussMu otBeta B comuaubix omyxoysax (RECIST - response
criteria in solid tumors)).

I'maBHBIM U3MEPSIEMBIM TTAPAMETPOM HCCIICIOBAHUS ABISIETCS 6€30MacHOCTh, onpeaesnenne MTD u mo6bIx
TOKCHYHOCTEH, OrpaHMYMBAIOIINX J103Y. BTOPHYHBIMU nM3MepsieMbIMU MapaMeTpaMH HCCIECAOBAHUS SIBISIOTCS
®K, "MMYHOTEHHOCTh 1 OOBEKTHBHBIC OTBETHI B 00BEME OITyXOJIH, OLleHnBaeMble 1o kpurepusim irRC nim RE-
CIST. [Ins manueHTOB C TeMaTOJOTHYECKMMH 3JI0KauYeCTBEHHBIMH HOBOOOPA30BaHMSMH MOTYT OIIEHUBATHCS
JIOTIOJTHUTENbHBIE KPUTEPHH, TaKWe Kak HaJM4Me MHHUMAJBHOI'O OcTaToyHoro 3aboneBanus (craryc MRD).
[Ipn HEOOXOAMMOCTH WIIM TI0 BO3MOXKHOCTH 00pa3ubl OMOMapKepoB OepyTcsi W3 LENbHOH KPOBH, a TaKKe M3
Ouoncuii MMM(paTHYECKUX Y3JI0B WIM KOCTHOTO MO3Ta JJIsl MOHUTOPHHTA BO3/ICHCTBHA HA IMMYHHYIO CHCTEMY, a
TaKKe BIISTHAS Ha PaK TN 3JI0Ka4eCTBEHHBIE HOBOOOPA30BaHHUS.

Kpurepun BKiIrOUeHHS B BccineqoBanue ¢a3pl | MOTYT OBITh IIMPOKUMU M TTO3BOJITIOT BKIIIOYATH MAIEH-
TOB C pedpaKTEPHBIM I PEIHIUBUPYIOIINM 3a00IeBaHHEM CO MHOTHMH JAHAarHO3aMH IIPH KOTOPHIX paHee ObI-
JI0 TIPOJEMOHCTPUPOBaHO, 4TO 3Kcmpeccuss CD123 sBisercs BBICOKOW, TaKMMH KaK OCTPBIH MHEIIOJEHKO3
(OMJI), B-nmumddomneitko3, HOBoOOOpa3oBaHUS U3 OJACTHBIX MIa3MOIMTOUIHBIX NeHAPUTHBIX KieTok (OBITAK) n
BOJIOCATOKJIETOUHBIH Jieliko3. [lanneHTsl, BXonIIue B UCCIEI0OBAaHNUE, HYXKAAIOTCI B JOKa3aTeNbCTBE IKCIIPeC-
cun CD123 myrem mmmynorucroxumuueckoro (MI'X) anamusza nubo myTeM HM3ydeHHs apXMBHBIX 0OpasloB
OMoTICHH NEPBUYHO OIyXOJIH, JTN00 U3 OMOTICHH PEUUANBUPYIONIEH OMYXO0JIH U3 METaCTaATHYECKOTO Y4acTKa JI0
JICYCHUSL.

bucnerudraeckas monexyna antu-CD123x antu-CD3 onpenensiercst Kak JOCTaTOYHO Oe30macHast, €CIH y
MalMeHTOB, KOTOPBIM BBOJAT 103y Ha ypoBHe MTD mim Hike MTD, 0OHapy KHBatOTCS JOKa3aTeIbCTBA KIIMHHU-
YeCKOH MOb3bI, THO0 U3 00heKTUBHBIX 0TBEeTOB 10 KpuTepusM irRC wimn RECIST, mmubo u3 u3MeHeHwuid B 1o-
TEHITHAIBHO TIPOTHOCTHYECKHX OHMoMapkepax chiBOpoTKH, Takux kak CTC, PSA nimm TAG72.
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Tabnuna 7. [TocnegoBatensHOCTH M30popM CD123 yenoseka
(HarmoHanbHBIH LIEHTp OMOTEXHOJIOTUYECKON HH(OPMAIIHN)

HasBanue

HyKJ’l €oTUuaHas IOCIEeA0BATEIbBHOCTh

(MPHK)

AMMHOKHCIIOTHAs

MOCJIEIOBATENIBHOCT (TIOJTHAS)

SEQ
D
NO
(SEQ
D
NO
AMHHO
KHCJIO

ThI)

CD123,
usopopma

1

NM_00218
3.3
NP_00217
4.1

GTCAGGTTCATGGTTACGAAGC
TGCTGACCCCAGGATCCCAGCC
CGTGGGAGAGAAGGGGGTCTC
TGACA
GCCCCCACCCCTCCCCACTGCC
AGATCCTTATTGGGTCTGAGTT
TCAGGGGTGGGGCCCCAGCTGG
AGGT
TATAAAACAGCTCAATCGGGGA
GTACAACCTTCGGTTTCTCTTCG
GGGAAAGCTGCTTTCAGCGCAC
ACG
GGAAGATATCAGAAACATCCTA
GGATCAGGACACCCCAGATCTT
CTCAACTGGAACCACGAAGGCT

MVLLWLTLLLIALPCLLQTK
EDPNPPITNLRMKAKAQQLT
WDLNRNVTDIECVKDADYS
MPAVNNSYCQF
GAISLCEVTNYTVRVANPPF
STWILFPENSGKPWAGAENL
TCWIHDVDFLSCSWAVGPG
APADVQYDLYL
NVANRRQQYECLHYKTDA
QGTRIGCRFDDISRLSSGSQS
SHILVRGRSAAFGIPCTDKFV
VFSQIEILTP

PNMTAKCNK THSFMHWKM
RSHFNRKFRYELQIQKRMQP
VITEQVRDRTSFQLLNPGTY

SEQ
D
NO:2
05
(SEQ
ID
NO:2
06)
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GTTT
CTTCCACACAGTACTTTGATCT
CCATTTAAGCAGGCACCTCTGT
CCTGCGTTCCGGAGCTGCGTTC
CCGA
TGGTCCTCCTTTGGCTCACGCT
GCTCCTGATCGCCCTGCCCTGT
CTCCTGCAAACGAAGGAAGATC
CAAA
CCCACCAATCACGAACCTAAGG
ATGAAAGCAAAGGCTCAGCAG
TTGACCTGGGACCTTAACAGAA
ATGTG
ACCGATATCGAGTGTGTTAAAG
ACGCCGACTATTCTATGCCGGC
AGTGAACAATAGCTATTGCCAG
TTTG
GAGCAATTTCCTTATGTGAAGT
GACCAACTACACCGTCCGAGTG
GCCAACCCACCATTCTCCACGT
GGAT
CCTCTTCCCTGAGAACAGTGGG
AAGCCTTGGGCAGGTGCGGAG
AATCTGACCTGCTGGATTCATG
ACGTG
GATTTCTTGAGCTGCAGCTGGG
CGGTAGGCCCGGGGGCCCCCGL
GGACGTCCAGTACGACCTGTAC
TTGA
ACGTTGCCAACAGGCGTCAACA
GTACGAGTGTCTTCACTACAAA
ACGGATGCTCAGGGAACACGT
ATCGG
GTGTCGTTTCGATGACATCTCT
CGACTCTCCAGCGGTTCTCAAA

TVQIRARERVYE
FLSAWSTPQRFECDQEEGAN
TRAWRTSLLIALGTLLALVC
VFVICRRYLVMQRLFPRIPH
MKDPIGDSFQ
NDKLVVWEAGKAGLEECLV
TEVQVVQKT
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GTTCCCACATCCTGGTGCGGGG
CAGG
AGCGCAGCCTTCGGTATCCCCT
GCACAGATAAGTTTGTCGTCTT
TTCACAGATTGAGATATTAACT
CCAC
CCAACATGACTGCAAAGTGTAA
TAAGACACATTCCTTTATGCAC
TGGAAAATGAGAAGTCATTTCA
ATCG
CAAATTTCGCTATGAGCTTCAG
ATACAAAAGAGAATGCAGCCT
GTAATCACAGAACAGGTCAGA
GACAGA
ACCTCCTTCCAGCTACTCAATC
CTGGAACGTACACAGTACAAAT
AAGAGCCCGGGAAAGAGTGTA
TGAAT
TCTTGAGCGCCTGGAGCACCCC
CCAGCGCTTCGAGTGCGACCAG
GAGGAGGGCGCAAACACACGT
GCCTG
GCGGACGTCGCTGCTGATCGCG
CTGGGGACGCTGCTGGCCCTGG
TCTGTGTCTTCGTGATCTGCAG
AAGG
TATCTGGTGATGCAGAGACTCT
TTCCCCGCATCCCTCACATGAA
AGACCCCATCGGTGACAGCTTC
CAAA
ACGACAAGCTGGTGGTCTGGGA
GGCGGGCAAAGCCGGCCTGGA
GGAGTGTCTGGTGACTGAAGTA
CAGGT
CGTGCAGAAAACTTGAGACTGG
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GGTTCAGGGCTTGTGGGGGTCT
GCCTCAATCTCCCTGGCCGGGC
CAGG
CGCCTGCACAGACTGGCTGCTG
GACCTGCGCACGCAGCCCAGG
AATGGACATTCCTAACGGGTGG
TGGGC
ATGGGAGATGCCTGTGTAATTT
CGTCCGAAGCTGCCAGGAAGA
AGAACAGAACTTTGTGTGTTTA
TTTCA
TGATAAAGTGATTTTTTTTTTTT
TAACCCAAAA

CD123,
nsopopma
2

NM_00126
7713. 1

NP 00125
4642. 1

GTCAGGTTCATGGTTACGAAGC
TGCTGACCCCAGGATCCCAGCC
CGTGGGAGAGAAGGGGGTCTC
TGACA
GCCCCCACCCCTCCCCACTGCC
AGATCCTTATTGGGTCTGAGTT
TCAGGGGTGGGGCCCCAGCTGG
AGGT
TATAAAACAGCTCAATCGGGGA
GTACAACCTTCGGTTTCTCTTCG
GGGAAAGCTGCTTTCAGCGCAC
ACG
GGAAGATATCAGAAACATCCTA
GGATCAGGACACCCCAGATCTT
CTCAACTGGAACCACGAAGGCT
GTTT
CTTCCACACAGTACTTTGATCT
CCATTTAAGCAGGCACCTCTGT
CCTGCGTTCCGGAGCTGCGTTC
CCGA
TGGTCCTCCTTTGGCTCACGCT

MVLLWLTLLLIALPCLLQTK
EGGKPWAGAENLTCWIHDV
DFLSCSWAVGPGAPADVQY
DLYLNVANRRQQ
YECLHYKTDAQGTRIGCRF
DDISRLSSGSQSSHILVRGRS
AAFGIPCTDKFVVFSQIEILT
PPNMTAKCN
KTHSFMHWKMR SHFNRKFR
YELQIQKRMQPVITEQVRDR
TSFQLLNPGTYTVQIRARER
VYEFLSAWSTP
QRFECDQEEGANTRAWRTS
LLIALGTLLALVCVFVICRR
YLVMQRLFPRIPHMKDPIGD
SFQNDKLVVWE
AGKAGLEECLVTEVQVVQK
T

SEQ

NO:2
07
(SEQ

NO:2
08)
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GCTCCTGATCGCCCTGCCCTGT
CTCCTGCAAACGAAGGAAGGT
GGGAA
GCCTTGGGCAGGTGCGGAGAAT
CTGACCTGCTGGATTCATGACG
TGGATTTCTTGAGCTGCAGCTG
GGCG
GTAGGCCCGGGGGCCCCCGCG
GACGTCCAGTACGACCTGTACT
TGAACGTTGCCAACAGGCGTCA
ACAGT
ACGAGTGTCTTCACTACAAAAC
GGATGCTCAGGGAACACGTATC
GGGTGTCGTTTCGATGACATCT
CTCG
ACTCTCCAGCGGTTCTCAAAGT
TCCCACATCCTGGTGCGGGGCA
GGAGCGCAGCCTTCGGTATCCC
CTGC
ACAGATAAGTTTGTCGTCTTTT
CACAGATTGAGATATTAACTCC
ACCCAACATGACTGCAAAGTGT
AATA
AGACACATTCCTTTATGCACTG
GAAAATGAGAAGTCATTTCAAT
CGCAAATTTCGCTATGAGCTTC
AGAT
ACAAAAGAGAATGCAGCCTGT
AATCACAGAACAGGTCAGAGA
CAGAACCTCCTTCCAGCTACTC
AATCCT
GGAACGTACACAGTACAAATA
AGAGCCCGGGAAAGAGTGTAT
GAATTCTTGAGCGCCTGGAGCA
CCcccCe
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AGCGCTTCGAGTGCGACCAGGA
GGAGGGCGCAAACACACGTGC
CTGGCGGACGTCGCTGCTGATC
GCGCT
GGGGACGCTGCTGGCCCTGGTC
TGTGTCTTCGTGATCTGCAGAA
GGTATCTGGTGATGCAGAGACT
CTIT
CCCCGCATCCCTCACATGAAAG
ACCCCATCGGTGACAGCTTCCA
AAACGACAAGCTGGTGGTCTGG
GAGG
CGGGCAAAGCCGGCCTGGAGG
AGTGTCTGGTGACTGAAGTACA
GGTCGTGCAGAAAACTTGAGAC
TGGGG
TTCAGGGCTTGTGGGGGTCTGC
CTCAATCTCCCTGGCCGGGCCA
GGCGCCTGCACAGACTGGCTGC
TGGA
CCTGCGCACGCAGCCCAGGAAT
GGACATTCCTAACGGGTGGTGG
GCATGGGAGATGCCTGTGTAAT
TTCG
TCCGAAGCTGCCAGGAAGAAG
AACAGAACTTTGTGTGTTTATT
TCATGATAAAGTGATTTTTTTTT
TTTT

AACCCAAAA

[Mpumep 7. Mumens-3aBucUMasi akTHBalMs T-kieTok, MHAynupoBaHHas npotuB CD123(+) kieroyHoi
muaun anTH-CD123 6ucnenuduiyeckumMu MoseKyIaMu

st cpaBHeHUS 3G PEKTUBHOCTH pa3nnuHbIX Oucnenudnueckux CD123-cBI3pIBaONIMX MOJEKYJI IIPH MH-
YK 3aBUCUMOMN OT MuiieHu aktuBauuu T-kinerok CD4 u CD8 T-kierok, mecTs pa3indHbix antu-CD123x
antu-CD3¢ Oucnenmuduaeckux moneky, Bkmodas TRI1123, TR1126, TRI1129, TRI130, TRI132 u TRI139 6butn
MPOTECTUPOBAHBI B IBYX HE3aBUCUMBIX SKCIIEPHMEHTAX.

AxtuBanuio T-KJIETOK OIICHUBAIN MTPOTOYHON ITUTOMETpHEH ¢ ncmosib3oBanneM CD123(+) kieTouHoM u-
HuH, Molm-13. MoHoHnykieapHble kieTku nepudepudeckoit kposu (MKIIK) BImensiii U3 KpOBH YEJIOBEKa C
UCIIONIb30BaHUEM CTaHIAPTHBIX METOMOB PA3JCNICHUS 10 IPAAUCHTY IUIOTHOCTH. BhIAENeHHbIE KIETKH IIPOMBI-
BaJIU B 3a0yepeHOM (DU3HOIOTHIECKOM PACTBOpE. T-KIETKH IOMOIHUTEIHHO BBIJIEIISUIN C UCIIOIb30BaHueM Pan
T-cell Isolation Kit IT ot Miltenyi Biotec (Bergisch Gladbach, I'epmanus) ¢ ucnosp30BaHreM MPOTOKOJIA TIPOU3-
BOJIUTEIS.

T-kyieTku BeiceBaNK B 96-TyHOUHBIE IUTaHIIEeThI ¢ U-00pa3HbiM qHOM Tipu 120000 KI1eTOK/IIYHKY, COOTBET-
ctBeHHO, ¢ 30000 omyxoieBrx kieTok Molm-13/myHKy, 4TOOBI TOCTHYD MTPUOIM3UTEILHOTO COOTHOLIEHUS T-
KJIIETOK K OIyXoneBbIM kineTkaM 4: 1. KoHueHTpanuu TtectupyemsIx Mosiekyn B auama3zoHe oT 2,000 mo 0,002
MKM ObUTH TOOABIICHBI K CMECH KIICTOK 110 KOHEeYHOro o0beMa 200 Mxi/nyHKy B cpene RPMI 1640, momomHeH-
HOH 10% yenoBedeckoil chIBOpOoTKM AB, mupyBaToM HaTpusl, aHTHOMOTHKAMHU W 3aMEHHMBIMH aMHHOKHCIIOTa-
mu. [Tnanmersr nakyouposanu npu 37°C, 5% CO, B nHKyOaTopax ¢ yBnaxHeHueM. Uepe3 20 4 KIETKH METHIH
aHTUTEIaMH IS IPOTOYHON IUTOMETPHUUYECKOTO aHAIN3a B OPUTHHANBHBIX IUIAHIIETAX, YTOOB MUHUMH3HPO-
BaTh IMIOTEPH KJIETOK, UCTONB3Ys ¢pu3nonormdeckuii 0ydep c 0,1% Oprapero cHIBOpoTOUHOro ans0yMmuHa u 2 MM
OHTA. Tlocne ueHTpruyrupoBaHus U yIalCHHs CylIEpHATaHTa KIETOYHBIE OCAJKH PECYCIIEHANPOBAIH CO CMe-
CBIO CIIEIYIONIMX aHTHUTEN, MEUEHHBIX KpacureneMm, B oobeMax mo 50 mxn: CD69-FITC, CD5-PE, CD8-Pacific
Blue, CD4-APC, CD25-PE-Cy7 u 7AAD u unkyoupoBayim B Tederne 30 MUH Ha JIbay. KIeTKH ABaXKIbI Mpo-
MBIBAJIM ¥ pECYCHEHINPOBAIN B 00beMax 1mo 120 MKII HemocpeacTBeHHO mepen m3MepenneM 50% Kaxmoit JIyH-
k1 B npoTouHoM 1uromerpe BD LSRII. daiinbsl 00pa3ioB ObIIM MpoaHATHU3UPOBAHEI C UCTIOIH30BAHHEM IIPO-
rpamMmHoro obecrieuenus FlowJo s pacdera mpoueHTHOTro cofepxkanus CD4™ (CD8") mwm CD8™ T-kieTok,
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KOTOpBIE UMeNH yBenudeHue skcnpeccun CD69 u CD25, myreM nmociaeoBaTeNbHOrO reiTUpOBaHUs Ha MPSIMOM
1 00KOBOM paccestHun, 7AAD', CD5", CD4" umn CD8" T-kieTku (7TAAD;, CD5" CD4" wm 7AAD CD5" CD8"
COOTBETCTBEHHO). ["paduku ObUTH MOCTPOCHBI ¢ ucnosb3oBarneM GraphPad Prism 7. 0.

AHanu3 akTUBHPOBaHHBIX T-kieTok yepe3 20 1 (¢ur. 5) BBIABUI 3HAYUTEIHLHOE YBEITUUICHHE MTPOIICHTA aK-
tuBupoBanHbIX CD4' 1 CD8" T-K/IeTOK B NPHCYTCTBUM KIETOK

Molm-13. Bce mporecTHpoBaHHBIE MOJIEKYJIBI HHIYIIMPOBAIA MAaKCUMAIbHYIO aKTHUBalWi0 T-KJIETOK B
MIPUCYTCTBUU KJIETOK-MUIIeHeH Molm-13 mpu HU3KHX KOHIIEHTpanusx B amanazone ot 1 mo 100 oM (¢wur. 5).
3nauenns ECs, onpenemsumu s TRI129, TRI130 u TRI139 st nonynsimii CD4' (¢ur. 5C) u CD8' (dur. 5D)
CD25" CD69', 1 OHHM JIEMOHCTPHPOBAIM CXOJHYIO aKTMBHOCTb JUIA BCEX TPeX OMCTICHH(pUIECKUX MOJEKYI aH-
tn-CD123%x antu-CD3e.

DTH pe3yabTaThl IEMOHCTPUPYIOT, YTO OucHenn(puIecKue MOJICKYIIBI, CBs3bIBaromuecs kak ¢ CD123, Tak
u ¢ CD3g, MOTYT WHAYIMPOBATh 3aBUCUMYIO OT MUIIICHH akTHBanuio T-kieTok mpotuB CD123(+) kimeTouHOU
JIHUY.

IMpumep 8. CasazpiBanue Oducnenuduueckux oenkos ¢ CD123

Jist onpenenenus KuHETHKU U apduuHOCTH Oucnenuduka k CD123 oucnennduyeckne 6enku TRI-129 n
TRI-130 skcnpeccupoBany myTeM TpaH3ueHTHOH TpaHcdekuun B kiuetkax HEK293 u ounmanu ¢ ucrosnb3oBa-
HHeM KoMOnHanuy apQrUHHOM OUNCTKM W OYMCTKH C UCKITIOYCHHEM M0 pa3Mepy. BHeknerounsiii nomen CD123
OBLT TPAaH3UEHTHO dKcTpeccupoBaH ¢ adhGuHHBIM ToroM Ha C-KOHIIE W OYHIIEH C UCTIOIh30BaHHEM KOMOWHAIINN
adhGUHHOM OYMCTKU M OYUCTKHU C UCKIIOUCHHEM I10 pa3Mepy. AHAIN3BI BRIOIHIIA C UCTIONL30BaHUEM TIpHOOpa
BIACORE™ T200 (Biacore Inc., [Inckaraseii, Hoto Ixepcu). BIACORE™ T200 npencrasisieT coboii Onocen-
COPHYIO CHCTEMY Ha OCHOBE TIOBEPXHOCTHOT'O TIa3MOHHOTO pe3oHanca (SPR - surface plasmon resonance), ko-
TOpas MpenHa3HaueHa JUIs MPEIOCTaBICHH JAHHBIX KHHETHIECKOTO CBA3BIBAHUS B PEaTbHOM BPEMCHH.

HccnenoBanus csa3piBanus SPR Oucnennduaecknx MoeKya ¢ peKOMOWHAHTHBIM MOHOMEPHBIM JKTO0-
meroM C D123 (ECD - ectodomain) nmpoBoauiu mipu 25°C B 6ydepe HBS-EP +. dparment AffiniPure F(ab') 2,
cnermuuanbii kK Fey-pparmenty ko3pero antudenoBedeckoro 1gG (Jackson Immuno Research) B konmeHTpa-
ruu 20 Mxr/mMa B 10 MM anerate Hatpus (pH 4,5), 6611 nMMoOum30BaH mpH miotHoctH 3600 eauHUIT OTBETa
(RU - response unit) Ha MOBEpXHOCTh CEHCOPHOT'O YWma HccienoBarenbekoro knacca CMS (R-1005-30, GE
Healthcare) ¢ momorplo cTaHaapTHONH XMMUHM aMUHHOW cBsi3W. [losrydeHHble Oncnenuduyeckue MOJICKYJIbl U
200 sM B HBS-EP + Oydepe 3axBaTbiBaigrcs IMMOOWIH30BaHHBIM aHTH-Fe F(ab')2-gparmentom, npu ckopoctu
notoka 30 Mkn/mMuH B TeueHue 120 ¢, yTo0bI toctrub ctabmibHOro otBeta 2000 RU. PaznuyHbie KOHIICHTpaUU
ECD CD123 (3-48 HM 2-KkpaTHBIMH pa3BeCHHUSMH, BKIIIOUasi Oydep B BUAE XOJIOCTOrO PacTBOPa) NPOIYCKaIIN
gepe3 3aXBavueHHbIC OUCTIETU(UISCKUE MOJIEKYJIBI CO CKOpocThio 30 MKJI/MUH B TedeHue 120 ¢ ¢ mociieyomumM
nepuogoM aucconmanuu 300 ¢. OnTuMansHas pereHepanys Obla JOCTUTHYTa OJHON MHBeKIwer 10 MM rim-
rmHa (pH 1,7) mpu ckopoctr noroka 30 MKI/MUH B TeueHue 15 ¢, a 3areM oaHoi uabekmuet 50 MM NaOH mpu
30 mxs/mMuH B Tedenue 15 c. JIsyxmunyTHas crabmmmsanus 6ypepom HBS-EP + Obua 3aBepiniena mepen mocie-
JYIOIIMIM TIPOTOHOM.

CeHcorpaMMBbl, NOJy4YeHHBIE W3 KuHeTHYecKMX SPR m3mepenwii, ObuM NpoaHaIM3HPOBAHBI METOIOM
JIBOMHOTO BhIYUTaHUsA. CUTHAII OT KOHTPOJIBHOM MPOTOYHOH SIUCHKU BRIYUTAIN U3 CHTHAJNIA PEAKIH CBA3BIBAHHS
aHAIIUTA, OJYYCHHOTO W3 MPOTOYHON SYCHKHM ¢ IMMOOMIM30BAHHBIMY HJTH 3aXBaYCHHBIMH JHTaHIamMu. bydep-
HbIE KOHTPOJIbHBIC OTBETHI 3aTE€M YCPEAHSUIUCH 110 HECKOJIBKHM HHBEKIHMSIM. 3aTeM yCpeIHEHHbIE KOHTPOJIHBIE
OTBETHI Oydepa BBIUUTAIN U3 OTBETOB CBS3BIBAHUS aHAINTA, U OKOHYATENILHBIE JaHHBIE C yYETOM JIBYX HUCTOY-
HUKOB aHAIM3UPOBAIN C TOMOIIBIO MporpamMMmHoro obecmeueHust mias oneHkn BIACORE™ T200 (2.0, GE
Healthcare), rmo6ansHO TOATOHSS NaHHBIC JUIS MOYYCHUs] KHHETHYCCKUX mapaMeTpoB (Tabim. 8). Bee cercopo-
rpaMMBbI OBUTH MTOJIOTHAHEI C MCIOIb30BaHUEM MPOCTON MOJICIIN CBSA3BIBaHUS "0JMH K OJHOMY .

Tab6mmma 8. [TomyueHHble kmHETHYeCKHE TapameTpsl 1t a CD 123 6ucnenmuduaeckux mosiekyn k ECD CD123

Mornekyna | ka(1/mc) Kz(1/¢) K (aM)
TRI-129 1,79x10° 2,05x10” 11,4
TRI-130 1,72x10° 4,72x10™ 2.7

ITpumep ananuza SPR TRI-130 mpu pasnuuneix koHueHTpamusx ECD B nuanasone ot 3 1o 48 HM npone-
MOHCTpHpOBaH Ha ¢ur. 6. TepmoaguHAMUYECKHE ¥ KHHETHYECKNE KOHCTAHTBI CKOPOCTU CBS3BIBAHHSA PACCUHTHI-
BQJIM C UCIIOJIb30BAaHHEM IIporpaMMHOro odecnedenus aist pacaera BIACORE™. Hanpumep, apunnocts (KD)
TRI-130 k BHeknerounomy nomeny (ECD) CDI23 Gbita ompeneneHa kak coctapisomas 2,74x10” M ¢ ka
1,72x107° Mt ukd 4,72><10'4 ¢!, Beuio onpeneneHo, uro apuaHOCTh TRI-129 ¥ CD123 cocrasmser 1,14x10°
M ¢ ka 1,79 x10° M' ¢! ukd 2,05><10'3 ¢’!. Touka TemoBoro nepexona) CD123-crsa3piBatomiero nomena scfv,
KOTOpOE SIBJISIETCSI MEPO ero CTaOMIIBHOCTH, MOJKHO M3BJICUb M3 KPUBOM TUIABIICHHUSI.

HccnenoBanne tepmocradbmibHOCTH ¢ iomolnbio DSC mpoBoamim ¢ ucnone3oBanneM cucteMsl MicroCal
VP-Capillary DSC (Malvern Instrument). Tounoe comanenue 0ydepa, PBS pH 7,4, ucnonp3oBaim kak KOH-
Tpodb. 500 MK pactBopa 0,5 MI/MIT Kaxmoro oopasma Oeika ¢ KOHTPOJIEM 3arpykalld Ha TIpuOOp U HarpeBan
ot 25°C o 100°C co ckopoctbio onuH rpanyc Llenscust B Munyty. KpuBast muiaBnenus Obliia mpoaHaIM3HpOBaHa
C WCIIOJIb30BaHUEM MPOTPaMMHOTO odectieueHus i iathopmsl Origin 7 "MicroCal VP-Capillary DSC Auto-
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mated Analysis Software". Tm kax1oro nepexoza IUIABICHHUS PACCUUTHIBAIM MO METOXLY "MHTErpauus ¢ He-2
cocrostHusimu"("TIon-2 state curser integration™).
Tab6smra 9. OneHka TepMOCTaOUIBHOCTH TOMEHOB

Tm3(Fc
O6paser; | TmOnset | Tm1(aCD3 scFv) | Tm2 (aCD123 scFv u Fc CH2) CH3)

TRI129 51,19 59,59 64,48 83,87

TRI130 53,19 59,59 65,71 84,64

[Ipumep 10. PapmakokHuHETHIECKAS AKTUBHOCTh

Jna ompenenenus (papMaKOKHHETHYECKOW AKTUBHOCTH OHCIIEIIM(PHUSCKIX MOJEKYJI caMKaM MBI
Balb/c BuytpusenHo (8/B) BBoamm 200 mr (~ 10 mr/kr) mu6o TRI129, nmu6o TRI130 (n= 30 mns xaxxmol Mode-
kynbl, TRI129 nmu TRI130). B xaxaprit MOMEHT BpeMEHH KpOBb COOMpaNd MyHKIMEH U3 cepAra y 3 MBIIIeH.
Bpemennsie Toukn ObLTH craemyrommmMu: 15 mMuH, 2, 6, 24, 48, 72, 96, 168, 336 u 504 4. KpoBb Obu1a iepepado-
TaHa B CBIBOPOTKY, AIMKBOTHpOBaHa U 3amopokeHa. Konmentpanuun TRI129 u TRI130 B oOpa3iiax ChIBOPOTKH
KPOBH OIPENEIIsUIN ¢ TIOMOIIBI0 MMMyHO(epMenTHoro ananu3a (MPA). KonueHTpauuy B CBIBOPOTKH B 3aBHCH-
MOCTH OT BPEMEHH OBLIM HMCIIOJIb30BaHbI ISl ONpeAeeHus oleHoK napaMeTpoB PK ¢ moMompo HekoMmap-
tMenTanbHoro ananm3a (NCA - non-compartmental analysis) 1 KoMITapTMEHTaIbHOTO aHanu3a. [Ipodunu KoH-
LEHTPAIMK CHIBOPOTKH BO BPEMEHH aHAJIM3MPOBAIM C IIOMOIIBIO IporpammHoro obecrieuenusi Phoenix 64.
I'padukn ObuTH MOCTpOEHBI ¢ Hcnosb3oBanueM GraphPad Prism 7.0. Anann3 mapamerpoB NCA moiy4eHHBIX
JAHHBIX TpUBeaeH B Ta0I. 10.

Tabmuma 10. AHaIM3 JaHHBIX ¢ TOMOIIBIO Mapamerpa NCA

bucnetudux | T V2 Kanpenc OGbem AUC
TRI-129 229 yacos (9,5 nueit) 0,204 mn/gac/kr | 67,54 muw/xr | 38750u*MKr/MI
TRI-130 301 gac (12,5 nneir) 0,186 mn/uac/kr | 80,84 mu/kr | 3730949*MKr/mi

Ha ¢wur. 7 mpogeMOHCTpUPOBaHbI KPUBBIC 3aBHCUMOCTH KOHIICHTPAIIMH OT BPEMEHU I OHcIerudye-
ckux Mosekyn TRI129 u TRI130.

IIpumep 11. DdpdexTuBHOCTS in vivo aHTH-CD123 X anTr-CD3 CBA3BIBAIOMNX MOJCKYJT

Uto06s! onpenenuth, crmocoOHbl iu TRI129 u TRI130 narHONMpPOBATH POCT OMYXOJH M MPOJIEBATh BBHIKH-
BaHHUE in vivo, OblIa HCIIONB30BaHAa MOJENb OCTPOrO MHEJOMAHOTO JIEHKO3a 4elloBeKa y TphI3yHOB. Kietkn
MOLM-13/LUC cMmemmBanmu ¢ JOHOPCKAMH T-KJIETKaMU W MaTpHUTrejeM M UMIUIAHTHPOBAIN B OOK MBIIICH
NOD/SCID B nens 0 uccnenoBanus. JKuBoTHbIX oOpabdaTeiBasiv B rpynmax mo 10 Mermreid B rpymme T-kieTkamu
oT oxHoro goHopa ¢ HocuTesneM, TRI129 niam TRI130 B mens uccnenoanus 0, 4 u 8 B gozax 15, 3 u 0,6 Mkr
Oenka B obmiem oobeme 200 M. PocT omyxou u3Mepsuin IITaHTCHITUPKYIISIMU C TCYCHHEM BPEMECHU BO BpEMs
UCCIICIOBaHMS, W COOBITHS BBHDKUBAHHS PETHCTPUPOBATH KAXKIBIA pa3, KOTJa MBIIIb JOCTUTala H3MEPsIECMOTo
napamerpa (06beM omyxonu >1500 MM®) 1 moxBepranu sBTaHazuu. Kak mpoaeMOHCTpHpOBaHO Ha ¢ur. 8 u 9,
6bu10 MuHUMasbHOE Bimsiare TRI129 u TRI130 B oTcyTcTBHE NOHOPHBIX T-KIETOK M MUHUMAaJbHOE BiusiHUE T-
KJICTOK Ha POCT OITyXOJIU TOJIBKO JOHOPCKUMHU T-KiIeTKaMu. 3HAUYUTECIFHOE WHTHOMPOBAHUE POCTA OMYyXOJH Ha-
6mronanock nocie yieduenns kak TRI129, tak u TRI130 mpu Bcex MCHBITAHHBIX 103aX B IPUCYTCTBHH JOHOPHBIX
T-k1eToK. 3HAYHUTENBHBIC PA3UYUUs B CPEAHEH BBDKHBAEMOCTH MBIIICH OBUIM OIMPEICIICHBI C MCIIOIB30BAHUEM
aHanmu3a BeDKMBaeMocTH Karmmana-Meiiepa ¢ norapu()MUYecKUM TECTOM ISl CPAaBHEHHSI KPUBBIX BBIKHBAEMO-
ctu. Kak mpogemonctpupoBano Ha ¢ur. 10, BEDKHBa€MOCTh MBIIIEH, MOJYYaBIINX BCE HCIBITAHHBIC O3B
TRI129 u TRI130 B mpUCYTCTBUU KO-UMIUTAHTUPOBAHHBIX YEJIOBEUYECCKHX T-KIETOK, ObLIa 3HAYUTEIHHO IMPO-
JUTeHa OTHOCHTENHFHO BCEX KOHTPOJBHBIX rpymi. Hu xo-ummmantanus T-KIETOK MpH JICUSHUH HOCHUTENIEM, HH
nedenne omyxoneit TRI129 nimm TRI130 B oTcyTCTBHE YemoBedecKHX T-KJIETOK HE YBEIMYUBAIA BHIKHBAEMOCTh
M0 CPaBHEHUIO C MBIIIAMH, KOTOPHIM UMIUIAHTHPOBAIH TOJIBKO OITyXOJEBBIC KIETKH W MOTYYaBIIMMH HOCHTEINb.
DTOT pe3ynbTaT AeMOHCTpHpYeT, uTo kKak TRI129, tak u TRI130 cmocoOHBI cTUMYTHPOBATH HHTHOMPOBAHUE
pocTa OIyXOJIH U MPOJUICBaTh BEDKUBAHUE B KCEHOTPAHCIUIAHTATHOW MOJICIIA OCTPOT0 MUEIIOMTHOTO JICHKO3a.

Ipumep 12. Hurorokcrmunocts TRI-130 cieruduyHna i KISTOYHBIX TUHHMN, SKcripeccupyromux CD123

UroOsl moaTBepauTh crieiupuanocts TRI130 u cpaBHUTH €ro IMUTOTOKCHYCCKYHO aKTUBHOCTH HA JIMHUSIX
OITYXOJICBBIX KIIETOK, SKCIPECCUPYIOMUX pa3Hbie ypoBHU CD123, ObUIM HCIOIB30BAHBI aHATU3BI BHICBOOOXKIC-
HUsl Xpoma-51 sl KOJIMYECTBEHHOM OLIEHKH JIM3KCa KIETOK-MUILIEHEH, HHAYIIUpoBaHHOTO T-KieTkaMu. YpoBHU
skcnpeccur CD123 Ha nmuHESX omyxoneBbix kieTok OMJI MOLM-13 u KG-1a, momoxxurenpHbx 1o CD123,
CpPaBHUBAIM C JIMHUEH OIMyXoJeBbIX KieTok Daudi aumdomsr bepkurra, otpumnarensroit mo CD123, merogom
poTouHOM ruToMeTpun. Dxcnpeccus CD123 Oputa 00HapykeHa ¢ HCIIOJIE30BAaHHEM KOMMEPYECKH JOCTYITHOTO
YEeJI0BEYECKOTO KOHBIOTHPOBaHHOTO aHTHTena aHTu-CD123-pukospurpun (PE). ITomoxutensHas skcmpeccus
CD123 6buta ooHapyxena Ha MOLM-13 u KG-1a, Ho He Ha xierkax Daudi. Knetkn MOLM-13 n KG-1a skc-
npeccupoBasid B cpenneM 10000 u 2000 peuentopoB Ha KJIETKY COOTBETCTBEHHO (AaHHBIE HE MPEACTABICHBI).
Paznuunble konnentpanuu TRI130 nakyOupoBamu ¢ xietounsiMu JuHUIME MOLM-13, KG-1a wm Daudi u
OYUIICHHBIMHU T-KJIIETKAMU YCIIOBEKA, CBEKEBBIICIICHHBIMU W3 MEepU()EPHUCCKON KPOBU YCIOBEKA, 3aTEM IIPE]-
BapUTENIBHO aKTUBHPOBAIH CBs3aHHBIMU aHTH-CD3x antu-CD28 rpanynamu B Teuenue 24 4. TRI130 nunaynu-
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POBaJI IIUTOTOKCUYHOCTH TOJBKO B KJIETOYHBIX JIMHUAX, KOTOPBIE OBUTH ITO3UTUBHBIMU B OTHOLIIEHUH DKCIIPECCHU
CD123 u n1eMOHCTpUpPOBAIU CPAaBHUMYIO aKTUBHOCTh MEXAY JTHHUSAMU OIMyXoneBbIX kinerok MOLM-13 u KG-
la OMJI (¢wur. 12). IITATOTOKCUIHOCTh U3MEPSUIA KaK MPOIEHT CIeNU(YUUECKOTO JIM3KUCA OITyXOJIEBBIX KIIETOK,
OIICHUBAEMBIH C MCTIOIH30BAaHUEM aHAIN3a BEICBOOOKIEHUS XpoMa-51 ¢ BpeMeHHBIMH ToUkaMu 4 4 u 24 4 (1aH-
HBIE HE TIPEJCTaBICHB). DT Pe3ybTaThl MOATBEPkAat0T, uTo TRI130-uHAYyNIMpOBaHHASI TUTOTOKCUIHOCTH TIe-
peHanpaBiIeHHBIX T-KIeTOK crieruduIHa U KIETOK-MUIIeHeH, skcnpeccupytomux CD123, u gemoHCTpHpyeT
CHIIbHYIO TIMTOTOKCMYHOCTh TRI130 Ha muHMIX omyxoJsieBbIX KiaeTok OMII, sKcIpeccUpyronmx pa3inIHbIe
ypoBHHu O6enka CD123.

IIpumep 13. UuaynuposanHast TRI130 nUTOTOKCUYHOCTh C HAUBHBIMU T-KJIeTKaMH NPH pa3IUYHBIX COOT-
HOIICHUAX 3P PEKTOPHBIX U IETEBBIX KICTOK

UYro6s! nccnenoBath TRI130-MHAYIMPOBaHHYIO HUTOTOKCHYECKYIO aKTHBHOCTH IPU Pa3HBIX COOTHOIIIE-
HUAX 3(Q(EKTOPHBIX KIIeTOK-MuineHeH, kieTkn KG-1a, KoTopble dKCIpeccHpyloT yMepeHHble ypoBan CD123,
MHKYOUpPOBaH ¢ pa3nuyHbIMU KOHIEeHTpausiMu TRI130 n ounnennbiMu T- KJeTkaMu OT MATH pa3iudHBIX JO-
HOPOB-JIIOJICH, KOTOpBIE He OBUTH IpeBapUTEIbHO akTHBUpoBaHbl. Kietku-muniern KG-1a KynbTHBHpOBAIH C
T-xeTkamMu Ipu COOTHOIIEHUH 3P (HEKTOPHBIX U meieBbIx kireTtok 10:1, 5:1 u 1:1. TRI130 unmymupoBat uTo-
TOKCHYECKYI0 aKTHBHOCTh BCEX NMPOTECTHPOBAHHBIX COOTHOIICHMH 3((EKTOPHBIX KIECTOK-MHIICHEH AT BCEX
ISITU IOHOPOB (IaHHBIE HE MPEACTABICHBI). LIHTOTOKCHYHOCTS M3MEPSIIN KaK MPOLEHT CHEIU(PHUIECKOTO JTU3NCa
OITyXOJIEBBIX KJIETOK, KOTOPBII OLIEHUBAIN C HCIIOJIb30BAHUEM 24-1acOBOT0 aHaIN3a BBICBOOOXKICHUS XpoMa-51.
OTH pe3yabTaThl IeMOHCTPUPYIOT MolHyI0 TRI130-wHIAyIMPOBAaHHYIO MUTOTOKCHIHOCT TPH Pa3HBIX COOTHO-
meHuAX 3((GEKTOPHBIX KIETOK-MHIICHEH ¢ HAMBHBIMH T-KJIETKaMU 1 MUHUMAIIbHYIO BApHAaOEIbHOCTh AKTHBHO-
CTH MEXly HOPMaJIbHBIMU TOHOPaMHU.

[Mpumep 14: UccnenoBanue papMakKOKMHETHKH U IEPEHOCHMOCTH OJJTHOKPATHOH J03BI Y SIBAHCKUX MaKaK

st ormpeneneHusl MEPEeHOCUMOCTH, UMMYHOT€HHOCTH U (DapMaKOKWHETHYECKHX XapaKTEPHCTHK IOCIe
BHyTpuBeHHOTO BBeneHMs1 TRI130 Obuto mpoBeneHo ucciienoBanue GapMaKOKHHETUKH U IIEPEHOCHUMOCTH OJTHO-
KpaTHoil 103bl. J{n3aiiH uccnenoBaHus MPOAEMOHCTpUPOBaH B Ta0u. 11. J{ns nccnenoBanus ObLT BEIOpaH BHYT-
PHUBEHHBIH ITyTh BBEACHHS, TaK KaK OH IIPEAHA3HAYCH ISl BBEACHHS YEIOBEKY.

Cas3piBanue ¢ NHP CD3¢ onpeaensinu ¢ ucnons3zoBanueM aHTU-CD3-CBs3BIBAONIETO JOMEHA B MOHOCIIE-
mupugeckom popmare cmusHus scFv-Fc. ArTn-CD3 scFv-Fc tectupoBanu Ha T-KieTkax KHTAaHCKOHW MakKaku
ABAHIA METOJOM NPOTOYHON IIUTOMETPHUU. YPOBHHU CBSA3BIBAHUS OBUIM BapHaOEIBHBIMHU, IIPHU 3TOM OTACIbHBIC
00€3bsIHBl JIEMOHCTPHPOBAIN BBICOKUE, MPOMEXYTOUHBIC WM HHU3KHE YPOBHH CBSI3BIBAHHSI IO CPABHEHUIO C
KJIETKaMH YeJIoBeKa (TaHHbIe HE TIPECTABIICHBI).

Tabmuma 11. DxcnepuMeHTaIbHBIN Au3aitH (papMakKOKHHETHIECKOTO HCCIISIOBAHNUS Y SBAHCKIX MaKak

VYposenb Obbem

Ne Kon-Bo Tecroseili | [lenb 1 Bpems KonuenTpanus
b TIO3BI JIO3BI

rpynmel | camuoB a | matepuan | Jlo3upoBkH 103bI (MI/MIT)

(mr/kr) (mu/kr)
1 3 Konrpons | Cytxnm 1 0 0 5
2 3 TRI130 Cytku 1 0,25 0,05 5
3 3 TRI130 Jenb 1: 2 gaca | 0,5 0,1 5
4 3 TRI130 Henp 1: 24 (1,0 0,2 5

Jaca

* JKuBoTHBIE OBLIN BBITYLIEHBI M3 UCCIIEI0OBAHUS HA 36-€ CYTKH.
® JlosupoBasue uist rpym | 1 2 HAYAI0Ch OCIEA0BATENBHO, 63 3aEPIKKH MEXKILy IPYIIIAMH.

Jlo3upoBaHue OBLIO OTIIOKEHO HA 2 U MOCTIC OKOHYAHHS TPETHETO JKUBOTHOTO B TpyIIe 2 W Havajia IepBo-
r0 YKHBOTHOTO B TPYIIC 3; JO3UPOBAHKE IS TPYNHIEI 4 ObLIO OTIOXKEHO HAa 24 4 OT Havaja JO3UPOBAHUS IS
rpynmnsi 1.

B uccnenoanun NHP ¢ omHOKpaTHO# 10301 OBUIM OIICHEHBI CIEAYIONINE MapaMETpPhl U TNIABHBIC U3Me-
psieMble TapaMeTphl: KIMHUYEeCKHe PU3HAKY, Macca Tela, IMOTpebIeHne MU, TTapaMeTphl KITMHUYIECKOi maTo-
soruu (TeMAaTOoJIOTHS, KOATYJIANNS ¥ KIWHUIecKast Xumust), papmakoknaeTnka (PK), mMmmyHOTeHHOCTD, TPOdH-
JIM TUTOKWHOB U TPOTOYHAS IIUTOMETPHSL. ,

Tectupyemble ypOBHH 103 BapbHUPOBAINCH OT OKHAAEMON MaKCHMAalbHOW TO3BI AJIS 4eJoBeKa 0 OOoJb-
MUX KPaTHOCTEH OXKHIAeMOW O3Bl Aiis denoBeka (Tadin. 12). Oxxkumaemas GhapMakoJOTHISCKH aKTHBHAs 71032
(PAD) nns mroneii HaxoauTcs B quana3one 0,4 MKT/KT Ha OCHOBE MOJIENT KCEHOTPaHCIUTaHTaTa in vivo (IpuMep
11), uro B 625 pa3 HmKe 1036l rpynmbl 2. OTHAKO, OCHOBHIBAsICh HA aHAIH3aX aKTUBHOCTH in Vitro (aKTHBaLUs
T-knerok, nponudepanns 1 BHICBOOOKACHUE IIUTOKMHOB), peakims T-kireTok siBanna Ha TRI130 camxkaercs B
10-100 pa3 no cpaBHeHHIO ¢ peakuueit T-kieTok uenoBeka. CieoBaTeNbHO, OKUIAACTCS, YTO J03a B rpymnmne 2
Oynet B ~ 6,25 mo 62,5 pa3 6ombine 6uonornieckoro dkBuBaieHTa PAD yenoBeka. ['pynmsl 3 u 4 olleHHBAIOT 2-
1 4-KpaTHOE MPEBBIIICHHUE MTOCIETHEHN T03bI.
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TRI130 B3aumonetictByeT ¢ CD3 na T-kneTkax u ¢ Monekynoi-mumenso CD123 B monmymsiusax UMMYyH-
HBIX KJICTOK, BKJIIOYas IUIa3MOIMTONIHbIE neHaApuTHBIe KieTku (pDC -plasmacytoid dendritic cells) n 6a3odu-
JIBI, KOTOPBIE AKCIPECCUPYIOT BBhIcOKHe ypoBHU CD123, HO cocTaBiaoT MeHee 1% IUPKYyTHPYIOMHX JCHKOIHU-
ToB. OnyOrKOBaHHBIE JaHHBIC, OTIMCHIBAIONINE ApyTrue Oucnenuduky, Hanenennsie Ha CD123, oTmeuator 3Ha-
quTeNbHOE BRICBOOOXKIeHHEe TTOKUHOB (Chichili et al. Sci Transl Med. 2015 May 27;7(289):289ra82).

B cBs131M ¢ oxumaHneM BBICBOOOKACHHSI IIMTOKMHOB 3TO MCCIIEIOBaHNE MPOBOMUIOCH B 2 dTama. B dasze |
nBoe KUBOTHBIX moyurin TRI130 mis onmpenenenust MOaXoAsMmux ypoBHEH 0361 st Paswr 11, koTopast ObI
BKITIOUasIa TPYMITEI jiedeHus 2-4. YposeHb 0361 0,05 Mr/kr (epBOHAYAILHO TIPEATIONATalICs KaK YPOBEHD CPEI-
Hel 103el s (Gasel 11) ObUT BBIOpaH I MEPBOTO KHUBOTHOTO, U 3TO JKUBOTHOE TIIATEIEHO KOHTPOIHPOBAIOCH
Ha HAJMYUC TMPU3HAKOB CHHAPOMA BBICBOOOXKICHHS IIUTOKWHOB, BKJIF0Yas cOOp HAOJIOMCHUI MMOCIe BBEACHUS
JI03BI, TEMIIEPATypy Tella ¥ 00pa3Ibl KPOBHU IS aHATH3a IIUTOKIHOB. J[03a XOpOIIIo MepeHOCHIIach, u 4yepe3 24 u
BTOPOMY KHBOTHOMY BBOJMIN 103y 0,25 MI/Kr (IepBOHAYAIBHO MPEANOIaracMoil Kak BEICOKUI YPOBEHB O3B
qutst aser 1), 4To Taxke XOpoIIo HepeHOCHIIOCH.

Ypouu n03er ansg @asel [I ObutM BEIOpaHBI B TMOMBITKE MOTYYHTH TUPQPEPEHIMPOBAHHBIC OTBETHI Ha
TRI130 u BKJIIOUATHM pe3yNbTaThl )KUBOTHBIX Dasbl 1.

Iockonbky mo30BbIe ypoBHH B Paze | Xopomo mepeHOCHIINCh KUBOTHBIMHI 0€3 KaKUX-JIN0O IaToJIormye-
CKUX KJIMHWYECKUX HAOJIOJCHHUH, TIOBBIIICHHBIX YPOBHEHW BHICBOOOXKICHHS ITUTOKMHOB WM TTOBBIIICHHOW TEM-
TepaTyphl Tena, BEIOpaHHbIe 1030Bbie ypoBHU Da3kwl II cocrasmsum 0,25, 0,5 u 1 mr/kr, uto B 2500 pa3 Gomnpie
oxxuaembiid genmoBedeckoro PAD skBuBanenTa (tadin. 12). ITpu koppektupoBke 3Toro 3amaca n1o 100-kpaTHO#H
Pa3HUIIBI B aKTHBHOCTH, 3TO MCCIIEIOBAaHUE TOCTUTAI0 B 25 pa3 6oee BEICOKHX 103, YeM denoBedeckas PAD.

Tabnuna 12. DxeuBaneHTh 10361 TRI130 Mo cpaBHEHUIO ¢ 0KUAACMON

(hapmakosornuecku akTUBHOM o301t (PAD)
Macca, CKoppekTHpOBaHHAS
TecroBerit YpoBeHb [103BI | SKBUBAJIEHTHASI SKBUBAJICHTHOCTb JIO3bI
Ne rpynnbl
MaTepuan (Mr/kr) oxnnaemoit PAD (~|Ha  ocHOBe oOTBeTa
0,4 MKI/KT) SIBAHITA
1 KonTpons 0 0 0
2 TRI130 0,25 625X 6,25X
3 TRI130 0,5 1250X 12,5X
4 TRI130 1 2500X 25X

dapmakokuHeTHKa oAHOKpaTHOH 103bl TRI130 y siBaHCKHX MaKak

KonuenTpanuu B CBIBOPOTKE OMPENEISIN, UCTIONB3Ysl cTanaapTHbIN MeTton MDA, ucnons3ys BHEKIETOU-
HbIi fomeH CD123 nns 3axBata TRI130 u OnotunmnupoBannoe anTu-1D anTuteno (SHS), pacmo3Haromee aHTH-
CD3-cBs3pIBatonuii JoMeH 111 oOHapyskeHus cBsizanHoro TRI130. [lyist GosbIIMHCTBA )KUBOTHBIX OBICTpOE T1a-
JICHHE KOHILIEHTPAIlUM B CHIBOPOTKE KPOBU B IO3HHE MOMEHTBHI BPEMEHU COOTBETCTBOBAJIO HAUYUIO AHTHUTEIN
npotus JiekapcTB (ADA). Crannaptasiii MocTukoBbiii DA c ucnonszoBannem TRI130 +/- OnoTiHa Mcnomnb30-
BaJIM JUIsl M3MepeHust THTpoB ADA B oOpasnax CHIBOPOTKH, COOpPaHHBIX B ITO3/HHE BPEMEHHBIC TOYKU. THTpEI
ADA 0ObUTM OTHOCHTEIBHO HU3KUMH st 7 U3 9 ®MBOTHBIX, mosydaBmux TRI130, n 3HaYeHHS THUTPOB MMEIH
TCHICHIMIO K YBEIUUCHHWIO C TEUCHHEM BPEMEHHU (JaHHBIE HE MpeacTaBieHbl). OIHAKO TUTP Takxke, MO-
BUIUMOMY, CHHXAJICS ¢ yBenndeHreM 10361 TRI130, n Hauano ADA Obuto mo3aHee 11 6osiee BRICOKHUX 1103, a
3TO O3HAYAET, YTO 0OJIee BHICOKUE 103bI HE KOPPEIMPOBAH C MOBBIIICHHBIMH YPOBHIMH HMMYHOT€HHOCTH, KaK
3T0 00bIYHO OXxuaanoch. [lockombky TRI130 sBisieTcst yenoBedeckum OekoM, oOHapykenue ADA B mo3aHme
MOMEHTHI BpeMEHH! B 00pasmax cbiBOpoTkd NHP cuutaercs HopMaabHBIM OTBETOM, & IMMyHOTeHHOCTh B NHP
HE SBIISETCA NPEAUKTOPOM UEJIOBEUECKUX OTBETOB.

He xommaptmenranbubiii ananus (NCA) CBIBOPOTOUHBIX KOHIEHTpAIMH, OOHapyKeHHBIX B aHaiun3e DA,
paccuuTan cpeqHui KOHeuHbIH nepuon nonypacnaga aiast TRI130 u ero BennunHa cocTaBuUia BIUIOTE 10 84 4da-
COB Y XMBOTHBIX, KOTOPBIM BBOIWJIN 103y 1 Mr/kr (tabn. 13). MHnuBHayansHO OXHO JKMBOTHOE B rpynme 4
UMeENIo IBHOE MoK0kHOoe HakormaeHue TRI130, B To BpeMs kak Apyroe B TPYIIE UMENO 3HAUYUTEIbHYIO PAHHIOK
MHIYKIUIo ADA, 4To NpUBOAMIO K 3HAYUTENHHO OoJiee KOPOTKOMY IIepHOoy nojypacnana. Penkuii or6op npob
¥ paBHOMEPHOE B3BEIIMBaHMUE ObLTH MCIONb30BaHb! st NCA, a KOHIIGHTPAlud B CBIBOPOTKE, HA KOTOPBIE SIBHO
Bivsio ADA, ObIIM HCKIIOUYEHBI M3 aHAIH3A.

- 125 -



047733

Ta6mmua 13. Ouenxu napamerpoB @K NCA 1151 OT/IeNIbHBIX )KUBOTHBIX, KOTOpBIM BBoAmsm TRI130

NCA ¢ pa3peskeHHOH BBIOOPKOH PaBHOMepHas oLeHKa
INapamerp Enennmer I'pyrma 2 I'pymma 3 I'pyrma 4
Rsa 0,964 0,992 0,983
CKOPPEKTUPOBAHA
HL Lambdaz |u 59,55 66,44 84,46
Tmax " 0,25 0,25 0,25
Cmax MKI/MJT 4,386 12,124 27,075
Cmax /D KO MKT/MIT/MKT 0,018 0,024 0,027
Tlast q 264 264 408
Clast MKT/MJT 0,0573 0,317 0,309
AUCall g*MKI/MJT 143,7 515,8 1329,7
AUCINF u*MKI/MJT 148,6 546,2 13674
AUCINF /D Howrt 0,594 1,092 1,367
MKT/MJI/MKT
Vz MI/KT 144,57 87,75 89,11
Cl MII/4/KT 1,683 0,915 0,731
MRTlast q 49,45 64,30 88,42
MRTINF 9 59,41 80,75 100,58
Vss MII/KT 99,96 73,92 73,56

B nononaenne k NCA [uist OTACTBHBIX )KUBOTHBIX U TPYIIIT JICUCHUS TIPOBOJIVIICS aHAJIN3 KOMIIAPTMCHTOB
C WCIOJIb30BaHUEM TPEABAPUTEIHHO CKOMITMIIHPOBAHHBIX Moeed WinNonlin® 2 KoMITapTMEHTa ¢ COOTBETCT-
BYIOIIIUMH CXEMaMH JTO3HUPOBAHUS U B3BEUINBAHUSA. Pe3ynbTaThl MPOJEMOHCTPUPOBAHKI Ha (ur. 13 u ObuTH aHa-
JIOTHYHBI olleHKaM napameTpoB NCA, npuuem nepuoj noiaypachajaa s OAHOrO KUBOTHOro B rpymme 4 (4003)
0e3 3HaunTebHOT0 ADA WIIM YaCTHYHOTO IOJIKOKHOTO BBEACHUS OBLT ompenesieH kak moutd 89 4. JKuBoTHoe
4002 B rpymme 4 MMe0 MOCTEIICHHOE MOBEIIICHIE YPOBHEH JICKAPCTBEHHOTO CPENICTBA B CHIBOPOTKE C TEUCHUEM
BpeMeHH U T, depe3 6 4 (Tabmn. 14); cienoBarenbHO, €ro JaHHBIC JIYUIIEe BCETO MOATOHIIACH C HCITOJIb30BaHU-
€M MOJENH 2 CpaBHEHUS I BHECOCYIUCTOM JO3UPOBKY BMECTO BHYTPHUBEHHOH OOJIFOCHON TO3UPOBKH.

Onenku mapametpoB DK, onpenenernsie ¢ momompio NCA WM KOMIIAPTMEHTaJIHHOTO aHalN3a, He ObLITH
OIMHAKOBBIMH B TPYIIIaX JICUCHUS B TOM, YTO TIEPHOJ ITOTyBBIBEACHUS YBEIHINBAJICS, & KITMPEHC YMEHBINAICS C
YBEIMUYEHUEM JI03, BEPOATHO, U3-32 ONIOCPEAOBAHHOTO MUIIIEHBIO cBs3biBanms TRI130.

Ta6mmma 14. Kommaptmentansabnii ananmus st NHP, koropomy namm onaokpatHyto BB no3y TRI130

O6pabork | ID Vi CL V2 CLD2 |[AUC | Anpd | bera | Cmax | Tma
a NHP | (yp/a | (vw/w/x | (/e | (mi/a/xe | (a* a HL |HL | (vgr/m | X
(Josa/IlyT ) r) ) r) mer/m | (9) ® | n (v)
b) m

0,25 mr/kr | 2001 | 5932 | 2,463 | 2436 | 4427 |101,5 |2,568 |24.7 |422 |05
B/B 9

0,25 mr/xr | 2002 | 50,87 | 1,864 |32,19 | 1,820 |134,1 |6,293 |36,8 | 4,91 0,25
B/B 5

0,25 mr/xkr | 2003 | 61,16 | 1,470 | 43,41 | 3,341 | 170,1 | 4,859 |53,4 |4,09 |05

B/B 6
T'pymma 2, 56,54 | 1,917 32,7 |3,028 130,4 432 (354|442 0,25
cpenHee 5

0,5 wr/kr | 3001 | 41,66 | 0,874 25,19 | 1,293 572 7,569 | 58,9 | 12,0 0,25
B/B 4 3 9

0,5 wmr/kr| 3002 | 45,70 | 1,072 |41,35 |3,339 |467 |4,180 | 60,7 | 10,94 |0,25

- 126 -



047733

B/B 3 4 2

0,5 wmr/kr | 3003 | 38,93 [ 1,058 28,97 12,692 473 3,966 (47,9 [ 12,84 [0,25

5

B/B 9 3 8
I'pynna 3, 41,87 | 1,002 32,43 | 2,540 499 4,608 | 55,6 | 11,94 0,25
cpenHee 5

1 mr/kr [ 4101 | 27,93 [ 0,926 22,08 | 16,533 [ 1080 0,511 | 37,8 | 35,81 0,25

5

B/B 5
1 mr/kr | 400 | 76,83 [ 0,854 16,02 | 0,133 1172 46,2 | 112, | 11,27 6
B/B 2 4 6

1 wr/kr | 4003 | 48,22 | 0,706 25,34 10,492 1417 18,99 | 88,9 20,74 0,25
B/B 6 2

I'pynna 4, 39,31 10,826 452 5,22 7422 | 4,15 |56 |7422 |2,17

> 5 >

cpenHee

* Tlomyuwnnm 1o KpaitHeit mepe gacth 10361 TRI130 3C(momkoxHO), a OIEHKH MapaMeTpoB ObUIHM MpoaHa-
JM3UPOBAHEI C UCTIONIb30BaHHEeM Mojienn SC.

Cpennue 3HA4YCHUS TPYNIT OBUIM MPOAHATH3UPOBAHBI C MICIIOIB30BAHUEM IIPEIBAPUTEIEHO CKOMITHIINPO-
BanHOH Mozenu Ne 7 WinNonlin® ¢ pa3pexeHHO#1 BEIOOPKOI U COOTBETCTBYIOIIEH OLIEHKOH

V1: 06bem mist 1-To (IEeHTPAIEHOTO) KOMITAPTMEHTA

CL: KimpeHc U3 IeHTpaIbHOTO WK 1-ro KoMIapTMEHTa

V2: O6beM uist 2-r0 KOMITapTMEHTA

CLD2: KnupeHc u3 2-ro KOMIapTMEHTa

AUC: momanas 1Mo KpuBOH BpeMEHH/KOHIIEHT ALK

Anbda HL: nepnox nonypacnana, cBI3aHHbIH ¢ MaKpO KOHCTaHTOH Anbda

Beta HL: nepuon nonypacnana, CBI3aHHBINA ¢ Makpo KOHCTaHTOH bera

Cmax: MakcuMajbHas HaOIro1aeMasi KOHIICHTPALUs

ITepeHocumocTh ogHOKpaTHOU 10361 TRI130 y ssBaHCKMX Makak

Omnokparnoe BBeaerne TRI130 ssBaHCKMM MakakaM OBIIIO KIIMHUYIECKH XOPOIIO IMEPEHOCUMBIM TIPH J03aX
1o 1 mr/kr BkimounTenbHO. [lpn 3THX M03ax He OBIIO KIMHUYECKUX HAONMIONEHUH WM M3MEHEHHH MacCHl Tela,
MOTpeOJIEHUS TTUIIH, KITMHUYIECKON XMMHY WU ITapaMeTPOB KOATYJISINHU, CBA3aHHBIX C UCCIIEAYEMBIM IPOIYK-
TOM.

Beenenne TRI130 Obuto CBSI3aHO CO CHIDKEHHEM KOJIHMYECTBA JTUMQOIMTOB B TeprpepuIecKorl KpOBU
(¢ur. 14). Ceszannoe ¢ TRI130 BpemeHHOE CHIKEHHE JIMM(OIMTOB HAOIIOAANIOCH Yepe3 2 4 MOcie BBEACHHSA
JI03BI BO BCex J103ax. Kpome Toro, no-BHaAMOMY, IPON30ILIO CHIKEHNE KOIMYECTBa 0a30(MIIOB B Ipymmax 2 u
3 mo remMaTosIoTHYECKUM H3MepeHusM (dur. 15), c HeMHOTO GoJee AIUTENHHBIM BpEMEHEM BO3BparTa K 0a30BBIM
YPOBHSIM I10 CPaBHEHHUIO C KOHTpOJIeM ¢ HocuteneM (rpynna 1). CpesHee CHIKEHHE KOJIMYECTBA JIMMQOIUTOB U
6a30(uiI0B OBUIO MEHbBIIE B IpyIe 4, YACTHYHO M3-32 OJHOIO XMBOTHOTO, KOTOPOE MMEJIO OrpaHHYEHHBIH OT-
BET, ¥ OJHOTO XHBOTHOTO, KOTOPOE MMEJI0 MOAKOKHYIO, a HE BHYTPHBCHHYIO MHBEKIINIO, TIOATOMY rpymma 4
OblIa UCKITIOUEHA U3 CPEHUX JAHHBIX 1Mo TnMdoruTaM u 6azoduaam, MpoIeMOHCTPUPOBAHHBIM B ¢ur. 14 u 15.
Bo Bcex rpymnmax, kotopsiM BBoaman TRI130, Habmoganocs yBeandeHne HEUTPOQPHUIOB TI0 CPaBHEHUIO ¢ KOH-
TPOJLHOM TPYNIION ¢ HOCHTENEM (IaHHBIE HE TPEJCTAaBICHbI). FI3MeHeHUs, OTMEUYECHHbIE HA TeMaTOJOTHIECKON
TIAHEJIN, B OCHOBHOM BO3BPAIIAJIMCh K 0a30BBIM YPOBHSIM IIPUMEPHO depe3 | HeAemro mocie BBeISHHUS JO36I.

Beenenne TRI130 He OBIIO CBsI3aHO C W3MEHEHWSAMH B KIMHWYECKOoW xuMmuu, Bkmodas CPb (C-
PCaKTUBHBIA 0€JI0K), WM C I3MEHEHUSIMHU ITapaMeTPOB KOATyJISIINH.

W3mepennst CoIBOPOTOYHBIX ITUTOKMHOB TTOKa3aJyl MHHUMAJIBHBIH BCIUIECK HEKOTOPBIX UTOKHHOB, BKIIIO-
yasi T-xnerounsie TUTOKUHBI UJI-10 u MJI-2 u BTOpruHbIe TUTOKKUHBI, Takue kKak MCP-1. [IukoBbie ypOBHH 1IH-
TOKHMHOB OBIIIM OOHApY>KEHBI yepe3 2 WM 6 9 1mociie BBEAEHUs J03bl. Biienom mcnonbs3oBanyu HaOOp MyINBTHII-
JIEKCHBIX IINTOKWHOB Ha OCHOBE TpaHyll IJIs ONpeeeHus] ypoBHel 23 OTAeNbHBIX IUTOKWHOB, B TOM 4ucie T-
crienmupUIecKuX IMUTOKUHOB (Takux kak WJI-2, NJI-4, NJI-5, UJI-6, NJI-10, NJI-17, U®Hy, ®PHO) 1 nuTOKH-
HOB, KOTOpBIC BBIPA0ATHIBAIOTCS KIIETKaMH APYruxX THIOB (Takmx kak MCP-1). [Ipumeps nnToknHOB, 0OHApY-
JKEHHBIX B MCCJICIOBaHWH, IPECTABICHBI B Ta0u. 15. [IpumMedarensHo, YTO YPOBHHU, OOHApYKEHHBIE MPHU 103¢ |
MT/KT, OBITM HUXE, YeM B TPYIIIE CO CPEAHEH W HU3KOH 10301, ofHaKo y )kuBOTHOTO 4003 ¢ 60iiee HOpMAaTbHBI-
MH BHYTPHBEHHBIMU OOJIOCHBIMH (apMaKOKHHETHISCKUMH IapaMeTpaMH OTBETHI ObUIH OoJiee TOXO0XXHMHU Ha
JIpyrue Tpymisl. J[pyroe >KHBOTHOE B rpymme 4 ¢ OYEeBUIHOW MOAKOXKHOHN m030# (4002) mMmeno 3anep:KkaHHBIH
MTUKOBEII OTBET TI0 HEKOTOPHIM IIUTOKHHAM, YTO corjiacyeTcs ¢ Oonee mo3gauM T,,. B 11e70M ypoBHH HUTOKH-
HOB BO3BpAIIAIOTCS K 0a30BBIM YPOBHSM uepe3 96 4acoB mOCiIe BBEICHHUA 036l. MUHUMANIBHAS CEKPEIHs IUTO-
KWHOB HE TIPUBOAMIA K KAaKUM-JIMOO HAaOJII0OAaeMbIM KIMHHYECKAM COOBITHSIM ITOCIIE BBEICHHUS 03I HIIH M3Me-
HEHUSIM MacChl TeJla WIN MOTPeOJIeHNs MUK (Kak oTMeueHo Bhinie). Cekpelys [IUTOKWHOB COTJIacyeTcsl ¢ Me-
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xanu3MoM pnevictBust TRI130, koropslit, korna npucyretByer neneBoit 6enok (CD123), MoxxeT npuBecTH K He-
KOTOPO¥ akTUBaIMK T- KIETOK B CHCTEME.

Beenenne TRI130 myTem omHOKpaTHON BHYTPUBEHHOH (MEIJIEHHONW OONFOCHON) HHBEKIIMU XOPOIIIO TIepe-
HOCHJIOCH y SIBAHCKHMX Makak Ha ypoBHsAX 0,25, 0,5 u 1 mr/kr. Ha ocHOBaHWHU 3THUX Pe3yJIbTAaTOB YpPOBEHL HEHA-
omonaemoro HebmaronpustHoro Bo3neicTeust (NOAEL - no-observed-adverse-effect level) cuurancs paBabiM 1
Mmr/kr. OIeHKa Tieproia MoyBeIBeIeHUS U3 chIBOpOTKH Ayt TRI130 coctaBuna 84 4 ¢ HOpMaTbHBIM KIIMPEHCOM
1 00BEMOM pacTpeIeNIeHUs B TPYIITE C BBICOKOH 1030i. bonee Hu3kue 10361 061amamyu 6oee ObICTPHIM KITUPEH-
coM U 0oJiee KOPOTKHMH OIIEHKAaMH IEPHO/Ia TOIypacnana, YTo IPEeAIoaracT OrmoCpeIoBaHOe MHUIICHBIO CBSI-
3piBare TRI130 ¢ kimeTkaMu-MUIICHSIME Y SBAaHCKUX MakKak. DTH HAOJIOJCHUS OyAyT TMOATBEPKICHBI M pac-
MPOCTPAHEHBI Ha 00Jiee BHICOKUE YPOBHHU J103bI B 28-mHeBHOM GLP mcciienoBaHNM TOKCHKOJIOTHH C TTIOBTOPHBI-
MU JT03aMH Ha SBAaHCKUX MaKaKax.

Tabnuna 15. V3MepeHue ChIBOPOTOYHBIX IIATOKUHOB JI030BBIX TPYIII B MAJIOTHOM
rccienoBaHuu nepeHocumoct u OK

WJI-2 (rir/mum)
HOMep JKHBOTHOT'O
Bpe | 100 100] 100 2001 ] 2002 | 2003 | 3001 | 300] 3003 | 4002 | 4003 | 4101
Msl 1 2 3 2 *k
€Y
2 | 42,9 520]70,0[ 7699 60,12] 81,64 76,9 41,0] 97,16 78,73 | 106,7 | 107,2
9 8 2 8 8 8
2% | 557 51,5] 53,3 246,1|159,6 | 221,2 [ 166,7 | 86,2 | 192,1 | 109,1 | 223,7 | 137,6
6 5 2 8 4 9 1 9 9 3 5 8
6 |828]60,6]3586]190,4]117,8]178,1[ 1158 74,4 136,1[107,1]157,9] 164,6
8 7 8 4 9 3 7 5 5 9
24 69,5 555]69,5[1433]78,45] 119,3 [ 88,21 56,5 139,8 [ 1372 103,9 | 120,8
5 9 5 5 1 3 1
48 | 50,4 | 58,6 | 62,3 91,49 | 54,72 ] 99,24 | 74,84 | 41,0 | 102,3 | 89,56 | 88,89 | 120,5
7 7 3 8 2 7
96 | 40,8 | 60,8 | 63,6 69,51 62,99 (7507 | 74,84 | 36,3 | 101,8 | 83,33 | 79,99 | 136,5
3 4 4 6 4 6
WJI-10 (ur/mn)
Bpe| 100‘ 100| 1oo| 2001| 2002| 2003| 3001| 300| 3003| 4002| 4003| 4101
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M5 1 2 3 2

(@)

2 | 4021358 7893922 166 71,08 ] 15,15 28,55 | 24,47 | 62,01 | 78,63
7 8

2 | 46,9| 31,3 | 44,7 | 630,1 [ 174,1 | 576,6 | 115,3 | 26,1 | 216,4 | 55,71 | 410,8 | 90,55
6 2 3 2 8 7 2 9 4

6 | 745 | 43,6 | 43,6 | 372,6 | 84,78 | 179,90 | 74,77 | 14,3 | 974 | 66,75 | 100,1 | 157,8
9 2 2 2 3 5 1 6

24 | 71,2 | 43,6| 59,1 | 150,0 | 31,29 | 100,7 | 48,18 123,8 | 69,12 | 63,59 | 60,43
8 2 5 6 8 8

48 | 38,0 | 34,6 | 56,9 | 49,44 | 29,02 | 71,08 | 21,47 41,12 [ 27,57 | 83,39 | 64,38
4 8 4

96 | 35,8 | 48,0 55,8 | 44,9 26,76 | 60,82 | 30,13 4896 | 41,58 | 37,67 | 85,77

7 3

WNJI-1Pa (ir/mn)

Bpe | 100| 100 | 100| 2001 [ 2002 | 2003 [ 3001 | 300 | 3003 [ 4002 | 4003 | 4101

M5 1 2 3 2

€Y

2 1298|102 21,7| 14,83 | 7,73|2736| 17,29 | 7,12 | 21,98 | 10,52 | 24,41 | 26,4
1 3 2

2 390 14,4 20,9 91,35 (31,08 | 73,18 | 38,46 | 21,7 | 69,77 | 22,41 | 51,87 | 36,56
8 6 3

6 48,4 22,5| 16,1 | 253,4 | 21,34 | 102,4 | 36,06 | 23,0 | 135,5 | 18,67 | 48,27 | 59,32
2 1 1 7 3 7 9

24 | 335 10,6 18,1 101,0 | 13,27 | 26,61 | 59,08 | 7,7 | 96,11 | 20,97 | 21,69 | 18,1
5 6 4 5

48 | 152 10,6 | 20,1 | 15,99 | 21,72 | 21,34 | 8,56 2,69 | 21,7 11,99 | 21,83 | 20,11
9 6 4

96 | 11,0| 152 13,2 1327 61| 1521 | 11,13 | 5,08 | 14,51 | 9,63 | 12,14 | 26,11
9 9 1

WJI-6 (rir/mu)

Bpe‘ 1oo| 100‘ 100‘

2001| 2002| 2003

| 3001|

300‘ 3003|

4002‘

4003| 4101
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M5 1 2 3 2

()

-2 1,61

2 4,46 | 82| 28,1]40,23 11,18 46,47 | 7,41 5997 4,71]29,12 | 9,24

7

6 729 11,3 9,75 34,34 | 15,76 6,65| 3,31 13,75 58,68

24 | 26,3 0,03 5,95 | 135,1 0,42 0,88
4

48

96 0,3

MCP-1 (mr/m)

Bpe | 100 100 ] 100 | 2001 [ 2002 | 2003 [ 3001 [ 300 | 3003 | 4002 | 4003 | 4101

M5 1 2 3 2

(=)

-2 | 255, 294, | 362, [ 390,5 | 391,0 | 445,7 | 342,4 | 158, | 547,6 | 618,1 | 769,4 | 807,7
62 77 89 4 5 9 31 8 2

2 | 386, 322, 281, ] 5860, | 1690, [ 3737, | 1429, | 520, | 3744, | 918,3 | 5948, | 1144,
37 52 46 97 25 21 67 19 09 11 13

6 563, | 393, | 316, | 2747, | 936,3 | 1720, | 669,2 [ 491, [ 1119, | 1063, | 1565, | 1972,
16 99 14 2 3 26 7 71 4 89 33 29

24 | 484, | 346, | 378, | 1188, | 571,6 | 874,9 | 508,4 | 288, [ 1126, | 1287, | 781,3 | 1043,
46 71 37 25 7 6 4 98 69 8 59

48 | 285, 398, | 379, | 518,2 | 435,7 | 634,2 | 358,7 | 211, | 672,0 | 789,5 | 706,9 | 1084,
74 27 72 1 9 3 71 2 8 3 58

96 | 254, | 400, [ 366, | 404,1 | 416,6 | 433,9 | 380,1 [ 193, | 599,6 | 666,4 | 526,8 | 1167,
56 97 57 1 8 4 43 4 4 58

** YXuotHoe 4002 mmeno ceiBOpoTOouHYI0 KoHIeHTpanuto TRI130 T, gepe3 6 4, 94TO yKa3blBaJoO HA
TTOJIKOXHBINA MyTh BBEJIEHUS W yKa3biBajo Ha Ooyiee MemienHoe HakoruieHne TRI130 y skuBoTHOTO. [IMKOBBIE
YPOBHH LIUTOKMHOB y 3TOT'0 KMBOTHOTO OBLIN HECKOJIBKO 3a/IepiKaHbl 110 CPABHEHUIO C IPYTUMH )KUBOTHBIMH.

[Mpumep 15. Tepanesruueckast s¢dexruBrocTs TRI130 B MBIIMHON MOAEIH OCTPOro MHEIOOIACTHOTO
neiixo3a (OMJI) ¢ muccUMeHHPOBaHHBIM KCEHOTPAHCIIAHTATOM

Jlist m3ydenust tepanesrudeckoit apdexrusaoctd TRI130 y Mpimed ¢ NpYKUBIIUMHUCS AUCCEMUHAPOBAH-
HBIMH OITyXOJSIMH HCIIOJB30BAIM MOJENb OCTPOTO MHEJIOWIHOTO JIeHKOo3a 4YenoBeka y TIpbI3yHOB. KieTku
MOLM-13, MmoauuIupoBaHHbIEC IS IKCIIPECCHUU JTIoNU(pepas3bl CBETIMYKA, HCIOIH30BATH IS KOJINYCCTBCH-
HOTO OTpeIeICHIS OITyXOJIH C MTOMOIIBI0 OMOTIOMUHECTICHTHOH Busyanm3arun. s uccnemnoBanus 100000 xire-
Tok MOLM-13 Luc BBOAWIM BHYTPHBEHHO B OOKOBYIO XBOCTOBYIO BeHY 24 Mblmmei-camiioB NSG. Kierkam
MOLM-13 Luc mo3BoJisisTd MIPYOKUATCS B MBITIIAX 4 JTHS 10 TOTO, KaK HA4aTh JiedeHne. MbIIel pactpeaesiig 1o
3 rpynmam o 8 Mpliel B kKaxaod. OmHa rpyIina He mojrydaia HUKaKAX JOMOJHUTENBHBIX 00pab0TOK B Ka4ecT-
Be KOHTpOJIs. OcTaBminecs JBe TPYIIIbI MOJYYUIN 7 MITH 9eJTOBeUYeCKHX T-KJIeTOoK ¢ mepBoit oopadboTkoii. O6pa-
60T1ku cocrosu u3 KoHTposst ¢ HocuteneM OCB wimm TRI130 B mo3e 3 mkr B cytku 4, 8 u 12. Jledenne mpoBo-
JMJIOCh BHYTPHBEHHO Yepe3 XBOCTOBYIO BeHy. [Ipemapatsr mocrasisimi B 0,2 mi dochaTHo-coneBoro Oydepa
Hyne6exko (PCB), He comeprkamiero MoJeKybsl (KOHTPOJIb ¢ HOcUTENeM), mim copepskamero 3 Mxr TRI130.
Wubeknus conepkana 7 MIIIMOHOB OYHMINEHHBIX YEJIOBEYECKUX T-KJIETOK JUIsl JIEYEHUs TOJBKO Ha 4-i JeHB.
Jleuenne TRI130 npuBeno k ObICTPOMY 3HAUUTEIHLHOMY CHIIKEHHIO OIYXOJICBOM Harpy3ku Ha ckeneT (¢ur. 16,
17 u Tabn. 16). OcraroyHas He CKeJIeTHas! OIyX0JIeBasi Harpy3Ka yBennumiach rnocie oopadorox TRI130. ITocne
BCKPBITHS ¥ B KOHIIE MICCIEIOBaHUS OBIJIO OIpPENeNieHO, YTO OCTaTOYHAsI OIyXOJieBasi Harpy3Ka OblIa CBsi3aHa C
PENPOAYKTHBHBIM TPAKTOM caMIla M Haboqamach Kak B rpymnme HocuTens, Tak u B rpymme TRI130 ¢ ocHOBHBIM
pa3nuareM MeXIy HUIMH B OTCYTCTBUH OITyXOJICBOW HArpy3KH cKenera. JleueHne MpIKUBIINXCS TUCCEMHHUPO-
BaHHBIX omyxoneid MOLM-13 Luc y camioB mbimieit ¢ TRI130 npuBeno kK 3HaYUTETLHOMY CHIDKEHHIO OITYXO-
neBoii Harpy3ku, p<0,0001, o cpaBHEHHIO C KOHTPOJIEM, COJIep KaIIUM ToIbKo T-kietku (Tabn. 16). He Obi10
CYIIIECTBEHHOMW pasHUIBI Mex Ay Toabko MOLM-13 Luc u rpynmaMu ¢ KOHTPOJIEeM C HOcUTeleM. Pacnpenere-
HHUE OIMyXOJIEBOK Harpy3ku ObUTO M3MeHeHO oO0paboTkoit TRI130, T. €. ckeneTHBIE KIETKU OYHCTHINCH OT OHO-
JFOMHHECIICHTHOTO CHUTHAJA.
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Tabmmua 16. CraTicTHueckoe cpaBHEHNE CPEeAHEr0 00beMa OIyX0oJH B IeHb 14

Anam3z ANOVA ¢ nosropubiMu m3Meperusimu JMP ¢ metonom HSD Teroxu (JMP Repeated-
Measures ANOVA Analysis with Tukey’s HSD Method)

O6pabotka 3HAYEHHE P
Hocurens nporus 3 mxr TRI130 <0,0001*
Hocurens npotus Tonsko MOLM-13 0,5385
Tombko MOLM-13 npotus 3 mxr TRI130 <0,0001*

* ykaspIBaeT Ha 3HaueHue p<0,05 - 3HAYUMYIO pasHHILY

[Mpumep 16. Koncrpynposanue antu-CD123x antn-CD3 MGD006-110106HO0#1 MOJIEKYJIBI.

UYro06s! cpaBHUTH akTHBHOCTH TRI130 ¢ npyrum Gucnennduyecknm GpopmaTtom, 0611 co3nad aHTH-CD123x
antu-CD3 Owucrienuk, coneprkammii mocienoBatenbHocTH CD123 momena u CD3-ceszpiBaromero MGDO006,
B3saThIe 13 WO 2015/026892 (mocnenoBaTeTbHOCTH HYKIEHHOBBIX KHCIOT cOOTBEeTCTBYIOT SEQ ID NO: 2 u 4;
aMUHOKHUCIJIOTHBIE TIOCIen0BaTeNbHOCTH cooTBeTcTBYIOT SEQ ID NO: 1 1 3), ckoHCTpyHpOBaHHBIE B (hopmare,
onmcanaoM B Chichili et al. Sci Transl Med. 2015 May 27; 7 (289): 289ra82 ¢ nobaBieHHOH MOCIea0BaTEIbHO-
cteio Avidin-Flag-HIS mns o6ecnedenus ounctku. Pesymbrupyromas MGDO006-mogo6Hass KOHCTPYKIWSI Ha3bI-
Baetcs TRI168.

[Mpumep 17. AkTHBanUs, TUTOTOKCHYHOCTh U BEICBOOOX/ICHHE ITUTOKMHOB T-KIIETKaMHU YeJIOBEeKa B OTBET
Ha TRI130 u TRI168

Jns cpaBHenus aktuBHOCTH OcenkoB TRI130 m TRI168 in vitro T-kneTKu BBIIEISIN U3 HOPMAIBHBIX J0-
HOPCKHUX MOHOHYKJIEAPHBIX KieTok nepudepuyeckoit kposn (MKIIK) u nHKyOHpOBay ¢ pa3nuaHbIME KOHIIEH-
tparusamu TRI130 u TRI168 B npucyrcteun CD123+ omyxoseBrix kietok (MOLM-13).

AxrtuBarmio T-KJIeTOK omeHuBaNK depe3 24 gaca KyJIbTHBHPOBAHUS C IIOMOIIBIO IPOTOYHONW IIUTOMETPHH.
[ocne nenTpudyrupoBanus 1 yJajJeHHs CyllepHaTaHTa KIETOYHBIE OCAIKH PECYCIIEHANPOBAIHN CO CMECHIO Clie-
IYIOIIMX MEUYESHBIX KpacuTelieM aHTuTes B oobemax mo 50 mxin: CD69-FITC, CD5-PE, CD8-Pacific Blue, CD4-
APC, CD25-PE-Cy7, u 7TAAD wu nakyoupoBanu B TeueHrne 30 MuH Ha Jbay. KileTku aBaskapl MpOMBIBAIN U pe-
cycreHaupoBayid B 00beMax mo 120 MK HermocpencTBeHHO repes n3MepenueM 50% Kakmoi JTyHKH B IPOTOU-
HoM 1tuToMeTpe BD LSRII. ®aitner 06pa3iioB ObLIM MpoaHAIM3UPOBAHBI ¢ TIOMOIIBIO TIPOTPAMMHOTO o0ecTiede-
uus FlowJo s Beraucienus npouenta CD4+ (CDS8-) mwiu CD8+ T-kiieTok, KOTOpPBIE UMEITH TOBBIMICHBIN ypO-
BeHb CD69 u CD25, myteM redTHpOBaHMs OCIIEI0BATENHLHO Ha NpsiMoe M OoKkoBoe paccesiuue, 7AAD-, CDS5 +,
CD4 + wm CD8 + T- xirerku (7AAD-, CD5 + CD4 + nnn 7AAD- CDS5 + CD8 + cootBetrcTBeHHO). ['paduku
ObUTH TTOCTpOCHBI ¢ ucmonb3oBanueM GraphPad Prism 7.0. TRI130 u TRI168 unnyuupoBanu cXoJHYIO 10303a-
BUCHMYIO aKTHBalMiO T-KJIETOK B NMPUCYTCTBUM KieTok-mumeHneit CD123 + ¢ o0ouMH NpOTECTHPOBaHHBIMU
nmonopamu (¢ur. 18). Ha ¢wur. 18 npomemonctpupoBan nporeHT CD4 + u CD8 + T-kieTtok, KOTOpble ObLIH
CD69 u CD25-nonoxurenpabiMu. 3Hauenns EC50 onpenensimu ¢ TRI130 u TRI168 mns monynsuit CD4 + u
CD8 + CD25 + CD69 +, uTo IeMOHCTPUPOBAJIO CXOIHYIO aKTHBHOCTH IJIsi 00eWX MOJEKyl. B oTcyTcTBHE
CD123+ kieTok-mutieHei aktuBaius T-KIETOK He HaOIroaanach (He PeICTaBICHO).

[urorokcnaHocTh Molm-13 oneHnBanm depe3 24 9 KyJIbTHUBUPOBAHUS C TIOMOIIBIO MMPOTOYHOHN ITUTOMET-
puH, Kak ommcaHo BhIme. Dailibel 00pas3oB aHATU3UPOBAIN C HCIIOJIB30BAaHUEM NPOTPAMMHOTO 0OecredeHHs
FlowJo mns Konm4yecTBEHHON OIEHKH MUTOTOKCHYHOCTH ITyTeM MOCIEIOBATEIEHOTO TEHTHPOBAHUS HA TPSIMOM
u 60koBOM paccestuny, 7AAD-, CD5-kierok. I'paduku 6putn moctpoens! ¢ ncrnons3zosanueM GraphPad Prism 7.
0. TRI130 u TRI168 uaaynnpoBamu CXOAHYIO J0303aBUCHMYIO IUTOTOKCHYHOCTE Molm-13 ¢ obonumu mpotec-
THUPOBaHHBIMU AoHOpamu (¢ur. 19). Ha ¢ur. 19 npogemoHcTprpoBaHO 00IIee KOJMUECTBO JKU3HECHIOCOOHBIX
ki1eTok Molm-13 nocne 24 4 kynbTUBHpOBaHHMs ¢ ouneHHbIMH T-kinerkamu, TRI130 n TRI168.

YpoBHU BBIOpAHHOHN TOATPYIIBI UTOKWHOB, OOBIYHO MPOJYIUPYEMBIX aKTUBUPOBAHHBIMH T-KJIETKaMHU,
Bktouasg UOHy, NJI-2, DHOa u NJI-10, nu3mepsinu B 24-4acoBbIX KyIbTYpaibHBIX CyNI€pHATAHTAX C UCHOIB30-
BaHHMEM MYJIbTHIUIEKCUPOBAHHBIX aHann30B aHanutoB. TRI168 uaaynnpoBain Oojee BEICOKHE YPOBHH CEKPELUH
IUTOKMHOB 10 cpaBHeHUIO ¢ TRI130 y o6oux MOHOPOB, MPOTECTUPOBAHHBIX B mpucyTtcTBun CD12 3+ kierok-
mutiereir Molm-13 (¢wur. 20).

Penxue HOpMaIbHBIE TOMYISIMA IMMYHHBIX KJIETOK, BKIIFOYAs INIa3MOIUTONIHEIC ACHIPUTHBIC KICTKH U
6a3odwmibl, skcnpeccupytomme Beicokne ypoBau CD123, mpucyrctByioT B obpazmax MKIIK u mpenctaBisioT
coboit Mumienn s Oucnernudpuieckux Moiekyn antu-CD123x antu-CD3. YtoOb!I HccienoBaTh YPOBHU CEKpe-
MU ITUTOKUHOB, HAyIMpoBanHbie TRI130 u TRI168 B oTCyTCTBHE DK30T€HHO JOOABICHHBIX KJIETOK-MHIIICHEH,
HopMaibHbIe JoHOpHBIE MKIIK KynpTHBHpOBanu B TedcHUE 24 4 C pa3IHYHBIMU KOHIICHTPAIMAMU Kak OCJKOB,
TaK U MUTOKWHOB, U3MEPCHHBIMU B IMOJYYCHHBIX CYMECPHATAHTAX C HWCIOJIH30BAHHUEM MYJIBTHUIUICKCHPOBAHHBIX
aHaM30B aHAMUTOB. [10100HO KyIbTypaM ¢ ounmieHHbBIME T-kieTkamu u kietkamu MOLM-13, TRI168 unmy-
upoBai 6osee Beicokue yposau UDHy, NJI-2, DHOao u NJI-10 no cpaBaernto ¢ TRI130 (dur. 21).

B3siTeie BMecTe, 9TH pe3yJabTaThl JEMOHCTPUPYIOT CPAaBHUMYIO in Vitro akTHBAIMIO T-KJIETOK M LIUTOTOK-
CHUYHOCTh 3K30T¢HHO nobamieHHBIXx CD123+ omyxoneBbix kietok ¢ TRI130 m MGDO006-nogoOHbIM aHTH-

- 131 -



047733

CD123x antu-CD3 oucnenmduyecknmu TRI168. TIpumedarensro, uyro TRI168 waaymmpyer ropasgo Ooiee
BBICOKUE YPOBHHU CEKPETHPYEMBIX HUTOKUHOB T-KJIETOK B KylbTypaX KaK OYMIIEHHBIX T-KJIETOK C OILyXOJIEBBI-
MU kieTkaMu Molm-13, Tak u B o6pa3nax HopMmanbHEIX JoHOpCcKHX MKIIK mo cpaBaenuto ¢ TRI130. B xnuHu-
K€ JIEKapCTBa, KOTOPbIE BBI3BIBAIOT CHIIbHYIO aKTHBALUIO T-KJIETOK, MOTYT BBI3BIBATh PsIJl HEXKEIIATCIBHbIX SIBJIC-
HUH, Ha3pIBaeMbIX "CHHIpPOMOM BbICBOOOXAeHMs UTOKHHOB" (CRS - cytokine release syndrome), u3-3a upes-
MEPHOTO BBICBOOOXK/ICHUS! INTOKUHOB. BBICBOOOXKICHHBIE INTOKUHBI BBI3BIBAIOT CHCTEMHYIO BOCTIAIUTEIBHYIO
PEaKII0, KOTOpast MOKET MPUBECTH K OMACHBIM TSI KU3HU OCJIOKHEHUSIM, KOTOPBIE MOTYT OTpPaHWYMBATh MPHU-
€M JIEKapCTB.

[Mpumep 18. Munynuposannas TRI130 nutoTokcHuHOCTH 00pa3noB kietok OMJI

YroOs! onpenennts, crocoder i TRI130 nHAynnpoBaTh MTOTOKCHYHOCTD B MEPBUYHBIX KiteTkax OMJI,
o6pasipr MKIIK or cyObektoB ¢ OMJI KyIbTHBHPOBAIN B TEYCHUE HECKOJIBKUX JHEH C pa3IMuHBIMHU KOHIICH-
tpatusimu TRI130. urotokcuunocth kietok OMIJI oneHMBaNM C MOMOIIBIO MPOTOYHON LUTOMETPUH IOCIE
YeTeIpex JHeW KynbTHBUpoBaHUs. [locne neHTprnyrupoBaHus U yIOaJeHUs! CylepHATaHTa KJIETOYHBIE OCaIKU
pecycrieHIMpOBaIy B CMECH, BKJIIOYAIOIICH CIIeyIoIe MeUeHbIe KpacUTeNeM aHTuTeNna B o0beMax no 50 MK
CD69-FITC, CD5-APC, CD19-Pacific Blue, CD25-PE-Cy7 u 7AAD, u naky6upoBaiu B TeueHne 30 MUH Ha
apay. KneTkn mBaxkapl MpOMBIBAIIM UM pECyCHEHANPOBAIN B 00beMax 1o 120 MKJI HEMOCPEACTBEHHO MEpex U3-
MepenueM 50% kaxmoi JyHKH B mpotogyHoM nutoMeTpe BD LSRII. ®aiiisr 00pa3oB ObUTH MpoaHATH3HPOBaA-
HBI C UCTIOJIb30BAaHUEM NIPOTPaMMHOro odecredeHust FlowJo 11 KoIudecTBEHHOH OLIEHKH IIMTOTOKCHYHOCTH B
KOMITapTMEHTax He B, He T-KIETKOK, IMyTeM MOCIeI0BaTeIbHOTO TEHTHPOBAHNS B IPSIMOM M OOKOBOM pacces-
Huu, 7AAD-, CD5-, CD 19-, CD25-knerok. ['paduku ObuTH MOCTpoeHsbI ¢ ucnonszoBanueM GraphPad Prism 7.
0. TRI130 naIyMpoBan 10303aBUCHMYIO TTOTepio obpasuoB He B, He T kierok odpasnoB OMJI y obounx mpo-
TECTHPOBaHHBIX TOHOPOB (¢ur. 22). durypa IeMOHCTPUPYET 0OIIee YHCIIO Ku3HecocoOHIX He B, He T kiteTok
nocsie 96 4 KyJIbTUBHUPOBaHMS. AHAJIOTHYHBIC PE3YNIbTAaThl OBUIM MOJy4eHb! Yepe3 24 u 48 u (naHHBIE He Tpen-
CTaBJICHBI). DTH pe3yNbTaThl AeMOHCTpHUpYIOT, 4To TRI130 criocobeH MHAYIMPOBATh IUTOTOKCHYHOCTh B KYJIb-
Typax nepBuuHbIX 00pa3oB MKITK OMJI uenosexka.

DOOPMYVYIJIA N30BPETEHMA

1. PekoMOWHAHTHBIN TOJUNENTHN, conepkamuii CD123-cBsa3pIBatomuii JOMEH, NMpUYeM YKa3aHHBIN
CD123-cBsi3pIBatomuii JOMEH COAEPKUT: (1) BaprHaOeIbHYIO 00J1acTh JETKOH LeNH MMMYHOIJIOOYJIHHA, COJep-
xkamryro LCDR1, LCDR2 u LCDR3, u (ii) BapuaOeiapHYIO 00JIACTh TSHKEIOH IIed MMMYHOTJIOOYIIHHA, COIep-
skamryto HCDR1, HCDR2 u HCDR3, npuuem:

(a) yxazannas LCDRI1 conepXUT aMHHOKHCIIOTHYIO TIOCIIEOBaTEIbHOCTh, NpeacTaBieHHylo B SEQ ID
NO: 6;

(b) ykazannass LCDR2 comepXHUT aMHHOKHCIIOTHYIO HOCJIEAOBATENBLHOCTD, NpeacTaBieHnyo B SEQ ID
NO: §;

(c) yxazanHass LCDR3 conmepXUT aMHHOKHCIOTHYIO TMOCJIEOBATEILHOCTD, TipeacTaBiennyio B SEQ ID
NO: 10;

(d) ykazaanas HCDR1 conepxuT aMHHOKHCIOTHYIO TIOCTIEI0BATEBHOCTD, Yka3anHyto B SEQ ID NO: 12;

(e) ykazannas HCDR2 conmepxuT aMHHOKHCIOTHYIO TOCIIEI0BAaTEIbHOCTD, MpeacTaBieHHyo B SEQ ID
NO: 14; a Taxxe

(f) yxazannas HCDR3 conepXUT aMMHOKHCIIOTHYIO ITIOCIIEIOBAaTEIbHOCTh, NpeacTaBieHHylo B SEQ ID
NO: 16.

2. lonunentug no 1.1, oTauyaromuiics TeM, 4to ykazanubiii CD123-cBs3bIBalomnii JOMEH COAEPKUT:

(i) BaprabeNnpHYI0 00JIACTh JETKOH e UMMYHOTIIOOYITHHA, COIEPIKAIYI0 aMIHOKHUCIOTHYIO MOCTIeIOBa-
TEJNBHOCTh, KOTOpas 1o MeHbleil Mepe Ha 88%, mo MmeHbinel Mepe Ha 90%, no meHsmeil Mepe Ha 92%, no
MeHbIIeH Mepe Ha 95%, mo MeHbmei mepe Ha 97%, mo MeHbmel Mepe Ha 98% wmmu o MeHsbIei Mepe Ha 99%
WACHTHYHA aMHHOKHCIIOTHOH MmocienoBaTenbHOCTH, ipenctasiennoit B SEQ ID NO: 2; a takxe

(i1) BaprabebHYIO 00JIACTh TSHKEION e HMMYHOTIIO0YTHHA, COJAePKAITYI0 aMHUHOKHCIOTHYIO TIOCTIET0-
BaTENFHOCTH, KOTOpas MO MeHbIIeH Mepe Ha 85%, mo menpmel mepe Ha 90%, mo meHspeil Mepe Ha 92%, Mo
MeHbIIeH Mepe Ha 95%, mo MeHbpmel mepe Ha 97%, mo MeHbmeld Mepe Ha 98% wmu 1o MeHbIei Mepe Ha 99%
WIACHTHYHA aMHHOKHCIIOTHOM MMOCIeIoBaTeIbHOCTH, TipeacTaBiernnoit B SEQ ID NO: 4.

3. HonunenTua 1o 1.1, oTnuyaromuiics TeM, 4to ykazanHblii CD123-cBs3bIBaoOnInil 1OMEH COACPKUT:

(i) BaprabenpHYI0 00JIACTh JETKOH e UMMYHOTIIOOYITHHA, COICPIKAITYI0 aMIHOKHCIOTHYIO MOCTICIOBa-
teapHOCTh SEQ ID NO: 2; a Takxke

(1) BaprabenbHYIO 00IaCTh TSHKENOH e NMMYHOTIIOOYJIHHA, COJIEPIKAIIyI0 aMUHOKHCIOTHYIO ITOCIIEN0-
BarenbHOCTHE SEQ ID NO: 4.

4. Tlonmunentuy mo Jr0bomMy u3 1. 1-3, ormyaromuiicss Tem, uto CD123-CBS3bIBAIONINN TOMEH COIEPKHUT
BapHuaOeIbHBIC TOMEHBI TSDKENBIX U JIETKHUX [IeNeH YeJIoBeKa.

5. lMomumentua 1o JirodomMy U3 il 1 -4, oTargaronuics Tem, 4to ykasanabli CD123-cBs3bIBatONMiA TOMEH
MIPENICTaBIIsIeT COO0H OTHOIIETIOYEeYHBINH BapradeabHbIi (parMeHT (scFv).

6. [TomumenTHy 1Mo 1.5, OTIIMYAIONTUICS TEM, YTO BapradelbHass 00JIacTh TSOKEION IMenu yKka3aHHOTO SCFv
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SIBIISICTCS] aMHHOKOHIICBOM IO OTHOIIICHHIO K BapHaOeIbHON 00JIaCTH JISTKOU IeTH yKa3aHHOTO SCFv.

7. HonumenTua 1o .5, OTIMYAIIUICS TEM, YTO BapuadelbHast 00JacTh JISTKOW IENH YKa3aHHOTO SCFv
SIBIIIETCSI aMUHOKOHIIEBOH TI0 OTHOIICHHIO K BapHaOeIbHOM 00JIacTH TsHKETIOH e ykazaHHoro scFv.

8. IMomunenTuy mo JT00OMY 13 Ml 1-7, OTIUYAIOIIUKACS TeM, YTO YKa3aHHBIH CBS3BIBAIOIINNA JTOMEH KOHB-
FOTHPOBAH C JIEKAPCTBEHHBIM CPEICTBOM HIIM TOKCHHOM.

9. IMomumenTuy 1Mo JFOOOMY U3 TIIL. 1-8, TOTIOTHUTETHHO COAEPIKAIINA KOHCTAHTHYIO 00J1aCTh HMMYHOTJIO-
OynuHa.

10. IMomumenTra o Jr000My U3 Tl. 1-3, TOMOTHUTENLHO COACPIKAIINN BTOPOH CBSA3BIBAIOIINIA IOMEH.

11. Tlomunentua mo .10, oTiMYaromuicsS TeM, YTO YKa3aHHBIA monumenTn coaepxut: (i) CD123-
CBSI3BIBAIONINH JOMEH, (ii) IIapHUPHYIO 00J1acTh, (1il) KOHCTAaHTHYIO 001aCTh HMMYHOTIIO0YIHHA, (1V) KapOOKCH-
TEepMHHAIIBHBII JTHHKEP | (V) BTOPOI! CBA3BIBAIOIIHUH JOMEH.

12. lonunenTua no m.11, oTauyaromuics TeM, 4TO yKa3aHHBIM MOJIUIENTH]] COIEPKUT, OT aMHHO J0 Kap-
6okcunbpHOrO KoHma (1) CD123-cBs3pIBaronuid 1oMeH, (ii) MIapHUPHYIO 00JacTh, (iil) KOHCTAHTHYIO 00JacTbh
UMMYHOTJI00yIMHa, (iV) KapOOKCUTEpMHHAIBHBIIN JTHHKEP U (V) BTOPOH CBA3BIBAIOIINIT JOMEH.

13. TonumenTtuy mo 1.11, OTAMYaOMUNACS TeM, YTO YKa3aHHBIN IOJMITCTITH CONESPKUT OT aMHUHO J0 Kap-
OOKCHIILHOTO KOHIIA, (i) BTOpO#l CBsA3BIBaIOMIN MOMEH, (ii) IMapHUPHYIO 00JacTh, (iii)) KOHCTAaHTHYIO 00JIaCTh
MMMYHOTJIOOYTHHA, (1v) KapOoKkcuTepMUHATLHBIN JHHKED U (V) CD123-CcBA3bIBAIONIHI TOMEH.

14. TTomunenTrx 1o ar00oMy u3 1. 1-13, oTIHYaronuiicst TeM, 9To:

(i) CD123-cBs3bIBaroniuii TOMEH CONEPXKUT: (a) BaprabeabHyI0 001acTh JISTKOW IeTTH KIMMYHOTJI00YTHHA,
comepkamryto LCDR1, LCDR2 u LCDR3, u (b) BapuabenpHyto 00JaCTh TSDKEION MM UMMYHOTIJIOOYIIHHA,
conepxairyro HCDR1, HCDR2 u HCDR3; a takxe

(1) BTOpO¥ CBSI3BIBAIONINI TOMEH COJIEPXKUT: (a) BapHaOeIbHYI0 001acTb JIErKoi e IMMYHOTJIOO0YIIHa,
cogepkamryto LCDR1, LCDR2 u LCDR3, un (b) BapnabenpHyto 001acTh TSXKETIOH LENW MMMYHOTJIOOYIHHA,
conepxairyro HCDR1, HCDR2 u HCDR3.

15. Homunentua no mobomy u3 ni.11-14, ortmyaromuiicss TeM, 4YT0 KapOOKCUTEPMHUHAIBHBII JIMHKEP CO-
nepxut wim coctouT 3 SEQ ID NO: 288.

16. IomumenTtua mo mo6oMy U3 mir. 1 1-15, oTnudaromuiics TeM, 9T0 KOHCTAaHTHAsI 00J1aCTh HIMMYHOTJIOO0Y-
muHa conepxut CH2 n CH3-nmomenst ummynornodymuaa IgG1, 1gG2, 1gG3, 1gG4, 1gA1, IgA2 umm IgD.

17. HomumenTua 1o 1.16, B KOTOPOM KOHCTaHTHAs 00J1acTh IMMYHOTIIOOYIMHA conepkuT CH2-nomen de-
noseueckoro IgG1, comepkamuii 3amensl L234A, L235A, G237A u K322A B cOOTBETCTBHH C CHCTEMOU HyMe-
pauuu EU.

18. IomumenTux mo odomy u3 mi.11-17, OTIHMYAIOIIMNCS TEM, YTO MOJUICITHA HE TMPOSIBISACT WIH MPO-
SIBIISICT MUHUMAJIbHYIO aKTUBHOCTh QHTUTEII03aBHCUMON KIICTOYHO-OTIOCPEAOBaHHO 1uToToKcmaHOCTH (A3KII)
W/WIIA aKTHBHOCTh KOMILIEMEHT3aBUCUMOH niutoTokcmyHocTH (CDC).

19. loaumenTua o arodomy u3 . 10-13, oTiHYaronuiicss TeM, 9TO BTOPO CBSI3BIBAIONINNA JOMEH CIICIHU-
¢uuecku cBsa3piBaeT T-kiaeTky, CD3, CD3¢ wmm T-knetounsiid penentopubiil (TKP) xomrmieke wimm KOMIOHEHT
T-KJI€TOYHOTO PEeLEenTOPHOr0 KOMILJIEKCa.

20. HonumenTun mo modomMy u3 mir.10-19, OTIUYaOMHIACA TEM, YTO BTOPOW CBS3BIBAIOIINN TOMEH COJICp-
JKUT BapraOeIbHYI0 00JIACTh JIETKOW e MMMYHOTJIOOYJIMHA U BapHaOeIbHYI0 00JIacTh TSHKETOW e HMMY-
HOTJI00YyTHHA,

mpudeM BapralenbHasi 00J1acTh JIETKOM ey IMMYHOTIIO0YIMHA COICPKUT aMIHOKHCIIOTHYIO ITOCIIEI0BA-
TENBHOCTH, KOTOpast:

(a) mo meHpIelt Mepe Ha 93% mueHTHYHA, IO MEHBIIEH Mepe Ha 95% WAeHTHYHA, IO MEHBIICH Mepe Ha
97% wmaeHTUYHA, TI0 MEeHbIIEH Mepe Ha 98% WISHTHYHA WM 110 MEHbIeH Mepe Ha 99% MIeHTHIHA aMIUHOKHC-
notHo# nocnenosatensHoctd B SEQ ID NO: 157 unu xe

(b) mo menbmeH Mepe Ha 94% WICHTUYHA, IO MCHBIICH Mepe Ha 95% UICHTUYHA, 10 MEHBIICH Mepe Ha
97% uaeHTH4YHA, IO MeHbILEH Mepe Ha 98% HIeHTHYHA WK 10 MeHblIeH Mepe Ha 99% uaeHTHYHA aMHHOKHC-
noTHo nocienopatenbHocTH B SEQ ID NO: 158 u

IIPH 3TOM BapuadelbHasi 001aCTh THKEION e IMMYHOTIIOOYIMHA COACPIKUT aMUHOKHCIOTHYIO ITOCIIE-
JIOBaTeIbHOCTb, KOTOpas Mo MeHblled mepe Ha 82% uaeHTHYHA, MO MeHbLIell Mepe Ha 85% uIeHTHUYHA, IO
MeHbIe Mepe Ha 87% WIeHTHYHA, IO MeHbIer Mepe Ha 90% waeHTHYHA, IO MEHbIIeH Mepe Ha 92% wuueH-
THUYHA TI0 MEHbIIeH Mepe Ha 95% naeHTHYHa, 110 MEHbIIeH Mepe Ha 97% uIeHTnYHa, 0 MeHbIIeH Mepe Ha 98%
WACHTHYHA WU 110 MEeHbIEH Mepe Ha 99% HaeHTHYHA aMHUHOKHCIOTHOH mocienoBaTensHoctd B SEQ ID NO:
159.

21. MomunenTux no 1m.20, OTIMYAIONTHAICS TeM, YTO BTOPOH CBS3BIBAIOIINN JOMEH COJCPKUT Bapruadelb-
HYI OOJIACTH JICTKOW IIEMd WMMYHOTJIOOYIIMHA U BapHaOEIbHYIO O0JACTh TSHKEJIOW IeTM MMMYHOTJIOOYIIMHA,
npudyeM BapualOeiabHas 00JaCTh JISTKOW IIEITH MMMYHOTJIOOYJIMHA COJEPIKUT aMHHOKUCIOTHYIO MOCIIEIOBATEb-
HocTh U3 SEQ ID NO: 157 unu SEQ ID NO: 158 u

IIPH 3TOM BapuadelbHast 007aCTh TSKEION e UMMYHOTTIOOYIHHA COACPIKUT aMUHOKHCIOTHYIO ITOCIIE-
nosarenbHOCTh U3 SEQ ID NO: 159.

22. MonumenTun mo modomMy u3 mir.10-19, OTIUYaIOMHIACA TEM, YTO BTOPOW CBS3BIBAIOIINNA TOMEH COJICp-
JKUT BapraOeTbHYI0 00JIACTh JIETKOW e NMMYHOTJIOOYJTMHA U BapHaOeIbHYI0 00JIacTh TSHKETOW e HMMY-
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HOTJIOOYJINHA;

mpudeM BapuabelbHas 00JIaCTh JIETKOM e IMMYHOTIIO0YIHHA COJCPKUT aMIHOKUCIIOTHYIO ITOCIIEI0BA-
TEJNBHOCTH, KOTOpAas IO MEHbIIEeH Mepe Ha 93% uaeHTHIHa, 110 MEeHbIIeH Mepe Ha 95% uaeHTHYHA, TI0 MEHbBIICH
Mepe Ha 97% uneHTHYHaA, IO MEHbIIEH Mepe Ha 98% WIOeHTHYHA WIKM N0 MeHbIneil Mmepe Ha 99% uneHTHYHA
aMUHOKHUCIIOTHOU TocneaoBatenbHocTh B SEQ ID NO: 160; u

npudeM BapuabenbHas 007acTh TSHKEION e HMMYHOTIIO0YIMHA COIEPKUT aMUHOKHCIIOTHYIO ITOCIIEIO0-
BaTENFHOCTH, KOTOpas IO MEHBIIEH Mepe Ha 82% naeHTHYHA, 0 MeHbIIeH Mepe Ha 85% MIeHTHYHA, IT0 MEHb-
et mepe Ha 87% mmeHTHYHA, IO MeHbIel Mepe Ha 90% maeHTHYHa, M0 MeHbIIeH Mepe Ha 92% uneHTHYHA,
o MeHbIeil Mepe Ha 95% uneHTu4Ha, o MeHblIel Mepe Ha 97% uaeHTHYHa, 10 MeHblIeld Mepe Ha 98% uaeH-
TUYHA WY 110 MeHbIIel Mepe Ha 99% uaeHTu4Ha aMUHOKHCIOTHOU nocnenoBaTensHocTd B SEQ ID NO: 161.

23. MonunenTtun mo n.22, OTAMYAIOMIMACS TEM, YTO BTOPOI CBS3BIBAIOIIUK JOMEH CONECPKUT Bapuabelb-
HYI0 00J1aCTh JIETKOH [IEM KMMYHOTJIO0YIMHA ¥ BapHaOCIbHY0 001aCTh TSXKEIION e MMMYHOTIIOOYITHHA;

mpudeM BapuaOelbHas 00JIacTh JETKOM e IMMYHOTIIO0YIMHA COJCPKUT aMIHOKUCIIOTHYIO ITOCIIEI0BA-
teabHOCTh SEQ ID NO: 160; a Takxke

npudeM BapuabenbHas 007IacTh TSHKEION e IMMYHOTIIO0YJIMHA COIEPKUT aMUHOKHCIIOTHYIO ITOCIIEI0-
BarenpHOCTH M3 SEQ ID NO: 161.

24, TlonumenTtuy 1o JrodomMy u3 mim.20-23, OTIMYAIOMIMIACS TeM, YTO YKa3aHHBIM BTOPOU CBS3BIBAIOIINI
JIOMEH CoJIepKuT: (i) BapuabenpHyr0 00J1acTh JETKOH el IMMYHOTI00ynuHa, conepkamntyto LCDR1, LCDR2
n LCDR3, u (ii) BapnabenbHyI0 00JIaCTh TSHKEION e uMMyHorsoOyinHa, coaepxamyio HCDR1, HCDR2 u
HCDR3, npuaem

LCDRI, LCDR2 u LCDR3 conep:aT aMHHOKUCIIOTHBIE ITOCIIEA0BAaTEILHOCTH, MpeacTaBIcHHbIe B SEQ
ID NO: 162, SEQ ID NO: 163 u SEQ ID NO: 164, coorBerctBernno, 1 HCDR1, HCDR2 u HCDR3 conepsxar
aMUHOKHCIIOTHBIE TTOCNIe0oBaTeNbHOCTH, NpeacTasiennsie B SEQ ID NO: 165, SEQ ID NO: 166 u SEQ ID NO:
167 COOTBETCTBEHHO.

25. HomunenTun no nm.10-19, oTnuyaromuiics TeM, 4TO yKa3aHHBIN BTOPOU CBA3BIBAIOIIMI JJOMEH COJEp-
JKUT BapuaOeIbHYI0 00JIACTh JIETKOW e NMMYHOTJIOOYJIMHA U BapHaOeIbHYIO 00JIacTh TSHKETOH e HMMY-
HOTJI00YJMHA, TOJIYISHHYIO U3 MOHOKIIOHAJILHOTO aHTHUTeNa, BeiopanHoro nu3 CRIS-7, HuM291 u 12C.

26. [TomumenTux 1o 1.25, OTIIMYAIONIMIICS TEM, YTO BTOPOH CBs3bIBatomuii momeH monyded n3 CRIS-7 u
comepxut: (i) BapuabenbHYI0 00JACTh JIETKOW IeMd MMMYHOTI0O0ymuHa, coaepxamyio LCDRI1, LCDR2 u
LCDR3, u (ii) BapmabenpHyI0 00NaCcTh TSHKEIOW Iemu UMMYHOTIoO0ynrHa, conepkantyro HCDR1, HCDR2 u
HCDR3, npudaem:

(a) ykazanuasie LCDR1, LCDR2 u LCDR3 umeroT mocnenoBarenbHocTH, ykazanHeie B SEQ ID NO: 168,
SEQ ID NO: 169 u SEQ ID NO: 170 coorBercrBenno, 1 HCDR1, HCDR2 u HCDR3 umeroT aMHHOKUCIIOTHBIS
nocneaoBarenabHocTH, npeactasieHHsie B SEQ ID NO: 171, SEQ ID NO: 172 u SEQ ID NO: 173 cooTBeTct-
BEHHO; WJTH JKE

(b) ykazanasie LCDR1, LCDR2 u LCDR3 uMerOT aMHHOKHCIIOTHBIC TTOCIICAOBATCILHOCTH, MTPEICTABICH-
Heie B SEQ ID NO: 162, SEQ ID NO: 163 u SEQ ID NO: 164 coorserctBenno, 1 HCDR1, HCDR2 u HCDR3
MMEIOT aMHHOKHCIIOTHBIC TTOCieIoBaTeIbHOCTH, npeacTaBieHHsie B SEQ ID NO: 165, SEQ ID NO: 166 u SEQ
ID NO: 167 cOOTBETCTBEHHO.

27. TomumenTux 1o .25, OTAMYAIONUIACS TeM, YTO BTOPOU CBS3BIBAIOMIMKA JOMEH mpoucxoauT u3 12C u
comepxut: (i) BapuabenbHYI0 00JIACTh JIETKOW IeMd MMMYyHOTJI00ymuHa, coaepxamyio LCDRI1, LCDR2 u
LCDR3, u (ii) BapmabenpHyI0 00JacTh TSHKEIOW Iemu MMMYHOTIo0ynrHa, conepkantyro HCDR1, HCDR2 u
HCDR3, npuuem:

(a) ykazanubie LCDR1, LCDR2 n LCDR3 nmeroT aMMHOKHCIIOTHBIE TIOCIIEI0BATEILHOCTH, TIPEJICTABIICH-
veie B SEQ ID NO: 171, 172 u 173 cootrBerctBenno, 1 HCDR1, HCDR2 u HCDR3 uMeroT aMUHOKUCTIOTHBIC
nocneaoBareabHoCTH, npeacrasiennsie B SEQ ID NO: 174, 175 u 176 cOOTBETCTBEHHO; HITH K€

(b) ykazanasie LCDR1, LCDR2 u LCDR3 uMerOT aMHHOKHCIIOTHBIC ITOCIICAOBATCILHOCTH, MTPEICTABICH-
Hele B SEQ ID NO: 176, 177 u 178 coorBerctBenno, 1 HCDR1, HCDR2 u HCDR3 uMeroT aMUHOKUCTIOTHBIC
nocneaoBateabHOCTH, peacTaBieHHasie B SEQ ID NO: 179, 180 u 181 cooTBeTCTBEHHO.

28. TlonumenTua 1o 1.26, OTIMYAIONTUICS TEM, YTO BTOPOH CBS3BIBAIOIINN TOMeH noiydeH u3 HuM291 u
comepxut: (i) BapuabenbHYI0 00JACTh JIETKOW IeMd MMMYHOTJI00ymuHa, coaepxamyio LCDRI1, LCDR2 u
LCDR3, u (ii) BapmabenpHy0 00NacTh TSOKEIOW Iemu UMMYHOTIoO0ynrHa, conepkantyro HCDR1, HCDR2 u
HCDR3, npudaem:

(a) ykazaaasie LCDR1, LCDR2 u LCDR3 nMer0oT aMUHOKHUCIIOTHBIE ITOCIICIOBATEILHOCTH, TPEACTABIICH-
ueie B SEQ ID NO: 182, 183 u 184, coorBercTBeHHO, U ykazanusie HCDR1, HCDR2 u HCDR3 umeroT amuHo-
KHUCIIOTHBIE TOCienoBaTebHOCTH, ipencTaBieHnbie B SEQ ID NO: 185, 186 u 187 coOTBETCTBEHHO; WIIH Ke

(b) ykazanasie LCDR1, LCDR2 u LCDR3 uMerOT aMHHOKHCIIOTHBIC TTOCIICAOBATCILHOCTH, MTPEICTABICH-
vele B SEQ ID NO: 188, 189 u 190, cootBerctBenno, 1 HCDR1, HCDR2 u HCDR3 umMeroT aMUHOKHCTIOTHBIC
nocieaoBareabHoCTH, npeactasieHHsie B SEQ ID NO: 191, 192 u 193 cooTBETCTBEHHO.

29. llonmunenTun, coaepxamuit CD123-cBs3biBatomuit fomeH 1 CD3-CBA3BIBAIOMINN JOMEH, IPUYEM:

(1) yKa3aHHBIH MONHITETITH] COAEPIKUT AMHHOKHUCIOTHYIO TIocienoBaTebHOCTh SEQ ID NO: 130 umun

(i1) yxa3aHHBIH TIOJTHUIIETITH]] COASPKUT AMHHOKHUCIIOTHYIO TIocenoBaTebHOCTh SEQ ID NO: 132.
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30. HonumnenTtux no aob6omy u3 mm.10-29, oTnmuyaromuiicss TeM, 4YT0 HHAYIUPYET NepeHANPaBICHHYIO LU~
torokcmuHocTh T-kineTok (RTCC - redirected T-cell cytotoxicity).

31. Momunentun no aro6omMy u3 1. 10-30, ornugaromuiicst Tem, uto naaynupyetT RTCC ¢ ECso 30 M nm
HIDKE.

32. TonumenTtua mo ro6omMy u3 nm.10-31, oTauygaronuiicss TeM, 4TO yKa3aHHBIA TIOJTUTICTITH]I, CBSI3bIBAO-
i CD 123, uaaymupyeT akTuBaiuio T-KiieTok wim npoiudepamnuto T-KIeToK.

33. [MomunenTuxa 1o JrodomMy u3 1. 10-32, OTIHYAIONTUICS TeM, 9TO YKa3aHHBIN IMOJUITCTITH HHIYITHPYET
T-K1eTOYHO-3aBUCHUMBIN JTU3UC KIETOK, dKcIpeccupyrommux CD123.

34. Tlonmunentuy mo nrodomy u3 nm.10-33, OTIMYAOIIMIACS TEM, YTO YKa3aHHBIN MONUICITH], KOT/Ia OH
cBs3aH ¢ Oenkom CD3 nHa T-kierke, HHIYIUPYET MOHMKEHHOE BBHICBOOOJK/ICHHE IIUTOKMHOB W3 yKazaHHOH T-
KJIIETKH [0 CPaBHEHUIO ¢ KOHTpoaeM ¢ anturenaom OKT3.

35. Momunentuxa mo mobomy u3 mi.10-19 u 25, oTIHYAIOIIMICS TeM, YTO BTOPOU CBS3BIBAIOIINN JOMCH
KOHKYpHpYeT 3a cBs3biBanme ¢ CD3e ¢ MOHOKIIOHAILHBIM aHTUTENOM, BIOpaHHbIM 3 CRIS-7, HuM291 u I12C.

36. Honumentux mo modomy u3 mm.10-35, oTaMyaronMics TeM, YTO yKa3aHHBIH BTOPOW CBSI3BIBAIOIIUH
JIOMEH TIPEJICTABIISICT COOOM OTHOLICTIOYCUHBIN BapruadeabpHbIi pparmenT (scFv).

37. HomunenTtua 1o odomy u3 mi.10-36, OTIUIAIOMUNCS TeM, YTO YKa3aHHBIM BTOPOH CBS3BIBAIOIITHI
JIOMEH TIPEACTaBIsAET COO0H TYMaHU3UPOBAHHBIN WITH YEJIOBEUESCKHI CBSI3BIBAIOIINN JOMEH.

38. IMomumenTua, coiepX amuidi B TOPSAAKE OT aMHUHOKOHIIA IO KapOokcwibHOro koHma: (i) CD123-
CBSI3BIBAIOIINHN JOMEH, (ii) MapHUPHYIO 00JIaCTh, (1i1) KOHCTAHTHYIO 00JIACTE UMMYHOTTIOOYIHMHA, (1V) KapOoKcH-
TEPMHUHAILHBIN JJMHKEDP U (V) BTOPOH CBA3BIBAIOIINI TOMEH, mpudeM ykazaHHbIH CD123-cBsI3bIBaronuil JOMeH
COJIEP>KUT aMUHOKHUCIIOTHYIO MTOCIIEIOBATENILHOCTD, ipeacTariernyio B SEQ ID NO: 2 u SEQ ID NO: 4.

39. lonunentun no ar0domy U3 mi. 1-38, oTmyaronuiics TeM, uto ykaszanHberii CD123-cBs3piBaronuii 1o-
MeH TpescTaBiseT coboit scFv, comepkammii BapuaOelibHY0 00JIACTh JISTKOW e UMMYHOTJIOOYJIMHA U Ba-
praleIbHYI0 00JIaCTh TSDKEIOH [EMU HMMYHOTJIOOYJIMHA; M PUYeM yKa3aHHas BapuaOeiabHas 00JIacTh JICTKOM
LENH U YKa3aHHasi BapualOenbHas 0071acTh TSHKEIOH ey COSTMHEHBI aMHHOKUCIIOTHON MOCTICIOBATEIBHOCTRIO,
conepxameit (Gly,Ser),, mpuuem n=1-5 (SEQ ID NO: 214).

40. IMomunenTtuxa no modomy u3 mir.10-39, OTIIMYAOIIHIACA TeM, YTO BTOPOH CBA3BIBAIOIIUI JOMEH Mpe-
craBisieT coboit scFv, comepkanuii BapnadbenbHyr0 007acTh JIETKOH e IMMYHOTJIOOYTUHA U BapruadeTbHYIO
0071acTh TSOKEIOW e UMMYHOTTIOOYIIMHA; U TIpHYeM yKa3zaHHas BapuabenbHas 00JIacTh JETKOH IenH M yKa-
3aHHas BapuabenbHas 00JIaCTh TSHKETON I COSAWHEHB aMUHOKHCIOTHOHN IOCIIEA0BAaTEIFHOCTRIO, COepIKa-
meit (Gly,Ser),, npuaem n=1-5 (SEQ ID NO:214).

41. TonumenTtuy mo rodomy 13 m. 1 1-40, oTiHyaronuiicss TeM, 9T0 KapOOKCUTEpMUHAIBHBIN JTMHKEP CO-
JIEP>KAT aMUHOKHCIIOTHYIO TIOCIIEA0BATENbHOCTD, coaepxkantyio (Gly,Ser),, npuaem n=1-7 (SEQID NO: 314).

42. TlomunenTu 1o .41, OTIUYArONIUHCS TeM, YTO n=3-5.

43. IonumenTun 1o Jr0doMy u3 mir. 1-42, omnyaromuiics TeM, 4to ykasanHbsiii CD123-cBs3pIBaromuii 10-
MEH He NMPOUCXOJUT OT MbIIIKUHOTO anTuTena 12F1.

44. JTumep, comeprKaIluii J8a HICHTHIHBIX TOJIUIICOTHA 10 JIF0O00MY U3 T 1 1-43.

45. ®dapMmaneBTHYECKass KOMITO3UIIMS, COJACPIKAIlasl MOJUICITHA 1O Jto0oMy u3 . 1-43 win qumep 1o
.44 1 GapMareBTUIECKH PUEMIIEMBIH HOCUTEIb, Pa30aBUTEIh HIIM HATIOTHUTEIb.

46. ®apmareBTHUYECKass KOMITO3UIUS 10 1.45, OTIMYAIOIIAsICS TeM, YTO YKa3aHHas (apManeBTHYeCKas
KOMITO3UINSI IEMOHCTPHUPYET OoJee [IUTENbHOE BpeMS MOMYKU3HHU IPH BBEICHIH CYOBEKTY, YeM HOJIHUIICIITHI
auTu-CD123 scFv x antu-CD3 scFv, conepxamumii naeHTuynsie scFv.

47. BeiieneHHas MOJIEKyJia HyKJIEHHOBOW KHUCIOTHI, KOAMPYIOIIAass PEKOMOWHAHTHBIN TOJMIICTITU]L 110 JTFO-
6omy u3 mm. 1-43.

48. BrigenenHas MOJIEKyJia HYKJICHHOBOM KHCIIOTHI 10 1.47, B KOTOPOH yKa3zaHHas MOJIEKyJa HYKJIECHHO-
BOM KHCIIOTBI COJEPKUT HYKJIEOTUIHYIO OCIEA0BAaTENBbHOCTD, NpeacTaBieHHyo B SEQ ID NO: 1, SEQ ID NO:
3, SEQ ID NO: 129 wim SEQ ID NO: 131.

49. BekTop 3KCIPECCUM, COIACPKALIMA CETMEHT HYKIICHHOBOHM KHCIOTHI, KOTUPYIOIIUHN MOJUNCITH IO
nmro0oMy u3 1. 1-43, mpudeM yKa3aHHBIH CETMEHT HYKJICUHOBOW KHCIOTHI (DYHKIIMOHAJIFHO CBSA3aH C PETyIIATOP-
HBIMH TIOCJIEIOBATEIEHOCTAMHU, ITOAXOSIIUME IS SKCIPECCHU YKA3aHHOTO CETMEHTa HYKJIEHHOBOM KUCIIOTHI B
KIICTKE-XO035HHE.

50. Bekrop skcnpeccun 1o .49, B KOTOPOM YKa3aHHBIH CETMEHT HYKJIEHHOBOW KHCJIOTBI COIEPIKHUT HYK-
JICOTUIHYIO TIOCIEeNOBaTEILHOCTH, MpeacTaBneHHyo B SEQ ID NO: 1, SEQ ID NO: 3, SEQ ID NO: 129 wm
SEQ ID NO: 131.

51. PexomOMHaHTHAS KJIETKA-XO035WH, COepIKaIas BEKTOp dKcTpeccuu 1o .49 wmu 50.

52. Crioco6 mony4eHus MOJUNenTHaa, cBssbiBatomero CD123, BKIIOYAOMNNA KyJIbTHBUPOBAHUE PEKOM-
OMHAHTHOHM KIIETKH-XO3SMHA, COojepXkaleldl BeKTop dKkcrpeccuu 1o m.49 wimm 50, B yCIOBHUSAX, B KOTOPBIX JKC-
MPECCUPYeTCs] YKa3aHHBIH CErMEHT HYKJICHHOBOH KHCJIOTHI, B PE3YyJbTaTe YEro MPOMYIHMPYETCS MOJUICTITHI,
cBszbiBaromuii CD123.

53. Cnoco0 mo 1m.52, B KOTOPOM PEKOMOWHAHTHAs KIJICTKA-XO3SHH IMPEICTABISACT COOON JHHUIO KIICTOK-
xo3seB CHO, HEK293 wim COS.
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54. Cnoco6 mo m.52 wimn 53, JOMOJHHUTEILHO BKIIFOYAIOIIUI BEIZCICHHE IMOJIUICIITH/A, CBI3LIBAIOIIEIO
CD123.

55. Cnoco6 mHAYKIMH TepeHanpaBieHHONH MuToTOKCHIHOCTH T-kinetok (RTCC) B OTHONIIEHHWH KIIETKH,
akcnpeccupytomeir CD123, nmpudeM cniocod BKITIOYAeT KOHTAKTUPOBAHUE YKAa3aHHON KIIETKH, DKCIPECCHPYIO-
meit CD123, ¢ monumentuaoM 1o Jodomy u3 mir.11-43, mpu 3TOM yKa3aHHBIH BTOPOH JOMEH CBSI3BIBAHUS CIIC-
muduaecku ceszpiBaeT T-xiretky, CD3, CD3¢ wm T-xnerounsiii penentopusiii (TKP) kommieke wim xomno-
HEeHT T-KJI€TOYHOTO PEenenTOpPHOr0 KOMIUIEKCA W MPHUYEM yKa3aHHOE KOHTaKTHPOBAHHE IMPOUCXOAUT B YCIOBH-
sx, pu KoTopsx uHAyIHpyeTcss RTCC npotus CD123-3kcnipeccupyrommeit KIeTKH.

56. Cnoco6 MHAYIMPOBaHUS T-KJIETOYHO-3aBUCUMOTO JIM3UCa KJIETKH, dKcnpeccupyromei CD123, Briro-
YJaIONIMii KOHTAKTHPOBAaHWE yKa3aHHOW KIETKH, dkcrpeccupytomieit CD123, ¢ mosmmentuaoM 1o JrodomMy u3
mm.11-43, mpudeM yka3aHHBIA BTOPOH CBSI3BIBAIONIUE TOMeH crienududecku cBs3piBaeT T-kietky, CD3, CD3e
unu T-xnerounsiii penentopHslil (TKP) kommiueke mnn koMnoHeHT T-KIeTOUHOro pelenTopHOro KOMIUIEKCa; U
OpUYeM YKa3aHHOEC KOHTAKTHPOBAaHHE IMPOUCXOTUT B YCIOBUSAX, NPU KOTOPBIX HHAYIUpYyeTcs T-KIeTouHO-
3aBUCUMBIN JIM3UC KIETKH, dKcnpeccupyromieir CD123.

57. Crioco0 iedeHHs paccTpodcTBa y CyOBEKTa, HpHYEM YKa3aHHOE PacCTPOIMCTBO XapaKTepU3yeTcs
cBepxakcnpeccueir CD123, npuuem crioco0 BKIIoYaeT BBeJeHUE CYOBEKTY TepaneBTH4ecKd 3(peKTHBHOTO KO-
JMYECTBa NOJIMMENTH A 10 JTIo0oMy 13 M. 1-43 nin aumepa no 1m.44.

58. Croco6 1o 1.57, B KOTOPOM pacCTpOHCTBO MPENCTaBISIET COOOH pak.

59. Cnoco6 mo 1m.58, B KOTOPOM pak TMPEACTABISET COOOW OCTPHIA MHENOWIHBIN jeiko3 (OMIJI), B-
UM QoIIeiKk03, HOBOOOPa30BaHMs U3 OJACTHBIX TMIa3MOIMTOUAHBIX AeHApUTHBIX KiaeTok (OBITJAK), BoocaTok-
JIETOYHBIN JIEHKO3, OCTPHIN JIUM(OOIACTHBIN JIEHK03, pehpaKTEepHYIO aHEMHUIO ¢ U30BITKOM 0J1aCTOB, MUEIOIHC-
TTACTUIECKUH CHHIPOM, XPOHHUECKUHA MUEITOUIHBIHN JISHKO3 WK TMM(GOMY X0/ KKHHA.

60. TIpumeHeHre TOMUNIENTH A TI0 JI'oOoMy m3 Ml 1-43 wim auMepa 1o .44 JUist TOTydeHus JIEKapCTBEH-
HOTO CpeJCTBAa IS JICUCHHUS] PacCTPOMCTBAa y cyObeKTa, NMPUYEM YKa3aHHOE PAaCCTPOMCTBO XapaKTepU3yeTCs
cBepxakcnpeccueit CD123.

61. [Ipumenenne nonunenTHaa 1o Jrodbomy u3 1. 1-43 nnn qumepa no m.44 aist IeueHns: paccTpoiicTBa y
cyOBeKTa, MpUYEeM yKa3aHHOE PacCTPOICTBO XapakTepu3yeTcs cBepxakcipeccueit CD123.

62. Ilpumenenwue no n.60 wim 61, rie 3adoyieBaHue PECTABISICT COOOH pak.

63. [Ipumenenune 1o 1m.62, TIe YKa3aHHbIN pak MPeCTaBIsieT COO0H OCTPBI MUENOUIHBIH jeiko3 (OMJI),
B-numboietiko3, HOBOOOpa3oBaHHus W3 OJACTHBIX TUIA3MOIUTOUIHBIX AeHIPHUTHBIX KieTok (OBIT/IK), Bomoca-
TOKJIETOYHBIN JIEHKO3, OCTPBIN JIMM(OOIACTHBIN JIEHKO3, pehpakTEpHYI0 aHEMHIO C U30BITKOM OJIAaCTOB, MHUEIIO-
JUCTUTACTUIECKUI CHHIPOM, XPOHHUYECKUN MUEIIOMIHBIHN JIEHKO3 WK TUMGPOMY XOJDKKHUHA.

64. TlomunenTu 1o TF000MY H3 M1l 1 -43, OTINIAIOIIHIACS TEM, YTO YKa3aHHBIN TTOJTHUITCTITH] CBA3BIBACTCS C
CD123 npumara, OTJIMYHOTO OT YeJIOBeKa.
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CbI/IF. 6

Kpmaaﬂ 3aBACUMOCTU KOHUEHTpPaLun OT BpemeHW

1600+

& TRIZS
- TR0

KoHueHTpauua (MKr/mn)

a 100 200 200 400 501 800
Bpewma (1),

dur. 7

Poct MOLM-13/Luc knetok 8 NOD/SCID mblwax

Molm-13/Tonbko Luc
=& Het TKRETOK, KOHTPOND C HOCHTEREM
-&- Het Txnetok, TRI 129, 3 mxr

Molm-13/Luc + ven. T kneTku
~&- KOHTPOMb CHOCHTENEM

-&- TRI129, 15 mKkr

£ TRI129,3 mer

-~ TRI 129, 0,6 mkr

Cpepnuit O6bEM Onyxonu (Mm?)

CyTok nocne NpYKUBNEHWA OMyXONeBkIX KNETOK

“\ A A

I
TRI128
O6pabotka

*0fibembl onyxomi oTnOXeHb! Kak cpefinee + (0C u3mepenna ofibema omyxonu
*Mlocneuit 3apervcTpHPOBaHHbI NEpeHeCeHHLIA 0bem nocie JOCTIKEHNA HYKHOTO NapameTpa
*Tpynnbi 0TKNA/bIBANUCH 4O TEX NOP NOKA BCe MblLLIM B TPYMNE AOCTHIIA HYXHOTO TapamMeTpa Wi A0 Tex nop foka
He'GbIN0 NPeKpaLijeHo HeCefoBaRNe
Our. 8
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Poct MOLM-13/Luc knetok 8 NOD/SCID mbiwax

Molm-13/TonbKo Luc
1500

& Her TRAETOK, KOHTPOMb C HOCHTENEN
=& Her T knetok, TRI 130, 3 mkr

o
i

Molm-13/Luc + yen. T knetkn
- KOHTPOAL € HOCUTRAEN:
& TRI 130, 15 mkr
-6~ TRI130, 3 mkr
-@-- TRI 130, 0,6 mkr

Cpegtust O6bém Onyxonm (mw?)

CyTOK nocne NPWRNBAEHNA CNYXONEBbIX KNeTOK

/l\;)_ A _’J \

TRH2D
OBpabortka

*0Gbembl onyxonn oTnoxeHbl kaK cpeanee + (0C nsmeperun ofibema onyxonu

*MlocnenHuit 3aperncTPUPOBAHHIN NePEHeCeHHbIT 06 bem NOCTE AOCTIKEHUA HYXKHOTO NapameTpa

*pynnei QTKAGALIBAMMCH A0 TEX NOP NCKA BCe MbILK B FPyAMe ROCTATA HY)XHOTO NapameTpa Wi [0 TeX Nop Noka He
6biN npeKpallieH UcCneAoBaHue

TMpoUeHT BbDKUBAEMOCTH

®@ur. 9
BoirkvBaemocts
100 &~ Molm-13 -+ T xnersi/TRIT30, 15 Mkr
.j; £ Molm-13 + T xnetku/TRIT30, 3 mkr
89 - B Molm-13 + T knerku/TRI130, 0,6 mkr
oo € Molm-13 + onska/TRI130, 3 wkr
~@ Molm-13 + T knetku/TRI129, 15 Mkr
0 =€~ Molm-13 + T knetku/TRI129, 3 mkr
204 @ Molm-13 -+ T knetkn/TRIT29, 0,6 mkr
; ~#= Malm-13 + 1onbka/TRI129, 3 Mkr
5 . a1z a6 20 28 28 a2 3m < Malm-13 -+ T kneku/KorTpons ¢ HocuTenem
[IlHeld nocne BBeAeHNA onyxonu = Molm-13 + Tonbko/KoHTponb C HockTenem
®wur. 10
AnTn-CD123

scFv

* MopauduumposaHHbIi Fc
* Her

ADCC/CDC
AHTV-CD3
scFv
®ur. 11
RTCC (4u)
58~
g 45 & Nolm3 (CD1Z3')
2 4D+ N
=, 351 ,{ 2 KG-1a {CD123%)
g2 = Daud (G023}
I 25
Z 70
g"lﬁﬂ
qE:Iw-
U 5y s
P

2 &, N & H
& W & @ \é? '»5?%
KoHueHTpauua (nM}

Gur. 12

142 -



047733

100

Ipynna 2 HL = 59.8. Rsq = 0.964
®  Habnopaenoe cpegHee
» MpefKasaHHoe

Tpynna 3 KL = 86.4, Req = 0.992
Gr 3 Habniopaemoe cpegHee
=< Gr3 NpeAKasatHoe

Tpynna 4HL = §4.5, Rsq = 0.983
#  Gr 4 yatnonaemoe (pefree
— Gr4 npeAckasarioe

KoHueHTpauws (mr/mn)

0.01 T T T T 1
g 92 184 275 368 460
Bpems (uacbl)

Our. 13
Onenka NCA WinNonlin 1 moarosnka BpeMeHH MOy KU3HH YIS TPYIIIT 00paboTKH

WsmeHeHne nonyasayun J'IVIM4)0I.WITOB CTeYyeHnem BpemeHn y
ABAHCKNX MaKaKk

CpepHee KonuuecTso nuMdoLUnToB
20109040- enuHnuHan pgosa TRI130

-# lpynna 3 (0,5 mr/kr)

&~ [pynna 2 (0,25 mr/kr)

T lpynna 1 (HocuTens)

FranoHHbli HTepsan
¥ KHTAlICKI ABaUEB

Konuuecteo numdoumtos (1e3/mkn)

Bpema (4)

[lo BBEARHHA {ObE
Do BBeqeHHA A03bI

®ur. 14

W 6azod
nonynsy P CT P y
ABAHCKMX MaKaK

CpepiHee KonuyecTeo 6asodpunoe
20109040 - eauHnuHan posa TRI130

LR + [pynna 1 (Hocutenb)
- . ~# lpynna 2 (0,25 mr/kr)
~# pynna 3 (0,5 mr/kr}

f ey 1 (penree 0,11

Konnuecteo 6asodunos (1e3/mkn)

— N 1 T
= !
8 Eo o m e M g 12 4 e gé | [anasonor 0,00 00,25
£
5
& Bpema ()
=
Qur. 15

BuonioMrHUCLEeHTHaA onyxoneBan Harpyska nccneaoBaHuA
AnccumennpoarHoro MOLM-13 kceHorpadra

10y
@ Tonbko MOLM-13

8- KoHTponb ¢ HocuTenem
-4~ TRI130 3 mMkr

3
o
o

BuoniomuHucLeHua
O6wuin npuTok [u/c]

py

>
2

.

1g¢ Y T T d

CyTok nocne ng KneTtok

- 143 -



047733

Tonbko MOLM-13

CyTki 14

KoHTponb ¢ HocuTtenem

TRI130 3 mkr

®wur. 17
BuonromuHUCIICHTHOE M300paskeHre ommyxoyieBol Harpy3ku Ha CyTku 14

CD4* T-xkneTkn CD8* T-kneTkm
k: - - -+ [lowop A-TRIT30
g™ gw o flonop A-TRIT68
B e - flowap B-TRI30
0 & *
jg @ ? s @+ [loHop B-TRIT68
8 g
L& E W

& R
KoHueHTpauwma (nM)
Owr. 18

FHO00+
S &= [loHop A - TRI130
o
@ -
S isane T ~&~ [loHop A -TRI168
g K\;\\ | -@- [loHop B-TRI130
¢ 10000 \\& & [lorop B-TRI168
S EAY
S \
= 50004 L
o T T 3
® s &
5
F
&

KoHueHnTpayusa (niv)

®ur. 19

WOHy
25000+ -~ [lovop A- TRI130
<~ Jlowop A-TRI168
200001 - floop B-TRI130
< Jlowop B-TRI168

T 15000
b3
2
=
£ 10008
5000
[
» R &
¥ » 4§P 49
KoHueHTpauws (nM)
OHOa
3008
2500
. 2000
[
2 1500
°
c
= 1000
800 ;
&N e ¢ @“Q

A\

KoHueHTpaumsa (nM)

@wur. 20 TRI30 u TRI168 naIyIpOBaHHOE BEICBOOOXKIEHUE ITATOKUHOB

TRI130 u TRI168 unnynupoBanHas T-kieToyHasi IUTOTOKCUYHOCTH KJIETOK Mutiene CD123

un-2
5000
4000
T 3000
2
c
E 2000
1000
N \@"Q
Konyentpauua (nM)
un-10
2500:
2000
’gmo
T
E 1000
500
o
S N & \@“&

KoHueHTpauua (nM)

T-xnerkamu ¢ kieTkamu-MumeHsMu Molm-13

- 144 -

TRI130 u TRI163 uamynupoBanHas aktuaius T kieTok ¢ Molm-13 kireTkaMu-MUTIICHIME

+13



047733

TRIT30 n TRI168 nHay

P BbIC unT B
kynbrypax MKMNK
NdHy ®HOa
200005 g TRIVED 3500
e TRITEE V%“O«* 3000 3
15000 ! iy —
= > EESQU . i
g = avdo X
£ 30000 = ¥
E " = 1500
S000 1006 /
500 ‘w“ﬂ
o —_— by
o » NI S N@“’ @@Q o b R \@" r\“@i
KoHueHTpauus (nM) KoHueHTpauus (M)
un-2 mwn-10
4000 3000
808 { 2500 I
3008 - ! .
= 500 /*é/ g AW g I
= 2000 . £ 100 ) 1
£ 500 / = 4000 x/{i
{0806 4 2
00 / 500 d//! j”‘\ By
i b e o e 3 H _/‘ .
SN e P SN e ¢
KoHueHTpauwmsa (n) KoHueHTpaua (mM).
Our. 21
X TG00~
g . 3 -g~ OM/1 [lorop A
g 60090 -0~ OMA fJoop B
,9_’ 500004
3 A0B00~
4
5 384004
P
20000+
10000+
4 T v yop T J
& * & S & § S
%‘Q @ i Y ®Q KQ%Q)

KoHuenTpauws (nM)

Our. 22
urorokcnunocts TRI130 naKyOHpoBanHOTO € 00pasaMu kietok OMJI

@ EBpasuiickasi naTeHTHas opraHusauus, EAMB

Poccust, 109012, MockBa, Manblii Yepkacckuit nep., 2

- 145 -



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

