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OIIMCAHHUE U30BPETEHHUSA
2420-574205EA/032
AHTHUTEJIA ITIPOTHUB avpf6 1 KOHBIOI'ATBI AHTUTEJIO-JIEKAPCTBEHHOE
CPEACTBO

ITEPEKPECTHAA CCBIJIKA HA POJICTBEHHBIE 3ABKH

[0001] ITo HacTosIIeH 3asBKe MCIIPALIMBAETCS PUOPUTET MO BpeMeHHoH 3asiBke CIIIA
Ne 62/943959, nonannoii 5 nexabps 2019 roma, u BpemenHoi 3asBke CIIIA Ne 63/012584,
noxanHou 20 ampens 2020 ropa, Kaxnaas U3 KOTOPBIX BKJIIOYEHA B KQUECTBE CCBUIKH B IOJIHOM
o0BpeMe J1s BceX LIeTIeH.

CCBLIKA HA CIIHCOK MOCJIEJOBATEJIBHOCTEN

[0002] Hacrositmasi 3asiBKa BKJIFOHYAE€T CIUCOK IOCJENOBATEILHOCTEH B 3JIEKTPOHHOM
dopmare B (aiine, HazBanHOM AVBO6-00212 ST25, cosmanHom 16 Hos0ps 2020 roxa,
conepxkameMm 52 Kb wu, Takum 00pa3oMm, BKJIIOYEHHOM B HACTOSINEE OINMUCAHUE B Ka4YeCTBE
CCBUIKH.

OBJIACTh TEXHUKH

[0003] Hacrosimee wu300peTeHHE OTHOCHUTCS K HOBBIM aHTHTENAM TNPOTHUB OV[O,
KOHBIOTaTaM AaHTUTENIO-JIEKAPCTBEHHOE CPEIACTBO M CrocodaM NPUMEHEHHUS TaKHX aHTHUTEN
npoTHB 0VP6 U KOHBIOTaTOB AHTUTENIO-JIEKAPCTBEHHOE CPEICTBO AJIS JICUCHHS 3JI0KAYeCTBEHHBIX
HOBOOOpPa30BaHHH.

YPOBEHb TEXHUKH

[0004] avp6, Takke U3BECTHBIN Kak aib(a-v Oera-0, sSBISETCS PELeNnTOpOM KJIETOYHOU
anre3suy, CBS3bIBAIOLIUM OENKM BHEKJIETOYHOIO MaTpUKCa, Takue kak (puOpoHekTwH. ovp6
COCTOHUT M3 CyObenuHULBI anbda v U cyObeanHUnbl 6eta 6 U MOABEpPraeTcsl MOJIOKHUTEIbHON
peryJsiui BO MHOXKECTBE 3JIOKAYECTBEHHBIX HOBOOOPA30BAHUIL, BKIIFOYAS HEMEJKOKJIETOYHbIH
pax nerkux (NSCLC).

[0005] NSCLC sBnsiercss Hambonee pacnpOCTpaHEHHBIM THIIOM paka Jerkux. B
NPOILJIOM TOAY PaK JIETKUX, SIBJSIFOIIUICS OCHOBHOH MPUYMHON THOENTH OT 3JI0KaYeCTBEHHBIX
HOBOOOpa3oBaHMiA, AUarHocTupoBaitn y bonee vem 200000 mroxpeii. Takum 0Opazom, CymecTBy eT
noTpeOHOCTh B yiy4ineHHoM Jiedennn NSCLC.

[0006] Bce uutnpyembie B HACTOSIIIIEM OMUCAHUM CCBUIKH, BKJIFOYAsl TIATEHTHBIC 3asBKU,
NATeHTHbIE MyONMKAMA M HAYYHYIO JIUTEPATypy, BKIOYEHbI B HETO B KAUeCTBE CCBHUIKU B
NOJTHOM O0BbeMe Tak, Kak eciau Obl Kakaash OTAeNbHasl CChUIKA OblIa KOHKPETHO U OTAEIBHO
BKJIFOYEHA B KAUECTBE CCHUIKH.

CYIIHOCTDB U30BPETEHUA

[0007] Hacrosimee wu300peTeHMe OTHOCHUTCS K AaHTHUTENaM NpPoTUB avp6 u avpo-
HAIIeJICHHBIM ~ KOHBIOTATaM  aHTUTeNO-jJekapcTBeHHoe cpeactBo  (ADC).  Hacrosimee
n300peTeHne Takke OTHOCUTCA K Ccriocodam MpuUMeHeHust anturen npotus avB6 u ux ADC nis
JeUeHHUst ovP6-3KCIPEeCCUPYIOINX HAPYILISHNH, BKIIOYAsl 3JI0KAUECTBEHHbIE HOBOOOPA30BaHUS.

IIpennmouTuTenbHble aHTHTENA MPOTHB V6 comep:kaT MOCIENOBATENbHOCTH TSDKEIOH Lenu



SEQ ID NO: 31, 32 u 33 u nocnenoBarenbHocTH jierkoi e SEQ ID NO: 37, 42 u 39, uro
OIIPEAEISIIOT OCpencTBOM HyMmeparun no Kabat.

KPATKOE OITHCAHHUE YEPTEXXEN

[0008] Ha ¢urype 1 nmokazans! pe3yibrarsl ananu3a ELISA 6nokanel LAP pasnuaasMu
aHTUTEJIaMH TPOTUB AV6.

[0009] Ha ¢urype 2 mokasaHbl pe3yJbTaTbl UCCIEIOBAHUI HACHIIEHHsI CBSI3bIBAHUS HA
kietkax 293F, skcnpeccupyromux avB6 uenoBeka U sIBAHCKOTO MaKaka, ¢ KJIOHOM MBIIIMHOTO
anturena (0003HaYaeMoro kak m2A2).

[0010] Ha ¢urype 3 moka3aHO BbIpaBHHBAHHE aMHHOKHCIJIOTHBIX MOCJIEAOBATENbHOCTEMH
BapuadeIbHONU O0JIACTU TSDKEION EeMu POAUTENHCKOrO MBIIMHOrO mAb (0003HaYaeMoro Kak
m2A2) ¢ BHIOPaHHBIM YEJIOBEYECKUM AKLIENTOPOM 3apOIbIIIEeBON JIMHUU (0003HAYaeMbIM Kak
hIGHV1-46/HJ4) u ryMaHU3UpOBaHHBIMH BapUaHTAMH TsDKeJIOH uenu 2A2. 3Be3noukaMu
ykazanel CDR, ompenenennbie mo Kabat, u kpectukamu ykasanel CDR, omnpenenenHble
nocpenctsoM IMGT.

[0011] Ha ¢urype 4 mokazaHO BbIpaBHMBAHHE aMHHOKHCIIOTHBIX ITOCJIEAOBATENbHOCTEM
BapuabenpbHONH 00JacTH JIETKOH LenH POAMTENbCKOro MbIIMHOrO mAb (0003HauaeMoro kak
m2A2) ¢ BHIOPaHHBIM YEJIOBEYECKHM AKLENTOPOM 3apOJbIIIeBON JIMHUHM (0003HAYaeMbIM Kak
hIGKV1D-33/KJ2) u rymMaHM3HpOBaHHBIMH BapHaHTaMH Jierkod nemu 2A2. 3Be3moukaMu
ykazanel CDR, ompenenennbie mo Kabat, u kpectukamm ykasansl CDR, omnpeneneHHbie
nocpenctsoM IMGT.

[0012] Ha ¢urype 5 mokasaHbl pe3yJbTaThl UCCIEAOBAHNI KOHKYPEHTHOTO CBSI3bIBAHMUS
Ha kyerkax 293F, skcmpeccupyromux ovB6 uenoBeka, ¢ I'YMaHH3UPOBAHHBIMH AHTUTEJAMH,
uMeromumu Jerkue nenu LA u LB, u poguTenbcKkUMH MBIIIMHBIMUA U XUMEPHBIMU aHTUTEIAMU
(o6o3HauaembiMu kak m2A2 1 c2A2, COOTBETCTBEHHO).

[0013] Ha ¢urype 6 mokasaHbl pe3yJbTaThl HCCIEAOBAHNN KOHKYPEHTHOTO CBSI3bIBAHUS
Ha kyetkax 293F, skcmpeccupyrommx ov6 uenoBeka, ¢ T'YMaHU3UPOBAHHBIMH AHTHUTEJIAMHU,
umerommMu  Tspkensle nenu HA w HC, u ponuTenbCKumMu MBILIMHBIMH U XUMEPHBIMU
aHTuTenaMu (0003HaUaeMbIMH Kak M2A2 1 ¢2A2, COOTBETCTBEHHO).

[0014] Ha ¢urype 7 mokasaHbl OBTOPHBIE PE3yJIbTAThl UCCIEIOBAHUN KOHKYPEHTHOTO
cBsi3bIBaHMS Ha Kierkax 293F, oskcmpeccupyrommux ovpf6 yenoBeka, € MOATPYIIIOH
I'YMaHU3UPOBAHHBIX AHTUTE] WU POAHMTENBLCKOrO MBIIIUHOTO aHTUTeNna (0003HA4aeMoro Kak
m2A2).

[0015] Ha ¢urype 8 mokazaHsl pe3ysibTaThl UCCIEIOBAHNI HACBIICHUS CBSI3bIBAHUS HA
kyetkax 293F, skcnpeccupyromux avpo 4enoBeka U SIBAHCKOTO MakKaka, ¢ TYMaHU3UPOBAHHBIM
aaturesnioM h2A2 HCLG u poguTenbCKIM MBILIHHBIM aHTHTEIOM (0003HauYaeMbIM Kak m2A2).

[0016] Ha ¢urype 9 mokasaHbsl pe3yJbTaThl UCCIEAOBAHII KOHKYPEHTHOTO CBSI3bIBAHHSI
Ha kuerkax 293F, oskcnpeccupyrommux ovp6 uenoBeKka M SIBAHCKOTO  Makaka, C

rymanusuposanHbM antuTenoM HCLG u ADC.



[0017] Ha ¢urype 10 moka3zaHbl pe3ysibTaThl HCCIEAOBAHHMH OvP6-crennpuyeckoro
cBs3biBaHusl mocpencteom ELISA ¢ avPl, avB3, avBS, ovp6 u ovp8 uenoseka c
UCTIONBb30BaHUEM ryMaHu3upoBaHHOro anTurena h2A2 HCLG.

[0018] Ha ¢urype 11 nokazano, uro ADC vcMMAE h2A2 HCLG nporus avB6
IEMOHCTPUPYET LIUTOTOKCHMYHOCTb in  Vitro MpOTHB  avPO-3KCIPECCUPYIOIIUX — JTMHUMN
3JI0Ka4E€CTBEHHBIX KJIETOK.

[0019] Ha ¢urype 12 mokasaHbl pe3yJbTaThl HCCIEAOBAHUS KCEHOTPAHCILIAHTALIUH
JVUHUU KJIETOK paka rojioBel M Imeu Detroit 562 Ha OectumycHbIX Mblmax. Jloza u cxema
MOKa3aHbl HA UTYpE.

[0020] Ha ¢urype 13 mokaszaHbl pe3ysibTaTbhl HCCIEIOBAHUS KCEHOTPAHCILIAHTALIUH
JIMHUMU KJIETOK paka mojpkenynounoit sxene3sl HPAFII Ha GectimycHbIXx Mbimmax. Jlo3a u cxema
MOKa3aHbl HA (PUTYpE.

[0021] Ha ¢urype 14 moxa3aHbl pe3ysibTaTbl HUCCIECAOBAHUS KCEHOTPAHCIUIAHTALMH
JIMHHUM KJIETOK paka MOJpKeNynouHoi kene3bl BXPC-3 Ha 6ectumycHbIX Mbimax. Jlo3a u cxema
MOKa3aHbl Ha uUrype.

[0022] Ha ¢urype 15 mokaszaHbl pe3ysibTaTbl HCCIENOBAHUS KCEHOTPAHCIUIAHTALIUH
JVMHUM KJIETOK paka MoueBoro my3bipsg SW780 Ha OectmMmycHbIx Mblmax. Jloza m cxema
MOKa3aHbl HA UType.

[0023] Ha ¢urype 16 moxasansl pe3ynbraThl uccienoanuss PDX Ha mectu JMHUAX
kietok NSCLC na 6ectumycHbix Mbimax. ADC sBogunu B nose 3 mr/kr q7dx3.

[0024] Ha ¢urype 17 moxasaHsl pe3ynbraThl uccnenosanuss PDX Ha mectu JMHUAX
KJIETOK KapLIMHOMBI IUYHMKA Ha OecTUMyCHBIX Mblax. ADC BBogunu B no3e 5 mr/kr q7dx3.

[0025] Ha ¢urype 18 nokasans! pesynbraTel cpaBHeHus h2A2 HCLG u h15H3 nHa nByx
MOJIEJISIX KCEHOTPAHCILIAHTATOB JIMHUI KiieTok. ADC BBOAMIN B 103€ 3 MI/KT.

MNOJAPOBHOE OITUCAHUE

I. Onpenenenns

[0026] Jlnst Toro, 4ToOBI clenaTh HACTOsIIee M300peTeHue Oojiee MOHSATHBIM, CHadaja
OTpeNesIeHbl HEKOTOpble TePMHHBI. B pamkax u300peTeHMs, €CIM B HACTOSINEM OIHCAHUHU
KOHKPETHO HE€ YKa3aHO HMHaye, KaXIblil M3 CIEeNyIOIIUX TEPMUHOB AOJDKEH HMETh 3HauYeHHeE,
yKazaHHoe Huxke. [lonojgHuTenbHble OnpeeNeHus IPUBEeIeHbl Ha BCEM MPOTSLDKEHUH HACTOSIIIEH
3asIBKU.

[0027] Tepmun "w/wiu" mNpu WCHOIB3OBAHUM B HACTOSIIEM OMHCAHUH CJIEIyeT
paccMaTpuBaTh KaK KOHKPETHOE PACKPBITHE KaXKIOTO M3 JIBYX YKa3aHHBIX IMPU3HAKOB WU
KOMIIOHEHTOB BMeCT€ C ApyruM wim 0e3 Hero. Takum oOpasom, TepmuH "w/mian", Kak
UCTIONB3YIOT B HACTOSIIEM ONMMCAaHUM B Takod ¢pase, kak "A w/wnmm B", mpennHasHaven s
BriroueHus "A u B", "A wim B", "A" (B ormenbHocTH) M "B" (B oTnenbHOCTH). AHAJOTMYHO,
TepMHUH "W/man", KaKk UCIONB3YIOT B Takou ¢pasze, kak "A, B w/mwmm C", npenHazHaueH ais
BKJIFOUEHHST Kakaoro u3 cienyrouux acnektos: A, B u C; A, B wmm C; A wiu C; A um B; B

wm C; AuC; AuB; BuC; A (8 otnensaoctn); B (B ornenbaocT) 1 C (B OTOEIBHOCTH).



[0028] Cnenyer mOHMMATh, YTO ACHEKTbl M BAPUAHTBI OCYIIECTBIEHUS H300pEeTEeHUs,
NIPEJCTaBJICHHbIE B HACTOALIEM ONHMCAHMM, BKJIKOYAKOT "comepskamue", "cocrosmue" u
"cocrosiiue, Mo CYLECTBY, U3" aCMeKTOB U BAPUAHTOB OCYILIECTBICHUS.

[0029] Ecnu He yka3aHO MHa4e, BCE TEXHUYECKUE U HayYHbI€ TEPMUHBI, UCTIOJIb3yEMBbIE B
HACTOSIIIEM OIMUCAHUM, OONamalOT 3HAYEHHEM, OOLIENPHHATO MOHATHBIM CHELHAIUCTY B
obnactu, k KoTopoit oTHocutcst u3obperenue. Hanpumep, B Concise Dictionary of Biomedicine
and Molecular Biology, Juo, Pei-Show, 2nd ed., 2002, CRC Press; The Dictionary of Cell and
Molecular Biology, 3rd ed., 1999, Academic Press; u Oxford Dictionary Of Biochemistry And
Molecular Biology, Revised, 2000, Oxford University Press, mpuBenensl oOuiue cioBapu
MHOTHX U3 TEPMHUHOB, UCIIOJB3YEMBIX B HACTOSIIIEM ONUCAHUH.

[0030] EnuHULBI, MPUCTAaBKH W CHUMBOJIBI TMPUBEIEHBI B CBOEH MpuHATOW (opme u3
Mexnynaponnoit  cuctembl enuHul (CH). UucnoBble Jauanma3oHbl BKJIIOYAIOT —YHUCIA,
OTIpeAeNsAolMe JUANa30oH. 3aroJIoOBKU B HACTOSIIEM OMNMCAHUM HE OTPaHUYHMBAIOT pa3UYHbIE
acTIeKTbl M300PETEeHHs, HAa KOTOpPbIE CCHUIAIOTCS B HACTOSINEM ONUCAHUHM B LEeJOM. Takum
00pa3oM, TEPMHUHBI, OTIPEEICHHbIE HETIOCPEACTBEHHO HUKE, TIOJHEE OIPENeNIeHbl CO CChIIKOH
HA ONHCAHUE B ITOJIHOM O0BEME.

[0031] Tepmunsl "avB6", "avb6", "anbda-v Gera-6" wnm "B6" NCHOAB3YIOT B HACTOALIEM
ONMCAaHNM B3aWMO3aMEHSIEMO, W, €CJIM He YKa3aHO MHA4e, OHU BKJIIOYAIOT JIIOOBIE BapUAHTBHI,
n30()OpMBI U BUJIOBBIE TOMOJIOTH V36 HeIOBeKa, KaK MPaBHJIO, SKCIPECCUPYEMbIE KIIETKAMH
WJIN 3KCTIPECCUPYIOIINECS Ha KIJIETKAaX, TPAHC(PUIIMPOBAHHBIX C HCIIOJIb30BAHUEM IeHa ovfo.

[0032] TepmuH "UMMYyHOTrNIOOYJHH" OTHOCHUTCS K KJIACCY CTPYKTYPHO POACTBEHHBIX
TJIMKOTIPOTEMHOB, COCTOSIIIUX M3 JIBYX Iap MOJHUIENTHIHBIX Lereid, onHo mapsl jerkux (L)
HU3KOMOJIEKYJIAPHBIX Lienmedl u onxHoW mapbl Tspkenblx (H) wemell, rme Bce ueTwipe Lenu
COEIMHEHBI PYT C IPYroM AUCYIbpuaHbIME CBA3IMU. CTPYKTYpa HMMYHOIJIOOYJIMHOB XOPOLIO
oxapakrepuzoBana. Cm., Hanpumep, Fundamental Immunology Ch. 7 (Paul, W., ed., 2nd ed.
Raven Press, N.Y. (1989)). B kpaTkoM HU3JOXKEHUH, KakOas TsDKeNas Ienb, KaK IMPaBHIIO,
COCTOHUT U3 BapuaOeNbHOM OOJIACTH TSHKENION Lenu (COKpaIleHHO 00O3HaYaeMol B HACTOSIIEM
onucanuu kak Vy i VH) u koHcTanTHOM obnactu Tsiokenoi nenu (Cy win CH). KonctanTHas
00JIacTh TSKEJIOW LIeMu, KaK MPaBUjIo, cOCTOUT u3 Tpex aoMeHOB, Cyl,Cy2 u Cy3. Tskenble
LIeTH, KaK MPABWIO, COENUHEHBI APYT C APYTOM AUCYJIb(OHUIHBIMU CBSI3SIMH B TaK HA3bIBAEMOI
"mapaupHOi obnactu". Kaxxnas jgerkas 1enb, Kak MPaBHiIO, COCTOUT U3 BapHaOeNbHOU obmactu
Jerkod wnenu (CokpameHHO o0O3Ha4aeMod B HACTOsIIeM omucaHuu kak Vi wm VL) u
koHcTaHTHON oOnactu nerkout nemu (Cp, unmu CL). KoncranTHasi oOnacTh Jerkol Iemu, Kak
MPaBUIIO, COCTOUT U3 oxHOro aomeHa, Cp. CL MokeT uMeTh U30THN K (Kanmna) win A (JsimMona).
Tepmunbl "KOHCTaHTHBIH AOMeH" W "KOHCTaHTHasi OO0NacTh' HCHOJB3YIOT B HACTOSLIEM
OIMCAHNU B3aNMO3aMeHsieMOo. FIMMYyHOTIIOOYIMH MOXKHO TOJIy4aTh U3 JIF0O0r0 OOIEen3BECTHOTO
M30THUIIA, BKJIFOYAs], B KAUECTBE HEOTPAaHUUMUBAKOIINX NpUMepoB, IgA, cekperopusiii IgA, IgG u
IgM. Tlopknacce! IgG Taxkke XOPOIIO M3BECTHBI CHEHMAIICTY B 5TOW 00JACTH U BKJIIOYAIOT, B

KauecTBe HeorpaHuuuBaromux npumepos, IgGl, IgG2, IgG3 u IgG4 uyenosexka. Tepmun



"uzoTUn" OTHOCHTCA K KIJACCy WJIM TOAKiaccy aHturena (Hampumep, IgM wumm IgGl),
KOUPYEMOMY '€HaMH KOHCTAHTHOH OOJIACTH TSKENION LETH.

[0033] Tepmun "BapumaOenbHast oOmacTh" win "BapuaOeNbHBI JOMEH" OTHOCHUTCS K
JIOMEHY TSDKENIOW WM JIETKOW LIeMM aHTHUTENa, YYaCTBYIOIIEMY B CBS3bIBAHMM aHTUTENA C
aHTureHoM. BapuaOesnbHble 00nacTy TspKENON Henu u jierkoi uernu (Vy u Vi, COOTBETCTBEHHO)
HATUBHOTO AHTHTENAa MOXKHO IOMNOJHHUTEIBHO Pa3leNiiTh Ha O0JIACTH TUIepBapHadeIbHOCTH
(wmu runepBapuabenbHble O0JACTH, KOTOPBIE MOTYT SIBJIATHCS TUIEPBAPHAOETbHBIMU IO
NIOCJIEIOBATENIbHOCTU W/HIIH (OpME CTPYKTYPHO OMpPENEeNeHHBIX MEeTelb), Takke 0003HaYaeMble
KaK ompenessironie komrieMeHtapHocTh objactu (CDR), mepemeskaroinuecss ¢ 00JIacTsIMH,
SBIIIIOIIMMUCST OOJiee KOHCEPBATUBHBIMU M 00O3HauaeMbIMH Kak KapkacHble obOmactu (FR).
Tepmunbl "ompepensitomue KoMmruieMeHtapHocTh  objactu” u  "CDR", CHHOHUMUYHBIE
OTHOCHUTENIbHO 'runepBapuabenbHbix obnacreir” maum "HVR", usBecTHBI B 3TOM oOmactu 1uist
00O3HaueHHsT HECMEKHBIX IIOCJIENOBATEIbHOCTEH aMUHOKHUCIOT B BapuabelbHBIX 00JacTIX
aHTHTENA, TMPHUIAMNX CHeNUPUIHOCTD K aHTUreHy wwiu ad@uHHOCTH CBsi3bIBaHUS. B
ocHOBHOM, nipucyTcTBYIOT Tpu CDR B kaxnol BapuabenpHOU obmactu Tspkenoi nenu (CDR-
H1, CDR-H2, CDR-H3) u tpu CDR B xaxnoii BapuabenbHoit obnactu jerkoit nermu (CDR-L1,
CDR-L2, CDR-L3). Tepmuns! "kapkacubsie obmactu" u "FR" usBecTHnl B 3TON OOnactu mist
obo3nauenus He-CDR-uacTeit BapuabenbHbIX 00J1aCTel TSHKENIBIX U JIETKUX Lieneld. B OCHOBHOM,
npucyTcTByIOT YeTblpe FR B kakmol momHOpasMepHON BapuabenbHONH OONACTH TSDKENONW LenH
(FR-H1, FR-H2, FR-H3 u FR-H4) u uerpipe FR B kaxkmoii monHOpasMepHOU BapuaberbHOM
obmnactu nerkoit nenu (FR-L1, FR-L2, FR-L3 u FR-L4). B xaxxnom Vy u Vi, Tpu CDR 1 yerbipe
FR, xax mpaBuio, pacrmoiokKeHbl OT aMUHO-KOHI[A K KapOOKCH-KOHILY B CIEAYIOLIEM MOpPsIKeE:
FR1, CDRI, FR2, CDR2, FR3, CDR3, FR4 (raxxe cm. Chothia and Lesk J. Mot. Biol., 195,
901-917 (1987)).

[0034] Tepmun "antureno" (Ab) B KOHTEKCTE HACTOAIIErO M300pETEHMs OTHOCHTCS K
MOJIEKYJIe UMMYHOTJIOOYJIMHA, (PAarMEeHTy MOJIEKYJbl UMMYHOIJIOOYJIMHA WU TPOH3BOIHOMY
moboro u3 Hux, obmanaroeMy CHOCOOHOCTBIO CHEUU(UYECKH CBS3BIBATHCS C AHTUICHOM B
TUMHYHBIX (PU3HOIOTHYECKHUX YCJIOBHSIX CO 3HAUUTENIbHBIM BPEMEHEM TMOJYKHU3HHU, TAKUM KakK 10
MeHbLIeH Mepe nmpuOIMm3uTeapbHO 30 MHH, 1O MEHbIIEH Mepe MPHOIM3HTENbHO 45 MHH, IO

MEHbLIeH Mepe MPUOIM3UTENPHO ONUH 4ac (4.), MO MEHbIIeH Mepe MPUOIU3UTENbHO ABa Yaca,

)
10 MEHbLIEH Mepe MPUOTU3UTENPHO YeThIpe Yaca, M0 MEHbIIEeH Mepe MPHOIM3UTENBHO BOCEMb
4acoB, [0 MEHbIIeH Mepe mpudmm3uTensbHo 12 4acoB (4.), npubnusurenpHo 24 vaca wiu Oonee,
npubIu3NTENBEHO 48 YacoB wiM Oojee, MPUONN3UTENBHO TPH, YETHIPE, MATh, MECTh, CEMb HIIN
Oonee nHEW M T.A., WIK OO0 Ipyroil moaxonsmui (yHKIHOHAIBHO OMPEACTICHHbIH MEePHOa
(Takoli Kak BpeMs, AOCTATOYHOE U WHAYLHMPOBAHUS, CTHMYJISILUH, TOBBIIEHUS W/ M
MOIYJSIINU  (PU3UOJIOTHYECKOTO OTBETA, ACCOLMHPOBAHHOIO CO CBA3BIBAHHEM AaHTHUTENA C
AHTUT€HOM, W/WIIM BpeMs, J[OCTaTOYHOE [JIsI PEKPyTUpOBaHUs aHTHTena 3(pdexropHoit
aKTUBHOCTH). BapuabenbHble 001aCTH TSDKEIBIX U JIETKUX LENell MOJIEKYJIbl HMMYHOTJIOOYTHHA
COZIepKaT CBS3bIBAIOLIUI TOMEH, B3aUMOAEHCTBYIOLINI ¢ aHTUreHOoM. KoHCTaHTHBIE OOnmacTu

anturen (Ab) MoryT onocpenoBath CBSI3bIBAHHE UMMYHOIJIOOYJIMHA C TKAHAMH WK (PakTOpamMu



OpPraHM3Ma-XO3sIMHA, BKJIOYAasl pa3jM4YHble KJIETKH HMMYHHOH CHCTeMbl (Takwe Kak
3¢ deKkTopHbIe KIETKH) U KOMIIOHEHTBI CHCTE€Mbl KOMIUleMeHTa, Takue kak Clq, mepsbiit
KOMIIOHEHT KJIACCUYECKOTO MyTH aKTHUBALUU KOMIUIEMEHTA. AHTUTENO TaKXXE MOXKET SIBJISTHCS
OucrerpUueckuM aHTUTENIOM, JUATENIOM, MOJUCHeNU(PUIECKIM aHTHTEIOM WM CXOXKeH
MOJIEKYJIOH.

[0035] B pamkax wu3zo0peTeHHs TEPMUH "MOHOKJIOHAJIBbHOE AHTHUTENO" OTHOCHTCS K
npernapaty MOJEKyJ aHTHTeN, IIOJIYyYeHHbIX PpEKOMOMHAHTHO, C OHOH TNEpPBUYHOU
AMUHOKHUCJIOTHOH TOCIENOBATENbHOCTBIO, TIOJYYEeHHOMY M3 CIUTBIX B-KJI€TOK MBIIIN.
KoMmno3uuuss MOHOKJIOHAJIBHOTO  AHTUTENA JEMOHCTPUPYET EOUHYI  CIeHU(pUYIHOCTD
cBsi3bIBaHUS H  aQPUHHOCTb K KOHKpPETHOMY smHromy. Takum oOpasoMm, TepMUH
"MOHOKJIOHAJIbHOE aHTUTEJIO YesOBeKa" OTHOCUTCA K aHTUTEeIaM, AEMOHCTPHUPYIOIIUM OAHY
cneun(UIHOCTD CBSI3bIBAHUS, UMEIOIIUM BapuadOebHble U KOHCTAHTHBIE 00JIACTH, MOJYYECHHBIC
U3  TOCIEeNOBATENbHOCTEH  HMMMyHOMJIOOYJIMHA  3apOABIIEBOM  JIMHUM  YeJIOBEKa.
MOHOKJIOHAJIbHBIE ~ AHTHTENA YeJOBEKAa MOXKHO IOJIydaThb MOCPENCTBOM THOPHIOMBI,
BKJIIOHawoLel B-kieTky, MOoNyuyeHHYI0 M3 TPAHCTEHHOTO WM TPAHCXPOMOCOMHOIO, He
SIBJISIFOILErOCsl Y€JIOBEKOM JKMBOTHOTO, TAKOTO KaK TPAHCI€HHAsl MBILIb, WMEIOLIEro TI'eHOM,
COIEpKAIUMM TPAHCT€H TSDKEJNIONM LeNu 4YeJlOBeKa W TPAHCIEH JIETKOM LEeNH, CIUTYH C
MMMOPTAJIU30BAHHOM KJIETKOM.

[0036] TepmuH "BblAENEHHOE AHTUTENO" OTHOCUTCS K aHTUTENy, IO CYIIECTBY, HE
cofiep KalieMy APyrue aHTHTEeNa, UMEIOINe pa3Hble aHTUIeHHbIE CIeHU(pUIHOCTH (HAampuMep,
BBIJIEJIEHHOE aHTUTENO, crenu(uyeckn CBs3bIBaIOLIeecs ¢ avf6, Mo CyIIeCTBY, HE CONEPIKUT
aHTHUTeNa, Creun(pUUecCKd CBA3BIBAIOIIMECS C HMHBIMH aHTUreHamu, 4eMm ovpo6). Onnaxko,
BBIJIEJIEHHOE AHTHUTEJO, Creln(UIeck CBs3bIBaroLIeecs ¢ avf6, MOXKET UMETh MEPEKPECTHYIO
PEaKTUBHOCTb B OTHOIIEHHM JAPYI'MX AaHTHIEHOB, TAaKUX KakK MOJIEKYJbl Oovp6 IOpyrux
Ouonormyeckux BHAOB. Kpome TOro, BbIIEJEHHOE AHTHTENO MOXKET, IO CYIIECTBY, He
COZepKATh APYTOH KJIETOYHBIN MaTepuas 1/ Wi XUMHUYECKUe BelecTBa. B OHOM U3 BapHaHTOB
OCYIECTBJIEHUS BbIIEJIEHHOE aHTUTENIO BKJIIOYAET KOHBIOTAT AHTUTENA, COEIUHEHHBIN C IPYTUM
CPeACTBOM (HampuMmep, HHU3KOMOJIEKYJISIPHBIM JIEKAPCTBEHHBIM CPEICTBOM). B HEKOTOPBIX
BAPHUAHTAX OCYIIECTBJICHUS BbIIEJIEHHOE aHTUTEJIO MPOTUB (VPO BKIIFOUAET KOHBIOTAT aHTHUTENA
npoTuB OovVP6 C HU3KOMOJIEKYJSIPHBIM JICKAPCTBEHHBIM cpenctBoM (Hampumep, MMAE wunn
MMAF).

[0037] Tepmun "antureno venoeka" (HUMADb) OTHOCHUTCS K aHTHUTENy, UMEHOIIEMY
BapuadesnpHble ObOmacTh, B kortopbix w FR, m CDR mony4aroT W3 NOCIENOBaTEIbHOCTEH
UMMYHOTJIOOYJIMHA 3apOABIIICBON JMHUM 4YeJoBeka. Kpome TOoro, ecim aHTHUTENO CONEPIKUT
KOHCTAaHTHYIO OOJIaCTh, €€ TaKKe IOJNy4aroT M3 IOCIENOBATENbHOCTEH HMMYyHOITIOOYINHA
3apOBILIIEBON JIMHUM 4YENOBEKa. AHTHUTENA YeJOBEKa IO H300PETEHHIO MOTYT BKJIIOYATh
AMHHOKHUCIJIOTHbIE  OCTaTKH, HEKOAHPYEMbIE IIOCIEAOBATENLHOCTAMH  HWMMYyHOINIOOYJINHA
3apOJBILIEBOH JIMHUHU YeJIoBeKa (HampuMep, MyTallul, BCTPAaUBaeMble TIOCPEACTBOM CIIy4aitHOTO
WIN CalT-crieluyeckoro MyTareHesa in vitro wiM ImOCpeACTBOM COMAaTHYECKOW MyTaluu in

vivo). OmgHako, B pamMkax H300peTeHHs] TePMUH "aHTUTEJO 4eJOBeKa" He MpeaHa3HaueH IS



BKJIFOUEHHUS] AaHTHUTEN, B KOTOPbIX mnocienosarenbHocTH CDR, monydeHHble W3 3apOABIIIEBOI
JVMHUM APYroro BHAA MJIEKONUTAIOIIUX, TAKOrO KaK MbIlIb, MEPECAKUBAOT HAa KapKacHBbIE
MOCJIEIOBATEIbHOCTH YesioBeKa. TepMUHBI "aHTUTENA YeloBeKa" U "MOJHOCTBIO YEJIOBEUECKUE
aHTUTeNa" NCIOJB3YIOT KaK CHHOHUMBI.

[0038] B pamkax u300peTeHus TEPMHH 'TYMaHHM3HPOBAHHOE AHTHTENO" OTHOCUTCS K
T'€HETUYECKH CKOHCTPYMPOBAHHOMY, HE MPHUHAAJIEKAIIEMY Y€JOBEKY aHTUTENy, COAepKalleMy
KOHCTAHTHBIE JIOMEHbl AHTHUTENIA 4elIOBeKa M He NPUHAMJIEKAINNI 4YeloBeKy BapuabebHbIe
IOMeHbI, MOAU(ULHUPOBAHHBIE TaK, YTO OHU HWMEIOT BBICOKMH YpPOBEHb T'OMOJIOTUU
NOCJIEIOBATEIbHOCTY B OTHOIIEHHHM BapuaOelbHBIX JOMEHOB 4YeJOBeKa. JTOr0 MOXKHO
IOCTUTaTh TOCPENCTBOM TEPECaIKd IIECTH HE NPUHAMJIEKAIIUX YEJIOBEKY OMpPEAEISIOIIIX
KOMIUIEeMEeHTapHOCTh ~ obOmacteii  antutena  (CDR),  koropple  BMecTe  00OpasyroT
AHTUTCHCBS3BIBAIOIIMI YYaCTOK HAa TOMOJIOTMYHOHN akuenTopHol kapkacHoi obmactu (FR)
gyenoeka (cm. W092/22653 u EP0629240). Jlns momHOro BoccTaHOBIeHHs adduHHOCTH
CBSI3bIBAHUS W CHENU(PUIHOCTH POTUTEITBCKOrO AHTHTENa MOXKET MNOTpeOOBaThCs 3aMeHa
KapKaCHbIX OCTAaTKOB W3 POIHUTEIBCKOrO aHTHUTeNa (T.€. HE NPHUHAMIEKAIIETO YEJNOBEKY
aHTHUTENla) KapKacHbIMU OOJacTsiMu dYeynoBeka (oOpaTHple MyTaumu). MoneaupoBaHue
CTPYKTYPHOH TOMOJIOTHH MOJKET IMOMOYb HIEHTH()HLINPOBATH AMUHOKHCIOTHBIE OCTAaTKH B
KapKacHbIX O0OJIACTSAX, BaXKHBIE I CBA3BIBAIOIIMX CBOWCTB aHTHTENA. Takum oOpasom,
I'YMaHU3UPOBAHHOE  AHTUTENIO  MOXKET  COAepXKaTb HE  TNPUHAUIEKAI(UE  YEJIOBEKY
NIOCJIEIOBATENIbHOCTH, TJIABHBIM 00pa3oM KapKacHble OOJNAaCTH 4YeNoBeKa, He00s3aTeNbHO,
cozepKaliie OAHYy MM Oosnee OOpaTHBIX MyTalMi aMHUHOKHUCIOT B HE NPUHAIJIEKAIIYIO
YeJIOBEKY aMHHOKHCIIOTHYIO IOCHIEN0BATEIbHOCTb, U MOJHOCTBIO YEJIOBEYECKHE KOHCTAHTHBIE
obnactu. HeoOs3aTenbHO, MOXHO  HCHONB30BATh  JIONOJHUTENbHBIE  MOAU(UKALIMN
AMHMHOKHCJIOT, KOTOpPblEé MOTYT HE SBIATHCS OOpPATHBIMH MyTALMSIMH, JAJSI TIOJNYYEeHUS
I'YMaHU3UPOBAHHOIO AaHTUTENA C NPEATIOYTUTENbHBIMU XapaKTePUCTHKAMM, TaKUMHU Kak
ap(HUHHOCTh ¥ OMOXUMHUYECKHE CBOMCTBA.

[0039] B pamkax u3o0perTeHus TEPMHUH "XHUMEPHOE aHTUTENO", OTHOCUTCS K aHTHTEINY,
rae BapuabenbHyH 00JacTh MOJYYArOT W3 HE SBIISIOMIMXCS YEJIOBEKOM BHUAOB (Hampumep,
NOJIy4AKOT W3 TPBI3YHOB), U KOHCTAHTHYKO OOJACTh MOJYYAIOT M3 JIPYroro OHOJOTHYECKOTO
BHJA, TAaKOro Kak 4YeJOBeK. XHMEpHblE aHTHUTEJIa MOXKHO TOJy4aTh IOCPEACTBOM
KOHCTpyHupoBaHus aHTuTelN. "KOHCTpynpoBaHue aHTUTEN" SIBIAETCS TEPMUHOM, HUCIOJIb3YyEMbIM
B O0meM cMbIcie i pPasHbIX THIOB MOAWGUKALMN aHTUTET M XOPOLIO H3BECTHBIM
CHEeLHUANTNCTY B 3TOH oOmacTu. B 4YacTHOCTH, XWUMEPHOE AaHTUTEJO MOXHO TOJNIy4aTh
craanaptabiMu criocodamu JIHK, kak omucano B Sambrook et al., 1989, Molecular Cloning: A
laboratory Manual, New York: Cold Spring Harbor Laboratory Press, Ch. 15. Takum obpa3zom,
XUMEPHOE AHTHUTEJIO MOXET SIBIISITBCSI T€HETHYECKH I (PEPMEHTATUBHO CKOHCTPYHPOBAHHBIM
peKOMOMHAHTHBIM aHTHTeNOM. Crenuanucty B 3TOH 00JacTH M3BECTHO, Kak IOJy4aTh
XUMEpPHOE aHTUTENO, W, TaKuM 00pa3oM, MOJy4YeHHE XUMEPHOIO aHTUTENa 1O HACTOSLIEMY
N300pETEHNI0O MOXKHO OCYLIECTBJISATH MHBIMU CIIOCOOAaMH, YeM MpPEACTABIEHHbIE B HACTOALIEM

OIIMCaHHH. XI/IMeprIe MOHOKJIOHAJIbHBIC AHTUTCJIA JIA TEPANCBTUYCCKOr0 MCIIOJIb30OBAHUS



pa3pabaTbIBalOT AN CHIKEHHMsS HMMYHOT€HHOCTHM aHTuTena. Kak mpaBuio, OHM MOTYT
colep:kaTh HE MPUHAMJIEKAIIHNE YeJIOBEKY (HampuMmep, MbILUINHbIE) BapuadeapbHble 00JacTH,
ABIIAIOIINECS CIEMU(PUUECKUMH I HHTEPECYIOIIEer0o AaHTUIeHa, U KOHCTAHTHBIE JOMEHBI
TSDKEJIOW M JIETKOW LeNMu aHTUTeNla dYeyioBeka. TepMmuHbl "BapuaOenbHass 00jacTh" WM
"BapuaOesbHbIe TOMEHBI" HCIIONB3YIOT B KOHTEKCTE XMMEPHBIX aHTHTEN B OTHOLIEHUH O0JIacTH,
copepsxameit CDR, u kapkacHbIX 00sacTeil TSDKENbIX M JIETKHUX LeNeld MMMYHOTIIOOYJIHHA.

[0040] TepmuH "aHTUTENO MPOTUB AHTUIE€HA" OTHOCUTCS K aHTUTEINY, CBS3BIBAIOIIEMYCS
¢ aHTHreHoM. Hampumep, aHTUTENO NPOTHB GvPO SIBJISETCS AHTHUTEJIOM, CBS3BIBAIOIIMMCS C
AHTUTEHOM OV[30.

[0041] TepMuH "aHTHIreHCBS3BIBAOIIAA YAaCTh" MJIM "aHTUTCHCBS3BIBAIOLINNA (parMeHT"
aHTHTENIa OTHOCUTCS K OMHOMY UK OoJiee (pparMeHTaM aHTHTENa, COXPAHSIOLINM CIIOCOOHOCTB
cneun(UYecKn  CBSA3BIBATBCS  C  AHTHIEHOM,  CBSI3BIBAEMBIM  LEJIBIM  AHTHTEJIOM.
HeorpannuuBaromye mnpumepbl (parMeHTOB AaHTUTEN (HApUMEp, AHTUTCHCBS3BIBAIOIIETO
¢parMenTa) BKIIOYAIOT JHMATENA, JHHEHHBIE AHTUTENA, OJHOLIENIOYEUHBbIE MOJIEKYJIbl AHTHTE
(Hampumep, scFv) u mynpTucnenuduueckue antutena, odpasoBaHHbIe U3 (PParMEeHTOB aHTUTEN.
Pacmerierne mamaMHOM — @HTUTEN NPUBOAUT K  OOpPAa3OBaHUIO  JBYX  HACHTUYHBIX
AHTUTeHCBS3BIBAIOIINX (parMeHTOB, Ha3BaHHBIX "Fab"-pparmeHtamm, Kakoplii U3 KOTOPBIX
UMEeT OIUH AaHTHIE€HCBS3BIBAIOIMUN y4acTOK, W ocratouHoro "Fc¢"-¢pparmeHTa, Ha3BaHUE
KOTOPOrO OTpakaeT ero CHoCOOHOCTh JIETKO KpHcTaun3oBaThbesa. OOpaboTka MErncCHHOM
npuBOIUT K oOpaszoBanmio F(ab’),-pparmenrta, nmeromero 18a aHTUT€HCBSI3bIBAIOIINX YIaCTKA U
BCE PaBHO CIIOCOOHOTO K MEPEKPECTHOMY CBS3BIBAHHMIO AHTUIEHA.

[0042] "ITpoueHT (%) MAEHTUYHOCTH MOCIEN0BATEIbHOCTH" B OTHOIIEHUH pe(epeHCHOM
NOJIUIENTHIHON TOCIEA0BATENHOCTH ONPENENA0T KaK MPOLEHTHYIO OO aMHUHOKHCIOTHBIX
OCTaTKOB B IIOCJIEIOBATENIbHOCTU-KAHANUATE, SIBJIAIOLIMXCS WIEHTUYHBIMH AMHUHOKHUCIOTHBIM
ocTaTkaM B pe(pepeHCHOH IONUMENTUAHOH IOCHeNOBATENIbHOCTH, TIOCNe BBIPABHUBAHUS
NOCJIEIOBATEIbHOCTEH W BHECEHHUS] NPOMYCKOB, MPH HEOOXOAUMOCTH, Il IOCTHIKEHUS
MaKCHMaJIbHOTO TIPOLIEHTAa MISHTUYHOCTH IIOCJENOBATEIbHOCTH 0e3 ydera Kakux-ITudo
KOHCEPBATUBHBIX 3aMEH KaK YacTH WAEHTHYHOCTH IMOCIENOBATEIbHOCTH. BBIpaBHUBAHUS B
LEeJIIX OTpeNeNeHHs] MPOLIEHTa HASHTUYHOCTH aMHHOKHUCJIOTHBIX TOCJIEAOBATENIbHOCTEN MOKHO
IOCTUraTh PA3JIMYHBIMH CIIOCOOAMH, M3BECTHBIMU CIIELIUAIUCTAM B 3TOH 00JacTH, Hampumep, ¢
UCTIOJIB30BAHUEM OOINEAOCTYITHOTO KOMITBFOTEPHOIO MPOrPaMMHOIO 00ECIeueHus], TAKOro Kak
nporpammuoe obecnieuenne BLAST, BLAST-2, SnapGene Align wmm Clustal W BioEdit.
Crenmanuctel B 3TOW 00JAacTH MOTYT ONPENENATh COOTBETCTBYIOLIHME MapaMeTpbl IS
BBIPABHUBAHUS I[OCIIEOBATENBHOCTEH, BKIFOUAsl JIOObIE aJNrOpUTMBI, HEOOXOOMMBIE IS
OOCTIDKEHUs] ~ MAaKCHMAJIbHOTO  BBIPABHMBAHMS IO BCEH  JUIMHE  CPaBHHUBAEMBIX
nocnenosarenbHocTet.  Hampumep, %  HAGHTMYHOCTH  yKa3aHHOM  aMHUHOKHCJIOTHOM
MOCJIEIOBATEIPHOCTH A B OTHOLICHHM YKa3aHHON aMHUHOKUCIOTHOW IMOCJIeNOBaTeIbHOCTH B
(xoTopyro aJIbTEPHATUBHO MOYKHO Ha3bIBaTh yKa3aHHOM AMHHOKHCJIOTHOM

MOCJIEIOBATENbHOCTEIO A, HMeEroIell HEKOTOpbhI % MIEHTUYHOCTH IMOCJIENOBATEIbHOCTH B



OTHOLIEHUH YKa3aHHOH aMHWHOKHCJIOTHOH MOCJIENOBATENbHOCTH B) BBIUUCISIOT CIEAYIOLINM
obpaszom:

100xX/Y

rae X sBISETCs KOJIMYECTBOM AMHUHOKHCIOTHBIX OCTAaTKOB, MOJCUMUTHIBAEMBIM Kak
UACHTUYHBIE COBNAJECHMs IOCIEAOBATEIbHOCTU MpU BbIpaBHUBAaHMU A U B ¢ mnomomsro
nporpammsbl, 1 rae Y sIBJISIeTCsl OOIIMM KOJIMYeCTBOM aMHHOKHUCIOTHBIX OcTaTkoB B B. Cnenyer
NOHMMATbh, YTO, €CJIM MAJIMHA AMUHOKUCJIOTHOHM IOCIENOBAaTENbHOCTH A HE paBHA [JIMHE
AMUHOKHUCJIOTHOH TOCNIENOBaTENbHOCTH B, % WAEHTHYHOCTH TMOCNENOBAaTEIbHOCTH A B
oTHowweHnU B He Oyzner paBeH % MIEHTHYHOCTH MOCIENOBATEIbHOCTH B B oTHOIEHHH A.

[0043] B pamkax wu3o0pereHHs TepMHHBbI "CBsi3biBaHHE", "CBSI3bIBaETCS"' MM
"cieun(UYeCKH CBSI3BIBAETCS" B OTHOIICHUHU CBSI3bIBAHMS aHTUTENA C 3apaHee ONpPeNeCeHHbIM
AHTUTEHOM, KaK TNPABWJIO, O3HAYaeT CBs3blBaHHWE C a(PHUHHOCTBIO, cooTBeTCTByOUIEH Kp
NPUOTU3UTENBHO 10° M nn meee, HaIpUMep, 107 M unu meree, Takoit Kak npUOTH3UTETHHO
10* M mmm Meree, Takoil Kak NPUOJIU3UTENBHO 10° M nnu menee, NpUOIU3UTENBHO 109 M
WIN MEHEe WIH NPUOIU3UTETHHO 10" M nnu naxe mewee IIpU ONPENETIEHUN, HAIPUMED,
NOCPENCTBOM TexHosoruu uHTepdepomerpun O6mocnos (BLI) ¢ momormebto yctpoiictea Octet
HTX c ucrionb3oBaHueM aHTUTeNA B KaueCTBE JINTAH/Ia U aHTUI€HA B KaYECTBE aHAJUTa, U TIe
AHTHUTEJIO  CBSI3bIBAETCSl C  3apaHee  ONpPEAENeHHBIM AaHTUTEHOM ¢  ap(UHHOCTHIO,
cootBercTBytoIei Kp, siBisromeiicst mo MeHbIIe Mepe B AecaTh pa3 Oojee HU3KOH, Hanpumep,
no meHbineil Mepe B 100 pa3 Oonee HU3KOM, HanmpuMmep, 1Mo MeHbiuel mepe B 1000 pa3 Gonee
HU3KOM, TaKOH Kak, o MeHbInel Mepe B 10000 pa3 Oosee HU3KOM, HATIPUMED, IO MEHbIEH Mepe
B 100000 - pa3 OGonee Hu3KkoH, yeM ero Kp cBsA3bIBaHMS ¢ HecneUU(UYECKUM AHTHT€HOM
(marmpumep, BSA, xaszenHOM), WUHBIM, ueM 3apaHee ONIpEAEJCHHbI aHTUIeH WM
OnmuskopoacTBeHHbll anTured. Crenenb, B KoTopol Kp CBsi3bIBaHMA siBisieTcss Oojiee HU3KOM,
3aBucuT oT Kp anTHTena takum obpasom, 4to, eciu Kp aHTUTENa SIBJISETCS OUY€Hb HHU3KOM, TO
CTerneHb, ¢ KOTopoi Kp CBSA3bIBaAHMS C aHTUTCHOM sIBJIsieTCs Oosee HUu3KoH, ueM Ky CBsi3pIBaHUs
¢ Hecner(pUIECKUM aHTUT€HOM, MOXKET SIBJISIThCS 1O MeHbInel mepe B 10000 pa3 Gosee HU3KOI
(T.€. aHTHUTEJIO SIBJIETCS] BBICOKOCTIELIU(DUIESCKIM).

[0044] B pamkax uzobperenust TepmuH "Kp" (M) OTHOCHUTCSI K paBHOBECHOH KOHCTAHTE
OUCCOIMALMN KOHKPETHOTO B3aMMOJIEHCTBHS AaHTUTENO-aHTHreH. B pamkax uzoOpereHus
appunnocts U Kp oOpaTHO mponopiuoHanbHBL, T.€. Oosiee BbicOKas adGUHHOCTH O3HAYaeT
oonee Huskyro Kp, u 6onee Huskas ahpGUHHOCTH O3HA4YaeT OoJiee BRICOKYHO Kp.

[0045] Tepmun "ADC" OTHOCUTCS K KOHBIOTATy AHTHUTENO-JIEKAPCTBEHHOE CPEICTBO,
KOTOPBII B KOHTEKCT€ HACTOSIIEr0 H300pETEHUs OTHOCUTCS K AaHTUTENy MpOTHB Ovfo,
COEAMHEHHOMY C OCTAaTKOM JieKapcTBeHHOro cpencrsa (Hampumep, MMAE umn MMAF), kak
OMNMCAHO B HACTOSLIEH 3asIBKE.

[0046] Cokpawmenus "vc" u "val-cit" OTHOCATCS K AMMENTHAY BAJIUH-LUTPYJUIHNH.

[0047] Cokpawenue VKG oTHOCUTCS K TPUNENTUAHOMY JIMHKEPY BaJUH-JIN3UH-TJIULUH.

[0048] Coxkpamienue "PAB" 0THOCHTCS K caMOpacCIIETUIAIOLIEMYCs CIIecepy:
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[0049] Coxkparenue "MC" OTHOCUTCS K BCTaBK€ MaJIeUMUOKATIPOIIA;

o
C N
07 RN
O

[0050] Cokpamienne "MP" 0oTHOCUTCS K BCTABKE MaJICUMHUIOTTPOITMOHIIIA
8]

O/C\/\N
/

o

[0051] B pamkax usobperenust "enmanna PEG" siBisieTcs OopraHU4eCKUM OCTaTKOM,
COCTOSILIIM W3 TOBTOPSAIOIIUXCS 3THICHOKCU-CyObenunul (cyopenunnnsl PEG), um moxer
SIBJIATHCS] TIOJIMAUCTIEPCHBIM, MOHOAMCIIEPCHBIM MJIM IUCKPETHBIM (T.€. MMEIOIINM TUCKPETHOE
KOJIMYEeCTBO  3TUJIeHOKCH-cyObenuuun). Ilomumucnepcupie PEG  mpencraBmstor — coboit
reTepOreHHYI0 CMECh C pPa3HbIMU pa3MepaMM U MOJIEKYJSIPHBIMH MaccaMH, B TO BpeMs Kak
moHoaucnepcHeie PEG, kak mpaBuio, OYMINAIOT U3 FeTePOTreHHBbIX CMecel U, TaKuM 00pa3om,
JOCTUTAIOT €AMHOM JJIMHBI LU U MOJIEKYJISIpHON Maccel. lIpennouturensusie eaununbsl PEG
comepxar muckperuble PEG, coemuHeHus, CHHTe3MpyeMble IOCTaIUNHO, a HE CIOCOOOM
nonumepusaumu.  Juckperasie PEG  mpencraBisitoTr  cOOOH — OTHENBHYIO  MOJIEKYIdy C
ONpPENENEHHON JIMHON LIETIH.

[0052] Eqgununa PEG, mpencraBieHHasi B HACTOSILIEM ONMKMCAHUH, CONEPXKUT OIHY WITH
MHOKECTBO LeTIel MOJIMATHIICHIJIUKOS, KakKaas M3 KOTOPBIX COCTOMT W3 OAHOHN wim Oojee
STWJIEHOKCU-CYOBEAMHHUL,  KOBAJIEHTHO  COCOMHEHHBIX  Apyr ¢  apyrom.  Llemn
MOJIUATUIIEHTIIUKOJISI MOXKHO COEUHSATD APYT C IPYrOM, HaIlpUMep, B JUHEHHOH, pa3BeTBIEHHOM
win 3Be3nooOpasHoi koHurypauuu. Kak mpaBujao, MO MeHbIIEH Mepe OIHy U3 Ierei
MOJIMATUIICHTTIMKOSI Tepel BCTPAaWBaHHEM B KOHBIOTaT KaMIITOTELMHA AEpUBATU3UPYIOT Ha
OJTHOM KOHIIE aJIKMJIBHOTO OCTaTKa, 3aMELIEHHOTO 3JIeKTPO(IITbHON TPYIION AJIsi KOBAJIEHTHOTO
NPUCOCOMHEHHUS K a30Ty kapbamaTa MeTHiIeHKapOaMaTHOW €AMHULBI (T.€. MPENCTaBIsAeT COOOi
ciydqaii  R). Kak mnpaBuio, KOHLEBYK) OTWICHOKCU-CYOBEAMHHIy B KKIOW IemH
MOJIMATUIICHTJINKOJSI, HEYyYacCTBYIOIIEHl B KOBAJEHTHOM IPHUCOEAMHEHMM K OCTaJbHOM YacTH
JMHKEPHON €IMHUIbI, MOAM(DULMPYIOT C MOMOLIBI0 eIuHHUNBI ais kanuposanus PEG, kak
MPaBWIO, HeoOs3aTeNbHO 3aMerneHHbiil ankui, Takoil kak -CHs, CH,CH3 wim CH,CHLCOH.
IlpennoururensHast enununa PEG uMeer oaHy Lenb NOAMSTUIEHINMKONA ¢ 2-24
cyopenuaunamu  -CH2CH,0O-, KOBQJEHTHO  COEAWHEHHBIMM  IOCJIEAOBATEIBHO U

3aKaHYMBAIOIIMMUCS HA OTHOM KOHLIe equHuLel as kanuposanus PEG.
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[0053] TepmuH "37m0KaueCTBEHHOE HOBOOOpa3oBaHME" OTHOCUTCS K OOIIMPHON rpymme
Pa3NIUYHBIX 3a00J€BaHNH, OTIIMYAIOIINXCA HEKOHTPOJIMPYEMBbIM POCTOM aHOMAJIBHBIX KJIETOK B
opranmme. TepMuH "3JI0Ka4eCTBEHHOE HOBOOOpa3oBaHme" WM "3JI0KQ4eCTBEHHAsl TKaHbB"
MOJKET BKJIIOYATh Onmyxoiib. Heperyaupyemble neneHne U pocT KJIETOK MPUBOAAT K 00pa30BaHHIO
3JI0KaYeCTBEHHBIX OIyXOJIeH, KOTOpbI€ OCYLIECTBJISIIOT MHBA3UI0 B COCEAHHE TKAHH, a TaK¥Ke
MOTYT METacTa3MpOBaTh B OTJAJIEHHbIE YACTH OpPraHU3Ma uyepe3 JIUM(PATHUECKYIO CHCTEMY WIIN
kpoBoTok. Ilocme MeracTasupoBaHMsl OTAENbHBbIE OINYXOJM MOXKHO YKa3blBaThb  Kak
"mpoucxozsmue u3" mpeMeTacTaTUIeCcKOn OMyXOJIu.

[0054] Tepmun "anturenoszaBucHUMas KJeTO4Hass LHUTOTOKCUYHOCTH', wimum ADCC,
SIBJIIETCSI MEXaHU3MOM HWHAYLHPOBAHUS THOENH KJIETOK, 3aBUCSIIUM OT B3aUMOACHCTBUS
MOKPBITBIX AHTUTEJIOM KJIETOK-MHUIIEHEH ¢ MMMYHHBIMH KJIETKaMH, OOJIaJaroIlUMHU JTUTHYECKON
AKTUBHOCTBIO (Takke 0003Ha4aeMbIMU Kak 3¢ dexTopHbie kieTkn). Takue 3pPexTopHbIe KIETKH
BKJIFOYAIOT E€CTECTBEHHbIE KHJUIEPBI, MOHOLUTBY/Makpodaru u HelTpodmiel. DddexTopHble
KJIeTKH npucoennsstores K Fe-addexTopHpiM nomMeHam Ig, CBA3aHHBIM € KJI€TKAMHU-MHULICHSIMHA
yepe3 WX AaHTUTEHCBS3bIBAIOIIHE YYaCTKU. | MOETb TOKPBHITOH AHTHTENOM KIIETKH-MULICHH
NPOMCXOINT B PE3YJIbTATE AKTUBHOCTH 3(P(HEKTOPHBIX KIIETOK.

[0055] Tepmun "anTHTEN03aBUCUMBIN KileTOUHbIH (paronutos”, i ADCP, oTHOCHTCS K
IIPOLIECCY, MOCPEACTBOM KOTOPOTO MOKPBITbIE AHTUTENOM KJIETKU MOJHOCTBIO MM YaCTHYHO
MHTEPHAIM3YIOTCS (ParonuTHPYIOIUMH HWMMYHHBIMU KJI€TKaMu (Hampumep, Makpodaramu,
HelTpouiIaMu 1 NEHAPUTHBIMH KJIETKaMH), cBsa3biBatouMucs ¢ Fe-apdexkropupiMu nomenamMu
Ig.

[0056] Tepmun "kommuiemeHT3aBUcHUMas LHUTOTOKCHMYHOCTL", wiu CDC, oTtHOCUTCS K
MEXaHU3My HHIYLHPOBAaHUs THOEIH KJIEeTOK, mnpu KotopoM Fc-addexkropHbie nOMEHBI
CBSI3aHHOTO C MHILICHBIO AaHTUTEJIA AKTUBHPYET CEPUI0 (PePMEHTATUBHBIX PEAKLIU, PUBOISIINX
K 00pa30BaHMIO OTBEPCTHH B MeMOpaHe KieTok-MuineHed. Kak npaBuio, KOMIJIEKChI aHTUT€H-
AHTHUTEJIO, TAKUE KaK KOMIUIEKChI Ha TIOKPBITBIX AHTHUTEJIOM KJIETKaX-MHIICHSX, CBSA3BIBAIOTCS U
aKTUBUPYIOT KOMIIOHEHT komruiemeHTa Clq, KOTOpBIH, B CBOIO Ouepenb, aKTUBUPYET KacKaj
KOMILIEMEHTA, MPUBOASIIUI K THOETH KJIETKHU-MULICHNU. AKTHBALIUS KOMIIEMEHTA TaKXKEe MOKET
NPUBOJIUTH K JIETIOHUPOBAHHMIO KOMIIOHEHTOB KOMILJIEMEHTa Ha TOBEPXHOCTH KJIETKH-MHUILICHH,
obnerqaromemy ADCC mocpeacTBoM CBsI3bIBaHUS peLEnTOpoB KomiuieMenTa (Hanpumep, CR3)
HAa JIEMKOLUTAX.

[0057] Tepmur "uurocrarmdyeckudi 3¢¢ekT" OTHOCHUTCS K  HMHTHOHPOBAHHIO
npoiudepanuu  KIeToK. TepMHH "LHUTOCTATUYECKOE CPEACTBO" OTHOCUTCS K CPENCTBY,
UMEOIIEMY LIUTOCTATUYECKUN 3P PEKT B OTHOLICHNUH KJIETKU, TAKIM 00pa30M, HHTHOUPYIOIIEMY
POCT W/WJIH SKCTIAHCHIO KOHKPETHOH CyOmonysinuy KieTok. LiurocraTnueckoe CpecTBO MOXKHO
KOHBIOTHPOBATDH C AHTUTEJIOM HJIH BBOJUTH B KOMOWHAIIMH C AaHTUTEIIOM.

[0058] Tepmun "neuenue" wnm "Tepanus' WHAMBHAYYMa OTHOCHTCS K JIFOOOMY THITY
BMEIIATENbCTBA WIIM CIIOCO0a, OCYILIECTBISIEMOrO B OTHOLIEHWH WHIMBHIYYMa, WJIN BBEIEHHE
AKTUBHOTO CPEACTBA HMHIUBUAYYMY C IEJIbI0 PEBEPCUPOBAHUs, OOJErdeHUs], YJy4IIeHUs,

UHrUOUPOBAHUS, 3aMEIJIEHUs] WIM MNPOPUIAKTUKU Ne0r0Ta, NPOrpPecCUPOBAHUS, PAa3BHUTHS,
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TSOKECTH WM PELUIAMBUPOBAHHS CHMIITOMA, OCJIOKHEHHsSI, COCTOSHHUSI WJIM OHOXUMHYECKHX
noKasaresel, acCOLMUPOBAHHBIX C 3a0ojieBaHHEM. B HEKOTOPBIX BapHaHTaX OCYLIECTBIIEHUS
3a00neBaHNe SBJSIETCS 3JI0KaY€CTBEHHBIM HOBOOOPA30BaHUEM.

[0059] Tepmun "uHauBHAYYM" BKJIIOUaeT JHOOOro dYeslOBeKa WIM HE SBJSIOIIErOCs
4eJIOBEKOM >KMBOTHOTO. TepMHH "He sBJIsIOIIeecs YeI0BEKOM KUBOTHOE" BKIIIOUAET, B KAYECTBE
HEOTPAHUYMBAKOLUINX IPUMEPOB, MO3BOHOYHBIX, TAaKMX KaK HE SBJSIOLIUECS YeIOBEKOM
IPUMAThl, OBIBI, COOAKM WM TPBbI3YHBI, TaKHe KaK MbIIIHM, KPBICBI U MOpPCKHE CBHUHKH. B
HEKOTOPBIX BapUaHTaX OCYIIECTBICHUsS HHAUBHUIYYM SIBJIIETCSI YEJIOBEKOM. TepMUHBI
"uHauBUAYYM" U "HaleHT" UCTOJb3YIOT B HACTOSIEM OMMCAHUU B3aMO3aMEHSEMO.

[0060] "OddexTrBHOE KOMMUECTBO", UK "TepaneBTUYeCKH 3P(HEKTUBHOE KOJIUYECTBO",
win "tepaneBTHyecku 3P dexkTuBHas 032" JEKAPCTBEHHOTO CPENCTBA WJIHM TEPANEBTHUECKOTO
CpeAcTBa SIBJSIETCS JIIOOBIM  KOJIMYECTBOM  JICKAPCTBEHHOTO CPEACTBA, KOTOpOE IpH
UCTIOJIb30BAHUHM B OTIEJIbHOCTH WJIM B KOMOMHALMK C APYTUM TEPANEBTUYECKHM CPENCTBOM
3aIIMIaeT WHOUBHAyyMa OT nedroTa 3a00jeBaHUs WIH CIIOCOOCTBYET PerpecCHpPOBAHHIO
3a0oneBaHMs, O HYEeM CBHIETENbCTBYET CHIDKEHHE TSDKECTH CHMIITOMOB —3a00JIeBaHMS,
NOBBIIIEHHE YacTOTBl M JUIMTENBHOCTH OECCUMITOMHBIX IEPUONOB 3a00JI€BaHUS, WIIH
npoQHUIaKTHKE HAPYLUICHUs WJIM IOTEPH TPYAOCHOCOOHOCTH IO NPUYMHE 32a00JeBaHMUS.
CriocoOHOCTh TEpaneBTUYECKOTO CPEACTBA CIIOCOOCTBOBATH PErPECCHPOBAHUIO 3a00JIEBAHMS
MOJKHO OIIEHHMBaTh DPAa3UYHBIMU CIOCOOAMH, HM3BECTHBIMU CIIELMAJICTy B 3TOH oOxacTy,
HanpuMep, Ha JIIOJSAX BO BpeMs KIMHUYECKUX MCIBITAHMM, B CUCTEMAaX MOJEJeH Ha JKUBOTHBIX,
ABIISAIOIINXCS] IPOTHOCTUYECKUMH B OTHOIIEHUH 3(P(PeKTUBHOCTH [T JIIOEH, U TOCPENCTBOM
OLIEHKH aKTUBHOCTHU CPEACTBA B aHAJIM3ax in Vitro.

[0061] B kauecTBe mnpumepa, B Cly4dae JIEUCHMs] ONyXOJiel TepaneBTUUYECKU
5 PEeKTUBHOE KOJIMYECTBO MPOTHBOOIMYXOJIEBOIO CPENCTBA MHIMOUPYET POCT KJIETOK HIIM POCT
OITyXOJIU 10 MEeHbIIeH Mepe Ha nmpubnusutenasHo 10%, mo MeHblueil Mepe Ha NPUOIN3UTETBHO
20%, no MeHbLIei Mepe Ha npudbmusuTenbHo 30%, Mo MeHbLIeH Mepe Ha npubausuTensHo 40%,
1o MeHbIneil Mepe Ha nmpudbnusuTensHO 50%, MO MeHblIeld Mepe Ha npuoIM3uTeNnsHO 60%, Mo
MeHblIeH Mepe Ha mpubiusutensHo 70% uiu o MeHbLIed Mepe Ha mpudnusutesnbHo 80%, 1o
MeHblIeH Mepe Ha mpubiusutensHo 90%, 1Mo MeHblIed Mepe Ha mpuOIU3UTENsHO 95%, 1o
MeHbLIeH Mepe Ha mpuOIU3UTENbHO 96%, Mo MeHblIed Mepe Ha mpudIu3uTeNnsHO 97%, 1o
MeHbIIeW Mepe Ha mpuOmm3uTensHo 98% Wiu Mo MeHbIIel Mepe Ha mpuOIM3UTENbHO 99% Yy
NOJBEPracMbIX JICUEHHIO HWHIMBUAYYMOB (HampuMep, OAHOrO MK Oojee MOIBEpPraeMbIX
JEYSHUI0O HMHIOUBHIYYMOB) OTHOCHUTEJIbHO HENOABEPTHYTHIX JICUEHHIO HHIUBUAYYMOB
(HarmpuMep, OAHOrO WM 0oJiee HEMOIBEPTHYTHIX JICUEHHIO WHAWBHUAYYMOB). B HEKOTOpBIX
BAPHUAHTAX OCYILIECTBICHHs TEPareBTHUECKH 3(P(PEeKTHBHOE KOJMUECTBO MPOTHBOOIYXOJIEBOTO
CpeIcTBa MHTHOUpPYET POCT KJIETOK MM pocT omyxoiu Ha 100% y MOABEPrHYTHIX JICUSHUIO
UHIUBUAYYMOB (HampuMmep, OXHOrO WM Ooyiee MOABEPTHYTHIX JICUEHUIO WHANBHIYYMOB)
OTHOCUTEJIbHO HETIOJIBEPTHYTHIX JICYEHUI0 WHAMBHAYYMOB (HampuMep, OJHOTO WM Ooiee

HEMOABEPTHYTHIX JICHECHUIO I/IHI[I/IBI/II[YYMOB).
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[0062] B pmpyrux BapuaHTax OCYIIECTBJICHUS H300pETEHHsI MOXKHO HaOII0IaTh
perpeccupoBaHHi€ OIYXOJHM, U OHO MOKET MpPOAOJDKATHCSA, B TEYEHHE [0 MEHbIIEH Mepe
npubnusutensHo 20 nHeH, mo MeHbIned Mepe npubausurenbHo 30 nHEN, Mo MeHbIIeH Mepe
npubnusuTensHo 40 nHEH, mo MeHblIei Mepe npudau3nuTensHo 50 MHEH WK Mo MeHbIIeH Mepe
npubnu3uTENBHO 60 NHE.

[0063] Tepanepruyecku >PPEKTHBHOE KOJIUYECTBO JIEKAPCTBEHHOT'O CPEICTBA
(HampuMmep, KOHBIOTaTa aHTUTENO MPOTUB OVPO-IEKapCTBEHHOE CPEINCTBO) BKIFOYAET
"mpodunaktudecku 3pHEeKTUBHOE  KONMUYECTBO", SBISIOIIEECS JIIOOBIM  KOJHUYECTBOM
JIEKAPCTBEHHOTO CPEICTBA, KOTOPOE MpH BBEACHHE B OTHEJIBHOCTH HJIM B KOMOHWHAIMH C
IIPOTUBOOITYXOJIEBBIM CPEICTBOM UHIUBUAYYMY, UMEIOIEMY PUCK Pa3BUTHUS 3JI0KAUE€CTBEHHOTO
HOBOOOpa3oBaHMs (HANpUMEp, MHIWBUAYYMY, HUMEIOLIEMY MPEN3JIOKAYeCTBEHHOE COCTOSIHUE)
WIA CTPAfaIeMy pPEeLUINBUPOBAHIEM 3JIOKAYeCTBEHHOTO HOBOOOpPA30BaHUs, HHTHOUpPYeET
pa3BUTHE WM pELMINBUPOBAHHME 3JIOKAYECTBEHHOrO HOBOOOpa3oBaHMs. B  HEKOTOpbIX
BApPUAHTAX OCYIIECTBICHUS NpOoPHIakTHUecKH 3PPEKTUBHOE KOJIUYECTBO IOJTHOCTHIO
NPEAOTBPALIAET pA3BUTHE WM PELUUANBHPOBAHHE 3JIOKAYECTBEHHOTO HOBOOOPA30BaHMSIL.
Tepmur  "unruOupoBanue"  pasBUTHUS  WIM  PELUUAMBHPOBAHUS  3JIOKAYECTBEHHOTO
HOBOOOpPA30BaHMs O3HAYAET YMEHBLICHHE BEPOSTHOCTH pPAa3BUTHUA WM PELUANBUPOBAHHS
3JIOKQYECTBEHHOTO HOBOOOPA30BaHMS WJIM TIOJHOE TNPEAOTBPALICHHWE PA3BUTUS WU
pPEeLUANBUPOBAHUS 3JI0KAYECTBEHHOTO HOBOOOPA30BAHMUSI.

[0064] B pamkax m3o0pereHuss TepMHuH "cyOTepameBTUYecKas 103a" O3HA4YaeT 03y
TEPAINeBTHUECKOT0 COEAMHEHUs (HanmpuMep, KOHbIOraTa aHTUTENO MPOTUB OV 6-J1eKapCTBEHHOE
CPEACTBO), MEHBIIYIO, YeM OOLIENpPUHATAs WIM TUIUYHASA 1032 TePArieBTUYECKOrO COEINHEHHS
IIPU BBEJIEHUU B OTJEJIBHOCTH IS JISUEHUs TUIeprnpoaudepaTruBHoro 3adoaeBanus (Hanpumep,
3JI0KaYeCTBEHHOTO HOBOOOPA30BaHMUS).

[0065] TepmuH "mpoduib UMMYyHOONOCPEAOBAHHOTO OTBETA"' OTHOCHUTCA K HPO(HIo
KJIMHUYECKOTO OTBETa, 3a4acTyi0 HaOJNOAaeMOoro y TAIMEeHTOB CO  3JI0KAYeCTBEHHBIM
HOBOOOpPA30BaHHEM, KOTOPBIX JIeYaT UMMYHOTEPANEBTUYECKUMHU CPEACTBAMH, MPUBOASIIIUME K
NPOTHBOOMYXOJIEBbIM 3P eKTaM MOCPENCTBOM HWHAYLMPOBAHUS — OMyXOJIECTIELU(PUIECKUX
UMMYHHBIX OTBETOB MJIM MOAW(UKALMN HATHBHBIX MMMYHHBIX MpPOLECCOB. DTOT NPOdUiIb
OTBETOB OTJINYAETCs OJIArONPHUSITHBIM TEPANEBTHUECKUM 3()PEeKTOM, CIenyomuM 32 Ha4aJIbHbIM
MOBBILIEHUEM OIyXOJEeBOM HArpy3kM WM [OSIBJEHHEM HOBBIX, KOTOpbIE TpPU OLIEHKE
OOIICTIPUHATBIX ~ XUMHOTEPANEBTUYECKUX  CPencTB  Oynyr  KiaccupuUupoBaTh  Kak
nporpeccupoBaHue 3a0oJieBaHUs, M KOTOpoe OyneT CHUHOHUMHYHO He3(pPEeKTUBHOCTH
JIEKapCTBEHHOTO CpeAcTBa. TakuM 0Opa3oMm, MpaBHIbHAs OLIEHKa HMMYHOTEPANeBTUYECKHX
CPEACTB MOKET MOTPeOOBaTh AOJTOBPEMEHHOTO MOHHUTOPUHTa 3(QQEKTOB 3THX CpPEACTB B
OTHOILIEHHUH LIeJIEBOTO 3a00JIEBAHMUS.

[0066] B kadecTBe mpumepa, "TPOTHBOOMYXOJEBOE CPENCTBO"  CHOCOOCTBYeET
PEerpecCUPOBAHUIO 3JIOKAUYECTBEHHOTO HOBOOOpAa3oBaHMA Y HMHAWBUAYYMa. B HEKOTOpBIX
BAapUAHTAaX OCYLIECTBICHHUS TepaneBTUYecKn 3((PEKTUBHOE KOJIUYECTBO JIEKAPCTBEHHOTO

CpencTBa CrOCOOCTBYET PErpecCHpOBAHMIO 3JI0KAYECTBEHHOTO HOBOOOPA30BAHUS 0 CTENEHU
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yCTpaHEeHUsI 3JI0Ka4€CTBEHHOIO HOBOOOPA30BaHMSL. Tepmun "crocoOCTBOBaHUE
pPErpecCUpOBAHMIO  3JIOKAYECTBEHHOI'O  HOBOOOpa3oBaHUs'  O3HA4aeT, dTO  BBEACHUE
3¢ (}EeKTUBHOrO KOJMUYECTBA JIEKAPCTBEHHOIO CPEACTBA B OTAENBHOCTH WJIM B KOMOMHALUU C
IPOTHBOOITYXOJIEBBIM CPEACTBOM NMPUBOIUT K CHIKEHHIO POCTa WK Pa3Mepa OMyXOJu, HEKPO3y
OIyXOJIH, CHWXKEHUIO TSHKECTH IO MEHbIIEH Mepe OJHOr0 CUMNTOMA 3a00JI€BaHus, TTOBBILIEHHIO
YaCTOTBl U JUIUTEIBHOCTH OECCHMIITOMHBIX IEPUOJOB 3a00JeBaHUsl MIM NPOPUIAKTUKY
HapyIIEeHHs WIM TOTePH TPYIOCHOCOOHOCTH MO mpuyrnHe 3aboneBanus. Kpome Toro, TepMuHbI
"s¢pdexTuBHbIit" U "3PPEeKTHBHOCT" B OTHOIICHUU JICYSHUS BKJIOYAIOT (HapMaKOJIOTUIECKYEO
s¢pdexTuBHOCT U pusHoNormyeckyro  OezomacHocTh.  TepmuH  "dapmakonoruyeckas
3¢ (}eKTUBHOCTE" OTHOCHTCS K CIIOCOOHOCTH JIEKAPCTBEHHOTO CPEACTBA CIOCOOCTBOBATH
pPEerpecCUpOBAHUIO  3JIOKAUYECTBEHHOTO  HOBOOOpa3oBaHWsI Yy MAalHMeHTa.  |epMuH
"¢pusnonornueckass 6€30MacHOCTh" OTHOCHUTCSI K YPOBHIO TOKCHYHOCTH WJIH JIPYTUX MOOOYHBIX
busnosornuecknx 3G¢GEeKToB Ha YPOBHE KJIETOK, OpraHa W/Wjiu opraHu3Ma (HeOIaronpusiTHBIX
3¢ (pexTOoB), STBISIOIIMXCS PEe3YJIbTATOM BBEACHHS JIEKAPCTBEHHOTO CPEICTRA.

[0067] TepmuH "yCTOWYHMBBIN OTBET" OTHOCHUTCS K YCTOWYHBOMY 3()(EKTy B OTHOIIEHUH
CHIDKEHUsl pOCTa OIyXOJIM TOcHe NMpeKpalleHus jedeHus. Hampumep, pasmep Omyxosid MOXeET
OCTaBaThCs TAKMM K€ MJIM YMEHBIIATHCS 110 CPABHEHUIO C pa3MepoM B Hadase (a3bl BBEIEHHUSL.
B HekOTOpBIX BapHaHTaxX OCYINECTBJICHUS YCTOWYMBBI OTBET HMEET [JINTEIbHOCTD,
SBJIIOLIYIOCS TI0 MEHbIIEH Mepe TOMH JKe€, UTO U JJINTENIbHOCTD JISYEHHUS MU 110 MEHbLIEH Mepe B
1,5, 2,0, 2,5 wnu 3 pa3za OosbLiel, 4eM IITUTEebHOCTD JICUEHUSI.

[0068] B pamkax wuzoOperenuss tepmuH "nonHbeiii orBer" mim "CR" orHOcuTCS K
HCUE3HOBEHUIO BCEX LIEJIEBBIX OYaros;, TepMUH "dacTuuHbll oTBeT" Miau "PR" oTtHOCHTCA K 1O
MeHblIei Mmepe 30%-HOMy CHMKEHHMIO CyMMbI HanOospInux auamerpos (SLD) neneBbIx oyaros,
npuHUMas B KauecTse pedepeHca ucxoauyro SLD; u tepmun "crabunbHoe 3aboneBanue" nin
"SD" He OTHOCHUTCSI HH K TOCTATOYHOMY YMEHBIICHHIO LIEJIEBBIX O4aroB Ui UX KJIACCU(PHUKALIMU
kak PR, HM K JOCTaTOYHOMY MOBBIICHUIO Ui UX Kiaccupukauuu kak PD, mpunumas B
KauecTBe pedepeHca HaumeHbIinyro SLD ¢ Havana jedeHus.

[0069] B pamkax u3oOpeTeHHsi TEPMHUH "BBIDKHBAEMOCTb 0€3 MPOrpecCHUpOBaHUs" MU
"PFS" oTHOCHTCS K NPOAOJDKUTENBHOCTH BPEMEHM BO BpEeMsl U IOC]E JIEYeHMs], B TEUEeHUE
KOTOpPOro  TOABEpPraeMoe  JIeYeHWIO0  3a0ojieBaHue  (HampuMmep,  3JIOKAYEeCTBEHHOE
HOBOOOpAa30BaHME) HE yXyamiaercs. BeokUBaeMoCTh 0€3 MpOorpecCHpOBaHUS MOXKET BKJIFOYATH
KOJINYECTBO BPEMEHH, B TE€UEHHE KOTOPOTO MAIMEHThl UMEIOT IOJHBIA OTBET WM YaCTUYHBIH
OTBET, & TaKXXe€ KOJHMYECTBO BPEMEHH, B TEUCHHE KOTOPOrO MALMEHTHl UMEIT CTaOUIIbHOE
3a0oseBaHue.

[0070] B pamkax uzobperenus "obmas gacrora orsera” mwin "ORR" oTHOCHTCS K cCymme
gacToThl MONHBIX 0TBETOB (CR) 1 wacToTe! yacTuuHbIx 0TBETOB (PR).

[0071] B pamkax m3oOpereHus TepMuH "0o0mmast BppKkuBaeMocTs" nin "OS" oTHOCHTCS K
NPOLIEHTHONH [10JiI€ WHAWBUAYYMOB B TpPYyIIeE, KOTOpPble, BEPOATHO, OYIyT JKHUBBI TIOCHE

KOHKPETHOIO IEPUO/Ia BPEMEHH.
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[0072] Dpaza "dapmaneBTHHeCKH MNpHUEMJIEMBIH" O3HA4YaeT, YTO BELIECTBO WU
KOMITO3ULUST TOJDKHA OBbITh COBMECTUMON XHUMHYECKH W/HMIN TOKCHKOJOTHUYECKH C APYTUMH
UHTPEUEHTAMH, KOTOPBIE COAEPIKUT COCTAB, M/MITH MIIEKOTUTAIOIINM, TIOABEPTAEMbIM JICUEHHIO
C TIOMOIIBIO HUX.

[0073] B pamkax uzobperenus ¢pasa "dapmaneBTHaecku mpruemieMasi Coib" OTHOCHTCS
K (hapmarneBTHUECKN NPUEMIIEMbIM OPTaHUYECKHM MM HEOPTAaHHUYECKUM COJISIM COSTUHEHUsI 10
n3o0petenno. HeorpannumBaromiyie npuMepbl COJeil BKIFOYAIOT Cyib(daT, LMUTPaT, aueTar,
okcamar, Xjopupa, Opomwun, Homun, Hutpar, Oucynbdarer, docdar, xkuchbiii ¢pocdar,
W30HUKOTHHAT, JIAKTAT, CAJMLWIAT, KHCJIBIH LUTPAT, TapTpaT, OJieaT, TAHHAT, MAHTOTEHAT,
OutapTpar, ackopbar, CyKIMHAT, MaJjieaTr, Te€HTH3WHAT, (ymapar, TIJIIOKOHAT, TJIOKYPOHAT,
caxapar, (opmmar, OeH30aT, TJIyTamar, MeTaHCYJb(pOoHAT "Me3ujar", >TaHCYJIb(HOHAT,
OenzoncynbpoHar, p-toayoncyibpoHaT, mamoar (T.e. 4,4’-MeTuneH-Ouc-(2-ruapokcu-3-
Ha(TOAT)), COM LISIOUYHBIX METAJJIOB (HAMPUMED, HATPHUS M KaJIHsi), COJTH LISIOYHO3EMEITbHBIX
METaJUIOB (HampuMep, MarHus) U COJIM aMMOHHs. PapManeBTHYEeCKH NpHeMIIeMasi COJb MOXKET
BKJIFOUATh BKJIFOUEHHE JAPYTOH MOJIEKYJIbI, TAKOW KaK MOH alleTaTa, HOH CyKI[MHATa WU APYTOH
NPOTHBOMOH. [IPOTHBOMOH MOXET SIBISITBCA JIFOOBIM OPTaHUYECKUM WJIM HEOPTaHUYECKUM
OCTaTKOM, CTaOMJIM3UPYIOIIUM 3apsi Ha POOUTENBCKOM coenuHeHuu. Kpome Toro,
dapManeBTHUECKH MpHEMJIEMasi COJb MOJKET MUMETh HECKOJIbKO 3apsDKEHHBIX aTOMOB B CBOEH
CTpyKType. BapmaHThl, B KOTOPBIX MHOKECTBO 3apsDKEHHBIX aTOMOB SIBJIIFOTCS YacCTbIO
(dapMaleBTHYECKH NPUEMJIEMOW COJIM, MOTYT HMETh MHOXKECTBO IPOTUBOMOHOB. Takum
oOpasomM, ¢apMaleBTUYECKH NpUEMIIeMasl COJIb MOXET MMEeTb OJUH MK Oojee 3apsKeHHBIX
aTOMOB W/WJIM OJIUH WUJIH OOJiee MPOTHBOHOHOB.

[0074] Tepmun "BBeneHue" OTHOCUTCS K (PU3NUECKOMY BBEACHUIO TEPANEBTUYECKOTO
CpencTBa HMHAWBHAYYMY C MWCIOJIb30BAHUEM JIIOOBIX W3 PAa3JIMYHBIX CIIOCOOOB U CHUCTEM
IOCTAaBKH, W3BECTHBIX CIELMAIUCTAM B 3TOH oOmactu. Ilpumepe! myTeil BBeE€HHsI KOHBIOTATA
AHTHUTEJIO npoTUB  av6-JIeKapCTBEHHOE CPeACTBO BKJIFOYAIOT ~ BHYTPHUBEHHBIH,
BHYTPUMBILIEYHBIM, TOAKOXHBIM, HWHTPANEPUTOHEANbHBIM, CIMHHOMO3IOBOH WM ApPYIHe
NapeHTepasIbHbIE MyTH BBEIECHUs, HAIPUMED, TIOCPEACTBOM UHBEKLUNH MM HHPY3UU (Hanpumep,
BHYTpUBEHHOW nH(y3un). B pamkax nzobOperenus (pasa "mapeHrepaabHOe BBEICHUE" O3HAYAET
CrocOoOBbl BBEACHMs, HWHBIE, YEM OHTEPAJIbHOE U TOMWYECKOE BBEACHUE, KaK MPABUIIO,
NOCPENCTBOM HHBEKIUHM, ¢ BKIKOYAaeT, B KadeCTBE HEOTPAHUYHMBAIOIIUX IPHMEPOB,
BHYTPHUBEHHYIO, BHYTPHMBIIIEYHYO, BHYTPHAPTEPHAIBHYIO, HUHTPATEKAJIbHYIO,
BHYTPUINM(]ATHYECKYIO,  BHYTPHOYArOBYIO,  HHTPAKAINCYJSIPHYIO,  HMHTPAOPOHTAIBHYIO,
BHYTPUCEPIEUHYIO, BHYTPUKOXKHYIO, HHTPAIEPUTOHEATBHYIO, TPAHCTPAXeaJbHYI0, TOJKOKHYIO,
CYOKYTHKYJISIPHYIO, BHYTPUCYCTABHYIO, CyOKaICyJIIpHYIO, cyOapaxHOUIATBHYIO,
MHTPACIIMHAJIBHYIO, 3MUAYPAIbHYIO W BHYTPUTPYAMHHYIO HHBEKLUUIO M HHQY3UIO, a TaKxkKe
3JEKTporopalyio in vivo. TepameBTHUECKOE CPEACTBO MOMKHO BBOAWTH HEMApEHTEPATbHBIM
NyTeM WM TepopaibHO. Jlpyrme HemapeHTepaslbHble IyTH BKJIIOYAIOT TONHWYECKHH,
SMUAEPMAJIbHBIM UM CIU3UCTBIA MyThb BBEIAEHUS, HANPUMEDP, MHTPAHA3aJIbHbBIN, BAarMHAJIbHBIN,

peKTaNbHbIN, CYONUHTBAJIbHBIN WM TOmMU4YecKuil. BBengeHne Takke MOXKHO OCYIIECTBIISITh,
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HalpuMep, ONHOKPATHO, MHOXKECTBO pPa3 W/WJIM B TE€YEHHWE OIHOIO WM OOJiee IJIUTENbHBIX
HEepHOJIOB.

[0075] Tepmunbl "ucxonHsii" win "UCXOAHOE 3HAUEHHUE", UCTIONB3YEMbIE B HACTOSALLEM
OINHCAHUU B3aMMO3aMEHSIEMO, MOTYT OTHOCUTBCS K MU3MEPEHHIO MIIN XapaKTepU3alMu CUMIITOMA
70 BBEJEHMs TEPaNeBTUYECKOro CpencTBa (HarpuMep, KOHBIOTaTa aHTUTENO NPOTUB avPO-
JIEKapCTBEHHOE CPEACTBO, KaK MPEJCTABJICHO B HACTOSAIIEM ONMCAHUM) WM B Hayalle BBEIEHHUS
TepaleBTUYECKOro cpenacTBa. MCXomHoe 3HA4YeHHe MOMKHO CpaBHHMBATh C  pedepeHCHBIM
3HAYEHHEM JUIsl OTIPEIENICHUs] CHIDKEHHS WM YJIYYIICHUS] CUMITOMA 0v30-aCCOLMHUPOBAHHOTO
3a00NieBaHMs, PACCMATPUBAEMOrO B HACTOSIIEM OIMCAHWM (HAMpHUMeEp, 3JI0KAYeCTBEHHOTO
HOBOOOpa3oBanusi). Tepmunbl "pedepenc” wiu "pedepeHcHOe 3HaUeHUE", HCIONb3yEMbIE B
HACTOSIIEM  OINUCAHMM  B3aMMO3aMEHSIEMO, MOIYT OTHOCHUTBCS K H3MEPEHHIO WM
XapakTepU3allid CHUMIITOMAa IIOCJE BBENEHHsS TEPANeBTHYECKOTO CpeacTBa (Hampumep,
KOHBIOTATa AHTUTEJO TMPOTHB OVPO-IIEKapCTBEHHOE CPEACTBO, KaK OMHCaHO). PedepeHcHOe
3HaYEHHE MOKHO M3MEPSITh ONUH WM 0ojiee pa3 B TEUEHHE CXEMbl JO3UPOBAHMS WM IHKJIA
JeYeHHUsT WJIM 10 3aBEPIIEHUHM CXEMbl O3HUPOBAHMS WIM LUKJa JedeHus. "PedepeHcHoe
3HaYeHHE" MOXKET SIBIISITHCSI A0CONOTHBIM 3HAYEHNEM, OTHOCHTEIBHBIM 3HAUYCHHEM, 3HAYCHHUEM,
UMEOIUM BEPXHUI W/WIN HUKHUH Mpenelt; TUana30HOM 3HAUEHH, YCpeIHEHHBIM 3HAUCHUEM,
MeIMaHHBIM 3HAYEHHEM, CPEOHHM 3HAueHHEM, WIM 3HaYeHHEM I10 CPABHEHHUIO C HCXOIHBIM
3HAYCHHUEM.

[0076] AnanorudHo, "HCXOMHOE 3HAYEHHE" MOMKET SIBJIATHCS aOCOOTHBIM 3HAYEHHUEM;
OTHOCUTEJIbHBIM 3HAU€HHEM, 3HAuU€HHEeM, HMEIOLINM BEPXHUH W/WIN HIWDKHUHA Tpenedw,
INana3oHOM 3HAY€HUH, yCPEAHEHHBbIM 3HAUYEHHEM, MEIHAHHbIM 3HA4YEHHUEM, CpEIHUM
3HaYeHHEM, WJIM 3HAueHHEeM [0 CPaBHEHUIO C pedepeHCcHbIM 3HaueHueM. PedepeHcHoe
3HA4YEeHUE W/WJIM UCXOJHOE 3HAUYEHHe MOXKHO MOJIy4YaTh OT OAHOIO MHAMBUAYYMA, ABYX Pa3HBIX
WHIMBUAYYMOB WJIM TPYMIbl WHAUBUAYYMOB (HAmpuMep, TPYIIbI ABYX, TPEX, YEThIpEX, MSTH
win 0oJiee HHIUBUIYYMOB).

[0077] B pamkax wu3oOpereHusi TepMUH "MOHOTepamusi' O3HAYaeT, YTO KOHBIOTAT
AHTHUTENIO NPOTHUB av6-1ekapcTBEeHHOE CpeAcTBO SIBJISIETCS €IMHCTBEHHBIM
MPOTHBOOIYXOJIEBBIM CPEICTBOM, BBOAUMBIM WHAMBHIAYYMY BO BpeMs LUKJA JedeHus. OnHaKo
WHIMBUAYYMY  MOXHO  BBOOUTH JIPyIH€  TepameBTUYECKHe  cpencrsa.  Hampumep,
NPOTHBOBOCTIAJIUTENIbHBIE CPEACTBA WM JPYyTrUe CPENCTBA, BBOAWMbBIE HWHIWBUAYYMY CO
3JIOKQYEeCTBEHHbIM HOBOOOpPA30BaHMEM /ISl JICUEHHs CHUMITOMOB, AaCCOLMHPOBAHHBIX CO
3JIOKQYEeCTBEHHbIM HOBOOOPa30BaHMEM, HO HE CaMOro OCHOBHOTO 3JIOKa4€CTBEHHOTO
HOBOOOpA30BaHMsI, BKIIFOYAsl, HAPUMEp, BOCIAJIEHHe, O0b, IOTEPIO Beca M 00Inee COCTOSHUE,
MO>KHO BBOJIUTB B MEPUOJT MOHOTEPAITHH.

[0078] B pamkax usobOpereHus "HexenarenbHoe sBieHHe" (AE) sBmserca moObmM
HeOJaronpusITHBIM U, KaK IPaBHJIO, HE3AIUIAHUPOBAHHBIM WJIM HEXeJAaTeIbHBIM IPU3HAKOM
(BKTIOUas OTKJIOHEHMs J1abOpaTOpPHBIX IOKa3aTesel), CHUMITOMOM MK 3a00JeBaHUEM,
aCCOLIMMPOBAHHBIM C HCIIOJNBb30BAHUEM JIeUeHMs. JleueHue MOXKeT HMMeTb OJHO Wiu Oojee

accouunpoBaHHbix AE, u kaxpgoe AE MoxkeT MMeTb TOT K€ WM HHOH YPOBEHb TSKECTH.
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Ccphuika Ha crmocoObl, CHOCOOHBIE "M3MEHSATh HEKeNaTeNbHble SIBICHHSA", O3HAYaeT CXEMY
JIEUSHNs], TPUBOIALIYIO K CHIDKEHHIO YacTOTbl W/WIM TsDKeCTH onHoro miu Oomee AE,
ACCOLIMMPOBAHHBIX C UCTIOJNIb30BAHUEM JPYTOH CXEMBI JICUEHHUSI.

[0079] B pamkax wuzoOpereHus: "cepbesHoe HexenareiapHoe siBienue" wiu "SAE"
ABIIIETCS HEXKEJIATENbHBIM SIBIEHHEM, COOTBETCTBYIOIIUM OJJHOMY U3 CJIEAYIOLINX KPUTEPUEB!

SBnsercs JeTanbHBIM WM YIPOXKAOIIUM JKU3HU (KaK HCIONB3YIOT B OINpPEAETICHUH
CEpbE3HOr0 HEXKEJATeIbHOIO SIBJIEHUs, TEPMUH "yTPOXKAOIIUN KU3HU" OTHOCUTCS K SIBJIEHHIO,
NPU KOTOPOM TMALIMEHT MMEJ PUCK THOeIM Ha MOMEHT SIBJIEHUS, OH HE OTHOCHUTCS K SIBJICHHIO,
KOTOPOE TUIMOTETUYECKH MOKET BBI3bIBATH THOEID, €CiTH Obl OHO OBLIO OOJIEe TSIKEITBIM.

ITpuBOAUT K MOCTOSIHHO WJIM 3HAYUTEBHON HeeeCroCOOHOCTH/HETPYIOCTIOCOOHOCTH

IIpencrapnsieT coOON BPOKIACHHYIO aHOMAJTUIO/TIOPOK Pa3BUTHS

SIBnsieTcss MEMUIIMHCKN 3HAYUMBIM, T.€. €r0 ONMpPEHENSIOT KaK sIBIEHHE, KOTOPOE MOKET
HECTH PHUCK JUIA TALMEHTa MK MOXKET MOTPeOOBaTh MEOUIMHCKOTO WM XHUPYPrHYECKOTO
BMEINATENbCTBA Ul NMPOQHIAKTHKHA OAHOTO M3 YKAa3aHHBIX BBINIE HUCXOAOB. Ilpw mpuHATHH
pemennss o ToMm, 4ro AE sBinsercs "MEIUIIMHCKH 3HAYUMBIM', HEOOXOOUMO OCYIIECTBIISTH
MEIUIUHCKYIO U HAyYHYIO OLICHKY

[IpuBoguT K HEOOXOAMMOCTH TOCIHMTAIN3ALMN WM TPOJIOHTHPOBAHUS TEKyIUEH
TOCTIIMTAIN3ALNY, UCKIIF0Yasl Clienyromee: 1) pyTHUHHOE JIeYeHHe MM MOHHTOPUHI OCHOBHOTO
3a00NeBaHMs, HEACCOLIMUPOBAHHOE C KAKUM-JTHOO YXYIIIEHHEM COCTOSIHUS, 2) BBIOOPOYHOE MU
NpeABAPUTENPHO 3aIJIAHUPOBAHHOE JIEUEHHE PaHee CYIECTBOBABIIETO COCTOSHUS, HECBSA3AHHOE
C TOKa3aHWEM B paMKaxX MHCCIIEOBAHUS U HEyXyJUIeBIIeeCs C MOMEHTa IOATHUCAHUS
UHQOPMHMPOBAHHOIO  COTjlacus; M 3) COLMAalbHble MPUYMHBI U KPAaTKOBPEMEHHAas
TOCIIUTATIM3ALHUS B3aMEH MOMOLIH YX)KUBAIOIIETO JINIA B OTCYTCTBHE KAKOTO-JIMOO yXYAIIEHHS
O0LIEero COCTOSTHUS MALUeHTA.

[0080] HMcnomp3oBaHue anpTepHATHBBI (Hampumep, "win') ciefyeT IOHUMAThb Kak
O3HavaKInee OAnH, 00a uin JIdoe coueTaHue albTePHATHB. B paMkax u300peTeHus TepMHUHBI B
€IMHCTBEHHOM YHCJIe CJIEAyeT TMOHMMAaTh Kak OTHocsAumecs K "omgHomy miu Oonee" u3
NIEPEYHCIICHHBIX MU IPOHYMEPOBAHHBIX KOMIIOHEHTOB.

[0081] Tepmuns! "ipubIM3UTENHEHO" WK "COAEPIKAIIMIA, IO CYIIECTBY, 3" OTHOCSITCS K
3HAYEHHUIO WJIM KOMIIO3UIMH, HAXOSIIIUMCS B TNPUEMIIEMOM JAHANa3oOHe OMINOKH st
KOHKPETHOT'O 3HAYEHHUS WJIN KOMIIO3ULMH, ONPENEIIEMOM CIEHATUCTOM B 3TOW 00JacTH, 4TO
Oyzer 3aBUCETh YACTHYHO OT TOTO, KAK U3MEPSIIOT MK ONPENEIISIOT 3HAU€HHE UM KOMIIO3ULIHEO,
T.€. OrpaHWYEHUH CcUCTeMbl u3MepeHus. Hampumep, TtepmuHBI "TPUOTU3UTENBHO" WM
"comepsKaluii, Mo CymecTBy, U3" MOryT O3Ha4aTh B mpenenax | wim Oojiee 1 cTaHmapTHOTO
OTKJIOHEHUs] B COOTBETCTBUM C TPAKTUKOW B 3TOH OONacTH. AJNBTEPHATHBHO, TEPMHHBI
"mpuOIM3UTENBHO" WITH "'CoepIKAIIUi, TIO CYIIEeCTBY, U3" MOTYT 0003Ha4aTh quamna3oH 10 20%.
Kpome Toro, ocoO€HHO B OTHOIIEHHH OMOJIOTHYECKUX CHCTEM WM IMPOLIECCOB, TEPMHUHBI MOTYT
O3Ha4aTh 70 MOPSAKA BENUYMHBI WIHM A0 S-KpaTHOro 3HaueHus. Ecnu He yka3aHO WHaude, eciu

KOHKPETHBIE 3HAUEHHs] WJIM KOMIIO3MIIMM MPUBEAEHbI B 3asBKe U (Qopmyse H300peTeHus,
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3HaueHue "MPUOIU3UTENHHO" UITH "CONEpIKaLIHii, 1O CYIIEeCTBY, 3" CIeNyeT pacCMaTPUBATh KaK
HaXOJSAIIeecs B TOMyCTUMOM AHANa3oHe OMNOOK AJIsi KOHKPETHOTO 3HAYEHHSI UM KOMIIO3ULUH.

[0082] B HacrositeM OMMCAaHUH CChUIKA HA "TIPUOIM3UTENIbHOE" 3HAUYEHUE WIIH ITapaMeTp
BKJIFOUAET BAPUAHTBI OCYLLIECTBJICHUS, OTHOCSIIUECS K 3TOMY 3HAaUEHHUIO WM NapaMeTpy CaMOMY
no cebe. Hanpumep, onucanue, otHocsmeecs K "mpudausurenbHo X", imodaer "X".

[0083] Kak mpencraBieHO B HACTOSINEM OIMCAHMM, JIOOOH AMANa30H KOHLEHTPALMH,
AUana3oH NPOLEHTOB, AUANa30H COOTHOIIEHUN WM JUANAa30H LEJIbIX YUCEN CAeAyeT NOHUMATh
KaK BKJIOYAIOLIWI 3HA4YeHHWe JOOOro MLeJjJoro 4Yucjia B YKA3aHHOM JHArna3OHe U, IpH
HEOOXOIMMOCTH, €ro JoiH (Takhe Kak OfHa JecsATas U OHA COTas LeJIOr0 4YUCJa), €CU He
yKa3aHO UHaue.

[0084] Paznuunble acnekThl n3oOpereHus Oojee MOAPOOHO OMHCAHBI B CIENYIOIIUX
nojpaszenax.

I1. O6mue cBegenust

[0085] M300peTeHre OTHOCUTCS K aHTUTENaM, CHeU(PHUecKn CBA3BIBAOIIUMCS C V0.
Hacrosimmee n3o0peTeHne 4aCTHYHO OCHOBAHO HAa OTKPBITUH TOTO, YTO KOHBIOTATHI aHTUTEINO-
JIEKapCTBEHHOE CPE/CTBO, BKJKOYasi KOHBIOraThl aHTUTENO-JIeKkapcTBeHHOoe cpeacTBo VEMMAE,
HalleJIeHHblE Ha avB6, 0co0eHHO 3(Q(EKTHBHBI B YHUYTOXKEHHH OVP6 -3KCIPECCHPYIOIINX
kinerok. IlokazaHo, 4to avp6 SKcrpeccHpyercs B Pa3MYHBIX  3JI0KAYECTBEHHBIX
HOBOOOPA30BaHMX, BKJIOUas HeMenKokieTouHbll pak jJerkux (NSCLC) (mIockokineTouHbld 1
JKEJIE3UCTHII), PaK TOJIOBBI M IIeH (BKIIFOYAs MJIOCKOKJIETOYHYIO KapLIMHOMY TOJIOBBI U IIEH), PaK
IUINEBO/A, PAK MOJIOUHOM >Kese3bl (BKII0Uasi HHBA3UBHYIO KapLIMHOMY MOJIOUHOM >KeJe3bl), paKk
AUYHMKA, pPAaK MOYEBOro My3bIps (BKJIIOYAs YPOTENHAIBHYIO KapLHHOMY), paK KOXHU
(rnmockokyerounyro kapuuHomy, i SCC), pak mo4ku (BKJIIOHAsI CBETIOKJIETOUHBIA paK MOYKH,
NaMWUBIPHYIO KapLUUHOMY IOYKHM U XPOMO(OOHBIH MOYEYHO-KJIETOYHBIH PakK), pak INEeHKH
MaTK{, paKk >JKeNyAKa, paK IPenCcTaTeNbHOH  Jkeje3bl (BKIIOYAs — aJl@HOKAPLIMHOMY
NPEACTATENIbHON KeJie3bl), paK SHAOMETPHUs (BKJIIOYAs KAapLHUHOCAPKOMY MAaTKH M paK Teja
MAaTKH), aICHOKAPLIUHOMY MPSIMON KULIKHU, KAPLUUHOMY IIUTOBUIHON KeJe3bl, aICHOKAPILITHOMY
TOJICTOTO KUIIEYHMKA, aJ€HOKapLMHOMY >KelIyAKa U pak MOKENyJOYHOM kene3bl (BKIHoYast
aJICHOKAPIIUHOMY TOJDKEITYAOYHOM JKeJe3bl).

II1. Moseky/ibI-MHIIEHH

[0086] Ecnu He yka3zaHo uHave, TepMuH "ovp6" oTHOCHTCS K avP6 denoseka. [Ipumepy
NIOCJIEIOBATENbHOCTH PO uenoBeKa MPHUITMCAH PEerucTpauuoHHblii Homep Genbank AAA36122.
[Ipumepy mnocCnenoOBaTEIPHOCTH OV YEJOBEKa MPUMHUCAH peructpauuoHHbeii Homep NCBI
NP_002201.1.

IV. AuTHTeN1a MO H300peTEeHHIO

[0087] M300peTeHre OTHOCUTCS K aHTUTENY MBIIIN U XUMEPHBIM, T'YMaHU3UPOBAHHBIM H
YeJI0BEYECKIM aHTUTENAM.

[0088] AdduHHOCTD aHTUTEN MO HACTOSIIEMY H300peTEeHHIO (HAlpUMep, XUMEPHBIX,
I'YMaHU3MPOBAHHBIX M  4YeJOBEYeCKUX (OpM aHTUTENa MbImH) K ovpf6 uenoBeka,

NpeaAnoYTUTCIIbHO, SKBUBAJICHTHA a(b(bl/IHHOCTI/I AHTUTECJIa MbBIIINU K OLVB6 YCJIOBCKA, IPCBLIIACT
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apPUHHOCTb aHTHTENA MBIIH K OvV6 4enoBeKa WM SBJISETCS B IECATb, ISTh WM ABa pas3a
Oonee ciaboii, yeM y aHTHTENa MbIMH, K ovp6 denoBeka. OgHUM U3 CHOCOOOB H3MEPEHHS
apPUHHOCTH aHTHTENA K €r0 aHTUIeHY-MHILIEHH SIBJISIETCSA ONpeeNieHne KaXyIlelcss KOHCTAaHThI
aucconyanuy anturena. Hacrosmiee wu3zoOpereHne OTHOCUTCS K aHTUTeNnaMm (Hampumep,
XUMEpHBbIM, TYMaHH3UPOBAHHBIM W YEJIOBEYECKUM (pOpMaM aHTHUTENIAa MBILIH), UMEIOLINM
KaXXYIIYIOCS] KOHCTaHTY AUCCOLMALINH, IO CYLIECTBY, TAKYIO JkK€, KaK U Y aHTUTEeJIa MbIIIH (T.€. B
npenenax OMMOKH 3KCIIEPUMEHTA), a TaKXKe aHTHUTENaM, MMEIOIUM KOHCTaHTY AWUCCOLMALHH,
Oosee HU3KYIO WM OoJiee BBICOKYIO, Y€M Yy aHTHTENA MBIIH, K ovpO denoBeka. XUMEpHbIE,
I'YMaHU3HPOBAHHBIE U YEJIOBEYECKHE aHTUTENA CIIeLU(UIECKN CBA3BIBAIOTCS C OV 6 UeoBeka B
HaTUBHOUW (opme w/mim ¢dopme, pekoMOMHAHTHO 3Skcrpeccupyemoii kietkamu CHO, kak u
aHTUTeNO MbIU. Kak mpaBuiio, XUMepHblE, T'YMAaHU3UPOBAHHBIE M YEJIOBEYECKHE aAHTHTENA
npoTHB VPO KOHKYPHPYIOT C aHTUTEJIOM MBIIIH 34 CBSI3bIBAHUE C OV6 YesoBeka.

[0089] TlpenmoyTuTenbHbIe aHTHTEIA IO U300OPETEHUIO MHTUOMPYIOT 3JI0KAYECTBEHHOE
HOBOOOpa3oBaHue (HampuMep, POCT KIIETOK, METacTa3WpOBaHUE W/WIKU JIETATBHOCTh JUISI
OpPTaHWU3MOB), YTO MMOKAa3aHO Ha 3JIOKAYECTBEHHBIX KJIETKAX, BBIPAIINBAEMBIX B KYJBTYpE, B
MOJIENI! Ha KMBOTHBIX MJIM KIIMHUYECKOM HUCIBITAHUHA. MOJENN Ha KMBOTHBIX MOYKHO IOJIy4aTh
MOCPENCTBOM HMIUIAHTALUHU (OV36-3KCIIPECCUPYIOIINX JIMHUI OMYyXOJEBBIX KJIETOK YeJNOBEeKa
NOIXOMSALINM JIMHUSM TPBI3YHOB ¢ IMMYHOAE(QHIIUTOM, HarnpuMmep, OECTUMYCHBIM MBIIIAM T
mpimam  SCID. OTu JgUHMM ONyXOJEBBIX KJIETOK MOJXHO IIOJNydaThb B TIPbI3yHax C
UMMYHOAE(QHULIUTOM B BHAE COJMAHOM OIYyXOJH TOCPEACTBOM MOAKOKHBIX MHBEKLUH WA B
BUJI€ TUCCEMUHHPOBAHHBIX OIyXOJIEH MOCPENCTBOM BHYTPUBEHHBIX HHBEKIHMH. [Toce pasBurus
B OpraHU3Me-XO3sIMHE, OTH MOIENIM OIyXxoyell MOXXHO HCIOJBb30BAaTh JJIsI  OLEHKH
TepaneBTHUeCKOH 3 (HEKTUBHOCTH aHTUTEJ MPOTUB V6 MM MX KOHBIOTHPOBAHHBIX (HOPM, Kak
OIHCAHO B MpUMepax.

[0090] Kak mpaBuio, aHTHTENa TPOTHB OV6 W/MIHM KOHBIOTAThl AHTUTEJIO MIPOTUB AV36-
JIEKAPCTBEHHOE CPENCTBO MO M300PETEHUIO CBS3bIBAETCS ¢ avf6, Hampumep, av36 denoBeka, u
OCYIIECTBIISIFOT ~ LUTOCTATUYECKUE W  LUTOTOKCUYeCKHe  d(PQPeKTl B  OTHOIICHUH
3JIOKQYECTBEHHBIX KJIETOK, TAKUX KaK 3JIOKAYECTBEHHBbIC KJIETKH. AHTUTeNa MPOTUB OVP6 1O
U300pETEHUIO  MPEONOYTHTENBHO  SIBJSIFOTCS ~ MOHOKJIOHAJIBHBIMH W MOTYT  SIBJISITHCS
MyJbTHCTIEHU(PHUECKUMH,  YEJIOBEUECKUMH,  TIYMAaHU3UPOBAHHBIMH  WJIH  XHUMEPHBIMH
aHTHUTEJIAMH, OJHOLIETIOUeYHbIMA aHTHTenamu, Fab-pparmentamn, F(ab')-¢pparmenramu,
¢dbparmenTamu, mnpoayuupyembimu  Fab-skcmpeccupyromed  Oubnmotrekoir, wu  avpo-
CBSI3BIBAIOIMUMH (pparMEeHTaMH JIIOOOr0o W3 YKa3aHHBIX BbIIe. B HEKOTOPBIX BapHaHTaX
OCYILECTBIICHHSI AHTUTENA MPOTUB V6 TIO M300peTeHNI0 Crien(UIECKH CBSI3BIBAIOTCS € AVf06.
Monexysibl IMMYHOTJIOOYJIMHOB IO M300pEeTeHHI0 MOTYT OBITh Jr00oro Tuma (Hampumep, 1gG,
IgE, IgM, IgD, IgA u IgY), knacca (manpumep, IgG1l, IgG2, 1gG3, IgG4, IgAl u IgA2) wm
MOJIKJIACCa MOJIEKYJIbI IMMYHOTJIOOYJIMHA.

[0091] B HEeKOTOpBIX BapuUaHTaX OCYIIECTBJICHHS M300pETEHUs] aHTUTENa MPOTHB avPO
ABIIIOTCSI  AHTUTCHCBSA3BIBAIOINIUMHU  (pparMeHTaMH  (HampuMep, aHTUT€HCBSA3BIBAIOIIUMU

(I)paFMeHTaMI/I “IeJ'IOBeKa), KakK MnpeaACTaBJICHO B HACTOALICM OIMMCAHUH, U BKJIFOYAKOT, B KAYCCTBE
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HeorpaHnuuBaromux npumepos, Fab, Fab' u F(ab'),, Fd, omnouenoueunvie Fv (scFv),
OJTHOLIETIOYEYHbIE aHTHUTENA, COeANHEHHbIe TucynbuaabiMu cBsizamu Fv (sdFv), u pparmentsr,
cogepxamue 1omeH VL  wnmu  VH.  AHTUreHcBsasbiBaromue (parMeHTbl,  BKIOYAs
OJTHOLIETIOYEYHbIE aHTUTENA, MOTYT COZEpKaTh BapHaOesbHble OOJNACTH B OTAEIBHOCTH WU B
KOMOMHAILIMHU C MOJIHBIM WJIM YacThIO CIIEAYIOLIEero: mapHupHoii oonactu u nomenos CHI1, CH2,
CH3 u CL. B Hacrosimee n3o0peTeHHe TakKe BKJIFOYEHbI aHTHTCHCBSI3bIBAIOIINE (hPArMEHTB],
copepkamue JO0yH0 KOMOMHAUMIO BapuaOenpHbIX o0sacTell ¢ MIApHUPHOHW OONACThIO,
nomenamu CH1, CH2, CH3 u CL. B HEeKkoTOphIX BapuaHTaxX OCYIIECTBJIEHUS aHTHUTENA MPOTHUB
av6 WM UX aHTHTeHCBS3BIBAIOIINE (PPArMEHThI IPHHAJIEKAT YEJIOBEKY, MBIIIH U KPbICE, OCITY,
OBIIE, KPOJIMKY, KO3€, MOPCKOH CBHHKE, BEPOJIFOIOBBIM, JIOIIAH, WIH KyPHULIE.

[0092] Amnrurena mpormB  avBf6 Mo  M300peTEeHHr0 MOTYT  SIBJISITBCSA
MOHOCTIELIU(PHUECKUMH, oucnerpuuecKkumH, TpUCTIEUPHIECKUMH 10051 Oonee
myJabTHCTIeHpruecKuMH. MynbTUCIenHYUIECKIEe aHTUTENAa MOTYT SBJISTHCS CIIeUU(UISCKUMU
IUTSI PA3HBIX 3MUTONOB ovB6 vtk U 1st avf36, U ISl reTePOIOrHYHOTO OeJTKa.

[0093] AHTHTENa MPOTHB AVP6 MO M300PETEHNUI0 MOKHO ONMCBHIBATH WM OMPEHEINSATh B
TepMuHax KOHKpeTHbIX CDR, koTtoprle oHM conep:kaT. TouHble I'paHULbI aMHHOKHCIOTHOMN
nocnenosaTenbHocTH ykasaHHoW CDR wmmu FR nerko MokHO ompenensTh ¢ MCHOJIb30BaHUEM
MI00OW W3 psoa XOpOIIO M3BECTHBIX CXEeM, BKJIOYas ommcaHHble B Kabat et al. (1991),
"Sequences of Proteins of Immunological Interest,” 5th Ed. Public Health Service, National
Institutes of Health, Bethesda, MD (cxema nymepanuu "Kabat"); Al-Lazikani et al., (1997) JMB
273,927-948 (cxema Hymepauuu "Chothia"), MacCallum et al., J. Mol. Biol. 262:732-745
(1996), "Antibody-antigen interactions: Contact analysis and binding site topography,” J. Mol.
Biol. 262, 732-745 (cxema Hymepauuu "Contact"); Lefranc MP et al., "IMGT unique numbering
for immunoglobulin and T cell receptor variable domains and Ig superfamily V-like domains,"
Dev Comp Immunol, 2003 Jan;27(1):55-77 (cxema nymepanun "IMGT"); Honegger A and
Plickthun A, "Yet another numbering scheme for immunoglobulin variable domains: an
automatic modeling and analysis tool,” J Mol Biol, 2001 Jun 8;309(3):657-70 (cxema
HyMmepauu "Aho"); u Martin et al., "Modeling antibody hypervariable loops: a combined
algorithm," PNAS, 1989, 86(23):9268-9272 (cxema nymepauuu "AbM"). I'panuisl ykazanHou
CDR w™oryt BapbuUpOBaTbCS B 3aBHUCHMOCTH OT HCIOJB3YEMOW CXeMbl uieHTH(UuKanuu. B
HEKOTOpbIX BapuwaHTax ocymecteienuss "CDR", unu "ompepensiromias KOMIUIEMEHTAPHOCTh
obnacte", wnm otnenbHble omnpenenenHole CDR (mampumep, CDR-H1, CDR-H2, CDR-H3)
YKa3aHHOTO aHTUTEeNa Win ero obyactu (Hampumep, ero BapuadenbHOU o00jacTH) clieayer
NMOHMMATh Kak BKJIOYanImyr (wim ona Oynmer cmeuuduueckoi) CDR, ompeneneHHyr ¢
NOMOIIBIO JIFOOOH M3 yKa3aHHBIX BeIle cxeM. Hampumep, ecnu ykasaHo, uyto koHkKpeTHass CDR
(mampumep, CDR-H3) conmep>kuT aMMHOKHCIOTHYIO ITOCIIEAOBATEIbHOCTh COOTBETCTBYIOLIEH
CDR B aMHUHOKHUCJIOTHOW TOCJIENOBATENIbHOCTH oOjacTit Vy Wian Vi, ClenyeT MOHMMAaTh, YTO
takas CDR wmmeer mocnemoBarenpHOCTh cooTBercTByromeil CDR (manpumep, CDR-H3) B

BapradeapbHONW 00JIaCTH, KaK ONPEeAeSieHO C TMOMOIUBID JIFOOOW M3 YKa3aHHBIX BBILIE CXEM.
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MoskHO ompenensate cxemy uaeHtudukanmu koHkperHoil CDR wnn neckonpkux CDR, Takoit
kak crocob no Kabat, Chothia, AbM unu IMGT.

[0094] B BapuaHTe OCYINECTBJIEHHUS IOCJIENOBATENIbHOCTU AHTUTENA IMPOTHB VPO H
KOHBIOTaTOB aHTUTEJNIO MPOTUB OV 6-IEKaPCTBEHHOE CPEACTBO, MPEACTABIEHHBIX B HACTOSINEM
OMUCAaHUU COOTBETCTBYIOT cxeme Hymepauuu Kabat. B npyrom BapumaHTe OCYILIECTBIEHUS
MOCJIEIOBATEIbHOCTA  AHTHUTEN TMPOTHB OVP6 ¥ KOHBIOTATOB AHTHUTENO TPOTUB OVPO-
JIEKaPCTBEHHOE CPEICTBO, MPEICTABJICHHbIX B HACTOSIIEM ONMHCAHHH, COOTBETCTBYIOT CXEMe
nymepaumu IMGT.

[0095] B omHOM M3 acneKTOB HACTOsLIEe M300pETEeHHE OTHOCHTCS K aHTUTENy MPOTHUB
avp6, comepskaiemy BapradeabHYIO O0JIACTh TSDKEION Lenu U BapuabeabHyI0 O0JIaCTh JIETKOM
uenu, rne BapuabenbHas obOnacte Tsokenoi uenu copepxkut (1) CDR-HI, conmepxamnyro
AMUHOKHUCJIOTHYEO mocnenoBarenpHocTh SEQ 1D NO: 31, (i1)) CDR-H2, conepskaryro
AMUHOKHUCJIOTHYIO mocienoBarenpHocTh SEQ ID NO: 32, wu (iii) CDR-H3, conepskaiyto
aMUHOKUCJIOTHYIO mocienoBarenbHocTh SEQ ID NO: 33; w/wnu raoe BapuaOenbHast 00jacThb
nerkori nenu conmepxkut (i) CDR-LI1, comepskamiyr0 aMUHOKHUCJIOTHYIO TOCJEIOBATEIbHOCTD
SEQ ID NO: 37, (ii) CDR-L2, comep>kaliyt0 aMMHOKHUCJIOTHYIO mocienosarenbHocTs SEQ ID
NO: 42, u (ii1) CDR-L3, comep:xamyr aMHHOKHCIOTHYIO TiochenoBaTenbHOCTs SEQ ID NO: 39,
rae CDR anTuTena mpotus ovp6 onpenenstoT ¢ MOMOIIbI cxembl HyMepauuu Kabat. B npyrux
BapuaHTax ocymectieHuss CDR-L1 cogep:xut aMMHOKUCIOTHYO nocienosaTeabHocTh SEQ ID
NO: 40. B npyrux Bapuantax ocymectBieHuss CDR-L2 comepkuT aMUHOKHCIOTHYIO
nocnegoBarenbHOCTh SEQ ID NO: 38 unu 41.

[0096] B omHOM M3 acneKTOB HACTOslIee M300pETeHHe OTHOCHUTCS K aHTUTENy IPOTUB
avp6, compepskamemMy BapHabeabHYI0 00IaCTh TSUKENION 1IeTH U BapuadeIbHy0 00J1acTh JIETKOH
uenu, rae BapuabenbHas oOjacTe Tsokenoit uenm comepxut (i) CDR-HI1, conmepskainyro
aMHHOKHUCIIOTHYIO mocnenoBatensHocte SEQ ID NO: 34, (ii) CDR-H2, conepainyto
aAMUHOKHUCJIOTHYIO mocienoBareabHocTh SEQ ID NO: 35, u (iii)) CDR-H3, conepskaiiyto
aMUHOKHUCJIOTHYIO mocienoBaTenibHocTh SEQ ID NO: 36; w/unu roe BapuabenbHasi 00jacThb
nerkori nenu comepxkut (i) CDR-L1, comepskaliyr0 aMUHOKUCJOTHYIO TOCJEIOBATENIbHOCTD
SEQ ID NO: 43, (ii) CDR-L2, cogepkaiyr0 aMMHOKHCIIOTHYIO mocienoBarenbHocTs SEQ ID
NO: 44, u (ii1) CDR-L3, comep:xaiyr aMHHOKUCIOTHYIO TiochenoBareapHocTh SEQ ID NO: 45,
rne CDR aHTUTENa TPOTUB GVPO ONpPEeNstoT ¢ MOMOIIbI0 cxeMbl Hymepauuu IMGT.

[0097] Antureno mpotuB ovPO, NMPEACTABICHHOE B HACTOSIIEM OIHUCAHHH, MOXKET
comepxKaTh JIOOYI0 MOAXOASINYIO TOCIENOBATEbHOCTh BapHaOEeNbHOrO JOMEHa KapKkaca MpH
YCIIOBHH, YTO AaHTHUTEJO COXPAHSAET CHOCOOHOCTh CBs3BIBaThCA € avp6 (Hampumep, avp6
4eJioBeKa). B HEKOTOPBIX BapHaHTAaX OCYILIECTBIICHUS aHTUTEN MPOTUB AV30, MPENCTaBICHHBIX B
HACTOSLIIEM OIHCAaHUU, BapuadeNbHbIe IOMEHBl TSDKENbIX U JIETKHX IeTleid comepikar
aMHUHOKHUCJIOTHBIE nocienoBaTeabHocTd SEQ ID NO: 6 u SEQ ID NO: 17, coorBercTBeHHO. B
HEKOTOPBIX BapHUAHTaX OCYIIECTBJIICHUS aHTUTEN MPOTUB AV[0, MPEICTABICHHBIX B HACTOSIIEM
OTMCAHWH, TSDKENbIe U JIETKUE LEMH COAeprKaT aMUHOKHCIOTHBIE rnocnenoBarenbHocTd SEQ ID
NO: 21 u SEQ ID NO: 29, COOTBETCTBEHHO.
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[0098] B HEKOTOpPBIX BapHUaHTAaX OCYIIECTBJIECHUs HACTOsIIEe N300PETEHNE OTHOCUTCS K
AHTHUTENy TPOTHB OVP6 W/WIM KOHBIOTATY aHTUTEIO MPOTHB (OVPO-JIEKAPCTBEHHOE CPENCTBO,
comepkameMy BapuaOeJbHBbIH JOMEH TSDKEJIOW LeNd, COAepKalluid aMHUHOKHCJIOTHYIO
MOCJIEIOBATEIbHOCTh, UMEIOIYI0 N0 MeHbluel mepe 85%, 86%, 87%, 88%, 89%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98% wummu 99% HAEHTUYHOCTHU IOCJIENOBATENHLHOCTU B
OTHOLIEHUH aMHHOKUCIOTHOU mocienosatenbHoct SEQ ID NO: 6. B HekoTOphIX BapuaHTax
OCYILIECTBIICHHs] BapuaOeNbHbI JOMEH TSDKENOH Lenu, COAep KAl aMHHOKUCIOTHYIO
MOCJIEIOBATEIbHOCTh, UMEIOIIYIO TIO MeHbInel mepe 85%, 86%, 87%, 88%, 89%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98, unmu 99% UAEHTUYHOCTHU MOCIEAOBATEILHOCTH B
OTHOLIEHWU aMHUHOKHUCJIOTHON mocnenoBareabHocTd SEQ ID NO: 6, comepkut 3aMeHbI
(HampuMep, KOHCEPBATHBHBIE 3aMEHbI), MHCEPLIMH WJIU JeJIEIUH OTHOCHTEJIBHO pedepeHCHOM
NOCJIEIOBATEIbBHOCTH U COXPaHseT CHOCOOHOCTh CBSI3bIBaTBCA ¢ 0avp6 (Hampumep, ovpo
yenoBeka). B HekoTopbix BapuaHTax ocymectBienuss Bcero B SEQ ID NO: 6 or 1 no 10
AMUHOKHUCJIOT TIOJBEPTHYTO 3aMeHe, HWHCepUUH WWIM Jeneuud. B apyrux BapuaHTax
ocymectsieHus: Bcero B SEQ ID NO: 6 or 3 no 10 aMMHOKHMCIOT MOABEPTrHYTO 3aMEHE,
WHCEPLUN W/WIN JeNieli. B HEeKOTOphIX BapuUaHTAX OCYINECTBJICHHS 3aMEHbI, HHCEPIH WJIH
neneuuu (Hampumep, 1, 2, 3, 4 uinu 5 aMUHOKUCIOT) HaxomsaTcs B obnactsix BHyTpu CDR. B
HEKOTOPBIX BapUAHTAX OCYINECTBJICHHS 3aMEHbI, HHCEPLUH Wi neneunu (Hampumep, 1, 2, 3, 4
Wi 5 aMUHOKHUCIIOT) Haxoxstces B obnactsx BHe CDR (t.e. B FR). B HekoTophIx BapuaHTax
OCYIIECTBJICHUS] AHTHTEJO TMPOTUB OVPO COMEPKUT IMOCIeIOBATEIbHOCTh BapuabeIbHOrO
nomeHa Tsokenor nenu SEQ ID NO: 6, BKIOYAIOIIYIO MOCTTPAHCISIMMOHHBIE MOAMDUKALNN
5TOH MOCJIENOBATENBHOCTH.

[0099] B HEKOTOpPBIX BapHaHTax OCYIIECTBJIEHUs HACTOsLIEE U300pETEHHE OTHOCUTCA K
aHTHUTENy TPOTUB OVPO W/WIM KOHBIOTATY AHTHTEJIO MPOTHB OV6-JIeKapCTBEHHOE CPEICTBO,
comepxaiieMy BapuaOeNbHBbIH JOMEH JIeTKOH Lemu, COAepKalluid aMHHOKHCIIOTHYIO
MOCJIEIOBATEIbHOCTh, UMEIOIIYIO TI0 MeHbInel mepe 85%, 86%, 87%, 88%, 89%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98% wumm 99% UAEHTHUYHOCTH IMOCJIEAOBATEILHOCTH B
OTHOLIEHWU aMUHOKHCIIOTHOM nocnenoBareabHocTH SEQ ID NO: 17. B HeKoTOpbIX BapuaHTax
OCYIIECTBIIEHHs] BapHaOeNbHbIA JOMEH JIETKOH Lenu, COAepKAIlMA aMHHOKHCIIOTHYIO
MOCJIEIOBATEIbHOCTh, UMEIOIIYI0 TIO MeHbInel mepe 85%, 86%, 87%, 88%, 89%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98% wmmu 99% UAEHTUYHOCTU TOCIENOBATEIPHOCTH B
OTHOLIEHWU aMUHOKUCIOTHOW mnocnenoatenbHocTd SEQ ID NO: 17, comepkutr 3amMeHBI
(HampuMep, KOHCEPBATHBHBIC 3aMEHbI), WHCEPLMH WU JEJISIUH OTHOCHTEJIHHO pedepeHCHOM
NOCJIEIOBATENIbBHOCTH W COXPaHsIeT CHOCOOHOCTh CBSI3bIBaTBbCA ¢ avfp6 (Hampumep, ovpo6
yenoBeka). B Hekoropeix BapuaHTax ocymectBieHusi scero B SEQ ID NO: 17 or 1 mo 10
AMUHOKHUCJIOT TIOIBEPTHYTO 3aMeHe, HWHCepUUH WWIN JIeneuud. B apyrmx BapuaHTax
ocymectsiaeHus: Bcero B SEQ ID NO: 17 or 1 no 2 aMHHOKHMCIOT MOABEPrHYTO 3aMEHE,
WHCEPLUN W/WIN JeNieli. B HEeKOTOpBIX BapHUaHTAaX OCYINECTBJICHHS 3aMEHbI, HHCEPIHMH WJIH
nenenyn (Hanpumep, 1, 2, 3, 4 unu 5 aMHUHOKUCIOT) HaxoaATcst B obnactsax BHyTpu CDR (T.e. B

FR). B HekOTOpbIX BapuaHTaX OCYLIECTBJIEHHUS AaHTUTENO NPOTHB OVB6 COAepKUT
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MOCJIEIOBATEIBHOCTh BapuabenpHOro aomena Jjerkoi nemu SEQ ID NO: 17, BKIIOYAROUIyO
MNOCTTPAHCIIALMOHHBIE MOAN(UKALINN 3TOH NMOCIEOBATEIbHOCTH.

[0100] CymectByer msaTe kiaccoB ummyHornoOynauHoB: IgA, IgD, IgE, IgG u IgM,
UMEIOIUX TsDKENble Ieny, 0003HauUeHHble Kak o, O, € Y M W, COOTBeTCTBeHHO. Kiaccel v u o
JOTOJHUTENBHO PA3AEHsAOT Ha TMOAKJIACCHI, HANpUMEp, JIOAM SKCIPECCUPYIOT CIEAYHOLIue
nonkiaccel: 1gG1, IgG2, 1gG3, 1gG4, IgAl u IgA2. Anrurena IgGl moryT cyuiecTBoBaTh BO
MHO)KECTBE IMOJMMOP(HBIX BapHUAHTOB, 00O3HAYEHHBIX Kak amioturbl (0030p B Jefferis and
Lefranc 2009. mAbs Vol 1 Issue 41-7), moOo¥ U3 KOTOPBIX MOAXOIUT ISl HCIIOJIb30OBAHUS B
HEKOTOPBIX W3 BAPUAHTOB OCYIIECTBJICHHSI HACTOSINEro H300peTeHusi. PacnpocTpaHeHHBIMH
AJIOTUMMYECKUMH BAapUAHTAMH B TOMYJISLUSAX JIFOACH SIBISIOTCS Te, KOTOpPbIE O0O3HAYAOT
OykBamu a, f, n, z wim ux komMOUHaLMsIMU. B TFOOOM M3 BapUaHTOB OCYIIECTBJICHHS HACTOSIIETO
n300peTeHNs] AHTUTEJIO MOXKET coneprKarh Fc-o00macTe Tspkenoit ueny, coneprxkamyro Fc-obmacte
IgG uenoBeka. B nmononHHMTENBHBIX BapHaHTax ocymectBieHus Fc-obmacte IgG uenoBeka
conepxut IgG1 genosexka.

[0101] AHTuTena mo H300PETEHHMIO TaKKe BKIIIOYAIOT TMPOU3BOMAHBIC, SIBJISEOLIUECS
MOIU(HUIMPOBAHHBIMU, T.€. TIOCPEACTBOM KOBAJEHTHOTO NPUCOCAMHEHHUS JIFOOOro THma
MOJIEKYJIbl K aHTHTEJY, TAKUM 00pa3oM, UYTO KOBAJIEHTHOE NMPUCOCANHEHNE HE MPENOTBPAINaeT
CBSI3bIBAHME aHTUTENA C OVPO WIM BBI3BIBAHHE LUTOCTATUYECKOTO WM IUTOTOKCHYECKOTO
s¢¢ekra B orHomeHnn kiaerok HD. B kadecTBe HeOrpaHMYMBAIOINX NPUMEPOB, IPOU3BOIHBIE
AaHTUTEJI  BKJIIOYAIOT  aHTUTENa,  MOIU(UIPOBAHHBIE, HarpuMmep, MIOCPEICTBOM
TJIUKO3WIIMPOBAHNS, ALETHIMPOBAHUA, NMErWIMpoBaHusi, (pochopunupoBaHus, aMUAMPOBAHUS,
JepUBATH3ALMU C NTOMOIIBIO W3BECTHBIX 3aLIUTHBIX/OJIOKUPYIOLUIUX TPYII, MPOTEOIUTUIECKOTO
pacileruieH s, CBS3bIBAHUS C KJIETOUHBIM JIMTAHAOM WM IpyruMm Oenkom, u T.4. JlroOyro wu3
MHOTOYHUCIIEHHBIX XMMUYECKHX MOAM(UKALMN MOKHO OCYILIECTBJISATH U3BECTHBIMHU CIIOCOOAMH,
BKJIIOYAs, B KayeCTBe HEOrPAHMYMBAIOIIMX MPUMEPOB, CHelu(UIecKoe XHMHYECKOe
pacuiernyieHne, aueTHINpoBaHue, (GOPMILTUPOBAHIE, METAOOIUYECKHI CUHTE3 TYHUKAMHUIIMHA U
T.1. Kpome TOro, mpou3BOOHOE MOXKET COHEepXaTb OAHY MKW Oojiee HEKJIACCHYECKUX
AMUHOKHCJIOT.

I'ymaHu3upoBaHHbBIE AHTHTEJIA

[0102] T'ymaHM3UpOBaHHOE AaHTUTEJIO SBJSIETCS T€HETUYECKH CKOHCTPYHUPOBAHHBIM
anturenoMm, B koropoM CDR u3 He mnpuHajiexallero 4ejoBeKy "IOHOpPHOro" aHTHUTeNa
MEePecaKMBAIOT HAa 4YeJIOBEYeCKHe "aKIenTopHble" TMOC/IeNOBaTeIbHOCTH aHTuTeNna (CM.,
Hanpumep, Queen, marertsl CLITA NeNe 5530101 u 5585089; Winter, matent CIITA Ne 5225539;
Carter, matent CIITA Ne 6407213; Adair, marent CIITA Ne 5859205; m Foote, marent CIIIA Ne
6881557). AkuentopHble TIOCIENOBATEILHOCTH AHTUTENA MOTYT SIBJISIThCS, HAMpUMep,
MOCJIEI0BATENbHOCTEIO  3pPEJIOr0  aHTHUTENAa 4YeNOBEKa, COCTABHOH CTPYKTYpOH M3 TakKux
MOCJIEIOBATEIbHOCTE, KOHCEHCYCHOM IOCJIEeNOBAaTEIbHOCTBI0 U3  IOCJIENOBATEIbHOCTEU
aHTHUTENa  YeJoBeKa WM  IOCJIENOBATENbHOCTBIO  OONACTH  3apOABIIIEBOM  JIMHUH.
IIpennodTuTenbHON aKLENTOPHOM IMOCIENOBATENBbHOCTBIO IS TSDKEJIOW LIENH SIBIISIETCS 3K30H

IGHV1-46 Vy 3apozsimeBoit nuHnu u 1t ok3oHa J (Ju) - sx3on IGHJ4. [Ins nerkoit menu
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MPEATIOYTUTENBHON aKLENTOPHON MOCAeA0BaTENbHOCThIO siBisieTcss 3k30H IGKVI1ID-33 u B
ciyuae  J - ox3oH IGKJ2.  AnprepHaTuBHBIE — NPEANOYTUTENbHBIE  AKLENITOPHBIE
TIOCJIEIOBATENIBHOCTH ISl TSDKEJION wLenu BKIrodaroT 5k30HbI J (Jy), IGHI1, IGHJ2, IGHJ3,
IGHJS unu IGHJ6. AnbrepHaTuBHBIE NPEANOYTUTEIbHBIE AKLENTOPHBIE MOCIEN0BATENbHOCTH
s jerkoit uenu BrmouaroT 9k30HbI J IGKJ1, IGKJ3, IGKJ4 unu IGKJS. Takum obpasowm,
I'YMaHU3UPOBAHHOE AHTHUTENO SIBJIAETCS AHTUTENOM, HMEKLIUM HekoTtopble uian Bce CDR
NOJIHOCTBIO WM IO CYLIECTBY U3 AOHOPHOTO AHTUTENAa W MOCJIEAOBAaTEIbHOCTH Kapkaca
BapuabenbHONH O0JIACTM M KOHCTAHTHBIX O0JjacTell, NMpU HMX HAJIUYHH, TMOJHOCTBIO HJIH IO
CYLIECTBY M3 IOCIENOBATENbHOCTEN aHTHUTENa 4eloBeka. AHAIOTMYHO, T'yMaHU3HPOBAHHAs
TsKeJasl Lelb UMeeT MO0 MEHbLIeH Mepe ONHy, N1B€ U, Kak mpasuiio, Bce Tpu CDR monHOCTHIO
WIM 110 CYLIECTBY W3 TSDKEJIOW LeMU AOHOPHOTO aHTHUTENA, U KapKaCHYIO IMOCJIEAO0BaTEeIbHOCTh
BapuabenpbHONH OO0JNACTH TSDKEJIOH Menu M KOHCTAHTHYK OOJNacTh TSDKENOH Lemu, MpH HUX
HAJIMYMM, 10 CYLIECTBY U3 TMOCIENOBATENbHOCTEH Kapkaca BapuabenpHOH obmactu
KOHCTAHTHOH 00JIaCTH TSKENION LN 4YesloBeKa. AHAJOTHYHO, TYMaHU3UPOBAHHAS JIETKasl LeTb
MMeeT 110 MeHbIlel Mepe OfIHY, [IB€ U, Kak NpaBuio, Bce Tpu CDR MONHOCTBIO WK MO CYLIECTBY
U3 JIETKOW LEeNH JOHOPHOTO AaHTHTENA, M KApKACHYIO IOCIEeNOBATEbHOCTh BapHaOenbHOM
o0JacTy JIerko Lenu ¥ KOHCTAHTHYIO 00JIacThb JIETKOH 1N, IPU WX HAJWYHH, 110 CYIIECTBY U3
NOCJIEIOBATENbHOCTEH Kapkaca BapuabenpbHOH 00JacTH M KOHCTAHTHOW OOJIACTH JIETKOH LIeH
4yenoBeka. 3a HUCKIoueHHeM HaHotenm U dAb, rymMaHM3MpOBaHHOE AaHTHUTENO COXEPIKUT
IYMaHU3UPOBAHHYK TSDKENYIO Liellb W TyYMaHM3UpPOBaHHyI0 Jerkyro unenb. CDR B
IYMaHU3UPOBAHHOM aHTHUTENE, IO CYIIeCTBY, MojydeHa u3 coorsercTByroumeii CDR B He
MPUHAAJICIKALIEM YEJIOBEKY aHTHUTEJNE, €Ciu 10 MeHbluel mepe 60%, 85%, 90%, 95% unu 100%
COOTBETCTBYIOLIMX  OCTAaTKOB (kak ompeneneHo 1no Kabat) wneHTHMuUHBI — Mexay
coorBerctByrouMu CDR. KapkacHble mocnenoBaTenbHOCTH BapuabeabHON OONacTH Lenu
aHTUTEJIAa WJIM KOHCTaHTHasi O0JAaCTh LEMU AaHTHUTENA, IO CYILIECTBY, MOJYYEHbl M3 KapKaCHOH
NOCJIeIOBATENIbHOCTU Bapuale bHON 00JacTH 4YeNoBeKa WJIM KOHCTAHTHOH 00JIacTH 4eNoBeKa,
COOTBETCTBEHHO, eciu 1Mo MeHbiued mepe 85%, 90%, 95% wunm 100% COOTBETCTBYIOIINX
OCTaTKOB, omnpeneneHHbIX o Kabat, SIBISIFOTCS MAEHTUYHBIMU.

[0103] Xorst ryMaHW3UpOBAHHBIC AaHTHUTENA 3a4acTyl0 BKIIOYaOT Bce mmectb CDR
(mpenmouTHTENEHO, onpeneneHHble o Kabat) n3 aHTHTENa MBIIIH, X TaKK€ MOXKHO IOJy4aTh
TakuM obOpa3om, uto He Bce CDR (Hanpumep, mo MeHbiued mepe, 3, 4 WM 5) MOJIyYeHbI U3
anTuTena Mol (Hanpumep, Pascalis et al., J. Immunol. 169:3076, 2002; Vajdos et al., Journal
of Molecular Biology, 320: 415-428, 2002; Iwahashi et al., Mol. Immunol. 36:1079-1091, 1999;
Tamura et al, Journal of Immunology, 164:1432-1441, 2000).

[0104] Hekoropble aMHUHOKHCIOTHI M3 KapKACHBIX OCTaTKOB BapHadOeNbHOW o0iacTu
YeJIOBEKa MOYKHO BBIOMPATH JJIsl 3aMEHBI HA OCHOBE UX BO3MOKHOTO BJIMSIHUSI HA KOH(QOPMALHIO
W/Wn CBSI3BbIBAHME C aHTHreHoM. MccienoBaHne Takoro BO3MOKHOTO BIIMSTHHS OCYINECTBIISIOT
MOCPEACTBOM MOJEIUPOBAHUS, W3YYEHHUs] XApPaKTEPUCTUK AaMHHOKHCIOT B KOHKPETHBIX
JIOKALUAX WM SMIMPUYECKOro HaOMoneHus 3PQPeKkToB 3aMeHbl WM MyTareHe3a KOHKPETHBIX

AMHUHOKHCJIOT.
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[0105] Hampumep, eciu aMHUHOKHUCIOTAa OTJIMYAETCS MEXIY KapKacHBIM OCTaTKOM
BapuabenpbHONH 00JacTH MBIIIM U BBIOPAHHBIM KapKacHbIM OCTAaTKOM BapuabenbHON obiactu
4eJlI0BEKa, AMMHOKUCIIOTY KapKaca 4elloBeKa MOXKHO 3aMEHATb 3KBUBAJEHTHON aMHHOKHUCIIOTOM
KapKaca aHTUTEJa MbIIIN, KOrJla Pa3yMHO OXHaTh, YTO AMUHOKHUCIIOTA!

(1) HeKOBaJIEHTHO CBSA3BIBAETCS C AHTUI'€HOM HAIPSMYIO,

(2) sBsiercst cMexxHOM ¢ obactbio CDR,

(3) unbM oOpazom B3ammopeicTByer ¢ obmacteto CDR (Hampumep, HaxomuTcs B
npenenax npubmmsuTensHo 6 A or o6nactu CDR); nnn

(4) onocpenyeT B3aMMOIEHCTBUE MEXKIY TSKEIBIMU M JIETKUMH LICTISIMU.

[0106] Xotsa anTtuTeno 2A2 uaeHTHGULUUPOBAHO KAK AHTUTENO MBILIH, HACTOSIIAS
3as1BKa TaKXKe BKJIFOYAeT aHTutena 2A2 denoseka. Tepmun "antureno 2A2 yenoBeka" O3HAYaeT
AHTHUTENIO, TOJYYEHHOE W3 TIOCIIENOBATENIbHOCTEH T€HOB HMMYHOIJIOOYJMHOB YEJOBEKa MU
umeroiee CDR, no cymectBy, uaeHtuunble CDR aHTHTEna MbIIM, U JEMOHCTPHUPYIOIINE
CXOKH€ CBOWCTBA, T.€. CIeUU(UIHOCTD CBS3BIBAHMS C 0v30. B HEKOTOPBIX acrekTax aHTHTEIO
2A2 yenoBeka COAEPKHUT BapHaOENbHYIO OOJACTh TSIKENOW LEMH, MO CYIIECTBY, WACHTUYHYIO
BapuabenbHONH OO0JAaCTH TSDKENOH Ien, NPEACTaBICHHOW B HACTOALIEM ONHCAHUH, W/MIIH
BapuadepbHyI0 00JacTh JIETKOM LenH, MO CYIIeCTBY, HICHTUYHYIO BapuadeNlbHON obiacTu
JErKOM Lenu, MPEeACTaBICHHOW B HACTOSALIEM ONUCAaHMH. B HEKOTOpPBIX BapHaHTax
OCYIIECTBIIEHHUs] AHTUTENO 2A2 TO HACTOSIIEMY H300PETEHHIO He SIBJISETCS AHTHUTEIOM
YeJIOBEeKa, HalpuMep, aHTUTENOo 2A2 1O HACTOALIEMY H300PETEHUIO SIBJIETCS] MBILIUHBIM,
XHUMEPHBIM WM TYMaHU3UPOBAHHBIM aHTUTENIOM.

[0107] OmuH n3 acnekToB H300pEeTEeHHs] OTHOCUTCS K T'YMaHU3UPOBAaHHBIM (opmam
anturena 2A2 mpim. OQUH U3 TaKUX T'YMAHM3UPOBAHHBIX BAPUAHTOB aHTUTENa 2A2 MbIIIH
obo3HauaroT kak HCLG. HCLG copmepskuT 3penyro BapuaOeNbHYI0 OONaCTh TSIKENIOW Ienu,
COZIepIKAIIYI0 aMMHOKHCIOTHYIO nocienosareabHocTs SEQ ID NO: 6, u 3penyro BapruabenbHyo
00JacTh JIETKOW LIEMH, COAeP KAy aMHHOKHUCIOTHYIO nochenoBareabHocTh SEQ ID NO: 17.
'yMaHM3UpPOBAHHBIE AHTUTENA MO W300PETEHUIO BKIIIOYAIOT BAPHAHTHl T'YMAaHU3UPOBAHHOI'O
antutena HCLG, B KOTOpOM ryMaHU3UPOBaHHAs 3penasi BapuadenbHasi 00JIaCTh TSHKEJION e
IEeMOHCTpHUpYyeT 1o MeHbluer Mepe 90%, 95% unu 99% unentuuynoctu B otHomeHnn SEQ ID
NO: 6, u rymMaHU3MpPOBaHHAsI 3penasi BapuadenbHasi 00J1aCcTh JIETKOH LENMU JEMOHCTPHUPYET MO
Menbluei Mmepe 90%, 95% unu 99% uneHTHYHOCTH nocenoBaTenbHOCTH B oTHOmeHun SEQ ID
NO: 17. IIpeAnoYTUTENBHO, B TAKUX aHTUTENIAX COXPAHSIOTCS HEKOTOPBIE UJIH BCE U3 OOPAaTHBIX
mytanuiit B8 HCLG. [pyrumu cnoBamu, 1o MeHblnei mepe 1, 2, 3, 4, 5, 6, 7, 8 wm
MPEANOYTUTENBHO BCe 9 u3 mojokeHud Tsokenon uenu H2, H28, H48, H67, H69, H71, H73,
H78 w H93 3anste1 F, S, I, A, L, V, K, A u T, coorBeTcTBeHHO. AHAJIOTUYHO, TIoJIoKeHne 169,
MPeaNoYTUTENBHO, 3aHsITO R, u L71, npeanoututensHo, 3aHsT0 Y. OOIACTH MOKHO ONPEIesTh
C TMOMOIIbK JroOoro obmenpunsaToro omnpeneneHus (Hanpumep, no Chothia), Ho,
npeanouTuTensHo, onpenensoT no Kabat nim IMGT. B onHOM M3 BapuaHTOB OCYIIECTBICHHS
IYMaHU3UPOBAHHOE aHTHUTENIO COACPIKUT TSIKEYHO Lemnb, coaepskainyto 3 CDR SEQ ID NO: 6 u

KapKacbl BapuaOeapbHONW 00jacTh ¢ Mo MeHblned Mmepe 95% UAEHTHYHOCTH B OTHOLIEHUH
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KapkacoB BapuabenpHOW oOmactu SEQ ID NO: 6. B npyrom BapmaHTe OCYIIECTBIEHHS
IYMaHU3UPOBAHHOE aHTUTENIO COAEPIKUT JIETKYIO Liemb, coaepskaiyto 3 CDR SEQ ID NO: 17 u
KapKacbl BapuwalenpbHONW 00JacTu C Mo MeHblied Mepe 95% WIEHTUYHOCTH B OTHOLIEHUU
kapkacoB BapuabenpHOM oOmactu SEQ ID NO: 17. B JONONHUTENBHOM BapUaHTE
OCYLIECTBJIEHUS] TYMaHU3UPOBAHHOE AHTUTENO CONEPKUT TSLKENYHo 1enb, conepskamyo 3 CDR
SEQ ID NO: 6 u kapkacsl BapuabenbHOI obnacTu ¢ o MeHbineil Mmepe 98% HUIAEHTUYHOCTH B
OTHOLIEHHH KapkacoB Bapuabenbhoit oonactu SEQ ID NO: 6, u nerkyro 1emnb, cConepskamyo 3
CDR SEQ ID NO: 17 u xapkacel BapuabenpHOH oOjactu ¢ mo MeHblneii mepe 98%
UJICHTHYHOCTH B OTHOIIEHHM KapkacoB BapuabenpHOH obnactu SEQ ID NO: 17. B ogHoM u3
BAPUAHTOB OCYLIECTBJICHHS T'yMAHU3MPOBAHHOE AHTUTENIO CONEPXKHUT TSDKEIYIO —Lellb,
conepkamyto 3 CDR SEQ ID NO: 6 u xapkacel BapuabeNnbHOH 00J1acTH ¢ MO MEHbIIEH Mepe
99% WNEeHTUYHOCTH B OTHOLIEHHH Kapkacos BapuadenpHoi obmactu SEQ ID NO: 6. B npyrom
BapHUAHTE OCYIIECTBJICHUSI T'YMAaHHU3UPOBAHHOE AHTUTEJIO CONEPIKUT JIETKYIO IIeTb, CONEPIKAILYIO
3 CDR SEQ ID NO: 17 u xapkacbl BapuabenpHOW oOnacTu ¢ Mo MeHbLIed Mmepe 99%
UJICHTHYHOCTHU B OTHOIIEHUH KapKacos BapuabenpHoi obnactu SEQ ID NO: 17.

[0108] OgHuM 13 BO3MOKHBIX BAPHAHTOB SIBJISIETCS 3aMEHA HEKOTOPhIX ocTaTkoB B CDR
aHTHUTeJa MBIIIN COOTBETCTBYIOLIMMH OCTaTKaMU U3 nocienosarenpbHocteil CDR uenoseka, kak
npaBuio, u3 CDR akienTopHbIX MOCIENOBATENbHOCTEN YEIOBEKA, HCIOJb3YEMbIX B IU3AMHE
NPUMEPOB T'YMAaHU3UPOBAHHBIX aHTHUTEN. B HEKOTOPBIX aHTUTENaX TONbKO YacTb CDR, a mmeHHO
nonrpynmbsl  octatkoB CDR, HeoOxomumbIx st CBsisbIBaHMs, OOoO3Hawaembix Kkak SDR,
HEOOXOIUMBI JJIi COXPAHEHHUs CBS3bIBAHMA B T'YMAHM3UPOBAHHOM aHTHTene. OcraTku, He
KOHTaKTUPYIOIIME C AaHTUIeHOM U He Haxopsmuecs B SDR, MoxHO upeHTHQHULMPOBATH C
yUeTOM TpenbIIymux ucciaenoBanuii (Harmpumep, octatku H60-H65 B CDR H2 3auactyio He
Tpebyrorest), u3 odnacreri CDR mo Kabat, Haxopsmmxcs BHe runepapuabeibHbIX METENb I10
Chothia (Chothia, J. Mol. Biol. 196:901, 1987), mocpeacTBoM MOJEKYJISIPHOTO MOAEIUPOBAHUS
W/WIM SMITUPUYECKH, Wik Kak ommcaHo B Gonzales et al., Mol. Immunol. 41: 863 (2004). B
TAKUX T'YMAaHU3UPOBAHHBIX AHTUTENIAX B MOJOXEHUSAX, B KOTOPBIX OIMH WM OOJiee JTOHOPHBIX
octaTkoB CDR 0oTCyTCTBYIOT, MM B KOTOPbIX BCsl JoHOpHAst CDR orcyTcTByeT, aMUHOKHUCIIOTA,
3aHMMAIOIIAsT TIOJIOKEHUE, MOXKET SIBJIATHCS aMUHOKHCJIOTOW, 3aHUMAIOIIEH COOTBETCTBYIOLIEE
nojoxenue (mpu Hymepaumu no Kabat) B akumenTopHOH mNOCHenOBaTEIbHOCTH AHTHUTENA.
KonnuyecTBO Takux 3aMeH aKIENTOPHBIX aMHHOKHCIIOT Ha JOHOPHBIE aMHHOKHCIOTHI B CDR,
MOJUIEXKALTNX BKIFOYEHHUIO, OTpaykaeT OalaHC BOMPOCOB KOHKYPEHIMHU. Takue 3aMeHbI SIBISTFOTCSI
NOTEHINABHO ONarOmpUATHBIMU JUII  CHIDKEHHsST KOJIMYECTBA AMHUHOKHCIOT MBIIH B
I'YMaHU3HPOBAHHOM aHTHUTEJIE U, TAKUM 00pa3oM, CHHIKEHUS TIOTEHIIMAJIbHON HIMMYHOTE€HHOCTH.
OnHako 3aMeHbl TaKKe MOIYT BbI3bIBATH HM3MEHEHHs a(@HUHHOCTH, a MNPEenNnOYTHTENBHO
n3beratb 3HauMTENbHOro cHkeHus addurnoctu. Ilonmoxenms nns 3ameHel B CDR #u
AMHHOKHUCJIOTHI JUIsI 3aMEHBI TAK)K€ MOYKHO BBIOMPATh SMITUPUIECKHU.

[0109] XoTrs 5TO M He MpPENNOUYTUTENbHO, MOXKHO OCYLIECTBIATH JPYrHM€ 3aMEHBI
AMHHOKHUCJIOT, HampuMep, B KapKacHBIX OCTaTKax, HekoHTakTupyroummnx ¢ CDR, umm naxe

HEKOTOpPBIX noTeHuanbHbiX CDR-koHTakTHpyOmMUX 0cTaTkoB aMuHOKUCIOT B CDR. 3agactyro
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3aMeHbl, CleJaHHble B BapHaHTaxX TYMaHU3UPOBAHHBIX IOCIEAOBATEIbHOCTEH, SBIISIOTCS
KOHCEPBATUBHBIMU B OTHOIIEHNHM 3aMeHeHHbIX amuHokucinor HCLG. IlpexmouturensHo,
3amenbl otHocuTelbHO HCLG (KOHCepBaTUBHBIE HITH HET) HE UMEIOT CYIIeCTBEHHOTO 3(pdekra B
OoTHOWEHUH apPUHHOCTU CBSA3bIBAHUSA WJIM AKTUBHOCTH I'yMaHH3MpPOBaHHOrO mAb, T.e. ero
CIIOCOOHOCTH CBSI3BIBATHCA C 0vVPO UenoBeka 1 HHTMOMPOBATh POCT 3JI0KAYECTBEHHBIX KJIETOK.

Bb160op KoHCTaHTHOIT 00J1acTH

[0110] BapuabenbHble 00JMacTH TSDKENOW M JIETKOH LENHM I'YMaHU3MPOBAHHBIX AHTUTEI
MOKHO COEQUHSITh C MO MEHbIIeH Mepe HYacThbi0 KOHCTAHTHOH oOjacTu yenoBeka. BriOop
KOHCTAHTHOH O0JIACTM YaCTUYHO 3aBHCUT OT TOTO, SIBJIIOTCS JIM  JKEJATEJIbHBIMH
AHTHUTEJI03aBUCHMAsl KJIETOYHASI IMTOTOKCHYHOCTh, AaHTUTEJIO3aBUCHMBIHA KJIETOYHBIN (ParomuTos
u/wm 00yCJIOBJIEHHAas] KOMIUIEMEHTOM LUTOTOKCHMYHOCTh. Hampumep, msorumnsl IgGl u IgG3
YeJl0BeKa UMEIOT CUJIbHYIO0 KOMIIEMEHT3aBUCUMYIO LIUTOTOKCUYHOCTb, U30THUII Yenoseka [gG2 -
cnabyr0 KOMIUIEMEHT3aBHCUMYK LHTOTOKCHYHOCT, Wy IgG4 denoBeka OTCyTCTByeT
KOMIUIEMEHT3aBUCHMast UTOTOKCUYHOCTh. [gG1 u IgG3 yenmoBeka Takke MHAyUUPYIOT Ooee
CHJIbHBIE KJIETOYHO-omocpenoBanHble 3¢dexropusie ¢pynkimu, yem IgG2 u IgG4 uenoeka.
KoHcranTHBIE 00NaCTH JIETKOH LEMM MOTYT SIBJISITBCS JSIMOAA WM Kamma. AHTHTENa MOTYT
SKCIIPECCUPOBATHCS B BU/I€ TETPAMEPOB, COZEPIKALUX JIBE JIETKUE U JIBE TsDKENble LIeNH, B BUTE
OTHEJbHBIX TSDKEBIX Ierel, jerkux uemned, B Bume Fab, Fab', F(ab'), u Fv, wim B BuUze
OJHOLIETIOYEYHBIX AHTHUTEN, B KOTOPHIX BapuaOeNbHbIe JOMEHbI TSDKENBIX M JIETKHX Lenei
COEAMHEHBI C TIOMOLIBIO Crercepa.

[0111] KoncTranTHble 00aCTH YeJIOBEKa JEMOHCTPUPYIOT AJUIOTUITUNYECKYIO BAPHALIHIO U
M30JUIOTUITNYEKCKYIO BAPHALIUIO MEXY Pa3HBIMU HHIUBUAYYMaMH, T.€. KOHCTAHTHbIE 00JIaCTH
MOTYT OTJINYAThCS Y PA3HbIX MHAUBUAYYMOB B OJJHOM WM OoJiee MOJUMOP(HBIX MOJOKEHUSX.
H30ann0Tunel OTINYAIOTCS OT AJUIOTUIIOB T€M, YTO CBIBOPOTKH, PACHO3HAIOIINE HU30aJUIOTHII,
CBSI3BIBAIOTCSI C HEMOMUMOP(HOH 00J1aCThIO OTHOTO Mt O0Jiee IPYruX U30THUIIOB.

[0112] OnHa wnuM HECKOJBKO aMHHOKUCJIOT Ha aMUHO- WM KapOOKCHU-KOHIE JIETKOU
W/WIM TSDKEION Lierny, Takue kKak C-KOHIIEBOH JIM3HH TSIKENOH Leny, MOTYT OTCYTCTBOBATb, MJIH
UX MOXKHO JIepUBAaTH3MPOBATh B YACTU WM BCEX U3 MOJIEKYJ. 3aMEHbl MOKHO OCYLIECTBJISATH B
KOHCTAHTHBIX OOJIACTSIX JJIsi CHWIKCHUS WM MOBBILICHUS 3P QPEeKTOPHBIX (YHKLUUH, TAaKUX KaK
KOMIUTeMeHT3aBucHMas UToTokcndHOCTh Wi ADCC (cm., Hampumep, Winter et al., mateHT
CIIA Ne 5624821; Tso et al., marent CIITA Ne 5834597; u Lazar et al., Proc. Natl. Acad. Sci.
USA 103:4005, 2006), wnu 1 TPOJIOHTUPOBAHHS BPEMEHM TMONYXKU3HH Yy Jroned (cm.,
Hanpumep, Hinton et al., J. Biol. Chem. 279:6213, 2004).

[0113] Ilpumepsl 3aMeH BKJIIOYAIOT 3aMEHy HATHUBHONW aMHHOKHCIOTBI OCTaTKOM
LMCTENHA, BCTPAUBAEMYIO B MOJIOKEHUE aMUHOKUCTOTHI 234, 235, 237, 239, 267, 298, 299, 326,
330 wmm 332, mnpeamoututenvHo, MmyTtamuio S239C B umsorume uenoseka IgGl (US
20100158909). Hanuume AOMONHUTENBHOTO OCTATKA IUCTEMHA JENaeT BO3MOXKHBIM
o0Opa3oBaHHe MeXLENnodeyHoH nucyinb(uaHoi cBsa3u. Takoe oOpa3zoBaHHME MEXIETIOUEHHOM
auCyNb(UAHON CBSI3U MOJKET BBI3bIBATH CTEPUUECKOE 3aTPYNHEHHE, TaKHUM 00pa3oM, CHIDKas

apduHHOCTL  CBs3bIBatoInero B3aumopeicrBusi Fc-obmacte-FcyR.  Ocratkum  nmcrenHa,
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BcTpoeHHbIe B Fc-00macTh koHCTaHTHOH oOnactu IgG nnn BONM3M Hee, TaKKe MOTYT CIIYKHUTh B
Ka4eCTBE YYaCTKOB JUIsI KOHBIOTALMH C TEPANeBTUYECKHMU CPEACTBAMH (T.€. NMPUCOCAMHEHUS
LIUTOTOKCUYECKUX  JIEKAPCTBEHHBIX CPENCTB C HCIOJBb30BAHUEM  THOJ-CIEIM(PHUECKUX
pEareHToB, TAaKMX KaK MalleMMHUIHbIE IPOU3BOJIHBIE JIEKApPCTBEHHBIX cpencts). Hammuue
TEpaleBTUUECKOrO CPEACTBA  BBI3bIBAET CTEPUYECKOE 3aTPyIHEHHE, TakuM o0pas3om,
JOMOJHUTENBHO CHIKAsA apPUHHOCTh CBsi3bIBarOINero B3aumoneiictsusi Fc-obmacts-FeyR.
Jlpyrue 3ameHbl B JI0O0M u3 monoxkenuit 234, 235, 236 w/unu 237 cHmkaoT ahpduHHOCTD K
peuentopam Fcy, B wactHoctu, peuentopy FcyRI (cm., Hanpumep, marent CIIIA Ne 6624821,
nateHt CIIIA No 5624821).

[0114] Bpewmst ony>KU3HU aHTHUTENIA in ViVO TakKe MOKET BJIHSTh Ha ero 3(¢eKTOpHbIE
¢byHKIMU. BpeMst Moyy>KU3HU aHTUTENIA MOYKHO MOBBIIIATH MJIH CHIZKATh I MOAU(UKALIUN €T0
TeparneBTUYECKUX akTUBHOCTe!. FCcRn siBIsieTcs pelenTopoM, CTPYKTYPHO CXOXKHUM C aHTUT€HOM
MHC knacca I, HexkoBaJeHTHO CBsi3bIBarOIIUMCS ¢ P2-mukpornoOyanaom. FcRn perymupyer
karabonu3m IgG u ux Tpancuuros yepes TkaHu (Ghetie and Ward, 2000, Annu. Rev. Immunol.
18:739- 766; Ghetie and Ward, 2002, Immunol. Res. 25:97-113). B3aumoneiicteue IgG-FcRn
npoucxomut nipu pH 6,0 (pH BHyTpHKIEeTOUHBIX Be3uky), HO He npu pH 7,4 (pH kposn); 310
B3aumoeiicteue no3sossier IgG Bo3Bpamarbes oOpatHo B mupkyssinuio (Ghetie and Ward,
2000, Ann. Rev. Immunol. 18:739-766; Ghetie and Ward, 2002, Immunol. Res. 25:97-113).
Kaptuposana obnacte Ha IgG1 udenoseka, y4dacTByromas B cesizbiBanuu FcRn (Shields et al,
2001, J. Biol. Chem. 276:6591-604). AnanuHoBble 3aMeHBbI B NoyokeHHsXx Pro238, Thr256,
Thr307, GIn311, Asp312, Glu380, Glu382 umu Asn434 IgG1 yenoBeka MOBBILAIOT CBSI3bIBAHUE
FcRn (Shields et al, 2001, J. Biol. Chem. 276:6591-604). Monexynsl IgG1, necymue >tu
3aMeHbl, HUMEIOT OoJbllee BpeMsl TMOJNYXXH3HM B CHIBOPOTKE. Takum oOpa3oM, OTH
MoauuIpoBaHHbIe MOJIEKYJIbl IgG1 MOryT BRIMONHATE CBOHM 3 PeKTOpHbIE QYHKINU H, TAKUM
00pa3oM, JE€MOHCTPHUPOBATH CBOK TEPANeBTUYECKYIO 3(P(EKTUBHOCTh B Te4YEeHHE OOJbLIETO
nepuoa BpeMeHH o cpaBHeHMIO ¢ HemonuduupoBanubiM IgG1. Jlpyrue nmpumepsl 3aMeH ISt
noBbieHnst cBsisbiBaHus ¢ FCRn BrmouaroT Gln B monoskennn 250 w/wnu Leu B monokeHUH
428. Hymepauuro EU ucnonb3yroT i1t BCeX MOJNIOKEHUI B KOHCTAHTHOH 00J1acTu.

[0115] Onurocaxapunpl, KOBaJIEHTHO MPHUCOEAMHEHHbIE K KOHCEpBaTHUBHOMY Asn297,
BOBJIeUEHBI B criocoOHOCTh Fe-obnmactu IgG cesaseiBathes ¢ FeyR (Lund et al, 1996, J. Immunol.
157:4963-69; Wright and Morrison, 1997, Trends Biotechnol. 15:26-31). Konctpyuposanue
sroii riukodopmer Ha IgG Moker 3HauutenbHO yiaydmarh IgG-omocpenoBanHyro ADCC.
JobaBnenne monudukanmii N-aneTunriiroko3amMuaa B Toukax BerieHus (Umana et al, 1999,
Nat. Biotechnol. 17:176-180; Davies et al, 2001, Biotech. Bioeng. 74:288-94) B sTOl
rmukoopme wim ypanenne ¢ykosbl (Shields et al, 2002, J. Biol. Chem. 277:26733-40;
Shinkawa et al, 2003, J. Biol. Chem. 278:6591-604; Niwa et al., 2004, Cancer Res. 64:2127-33)
U3 3TOH MIUKO(GOPMBI SBJSIFOTCS ABYMSI pUMepaMu KoHCTpyHuposanus Fc IgG, ynydmaromero
cBsa3biBaHne Mexnay Fc m FecyR uw, takum o0pa3oMm, mNOBBIIAOMETO AaKTHBHOCTH Ig-

onocpenosanHoiit ADCC.
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[0116] C noMommbpto CUCTEMHOMN 3aMeHbI THAPOGMIbHBIX aMUHOKHCIOT Fc-o0mactu IgG1
4eyioBeka rnosydanu BapuaHTtsl IgG ¢ n3smenenHpiMu adpuHHOCTSIME cBsi3biBaHUs FcyR (Shields
et al, 2001, J. Biol. Chem. 276:6591-604). IIpu cpaBuenuu ¢ ponurensckum IgG1l, monrpymnmna
STHUX BapUAHTOB, BKJIIOHAIOLIMX 3ameHbl Thr256/Ser298, Ser298/Glu333, Ser298/Lys334 umu
Ser298/Glu333 Lys334 nHa Ala, nemoHcTpupyet nosbiieHne agpguaHoCTH cBsa3biBaHus ¢ FeyR u
aktuBHocT ADCC (Shields et al, 2001, J. Biol. Chem. 276:6591-604; Okazaki et al, 2004, J.
Mol. Biol. 336:1239-49).

[0117] AKTHUBHOCTH CBs3bIBAHHsI KOMIUIEMeHTa aHTurenamu (cBs3piBaHue Clq wu
aktuBHOCTE CDC) MOkHO yiydiiath nocpencrsoM 3ameH B Lys326 u Glu333 (Idusogie et al.,
2001 , J. Immunol. 166:2571-2575). C noMombio Tex ke 3ameH B octoe [g(G2 yenoBeka MOKHO
npeBpallaTh W30THUI aHTHUTeNa, IMIoxo cBssbBarowuiics ¢ Clq ¥ uMeromuil BbIpasKEHHBIH
ne(GUUUT aKTUBHOCTH AKTHUBALMM KOMIUIEMEHTA, B M30THI, CIOCOOHBIN cBs3bBaThes ¢ Clq u
onocpenoBate CDC (Idusogie et al, 2001, J. Immunol. 166:2571-75). JAna ynyduieHwus
AKTUBHOCTH CBSI3bIBAHMS KOMIUIEMEHTA AHTHTE] TAaKXKE HCIIONB3YIOT HECKOJIBbKO IPYTUX
cniocoboB. Hanmpumep, mepecaskuBanune KapOOKCH-KOHIIEBOro XBocta u3 18 ammuokwmcnor IgM
Ha kapOokcu-koHUbI IgG 3HaunTeNpHO NOoBbIIaeT nx akTuBHOCTE CDC. D10 Habmonanu naxe B
cinydae IgG4, koTopblii B HOpMe He obnagaer aerektupyemoit aktuBHOCThIO CDC (Smith et al,
1995, J. Immunol. 154:2226-36). Kpome Ttoro, 3ameHa Serd444, noxkaau3yromascs BOIH3U
kapbokcu-koHa Tsokenon nenu IgG1l mva Cys uHAyUMpOBaia AUMEPU3ALUI0 "XBOCT-K-XBOCTY"
IgG1l ¢ 200-xpatabiM nosbiieHneM axktuBHOcTH CDC orHOocuTensHo MmoHomepHoro IgGl
(Shopes et al, 1992, J. Immunol. 148:2918-22). Kpome Toro, KoHCTpyKLus Oucnennpuyeckoro
auarena co cnennpuaHocThio k Clq Takske npunaer aktuBHocTh CDC (Kontermann et al., 1997,
Nat. Biotech. 15:629-31).

[0118] AKTUBHOCTH KOMITJIEMEHTA MOKHO CHUXKATh ITOCPEICTBOM MYyTaLUU 110 MEHbLIEH
Mepe OJHOTO M3 aMUHOKHMCJIOTHBIX OCTaTkoB 318, 320 m 322 Tspkenol Lenmu B OCTATOK,
UMEIOIIUIN pyry0 OOKOBYIO Mienb, Takoi kak Ala. Jlpyrue ankui-zamenieHHble HEHOHHBIE
ocratky, Takue kak Gly, Ile, Leu wnu Val, unm Takue apoMaTu4ecKue HeMOJISIPHbIE OCTATKH, KaK
Phe, Tyr, Trp u Pro, BMecTo m0OOro M3 TpeX OCTATKOB TAKXKE CHW)KAOT WJIN YCTPAHSIOT
cessbiBanne Clq. Jnst CHWXKEHHMS WM YCTPAHEHUS aKTHBHOCTH CBsi3biBaHMA Clq MOXHO
ucnoye3oBath Ser, Thr, Cys u Met B octatkax 320 u 322, Ho He 318,.

[0119] 3amena octatka 318 (Glu) monsspHBIM OCTATKOM MOXKET MOAU(HUIIPOBATH, HO HE
yCTpPaHATh aKTUBHOCTH cBsi3biBaHMS Clq. 3amena ocratka 297 (Asn) Ha Ala mpuBOmMT K
YCTPAHEHUIO JINTHYECKON aKTUBHOCTH, HO JIMIIb HEMHOTO CHIDKAeT (MPUOTU3UTENBHO B TPHU pasa
cnabee) apdurnocTs K C1q. ITO N3MEHEHNE pa3pylIaeT YYaCTOK MIMKO3WINPOBAHUS U HATUIHE
yrieBoaa, HEOOXOAMMOTO ISl aKTUBALMK KoMIuieMeHTa. JIro0ast apyrast 3aMeHa B 3TOM Y4acTKe
TaK’Ke pa3pylIaeT y4acTOK INIMKO3MWIMpoBaHus. Crenyromye MyTaluuy 1 Jr00ast nX KOMOMHALUS
Takke CHIKaT ces3biBanne Clq: D270A, K322A, P329A u P311S (ecm. WO 06/036291).
Myramus L234A/L235A (unmu mytaums LALA) taxke cHmxkaer cesaspiBanue Clg, a Taxoke

cBsasbiBaHue FeyR.
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[0120] Ccbuika Ha KOHCTAaHTHYIO OOJIaCTh YEJIOBEKA BKIIFOUAET KOHCTAHTHYIO O0JIACTH C
MOOBIM  MPUPOIHBIM ~ AIJIOTUIIOM WM JIIOOYI0 TMEPMyTallUI0 OCTATKOB, 3aHMMAFOLINX
NoJMMOP(HBIE MOJIOKEHNS B MPUPOHBIX ajutoTunax. Kpome Toro, MOryT npucyTcTBoBath 10 1,
2, 5 unn 10 MyTauuii OTHOCUTENIBHO MPUPOAHON KOHCTAHTHON OOJIACTH YeNoBeKa, TAKUX Kak
yKa3aHHbIE BBILIE, AJI CHWKEHUS CBS3BbIBAaHUsA peLenTtopa Fcy mMiau NOBbIIEHUs CBSI3bIBAHUS C
FcRN.

V. Dkcnpeccusi peKOMOMHAHTHBIX AHTHTEJIA

[0121] T'ymaHusupoBaHHbIE aHTHUTENA, KaK TMPaBUJIO, TMOJYYalOT IOCPEICTBOM
pPeKOMOMHAHTHON sKcmpeccn. KOHCTPYKUMM PEeKOMOMHAHTHBIX — MOJHHYKJIEOTHIOB, Kak
NPABUJIO, BKJIIOYAIOT MOCJIEAOBATENIHOCTh KOHTPOIS SKCIPECCHH, (YHKIIMOHAIBHO CBS3aHHYIO
C KONUPYIOLIMMHU  TOCJENOBaTENbHOCTSIMU  Lierel  aHTUTeNa, BKJIOYas  IPUPOIHO-
aCCOLIMMPOBAHHBIE WJIM TETEPOJIOTHYHbIE MPOMOTOpHBIE obsactu. IlpeamodtuTensHO,
NOCJIEIOBATEIbHOCTA ~ KOHTPOJIST ~ 3KCIPECCUU  NPEACTABISIIOT  COOOH  3yKapHOTHYECKHe
IPOMOTOPHBIE CHUCTEMBI B BEKTOPAX, C MOMOINBI0 KOTOPBIX MOXKHO TPaHC(OPMHPOBATH HIIH
TpaHCOUIMPOBATh HSYKAPHUOTHUECKHE KIIETKH-XO3seBa. llocne BCTpamBaHHA BEKTOpa B
MOIXOASAIIMN OpPraHU3M-XO35IMH, OPTraHU3M-XO3sIMH MOAJEPKUBAIOT B YCJIOBUAX, MOAXOASIINX
IUTIL BBICOKOTO YPOBHSI 3KCIPECCHH HYKJICOTHIHBIX IOCIENOBATEIBHOCTEH U cOOpa U OYHUCTKH
NEPEKPECTHO PearupyroluxX aHTUTEN.

[0122] KneTku MIIEKOMUTAIOLIUX SBJISIFOTCA MPEANOYTUTEbHBIMU XO035€BaMu IS
SKCIIPECCUH HYKJIEOTUIAHBIX CETMEHTOB, KOAMPYIOLINX UMMYHOTJIOOYJIMHBI UIH UX (ParMEeHTHL
Cm. Winnacker, From Genes to Clones, (VCH Publishers, NY, 1987). B »toii obnactu
pa3paboTaH psA MOAXONAIIMX JMHUN KIIETOK-XO35€B, CIOCOOHBIX CEKPETUPOBaTb HMHTAKTHBIE
reTepoJIornyHble Oenky, 1 oHu BKIovaroT tuHuu kierok CHO (manpumep, DG44), pasnuunble
muaun knetok COS, knerku HeLa, knerku HEK293, L-kneTku u HenmpoAyLUUpYIOLINe aHTUTeNa
muenombl, Bkirodas Sp2/0 m NSO. IlpeamoyrurenbHO, KJIETKH HE TNPHHAIJIEKAT YEIOBEKY.
DKCIPeCcCUpPYIOLINe BEKTOPHI ISl 3THX KJIETOK MOTYT BKJIFOUATh MOCIEA0BATEIbHOCTH KOHTPOJIS
SKCIIPECCUH, TAaKMe KaK Y4YaCTOK Hayajla perutukanuu, npomortop, suxancep (Queen et al,
Immunol. Rev. 89:49 (1986)) n HeoOXoAMMBIE YYaCTKH JUI MPOLECCUHTa UH(OpPMALINK, TaKue
KaK y4aCTKH CBS3bIBAaHMs pubOCOMBI, yyacTku crutaticuara PHK, yuactku nmonmaneHUIMpoBaHus
u MIOCJIEIOBATENBHOCTH TepMUHALINU TPAHCKPUILIHH. IIpennoyrurensHpIMU
MOCJIEIOBATENBHOCTSAMI ~ KOHTPOJISI OKCIPECCUM  SIBJSIFOTCA MPOMOTODPBI, MOJY4YEHHbIE U3
SHIOTEHHBIX TI'eHOB, LuTOMeranosupyca, SV40, aneHoBupyca, NanwIJIOMaBUpPyca KPYIHOIO
poraroro ckota u T.11. Cm. Co et al., J. Immunol. 148:1149 (1992).

[0123] Tlocne sKcmpeccHHd aHTUTEIA MOMKHO OYHINATH CTAHNAPTHBIMH CIIOCOOAMH,
BKJIFOUasi ouuCcTKy BOXKX, xpomarorpaduro Ha KOJOHKAX, 31eKTpodopes B refie U T.I1. (B LeJIoM,
cM. Scopes, Protein Purification (Springer-Verlag, NY, 1982)).

VI. Hyk/ienHOBBIE KHCJIOThI

[0124] MH300pereHue HOOMOJHUTENBHO OTHOCHTCS K HYKJIEMHOBBIM  KHCJIOTaM,
KOZUPYIOIIUM JIFOOBIE U3 TYMaHU3UPOBAHHBIX TSKEINBIX M JIETKUX Lienel, onucaHHbIX Bbie. Kak

MMpaBUJIO, HYKIICMHOBBIC KHUCJIOTBI TAKXKE KOOAUPYIOT CUTHAJIbHBIHN NCNTUA, CIIMTBIN CO 3pCiIbIMU
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TSDKEJIBIMU U JIETKUMHU 1ensiMu. Kogupyrolne nocneoBaTeIbHOCTH Ha HYKJIEHHOBBIX KHUCIOTaX
MOTYT HaXOAHUTHCS B (DYHKLMOHAJIBHON CBSI3U C PETYJISTOPHBIME IOCJIEIOBATEIbHOCTSIMH IS
o0ecrieueHNs1 SKCIPECCUM KOAUPYIOIUX IIOCIEAOBAaTENbHOCTEH, TaKMX Kak IPOMOTOP,
SHXAHCEP, YYaCTOK CBSI3bIBAHUSI PHOOCOMBI, CHUTHAJ TEPMHUHALMHM TPAHCKPUIIUH U T.IL
HykyieuHoBblE KHUCIOTHI, KOIUPYIOIIME TSDKEIble W JIETKUE LEeNu, MOTYT HaXOAUThCA B
BBIIEJICHHOW (popMe, MIIM MX MOXKHO KJIOHHPOBaTh B OAMH WM Oosee BekTopoB. HykienHoBbIe
KHCJIOTBI MOJKHO CHHTE3MPOBaTh, HANpPHUMep, MOCpencTBoM TBepaodasHoro cuntesa wim [ILP
MEPEeKPBIBAOIINXCSA OJNMTOHYKJIEOTHIOB. HyKIeHMHOBbIE KHUCIIOTBL, KOIUPYIOLIHE TSDKENble U
JIETKUE 1IETTH, MOJKHO COEIUHATHh B BUJE OAHOM CMEKHOW HYKJIEMHOBOM KHCJIOTBI, HATIPUMED, B
SKCIPECCUPYIOIIEM BEKTOpPe, WJIH OHU MOTYT OBbITh OTHENbHBIMH, HampuMep, Kaskaas
KJIOHUPOBaHA B CBOH 3KCIPECCUPYIOLIUI BEKTOP.

[0125] B HeKOTOpBIX acMeKTax HacToslmee UW300pEeTEeHHe TaKKe OTHOCUTCS K
HYKJIEMHOBBIM KUCJIOTaM, KOJUPYIOIIMM aHTUTEJIO MPOTUB V6 MIIM ero aHTUTeHCBSI3bIBAKO LM
¢parMeHT, Kak TPENCTaBIEHO B HacTosAmeM omnucaHnu. Hacrosmee u3oOpereHue
JIOTIOJTHUTEJIbHO OTHOCHUTCSI K BEKTOpaM, COJAEP KallUM HYKJIEHMHOBBIE KUCIOTBI, KOAUPYIOLINE
AHTHUTEJIO TPOTUB OVB6 WM €ro aHTHIeHCBSI3BIBAOLINI (pAarMeHT, Kak IPENCTaBJIEHO B
HacrosimeM onucaHuu. Hacrosimee wu300peTeHHe IOMOJHUTENBPHO OTHOCUTCS K KJIETKaM-
X03s51€BaM, SKCIPECCUPYIOIINM HYKJIEUHOBBIE KHCIJOTBI, KOAUPYIOIINE aHTHUTENO MPOTUB av6
WA €ro AaHTUTCHCBS3BIBAIOIIUN (PparMEeHT, Kak NPEACTABICHO B HACTOALIEM OIMHCAHUU.
Hacrosimmee wn3o0pereHne MONMOMHUTEIBHO OTHOCUTCS K KJIIETKAM-XO35€BaM, COMEp KaluM
BEKTOPBI, COAEPIKAIINE HYKJIEHHOBbIE KHCIIOTHI, KOAUPYIOIINE aHTUTENO MPOTUB av6 Miu ero
AHTUT€HCBA3BIBAIOIINN (PPArMEHT, KaK MPECTABIEHO B HACTOSIIEM ONHCAHUU.

[0126] Anturena mpotuB avf6, NpeACTABIEHHbIE B HACTOALIEM OINHUCAHUH, MOXHO
HOJIy4aTh XOPOLIO M3BECTHBIMU PEKOMOWHAHTHBIMH CIIOCOOAMH C HCIIOJNB30BAHUEM XOPOLIO
U3BECTHBIX CHUCTEM 3KCIPECCHUPYIOIIUX BEKTOPOB U KJIETOK-XO035€B. B OAHOM M3 BapHaHTOB
ocyiiecTBiieHUs1 aHtutena nony4dailoT B kietkax CHO ¢ wucnonp3oBaHHEM  CHUCTEMBI
skcnpeccupyromero Bekropa GS, kak omucano B De la Cruz Edmunds et al., 2006, Molecular
Biotechnology 34; 179-190, EP216846, natente CIIIA Ne 5981216, WO 87/04462, EP323997,
natenre CIIIA Ne 5591639, narenre CIIIA Ne 5658759, EP338841, narenre CIITA Ne 5879936
u nateHTe CIIIA No 5891693.

[0127] MoHOKIOHANBHBIE AHTUTENA MPOTHB VPO, TPEICTaBICHHbIE B HACTOSIIEM
OMKCAHUM, HANPUMEP, MOXKHO MOJy4aTh THOPUIOMHBIM CIOCOOOM, BIIEPBbIE OMHCAHHBIM B
Kohler et al., Nature, 256, 495 (1975), umm cnocobamu pexkombOuHantHoi JIHK.
MOHOKJIOHANIbHBIE AHTHTENIAa TaK)K€ MOXHO BBIACHATh U3 (paroBbIx OHOIMOTEK AaHTUTEN
cnocobamu, onrcanabiMy, Hanpumep, B Clackson et al., Nature, 352, 624-628 (1991) u Marks et
al., JMol, Biol., 222(3):581-597 (1991). MOHOKJIOHaJIbHbIE AHTHUTENA MOXKHO IMOJIy4aTb W3
m000ro MOAXOMSIIEro MCTOYHHMKA. TakuMm o0pa3oM, Hampumep, MOHOKJIOHAJIbHBIE AHTUTENA
MOJKHO TIOJIy4aTh M3 THOPUAOM, MOJyUYEHHBIX U3 B-KJIETOK Cee3eHKH MBIIIH, MMOJTYYeHHbIX W3
MbIIIEH, WMMYHH3HUPOBAHHBIX MHTEPECYIOIINM aHTUT€HOM, Hampumep, B (opme KIEeTOK,

OKCIIPECCUPYIOIHUX AHTUICH Ha IMMOBECPXHOCTH, HIIN HYKJ'IGI/IHOBOI\/'I KHUCJIOTHI, KOI[I/IpyIOH_Ieﬁ
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MHTEPECYIOINH aHTHUreH. MOHOKJIOHAIbHBIE aHTUTENAa TaKkKe MOXKHO TMOJy4aTh U3 THOPUAOM,
MOJIyYEHHBIX U3 AHTUTEJIO-3KCIPECCUPYIOLUX KJIETOK HMMMYHU3UPOBAHHBIX JIHOJEH WU He
SABIIAIOIINXCS YEJIOBEKOM MIIEKOIMTAIOLINX, TAKUX KaK KPbIChI, COOaKH, MPUMaThI U T. 1.

VII. KoHBIOraThl aHTHTEJ10-JIEKAPCTBEHHOE CPEACTBO

[0128] AnTuTena mporuB avB6 MOXKHO KOHBIOTUPOBATb C IUTOTOKCHYECKUMH HIIH
LIUTOCTATUYECKUMH OCTaTKaMu (BKJFOYash MX (hpapMaLEeBTHYECKH COBMECTHUMBIE COJIM) C
oOpa3oBaHMEeM  KOHBIOTaTa  aHTHTeNO-NekapcTBeHHoe  cpenctBo  (ADC).  Ocobenno
MOIXOMAIIUMH OCTaTKaMU JUJIsl KOHBIOTAIMM C AQHTUTENIaMU  SIBJISIFOTCS  ITUTOTOKCHYECKHE
cpeactsa (HampuMep, XUMHOTEPANEBTHUECKHE CPEACTBA), MPOJIEKapCTBO-KOHBEPTUPYIOIINE
(bepMeHTBI, PaTUOAKTUBHBICE HW30TONBI WM COCOUHEHHMS WJIM TOKCHUHBI (3TH OCTaTKU B
COBOKYIHOCTH OOO03HA4YaIOT KaK TEepaneBTHYECKOe cpencTBo). Hampumep, aHTUTENO MpPOTHB
avB6  MOXHO  KOHBIOTHPOBATH C  LIUTOTOKCHYECKHM  CPEICTBOM, TaKUM  Kak
XUMHOTEPAIIEBTUYECKOE CPENCTBO, WJIM TOKCHHOM (HampuMep, LHUTOCTATUYECKUM MU
LUTOLMIHBIM CPEIACTBOM, TaKHUM Kak, Hampumep, aOpuH, pHLUUH A, TCEeBIOMOHAIHBINA
SK30TOKCHH WJIN TN TEPUHHBINA TOKCHH).

[0129] AwnTuTeno npotuB ovPO MOXKHO KOHBIOTHPOBAaTH C  MPOJIEKapCTBO-
KOHBepTHpYOIUM (pepmeHToM. [IponekapcTBO-KOHBEPTUPYIOMUI (PEPMEHT MOXKHO TIOABEPTaTh
PEKOMOMHAHTHOMY CJIMSTHHIO C AaHTUTEJIOM WUJIM XUMHUYECKH KOHBIOTUPOBATh C HUM U3BECTHBIMU
criocod0amu. [IpumepamMu  NPOJIEKAPCTBO-KOHBEPTUPYIOIUX  (PEPMEHTOB  SIBISIFOTCS
kapOokcunentunaza G2, Oera-MIIOKypoHHUIA3a, NEHULWUINH-V-aMuaas3a, NeHHIUUnH-G-
amuzasa, B-nakramasa, B-rimroko3uaa3a, HUTpaTpeaykrasa u kapookcumnenruaasa A.

[0130] CriocoObl KOHBIOTALIMK TEPANIEBTUYECKIX CPEACTB C OeNKamu, U B YaCTHOCTHU C
aHTUTeJaMH, XOpOILO W3BECTHbI (CM., Hampumep, Arnon et al, "Monoclonal Antibodies For
Immunotargeting Of Drugs In Cancer Therapy,” B Monoclonal Antibodies And Cancer Therapy
(Reisfeld et al. eds., Alan R. Liss, Inc., 1985); Hellstrom et al, "Antibodies For Drug Delivery," B
Controlled Drug Delivery (Robinson et al. eds., Marcel Dekker, Inc., 2nd ed. 1987); Thorpe,
"Antibody Carriers Of Cytotoxic Agents In Cancer Therapy: A Review,” B Monoclonal
Antibodies '84: Biological And Clinical Applications (Pinchera et al. eds., 1985); "Analysis,
Results, and Future Prospective of the Therapeutic Use of Radiolabeled Antibody In Cancer
Therapy,” B Monoclonal Antibodies For Cancer Detection And Therapy (Baldwin et al. eds.,
Academic Press, 1985); u Thorpe et al, 1982, Immunol. Rev. 62:119-58. Takxe cm., Hanmpumep,
nyonukaruo PCT Ne WO 89/12624).

[0131] TepameBTuUeckoe CPEACTBO MOXKHO KOHBIOTHPOBATh TaK, YTOOBI CHIDKATh €ro
AKTUBHOCTb, €CJIM OHO HE OTIIEIUIETCS OT aHTHUTEeNa (HarpuMep, MOCPENCTBOM THIPOIN3A,
Aerpajalvi  aHTUTENa WM TOA  JeHCTBUEM  pacCIIeIUBIIOINero  cpeactsa). Takoe
TEparneBTUYECKOE CPEACTBO MPUCOEAUHSIOT K AaHTUTENy C paclelUIsIeMbIM JIMHKEPOM,
YYBCTBUTEJIbHBIM K pACIIEIUICHUIO BO BHYTPHUKJIETOYHOH cpene ov6-3kcmpeccupyromei
3JI0KAYECTBEHHOMN KJIETKH, HO, MO CYIIECTBY, HEUYBCTBUTEIbHON K BHEKJIETOUHOH Cpefie, TAKUM
o0pa3oM, YTO KOHBIOraT OTLICIUIETCS OT AHTHUTENa, KOrAa OH HWHTEepHanu3yercss ovfo6-

SKCIIPECCUPYIOIIEH 3JI0Ka4eCTBEHHON KIIETKOH (HarpuMep, B SHIOCOMAIBHOM WUJIH, HAIIpUMED, B
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CUJly 4YYyBCTBUTEIBHOCTM K pH wHauM dyBCTBUTENBHOCTH K MpOTEa3e, B JIM30COMAJIbHOM
OKPY>KE€HHH WUJIH B KABEOJSIPHOM OKPY>KEHUH).

[0132] Kak mpaBuno, ADC comepXuT JNMHKEPHYIO O0NAaCTh MEXAY TepaneBTHUECKHM
CPEACTBOM U aHTUTENOM NpoTuB ovP6. Kak ykasaHo Bbllle, Kak MPaBUIIO, JIMHKEDP OTLIETUIAETCS
BO BHYTPUKJIETOYHBIX YCJOBHUSIX, TAaKUM 0O0pa3oM, YTO pacCIUeIUIeHHe JIMHKepa MPHBOAUT K
BBICBOOOXKJICHUIO TEPAIeBTUUECKOrO CpPEeACTBA M3 AaHTHTENa BO BHYTPHKIETOUHOH Cpene
(Hanmpumep, B JM30COME, WJIM SHIOCOME, WM KaBeose). JIMHKep MOXeT SIBIISITbCS, HAalpHMep,
NENTUAUIBHBIM JIMHKEPOM, pACIIEIUIIeMbIM BHYTPUKJIETOYHOM NENTUAA30M WM IMPOTEa3oH,
BKJIIOYAsl JIN30COMAJIbHYIO WM OSHIOCOMANBbHYIO MpoTea3y. Kak mnpaBuio, nenTUaUIbHBIN
JUHKEp HMMEET [JIMHY MO MEHbIIEH Mepe Be aMHUHOKMCIOTBl WM IO MEHbLIEH Mepe TpH
AMHHOKHUCJIOTHI. Paciienisiromume cpecTBa MOTyT BKJIKOYATh KarencuHbl B u D u miasmuH (cMm.,
Hanpumep, Dubowchik and Walker, 1999, Pharm. Therapeutics 83:67-123). Haubonee
TUMAYHBIMA ~ SIBJIFOTCS  NENTUAWIBHBIMU  JIMHKEPAMH, paCIIeIUIIeMbIMA  (PEepPMEHTaMH,
NPUCYTCTBYIOLIMMH B 0avB6-3KcripeccupyroOmux kierkax. Hampumep, MOXHO HCIOJNIb30BaTh
NEeNTUAWIbHBIA  JIMHKEP, pacUlelIsieMblid THOJ-3aBUCUMOW TNPOTEa30H  KaTencCUHOM-B,
BBICOKOIKCIIPECCUPYIOIIEHCS B 3JIOKAY€CTBEHHOW TKaHHU, (HampuMep, JUHKep, conepskamuii Phe-
Leu mm nmentun Gly-Phe-Leu-Gly). lpyrue Takue JHHKEpPBHI ONMHCAHBI, HAPHMEpP, B MATEHTE
CIITA Ne 6214345. B KOHKpETHbIX BapHUaHTax OCYLIECTBJIEHUS MENTUAWIBHBIA JHUHKED,
pacIIIIsieMblil BHYTPUKJIETOYHOM mpoTea3ol, cogepxut qunkep Val-Cit i qunentun Phe-Lys
(cm., Hanpumep, mateHT CIIIA Ne 6214345, B KOTOPOM OINMUCHIBAIOT CHHTE3 JOKCOPYOHIIMHA C
muakepoM  Val-Cit). OnpHuM H3  NPEeUMMyLIECTB  HCIIOJIB30BAHMA ~ BHYTPHUKJIETOYHOTO
IPOTEOJIUTHYECKOTO BBICBOOOXKIEHHUS TEPAIEBTUYECKOTO CPENCTBA SIBJIAETCS TO, UYTO CPEACTBO,
KaK TMPaBWIO, OCHAONSAIOT NMPH KOHBIOTAIMU, U CTAOMIbHOCTh KOHBIOIATOB B CHIBOPOTKE, Kak
IIPABUJIO, SIBJIIETCS] BBICOKOM.

[0133] Pacmennsiemblii  JHUHKEp MOXeT sBJIATbCS  pH-4yBCTBUTENBHBIM, T.€.
YyBCTBUTEJIbHBIM K THAPONM3Y MNOpu HekoTopbix 3HaueHusx pH. Kak npasuno, pH-
YyBCTBUTEJIbHBIN JIMHKEP TUAPOIU3YETCS B KUCIBIX yCaoBHsaX. Hanpumep, MOKHO HCIIONIB30BAaTh
KHUCJIOTO-NAOWIIBHBIA  JIMHKEp, THAPONM3YeMbIi B JU30cOMe  (Hampumep, THAPA3OH,
ceMHKap0a30H, THOCEeMUKapOa30H, LMC-aKOHUTOBBIA aMHI, OpTO3(Hp, aueranb, KeTajdb MU
T.11.) (cm., Hanmpumep, mateHTbl CIIIA NeNe 5122368; 5824805; 5622929; Dubowchik and
Walker, 1999, Pharm. Therapeutics 83:67-123; Neville et al, 1989, Biol. Chem. 264: 14653-
14661). Takue TMHKEPHI SABIISIOTCS] OTHOCUTENIBHO CTAOUIIBHBIMH B YCJIOBUSIX HEHUTpajbHOTO pH,
TAaKUX KaK B KPOBH, HO HECTaOWJIbHBIMU NpH Oosiee Hu3koM pH 5,5 nmm 5,0, nmpubnusurensHOM
pH mu3ocoMbl. B HEKOTOPBIX BapuaHTax OCYILUECTBIEHUS TMAPOJU3YEMbIA JIMHKED SIBISAETCS

THO3(UPHBIM  JUHKEPOM (TaKUM KAk, Hampumep, THOX(PHUP, TPUCOESAMHEHHBIH K

)
TEPANIeBTHYECKOMY CPEICTBY C MOMOIIBIO aIMIKapOa30HOBOW CBS3HM (CM., HampuUMeEp, MATEHT
CIIIA Ne 5622929)).

[0134] [pyrue JUHKEpHI PACLICTUISTIOTCS B BOCCTAHOBUTEIBHBIX YCJIOBUSX (HAMIPUMED,
nucyabpuaHbd JUHKEp). JucyappuaHble JTUHKEPHI BKJIIOYAIOT JIMHKEPBI, KOTOPHIE MOTYT

oOpaszoBeiBaTbcst ¢ momombid SATA  (N-cykumHumuami-S-aneruntaoanerara), SPDP (N-
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CYKLUMHUMHINI-3-(2-TUPUANIIIUTHO )IIPOITNOHATA), SPDB (N-cykumanMuani-3-(2-
nupuannautao)oyrupara) U SMPT (N-cyKIMHUMUANI-OKCHKapOOHUI-aIb(a-MeTui-anbda-(2-
nupuaunautao)ronyona), SPDB u SMPT (cm., Hanpumep, Thorpe et al, 1987, Cancer Res.
47:5924-5931; Wawrzynczak et al, In Immunoconjugates: Antibody Conjugates in
Radioimagery and Therapy of Cancer (C. W. Vogel ed., Oxford U. Press, 1987. Taxxke cm.
nateHT CIITA Ne 4880939)).

[0135] JIuakep Takke MOKET SIBIATbCS MajoHAaTHBIM JuHKepoM (Johnson et al, 1995,
Anticancer Res. 15:1387-93), a manenmunobenzomnbabIM uHKepoM (Lau et al, 1995, Bioorg-
Med-Chem. 3(10):1299-1304) wnu 3'-N-amugneiv aHanorom (Lau et al, 1995, Bioorg-Med-
Chem. 3(10):1305-12). JIunkep Takke MOXKET SIBIATbCS MaJOHATHBIM JiuHKepoM (Johnson et al,
1995, Anticancer Res. 15:1387-93), manenmunodenszomnpHbiM JuHKepoM (Lau et al, 1995,
Bioorg-Med-Chem. 3(10):1299-1304) unu 3'-N-amuasbim anasiorom (Lau et al, 1995, Bioorg-
Med-Chem. 3(10):1305-12).

[0136] JluHkep Takike MOXKET SIBJISITBCS HEPACIIEIISIEMBIM JIMHKEPOM, TaKUM Kak
MaJIEUMHI0-JIKHJIEHOBBIA WM MAJEUMHUAO-aPWIbHBINA JIMHKEP, HAPSMYIO MPHUCOEIUHEHHBIN K
TEPANeBTHUECKOMY  CPEACTBY  (Hampumep,  JIEKAPCTBEHHOMY  CPEACTBY).  AKTHUBHOE
JIEKApCTBEHHOE CPEICTBO-JIMHKEP BBICBOOOXKIAETCS MTPH AeTPpajallii aHTUTENA.

[0137] Jlunkep MOkeT CnocOOCTBOBATh WHTEPHATU3ALMN B KJETKY. JIMHKED MOKET
CIOCOOCTBOBaTh MHTEPHAIU3ALMH B KJIETKY NMPH KOHBIOTAIMHM C TEPANeBTUYECKUM CPEICTBOM
(T.e. B yCIOBHAX OCTaTKa JHMHKep-Teparnesruyeckoe cpenctso B ADC wmm npousBogHom ADC,
KaK INPECTaBIEHO B HACTOSIIEM OMHUCAHUM). AJITEPHATHBHO, JUHKEP MOKET CIIOCOOCTBOBATH
UHTEPHAIM3ALMM B KJIETKY IPU KOHBIOTALMK C TEPANEBTHYECKUM CPEICTBOM M aHTUTEJIOM
npotus avB6 (1.e. B ycnosusax ADC, kak rpeacTaBieHO B HACTOALIEM ONUCAHUH).

[0138] AHTHUTENO MPOTHB VPO MOKHO KOHBIOTHPOBATh C JMHKEPOM Yepe3 reTepoaToM
aHTUTeNa. OJTU TeTepoaToMbl MOIYT IPHUCYTCTBOBATb HAa AHTHUTEJIE B CBOEM IPUPOIHOM
COCTOSIHUH, WJIM UX MO’KHO BCTPAaWBaTh B aHTUTENIO. B HEKOTOPBIX aCMeKTax aHTUTENO MPOTHB
av6 OyayT KOHBIOTUPOBATH C JMHKEPOM Yepe3 aTOM a30Ta OCTaTKa JIM3MHA. B npyrux acrnekrax
AHTHUTEJNIO MPOTUB a6 OyIyT KOHBIOTUPOBATH C JIMHKEPOM Yepe3 aTOM CepPbl OCTATKA LIUCTEHHA.
OcTaTok UCTENHA MOXKET SIBJIATHCS] MPUPOIAHBIM MJIM CKOHCTPYHPOBAHHBIM B aHTUTENE. B 3TOH
o0acTu crocoObl KOHBIOTALUY JIMHKEPOB M JIEKAPCTBEHHOTO CPEACTBA-JIMHKEpPA C AaHTHTEIAMHU
Yyepe3 OCTATKH JIM3UHA U [IUCTEMHA U3BECTHBI.

[0139] Ilpumepbl KOHBIOTATOB AHTHUTENIO-JIEKAPCTBEHHOE CPENCTBO  BKJIFOYAIOT
KOHBIOTaThl aHTHUTENO-JIEKAPCTBEHHOE CPEACTBO HA OCHOBE aypHCTaTHHA (T.€. JIEKApCTBEHHBIM
KOMITOHEHTOM SIBJIIETCSI JIEKAPCTBEHHOE CPEICTBO aYPUCTATHUH). AYPUCTATUHBI CBS3BIBAIOTCS C
TyOyJIMHOM U, KaK MIOKa3aHO, MPOTHBOAEHCTBYIOT TUHAMUKE MUKPOTPYOOUEK U ACTCHHUIO Aapa U
KJIETOK, & TAaK)K€ UMEIOT MPOTHBOOMYXOJIEBYI0 aKTUBHOCTh. Kak MpaBuiio, KOHBIOTAT aHTHTEJIO-
JIEKApCTBEHHOE CPEICTBO HAa OCHOBE aypHCTAaTHHA COAEPKHUT JMHKEP MEXIY JIeKapCTBEHHBIM
CPEACTBOM aypUCTATHMHOM M AHTUTEJIOM MpOTHB avf6. JIMHKEp MOXET SBIATHCS, HApUMEp,
pacuierisieMbIM JINHKEPOM (HampuMep, NENTUAWIbHBIM JIMHKEPOM, YTJIEBOIHBIM JIMHKEPOM)

WM HEPACIIEIUIIEMbIM JINHKEPOM (HarpuMep, JUHKEPOM, BBICBOOOXKIAEMBbIM IPH JAErPajaliuu
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aHTHTeNa). AYPUCTATHHBI BKIIOYAIOT (B Ka4€CTBE HEOTPAHUYHMBAIOIIUX MPUMEPOB) aypUCTATHH
T, MMAF u MMAE. CuHre3 u CTpyKTypa IPUMEPOB aypUCTATHHOB OINUCAHBI B MATEHTHBIX
nyOmukanusix CIIA NeNe 7659241, 7498298, 2009-0111756, 2009-0018086 u 7968687, kaxkaast
U3 KOTOPBIX BKJIIOUEH B HACTOSIIEE OMUCAHNE B KAUECTBE CCbUIKU B TIOJHOM O0OBEME U JJIS BCEX
LeJen.

[0140] TIlpumepsl KOHBIOTATOB AHTUTENO-JIEKAPCTBEHHOE CPEICTBO Ha OCHOBE
aypUCTAaTHHA BKJIIOUAIOT KOHBIOTAThI aHTUTENO-JekapcTBeHHOe cpeactBo VEMMAE (umu 1006),
veMMAF u mcMMAF, kak moka3aHO HUMXKe, TIe P MpencraBisieT coOOi JieKapCTBEHHYIO
Harpy3ky, Ab sIBJISIeTCS aHTUTEJIOM MPOTHUB A0, KaK MPENCTaBIEHO B HACTOSIIEM OMUCAHUU,

val-cit i "vc" npencrasiser coO0i TUMENTH BAJTUH-IIUTPYIUIUH:
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WK X (papMaleBTUYECKU MPUEMIIEMYO COJb. JIeKapCTBEHHAs! Harpy3ka yKasaHa Kak p,
KOJIMYECTBO MOJIEKYJ JIEKAPCTBEHHOTO CPEACTBAa-JIMHKepa Ha aHTuUTeNno. Uto kacaercss ovf6-
HALICJICHHBIX KOHBIOTAaTOB AHTUTENO-JIEKAPCTBEHHOE CPENCTBO, NOACTPOYHBIA HMHAEKC P
COOTBETCTBYET JIEKAPCTBEHHOW Harpy3Kke U, B 3aBUCUMOCTH OT KOHTEKCTa, MOKET MPEACTABIIATh
cO0O KOJMYECTBO MOJIEKYJ JIEKAPCTBEHHOTO CPEACTBA-JIMHKEpPAa, MPHCOSAMHEHHBIX K
OT/AEJBHON MOJIEKYJIE aHTUTENAa U, B CBA3U C OTUM, SIBJSIETCA LEJBbIM YHCJIOM, WIH MOXKET
MPEICTaBIISITh COOON CPENHION JIGKAPCTBEHHYIO HATPY3KY U, B CBSI3U C 3THM, MOXKET SIBJIITHCS
LEeJIbIM WM HELEJbIM 3HAY€HHEM, HO, KaK MPABUJIO, ABJISIETCS HeUeNdbIM 3HaueHueMm. CpenHss
JIEKapCTBEHHAs Harpy3ka MpencTaBisieT coOON CpeaHee KOJUYEeCTBO MOJIEKYJ JIEKapCTBEHHOTO
CpeACTBa-JIMHKEPAa HA aHTUTENO B NONyJAUU. HacTo, HO HE BCeraa, KOraa aBTOPbl HACTOSLLETO

I/1306peTeHI/IH CChUIAKOTCSA Ha aHTUTEJIO, HAITPUMEP, MOHOKJIOHAJIbHOC aHTHUTEJIO, OHU CChUIAIOTCS



36

Ha TOMyJSILUIO MOJIEKYJ aHTUTel. B  xoMmosunuu, copepkamed MNOMyJsIUI0 MOJIEKYII
KOHBIOTaTOB AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO, CPEAHss JIEKAPCTBEHHAs] Harpyska sIBJIETCS
BAXKHBIM Kaue€CTBOM, T.K. OHO OIpPEAENsAeT KOJMYECTBO JIEKAPCTBEHHOIO CPEACTBA, KOTOPOE
MO>KHO JOCTABUTb B KJIE€TKy-MHIIEHb. [IpOIIEHT HEKOHBIOTMPOBAHHBIX MOJIEKYJ AHTHUTEN B
KOMITIO3UILIMH BKJIIOUEH B CPEHEE 3HAUEHUE JIEKAPCTBEHHON HArpy3KH.

[0141] B mnpennmoYTHUTENBHBIX AacCHeKTaX I10 HACTOALIeMY HW300PETeHUIO CpemHsI
JIEKapCTBEHHAsl Harpy3ka B OTHOLICHMM KOMIIO3MLIMH, COIAEP:KALIEH MOMYJIALHUI0 COCIUHEHHM
KOHBIOTATOB aHTHUTENIO-JIEKAPCTBEHHOE CPEICTBO, COCTaBJsieT OT 1 10 mpuOIM3UTENsHO 16,
NPEATIOYTUTENIBHO - OT MPHUONU3UTENBHO 2 10 npubiu3uTenbHo 14, Gonee mpeArnouTUTENBHO -
oT mpubnm3uTensHo 2 1o npubnmsurtensbHo 10. B Bapuante ocyimectsienust DAR cocrasisier ot
NpUOIU3UTENBHO 2 10 NMPUOIM3UTENRHO 5. B nonomHuTensHOM BapuanTe ocyuectierns DAR
cocraBisieT 4. B npyrom Bapuanrte ocymectiaeHus DAR cocTaBisier oT nmpuOIM3UTENBHO 6 110
npubnusutensHo 10. B pomonauTensHOM BapuanTe ocymectBieHuss DAR cocraBmsier 8.
CpenHee KOJIMUYECTBO JIEKAPCTBEHHBIX CPENCTB HA AHTUTENO B [penapaTre MOXKHO
OXapaKTEePU30BbIBATh OOINENMPUHATBIMU CIIOCOOaMHU, TaKMMH Kak Macc-criektpockomusi, HIC,
ELISA u BDXX. B HekoTOpbIX acmeKkTax aHTUTEIO NPOTHUB ov30 TPHCOSIUHSIOT K
JIEKapCTBEHHOMY CPEICTBY-JIMHKEPY Yepe3 OCTATOK LUCTEHHA aHTUTeNa. B HEKOTOPBIX acmeKkTax
OCTaTOK LIUCTEHHA SIBJISIETCS] OCTATKOM, CKOHCTPYMPOBaHHBIM B aHTUTene. B apyrux acmekrax
OCTaTOK LIUCTEHHA SBIISIETCS OCTATKOM LUCTENHA MEXKIETIOUEYHON AUCYIb(UIHOMN CBSI3H.

[0142] B HeKOTOpBIX BapUaHTax OCYIIECTBJICHHUS  BCTPAUBAaHUE  IMOJHUMEPA
NOJIMSTWIICHTTIMKONIST B KauecTBe OOKOBOM LiemM B  pacUIeTuisieMblil  [-TJIFOKYpPOHHUIHBIN
JeKapcTBeHHoe cpenctBo-muHkep MMAE no3Bonsier mnonydaTb KOHBIOTATbl AHTUTENO-
JIEKapCTBEHHOE CPEACTBO CO CHIDKEHHBIM IUIA3MEHHBIM KJIHPEHCOM U  IOBBIIIEHHOM
IIPOTUBOOIYXOJIEBOM AKTUBHOCTBIO B MOJENAX KCEHOTPAHCIUJIAHTATOB IO CPaBHEHHIO C
HEMermIMpOBaHHBIM  KOHTposleM.  Takum  oOpa3oM,  OCOOEHHO  NpPeaNnOYTUTEbHbIE
JIEKapCTBEHHbIE CPEICTBA-JIMHKEPhl Il TNPHCOSAVNHEHMs K aHTUTENaM [0 HAaCTOSIIEMY
U300pETEHUIO UMEIOT clienyromnyto Gopmyiy V:

COzH

BeNrastreiihatae

R21
Z—HN N Q
HJL(/\ n

V)

win uxX (papMareBTUYECKH pruemMiieMast COJib.
[0143] IlpennoururenbHast CTEPEOXUMHUS AJI1 TAKOTO JIEKAPCTBEHHOTO CPENCTBA-JIMHKEPA

NoKa3aHa Hroke B popmyiie Va:
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COH
o 2 i H @ y oH
HOT "0 Me O Me OMeOQ CH.C O

OH Q. _NH

Dj’NH o
R21
Z—H .JIMHJLG/\OX {Va)

win ero apMarneBTUYeCKH pueMyieMoii conu, rue B popmynax V u Va Z npexncrasinsier
co0Ol OpraHMYeCKUH OCTaTOK, WMEIOIIUIl aKTHBHBIH LIEHTP, CIIOCOOHBIN pearuposaTh C
(YHKIMOHAJILHOM TPYIIION HA AHTUTENE C KOBAJICHTHBIM MPUCOEAMHEHHEM K HEH, N HaAXOIUTCS
B Jnuana3oHe or 8 po 36 wu, Haumbojee mnpeanoutuTenbHo, oT 8 g0 14 (Hambonee
MpeanoyYTUTeNbHO -  12), R?!  spasercs €AUHULENH JJs  K3IMUPOBAaHUS  OCTaTKa
MOJNUATUIIEHTINKOI, peanoututensHo - CH3 nimm -CH,CH,CO-H.

[0144] IlpennoyTUTENbHBIM OCTATOK Z SIBISETCA MAaJEUMUA-COAEPIKAIINM OCTATKOM.
OcobeHHO TPeanoYTUTENbHbIE OCTaTKH Z TOKa3aHbl B JICKAPCTBEHHBIX CPENCTBAX-JIMHKEpax

HIMXKE:
COzH OH
HO,

Q 0
H H
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0 D v A
Hrsll "
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win ux (papMareBTUYECKH MPUEMIIEMON COJIH.
[0145] IlpennmouruTrenbHast CTEPEOXUMUS ISl TAKUX JIEKAPCTBEHHBIX CPEICTB-JIMHKEPOB

IIOKa3aHa HUXKE:
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» COH i hoO 4 CH
IeSraatrestmesae
HO o Me QO Me OMeQ CH;O O

OH O, _NH

q\}\ I’N\ )LE/\ )R21 (VIa)

RPR
CO,H OH
O o’@/\ Me OMeD CHD O
OH 0. NH

8]
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WM uX (papMareBTUYecKn npuemieMon conu, rae B ¢popmynax VI VIa, VII u VIla n
HAXOAWTCA B nuamnaszoHe oT 8 no 36 u, Hambojee mpenmodtureabHO, oT 8 no 14 (Hambonee
MPEATIOYTUTENBHO - 12), R™ sBmstercs atomom BOJIOPOZAa WJIM 3aIMUTHOM IPYIIION, HampuMmep,
KHUCJIOTO-JTAOWIIbHOM 3aIquTHOW rpymmoi, nHampumep, BOC, R? sBusercs enuHuuen s
K3MUPOBAHUSA OCTaTKa MOJIUATUIIEHIJINKOIIA, TpeanoyututenbHo - CH3 unu -CH,CH,CO,H.

[0146] Kak yka3aHO BbIlIE, R™ moxer sBnaThCS aTomMom BOJIOPOJa WJIM 3aLUTHOU
rpynmnoii. B pamkax u3oOpereHHs TepMHHBI "3alIUTHBIE TPYIIBI" OTHOCATCS K TIPYyIIIam,
CEJIEKTMBHO  OJIOKMPYIOIIUM, BPEMEHHO WM  TOCTOSHHO,  AaKTHBHBIH  IIGHTP B
MHOTO()YHKIIMOHAJIBHOM COCIUHEHHH. 3alUTHAsl IPyNNa SBISETCS MOAXOASIIEeH 3aIlluTHOM
TPYIINON, €CJT OHA MOXKET TMO3BOJISITh PEAOTBPALIATh WK N30eraTh HeXeJaTeIbHbIX MOOOYHBIX
peakiuil WM TpPeXAEBPEMEHHOM IMOTEepU 3alIUTHONH TPYINIbl B PEAKLUOHHBIX YCJIOBUSX,
HEOOXOIUMBIX JJIsl OCYIIECTBJICHHUS KEJaeMOr0 XHWMHYECKOTO MpeBpalleHus rae-1udo B
MOJIEKYJIe U BO BPEMsl OYHCTKUA HEJAaBHO OOPa30BAHHON MOJIEKYJIBbI, TIPHU JKEJAHUH, U €€ MOXKHO
yIAJSATh B YCJIOBUSIX, HE BIMSIOLIMX HEOJArONPUSATHO HA CTPYKTYPY WIIH CTEPEOXHMUYECKYEO
LIEJIOCTHOCTh HENAaBHO O0pa3oBaHHOW Mosekynbl. [logxonsdmmue 3aiquTHbIE aAMUHOTPYIIIBI
BKJIFOYAIOT KHCJIOTO-JTAOMJIbHBIE a30THBIE 3alIUTHBIC TPYMIbI, BKJIIOYAs OMHMcaHHbIE B Isidro-
Llobel et al. "Amino acid-protecting groups" Chem. Rev. (2009) 109: 2455-2504. Kak npasuJo,
KHUCJIOTO-Na0WIIbHAsE a30THAsl 3alMTHAsl TPYINIa MPEBpalaeT MEePBHYHYIO WM BTOPUYHYIO
AMUHOTPYIIY B COOTBETCTBYIOILIMHA Kapbamar w©  BKIodaer t-OyTwi-, amwmwi- U
OeH3mkapOamaThl.

[0147] Kak yka3aHO BBIIIE, R* sBustercs emumumueit K3IIUPOBAHUs ISl OCTaTKa
nojmsTIIeHruKosl.  Kak  Oynmer MOHATHO crenuamucraM B 3TOM  00JacTH,  €IUHHLIBI
MOJIMATUJICHTVIMKOMST MOKHO K3MHUPOBAaTh HAa KOHLAX C HCIOJb30BAHHUEM ILIMPOKOTO CIIEKTPa
OpPraHMYEeCKUX OCTATKOB, KaK MPAaBUJIO, SABJSAIOLINXCS OTHOCUTENBHO XUMUUECKH HEAKTUBHBIMU.

Anxun u 3aMCIICHHBIC AJIKUJIbHBIC I'PYIIIIBI ABJISAKOTCS NPEANTOUYTUTCIIbHBIMU.
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[0148] B cayuae nerunupoaHHbix ADC MMAE, npumepbl KOTOPbIX NPHUBENEHbI B
HACTOSIIIEM OIHCAHWM, OCOOEHHO TPEANIOUTUTEIbHAS CPENHsAs JIeKapCTBEHHAs Harpyska
coCTaBysieT MNpuOIM3UTENbHO 8. B WUIIOCTPaTHBHBIX  BapHMAaHTaX  OCYLIECTBIIEHHS
JIEKapPCTBEHHBIE CPENCTBA-IMHKEPbI KOHBIOTUPOBAHBI C OCTATKAMH LIUCTEMHA BOCCTAHOBJIEHHBIX
MEXLENOYeUHbIX JUCYIbQUAHBIX CBA3ed. B HEKOTOpBIX acrmekTax TO4YHAasl JIeKapCTBEHHAs
Harpy3ka AJisl OTAENbHBIX MOJIEKYJ AaHTUTEN B MOMYJISILMU COCIUHEHUN KOHBIOTaTOB aHTUTEJNO-
JIeKapCTBeHHOe cpeacTBo cocrapisier or | g0 10 (wmm or 6 mo 10 wim or 6 mo 8) ¢
npeolyanaroniel JieKapcTBEHHOM Harpy3kol 8. bojiee BBICOKOH JieKapCTBEHHON Harpy3Ku
MOJKHO JOCTHraTh, HAIPUMED, €CITH, B IOTIOJHEHHE K MEXKLEMOYSUHBIM IUCYIb(OUIHBIM CBSI3SIM,
JIEKAPCTBEHHOE CPENICTBO-JIMHKEDP KOHBIOTUPYIOT ¢ BCTPOSHHBIMH OCTaTKAMHM LIMCTEHUHA (TAaKUMHU
KaK OCTaTOK LINCTEUHA, BCTPOSHHBIH B royioskeHne 239 no unpekcy EU).

[0149] ITpumeps ADC BKIFOUAIOT CAEAYIOIMINE:
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win uxX (HapMareBTHIECKH PUEMJIEMYIO COJIb, TAE N HAXOAUTCS B AHara3oHe oT 8 1o 36
u, HanboJsee mpeanodYTuTeapbHO, oT 8 no 14 (Hambosee mpeamoyTHTENHHO - 12), R™® aBnsiercs
aTOMOM BOJOPOAA WJIM 3alIUTHOH TPYIIIOH, HAmpuMmep, KHCIOTO-JAOWIbHON 3aIMTHOM
rpynnoii, Hanpumep, BOC, R*  sBusercs  emummieit KOIUPOBAHUs JUIsl  OCTaTKa

NONMUATIIIEHTTUKOIS, nipennoututesnbHo - CHs wnmm -CH,CH,CO,H. Ab mpencrasnsier coOoii
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AHTHUTENIO MPOTUB OVP6, U p mpenctaBisieT coOOW Ienoe 4Yuciao B auama3one or 1 mo 16,
MPEANOYTUTENBHO - OT 1 10 14, o1 6 10 12, ot 6 10 10 unmn ot 8 10 10 B OTHOLIEHUH OTAEIBHBIX
MOJIEKYJl aHTUTEN WM CpenHell JeKapCTBEHHOH Harpy3ke OT NpPUONU3UTENbHO 4 WM OT
npuONU3NUTENbHO 6 10 NPUONM3UTENbHO 14, MPEANOYTUTENBHO - NPUOIU3UTENBHO 8 B
OTHOLUEHUH MOMYJISILIUA MOJIEKYJI aHTUTEIL.

[0150] Kak yxa3ano Bbiue, PEG-uacTh (MONMATHICHIJIMKONDB) JIEKAPCTBEHHOTO
CpeACTBa-JIMHKEPA MOKET HAXOAUTHCS B AWana3oHe oT 8 1o 36, ogHako, oOHapyskeHo, uto PEG
u3 12 equHUL STUICHOKCUAA SIBJISIETCSI OCOOEHHO MpeanoyTuTenbHbiM. OOHapyKEeHO, 4yTo Oojiee
nnunHble nenu PEG mMoryT mpuBonuTh K Oosiee MEAJICHHOMY KJIMPEHCY, B TO BpeMs Kak Ooee
kopotkue e PEG MoryT mpuBOIUTE K CHIKEHHON akTUBHOCTH. TakuM oOpa3om, HIDKHUI
MHJEKC N BO BCEX BapHAHTaX OCYLIECTBJIEHUs BbILIE COCTABJSAET MPEANOYTUTENBHO OT 8 10 14,
ot 8 1o 12, ot 10 no 12 wnwm ot 10 no 14 u, Hanbonee NpeaNnOYTUTENBHO, 12.

[0151] HMomunucnepcubie PEG, monoaucnepcusie PEG u nuckperasie PEG moxHO
UCIIONB30BaTh Uil TOJY4YEHUs METrMIuPOBAHHBIX KOHBIOIaTOB AHTUTENO-JIEKaPCTBEHHOE
cpenctBo mo Hacrosimemy wusobperenuro. Ilomunucnepcubie PEG sBSIIOTCS reTepOreHHOM
cMechio PEG pasHbIX pa3MepoB U MOJIEKYJIIPHBIX Macc, B TO BpeMs kak MoHoaucnepcHsie PEG,
KaK TPaBUJIO, OYHMINEHBI U3 T€TEPOreHHBIX CMeCel M, TAaKUM O0pa3oM, MMEIOT €OUHYIO JJIUHY
Henu U MOJeKyJsipHyto Mmaccy. llpeamoururenbhbie enmnuiel PEG mpencraBnsitor coOoi
nuckpetble PEQG, coenuHeHus, CuHTe3upyemble TIOCTaJAMMHO, a HE C IOMOILIBIO
nonumepuzanun. Jluckperusie PEG mpeacraBisitor coOoOl OAHY MOJIEKYJy € ONpeaesieHHOU
nnauHOM nenu. Kak u B ciayuyae HIDKHEro uHjaekca "p", B OTHOLIEHUH TMOMYJIALIMN KOHBIOTaTOB
AHTUTEJIO-JIEKAPCTBEHHOE CPEJICTBO 3HAUEHUE HUIKHErO0 MHIEKCAa "n" MOXKET SIBJSTBCS CPEIHUM
KOJIMYECTBOM U MOJKET MPECTABISITh COOOH LIEJOYNCICHHOE WM HeLeJIOUNCIICHHOE 3HAaUEHHE.

[0152] B mpeano4TuTeNnbHBIX BapHAaHTaX OCYIIECTBJIEHUS] KOBAJEHTHOE MPUCOEANHEHHUE
aHTUTENa K JIEKaPCTBEHHOMY CPEICTBY-JIMHKEPY OCYLIECTBIIOT dYepe3 CyIb(OrUAPUIIbHYIO
(YHKLIMOHAJIBHYIO TPYIIIY aHTUTENA, B3aUMOICHCTBYIOIIYIO ¢ MAJICMMUIHON (PYyHKIIMOHAIBHOM
IPYIINONH JIEKAPCTBEHHOTO CPENCTBA-JIMHKEPA ¢ 00pa30BaHHEM THO-3aMEIIEHHOrO CYKIIMHUMU/IA.
CynbdrunpunpHas (yHKIHOHAJIbHAS TPYIMAa MOXKET MPUCYTCTBOBATh HA €IUHUIIC-JIUTAaHNIA B
NPUPOAHOM COCTOSIHUM JIMTAHIA, HANPUMEP, B MPHUPOJHOM OCTaTKE (OCTATKH MEXKIIETIOUEHHOM
OUCYIb(UIHONW CBS3M), WJU WX MOXKHO BCTPAaWBaTh B JIMTAHA TMOCPEICTBOM XHUMHYECKOH
MonupuKamu, Win OUOWHMKEHEepUHW, WU KOoMOuHaiust ux nByx. CreayeT TNOHUMATh, 4TO
AHTHUTEJIO-3aMELICHHBIH CYKLUMHUMHJ MOXKET CYIIEeCTBOBAaTh B THIAPOJIM30BAHHBIX (POpMax.
Hanpumep, B mnpeanouTuTenbHbIX BapuaHTax ocyuiectBieHus ADC coctouT u3 ocraTka

CYKLIMHUMH/IA, KOTOPBIN MPU CBSI3bIBAHUU C AHTUTEJIOM NMPEICTABJIEH CTPYKTYPOI:
Ab N %z

NI COCTOUT U3 COOTBETCTBYIOLIETO OCTATOK aMHUJa KHUCJIOThI, KOTOprfI Ipu CBA3bIBAHUU

C QHTHUTEJIOM TPEICTABJICH CTPYKTYPOH:
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BonHucroli nuHueN yka3zaHa CBsi3b C OCTQJIbHON YaCTbH) JIEKAPCTBEHHOIO CPEACTBA-
JIMHKEPA.

[0153] B HekOTOpBIX BapWaHTaX OCYIIECTBJIEHUS aHTUTENIO TPOTUB OvP6 110
n300peTeHNI0 KOHBIOTHPOBAHO ¢ MOHOMeTminaypuctatiaoM E uepes munkep MDpr-PEG(12)-

gluc, 0Opa3yst KOHBIOTAT AHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO, UMEIOIIUN CTPYKTYPY:

COsH 0 O OH
H H
”Oﬁ Okmj:r“frﬂj;\\rr’@\l)ﬁr”f\@
HOP 0 Ms O Me OMeO CH:0O O
OH O, MNH
8]
21
Ab NJ/LN N)Lﬁ/\o)l:l
H H
Hrr :
RER 1} o0

win ero (papMareBTHUeCKH MPUEMJIEMYIO COJIb, I/Ie N HAXOAUTCS B uamna3oHe oT 8 no 36
U, HauboJee NMpennoyYTHTENbHO, OT 8 no 14 (Hambonee mpeamodTUTENHHO - 12), R™ spmserca
aTOMOM BOJOpPOAA WJIM 3alIUTHON TPYIIIOH, HarnpuMmep, KHCIOTO-JAOMIbHON 3aIMTHOM
rpynnoii, Hanpumep, BOC, R*  sBmsercs emummieit s KOIUPOBAaHUsL ~ OCTaTKa
noJausTUIeHTNKoJs1, npeanouturenbho - CHs wnmu -CH,CH,CO,H, Ab mpencrasnsier coboit
AHTHUTEJIO MPOTUB AV0, U p SBISETCS LEIIOM YHCIOM B AMana3oHe ot 1 1o 16, mpeanoyTuTe bHo
-or 1 go 14, ot 6 1o 12, ot 6 1o 10 unu ot 8 10 10 B OTHOLIEHUH OTAEIBHBIX MOJIEKYJ AHTUTE
WINA CpPEelHEeH JIeKapCTBEHHOW Harpy3ke OT MPUOIM3UTEIbHO 4 WM OT MPHOJIM3HTEIBHO 6 N0
npuOIU3NUTENbHO 14, TPENnoYTUTENhHO - NPUOJU3UTENPHO 8 B OTHOIIEHHH MOMYJISILUN
MOJIEKYJI aHTUTE.

[0154] Tlpumepsl KOHBIOTATOB AHTHUTENO-JEKAPCTBEHHOE CPENCTBO TAKXKE BKJIFOYAOT
KOHBIOTaThl aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HA OCHOBE KAMITTOTEIMHA (T.€. JIEKapCTBEHHBIN
KOMITOHEHT SIBJSIETCSl JIEKAPCTBEHHBIM CPEICTBOM KaMITOTEHMHOM). KaMITOTELHHBI SBISOTCS
UHTUOUTOpAaMH  TOTOM30MEPAa3bl, KOTOPBIE, KaK IIOKA3aHO, HMEIOT MPOTHBOOIYXOJEBYIO
akTUBHOCTb. Kak mpaBuio, KOHBIOraT AaHTUTEJIO-JEKAPCTBEHHOE CpPEICTBO HA OCHOBE
KaMIITOTELIMHA COJEP>KUT JIMHKEDP MEXIy JIEKapCTBEHHbIM CpPEACTBOM KaMITOTELIMHOM H
aHTUTeNIOM TpOoTUB OvPO. JIMHKEp MOXET SBIATHCS, HAMpPUMEP, PACIICTUISIEMbIM JIMHKEPOM
(HarmpuMep, NENTHOWIBHBIM JIMHKEPOM, YIJIEBOIHBIM JIMHKEPOM) WIJIM HEPaCLIeTUISIEeMbIM
JUHKEPOM (HampuMep, JMHKEPOM, BBICBOOOXKIAeMbIM NpU Aerpaganuu aHturena). CuHTe3 u

CTPYKTypa NMPUMEPOB JIEKAPCTBEHHOE CPEICTBO-JIMHKEPOB HA OCHOBE KAMIMTOTELIMHA OMKCAHBI B
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PCT/US19/025968 (monmanHo# S ampens 2019 ronma), BKIIOYEHHOH B HACTOsIIEE ONMUCAHHUE B
Ka4eCTBE CCbUIKU B TIOJTHOM 00beMe U JJIS BCEX IIeJIeH.

[0155] IIpumepsl KOHBIOTATOB AHTHUTENIO MPOTUB OVPO-JIEKapCTBEHHOE CPENCTBO
BKJIFOYAIOT  CJIEAYIOIINE KOHBIOTaThl  aHTUTENO-JEKAPCTBEHHOE CPEACTBO HA  OCHOBE
KaMITOTELMHA, 7€ P TPencTaBisieT cOOOH JIeKapCTBEHHYIO HArpysky, u Ab mpencrasisier
coboit anTHUTENO IPOTUB V0!

[0156] B HekoTOpbIX BapuaHTax ocymiectBieHus: kamnroterH ADC umeer dopmyny
(I0):

2
D

Ahh\&’ﬂﬂ\ﬁf\’n}:\* o ;- H 3

NH, (IC)

wiH ero papMaleBTHUECKH MpUeMiieMasi COJIb,

rae

ADb sIBIISIETCS QHTUTENIOM TTPOTHUB V6,

y coctasiistetT 1, 2, 3 wnu 4 unu coctasysieT 1 wim 4; u

Z SIBJISIETCS LIE€JIbIM YUCJIOM OT 2 110 12 unu cocrasnser 2, 4, 8 wnu 12,

u p cocrasisier 1-16.

[0157] B HExOTOpBIX acnekTax 3TUX BAPUAHTOB OCYLIECTBJICHUS P COCTaBsIeT 2, 3, 4, 5,
6,7, 8,9 unu 10. B HeKOTOPBIX acnekTax p cocrasiser 2, 4 uim 8.

[0158] B HexoTOpBIX BapuaHTax ocyiiecTBieHus: kamnroreuud ADC umeer Gopmyiy:

Ab H\&/\inzﬁ\ﬂ’z\j\ﬂ H\:;)I\“

HH; p

WIH ero (papMaleBTHUECKH MpreMiieMast COJIb,
I71€ p COCTABJSIET 2, 4 Uy 8, NPeNNOYTUTENIBHO - P COCTABJISAET 8.

[0159] B HekoToOphIX BapuaHTax ocymiectsyieHus: kamnroreunn ADC umeer ¢popmyiy:
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O

Ab H\&/\/Eﬁzﬁ\/"Mﬂ | H\_j\“

4

NHz

WK ero (papMaleBTHYECKH MpUeMiieMasi CoJib,
I7ie p COCTaBJSIET 2, 4 Uiy 8, MPEeNNOUYTUTENIBHO - P COCTABJISAET 8.
[0160] B HekoTOpBIX BapHaHTaxX OCYIIECTBJEHUS JIEKAPCTBEHHOE CPENCTBO-JIMHKEP Ha

OCHOBE KaMITTOTELITHA UMeeT (POpMyJIy:

bprhor ey

NH,

win ero papMaLeBTHYECKH MTpreMiieMast CoJb;,

rae

y coctasiisier 1, 2, 3 unu 4 unu coctasisier 1 unu 4; u

Z SIBJISIETCS 1IE€JIbIM YUCJIOM OT 2 1o 12 unum cocrasisier 2, 4, 8 unu 12.

[0161] B HekoTOpbIX BapHaHTAaX OCYIIECTBJEHUS JIEKAPCTBEHHOE CPENCTBO-JIMHKEP Ha

OCHOBE KaMITTOTELITHA UMeeT (GOpMyJIy:

Oeg w“wuf’\i,:(g,u\iu H
|: j H H H/\g’

oSy
HM \lﬁ
o ﬁu NH,
4
%

MP-PEGS8-VKG-Kamnrorenud

[0162] B HekOoTOpBIX BapHaHTAaX OCYLIECTBJEHUS JIEKAPCTBEHHOE CPENCTBO-JIMHKED Ha

OCHOBE KaMITTOTEIITHA UMeeT PopMyJIy:
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NH,

MP-PEG4-VKG-Kamnrorenun
[0163] B HexkOoTOpBIX BapHaHTaxX OCYIIECTBJICHHUS JIEKAPCTBEHHOE CPENCTBO-JIMHKED Ha

OCHOBE KaMITTOTELITHA UMeeT (POopMyJIy:

%Aﬂﬂ/ﬂ H\JL-

wcvﬁ-.uf"vo
(Dv"“g-"'“'-qfuv"‘“o H
H;

MP-PEG12-VKG-Kamnrorenmud

[0164] Hdpyrue npumMepbl KOHBIOTATOB AHTUTENO-JEKAPCTBEHHOE CPEIACTBO BKJOYAOT
KOHBIOTaThl ~ AHTHTEJO-JIEKAPCTBEHHOE  CPEICTBO HA  OCHOBE  MalTaH3uHOMaa (T.e.
JIEKApCTBEHHBbI KOMIIOHEHT SIBJIAETCSl JIEKAPCTBEHHBIM CPEICTBOM MAMTAH3UHOWUIOM) U
KOHBIOTATbl  AHTUTENIO-JIEKAPCTBEHHOE  CPEeNCTBO HAa OCHOBe OeH3oamaszenuHa  (T.e.
JIEKapCTBEHHbIN ~ KOMIIOHEHT  siBseTcss  O€H30AMa3enuHOM  (Hampumep,  JUMeEpaMu
nupposo[ 1,4]6en3onuaszenuna  (numepom PBD), numepamu MHAOIMHOOEH30qMA3eNMHA U
AVMEepaMH OKCa30JIMINHOOCH30/1Na3eN1HA)).

[0165] B HexoropbIx BapuaHTax ocyluecTBieHusi nuMep PBD ans ucnonp3oBaHus B
HacrosimeM n3obperenun npencrasyieH Gopmyioii 1. IlpeanodrurenpHast CTepEOXUMHES AUMEPA

PBD npencrasnena ¢popmynoii la:

N‘-—-
H
N
O
OMe (1)
Nz H
Nz
o
Ole (Ia)

win ero $papMaleBTHUECKH MPUEMIIEMON COJIBIO, COJIbBATOM WJIM COJIbBATOM COJIH, T7€

HUKHUM UHIOEKC N cocTasisder 1 uiu 3.
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[0166] ConbBatsl ¢opmer (I) u (Ia), kak npaBmio, 0Opa3yrTcs Mpu JOOABICHUH BOIBI
WM CITUPTOBOTO PACTBOPUTENS Yepe3 UMUHOBYIO (PYHKIMOHAIBHYIO IPYIIITY OJHOTO UM 00OMX
moHoMepoB PBD ¢ oOpa3oBanrem kapOMHOIAMHHOB U/WJTH MPOCTHIX 3(UPOB KapOUHOIAMUHOB.
Hanpuwmep, B monoxkenun N10-C11 moxer naxomutbess umuH (N=C), xapOunomamuu(NH-

CH(OH)) nnu npocroii a¢up xapbunonamuna (NH-CH(OMe)), npencrasnennbie popmynamu I

u la' Hroxe:
R10 Ri0
R r\lJ v@\, r!l R
H OO H
N OMe  MeD N,
o 0
HaN OMe (1)
10
FI{ R”
0.0 N~( K
n
OMe  MeQ N__.
O

HzN OMe {13%)

rae:

(a) R' apnstercs Hn R spnserca OH umu ORA, rmue OR* sBnsiercst HachbIeHHBIM Cq4-
ANKWIOM (TIPEANOYTUTETHHO, METHIIOM ), UJIH

(b) R u R" oOpa3yer a30T-yIrJEepOAHYIO ABOWHYIO CBSI3b MEXKIYy aTOMaMH a30Ta U
yIJIeposia, ¢ KOTOPbIMU OHH CBSI3aHbBL, WU

(c) omuH u3 R ssusercs H, u R" smusercs OH mwm OR®, rne OR™ ssmstercs
HachIEeHHbIM C4-amKuioM (MIPEANOYTHTENBHO, METHIIOM); U APYrod U3 Ry R" obpasyer
a30T-yIJIEPOAHYI0 IBOMHYIO CBsI3b MEXJy aTOMaMH a30Ta U yIJepona, ¢ KOTOPbIMU OHH
CBSI3aHBI.

[0167] Jumep PBD ¢opmyinsl I num la (uam ero gapmaneBTHdecku npuemsiemast CoJib,
COJIBBAT WJIM COJIBBAT COJIM), KAK MPABUJIO, CBSI3aH C AHTUTENIOM Yepe3 JIMHKepHYo equnnny, LU.
JluHkepHast enuHHMLA JneiicTByer, BbicBoOOXkmass aumep PBD dopmyner I wmm Ia (unmm ero
(apManeBTHYECKH TMPHUEMIIEMYIO COJIb, COJBBAT WJIM COJIbBAT COJIM) B LIEJIEBOM YYacTKe
(HampuMep, BHYTPH 3JI0Ka4eCTBEHHOH KiieTkn). CoenquHeHne JIeKapCTBEHHOE CPENCTBO-JIMHKED
Ha ocHoBe PBD nust mcnonp3oBaHMsl B HACTOSIEM M300peTeHUH mpencTtaBieHo ¢opmysioit 11
HIke (TMpeanovTHTebHasl CTepeoxuMusi nokasana Ha Ila), rme LU siBnsiercss JTUHKEPHOH
eauHulen. JIMHKepHas €QUHULA MOXKET SBIATHCSA, HANpPUMEpP, PACIIEIUIAEMONW NEeNTUAHOU
JVHKEPHOW enuHUuIeH (HampuMep, JHHKEPOM, COAEpIKALIUM MENTHI BAJIWH-AJIAHUH) WIH

pacierisieMol AUCy b UIHON JIUHKEPHOU eIMHHULICH:

Ome {11}



LU—N OMe
H {lla)

WK ero papMaleBTHUECKH MPUEMIIEMON COJIBbIO, COJIbBATOM WJIM COJIbBATOM COJIM; i€
HIDKHUIM UHAEKC h cocTasiser 1 wiu 3.

[0168] IlpenmouytuTenbHOE COEAMHEHUE JIEKAPCTBEHHOE CPEACTBO-JIMHKEP Ha OCHOBE

OMe  MeQ N

PBD nnist ucnosib30BaHus B HACTOSIIEM M300peTeHnH npeactasieHo Gopmyioii 11 Huske:
0
{Me

o )0 M= 4
]
A
N
8 oy DN\HLH (i

n
i ero (papMaleBTUYECKH MPUEMIIEMON COJIbIO, COJIBBATOM MIIM COJBBATOM COJIM, TZ€

HIDKHUI MHAEKC N COCTaBNsIeT | WK 3, U HUKHUI MHAEKC M SIBASETCS LEIbIM YUCJIOM OT 2 110 5.

[0169] JlekapcTBeHHOE CpencTBO-IHHKEP Ha OCHOBE PBD KOHBIOTHPYIOT ¢ aHTUTENIOM
npotuB ovp6 s TOJy4YeHHs ovO-HALeIEHHOTO KOHBIOTATa AaHTHUTEJIO-JIEKaPCTBEHHOE
cpeacTtso. Hampumep, aHTUTENO MOXKHO KOHBIOTHPOBATb C JIEKAPCTBEHHBIM CPEACTBOM-
muakepoM (opmyanel I wnn popmyner 11 Tlpumep avP6-HaLeneHHOr0 KOHBIOraTa aHTUTEINO-

JIEKapCTBEHHOE CPENICTBO MOKAa3aH HIDKE B (hOpMyIax:
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win ero (¢apMaLEBTHUECKH NPUEMIIEMON COJIM, COJNIbBAaTa WM COJbBATa COJIH, TI7e
HWKHAM UHEKC N COCTaBJAeT 1 Miiu 3; HUKHUM UHIEKC m SIBJISIETCS LIEJIbIM YHUCJIOM OT 2 110 5; U
HVDKHUN UHIEKC P COCTaBIsAeT OT 1 10 4.

[0170] Ilone3Hble KJIACChI IIUTOTOKCUYECKUX CPEACTB AJII KOHBIOTALMM C AHTUTEJAMU
NpPOTUB OV36 BKIIOYAIOT, HATIPUMEP, AHTUTYOYJIMHOBBIE CPENICTBA, CPEACTBA, CBS3BIBAIOLINECS C
manoii  Ooposnkoit  JIHK, wHrubOuroper permkanun JIHK, xumuorepaneBTHyeckue
CeHCHOMIN3aTOpbl WK T.1. J[pyrue mpumeps! KJIACCOB LUTOTOKCHYECKHX CPEACTB BKIIIOYAIOT
AHTPALMKIINHBI, aypUCTATUHBI, KAMIITOTEIIHBI, 1YOKAPMULIMHBI, 3TOMO3U/IbI, MANTaH3UHOUIBI U
ankamounpl OapBuHKa. Hekoropele mnpuUMepbl LHUTOTOKCHYECKHUX CPENCTB  BKIIHOYAIOT
aypuctatunbl (Hampumep, aypuctatuH T, aypucratun E, AFP, monomermnaypucratna F
(MMAF), nunoduapHbIi MOHOMETWJIAYPUCTATUH F, MOHOMETHIAypHCTaTHH, CpPEACTBa,
cBsi3bIBaroIquecss ¢ Maioi Ooposakor JHK (Hanpumep, eHemuHBI W JIEKCUTPOIICHHBI),
IyOKapMUILIMHBI, TaKCaHbl (HANpUMep, MAKJIUTAKCEN M JOLETAKCeN), alKaJouabl OapBUHKA,
uHruourop  HUKoTHHaMuadocpopubosmnrpanchepassr  (NAMPTi),  TyOymusun M,
TOKCOPYOUIH, MOP(OJMHO-TOKCOPYOUITH U TUAHOMOP(OTHHO-TOKCOPYOUIIIH.

[0171] LIuTOTOKCHYECKOE CpPEACTBO MOXKET SIBJSITECA  XHUMHOTEPANEBTUYECKUM
CPEACTBOM, TAaKUM Kak, HalpuMep, AOKCOPYOHMIHMH, MakKJIUTAKCeN, MendaliaH, allKaJOuabl
OapBuHKa, merorpekcar, muroMuuuH C wimm stomo3ua. CpenacTBO TakkKe MOXKET SIBJIATHCS
aHajorom CC-1065, kaTMXUMHULITHOM, MalTaH3UHOM, aHAJIOroMm aojiactaTuHa 10, pU3OKCHHOM
VI NAJTUTOKCUHOM.

[0172] LluToTOKCHYECKOE CPEACTBO TAKIKE MOKET SABJIATHCS aypPUCTATUHOM. AypUCTaTHH
MOJKET SIBJISATBCS] MPOM3BOJHBIM aypuCTaTHHA E, sBISAOMIMMCS, HanpuMep, CIOXKHBIM 3(QUpoMm,
oOpasyrommmcst Mexny aypucratuHoM E u keroxucnoroil. Hampumep, MOXHO NpOBOIUTH
peakimo aypucrtatiHa E ¢ mapaaneTHnOeH30iHON KHCIOTOW Win OeH30MIBaJIepHaHOBOM
kucioroit nst nonydenust AEB u AEVB, coorBercTBeHHO. Jlpyrue TUNUYHbBIE aypUCTATHUHbI
BiioyatoT aypuctatuH T, AFP, MMAF u MMAE. CuHre3 u CTpyKTypa pa3Ju4HbBIX
aypUCTaTHHOB OMHCAHBI, HApUMep, B MaTeHTHbIX nmyOmukaumsx CIIIA NeNe 2005-0238649 u
2006-0074008.

[0173] LluToTOKCHYECKOE CPEACTBO MOKET SIBJISITBCS CPEACTBOM, CBSI3BIBAIOIIMMCS C
mayoit 6oposnkoit JIHK (cm., Hampumep, matent CIIA Ne 6130237). Hanmpumep, cpeacrtso,
CBSI3BIBAIOIIEECS] C MaJIOll OOpO3AKOWM, MOXKET sIBNATbCs coennHenneMm CBI wimu eHemuHOM
(HarmpuMep, KaJTMXUMHLITHOM).

[0174] LIMTOTOKCHMYECKOE WU LUTOCTATHYECKOE CPENCTBO MOKET  SIBJISITHCS
aHTUTYOYJMHOBBIM CpencTBOM. llpumMepsl aHTUTYOYJIHHOBBIX CPEACTB BKJIOYAIOT TAaKCAHbBI
(mampumep, Taxol® (makmurakcen), Taxotere® (mouerakcen)), T67 (Tularik), amkamoumsr
OapBuHKa (HampuMep, BUHKPHUCTUH, BHHOJNACTHH, BHHIE3WH W BHHOPEIOMH) M aypUCTATHHBI
(marmpumep, aypucrtatus). IIpuMepsl aypuCTaTWHOB MOKa3zaHbl Hike B ¢opmynax III-XIIL
Jlpyrue mMonxodsinipe aHTUTYOYJIMHOBBIE CPENCTBA BKJIOYAIOT, HAMpPHUMEpP, MPOH3BOJHBIE

OakkaTHHa, aHAJIOTH TaKCcaHa (HarmpuMmep, 3MOTUJIOH A U B), HOKOZa30:1, KOJIXULIUH U KOJILEMUTI,
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3CTPaMyCTHH, KPUNTO(PHU3UHBI, LEMa/I0THH, MaiTaH3UHOUBI, KOMOpEeTacTaTHHBI,
TUCKOAEPMOJIH]T U 3JIey TEPOOHH.

[0175] LluToTOKCHYECKOE CPENCTBO MOKET SIBJISATHCSI MAMTaH3MHOUAOM, APYTOM IpyIIoi
aHTUTYOYJIMHOBBIX cpencts (Hanpumep, DM1, DM2, DM3, DM4). Hanpumep, maiitaH3uHOUA
MOKET SIBJIATBCS MANWTAaH3MHOM WM MaNTaH3UH-COAEPIKALIMM JIEKAPCTBEHHBIM CPENCTBOM-
auHKepoM, TakuM Kak DM-1 uimun DM-4 (ImmunoGen, Inc.; taxxe cm. Chari et al., 1992, Cancer
Res.).

VIII. TepaneBTHYeCKOE HCIOJIb30BAHHE

[0176] AHTuTena mo H300pETEHHIO, B OTIAENBHOCTH WM B BUIE HX KOHBIOTATOB
AHTHUTEJIO TPOTHB OVPO-TIEKApCTBEHHOE CPENCTBO, MOXKHO HCIIOJIB30BATh IS JIEYCHUS
3JIOKQYeCTBEHHBbIX HOBOOOpa3oBaHuil. HekoTophle Takue 3JI0KaueCTBEHHBbIE HOBOOOPAa30BAaHUS
IEMOHCTPHUPYIOT AETEKTUPYEeMble YPOBHHU 0vP6, M3MepsieMble Ha ypoBHE Oejka (Hampumep,
NOCPEICTBOM MMMYHOJIOTHYECKOTO aHAIN3a € MCIIOJIb30BAHHEM OJHOTO M3 NMPUMEPOB aHTUTEN)
wm MPHK. Hekoropele Takue 3710Ka4eCTBEHHbIE HOBOOOPA30BAHUS JIEMOHCTPUPYIOT
NOBBIIIEHHBIE YPOBHU VPO OTHOCHTEIBHO HE3JIOKAYECTBEHHOH TKAaHH TOrO K€ THIIA,
NPEATIOYTUTENBHO, OT TOTO JKe manueHTa. [lpumep ypoBHs avB6 Ha 3710KaYECTBEHHBIX KIIETKAX,
NOAMAKOIINXCS JIedeHnto, coctasisier S000-500000 monexyn avB6 Ha KIETKY, XOTS JIeYEHHUE
MO>KHO MPOBOZUTH NpU O0Jiee BBICOKUX MJIM HU3KUX ypoBHsX. HeoOs3aTenbHO, ypoBeHb avB6 B
3JI0KQY€CTBEHHOM HOBOOOPA30BaHUH U3MEPSIIOT IO OCYIIECTBIICHUS JICUSHUSI.

[0177] [Ilpumepsl 3JI0Ka4eCTBEHHBIX HOBOOOPA30BaHWH, AaCCOLUHPOBAHHBIX  C
JKCIIpeccue avf6 M MOANAOINMXCS JIEYEHUIO, BKJFOYAIOT HEMEJKOKJIETOYHBIH pPaK JIErKHX
(NSCLC) (rmnockokIeTOYHbIH U XKEJEe3UCTHIH), PaKk TOJIOBBI U IeH (BKIIHOYAsk TNIOCKOKIJIETOUHYIO
KapLMHOMY TOJIOBBI M III€H), PaK MHIIEBOJA, PaK MOJIOYHOMN »eJe3bl (BKJHOYas WHBA3HUBHYIO
KapLMHOMY MOJIOYHOM JKene3bl), pak sHMYHUKA, paK MOYEBOro IMy3bIpsd (BKJHOYAs
YPOTENHATIBHYIO KaPILIHOMY ), paK KOXH (IIOCKOKJIeTOuHYH0 KapiuHomy, win SCC), pak mouku
(BKJTFOUAsT CBETJIOKJIETOYHBIN PaK TMOYKH, MAMWUBIPHYO KapLUUHOMY TMOYKU U XPOMOGOOHBIH
MOYEYHO-KJIETOUHBIA paK), paK IIEHKH MATKH, paK SKeIyAKa, paK MPeACTATeNIbHOW »KeJe3bl
(BKJTFOUAsT  aEHOKAPIIMHOMY  MpPEACTATENIbHOW  JKeNe3bl), paK dSHAOMETpUs  (BKJIIOYAs
KapLHHOCAPKOMY MAaTKH W PaK Tejla MATKH), aACHOKAPLUUHOMY NPSMOW KHUIIKH, KapLHHOMY
IIUTOBUIHON >KeJe3bl, aJeHOKAPLMHOMY TOJICTOIO KUIIEYHHKA, aJ€HOKAPLMHOMY >KelyIka U
paK MOKENYAOYHOH Kene3bl (BKJIIOUas aJeHOKAPLMHOMY MOIKENyJOYHOH kene3bl). B
HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHUS AHTHUTENa WJIM KOHBIOraThl aHTUTEJO-JIEKAPCTBEHHOE
CPEICTBO MO U300PETEHUIO UCTIONB3YIOT B criocobax yedeHnst NSCLC. B HekoTophIX BapuaHTax
OCYIIECTBJIEHUs] AHTUTENa WJIM KOHBIOTaThbl AaHTUTEJO-JIEKAPCTBEHHOE CPENCTBO IO
M300pETEHNIO NCTIOJB3YIOT B CIIOCO0aX JIEUSHHs paka rOJIOBBI U IIed. B HEKOTOPBIX BapHaHTax
OCYIIECTBJIEHUS] AHTUTENAa WJIM KOHBIOTaTbl AaHTUTEJO-JIEKAPCTBEHHOE CPEINCTBO IO
N300pETEHNIO HCIIONB3YIOT B CHOCOOAax JieUueHWs paka KOXH. B HEKOTOpBIX BapHaHTax
OCYIIECTBJICHUS] AHTUTENAa WJIM KOHBIOTaTbl AHTUTEJO-JIEKAPCTBEHHOE CPENCTBO IO
N300pETEHNIO UCIONB3YIOT B CIOCO0AX JIEUEHUs paka MHIIEBOJAa. B HEKOTOphIX BapHaHTax

OCYHICCTBIICHU AHTUTCJIa  HUJIHU KOHBIOIaTbl  aHTUTECJIO-JICKAPCTBCHHOC CpEaAcCTBO 1o
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N300pPETEeHUIO HCIIOJIB3YIOT B CHOCO0ax JIeUEHUs] paka MOJIOYHOH Kejne3bl. B HEKOTOpPBIX
BApUAHTaX OCYILECTBJICHUS] aHTUTENA WM KOHBIOTAThl AHTUTEJO-JIEKAPCTBEHHOE CPENCTBO IO
M300pETEeHNIO HUCTOJB3YIOT B CIOCOOAaX JIEYeHHs] paka SUYHUKOB. B HEKOTOpBIX BapHaHTax
OCYLIECTBJIEHUSI AHTUTENAa WM KOHBIOraTbl AHTUTEJO-JIEKAPCTBEHHOE CPEICTBO IO
U300peTEeHHI0 HCMOJB3YIOT B Crmocobax JedeHHs paka MOYEBOrO My3bipsi. B HEKOTOpBIX
BApUAHTaX OCYILECTBJICHUS] aHTUTENA WM KOHBIOTAThl aHTUTEJO-JIEKAPCTBEHHOE CPENCTBO IO
U300pEeTEHHIO MCTIONB3YIOT B CIIOCO0AX JIEYSHHUsT paka MISWKH MAaTKH. B HEKOTOpBIX BapHaHTaxX
OCYILIECTBJICHUSI aHTUTENa WU KOHBIOraTbl AHTUTEJO-JIEKAPCTBEHHOE CPENCTBO IO
U300pPETEHUIO KCIMOJNBb3YIOT B CrHOco0ax JiedeHUsi paka >Kelyaka. B HEeKOTOpPbIX BapHUaHTax
OCYLIECTBJICHUSI aHTUTENa WU KOHBIOTaTbl AHTUTEJO-JIEKAPCTBEHHOE CPENCTBO IO
U300pETEHUIO HCMOJB3YIOT B CrHoco0ax JieYeHUs paka TMOYKA. B HEKOTOPBIX BapHUaHTax
OCYILIECTBJICHUSI AaHTUTENa WU KOHBIOTaTbl AHTUTEJO-JIEKAPCTBEHHOE CPENCTBO IO
U300pETEeHUIO UCTIONB3YIOT B COCO0axX JIeYeHHsI paka dSHAOMETpHs.. B HEKOTOpBIX BapHaHTAaX
OCYLIECTBJICHUSI AQHTUTENA WM KOHBIOTaTbl AHTUTEJO-JIEGKAPCTBEHHOE CPENCTBO IO
U300pPETEeHUIO KCIMONB3YIOT B CHOCO0ax JIeYeHUs paka >Kelnyaka. B HEKOTOpPhIX BapHaHTax
OCYLIECTBJICHUSI AaHTUTENa WU KOHBIOTaTbl AHTUTEJO-JIGKAPCTBEHHOE CPENCTBO IO
U300pETEeHUIO HCTOJB3YIT B CHOCO0axX JIeYeHHUs] paka MOMKETyA0YHOU kene3bl JleueHue
MOJKHO WCTIOJIB30BaTh B OTHOLIEHHUH MALIMEHTOB, UMEIOIINX MEePBUYHbBIC WA METACTATHUYCCKHE
OMyXOJIU 3TUX TUMOB. JleueHne Takke MOXKHO HCIOJb30BaTh B OTHOIIEHWH TMAllUEHTOB,
SIBJITIOINUXCST pePPAKTEPHBIMU K OOIIETIPUHSITOMY JICUEHUIO WM UMEIOIIUX PEHIHB IOCHe
OTBETA Ha TAKOE JICUEHUE.

[0178] AmnTuTena mo HaCTOSIIEMY H300PETEHHIO, TakHe Kak TIyMaHHU3UPOBAHHbIE
aHTHUTENla, B OTAEJIbHOCTH WM B BHIE WX KOHBIOTATOB, BBOAAT B 3(p(EKTHBHON CXeMme,
O3HavaKIned 103y, MyTh BBENEHHS M YaCTOTY BBEICHHs, 3aMeIUIAIoIel ne0lT, CHIKAroIeH
TSDKECTb, MHTHOMPYIOIIEH AanpHeiinee yXy[AeHue W/WIN yIydlIaloleil Mo MeHbLIeH mepe
ONUH TpPHU3HAK WJIH CHMITOM 3JIOKAYECTBEHHOrO HOBOOOpasoBaHus. Eciu manuvieHT yxke
CTpaZaeT  3JI0KAYECTBEHHBIM  HOBOOOpAa3OBaHHMEM, CXEMy MOXKHO  00O3Ha4YaTh  Kak
TepaneBTHYecku 3G GeKTHBHYIO cxeMmy. ECIU ManMeHT MMEeT TMOBBIIIEHHbIH PUCK Pa3BUTHS
3JIOKaYECTBEHHOTO HOBOOOPA30BaHUS OTHOCUTEIBHO OOINEH MOMyJSIMKM, HO y HEro eie He
HAaOJFOIAFOT CHUMITOMBI, CXEMy MOKHO 0003HauaTh Kak mnpoduinaktudeckun 3()(EeKTUBHYIO
cxeMy. B HEKOTOpBIX Cllydasix TEPameBTUYECKYH) WM TPOPUIAKTHIECKYIO 3()(EeKTUBHOCTD
MO>KHO HAOJIFOAATh Y OTAEIBHOIO MAIlHeHTa OTHOCUTEBHO apXUBHBIX KOHTPOJIEH WIJTH MPOLLITBIX
HaOJFONIEeHUt y TOro ke MauWeHTa. B JApyrux ciy4asx TepaneBTUYECKYI WU
npoUIaKTHIEeCKYI0 3(()EKTUBHOCTh MOXKHO JEMOHCTPHPOBATh B JOKJIUHHUYECKOM WJIH
KJIMHUYE€CKOM HCIBITAHUU Ha TIOMYJISIUU TOJBEPTHYTHIX JICYCHHIO MALMEHTOB OTHOCHTENBHO
KOHTPOJIbHOH MOMYJISIUN HETIOABEPTHYTHIX JICUESHUIO TTAIIHEHTOB.

[0179] ITpumepamu 103 MOHOKJIOHAJIBHOTO aHTuTeNa sBsitotTest ot 0,1 Mr/kr o S0 mr/kr
MaccChl Tejla maiueHTa, 6ojee TMmUYHO - oT 1 Mr/kr go 30 mr/kr, ot 1 mr/kr go 20 mr/kr, ot 1
MI/kr 1o 15 mr/kr, ot 1 mr/kr mo 12 mr/kr wiu ot 1 mr/kr mo 10 mr/kr wim ot 2 Mr/kr go 30

Mr/kr, ot 2 Mr/kr go 20 mr/kr maccel Tea naruenTa, win 0,1-20 wnmm 0,5-5 Mr/kr maccel Tena
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(mampumep, 0,5, 1, 2,3, 4, 5,6, 7, 8, 9 unu 10 mr/kr) wim 10-1500 wm 200-1500 mr B kadecTse
(dukcupoBaHHOH 03Bl B HEKOTOPBIX croco0ax MalUeHTy BBOAAT 03y MO MeHblued mepe 1,5
MI/KT, IO MeHbIIEH Mepe 2 MI/KI WM 10 MEHbIIeH Mepe 3 MI/KI, BBOJUMBIX OIHMH pa3 B TPU
Henenu uiu oonee. Jlo3a 3aBUCUT, TOMUMO APYTUX (PaKTOPOB, OT YACTOTHI BBEAECHUS, COCTOSTHHS
NalMeHTa U OTBETa Ha MPEALIECTBYIOLIEE JIEYEHUIO, €CIH 3TO LeNecOOOpasHo, SIBISIETCS JIU
JedeHue NpOPUIAKTUUECKHM WM TEPANeBTUYECKUM, M SIBJISIETCS JIM HAPYIIEHHE OCTPBIM HJIH
XPOHUYECKHUM.

[0180] BBenenne MoOKeT SIBJSTHCS MapeHTEpPajbHbIM, BHYTPUBEHHBIM, ME€POPATbHbBIM,
MOKOKHBIM, WUHTpaapTepUaIbHbIM, BHYTPUUYEPEHBIM, HUHTPAaTEKAJIbHBIM,
MHTPAaNepUTOHEATbHBIM, TONWYECKUM, HMHTPAHA3aJbHBIM WM BHYTPUMBILIEUYHbIM. BBenenue
TAK)Ke MOXET OBbITh JIOKAJM30BAHO HEMOCPENCTBEHHO B OMYyXOJH. BBeneHHe B CHCTEMHBIN
KPOBOTOK  IIOCPEACTBOM  BHYTPUBEHHOIO WM  IOAKOKHOIO  BBEAEHUS  SIBJIAETCA
MPEeANOYTUTENBHBIM. BHYTpUBEHHOE BBEIEHHE MOXHO OCYLIECTBJISTh, HAIIPUMEP, OCPEACTBOM
uH(y3uHn 3a nepuox, Takor kak 30-90 MUH, UK TOCPEICTBOM OTHON OOJIFOCHON MHBEKLIUH.

[0181] YacToTa BBEEHHUs 3aBUCUT, IOMUMO MPOYHX (HPAKTOPOB, OT BPEMEHH IMOJYKH3HH
AQHTUTEJIA WM KOHBKOraTa B KPOBOTOKE, COCTOSIHUS MallMeHTa U MyTH BBeIEeHMs. HacToTa MOXKET
SIBJIATBCSL ~ €KEHEBHOM, €XEHENEIbHON, €KEMECAYHON, €eXEKBApTAJIbHON WJIM HUMEThb
HEPEryJIsIPHbIE HHTEPBAJIBI B OTBET HA U3MEHEHUS] COCTOSIHUS MALIMEHTA UJIN MPOrpeCCUPOBAHNE
3JIOKQYE€CTBEHHOTO HOBOOOPA30BaHUS, MMOBEPTraeMoro JiedeHnto. [IpumMepoM 4acToThl B cirydae
BHYTPUBEHHOI'O BBEIEHHUs SIBJIACTCA BBEACHHUE OT ABYX Pa3 B HENENO N0 €XXEKBAapTaJbHOIO B
TE€YEHHE HENPEPhIBHOIO Kypca JIEYeHMs, XOTS TaKXKe BO3MOXKHO Ooyiee WJIM MEHee 4YacToe
BBeneHUE. JlpyrumMu mpuMepaMu 4YacTOTbl B CJy4a€ BHYTPUBEHHOI'O BBEACHHS SIBJIAETCS
BBEIICHUE €XXEHENEIbHOE WM B TPU U3 KAXKIBIX UYETHIPEX HENENb B TEYEHUE HENPEPBIBHOIO
Kypca JIeueHHs, XOTs TakKe BO3MOXKHO Ooyee WM MeHee 4acToe BBeleHHe. B ciydae
MOAKOKHOI'O BBEJEHUsI MPUMEPOM YacCTOThI BBEICHUS SIBJISIETCS] BBEACHHUE OT €XEAHEBHOIO 0
€KEeMECSIUHOTO, XOTsI TAKXKe BO3MOKHO OoJiee MM MEHee YacToe BBEIEHHE.

[0182] Komu4yecTBO BBOOMMBIX 03 3aBHCUT OT MPHUPOIbI 3JIOKAYECTBEHHOTO
HOBOOOpa3oBaHMs (HAMPUMEP, MPUCYTCTBHS OCTPBIX HJIM XPOHUYECKHX CHMITOMOB) M OTBETA
HApyLUIeHUs Ha JieueHHe. B ciydae OCTPhIX HapylIeHHH WM OOOCTPEHUH XPOHUYECKOTO
Hapymenuss ot 1 mo 10 nmo3 3adactyro pocratouHo. HMHorma omHOH OOJFOCHOH HO3BI,
Heo0s13aTeNbHO - B IPOOHOM (hopme, TOCTATOYHO B CJIydae OCTPOrO HAPYIIECHHUS HIIH OOOCTPEHHS
XPOHMYECKOr0 HapylueHus. JledeHue MOKHO MOBTOPSTH B Cllydae peLUauBa OCTPOro
HapyLIeHUs WK 00OCTpeHus. B ciiydae XpOHMYECKHX HAPYIIEHUIH aHTHTEIO MOKHO BBOAHTD C
pPeryJsipHbIMA MHTEpPBAJIAMH, HAlpUMeEpP, €KEHENENbHO, pa3 B ABE HENENH, €KEMECIYHO,
€XEKBAPTAJbHO, KaXIble LIECTh MECSLEB B Te4eHue no MeHblued mepe 1, 5 mum 10 ner wnm
JKU3HU MALIUEHTA.

[0183] dapmarnieBTHUYECKHE KOMIO3ULIUU [JIsl MAPEHTEPATbHOIO BBEIAEHUS SIBISIFOTCS,
MPEANOYTUTENbHO, CTEPWIBHBIMA U, IO CYLIECTBY, U30TOHUYECKMMH, MU HUX IPOU3BOAAT B
ycnoBusix GMP. @apmaiieBTUUECKHE KOMIIO3ULMU MOXKHO MpPENOCTaBJATh B CTaHIAPTHOMN

JeKapCTBEHHOH ¢opme (T.e. 103€ AJId ONHOKPAaTHOro BBeAeHus). PapmaneBTHUYECKHE
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KOMITO3UIIUM MOXKHO COCTaBJSITh C HCIOJB30BAHHEM OIHOrO miu Oosee (PU3NOJOTHUECKH
NPUEMJIEMBIX HOCHUTENIEH, MMIIOEHTOB, SKCIMIUEHTOB WJIM BCIIOMOTaTeNbHBIX cpeacts. Cocras
3aBHCUT OT BBIOPAHHOIO IyTH BBEAECHHUS. B cilyuae MHBEKLNMH aHTUTENAa MOXKHO COCTABISITH B
BOJIHBIX PacTBOPAX, MPENNIOUTUTENBHO, B (PU3UOJOrMYECKH COBMECTHMBIX Oydepax, Takux Kak
pacTBop X3HKCca, pacTBOp PuHrepa, mim (pU3HONOTHYECKH PAacTBOp, MM aLeTaTHBIN Oydep
(s cHwkeHWs gaucKkoMdpopTra B MeCTe UHBEKLHH). PacTBOp MOXET COHepKaTh
BCIIOMOTaTeJIbHbIE BELIECTBA, TaKWe KaK CYCHEHAMPYIOIIWE, CTaOWINM3UPYIOLUMe WK
OUCTIEPTUPYIOIHME  CPEACTBA.  AJIbTEPHATMBHO,  AHTUTENa  MOTYT  HAXOAWMThCS B
JTHOPUIU3UPOBAHHON (hOpME ISl pa3BEACHUS MTOIXOISIIUM HOCUTEIEM, HAIpUMep, CTePHIIbHON
BONIOW 0€3 MUPOTreHOB, MepeA UCMOob30BaHUEM. KOHIEHTpaLusl aHTUTeNla B JKUJIKOM COCTaBe
MOJKET COCTaBJIATh, HaripuMep, 1-100 mr/mn, Hanpumep, 10 mMr/m.

[0184] Jleuenme aHTHUTENAMH IO H300PETEHHUI0 MOXHO KOMOMHHpPOBaTh C
XUMHOTEpanuet, Jy4eBOH Tepamuel, JIeYeHUeM CTBOJIOBBIMU KIIETKAMH, XHUPYPTHUECKUM
BMEIIATENILCTBOM, JPYTHMMU croco0amu  JedeHus, 3(PQPEeKTHBHBIMH TPOTHB HAPYIIEHUS,
noaBepraeMoro JjieueHuro. [lone3Hble KJIacChl IPYTHX CPENCTB, KOTOPBIE MOXXHO BBOIUTH C
aHTUTENIaMH TIPOTUB OvPO W KOHBIOraTaMH AHTUTENO-JIEKAPCTBEHHOE CPEACTBO, Kak
NPEACTABICHO B HACTOALIEM OMNHCAHWH, BKJIIOYAIOT, HAMpPHUMEp, AHTHUTENAa MNPOTHB JPYTUX
PeLenTOPOB, SKCIPECCUPYIOIINXCS] HA 3JIOKAYECTBEHHBIX KJIETKAX, aHTUTYOYJIMHOBBIE CPENCTBA
(HampuMep, aypuUCTAaTHUHBI), CPEACTBA, CBsI3bIBarOLIUECs ¢ Mayoi 6opo3akoit JIHK, nHrnOuTopsr
permkanmu JIHK, ankunmupyromue cpeactsa (HampuMmep, KOMIUIEKCHI IJIATUHBI TaKHE Kak
LUCIUIATUH, MOHO(IUIaTHHA), OHuc(IUlaTUHA) U TpexXsAAepHble KOMIUIEKCHI IUIATHHBI U
kapOorIaTun), AHTPALIMKJIUHBI, AHTUOMOTHKH, aHTudoIaTel, AHTUMETa0OJIUTHI,
XUMHOTEPATIeBTUUECKHE CEeHCUOMIM3ATOPBI, IYOKAPMHLMHBI, STOMO3HIbI, (PTOPUPOBAHHBIE
NUPUMUANHBL, HOHO(OPBI, JEKCUTPOIICUHBL, HUTPO3OMOYEBHHBI, TUIATHHOJBI, COSAUHEHUS IS
IPEeBAPUTENIBHOTO COCTAaBIICHHS, AHTUMETAOOIUThI MypPHUHA, MyPOMHULMHBI, CEHCHOMIN3aTOPBI
I JIy4eBOH Tepamuy, CTEPOMIbI, TaKCaHbl, HHTUOMTOPBI TOMOH30MEPA3bl, AJIKAJIOUIbI
OapBUHKA U T.II.

[0185] JleueHue aHTHTENOM MPOTHUB OV6 WM KOHBIOTATOM aHTHTEIO-JIEKAPCTBEHHOE
CPeACTBO, HEOOSA3ATENbHO, B KOMOMHALIMY C JIFOOBIMU U3 PYTUX CPEICTB WM CXEM, OMHCAHHBIX
BbILIE, B OTAEIBHOCTH WJHM B BHAE KOHBIOTATA AHTUTENO-JIEKAPCTBEHHOE CPEICTBO, MOXKET
NOBBIIIATh MEAMAHY BBDKHBAEMOCTH 0€3 MNPOrpecCCHpPOBAHUS HIIM OOLIYI0 BBDKHBAEMOCTH
NAllMeHTOB C ONyXOsIMH (Hampumep, HeMenkokyieTounbiM pakoMm Jerkux (NSCLC)
(TIJIOCKOKJIETOUHBIM U KEJIE3UCTBIM), PAKOM TOJIOBbI M IIeHW (BKJIIOYAS TUIOCKOKJIETOUHYIO
KapUMHOMY TOJIOBBI W [I€H), PAKOM IHIIEBOJA, PAKOM MOJIOUYHOW JKene3bl (BKIIFOYast
WHBA3UBHYK) KAapLUHOMY MOJIOYHOHM JKEJE3bl), PaKOM SIMYHHKA, PAKOM MOYEBOrO Iy3bIps
(BKJTFOUAsT YPOTENHANBHYIO KapIMHOMY), PAKOM KOXH (TUIOCKOKJIETOYHOH KAapLUHOMOMW, W
SCC), pakom moykH (BKJIFOYAsl CBETIIOKJIETOUHbIA PaK MOYKH, MAMWULIPHYIO KaPLUHOMY MOYKH
U XpOMO(OOHBIN MOUYEYHO-KJIETOYHBIN pak), pakoM LIEWKH MAaTKH, PaKOM >KeNyJKa, PakoM
NPEACTATeNIbHON JKene3bl (BKJIIOYAsl aJeHOKAPLUHOMY TIPENCTaTeIbHON JKeJe3bl), PaKkoM

SHAOMETPUs (BKIIFOUAsl KAPLUHOCAPKOMY MAaTKH U PakK Tejla MaTKH), aleHOKAPLIIHOMOW MPSIMOH
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KHIIKH, KapUAHOMOHM IIUTOBHUAHON JKeJe3bl, aJEeHOKAPLUHOMOW TOJICTOrO KHIIEYHHUKA,
aJICHOKApPIIUHOMON JKENyAKa M PaKOM IODKETyHOYHOH >kene3bl (BKIOYas aAeHOKAPLIUHOMY
MOJKEJTYIOYHON  JKeJie3bl)), OCOOCHHO TMPHU PEeHUIUBHPOBAHUM WIH pedpaKkTepHOCTH, IO
MeHbuiel Mepe Ha 30% unu 40%, HO npeanouTuTensHo - 50%, ot 60% no 70% umu paxe 100%
wiu OoJiee, IO CPABHEHHIO C TEM JKe JieueHHeM (HarmpuMmep, XUMUOoTepamnueii), Ho 0e3 aHTuTena
NpoTUB 0VB6 B OTAENBHOCTH WM B BUAE KOHBIOraTa. JIONMOJHUTEIBHO WMJIM aJbTEPHATHUBHO,
JedeHue (HampuMmep, CTaHAAPTHAs XMMHUOTEpANMs), BKIIOYANOIEe AHTUTENO NMPOTHB avfp6 B
OTAEJIbHOCTH HJIM B BUAE KOHBIOTATA, MOXKET MOBBIMATh YACTOTY IMOJHBIX OTBETOB, YaCTOTY
YACTUYHBIX OTBETOB WJIM YaCTOTY OOBEKTHBHBIX OTBETOB (IIOJIHBIX+HYACTHYHBIX) MALIMEHTOB C
onyxoysiMu Ha 1o meHbiuel mepe 30% unu 40%, HO mpennoututensbHo 50%, ot 60% no 70%
win naxe 100% mo CpaBHEHUIO C TEM K€ JieYeHHeM (Hampumep, XUMHoTepamnueii), Ho 0Oe3
aHTHTENA IPOTUB (V6 B OTAETBPHOCTH WUJIHM B BU/I€ KOHBIOTATA.

[0186] Kak mpaBmiio, B KIMHHYECKOM UCTIBITAHUU (HAIIpUMep, uctbiTanuu ¢assl 11, paszbr
IVIII wmu  ¢aser III) yka3aHHBIE BBIIE TOBBIIEHUS MEAMAHBI BBDKUBAEMOCTH O€3
NPOTPECCUPOBAHMS W/WJIM YacTOTBl OTBETOB MAIL[MEHTOB, KOTOPBIX JIeYaT C ITOMOLIBIO
CTaHIAPTHOH Tepanmuu M aHTHUTENA MPOTUB OVPO B OTHENBPHOCTH WIM B BHAE KOHBIOTATA,
OTHOCHUTEJIbHO KOHTPOJIbHOW TPYMIbI TALMEHTOB, MOABEPTaeMbIX CTAHAAPTHON Tepamuu B
OTAENBHOCTH (WK ¢ yanedo), SBJSIFOTCS CTATUCTHYECKH 3HAYUMBIMU, Hanpumep, npu p=0,05,
nnu 0,01, wim gaxe 0,001. YacTOThI MONHBIX U YaCTUYHBIX OTBETOB OINPEAENSIOT C MOMOLIBIO
OOBEKTHBHBIX KPUTEPHUEB, OOIIEYNOTPEOUTENbHBIX B KIWHHUYECKHUX MWCIBITAHUSIX B Cllydae
3JI0KQYeCTBEHHOTO HOBOOOPA30BaHUs, HANpUMEP, KaK YKa3aHO WM NpuHATO HanmoHanabHBIM
uHctuTyToM OHKOJNoruu CIIIA w/mmm VhpasneHueMm 1o CaHUTApHOMY HAI30py 32 Ka4eCTBOM
MUIIEBBIX NPOAYKTOB U MeaukameHToB CIITA.

IX. IIpombInIeHHbIE H3AeJHsA H HAG0PbI

[0187] B npyrom acmekTe HacTosiiiee H300pETEHHE OTHOCHTCS K IPOMBILIJICHHOMY
U3JICJTUI0 WK HAOOpy, COmepIKaleMy aHTUTENIO MPOTHB OVP6 MIM KOHBIOTaT AaHTUTENO MPOTHB
av6-eKkapCTBEHHOE CPEICTBO, MPEIACTABICHHOE B HACTOSIIEM OMUCAHUU. [IpOMBIIIIEHHOE
u3zenue Wik HaOOp MOXKET AOTNOJHHTENBHO COAEPIKaTh HMHCTPYKIHMHU IO HUCTIOJIb30BAHHIO
aHTHUTENa MPOTUB OVPO WM KOHBIOTATa AHTHUTEJIO TMPOTUB QVPO-JIEKapCTBEHHOE CPEICTBO,
MIPECTABJIEHHOTO B HACTOSIIEM OMHCAHUH, B CrOCo0ax mo m3obpereHuro. Takum obpa3om, B
HEKOTOPBIX BApHAHTaX OCYIIECTBJICHHsS] IPOMBILUIEHHOE W3/ACIHe MM Ha0Op CONEPIKUT
UHCTPYKLMHU TI0 HCIMOJB30BAHUIO AHTUTENA NMPOTUB VPO WM KOHBIOraTa aHTHTEIO TPOTUB
av6-ekapCTBEHHOE CPEACTBO, MPEACTABICHHOTO B HACTOSIIIEM OITMCAHNH, B CITOCO0AX JICUEHHSI
3JIOKaYECTBEHHOTO HOBOOOpa3oBaHUs (Hampumep, HemenkokieTouHoro paka jerkux (NSCLC)
(TIJIOCKOKJIETOYHOTO W JKEJIE3WCTOr0), paka TroJIOBbl M IIeW (BKJIIOYAs IUIOCKOKJIETOYHYIO
KapLMHOMY TOJIOBBI U II€W), paKa MHUIIEBOJA, paka MOJIOYHOH keJe3bl (BKIF0OYas WHBA3UBHYIO
KapIUHOMY MOJIOYHOHM JKeNe3bl), paka sHMYHUKA, paka MOYEBOTrO My3bIps (BKIIFOYAS
YPOTEIHATBHYIO KapLHHOMY), paka Koxu (TutockokjeroyHod kapiuHombl, uiun SCC), paxa
NOYKM (BKJIFOYAsl CBETJOKJIETOYHBIM paK TOYKH, MNAMWUBIPHYIO KapLIUHOMY TIOYKH H

XpoMOGOOHBIH IMOYEYHO-KJIETOYHBIN pak), paka IeHKd MaTKH, paka oJKelIyAkKa, paka
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NPEACTATeNIbHONW JKeJe3bl (BKIFOYAs aJeHOKAPLMHOMY IPENCTaTeNbHONH JKeNe3bl), paka
SHAOMETPUs (BKIIFOYAsi KAPLIMHOCAPKOMY MATKM U PaK Tejla MAaTKH), al€HOKAPILIMHOMBI IPSMON
KUIIKY, KapUUHOMBI IIMTOBUIHOW JKeJe3bl, aAeHOKAPLUMHOMBI TOJCTOTO KHIIEYHHUKA,
aZleHOKApILIMHOMBI SKeJyJKa M paka NOMKEIyAOYHOH Kene3bl (BKJIOYAs aJeHOKApLHHOMY
NO/DKETYAOYHOM  JKene3bl)) Yy MHAUBHIAYYMa, BKJIIOYAIOIIUX BBEIEHHE HHIUBUAYYMY
5 PEKTUBHOrO KOJMYECTBA AHTUTENA NMPOTHUB OVP6 MM KOHBIOraTa aHTHTENO NPOTHB OvP6-
JIEKapCTBEHHOE CPEACTBO, MPEICTABIEHHOIO B HACTOSIIEM ONMUCAHUK. B HEKOTOpBIX BapuaHTax
OCYIIECTBJICHUS] 3JI0Ka4eCTBeHHOe HoBooOpa3oBanue siBisercss NSCLC. B HekoTOpbIX
BApPHUAHTAX OCYINECTBJICHHUS 3JIOKAYECTBEHHOE HOBOOOpAa30BAaHUE SIBISIETCS PAKOM TOJIOBBI H
meu. B HEKOTOPBIX BapHaHTaX OCYLIECTBJCHHs 3JIOKAYECTBEHHOE HOBOOOPA30BAHUE SIBIISIETCS
pakoM  TMHUINEBOJA. B HEKOTOPhIX  BapMaHTaxX  OCYIIECTBJIEHUS  3JIOKAYECTBEHHOE
HOBOOOpPA30BaHME SBJSIETCS PAKOM  MOJIOYHOW  Keje3bl. B HEeKOTOpbIX  BapHaHTax
OCYIIECTBIIEHHsI 3JIOKAYECTBEHHOE HOBOOOPA30BAHME SIBJIIETCS] PAKOM SIMUYHUKA. B HEKOTOPBIX
BApPHUAHTAX OCYIIECTBJICHUS AHTUTENA WM KOHBIOTAThl aHTUTEJO-JIEKAPCTBEHHOE CPEICTBO IO
N300pETEHNIO HCIONB3YIOT B CHOCO0AaX JIEYEHHS paka TMOYKH. B HEKOTOpPhIX BapHaHTaX
OCYIIECTBIIEHHMs] ~aHTUTENlA WM KOHBIOTAThl AHTHUTEJO-JIEKAPCTBEHHOE CPEINCTBO IO
N300pETEHNIO HMCIIONB3YIOT B CHOCO0Ax JICUEHMs paka SHAOMETpHs. B HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHHs] ~AaHTUTENA WM KOHBIOTAThl AHTHUTEJO-JIEKAPCTBEHHOE CPEINCTBO IO
M300pETEHNIO HCHOJNB3YIOT B CHOco0ax JIEUEHHs paka JKelyaka. B HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHHsI 3JI0KAYECTBEHHOE HOBOOOpPA30BaHUE SIBJISETCS PAKOM MOYEBOro my3bips. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHUs 3JI0KAYECTBEHHOE HOBOOOPA30BAaHHUE SIBISIETCS PAKOM
KOXXU. B HEKOTOpBIX BapHaHTax OCYLIECTBIIEHHS 3JI0KAa4€CTBEHHOE HOBOOOpPA30BAHME SIBISIETCS
pakoM IIeWKM MaTKU. B HEKOTOpbIX BapMaHTax OCYINECTBJIEHUS 3JI0Ka4eCTBEHHOE
HOBOOOpa3OBaHME SIBJSIETCS PAKOM JKeIyAKa. B HEKOTOpBIX BapuaHTaX OCYINECTBICHUS
3JI0KaYeCTBEHHOE HOBOOOpPA30BaHUE SIBISIETCS PAKOM MODKENYJOYHOH Keje3bl. B HeKOTOphIX
BaPHUAHTAX OCYLIECTBJICHUS UHIUBUIYYM SIBJSIETCS YEJIOBEKOM.

[0188] IIpombliieHHOe wu3Aenue WId HAOOp IOMOJHUTEIBHO MOMKET COAEPIKATh
KoHTelHep. [Tomxonsiimue KOHTEHHEPhI BKIIIOYAIOT, Hampumep, OyTbutH, (uiakoHbI (Hampumep,
IBYXKaMepHbIe (PIIAKOHBI), IITPULEI (TAKHE KaK OJHOKAMEPHbBIE MJIH ABYXKAMEPHbIE IIMPULIBI) U
npoOupku. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHHsS KOHTEHHep sBisieTcs (hiakoHOM.
KoHTeliHep MOXXKHO TOJyYaTh M3 PA3jUYHBIX MATEPHAJIOB, TAKMX KaK CTEKJO MM IUIACTHUK.
KoHnreiinep yaepkuBaeT cOCTas.

[0189] IIpoMbIIEeHHOE U3ENNe HIIH HA0Op JOMOJHHUTEIBHO MOXKET COAEPIKATh SPIIBIK
WIM BKJIQABII B YIAKOBKY, HAaXOMSIIWH HAa KOHTEHHEpPEe WM TNPUKPEIUICHHbIH K HEMY
KOHTEHHep, IZIeé MOXXHO YKa3bIBaTh MHCTPYKLMH IO BOCCTAHOBJIEHHIO W/HJIM HCIIOJB30BAHHIO
coctaBa. Ha sipiiplke Wiy BKJI/IBIIIE B YIIAKOBKY MOYKHO JIONOJHUTENBHO YKA3bIBaTh, YTO COCTAB
NPUTOAEH WM TPEIHA3HAYEH ISl MOJKOXKHOTO, BHYTPHBEHHOrO (Hampumep, BHYTPUBEHHOM
UH(Y3UN) WU IPYTUX CIIOCOOOB BBEACHUS IS JICUEHHS 3JI0KAUE€CTBEHHOTO HOBOOOPAa30BaHUS Y
UHAUBUAYYMa (Hampumep, HeMenkokjeTouHoro paka jerkux (NSCLC) (mnockokJIeTodHoro u

JKEJIE3UCTOr0), paKka roJIOBBI U IeH (BKJIIOUas MIIOCKOKJIETOYHYIO KapLMHOMY TOJIOBBI U IIEH),
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paka NHINEBOJA, pPaka MOJOYHOH Kene3bl (BKJIOYAs WHBA3WBHYK KapLUHUHOMY MOJIOYHOHN
JKeNe3bl), paka SUYHHUKA, pPaka MOUYEBOrO My3bIps (BKIIOYAs YPOTEIHAIbHYIO KapLUHOMY), paka
KOXH (TUTOCKOKJIETOYHOHM KapuuHOMBL, mik SCC), paka modku (BKJIIOYasi CBETJIOKJIETOYHBIN pak
NOYKH, MANWUBIPHYIO KapLUHOMY IOYKH U XPOMO(OOHBIN MOYEYHO-KIETOYHBIH pak), paka
meWKU MaTKH, paka >KeNyaKa, paka IMpencTaTeNbHON jkene3bl (BKIOYAs aAeHOKAPLIUHOMY
IPEeCTaTeNIbHON JKeJe3bl), paka dSHAOMETpus (BKJIIOYAs KApPLMHOCAPKOMY MAaTKH U PaK Tena
MaTK{), aJEHOKApLUUHOMBI  MpPSIMOM  KHIUKM, KAPIMHOMBI  INUTOBUIHOH  JKeJe3bl,
aJICHOKAPILITHOMBI TOJICTOTO KHUIIEYHUKA, aJ€HOKAPLIMHOMBI XKeNyJKa U paka MOIKeNTyqOUYHOU
JKene3bl (BKJIIOYasi aIeHOKApLMHOMY TOKEIyI04HOM kene3bl)). KoHTeliHep, yaepKuBaromui
COCTaB, MOXKET SIBJIATBCS OJHOPA30BBIM (PJIAKOHOM HJIM MHOTOPA30BBIM (DJIAKOHOM, JIEJIAr0IIUM
BO3MOJKHBIM TTOBTOPHO€ BBEJIEHHE BOCCTAHOBJIEHHOrO cocTaBa. [IpoMmbllIeHHOE u3ienue Uiu
HaOOp IOMOJHHUTEIBHO MOXET COIEepKaThb BTOPOH KOHTEHHep, COAep KAl IMOIXOASIINN
ITOEHT. TIpoMBIIIEHHOE H3/enre MM Habop MOMOJHUTENbHO MOXKET BKIIOYATh IPyTUe
MaTepuabl, KeJaeMble C KOMMEpPYECKOW TOUKM 3pEHHUs, TepaneBTUYECKONW TOYKU 3pEHUus U
TOUYKH 3PEHHS MTOJIb30BATENS, BKIIFOYast Apyrue Oydepbl, QHITOEHTBI, (PHIBTPBI, UTIIbL, IITPULEI 1
BKJIQIBILIN B YIAKOBKY C MHCTPYKLUSIMU 110 UCTIOIb30BAHUIO.

[0190] IIpomsbltieHHOEe wu3Aenue wuiu HabOp 1O H30OPETeHHI0, HEOOsI3aTENbHO,
JOTIOJIHUTEIBHO COAEPKUT KOHTEHMHep, COMAEepsKalluil BTOpOE JIEKapCTBEHHOE CPENCTBO, T
AaHTUTENIO TPOTHB 0V6 WM KOHBIOraT AHTUTEJO TPOTUB OVPO-IEeKapCTBEHHOE CPEICTBO
SBJIIETCSI TIEPBBIM JIEKAPCTBEHHBIM CPEICTBOM, M TA€ INPOMBILUICEHHOE H3Jenue win Habop
JOTIOJTHUTEIbHO COAEPKUT MHCTPYKLMM HA SIPJbIKE MM BKJIAJbILIE B YINAKOBKY AJIS JIEUEHMs
MHUBUAYYMA C MTOMOIIBIO BTOPOTO JIEKAPCTBEHHOT'O CPenCcTBa B 3((PEeKTUBHOM KonndecTse. B
HEKOTOPBIX BAPUAHTaX OCYLIECTBJIEHUS BTOPOE JIEKAPCTBEHHOE CPEACTBO IMPENHA3HAYEHO IS
YCTPaHEeHHUS HIIN CHIDKEHHUS TSDKECTH OJJTHOTO MM OoJiee HeXKeNaTeNIbHbIX SIBICHUH.

[0191] B HeKOTOpPBIX BapHaHTaX OCYIIECTBICHUS AHTUTEJNO MPOTHB OVP6 MM KOHBIOTAT
AHTHUTEJIO TPOTHUB OVPO-JEKAPCTBEHHOE CPEACTBO HAXOAMTCS B KOHTEWHEpEe B BHIE
JTHO(PUIU3UPOBAHHOTO MOPOKa. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS JTHOPUIU3UPOBAHHBINA
MOPOLIOK HAXOAHUTCS B T€PMETHUYHO 3aMassHHOM KOHTEHHepe, TAKOM Kak (hJIaKOH, amIlyJsia WU
camie, Ha KOTOPOM YKa3aHO KOJIMYECTBO AKTUBHOrO cpencrBa. Ecmu  ¢apmaneBTudeckoe
CPEACTBO BBOIAT IMOCPEACTBOM MHBEKIMH, HEOOSI3aTEIbHO, HATPUMED, B KA4eCTBE YaCTH HaOopa
MOJKHO TIPEIOCTABISITh aMITyJly CTEPUIIBbHONH BOABI JUII WHBEKUUH WM (PU3HOJIOTHIECKOTO
pacTBOpa, TAKUM 00pa3oM, YTO HHTPEIUEHThI MOXKHO CMEIINBaTh nepen BeeneHneM. Kak Oyner
MOHSATHO CIIELUAIINCTaM B 3TOH 0o0nacTy, Takue HaOOPBI MOTYT BKIIFOYATh, MPH KEJIAHUH, OJUH
wii Oojiee M3 PaA3NMYHBIX OOMENPUHATHIX (PapPMALEBTHUECKUX KOMIIOHEHTOB, TAaKUX Kak,
HarpuMep, KOHTEHHEpBl ¢ ONHUM iU Oonee (papManeBTUHYECKH NMPUEMIIEMbIMA HOCHUTENSIMHU,
TOTIONTHUTENIbHbIE KOHTEHHEepH! U T.4. B Ha0op Takke MOKHO BKJIFOYATh ME€YATHBIE HHCTPYKLINY,
B BUAE BKJIAJbILENd WU SIPJIbIKOB, II€ yKa3aHbl KOJMYECTBA KOMIIOHEHTOB, MOAJIEXKAINX
BBEICHUIO, HHCTPYKIMH 10 BBEEHHIO W/WMJIM HHCTPYKLIUHU 110 CMEIIMBAHUIO KOMIIOHEHTOB.

X. pyroe ucnoib30BaHue
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[0192] AnTHTena mpoTtus avB6, MpencTaBieHHbIE B HACTOALIEM OMHCAHHUH, TAKHE Kak
I'YMaHU3MPOBAHHBIE AHTUTENA MPOTHUB OVPO, MOXHO MHCIOJB30BATh AJsl AeTeKuuu ovpo B
KOHTEKCTEe KIMHIYECKON JUArHOCTHKY, WU JICUEHUs, W UCCIeoBaHUN. Jkcrpeccus avpo Ha
3JI0OKQYeCTBEHHOM HOBOOOPAa30BaHWHU SIBJIAETCS IMPU3HAKOM TOrO, HYTO 3JI0KA4eCTBEHHOE
HOBOOOpPa30BaHWE MOXKET IMOJAABATHCS JICYEHHIO AHTUTENIAMH IO HACTOSINEMY H300pETEeHHIO.
AHTHTENa TaKXKe MOXHO IIpOJaBaThb B KadyecTBE HCCIENOBATENbCKUX PEAareHTOB IS
7a0OpaTOPHBIX MCCIENOBAHUI B AETEKLMN KJIETOK, HECYIINX avf36, U UX OTBETa Ha Pa3IM4YHbIE
ctumyJsibl.  [IpM  TakoM HCMONB30BAHMHM MOHOKJIOHAJBHBIE AHTUTENA MOXKHO METHUTh
(bIIyOpEeCLEHTHBIMH MOJIEKYJIAMU, MOJIEKYJAMH CO CIIMHOBBIMH MeTKaMH, ()epPMEHTaMH HIIH
PaTMOU30TONAMH U MPENOCTABNATh B (hOpMe Habopa CO BCEMU HEOOXOMMMBIMHU peareHTaMU JJIs
OCYIIECTBIIEHHs aHan3a avf6. AHTHTENa, MPENCTaBICHHbIE B HACTOSINEM OINHUCAHHH, MOJKHO
UCTIONB30BATh ISl NETEKIMH SKCTIpeccHu Oenka ovB6 W ompeneneHwss TOrO, MOANAETCS JIH
3JIOKQ4eCTBEHHOE HOBOOOpazoBaHue JeueHno ¢ nomoursio ADC avf6.

[0193] Bce mareHTHBIE 3asBKM, BeO-CalThI, Apyrue myOJUKAIMH, PErHCTPALIMOHHBIE
HOMEpa U T.IL., MPOLUTHPOBAHHBIEC BBIIE WM HUXKE, B MOJHOM O0OBEME BKIIFOYECHBI B KaueCTBE
CCBUIKH JUJIsl BCEX LeJie B TOW JK€ CTENeHH, KaK €Ciu Obl KaXIbli OTHETbHBIA MYHKT OBLI
KOHKPETHO U OT/EJIbHO YKa3aH KaK BKJIIOUEHHBIH B KaueCTBE CChUIKH. ECM B pa3Hble MOMEHTHI
BPEMEHH C PETUCTPALIIOHHBIM HOMEPOM aCCOLIMHPOBAHbI Pa3HbIe BEPCHH MOCIENOBATENbHOCTH,
NOAPa3yMEBAOT  BEPCHUIO,  ACCOLMHPOBAHHYID C  PErHCTPALMOHHBIM  HOMEPOM  Ha
NEeNCTBUTENbHYIO N1aTy MOJA4YM HACTosel 3asBku. TepMuH "nelicTBUTeNbHas Aarta nopadu”
o3HauaeT Ooyiee PaHHIOI M3 TOYHOH JaThl MOAAYM WM AAThl MOJAYU NMPUOPHUTETHOH 3asiBKH,
OTHOCALIEHCA K PEruCTPALMOHHOMY HOMEpY, €CJIM 3TO LeJecoo0pa3HO. AHAJIOTUYHO, €CIH
pasHble Bepcuu myOnukanuu, Bed-caiita UM T.1. OMyOJIMKOBAHBI B Pa3Hble MOMEHTBI BPEMEHH,
NOAPA3yMEBAIOT IOCIEIHIO OIMyOJMKOBAHHYIO BEPCHUIO HAa JAEHCTBUTENBHYIO AATy IOAAYU
3asBKH, €CJIM He yKa3aHo nHade. JIoOOil mpu3HaK, CTaquIo0, HJIEMEHT, BAPUAHT OCYIIECTBIICHHS
WIN aCTeKT MO M300PETEeHUI0 MOKHO UCIONb30BaTh B KOMOMHAIIMK C JEOOBIM IPYTUM, €CITH HE
yKa3aHO HHa4de. XOTS HACTOsee HM300peTeHHe OMHCAHO B HEKOTOPBIX MOAPOOHOCTSX C
MOMOIIBI MJUTFOCTPALUA U TMPUMEPOB JJISl ICHOCTU U MOHMMAHUS, OYEBHIHO, YTO HEKOTOpBIE
U3MEHEHUsT M MOAU(UKAIMA MOXXHO OCYINECTBJIATh Ha TPAKTHKE B 00beMe (opmyibl
n300peTeHus.

INPUMEPBI

Martepuanbi

[0194] JInauu KJI€TOK, OMKMCAaHHbIE B CIEAYIOIIMUX MIpUMepax, MOANEPKUBANIU B KYJIbType
B COOTBETCTBUSX C ycioBusimu, onpeneneHHbiMu American Type Culture Collection (ATCC),
Harmmonansabeiv - uHCTUTYTOM OHKONorun CIIIA  (NCI) wmm Deutsche Sammlung von
Mikroorganismen und Zellkulturen GmbH, Braunschweig, Germany (DMSZ). Jluaun kjieTok
SW780, nunmu knerok Detroit 562, munnn kinerok HPAFII u munaun xnerok BxPC3 nmonyuanu
u3 ATCC. DnurenuanbHble kineTku nodku venoseka FreeStyle™ 293-F (InVitrogen Corp) u
COOTBETCTBYIOLIMX TPAHC(EKTAHTOB MOANEPKUBAIN [0 HWHCTPYKLHUSAM IPOU3BOAUTENS.

Pearentsl mns kynpTHBUpOBaHUs KieTok mnojiydanu ot Invitrogen Corp. (Carlsbad, CA)),
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Molecular Devices (Sunnydale, CA) u npyrux nmocTaBIIUKOB. PeareHThI-BTOPHYHBIE AaHTHTENA
npuodperanu B Jackson ImmunoResearch Laboratories (West Grove, PA). PexomOnHaHTHBIE
avBl, avB3, avpS, avp6 u avp8 mpuobperamu B R&D Systems (Minneapolis, MN). Knerku

FreeStyle™ 293-F skcnpecCHPYIOT SHIOTEHHBI UWHTETPUH OV, ©U UX CTaOUIIBHO

>
TpaHCPULMPOBAIN C HCHOJb30BaHHMEM mnosHopasmepHoi k/IHK, xomupyromedt unterpun 6
YeJOBEeKa, SIBAHCKOTO MaKaka WJIM MbIIH, s noiydeHuid jgunuit xierok HEK293F:huf6,
HEK293F:cynof6 u HEK293F:muf6, COOTBETCTBEHHO. Knerku HEK?293F,
TpaHC(ULUPOBAHHBIE C UCTIONb30BaHUEeM mycToro Bektopa (HEK293F :BekTop), HCmonp30Bau B
kauectBe orpuuarenpbHoro koHTpossa. Knerku 3T3 u FDC-P1 wmpimm, skcmpeccupyroiiue
SHAOTEHHBIH WHTErPUH OV MBILIIH, TPAHCHUIMPOBAIH C HCIOJb30BAHHEM MOJHOPA3MEPHOTO
kyoHa k/IHK nys maTerpuna P uenoseka u Mbimu it nonydeHust 3T3:huf6 u FDC-P1:mup6,
COOTBETCTBEHHO.

Cnoco0br:

MMonyuyenne anTurena 2A2

[0195] Mpmmeir ICR (CD-1) Tpu pasa HUMMYHU3HPOBAIM C  TOMOIIBIO
MHTPAIePUTOHEANbHBIX HHbeKIH ~5%10° Tpancdexrantos 3T3:huB6. 3a Tpu HS 1O CIHSHUS
MBIIIAM JI€JTalii TOCJEOHIOK HMHBEKLIHIO OYHIIEHHOTO PEeKOMOMHAHTHOrO ovp6 uenoBeka,
BBOJIMMOTO BHYTPHBEHHO (6 MKT) 1 uHTpaneputroHeanbHo (30 Mkr). JIumdouunTel, coOpaHHbIE U3
CeNe3eHKH U JUM(OY3JIOB, MMOIBEPralu CIMSHUIO C MUEIOMHBIMHU KieTkamu P3X63Ag8.653 ¢
UCTIOJIb30BAHUEM TMONHUATHICHITUKONA. CIUTBIE KJIETKH BOCCTAHABIMBAJIN B TE€UYEHHE HOYM B
cpenax muist BeipamuBanus rudbpunom (IMDM, conepkamueii 4 MM riyramuna, 10% ¢eTanbHoro
kionHa I, 10% ¢akropa KIOHHPOBAHUS U MEHUIWLINH/CcTpenToMUuLinH). [locne BoccTaHOBIEGHUS
KJIETKH LEHTPU(YrHpOBajH, a 3aTeM BbICEBAJM B IOJNyTBepnble cpenbl. IlomyTBepasie cpenbl
cocrosutn u3 cpensl CloneMatrix, JOMOSHEHHOH cpefamu aus BbipamuBanus ruopunom ¢ HAT
ans cenekumn ruopunom u CloneDetect nns npoaykuun IgG. I'mGpumombl nHKYyOMpoBanu B
teuenue 10 et mpu 37°C. B genp 10 mpoayumpyrouiue KJIOHbI THOPHUAOMBI BBIOMpAIH C
ucnons3oBanueM ClonePixFL (Molecular Devices) u nepeHocHiu B 96-1yHOYHbIE TUIAHIIETHI,
copepxaune IgG-ucromennsie cpenbl s BbipammBanus rudpungom ¢ HT. CynepHaTaHThI
KyJbTYyp THOPHIOM TMOIBEpPrajiu CKPUHMHTY Ha  TpaHcdekrtantax 293F:huf6 wu
UACHTU(QUIMPOBAIIA  TOJIOKUTENBHBIE KJIOHBI ¢ TOMOIIbi0 MedeHoro AlexaFluor-647
BTOPUYHOTO aHTHTENA Ui Aetekunu. [Inanmers! cuntsiBanu ¢ nomouisio FMAT 8200 (Applied
Biosystems). I'mOpunomel, cBsizanHble ¢ 293F:hupf6 m 293F:cynof6, HO He 293F:Bekrop,
MOJIBEPTaJId SKCIIAHCHU JUJIsl IPSIMON KOHBIOTALIMH C JIEKAPCTBEHHBIMH CPEICTBAMMU-THHKEPAMH.
[TaHenp HampsIMyr0 KOHBIOTHPOBAHHBIX AHTHUTE] TECTUPOBAIM B AaHANM3axX CBS3BIBAHUS U
LIUTOTOKCUYHOCTH.

ELISA 6n1oxupoBanusi LAP

[0196] 96-nyHOUYHBIE MIAaHLIETHI AJIT MUKPOTUTPOBaHUs (NUNC) MOKPBIBATIH B TEUEHUE
Houn npu 4°C ¢ wucnonb3oBanueM 0,3 MKI/MJI pPEKOMOWMHAHTHOTO AaCCOLMHUPOBAHHOTO C
JaTeHTHOCTBIO mnentuaa venoseka (rhuLAP) (momyuenHoro csoumu cuinamu, ot Ne 09-19-

09DS) B 1-xparaom PBS. Tlocie ynaneHus: mOKpBIBAIOIIErO PacTBOPA IMIAHIIETHI OJIOKUPOBAIIH
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3% BSA B Tris-3a0y¢depennom ¢usnonorudeckom pacrsope (ITBS) B Teuenne ogHoro yaca npu
KOMHATHOW TeMmmeparype, a 3areM mnpombiBainn 5 pas PBS+0,05% Tween-20 (PBST) nepen
UCTIOJIB30BaHUEM. B oTnenpHOM 96-IyHOYHOM IUIaHIIETE ¢ KOHMYeCKHMM maHOM 0,25 MKr/mi
pexoMOnHaHTHOTO OVvP6-OmoTuHa uenoseka (thu) (momyuennoro cBommm cunamu rhuovpo-
ounotuH, joT Ne 171030A) mpensapuTenbHO MHKYOUpPOBAIM B Te4eHUE 1 yaca Impu KOMHATHOM
TEMIIEpaType ¢ YBEINYHMBAIOIIUMICS KOHLIEHTPALUSAMH OUUINEeHHOro aHTuTena B Oydepe TBS,
cogepxauem 1 MM CaCl,, 1 MM MgCl, u 1 mr/mi BSA B Teuenune | yaca mpu KOMHATHOM
Temmeparype. 3aTeM CMeCh aHTUTeN0/0vPO-OMOTHH NMepeHOCUIN B MOKpbIThE LAP mnaHmer u
WHKYOMpPOBAJIM MPH KOMHATHOW Temmeparype B TeueHue | vaca. [InaHImeTsl mpoMbIBAIIH, Kak
OMHUCAHO BbINE, U UHKYOupoBamu ¢ 50 MKJI/IYHKY KOHBEOTMPOBAHHOTO C IEPOKCHUAA30H
crpentaBuanHa (Jackson ImmunoResearch, #016-030-084), passenennoro 1:1000 8 TBS +1
mr/mn BSA, mpu xoMmHaTHOH Temmepatrype B TeueHne | waca. CBsi3aHHBIH OEJOK U CUTHAI
omnpenemsu ¢ ucronbzoBanneM TMB (Invitrogen, #00-2023), uHkyOupoBanu B TedeHHE 5,5
muHyT, a 3areM tyurmuid 1| H H)SOs (Fisher, #SA212-1). IlnaHmeTsl He3aMeIIHTEIBHO
CUHUTBHIBAIA C MOMOIIBI CHEKTPO(OTOMETpA JJIsl UYTEHUS IUIAHIIETOB (criekTpodoToMerpa Iist
yreHnsi MuKporutanimeroB Molecular Devices Vmax Kinetic) nmpu nnuHe BonHBI 450 HM.
Hannblie sxcnioptupoBaimu B Microsoft Excel n anmammsuposamu ¢ nmomompeto GraphPad Prism
v5.03.

AHAJH3BI KOHKYPEHTHOI0 CBSI3BIBAHHSI - TYMAHH3HPOBAHHbIE BAPHAHTHI AHTHTEJI
2A2

[0197] Ananu3bl KOHKYPEHTHOI'O CBSI3bIBAHUS OCYLIECTBJIJIN C UCIOJb30BAHUEM JIMHUU
kaetok 293F:huf6 . 0,1x10° AHTUI€H-DKCIIPECCUPYIOIIUX KJIETOK AJIMKBOTHUPOBAIUA B KAXKAYIO
JYHKY 96-yHOUHOTO IJIaHIIeTa ¢ V-00pa3HbIM JTHOM Ha Jiby. KieTku nHKyOupoBaniu B Te4eHHe
1 gaca ¢ 2 HM meuenoro AlexaFluor-647 m2A2 u yBenuuuBaromumucs koHuentparmsmu (0,03-
500 HM) HemMe4eHOro I'yMaHU3HPOBAHHOTO BapuaHTa antutena 2A2 B Oydepe st FACS (Tris-
3a0yepeHHOM (PU3HOJIOrHUECKOM pacTBOpe, 2% 3MOPHOHANIBHOM Tesiubel cbiBOpoTke, 0,5 MM
MnCl12, 0,02% NaN3). Knetku ocaxxpanu u npombiBaiu 3 paza TBS/FBS. Knetku ocaknanu u
pecycnienaupoanu B 125 mxin TBS/FBS. ®@ayopecueHTHBINH CUTHAT CBA3BIBAHHS OTPENENSITH C
ucnons3oBanueM Becton Dickinson Biosciences LSR II (San Jose, CA). IIponieHT HachIIEHHOTO
(bIyOpeCLIEHTHOrO CUTHAJIA UCTIOIB30BAIH ISl OMpPENENIEHUs] MPOLEHTA CBSI3AHHOTO MEYEHOTO
rYMaHU3UPOBAHHOTO aHTuTena 2A2 u mocnenyrowmed skcrpanossinuu ECsg mocpencTtsom
anMpPOKCHUMALIMM JIAHHBIX K CHUTMOBHIHOW KPUBOH 103a-3((PEKT ¢ NMEepEeMEHHbIM YIJIOBBIM
k03¢ pumenTom ¢ ucnonp3oanueM nporpammuoro obecneuenust GraphPad (LaJolla, CA).

AHAJIH3bI KOHKYPEHTHOI0 CBSI3BIBAHHS - AVB6 Yei0BeKa M IBAHCKOI0 MAKAKa

[0198] Ananu3bl KOHKYPEHTHOI'O CBSI3bIBAHHUS OCYLIECTBIIAJIM C UCIOJb30BAHUEM JIMHUN
kietok  293F:hup6 u  HEK293F:cynof6. 0,1x10°  aHTHreH-3KCTIPECCHDYIOLMX  KJIETOK
AIMKBOTHPOBAIN B KXKAYIO JIYHKY 96-TYHOUHOrO IUIAHIIETa C V-OOpa3sHbIM TTHOM Ha JIbAY.
Knetkn wuHKyOmpoBamm B Tewennme | waca ¢ 2 HM wmeueHoro AlexaFluor-647
rymaauzuposanHoro 2A2 HCLG u yBenuuuBaromumucs KoHueHTpauusmu (4 nM-1 mxM)
HemeueHoro rymanusuposanHoro anrutena 2A2 HCLG u h2A2-Mdpr-PEG(12)-gluc-MMAE(8)
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B Oydepe (Tris-3abydepenHom ¢(u3HOIOrHUIECKOM pacTtBope, 2% SMOPHOHAIBHON TeNsTIbeit
ceiBopotke, 0,5 MM MnCl,, 0,02% NaN3). Knerku ocaknanu u npomsiBaiu 3 paza TBS/FBS.
Knerkn ocaxxmamu u pecycnennuposaiu B 125 mxn TBS/FBS. ®nyopecueHTHbIl cUrHaI
CBsI3bIBaHUSA ompenesuu ¢ ucrnonb3osaHueMm Becton Dickinson Biosciences LSR II (San Jose,
CA). IlponeHT HacChIIIEHHOrO (IyOpeCLIeHTHOrO CUTHAaja HCIONb30BAIM Ul ONpeNeseHus
MPOLIEHTAa MEUYEHOI0 TYMAaHU3UPOBAHHOIO aHtutesa 2A2, CBSI3aHHOTO C KIJIETKaMHu, U
nociaenyroueit sxcrpanonauun ECsy mocpeacTBoM anmpoKCUMAaLUM JaHHBIX K CUTMOBHUIHOM
KpuBOH Jn03a-3p(eKT ¢ MepeMEeHHbIM YIJIOBBIM KO3()(HHULHUEHTOM ¢ UCIOJIb30BAHUEM
nporpammuoro obecneuenus: GraphPad (LaJolla, CA).

AHaJIN3bl HACBIIEHHUS CBSI3bIBAHUSA 0VP6 - avf6 yet0BeKa U IBAHCKOr0 MaKaKa

[0199] WHccnemoBaHusi HACHIIIEHUS CBSI3bIBAHUSA OCYIIECTBJISUIA C HCIOIB30BAHUEM
CIEYIOIUX aHTUTeH-3KCIpeccupyomux juaui kinetok: 293F:huf6 u 293F:cynof6. 0,1x10°
AHTUTeH->KCIPECCHPYIOLINX KJIETOK aJIMKBOTHPOBAIM HA JIYHKY 96-JyHOYHOrO IUIAHIIETA C V-
obpazabeM 1HOM. m2A2 u h2A2 HCLG nampsmyro merunn AlexaFluor-647 u nobasmsuin B
KJIETKA B KOHIEHTpalusix B quamna3oHe or 6 mM nmo 340 HM B Oydepe (Tris-3a0ydepeHHoM
¢usnonornueckom pactsope, 2% >3MOpHOHANBHON Tesstubeil ceiBopoTke, 0,5 MM MnCl,, 0,02%
NaN3). Knerkn nakyOnpoBanu B TeueHue 1 daca, 3aTeM OCakaanu U npomMbiBainu 3 pasza TBS.
Knetku ocaxknanu u pecycnennuponaiu B 120 mxin TBS. ®dnyopeciieHTHBIN CUTHAN CBSI3bIBAHUS
onpenensian ¢ ucnojp3oBanreM Becton Dickinson Biosciences LSR II (San Jose, CA). ECsy
BBIUMCJISUTU C UCTIOIB30BaHUEM MporpaMMmHoro odecnieuenus: GraphPad (LaJolla, CA).

ELISA

[0200] 96-nynounsle nuanmersl Maxisorb (Nunc) mokpsiBanu B TeueHue Houn npu 4°C
1 mxr/mn pekomOunantHoro avfl, avp3, avps, avp6 u avp8 uenoseka (R&D Systems, MN),
passenenHoro B 50 MM kap6onatHoro Oydepa (Sa, MO). ITnanmers! npomsianun PBS+0,05%
Tween 20 (PBS-T). IIpomsiBounblii Oydep ymansaau v IuaHmerbl OJOKUPOBAJIN B TE€UYEHHE 2
9YacoB NPU KOMHATHOM Temmeparype B Onokupyroiem oydpepe TBS (TBS, 0,05% Tween 20, 1%
BSA). IlnaHmersl mnpoMbIBaNM, a 3aTéM HWHKYOMpOBaJM B TeYeHHEe 2 4YacoB C
Ir'YMaHU3UPOBAHHBIM aHTHTEJIOM 2A2, pa3BeeHHbIM B cBsizbiBatomem Oydepe TBS (TBS, 0,05%
Tween 20, 1% BSA, 1 MM MnCl,) B koHueHTpauusx B nuamnasoHe or | mM go 67 M (10
MKr/mi). [Tnanmersr mpomMeiBaty, HHKYOHpOBaiu B TeueHne | gaca ¢ pazsenenunem 1:5000 HRP-
KOHBIOTHPOBaHHOrO aHTuTena npotuB Fc dyemoeka (Jackson ImmunoResearch, PA),
NPOMBIBAJIM, a 3aTeM HHKyOupoBanu ¢ cyocrpatom TMB B Tedenune S5 muHyT. Peakimro
npekpamanu ¢ nomomeo | M HCL. Ilornomenne npu 450 HM CUNTBIBAIM € UCMOJIB30BAHUEM
cnektpodoTomerpa st uteHus manmeroB Fusion HT (Perkin Elmer, Waltham, MA).

KonuuyecTBeHHBIH NPOTOYHBIN IMTOMETPHYECKUH AHAJIM3

[0201] KomuyectBo kommii ovf6 Ha TIOBEPXHOCTH KIJIETOK OMpPENeisuid  C
UCTIONBb30BaHuEM MADb mpoTtuB ovf6 MbIIK B Ka4eCTBE NMEPBUYHOIO AHTUTENA M HEMPSIMOTO
nporouHoro muroMerpuyeckoro aHanmm3a DAKO QiFiKit mo WHCTPYKIUSM MPOM3BOIUTEINS
(DAKO A/S, Glostrup, Denmark) u ouenuBanu ¢ moMoInbl0 NPOTOYHOro LuToMerpa Becton
Dickinson FACScan.
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AHaJIN3 NUTOTOKCHYHOCTH in vitro

[0202] OmyxoneBble KJIETKH WHKYOHMPOBAJIN C KOHBIOTATAMHU AHTHUTEJIO IMPOTHB OVP6-
JeKapCTBeHHOEe cpenctBo B TeueHne 96 uacoB mpu 37°C. JKu3HECmOCOOHOCTH KIIETOK
ompexnensyii ¢ ucnoyb3oBaHueM JiroMuHecrieHTHoro aHaim3a CellTiter-Glo® (Promega
Corporation, Madison, WI) u pe3yapTarbl HU3MEpSIM C TOMOIIBIO MHOIOKaHAJBHOTO
cnektpodoTomerpa nnsi ureHus: miaHmeroB EnVision (Perkin Elmer, Waltham, MA).
Pesynbratel peructpupoBanu kak ICsp, omnpenenseMyro Kak KOHLEHTpalMs, NPUBOAALIAS K
MOJIyMaKCUMAJIbHOMY MHTHOUPOBAHUIO POCTA MO XOAY KPUBOH TUTPOBAHUSI.

IMonyyeHne KOHBIOraTOB AHTUTEJI0-JIEKAPCTBEHHOE CPEACTBO

[0203] Koubroratbl aHTHTEJIO-JEKAPCTBEHHOE CPEACTBO AHTUTEN TMPOTUB OVP6
nojy4any, kak onmcaHo B US20050238649 u WO2015/057699. JlekapCTBEHHBIE CpENCTBA-
muakepel VeMMAE (Taxke mspecTHble kak 1006) 1 mcMMAF onucansl B US20050238649,
BKJIIOUEHHOM B HACTOsllee OMHCaHWE B KaueCTBE CChUIKM JJis BcexX Leseil. JlekapcTBeHHOe
cpenctBo-nuHKep MDpr-Lys(PEGx)-rmrokyponua-muakep MMAE omnucano 8 W0O2015/057699,
BKJIFOUEHHOM B HACTOsILIEE ONUCAHNE B KAUeCTBE CChUIKU /JIs BCEX LieJieil.

HccnegoBanne akTHBHOCTH In vivo

[0204] Jlns TepameBTHUECKUX SKCIEPUMEHTOB HA MOJYYEHHbIX W3 JIMHUHM KIJIETOK
KCEHOTPAHCIUIAHTATaxX 5x10°  KieTok (ATCC) wHBEHIMpOBa M TOAKOXHO 5-8 camkam
6ectumycHbIx (nu/nu) memmei (Envigo) msa uccnenosanuii knerok BxPC3, Detroit 562, HPAF-
IT u SW780. Mbleii cny4aifHpIM 00pa3oM pas3iessuid Ha UCCIIEAYyeMble IPYIIIbl U BBOAMIN UM
TECTUPYEMBIN IpernapaT MOCPEICTBOM HMHTPANEpUTOHEATbHOM WHBEKLUHU MOCE NOCTHKEHUS
onyxojsiMu  npubausurenasHo 100 MM, JKHBOTHBIX YMEpIIBJISUIH, KOrna oObEeMbI OmyXousei
nocruramu 500-1000 mMym®. OGbeM omyxomu BerauCIsUIH 10 (GopMyse (00beM=Y2 X miuHA X
mupUHa X IMUpUHA). Mblmed, JIeMOHCTPUPOBABIIUX YCTOHYHMBOE pErpecCHpOBaHUE,
YMEpIIBIISUA MPHOIM3UTEIbHO B NeHb 40-05 mocne uMmiuiaHTauud. Bo BCeX HCCEIOBaHMSIX
KCEHOTPAHCIUIAHTATOB HE HAOJIOAU MMOTePH Beca WJIHM CBSI3AHHOM C JIEY€HHEeM TOKCUYHOCTH Y
MBIIICH, KOTOPBIX JICYHJIH JIFOOBIM M3 TECTOBBIX MpemnapartoB. Bce mpouenypbl ¢ KUBOTHBIMH
OCYIIECTBIISUIM O MPOTOKOJY, OAOOpeHHOMY MHCTHTYLHMOHAIBHBIM  KOMHUTETOM IO
COZIEP’KAHUIO M HCIOJB30BAHUIO JKUBOTHBIX B BHUBapHUM, aKKPEAUTOBAHHOM MeEXIyHapOIHOM
accolManyeli OLUEHKH U aKKPEIUTalUU JJAOOPATOPHBIX UCCIEAOBAHUI HA JKUBOTHBIX.

[0205] B pomonHeHWE K TMOJNYYEHHBIM U3 JIMHUA KJIETOK KCEHOTPAHCIUIAHTATaM,
npotuBoonyxoyieryro akTuBHOCT ADC h2A2 vcMMAE mnpoTuB Mopeneil NMONyYeHHBIX U3
nanueHToB KceHorpaHcruiantatoB (PDX) Hemenxoxmerounoro paka Jserkux (NSCLC)
UCCIIENOBAIN € HWCIOJb30BAHHMEM MOJeNel, noanepkuBaeMbix ¢ momomnbio  Champions
Oncology (Hackensack NJ). Otu momenu PDX Bxmouator oOpasipel NSCLC xene3uctoii u
IUIOCKOKJIETOYHONH  TUCTOJIOTMH. JTH MOAENU IMOJNy4Yajdd [OCPEACTBOM  HMMILIAHTALUU
MMMYHOKOMIIPOMETHPOBAHHBIM MBIIIAM M MO3BOJSUIM UM pacTu 10 obdbema omyxonu 150-300
MM’, 3aTeM MbllIeil PAHIOMU3HPOBAIH B IPYIIIbI JICYSHHs H KOHTPONBHBIE TPYIIIBI U BBOAMIIA

uM h2A2 veMMAE wnnu HecBsizbiBarouuii kKoHTposabs ADC h00 veMMAE. Meiam BBOgMIMN 3
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mr/kr ADC exxeHenenpHO BCero B Tpex no3ax. OObeMbl ormyxoel H3MepsuTi ABAKIbI B HEACITIO
B TeUeHHe 28 THe rmocie nepBoi 103bl WM A0 AOCTIXKEHHUs Onyxosimu oovema 1500 MM,

[0206] IIporuBoomyxoneByto akTuBHOCT h2A2 vcMMAE ADC 1OnOJHUTENBHO
oueHuBanu B Monenax PDX kapuuHOMBI SsMYHHKA, MOAAEpKUBaeMbIx ¢ momoibio Champions
Oncology (Hackensack NJ). DTtu wMonmenum mnojy4aid IOCPEICTBOM  HMIUIAHTALUH
UMMYHOKOMIIPOMETHPOBAHHBIM MBbILIAM U MO3BOJIUIM MM pacTu a0 odbema omyxomu 150-300
MM’, 3aTeM MbIlIeil PAHIOMH3HPOBAIM B TPYIIIIbI JICUSHHS W KOHTPOJIbHBIE IPYIIIbl W BBOXHIIA
umM ADC. Meimam BBoauiu 5 mr/kr ADC exkeHenebHO Beero B Tpex no3ax. O0beMbl omyxosiei
U3MEpsUIM IBAXIbl B HENENI B TedeHue 28 nHell mocie mepBO M03bl WIN 0 AOCTUMKEHUS
onyxoJisimu obbema 1500 MM 110 Makcumyma 60 nHeu.

Pe3yabTaTnl

[0207] Mpimuwsblii  kIOH mM2A2 BbIOMpanu W3 TMaHeTd TUOPUAOM, T.K. OH
IEMOHCTPHPOBAJl LIUTOTOKCHUYECKYI0 aKTUBHOCTh B kauectBe ADC Ha MHO)kecTBe avf6-
MIOJIOXKUTEJBHBIX JINHUH OMyXOJIEBBIX KJIETOK, M OH UMeJ CpaBHUMYIO ahPUHHOCTD ¢ hopmamu
AaHTUTeHAa YeJIOBEKa M sIBAHCKOro Makaka. CreruguuHocts 2A2 MBIIINM MOATBEPXKAAIH B
uccnenoBanuax cps3biBaHusi FMAT M mpoTodHOM LUTOMETpUH, TAe OBLIO TOKa3aHO, YTO
aHTUTeNa CBsA3bIBANUCH C TpaHcpekrantamu 293F:huf6, HO He ovpS-momoxuTenpHON
ponurenbckoii smHUeH (293F:Bekrop). IlokazaHo, 4TO MHTErpuH OVPO SBISETCS PELENTOPOM
st yaactkoB RGD B pubponexrune (Weinacker et al., 1994), renacuune (Prieto et al., 1993),
ButponektuHe (Huang et al. 1998) u accoummpoBanHOoM ¢ nareHTHOCThIO mentune (LAP)
(Munger et al. 1999). CssasbiBanue wuHrerpuHa ovp6 ¢ LAP wmoxer HHIyLUpOBaTh
IPOCTPAHCTBEHHO OrPAaHUYEHHYIO aKTHBALMIO TpaHchopmupyromero gakropa pocra Oera |
(TGFB) (Munger et al. 1999). OcyuiectBisuin aHanMu3 OJOKHUPOBAHUSI aCCOLMHPOBAHHOTO C
narentHocThiO nentuaa (LAP) (purypa 1), mokazasumii, uto m2A2 (SG-44.2A2) He Ginokupyer
LAP B ornuume ot antutena npotuB ovfo6 ml1SH3 (SG-42.15H3) (cm. WO2013/123152) u
MOJIOKUTENBHOrO KOHTposis 10DS. DTo mo3BossieT mpenmnosiarath, 4To aHTUTENO 2A2 MOXKHO
JOCTaBJISITh HE3aBHCHUMO OT CBs3bIBaHUS Jura"ga. OTpuLaTeIbHBIM KOHTPOJEM  SIBIISIICS
HECBSI3bIBAIOIIUN KOHTpONb, U SG-44.8B9, SG-33.20B8, SG-44.32A6 u SG-44.34D6 siBAsiUCH
APYTUMH KJIOHAMH, BBIOPAHHBIMH U3 TTAHEITH THOPHIOM.

Casi3pIBAHHE AHTHUTEJIA MbIIIH

[0208] ECsp cBsi3bIBaHMS MOHOKJIOHAJIbHOTO AHTUTENA MBIIIN ONpenesutd it ovpo
YeloBeKa M SIBAHCKOTO MakKaka ITOCPEACTBOM MCCIEOBAHUN HACBIIEHUS CBS3BIBAHUS C
UCTIOJIb30BAHUEM I€HETUYEeCKH CKOHCTPYHUPOBAHHBIX JUHHUN KieTok (293F:huf6, 293F:cynof6)
(purypa 2). 'eHeTHHIECKH CKOHCTPYUPOBAHHBIC JIMHUH KJIETOK 3KCIIPECCUPYIOT SHIOTEHHBIN OV,
CTIAPUBAIOIIUICS ¢ PEKOMOMHAHTHOMN 1IeTbi0 6 ¢ 0Opa3oBaHUEM reTepOaMMEPHOTO PELenTopa,
COCTOSILIETO U3 SHJOTEHHOTO OV U PEKOMOMHAHTHOTO 6.

JM3aHH U CeJIeKIHS TYMAHHU3HPOBAHHBIX AHTHTEJI

[0209] HawanbHOM TOYKONH WM AOHOPHBIM AHTUTEIOM [JIs1 T'yMaHU3aLUUd B 3TOM

npuMeEpe ABJIKICTCA  AHTHUTECJIO  MBIIIHA. Hcnonb3oBajiu reHOMHBIE nocCJaCa0BaTCIbHOCTH,
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npencrasnennble [IGHV1-46 u IGHJ4 nna tsoxenoit nenu u IGKVID-33 u IGKJ2 nnsa nerkoit
Lenu.

[0210] Ilpu rymanu3auuu UAEHTUQHUIUPOBAIH JECITH MOJOKEHUN B KapKace TsDKEJOH
uenu (H2, H28, H48, H67, H69, H71, H73, H74, H78, H93; ¢urypa 3) u npa mojoxxeHuil B
kapkace nerkoii nenu (L69 u L71; ¢urypa 4), B KOTOPbIX aKLENTOPHAs MOCIEN0BATEIbHOCTD
4eJ0BeKa OTJIMYAeTCsl OT JOHOPHOM NOCJIENOBAaTENbHOCTH, U KOTOPblE MOIYT BJMATH HA
CBSI3bIBAHME AHTHUTENAa B pe3yJibTaTe IPSMOro KOHTaKTa C AaHTUIEHOM, YTO BIHUSET Ha
koHpopmauuro CDR wnm ynakoBbIBaHME MEXKAY TSDKEJIbIMH W JIETKMMHU LersMu. [lonyuanu
YyeTbIpe BapuaHTa ryMaHu3upoBaHHOH Tspkenoil uenu (VHA, vHB, vHC, vHD; ¢urypa 3) u
BOCEMb BapHAHTOB r'yMaHM3upoBaHHOM Jierkoi nenu (vLA, vLB, vLC, vLD, vLE, vLF, VLG,
vLH; ¢urypa 4), Bkmouaromme oOpaTHble MyTalMH B Pa3IMYHBIX MEPMyTALHIX STHX
MOJIOKeHUH. OJTu oOpaTHble MyTauuu omnpeneieHbl B Tabmumax 1-4. OcrajnpHas 4YacTh
MOJIO’KEHUH KapKaca 3aHsATa OCTaTKaMH U3 aKLEeNTOPHOM MOCIeA0BaTeIbHOCTH YeJIOBeKa.

Tabnuna 1: I'ymMaHu3upyrOLIHe MyTallMK B BAPUAHTAX TSAKEJION LIeMH

Bapuant | AkuenropHas JloHOpHBIE KapKacHble OCTaTKH | AKLENTOpPHbIE
vH IIOCJIEAOBATECIBHOCTD MBI OCTAaTKH Y€JIOBCKA
sk30Ha HV
hvHA IGHV1-46/HJ4 H2, H28, H93 HET
hvHB IGHV1-46/HJ4 H2, H28, H74, H93 HET
hvHC IGHV1-46/HJ4 H2, H28, H48, H67, H69, H71, | et
H73, H78, H93
hvHD IGHV1-46/HJ4 H2, H28, H48, H67, H69, H71, | Her
H73, H74, H78, H93

Tabnmuna 2: Cneunduyueckie MyTaluy KapKaca MbIIIH B BAPHAHTAX TSDKEJION LEH

Bapua |2 28 48 67 69 71 73 74 78 93 % uenoBeka

HT

hvHA |F S T 85,7

hvHB | F S p T 84,7

hvHC |F S I A L A% K A T 79,6

hvAHD |F S I A L A% K p A T 78,6
Tabmuua 3: I'ymMaHu3upyroye MyTalluy B BAPUAHTAX JIETKOH LIETH Karma

Bapuant AxuenropHas JloHOpHBIE KapKacHble | AKLIENTOPHbIE

vK NOCJIEOBATENbHOCTD OCTaTKU MBbIIIN OCTaTKU YeJIOBEKa

sk30Ha KV
hvLA IGKV1D-33/KJ2 HET HET
hvLB IGKV1D-33/KJ2 L69,L71 HET
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hvLC IGKV1D-33/KJ2 L69, L71 L56
hvLD IGKV1D-33/KJ2 L71 HET
hvLE IGKV1D-33/KJ2 L69, L71 L.24
hvLF IGKV1D-33/KJ2 L71 [.24, 156
hvLG IGKV1D-33/KJ2 L69, L71 L55
hvLH IGKV1D-33/KJ2 L69 HeT
Tabnuua 4: Cnerrduyeckue MyTaly Kapkaca MbIIIH B BAPHAHTAX JIETKOW LEMH Karna

Bapuant 69 71 % uenoBeka
hvLA 84,2

hvLB R Y 82,1

hvLC R Y 83,2

hvLD Y 83.2

hvLE R Y 83.2

hvLF Y 85.3

hvLG R Y 83,2

hvLH R 83.2

[0211] 3arem sKcrpeccHpYIOT T'YMaHU3UPOBaHHbBIE AHTHTENA, MPEACTABILIIOIUE COOOM
KOMOWHATOPHbIE NMEPMYTALMH 3THX T'YMaHU3UPOBAHHBIX BAPHAHTOB TSKEJONW M JIETKOH Liemu.
KpuBble KOHKYPEHTHOTO CBSI3bIBAHHS MOJY4YaeMbIX BAPUAHTOB I'YMaHU3UPOBAHHOIO AHTHUTENA
(BMecTe ¢ aHTUTENOM MBIIH 2A2 U XUMEPHBIM aHTUTEJIOM YeJIOBEKa-MbIIIHN) ¢ av6 denoBeka
nokasaHsl Ha ¢urypax 5-7. [lns panpHeinero ananu3a akTUBHOCTH in Vitro BBIOMPANM 4eThIpe
I'YMaHU3UPOBAaHHBIX BapuaHTa. [IpOTHBOOMYXOJE€BYI0 AKTUBHOCTB in Vitro ryMaHH3HUPOBAHHBIX
BapuantoB HCLE, HCLG, HCLH, HALG u rymMaHu3upoBaHHOTO aHTUTENa MpoTuB avp6 15H3-
HTLC (xaxknoe w3 KOTOPBIX KOHBIOTHPOBAHO C JICKAPCTBEHHBIM CPEICTBOM-JIMHKEpOM. Via,
n=12, R"™=H, R21:CH3) U3MEPSUTH ¢ UCMHOJIb30BAHUEM AaHAJIN3a LIUTOTOKCUYHOCTH B YETBHIPEX
JMHUSAX KIJIETOK, SKCIPECCHPYIOMMNX VPO Ha Pa3sIMYHBIX YPOBHSAX C YUETOM KOJIMYECTBEHHOTO
MPOTOYHOTO LIMTOMETPUYECKOro aHanmm3a (KJIETKU paka momxkenynouHout skenesbl HPAFIL u
BxPC-3, kyetku paka rojioBbl u meu Detroit 562 u kjeTku paka mModeBoro my3bips SW780).
Pe3ynbraTel mokaszaHel B TaOaHLE S.

Tabauua S: Ananu3 akTuBHocTH in vitro (x50, HM)

BxPC-3 Detroit 562 HPAF-1I SW780
HCLE 6 17,6 14,8 7.9
HCLG 5.1 13,2 10 5.2
HCLH 15,5 28,4 28,7 11,6
HALG 8.2 21,2 17,9 19,6
m2A2 11,1 19,4 15,6 11,7
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h15H3-HTLC 8.4 305 8.9 13.8

[0212] Jns panpHeimero aHanu3a BbBIOMpaNM T'yYMaHW3UPOBAHHBIA  BapHAHT,
conepxauuii BapuanT Tspkenoi nenu hvHC u Bapuant nerkoit nenu hvLG (h2A2 HCLG).

[0213] CeszeiBanue h2A2 HCLG ¢ avp6 4yenoBeka U SBAHCKOTO Makaka MOATBEPIKIAIH
IO HACBIIIEHUIO CBs3bIBaHMA (purypa 8), BKIIOYaroliee poauTeabckoe 2A2 MbIIIM B KauecTBE
pebdepeHca I NEMOHCTPALMM CPABHUMOIO CBSI3BIBAHMS MEXIY HUM M T'YMaHH3HPOBAHHBIM
BapuantoM. CpspiBanue h2A2 HCLG ¢ avP6 uyenoBeka W SIBAHCKOTO MaKaka TaKXkKe
MIOATBEPKIAIU 110 KOHKYPEHTHOMY CBSI3BIBAHHUIO OTHOCHTEIBHO (PJIyOPECLIEHTHO MEeYeHOro 2A2
mpin  (purypa 9). Dror aHamu3 Takke BKIOYan cBsa3biBaHHe ADC, mNONy4eHHOro C
ucnons3oBanueM h2A2 HCLG u nexapcTBeHHOrO cpencrBa-iuHkepa SGD-5088, mocpencreom
BOCCTaHOBJICHUSI MEXIETIOYEYHBIX TUCYIb(PUIHBIX CBA3CH aHTUTENIA U KOHBIOTALUU C BOCEMBIO
KOMUSIMU JIEKAPCTBEHHOI'O CpelACTBa-lIuHKepa. KoHbroranuss He oOkasblBaeT BIHUSHUS Ha
CBsI3bIBaHME C VPO UelIoBeKa WM sBaHCKOro Makaka. CrenupuuHOCTb CBsi3bIBaHHSA h2A2
HCLG Taxxe mnoxareepxknanu nocpeactsoM ELISA, B kOTOpoM aHTUTENO CBSI3bIBAIOCH C
pexoMOMHAHTHBIM avP6 yenoBeka, HO He avp 1, avB3, avpS wu avp8 (purypa 10).

IIporusoonyxonesasi akTuBHOCTE ADC h2A2 in vitro

[0214] IIpoTuBOONYXOJ€BYIO aKTUBHOCTD 1n Vitro rymanusuposaHHoro Bapuanta HCLG
npu KoHbtorauuu ¢ VeMMAE u3Mepsiau ¢ UCHOJNB30BAHHMEM aHAIU30B LIUTOTOKCUYHOCTH B
YeTbIpeX JMHHUAX KJIIETOK, 3KCIPECCHPYIOIMX ovp0, Ha pa3UuYHBIX YPOBHIX C Y4YETOM
KOJINYECTBEHHOTO MPOTOYHOrO LIUTOMETPUYECKOTrO aHajm3a (KJIETKH paka MOPKETyAOYHOM
xene3bl HPAFII u BxPC-3, knerku paka rojosel u meun Detroit 562 u kieTku paka MOYEBOTO
ny3bipsa SW780). Ha ¢urype 11 mokaszano, uro rymanusuposansbiii ADC 2A2 nportus avB6
JE€MOHCTPUPOBAJ CBOMCTBA YHUUTOKEHUS KJIETOK B 3TUX aHAJIU3aX.

IIporuBoonyxoJsieBasi aktTusHOcT ADC h2A2 in vivo

[0215] Hcnonp3yss Te ke UeTblpe JHMHMM KJETOK, TeCTUpyeMble in Vitro,
JE€MOHCTPUPOBAIN TPOTUBOOINYXOJIEBYI0 aKTUBHOCTb rymMaHusupoBaHHoro antutena HCLG
2A2, konbstorupoBaHHoro ¢ veMMAE (B cpenHeM 4 JiekapCTBEHHbBIE CPECTBA HA aHTUTENO) in
vivo (¢urypsr 12-15). HaOmronmanu 3HAUUTENbHYIO 3aIE€pKKy pOCTa ONyXOJH MK
perpeccupoBaHUE OIYXOJU IO CPAaBHEHHI0O C HeoOpaOOTaHHBIMM U  HECBS3BIBAIOIIMMHU
koHTpodbHBIMH ADC. OO6o3Hauenne "h2A2 HCLG-1006(4)" oTHOCHTCS K KOHBIOraTam
AHTHUTENIO-JIEKAPCTBEHHOE CpencTBo rymaHmsupoanHoi ¢opmbl HCLG  ponputenbckoro
aHTUTENa MbIIN 2A2, UMeEIIel B cpeaHeM 4 MOJIEKYJIbl JIEKAPCTBEHHOTO CPEICTBA-JHUHKEpa
vcMMAE Ha antureno. O6osnauenue "h00-1006 (4)" OTHOCHTCS K KOHBIOTaTy aHTUTEINO-
JIEKaPCTBEHHOE CPEJCTBO HECBSI3bIBAIOLIET0 KOHTPOJIBHOIO aHTUTENA, UMEIOLIEro B cpefHeM 4
MOJIEKYJIbI JIEKAPCTBEHHOTO cpencTBa-nuHkepa VeMMAE Ha aHTUTENO.

[0216] B wmomensx PDX NSCLC rymanusupoBanHoe antuteno 2A2 HCLG,
koHbIOrHpoBaHHOe ¢ VCMMAE (B cpenHeM 4 eKapCTBEHHBIX CPEACTBA HAa AHTUTENO), TAKXKe
JEMOHCTPHPOBAJIO MPOTHUBOOIYXOJIEBYIO aKTHBHOCTH ((urypa 16). Habmonanu 3HaUUTETBHYIO
3aJI€P’KKy POCTa OMYXOJIU HIIH PErpecCUPOBAHUE OIYXOJH 10 CPABHEHUIO ¢ HEOOpaOOTaHHBIMU

1 HecBsi3pIBarOMMU KOHTposibHBIMU ADC. O60o3nauenue "h2A2 HCLG-1006 (4)" oTHOCUTCS K
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KOHBIOTaTaM  aHTHUTEJO-JIEKaPCTBEHHOE CpeAcTBO rymaHusupoBanHor ¢opmer  HCLG
POAUTENBCKOrO aHTUTeNa MbIIU 2A2, MUMEKILEro B CpeAHeM 4 MOJEKyJbl JEeKapCTBEHHOIO
cpeactBa-nuHkepa VCMMAE ©Ha antuteno. OOos3nauenwe "h00-1006 (4)" otHOcHTCS K
KOHBIOTaTy AHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HECBS3BIBAIOLIETO KOHTPOJBHOIO AaHTUTENA,
HMEIOLIET0 B CPeAHEM 4 MOJIEKYJIbl JI€KaPCTBEHHOIO CPEACTBA-JINHKEpa Ha aHTUTEIO.

[0217] B monensix PDX kapuuHOMBI ssuduHKKa rymanusuposanHoe antureno 2A2 HCLG,
KoHBbIOTHpOBaHHOE ¢ VCMMAE (B cpenHeM 4 JeKapCTBEHHBIX CPEACTBA HA aHTHUTENO), TAKKe
JIEMOHCTPHPOBAJIO MPOTHBOOIYXOJIEBYIO aKTHBHOCTH ((urypa 17). Habmonanu 3Ha4uTENbHYIO
3aJIePIKKy POCTA OMYXOJIU HIIH PErpecCUPOBAHKE OMyXOJH MO CPABHEHUIO ¢ HEOOpaOOTaHHBIMU
onyxonsimu. O6o3znauernne "h2A2 HCLG-1006 (4)" OTHOCHTCST K KOHBIOTATaM AHTHTEJIO-
JIeKapCTBEHHOE CpencTBO rymManusupoBanHol Gopmel HCLG poauTeNnbCckoro aHTUTENA MBIIIH
2A2, umeromero B cpenHeM 4 MOJEKYJbl JIGKAPCTBEHHOTO cpencrBa-inHkepa VCMMAE Ha
AHTUTEJIO.

[0218] IlporuBoomyxoneByro aktuBHOCTE h2A2 HCLG cpaBuuBanu ¢ h15SH3 mpu
KOHBIOTAIINH C JIEKAPCTBEHHBIM CPEeNCTBOM-ITHHKepoM Vla (n=12, R"™=H, RZI:CHg) c DAR 8.
IIpoTokon wuccnenoBaHMsl SIBJSUICS TaKUM  JK€, Kak OMNMCAHO Bbllle JUIsl  Mopenei
KCEHOTPAHCIUIAHTATOB, IOJYYE€HHbIX U3 JMHUM KIETOK, C HCIOJIb30BAHWEM JIMHUNH KIETOK
HPAFII u BxPC3. JXuBorabiM omHOkpatHO BBOmwin 3 wmr/kr h2A2 HCLG, h15H3 wmm
HeHarpasyieHHOro koHTposibHOTO (h00) ADC (durypa 18). B o6enx monensx ADC h2A2 HCLG
JE€MOHCTPUPOBAIN JJINTENIbHOE PErpecCUpPOBAaHNE MMIUIAHTUPOBAHHBIX OIyXOJiel, B TO BpeMs
kak ADC h15H3 nemoHCTpupOBaIH 3a1€PKKy pOCTa.

HNOCIIENOBATEJIBHOCTH

SEQ ID NO:1 - vH m2A2

EFQLQQSGPELVKPGASVKISCKASGYSFTDYNVNWVKQSNGKSLEWIGVINPK
YGTTR

YNOKFKGKATLTVDKPSSTAYMQLNSLTSEDSAVYYCTRGLNNAWDYWGQGA
SVTVSS

SEQ ID NO: 2 - mIGHV1-39 (nau6osee 6mu3kuii V-TeH 3apOabIIIeBON JUHUH MbIIIH)

EFQLQQSGPELVKPGASVKISCKASGYSFTDYNMNWVKQSNGKSLEWIGVINPN
YGTTS

YNOKFKGKATLTVDQSSSTAYMQLNSLTSEDSAVYYCAR

SEQ ID NO: 3 - hIGHV1-46/HJ4

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYYMHWVRQAPGQGLEWMGIIN
PSGGS

TSYAQKFOGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARYFDYWGQGTLVT
VSS

SEQ ID NO: 4 - vHA h2A2

QFQLVQSGAEVKKPGASVKVSCKASGYSFTDYNVNWVRQAPGQGLEWMGYVIN
PKYGT
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TRYNOKFKGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCTRGLNAWDYWGQG
TLVTV

SS

SEQ ID NO: 5 - vHB h2A2

QFQLVQSGAEVKKPGASVKVSCKASGYSFTDYNVNWVRQAPGQGLEWMGYVIN
PKYGT

TRYNOQKFKGRVTMTRDTPTSTVYMELSSLRSEDTAVYYCTRGLNAWDYWGQG
TLVTV

SS

SEQ ID NO: 6 - vHC h2A2

QFQLVQSGAEVKKPGASVKVSCKASGYSFTDYNVNWVRQAPGQGLEWIGVINP
KYGT

TRYNOQKFKGRATLTVDKSTSTAYMELSSLRSEDTAVYYCTRGLNAWDYWGQG
TLVTV

SS

SEQ ID NO: 7 - vHD h2A2

QFQLVQSGAEVKKPGASVKVSCKASGYSFTDYNVNWVRQAPGQGLEWIGVINP
KYGT

TRYNOQKFKGRATLTVDKPTSTAYMELSSLRSEDTAVYYCTRGLNAWDYWGQG
TLVTV

SS

SEQ ID NO: 8 - vLL m2A2

DIQMTQSPASLSASVGETVTITCGASENIYGALNWYQRKQGKSPQLLIYGATNLA
DGMS

SRFSGSGSGRQYSFKISSLHPDDVATYYCONVLTTPYTFGGGTKLEIL

SEQ ID NO: 9 - mIGKV12-89 (nau6osee 6mu3kuii V-TeH 3apOabIeBON JUHUU MbIIIH)

DIQMTQSPASLSASVGETVTITCGASENIYGALNWYQRKQGKSPQLLIYGATNLA
DGMS

SRESGSGSGRQYSLKISSLHPDDVATYYCQNVLSTP

SEQ ID NO: 10 - hIGKV1D-33/K]J2

DIQMTQSPSSLSASVGDRVTITCQASODISNYLNWYQQKPGKAPKLLIYDASNLE
TGVPS

RFSGSGSGTDFTFTISSLQPEDIATYYCQQYDNLPYTFGQGTKLEIK

SEQ ID NO: 11 - vLA h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLA
DGVP

SRESGSGSGTDFTFTIFISSLQPEDIATYYCONVLTTPYTFGQGTKLEIK

SEQ ID NO: 12 - vLLB h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLAD

GVP
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SRFSGSGSGRDYTFTISSLQPEDIATYYCOQONVLTTPYTFGQGTKLEIK

SEQ ID NO: 13 - vLC h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLA
TGVP

SRFSGSGSGRDYTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIK

SEQ ID NO: 14 - vLD h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLA
DGVP

SRFSGSGSGTDYTFTISSLQPEDIATY YCONVLTTPYTFGQGTKLEIK

SEQ ID NO: 15 - vVLE h2A2

DIQMTQSPSSLSASVGDRVTITCQASENIYGALNWYQQKPGKAPKLLIYGATNLA
DGVP

SRFSGSGSGRDYTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIK

SEQ ID NO: 16 - vLF h2A2

DIQMTQSPSSLSASVGDRVTITCQASENIYGALNWYQQKPGKAPKLLIYGATNLAT

GVP

SRESGSGSGTDYTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIK

SEQ ID NO: 17 - vLG h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLE
DGVP

SRFESGSGSGRDYTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIK

SEQ ID NO: 18 - vLH h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLA
DGVP

SRFSGSGSGRDFTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIK

SEQ ID NO: 19 - tszkenas uens HA h2A2

QFQLVQSGAEVKKPGASVKVSCKASGYSFTDYNVNWVRQAPGQGLEWMGVIN
PKYGT

TRYNQKFKGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCTRGLNAWDYWGQG
TLVTV

SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQ

SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCP
APELL

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREE

QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPP

SRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
KLTV
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DKSRWQQGNVEFSCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO: 20 - takennas uenb HB h2A2

QFQLVQSGAEVKKPGASVKVSCKASGYSFTDYNVNWVRQAPGQGLEWMGVIN
PKYGT

TRYNQKFKGRVTMTRDTPTSTVYMELSSLRSEDTAVYYCTRGLNAWDYWGQG
TLVTV

SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQ

SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCP
APELL

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREE

QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPP

SRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
KLTV

DKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO: 21 - tsxkeniaa nenb HC h2A2

QFQLVQSGAEVKKPGASVKVSCKASGYSFTDYNVNWVRQAPGQGLEWIGVINP
KYGT

TRYNQKFKGRATLTVDKSTSTAYMELSSLRSEDTAVYYCTRGLNAWDYWGQG
TLVTV

SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQ

SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCP
APELL

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFENWYVDGVEVHNAKT
KPREE

QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPP

SRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
KLTV

DKSRWQQGNVFESCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO: 22 - taxkenas uens HD h2A2

QFQLVQSGAEVKKPGASVKVSCKASGYSFTDYNVNWVRQAPGQGLEWIGVINP
KYGT

TRYNQKFKGRATLTVDKPTSTAYMELSSLRSEDTAVYYCTRGLNAWDYWGQG
TLVTV

SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQ
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SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCP
APELL

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREE

QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPP

SRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
KLTV

DKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO: 23 - nerkas nenb LA h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLA
DGVP

SRFSGSGSGTDFTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIKRTVAAPSVF

IFPPS

DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTL

TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO: 24 - nerxas nenb LB h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLA
DGVP

SRFESGSGSGRDYTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIKRTVAAPSV
FIFPPS

DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTL

TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO: 25 - gerxas nenn LC h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLAT

GVP

SRFESGSGSGRDYTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIKRTVAAPSV
FIFPPS

DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTL

TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO: 26 - aerkas nens LD h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLA
DGVP

SRFESGSGSGTDYTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIKRTVAAPSVF

IFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTL
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TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO: 27 - nerkas uenb LE h2A2

DIQMTQSPSSLSASVGDRVTITCQASENIY GALNWYQQKPGKAPKLLIYGATNLA
DGVP

SRFESGSGSGRDYTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIKRTVAAPSV
FIFPPS

DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTL

TLSKADYEKHKVYACEVTHQGLSSPVTKSENRGEC

SEQ ID NO: 28 - gerkas unenb LF h2A2

DIQMTQSPSSLSASVGDRVTITCQASENITY GALNWYQQKPGKAPKLLIYGATNLA
TGVP

SRESGSGSGTDYTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIKRTVAAPSVF

IFPPS

DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTL

TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO: 29 - nerkas nenn LG h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLE
DGVP

SRFESGSGSGRDYTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIKRTVAAPSV
FIFPPS

DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTL

TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO: 30 - serkas uenn LH h2A2

DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGATNLA
DGVP

SRFESGSGSGRDFTFTISSLQPEDIATYYCONVLTTPYTFGQGTKLEIKRTVAAPSVFI

FPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFENRGEC
SEQ ID NO: 31 - CDR1 HA, HB, HC, HD, KABAT
DYNVN
SEQ ID NO: 32 - CDR2 HA, HB, HC, HD, KABAT
VAPKYGTTRYNQKFKG
SEQ ID NO: 33 - CDR3 HA, HB, HC, HD, KABAT
GLNAWDY
SEQ ID NO: 34 - CDR1HA, HB, HC, HD, IMGT
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GYSFTDYN

SEQ ID NO: 35 - CDR2 HA, HB, HC, HD, IMGT

INPKYGTT

SEQ ID NO: 36 - CDR3 HA, HB, HC, HD, IMGT

TRGLNAWDY

SEQ ID NO: 37 - CDR1 LA, LB, LC, LD, LG, LH, KABAT
GASENIYGALN

SEQ ID NO: 38 - CDR2 LA, LB, LD, LE, LH, KABAT

GATNLAD

SEQ ID NO: 39 - CDR3 LA, LB, LC, LD, LE, LF, LG, LH, KABAT
QNVLTTPYT

SEQ ID NO: 40 - CDR1 LE, LF, KABAT

QASENIYGALN

SEQ ID NO: 41- CDR2 LC, LF, KABAT

GATNLAT

SEQ ID NO: 42 - CDR2 LG, KABAT

GATNLED

SEQ ID NO: 43 - CDR1 LA, LB, LC, LD, LE, LF, LG, LH, IMGT
ENIYGA

SEQ ID NO: 44 - CDR2 LA, LB, LC, LD, LE, LF, LG, LH, IMGT
GAT

SEQ ID NO: 45 - CDR3 LA, LB, LC, LD, LE, LF, LG, LH, IMGT
QNVLTTPYT
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D®OPMYVYJIA U30OBPETEHUA

1. BrimeneHHOEe aHTUTENO MPOTHB OV6 WM €ro aHTUTE€HCBS3BIBAIOIIUI (hparMeHT,
comepskaiiee BapraOeIbHYI0 00JIaCTh TSDKENION Henu U BapuabeNbHYI0 O0JIACTb JIETKOU LMy,
rie BapuadenbHas O0NacTh TSKENOH LENH CONEPIKUT:

(i) CDR-H1, conepkamyro aMHHOKUCIOTHYO nocienosarenbHocTh SEQ ID NO: 31;

(i1) CDR-H2, conepkalnyro aMUHOKUCIOTHYI0 nocienoarenbHocTh SEQ ID NO: 32; u

(iii)) CDR-H3, conepskamyro aMHHOKUCIOTHYIO rocnenosarenbHocTh SEQ ID NO: 33; u

rae BapuadenbHasi 00JaCTh JIETKOM LIEMU CONEPIKUT:

(i) CDR-LI1, comepskamyo aMMHOKUCIIOTHYIO ntocienoBareabHocTh SEQ ID NO: 37,

(i1)) CDR-L2, conepskaryro aMMHOKUCIOTHYO nocienoBateabHocTh SEQ ID NO: 42; u

(iii)) CDR-L3, conmep:xarnyro aMMHOKUCIOTHYO nocienoBareabHocTh SEQ ID NO: 39,

rae CDR omnpenensitor no Kabat.

2. BrigeneHHOE aHTHTENO MPOTHB OVBO MM €ro aHTUTCHCBS3BIBAIOIIMUN (DparMeHT,
comepskamiee BapradebHYI0 00JIaCTh TSIKENON Ienu U BapuadeNbHYI0 OOJIACTh JIETKOU LMy,
rae BapuadenbHas O0NacTh TSKENIOW LENH COAEPIKHT:

(1) CDR-H1, conepskalyro aMHHOKUCIIOTHYIO nocinenosarenpbHocTs SEQ ID NO: 34;

(i1)) CDR-H2, conepkatiyro aMUHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 35; u

(ii1)) CDR-H3, copepskalnyro aMuHOKUCIOTHYIO nocaenosarenbHoCcTh SEQ ID NO: 36; u

rae BapuadenbHas 00NacTh JETKOH LeMU COAEPIKUT:

(1) CDR-LI1, coxepsxainyo aMMHOKUCIOTHYIO nocnenoBarenbHocTh SEQ ID NO: 43;

(i1)) CDR-L2, conepsxaiyro aMMHOKUCIOTHYO nocienoBateabHocTh SEQ ID NO: 44; u

(i11)) CDR-L3, conep:xkalnyo aMMHOKUCIIOTHYO nocienoBateabHocTh SEQ ID NO: 45,

rae CDR onpenensitor no IMGT.

3. AHTUTENO WM AHTUICHCBS3BIBAIOIUI (parMeHT mo m.l wim 2, rae aHTUTENo
SIBJISIETCS TYMAHU3UPOBAHHBIM.

4. AHTHTENO WIM aHTHICHCBS3bIBAIOIIMK (parMeHT mno Jrobomy w3 mm.l-3, rme
BapuabenbHast O0JACTh TSKENOW IIeNd COAEPKUT AMHUHOKHCJIOTHYIO IOCJIEIOBATEIbHOCTD,
UMEIOIIYK0 TI0 MeHbIned Mepe 90% HMASHTHYHOCTH TMOCAENOBATEIbHOCTA B OTHOLICHHUH
amMuHOKHUCIOTHOH nocnenoBatenbHocTr SEQ ID NO: 6, u BapuabenbHas 001acTh JIETKOW IeTH
CONIEPXKUT AMUHOKHCIIOTHYIO TOCJIENOBATEIbHOCTh, UMEIOIIYKD 1O MeHbluelr wmepe 90%
UJICHTUYHOCTH TMOC/IeIOBATEIbBHOCTH B OTHOIIEHUH AMUHOKHUCJIOTHOW TOCJIeIOBATEIbHOCTH
SEQ ID NO: 17.

5. AHTHUTENO WIM aHTUTCHCBS3BIBAIOIIUN ¢parMeHT mno mobomy u3 mm.l-4, rme
BapuabenbHast O0NACTh TSDKENOW LeNU COAEPKUT AMHUHOKHCIOTHYIO IIOCIIEOBATEIbHOCTD,
UMEIOIIYI0 1O MeEHbIIeH Mepe 95% HAEHTHUYHOCTH TMOCAENOBATEIbHOCTH B OTHOLICHUH
amMuHOKHUCJIOTHOH mocienoBarenbHocTr SEQ ID NO: 6, u BapuabenbHas 001acTh JIETKOW IeTH
CONEPXKUT AMUHOKHCIIOTHYIO TOCJIENOBATEIbHOCTh, UMEIOIIYKD IO MeHblneil mepe 95%
UJCHTUYHOCTH TIIOCJIeIOBATEIbHOCTH B OTHOIIEHWH AMUHOKHUCJIOTHOW TIOCJIEeIOBATEIbHOCTH
SEQ ID NO: 17.
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6. AHTHTENO WIM aHTUI€HCBS3bIBAIOIIMK ¢parMeHT mno mobomy w3 mm.l-5, rme
BapuabenbHast O0NACTh TSKENOW ILeNHU COAEPKUT AMHUHOKHCIOTHYIO IIOCIIEIOBATENbHOCTD,
UMEIOINYKD 1O MeHbIned Mepe 99% HAEHTHUYHOCTH TMOCAEA0BATENIbHOCTH B OTHOLICHUH
amuHokucyioTHOH nocnenosarenbHoct SEQ ID NO: 6, u BapuabenbHast 001acTh JETKOH IeTH
COZEPKUT AMHHOKHCIOTHYIO TIOCNIEOBAaTENIbHOCTh, MMEIOUIYI0 1O MeHbluel mepe 99%
UACHTUYHOCTU IOCJIEN0BATEIBHOCTY B OTHOLIEHWU AMUHOKHUCJIOTHOW IOCJEN0BaTENIbHOCTH
SEQ ID NO: 17.

7. AHTHTENO WIM aHTUI'CHCBS3BIBAIOIIMK (parMeHT mno Jrobomy u3 mnm.l-6, rme
BapuabenbHast 00JaCTh TSHKEJION IenH COAEPKUT aMUHOKUCIOTHYIO TOCIenoBaTeibHOCTh SEQ
ID NO: 6
nocaenoBareabHocTh SEQ ID NO: 17.

, u BapuabenpHasi 00JacTh JIETKOH IeMH CONEPIKUT aMUHOKHCIOTHYIO

8. AHTUTENO MM aHTHUIeHCBSI3bIBAOLINK (parmMeHT mo mobomy w3 mm.4-7, roe H2
3ansato F, H28 3ansro S, H48 3ansaro I, H67 3ansto A, H69 3ansto L, H71 3ansto V, H73
3ansito K, H78 3ansto A, H93 3ansaro T, L69 3ansaro R, u L71 3ansaro Y, u roe Hymepauuro
OCYIIECTBIISIFOT 1O cucTeMe Hymepauuu Kabat.

9. AHTUTENO WJIM aHTUTEHCBS3BIBAIOIINH (pparMeHT 1o Jrodomy u3 nm. 1-8, rae Tsokenas
LeMb UMEET aMUHOKHUCJIOTHYIO TMOCJEN0BaTEeNbHOCTD, coaepskamyo SEQ ID NO: 21 u nerkas
L[eTb UMEET aMUHOKHCJIOTHYIO TMOCIEA0BATENbHOCTD, coneprkainyo SEQ ID NO: 29.

10. AHTHTENO WM AHTUTECHCBS3BIBAIOIIMK (parmMeHT mo Jrobomy m3 mm.l1-9, rame
AHTUTEJIO WM AHTHTCHCBSI3bIBAIOIINN (PparMeHT SIBJIAETCS AHTUT€HCBA3BIBAIOIINM (DparMeHTOM,
U T7le aHTUTEHCBS3bIBAIOINUI (parMeHT BBIOpaH W3 Tpymnmel, cocrosimed u3 Fv, nuarena,
JMHEWHOTO aHTUTENA M OTHOLIETIOUEYHOro (hparMeHTa aHTUTENaA.

11. AHTUTENO WM AHTUTEHCBs3BIBAIOIUIT (parMeHT mno sobomy u3 mm.1-10, roe
BapuabenbHasi 00JaCTh TSDKEJION LIEMH aHTUTeNAa CIUTa C KOHCTAHTHOW OOJACTBIO TSIKENOM
1eny, 1 BapradenbHas 00JacThb JIETKOH LN CJIUTa ¢ KOHCTAHTHOM 00IaCThIO JIETKOH LIeTH.

12. AHTUTENO WJIM aHTUTEHCBSI3bIBAIOLIMNI (pparMeHT mo 1.11, rae KoHCTaHTHas 00J1acTh
TSKEJION Lienu NpuHaniaexut uzoruny 1gGl.

13. KoHblOrar aHTUTENO-JEKAPCTBEHHOE CPEACTBO, COAEpPKAIIUN AHTUTENO WU
AHTUTeHCBS3BIBAKOIIMKA ~ (parMeHT 1o JroboMy w3 1nm.l1-12, KOHBIOTHPOBAHHOE C
LIUTOTOKCUYECKUM UJIU LIUTOCTATUYECKUM CPEICTBOM.

14. KonblOrar aHTHUTENO-JIEKAPCTBEHHOE CPEeACTBO NO 1.13, rae aHTuTeno uiu
AHTUTCHCBS3BIBAIOIINN (PPArMEHT KOHBIOTHPOBAHO C LIUTOTOKCHYECKUM HMJIM [IUTOCTATHYECKHM
CPEICTBOM 4epe3 JTUHKEDP.

15. KoHbIOTar aHTUTENO-JIEKAPCTBEHHOE CpPeAcTBO Mo Jrobomy wu3 mm.13-14, roe
LIUTOTOKCUYECKOE WJIM LIUTOCTATUYECKOE CPEACTBO SIBISIETCS MOHOMETHIIAY PUCTATUHOM.

16. KoHbIOrar aHTUTENO-JIEKAPCTBEHHOE CpPeACcTBO Mo Jrobomy u3 mm.13-15, roe
MOHOMETWJIAYPUCTATHH siBIIsieTcss MOHOMeTnaypuctatuiom E (MMAE).

17. KoHBIHOraT aHTHUTENO-JIEKAPCTBEHHOE CPENCTBO IO .16, rae aHTUTENo WU €ro
AHTUTeHCBSA3BIBAIOIIMN  (parMeHT KoHblorupoBano ¢ MMAE wuyepe3 (¢epMeHTaTUBHO

paclIenIsieMy 0 JTUHKEPHYIO €ANHMUILY.
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18. Konblorar aHTUTENO-IEKAPCTBEHHOE CpeAcTBO mo m.17, rae QepMeHTaTUBHO
paciierisiemast JMHKEepHast euHuLa conepkut auHkep Val-Cit.

19. KonbrOraT aHTHUTENO-JIEKAPCTBEHHOE CPENCTBO IO .18, rae aHTUTeNno WU €ro
AHTUTEHCBS3BIBAOINUN ()parMeHT KOHBIOTHPoBaHO ¢ MMAE depe3 JNHMHKEpHYIO €IMHHILY,
umeromyto Gopmyny: -A,-Wy-Yy-; r€ -A- ABIAETCA eMMHULEeNH-BCTaBKOM, a sBnsercs 0 umm 1; -
W- saBsieTCs aMUHOKHUCIOTHON €IUHUIIEN, W SIBJISIETCS LI€JIBIM YHCJIOM B auana3oHe ot 0 go 12;
U -Y - SIBJISIETCsl CIIEHCEPHON euHULEeH, y cocTasisieT 0, 1 nnm 2.

20. Konprorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO M0 M. 19, rae ennHuLIa-BCTaBKa UMEET
cTpykrypy opmynsl [ Huke, rae aMMHOKHCIOTHas enuHuna siejsiercss Val-Cit; w roe
CrielicepHasl €QUHHIA SIBJISIETCSI TPYNIoH p-amuHoOeH3mioBoro crupra (PAB), umeromei

cTpykTypoii popmyier 11 HIKE;

0 ®opmyia I,

11

T

O Dopmyina 11

21. KoHbloratr aHTUTENO-JIEKAPCTBEHHOE CPENCTBO MO JroOomMy u3 mi. 14-20, rae nuHKep

COCANHCH C MOHOMETUJIAYPUCTATHUHOM Ec O6pa,30BaHI/IeM KOHBIOIaTa aHTUTEJIO-JICKAPCTBEHHOC

H;M\rﬁo

NH
Q
" ¥ wu%ﬁfdh ),\G!HJ H:IG:%!r HOIL
o L] o
HJ HJ OCHy

rne Ab sIBIsieTCst aHTUTEJIOM, M p O3HAa4YaeT 4ucjo ot 1 o 16.

CPENCTBO, UMEIOLIETO CTPYKTYPY:

22. KoHBIOTaT aHTUTENO-JICKAPCTBEHHOE CPEACTBO MO M.21, rae cpeaHee 3HAUYEHUE P B
MOMYJISIH KOHBIOTATOB AaHTUTEJNIO-JIEKAPCTBEHHOE CPEICTBO COCTABIISAET MPUOIM3UTENBHO 4.

23. HykyienHOBast KUCJIOTA, KOMUPYIOIas BapuabembHy0 O0JacTh TSHKENOW LEenH W/iin
BapuadepbHY0 00JIaCTh JIETKOU Lienu 1o Jrodomy u3 mir. 1-12.

24. BexTop, conepKaluil HyKJICHHOBYIO KUCJIOTY 1O M.23.

25. BekTop 1o 11.24, rae BEKTOP SBJIAETCS S3KCIPECCUPYIOLIUM BEKTOPOM.

26. KneTtka-xo3s1H, coaep:xaiiasi HyKJIEMHOBYHO KUCJIOTY IO IM.25.
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27. KneTrka-x03siUH MO 11.26, IJe KIETKAa-XO31H SBJISIETCS KJIETKON sIMUHUKA KUTaNCKOTO
xomsika (CHO).

28. Cnoco0 modydeHus aHTUTEeNa NPOTHB OVPO WM €ro aHTUI€HCBS3BIBAIOINETO
¢dparmenTa, BKIIOYAOMUN KyJbTUBUPOBAHHE KJIETKU-XO3AMHA MO M.26 wiu 27 B YCIOBHSIX,
NOAXOMAALIMX ISl TOJNIy4eHMUs AaHTHUTeNa NPOTHB ovPO WIM €ro aHTUIeHCBSI3bIBAIOLIETO
¢dparmenra.

29. Cnocob o 1m.28, AOMONHUTEIbHO BKJIIOYAMOIIMH BBIAEICHNE aHTUTENa MPOTUB OvPO
WJIN €r0 aHTHUTeHCBSI3bIBAIOLIETO (PparMeHTa, MPOaYLHUPYEMOro KIETKOH-XO035THHOM.

30. Criocob monydeHus: KOHbIOraTa aHTHTENO NPOTUB OVPO-JIEKapCTBEHHOE CPENCTBO,
BKJIFOUAIOIIMN KYJbTUBUPOBAHUE KJIETKU-XO3SIMHA MO M.26 uiau 27 B YCJIOBUSX, MOAXOISIINX
IUTS TIONTyYEeHUsI aHTHUTENA NMPOTHB OV 6; BBIACIEHHE aHTHTEIA MPOTUB AV6, MPOAYLHPYEMOTO
KJIETKOH-XO35IMHOM, W KOHBIOTALMIO AaHTHTEJIa MPOTUB ovB6 ¢ LUTOTOKCHYECKUM HJIH
LIUTOCTATUUYECKUM CPEICTBOM.

31. Cnocob no .30, rae aHTUTENO MPOTHB AV6 KOHBIOTHPOBAHO C LUTOTOKCHYECKHUM
WM LUTOCTATUYECKUM CPEICTBOM Uepe3 JINHKEP.

32. Cnocob mo .31, rue nunkep sBusercs auakepom Val-Cit.

33. Cnoco6 mo mobdomy m3 mm.30-32, rme LUUTOTOKCHYECKOE WM LIHTOCTATUYECKOE
CPEICTBO SBJIAETCS MOHOMETHIIAY PUCTATHHOM.

34. Croco® nedeHHs 3JI0KAYeCTBEHHOIO HOBOOOpa30OBaHMS y  WHAMBHAYYMA,
BKJIFOUAIOLIMH BBEIEHHE WHAMBHAYYMY AHTHUTENA WIM aHTUI€HCBA3BIBAIOLIErO (hparMeHTa Io
mobomy u3 m.1-12 uiam KOHBIOTaTa aHTUTENO-JIEKAPCTBEHHOE CPECTBO MO JI000oMy U3 mm. 13-
22.

35. Cnocob mo m.34, raoe 370Ka4eCTBEHHOE HOBOOOpPA3OBaHHE BHIOPAHO W3 TPYIIIbL
cocrosimeil u3 HemenkokjerouyHoro paka Jjerkux (NSCLC), paka rojsoBbl W IIeH, paka
MUILEBOJIA, paKa MOJIOYHOM >KeNe3bl, paka ASUYHUKOB, paka MO4YeBOro my3bips, paka koxu (SCC),
paka sSIMYHMKA, paKa MeWKH MaTKH, paka jKeJIyaKa 1 paka MoIKeTy10YHON JKeJle3bl.

36. Criocob o .34, riue pak JEerkux sBsieTCs: HEMEJTKOKIETOUYHBIM PAKOM JIETKHX.

37. Cnocob mo .34, rue 3I0Ka4eCTBEHHOEe HOBOOOPA30BaHUE SIBJISIETCS PAKOM T'OJIOBBI U
LIEH.

38. Cmocod mo mobomy w3 mm.34-37, rae aHTHTENO, WM aHTUTCHCBSI3bIBAFOIIHIA
(bparMeHT, WM KOHBIOTAT aHTHTEJIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B (papMarieBTUIECKOM
KOMITO3UIINH, COZEprKalleld aHTHTENO, WM AHTHUICHCBS3bIBAIOLINA (PAarMEHT, WJIM KOHBIOTAT
AHTHUTEJIO-JIEKAPCTBEHHOE CPEICTBO M (PapMaLleBTUYECKU MPUEMIIEMbIA HOCUTEb.

39. Cniocob mo mrobomy u3 nn.34-38, rie HHIUBUAYYM SIBJISIETCS] YETIOBEKOM.

40. ®dapmaneBTUYECKas KOMIIO3ULIUS, coaepIkalnast AHTUTEJIO W
AHTUTeHCBS3BIBAIOIIMK  (parMeHT 1o JrobomMy u3 mm.l-12 wiaMm  KOHBIOTAT AHTUTEINO-
JIEKapCTBEHHOE CPEACTBO M0 Jitobomy u3 mir. 13-22 u oxHO wiu Oosiee CpencTs, BEIOPAHHBIX W3
TPYIIIBL, COCTOALIEH M3 (PU3MOIOTHYECKH MPUEMIIEMOTO HOCUTENS, AWJIFOEHTA, SKCIUMHEHTa U

BCIIOMOT'aTCJIbHOTO CPEACTBA.
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41. @apmaneBTUYECKasi KOMIO3UIMS 1O 1M.40, r/ie KOMITO3UIUIO BBOIST B KOMOMHALINHU C
Jy4eBOU Tepanuei Wik XUMUOTEPANIEBTHYECKUM CPEICTBOM.

42. KoHBIOraT aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO, COAEPIKALINN BbIAEICHHOE aHTUTEIIO
npotuB ovf6, koHbtorupoBaHHoe ¢ VCMMAE, rne antureno mmeer BapuabenbHYHO 0OJacThb
TSDKEJION LeMNu, COAEP KAy aMHUHOKHUCIOTHYI0 mnocienosarenpHocTs SEQ ID NO: 6, u
BapuabenbHyI0 OOJIaCTh JIETKOW IIeMH, COIAEP KAy aMHHOKHCJIOTHYIO IMOCJIEA0BATEIbEHOCTD

SEQ ID NO: 17, u rae KOHBIOTaT aHTUTEJO-JIEKaPCTBEHHOE CPEACTBO UMEET CTPYKTYPY:

HpN\Téj
q H-‘__fu\ /d Ha H3C
et \ﬂ;gf! 3w Q}’lﬂ .

rne Ab sIBIsSieTCSt aHTUTEJIOM, M p O3HAa4aeT 4ucio ot 1 mo 16.

ITo noBepenHocTn
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MMornotlueHne

MornoleHne
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0.01

"0.01
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OTpuuartenbHbln KOHTPOJIb
[TONOXMNTENbHbIN KOHTPOSIb
SG-44.2A2

SG-44.8B9

SG-42.15H3

OTpuuaTenbHblil KOHTPOMb
[10M10>XXUTENbHbIA KOHTPOSb
S(G-33.20B8
SG-44.32A6
SG-44.34D6
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G0¢v /.S



OUT.2

% Makcumyma
(reoMeTpuYecKoe cpeaHee)

HacbiweHune cBasbiBaHuss m2A2-aVB6

100 —&~ Y4eJi0BEK

75 n & fBAHCKU MakKak
50—

25—

0_

0.001 0.01 0.1 1 10 100 1000

KoHueHTpaumusa (HM)
EC50 anda aVB6 EC50 anda aVB6

mAb yenoseka (HM) | aBaHckoro makaka (HM)

m2A2-AF647 0.5 0.4

8L/¢C



OUr.3

BbipaBHMBaHME BApUAHTOB TXEN0on uenn h2A2 ¢ akuenTopHOM NOCcneanoBaTelbHOCTbIO YEN0BEKa,

IGHV1-46/HJ4

m2A2 vH
hIGHV1-46/HJ4
h2A2 vHA
h2A2 vHB

h2A2 vHC

h2A2 vHD

CDR mo Kabat
CDR nmo IMGT

m2A2 vH
hIGHV1-46/HJ4
h2A2 vHA
h2A2 vHB

h2A2 vHC

h2A2 vHD

CDR no Kabat
CDR no IMGT

10 20 30 40 50

B L S o e S e O loon.
EF..Q...P.LV....... ITeeoeo.. S..D.NVN..K.SN.KS...I.V...KY.T.R.
QVOLVOSGAEVKKPGASVKVSCKASGYTFTSYYMHWVROAPGOGLEWMGIINPSGGSTSY
D S..D.NVN....oovveaee V...KY.T.R.
e S..D.NVN.....oivieinnn V...KY.T.R.
T S..D.NVN............ I.V...KY.T.R.
. S..D.NVN............ I.V...KY.T.R.

Kk ok Kk ok * ok okok okok ok ok ok ok ok

e+ttt e+t +++
60 70 80 90 101 110
e e S e O e T
N...K.KA.L.V.KPS..A..Q.N..T...S5..... T.GLNAW...... AS.....
AQKFQGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCAR---YEFDYWGQGTLVTVSS
R T.GINAW. .ot vennenn
N L Pttt it e T.GINAW. . ..votvveenenn.
N.. . K. A L. V. K. s b A sttt ittt enanns T.GINAW....vovveeeen.
N.. . K. .A.L.V.KP. . AL o i i i i i ittt ii e T.GLNAW. ..o veveenen.
* ok Kk Kk Kk * ok Kk ok ok koK
R

8L/E



OUT.4

BbipaBHMBaHMe BapnaHToB Nnerkoun uenu h2A2 ¢ akuenTopHOW NOCNeaoBaTesibHOCTbI0 YeNl0BEeKa,

IGKV1-33/KJ2

m2A2 vL
hIGKV1D-33/KJ2
h2A2 vLA
h2A2 vLB
h2A2 vLC
h2A2 vLD
h2A2 vLE
h2A2 vLF
h2A2 vLG
h2A2 vLH
CDR 1no Kabat
CDR o IMGT

m2A2 vL
hIGKV1D-33/KJ2
h2A2 vLA
h2A2 vLB
h2A2 vLC
h2A2 vLD
h2A2 vLE
h2A2 vLF
h2A2 vLG
h2A2 vLH
CDR 1o Kabat
CDR 1o IMGT

10 20 30 40 50 60
B S S T N e P D L O IO
........ Ao, . BT 0 GULUENVYGAL .. L RLO..5.0....G.T. .AD.MS.
DIOMTOSPSSLSASVGDRVTITCOASQDISNYLNWYQOQRKPGKAPKLLIYDASNLETGVPS
....................... G.LENYGA. ..o v v e v v e e oo o GUTLLADL ...
....................... G..EN.YGA. ... evvvev v .G.T..ADL ...
....................... G..ENYGA. .o v v v ve v v e e o oGUTULAL L ...
....................... G..EN.YGA. ... vvvvev v .G.TL.ADL ...
.......................... EN.YGA. .. v ievveeees..G.T..AD. ...
.......................... ENYGA. ..o v v v e v v ee o oGLTULAL L ...
....................... G..EN.YGA. .. vieiveneeee..G.T. . DL
....................... G..EN.YGA......cievvvve..G.T..AD..
* Kk k ok ok ok ok ok ok ok ok % K Kk Kk Kk ok k
+++++ +++
70 80 90 100
B T e [ A I T I
ceveees ROYS.K....H.D.V......NVLTT..... Gevieveon
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