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(57) Pedpepar:

BuHaxig cTocyeTbCa aHTUTINA A0 peuentopa TpaHCdepuHy, Ake cneyudiyHo 3B'A3yeTbCa 3
peuenTopoM TpaHCcEepUHy NIOAMHM Ta PELEnTOPOM TpaHCEPUHY ABaHCLKUX Makak Ta Bkniodae )
rymMaHizoBaHuin BapiabenbHUn AOMEH BaXKKOro NaHUKora, Lo noxoAuTb Big BapiabenbHOro AOMeHy
Baxkkoro naHutora 3a SEQ ID NO:01, ta ll) rymaHizoBaHuin BapiaGenbHUn JOMEH NErkoro naduora,
O NOX0AUTb Big BapiabenbHoOro gomeHy nerkoro naduiora 3a SEQ ID NO:26, npuyomMy aHTUTINO Mae
LWBMAKICTb Aucouiauii aAns peuentopa TpaHchepuHy NIOAMHKM, dka MeHwa abo gopiBHe (TO6TO
woHanbinblie € piBHOW) LWBKMAKOCTI Aucoudiauii aHTUTina A0 peuentopa TpaHcdepuHy ans
peuenTopa TpaHCKEpPUHY SBaHCBKMX Makak, Ae LBMAKOCTI Aaucouiauii BU3HAYEHO METOAO0M
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NOBEPXHEBOIO MNMA3MOHHOIMO pPe30HaHCy, | Ae aHTUTINO A0 peuentopa TpaHcdepuHy Mae
BapiabenbHuit aOoMeH Baxkkoro nadHutora 3a SEQ ID NO:23, 24 abo 25 ta BapiabGenbHui AOMEH
nerkoro naduiwra 3a SEQ 1D NO:37.
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FANY3b BUHAXOLOY

JaHnii BMHaxig CTOCYETbCA aHTUTIN A0 peuentopa TpaHcdepuHy 3 nigibpaHo LBUAKICTIO
aucouiaudii  gnsa  noAcbKoro peuentopa TpaHCEpUHY, a TaKoX IX 3aCTOCyBaHHSA B SAKOCTI
TPaHCMOPTHOrO MOAyns Yepes remaToeHuedanivyHuin 6ap'ep.

PIBEHb TEXHIKA

IMNPOHUKHEHHS Y MO30K iKiB Big HEBPOMNOTNiYHUX NOPYLUEHb, TAKUX SK, HaMpP., BUCOKOMOMEKYNAPHI
GioTepaneBTUYHI  nikapcbki 3acobu abo HM3LKOMOMEKYMsIpHI  Mikapcbki 3acobu  3i  cnabkum
NPOHWUKHEHHAM Y MO30K, CTPOro oOMeXeHe po3norMM i HENPOHUKHUM reMaToeHuedaniyium 6ap'epom
(TEB) pa3om i3 iHWKUM KIITUHHAM KOMNOHEHTOM HelpoBackynsapHoi ogamHudi (HBO). Byno nepesipeHo
Garato crTparterin noaonaHHA L€l NepenoHn, i OQHIEI0 3 HUX € BUKOPUCTAHHA LUMSAXIB TPAHCUUTO3Y,
onocepeakoBaHMX EHAOTEHHUMU PELIENTOPaMU, WO EKCNPECYIOTLCA HA eHAOTENIT MO3KOBUX Kaninsapis
(peuentopamn rematoeHuedaniyHoro 6ap'epy). 3 METOIO YMOXIMBUTU PELIENTOP-ONOCEPEAKOBAHY
JOoCcTaBKy GioTepaneBTUMHUX NpenapaTie A0 MO3Ky Oyno po3pobneHo pekoMOiHaHTHI Oinku go uux
peuenTopiB, Taki sik MOHOKNOHAanbHI aHTUTIina abo nentuan. TUM He MEHLUEe, HeAOoCNiIKEHUMM
NUWAKTLCA  cTpaTterii  MakcuMmisauil piBHA CNOXMBAHHA MO3KOM TMpPW  OAHOYACHIA  MiHiMi3auil
HenpaBUNbHOIO COPTYBaHHA B KhiTMHaX eHaoTenito Mo3ky (KEM) Ta CTyneHio HakonuYeHHs y AesKUX
opraHenax KEM (ocobnuBo B opraHenax, Ae ue nNpu3BoAuTb A0 Aerpagauii 6iotepaneBTUYMHOIO
3aco0y).

MoHoKknoHanbHi aHTUTINA Ta iHWi GioTepaneBTUYHI 3aco0M MalOTb BENUYE3HMIA MOTEHUian Ans
nikyBaHHA nartonorii yeHTpanbHoi HepBoBOi cuctemn (LUHC). OagHak iX wnaxy B ronoBHUA MO30K
nepewkomxkae NEB. MNMonepeaHi AoCNiaXEHHA nokasanu, Lo i3 BBEAEHUX Y KpoBoobir IgG nuwie ayxe
Mana BiacoTkoBa 4actka (npubnusHo 0,1 %) moxe npoHMkHyTK Yy npoctip LUHC (Felgenhauer, Klin.
Wschr. 52 (1974) 1158-1164). Lle, 6e3ymMOBHO, 00MeXye Oyab-akui hapMakonoriyHni edext yepes
HU3bKY KOHUEHTpauito aHTutina y LJHC.

PaHiwe ©6yno BMSABMNEHO, LLUO YacTKy aHTUTIN, sKi nowwmptooTbesa B LIHC, moxHa 36inbLunTty,
BUKOpucToBytoun peuentopu NEB (TobTto peuentop TpaHcdhepuHy, peuenTop iHCYniHy i 1.n.) (am..,
Hanp., WO 95/02421).

Taknum 4nMHOM, icHye notpeba B cuUCTeMax OOCTABKM MNiKapCbkmx 3acobiB Big HEBPONOriYHMX
nopyweHs Yyepes NEB, 3 MeTOIO e(PeKTUBHOTO TPAHCNOPTYBAHHA NiKAPCLKUX PEYOBUH Y MO3OK.

Y WO 2014/033074 noBiAOMMNEHO NPO TPaHCMOPTEP Yepes remartoeHuedanivyHun 6ap'ep.

Y WO 2014/189973 onucaHo aHTUTINA A0 peuentopa TpaHcdepuHy i cnocodu ix 3aCTOCYBaHHS.
Kpim uboro, nosigOMNEHO, WO TapretyBaHHA peuentopa [EB 3a pgonomorow TpaguuinHoro
cneyM@ivHOro BUCOKOAMPIHHOIO aHTWUTINA, AK NPaBuMo, NPU3BOAUNO A0 OOMEXEHOro 3pOCTaHHSA
TpaHcnopTy 4Yepe3 MEB. Mi3Hiwe 6yno BUSABMNEHO, WO cepea AOCNIAKYBaHUX aHTWUTIN Ao MEB piBHi
NPOXOMKEHHs | po3noginy aHtutina y LUHC obepHeHO 3anexkHi Big adpiHHOCTI Horo 3B's3yBaHHA 3
peuentopom [EB. Hanpuknaa, Hu3bkoachiHHe aHTUTINO A0 peuentopa TpaHcdhepuHy (TR) y
TepaneBTUYHMX 403axX CUMNbHO NONinwysano TpaHcnopT aHTutina go TfR yepes MNEDB i yTpuMaHHa B
LUHC nopiBHAHO 3 6inbw acdiHHMM anTutinom o TfR, a Takox ymoxnueniosano 6inbli nerke
OOCArHeHHA TepaneBTUYHUX KoHUeHTpauin y LUIHC (Atwal Tta iH., Sci. Transl. Med. 3 (2011) 84ra43).
Hoka3s Takoro TpaHcnopty 4epes 'EB 6yno ogepaHo npu BMKOPUCTaHHI BicneundivHoro aHTuTina,
ke 3B'A3yeTbca 3 TfR Ta pepmeHTOoM, WO poswenntoe Ginok-nonepeaHuk aminoigy (APP), B-
cekpetasoto (BACE1). OpHa cuctemHa paosa OicneuucpivHoro adtutina po TfR/BACET,
CKOHCTPYNOBAHOI0 3 BUKOPUCTAHHAM HM3bKOAMIHHOIO aHTUTINa, He TiNbkM Npu3BoauMna A0 3HAYHOro
CMOXKMBAHHS aHTUTINA rOMOBHUM MO3KOM, are TaKoX pPi3Ko 3HuxyBana piBHi AB1-40 B MO3Ky
MOPIiBHAHO 3 camuM nuwe MoHocneundivHuM aHTuTinom ao BACE1, amyLwyoun npunyctutu, Lo
NPOHUKHICTL Yepe3 MEB BnnuBae Ha cneyndiyHy akTUBHICTL aHTuTina 4o BACE1 (Atwal Ta iH., Sci.
Transl. Med. 3 (2011) 84ra43; Yu Ta iH., Sci. Transl. Med. 3 (2011) 84ra44).

Kpim TOro, 4epes noCTifiHEe yCKNAAHEHHs1 acnekTiB KOHCTPYIOBAHHA aHTUTIN Ta BapiabenbHiCTb,
BUKIMUKAHY Pi3HOMAHITHICTIO KNITUHHUX CUCTEM PEKOMOIHAHTHOrO NpPOAYKYBAHHA ANs BUPOGNEHHSN
AHTUTIN, AY>KE BAXKIMUBUM € PETENbHE HEKNiHIYHE OUiIHIOBAHHS 6€3NeYHOCTI MOHOKNOHAMNBHUX aHTUTIN
(mADb), npusHayeHUx AnNsS TepaneBTUYHOrO 3acTocyBaHHA. binblle TOro, cknagHa CTPyKTypa,
YHiKanbHi 6ionoriyni pyHKUIT Ta GinbLU TpMBANUIA Nepioa HaMiBXUTTA MAD MOPIBHAHO 3 TpaaUUIRHUMK
HU3bKOMOTNEKYNAPHUMU NIKAPCbKMMMW CNOJTYKaMU MOCUSTIOIOTL MipKyBaHHS O€3Meku, SK i 3aHENOKOEHHS
3 NpMBOAY TPUBANILIOro KMiHiMHOro 3actocyBaHHa MAbD y nikyBaHHI XpPOHiYHUX 3axBoptoBaHb (Lynch,
C.M,, Ta iH., mAbs 1 (2009) 2-11; Kim, S.J., Ta iH., Mol. Cells 20 (2005) 17-29).

3aranbHoKw METOK HEKNIHIYHUX AO0CNigXKeHb MAD € BM3HAYEHHSI TOKCUMKONOTNYHUX BNACTUBOCTEN
pocnimkysaHoro mAb i HagaHHAa iHdopmauii ana po3pobkn npoaykty. OCHOBHMMMK 3aBAAHHAMM
HeKniHiYHOro ouiHoBaHHA € (1) iaeHTuikalis opraHiB-MilleHEN TOKCUYHOCTI Ta BU3HAYEHHSA TOrO, YK
0BOpPOTHA UA TOKCUMMYHICTb Micns NikyBaHHs, (2) igeHTudikauina 6e3nedyHoi no4vaTkoBOi 403M Ang
KniHivHOro aocnimkeHHst | pasm Ha noasix Ta CXem noaanbLUoro MigBULLIEHHA Ao3u, (3) 3400yTTA
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iHdbopmauii ana BiacTeXeHHs1 6e3NeKOBUX MOKA3HMKIB Yy KIHIMHMX AOCNiaXKeHHAX Ta (4) 3a4006yTTa
JaHux npo 6e3neky aAns oBrpyHTYBaHHS TBEPMXEHb IHCTPYKUl A0 MpOoAYKTY. Ona AOCArHEHHSA UuX
uinein npoBoAATb AOKNIHIYHI AocnigXKeHHA §K in vitro, Tak i in vivo, cCnpAMOBaHi Ha BU3HAaYEHHA Ta
po3yMiHHA papmakonoriyHux Bnactusocten aHtutina (Lynch, C.M., ta iH., mAbs 1 (2009) 2-11;
Cavagnaro, J.A., B: Cavagnaro, J.A. (Ed.) "Preclinical safety evaluation of biopharmaceuticals";
Hoboken, NJ: Wiley 2008; 45-65).

3 METOI0 YCMLHOro AOKMIHIMHOIO OUiHIOBaHHA 6e3nevyHoCTi MADb Anst NepeBipKM TOKCUYHOCTI Cnig
BuOupatn Hanbinbl npugatHui Bug Teapud (Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11; Chapman, K.,
Ta iH., Nat. Rev. Drug Discov. 6 (2007) 120-126). MNpuaaTtHuii BUA — UEe BUA, Y SKOr0 aHTUTINO
dapmMakonoriyHo akTUBHE, HasIBHMIA ab0 eKCNpPeCcyeTbCsl LiNbOBMI AHTUIEH, a Npodinb NepexpecHoi
peakTUBHOCTI y TKaHMHaxX noAaibHun ao moacbkoro (Lynch, C.M., Tta iH.,, mAbs 1 (2009) 2-11;
Chapman, K., Ta iH., Nat. Rev. Drug Discov. 6 (2007) 120-126; Subramanyam, M. Ta Mertsching, E.,
y: Cavagnaro J.A. (Ed.); Preclinical safety evaluation of biopharmaceuticals. Hoboken, NJ: Wiley
2008; 181-205; Hall, W.C., Tta iH., y: Cavagnaro, J.A. (Ed); Preclinical safety evaluation of
biopharmaceuticals. Hoboken, NJ: Wiley 2008; 207-240). MNMpuaaTHUiA BuA TBapuWH, sIKMA eKcnpecye
GaxkaHun eniton Ta AEMOHCTpYE noaidbHui A0 NIOACLKMX TKaHUH NPodinb nepexpecHoi peakTMBHOCTI
Yy TKaHMHAaX, MO)KHA iaeHTUdiKyBaT 3 3aCTOCYBaHHAM iMyHOXiMiYHOro abo (pyHKLiOHANbLHOrO aHanisie
(Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11; Hall, W.C., Ta iH., y: Cavagnaro, J.A. (Ed.); Preclinical safety
evaluation of biopharmaceuticals. Hoboken, NJ: Wiley 2008; 207-240). KopucCHi y ubOMy MpoLeci
OOCMIMKEHHS MEPEXPECHOT PEaKTUBHOCTI MDK BMAAMW BKMOYAKOTb iIMYHOTICTOXIMIYHE OOCTEXEHHS
TKaHWH Pi3HUX BUAIB 3 BUKOPUCTAHHAM AOCTYMHUX Y NpoJaKy MynbTUBUAOBUX TKAHWHHUX MIKpOYiniB
(Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11; Hall, W.C., Ta iH., y: Cavagnaro, J.A. (Ed.); Preclinical safety
evaluation of biopharmaceuticals. Hoboken, NJ: Wiley 2008; 207-240). AnbTepHaTWBHA oOUjiHKA
3B'A3yBaHHA aHTUTINA 3 KNITUHAMKW LUUX TBAPUH 3a 4OMNOMOIOL0 NPOTOYHOro copTyBaHHA KniTuH (FACS)
3a3Buyan € GinbLU YYTNIMBOI, HXK iIMYHOTICTOXIMIYHMI aHani3 3pisiB TkaHuH (Lynch, C.M., Ta iH., mAbs
1 (2009) 2-11; Subramanyam, M. ta Mertsching, E., y: Cavagnaro J.A. (Ed.); Preclinical safety
evaluation of biopharmaceuticals. Hoboken, NJ: Wiley 2008; 181-205). Y Bugis cnig nopisHiooBaTK
OHK- Ta aMiHOKMCROTHI MOCRiAOBHOCTI LiNbOBOr0 aHTUreHa; TakoXK Cnigd Bu3Ha4atu MiKBUAOBY
romonorivHicte (Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11; Subramanyam, M. Ta Mertsching, E., y:
Cavagnaro J.A. (Ed.); Preclinical safety evaluation of biopharmaceuticals. Hoboken, NJ: Wiley 2008;
181-205).

Kpim uboro, Gioposnogin, pyHKUis Ta CTPYKTypa aHTUreHy y nNpuaaTtHoOro BUAy TBAPWH i MIOAWUHM
MOBUWHHI MiggaBaTUCA MOPIBHAHHIO, WOO YMOXMMBUTU OLIHKY TOKCUYHOCTI, siIka BMHMKAE BHAacNigok
3B'A3yBAHHA AHTUTINA 3 LiNbOBMM AHTUIEHOM i HA3MBAETbLCSl TOKCUMYHICTIO, 0OYMOBNEHOIO Ai€l0 Ha
MieHb (Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11; 19,20). binbLue Toro, 3Ha4Ha noAibHICTL posnoainy
LiNbOBOro aHTUreHa y TKaHWMHaxX BUAy TBApPWH i NIOAUHU 30inbLUye iMOBIPHICTb TOTO, WO BM3HAYEHI Ha
TBapUHaxX OpraHu-MilleHi TOKCUYHOCTI CNyryBatumyTb nepeabadeHHsAM NOTEHUIMHOT TOKCUYHOCTI Y
nogen. HegoctatHbo NoAiGHUA po3Noain aHTUreHa B TKAHWHAX BUAY TBAPWH | MIOAWHW HE BUKMIOYAE
BUKOPUCTAHHA UbOro BMAY TBAPWH ANA AoChigXeHb TOKCUYHOCTI NOBHICTIO, ane ul pisHUU cnig
BPaxOBYBaTU Mpu OLUiIHIOBAHHI PU3KKIB ANS1 MOAUHKW. Y BiAHOLLEHHI rycTUHM abo adiHHOCTI aHTUreHiB
TakoXX He BMMAaraeTbcs abConoTHOT eKBIBANEHTHOCTI TBAPUHHOT Moaeni Ta moauHun. OBIr'pyHTYBaHHS
nNpuaaTHOCTI Buay, 06paHoro Ans nepeBipkM TOKCWMYHOCTI, CMia BKIIOYMATU Yy MakKeT AOKYMEHTIB Ansi
NOAAHHA B PErynATOPHUIA Oprad. AKWwo Ans OUiHIOBaHHA Ge3nekn BUKOPUCTOBYIOTH NULLE OAWH BUA,
cnig Hagath CTUCHWIA NIACYMOK €KCNEePUMEHTIB, AKi NOKasanu BiACYTHICTb A0A4AaTKOBOro MPUAaTHOro
Bugy (Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11).

AKLWO MOHOKMOHAmNbHE aHTUTINO, NPU3HA4YeHe AnA TepaneBTUYHOTO 3aCTOCYBAHHSA, HE Mae
NnepexpecHOi peakTUBHOCTI NO BMAY, TO AN MOAEni Cnig BUKOPUCTOBYBATM abo CyporatHe aHTUTINo,
abo iHWwmMi BuA. ToMy CyporaTHi aHTUTIina € NOTEHUINHUM BUPILLEHHSAM OOME)KeHb NepEBIpKU
6€e3NeYHOCTi, MOXMUBUX MPU POBOTI 3 ryMaHi30BaAHUMMN MOHOKITOHANbHUMW aHTUTINIAMU 3 OOMEXKEHOI0
nepexpecHo0 peakTUBHICTIO No Bugam. OgHak Ha AaHUMW MOMEHT HEMAE YiTKUX KPUTEPIIB OLIHIOBAHHSA
NOTEHUIMHUX CYpOraTHUX aHTUTIN nepen X BUKOPUCTAHHAM Yy BU3HAYEHHI O3HAK Hebe3ne4yHoCTi
nikapcbkoi pevosuHu (Regulatory Toxicology and Pharmacology, Tom 40, Homep 3, rpyaeHs 2004 p.,
C. 219-226).

TakuMm YMHOM, ANSA BUM3HAYEHHA TBApPWUHHOT MOAENi ANA KOHKpeTHoro mAb cnig B3ATW A0 yBaru
BULLIENEPENiYeHi MipKyBaHHA. TUM He MeHLl HeoOXigHa HAasABHICTb NepexpecHOi pPeakTUBHOCTI
aocnigxkysaHoro mAb 3 UINbOBUM aHTUreHOM TecTOBOro BUAy. |Hakwe HEeMOXMMBO BUKOPUCTATU
HaBiTb HaWGiNbL NpuaaTHUA TecToBMW BUA. Tomy icHye notpeba y mAb, WO He wMawTb
BHYTPILLHLOBUAOBOT NEPEXPECHOT PEaKTUBHOCTI, ane MalTb MKBUAOBY NEPEXPECHY PeaKTUBHICTb 3i
CBOEIO MILLEHHIO Y MIOANHU | BUAY, MPU3HAYEHOTO AN AOKNiIHIMHMX BUNPOOYBaHb.

Y EP 2 708 560 onucaHe aHTUTINO, ke cneyndiyHo po3nidHae peuentop TpaHcdepuHy. Y FR 2
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953 841 onucaHi aHTuTINa, CNpsIMOBAaHi Ha peuenTop TpaHcMepuHy, Ta X 3acCTOCYBaHHA AN
iMyHOTepanii  3anizosanexHux nyxnuH. Y US 2009/162359 onucaHi 6GisaneHTHi 6Gicneundiyri
aHTuTINa.

KOPOTKWMIA OMNUC BUHAXOOY

Bbyno BuABneHo, WO aHTUTINA 40 peuenTopa TpaHCEepUHy 3rigHO HagaHoro TYT ONUCY MOXYTb
OyTK 3aCTOCOBAHI B SAKOCTi TPAHCMOPTHOIO MOAYNA Yepe3 remaToeHuedaniuHui 6ap'ep Ana oCTaBku
ob'ekTa-ebekTopa MO3Ky Yepes remaToeHuedaniyHuin 6ap'ep y ronoBHUI MO30K. Y NEBHUX BapiaHTax
BUKOHAHHS TPAHCNOPTHUI MOAYMb Yepes remaToeHuedanivyiun 6ap'ep aense cobo 0agHOBANEHTHUN
3B'A3yBanbHUn 00'€KT, AKUIA cneundpiyHO 3B'A3YETLCA 3 PeuenTopoM TpaHcdepuHy. AHTUTINA Ao
peuenTtopa TpaHcdepuHy 3rigHO A4aHOro ONUCY NMpPW 3aCTOCYBaHHI B SKOCTI TPAHCNOPTHOro Moayns
yepes remaroeHuedaniyHun 6ap'ep KOPUCHI, HaNp., ANA AiarHoCcTMKK abo niKyBaHHA HEBPOMOTiMHUX
NnopyLUEHb, Takux K xBopoba Anburerimepa, xsopoba [MapkiHcoHa Ta xBopoBa AnburenMepa 3
CYNyTHLOIO XBOPOOOIO MNapKiHCOHA.

TyT onucaHi aHTUTINa 4o peuentopa TpaHcepuHy, AKi cneyudivyHo 3B'A3YIOTLCA 3 peLenTopoMm
TpaHcdepuny niogmHn (huTfR) Ta peuentopom TpaHcdepuHy siBaHcbkux Makak (CyTfR). Y neBHux
BapiaHTax BUKOHAHHA aHTUTINO A0 peuenTopa TpaHchepuHy

- 3B'As3yeTbCs 3 peuentopoMm TpaHcdepuHy moauHn (huTfR) Ta peuentopom TpaHChEPUHY
sBaHCbKUX Makak (CyTfR);

- Mae LIBMAKICTb Aucouiauil Ans peuentopa TpaHCAEpPUHY MIOAUHU, sika MeHwa abo AopiBHIOE
(To6T0 WOoHanbinbLWe € pPiBHOK) LLUBMAKOCTI Aucouiauil aHTuTina 128.1 go peuentopa TpaHcdepuHy
Ana peuentopa TpaHCEpPUHY SBAHCBLKMX Makak, Ae LUBMAKOCTI Aucouiauii BU3HAYEHO METOAO0M
NOBEPXHEBOrO MMAasMOHHOIO pe3oHaHcy, i Ae aHTuTino 128.1 ao peuentopa TpaHcepuHy mae
BapiabenbHUi JOMEH BaXkKkoro nautora 3a SEQ ID NO: 64 ta sapiabenbHuit JOMEH NErkoro naHuyora
3a SEQ ID NO: 65;

- 3B'A3YETbLCA 3 peLUenTopoM TpaHchepuHy noauHu 3i WweuakictTio aucodiadii Big 0,1 1/c go 0,005
1/C, BKIIOYHO 3 LUMMWU 3HAYEHHAMUN,

OaHuM 3 onucaHMxX TYT acnekTiB € aHTUTINO A0 peuenTopa TpaHcdepuHy, ke cneundidHo
3B'A3YETLCA 3 PELENTOPOM TpaHCEPHHY MIOANMHU Ta PELIENTOPOM TPaHCEPHHY ABAHCbKMX Makak Ta
BKIIOYaE

[) rymaHizoBaHuii BapiabenbHUn JOMEH BaXKKOr0 NaHuUora, Lo MNoXoAuTb Big BapiabGenbHOro
JOMeHy Bakkoro natutora 3a SEQ ID NO: 01, Ta

II) rymaHizoBaHuin BapiabenbHUII AOMEH NErkoro naHura, Lo MoXoAuTb Big BapiabenbHOro
JOMeHy nerkoro naduwra 3a SEQ ID NO: 26,

[e aHTWUTINO Mae WBMAKICTb Aucouiauil ana peuentopa TpaHCepuHy NOAnHK, SKka MeHwa abo
JopiBHoe (To6TO WoHAMGINbLIE € piBHOK) LIBMAKOCTI Aucouiadii aHtutina 128.1 go peuentopa
TpaHcdEepuHy Ang peuentopa TpaHCEPUHY SBaHCbKMX Makak,

Ae WBWAKOCTi agucoudiauii BU3Ha4Y€HO METOAO0M MOBEPXHEBOIrO NSIA3MOHHOIO PE30HAHCY, i

ae aHTutino 128.1 oo peuentopa TpaHcdepuHy mae BapiabenbHUii JOMEH BaXKKOro naHuiora 3a
SEQ ID NO: 64 Ta BapiabenbHuii AoMeH nerkoro nadutora 3a SEQ ID NO: 65.

B ogHoMy 3 BapiaHTiB BUKOHaHHSA LUBMAKICTb Aucouiadii ana peuentopa TpaHChEpUHy MOANHN
ctaHoBuTb Big 0,1 1/c o 0,005 1/c, BKAOYHO 3 LMMKU 3HAYEHHAMMN.

B oaHOMYy 3 BapiaHTiB BUKOHAHHA aHTUTINO Mae y nonoxeHHi 80 BapiabenbHOro JOMEHyY NErkoro
nadutora (Hymepauia 3a Kabat) amiHokucnoTHuin sanuwok nponidy (P).

B ogHOMY 3 BapiaHTiB BUKOHAHHA aHTUTINO Mae y NMOMOXeHHi 91 BapiabenbHOro AOMEHyY Nerkoro
naHutora (Hymepauia 3a Kabat) amiHokucnoTHuin sanuwok acnapariny (N).

B oaHOMY 3 BapiaHTiB BUKOHAHHA aHTUTINO Mae y NONoXeHHi 93 BapiabenbHOro JOMEHy Nerkoro
naHutora (Hymepauia 3a Kabat) amiHOKMCNOTHUWI 3anuwoK anaHiny (A).

B ogHOMy 3 BapiaHTiB BMKOHAHHA AHTUTINO Mae y nonoxeHHi 100g BapiaGenbHOro AOMEHy
BaXKKOro nadutora (Hymepauiqa 3a Kabat) amiHOKUCRIOTHWIA 3annLWoK cepuHy (S).

B ogHOMy 3 BapiaHTiB BMKOHAHHSA aHTUTINO Mae y nonoxeHHi 100g BapiaGenbHOro AOMEHY
BaXKKOro nasutora (Hymepadia 3a Kabat) amiHOKUCNOTHWUIA 3anULLIOK rmyTamMiny (Q).

B oaHOMY 3 BapiaHTiB BUKOHAHHS aHTUTINO Mae€ y NOMNOXeEHHI 65 BapiabenbHOro AOMEHY BaXKKOro
nadutora (Hymepauia 3a Kabat) amiHOKMCNOTHUIA 3anULLOK CepuHy (S).

B ogHOMY 3 BapiaHTiB BUKOHAHHA @HTUTINO Mae y nonoxeHHi 105 BapiabenbHOro A0MeEHyY BaXKOro
naHuiora (Hymepauia 3a Kabat) amiHokucnoTHun sanuwok rnytamiHy (Q).

B oaHOMYy 3 BapiaHTiB BUKOHAHHA aHTUTINO Mae y nonoxeHHi 80 BapiabenbHOro JOMEHyY NErkoro
naHuora amiHOKMCNOTHWUIA 3anuwiok nponiHy (P), y nonoxeHHi 91 BapiabenbHOro AJOMeHy Nerkoro
naHuora amiHokMcnoTHun 3anuwok acnaparidy (N), y nonoxeHHi 93 BapiabensHOro AoMeHy nerkoro
naHuora amiHOKMCIMOTHUIA 3anuLLIOK anaHiHy (A), y nonoxeHHi 100g BapiabenbHOro AOMEHyY BaXKOro
naHuora amiHOKMCNOTHWUIA 3anuLLIOK cepuHy (S), y NonoxeHHi 65 BapiabenbHOro QOMEHY BaXKOro
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naHuora amiHOKMCNOTHUIA 3anuLLIoK cepuny (S), Ta y nonoxeHHi 105 papiabenbHOro AOMEHY BaXKKOro
naHuora aMiHOKMCNOTHUIA 3anuLoK rnyTaMiHy (Q) (Hymepauis 3a Kabat).

B oaHOMY 3 BapiaHTiB BUKOHAHHSI aHTUTINO Mae y nonoxeHHi 80 BapiabenbHOro AOMeEHyY Nerkoro
naHuora amiHOKMCNOTHUA 3anuiwok nponiHy (P), y nonoxeHHi 91 BapiabenbHOro AOMeHy Nnerkoro
naHuora amiHokMcnoTHun 3anuwok acnaparidy (N), y nonoxeHHi 93 BapiabensHOro AoMeHy nerkoro
naHuora amiHOKMCMOTHUIA 3anuLIoK anadiHy (A), y nonoxeHHi 100g BapiabenbHOro JOMeHyY BaXKKOro
naHura amiHOKMCNOTHUIA 3anNULLIOK rayTamiHy (Q), y nonoxeHHi 65 sapiabenbHOro JOMEHY BaXKKOro
naHuora amiHOKMCNOTHUIA 3anuLLIoK cepuny (S), Ta y nonoxeHHi 105 papiabenbHOro AOMEHY BaXKKOro
naHuora aMiHOKMCNOTHUI 3anuLIoK rnyTaMiHy (Q) (Hymepauis 3a Kabat).

OaHUM 3 onMcaHuX TYT acnekTiB € aHTUTINO A0 peuenTopa TpaHchepuHy, ake Bkniovae (a) HVR-
H1, wo Bkmovae amiHOKMCNOTHY nocnigoeHicTe SEQ ID NO: 66; (6) HVR-H2, wo Bkmouvae
aMiHokMcnoTHy nocnigoBHicte SEQ ID NO: 68; (B) HVR-H3, wo Bkmwovyae amiHOKUCNOTHY
nocnigoBHicte SEQ ID NO: 71, 72 a6o 73; () HVR-L1, wo BKNo4Yae amiHOKMCMOTHY MOCNIAOBHICTb
SEQ ID NO: 75; () HVR-L2, wo Bkntovae aMiHOKMCNOTHY nocnigoBHicTe SEQ ID NO: 76; Ta (a) HVR-
L3, Wwo BKMOYMae aMiHOKUCNOTHY nocnigoBHicTb SEQ ID NO: 78.

B ogHoMy BapiaHTi BUKOHAHHSA, AKOMY BigdaloTb nepesary, aHTUTINO A0 peuentopa TpaHChepUuHy
Bkntovae (a) HVR-H1, wo ekniovae amiHOKMCnoTHy nocniaoBHicTe SEQ ID NO: 66; (6) HVR-H2, wo
BKIMOYae amiHOKMCOTHY nocnigosHicTe SEQ ID NO: 68; (B) HVR-H3, wo Bknoyae aMiHOKMCNOTHY
nocnigosHictb SEQ ID NO: 72; (r) HVR-L1, wo Bkniovae aMmiHOKMCNOTHY nocnigosHicte SEQ ID NO:
75; ("N HVR-L2, wo BKM4ae amiHOKMCNOTHY nocnigosHicte SEQ ID NO: 76; Ta (o) HVR-L3, wo
BKITOYMAE aMiHOKMCNOTHY nocnigoBHicTb SEQ ID NO: 78.

OaHuM 3 onucaHMxX TYT acnekTiB € aHTUTINO A0 peuenTopa TpaHcdepuHy, ke cneundidHo
3B'A3yeTbCA 3 peuentopoM TpaHcdepuny nioguHn (huTfR) Ta Bknovae

[) nocnigoBHiCTb BapiabenbHOro AOMeHy Bakkoro naduwora (VH), ska npuHanmHi Ha 90 %
iIeHTMYHa aMiHOKMCNOTHIN nocnigoBHocTi SEQ ID NO: 24, Ta

II) nocnigoBHiCTb BapiabenbHOro AomeHy nerkoro nadutora (VL), sika npuHarMHi Ha 90 %
iIeHTMYHa aMiHOKMCNOTHIN nocnigoBHocTi SEQ ID NO: 37,

npyu UbOMY AHTUTINO Mae NPUONM3HO TaKy > caMy LUBWAKICTb Aucouiauii, sk i aHTWUTIno, sike
BKIIOYAE MOCNIAOBHICTb BapiabenbHoro aomeHy Baxkkoro naHuytora (VH) 3a SEQ ID NO: 24 Ta
nocniaoBHiCTL BapiabensHoro goMmeHy nerkoro naHutora (VL) 3a SEQ ID NO: 37.

B ogHoMy 3 BapiaHTiB BUKOHaHHSA LUBMAKICTb Aucouiauii ana peuentopa TpaHChEpPUHY NIOguHK
ctaHoBuTb Big 0,1 1/c o 0,005 1/c, BKAOYHO 3 LMMKU 3HAYEHHAMMN.

OaHuUM 3 OnucaHuX TYT acnekTiB, SAKOMY BigdalTb nepeBary, € aHTUTINO [0 peuenTopa
TpaHcdepuHy, ake cneyudpiyHo 3B'A3yeTbCa 3 peuentopom TpaHcdepuHy nognHn (huTfR) Ta
BKIIOYaE

[) nocnigoBHiCTb BapiabenbHOro AoMeHy Bawkoro naduwra (VH), Wo Mae amiHOKUCIOTHY
nocnigosHicte SEQ ID NO: 24, Ta

II) nocnigoBHicTb BapiabenbHOro AomeHy nerkoro nadutwora (VL), wo Mae amiHOKUCIOTHY
nocnigosHicte SEQ ID NO: 37.

B oaHoMy 3 BapiaHTiB BMKOHAHHSA BCIX aCMEKTIB aHTUTINO ABNAe cobo mynbTucneymdidHe
aHTUTINO, WO Mae MnpuHaKMHI OAHY 3B'A3yBanbHY crneundivHiCTb A0 peuentopa TpaHChepUHy i
npuHanMHi oaQHY 3B'A3yBarbHy cneuudivHiCTb A0 TepaneBTUYHOI MiweHi. B ogHomy 3 BapiaHTIiB
BUKOHAHHSA aHTUTINO BKMOYAE NEpPLUMA aHTUTEeH3B'A3yBanbHUIA CalT, WO 3B'A3YETbLCA 3 PELENTOPOM
TpaHcdepuHy, i APYrMi aHTUreH3B'A3yBasnbHWUA CalT, LUO 3B'A3YETbCA 3 MO3KOBUM aHTUreHOM. Y
noaanbLUOMy BapiaHTi BUKOHAHHSI MO3KOBWUW AaHTUreH BuOpaHWiA i3 rpynu, WO CKNagaeTbCca 3
nogcebkoro Abeta, peuentopa enigepmansHoro aktopy pocty (EGFR), nioacbkoro peuentopa
enigepMmansHoro cpakropy pocty 2 (HER2), nioacbkoro anba-CUHYKIEIHY, NMIOACLKOro Tay-6inka,
docdhopunboBaHOro No TUPO3MHOBOMY abo CepuHOBOMY 3anuiuky, nwogcbkoro CD20, 6inka-
nonepegHuka aminoiagy (APP) Ta noacbkoi rnokouepebposnaasn. B ogHoMy 3 BapiaHTiB BUKOHAHHSA,
SKOMY BigaatoTb nepesary, MynbTucneyuiyHe aHTUTINo 3B'A3yeTbCA 04HOYACHO 3

[) peuentopom TpaHcdhepuHy Ta Abeta, abo

II) peuentopom TpaHcdhepuHy Ta CD20, abo

[ll) peuenTopoM TpaHcdepuHy Ta anbda-CUHykneiHom, abo

IV) peuentopoM TpaHctepuHy Ta doco-Tay-6inkom, abo

V) peuentopoM TpaHcdepuHy Ta HER2, abo

VI) peuentopom TpaHcdepUHy Ta rnokouepedbposnaasoro.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OfHy napy 3 BapiabenbHOro JOMEHy Baxkkoro naduiora 3a SEQ ID NO: 24 ta BapiaGenbHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpuHaWMHi OAHy napy 3 BapiabenbHOro AOMeHy Bakoro naHuipora 3a SEQ ID NO: 81 Ta



10

15

20

25

30

35

40

45

50

55

60

UA 123053 C2

BapiabensHOro 4oMeHy nerkoro nasuiora 3a SEQ ID NO: 82, ski yTBOPIOIOTb CalT 3B'A3yBaHHA ANiA
noacobkoro Abeta.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OHy napy 3 BapiabenbHOro JOMeHy Bakkoro nadutora 3a SEQ ID NO: 24 ta BapiaGencHoro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpuHaWMHi OAHy napy 3 BapiabenbHOro AOMeHy Bakoro naHuipora 3a SEQ ID NO: 79 Ta
BapiabensHOro goMeHy nerkoro nadutora 3a SEQ ID NO: 80, ski yTBOPIOIOTb CalT 3B'A3yBaHHA Ans
noacekoro CD20. B ogHOMY 3 BapiaHTiB BUKOHAHHA BapiabenbHa AinsHKa BaXKKOro naHuora BKnio4vae
3aMiHy aMiHOKMCNOTHOIO 3anuLLKy y nonoeHHi 11 3a cucremoro Kabat Ha Oyab-siky amiHOKUCIOTY,
KpiM nenumHy. B ogHoMy 3 BapiaHTiB BMKOHaHHS 3aMillEHHA BKMOYae 3amiHy amiHOKWUCIIOTHOro
3anuwKky y nonoxeHHi 11 3a cucremolo Kabat Ha HenonapHy amiHOKMCNOTY. B ogHOoMy 3 BapiaHTiB
BUKOHAHHS 3aMilLEHHS1 BKMOYAE 3amiHy aMiHOKMCNOTHOrO 3anuLLKy y nonoxeHHi 11 BapiabenbHoro
aoMeHy Baxkoro naduwra SEQ ID NO: 79 3a cucrtemoto Kabat Ha aMiHOKMCRNOTHMIA 3anuLLOK,
BUOpaHUN i3 rpynu, WO CKNaaaeTbCa 3 BaniHy, NEAUMHY, i30NENLMHY, CEPUHY Ta DEHINanaHiny.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OHy napy 3 BapiabenbHOro JOMeHy Bakkoro nadutora 3a SEQ ID NO: 24 Ta BapiaGenbHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpuHaWMHi OAHy napy 3 BapiabenbHOro AOMeHy Bakoro naHuipora 3a SEQ ID NO: 83 Ta
BapiabensHOro 4oMeHy nerkoro nadutora 3a SEQ ID NO: 84, ski yTBOPIOIOTb CalT 3B'A3yBaHHA ANiA
noacbkoro anbda-cUHyKNeny.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OHy napy 3 BapiabenbHOro JOMeHy Bakkoro nadutora 3a SEQ ID NO: 24 ta BapiaGencHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoOro BapiabenbHOro JOMeHy BaXKKOro NaHuiora, o noxoanTb
Big SEQ ID NO: 85, Ta rymaHizoBaHoro BapiabenbHOro JOMEHy NErkoro naHuora, Lo noxoauTb Bia
SEQ ID NO: 86, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA AN MIOACEKOro anbda-CUuHyKneiy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OfHy napy 3 BapiabenbHOro JOMeHy Bakkoro nadutora 3a SEQ ID NO: 24 ta BapiabenbHOro goMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoOro BapiabenbHOro JOMeHy BaXKKOro NaHuiora, o noxoanTb
Big SEQ ID NO: 87, Ta rymaHizoBaHoro apiabenbHOro JOMeHy Nerkoro naHuiora, Lo noxoauTb Bia
SEQ ID NO: 88, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA ANA MIOACEKOro anbda-CUuHyKneiHy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OHy napy 3 BapiabenbHOro JOMeHy BaXkkoro nadutora 3a SEQ ID NO: 24 Ta BapiaGenbHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoOro BapiabenbHOro JOMeHy BaXKKOro NaHuiora, o noxoanTb
Big SEQ ID NO: 89, Ta rymaHizoBaHoro sapiabenbHoro JOMeHy MNerkoro naHutora, o noxoautb Big
SEQ ID NO: 90, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA ANA MIOACEKOro anbda-CUuHyKneiy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OfHy napy 3 BapiabenbHOro JOMEHy Baxkkoro naduiora 3a SEQ ID NO: 24 ta BapiaGenbHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoOro BapiabenbHOro JOMeHy BaXKKOro NaHuiora, o noxoanTb
Big SEQ ID NO: 91, Ta rymaHisoBaHoro apiabenbHOro JOMeHy NErkoro naHuiora, wo noxoautb Bia
SEQ ID NO: 92, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA AN MIOACEKOro anbda-CUuHyKneiHy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
0Hy napy 3 BapiabenbHOro JOMeHy BaXkkoro nadutora 3a SEQ ID NO: 24 ta BapiabenbHoro JomMmeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpPUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoro BapiabenbHOro AoMeHy BaKKOro naHuiora, o noxoauTb
Big SEQ ID NO: 93, Ta rymaHizoBaHoro apiabenbHOro JOMeHy NErkoro naHuiora, o noxoautb Big
SEQ ID NO: 94, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA ANA MIOACEKOro anbda-CUHyKneiy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHA aHTUTINO € BicneunivuHMM aHTUTINOM, WO BKMOYAE NPUHANMHI
OfHy napy 3 BapiabenbHOro JOMeHy BaXkkoro nadutora 3a SEQ ID NO: 24 ta BapiabensHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta caWT 3B'A3yBaHHA and |) rniokouepebpo3ngasu, WO Mae amiHOKMCMOTHY nocnigosBHicTb SEQ ID
NO: 97, a6o Il) dyHkyioHanbHoro BapiaHty SEQ ID NO: 97, ia€HTU4HOro 3a NOCNIAOBHICTIO HE MEHLU
Hibxk Ha 70 %, abo lll) dyHkuioHanbHoro Bapiauty SEQ ID NO: 97, wo mae ogHy abo Oinbe
aMiHOKMCNOTHUX MyTauii, geneuin abo iHcepuin, abo 1V) BKOPOYEHOro (IYHKLIOHANbHOrO BapiaHTy
SEQ ID NO: 97, 3 9k0ro BMaaneHUm NpuHanMHi OAMH aMiHOKUCIOTHUIA 3anuuwok 3 N-kiHua abo C-
KiHUSA abo BcepeauHi aMiHOKMCNOTHOT nocniaoBHOCTI, abo V) kombiHauii Ill) Ta IV).

B ogHOMY 3 BapiaHTiB BUKOHAHHA BCiX aCNeKTiB aHTUTINO BKNOYae
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[) romogumepHy Fc-ainadky nigknacy 1gG1 moauHu, HeoboB'siI3KoBO 3 MyTauigamu P329G, L234A
Ta L235A, abo

II) romoaumepHy Fc-ainanky nigknacy lgG4 nogauHu, HeoBoB'a3koBo 3 MyTauigmmu P329G, S228P
Ta L235E, abo

) retepoaumepHy FCc-AiNaHKY, B SKiA

a) oAWH 3 noninenTudis Fc-gingHku Bknovae mytadito T366W, a iHwuin noninentna Fc-ainsHku
BKIMo4ae Mytadii T366S, L368A ta Y407V, abo

6) oauH 3 noninentuais Fc-ginaHky Bknovae mytauii T366W ta Y349C, a iHwwui noninentug Fc-
OinsHKK BKNiovae myTauii T366S, L368A, Y407V T1a S354C, abo

B) oauH 3 noninentuais Fc-ginaHkm skniodae mytadii T366W ta S354C, a iHwwmii noninentug Fe-
OiNAHKK BKIloywae myTauii T366S, L368A, Y407V Ta Y349C,

abo

IV) retepoaumMepHy Fc-ainaHky nigknacy 1gG4 nogaunu, B dkin obuaea noninentuamn Fc-ainsaHkm
BKNoYaloTb myTauii P329G, L234A ta L235A

a) oauH 3 noninentudie Fc-gingHku Bknovae mytadito T366W, a iHwuin noninentna Fc-ainsHku
BKIMo4ae Mytadii T366S, L368A ta Y407V, abo

6) oauH 3 noninentuais Fc-ginaHky Bknovae mytauii T366W ta Y349C, a iHwwui noninentug Fc-
OinsHKK BKNiovae myTauii T366S, L368A, Y407V Ta S354C, abo

B) oauH 3 noninentuais Fc-ginaHkm skniodae mytadii T366W ta S354C, a iHwwmii noninentug Fe-
OiNAHKK BKIloywae myTauii T366S, L368A, Y407V Ta Y349C,

abo

V) retepoaumepHy Fc-aginanky nigknacy 1gG4 niogauHu, B sikih obuasa noninentuan Fc-ainsHku
BKNoYaloTb MyTauii P329G, S228P ta L235E i

a) oauH 3 noninentudie Fc-gingHku Bknovae mytadito T366W, a iHwuin noninentna Fc-ainsHku
BKIMo4ae Mytadii T366S, L368A ta Y407V, abo

6) oauH 3 noninentuais Fc-ginaHku Bkmovae myrtauii T366W ta Y349C, a iHwwui noninentug Fc-
OinsHKK BKNiovae myTauii T366S, L368A, Y407V Ta S354C, abo

B) oauH 3 noninentuais Fc-ginaHkm skniodae mytadii T366W ta S354C, a iHwwmii noninentug Fe-
OiNAHKM BKIloywae myTauii T366S, L368A, Y407V Ta Y349C.

B ogHomy 3 BapiaHTIiB BUKOHAHHS BCiX acnekTiB aHTUTINO ABnsie coboto CrossMab.

OaHUM 3 onMcaHUX TYT acnekTiB € aHTUTINO A0 peuenTopa TpaHCEPUHy, sSiKe BKNoYae

[) BapiabenbHUIA AOMEH Ba)KKOro naduiora, BubpaHuii i3 rpynu, ska cknagaetoca 3 SEQ ID NO:
52, 53, 54, 55, 56, 57 Ta 58, a Takox BapiabenbHWUIn JOMEH NErKOro naHuora, BUGpaHun i3 rpynu, sika
cknagaetbca 3 SEQ ID NO: 60, 61, 62 Ta 63,

abo

Il) BapiabenbHMIn JOMEH BaXKKOTO NnaHutora, BUGpaHum i3 rpynu, sika cknagaetbca 3 SEQ ID NO: 2,
3,4 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24 Ta 25, a Takox
BapiabenbHMn AOMEH NErkoro naHutora, BubpaHun i3 rpynum, gka cknagaetocs 3 SEQ ID NO: 27, 28,
29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39,40, 41, 42, 43, 44, 45, 46 Ta 47.

OaHUM 3 onucaHuMx TYT acnekTiB € hapmMaueBTUYHUI CKMad, L0 BKMIOYAE aHTUTINO 3rigHo
HagaHoro TyT onucy i hapMaueBTUMHO NMPUAHATHUIA HOCIK.

OaHUM 3 onucaHWx TYT acnekTiB € aHTUTINO 3rigHO HagaHoro TyT ONWUCY AN 3acCTOCYBaHHA SAK
nikapcbKkoro 3aco0y.

OgHUM 3 ONUCaHWX TYT acnekTiB € 3aCcTOCyBaHHA aHTUTINa 3rigHO HagaHoro TYyT OMuCy Yy
BUPOBHMLTBI NMiKapcbKoro 3acoby Ans NikyBaHHS1 HEBPOMNOTNYHOIO NOPYLLEHHS.

B ogHoMy i3 BapiaHTiB BUKOHAHHSI HEBPOMOTYHE NOPYLUEHHS BUOpaHe 3 rpynu, ska CKNagaeTbes 3
HEBPONATUYHOIO po3nagy, HeMmpoAereHepPaTMBHOrO 3axXBOPIOBAHHSA, paky, MOPYLUEHHS 3aXBOPIOBAHHS
ouel, posnaay, Wo CynpOBOMAXKYETbCA CyAOMaMMK, XBOPOOU NMiIZOCOMHOIO HaKOMUYEHHS, aminoigosy,
BipycHOro ato MiKpOoOHOro 3axBOPIOBAaHHSA, iWwemii, NOBeAiHKOBOro posnagy, 3ananeHHa LHC,
xBopobu Anburenmepa, xsopobu MapKiHCOHA, MHOXMHHOIO cknepody, CD20-no3mTuBHOrO paky 3
MeTacTtasamu B rofioBHUMA MO30K Ta Her2-no3amTmMBHOro paky 3 Metactasamu B rosIOBHUIR MO3OK.

OaHUM 3 OnNUCaHWX TYT acnekTiB € 3acTOCyBaHHA aHTWUTIna 3rigHo HagaHoro TyT onucy y
BUPOOHMUTBI NikapCbkoro 3acoby Ansi TPaHCMOPTYBaHHA ofHiei abo 6Ginblie crnonyk 4epes
rematoeHuedaniyHun 6ap'ep (FEB).

Oornnc $Iryp

dirypa 1: Cxema TpaHCUUTO3HOTO TECTY

dirypa 2: WBugkocTi gucouiadii pisHUX aHTUTIN A0 peuenTtopa TpaHcepuHy, BU3HAYEHI NpU
25 °C 3a gonomoroto BlAcore; 1: 128.1; 2: 128.1, anuTe 3 anTuTinoMm go pTau mAb86; 3: 567; 4: 932;
5: 567, 3anute 3 aHTuTinom go pTau mAb86; 6: 1026; 7: 1027; kBagpaTu: 3B'A3yBaHHA 3 PELLENTOPOM
TpaHCEPUHY SIBAHCLKUX Makak; Kpyru:. 3B'd3yBaHHA 3 peUenToOpoM TpaHcepuHy FIOAWHMK; BIiCb Y:
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LWBMAKICTb gucouiauii [1/c].

dirypa 3: LWBugkocTi gucouiadii pisHMX aHTUTIN A0 peuenTopa TpaHcdepuHy, BU3HAYEHI npu
37 °C 3a ponomoroto BlAcore; 1: 128.1; 2: 932; 3. 1026; 4: 1027; kBagpaTu: 3B'A3yBaHHA 3
peLenTopom TpaHCMEPUHY SBAHCbKMX Makak; Kpyru: 3B'A3yBaHHA 3 PeLenTopoM TpaHcdepuHy
NIOAMHK; BiCb Y: WBKUAKICTb Ancouiauii [1/c]

OETANBHUA OMNNC BAPIAHTIB BUKOHAHHSA BUHAXOLY

B oaHOMy OOKYMEHTI ONUCAHO rymMaHi3oOBaHWI BapiaHT KpPonsyoro aHtutina 299, ake geMOHCTpye
CUNbHWUA TPaHCUMTO3 Y TPaHCLUMTO3HOMY TecTi 3rigHo MNpuknaay 8, € nepexpecHo peakTUBHUM LLOAO
peuenTopiB TpaHCEPUHY MIOAUHU | ABAHCLKOT Makaku, ToOO6TO cneuudiuHo 3B'A3yeThCcA 3 oboma
opTonoramu peuentopa TpaHcdepuHy, Aobpe dapbyeTbCs y KNiTMHAX | Mae Mepiog HaniBxuTTH
(BinoBGpaxkeHMN TakOX LUBMAKICTIO Aucoudiauii), noaibHMA A0 wmMuwadoro adTtutina 128.1 ans
peuenTtopa TpaHchepuHy ABaHCLKOT Makaku i peuentopa TpaHcdepuHy NIauHN.

OaHUM 3 onucaHMxX TYT acnekTiB € rymaHisoBaHe aHTWTINo, LWo cneuyndivyHo 3B'A3yeTbCA 3
peLenTopom TpaHcEPUHY MIOAUHU, NPU LibOMY aHTUTINO BKIOYAe

y BapiabenbHOMY AOMeEHI Baxkkoro naHutora - HVR 3a SEQ ID NO: 66, 68 ta 72,

Ta

y BapiabenbHOMY AOMeEHI nerkoro nautora - HVR 3a SEQ ID NO: 75, 76 Ta 78.

B ogHoOMYy i3 BapiaHTiB BUKOHAHHSA TyMaHi30BaHe aHTUTINO BKNtovae BapiabenbHWit JOMEH BAXKOIr0
naHutora 3a SEQ ID NO: 24 ta BapiabenbHuin JoMeH nerkoro nadutora sa SEQ ID NO: 37.

B ogHoMYy i3 BapiaHTiB BUKOHAHHA B TyMaHi30BaHOrO aHTUTINAa BUMKHEHA eheKTOpHa (PyHKLiS.

B ogHoMy 3 BapiaHTiB BUKOHAHHS ryMaHisaoBaHe aHTUTINO cneyndpivyHo 3B'A3yETHCA 3 peuenTopom
TpaHCEPUHY NIOANHN Ta PELENTOPOM TpaHC(epUHy ABaHCLKOT MaKaku.

B ogHOMY 3 BapiaHTiB BUKOHAHHS TyMaHi3oBaHe aHTUTINO €

a) MOBHOPO3MipPHUM aHTUTINOM nigknacy IgG1 nioguHu, abo

6) NOBHOPO3MipHUM aHTUTINOM nigknacy IgG4 noguHu, abo

B) NOBHOPO3MipPHUM aHTUTINOM nigknacy lgG1 noauHun 3 mytaudisgmmn L234A, L235A ta P329G,

rN MOBHOPO3MIpPHMM aHTuTINOM nigknacy IgG4 nognHn 3 myTtauiamu S228P, L235E Ta
HeoboB'A3koBO P329G,

" MOBHOPO3MIPHUM aHTUTINOM nigknacy IgG1 nwoanHu 3 mytauiammn L234A, L235A ta P329G B
000X BaXKMX NaHUOrax, a Takox mytauismm T366W i S354C B 0gHOMY 3 BaXKKMX MNaHUOrB Ta
MyTauismmn T366S, L368A, Y407V i Y349C y BiaNoOBiAHOMY iHLUOMY Ba*KKOMY NaHLUo3i, abo

4) MNOBHOPO3MIipPHUM aHTUTINOM nigknacy 1gG4 nwoauHn 3 myTtauismu S228P, L235E |
HeoboB'A3koBO P329G B 060X BaKKMX NaHUtorax, a Takox mytauiamu T366W i S354C B ogHOMY 3
BaXKKMX NaHutoris Ta mytadiamu T366S, L368A, Y407V i Y349C y BianoBigHOMY iHLLOMY BaXKOMY
naHuosi.

OaHMM 3 onNMcaHuX TYT acnekTiB € BicneundpivHe aHTUTINO, Ake BKMOYae

[) nepwmin canT 3B'A3yBaHHSA, WO BKIlOYMae BapiabenbHUn AOMEH BaXKOro naduiora 3a SEQ ID
NO: 24 Ta BapiabenbHuii AomeH nerkoro nadutora 3a SEQ ID NO: 37,

Ta

II) Apyrun canT 3B'sI3yBaHHSA, BUOpaHUR 3

a) BapiabenbHOro AOMeHy Bakkoro mnaHutora 3a SEQ ID NO: 81 Ta BapiabencHoro gomeHy
nerkoro nadutora 3a SEQ ID NO: 82, abo

6) BapiabenbHOro AOMeHy Bakkoro naHutora 3a SEQ ID NO: 83 1a BapiabenbHOro gomeHy
nerkoro nadutora 3a SEQ ID NO: 84, abo

B) BapiabensHOro gomeHy Bakkoro nadutora 3a SEQ ID NO: 85 ta BapiabenbHOro goMeHy
nerkoro nadutora 3a SEQ ID NO: 86, abo

r) BapiabenbHOro AOMEHy Bakkoro naduytora 3a SEQ ID NO: 87 Ta BapiabenbHOro goMeHy
nerkoro naHutora 3a SEQ ID NO: 88, abo

) BapiabenbHOro AoMeHy Baxkkoro naduwora 3a SEQ ID NO: 91 ta BapiabenbHOro gomeHy
nerkoro nadutora 3a SEQ ID NO: 92, abo

) BapiabenbHOro goMeHy Baxkkoro naHuiora 3a SEQ ID NO: 89 ta BapiabenbHOro goMeHy
nerkoro nadutora 3a SEQ ID NO: 90, abo

e) BapiabenbHOro AOMeHy Bakkoro mnaHutora 3a SEQ ID NO: 93 Ta BapiabenbHoro gomeHy
nerkoro nadutora 3a SEQ ID NO: 94, abo

€) BapiabenbHOro AOMeHy Baxkkoro naduira 3a SEQ ID NO: 79 Ta BapiabensHoOro JoMeHy
nerkoro naduiora 3a SEQ ID NO: 80.

OaHUM 3 onucaHuMx TYT acnekTiB € hapmMaueBTUYHUIA CKNaa, Lo BKAOYAE aHTUTINO 3rigHO
HaJaHoro TyT onucy i, He0B0B'A3KOBO, hapMaLEBTUUHO NPUARHSATHUIA HOCGIN.

OaHUM 3 onucaHWx TYT acnekTiB € aHTUTINO 3rigHO HagaHoro TyT ONWUCY AN 3acCTOCYBaHHA SAK
nikapcbKkoro 3acoby.
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OOHUM 3 ONUCaHMX TYT acnekTiB € aHTUTINO 3rigHO HagaHoro TYT ONUCY ANA 3aCTOCYBaHHA Y
NiKyBaHHI HEBPOMNOTIYHOIO NOPYLUEHHSA.

OaHUM 3 OnNUCaHWX TYT acnekTiB € 3acTOCyBaHHA aHTWUTIna 3rigHo HagaHoro TyT onucy y
BUPOBHMLTBI NiKapcbKoro 3acoby.

OaHMM 3 onMUCaHMX TYT acnekTiB € Cnoci0 MiKyBaHHA, WO BKMOYMAE BBEAEHHS AHTUTINA 3rigHO
HagaHoro TyT ONMCY ANS MiKyBaHHA HEBPOMOTIYHOTO MOPYLUEHHS.

I. BUSBHAYEHHA

"AKLENTOpPHA KapKkacHa AinsHka noguHu" Ans uinei gaHoro onucy siBnsie cobol KapkacHy
OINSHKY, IO BKINIOYA€ aMiHOKUCMOTHY MOCHiA0BHICTb KapKacHOoi AinsiHku BapiabenbHOro AomeHy
nerkoro naduwora (VL) abo kapkacHoi AinsHku BapiabenbHOro gomeHy Bakoro naduwora (VH), sika
NoXoAuTb BiJ KapKacHol AinAHKWM iMyHOrnoGyniHy nogMHu abo KOHCEHCYCHOT KapKacHOT AinsHKM
NIOAWHN 3riAHO BU3HAYEHHA HMkde. AKUENTOpHa KapKkacHa AinsHka niauHu, aka "noxoauTb Bia"
KapKacHoi AinsHKM imyHorno®yniHy nioguHun abo KOHCEHCYCHOT KapKacHOT AINSHKM MIOAWHW, MOXE
BKIMKOYATKU Taky camy amiHOKMCMOTHY NOCMiAOBHICTb, WO i B OCTaHHiX, abo MO>e MICTUTU 3MiHM B
aMiHOKMCNOTHIA NOCNIAOBHOCTI. Y Aesknx BapiaHTax BMKOHAHHA KiMNbKiCTb aMiHOKMCAOTHUX 3MiH
ctaHoBuTb 10 abo meHLe, 9 abo meHLwe, 8 abo meHLle, 7 abo MeHLe, 6 abo meHLe, 5 abo MeHLue, 4
abo meHLWe, 3 abo meHwe abo 2 abo meHwWwe. Y geskux BapiaHTax MocnigoBHICTb VL -akuenTopHOT
KapKacHoOT AiNgaHKM NMIOAWHW iAeHTUYHAa NnocnigoBHOCTI VL-kapKkacHOT AinaHkK iMyHOrno®yniHy noanHu
abo NoCnigOBHOCTI KOHCEHCYCHOT KapKacHOT AiNSHKU NIOAVHMN.

"AQIHHICTL" no3Ha4Yae CcymMapHy CUIy HEKOBaneHTHUX B3aEMOAIN MK OKPeMUM CaNTOM
3B'A3yBaHHA B MONiekyni (Hanp., aHTuTINI) Ta ii 38'A3yBanbHUM NapTHEPOM (Hanp., aHTUreHoM). FAKLLO
He BKasaHo iHwWwe, TyT i gani "aiHHicTb 3B'A3yBaHHA" no3Havae nputamaHHy adiHHICTb 3B'A3yBaHHA,
saka BigoOpaxkae 1:1 B3aemofild MK YneHamu napu 3B'A3yBaHHsS (Hanp., aHTUTINOM i @HTUrEHOM).
AdpinHicTb monekynu X go i naptHepa Y, sik npaBuno, Mo)ke Oynu npeacTaBrieHa KOHCTaHTOR
ancouiadii (Kd). AgiHHICTb MOXe ByTK BUMIpsAHA 3aranbHOMNPUAHATUMU BiJOMUMU B rany3i METO4aMMU,
BKMNoYaloumM onucadi Tyt. KOHKPETHi inocTpaTMBHI BapiaHTM Ta MpuKknagu BWKOHAHHA Angd
BUMIpIOBaHHS apiHHOCTI 3B'A3yBaHHSA ONUCAHI HACTYNMHUM.

AHTUTINO 3 "003pinoto adiHHICTIO" NO3HAYa€e aHTUTINO 3 OAHiE abo BinbLue 3MiHaMKU B 0AHIN abo
Ginblwe rinepeapiabensHux ginsHkax (HVR) nopiBHAHO 3 6aTbKIBCbKUM aHTUTINIOM, SIKE HE MICTUTb
Takux 3MiH, NPUYOMY Ui 3MiHK NPU3BOAATL 40 NOKpaLWeHHA ad)iHHOCTI aHTUTINa 40 aHTUreHy.

TepMiH "aHTUTINO" TYT 3aCTOCOBAHWA Y HAWLLUMPLLUOMY CEHCi i OXONSIOE PiSHOMAHITHI CTPYKTYpH
AHTUTIN, BKIKOYAKOYM, ane He OOMEXyluUCb HMMMW, MOHOKIOHAmMbHI aHTUTINA, NONIKIOHANbHI
aHTUTINA, MynbTucneuudivHi aHTutina (Hanp., 6icneundiyHi aHTUTING), a TakoX (pparMeHTH aHTUTIn,
JOKU BOHU BUSIBNIAKOTL DaykaHy aHTUIeH3B'A3yBasibHY akTUBHICTb.

"dparmMeHT aHTUTINA" no3Hadyae MONEKyny, BiAMIHHY BiA IHTakTHOro aHTWUTING, SKa BKMKYae
YacTUHY IHTAKTHOro aHTWUTING, WO 3B'A3YETLCA 3 TUM XKE aHTUreHOM, 3 SKUM 3B'A3YETbCS iHTAKTHE
anTuTino. MNpuknagn parmMeHTiB aHTUTINa BKMOYalOTh, ane He obmexyTbca HuMK, Fv, Fab, Fab',
Fab’-SH, F(ab')2; agiaTina; niHinHi aHTUTINA; O4HOMAHLIOrOBI MOMEKYNU aHTUTIN (Hanp., scFv); a Takox
MynbTUCNEUUpiYHI aHTUTINA, YTBOPEHI 3 (pparMeHTiB aHTUTIN.

TepMiH "XuMepHe" aHTWUTINO" Mno3Hayae aHTUTINO, B SAKOMY YacTMHA Baxkkoro i/abo nerkoro
naHuoriB NOXoAUTL BiJ MEBHOTO BUAY-AXKEPENA, TOAI SK 3anNULLOK BaXkKoro i/abo nerkoro naHutorie
NOXOAWTL Bid iHLLOro BUAY-Axepena.

"Knac" aHTWUTina CTOCYeTbCA TUMY KOHCTAHTHOIO AOMEHy abo KOHCTAHTHOT AiMsHKKA, A0 SIKOro
HaneXuTb WOro BaKKMi naHutor. ICHye N'aTb OCHOBHMX Knacie aHTuTin: IgA, IgD, IgE, 1gG Ta IgM, a
AesiKi 3 HUX MOXYTb Aani nodinatu Ha nigknacu (isotunu), Hanp., IgG1, IgGz, 1gGs, IgGa, IgA: Ta IgA2.
KOHCTaHTHI AOMEHN BaXKKMX NAHLIONIB, WO BianoBigaloTh PisHUMM Knacam imyHorno6yniHis, BianoBiaHo
nosHa4aroTtb a, 0, €, y Ta .

"EdpekTopHi yHKUIT" no3Ha4aloTh Ti 6ioNorivHi akTMBHOCTI, WO 06ymoBneHi Fc-ainaHkoro aHTuTina
Ta 3MIHIOIOTLCA 3 KnacoM aHtuTina. [Mpuknagn edpekTopHux @YHKUIM aHTUTIiNa BKNHOYaIOThb:
3B'A3yBaHHA C1Q Ta KOMMNEMEHT-3anexHy LMTOTOKCUYHICTL (K3Ll); 3B'A3yBaHHA 3 peuenTtopoM Fc;
aHTUTINO3anexHy KniTMHHO-onocepeakoBaHy UUTOTOKCUYHICTE (A3KL)); dharouutos; npurHiyeHHs
peuenTopiB NOBEPXHI KNITMHU (Hanp., peuenTtopiB B-kNiTKH); a Takox akTusauito B-kniTuH.

"EdbekTuBHA KinbKiCTb" 3acoby, Hanp., dhapMaUeBTUYHOIO CKnaay, 03Ha4yae Taky KinbKiCTb, sika y
HeobXigHMX Ao3ax Ta BNPOAOBX HEOOXiAHMX nepiodiB vacy edekTuBHa ANS AOCATHEHHS Ga)kaHoro
TepaneBTUYHOro abo NnpodinakTUYHOro pesynbraTy.

TepmiH "Fc-ginaHka" TyT i gani BXWUTO y 3Ha4YeHHI 30HM C-KiHUSA Ba)KKOTr0o naHutora imyHornoGyniHy,
WO MICTUTb MPUHAWMHI YaCTUHY KOHCTAHTHOI 30HW. TepMiH oxonnwe Fc-ainsaHku 3 NpupoaHoto
nocnigoBHicTIO Ta BapiaHTM Fc-ginaHok. B ogHOoMy 3 BapiaHTiB BUKOHaHHA Fc-aindHka BaXkoro
naHuiora IgG noguHu npoctdaraeTbea Big Cys226 abo Pro230 ao kapOOKCUMNBHOIO KiHLUSA BaXKOro
naHutora. OgHak C-kiHueBui nisuH (Lys447) Fc-ginaHkm moxxe 6yTu npucyTHiM abo BigCyTHIM. AKLO
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He BKasaHO iHWeE, HyMepauid aMiHOKMCNOTHMX 3anuuwkiB y Fc-aingHui abo KOHCTaHTHIn Ainadui
HaBedeHa 3rigHO cuctemmn Hymepauii EU, aky Takox HasmBaloTb nokaxxiukom EU, gk onucaHo y
Kabat, E.A. Ta iH., Sequences of Proteins of Immunological Interest, 5-te Bua., Public Health Service,
National Institutes of Health, Bethesda, MD (1991), ny6nikauia NIH 91-3242.

"KapkacHi" abo "FR"-gingHku - ue BapiabenbHi 3anuLLKn JOMEHIB, SIKi BiApi3HATLCA Bi 3aNULLKIB
rinepeapiabenbHux ginaHok (HVR). FR-ginsHka Bapiabenb,HOro JOMeHy, sik MpaBUNo, CKNagaeTbca 3
yoTupbox FR-gomeHiB: FR1, FR2, FR3 ta FR4. BignosigHo, nocnigoBHocTi HVR Ta FR y VH (a6o VL)
3a3BMYan BUABNAIOTLCA Y HACTyMHin nocnigosHocTi: FR1-H1(L1)-FR2-H2(L2)-FR3-H3(L3)-FR4.

TepMiHM "MOBHOPO3MIpHE aHTUTINO", "iHTaKTHe aHTUTINO" Ta "UinbHe aHTUTINO" TYT i Aani
3aCTOCOBYIOTbCA B32EMO3aMIiHHO Ha MO3HAYEHHSA aHTUTING, CTPYKTypa SAKOro CyTTeBO noaibHa ao
NPUPOAHOT CTPYKTYPU aHTuTina, abo X sike MICTUTb BaxKKi naHutorn 3 Fc--ginsHkolo 3rigHO HagaHoro
TYT BUSHAYEHHS.

TepmiHn "kniTMHa-xasaAiH", "niHiA KNiTMH-xa3aiB" Ta "KynbTypa KITUH-Xa3sAiB" 3acTOCOBYIOTbCS
B3aEMO3aMiHHO Ta MO3HaYawTb KMITUHKU, B AKi Oyno BBEAEHO €K30TEHHY HYKNETHOBY KWCNOTY,
BKMNOYaO4M  MNOTOMCTBO  TakMxX  KNiTWUH.  KRiTMHKW-xa3ai  BKAYalTb  "TpaHcopmaHTn" i
"TpaHcopmOBaHi KNITUHKU", AKi OXONSIIOIOTE NEPBUHHY TPAHCOPMOBAHY KIITUHY | NOTOMCTBO, AKe Bif
HeT NOXoauTb, HE3BAXKAIOUN HA KINbKICTb NepeHociB. NMOTOMCTBO MOXe OYTU HE NOBHICTIO iA€HTUYHUM
GaTbKiBCbKIN KMITUHI 32 CKNAAOM HYKNETHOBUX KUCIMOT, HATOMICTb BOHO MOXE MICTUTKM MyTauii. Takox
CION BKIMOYEHO MYTaHTHI NOTOMCTBA, WO MalOTb Ty XK caMmy OyHKLito abo 6ionoriyHy akTUBHICTb, sika
BigcnigkoByBamnacb abo Bigbupanacb y no4aTKoBO TPAHCAOPMOBAHUX KMNITUHAX.

"KoHCeHCycHa KapkacHa AinsgHka nioguHu" — Ue KapkacHa JdinsHka, Wo MnpeacTtasnse
aMiHOKMCNOTHI 3anuuKky, ki Hanbinbw 4acTo 3ycTpidarTbes npu Bigdopi VL- abo VH-kapkacHux
nocnigoBHocTen imyHornobyniHie moauHu. Ak npaBuno, Biabip VL- abo VH-kapkacHux
NOCNiAOBHOCTEN IMyHOrNOOyMiHIB NIOANMHWU 3AINCHIOTL 3 NiArpYNM NOCNiAOBHOCTEN BapiabenbHUX
AoMeHiB. 3asBuyani nigrpyna nocnigoBHOCTEW - ue niarpyna 3a Kabat, E.A. Ta iH., Sequences of
Proteins of Immunological Interest, 5-te Bua., Bethesda MD (1991), nybnikauia NIH 91-3242, T. 1-3.
B ogHoMy 3 BapiaHTiB BUKOHAHHA Ana VL nigrpyna e niarpynoto kanna-| srigHo Kabat Ta iH., supra. B
ogHoMy 3 BapiaHTiB BUkoHaHHA aAns VH nigrpyna € niarpynoto 1l arigHo Kabat Ta iH., supra.

"l'yMaHi3oBaHe" aHTUTINO MO3Ha4Yae XMMEPHE aHTUTINO, WO BKMNOYAE aMiHOKMCAOTHI 3anuLLKu 3
HVR, oaepkaHux He Big NOAWHW, Ta aMiHOKMCNOTHI 3anuwky 3 noacbknx FR. Y neBHUX BapiaHTax
BUKOHaHHSA rymMaHisoBaHe aHTWUTINO BKMOYaTUME MO CyTi BCi 3 NPUHANMHI O4HOrO, a K NpaBuno, 4BoOX
BapiabenbHMX AOMEHIB, B sIkMX BCi 4n no cyTi BCi HVR (Hanp., CDR) BiANOBigawTb TakUM y aHTUTINA,
OAEpKaHOro He Big MAWHKM, a BCi 4M no cyTi Bci FR BianoBigaloTb Takum y FIOACLKOrO aHTuTIna.
F'ymaHi30BaHe aHTUTINO MOXe HeOOOB'A3KOBO BKMOYATUM MPUHANMHI YACTUHY KOHCTAHTHOI AiNSHKM
aHTuTINa, Wo NoxoauTb Big NOACLKOro aHtTutina. "MNymadizoBaHa ¢hopma" aHTUTING, HaMp., aHTUTINa,
O4EPXKaHOTO HE BiA MIOAUHK, NO3HAYAE aHTUTINO, ke Byno nigaaHe rymaisauii.

TepwmiH "rinepBapiabenbHa ginaHka" ato "HVR" TyT i gani BXXKMBAETbCA HA MO3HAYEHHS KOXKHOT 3
AinsgHok BapiabenbHOro JOMEHy aHTWUTINA, MOCNIAOBHICTb AKMX € rinepeapiadenbHol ("AiNsSHKKU, WO
BM3HAYAOTb KOMMMNeMeHTapHicTh", abo "CDR"), Ta €Ki yTBOPIOIOTb CTPYKTYPHO BU3HA4YeHi neTni
("rinepeapiabenbHi netni") i/abo MICTATb 3anULIKM, WO KOHTAKTYOTb 3 aHTUreHom ("aHTUreHHi
KOHTakTK"). AK npaBuno, aHTuTina sknwyarTsb wictb HVR; Tpu y VH (H1, H2, H3) i Tpu v VL (L1, L2,
L3).

HVR TyT i gani Bkno4vatotb

(a) rinepBapiabenbHi NeTni, WO 3ycTpivaloTbCa Ha amiHOKMCIOTHUX 3anuwkax 26-32 (L1), 50-52
(L2), 91-96 (L3}, 26-32 (H1), 53-55 (H2) Ta 96-101 (H3) (Chothia, C. Ta Lesk, A.M., J. Mol. Biol. 196
(1987) 901-917);

(6) CDR, L0 3ycTpivaloTbCa Ha aMiHOKMCNOTHUX 3anuiwikax 24-34 (L1), 50-56 (L2), 89-97 (L3}, 31-
35b (H1), 50-65 (H2) ta 95-102 (H3) (Kabat, E.A. Ta iH., Sequences of Proteins of Immunological
Interest, 5-te Bua. Public Health Service, National Institutes of Health, Bethesda, MD (1991),
nybnikayis NIH 91-3242);

(B) aHTUreHHi KOHTaKTK, WO 3yCTPi4alTbCA HA aMiHOKMCMOTHUX 3anuuikax 27¢-36 (L1), 46-55 (L2),
89-96 (L3), 30-35b (H1), 47-58 (H2) ta 93-101 (H3) (MacCallum Ta iH. J. Mol. Biol. 262: 732-745
(1996)); Ta

(r) komBiHauii (a), (6) i/fabo (B), BKMOYAOYM amMiHOKUCNOTHI 3anuwkun HVR 46-56 (L2), 47-56 (L2),
48-56 (L2), 49-56 (L2), 26-35 (H1), 26-35b (H1), 49-65 (H2), 93-102 (H3) Ta 94-102 (H3).

Ao He 3asHayeHo iHwe, HVR-3anuwikyM Ta iHWi 3anuuku BapiabenbHoro gomeHy (Hanp., FR-
3anuwKn) NPoHyMepoBaHi BianoeigHo Ao Kabat Ta iH., supra.

"lHauBiayym" abo "cyb'ekt" € ccaBuem. CcaBli BKNIOYalOTb, ane He OOMEXYKTbCA HUMM,
JOMAaLLHIX TBApWH (Hanp., KOpiB, OBELb, KOTIB, cobak Ta KOHeW), npuMaTis (Hanp., NoAen Ta Npumaris,
O He BigHOCATLCA OO0 Noden, Takux 9K MaBnu), KPomniB Ta rpu3yHiB (Hanp., Muwen Tta wypis). Y
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NEBHUX BapiaHTax BUKOHAHHS iHAMBIAyyM abo cyb'ekT € NioanHOI0.

"IsonboBaHe" aHTUTINO — LEe aHTUTINO, SIKke BiAOKPEMWUNU Bif KOMMOHEHTA WNOro NPUPOAHLOro
cepenoBuLLa. Y Aesikmx BapiaHTax BMKOHAHHSA AHTUTINO OYULLEHE A0 CTYNEHA YUCTOTM OinbLl HiXK
95 % abo 99 %, Bu3Ha4yeHoro, Hamp., enekrpocdopesom (Hanp., SDS-PAGE, i30enekTpuyHum
dokycyBaHHsaM (IE®), kaninspHum enektpodopesdom) abo xpomartorpadieto (Hanp., iOHOOOMIHHOK
abo obepHeHo-dasooto BEPX). [1na ornaay MeToAiB OLiHKM YMCTOTU aHTUTINa AuB., Hanp., Flatman,
S.taiH., J. Chromatogr. B 848 (2007) 79-87.

"IsonboBaHa" HyKMeiHOBa KMCNOTa — LEe MONEKyna HYKNEIHOBOT KUCNOTK, SKY BiJOKpEMWUNW Bif
KOMMNOHEeHTa Ti NMPUPOAHBLOrO cepeaosuulla. I3onboBaHa HyKNEIHOBA KWUCHOTa OXOMMOE MOMEKYNy
HYKNETHOBOI KWUCNOTKU, fKa MICTUTLCA Y KRNITUHax, WO 3a3Buyai MICTATbL MOMEKYNY HyKNeiHoBOT
KACNOTKU, ane us MONeKyna HYKNEeIHOBOT KMCMOTWM MPUCYTHS MO3aXpPOMOCOMHO abo y noKyci
XPOMOCOMMU, LLIO BigpPI3HAETLCA Big 1T NPUPOAHBLOrO NOKYCY.

TepMiH "MOHOKNOHanNbLHE aHTWINO" TYT i Aani No3Ha4yae aHTUTING, oAaepaHe 3 nonynsauii No CyTi
FTOMOFE€HHUX aHTUTIN, TOOTO OKpPeMmi aHTuTIina, 3 AKUX CKNagaeTbCs MONynsuid, iaeHTudHi i/abo
3B'A3YIOTbCA 3 OAHUM i TUM K& €eniTonoM, 3a BUKMIOYEHHSM MOXMNUBUX BapiaHTiB aHTWUTIA, Hanp.,
Takux, WO MICTATb MyTaujil, AKi BUHUKNWM NPUPOAHUM YMHOM abo y npoueci BUpoOHMUTBA npenapaTty
MOHOKNOHANbHUX aHTUTIN, Ae noaibHi BapiaHTW 3a3BMYal NPUCYTHI B HE3HAYHMX KinbKoCTsX. Ha
BiAMiHY Big npenapartiB MONIKIOHANbHUX aHTUTIN, SKi 3a3BM4yar BKNIOYAKOTb Pi3Hi  aHTUTING,
CnpsiIMOBaHi Ha pi3Hi geTepmiHaHTW (EniTOnK), KOXXHE MOHOKMOHanNbHE aHTUTING 3 npenaparty
MOHOKSOHaNbHUX aHTUTIN CNpAMOBAHE Ha €AuMHY OEeTePMIHaHTy aHTureHy. Tomy moaudikatop
"MOHOKMNOHANbLHUIA" BKA3ye Ha Te, L0 aHTUTINO Oyno OTpMMaHe 3 iCTOTHO TOMOFEHHOI nonynsauii
AHTUTIN, | NOT0 He Cnig TPakTyBaTW K TakKWW, LLUO BMMAara€e BUIOTOBMEHHS aHTUTINA Oyab-siKUM
KOHKPETHMM MeTodoM. Hanpuknag, MOHOKMOHanbHI aHTUTINa ANA 3acTOCYBaHHA 3rigHO AaHoro
BUHAX0Ay MOXYTb OYTU BUrOTOBMEHI Pi3HOMAHITHUMM TEXHIKAMU, BKITIOYAOYM, ane He 0OMEXXYHUUCh
HUMKU, MeToa ribpuaomM, metoan pekombiHaHTHOT OHK, meToa char-gucnneto, a Takoxk MeToau, wo
BUKOPUCTOBYIKOTb TPAHCTEHHMX TBapWH, fAKi BKMOYaTb BCi abo 4acTUHY MOKYCiB  NMIOACHKUX
iMyHOrno®yniHiB; Taki MeToau Ta iHWi NpUKNaau MeToAdiB BUFOTOBMEHHA MOHOKMOHANbHUX aHTUTIN
onucaHi TyT i gani.

"MpupoaHi aHTUTINA" NO3HaA4alTb MONEKYNW iMyHOrnoOyniHiB, WO 3yCcTpivalTbCca y npupodi, 3
pisHUMK CTpykTypamu. Hanpuknaa, npupoaHi aHtutina IgG sBnsioTb cobolo retepoTeTpamMepHi
rnikonpoTteinn macoww 6nusbko 150 000 panbTOH, WO CKNAAAKTbCA 3 ABOX iAEHTUMHUX NErkux
naHuorie Ta ABOX iAE€HTUYHMX BaXKKMX NaHutorie, 3'eaHaHux gucynbdigHumMm 3s'askamu. Big N- go C-
KiIHUS KOXXEH BaxKkMim naHuior mae BapiabenbHy ainanky (VH), aKy TakoXX HasuBaloTb BaXXKUM
BapiabenbHuM gomeHom abo BapiabenbHMM OOMEHOM BaXKKOIO MaHUKra, 3a Ko nayTb Tpu
KOHCTaHTHi gomeHn (CH1, CH2 ta CH3). Tak camo Big N- A0 C-KiHUS KOXEH Nerkui naduior mae
BapiabenbHy ainaHky (VL), Ky Takox Ha3uBarTb NerkuM BapiabensHum gomeHom abo BapiabenbHum
AOOMEHOM NErkoro naHutora, 3a sSKkow nae nerkuin KOHCTaHTHUi gomed (CL). Jlerkuin naHuior aHtutina
Ha nigcTaBi aMiHOKMCNOTHOT NOCAIAOBHOCTI WOrO0 KOHCTAHTHOrO AOMEHY MOXHa BigHECTU 40 OAHOro 3
ABOX TUNIB, sIKi Ha3MBaKTh Kanna (K) i namo6aa (A).

TepMmiH "nUCTOK-BKNagka" 3aCTOCOBYIOTb Ha NO3HAYEHHA IHCTPYKUiN, AKi 3a3BMyan BKnagarwTb Y
TOBapHYy ynakoBKY JiKapCbKMX MPOAYKTIB, Ta AKi MICTATb iHbOpMaLilo NPo NoKasaHHA, 3aCTOCYBaHHS,
0031, BBEAEHHs, KOMOIHOBAHE nNiKyBaHHS, NPOTUMOKA3aHHA /ab0 3acTepekeHHs, WO CTOCYITbCA
BUKOPUCTAHHA TakUX NikapcbKUX NPOAYKTIB.

"BiacotkoBy (%) iAEHTWYHICTL  aMIHOKWCIAIOTHOI  MOCAIQOBHOCTI"  BIiAHOCHO  eTanoHHOI
noninenTuaHoT NOCNiAOBHOCTI BU3HA4alTh SK BiACOTOK aMiHOKUCIOTHUX 3anuLuUKiB Yy NOCNiAOBHOCTI-
KaHAnAAaTi, iAEHTUYHUX aMIHOKUCIIOTHUM 3anuLlKam e€TarnoHHOT MoninenTuaHOT NOCMiAOBHOCTI Micns
BUPIBHIOBAHHA MOCMNIQOBHOCTENM | 3a HeOoOXiAHOCTI BBEAEHHS MNPOMDKKIB 3aand OAepXKaHHS
MaKCUManbHOT BiACOTKOBOI iA€HTUYHOCTI MOCMIAOBHOCTEN, Npu UbOMY Oyab-fKi KOHCEpPBATUBHI
3aMillleHHA NpyU BU3HAYeHHi iAEHTUYHOCTI NOCNIAOBHOCTEN HEe BPaxOBYKOThb. BUPIBHIOBAHHA 3 METOIO
BU3HAYEHHSA BiACOTKOBOT iA€HTUYHOCTI aMIHOKUCNOTHUX MOCIAOBHOCTEN MOXHA 34IMCHUTU Pi3HUMHK
BiJOMUMW B ranysi LuNsxamu, Hanpuknag, 3 BUKOPUCTaAHHAM 3aranbHOAOCTYMHOrO KOMN'IOTEPHOro
nporpaMHoro 3abesnedeHHsi, Takoro Sk nporpamHe 3abesneuveHHs BLAST, BLAST-2, ALIGN abo
Megalign (DNASTAR). ®axiBui y ranysi MOXyTb BU3HA4YWTW npugaTHi napaMmeTpu BUPIBHIOBAHHA
NOCNiAOBHOCTEN, BKMOYaodMM 6yab-aki anroputmu, NOTPIOHI AnNA  AOCATHEHHS MaKCUMAanbHOIo
BUPIBHIOBAHHA MO BCili JOBXWHI NOCNIAOBHOCTEN, SAKi NOPIBHIOTb. TUM HE MeHLW, AN uinen gaHoro
onucy 3HaveHHA % iAEeHTUYHOCTI aMiHOKUCNOTHMX MNOCHIQOBHOCTENW FEHEPYIOTb 3 BUKOPUCTAHHAM
KOMN'IOTEPHOT NporpaMu nopisHAHHA nocnigosHocten ALIGN-2. Komn'loTepHa nporpama nopiBHSAHHS
nocnigosHocTen ALIGN-2 6yna cteopeHa Genentech, Inc., i BUXigHWIA KoA4 pasomM 3 KOPUCTYBALIbKOIO
JOKymeHTauiew 6yno nogaHo ao biopo aBTopcbkoro npaea CLUA, Washington D.C., 20559, ae BOHM
3apeecTpoBaHi nig Homepom TXU510087. Mporpama ALIGN-2 nybniyHo poctynHa Big Genentech,
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Inc., Cayc-Can-®paHuuncko, KanidopHia, abo moxxe 6yt ckomninboBaHa 3 BUXiAHOro koay. Mporpamy
ALIGN-2 cnig komninoBaTty And 3acTOCyBaHHA Ha onepauiiHin cuctemi UNIX, BKMOYHO 3 LMdpoBOIO
UNIX V4.0D. Bci napameTpu NOpiBHAHHA NOCRiAOBHOCTEW BCTaHoBneHi nporpamoilo ALIGN-2 i He
3MiHIOIOTBCA.

Y cutyauisx, konum ALIGN-2 BUKOPUCTOBYIOTb ANA NOPIBHAHHA aMiHOKUCIIOTHUX NOCAIAOBHOCTEN,
% iAEHTUYHICTb aMiHOKMUCNOTHUX MOCNIAOBHOCTEW 3a4aHOI aMiHOKMCNOTHOT MOCHIAOBHOCTI A a0
3ajaHol aMiHOKMCNOTHOT nocnigoBHocTi B (o MoxHa nepecpasyBatm Ak Te, WO 3ajaHa
aMiHOKMCMNOTHA nNOCMiAOBHICT A mMae abo BKMwYae neBHy % iAEHTUYHICTb aMiHOKMCMNOTHOT
nocnigoBHOCTI Ao, i3 abo BiAHOCHO 3adaHoOi aMiHOKMCMNOTHOT nocnigoBHOCTI B) o6paxoByloTb
HaCTYMHUM YUHOM:

yactka X/Y, nomHOxeHa Ha 100

ae X — KifnbKiCTb aMiHOKMCNOTHUX 3anuLUKiB, MO3HAYEHUX SK iAE€HTUYHI cniBnagiHHA Nporpamoto
BUpiBHIOBaHHA nocnigosHocTen ALIGN-2 y BupiBHIOBaHHI A i B, 3giiCHEHOMY Ui€l0 nporpamMoto, Ta ae
Y — 3aranbHa KinbKiCTb aMiHOKMCNOTHUX 3anuuwkis y B. Cnig posymiTu, WO KONW [OOBXWHA
aMiHOKMCNOTHOT NOCNIAOBHOCTI A He JOpPIBHIOE AOBXWHI aMiHOKMCROTHOI nocnigoBHocTi B, To %
iAEHTUYHICTL aMiHOKMCNOTHOT nocnigoBHocti A Ao B He pgopiBHoBatume %  iA€HTUYHOCTI
aMiHOKMCNOTHOT nocnigoBHOCTI B o A. AKWo cnedianbHO HE BKa3aHO iHLWIE, BCi BUKOPUCTaHI TYT
3Ha4YeHHS % iAEHTUYHOCTI aMiHOKMCNOTHUX MOCMiIAOBHOCTEN oAepXKaHi 3rigHo onucy B nonepeaHboMy
ab3aui i3 3acTocyBaHHAM KoMN'toTepHOT nporpamu ALIGN-2.

TepmiH "chapmaueBTUYHUIA Cknag" CTOCYETbCA npenaparty, WO 3HaxoAuTbCa Yy Takiin opmi, gka
YMOXIUBINIOE €PEKTUBHICTb BIONOriYHOT aKTUBHOCTI Ail040T PEYOBUHU, O B HbOMY MICTUTLCS, Ta HE
MICTUTb A0AaTKOBUX KOMMNOHEHTIB, siki 6ynn 6 HENPURHATHO TOKCMYHUMK Ans cyB'ekTa, KoTpomy Byae
BBOAWUTMUCA CKNaga.

"dapmaueBTUYHO MPUAHATHUIA HOCIK" NO3HaYac iHrpeaieHT hapmaueBTUYHOIO cknaay, Skuin He €
[il0Y0I0 PEYOBUHOLO | HETOKCUMYHUIA ANA cyO'ekta. PapMaUeBTUYHO NPUIRHATHI HOCIT BKMOYAOTh, ane
He 0OMeXyTbCA HUMK, Bydbepu, AOMNOMiKHI pedoBUHK, cTabinisaTtopu abo KOHCEPBAHTH.

TyT i gani "nikysaHHA" (@ TakoX NOro rpamaTuyHi BapiaHTK, Taki SK "nikysaTu") nosHayae KriHivyHe
BTPYYaHHs 3i cnpoBolo 3MIHUTU MPUpPOAHIi nepebir nogin ana iHAuBIAyyma, SIKOTO MiKYOTb, | MOXe
OyTn npoBeaeHe K 3 NpodiNakTUYHOK METO, TakK i nmig yac nepebiry kniHivHOT natonorii. BaxaHi
edekTn NiKyBaHHS BKIIOYAKOTb, ane He OOMEXylTbCA HUMU, MNONEPEKEHHA BWHUKHEHHA abo
peUnMamnBy 3axXBOPIOBAHHS, MOMErWEHHS CUMMTOMIB, 3MEHLWIEHHS Oyab-akux nNpaMux abo HenpaMux
nNaTonorivyHMX Hacnigkie 3axBOPIOBAHHA, NONepeskeHHs MeTacTasdyBaHHA, 3HWXKEHHS LUBUAKOCTI
NpOrpecyBaHHs 3axXBOPIOBAHHS, NOKpPaLWEHHA abo TMMYacoBE MONErUEHHS CTaHy 3axBOPIOBAHHSA, a
TakoX peMicito abo noKpaLLeHWit MPOrHo3. Y Aeskux BapiaHTax BUKOHAHHA aHTUTINA 3rigHO BUHaxXoay
3aCTOCOBYIOTb ANS  3aTPUMKU  PO3BWUTKY 3axBOPIOBAHHA ab0  yNOBIMbHEHHA MPOrpecyBaHHSA
3aXBOPIOBaHHS.

TepmiH "BapiabenbHa ginaHka" abo "BapiabenbHuit AomeH" no3Hadae AOMeH Bakoro abo
NErkoro naHulora aHTUTIing, skuin Gepe y4acTb y 3B'SI3yBaHHI aHTUTINA 3 aHTUreHoM. BapiabenbHi
AOMeHU Baxkoro i nerkoro nadutoris (VH i VL, BignoBigHO) NPpUPOAHLOrO aHTUTINAG B UINOMY MaloTb
NoAiGHI CTPYKTYpPU, A€ KOXKEH AOMEH BKITHOYMAE YOTUPU KOHCEPBATMBHUX KapkacHux AinsHku (FR) Ta
Tpu rinepapiabensHux ainaHkn (HVR). (Oue., Hanp., Kindt, T.J. Ta iH. Kuby Immunology, 6-Te Bua.,
W.H. Freeman and Co., N.Y. (2007), c. 91) [Ina HagaHHS aHTUreH3B'A3yBanbHOI cneuniyHOCTI MOXe
OyTn goctatHbo ogHoro VH- a6o VL-gomeHy. binblue TOro, aHTUTING, L0 3B'A3YIOTbCA 3 KOHKPETHUM
aHTUrEeHOM, MOHa i3omnoBatu 3a gonomoroww VH- abo VL-gomeHy aHTuTInA, ke 3B'A3YyETbCA 3
AHTUrEeHOM, 3aaNns CKPUHIHTY GibnioTekn komnnementapHux VH- abo VL-gomeHis, BignosigHo. Ous.,
Hanp., Portolano, S. Ta iH., J. Immunol. 150 (1993) 880-887; Clackson, T. Ta iH., Nature 352 (1991)
624-628). Hymepauilo amMiHOKMCNOTHUX 3anuwkiB BapiabenbHOT AinsHkn (BapiaGenbHuX AiNsHOK
NErkoro i BaXkKoro nadutoris) BUKOHYIOTL 3a Kabat (Kabat, E.A. Ta iH., Sequences of Proteins of
Immunological Interest, 5-Te Bug., Bethesda MD (1991), nybnikauis NIH 91-3242, T. 1-3).

TepmiH "BekTOp" TYT i Aani no3Ha4vyae MONEKYNy HYKNETHOBOT KUCNOTK, 3aaTHY PO3MHOXYBATU iHLLY
HYKMNEIHOBY KMCIOTY, 3 SKOIO BOHA CMONydeHa. TepMiH OXOMSIOE BEKTOP SK CaMOpensikyBarnbHy
CTPYKTYPY HYKNETHOBOT KMCNOTKU, a TAKOX BEKTOP, BKIIOMEHWIA Yy TEHOM KNITUHU-Xa3diHa, B 9Ky WOro
Oyno BBeAeHO. [leski BEKTOPK 30aTHI CNPSIMOBYBATU €KCMNPECI0 HYKNETHOBUX KUCMOT, 3 KUMKW BOHU
dyHKUiOHaNbHO 3B'A3aHi. Taki BEKTOpU TYT Ha3uBalTb "BEKTOPaMK eKcnpecii™.

TepmiH "rematoeHuedaniyiun 6ap'ep" (FEB) no3Havae isionoriuHuii 6ap'ep Mixk nepudepudHUM
KpOBOOGIrom Ta ronoBHUM i CMIMHHUM MO3KOM, YTBOPEHUIA WINbHUMU KOHTAKTaMU Mi>K NnasmaTu4HuMm
MeMOpaHaMuM €eHAOTENI0 MO3KOBUX KaninapiB, LIO CTBOPIOE LWiNbHM Bap'ep, skuin obmexxye
TPaHCNOPT MOMEKYN Y MO30K, HaBITb AYXe Manux MONeKyn Ha 3pa3ok ceyoBuHu (60 ganbToHiB). NEB
y TOMOBHOMY MO3Ky, 6ap'ep MDK KPOBOHOCHOIO CUCTEMOIO Ta CNUHHUM MO3KOM, a TaKkoX
remaTopeTuHanbHuii BGap'ep y cCiTkiBUi € CyMibkHUMM KaninapHumu 6ap'epamun B LIHC i TyT i gani
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CYKYMHO MO3HaualTbCsl K reMatoeHuedanidyHui OGap'ep abo [EB. TEB T1akox Bknwo4ae
remaTtoniksopHun Gap'ep (xopioigHe cnneTiHHs), Ae BGap'ep CknaaaeTbCA 3 KNiTUH eneHaMMK, a He 3
eHaoTenianbHUX KNITUH Kaninspis.

TepmiH "ueHTpanbHa HepsoBa cucrema" (LUHC) nosHayae KOMNMEKC HEPBOBUX TKaHWUH, AKi
KOHTPOTIOIOTL poBOTY Tina, i BKNOYAE rONOBHUI Ta CMUHHWUIA MO3OK.

TepmiH "peuenTtop remartoeHuecdpaniyHoro 0Gap'epy" (PMEB) no3Hayae 30BHILUHbOKMITUHHUI
MeMOpaHHO3B'A3aHUI peLenTopHMin Binok, WO eKCNpPeCyeTbCA Ha eHAOoTEMianbHUX KNITMHaxX MO3KY i
3gaTeH TpaHcnopTyBat Monekynu vyepes NEB abo BUKOPUCTOBYBATMCH ANS TPAHCNOPTY €K30TE€HHUX
BBeaeHux wmonekyn. [Mpuknagn PIEB Bknwo4awTb, ane He oOMEXylTbCa HUMKU, peuentop
TpaHcdepuHy (TfR), peuentop iHCyniHy, peuenTop iHcyniHonogibHoro daktopy pocty (IGF-R),
peuenTopu NiNoNPoTETHIB HU3bKOT ryCTUHKM, BKMoYatoun 6e3 oOMeXeHb MOB'A3aHuii i3 peuenTopom
ninonpoTeiHiB HU3bKOT ryctuHn 6inok 1 (LRP1) Ta noe'a3aHuii i3 peuentopoM ninonpoTeiHiB HU3bKOT
ryctuHn  Ginok 8 (LRP8), a TakoX renapuH-3B'sdyBanbHUii akTop pocTy, noaibHunm ao
enigepmansHoro caktopy pocty (HB-EGF). MNMpuknagom PIEB € peuentop TpaHchepuHy (TfR).

TepmiH "06'ekT-edhekTOp MO3KY" MO3HA4Yae MOMEKYNy, NPU3HAJYeHy AN MEPEeHECEeHHS B MO30K
yepes NEB. O6'exT-ecbekTop 3a3BMyam Mae xapakTepHy TepaneBTUYHY AaKTUBHICTb, AKy OaxkaHo
[OCTaBUTM A0 MO3Ky. OO0'ekTU-epeKTOpU BKMIOYAKOTb JiKW  BiJ HEBPOMOriMHMX MNOPYLUEHb i
LUMTOTOKCUYHI areHTK, Taki sK, Hanp., NONNenTUAN i aHTUTINA, 30KPeMa MOHOKMNOHAarnbHI aHTUTina abo
X oparMeHTn, CNPSAMOBaHI Ha MiLLEHb Y MO3KY.

TepMiH "oAHOBaNEHTHUI 3B'A3yBanbHUM 00'€KT" NMoO3Ha4ae Monekyny, fka 3gartHa crneuudiyHo i
OOQHOBAaneHTHO 3B'A3yBatuca 3 PIEB. TpaHCnopTHUR Moaynb depes rematoeHuedaniyHun 6ap'ep
i/abo KOH'toraT 3rigHO HagaHoro TYT OMNUCY XapakTEPU3YKOTbCA HASABHICTIO €AWHOT OaWHMUUI
OOHOBANeHTHOro 3B'A3yBanbHOro 06'ekta, TOGTO TPAHCNOPTHUIA MOAYNb Yepe3 rematoeHuedanivyHuii
Gap'ep i/abo koH'torar 3rigHO AAHOrO BMHAXOAY BKMIOYAKTb TiNbKWM OAHY OAMHULIK OAHOBANEHTHOrO
3B'A3yBanbHOro 06'ekta. OgHOBANEHTHUI 3B'sI3yBamnbHUI OG'€KT BKMIOMAE, ane He OOMEXYETbCsl
HUMM, NONINENTUAW, NOBHOPO3MIPHI aHTUTINA, doparMeHTW aHTUTIA, BKMOYHO 3 dhparmeHTamu Fab,
Fab', Fv, oagHonaHuUloroBi MONeKynu aHTUTIN, Taki 4K, Hanp., ogHonaHutrosi Fab, scFv.
OaHoBanNeHTHUI 3B'A3yBanbHU 06'€KT MOXKe OYTHU, HAaNpukNaa, kKapkacHum G6inkom, CKOHCTPYNOBAHUM
3a OONOMOrOK BiAOMMX 3 PIiBHSI TEXHIKM TEXHONOTIN, Takux Ak dar-gucnnen abo iMyHisauis.
OaHoBaneHTHUA 3B'sI3yBanbHUA O0'€KT MOXKe Tako)K OyTu noninentuaoMm. Y Aesikmx BapiaHTax
BMKOHAHHSA O4HOBAaNEHTHUM 3B'A3yBanbHuin 00'ekT BkNtovae CH2-CH3 Ig-gomeH Ta ogHONaHLUOroBun
Fab (scFab), cnpamoBaHuin Ha peuenTop remartoeHuedaniyHoro 6ap'epy. scFab npueananuin go
C-kiHug CH2-CH3 Ig-goMeHy 3a AonoMmoroto niHkepa. Y nNeBHMX BapiaHTax BUMKOHaHHA scFab
CNpsSIMOBaHWI Ha peuenTop TpaHchepuHy.

TepmiH "ogHoBaneHTHe 3B'A3yBaHHA" No3Ha4ae crneundivHe 3s'asyesaHHA 3 PIEB, ge B3aemopgis
MK OQHOBaNEeHTHUM 3B'A3yBanbHuM o6'ekTom Ta PIEB BiabyBaeTbCA N0 0AHOMY OKPEMOMY €MniTony.
OaHoBaneHTHe 3B'A3yBaHHs 3anobirae Oyab-akin  gumepusauii/mynsTumepusadii PITEB 3aBasiku
€aAnHin  Toudi B3aemoaii 3 enitonoM. OfAHOBaneHTHe 3B'A3yBaHHA 3anobirae 3MiHam y
BHYTPILLHbOKNITUHHOMY COpTyBaHHi PIEB.

TepmiH  "eniton" no3Havae Oyab-sSKy nNOMINENTUAHY AeTepMiHaHTy, 34aTtHy cneundpivHo
3B'A3yBaTUCA 3 aHTUTINOM. Y Jedkux BapiaHTax BUKOHAHHA €niTOnHi AeTepMmiHaHTU BKOYalOTb
XiMIYHO aKTUBHI NOBEPXHEBI YrpynyBaHHA MOMNEKYN, TakMx sk aMmiHOKMCNOTK, GiuHi NaHUrM Uykpis,
3anuuwkn choccopuny abo cynbdoHiny, Ta, y A€sIKMX BapiaHTax BUKOHAHHSA, MOXYTb MaTh cneyudivHi
TPUBUMIPHI CTPYKTYPHI XapakTepucTuku i/abo cneumdidHi xapakrepuctuku 3apsgy. Eniton - ue
OINAHKA aHTWUreHa, WO 3B'A3YETbCSA 3 aHTUTINOM.

"Peuentop TtpaHcdepuny" (TfR) € TpaHcMemMbpaHHUM TRiKONpoTeiHOM (MONEKynsipHa maca
npnbnusHo 180 000 [a), skt cknagaeTbca 3 ABOX AUCYNbGIAHO 3B'A3aHMX cyboaMHUUb (KOXHa 3
MO3iPHOID MONEKYNspHOI Macow npubnusHo 90 000 Ha) ta Gepe ydyacTb B 3aCBOEHHI 3amiza y
xpebeTHux. B ogHomy 3 BapiaHTiB BUKOHaHHA TfR Tyt i gani € moacbkuMm TfR, wWo BKMovae
aMiHOKMCNOTHY NOCNiAOBHICTb, onucaHy B Schneider Ta iH. (Nature 311 (1984) 675-678).

TepmiH "3acib oTpumaHHs 300pakeHb" Mo3Ha4Yae Cnonyky, ogHa 4vu Ginblie BNacTUBOCTEN sIKOT
YMOXMUBIIOWTL NpsMe abo onocepeakoBaHE BUSABMNEHHA Ti MPUCYTHOCTI i/abo posTawyBaHHS.
Mpuknagmn Taknx 3acobiB OTPUMAaHHS 300paXkeHb BKNIOYAOTb BinkM i HU3bKOMONEKYNAPHI CNONYKH, LLIO
MICTATb MIYEHY TPYNY, KA YMOXITUBIIOE BUABIEHHS.

TepmiHn "LUIHC-aHTureH" T1a "MiWweHb y MO3Ky" nO3Ha4aloTb aHTUreH i/abo Monekyny, sika
ekcnipecyetbca B LUIHC, BKnio4alouM ronoBHUIA MO3OK, i SIKY MOXHa TapreTyBaTu 3a A0MNOMOrotLo
aHtutina abo wmanoi monekynu. [lMpuknagu Takoro aHtureHa i/abo MONEeKynu BKMOYaKTb, He
obmexytounck HUMKM: GeTa-cekpetasy 1 (BACE1), 6eta-aminoig (Abeta), peuentop enigepmanbHOro
dakTopy pocty (EGFR), peuentop enigepMmanbHoro cakropy pocty nioguiun 2 (HER2), tay-6inok,
anoninonpoteid E4 (ApoE4), anbda-cuHyknein, CD20, ranTiHrTiH, npioHoBui 6inok (PrP), 6arata Ha
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nenyuHosi nosTopu kiHa3y 2 (LRRK2), napkiH, npeceHiniH 1, npeceHiniH 2, raMmma-cekpetasy,
peuentop cmepti 6 (DR6), 6inok-nonepeaHuk aminoigy (APP), peuentop HempoTtpocdpiHy p75
(p75NTR), rmokouepebposnaasy i kacnasy 6.

TepmiH "cneuucpiyHo 3B'A3yeTbca 3" MO3HA4Yae aHTUTINO, SKE CENEKTUBHO abo nepeBa)KHO
3B'A3YETbCA 3 aHTUreHom. ACQIiHHICTb 3B'A3yBaHHA 3BMYaWHO BU3HA4alOTb 3a AOMNOMOrOI0
CTaHOapTHOro aHanidy, takoro sk aHanis Cketyapaa, abo TexHonorii NOBEPXHEBOro NMasMOHHOIO
pe3oHaHcy (Hanp., 3 BukopuctaHHam BIACORE®).

TepmiH "CH2-CH3 Ig-o6'ekt" TyT i gani nosHayae OinkoBun OO'€KT, O MNOXOAUTb Big
iMmyHornobyniHoBux pgomeHiB CH2 abo CH3. "CH2-CH3 Ig-o6'ekt" Bkmiovae paea "CH2-CH3"
noninenTuaun, siki yTBOploTh aAumMep. IMmyHornobyniHom moxe 6ytm IgG, IgA, IgD, IgE a6o IgM. B
OAHOMY 3 BapiaHTiB BUkoHaHHa CH2-CHS3 Ig-06'ekt noxoaute Big imyHornoOyniHy 1gG i no3HavaeTbea
TyT i gani gk "CH2-CH3 IgG-06'ekt". TepMiH OXONMOE NPUPOAHY NOCAIAOBHICTL AomeHiB CH2-CH3 Ta
BapiaHTu gomeHiB CH2-CH3. B ogHomMy 3 BapiaHTiB BMKOHaHHA "CH2-CH3 Ig-o6'ekt" noxoanTb BiA
CH2-CH3-pomeHy Baxkkoro nadutora lgG noguHu, skun npocraraetbcsa Big Cys226 abo Pro230 ago
KapOOKCUIbHOro KiHusl Baxkkoro nadutora. OgHak C-kiHueBuin nisuH (Lys447) Fc-ainsHkun moxe 6ytu
NPUCYTHIM abo BiACYTHIM. SAKWIO HE BKa3aHO iHLWIE, HyMepauiss aMiHOKUCMOTHUX 3anuuKiB y AingHui
CH2-CH3-gomeHy abo KOHCTaHTHIW AinsHuUi HaBegeHa 3rigHo cuctemmu Hymepauii EU, sky Takox
HasuBalwTb nokaxMukoM EU, ak onucaHo y Kabat Ta iH., Sequences of Proteins of Immunological
Interest, 5-Te Bua., Public Health Service, National Institutes of Health, Bethesda, MD (1991).

"KoH'torat" - ue 3nutui GinoK 3rigAHO OAHOr0 BMHAXOAy, CKOH'IOrOBaHUM 3 oaHieto abo GinbLie
reTepOonoriMHMX MOMEKYMN, BKIHOYAlOUM, ane He OOMEXYuMCb HUMM, MITKYy, Nikapcbkui 3acié Bia
HEBPOMOTIYHOIO NOPYLUEHHS 860 UMTOTOKCUYHUIA 3aCi0.

TepmiH "miHkep" no3Havae XiMiMHUIA niHkep abo OAHONAHLIOTOBMIA NENTUAHWUWA MNiHKEP, SKUA
KOBANEHTHO Crnony4vae pisHi 06'ekTu TPAHCNOPTHOIO MOAYNSA Yepes remaroeHuedaniyiun 6ap'ep i/fabo
3nuToro noninentuay i/abo koH'loraty 3rigHO HagaHoro TyT onucy. JliHKep cnonydae, Hanpuknag,
o0'ekT-epekTOp MO3KYy 3 OAQHOBANEHTHUM  3B'A3yBanbHMM  o00'ekToM. Hanpuknaa, skuwo
OOQHOBaneHTHUI 3B'A3yBanbHMM 00'¢kT BKNModae CH2-CH3 Ig-o6'ekt i scFab, cnpsimoBaHum Ha
peuenTop remaTtoeHuedaniuHoro 6ap'epy, 1o niHkep KoH'torye scFab ao C-kiHua CH2-CH3 Ig-06'exTy.
JliHkep, wo cnonyyae 00'ekT-ePEKTOP MO3KY 3 OJAHOBANIEHTHUM 3B'A3yBanbHUM O0'€éKTOM (nepLumit
niHKep), Ta niHkep, Wwo npueaHye scFab ao C-kiHua CH2-CH3 Ig-gomMeHy (apyruii niHkep), moxxe 6yTu
Takum camum abo BigpisHATUCS.

MoyTb BMKOPUCTOBYBATUCb OAHOMNAHLIONOBI MENTUAHI MiHKEpW, WO BKNIOYalOTh Big OAHOrO A0
OBaguAaTU amMiHOKACAOTHMX 3anUWKiB, NOeAHAHUX NenTUaHMMKU 3B'A3kaMu. Y JOesKux BapiaHTax
BUKOHAHHS aMiHOKMCNOTK BMOpPaHi 3-NOMiXK ABAALUSATM aMiHOKMCNOT, LLO 3yCTpivalTbcs B npupoai. Y
MEBHUX IHLUMX BapiaHTax BMKOHAHHA ogHa abo OGinblue aMiHOKUCNOT BMOGpaHi 3 rMiUMHY, anaHiny,
nponiHy, acnapariHy, rnytamiHy Ta nisuHy. B iHWMWX BapiaHTax BWKOHAHHA MiHKEpP € XiMiYHWUM
niHkepoM. Y MeBHUX BapiaHTax BWKOHaHHA niHKEP € OAHOMAHUKroBUM NENTUAHUM NiHKEPOM 3
aMiHOKMCMNOTHOK NOCNIAOBHICTIO AOBXWHOK NPUHaWMHI 25 aMiHOKMCNOTHUX 3arMLKiB, B OOHOMY
BapiaHTi BUKOHAHHSA, SKOMY BiggaloTb nepesary — AOBXUHOIO Big 32 Ao 50 aMiHOKUCNOTHUX 3anuLLKIB.
B ogHOMYy 3 BapiaHTiB BUKOHAHHS NENTUAHUA NiHkep siBnse coboto niHkep (GxS)n, ae G = rniuuH, S =
cepuH, (x=3, n=8, 9 abo 10) abo (x=4 Ta n=6, 7 abo 8), B 0AHOMY BapiaHTi BUKOHaHHs Xx=4, n=6 abo 7,
B OJHOMY BapiaHTi BUKOHaHHSA. AKOMY BigaalwTb nepesary, x=4, n=7. B ogHOMYy 3 BapiaHTiB BUKOHAHHA
niHkep € (G4S)4 (SEQ ID NO: 95). B ogHoMy 3 BapiaHTiB BUKOHAHHS niHkep € (G4S)6G2 (SEQ ID NO:
96).

KoH'toraudito MOXKHa TaKoX 34IMCHATK 3a AONOMOTOK Pi3HOMAaHITHMX XiMIYHKX MiHKepiB. Hanpuknag,
OOQHOBAaneHTHUIA 3B'A3yBanbHUi 06'ekT abo 3nuTui noninenTug ta o6'ekT-epekTop MO3KY MOXKHA
CKOH'IOryBaTu 3a AONOMOIOI0 Pi3HOMAHITHUX BitpyHKUiOHANbHUX areHTiB 3B'A3yBaHHA GiNkiB, Takux Sk
N-cykuuHimignn-3-(2-nippannguTtio)nponioHaT cngrm, cyKkuuHimiann-4-(N-maneimigomeTnn)
uuknorekcan-l-kaptokcunat (CMLUK), imiHoTionaH (IT), 6idyHkUioHaNbHI NOXigHi iMigoecTepiB (Taki Sk
anmetunaaunimigatr HC1), akTuBHi ectepu (Taki ik AUCYKUMHIMIaMN cybepar), anbaerign (Taki siK
rnytapanbgerig), Oic-asugHi crnonyku (Taki sk Oic-(p- asugobensoinrekcaHgiamiv), noxigHi Hic-
JdiasoHilo (Taki gk Oic-(p-gia3oHinOeH30in)- eTunengiamid), AwisouiaHatn (Taki Ak Tonyony 2,6-
auisouianar), a Takox Gic-akTuBHI cnonyku dtopy (Taki sk |, 5-androp-2,4-guHitpobenson). NiHkep
Moxke OyTu "po3wennioBaHMM MiHKEPOM", SKUIA CNpuUsie BUBINbHEHHIO oO0'ekTa-edpekTopa nicns
JOCTaBKM y MO30K. Hanpuknag, MOXyTb BUKOPUCTOBYBATUCb KMCNOTONaGinbHUWA  MiHKEP,
NenTMaasouyTnuBKin NiHkep, doTonabinbHUN NiHKEpP, AUMETUNOBUA NiHKep abo NiHKEp, WO MICTUTb
ancynbdigHi 38'a3ku (Chari Ta iH., Cancer Res. 52 (1992) 127-131; US 5,208,020).

KoBaneHTHa KoH'toraudig moxe Oytu 6esnocepeaHbolo abo 4vepes niHkep. Y NeBHMX BapiaHTax
BUKOHaHHS 0OesnocepeaHs KoH'lorauis 34iliCHEHa LWNSAXOM KOHCTPYIOBAHHSI 3NUTTS Moninentuais
(TO6TO 3NUTTAM ABOX FEHIB, SKi KOAYIOTb OAHOBANEHTHUIA 3B'A3yBanbHUn 06'ekT ansa PIEB i 06'ekr-
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edeKTop Ta EKCMNPecylTbCAd AK OAMH nNORinenTug (Nnaduion). Y neBHUX BapiaHTax BWUKOHAaHHSA
Ge3nocepeaHs  KOH'lorauisi  34iMCHEHa  LUMSAXOM  YTBOPEHHA  KOBANEHTHOrO  3B'A3KYy  MiXK
peakuiiHo34aTHOIO TPYMNoK Ha OAHIM 3 ABOX YaCcTUH OAHOBANEHTHOro 3B'A3yBanbHOro ob'ekTa Ans
PrEb i signosiaHow rpynoto abo akuentopoMm Ha o00'ekTi-edpekTopi MO3Ky. Y NEeBHUX BapiaHTax
BUKOHaHHs ©Oe3nocepeaHs KoH'lorauisa 3aificHeHa wnsxom Moaucdikauii  (TobTo reHeTu4Hoi
mMoaudikauii) ogHiel 3 ABOX MOMEKYI, WO NiaNsaraloTb KOH'orauil, Takum YMHOM, Wo® BOHa BkMovana
peakuiiHo3gatHy rpyny (B SKOCTi HeoOMeXyuux npuknagie — cynb@rigpunbHy rpyny abo
KapOOKCUIbHY rpyny), sika B HaneXHUx yMOBaxX YTBOPIOE KOBANEHTHUIA 3B'SI30K 3 IHLLIOK MOMNEKYMOH,
wo nignarae kKoH'loradii. B AKoCTi Heobmexxylouoro npuknagy monekyny (to6to aMmiHOKMCNOTY) 3
Oa)kaHOK peakuiiHo3gaTHOK rpyno (To6TO UMCTETHOBUM 3anULUKOM) MOXHA BBECTM B, Hanp.,
OOQHOBaneHTHUIA 3B'A3yBanbHUit 00'ekTt ana PFEB i cdopmyBatM 3 HEBPOMOMYHUM JiKAPCbKUM
3acobom aucynbdigHuii 3B'A30K. B ranysi Takox BigoMi cnocobu kOBaneHTHOT KOH'torawii HyKneTHOBUX
kucnot ao 6inkie (To6To dhoTO3WMBAHHA, AUB., HANp., Zatsepin Ta iH. Russ. Chem. Rev. 74 (2005) 77-
95). KoH'lorauito MOHa TakOXX 34IMCHUTU 3a AO0MOMOroK pPisHOMaHITHMX niHKepiB. Hanpuknaa,
OOQHOBAaneHTHUIA 3B'A3yBanbHUin 06'ekT Ta 0O0'ekT-eheKTOp MOXKHA CKOH'IOryBatu 3a AO0MNOMOrow
pisHOMaHITHUX BidbyHKUIOHANbHUX areHTiB 3B'A3yBaHHA OinkiB, Taknx sk  N-CykyuHiMignn-3-(2-
nipugunguTtio)nponionar (CMAn), cykuuHimigun-4-(N-maneimigomeTnn) uuknorekca-l-kapdokcunart
(CMUK), imiHoTionaH (IT), GidbyHKUiOHANbHI NoxiagHi imigoecTepis (Taki sk aumetTunaaunimigatr HC1),
aKTUBHI ecTepm (Taki sk AUCyKUUMHiMigun cybepar), anbaerian (Taki 9k rnytapanbgeria), 6ic-asuaHi
cnonykn (taki Ak OGic-(p- asmpobeHsoinm)rekcaHgiamiy), noxigHi Oic-giasoHilo (taki gk Gic-(p-
fia3oHinbeH3oin)- eTuneHaiamiy), AuizouiaHatu (Taki sk Tonyony 2,6-auisouianar), a Takox Oic-
aKkTUBHI cnonyku dtopy (taki sk |, 5-audtop-2,4-anHiTpobeHson). MoxyTb TakoXX BUKOPUCTOBYBATUCH
nenTuaHi niHKkepu, WO cKragawTbCAa 3 Big 04HOrO0 A0 ABagUSATW aMiHOKMCNOTHWUX 3anuLuKiB,
noegHaHUX MenTUAHUMK 3B'A3kaMu. Y Aesdkux nodidbHux BapiaHTax BUKOHAHHA aMIHOKWUCNOTHI
3anuwkn BuGpaHi 3-nMoMik ABAAUATU aMiHOKMCNOT, L0 3yCTpivaloTbCa B NpUpodi. Y NEBHUX iHLWINX
noaibHuX BapiaHTax BUKOHAHHA oAuH abo Ginblue amMiHOKMCMNOTHMX 3anuLIKIB BMOpaHi 3 NiUMHY,
anaxiHy, NnponiHy, acnaparity, rnytamidy Ta nisuHy. JliHkep moxe 6yTu "po3wennioBaHMM MiHKepom",
SKMA Cnpusie BUBINbHEHHIO 00'ekTa-edhekTopa nicna AOCTaBKM Yy MO30K. Hanpuknaa, MOXyTb
BUKOPUCTOBYBATUCH KUCMOTONABINBHUA MiHKEP, NENTMAA304YTNMBMIA NMiHKep, oTonabinbHUiA NiHKEP,
OUMETUNOBUIA NiHkep abo niHkep, WO MiCTUTb AucynbgigHi 3B'a3km (Chari Ta iH., Cancer Res. 52
(1992) 127-131; US 5,208,020).

[l. KOMMO3uML|li TA METOOMN

[na onucy MonekynapHux B3aeMoai 4acTo BUMKOPUCTOBYIOTH PIBHOBaXKHI KOHCTaAHTU aucouiadil
(Kp). TX BUKOPMCTOBYIOTb AIK Mipy CUMKU B3aeMopii (Hanp., apiHHOCTI) ABOX MONEKYN OHA 3 OAHOI.
Tomy 3Ha4eHHs Kp € Mipoto cunm BimonekynsapHoi B3aemogii.

OpHak 3HaveHHs Kp sik Take HE OMUCYe KIHETUKY MOMNEKYNAPHOT B3aemogii, To0To 3i 3HaueHHsA Kp
He MO)XKHa BMBECTM, 3 OAHOr0 OOKy, HACKINbKW LUBMAKO ABi MOMEKYNU 3B'A3YIOTLCA OAHA 3 OAHOI0
(KOHCTaHTa WBMAKOCTI acouiadii, abo "on-rate"), a 3 iHWoro 60Ky, HACKINbKA LWBMAKO ABi MOMEKYMM
ANCOLiOTL (KOHCTaHTa LWWBWMAKOCTI Aaucodiauii, abo "off-rate”). Xapakrepuctuka 6iMONekynsipHux
B3aemofin nuwe 3HavyeHHAM TxX Kp ynyckae Toi hakT, Lo MOXHA ofepXaTu Take caMme 3HaveHHsA Kp
3a HaA3BUYaMHO Pi3HUX (TaKKX, LU0 BiAPi3HAIOTLCA Ha NOPSAKM) WBMAKOCTEN acouiauii Ta gucouiadir,
OCKinbKkn 3Ha4YeHHs Kp € TX BigHOLUEHHAM.

OpaHak WBKAKOCTI acouiauil Ta aucoudiauii BaXnuBi 4Na XapakTepUCTUKM NOBEAIHKM MONEKYN Npu
3B'A3yBaHHi. LUBuakicte Aaucodiauii ocobnuBo BaxknuMBa, OCKINMbKM BOHA OMUCYE TPUBANICTb
3B'A3yBaHHA, Hanp., aHTUTina 3 Woro aHTureHoMm. TpuBana LWBKUAKICTbL Aucoudiadii kopenwe 3
NOBINbHOIO Aucouiauield YTBOPEHOrO KOMMNEKCY, TOAI K KOPOTKa LUBMAKICTb Aucouiaudil kopene 3i
LBMAKOO Ancouialieto.

3 METOI0 AOCAITU JOBroTpMBanux (a omke, Takux, Wo noTpebyioTb MEHLL YacTOro BBEAEHHA) abo
crneuianbHo nigidbpaHux (Hanp., Takux, L0 3anexartb Big YMOB cepeaoBULLA) B3aEMOAiN LUBUAKOCTI
aucouiauii noTpibHO BM3Ha4aTU ekcnepumeHTanbHo. Lle we Ginbli BaXNMBO 3 Ornsay Ha Te, Lo
nepeadauntu WBKUAKICTL Ancouiauii mamke HEMOXMBO. KpiM LbOro, sk 3asHa4yeHo BULLE, KOpenaLis
MDK LUBUAKICTIO Ancouiauii Ta adiHHICTIO 3B'A3yBaHHA cnabka. Hanpuknag, yepes Te, Wo 3HaveHHsa Kp
€ BiJHOLUEHHAM LIBMAKOCTEN acouiauii ta gucodiaudii, HaBiTb cnabki 3B'a3yBadvi MOXYTb AOBIO
3anuuaTtnuca 3B'a3aHnMK 3i CBOEID MILLEHHIO, TOAI K CUIIbHI 3B'A3yBaYi MOXYTb LLUBUAKO AWUCOLiOBATH.

TUNOBMM BY3bKUM MICLIEM MPOEKTIB CTBOPEHHSA aHTUTIN € paHXyBaHHA GaraTbOX KaHAMAAaTIB,
oAepKaHUX NicnA MEHHIHry, Ha OCHOBI CUNK 3B'A3yBaHHA aHTWUTINA. B igeani Takuin meToa NOBUHEH
npautosaTtn 6€3 nonepeaHbOro MiMEHHSI aHTUTEHIB | Ha HeounweHnx BakTepiansHux nisarax. Ylera, F.
Ta iH. (Anal. Biochem. 441 (2013) 208-213) nosigoMnanu Npo METOA CKPUHIHTY LUBMAKOCTI aucouiadii
ansa Biagbopy BMCOKOAiHHUX aHTUTIN A0 MiKAPCbKUX CNONyK 3 HeoudulleHux nisatie Escherichia coli,
Wo MicTunm oaHoBaneHTHi Fab-dparmeHtn. BoHu Bubpanu LWBMAKICTL Aucouiauii sk napameTrp
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paH)XyBaHHA TOMY, WO cepej iHWOro WBUAKICTb Aucouiauil He 3anexuTb Big KOHUeHTpauii. BoHn
BuOpanu oagHoBanNeHTHUI opmaTt AN YHUKHEHHS Mig Yac paHXKyBaHHA 3a LUBMAKICTIO aucouiauii Ta
BMU3HAYEHHA adiHHOCTI edekTiB aBigHoCTI, Aki 6 cnocrepiranuca 3 UinbHUM IgG. Ylera Ta iH. 6yno
BUSIBIIEHO, WO KIOH 3 HAaWKPAaLLOW LIBMAKICTIO aucodiauii O6yB iaeHTUdpikoBaHMi came Ha eTani
paHxyBaHHA 3a koff, ane He 6yB 6u igeHTUdIKOBAHUIA NPW 3aCTOCYBAHHI nuwie cunu curHany IPA dk
KpuTepis Bigdopy.

Murray, J.B. Ta iH. (J. Med. Chem. 57 (2014) 2845-2850) nosiaoMnanu npo CKPWHIHT LUBUAKOCTI
aucouiadii (CLUO) MeTogoM NOBEPXHEBOro MNA3MOHHOMO PE30HAHCY AK NPo edEKTUBHUIA METoA
KiHeTU4YHOro Biabopy npo® NOTEHUIMHOrO CNUCKY 3 XiMIYHOrO MPOCTOPY HEOYMLLEHMX MPOAYKTIB
peakuii. 3asHadeHO, WO KOHCTaHTa weuakocTi agucouiadii kd (off-rate) € komMnoHeHTOM niraHa-
GINKOBOro 3B'A3YBAHHSA, KW Mae HanWbINbLl 3HAYHMWA MOTEHuian Ans MOCUMNEHHA crneundivHoT
aKTUBHOCTI CNONykU. ABTOpK 3a3Ha4aloThb, WO KIHETUYHE BUMIPIOBAHHA addiHHOCTI NPOTAroM nNporpamu
NOLUYKY nNikiB € Binbll iHPOPMATUBHUM, HiDK BU3HAYEHHS PIBHOBA)KHOT adhiHHOCTI y CTauioHapHOMY
cTaHi. Hanpuknag, cnonyky 3i B4ecATepo NOBiNbHILLMMK WBWAKOCTAMK acoujauii Ta gucouiauii npu
OLiHIOBAHHI PIBHOBAXKHUMMW BUMIPIOBAHHSIMU addiHHOCTI He BiagpisHunu 6. binblie TOro, aeTopwu
BUABWNK, L0 AaHi, ogepxkaHi Ha npunaai BlAcore T200, nokasanu cepegHio BigMiHHiCTb kd y
HeounLeHnx i ounweHnx 3paskie 19 %, a Ti XK cami gaHi, ogepxaHi Ha cTapiwoMy npunagi BlAcore
T100, manu BigMIHHICTE 15 %. 3a cnocTepexXeHHsM aBTopiB, Kd nNpu NOpPIBHSAHHI Pi3HUX npunagis i
Pi3HUX YaciB BiAPi3HAOTbCA B cepeaHboMy nuiie Ha 30 %. 3Biacu BMAHO, WO criaoBe 3abpyaHEHHSN
nonepeaHbLo0 npoboto, gosrotTpueane 3bepiraHHa Ta pisHe obGnagHaHHA MNOMIPHO BMMNMBAOTL Ha
crnoctepexyBaHi kd. Cnpaegi, Ui mani aesiauii kd yinkom BigoGparkatoTb Pi3HULIO, SIKY cnocTepiranu y
GaratonabopaTopHux OOCNIMXKEHHAX, A€ CNOCTepe)KyBaHa BapiabenbHiCTb cTaHoBuna Big 14 % Ao
40 % s3anexHo Big cuctemn (Murray, J.B., Ta iH., J. Med. Chem. 57 (2014) 2845-2850; Katsamba,
P.S., Ta iH., Anal. Biochem. 352 (2006) 208-221).

Y WO 2014/189973 onucaHo aHTUTINA A0 peuenTtopa TpaHchepuHy i cnocobu ix 3aCTOCYBaHHSA.
Kpim uboro, noBigOMMEHO, LWO TapreTyBaHHA peuentopa [EB 3a gonomorow TpaauuiiHoOro
cneyM@ivHOro BUCOKOAMPIHHOIO aHTWUTINA, AK NPaBuMo, NPU3BOAUNO A0 OOMEXEHOro 3pOCTaHHSA
TpaHcnopty 4vepe3 MEB. MisnHiwe 6yno BMSABNEHO, WO cepea AOCNiAKyBaHUX aHTUTIN Ao FEB piBHi
NPOXOMKEHHs i po3noginy aHtutina y LIHC obepHeHO 3anexHi Big adiHHOCTI MOro 3B'a3yBaHHSA 3
peuentopom [EB. Hanpuknaa, Hu3bkoachiHHe aHTUTINO A0 peuentopa TpaHcdhepuHy (TR) y
TepaneBTUYHMX 403axX CUMNbHO Moninwysano TpaHcnopT aHTuTina ao TfR yepes MEB i yTpumaHHA B
LUHC nopiBHAHO 3 Ginbw adiHHMM anTuTinom Ao TfR, a TakoxK ymOXnuenioBano Oinblu nerke
OOCArHeHHA TepaneBTUYHUX KoHUeHTpauin y LUIHC (Atwal Tta iH., Sci. Transl. Med. 3 (2011) 84ra43).
Hoka3s Takoro TpaHcnopty yepe3 'EB 6yno ogepaHo npu BUKOPUCTaHHI BicneundiyHoro aHTurina,
ke 3B'A3yeTbca 3 TfR Ta pepmeHTOoM, WO poswennioe Ginok-nonepeaHuk aminoigy (APP), B-
cekpetasoto (BACE1). OpHa cuctemHa paosa OicneuucpivHoro adtutina po TfR/BACET,
CKOHCTPYNOBAHOIo 3 BUKOPUCTAHHAM HU3bKOAMIHHOMO aHTUTINA, He TiNbKW NpM3BoAMNa A0 3HAYHOrO
CMOXKMBAHHS aHTUTINA rOMOBHUM MO3KOM, ane TakoX pPi3ko 3HuxyBana piBHi AB1-40 B MO3Ky
MOPIiBHAHO 3 camuM nuwe MoHocneundivHuM aHTuTinom ao BACE1, amyLwyoun npunyctutu, Lo
NPOHUKHICTL Yepe3 NEB BnnuBae Ha cneyndyivyHy akTuBHICTbL aHTUTIina 4o BACE1 (Atwal Ta iH., Sci.
Transl. Med. 3 (2011) 84ra43; Yu Ta iH., Sci. Transl. Med. 3 (2011) 84ra44).

HaaBHi gaHi Ta ekCnepuMMEHTW BUCBITNIOIOTb AeKifnbka NPUYUHHUX MEXaHi3miB NigBULLIEHHS
norfmMHaHHA anTutina B LUHC i3 BUKOpUCTaAHHAM Migxoay "aHTUTINO 3 HUXYOLO adpiHHICTIO".

MNo-nepwe, BucokoadiHHi antutina go peuentopa NEb (P-rEB) (Hanp., auTuTino ao TfR 3 Atwal
Ta iH. i Yu Ta iH., supra) oOMEeXylTb CMNOXMBAHHS MO3KOM Yepes3 LuBMAKe HacudeHHss P-TEB B
CyAMHaxX MO3Ky, TAKUM YMHOM 3MEHLUYIOUM 3aranbHy KinbKiCTb aHTuUTINa, ke npoxoauTb y MO30K, a
TakoXX 0OMeXKyloun MOro po3nofin no CyAMHHIN cucTeMi. HaBaAMBOBWXKY, 3HMXKEHHSA addiHHOCTI Ao P-
NEB nokpawye cnoxKuBaHHA MO3KOM i po3nofin B HbOMY, NPWU LbOMY CMOCTEPIracTbCa CTilke
3MilLleHHA nokanisauii Big CYAWHHOT CUCTEMWM OO0 HEWPOHIB Ta acouiioBaHOro Hemponing,
posocepemkeHoro no LUHC. byno BuABNEHO, WO aiHHICTb NOBUHHA BYTU HUXKYE NEBHOTO BEPXHLOIO
PiBHSA | BULLE NEBHOMO HUXHLOTO PIBHSA.

Mo-apyre, HuxMa adpiHHicTb aHTuTina Ao P-N'EB 3anponoHoBaHa 3 METON NOriplWeHHs 34aTHOCTI
aHTUTINA noBeptaruca Ha cyamHHun 6ik F'EB vyepes P-TEB 3 LIHC-60ky MeMBpaHu, oCKinbku 3aransHa
adiHHicTb aHTuUTINa ao P-TEB HuM3bka, a micueBa KoHUeHTpauia aHtuTina Ha LHC-6oui NEB He €
HaCHYYIOUOL0 Yepes WBKUAKE Po3ciloBaHHA aHTUTINa y npoctopi LUHC.

MMo-TpeTe, in vivo, a TakoX 3rigHO cnocTepekeHb 3a cuctemolw TfR, aHTUTIina 3 MEHLUOoIo
addinHicTioO Ao P-TEB He BMAAnsOTLCA i3 CUCTEMM Tak caMO e€(EKTUBHO, SK aHTuTina 3 GinbLuoto
addinHicTio o P-TEB, i ToMy 3anuwaroTbca y OinbLUiA LMPKYMNIOOMIA KOHLEHTpaUil, HK ixHi GinbLu
BUcokoaddiHHi BignoBiaHukKU. Lle cnpuaTnuBO, OCKINbKA PiBHI LIMPKYIIOIYMOro aHTUTINa 3 MEHLUOIo
adpiHHICTIO YTPUMYIOTLCA Ha TepaneBTUYHOMY PiBHI NPOTArOM AOBLUOIO Mepiogy 4vacy, HiXkK aHTuTina 3
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BULLOK aiHHICTIO, WO B CBOKO Yepry MoKpallye NOrfMHaHHSa aHTUTina MO3KOM MPOTArOM AOBLUOMO
nepioay 4acy. binblie TOro, ue BAOCKOHANEHHA €KCno3uuii SK y nrasmi KpoBi, Tak i B rofiloBHOMY
MO3KYy MOXE 3HWU3WTU 4acTOTy BBEAEHHS Y KNiHili, wo 6yno 6 NOTEHUINHO KOPUCHUM He TinNbku ans
OOTPUMAHHSA MAauieHTOM peXXUMy Tepanii Ta WOro 3py4vHOCTi, ane TakoXX AN 3MEHLUEHHsS1 Byab-aKux
NOTEHUiHMX ecbekTiB, He 0OYMOBNEHUX Ai€l0 HA MilleHb, abo nobivHnx edekTiB aHTuTIna i/abo
npueagHaHo T 40 HbOro TEPANEBTUYHOT CMOSYKM.

B 3a3HaueHux nonepeaHix AOCHIIKEHHSAX BUKOPUCTOBYBaNW MULUAYi aHTUTING, sKi cneyndivyHo
3B'AsyBanuca 3 muwadnm TIR, ane siki He po3snidHaBanu cneuudivHo TR npumartie abo nmoauHu.
BianoBigHo, TYT HagaHo aHTUTINA Ta TX PYHKUIOHANbHI YacTUHK, AKi cneundpivHo posnisHatoTh TR Ak
npumMaris, 0COGNMBO ABAHCBKMX MakKak, Tak i MOAUHNA, 3 METOKO CNPUATU AOCNIAXKEHHAM GE3NeYHOCTI
Ta edPeKTUBHOCTI aHTUTIN HA MpuMaTax nepen TepaneBTUYHUM abo AiarHOCTUYHUM 3aCTOCYBaHHAM
ans nogen.

Yepes nocTiliHe yCcKnaaHEeHHs1 acnekTiB KOHCTPYKOBAHHA aHTUTIN Ta BapiabenbHiCTb, BUKMUKAHY
Pi3HOMAHITHICTIO KNITUHHUX CUCTEM PEKOMOBIHAHTHOTO MPOAYKYBAHHS ANSl BUPOONEHHS aHTUTIN, ayxe
BaXIIMBUM € pPETENbHE HEKMiHIYHE OUiHIOBAHHS 0€3NeYHOCTi MOHOKMOHANbHUX aHTuTin (mAb),
Npu3Ha4YeHnx ANA TepaneBTUYHOIO 3acTOCyBaHHA. binblle TOro, cknagHa CTPYKTypa, YHikanbHi
GionorivyHi ¢pyHkUii Ta Oinbw TpuBanuMii nepiog HanixuTtTa MADb nopiBHAHO 3 TpaguuiiHUMK
HU3bKOMOTNEKYNAPHUMU NIKAPCbKMMM CNOJTYKaMU NOCUSTIOIOTL MipKyBaHHS Be3MeKu, SK i 3aHENOKOEHHS
3 NpMBOAY TPUBANILIOro KMiHiMHOro 3actocyBaHHa MAbD y nikyBaHHI XpPOHiYHUX 3axBoptoBaHb (Lynch,
C.M,, Ta iH., mAbs 1 (2009) 2-11; Kim, S.J., Ta iH., Mol. Cells 20 (2005) 17-29).

3aranbHoKw METOK HEKNIHIYHUX AOoCNigXKeHb MAD € BM3HAYEHHSI TOKCUKOJIONYHUX BNACTUBOCTEN
pocnimkysaHoro mAb i HagaHHAa iHdopmauii ana po3pobkn npoaykty. OCHOBHMMMK 3aBAAHHAMM
HeKniHiYHOro ouiHoBaHHA € (1) iaeHTuikalis opraHiB-MilleHEN TOKCUYHOCTI Ta BU3HAYEHHSA TOrO, YK
0BOpPOTHA UA TOKCUMMYHICTb Micns NikyBaHHs, (2) igeHTudikauina 6e3nedyHoi no4vaTkoBOi 403M Ang
KniHivHOro aocnimkeHHst | pasm Ha noasix Ta CXem noaanbLUoro MigBULLIEHHA Ao3u, (3) 3400yTTA
iHdbopmauii ana BiacTeXeHHs1 6e3NeKoBUX MOKA3HMKIB Yy KIHIMHMX AOCNiAXKEHHAX Ta (4) 30006yTTA
JaHux npo 6e3neky aAns oBrpyHTYBaHHS TBEPMXEHb IHCTPYKUl A0 MpOoAYKTY. Ona AOCArHEHHSA UuX
uinein npoBoAATb AOKNIHIYHI AocnigXKeHHA §K in vitro, Tak i in vivo, cCnpAMOBaHi Ha BU3HAaYEHHA Ta
pPO3yMiHHA hapmMakonoriyHux snactusoctein aHtutina (Lynch, C.M., ta iH., mAbs 1 (2009) 2-11;
Cavagnaro, J.A., B: Cavagnaro, J.A. (Ed.) "Preclinical safety evaluation of biopharmaceuticals";
Hoboken, NJ: Wiley 2008; 45-65).

3 METOI0 YCMLHOro AOKMIHIMHOIO OUiHIOBaHHA 6e3nevyHoCTi MADb Anst NepeBipKM TOKCUYHOCTI Cnig
BuOuMpatn Hanbinbw npugatHui Bug Teapud (Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11; Chapman, K.,
Ta iH., Nat. Rev. Drug Discov. 6 (2007) 120-126). MNpuaaTtHuii BUA — UEe BUA, Y SKOr0 aHTUTINO
dapmMakonoriyHo akTUBHE, HAsIBHMIA ab0 eKCNpPeCyeTbCs LiNbOBMI AHTUIEH, a Npodinb NepexpecHoi
peakTUBHOCTI y TKaHMHaxX noAaibHun ao moacbkoro (Lynch, C.M., Tta iH.,, mAbs 1 (2009) 2-11;
Chapman, K., Ta iH., Nat. Rev. Drug Discov. 6 (2007) 120-126; Subramanyam, M. Ta Mertsching, E.,
y: Cavagnaro J.A. (Ed.); Preclinical safety evaluation of biopharmaceuticals. Hoboken, NJ: Wiley
2008; 181-205; Hall, W.C., Tta iH., y: Cavagnaro, J.A. (Ed); Preclinical safety evaluation of
biopharmaceuticals. Hoboken, NJ: Wiley 2008; 207-240). MNMpuaaTHUiA BuA TBapuWH, sIKMA eKcnpecye
GaxkaHun eniton Ta AEMOHCTpyE noaibHMi A0 NMIOACLKMX TKaHUH Npodinb nepexpecHoi peakTMBHOCTI
Yy TKaHMHAaX, MO)KHA iaeHTUdiKyBaT 3 3aCTOCYBaHHAM iMyHOXiMiYHOro abo (pyHKLiOHANbLHOrO aHanisie
(Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11; Hall, W.C., Ta iH., y: Cavagnaro, J.A. (Ed.); Preclinical safety
evaluation of biopharmaceuticals. Hoboken, NJ: Wiley 2008; 207-240). KopucCHi y ubOMy MpoLeci
OOCMIMKEHHS MEPEXPECHOT PEaKTUBHOCTI MDK BMAAMW BKMOYAKOTb iIMYHOTICTOXIMIYHE OOCTEXEHHS
TKaHWH Pi3HUX BUAIB 3 BUKOPUCTAHHAM AOCTYMHUX Y NpoJaxKy MynbTUBUAOBUX TKAHWHHUX MiKpoYinis
(Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11; Hall, W.C., Ta iH., y: Cavagnaro, J.A. (Ed.); Preclinical safety
evaluation of biopharmaceuticals. Hoboken, NJ: Wiley 2008; 207-240). AnbTepHaTWBHA oOUjiHKA
3B'A3yBaHHA aHTUTINA 3 KNITUHAMKW LUUX TBAPUH 3a AOMNOMOIOI0 NPOTOYHOro copTyBaHHA KniTuH (FACS)
3a3Buyan € GinbLU YYTNIMBOI, HXK iIMYHOTICTOXIMIYHMI aHani3 3pisiB TkaHuH (Lynch, C.M., Ta iH., mAbs
1 (2009) 2-11; Subramanyam, M. ta Mertsching, E., y: Cavagnaro J.A. (Ed.); Preclinical safety
evaluation of biopharmaceuticals. Hoboken, NJ: Wiley 2008; 181-205). Y Bugis cnig nopisHiooBaTK
OHK- Ta aMiHOKMCROTHI MOCRiAOBHOCTI LiNbOBOr0 aHTUreHa; TakoXK Cnigd Bu3Ha4atu MiKBUAOBY
romonorivHicte (Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11; Subramanyam, M. Ta Mertsching, E., vy:
Cavagnaro J.A. (Ed.); Preclinical safety evaluation of biopharmaceuticals. Hoboken, NJ: Wiley 2008;
181-205).

Kpim uboro, Gioposnogin, pyHKUis Ta CTPYKTypa aHTUreHy y nNpuaaTtHoOro BUAy TBAPWH i MIOAWUHM
MOBUWHHI MiggaBaTUCA MOPIBHAHHIO, OO YMOXMUBUTU OLIHKY TOKCUYHOCTI, SIka BMHMKAE BHAacNigokK
3B'A3yBAHHA AHTUTINA 3 LiNbOBMM AHTUIEHOM i HA3MBAETbLCSl TOKCUMYHICTIO, 0OYMOBNEHOIO Ai€l0 Ha
MieHb (Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11; 19,20). binbLue Toro, 3Ha4Ha noAibHICTL posnoainy
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LiNbOBOr0 aHTUreHa y TKaHWMHaxX BUAY TBAPWH i NIOAUHK 30inbLUye iMOBIPHICTb TOTO, WO BM3HAYEHI Ha
TBapUHaxX OpraHu-MilleHi TOKCUYHOCTI CNyryBatumyTb nepeabadeHHsAM NOTEHUIMHOT TOKCUYHOCTI Y
nogen. HegoctatHbo NoAiGHUA po3Noain aHTUreHa B TKAHWHAX BUAY TBAPWH | MIOAWHW HE BUKMIOYAE
BUKOPUCTAHHA UbOro BUAY TBAPWUH ANA AOCHiAXeHb TOKCUYHOCTI MOBHICTIO, ane Ui pisHUU cnig
BPaxOBYBaTU Mpu OLUiIHIOBAHHI PU3KKIB ANS1 MOAUHKW. Y BiAHOLLEHHI rycTUHM abo adiHHOCTI aHTUreHiB
TakoXX He BMMAaraeTbcs abConoTHOT eKBIBANEHTHOCTI TBAPUHHOT Moaeni Ta moauHun. OBIr'pyHTYBaHHS
nNpuaaTHOCTI Buay, 06paHOro Ans nepeBipkM TOKCUMYHOCTI, CMig BKIIOYMATU Yy NaKeT AOKYMEHTIB Ansi
NOAAHHA B PErynATOPHUIA Oprad. AKWwo Ans OUiHIOBaHHA Ge3nekn BUKOPUCTOBYIOTH NULLE OAWH BUA,
cnig Hagatyh CTUCHWKA NIACYMOK €KCNEePUMEHTIB, AKi NOKasanu BiACYTHICTb A04AaTKOBOro NpPMAaTHOro
Buay (Lynch, C.M., Ta iH., mAbs 1 (2009) 2-11).

AKLWIoO MOHOKMNOHamnNbHE aHTUTINO, MpPU3HaAYEeHe Ans TepaneBTUYHOro 3acTOCYBaHHA, He Mae
NnepexpecHOi peakTUBHOCTI NO BMAY, TO AN MOAEni Cnig BUKOPUCTOBYBATM abo CyporatHe aHTUTINo,
abo iHwWmMi BuA. ToMy CyporatHi aHTUTina € MNOTEHUINHUM BUPILLEHHSAM OOME)KeHb NeEpPEBIPKU
6€e3NeYHOCTi, MOXMUBUX MPU POBOTI 3 ryMaHi30BaAHUMMN MOHOKITOHANbHUMW aHTUTINIAMU 3 OOMEXKEHOI0
nepexpecHo0 peakTUBHICTIO No Bugam. OgHak Ha AaHUMW MOMEHT HEMAE YiTKUX KPUTEPIIB OLIHIOBAHHSA
NOTEHUIMHUX CYpOratHUX aHTUTIN nepen X BUKOPUCTAHHAM Yy BU3HAYEHHI O3HAK Hebe3ne4yHoCTi
nikapcbkoi pevosuHu (Regulatory Toxicology and Pharmacology, Tom 40, Homep 3, rpyaeHs 2004 p.,
C. 219-226).

TakuMm YMHOM, ANSA BUM3HAYEHHHA TBApPWUHHOT MOAEN ANA KOHKpeTHoro mAb cnig B3ATW A0 yBaru
BULLIENEPENiYeHi MipKyBaHHA. TUM He MeHLl HeoOXigHa HAasABHICTb NepexpecHOi pPeakTUBHOCTI
aocnigxkysaHoro mAb 3 UINbOBUM aHTUreHOM TecTOBOro BUAy. |Hakwe HEeMOXMMBO BUKOPUCTATU
HaBiTb HaWGiNbL NpuaaTHUA TecToBMW BUA. Tomy icHye notpeba y mAb, WO He wMawTb
BHYTPILLHLOBUAOBOT NEPEXPECHOT PEaKTUBHOCTI, ane MalTb MPKBUAOBY NEPEXPECHY PEaKTUBHICTb 3i
CBOEIO MILLEHHIO Y MIOANHU | BUAY, MPU3HAYEHOTO AN AOKNiIHIMHMX BUNPOOYBaHb.

A. Mpuknagun aHTuTin 40 TpaHchepUHy

TyT onucaHo aHTuTINa 40 peuentopa TpaHcdepuHy, LWBUAKICTL AMcoLiauil AKMX Npy 3B'a3yBaHHi 3
peuenTopom TpaHCEepUHy MIOAMHU 3HAXOAWUTLCA Yy NEBHOMY Jiana3oHi Agns 3abesneyvyeHHs
Hane)Horo TpaHcnopty 4Yepes NEB. byno BUsiBNeHo, WO UeR Aiana3oH BU3HAYAETbCA 3 04HOro Goky
LWBMAKICTIO Aucouiadii muwayoro aHtutina 128.1 go peuentopa TpaHcdepuHy (aMiHOKMCAOTHI
NocniaoBHOCTI BapiabenbHOro AomeHy, HaBeaeHi y SEQ ID NO: 64 ta 65), BU3HA4YEHO NOBEPXHEBUM
NNasMOHHMM PE30OHaHCOM ANsA peuenTopa TpaHCcgepuHy SIBAHCLKOT Makaku, a 3 iHWoro 6oky — 5 %
Big Uil WBKMAKOCTI aucouiauii (To6To nosinbHiWwow y 20 pasie gucodiadien). B ogHoMy 3 BapiaHTiB
BMKOHaHHSA LIBKMAKICTb Aucouiauii Ana peuentopa TpaHcdepuHy noauHu ctaHoBuTb Big 0,1 1/c go
0,005 1/c, BKMOYHO 3 LUMW 3HAYEHHAMMU.

l'ymaHi3oBaHi aHTuTIina KNoHy 299 3rigHO AaHOro onuMcy He MoxHa O6yno ogepxatu i3
3aCTOCYBaHHAM CTaHAApPTHMX TexHik ryMmadizaudii. HeobxigHo ©yno BBECTM B aMiHOKUCIIOTHY
NoCnigOBHICTbL HecTaHAapTHI MyTauii 3 MEeTol odepXaTu rymaHisoBaHe aHTUTINO 3i LLUBUAKOCTSAMMU
aucouiauii npu 3B'A3yBaHHI 3 peuentopoM TpaHcdepuHy B 6axkaHomy aianasoHi Big 0,1 1/c go 0,005
1/C, BKIIOYHO 3 LMMU 3HAYEHHAMU. Lle 0cobnmMBO BaXNMBO 3 OrNAAy Ha Te, Lo OMUCaHi TYT aHTUTIna
po3pobnsTbca ANs NepeTuHy remaTtoeHuedaniyHoro ©Gap'epy NIOAMHM 3 METOK TPaAHCMOPTY
TepaneBTUYHOr0 KOPUCHOTO HAaBAHTAXKEHHS Y MO3OK.

Byno BuABNEHO, L0 ANA OAep>KaHHA MiAXOAALOro i NpuaaTHOro Ans po3pobku ryMmaHisoBaHoro
aHTuTina notpibHo Oyno 3amiHMTK ABa LUMCTETHOBUX aMiHOKMCMOTHUX 3aNMWLUKK Y NErKOMy naHuosi
BGaTbKiBCbKOrO KpOMSYOro aHTUTINa Ha NpPOMiHOBMIA i acnapariHoBUM amMiHOKUCNOTHI  3amnuLUKy,
BignosiaHo. [logaTtkoBO ANA YTPUMaHHA B 3ajaHOMY AdianasoHi LWBWMAKOCTI gucouiauii cepuHOBUiA
3anuLok nocepeauHi kponadoi CDRL3 cnig 6yno 3aMiHUTK HA anaHiHOBUIA 3anULLIOK.

Kpim uboro, 6yno BUSIBNEHO, WO CHPUATNMBOID € 3MiHA TPbOX aMIHOKMCNOTHUX 3amnuLIKIB Yy
BaXKKOMY NaHUo3i y nonoxeHHAx 65, 100g Ta 105 (Hymepadia 3a Kabat).

Bca Hymepauisa, 3actocoBanHa TyT i aani, 6a3yeTbCsi Ha CXeMi HyYMeEpyBaHHA BapiabenbHMX
JOMeHIB 3a Kabat.

KnoH 299 «kponsyoro aHTuTina A0 TpaHcepuHy MoOKasaeB BACTUBOCTI, MNOPIBHAHHI 3
BNacTMBOCTAMM aHTuTina 128.1 go peuentopa TpaHcdepuHy. Lle moxHa nobauutu 3 HacTynHol
Tabnuui.
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TPaHCUUTO3HE TpaHcuuUTo3 3aranbHum — CyMapHO
xepeno HaBaHTa)keHHA | % Gasonare- 6asonare- - o
- _ anikanbHui [r] |nepeHeceHo [nr]
[nr] panbHUi panbHun [nr]
mAb 128.1 2226 34 757 1229 1986
KnoH-299 2773 36 998 1346 2344
HaBaHTa- %araanmm saranbHui cymapHo EC50 [Hr/mn]
asonate- : .
xepeno KEHHSA % mAb panbHIIA % anikanbHuUn % | nepeHeceHo % | FACS hTfR-
128.1 mADb 128.1 mAb 128.1 mAb 128.1 CHO
mAb 128.1 100 100 100 100 96
KNoH-299 125 132 110 118 275
EC50 [Hi/ Makc. reom. cep.| BiJHOLLEHHS | Make.
xepeno Ma';cflifg_%MH éep. F ACS[Z)F/#JI;] Makgﬁo'l'fR— EC50 makaka/ B'AJ:KLSE:/HH
noguHa
nogvHa
mAb 128.1 78200 314 52100 3.3 0,6
KnoH-299 55600 241 52000 0.9 1,0
BlAcore BlAcore BIHOLLIEHHS!
KEDENO LUBUAKICTb BlAcore t1/2 LUBUAKICTb BlAcore 11/2 t1/2 nioauHa/
Axep aucouiadii huTfR [xB] aucouiadii Makaka TR [xB] A
huTfR [1/c] cyTiR [1/c] Makaka
mAb 128.1 6,06E-04 19 5,47E-02 0,2 90,2
KNoH-299 6,16E-04 19 2,77E-04 42 0,4
Y HacTynHin Tabnuui nokasaHo LWBWMAKOCTI Aucouiauii BapiaHTiB rymaHisaudii  Kponsdoro

BapiabenbHOro AomeHa nerkoro naduwpra knoHy 299 y komOGiHauii 3 BapiaHTamu rymaHisauii
KpONnsyuoro BapiaGenbHOro AOMEeHa BaxKKOro naduiora knoHy 299. NapTHepom 3B'a3yBaHHs OyB
peuenTop TpaHcepuHy NoANHN (BU3HaYeHHA npu 25 °C).

\</'"|'_T 0 (rb) 1 2 5 6 7 9 11 12

0 (tb) | #.34E-04 | 9.08E-04 | 8.06E-04 | 7.72E-04 | 6.63E-04 | 5.15E-04 | 4.06E-04 | 9.01E-04 | 9.056E-04 | 9.201E-04
1| 5.69E-03 | 1.00E-03 | 1.00E-03 | 1.00E-03 | 1.00E-03 | 7.52E-03 | 3.19E-03 | 6.94E-03 | 1.00E-03 | 1.00E-03
2 | 1.25E-03 | 2.86E-03 | 2.75E-03 | 2.41E-03 | 1.87E-03 | 1.31E-03 | 1.01E-03 | 3.99E-03 | 3.85E-03 | 6.35E-03
3 | 1.32E-03 | 4.31E-03 | 3.84E-03 | 3.16E-03 | 2.82E-03 | 1.45E-03 | 1.00E-03 | 4.17E-03 | 5.65E-03 | 5.86E-03
4 | 1.36E-03 | 2.56E-03 | 2.63E-03 | 2.38E-03 | 1.87E-03 | 1.25E-03 | 7.88E-04 | 2.70E-03 | 3.88E-03 | 3.11E-03
5 | 1.94E-03 | 2.71E-03 | 2.62E-03 | 2.53E-03 | 1.66E-03 | 1.35E-03 | 1.07E-03 | 3.50E-03 | 4.56E-03 | 5.82E-03
6 | 1.00E-03 | 5.38E-03 | 5.55E-03 | 4.64E-03 | 3.06E-03 | 1.97E-03 | 1.40E-03 | 6.83E-03 | 6.71E-03 | 7.05E-03
7 | 4.63E-03 | 7.33E-03 | 7.50E-03 | 6.97E-03 | 5.63E-03 | 3.66E-03 | 2.31E-03 | 7.61E-03 | 7.81E-03 | 7.71E-03
8 | 1.39E-03 | 4.85E-03 | 3.94E-03 | 3.78E-03 | 3.01E-03 | 1.72E-03 | 1.16E-03 | 5.23E-03 | 5.52E-03 | 5.31E-03

9-NYA | 1.41E-03 | 2.46E-03 | 2.21E-03 | 2.03E-03 | 1.41E-03 | 1.21E-03 | 1.01E-03 | 2.52E-03 | 2.49E-03 | 2.19E-03
10 [ 1.88E-03 | 6.77E-03 | 6.49E-03 | 6.53E-03 | 4.55E-03 | 2.64E-03 | 1.73E-03 | 7.19E-03 | 7.16E-03 | 7.79E-03
12| 5.41E-03 | 7.05E-03 | 8.14E-03 | 1.00E-03 | 7.78E-03 | 7.75E-03 | 6.72E-03 | 1.00E-03 | 7.87E-03 | 1.00E-03
14 [ 1.78E-03 | 2.99E-03 | 2.44E-03 | 2.33E-03 | 2.20E-03 | 1.53E-03 | 1.04E-03 | 3.32E-03 | 3.51E-03 | 5.46E-03
15| 6.63E-03 | 6.69E-03 | 6.38E-03 | 6.37E-03 | 4.21E-03 | 2.73E-03 | 1.81E-03 | 7.39E-03 | 7.09E-03 | 7.76E-03
17 | 1.49E-03 | 7.56E-03 | 7.12E-03 | 7.45E-03 | 7.17E-03 | 1.87E-03 | 1.12E-03 | 4.25E-03 | 7.55E-03 | 7.27E-03

WT 13 15 16 17 18 19 20 21 22 | 23-DANG

0 (tb) | #.82E-04 | 7.63E-04 | 6.53E-04 | 4.13E-04 | 1.09E-03 | 1.00E-03 | 1.11E-03 | 5.65E-04 | 5.06E-04 | 3.38E-04
1 [ 1.00E-03 | 7.72E-03 | 7.71E-03 | 4.33E-03 | 1.00E-03 | 1.00E-03 | 1.00E-03 | 7.71E-03 | 5.78E-03 | 2.80E-03
2 | 2.46E-03 | 2.16E-03 | 1.97E-03 | 1.05E-03 | 4.89E-03 | 7.69E-03 | 5.25E-03 | 1.38E-03 | 1.26E-03 | 7.15E-04
3 | 2.77E-03 | 2.07E-03 | 1.73E-03 | 8.43E-04 | 6.65E-03 | T.00E-03 | 7.15E-03 | 1.94E-03 | 1.43E-03 | 7.83E-04
4 | 1.30E-03 | 1.34E-03 | 1.27E-03 | 7.23E-04 | 3.35E-03 | 1.00E-03 | 4.36E-03 | 1.46E-03 | 1.18E-03 | 7.61E-04
5 | 2.18E-03 | 2.14E-03 | 2.23E-03 | 1.23E-03 | 3.49E-03 | 1.00E-03 | 3.52E-03 | 1.37E-03 | 1.41E-03 | 8.80E-04
6 | 3.65E-03 | 3.50E-03 | 3.39E-03 | 1.71E-03 | 6.74E-03 | 1.00E-03 | 6.06E-03 | 2.07E-03 | 2.14E-03 | 1.16E-03
7 | 6.68E-03 | 5.43E-03 | 5.25E-03 | 2.33E-03 | 7.66E-03 | 1.00E-03 | 7.14E-03 | 2.38E-03 | 3.37E-03 | 1.55E-03
8 | 2.47E-03 | 2.09E-03 | 1.97E-03 | 1.11E-03 | 6.77E-03 | 6.71E-03 | 6.58E-03 | 1.74E-03 | 1.65E-03 | 9.41E-04

9-NYA | 1.39E-03 | 1.42E-03 | 1.36E-03 | 9.34E-04 | 2.21E-03 | 6.17E-03 | 1.89E-03 | 1.13E-03 | 1.76E-03 | 7.69E-04
10| 5.89E-03 | 3.99E-03 | 4.24E-03 | 1.88E-03 | 7.46E-03 | 1.00E-03 | 7.05E-03 | 2.11E-03 | 2.09E-03 | 1.20E-03
12| 7.85E-03 | 7.64E-03 | 7.54E-03 | 2.84E-03 | 1.00E-03 | 1.00E-03 | 1.00E-03 | 7.54E-03 | 6.44E-03 | 1.87E-03
14| 2.09E-03 | 1.94E-03 | 1.75E-03 | 1.05E-03 | 3.00E-03 | 7.96E-03 | 2.39E-03 | 1.03E-03 | 1.12E-03 | 7.33E-04
15| 7.11E-03 | 6.03E-03 | 4.77E-03 | 1.56E-03 | 7.58E-03 | 1.00E-03 | 7.85E-03 | 1.92E-03 | 1.79E-03 | 9.86E-04
17 | 3.39E-03 | 1.69E-03 | 1.66E-03 | 9.88E-04 | 5.30E-03 | 1.00E-03 | 4.57E-03 | 9.97E-04 | 9.38E-04 | 6.94E-04
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KomGiHauito VH23 Ta VL9 o6panu B IKOCTi NOYaTKOBOT TOUKM ANS MOAANbLLOIO KOHCTPYIOBAHHSA 3
METOIO POo3pobKM CalTy 3B'A3yBaHHA, sikmil 6u Ginbll TOYWHO BigobpakaB 3B'A3yBanbHi BIACTUBOCTI
aHTuTina 128.1 woao peuenTopy TpaHcepuHy ABaHCbKUX MakakK y BigHOLUEHHI 3B'A3yBaHHA 3
peLenTopom TpaHceprHy MIOANHN.

Y HactynHin Tabnuui nokasaHe NOPIBHAHHA LUBMAKOCTEN Agucouiauii pisHMX npuknagie BapiaHTiB
VH23 T1a VL9, a TakoxK pi3HMX iHWIKUX BapiaHTiB rymaHisauii BapiabenbHOro AoMeHy AN peuentopy
TpaHcdepuHy nioauHu (BusHadeHux arigHo Mpuknaay 14, 25 °C).

VKO- | VKO- | VKO- | VK9- | VHB67- | VKi2- | VKi7- | VKi5- | VK2- | VK6-

NYA | SYA | GYS | CYS |P.NYA| HYS | TYS | AYS | SYS | svs
VH23-DANG |8.83E-03 3.96E-03 4.62E-03|1.53E-02|2.29E-03|6.97E-03|5.226-03 1'962'5'
VH23-DASG |3.95E-02|4.84E-04]3.73E-03| 2.33E-03
VH23-DAQG |[1.49E-02|7.55E-04]3.75E-03]1.51E-03
VHO-DANG |1.82E-03 6.50E-03 4.00E-02
VH9-DAQG |1.25E-03

3.08E-

VH7-DANG o

eTanoH: 128.1=7.78E-02 (BU3Ha4eHO AN peUenTopy TpaHceprHy ABaHCLKUX MaKak).
Y HacTynHin Tabnuui nokasaHe MopiBHAHHA KIHETUMHUX AAHUX PisHMX Npuknagis BapianTie VH23
Ta VL9 (BnsHaueHux srigHo Mpuknaay 13).

Ananis BIAcore @ 25 °C TR kd o] kalc™'] [ kD [M]
mAb 128.1 ABaHCLKa MaKaka 7.33E-02 541E:05 | 908
VH23-DASG/VLO9-NYA nloanHa 3.95E-02 883E-04 | *F
VH23-DAQG/VLO9-NYA nioauHa 1.37E-02 121605 | 0OF
VH23-DANG/VLO9-NYA noauHa 8.83E-03 155605 | O 7EF

Y HactynHin Tabnuui nokasaHo LWBMAKOCTI Aucouiauii BapiaHTiB rymadisauii  muavoro
BapiabenbHOro AomMeHa nerkoro naduiora KroHy 494 y kombiHauii 3 BapiaHTamu rymadisadii
MuLIa4yoro BapiabenbHOro AOMEHa BaXKKOro naHuwpora KnoHy 494. lNapTtHepom 3B'a3yBaHHs OyB
peuenTop TpaHCHEPUHY MIOOUHM.

\CI'_I’ 0 (mu) 1 2 3 4

0 (mu) 136E-04 137E-04 1 56E-04 148E-04 | 1.77E-04
1 3.70E-04 4.10E-04 4.54E-04 4.76E-04 | 4.48E-04
2 3.64E-04 3.99E-04 4.06E-04 4.15E-04 | 4.38E-04
3 3.39E-04 3.86E-04 4.30E-04 4.34E-04 | 4.50E-04
4 5 42E-04 6.57E-04 7.03E-04 6.83E-04 | 7.05E-04
5 5 44E-04 6.84E-04 717E-04 717E-04 | 7.28E-04
6 3.81E-04 4.86E-04 5.07E-04 5.50E-04 | 5.50E-04
7 2 32E-04 2 74E-04 2 99E-04 3.06E-04 | 3.06E-04

BinbWw getanbHO, B OAHOMY 3 acnekTiB BMHAaXig 4acTKOBO 6asyeTbCA Ha BUSABMNEHHI TOro, LLUO
AHTUTINO A0 peuenTopa TpaHCGEPUHY 3riAHO HAAAHOTO TYT ONMUCY MOXe OYyTW 3aCTOCOBaHE B SAKOCTI
TPaHCMOPTHOrO MOAyns Yepes rematoeHuedanivyHuin 6ap'ep ana agocraeku ob'ekra-edekropa MO3Ky
yepes rematoeHuedaniyHuin Gap'ep y TONMOBHWA MO30K. Y MNEBHUX BapiaHTax BMKOHAHHS
TPaHCMOPTHUIA MoAynb 4epe3 remaTtoeHuedaniyHuin  Gap'ep aBnae cobol0  OAHOBANEHTHUNA
3B'A3yBanbHUn 00'€KT, AKUIA cneundpiyHO 3B'A3YETLCA 3 PeuenTopoM TpaHcdepuHy. AHTUTINA Ao
peuenTtopa TpaHcdepuHy 3rigHO A4aHOro ONUCY MpPW 3aCTOCYBaHHI B SKOCTi TPAHCNOPTHOro Moayns
yepes remaroeHuedaniyHuin 6ap'ep KOPUCHI, Hanp., ANs AiarHOCTUKKM abo nikyBaHHS HEBPONOTYHUX
NnopyLLEHb, Takux fK xBopoba Anburerimepa, xsopoba [lapkiHcoHa Ta xsopoba Anburenmepa 3
CYNyTHLOIO XBOPOOOIO MNapKiHCOHA.

Byno BUABMEHO, WO aHTUTINO, ke BKIoYae BapiabenbHUin JOMEH BaXKKOro nadutora 3a SEQ ID
NO: 24 ta BapiabencHuii goMeH nerkoro naduira 3a SEQ ID NO: 37, y BigHOweHHi peuenTopa
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TpaHcpepuHy noanHn Bigobpaxkae BNAacTUBOCTI 3B'A3yBaHHA MUMLIAYOro aHTuTina 128.1 y BigHOLIEHHI
peuenTopa TpaHcepuHy SBaHCbKMX Makak, Lo CTOCYIOTLCA WWBUAKOCTI Aucouiauii 3B'a3yBaHHS.

BianosigHo, OAHMM 3 ONUCAHWMX TYT AacnekTiB € i30fbOBaHEe aHTUTINO, Lo 3B'A3YeTbCA 3
peuentopom TpaHcdepuHy nmoguHun (huTfR) Ta peuentopom TpaHchepuHy asaHcbkux Makak (CyTfR),
NPUYOMY aHTUTINO Mae LIBKMAKICTL Aucouiadii, BU3HAYEHY METOAOM MOBEPXHEBOro MIA3MOHHOMO
pe3oHaHcy Ans peuentopy TpaHcdepuHy noaunHu, B gianasoHi Big 0,1 1/c go 0,005 1/c.

[HWKMM onucaHMm TYT AacrnekToOM € 3aCTOCYBaHHA aHTutina abo dparMeHTa aHTWUTInG, Lo
3B'A3yeTbCA 3 peyentopoM TpaHcdepuny nogmHn (huTfR) Ta peuenTtopom TpaHcepuHy ABaHCbKUX
Makak (cyTfR), npuyoMy aHTUTINO Mae WBMAKICTb Aucoudiauii, BUSHAYEHY METOAOM MOBEPXHEBOrO
NNasMOHHOrO pe3oHaHcy ANna peuentopy TpaHcdepuHy noanHu, B gianasoHi Big 0,1 1/c go 0,005 1/c,
AN AOCTaBKM TepaneBTUYHOro ob'ekra yepes remartoeHuedanivyHun 6ap'ep.

B oaHoMy 3 BapiaHTiB BUKOHaHHS LWBUAKICTb Aucouiauii Bu3HayeHa npu 500, 250, 125, 62,5,
31,25, 15,625 ta 0 HM.

B ogHoMy 3 BapiaHTiB BUKOHaHHSA LUBKMAKICTb Aucouiaulil BU3Ha4YeHa 3 BUKOPUCTaHHAM dina ans
NMOBEPXHEBOIr0 MMA3MOHHOIO pe3oHaHcy 3 GiOTMHOBOIO MOBEPXHEK Ta pyxomum Oydepom 1xPChb 3
aogasaHHAM 250 MM xnopuay HaTpilO NPy WBKAKOCTI NOTOKY 10 MKN/XB.

B ogHoMmy 3 BapiaHTiB BWMKOHaHHA acouiadito Bigcnigkosysanu npotarom 180 cekyHa, a
aucouiadito Bigcniakosysanu npotarom 600 cekyHA.

B ogHOMY 3 BapiaHTiB BUKOHAHHSA LLUBUAKICTL Ancouiadil BusHadanu Ha BlAcore T200.

B ogHOMYy 3 BapiaHTiB BUKOHAHHA LUBUAKICTL Ancouiadil ctaHoBuTb Big 0,08 1/¢ oo 0,008 1/c.

B ogHOMY 3 BapiaHTiB BUKOHAHHS BCiX aCNeKTiB LWBMAKICTb AMcouiauii Bu3Ha4vatotb npu 25 °C.

B ogHoMy 3 BapiaHTiB BUKOHAHHA BCiX acnekTiB LUBMAKICTb Aucouiauii € WBKAKICTIO gucouiaui,
BU3Ha4eHoto npu 25 °C.

OaHuM 3 onucaHuxX TYT acnekTiB € aHTWUTINO A0 peuenTopa TpaHcdepuHy, ke cneynudivHo
3B'A3yeTbCA 3 peyentopoM TpaHcdepuny nogmHn (huTfR) Ta peuenTtopom TpaHcepuHy ABaHCbKUX
Makak (cyTfR) Ta Bkniovae |) rymaHisoBaHuin BapiabenbHUA AOMEH BaXKKOrO NMaHUtora, Wwo noxoautb
Bi BapiabenbHOro AOMeHy Baxkkoro naduiora 3a SEQ ID NO: 01, Ta Il) rymanisoBaHuii BapiabenbHui
JOMEH NErkoro naHuora, Lo NoXoAuThb Big BapiabenbHOro AoMeHy nerkoro naHuwora 3a SEQ ID NO:
26, npu uboMy BapiabenbHWA AOOMEH nNErkoro naHuwra y nonoxeHHi 80 Mae nponiHOBMIA
aMmiHOKMCNOTHUI 3anuuwok (P), y nonoxeHHi 91 acnapariHoBuin amiHOKACHOTHMI 3anuwok (N) iy
NONoXeHHi 93 anaHiHOBUI aMiHOKUCIIOTHUI 3anuwok (A) (Hymepauia 3a cuctemolo Kabat).

B ogHomy 3 BapiaHTiB BUKOHAHHS aHTUTINO A0AAaTKOBO Mae y nonoxeHHi 100g BapiabenbHoro
OOMEHY BaXKKOro naduiora (Hymepadia 3a Kabat) amiHOKMCNOTHUIA 3anuLwok cepuny (S).

B ogHOMy 3 BapiaHTiB BMKOHaHHS aHTUTINO A0AATKOBO Mae y MONOXEHHI 65 BapiabenbHoOro
OOMEHY BaXKKOro naduiora (Hymepauia 3a Kabat) aMmiHOKUCRNOTHWIA 3anuLok cepuny (S).

B oaHoMy 3 BapiaHTiB BUKOHAHHSI aHTWUTINO A0AATKOBO Mae y MomnoxeHHi 105 BapiabenbHoro
JOMEHY BaXKKOTo naHutora (Hymepadisa 3a Kabat) amiHOKMCIOTHUIA 3anuLwok rnytaminy (Q).

OaHuM 3 onucaHMxX TYT acnekTiB € aHTUTINO A0 peuenTopa TpaHcdepuHy, ke cneundidHo
3B'A3yeTbCA 3 peyentopoM TpaHcdepuHy nognHn (huTfR) Ta peuenTopom TpaHcepuHy SABaHCLKUX
Makak (cyTfR) Ta Bkniovae |) rymaHisoBaHuin BapiabenbHUA AOMEH BaXKKOrO NMaHUtora, Wwo noxoautb
Bia BapiabenbHOro AoMeHy Bakkoro naduiora 3a SEQ ID NO: 01, 1a Il) rymanisoBaHuin BapiabenbHui
[JOMEH NMErKoro naHutora, Lo nNoXoAuTb Bia BapiabenbHOro AoMeHy nerkoro naHutora 3a SEQ ID NO:
26, npu UbOMY aHTUTINO Mae WBMAKICTb Aucouiadii B oanHuuax BuUMipy 1/c ans peuentopa
TpaHcbepuHy nmoaMHK, sKka MeHwa abo aopiBHoe (TOOTO WOHANGINbLWIE € PIBHOK) LUBUAKOCTI
aucoudiaudii B oauHuyax suMmipy 1/¢c avtutina 128.1 go peuentopa TpaHcdepuHy ANA peuentopa
TpaHcdepuHy SBaHCBLKMX Makak, A€ WBWUAKOCTI Aucouiauii BU3HAYEHO METOAOM MOBEPXHEBOIO
NNasmMoHHOro pe3oHaHey, i Ae aHTuTino 128.1 oo peuentopa TpaHchepuHy mae BapiabenbHUn JOMeH
Bakkoro naduora 3a SEQ ID NO: 64 Ta BapiabenbHuii JoMeH nerkoro nadutora 3a SEQ ID NO: 65.

B ogHomy 3 BapiaHTiB BUKOHAHHA aHTUTINO Mae WBKUAKICTb aucoudiadii B oguHuUax sumipy 1/c ans
peuenTopa TpaHctepuHy noauHu, aka |) meHwa abo gopiBHe (TOOTO LWOHANBINbLUE € PiBHOM)
LWBMAKOCTI Aucodiauii B oauHuusx sumipy 1/c aHTtutina 128.1 go peuentopa TpaHCdheEpUHy ans
peuenTopa TpaHCcepuHy sBaHCbkMX Makak T1a Il) Ginbwa abo aopiBHoE (TOOTO LOHAWMEHLLE €
piBHOIO) 5 % wWBMAKOCTI Aucouiauii B oguHuuax Bumipy 1/c aHtutina 128.1 oo peuentopa
TpaHcEepUHy ANng peuenTtopa TpaHchepuHy ABaHCbKNX Makak.

OaHuM 3 onucaHMxX TYT acnekTiB € aHTUTINO A0 peuenTopa TpaHcdepuHy, ke cneundidHo
3B'A3yeTbCA 3 peyentopoM TpaHcdepuny nogmHn (huTfR) Ta peuenTtopom TpaHcepuHy ABaHCbKUX
Makak (cyTfR). Y neBHUX BapiaHTax BUKOHAHHA aHTUTINO A0 peuenTopa TpaHcdhepuHy

- 3B'As3yeTbCs 3 peuentopoMm TpaHcdepuHy moauHn (huTfR) Ta peuentopom TpaHChEPUHY
sBaHCbKUX Makak (CyTfR);

- Mae LWBUAKICTb Aucouiauii B oguHMusax BuMipy 1/c ana peuentopa TpaHcdepuHy FNOANHK, SKa
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MeHWwa abo gopiHe (TOOTO WOHAaWOINbLIE € PIBHOKW) LIBMAKOCTI Aucouiauii aHTuTina 128.1 ao
peuenTtopa TpaHcepuHy ana peuentopa TpaHcepuHy ABAHCLKUX Makak, Ae LWBUAKOCTI aucoudiauii
BM3HAYEHO METOAOM MOBEPXHEBOrO MMa3MOHHOIO Pe3OHaHcy, i ge aHtuTino 128.1 go peuentopa
TpaHcepuHy Mae BapiabenbHUn AOMEH Baxkkoro nadutora 3a SEQ ID NO: 64 ta sapiabenbHui
JOMeH nerkoro nadutora 3a SEQ ID NO: 65;

- 3B'A3YETHCA 3 peLUEenTOpoM TpaHCcepUHy NanHK 3i Weuakictio aucoudiadii sig 0,1 1/c go 0,005
1/C, BKIIOYHO 3 LUMMWU 3HAYEHHAMUN,

B ogHomy acnekTi 3abesneyeHe aHTUTING A0 peuenTopa TPaHCMEPUHY, LLIO BKNIOYAE NMPUHANMHI
O4Hy, ABi, TpK, YoTupu, N'atb abo wictb HVR, BubpaHux 3 (a) HVR-H1, wo Bkntovyae amiHOKUCIOTHY
nocnigoBHicte SEQ ID NO: 66; (6) HVR-H2, wwo Bkntovyae amiHOKMCNOTHY nocnigoBHictb SEQ ID NO:
68; (B) HVR-H3, wo Bknovae amiHOKMCNoTHY nocnigoBHicte SEQ ID NO: 71, 72 a6o 73; (r) HVR-L1,
Lo BKMOYae aMiHOKMCNOTHY nocnigoBHicTe SEQ ID NO: 75; (1) HVR-L2, wwo BKkroYae aMiHOKMCNOTHY
nocnigosHicte SEQ ID NO: 76; ta (a) HVR-L3, wo Bkniovyae aMiHOKACIOTHY nocnigosHictb SEQ ID
NO: 78.

B oaHOMy acnekTi BUHaxoaom 3abesneveHe aHTUTINO, WO BKNIOYAE MPUHANMHI OQHY, MPUHANMHI
ABi abo Bci Tpu nocnigoBHocTi VH HVR, Bubpani 3 (a) HVR-H1, wo Bkno4yae amiHOKMCNOTHY
nocnigoBHicte SEQ ID NO: 66; (6) HVR-H2, wwo Bkntovyae amiHOKMCNOTHY nocnigoBHictb SEQ ID NO:
68; Ta (B) HVR-H3, wo Bknioyae amMiHOKMCNOTHY nocnigoBHicte SEQ ID NO: 71 abo 72 a6o 73. B
OQHOMY acnekTi BUHaxoAoM 3abe3neyeHe aHTUTINO, LLO BKMOYAE MPUHANMHI OAHY, MPUHANMHI ABI
abo Bci Tpm nocnigoBHocTi VH HVR, BuGpaHi 3 (@) HVR-H1, wo BkMw4ae amiHOKACNOTHY
nocnigoBHicte SEQ ID NO: 66; (6) HVR-H2, wo Bkntovyae amiHOKMCNOTHY nocnigoBHicte SEQ ID NO:
68; Ta (8) HVR-H3, Wwo BKNo4yae amiHOKMCNOTHY nocnigoBHicTe SEQ ID NO: 72. B ogHOMY acnekTi
BMHAXO0AOM 3abe3neyvyeHe aHTUTING, WO BKIKOYAE MPUHAWMHI OAHY, NMPpUHaANWMHI ABi abo BCi Tpu
nocnigoHocTi VH HVR, Bu6paHi 3 (a) HVR-H1, wo Bkno4ae amiHOKMCNOTHY nocnigosHicTb SEQ ID
NO: 66; (6) HVR-H2, wo Bkniovae amiHOKMCNOTHY nocnigosHicte SEQ ID NO: 68; ta (8) HVR-H3, wo
BKMOYae amiHoOKMCroTHY nocrigoBHicTe SEQ ID NO: 73. B ogHOMYy i3 BapiaHTiB BUKOHAHHSI aHTUTINO
Bkntovae HVR-H3, wo Bknwyae aMmiHOKMCNOTHY nocnigoBHicTe SEQ ID NO: 71 abo 72 abo 73. B
OQHOMY i3 BapiaHTiB BMKOHAHHA aHTWUTInO BKkMoyae HVR-H3, wWwo Bknoyae amiHOKUCNOTHY
nocnigoBHicte SEQ ID NO: 71 abo 72 abo 73, ta HVR-L3, wWo BKIOYaE aMiHOKUCNOTHY
nocnigosHicte SEQ ID NO: 78. B ogHOMY i3 BapiaHTiB BUKOHAHHA aHTUTINO Bknovyae HVR-H3, wo
BKIOYAE aMiHOKMCMNOTHY nocnigosBHicTb SEQ ID NO: 71 abo 72 abo 73, HVR-L3, wo Bknio4vae
aMmiHOKMCNOTHY nocnigosHicte SEQ ID NO: 78, ta HVR-H2, wWwo BKMAwYae amiHOKUCNOTHY
nocnigosHicte SEQ ID NO: 68. Y noganeLuomy BapiaHTi BUKOHAHHA aHTUTINO Bkniovae (a) HVR-HT,
LLO BKIOYaE aMiHOKUCIOTHY nocnigoBHicTb SEQ ID NO: 66; (6) HVR-H2, wo Bknoyae amiHOKMCIOTHY
nocnigosHicte SEQ ID NO: 68; ta (8) HVR-H3, wo Bkno4vae aMiHOKMCNOTHY nocnigosHicte SEQ ID
NO: 72.

B iHWoOMy acnekTi BUHaxoaom 3abesneyeHe aHTUTINO, Lo BKMOYAE NPUHAMMHI OQHY, NPUHANMHI
aBi abo Bci Tpu nocnigoBHocTi VL HVR, Bubpani 3 (@) HVR-L1, wo BKkMo4Yae amiHOKMCMOTHY
nocnigoBHicte SEQ ID NO: 75; (6) HVR-L2, Wwo BkMo4Yae amiHOKMCNOTHY nocnigoBHicTe SEQ ID NO:
76; Ta (B) HVR-L3, wo Bkntovae amiHokmcnoTHy nocnigosHicte SEQ ID NO: 78. B ogHoMYy i3 BapiaHTiB
BUKOHaHHSA aHTUTINO BKMo4vae (a) HVR-L1, wo Bknovae amiHOKMCNOTHY nocnigosHicte SEQ ID NO:
75; (6) HVR-L2, wo BKnoyae aMmiHOKMCNOTHY nocnigaoBHictb SEQ ID NO: 76; ta (B) HVR-L3, wpo
BKIOYMAE aMiHOKMCNOTHY nocnigoBHicTb SEQ ID NO: 78.

B iHWoOMY acnekTi aHTUTINO 3rigHO BUHaxoay Bkniodae (a) gomeH VH, Wo BkNoYae npuHanMHi
04Hy, NpuHanWMHi ABi abo BCi Tpu nocnigoHocTi VH HVR, Bubpani 3 (I) HVR-H1, wo Bkniovae
aMiHokMcnoTHy nocnigoBHicte SEQ ID NO: 66, (II) HVR-H2, wo Bknwoyae amiHOKUCIOTHY
nocnigosHicte SEQ ID NO: 68, Ta (lll) HVR-H3, wo Bkniovae amiHOKMCNOTHY NOCAIAOBHICTb, BUOpaHy
3 SEQ ID NO: 71 abo 72 abo 73, Ta (6) aomeH VL, Wo BKMOYMAE NPUHANMHI OHY, MPUHANMHI ABi abo
BCi Tpu nocnigoeHocTi VL HVR, BubGpaHi 3 (I) HVR-L1, wo BkNw4yae aMiHOKUCNOTHY MOCNIAOBHICTb
SEQ ID NO: 75, (Il) HVR-L2, wo Bkno4Yae aMiHOKMCNOTHY nocnigoBHicte SEQ ID NO: 76, ta (8) HVR-
L3, Wwo BKMOYMAaE aMiHOKMCNOTHY nocniaoBHicTe SEQ ID NO: 78.

B iHWoMy acnekTi BUHaxoaom 3abesnedeHe aHTUTINO, ske Bknio4vae (a) HVR-H1, wo Bkniovae
aMiHOKMCNOTHY nocnigoBHicte SEQ ID NO: 66; (6) HVR-H2, wo Bknwoyae amiHOKUCNOTHY
nocnigoBHicte SEQ ID NO: 68; (8) HVR-H3, wo Bkntovae aMmiHOKMCNOTHY nocniaoBHicTe SEQ 1D NO:
72; (N HVR-L1, wo Bkniovae amiHOKMCNOTHY nocnigoBHict SEQ ID NO: 75; (Y HVR-L2, wo skntovae
aMiHokMcnoTHy nocnigosHicte SEQ ID NO: 76; ta (8) HVR-L3, wo Bkmioyae amiHOKUCNOTHY
nocnigoBHiCTb, BUOpaHy 3 SEQ ID NO: 78.

B Oyab-akoMy 3 BULLENEPENiHEHNX BAPIAHTIB BUKOHAHHA aHTUTINO A0 peuentopa TpaHcdepuHy
rymaHisopaHe. B ogHOMY i3 BapiaHTiB BMKOHAHHA aHTUTINO OO0 peuenTopa TpaHCcgepuHy BKMYae
HVR 3rigHo 6yab-sIKOro 3 BULLIENEPENIMEHNX BAPiaHTIB BUKOHAHHA | 40AATKOBO BKMIOYAE aKLUENTOPHY
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KapkacHy AiNsiHKY JIOAWMHUW, Hanp., KapkacHy AiNgHKy iMyHorno6yniHy noguHu abo KOHCEHCYCHY
KapKacHy AiNaHKy NIOgNHN.

B iHWIOMY acnekTi aHTUTINO A0 peuenTopa TpaHCchepuHy BKMNOYAE NOCMIAOBHICTL BapiabensHOro
AoMeHy Bakkoro naduiora (VH), sika npuHanMHi Ha 90 %, 91 %, 92 %, 93 %, 94 %, 95 %, 96 %, 97 %,
98 %, 99 %, abo Ha 100 % igpeHTUYHA amiHOKMCNOTHIW nocniaoBHocTi SEQ ID NO: 24, Ta mae
npubnusHo Taky camy LIBWAKICTb Aucouiauil, WO W aHTWUTINO, $KE BKMIOYAE MNOCMiAOBHICTb
BapiabensHoro goMeHy Baxkoro naHutora (VH) 3a SEQ ID NO: 24. Y neBHMX BapiaHTax BMKOHAHHSA
VH-nocnigoBHiCTb, ineHTUYHa npuHanMHi Ha 90 %, 91 %, 92 %, 93 %, 94 %, 95 %, 96 %, 97 %, 98 %
a6o Ha 99 %, MICTUTb 3aMilleHHs (Hanp., KOHCEPBATMBHI 3aMilleHHs), iHcepuii abo aeneuii BiAHOCHO
€TanoHHOI MOCAIQOBHOCTI, OAHAaK aHTUTINO A0 peuentopa TpaHCEPUHY, WO BKAKOYaAE Taky
NOCNiAOBHICTb, 30epirae 34aTHICTb 3B'I3yBaTUCA 3 PELIENTOPOM TPaHCAEPUHY 3 TAKOK K LUBUAKICTIO
aucouiadii. Y neBHux BapiaHTax BukoHaHHa B SEQ ID NO: 24 3amiweHo, BCTaBneHo i/fabo BuganeHo
BCbOro Big 1 Ao 10 aMiHOKMCNOT. Y NEeBHUX BapiaHTaxX BMKOHAHHA 3aMmilleHHs, iHcepuil abo aeneuii
BiaOyBawoThCca y AinaHkax nosa HVR (to6to y FR). AHTMTINO A0 peuentopa TpaHcdepuHy
HeoboB'A3koBo BKMouae VH-nocnigoHicTb 3a SEQ ID NO: 24, BKMIOYHO 3 MOCTTpPaHCRAUIAHUMU
MoaudikaLisiMu1 L€l NOCNiAOBHOCTI. Y KOHKPETHOMY BapiaHTi BUKOHaHHA VH Bknovae ogHy, asi abo
Tpn HVR, BuGpaHi 3: (@) HVR-H1, wo Bknovyae amiHOKMCNOTHY nocnigoBHicTb SEQ ID NO: 66, (6)
HVR-H2, wo skniovyae amiHokucnoTHy nocnigosHicte SEQ ID NO: 68, Tta (8) HVR-H3, wo Bkniovae
aMiHOKMCNOTHY nocnigosHicTb SEQ ID NO: 72.

B iHWOMY acnekTi HagaHe aHTUTINOG A0 peuenTopa TpaHCdEepuHy, Ae aHTUTINO BKN4Yae
NnocniaoBHICTL BapiabenbHoro goMmeHy nerkoro nadutora (VL), aka npuHanmMHi Ha 90 %, 91 %, 92 %,
93 %, 94 %, 95 %, 96 %, 97 %, 98 %, 99 %, abo Ha 100 % ineHTU4YHa aMiHOKMCNOTHIN NOCNiAOBHOCTI
SEQ ID NO: 37, Ta mae npubnM3HO Taky camy LUBMAKICTb Aucouiauii, Lo W aHTMTINO, AKe BKMOYae
NoCnigoBHICTL BapiabenbHoro gomeHy nerkoro nadutora (VL) 3a SEQ ID NO: 37. Y neBHux BapiaHtax
BUKOHaHHSA VL-nocnigoBHICTb, iAeHTUYHa npuHanMHi Ha 90 %, 91 %, 92 %, 93 %, 94 %, 95 %, 96 %,
97 %, 98 % abo Ha 99 %, MiCTUTb 3aMilieHHA (Hanp., KOHCEPBATMBHI 3aMilleHHs]), iHcepuii abo
geneuii BiAHOCHO €TanoHHOT MOCRIAOBHOCTI, OAHAK aHTUTINO A0 peuentopa TpaHCAEPUHY, LLUO
BKITKOYAE TaKy NOCMiAOBHICTb, 36epirae 34aTHICTb 3B'A3yBaTUCH 3 PELIENTOPOM TPaHCHEPUHY 3 TaAKOI
XK LUBMAKICTIO aucouiadii. Y neBHUX BapiaHTax BukoHaHHA B SEQ ID NO: 37 3amilleHo, BCTaBfeHO
ifabo BuganeHo Bcboro Biga 1 Ao 10 aMiHOKMCNOT. Y MEBHMX BapiaHTax BUKOHAHHA 3aMilLEHHS,
iHcepuii abo peneuii BinbyBatwTbes y ginsHkax no3a HVR (to6to y FR). AHTUTINO A0 peuentopa
TpaHcepuHy HeoboB'AskoBo Bknwovae VL-nocnigoBHicte 3a SEQ ID NO: 37, BKMWOYHO 3
nocTTpaHcnAUiiHUMK Moauddikauiammu Liel NnocnigoBHOCTI. Y KOHKPETHOMY BapiaHTi BUMKOHaHHA VL
BKIoYae oaHy, Asi abo Tpu HVR, BubpaHi 3: (a) HVR-L1, WwWo Bkno4vae amiHOKUCNOTHY MNOCNIAOBHICTb
SEQ ID NO: 75; (6) HVR-L2, wo Bkno4vae aMmiHOKMCNOTHY nocnigosHicte SEQ ID NO: 76; ta (8) HVR-
L3, Wwo BKMOYMae aMiHOKUCNOTHY nocnigoBHicTe SEQ ID NO: 78.

B iHWoOMY acnekTi HagaHe aHTWUTINO A0 peuenTopa TpaHctepuHy, ae aHTUTINO Bknodae VH 3a
Oyab-AKMM 3 BULUEBUKNAAEHUX BapiaHTiB BUMKOHAHHA Ta VL 3a Oyab-AkMM 3 BULUEBUKNAAEHUX
BapiaHTiB BUKOHAHHA. B 0gHOMY 3 BapiaHTiB BUKOHaAHHSA aHTUTINO Bknoyvae VH- ta VL-nocnigoBHoOCTI
3a SEQ ID NO: 24 Ta SEQ ID NO: 37, BianoBsigHo, BKNIOYHO 3 NOCTTpaHcnsaUinHMMKU mogudcpikadiamu
LMX NOCNiAOBHOCTEN.

Y nopanblIOMy acnekTi BMHAX0A4y AaHTWUTINO A0 peuentopa TpaHcdepuHy 3a Oyab-Akum 3
BULUEBUKNAAEHUX BapiaHTiB BUKOHAHHSA € MOHOKMOHANBHUM AHTUTINOM, BKIIIOYHO 3 XMMEPHUM,
ryMaHisoBaHum abo NACbLKMM aHTUTINOM. B 0gHOMY i3 BapiaHTiB BUKOHAHHS aHTUTINO A0 peuentopa
TpaHcepuHy € parmMeHTOM aHTuTina, Hanp., Fv, Fab, Fab", scFv, aiatinom abo ¢parmeHTom
F(ab™2. B iHWoOMY BapiaHTi BUKOHAHHA aHTUTINO € MOBHOPO3MIPHWUM AHTUTINOM, Hanp., IHTAKTHUM
aHTutinoM IgG1 abo iHWOro Kknacy 4u i3oTuny 3rigAHO HAAAHOTO TYT BU3HAYEHHS.

B ogHOMYy 3 BapiaHTiB BUKOHAHHSA BCiX aCNeKTIB aHTUTINO NpuegHaHe A0 FiKapCbKoi CNOMyKK.

B ogHomy 3 BapiaHTiB BMKOHAHHA BCIX ACMEKTIB aHTUTINO npueaHaHe A0 3acoly OTpuUMaHHS
300paxkeHb abo MITKN.

B iHWOMY BapiaHTi BUKOHAHHS aHTUTINO € MynbTUCNeUMdiYHUM aHTUTINOM, i Nikapcbka cnonyka
HeOoOO0B'A3KOBO YTBOPKE OAHY 3 YaCTUH MynbTUCNEUMEIMHOrO aHTuTina. B ogHomy 3 Takux BapiaHTiB
BUMKOHAHHA MynbTUCHeUUdIYHE aHTUTINO BKMKYAE MEepLUMA  aHTUIEH3B'A3yBanbHU CalT, WO
3B'asyetbea 3 TR, | Apyruili aHTUreH3B'a3yBanbHUIA CanT, WO 3B'A3YETLCH 3 MO3KOBUM aHTUreHom. B
OQHOMY 3 TaKMX acnekTiB MO3KOBUIM aHTUreH BUGpaHuin 3 rpynu, ska cknagaetbes 3: 6eta-cekpertasu 1
(BACE1), Abeta, peuentopa enigepmansHoro ¢aktopy pocty (EGFR), peuenTtopa enigepmarnbHOro
dakTopy pocty niogunun 2 (HER2), Tay-6inka, anoninonpoteiHy E (ApoE), anba-cunykneiny, CD20,
raHTIHITiIHY, npioHosoro Ginka (PrP), Garatoi Ha nenuuMHOBi noBTOopu KiHasn 2 (LRRK2), napkiny,
npeceHiniHy 1, npecexinivy 2, ramma-cekpetasu, peuentopa cmepti 6 (DR6), Ginka-nonepeaHuka
aminoigy (APP), peuentopa HenpotpociHy p75 (p75NTR), rnmokouepebposngasm i kacnasm 6. B
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iHLLOMY BapiaHTi BUKOHaHHA MynbTUcneyudiyHe aHTUTINO 3B'A3yeTbea Ak 3 TfR, Tak i 3 BACE1. B
iHLWOMY BapiaHTi BMKOHaHHA MynbTUCneuyudivHe aHTUTINO 3B'A3yeTbes Ak 3 TfR, Tak i 3 Abeta. B
iHLWOMY BapiaHTi BMKOHaHHA MynbTUcCneuudidHe aHTUTINO 3B'A3yeTbes sK 3 TIR, Tak i 3 anbda-
CUHYKNETHOM. B iHWIOMY BapiaHTi BUKOHAHHA MynbTUCNeyndivHe aHTUTINO 3B'asyeTbes Ak 3 TR, Tak i
3 CD20. B iHWOMY BapiaHTi BUKOHAHHA MynbTUcneundpiuHe aHTUTINO 3B'A3yeTbeda AK 3 TfR, Tak i 3
rniokouepebpo3ngasolo. B iHWOMY BapiaHTi BUKOHAHHA NiKapCcbKa Cnomnyka € nikapcbkum 3acobom Big
HEBPOMOTiYHOTO MOPYLUEHHS.

B oaHoMy 3 acnekTiB BULLE3A3HAYEHOr0 BapiaHTa BUKOHAHHA BUHAxXoAoM 3abe3neyeHui
dapmaueBTUYHUIA CKNaa, WO BKModae Oyab-Ake i3 BULLE3ragaHuxX aHTuUTIin Tta dapmMaueBTUYHO
NPUAHATHWUIA HOCIN.

B ogHOMYy 3 acnekTiB BULLIE3a3HAYEHOTO BapiaHTa BUKOHAHHS BMHaxo4oM 3abesneveHe Oyab-Ake
i3 BULLIE3ragaHuX aHTUTIN ANl 3aCTOCYBaHHA SK NiKapcbKoro 3acody.

B iHWoOMY acnekTi BuLE3a3HA4YEHOro BapiaHTa BUKOHAHHA BUMHaxodom 3abesneveHe
3acTocyBaHHA OyAb-AKOro i3 BULLE3ragaHUxX aHTWTIN And BupobHMUTBa nikapcbkoro 3acody Aans
NiKyBaHHA HEBPONOriYHOro NopyLlieHHs. B ogHoMy i3 BapiaHTiB BUKOHAHHA HEBPOOTiYHE MOPYLUEHHSA
BuOpaHe 3 Trpynu, sSKa CKNagaeTbCd 3 HEBPOMATMYHOINO po3najy, HenpoereHepaTuBHOIO
3aXBOPIOBaHHSA, paky, NOPYLUEHHS 3axXBOPIOBAHHA OYeEl, po3nagy, Lo CYNnPOBOMKYETLCA CyaoMamMMu,
XBOPOOM Ni30OCOMHOIO HaKOMWYEHHS, aminoigosy, BipycHOro abo MikpoBGHOro 3axBOPIOBAHHS, iLLEMIT,
NOBEAIHKOBOrO poanaay Ta 3ananeHHs LHC.

B iHWOMY acnekTi BMLLIE3a3HAYEHOrO BapiaHTa BUKOHAHHA BUHaxoao0Mm 3abesnevyeHe Oyab-ske i3
BULLE3ragaHnUX aHTUTIN ANA 3aCTOCYBaHHA Y fiKyBaHHI HEBPOMOriYHOrO nopyweHHs. B ogHomy i3
BapiaHTiB BWMKOHAHHA HEBPOJIOFiYHE nOpyweHHs BubpaHe 3 rpynu, sKa CKnagaerbcsa 3
HEBPONAaTUYHOTO po3najy, HEMPOAEreHepaTUBHOIO 3aXBOPIOBAHHS, PaKy, NOPYLUEHHSA 3axXBOPIOBaHHS
o4Yen, posnagy, WO CyNPOBOMKYETLCA CyAOMaMu, XBOPOOU Mi3OCOMHOIO HaKOMUYEHHS, aminoigosy,
BipycHoOro abo MikpobHOro 3axBoprOBaHHs, iLeMii, MOBEAIHKOBOro po3naay Ta 3ananeHHs LIHC.

B iHWOMY acnekTi BMLLIE3a3HAYEHOrO BapiaHTa BUKOHAHHA BUHaxoao0Mm 3abesnevyeHe Oyab-ske i3
BULLIE3ragaHnx aHTUTIN Ang 3aCTOCYBaHHA y TPaHCMNOPTYBaHHI ogHiel abo BinbLue cnonyk Yepes MEB.

B iHWOMY acnekTi BuLe3asHa4YeHOro BapiaHTa BUMKOHAHHA 3abe3nevyeHe 3acTocyBaHHA Oyab-
SIKOTO i3 BULLIE3ragaHnxX aHTUTIN y BUPOOBHMLTBI NikapCbKoro 3acoby aAnsa TpaHCNOpTyBaHHA odHiel abo
Ginble cnonyk vyepes MEB.

B opgHOMy 3 acnekTie BMLE3a3HAYEHOro BapiaHTa BMKOHaHHA 3abesnedeHO cnocid
TpaHcnopTyBaHHA cnonyku depe3 [EB cyb'ekta, sKM BKNOYae nigaaBaHHA Oyab-sIKOro i3
BULIEe3ragaHux aHtutin gii F'Eb Takum YMHOM, WO aHTUTINO NEPEHOCUTL NPUEgHaHY A0 HbOTO CNONyKY
yepes NEB. B ogHoMy 3 BapiaHTiB BMKOHaHHA TEB 3HaxoguTtbca y cyb'ekta-nioguHu. B ogHomy 3
BapiaHTiB BUKOHAHHA aHTUTINO, NpUegHaHe A0 CNOMyKWU, BBOAATb Y TEpaneBTUYHIN A03i. B ogHoMy 3
BapiaHTiB BUKOHAHHA TepaneBTUYHa A03a € Takolo, Wo Hacudye TfR. B iHWOMY BapiaHTi BUKOHAHHA
AHTUTINO BBOAATb B A03i i/abo 3 yacToTO BBEAEHHA 403U, NigibpaHoto Tak, wob MiHiMi3yBaTu rocrpi
KNiHiYHI CMMNTOMKW BBEAEHHSA AHTUTINA.

B iHLWIOMY acnekTi BuMLLIE3a3HAYEHOr0 BapiaHTa BMKOHaHHA 3abe3ne4vyeHo cnoci® niaBuLIEHHS
ekcnosuuii LIHC cy@'ekta oo cnonyku, siKMWA BKMOYAE MiagaBaHHa OyAb-IKOro i3 BULLE3ragaHux
aHTuTin aii FEB TakMm YMHOM, LLIO aHTUTINO NEPEHOCUTb NpUeaHaHy A0 HbOro cnonyky vyepes NEb. B
oQHOMY 3 BapiaHTiB BUMKOHaHHa [EB 3HaxoguTbca y cyb'ekTa-nioguHu. B ogHOMy 3 BapiaHTiB
BUKOHAHHSA aHTUTINO, NpueaHaHe 40 CNONyKW, BBOAATbL Yy TepaneBTUYHIN 4o3i. B ogHOMYy 3 BapiaHTiB
BMKOHAHHSA TepaneBTUYHA J03a € Takolo, wo Hacuyvye TfR. B iHWOMY BapiaHTi BUKOHAHHS aHTUTINO
BBOAATbL B A03i i/abo 3 4acToTolo BBEAEHHA 403U, NigidpaHoto Tak, Wwod MiHiIMi3yBaTh roCcTpi KniHiyHi
CUMNTOMU BBEAEHHS aHTUTINA.

B oaHOMy 3 acnekTiB BULUE3A3HAYEHOro BapiaHTa BUKOHAHHSA 3abesnedeHo cnoci® niaBULLEHHS
yTpUMaHHa BBedeHol cyb'ektoBi crnonykm B LHC, akuii BKkMoyae nigaaBaHHA Oyab-gKoro i3
BUWEe3ragaHux aHTtutin aii 'EB Takum ynHOoM, wo yTpumadHHsa cnonyku B LIHC nigBuwyetbcqa. B
OAQHOMY 3 BapiaHTiB BUKOHAHHSA aHTUTINO, npuegHaHe A0 CNOSyKW, BBOAATL Y TepaneBTUYHIN fo3i. B
OA4HOMY 3 BapiaHTiB BUKOHaHHA TepaneBTUYHa A03a € Takolo, wo Hacudye TfR. B iHWoOMy BapiaHTi
BUKOHAHHS AHTUTINO BBOAATbL B [03i i/ab0 3 4acTOTON BBEAEHHA 03U, NigibpaHol Tak, Wwobd
MiHiMi3yBaTM roCTpi KMiHiYHI CUMNTOMW BBEAEHHA aHTUTINA.

B oaHOMy 3 acnekTiB BULLE3A3HAYEHOro BapiaHTa BUKOHAHHA 3abe3neveHo cnocib nikyBaHHS
HEBPOMOTIMHOIO NOPYLUEHHS Yy CCaBLUS, KM BKMIOMAE NiKyBaHHS ccaBUsa OyAb-siKMM i3 BULLE3ragaHux
aHTUTIN. B oaHOMy i3 BapiaHTiB BMKOHAHHA HEBPONOriYHE MOpyLIeHHA BubOpaHe 3 rpynu, sika
CKINaJaeTbCs 3 HEBPOMATUYHOTO po3najy, HEMPOAErEeHEPATMBHOIO 3axXBOPIOBAHHSA, paKy, MOPYLUEHHS
3aXBOPIOBAHHA  OYeW, posnagy, WO CYNpPOBOMKYETbCA CyaOMamMu, XBOpPobM  ni30COMHOro
HaKOMUYEHHS, aminoigo3y, BipycHOro abo MikpoGHOTo 3axXBOPIOBAHHS, iLLeMIT, MOBEAIHKOBOro posnaay
Ta 3ananeHHa LUHC. B ogHomy 3 BapiaHTiB BUKOHAHHS HEBPONOTiYHE MOPYLUEHHS] BUHUKAE y cyb'ekTa-
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noguHn. B ogHoMy 3 BapiaHTiB BUKOHAHHA aHTUTINO, nNpuegHaHe [0 Chosiyku, BBOAATb Y
TepaneBTUYHIA 403i. B ogHOMY 3 BapiaHTiB BUKOHaHHSA TepaneBTUYHA 403a € TaKolo, LWo Hacuuye TR,
B iHWOMY BapiaHTi BUKOHAHHA aHTUTINO BBOAATb B A03i i/ab0 3 4aCcTOTOO BBEAEHHS A03M, NigibpaHoro
Tak, Wwo® MiHiMi3yBaTK roCTpi KniHiYHi CMUMNTOMW BBEAEHHS aHTUTINA.

B oaHOMYy 3 BapiaHTiB BUKOHAHHS aHTUTINO MoaudikoBaHe 3a oaHieto abo GinbLue BNAcTUBOCTEN,
BUOpaHux 3 edpeKkTopHOT (byHKUIT FC-AinsaHku anTuTtina, yHKUiT akTuBauii KOMNNEMEHTY aHTUTINOM, a
Takox adpiHHoCTi aHTuTINa go TfR.

B ogHOMY 3 BapiaHTiB BUKOHAHHSA BNACTUBICTb € eDEKTOPHOI IYHKUiED FC-ainsgHku aHTuTina.

B ogHOMY 3 BapiaHTiB BUKOHAHHSA BNACTUBICTb € PYHKLIEIO akTuBaLil KOMNIEMEHTY aHTUTINOM.

B ogHOMYy 3 BapiaHTiB BUKOHAHHA BNAacTUBICTb € addiHHICTIO aHTuTina Ao TfR.

B ogHomy 3 BapiaHTiB BMKOHaHHA ed)ekTopHa (pyHKUia abo dyHKUiA akTuBauii KOMNIEMEHTY
3MeHLIeHi abo yCyHeHi MOPIBHAHO 3 aHTUTINOM TOro X i30TMNy AUKOro Tuny. B ogHOMYy 3 BapiaHTiB
BUKOHAHHS edekTopHa QYyHKUIA 3MeHWeHa abo yCyHeHa MEeTOAOM, BUOPaAHUM 3i 3HUXKEHHS
rMiko3aMnBaHHA aHTuTINa, Mogudikadii i30TUNy aHTUTINa 40 i30TMNy, KU Mae NPUPOOHO 3HUXKEHY
abo ycyHeHy epekTopHy dbyHKLUIIO, a TakoxK Mmoaudvikauii Fc-ginaHku.

B ogHoMy 3 BapiaHTiB BMKOHaHHA edekTopHa (yHKLiS 3MeHweHa abo yCyHeHa 3HUMXKEHHSM
rniko3mnoBaHHA aHTuTina. B ogHOMy 3 BapiaHTiB BUKOHAHHSA [NIKO3WUIOBAHHA aHTUTINA 3HMXKYIOTb
METOAOM, BMOpaHMM 3. NPOAYKYBAHHA aHTUTINA y CEpedoBHLUi, SKE YHEMOXIMBIIIOE AUKOTUMHE
rMiko3MnoBaHHSA; BUAANEHHS BXE HAsABHUX Y aHTWUTINAG BYrNEBOAHEBUX IPYM; a TakoxX Moaundikauii
AHTUTINA TAKUM YMHOM, OO AUMKOTUNHE TMiKO3UNIOBaHHA He BiabyBanocs.

B ogHoMy 3 BapiaHTiB BUKOHAHHA TMiKO3UMIOBAHHA aHTUTING 3HUXKYIOTb METOAOM NPOAYyKyBaHHSA
aHTUTINA y CEPEAOBULL, AKE YHEMOXKITUBIIOE AUKOTUMHE TMNIKO3UIIOBAHHSA, TAKUM AK NPOAYKYBAHHA Y
CUCTEMI KNITUH-NPOAYLIEHTIB, SIKi HE € KNITMHaMKU ccaBLiB, ab0 X CUHTETUYHE NMPOAYKYBAHHSA aHTUTIN.
B ogHoMy 3 BapiaHTiB BUMKOHAHHA aHTUTISIO NPOAYKYIOTb Y CUCTEMI KNITUH-NPOAYLUEHTIB, AKi He €
KNniTMHamu ccasuiB. B iHWOMY BapiaHTi BUKOHAHHA aHTUTINO NPOAYKYIOTb CUHTETUYHO.

B ogHoMy 3 BapiaHTiB BMKOHAHHA TMiKO3UIIOBAHHA aHTUTING 3HWXKYIOTb METOAO0M MoAaudikauii
AHTUTINA TakKMM YUHOM, LLOO AMKOTUMHE TMiKO3UMIOBAHHA He BiAOYBanocs, TakMm K BKINIOYEHHS Y Fc-
OINAHKY aHTWUTINa MyTtauil B NONOXeHHi 297, Tak WO AUKOTUMHMI acnapariHoBUin 3anuLIOK B LbOMY
NONOXEHHI 3aMilLyETbCA IHLWIOK aMiHOKUCNOTOWD, SKa NEepPewKoaXKae TrMiKO3UMIOBaHHIO B LbOMY
NOMNOXEHHI.

B ogHOMYy 3 BapiaHTiB BUKOHAHHS eheKkTopHa AOYHKLiS 3MEHLUEHa abo yCyHeHa NMPUHANMHI OAHIE
moaudikauieo Fc-ginsaHku. B ogHomy 3 BapiaHTiB BUKOHAHHS edektopHa dyHKuis abo yHkuia
aKkTuBauil KOMNNEMEHTY 3MeHLWeHi abo ycyHeHi aeneuieto Bciei Fe-ginaHkn abo i yactuHu, abo x
KOHCTPYIOBaHHAM TakKoro aHTuTiNa, ke He MICTUTb FC-AinAHKKM un 4indaHky, Wo BiapisHAeTbCA Big Fc-
OiNSHKK | KOMNeTeHTHa Ang edekTopHoi dyHkuiT abo dyHKUii akTuBauii komnneMmeHTy. B ogHomy 3
BapiaHTiB BUKOHAHHS MPUHAaWMHI oaHa moaudikauis Fc-ainaHkm BubpaHa 3: ToukoBOi MyTauii Fc-
OiNSHKM 3 METOK MOriplmMTK 3B'A3yBaHHA 3 ogHuMm abo Oinblwe Fc-peuentopamu, BubpaHoi 3
HacTynHUX NonoxeHb: 238, 239, 248, 249, 252, 254, 265, 268, 269, 270, 272, 278, 289, 292, 293,
294, 295, 296, 297, 298, 301, 303, 322, 324, 327, 329, 333, 30 335, 338, 340, 373, 376, 382, 388,
389, 414, 416, 419, 434, 435, 437, 438 T1a 439; ToukoBOI MyTaUil Fc-4inaHKKM 3 METOK NOripLMTH
3B'A3yBaHHA 3 C1q, BUOpaHOi 3 HACTYyNHUX MonoxeHb: 270, 322, 329 T1a 321; ycyHeHHs Bciei Fc-
OingHKM abo Ti YacTuHK, | TOUKOBOT MyTauil B nonoxeHHi 132 gomeHy CH1. B ogHomy 3 BapiaHTiB
BUKOHaHHA Moaudikalis € TOYKOBOIO MyTauielo FC-aingHku 3 MeTo noripwmntu 3B'asyBaHHsa 3 C1q,
BUOPAHOIO 3 HACTYNMHUX NOMOXeHb: 270, 322, 329 Ta 321. B iHWOMY BapiaHTi BUKOHAHHA Moauddikauis
€ YyCyHeHHaAM Bciel Fc-ainaHkm abo T yactuHu. B iHWOMY BapiaHTi BUKOHAHHA bYHKLIA NpUBEAEHHS
KOMMMNEMEHTY B Ail0 3MeHWeHa abo ycyHeHa aeneudietlo Bciei Fc-aingHkm abo i yactuHu, abo x
KOHCTPYIOBAHHAM TAaKOro aHTUTINA, sIKe He MICTUTb Fc-ainaHku, sika Oepe yvacTb y  LUISAXY
KoMnnemeHTy. B ogHOoMy 3 BapiaHTiB BUKOHaHHA aHTuUTINo BubpaHe 3 Fab abo ogHonaHutoroBoro
aHTuTina. B iHWoOMY BapiaHTi BMKOHAHHA AINAHKY aHTWUTINa, WO BiapisHAETbCA Big Fc-OinsaHku,
MOANIKYIOTb 3 METOK 3MEHLUEHHs1 ab0 YCYHEHHSA akTuBauil aHTUTINOM LWNAXYy KOMNMIEMEHTy. B
OA4HOMY 3 BapiaHTiB BUKOHaAHHA Moaudyikauia € TOMKOBOK MyTauieto ainaHkn CH1 3 meTor noripwmtu
3B'a3yBaHHA 3 C3. B ogHOMy 3 BapiaHTiB BUKOHAHHS TOUKOBa MyTauist 3HAaX0AUTLCA Y NOMNOXEHHI 132
(aus., Hanp., Vidarte Ta iH., J. Biol. Chem. 276 (2001) 38217-38223).

B ogHoMy 3 acnekTiB BULLE3A3HAYEHOrO BapiaHTa BUKOHAHHA 3HMXKYIOTb adpiHHICTL aHTUTINa Ao
TfR NOPIBHAHO 3 AMKOTUMHMM aHTUTINOM TOro X i3oTUNy, adiHHicTb Akoro Ao TfR He 3HWkeHa. B
OHOMY TakoMy acnekTi aHTutino mae Kp abo ICso ana TfR Big npubnusno 1 nM go npudnusno 100
MKM.

B oagHomy i3 BapiaHTiB BMKOHaHHA B aHTUTINA 3rigHO JAHOro OnNUCY BUMKHEHa edbekTopHa
dyHKUiA. B ogHOMY 3 BapiaHTiB BUMKOHAHHA aHTUTINO He Mae edekTopHoi pyHKuii. B ogHomy 3
BapiaHTiB BUKOHAHHSA aHTUTINO HanNeXuTb 40 Niaknacy noacbkux IgG1 i Mae B 060X BaXKMUX NaHLorax
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MyTauii L234A, L235A ta P329G (Hymepauisa 3rigHo nokaxkinka EU cuctemun Kabat).

B ogHOMY 3 BapiaHTiB BUKOHAHHSA aHTUTINO €

a) MOBHOPO3MipPHUM aHTUTINOM nigknacy IgG1 nioguHu, abo

6) NOBHOPO3MipHUM aHTUTINOM nigknacy IgG4 noguHu, abo

B) NOBHOPO3MiPHUM aHTUTINOM nigknacy lgG1 noauHun 3 mytauigmu L234A, L235A ta P329G,

rN MOBHOPO3MIpHMM aHTuTINOM nigknacy lgG4 noguHn 3 myTtauiamu S228P, L235E Ta
HeoboB'A3koBO P329G,

" MOBHOPO3MIPHUM aHTUTINOM nigknacy IgG1 nwoanHu 3 mytauiammn L234A, L235A ta P329G B
000X BaXKMX NaHUOrax, a Takox mytauismm T366W i S354C B 0gHOMY 3 BaXKKMX MNaHUOrB Ta
MyTauismn T366S, L368A, Y407V i Y349C y BiaNOBiAHOMY iHLUOMY Ba*KKOMY NaHLUo3i, abo

1) NOBHOPO3MIPHUM aHTUTINOM nigknacy lgG4 nioguHn 3 mytadismm S228P i He0BOB'A3KOBO
P329G B 060X BaXkkux naHurorax, a Takox mytadigmmu T366W i S354C B 0AHOMY 3 BaXKKUX NaHLIOrB
Ta myTtauiamu T366S, L368A, Y407V i Y349C y BignoBiAHOMY iHLUOMY Ba*KKOMY NaHLIO3I.

B oaHomy 3 acnekTiB BULLE3A3HAYEHOr0 BapiaHTa BUKOHAHHA BUHaxoAom 3abesneveHuin
dapmaueBTUYHUIA CKNad, WO BKMwyae Oyab-Ake i3 BULLE3ragaHuxX aHTuTin ta dapmMaueBTUYHO
NPUAHATHWUIA HOCIN.

B ogHOMYy 3 acnekTiB BULLIE3a3HAYEHOTO BapiaHTa BUKOHAHHS BMHaxo4oM 3abesneveHe Oyab-Ake
i3 BULLIE3ragaHuxX aHTUTIN ANsl 3aCTOCYBAaHHSA 5K NiKapcbKkoro 3acofy.

B iHWoOMY acnekTi BULE3A3HAYEHOro BapiaHTa BUKOHAHHA BUHaxoaom 3abesneveHe
3acTocyBaHHA OyAb-AKOro i3 BULLE3ragaHUxX aHTWTIN And BupobHMUTBa nikapcbkoro 3acody Aans
NiKyBaHHA HEBPONOriYHOro NOpyLeHHsA. B ogHOMY i3 BapiaHTiB BUKOHAHHSA HEBPOSOriMHE NOPYLUEHHS
BuOpaHe 3 Trpynu, sKa CKNagaeTbCsa 3 HEBPOMATUYMHOIO po3nagy, HENpoAereHepaTUuBHOTO
3aXBOPIOBaHHSA, paky, NOPYLUEHHS 3axXBOPIOBAHHA OYeEl, po3nagy, Lo CYNnPOBOMKYETLCA CyaoMamMMu,
XBOPOOU Ni30OCOMHOrO HAKOMUYEHHSA, aminoigosy, BipycHoOro abo mMikpoOHOro 3axBOPIOBAHHS, iLLEMIT,
NoBeAIHKOBOrO poanaay Ta 3ananexnHs LIHC.

B iHWOMY acnekTi BMLLIE3a3HAYEHOrO BapiaHTa BUKOHAHHA BUHaxoao0Mm 3abesnevyeHe Oyab-ske i3
BULLE3ragaHnUX aHTUTIN ANA 3aCTOCYBaHHA Y fiKyBaHHI HEBPOMOriYHOrO nopyweHHs. B ogHomy i3
BapiaHTIB BWKOHAHHA HEBPONOriYHE noOpyweHHsa BubpaHe 3 T[pynu, sKa CKNagaetbca 3
HEBPONAaTUYHOTO po3najy, HEMPOAEreHepaTUBHOIO 3aXBOPIOBAHHS, PaKy, NOPYLUEHHSA 3axXBOPIOBaHHS
o4Yen, posnagy, WO CyNPOBOMKYETLCA CyAOMaMu, XBOPOOU Mi3OCOMHOIO HaKOMUYEHHS, aminoigosy,
BipycHOro abo mikpobHOro 3axBoproBaHHs, iLeMIi, NOBEAIHKOBOro po3naay Ta 3ananeHHa LHC.

B iHWOMY acnekTi BMLLIE3a3HAYEHOrO BapiaHTa BUKOHAHHA BUHaxoao0Mm 3abesnevyeHe Oyab-ske i3
BULLIE3ragaHnx aHTUTIN Ang 3aCTOCYBaHHA y TPaHCMNOPTYBaHHI ogHiel abo BinbLue cnonyk Yepes MEB.

B iHWOMY acnekTi BuLe3asHAYeHOro BapiaHTa BUMKOHAHHA 3abesnevyeHe 3acToCyBaHHA Oyab-
SIKOTO i3 BULLIE3ragaHnxX aHTUTIN y BUPOOBHMLTBI NikapCbKoro 3acoby aAnsa TpaHCNOpTyBaHHA odHiel abo
Ginble cnonyk vyepes MEB.

B opgHOMy 3 acnekTiB BMLIE3a3HAYEHOr0 BapiaHTa BMKOHAaHHA 3abe3neyeHo  Cnocid
TpaHcnopTyBaHHA cnonykn dJepe3 [EB cyb'ekta, skuin BkNovae niggaBaHHa Oyab-sIKOro i3
BULIEe3ragaHux aHtutin gii F'Eb Takum YMHOM, WO aHTUTINO NEPEHOCUTL NPUEgHaHY A0 HbOTO CNONyKY
yepes NEB. B ogHoMy 3 BapiaHTiB BMKOHaHHA TEB 3HaxoguTtbca y cyb'ekta-noguHu. B ogHomy 3
BapiaHTiB BUKOHAHHA aHTUTINO, NPUEAHAHEe A0 CNOSyKU, BBOAATL Y TepaneBTUYHIN J03i. B ogHoMy 3
BapiaHTiB BUKOHAHHA TepaneBTUYHa A03a € Takolo, Wo Hacudye TfR. B iHWOMY BapiaHTi BUKOHAHHA
AHTUTINO BBOAATb B A03i i/abo 3 yacToTO BBEAEHHA A03U, NiaibpaHolo Tak, Wob MiHiMi3yBaTu roctpi
KNiHiYHI CUMNTOMKW BBEAEHHSA AHTUTINA.

B iHLWIOMY acnekTi BuMLLIE3a3HAYEHOr0 BapiaHTa BMKOHaHHA 3abe3ne4vyeHo cnoci® niaBuLIEHHS
ekcnosuuii LIHC cy@'ekta oo cnonyku, siKMWA BKMOYAE MiagaBaHHa OyAb-IKOro i3 BULLE3ragaHux
aHTuTin aii FEB TakMm YMHOM, LLIO aHTUTINO NEPEHOCUTb NpMeaHaHy 40 HbOro cnonyky vYepes NEB. B
oQHOMY 3 BapiaHTiB BUMKOHaHHa [EB 3HaxoguTbca y cyb'ekTa-nioguHu. B ogHOMy 3 BapiaHTiB
BUKOHAHHSA aHTUTINO, NpueaHaHe 40 CNOMyKWU, BBOAATb Y TepaneBTUYHIN A03i. B ogHOMYy 3 BapiaHTiB
BMKOHaHHSA TepaneBTWYHA J03a € Takolo, wo Hacudye TfR. B iHWOMY BapiaHTi BUKOHAHHA aHTUTINO
BBOAATbL B A03i i/abo 3 4acToTolo BBEAEHHA 403U, NigidpaHoto Tak, Wwod MiHiIMi3yBaTh roCcTpi KniHiyHi
CUMNTOMU BBEAEHHS aHTUTINA.

B oaHOMy 3 acnekTiB BULUE3A3HAYEHOrO BapiaHTa BMKOHAHHA 3abesneyvyeHo cnoci® nigaBuLEHHS
yTpUMaHHa BBedeHol cyb'ektoBi crnonykm B LHC, akuii BKkMoyae nigaaBaHHA Oyab-gKoro i3
BUWEe3ragaHux aHTtutin aii 'EB Takum ynHOoM, wo yTpumadHHsa cnonyku B LIHC nigBuwyetbcqa. B
oQHOMY 3 BapiaHTiB BUMKOHaHHa [EB 3HaxoguTbca y cyb'ekTa-nioguHu. B ogHOMy 3 BapiaHTiB
BUKOHAHHSA aHTUTINO, NpueaHaHe 40 CNOMyKWU, BBOAATb Y TepaneBTUYHIN A03i. B ogHOMYy 3 BapiaHTiB
BMKOHAHHSA TepaneBTUYHA J03a € Takolo, wo Hacuyvye TfR. B iHWOMY BapiaHTi BUKOHAHHS aHTUTINO
BBOAATb B A03i i/abo 3 4acToTolo BBEAEHHA 403U, NigidpaHoio Tak, wob MiHIMi3yBaTKU rOCTpi KMiHiuHi
CUMNTOMU BBEAEHHS aHTUTINA.
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B oaHOMy 3 acnekTiB BULLE3A3HAYEHOro BapiaHTa BUKOHAHHA 3abe3neveHo cnocib nikyBaHHS
HEBPOMOTIMHOIO NOPYLUEHHS Yy CCaBLUS, KM BKMIOMAE NiKyBaHHS ccaBUsa OyAb-siKMM i3 BULLE3ragaHux
aHTUTIN. B oaHOMy i3 BapiaHTiB BUKOHAHHA HEBPONOriYHE MOpyLIeHHA BubOpaHe 3 rpynu, sika
CKINaJaeTbCs 3 HEBPOMATUYHOTO po3najy, HEMPOAErEeHEPATMBHOIO 3axXBOPIOBAHHSA, paKy, MOPYLUEHHS
3aXBOPIOBAHHA  OYeW, posnagy, WO CYNpPOBOMKYETbCA CyaOMamMu, XBOpPobM  ni30COMHOro
HaKOMUYEHHS, aminoigo3y, BipycHoro abo MikpoGHOro 3axBoplOBaHHSA, iLeMii, NOBEAIHKOBOro posnagy
Ta 3ananeHHa LUHC. B iHwomy noaibHomy acnekTi HeBpOmMoriYyHe NopylleHHS BUHUKAE y cyb'ekta-
noguHn. B ogHoMy 3 BapiaHTiB BUKOHAHHA aHTUTINO, nNpuegHaHe [0 Chosiyku, BBOAATb Y
TepaneBTUYHIA 403i. B ogHOMY 3 BapiaHTiB BUKOHAHHA TepaneBTUYHA 403a € TaKolo, LWo Hacuuye TR,
B iHWOMY BapiaHTi BUKOHAHHA aHTUTINO BBOAATb B A03i i/ab0 3 4aCcTOTOO BBEAEHHS A03M, NigibpaHoro
Tak, Wwo® MiHiMi3yBaTK roCTpi KniHiYHi CMUMNTOMW BBEAEHHS aHTUTINA.

B iHwomy BapiaHTi BMKOHaHHA 3a6e3ne4vyeHo Cnoci® 3HMKEHHA KNipeHCY BBEAEHOT Cy0'€KTOBI
CMONyKU, B AKOMY CMOSYKY NPUEAHYIOTH A0 aHTUTINA, Ake HusbkoadiHHO 3B'A3yeTbeda 3 TIR, Takum
YMHOM, LLO KNIPEHC CMOMYKN 3HMKYETLCA.

B iHwomy BapiaHTi BUMKOHaHHA 3abe3neveHO cnocid onTuMisaudii dapmakokiHeTukn i/abo
dapmakoguHamiku cnonyku 3aans i edpektuBHocTi y LUHC cyB'ekta, Ae cnonyky NpueEQHYOTb A0
aHTUTINA, Ake HU3bkoadyiHHO 3B'A3yeTbca 3 TfR, a aHTuTIinO 006upalTb TakMM YMHOM, WOO HOro
adpiHHicTb go TfR nicna npuegHaHHA 40 COONYKM npu3soguna Ao TpaHcnopty 4vepe3 MEB Takoi
KiNbKOCTi aHTUTINA, CKOH'IOrOBAHOro 3i cnonykoto, sika 6yna © ontumanbHOW ANs hapMakoKiHETUKM
ifabo dhapmakoanHamikm cnonyku y LIHC.

Y noaanbLLUOMy aCnekTi aHTUTING A0 peuenTopa TpaHcdepuHy 3a 6yab-akuM i3 BULLENEPENiYEHUX
acrnekTiB Ta BapiaHTiB BMKOHAHHS MOXE BKNio4aTu Oyab-AKy 3 O3HaAK, OoKkpemo abo B koMOiHaujT,
onucaHux y Posainax 1-5 Huxue:

1. AdiHHICTb aHTUTINA

B oagHomy 3 BapiaHTiB BMKOHaHHA Kd BUMIpIOIOTL aHaniaom 3B'a3yBaHHS 3 pagioMideHUMm
aHtureHom (PIA). B ogHomy 3 BapiaHTiB BUKOHaHHA PIA BUKOHYIOTL 3 Fab-Bepcieto gocnigxxysaHoro
aHTuTIina Ta Woro avTureHom. Hanpuknag, acdiHHICTb 3B'A3yBaHHA Fab 3 aHTUreHOM y pPO34YUHI
BUMIpIOIOTb BpIiBHOBaXeHHsIM Fab 3 MiHiManbHOWO KOHLEHTpaLielo MideHoro 1251 aHTureHy y
NPUCYTHOCTI TUTPYBaNbHUX CEPINHUX PO3BEAEHb HEMIYEHOrO AHTUIEHY 3 HACTYMHUM 3axXOMfEeHHAM
3B'A3aHOr0 aHTUreHy Ha NnaHLWeTi, BKpUTOMy aHTuTinom go Fab (gus, Hanp., Chen, Y. Ta iH., J. Mol.
Biol. 293 (1999) 865-881). Ans cTBOpeHHA ymoB aHanizy GaratonyHkoBi nnaHwetn MICROTITER®
(Thermo Scientific) BkpuBanu, 3anuwiaitoyM Ha Hi4, 5 MKr/MN 3axonnoBanbHOro avtutina ao Fab
(Cappel Labs) y 50 mM kapbonaTty Hatpito (pH 9,6) 3 HacTynHuM GNOKyBaHHAM 3a AONOMOrow 2 %
(mac./06.) 6uuadvoro cuposaTkoBoro anbbymiHy y ®CB npotsrom Big ABOX A0 M'SSTU roguH Npu
KiMHaTHIn TemnepaTypi (npubnusHo 23 °C). Ha HeaacopOyiouomy nnaHweti (Nunc #269620)
sMiwyBanu 100 nM abo 26 nM ['2®l]-aHTureHy i cepiiHi po3BegeHHsa gocnigxyesaHoro Fab (Hanp.,
CyMicHoOro 3 ouiHkoto aHTuTina ao VEGF, Fab-12, y Presta, L.G. Ta iH., Cancer Res. 57 (1997) 4593-
4599). Toai agocnimkyeBaHuin Fab iHkyOyBanu npoTarom HodYi; oagHak nepioa iHkybauii mormnu
nNpoAoBXMTK (Hanp., 40 nNpudnuaHo 65 roguH), WO6 rapaHTyBaTW BCTAHOBMNEHHS piBHOBaru. Motim
CYMILLIi NepEeHOCUNN Ha 3axonnioBanbHUn NnaHweT Ang iHkyGauii npu KiMHaTHIR TemnepaTypi (Hanp.,
NpoTAroM roaunun). PosuuH Buaananu i nnadweT npomusanu Bicim pasis 0,1 %-Bum nonicopbarom 20
(TWEEN-20®) y &CB. Konu nnaHweTtn Bucoxnu, pgoganu 150 MKN/NyHKY cCUUHTMNATOpA
(MICROSCINT-20 ™:; Packard) i obpaxoByBanu nnaHweTn Ha ramma-nidmnbHuky TOPCOUNT ™
(Packard) npotarom 10 xBunuH. KoHueHTpadii koxxHoro Fab, wo gasanu meHwe abo AopiBHIOBAmNM
20 % Big MakcumanbHOrO 3B'A3yBaHHsA, Biabupanu ANA BUKOPWUCTAHHS Y aHarnisax KOHKYPEHTHOro
3B'A3yBaHHS.

3rigHo iHWoro BapiaHTa BUKOHaHHA Kd BUMIPIOIOTL 3a AONOMOrCKD aHanisy MOBEPXHEBOrO
nnasmoHHoro pesoHaHcy BIACORE®. Hanpuknaa, aHania 3a agonomoroio BIACORE®-2000 abo
BIACORE ©®-3000 (BlAcore, Inc., [MlickataBen, NJ) BUKOHYWOTb npu 25°C 3 aHTUrEHOM,
iMmmobinizoBaHum Ha dinax CM5 3 ~10 oauHuub Bignoeigi (OB). B oaHOMy 3 BapiaHTiB BUKOHAHHS
GioCeHCOopHi uinn 3 kapbokcumeTunboBaHoro aekcrpaHy (CMS5, BIACORE, Inc.) aktuByloTbh 3a
gonomoroo  N-etun-N’-  (3-guMeTunamiHonponin)-kapboauimigy rigpoxnopuagy (EOK) T1a N-
rigpokcucykumHimigy (HIC) srigHo iHCTPYKUi noctavanbHuka. AHTUreH possogatb y 10 mM auetaty
HaTpito, pH 4,8, 4o koHueHTpauii 5 mkr/mn (~0,2 MkM) nepea BBEAEHHAM Ha LUBWAKOCTI MOTOKY 5
MKIN/XB AN oaepkaHHA npubnusHo 10 oguHuub Bianosiai (OB) npueaHaHoro Ginka. icna BBeAEHHS
aHTureHy Beoaatb 1 M eTaHonamiH anst GNOKyBaHHA rpyn, WO He npopearyBanu. Ons KIHETUYMHUX
BUMipOBaHb BBOAATL CepiiHi po3seaeHHa Bagivi Fab (sig 0,78 HM go 500 HM) y ©CB 3 0,05 %
NoBepPXHEBO-aKTUBHOT pevoBuHKU nonicopbaty 20 (TWEEN-20™) (®CEBT) npu 25 °C Ha LWBMAKOCTI
notoky npubnusHo 25 wmkn/xs. LUsmgkocTti acoujauii (ken) Ta aucouiauii (ko) obumcnoloTh 3
BUKOPUCTAHHSIM NpocToi moaeni 3B'A3yBaHHa JleHrmiopa 1:1 (BIACORE ® Evaluation Software sepcii
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3.2) wnaxoM ogHo4yacHoi 0B6pobku ceHcorpam acouiauii Ta gucouiadii. PiBHOBaXKHy KOHCTaHTy
ancouiadii (KD) oBuucniooTb Sk BigHOWEHHS Ko'kon (AWB, Hanp., Chen, Y. Ta iH., J. Mol. Biol. 293
(1999) 865-881). Ao WBMAKICTE acoLiauii y BULLEONUCaHOMY aHanisi NoBepXHEBOro NNasmMoHHOro
pe3oHaHcy nepesuulye 106 M ¢', To WIBMAKICTL acoujiauii MO)KHa BU3HAYUTW 32 JOMNOMOIOK TEXHIKU
raciHHa oryopecueHLii, sika BUMIpPIOE 3pOCTaHHsl ab0 3MEHLUEHHS! iIHTEHCUBHOCTI hNyoOpeCLEHTHOIO
BUMPOMIHIOBaHHA (30ymkeHHa = 295 HM; emicia = 340 HM, cmyra nponyckaHHst 16 Hm) npu 25 °C 20
HM aHTuTina go aHtureny (Fab-cpopma) y ®CB, pH 7,2, y npucyTHOCTI niagBuLLYyBaHUX KOHUEHTpaLin
aHTUreHy 3rigHoO BMMIPIOBaHb Ha CMNEKTPOMETPI, TaKOMY K CNEKTPOOTOMETP 3 3YMUHKOK NOTOKY
(Aviv Instruments) abo cnektpocdotometrp SLM-AMINCO ™ cepii 8000 (ThermoSpectronic) 3
nepemiLlyBaHoIo KIOBETOIO.

2. dparMeHTun aHTuTINa

Y NeBHMUX BapiaHTax BUKOHAHHA 3abe3neyeHe TyT aHTUTINO € parMeHTOM aHTuTina. dparmeHTn
aHTUTINA BKIOYAIOTb, ane He 00MexyloTbea HuMK, pparmenTn Fab, Fab", Fab’-SH, F(ab")2, Fv Ta
scFv, a TakoX iHWi cparMeHTn, onucaHi Hwkde. Ona ornagy aeakux dparMeHTiB aHTWTIna AuB.
Hudson, P.J. Ta iH.,, Nat. Med. 9 (2003) 129-134. Ona ornaay dparmeHTiB SCFv auB., Hanp.,
Plueckthun, A., y; The Pharmacology of Monoclonal Antibodies, T. 113, Rosenburg and Moore (eds.),
Springer-Verlag, Hbto-Mopk (1994), c. 269-315; ams. Takoxx WO 93/16185; US 5,571,894 ta US
5,587,458. Ona obroeBopeHHa parmenTie Fab Ta F(ab')2, wo BknwouvawTs 3anuwku enitony
3B'A3yBaHHA peuenTopa peyTunisadii Ta MalTb NPOAOBXEHMI Nepiog HaniBxuTTa in vivo, ame. US
5,869,046.

Hiatina - ue dparmMeHTU aHTUTINA 3 ABOMA AHTUTEH3B'A3yBanbHUMKU CanTamu, siKi MOXYTb OyTu
GiBaneHTHUMM abo GicneundpivHumun. Oue., Hanpuknaa, EP 0 404 097; WO 1993/01161; Hudson, P.J.
Ta iH., Nat. Med. 9 (2003) 129-134; ta Holliger, P. Ta iH., Proc. Natl. Acad. Sci. USA 90 (1993) 6444-
6448. Tpiatina i TeTparina Takox onucati B Hudson, P.J. Ta iH., Nat. Med. 9 (20039 129-134).

OaHOAOMEHHI aHTuTIina € dparMeHTaMu aHTUTIM, WO BKIKOYalTb BECb BapiabenbHUit AOMeEH
BaXKKOTO NaHutora aHtutina abo noro 4actuHy, abo >k BeCb BapiabenbHUn AOMEH NErkoro naduora
aHTuTina abo 1oro 4YactuHy. Y neBHUX BapiaHTax BUKOHAHHA OAHOAOMEHHE aHTWUTING € NIOACHKUM
ogHoaomMeHHMM aHTuTinom (Domantis, Inc., Bontrem, MA; gus., Hanp., US 6,248,516).

dparMeHTU aHTUTIN MOXHa OAep)XaTu PiSHOMaHITHAMKU  TEXHIKamMu, BKMOYalyu, ane He
0OMEXKYIOYMCb HUMU, MPOTEONITUYHE PO3LUENNEHHS IHTAKTHOrO aHTUTING, a TakoX NPOAYKYBAHHA B
pekoMOBiHaHTHMX KNiITUHax-xa3saax (Hanp., E. coli abo dar) 3rigHo HaaaHoro TyT Onucy.

3. XvmepHi Ta rymaHizoBaHi aHTutina

Y neBHMX BapiaHTax BUKOHAHHA 3abesneyeHe TYT aHTUTINO € XUMEPHUM aHTWUTINOM. [eBHi
XUMEpPHi aHTuTINa onucai, Hanp., y US 4,816,567; a Takoxk Morrison, S.L. Ta iH., Proc. Natl. Acad.
Sci. USA 81 (1984) 6851-6855). B ogHOMY 3 MpuUKNadiB XMMEPHE aHTUTINO BKMOYae BapiabenbHy
[OiNSHKY, WO NOXOAWUTb HE Big NMOAMHM (Hanp., BapiabenbHy AiNsHKY, SKa NOXOAWTb Big ML, Lypa,
XOoM'sika, kponsg abo npuMara, SKuin He € NIDAUHOID, TAKOro SK MaBMa), i NIOACbKY KOHCTAHTHY AiNsiHKY.
Y We ogHOMY NpuKnagdi XMMepHe aHTUTINO € aHTUTINOM 3 "MEePEMKHYTUM Kracom", B SKOro 3MiHUNK
knac abo nigknac 6aTbKiBCbKOro aHTUTINA. XMMEPHI aHTUTINa OXOMmMoTh CBOT aHTUTEH3B'A3yBarbHi
dparMeHTu.

Y neBHUX BapiaHTax BUKOHAHHA XWMEPHE aHTUTINO € rymMaHi3oBaHWUM aHTUTINOM. 3asBudan
aHTUTINO, AKe NOXOAUTb HE Big NIOAUHU, T'YMaHI3YIOTb 3 METOH 3HUXKEHHS IMYHOrEHHOCTI B NIOCAEN Npu
ogHo4YacHOMy 30epexxeHHi cneundivHoCcTi Ta adiHHOCTI 6aTbKIBCbKOrO HE-NACLKOro aHtutina. Ak
npaBumno, rymaHisoBaHe aHTUTINO BKNovae oauH abo Ginblie BapiabenbHux goMeHis, y sikux HVR,
Hanp., CDR, (abo ix 4yacTuHu), NOX0AATb BiA HE-NIOACLKOro aHTuTtinag, a FR (abo ix YyacTuHM noxoaaTb
Bi MOCNIAOBHOCTEN IOACBKOIO aHTWUTINa. FymaHi3oBaHe aHTUTING MOXE TakoX HeOOOB'A3KOBO
BKMNOYATHU NPUHAKMHI YacTUHY NIOACHKOT KOHCTAHTHOT AiNAHKKU. Y AesKuMX BapiaHTax BUKOHAHHA AesKi
3anuuwkn FR y rymaHisoBaHOMY aHTUTINI 3aMilleHi BignoBigHUMKM 3anuLiKammn He-foACbKOro aHTuTina
(Hanp., aHTuTINa, 3 Akoro noxoAaatb 3anuwkun HVR), Hanp., 3 MeETOK BigHOBUTM abo nokpawwmTu
cneyndivHICTb UM addiHHICTb aHTUTINa.

l'ymaHi3oBaHi aHTuTINa Ta cnocobu X ogep>kaHHA OrnaHyTI, Hanp., B Almagro, J.C. Ta Fransson,
J., Front. Biosci. 13 (2008) 1619-1633, Ta goagaTkoBO onucadi, Hanp., y Riechmann, |. Ta iH., Nature
332 (1988) 323-329; Queen, C. Ta iH., Proc. Natl. Acad. Sci. USA 86 (1989) 10029-10033; US 5,
821,337, US 7,527,791, US 6,982,321 ta US 7,087,409; Kashmiri, S.V. Ta iH., Methods 36 (2005) 25-
34 (onucaHna nepecagka AiNAHKK, 9Kka Bu3Havae cneyudivHicts (SDR)); Padlan, E.A., Mol. Immunol.
28 (1991) 489-498 (onucaHa "nepeknapgka"); DallAcqua, W.F. Ta iH., Methods 36 (2005) 43-60
(onucaHe "nepetacyesaHHa FR"); a Takox Osbourn, J. Ta iH., Methods 36 (2005) 61-68 Ta Klimka, A.
Ta iH., Br. J. Cancer 83 (2000) 252-260 (onucaHui nigxig "kepoBaHoro Bigbopy" Ao nepetacyBaHHA
FR).

JlloacbKi KapkacHi AinsHKK, 9Ki MOXHa BUKOpPUCTATW ANA rymadisaudii, BKNOYalTb, ane He
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0BOMEXYIOTBCA HUMW: KapKacHi AinsHkW, BUOpaHi METOA0M MakCUManbHOT BignoBigHOCTI (aAMB., Hanp.,
Sims, M.J. 1a iH., J. Immunol. 151 (1993) 2296-2308; kapkacHi AiNAHKK, WO € NOXiAHUMM
KOHCEHCYCHOT NOCMiA0OBHOCTI NIOACLKUX aHTUTIN, L0 Hanexarb A0 NeBHOT niarpynu 3a sapiabenbHumMu
AinsgHkamu nerkux abo Baxkkux nadutoris (ame., Hanp., Carter, P. Ta iH., Proc. Natl. Acad. Sci. USA 89
(1992) 4285-4289; i Presta, L.G. Ta iH., J. Immunol. 151 (1993) 2623-2632); noacbki ao3pini
(comaTtM4HO MYTOBAHI) KapkacHi AinsHku abo kapkacHi AinsHKu NoacbKol 3apoakoBOT MiHil (ams.,
Hanp., Almagro, J.C. Ta Fransson, J., Front. Biosci. 13 (2008) 1619-1633); a TakoX KapKacHi AingHku,
O4EepXKaHi WAXOM CKpuHiHry 6ibniotek FR (amB., Hanp., Baca, M. Ta iH., J. Biol. Chem. 272 (1997)
10678-10684 i Rosok, M.J. Ta iH., J. Biol. Chem. 271 (19969 22611-22618).

4. MynbTucneundivHi aHtuTina

Y neBHUX BapiaHTax BUKOHAHHS HagaHe TYT aHTUTINO € MynbTUCneuudiyHMM aHTUTINOM, Hanp.,
GicneuncpivHum  antutinom. MynbTucneumdivuHi aHTUTINA — UEe MOHOKMNOHAnNbHI  aHTuTina, wWo
BONOAIIOTb crneunivHiCTIO 3B'A3YyBAHHA NPWHaWMHI 00 ABOX PIi3HUX CalTiB. Y AesKuX BapiaHTax
BMKOHaHHSA oAHa 3i cneyudivHOCTEN 3B'A3yBaHHA NpU3HaYeHa agnga peuentopa TpaHcepuHy, a iHwa -
ana 6yab-AKOro iHWoro aHtureHa. bicneundidHi aHTUTINAG MOXYTb TakKOoX 3acTOCOBYBATWUChb AN
nokanisauii UATOTOKCUMYHUX areHTiB Yy KNiTMHaX, $Ki eKCNPecyloTb peuenTop TpaHcdepuHy.
BicneyundidHi aHTUTINA MOXXHA BUTOTOBUTU SIK MOBHOPO3MIPHI aHTUTINa abo dyparmMeHTn aHTUTI.

TexHonorii BUrOTOBMNEHHA MyNbTUCNEUUIYHMX aHTUTIN BKNIOYAIOTb, ane He 0OMEXYIOTbCA HUMM,
pPeKOMOIHAHTHY CRiBEKCMNPECilo ABOX iMYHOrnoOyniHOBUX nap BakKKMIA NAaHUKOr-NErkUn naHutor, ski
MatoTb PisHy cneyudivnicte (ame. Milstein, C. ta Cuello, A.C., Nature 305 (1983) 537-540, WO
93/08829, a Takox Traunecker, A. Ta iH., EMBO J. 10 (1991) 3655-3659), Ta KOHCTPYKUilO "BUCTYN-Y-
oTBip" (am.., Hanp., US 5,731,168). MynbTucneyndiyHi aHTUTINA TakoX MOXHa CTBOPUTU LUMSXOM
NPOEKTYBAHHA €MEKTPOCTATUYHUX HANPAMHUX edEKTIB ANS YTBOPEHHA FC-reTepogmmMepHnx Monekyn
antutin (WO 2009/089004); nonepeydHoro 3lumBaHHs ABOX abo Oinblue aHTUTIn abo ix cdparMeHTiB
(ame., Hanp., US 4,676,980 i Brennan, M. Tta iH., Science 229 (1985) 81-83); BMKOpUCTaHHA
NeWUMHOBUX 3acTiOOK Ans oaepkaHHA BGicneundivHnx aHTUTIn (amB., Hanp., Kostelny, S.A. Ta iH., J.
Immunol. 148 (1992) 1547-1553; BukopucTaHHa TexHOMoril "giatin" ana ogepxaHHs GicneyndivyHnx
dparMeHTiB aHTUTIN (auBe., Hanp., Holliger, P. Ta iH., Proc. Natl. Acad. Sci. USA 90 (1993) 6444-
6448); BukopucTaHHA gumepis ogHonaHurosux Fv (scFv) (aus., Hanp. Gruber, M Ta iH., J. Immunol.
152 (1994) 5368-5374); a TakoxX oep>kaHHA TpucneundiyHUX aHTUTIM, K onucaHo, Hanp., y Tutt, A.
Ta iH., J. Immunol. 147 (1991) 60-69).

TyT TaKo»K OXONMEHi aHTUTINA, CKOHCTPYHOBAaHI 3 TpboMa abo Binblie pyHKUiOHANbHUMMK canTamu
3B'A3yBaHHS, BKNIOYHO 3 "aHTUTINamMu-sBocbMuHoramu" (aus., Hanp., US 2006/0025576).

AHTUTINO abo roro chparmeHT TyT i Aani Takox oxonnwoioTe "Fab noaginHoi fii", abo "DAF", ake
BKMNOYae aHTUreH3B'A3yBanbHWUW cailT, WO 3B'A3YETbCHA 3 PELENTOPOM TpaHCKEpPUHY, a Takox 3
iHLLUKM, BiAMIHHMUM aHTUreHom (auB., Hanpuknag, US 2008/0069820).

AHTUTINO abo 1oro pparMeHT TyT i gani TAKOX OXOMMOTb MYyNbTUCNEUMUIYHI aHTUTINA, ONUCaHI
B WO 2009/080251, WO 2009/080252, WO 2009/080253, WO 2009/080254, WO 2010/112193, WO
2010/115589, WO 2010/136172, WO 2010/145792 ta WO 2010/145793.

B oaHomMy 3 BapiaHTiB BMKOHaHHS BCiX OMWCaAHUX TYT AacnekTiB aHTUTINO A0 peuentopa
TpaHcpepuHy € GicneyndidHUM aHTUTINOM.

OaHMM 3 ONMCaHMX TYT acnekTiB € BiBaneHTHe, BicneundiyHe aHTUTINO, siKe BKIOYae

a) Nepwuri NErknMin NaHulor Ta NepLMii BaXKKUA NaHUIOr aHTuTIna, ake cneundivHo 3B'A3yeThbeCa 3
nepLwmM aHTUTeHOM; Ta

6) ApyrMiA NErkum naHuUlor Ta APYrMin BaXKKM NAHLIOr aHTUTING, dke crneyndidHo 3B'3YEThbCA 3
OPYrUM aHTUreHoM, | npu uboMy BapiabenbHi gomenHn VL Ta VH y apyromy nerkomy naHuosi Ta
OPYromy BaXKKOMY NaHLIo3i Apyroro aHTuTina B3aemosamiHeHi,

e nepLwmnii aHtTureH abo Apyrum aHTUreH € peLenTopom TpaHCEPUHY NMIOANHMN.

AHTUTINO 32 MYHKTOM @) He MICTUTb Moaucpikauil, onucaHoi B NyHKTi 6), i BaXKMA Ta NErkun
naHuUorn 3a NYHKTOM a) € i30NbOBaHUMK FlaHLOraMu.

B aHTuTINi 3a nyHKTOM 0)

y NerkoMy naHuiosi

BapiabenbHun gOMeH nerkoro nadutora V0L 3aMiHeHun BapiabenbHUM JOMEHOM Ba)KKOro naHuora
VH 3a3Ha4veHoro aHTuTinG,

Ta

Yy Ba&>KKOMY NaHLo3i

BapiabenbHUn AOMEH BaxKKoro naHutora VL 3aMiHeHMin BapiaGenbHUM JOMEHOM NErkoro naduora
VVH 3a3HayeHoro aHTuTina.

B ogHOMY 3 BapiaHTiB BUKOHAHHA

[) B KOHCTAHTHOMY AoMeHi CL nepLuoro ferkoro naHuyora npu a) amiHoKMCnoTa B MOMNOXeHHI 124
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(Hymepauia 3rigHo Kabat) 3amilleHa NO3UTUBHO 3apAaXKEeHO aMiHOKMCAOTOMD, | A€ B KOHCTAHTHOMY
AomeHi CH1 nepLioro Ba>kkoro naHurora npu a) amiHOKUCnoTa B NONOXeHHi 147 abo amiHOokucnoTa B
nonoxeHHi 213 (Hymepauia 3rigHo nokaxudnka EU cuctemn Kabat) samillieHa HeraTUBHO 3apAaXKeHOI0
aMiHOKUCNOTOIO,

abo

II) B KOHCTAHTHOMY AoMeHi CL apyroro nerkoro naHutora npu 6) amiHOKMCNOTa B NOMOXEHHI 124
(Hymepauisa 3rigHo Kabat) 3amilleHa NO3UTUBHO 3apaaKeHO aMiHOKUCNOTOID, | A€ B KOHCTAHTHOMY
aomeHi CH1 gpyroro Bakkoro nadutora npu 6) amiHOKMCNoTa B NONOXeHHi 147 abo amiHOKMCNOTa B
nonoxeHHi 213 (Hymepauia 3rigHo nokaxudnka EU cuctemn Kabat) samilieHa HeraTUBHO 3apaaKeHOI0
aMiHOKMCNOTOI0.

B ogHOMY 3 BapiaHTiB BUKOHAHHSA, SKOMY BiaaaloTb nepesary

[) B KOHCTAHTHOMY AoMeHi CL nepworo nNerkoro naHuytora npu a) aMmiHokucnoTa B NonoXeHHi 124
HesanexHo 3amiweHa nisuHom (K), apriiHoMm (R) a6o rictuauHom (H) (Hymepauis srigHo Kabat) (B
OQHOMY KpalwloMy BapiaHTi BUKOHAHHS HesanexHo nisuHom (K) abo apriHiHom (R)), i e B
KOHCTaHTHOMY AomeHi CH1 nepLuoro Baxkkoro naHutora npu a) amiHOKMCNoTa B MOMNoXeHHi 147 abo
aMiHoKMcnoTa B MOMNOXeHHi 213 HesanexHo 3aMilleHa rnytamiHoBow kucrotoo (E) abo
acnapariHoBoto kucrnototo (D) (Hymepauia 3rigHo nokaxunka EU cuctemu Kabat),

abo

II) B KOHCTAHTHOMY AoMeHi CL apyroro nerkoro naHutora npu 6) amiHOKMCNOTa B NOMOXEHHI 124
HesanexHo 3amiweHa nisuHom (K), apriiHoMm (R) a6o rictuauHom (H) (Hymepauis srigHo Kabat) (B
OQHOMY KpalwloMy BapiaHTi BUKOHAHHS HesanexHo nisuHom (K) a6o apriHiHom (R)), i Oe B
KOHCTaHTHOMY AoMeHi CH1 agpyroro Bakoro nadutora npu 6) amiHOKMCROTa B NOMNoXeHHi 147 abo
aMiHoKMcnoTa B MOMNOXeHHi 213 HesanexHo 3aMilleHa rnytamiHoBow kucrotoo (E) abo
acnapariHoBoto kucrnototo (D) (Hymepadia 3rigHo nokaxunka EU cuctemu Kabat).

B oaHomMy 3 BapiaHTiB BMKOHaHHA B KOHCTAHTHOMY AaomeHi CL apyroro Ba)kkoro naduiora
aMiHOKMCNOTU B NONOXEHHAX 124 Ta 123 3amiweHi K (Hymepauia 3rigHo nokaxdnka EU cucremu
Kabat).

B oagHoMmy 3 BapiaHTiB BMKOHAHHA B KOHCTAHTHOMY aomeHi CH1 apyroro nerkoro naduiora
aMiHOKMCNOTU B NONOXEHHAX 147 Ta 213 3amiweHi E (Hymepadia 3rigHo nokaxdunka EU cucremu
Kabat).

B oagHoMy 3 BapiaHTiB BMKOHAaHHA, AKOMY BigdaloTb nepeBary, B KOHCTAHTHOMY aomeHi CL
NepLUOro Nerkoro naHuyora amiHoKMCNoTU B NONOXeHHAX 124 Ta 123 3amiweHi K, a B KOHCTaHTHOMY
aoMeHi CH1 nepworo BakKOro naduipora amiHOKACNIOTU B NOMOXeEHHAX 147 Ta 213 samiweHi E
(Hymepauis 3rigHo nokaxkiuka EU cuctemun Kabat).

B oaHomMy 3 BapiaHTiB BMKOHaHHA B KOHCTAHTHOMY AaomeHi CL apyroro Ba)kkoro naduiora
aMiHOKMCNOTU B NONOXeHHSAX 124 Tta 123 samiweHi K, i npu UuboMy B KOHCTaHTHOMY gomMeHi CH1
OPYroro Jnerkoro naHuyiora amiHOKUCNOTWM B MNONOXeHHAX 147 Ta 213 3amiweHi E, a Takox y
BapiabensHoMy AomMeHi VL nepLioro nerkoro naHutora amiHOKMCnoTa y nonoxeHHi 38 samiweHa K, y
BapiabenbHOMy AOMeHi VH nepLuoro Ba)Kkoro naHuiora amiHoKMCnoTa y nonoxeHHi 39 samiweHa E, y
BapiabensHoMy gOMeHi VL Apyroro BaXKkOro naHuora amiHokucrnorta y nonoxkeHdi 38 samiweHa K, ta
y BapiabensHoMy aomeHi VH apyroro nerkoro naHutora amiHoKMCnoTa y nonoxeHHi 39 samiweHa E
(Hymepauis 3rigHo nokaxkiuka EU cuctemun Kabat).

OaHMM 3 ONMCaHMX TYT acnekTiB € BiBaneHTHe, BicneundiyHe aHTUTINO, siKe BKIOYae

a) Nepwuri NErknMin NaHulor Ta NepLMii BaXKKUA NaHUIOr aHTuTIna, ake cneundivHo 3B'A3yeThbeCa 3
nepLwmM aHTUTeHOM; Ta

6) ApyrMii NErKUn NaHUor Ta APYrMin BaXKKUA NMAaHUIOr aHTUTINa, sike cneumdivHo 3B'A3YyeTbCs 3
OPYrUM aHTUreHoM, | npu uboMy BapiabenbHi gomenHn VL Ta VH y apyromy nerkomy naHuosi Ta
OPYromMy BaxKKOMY NaHLo3i B3aemMo3aMiHeHi, i npu UuboMy KOHCTaHTHI gomeHn CL ta CH1 y apyromy
NErkoMy naHuo3i Ta Apyromy BaXkkoMy naHLUo3i B3acmMo3aMiHeHi,

e nepwmni aHtureH abo Apyrum aHTUreH € peLenTopom TpaHCEPUHY NMIOANHMN.

AHTUTINO 32 MYHKTOM @) He MICTUTb Moaucpikauil, onucaHoi B NyHKTi 6), i BaXKMA Ta NErkun
naHuUorn 3a NYHKTOM a) € i30NbOBaHUMK FlaHLOraMu.

B aHTuTINi 3a nyHKTOM 6)

y NerkoMy naHuiosi

BapiabenbHun gOMeH nerkoro nadutora V0L 3aMiHeHWit Ha BapiaGenbHUIA JOMEH Ba)KKOro naHuora
VH 3a3Ha4eHoro aHTutina, a KOHCTAHTHUIW AOMEH nerkoro nadutora CL 3aMiHEHUI HA KOHCTaHTHUIA
AOMeH Baxkkoro naHutora CH1 3asHavyeHoro aHtuTina;

Ta

Yy Ba&>KKOMY NaHLo3i

BapiabenbHun AOMEH Baxkkoro naHutora VH samiHeHun Ha BapiabenbHUIn JOMEH NErKoro naHuora
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VL 3a3HayeHOro aHTUTING, a KOHCTAHTHUI AOMEH Baxkkoro nadutora CH1 3amiHeHUIn Ha KOHCTaHTHUIA
AOMeH nerkoro nadutora CL 3a3HayeHoro aHTuTina.

OaHMM 3 ONMCaHMX TYT acnekTiB € BiBaneHTHe, BicneundiyHe aHTUTINO, siKe BKMIOYae

a) Nepwuri NErknMin NaHulor Ta NepLMii BaXKKUA NaHUIOr aHTuTIna, ake cneundivHo 3B'A3yeThbeCa 3
nepLwmM aHTUTeHOM; Ta

6) ApyrMi NErKMn NaHUlor Ta APYruin BaXKKUIA NAHUIOT aHTUTING, SKe cneuudiyHo 3B'A3yeTbes 3
OPYIMM aHTUTEeHOM, i NpU UbOMY KOHCTaHTHi gomeHn CL Tta CH1 y gpyromy nerkomy naHutosi Ta
OPYromy BaXKKOMY NaHLIo3i Apyroro aHTuTina B3aemosamiHeHi,

e nepwmni aHtureH abo Apyrum aHTUreH € peLenTopom TpaHCEPUHY NMIOANHMN.

AHTUTINO 32 MYHKTOM @) HE MICTUTb Moaudikauii, onucaHoi B NyHKTi ©), i BaXKKMA Ta NeErkun
naHuUorn 3a NYHKTOM a) € i30NbOBaHUMK FlaHLOraMu.

B aHTuTINi 3a nyHKTOM 0)

y NerkoMy naHuiosi

KOHCTaHTHMI AOMeH nerkoro naduipora CL 3aMiHEHUI KOHCTAHTHUM OOMEHOM BaXKKOro nadutora
CH1 3a3Hay4eHoro aHTuTINg;

i Y B&XKKOMY NaHuosi

KOHCTaHTHUI AOMeH Baxkkoro nadutora CH1 3amiHEHWIA KOHCTAHTHUM OOMEHOM NErkoro naHutora
CL 3asHayeHoro aHTuTIng;

OaHUM 3 ONUCaHUX TYT acnekTiB € MynbTUCNeyndiYHe aHTUTINO, SKe BKNOYae

a) NOBHOPO3MIPHE aHTUTINO, Ake cneyndivHo 3B'A3YETLCA 3 NEPLUMM aHTUTEHOM Ta CKNnagaeTbed 3
OBOX BaXKKMX NaHUIOrB aHTUTINA | ABOX NErkMX faHuIoriB aHTuTina, Ta

6) oauH, aBa, Tpu abo 4yoTupu oaHonaHuwrosux Fab-dpparmeHTn, Wo cneyndivHo 3B'A3YIOTLCS 3
[0OAaTKOBUMMW aHTUTeHaMK B KiNbKOCTi Bif OAHOro A0 4oTUpbOX (TOGTO 3 Apyrum i/fabo TpeTim i/abo
YeTBEPTUM i/abo N'aTUM aHTUreHoMm, Ginblu BaxkaHo cneundivHO 3B'A3YIOTHCS 3 OAHUM A0AATKOBUM
AHTUTEHOM, TOBTO 3 APYIMM aHTUTEHOM),

Ae 3a3HadveHi oagHonaHuiworosi Fab-dparmeHTM 3a nyHkTOM 6) 30UTi 3 3a3HAYEHUM
NMOBHOPO3MIPHUM AHTUTINMIOM 3a MYHKTOM &) 3a AONOMOrOK MENTMAHOro niHkepa Ha C- abo N-kiHui
BaxKKOro abo Nerkoro naHuora 3asHa4eHoro MOBHOPO3MIPHOTO aHTuUTINA.

e nepLumii aHTureH abo oAnH 3 4OAATKOBUX aHTUMEHIB € PELIENTOPOM TPaHCKEPWHY MOANHN.

B ogHoMy 3 BapiaHTiB BUKOHAHHS oauMH abo ABa iA€HTMYHUX OAHONAaHUroBux Fab-dparmeHTn,
WO 3B'A3YOTbCA 3 APYrMM aHTUFEeHOM, 3MUTi 3 3a3Ha4€eHUMM MOBHOPO3MIPHUM aHTUTINIOM 3a
JOMOMOroK0  NenTuaHoro niHkepa Ha C-kKiHUi Baxkmx abo nerkMx naHuoriB  3asHayeHoro
NOBHOPO3MIPHOrO aHTuTINA.

B ogHoMy 3 BapiaHTiB BUKOHAHHS oauH abo aBa iAeHTMYHMX ogHonaHutoroBux Fab-dparmeHTn,
WO 3B'A3YOTbCA 3 APYrMM aHTUFEeHOM, 3MUTi 3 3a3Ha4€eHUMM MOBHOPO3MIPHUM aHTUTINIOM 3a
AONOMOIOK NenTuaHOro niHkepa Ha C-KiHUi BaXKKUX NaHUoriB 3a3Ha4YeHOro MNOBHOPO3MIPHOMO
aHTuTINa.

B ogHOoMy 3 BapiaHTiB BUKOHAHHS oauH abo aBa iAeHTUYHMX ogHonaHutoropux Fab-dparmeHTn,
WO 3B'A3YOTbCA 3 APYrMM aHTUFEeHOM, 3MUTi 3 3a3Ha4€eHUMM MOBHOPO3MIPHUM aHTUTINIOM 3a
AONOMOIOK MENTUAHOrO niHkepa Ha C-KiHUi NerkMx naHuoris 3asHa4vyeHoro MNOBHOPO3MIPHOro
aHTuTINa.

B oagHoMy 3 BapiaHTiB BWKOHaHHA ABa iAE€HTUYHUX OAHONaHUtoroBux Fab-dparmeHTn, Lo
3B'A3YI0TLCA 3 APYIMM aHTUIEHOM, 3MUTi 3 3a3Ha4YE€HMM MOBHOPO3MIPHUM aHTUTINIOM 3a AOMNOMOIOLO
NenTMaHoro TniHkepa Ha C-KiHUI KOXHOTO 3 BaxKkMx abo nerkux naHUloriB  3asHayveHoro
NOBHOPO3MIPHOrO aHTuTINA.

B oagHoMmy 3 BapiaHTiB BWKOHaHHA ABa iAE€HTMYHUX oOAHONaHutoroBux Fab-dparmeHTn, Lo
3B'A3YI0TLCA 3 APYIMM aHTUIEHOM, 3MUTi 3 3a3Ha4YE€HMM MOBHOPO3MIPHUM aHTUTINIOM 3a AOMNOMOIOLO
NenTUAHOro fiHkepa Ha C-KiHLi KOXXHOTO 3 BaXKKMX NaHUIOrB 3a3Ha4€HOro NOBHOPO3MIPHOro aHTuTINa.

B oagHoMy 3 BapiaHTiB BWKOHaHHA ABa iAeHTUYHUX oaHonaHutoroeux Fab-dparmeHTn, Lwo
3B'A3YI0TLCA 3 APYIMM aHTUIEHOM, 3MUTi 3 3a3Ha4YE€HMM MOBHOPO3MIPHUM aHTUTINIOM 3a AOMNOMOIOLO
NenTUAHOro fiHkepa Ha C-KiHLi KOXXHOIo 3 NerkMx fnaHuiorie 3a3Ha4eHoro NOBHOPO3MIPHOIO aHTuUTINa.

OaHMM 3 ONMCaHMX TYT acnekTiB € TpuBaneHTHe, bicneyndivyHe aHTUTINO, AKe BKMNOYAe

a) NOBHOPO3MIpHE aHTUTINO, Ake cneyndivyHo 3B'A3YETLCA 3 NEPLUMM aHTUIEHOM Ta CKNagacTbed 3
OBOX BaXKKUX NaHUOriB aHTUTINA i ABOX NErkUx NaHUoriB aHTuTina,

6) nepwmii noninenTua, Wo CKnagaeTbca 3

6a) BapiabenbHOro AOMEHY Ba)KKoOro nautora aHtutina (VH),

abo

606) BapiabenbHOro AOMEHy BaXkKkoro naHutora aHtutina (VH) Ta KOHCTaHTHOrO AOMeEHY 1 aHTuTina
(CH1),

npudyomy N-KiHeUb 3a3Ha4YeHOro nepworo nofinenTuay 3a AonNoMOrow NenTUAHOro niHkepa
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3nuTUin 3 C-KiHUEM OAHOIO 3 ABOX BaXKKMX NaHLIOrB 3a3HA4Y€HOro NOBHOPO3MIPHOrO aHTUTINA,

B) ApYyrui noninentua, Wo ckrnagaerbcs 3

Ba) BapiabenbHOro JOMeHy nerkoro naHutora anturtina (V0),

abo

B6) BapiabenbHOro AoMeHy nerkoro naduiwora anturtina (VL) Ta KOHCTAHTHOrO AOMEHY FNErkoro
nadutora antuTtina (CL),

npudyomy N-kiHeub VL-gOMEHY 3a3HayeHoro Apyroro noninentuay 3a AOMNOMOrow NenTUAHOro
niHkepa 3nuTui 3 C-KiHUEM iHLIOro 3 ABOX BaXKKWX NaHUIOrNB 3a3HA4YE€HOro NOBHOPO3MIPHOIO aHTUTINA,

Ta

npuyomy BapiabenbHUMn OOMEH BaxKKoro nadutora awtutina (VH) nepworo noninentugy Ta
BapiabenbHuMn OOMeH nerkoro nadutora advTtutina (VL) apyroro noninentuay pasoM YTBOPKOKOTb
aHTUreH3B'a3yBanbHUI canT, WO cneunpivyHo 3B'A3yeTbCs 3 APYTMM aHTUTEHOM,

Ta

e nepwmnii aHtTureH abo Apyrun aHTUreH € peLuenTopom TpaHCAEPUHY NMIOANHMN.

B ogHomy 3 BapiaHTiB BMKOHAHHS BapiabenbHUN AOMEH Baxkkoro nadutora antutina (VH)
noninenTuay 3a NyHKTom 6) Ta BapiabenbHUi AOMEH nerkoro naduora antutina (VL) noninentuay 3a
NyHKTOM B) 3'¢AHaHi Ta crabinisoBaHi MDKNAHUOrOBMM AUCYNbMIAHUM MICTKOM, BBE€AEHUM 3a
A0NOMOTroI0 ANCYNbAIAHOO 3B'A3KY B HACTYMNHUX MOSIOXKEHHSAX:

) mbk nonoxeHHaAm 44 BapiabenbHOr0o AOMEHY Ba)KKOro naHuiora Ta nonoxeHuam 100
BapiabenbHOro AOMeHy Nerkoro naduora, abo

) mix nonoxeHHam 105 BapiabenbHOro AOMEHY BAaXKOrO naHuiora Ta MONoXEHHAM 43
BapiabenbHOro AOMeHy Nerkoro naduora, abo

lll) mixk nonoxxeHHsMm 101 BapiabenbHOro AOMEHY BaXXKOro naHuipora Ta nonoxeHHam 100
BapiabenbHOro AOMEHyY NErkoro naHuwora (Hymepadisi Bcrogu 3a nokaxaunkom EU cuctemu Kabat).

TexHikn BBEAEHHS HEMPUPOAHMX AUCYNbdigHUX MICTKIB Ans crtabinisaudii onucadi, Hanp., B WO
94/029350, Rajagopal, V., Ta iH., Prot. Eng. (1997) 1453-59; Kobayashi, H., Ta iH., Nuclear Medicine
& Biology, T. 25, (1998) 387-393; abo Schmidt, M., Ta iH., Oncogene (1999) 18 1711-1721. B ogHOoMmy
3 BapiaHTiB BUKOHAHHA HeOOOB'SI3KOBMI AUCYNbMIAHMIA 3B'A30K MK BapiabenbHUMM AOMeHamu
noninentTuaiB 3a nyHkramu ©) i B) po3TalIOBaHWA MK MONOXEHHsAM 44 BapiabGenbHOro AOMEHy
BaKKOTO naHuora ta nonoxenHsim 100 BapiaGenbHOro gOMeEHy RNerkoro naduwpra. B ogHomy 3
BapiaHTiB BUKOHAHHA HeOBGOB'A3KOBMI AucynbdiaHui 3B'A30K MK BapiabenbHUMM JOMEHaMM
noninenTuaiB 3a nyHkTamu 6) i B) pos3TallOBaHMi MK nonoxeHHam 105 BapiabenbHOro gomeny
BaXKKOTO NaHutora ta nonoxeHHam 43 sapiabenbHOro AoMeHy Nerkoro naduora (Hymepauisi BCoam 3a
nokaxdmkom EU cuctemn Kabat). B ogHomy 3 BapiaHTiB BMKOHaHHA nepesary BigagaloTb
TpuBaneHtHomy OicneumdiyHomy aHTuTIiny ©6e3 3asHauyeHoi HeobOoB'A3KOBOT  AUCYNbAIAHOT
crabinisauii mixx BapiabenbHumn gomeHammn VH Ta VL ogHonaHutoroBux pparmenTis Fab.

OaHMM 3 ONMCaHMX TYT acnekTiB € TpucneyudidHe abo TeTpacneyndivyHe aHTUTINO, SKE BKMNIOYaE

a) nepwuin nerkuii naHulor Ta NepLuMidi BaXKKUMI  NaHUOr MOBHOPO3MIPHOMO aHTUTING, sKe
cneyndivyHo 3B'A3YETLCSA 3 NEPLUMM aHTUIEHOM; Ta

6) apyrmi (MoamdikoBaHMI) NErkMn naHuor Ta apyrun (MoaAUpiKOBaHMI) BaXKUA NaHLUtor
NOBHOPO3MIPHOrO aHTuUTina, fke cneyudivyHo 3B'A3YyeTbCA 3 APYrMM aHTUFEeHOM, | Npu LbOMY
BapiabenbHi gomeHn VL Ta VH B3aemosamiHeHi, i/abo npu UbOMY KOHCTAHTHI goMeHu CL Ta CH1
B3aeMO3aMiHEHi, Ta

B) A€ Big OAHOr0 A0 YOTUPLOX aHTUreH3B'A3yBanbHUX NENTUAIB, K cneyndivHO 3B'A3YIOTLCA 3
ogHuM abo aBoma A04aTKOBUMW aHTUreHamu (ToOTo 3 TpeTiMm i/abo YeTBepTUM aHTUTeHOM), 3NUTO 3a
JOMOMOro NenTuaHoro niHkepa 3 C- abo N-kiHUem nerknx abo Ba)KKMX MaHUIOrNB 3a MyHKTaMMW a)
i/fabo 6),

Je nepwmi aHtureH abo ApyrMin aHtured abo OauH 3 AOAATKOBUX aHTUTEHIB € PELEenTopoM
TpaHcdepuHy NIAUHN.

AHTUTINO 32 MYHKTOM @) He MICTUTb Moaucpikauil, onucaHoi B NyHKTi 6), i BaXKMA Ta NErkun
naHuUorn 3a NYHKTOM a) € i30NbOBaHUMK FlaHLOraMu.

B oaHoMy 3 BapiaHTiB BMKOHaHHA TpucneuudivHe abo TeTpacneuundiyHe aHTUTINO BKNoYae 3a
NMyHKTOM B) OAUH abo ABa aHTUreH3B'd3yBanbHi NenTuan, aki cneyndivyHo 3B'A3yOTbCA 3 0AHUM abo
ABOMa 40JaTKOBMMMW aHTUIreHamum,

B oaHOMy 3 BapiaHTiB BUKOHAHHSA aHTUreH3B'a3yBanbHi nentuaM BubpaHi 3 rpynu, L0 BKKOYAE
scFv-pparmeHT Ta scFab-dparmeHT.

B oaHomy 3 BapiaHTiB BWKOHAHHA AaHTUIEH3B'A3yBamnbHi nenTuaM sBRsAKOTbL Cobo  scFv-
dparMeHTu.

B ogHOoMy 3 BapiaHTiB BMKOHAHHS AaHTUreH3B'A3yBanbHi NenTuaum ABnsATb cobow scFab-
dparMeHTu.
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B oaHoMy 3 BapiaHTiB BWMKOHaHHA aHTWUreH3B'asyBanbHi nenTuaM 3nuTi 3 C-KiHUEM BaXKux
naHuoriB 3a NnyHKTamMu a) i/abo 6).

B oaHoMy 3 BapiaHTiB BUKOHaHHA TpucneuucpiyvHe abo TeTpacneuudpiyHe aHTUTINO BKNiovae 3a
NyHKTOM B) oauH abo ABa aHTUreH3B'A3yBanbHi NenTuau, AKi cneyudivyHo 3B'A3yloTbCAa 3 OAHUM
A04aTKOBUM aHTUTEHOM.

B oaHoMy 3 BapiaHTiB BUKOHaHHA TpucneuucpiyvHe abo TeTpacneuudpiyHe aHTUTINO BKNiovae 3a
NYHKTOM B) ABa iQ€HTUYHI aHTWUreH3B'sdyBanbHi NenTuau, SKi cneyudivyHo 3B'A3YIOTLCA 3 TPETIM
aHTureHoMm. B ogHOMY 3 BapiaHTiB BUKOHAHHA, AKOMY BigdaloTb nepesary, 3asHayeHi ABa igeHTUYHI
aHTUreH3B'asyBanbHi nentuan obuaea 3nuTi 3 C-kKiHUEM Ba)KKMX MaHUOrB 3a nyHkramu a) i 6) 3a
AONOMOIO0 OAHOro i TOro camMoro nenTuaHoro niHkepa. B ogHoOMy 3 BapiaHTiB BUKOHaHHSA, AKOMY
BiJ4alOTb MepeBary, 3asHadeHi [ABa iAeHTUYHI aHTUreH3B'A3yBanbHi NenTuauM ABnNsTb cobor abo
scFv-dparmenT, abo scFab-dparmenr.

B oaHoMy 3 BapiaHTiB BUKOHaHHA TpucneuucpiyvHe abo TeTpacneuudpiyHe aHTUTINO BKNiovae 3a
NYHKTOM B) ABa aHTUreH3B'd3yBarbHi nentuaun, ki cneyndivyHO 3B'A3YIOTLCA 3 TPETIM | YETBEPTUM
aHTUreHamu. B ogHOMY 3 BapiaHTiB BUKOHAHHSA 3a3HauJeHi ABa aHTUreH3B'sI3yBanbHi nentuam obuaea
3nuTi 3 C-KiHUEM BaXKKMX NaHUOrB 3a nyHkramu a) i 6) 3a AONOMOrow OAHOro i TOro camoro
nenTUMaHoOro niHkepa. B ogHOMY 3 BapiaHTIiB BUKOHaHHSA, AKOMY BigdaloTb nepesary, 3asHadeHi aBa
AHTUreH3B'A3yBarnbHi NenTUan SBNAKTL co60t0 abo scFv-parmeHT, abo scFab-cdparmeHT.

OaHMM 3 oNMcaHuX TYT acnekTiB € BicneundpivyHe, TETpaBaneHTHE aHTUTINO, SIKE BKOYAe

a) ABa nerki naHuylory i Asa Baxkki NaHUOrM aHTUTING, AKi cneundiyHo 3B'A3yl0TbCA 3 NepLunm
aHTureHom (i BknoYaloTb Asa Fab-dparmeHTn),

6) aga goaatkosi Fab-parmenTn anTtuTina, sKi cneyudivuHO 3B'A3YIOTLCA 3 APYIMM aHTUTEHOM,
npuyomy 0buaBa 3a3HadveHi gogartkosi Fab-cparmeHTn 3nuTi 3a A0NOMOro NENTUAHOrO niHkepa 3 C-
a60 N-KiHUAMMW Ba)KKMX NAHLIOTIB 3@ NYHKTOM a),

Ta

B sikomy B Fab-dparmeHTax 6ynu BUKOHAHI HACTYNHI Moaudikauil

) B obox Fab-cdparmeHTax 3a nyHktoM a) abo B 000x Fab-dparmeHTax 3a nyHkTom 6)
BapiabenbHi agomeHn VL Ta VH B3aemosamiHeHi, i/abo koHcTaHTHi aomeHn CL T1a CH1
B3aeMO3aMiHEHi,

abo

II) B 060x Fab-pparmeHTax 3a nyHkToM a) BapiabenbHi gomeHn VL ta VH B3aemo3amiHeHi, i
KOHCTaHTHi gomeHn CL Ta CH1 B3aemMo3aMmiHeHi,

Ta

B 06ox Fab-dparmeHTax 3a nyHktoMm ©) BapiabenbHi gomeHn VL Ta VH B3aemosamiHeHi, abo
KOHCTaHTHi gomeHn CL ta CH1 B3aemMo3aMiHeHi,

abo

lll) B 060X Fab-cparmeHnTax 3a nyHkTtom a) BapiabenbHi aomeHun VL Ta VH B3aemosamiHeHi, abo
KOHCTaHTHi gomeHn CL Ta CH1 B3aemMo3aMmiHeHi,

Ta

B obox Fab-tpparmeHTax 3a nyHktoM 6) BapiabenbHi gomeHn VL Ta VH B3aemosamiHeHi, i
KOHCTaHTHi gomeHn CL ta CH1 B3aemMo3aMiHeHi,

abo

IV) B 060X Fab-¢pparmenTtax 3a nyHkrom a) BapiabenbHi aomenun VL Ta VH B3aemo3samiHeHi, i B
060x Fab-dparmeHTax 3a nyHKTOM 6) KOHCTaHTHI goMeHu CL Ta CH1 B3aemosamiHeHi,

abo

V) B 060x Fab-dparmeHTax 3a NyHKTOM a) KOHCTaHTHI AomeHn CL Tta CH1 B3aemo3amiHeHi, i B
060x Fab-dparmeHTax 3a nyHkTom 6) BapiabenbHi gomeHn VL Ta VH B3aemo3amiHeHi,

e nepwmni aHtureH abo Apyrum aHTUreH € peLenTopom TpaHCEPUHY NMIOANHMN.

B ogHomy 3 BapiaHTiB BMKOHaHHA 3a3HadveHi goaatkoBi Fab-dpparmeHtn obuapa 3nuti 3a
[OMOMOTO0 NENTUAHOIO NiHkepa abo 3 C-KiHUSIMU BaXKKMX NaHLIOTB 3a MyHKTOM a), abo 3 N-KiHusiMu
BaKKMX NMAHLUIONB 3a NYHKTOM a).

B ogHOMYy 3 BapiaHTiB BUKOHAHHS 3a3HadeHi goaatkosi Fab-dparmeHTn o6uasa 3nuTi 3 C-kiHUsiMu
BaXKKMX NMAHUIONB 32 NYHKTOM a) 3a A40MNOMOro0 NENTUAHOIO NiHkepa.

B ogHOMYy 3 BapiaHTiB BUKOHAHHS 3a3HadeHi goaatkosi Fab-dparmeHTn o6uasa 3nuTi 3 N-kiHUsiMu
BaXKKMX NMAHUIONMB 3a NYHKTOM a) 3a A0NOMOIrOL0 NENTUAHOIO NiHKepa.

B ogHoMy 3 BapiaHTiB BUKOHAHHA y Fab-tbparmeHTax BUKOHaHI HACTyMHi Moandikauit:

) B obox Fab-cdparmeHTax 3a nyHktoM a) abo B 000x Fab-dparmeHTax 3a nyHkTom 6)
BapiabenbHi gomeHn VL Ta VH B3aeMo3amiHeHi,

ifabo

KOHCTaHTHi goMmeHn CL Ta CH1 B3aemMo3aMiHeHi.
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B ogHoMy 3 BapiaHTiB BUKOHAHHA Yy Fab-cparmeHTax BUKOHAHI HACTyNHi Moaudikauii:

[) B 060x Fab-dparmeHTax 3a nyHKTOM a) BapiabenbHi gomenun VL Ta VH B3aeMo3aMiHeH,

ifabo

KOHCTaHTHi goMmeHn CL Ta CH1 B3aemMo3aMiHeHi.

B ogHoMy 3 BapiaHTiB BUKOHAHHA Yy Fab-cparmeHTax BUKOHAHI HACTyNHi Moaudikauii:

[) B 060x Fab-dparMeHTax 3a NyHKTOM a) KOHCTaHTHi AoMeHu CL Ta CH1 B3aeMo3aMiHeH.

B ogHoMy 3 BapiaHTiB BUKOHAHHA Yy Fab-cparmeHTax BUKOHAHI HACTyNHi Moaudikauii:

[) B 060x Fab-dparmeHTax 3a nyHktom 6) BapiabenbHi gomenun VL Ta VH B3aeMo3aMiHeHi,

ifabo

KOHCTaHTHi goMmeHn CL Ta CH1 B3aemMo3aMiHeHi.

B ogHOoMy 3 BapiaHTiB BUKOHAHHA Yy Fab-cdparmeHTax BUKOHAHI HACTyMHi Moaudikauii:

[) B 060x Fab-dparmeHTax 3a NyHKTOM ) KOHCTaHTHI AomeHn CL Ta CH1 B3aeMo3aMiHeEH.

OaHuM 3 oNMcaHuX TYT acnekTiB € BicneundpivyHe, TeTpaBaneHTHE aHTUTINO, sIKE BKOYAE:

a) (mogucpikoBaHWin) BaXKKUA NaHUIOT NEPLUOrO aHTUTINA, AKMI cneyudivHo 3B'A3YETLCA 3 NEPLLUM
aHTUreHoM Ta BKIoYae nepuly napy goMmeHis VH-CH1, npu ubomy go C-KiHUA 3a3HAYEHOro BaXKKOro
naHutora MpUKpINmeHo 3a 4ONOMOro NenTMAHOro niHkepa N-kiHeub Apyroi napu gomedis VH-CH1
3a3HAYEHOro MEPLLOTO aHTUTING,

6) ABa Nerki NaHUrM 3a3Ha4YeHoro NEPLUOro aHTUTING 3a NYHKTOM a),

B) (MOANMDIKOBAHUI) BaXKKMI NAHUIOr APYroro aHTuTIna, kWi cneundpivyHo 3B'A3YETLCA 3 APYrUM
aHTUreHoM Ta BKMoYae nepy napy aomedis VH-CL, npu ubomy A0 C-KiHUA 3a3HAYEHOro BaXKKOro
naHuora NpUKpINIeHo 3a AOMOMOro MENTMAHOro niHkepa N-kiHeub Apyroi napu gomedis VH-CL
3a3Ha4YeHoOro Apyroro aHTuTINa, i

r asa (MogudikoBaHi) nerki NaHUOM 3asHa4vYeHoOro gpyroro aHTUTINa 3a NyHKTOM B), KOXKEH 3 AKUX
BKIoYae napy gomeHis CL-CH1,

e nepLwni aHtureH abo Apyrum aHTUreH € peLenTopom TpaHcEpPUHY NMIOANHMN.

OaHMM 3 onNMcaHuX TYT acnekTiB € BicneundpivHe aHTUTINO, Ake BKMOYae

a) BaKKMW NaHUIOr Ta NErkMin naHuylor nepLuoro rnoOBHOPO3MIPHOrO aHTuTINa, ske cneunudivyHo
3B'A3YETLCA 3 NEPLUUM aHTUTEHOM; Ta

0) Ba)XKUM NAHUOr Ta NErkui NaHuior Apyroro MOBHOPO3MIPHOrO aHTWUTINA, ske cneyudivuHo
3B'A3YETLCA 3 APYrMM aHTUreHOM, NpuyoMy N-KiHEUb BaXKKOro naHutora npuegHaHuin go C-kiHus
MNErkoro naHytora nenTuaHUM fiHKEPOM,

e nepLwmnii aHtTureH abo Apyrum aHTUreH € peLUenTopoM TPaHCHEPUHY NMIOANHMN.

AHTUTINO 32 MYHKTOM @) He MICTUTb Moaucpikauil, onucaHoi B NyHKTi 6), i BaXKMA Ta NErkun
NaHUoMM € i30NIbOBAHUMMU NaHLOTaMu.

OaHMM 3 onNMcaHuX TYT acnekTiB € BicneundpivHe aHTUTINO, Ake BKMOYae

a) NOBHOPO3MIPHE aHTUTINO, Ake cneyndivHo 3B'A3YETLCA 3 NEPLUMM aHTUTEHOM Ta CKNagaeTbed 3
OBOX BaXKKMX NaHUIOrB aHTUTINA | ABOX NErkMX faHuIoriB aHTuTina, Ta

6) Fv-cpparmeHT, WO cneyudiyHo 3B'A3YETbCS 3 APYrMM aHTUreHoM Ta Bkniodyae gomeH VH2? i
aomeH VL2, npuyomy obuaBa AOMeEHU NoeAHaHI AUCynb@iaHUM MICTKOM,

e abo Tinbkn agomeH VH?, abo Tinbkn gomeH VL2 3nuTuin 3a AONOMOrol NENTUAHOIO MiHKepa 3
BaKKMM ab0 Nerkum naHUuroM NOBHOPO3MIPHOIO aHTUTINA, WO cneumdivHo 3B'A3yeThCs 3 NepLUMM
AHTUTEHOM,

e nepwmni aHtureH abo Apyrum aHTUreH € peLenTopom TpaHCEPUHY NMIOANHMN.

Y GicneundidHOMY aHTUTINI BaXKKi Ta NETKi NAHLUIOTU 3a MyHKTOM a) € i30NTbOBaAHUMM NaHLIramMu.

B ogHomy 3 BapiaHTiB BMKOHAHHSA iHWWA 3 goMeHiB VH2 abo VL2 He € 3nuTum 3a A0MNOMOrow
NENTUAHOIO MiHKEpPa 3 BaXXKMM ab0 NErkMmM NaHLUroM MOBHOPO3MIPHOTO aHTUTING, WO cneyudivyHo
3B'A3YETLCA 3 NEPLUMM aHTUTEHOM.

Y BCiX onMcaHuX TyT acnekTax nepLunii nerkuin nadutor skniovae gomeH V0 i gomen CL, a nepuni
BaXKKMi naHutor Bknodvae gomeH VH, gomed CH1, wapHipHy ainaHky, aomeH CH2 i gomen CH3.

OaHMM 3 onucaHuX TYT acnekTiB € GicneundpivHe TpUBANEHTHE aHTUTINO, SKE BKMNIOYaE

a) asa Fab-cparmeHTn, Wo cneundivyHo 3B'A3yIOTLCA 3 NEPLUMM AHTUTEHOM,

6) oanH CrossFab-dparmeHT, sikuin cneundiyHo 3B'A3YETbCS 3 APYIMM aHTUTEHOM | B SKOMY
pgomeHnu CH1 i CL B3aemo3aMiHEHi,

B) 04HYy Fc-ainaHKy, ska BKMAOYae NepLUMn BaXKkMin naHutor FC-ainsgHkn Ta Apyrun Bakkuid naHutor
Fc-ainanku,

npu ubomy C-kiHUi aomeHiB CH1 asox Fab-cparmeHTiB npueaHaHi Ao N-kiHUiB noninenTtuais
BaXKKMX naHuorie Fc-ginaHku, Ta

npu uyboMy C-kiHeub gomeHy CL CrossFab-dparmenTy npueaHaHunn ao N-kiHusa gomeny VH
ogHoro 3 Fab-dparmenTis, Ta

e nepwmni aHtureH abo Apyrum aHTUreH € peLenTopom TpaHCEPUHY NMIOANHMN.
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OaHuM 3 onNucaHuX TYT acnekTiB € 6icneundpivHe TpUBANEHTHE aHTUTINO, sIKE BKIOMAE

a) asa Fab-cparmeHTn, Wo cneundivyHo 3B'A3yIOTLCA 3 NEPLUMM AHTUTEHOM,

6) oauH CrossFab-dparMeHTt, kM cneundidHo 3B'A3yeTbCH 3 APYIMM aHTUIEHOM i B AKOMY
pgomeHnu CH1 i CL B3aemo3aMiHEHi,

B) 04HYy Fc-ainaHKy, ska BKMAOYae NepLUMn BaXKKMii naHutor Fc-ainsHkn Ta Apyrun Bakkuid naHutor
Fc-ainanku,

npu ubomy C-kiHeub gomeHy CH1 nepworo Fab-dparmenTy npuegHanuii Ao N-KiHUS OAHOroO 3
noninenTuais Baxkux nadutoris Fc-ginaHkn, Tta C-kiHeub aomeHy CL CrossFab-pparmenty
npueaHaHnin Ao N-kKiHUg iHWoro 3 noninenTuaiB BaXkKkMx NaHuytoris Fc-ainsHku, i

npu ybomy C-kiHeub gomeHy CH1 agpyroro Fab-pparmenty npuegHanmii oo N-kiHua gomeny VH
nepworo Fab-dparmenty abo go N-kiHus gomeny VH CrossFab-dparmeHTy, Ta

e nepwmni aHtureH abo Apyrum aHTUreH € peLenTopom TpaHCEPUHY NMIOANHMN.

OaHMM 3 onNMcaHuX TYT acnekTiB € BicneundpivHe aHTUTINO, Ake BKMOYae

a) NOBHOPO3MIPHE aHTUTINO, Ake cneyndivHo 3B'A3yeTbCA 3 NEPLUMM aHTUIEHOM Ta CKNagaeTbed 3
OBOX BaXKKMX NaHUIOrB aHTUTINA | ABOX NErkMX faHuIoriB aHTuTina, Ta

6) Fab-cparmMeHT, WO cneundivyHO 3B'AI3YETLCHA 3 APYrMM aHTUIEHOM Ta BKModae goMeH VH2 i
AomeH VL2, chparMeHT BayKKoro nadutora i pparmMeHT NErKoro nadutora, ae

y doparmMeHTi Nerkoro nadyiora

BapiabenbHUii AoMeH nerkoro naduora VL2 3amiHeHWi BapiabenbHUM [OMEHOM BaMKOro
naHutora VH? 3a3HadeHoro aHTuTing,

Ta

y doparmMeHTi BaXKKOro naHutora

BapiabenbHuMn AOMEH BaxKKkoro nadutora VH2 3amiHeHun BapiabenbHUM [JOMEHOM MNErkoro
naHuiora VL2 3a3HayeHoro aHturtina

ae Fab-dparMeHT Ba)kKOro naHuiora BctabneHnin mixk gomeHoMm CH1 ogHOro i3 BaXkkux naHuioris
NOBHOPO3MIPHOIrO aHTUTINA Ta BiaANOBiAHO FC-AINAHKOK NOBHOPO3MIPHOro aHTuTina, i N-kiHeub Fab-
dparMeHTy nerkoro naduiora CKoH'loroBaHui i3 C-KiHUEM JFerkoro nadutora nOBHOPO3MIPHOro
aHTuTINa, WO crnapeHuii 3 BaXKKUM NaHLIOroM NOBHOPO3MIPHOro aHTWUTINa, B KUMKW BCTaBfeHMin Fab-
doparMeHT BaXKKOro naHutora, i

e nepwmni aHtureH abo Apyrum aHTUreH € peLenTopom TpaHCEPUHY NMIOANHMN.

OaHMM 3 onucaHux TYT acnekTiB € BicneyndivyHe aHTUTINO, Ake BKMOYae

a) NOBHOPO3MIpHE aHTUTINO, Ake cneyndivyHo 3B'A3YETLCA 3 NEPLUMM aHTUIEHOM Ta CKNagacTbed 3
OBOX BaXKKMX NaHUIOrB aHTUTINA | ABOX NErkMX faHuIoriB aHTuTina, Ta

6) Fab-cparmeHT, WO cneyndivyHO 3B'A3YETHCA 3 APYTUM aHTUTEHOM Ta BKMoyae goMeH VH? i
aomeH VL2, (pparmeHT BaXkkoro naHutora i dpparMeHT Nerkoro naduiora, ae

y doparmMeHTi Nerkoro nadyiora

BapiabenbHun aomeH nerkoro nadHuiora VL2 3aMiHeHui BapiabenbHUM [OOMEHOM BaXKKOro
naHutora VH? 3a3HadeHoro aHTuTing,

Ta

y doparmMeHTi BaXKKOro naHutora

BapiabenbHUii AOMeH Baxkoro naHuwora VH?2 3amiHeHuin BapiaGenbHUM [OMEHOM NErkoro
naHutora VL2 3asHa4yeHoro aHTurina

ae C-kiHeub BaxkkonaHutorosoro dparmeHty Fab-dparmenTy ckoH'toroBaHuin 3 N-kiHLEM ogHOrO i3
BaXKKMX MNaHUOriB MOBHOPO3MIPHOro aHTtuting, i C-KiHeub nerkonaHuwrosoro parmenty Fab-
dparMeHTy CKOH'toroBaHuin 3 N-KiHLEM Nerkoro naHuora NOBHOPO3MIPHOMO aHTUTING, WO cnapeHuin 3
BaXKKMM FTaHLIIOTOM NOBHOPO3MIPHOro aHTUTING, 3 IKUM CKOH'IOrOBaHWI BaXKKOSaHUIOrOBUMI bparMeHT
Fab-cparmeHTy, i

e nepwmni aHtureH abo Apyrunm aHTUreH € peuenTopoM TpaHCEPUHY NMIOANHMN.

B oagHomy 3 BapiaHTiB BMKOHAHHA aHTUTINO 3rigHO AaHOro onucy € MynbTucneundivHUm
aHTUTINOM, WO noTpebye reTtepoamMepusadii NPUHANMHI ABOX BaXKKONAHLIIOrOBUX NoninenTuais, i npu
LbOMY aHTUTINO chneundiyHo 3B'A3YETbLCA 3 pPeuentopoM TpaHCEPUHY MIOAUHU Ta APYyrum
aHTUIEeHOM, KU HE € PELLENTOPOM TPaHCKhEPUHY NMIOAUHN.

OnucaHo kinbka nigxoais Ao CH3-moaudpikauin 3 meTow 3abe3neyeHHs reTepoammepusadii,
Hanpuknag, y WO 96/27011, WO 98/050431, EP 1870459, WO 2007/110205, WO 2007/147901, WO
2009/089004, WO 2010/129304, WO 2011/90754, WO 2011/143545, WO 2012/058768, WO
2013/157954, WO 2013/096291, dki BKNIOYEHO CHOAM LUNSXOM MNOCUNAHHSA. Y TUNOBUX BigOMUX B
ranysi niaxogax gomeH CH3 nepworo saxkkoro nadutora i gomeH CH3 gpyroro Bakoro nadutora
obuaBa CKOHCTPYWOBAHI KOMNMNEMEHTAPHUM CNOCOOOM Tak, OO BaXKKUIA NaHUIOT, AKMA MICTUTb OAUH
CKOHCTpynoBaHuin gomeH CH3, 6inblie He MIr AMMEPU3YBATUCA 3 IHLLIMM BAXKKUM JTAHLIIOTOM TaKoi X
CTPYKTYpM (Hanp., NEpLUN BAXKKUIA NAHLIOT, SIKMIA MICTUTb CKOHCTpyWoBaHun aomeH CH3, Ginblue He
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Ml AUMEepU3yBaTUCH 3 IHLWMM NEPLUMM BaXKKWUM NAHLUIOMOM, KM MICTUTb CKOHCTPYWOBAHWN OOMEH
CH3; i apyruii BadKKMIA naHUIOr, SKMA MICTUTb CKOHCTpynoBaHui aomeH CH3, 6inbwe He wmir
AUMEpPU3yBaTUCA 3 HLWIUM APYTUM BaXKKMM FIAHLOTOM, SKMW MICTUTb CKOHCTpyrWoBaHuin goMmeH CH3).
TakuM YMHOM BaKKMWA NaHuior, SKUA MICTUTb OAWH CKOHCTpyhoBaHun goMeH CH3, 3mywieHui
reTepoaMMepu3yBaTUCS 3 iHLWUUM BakKKMM NaHUoroM, AkMi Mictutb aomeH CH3, CKOHCTpyinoBaHWi
KOMMMNeMeHTapHuMm cnocobom. [nsi upOro BapiaHTa BMKOHAHHA BuHaxoagy aomeH CH3 nepuioro
BaXKKOTO naHuora i gomeH CH3 apyroro BaKkOro naHLUora KOHCTPYOKOTb Y KOMMNNEMEHTapHUIA Cnocio
3a AOMOMOrOI0 amMiHOKUCNOTHUX 3aMilleHb, TakK LU0 NEPLUMA BaXKKUA NaHLIOr | APYrMin BaXKKUI naHuor
3MYLLEHI reTepoaMMepu3yBaTUCh, TOAi SIK NEPLLMIA BAXKKUIA MAHLUIOT | APYrUiA BaXKUIA NaHUor GinbLue
He 34aTHi romoaumepusyBaTUCh (Hanp., 3i CTEPUYHUX NPUUNH).

[HWi migxoam Ao 3abe3neyeHHs retepoanmepusalii BaXKMX NaHULOrB, BiAOMi y NPOLMTOBAHOMY
BULLE PpPIiBHI TEXHIKMW Ta BKMOYEHI B UEW ONUC, pPO3rnNggaloTbCA SK Pi3Hi anbTepHaTWMBM, LUO
BUKOPUCTOBYIOTbCA B MyNbTUCNEUUIMHOMY  aHTWUTINI  3rigHO  BMHaxody, SKe  BKMYae
"HenepexpelleHy Fab-ainaHky", aka noxoauTb Big NepLIOro aHTuTING, Ake cneyudivyHo 3B'A3YyETbLCA 3
nepwmm aHTUreHoMm, Ta "nepexpelleHy Fab-aingHky", dka noxoAuTb Big APYroro aHTwuTina, ske
cneumdiyHo 3B'A3YETbCA 3 APYIMM aHTUreHoM, y KOMOiHauii 3 KOHKPETHMMM aMiHOKUCNOTHUMU
3aMiLLEHHAMU, ONUCAHUMMW BULLE ANA BUHAX0AY.

domeHn CH3 mynbTucneuncpiyHOro aHTUTING 3rigHO A4aHOro ONUCY MOXHAa 3MIHUTWU TEXHOMOTIEI
"BUCTYNIB-B-OTBOPU", Ika AeTanbHO OnucaHa y Kinbkox npuknagax, Hanp., y WO 96/027011, Ridgway,
J.B., Ta iH., Protein Eng. 9 (1996) 617-621; Ta Merchant, A.M., Ta iH., Nat. Biotechnol. 16 (1998) 677-
681. Y uboMy cnocobi noBepxHi B3aeMoii ABOX AOMeHiB CH3 3MiHEHI TakMM YMHOM, WOG NiABULLUTU
rerepoamMepusadito 060X BaXKKMX NAHLIONIB, LLIO MICTATH Ui ABa AoMeHM CH3. KoxkeH i3 ABOX AOMEHIB
CH3 (aBox Baxkkmx naHutoris) mMoxe Oytu "BUCTynom", ToAi SK iHWMWA € "oTBOpOM". BBEAEHHSA
ancynedigHoro Mictka we 6Ginbw crabinisye retepoaumepu (Merchant, A.M., Ta iH., Nature
Biotech.16 (1998) 677-681; Atwell, S., Ta iH., J. Mol. Biol. 270 (1997) 26-35) Ta niasuLLye ix Buxia.

B ogHoMy Kpalluomy BapiaHTi BMKOHaHHA MynbTUcneuudiyHe aHTUTINO 3rigHO AaHoro onucy
BKNtovae mytadito T366W B gomeHi CH3 "Buctynatouoro naHutora" i mytaudii T366S, L368A, Y407V B
aomeHi CH3 "oTeipHoro naHutora" (Hymepauis 3a nokaxunkom EU cuctemn Kabat). Takox moxe 6yTu
BUKOPUCTaAHUI A04aTKOBUIA AMCYnbdiaHUin MicToK Mixk gomeHamu CH3 (Merchant, A.M., Ta iH., Nature
Biotech.16 (1998) 677-681), Hanp., BBegeHHAM myTauii Y349C y nomeH CH3 "BucTynHoro nadutora";
Ta mytauii E356C abo S354C y gomeH CH3 "oteipHoro nadutora". ToMy B iHLIOMY BapiaHTi
BMKOHaHHSA, AKOMY BigaaloTb nepesary, MynbTucneyudivyHe aHTUTINO 3rigHO AAHOro Onucy MIiCTUTb
MyTauii Y349C ta T366W B ogHoMYy i3 aBox goMeHiB CH3 i myTtauii E356C, T366S, L368A Ta Y407V
B iHWOMY i3 ABOX AoMeHiB CH3; abo mynbTucneumdiyHe aHTUTINO 3riAHO AAHOrO0 OMUCY MICTUTb
MyTauii Y349C ta T366W B ogHOoMY i3 aBox goMeHiB CH3 i myTauii S354C, T366S, L368A Tta Y407V
B iHWOMY i3 ABOX AomeHiB CH3 (gogaTtkoBa myTauia Y349C B ogHomy i3 gomeHis CH3 i gpogaTkoBa
MmyTauis E356C abo S354C B iHwomy gomMeHi CH3 yTBOPIOIOTbL MDKMAHUOrOBUIA ANCYNbAIAHUA
MICTOK) (Hymepauiqa 3a nokaxx4nkom EU cuctemun Kabat).

OaHak anbTepHaTUBHO abo 4OAATKOBO MOXYTb 3aCTOCOBYBATMCH i iHLUI TexHonorii "BMCTyNiB-B-
oTBopU", Ak onucaHo y EP 1 870 459 A1. B ogHOMY BapiaHTi BUKOHAHHA MynbTUCAELUIMHE aHTUTINO
3rigHo gaHoro onucy Bkniodae Mmytauii R409D Tta K370E y gomeHi CH3 "BuctynHoro nadutora" i
myTauii D399K ta E357K y pomeni CH3 "oTBipHOro naduiora" (Hymepadia 3a nokaddukom EU
cuctemu Kabat).

B ogHomy BapiaHTi BMKOHAHHA MynbTUcheUndiYHe aHTUTINO 3rigHO AaHOro Onucy MICTUTb
MyTauito T366W y gomeni CH3 "BuctynHoro naHutora” i mytauii T366S, L368A i Y407V y nomeHi CH3
"oTBipHOrO naduiora", a TakoXX AoJaTkoBo MicTUTb MyTauil R409D ta K370E y aomeHi CH3
"BucTynHoro naduora” i mytauii D399K ta E357K y gomeHi CH3 "oTBipHOro naHutora" (Hymepaduis 3a
nokaxxdnkom EU cuctemun Kabat).

B oaHoMy i3 BapiaHTiB BUKOHAHHA MynbTUChEUUdIMHE aHTUTINO 3riAHO AaHOr0 ONUCY MICTUTL
MyTauii Y349C ta T366W B ogHOoMY i3 aBox goMeHiB CH3 i myTauii S354C, T366S, L368A Tta Y407V
B iHWOMY i3 ABOX AoMeHiB CH3; abo mynbTucneumdiyHe aHTUTINO 3riAHO AAHOrO0 OMUCY MICTUTb
MyTauii Y349C ta T366W B ogHoMYy i3 ABox gomMeHiB CH3 i myTauii S354C, T366S, L368A ta Y407V
B iHWOMY i3 ABOX AomeHiB CH3, a Takox gogatkoBo mMictutk MyTtauii R409D ta K370E y aomeni CH3
"BucTynHoro naduora” i mytauii D399K ta E357K y gomeHi CH3 "oTBipHOro naHutora" (Hymepaduis 3a
nokaxxdnkom EU cuctemun Kabat).

Okpim TexHonorii "BUCTYNiB-B-O0TBOPK", B ranysi BigoMi i iHWI TexHikn moaundikauii aomeHis CH3
Ba)KKMX NaHutoris MynbTUCNEeUUpiYHOrO aHTUTIina ANnd CAOHyKaHHA A0 retepoaumepusadii. L
TexHonorii, ocobnueo onucadi B8 WO 96/27011, WO 98/050431, EP 1870459, WO 2007/110205, WO
2007/147901, WO 2009/089004, WO 2010/129304, WO 2011/90754, WO 2011/143545, WO
2012/058768, WO 2013/157954 i WO 2013/096291, po3rnsaaatoTbCa TYT K anbTepHATUBU TEXHONOTIT
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"BUCTYNIB-B-0TBOPK" B KOMBIiHALLT 3 ONUCAHUM TYT MyNbTUCIEUNEIMHUM AHTUTINIOM.

B ogHoMy 3 BapiaHTiB BMKOHAHHA MYyMbTUCNEUUdIMHOrO aHTUTINa 3rigHO AaHoro onucy Ans
3abesneyeHHs reTepoguMMepusadii NepLoro BaXKKOro FadHutora i Apyroro BaKKOro maduora
MynbTUCNEUMPIYHOrO aHTUTINa BUKOPUCTOBYIOTL Niaxia, onucaHun B EP 1870459. Uen nigxig
0a3yeTbCA Ha BBEAEHHI 3apsaAmKEHUX amiHOKUCMNOT 3 MPOTUMEXHUMU 3apagaMu Yy KOHKPETHUX
MOMNOXEHHAX MOBEPXHiI KOHTakTy AomeHisB CH3/CH3 mixx oboma, nepwmm i Apyrum, BaKKMMU
naHuyioramu.

BianoBigHo, uel BapiaHT BUKOHAHHS CTOCYETbLCS MYNbTUCNEUUdIMHOrO aHTUTINA 3rigHO AaHoro
onucy, Ae y TPETUHHIN CTPYKTypi aHTuTina gomeH CH3 nepworo Baxkoro nadutora i gomeH CH3
APYroro BaKKOTO JaHUora YyTBOPIOOTb MOBEPXHIO KOHTAKTY, PO3TAlIOBaHy MK BignoBigHWMM
aoMeHamu CH3 aHTuTInG, A€ KOXKHaA 3 BigNOBiAHMX aMiHOKMCAOTHUX nocnigoBHocTen aomeHy CH3
MepLUOro BadKKOro nadutora i gomenHy CH3 apyroi Bakkoi naHutora Bkniovae Habip amiHOKMCNOT,
po3TawoBaHuii B MexXax 3a3Ha4YeHol NOBEPXHi KOHTAKTY B TPETUHHIA CTPYKTYpPi aHTUTINa, npuyomMy 3
Habopy amiHOKMCIOT, pO3TaLUOBAHOIO B MEXAaX MOBEpPXHi KOHTAKTy B AoMeHi CH3 ogHoro Baxkoro
naHuiora, nepwa amiHOKACNOTa 3amilleHa MO3MTUBHO 3apsiAXKEHOK amiHOKMCMOTOowW, i 3 Habopy
aMiHOKMCIOT, pO3TalloBaHOro B MeXax NOBEpPXxHi KOHTaKTY B AoMeHi CH3 iHWoro saxkkoro naHuora,
apyra amiHokucnota 3amilleHa HeratTMBHO 3apsaaKeHol amiHokucnoTow. MynbTucneundidHe
aHTUTINO 3rigHO UbLOrc BapiaHTy BWKOHAHHSA TaKOX HasuMBawTb "CKOHCTpynoBaHe 3 CH3(+/-)
MynbTUCNeymniyHe aHTUTING" (e CKOPOYEHHA "+/-" NO3HaYae NPOTUNEXKHO 3apAdKEHI aMiHOKMCNOTH,
BBeAeHi y BignosigHi gomeHn CH3J).

B ogHoMy 3 BapiaHTiB BUKOHAHHA BKA3aHOro CKOHCTpynoBaHoro 3 CH3(+/-) MmynbTucneumdiyHoro
aHTUTINA 3rigHO AAHOro ONUCy NO3MTUBHO 3apsiaykeHa amiHokucnoTta BubpaHa 3 K, R i H, a HeratueHo
3apagpkeHa amiHokucnota Bubpana 3 E abo D.

B ogHoMy 3 BapiaHTiB BUKOHAHHS BKaszaHOro CKOHCTpyioBaHoro 3 CH3(+/-) mynbtucneuuncivyHoro
aHTUTINA 3rigHO AAHOro OMUCY MO3UTUBHO 3apsiakeHa amiHokucrnoTa BubpaHa 3 K i R, a HeraTueHo
3apagpkeHa amiHokucnota Bubpana 3 E abo D.

B ogHoMy 3 BapiaHTiB BUKOHAHHS BKaszaHOro CKOHCTpyioBaHoro 3 CH3(+/-) mynbtucneuuncivyHoro
aHTUTINa 3rigHO JaHoro onucy MO3UTUBHO 3apPAMKEHOI aMiHoKMcnoTow € K, a HeratueBHo
3apsaAXKEHO0 aMiHOKUCAOTOM € E.

B ogHoMy 3 BapiaHTiB BUKOHAHHS BKaszaHOro CKOHCTpyioBaHoro 3 CH3(+/-) mynbtucneuuncivyHoro
aHTuTina 3rigHo gaHoro onucy B gomeHi CH3 ogHOro BaXkkoro naduora amiHokucnota R y NONOXeHHi
409 samiweHa D i amiHokucnota K y nonokeHHi 3amiweHa E, a B gomeHi CH3 iHWOro Baxkoro
naHutora amiHokucnota D y nonoxeHHi 399 samiweHa K i amiHokucnota E y nonoxeHHi 357
3amiuleHa K (Hymepauia 3rigHo nokaxkduka EU cuctemn Kabat).

B ogHoMy 3 BapiaHTiB BMKOHAHHA MyMbTUCNEUUEIMHOrO aHTUTINa 3rigHo AaHoro Oonucy Ans
3abesneyeHHs reTepoguMMepusadii NepLoro BaXKKOro FadHutora i Apyroro BaKKOro maduora
MynbTUCNELMPIYHOrO aHTUTINa BUKOPUCTOBYIOTL Niaxia, onucaduin B8 WO 2013/157953. B ogHomy 3
BapiaHTiB BUKOHAHHA BKa3zaHOro mMynbtTucneumiyHoro aHTuTina arigHo gaHoro onucy B aomeHi CH3
OAHOr0 BaxKKOro naduytora amiHokucnota T y nonoxeHHi 366 samiweHa K, a B gomeHi CH3 iHworo
Ba)KKOro naHuora aMmiHokucnorta L y nonoxeHHi 351 samiweHa D (Hymepaudiqa 3rigHO nokakdnka EU
cuctemn Kabat). B iHWOMY BapiaHTi BMKOHaHHS BKasaHOro MynbTMCNEUUdIYHOro aHTuTina 3rigHo
AaHoro onucy B gomeHi CH3 oaHoro Baxkkoro naHutora amiHokucnota T y nonoxeHHi 366 samiweHa K
i amiHokucnota L y nonoxedHHi 351 3amiweHa K, a B goMeHi CH3 iHWoro Baxkoro nadyiora
amMmiHokucnota L y nonoxeHHi 351 samiweHa D (Hymepauis srigHo nokaxkunka EU cuctemun Kabat).

B iHWOMY BapiaHTi BUKOHAHHA BKa3aHOro MynbTUcneundivyHOro aHTuTIna 3rigHo gaHoro onucy B
aomMeHi CH3 oaHoro Baxkkoro naHutora amiHokucrnoTta T y nonoxeHHi 366 3amiweHa K i amiHokucnota
L y nonoxeHHi 351 samiweHa K, a B gomeHi CH3 iHwoOro Baxkkoro naduipra amiHokucrota L y
nonoxeHHi 351 samiwena D (Hymepauis 3rigHO nokaxdduka EU cuctemn Kabat). [JogatkoBo goMeH
CH3 iHWOro BaXkkoro faHuiora BKMAYae NpuUHanMHi 0gHe 3 HaCTYMNHUX 3aMilleHb: aMiHokucroTa Y y
nonoxeHHi 349 samiweHa E, amiHokucnoTa Y y nonoxeHHi 349 samiweHa D, i amiHokucnoTta L y
nonoxeHHi 368 samiweHa E (Hymepadja 3rigHo nokaxudunka EU cuctemn Kabat). B ogHoMy 3 BapiaHTiB
BMKOHaHHSA amiHokucroTa L y nonoxeHHi 368 samiweHa E (Hymepauis 3rigHo nokaxduka EU cuctemu
Kabat).

B ogHoMy 3 BapiaHTiB BMKOHAHHA MyMbTUCAEUU®IYHOINO aHTUTINa 3rigHO AaHOro onucy Aans
3abesneyeHHs reTepoguMMepusadii NepLoro BaXKKOro FadHutora i Apyroro BaKKOro maduora
MynbTUCNELMPIYHOrO aHTUTINa BUKOPUCTOBYIOTL Niaxig, onucaHnin B8 WO 2012/058768. B ogHoMy 3
BapiaHTiB BUKOHAHHA BKaszaHOro MynbTucneyndivyHoro aHTuTina arigHo gaHoro onucy B gomeHi CH3
OQHOr0 BaXKOro naduiora amiHokucnotra L y nonoxkeHHi 351 3amiweHa Y i amiHokucnota Y y
nonoxeHHi 407 samiweHa A, a B gomeHi CH3 iHworo Baxkkoro naHutora amiHokucnota T y NONOXEHHI
366 samiweHa A i amiHokucnota K y nonoxeHHi 409 samiweHa F (Hymepauia 3rigHo nokaxdunka EU
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cuctemn Kabat). B iHWOMY BapiaHTi BUKOHaHHA A04ATKOBO A0 BULLE3a3HAYEHMX 3aMillieHb B JOMEH
CH3 iHworo Baxkoro naHutora 3amiwleHa npuHaWMHi ogHa 3 amMiHOKUCIIOT Y MONOXEeHHAX: 411
(novatkoBo T), 399 (noyatkoBo D), 400 (noyaTkoBo S), 405 (novatkoso F), 390 (nouatkoBo N) and
392 (noyvatkoBo K) (Hymepauia arigHo nokaxuduka EU cuctemn Kabat). 3amiweHHAMM, SKMM BiggaloTb
nepesary, €:

- 3aMilWleHHs1 amiHokucnoTu T y nonoxeHHi 411 amiHokucnoToto, BubpaHoto 3 N, R, Q, K, D, Ei W
(Hymepauis 3rigHo nokaxkiuka EU cuctemun Kabat),

- 3aMmilweHHs amiHokucnotu D y nonoxkeHHi 399 amiHokucnotow, BubpaHoto 3 R, W, Y i K
(Hymepauis 3rigHo nokaxkiuka EU cuctemun Kabat),

- 3aMilleHHa amiHokucnotu S y nonoxenHi 400 amiHokucnoTtot, BubpaHow 3 E, D, R i K
(Hymepauis 3rigHo nokaxkiuka EU cuctemun Kabat),

- 3aMmilleHHsa amiHokucnoTu F y nonoxxeHHi 405 amiHokucnotowo, Bubpanoto 3 I, M, T, S, Vi W
(Hymepauis 3rigHo nokaxkiuka EU cuctemun Kabat),

- 3amilweHHs amiHokucnoTu N y nonoxeHHi 390 amiHokucnoToto, BubpaHoto 3 R, K i D (Hymepauis
3rigHo nokaxxdunka EU cuctemun Kabat),

- 3amilleHHa amiHokucnotn K y nonokeHHi 392 amiHokucnoroto, BubpaHoto 3 V, M, R, L, Fi E
(Hymepauia 3rigHo nokaxduka EU cuctemn Kabat),

B iHWOMY BapiaHTi BUKOHAHHA BKaszaHOro MynbTUCAEUMIYHOrO aHTWUTINa 3rigHO AAaHOro onucy
(ckoHcTpyrioBaHoro BignosigHo go WO 2012/058768) B goMeHi CH3 oaHOro Baxkkoro naduiora
amMmiHokucnota L y nonoxeHHi 351 3amiweHna Y i amiHokucnoTa Y y nonoxeHHi 407 3amiweHa A, a B
AoMeHi CH3 iHworo Baxkkoro naHutora amiHokucnota T y nonoxeHHi 366 3amiweHa V i aMmiHoKucnoTa
K y nonoxeHHi 409 samiweHa F (Hymepadia 3rigHo nokaxudnka EU cuctemn Kabat). B iHwomy
BapiaHTi BUKOHAHHA BKa3aHOro MynbTUCNeundiYHOro aHTuTina 3rigHo gaHoro onucy B gomeHi CH3
OAHOr0 BaXKKOr0 nadutora amiHokucrota Y y nonoxeHHi 407 3amiweHa A, a B gomeHi CH3 iHworo
Ba)KKOro naHutora amiHokucnorta T y nonoxeHHi 366 samiweHa A i amiHokucnoTa K y nonoxeHHi 409
3amiwleHa F (Hymepauis 3srigHo nokaxuuka EU cuctemn Kabat). B 3a3HayeHOMY OCTaHHbOMY
nonepeaHbOMY BapiaHTi BUKOHaHHA B AomeHi CH3 3asHayeHOro iHWOro BaKKOro naduiora
aMmiHokucnota K y nonoxeHHi 392 samiweHa E, amiHokucrnota T y nonoxeHHi 411 3amiweHa E,
amiHokucnota D y nonoxeHHi 399 3amiweHa R i amiHokucnota S y nonoxeHHi 400 3amiweHa R
(Hymepauis 3rigHo nokaxkiuka EU cuctemun Kabat).

B ogHoMy 3 BapiaHTiB BMKOHAHHA MyMbTUCAEUU®IYHOINO aHTUTINa 3rigHO AaHOro onucy Aans
3abesneyeHHs reTepoguMMepusadii NepLoro BaXKKOro FadHutora i Apyroro BaKKOro maduora
MyNbTUCMELUDIMHOTO aHTWTINA BUKOPUCTOBYIOTL Nigxig, onucaHuin B WO 2011/143545. B ogHomy 3
BapiaHTiB BWKOHAHHA 3a3HA4YeHOro  MynbTUCNEeUUdIMHOro  aHTUTINa 3rigHO AaHoro  onucy
aMiHOKMCcNoTHI moaucikauii aomeHiB CH3 060x BaKkMx naHutoris BBOAATL Y nonoxeHHs 368 i/abo
409 (Hymepauiq 3rigHo nokaxuka EU cuctemn Kabat).

B ogHoMy 3 BapiaHTiB BMKOHAHHA MyMbTUCAEUU®IYHOINO aHTUTINa 3rigHO AaHOro onucy Aans
3abesneyeHHs reTepoguMMepusadii NepLoro BaXKKOro FadHutora i Apyroro BaKKOro maduora
MyNbTUCNELUUPIMHOrO aHTUTINa BMKOPUCTOBYIOTH Nigxid, onucanmn B WO 2011/090762. WO
2011/090762 cToCyeTbCA aMiHOKMCNOTHUX Moaucpikauin 3a TexHonorielo "BUcTyniB-s-oTBOpu". B
OQHOMY 3 BapiaHTiB BMKOHAHHA BKa3aHOro ckoHctpyinosaHoro 3 CH3(BeO) mynbTucneuyndivHoro
aHTuTIna 3rigHo aaHoro onucy B AoMeHi CH3 ogHoro BaXkkoro naHutora amiHokucnoTta T y NOMNOXKeHHi
366 samiweHa W, a B gomeHi CH3 iHWOro BaXkkoro nadutora amiHokucnota Y y nonoxeHHi 407
3amilleHa A (Hymepauia 3rigHo nokaxeduka EU cuctemu Kabat). B iHWoOMY BapiaHTi BUKOHaHHS
BKasaHoro ckoHctpynosaHoro 3 CH3(BsO) MynbTucneunpiyHOro aHTuTina 3rigHo 4aHOro onucy B
aoMeHi CH3 ogHoro Bakkoro nadutora amidHokucnora T y nonoxeHHi 366 samiweHa Y, a B AOMEHI
CH3 iHworo Baxkkoro naduwora amiHokucrnota Y y nonoxeHHi 407 samiweHa T (Hymepadia 3rigHo
nokaxkiynka EU cuctemn Kabat).

B oaHoMy 3 BapiaHTiB BMKOHAHHS MyNbTUCNEUWUPIYHOIO aHTUTINAa 3rigHO OaHOro Onucy, fke
Hanexutb Ao isotuny lgG2, ans 3abesnedyeHHs reTepoaMMepusalil NepLioro BaXKKOro nadupra i
APYroro BaXkKKOro faHutora MynbTUCNeuudiyHOro aHTuTina BUKOPUCTOBYIOTE Nigxia, onucaHui B WO
2011/090762.

B ogHoMy 3 BapiaHTiB BMKOHAHHA MyMbTUCAEUM®IMHOINO aHTUTINa 3rigHO AaHOoro onucy ans
3abesneyeHHs reTepoguMMepusadii NepLoro BaXKKOro FadHutora i Apyroro BaKKOro maduora
MynbTUCNELMPIYHOrO aHTUTINa BUKOPUCTOBYIOTL Niaxia, onucaduin B WO 2009/089004. B ogHomy 3
BapiaHTiB BUKOHAHHA BKaszaHOro MynbTucneundiyHoro aHTuTina arigHo gaHoro onucy B gomeHi CH3
OOHOro BaxKKOro naduwra amiHokucnota K abo N y nonoxeHHi 392 3aMilleHa HeratMBHO
3apAIKEHOI0 aMiHOKUCNOTOLO (B 0AHOMY 3 BapiaHTiB BUKOHAHHSA, SIKOMY BigaatTb nepeary, E abo D,
B OQHOMY 3 BapiaHTiB BMKOHAHHA, SKOMY BiagatTb nepesary, D), a B gomeHi CH3 iHWoOro Baxkoro
naHuiora amiHokucnora D y nonoxenHi 399, amiHokucrnota E abo D y nonoxeHHi 356 abo
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aMmiHokucnoTta E y nonoxeHHi 357 3amilleHa NO3UTUBHO 3apsiAXKeHOo aMiHOKMCAOTOK (B OAHOMY 3
BapiaHTiB BUKOHaHHS, sSIKOMY BigaawTb nepesary, K abo R, B 04HOMY 3 BapiaHTiB BUKOHAHHSA, SIKOMY
BigaalwTb nepesary, K, B 04HOMY 3 BapiaHTiB BUKOHAHHSA, SKOMY BiagaloTb nepesary, aMiHOKUCNOTU Y
nonoxeHHax 399 abo 356 samiweHi K) (Hymepauis 3rigHo nokaxunka EU cuctemun Kabat). B ogHomy
004aTKOBOMY BapiaHTi BUKOHAHHA A404AaTKOBO A0 BULLE3a3HAYeHUX 3amilleHb B goMeHi CH3 oaHoro
BaXKKOro nadutora amiHokucnota K abo R y nonoxeHHi 409 3amilieHa HeratMBHO 3apsiaykKeHOoH
aMiHokMcnoTolo (B 0AHOMY 3 BapiaHTiB BUKOHAHHSA, SKOMY BigaatoTb nepesary, E abo D, B ogHOMYy 3
BapiaHTiB BMKOHaHHA, AKOMY BigaalwTb nepesary, D) (Hymepauia 3rigHo nokaxdduka EU cuctemn
Kabat). ¥ we oaHoMy [aoaaTkOBOMY BapiaHTi BUKOHAHHS A0A4AaTKOBO abo anbTEPHATMBHO A0
BULLE3a3Ha4YeHMx 3amilleHb B AgomMeHi CH3 ogHOro Baxkkoro nadutora amiHokucrnora K y nonoXeHHi
439 i/abo amiHokucnota K y nonoxkeHHi 370 HesanexxHO ogHa Big OAHOT 3aMilLiEHi HeraTuBHO
3apAIKEHOI0 aMiHOKUCNOTOLO (B 0AHOMY 3 BapiaHTiB BUKOHAHHSA, SIKOMY BigaatTb nepeary, E abo D,
B OQHOMY 3 BapiaHTiB BMKOHAHHSA, SKOMY BigaatwoTb nepesary, D) (Hymepadia 3rigHo nokaxkiyuka EU
cuctemu Kabat).

B ogHoMy 3 BapiaHTiB BMKOHAHHA MyMbTUCAEUU®IYHOINO aHTUTINa 3rigHO AaHOro onucy Aans
3abesneyeHHs reTepoguMMepusadii NepLoro BaXKKOro FadHutora i Apyroro BaKKOro maduora
MyNbTUCMELMUIMHOTO aHTWTINA BUKOPUCTOBYIOTL Nigxig, onucaHun B8 WO 2007/147901. B ogHomy 3
BapiaHTiB BUKOHAHHA BKaszaHOro MynbTucneyndivyHoro aHTuTina arigHo gaHoro onucy B gomeHi CH3
OQHOr0 BaXKKOro nadutora amidHokucnorta K y nonoxeHHi 253 samiweHa E, amiHokucnota D y
nonoxeHHi 282 samiweHa K i amiHokucnoTa K y nonoxeHHi 322 samiweHa D, a B gomeHi CH3 iHworo
Ba)KKOro nadutora amiHokucnota D y nonoxeHHi 239 3amiweHa K, amiHokucnoTta E y nonoxeHHi 240
3amiwleHa K i amiHokucnota K y nonoxeHHi 292 samiweHa D (Hymepauia 3rigHo nokaxkduka EU
cuctemn Kabat).

B ogHoMy 3 BapiaHTiB BMKOHAHHA MyMbTUCAEUU®IYHOINO aHTUTINa 3rigHO AaHOro onucy Aans
3abesneyeHHs reTepoguMMepusadii NepLoro BaXKKOro FadHutora i Apyroro BaKKOro maduora
MynbTUCNELMUIMHOTO aHTUTINa BUKOPUCTOBYIOTL Migxia, onucaHuin B WO 2007/110205.

B oaHoMy 3 BapiaHTiB BUKOHaHHS BCiX acnekTiB Ta BapiaHTiB BMKOHAHHA 3rigHO 4aHOro onucy
MynbTUCNEUUdIYHE aHTUTINO € OicneunciyHuM aHTuTinom abo TpucneunudpiyHuMm aHTuTinom. B
OQHOMY KpallOMy BapiaHTi BMKOHAHHA BUHaxody MynbTucneuudiyHe aHTuTInO 4dABnsie coboto
GicneuncpivHe aHTUTINO.

B ogHOMy 3 BapiaHTiB BUKOHAHHSA BCIX aCNeKTIiB 3rigHO J4aHOro ONUCY aHTUTINO € BiBaneHTHUM abo
TPUBANEHTHUM aHTUTINOM. B ogHOMY 3 BapiaHTiB BUKOHAHHS aHTUTINO € GIBANEHTHUM aHTUTINIOM.

B ogHOMY 3 BapiaHTiB BUKOHAHHA BCiX acnekTiB 3rigHO 4aHOro onucy MynbtucneundiyHe aHTuTino
Ma€ CTPYKTYPY KOHCTAHTHOrO AOMeHy aHTuTina tuny IgG. Y we iHWOoMy BapiaHTi BUKOHAHHS BCiX
acnekTiB 3rigHO A4aHOro Onucy MynbTUCneuudiyHEe aHTUTINO XapaKTePU3yeTbCA TUM, LLO 3a3HadeHe
MynbTUCNEUUMIYHE aHTUTINO HANEXMTb A0 nigknacy noacbkux IgG1 abo ao nigknacy noacbkmx lgG1
3 myTadiammn L234A Ta L235A. Y we iHWOMY BapiaHTi BUKOHAHHA BCiX acnekTiB 3rigHO A4aHoro onucy
MynbTUCNEUMpiYHE aHTUTINO XapakTepU3yeTbCA TUM, LLO 3a3HayeHe MynbTucneuudpiyHe aHTUTING
HaneXxuTb A0 nigknacy noacbkux IgG2. Y LWe iHWoMy BapiaHTi BUMKOHAHHA BCiX acnekTiB 3rigHo
OaHoro  onucy  MynbTUcneuudiyHe  aHTUTINO  XapakTepu3yeTbca  TUM, WO  3as3HadeHe
MynbTUCNeUMpiYHE aHTUTINO HanexuTb A0 nigknacy noacbkux lgG3. Y Wwe iHwWoMy BapiaHTi
BMKOHaAHHSA BCiX acnekTiB 3rigHO AaHOro onucy MynbTUCNeundivHe aHTUTINO XapaKTEpPU3yeETbCH TUM,
O 3a3HadYeHe MynbTUCNeUMdIiYHEe aHTUTINO HaNeXuTb A0 nigknacy nioacbknx lgG4 abo go niaknacy
nogcbkux lgG4 3 gogaTtkosolo mytauielo S228P. Y we iHWoMy BapiaHTi BUKOHAHHA BCiX acnekTiB
3rigHO JaHoro onucy MynbTUcneuuddiyHe aHTUTING XapaKTepu3yeTbCsa TUM, L0 3as3HadeHe
MynbTUCNEUUMIYHE aHTUTINO HaNeXuTb A0 niaknacy noacbkux IgG1 abo nigknacy noacebkux lgG4. Y
e iHWOoMY BapiaHTi BUKOHaHHA BCIX acnekTiB 3rigHO AaHOro onucy MynbTucneuudiyHe aHTUTING
XapakTepusyeTbCa TUM, L0 3a3HavyeHe MynbTUCcneuudiyHe aHTUTINO Hanexutb A0 nigknacy
nogcbkux lgG1 3 mytauiamu L234A ta L235A (Hymepauis srigHo nokaxdunka EU cuctemn Kabat). Y
e iHWOoMY BapiaHTi BUKOHaHHA BCIX acnekTiB 3rigHO AaHOro onucy MynbTucneuudiyHe aHTUTING
XapakTepusyeTbCa TUM, WO 3asHavyeHe MynbTUCcneundiyHe aHTUTINO Hanexutb A0 nigknacy
nogcbkux lgG1 3 mytadiamn L234A, L235A Tta P329G (Hymepauis 3rigHo nokaxMuka EU cuctemu
Kabat). ¥ we iHWoOMy BapiaHTi BUKOHaAHHA BCiX acnekTiB 3rigHO A4aHoro onucy MmynbtucneundivHe
aHTUTINO XapakTepU3yeTbCa TUM, WO 3a3HaYeHe MynbTUCEUUIYHE aHTUTINO HaNeXuUTb 40 nigknacy
noacbkux lgG4 3 mytauiammu S228P Ta L235E (Hymepadia 3rigHo nokaxuiuka EU cuctemn Kabat). Y
e iHWOoMY BapiaHTi BUKOHaHHA BCIX acnekTiB 3rigHO AaHOro onucy MynbTucneuudiyHe aHTUTING
XapakTepusyeTbCAa TUM, L0 3a3HadyeHe MynbTucneyudiyHe aHTUTINO HanexuTb A0 nigknacy
nogcbkux lgG4 3 mytauiamn S228P, L235E Ta P329G (Hymepauia 3rigHo nokaxkduka EU cuctemu
Kabat).

B ogHoMy BapiaHTi BUKOHAHHS YCiX acnekTiB 3rigHO AaHOro ONUCY aHTUTINO, AKE MICTUTb BakKUi
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naHutor, Wwo sknyae gomeH CH3, Ak Bu3HayeHo TyT i gani, MictTutb gogaTtkoBuin C-KiHUEBWUIA rNiLWH-
nisuHosun aunentug (G446 ta K447, Hymepauia 3rigHo nokaxkunka EU cuctemn Kabat). B ogHomy
BapiaHTi BUKOHAHHA aHTUTINO, SIKe MICTUTb BaXKKMM NaHUIor, WO BkNoyae goMmeH CH3, Ak BU3Ha4YeHo
TYT i gani, MictTuTb goaatkoBuin C-KiHUEBWI MiUMHOBUI 3anuok (G446, HyMmepauiqa 3rigHO nokaxkduka
EU cucremun Kabat).

5. BapiaHTu aHTUTIN

Y NEeBHUX BapiaHTax BWKOHAHHA pPO3rNaJalTbCa BapiaHTWM amiHOKMCNOTHUX MNOCRIAOBHOCTEWN
HagaHux TYT aHTWUTIN. Hanpuknaa, Moxe 3HagoduTuch nokpawutyu adiiHHICTb 3B'A3yBaHsa i/abo iHwwi
GionoriyHi BNacTMBOCTI aHTWUTINA. BapiaHTM aMiHOKMCNOTHMX MOCNiAOBHOCTEN AHTUTIN MOXKHA
niaroTyBatu LWNAXOM BBEAEHHA HanexHux mMoaudikauiin y HYKNeoTUAHY MNOCMiAOBHICTb, sika Koaye
aHTUTINO, abo WNAXoM CUHTEe3y nenTuais. Taki moaudpikauil BkNoYatoTb, HaNpuknaa, aeneudii 3 i/abo
iHcepUii B i/ab0 3aMilleHHs1 3anULLKIB Y aMiHOKMCMOTHUX MOCNIAOBHOCTSIX aHTUTINAa. [na oaep>aHHs
KiHLEBOT KOHCTPYKLIi MOXHa BUKOHYBaTW Oyab-AKy KOMOIHALiO Aeneuin, iHCcepui Ta 3aMilleHb, 3a
YMOBHU, WO KiHUEBA KOHCTPYKUiSA Bomnodie OaxaHMMU XapakTepucTUKamu, Hanp., 3B'A3yBaHHAM 3
AHTUTEHOM.

a) BapiaHTu 3amilleHsb, iHCepuin Ta geneuyin

Y aeskux BapiaHTax BUKOHAHHA 3abe3nevyloTb BapiaHTKW aHTUTING, WO MatoTb ogHe abo BinbLie
3amilleHb amiHokucnoT. Micus, WO npeacTaBnalOTh IHTEpec Ana 3amillyBanbHOro MyTareHesy,
Bkmovaote HVR Ta FR. KoHcepBaTuBHi 3aMilleHHss HaBeaeHi y Tabnuui 1 nig 3aronoBkom
"KOHCEepBAaTUBHI 3aMmileHHa". Binbl CyTTEBI 3MiHM HaBeaeHi y Tabnuui 1 nig 3aronoBkom "npuknaau
3aMilleHb"”, a TakoX A04AaTKOBO OMUCAHI HMXYE MO BiAHOLIEHHIO A0 KnaciB GOKOBMX RNaHLULOriB
aMiHOKMCNOT. AMIHOKMCIOTHI 3aMilleHHA MO)Ha BBOAWUTW B AOCHiAKyBaHe aHTUTINO i NPOAYKTU, AKi
BUNPOOOBYIOTb Ha OaxkaHy aKTMBHICTb, Hamp., NPOAOBXEHE/NMOKpalleHe 3B'A3YBAHHS 3 aHTUIEHOM,
3HWXKEHY IMYHOTEHHICTb YM nokpawleHy ASKL yn K3L.

Tabnuugs 1
lNovyaTKOBUI 3aNULLIOK MNpuknagun 3amilleHb KoHcepBaTuBHI 3aMilLEHHSA
Ala (A) Val; Leu; lle Val
Arg (R) Lys; GIn; Asn Lys
Asn (N) Gin; His; Asp, Lys; Arg Gin
Asp (D) Glu; Asn Glu
Cys (C) Ser; Ala Ser
Gin (Q) Asn; Glu Asn
Glu (E) Asp; GIn Asp
Gly (G) Ala Ala
His (H) Asn; Gin; Lys; Arg Arg
lle () Leu; Val; Met; Ala; Phe; HopnenuuH Leu
Leu (L) HopnenuuH; lle; Val; Met; Ala; Phe lle
Lys (K) Arg; Gin; Asn Arg
Met (M) Leu; Phe; lle Leu
Phe (F) Trp; Leu; Val; lle; Ala; Tyr Tyr
Pro (P) Ala Ala
Ser (S) Thr Thr
Thr (T) Val; Ser Ser
Trp (W) Tyr; Phe Tyr
Tyr (Y) Trp; Phe; Thr; Ser Phe
Val (V) lle; Leu; Met; Phe; Ala; HopnenuyuH Leu

AMIHOKMCIIOTU MOXKYTb B6YTK 3rpynoBaHi 3a crninbHUMKU BNACTUBOCTAMU BiMHUX NaHLIONIB:

(1) rigpodo6Hi: HopneruuH, Met, Ala, Val, Leu, lle;

(2) HelTpanbHi rigpodinbHi: Cys, Ser, Thr, Asn, Gin;

(3) kucnotHi: Asp, Glu;

(4) ocHoBHi: His, Lys, Arg;

(5) 3anuwkK, WO BNNMBAKOTb HA opieHTauilo naHutora: Gly, Pro;

(6) apomatunyni: Trp, Tyr, Phe.

HekoHcepBaTUBHI 3aMilLEHHA BKMIOYaTUMYTb 3aMiHy YneHa o4HOro 3 LMx Knacis Ha YseH iHWoro
Knacy.

OauH i3 TuniB 3aMillyBanbLHOrO BapiaHTa BKMOYAE 3aMilleHHA oaHoro abo 6Ginblie 3anuuikiB
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rineppapiabenbHoOl AinsiHKkM GaTbKIBCbKOrO aHTUTINA (Hanp., rymadisoBaHoro abo mnaCLKOro
aHTUTINA). Ak npaBuno, oaepxkaHui(-i) BapiaHt(-u), BigibpaHi ang noganbMx 4OCNIAKEHb, MATUMYTb
Moaudikauii (Hanp., BAOCKOHaNEHHs) neBHMX OionorivHMX BRAcTUBOCTEN (Hamp., NiABULLEHY
adIiHHICTb, 3HWXEHY IMYHOTEHHICTb) MNOPIBHAHO 3 OaTbKiBCbKMM aHTUTINOM i/abo  iCTOTHO
36epiraTuMmyTb neBHi GionoriyHi BNacTMBOCTI GaTbKiBCbKOro aHTuTina. MpuknagoM 3amillyBanbHOToO
BapiaHTa € aHTUTINO 3 A03pPiNot0 adiHHICTIO, ke 3BUYANHO MOXHA CTBOPUTU, Hamp., KOPUCTYIOYUCH
TEXHIKaMKN A03PiBaHHA aHTUTIN Ha OCHOBI dhar-gucnneto, Takumu, sik onucadi Tyt. Kopotko, oanH abo
Ginbwe 3anuwkie HVR niggatotb MyTaudil, i BapiaHTu aHTUTIN niggaioTb dar-gucnnen  Ta
BUNPOBOBYIOTb HA KOHKPETHY Bi0ONOriYHYy aKTUBHICTb (HANp., adiHHICTb 3B'sI3YBaHHSA).

o HVR MOXyTb BHOCUTKM 3MiHK (Hanp., 3aMilLleHHs), Hanp., ANa nokpaweHHa adpiHHOCTI aHTuTIna.
Taki 3MiHM MOXKYTb BHOCUTU B "rapsadi Touku" HVR, TOOTO 3anuLiKuM, KOAOBaAHI KOAOHAMM 3 BUCOKOI
4acTOTOK MyTaui nig Yac npouecy comMaTuU4HOro aospisaHHa (aus., Hanp., Chowdhury, P.S.,
Methods Mol. Biol. 207 (2008) 179-196), i/abo B 3anuwWKW, L0 KOHTaKTYyIOTb 3 AHTUFEHOM,
nepegipsioun ogepkaHui BapiaHtHuin VH abo VL Ha adiHHiCTb 3B'a3yBaHHs. [JO3piBaHHA aHTUTIN
LUMNSIXOM KOHCTPYIOBAHHS | nepeBiabopy 3 BTOpuHHKMX BGibnioTek onucane, Hanp, y Hoogenboom, H.R.
Ta iH. B Methods in Molecular Biology 178 (2002) 1-37. B aeakux BapiaHTax BUKOHaHHS [O3piBaHHSA
AHTUTIN pPISHOMAHITHICTb BBOAATH Yy BapiabenbHi reHn, obpaHi ansg Ao3piBaHHA, Oyab-akum i3
Pi3HOMaHITHUX MeToAiB (Hamnp., cTiika Ao nomunok MNP, nepecraHoBka naHuiorie abo cnpsAmMoBaHui
Ha OMIrOHykNeoTuaM MyTareHes). Toai CTBOPIOIOTL BTOpuMHHY OibnioTeky. bibnioteky niggatotb
CKPUHIHIY 3 METOL0 ineHTUdikyBatn 6yab-aki BapiaHTu aHTUTIN 3 GaxkaHoto adiHHICTIO. |HWKUA mMeToa
BBEAEHHA PI3HOMAaHITHOCTI BKkNtovae nigxoaun vepes HVR, B skux gekinobka sanuuwkis HVR (Hanp., 4-6
3anuLWKIB 32 pa3) paHAoMI3yloTb. MoxkHa KOHKpeTHO igeHTudikyBatn s3anuwikn HVR, wo 6GepyTb
Yy4acTb Yy 3B'A3yBaHHi 3 aHTUTEHOM, Hanp., BUKOPUCTOBYIOYM anaHiH-CkaHyBanbHUI MyTareHe3 abo
MOAENIOBAHHA. 30KpemMa, 4acTo MiweHHo ctatoTb CDR-H3 Ta CDR-L3.

Y neBHUX BapiaHTax BUKOHAHHA 3aMilleHHs, iHcepuii abo geneuii MOXyTb BiabyBaTuca B OAHIN
abo 6inbwe HVR goTu, NOKM Taki 3MiHU HE 3HWXKYKOTb iICTOTHO 34aTHICTb aHTUTINA 3B'si3yBaTucA 3
aHTureHoMm. Hanpuknag, y HVR mMoXxHa BHOCUTU KOHCEpBATUBHI 3MiHM (Hanp., ONUCaHi TyT
KOHCEpPBATUBHI 3aMilLIEHHS), SKi HE 3HWXYIOTb ICTOTHO acpiHHICTL 3B'A3yBaHHA. Taki 3MiHU MOXYTb,
Hanpuknag, s3HaxoauTUCb nosa sanuuwkamu HVR, WO KOHTaKTYIOTb 3 aHTUIeHOM. Y NEBHUX BapiaHTax
BUKOHAHHS HagaHux Buwe BapiaHTiB nocnigoHocten VH Ta VL koxxHa HVR abo He3amiHeHa, abo
MICTUTb He BinbLl HDK 0aHE, ABa a0 TPU aMiHOKMCIOTHUX 3aMILLIEHHS.

KopucHum Metoaom igeHTudikauii 3anuukie abo AINAHOK aHTUTING, WO MOXYTb CHyryBaTu
MiLLEHSMW MyTareHesy, € "anaHiH-ckaHyBanbHUi MyTareHes", onucaHuii Cunningham, B.C. Ta Wells,
J.A., Science 244 (1989) 1081-1085. B ubomy MeTOdi 3anuwok abo rpyny 3anuiukis-miweHen (Hanp.,
3apsMkeHnX 3anuuikie, Takux 9k Arg, Asp, His, Lys Ta Glu) iaeHTUDiKyloOTb Ta 3aMmiHIOTb
HeWTpanbHOK abo HEraTMBHO 3aPSAMKEHOK aMiHOKMCNOTOW (Hanp., anaHiHoM abo nonianaHiHoOM) 3
METOI0 BWU3HAYUTWU, UM BMNSIMBAE LE Ha B3AEMOAII0 aHTUTINA 3 aHTureHoMm. B amiHOKWCHOTHI
MONOXEHHS, O BUABUNU PYHKUIOHANBHY YYTNMBICTb A0 NOYATKOBMX 3aMilLleHb, MOXYTb BBOAMTUCH
noganbLui 3amilleHHs1. ANbTepHATMBHO abo A0AaTKOBO ANA iAeHTMdiKaulii TOYOK KOHTAKTy aHTUTIna 3
aHTUreHOM MOXE CRnyryBatu KpuctaniyHa CTPYKTypa KOMMMEKCY aHTUreH-aHTuTINO. Taki KOHTaKTHi
3anULLIKA Ta CYCIAHI 3anuLIKM MOXHA 6paTu SK MilleHi abo BUKMIOUUTKU 3 KaHAMAATIB HA 3aMiLLEHHS.
BapiaHTn moxHa niggaBaty CKPUHIHTY ANSA BUSHAYEHHS, YN MaKOTb BOHM BaxkaHi BMacTUBOCTI.

[HCepuiil B aMiHOKMCMOTHUX MOCNigOBHOCTAX BKMIOYAOTb aMiHO- i/abo kapOOKCUKIHLEBI 3NUTTS,
JOBXWHA SKUX PISHUTBLCS Big OAHOrO 3anULLIKy A0 NOMiNenTugie, WO MicTaTb CTo abo OBinblue
3anNULLKIB, @ TaKOoX BCTABKM OKPEMMX ab0 MHOXMHHUX amiHOKUCMOTHUX 3anuLKiB BCEPEAUHY
nocnigosHocTi. MNpuknaan KiHUEBUX iHCEpUin BKMAYaKTb aHTUTINO 3 N-KiHUEBUM METIOHINbHUM
3anMWKOM. [HWI iHCEpUiiHi BapiaHTM MOMEKYNM aHTuTINa BKNo4aloTb 3nuTTa 3 N- abo C-kiHuem
antutina depmeHta (Hanp., ana ADEPT) aGo noninentuay, skui MOAOBXKYE Nepiod HaniBXWTTA
aHTuTINa B cuposaTu,i.

6) BapiaHTy rmiko3unoBaHHs

Y NeBHUX BapiaHTax BUKOHAHHA HaJaHe TYT aHTUTINO 3MIHEHE 3 METOH NiABMWUTU abo 3HM3UTU
CTYMiHb WOro rniko3unioBaHHA. [JoaaBaHHA abo BuAaneHHA CaWTiB rMIKO3UMIOBAHHA A0/3 aHTuTina
MOXHA 3BUYMANHO 3OINCHUTWU LUMSXOM 3MIHW aMIHOKMCNOTHOT MOCMIAOBHOCTI TakMM 4YMHOM, WOOG
cTBOpUTK abo BUINYyunTH 0AUH abo BinbLuUe CanTiB rMiKO3UNIOBAHHS.

AKwo aHTUTINO BKNoYae Fc-AinaHky, TO MOXHa 3MIHUTWU NpUeaHaHnin 40 Hel Byrnesoa. MNpupoaHi
aHTUTINA, AKi BUPOONAKTLCA B KNITMHAX CCaBLUiB, 3a3BM4Yali BKIIOYAKTb pO3ranyXeHun GiaHTeHHuR
onirocaxapug, npuegHaHui, Ak npasuno, N-3B'askom o Asn297 gomeHy CH2 Fc-ginaHku (ams.,
Hanp., Wright, A. i Morrison, S.L., TIBTECH 15 (1997) 26-32). Onirocaxapui MOXe OXONnioBaTu PisHi
Byrnesoau, Hanp., MmaHosy, N-auetunrniokosamid (GICNAC), ranaktosy Ta cianoBy KUMCMNOTY, a TakoX
dykody, npueaHaHy Ao GIcNAc y "croBOypi" OGiaHTEHHOT CTpykTypu onirocaxapugy. Y Aeskux
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BapiaHTax BUKOHAHHA onirocaxapuj aHTUTINa 3rigHo BUHaxoay moxe 6yTn MoaudiKOBaHUA 3 METOIO
CTBOPUTU BapiaHTW aHTUTINA 3 MEBHUMMW NOKPALLEHUMW BNACTUBOCTSIMMU.

B ogHOMy 3 BapiaHTiB BUKOHAHHA HAaJaHO BapiaHTW aHTUTING, B CTPYKTYPI Byrneeroay akux bpakye
dyko3u, npueaHaHoi (Hanpsamy abo Henpamo) ao Fe-ainsHkn. Hanpuknag, KinbkicTb oyko3u B TaKOMy
aHTuUTINI MoXe ctaHoBUTU Big 1 % a0 80 %, Bia 1 % A0 65 %, Bia 5 % 40 65 % abo Biag 20 % 80 40 %.
KinbkicTb byko3n BU3HA4alOTb PO3PaxyHKOM CEPEAHbOI KiINbKOCTI (Pyko3n B LYKPOBOMY NaHLIO3i Npu
Asn297 BiAHOCHO CyMM BCiX FMiKOCTPYKTYp, NpueaHaHux o Asn297 (Hanp., KOMMNMNEKCHUX, riGpuaHux
Ta BUCOKOMAHO3HUX CTPYKTYP), BUMIpsHOT Mac-cnektpoMetpieto MALDI-TOF, gk onucaHo,
Hanpuknag, y WO 2008/077546. Asn297 nosHadae 3anuLioK acnapariHy, po3TaloBaHuin npubnusHo
B NONOXeHHi 297 Fc-aingaHkn (Hymepauisa 3anuukis Fc-ginaHkm 3a nokaxxdnkom EU); ogHak yepes
He3HauHi Bapiauii nocnigoBHocTen Asn297 Takox Moxe OyTu posTalloBaHWi NpuOnusHo Ha £ 3
aMiHOKMCNOTK Bulle abo HmiYe Big NonoxeHHs 297, To6To MK nono)keHHsimu 294 ta 300. Taki
BapiaHTW (pyKo3umMIOBaHHA MOXYTb MaTtu nokpaweHy dyHkuito ASKL,. Oue., Hanp., US 2003/0157108;
US 2004/0093621. Tpuknaan nybnikauin, ki crocyoTbca  "pedykosunboBaHux" abo
"dhykosoaedpiuuTHMX" BapiaHTiB aHTWUTIN, BKNodaloTb: US 2003/0157108; WO 2000/61739; WO
2001/29246; US 2003/0115614; US 2002/0164328; US 2004/0093621; US 2004/0132140; US
2004/0110704; US 2004/0110282; US 2004/0109865; WO 2003/085119; WO 2003/084570; WO
2005/035586; WO 2005/035778; WO 2005/053742; WO 2002/031140; Okazaki, A. Ta iH., J. Mol. Biol.
336 (2004) 1239-1249; Yamane-Ohnuki, N. Ta iH., Biotech. Bioeng. 87 (2004) 614-622. MNpuknagu
KNITMHHUX MiHIA, WO 34aTHi BUpobnAaTh aedyko3nnbLOBaHi aHTUTINa, BKNOYaloTh KNiTuHU Lec13 CHO,
aediuuTtHi 3a 6inkoBuM drykosunioBaHHaM (Ripka, J. Ta iH., Arch. Biochem. Biophys. 249 (1986) 533-
545; US 2003/0157108; a takoxx WO 2004/056312, ocobnuso lMpuknag 11), Ta HOKAyTHi KNIiTUHHI
niHii, Taki Ak knitTnHn CHO 3 HokayTOoM reHy aneda-1,6-dpykosuntparncdepasu, FUT8, (aus, Hanp.,
Yamane-Ohnuki, N. Ta iH., Biotech. Bioeng. 87 (2004) 614-622; Kanda, Y. Ta iH., Biotechnol. Bioeng.
94 (2006) 680-688; a Takoxx WO 2003/085107).

LoaaTkoBo HadaHi BapiaHTK aHTUTIN 3 PO3ABOEHUMU OJlirocaxapuaamu, Hanp., Ae NpueaHaHuin go
Fc-ainsHkn aHTuTina GiaHTeHHMR onirocaxapug posciyeHunin Haasoe GIcNAc. Taki BapiaHTW aHTUTIN
MOXYTb MaTu 3MeHLeHe dyKo3unoBaHHA i/abo nokpaileHy dyHkuito A3KL. Mpuknagn noaibHux
BapiaHTiB aHTWUTIN onucaHi, Hanp., B WO 2003/011878; US 6,602,684; Ta US 2005/0123546. Takox
HagaHO BapiaHTW aHTWUTINa 3 NPUMHaNWMHI OAHUM ranakTO3HMM 3arvLKOM B npueaHaHoMy Ao Fc-
OiNAHKK onirocaxapui. Taki BapiaHTU aHTUTIN MOXYTb MaTu nokpalueHy dyHkuito K3L. Taki BapiaHTK
aHTUTIN onucaHi, Hanp., B WO 1997/30087; WO 1998/58964; Ta WO 1999/22764.

B) BapiaHTu Fc-ginaHkn

Y nNeBHUX BapiaHTax BMKOHAHHA y FC-AiNAHKY HAagaHOro TyT aHTuTina mMo)ke O6yTu BHECEHa oJHa
abo Ginbwe Moaudikauin, yTBOpHOOWM BapiaHT 3a Fc-ginsHkow. Bapiant 3a Fc-gingHkoo moxe
BKIKOYATK NOCMiIAOBHICTb MOACLKOT Fe-ainaHkn (Hanp., moacbkoi Fe-ainavkn 1gG1, 1gG2, 1gG3 abo
IgG4), sika BKNOYAE aMiHOKMCNOTHY Moaudikauilo (Hanp., 3aMilleHHs) B ogHoMy abo Oinblue
AMIHOKUCNOTHUX MOMOXKEHHAX.

Y neBHUX BapiaHTax BUKOHAHHA BUHAX0AOM nepeabayeHO BapiaHT aHTUTING, SKMA Bonogie
OeaKMMK, ane He BCiMa eeKTopHUMU PyHKUiSMK, WO pobuThb Horo OaxkaHum KaHAMAaToM Ans
3aCTOCYBaHHSA, B AKOMY BaXKMMWBWI Nepiog HaNIBXWTTS aHTUTING in vivo, a neBHi eeKTOPHI PyHKUIT
(Taki Ak komnnemeHT i ASKL) He noTpibHi abo wkignuei. Ana NiaTBepMAKEHHS 3HWKEHHSA/BUYEPNAHHS
aktuHocTen K3L i/abo A3KL, moxxHa npoBecTM aHani3 UMTOTOKCMYHOCTI in vitro i/aGo in vivo.
Hanpuknaa, wo® yneBHUTUCS B TOMY, WO aHTUTINO He 3B'A3ye FCyR (a omke, iMoBipHO, He Mmae A3KLI-
aKTUBHOCTI), ane 36epirae 3partHicTb 3B'adyBaTu FCRn, MoXHa npoBecTu aHanis 3B'si3yBaHHs 3 Fc-
peuentopoM (FCR). OCHOBHI KniTuHK, wo onocepeakoytoTb A3KL, HK-kniTuHK, ekcnpecyioTb nuwie
Fc(RIII, Togi sk moHoumuTn ekcnpecyioTb FeyRI, FeyRIl Ta FeyRIIl. Ekcnpecia FCR Ha reMonoeTnyHux
KniTHax nigcymoBaHa B Tabnuui 3 Ha cTopiHui 464 Ravetch, J.V. Ta Kinet, J.P., Annu. Rev. Immunol.
9 (1991) 457-492. Heobmexyoui npuknagu adanisis ouiHku aktuBHocTi A3KL, gocnigykyBaHol
Monekynu in vitro onucadi y US 5,500,362 (gus., Hanp. Hellstrom, I. Ta iH., Proc. Natl. Acad. Sci. USA
83 (1986) 7059-7063; Ta Hellstrom, I. Ta iH., Proc. Natl. Acad. Sci. USA 82 (1985) 1499-1502); US
5,821,337 (ame. Bruggemann, M. Ta iH., J. Exp. Med. 166 (1987) 1351-1361). AnbTepHaTUBHO
MOXYTb BUKOPUCTOBYBaTUCb METOAMW HEPAAiOAKTUBHOIO aHanidy (aMB., HaNpUKNaa, HepagioakTUBHUNIA
aHani3 UMTOTOKCUMYHOCTI Ana npoTo4yHoi untomeTpii ACTI™ (CellTechnology, Inc. MayHTiH-B'to, CA; i
HepafioakTMBHMI aHani3 yutoTokcudHocTi CytoTox 96® (Promega, MegaicoH, WI). 3acToCOBHI y Takux
aHanizax edEeKTOPHi KNiTUHM BKMKYalOTb OAHOAAEPHI KNiTMHKM nepudepudHoi kposi (OKIK) Ta
npupoaHi kinepu (HK). AnbTepHatuBHO abo goaaTkoBo A3KLl-akTUBHICTb AOCHIAXKYBAHOT MOMEKYNU
MOXHa OLHWUTY in vivo, Hanp., Ha TBApUHHIN MoAaeni, Takii, sk onucaHo y Clynes, R. Ta iH., Proc. Natl.
Acad. Sci. USA 95 (1998) 652-656. [Ana nigTBepAKeHHS HEe3JaTHOCTI aHTuTina 3s'asyBatn C1q |,
BianoBiaHo, BigCcyTHOCTI B Hboro K3Ll, moxkHa Takox BUKOHATKU aHani3 3s'asyBaHHa C1q. Oue., Hanp.,
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I®A 3B'asyBaHHA C1q i C3c y WO 2006/029879 ta WO 2005/100402. Ona ouiHkM aktuBauii
KOMNIEMEHTY MoOxHa BUkoHaTu K3Ll-aHanis (gue., Hanpuknaga, Gazzano-Santoro, H. Ta iH., J.
Immunol. Methods 202 (1996) 163-171; Cragg, M.S. Ta iH., Blood 101 (2003) 1045-1052; Ta Cragg,
M.S. i M.J. Glennie, Blood 103 (2004) 2738-2743). MoxHa TakoX NMPOBECTU BU3HAYEHHS 3B'sI3yBaHHA
FcRn Ta knipeHcy/HaniBXuTTA in vivo, BUKOPUCTOBYIOUM BidoMi B ranysi metoau (aue., Hanp., Petkova,
S.B. Ta iH., Int. Immunol. 18 (2006) 1759-1769).

AHTUTINA 3i 3HKEHOK €PEKTOPHOK PYHKLIEIO BKIMIOYAKOTb aHTUTING i3 3amilleHHAM ogHoro abo
Ginblwe 3anuwkie Fc-ginaHkn 238, 265, 269, 270, 297, 327 Ta 329 (US 6,737,056). Taki Fc-myTaHTu
BKIMOYaTbh FC-MyTaHTIB i3 3aMilleHHaMu y ABox abo Ginblue 3 aMiHOKUCIOTHUX MONOXeHb 265, 269,
270, 297 i 327, BKNIOYHO 3 Tak 3BaHUM Fc-myTtaHTom "DANA" i3 3aMileHHAMM 3anuLukie 265 i 297 Ha
anaHid (US 7,332,581).

OnucaHi aesiki BapiaHTU aHTUTIN i3 NoKpalleHuM abo 3HMKEHUM 3B'si3yBaHHSAM FCR (auB., Hanp.,
US 6,737,056; WO 2004/056312, Ta Shields, R.L. Ta iH., J. Biol. Chem. 276 (2001) 6591-6604).

Y NeBHMX BapiaHTax BUKOHAHHS BapiaHT aHTWUTINA BkMo4vae Fc-ainaHky 3 oaHum abo Ginblue
aMiHOKMCNOTHUMKM 3aMilleHHAMM, AKi nokpawyoTbe A3KLL, Hanp., 3aMilleHHAMKM Y NONOXKEHHSAX 298,
333 i/abo 334 Fc-ainadHku (Hymepadia 3anuuikie 3a nokaxunkom EU).

Y peskux BapiaHTax BMKOHAHHA BHECEHi y FC-AinsiHky 3MiHM npu3BoAsiTb A0 3MiHEHux (To6To
nokpaweHux abo 3HWkeHux) 3B'sssyBaHHs C1q i/abo KoMNnemMeHT-3anexHoi UMToTokcudHocTi (K3LY),
Hanp., Sk onucaHo y US 6,194,551, WO 99/51642, a Takox Idusogie, E.E. Ta iH., J. Immunol. 164
(2000) 4178-4184.

AHTUTINA 3 NPOAOBXEHUM NEPIOAOM HaNIBXUTTS Ta NOKpaLWEHUM 3B'A3yBaHHAM 3 HEOHaTanNbHUM
Fc-peuentopoMm (FCRn), Akuin BignoBigae 3a nepeHeceHHs maTepuHcbkux IgG ao nnoay (Guyer, R.L.
Ta iH., J. Immunol. 117 (1976) 587-593, ta Kim, J.K. Ta iH., J. Immunol. 24 (1994) 2429-2434),
onucaHi B US 2005/0014934. Lli aHTuTina BknoyaloTb FC-ainaHky 3 oaHumM abo Ginblue 3aMilleHHAMM,
SKi  nokpawlyloTb 3B'A3yBaHHA Fc-gingHkn 3 FcRn. Taki Fc-apiaHTM BKMOYalOTb BapiaHTU i3
3amileHHsaMmM ogHoro abo Ginbwe 3anuwikiB Fc-aginaHku: 238, 256, 265, 272, 286, 303, 305, 307, 311,
312, 317, 340, 356, 360, 362, 376, 378, 380, 382, 413, 424 a6o 434, Hanp., 3aMilLeHHA 3anuLKy 434
Fc-ginaukun (US 7,371,826).

Ous. Takox Duncan, A.R. i Winter, G., Nature 322 (1988) 738-740; US 5,648,260; US 5,624,821; i
WO 94/29351, siKi CTOCYIOTLCSA IHLUMX NPUKNadiB BapiaHTiB 3a FC-QinsHKoLO.

r LlucTeiH-CKOHCTPpYOBaHi BapiaHTW aHTUTIN

Y neBHUX BapiaHTaX BUKOHAHHA MOxe OyTM HeoOXigHO CTBOPUTM LMCTEIH-CKOHCTPYNOBAHI
BapiaHTu aHTuTin, Hanp, "TioMADbL", B skux oauH abo Oinblue 3anuLLKIB aHTUTINa 3amilleHi
LMCTETHOBMMK 3anuLuKamMun. B KOHKPETHUX BapiaHTax BUKOHAHHA 3aMilLUEeHi 3anuLLUKU 3HaX0AATbCA Ha
OOCTYMHUX canTax aHTUTINa. 3aBAAKM 3aMilLlEHHIO LUMX 3aNULLKIB LIUCTETHOM peakuinHo3aaTHi TioNbHi
rpynu po3MilLylOTbCS Ha AOCTYMHUX CalTax aHTUTINA i MOXyTb OYTM BUKOPUCTAHI ANS NPUEAHAHHSA
AHTUTINA A0 iHWKX rpyn, TakMxX sK pparMeHTH nikie abo dparMeHTn niHKep-niku, 3 METOK CTBOPEHHS
iIMYHOKOH'IOraTiB, Ik ONMcaHo gani. ¥ NneBHMX BapiaHTax BUKOHAHHS LIMCTETHOM MOXe ByTu 3amileHnn
Oyab-akuin ognH abo Ginblue 3 HacTynHKUX 3anuuwkis: V205 (Hymepauia Kabat) nerkoro naHutora; A118
(Hymepauia EU) Baxkkoro naHutora; Ta S400 (Hymepaudia EU) Baxkkoro naHutora Fc-ginaHku. Lucteil-
CKOHCTPYNOBAaHi aHTUTINa MOoXHa YTBOPWUTU 3rigHO onucy, Hanp., B US 7,521,541,

M MNoxiaHi aHTUTIN

Y NeBHUX BapiaHTax BUKOHAHHSI HaJaHe TyT aHTUTINO moxe OyTu AoaaTkoBO MoaucdpikoBaHe 3
BKITIOYEHHSM A0AaTKOBUX HEBINKOBMX rpyn, siKi BiAOMi 3 PiBHA TeXxHikW i AOCTynHi. [pynu, npuaaTHi
AN YTBOPEHHA MOXIAHWMX AaHTUTINA, BKIOYAOTb, ane He OOMEXYIOTbCA HUMU, BOAOPO3UMHHI
noniMepu. HeobmexXyBanbHi NpuMknaan BoAOPO3YMHHUX MOMIMEPIB BKMIOYAKOTb, ane He 0OMeXyloTbCs
HUMM, NoNieTUNEHrnikosb (MED), cnisnosimepu €TUNEHMNIKOMNO/NPONINEHrniKosto,
KapOOKCMMETUNLENONO3Y, AEKCTpaH, NOoniBiHINOBUA CNWUPT, NONIBiHINMiponiaoH, noni-1,3-giokconan,
noni-1,3,6-TpuokcaH, cnisnonimep eTuneHy/ManeiHoBoro aHrigpuay, noniaMmiHOKUCIIOTH
(romononimepwu abo CTaTUCTUYHI cnisnonimepu) Ta AekcTpaH abo noni(H-
BiHiNMiponigoH)NONIeTUNEHINIKOMb, romononiMepu NPOoNPoNiNEeHrnikonio, cnisnonimepu
nponinponineHokcuay/eTuneHokcuay, NoniokCMeTunboBaHi nonionu (Hanp., rniyepuH), NoMiBiHINOBUNIA
cnupT Ta ix cymiwi. Mepeparn ana BUpOOHMUTBA 3aBASKM CBOIW CTabiNbHOCTI y BOAI MOXe Martu
nonieTuneHrnikonb-nponioHansaeria. MNonimep moxke matu OGyab-aKy MONEKyNApHy Macy i 6ytu
posranykeHum abo HeposranykeHuM. KinbKicTb NpueaHaHUX 40 aHTUTINa NomniMepiB MOXe PisHUTUCS,
i B pasi npueaHaHHsA OinblU HK OAHOrO MoniMepy BOHW MOXYTb OyTM OQHAKOBMMM ab0 Pi3HUMM
Monekynamu. B uinoMmy kinbkicte i/abo Tun nonimepiB, SKi BMKOPUCTOBYKOTbLCA ANS OTPUMAHHSA
NOXigHMX, MOXHa BM3HAYMTW 3 MIPKYBaHb, SKi BKMIOYAlOTb, ane He 0OMEXYIOTbCS HUMMW, KOHKPETHI
BNacTMBOCTI abo0 pyHKUiT aHTWUTINA, WO NianAralTb NOKPALLUEHHIO, YM BUKOPUCTOBYBATUMETLCS
noxigHe aHTUTINA y NiKyBaHHI NPy NEBHMUX YMOBax i T.A4.
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B iHLWIOMY BapiaHTi BUKOHAHHS HAaAaHO KOH'loratu aHtuTina i HeGinkoBoro dparmeHTa, SKuin Moxe
OyTn BUBIPKOBO HarpiTum nNpu niggaBaHHi ONPoOMiHEHHIO. B 04HOMY 3 BapiaHTiB BUKOHAHHSA HEBINKOBUIA
dparmeHT € Byrneuesoto HaHoTpybkowo (Kam, N.W. Ta iH., Proc. Natl. Acad. Sci. USA 102 (2005)
11600-11605). BunpomiHOBaHHA MOe MaTu OyAb-sKy [JOBXUHY XBWIi | BKIIOYaE, ane He
OOMEXYETLCA HUMM, AOBXWMHU XBUIb, WO HE YLUKOMKYKOTb 3BUYAMHI KMiTUHM, ane HarpiBaioTb
HeBinKoBMI (pparMeHT A0 Temnepatrypu, Npu KR KNiTMHW OGnu3bko Big aHTUTINA 3 HeBINKoBUM
dparMeHTOM MMHYTb.

B. TpaHcnopTHi Mmoayni Yepes remaToeHuedanivyHmin 6ap'ep

B ogHoMy 3 BapiaHTiB BMKOHAHHSA BCiX aCMEKTIB aHTUTINO SABNgE cobo0 mynbTucneuudivHe
aHTUTINO, WO Mae MpuUHaWMHI OAHY 3B'A3yBanbHy chneuyudidHicTb A0 peuenTopa TpaHchepuHy i
npuHanMHi oaQHY 3B'A3yBarbHy cneuudivHiCTb A0 TepaneBTUYHOI MiweHi. B ogHomy 3 BapiaHTIiB
BUKOHAHHSA aHTUTINO BKMOYAE NEPLUMA aHTUTEeH3B'A3yBanbHU CanT, LLO 3B'A3YETLCA 3 PeuenTopoMm
TpaHcdepuHy, i APYrMi aHTUreH3B'A3yBasnbHWUA CaWT, LLO 3B'A3YETbCA 3 MO3KOBUM aHTUreHOM. Y
noaanbLUOMY BapiaHTi BUKOHAHHSA MO3KOBMI aHTUreH BUOpaHui i3 rpynu, wo ckrnagaetbca 3 Abeta,
peuentopa enigepmansHoro dakropy pocty (EGFR), noacbkoro peuentopa enigepManbHOro
dakTopy pocty 2 (HER2), anbda-cuHykneiny, CD20, rniokouepebposngasn abo Ginka-nonepeaHuka
aminoigy (APP). B ogHOoMy 3 BapiaHTiB BUKOHaHHS, 9KOMY BigdaloTb nepesary, mynbTucneundidHe
aHTUTINO 3B'A3YETLCH OAHOYACHO 3

[) peuentopom TpaHcdhepuHy Ta Abeta, abo

II) peuentopom TpaHcdhepuHy Ta CD20, abo

[ll) peuenTopoM TpaHchepuHy Ta anbga-cuHykneiHom, abo

IV) peuentopoM TpaHctepuHy Ta doco-Tay-6inkom, abo

V) peuentopoM TpaHcdepuHy Ta HER2, abo

VI) peuentopom TpaHcdepUHy Ta rnokouepedbposnaasoro.

B ogHOMYy i3 BapiaHTiB BUKOHAHHA aHTUTINO € BicneunivuHMM aHTUTINOM, WO BKMOYAE NPUHANMHI
OfHy napy 3 BapiabenbHOro JOMeHy BaXkkoro nadutora 3a SEQ ID NO: 24 ta BapiabensHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpUHaWMHi OAHy napy 3 BapiabenbHOro AOMEHy Bakoro nadutpora 3a SEQ ID NO: 81 T1a
BapiabensHOro goMeHy nerkoro nadutora 3a SEQ ID NO: 82, aki yTBOPIOIOTb CaWT 3B'A3yBaHHA ANs
Abeta.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
0fHy napy 3 BapiabenbHOro JOMeHy BaXkkoro naduytora 3a SEQ ID NO: 24 Ta BapiaGenbHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpuHaWMHi OAHy napy 3 BapiabenbHOro AOMeHy Bakoro naHuipora 3a SEQ ID NO: 79 Ta
BapiabensHOro goMeHy nerkoro nadutora 3a SEQ ID NO: 80, ski yTBOPIOIOTb CalT 3B'A3yBaHHA ANiA
noacekoro CD20. B ogHOMY 3 BapiaHTiB BUKOHAHHA BapiabenbHa AinsHKa BaXKKOro naHuora BKnio4vae
3aMiHy aMiHOKMCNOTHOIO 3anuLLKy y nonoeHHi 11 3a cucremoro Kabat Ha Oyab-siky amiHOKUCIOTY,
KpiM nenuuHy. B ogHoMy 3 BapiaHTiB BMKOHAHHA 3aMilleHHA BKMOYae 3amiHy amiHOKMCNOTHOrO
3anuwKky y nonoxeHHi 11 3a cucremolo Kabat Ha HenonapHy amiHOKMCNOTY. B ogHOoMy 3 BapiaHTiB
BUKOHAHHS 3aMilLEHHS1 BKMOYAE 3amiHy aMiHOKMCNOTHOrO 3anuLLKy y nonoxeHHi 11 BapiabenbHoro
AoMeHy Baxkoro naduiwra SEQ ID NO: 79 3a cuctemoro Kabat HA amiHOKMCROTHUI 3anuLloK,
BUOpaHUN i3 rpynu, WO CKNaaaeTbCa 3 BaniHy, NEAUMHY, i30NENLMHY, CEPUHY Ta DEHINanaHiny.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OfHy napy 3 BapiabenbHOro JoOMeHy Baxkkoro nadutora 3a SEQ ID NO: 24 ta BapiabensHoro JomeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpuHaWMHi OAHy napy 3 BapiabenbHOro AOMeHy Bakoro naHuipora 3a SEQ ID NO: 83 Ta
BapiabensHOro goMeHy nerkoro nadutora 3a SEQ ID NO: 84, ski yTBOPIOIOTb CaWT 3B'A3yBaHHA ANs
noacbkoro anbda-cUHyKNeny.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OHy napy 3 BapiabenbHOro JOMeHy Bakkoro nadutora 3a SEQ ID NO: 24 Ta BapiaGenbHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoOro BapiabenbHOro JOMeHy BaXKKOro NaHuiora, o noxoanTb
Big SEQ ID NO: 85, Ta rymaHizoBaHoro apiabenbHoOro JOMeHy MNerkoro naHuora, Lo noxoauTb Bia
SEQ ID NO: 86, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA AN MIOACEKOro anbda-CUuHyKneiy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OHy napy 3 BapiabenbHOro JOMeHy Bakkoro nadutora 3a SEQ ID NO: 24 Ta BapiaGenbHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoOro BapiabenbHOro JOMeHy BaXKKOro NaHuiora, o noxoanTb
Big SEQ ID NO: 87, Ta rymaHisoBaHoro BapiabenbHoOro JOMeHy MNerkoro naHuiora, o noxoautb Bia
SEQ ID NO: 88, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA ANA MIOACEKOro anbda-CUuHyKneiHy.
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B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OfHy napy 3 BapiabenbHOro JOMeHy BaXkkoro naduiora 3a SEQ ID NO: 24 ta BapiabenbHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoOro BapiabenbHOro JOMeHy BaXKKOro NaHuiora, o noxoanTb
Big SEQ ID NO: 89, Ta rymaHizoBaHoro apiabenbHOro JOMeHy NErkoro naHuiora, o noxoautb Big
SEQ ID NO: 90, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA ANA MIOACEKOro anbda-CUuHyKneiy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
OfHy napy 3 BapiabenbHOro JOMeHy BaXkkoro nadutora 3a SEQ ID NO: 24 ta BapiabensHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpPUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoro BapiabenbHOro AoMeHy BaKKOro naHuiora, Lo noxoauTb
Big SEQ ID NO: 91, Ta rymaHizoBaHoro apiabenbHOro JOMeHy NErkoro naHuiora, o noxoauTb Bid
SEQ ID NO: 92, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA AN MIOACEKOro anbda-CUuHyKneiHy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHA aHTUTINO € BicneunivuHMM aHTUTINOM, WO BKMKOYAE NPUHANMHI
OfHy napy 3 BapiabenbHOro JOMeHy BaXkkoro nadutora 3a SEQ ID NO: 24 ta BapiabensHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NPUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoro BapiabenbHOro JOMEHy Ba)KKOro NaHutora, Lo noxoauTb
Big SEQ ID NO: 93, Ta rymaHizoBaHoro apiabenbHOro JOMeHy NErkoro naHuiora, o noxoautb Big
SEQ ID NO: 94, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA ANA MIOACEKOro anbda-CUHyKneiy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHA aHTUTINO € BicneuniyHMM aHTUTINOM, WO BKMOYAE NPUHANMHI
OfHy napy 3 BapiabenbHOro JOMeHy BaXkkoro nadutora 3a SEQ ID NO: 24 ta BapiabensHOro JOMeHy
nerkoro naHutora 3a SEQ ID NO: 37, siki yTBOPIOIOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta caWT 3B'A3yBaHHA AN NOACLKOT rnokouepebposngasm.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
04Hy napy 3 BapiabenbHOro AomeHy Baxkkoro naHutora 3a SEQ ID NO: 7 Ta BapiabenbHOro JoMeHy
nerkoro naHutora 3a SEQ ID NO: 34, siki yTBOPIOIOTE CalT 3B'A3YBaHHA ANs peLenTopa TpaHCchepuny,
Ta NpuHaWMHi OAHy napy 3 BapiabenbHOro AOMeHy Bakoro naHuipora 3a SEQ ID NO: 83 Ta
BapiabensHOro goMeHy nerkoro nadutora 3a SEQ ID NO: 84, aki yTBOPIOIOTb CaWT 3B'A3yBaHHA ANs
noacbkoro anbda-cUHyKNeny.

B ogHOMYy i3 BapiaHTiB BUKOHAHHA aHTUTINO € BicneuniyHumM aHTUTINOM, WO BKKOYAE NPUHANMHI
04Hy napy 3 BapiabenbHOro AomeHy Baxkkoro naHutora 3a SEQ ID NO: 7 Ta BapiabenbHOro JoMeHy
nerkoro naHutora 3a SEQ ID NO: 34, aki yTBOPIOIOTE CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta NpUHaNMHi 0AHY napy 3 rymMaHi3oBaHOro BapiabenbHOro AOMEHy BaXKKOro naHuiora, Lo noxXoauTb
Big SEQ ID NO: 85, Ta rymaHisoBaHoro BapiabenbHOro JOMeHy NErkoro naHuiora, o noxoautb Big
SEQ ID NO: 86, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA AN MIOACEKOro anbda-CUuHyKneiy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunpivHMM aHTUTINOM, WO BKIOMAE MPUHANMHI
04Hy napy 3 BapiabenbHOro AomeHy Baxkkoro naHutora 3a SEQ ID NO: 7 Ta BapiabenbHOro JoMeHy
nerkoro naHutora 3a SEQ ID NO: 34, siki yTBOPIOIOTE CalT 3B'A3YBaHHA ANA peLenTopa TpaHcgepury,
Ta NpUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoOro BapiabenbHOro JOMeHy BaXKKOro NaHuiora, o noxoanTb
Big SEQ ID NO: 87, Ta rymaHizoBaHoro apiabenbHOro JOMeHy NErkoro naHuiora, o noxoautb Bia
SEQ ID NO: 88, siki yTBOPIOIOTb CalT 3B'A3YBaHHA AN MIOACLKOro anba-cuHykneiy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
04Hy napy 3 BapiabenbHOro AomeHy Baxkkoro naHutora 3a SEQ ID NO: 7 Ta BapiabenbHOro JoMeHy
nerkoro naHutora 3a SEQ ID NO: 34, aki yTBOPIOIOTE CalT 3B'A3yBaHHA ANs peLenTopa TpaHCepuHy,
Ta NpUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoOro BapiabenbHOro JOMeHy BaXKKOro NaHuiora, o noxoanTb
Big SEQ ID NO: 89, Ta rymaHizoBaHoro apiabenbHOro JOMeHy NErkoro naHuiora, o noxoautb Bia
SEQ ID NO: 90, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA ANS MIOACLKOro anbda-CUuHyKneiy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
04Hy napy 3 BapiabenbHOro AomeHy Baxkkoro naHutora 3a SEQ ID NO: 7 Ta BapiabenbHOro JoMeHy
nerkoro naHutora 3a SEQ ID NO: 34, aki yTBOPIOIOTL CalT 3B'A3yBaHHA ANs peLentopa TpaHcepuHy,
Ta NpUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoOro BapiabenbHOro JOMeHy BaXKKOro NaHuiora, o noxoanTb
Big SEQ ID NO: 91, Ta rymaHizoBaHoro apiabenbHOro JOMeHy NErkoro naHuiora, o noxoauTb Bid
SEQ ID NO: 92, siki yTBOPIOIOTb CaiT 3B'A3YBAHHA AN MIOACEKOro anbda-CUHyKneiHy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
04Hy napy 3 BapiabenbHOro AomeHy Baxkkoro naHutora 3a SEQ ID NO: 7 Ta BapiabenbHOro JoMeHy
nerkoro naHutora 3a SEQ ID NO: 34, aki yTBOpIOOTb CalT 3B'A3yBaHHA AN peuentopa TpaHcdepuHy,
Ta NpUHaNMHi 0AHY Napy 3 rymMaHi3aoBaHoOro BapiabenbHOro JOMeHy BaXKKOro NaHuiora, o noxoanTb
Big SEQ ID NO: 93, Ta rymaHizoBaHoro apiabenbHOro JOMeHy NErkoro naHuiora, o noxoautb Big
SEQ ID NO: 94, siki yTBOPIOIOTb CaiT 3B'A3YBaHHA ANA MIOACEKOro anbda-CUHyKneiy.

B ogHOMYy i3 BapiaHTiB BUKOHAHHSA aHTUTINO € GicneunivHumM aHTUTINOM, WO BKIOMAE NPUHANMHI
04Hy napy 3 BapiabenbHOro AomeHy Baxkkoro nasutora 3a SEQ ID NO: 7 Ta BapiabenbHOro JOMeHy
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nerkoro naHutora 3a SEQ ID NO: 34, aki yTBOPIOIOTE CalT 3B'A3yBaHHA AN peuentopa TpaHcepuHy,
Ta canT 3B'A3yBaHHA AnNs

OaHoBaneHTHi  3B'A3yBanbHi  00'€ekTn, WO cneunMdivyHO  3B'A3YIOTLCA 3 PELENTOPOM
rematoeHuecaniyHoro 0Oap'epy, MO)Ha OXapakTepu3yBaTU 3amnexHo Big TXHIX BNAacTUBOCTEN
3B'A3yBaHHSA | TpaHCLMTO3Y:

- ed)eKTUBHE 3B'A3yBaHHA 3 KNiTMHaMW, WO ekcnpecyoTb PIEB, B AKOCTi 0gHOBANEHTHOro
3B'A3yBanbHoro ob'exra,

- e(beKTUBHMIA TPAHCUUTO3 in vitro B AKOCTi 04HOBANEHTHOTO 3B'sI3yBaNbHOro 00'€KTa,

- NepexpecHa peakTUBHICTb MI0ANHA-ABaHCHKA Makaka (Hanp., B ekcnepumeHTtax BlAcore i FACS).

CKPMHIHT TpaHCUMTO3y MOXHa BWKOHaTWM B aHanisi Ha ocHoBi hCMEC/D3. AHania moxHa
npoBOAMTU 3 BUTICHEHHAM MiTkM. EHagoTenianbHi  knituHu mo3ky hCMEC/D3  iHkyOyloTb 3
OOQHOBAaNeHTHUM 3B'A3yBanbHUM 00'€KTOM MPOTArom 1 roguMHM, Micng 4oro NpoMMBaloTh i yepes 0
roguH i 4 roguHun Nicng NPOMMBaHHSA BU3HAYal0Tb HACTYMHI NapamMeTpu:

[) KiNbKICTb OQHOBANEHTHOro 3B'A3yBamnbHOro o06'€kTa, NOIMMHEHOrO KNiTMHaMu nig 4ac dasm
HaBaHTaXKEHHS,

[I) 6azonaTepanbHy KiNbKiCTb OAHOBANEHTHOrO 3B'A3yBanbHOro o6'ekta yepes 4 roaguHu nicnsi
HaBaHTaXKEHHS | NPOMUBAHHS;

[ll) anikanbHy KiNbKICTb OAHOBANEHTHOro 3B'A3yBanbHOro ob6'ekta uyepes 4 roAuHKM nicns
HaBaHTaXKEHHS | NPOMUBAHHS;

I\V) KinbKiCTb OIHOBANEHTHOrO 3B'A3yBanbHOro 06'ekra y KnitmHax (LUNSXom nNisucy KnituH) Yepes 0
roAuH i 4 rognMHKU NiCNg HaBaHTaXEHHSA | NPOMUBAHHSA,

V) 3aranbHy KinbKiCTb OHOBANEHTHOro 3B'A3yBanbHOro ob'exra yepes 0 roguH i 4 rogumHu nicna
HaBaHTaXKEHHS | MPOMMUBAHHA.

o6 nigxoautu Ha ponb OAHOBANEHTHOroO 3B'A3yBanbHOro o6'ekta y TpaHCMOPTHOMY Moayni
yepes remaroeHuedaniuyHuii Gap'ep 3rigHO HagaHOro TyT ONUCY, aHTUTINO A0 peuenTopa
TpaHcpepuHy (Hanp., K OAHOBANEHTHUI 3B'A3yBanbHUM 00'€KT) MOBUHHE |) NOrMMHATUCS KIITUHAMM
hCMEC/D3 (eHaouuto3), |l) nepeHocutuca HasosHi knituH hCMEC/D3 (eksouuto3) Ta lll) 6ytn
ctabinbHum BcepeauHi knituH hCMEC/D3 (He nigaaBatuca abo sakHaWMeHLle niggaBaTucs
TPaHCNOPTYBAHHIO B EHAOCOMY ANSA PO3LUENNEHHS).

TomMy B 04HOMY 3 BapiaHTiB BUKOHAHHSA OQHOBANEHTHUI 3B'A3yBanbHMM O0'EKT B aHani3i Ha OCHOBI
hCMEC/D3 xapaktepudyetbca |) (CyTTEBMM) MOrMMHaHHAM knituHamm hCMEC/D3  npoTdrom
OOHOrOAMHHOIO Nepioay HaBaHTa)keHHs, |l) BUBINbHEHHSIM B anikanbHy i/fabo 6a3onarepanbHy Kamepy
nicna nepiogy HaBaHTaXXEHHA Ta eTany NPOMMBaHHA B paMKkax 4 roguH nicna npomusaHHa, Ta lll)
HU3bKOIO (BHYTPILLHBbOKITITUHHO) LLUBUAKICTIO PO3LUENEHHS.

B ogHOMy 3 BapiaHTiB BUKOHAHHS HABAHTAXKEHHA 3AINCHIOTb Yy KOHUEHTpauii npubnusHo 2,67
MKI/MIT OQHOBAaNEHTHOTO 3B'sI3yBaNbHOro 06'€KTa NPOTSArOM OAHIET rOAVHMN.

Bbyno BusBneHo, wo wob nigxoaMTM Ha pPoNb OAHOBANEHTHOro 3B'sI3yBanbHOro ob'ekra y
TPaHCMOPTHOMY MOAyni 4epe3 rematoeHuedaniyHmin  Gap'ep 3rigHO HagaHoro TyT ONUCY,
OOQHOBAaNeHTHUIA 3B'A3yBanbHMil 00'€KT MOBUHEH MPOAEMOHCTPYBATU Yy BULLEONMUCAHOMY aHanisi Ha
ocHoBi hCMEC/D3 HacTynHi nOporosi 3Ha4YeHHS:

[) KiNbKiCTb OQHOBANEHTHOro 3B'A3yBanbHOro 06'€kTa, NOIMMHEHOro KniTMHamu nig 4ac asm
HaBaHTa)keHHs — 400 nr abo GinbLue,

[I) 6azonaTepanbHa KiNbKiCTb OAHOBANEHTHOrO 3B'A3yBanbHOro 06'€kTa yepes 4 roguMHu Mnicns
HaBaHTaXeHHs1 i npoMmBaHHA — 100 nr abo GinbLe, Ta

[ll) anikanbHa KiNbKICTb OAQHOBANEHTHOrO 3B'A3yBanbHOro o6'ekta 4epe3 4 roauMHM nicnsi
HaBaHTaXEHHS | NpoMmMBaHHA — 150 nr abo GinbLue.

Ak eTanoH MO)Ha B3ATM MuLade aHTuTino 128.1 40 MOACBLKOrO peuentopa TpaHchepuHy
(nocnigoBHOCTI BapiabenbHux aingHok ame. y WO 93/10819 ta SEQ ID NO: 64 i 65). B ubomy
BUMAAKY, OO NiaXoAUTU HA PONb OAHOBANEHTHOTO 3B'A3yBaNbHOro 06'ekTa y TPAHCNOPTHOMY MOAYNi
yepes remaroeHuedaniyHun Gap'ep 3rigHO HagaHOro TyT ONUCY, OAHOBANEHTHUI 3B'A3yBanbHUN
00'€KT MOBMHEH MPOAEMOHCTPYBATM Y BULLEONUCAHOMY aHanisi Ha ocHoBi hCMEC/D3 HacTynHi
NOPOroBi 3HAYEHHS:

[) KiNbKICTb OQHOBANEHTHOro 3B'A3yBamnbHOro o06'€kTa, NOIMMHEHOrO KNiTMHaMu nig 4ac dasm
HaBaHTa)keHHs — 60 % abo Ginblue BiA HABaAHTa)KEeHHSA aHTuTIina 128.1,

II) 6azonaTepanbHa KiNbKiCTb OAHOBANEHTHOrO 3B'A3yBanbHOro o0'ekta yepes 4 roauHu nicns
HaBaHTaXEHHS! i NpoMMBaHHA — 60 % abo Binblue Big HaBaHTaXKeHHA aHTuTIna 128.1, Ta

[ll) anikanbHa KiNbKICTb OAQHOBANEHTHOro 3B'A3yBanbHOro o6'ekta 4epe3 4 roguHM nicns
HaBaHTaXKEHHSI | NPOMUBaHHA — 60 % abo BinbLue Big anikanbHOT KiNbKOCTi aHTutina 128.1.

AHanis Ha ocHoBi hCMEC/D3 mMoXHa BUKOHYBaTW HACTYMHUM YMHOM (L€ OAMH BapiaHT BUKOHAHHS
BCIX ONUCaHMX TYT acnekTiB):
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Cepeposuile i gonosHeHHa ana hCMEC/D3 (aus. WO 2006/056879 ta Weksler, B.B., Ta iH.,
FASEB J. 19 (2005) 1872-1874) moxxHa ogepxatu Big Lonza. Knituin hCMEC/D3 (nepecisu 26-29)
KyNbTUBYIOTE/MOXKYTb KyNbTUBYBATW HA BKPUTUX KOMAreHOM MOKPUBHUX CKeMNbUAX (MIKPOCKOMHUX) abo
y konbax Ha cepeaoBulyi EBM2, wo mictutb 2,5 % FBS, yeTBEpTY YacTUHY A0AaHUX (hakTopiB pocTy
Ta NOBHICTIO YKOMMIEKTOBAHE AO0AAHUM TiAPOKOPTU3OHOM, Fr€HTaMILUMHOM i aCKOpPOIHOBOIO KUCMOTOIHO.

Y BCiX TPaHCUWTO3HUX TecTax BUKOPUCTOBYIOTL/MOXYTb BUKOPUCTOBYBATU (DiNbTPU-BCTaBKU
(po3mip nop 0,4 mkm, giameTp 12 mm) 3 MET-memOpaHu 3 BUCOKOIO rycTuHo nop (1x10% nop/cm?) Ha
12-NyHKOBUX MNNaHWweTax AN KynbTUBYBAHHA KNiTMH. Po3paxyHkoBui 06'em cepegosulla Ans
anikanbHoi Ta 6asonarepanbHOi Kamep, BiANOBiAHO, cTaHoBUTL 400 Mkn Ta 1600 Mkn. AnikanbHi
kamepu inbTPiB-BCTABOK BKPUTI/MOXYTb OyTW BKpUTi KonareHom | 3 xBocra uwypa (7,5 MKr/cm2) i
notim cibpoHekTuHom (5 MKr/mm), 3a TPUBANOCTI KOXHOT iHKyGauii ogHa roamHa npu KT. KniTuHu
hCMEC/D3 BUpPOLLYIOTE/MOXYTb BUPOLLYBATU A0 3MUTUX MOHoWApPIiB (~2x105 KNiTMH/CM2) NpOTArom
10-12 gHiB Ha cepegosuLli EBM2. MopoxHi dinbTpu 6M0KyOTE/MOXYTb 6nokysatn y ®Cb 3 1 % BCA
npotarom 1 rognHn abo npoTsiroM Hodi (M/H) A0 aHanidy i noTim kanibpysatn B EBM2 npotsirom
NPUHaNMHI TOgMHW Nepea aHasni3oMm.

AHani3 (cxeMy aHnanizy aus. Ha Pirypi 1) BukoHyBanu y 6e3cupoBaTkoBomMy cepegoBulli EBM2,
fKe B IHWOMY BiATBOPpIOBaANW 3rigHO HagaHoro TyT onucy. B aeHb aHanisy knitMHWM niggasanuv
CUPOBATKOBOMY rOfioAyBaHHIO npotdrom 60 xB 3 METOW BUYepnatu NPUPOAHIA  niraHa
OOCMiAKYBaAHOTO peuenTtopy rematoeHuedaniyHoro 6ap'epy. ®inbTpu-scTaBku 3 abo 6e3 kniTuH (ane
3a0Mn0KOBaHi NMPOTArOM HOYWi Yy MOBHOMY CepeaoBuMuli) iHKyOyBanu anikanbHO 3 AOCHIAKYBAHUMM
MOHOKINOHAaNbHUMMK aHTuTIiNamu (OAHOBANEHTHUM 3B'A3yBanbHUM 00'€éKTOM) MPOTArom 1 roguHu npu
37 °C. MoHowapu npomusanu npu kiMHaTHin Temnepatypi (KT) 6e3cupoBaTKOBUM CepeaoBULLEM
anikansHo (400 mkn) i 6asonatepanbHo (1600 mkn) Tpudi no 3-5 xB. [0 anikanbHOT Kamepu goaasanu
nonepegHbo nNigirpite cepegoBulle i nepeHocunu QINbTPU Ha CBRKMKA 12-NYHKOBMA NnaHweT
(3abnokoBaHuit NpoTarom Hodvi y ®CB 3 1 % BCA), akuin mictue 1600 Mkn nonepeaHbO Nigirpitoro
cepeaoBuia. B uer momeHT dinbTpu 3 abo 6e3 knituH nisysanu y 500 mkn 6ydepy RIPA anga
BU3HAYEHHA cneuudiyHoro nornMHaHHA aHTuTina (0AHOBANEHTHOro 3B'A3yBanbHOrO 06'ekTa).
®inbTpy, WO 3anuwmnnuck, iHkydyeanu npu 37 °C abo npu 4 °C Ta B pi3Hi MOMEHTM Yacy Bigbupanu
3paskM AN BU3HAYEHHS  anikanbHoro i/abo ©GasonaTepanbHOr0  BUBINIbHEHHA  aHTUTINA
(0aAHOBANEHTHOIO 3B'A3yBanbHOro 00'ekTa). BMICT aHTUTING y 3paskax MO)KHa KifnbKiCHO BU3HA4MTKH 3a
agonomMoroto sucokodytnueoro lgG-1PA (aus. Mpuknag 9). OnA KOXHOrO MOMEHTY 4acy AaHi cnia
3HiMaTK 3 ABOX NOPOXKHIX PINLTPIB | TPLOX PINLTPIB 3 KNITUHHUMK KYNbTYPaMu.

B. PekomGiHaHTHI meToam i koMno3uuii

AHTUTINA MOXKHa MPOAYKYBATK i3 3aCTOCYBAHHSIM PEKOMOIHAHTHUX METOAIB i KOMMO3WLiN, Hanp.,
sK onucaHo y US 4,816,567. B ogHOMY 3 BapiaHTIiB BUKOHAHHS 3abe3neyeHo i30nboBaHy HYKNeiHOBY
KMCMOTY, AKa KOAYE OnucaHe TyT aHTWUTINO A0 peuentopa TpaHcdepuHy. Taka HykneiHoBa Kucnorta
MOXEe KOQyBaTW aMiHOKUCNOTHY NMOCMIAOBHICTb, WO BkMovae VL, i/abo aMiHOKMCNOTHY NOCHiAOBHICTb,
wo sknoyae VH aHTuTina (Hanp., Nerkun i/abo BakkMi NaHUIOrM aHTUTING). Y noganbLIOMy BapiaHTi
BUKOHAHHS 3a6e3ne4vyeHo oauH abo BinbLue BEKTOPIB (HANp., BEKTOPIB EKCMpPECiT), WO BKMNIOYAIOTb TaKy
HYKNETHOBY KMCMOTY. Y noganbLIOMy BapiaHTi BUKOHAHHA 3abe3neyvyeHo KNiTUHY-XassliH, WO BKNoYae
Taky HYKNeiHOBY KMCROTY. B 0AHOMY 3 Takux BapiaHTiB BUKOHAHHS KMiTUHa-xa3sH BKMAYae (Hanp.,
Oyna TpaHcopMoBaHa 3a AONOMOror): (1) BEKTOpP, WO BKMOYAE HYKMNEIHOBY KUCMOTY, sika Koaye
aMiHOKMCNOTHY MOCMIAOBHICTb, WO BkNoyae VL aHTuTina, i amiHOKMCNOTHY MNOCAIAOBHICTb, WO
Bknovae VH antuting, abo (2) neplumin BEKTOP, WO BKIKOYAE HYKNETHOBY KUCNOTY, AKa KoAye
aMiHOKMCNOTHY NOCNIAOBHICTb, WO BKMNovae VL aHTWUTING, | ApYr1Mil BEKTOP, WO BKOYAE HYKNETHOBY
KMCNOTY, fKa Kogye aMiHOKMCNOTHY NOCAIAOBHICTb, WO BKowae VH aHTuTina. B ogHoMy 3 BapiaHTiB
BUKOHAHHSA KNITMHA-Xa3sdiH € eyKapioTUYHOLO, Hanp., KNITUHOK A€YHUKIB KuTancbkoro xom'ska (CHO)
abo nimcoigHowo kniTuHO (Hanp., knitnHoto YO, NSO, Sp20). B oaHoMmy 3 BapiaHTiB BUKOHAHHSA
3anponoHOBAHO CMOCIO oAep)KaHHs aHTWUTINA OO0 peuenTopa TpaHcepuHy, ae cnocié BKMoYae
KyNbTUBYBAHHS KNITUHW-XA3diHa, WO MICTUTb HYKMETHOBY KMCNOTY, SKa KOAYe aHTWUTINo, Sk ue O6yno
ONMCAHO BULLIE, B YMOBAX, NPUAATHUX ANA €KCNpecii aHTuTIna, i, He0BOB'A3KOBO, BUAINEHHS aHTUTINA
3 KNiTUHKU-xassiiHa (abo KynbTypanbHOro CepeaoBuLLA KNITUHU-Xa3siHa).

Ona pekoMBiHAHTHOrO NPOAYKYBAHHSI @aHTUTINA A0 peuenTopa TpaHCEPUHY HYKNETHOBY KUCNOTY,
sKa KOAYe aHTUTINO, Hamp., 9K ONMCAHO BULUE, BUAINAIOTbL Ta BBOAATbL Yy OAMH abo Ginblue BEKTOPIB
AN NoAAanbLLOro KNnoHyBaHHA Ta/abo ekcnpecii B KMiTUHI-xa3siHi. Taky HYKMNETHOBY KMCNOTY MOHa
Nerko i3onoBaTM Ta CEKBEHyBaTWM 3a AONOMOrOK 3BMYaKHMX npoueayp (Hanp., 3a AOMNOMOroK
ONIrOHYKNEeOTUAHUX 30HAIB, 34aTHMX cneyndivHO 3B'A3yBATUCS 3 reHaMu, Lo KOAYKOTb BaXKi Ta nerki
naHUlorn aHTuTina).

MpuaaTtHi KNiITMHKU-Xa3al Ans KNOHyBaHHS abo eKkcnpecii BeKTopiB, WO KOAYIOTb aHTUTINO,
BKIMIOYAKOTb OMUCaHi TYT MNPOKapioTM4Hi abo eykapioTWYHI KNiTMHW. Hanpuknag, aHtTuTina MoxHa
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npoaykyBatu B Oakrepisix, 30KkpemMa, KONu rniko3umioBaHHA 1a edpektopHa (yHkuUiss FC He noTpibHi.
Ona ekcnpecii pbparmeHTiB aHTUTIN Ta noninenTuaiB y 6akrepiax aue., Hanp., US 5,648,237, US
5,789,199 ta US 5,840,523. (Ous. Takox Charlton, K.A., y: Methods in Molecular Biology, T. 248, Lo,
B.K.C. (ed.), Humana Press, TotoBa, NJ (2003), c. 245-254, ge onucaHo ekcnpeciio pparmeHTiB
antuTin y E. coli.) Micna ekcnpecii aHTUTino MoxHa BuAainutn 3 GakrtepianbHOT KNITMHHOT Macu B
PO34MHHIN dopakuii i 40AaTKOBO OYUCTUTU.

Kpim npokapioTiB, npuaaTHAMKU XasssMmn KINOHYBaHHA abo ekcnpecii Ansi BEKTOPIB, LLIO KOAYOTb
AHTUTINA, € eYKapiOTUYHI MIKpOOpraHi3mm, Taki ik HATYACTI rpubu abo apikaKi, BKNOYaKYM LWITaMU
rpubkiB Ta ApLKOXKIB, LUNSXM TNIKO3UITIOBAHHA SKMX Oynu "rymaHi3oBaHi”, B pe3ynbTaTi {Y0ro BOHMU
NPOAYKYIOTb aHTUTINO 3 YaCTKOBMM ab0 NOBHMM NPodineM rmiko3unioBaHHA niognHu. Ous. Gerngross,
T.U., Nat. Biotech. 22 (2004} 1409-1414; Ta Li, H. Ta iH., Nat. Biotech. 24 (2006) 210-215.

MpugaTtHi Ansa ekcnpecii  rNiKo3MNbOBaHUX aHTUTIN  KNITUHWU-Xa3Aal TakoX OTPUMYKOTb 3
GaraTokniTUHHUX opraHismiB (besxpebeTHnx Ta xpebeTHux). MNpuknagammu KnitnH 6e3xpebeTHux €
KNITUHW POCNMH Ta Komax. laeHTudikoBaHo YucneHHi wramu 6GakynoeipyciB, ki MOXHa
BMKOPUCTOBYBATU pas3oM i3 KIiTMHaMM KOMmax, 3oKpema Aana TpadHcdekuii knituH Spodoptera
frugiperda.

Ak xa3qai MOXKyTb 6YyTU BUKOPUCTAHI | KyNbTYpKU POCIMHHMX KIiTUH. AuB., Hanp., US 5,959,177, US
6,040,498, US 6,420,548, US 7,125,978 Ta US 6,417,429 (ne onucaHa TexHonoris PLANTIBODIES™
ANS NPOAYKYBAHHS aHTUTIN HA TPAHCTEHHUX POCMMHAX).

Ak xasdiB MOXKHA BUKOPUCTATU i KNiTuHKU xpebeTHux. Hanpuknag, KOPUCHUMMU MOXKyTb OyTU MiHiT
KNITUH ccaBuiB, aganToBaHi A0 POCTY B CycneHsii. IHWi npuknagM npuaatHUX NiHIR KNITUH-Xa3siB
ccaBuiB npeactasneHi nidielo CV1 Hupok masnu, TpaHcdopMoBaHow SV40 (COS-7); niHielo HUPOK
eMOpioHa ntoguHu (293 abo 293 kniTuMHK 3rigHo onucy, Hanp., y Graham, F.L. Ta iH., J. Gen Virol. 36
(1977) 59-74); kniTuHaMu HUPOK HOBOHapoakeHoro xom'aka (HHX); muwauumu knituHamu CepTtoni
(knituHamn TM4, 4k onucaHo, Hanp..., y Mather, J.P., Biol. Reprod. 23 (1980) 243-252); knituHamu
HUpOK Maenu (CV1); KmiTMHaMM HUPOK adpukaHcbkoi 3eneHoi masmu (VERO-76); kniTuHamwu
KapuMHOMMW Lmiikn MaTku moauHn (HELA); knituHamu Hupkmn cobaku (MDCK); kniTuHamm nediHku
ciporo wypa (BRL 3A); knituHamu neredb moganHn (W138); knitTuHamu nedviHkn nioguHn (Hep G2);
NYXNUHOI MonovHux 3anos muwi (MMT 060562); knitnHamu TRI, gk onucaHo, Hanp., y Mather, J.P.
Ta iH., Annals N.Y. Acad. Sci. 383 (1982) 44-68; knitunamn MRC 5; Ta knitTuHamu FS4. [HWi npuaaTHi
NiHIT KNITUH-Xa341B CCaBUiB BKNIOYAKOTb KIITUHU S€YHUKA KuTancbkoro xom'ska (CHO), BKNIOYHO 3
knitmHamu DHFR-CHO (Urlaub, G. Ta iH., Proc. Natl. Acad. Sci. USA 77 (1980) 4216-4220); a Takox
MIENOMHI KNITUHHI NiHiT, Taki 9k YO, NSO Tta Sp2/0. Ons ornagy aeskux NiHin knNiTMH-xa3sniB ccasuis,
WO npuaaTtHi anga BupoOHUUTBA aHTUTIN, AUB., HANp., Yazaki, P. Ta Wu, A.M., Methods in Molecular
Biology, T. 248, Lo, B.K.C. (ed.), Humana Press, Totoea, NJ (2004), c. 255-268.

I". AHanisu

3abesneveHi TyT aHTWUTINA A0 peuentopa TpaHcepuHy MOXyTb OyTWM niagadi ineHTudikauii,
CKPUHIHry abo xapakTepucTuli CBOIX i3nKo-XiMiYHMX BNAacTUBOCTEN i/abo BionoriiHMX BNacTUBOCTEN
3a 4ONOMOrO PisHUX BiAOMUX B AaHii ranyai aHanisis.

1. AHani3 3B'A3yBaHHSA

B ogHoMy acnekti aHTWTINO 3rigHO i3 BMHaxX04OM MEPEBIPAIOTb Ha aHTUrEeH3B'A3yBasibHY
aKTUBHICTb, Hamp., 3a A0NOMOroK BigOMMX MeToAiB, Takux sik IDA, alphallSA, BecrepH-OnoTuHr,
MaTpuua aHTuTin abo o6epHeHoT hasm ToLlo.

Y npuknagi aHanizy I®A abo alphallSA peuenTtop TpaHCchEpUHY B PO3UMHI (CynepHAaTaHT KMiTUH,
ni3atu KNitMH abo TKaHWH, (i3ioNorivHi piauHM TOWO) 3B'A3YETLCA 3axONMOBaNbHUM aHTUTINOM, sIKe
crneumdivHO 3B'A3YETbCA 3 NEepLMM €eniTonom Ha peuenTtopi TpaHcdepuHy abo peuenTopom
TpaHcdepuHy B MEBHiM KOHd)opMmauii, Ta aHTUTINOM BWABMNEHHA, MNPUEAHAHUM 40 rpynu
OETEKTYBAHHSA, sike crneuudiyHO 3B'A3yeTbCa 3 ApyruMm enitonom abo koHdopwmauieo peuenTtopa
TpaHCcdEepuHy. 34YNTYBaHHA 3AIACHIOITL 3aneXHO Bid FPynu AETEKTyBaHHA (XeMinomiHecueHUia,
dnyopecueHUis, noMiHecUeHUid, iHaykoBaHa NEPEHOCOM eHepril ToLwo).

Y BuMNagKy Martpuui aHTUTIN aHTUTiNa TOYKOBO HAHOCATb HA CKNo abo HITPOUENOMNO3Hi 4inu.
Ckenbusa 6MOKYHOTb Ta iHKYOYIOTb 3 PO3UMHOM, LLIO MICTUTbL PELIENTOP TPaHCAEPUHY, NPOMUBAIOTb AN
BMAANEHHA HE3B'A3aHMX AHTUTIN, a 3B'A3aHi aHTUTINa BUSABMAIOTb 3a AONOMOrOK BignoOBiAHOro
¢nyopecUeHTHO MIYEeHOro BTOPWHHOrO aHTuTina. CurHan nyopecueHuii BUMIPIOETLCA cnana-
ckaHepom hnyopecueHuii. AHanoriyHo ans obepHeHo-dasoBUX MaTpulb PEKOMOBIHAHTHUIA peuenTop
TpaHcpepuHy, cynepHaTaHT KMiTUH, Nidatn KNiTMH abo TKaHuH, i3ioNorivyHi piguHM TOLLO TOYKOBO
HAHOCATb Ha CKNsHI abo HiTpouenionosHi Yinu. Ckenbua GMNOKylOTb Ta iHKYOYOTb OKpeMi mMatpuli 3
aHTUTINOM A0 KOHKPETHOro enitony peuentopa TpaHcdepuHy. Hess'ssaHi aHTUTIina BigMuBaloTh, a
3B'A3aHi aHTUTINA BUABNAIOTL 3a AOMNOMOrOK BiANOBIAHOrO (XIYOPECLEHTHO MIYEHOr0 BTOPUHHOIO
aHTuTina. Curian dnyopecueHuii BUMIpIOETbCA cnang-ckaHepom cpnyopecuenuii (Dernick, G., Ta iH.,
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J. Lipid Res. 52 (2011) 2323-2331).

I'. Cnoco6u Ta KOMNO3MUiT ANs AiarHOCTUKK Ta BUABIEHHS

Y neBHMX BapiaHTax BUKOHAHHA OyAb-sike 3 HAQAHUX TYT aHTUTIN A0 peuenTopa TpaHcdeEpPUHy
npuaatHe AN BUABNEHHA NPUCYTHOCTI peuentopa TpaHCdepuHy NIoAUHU B GionorivHoMy 3pasky.
TepMiH "BUABMEHHS" TYT i gani OXOMMIOE KinbkicHe abo siKicHe BUSBMNEHHA. Y Aedkux BapiaHTax
BUKOHAHHS BGiONOrivYHMI 3pa3ok MICTUTb KITITUHY a00 TKAHWHY, TakKy sk TKAHUHA MO3KY.

B oagHoMy 3 BapiaHTiB BWKOHaHHA HajaHe aHTWUTINO A0 peuentopa TpaHCcepuHy ans
3aCTOCyBaHHA y cnocobi aiarHocTukm abo BuABNEHHs. B HacTymHOMy acnekTi HagaHo cnocib
BUSIBITEHHSI NPUCYTHOCTI peuenTopa TpaHcdepuHy B OionoridHOMY 3pasky. Y Aeskux BapiaHTax
BUKOHAHHS LIEN CMNoci® BKMOYAe KOHTAKTyBaHHS BIONOriYHOro 3paska 3 ONUCaHUM TYT aHTUTINOM A0
peuentopa TpaHCEepUHY B YymOBaX, WO AOMYCKalOTb 3B'A3yBaHHA aHTWUTINA OO0 peuentopa
TpaHcdEPUHY 3 PELUEnTOPOM TpaHCMEepPUHy, i BUSBNEHHA YTBOPEHHA KOMMMNEKCY MiXK aHTWUTINOM Ao
peuenTopa TpaHcAEPUHy i peuenTtopomMm TpaHcdepuHy. Takun crnocid moxe 6yt cnocobom in vitro
abo in vivo. B 0gHOMy 3 BapiaHTiB BUKOHAHHS aHTUTINO A0 peuentopa TpaHCdepuHy BUKOPUCTOBYIOTb
ansa subopy cy®'ekTiB, WO MOXyTb OyTK 00paHi Ana Tepanii aHTUTINOM A0 peuenTopa TpaHcepuny,
Hanp., A€ peuentop TpaHcdepuHy € Biomapkepom ansa Biadopy nauieHTIB.

Mpuknagn posnagis, ski MOXyTb OyTWM AiarHOCTOBAHI 3a AOMNOMOrOK aHTUTINA 3riAHO BUHAxoay,
BKMNIOYAIOTb HelpogereHepadilto 3 HakonuyeHHaM y Mo3ky 3aniza tuny 1 (NBIA1), igionatnyHy
OpTOCTaTUYHY riNOTeH3ilo, cuHapom [ayHa, komnneke Nyama Ta Kinbka nopylieHb 3 Tinbusmu Jlesi,
Taki sk xgopoba andysHux Tineub Jleei (DLBD), BapiaHT xBopoOu AnburenMepa 3 Tinbudmu JleBi
(LBVAD), aeski popmu xopobu Mowwe Ta aemeHuis npu xgopobi MapkiHcoHa (PDD).

Y neBHUX BapiaHTax BMKOHAHHA HagaHO MiYeHi aHTuTina o peuentopa TpaHccepuHy. MiTkn
BKIIOYAKOTb, ane He OOMEXYITbCA HWMMM, MiTku abo rpynu, ki BUABMAKOTHCA 0Oe3nocepeHbo
(Hanpuknag, dnyopecueHTHi, XpOMOMOPHI, €NEKTPOHHO-LLINbHI, XEMIFIIOMIHECLEHTHI Ta paaioakTUBHI
MITKK), a TaKoX rpynu, Taki sk dpepmeHTn abo niraHau, siki BUSIBMAKOTLCA ONOCEPEaKOBAaHO, Hanp.,
yepes (hepMeHTaTMBHY peakuito abo MONEKynApHy B3aeMOAil0. 3pasku MITOK BKMIOYAKOTb, ane He
obMeXXyloTbC HUMU, paaioizoTonn 2P, 4C, 25|, 3H Ta '3'l, cnyopocopu, Taki Sk xenatu
pigkicHo3eMenbHUX enemMeHTiB abo pnyopecueid Ta Noro NoxigHi, pogamid Ta WOro NoxiaHi, AaH3un,
ymbenicepoH, nouudepasu, Hanp., nwouudepasy cBitnaka i GakrepianbHy moundpepasy (US
4737456), moundpepuH, 2,3-gurigpoctanasnHaionn, nepokcugasy xpiHy (HRP), nyxHy cocdarasy,
B--ranaktosupasy, rnokoaminasy, nisouum, caxapuaokcugasu, Hanp.,  [NIOKO300KCKaasy,
ranakrosokcuaasy Ta rroko3o-6-cpocaraerigporeHasy, reTepoLuknivyHi okcuaasu, Taki aK ypukasa i
KCaHTUHOKCUAasa, B NoeAHaHHI 3 (pepMEHTOM, AKMIA BUKOPUCTOBYE MEPOKCUA BOAHIO AN OKUCHEHHS
nonepeaHuka GapsHuKka, TakuMm gk HRP, nakronepokcugasy abo mikponepokcuaasy, 6ioTuH/aBiguH,
CMiHOBI MiTKM, MiTKM 3 BakTepiodaramu, cTabinbHi BiNbHi paaukanu i T.M.

L. PapmaueBTuUYHI cknagu

dapmaueBTUYHI cknagum ONUCaHOro TYT aHTUTINA A0 peuenTopa TpaHCgepuHy roTyloThb LUNAXOM
3MilUYyBAHHA TaKOro aHTuTina, Wo Mae OakaHy CTyMiHb YMCTOTM, 3 OAHMM abo Jekinbkoma
HeobOoB'A3KOBUMMK (hpapMaUEeBTUYHO MPUIRHATHUMKU Hociamu (Remington's Pharmaceutical Sciences,
16-Te BugaHHs, Osol, A. (ed.) (1980) ) y dopmi niocpinizoBaHmx komnosuuii abo BOAHUX PO3YNHIB.
dapmaueBTUYHO NPUAHATHI  HOCIT, SK NpaBuNoO, € HETOKCUYHUMMW Ons  PEeUUnieHTiB B
BUKOPUCTOBYBAHMX [03aX i KOHLEHTPALUISX i BKMOYAlOTh, ane He 0OMeXylTbCsl HUMK: Bydepu, Taki gk
docdar, uMTpaT i iHWI opraHivyHi KMCNOTW; AHTUOKCUAAHTM, BKIOYAaO4M ackopbiHOBY KUCNOTY Ta
METIOHIH, KOHCEpBAHTK (Taki SK oKTaaeuun AUMETUNOEH3UNaMOHIl0 XIopua; rekCaMeTOoHIl0 XNopua;
OeH3ankoHito xnopua; OeH3eToHilo xnopua; deHon, OytunoBuin abo OGEH3MNOBWUW  CNMPT;
ankinnapabeHu, Taki sk meTun abo nponinnapabeH; KaTexXorn; Pe30PLUUH; LMKNOreKCaHOoM; 3-NeHTaHon
i M-Kpes3omn); noninenTuamM 3 HU3bKOK MOMEKYNSAPHOI MAacok (MeHW Hixk npubnusHo 10 3anuLLKiB);
Oinkun, Taki aK CMpOBATKOBUIN anbOyMiH, kenaTtnuH abo iMyHorno®yniHu; rigpodinbHi nonimepu, Taki gk
noni(BiHiNNIponiaoH); amiHOKMCNOTHU, Taki K rMiLUKMH, rNyTaMiH, acnapariH, riCTUaAuWH, apriHiH abo nisuH;
MOHOCaxapuau, gucaxapuau Ta iHWi BYrMEeBOAM, BKMOYAKOYKU TIIOKO3Y, MaHO3y abo OEeKCTpUHM;
xenartytodi areHtn, Taki ak EOTA; uykpu, Taki sk caxaposa, MaHiT, Tperanosa abo copbir;
CONEYTBOPIOIOYI KOHTP-iOHK, TaKi 1K HATPIR; METaneBi kKoMnnekcu (Hanp., Zn-6inkoBi komnnekcn); i/fabo
HEeioOHHI NOBEPXHEBO-AKTMBHI Pe4OBUHU, Taki gk nonieTunenrnikons (MEN). MNpuknagn hapmayeBTUYHO
NPUAHATHUX HOCITB TaKOXK BKMOYAIOTL 3aCc00M ANCNEPryBaHHSA MiKiB y MiXKKMITMHHOMY NPOCTOPI, Taki K
PO3YMHHI HEWTparbHO akTWUBHI rnikonpoTeiHn rianypoHigasn (sHASEGP), Hanpuknag, noacbki
PO34MHHI rMikonNpoTeiHn rianypoHigasu PH-20, taki 9k rhuPH20 (HYLENEX®, Baxter International,
Inc.). Oeski npuknaan sHASEGP Ta cnocobu ix 3actocyBaHHs, Bknodatoun rhuPH20, onucani B US
2005/0260186 Tta US 2006/0104968. B ogHomy acnekti SHASEGP ckombiHOBaHi 3 ogHieto abo
Ginblue AO0AaTKOBUMM TTiKO3aMiHOrnikaHa3amMm, TaKUMU SIK XOHAPOITUHA3MN.

Mpuknagu niodinisoBaHMX KOMNO3WUiW aHTUTIN onucaHi B US 6,267,958. BoaHi koMnosuuii
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aHTuTIN BKMOYatoTb onucaHi B US 6,171,586 Ta WO 2006/044908, ae OCTaHHi KOMMO3uMUiT MICTATb
rictuanmH-aueTatHun 6ydep.

OnucaHumn TyT CKNaj TakoX MOXe MICTUTU BinbLue HiXK OAHY Ailovy pe4YOBUHY, SKLLO Lie HeoBXiaHO
ANS KOHKPETHOTO MOKa3aHHA, AKE MiKYI0Tb, NEPEBAXKHO PEYOBUHU 3 KOMMNIEMEHTAPHUM BNAWBOM, SIKi
He BMMMBAOTb HErATUBHO OAHA HA oAHY. Taki akKTUBHI iHrpeaieHTHn, Ak NpaBuno, NPUCYTHi B KOMBiHaLii
Y KifIbKOCTAX, SKi € epeKTUBHUMMU ANA NOCTaBMAEHOT METHU.

Litoui pevyoBUHM MOXYTb MICTUTUCA Yy MiKpoKancynax, NpuroToBaHux, Hanpuknag, 3a 4onoMoroio
MeTodiB KoauepBauii abo MbkdasHoT noniMmepusauii, Hanpuknag, rigpokcumeTunuenonosm abo
»XenaTuHo-Mikpokancyn ta noni-(meTunmeTakpunart) MiKpokancyn, BiAnoBiAHO, Y KOMNOIAHUX CUCTEMAaXxX
JOCTaBKM Nikapcbkux 3acobis (Hanpuknag, ninocomax, Mikpoctepax anbOymiHy, MIKpOEMynbCisX,
HaAHOYACTUHKax Ta HaHokancynax) abo B MakpoemynbcCiax. Taki TexHikm onmcaHi y Remington's
Pharmaceutical Sciences, 16-Te BuagaHHs, Osol, A. (ed.) (1980).

MoxkHa npuroTyBaTu npenapatu Ans TpuBanoro BMUBINbHEHHA. [MpuaaTHi npuknagu npenapatis
AN TPUBANOro BMBINbHEHHST BKMIOYMAIOTh HAMIBMNPOHMKHI MaTpuui TBepaux rigpodobHux noniMmepis,
WO MICTATb aHTUTINO, A€ 3a3Ha4yeHi MaTpuui malTb opMmy npodinbHMX BUpobiB, Hanp., NniBok abo
MiKpoKancyrn.

Cknagu ans BBeAEHHS in Vvivo, K nNpaBuno, ctepunbHi. CTEPUNBHOCTI MOXHa AOCArTU, Hanp.,
Wwnsixom hinbTpauii Yepes crepunisyrodi dinbTpauiiHi memopaHu.

E. TepaneBTu4Hi cnocobmn Ta KOMNO3nUil

Byab-ake i3 HagaHux TyT aHTuTin ao TfR MOXHa 3acTocoByBaTM Yy nikapCbkux cnocobax. B
OOQHOMY 3 acnekTiB HagaHe aHTuTino Ao TfR ans 3acTocyBaHHS AK Mnikapcbkoro 3acoby. Hanpuknag,
BUHaAX0A0M 3abe3neyvyeHo Crnocié TpaHCNOPTYBaHHA NiKApCbKOT CNOMykn Yepes remaToeHueddanivyHui
Gap'ep, LLO BKIKOYAE €KCNOHYBAHHA aHTUTIna Ao TfR, cnonyyeHoro 3 nikapCbKOl CNonykorw (Hanp.,
MynbTUCNeyuiyHoro aHTuTina, wWo 3e'asye Ak TfR, Tak i Mo3koBui aHTureH), y N'EbB Takum 4nHoOMm,
wo® aHTUTINO NepeHOCUNo npueagHaHy nikapcbKy cnonyky 4depesd [EB. B iHwoMy npuknagi
BUHaxoAoM 3abesnevyeHO Cnocié TpaHCMOPTYBAHHA MiKiB Bid HEBPONOriMHOIO MOPYLUEHHS 4depes
rematoeHuecdaniyvHun 6ap'ep, LIO BKMOYMAE €KCMOHYBAHHA aHTuTina o TfR 3rigHO BuHaxoay,
CMONyYEeHOro 3 nikamu Big NOPYLUEHHS rONOBHOMO MO3KY (Hanp., MynbTUCAEUUdIYHOro aHTuTina, Wwo
3B'Asye Ak TfR, Tak i MO3KOBUIA aHTUreH), y FTEB Takum YnMHOM, WOG aHTUTINO NEPEHOCUIO NPUEOHAHI
nikn Big HeBponoriYHoro nopyleHHs vyepes N'EB. B ogHoMy 3 BapiaHTiB BUKOHaHHA TEB 3Haxoautbea
y ccaBuga (Hanp., MOAWHKW), HaNp. Y TakKOro, ik Mae HEBPONOriYHE MOPYLUEHHA B TOMY uucnhi, 6es
obmMexeHb: xBopoby Anburerimepa (AD), iHCYNbT, AeMeHUito, m'azoBy auctpodito (MD), poscigHun
cknepo3 (MS), amiotpodHuin GiuHui cknepos (ALS), mykoBicUMA03, CUHAPOM AHrenbmaHa, CUHAPOM
Jliana, xeopo®y MapkiHcoHa, xBopoOy MMika, xeopody MeakeTa, pak, TpaBMy rofIOBHOr0 MO3Ky TOLLO.
B ogHoMy 3 BapiaHTiB BUKOHAHHSI HEBPONOTiYHE MOPYLUEHHS] BUOpaHe 3: HeBponaTii, aMminoigosy, paky
(Hanp., i3 3any4yeHHam LUJHC abo ronoBHOro Mo3Ky), 3axXBOPIOBaHHA abo po3naay O4vel, BipyCHOT un
MiKpOBHOT iHbekUiT, 3ananeHHsn (Hanp., LUHC abo ronoBHOro Mosky), ilemii, HempoaereHepaTMBHOro
3aXBOPIOBAHHSA, CyI0MU, NOBEAIHKOBOTO po3naay, XBopobu nis0COMHOTO HAKONMUYEHHS Ta iH. AHTUTINA
3rigHO BMHaxo4y ocobnuBO NiAXOAATb AN JiKYBAHHA TaKMX HEBPOMOMYHMX MOPYLUEHb 3aBASKMU iX
34aTHOCTi nepeHocuTu oauH abo [Jekinbka noB'A3aHMX AaKTUBHUX iHrpeadieHTiB/mpueaHaHux
TepaneBTUYHUX crnonyk 4epesd NEB B LIHC/MO30K, A€ 3HaxXoAUTbCS MONEKYNspHE, KIiTUHHe abo
BipycHe/MiKpoOGHe nMiarpyHTS TakMx nopyweHb. HeBponaTuuHi po3nagum — Ue 3axBOpIOBaHHA abo
aHomanii HEepBOBOI CUCTEMM, LIO XapaKTEpPU3YKOTbCA HEBIANOBIAHMM ab0 HEKOHTPONbOBAHUM
cuUrHanom Hepgis abo MOro BiACYTHICTIO, i BKMIOYAIOTh, ane He 0OMEXYIOTbCA HUMK, XPOHiYHI 6oni (B
TOMY YKCT HOUMUENTMBHUI Binb), Binb, CNPUYMHEHWUI NOLLKOAXKEHHAM TKAHWUH OPraHiaMy, BKITHOYA4m
6inb, NOB'sI3aHU 3 pakoM, HeBponaTuuyHi Goni (6inb, BUKMMKAHWI aHOMAanisIMU HEpPBIiB, CMMHHOIO
MO3KY Y1 FOJIOBHOTO MO3KY) Ta ncuxoreHHi 6oni (Uinkom abo B 0CHOBHOMY NOB'A3aHi 3 MCUXOJONYHUM
posnaaom), ronoBHui Oinb, MirpeHb, HEBpPONaTild Ta CUMOTOMU | CUHAPOMMU, €Ki 4acTo
CYNpPOBOAXKYIOTb MOAIOHI HEBpONATUYHI po3naaun, Taki K 3anamMopoveHHs abo HygoTa.

[na HeBponaTU4HOTO po3naay Moxe 6yTu BUOPaHU HEBPONOTiYHMIA Npenapar-aHanbreTuk, Skui
OXONIIOE, ane He OOMEXYETbCA HUMU, HAPKOTUYHMIA/ONIOTAHMIA aHanbreTuk (To6To MopdiH, dheHTaHiIn,
rigpPOKOAOH, MENEPUANH, METAAOH, OKCUMMOPAOH, NEHTA30UMH, NPONOKcUudeH, Tpamagon, KoAeiH Ta
OKCUKOZOH), HECTepoigHui npotusananbHui npenapat (HM3M) (tobto idynpodeH, HaNpOKCEH,
auknodpenak, aucpnyHican, etogonak, deHonpodeH, dnypbinpodeH, iHAOMETAUWH, KETOpPONak,
Med)eHamoBa KMCMOTa, MENOKCUKaM, HaOyMeTOH, OKCanpos3iH, nmipokcukam, CyniHAak Ta TONMETUH),
KopTukocTepoig (TobTo KOPTU3OH, NPEAHI3OH, MPEeaHI30MNoH, AEeKCaMeTa3OH, METUNMNPEAHI30MNOH i
TPi@MUUHONOH), aHTUMIrPEHO3HMI areHT (TO6TO CymaTpunTuH, anMoTpunTaH, posarpinTaH,
cymatpunTaH, pisatpuntaH, eneTpunTad, 30MMITPUNTaH, AurigpoeprotaMiH, eneTpunTaH Ta
eprotamid), auetamiHodeH, caniumnaTt (To®TO acnmipuH, XOniHY caniyunat, MarHilo caniyunart,
andnyHican i canbcanar), NpoTUCyaoMHuUI 3acib (Tob6To kapbamaseniH, knoHasenam, rabaneHTuH,
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namoTpuaxuH, nperabanin, TiarabiH i Tonipamar), aHecteTuk (ToOTO i30cnypaH, TPUXMOPETUNEH,
ranotaH, cesodpnypaH, 6eH30KaiH, XNOPONpPOKaiH, KOKaiH, UMKNOMETUKATH, ANMETOKAIH, MPONOKCIKAiH,
NpoKaiH, HOBOKATH, NponapakaiH, TeTpakaiH, apTukaiH, OyniBakaiH, kapTikaiH, UMHXOKAiH, eTuaokKaiH,
neeobynisakaiH, nigokaiH, MenisakaiH, ninepokaiH, NpinokaiH, ponisakaiH, TPUMEKAiH, CAKCUTOKCUH Ta
TETPOAOTOKCUH) Ta COx-2-iHribitop (To6T0 Uenekokcub, pocdbekokend Ta Bangekokcub). [Ons
HEBPONATUYHOIO po3naay i3 3anamopoyeHHsIM Moxke 6yTn BUOGpaHuii HEBPOOTiYHWIA Npenapart NpoTu
3anamopOoY€Hb, BKINOYAOUK, ane He 0OMEXYIOUYUCh HUMKU, MEKNI3UH, AnddeHrigpaMiH, NPpoOMeTas3uH Ta
Jdiasenam. [lng HEBPONATUYHOIO po3naay i3 HyaoTow Moxe 6yTu BUOpaHui HEBPOMOTiMHUIA Npenapat
NpOTU HYAOTWU, BKMKOYAKYW, ane He OOMEXYIYUCb HUMKM, NPOMETa3UH, XMNOPNPOMAa3uH,
npoxnopnepasuH, TpuMmetTobeHsamig Ta meToknonpamia.

AMINoOigosn - Ue rpyna 3axBOpPOBaHb Ta pO3najiB, MOB'A3aHMX 3 MNO3AKMITUHHUMKU OiNnKOBUMU
BigknageHHsmn B LIHC, Bkniovatoun, ane He oOMEXYOUMCb HMMMW, BTOPUHHUIA aminoigos, BiKOBUW
aMinoinos, xsopody Anburenimepa (AD), nerke korHitueHe nopyweHHs (MCI), aeMeHuito 3 TinbusiMu
JleBi, cuHgpom [ayHa, cnagkoBUi MO3KOBUW KPOBOBUSIMB 3 aMinoigo3om (rOnnaHACbKWA Tun);
KOMMMNEKC NapKiHCOHIMHOT aiMeHUBT [yama, uepebpanbHy aminoigHy aHrionartiio, XxBOpoOy
[aHTIHITOHA, MpOrpecylounii Haa'aaepHU napaniv, poscisHuini cknepos; xsopody Kpeliudenbara-
Akoba, xBopoOy lMapkiHCOHA, TpaHCMICUBHY rybuacty eHuedanonarito, BIJl-nos'asaHy gemeHuito,
aMioTpodiuHMi  BGiyHMIn cknepo3 (ALS), mio3uT-3i BkmodeHHsMKU (IBM) Ta O4Hi 3axXBOPIOBaHHA,
noB'a3aHi 3 BiaknageHHaMm Geta-aminoigy (To6TO AereHepauis >KOBTOT NnsMu, NoB'dA3aHa 3 gpysamu
ONTWYHA HEBPONATIA Ta KaTapakTa).

Ona aminoigody moxe 6yTu BMOpaHMI HEBPOMOTMHWIA npenapar, SKMIA OXOMIIoE, ane He
0OMEXYETLCA UMM, A@HTUTINO YK iHWY 3B'A3yBanbHy MONEKyny (BKMOYaO4uM, ane He 0BMEXXyloumuchb
HUMKM, Many Monekyny, nentug, antamep abo iHwun OGinkoBui 3B'A3yBay), AKMIA cneyudidHo
3B'A3YETbCA 3 MILLEHHIO, BUOpaHoto 3: H6eTa-cekpeTasu, Tay-6inka, npeceriniHy, 6inka-nonepeaHuka
aminoigy abo noro 4yactuH, 6eta-aminoigHoro nentuay abo Koro oniromepis abo iGpun, peuenTtopa
cmepTi 6 (DR6), peuentopa KiHUEBUX NPOAYKTIB nocuneHoro rnikosunioBaHHa (RAGE), napkiHy i
FaHTIHTUHY; iHriGiTop xoniHectepasu (To6TO ranaHTamiH, AOHENE3Wn, PUBACTUIMIH | TaKpuH);
aHtaroHict peuentopa NMDA (To6T0, MeMaHTWH), AenneTop MOHoaMiHy (To6To TeTpabeHasuH);
epronoigy Me3unart; aHTUXOMIHEPriYHMA areHT npoTW  MAapKiHCOHI3My (TOBTO  MpouMKNigiH,
anderrigpamin, TpurekcundeHigun, 6eH3Tponid, GinepugeH Ta TpurekcudeHiaun); aodamiHepriyHui
areHT NpoTM MAapKiHCOHI3My (TOOTO eHTakanoH, CeneriniH, npaminekcon, 6POMKPUNTUH, POTUIOTUH,
ceneriniH, poniHipon, pasariniH, anomopciH, kapbigona, nesogona, nepronig, TONKanoH Ta
aMaHTaguH); TeTpabeHasuH; npoTusananbHuin 3aci® (BkMwYawuu, ane He OOMEXYIUUCh HUM,
HeCTepoigHUiA npoTusananbHui npenapat (To6TO iHAOMETAUMH Ta iHWI CNONyKKU, NepenivyeHi BuLe),
ropmoH (To0TO ecTporeH, nporecTepoH i nenmnponig), BiTamiH (TO6TO donar i HiKkoTUHaMIA),
anmeboniH, romotaypuH (TodTto 3-amiHonponaHcynbdoHoBa kucnota, 3AMNC), MoaynaTop akTUBHOCTI
CEPOTOHIHOBUX peLenTopiB (TOGTO KcaninpoaeH); iHTepdepoH Ta rMIKOKOPTUKOIA.

Pak LUIHC xapaktepusyetbca abepaHTHOW nponidepadieto oaHiel abo kinbkox knituH LIHC (To6To
HEpPBOBOT KMiTUHM) | BKMOYAE, ane He OOMEXKYETbCSA HUMW, FMioMy, MYNbTUOPMHY rriobnacromy,
MEHIHTIOMY, acCTpOUMTOMY, aKyCTUYHY HEBPOMY, XOHAPOMY, onirogeHaporniomy, Meaynobnacromu,
raHrniornioMy, LIBaHHOMY, HEWpodiGpomMy, HenpobnacToMy Ta ekcTpagyparnbHy, iHTpameaynsipHy,
iHTpagypanbHy nyxnuHy abo mertacrasu B LIHC nepudepuyHux nyxnuH, takux sk CD20- abo HER2-
NO3UTUBHI NYXIIUHN.

Ona paky moxke 6yt oOpaHuin HEBPONOTiYHUIA Npenapar, Akuii € XiMioTepaneBTUYHUM areHTOoM.

Mpuknagu xiMmioTepaneBTUYHUX areHTiB BKMOYAlOThL ankinoBanbHi areHTu, Taki K TioTena Ta
yuknodpocamia CYTOXAN®; ankincynbdoHaTtu, Taki 5k 0ycynbdaH, imnpocynbdat i ninocynbdat;
asupuamHu, Taki Ak GeHsogona, kapOOKBOH, MeTypeaona Ta ypeaona; eTUNeHiMiHM Ta
MEeTMNaMenamiHi,  BKNWOYaw4vM  anbTpeTtamid, TpueTuneHmenamid, Tpuetunendocgopamia,
TpueTuneHTioocdopamia Ta TPUMETUMNONOMENAMIH; aueToreHiHm (ocobnueo OynaTauuH i
OynatauiHoH); aenbta-9-tetparigpokanabiHon (gpoHabiHon, MARINOL®); 6eTa-nanaxoH; nanaxort;
KONXiuMHK; OeTyniHOBY KUCNOTY, KaMMTOTEUUH (BKMIOMAIOYM CUHTETUMHUIA aHamnor TonoTekaH
(HYCAMTIN®), CPT-11 (ipuHotekaH, CAMPTOSAR®), aueTunkamnToTeuuH, CKOMONEKTUH i 9-
aMiHokaMnToTeuuH); OpioctatuH; kanictatuH; CC-1065 (BKMOYaK4M WOr0 CUHTETMYHI aHanoru
ago3enesunH, kapuenesmH Ta 06izenesuH); nNoaodinoOTOKCUH; MNoAO0MINIHOBY KUCMOTY, TeHino3ug,
kpunTodbiuuHn (ocobnueo kpuntodpiumH 1 i kpunTodiumH 8); AonacTaTuH; AyokapmiunH (BKIOYAYM
CUHTETUYHI aHamorn, KW-2189 i CB1-TM1); eneytepobiH; naHKpaTiCTaTWH, CapPKOAWUKTUH;
CMOHTICTaUMH; a30TUCTI iNpuTK, Taki 5Kk xnopamOyuun, xnopHadasuH, xonodocdamia, eCTpaMmyCTUH,
idbochamia, mexnopeTtamiH, MexXNopeTamiH okcuay rigpoxnopua, MendanaH, HOBEMOIMIH,
deHecTepuH, nNpedHiMycTuH, Tpodhocdamia, YpamyCTUH; HITPO3OCEYOBUHU, Taki SK KapMYCTUH,
XMOPO30TOLUMH, (POTEMYCTUH, NOMYCTUH, HIMYCTMH Ta PaHIMYyCTUH; aHTMOBIOTUKM, Taki SK €HAiTHOBI
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aHTUBIOTUKM (Hanpuknag, kanixeamiumH, ocobnmMeo kanixeaMiuuH ramma Il Ta kanixeamiunH omera Il
(aus., Hanp., Angew.Chem.Intl. Ed. Engl., 33 (1994) 183-186); AUHEMIUUWH, BKMIOYAOYN AUHEMILMWH A;
ecnepamiumMH; a TakoXK XpoMOOpU  HEOKapUMHOCTATMHY Ta  XpoModhopu  CNOpPiaHEHMX
XPOMOMNPOTETHOBUX EHAITHOBUX aHTUBIOTUKIB), aKNauMHOMILMHU, aKTUHOMILMH, ayTpaMiluH, a3acepuH,
ONeoMILUMHN, KAKTUHOMIUMH, kapabiunH, KapMiHOMILUMH, KapUUHOMINiH, XPOMOMILMHMW, AAKTUHOMILMH,
JayHopyOiumH, getopybiuuH, 6-aiaso-5-okco-L-HoprenunH, ADRIAMYCIN® pokcopybiumH (y Tomy
uncni  mopdoniHo-gokcopyOiLUuH,  UiaHoMOpdOniHO-A0KCOPYBIUMH, 2-NipONiHO-AOKCOPYOILUUH  Ta
aesokcnaokcopyOiumH), enipybiumH, esopybiumH, ipapyOGiunH, MapuenomiumH, MITOMIUMHK, Taki §K
MITOMIUMH C, MiKO(PeHONbHY KUCAOTY, HOranamiuuH, ORIBOMILUMHK, MEnnoMiuMH, NOTAIPOMILMH,
NypOMILUMH, KBENamiuuH, poaopydiuMH, CTPENTOHIrPWH, CTPEenTo3ouuH, TybepuuauH, ybOeHIMekc,
3iHOCTaTuH, 30pybiunH; aHTu-meTaboniTu, Taki ik MeToTpekcat i 5-cdTopypauun (5-®Y); aHanoru
dHonieBoi KUCNOTH, Taki AK AEHONTEPUH, METOTPEKCAT, MTEPONTEPUH, TPUMETPEKCAT; aHANOTN NYPUHY,
Taki a9k pnyaapabin, 6-mepkanTonypuH, TiaMminpuH, TIOTyaHiH; aHanoru NipuMianHy, Taki aK aHumMTabiH,
asauutuamH, 6-25 asaypuauH, kapmodyyp, uuTapabiH, AWAE30KCUYPUAWH, AOKCUNYPUAUH,
eHouuTabiH, nNoKCYypuanH, aHApPOreHu, Taki $K KanyCcTepOoH, APOMOCTAHOMNOH MponioHar,
eniTiocTaHon, MeniTiocTaH, TEeCTOMAakTOH, 3acobu, WO NPUrHiYylTb HAAHUPHUKK, Taki K
aMmiHOrmyTeTumia, MiToTaH, TPUNOCTaH; 3aMiHHUK pOonieBOT KACNOTU, TakMi K dponiHoBa KUCMOTA;
auernatoH; anbgodocdamia rniko3ug; amiHONEBYMIHOBY KWUCNOTY, eHinypauun, amMCakpuH;
OGectpabyuun; OicaHTpeH; egatpakcar, agedodamiH; AeMEKONUWUH; Aia3UKBOH; €nbGOPHITUH;
eninTUHIlO aueTar; enoTUNOH; eTOrMUMA; HITpaT ranito; rigpoKCMCEeYOBUHA; NEHTUHaH; NOHIdalHIH;
ManTaH3WHOIAU, TaKki AK MaWTaH3UH Ta aH3amiTOUWHWU; MITOryasoH; MITOKCAaHTPOH; MOMigaHMOon,
HITPaepuH; NEHTOCTaTuH; peHameT; nipapyOilUuH; NO30KCAHTPOH; 2-eTunriapasua; npokapbasuH;
nonicaxapugHuin komnnekc PSK® (JHS Natural Products, Eugene, OR); pasokcaH; PU3OKCUH;
wm3odpipan; cniporepmMaHiin; TeHya3OHOBY KWUCMOTY; TpWasukBoH; 2,2'.2"-TpUXNopTpUeTunamix,
TpUxoTeUeHn (o0cobnuBo T-2 TOKCWUH, BEPPaKYpPUH A, popuauH A Ta aHryigumH), ypeTaH, BiHAE3WH
(ELDISINE®, FILDESIN®), pakapb6asuH, MaHOMYCTWH, MITOBPOHITON, MiTOnakTon, 5-ninobpoman,
rauutosuH, apabiHosma ("Ara-C"), TioTena, Takcoigu, Hanpuknag, TAXOL® naknitakcen (Bristol-
Myers-Squibb Oncology, MpiHcTtoH, NJ), ABRAXANETM, HaHo4YaCTUHKOBUIA CKraj naknitakceny Ha
OCHOBI anbbymiHy 6e3 kpemocdopy (American Pharmaceutical Partners, LLaym6epr, InniHonic) i
TAXOTERE® pgouetakcen (Rhéne-Poulenc Rorer, Antony, ®panuig), xnopanbyuun, remumtadiH
(GEMZAR®), 6-TioryaHiH, mMepkanTonypuH, METOTPEKcaT, NfaTMHOBI aHanoru, Taki 9Kk yucnnatuH i
kapbonnaTtuH, BiHOnactuH (VELBAN®), nnatuHa, etono3up (VP-16), idocamia, MITOKCAHTPOH,
BiHKpMcTMH (ONCOVIN®), okcaninnatuH, nenkoBoBiH, BiHopen®iH (NAVELBINE®), HOBaHTpPOH,
ejaTpekcart, AayHoOMiUuH, amiHonTepuH, ibaHapoHar, iHribitop Tonoisomepasn RFS 2000,
anptopmeTunopHitud (OPMO), peTuHoigun, Taki 9k peTuHoeBa kucnota; kaneuntabiH (XELODA®);
dapmaleBTUYHO NPURHATHI coni, kucnotn abo noxigHi 6yab-4oro 3 BULLENEpPEpaxoBaHUX, a TaKOXK
komOBiHauji aBox abo BinbLue BuLlesragaHux 3acobis, Taki sk CHOP, aGpesiatypa ana kKoMGiHOBaHOT
Tepanii yuknodocdamingom, AokCopybiLUMHOM, BIHKPUCTMHOM Ta MPEAHI30NoHOM, a Takox FOLFOX,
CKOpOYEHHA Aans npotokony nikysaHHA okcaninnatuHoMm (ELOXATINTM) y noegHaHHi 3 5-Y i
NenKoBOBIHOM.

Takox nig ue BU3HAYEHHs XiMioTepaneBTUYHMX areHTiB nignagatTb aHTUrOPMOHAanbHI areHTu, ki
UMHSITb PETYMIOBAHHS, 3MEHLLUEHHSI, 6nokyBaHHA abo iHribyBaHHs e€(eKTiB FOPMOHIB, WO MOXYTb
CMpUATK POCTY paky, i YaCTo BBOAATLCS Y BUIMAAI CUCTEMHOTO abo LinbHOTINLHOrO NikyBaHHA. BoHu 1
cami MOXyTb OyTWM ropmoHamu. Mpuknaau BKNIOYAKTb AHTUECTPOreHHi Ta CENEKTUBHI MOAYNATOPU
peuentopis ectporeHy (SERM), sknovatoun, Hanpuknag, tamokcudpeH (Bknodatoun NOLVADEX®
TamokcucpeH), EVISTA® panokcudpeH, aponokcudpeH, 4-rigpokcutamokcudeH, TpiokcudeH,
keokcudpeH, LY117018, oHanpictoH Ta PAPECTOH® TopeMmideH; aHTUNPOrecTepoHun; NPUrHivysaui
peuenTopie ecrtporeHiB (ERD); areHTu, ki OYHKLIOHYIOTb ANst NnpuaylleHHs abo 3ynuHKU SeYHUKIB,
Hanpuknag, aroHiCTW ropMoHy, WO BUBINbHAE NoTeTHI3youmii ropmoH (LHRH), Taki ak LUPRON® Ta
ELIGARD® neiinponig auerar, rocepeniHy auetar, OycepeniHy auetar i TpuUNTepeniH; iHLi
aHTMaHAPOreHHi 3acobu, Taki ak dnyramia, Hinytamig Ta Gikanytamig; i iHribiTopu apomaTtasm, Aki
iHriOylOTb (DEepPMEHT apomarasy, Lo perynoe BUPOONEHHs ecTporeHy B HaAHWPHUKAX, Taki §K,
Hanpuknag, 4(5)-imigasonu, amidornytetumia, MEGASE® wmerectpony auetat, AROMASIN®
eksemecrtaH, dopmectaH, dagposon, RIVISOR® soposon, FEMARA® netposon Ta ARIMIDEX®
aHacTposon. Kpim Toro, Take BU3Ha4YeHHS XiMioTepaneBTUYHMX areHTiB BkNovae BGicdocdoHaTu, Taki
K knoapoHat (Hanpuknag, BONEFOS® a6o OSTAC®), DIDROCAL® etugpoHat, NE-58095,
ZOMETA® 3onegpoHoBa kucnota/soneapoHar, FOSAMAX® aneHapoHaTt, AREDIA® namigpoHart, 5
SKELID® TinyapoHat abo puseapoHaT ACTONEL®; a takox TpokcauutabiH (1,3-giokconaHoBuit
aHanor Hykneosuay LMTO3MHY); aHTUCEHC-ONIrOHYKIeoTUaN, 30Kpema Ti, AKi iHribyloTb eKCnpecito
reHiB y CUTHaNbHUX LUNSAXax, NoB'si3aHuX 3 abepaHTHOO Nponidyepauieto KNiTUH, Takux K, HaNpuUKnaga,
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PKC-anbda, Raf, H-Ras Ta peuentop enigepmanbHoro ¢akropa pocty (EGF-R); BakumHu, Taki Ak
BakunHa THERATOPE® Ta BakuuHWM reHHoi Tepanii, Hanpuknag, sakunHa ALLOVECTIN®, BakuuHa
LEUVECTIN® 1a BakuuHa VAXID®; LURTOTECAN® iHribitop Tonoisomepasu 1; ABARELIX® rmRH;
nanaTtuHié aitosunart (HU3bKOMONEKYNSIPHUI iHribiTop noaBinHOT TMpo3uHkuHasu ErbB-2 ta EGFR,
Takox Bigomun ak GW572016); i hapMaUeBTUYHO NPUIHATHI coni, kKucnotu abo noxigHi 6yab-yoro 3
BULLENEPEPAXOBAHMX.

[HWa rpyna cnonyk, siki MOXyTb OyTHU 0BpaHi Sk HeBPONOrivHi Nikapcbki 3acobu ans nikyBaHHa abo
npodinakTukn paky, saense cobo NpoTUpakoBi iMyHOrnodyniHu (BKNoYatoun, ane He oOMeEXy4YUCh
HUMmK, TpacTyaymab, neprtysaymad, Oesaumsymad, anemtysymad, ueTtykcumab, remrysymabd
o3oramiuuH, iGpitrymomab TiykceTaH, naHirymymad ta putykcumab). Y aeskux Bunagkax aHtutina y
NoeaHaHHI 3 TOKCUYHOK MITKOKO abo KOH'loratoM MOXYTb OyTW BUKOPUCTaHI ANs HaUiNOBaHHA Ta
BOMBAHHS MOTPIOHUX KNITUMH (TOGTO pakoBUX KIITUH), BKMIOYAKOYM, ane He OOMEXYIOUMCb HUMM,
Tosutymomab 3 131l-pagioakTMBHOLO MITKOLO abo TpacTyaymad eMTaH3uH.

OuHi 3axBoptoBaHHs abo pos3nagun - Ue 3axBOpioBaHHA abo pos3naaun oka, ake Ans uinen gaHol
3a8BKM posrnagaetbca sk opraH LUHC, Bigokpemnenun TEB. OuHi 3axBoptoBaHHs abo posnagu
BKIIOYAKOTb, ane He oOMeXyloTbCAa HUMK, PO3nagu CKNepW, POriBKW, panayxHoi obOMnoHkM Ta
yuniapHoro Tina (TobTo CKNEepuUT, KepaTuT, BUpasKa POriBKM, 3HOLUYBAHHSA POTiBKU, CHIroBa CRinoTa,
TpaBMa OKa enekTPUYHOIO AYrow, kepatut TanaecoHa, HeoBacKynsapu3auilo poriBku, auctpodito
dykca, KepaTOKOHYC, CyXWW KEepPaTOKOH'IOHKTUBIT, ipuUT i YBEIT), nopyweHHa kpuwranuka (To6To
KaTapakTy), NOpPyLUEHHA CyAMHHOT OGONOHKM Ta CiTKIBKM OKa (Hanpuknaja, BigllapyBaHHSA CiTKIBKM,
PETUHOCXI3NC, TINEpPTOHIMHA peTuHonartisa, AdiabeTudHa peTUHONaTis, pPeTUHOoNaTisa, peTuHonaris
HEeJOHOLLEHUX, MOB'A3aHa 3 BIKOM MakynsipHa AereHepauis, MakynsapHa aereHepadia (mokpa abo
cyxa), enipeTuHanbHa MemMOpaHa, NIrMEHTHUI PETUHIT Ta MaKynApHWi Habpsk), rmaykomMa, MyLLKM
nepeg oO4MMa, MOPYLIEHHS 30pPOBOr0 HepBa Ta BidyanbHUX wWwnaxiB (TOOGTO cnagkoBa ONTWMYHA
HenponaTia Jlebepa Ta Apy3u OucKa 30POBOr0 HepBa), po3nagu OdvHMX M'asiB / akomoaauii
GiHoKynsipHoro pyxy / pedpakuii (TobTo KOCOOKICTb, O(TanbMonapes, MpPOrpecyroya 30BHILLHSA
odTanbMonnerisa, €30Tponisd, €ek30oTponis, rinepmeTponisa, Mionia, acTurMaTtuaMm, adisoMeTponis,
npecbionia Ta opTanbMonneria), NOpPyLEHHs 30py Ta cninota (Tob6To ambénionis, BPOAXKEHUA amaBpo3
JleBepa, ckatoma, KoflipHa cninota, axpomaroncia, Kypada cninoTta, cninota, pivkoBa cninota Ta
MikpoodbTanbMig/konobomMa), edeKkT YEepBOHUX OYeRn, 3iHUUS Aprainna-PobGepTcoHa, KepaTOoMiKos,
kcepodTanbMia Ta aHgaHipuais.

Ona o4dHoi xBopobu abo posnagy moxe O6yTu BMOpaHMI HEBPOMOriYHUIA Mpenapar, SKUA €
AHTUAHriOreHHMM  0PTaNbMOJNONYHUM  areHTom  (Hanpuknag, ©OeBauusymalb, panibisymad i
nerantaHit), oTanbMONOriMHUM TMAYKOMiMHUM areHTom (To6To kapbaxon, eniHedpuH, AeMeKapio
O6poMia, anpaknoHianH, 6pumoHianH, 6piHsonamig, nesobyHonon, Timonon, 6eTakconon, aopsonamia,
GiMaTonpocT, KapTeonon, MeTunpaHonon, aAuniBedpid, TPABONPOCT Ta NATAHOMPOCT), iHriGiTopoMm
kapboaHrigpasu (TobTo MeTazonamig Ta auertasonamia), opTanbMONOriMHUM aHTUTICTaMiHHUM (TOBTO
HadpasoniH, deHinedpiH i TeTparigpo3oniH), o4HUM NyOpPUKAHTOM, OMTanNbMOMNOrYHUM CTEpOiaoM
(To6T0 PTOPMETONOH, NPEAHI30NOH, NOTENPEAHON, AEKCaMeTasoH, AudnynpeaHaT, PUMEKCONOH,
PNyOLIMHONOH, MEAPU3OH | TPIaMUMHONOH), opTanbMOaHeCcTETUYHMM npenapaTtoM (Tob6To nigokaiH,
nponapakaiH i  TeTpakaiH), OoMdTanbMONOriYHUM  aHTHIHdEKUiiHUM  npenapatoMm  (To6TO
nesocpnokcaymH, ratipnokcauymH,  UuNPodIoKcaLuH, MokcudpriokcauunH,  xnopamdeHikon,
GaumTpauuH / nonimikcuH B, cynbdauetamia, TobpamiuuH, asuTpomiumnH, OGesmdnokcauuH,
HopdynioKcauuH, Cynbgisokcason, reHTamiuuH, iAOKCYPUAWH, ePUTPOMILUUH, HaTaMiluWH, rpaMmiuManH,
HEOMILWH, odnokcauuH,  TpUdNypuanH, raHumMKnoBip, Bigapabin), opTanbMONOrYHUM
npoTusanansHumM 3acobom (To6To HenadeHak, keToponak, dnypbinpodeH, cynpodeH, LUKNOCNOPUH,
TPUaMUMHOMNOH, AuknodpeHak Ta OpomMdeHak) i odTanbMONOrMHUM  aHTUricTamiHHUM  abo
npotusananbHuM (Hanpuknag, KeToTiheH, ononataguH, eniHacTWH, HacdhasoniH, KPOMOMIH,
TeTparigpo3onid, nemiponacr, 6enotacTuH, HadasoniH, ¢eHinedpuH, HeaoKpOMin, nogokcamia,
deHinedpuH, emegacTvH Ta asenacTtuH).

BipycHi abo mikpobHi iHdekuii LIHC BknoualoTb, ane He 0OMexyrloTbCa HUMU, iHdekuii Bipycamu
(Hanpuknaa, rpunom, BIJ1, nonioBipycom, kpacHyxoto), Oaktepiamu (Hanpuknag, Neisseria sp.,
Streptococcus sp., Pseudomonas sp., Proteus sp., E. coli, S. aureus, Pneumococcus sp.,
Meningococcus sp., Haemophilus sp. Ta Mycobacterium tuberculosis) Ta iHWUMMK MiKpOOpraHiamamu,
Takummn sk rpubkn (TobT1o apbkaki, Cryptococcus neoformans), napasutu (Todto toxoplasma gondii)
abo amebamu, WO npu3BoASATb A0 nartodisionorin LUHC, Bkniovatoumn, ane He OOMEXYIOUYUCH LIMM,
MEHIHTIT, eHuedanit, MieniT, BacKyniT Ta abcuec, Aki MOXXyTb 6YTH rocTpUMmM abo XPOHIMHUMMN.

Ona BipycHoro abo MikpobHOro 3axsoproBaHHS Moxe OyTu BUOpaHMIn HEBPONOTiMHWIA Npenapar,
AKMW  BKIOYAE, ane He O0OMeXyeTbCs HWUMMW, MPOTUMBIPYCHY Cnonyky (BKMOYayu, ane He
0OMEXyYIOYMCh UMM, aJaMaHTaHOBI MPOTMBIPYCHI npenapatu (TO6TO, pUMaHTagMH Ta amaHTaauH),
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aHTUBIpYCHUIA iHTepdepoH (TOBTO ner-iHTepdepoH anbga-2b), aHTaroHiCT XxeMOKIHOBUX peLIENnTOopIB
(To6T0 Mapagipok), iHribiTop nepeHocy iHTerpasHoi HuTkM (TOGTO, panterpasip), iHriGiTop
HerpamiHigasn (Tob6To ocenbTamiBip | 3aHamiBip), HEHYKNEO3WAHWI iHriGITOp 3BOPOTHOT
TpaHckpunTasu (Tob6To ecdbaBipeHU, eTpaBipuH, AenasipauWH i HEBipaniH), HYKNEeo3MAHWRA iHribiTop
3BOPOTHOT TpaHckpunTasu (TeHodoBip, abakagip, namiByAuH, 3WAOBYAWH, CTaBYAiH, €HTEKaBIp,
eMTpuuutabiH, agedosip, 3anbuuTabiH, TenbOiByAiH | AigaHo3uH), iHribitop npoteasm (To6TO
AapyHaBip, aTasaHasip, ddocaMmnpeHasip, TinpaHasip, puToHaBip, HenbdgiHaBip, amnpeHasip, iHAiHaBIp
i cakBiHaBip), NypUHOBMI Hykneo3ua (To6TO Banauuknosip, daMuUUKNOBIp, auuknosip, pudasipuH,
raHUMKOBIp, BanraHUMKNOBIp i unaodoBip), Ta pisHi NpoTuBipycHi npenapatu (Tob6T1o eHdyBipTUA,
dopkapHeT, nanigisymad Ta domiBipceH), aHTUBIOTUK (BKMOYAYM, ane He OOMEXYIUUCh LUM,
aMiHoneHiumniH (To6To aMmokCUUMNiH, aMMiLUuniH, oKcauuniH, HadUMNiH, KNoKcauuniH, AUKIMOKCaLMITiH,
donoKokcauuniH, TEMOUWNIH, asnouunid, kapG6eHiuuniH, TukapuuniH, Me3nouuniH, ninepauuniH i
Gakamniymnid), uedanocnopuH (To6T0 UedasoniH, uedanekcuH, uedanoTiH, uedamoHaon,
uedTprakcoH, uedotakcum, uednogokcum, uedrasnanm, uedaapokcun, uedpaguH, nopakapbed,
uedoteTaHn, uedypokcum, uednposin, uedaknop i uedokcutuH), kapdbaneHem/neHem (TobTO
iMineHeM, MeponeHeM, epTaneHeM, haponeHem Ta AopineHeM), MOoHobakTam (TOOGTO as3TpeoHam,
TUreMOHaM, HopkapauumMH A i TabTokCuHiH-6eTa-nakram), iHribitop 6eta-naktamasm (To6TO
KnaBynaHoBa kucnota, Tasobaktam i cynbbaktam) y nNO€AHaHHi 3 iHWMM OGeTa-nakTamHUM
aHTUBIOTUKOM, amiHormniko3ug (To6To amikauuH, reHTamiuuMH, KaHamiuuMH, HEOMIUWMH, HETUIMILWH,
CTPENTOMIUMH, TOBpamiuMH i napoMOMILUH), aH3amiumMH (Hanpuknag, renbgaHamMiuuH T1a repbiMiuuH),
kapbauedem (TobTo nopakapbed), rnikonentTuamn (To6TO TIKONNAHIH i BaHKOMIUMH), Makponig (TobTto
A3UTPOMILMH, KNapuUTPOMIUWMH, OWPUTPOMILMH, EPUTPOMILUMH, POKCUTPOMILUMH, TponeaHAOMILUMH,
TENITPOMIUMH  Ta  CNEKTIHOMIUMH), MoOHoBakTam  (TOOTO, as3TpeoHaMm), XiHONOH (T06TO,
uMnpodrioKkcauuH, €HOKCaLWH, raTudrioKcauuH, nesodnoKcaumH, nomMenokcauwmH,
MOKCU(PNOKCaLH, HopdnoKcaLmH, odonokcauuH, TpoBadnokcayuH, rpenadhfiokcauuH,
cnapdnokcauuH i TemadonokcauuH), cynbgoHamian (To6to MadeHia, cynbgpoHaMiAOXpPU3OIAUH,
cynbdaueTamia, cynbpagiasuH, cynbdameTizon, cynbdadinamia, cynsdacanasuH, cynsdisokcason,
TpUMETONpUM, TpUMETOoNpuM i cynbdameTokcason), TeTpauukniH  (To6TO, TETpaUMKIIiH,
AEMEKNOLUMKMIH, AOKCULMKIIH, MIHOUMKNIH | OKCUTETPAaLUKNIH), NPOTUNYXIMHHUIA aB0 LUMTOTOKCUYHMIA
aHTubiotnk (T06TO, AOKCOPYOILUWH, MITOKCAHTPOH, OneomiumH, agayHopybiuuMH, AakTiHOMILWH,
enipyGiunH, igapybiuMH, nnikaMmiuMH, MITOMIUMH, nNeHTacTaTMH Ta BanpybiuuH) Ta  pisHi
aHTubakTepianbHi cnonyku (To6To GauuTpauuH, KOMICTUH Ta noniMmikcuH B)), npoturpubkosi (To6to
METPOHIAA30M, HITAa30KCaHi4, TUHIAA30s, XNOPOKBIH, NOAXIHON Ta MNAapOMOMILMH) i aHTMNapasuTapHi
(BKNIOYALOUN, ane He 0BMEXYIOUYMCb HUMW, XiHiH, XNOPOKBIH, aMmojiakiH, nipuMeTamiH, CcynbdaaoKCuH,
nporyaHin, MednokeiH, aroBakBOH, MNPUMAaKBiH, apTEME3UHIH, ranogaHTpuH, OOKCUUMKAIH,
kniHgaMiuMH, mebeHgason, nipanteny namoar, TiabeHaason, aieTunkapbamasuH, iBEPMEKTUH,
pudamnid, amcpoTtepuuuH B, menapconpon, edbopHITUH | anbOeHaason).

3ananeHHa LUHC Bknovae, ane He 0OMeXyeTbCA HUMU, 3ananeHHs, CIPUYUHEHE MOLLKOAXKEHHAM
LIHC, sike moxke 6yTu hisaudHO0 TpaBMOIO (Hanpuknag, yHacnigok aeapii, Xipyprii, TpaBMU roONOBHOTO
MO3KY, MOLUKOPKEHHS CMMHHOTO MO3KY, CTPYCY MO3Ky) Ta NOLUKOXKEHHSAM 4vepes abo noe'dA3aHum 3
ogHuM abo aekinbkoMa iHLWMMK 3axBOploBaHHsMKU abo nopyweHHamu UHC (Hanpuknaa, abcuecom,
pakoM, BipyCHUMM ab0 MIKPOBHUMM iHGEKLISAMM).

Ona sananenHHa LIHC moxe OyTn BMOpaHU HEBPOMOriYHMIA npenapart, CnpsMOBaHWWA Ha came
3ananeHHs (TobTo HECTEpPOiaHMIA NpoTU3ananbHUI 3acib, Takui Ak ibynpodeH abo HanpokceH), abo
Takum, Lo NiKye OCHOBHY NPUYMHY 3ananeHHs (To6TO areHT aHTUBIPYCHOT YK NPOTMPAKOBOT Aii).

lwemiss UHC TyT i gani cTtocyeTbea rpyny po3nagie, O CTOCYOTbLCA abepaHTHOro KpOBOTOKY abo
CYAVHHOT NOBeAiHKM B MO3Ky ab0 1X NpuUimH, i BKNOYaE, ane He 0OMeEXXyETbCA HUMMW: MICLEBY iLLIEMIIO
MO3Ky, rnobanbHy iWeMito MO3Ky, IHCynbT (TOOTO cybapaxHoiganbHUA KPOBOBUIMB Ta
BHYTPILLHLOMO3KOBUI KPOBOBUIUB), a TAKOX aHEBPU3MY.

Ona iwemii moxke 6yt BUOpaHMIn HEBPOMOTiYHMIA Npenapar, WO BKIlOYae, ane He 0OMeXyeTbC
HUMK, TpomboniTuku (TOOTO ypoKiHa3a, anbTennasa, peTtennasa Ta TeHekTennasa), iHribiropu
arperadii TpoMmGouunTiB (TOOGTO acnipuH, UMMOCTAa30M, KNOMigorpen, npacyrpen ta aunipuaamon),
cTaTuHU (Hanpuknag, noBacTaTuH, npaBacTaTuH, dnyBacTaTuH, POCYBaCTaTMH, aTOpBaCTaTWH,
CUMBACTaTUH, LEPUBACTaTUH i MiTABACTATMH), a TaKOX CMOMNyKM ANs NOMIMLIEHHA KPOBOTOKY abo
€NacTUYHOCTI CYAUH, BKMIOYAKYU, Hanpvknaga, npenaparv Ans NikyBaHHA apTepianbHOro TUCKY.

HeipogereHepaTuBHi 3axBOpKOBaHHA - Le rpyna 3axBOplOBaHb Ta po3nagis, MoB'a3aHux i3
BTpaTolo yHKUiiT abo cmepTio HepBoBUMX KIiTMH y LUHC, aka Bkniovae ane He OOMEXXYETbCS
HaCTYyNHUMK: aapeHonenkoaucTpodia, xgopoba AnekcaHapa, xsopoba Anbnepa, amioTpodivHui
OiYHMIA CKNepo3, aTtakcia Tenadriektasis, xsopoba bartteH, cuHapom KokelHa, kopTukobasanbHa
JereHepauis, aereHepauia, cnpudMHeHa abo noe'a3aHa 3 aminoigosoM, artakcia opigpixa, nobHo-
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CKpOHeBA aereHepadiss gonen, xeopobda KeHHeai, MHOXXMHHA CUCTEMHA aTpoqisi, po3CiAHWUIA CKNepos,
NEPBUHHUI OiYHMIA CKNEepo3, NPOrpecylounin Haa'sgepHuin napanidv, cniHanbHa m'a3oBa arpodis,
nonepeyvHuin Mienit, xeopoba Pedcyma Ta cniHanbHO-UepebenapHa aTakcis.

Ina HelpoaereHepaTMBHUX 3aXBOPIOBaHb MOXe ByTn BUOpaHMin HEBPONOTIYHMIA Npenapar, Skui €
FTOPMOHOM POCTY ab0 HEeNPOTPOHUM YUHHMKOM; MPUKNAAW BKIIOYAIOTb, ane He OOMEXyHTbCS,
HenpoTpodHuin paktop 3 Mo3ky (BDNF), daktop pocty HepsiB (NGF), HelipoTpodiH-4/5, chakTop
pocty Ghibpobnacrtis (FGF)-2 Ta iHwi FGF, HelpoTpodiH (NT)-3, eputponoetuH (EPO), dhakTop pocty
renatouutie (HGF), enigepmanbHuin daktop pocty (EGF), TpaHcdhopmyBanbHUin aktop pocTy
(TGF)-anbtha, TGF-6eta, daktop pocty engotenito cyauH (VEGF), adTaroHict peuentopa
iHTepneiikiHy-1 (IL-1ra), uyuniapHuin HewnpoTpodHuii cpaktop (CNTF), rmianbHWn HeWpoTpodPHUNA
daktop (GDNF), HelpoTypuH, TpombGouutapHuii daktop pocty (PDGF), reperyniH, Helperyni,
apTeMiH, nepcediH, iHTEpNenkiHn, HenpoTpodHUN akTop, oAemKaHUM 3 MiHIT rnianbHUX KATUH
(GFR), rpaHynouutapHuin konoHiectumynioovuidakrop (CSF), rpaHynouutapHuin makpodaranbHUn-
CSF, HeTpuHu, kapaioTponiH-1, Hkaku, dpakrop-iHriditop nenkemii (LIF), mMigkiH, nnenoTpodiH, KiCTKOBI
MopdporeHeTudHi 6inkn (BMP), HETpUHK, cano3uHu, cemadopuHu Ta dhakTop CTOBOYPOBMX KMITWH
(SCF).

3axBoptoBaHHa Ta posnagn ULHC, nos'asaHi i3 cyaomamu, BKIIOYAKOTb HEHanexHy i/abo
HEHOpManbHy enekTponpoBigHicTb B LIHC i BknoyaloTh, ane He OOMEXYTbCSa HUMU, EMinencito
(TOGTO BIACYTHICTb CyAOM, aTOHIYHI CyaoMM, AOOPOSAKICHY ponaHAWYHY eninencio, autadi abcaHcu,
KNOHIYHI CyaoMM, CKnaaHi YacTKOBI cyaomM, eninencito nobHoi vactku, dpebpunbHi cyaomu, cnasmu
HEMOBNAT, IOBEHIMNbHY MIOKIOHIMHY €ninencis, IoBEHiNbLHY abcaHCHy eninencito, cuHapom JleHHokca-
lacro, cungpom Jlanpay-KnedbdHepa, cuHapom [pase, cuHapom Otaxapa, 3axigHui CUHOPOM,
MIOKNOHIYHI CcyaoMK, MITOXOHApPIaNbHI po3nagun, Nporpecytodi MIOKNOHIMHI  eninencii, NCUXoreHHi
cyaoMmn, pednekTopHy eninencio, cuHapom PacmycceHa, npocTi 4acTKoBi CyAOMW, BTOPUHHI
reHepanisoBaHi cygomu, eninencilo CKPOHEBOT 4acTKW, TOHIKO-KIOHIYHI CyaAOMM, TOHIYHI cygomu,
NCUXOMOTOPHI Hanagu, nimbBidHy eninencito, napuianbHi Hanagu, reHepanisoBaHi Hanaau Ccyaom,
eninenTuYHuin cratyc, abaomMiHanbHy eninencito, akiHeTUYHI Cy0MK, BEreTaTuBHI CyaA0MU, MACUBHUIA
OBOCTOPOHHIA MIOKNOHYC, KaTaMeHianbHy eninencito, KpanenbHi CyaoMu, eMOLiinHi cygoMn, hokanbHi
CyAOMM, TrenacTudHi Hanagw, [DkeKCOHIBCbkMM mMapul, xBopoba Jlacdopu, MOTOpPHI cyaomm,
MynbTUOKaNbHI CyaoOMM, HiYHI CyaoMM, CBITNOYYTNUBI CyAOMW, NCEBAOCYAOMW, OPraHOMNENTUYHI
CyaoMu, NpuUxoBaHi cygoMu, CyaoMHi npunagkyu, CyaoOMHi Hanagu Ta 30poBi peddNeKTOPHI cyaomum).
[na noe'si3aHoro 3 cygoMamMiy 3axXBOPIOBaHHA Moxe 6yTn oOpaHuii HEBPOMOTiYHUIA Npenapart, KU €
NPOTUCYAOMHUM ab0 MpPOTMENINENTUYHUM, Y TOMY YUCHi, ane He 0OMeXxylouncb HUMK, BapbiTyparHi
AHTUKOHBYNbCAHTU (TOOGTO npumiaoH, metapbitan, medobapbitan, annobapbitan, amobapbitan,
anpobapbitan, anbdeHan, O6apbitan, 6panobapbitan Ta deHobapbitan). 6eH3ogiaseniHoBI
AHTUKOHBYNbCaHTU (TOBTO giasenam, knoHasenam i nopasenam), KapbamaTHi aHTUKOHBYMbCAHTU
(To6T10 (henbbamar), aHTUKOHBYNbLCAHTU-IHTIGITOPK KapboaHrigpasmn (TobTo aueTasonamia, Tonipamar
i 30HI3amig), anbeH3aseniHoBI aHTUKOHBYNbCAHTK (TOBTO, pydiHamia, kapbamaseniH i okckapbaseniH),
noxigHi >kMpHoi kucnotu (ToOTO AuBanNbLMNPOEKC Ta BanbnNpPoEBa KUCNOTA), aHanorn ramma-
aMiHomacnaHoi kucnotu (tobto nperabanid, rabaneHTWH i BiraGaTpuH), iHriGiTopu 3BOPOTHOrO
3aXOMMEHHA ramma-amiHoMacnsiHoi kucnotu (tobto TiarabiH), iHribiTopu TpaHcamiHad ramma-
aMiHOMacnaHol  Kucnotu (Hanpuknag, BirabatpuH), rigaHToiHM (TOO6TO  (PEHITOTH, EeTOTOIH,
dOoChEHITOTH Ta MeEeHITOIH), pi3Hi aHTUKOHBYNbCAHTKU (TOGTO, Nakosamia Ta cynbdar MarHito),
NporectuHn  (To6T0  MNPOrecTepoH),  OKCasOoMiAWHAIOHOBI  AHTUKOHBYNMbCAHTWM  (Hanmpuknag,
napaMeTagioH Ta TpPUMETaaioH), niponiAMHOBI AHTUKOHBYNbCAHTM (TOOTO neBeTipaueTam),
CYKUMHIMIgHI QaHTUKOHBYNbCAHTU (TOOTO, €TOCYKLUMMIA | METCYKUMMIA), TPUA3UHOBI AHTUKOHBYNbCAHTU
(TO6TO NAaMOTPUIXKIH) | CEHOBUHHI aHTUKOHBYNbCAHTK (TOOTO heHauemia i hpeHeTypua).

MoeeaiHkoBi posnagu - ue nopyweHHa LUHC, wo xapaktepusyoTbca abepaHTHOK MOBEIHKOK
XBOPOrO i BKNIOYAIOTb, ane He 0OMEXyIoTbCA HUMK: po3naaun CHy (To6To BGe3COHHSA, NapacoMHii, HiuHi
Xaxu, MOPyLIEHHS UMpKagHUX PUTMIB Ta HapKOMeEncis), posnagu HacTpow (aenpecisa, cyiymaansHa
Aenpecia, TPMBOra, XpPOHiYHi adyekTuBHI pos3naaun, ¢obil, naHivHi aTakM, 06CECUBHO-KOMMYNbCUBHI
po3naau, gediuunT rinepaktueHocTi Ta yearun (COYIN), aediunt ysarn (QY), CUHAPOM XPOHIYHOT BTOMU,
aropacpobisi, nocrTrpaBMaTUYHUI CTPECOBUIA po3nag, bGinonapHui posnag), pos3nagu XapyyBaHHS
(To6T10 aHopekcia abo Oynimia), Ncuxo3un, posnaaum pPo3BUTKY (Hanpuknaa, aytusm, cuHapom Petra,
cuHapoM Acnieprepa), po3naan ocoBUCTOCTI Ta NCUXOTUYHI po3naan (To6TO WM30dPEHisi, MapeHHs
Ta iHwe).

Ina noeeaiHKOBOro po3naay HEBPONOTiYHWUIA NiKapCbkuin 3acié moxke 6ytn BubpaHuii 3i cnonyk, ki
MOAMIKYIOTb NOBEAIHKY, SIKi BKNIOYAKTb, ane He OOMEXYyTbCAa HUMW, aTUMOBUIA AHTUMNCUXOTUK
(To6TO, puUCNepigoH, OnaH3aniH, anpuninpason, KBETWaniH, naninepuacH, aseHaniH, KnosariH,
inonepuaoH i s3inpasnacH), heHoTia3uHOBI aHTUNCUXOTUKK (TOBTO NPOXMopnepasuH, XNoprnpoMasuH,
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dnycdeHasuH, nepdeHasuH, TpudnyonepasuH, TiopigasuH i Me3opuaasuH), TiOKCaHTeH (To6To
TIOTIKCEH), Pi3Hi aHTUNCUXOTUYHI 3acobu (Hanpuknag, niMo3uAa, NiTiM, MONIHAOH, ranonepuaon i
nokcaniH), CenekTUBHUI iHribiTop 3BOPOTHOrO 3axOMMNEHHs CEPOTOHIHY (Hanpuknag, uuTanonpam,
ecuuTanonpam, MapoKCeTUH, NYoKCETUH | cepTpanid), iHribiTop 3BOPOTHOIO 3aXOMNIEHHSA
CEPOTOHIHY-HOpaapeHaniHy (To6To, AYNOKCETWUH, BeHnad)akCuH, AecBeHNnadakcuH, TPULMKNIYHUA
aHTugenpecaHt (To6TO  OOKCEMiH, KnominpamMiH, amoKcaniH, HOPTPUNTWUMIH, aMiTPUMTUNIH,
TpUMinpamiH, iMinpamiH, NPOTPUNTUNIH | AecinpamiH), TeTpauukniyHui aHTuaenpecaHTt (TobTo
MipTasaniH i manpoTuniH), deHinninepasuHOBUn aHTuaenpecaHt (To6To Tpa3oaoH i HedaszodoH),
iHriGiTop MoOHOaMiHokcuaasn (To6To i3okapbokcasua, EHEn3uH, CeneriniH i TPaHINUMNPOMIH)
GeH3ogiaseniH (To6To, anbnpasonam, ecrtasonam, dnypasentamM, KnoHasenam, nopasenam Ta
fdiasenam), iHriGiTop 3BOPOTHOrO 3axXOMNMEHHA HopaapeHaniHy i gonamiHy (To6to 6ynponioH),
ctumynarop UHC (To6to deHTepMiH, AaieTunnponioH, wmetamdeTamiH, AekcTtpoamdeTamiH,
amcpetamiH, MeTundeHigar, AaekcmeTundeHigar, nicgekcamderamidH, MogadpiHin, NemoniH,
deHaiMeTpasuH, OeHadeTamiH, deHgimMeTpasuH, apmogacidin, AaieTunnponioH, KodeiH,
aTOMOKCETUMH, Jokcanpam | MasiHAom), AaHKCIoNiTUMHUA / cegaTMBHUIA / TINHOTUYMHMIA  3aci®
(Bkniovatoun, ane He obmexyrouncb Humm, Gapbitypar (tobto, cekobapbitan, cdeHobapbitan Ta
Medobapbitan), 6eH3oaiaseniH (5K ONMCAHO BULLE) Ta Pi3Hi aHKCIONITUYHI / ceaatuBHi / MNHOTUYHI
3acobu (tobto aucpeHrigpamin, okcubar HaTpilo, 3anennoH, rgpoKCU3UH, Xropanriapar, aonnigem,
OycnipoH, AOKCeniH, €C30MiKNoH, paMenTeoH, menpobamar Ta ETPOKNOPBIHON)), CEKpeTuH (AuB.,
Hanp., Ratliff-Schaub Ta iH., Autism 9 (2005) 256-265), onioigHuin nentug (aue., Hanp., Cowen Ta iH.,
J. Neurochem, 89 (2004) 273-285) ta Henponentug (aue., Hanp., Hethwa Ta iH., Am. J. Physiol., 289
(2005) E301-305).

Posnagu ni30COMHOrO HAaKOMWYEHHS1 - LUEe MNOpYLUEHHA MeTabonismy, siki B AE€SKMX BUNagkax
noe'asadi 3 LIHC abo matotb cumntomu, cneundpivni ana LUHC; Taki 3axBOpIOBAHHA BKMNIOYAKOTb, ane
He oBmexyloThbCca HUMK: xBopolby Ted-Cakca, xsopoOy lNowe, xBopoby ®abpi, mykononicaxapuaos
(runm 1, 11, 11, 1V, V, VI Ta V), xBopoBy Hakonu4veHHA rnikoreHy, GM1-raHrniosanaos, metaxpoMaTudHy
nenkogucTpoito, xsopoby dapbepa, nenkoguctpodito KaHaBaHa Ta HeWpoHanbHi UEepOiaHi
ninocpyunHosu Tunie 1 i 2, xeopody HimaHHa-lMika, xsopoby MNMomne Ta xsopoby Kpabbe.

IOna 3axBoploBaHHA Mi30COMHOIO HaKOMUYEHHA Mo)ke OyTu obGpaHui HEBPOMOTIMHWUI npenapar,
SKUIA cam no cobi € PepMEHTOM, SAKMIA MOPYLLEHO Y 3aXBOPIOBAHHI, a00 IMITYE Oro akTUBHICTb iHLUMM
YnHOM. Mpuknagn pekomMOiHAHTHUX hepPMEHTIB AN MiKyBaHHA po3najiB Ni3OCOMHOr0 HaKOMUYEHHS
BKITIOYAIOTh, ane He 0OMEeXyoTbCa HUMKM, BUKNAAEHI, Hanpuknag, B nyGnikauii nateHTHOT 3aaBku CLLA
Ne 2005/0142141 (to6T0 anbda-L20-iaypoHigasa, igypoHat-2-cynbartasa, N-cynbarasa, anbga-

N-aueTunriokosamidigasa, N-aueTunranaktosamii-6-cynbparasa, 6eTa-ranakrosugasa,
apuncynbartasza B, 6era-rmiokypoHigasa, KMcnotHa anba-rniokosmngasa, rniokouepebposmngasa,
anbda-ranakrosngasa A, rekcosamidigasa A, KUCNOTHA cpiHromieniHasa, beTa-

ranakrouepebposugasa, Oeta-ranakrosmgasa, apuncynbdarasa A, KACNOTHA Kepamigasa,
acnaprauunasa, Tioecrepasa 1 nanbmitoin-6inka i TpunenTuaunamiHonentugasa 1).

B ogHOMY acnekTi aHTWUTINO 3rigHO BMHaxXo4y BUKOPUCTOBYIOTH ANSA BUSABIIEHHA HEBPONOriYHOro
posnaay A0 noyaTtky CUMNTOMIB Ta/abo Ans OUiHKM TSKKOCTI abo TpMBanoCTi 3axBOproBaHHS abo
NOpYLLUEHHA. B 0gHOMY acnekTi aHTUTINO A03BONsi€ BMABWUTK Ta/abo BidyanisyBaTu HEBPONOTiYHUIA
posnaj, BKMYal4uM Bidyanisauilo MmeToaom peHtreHorpadii, Tomorpadii abo marHiTHo-pe3oHaHCHOT
Tomorpadii (MPT).

B oaHoMy 3 acnekTiB HagaHe Hu3bkoacdpiHHe aHTuTIiNO A0 TR 3rigHO BUHaxoay ANA 3aCTOCYBaHHSA
K nikapcbkoro 3aco®y. Y noganbluMx acnektax HajgaHe HusbkoadiiHHe aHTuTino go TR ansa
3aCTOCYBaHHA y TJiKyBaHHIi HEBPOMOriYHOTO 3axBOPIOBAHHA abo posnagy (Hamp., XBopoOwu
AnbureriMepa) 6e3 BUCHAXKEHHS] YEPBOHUX KPOB'SSHUX KNITUH (TOOGTO PEeTUKynouuTiB). Y aeskux
BapiaHTax BMWKOHAHHA HagaHe HusbkoadpiHHe anTutino ao TfR ana 3acrtocyBaHHs y c¢nocobi
NiKyBaHHSA, ONUCAHOMY B AAHOMYy OMNUCi. Y Aesdkux BapiaHTax BUKOHAHHS BUHaxig 3abesnedye
HusbkoacpiHHe aHTuTINO A0 TR, MoaudikoBaHe 3 METOIO MiABULLEHHST MOro 6Ge3neyvHoCTi Ans
BUKOPUCTAHHS B cnocolbi NikyBaHHA iHAMBIAyyMa, SKMA Ma€ HEBPOMOriYHe 3axBoploBaHHA abo
posnag, Wo BKMNo4ae BBEAEHHA ePEKTUBHOT KiNbKOCTi aHTuTtina Ao TfR (HE06OB'A3KOBO NPUEAHAHOTO
[0 NiKiB Big HEBPOMOIYHOIO MOPYLUEHHS). B 04HOMY 3 Takux BapiaHTiB BUKOHAHHSA Cnoci® AoaaTkoBo
BKMNOYae BBEAEHHA [HAMBIAYYMY edEeKTUBHOT KifbKOCTI LUOHaWMEeHWe OAHOro A04aTKoBOro
TEpaneBTUYHOrO areHTa. Y noganbluux BapiaHTax 3A4iiCHEHHS BMHaxXia 3abe3nedvye aHTWUTINO nNpoTu
TR, moaudikoBaHe AnNs MiaBULLEHHA G€3neYHOCTi WOro BUKOPUCTAHHA 3 METOI 3MEHLUeHHs abo
iHribyBaHHA YTBOPEHHS aminoigHoi OnsAwkn y naudieHTa, sikuin nepebysae B rpyni puanky abo
CTpaXkga€e Ha HEBPOJOriYHE 3axBOPIOBaHHA abo posnaag (Hamp., Ha XxBopoby Anburerimepa).
"lHauBiayym" 3rigHo 3 Oyab-AKMM 3 HABEAEHWX BWULLUE BapiaHTiB BUMKOHAHHS HeOOOB'SI3KOBO €
noANHOK. Y NEBHMX acnektax aHtuTino Ao TfR 3rigHO BMHaxoay ANs 3aCTOCYBaHHA y cnocobax
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JaHOoro BMHaxo4y MOKpallye MOMMMHAHHA npenapary Bif HEBPOMOMYHOIO MOPYLUEHHS, 3 AKAM BOHO
CMoOSy4eHe.

Y noganbLIOMy acnekTi BuHaxig nepeabavae 3actoCyBaHHA HU3bkoadiHHOrO aHTutina ao TiR 3a
BUHAXO0A0M Yy BUPOOHMUTBI abo NpuUroTyBaHHi nikapcbkoro 3acoby. B 0gHOMY 3 BapiaHTiB BUKOHAHHS
nikapcbkuii 3acié npusHavyeHun AN niKkyBaHHSA HEBPONOriYHMX 3axBOploBaHb abo posnagis. Y
noaanbLUOMy BapiaHTi BMKOHAHHA MNiKAPCbKMI 3acid npusHadveHwui Ans 3acTOCYBaHHA B Cnocobi
NiKyBaHHSA HEBPOMNOTIMHUX 3aXBOPIOBaHb abo po3naais, kUi BKIOYAE BBEAEHHS iHAMBIAYYMY, LLIO Mae
HEBPOMNOTiYHE 3axBOPIOBAHHS abo po3nagd, edeKTUBHOT KiNbKOCTi nikapcbkoro 3acoby. B ogHoMy 3
Takux BapiaHTiB BUKOHAHHS CNOCIO A0AAaTKOBO BKIIOYAE BBEAEHHS iHAMBIAYYMY €DEKTUBHOT KiFTbKOCTI
LOHaWMEHLIEe OAHOTO A0AAaTKOBOIO TEPANEBTUYHOIO areHTa.

Y noganbLUOMY acnekTi BMHaxigq Hagae cnoci® nikysaHHa xBopoOu Anbureliimepa. B ogHoMmy 3
BapiaHTiB BMKOHAHHA cnoci® BkNio4ae BBEAEHHA iHAMBIAYYMY, WO Mae xBopoby AnburenmMepa,
ePeKTUBHOI KiNbKOCTI MynbTUCNEUNdIMHOTO aHTUTINa 3rigHo BUHaxoay, Ake 3B'Asye Ak BACE1, Tak i
TfR, abo sik Abeta, Tak i TfR. B ogHOMYy 3 Takux BapiaHTiB BUKOHAHHSA CNOCi® AOAAaTKOBO BKMOYAE
BBEAEHHA iHAMBIAYYMY edEKTUBHOT KiNbKOCTi LWOHAMMEHLLUEe O4HOMo A0AaTKOBOro TepaneBTUYHOrO
areHta. "lHamBigyym" 3rigHO 3 Oyab-AKMM 3 HaBE€QEHUX BWULLE BapiaHTIB BMKOHAHHA MOxe OyTu
MNIOANHOIO.

AHTuTINAa ao TfR 3rigHO BMHaxoay MOXYTb OyTM BMKOPUCTAHI B NiKyBaHHi SIK OKPEMO, TaK i B
KOMOiHaUii 3 iHwMMKM areHTamu. Hanpuknag, antutino go TfR 3rigHO BMHAXoQy MOXHAa CHINbHO
BBOAWUTMW MPUHANMHI 3 O4HMM AOAATKOBMM TEPANEBTUYHUM areHTOM. Y AesKUX BapiaHTax BUKOHAHHS
000aTKOBUIN TepaneBTUYHUI areHT € TepaneBTUYHUM areHTOM, eEKTUBHUM ANS NiKyBaHHS TOro XK
CamMoro HEBPOJIONYHOTrO MOPYLUEHHS, ANA NiKyBAHHS SIKOTO BUKOPUCTOBYETLCA aHTUTINO Ao TiR, abo
iHWworo nopyweHHs. [llpuknagu JoJaTKOBMX TepaneBTUYHUX areHTiB  BKMIOYalOTh, ane He
OBOMEXYIOTBCA HUMW: Pi3HIi HEBPONOTiYHI Mikapcbki 3acobu, onucaxi BuLle, iHribiTopn xoniHectepasu
(Taki 9k goHenesun, ranaHTamiH, poBacTUrMiH i TakpiH), aHTaroHictu NMDA-peuenTopiB (Taki Sk
MeMaHTUH), iHribitopn arperauii nentuay 6eta-aminoigy, aHTUOKCUAAHTU, y-CEKPETA3HI MOAYNATOPM,
imitatopu cdaktopa pocty HepBiB (NGF) abo reHHa Tepania NGF, aronictu PPARYy, iHri6itopu HMS-
CoA-pegykTasu (cTatuHu), aMmnakidm, 6nokaTopy KanbLieBMX kaHanis, aHTaroHictu peuentopis FAMK,
iHrGITOPU TMNIKOr€HCUHTA3HOT KiHA3W, BHYTPILUHbOBEHHI iMyHOrnoGyrniHW, aroHiCTU MYCKapUHOBOTO
peuenTopa, MOAYNSATOPW HIKPOTIHIYHMX peLenTopiB, akTuBHa abo nacuBHa iMyHisauia nentuay Geta-
aminoiagy, iHribitopn cocdogiectepasmn, aHTaAroHICTU CEPOTOHIHOBOrO peLenTopa Ta aHTuTina ao
nentuay aminoigy-6eta. Y [gedkux BapiaHTax BUKOHAHHA NPUHANMHI  OAMH  AOAATKOBUNA
TepaneBTUYHUI areHT BUOpaHuii 3aBASKM WOro 34aTHOCTI NOM'AKWMTU oAuH abo Binblue noBivHUX
edekTiB HEBPOSOriYHOrO Npenapary.

Y NEBHUX iHLUNX Takux BapiaHTax BUKOHAHHA NPpUHAWMHI OAUH A0AATKOBUWA TepaneBTUYHWUIM areHT
BUOpaHM 3aBASAKM MOro 3gatHocTi iHribyeatn abo 3anobiratu aktuBauii LWNAXYy KOMMOMNEMEHTY Mpu
BBedeHHi aHTuTina ao TfR. lpuknagn Takux TepaneBTUMHUX areHTiB BKAOYalTb, ane He
OOMEXYIOTBCS HUMM, areHTH, siKi NepeLwKkoapkKaloTb 34aTHOCTI aHTuTina Ao TfR 3B'ssyBatuch 3 abo
aKTUBYBATU LUMAX KOMMMNEMEHTY, Ta areHTtu, ki iHridyiotb ogHy abo aekinbka MONEKynspHux
B3aEMOJil y LUNAXY KOMONEMEHTY, i B 3aransHomy onucadi y Mollnes i Kirschfink (Molec. Immunol. 43
(2006) 107-121), npuyoMy BMICT LibOro JOKYMEHTA BKMIOYEHUI B AaHy 3a8BKY LLMSXOM NMOCUNAHHS.

Taka BuulesasHayeHa KoMOiHOBaHa Tepania oxonnioe KomOiHOBaHe BBeAeHHA (ae asa abo
Ginblue TepaneBTUYHUX areHTIB BKNIOYEHI B OAHI 1 Ti cami abo okpemi peuentypu), a TakoX OKpeEMe
BBEJEHHS, | B LbOMY BMNaAKy BBEAEHHS aHTUTINA 3a BUHAXOA0M MOXe BigbyBaTucs 40, OQHOYACHO 3
i/abo nicna BBeAEHHA 4OAATKOBOrO TepaneBTUUHOrO areHta ta/abo ag'topaHta. B ogHOMy 3 BapiaHTiB
BMKOHaHHA BBeAeHHsA aHTuTina Ao TfR Ta BBeAeHHA [04aTKOBOrO TepaneBTUYHOrO areHTta
BiAOYBAETLCA B Mexax NpubnM3HO ogHOro micaus, abo B mexxax npubnusHo oaHoro, ABox abo Tpbox
TWXHIB, ab0 B Mexax NpubnM3HO OAHOro, ABOX, TPbOX, YOTUPbLOX, M'ATK abo LecTn AHIB ogHe Bia
OOHOro. AHTWUTINIA [AaHOro0 BUHAxody TAakoX MOXyTb OyTM BMKOpPUCTaHi B koMGiHauii 3 iHLLIMMUK
iHTEPBEHUIMHUMKM TepanigMu, TakuMKU $K, ane He O0OMeXyruncb HUMM, MNPOMEHeBa Tepanis,
noeeaiHkoBa Tepanid abo iHwa Tepanis, BiaoMa B AaHii ranysi i npugaTtHa AN HEBPONOTiYHOro
posnaay, Wo nianarae nikyBaHHio abo 3anobiraHHio.

AHTUTINO go TfR 3rigHo BuHaxoay (i Oyab-sikMM 0O0AATKOBWUA TEpPaneBTUYHWUIA areHT) MOXe
BBOAMTUCH OyAb-SIKUM MiAXOASALMUM CNOCOOOM, BKMIOYAOUM NapeHTEepanbHUi, BHYTPILLHbONEreHEBUI
Ta iHTpaHasanbHWUM, i, SKWO Ue HeobXiAHO ANs MICUEBOro NiKyBaHHSI, BBEAEHHA Y MICLE YyParKEeHHS.
MapeHTepanbHi iHAY3iT BKNOYalOTb BHYTPILUHBOM'A30B€E, BHYTPILLHbOBEHHE, BHYTpILUHbOapTEpianbHe,
BHYTpilLHbOYepeBHe abo niawkipHe BBeAeHHA. [o3yBaHHA MOXe 3AilcHIoBaTUCA Oyab-AaKUM
NigXoAsaLWUM MapPLLUPYTOM, Hanp., iH'€KUiaMU, TakKMMKU K BHYTpPILULHbOBEHHa abo niglukipHa iH'ekuis,
3anexHo BiA TOro, Y € BBEAEHHA KopoTkodacHuMm abo TpuBanum. lMepeabaqveHO pi3HOMAaHITHI
rpacpikm A03yBaHHSA, WO BKMNOYAKOTh, KPiM iHLLIOrO, ogHoKpaTHe abo 6aratopa3oBe BBEAEHHS B Pi3HUX
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YaCcoBUX ToYKax, BONIOCHE BBEAEHHS Ta MYNbCYOUY iHAYSit0.

AHTUTINA 3rigHO BUHAxX0Ay PeuenTyloTh, A03YOTb Ta BBOAATbL Yy CNOCIB, AKMII BiaNOBigae HanexHin
MeaAWn4Hin npakTuui. PakTopu ansa po3rnsaay B LbOMY KOHTEKCTI BKMIOYAKOTh KOHKPETHUIA po3naj, akui
NIKYIOTb, KOHKPETHUIA CcCaBelb, KOTPOro IiKyloTb, KMNIHIYHWWA CTaH KOHKPETHOro nauieHTa, NPUYUHY
posnaay, Mmicue A0CTaBKM areHTa, cnoci®é BBeAeHHs, rpacdik BBeAeHHA Ta iHWi Bigomi nikapam
dakTopu.

AHTUTINO HE MOBUHHE, ane HeOBOB'A3KOBO peLenTyeTbCca 3 0AHUM abo aekinbkoma areHtamu, siki
B AaHWi 4ac BMKOPUCTOBYIOTLCA AnA 3anobiraHHa abo nikyBaHHA LbOro nopywieHHsa abo ans
3anobiraHHsi, nom'aklweHHA abo nonerweHHs oAHOro abo Aekinbkox noGiMHUX edeKTiB BBEAEHHS
aHTuTIn. EdekTnBHA KiNbKiCTb TaKUX [HLIKMX areHTiB 3anexuTb Big KiNbKOCTI aHTWUTIN Yy cknagi
npenapary, Tuny pos3nagy abo nikyBaHHs Ta iHWKUX hakTopiB, onucaHux Buule. BoHu, gk npaBuno,
3aCTOCOBYIOTbCA B TUX CaMux A03ax Ta TUMW CaMUMM LUMSXaMU BBEAEHHS, 9K ONUCAHO B AAHOMY
[OKymeHTi, abo Big npubnusHo 1 go 99 % A03yBaHb, ONUCAHUX Y JaHOMY AOKYMEHTI, ab0 B Byab-akmx
[03yBaHHAX Ta 6yab-AKUM LLNAXOM, SKUIA €MMIPUYHO/KNIHIMHO BU3HAYAETLCS HANEXHUM.

Ona npodinaktnkn abo nikyBaHHA xBOpoOM BiaMOBigHA Ao03a aHTUTING 3a BUHaxodom (Mpu
3aCTOCYBaHHI okpemo abo B koMOiHauii 3 ogHum abo AekinbkomMa iHWMMKW [A04aTKOBUMMU
TepaneBTUYHUMKM areHTamu) Oyae sanexxaTu Big Tuny XBopoOu, WO nNignAarae nikyBaHHIO, Tuny
AHTUTINA, CTYNEHs THKKOCTI Ta nepebiry 3axBOPIOBAHHA, YN aHTUTINO BBOAATbL AN NPodinakTU4HUX
abo TepaneBTUYHUX LINER, NnonepeaHbOol Tepanii, KNiHiYHOT iCTopIT nauieHTa Ta BianoBiai Ha aHTUTINO, i
BiJ pO3Cyay MiKylodoro nikapsa. AHTUTINO BBOAATb MAUIEHTOBI OAHOMOMEHTHO abo MpoTArom pagy
npoueayp. 3anexHo Big TUMy Ta TAKKOCTI 3aXBOPIOBAHHS, KAHAWAATOM Ha MOYaTKOBY 403y BBEAEHHS
nauieHToBi moxxe 6yTn npubnusHo Big 1 mkr/kr Ao 15 mr/kr (Hanpuknaa, 0,1 mr/kr-10 mMr/kr) aHTuTina,
YK TO 3a JOMOMOrOK OAHOro abo AEKiNbKOX OKPEMUX MPUAOMIB, UM TO Be3nepepBHOLO iHy3ien. OaHa
Tunosa gobosa go3a MoXe BapitoBaTu Big npudnuaHo 1 mkr/kr 4o 100 mr/kr abo Ginblue 3ane)Ho Big
dakTopiB, 3ragaHux BuLle. Ona NOBTOPHUX NPUAOCMIB NPOTSIrOM AEKiNbKOX AHIB abo aoBLUE, 3aneXHO
Bi CTaHy, mMikyBaHHA 3aranom Oyae npodoBXKyBaTWUCA, AOKU He Oyae OaKaHOro MpUrHiYEHHS O3Hak
3axBoploBaHHA. OAuH i3 npuknagis Ao3yBaHHA aHTWUTINA 6yae B AianasoHi Big npuénusHo 0,05 mr/kr
00 npubnusHo 40 mr/kr. TakMm YMHOM, NALEHTOBI MOXYTb BBOAUTM OAHY abo GinbLue 403 NpubnnM3HO
no 0,5 mr/kr, 2,0 mr/kr, 4,0 mr/kr, 5,0 mr/kr, 7,5 mr/kr, 10 mr/kr, 15 mr/kr, 20 mr/kr, 25 mr/kr, 30 mr/kr, 35
Mmr/kr abo 40 mr/kr (abo 6yab-siky ix kombGiHauio). Taki 403U MOXYTb BBOAUTU MEPIOAUYHO, HANMp.,
KOXKEH TWxKAEHb abo KOXHI TpM TWXHI (Hanp., Tak, Wob nauieHT oTpuMaB Big NMPMONM3HO ABOX A0
npubnusHo asaguaTtu, abo, Hanp., NPUGNU3HO LWICTb A03 aHTuTina). MoxHa BBOAWUTM MNOYaATKOBY
NigBULLEHY HaBaHTa)kyBamnbHy 403y, a MOTIM oAHy abo Aekinbka Huiuux Ao3. MNpoTte KOPUCHUMM
MOXYTb BWSABWUTUCH i iHWI pexXMmyu A03yBaHHA. Crig po3yMmiTU, LLIO OAMH 3i CNOCoBiB 3MEHLUEHHS
BMMMBY HA NONyNSALii PETUKYNOLUUTIB LLNSXOM BBEAEHHA aHTuTin Ao TfR nonsirae B ToMy, LWo6 3MiHUTK
KinbkicTb 260 yac BBeAeHHA Takux 403, Wwob y KpoBi Oynu NPUCYTHI | B3AaEMOAIANMN 3 PETUKYNOLUTAMM
B 3aranbHOMY MEHLUi KiNbKOCTi LIMPKYMIOKYUX aHTuTIn. Y OoAgHOMY HeoOMeXKyBanbHOMY npuknagi
MeHLIa go3a aHtuTin npotn TfR Moxe 6yTu BBeAeHa 3 OinbLLOIO YacTOTOO, HixK BinbLu BUCOKA A034a.
BukopucrtopyBaHa no3a moxe OyTu 30anaHCOBaHOK MK KiNMbKICTHO aHTWUTING, HeobxiaHoro Aans
poctaekn go LUIHC (aka nos'asaHa 3 adyiHHICTIO aHTUreH-cneyndivyHoi YactuHm avtutina go UHC),
adiiHHICTIO Uboro aHTuTina go TfR, i Y1 BBOAATH pasoMm abo Mo 4epsi 3 aHTUTINOM CNOMyKW, LIO
3aXULLAKOTb, CTUMYIIOTb PICT | PO3BUTOK Y€PBOHUX KMNITUH KPOBi (TOBTO, peTukynouuTis), abo cnonykmu,
WO iHriGyoTb WNAX kKoMnnemeHTy. [porpec wuiel Tepanii nerko Bigcnigkysatv TpaauUiiHUMM
crnocobamu Ta aHanisaMmu, sik ONUCaHO B JAaHOMY JAOKYMEHTI i SIK BiAOMO B AaHi ranysi.

3posymino, wo dyab-akuii 3 BULLIEHABEAEHUX Cknaaie abo TepaneBTUYHKUX cnocobie 3amicTb abo
aoaatkoBo o aHtutina AoTfR Moxe OyTM BMKOHAHMI 3 BUKOPUCTAHHAM iMYHOKOH'lOrara 3rigHo
BMHaxXoAy.

[ll. Mpomucnosi Bupobu

B iHWIOMY acnekTi BUHaxoay HagaHO NPOMMCINOBUI BUPIO, SKMIA MICTUTb MaTtepianu, npuaartHi ans
niKyBaHH#A, nonepeakeHHs i/abo aiarHOCTUKU BULLIEONUCAHUX NOpYyLUEHb. MpoMUCNOBUIA BUPIG MICTUTb
KOHTEMHep i eTUKETKY ab0 NUCTOK-BKNAAKY HA KOHTEMHepi abo nos'asadi 3 HUM. MNpuaaTtHi KOHTeRHepU
BKMNIOYAlOTb, Hanpuknag, NNAweykd, amnynu, wnpuuy, naketm 3 BB-posunHom Towo. KOHTEHepu
MOXYTb OyTM BUIOTOBMEHI 3 pi3HMX Marepianie, Takux gk ckrno abo nnactuk. KoHTelnHep BMillye
KOMMO3uuito, camy no cobi abo noegHaHy 3 iHWOK KOMMO3UUIE, edQeKTUBHOK ANA mNiKyBaHHS,
3anobiraHHs Ta/abo AiarHOCTUKM CTaHy, | MOXe MaTu CTEpPUNbHUIA NOpT AocTyny (Hanpuknag,
KOHTENHEDP MOXe OYyTU MakeTOM AN BHYTPILUHLOBEHHOTO PO34YuHY abo (hnakoHOM 3 npobKow, AKy
MOXHA nNPOGUTKU NIALWKIPHOK iH'EKUiMHOK Tronkow). [MMpuHaNMHI OAHIEI0 AilOYMOK PEYOBUHOIO B
KOMMO3MLii € aHTUTINO 3rigHO BMHaxoAy. B eTukeTui abo NUCTKy-BKNadLi BKasyeTbCsl, WO KOMNO3ULis
BUKOPUCTOBYETLCA ANA NiKyBaHHS CTaHy 3a Bubopom. KpiM TOro, npoOMMCNoBUi BUPIO MOXKE MICTUTK
(a) nepwnin KOHTEWHEP i3 KOMNO3MUUIEID, WO MICTUTLCA B HBOMY, A€ KOMMNO3ULIA MICTUTb aHTUTINO 3a
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BUHAX0AO0M; i (6) APYrMin KOHTEMHEP 3 KOMNO3ULIE, LLIO MICTUTLCS B HBOMY, € KOMMO3ULiS MICTUTb
[0AAaTKOBUM LIUTOTOKCUYHWUIA YK IHLUWA TepaneBTUYHUI areHT. MpoM1CcnoBuini BUPIO y LbOMY BapiaHTi
BMKOHAHHS BMHAxo4y MOXe A04aTKOBO MICTUTW JIMCTOK-BKNAAKY, B AKOMY 3a3Ha4Y€HO, WO KOMNOo3uuil
MOXXYTb OYTU BMKOpUCTaHi ANA MiKyBaHHA KOHKPETHOrO CTaHy. AnbTepHaTuBHO abo [oaaTkoBO
NPOMUCIIOBUI BUPIO MOXE TakoXK MIiCTUTHM Aapyrui  (abo TpPETi) KOHTEMHep, WO MICTUTb
dapmaueBTUYHO NpuiHATHUIA Gydep, Takuin gk OakTepioctratuyHa Boga ana iH'ekuin (BBL)),
docdatHo-conboBuii 6ycep, po3unH PiHrepa ta po3unmH AeKCTposu. BiH MoXke AoaaTKOBO BKMKOYATU
iHWi MaTepianu, 6a)kaHi 3 KOMEPLINHOT Ta KOPUCTYBANbHULLKOT TOUKM 30pY, BKITHOUatoum iHWi 6ycepu,
po3piarkysadi, PiNbTPK, roSIKK Ta WNPULN.

3po3ymino, wo Oyab-aKkuiA 3 BULLEHABEAEHUX MPOMUCNOBUX BUPOBIB 3amicTb abo oaaTKOBO A0
aHTuTINa Ao peuenTopa TpaHcepuHy MOXKe BKMOYaTH iIMYHOKOH'IOraT 3rigHo BUHaxoay.

IV. MIPUKNAOU

Hani BuknageHo npuknagu cnocobis Ta KOMNO3WLIA 3rigHO BMHAXo4y. 3pO3yMino, WO MOXYTb
NPakTUKYBaTUCA Pi3Hi iHLWI BapiaHTK 34iMCHEHHSA, 3 OrNSAY Ha 3aranbHUIn ONUC, HABEAEHUI BULLE.

Matepianu i meTogu

TexHonorii pekombiHaHTHOT OHK

Ona maninynauin 3 QHK BukopuctosyBanu ctaHgapTHi MeToau, onucaHi y Sambrook, J. Ta iH.,
Molecular cloning: A laboratory manual; Cold Spring Harbor Laboratory Press, Cold Spring Harbor,
New York, 1989. MonekynsapHo-6ionoriyHi peakTuByM 3aCTOCOBYBAnM BIiAMNOBIAHO A0 IHCTPYKLUiN
BUPOGHMKA.

CuHTES reHis Ta ONiroOHyKNeoTuais

Ba)kaHi CErMeHTW TreHiB BUIOTOBMANM XiMIYHUM cuHTEe3oM y Geneart GmbH (PereHcOypr,
Himeyunna). CuHTesoBaHi dparmMeHTM reHiB knoHysanu B nnasmigi E. coli an4a
po3MHOeHHs/amnnicikauii. MocnigosHocTi JHK cybknoHoBaHMXx dyparmMeHTIB reHIiB NiaTBEpaAXKYBaAmNM
cekBeHyBaHHAM [OHK. AnbTEepHATUBHO KOPOTKI CUHTETUYHI ¢hparmeHtn OHK 36upanu Bignanom
XiMIYHO CUHTE30BaHMX ONiroHykneotuais ato 3a gonomoroto MJIP. BianoigHi oniroHykneotuau
rotysanu y metabion GmbH (MnaHerr-MapTiHcpia, Himeu4nHa).

Peaktusu

Yci KOMEpUiAHi peakTuBMW, aHTUTINA Ta HaAboOpW BUKOPUCTOBYBAMNMW BIANOBIAHO A0 MNPOTOKONY
BUPOOHKMKA, SKLLO HE BKA3aHO iHLWE.

Mpuknag 1

IMyHi3auis kponis Ta MULLER

IMyHi3auis Muwen

Muwein NMRI iMyHi3yBanu reHeTU4YHO 3 BUKOPUCTAHHAM MNasMigHOro BEKTOPY EeKCMpPecii, Lo
KoAye NMoBHOPO3MipHUA TR noguHu abo ABaHCHKOT Makaku, LUMNSIXOM BHYTPILUHbOLIKIPHOTO BBEAEHHS
100 mkr OHK BekTOpy 3 HacTynHow enekTponopaudielo (2 npAMOKYTHUX imMnynbcu no 1000 B/cw,
Tpusanictb 0,1 Mmc, iHTepsan 0,125 ¢; noTiM 4 NPAMOKYTHUX iMnynbcu no 287,5 B/cm, Tpusanicts 10
Mc, iHTepsan 0,125 ¢). Muwi otpumyBanu 6 abo 7 nocnigoBHUX imyHisadivi y aHi 0, 14, 28, 42, 56, 70 i
84. YeTBepTy i WOCTY iMYyHi3aUil NpoBOAUNN 3 BEKTOPOM, WO Koaye TfR ABaHCLKOT Makaku; ans BCix
iHLIMX IMYHI3aLlin 3aCTOCOBYBanuM BEKTOP, WO koaye TR nmoguHu. Y gHi 36, 78 i 92 sinbupanu Kpos i
roTysanu cUpoBaTKy, 9Ky BUKOPUCTOBYBanNU Ans BU3HAYEHHA TUTpa 3a IPA (auB. HUx4e). TBapuHu 3
HaBMWMMK TuTpaMu 6ynu BiaidpaHi ang nocuneHHs Ha 96- A€Hb LUMSAXOM BHYTPILLHbOBEHHOIO
BBeaeHHA 10° knituH TF-1 moanHm abo 50 MKr peKOMOIHAHTHOrO MACLKOro posdnHHoro TIR,
no3bGaBneHoro cnipanbHOro AoMeHy (no3akniTMHHWIA AomeH TfR noauHu, nodmHaioum 3 Leu122,
3akiHuytoun Asn608, ekcnpecyetbea B KnitTuHax HEK293F ak N-kiHuese 3nutta 3 Fc-ginddkolo
NOAVHN) Ta OUYULLEHOTO adhiHHOK Xpomatorpadieto 3 6inkom A i xpomarorpadieto 3 BUTICHEHHAM 3a
PO3MIpOM, | BUAINANWM MOHOKIOHANLHI @aHTUTINA 3a AONOMOrO riGpuaoMHOT TEXHOMOTIT, BUXOASUN 3 TX
34aTHOCTI 3B'A3yBaTu peuenTop TpaHCHEPUHY MIOAMHWU Ta ABAHCLKOT MaKaku, eKCnpecoBaHWW Ha
noBepxHi ctabinbHO TpaHcdekoBaHux knitnH CHO-K1 (gus. Mpuknag 3).

IMyHi3auisa kponis

HoBo3enaHacbkux Ginux Kponukie abo TPaHCrEeHHUX KPOMWKIB, LLO €KCNPECYTb r'yMaHi3oBaHUi
peuepTtyap aHTUTIN, iIMYHi3yBanuM reHeTUYHO 3 BUKOPUCTaHHAM MNasmigHOro BEKTOPY eKCnpecii, Lo
KoAye NMoBHOPO3MipHUIA TR noguHu abo ABaHCLKOT Makaku, LUNSIXOM BHYTPILUHbOLLKIPHOTO BBEAEHHS
400 mkr OHK BekTOpy 3 HacTynHOW enektponopadieto (5 npAMOKYTHMX iMnynbcu no 750 B/cwm,
Tpusanicte 10 Mc, iHTepan 1 ¢. Kponi oTpuMmyBanu 6 nocnigoBHuMx iMyHisauin y aHi 0, 14, 28, 56, 84
Ta 112. YeTBepTy i WOCTY iMyHi3auii npoBoagunu 3 BEKTOPOM, Lo Kkoaye TfR sBaHCLKOT Makaku; and
BCIX iHWMX iMyHi3auin 3actocoByBanu BekTop, Wwo koaye TfR nmoaunun. Kpos (10 % Big 3aranbHoro
ouiHioBaHoro o6'emy kposi) Biabupanun Ha 35, 63, 91 i 119 aHi. [oTyBanu cupoBaTtky, SKy
BUKOPUCTOBYBANMW ANS BU3HAYEHHSA TUTPY 3a IDA (auB. HUXKYE), | BUAINANK nepudepuyHi ogHoAae pHI
KNITUHKU, SKi BUKOPUCTOBYBANUCh AK AXEpPEeno aHTureH-cneumdiyHmx B-kniTuH y npoueci KNOHyBaHHSA
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B-knituH (aue. MNpuknag 2).

BusHaueHHa TUTpiB y cuposarui (IPA)

Toacbkun pekomOiHaHTHUI posunHHuiA TR (R&D Systems, kat.Ne 2474-TR) immobinisyBanu Ha
96-nyHkosomy nnaHweTi NUNC Maxisorby koHuenTpauii 3 Mkr/mn, 100 mkn/nyHky, y ®CB, 3
HacTynHum: OnokyBaHHAM nnaHweTty 2 % CroteinC y ®CBb, 200 MKN/NyHKY; AO4ABAHHSI CepPiiHMX
po3BeaeHb aHTucupoBatku, no aea ayénikatm B 0,5% CroteinC y ®CBb, 100 MKN/NyHKy;
getektyBaHHA 3 (1) HRP-ckoH'loroBaHMM  KO3A4MM  @HTUTINOM A0  Muwadoro  (Jackson
Immunoresearch/Dianova 115-036-071; 1/16 000) ana Bcix Muwauux cuposatok, (2) HRP-
CKOH'FOrOBaHUM OCNsAYUM aHTUTINOM Ao kponsadoro 1gG (Jackson Immunoresearch/Dianova 711-036-
152; 1/16 000) gns BCix Kponauux cupoBaTok, (3) Kpnaduum aHTUTINOM A0 nwacbkoro 1gG
(Pierce/Thermo Scientific 31423; 1/5000) ana c¢upoBaTOK BiAd TpaHCreHHMx kponis, (4)
GIOTMHINBOBAHMM KO3SIMMM Kanna-aHTuTinom Ao nioacbkoro (Southern Biotech/Biozol 2063-08, 1/5
000) Tta cTpentasianHoM-HRP ansa cupoBaTtok Big TpaHCreHHux kponis; po3sogunu y 0,5 % CroteinC y
®CB, 100 mkn/nyHky. [na Bcix eTanis nnadweTtn iHkybysanu npotarom 1 rog. npu 37 °C. Mix Bcima
eTanaMmy nnaHweTn npomusanu Tpudi 0,05 % Tween 20 y ®CB. CurHan oTpumyBanu AogaBaHHAM
BM Blue POD posuuHHoro cyberpaty (Roche), 100 MKN/nyHKy; i npunuHanu gogasaHHam 1M HCI,
100 mkn/nyHky. MNornuMHaHHa 3dutyBanu npu 450 HM NPOTK eTanoHHUX 690 HM. TUTP BU3HAYaBCA SK
PO3BEAEHHS aHTUCUPOBATKM, B AKOMY BiA3Hadanm HaniBMakCUMasbHUW CurHarn.

Mpuknag 2

KnoHyBaHHA B-kniTuH Kponis

I30N10BaAHHA KPONAYUX OQHOSAEPHUX KNITUH nepudyepudHoTt kposi (OKIK)

3paskn KpoBi B3ANM B 3arasibHOMY y 6 TBapuH (2 kponi aukoro tuny (4t) i 4 TpaHCreHHux (Tr)
kponi). Lli Kponukn oTpumMaHi 3 ABOX Pi3HMX KamnaHii iMyHizauii: nepwa kamnaHia 3 2 ot i 2 Tr
Kponukamu Ta gpyra kamnaHia 3 2 Tr kponukamu (auB. TakoxK npuknag "ImyHizauis kponukis"). EOATA,
Wwo Mictuna uinbHy KkpoB, posbaBunu BABYI 1x ®CB (PAA, T[MawwHr, ABCTpisl) nepea
LeHTpudyryBaHHAM 3a ryCTMHOIO 3 BUKOpUCTaHHAM niMmdoniTy ana ccasuis (Cedarlane Laboratories,
BepninrtoH, OHTapio, KaHaga) 3rigHo iHCTpykUin BupobHuka. OKIK agivi npomusanu 1xdCh.

Cepeposule EL-4 B5

RPMI 1640 (Pan Biotech, Ailgen6ax, HimeuuunHa) 3 pogasaHHam 10 % FCS (Hyclone, Jloran, UT,
CWA), 2 MM rnytamidy, 1 % po3dnHy neHiyuniny/ctpentomiuuny (PAA, MawwuHr, ABcTpiqa), 2 MM
nipysaty Hatpito, 10 mM HEPES (PAN Biotech, Angen6ax, HimeuunHa) i 0,05 mM B-
MepkantoeTaHony (Gibco, Mencni, LWoTtnaHais)

BUcCHakeHHS KNiTKH

Mepwa kamnaHia imyHisadii: [Ona BUCHaXkeHHA Makpodaris/MOHOLUMUTIB 4Yepe3 HecneuudidHy
aaresilo, a Takox niMmcpouuTtie 3 HecneundivHUM 3B'A3yBaHHAM BUKOPUCTOBYBANMW CTEPUNbHI 6-
NYHKOBI NfaHLWeTn (raTyHKY KNITUHHOT KYNbTYPW), BKPUTI 3NUTUM MOHOLIApoMm KnitnH CHO.

Hpyra kamnaHiqa imyHisauii: Kpok Bu4epnaHHa 3 BUKOPUCTAHHAM JTYHOK, BKpUTKUX KniTuHamun CHO,
OyB NPOMYLLUEHWI, OCKINbKM MW HE MOTIIM BUKMIOYMTU BUMEPNAHHA B-KNiTWH, WO NPOAYKYOTL aHTUTINA,
SKi NepexpecHo pearyloTb 3 aHTUTINaMK 4o peuenTtopa TpaHchepuHy xom'aka. TOMy YUCTi B-NyHKOBI
nnaHweTn (raTyHKy KAiTUHHOT KynbTypu) BUKOPUCTOBYBANM ANs BUYepnaHHA Makpodaris Ta
MOHOUUTIB 4epe3 HecneyudiyHy aaresilo, WO A03BOAUNO NOTEHUiMHUM B-nimcpountam, ki
NPOAYKYIOTb NOBEPXHEBI aHTUTINAG, AKi NEPEXPECHO pearyloTb 3a XOM'sKOM (i, MOXNUBO, 3a MULLIAMW)
JOCAITU HACTYNHOTO eTany pobo4oro npouecy.

[na KoXHOT KaMnaHii iMyHi3aLil: KOXKHY NYHKY HanoBHIOBanNu MakcumarnsHO 4 Mn cepeaoBula i 4o
6 x 10% OKIK Big imyHi3oBaHOro kpona i gosponsnu 3B'asatuca npotsirom 1 rog. npu 37 °C B
iHkybaTopi. KnitnuHn 3 cynepHaraHTty (nimdountn nepudepuynoi kposi (JINK) BukopuctoByBanu ans
eTany NeHHIHry aHTuTIN.

36araueHHs B-kniTuH Ha peuenTop TpaHchepuHy NOaNHK

6-NYHKOBI MNNaHLWEeTW AnA KYNbTUBYBAHHS TKAHWH, BKPUTI MOHOLLAPOM NO3UTUBHUX 3a MIOACHKUM
peuenTopom TpaHcdepuny knituH CHO, 3acisnu go 6 x 108 JINK Ha 4 mn cepeaoBuLla Ta 403BONUNU
3B'aszatuca npotdarom 1 roa. npu 37 °C B iHkyGaTopi. Heaaresytodi kniTuHM Buganunm oGepexxHum
NPOMMUBAHHAM NYHOK 1-2 pa3n 1xPCHh. 3anuwok NUNKUX KNITUH BiAOKPEMMUAN TPUNCUHOM MPOTAroM
10 xB npu 37 °C B iHkyBGaTOpi. TpuncuHizadito synuHunm cepeaosuiiem EL-4 B5. KnituHu Tpumanu Ha
nboay Ao imyHodnyopecueHTHOro dpapOyBaHHs.

ImyHObnyopecueHTHe hapOyBaHHA | NPOTOYHA UMTOMETPIS

[na coptyBaHHA okpeMux KniTUH 3actocoByBanu aHTu-IgG FITC (AbD Serotec, Oioccenbaopd,
Himeuumna). [na noeepxHeBoro papOyBaHHA KIiTUHKM 3 eTany BUCHAXKEHHSA i 36aradveHHst iHkybysanu
3 aHTUTINOM aHTu-IgG FITC y ®CB npotdarom 45 xB y Tempsiei npu 4 °C. lNicna dapbysaHHa OKIK
asdi npomusanu neogaHum d®CB. 3pewroto OKIMK pecycnengysanu y nbogaHomy ®CB i HeraiHo
nigaasanu aHanisy FACS. lNepea ananisom FACS gopasanu nponigito noaua y KoHuUeHTpauii 5
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Mkr/mn (BD Pharmingen, Can-fiero, CA, CLLUA) ans po3pisHEHHA MEPTBUX i XKUBUX KNITUH.

IOna copTyBaHHA OKpeMuX KIiTUH BuUkopucToByBanu Becton Dickinson FACSAria, obnagHaHy
KOMM'IOTEPOM i nporpaMHuM 3abeaneveHHaAM FACSDiva (BD Biosciences, CLUA).

KynbTuByBaHHA B-KniTHH

KynbTuByBaHHA B-kniTuH kponsg rotyBanu nodibHo go metoay, onucaHoro Zubler Ta iH. (1985).
KopoTko, okpeMmi BigCOpTOBaHi Kponsui B-knitTuHu iHkyOyBanu Ha 96-nyHkoBMX nnaHwertax 3 200
MKN/NyHKYy cepeaosuwa EL-4 BS, wo mictuno knituHu naHcopbiny (1:100000) (Calbiochem (Merck),
Oapmwraar, HimewuuHa), 5 % cynepHataHTy kponauumx TumouuTie (Homep TSN-M13 (10242),
MicroCoat, BepHpia, HimeyunHa) Ta ramma-onpoMiHEHUX KNITUH muwadoi Tumomn EL-4-B5 (2,5 x
104/nyHky) npotarom 7 gHiB npu 37 °C B atmMocdepi 5% CO2 B iHkybaTopi. CynepHaTtaHTu Bia
KyNbTUBYBAHHS B-knituH ©6ynu BUNydeHi NS CKPUHIHTY, a 3anULLKOBI KNMITMHWM HeramHo 36upanu i
3amopoxkyeanu npu -80° C B 100 mkn 6ydbepa RLT (Qiagen, XinbaeH, HimeuunHa).

Mpuknag 3

laeHTUdiKaLia aHTUTIN NIOAWHKM | ABaAHCLKOT Makaku, wo 3B'asylotbes 3 TfR, 3a gonomoroto
KNiTUHHOTO |DA

IOna CKpWHIHry cynepHaTaHTiB Kponsuux B-knitmH abo muwadmx ribpuaom Ha aHTuTina, wWwo
posnisHatoTb TfR nOAUMHM Ta ABAHCBKOT Makaku, BUKOPUCTOBYBAmNM KITUHHMIA DA 3i crabinbHo
TpaHcekoBaHumMm  knitnHamu  CHO-K1. CtabinbHi  TpaHceKkTaHTM  OAepmKyBanu  LUNSAXOM
TpaHcdekuii knitnH CHO-K1 ekcnpecinHuMu nnasmigamu, WO MICTATb eKcnpeciinHi kacetn gnga TfR
noanHn abo ABAHCLKOT Makaku, a TakoxX Ans HeoMiuuH-chocdoTpaHcdepasun. lMicna TpaHcdekuii
KNiTMHK po36aBnanmM B CepeaoBuLLI BUPOLLYBaHHS, ke Micturno 500 mkr/mn G418 (Life Technologies).
Micns nosiBM 3pocTatounx KMNoHIB KNITMHKU BigokpemnioBanu, apdysann MEM-75 (Abcam) abo 13E4
(Life Technologies) Ta BTopuHHUMKU PE-MiueHnmn antutinamm go TR nioanHn abo siBAHCLKOT Makakm,
i BUCOKO(PNYOPECUEHTHI KNITUHW BiACOPTOBYBASIN K OKPEMI KNITUHW B NYHKU 96-NYHKOBOro NnaHLieTa
(FACS Aria). lMicna 7-aeHHOro BUPOLLYBAHHA KNOHKU 3HOBY nepesipsanu Ha ekcnpecito TR, | knoHu 3
HaMKpaLLo eKcnpecieto Bigbupanu ans gocniaie no KNiTMHHomy DA,

KopoTko, Ha nyHky 384-nyHkoBoro nnaHweta 3acieanu 15 000 knituH i iHkyGyBanu npotsarom 18
rog. npu 37 °C, 5% CO2. CynepHaTaHT BMAAansnM, BUKOPUCTOBYIOYM aBTOMATWYHWA MPOMUBAY
(BIOTEK), i 4o koxHoi nyHku aogasanu 30 MKN cynepHaTtaHTy, WO MICTUB aHTUTINa, a noTiM 24 MKN
cepeoBULLIA BUPOLLYBaHHA. Yepes 2 roguHu iHkybauii nyHku cnopoxHanu i gogasanu 30 mkn 0,05 %
rnyTapansgeringy 8 ®Cb nporarom 45 xB npu KT. lMicna 3-x npomueaHe ®CB/0,025 % Tween20
(®CBT) gogasanu 30 mkn HRP-aHTuTina go kponaunx abo HRP-aHnTutina o muwauunx (Southern
Biotech), posseaeHoro 1:5000 y 6nokysansHoMy 6ydepi, Ta iHKyOyBanu nnaHwweTn npotarom 1 rog.
npu KT. JNlyHkn 6 pasis npomuBanu ®CBET i reHepyBanu curdan 3a gonomoroto 30 mkn TMB Ha nyHKy
Ta BUMIpoBany NOrauHaHHA npu 450 HM.

Mpuknag 4

KnoHyBaHHA i ekcnpecia aHTutin go TR

TexHonorii pekombiHaHTHOT OHK

Ona maninynauii 3 QHK BukopuctosyBanu ctaHgapTHi mMeTogu, onucadi y Sambrook, J. Ta iH.,
Molecular cloning: A laboratory manual; Cold Spring Harbor Laboratory Press, Cold Spring Harbor,
New York, 1989. MonekynsapHo-6ionoriyHi peakTuByM 3aCTOCOBYBAnM BIiAMNOBIAHO A0 IHCTPYKLUiN
BUPOGHMKA.

CuHTES reHis Ta ONiroOHyKNeoTuais

Ba)kaHi CErMeHTW TreHiB BUIOTOBMANM XiMIYHUM cuHTEe3oM y Geneart GmbH (PereHcOypr,
Himeyunna). CuHTesoBaHi dparmMeHTM reHiB  knoHysanu B nnasmigi E. coli  an4a
po3MHOeHHs/amnnicikauii. MocnigosHocTi JHK cybknoHoBaHMXx dyparmMeHTIB reHIiB NiaTBEpaAXKYBaAmNM
cekBeHyBaHHAM [OHK. AnbTepHATUBHO KOPOTKI CUHTETUYHI ¢hparmeHTn OHK 36upanu Bignanom
XiMIYHO CHUHTE30BaHMX ONiroHykneotugis ato 3a gonomorot MJIP. BignoeiaHi oniroHykneotuau
rotysanu y metabion GmbH (MnaHerr-MapTiHcpia, Himeu4nHa).

MNP-amnnigikauis V-gomeHis

3 nisaty B-knituH rotysanu 3aransHy PHK (pecycnengosaHy B Oydepi RLT-Qiagen - kaT. Ne
79216), kopuctytounck PHK-Habopom NucleoSpin 8/96 (Macherey&Nagel; 740709.4, 740698) 3rigHo
npoTtokony supodHuka. PHK entotoBanu 60 mkn Boan 6e3 puboHykneas. 6 mkn PHK Bukopucrosysanu
ans cteopeHHs kOHK B peakuii 3BOpOTHOT TpaHckpunTasu, kopuctytouucs Superscript 11l First-Strand
Synthesis SuperMix (Invitrogen 18080-400) Ta oniro-dT-nparMepom 3rigHo IHCTPYKLin BUPOOHKKA. YCi
eTanu BMKOHyBanu Ha cuctemi Hamilton ML Star. 4 mkn k[HK Bukopuctosysanu ana amnnicikavii
BapiabenbHMX AOMEHIB Ba)KKOro i mnerkoro nadutorie imyHorno®ynidie (VH ta VL) 3 AccuPrime
SuperMix (Invitrogen 12344-040) y kiHueBomy 06'emi 50 Mkn, BukopucTasum npanmepu rbHC.up ta
rboHC.do ans saxkoro nadutora, rbLC.up Ta rbLC.do gna nerkoro naduiora AUKOTUMHUX B-KNiTKH
kpona, a Ttakoxk BcPCR_FHLC leader.fw i BcPCR_huCkappa.rev agna nerkoro nadutora B-kniTuH
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TpaHcreHHoro kpons (ame. Tabnuuto Huxde). Yci npami npanmepn 6ynu cneumdiyHi no curHanbHOMY
nentuay (BianoeiaHo y VH ta VL), ToAi sk yci 3BOpOTHI npanmMmepu 6ynu cneyndidHi N0 KOHCTAHTHUM
aingaHkam (BignoeiaHo y VH 1a VL). Ymosu MJP ans RbVH+RbVL 6ynu HacTynHumK: Fapayun crapt
npu 94 °C npotarom 5 xB; 35 yuknis no 20 ¢ npu 94 °C, 20 ¢ npu 70 °C, 45 c npu 68 °C, i hiHanbHa
nobyaoea npu 68 °C npotsarom 7 xB. YmoBu MJIP ana HuVL 6ynu HacTynHumu: Fapsiamin ctapt npu
94 °C npotarom 5 xB; 40 uuknie no 20 ¢ npu 94 °C, 20 ¢ npu 52 °C, 45 ¢ npu 68 °C, i (piHanbHa
nobyaoea npu 68 °C npoTtsirom 7 XxB.

rbHC.up AAGCTTGCCACCATGGAGACTGGGCTGCGCTGGCTTC
(SEQ ID NO: 103)

rbHCf.do CCATTGGTGAGGGTGCCCGAG

(SEQ ID NO: 104)

rbLC.up

(SEQ ID NO: 105) AAGCTTGCCACCATGGACAYGAGGGCCCCCACTC

rbLC.do CAGAGTRCTGCTGAGGTTGTAGGTAC
(SEQ ID NO: 106)

BcPCR_FHLC leader.fw

(SEQ ID NO: 107) ATGGACATGAGGGTCCCCGC

BePCR_huCkappa.rev GATTTCAACTGCTCATCAGATGGC

(SEQ ID NO: 108)

8 mkn 3 50 mMkn posuuHy MIP HaBaHTaxkyBanu Ha 48 E-Gel 2 % (Invitrogen G8008-02). MNo3uTuBHi
peakuii MJIP BiguMwanu i3 3actocyBaHHaAM Habopy NucleoSpin Extract 1l (Macherey&Nagel;
740609250) 3rigHo iHCTpyKUin BUpoOHUMKa i emotoBanu y 50 Mkn entooBanbHoro 6ydepy. Yci etanu
OYMLLEHHS BUKOHYBanu Ha cuctemi Hamilton ML Starlet.

PekomOGiHAHTHA eKcnpecis KPOoNAYMX MOHOKITOHANbHUX BiBANEHTHUX aHTUTIN

Ona pekombiHaHTHOT ekcnpecii KpoNAYUX MOHOKMOHAaNbHUX BiBaneHTHUX aHTuTin npoayktu MIP,
wo koayesanu VH um VL, knoHyesanu sk kQHK y BekTopu ekcnpecii METOAOM KNOHYBaHHS "NUMKWUX
kiHuiB" (RS Haun Ta iH., BioTechniques (1992) 13, 515-518; MZ Li Ta iH., Nature Methods (2007) 4,
251-256). BekTopu ekcnpecii MicTunu kaceTy ekcnpecii, ska cknaganaca 3 5' CMV-npomoTtopa
BKMIOYHO 3 iHTpOHOM A, a Takox 3' BGH nocnigoBHocTi noniageHinoBaHHsa. KpiMm kaceTn ekcnpecii
nnasmign MiCTUNM TOYKY nodatky pennikauii, oTpumany 3 pUC18, a Takox reH 6eta-nakramasu, Lo
HagaBaB PEe3MCTEHTHOCTI 40 aMniyunivy 3aana amnnicikauii nnasmig y E.coli. Bukopuctosysanu tpu
BapiaHTWM OCHOBHOT NNasmian: ogHa nnasmiga Mictuna KOHCTaHTHY AiNAHKY |gG Kponuka, npusHavyeHy
ana npuimManHa VH-ginaHok, Toai sk ABi 4o4aTtKoBi nnasmign MiCTUAW KOHCTaHTHY AinsHKy kanna LC
kponuka abo nioguHu ans npuiMmadHs VL-ginaHok.

MpuBeaeHi A0 NiHIRHOrO BUrMA4y nNnasmiau, Wo kogyBanu kanna- abo raMma-KOHCTaHTHY AiNsHKY
Ta Bctasku VL /VH, amnnidvikysanu y MNJ1P i3 3acTocyBaHHAM npanMepis, WO NepeKpUBaoTbLCA.

OunwieHi npoayktu MJIP iHky6yeBanm 3 T4 OHK-nonimepasolo, sika yTBOpIOBana OAHOHWUTKOBI
"nunki KiHui". Peakdito 3ynuHanu gogasaHHaM aLUTo.

Ha HactynHoMy eTani nnasmigy i BctaBky koMOiHyBanu Ta iHKyOyBanu 3 recA, siKMW iHAYKyBaB
canT-cneuncpivHy pekombiHauiio. PekombiHOBaHMMM nnasmigamu TpaHcdopmyBanm E.coli. Ha
HACTYNHWUI A€Hb BUPOCNI KOMOHIi 30upanu i nepesipanu Ha MpaBUNbHICTL pekomOBiHauii nnasmigun
NpPUroTyBaHHAM Mpenapara nnasmia, pecTpukuinHuM aHaniaom i cekseHyBaHHsaMm OHK.

Ina ekcnpecii aHTuTina isonsoBaHi nnasmign HC i LC TuM4yacoBo cniBTpaHceKkyBanu y KniTUHKU
HEK293 i 3a TuxkaeHb Biabupanu cynepHaTaHTu.

CTBOpPEHHA BEKTOPIB ANA €KCNPECii KPONAYUX MOHOKIOHANBbHUX MOHOBANEHTHUX aHTUTIN

Ona pekomGiHaHTHOT ekcnpecii BigibpaHMx KaHAMAATIB SK MOHOKMOHANbHUX MOHOBANEHTHUX
AHTUTIN KPONAYi KOHCTAHTHI AinsHkM BCix VH-naHutoriB 6ynyu nepeTBOpeHi Ha KOHCTaHTHI AiNsiHKu
NIOAWHK, WO MiCTUNKU "BUCTYNHY" MyTauito B cermeHTi CH3. [ina VL-naHutoris, ogepkaHnx 3 B-kniTuH
OVKOTUMHUX KPOniB, Ha JnoAacbki nepetsoptoBanM C-kanna KOHCTaHTHI AinaHkn. 4 wmkn kOHK
BigibpaHux kaHamaaTiB BUKOPUCTOBYBaNM Ana amnnidikauii BapiabenbHUX AiNAHOK BAXKOTO i Nerkoro
naHuoris imyHornodyniHie 3 AccuPrime SuperMix (Invitrogen 12344-040) y kiHuesomy 06'emi 50 mkn,
npy UbOMy NMpaMi npanmMepun 6ynu cneundivyHi N0 CUrHanbHOMY NENTMAY, a 3BOPOTHI npanmepu dynu
cneundivydi no ainaHui CDR3-J 3 nocnigoBHICTO, WO nepekpuBaeTbca (Ha 3'-kiHui) (20 bp),
rOMONONYHOI A0 JIOACBKMX KOHCTaHTHUX AinaHok (BianosigHo VH T1a VL). Ymosu TP ans
amnnicpikauii nanutoris VH 1a VL 6ynu HactynHumu: Fapayuii ctapt npu 94 °C npotarom 5 xB; 35
umknis no 20 ¢ npu 94 °C, 20 ¢ npu 68 °C, 45 ¢ npu 68 °C, i hiHanbHa aodyaosa npu 68 °C nNpoTArom
7 XB.

Mpoayktn MJIP, wo kogysann VH um VL, knoHyeanu Ak k[OHK y Bektopu ekcnpecii meTtogom
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KNOHyBaHHA "nunkux KiHUiB" (RS Haun Ta iH., BioTechniques (1992) 13, 515-518; MZ Li Ta iH., Nature
Methods (2007) 4, 251-256). BekTopu €KCnpecii MiCTUIU KaceTy ekcnpecii, aka cknaganaca 3 5' CMV-
NPOMOTOpPA BKIIIOMHO 3 IHTPOHOM A, a Takox 3' BGH nocnigoBHOCTI noniageHinoBaHHsA. Kpim kacetn
eKkcnpecii nnasmMianm MICTUNKU TOYKY ModaTtky pennikaudii, otpumaHy 3 pUC18, a Takox reH berta-
naktamasu, WO HajgaBaB PE3UCTEHTHOCTI A0 amniuuniHy 3aana amnnidikadii nnasmig y E.coli
BukopuctoByBanu gsa BapiaHTWU OCHOBHOI MnasMmigu: ogHa nnasmiga MIiCTMNa KOHCTAHTHY JiNAHKY
IgG noanHn, NpusHaveHy Ans nNpuiMaHHa HoBoro amnnicikoaHoro VH-nadutora, Toai ik gpyra
nnasmiga Mictuna KOHCTaHTHY Ainadky kanna LC nioguHn ana npuinmMmadHs V0L-naduora.

MpuBeaeHi A0 NiHIRHOrO BUrMA4y nNnasmiau, Wo kogyBanu kanna- abo raMma-KOHCTaHTHY AiNsHKY
Ta Bctasku VL /VH, amnnidvikysanu y MNJ1P i3 3acTocyBaHHAM npanMepis, WO NepeKpUBaoTbLCA.

OunwieHi npoayktu MJIP iHky6yBanm 3 T4 [OHK-nonimepasolo, sika yTBOpIOBana OAHOHWUTKOBI
"nunki KiHui". Peakdito 3ynuHanu gogasaHHaM aLUTo.

Ha HactynHoMy eTani nnasmigy i BcTaBky kOoMOiHyBanu Ta iHkybyBanu 3 recA, sikMi iHAyKyBaB
canT-cneuncpivHy pekombiHauiio. PekombiHOBaHMMM nnasmigamu TpaHcdopmyBanm E.coli. Ha
HaCTYNHWUI A€Hb BUPOCNI KOMOHIi 3bupanu i nepesipsinu Ha NpaBMMbHICTL pekombiHauii nnasmign
NpPUroTyBaHHAM NpenapaTa nnasmiga, pecTpukUinHMM aHanisoMm i cekBeHyBaHHsam OHK.

Mpuknag 5

TumyacoBa ekcnpecis ogHoBaneHTHUX aHTuTin 4o TR

AHTUTINA reHepyBanu in vivo y Tum4acoBo TpaHcdekoBaHux kniTnHax HEK293 (noxigHa niHii
NOACLKMX eMOpiOHanNbHMX HUPKOBMX KIiTUH 293), AKi KynbTuByBanu y cepegosuili F17 (Invitrogen
Corp.). Olna TpaHcdekuUii BUKOPUCTOBYBANK TpaHcdekUinHui peareHT "6e3 293" (Novagen). AHTuTIna
Ta MoanikoBaHi MOMEKYNN HA OCHOBI aHTUTIM, K ONUCaHO BULLE, eKCnpecyBanu 3 iHAMBiAyanbHUX
eKCnpecinHux nnasMmia. TpaHcdekuii BUKOHyBanKW, HK 3a3HAa4YeHO Yy IHCTPYKUiIX BUPOGHMKA.
CynepHaTaHTU KNITUHHUX KYMbTYp, WO MICTATb pekoMOiHaHTHI Binku, 3dupanu 4vepes TpU-CiM AHiB
nicna TpaHcdekuii. CynepHataHTu 30epiranu npu 3HWKEHIW Temnepatypi (Hanp., -80°C) go
OYMLLEHHS.

3aranbHa iH(popMaLifl, WO CTOCYETbCS PEKOMOIHAHTHOT eKCnpecii MACLKUX iMyHOrnobyniHie vy,
Hanp., knitnHax HEK293, nogana y: Meissner, P. Ta iH., Biotechnol. Bioeng. 75 (2001) 197-203.

Mpuknag 6

BucokoLuBuaKiCHE OUYULLEHHA HEMNOBHUX aHTUTIN 40 peuenTopa TpaHCepUHy

50 MmN NPOSICHEHUX CYNEPHATAHTIB, WO MICTMNMM HEMOBHI aHTUTINa, Ha 96-rMMBOKONMYHKOBUX
nnaHweTtax 3aBaHTaxkysanu y konoHku MabSelectSuRe Ha 200 mkn. lMicna eTtanis npomueaHHa $CHB
npu pH 7,4 6inkn emotoanu 2,5 MM HCI Ha cuctemi Tecan/Atoll, ogepkytoun 0,5 mn entoarty. Enmoar
HenTpanisyann 2 M Tpic pH 8. OuuweHi 6inkuM KinbKiCHO BU3Ha4anu, BUKOPUCTOBYHOYM
cnektpodhotomeTp Nanodrop, i ananisysanu metogom CE-SDS B yMoBax JeHaTypauii Ta
peaykyBaHHs, a Takox aHanitudHoto SEC. [Ins oTpuMaHHA BUCOKOUUCTOro nNpoTeiHy (> 95 %) GinbLua
YacTUHA aHTUTIN NOBMHHA OYTWM A0AATKOBO OuMLLEHA XpomaTtorpadieto 3 BUTICHEHHSIM 3a PO3MIpOM,
wo® BIAOKPEMUTM MOMOBUHU AHTUTIN, aHTUTINA "BUCTYN-BUCTYN" Ta BULi arperatu. Tomy notim 500
MK 3paskiB iHxekTyBanu y Superdex200 10/300GL y 20 mM rictuauHy, wo mictutb 140 mM NaCl pH
6,0, kopuctytounce Dionex UltiMate 3000. Llen meton agossonse dpakuioHysatu 25-30 3paskiB Ha
OeHb | TOMY YMOXNUBMIOE 06poOKY BEMNUKOT KiNbKOCTi CKPUHIHIOBMX CMiBNaAiHb y HENOBHOMY ¢hopmari.
dpakuii Hakonu4yyBanu i 3HOBY aHanisysanu BULeONncaHnum METOAOM.

Mpuknag 7

KyneTypa knitndH hCMEC/D3 ana TpaHCUUTO3HOrO TECTY

Cepeposule i gonoBHeHHa anga hCMEC/D3 (Weksler, B.B., Ta iH., FASEB J. 19 (2005) 1872-
1874) opepxyBanu Big Lonza. Knituum hCMEC/D3 (nepeciBu 26-29) KynbTUBYBanuM Ha BKPUTUX
KONareHoOM MOKPUBHUX CKENbUSsIX (MikpockonHux) abo y konbax Ha cepepoBuuli EBM2, Wwo MicTuth
2,5 % FBS, yeTBepTy 4acTuHy AoAaHux pakTopiB pOCTY Ta MOBHICTIO YKOMMNIEKTOBaHE AOJaHWUM
rigpOKOPTU3OHOM, FrEHTaMiLUMHOM i acKOpPOIHOBOIO KMCMOTOI0.

Y BCiX TpaHCUMUTO3HUX TecTax BukopuctoByBanu inbtpu-Bctasku (0,4 MkM, giaMmeTp 12 Mm) 3
MET-MeMGpaHu 3 BMCOKOK rycTuHolo nop (1x108 nop/cM?) Ha 12-NyHKOBUX nnaHWeTax Ans
KyNbTUBYBAHHS KNMITUMH. ONTUManbHUI pO3paxyHKOBUA o06'em cepeaoBuwia Ans anikanbHoi Ta
GasonarepanbHoi Kamep, BignoBigHo, ctaHoBuB 400 mkn Ta 1600 Mkn. AnikanbHi kamepu iNbTPIB-
BCTaBOK Gynu BkpUTi konareHoM | 3 xBocTa Lwypa (7,5 mkr/cM?) i noTim dibpoHekTuHoM (5 MKr/Mn), 3a
TPUBANOCTI KOXHOT iHKyGauii 1 roauHa npu KT. KnituHm hCMEC/D3 BupoLllyBanmu A0 3MMTUX
MOHoLapie (npubn. 2x105 knituH/cm2) npotarom 10-12 aHie Ha cepeaoBulli EMB2.

Mpuknag 8

TpaHCUUTO3HUIA TECT OAHOBANEHTHUX aHTUTIN

Becb aHanis BukoHyBanu y 6e3cnupoBaTkoBOMy cepeaoBulli EBM2, sike B iHLIOMY BigTBOpIOBAmNM
srigHo TMpuknagy 1. ®iNbTpU-BCTaBKM 3 KNiTMHaAMKM iHKyOyBanu anikanbHO 3 OAHOBAaNEHTHUMM
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aHTUTINaMu (KOHUeHTpauia: 2,67 mkr/mn) npotarom 1 roanHu npu 37 °C, nicna 4voro 36upanu Bce
anikanbHe Ta GasonarepanbHe cepeaoBulle. 3 UMX 3Ha4YeHb 0OpaxoByBanUu NapakniTUHHWIA NOTIK.
MoHowapu npomuBanun npu KT 6e3cupoBaTkoBMM CepeaoBULUEM anikanbHo (400 wmkn) i
6asonarepanbHo (1600 Mkm) 3 x 3-5 xB KOXeH. YCi 3MuMBM 36upanu AN MOHITOPUHTY €DEKTUBHOCTI
BuAaneHHa HesB's3aHoro adtuTina. Mo anikanbHOI Kamepu aogasanu nonepegHbO nigirpite
CepeaoBULLIE | MEPEeHOCUNN (PiNnbTpU Ha CBiXUIA 12-NYHKOBWUIA MNaHWeT (3a6nokoBaHWA NPOTATOM HOui
y ®CBb 3 1 % BCA), sakuin mictue 1600 Mkn nonepedHbO nigirpitoro cepeaosuwia. B uei mMOMEHT
KNiTMHKM Ha pinbTpax nisyeanu y 500 mkn 6ydepy RIPA ans BU3HAYEHHA cneuudpiyHOro nornMHaHHA
aHTuTina. dinbTpuU, WO 3anumnuc, iHkydysanu npu 37 °C Ta B pi3Hi MOMEHTU 4dacy Biabupanu
3pasky AN BU3HAYEHHSA anikanbHoro i/fabo 6asonarepanbHOro BUBINbHEHHS aHTUTINA. BMicT aHTuUTIna
y 3paskax KinbKiCHO BM3Ha4anu 3a gonomorow sBucokovytnueoro IgG-1dA (gus. Mpuknag 3). Ona
KO>KHOMO MOMEHTY Yacy gaHi 3HiManu 3 Tpbox INbTPIB 3 KNITUHHUMK KYTNbTypamu.

Mpuknag 9

Uytnusnin IgG-1PA nicns TpaHCUMTO3HOIO TEeCTy

MNpoueaypy BukoHyBanu npu KT, BUKOPUCTOBYIOMM aBTOMaTUMHWUKA MpoMMBAY ANA eTanis
npomuBaHHA. [MnaHwer Ha 384 nyHkum nokpuBanu 30 MKA/NyHKY 1 MKr/MN  aHTuTina Ao
noacekoro/muwadoro IgG, Fey-cneundivHoro, y ®CB npotsiroM 2 rofd. 3 HaACTYMHOLO iHkyGauieo y
6nokysanbHoMy Gycepi PCB 3 1 % BCA abo 1 % CroteinC ansa aHanisiB noacbkoro i muwadoro IgG,
BignosiaHo. CepiliHO poO3BedEeHi 3paskM 3 TPaAHCUMTO3HOrMO TECTy Ta CTaHAapTHI KoHUeHTpauii
aHTUTINA, BUKOPUCTAHI B TPAHCLMTO3HOMY TECTI, AoA4aBanu A0 NnaHweTa Ta iHkybysBanu npoTarom 2
roaunH. lNicna yotTupbox npoMusaHe Aofasanu 30 mMkn/nyHky 50 Hr/mn aHTu-nioguHa/muwa-F(ab)2-
GioTMHy B 6nokyBanbHOMy Oycbepi Ta iHKyOyBanu npotaroMm noganblumx 2 rog. icna 6 npomuBaHb
aogasanu 30 mkn/nyHky 50 Hr/mn (ananis hulgG) a6o 100 Hr/mn (ananisa milgG) noni-HRP40-
crpentaBiauHy (Fitzgerald; y ®CB 3 1 % BCA 1a 0,05 % Tween-20) Ta iHkyOyBanu npotsarom 30 xB.
Micna 4 npomuBaHb AETEKTYBanW iMyHHi KOMMONEKcM wnsaxoMm pgopgasaHHsa 30 wmkn/nyHky BM
Chemiluminescence Substrate (Roche). CurHan nioMmiHecUeHUii BUMIpIOBanu, BUKOPUCTOBYHOUN
NNaHWeTHUA pigep nNOMIHECUEHUIT Ta KOHUEHTpauilo, po3paxoBaHy 3 BWUKOPUCTAHHAM MigirHaHol
kanibpyeanbHOT KpUBOT. YyTnMBICTL aHani3y BapitoBana Big 10 nr/mn g0 10 Hr/mn.

Mpuknag 10

KapTyBaHHs enitonis KNiTMHHUM IPA kniTuH CHO, TpaHcdekoBaHux myTaHTHUMK hTfR

LLlo6 BM3HAuUMTU AiNsHKKM eniTtoniB Ha peuentopi TpaHcdepuHy nmoauHu (hTfR), B nocniaoBHICTb
hTfR BBoagunu MmyTtauii y micuax, e knacrep amiHOKMCNOT, WO BUXOAATb HA NOBEPXHIO, MaB BigMiHHI
aMiHOKMCNOTK y BUPIBHAHIA nocnigoBHocTi TfR Muwi (aue. Tabnuuw HUX4YE), AOTPUMYIOYUCH TOro
MNOrYHOro OBrpyHTYBaHHS, LLO, HE3BaXKAKOYM Ha 3Ha4Hy romonorito Mk TfR noguuu i muwi (77 %
iAEHTUYHOCTI), He BIAOMO aHTUTIM, CNPAMOBAHMX HA MNO3AKMITUHHY 4YacCTUHY, SAKi AEMOHCTPYIOTb
XOPOLUY MEPEXpPEeCHy PeakTUBHICTb Mk o6oma optonoramu. KnoHyBaHHA nnasmig 3 BignoBigHUMM
MyTauismMu onucaHe Buwe. Ona kapTyBaHHA 3B'A3yBaHHA 3B'A3yBadiB nioacbkoro TfR 3 uumn
enitonamu knitnHn CHO-K1 TumuacoBo TpaHcdeKkyBanuM OMUCHUMW nrnasMigamu i BUMIPASK
3B'A3YyBaHHA aHTUTIN y KNiTUHHOMY |DA. KopoTko, 3a AeHb A0 €KCnepuMeEHTY Ha 96-nyHKoBWW
nnaHweT 3acisanu 10* KNiTMH HA NyHKY B HOpmarnbHe poctoBe cepeaosuue (RPMI/10 % FCS). Ha
HacTYMHUIA AeHb CEepedoBULLE MIHANKM Ha cepeaoBulle 3 MeHWwuMm BMICTOM cupoBaTku OPTI-MEM
(Gibco), i nicnsa 30 xB npeidkybauii nogasanu B nyHku 10 Mkn cymiwi 1200 mkn OPTI-MEM, 12 mkr
nnasmigHoi OHK ta 12 mkn TpaHcdekuinHoro peareHty XtremeGENE (Roche). KnituHu iHkyGyBanu
npotarom 2 gHiB npu 37 °C/7,5 % CO2, Toai 3abupanu cepenoBulle i gogaBanu aHtutina go TfR y
KoHUeHTpauisx Bia 1 HM T1a 100 HM y poCcTOBOMY CEpPEAOBULLi, 3 HACTYNHOW iHkybaulieto npu 4 °C.
Micna Uboro po3ynMHKM aHTUTIN 3amiHanu Ha 0,05 % rnytapanbaerig y ®Cb i dikcyBanu KnituHu
npotarom 15 xB npu KT, Ttoai Agivi npomuBanun ®CB i iHKkyOyBanu 3 BTOPUHHUM aHTUTINOM A0
noacekoro Fc, ckon'toroaHum 3 HRP (BioRad; 1:2000 y 6nokysansHoMy peareHTi ana IPA (Roche))
npotarom 1,5 rog. npu KT. CurHan reHepysanu nicng 3 npomusanb ®CB 3a gonomoroto 50 mkn TMbB
Ha NYHKY Ta BUMIpOBanu NornmHaHHA npu 450 HM.

Mnasmi
na # MyTauii B hTfR
10188 -
18909 Thr518Asp/GIn520Lys/Phe521Ser/Gin5

24Arg

18910 [ Arg325Gin

Ser355Ala/Asp356Arg/Lys358Asn/Thr3
18911 59lle

18912 | Asp204Gin/Lys205Ser/Arg208Asn
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Mnasmi
na # MyTauii B hTfR
Lys574Gly/Glus75Ala/lle577Thr/Glus7
18913 8GIn

Ala196lle/GIn197Gly/Asn198GIn/Ser19
9Asn/Val200Met/lle201Val/lle202Thr/V
18914 | al203lle/Asp204Val/Lys205GIn/Asn206
Ser/Gly207Asn/Arg208Gly/Leu209Asn/
Val210Leu/Tyr211Asp/Leu212Pro
Asp245GIu/Tyr247Ser/Thr248Tyr/Pro2
49Ser

18974

Mpuknag 11

AHaniz 3B'd3yBaHHA Ha OCHOBI NOBEPXHEBOro MNA3MOHHOIO pe3oHaHcy Ana B3aemodili TfR
TIIOAUHN - aHTUTINO

ExkcnepumeHT i3 3B'adyBaHHs npooaunu Ha BlAcore B 4000 (GE Healthcare), ocHaweHomy
ceHcopHum dinom C1 (GE Healthcare, kat. Ne BR1005-35), nonepeaHbo 0OpobneHnm aHTUTIinom Ao
nmoacekoro Fab (GE Healthcare, kar. Ne 28-9583-25), BUKOPUCTOBYIOUM CTaHZAPTHY XiMiYHY
npoueaypy aMmiHHOro CnonyyYeHHs BiANOBiAHO A0 KepiBHMUTBA nocTavanbHuKa.

Ona KiHeTUYHMX BUMIPIOBAHb AHTUTINO 3paska iMmobinisyBanu, 3aCTOCOBYIOUYM Yac KOHTakTy 60
CeKyHA i WBMAKiCTb noToky 10 MKn/xB y hocchaTHo-conboBomMy Gycdepi pH 7,4, 0,05 % Tween 20 npu
25 °C. PekxombBiHaHTHuIA His6-MiueHun peuentop TpaHcdepuny nioguHun (R&D systems, kaT. Ne 2474-
TR-050) s3actocoByBanu y 3pocTaloyMx KOHUEHTpauifx, a CurHan MOHITOpPUnM npoTAroM 4acy.
3adhikcoBaHo cepegHin Yac acouiauii 150 cekyHa Ta aucouiauii 600 cekyHa npu wBMAKOCTI noToky 30
MKN/xB. [JaHi gonacosyBanu, KOPUCTYIOYMCL MOAENNIO 3B'A3yBaHHA 1:1 (i3oTepma JleHrmiopa).

Mpuknag 12

lN'ymaniszauis aomedis VH Ta VL MyLwaumnx Ta Kponsayumx aHTUTIN 40 peuenTtopa TpaHCchepuHy

AHTUTINA 0o peuenTopa TpaHcdepuHy, WO NOXoaunu He Big NIOAWHW, TyMaHidyBanu HacTyMmHUM
YMHOM: [PYHTYIOUMCbL Ha XapakKTepPUCTULUI KOAYIOUMX MOCMIAOBHOCTEW Ta aMiHOKMCNOTHUX
nocnigoBHocTen, ski mictate VH Ta VL goMeHn aHTuTin 4o peuentopa TpaHCEPUHy, Lo NoxoaaTb
He Big MoauHu, knacy IgG1 3 nerkum naHUioromM Kanna, CTBOPUNU BiagNoBiAHE ryMaHi3oBaHe aHTUTINO
00 peuentopa TpaHcdepuHy wnaxom nepecagkn CDR i 3BOpOTHMX/MpsSMUX MyTauid Ha OCHOBI
KapKacHoT AinstHKku niogcbkol 3apoakoBoi niHii VH4_3 ta komGiHauii VK1_10 ana knoHy 299.

Mpuknag 13

Cnoci6 Bu3HauyeHHs1 addiHHOCTI Ao peuenTtopa TfR nioAMHW/ABaHCLKOT Makaku

Y uboMy NpuKnaai HaBeaeHo crnocib BU3HaYeHH adpiHHOCTI 40 peuenTopiB TpaHCEPUHY NMIOAUHU
ANs NOPIBHAHHA NOBeAiIHKM ancouiauii.

Ina Bcix aHanisis Bukopuctoyeanu Habip Biotin CAPture Kit Bia GE Healthcare (iHcTpykuia 28-
9242-34 AB). CnoyaTky uin perigpaTtysanu LUNsXOM BCTaBneHHs roro y npunag BlAcore T200. Micns
LbOro 4in 3anuMLInnm B PeXXMMi OYiKyBaHHA Nig NpoToMHUM OydepoM Ha Hid. [na niaroToBKM NOBEPXHI
Biotin CAPture Reagent possogunu 1:100 y npotouHomy 6ydbepi (1xPCBb 3 aopaBaHHam 0,25 M
NaCl). Lleit po3unH iHXeKTyBanu Ha NOTOKOBi KOMipkM 1-4 npotsarom 360 ¢ Ha LWBMAKOCTI MOTOKY 2
MKN/xB. [ani noBepxH CeHcopa KOHAMUiOHYBanu TpbOMa OAHOXBUMMHHUMU iHXEKTYBaHHAMMU
po3umMHy pereHepauii 3 Habopy Biotin CAPture Kit. Lle cnig BukoHyBaTu aAnsa npoueaypy BCTaBNEHHS
abo Brnepwe abo nicna 36epiraHHs. B nNoTOKOoBY KOMipKy 2 iHekTytloTb 100 HM posunHy
MOHOBIOTMHINBLOBAHOTO peuenTopy TpaHcdepuHy nmoanHu abo ABaHCBLKOT Makaku, BiaMoBigHO,
npotarom 30 ¢ Ha weKAKOCTI NoToky 10 mMkn/xB. Ana Bu3HayYeHHA ahiHHOCTI 3aCTOCOBYBanM iHXekuil
B LUECTW KOHLEeHTpauisx (500, 250, 125, 62,5, 31,25, 15,625 Tta 0 HM). ix iHxekTyBanu Ha "NOTOKOBY
komipky hu-TfR" (Hanp., NOTOKOBY KOMIPKY 2, NigroTOBMEHY SIK ONMCAHO BULLE) 3 YacoMm iHxekuil 180 ¢
(acouiauis) Ta weuakictio notoky 10 mkn/xe. [Micna 600 cekyHa dasu gucouiadii NOBEPXHIO
pereHepyBanu 3rigHo 3 iHCTPYKUissMM BUPOOHMKA po34YMHOM pereHepadii 3 Habopy Biotin CAPture Kit i
NPOBOAWIIN HACTYMHWUIA LIUKIT.

Ona OuiHKM KIHETMYHMX JdaHuX BMKOPUCTOBYBanM nporpamHe 3abesnedveHHa BlAcore T200
Evaluation Software. OcobnuBo KOHCTaAHTU LIBWAKOCTI Aucouiauii pisHUX 3B'sI3yBadviB peuenTopis
TpaHcpepuHy noanHm 6ynu BpaxoBaHi Nicnsi 3aCTocyBaHHA MoAeni 3B'si3yBaHHA JleHrmopa 1:1.

Mpuknag 14

BiaHocHe paHxyBaHHA B4000 gucoudiauii peuentopa TpaHcepuHy NOANHU/ABAHCLKOT MaKaky

CeHncopHui yin CAP (Haganun B komnnekTti Biotin CAPture Kit, cepia S #28-9202-34 GE)
BCTaHOBUIM B cuctemy BlAcore B4000, HopmanisyBanu i aapecyBanu rigpoanHamiuyHUM crnocobom,
BiANOBIAHO A0 IHCTPYKUi BUpoBHUKa. Y nepwomy unkni peareHt CAP (ak nepeabayeHo B KOMMNEKTI)
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OyB agpecoBaHuit Ha Tovkn 1, 2, 4 i 5 3i weuMakicTio notoky10 mkn/xe npotarom 300 ¢. 3axonneHHa
peuenTopiB TpaHcdepuHy moanHu Biabysanoca y Toudi 1 (peuenTop TpaHCHEPUHY NOAUHK-
GioTMHINbOBaHMIA) Ta Touui 5 (peuentop TpaHCEepUHY SABAHCBLKOT MaKaKM-BIOTMHINBbOBAHWUI) 3i
LBMAKICTIO NOTOKY 10 MKN/XB Ta TpuBanicTio koHTakTy 30 ¢. Peuentopu po3baBnsinu A0 KOHUeHTpauii
50 HM npotoyHum Oydepom (1xPCB #28995084,GE Healthcare, gonosHeHun 0,25 M NaCl).
AHTUTINA iHXEKTYBann y BCi NOTOKOBI KOMIPKU SIK pag cepiriHmx po3seaeHb 100 HM, 50 HM, 25 HM Ta 0
HM npotarom 180 ¢ Ha weKaKocTi NoToky 30 MKkn/xB. Yac aucouiauii BctaHosunu Ha 300 c. YBecb
KOMMNeKkc pereHepyeanu 3 dina CAP po3unHoM pereHepauii 3 HaGopy Biotin CAPture Kit (120 ¢ Ha
wBeuakocTi noToky 10 MKN/XB). [Ns KOHTPOMO aKkTUBHOT KOHUEHTpauil 6inka apyrui LUMKN NpoBenu y
TouUi 5 3 BUKopuctaHHsM 6ioTuHinboBaHoro Ginka A (Ne P2165-2MG, Sigma) 3i weuakictio notoky 10
MKN/xB Ta Tpusanictio koHTakty 30 c¢. Touyka 1 y UbOMY KOHTPONbHOMY UMKMi 3anuwanacsa
NMOpPOXHbOKW. AHTUTINA | pereHepaudiloc nNpoBoAUNKM Tak camo, 9K i B uukni 1. Ona obpaxyHky
peneBaHTHUX KIHETUYMHUX [aHUX BUKOPUCTOBYBanuW nporpamHe 3abesneyeHHs BlAcore B4000
Evaluation Software. Oucoujadiio 3 peuentopa TpaHChepUHy NIOAUHM BU3HaYanu i3 3acTocyBaHHAM
3rnagxxysaHHsa gucodiauii 1:1.

NEPENIK MOCNIAOBHOCTEN
<110> F. Hoffmann-La Roche AG

<120> AHTUTUIA 0O PELIEMTOPA TPAHC®EPWHY 31 CMEUIAIIBHO MIAIBPAHOIO
ADIHHICTIO

<130> P32937

<150> EP15173508.1
<151> 2015-06-24

<150> EP15176084.0
<151> 2015-07-09

<160> 97

<170> Patentin Bepcii 3.5

<210> 1

<211> 122

<212> PRT

<213> Oryctolagus cuniculus

<400> 1

Gin Ser Met Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Gly
50 55 60

Arg Phe Thr lle Ser Lys Thr Ser Thr Thr Val Asp Leu Lys lle Thr
65 70 75 80
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Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg Arg Tyr
85 90 95

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp Pro Trp
100 105 110

Gly Pro Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 2

<211> 122

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> mAb go TfR 567 VH (=rymaHizoBaHe 299 VH_0CHOBHUI)

<400> 2
Gin Ser Met Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Gly
50 55 60

Arg Phe Thr lle Ser Lys Thr Ser Thr Thr Val Asp Leu Lys lle Thr
65 70 75 80

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg Arg Tyr
85 90 95

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp Pro Trp
100 105 110

Gly Pro Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 3

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb
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<220>
<223> 299-001 VH BapiaHT rymaHisauii

<400> 3

Val GIn Leu Val Glu Thr Gly Gly Gly Leu lle Gin Pro Gly Gly Ser
1 5 10 15

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys Gly
50 55 60

Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gin
65 70 75 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 4

<211> 125

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-002 VH BapiaHT rymaHisauii

<400> 4
Glu Val GIn Leu Val Glu Thr Gly Gly Gly Leu lle Gin Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Leu Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
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Gly Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu
65 70 75 80

GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe
100 105 110

Asp Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120 125

<210> 5

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-005 VH BapiaHT rymaHisauii

<400> 5
Gin Ser Met Glu Glu Thr Gly Gly Gly Leu lle GIn Pro Gly Gly Ser
1 5 10 15

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys Gly
50 55 60

Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gin
65 70 75 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly Pro Gly Thr Leu Val Thr Val Ser Ser
115 120
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<210> 6

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-006 VH BapiaHT rymaHisauii

<400> 6
GIn GIn Leu Val Glu Thr Gly Gly Gly Leu lle Gin Pro Gly Gly Ser
1 5 10 15

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys Gly
50 55 60

Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gin
65 70 75 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 7

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-007 VH BapiaHT rymaHisauii_DANG

<400> 7
GIn GIn Leu Val Glu Thr Gly Gly Gly Leu lle Gin Pro Gly Gly Ser
1 5 10 15

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30
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Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Gly
50 55 60

Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gin
65 70 75 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 8

<211> 122

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-008 VH BapiaHT rymaHisauii

<400> 8
GIn GIn Leu Val Glu Thr Gly Gly Gly Leu lle Gin Pro Gly Gly Ser
1 5 10 15

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Gly
50 55 60

Arg Phe Thr lle Ser Lys Thr Ser Thr Thr Leu Tyr Leu Gin Met Asn
65 70 75 80

Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Arg Tyr
85 90 95
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Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp Pro Trp
100 105 110

Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 9

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-009 VH BapiaHT rymaHisauii_DANG

<400> 9
GIn GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly Ser
1 5 10 15

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys Gly
50 55 60

Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gin
65 70 75 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Lys
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 10

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-009 VH BapiaHT rymaHisauii_DASG

<400> 10
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GIn GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly Ser
1 5 10 15

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys Gly
50 55 60

Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu GIn
65 70 75 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Lys
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Ser Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 11

<211> 124

<212> PRT

<213> LUTy4yHa nocnigoBHICTb

<220>
<223> 299-009 VH BapiaHT rymaHisauii_DAQG

<400> 11
GIn GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly Ser
1 5 10 15

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys Gly
50 55 60

Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gin
65 70 75 80
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Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Lys
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala GiIn Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 12

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-011 VH BapiaHT rymaHisauii

<400> 12
GIn GIn Leu Leu Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly Ser
1 5 10 15

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys Gly
50 55 60

Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gin
65 70 75 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 13

<211> 125

<212> PRT

<213> LUry4yHa nocnigoBHICTb
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<220>
<223> 299-012 VH BapiaHT rymaHisauii

<400> 13

GIn Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr
20 25 30

Ala Met Ser Trp lle Arg Gin Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn GIn Phe Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe
100 105 110

Asp Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120 125

<210> 14

<211> 125

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-013 VH BapiaHT rymaHisauii

<400> 14
GIn Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr
20 25 30

Ala Met Ser Trp lle Arg Gin Pro Pro Gly Lys Gly Leu Glu Trp lle
35 40 45
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Gly Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Asn Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn Gin Val Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe
100 105 110

Asp Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120 125

<210> 15

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-015 VH BapiaHT rymaHisauii

<400> 15
Gin GIn Leu GiIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu Thr
1 5 10 15

Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Asn Pro Ser Leu Lys Ser
50 55 60

Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn Gin Val Ser Leu Lys
65 70 75 80

Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120
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<210> 16

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-016 VH BapiaHT rymaHisauii

<400> 16

Gin GIn Leu GiIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu Thr
1 5 10 15

Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Asn Pro Ser Leu Lys Ser
50 55 60

Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn Gin Val Ser Leu Lys
65 70 75 80

Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly Pro Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 17

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-017 VH BapiaHT rymaHisauii

<400> 17
Gin GIn Leu GiIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu Thr
1 5 10 15

Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30
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Met Ser Trp Val Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Asn Pro Ser Leu Lys Ser
50 55 60

Arg Val Thr lle Ser Lys Asp Thr Ser Lys Asn GiIn Val Ser Leu Lys
65 70 75 80

Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly Pro Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 18

<211> 125

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-018 VH BapiaHT rymaHisauii

<400> 18
GIn Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gin
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr
20 25 30

Ala Met Ser Trp lle Arg Gin His Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Pro Ser Leu Lys
50 55 60

Ser Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn GIn Phe Ser Leu
65 70 75 80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95
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Arg Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe
100 105 110

Asp Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120 125

<210> 19

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-019 VH BapiaHT rymaHisauii

<400> 19

Gin Ser Met Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser GIn Thr
1 5 10 15

Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp lle Arg Gin His Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Pro Ser Leu Lys Ser
50 55 60

Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn Gin Phe Ser Leu Lys
65 70 75 80

Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 20

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-020 VH BapiaHT rymaHisauii

<400> 20
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Gin Ser Met Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser GIn Thr
1 5 10 15

Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp lle Arg Gin His Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Pro Ser Leu Lys Ser
50 55 60

Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn Gin Val Ser Leu Lys
65 70 75 80

Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 21

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-021 VH BapiaHT rymaHisauii

<400> 21
Gin Ser Met Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser GIn Thr
1 5 10 15

Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp lle Arg Gin His Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Ser
50 55 60

Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn Gin Val Ser Leu Lys
65 70 75 80
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Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 22

<211> 124

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-022 VH BapiaHT rymaHisauii

<400> 22
Gin Ser Met Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser GIn Thr
1 5 10 15

Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp Val Arg Gin His Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Ser
50 55 60

Arg Val Thr lle Ser Val Asp Thr Ser Lys Asn Gin Val Ser Leu Lys
65 70 75 80

Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 23

<211> 122

<212> PRT

<213> LUry4Ha nocnigoBHICTb
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<220>
<223> 299-023 VH BapiaHT rymaHisauii_DANG

<400> 23
Gin Ser Met Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser GIn Thr
1 5 10 15

Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp lle Arg Gin His Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Ser
50 55 60

Arg Val Thr lle Ser Lys Thr Ser Thr Thr Val Ser Leu Lys Leu Ser
65 70 75 80

Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg Arg Tyr
85 90 95

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp Pro Trp
100 105 110

Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 24

<211> 122

<212> PRT

<213> LUTty4yHa nocnigoBHICTb

<220>
<223> 299-023 VH BapiaHT rymaHisauii_DASG

<400> 24
Gin Ser Met Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser GIn Thr
1 5 10 15

Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp lle Arg Gin His Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45
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Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Ser
50 55 60

Arg Val Thr lle Ser Lys Thr Ser Thr Thr Val Ser Leu Lys Leu Ser
65 70 75 80

Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg Arg Tyr
85 90 95

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Ser Gly Phe Asp Pro Trp
100 105 110

Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 25

<211> 122

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-023 VH BapiaHT rymaHisauii_DAQG

<400> 25
Gin Ser Met Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser GIn Thr
1 5 10 15

Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala
20 25 30

Met Ser Trp lle Arg GIn His Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Ser
50 55 60

Arg Val Thr lle Ser Lys Thr Ser Thr Thr Val Ser Leu Lys Leu Ser
65 70 75 80

Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg Arg Tyr
85 90 95

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Gin Gly Phe Asp Pro Trp
100 105 110

Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120
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<210> 26

<211> 110

<212> PRT

<213> Oryctolagus cuniculus

<400> 26
Ala Tyr Asp Met Thr Gin Thr Pro Ala Ser Val Glu Val Ala Val Gly
1 5 10 15

Gly Thr Val Thr lle Lys Cys GIn Ala Ser GIn Ser lle Ser Ser Tyr
20 25 30

Leu Ser Trp Tyr GiIn GIn Lys Pro Gly Gin Arg Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Ser Ser Arg Phe Lys Gly
50 55 60

Ser Gly Ser Gly Thr Gin Phe Thr Leu Thr lle Ser Gly Val Glu Cys
65 70 75 80

Ala Asp Ala Ala Thr Tyr Tyr Cys Gin GIn Cys Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Glu Val Val Val Lys
100 105 110

<210> 27

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> mAb po TfR 567 VL (=rymaHizoeaHe 299 VL_0OCHOBHWIA)

<400> 27

Ala Tyr Asp Met Thr Gin Thr Pro Ala Ser Val Glu Val Ala Val Gly
1 5 10 15

Gly Thr Val Thr lle Lys Cys Gin Ala Ser GIn Ser lle Ser Ser Tyr
20 25 30

Leu Ser Trp Tyr GiIn GIn Lys Pro Gly Gin Arg Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Ser Ser Arg Phe Lys Gly
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50 55 60

Ser Gly Ser Gly Thr Gin Phe Thr Leu Thr lle Ser Gly Val Glu Ser
65 70 75 80

Ala Asp Ala Ala Thr Tyr Tyr Cys Gin GIn Ser Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Glu Val Val Val Lys
100 105 110

<210> 28

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 567 VL BapiaHT rymaHisauii_PNYA

<400> 28

Ala Tyr Asp Met Thr Gin Thr Pro Ala Ser Val Glu Val Ala Val Gly
1 5 10 15

Gly Thr Val Thr lle Lys Cys Gin Ala Ser GIn Ser lle Ser Ser Tyr
20 25 30

Leu Ser Trp Tyr GiIn GIn Lys Pro Gly Gin Arg Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Ser Ser Arg Phe Lys Gly
50 55 60

Ser Gly Ser Gly Thr Gin Phe Thr Leu Thr lle Ser Gly Val Glu Pro
65 70 75 80

Ala Asp Ala Ala Thr Tyr Tyr Cys Gin GIn Asn Tyr Ala Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Glu Val Val Val Lys
100 105 110

<210> 29

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-001 VL BapiaHT rymarisauii
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<400> 29
Asp lle GIn Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr GIn Gin Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Ser Leu Gin Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GiIn Ser Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 30

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-002 VL BapiaHT rymaHisauii_SYS

<400> 30
Asp lle GIn Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr GIn Gin Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80
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Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GiIn Ser Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 31

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-003 VL BapiaHT rymarisauii

<400> 31

Ala Tyr GIn Met Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr GIn Gin Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GiIn Ser Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 32

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-004 VL BapiaHT rymaHisadi

<400> 32

Ala Tyr GIn Met Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
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Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ser Trp Tyr Gin GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GiIn Ser Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 33

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-005 VL BapiaHT rymaHisadi

<400> 33

Asp lle GIn Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ser Trp Tyr Gin GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GiIn Ser Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
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100 105 110

<210> 34

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-006 VL BapiaHT rymaHisavji_SYS

<400> 34
Ala lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ser Trp Tyr Gin GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GiIn Ser Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 35

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-007 VL BapiaHT rymaHisauji

<400> 35

Ala lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
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35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GiIn Ser Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 36

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-008 VL BapiaHT rymaHisauii

<400> 36
Ala Tyr GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ser Trp Tyr Gin GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GiIn Ser Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 37
<211> 110
<212> PRT
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<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-009 VL BapiaHT rymanisauii_NYA

<400> 37
Ala lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GiIn Asn Tyr Ala Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 38

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-009 VL sapiaHT rymaHisauii_SYA

<400> 38
Ala lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
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Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GiIn Ser Tyr Ala Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 39

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-009 VL BapiaHT rymaHisauii_NYS

<400> 39
Ala lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn Gin Asn Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 40

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-009 VL BapiaHT rymaHisauii_GYS

<400> 40
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Ala lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Gly Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 41

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-009 VL sapiaHT rymaHisauii_CYS

<400> 41

Ala lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn Gin Cys Tyr Ser Ser Ser Asn
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85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 42

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-010 VL BapiaHT rymaHisauii

<400> 42
Asp lle GIn Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ser Trp Tyr Gin GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Arg Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GiIn Ser Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 43

<211> 110

<212> PRT

<213> LUry4yHa nocnigoBHICTb

<220>
<223> 299-012 VL sapiaHT rymaHisauii_HYS

<400> 43

Asp lle GIn Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
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20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Arg Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn Gin His Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 44

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-014 VL sapiaHT rymaHisauji

<400> 44
Asp lle Val Met Thr Gin Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr lle Asn Cys Lys Ser Ser GIn Ser lle Ser Ser Tyr
20 25 30

Leu Ser Trp Tyr GiIn GIn Lys Pro Gly Gin Arg Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu GIn Ala
65 70 75 80

Glu Asp Val Ala Val Tyr Tyr Cys GIn GIn Ser Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110
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<210> 45

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-015 VL BapiaHT rymaHisauii_AYS

<400> 45
Asp lle Val Met Thr Gin Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr lle Asn Cys Lys Ser Ser GIn Ser lle Ser Ser Tyr
20 25 30

Leu lle Trp Tyr Gin GIn Lys Pro Gly GIn Pro Pro Lys Leu Leu lle
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu GIn Ala
65 70 75 80

Glu Asp Val Ala Val Tyr Tyr Cys GIn GIn Ala Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 46

<211> 110

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-017 VL BapiaHT rymaHisauii_TYS

<400> 46
Ala lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Gin Ser lle Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45
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Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn Gin Thr Tyr Ser Ser Ser Asn
85 90 95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 47

<211> 119

<212> PRT

<213> Mus musculus

<400> 47

Glu Val GIn Leu GIn GIn Ser Gly Ala Val Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Leu Ser Cys Pro Ala Ser Gly Phe Asn lle Lys Asp Thr
20 25 30

Tyr lle His Trp Val lle Gin Arg Pro Glu Gin Gly Leu Glu Trp lle
35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asp Thr Lys Cys Asp Pro Lys Phe
50 55 60

Gin Val Lys Ala Thr lle Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr
65 70 75 80

Leu GIn Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95

Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Leu Thr Val Ser Ser
115

<210> 48

<211> 119

<212> PRT

<213> LUry4Ha nocnigoBHICTb
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<220>
<223> 494 VH BapiaHT D52A

<400> 48
Glu Val GIn Leu GIn GIn Ser Gly Ala Val Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Leu Ser Cys Pro Ala Ser Gly Phe Asn lle Lys Asp Thr
20 25 30

Tyr lle His Trp Val lle Gin Arg Pro Glu Gin Gly Leu Glu Trp lle
35 40 45

Gly Arg lle Ala Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

Gin Val Lys Ala Thr lle Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr
65 70 75 80

Leu GIn Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95

Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Leu Thr Val Ser Ser
115

<210> 49

<211> 119

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 494 VH BapiaHT D52L

<400> 49
Glu Val GIn Leu GIn GIn Ser Gly Ala Val Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Leu Ser Cys Pro Ala Ser Gly Phe Asn lle Lys Asp Thr
20 25 30

Tyr lle His Trp Val lle Gin Arg Pro Glu Gin Gly Leu Glu Trp lle
35 40 45
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Gly Arg lle Leu Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

Gin Val Lys Ala Thr lle Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr
65 70 75 80

Leu GIn Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95

Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Leu Thr Val Ser Ser
115

<210> 50

<211> 119

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 494 VH BapiaHTt D31G

<400> 50
Glu Val GIn Leu GIn GIn Ser Gly Ala Val Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Leu Ser Cys Pro Ala Ser Gly Phe Asn lle Lys Gly Thr
20 25 30

Tyr lle His Trp Val lle Gin Arg Pro Glu Gin Gly Leu Glu Trp lle
35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

Gin Val Lys Ala Thr lle Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr
65 70 75 80

Leu GIn Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95

Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Leu Thr Val Ser Ser
115
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<210> 51

<211> 119

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 494 VH BapiaHT L101A

<400> 51
Glu Val GIn Leu GIn GIn Ser Gly Ala Val Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Leu Ser Cys Pro Ala Ser Gly Phe Asn lle Lys Asp Thr
20 25 30

Tyr lle His Trp Val lle Gin Arg Pro Glu Gin Gly Leu Glu Trp lle
35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

Gin Val Lys Ala Thr lle Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr
65 70 75 80

Leu GIn Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95

Val Arg Asp Tyr Ala Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Leu Thr Val Ser Ser
115

<210> B2

<211> 119

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 494-001 VH BapiaHT rymaHisauii

<400> 52
GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn lle Lys Asp Thr
20 25 30

99



10

15

20

25

30

35

40

45

50

55

60

UA 123053 C2

Tyr lle His Trp Val lle Gin Ala Pro Gly Gin Gly Leu Glu Trp Met
35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

Gin Val Arg Val Thr lle Thr Ala Asp Thr Ser Thr Ser Thr Val Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Val Thr Val Ser Ser
115

<210> 53

<211> 119

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 494-002 VH BapiaHT rymaHisauii

<400> 53
GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn lle Lys Asp Thr
20 25 30

Tyr lle His Trp Val lle GIn Ala Pro Gly Gin Gly Leu Glu Trp Met
35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asp Thr Lys Ser Ala Pro Lys Phe
50 55 60

Gin Val Arg Val Thr lle Thr Ala Asp Thr Ser Thr Ser Thr Val Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
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Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Val Thr Val Ser Ser
115

<210> 54

<211> 119

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 494-003 VH BapiaHT rymaHisauii

<400> 54

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn lle Lys Asp Thr
20 25 30

Tyr lle His Trp Val lle GIn Ala Pro Gly Gin Gly Leu Glu Trp Met
35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

Gin Gly Arg Val Thr lle Thr Ala Asp Thr Ser Thr Ser Thr Val Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Val Thr Val Ser Ser
115

<210> 55

<211> 119

<212> PRT

<213> LUTy4Ha nocnigoBHICTb

<220>
<223> 494-004 VH BapiaHT rymaHisauii

<400> 55
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GlIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn lle Lys Asp Thr
20 25 30

Tyr lle His Trp Val lle Gin Ala Pro Gly Gin Gly Leu Glu Trp Met
35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

Gin Gly Arg Val Thr lle Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Val Thr Val Ser Ser
115

<210> 56

<211> 119

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 494-005 VH BapiaHT rymaHisauii

<400> 56
GlIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn lle Lys Asp Thr
20 25 30

Tyr lle His Trp Val lle Gin Arg Pro Gly Gin Gly Leu Glu Trp Met
35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

Gin Gly Arg Val Thr lle Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
65 70 75 80
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Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Val Thr Val Ser Ser
115

<210> 57

<211> 119

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 494-006 VH BapiaHT rymaHisauii

<400> 57
GIn Val GIn Leu GIn Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Asn lle Lys Asp Thr
20 25 30

Tyr lle His Trp Val lle Gin Arg Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Ser Leu
50 55 60

Gin Ser Arg Val Thr lle Ser Ala Asp Thr Ser Lys Asn Gin Ala Ser
65 70 75 80

Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Val Thr Val Ser Ser
115

<210> 58

<211> 119

<212> PRT

<213> LUry4Ha nocnigoBHICTb
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<220>
<223> 494-007 VH BapiaHT rymaHisauii

<400> 58
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Asn lle Lys Asp Thr
20 25 30

Tyr lle His Trp Val lle GIn Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Ser Val
50 55 60

Gin Val Arg Ala Thr lle Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gin Gly
100 105 110

Thr Thr Val Thr Val Ser Ser
115

<210> 59

<211> 107

<212> PRT

<213> Mus musculus

<400> 59
Lys lle Val Met Thr GIn Ser Pro Lys Ser Met Ser Met Ser Val Gly
1 5 10 15

Glu Arg Val Thr Leu Asn Cys Arg Ala Ser Glu Ser Val Asp Thr Tyr
20 25 30

Val Ser Trp Tyr GIn Gin Lys Pro Glu GIn Ser Pro Glu Leu Leu lle
35 40 45

Tyr Gly Ala Ser Asn Arg Tyr Thr Gly Val Pro Asp Arg Phe Thr Gly
50 55 60
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Ser Gly Ser Ala Thr Asp Phe Thr Leu Thr lle Ser Ser Val GIn Ala
65 70 75 80

Glu Asp Leu Ala Asp Tyr Tyr Cys Gly GIn Thr Tyr Asn Tyr Pro Leu
85 90 95

Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys
100 105

<210> 60

<211> 107

<212> PRT

<213> LUry4yHa nocnigoBHICTb

<220>
<223> 494-001 VL BapiaHT rymaHisauji

<400> 60

Lys lle Gin Met Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Glu Ser Val Asp Thr Tyr
20 25 30

Val Ser Trp Tyr GIn Gin Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45

Tyr Gly Ala Ser Asn Arg Tyr Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Phe Ala Asp Tyr Tyr Cys Gly GIn Thr Tyr Asn Tyr Pro Leu
85 90 95

Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys
100 105

<210> 61

<211> 107

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 494-002 VL sapiaHT rymaHisauji

<400> 61
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Lys lle Val Leu Thr GIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Thr Tyr
20 25 30

Val Ser Trp Tyr GIn Gin Lys Pro Gly GIn Ala Pro Arg Leu Leu lle
35 40 45

Tyr Gly Ala Ser Asn Arg Tyr Thr Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Arg Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Asp Tyr Tyr Cys Gly GIn Thr Tyr Asn Tyr Pro Leu
85 90 95

Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys
100 105

<210> 62

<211> 107

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 494-003 VL BapiaHT rymaHisauji

<400> 62

Glu lle Val Leu Thr Gin Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Thr Tyr
20 25 30

Val Ser Trp Tyr GIn Gin Lys Pro Gly GIn Ala Pro Arg Leu Leu lle
35 40 45

Tyr Gly Ala Ser Asn Arg Tyr Thr Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Arg Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Asp Tyr Tyr Cys Gly GIn Thr Tyr Asn Tyr Pro Leu
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85 90 95

Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys
100 105

<210> 63

<211> 107

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 494-004 VL BapiaHT rymaHisauji

<400> 63
Lys lle Val Leu Thr GIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Thr Tyr
20 25 30

Val Ser Trp Tyr GIn Gin Lys Pro Gly GIn Ala Pro Arg Leu Leu lle
35 40 45

Tyr Gly Ala Ser Asn Arg Tyr Thr Gly lle Pro Asp Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Arg Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Asp Tyr Tyr Cys Gly GIn Thr Tyr Asn Tyr Pro Leu
85 90 95

Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys
100 105

<210> 64

<211> 118

<212> PRT

<213> Mus musculus

<400> 64
GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30
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Thr Met Asn Trp Val Arg Gin Ala Pro Gly Gin Gly Leu Glu Trp Met
35 40 45

Gly Arg lle Asn Pro His Asn Gly Gly Thr Asp Tyr Ala Gin Lys Phe
50 55 60

Gin Gly Arg Val Thr Met Thr Arg Asp Thr Ser lle Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Gly Tyr Tyr Tyr Tyr Ser Leu Asp Tyr Trp Gly Gin Gly Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 65

<211> 106

<212> PRT

<213> Mus musculus
<400> 65

Asp lle GIn Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Arg Ala Ser Ser Ser lle Arg Tyr lle
20 25 30

His Trp Tyr Gin GIn Lys Pro Gly Lys Ala Pro Lys Arg Leu lle Tyr
35 40 45

Asp Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60

Gly Ser Gly Thr Glu Phe Thr Leu Thr lle Ser Ser Leu Gin Pro Glu
65 70 75 80

Asp Phe Ala Thr Tyr Tyr Cys His GIn Arg Asn Ser Tyr Pro Trp Thr
85 90 95

Phe Gly GIn Gly Thr Arg Leu Glu lle Lys
100 105

<210> 66
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<211> 7
<212> PRT
<213> Oryctolagus cuniculus

<400> 66

Gly Phe Ser Leu Ser Ser Tyr
1 5

<210> 67

<211> 5

<212> PRT

<213> Oryctolagus cuniculus

<400> 67

Ser Tyr Ala Met Ser
1 5

<210> 68

<211> 5

<212> PRT

<213> Oryctolagus cuniculus

<400> 68

Trp Ser Gly Gly Ser
1 5

<210> 69

<211> 16

<212> PRT

<213> Oryctolagus cuniculus

<400> 69

Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Gly
1 5 10 15

<210> 70

<211> 16

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-000 HVR-H2 Kabat G65S

<400> 70
Tyr lle Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Ser
1 5 10 15

<210> 71
<211> 17
<212> PRT
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<213> Oryctolagus cuniculus
<400> 71

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
1 5 10 15

Pro

<210> 72

<211> 17

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-000 HVR-H3 DASG

<400> 72
Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Ser Gly Phe Asp
1 5 10 15

Pro

<210> 73

<211> 17

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-000 HVR-H3 DAQG

<400> 73
Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala GiIn Gly Phe Asp
1 5 10 15

Pro

<210> 74

<211> 11

<212> PRT

<213> Oryctolagus cuniculus
<400> 74

GlIn Ala Ser GIn Ser lle Ser Ser Tyr Leu Ser
1 5 10

<210> 75
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<211> 11
<212> PRT
<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-000 HVR-L1 RAA

<400> 75

Arg Ala Ser GIn Ser lle Ser Ser Tyr Leu Ala
1 5 10

<210> 76

<211> 7

<212> PRT

<213> Oryctolagus cuniculus

<400> 76

Arg Ala Ser Thr Leu Ala Ser
1 5

<210> 77

<211> 12

<212> PRT

<213> Oryctolagus cuniculus

<400> 77

GIn GIn Cys Tyr Ser Ser Ser Asn Val Asp Asn Thr
1 5 10

<210> 78

<211> 12

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> 299-000 HVR-L3 NYA

<400> 78

Gin GIn Asn Tyr Ala Ser Ser Asn Val Asp Asn Thr
1 5 10

<210> 79

<211> 119

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> VH antutina go CD20

<400> 79

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
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1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Tyr Ser
20 25 30

Trp lle Asn Trp Val Arg Gin Ala Pro Gly Gin Gly Leu Glu Trp Met
35 40 45

Gly Arg lle Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe
50 55 60

Lys Gly Arg Val Thr lle Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly GIn Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

<210> 80

<211> 112

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> VL aHTutina po CD20

<400> 80
Asp lle Val Met Thr Gin Thr Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15

Glu Pro Ala Ser lle Ser Cys Arg Ser Ser Lys Ser Leu Leu His Ser
20 25 30

Asn Gly lle Thr Tyr Leu Tyr Trp Tyr Leu Gin Lys Pro Gly Gin Ser
35 40 45

Pro Gin Leu Leu lle Tyr GIn Met Ser Asn Leu Val Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys lle
65 70 75 80
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Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Ala GIn Asn
85 90 95

Leu Glu Leu Pro Tyr Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
100 105 110

<210> 81

<211> 126

<212> PRT

<213> Homo sapiens

<400> 81
GlIn Val Glu Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ala lle Asn Ala Ser Gly Thr Arg Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr
100 105 110

Phe Asp Val Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120 125

<210> 82

<211> 108

<212> PRT

<213> Homo sapiens
<400> 82

Asp lle Val Leu Thr Gin Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser GIn Ser Val Ser Ser Ser
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20 25 30

Tyr Leu Ala Trp Tyr Gin GIn Lys Pro Gly Gin Ala Pro Arg Leu Leu
35 40 45

lle Tyr Gly Ala Ser Ser Arg Ala Thr Gly Val Pro Ala Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Leu GIn lle Tyr Asn Met Pro
85 90 95

lle Thr Phe Gly Gin Gly Thr Lys Val Glu lle Lys
100 105

<210> 83

<211> 116

<212> PRT

<213> LUry4yHa nocnigoBHICTb

<220>
<223> rymaHizoBaHe aHTUTINoO go anbca-cuHykneiny 94 VH

<400> 83
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr
20 25 30

Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Ser lle Ser Ser Gly Gly Gly Ser Thr Tyr Tyr Pro Asp Asn Val
50 55 60

Lys Gly Arg Phe Thr lle Ser Arg Asp Asp Ala Lys Asn Ser Leu Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Gly Gly Ala Gly lle Asp Tyr Trp Gly Gin Gly Thr Leu Val
100 105 110

114



10

15

20

25

30

35

40

45

50

55

60

UA 123053 C2

Thr Val Ser Ser
115

<210> 84

<211> 113

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> rymaHizoBaHe aHTUTINO Ao anbca-cuHykneiny 94 VL

<400> 84
Asp lle GIn Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Lys Ser lle GIn Thr Leu Leu Tyr Ser
20 25 30

Ser Asn Gin Lys Asn Tyr Leu Ala Trp Phe Gin GIn Lys Pro Gly Lys
35 40 45

Ala Pro Lys Leu Leu lle Tyr Trp Ala Ser lle Arg Lys Ser Gly Val
50 55 60

Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

lle Ser Ser Leu GIn Pro Glu Asp Leu Ala Thr Tyr Tyr Cys Gin GIn
85 90 95

Tyr Tyr Ser Tyr Pro Leu Thr Phe Gly Gly Gly Thr Lys Leu Glu lle
100 105 110

Lys

<210> 85

<211> 115

<212> PRT

<213> Mus musculus

<400> 85
Gin Val GIn Leu GIn GIn Ser Gly Ala Glu Leu Ala Lys Pro Gly Thr
1 5 10 15

Ser Val GIn Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30
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Trp Met Asn Trp lle Lys Ala Arg Pro Gly Gin Gly Leu Glu Trp lle
35 40 45

Gly Ala Thr Asn Pro Asn Asn Gly Tyr Thr Asp Tyr Asn Gin Arg Phe
50 55 60

Lys Asp Lys Ala lle Leu Thr Ala Asp Lys Ser Ser Asn Thr Ala Tyr
65 70 75 80

Met His Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys
85 90 95

Ala Ser Gly Gly His Leu Ala Tyr Trp Gly GIn Gly Thr Val Val Thr
100 105 110

Val Ser Ala
115

<210> 86

<211> 112

<212> PRT

<213> Mus musculus

<400> 86
Asp Val Val Met Thr Gin lle Pro Leu Tyr Leu Ser Val Ser Pro Gly
1 5 10 15

Asp GIn Ala Ser lle Ser Cys Arg Ser Ser Gin Ser Leu Phe His Ser
20 25 30

Lys Gly Asn Thr Tyr Leu His Trp Tyr Leu GIn Lys Pro Gly GIn Ser
35 40 45

Pro Lys Leu Leu lle Asn Arg Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys lle
65 70 75 80

Ser Gly Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser
85 90 95

Ala His Val Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu lle Arg
100 105 110
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<210> 87

<211> 115

<212> PRT

<213> Mus musculus

<400> 87
Val GIn Leu GIn GIn Ser Gly Pro Glu Leu Val Lys Pro Gly Thr Ser
1 5 10 15

Val Lys lle Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Ser Tyr Tyr
20 25 30

lle His Trp Val Lys GiIn Ser Pro Gly GIn Gly Leu Glu Trp lle Gly
35 40 45

Trp lle Tyr Pro Gly Ser Gly Asn Thr Lys Tyr Ser Glu Lys Phe Lys
50 55 60

Gly Lys Ala Thr Leu Thr Ala Asp Thr Ser Ser Ser Thr Ala Tyr Met
65 70 75 80

GlIn Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys Ala
85 90 95

Arg Asp Gly Cys Tyr Gly Phe Ala Tyr Trp Gly GIn Gly Thr Leu Val
100 105 110

Thr Val Ser
115

<210> 88

<211> 111

<212> PRT

<213> Mus musculus

<400> 88

Asp lle Val Leu Thr Gin Ser Pro Ala Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Gin Arg Ala Thr lle Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
20 25 30

Gly Asp Ser Tyr Met Asn Trp Tyr Gln GIn Lys Pro Gly Gin Pro Pro
35 40 45

Lys Phe Leu lle Cys Ala Ala Ser Asn Leu Glu Ser Gly lle Pro Ala
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50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Asn lle His
65 70 75 80

Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Ser Asn
85 90 95

Glu Asp Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu lle Lys
100 105 110

<210> 89

<211> 115

<212> PRT

<213> Oryctolagus cuniculus

<400> 89

Gin Ser Val Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr Val Ser Gly Phe Ser lle Asn Ser Tyr Ala
20 25 30

Met lle Trp Val Arg GIn Ala Pro Gly Glu Gly Leu Glu Trp lle Gly
35 40 45

Val lle Tyr Pro Ser Gly Asn Thr Tyr Tyr Ala Asn Trp Ala Lys Gly
50 55 60

Arg Phe Thr Val Ser Arg Thr Ser Thr Thr Val Asp Leu Lys lle Thr
65 70 75 80

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg Arg Asp
85 90 95

Gly Thr Asp Lys Thr Phe Asn lle Trp Gly Pro Gly Thr Leu Val Thr
100 105 110

Val Ser Leu
115

<210> 90

<211> 112

<212> PRT

<213> Oryctolagus cuniculus

<400> 90
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GIn Val Leu Thr Gin Thr Pro Ser Pro Val Ser Ala Ala Val Gly Gly
1 5 10 15

Thr Val Thr lle Asn Cys Gin Ala Ser GIn Asn Val Tyr Gly Asp Asn
20 25 30

Tyr Leu Ala Trp Tyr Gin GIn Lys Pro Gly GIn Pro Pro Lys Leu Leu
35 40 45

lle Tyr Glu Ala Ser Lys Leu Ala Ser Gly Val Pro Pro Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr GIn Phe Thr Leu Thr lle Ser Asp Val Gin
65 70 75 80

Cys Asp Asp Ala Ala Thr Tyr Tyr Cys GIn Gly Glu Phe Leu Cys Thr
85 90 95

Thr Ser Asp Cys Phe Thr Phe Gly Gly Gly Thr Gly Val Val Val Arg
100 105 110

<210> 91

<211> 119

<212> PRT

<213> Oryctolagus cuniculus

<400> 91
Gin Ser Val Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr Val Ser Gly lle Asp Leu Ser Arg Tyr Ala
20 25 30

Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp lle Gly
35 40 45

Val lle Asn Ser Ser Gly Ala Thr Tyr Tyr Ala Ser Trp Ala Lys Gly
50 55 60

Arg Phe Thr lle Ser Glu Thr Ser Thr Thr Val Glu Leu Lys lle Thr
65 70 75 80

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg Trp Thr
85 90 95
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Tyr Asp Asp Tyr Gly Asp Phe GIn Gly Phe Asn lle Trp Gly Pro Gly
100 105 110

Thr Leu Val Thr Val Ser Leu
115

<210> 92

<211> 111

<212> PRT

<213> Oryctolagus cuniculus

<400> 92

Ala Val Leu Thr GiIn Thr Pro Ser Pro Val Ser Ala Ala Val Gly Gly
1 5 10 15

Thr Val Thr lle Ser Cys GIn Ser Ser Gin Ser Val Tyr Asn Asn Asn
20 25 30

Asp Leu Ala Trp Tyr GIn Gin Lys Pro Gly GIn Pro Pro Lys Leu Leu
35 40 45

lle Tyr Arg Ala Ser Lys Leu Ala Ser Gly Val Pro Ser Arg Phe Lys
50 55 60

Gly Ser Gly Ser Gly Thr GIn Phe Thr Leu Thr lle Ser Gly Val GIn
65 70 75 80

Cys Asp Asp Ala Ala Thr Tyr Tyr Cys Leu Gly Gly Tyr Asp Asp Asp
85 90 95

Ala Asp Met Gly Ala Phe Gly Gly Gly Thr Glu Val Val Val Lys
100 105 110

<210> 93

<211> 111

<212> PRT

<213> LUry4yHa nocnigoBHICTb

<220>
<223> papiabenbHui AOMEH BaXKKOTO naHuora

<400> 93
Gin Ser Leu Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr Val Ser Gly lle Asp Leu Ser Arg Asp Thr
20 25 30
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Met lle Trp Val Arg GIn Ala Pro Gly Glu Gly Leu Glu Trp lle Gly
35 40 45

Ser lle Tyr Thr Asp Ser Gly Asn Thr Trp Tyr Ala Ser Trp Val Lys
50 55 60

Gly Arg Phe Thr lle Ser Lys Thr Ser Ser Thr Thr Val Asp Leu Arg
65 70 75 80

lle Thr Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg
85 90 95

Asn Phe Ser Val Trp Gly Pro Gly Thr Leu Val Thr Val Ser Leu
100 105 110

<210> 94

<211> 112

<212> PRT

<213> LUry4yHa nocnigoBHICTb

<220>
<223> papiabenbHuiA JOMEH NErkoro naHuwra

<400> 94

GIn Val Leu Thr Gin Thr Pro Ser Pro Val Ser Ala Ala Val Gly Gly
1 5 10 15

Thr Val Thr lle Asn Cys Gin Ala Ser Gin Ser Val Tyr Asn Ser Asp
20 25 30

Arg Leu Ala Trp Phe GIn Gin Met Arg Gly Gin Pro Pro Lys Leu Leu
35 40 45

lle Tyr Asp Val Ser Lys Leu Ala Ser Gly Val Pro Ser Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr GIn Phe Thr Leu Thr lle Ser Asp Val Gin
65 70 75 80

Cys Asp Asp Ala Ala Thr Tyr Tyr Cys Leu Gly Gly Tyr Asp Cys Ser
85 90 95

Ser Ala Glu Cys Asn Val Phe Gly Gly Gly Thr Glu Val Val Val Lys
100 105 110

<210> 95
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<211> 20
<212> PRT
<213> LUry4Ha nocnigoBHICTb

<220>
<223> nenTuaHuin niHkep

<400> 95

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
1 5 10 15

Gly Gly Gly Ser
20

<210> 96

<211> 32

<212> PRT

<213> LUry4Ha nocnigoBHICTb

<220>
<223> nenTuaHuin niHkep

<400> 96
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
1 5 10 15

Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
20 25 30

<210> 97

<211> 536

<212> PRT

<213> Homo sapiens

<400> 97
Met Glu Phe Ser Ser Pro Ser Arg Glu Glu Cys Pro Lys Pro Leu Ser
1 5 10 15

Arg Val Ser lle Met Ala Gly Ser Leu Thr Gly Leu Leu Leu Leu GIn
20 25 30

Ala Val Ser Trp Ala Ser Gly Ala Arg Pro Cys lle Pro Lys Ser Phe
35 40 45

Gly Tyr Ser Ser Val Val Cys Val Cys Asn Ala Thr Tyr Cys Asp Ser
50 55 60

Phe Asp Pro Pro Thr Phe Pro Ala Leu Gly Thr Phe Ser Arg Tyr Glu
65 70 75 80
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Ser Thr Arg Ser Gly Arg Arg Met Glu Leu Ser Met Gly Pro lle Gin
85 90 95

Ala Asn His Thr Gly Thr Gly Leu Leu Leu Thr Leu GIn Pro Glu Gin
100 105 110

Lys Phe GIn Lys Val Lys Gly Phe Gly Gly Ala Met Thr Asp Ala Ala
115 120 125

Ala Leu Asn lle Leu Ala Leu Ser Pro Pro Ala Gln Asn Leu Leu Leu
130 135 140

Lys Ser Tyr Phe Ser Glu Glu Gly lle Gly Tyr Asn lle lle Arg Val
145 150 155 160

Pro Met Ala Ser Cys Asp Phe Ser lle Arg Thr Tyr Thr Tyr Ala Asp
165 170 175

Thr Pro Asp Asp Phe Gin Leu His Asn Phe Ser Leu Pro Glu Glu Asp
180 185 190

Thr Lys Leu Lys lle Pro Leu lle His Arg Ala Leu Gin Leu Ala Gin
195 200 205

Arg Pro Val Ser Leu Leu Ala Ser Pro Trp Thr Ser Pro Thr Trp Leu
210 215 220

Lys Thr Asn Gly Ala Val Asn Gly Lys Gly Ser Leu Lys Gly Gin Pro
225 230 235 240

Gly Asp lle Tyr His Gin Thr Trp Ala Arg Tyr Phe Val Lys Phe Leu
245 250 255

Asp Ala Tyr Ala Glu His Lys Leu GIn Phe Trp Ala Val Thr Ala Glu
260 265 270

Asn Glu Pro Ser Ala Gly Leu Leu Ser Gly Tyr Pro Phe GIn Cys Leu
275 280 285

Gly Phe Thr Pro Glu His GIn Arg Asp Phe lle Ala Arg Asp Leu Gly
290 295 300

Pro Thr Leu Ala Asn Ser Thr His His Asn Val Arg Leu Leu Met Leu
305 310 315 320
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Asp Asp Gin Arg Leu Leu Leu Pro His Trp Ala Lys Val Val Leu Thr
325 330 335

Asp Pro Glu Ala Ala Lys Tyr Val His Gly lle Ala Val His Trp Tyr
340 345 350

Leu Asp Phe Leu Ala Pro Ala Lys Ala Thr Leu Gly Glu Thr His Arg
355 360 365

Leu Phe Pro Asn Thr Met Leu Phe Ala Ser Glu Ala Cys Val Gly Ser
370 375 380

Lys Phe Trp Glu GIn Ser Val Arg Leu Gly Ser Trp Asp Arg Gly Met
385 390 395 400

GIn Tyr Ser His Ser lle lle Thr Asn Leu Leu Tyr His Val Val Gly
405 410 415

Trp Thr Asp Trp Asn Leu Ala Leu Asn Pro Glu Gly Gly Pro Asn Trp
420 425 430

Val Arg Asn Phe Val Asp Ser Pro lle lle Val Asp lle Thr Lys Asp
435 440 445

Thr Phe Tyr Lys GIn Pro Met Phe Tyr His Leu Gly His Phe Ser Lys
450 455 460

Phe lle Pro Glu Gly Ser Gin Arg Val Gly Leu Val Ala Ser Gin Lys
465 470 475 480

Asn Asp Leu Asp Ala Val Ala Leu Met His Pro Asp Gly Ser Ala Val
485 490 495

Val Val Val Leu Asn Arg Ser Ser Lys Asp Val Pro Leu Thr lle Lys
500 505 510

Asp Pro Ala Val Gly Phe Leu Glu Thr lle Ser Pro Gly Tyr Ser lle
515 520 525

His Thr Tyr Leu Trp Arg Arg Gin
530 535
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POPMYJIA BUHAXOLY

1. F'ymaHizoBaHe aHTUTINO, WO cneyndivHo 3B'A3YETLCH 3 PELENTOPOM TpaHCHEPUHY MIOAUHKU, NPU
LUbOMY aHTUTINO BKNIOYaE BapiabenbHUn AOMEH BaXKKOro nadura nocrnigosHocti SEQ ID NO:23, 24
abo 25 Ta BapiabenbHUI AOMEH NErkoro naHutora nocnigoBHocti SEQ ID NO:37.

2. l'ymaHizoBaHe aHTUTINO 3a N. 1, Ae Yy rymaHi3oBaHOro aHTUTINa BUMKHEHA ehbekTopHa (pyHKLiA.

3. l'ymaHnizoBaHe aHTUTINO 3a n. 1 abo 2, Ae rymaHi3oBaHe aHTUTINO crneundivyHO 3B'A3YETLCA 3
peLenTopom TpaHCcEPUHY NMIOAUHN Ta PELENTOPOM TPAHCHEPHHY ABAHCLKOT MaKaku.

4. T'ymaHi3oBaHe aHTWUTINO 3a Oyab-AkuM 3 nn. 1-3, Ae rymaHi3oBaHe aHTWUTINO ABnNsie cobolo
MynbTUCNeUnpiyHe aHTUTINO, WO Mae NpUHANMHI O4HY 3B'A3yBanbHy cneundiyHiCTb 40 peuenTtopa
TpaHcdepuHy NIAWHY | NPUHANMHI 0AHY 3B'A3yBanbHy cneundidHiCTb 40 TepaneBTUYHOT MiLLIEH.

5. TymaHisoBaHe aHTUTINO 3a n. 4, [Ae TrymMaHi3oBaHe aHTUTINO BKNOYae nNepLuni
aHTUreH3B'A3yBanbHU CaWT, WO 3B'A3YETLCHA 3 PeUenTopoM TpaHCAEPUHY NIOAWHKW, | ApYyrui
aHTUreH3B'a3yBanbHUI CanT, WO 3B'A3YETHLCH 3 MO3KOBUM aHTUTEHOM.

6. l'ymaHi3oBaHe aHTUTINO 3a M. 5, A€ MO3KOBMIA aHTUreH BMOpaHuin i3 rpynu, LIO CKNagaeTbcsa 3
Abeta, peuentopa enigepmansHoro dakropa pocty (EGFR), nioacbkoro peuentopa enigepMansHoro
daktopa pocty 2 (HER2), anbda-cuHykneiny, CD20, 6inka-nonepeaHuka aminoigy (APP) Ta
rniokouepebposngasmu.

7. T'ymaHizoBaHe aHTWUTINO 3a Oyab-AkMM 3 nn. 4-6, Ae mynbTUcneuudiYHEe aHTUTINO 3B'A3YETbCA
O0JHOYACHO 3:

[) peuentopom TpaHcdhepuHy niogmHu tTa Abeta abo

Il) peuentopom TpaHcdhepuHy noauHu Ta CD20, abo

[ll) peuenTopoM TpaHCHEPUHY NMIOAMHUN Ta anbda-cuHykneiHom, abo

V) peuentopoM TpaHcdhepuHy noguHmn T1a docdo-tay-6inkom, abo

V) peuenTtopoM TpaHcAEPUHY NIOANHN Ta rMnokoLepebpo3naasoro.

8. lN'ymaHizoBaHe aHTUTINO 3a Gyab-sikum 3 nn. 1-7, A€ rymaHi3oBaHe aHTUTINO € BicneyndidHnm
AHTUTINOM, AKE BKIIOYAE:

[) nepwmin caiT 3B'A3yBaHHSA, WO BKIOYae BapiabenbHUIi JOMEH BAXKOrO naHutora nocnigoBHOCTI
SEQ ID NO:23, 24 a6o 25, Ta BapiabenbHuin AOMEH NErkoro naHuora nocnigosHocti SEQ ID NO:37,
Ta

II) Apyruin carT 3B'A3yBaHHSA, LLIO BKIOYAE:

a) BapiabenbHUin AOMEH Bakkoro nadutora nocnigosHocti SEQ ID NO:81 Ta BapiabenbHuit fomeH
nerkoro naHutora nocnigosHocti SEQ ID NO:82, abo

6) BapiabenbHUN JOMEH BaXKOro naHutora nocnigoHocti SEQ ID NO:83 ta

BapiabenbHun JOMEH nerkoro nadura nocnigosHocti SEQ ID NO:84, a6o

B) BapiabenbHWil AOMEH BaXKKOro naHutora nocnigoBHocti SEQ ID NO:85 Ta

BapiabenbHun JOMEH nerkoro nadura nocnigosHocti SEQ ID NO:86, abo

r) BapiabenbHWUA AOMEH BaXKKOro naHutora nocnigosHocti SEQ ID NO:87 Ta

BapiabenbHun JOMEH nerkoro nadura nocnigosHocti SEQ ID NO:88, abo

r) BapiabenbHun JOMEH BaXKKOro nautora nocnigosHocti SEQ ID NO:91 Ta

BapiabenbHun JOMEH nerkoro nadura nocnigosHocti SEQ ID NO:92, abo

1) BapiabenbHWIit AOMEH BaXKKOro nadutora nocnigosHocti SEQ ID NO:89 ta BapiabenbHuii JOMEH
nerkoro nadutora nocnigosHocti SEQ ID NO:90, abo

€) BapiabenbHUi JOMEH Bakkoro naduwora nocnigosHocti SEQ ID NO:93 ta BapiabenbHun aomeH
nerkoro nadutora nocnigosHocti SEQ ID NO:94, abo

€) BapiabenbHMN OOMEH BaXkKoro nadutora nocnigosHocti SEQ ID NO:79 ta BapiabenbHun aomeH
nerkoro nadutora nocnigosHocti SEQ ID NO:80.

9. N'ymaHisoBaHe aHTUTINO 3a Oyab-AkMM 3 NN. 1-8, A€ rymaHi3oBaHe aHTUTINO €:

a) MOBHOPO3MIPHUM aHTUTINOM nigknacy IgG1 nioguHmn abo

6) NOBHOPO3MipHUM aHTUTINOM nigknacy 1gG4 noguHu, abo

B) MOBHOPO3MIPHMM aHTUTINOM niaknacy IgG1 moanHn 3 myTauiamm L234A, L235A ta P329G, abo

r) MOBHOPO3MIPHUM aHTUTINOM niaknacy lgG4 noauHu 3 mytadiammn S228P, L235E Ta Heob0B'sI3KOBO
P329G, abo

I) MOBHOPO3MIPHUM aHTUTINOM nigknacy lgG1 moanHu 3 mytauiamm L234A, L235A ta P329G B 060ox
BaXKKMX NaHuorax, a Takox mytauiamm T366W i S354C B 0gHOMY 3 BaXkKMX NaHUIOrB Ta MyTtauisMmu
T366S, L368A, Y407V i Y349C y BianoBigHOMY iHLLOMY BaXXKOMy NnaHLto3i, abo

1) NOBHOPO3MIPHUM aHTUTINOM nigknacy 1gG4 nioguHmn 3 mytadiammn S228P, L235E i He060B'A3k0BO
P329G B 060X Ba)KKMX NaHuUorax, a takox myraudiamm T366W i S354C B 04HOMY 3 BaXKKMX JTAHLIOTIB
Ta myTtauiamu T366S, L368A, Y407V i Y349C y BignoBiAHOMY iHLUOMY Ba*KKOMY NaHLIO3I.
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10. FymaHizoBaHe aHTuUTINO 3a Oyab-akum 3 nn. 1-8, Ae rymaHisoBaHe aHTUTINO BKMIOYAE:

[) romoaumepHy Fc-ainaHky nigknacy lgG1 niogumHu, HeoboB'sI3KOBO 3 MyTauiamu P329G, L234A Ta
L235A, abo

II) romogumepHy Fc-ainsHky nigknacy IgG4 nioguHu, HeoB0B'A3KOBO 3 MyTauiammn P329G, S228P Ta
L235E, abo

) retepoagumepHy Fc-aingaHky, B SKii:

a) oauvH 3 noninentuais Fc-ainaHku Bkniodae mytaudito T366W, a iHwwui noninentug Fc-ainaHku
BKIMo4ae Mytadii T366S, L368A ta Y407V, abo

6) oanH 3 noninenTuaiB Fc-ainsHku Bknovae mytauii T366W Tta Y349C, a iHwwi noninentua Fc-
OinsHKK BKNiovae myTauii T366S, L368A, Y407V Ta S354C, abo

B) 04AWH 3 noninentugis Fc-gingHkn Bknovae mytauii T366W Tta S354C, a iHwwi noninentug Fc-
OinsHKK BKNiovae myTauii T366S, L368A, Y407V 1a Y349C, abo

I\V) retepoaumepHy Fc-ginsHky nigknacy 1gG4 noauHu, B akin obmasa noninentuan Fc-ginsHku
BKNtovaloTb MyTauii P329G, L234A Ta L235A, Ta

a) oauvH 3 noninentudie Fc-ginaHku Bkniodae mytaudito T366W, a iHwwui noninentug Fc-ainaHku
BKIMo4ae Mytadii T366S, L368A ta Y407V, abo

6) oanH 3 noninenTuaiB Fc-ainsHku Bknovae mytauii T366W Tta Y349C, a iHwwi noninentua Fc-
OinsHKK BKNtovae myTauii T366S, L368A, Y407V Ta S354C, abo

B) 04AWH 3 noninentugis Fc-gingHkn Bknoyae mytaudii T366W Tta S354C, a iHwwi noninentug Fc-
OinsHKK BKNiovae myTauii T366S, L368A, Y407V 1a Y349C, abo

V) retepoaumepHy Fc-ginaHky nigknacy IgG4 nioguHmu, B akim obuaea noninentuau Fc-ainsHku
BKNtoYaloTb MyTauii P329G, S228P ta L235E, Ta

a) oauvH 3 noninentuais Fc-ginaHku Bkniodae mytaudito T366W, a iHwwui noninentug Fc-ainaHkn
BKIMo4ae Mytadii T366S, L368A ta Y407V, abo

6) oanH 3 noninenTuaiB Fc-ainsHku Bknovae mytauii T366W Tta Y349C, a iHwwi noninentua Fc-
OinsHKK BKNiovae myTauii T366S, L368A, Y407V Ta S354C, abo

B) 04AWH 3 noninentugis Fc-gingHkn Bknoyae mytaudii T366W Tta S354C, a iHwwi noninentug Fc-
OiNAHKM BKIloywae myTauii T366S, L368A, Y407V Ta Y349C.

11. dapmaueBTUHMHUIA CKNad, WO MICTUTb TyMaHi3oBaHe aHTWUTINO 3a Oyab-Akum 3 nn. 1-10 Ta
dhapMmaueBTUYHO NPUAHATHUIA HOCIK.

12. 3acToCcyBaHHA rymaHi3oBaHOro aHtutina 3a dyab-sikum i3 nn. 1-10 ana BupoOHMUTBA NiKApCbKOro
3acoly aAnd nikyBaHHS1 HEBPOMNOTYHOIO NOPYLUEHHS.

13. 3acrocyBaHHA 3a n. 12, Ae HEBPONOridHE MOpyLleHHs BUOpaHe 3 rpynu, dka CKNagaeTbcs 3
HEBPONATUYMHOIO pPO3nagy, HEeWpoAereHepaTUBHOIO 3axXBOPIOBAHHA, paky, 3axBOPIOBaHHA abo
posnaay oden, posnagy, WO CYNpPOBOMKYETbCA CyAOMamMu, XBOPOOU Mi30COMHOIO HAaKOMUYEHHS,
aMinoigoasy, BipycHoro abo mMikpoOHOro 3axBoploBaHHSA, iLIeMIi, MOBEAIHKOBOrO po3naay Ta 3ananeHHs
LHC.

14. 3acTOoCyBaHHA ryMaHi3oBaHOro aHTuTina 3a 0yab-sikum i3 nn. 1-10 Ana nikyBaHHA HEBPOMOTIMHOIO
NOPYLLEHHA.

15. 3acrocyBaHHA 3a n. 14, ge HEBPONOriYHE MOpPYLUEHHA BUOpaHe i3 rpynu, Aka CKnagaerbca 3
HEBPONATUYHOIO po3nagy, HEWpPOAEreHepaTUBHOIO 3axXBOPIOBAHHSA, paky, 3axBoploBaHHA abo
posnaay oden, posnagy, WO CYNpPOBOMKYETbCA CyAOMamMu, XBOPOOU Mi30COMHOIO HAaKOMUYEHHS,
aMinoigoasy, BipycHoro abo MikpoOHOro 3axsoploBaHHS, iLUEMIT, MOBEAIHKOBOIO po3naay Ta sananeHHsi
LHC.

16. Cnoci®6 nikyBaHHA HEBPONOMYHOrO MOPYLUEHHS, SAKWMA BKIIOYA€ BBEAEHHS TYMaHI30BaHOro
aHTuTina 3a 6yab-sikum 3 nn. 1-10.

17. Cnoci® 3a n. 16, ge HEBPOMOridHE MOPYLUEHHA BMOpaHe i3 rpynu, sgka CKNagaeTbcs 3
HEBPONATUYHOIO pPO3nagy, HEWpoAereHepaTMBHOIO 3axXBOPIOBAHHA, paky, 3axBoptoBaHHs abo
posnaay oden, posnagy, WO CYNpPOBOMKYETbCA CyAOMamMu, XBOPOOU Mi30COMHOIO HAaKOMUYEHHS,
aMinoigoasy, BipycHoro abo MikpoOHOro 3axsoploBaHHS, iLUEMIT, MOBEAIHKOBOIO po3naay Ta sananeHHsi
LHC.

126



UA 123053 C2

Flaginsi. pinsipn.
< RR DO AR

W
$.06 & =N
. RN
$H.34 N
® S
&

R

BI

5003

G008

£.001
RS
S

%

404

127



UA 123053 C2

Komn'toTepHa BepcTtka |. CkBopuLoBa

O “YKpaiHCbKUI IHCTUTYT IHTENeKTyanbHOi BNacHocTi”, Byn. MnasyHoBa, 1, M. Kuis — 42, 01601

128



	Page 1 - ABSTRACT/BIBLIOGRAPHY
	Page 2 - DESCRIPTION
	Page 3 - DESCRIPTION
	Page 4 - DESCRIPTION
	Page 5 - DESCRIPTION
	Page 6 - DESCRIPTION
	Page 7 - DESCRIPTION
	Page 8 - DESCRIPTION
	Page 9 - DESCRIPTION
	Page 10 - DESCRIPTION
	Page 11 - DESCRIPTION
	Page 12 - DESCRIPTION
	Page 13 - DESCRIPTION
	Page 14 - DESCRIPTION
	Page 15 - DESCRIPTION
	Page 16 - DESCRIPTION
	Page 17 - DESCRIPTION
	Page 18 - DESCRIPTION
	Page 19 - DESCRIPTION
	Page 20 - DESCRIPTION
	Page 21 - DESCRIPTION
	Page 22 - DESCRIPTION
	Page 23 - DESCRIPTION
	Page 24 - DESCRIPTION
	Page 25 - DESCRIPTION
	Page 26 - DESCRIPTION
	Page 27 - DESCRIPTION
	Page 28 - DESCRIPTION
	Page 29 - DESCRIPTION
	Page 30 - DESCRIPTION
	Page 31 - DESCRIPTION
	Page 32 - DESCRIPTION
	Page 33 - DESCRIPTION
	Page 34 - DESCRIPTION
	Page 35 - DESCRIPTION
	Page 36 - DESCRIPTION
	Page 37 - DESCRIPTION
	Page 38 - DESCRIPTION
	Page 39 - DESCRIPTION
	Page 40 - DESCRIPTION
	Page 41 - DESCRIPTION
	Page 42 - DESCRIPTION
	Page 43 - DESCRIPTION
	Page 44 - DESCRIPTION
	Page 45 - DESCRIPTION
	Page 46 - DESCRIPTION
	Page 47 - DESCRIPTION
	Page 48 - DESCRIPTION
	Page 49 - DESCRIPTION
	Page 50 - DESCRIPTION
	Page 51 - DESCRIPTION
	Page 52 - DESCRIPTION
	Page 53 - DESCRIPTION
	Page 54 - DESCRIPTION
	Page 55 - DESCRIPTION
	Page 56 - DESCRIPTION
	Page 57 - DESCRIPTION
	Page 58 - DESCRIPTION
	Page 59 - DESCRIPTION
	Page 60 - DESCRIPTION
	Page 61 - DESCRIPTION
	Page 62 - DESCRIPTION
	Page 63 - DESCRIPTION
	Page 64 - DESCRIPTION
	Page 65 - DESCRIPTION
	Page 66 - DESCRIPTION
	Page 67 - DESCRIPTION
	Page 68 - DESCRIPTION
	Page 69 - DESCRIPTION
	Page 70 - DESCRIPTION
	Page 71 - DESCRIPTION
	Page 72 - DESCRIPTION
	Page 73 - DESCRIPTION
	Page 74 - DESCRIPTION
	Page 75 - DESCRIPTION
	Page 76 - DESCRIPTION
	Page 77 - DESCRIPTION
	Page 78 - DESCRIPTION
	Page 79 - DESCRIPTION
	Page 80 - DESCRIPTION
	Page 81 - DESCRIPTION
	Page 82 - DESCRIPTION
	Page 83 - DESCRIPTION
	Page 84 - DESCRIPTION
	Page 85 - DESCRIPTION
	Page 86 - DESCRIPTION
	Page 87 - DESCRIPTION
	Page 88 - DESCRIPTION
	Page 89 - DESCRIPTION
	Page 90 - DESCRIPTION
	Page 91 - DESCRIPTION
	Page 92 - DESCRIPTION
	Page 93 - DESCRIPTION
	Page 94 - DESCRIPTION
	Page 95 - DESCRIPTION
	Page 96 - DESCRIPTION
	Page 97 - DESCRIPTION
	Page 98 - DESCRIPTION
	Page 99 - DESCRIPTION
	Page 100 - DESCRIPTION
	Page 101 - DESCRIPTION
	Page 102 - DESCRIPTION
	Page 103 - DESCRIPTION
	Page 104 - DESCRIPTION
	Page 105 - DESCRIPTION
	Page 106 - DESCRIPTION
	Page 107 - DESCRIPTION
	Page 108 - DESCRIPTION
	Page 109 - DESCRIPTION
	Page 110 - DESCRIPTION
	Page 111 - DESCRIPTION
	Page 112 - DESCRIPTION
	Page 113 - DESCRIPTION
	Page 114 - DESCRIPTION
	Page 115 - DESCRIPTION
	Page 116 - DESCRIPTION
	Page 117 - DESCRIPTION
	Page 118 - DESCRIPTION
	Page 119 - DESCRIPTION
	Page 120 - DESCRIPTION
	Page 121 - DESCRIPTION
	Page 122 - DESCRIPTION
	Page 123 - DESCRIPTION
	Page 124 - DESCRIPTION
	Page 125 - DESCRIPTION
	Page 126 - DESCRIPTION
	Page 127 - DESCRIPTION
	Page 128 - DESCRIPTION
	Page 129 - DESCRIPTION
	Page 130 - DESCRIPTION

