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n300peTeHus BbIICNCHHOE aHTuTeno K C5, mpeanaraemMoe B HACTOSIIEM H300PETEHUH, CBSI3BIBACTCS C
smuTonoM B Oera-mern C5 ¢ 6osee BrICOKO# ad(hUHHOCTBIO TP HelTpansHOM pH, uem mpu kuciom pH.
OnucaHbl TakXKe BbIIENEHHBIE HYKJIEHHOBBIC KHCIIOTHI, Konupyromue antuteno k C5, mpeanaraemoe B
HacTosieM n3oopereHny. OMUCaHbl TAKKE KIETKH-X0351€Ba, KOTOPBIE COIEPKAT HYKJICHHOBYIO KHUCIIOTY,
IpeAyaraeMylo B HacTosimeM n3ooperenun. ONucaH TakxKe CIoco0d NOoIydeHUs] aHTHTeENa, BKITIOUAIOIINH
KyJIBTHBUPOBaHHE KJIETKU-XO35IMHA, INpEJlaracMoil B HACTOSIIEM H300pETEeHHWH, B pe3yJbTare 4Yero
HoMy4aroT aHTuTeno. OnucaH TaKkke crocod momydeHust anturena Kk C5, BKIIOYAOMMNH HUMMYHH3ALHIO
JKUBOTHOTO TOJHIIENTHIOM, KOTOpEIA comepkutr MG1-MG2-gomen Oera-iern C5. AntmTena k CS5,
npeJuIaraeMbple B HACTOSIIIEM H300pETeHNH, MOKHO TIPUMEHSThH B KaUueCTBE JICKAPCTBEHHOTO CPEZCTBA.
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O0J1acTh TEXHHKH, K KOTOPOi OTHOCHTCS M300peTeHHe

Hacrosimee n3o0perenne oTHocutes K anTuTenaM kK C5 1 crioco6am uX MpUMEHEHHSI.

Ipeanockliky co3nanus U3o0peTeHUs

CucTemMa KOMIUIEMEHTA UTPAeT [EHTPATHHYIO POJIb B KIIMPEHCE MMMYHHBIX KOMIUIEKCOB M UMMYHHBIX OT-
BETax Ha MH(EKIMOHHBIC areHTHI, Uy>KHe aHTUTeHBI, HHOUIIUPOBAHHBIC BUPYCOM KIICTKH U OITyXOJIEBBIE KIICTKH.
M3BecTHO MpuMepHO 25-30 6eKOB KOMITTIEMEHTA, KOTOPhIE IPUCYTCTBYIOT B BUJIE CJIOKHOM TPYIIIBI TTa3MaTH-
YecKHX OeIKOB M MeMOpaHHBIX Ko(akTopoB. KOMIOHEHTHI KOMIUIEMEHTA OCYIIECTBIISIOT CBOM MMMYHHBIE 3a-
MUTHBIE (YHKIAN ITyTEM y4acTHS B CEPUU CIIOKHBIX ()epMEHTATUBHBIX PACIIETUICHUH U CITydaeB CBS3BIBAHUN C
MeMOpaHoii. B pe3yipraTe Kackaabl CHCTEMBI KOMIIEMEHTA MPUBOJST K MOIYYEHUIO MPOIYKTOB, 00IaIaionnX
OICOHMYECKUMU, IMMYHOPETYJISTOPHBIMHU M JTUTUICCKUMHU (YHKITUSIMH.

B Hacrosimiee BpeMsi OOIIEHIPUHATO CUHUTATh, YTO CUCTEMa KOMIUIEMEHTa MOXET aKTHBHPOBATHCS TPEMs
Pa3IMYHBIMU MYTSIMH: KJIACCHYECKHM IyTEM, JCKTHHOBBIM IYTEM W AllbTCPHATHBHBIM IyTeM. B 3TuX myTsax
Yy4acTBYET MHOTO KOMIIOHEHTOB, M XOTSI OHH Pa3IMYalOTCsl CBOMMH HadaJlbHBIMU CTAINSIMH, 3aTE€M OHH CXOJISTCS
Y BKJIIOYAIOT OJTHU U T€ K€ TePMUHAIbHBIC KOMIIOHEHTHI cHcTeMbl KoMiuieMeHTa (¢ C5 o C9), koTopble OTBeT-
CTBEHHBI 33 aKTHUBAIIMIO U IECTPYKIUIO KIETOK-MHIICHEH.

Krnaccngeckuit myTh, Kak IpaBWIO, aKTHBUPYETCS MPH 00pa30BaHWK KOMIUIEKCOB aHTHTeH-aHTHTEN0. He-
3aBHCHMO OT 3TOTO IIepBast CTaAWs aKTHBALMH JICKTHHOBOTO IYTH IMPEJCTABISCT cOOO0H CBA3BIBAHHE CIICIU(H-
YeCKUX JICKTHHOB, TaKMX KaK MaHHaHCBs3bIBaromwui ekt (MBL), H-buxomun, M-dukonun, L-puxonns u
nektuH C-tuna CL-11. B oTiimuue ot 3TOro anbTepHATHBHBIN ITyTh TIOJIBEPTAETCS AKTUBAIIMHA CTIOHTAHHO C HU3-
KAM ypOBHEM TYpPHOBEpa, KOTOpas JETKO MOXKXET ITOBBIIIATHCSA HA TYXKHUX WU IPYTUX aHOMAaJbHBIX MOBEPXHO-
cTsX (OaKTepUH, OPOXKKH, HHPHUIIMPOBAHHEIC BUPYCOM KJICTKH WM OBPEKICHHAS TKaHb). DTH IMYTH CXOJSITCS B
TOYKE, B KOTOPOW IPOUCXOAUT pacIlieIlIeHne KOMITIOHeHTa KomiuieMenTa C3 akTHBHOW MpoTeasoil ¢ oOpazoBa-
HreMm C3a u C3b.

C3a npencrasisier coboii anaguiaarokcud. C3b cBs3piBaeTcs ¢ OaKTEpHANBHBIMK M IPYTUMH KJICTKaMH, a
TaKXkKe C ONPEICICHHBIMU BUPYCAMH U UMMYHHBIMH KOMIUICKCAMU U METUT UX JIS yIAJICHUS U3 KPOBOTOKA (HT-
paeT poisb orncornHa). C3b Gopmupyer Takke KOMITIEKC ¢ APYTHMH KOMIIOHEHTaMH ¢ 00pa30BaHWEM KOHBEPTa-
3b1 C5, xotopas pacmermisier C5 ¢ oopazoBanmem C5a u C5b.

C5 mpencraBiser coboi 6ok ¢ MoJekyisipHoi Maccoit 190 kJla, KOTOPBIH MPUCYTCTBYET B CHIBOPOTKE
3JI0pOBOTO UHAMBHIyYMa B KOHIeHTpauu npuMepHo 80 Mkr/mi (0,4 MkM). C5 sBIseTCs TITMKO3HITNPOBAHHBIM,
npu 3ToM mpuMmepHo 1,5-3% ero mMaccsl MpUXOANTCS Ha IOJI0 yriieBoaa. 3pensrid C5 mpencrasiseT coboif rete-
poauMep, B KOTOpoM anbda-1ens ¢ MoJeKyisipHoit Mmaccoit 115 k/la cuerena qucynbduaoM ¢ GeTa-1emnbio ¢
MoJieKysipHOi Maccoit 75 k[la. C5 cuHTe3upyeTcs B BUAE OJHOLEIOYEYHOrO OesIKa-Tpe/ecTBeHHIKa (TIpe-
IeCTBEHHHUK 1po-CS5), cocrosimero u3 1676 amuHokucaot (cM., Hanpumep, PTL 1 u PTL 2). [IpexmecTBeHHnK
npo-C5 pacmiemsieTcss ¢ BRICBOOOXICHUEM OeTa-I[eNy B BUAEC aMHHO-KOHIIEBOTO (hparMeHTa U aib(a-Ienu B
BUJIe KapOOKCH-KOHIEBOTO (parmenTa. [lonumentuansle ¢pparMeHTsl, IpeIcTaBiIomue coboil anpda-uens u
Oera-1ernb, COETUHAIOTCS APYT C JPYTrOM IOCPEICTBOM TUCYIb(OHUIHON CBA3M C 00pa3oBaHMEM 3peioro Oenka
Cs.

3pensiii C5 pacmeruisiercs ¢ oopazoBanuemM CS5a- m CS5b-gparMenTa B mporiecce aKTHBAIMK TyTeH CHCTe-
MBI KOMIUIEMeHTa. B pesynbrare Bo3aevictBus CS5-koHBeptassl CSa oTmieruisiercs ot anbda-mern C5 B BHIE
aMUHO-KOHIIEBOTO (parMeHTa, COAepKaiero nepole 74 aMUHOKHUCIOTH anbda-nenu. OcTaBmascs 9acTh 3pe-
noro C5 npencrasisier coooit CSb-pparMeHT, KOTOPBIH COMEPIKUT OCTATOK alb(ha-IenH, COSTMNHEHHBIN TUCYITh-
¢umom ¢ 6era-nemnsio. [IpumepHo 20% maccrr CSa, coctapmsromeit 11 x/la, mpuxoauTces Ha JOJTIO YTIEBOIA.

C5a npencraBinsieT coboit npyroit anapmiatokcun. CSb ooseaunsercs ¢ C6, C7, C8 u C9 ¢ obpa3oBaHueM
MeMOpaHoarakytomero komiuiekca (MAC, C5b-9, koMIIekC TepMUHATBHBIX KOMIIOHEHTOB CHCTEMBI KOMILIC-
menTa (TCC)) Ha moBepXHOCTH KJIeTKU-MHUIIeHH. Korna B MeMOpaHbI KJIETOK-MHUIIIEHEH BCTPanBarOTCsl B 1OCTa-
ToyHOM KosimaectBe MAC, To mopsl, oopa3oBanHble MAC, onocpenytoT ObICTPBIH OCMOTHYECKHUIT JIM3HUC Kie-
TOK-MUILICHEH.

Kak ykazano Bwime, C3a n CS5a sBisttorcss aHadmiarokcuHaMu. OHH MOTYT 3aIlyCKaTh JIETPaHyIISILHIO
TYYHBIX KJICTOK, YTO BBI3BIBAET BEICBOOOXKIEHIE THCTAMHUHA WU IPYTHX MEAHATOPOB BOCIHAICHUS, KOTOPHIC IPH-
BOJAT K COKPAIICHUIO TIAIKUX MBIIII, TOBBIIICHIIO TPOHUIIAEMOCTH COCYAOB, aKTUBAINH JCHKOIIUTOB H JAPY-
THM TIPOSIBJICHHUSM BOCIIAJICHUS, BKJIIOUYAs KICTOYHYIO MpoiH(epannio, IPUBOIANIYI0 K IMOBBIIICHHOMY COMAEp-
JKAaHWIO TTAPEHXUMATO3HBIX KIeTOK. C5a (GyHKIMOHHPYET Takke B KAUeCTBE XEMOTAKCHYECKOTO MENTHIa, KOTO-
PBIH CITY>KHT IJIS IPUBIICUEHUS TPAHYJIOIMTOB, TAKUX KaK HEUTPOQIIIBI, S03MHOIIIBI, 6a30(HIBI 1 MOHOIIHTHL,
K 00JTaCTH aKTHBAIINH KOMIUICMEHTA.

AxrtuHOCTh CS5a perynupyercs mia3mMaTiueckuM GpepMeHTOM KapOoKcurenTuaazoi N, KoTtopas ynaiseTr
KapOOKCH-KOHIIEBOH apruauH u3 C5a, 4To NIpUBOANT K 0O0pa3oBaHMIo mponsBoaHoro CSa-des-Arg. CS5a-des-Arg
obnamaer mumb 1% aHaduIaKTHUECKOH aKTHBHOCTH M MOJMMOPQOSAECPHOH XEMOTAaKCHYECKOW aKTHBHOCTH,
npucyei Hemomuduimposanaomy CSa.

B 10 Bpems kak nmpaBWIBbHO (DYHKIIMOHHMPYIOIIAS CHCTEMa KOMIIEMEHTa oOecrieunBaeT 3(pQEeKTUBHYIO 3a-
IIUTY OT UHPUIHUPYIOIIMX MUKPOOPTaHU3MOB, HENPABWIIbHAS PETYIISAIMS I aKTUBAIMS CHCTEMBI KOMILICMCH-
Ta y4acTBYET B MATOTEHE3€ Pa3MUYHBIX HapyIICHUH, BKIIOUast, HAapUMep, peBMaTOMAHbIH apTpuT (RA); Borga-
HOYHBIN He()PHUT; MOBPEXKICHNE, BEI3BIBAEMOE HIIeMHUeH-penepdy3uneii; mapokcu3MaabHy0 HOYHYIO TeMOTI00H-
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Hyputo (PNH); atunuunslit remonutrko-ypemuuaeckuit cuaapom (aHUS); 6one3ns miotHeIx nenosuros (DDD);
JIETEHEPALIHIO JKEITOTO IIsATHA (HalpuMep, BO3PAaCTHYIO JlereHepaluio sxenrtoro natHa (AMD)); cuanpom: remo-
JIU3, OBBINIEHNE aKTUBHOCTH (pepMeHToB nedeHu u tpomoonuTonenus (HELLP); tpomboTrueckyio TpoMOOIIH-
toneanyeckyio mypnypy (TTP); crioHTaHHYIO TIOTEPIO TUI0/A; BACKYJIMT C TUTIOKOMILIEMEHTEMUEH; OyIIIe3HbIN
SMHUIEPMOJIN3; TTOBTOPHYIO MOTEPIO IUIOAA; paccesHHBINH ckiepo3 (MS); TpaBMaTHUECKOe MOBPEKICHHUE TOJIOB-
HOTO MO3Ta W MOBPEXICHHE, 00yCIOBICHHOE HH(PAPKTOM MHOKApAa, CEpACYHO-ICTOYHBIM IIyHTUPOBAHHEM U
remonuanm3oM (cM., Hampumep, NPL 1). Takum o6pa3zom, HHTHOMpOBAaHUE M30BITOYHON WM HEKOHTPOJHPYE-
MO aKTHBAIMM KacKaJa KOMIUIEMEHTa MOXKET OKa3bIBaTh OJarompHATHOE KIMHUYECKOe [IeiicTBHE Ha MaIieH-
TOB C YKa3aHHBIMH HapyIICHUSIMH.

[Mapokcusmanbhas HouHasi remoritodunypus (PNH) npencrasisier coboit peakoe HapymeHHe KPOBH, MPH
KOTOPOM 3PHUTPOLUTH UMEIOT Je(EKTHl M MOITOMY pa3pymaroTcsl ObICTpee, YeM 310poBbie 3puTpountsl. PNH
00yCIIOBIICHA KIIOHAIEHON 9KCIIAaHCHEH TeMaTONOITHYECKUX CTBOJIOBBIX KIIETOK C COMaTHUYECKUMHU MYTAIHsSIMU B
rene PIG-A (¢docharnannrHO3UTONTIIMKAH Kinacca A), JIOKaIH30BaHHOM Ha X-xpomocome. Myranuu B PIG-A
NPUBOASAT K paHHeH Onokazne cuHTe3a riukoszmwidocharuaununosurona (GPI), monekynsl, kotopas Tpedyercs
JUTst "'3assKOpUBaHUA" MHOTHX OCJIKOB Ha KJIETOYHBIX MOBEpXHOCTAX. B pesymbrare mpu PNH kpoBsiHBIE KIIETKH
xapakrepusyrorca aepururoM GPI-3asKkopeHHBIX OETKOB, KOTOpBIE BKIIOYAIOT KOMIUIEMEHT-PErYIHPYIOIIe
6enkr CD55 u CD59. B HOpMaJIBHBIX CUTYAIUSIX 3TH KOMIUIEMEHT-PETYIUPYIONIHe OeKH OJOKUPYIOT 00pa3o-
BaHne MAC Ha KJIETOYHBIX MMOBEPXHOCTAX, MPEAYIIPEKIAST TEM CaMbIM JTU3UC dputponutoB. OrcyrcrBue GPI-
3asKOPEHHBIX OCITKOB BHI3BIBAET OMOCPEAYEMBI CHCTEMON KOMIUIEMEHTa reMonn3 ipyu PNH.

PNH xapakTepu3yeTcsl TeMOJMTHISCKON aHeMuel (TTOHMKEHHOE KOJIMYECTBO 3PUTPOITUTOB), TEMOTIIOON-
Hypuel (IpUCyTCTBHE TeMOTTIO0NHA B MOYE, YTO OCOOEHHO MPOSIBIIIETCS MOCIE CHA) M TeMoryioOnHeMHueit (Tpu-
CYTCTBHE reMOriIo0nHa B KpoBOTOKe). M3BecTHO, uTO y mopakeHHbIX PNH MHIMBHIYyMOB HMEIOT MECTO Hapo-
KCHU3MBI, KOTOPBIC B JaHHOM CITy4ae MPEeCTaBISIOT COOO0M cilyyan MOsBIECHUS TEMHOOKpalieHHoH Mouun. ['emo-
JUTHYECKas aHeMHs OOYCJIOBIICHAa BHYTPHCOCYIUCTON NECTPYKIMEH SPUTPOLUTOB KOMIIOHEHTAMH CHCTEMBI
KOMIUIEMEHTa. J[pyrue M3BeCTHBIE CUMIITOMBI BKIIIOYAIOT JUCIUIA3HIO, YCTAJIOCTh, IPEKTIIIBHYIO TUC(YHKIHNIO,
TpoMO03 U MOBTOPSIONIYIOCS 00 B OPIOITHOH 001acTH.

Okynu3ymad npeactaBisieT co00il TyMaHHU3UPOBaHHOE MOHOKJIOHAJIbHOE aHTUTENO K Oenky C5 cucTeMbl
KOMIUIEMEHTA, W OH SIBJICTCS TEPANleBTHYCCKIM CPEICTBOM IEPBOW JIMHUHU, KOTOPOE Pa3pemIeHo IS JICICHUS
MapoKCH3MaIbHON HOYHO# remorinobounypuu (PNH) M aTumuyeckoro reMOJUTHKO-YPEMHUYECKOTO CHHIPOMA
(aHUS) (cMm., nanpumep, NPL 2). Oxynu3ymad narudupyet pacmeruieane C5 CS5-koHBepTa30ii ¢ 00pa3oBaHueM
C5a u C5b, uto npenynpexnaer oOpazoBaHHe KOMIUIEKCA TEPMUHAIBHBIX KOMIIOHEHTOB CHCTEMbI KOMIUIEMEHTA
C5b-9. 1 C5a, u C5b-9 BBI3BIBAIOT ONOCPEAYyEMbIe TEPMHHAIBHBIM KOMIUIEKCOM CHCTEMBI KOMIUIEMEHTa COOBI-
tust, XxapakrepHsle 11 PNH n aHUS (cm. Takxe PTL 3, PTL 4, PTL 5 u PTL 6).

B nHeckonpkux myOnukanusax onucansl anturena k C5. Hanpumep, B PTL 7 onmcano antuteno k C5, xo-
TOpoe cBsA3bIBaeTcs ¢ anbda-nensio CS5, HO He cBsa3bIBaeTcs ¢ CSa, u 6nokupyer akruBanmio C5, a 8 PTL 8 onu-
CaHO MOHOKJIOHaJIbHOE aHTuTeNo K C5, KoTopoe mHrubupyer obpazoBanue CSa. C mpyroii croponsl, B PTL 9
onucano aHtureno k C5, KOTOpoe pacmo3HaeT caliT MPOTEOIUTUYECKOTO paclleIuieHus: KoHBepTazoi C5 Ha
anpda-ern C5 u uHrn6mpyeT npespamierne C5 B C5a u C5b. B PTL 10 ommcano antureno k C5, koTopoe xa-
paKTepH3yeTcs KOHCTaHTON aGUHHOCTH, COCTABIIIONIEH 1o MeHbIeit Mepe 1x10” M,

Antutena (IgG) csaspiBatoTcs ¢ HeoHaTanbHBIM Fe-perenitopom (FCRn) 1 XapakTepu3yroTcsl MPOI0IDKI-
TeNBHBIMH BpeMEHaMH yaep)kuBaHus B mnazme. CesspiBanme IgG ¢ FcRn, kxak mpaBuio, mMeeT MecTo B KHCIIBIX
ycioBusx (Hampumep, ipu pH 6,0) 1 penko mpoUCXOauT B HEHTpadbHBIX YCIOBHSIX (HanmpuMmep, npu pH 7,4).
Kak mpasmino, IgG nHecnenmpuieckn BCTPaWBaIOTCS B KIETKH ITOCPEICTBOM SHAOIIMTO3a W BO3BPAIIAIOTCS Ha
KJICTOYHBIE TTOBEPXHOCTH TIOCPEICTBOM CBSI3BIBAHUS C SHAOCOMANBHBIM FCRN B KUCIBIX yCIOBUSAX B SHAOCOMAX.
3arem IgG otnenstorcs ot FcRn B pe3yneraTe aucconnanuy B HEHTpaabHBIX YCIOBHAX B masMe. IgG, koTopsiM
He yaanock cBs3atbes ¢ FcRn, pacmemnsrores B muzocomax. Eciu cniocobHOCTh IgG K cBsizbiBanuio ¢ FcRn B
KUCIIBIX YCIIOBUSIX YCTPAHSIOT ITyT€M MHTPOXYKIMH MyTauui B ero Fc-o6macts, To IgG He Bo3Bpamaercs u3
9HJIOCOM B IUIA3My, 4TO IIPUBOJUT K 3aMETHOMY CHIDKEHHIO yraepxkuBanus 1gG B mmazme. Ony0aMKoBaH METON,
TIO3BOJISIIOIMH TTOBBIIIATE €r0 CBsA3bIBaHME ¢ FCRn B KHCIBIX yclnOBMSAX, MpeAHa3HAYECHHBIN ISl NOBBIICHHS
yaepxxuBanus 1gG B mnasme. Korna cesaseiBanne IgG ¢ FCRn B KUCHIBIX yCcIOBUSAX MOBBIIIAIOT IyT€M UHTPOIYK-
IIMM aMUHOKHCIIOTHOH 3aMeHbI B ero Fc-o0macts, To IgG 6onee 3¢ (ekTHBHO BO3BpaIIaeTcs U3 3HI0COM B IIIa3-
My, U B pe3yNbTaTe TMOBHIIIACTCS €r0 yIepKUBaHHE B IIa3Me. Kpome Toro, omyOMMKOBaHBI TaKKe JaHHBIE O
TOoM, 9To IgG ¢ TIOBBINIEHHOHN CTIOCOOHOCTHIO K CBSA3BIBaHWIO ¢ FCRN B HEUTpabHBIX YCIOBUSAX HE OTHCIIACTCS
MyTeM aucconranuu oT FCRn B HEWTpaIbHBIX YCIOBHSX B IDIa3Me, JaKe €CNIM OH BO3BpAIIaeTCs Ha KICTOYHYIO
MOBEPXHOCTH Onarozapsi ero CBsA3bIBaHMIO ¢ FCRn B KHCIBIX yCIOBHSAX B DHIOCOMAX, W CIEAOBATEIHHO, €r0
yAep>KUBaHME B IIa3Me He U3MEHsETCs WU cKopee yxyamaerces (cM., Hampumep, NPL 3; NPL 4; NPL 5).

B nocnennue rogpl ObUIH ONMMCAaHBI @aHTUTENA, KOTOPBIE CBS3BIBAIOTCS C aHTHreHamu pH-3aBucUMBIM 00pa-
30M (cMm., Hanpumep, PTL 11 u PTL 12). Yka3zanHple aHTHTENa 0OJee CHIIBHO CBSI3BIBAIOTCS C AaHTHI'CHAMU B
HEWTPAIBHBIX YCIOBHSIX B IIa3M€ M OTICJISIOTCS MyTEM JUCCOLHMALMH OT AaHTUT€HOB B KUCIIBIX YCIIOBHUSX, KOTO-
pBIe UMEIOT MECTO B dHJ0cOMax. [locie oTnesneHus myTeM JTUCCOUManiy OT aHTUTCHOB aHTUTENNa BHOBb PHO0-
peTaroT crocoOHOCTh CBSI3BIBATHCS C AHTUTEHAMH, KOTJIa OHHM BO3BpAIAOTCs B I1a3My rocpenctsoM FcRn. Ta-
KrM 00pa3oM, OJTHa MOJIEKYJIa aHTHTEIa MOKET TIOBTOPHO CBS3BIBATHCS C HECKOJIBKUMH MOJEKYIaMU aHTHTCHA.
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B nenoMm Bpemst yep)krBaHHsI aHTUI€HA B TUIa3Me€ HAMHOTO KOpoue, YeM BpeMS yAEp KUBaHUs aHTUTeENa, KOTO-
poe obnamaeT yka3zaHHBIM Bhilie FCRn-omocpenyeMbIM MEXaHU3MOM pelUKIMHTa. TakuM 00pa3om, KOTa aHTH-
TEeH CBSI3aH C aHTUTEJIOM, TO aHTUTEH B HOPME XapaKTEePH3yeTCs IMPOJIOHTMPOBAHHBIM yIEPKUBAHHEM B IIIa3Me,
YTO MPHUBOAMT K MOBBIIICHUIO KOHIICHTPAIMN aHTHTeHA B Tu1a3Me. C Apyrol CTOPOHEI, OBUIO YCTAHOBJIEHO, YTO
OTIMICaHHBIC BHIIIE aHTHUTENA, KOTOPBIE CBA3BIBAIOTCS C aHTUTeHaMH pH-3aBHCHMBIM 00pa3oM, IMO3BOJISIOT JJIH-
MHUHHPOBATh aHTUTCHBI M3 IUIa3MbI ObICTpEe, YeM THUITMYHBIC aHTHUTENA, IIOCKOJIBKY OHHM OTACISIOTCS ITyTEeM JIHC-
COIMAIINY OT aHTUTE€HOB B dHI0cOMax B mpotiecce FcRn-omocpenyemoro penmknmara. B PTL 13 onmcan Takxke
OCHOBAHHBIA Ha KOMITBIOTEPHOM MOJICIMPOBAHUH aHAIU3, IEMOHCTPUPYIOMKH, uyTo aHTHTeN0 K C5, obmamaro-
uiee pH-3aBUCUMBIM CBSI3BIBAHHEM, MOKET YCUIIMBATh BHIKJIIOUEHUE aHTUTEHA.
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Kpartkoe n3no:xkenne cylmHOCTH H300peTeHH

Texunveckas 3aja4a, IOJIOKCHHAsI B OCHOBY HACTOSIIETO N300pETEeHUS.

3ajaya HACTOSIIETO M300pPETEHHUS 3aKIIoyaliach B TOM, YTOObI pa3paboTarth antuTena k C5 u criocoOsl nx
NPUMEHECHHSI.

Pewenue 3amgauun.

B HexoTOpBIX BapHaHTaxX OCYIIECTBICHUS M300peTeHHs BbIeIeHHOE anTHuTeno K C5, mpeanaraemoe B Ha-
CTOSIIIEM M300PETeHNUH, CBI3BIBACTCS C SIUTONOM Ha Oera-mern C5. B HEKOTOPHIX BapHaHTaxX OCYIIECTBICHUS
n300peTeHus BeIETICHHOE aHTuTeNo K C5, mpeaaraeMoe B HACTOSIIEM H300PETEHNH, CBSI3BIBACTCS C SIMTUTONIOM
B MG1-MG2-nomene 6eta-iern C5. B HEKOTOPHIX BapraHTax OCYIIECTBICHUS N300PETEHHS BBIJICIICHHOE aHTH-
teno k C5, mpemaraeMoe B HaCTOSIIEM M300PETCHNH, CBA3ZBIBACTCS C SITUTONOM BO (pparMeHTe, COCTOSIIEM U3
aMuHOKHUCIIOT 33-124 Geta-tienu (SEQ ID NO: 40) C5. B HEeKOTOpBIX BapHaHTaX OCYIIECTBICHHUS N300peTEHUS
BBIZIETIEHHOE aHTuTeNno K C5, mpeuiaraeMoe B HACTOSIIEM M300pETEeHNH, CBA3BIBACTCS C SIHUTOIIOM B OeTa-LenH
(SEQ ID NO: 40) C5, xoTOpBIif cOIEpKUT IO MEHBIIEH Mepe OIUH (hparMeHT, BEIOPAaHHBINA U3 TPYIIIHI, COCTOS-
meit n3 amuHokuciot 47-57, 70-76 n 107-110. B HekoTOpBIX BapHaHTaxX OCYIIECTBIICHUS M300peTeHNUs BbLE-
nenHoe aHtuTeno k C5, mpeanaraeMoe B HACTOSINEM H300pETEHHH, CBSI3BIBACTCSI C SIMTONOM BO (hparMeHTe
oera-ierrn (SEQ ID NO: 40) C5, KOTOpBIii COACPKUT IO MEHBIICH Mepe OJMH aMHHOKUCIOTHBIA OCTATOK, BhI-
OpaHHBIA U3 Tpynnbl, cocrosmer u3 Glu48, Asp51, His70, His72, Lys109 u His110 SEQ ID NO: 40. B npyrux
BapHaHTaX OCYIIECTBICHUS M300pETCHUS aHTUTENO cBs3biBaeTcst ¢ C5 ¢ Oosiee BhICOKOW ad(GUHHOCTHIO TPHU
HelTpansHOM pH, dem npu kuciom pH. B npyrux BapmanTax oCyIiecTBISHHUS H300pETEHUS aHTUTEINIO CBA3BIBA-
ercst ¢ C5 ¢ 6onee Beicokor adduaHOCTRIO TipH pH 7,4, yem mpu pH 5,8. B npyrom Bapuante ocyIiecTBICHUS
n300peTeHus BBIACNCHHOE aHTUTENo K C5, mpemraraeMoe B HACTOSIIEM H300pPETEHHH, CBA3BIBACTCA C TEM JKe
SMHUTOIIOM, YTO W AaHTHUTENO, ONFCaHHOE B Tabi. 2. B Apyrux BapuaHTax OCYIIECTBICHHUS N300PETEHUS aHTUTEIIO
CBSI3BIBACTCS C TEM JKE DITUTOIIOM, YTO M aHTHTEIO, ONMMCaHHOE B Ta0Md. 2, ¢ OoJiee BHICOKON aQ(pUHHOCTHIO TIPH
pH7,4, vem npu pH 5,8. B cnenytomem BapuaHTe oCyIIecTBICHHsI H300peTeHust anTuteno k C5, mpemaraemoe B
HACTOSIIIEM M300pETEHNH, CBI3BIBACTCS C TEM K€ AMUTOIIOM, YTO U aHTHTENIO, OIMCaHHOe B Tadu. 7 win 8. B npy-
TMX BapUaHTaX OCYIIECTBICHHUS M300pPETECHHSI aHTHUTEIIO CBSI3BIBAETCSI TEM JKE AIIUTOIIOM, YTO M aHTHTEJIO, OIH-
canHoe B Ta0xa. 7 wim 8, ¢ bornee BeIcOKO# adduuHOCTRIO Tpu pH 7,4, wem mipu pH 5,8.
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B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS H300peTeHUs anTHTeno K C5, mpemiaraeMoe B HACTOSIIEM H30-
OpeTeHHn, KOHKYpUpYET 3a cBsizbiBaHue ¢ C5 ¢ anTHTENOM, conepxkamum napy VH u VL, kotopas BeiOpana u3

(a) VH, umeromieid SEQ ID NO: 1, u VL, mmeromeit SEQ ID NO: 11;

(6) VH, mmeromeiit SEQ ID NO: 5, u VL, umetomeit SEQ ID NO: 15;

(8) VH, umeromieit SEQ ID NO: 4, u VL, nmeromieit SEQ ID NO: 14;

(r) VH, umeromett SEQ ID NO: 6, u VL, umeromeit SEQ ID NO: 16;

(m) VH, mmeromeii SEQ ID NO: 2, u VL, nmetomeit SEQ ID NO: 12;

(e) VH, umeromieid SEQ ID NO: 3, u VL, mmeromeit SEQ ID NO: 13;

(x) VH, mmeromer SEQ ID NO: 9, u VL, umeromeit SEQ ID NO: 19;

(3) VH, umeromeii SEQ ID NO: 7, u VL, umeromeit SEQ ID NO: 17;

(m) VH, nmeromeit SEQ ID NO: 8, u VL, umeromern SEQ ID NO: 18; u

(x) VH, mmeromieit SEQ ID NO: 10, u VL, umeromeit SEQ ID NO: 20.

B nmpyrux BapmaHTax ocCyIIecTBIICHUS m300peTeHus aHTHTENO K C5 cBsspBaetes ¢ CS5 ¢ 6ojee BBICOKOM
ad¢UHHOCTEIO TP HeWTpanbHOM pH, yem mpu kucinom pH. B apyrux BapuaHTax OCYIISCTBICHUS H300pETCHUS
anTuteno k C5 ces3piBaetcs ¢ C5 ¢ 6oiee Bricokoi apdunaHOCTRIO Tpu pH 7,4, weM nipu pH 5,8.

B HekoTOpBIX BapHaHTaX OCYIIECTBICHUS N300peTeHHs BhIAeneHHoe anTuTeno k C5, mpemraraeMoe B Ha-
CTOSIIIIEM U300pETEHIH, 00JIa]aeT XapaKTePUCTHKOM, BRIOPAHHOM U3 TPYIIITHI, COCTOSIICH M3 CICAYIOIMNX XapakK-
TEPUCTHK:

(a) anTUTeNno KoHTakTHpYeT ¢ amMmuHOokucHoramu D51 1 K109 C5 (SEQ ID NO: 39);

(6) apdpunnOCTS anTHTeNa K C5 (SEQ ID NO: 39) BhIIIE, ueM agduHHOCTH aHTHTENA K MyTaHTHOMY C5,
conepxkairyto 3ameny E48A B SEQ ID NO: 39; unu

(B) aHTHTENO CBsI3BIBacTCs ¢ OenmkoM C5, MMEIOIUM aMIHOKUCIOTHYIO mocnenoBarensHocth SEQ ID NO: 39,
npu pH 7,4, Ho He cBs3bIBaeTcs ¢ OenkoM C5, IMEIONIMIM aMHHOKHCIIOTHYIO TocieaoBarensHocTh SEQ ID NO: 39
c 3amenoit H72Y, nmpu pH 7,4.

B mpyrux BapuaHTaxX OCYIICCTBICHHS H300pETCHHS aHTUTENO CBsa3biBacTcs ¢ C5 ¢ Ooyee BBICOKOH ad-
(uHHOCTBIO TIpHM HeWTpanbHOM pH, yeM mpu kucioMm pH. B apyrux BapmaHTax OCYIIECTBIECHHUS W300pETECHUS
aHTuTelNo cpa3piBactes ¢ C5 ¢ 6oree Bricokoi apduHHOCTRIO Tpu pH 7,4, weM nipu pH 5,8.

B HekoTOpBIX BapuaHTaX OCYIIECTBICHUS N300peTeHHS BhIAeNeHHoe anTuTeno k C5, mpemraraeMoe B Ha-
CTosIIEeM n300peTeHnH, HHruoupyeT aktuBamuio CS5. B HEKOTOPHIX BapHaHTaxX OCYIIECTBICHUS H300peTESHUS
BbIeNIeHHOe aHTUTeNo k C5 mpeanaraeMoe B HACTOSINEM HM300peTeHWH, MHTHOMpyeT aktuBaiuio R88SH-
BapuanTa C5. B HEKOTOpBIX BapruaHTaX OCYIIECTBICHHUS U300peTeHHUSI, BRIEIeHHOEe aHTHTeNo K C5, nmpemnarae-
MO€ B HACTOSIIEM H300PETCHHH, MPEICTABISACT COOOW MOHOKIOHATBHOC aHTHTENO. B HEKOTOPBIX BapHaHTax
OCYILICCTBIICHUS M300peTeHUsI BhIIEICHHOE aHTUTEeNno K C5 mpeanmaracMoe B HACTOSIIEM H300pPCTCHUH, TPE-
CTaBISAET COOOM YEIOBEYECKOE, TYMaHH3UPOBAHHOEC TN XHMEPHOEC aHTUTENIO0. B HEKOTOPHIX BapHaHTaX OCYIIe-
CTBIICHUS M300peTeHUs BBIICICHHOE aHTUuTeNo K C5, mpennaracMoe B HACTOSIIEM U300PETEHUH, TPEICTABIISCT
co0oii (hparMeHT aHTHTENa, KOTOpoe CBsa3biBacTcs ¢ C5. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS H300pETCHUS
BBIJIENICHHOE aHTHTEeNo K C5, mpeyiaracMoe B HACTOSIIEM H300PETCHUY, TIPEICTABISICT COOOH MOTHOPa3MepHOE
anatuteno [gG1- mmm [gG4-kmacca.

B HekoTOpBIX BapHaHTaX OCYIIECTBICHUS N300peTeHHS BhIAeNeHHoe anTuTeno k C5, mpemraraeMoe B Ha-
CTOSIIIIEM U300PETCHHH, COIEPIKUT

(a) HVR-H3, conepxamuii aMHHOKHCIOTHYIO mocienoBarenbHocTh DX1GY X, X;PTHAMX X5, B KOTO-
poit X, o6o3navyaer G miu A, X, obo3Hadaet V, Q wim D, X; o6o3navaer T mim Y, X4 0603Hagaer Y uimu H, X
o6o3nauvaer L wmn Y (SEQ ID NO: 128);

(6) HVR-L3, comepxammuii aMuHOKHCIOTHYIO mocienoatenbHOcTh QX TX,VGSSYGNX;, B KoTOpOit X
obo3znauaer S, C, N wmu T, X, ob6o3navaer F wnn K, X; o60o3nauaer A, T wiu H (SEQ ID NO: 131); u

(8) HVR-H2, conepxamuit amuHOKHCIOTHYIO mocienoBaredbHOCTh X IX,TGSGAXY X AXsWXKG, B
koTopoit X; obo3nauaer C, A wu G, X, o6o3nauaet Y win F, X; o6o3nagaer T, D umn E, X, o603naugaer Y, K
i Q, X5 o6o3navaer S, D nnm E, X¢ 0003Hauaer A wiu V (SEQ ID NO: 127).

B HekoTOpBIX BapuaHTaX OCYIIECTBICHUS N300peTeHHs BhIAeneHHoe anTuTeno k C5, mpemraraeMoe B Ha-
CTOSIIIIEM U300PETCHHH, CONEPIKUT

(a) HVR-H1, coneprkammii aMHIHOKHCIIOTHYIO mocienoBaTeibHOCTh SSYY X X,, B koTopoii X; 0003Haua-
et M umu V, X, o6o3nadaer C wm A (SEQ ID NO: 126);

(6) HVR-H2, conepxammii amuHOKHCIOTHYIO mocienoBarenbHOCTh X IX,TGSGAX3Y Xy AXsWXKG, B
koTopoit X; obo3nagaet C, A ninn G, X, o6o3nagaet Y win F, X5 o6o3nagaer T, D wm E, X, o6o3Hagaer Y, K
i Q, X5 o6o3navaer S, D mimn E, X¢ 0603Hauaer A wiu V (SEQ ID NO: 127); u

(8) HVR-H3, comepxkammii amuHOKHCIOTHYI0 TocienoBatebHocTh DX GY X, X3PTHAMX X, B KOTO-
poii X; obo3Havaer G mu A, X, o6o3navaer V, Q wiu D, X; o6o3navaer T win Y, X4 obo3nagaer Y wiu H, X;
o6o3nauvaer L wmn Y (SEQ ID NO: 128).

B npyrux BapuaHTax OCYIIECTBICHUS H300PETCHUS aHTHUTEIIO COICPIKUT

(a) HVR-L1, conmepxamuii aMHHOKUCIOTHYIO mocienoBarenbHocTh X1 ASQXLIX3SX,LA, B xotopoit X
oboznagaer Q mmu R, X, ob6o3nauaer N, Q wm G, X3 obo3nauwaer G mimm S, X, o6o3nagaer D, K mmu S
(SEQ ID NO: 129);
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(6) HVR-L2 conmep»uT aMHHOKUCIOTHYIO TocienoBarenbHocTe GASX X,X;5S, B koTopoit X 0003HavaeT
K, Ewm T, X, o6o3nauaer L wiu T, X; o6o3nauaet A, H, E i Q (SEQ ID NO: 130); u

(8) HVR-L3, conepammii aMUHOKHCIOTHYIO iocienoBaTenbHOCTh QX TX,VGSSYGNX;, B koTOpoit X,
ob6oznagaer S, C, N wm T, X, o6o3nagaer F wm K, X3 o6o3nagaer A, T i H (SEQ ID NO: 131).

B HEKOTOpHIX BapHaHTax OCYIIECTBIICHHS M300peTeHHs BhIAeNCHHOEe aHTHTENO K C5, mpemmaraemMoe B Ha-
CTOSAIIEM U300PETCHUH, COACPIKUT

(a) HVR-L1, conepxammii aMUHOKHCIOTHYIO TlocnenoBaTelbHOCTh X ASQX,IX3SXy,LA, B koTopoit X
ob6oznagaer Q mmu R, X, ob6osnagaer N, Q mmu G, X3 o6o3nagaer G wm S, X4 obo3znagaer D, K nmu S
(SEQ ID NO: 129);

(6) HVR-L2, comeprxammmii aMHHOKHCIIOTHYIO mocnenoBateabHOCT GASX X, X3S, B kKoTOpOit X 0003Ha-
yaet K, E wimu T, X, o6o3nauaer L wmu T, X3 o6o3navaer A, H, E wiu Q (SEQ ID NO: 130); u

(8) HVR-L3, conmepxamuii aMuHOKUCIOTHYIO TocienoBaTenbHocTh QX TX,VGSSYGNX;, B koTopoit X
obo3nauaer S, C, N wmu T, X, o6o3nauaet F nim K, X; o6o3navaer A, T wim H (SEQ ID NO: 131).

B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHUS U300peTeHHS BBIACICHHOE aHTHTENO K C5, mpemraraeMoe B Ha-
CTOSIIIIEM H300pPETCHHUH, CONEPKUT KapKacCHBIM yJacTOK BapwaOeNbHOTO JoMeHa Tsbkenon menu FR1, comepika-
A OHY W3 aMHUHOKHUCIOTHBIX mocienoBaTensHocTeidr SEQ ID NOs: 132-134; FR2, conepkammii oHy U3
aMUHOKHUCJIOTHBIX TocnenoBatenbHocTet SEQ ID NOs: 135-136; FR3, congepxamuii 01HYy U3 aMHHOKHCIOTHBIX
nocnenoBarenapbHocTel SEQ ID NOs: 137-139; u FR4, coaepkamuii oHy 13 aMUHOKHCIIOTHBIX TIOCIIEIOBATEIb-
Hocterd SEQ ID NOs: 140-141. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS H300PETSHHUS BBIZCIEHHOE aHTUTEIIO K
CS mpenaraemMoe B HACTOSIIEM HM300PETEHHH, COIACPKUT KapKACHBIA y4acTOK BapHaOeIbHOTO TOMEHa JIETKOH
uenu FR1, conepxamuii oqHy M3 aMUHOKUCIOTHBIX mociuenoBarenbHocted SEQ ID NOs: 142-143; FR2, co-
JIepKaluil 0IHy U3 aMUHOKUCIOTHBIX nocienoBaTensHocTet SEQ ID NOs: 144-145; FR3, coaepxamuii oqHy
13 aMUHOKHUCIOTHBIX mociuenoBaTtensHocted SEQ ID NOs: 146-147; u FR4, coaepxamuii aMUHOKUCIOTHYIO
nocnenoBarensHOCTs SEQ ID NO: 148.

B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS U300peTeHHS BBIACICHHOE aHTHTENO K C5, mpemmaraeMoe B Ha-
CTOSAIIEM U300PETCHUH, COAECPIKUT

(a) mocenoBatensHOCT, VH, HACHTHYHYIO 1TO MEHBIIEH Mepe Ha 95% OIHOM M3 aMUHOKHCIOTHBIX TTOCTIe-
noBarensHOCcTel SEQ ID NOs: 10, 106-110;

(6) mocrenoBaTenpHOCTh VL, MIEHTHYHYIO 1O MeHBIEH Mepe Ha 95% OIHOM W3 aMUHOKHCIOTHBIX TTOCTIe-
noBatensHOCcTe SEQ ID NOs: 20, 111-113; nmm

(B) mocienoBarensHOCTh VH, ykazaHHYIO B (a), B ITOCJIeioBaTebHOCTh VL, ykazanHyto B (0).

B npyrux BapmaHTax OCYIIECTBICHHUS M300PCTCHUS aHTUTENO cojepxutT VH, mMeronyto onHy U3 moce-
nosatensHocTe SEQ ID NOs: 10, 106-110. B npyrux Bapnantax OCyIIECTBIECHHUsSI N300PETEHHsI aHTUTEIO CO-
nepxxut VL, umeronyio oany u3 nocnegosarenbHocteit SEQ ID NOs: 20, 111-113.

B u300pereHnM NpennokKEHO aHTHTENO, cojepikamiee VH, MMEOImyo OmHY U3 MOCIIEI0BATCIBLHOCTEH
SEQ ID NOs: 10, 106-110 u VL, umeromtyto oany u3 nociegosarenbHocteit SEQ ID NOs: 20, 111-113.

B u300pereHnn npeyioxKeHBI TaKXKE BBIICICHHBIC HYKJICHHOBBIC KHCIOTHI, KOTOPBIC KOJUPYIOT aHTHTEIIO
k C5, mpeqiaraeMoe B HACTOSIIIEM H300peTeHNH. B n300peTeHnn nmpeioskeHbl TakKe KIETKI-X035€Ba, KOTOPBIe
collepKaT HYKJICWHOBYIO KHCJIOTY, NpEIIaraéMyi0 B HACTOAIIEM H300peTeHHH. B m300peTeHnn NpemiokeH
TaKkXKe CHOCO0 TOJyYeHHsI aHTHUTENA, BKIIOYAIOIINI KyTbTHBHPOBAaHHUE KIETKH-XO35SMHA, IpeaaraeMoil B Ha-
CTOSAIIEM N300PETEHHH, B PE3yIBTATE YETO IMOIyJaloT aHTUTETIO.

B m300peTeHnn npeanoxkeH Takxke crocod momydeHus antutena K C5. B HeKOTOpBIX BapHaHTaX OCYIIECT-
BJICHUS M300pETEHUs CIOCO0 BKJIFOUACT MMMYHH3AIHUIO KUBOTHOE MOJUICTITHIOM, KOTOPBIA comepxkut MG1-
MG2-nomen (SEQ ID NO: 43) Gera-uenn C5. B HEKOTOPHIX BapHaHTaxX OCYLIECTBICHUS M300peTeHUSI COCO0
BKITIOYAaeT MMMYHH3AIIUIO )KUBOTHOC IMOJUIICTITUIOM, KOTOPBIH COMEPKHUT 00IACTh, COOTBETCTBYIOIIYIO aMHHO-
Kucioram B monoxeHusx 33-124 6era-nenm (SEQ ID NO: 40) C5. B HEKOTOpPBIX BapHAHTaX OCYIICCTBICHUS H30-
OpeTeHus crocod BKIFOYACT UMMYHH3AIMIO )KHUBOTHOE MOJUTICTITUAOM, KOTOPBIN CONEPKHUT MO MECHBIICH Mepe
oIuH (parMeHT, BEIOpaHHBIA U3 aMHHOKHUCIOT 47-57, 70-76 u 107-110 6era-uenu (SEQ ID NO: 40) C5. B ne-
KOTOPBIX BapHaHTaX OCYIICCTBICHUS N300pEeTEHH CII0cO0 BKIIOYaeT MMMYHH3AIHIO KUBOTHOE TIOJHUIICITHIIOM,
conepxkamumM ¢parment 6era-nienn (SEQ ID NO: 40) C5, KOTOPBIH COACPKUT MO MEHBIIEH Mepe OJHY aMHUHO-
KHCIOTY, BeIOpannyto u3 Glud8, Asp51, His70, His72, Lys109 u His110.

B u3o0perennn npenioxkeHa Takxke dpapMareBTHIecKas KOMIIO3UIHA, KOTOpasi COOepKUT aHTUTeNo K C5,
IpeiaraeMoe B HaCTOAIIeM H300peTeHNH, U (papManeBTHUECKH TPUEMIIEMBIil HOCUTEIb.

Antrrena k C5, mpemiaraeMble B HACTOSIIIIEM M300pPETEHNH, MOKHO MIPUMEHSTh B KadeCTBE JIEKapCTBEH-
HOrO cpencTBa. AuTHTena k C5, mpeuiaraeMbie B HACTOSIIEM H300pPCTEHUM, MOXKHO NMPUMCHATH IS JICUCHUS
OIMOCPEAYEMOT0 KOMILUIEMEHTOM 3a00JICBAaHUSI MIIH COCTOSIHUS, KOTOPOE BKITFOYACT U30BITOYHYIO HIIH HEKOHTPO-
mupyeMyro aktuBanuio C5. Artutena k C5, mpeaiaracMbele B HACTOSIIIEM H300pETCHUH, MOXKHO TMPUMEHSTD IS
ycuiienus kinupenca C5 U3 mia3mebl.

Amntutena k C5, npennaracMple B HACTOSIIEM HU300pETCHUH, MOXHO MPUMCHSATH JJIS TIPUTOTOBJICHUS Jie-
KapCTBEHHOTO CpPEJCTBa. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHHS H300PETCHUS JIGKAPCTBEHHOE CPEICTBO
TpeIHAa3HAYCHO IS JICUYSHHS OIOCPEIyeMOro KOMIDIEMEHTOM 3a00JIeBaHUS WM COCTOSHHS, KOTOPOE BKIIIOYAET
M30BITOYHYIO WM HEKOHTpOIUpyeMyto aktuBanmio C5. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS H300pPETCHUS
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JIEKapCTBEHHOE CPEJICTBO MIPEAHA3HAYCHO ISl yCHiIeHus! KiaupeHnca CS5 n3 mia3Mel.

N3o0peTenne OTHOCHUTCS TakXKe K CIOCOO0y JIeUeHHs MHAMBUAYYMa, UMEIOLIETO OIocperyeMoe KOMILIe-
MEHTOM 3a00JIeBaHHE WJIM COCTOSHHE, KOTOPOE BKIIFOYAaeT M30BITOYHYIO UM HEKOHTPOIHPYEMYIO aKTHBALIUIO
C5. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS WU300pETeHMS CIOCcO0 BKIIIOYACT BBEACHHE WHIWBHIYYMY B d(-
(hexTrBHOM KoNHMuecTBe aHTHTeNa K C5, mpesiaraeMoro B HaCTOsIIIEM H300peTeHuH. B m300peTeHnn mpenso-
JKeH TaKkKe crnocol ycuieHus kiupenca C5 U3 mia3Mbl y HHANBHAYYMa. B HEKOTOPHIX BapuaHTaX OCYIIECTBIIC-
HUSL M300pETEeHUsT Croco0 BKIIIOYAET BBEACHHWE WHIWBHIYYMY B d(dexkTuBHOM KonmuecTBe aHTuTena k CS5,
MpeIaraéMoro B HACTOSIIEM N300peTeHUH, A yCuIeHus kiupeHca C5 u3 mia3mel.

Kpartkoe onucanne yepre:xei

Ha ueprexxax mokasaHo cieayrolee.

Ha ¢wur 1 - rpynmupoBka antuten k C5 B 3aBHCHUMOCTH OT 3MUTOIA, TIPOIEAYPa KOTOPOH OMUCAHA B IPU-
Mepe 2.2. AHTUTENa, CTPYIIUPOBAHHBIE B "KOP3UHBI" AJISi OAHOTO U TOTO € AMUTOMNA, 3aKIIOUYEHBI B MPSIMO-
YTOJIbHUKH, BBIICIICHHBIC )KUPHBIMH JIMHUSIMH.

Ha ¢wur. 2A - monyuennsie metogoM BIACORE® cencorpammsr i antuten k CS mpu pH 7,4 (crmonrHas
muaust) ¥ npu pH 5,8 (wTpuxoBas nMHUMA) A7 OLEHKH 3aBHCUMOCTH OT pH, kak ommcaHo B mpumepe 3.2.
CFA0305, CFA0307, CFA0366, CFA0501, CFA0538 u CFA0599 npeacTaBisitoT co00l aHTUTEINa, BXOISIINE B
rpymnmy snuTona B, kak onucaHo B mpumMepe 2.2.

Ha ¢wur. 2b - monyuennsie meronoMm BIACORE® cencorpammsr st antuten k C5 npu pH 7,4 (criomHas
muauA) u npu pH 5,8 (uTpuxoBasi MWHUSA) A OICHKH 3aBUCHMOCTH OT pH, kak omumcaHo B mpumepe 3.2.
CFA0666, CFA0672 u CFA0675 nipeacTaBisioT co0o¥ aHTUTENa, BXoIAIIie B rpymmy snutomna B, a CFA0330
n CFA0341 mpexncraBnstor coOol aHTHTENa, BXOMANIME B TpyImy snurtorna b, kak ommcaHo B mpumepe 2.2.
305LOS5 npencrasmisier coboit rymanmsupoBantHoe antutesio CFA0305, onmcannoe B mpumepe 2.3.

Ha ¢wur. 3 - pe3ynpTaThl aHamIM3a METOIOM BECTEPH-OJIOTTHHTA CBSA3bIBAHUS MOMy4eHHBIX U3 Oeta-menu C5
¢dparmenroB (amuHOKUCIOTH 19-180, 161-340, 321-500 u 481-660 SEQ ID NO: 40), cimuteix ¢ GST-meTKOH,
kak omnuca"o B mpumepe 4.1. CFA0305, CFA0307, CFA0366, CFA0501, CFA0538, CFA0599, CFA0666,
CFA0672 n CFA0675 mpencraBinsiior co0oii aHTHTeNa, BXOAAIINE B rpymmy snurtona B. Anrureno k GST ciy-
JKUIIO B KAYECTBE TOJIOKUTEIBHOTO KOHTpous. [lomoxkenust ciuthix ¢ GST dparmenror C5 (46-49 x/la) yka3a-
HBI CTPEIIKOI.

Ha ¢wur. 4 - monydennsie merooMm BIACORE® ceHncorpaMMel, XapaKTepH3yIOIIUE CBI3bIBAHHE aHTUTEIN K
C5 ¢ MG1-MG2-nomenom Oeta-ienu C5, kak onucano B npumMepe 4.3. Ha BepxHei naHenu npeacraBieHbl pe-
synbTathl it CFA0305 (crmomnas muaust), CFA0307 (mrpuxosas muaus), CFA0366 (yHKTHPHO-IITPUXOBAs
TUHUA) ¥ dKynu3ymaba (myHKTUpHas JmHusA). Ha cpenHedt maHenn mpezactaBiieHbl pe3ynabTaTsl aust CFA0501
(crutomrnas uaMsT), CFA0599 (mrpuxoBast nuaus), CFA0538 (MyHKTHPHO-IITPUXOBAs JIMHUSA) B dKyIH3yMada
(myHkTHpHas nuHUA). Ha HwkHel maHenw mpenctaBieHbl pes3ynbTaThl misi CFA0666 (croionmrHas JTWHHS),
CFA0672 (mutpuxoast muaus), CFA0675 (MyHKTUPHO-IITPUXOBAS JTHHMS) U IKyIn3yMada (MyHKTHPHAS JTHHHS).
CFA0305, CFA0307, CFA0366, CFA0501, CFA0538, CFA0599, CFA0666, CFA0672 u CFA0675 mipencras-
JSIIOT coOOH aHTHTENa, BXOAAIIME B TpymIy snurona B. Dkymu3ymald MpUMEHSIM B KauecTBE KOHTPOJILHOTO
anturena k CS.

Ha ¢wur. 5A - pe3ynbTaTsl aHann3a METOJJOM BECTEPH-OJIOTTHHTA CBA3BIBAHUS MMOTy4eHHbIX 13 MG1-MG2-
JIOMEHAa TICNTUAHBIX (PAarMeHTOB (aMUHOKHCIOTHI 33-124, 45-124, 52-124, 33-111, 33-108 u 45-111
SEQ ID NO: 40), cuteix ¢ GST-meTtko#, kak onucano B npumepe 4.4. Antureno k GST ucnonb3oBanu B Kaye-
CTBE aHTHTEJNa, MpuMeHsseMoro B peakiuu. [Tomoxenus ciuteix ¢ GST C5-pparmentos (35-37 k/la) ykazansl
CTPENKOM.

Ha ¢ur. 5b - pe3yapTaThl aHaM3a METOJOM BECTEPH-OJOTTHHTA CBS3bIBAHUS MOMydeHHBIX U3 MG1-MG2-
JIOMEHAa TIENTHIHBIX (parMeHToB (aMUHOKHUCIOTHI 33-124, 45-124, 52-124, 33-111, 33-108 m 45-111
SEQ ID NO: 40), ciuteix ¢ GST-metkol, kak onucano B npumepe 4.4. Aarureno CFA0305 ucnonp3oBanu B
KadyecTBE aHTUTENa, IPUMEHSIEMOT0 B PEaKIIHH.

Ha ¢ur. 5B - 060011ieHre pe3ynbTaToB peakiuii cBA3bIBaHUs aHTHTEN K C5 ¢ moydyeHHbIMU U3 OeTa-1enu
C5 ¢parmenTamu, kak onucaHo B npuMepe 4.4. @parMeHTsl, ¢ KOTOPBIMH CBSA3BIBAINMCH aHTUTENa K C5, BXOM-
mue B rpynmy smutona B (CFA0305, CFA0307, CFA0366, CFA0501, CFA0538, CFA0599, CFA0666,
CFA0672 n CFA0675), BbIIENICHBI CEPBIM IIBETOM, a ()parMeHThI, C KOTOPHIMU OHH HE CBSI3BIBAINCH, 0003HaUe-
HBI OCITBIM IIBETOM.

Ha ¢wur. 6 - pe3ynpTaThl aHa H3a METOJIOM BECTCPH-OJIOTTUHTA CBA3BIBAHUS COJICPIKAIIUX TOUYCUHBIC MyTa-
1uu MyTanToB C5, B kotopbix E48, D51 u K109 B 6eta-nienu 3amenensl Ha ananud (E48A, D51A u K109A co-
OTBETCTBEHHO), Kak omucaHo B mpumepe 4.5. Ha meBoit manenu: skynu3ymad (antureno k C5, cBs3bIBalOMUi
anbQa-1ernb areHT) UCIOJL30BaN B KAYECTBE aHTHUTENA, IPUMEHIEMOTO0 B peaKIluy, MoJioskeHue anbda-menu C5
(mpumepno 113 x/la) ykazano crpenkoid. Ha npaBoit nanenn: CFA0305 (anTHTeno, BXOASIIEe B TPYIITY SITUTO-
na B, arenr, cBs3pIBatomuid OeTa-11emb) HCIIOIB30BAIN B KAUECTBE aHTHUTENA, IPIMEHSIEMOTO B PEaKINH, IOJI0-
xenue Oera-enu C5 (mpumepro 74 k/la) 0003HaAYCHO HAKOHCYHUKOM CTPEIIKH.

Ha ¢wur. 7 - monydennsie MeTogoM BIACORE® cencorpaMMbl, Ha KOTOPBIX MIPOAEMOHCTPUPOBAHO B3aH-
MoJeiicTBue 3kynn3ymada-F76004 (Bepxuss manens) win 305L05 (amxHsis maHens) ¢ myTanTtamu C5 kak omm-
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caHo B npumepe 4.6. CeHcorpamMbl NoMydasid myTeM uHbeKIuu C5-wt (xkupHas crutomrHas kpusasi), C5-E48A
(xpuBas u3 KopoTkux mTpuxoB), C5-D51A (kpuBas u3 mnuHHBIX mWTpuxoB) H C5-K109A (ToHKas cruomrHas
KpHBasi) COOTBETCTBEHHO Ha IOBEPXHOCTHh CEHCOpa, HA KOTOPOH MMMOOWMIM30BaH JKynmm3ymad-F760G4 wmu
305LOS5. Dxynmu3ymab mpeacTaBisieT cooorr KoHTposibHOe anTuTeNno Kk C5. 305LOS mpexacrasnser coboii ryma-
HuzupoBanHoe antureno CFA0305 (Bxoasmee B rpymiry snutomna C), Kak onmucaHo B mpumepe 2.3.

Ha ¢uwr. 8 - mosmyyennsie MmeronoMm BIACORE® cencorpamMMel, Ha KOTOPBIX IPOJEMOHCTPHPOBAHO B3au-
moaeticteue 305LO5 ¢ myrantamu C5-His mis onenku 3aBucuMocTd ot pH, kak onucano B nmpumepe 4.7. CeH-
coTrpaMMBbI TIOJTydaiau myTeM UHbeKuu CS5-wt (kupHas crutomHas kpuas), C5-H70Y (kpuBas W3 JTMHHBIX
mtpuxoB), C5-H72Y (xpuBas u3 koporkux mrpuxoB), C5-H110Y (mynkrupHas kpusas) u C5-H70Y+H110Y
(TOHKasl CIUTOIIHAS KPHBasi) COOTBETCTBEHHO Ha MOBEPXHOCTh CEHCOPA, Ha KOTOpor mMMmooOmmm3oBano 305LOS.
Komruiekcam aHTHTENIO/aHTHTEH AaBaiu AMCCOLMUpoBaTh npu pH 7,4, a 3aTeM IOMOJHUTEIBHO TUCCOLUHPO-
BaTh 1pyu pH 5,8 (ykazano ctpenkoil) 1uist orieHkn pH-3aBUCHMBIX B3aUMO/ICHCTBHH.

Ha ¢ur. 9A - nanHble, 1EMOHCTPHUPYIOIINE HHTMONPOBAHUE aKTHBUPYEMOT'0 KOMILIEMEHTOM JIM3HCa JIUIIO-
coM antutenamu k C5, xak omucano B mpumepe 5.1. IlpencraBnenst pesynsTatel 1t CFA0305, CFA0307,
CFA0366, CFA0501, CFA0538, CFA0599, CFA0666, CFA0672 u CFA0675, BXosmux B Tpynimy snuTomna B,
KaK OIMCaHO B mpumepe 2.2.

Ha ¢ur. 9b - nanHbIe, EMOHCTPUPYIOIINE HHTMONPOBAHNE aKTUBUPYEMOT0 KOMIUIEMEHTOM JIM3HCA JINIO-
com antutenamu k C5, xak omucano B mpumepe 5.1. IlpencraBnensl pe3ynbtatel A antutenr CFA0330 u
CFA0341, Bxomsimux B rpyIimy dmuTomna b, kak omvcaHo B mpumepe 2.2.

Ha ¢wur. 10A - maHHBIe, JEMOHCTPHPYIOIINEe WHTHOMpoBaHue oOpa3oBanus CS5a aHtutenamu k C5, kKak
onucaHo B npumMepe 5.2. Konnentpanun C5a KOJIMUECTBEHHO OLCHUBAIM B CyNEpPHATaHTaX, MOJYYEHHBIX IPH
aHaJIM3e JIN3HUCa JIMTIOCOM, Pe3yIbTaThl KOTOPOTo MPOMLIIOCTPUPOBAHBI Ha (HT. 9A.

Ha ¢wur. 10b - nannble, feMOHCTpHUpYIOIIHE MHIHOMpoBaHHE oOpazoBanusi CSa anturenamu k C5, kak
ormcaHo B npumMepe 5.2. Konnentpanun C5a KOJMUECTBEHHO OLICHUBAIM B CyNEpHATaHTaX, IMOJYYEHHBIX TPU
aHaJIM3e JIN3KCa JINTIOCOM, PE3yJIbTaThl KOTOPOTo NPOMILTIOCTPUPOBaHbI Ha ¢ur. 9b.

Ha ¢ur. 11 - ganHble, JeMOHCTPUPYIOIINE HHIMOMPOBAHHE AKTHBUPYEMOTO KOMIIEMEHTOM I'eMOJIH3a aH-
turenamu k C5, Kak onucaHo B mpuMepe 5.3. AKTHBALUS KOMIDIEMEHTA ITPOUCXOIMIIA KIIACCHYECKUM ITyTEM.

Ha ¢ur. 12 - maHHBIC, TEMOHCTPUPYIONIHNE HHTUOUPOBAHUE aKTUBUPYEMOTO KOMITJIEMEHTOM IeMOJIN3a aH-
tutenamu k C5, Kak onucaHo B mpuMepe 5.4. AKTHBALUSI KOMIUIEMEHTA ITPOUCXOAMIA aTbTEPHATUBHBIM ITyTEM.

Ha ¢wur. 13 - 3aBUCHMOCTB OT BpeMEHH KOHIICHTPAIINH B Ia3Me desoBedeckoro C5 mociie BHyTPUBEHHOTO
BBE/ICHHS MBIIIaM dejoBeueckoro C5 MHAMBUAYaIbHO WM 4enoBedeckoro C5 M aHTHTENA K YEIIOBEYECKOMY
CS5, ycraHoByieHHasl TTyTeM OIeHKH KiaupeHca C5 ¢ moMoImbpio MeToaa, onrcanHoro B mpumepe 6.2. CFA0305,
CFA0307, CFA0366, CFA0501, CFA0538, CFA0599, CFA0666, CFA0672 u CFA0675 npenctaBiasioT co0oi
aHTuTeNa, BXomsmue B rpynmy smurona B, a CFA0330 n CFA0341 npeacraBisitor co0oi aHTUTENa, BXOSIIUC
B Ipymmy 3nuromna b, kak onucano B mpumepe 2.2.

Ha ¢ur. 14 - 3aBucuMocTh OT BpeMEHHM KOHIIEHTpPALWH B IIa3Me aHTUTENa K 4ejoBedeckomy C5 mocie
BHYTPHUBEHHOT'O BBE/ICHHS MBIIIaM dejoBeueckoro C5 m anturena k yenosedeckoMmy C5, yCTaHOBJIEHHAS ITyTeM
OLICHKH (DapMaKOKMHETHKM aHTHUTENA COIJIACHO MeTony, omucaHHomy B npumepe 6.3. CFA0305, CFA0307,
CFA0366, CFA0501, CFA0538, CFA0599, CFA0666, CFA0672 u CFA0675 mpencraBisitoT co00i aHTHTENA,
Bxogsinie B Tpymmy snutona B, a CFA0330 u CFA0341 npexactaBisioT co00i aHTHTENA, BXOIAIUE B TPYIIITY
anuTomna b, kak onucaHo B mpumepe 2.2.

Ha ¢ur. 15 - naHHBIC, NEMOHCTPUPYIONINE HHTHONPOBAHUE AKTUBHPYEMOTO KOMIUIEMEHTOM JIM3HCA JIUIO-
com a"turenamu Kk C5, xak onmrcano B mpumepe 9.1. [IpencraBnensl pe3ynbratsl 1 anTuten 305L015-SG422,
305L0O16-SG422, 305LO18-SG422, 305L019-SG422, 305L.020-SG422 u 305L.020-SG115.

Ha ¢ur. 16 - nanHbIe, 1eMOHCTPUPYIOLINE HHTHONPOBAHUE AKTUBHPYEMOTO KOMIUIEMEHTOM JIM3HCA JIUIO-
coM anTutenaMmu k C5, xak onucano B npumMepe 9.1. [Ipenacrasnensl pe3ynsrarsl ans anturen 305LO15-SG115
u 305L0O23-SG429.

Ha ¢ur. 17 - nanHsle, 1eMOHCTPUPYIOLINE HHTHONPOBaHUE AKTUBHPYEMOTO KOMIUIEMEHTOM JIM3HCA JIUIO-
coM anTuTenamu k CS5, kak onucasno B npumepe 9.1. IIpencranenst pesynsTatsl 111 antuten 305L022-SG115,
305L022-SG422, 305L023-SG115 n 305L0O23-SG422.

Ha ¢ur. 18 - manHBIe, JEeMOHCTPHUPYIOIIHE MHTHONpoBaHUe oOpa3oBanus CS5a antutenamu k C5, kak onu-
cano B mpumepe 9.2. Konnenrtpammu C5a KOJTUYIECTBEHHO OIEHUBAIH B CYIIEPHATAHTAX, IOJyYCHHBIX TIPH aHAa-
JIM3€ JIN3UCA JINTIOCOM, PE3yIbTaThl KOTOPOTO MPOMIIIIOCTPUPOBAHEI Ha ¢ur. 15.

Ha ¢ur. 19 - nanHbIe, JEeMOHCTpHUPYIOIIHE MHTHONpoBaHue oOpa3oBanus C5a antutenamu k C5, kak onu-
cano B mpumepe 9.2. Konnernrtpammu C5a KOJTUYIECTBEHHO OIEHUBAIH B CYIIEPHATAHTAX, IOJyYCHHBIX TIPH aHa-
JIM3€ JIM3UCA JINTIOCOM, PE3yJIbTaThl KOTOPOTO NPOMIIIIFOCTPUPOBAHBI Ha ¢wur. 16.

Ha ¢wur. 20 - nannsle, TeMOHCTPUPYIOIINE HHIUOMPOBAHNE aKTHBHOCTH KOMIUIEMEHTA B IIa3Me 00e3bsH
antutenamu k C5, kak onucano B npumepe 9.3. Antutena k C5 BBomwin 00e3bsiHAM [IHUHOMOJITYC W M3MEPSUIH
AKTHBHOCTb KOMIUIEMEHTA B Tu1a3Me 00€3bsH IyTEM aHaJIN3a FeMOoJIn3a.

Ha ¢uwr. 21 - nanHble, 1eMOHCTPUPYIOLINE HHIHOUPOBaHUE OHMOJIOTHYECKON akTUBHOCTH C5 AMKOro THHa
(WT) u BapuanToB C5 (V145I, R449G, V8021, R885H, R928Q, D966Y, S1310N u E1437D) anturenom k C5
(axynu3yma0), Kak omucaHo B mpumMepe 9.4.
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Ha ¢uwr. 22 - nanHsle, 1eMOHCTPUPYIOLINE HHIHONPOBaHUE OHMOJIOTHYECKOH akTUBHOCTH C5 AMKOro THIA
(WT) u BapuanToB C5 (V145I, R449G, V8021, R885H, R928Q, D966Y, S1310N u E1437D) anturenom k C5
(Bapmant 305), kak onucaHo B mpumMepe 9.4.

Ha ¢ur. 23 - nanHbIe, JEMOHCTPHUPYIONINE MHTHONPOBAHNE aKTHBUPYEMOTO KOMIIEMEHTOM JIM3UCA JTUIIO-
com aatuteamu k C5 (BNJ441 u BapuanT 305), kak onucano B mpumepe 9.5.

Ha ¢ur. 24 - 3aBHCUMOCTH OT BpeMEeHH KOHIIEHTpaIiH B tiazmMe C5 00e3bsiH MMHOMOJTYC TIOCIIe BHYTPH-
BEHHOTO BBEJCHHS 00€3bsSHAM IIMHOMOJTYC aHTHTeNa K deimoBedeckoMy C5, ycTaHOBICHHAs IyTE€M OIICHKH
kiupenca C5 ¢ moMoInpio MeTo1a, OmMucanHoro B mpumepe 10.2.

Ha ¢ur. 25 - 3aBucuMocTh OT BpeMEHHM KOHIIEHTpalUWH B IIa3Me aHTUTENa K 4ejoBedeckomy C5 mocie
BHYTPHUBEHHOTO BBEJCHUsSI 00€3bsiHAM LMHOMOJITYC aHTHTeNa K dernoBedeckomy C5, ycTaHOBIEHHas ITyTeM
OLICHKH (hapMaKOKMHETHKH aHTUTENa C TOMOIIBI0 METO/1a, OIicaHHoro B pumMepe 10.3.

Ha ¢wur. 26A n 26b - nzobpaxenue kpucraumaeckoit cTpykrypsl 305 Fab, cBsazannoro ¢ MG1-nomenom
yenoBeueckoro C5 (hC5), xoropas onucana B npumepe 11.6. Ha ¢ur. 26A npencraBneHo n3o0pakeHne acuM-
METPUYHON 31eMeHTapHOH suelikn. MGl u3o0pakeH B Bujae MoBepxHOCTH, a 305 Fab nzo0OpaxeH ¢ nmoMomnpio
TIOJIOCOK (TEeMHO-CEpBIA IBET: TsDKENAas IIeTlh, CBETIIO-CEPBIM IBET: JieTKas Ienb). Ha ¢ur. 266 mpencrasieno
HaJIOKEeHHE MOJIEKYJ 1 1 2 (TeMHO-CephIif IBET: MOJIEKyJa 1, CBETIIO-CephIN I[BET: MOJIEKYJIa 2).

Ha ¢wur. 27A - wmoctpanust snuTona Juisi KoHTakTHOH obmactu 305 Fab B MG1-momeHe, onvicaHHbIE B
npumepe 11.6. Ha ¢ur. 27A nipencraBnensl naHHble 0 KapTupoBaHu MG1 B aMHHOKHCIIOTHON TIOCIIEIOBATEIEHO-
CTH (TEMHO-CEpHIi IIBET: PACCTOSHUE MEeHbITe ueM 3,0 A, CBETIIO-cephlii IIBET: paccTosHME MeHbIIe ueM 4,5 A).

Ha ¢wur. 275 - wimoctpanus snuTona st koHTakTHOH obnactu 305 Fab B MG1-nomeHe, onrcaHHbIe B
npumepe 11.6. Ha ¢wur. 275 npexctaBieHs! JaHHbIE 0 KapTUPOBAaHWU B KPUCTALIMYECKOH CTPYKType (TEMHO-
cepele cepsl: paccTosHue MeHbIne yeM 3,0 A, ceTno-cephie chephl: paccTosHue MeHbIIe ueM 4,5 A).

Ha ¢wur. 28A - ykpynHeHHOE M300paskeHue, WLTIocTpupylomee Baumoneiictust E48, D51 u K109 (u30-
Opaskensl nanmoukamu) ¢ 305 Fab (n300pakeH B BUJie MOBEPXHOCTH), YTO OMKCAHO B ipumepe 11.7.

Ha ¢ur. 28b - mmmoctpanus B3anmozeictuit mexny E48 u ero okpykeHnem (TeMHO-cepast IyHKTUpHas
JIMHUS: BOJOPOIHAs cBs3b ¢ Fab, cBeTno-cepas myHKTHpHAs JWHHS: OTOCPEayeMasi BOJOH BOJZOPOAHAS CBS3B),
9TO OMKCaHO B pumepe 11.7.

Ha ¢ur. 28B - wutrocTpanus B3aumoeicTBri Mexay D51 u ero okpykeHneM (TeMHO-cepasi TyHKTHpHAs
JUHUS: BOOPOaHAS CBs3b ¢ Fab), uto onmmcano B mpumepe 11.7.

Ha ¢ur. 281" - mmroctparms B3anmopeiicteuii Mexmy K109 u ero okpyxenneM (TeMHO-cepast TyHKTHPHAS
JIMHUS: BOZOpOIHas cBs3b ¢ Fab, cBeTiio-cepast IyHKTHpHAS TMHASA: COIAHAs MOCcTHKOBas cBs3b ¢ H-CDR3 D95),
YTO OMKCaHo B mpumepe 11.7.

Ha ¢wr. 29A - ykpynHeHHOe n3o0paxkeHue, wunocTpupyroniee B3anmoaeiictsust H70, H72 n H110 (u30-
Opakensl naoukamu) ¢ 305 Fab (u300paxxeH B BHJE MOBEPXHOCTH), KOTOPHIE ONMKCaHbI B mpumepe 11.8, B Toi
JKE€ CaMOM OpHEHTAINH, YTo U Ha ¢ur. 28A.

Ha ¢wur. 29b - wintoctpanus B3auMoaericteuii Mmexny H70 n ero okpykeHHEM, 4TO ONHMCAHO B TIPHU-
Mmepe 11.8. DTOT THCTUANHOBBINA OCTaTOK M300pa)keH C ITOMOINBIO MaJO4YeK M CeTKH. BomoponHas cBsi3b M30-
OpakeHa IMyHKTUPHOMN JIMHUEH.

Ha ¢ur. 29B - wumoctpanus B3aumozeicTBuil Mexxny H72 U ero okpyKeHHEeM, 9TO OMHUCAHO B MPHU-
Mepe 11.8. DTOT THCTHINHOBBIA OCTATOK M300pa’keH ¢ MOMOIIBIO MAJOYEK W CeTKU. BomopoaHas cBs3b H30-
OpakeHa IMyHKTUPHOMN JIMHHEH.

Ha ¢ur. 29T - mmocTpanus B3aumoaeiicteuii mexxay HITO u ero okpyxeHuem, 9TO OTIUCAHO B MPH-
Mmepe 11.8. DTOT rHCTHAMHOBBIN OCTATOK M300pa)KeH C MOMOIIBI0 Nasiovyek u cetku. Paccrosaue mexxay HITO u
H-CDR3 H100c yka3aHO MyHKTUPHOH JTUHUEH.

Onncanne BADHAHTOB OCYIIECTBJICHUS H300peTeHHs

TexHOJIIOTHH M TTPOLIEAYPHI, KOTOPBIE OMMCAHbI WIIN Ha KOTOPBIE CEIaHbl CCHIIKH B HACTOSIIEM OIMCAHHH,

B IEJIOM XOPOUIO M3BECTHBI CIICIMAIMCTAM B JAHHOHW 00JNACTH, M MX IIMPOKO NPHUMEHSIOT C MCIOJIb30BaHUEM

06HICHpI/IH$[TLIX MeTOﬂOJ’IOFHﬁ, TaKnX, HAIIPUMEP, KaK OMMMCAHHBIC Y
Sambrook u ap., Molecular Cloning: A

Laboratory Manual, 3-e u3za., uza-so Cold Spring Harbor Laboratory Press, Cold
Spring Harbor, N.Y. 2001; Current Protocols in Molecular Biology (mox pea.F. M.
Ausubel u gp., 2003); cepun Methods in Enzymology (u3n-Bo Academic Press, Inc.):
PCR 2: A Practical Approach (mox pex. M.J. MacPherson, B.D. Hames u G.R. Taylor,
1995), Antibodies, A Laboratory Manual, nox pea. Harlow u Lane, 1988 u Animal
Cell Culture (nox pea. R.I. Freshney 1987); Oligonucleotide Synthesis (mox pea. M.J.
Gait, 1984); Methods in Molecular Biology, u3n-so Humana Press; Cell Biology: A
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Laboratory Notebook (mox pen. J.E. Cellis, 1998) u3z-so Academic Press; Animal Cell
Culture ( mox pexn. R.I. Freshney, 1987); Introduction to Cell and Tissue Culture (J. P.
Mather u P.E. Roberts, 1998), usn-so Plenum Press; Cell and Tissue Culture:
Laboratory Procedures (mox pen. A. Doyle, J.B. Griffiths u D.G. Newell, 1993-8),
u3a-so J. Wiley and Sons; Handbook of Experimental Immunology (nox pea. D.M.
Weir u C.C. Blackwell); Gene Transfer Vectors for Mammalian Cells (rmox pex. J.M.
Miller u M.P. Calos, 1987); PCR: The Polymerase Chain Reaction, (nox pex. Mullis u
np., 1994); Current Protocols in Immunology (mox pex. J.E. Coligan u np., 1991);
Short Protocols in Molecular Biology (u3a-so Wiley and Sons, 1999);
Immunobiology (C.A. Janeway u P. Travers, 1997); Antibodies (P. Finch, 1997);
Antibodies: A Practical Approach (nox pexn. D. Catty., usn-so IRL Press, 1988-1989);
Monoclonal Antibodies: A Practical Approach (mox pen. P. Shepherd u C. Dean, usn-
Bo Oxford University Press, 2000); Using Antibodies: A Laboratory Manual (E.
Harlow u D. Lane, u3n-so Cold Spring Harbor Laboratory Press, 1999); The
Antibodies (rmox pex. M. Zanetti u J. D. Capra, uzg-so Harwood Academic Publishers,
1995); u Cancer: Principles and Practice of Oncology (nox pen. V.T. DeVita u np.,
u3a-so J.B. Lippincott Company, 1993).

I. Onpenenenus.

Ecmm He yka3aHo WHOE, TO TEXHHYECKHE W HAYYHBIC TOHSATHS, NMPUMEHSEMBIC B HACTOSIIEM OIHCAHUH,
MMEIOT 3HAUEHHs, XOPOIIO M3BECTHBIE OOBIYHOMY CIIEHAINCTY B O0JIaCTH, B KOTOPOW OTHOCHTCS HACTOSIIIEE
nzooperenue. Y Singleton u np., Dictionary of Microbiology and Molecular Biology 2-oe u3n., uzn-so J. Wiley
& Sons, New York, N.Y., 1994; u March, Advanced Organic Chemistry Reactions, Mechanisms and Structure
4-e m3n., m3a-Bo John Wiley & Sons, New York, N.Y., 1992, B nieiom npeacTaBieHO MpeaHa3HAYCHHOE IS
CHENHANKCTOB B JAHHOW 00JIACTH TOJKOBAHWE MHOTHX MOHSTHH, IPUMECHAEMBIX B HACTOSIIEH 3asBKe. Bee mpo-
IUTHPOBAHHBIC B HACTOSIIIEM OIHMCAHWH CCBUIKH, BKJIFOYAs 3asBKH HAa MATCHT M MYyOJIUKAIMH TATCHTOB, MMOJHO-
CTBIO BKJIFOUCHEI B HETO B KAYCCTBE CCHUIKH.

JIis mHTEpIIpeTanyu HACTOSAIICTO OMUCAHUS H300PETCHUS CICIyeT MPUMEHSITh NPUBCACHHBIC HIKE TIOHS-
TS, ¥, KOTJa 3TO BO3MOXKHO, IMMOHSTHS, IPUMCHICMBIC B ¢IMHCTBCHHOM YHCIIC, BKITIOYAIOT TAKKE MX MPUMCHE-
HHUE BO MHOXCCTBEHHOM YHCIIC H HA000pOT. JJOMKHO OBITh OYEBUAHO, YTO MPUMEHICMas B HACTOSIIEM OITHCa-
HUHM TCPMHUHOJIOTHS MPEICTABICHA TOJLKO JUIS IIETH OMUCAHHUS KOHKPETHBIX BAPHUAHTOB OCYIICCTBICHHS H30-
OpeTeHHs W He HapaBlIeHa Ha OrpaHHUYEHHE ero o0seMa. B cirygae ecnu mo0oe ykazaHHOE HIDKE OTpeIeIeHNe
BCTYIIAeT B MIPOTUBOPEUHNE C YKa3aHHBIM B JTIOOOM TOKYMEHTE, BKIIIOYEHHOM B OIICAaHUE B KaUEeCTBE CCHUIKHU, TO
CIIeIyeT NCIOIB30BaTh YKa3aHHOE HIDKE ONpEIeIICHHE.

Jlst meneit HacTOAIIEro onmucaHus "aKIeNTOPHBIN YeloBeYeCKni KapKacHBIM y4acTOK" O3HAaYaeT KapKac-
HBIH yYaCTOK, KOTOPBIA CONICPKUT aMUHOKHCIIOTHYIO MOCTIEIOBATENEHOCTh KAPKACHOTO y4acTKa BapraOelTb-HOTO
nomena Jjerkoi nernu (VL) wim kapkacHbI y4acToK BapuabeibpHOro ToMeHa Tsbkenor nenu (VH), mpoucxons-
IIYI0 U3 KapKacHOTO y4acTKa YeIOBEYSCKOI0 MMMYHOTIIOOYIIMHA HITH YEIIOBEYECKOTO KOHCEHCYCHOTO KapKac-
HOTO Y4acTKa, YKa3aHHOTO HIKE. AKIIENITOPHBIN 4eI0BEUECKUH KapKacHBIN y4acToK, "Ipoucxoasmuil u3" xap-
KaCHOT'O YYaCTKa YEJIOBCUCCKOTO UMMYHOTTIOOYITMHA WIIM YEIOBEUECKOTO KOHCEHCYCHOTO KapKacHOT'O yJacTKa,
MOJKET UMETh TaKyK K€ aMUHOKHCIOTHYIO MOCJIEOBATEIEHOCT MIIH MOXET COACPKaTh U3MCHCHUS B aMUHO-
KHCJIOTHOH MOCIICIOBATEIFHOCTH. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS M300PETCHHS KOJIMYECTBO aMHHO-
KHCJIOTHBIX H3MeHeHu coctanisieT 10 nin Menee, 9 win MeHee, 8 Wik MeHee, 7 WK MeHee, 6 WM MEHee, 5 Wi
MeHee, 4 WiIu MeHee, 3 WM MeHee WU 2 WM MeHee. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS W300pETEHUS
MOCJIEIOBATEIEHOCT YEJIOBEUYECKOTO aKIIENTOPHOTO KapKacHOTO yyacTka VL MIeHTHYHa MOCIeI0BaTeNbHOCTH
KapKacHOTO y4JacTka VL denoBedeckoro MMMYHOTTIOOYJIHMHA FIIH MOCIENOBATEIIFHOCTH YeIOBEYECKOTO KOHCEH-
CYCHOTO KapKacHOTO yJacTKa.

[Tonsatue "ahPUHHOCTH" OTHOCHUTCS K CyMMapHOW CHJIE BCEX HEKOBAJICHTHBIX B3aUMOJEUCTBUU MEXTY
OJTHUM CaWTOM CBSI3BIBAHHSI MOJICKYJIBI (HAlIpUMeEp, aHTHUTENA) U €¢ TApTHEPOM IO CBSI3BIBAHUIO (HANPUMEp, aH-
TUTEHOM). B KOHTEKCTE HACTOSINETO OMUCAHUS, €CIIH HE YKa3aHO WHOE, "a()()UHHOCTH CBS3BIBAHHA" OTHOCHTCS K
MPUCYIICH MOJIEKyIie ap(PUHHOCTH CBA3BIBAHMS, OTPAXKAIOIICH B3auMOJIeiicTBUE TIO TUITY 1:1 MEXIy KOMIIOHCH-
TaM¥ CBSI3BIBAIOIICHCS Maphl (HapUMep, aHTUTEIIOM U aHTUTeHOM). AQQGUHHOCTE MOJEKYIBl X K €€ mapTHepy
Y, Kak TpaBUIIO, MOXXHO XapaKTePH30BaTh C MOMOIIBI0 KOHCTaHTHI auccormanuu (Kd). AgdurHOCTE MOXKHO
OIICHUBATH C TIOMOIIBIO OOLICTIPUHSATHIX METOJIOB, U3BECTHHIX B JaHHOW OOJIACTH, BKJIFOYAs T€, KOTOPHIC TPE/-
CTaBJICHBI B HacTosIIeM onucanud. Hinke B kKadecTBe WILTIOCTPAIIH IPEACTaBICHB KOHKPETHBIE BapUAHTHI U3-
MepeHus ahUHHOCTH CBSI3bIBAHUS.

AHTHTENO "¢ co3peBmieit apUHHOCTHIO" 0003HAYAET AHTUTENO C OJHUM HITH HECKOJILKUMHU U3MEHEHUSIMU
B OJTHOM WIJIM HECKOJBKHX THIepBapradenbHbIx yyactkax (HVR) mo cpaBHEHHIO ¢ pOANTENECKAM aHTUTEIIOM,
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KOTOpOC HE COJICPKUT YKa3aHHBIX M3MCHCHUI, YKa3aHHBIC M3MCHEHUS MPUBOIAT K MOBBINICHUIO aQ(UHHOCTH
AHTHTENA K AaHTUTCHY.

[TonsaTus "anrureno k C5" u "anTHTeNO0, KOTOpOE CBsA3bIBacTCs ¢ C5" OTHOCATCS K aHTHTENY, KOTOpoe 00-
JaJaeT CrocOOHOCThIO CBs3bIBaThCI ¢ C5 ¢ apUHHOCTHIO, JOCTATOYHOW IJII TOTO, YTOOBI aHTHUTEIO MOXHO
OBLTO IPUMEHATH B KQUECTBE AUArHOCTUYECKOTO W/IITH TEPANIeBTHIECKOTO areHTa, MHUIICHBIO KOTOPOTO SBIISET-
cs C5. B ogHOM W3 BapHaHTOB OCYILECTBIICHHUS M300pPETEHUS YPOBEHb CBS3bIBaHMS aHTHTENa K C5 ¢ HepoacT-
BEHHBIM HE MPENCTABIMIOMUM coboii C5 GenkoM cocraBisieT MeHee 4eM npuMepHo 10% oT CBSI3BIBaHUS aHTH-
Tena ¢ C5 mo MaHHBIM U3MEPEHHH, TIOTydeHHBIM, HAIpUMEp, ¢ TIOMOIIbI0 paanoumMmyHoaHanmmsa (PUA). B He-
KOTOPBIX BapHUAHTAX OCYIICCTBICHHS M300pPETCHUS aHTHUTENO, KOTOpoe CBs3biBacTcs ¢ C5, MeeT KOHCTaHTY JTUC-
cormarun (Kd) 1 MxM umu meree, 100 HM win menee, 10 BM win meree, 1| HM win menee, 0,1 HM wimu MeHee,
0,01 =M nmu menee wim 0,001 HM uiu Menee (Hampumep, 10® M wm MEHee, HallpuMmep, OT 10® go 107 M, Ha-
npumep, ot 107 1o 10™° M). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS H306peTeH s aHTHTeN0 K C5 CBA3BIBACT-
cs ¢ anuronioM C5, KOTOPBIH SIBIIETCA KOHCEPBATUBHBIM A1t C5 U3 pa3InyHbIX BUIOB.

B KOHTEKCTE HACTOSIIECTO OMMCAHUS MOHATHE "aHTUTENO" UCIONB3YeTCs B €ro HauboJiee MHUPOKOM CMBIC-
Jie ¥ OTHOCHUTCS K Pa3IMIHBIM CTPYKTypaM aHTHUTEN, BKJII0Yas (HO HE OrpaHMYUBASCH TOJBKO MMH) MOHOKIIO-
HaJbHBIC aHTUTENA, IMONUKIOHAIBHBIE aHTHUTENA, MyJIbTUCTICNN(UIeCKre aHTuTeNna (Hampumep, oucnenuduge-
CKHE aHTHUTeNa) U (parMeHThl aHTHUTEN, NMPH YCIOBHH YTO OHHM 00JamaloT TpeOyeMol aHTHIe€HCBS3BIBAIOIIEH
AKTUBHOCTBIO.

[TonsaTtue "GparmenT anTurena" OTHOCUTCS K MOJIEKYJIE, OTIIMIHONW OT MHTAKTHOTO aHTUTENa, KOTOpast CO-
JEPXKHUT YaCTh MHTAKTHOTO aHTHUTEJA, CBA3BIBAIONIYIOCS C aHTHT'CHOM, C KOTOPBIM CBSI3BIBAETCSI HHTAKTHOE AHTH-
teno. [Ipumeps! hparMeHTOB aHTUTENA BKIIIOYAIOT (HO HE OrpaHuuuBasch Toibko umu) Fv, Fab, Fab', Fab'-SH,
F(ab'),; numepHbie anTHTENa (IMaboaM); TMHEHHBIC aHTHTENA; MOJICKYJBI OJHOLCIOYCYHBIX AaHTUTEN (HAIpH-
Mep, scFv) u mynpTHCHICTIHDUYCCKIE aHTHUTEIA, 00pa30BaHHBIC U3 (PPArMEHTOB AHTHUTEIL.

[NonsTue "aHTHTENO, KOTOPOE CBS3BIBACTCS C TEM XKE SMUTOMOM", UTO U peepeHC-aHTUTEII0, OTHOCHTCS K
AHTHTEIY, KOTOPOE OJIOKUPYET CBSA3BIBAaHUE PeepeHC-aHTUTENA C €T0 AHTUTCHOM IIPH OICHKE C IIOMOIIBI0 aHa-
TM3a B YCJIOBHSX KOHKYpPEHIIMU (KOHKYPEHTHBIN aHaIu3) W/WiIW Ha000pOoT pedepeHc-aHTUTENO0 OJIOKUPYET CBsI-
3BIBAHME AHTHUTENA C €TO0 AaHTUTEHOM IIPH OIICHKE C TIOMOIIBI0 KOHKYPEHTHOTO aHanm3a. IlpuMep KOHKYpPEHTHOTO
aHaM3a MPEICTaBJICH B HACTOSIIIEM OITMCAHUH.

[TonsaTue "xumepHOE" AaHTHTENO OTHOCHUTCS K aHTHUTENY, B KOTOPOM YacCTh TSIKEJION W/WIM JIETKOW ern
MPOMCXOIUT U3 KOHKPETHOTO MCTOYHHMKA TN KOHKPETHBIX BHOB, & OCTaJbHAs YacTh TSDKENON W/WMIIH JIETKOH
[ETTH IPOUCXOIHT U3 APYroro UCTOUHUKA WIIH JPYTUX BHUIOB.

INonsatue "kmacc" aHTHUTENIA OTHOCUTCS K THITy KOHCTAHTHOTO JIOMEHA WM KOHCTAHTHOHM 00JacTH, KOTO-
PBII/KOTOpAst BXOJMT B €r0 TsDKENYIO Ielb. V3BecTHO MATh OCHOBHEIX KiaccoB aHTHTel: IgA, IgD, IgE, 1gG u
IgM u HekoTOpBIC W3 HUX MOXHO TOAPA3ICIATh JOTIOJIHUTEIHFHO HA MOIKIACCH (M30THIIE), Hanmpumep 1gGl,
1gG2, 1gG3, 1gG4, 1gA1 u IgA2. KoHcTaHTHBIE JOMEHBI TSHKENON LIeTH, KOTOPble COOTBETCTBYIOT Pa3IMYHBIM
KJITaccaM UMMYHOTTIOOyJIMHA, 0003HAYaIOT KaK anbda, AeNbTa, ICUIIOH, TaMMa U Mo (d, O, €, Y U [I) COOTBETCT-
BEHHO.

[NonsaTHe "IMTOTOKCHYECKUI areHT" B KOHTEKCTE HACTOSIICTO OMUCAHUS OTHOCHUTCSA K CYOCTaHIIMHU, KOTO-
past HTHrHOUpYeT KICTOYHYI0 (DYHKIIMIO WITM TPENSATCTBYET €l W/WIIM BBI3BIBACT KIETOYHYIO THOETh WIIH JeCT-
pykuuio. [{luTOTOKCHYECKE areHTHl BKIIOYAIOT (HO, HE OTPAHWYHBASACH TONBKO MMH) PaTHOAKTUBHBIC H30TOIIBI
(manpumep, Atz“, Im, 1125, Ygo, Rel%, Relgg, Smm, Bim, P32, Pb*% u paaroaKkTUBHBIE W30TOMBI Lu); XuMuoTe-
paneBTHYECKHE areHTHl WX JICKapCTBEHHBIC CPEeICTBA (HallpUMep, METOTPEKCaT, alpHaMHIIMH, alKaJouabl 6ap-
BUHKA (BUHKPHCTHH, BUHOJACTHH, ATOIMO3UM), TOKCOPYOHIIMH, Mendanan, MUTOMUIIMH C, XIopamMOyIui, nay-
HOPYOWIIMH WU JPYTHE WHTEPKATUPYIOIINE areHThl); HHTHOUPYIOIIHE POCT areHThl, GEPMEHTHI U UX (parMeH-
TBI, TAKHE KaK HYKICOIUTUICCKHE (PEPMCHTBI, aHTUOMOTHKY, TOKCHUHBI, TAKUEC KaK HH3KOMOIICKYJISIPHBIC TOKCH-
HBI WM ()CPMEHTATUBHO aKTHBHBIC TOKCHHBI 0aKTEPUAITEHOTO, TPUOHOTO, PACTUTEIBHOTO WIIH XUBOTHOTO IPO-
UCXOXKICHUS, BKIFOYAs UX ()PArMECHTHI W/WJIM BAPUAHTHI, M PA3UYHBIC IPOTHBOOITYXOJICBBIC HIH IIPOTHBOPAKO-
BBIC areHTHI, YKa3aHHBIC HIDKE.

[ousTre "> dekropHbie GYHKIUHU" OTHOCUTCS K TEM BHIaM OHOJIOTUYECKON aKTUBHOCTH, KOTOPHIC CBSI3aHBI
¢ Fc-o0macTero aHTHTENA, KOTOPBIC BAPHUPYIOTCS B 3aBUCHMOCTH OT M30THIIA aHTUTeNa. [Ipumeps! 3 deKTOpHBIX
(hyHKIMIA aHTUTENa BKITIOYAtOT cBsa3biBanre Clq 1 koMIuieMeHT3aBUCHMYTO ITMTOTOKCHIHOCTE (CDC); cBs3bIBaHme
Fc-penieniropa; aHTHTEN0-00YCIIOBIEHHYIO KIECTOYHO3aBUCHUMYIO ITUTOTOKCHIHOCTE (ADCC); (harommros; moHu-
JKAFOIIYI0 PETYIISIMIO PELENTOPOB KIETOYHOM MOBEPXHOCTH (HampuMep, B-KIeTouHoro pernenTtopa) u akTHBAIIHIO
B-xneroxk.

[TonsaTue "3ppexTnBHOE KONMMUECTBO" areHTa, HapUMep, GapMareBTHIECKON KOMITO3UITUH, 03HAYAET KO-
JYEeCTBO, d(H(HEKTUBHOE B 033X W B TCUCHHUC MEPHOJA BPEMEHH, HEOOXOMMEIX JJIS TOCTIKEHUS TPeOyeMoro
TEPANEBTHYECKOTO MIIH MPO(IIAKTHICCKOTO PE3yNIbTaTa.

[MonsaTue "smuron" BKIIFOYACT JIIOOYIO JETEPMHUHAHTY, 00JIaJAFOIIYI0 CIIOCOOHOCTBIO CBSI3BIBATHCS AHTHTE-
JIOM. DIUTON MPEICTaBIsIeT cO00M 00JIaCTh aHTUTeHA, KOTOPask CBA3BIBACTCS C aHTHTEIIOM, MHUIIICHBIO KOTOPOTO
SIBIISICTCS. AHTHICH, U BKJIFOYACT CIICIU(PUUCCKUEC aMUHOKHCIOTHI, KOTOPBIE HEMOCPEACTBEHHO KOHTAKTUPYIOT C
AHTHUTEJIOM. DIUTOIHBIC IETCPMUHAHTHI MOTYT BKITFOYaTh XUMUYECKH AKTUBHBIC TOBEPXHOCTHBIC TPYIIIBI MOJIC-
KYJI, TAKUX KaK aMHHOKHCJIOTBI, OOKOBBIE caXxapHbIe HenH, GochOopHIbHbIE WIH CYIb(QOHMIBHBIE TPYIIIEL, U MO-
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TYT UMETh CIEIM(UUECKH XapaKTEPUCTUKU TPEXMEPHOW CTPYKTYphl W/HMiM crenudHuIeckne XapakTepUCTHKU
3apsinoB. Kak mpaBmio, aHtuTena, crieluuuecKkie B OTHOIICHWHM KOHKPETHOTO aHTHUT€HA-MHIICHH, JOJDKHEI
MPEIIOYTUTEIFHO PACIIO3HABATE ITUTOM HAa aHTUT'CHE-MHIICHH B CIIOKHOW cMecH O€IKOB W/MITH MaKpPOMOJIEKYIL.

[onsarue "Fc-06macTs" B KOHTEKCTE HACTOAIIETO OMHCAHUS OTHOCUTCA K C-KOHIEBOW OOIAaCTH TKEIIOH
e IMMYHOTJIOOYJTMHA, KOTOpasi COIEP>KUT IO MEHBIIEH Mepe 4acTh KOHCTaHTHOW obnactu. [lonsrue BKIiO-
JaeT HATUBHYIO MOCIIE0BaTebHOCTh Fc-o0macteit n Bapuant Fc-obmacTeit. B oqHOM M3 BapuaHTOB OCYITIECTB-
neHus n3obperenus Fc-obmacTh Tspkenoi menu denoeueckoro 1gG mpocrupaercs ¢ Cys226 wm ¢ Pro230 mo
KapOOKCHIILHOTO KOHIA Tspkenon renu. OaHako C-xonneBoi nu3uH (Lys447) Fc-obmacTin MOXKET TPHCYTCTBO-
BaTh WM OTCYTCTBOBaTh. ECiM crienuanbHO HE yKa3aHO MHOE, TO HyMepanusi aMMHOKHCIIOTHBIX OcTaTKoB B Fc-
00J1acTH MM KOHCTaHTHOM 00JIaCTH COOTBETCTBYET cucTeMe HyMepaunu EU, koTopyto 0003Ha4YaroT Takke Kak
EU-unnexc, onucannoit y Kabat E.A. n np., Sequences of Proteins of Immunological Interest, 5-e u3z., n3a-Bo
Public Health Service, National Institutes of Health, Bethesda, MD, 1991.

[Monstre "kapkacHsii ygactok" win "FR" o3Hauaet ocratku BapuaOeIbHOTO JOMEHA, OTIMYHBIE OT OCTAaT-
KoB runepsapuabdensHoro ydactka (HVR). FR BapmaGenpHOro momeHa, Kak IpaBHIJIO, COCTOUT W3 YETBIPEX
FR-nomenos: FR1, FR2, FR3 u FR4. Takum o6pazom, nmocienoarensnoctt HVR u FR, xak mpaBwmio, uMerot
cnenyromiee pacnonoxenue B VH (i VL): FR1-H1(L1)-FR2-H2(L2)-FR3-H3(L3)-FR4.

[TonsaTus "moaHOpazMepHOe aHTUTENO", "MHTAKTHOE aHTUTENO" M "IeIbHOe aHTHTENO" B KOHTEKCTE Ha-
CTOSIIIETO OMHMCAHUS UCIIONB3YIOT B3aNMO3aMEHAEMO [T 0003HAYECHHUS aHTHUTENA, UMEIOIIET0 CTPYKTYPY, Ipak-
TUYECKH CXOIHYIO0 C HATUBHOW CTPYKTYpPOH aHTHTENA, WM HMEIOIIETO TSDKENbIe IEeNH, KOTOPBIE COIepKat
MPEICTaBICHHYIO B HAaCTOsIIEM onucanui Fc-00macTs.

INonsaTus "kaerka-xo3suH", "MUHUSA KIETOK-X035€B" U "KyJIbTypa KIETOK-X035€B" UCIONB3YIOT B3aMMO3a-
MEHSIEMO, 1 OHH OTHOCATCS K KJIETKaM, B KOTOpbIe MHTPOAYIMPOBaHa 9K30T€HHAs! HYKJICHHOBAasE KHCIIOTA, BKITIO-
Yast TIOTOMCTBO YKa3aHHBIX KJeTok. K kieTkam-xo3sieBam oTHocsATcs "TpaHcdopMaHTh" U "TpaHc(OpPMHUPOBaH-
Hble KJIETKH'", KOTOPbIe BKJIIOYAIOT MEPBUYHO TPAHCPOPMHUPOBAHHYIO KIETKY W MOJYYEHHOE N3 HEe MOTOMCTBO
0E30THOCUTENBHO K KOJINYECTBY repeceBoB. [I0TOMCTBO MOXKET He OBITH HOJHOCTHIO UICHTUYHBIM II0 COCTaBY
HYKJICMHOBBIX KHCJIOT POAUTEIBCKON KIETKE, HO MOXET coepkaTh MyTarud. [lon o6sem n3o0peTeHus nomma-
JaeT MYTaHTHOE IIOTOMCTBO, KOTOpOe 00JamaeT Takoi ke (GyHKIHel Wi OMOIOTHIECKOH aKTHBHOCTHIO, KOTO-
past oOHapyXeHa B pe3yJIbTaTe CKpUHUHTA HIIH 0TOOpaHa y NCXOJHON TPaHC(OPMHPOBAHHON KIETKH.

"YemoBedeckoe aHTUTENO" MPEACTaBIsSeT COOOH aHTHUTENO, UMEIOIIee aMUHOKHCIOTHYIO TIOCTIeI0OBATEb-
HOCTB, KOTOpPasi COOTBETCTBYET MOCIIEOBATEIEHOCTH aHTHUTENA, IPOIYIHPYEMOI0 B OpraHU3ME UYeIOBEKa HIIN
YEJIOBCUSCKIMH KIETKAMH, WM MPOMCXOJIIee M3 HEYEIOBEYECKOIO0 HCTOYHHKA, B KOTOPOM HCIIOJIB30BAaH
CIEKTP UYEeNOBEUECKUX AHTHUTEN WIN APYrHe KOAUPYIOIIHE YEIOBEYECKOE aHTHUTENO MOCIeA0BaTeIbHOCTH. 3
YKa3aHHOTO OIpEJENICHNs] YEeIOBEUYECKOro aHTHTeNa CHELUUaJbHO HCKIIOYEHO T'yMaHHW3MPOBaHHOE aHTHTEJIO,
coJiepKallee HeueJI0BeUeCKUEe aHTUT€HCBA3BIBAIOIUE OCTATKU.

"YesroBe4EeCKU KOHCEHCYCHBIM KapKacHBIM y4acTOK" MpeAcTaBisieT co00il KapKacHBIH y4acTOK, B KOTO-
pHIi BXOAAT HanboJee YacTo BCTPEYArOLIHECs] aMHHOKHCIIOTHBIE OCTATKH B BHIOPAHHBIX IOCIIEI0BATEIBHOCTSIX
KapkacHbIX yyactkoB VL mim VH uenoBedeckoro nmmynornoOynuHa. Kak npasuio, BEIOOp MOCIea0BaTeIbHO-
creit VL mmm VH denoBedeckoro MIMMYHOTIIO0YIMHA OCYIIECTBISIFOT U3 TOATPYIIIBI TIOCIeI0BATEIILHOCTEN Ba-
puadenpHBIX JoMeHOB. Kak mpaBmiio, TOATPYIIa MOCIEA0BATEIFHOCTEH MPECTABIISIET COO0H MOATPYIITY, OH-
cannyo y Kabat u ap., Sequences of Proteins of Immunological Interest, 5-¢ m3a., myOmukarus NIH 91-3242,
Bethesda MD, 1. 1-3, 1991. B ogHOM W3 BapHaHTOB OCYIIECTBICHHUS M300peTeHHs KacateabHo VL moarpymma
TpencTaBisieT coboi moarpymry kamma [ cormacHo Kabat u np., Beie. B ogHOM 13 BapHaHTOB OCYIIECTBIICHHUS
n3o0pereHus kacarensHo VH moarpynma npencrasmnser coooit noarpymmy 111 cormacao Kabat u np., Bbime.

[MonsTre "rymaHn3npoBaHHOE" aHTHTENIO OTHOCUTCS K XUMEPHOMY aHTUTEIY, KOTOPOE COJCP)KUT aMUHO-
KUCIIOTHBIE OCTaTKH M3 HedyenoBedyecknx HVR m aMuHoKHCcIOTHEIE ocTaTky U3 yesnoBedeckux FR. B HekoTophIx
BapUaHTaX OCYLIECCTBICHHUS N300pEeTeHUSI TYMaHH3UPOBAaHHOE aHTHTENIO MOXKET COJIep KaTh MPAKTHIECKU BCE M3
10 MEHBILICI Mepe OHOTO U, KaK MIPaBWIIO, ABYX BapHaOEIbHBIX IOMEHOB, B KOTOPBIX BCE MJIM ITPAKTHUECKH BCE
HVR (#anpumep, CDR) cOOTBETCTBYIOT y4acTKaM HEUYEJIOBEUECKOT'O aHTUTENA, a BCE WM MpakTHdecku Bce FR
COOTBETCTBYIOT YJacCTKaM YEJIOBEUECKOTO aHTHTeNa. | yMaHW3MpPOBaHHOE aHTHUTENIO HEOOS3aTENbHO MOXKET CO-
JepKaTh 10 MEHbBIIEH Mepe YacTh KOHCTAHTHOM OONaCTH aHTHUTEINA, MPOMCXOAMICH U3 YeJIOBEYeCKOTO aHTHTE-
na. [Tonsarue "rymanu3upoBanHas Gopma’" aHTHTENa, HAPUMEP HEUEIOBEYECKOTO aHTHTENa, OTHOCUTCS K aHTH-
Tey, KOTOPOE TTOABEPTAIH TYMaHH3aLuH.

[Tonsatue "runepBaprabenbHblii yaacTok" wim "HVR" B KOHTEKCTE HACTOSIIIETO OMMCAaHWS OTHOCHUTCS K
KaXXIOMY M3 y4acTKOB BapHaOeNbHOTO JOMEHA aHTHUTENA, ITOCIIEAOBATEIFHOCTH KOTOPBIX SBISIOTCS THIIEPBa-
puadensHpME ("ompenensroniie KoMiieMeHTapHocTh yyacTku” win "CDR"), w/unu GopMUpyrOT IETIU ompe-
JIeTICHHOH CTPYKTYpHI (''THnepBapradenbHble NeTin'), H/WIM colepKaT KOHTAKTUPYIOIIHE C aHTUT€HOM OCTaTK!
("xonrakTsl ¢ anturenoM"). Kak npasuito, anturena conepxar mects HVR; tpu 8 VH (H1, H2, H3) u tpu B VL
(L1, L2, L3). CornacHo HacTosmeMy onucanuto npumepsl HVR Bkmrouaror

(a) rumepBapuabeNbHBIC METIH, BKIIOYAIOIIAE aMHHOKUCIOTHBIE ocTtaTku 26-32 (L1), 50-52 (L2), 91-96
(L3), 26-32 (H1), 53-55 (H2) 1 96-101 (H3) (Chothia u Lesk, J. Mol. Biol., 196, 1987, c. 901-917);

(6) CDR, Bxmrogaromme aMHHOKUCIOTHBIE octaTku 24-34 (L1), 50-56 (L2), 89-97 (L3), 31-35b (H1),
50-65 (H2) u 95-102 (H3) (Kabat u ap., Sequences of Proteins of Immunological Interest, 5-e u3a., u3n-so Pub-
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lic Health Service, National Institutes of Health, Bethesda, MD, 1991, ny6mukarust NIH 91-3242);

(B) o0acT KOHTaKTa ¢ aHTHI'CHOM, BKJIIOYAIOLINE aMHHOKHCIOTHBIE octaTtku 27¢-36 (L1), 46-55 (L2),
89-96 (L3), 30-35b (H1), 47-58 (H2) m 93-101 (H3) (MacCallum u gp., J. Mol. Biol., 262, 1996, c. 732-745); n

(T) KOMOMHAITMN OCTaTKOB, YKa3aHHBIX B MOAIYHKTaX (a), (0) w/mimm (B), BKIIIOYAIONHE AMHUHOKHCIOTHBIC
octatku 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) n 94-102 (H3).

Ecnmm cnenmansHO HE ykazaHo WHoe, To octaTku B HVR u nmpyrue octatku B BapuabeapHOM JOMEHe (Ha-
npumMep, octaTtku B FR) HymepyroT cornmacHo Kabat u np., BbIie.

"MMMyHOKOHBIOTAT" MPEICTABISICT COO0M aHTUTEN0, KOHBIOTHPOBAHHOE C OJHOM I HECKOJBKIMH T'eTe-
poJornYHON(BIMI) MOJIEKYJIOH(aMu), BKITIOYAsl (HO HE OTPaHUYHMBASICh TOJIBKO UMH) IIUTOTOKCHYECKHUI areHT.

"NumuBuayym" mim "cyObekT" npencraBisieT co0oit MiekonuTaroniee. K MiekonuTaommuM oTHOCATCS (HO
HE OTPAHWYHBASCH TOJIBKO UMH) OJJOMAIIHCHHEIC KHUBOTHBIC (HAIIPUMEDP, KOPOBBI, OBIIBI, KOIIKH, COOAKH U JIO-
IIau), IPUMAaThl (HaIIpUMep, YSJIOBEK U MPUMATHI KPOME YEIOBEKa, HATIPUMED, 00C3bsHBI ), KPOJIUKH U TPHI3YHBI
(HampuMep, MBI ¥ KPBICHI). B HEKOTOPHIX BapHaHTaX OCYIICCTBICHHUS W300pPCTCHUS WHIAWBHIYYM WIH CyOb-
eKT MpeICTaBIsIeT co00i YemoBeka.

"BeigenenHoe" aHTUTENO MPEACTaBIsAET COO0H aHTUTEN0, KOTOPOE OTAEIEHO OT KOMITOHEHTa €ro eCTeCT-
BEHHOTO OKPYXEHHS. B HEKOTOPHIX BapHaHTax OCYIIECTBICHHS W300pETEHMUS aHTUTENIO OYMINAIOT IO YUCTOTHI,
npesbimaromeit 95 nim 99% mo nTaHHBIM, HAIpUMEp, MEKTPO(YOPETHISCKIX aHATIH30B (TaKHX, HAIpPUMEp, Kak
JICH-ITAAT, m3oanextpudeckoe pokycupoBanue (MOD), kanwmsipHbIH d51eKTpodopes) Wik XpoMmarorpadude-
CKHX aHAJIM30B (TaKHUX, HApUMep, Kak HoHooOMeHHast xpoMarorpadus win JKXBP ¢ obpamennoit ¢azoit). O06-
30p METOJIOB OIICHKH YUCTOTHI aHTUTEN CM., Harpumep, y Flatman u np., J. Chrom. B, 848, 2007, c. 79-87.

"BrinenenHas" HyKJIEHMHOBAsl KHCIIOTa TPEACTABISCT COO00M MOJEKyNly HyKIEHHOBOH KHCIIOTBHI, KOTOpas
OTZEeJIeHa OT KOMIIOHEHTA €€ ECTECTBCHHOTO OKPY)KCHHMs. BbIlieneHHast HyKJIenHOBasi KHCJIOTA BKIIIOYAET MOJIe-
KyJly HYKJIEHHOBOW KHCJIOTHI, COJEPKAILYIOCs B KJIETKE, KOTOpas B HOPME BKJIIOYAET MOJICKYJy HYKJICHHOBOH
KUCIIOTHI, HO B KOTOPOH MOJIEKYyJla HYKJICHHOBOH KHCJIOTHI IPHUCYTCTBYET BHE XPOMOCOMBI WJIM B KOTOPOH ee
JIOKaJIM3anus Ha XpOMOCOME OTIMYAeTCS OT €€ BCTPEYAIOIIeHcs B €CTECTBEHHBIX YCIOBHAX JIOKATHM3AIMK Ha
XpOMOCOME.

[TonsaTue "BoIZiCIEHHAsS HYKICHHOBAs KUCIIOTA, KOAUPYOMmast aHTUTeN0 K C5" OTHOCHUTCS K OJTHOM WITH He-
CKOJIBKAM MOJIEKYJIaM HYKJICHHOBBIX KHCJIOT, KOTUPYIOUINX TsDKENbIE U JIETKHE HenH aHTHTeNna (Wi ux ¢par-
MEHTHI), BKJIIOYas yKa3zaHHYIO(ble) MOJICKYIy(bI) B OJHOM BEKTOPE WM B PA3NIMIHBIX BEKTOpaxX, W yKa3aH-
Hy0(bl€) MOJIeKyTy(bl) HYKICHHOBOH(BIX) KUCIOTHI(T), MPUCYTCTBYIONTYIO(HME) B OJHOM WJIH HECKOJIBKHUX TIOJI0-
JKEHUSIX B KJIETKE-X03HHE.

[onsiTre "MOHOKJIOHAIBHOE aHTHUTEINO" B KOHTEKCTE HACTOSILETO OMMCAHUSI OTHOCHUTCS K aHTUTEIY, MOy~
YCHHOMY W3 TOMYJISAIMH PAKTHYCCKH TOMOTCHHBIX aHTUTE, T.C. WHANBHIYaIbHBIC aHTUTEINA, BXOISIIIUC B I1O-
MYJSIIAEO, WACHTUYHBI W/WIIN CBA3BIBAIOTCS C OJTHIM M TEM JKE SMUTOIIOM 33 HCKIFOYCHUEM BO3MOXKHBIX BapUaH-
TOB aHTHUTEJ, HAIPUMED, COAEPIKALIUX MYyTaIlNH1, BCTPEUAIOIINECS] B €CTECTBEHHBIX YCIOBHSIX MIIM BO3HHUKAIOIINE
B MpoIlecce MPOM3BOJICTBA Ipernapara MOHOKIIOHATBHOTO aHTUTENA, YKa3aHHBIC BapUAHTHI, KaK MPABUIIO, MPH-
CYTCTBYIOT B MHHOPHBIX KOJIMYECTBaX. B oTiimdme OT mpemapaToB MOJUKIOHAIBHBIX aHTHTEN, KOTOpEIE, Kak
MPaBUJIO, BKIIOYAIOT pasziIMYHBIC aHTHTENA K PA3IMIHBIM JETEPMHHAHTAM (3MUTOIAM), KaXK10€ MOHOKJIOHAb-
HOE aHTHTEJO U3 MperapaTa MOHOKIOHAJIHHOTO aHTHTENAa HAIPaBJICHO IIPOTUB OJHOW JETEPMHUHAHTHI aHTHTCHA.
TakuM 00pa3zoM, TpriiaratenbHoe "MOHOKIOHAIBHBIA" OMpeensseT 0COOCHHOCTh aHTUTENa, XapaKTepu3ys ero
KaK MOJTyYeHHOE U3 MPAKTHYECKH TOMOTEHHOH IMOMYISINN aHTHUTENl, @ He CKOHCTPYHPOBAHHOE B COOTBETCTBHH C
TpeOOBaHUSIMH K TOJYYESHHUIO aHTUTENA C MOMOLIBI0 KaKOro-TM00 KOHKpeTHOro Merona. Hampumep, MoHOKIIO-
HaJIbHbIE aHTHTEJa, KOTOPhIE MOXHO IPUMEHSThH COTJIACHO HACTOSIIIEMY M300pETeHNI0, MOXKHO CO3/1aBaTh C HO-
MOIIBIO PA3IMYHBIX TEXHOJIOTHH, BKIIIOYas (HO HE OTpaHMYMBASCH TOJIBKO MMH) METOZ T'MOPHIOM, METOMBI pe-
xomOuHauTHOH JIHK, mMerons! ¢aroBoro aucmies ¥ METOABI, OCHOBaHHBIC HA HCIOJIb30BAaHWU TPAaHCTEHHBIX
JKMBOTHBIX, KOTOPBIE COZIEPKAT BCE MIIM YaCTh JIOKYCOB YEJIOBEYECKOT'0 MMMYHOTJIOOYJIMHA, YKa3aHHBIE METOMbI
U JpyTHUe, IPUBCACHHBIC B KAYECTBE MPUMEpPa METOABI OIYYCHUS MOHOKIOHAIBHBIX aHTUTEI, IPEIACTABICHBI B
HACTOSIIEM ONMCAHUH.

[TonsTre "royioe aHTUTENIO" OTHOCUTCS K aHTUTENy, HEKOHBIOTUPOBAHHOMY C TETEPOJIOTHYHBIM (hparMeH-
TOM (HampuMep, ITUTOTOKCHIECKHM ()parMeHTOM) WM PaAHOAKTHBHOM METKOH. ['ojoe aHTHTENO0 MOXET MpH-
CYTCTBOBaTh B (papManieBTHIECKOI KOMIIO3HIINH.

[lonsaTne "HaTHBHBIC aHTUTENA" OTHOCHUTCS K BCTPEUAIOIIUMCS B €CTECTBCHHBIX YCIOBUAX MOJICKYJIaM M-
MYHOTJIOOYJIMHOB C pa3IMYHBIMU CTPYKTypaMu. Hanmpumep, HaTuBHBIE aHTHTENA B BUAE 1gG mpencTaBisioT co-
00i1 reTepoTeTpaMepHbIe TIIUKONPOTENHBI C MOJIEKYJIsIpHOH Maccoi nmpumepHo 150000 [la, cocrosimue U3 OByX
WICHTUYHBIX JICTKUX IeTIel U ABYX UACHTHYHBIX TSOKEIBIX ICTeH, CBA3aHHBIX TUCYNIb(OUIHBIMA MOCTHKaMu. B
HarpaBieHun oT N-koHna k C-KOHIy Kaxnas TspKenas Ierb uMeeT BapuabenbHyto obnacts (VH), xoTopyro
HA3bIBAIOT TAKXKCE BapUAOCTHHBIM TSDKEIBIM JOMCHOM WM BapuaOeIbHBIM TOMEHOM TSDKEIION IIeTH, 38 KOTOPOU
cienyer Tpu KoHcTaHTHBIX gomeHa (CH1, CH2 u CH3). AnanoruuHo 5TOMy B HampaBlieHHH OT N-KOHIA K
C-KOHIly Kaxx/1asi JIeTKas IIeTh UMeeT BaprabenbHyo 0omacTh (VL), KoTopyro Ha3bIBAIOT TaKKe BapHaOCIbHBIM
JIETKUM JIOMEHOM WJIM BapuabeIbHBIM TOMEHOM JIETKOU IIETH, 32 KOTOPO# ClIeyeT KOHCTAaHTHBINA TOMEH JIETKOU
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nenu (CL). Jlerkast mens aHTUTENa B 3aBUCHMOCTH OT aMUHOKHCIIOTHOH ITOCIIEJOBATEIBHOCTH €€ KOHCTAHTHOTO
JIOMEHA MOYKET IIPUHAJICKATh K OTHOMY U3 JIBYX THIIOB, KOTOpPhIe 0003HAYAIOT Kamnma (k) u J1aMoaa (A).

[TonsiTre "MMCTOBKA-BKIIAIBINI B YIIAKOBKY' OTHOCHTCS K MHCTPYKLHMSM, KOTOPbIE OOBIYHO BXOZST B HO-
CTyNalolye B MPOJaXy YHAKOBKH TEpareBTHYECKUX MPOIYKTOB, COJICpPIKAIIUM HHPOPMAIHMIO O MOKA3aHUSIX,
TPUMEHEHNH, 103€, ITyTH BBEICHI, KOMOMHUPOBAHHOHN TepaIiy, MPOTHBOMIOKA3aHUAX W/MIIA Mepax MpeaocTo-
POXKHOCTH, KOTOPBIE CBS3aHBI C IPIMEHEHHEM yKa3aHHBIX TEPAIIeBTHIECKHUX ITPOIYKTOB.

"ITpouent (%) MASHTUIHOCTH aMHHOKHCIOTHON TOCIIEIOBATEIFHOCTH OTHOCHTEIHFHO HONUIETITHIHON pe-
(hepeHC-TIOCTIEIOBATEIFHOCTH ONPENEISIOT KaK IPOIEHT aMUHOKHCIIOTHBIX OCTaTKOB B IIOCIIEIOBATEIIHHOCTH-
KaHIuAaTe, KOTOPhIE HACHTHYHBI aMUHOKUCIIOTHBIM OCTaTKaM B MOJMIIEITUAHON pedepeHc-mocaeJ0BaTeIbHOCTH,
MOCJIe BEIPaBHUBAS MOCIIEIOBATEIHHOCTEH M IPU HEOOXOANMOCTH MHTPOAYKIMH Opermieii A JOCTIKEHHUS MaK-
CHMaJIFHOTO TPOLICHTa MJICHTUYHOCTH IOCIIEA0BATEIFHOCTEH, HE paccMaTpuBasl Kakhe-1mOo KOHCEpBaTHUBHEIC
3aMEHbl B Ka4eCTBE KOMIIOHEHTA IPH OIEHKE MAECHTUYHOCTH TOcienoBaTeabHOCTeH. CpaBHUTEIBHBIN aHAIM3
JUISL LIeJIel oIpeaesIeH s IPOLeHTa WASHTHYHOCTH aMUHOKHCIIOTHBIX MTOCIIEJ0BATEIbHOCTEH MOKHO OCYILECTB-
JSITh PA3JIMYHBIMU ITYTSAMH, U3BECTHBIMH B JJAHHOW 00JIaCTH, HCIOJB3Ysl, HAPUMEp, IyOINYHO JOCTYITHBIE KOM-
IBbIOTEPHBIC IPOrpaMMBl, Takue kak nporpamMa BLAST, BLAST-2, ALIGN nimm Megalign (DNASTAR). Cre-
IIUAJTUCTHI B TAHHOH 00JIACTH MOTYT ONPENeIATh COOTBETCTBYIONIIE MTapaMeTPhI I BEIpaBHUBAHUS MTOCTICIOBA-
TENBHOCTEH, BKITIOYAs JTFIOOBIE alTOPUTMBI, HEOOXOIMMEIE IUIS TOCTHKCHHS MAKCHMAaJIbHOTO BBHIPAaBHUBAHHA IO
BCell [uIMHe CpaBHMBAEMBIX TMocienoBaTenbHocTell. OgHAKO I IeNieil HACTOSIIEero H300peTeHns BeMuInHy %
WICHTUYHOCTH aMHHOKHCIOTHOW ITOCTIEIOBATEIBHOCTH ONPEACIISIIOT, WCHOIB3Ysd KOMIBIOTEPHYIO NPOrpaMMy
JUTsl cpaBHEeHHS mocienoBaTesbHocTed ALIGN-2. ABTOPCTBO KOMIBIOTEPHOH TPOTpaMMBbI JJIsi CPaBHEHHS T10-
cnenoBatenbHOCTe ALIGN-2 mpunamnexxur dupme Genentech, Inc., u ucxomnsrii koa ObUT MpenCTaBIeH B
KOMIUICKTE C JOKyMeHTanwmed mms momb3oBareneid B U.S. Copyright Office, Washington D.C., 20559, rae on
3apeructpupoBan kak U.S. Copyright Registration Ne TXUS510087. IIporpamma ALIGN-2 nmyOmuuHO AOCTYITHA
ot ¢upmsl Genentech, Inc., FOxnsiit Can-®panmucko, mt. KamudopHus, WM ee MOXXHO KOMITMIMPOBATh Ha
ocHOBe ucxoaHoro kofga. ITporpammy ALIGN-2 MOXXHO KOMOWIUPOBATH Ui NPUMEHEHUS B ONEPALUOHHOU
cucreme UNIX, Brimouast mudpoyto cucremy UNIX V4.0D. Bece napameTpsl, TpeOyeMble Ut CpaBHEHUS MO-
CleZI0BaTeNbHOCTEH, ycTaHaBIMBaroTCa nporpaMmmoil ALIGN-2 u He TOMKHBI U3MEHAThCA. B cuTyanusx, B xo-
Topeix ALIGN-2 mpuMeHSIOT U CpaBHEHHS aMUHOKHCIOTHBIX TIOCIIEOBATENIFHOCTEH, % MACHTUYHOCTH aMH-
HOKHCJIOTHBIX IIOCJIEA0BAaTEIbHOCTEN NAHHONW aMUHOKHUCIIOTHOW IMOCJIENOBATEILHOCTH A II0 CPAaBHEHUIO C WU
OTHOCHTENIFHO NaHHON aMHHOKHCIIOTHOHM TOCIIEOBAaTeNFHOCTH b (UTO B aJlbTepHATHBHOM BapHAaHTE MOXKHO
0003HayaTh KaK JaHHAs aMUHOKHCIIOTHAS MOCJIEIOBATEIBHOCTE A, KOTOpas IMEET WM COACPKUT ONpeIeIICH-
HBIH % WMISHTHYHOCTH aMHUHOKHCIOTHOH ITOCIIEZOBAaTEIHFHOCTH IO CPaBHEHHIO C FUIM OTHOCHTEIHHO JaHHOU
AMUHOKHUCIIOTHOM TIOCIIEA0BATENLHOCTH b), paccuntriBatoT ciaenyrommm obpazom: 100xapoos X/Y, rae X 060-
3Ha4YaeT KOJMIECTBO aMUHOKHCIOTHBIX OCTAaTKOB, OTIPENEICHHBIX KaK MICHTHIHBIC COBIAJCHUS NPH OICHKE C
MOMOUIBIO MPOTPAMMBI JUIsl CPaBHUTENBHOIO aHanu3a nocienoarensHocted ALIGN-2, rae ¢ moMouipio mpo-
TpaMMBI OCyIIecTBIIM cpaBHeHne A u b, n rne Y o6o3HavyaeT obuiee KOIMYeCTBO aMUHOKUCIIOTHBIX OCTaTKOB
B b. JIookHO OBITH OYEBHAHO, YTO, €CIH JUIMHA aMMHOKHCIIOTHOH TOCIIEIOBATEIHOCTH A HE paBHa JJIMHE aMU-
HOKHUCIIOTHOH TocienoBateiabHocTH b, To % MISeHTUYHOCTH aMHHOKHCIIOTHBIX IOCIIEI0BAaTENbHOCTEH A OTHO-
cutesibHO b He MokeT ObITh paBeH % HICHTUYHOCTH aMHHOKHCIIOTHOH ITOCIIEA0BATENIFHOCTH b OTHOCHTENBHO
A. Eciu crienpalibHO HE yKa3aHO MHOE, TO BCE BEJIMUMHBI % MACHTUYHOCTH aMUHOKHCIIOTHBIX ITOCIIE0BAaTENb-
HOCTEH, yKa3aHHbIC B HACTOSIIEM OIMCAHUH, IONYYaIH C WCIOIb30BAaHHUEM OMMCAHHOW B MPEIBIAYIIEM IMapa-
rpade kommproTepHO mporpamMmbl ALIGN-2.

[TonsaTue "hapmareBTHUecKass KOMITO3UIUA" OTHOCUTCS K TIperapaTy, KOTOPBIH HaXOAWTCS B Takod ¢op-
Me, 9T0 OH obecrieynBaeT OMOJIOTHUECKYI0 aKTHBHOCTH BXOJAIIECTO B €r0 COCTaB JCHCTBYIOIIETO BEIIECTBA, KO-
TOpOe JOJHKHO o0amaTh 3 (GEKTUBHOCTHIO, M KOTOPBIA HE COMEPXKHUT JOMOJHUTEIBHBIX KOMIIOHEHTOB, 00Ja-
JIAfOIINX HETIPHEMIJIEMOI TOKCHYHOCTBIO ISl HHANBUIYyMa, KOTOPOMY CIIEAYET BBOAUTH KOMIIO3UILIUIO.

"dapMareBTHUECKH NPUEMIIEMBI HOCUTENb" OTHOCUTCS K MHTPEIUEHTY B (DapMaleBTHYECKOH KOMITO3H-
IIH, OTJINYHOMY OT JICHCTBYIOIIETr0 BEIIECTBA, KOTOPHIH SBIAETCS HETOKCHMYHBIM Ul MHAMBHIyyMma. dapma-
HEBTUYECKH MPUEMIIEMbIC HOCUTEIH BKIIOYAIOT (HO HE OrpaHWYMBAsCh TOJBKO UMH) Oydep, SKCIMIHUEHT, cTa-
OMIM3aTOP MM KOHCEPBAHT.

IousiTre "CS5" B KOHTEKCTE HACTOSIIIIETO OMMUCAHUS MOXKET OTHOCUTHCS K JIF0O0MY HaTHBHOMY C5 U3 Im060r0
MO3BOHOYHOTO YKMBOTHOTO, BKIIFOUasi MIIEKOTIUTAIOINX, TAKUX KaK MPUMATHl (HalpuUMep, YeIOBEK M 00C3bSHBI) U
TPBI3yHBI (HAIpUMeEp, MBIIIHA ¥ KPBICHI). Eciii crienmaibHO HE yKazaHo MHOe, MoHATHe "C5" OTHOCHTCS K YesoBe-
geckoMy Oenky C5, uMeroneMy aMHHOKUCIOTHYIO MTOCIIeI0BaTeIbHOCTD, peacTaBieHnyo B SEQ ID NO: 39, u
coJiepKaleMy ToclieoBaTeIbHOCTh Oera-1ieny, npencrasieHayo B SEQ ID NO: 40. ITonsTHe OTHOCHUTCS K
"motHOpa3zMepHOMY" HemporeccupoBaHHOMY C5, a Taxke K Jr060i opme C5, koTopas oOpazyercst B pe3yJibTa-
T€ TPOILIECCHHTA B KJIeTKe. [o MoHATHE MOAIAIaI0T TaK)Ke BCTPEUYAIOIINECS B €CTECTBEHHBIX YCIIOBHSIX BapHaH-
Tel C5, HampuMep, CIUIACHHTOBBIC BapHaHTHI WM ajUIeNIbHBIE BAPHAHTHL. AMHHOKHCIIOTHYIO ITOCIIEA0BATEIb-
HOCTb IIPUBEICHHOTO B KadecTBe npumepa udesoBedeckoro C5 mpencrasiena B SEQ ID NO: 39 (C5 "aguxoro
trma" wm "WT"). AMPHOKHCIIOTHAs TIOCTIEZIOBAaTEILHOCTh IPHBEACHHON B KauyeCcTBE NpHMepa OeTa-IenH YeIoBe-
yeckoro C5 mpeacrasnena B SEQ ID NO: 40. AMUHOKUCTIOTHBIE IOCIEI0BATEIbHOCTH IPUBEICHHBIX B Ka4eCTBE
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npumepa MG1-, MG2- 1 MG1-MG2-nomeroB Oeta-tiermu denoBeueckoro C5 mpeacranensl B SEQ ID NOs: 41,
42 1 43 cOOTBETCTBEHHO.

AMMHOKHUCIIOTHBIE TIOCJIe/IOBAaTEIFHOCTH NPHBEACHHBIX B KadecTBe mpuMmepa C5 00€3bsSH IIHHOMONITYC ¥ MBI-
meit npeacrasieHbl B SEQ ID NOs: 44 u 105 coorBercTBeHHO. AMUHOKHCIOTHBIE ocTatku 1-19 SEQ ID NOs: 39,
40, 43, 44 n 105 COOTBETCTBYIOT CHTHAILHOH MOCIIEIOBATEILHOCTH, KOTOpas YAAISETCS B pe3yybTaTe MpoIlec-
CHHTA B KJIETKE, U TMIO3TOMY OTCYTCTBYIOT B COOTBETCTBYIOIIMX MPHUBEICHHBIX B Ka4ECTBE MPHUMEpPa aMHHOKIIC-
JIOTHBIX MTOCTIEIOBATEIBHOCTSIX.

B KoOHTEKCTE HACTOSIIETO ONMHCAaHUsA MOHATHE "nedeHne" (M ero rpaMMaTHYeCKHe BapHallly, TaKHue Kak
"neunTh" WM "mpolecc JedeHus") OTHOCUTCA K KIMHUYECKOMY BMEIIATENILCTBY C LENbI0 M3MEHEHHUSI €CTeCT-
BEHHOTO TCYCHHUS OOJC3HH y MHIUBUAYYMA, MOJJICHKAIICTO JICYCHUIO, U €r0 MOXHO OCYIICCTBIIATH JTHOO IS
IPOPUIAKTUKH, THOO B MPOIECCE PA3BUTUS KIMHUYCCKOHM maTonorud. TpeOyeMbIMU ACHCTBUSIMHU JICUCHUS 5IB-
JSIOTCS (HO HE OTPaHUYUBASCH TOJBKO MMH) MPEIYIPEkKACHUEC BOSHUKHOBEHUS WIN PEIMINBA OOJIE3HHU, 00JIer-
YCHHE CHMITOMOB, YMCHBIICHHE IFOOBIX TPSAMBIX WM KOCBEHHBIX ITATOJNIOTHUCCKUX TOCICACTBUN OOJC3HH,
IpeIyIpexkICHUEC METacTa30B, CHIKCHHUE CKOPOCTH Pa3BHUTHUsS OOJIC3HHU, OOJICTYCHHE WM BPEMEHHOE Ociadie-
HHUE 0OJIC3HEHHOTO COCTOSIHUS M PEMHCCHS HIIH YITydIIeHHe IPOTHO3a. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS
n300peTeHNs aHTHUTENa, IpeiaraeMple B N300pETeHUH, IPUMEHSIOT IS 3aACPKKHA Pa3BUTHSA OOJIE3HU WIIH 3a-
MEJICHHS IPOTPECCUPOBAHHS OOJIC3HH.

[TonsaTtue "BapuabenpHas oOmacTs" WK "BapruaOeNbHBIN TOMEH" OTHOCUTCS K JOMEHY TSDKEJION WM JIeT-
KO Ilenn aHTUTeNa, KOTOPhIH yYacTBYET B CBSA3BIBAHWM aHTHUTEJA C aHTHTEeHOM. BapnaOenbHbIe TOMEHBI TsKe-
noii tienn u Jerkoit mern (VH m VL cOOTBETCTBEHHO) HATHBHOT'O aHTHTENA, KaK MPABUJIO, UMEIOT CXOJHBIC
CTPYKTYPBI, IPY 3TOM Ka)IbIi JIOMEH COJICPKHT YEThIPE KOHCEPBATUBHBIX KapKacHbBIX ydyactka (FR) u Tpu runep-
BaprabensHbIx yyactka (HVR) (em., mHanpumep, Kindt n ap., Kuby Immunology, 6-¢ u3n., n3n-so W.H. Freeman
and Co., 2007, c. 91). Omgroro VH- unu VL-goMeHa MOXeET OBITh JOCTATOYHO JUIsl 00CCIICUCHHS CIIeNU(pUIHO-
CTH CBsI3BIBaHMS aHTHTeHAa. KpoMe TOro, aHTHTENa, KOTOPHIC CBS3BIBAIOTCS C KOHKPETHBIM aHTUTCHOM, MOKHO
BBLIICNIATH, UCTIONB3ysl VH- wmu VL-goMeH U3 aHTHTENa, KOTOPOE CBSA3BIBACTCS C AaHTHTCHOM, JJIsl CKPUHUHTA
O6ubmuoTekn KoMIIeMeHTapHBIX VL- wim VH-IOMEHOB cOOTBETCTBEHHO (CM., Hampumep, Portolano u mp.,
J. Immunol., 150, 1993, c. 880-887; Clarkson u ap., Nature, 352, 1991, c. 624-628).

[TonsaTtue "BekTOp" B KOHTEKCTE HACTOSIIETO OMUCAHHUS OTHOCHUTCS K MOJIEKYJie HYKJICHHOBOH KHCIIOTHI,
KOTOpas o0JIaaeT CIIOCOOHOCTHIO K PAa3MHOXKEHHIO APYrOW HYKJICWHOBOH KHCIIOTHI, C KOTOpOH OHa CBs3aHA.
[lonATHE BKIIOYAET BEKTOP B BHAE CAaMOPEIUIMIUPYIOMIEHCS CTPYKTYpPHl HYKIEHHOBOM KHCIOTHI, a TaKXKe BEK-
TOp, BKJIFOYCHHBIA B T€HOM KIJIETKH-XO35IMHA, B KOTOPYIO OH MHTPOAYIMPOBaH. HekoTophle BEeKTOpPHI 00MagaroT
CIOCOOHOCTBIO KOHTPOJIUPOBATh SKCIPECCHIO HYKICHHOBBIX KHCIIOT, C KOTOPBIMUA OHU (DYHKITMOHAIEHO CBS3a-
HBL. YKa3aHHBIC BEKTOPBI B KOHTEKCTE HACTOSIIETO OMUCAHUS 0003HAYAIOT KaK ""9KCIIPECCHOHHBIC BEKTOPHI'".

II. Kommosumwu u crmocoOs!.

OnHuM U3 00BEKTOB M300PETEHHUS SIBIISIOTCS, B YaCTHOCTH, aHTUTeNa K C5 U ux npumeHeHus. HekoTopsl-
MH BapHaHTaMH OCYILCCTBIICHHS HW300pPETECHUs SBISIOTCS aHTHTENA, KOTOphIe CBs3biBatoTcs ¢ CS5. AHTHTENa,
npeJyiaraeMble B M300pETEHUHU, MOKHO IPUMCHSATH, HAPUMEP, IUIS TUATHOCTUPOBAHUS WIIH JICUCHUS OMOCPE-
JyeMOTro KOMIUIEMEHTOM 3a00JICBaHUS WIJIM COCTOSHUS, KOTOPOE BKIIOYACT W3OBITOYHYIO WIIM HEKOHTPOIHUpYE-
Myto aktuBaiuio C5.

A. Tlpumepsr antuten k CS.

OmHuM U3 00BEKTOB M300pETEHUS SABJISIOTCS BBIICICHHBIC aHTHUTENA, KOTOphIe cBs3biBatoTcs ¢ C5. B He-
KOTOPBIX BapHaHTaX OCYIIECTBICHHS M300peTeHus, anTureno Kk C5, mpeanmaraemoe B HaCTOSIIEM H300pEeTEHIH,
CBSI3BIBACTCS C AMUTONOM B Oerta-miert C5. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS H300PETCHUS aHTUTENO K
C5 cesspiBaercs ¢ snuronoM B MG1-MG2-nomene Oeta-tienu C5. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
n3o0pereHus anTureso k C5 cBA3bIBaeTCS C SIHUTOINOM BO (h)parMeHTe, COCTOSIIEM U3 aMHHOKHCIOT 19-180 Oe-
ta-tierd CS5. B HEKOTOPBIX BapuaHTaX OCYIICCTBICHUS N300peTeHus aHTUTEN0 K CS5 CBSI3BIBACTCS C SMUTOIOM B
MG1-nomene (amuHokucTOTH 20-124 SEQ ID NO: 40 (SEQ ID NO: 41)) 6era-uertu C5. B HeKOTOpBIX BapuaH-
TaX OCYIIECTBICHUS N300peTeHUs aHTUTEN0 K C5 CBA3BIBACTCS C AMHUTOIIOM BO (PparMEHTE, COCTOSIIEM U3 aMU-
HOKHUCIOT 33-124 6eta-nienu C5 (SEQ ID NO: 40). B npyroM BapuaHTe OCYIIECTBICHHUS H300PETSHUST aHTUTEIIO
HE CBSI3BIBacTCA C ()parMeHTOM, OoJiee KOPOTKUM, YeM (parMeHT, COCTOSIINUNA U3 aMHUHOKHUCIOT 33-124 Oera-
nenu C5, HarpuMep, ¢ GparMeHTOM, COCTOSIIUM K3 aMUHOKHUCIIOT 45-124, 52-124, 33-111, 33-108 wm 45-111
oera-tierru C5 (SEQ ID NO: 40).

Jpyrum oObeKkTOM M300peTeHMS ABISIOTCS anTuTena k C5, obnmanaroniue pH-3aBUCUMBIMU XapaKTePUCTH-
KaMU CBSI3bIBaHMA. B KOHTEKCTE HACTOSIIECrO OMMCaHUs MoHsATHE "pH-3aBHCHMOE CBs3BIBaHME" O3HAYaeT, YTO
AHTHTENO 00JafaeT "MOHIKEHHOM CIIOCOOHOCTRIO CBsI3bIBaThCS ¢ CS5 mpu kucioMm pH mo cpaBHEHHIO ¢ €ro CBs-
3BIBAHHMEM INPH HewTpambHoM pH" (i meneil HacTosIero onucanus o0a MOHATHS MOKHO HCIIONB30BaTh B3au-
Mo3ameHsieMo). Hanpumep, anturena ¢ "¢ pH-3aBUCHMBIME XapaKTepUCTUKAMU CBSI3BIBAHMS" BKIIIOYAIOT AHTH-
Telna, KoTopble cBs3bIBaroTcs ¢ CS5 ¢ 6onee BbICOKOH ad(pMHHOCTBIO ITpH HelTpansHOM pH, yem npu kuciom pH.
B HEKOTOpPHIX BapHaHTaxX OCYIIECTBICHHS M300PCTCHUS aHTUTENA, MpeIaraéMble B HACTOSIIEM HU300pETCHUH,
cesa3piBaroTes ¢ C5 ¢ adduHHOCTEIO, IO MEHbIICH Mepe B 2, 3, 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65,
70, 75, 80, 85, 90, 95, 100, 200, 400, 1000, 10000 wm Gonee pa3 Oosee BHICOKOW NpH HeHWTpalbHOM pH, yem
npu xkucioMm pH. B HekoTOpIX BapmaHTaxX OCYHIECTBICHHS M300pETeHHS aHTUTeNa cBs3bIBatoTcsa ¢ C5 ¢ Gomee
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BBICOKOI1 adpunHOCTHIO TipH pH 7,4, vem nipu pH 5,8. B npyrux BapranTax ocymiecTBICHHS N300pETEHUs aHTH-
Telna, mpeaiaraeMble B HACTOSIIEM U300peTeHnH, cBsa3biBatoTcs ¢ C5 ¢ ahduHHOCTBIO, 10 MEHBIIEH Mepe B 2, 3,
5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 200, 400, 1000, 10000 w; Oonee pa3
6onee Bricokoit pu pH 7,4, uem nipu pH 5,8.

Jlnst mene#t HacTosmiero omucanus "adduHHOCTE" aHTHTENna K C5 BhIpaxatoT B moHATHAX KD anTHTena.
KD anTnTena o3Ha4aeT KOHCTAHTY PABHOBECHS JUCCOLMALMHM B3aMMOJEHCTBHS aHTHTENO-aHTUIeH. YeM BbllIe
BenmmunHa KD, XapakTepu3ylomias CBS3bIBAaHUE aHTHTENA C €r0 aHTUTEHOM, TeM ciabee ero ahpGpuHHOCTH CBSI3BI-
BaHUs C yKa3aHHBIM KOHKPETHBIM aHTUTCHOM. TakuM oOpa3oM, B KOHTEKCTE HACTOSIIETO ONMCAHMS TOHITHE
"Oosee BBICOKast apUHHOCTB NpH HelTpansHoM pH, yem npu kucinom pH" (nm sxBuBanenTHoe nonsrtue "pH-
3aBHCUMOE CBsi3bIBaHMe") o3HauaeT, uto KD, xapakrepusytomas cBs3biBaHue aHtuTena ¢ C5 npu kuciom pH,
Beie, ueM KD, xapakrepusyromas cBa3biBaHue aHTuTena ¢ C5 npu HelitpansHoMm pH. Hanpumep, B koHTEKCTE
HACTOSIIIEr0 M300pPETEHHsI CUMTAETCS, YTO aHTHUTENO cBs3bIBaeTcs ¢ C5 ¢ Oosee BhICOKOH a)(PMHHOCTHIO MPH
HelTpansHOM pH, yem npu kuciaom pH, eciu KD, xapakrepusyromas cBa3biBaHue antutena ¢ C5 mpu kucioM
pH, o mens1elt mepe B 2 pasa Beie, ueM KD, xapakrepusyromas cBs3plBaHUe aHTuTena ¢ C5 mpu HelTpanb-
HoM pH. Takum oOpa3oM, HacTosIee H300peTeHNE BKIIOYAeT aHTHUTENA, CBA3bIBaHHE KOTOPHIX ¢ C5 mpu Ku-
cioM pH xapakrepusyetcs Benmunnoit KD, koTopas mo MeHsIei mepe B 2, 3, 5, 10, 15, 20, 25, 30, 35, 40, 45,
50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 200, 400, 1000, 10000 umu Gonee pa3 mpessimaer KD, xapakrepu-
3ymomnyo cBs3piBanne ¢ C5 npu HelTpansHOM pH. B npyrom BapmaHTe OCYIIECTBICHUS H300PETEHUS BEIMIHMHA
KD anrurena npu HeiitpansroM pH moxer cocrasmsts 107, 107%, 107, 107°, 107", 10" M wm menee. B mpy-
TOM BapHaHTE OCYIIECTBICHHs n300peTeHus BenmunHa KD anTuTena npu kuciioM pH MOXKeT coCTaBIATh 107,
10,107, 10 M wm Gouree.

B npyrux BapmaHTax OCyILECTBICHHUS M300PETEHHs CUMTAETCs, YTO aHTUTENO cBs3biBaeTcs ¢ C5 ¢ Oosee
BBICOKOH a(MHHOCTBIO NpU HeHTpambHOM pH, uem mpu kuciom pH, ecnu Benmumna KD, xapaxrepuzyromias
cBsa3piBaHMe aHTHUTena ¢ C5 mpu pH 5,8, mo meHslel Mepe B 2 pa3a Bblile, yeM KD, xapakTepusymomas CBsI3bl-
Banue anrurena ¢ C5 mpu pH 7,4. B HeKoTOPBIX BapuaHTax OCYIIECTBICHUS H300pETEHHS CBA3BIBAHHE MPEAIIO-
skeHHBIX aHTHTEN ¢ CS5 mpu pH 5,8 xapakTtepusytorcs Benuanaoit KD, koTopas mo MeHbInei mepe B 3, 5, 10, 15,
20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 200, 400, 1000, 10000 wmu 60mee pa3 MPEBHI-
maetr KD, xapakrepu3yomyio cBs3biBanue anturena ¢ C5 npu pH 7,4. B apyrom BapuaHTe OCYIIECTBICHUS
n3o0perenus BenmmuuHa KD anturena nmpu pH 7,4 MoXKeT cOCTaBIATh 107, 10'8, 10'9, 10'10, 10'”, 10" M wmm
MeHee. B nmpyrom BapumanTte ocymiecTBieHus n3o0perenus BenuunHa KD anturena mpu pH 5,8 Moxker cocras-
JIATh 10'9, 10'8, 107, 10° M nm 6oree.

XapaKTepUCTHKH CBS3BIBAHUS aHTHUTENA ¢ KOHKPETHBIM aHTUTEHOM MOXHO BBIpaXKaTh Takxke B Buzae kd
antutena. Benmunna kd anTuTeNa 03HaUYaeT KOHCTAHTY CKOPOCTH TMCCOLMALMK AHTHUTENa OTHOCHTEIHFHO KOH-
KPETHOTO aHTHIEHA U ¢ BBIPAKAIOT B BUJIE BETMUHH, 0OPAaTHBIX ceKyH/e (T.e. ¢ ). [TobimenHas BenuunHa kd
o3HavaeT Oosee cinaboe CBS3BIBAHWME aHTHUTENA C €ro aHTHreHOM. TakuM o0pa3oM, HacTosIlee N300peTeHHUe
BKJIIOYAET aHTHTENa, CBsI3bIBaHNE KOTOPBIX ¢ C5 xapakrepusyercs Ooiiee BHICOKOH BenuunHOM kd mpum kuciom
pH, uem npu =HelitpansaoMm pH. Hactosimee n3o0peTeHne BKIIIOYAeT aHTHTENA, CBSI3bIBaHUE KOTOpBIX ¢ C5 mpu
kuciom pH xapakrepusyercs BennanHol kd, koTopas mo MeHsIei mepe B 2, 3, 5, 10, 15, 20, 25, 30, 35, 40, 45,
50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 200, 400, 1000, 10000 nmm Gonee pa3 mpesbimaet kd, xapakTepu-
3YIOIIYI0 CBs3bIBanue antutena ¢ C5 mpu HelTpamsHoM pH. B nmpyroM BapuaHTe OCYIIECTBICHUS H300PETCHUS
BenmunHa kd aHTHTena mpu HEWTpasbHOM pH MOXET COCTaBIATH 10'2, 10'3, 10'4, 107, 10 1/c i menee. B
JIPYroM BapHWaHTe OCYIIECTBICHUS M300peTeHrs BennumHa kd anTHTENa mpu KucioM pH MOXeT cocTaBiATH
107,107, 107" 1/c um Gonee. M306peTenne BKIIOYACT TAaKiKe AHTHTENA, CBA3BIBAHUE KOTOPBIX ¢ C5 XapakTepu-
3yercsi bostee BrIcokoi BemmunHoW kd mpu pH 5,8, yem npu pH 7,4. M300peTeHne BKiIIOYaeT aHTUTENA, CBSI3BI-
BaHue kKoTopbix ¢ C5 mpu pH 5,8 xapakrepusyercs Bemmunnoi kd, kotopast o mensIeit mepe B 3, 5, 10, 15, 20,
25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 200, 400, 1000, 10000 umu Oojnee pa3 MpeBHIIIACT
kd, xapaktepusyrouryto cesi3piBanne anturena ¢ CS5 mpu pH 7,4. B npyrom BapuanTe ocyuiecTBiIeHHs H300peTe-
Hus BenmunHa kd anTHTena npu pH 7,4 MOXKET COCTaBIATh 102, 107,10, 107, 10° 1/c win menee. B JIpyromMm
BApHAHTE OCYILICCTBICHHS M300peTeHns Beanunna kd anturena npu pH 5,8 Moxer coctasmsts 107, 1072, 107
1/c nnm Gonee.

B HexoTOpBIX ciydasx "MOHMKEHHYIO CIIOCOOHOCTH CBs3bIBaThCS ¢ CS5 mpu kucioM pH mo cpaBHEHUIO cO
CIOCOOHOCTBIO CBA3BIBATHLCS MPH HeWTpasbHOM pH" BhIpa)xaroT B BUAE COOTHOIICHUs BenmnmunHbl KD, xapakrte-
pusytonien cBs3piBanne antutena ¢ C5 npu xucinom pH, u Benmuumabl KD, Xapakrepu3yroliel CBA3bIBAHUE aH-
tutena ¢ C5 npu HelitpasibHoM pH (v HaoOopoT). Hampumep, aHTHTENO0 MOXKET paccMaTpUBaThCs Kak o0a-
Jaroree "TIOHIKEHHON COCOOHOCTBIO CBsi3bIBaThes ¢ CS5 mpu kucioM pH 1Mo cpaBHEHHIO CO CIIOCOOHOCTBIO
CBSI3BIBATHCSl NIpU HelTpanbHOM pH" 1uis menell HacTosIIero M300peTeHMs], €CIH Ul aHTUTEIa COOTHOLICHHUE
KD npu kucnom/ueiitpansaom pH coctasiser 2 uim Gosee. B HEKOTOPHIX BapnaHTax OCYILECTBICHHS H300pe-
tenus cootHorenue KD mpu pH 5,8/pH 7,4 nns anTUTENA, IpEIaraéMoro B HACTOSIIIEM H300pETECHIH, COCTAB-
asier 2 wnin Oonee. B HEKOTOpHIX BapHaHTaxX OCYIIECTBICHHS HM300pereHust cooTHomenne KD mnpu ku-
ciioM/HeWTpanbHOM pH U1 aHTHTENa, IpeAIaraeMoro B HaCTOAIIEM M300pETEeHNH, MOXKET COCTaBIAThH 2, 3, 5,
10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 200, 400, 1000, 10000 w1 Gonee. B
JIPYrOM BapHWaHTe OCYIIECTBICHHs n300peTeHus Bennunaa KD aHTHTeNa ipu HeWTpasbHOM pH MOXeT cocTaB-
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mate 107, 10%,10°,107°, 10", 10> M nm menee. B apyrom BapuaHTe OCYyIIECTBICHHS H300PETEHHUS BETHUN-
na KD anturena npu kuciom pH moxer cocrasmars 107,10, 107, 10° M umu 6onee. B mpyrux cinyuasx aHTH-
TEJI0 MOXKET pacCMaTpHUBAThCs Kak oOanaroriee "MOHKEHHOW CITOCOOHOCTHIO CBS3BIBAThCs ¢ C5 Tpu KHCIOM
pH 1o cpaBHEHHIO CO CITIOCOOHOCTHIO CBSI3BIBATHCS MPH HEWTpanbHOM pH", ecru i aHTUTENa XapakTepHO Co-
otaommenne KD npu pH 5,8/pH 7,4, cocrapistomee 2 wim 6osiee. B HEKOTOPBIX IPUBEICHHBIX B KAYECTBE TIPH-
MEpOB BapHaHTax OCYIIECTBICHUS M300peTeHus cootHomenne KD mpu pH 5,8/pH 7,4 nns aHTHTENa MOXET
cocraBmATs 3, 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 200, 400, 1000, 10000
nnm O6onee. B mpyromM BapmanTte ocymiecTBieHUs n3o0perenns BeinnurHa KD anturtena npu pH 7,4 MoxkeT co-
cramats 107, 10, 10, 107, 107", 10™"* M mm mMenee. B apyrom BapuanTe OCyIIECTBICHHS H300pETEHHS Be-
muunHa KD anturena npu pH 5,8 MoxeT cocTaBisTh 10'9, 10'8, 10'7, 10 M wim Gostee.

B HEekoTOpHIX ciydasx "MOHMKEHHYIO CIIOCOOHOCTH CBsi3bIBaThCs ¢ CS5 mpu kuciaoM pH mo cpaBHEHHUIO co
CIIOCOOHOCTBIO CBSI3BIBATHCS MPHU HEHTpanbHOM pH" BRIpaXKaroT B BHJIE COOTHOIICHUS Ben4YuHbI kd, XapakTrepu-
3yromie cBs3piBanue anturena ¢ CS npu kucinoMm pH, u BenmuunHs! kd, XxapakTepu3yroleii CBsI3pIBaHUC aHTHTENA
¢ C5 npu nelitpanbHoM pH (nnm Hao6opoT). Hanpumep, aHTHTENI0 MOXKET paccMaTpUBaThCs Kak obJianaroee
"MIOHMKEHHOH CIIOCOOHOCTHIO CBS3bIBAThHCS ¢ C5 mpu KucioM pH mo cpaBHEHUIO CO CITOCOOHOCTHIO CBSI3BIBATHCS
npu HedTpamsHOM pH" JUIa Tienei HacTosAmEero M300peTeHHs, €CIM I aHTUTeNa cOOoTHomenne kd mpu ku-
cioM/HerTpansHOM pH coctaBisieT 2 unu 6oJiee. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUS U300pETEHUS COOT-
Homenue kd mpu pH 5,8/7,4 mnst anturena k C5, nmpenjiaraeMoro B HaCTOSIIEM H300pPETEHNUH, COCTABIISET 2 WIIH
Oonee. B HEKOTOPHIX BapraHTax OCYIIECTBIICHUS H300peTeHns cooTHommeHune kd mpu kucmom/HewTpanbaom pH
JUTSL aHTUTENA, TIPEJIaraeMoro B HACTOSAIIEM U300pETeHIH, MOXET COCTaBJIATh 2, 3, 5, 10, 15, 20, 25, 30, 35, 40,
45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 200, 400, 1000, 10000 uau Gonee. B npyrom BapuanTte ocymecTB-
nenus mzoGperenns penuuuna kd antutena npu HeiitpansHom pH Mosker cocrasmats 107, 107, 107, 107, 107
1/c nnu menee. B npyrom BapuanTte ocyuiecTBieHHs: n300peTeHuns BenmunHa kd anTurena npu kucioMm pH mo-
xet coctaBiats 107, 1072, 10" 1/c unn Gonee. B HEKOTOPHIX NPUBEICHHBIX B KAUECTBE MPHMEPOB BAPHAHTAX
ocylIecTBIeHuUs n300peTeHus cootHomenue kd mpu pH 5,8/7,4 mist aHTHTENa MOKET COCTAaBIATH 2, 3, 5, 10, 15,
20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 200, 400, 1000, 10000 unu Gonee. B gpyrom
BapHAHTE OCYIIECTBICHHS H3006peTeHms BenmunHa kd antutena npu pH 7.4 moxer cocrasmsits 107 107, 107,
107, 10 1/c wm Menee. B apyroM BapmHaHTe OCYIECTBICHHs H300peTenmst Benmunna kd anturena npu pH 5,8
MOJKET COCTABJIATH 10'3, 10'2, 10" 1/c nnm Gouee.

B xoHTekcTe HacTosIMEro onucanuy moHATHe "kucieiii pH" o3nagaet pH ot 4,0 no 6,5. [Torstue "Kucubri
pH" BrmrowaeT ogHo M3 cienyromux 3Hadenuii pH 4,0, 4,1, 4,2, 4,3, 4,4, 4,5, 4,6, 4,7, 4.,8,4,9, 5,0, 5,1, 5,2, 5,3,
54,5,5,5,6,57,5,8,5,9, 6,0, 6,1, 6,2, 6,3, 6,4 u 6,5. BkoHKpeTHBIX 00beKTax U300pereHus "kucubrit pH" co-
OTBETCTBYET 35,8.

B xoHTekcTe HacTOALIEro OMMcaHuu MoHsATUe "HelTpanbublil pH" o3navaer pH ot 6,7 no npumepno 10,0.
ITonsitue "Heitrpanbubiit pH" BkitouaeT oaHo U3 cienytomux 3Hauenuit pH 6,7, 6,8, 6,9, 7,0, 7,1, 7,2, 7,3, 7.4,
7,5,76,7,7,7.8,7,9,8,0, 8,1, 8,2, 8,3, 8,4, 8,5, 8,6, 8,7, 8,8, 89, 9,0, 9,1,9,2,9,3,9,4,9,5,9,6,9,7,9,8,9,9, u
10,0. B xoHKpeTHBIX 00BeKTaX U300peTeHus "HeiTpanbuelii pH" cooTBercTByeT 7,4.

VYxazanHble B HacTosAmeM onucannu BeanauHbl KD n kd M0okHO ompenensTs ¢ moMoImpio OnoceHcopa Ha
OCHOBE METOJ]a TOBEPXHOCTHOTO IUIA3MOHHOTO PE30HAHCA IS XapaKTepPH3alWd B3aWMOJICHCTBUN aHTUTEINO-
aHTUTeH (CM., HampuMep, puMep 7 B HacTosmeM onucannn). Bemmaunsl KD u Benmuunabl kd MokHO ompene-
nsth npu 25 umu 37°C.

B HEKOTOPHIX BapHaHTaxX OCYIIECTBICHHUSA M300peTeHns anTuTeno k C5, mpeniaraeMoe B HACTOSIIEM H30-
OpeTeHuH, CBA3BIBACTCS C ANUTOINOM B Oeta-tienu C5, koTopsiid coctout n3 MG1l-momena (SEQ ID NO: 41). B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUs M300peTeHnus antureno Kk C5, mpeanaraeMoe B HACTOSIIEM H300peTe-
HHH, CcBsi3bIBaeTcs ¢ snuronoM B Oeta-nenu (SEQ ID NO: 40) C5, KOoTOpBIi cOlepKUT 110 MEHBIIEH Mepe OJuH
(parMenT, BEIOpaHHBIH U3 IPYMIBI, KOTOPAsk COCTOUT M3 aMUHOKUCIOT 47-57, 70-76 n 107-110. B HekoTOpBIX
BapuaHTaX OCYIIECTBIEHH M300peTeHus antureno k C5, npeanaraeMoe B HaCTOSIIEM H300pETEHHH, CBSI3bIBA-
ercs ¢ anurornoM Bo ¢parmente Oera-tienn (SEQ ID NO: 40) C5, KOTOpBIN COAEPKUT 110 MEHBIIEH Mepe OHy
AMHMHOKHCIIOTY, BBIOpaHHYIO M3 rpymisl, kotopas coctout u3 Thr47, Glu48, Ala49, Phe50, Asp51, Ala52,
Thr53, Lys57, His70, Val71, His72, Ser74, Glu76, Val107, Ser108, Lys109 u His110. B HekoTOpEIX BapraHTax
OCYILECTBIICHHU n300peTeHus antuteno k C5, mpemraraeMoe B HACTOSIIEM M300PETEHHUH, CBSI3BIBACTCS C AIIH-
torioM Bo parmente Oera-niern (SEQ ID NO: 40) C5, koTOpBIii CONEPKUT IO MEHBIIICH Mepe OHY aMHUHOKHC-
JIOTY, BEIOpAaHHYIO M3 TPYIIILI, KoTopas coctout u3 Glu48, Asp51, His70, His72, Lys109 u His110. B mekoro-
PBIX BapHaHTaX OCYIIECTBIICHHS M300peTeHNUs CBs3bIBaHMe aHTUTeNa K C5, mpeanaraeMoro B HaCTOAIIEM H30-
Operenuu, ¢ myranToM C5 CHHKEHO TIO0 CpaBHEHUIO ¢ ero cBs3biBaHueM ¢ C5 aukoro Tuma, rae Mytant C5 nMe-
eT 110 MEHBIIEH Mepe OHy aMUHOKHCIIOTHYIO 3aMEHY B IOJIOKCHNH, BHIOPAHHOM M3 TPYIIIBI, KOTOPAs COCTOUT
u3 Glu48, Asp51, His72 u Lys109. B apyrom BapuaHTe oCyIIecTBICHHs U300peTeHus pH-3aBUCHMOE CBSI3bIBA-
Hue antuTena k C5, mpeuiaraeMoro B HaCTOSIIIEM M300peTeHNH, ¢ MyTaHTOM C5 CHM)KEHO 0 CPaBHEHHIO C €ro
pH-3aBucuMbIM cBsi3biBaHueM ¢ C5 IUKOro Tuma, rae MyTant C5 uMeeT 1Mo MeHblIel Mepe OJHY aMUHOKHUCIIOT-
HYIO 3aMEHY B NOJIOKEHHH, BEIOPaHHOM M3 Tpymbl, KoTopas cocrout u3 His70, His72 u His110. B cnenytomem
BapuaHTe OCYLIECTBICHHUS M300peTeHHss B MyTante C5 aMHHOKHCIIOTa B MOJIOXXKEHHWH, BbIOpaHHOM 13 Glu4sg,
Asp51 u Lys109, 3aMeHeHa Ha allaHUH U aMHUHOKHCIIOTa B IMOJIokeHHH, BeIOpanHoM u3 His70, His72 u His110,
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3aMEHCHA Ha THPO3HUH.

B HEKOTOpHIX BapuaHTax OCYIIECTBICHUS M300peTeHus antuTeno k C5, mpeamaraeMoe B HACTOSIIEM H30-
OpeTeHHH, KOHKYpUpYeT 3a cBs3biBanue ¢ C5 ¢ anTuTenom, conepxkantum mapy VH u VL, kotopast BeiOpana u3

(a) VH, umeromieid SEQ ID NO: 1, u VL, mmeromeit SEQ ID NO: 11;

(6) VH, mmerome#t SEQ ID NO: 22, u VL, umeromeii SEQ ID NO: 26;

(8) VH, umeromieit SEQ ID NO: 21, u VL, umeromeit SEQ ID NO: 25;

(r) VH, nmeromett SEQ ID NO: 5, u VL, umeromieit SEQ ID NO: 15;

(m) VH, mmeromieii SEQ ID NO: 4, u VL, umetomeit SEQ ID NO: 14;

(e) VH, umeromeit SEQ ID NO: 6, u VL, umeromier SEQ ID NO: 16;

(x) VH, mmeromed SEQ ID NO: 2, u VL, umeromeit SEQ ID NO: 12;

(3) VH, umeromieii SEQ ID NO: 3, u VL, umeromeit SEQ ID NO: 13;

() VH, nmeromeit SEQ ID NO: 9, u VL, umeromeit SEQ ID NO: 19;

(x) VH, mmeromieit SEQ ID NO: 7, u VL, umeromeit SEQ ID NO: 17;

(m) VH, umeromieit SEQ ID NO: 8, u VL, umeromeit SEQ ID NO: 18;

(M) VH, umeromeit SEQ ID NO: 23, u VL, umetonieit SEQ ID NO: 27; u

(1) VH, umeromrert SEQ ID NO: 10, u VL, umeromeit SEQ ID NO: 20.

B HEKOTOPHIX BapHaHTaxX OCYIIECTBICHHUSA M300peTeHns anTuTeno k C5, mpemiaraeMoe B HACTOSIIEM H30-
Operenuu, cBszbiBaeTcs ¢ C5 m koHTakTUpyeT ¢ amuHokucioTor AspS1 (D51) SEQ ID NO: 39. B momonau-
TENBHBIX BapHAHTaX OCYIIECTBICHHS n300peTeHus antureno k C5, mpeamaraeMoe B HACTOAMIEM H300pETEHHH,
cBs3pBaeTcs ¢ C5 u koHTakTUpyeT ¢ amuHOKucioTol Lys109 (K109) SEQ ID NO: 39. B cnenyromiem BapuaHnTe
OCYILIECTBIICHUS M300peTeHus anTuTeno k C5, mpemraraeMoe B HACTOSIIEM H300peTeHuH, cBsi3biBaeTcs ¢ C5 u
KOHTaKTHpyeT ¢ aMmuHOKHcIoToH AspS1 (D51) n amunokucioroit Lys109 (K109) SEQ ID NO: 39.

B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS N300peTeHHs CBsI3bIBaHUe aHTUTeNa K C5, mpeanaraemMoro B Ha-
CTOsAIIEeM M300peTeHuH, ¢ MyTaHTOM C5 CHM)KEHO IO CPAaBHCHHIO C €ro CBsi3biBaHHEeM ¢ C5 TUKOro THMA, TIE
myTtaHT C5 umeet 3ameny Glu48Ala (E48A) B SEQ ID NO: 39. B npyrom BapuaHTe OCYIIECTBICHHS H300peTe-
Hus pH-3aBucuMoe cBs3piBanue anTuTena k C5, mpeayaraeMoro B HaCTOSIIEM H300peTeHuu, ¢ mytantoMm C5
CHIDKEHO TI0 CpaBHEHMIO ¢ ero pH-3aBucumbiM cBs3piBaHueM ¢ C5 aukoro tuma, rae MmyTanT C5 mMeeT 3aMeHy
Glu48Ala (E48A) B SEQ ID NO: 39.

B cnenmytomem BapmaHTe OCYIIECTBIICHUsT M300peTeHus aHTuTeso K C5 cBs3wiBaercs ¢ Oemxom C5, co-
CTOSIIIAM W3 aMHHOKHCIOTHOUW TmocnenoBatenpbHocTd SEQ ID NO: 39, Ho He cBs3wpiBaeTcs ¢ Oenmkom C5, co-
CTOSIIIIAM U3 aMUHOKHUCIIOTHOH nociienoarenbHocT SEQ ID NO: 39 ¢ 3amenoit H72Y, rne 6enok C5 u numero-
muit 3ameny H72Y 6enox C5 nomydaroT v oABEpraroT CKpUHUHTY B OJHUX M T€X XKe yCIOBUsIX. B ciemyromem
BapHaHTE OCYIICCTBIICHUS M300peTeHus antuTeno kK C5 ces3piBacTes ¢ OenkoM C5, COCTOSAIIMM U3 aMHHOKHC-
notHo# nocnenoBarensHocTd SEQ ID NO: 39, mpu pH 7,4, HO He cBsi3bIBaeTCs ¢ mMeromuM 3ameHy H72Y Oei-
koM C5 npu pH 7,4.

He BnaBasich B KaKyrO-THO0 KOHKPETHYIO TCOPHIO, MOXKHO MPEIIOI0KHTE, YTO CBSA3bIBaHKUE aHTUTENA K C5
¢ C5 cumxkaetcs (WM NPaKTUYECKU YTPAuYUBAETCsl), KOTJa aMUHOKUCIOTHBIA ocTaTok Ha C5 3aMEHSIOT Ha JIpy-
TYI0 aMHHOKHCJIOTY, 3TO 0O3HA4aeT, YTO aMHHOKHCIOTHBIN ocTaToK Ha C5 MMeeT pemraromniee 3Ha4eHHe IS B3a-
AMOJIEUCTBUS MKy aHTUTeNIoM K C5 u C5 1 4TO aHTHUTEI0 MOXET paclo3HaBath 3muTon B C5, BHYTpH KOTO-
POT0 HAXOIUTCS AMHHOKHCIIOTHBIA OCTaTOK.

[Ipu co3ganmm HACTOSAIIETO N300pETEHHS OBIII0 OOHAPYKEHO, YTO TpyIa aHTUTeN K C5, KOTOpble KOHKY-
PHUPYIOT IPYT C IPYTOM HIIN CBSA3BIBAIOTCSA C OAHHUM M TeM K€ IUTOIOM, MOXeT 001anaTs pH-3aBUCHMBIMH Xa-
PaKTepUCTHKAMHU CBsi3bIBaHUs. Cpeli aMUHOKHCIOT TUCTHIUH, U1 KOTOporo BenumunHa pKa cocraBnsger mpu-
MepHO 6,0-6,5, MOKeT 001aaTh Pa3THYHBIMU COCTOSTHUSME TPOTOHHOM JAMCCOLMAIIMY MPU HEHTPATHLHOM U KH-
ciom pH. CnenoBatenbHO OCTaTOK TUCTHIUHA B C5 MOXET BHOCHTH BKJIa] B pH-3aBHCHMBIC B3aUMOJCHCTBUS
Mexay antutesiom k C5 u C5. He BaaBasich B Kakyro-THOO KOHKPETHYIO TCOPHIO, MOKHO MPEIIIOI0KUTh, YTO
aaTHTeNo K C5 MOXKET pacno3HaBaTh KOH(QOPMAIIMOHHYIO CTPYKTYPY BOKPYT ocTaTka ructuanHa B C5, koTopas
U3MEHSICTCS B 3aBUCHMOCTH OT 3HaueHHs pH. DTO MpeaoIoKeHHe MOKET COTIACOBATHCS C OMIMCAHHBIMU HIDKE
SKCIEPUMEHTAIBHBIMA JaHHBIMH, CBUACTEIbCTBYIOIUME O TOM, 9T0 pH-3aBrcuMocTh anTHTeNa K C5 CHMXKaeT-
cs (WM TIPaKTHYECKH YTPAdyUBaETCs ), KOTIa OCTaTOK TUcTHIMHA B C5 3aMEHSIOT Ha APYTyI0 aMUHOKHCIIOTY (T.e.
aaTuTeno k C5 ¢ pH-3aBHCHMBIMU XapaKTepUCTHKaMU CBS3BIBAHUS CBS3BIBACTCA C MYTaHTOM IO ructuanHa C5
(His-mytanTom C5) ¢ adbduHHOCTBIO, CXOaHOU ¢ apduHHOCTHIO K C5 nMuKoro Thma, mpu HerTpanpHoM pH, B TO
BpeMs KaK TO JK€ caMOe aHTHUTENIO cBs3biBaeTcs ¢ His-myranTom C5 ¢ 6osee Bricokol adhpuHHOCTBIO, 4eM ¢ C5
JUKOTO THIIA, TP KuciioM pH).

B HEKOTOPHIX BapuaHTaX OCYIIECTBICHHS H300peTeHUs anTHTeno K C5, mpemiaraeMoe B HACTOSIIEM H30-
Opetenun, cBs3biBacTes ¢ C5 w3 Oonee yeM OHOTO BHIA. B Ipyrux BapmaHTaX OCYIIECTBIICHUS H300pETCHUS
antuTeno k C5 cesaspiBaeTcs ¢ C5 yenmoBeka W KMBOTHOTO KPOME YeJIOBeKa. B JIpyrux BapuaHTaX OCYIIECTBIIC-
HUS n300pereHus antuteno k C5 cesaspBaercsa ¢ C5 denmoBeka W 00e3bsH (HampuMep, 00e3bsH UHOMOJITYC
(sBaHCKMIA Makak-Kpaboe), MaKak pe3yc, MapMO3€ETOK, IIMMITaH3¢ Win 0aOyHHOB).

OpHuM 13 00bEKTOB N300peTeHNs ABISIIOTCS anTuTena K C5, koTopsle MHrnOupyrot aktuBamuio C5. B He-
KOTOPBIX BapHaHTaX OCYIICCTBICHHUS M300pETEHHS TNpPeIokKeHBl aHTutena K C5, KOTOPHIA MPenyrpexaatoT
pacmrerienrne C5, npuBoasiiee k oopazoBanuto C5a u CSb, npenynpexaas TeM caMbiM BO3HUKHOBEHHE aHa(H-
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JIATOKCUYECKOH aKTHBHOCTH, acCOIMMpPOBaHHOM ¢ CSa, a Tarke IpenynpexIaoT cOOpKy MeMOpaHoaTakyomie-
ro kommekca C5b-9 (MAC), accomupoBanHoro ¢ C5b. B HeKOTOpBIX BapuaHTax OCYIIECTBICHUS H300peTeHUS
npenioxeHs! antutena Kk C5, kotopeie Osokupytot npespamienne C5 B C5a u C5b C5-konBeprazoii. B HekoTO-
PBIX BapHaHTaX OCYIIECTBICHHUS HM300peTeHHs NIpeiokeHsl anTtuTena K C5, KOTOpble ONOKHUPYIOT TOCTYII
C5-xoHBepTasbl K caifTy pacieruierns Ha C5. B HEKOTOPBIX BapHaHTax OCYIIECTBICHUS U300pETCHHSI TIPEIIO-
skeHbl anTuTena K C5, KoTophle OJOKHPYIOT TEMOJTUTHYECKYIO aKTUBHOCTD, 00ycoBlIieHHYI0 akTuBamnueid C5. B
IPYTUX BapHaHTaX OCYIIECTBICHHs M300peTeHus anturena Kk C5, mpeanaraeMple B HACTOSIIEM H300peTEHUH,
HHruOHUpyIoT akTHBannio C5 KIACCHYECKUM ITyTEM H/WIH albTCPHATHBHBIM ITyTEM.
OpHuM 13 00BEKTOB M300peTeHNs ABISIOTCS aHTUTena K C5, KOTopble HHIMONPYIOT aKTUBALMIO BapHaHTa
C5. Tlox BapuanToM C5 moHMMaeTcsl reHeTHdeckuid BapuaHT C5, KOTOPBIM MOJIyuyeH MyTeM IeHETUUECKOH Ba-
pHAalHY, TAaKOW KaK MyTallys, oIuMophU3M WK ajUielibHas Bapuanus. ['eHeTHdeckast BapHalus MOXKET BKITIO-
YaTh JEJICHUI0, 3aMEHY MJIM MHCEPIMIO OJHOTO WM HECKOJIBKHUX HyKIeoTHnoB. Bapuant C5 Moxer comepxarh
OJIHY WJIM HECKOJIBKO TeHeTHYecknX Bapuauuii B C5. B HEKOTOpBIX BapHaHTax OCYIIECCTBICHUS M300pETECHUS
BapuaHT C5 oOnamaeT OHMONIOTHICCKON aKTUBHOCTBIO, CXOAHOM ¢ OMOJIOTHYECKOW aKTHBHOCTBIO C5 JTHKOTO TH-
na. Takoit Bapuant C5 MOXKeT copepKaTh 10 MEHBIIIEH Mepe OJHY BapHaIlfio, BEHIOPAaHHYIO W3 TPYIIIBI, KOTOpas
coctout u3 V1451, R449G, V802I, R885H, R928Q, D966Y, S1310N u E1437D. B KOHTEKCTE HACTOSIIETO OIH-
canmust R885H, Hanpumep, 0003HaTaeT rTeHETHUECKYIO BapHAITHIO, B PE3YJIbTaTE KOTOPOW apTHHHIH B TIOJIOKEHUU
885 3aMeHeH Ha TMCTUAMH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS U300peTeHus anTuteno k C5, mpeqarae-
MO€ B HACTOSIIEM H300pETeHUH, HHIHONpPYeT akTUBAIHIo Kak C5 JUKOTO THIA, TaK ¥ IT0 MEHBIIIEH Mepe OJJHOTO
Bapuanta C5, BBIOPaHHOTO W3 TPYMIILI, KoTopas coctout u3 V1451, R449G, V8021, R885H, R928Q, DI66Y,
S1310N u E1437D.
OnHuM U3 00BEKTOB N300peTeHus sBsieTcst aHTuTeso kK C5, KOTopoe Coep KUT 110 MEHBIIEH Mepe OfvH,
JIBa, TPH, YETHIpE, IMATh W mecTb HVR, BEIOpaHHBIX U3
(a) HVR-HI, xoTOpBIii COREpKUT OJHY N3 aMUHOKUCIOTHBIX mocienoBatenasHocteit SEQ ID NOs: 45-54;
(6) HVR-H2, KOTOpBI COAEPKHUT OAHY U3 aMHHOKHCIOTHBIX nocienoBarensHocTeld SEQ ID NOs: 55-64;
(8) HVR-H3, xoTOpBIii COAEPKUT OJHY U3 aMUHOKUCIOTHBIX ocienoBaTebHocTeir SEQ ID NOs: 65-74;
(r) HVR-L1, x0oTOpBIii COMEPKUT OJTHY U3 aMHHOKUCIOTHBIX TocaeaoBatenbHocTeit SEQ ID NOs: 75-84;
(m) HVR-L2, koTophIii COAEPIKHUT OHY M3 aMUHOKHCIOTHBIX MocienoBarenbHocteit SEQ ID NOs: 85-94; u
(e) HVR-L3, koTopHIif COMEPKAT OJHY M3 aMHUHOKHCIOTHBIX MocieaoBarenbHocTed SEQ ID NOs: 95-104.
OmHuM 13 00BEKTOB M300PETEHHS SIBIACTCS aHTHUTENO, KOTOPOE CONEPKUT 10 MEHBIICH Mepe OnHY, IO
MeHbIIe Mepe nBe win Bce Tpu HVR-nocnenoBarensunoctrt VH, BeIOpaHHbIe U3
(a) HVR-HI, xoTOpBIii COREpKUT OJJHY N3 aMUHOKUCIOTHBIX mocienoBatenasHocte SEQ ID NOs: 45-54;
(6) HVR-H2, koTOpBIii COAEPKUT OJHY U3 aMUHOKUCIOTHBIX mocienoBarenbHocTed SEQ ID NOs: 55-64; u
(8) HVR-H3, xoTOpBIil CONEpKUT OJTHY M3 aMMHOKHCIIOTHBIX nocnenoBarensHocteit SEQ ID NOs: 65-74.
B oxHOM M3 BapmaHTOB ocymiecTBiIeHUs M300pereHus anturenao conepxutr HVR-H3, xoropsiii conep-
JKUT OJHY U3 aMUHOKHCIOTHBIX nocnefosarensHocTedt SEQ ID NOs: 65-74. B npyroM BapuaHTe OCYIIECTB-
NeHus u300peTeHus antuteno coaep;kut HVR-H3, KoTopelil comepkuT OIHY U3 aMHHOKHUCIOTHBIX IOCIEI0-
BarenpHOCTE SEQ ID NOs: 65-74. m HVR-L3, KOTOpBIHi COMEPKUT OAHY M3 aMHUHOKHCIOTHBIX TOCIEI0Ba-
teapHOCTeH SEQ ID NOs: 95-104. B cnemyromnieM BapraHTe OCYIIECTBICHHS N300pETEHUS aHTUTENIO CONCPIKHT
HVR-H3, xoTOpBIi COAEPKUT OHY N3 aMHHOKHCIOTHBIX mocyienoarensHocTeid SEQ ID NOs: 65-74, HVR-L3,
KOTOPBIA COJEPKUT OJHY U3 aMHHOKHUCIOTHBIX mocienoatensHocteir SEQ ID NOs: 95-104, » HVR-H2, xoTo-
PBII COMEPIKUT OJHY U3 aMUHOKUCIIOTHBIX mocienoBatenbHocTedt SEQ ID NOs: 55-64. B cnenyromem BapuanTte
OCYIIECTBIICHHSI H300PETECHHSI aHTUTEJIO COJCPIKUT
(a) HVR-HI, xoTOpBIii COTEpKUT OJJHY N3 aMUHOKUCIOTHBIX mocienoBatenasHocte SEQ ID NOs: 45-54;
(6) HVR-H2, kOTOpBIii COAEPKUT OJHY U3 aMUHOKUCIOTHBIX mocienoBarenbHocTe SEQ ID NOs: 55-64; u
(8) HVR-H3, xoTOpBIil CONEPKUT OJTHY M3 aMHMHOKHCIOTHBIX nociepoBarensHocteit SEQ ID NOs: 65-74.
JpyruM oOBEeKTOM M300peTEHHs SBIISIETCSI aHTUTENO, COAIEpIKallee 10 MEHBILEH Mepe OJHY, 110 MEHBIIECH
Mepe JIBe WK Bce Tpu nocieaoBarensHoctd VL HVR, BeiOpaHHbIe 13
(a) HVR-L1, koTOpHIif COTEPKAT OJHY W3 aMHUHOKHUCIOTHBIX mocieaoBarenbHocTeit SEQ ID NOs: 75-84;
(6) HVR-L2, koTopsIii COAEPKHUT OJHY M3 aMUHOKHCIOTHBIX MocienoBarenbHocteit SEQ ID NOs: 85-94; u
(8) HVR-L3, KoTOpEIi1 COACPKUT OHY U3 aMUHOKHUCIOTHBIX rocienoarensHocteid SEQ ID NOs: 95-104.
B oxHOM M3 BapHaHTOB OCYIIECTBICHHUA H300PETEHIUS aHTHTEIO COICPIKUT
(a) HVR-L1, koTOpHIif COTEPKAT OJHY W3 aMHHOKHUCIOTHBIX mocieaoBarenbHocTelt SEQ ID NOs: 75-84;
(6) HVR-L2, koTopsIii COAEPIKHUT OHY M3 aMUHOKHCIOTHBIX mocienoBarenbHocteit SEQ ID NOs: 85-94; u
(8) HVR-L3, KOTOpBIi CONEPKUT OJHY U3 aMHHOKHCIIOTHBIX TocnenoBatenbHocteit SEQ ID NOs: 95-104.
CornacHo IpyroMy 00BEKTY H300pETEHHUS aHTHTENIO, TIPeJlaraeMoe B M300pETECHNH, COJECPIKUT
(a) VH-momeH, coaepkamniuii Mo MEHBINEH Mepe OJHY, IO MEHBIICH Mepe JBE WIM BCE TPU IMOCICIOBaA-
tensHocTd VH HVR, BEIOpanubie 13
(I) HVR-H1, koTOpBIii cCOnep HUT OAHY U3 aMHHOKHCIOTHBIX mocienoBarensHocTel SEQ ID NOs: 45-54;
(II) HVR-H2, xoTOpHIil COAEpKUT OJHY M3 aMUHOKHCIIOTHBIX rocnenoBarensaocteld SEQ ID NOs: 55-64; n
(IIT) HVR-H3, x0TOpEI# COMEPKUT OJTHY U3 aMHHOKHUCIIOTHBIX mociieaoBatenbHocTeir SEQ ID NOs: 65-74; u
(6) VL-momeH, conmepskaniuii o MeHbBIIIEH Mepe OAHY, 10 MEHBIIeH Mepe JIBe WM BCE TPH TOCIEIOBa-
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tensHocTH VL HVR, BeIOpanHsie u3

(I) HVR-L1, xoTOpBIii COEp,UT OAHY U3 aMUHOKHCIOTHBIX nocienoBarensHocTeid SEQ ID NOs: 75-84;

(IT) HVR-L2, KOTOpBI# CONEP>KUT OJHY U3 aMHHOKUCIIOTHBIX TocienoBatensHocTeit SEQ ID NOs: 85-94; u

(IIT) HVR-L3, xoTOpHIif COOEPKUT OJTHY U3 AMHUHOKHUCIIOTHBIX rocienoBarenprocTeid SEQ ID NOs: 95-104.

JpyraM 0OBEKTOM N300pETEHUSI SBIIAETCS aHTUTEINO0, COAEpIKaIee

(a) HVR-H1, koTOpEI#t cCOAepKUT OHY U3 aMUHOKHUCIIOTHBIX mocienoBaTensHocTeir SEQ ID NOs: 45-54;

(6) HVR-H2, koTOpBIi COMEPKUT OJTHY M3 aMHHOKHCIOTHBIX TocneaoBarenbHocTedt SEQ ID NOs: 55-64;

(8) HVR-H3, xoTOpBIii COAEPKUT OJHY U3 aMUHOKUCIOTHBIX ocienoBaTebHocTeir SEQ ID NOs: 65-74;

(r) HVR-L1, koTOpBIit CONEpKUT OHY M3 aMHHOKHCIOTHBIX nocnenoBaresnsHocTedt SEQ ID NOs: 75-84;

(m) HVR-L2, xoTOpBIii cOAEpKUT OTHY N3 aMHHOKUCIIOTHBIX TTocienoBatensHocteit SEQ ID NOs: 85-94; u

(e) HVR-L3, KOTOpEIif cCOAEpHUT OAHY U3 aMHHOKHUCIOTHBIX rocienoBarensHocTeld SEQ ID NOs: 95-104.

OpHuM 13 00BEKTOB M300peTeHus sBisieTcst antureno K C5, comepikaiiee 0 MEHbIIEH Mepe OJWH, /Ba,
TpH, YeThIpe, MATh WK mectb HVR, BEIOpaHHBIX 13

(a) HVR-H1, KOTOpBIif COAEPKUT OAHY U3 aMUHOKHCIOTHBIX nocienoBatensHocteir SEQ ID NOs: 45, 54,
117, 126;

(6) HVR-H2, xoTOpBIN cCOAEpKUT OHY M3 aMUHOKHUCIOTHBIX TocieaoBatenbHocTedt SEQ ID NOs: 55, 64,
118-120, 127,

(8) HVR-H3, koTOpbIii CONEPKUT OHY M3 aMUHOKHCIOTHBIX TocienoBatenbHocTet SEQ ID NOs: 65, 74,
121, 128;

(r) HVR-L1, xOTOpBIi COACPKUT OHY U3 aMUHOKHCIOTHBIX TocnenoBatenbHocTeit SEQ ID NOs: 75, 84,
122, 129;

(1) HVR-L2, koTOpHIii COTEep>KUT OIHY W3 aMHUHOKHCIIOTHBIX nocienoBareibHocTeid SEQ ID NOs: 85, 94,
123-124,130; n

(e) HVR-L3, xoTOpBIil COEPUT OJHY U3 aMHHOKHCIOTHBIX nocienoBatensHocteld SEQ ID Nos: 95, 104,
125, 131.

OpHuM 13 00BEKTOB H300PETEHNUS SIBISIETCSI aHTUTENIO, COJIEPIKAIIIee IO MEHBIIIEH Mepe OHY, TI0 MEHbIIEH
Mepe IIBe WK Bce Tpu nociiefoarenbHoctd VH HVR, BeiOpanHbie U3

(2) HVR-H1, KoTOpBIi COAEPKUT OJHY U3 aMHUHOKHCIOTHBIX mocienoBaTensHocteir SEQ ID NOs: 45, 54,
117, 126;

(6) HVR-H2, xoTOpBIN cCOAEPKUT OJHY M3 aMUHOKHUCIOTHBIX TocieaoBatenbHocTedt SEQ ID NOs: 55, 64,
118-120, 127; n

(8) HVR-H3, xoTopBbIif coepKUT OJHY M3 aMUHOKHCIIOTHEIX nocsienoBatensrocteit SEQ ID NOs: 65, 74,
121, 128.

B onHOM M3 BapmaHTOB ocyliecTBIEHHUs M300peTeHns antureno coxepxut HVR-H3, koTopsiii conepxut
OJIHYy U3 aMUHOKHUCIOTHBIX nocienoBarensHocteid SEQ ID NOs: 65, 74, 121, 128. B gpyrom BapuaHnrte ocylie-
CTBJICHUS M300peTeHus aututeno coaepxut HVR-H3, KoTopblii conep XUt oHy N3 aMMHOKHCIIOTHBIX MOCIIEN0-
BatenpHOCTe SEQ ID NOs: 65, 74, 121, 128, u HVR-L3, KoTOpBIi COAEPKUT OJHY U3 aMUHOKHUCIOTHBIX MOCTe-
nosarenbHOCTelt SEQ ID NOs: 95, 104, 125, 131. B apyrom BapuaHTe OCYIIESCTBICHUS W300pETEHHUSI aHTHUTEIO
conepxut HVR-H3, xoTopsIii cogepxuT oHy U3 aMUHOKHCIOTHBIX TocienoBatenbHocTet SEQ ID NOs: 65, 74,
121, 128, HVR-L3, KOTOpEIi cOmepKUT OAHY M3 aMHHOKHCIOTHBIX mocienoBarensHocter SEQ ID NOs: 95,
104, 125, 131, u HVR-H2, KOTOpBIi CONEPUT OTHY U3 aMUHOKHCIIOTHBIX TocienoBarensHocTelt SEQ ID NOs: 55,
64, 118-120, 127.

B crienyromniem BapraHTe OCYIIECTBICHNS H300PETECHUS aHTHTEIIO COIEPIKUT

(a) HVR-H1, KOTOpBIif COAEPKUT OAHY M3 aMUHOKHCIOTHBIX nocienoBatensHocteit SEQ ID NOs: 45, 54,
117, 126;

(6) HVR-H2, koTopsIii conepXHUT 0HY M3 aMHHOKUCIOTHBIX nocnenosarensHocteit SEQ ID NOs: 55, 64,
118-120, 127; n

(8) HVR-H3, xoTopbIii coepKUT OJHY M3 aMUHOKHCIIOTHBIX nociienoBatenbrocteit SEQ ID NOs: 65, 74,
121, 128.

JpyraM oO0BEKTOM H300pETEHHMS SABISIETCSI aHTUTENO, COAEPIKAIIEe 10 MEHBILIECH Mepe OJHY, 0 MEHbIIEH
Mepe JIBe WK Bce Tpu nociiefoarenbHoctd VL HVR, BeIOpanHbie n3

(a) HVR-L1, KOTOpBIi COMEPKUT OAHY M3 aMHHOKHCIOTHBIX TocnenoBarenpHocTelt SEQ ID NOs: 75, 84,
122, 129;

(6) HVR-L2, xoTOpBIN COACP UT OJIHY U3 aMHHOKUCIIOTHBIX rociienoarensHocTeld SEQ ID NOs: 85, 94,
123-124,130; n

(8) HVR-L3, xoTOpBIil COAEPKUT OJTHY M3 aMHHOKHCIIOTHBIX nocinenoBaresnsHocTel SEQ ID NOs: 95, 104,
125, 131.

B o1HOM M3 BapraHTOB OCYIIECTBICHUS N300PETEHUSI AaHTUTEIIO COACPKHUT

(a) HVR-L1, KOTOpEIi coaepKUT OJHY M3 aMUHOKUCIOTHBIX nocienoBarensHocTedt SEQ ID NOs: 75, 84,
122, 129;

(6) HVR-L2, xoTOpBIN COACPKUT OJHY U3 aMHHOKUCIOTHBIX mociienoarensHocTeld SEQ ID NOs: 85, 94,
123-124,130; n
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(8) HVR-L3, xoTOpBIil COAEpKUT OJTHY M3 aMHHOKHCIIOTHBIX nocnenoBaresnsHocTeld SEQ ID NOs: 95, 104,
125, 131.

Hpyrum o6bexkToM N300peTeHNs ABISETCS aHTHUTEINO, MIPEIaraéMoe B H300pETEHHH, KOTOPOE COJEPKHUT

(2) VH-momeH, copep amuii Mo MEHbIIEH Mepe OJHY, 10 MEHBIIEH Mepe JBe WJIM BCE TPH TOCIEI0OBa-
teapHOCTH VH HVR, BrIOpanHbIC U3

(I) HVR-H1, koTOpHIi COMEPKUT OAHY M3 aMUHOKHCIOTHBIX TocnenoBarenbHocTelt SEQ ID NOs: 45, 54,
117, 126,

(IT) HVR-H2, KOoTOpBbIil COOEPIKUT OJTHY M3 aMUHOKHCIIOTHBIX mocienoBaTenbHocTeid SEQ ID NOs: 55, 64,
118-120, 127, u

(IIT) HVR-H3, KOTOpBIH COAECPKUT ONHY W3 aMMHOKHCIOTHBIX nocienoBarensHocTeld SEQ ID NOs: 65,
74,121, 128; u

(6) VL-nomeH, copeprkaliuid 1Mo MeHbLIEH Mepe OHY, [0 MEHbLICH Mepe JBE WJIM BCE TPH IOCIENO0Ba-
tensHocTH VL HVR, BeIOpanHsie u3

(I) HVR-L1, KOTOpBIii cOepKUT OJHY U3 aMHHOKHCIIOTHBIX nocienoBatensHocteid SEQ ID NOs: 75, 84,
122,129,

(IT) HVR-L2, KOTOpHIi COMEPKUT OJHY U3 aMHHOKHCIIOTHBIX mocieaoBarenpbHocTedt SEQ ID NOs: 85, 94,
123-124,130; u

(8) HVR-L3, koTOpBIii COOEPKUT OHY U3 aMHHOKHCIIOTHBIX TochenoBatenpHocTedt SEQ ID NOs: 95, 104,
125, 131.

Jpyrum o6bexkToM N300peTeHNS ABISETCS aHTUTEIO, COJIepKAIIee

(a) HVR-H1, KOTOpBIii CONEPKUT OAHY U3 aMUHOKHCIOTHBIX nocienoBatensHocteid SEQ ID NOs: 45, 54,
117, 126;

(6) HVR-H2, koTopsIii conepXUT 0JHY M3 aMUHOKUCIOTHBIX nocnenosarensHocteit SEQ ID NOs: 55, 64,
118-120, 127;

(8) HVR-H3, xoTOpBbIif coepKUT OJHY M3 aMHHOKUCIIOTHEIX nocyienoBatenbrocteit SEQ ID NOs: 65, 74,
121, 128;

(r) HVR-L1, xOTOpBIi COACPKUT OJHY U3 aMUHOKHCIOTHBIX TocnenoBatenbHocTeit SEQ ID NOs: 75, 84,
122, 129;

(m) HVR-L2, xoTOpBIN COACP UT OJIHY U3 aMHHOKUCIIOTHBIX mociienoarensHocTeld SEQ ID NOs: 85, 94,
123-124,130; u

(e) HVR-L3, koTopbIit COAEPKUT OHY U3 aMHHOKHCIIOTHBIX ToceaoBatenbHocTedt SEQ ID NOs: 95, 104,
125, 131.

B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHUS U300pETCHHS OJHA WM HECKOJIBKO aMHHOKHCIIOT aHTUTENa K
CS5, xak yKa3zaHO BBbILI€, 3aMEHEHBI B CIEAYIOMUX nonoxenusx B HVR:

(a) B HVR-HI1 (SEQ ID NO: 45) B nonoxeHusix 5 u 6;

(6) B HVR-H2 (SEQ ID NO: 55) B monmoxenusx 1, 3,9, 11, 13 u 15;

(8) B HVR-H3 (SEQ ID NO: 65) B monoxenusx 2, 5, 6, 12 u 13;

(r) B HVR-L1 (SEQ ID NO: 75) B monoxenusix 1,5, 7u 9;

(m) B HVR-L2 (SEQ ID NO: 85) B nonoxenusix 4, 5 u 6; u

(e) BHVR-L3 (SEQ ID NO: 95) B nonoxxenusix 2, 4 u 12.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS M300pPETEHHUS 3aMEHBI MPEACTAaBIIOT cO00i KOHCEpPBAaTHBHEIC
3aMEeHBI, KaK YKa3aHO B HACTOSIIIEM OITMCAHUH.

B HEekoTOpBIX BapHaHTaX OCYHICCTBICHUS H300PETCHUS MOXHO OCYIICCTBIIATH OJHY WJIA HECKOJNBKO W3
YKa3aHHBIX HIDKE 3aMCH B JII0001 KOMOUHAIINN:

(a) B HVR-HI1 (SEQ ID NO: 45) M5V i C6A;

(6) B HVR-H2 (SEQ ID NO: 55) C1A wiu G, Y3F, T9D wm E, Y11K, i Q, S13D, nnu E, wnm A15V;

(8) B HVR-H3 (SEQ ID NO: 65) G2A, V5Q wmu D, T6Y, Y12H wm L13Y;

(r) BHVR-L1 (SEQ ID NO: 75) QIR, N5Q wmu G, G7S, DIK wu S;

(m) B HVR-L2 (SEQ ID NO: 85) KAT wim E, L5T nmn A6H, AGE mm A6Q;

(e) BHVR-L3 (SEQ ID NO: 95) C2S, C2N nmu C2T, F4K; nnu A12T, v A12H.

Bce Bo3MOXHBIE KOMOMHAIIMM YKa3aHHBIX BBIIIE 3aMEH BXOIST B KOHCEHCYCHBIE ITOCIIEHOBATEIHHOCTH
SEQ ID NOs: 126, 127, 128, 129, 130 u 131 anga HVR-H1, HVR-H2, HVR-H3, HVR-L1, HVR-L2 u HVR-L3
COOTBETCTBEHHO.

B nro6om W3 yka3aHHBIX BBINIE BAPHAHTOB OCYIIECTBIICHHS M300peTeHus antuteno k C5 sBiseTcs ryma-
HU3UPOBAHHBEIM. B 0THOM U3 BapuaHTOB OcylecTBICHHS M300peTeHus antureno k C5 comepxxutr HVR, npen-
CTaBJICHHBIC B JIFOOOM M3 YKa3aHHBIX BBIIIC BAPUAHTOB OCYIICCTBICHUS M300PCTCHUS, M COACPIKUT TAKKE aK-
LENTOPHBIN YCIIOBCUCCKUI KaPKACHBIH yYaCTOK, HAIPUMEP KAPKACHBIN yJaCTOK YEIIOBEUECKOTO MMMYHOTIIO0Y-
JIMHA WIH YEeJIOBEYCCKHI KOHCCHCYCHBIH KapKaCHBIN y4acTOK. B apyrom BapuaHTe OCYIIECTBIICHUS H300peTe-
Hus anTrTeno k C5 comepxkut HVR, mpencrapineHHbIC B TI0OOM M3 YKa3aHHBIX BBIIIC BAPUAHTOB OCYIICCTBIIC-
HUS U300peTeHus, U coaepkut Takke VH mwu VL, comepkarmue nocienoarensHocTh FR, rie mocienoBarens-
Hoct FR mpencTaBisroT coboit ciaemyroniie mocieaoBaTeIbHOCTH. B ciydae BaprnabeapHOro JoMeHa THKEIOH
nen FR1 comepxut oqHy M3 aMUHOKHCIOTHRIX TlocneaoBatenpHocTedt SEQ ID NOs: 132-134, FR2 conmepxur
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OJIHY U3 aMHHOKHUCIOTHBIX nocnefoBaTensHocTe SEQ ID NOs: 135-136, FR3 conep:xutr oqHy U3 aMHHOKHC-
notHbIX nocnenosarensHocTelt SEQ ID NOs: 137-139, FR4 conepuT 0JHY U3 aMHHOKHUCIOTHBIX NOCIEN0Ba-
teapHOCTeH SEQ ID NOs: 140-141. B ciyuae BapuaGenpHOTO qOoMeHa Jierkoid menmu FR1 comepxut omHy u3
aMUHOKHUCIIOTHBIX TocnenoBaTensHocTeid SEQ ID NOs: 142-143, FR2 comepXuT OJHY W3 aMHHOKHCIOTHBIX
nocnenoBareiabHocTelt SEQ ID NOs: 144-145, FR3 comepXuT oIHy W3 aMHHOKHUCIIOTHBIX TTOCIIEA0BATEIHbHOCTEH
SEQ ID NOs: 146-147, FR4 conmepxuT oJHy W3 aMUHOKHCIOTHBIX mocienoBarenbHocTeid SEQ ID NO: 148. B
IpyroM 00beKTe N300peTeHust aHTUTeN0 K C5 COMepKUT MOCIIeI0BaTEILHOCTh BapruabeILHOTO TOMEHA TSHKETIOM
nieru (VH), kotopas mo menbieit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 nnu 100% naeHTHYHA OTHOM U3
aMUHOKHUCIIOTHOH nocnenoBatensHocTedt SEQ ID NO: 1-10. B HEKOTOPBIX BapUaHTaX OCYIICCTBICHUS U300pe-
TeHus nocienoBarenbHocTh VH, naentuunas no mensineit Mmepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98 unu 99%,
COJICPXKUT 3aMCHBI (HAIIPUMED, KOHCCPBATHBHBIC 3aMCHBI), HHCCPIIUN WK JCICIMH OTHOCUTEIBHO pedepeHc-
MOCJIE/IOBATENILHOCTH, HO aHTuTeno K C5, comepikaiiee yKa3aHHYIO IOCIEIOBATEILHOCTh, COXpPAHSET CIoco0-
HOCTH CBsi3bIBaThCsI ¢ CS5. B HEKOTOPBIX BapHaHTaX OCYIISCTBICHHS M300peTeHus B 1esioM oT 1 1o 10 amuHO-
KUCJIOT 3aMEHEHO, BCTPOSHO /WM yhajeHo myteMm aenenuu B onHoi m3 SEQ ID NOs: 13, 16-30 u 32-34. B
HEKOTOPBIX BapHaHTAaX OCYIIECTBICHUS M300pETEHUS 3aMEHBI, HHCEPIUH WIH JIEJICIIUH 3aTParuBaioT 00JIacTh
BHe HVR (1.e. FR). HeoGs3arenpHo antuTeno k C5 comepUT MocieaoBaTelbHOCT, VH, mpencraBieHHyo B
omuoit m3 SEQ ID NOs: 1-10, BkITI049ast HOCT-TPaHCISIITMOHHBIE MOAU(PHUKAIINN YKa3aHHOW MTOCIIE0BATEIHLHOCTH.
B xonkpeTHOM BapuaHTe ocyiecTBiIeHus n3ooperenns VH conmepxxut oaun, nea wim tTpu HVR, BEIOpaHHBIX U3

(a2) HVR-H1, xoTOpEIit cOnep UT OHY U3 aMUHOKUCIIOTHBIX mocienoBaTensHocteir SEQ ID NOs: 45-54;

(6) HVR-H2, xoTOpHIii COOEpKUT OHY U3 aMHUHOKHCIOTHBIX rocienoBareiapHocTeld SEQ ID NOs: 55-64; u

(8) HVR-H3, xoTOpBIil CONEPKUT OJTHY M3 aMHMHOKHCIOTHBIX nocnepoBarensHocteit SEQ ID NOs: 65-74.

B npyrom o06bekre m3o0perennst antureso k C5 colnepkXuT mocienaoBaTensHOCTh VL, KoTopast Mo MeHb-
meit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 unu 100% uaeHTUYHA OTHON U3 aMUHOKUCIOTHBIX MOCIEH0-
BarenpHOCTel SEQ ID NO: 11-20. B HEeKoTOpBIX BapnaHTax OCYIIECTBICHUS H300pEeTEHNS 1TOCIIEJ0BATEIbHOCTD
VL, unentuunas no mensieir mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98 unmu 99%, coaep>kKuT 3aMeHbl (HapH-
Mep, KOHCEPBATHBHBIC 3aMEHBI), MHCEPLIUH WIN AEJCIHH OTHOCHUTEIBHO pedepeHC-IOCIeI0BaTEIbHOCTH, HO
agtuTeno k C5, comeprkaliee yKa3aHHYIO MTOCIEIOBATEIbHOCTD, COXPAHIET CIIOCOOHOCTH CBs3bIBaThes ¢ C5. B
HEKOTOPBIX BapUaHTaX OCYIIECTBICHHUS M300peTeHHs B IejoM OT 1 70 10 aMHHOKHCIOT 3aMEHEHO, BCTPOCHO
n/vunm yaaseHo mytem aeneriud B ogaoi n3 SEQ ID NOs: 11-20. B HekoTOpBIX BapuaHTaX OCYIIECTBICHUS H30-
OpeTreHus 3aMEHbI, MHCEPIIMH WK Jenennn 3atparuaroT oomactd BHe HVR (T.e. FR). Heobs3arensHo aHTHTENO
k C5 comepxut mociemoBaTenbHOCTh VL, mpencraBiernyio B omHod w3 SEQ ID NOs: 15, 31, 35-38 u
96-99, BKJIFOYAs MTOCT-TPAHCIANUOHHBIC MOAU(DHUKANY YKA3aHHOW IOCIICAOBATEIFHOCTH. B KOHKPETHOM BapH-
aHTe ocyIecTBiIeHus n3ooperenust VL conepsxut oauH, n8a wim Tpu HVR, BeIOpaHHBIX U3

(a) HVR-L1, KoTOpBIif COEp UT OAHY U3 aMUHOKHCIOTHBIX mocienoBarensHocTelt SEQ ID NOs: 75-84;

(6) HVR-L2, koTOpBIii CONEPKUT OIHY M3 aMHHOKHUCIOTHBIX mocienoBarensHocTelt SEQ ID NOs: 85-94; u

(8) HVR-L3, KOTOpBIif CONEPKUT OJHY U3 aMHHOKHCIIOTHBIX TocnenoBatensHocteit SEQ ID NOs: 95-104.

JpyruM o0beKkTOM U300peTeHus sBiIsgeTcs anTuTesno k CS5, rae anTureno conepxut VH, npencraBneHHyio
B OJIHOM W3 YKa3aHHBIX BBIIIC BapHAaHTOB OCYIIECTBICHUS H300peTeHHs, U VL, IpeAcTaBICHHYIO B OJHOM U3
YKa3aHHBIX BBIIIEC BAPHAHTOB OCYIIECTBICHUS N300peTeHNs. B 0HOM M3 BapHaHTOB OCYIIECTBICHUS M300peTe-
HUSL aHTUTENIO COAepKUT nocnenoBatenbHocTd VH u VL, npencranennsie B ogaoit 3 SEQ ID NOs: 1-10 u
omaoit m3 SEQ ID NOs: 11-20 coOTBETCTBEHHO, BKIIOYAs IMOCT TPAHCIIUOHHBIE MOTUPUKAINN yKa3aHHBIX
MOCJIEA0BATEIBHOCTEH.

B npyrom o0bexTe m300pereHus anTuTeso K C5 COmep HUT MOCIeA0BAaTEIFHOCTh BapHaOeIbHOTO JOMEHa
msoxeno nenu (VH), koTopas mo mensIeir mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 wiu 100% uneHTHYHA
OJIHOM M3 aMMHOKHUCJIOTHBIX nocienosarensHocTedd 10, 106-110. B HEeKOTOPBIX BapHaHTaX OCYLIECTBICHUS H30-
OpeTeHus mocienoBaTenbHOCTs VH, unenTnyHas mo meHbineit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98 wim
99%, comep>KUT 3aMEHBI (HalpuMep, KOHCEPBATUBHBIC 3aMCHBI), MHCEPIIUU MU JICJICIUN OTHOCHTEIBHO pede-
PeHC-TI0CIeI0BaTENbHOCTH, HO aHTHTeNo K C5, conepikaliiee ykazaHHYIO MOCJIEI0BATEILHOCTE, COXPAHIET CIIO-
coOHOCTPH CcBs3bIBaThCA ¢ C5. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS M300peTeHus B 1iesoMm oT 1 10 10 amu-
HOKHCJIOT 3aMEHEHO, BCTPOEHO W/WIIN yAalieHo TyTeM nenernuu B oaHoi u3 SEQ ID NOs: 10, 106-110. B Heko-
TOPBIX BapHaHTaX OCYIIECTBICHUS M300pPETEHUS 3aMEHBI, MHCEPIMH M JENIEIH 3aTParuBaloT o0JacTu BHE
HVR (1.e. FR). HeobGs3arenpHo anTuteno k C5 ColepKUT mociieoBarenbHocTh VH, peacTaBieHHy 0 B OJHOM
n3 SEQ ID NOs: 10, 106-110, Bxirodast OCT-TpaHCISAIMOHHBIE MOAU(PUKAIINN YKAa3aHHON TOCIIeA0BaTEIhbHO-
ctd. B KOHKpeTHOM BapuaHTe ocymiecTBIeHusT n3o0perennst VH comepxut oauH, a8a wim Tpu HVR, BBIOpaH-
HBIX W3

(a) HVR-H1, KOTOpBIii COAEPKUT OAHY M3 aMUHOKHCIOTHBIX nocienoBatensHocteit SEQ ID NOs: 45, 54,
117, 126;

(6) HVR-H2, koTopsIii conepXUT 0HY M3 aMUHOKUCIOTHBIX nocnenosarensHocteit SEQ ID NOs: 55, 64,
118-120, 127; u

(8) HVR-H3, xoTopBbIif collepKUT OJHY M3 aMHHOKUCIIOTHEIX nociienoBatensHocteit SEQ ID NOs: 65, 74,
121, 128.

B npyrom o0bekte n3obperenus antuteno k C5 comepuT mocienoBareabHocTh VH, kKoTopas o MeHb-
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mweit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 unu 100% uaeHTHUYHA OTHON U3 AMUHOKUCIOTHBIX MOCIEH0-
BarenpHOcTe SEQ ID NO: 10, 106-110. B HekoTOpBIX BapHaHTaxX OCYIIECTBIECHHS M300peTeHus MocieroBa-
TeapbHOCTh VH, mnenTudHas mo Menbiei mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98 wu 99%, conepKuT 3aMeHbBI
(marmpuMep, KOHCEPBAaTHBHBIEC 3aMEHBI), HHCEPILINH I 1SN OTHOCUTEIRHO pedepeHC-TI0CIeI0BaTeIbHOCTH,
Ho anTuTeno K C5, comepxariee yKa3aHHYIO MOCIEI0BATEIBHOCT, COXPAHIET CIIOCOOHOCTH CBSI3bIBaThCS ¢ C5.
B HEKOTOPHIX BapHaHTax OCYIIECTBIICHHUS M300peTeHHs B 11esioM OT 1 10 10 aMHHOKHCIIOT 3aMEHEHO, BCTPOCHO
n/vunm ynaneHo mytem peneruu B oxHor n3 SEQ ID NOs: 10, 106-110. B HeKoTOpBIX BapHaHTax OCYIIECTBIIC-
HUS M300pETeHHS 3aMEHbI, HHCEPIMH WM Jenennu 3atparuBator obiactu BHe HVR (1.e. FR). Heobs3aTensHo
antureno k C5 comepxut nocnenosarensHocts VH, npeacrasnennyro B ognoit u3 SEQ ID NOs: 10, 106-110,
BKJIIOYAsl MOCT-TPAHCIALMOHHBIE MOAM(UKAINN YKa3aHHOW IIOCIIEOBATEIbHOCTH. B KOHKpETHOM BapHaHTe
ocymiecTBieHnst m300perennst VH conepxut oans, na uiau Tpu HVR, BEIOpaHHBIX 13

(a) HVR-H1, KOTOpBIif COAEPKUT OAHY M3 aMUHOKHCIOTHBIX nocienoBatensHocteid SEQ ID NOs: 45, 54,
117, 126;

(6) HVR-H2, koTopsIii conepXHUT 0JHY M3 aMUHOKUCIOTHBIX nocnenosarensHocteit SEQ ID NOs: 55, 64,
118-120, 127; u

(8) HVR-H3, koTOpbIii CONEPKUT OHY M3 aMUHOKHCIOTHBIX TocienoBatenbHocTet SEQ ID NOs: 65, 74,
121, 128.

B npyrom o0bekte n3obperenus antuteno k C5 comep uT mocienoBareabHocth VH, kKoTopas mo MeHb-
meit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 nmm 100% nAEeHTHYHA aMHUHOKHCIOTHOW TIOCIIEA0BATEIHHO-
ctu SEQ ID NO: 10. B HeKoTOpBIX BapHaHTax OCYIIECTBIECHHUS M300peTeHUs TocieaoBarenbHocTh VH mpen-
cTaBiIsIeT co00it aMrHOKHCIOTHYIO nocienoBarensHocTh SEQ ID NO: 10. B HeKOTOpHIX BapHaHTax OCYLIECTB-
JICHUs1 U300peTeHus moceoBaTelibHoCcTh VH, uaeHTnuHas mo MeHsIneld Mepe Ha 90, 91, 92, 93, 94, 95, 96, 97,
98 mmn 99%, comepKUT 3aMeHBI (HarpuMep, KOHCEPBAaTUBHBIC 3aMEHbI), MHCEPLUH WJIH JeJICIUH OTHOCUTEIIHHO
pedepeHc-rocnen0BaTeIbHOCTH, HO anTHTeNo K C5, copeprkaliee yKazaHHYIO ITOCIEI0BATEIbHOCTh, COXPAHSET
CIOCOOHOCTH cBsi3bIBaThCsl ¢ C5. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS M300peTeHus B 1enoMm ot 1 go 10
aMUHOKHCJIOT 3aMEHEHO, BCTPOEHO W/nim yaaneHo mytem nenennd B SEQ ID NO: 10.

B HexoTOphIX BapmaHTax OCYIIECTBICHHUS H300pETCHHS 3aMEHBI, MHCEPIIUU WM JENICIH 3aTParHBaroT
obnactu BHe HVR (1.e. FR). HeobGs3arenpHo antuteno k CS5 comepuT mocienoBaTebHOCT, VH, mpencras-
nernyto B SEQ ID NO: 10, Bxirodast mocT-TpaHCIIIIHOHHBIE MOAU(DHUKAIINY YKa3aHHOH MOCleA0BaTeIhHOCTH. B
KOHKPETHOM BapHaHTe OCYIIeCTBICHUS n300peTeHus VH conepxut oawH, a8a win Tpu HVR, BeIOpaHHBIX U3

(a) HVR-H1, xoTopbIit conepKUT aMHHOKUCIOTHYIO TiocienoBaTenbHOCTh SEQ ID NO: 54;

(6) HVR-H2, xoTopslii COAEpKUT aMHHOKHUCIIOTHYO mocienoarenbHocTh SEQ ID NO: 64; u

(8) HVR-H3, xoTOpBIil cONEp>KUT aMHUHOKHCIIOTHYIO TIocieoBatenbHocTs SEQ ID NO: 74.

B npyrom o0bekte nzobperenus antureno k C5 comepkut mocienosaTeabHocTh VH, KoTOpas 1mo MeHs-
meit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 unmu 100% uaeHTHYHA aMUHOKUCIOTHOM MOCIeA0BaTEIbHO-
ctr SEQ ID NO: 106. B HekoTOpbIX BapuaHTax OCYIIECTBIECHHS H300peTeHHs mocienoBarensHocTs VH npen-
cTaBisieT co0oi aMMHOKHCIIOTHYIO nocnenoBatenbHocTh SEQ ID NO: 106. B HEKOTOPHIX BapHaHTaX OCYIECTB-
JIeHUS U300peTeHus TociieaoBarenbHOCTs VH, naentuanas mo MeHslneid Mmepe Ha 90, 91, 92, 93, 94, 95, 96, 97,
98 nnmn 99%, comepKUT 3aMEHBI (HalpuMep, KOHCEPBATHBHBIC 3aMEHBI), HHCEPIHUU WIH JICJICIINH OTHOCUTEIHHO
pedepeHc-nociaen0BaTeNbHOCTH, HO anTuTeNo K C5, comeprkaliee yka3aHHYIO TOCIIEI0BATEIFHOCT, COXPaHIET
CIOCOOHOCTE CBs3BIBAThCA ¢ C5. B HEKOTOPHIX BapwaHTax OCYIIECTBICHHUS M300peTeHus B 1enoM oT 1 mo 10
aMUHOKHUCJIOT 3aMEHEHO, BCTPOCHO W/miu yaaieHo mytem nenenud B SEQ ID NO: 106. B HekoTophIX BapuaH-
Tax OCYILECTBJICHUsI N300pETEHHs 3aMEHBI, HHCEPLMH WM Jefiennn 3aTparusator ooiaacti BHe HVR (t1.e. FR).
HeoOs3aTenpHo anTHTeno k C5 comepxwut mocienoBatensHocth VH, mpeacrasnennyro B SEQ ID NO: 106,
BKJIIOYAsl TTOCTTPAHCIIALUOHHBIE MOIU(UKAIMKM YKa3aHHOH MOCJIEI0BATENILHOCTH. B KOHKpPETHOM BapHaHTe
ocymiecTBieHns1 m300perennst VH conepxut oans, aa uiau Tpu HVR, BEIOpaHHBIX 13

(a) HVR-H1, xoTOpEIii COMEpKUT aMHHOKUCIOTHYFO mocienoBareabHocTs SEQ ID NO: 117;

(6) HVR-H2, xoTopslii COAEPKUT aMHUHOKHCIOTHYO mocienoarenbHocTh SEQ ID NO: 118; u

(8) HVR-H3, xoTOpBIii CONEPKUT aMUHOKHCIOTHYIO TlocneaoBarenbHocTh SEQ ID NO: 121.

B npyrom o0bekte n3obperenus antuteno k C5 comep uT mocienoBareabHocTh VH, KoTopas mo MeHb-
meit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 nnmm 100% nAEeHTHYHA aMHUHOKHCIOTHOW TIOCIIEA0BATEIHHO-
ctu SEQ ID NO: 107. B HEKOTOpBIX BapHaHTaX OCYIIECTBIECHUS M300pEeTeHUs TocienoBarenbHocTh VH mpen-
CTaBJSIET COO0K aMUHOKHUCIIOTHYIO TocienoBaTenbHOCTh SEQ ID NO: 107. B HEKOTOPBIX BapraHTaX OCYIIECTB-
JIeHUS U300peTeHus TociieaoBarenbHoCcTy VH, naeHTnyHas mo MeHslneid Mmepe Ha 90, 91, 92, 93, 94, 95, 96, 97,
98 mmn 99%, comepKUT 3aMeHBI (HarpuMep, KOHCEPBAaTUBHBIC 3aMEHbI), MHCEPLUH WJIH JEJICHUH OTHOCUTEIIHHO
pedepeHc-rocnen0BaTeIbHOCTH, HO aHTHTeNo K C5, copepikaliee yKazaHHYIO ITOCIEI0BATEIbHOCTh, COXPAHSIET
CIOCOOHOCTH cBsi3bIBaThCsl ¢ C5. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS M300peTeHus B 1enoMm ot 1 go 10
AMHMHOKHCIIOT 3aMEHEHO, BCTPOCHO M/min yraneHo mytem aenerun B SEQ ID NO: 107. B HekoTophIX BapuaH-
Tax OCYILECTBICHUsI N300pETEHHs 3aMEHBI, HHCEPLMH WM Jefienun 3aTparusator ooiaact BHe HVR (t.e. FR).
HeobOs3aTensHo anTHTeno k C5 comepxwut mocienoBatensHocts VH, mpeacrasnennyro B SEQ ID NO: 107,
BKITIOYAsl IIOCTTPAHCILIIMOHHBIE MOAM(HUKAINK yKa3aHHOH MOCIeNOBaTEIFHOCTH. B KOHKpPETHOM BapHaHTe
ocymiecTBiieHus1 u300peTeHust VH conepxut oauH, aBa uwin Tpu HVR, BEIOpaHHBIX U3
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(a) HVR-H1, xoTOpEIif COMEPKUT aMHHOKUCIOTHYIO mociienoBareabHocTh SEQ ID NO: 117;

(6) HVR-H2, xoTopHIii COAEPKUT aMHUHOKHCIOTHYO mocienoarenbHocTh SEQ ID NO: 119; u

(8) HVR-H3, xoTOpBIii CONMEPKUT aMUHOKHCIOTHYIO TIocneaoBaTenbHocTh SEQ ID NO: 121.

B npyrom o0bekte n3obperenus antuteno k C5 comep uT mocienoBareabHocTh VH, KoTopas mo MeHb-
meit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 nnmm 100% naeHTHYHA aMHUHOKHCIOTHOW TIOCIIEA0BATEIHHO-
ctu SEQ ID NO: 108. B HEKoTOpBIX BapHaHTaX OCYIIECTBIECHUS M300peTeHUs TocienoBarenbHocTh VH mpen-
CTaBJSIET COO0K aMUHOKHUCIIOTHYIO TlocienoBaTenbHOCTh SEQ ID NO: 108. B HEKOTOPBIX BapraHTaX OCYIIECTB-
JIeHUS U300peTeHus TociieaoBarenbHOCTy VH, naenTnanas mo MeHsineid Mmepe Ha 90, 91, 92, 93, 94, 95, 96, 97,
98 mmn 99%, comepKUT 3aMeHBI (HarpuMep, KOHCEPBaTUBHBIC 3aMEHbI), MHCEPLUH WJIH JEJICHUN OTHOCUTEIIHHO
pedepeHc-rocnen0BaTeIbHOCTH, HO anTHTeNo K C5, copeprkaliee yKasaHHYIO ITOCIEI0BATEIbHOCTh, COXPAHSET
CIOCOOHOCTH cBsi3bIBaThCsl ¢ C5. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS M300peTeHus B enoMm ot 1 go 10
AMHMHOKHCIIOT 3aMEHEHO, BCTPOCHO W/nin yaaneHo mytem aenerun B SEQ ID NO: 108. B HekoTopsIx BapuaH-
Tax OCYIIECTBJICHUsI N300pETEHHs 3aMEHBI, HHCEPLUH WM Jefiennn 3aTparuBator ooiaacti BHe HVR (t1.e. FR).
HeoOs3aTensHo anTHTeno k C5 comepxwut mocienoBatensHocth VH, mpeacrasnennyo B SEQ ID NO: 108,
BKITIOYAs IIOCTTPAHCILIIMOHHBIE MOAM(HUKAINK yKa3aHHON MOCIeNOBaTEIFHOCTH. B KOHKPETHOM BapHaHTE
ocymiecTBiieHus1 u300peTeHust VH copepxut oauH, aBa uiu Tpu HVR, BEIOpaHHBIX U3

(a) HVR-H1, xoTOpEI#t conepUT aMHHOKUCIIOTHYIO ocienoBaTensHocTh SEQ ID NO: 117;

(6) HVR-H2, koTOpBIii COAEP)KUT aMUHOKHUCIIOTHYIO rtocsienoBarenbHocTh SEQ ID NO: 118; u

(8) HVR-H3, xoTOpBIii CONMEPKUT aMUHOKHCIOTHYIO TlocneaoBarenbHocTh SEQ ID NO: 121.

B npyrom o0bekte n3obperenus antuteno k C5 comep uT mocienoBarenbHocTh VH, KoTopas mo MeHb-
meit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 unmu 100% uaeHTHYHA aMUHOKUCIOTHOM MOCIeA0BaTeIbHO-
ctr SEQ ID NO: 109. B HekoTOpbIX BapuaHTax OCYIIECTBICHHS H300peTeHHs mocienoBarensHocTs VH npen-
cTaBiIsieT co00i aMMHOKHCIIOTHYIO nocnenoBatenbHocTs SEQ ID NO: 109. B HEKOTOpPHIX BapHaHTaX OCYIIECTB-
JIeHUs1 U300peTeHus mocieoBaTeibHOCTy VH, uaeHTnuHas mo MeHsIneld Mepe Ha 90, 91, 92, 93, 94, 95, 96, 97,
98 mmn 99%, comepKUT 3aMeHBI (HarpuMep, KOHCEPBAaTUBHbIC 3aMEHbI), MHCEPLUH WJIH JEJICHUH OTHOCUTEIIHHO
pedepeHc-nociaen0BaTeNbHOCTH, HO anTuTeNo K C5, comeprkaliee yka3aHHYIO TOCIIEI0BATEIFHOCTh, COXPAHIET
CIOCOOHOCTE CBs3BIBAThCA ¢ C5. B HEKOTOPBIX BapwaHTax OCYIIECTBICHHUS M300peTeHus B 1enoM oT 1 mo 10
aMUHOKHCJIOT 3aMEHEHO, BCTPOCHO W/miu yaaieHo mytem nenenud B SEQ ID NO: 109. B HekoTophIX BapuaH-
Tax OCYIIECTBICHHUS W300pETEHUS 3aMEHBI, MHCEPIIUHU WU Jelenn 3arparuBaroT oomacta BHe HVR (t.e. FR).
HeoOs3aTensHo antureno k CS5 comepxut mocienoBarenbHocth VH, mpencrasinennyto B SEQ ID NO: 109,
BKITIOYAsl IIOCTTPAHCILIIMOHHBIE MOAM(HUKAINK yKa3aHHOH MOCIeNOBaTEIFHOCTH. B KOHKpPETHOM BapHaHTe
ocymiecTBieHns1 m300perennst VH conepxut oxnH, aa uiau Tpu HVR, BEIOpaHHBIX 13

(a) HVR-H1, xoTOpEIif COMEPKUT aMHHOKUCIOTHYFO mociienoBareabHocTs SEQ ID NO: 117;

(6) HVR-H2, xoTopHIii COAEPKUT aMHHOKHCIOTHYO mocienoarenbHocTh SEQ ID NO: 118; u

(8) HVR-H3, xoTOpHIii cOep>XKUT aMHHOKHCIIOTHYIO TiocnenoBatenbHocTs SEQ ID NO: 121.

B npyrom o0Obekte nzobperenus antureno k C5 comepkut mocienosateabHocTh VH, KoTopas o MeHs-
meit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 nnmu 100% uaeHTHYHA aMUHOKUCIOTHOM MOCaeA0BaTEIbHO-
ctu SEQ ID NO: 110. B HekoTOpBIX BapHuaHTaX OCYIIECTBIECHUS M300peTeHUs TocienoBarenbHocTh VH mpen-
CTaBJSIET COOOK aMUHOKHUCIIOTHYIO TlocienoBaTenbHOCTh SEQ ID NO: 110. B HEKOTOpBIX BapraHTax OCYIIECTB-
JIeHUs 300peTeHus TocieaoBarenbHoCcTs VH, naenTnynas mo MeHsireld Mmepe Ha 90, 91, 92, 93, 94, 95, 96, 97,
98 nnmn 99%, comepKUT 3aMeHBI (HalpuMep, KOHCEPBATHBHBIC 3aMEHBI), HHCEPIUU WIH JICJIEIINH OTHOCUTEIHHO
pedepeHc-nociaenoBaTeNbHOCTH, HO anTuTeNo K C5, comeprkaliee yka3aHHYIO TOCIIEI0BATEIEHOCT, COXPAHIET
CIOCOOHOCTH cBsi3bIBaThCs ¢ C5. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHs M300peTeHus B 1enoMm ot 1 go 10
AMHMHOKHCIIOT 3aMEHEHO, BCTPOCHO W/min yaaneHo mytem aenerun B SEQ ID NO: 110. B HekoTtopsIx BapuaH-
Tax OCYILECTBICHUs N300pETEHHs 3aMEHBI, HHCEPLUH WM Jeliennn 3aTparuBator ooiaact BHe HVR (t1.e. FR).
Heobs3arensro antuteno k C5 comepkut mocnenosatenbHocTs VH, mpexacrasinennyto B SEQ ID NO: 110,
BKJIIOYAsl TTOCTTPAHCIIALUOHHBIE MOIU(HKAIMKM YKa3aHHOH MOCJIEI0BAaTeIbHOCTH. B KOHKpETHOM BapHaHTe
ocymiecTBieHns1 m300perennst VH conepxut oans, na uiau Tpu HVR, BEIOpaHHBIX 13

(a) HVR-H1, xoTOpHI#t conep T aMHHOKUCIIOTHYIO mocienoBaTenbHocTh SEQ ID NO: 117;

(6) HVR-H2, koTOpBIi COAEP)KUT aMUHOKHUCIIOTHYIO rtocsienoBarensHocTh SEQ ID NO: 120; u

(8) HVR-H3, xoTOpBIii CONMEPKUT aMUHOKHCIOTHYIO TIocneaoBarenbHocTh SEQ ID NO: 121.

B npyrom o0nekTe m3obpeTeHmst anTuTeso K C5 comepXuT Mociea0BaTeIbHOCTh BaprabenpbHOro JOMEHa
nerkoit nienn (VL), kotopas mo MeHbIneit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 nmm 100% wnneHTHIHA
OJTHOHM M3 aMUHOKHUCIOTHBIX mocienoBaTenbHocTed SEQ ID NOs: 20, 111-113. B HekoTOpbIX BapuaHTax OCy-
IIECTBJICHUS M300PETCHUS MOCICA0BATeIbHOCTh VL, MueHTHYHAs 1o MeHbInel Mepe Ha 90, 91, 92, 93, 94, 95,
96, 97, 98 wmu 99%, conepKUT 3aMeHBI (HalmpHMep, KOHCEPBATHBHBIC 3aMEHbI), MHCEPIUHU WM JeJICHUU OTHO-
CHUTEJIFHO pedepeHc-TI0CIIeI0BaTeNbHOCTH, HO auTuTeno kK C5, comepikaiiee yKa3aHHYIO IOCIIEI0BATEIbHOCTD,
COXpaHseT COCOOHOCTH CBs3bIBAThCS ¢ C5. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS N300pPETCHUS B 1IEJIOM OT
1 1o 10 aMMHOKHMCIIOT 3aMEHEHO, BCTPOCHO W/WIIN yAAJICHO IyTeM Jenern B onHoi n3 SEQ ID NOs: 20, 111-113.
B HexoTOpBIX BapuaHTaxX OCYLIECTBICHHSI N300pETEHNS 3aMEHbI, THCEPLUH WM JIeJICIUHU 3aTParuBaoT 00IacTi
BHe HVR (T.e. FR). Heobs3aTensHo anTuteno k C5 comepXHT MOCIENOBATENBHOCTh VL, TpencTaBieHHyo B
omuoit 3 SEQ ID NOs: 20, 111-113, Bkimro4gas mocT-TpaHCISIIMOHHBIE MOTU(PUKAIIMY YKa3aHHON TOCIea0Ba-
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TENBHOCTH. B KOHKPETHOM BapHaHTE OCYIICCTBIICHUS n300perenuss VL comepxut omun, nBa wiu tpu HVR,
BBIOpaHHBIX U3

(a) HVR-L1, KOTOpHBIi COMEPKUT OAHY M3 aMHHOKHCIOTHBIX TocnenoBarenpbHocTelt SEQ ID NOs: 75, 84,
122, 129;

(6) HVR-L2, xoTOpBIN COAECPKUT OJIHY U3 aMHHOKUCIIOTHBIX mocyienoarensHocTeld SEQ ID NOs: 85, 94,
123-124,130; u

(B) HVR-L3, koTOpBIit COOEPIKUT OHY U3 aMHHOKHCIIOTHBIX TochenoBatenpHocTedt SEQ ID NOs: 95, 104,
125, 131.

B apyrom o06bekte m3o0perenunst antureso k C5 colnepkuT mocienaoBaTensHOCTh VL, KoTopast Mo MeHb-
meit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 unmu 100% uaeHTHYHA aMUHOKUCIOTHOM MOCIeA0BaTEIbHO-
ctr SEQ ID NO: 20. B HEeKOTOpPBIX BapHaHTaxX OCYILECTBICHUsS M300peTeHus mocienoBaTeabHocTs VL npen-
cTaBiIsIeT c000i aMMHOKHCIOTHYIO nocienoBarensHocTh SEQ ID NO: 20. B HEeKOTOpPHIX BapHaHTax OCYLIECTB-
JICHUsI U300pETeHUS TOCIIEI0BATENFHOCTE VL, naeHTHYHas mo MeHbliei mepe Ha 90, 91, 92, 93, 94, 95, 96, 97,
98 mmn 99%, comepKUT 3aMeHBI (HarpuMep, KOHCEPBaTUBHBIC 3aMEHbI), MHCEPLUH WJIH JEJICHUH OTHOCUTEIHHO
pedepeHc-nociaen0BaTeNbHOCTH, HO aHTuTeNo K C5, comeprkaliee yka3aHHYIO TOCIIEI0BATEIIEHOCTh, COXPaHIET
CIOCOOHOCTE CBs3BIBaThCA ¢ C5. B HEKOTOPHIX BapwaHTax OCYIIECTBICHHUS M300peTeHus B 1einoM oT 1 mo 10
aMUHOKHCJIOT 3aMEHEHO, BCTPOSHO H/muiH ynajeno mytem aeneruu B SEQ ID NO: 20. B HekoTOpBIX BapuaHTax
OCYIIIECTBIICHHUST N300PETCHHS 3aMEHbI, HHCEPIIMY WIIN JeTeIu 3atparuBaroT obmactu Bue HVR (1.e. FR). He-
obs3aTensHO aHTUTENO K C5 comepxut mocienoBarenbHocTh VL, npencrasnennyio B SEQ ID NO: 20, Bkimouas
MOCT-TPAHCISIIIMOHHBIE MOAN(DHUKALINN YKa3aHHOW ITOCIIEAOBATEIHLHOCTH. B KOHKpETHOM BapHaHTE OCYIIECTBIIC-
HUs u300perenus VL coxepxut oauH, nsa wim Tpu HVR, BeIOpaHHBIX 13

(a) HVR-L1, KoTOpEIi COAEpKUT aMHHOKHCIIOTHYIO nocienoBarensHocTs SEQ ID NO: 84;

(6) HVR-L2, koTopHIii cOnepKUT aMUHOKHCIOTHYO TocienoBarenbHocTh SEQ ID NO: 94; u

(8) HVR-L3, KOoTOpBIi CONEPKUT aMMHOKHCIIOTHYIO TocienoBatenasHocts SEQ ID NO: 104.

B npyrom ob6bekte m3o0perennst antureso k C5 conepkuT mocienoBaTensHOCTh VL, KoTopast Mo MeHb-
meit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 nnmm 100% naEeHTHYHA aMHUHOKHCIOTHOW TIOCIIEA0BATEIHHO-
ctu SEQ ID NO: 111. B HEeKoTOpBIX BapHaHTax OCYIIECTBICHH M300pETEHHUS MOCIeI0BaTENbHOCTE VL mipen-
CTaBJSIET COOOK aMUHOKHUCIIOTHYIO TIocienoBaTenbHOCTh SEQ ID NO: 111. B HEKOTOPBIX BapraHTax OCYIIECTB-
JIEHUS] U300peTeHUS TOCIe0BaTeIbHOCTh VL, naeHTrnaHas mo MeHbIne mepe Ha 90, 91, 92, 93, 94, 95, 96, 97,
98 nnmn 99%, comepKUT 3aMeHBI (HalpuUMep, KOHCEPBATHBHBIC 3aMEHBI), HHCEPIUN WIH JICJICIIIH OTHOCUTEIHHO
pedepeHc-nociaen0BaTeNbHOCTH, HO anTuTeNo K C5, comeprkaliee yka3aHHYIO TOCIIEI0BATEIIEHOCT, COXPaHIET
CIOCOOHOCTH cBsi3bIBaThCs ¢ C5. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS M300pereHHs B 1enoMm ot 1 go 10
AMHMHOKHCIIOT 3aMEHEHO, BCTPOCHO W/nin yaaneHo mytem aenerun B SEQ ID NO: 111. B HekoTopsIx BapuaH-
Tax OCYILECTBJICHUsI N300pETEeHHs 3aMEHBI, HHCEPLUH WM Jefennn 3aTparusaior ooiaact BHe HVR (t.e. FR).
Heobs3arensro antureno k CS5 conepkut nocnepoBaresnibHOCTh VL, mpencrasiennyo B SEQ ID NO: 111,
BKJIIOYAsl MOCT-TPAHCIALMOHHBIE MOAM(UKAINK YKa3aHHOW ITOCIIEOBATEIbHOCTH. B KOHKPETHOM BapHaHTe
ocyuiecTBIIeHHs! n300peTennst VL conepxut onu, 18a uiau Tpu HVR, BEIOpaHHBIX 13

(a) HVR-L1, koTopbIif cOnep>XKUT aMUHOKUCIIOTHYIO rociienoBarenbHocTh SEQ ID NO: 122;

(6) HVR-L2, KOTOpBI COMEPIKUT aMUHOKHUCIOTHYIO TTociefoBareabHocTh SEQ ID NO: 123; u

(8) HVR-L3, koTOpHIi1 cOACPKUT aMHHOKHCIOTHYIO TIocienoBaTenbHOCTh SEQ ID NO: 125.

B npyrom o0bekTe m300peTeHns aHTUTeNo kK C5 comep KuT mocieoBaTenbHocTh VL, KoTopas 1o MeHb-
meit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 nnmm 100% naEeHTHYHA aMHUHOKHCIOTHOW TIOCIIEA0BATEIHHO-
ctr SEQ ID NO: 112. B HeKOTOpBIX BapHaHTaX OCYLIECTBICHHS M300peTeHHs Mocie oBaTelbHocTh VL npen-
cTaBisieT co0oi aMMHOKHCIIOTHYIO nocnenoBatenbHocTs SEQ ID NO: 112. B HEKOTOpPHIX BapHaHTaX OCYIIECTB-
JICHUsI M300pPETeHUS MOCIIEI0BATENFHOCTh VL, naeHTHYHas mo MeHbliei Mepe Ha 90, 91, 92, 93, 94, 95, 96, 97,
98 mmn 99%, comepKUT 3aMeHBI (HarpuMep, KOHCEPBaTUBHBIC 3aMEHbI), MHCEPLUH WJIH JeJICHUH OTHOCUTEIIHHO
pedepeHc-rocnen0BaTeIbHOCTH, HO aHTHTeNo K C5, copeprkaliee yKa3saHHYIO ITOCIEI0BATEIbHOCTh, COXPAHSIET
CIOCOOHOCTH cBsi3bIBaThCsl ¢ C5. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHs M300peTeHus B 1enoMm ot 1 go 10
aMUHOKHCJIOT 3aMEHEHO, BCTPOCHO W/miu yaaieHo mytem nenenud B SEQ ID NO: 112. B HekoTOphIX BapuaH-
Tax OCYIIECTBICHHUS W300pETEeHUS 3aMEHBI, MHCEPIIUHU WU Jelerun 3arparuBaroT oomactu BHe HVR (t.e. FR).
HeoOs3aTensHo antureno k C5 comepkuT mocnemoBaTenbHOCTh VL, mpeacraBmennyio B SEQ ID NO: 112,
BKITIOYasi MOCT-TPAHCISIIIMOHHBIE MOMU(HUKAIINKA YKa3aHHOH ITOCIIETOBATEIHHOCTH. B KOHKPETHOM BapHaHTE
ocymiecTBIIeHUsT U300peTeHust VL comepxut onuH, na uian Tpu HVR, BEIOpaHHBIX U3

(a) HVR-L1, koTopsIif conep>XUT aMHUHOKHCIIOTHYIO rociienoBarenbHocTh SEQ ID NO: 122;

(6) HVR-L2, koTopBIii cCOAEepKUT aMIHOKHCIOTHYIO nocienoBatensHocTh SEQ ID NO: 123; u

(8) HVR-L3, KOoTOpBIi CONEPKUT aMMHOKHCIIOTHYIO ocienoBatenasHocts SEQ ID NO: 125.

B npyrom o06bekte m3o0perennst antureso k C5 conepkuT mocienoBaTensHOCTh VL, KoTopast Mo MeHb-
meit mepe Ha 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 unmu 100% uaeHTHYHA aMUHOKHCIOTHOM MOCIeA0BaTeIbHO-
ctr SEQ ID NO: 113. B HeKOTOpBIX BapHaHTaxX OCYLIECTBICHHS M300peTeHHs MocieoBaTelbHocTh VL npen-
cTaBisieT co0oi aMMHOKHCIIOTHYIO nocnenoBatenbHOcTs SEQ ID NO: 113. B HEKOTOpPBIX BapHaHTaX OCYIIECTB-
JIEHUS] U300peTeHNS TOCIe0BaTeIbHOCTh VL, niaeHTHIHas mo MeHbIne mepe Ha 90, 91, 92, 93, 94, 95, 96, 97,
98 nnmn 99%, comepKUT 3aMeHBI (HalpuMep, KOHCEPBATHBHBIC 3aMEHBI), MHCEPIHUU WIH JICJICIIIH OTHOCUTEIHHO
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pedepeHc-rocnen0BaTeIbHOCTH, HO aHTHTeNo K C5, copeprkaliee yKa3saHHYIO I1OCIEI0BATEIbHOCTh, COXPAHSET
CIOCOOHOCTH cBsi3bIBaThCsl ¢ C5. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS M300peTeHus B enoMm ot 1 go 10
aMUHOKHCJIOT 3aMEHEHO, BCTPOCHO W/miu yaaieHo mytem nenenud B SEQ ID NO: 113. B HekoTophIX BapuaH-
Tax OCYIIECTBICHHUS W300pETEHUS 3aMeHbI, MHCEPIIUHU WU Jelenun 3arparuBaroT oomacta BHe HVR (t.e. FR).
HeoOs3aTensHo antureno k C5 comepkuT mocienoBaTenbHOCTh VL, mpeacraBmennyio B SEQ ID NO: 113,
BKITI0YAs MOCT-TPAHCISIIIMOHHBIE MOMU(UKAIINH yKa3aHHOH ITOCIIETOBATEIHHOCTH. B KOHKPETHOM BapHaHTE
ocyImiecTBIIeHUsT n300peTeHust VL comepxut onuH, nBa uiau Tpu HVR, BEIOpaHHBIX U3

(a) HVR-L1, koTopsIif conep>XUT aMUHOKHCIIOTHYIO rociienoBarenbHocTh SEQ ID NO: 122;

(6) HVR-L2, koTOpHIii cCOAEePKUT aMIHOKHCIOTHYIO nocienoBatensHocTh SEQ ID NO: 124;

(8) HVR-L3, KOoTOpBIi CONEPKUT aMMHOKHCIIOTHYIO TocienoBatensHocts SEQ ID NO: 125.

JpyruM o0beKkTOM U300peTeHus sBiIsgeTcs aHTuTesno k CS, rae antureno conepxut VH, npencraBneHnyro
B OJIHOM W3 YKa3aHHBIX BBIIIC BAPHAHTOB OCYIICCTBIICHUS M300peTeHMs, U VL, mpeACTaBICHHYIO B OJHOM U3
yKa3aHHBIX BBIIIC BAPUAHTOB OCYILECTBICHHS N300peTeHus. B 0THOM M3 BapHaHTOB OCYLIECTBICHHS H300peTEeHUS
aHTUTENO coAepkuT nocnenosarensHocT VH u VL, npencrasnenssie B onHoi u3 SEQ ID NOs: 10, 106-110 u B
omuoit 3 SEQ ID NOs: 20, 111-113 cooTBeTCTBEHHO, BKIIOYAs MOCT-TPAHCISIIUMOHHBIE MOAN(DHUKAIINN YKa3aH-
HBIX IIOCJIEIOBAaTeIbHOCTEH. B 0THOM M3 BapHaHTOB OCYIIECTBICHHS N300pPETEHIS aHTUTENO COJEPKUT HOCHe-
noBatenbHOCTh VH, mpencraBnennyto B SEQ ID NO: 10, u mocienoBaTelIbHOCTh VL, MpencTaBIeHHYIO B
SEQ ID NO: 20. B o1H0M U3 BapHaHTOB OCYIIECTBICHHS H300PETECHHUS aHTUTEIIO CONEPKUT TIOCIIeIOBATEILHOCTh
VH, mpencrasnennyio B SEQ ID NO: 106, u mocienoBatensHocTh VL, mpencrasnennyio B SEQ ID NO: 111. B
JIPYTOM BapHaHTE OCYIIECTBIICHHS M300pETCHUS aHTHUTENO COACPKUT MOcienoBaTenbHocTh VH, mpencrasien-
Hyto B SEQ ID NO: 107, u nocnenoBarensHocTs VL, npenctasnennyto B SEQ ID NO: 111. B nononautensHOM
BapuaHTEe OCYLIECTBIICHHUS HM300pPETEHUS] aHTUTENO COJCPXKUT MOCieaoBaTesibHOCTE VH, mpeacTaBieHHYIO B
SEQ ID NO: 108, u nocnenoBatensnocts VL, npencrasiennyio B SEQ ID NO: 111. B gpyrom Bapuanre ocy-
IIECTBJICHUS M300PETCHHS aHTHTENIO COACPIKUT MociieaoBaTenpHOCTh VH, npeacrasiennyro B SEQ ID NO: 109,
U nocienoBatensHOCTh VL, pencrasinennyo B SEQ ID NO: 111. B gpyrom BapuaHTe OCYyIIECTBICHUS N300pe-
TEHUSI aHTHUTEJIO COJACPKUT mocienoBaTebHocTh VH, npeacrasnennyro B SEQ ID NO: 109, u mocnemgoBaTtenb-
HocTh VL, mpeacrasnennyro B SEQ ID NO: 112. B apyrom BapuaHTe OCYIIECTBJICHUS W300pETECHUS aHTUTEIO
colepkut noclnenoBarenbHocTh VH, mpeacraBnennyo B SEQ ID NO: 109, u mocnegoBarenbHOCTs VL, Tipen-
crapiernyio B SEQ ID NO: 113. B apyrom BapuaHTe OCYIIECTBICHUS H300PETEHUS aHTHTEIIO COACPIKHUT IOCIIe-
noBatenbHOCTh VH, mpencraBnennyto B SEQ ID NO: 110, u mocnemgoBatenbHOCT, VL, MpencTaBIeHHYIO B
SEQ ID NO: 113.

OpHuM U3 00BEKTOB N300peTeHUS ABIsIeTCst aHTUTENO K C5, T1Ie aHTUTEII0 CONEPKUT

nocuenosarensHocTs VH, cogepaxantyto

(a) HVR-HI, xoTOpbIii conepKUT aMHHOKUCIOTHYIO rocienoBarensHocTs SEQ ID NO: 54;

(6) HVR-H2, xoTopHlii COAEpKUT aMHHOKHCIIOTHYO mocienoarenbHocTh SEQ ID NO: 64; u

(8) HVR-H3, xoTopslii cOnepXUT aMHHOKHCIIOTHYIO TTocienoBatenbHocTs SEQ ID NO: 74, n

MoCIeI0BaTeNbHOCTE VL, comepxaniyto

(a) HVR-L1, koTopsIif comep>XuT aMHHOKUCIIOTHYIO rocienoBarensHocTh SEQ ID NO: 84;

(6) HVR-L2, KOTOpBIi COMEPKUT aMUHOKHUCIOTHYIO TTocieaoBareabHocTh SEQ ID NO: 94; n

(8) HVR-L3, koTOpEIi1 cOACPKUT aMHHOKHCIOTHYIO TIocienoBaTenbHOCTh SEQ ID NO: 104.

Jpyrum oObeKTOM N300peTeHUS SIBIISIeTCS aHTUTeNo K C5, T/ie aHTUTENIO0 COACPKUT

nocienoBatesnbHOCTh VH, conepixariyto

(a) HVR-H1, xoTOpEIif COMEPKUT aMHHOKUCIOTHYFO mocieaoBareabHocTs SEQ ID NO: 117;

(6) HVR-H2, xoTopHIii COAEPKUT aMHHOKHCIOTHYO mocienoarenbHocTh SEQ ID NO: 118; u

(8) HVR-H3, xoTopBIil COAEpKUT aMHMHOKHCIIOTHYIO TTocienoBatenbHocTh SEQ ID NO: 121, n

MOCIe0BaTeNbHOCTE VL, comepxaniyto

(a) HVR-L1, KoTOpBIii COAEpKUT aMUHOKHUCIIOTHYIO nocienoBarensHocTh SEQ ID NO: 122;

(6) HVR-L2, koTOpBIii cCOAEPKUT aMIHOKHCIOTHYIO nocienoBatensHocTh SEQ ID NO: 123; u

(8) HVR-L3, koTOpEIi1 cOAEpKUT aMHHOKHCIOTHYIO TiocienoBaTenbHocTh SEQ ID NO: 125.

Jpyrum oObeKTOM N300peTeHUS SIBIIIETCA aHTUTeNo K C5, T/ie aHTUTENIO0 COACPKUT

nocienoBatesbHOCTh VH, conepikariyto

(a) HVR-H1, xoTOpEI#t cogepUT aMHHOKUCIIOTHYIO mocienoBaTenbHocTh SEQ ID NO: 117;

(6) HVR-H2, koTOpBIi COMEP)KUT aMUHOKHUCIIOTHYIO rocsienoBarensHocTh SEQ ID NO: 119; u

(8) HVR-H3, xoTOpBIii CONMEPKUT aMUHOKHCIOTHYIO TlocneaoBarenbHocTh SEQ ID NO: 121,

MOCIe0BaTeNbHOCTE VL, comepxaiyto

(a) HVR-L1, KoTOpBIii COnEp>KUT aMUHOKUCIIOTHYIO rocienoBarensHocTs SEQ ID NO: 122;

(6) HVR-L2, koTOpHIii COAEPKUT aMIHOKHCIOTHYIO nocienoBatensHocTh SEQ ID NO: 123; u

(8) HVR-L3, KOoTOpBIi CONEPKUT aMMHOKHCIIOTHYIO ocienoBatensHocTs SEQ ID NO: 125.

JpyruM o0beKTOM H300peTeHus BIseTCs aHTuTeNo K C5, T1ie aHTUTEN0 CONEPKUT

nocuenoBarensHocTs VH, cogepaxantyro

(a) HVR-H1, xoTOpHI#t cogepUT aMHHOKUCIIOTHYIO mocienoBaTenbHocTh SEQ ID NO: 117;

(6) HVR-H2, koTOpBIii COMEP)KUT aMUHOKHUCIIOTHYIO rtocsienoBarensHocTh SEQ ID NO: 118; u
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(8) HVR-H3, xoTopBIil COAEp)KUT aMHMHOKHCIIOTHYIO TTocienoBatenasHocTh SEQ ID NO: 121, n

MOCIeI0BaTeNbHOCTE VL, comepxatyto

(a) HVR-L1, koTopsIif cOnep>XUT aMUHOKHCIIOTHYIO mociienoarenbHocTh SEQ ID NO: 122;

(6) HVR-L2, KOTOpBI COMEPIKUT aMUHOKHUCIOTHYIO TTociefoBareabHocTh SEQ ID NO: 124; u

(8) HVR-L3, koTOpHIi cOACPKUT aMHHOKHCIOTHYIO TIocienoBaTenbHOCTh SEQ ID NO: 125.

Jpyrum oObeKTOM N300peTeHUS SIBIIIeTCS aHTUTeNo K C5, T/ie aHTUTENIO0 COACPKUT

rocienoBaresnbHOCcTh VH, conepixkariyto

(a) HVR-H1, xoTOopHIit conepUT aMHHOKUCIIOTHYIO ocienoBaTensHocTh SEQ ID NO: 117;

(6) HVR-H2, xoTopHIii COAEPKUT aMHHOKHCIOTHYO mocienoarenbHocTs SEQ ID NO: 120; u

(8) HVR-H3, xoTOpBIil COAEP)KUT aMHMHOKHCIIOTHYIO TTocienoBatenabHocTh SEQ ID NO: 121, n

MoCIeI0BaTeNbHOCTE VL, comepxantyto

(a) HVR-L1, KOTOpBIii COAEpKUT aMUHOKHUCIIOTHYIO rocienoBarensHocTh SEQ ID NO: 122;

(6) HVR-L2, koTOpBIii cCOAEPKUT aMIHOKHCIOTHYIO nocienoBatensHocTh SEQ ID NO: 124;

(8) HVR-L3, KOoTOpBIi CONEPKUT aMMHOKHCIIOTHYIO ocienoBatenasHocts SEQ ID NO: 125.

B HexoTOpBIX BapHaHTaX OCYIIECTBIECHHS HM300peTeHns antuTeno k C5, nmpepiaraeMoe B HACTOSILEM H30-
Operennn, copepxut VH, npencraBieHHy0 B OJHOM U3 yKa3aHHBIX BBIIIE BAPHAHTOB OCYIIECTBICHUS N300pe-
TCHHMS, 1 KOHCTAaHTHYIO 00JIaCTh TSKEJIOH LETH, COAEPKAIy 0 OJHY U3 aMHUHOKHCIIOTHBIX MOCIIEI0BATEIbHOCTEH
SEQ ID NOs: 33, 34, 35, 114, 115 u 116. B HEeKoTOphIX BapHaHTaX OCYIICCTBICHUSI M300PETCHUS aHTUTENO K
C5, mpeanaraeMoe B HACTOSIEM M300pPETEHHH, COAEPXKUT VL, IIpeacTaBICHHYIO B OJJHOM U3 yKa3aHHbIX BBIIIC
BapUAaHTOB OCYIIECTBICHUS M300pPETEHUS, 1 KOHCTAHTHYIO OONACTb JIETKOH LEMH, COAEPKAIIYI0 OAHY U3 aMu-
HOKHCIIOTHBIX nocnenoBarenbHocTeld SEQ ID NOs: 36, 37 u 38.

CrenyromuM 00beKTOM M300pEeTEeHHS SBISETCSI aHTHTENI0, KOTOPOE CBA3BIBACTCS C TEM JKE SITUTOIIOM, YTO
u a"tureno k C5, npencraBieHHOe B HACTOSIIEM OoNMMcaHuH. HampuMep, B HEKOTOPBIX BapHaHTaX OCYILECTBIIE-
HUS M300pETeHHUS MTPEAJIOKEHO aHTHTEINIO0, KOTOPOE CBSI3BIBAETCS C TEM JKE DIUTOIIOM, YTO U aHTUTEJO, yKa3aH-
Hoe B Tabiu. 2. Kak mpomeMoHCTpUpOBaHO B NPECTaBICHHBIX HIDKE NPUMEPAX OCYIIECTBICHUsI M300peTeHus,
Bce antutena k C5, ykazaHHble B TaOJ. 2, CTpYNIUPOBaHbl B OMHY "KOp3uHy" s ykazanHoro snutona C5 u
obnamatoT pH-3aBHCHMBIMH XapaKTEPHCTHKAMU CBS3bIBAHUSL.

JIOTIONTHUTENEHBIM 00BEKTOM H300PETEHHS SBIISETCA aHTUTENO0, KOTOPOE CBSI3BIBACTCSI C TEM K€ SIHUTOIIOM,
YTO U aHTHUTEJIO, IPEJCTABICHHOE B HACTOSILEM ONUCAHUH. J[pyruM 00bEeKTOM H300pETeHNUS ABISIETCSI aHTUTETIO,
KOTOpOE CBSI3BIBACTCS C TEM K€ JMMTOINOM, YTO M aHTHTENIO, YKa3aHHOEe B Tabn. 7. B HeKoTOphIX BapwaHTax
OCYIIECTBIICHNS] U300PETEHHS NMPETIOKEHO aHTUTEII0, KOTOPOE CBA3BIBAETCS C MUTONOM, IPUCYTCTBYIOIINM BO
(parmenTe, KOTOPBIH COCTOUT U3 aMUHOKUCIOT 33-124 6era-nenn C5 (SEQ ID NO: 40). B HekoTOpBIX BapuaH-
Tax OCYIIECTBJICHUS! M300pETEHHS NMPEI0KEHO aHTHTENO0, KOTOPOE CBSI3BIBACTCS C AMUTONOM B Oera-nienu C5
(SEQ ID NO: 40), KOTOpBIH COAEPXKHUT MO MEHbIIEH Mepe oAuH (parMeHT, BEIOpAaHHBIA M3 TPYIIIEI, KOTOpas
cocTouT n3 amuHokucior 47-57, 70-76 n 107-110. B HekoTOpHIX BapuaHTax OCYIIECTBICHUS H300peTECHHS
NPE/II0KEHO aHTUTEJI0, KOTOPOE CBSI3BIBACTCS C AMUTONOM BO (parmente Oera-nenu C5 (SEQ ID NO: 40), xo-
TOPBII CONEPXKHUT MO MEHBIIEH Mepe OJHYy aMUHOKHUCIIOTY, BBIOPaHHYIO U3 TpyMIbl, KoTopast coctonT u3 Thr47,
Glu48, Ala49, Phe50, Asp51, Ala52, Thr53, Lys57, His70, Val71, His72, Ser74, Glu76, Val107, Ser108, Lys109
n His110. B mpyroMm BapuaHTe OCYIIECTBJICHUS M300pETeHHS MUTON Ui aHTrTena k C5, mpemiaraeMoro B Ha-
CTOSIIIIEM U300PETEHHH, MTPENCTABISAET COO0H KOHPOPMAITMOHHBIN SITUTOTI.

B npyrom o0bexTe m300perenus anTuteno k C5, mpemnaraeMoe B OJHOM M3 yKa3aHHBIX BBIIIE BAPHAHTOB
OCYIIECTBIICHHSI H300pETCHHUS, MIPEACTABIAET COO0 MOHOKIOHAIBHOE aHTHUTEINO, BKJIIOYAs XUMEPHOE, TyMaHH-
3MPOBaHHOE MJIM YEJIOBEUECKOE aHTUTENO0. B 0lHOM M3 BapHaHTOB OCyIlecTBIEHUs H300peTeHns antureso k C5
Ipe/CTaBisieT co0oit ¢parMent anTuTena, Hanpumep Fv, Fab, Fab', scFv, nuadoan nnm F(ab'),-pparment. B
JIPYroOM BapHaHTE OCYLIECTBICHHS W300pETEHUs] aHTHUTENO IPEACTAaBIsIET COOOH MOJHOpa3MepHOEe aHTHTEIIO,
HanpuMmep uHTakTHOe aHTUTeNno [gG1- unu IgG4-knacca, UM aHTUTENO APYToro Kiacca WM U30TUIA, YKa3aH-
HOE B HACTOSAIIEM ONHCaHHU.

CornacHo apyromy oObekTy m300pereHus: anTuTeso K CS5 10 OIHOMY M3 yKa3aHHBIX BBIIIC BapHaHTOB
OCYIIIECTBIICHUST N300pETEHUS MOKET 00JaaTh JTIOOBIMU M3 OMUCAHHBIX HIDKE B paszenax 1-7 XapaKTepUCTHK
WHIUBHIYaJIbHO WM B KOMOWHAIIUH.

1. AbdurHOCTH aHTHTEN.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS M300pETEHHS aHTHTEJNO, IIPEICTABICHHOE B HACTOSIIEM OIHCa-
HUH, UMEET BeTUUINHY KOHCTaHTHI nucconmanuu (Kd), cocrasmstonyto 1 MkM unu menee, 100 HM unmu MeHee,
10 aM unu menee, 1 ©HM unu menee, 0,1 HM win menee, 0,01 HM unu menee, wim 0,001 HEM unm Menee (Ha-
npumep 10 M wm menee, manpumep ot 10 10 1077 M, manpumep ot 107 10 1077 M).

B onHOM M3 BapnaHTOB ocymiecTBiIeHUs BeandrHy Kd M3MepsIoT ¢ IOMOIIBIO aHaIu3a CBA3bIBAHUS HECY-
IIEro pajuoakTHBHYIO MeTKy aHTHreHa (PMA). B omHoMm m3 BapmanToB ocymiecTBieHHs u300pereHus PUA
OCYIIECTBIISIIOT C HCIIOJIb30BaHNEM Fab-Bepcum mpencTaBisioniero HHTEpeC aHTHTeNa U ero anTureHa. Hampu-
Mep, U3MEpSIOT B pacTBope adQUHHOCTH CBs3bIBaHMs Fab ¢ aHTHreHoM mytem ypaBHOBemmBaHHs Fab mMuHu-
MaIbHOM KOHIEHTpamueil > [-MEUEHHOr0 AHTHIeHa B MPHCYTCTBMM IOJY4YEHHBIX THTPOBAHHEM pa3BeICHMIl
HEMEYEHOTO aHTUTEHa, OCYILIECTBIISIA 3aTeM "3axBar" CBSI3aHHOTO aHTUIGHA HA CCHCHOMIM3MPOBAHHOM aHTHUTE-
nom k Fab muranmere (cwm., Hanpumep, Chen u ap., J. Mol. Biol., 293, 1999, c. 865-881). Jlns obecriedenust yc-
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JIOBHH, HEOOXOIUMBIX ISl IPOBeAcHMs aHanu3a, MHorosryHouHbIe iaHmeTsl MICROTITER® (dupma Thermo
Scientific) ceHcnOMNMM3MpPyOT B TeueHHe HOYM '"3axBaThIBaromuM" aHtuTenoM K Fab (¢pupma Cappel Labs) B
KOHIIeHTparuu 5 MKr/mMa B 50 MM kapOonate Hatpus (pH 9,6) u 3ateM OiokupyroT ¢ momoribio 2% (Mac./00.)
OBIYBETO CHIBOPOTOUHOTO allbOyMuHa B 3P B Teuenne 2-5 4 mpu KoMHaTHOM Temmieparype (mpumepHo 23°C). B
HeancopOupyromieM rurantrere (upma Nunc, Ne 269620) cmemuBaroT B3aThIH B KoHIEHTparwu 100 wmu 26 M
MEUCHHBIH ¢ MOMOIIBIO 2] aHTHTeH ¢ CEepPUIHBIMU pa3BeeHUsIMH TpeAcTaBIsAtonero narepec Fab (Hampumep,
mpurogHoTo s orneHku antutena Kk VEGF, Fab-12, cm. Presta m nmp., Cancer Res., 57, 1997, c. 4593-4599).
3arem npeacTaBisionuii nHTepec Fab mHKyOUpYIOT B TeUeHHME HOYM; OJTHAKO MHKYOAIIHIO MOXHO OCYIIECTBISATh
B TedeHue 0oJiee MpOIOKUTEILHOTO TIEpHOIa BpeMeHHU (HampuMep, B TeUeHUe 65 9) Iy TOro, 4ToObl TapaHTH-
pOBaTh JOCTH)KEHHE paBHOBecHs. [Tocie 3TOro cMecu NMepeHoCsT B MOATOTOBICHHBIN s "3axBaTa" IUIAHIIET U
WHKYOHPYIOT TIpH KOMHATHOHN Temmeparype (Hampumep, B TedeHwe 1 4). 3aTeM pacTBOp yNAJSIIOT W IIJIAHIIET
MpOoMBIBaIOT BoceMb pa3 0,1% momucopbatom 20 (TWEEN-20®) B 3OP. [locne mpocymiku MIaHIIETOB B HUX
no6aBIsroT 10 150 MKI/MyHKY ciuHTIWUIIAIHOHHOH )uakoctd (MICROSCINT-20™; dupma Packard) u ocyme-
CTBIISIFOT CYMTHIBAHUE TUIAHIIETOB ¢ TIoMoIIbio raMMa-cuetaynka TOPCOUNT™ (¢upma Packard) B Teuerue 10
MUH. J{J7151 OCYIIECTBIICHUS aHATN3a CBS3BIBAHIS B YCIOBUSIX KOHKYPEHIIMH BRIOMPAIOT KOHIICHTPAINU KaXKIOTO
Fab, ob6ecnieunBatomye ypoBeHb CBSI3bIBAHWSI, COCTABIIIONINN MeHee Wil paBHbIN 20% OT MaKCUMaIBHOTO.

B npyrom Bapuante ocymectBieHus n3ooperenus Kd uaMepsror METo10M MOBEPXHOCTHOTO TUIA3MOHHOTO
pe3oHaHca ¢ nomoiisio yerpoiictBa BIACORE®. Hanpumep, aHaan3 OCYIIECTBISIOT C TMTOMOIIBIO YCTPOWCTBA
BIACORE®-2000 unmu BIACORE®-3000 (pupma GE Healthcare Inc., ITuckarase#i, mr. Heto-JIxepcu) nipu
25°C ¢ ucnonp30BaHUEM aHTHIeHa, IMMOOMIM30BaHHOTO Ha CMS-4unax ¢ ypoBHEM UMMOOWIIH3AINH, COOTBET-
ctByrommM ~10 equaniam otBera (RU). B oqHOM M3 BapHaHTOB OCYIIECTBICHHS U300peTEHHS OMOCEHCOPHBIE
4uIel U3 KapOokcuMeTmnpoBanHoro nekcrpana (CMS, ¢upma GE Healthcare Inc.) akTuBHpYOT C MOMOIIBIO
rugpoxiyiopuaa N-oTun-N'-(3-aumernnamunonponun)kapooanumuaa (EDC) n N-runpokencyknumanmuia (NHS)
COTJIaCHO MHCTPYKLUMSM MOCTaBIUKa. AHTUTEH pa3BoiarT 10MM anerarom natpus, pH 4,8 10 KOHUEHTpauuu
5 mxr/ma (~ 0,2 MKM) nepen HHBEKIMEH CO CKOPOCTBIO MOTOKA 5 MKJI/MUH JUIS IOCTHKEHUS! YPOBHSI HMMOOU-
JIM3aIMY, COOTBETCTRYIOMIEro npuMepHo 10 enuanmam oteeta (RU) crmroro 6enka. [Tociie MHBEKITUM aHTUTCHA
UHBEIMPYIOT 1| M sTaHOMaMHUH I OJOKaIbl HEMpPOpPEardpoBaBIINX Tpymil. JIJIss KWHETHYECKHX H3MEpPEeHUH
WHBEIUPYIOT ABYKpaTHBIE cepuifHble pa3BeneHus Fab (ot 0,78 mo 500 eM) B 3®P, nononaennom 0,05% momm-
copbara 20 (TWEEN-20™) B kauectBe cyp¢akranta (3OPT), nmpu 25°C co CKOpPOCTBIO MOTOKa HMPUMEPHO
25 mxa/muH. CropocTh peaknun acconuanuu (k,,) u peakiuu auccormanud (Kog) pacCUUTHIBAIOT ¢ UCIIONB30-
BaHWEM TpoCTON Monenu cBs3piBanms Jlenrmiopa 1:1 (mporpammuoe obecneuenne Evaluation Bepcus 3.2,
BIACORE®) myTemM OJHOBpEMEHHOH ampOKCHMAIUN CCHCOTPaMM acCONHMAIMK U aucconuarmu. KoHcTaHTy
paBHOBecus peakiuu aucconuanun (Kd) paccuuteiBaroT kak cooTHomeHue Ky /K., (cM., Hanpumep, Chen u np.,
J. Mol. Biol., 293, 1999, c. 865-881). Eciu ckopocts peakiuu accoruaruu npesbimaer 10° M ¢! mpu onerke ¢
TIOMOIIIBI0 OTMIMCAHHOTO BHINIE METO/Aa MOBEPXHOCTHOTO IDIA3MOHHOTO PE30HAHCA, TO CKOPOCTh PEaKIH acco-
[IUAIAN MOXKHO OIPEJEINIATh C MOMOIIBI0 METO/Ia TalleHus (ITYyOPECIEHIINH, KOTOPBIH MO3BOJSECT H3MEPATH O-
BBHIIIICHUE WU CHW)KCHUC MHTCHCUBHOCTH M3IyYCHHS (IIYOPECICHIMH (JUTMHA BOJHBI BO30YxIeHHS 295 HM;
JUTHA BOJIHBI Mcmyckanus 340 HM, mojoca npomnyckanus 16 uM) mpu 25°C nmpuMeHseMoro B KoHIeHTparuu 20
HM anrtutena k antureny (Fab-dopmar) 8 3OP, pH 7,2, B npucyTcTBIM BO3pacTalOmUX KOHIEHTPAMHA aHTUTe-
Ha, OCYILECTBIISIS M3MEPCHUS C MTOMOIIBIO CIIEKTPOMETPA, TAKOTO KaK CHEKTPOPOTOMETp, CHAOKCHHEIH OJIOKOM
JUTsL OCTaHOBKH TOoTOKA (prupma Aviv Instruments), wimu cnekrpodoromerp SLM-AMINCO™ cepuu 8000 (dhup-
Ma ThermoSpectronic), mpu mepeMeuBaHUN COICPHKIUMOTO KIOBETHI.

2. ®parMeHTH! aHTUTEI.

B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS N300pETECHUS aHTUTEIO, IPeIaraeMoe B HACTOSIIEM U300peTe-
HUH, TIPENCTAaBIsICT cO00H (hparmeHT anTuTena. OparMeHThl aHTUTEN BKIIOYAIOT (HO HE OTPAaHIMYMBASICHh TOJIBKO
nMH) Takue ¢pparmeHTsl kak Fab, Fab', Fab'-SH, F(ab'),, Fv u scFv u apyrue onmcannsie Hrke pparmentsl. O0-
30p HEKOTOpHIX (pparMeHTOB aHTUTEN cM., Yy Hudson m mp., Nat. Med., 9, 2003, c. 129-134. O630p scFv-
(dparmenToB cM., Hanpumep, Y Plueckthun B The Pharmacology of Monoclonal Antibodies, mox pen. Rosenburg
n Moore, m3a-Bo Springer, New York, 1. 113, 1994, c. 269-315; cm. Takke WO 93/16185; u US Ne 5571894 u
5587458. Obcyxnenue, kacatomeecs: Fab- u F(ab'),-pparmenToB, KOTOpBIE COAEpKAT OCTATKH SIHUTONA, CBS3bI-
BAIOMIECTOCS C PEIENTOPOM CIACCHHS, W 00JAaNaloT yIUTMHEHHBIM BPEMEHEM MOJYXH3HH in vivo, cm. B US
Ne 5869046.

JlumepHbIe aHTHTENA MPEICTABIAIOT COOOW (parMeHTHl aHTHTEN C ABYMS aHTHUTCHCBSI3BIBAIOIIMMU IICH-
TpaMH, KOTOpbIE MOTYT OBITh IBYXBAJEHTHBHIMH WiIH Oucrenupuueckumu (cM., Hanpumep, EP 0404097,
WO 1993/01161; Hudson u ap., Nat. Med., 9, 2003, c. 129-134; u Holliger u ap., Proc. Natl. Acad. Sci., USA,
90, 1993, c. 6444-6448). TpumepHBIC U TETpaMepHBIE aHTHUTENA onucaHbl Takke y Hudson m np., Nat. Med., 9,
2003, c. 129-134).

OnHOIOMEHHBIE aHTHUTENA MPEICTABIIIOT cO00M (hparMEeHTHI aHTHTEN, COJEpKAIe BECh BapHaOeNbHBIN J10-
MEH TSDKEJION IIEeTH WIIH €r0 9acTh, WM BECh BapraOeNbHBIN TIOMEH JIETKOH LIeTIH aHTUTENa WK €T0 JacThb. B HeKoTo-
PBIX BapHaHTaX OCYIIECTBICHHUS M300pPETEHHUS OIHOJOMEHHOE aHTUTENO IMPEICTABISIET COOON UeoBEYECKOe OIHO-
nomMeHHoe antuTeno (upma Domantis, Inc., YonTxamMm, mr. Maccadycetc; cM., Harmpumep, US Ne 6248516).
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®dparMeHTHl aHTUTENI MOKHO CO3aBaTh PA3UYHBIMUA METOMKAMH, BKIIOYAst (HO HE OTPAHUYHBASICH TOJb-
KO MMH) MPOTCOTUTUYCCKOE PACIICIUICHHE WHTAKTHOTO aHTUTENA, & TaKKE MOIYyYaTh C IMOMOIIBI0 PEKOMOH-
HAHTHBIX KJIETOK-X03s€B (Hampumep, E.coli wim ¢ar), ykazaHHBIX B HACTOSIIIEM OITHUCAHUH.

3. XuMepHbIe U TYMaHU3UPOBAaHHbBIC aHTHUTENA.

B HEKOTOpHIX BapmMaHTaX OCYIICCTBICHUS M300pETCHUS aHTUTENO, YKa3aHHOE B HACTOSIIEM ONHCAHUH,
MpEeICTaBIsIeT COOON XHWMEpHOE aHTHUTEeNo. HekoTopble XMMEpHBIC aHTHTENa ONMCaHBI, Hampumep, B US
Ne 4816567; nu 'y Morrison u np., Proc. Natl. Acad. Sci., USA, 81, 1984, c. 6851-6855. B ogHOM U3 mpumMepoB
XUMEPHOE aHTHUTENIO COACPKUT HEUeJIOBEUECKYI0 BapruabelbHyo 00JacTh (HarmpuMmep, BapuabenbHyo 001acTh
W3 aHTHUTENA MBIIICH, KPhIC, XOMSIKOB, KPOJIMKOB WK MIPUMATOB KPOME YCIIOBEKA, TAKUX KaK 00€3bsHBI) U 4eJI0-
BEYECKYIO0 KOHCTaHTHYIO 001acTh. B Ipyrom nmpumepe XuMMepHOE aHTHUTEINO TPEACTABIICT cOO0M aHTUTENO "Tie-
PEKITFOUEHHOTO Kiacca", KIIacc WU MOJIKIacC KOTOPOro OBLT M3MEHEH OTHOCHTEIBHO POJAHUTEIHECKOTO aHTUTENA.
XuMepHBIC aHTUTEIA BKIIFOYAIOT HX aHTUTCHCBS3BIBAIONINE (DPArMEHTEL.

B HEKOTOpBIX BapuaHTax OCYIICCTBICHUS H300PETCHHUS XHMEPHOE aHTUTEIIO MPEACTABISICT COOON TYMaHu-
3UPOBAaHHOE aHTHUTENO. Kak mpaBmiio, HEYEIOBEYSCKOS AaHTHUTEIIO TYMAHU3UPYIOT JJIs CHIOKCHUSI UMMYHOT'CHHO-
CTH ISl JTIOJCH, COXpaHsA IIPH 3TOM CHEIU(PUIHOCTs U a(HUHHOCTH POAUTEIHECKOTO HEUESIOBEUECKOTO aHTUTE-
na. Kak mpaBuino, ryMaHM3HMPOBAHHOE aHTHUTENIO CONEPXKUT OMUH WM HECKOJBKO BapHaOeIbHBIX JTOMEHOB, B
kotopeix HVR, manpumep, CDR (wnm uX y4acTKw), MOJYYAlOT W3 HEYEIOBEUYECKOro aHTuTena, a FR (wm ux
YYaCTKH) MOITYYaloT U3 MOCIEeI0BAaTEIHbHOCTEH YeIOBEUYECKOTO aHTHTENA. | yMaHIM3HPOBAHHOE aHTUTENIO HEOOs-
3aTELHO MOXKET COJEP)KaTh M0 MEHBIIEH Mepe JacTh 4e0OBEUYeCKOH KOHCTAHTHOUM oOyiacT. B HEKOTOpPHIX Ba-
pHaHTaX OCYIIECTBICHUS M300pETeHHUS HEKOTOpble ocTaTku FR B ryMaHW3MpOBaHHOM aHTHTENE 3aMCHEHBI Ha
COOTBETCTBYIONINE OCTATKH W3 HEYCIOBEUCCKOTO AHTHTENA (HAIPUMEp, aHTUTENa, W3 KOTOPOTO IPOUCXOMSAT
octratku HVR), Hanpumep, A1 cOXpaHEHUsSI WK YITyYIICHUS CIICIU(GUIHOCTH WK ap(UHHOCTHA aHTUTEIIA.

CBeneHus 0 TYMaHU3UPOBAHHBIX aHTUTENIAX U METOJaX UX CO3MaHus 0000IIeHEI, HampuMep, y Almagro,
Front. Biosci., 13, 2008, c. 1619-1633, u ommcansl Takke y Riechmann u ap., Nature, 332, 1988, c. 323-329;
Queen u ap., Proc. Nail. Acad. Sci., USA, 86, 1989, c. 10029-10033; US Ne 5821337, 7527791, 6982321 u
7087409; Kashmiri u ap., Methods, 36, 2005, c. 25-34 (onmucanne Tpancrurantaimu SDR (a-CDR)); Padlan,
Mol. Immunol., 28, 1991, c. 489-498 (ormmcanue "Hanecenus HoBoro mokpeitus"); Dall'Acqua u np., Methods, 36,
2005, c. 43-60 (ommcanue "mepecraHoBku FR"); u Osbourn u mp., Methods, 36, 2005, c. 61-68; u Klimka u np.,
Br. J. Cancer, 83, 2000, c. 252-260 (omucanue 1moaxoa "HaIpaBIeHHOHN cenekiun” s mepectaHoBKU FR).

UYenoBeueckne KapKaCHBIE YIaCTKH, KOTOPbIE MOXHO MPUMEHATH I TyMaHH3aIUH, BKIIIOYAIOT (HO HE OTpa-
HUYMBAsCh TOJILKO UMH): KapKacHbIE YUACTKH, BEIOPAHHBIE C WCTIONB30BAHUEM METOJOB "HAMIYHIIETo moaoopa"
(cm., Hanpumep, Sims u np., J. Immunol., 151, 1993, c. 2296-2308; kapkacHbIC YYACTKH, TMPOUCXOMASIINC U3
KOHCEHCYCHOW TOCJICAOBATEIFHOCTH KOHKPETHOH MMOATPYIIITEI BApUAOCIbHBIX 00JIACTEH JISTKUX M TSDKEJNBIX I1e-
nei yenoBeyecknux antuTen (cM., Hanpumep, Carter u np., Proc. Natl. Acad. Sci., USA, 89, 1992, c. 4285-4289 u
Presta u np., J. Immunol., 151, 1993, c. 2623-2632); yenoBeueckue 3peibie (C COMATUYCCKHUMHU MYTALUSMH)
KapKacHbIe 00JIACTH WM KapKacHBIC O0JIACTH YeJIOBEYCCKOM 3apOIBIIICBOI THHUU (CM., Hanpumep, Almagro u
Fransson, Front. Biosci., 13, 2008, c. 1619-1633); u xapkacHbIe y4acTKH, OJIyYEHHbIE B Pe3yJIbTaTe CKPUHUHTA
FR-6ubmmotex (cM., HanpuMep, Baca u ap., J. Biol. Chem., 272, 1997, c. 10678-10684; u Rosok u np., J. Biol.
Chem., 271, 1996, c. 22611-22618).

4. YenoBedeckue aHTUTETIA.

B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS N300pETEHHS aHTUTEIO, MIpeIaraéMoe B HACTOSIIEM H300peTe-
HUH, TIPEJICTABISICT COOOH YeIoBeYeCKOe aHTHTENO0. YemoBeUecKne aHTHTENIa MOYKHO TTOJIydaTh, HCIIONB3YS pa3-
JIMYHBIC METOMKH, U3BECTHEIC B JaHHOW 001acTh. UemoBeueckie aHTUTENA OMUCAHBI B 11eJioM y van Dijk u van
de Winkel, Curr. Opin. Pharmacol., 5, 2001, c. 368-374; u Lonberg, Curr. Opin. Immunol., 20, 2008, c. 450-459.

YenoBevyeckre aHTUTEIa MOXKHO MOJIYYaTh MyTEM BBEJCHHUS NIMMYHOTCHA TPAHCTEHHOMY KUBOTHOMY, MO-
TUPUIUPOBAHHOMY TaKUM 00pa3oM, YTOOBI OHO MPOTYIUPOBAIIO WHTAKTHEIC YCIIOBCUCCKUE AHTHTENA WIA WH-
TaKTHBIC aHTHUTENA C YCIOBECYCCKAMHU BapHaOCILHBIMU 00IaCTIMH B OTBET Ha KOHTPOJILHOE 3apaKCHUC aHTHTC-
HOM. YKa3aHHBIC )KHBOTHEIC, KaK MPaBUIIO, COACPIKAT BCE WIIHM YACTh JIOKYCOB UCIIOBCUCCKOTO HMMYHOTIIO0YITH-
Ha BMECTO SHIOTCHHBIX NMMMYHOTJIOOYJIHHOBBIX JIOKYCOB, KOTOpBIE JTHOO MPHUCYTCTBYIOT BHE XPOMOCOM, JIHOO
MHTETPUPOBAHBI MIPOU3BOIHFHO B XPOMOCOMBI JKUBOTHOTO. Y TakMX TPAHCTCHHBIX MBIIICH SHIOTCHHBIE HMMY-
HOTJIOOYJTMHOBBIE JIOKYCHI, KaK IPaBWIIO, HHAKTUBUPOBaHEL. O030p METOIOB TOIyUEHHS YeJIOBEYECKUX aHTUTEI
B TPaHCT'CHHBIX XXUBOTHBIX cM. Y Lonberg, Nat. Biotech., 23, 2005, c¢. 1117-1125 (cm., Hanpumep, Takxke B US
No 6075181 u US Ne 6150584 ommncanue texnonoruu XENOMOUSE™; B US Ne 5770429 onucanue TEXHOJO-
run HUMAB®; B US Ne 7041870 onmcanne texnonorun K-M MOUSE® u B myOnuKanny 3asBK{ Ha MATEHT
CHIA 2007/0061900 omucanue texnonorun VELOCIMOUSE®). YenoBeueckue BapuaOelbHBIE 00JACTH W3
WHTAKTHBIX aHTUTEJ, IMOJyYCHHBIX C IIOMOIIBIO YKa3aHHBIX KHBOTHBIX, MOYKHO JOTIOJHHUTEIHEHO MOIU(DHUIIHPO-
BaTh, HATIPUMED, TyTeM OOBESIUHEHHSI C IPYTOI YeTIOBeUeCKOH KOHCTAHTHOUW 00JIACTHIO.

UYenoBedeckrne aHTHTENA MOXKHO CO3J]aBaTh C MIOMOIIBI0 METOIOB Ha OCHOBE THOpHIOM. OMHICaHBI KIIETOY-
HBIC JIMHAU YEJIOBEYCCKOW MHEIOMBI M MBIIIMHONH-YETIOBCUCCKON TeTepOMHUEIIOMBI, TIpeIHA3HAYCHHBIC IS TIOTY-
YCHUS YeJOBCUCCKUX MOHOKJIOHANBHBIX aHTUTEN (cM., Hanpumep, Kozbor, J. Immunol., 133, 1984, c. 3001-3005;
Brodeur u ap., Monoclonal Antibody Production Techniques and Applications, u3n-Bo Marcel Dekker, Inc.,
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New York, 1987, c. 51-63; u Boerner u ap., J. Immunol., 147, 1991, c. 86-95). UenoBeueckre aHTHTENA, CO3-
JTAaHHBIC C MCIOJ30BAHUEM TEXHOJIOTHU HA OCHOBE YCIOBCYECKUX B-KIETOUHBIX THOPHIIOM, OIHCAHBI TAKXKE Y
Li m gp., Proc. Nail. Acad. Sci., USA, 103, 2006, c. 3557-3562. JIonoJHUTEIbHBIE METOBI BKIIOYAIOT METOIBI,
onucanHble, HanpuMmep, B US Ne7189826 (ommcanne moydeH!ss MOHOKJIOHATBHBIX YEJIOBEUSCKUX aHTUTEN TUTIA
IgM u3 xneTouHsIx nTuHUN rubpunom) U y Ni, Xiandai Mianyixue, 26, 2006, c. 265-268 (onucanue 4emoBede-
CKHX-Y€JIOBEUECKUX THOPUAOM). TEeXHOIOTHS YeToBeUYeCKIX THOpuaoM (TexHosorust Trioma) onmucaHa Takxke y
Vollmers u Brandlein, Histology and Histopathology, 20, 2005, c. 927-937; u Vollmers u Brandlein, Methods
and Findings in Experimental and Clinical Pharmacology, 27, 2005, c. 185-191.

UYenoBevyeckrne aHTUTEIa MOXHO CO3/IaBaTh TAK)KE IyTEM BBIICICHHUS IOCICIOBATEIBHOCTEH BapHaOeib-
HBIX TOMEHOB FV-KIIOHOB, BBIOpaHHBIX U3 (PAarOBBIX AUCIUICHHBIX OMOIUOTEK, OIS CO3MaHUs KOTOPBIX UCHOIB30-
BaJIM YEJIOBEUCCKHE aHTHUTENA. YKa3aHHBIC IMOCIEAOBATCILHOCTH BapHAOCIFHBIX JTOMCHOB 3aTEM MOXKHO 00Be-
JUHATH C TpeOyeMbIM YEIOBEYCCKHM KOHCTAHTHBIM JTOMEHOM. METOTUKH OTOOpa YEIOBEYCCKUAX aAHTHTEI U3
OMONMOTEK aHTHUTEN OTHCAHBI HIDKE.

5. AHTHUTENA, TONyYCHHBIC U3 OMOIHOTEK.

AHTHTeNa, TIpeIaraeéMbie B M300pETEHIH, MOKHO BBIACIATH IyTeM CKPHHHHTAa KOMOWHATOPHBIX OHOIHO-
TEK aHTUTEN ¢ TpeOyeMoi aKTHBHOCTBHIO UM BHJAMH aKTHBHOCTH. Hampumep, B maHHOH 00JacTH M3BECTHHI
pa3HoOOpa3HbIe METOJIBI ISl CO3IaHUs (ParoBhIX JUCTUICHHBIX OMOIMOTEK U CKPUHUHTA YKa3aHHBIX OMOIMOTEK B
OTHOIIICHWH aHTUTEN, 00JaJalonX TpeOyeMbIMH XapaKTEPUCTUKAMHK CBS3BIBAHUS. YKa3aHHBIE METOIbI 0000-
meHbl, HanpuMep, y Hoogenboom u np., Methods in Molecular Biology, 178, 2001, c. 1-37, u onucaHbl Takxke,
Hanpumep, y McCafferty u np., Nature, 348, 1990, c. 552-554; Clackson u ap., Nature, 352, 1991, c. 624-628;
Marks u np., J. Mol. Biol., 222, 1992, c. 581-597; Marks u Bradbury, Methods in Molecular Biology, 248, 2003,
c. 161-175; Sidhu u np., J. Mol. Biol., 338, 2004, c. 299-310; Lee u ap., J. Mol. Biol., 340, 2004, c. 1073-1093;
Fellouse, Proc. Natl. Acad. Sci., USA, 101, 2004, c. 12467-12472 u Lee u np., J. Immunol. Methods, 284, 2004,
c. 119-132.

[pu ocyrmiecTBICHUN HEKOTOPBIX METOJOB (paroBoro muciuies monyisinud VH- 1 VL-TeHOB KIOHHPYIOT
0 OTJEIBHOCTH C MTOMOIIBIO MmosimMepasHoi nenHoi peakiuu (I[TLP) n pekoMOMHHUPYIOT POU3BOIBHO B (haro-
BBIX OMONMOTEKaX, KOTOPBIE 3aTeM IOABEPTaloT CKPHHUHTY B OTHOIIICHWH aHTHT'CHCBSA3BIBAIOMIETO (hara coriac-
HO MeTO[y, onucanHoMy y Winter u ap., Ann. Rev. Immunol., 12, 1994, c. 433-455. ®ar, kak mpaBmUiI0, 3KCIO-
HUpYeT (parMeHTbl aHTuTen 100 B BHIE onHouenodeyHslx Fv-pparmentoB (scFv), mubo B Bume Fab-
¢parmenToB. bubmuoTeky, MoTydeHHBIE U3 IMMYHH3HPOBAHHBIX NCTOYHHUKOB, BKIIOYAIOT aHTHUTENA, 00Iagao-
e BBICOKOH a)(UHHOCTHIO K UMMYHOTEHY, IIPH 3TOM OTCYTCTBYET HEOOXOAMMOCTH B CO3aHWUU THOPHUIOM.
AJNBTEpHAaTHBHO 3TOMY MOKHO KJIOHHPOBaTh HeoOpaboTanHylo ("HaMBHYO'") NOMYILUIO (HanpuMmep, U3 opra-
HHU3Ma YeJIOBEKA), MOTyYast OJWH UCTOYHUK AHTHUTEN K HIMPOKOMY CICKTPY UYKHUX, a TAKKE CBOMX aHTHICHOB
0e3 kakoi-mbo mmMmyHU3anmu, 9ro omucano y Griffiths u np., EMBO J., 12, 1993, c. 725-734. U, HakoHel,
"HauBHBIC" OMOTMOTCKH MOXHO MOJy4YaTh TAKXKE METOJaMU CHHTE3a IyTeM KIIOHHPOBAaHUS HEIEPErpyIITHPO-
BaHHBIX CETMEHTOB V-T€Ha M3 CTBOJIOBHIX KJIETOK U ¢ momoiubto [TI[P-npaiiMepoB, conepkauiux ciiydaiHyro
MOCJICIOBATENIFHOCTD, I KOAUPOBaHus rurneppapuadenbHeix CDR3-y4acTKOB M U OCYIIECTBICHUS MEPErpyI-
MTUPOBKH in Vitro corjlacHo MeTofy, onmucanHoMmy y Hoogenboom u Winter, J. Mol. Biol., 227, 1992, c. 381-388.
®aroBple OHONMOTEKN YETOBEYECKUX AHTHUTEN OMHCAHBI, HAIpUMEpP, B CICTYIONIMX MATEHTHBIX IMyOINKAIIIX:
US Ne 5750373 wm nybnukanusax 3asBok Ha mateHt CIIIA 2005/0079574, 2005/0119455, 2005/0266000,
2007/0117126, 2007/0160598, 2007/0237764, 2007/0292936 u 2009/0002360.

AnTHTeNa MK GparMeHTHl aHTHTEN, BBIICIEHHBIE N3 ONOIMOTEK YeTI0BEYECKUX aHTUTEN, pACCMAaTPHUBAIOT-
Cs KaK YeJIOBCUCCKUE aHTUTENA HiIH (PPArMEHTHI YeIIOBEUCCKUX aHTUTEI.

6. Mynbrucnenuduieckue aHTUTENA.

B HekoTOpHIX BapuaHTaX OCYIICCTBICHUS H300pPETCHUS aHTUTEIO, YKa3aHHOEC B HACTOSIIEM OMUCAHUM,
IpeJCTaBIsIieT co00il MyIbTHCHICIH(DUICCKOS aHTHUTENIO, HAIpUMEep Oucnenuduaeckoe aHTHTENO. MybTUCIIe-
U(QUUECKUEC aHTUTENA MPEICTABISAIOT CO00M MOHOKJIOHAIBHBIC aHTHUTENA, KOTOPBIC UMEKIOT CHECHH()UIHOCTH,
CBSI3BIBAIOIUCCS TI0 MEHBIIE MEpE C JBYMsS Pa3IMYHBIMH caliTaMHu. B HEKOTOPHIX BapUaHTaX OCYIICCTBICHUS
M300peTEHUS OJHA W3 CBS3BIBAIOINUX CIENU(UIHOCTEH oOecrmeunBaeT cBsa3biBanue ¢ C5, a mpyras ¢ JH0OBIM
JIPYTUM aHTUTEHOM. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS H300pETCHHS OHCTICITN(IIECKIE aHTUTEIa MOTYT
CBSI3BIBATHCS C ABYMS pasnu4HbIMU dnutonamu C5. bucnenngudeckrne aHTHTENNA MOKHO MPHUMEHATH TAKoKe IS
JIOKAJM3aUH TUTOTOKCHIECKUX areHTOB B KJIETKaX, KOTopbIle akcnpeccupytoT C5. bucnenmduyeckue anturena
MOJKHO TIOJTy4aTh B BHJIE IIOJIHOPA3MEPHBIX aHTUTEN WiIH (YPArMEHTOB aHTHUTEI.

MeTtoauku co3gaHus MyJIbTHCTICIU()UISCKUX aHTUTEI BKIIOYAIOT (HO HE OTPAaHUYHBAsACH TOJIBKO UMH) pe-
KOMOWHAHTHYIO COBMECTHYIO DKCIIPECCHIO IBYX Map TSHKEIBIX IeMeH-JICTKUX Ierneld UMMYHOTJIOOYIIMHOB, 0071a-
JIAIOIINX pa3TndHbIMU crienuuanocTsamu (cM. Milstein u Cuello, Nature, 305, 1983, ¢. 537-540, WO 93/08829
u Traunecker u ap., EMBO J., 10,1991, c. 3655-3659), u TexHonoruto "knob-in-hole" (obecneuenne B3aumo-
JICUCTBHS T10 THITy "BBICTYN-BO BIaauHy", cM., Hanpumep, US Ne 5731168). Mynbrucnenmpuaeckie aHTuTesna
MOJKHO TIOJNYYaTh TAKXKE IyTEM CO3IAHHS PErYIHPYEMBIX SJIEKTPOCTATUYCCKUX BO3JCHCTBUU U TOTYYCHHUS
MOJICKYN aHTUTena ¢ rerepoaumepHeiMu Fe (WO 2009/089004); mepekpecTHOTO CBS3BIBAHHS IBYX WU OOJb-
IIeTO KOJIMYEeCTBa aHTHUTEN WK (parMeHToB (cMm., Hampumep, US Ne 4676980 u Brennan u mp., Science, 229,
1985, c. 81-83); mpumeHeHUs "IEHITMHOBBIX MOJHUE" IS TTOTy4YeHHS OMCTIeNN(UISCKUX aHTUTEN (CM., HATpH-
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Mmep, Kostelny u ap., J. Immunol., 148, 1992, c. 1547-1553); npuMeHEHUS TEXHOJOTHH "TUMEPHBIX aHTUTEI
(mmabomm)" it co3nanus pparMeHToB Oucnenuduyeckux anTurels (cM., Harpumep, Holliger u np., Proc. Natl.
Acad. Sci., USA, 90, 1993, c. 6444-6448); u npuMeHEeHHs TUMEPOB OJIHOTIeTIOUeYHBIX Fv (sFv) (cM., Hampumep,
Gruber u np., J. Immunol., 152, 1994, c. 5368-5374); u moaydeHus TpUCTIEIU(DUIECKUX aHTUTEN COTJIACHO Me-
TOMy, ONTMCAaHHOMY, Harpumep, y Tutt u ap., J. Immunol., 147, 1991, c. 60-69).

ITon o0bpeM HacTosmIero M300peTeHHs IMOANANAIOT TaKXKe CKOHCTPYHMPOBAHHBIE aHTUTENA C TPeMs WIIH
OONBIIMM KOJTUYECTBOM (YHKIIMOHAILHBIX AHTHTEHCBS3BIBAIONINX CAWTOB, BKIIOYAs "aHTUTENIa-OCBMHHOTH"
(cm., Hanmpumep, US 2006/0025576 Al).

AHTHTENO0 MK ero (hparMeHT MOXKET BKIo4aTh Takxke "Fab neoiiHoro mericteus" wmu "DAF", comepika-
IIMH aHTUTCHCBS3BIBAIOIINN CalT, KOTOPHBIH cBs3bIBacTcs ¢ C5, a Takke ¢ JPYTUM, OTIMYHBIM OT HETO aHTHIC-
HOM (cM., Hampumep, US 2008/0069820).

7. BapuaHTbI aHTHUTEN.

HexoTopbie BapuaHTHI OCYIMIECTBICHHUS H300PETCHUS OTHOCITCS K BapUAHTaM aMUHOKHCJIOTHBIX ITOCIIEIO-
BaTCIFHOCTCH aHTHTEI, TPEAICTABICHHBIX B HACTOSIIEM ONMHMCaHUH. HampruMep, MOKET TpeOOBaThCs MOBHIIIATH
ahUHHOCTD CBA3BIBAHUS W/WIN JApyTHe OHMOJOTHYECKUE CBOWCTBA aHTUTENA. BapHaHThl aMUHOKHCIOTHOH TIO-
CJIEZIOBATEIFHOCTH aHTUTENA MOYKHO IIOJTyYaTh ITyTEM WHTPOXYKIIMH COOTBETCTBYIOUIMX MOTU(PHUKANNN B HYK-
JICOTHIHYIO TTOCIEI0BATEIBHOCTD, KOAUPYIOIIYIO0 aHTHUTENO, WIK ITyTeM CHHTE3a MENTHAOB. YKa3aHHBIE MOJIH-
(UKaIy BKIIIOYAIOT, HAIIPUMeEp, TSN W/WIH WHCEPINH, W/WIA 3aMEHBI OCTaTKOB B aMHHOKHCIIOTHBIX IO-
CIIEZIOBATENFHOCTAX aHTHUTeNa. J11 moMydeHnss KOHEYHOH KOHCTPYKIIMHA MOXHO HCIIOJB30BaTh JTIO0YI0 KOMOH-
HAIMIO JeJICIHH, WHCEPIM U 3aMEH TIPH yCIOBUH, YTO KOHEYHass KOHCTPYKIHMS 00sazaeT TpeOyeMbIMU Xapak-
TEPUCTUKAMH, HATIPHMEP, CIOCOOHOCTHIO CBSI3BIBATHCS C AHTUTCHOM.

a) BapuaHTbI, TOTy4YEeHHBIC ITyTEM 3aMEHBI, HHCEPLUHU U JCIICIHH.

HekoTopbiMu BapraHTaMH OCYIIIECTBICHUS U300PETCHHUS SIBISIOTCS BapUAHTHI aHTUTEI, KOTOPHIE UMCIOT
OJIHY WU HECKOJIbKO aMHHOKHUCIIOTHBIX 3aMeH. CalThl, MPECTABISIONINE HHTEPEC I 3aMEIArOIIEr0 MyTare-
Hesa, BkirouatoT HVR n FR. KoHcepBaTnBHBIE 3aMeHBI ITpeCTaBlICHBl HIKE B Tabi. 1 moj 3arojoBkoM "npen-
MOYTHTENbHBIC 3aMEeHBI", 1 OHM OIMCAHBI HIKE CO CCBHUIKOH Ha KJIacChl OOKOBBIX Iiene aMHHOKHCIOT. boiee
Ba)KHBIC 3aMEHBI MPEACTaBICHBI HIDKE B Ta0M. 1 1O 3arojIoBKOM "TIPpUBECHHBIE B KAYeCTBE TpUMepa 3aMeHBI",
Y OHU OITMCAHBI HIXKE CO CCBUTKOM Ha KIAcChl OOKOBBIX IIETIeH aMHHOKHUCIOT. AMHHOKHICIIOTHBIE 3aMEHBI MOXHO
HHTPOIYLUPOBATh B MPEICTABIAIONICE HHTEPEC AaHTHUTENO W MPOXYKTHI IOABEPTaTh CKPUHHUHTY B OTHOLICHHUH
TpeOyeMoil aKTHBHOCTH, HAIPHAMEpP, COXPAHEHU/TIOBBIIICHAS CIIOCOOHOCTH K CBA3BIBAHHIO AHTWUTEHA, NOHU-
JKeHHOM nMMYyHOTeHHOCTH ik TioBbieHHOH ADCC nnu CDC.

Tabiumna 1

Hcexonnsiif octarok IIpuBeaeHHBIC B KQUECTBEC MPUMEPA 3aMCHBL [IpeANMOYTHTEIBHBIC 3aMCHBI
Ala (A) Val; Leu; Ile Val
Arg (R) Lys; Gln; Asn Lys
Asn (N) Gln; His; Asp, Lys; Arg Gln
Asp (D) Glu; Asn Glu
Cys (C) Ser; Ala Ser
Gln (Q) Asn; Glu Asn
Glu (G) Asp; Gln Asp
Gly (G) Ala Ala
His (H) Asn; Gln; Lys; Arg Arg
Ile (I) Leu; Val; Met; Ala; Phe; Hopaciuux Leu
Leu (L) Hopaciiuun; Ile; Val, Met; Ala; Phe Ile
Lys (K) Arg; Gln; Asn Arg
Met (M) Leu; Phe; Ile Leu
Phe (F) Trp; Leu; Val; Ile; 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) Ile; Leu; Met; Phe; Ala; nHopneiiuun Leu

AMUPHOKHCIIOTBHI MOXHO TPYIITHPOBATH HA OCHOBE OOIIMX CBOHCTB OOKOBBIX IIETICH CIEIYFOIIUM 00pa3oM:

(1) ruppodobubIe: HOpnekmH, Met, Ala, Val, Leu, Ile;

(2) mewtrpanbubie ruapodmnbHbie: Cys, Ser, Thr, Asn, Gln;

(3) xucnorasie: Asp, Glu;

(4) ocnomnsie: His, Lys, Arg;

(5) ocraTku, KOTOpHIE BAMSIOT Ha opueHTaruio renu: Gly, Pro;

(6) apomatmueckue: Trp, Tyr, Phe.

ITon HEKOHCEPBATUBHBIMH 3aMECHAMHU MO/IPA3yMEBAIOT 3aMCHY MPEACTABUTENS OJHOTO M3 YKa3aHHBIX KJIac-
COB Ha MPEJICTaBUTENS U3 APYroro Kiacca.

OIMH U3 THITOB TOJYYCHHOTO B PE3YJIbTATe 3aMCHBI BAPHAHTA BKIIFOYAET 3aMEHY OJHOTO WIIM HECKOJIBKUX
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OCTaTKOB THIIEPBapHaOCEIEHOTO YUaCTKa POJUTEIBCKOTO aHTUTeNa (HApUMep, TYMaHU3UPOBAHHOTO WIIH YeJI0-
BeUeCcKoro anturena). Kak nmpaBuiio, moiaydeHHbIN(bIE) B pe3yabTaTe BapuaHT(bl), OTOOpaHHBIH(bIE) A1 TOTIOI-
HUTEJILHOTO HUCCIIEeNOBaHUs, JOIDKEeH(bI) MIMETh MOTUGHUKAIINN (HAIpUMEp, YIIYUIIeHNs) HEKOTOPBIX OHOIOTHYe-
CKHX CBOHCTB (HampuMmep, MOBBIICHHYIO ahPUHHOCTH, TOHMKEHHYI0 UMMYHOT€HHOCTh) OTHOCHTEIHHO POJIH-
TEJBCKOTO aHTUTENA W/WIH JOJDKEH(BI) IMETh MPAKTHYECKH COXPaHEHHBIE OIpee/IeHHbIe ONOJIOTHYECKUE CBOT-
CTBa POAWUTEILCKOTO aHTHUTeNa. [IprMepoM MOIydeHHOTO B pe3yabTaTe 3aMEHBI BapHaHTa SIBISICTCS aHTUTEIO C
co3pesirel ah(HUHHOCTHIO, KOTOPOE MOXHO CO3/1aBaTh, HAIIPHMEP, C HCIOIH30BAHUEM TEXHOJIOTHH CO3PEBAHMUS
adUHHOCTH HA OCHOBE (ParoBOTO AWCIUIES, HANPHMEpP, YKa3aHHBIX B HACTOSIIEM ONMUCAHWHU. B 1emom meron
COCTOHWT B CJICIYIOIICM: OJJUH WJIA HECKOJBKO ocTaTkoB HVR mojBepraroT MyTaruu ¥ BapHaHTBI aHTUTEI KC-
MOHUPYIOT Ha (hare W MOJBEPraloT CKPUHUHTY B OTHOIICHHH KOHKPETHOH OMOJIOTHYECKON aKTUBHOCTH (HAIPH-
Mep, adGUHHOCTH CBSI3BIBAHUA).

W3menenus (HampuMep, 3aMeHBI) MOXKHO ocymiecTBisITh B HVR, Hampumep, aiis oBeimeHus ad(GUHHOCTH
aHTHTENA. YKa3aHHBIC H3MCHECHUS MOXHO JenaTh B "Topsiunx (akTHBHBIX) Toukax"' B HVR, T.e. ocTatkax, koju-
PYEMBIX KOJOHAMH, KOTOPBIC C BEICOKOW YaCTOTOW MOIBEPTalOTCS MYTALMH B MPOIECCE COMATUYECKOTO CO3pe-
BaHus (cM., Harmpumep, Chowdhury, Methods Mol. Biol., 207, 2008, c. 179-196), n/unu B ocTraTkax, KOTOpbIE
KOHTaKTHUPYIOT C aHTUTEHOM, C TIOCIEAYIONUM TecTUpoBaHneM BapruanTa VH winu VL B oTHOmIeHNn appuHHO-
ctH cBs3biBanms. Co3peBanre aQpUHHOCTH MTyTEM CO3/IaHHUS U TIOBTOPHOH CENEKITUHN U3 BTOPUYHBIX OMOINOTEK
onmcaHo, Hanpumep, y Hoogenboom u ap., Methods in Molecular Biology, 178, 2002, c. 1-37. B HekoTOpbIX
BapHaHTaX OCYIIECTBJICHHUS IpoIecca co3peBaHus ap(OUHHOCTH MHTPOAYIIUPYIOT pasHOOOpa3ne B TeHBI BapHa-
OenpHO# 00acTH, BEIOpaHHBIC IS CO3PEBaHUs, C TIOMOIIBIO JTFOOOTO U3 MUPOKOTO Pa3HOOOPa3us METOOB (Ha-
npumep, [TI[P moHWKEHHOH TOYHOCTH, IEPECTAHOBKA IICTIX WK CAlT, HANPABJICHHBIA MyTarcHe3 ¢ HCIOJIh30Ba-
HUEM OJIMTOHYKJICOTHIOB). 3aTeM CO3Aal0T BTOPHYHYIO OMOIHOTEKY. 3aTeM OMONIMOTEKY MOIBEPTat0T CKPUHIH-
Ty JUIA HICHTA(QUKAIINY JTIOOBIX BapHAHTOB aHTHUTEN ¢ TpeOyemoi adduHHOCTRIO. [[pyroil MeToxa, mpuMeHse-
MBI{ JUTSI MHTPOIYKIMN Pa3HOOOpa3usl, BKIFOYACT MOIXOAbI, MUIIICHBIO KOTOPBIX sBisieTcss HVR, mpu xoTopbix
PaHIOMI3HPYIOT Heckosibko octatkoB HVR (Hampumep, onmHoBpemenHo 4-6 octatkoB). Ocratku HVR, yuact-
BYIOIIIME B CBA3BIBAHMM AHTHTCHA, MOXXHO CIICHIU(UUECKH HICHTH(OUIINPOBATH, HAIPAMEP, UCIONb3Ys allaHUH-
CKaHHUPYIOIIUK MyTareHe3 WIh MoJenupoBanne. YacTo MUIIIEHSIME sABIsOTCS, pexe Bcero, CDR-H3 n CDR-
L3.

B HEeKOTOpBIX BapHaHTaxX OCYMIECTBICHHS M300pETEHHS 3aMEHBI, MHCEPIIMH WX JIEJICIINH MOTYT 3aTparu-
BaTh OJUH WM Heckobko HVR, ecnu yka3aHHbIE H3MEHEHUS HE CHIKAIOT CYIIECTBEHHO CIIOCOOHOCTH aHTHUTE-
Jla CBSI3BIBAThCS ¢ aHTHreHoM. Hampumep, B HVR MoryT OBITH cliemaHbl KOHCEpBAaTHBHBIC M3MEHEHWMsI (HATIPH-
Mep, KOHCEPBAaTUBHBIC 3aMEHBI, YKa3aHHBIC B HACTOSIIEM OIMCAHWU), KOTOPBIC HE CHH)KAIOT CYIISCTBCHHO ag-
(bMHHOCTH CBS3BIBaHHS. YKa3aHHBIC M3MCHCHUSI, HAIIPUMEP, MOTYT HAXOAUTHCS BHE MPUHUMAIONIUX y4acTHC B
KOHTaKTHPOBAaHUH ¢ aHTUTeHOM ocTtaTkoB HVR. B HEKOTOPHIX BapHaHTaxX OCYIICCTBICHHS W300pPETEHUS B IMO-
ciesioBaTeNbHOCTIX BapuaHToB VH m VL, ykazaHHBIX BbIe, Kaxaelii HVR nubo sBisieTcss HEM3MEHEHHBIM,
100 COEPIKUT He OoJiee OTHOM, ABYX WM TPEX aMHHOKHUCIIOTHBIX 3aMCH.

I{eHHBIM METOIOM UACHTU(DHUKAIIMKA OCTATKOB WJIM 00JIACTEH aHTHTENa, KOTOPhIE MOXKHO MOJIBEPraTh MyTa-
TeHe3y, SBJSIETCS TaK Ha3bIBaeMbIN "alaHWH-CKaHUPYIONINH MyTareHe3", omucanublii y Cunningham n Wells,
Science, 244, 1989, c. 1081-1085. IIpu ocymecTBICHHH 3TOTO METO/Ia OCTATOK HJIM TPYIITY OCTAaTKOB-MHIIIEHEH
(Hampumep, 3apsDKEHHBIC OCTaTKH, TakWe Kak arg, asp, his, lys n glu) uaeHTHQUIUPYIOT U 3aMEHSAIOT HAa HEW-
TPaJBHYIO WK OTPHLATENHFHO 3apsHKEHHYI0 aMHHOKHCIIOTY (HalpuMep, aJaHWH WU TOIHAIaHuH) U PeIICHHS
BOIIpOCa O TOM, OyJeT JIM 3TO BIUATH HAa B3aMMOJACHCTBHE aHTUTENA C aHTUTECHOM. J[OTOTHHUTENbHBIC 3aMEHBI
MOKHO MHTPOIYLUPOBATH B T€ TOJOXKECHUS aMHHOKHUCIIOT, JJIsI KOTOPBIX MPOJCMOHCTPHPOBAaHA (hYHKIIMOHAb-
Hasl YYBCTBHUTEJIFHOCTh K HAYalbHBIM 3aMcHaM. B anbTepHaTHBHOM WM JTOTIOJIHUTEIHHOM BapHAHTE H3YYarOT
KPHUCTALUTUYECKYIO CTPYKTYPY KOMILUICKCA aHTUTCH-aHTHUTEIO A HICHTU(UKAIMN TOUYCK KOHTAKTa MEKIY aH-
TUTEJIOM U AHTHI'CHOM. YKa3aHHBIC KOHTAKTHPYIOUINE OCTATKH U COCCAHHE OCTATKH MOXHO PAacCMaTpHBATH B
Ka4yeCTBE MHUIICHEH WM UCKJIFOUATh U3 PACCMOTPEHHS B KQ4EeCTBE KaHIAWIATOB IJIsl 3aMEHBI. BapuaHTBI MOXKHO
MOJIBEPraTh CKPUHUHTY JUIS PEUICHHUS BOIIPOCA O TOM, 00IaJar0T I OHH TPEOYSMBIMH CBOHCTBAMU.

Wnceprin B aMUHOKHCIOTHBIE ITOCIIEIOBATEIHPHOCTH BKIIIOYAIOT aMUHO- W/MIIH KapOOKCHKOHIIEBBIE CIIHS-
HUS, BAPBUPYIOIIUE 110 JIHUHE OT OJHOTO OCTAaTKa 10 TMOJUIENTHIOB, COACPIKALIIX CTO MIIH OOJbIIee KOJIMIESCT-
BO OCTaTKOB, a TaKXK€ MHCEPIIMH OJHOTO WM HECKOJIBKMX aMHHOKHCIOTHBIX OCTATKOB BHYTPH MOCJIEIOBATENb-
HocTH. [IprMepoM pes3ynbTaTa OCYIIECTBICHUS KOHIIEBBIX WHCEPIMHA SBISETCS aHTHTENIO ¢ N-KOHIIEBEIM METHO-
HIJIBHBIM OCTaTKOM. J[pyrne WHCEpPIIMOHHBIC BapHaHTHl MOJIEKYJl aHTHTEN BKJIIOYAIOT CIMAHHE N- WIH
C-koH1oB antutena ¢ gepmentom (Hampumep, miust ADEPT (anTuteno-nampasisieMblii pepMeEHT MpoeKapceT-
BEHHOH Teparnuu) WK MOJUIICITHIOM, KOTOPBIA yIUTHHSCT BPEMs MOJTY>KU3HU aHTUTEIA B CBIBOPOTKE.

0) BapnaHTbI IITMKO3MINPOBAHUSL.

B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUSA W300pPETCHUS aHTUTEINO, MpeiaraeMoe B U300pEeTCHHUH, U3Me-
HSIOT C ICITBIO MOBBIIICHUS WIIM TOHWKCHUS CTETICHHU TIHKO3WINPOBAHUS aHTHTENA. J[00aBICHHE WM JICIICIIUIO
CAlTOB TIMKO3WIMPOBAHUS B AHTHTEIIC MOXHO JIETKO OCYIIECTBIISTH ITyTEM TAKOTO U3MCHECHHUS aMHHOKHUCIIOT-
HOW TIOCJIEJIOBATEIILHOCTH, KOTOPOE TO3BOJIICT CO37aBaTh WU YAANATh OJUH HIIM HECKOJIBKO CAaHTOB TIHKO3H-
JIMPOBAHUS.

Ecmm anTuteno comepxut Fc-06macTh, To MOKHO M3MEHSITh MIPUCOSAVMHEHHBIN K Helt yrieBoa. HatuBHbie

-31-



041632

aHTHUTENa, KOTOPBIE NMPOAYLUPYIOTCS KJIETKaMH MJICKOITUTAIOINX, KaK IIPaBHIIO, COAEPKAaT pa3BeTBICHHbIN OU-
AQHTEHHBIN OJMrocaxapuj, KOTOPBIH, Kak MPaBUIO, IPUCOEAUHEH ¢ MoMoIblo N-cBa3u k Asn297 CH2-nomena
Fc-obnactu (cwm., Hampumep, Wright u np., TIBTECH, 15, 1997, c. 26-32). Omurocaxapua MOKET BKJIIOYATh
pasIUYHBIC YTIIEBOBI, HAIIpUMep, MaHHO3Y, N-aneTmimmoko3aMuH (GIcNAC), ranakTo3y U CHaJOBYIO KHUCIIOTY,
a Take Qyko3y, npucoeanHeHHyI0 K GIcNAc B "crebie" OMaHTEHHON OJUrocaxapuaHON CTPYKTYphl. B Heko-
TOPBIX BapHaHTAX OCYIIECTBIICHHS M300peTeHHS MOAM(HUKAINK OJUTrOcaxaphaa B aHTHUTENE, IPEAIaracMoM B
n300peTEeHNH, MOYKHO OCYIIECTBIIATH [UIS CO3AAHMS BAapHaHTOB aHTHUTENA C OMPEICICHHBIMH YIYYIICHHBIMU
CBOMCTBaMH.

OpHUM U3 BapHAHTOB OCYIIECTBICHHS M300pETEHHS SIBISIOTCS BAPUAHTHI aHTHTENA, UMEIONIHE YTIIEBOJHYIO
CTPYKTYpPY, B KOTOPOIH CHIDKEHO COAepXaHHe (hYKO3bl, IPHCOESANHEHHON (TIPSMO MM KOCBEeHHO) K Fc-o0macTn.
Hanpumep, conepxanue ¢pyko3sl B ykazaHHoi Fc-oGmactu moxer cocraBnsats ot 1 go 80%, ot 1 no 65%, ot
5 10 65% wmm ot 20 1o 40%. Conepskanne GpyKo3bl ONPENEISIOT ITyTEM pacdeTa CPeJHEro coepx anus QyKo3bl
B caxapHOH nenu Ha Asn297 OTHOCUTENBHO CyMMBI BCEX INIUKOCTPYKTYp, MIPUCOEIUHEHHBIX K Asn297 (Hampu-
Mep, KOMIUIEKCHBIX, THOPHIHBIX CTPYKTYP U CTPYKTYP C BBICOKAM COJIEPXKaHHUEM MaHHO3bI), KOTOPOE U3MEPSIOT
¢ momonipto MALDI-TOF-mMacc-ClieKTpOMETpHUU  COTJIACHO METOIy, OIHCAaHHOMY, Hampumep, B WO
2008/077546. Asn297 obo3HaYaeT OCTAaTOK acmaparuHa, MPUCYTCTBYIOMIMNA IpUMEpHO B TojioskeHnu 297 B Fe-
obnactu (EU-nymepanus octatkoB Fc-06macTu); 0fHaKO BCJIEICTBAE MUHOPHBIX BapHalUi MOCIEA0BATEIHHO-
cTH aHTHUTeNa Asn297 MOXKET pacIioylaraTbCsi TakKe B MOJIOKCHNUH, HAXOSIIEMCS HAa PACCTOSIHUM TPUMEPHO 13
aMUHOKHCJIOTHI B TIPSMOM WJIM OOPAaTHOM HampaBlIEHUH OT TOJOXeHHS 297, T.e. MEXIy MOJOKEHUsIMU 294 u
300. Ykazannaple (yKO3WINPOBAHHBIE BapUaHTHI MOTYT 00nanarh ymydmeHHod ADCC-dynkuueid (cM., Hanpu-
Mmep, US 2003/0157108 (Presta L.); US 2004/0093621 (dupma Kyowa Hakko Kogyo Co., Ltd). ITpumepamu
myOnuKkanuii, kacaromuxcs "nedyKo3wInpoBaHHBIX" BapHAaHTOB aHTHUTEI WIIM BapHaHTOB aHTHTEN "¢ nedunnutom
¢yxo3br" sBistrorest 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 u np.,
J. Mol. Biol., 336, 2004, c. 1239-1249; Yamane-Ohnuki u np., Biotech. Bioeng., 87, 2004, c. 614-622). [Tpume-
paMHM KJIETOYHBIX JIMHUH, KOTOPbIE 001a1al0T CIIOCOOHOCTHIO MPOAYLIMPOBATh JIe(yKO3HINPOBAaHHBIC aHTUTEA,
sBisitotrest Lec 13 CHO-kiretku ¢ pedummrom 6enkoBoro ¢ykosunmupoBanus (Ripka u ap., Arch. Biochem. Bio-
phys., 249, 1986, c. 533-545; US 2003/0157108 (Presta L.) mu WO 2004/056312 (Adams u ap., cM., Ipexae Bce-
ro, mpumep 11), U kKIeTouHbIe TUHUK C "BBIKIIOYCHHBIM" TeHoM, HanpuMmep, CHO-keTkn ¢ "BBIKITIOYSHHBIM"
reHoM anbda-1,6-pykozuntpanchepaspr, FUT8 (cm., Hanpumep, Yamane-Ohnuki u ap., Biotech. Bioeng., 87,
2004, c. 614-622); Kanda u np., Biotechnol. Bioeng., 94(4), 2006, c. 680-688; 1 WO 2003/085107).

Kpowme Toro, ommcansl BapuaHTHI aHTUTEN ¢ OMCEKIIMOHHBIMU OJIUTOCAXapHAaMH, HAIIPUMeEpP, B KOTOPHIX
OMaHTEHHBIH OJIUrOocaxapuj, NpPUCOeNUHEHHbIH K Fc-obmactn aHTHTEna, OMCEKIMOHHUPYETCS C IOMOIIBIO
GIcNAc. YkazaHHbIe BapHaHTBl aHTHTEN MOTYT OTIMYATHCS MOHIKEHHBIM (DYKO3WIMPOBAHUEM H/WMIN TIOBBI-
meHHoit ADCC-¢pynknueit. [Ipumeps! yka3aHHBIX BADHAHTOB aHTUTEN ONHKcaHbl, Harpumep, B WO 2003/011878
(Jean-Mairet u ap.); US Ne 6602684 (Umana u ap.) u US 2005/0123546 (Umana u ap.). [IpemtokeHbl Takxke
BapUaHTBHl aHTHUTEJN 110 MEHBIIEH Mepe C OJHUM OCTaTKOM TalaKTO3bl B OJIMTOCAXapuie, NMPUCOSANHEHHOM K
Fc-obnactu. YkazaHHbIe BapHaHTBl aHTUTEN MOTYT o0nanath moBbimenHo CDC-yHknued. Yka3aHHbIe BapH-
aHTBl AHTHTE] OMHCaHbI, Hampumep, B WO 1997/30087 (Patel u mp.); WO 1998/58964 (Raju S.); u
WO 1999/22764 (Raju S.).

B) Bapuants Fc-o6macTu.

CornacHO KOHKPETHBIM BapHaHTaM OCYIIECTBICHHS H300pETSHUS MOKHO HHTpOXynHpoBaTh B Fc-o0macTs
aHTHTENA, TIPEACTaBICHHOTO B HACTOSIIEM OIMCAHWH, OJHY WM HECKOJIHKO aMHHOKHCIOTHBIX MOIU(DHUKAINH,
co3zaBasi TeM caMbIM BapuaHT Fc-oOmnactu. BapuanT Fc-o6macti MokeT cofepikaTh MMOCIe0BaTeNbHOCTD Yelo-
Beueckoit Fc-obmactu (mampumep, Fc-oOmactu uyenoreueckoro IgGl, 1gG2, IgG3 wmm 1gG4), Brirouaromyro
AMHUHOKHCIIOTHYIO MOAN(HKAIHIO (HAIPHMeEp, 3aMEHY) B OJTHOM MJIM HECKOJIIBKMX AMHHOKHUCIIOTHBIX TTOJIOKEHUSIX.

HexoTopblie BapuaHTBl OCYLIECTBICHHST N300PETEHHSI OTHOCATCS K BApHAHTy aHTHTEJA, KOTOPhIH o0nasaer
HEKOTOPBIMH, HO HE BceMH 3(P(HEKTOPHBIMHI (QYHKIMIMHE, YTO AETaeT €ro MepCIEeKTUBHBIM KaHAUIATOM JUIS Iy-
TEH MIPUMEHEHHMS, TSI KOTOPBIX SIBJISIETCS] BAYKHBIM BPEMsl TIOJTYKU3HHM aHTUTENA in Vivo, OTHAKO HEKOTOpHIE 3¢h-
¢dexropupie pyHkmu (Takue kak CDC u ADCC) He SBISIOTCS HEOOXOTUMBIMH HITH SIBIISTIOTCS BPEIHBIMHU.
MOXXHO OCYIIECTBIISATh AHAIM3Bl ITUTOTOKCUYHOCTH in Vitro W/HMIW in Vivo s TIOATBEPKACHUS CHUXKE-
aus/ucromenuss CDC- w/mmn ADCC-aktuBHOCTH. Hampumep, MOKHO OCYIIECTBIISATh AHAIW3BI CBSA3BIBAHUS
Fc-penenropa (FcR) ans rapantum Toro0, 9TO Y aHTUTENA OTCYTCTBYET CIIOCOOHOCTH K CBS3BIBaHWIO ¢ Fc-ramma
R (1 moaTomy, BeposiTHO, 0TcyTcTBYeT ADCC-aKTHBHOCTE), HO COXPAHSETCS CIIOCOOHOCTD CBS3BIBaThCs ¢ FeRn.
ITepuunsle knetku, onocpenyromue ADCC, T.e. NK-knetku, sxcnpeccupyrot Toiasko Fe-ramma RIII, B TO Bpe-
Ms Kak MOHOUMTHI dKcnpeccupytoT Fe-ramma RI, Fc-ramma RII u Fe-ramma RIII. [lannbie 00 sxcnpeccun FcR
HAa TeMaTOTOATHYCCKHIX KJIEeTKaXx 0000meHbl B Ta0u. 3 Ha c. 464 y Ravetch u Kinet, Annu. Rev. Immunol., 9,
1991, c. 457-492. IIpumepamu aHanu3oB in vitro ADCC-akTHBHOCTH NpECTaBIISIONICH HHTEPEC MOJICKYJIbI SB-
JSTFOTCS (HO HE OrpaHMYMBasiCh TOJIBKO MMH) aHanmu3bl, onucaHubie B US Ne5500362 (cMm., Hanpumep, Hellstrom
u ap., Proc. Nail. Acad. Sci., USA, 83, 1986, c. 7059-7063; u Hellstrom u ap., Proc. Nat'l Acad. Sci., USA, 82,
1985, c. 1499-1502); US Ne 5821337 (cm. Bruggemann u np., J. Exp. Med., 166, 1987, c. 1351-1361). B anb-
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TEPHATHBHOM BapHaHTE MOXKHO NMPUMCHSATh HEPATUOAKTUBHBIC METOJBI aHANIM3a (CM., HalpuMep, HepaJnoak-
TUBHBIN aHanmm3 UTOoTOKCHIHOCTH ACTI™ Ha ocHoBe mportounou muromerpun (pupma CellTechnology, Inc.
Mayntusa-Bero, mt. KanudopHus), u HepaauoaKTHBHBIH aHamu3 IUTOTOKCHYIHOCTH CytoTox 96® (dbupma
Promega, Mamgucon, mit. Buckoncun). [IpuronHeIMu [T TAKHX aHATU30B dPPEKTOPHBIME KIETKAMU SBISIOTCS
MOHOHYKJIeapHbIe KieTku nepudepnueckoit kpou (PBMC) u ectectBennble kineTku-kumieps! (NK). B anprep-
HATHBHOM WJIM TOMONHHUTEIbHOM BapuaHTe ADCC-akTHBHOCTH NPEACTABIISIONICH MHTEPEC MOJEKYIBI MOXHO
OIICHMBATH in Vivo, HAIPpUMeEp, Ha )KUBOTHOW MOJIeNTH, HanpuMep, kak onrcano y Clynes u ap., Proc. Natl. Acad.
Sci., USA, 95, 1998, c. 652-656. M0OXHO OCYIIECTBIISITh Tak)Ke aHATU3bl cBsi3biBanus Clq A mOATBEPIKIACHMS
TOTO, YTO AHTUTENO HE MOXeET CBs3bIBaTh Clq 1 mosToMy y Hero oTcyTcTByeT CDC-akTHBHOCTH (CM., HATIPUMED,
ommcanne ELISA mns onenku cBsizpiBanust Clqg u C3¢ 8 WO 2006/029879 u WO 2005/100402). Iy oneHKH
aKTHBAIMA KOMITJIEMEHTa MOXHO ocymiecTBisATh aHanu3 CDC (cm., Hanpumep, Gazzano-Santoro u ap., J. Im-
munol. Methods, 202, 1996, c. 163-171; Cragg u np., Blood, 101, 2003, ¢.1045-1052; u Cragg, Blood, 103,
2004, c. 2738-2743). Onpeneneune FcRn-cBs3pIBaHMs M KIIMpEHCa/BpEMEHN MOTYKU3HH in ViVO MOKHO OCYyIIe-
CTBIIATH TaK:KE C MCIOJIB30BAHUEM METOJIOB, U3BECTHBIX B JJaHHOU oOnacTu (cM., Hanpumep, Petkova u np., Int'l.
Immunol., 18(12), 2006, c. 1759-1769).

AHTHTENa ¢ MOHMKCHHON 3 (PekTopHO (HYHKIHMEH BKIFOYAIOT aHTHTENA C 3aMCHON OJTHOTO MIJIM HECKOJIb-
KX CIEAYIoNmMX octaTkoB Fc-obmactw, Takmx kak 238, 265, 269, 270, 297, 327 u 329 (cm., Hanpumep, US
Ne 6737056). K ykazanasiM MyTanTtaM Fc oTHOCATCS MyTaHThI Fc ¢ 3aMeHamMu B IBYX WJIM OOJIBIIIEM KOJTMIECTBE
W3 CIEAYIONUX aMHUHOKHCIOTHBIX MOJOXeHui: 265, 269, 270, 297 u 327, Bkmodas Tak Ha3bIBa€MbI MyTaHT
"DANA" Fc-o6sactu, Hecymmii 3aMeHy ocTaTkoB 265 u 297 na amanmn (US Ne 7332581).

OnrcaHbl HEKOTOPBIE BapHAHTHI aHTHUTEI C TOBHIICHHOW WIIM TIOHIKEHHOH CIIOCOOHOCTBIO CBSI3BIBATHCS C
FcR (cm., manmpamvep, US Ne 6737056; WO 2004/056312; u Shields u ap., J. Biol. Chem., 276, 2001, c. 6591-6604).

CornacHO KOHKPETHBIM BapHaHTaM OCYIIECTBICHHSA W300pETEHHs BAapHAHT aAHTHUTENA COJICPKHT
Fc-06macTh ¢ 0HOM WM HECKOBKHMU aMUHOKUCIIOTHBIME 3aMEeHaMHU, KoTopbie oBbimaT ADCC, Hampumep,
3aMeHsI B iotoxkeHusx 298, 333 u/wmu 334 Fe-obmactu (EU-HyMepalus OCTaTKoB).

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS U300peTeHus B Fc-00macT OCYIIECTBISAIOT U3MEHEHHUS, KOTO-
pBIe IPUBOAAT K N3MEHEHHOH (T.€. JINOO MOBBIIICHHOM, TMO0 NOHIKEHHOH) criocoOHOCTH cBsi3bIBaTh Clq u/nnn
KoMIuieMeHT3aBucUMOi riutoTokcuaHoctd (CDC), uro onmcano, Hanpumep, B US Ne 6194551, WO 1999/51642
n y Idusogie u ap., J. Immunol., 164, 2000, c. 4178-4184.

AHTHTENA C YIUIMHEHHBIM BpEMEHEM MOTYXU3HH U MOBBIIIEHHON CIIOCOOHOCTHIO K CBSI3BIBAHUIO C HEOHATAb-
HbIM Fe-penienrropom (FcRn), koTophril oTBeTCTBEH 3a nepeHoc MarepuHckux 1gG amoOpuony (Guyer u mp., J. Im-
munol., 117, 1976, c. 587-593; u Kim u np., J. Immunol., 24, 1994, c. 2429-2434), ommcanst B US 2005/0014934 Al
(Hinton m ap.). DT anTUTENa coaepxar Fc-00macTh ¢ OTHOM MITM HECKOJIBKIUMHE 3aMEHAMH, KOTOPBIE MTOBBIIMIAIOT
cBs3piBanme Fc-o6mactr ¢ FcRn. Ykazanneie BapuanTsl Fc-001acTi BKITFOUAIOT BAPUAHTHI ¢ 3aMEHAMH OJTHOTO WIIH
HECKOJIBKUX CIICAYIOIUX ocTtaTkoB Fc-obmactu: 238, 256, 265, 272, 286, 303, 305, 307, 311, 312, 317, 340, 356,
360, 362, 376, 378, 380, 382, 413, 424 wim 434, Hanpumep, 3ameHy octatka 434 B Fc-o6mactu (US Ne 7371826).

JlommomHUTEIBHEIC IPUMEPHI, Kacaroluecs Ipyrux Bapuantos Fc-o0macTu, onucansl Takxke y Duncan, Na-
ture, 322, 1988, c. 738-740; B US Ne 5648260 u 5624821 u B WO 1994/29351.

r) BapuaHTsl aHTHTEN, CKOHCTPYHUPOBAHHEIC C TOMOIIBIO IIUCTCHHA.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS M300PETCHUS MOXKET OKa3aThCs JKEIATEIBHBIM CO3/1aBaTh aHTH-
TeJa, CKOHCTPYHUPOBAaHHBIC C TIOMOIIBIO IUCTEWHA, HAIpUMep "THOMAT", B KOTOPBIX OJWH WJIH HECKOJBKO OC-
TATKOB B aHTHUTEJE 3aMEHEHBI Ha OCTATKU IMCTEMHA. B KOHKPETHBIX BapHaHTaX OCYIIECTBICHUS H300pETCHHS
3aMEHEHHbBIE OCTAaTKH HAXOIATCS B OCTYNHBIX caiiTax aHTHWTena. [lyTem 3aMeHBI 3THX OCTaTKOB Ha IMCTEHH
PEaKIIMOHHOCIIOCOOHBIE THOJBHBIE TPYIIIHI TOMEIIAIOTCS B JJOCTYITHBIC CAWTHI aHTHTENA W MOTYT MCIIOIb30BaTh-
sl VTSl KOHBIOTAIlNK aHTHUTENA C IPYTUMHU (hparMeHTaMu, TAKUMHU KaK (pparMeHTHI, IPECTaBIAIONNEe COO0H Je-
KapCTBEHHOE CPEJICTBO, MU ()ParMEHTBI, MPEICTABISIOIINE COOOU JTMHKEP, CBSI3aHHBIH C JICKAPCTBEHHBIM CPE/-
CTBOM, C CO3JIJaHHEM MMMYHOKOHBIOTATa, YKa3aHHOT'O HIDKE B HACTOSIIEM ONHMCAHUH. B HEKOTOPBIX BapHaHTax
OCYIIECTBIICHHS] N300peTeHNUs 000 (bIe) OMH MM HECKOJIBKO CIIEIYIOMINX OCTaTKOB MOXET(MOTYT) OBITH 3a-
MeHeH(bl) Ha muctenH: V205 (aymeparus mo Kabory) nerkoit nenm; Al18 (EU-mymepanus) Tsokenon 1enu u
S400 (EU-mymepauus) Fc-o0mactu Tspkenoi memu. AHTHTENa, CKOHCTPYHPOBAHHBIE C TOMOIIBIO IUCTEHHA,
MOJKHO CO3/1aBaTh COTJIACHO METOAY, Hanpumep, onrcanHoMy B US Ne 7521541.

1) [Ipon3BoaHbIC AaHTUTEN.

B HEKOTOpHIX BapHaHTaX OCYIIECTBICHHUS M300PETCHHS aHTHUTENO, MPEACTABICHHOE B HACTOSAIIEM OIIHCa-
HHUH, MOYKHO JOMOJTHHUTEIFHO MOANGMHUIMPOBATE TAKHM 00pa30M, 4TOOBI OHO COAEPIKAIO JOIONHUTEIBHBIC HE-
OenKkoBbIe (hparMeHThI, U3BECTHHIC B TaHHOI 00JAaCTH U JIETKO MOCTymHBIe. PparMeHTsl, IPUTOTHBIC IS IePH-
BaTH3aIlM{ aHTHUTENA, BKIIOYAIOT (HO HE OTPAHWIHMBAACH TOJIFKO MMH) BOJOPACTBOPHMEIE ITOIMMEPHL. [IprmMepa-
MU BOJIOPACTBOPUMBIX TOJIMMEPOB SIBISIOTCS (HO, HE OTPAaHUYMBASCH TOJIHKO UMHU) MOMUATHIICHTINKOIb (I101),
COTOJIUMEPBI  ATHIICHTTHKOJIS/ TIPOTUIICHT KOS, KapOOKCUMETHIIIICIUTION03a, JCKCTPaH, TOJIMBUHUIOBBIN
CIHPT, MOJUBUHILIITHPPOIUAIOH, TOJIHU-1,3-1HOKCOTaH, ou-1,3,6-TpHOKCaH, COTOIMMED ATIIICHA/MaIeHHOBOTO
AHTUAPUJIA, TOTMAMHHOKUCIOTH! (JINOO TOMOTIOIMMEPEI, JINO0 CTATUCTUYCCKHUE COMOIMMEPHI) U EKCTPaH- WIN
ToJ¥( H-BUHIIITHPOIUIOH ) TIOTHATHIICHT THKOJIb, TOMOTIOJIMMEPEI TIPOTIICHTTUKOIIS, COMOIUMEPHI MPOMUICHOK-
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CUJIa/THIICHOKCHU/IA, TTOJIMOKCHATHIIUPOBAHHBIC TIOJIHOJEI (HAIPUMEp, TIUIEPHH), MOJTUBUHUIOBBIA CIIUPT U MX
cMecH. [1oMma THIIEHTITHKOIIb TPOIMOHAIBAET U MOXKET HMETh IPEUMYIIIECTBO NP MIPOU3BOICTBE OJIaroaapst ero
cTabmipHOCTH B Boge. [lomumep MOXKET UMETh J0OYI0 MOJEKYISIPHYIO MacCy U MOXET OBITh pPa3BETBICHHBIM
WIIA Hepa3BeTBICHHBIM. KondecTBO MONMMMEpoB, IPUCOSANHEHHBIX K aHTUTEITy, MOKET BapbUPOBATHCS, U €CIU
TIPHUCOETMHEHO OoJiee OTHOTO MOJMMEPa, TO OHH MOTYT NPEICTABIATh COOOW OJMHAKOBBIC FUIH PAa3IMYHBIC MO-
JIEKyJBl. B 11esoM KoIudecTBO W/MIIN THIT HOJTMMEPOB, IPUMEHIEMBIX U ISPUBATH3AINN, MOXHO OIPEICIISATH C
Y4EeTOM TaKUX OCOOCHHOCTEH (HO, HE OrpaHUYMBASCh TOJHKO WMH), KaK KOHKPETHBIC CBOMCTBA WM (DYHKIIHH
AQHTHTENA, TOJIeKAIINEe YCOBEPIICHCTBOBAHUIO, IPEAIOIAaracTcs U MPUMEHEHHE NPOW3BOJHOTO aHTHUTENA B
TEPAIUH B ONMPEICICHHBIX YCIOBHUSIX H T.JI.

JpyruM BapumaHTOM OCYIICCTBICHUS H300PETCHHUS SIBIITIOTCS KOHBIOTATHI aHTUTEIAa U HEOEIKOBOTO (hpar-
MEHTa, KOTOPhIE MOXKHO H30UpaTeIbHO HATPEeBaTh, BO3NCHCTBYS Ha HEro M3TyYeHHEM. B OJHOM U3 BapHaHTOB
OCYIIIECTBIICHUS] M300peTeHNsT HEOEIKOBBIN (hparMeHT NpeJicTaBisieT co00i yriepoaayto HaHoTpyOky (Kam u ap.,
Proc. Natl. Acad. Sci., USA, 102, 2005, c. 11600-11605). N3nyyeHre MOXET UMETh JTHOOYIO JITUHY BOJIHBI H
BKITIOYAeT (HO, HE OTPAHUYUBASCH TOJHKO MMH) JUIMHBI BOJIH, KOTOPBIC HE TMOBPEKAAIOT OOBIYHBIC KICTKU, HO
KOTOpBIE HArpeBarOT HEOEIKOBHIN (pparMeHT IO TeMIepaTypsl, IPH KOTOPOW YHHUTOXKAIOTCS KIICTKH, OJIMKai-
e K KOHBIOTATy: aHTUTEII0-HEOSIKOBBIN (hparMeHT.

b. MeTonbl pekOMOMHAIINY M KOMITO3HIIHH.

AHTHTEIa MOXKHO TIOJTy4aTh, HCIOIB3Ys METOIBI PEKOMOMHAIINN M KOMITO3UIINY, HATIPIMEp, OMMUCAHHBIC B
US Ne4816567. OnHnM W3 BapuaHTOB OCYIIECTBICHUS M300PETEHUS SIBIISICTCS BBIJEICHHAS HYKJICHHOBAs KH-
ClI0Ta, Koaupyromias antuteno K C5, mpeacTaBiIeHHOE B HACTOSIIEM OMMUCAHUU. J|pyruM BapHaHTOM OCYIIIECTB-
JICHUs U300PETCHUS SBISCTCS BBIICICHHAS HYKICHHOBAS KHCIIOTA, KOTOpas KOJUPYET MOJHUMICNTH, COIepiKa-
mmii BapuaHT Fc-o0macTu wim poauTenbekyro Fc-001acTh, yka3aHHYIO B HACTOSIIEM OIMCAHWU. YKa3aHHAsS
HYKIICUHOBAsI KHCIIOTAa MOXKET KOJUPOBATh aMHHOKHCIOTHYIO MOCJIEIOBATEIBHOCTh, coaepkamy VL, w/wim
AMHHOKHUCIIOTHYIO MTOCJIEIOBATEIBHOCTD, coliepxkanryro VH anTutena (Hanpumep, JETKUE W/WIH THKEIbIC IeTH
anrurena). CleqylomuM BapuaHTOM OCYLIECTBIICHHSI M300pETEHHS SBISCT(I0T)CSl OAUH MJIM HECKOJIBKO BEKTO-
POB (HampuMep, SKCIPECCHOHHBIX BEKTOPOB), KOTOPHIK(E) COAEPKHUT(AT) YKa3aHHYIO HYKJICHHOBYIO KHCIIOTY
Eme ogHuM BapraHTOM OCYIIECTBICHHUS H300PETEHNUS SABIAETCS KICTKA-X03IHH, KOTOPask CONEPKUT YKa3aHHYIO
HYKJICMHOBYIO KHCIIOTY. B OHOM M3 yKa3aHHBIX BapHaHTOB OCYIIECTBIICHHUS M300PETCHHS KIIETKA-XO3SHH CO-
JIEPKUT (HAIIpuUMep, B pe3ybTaTe TpaHcHopMaIii YKa3aHHBIMA BEKTOPaAMH):

(1) BexTOp, comepkamuii HyKJICHHOBYIO KHCIOTY, KOTOpas KOAUPYET aMHHOKHCIOTHYIO ITOCIIEIOBATEIh-
HOCTB, cojiepxantyto VL anTuTena, 1 aMUHOKHUCIIOTHYIO TIOCJIEA0BATEIbHOCTD, cofeprkainyto VH anturena; unu

(2) mepBEIii BEKTOP, COAEpIKAaIIUN HYKIEHHOBYIO KUCIIOTY, KOTOpasi KOAUPYET aMHHOKHCIIOTHYIO MOCIIE/I0-
BaTEIBHOCTh, colepxkamyr VL aHTuUTena, U BTOPOH BEKTOP, COMCPXKAIMA HYKICHHOBYIO KHCIIOTY, KOTOpas
KOJIMPYET aMHHOKHCIIOTHYIO TIOCJIEIOBATENLHOCTD, cojiepikaiyto VH anrurena.

B onHOM 13 BapMaHTOB OCYIIECTBICHUS M300pETEHHS KIIETKA-XO35MH MPEACTaBIsIET cO00 dyKapHoTHIe-
CKYIO KJICTKY, HalpuMmep, KIETKy sIMYHHKa KuTaiickoro xomsuka (CHO) nnn nmumdounanyio KIeTKy (Harpumep,
YO0-, NSO-, Sp20-kierky). OnHUM U3 BapHaHTOB OCYLIECTBICHHS M300PETCHUS SIBISIETCS CIIOCOO ITOJTydCHUS
agTuTena Kk C5, BKIIIOYAIONINA KyJIbTHBUPOBAaHUE KICTKH-X03A1MHA, COAEPIKAIIe HYKIEHHOBYIO KHCIIOTY, KOTO-
past KOOUpyeT aHTHUTEII0, OIMCAHHOE BBIIIE, B YCIOBHUAX, IPUTOTHBIX U SKCIIPECCUH aHTUTENA, U HeoOs3aTelb-
HO BBIZICTICHUE aHTUTENA U3 KIETKU-XO3SMHA (WJIM Cpedbl Ul KyJIbTHBUPOBAHUS KIETKH-X03i1Ha). Jpyrum Ba-
PHAHTOM OCYILECTBIICHHS M300PETEHHUS SIBIISIETCS CIIOCOO MOMYYECHHUS TONHUIIENTHAA, KOTOPHIH COACPKUT BapH-
ant Fc-o6mactu wim poxutensckyio Fc-00macTh, BKITIOYAIONINA KYJIBTHUBHPOBAHHUE KIETKH-XO35SMHA, KOTOpas
COJICPXKHUT HYKICHHOBYIO(bIE) KUCIOTY(bI), KOJUPYIONIYIO(HE) MOIUICITHI, TAKOH Kak aHTuUTeno, Fc-o0macts
win BapuaHT Fc-00yacTy, yka3aHHBIN BBIIIE, B YCIOBHSAX, IPUTOMHBIX JJIS SKCIPECCHH TTOMHUICTITHIA, U HEO0sI-
3aTeNBHO BBIICIICHUC MOJIUTICTITUAA U3 KICTKH-X03s1uHA (MU CPEIbI IS KYJIbTHBHPOBAHUS KICTKHA-XO35HHA).

Jlns pekoMOMHAHTHOTO TONy4eHus aHTtuTena K C5 HyKIeWHOBBIC KUCIOTHI, KOAUPYIOIINE aHTUTEIO, Ha-
MPUMED, OTIMCAHHBIC BBIIIC, BHIACISIOT M BCTPAUBAIOT B OJIMH WIIM HECKOJIBKO BEKTOPOB JUIS JalbHEHIIErO KIO-
HUPOBAHMS W/WJIN SKCIIPECCHHU B KIIeTKe-X03stnHe. J{71si pekoMOMHaHTHOTO 1osry4denus Fc-o06macTi HyKIIenHOBYIO
KHCJIOTY, KOAUpYyIomTyto Fc-001acTh, BRIIENSAIOT M BCTPAUBAIOT B OIWH FIJIM HECKOJBKO BEKTOPOB IS NallbHEH-
IIer0 KJIOHUPOBAHHS W/WIH SKCIPECCHH B KJIETKE-XO35MHE. YKa3aHHYI0 HYKICHHOBYIO KHCIIOTY JIETKO MOYHO
BBIJICJIATh U CEKBEHHPOBATH C HCIIOJF30BAaHUEM OOIICTIPHHATHIX HpoueAyp (Hampumep, IMyTeM HCIIOIB30BAHUS
OJTUTOHYKJICOTHIHBIX 30HIOB, KOTOPHIE 00JIAAal0T CIIOCOOHOCTHIO CHEIM(UICCKH CBSI3BIBATHCS C TEHAMH, KOIH-
PYIOILIMMH TSDKENbIC U JIETKHUE [ETH aHTHUTEIA).

[IpuemieMblie KIETKH-XO035€Ba U KIOHHPOBAHUS WIIM HKCHPECCHH KOTUPYIOIIUX AHTHUTEIO BEKTOPOB
BKITIOYAIOT MPOKAPUOTHYCCKHUE MM 3YKAPUOTHYCCKHE KIICTKH, MPEICTABICHHBIC B HACTOSIIEM OmucaHuu. Ha-
MpUMEp, aHTHTENIAa MOXKHO TTOJTY4aTh B OAKTEPHUSIX, B YACTHOCTH, KOTJa HE TPeOyeTcs TIIMKO3MINPOBAHHUE U CBSI-
3anHas ¢ Fc agdexropras Gpyukus. CBeaeHus 06 3kcnpeccuu pparMeHTOB aHTUTENA U MOTUTICTITHIOB B OaK-
Tepusax cM., Hampumep, B US Ne 5648237, 5789199 u 5840523 (cm. takxke y Charlton B: Methods in Molecular
Biology, mox pen. Lo B.K.C, u3n-Bo Humana Press, Totowa, NJ, 1. 248, 2003, c. 245-254 onucaHue SKCIPECCHH
¢parmenros antuten B E.coli). [Tocne sxcmpeccun aHTUTENO MOXKHO BBIIENATH U3 MACTHl OaKTePHATBHBIX KJIe-
TOK B BHJIE PACTBOPUMON (paKIUX H MOKHO AOTIOTHUTEIEHO OYUIIATh.

[ToMrMO TIPOKAPHOTHYECKUX OPTaHW3MOB B KAa4ECTBE XO35I€B, MPUTOMHBIX U KIOHHUPOBAHUS HIIH IKC-
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MPECCUH IIa3MUJl, KOTOPhIC KOJUPYIOT aHTUTENA, MOKHO HCIOJBH30BATh FYKAPUOTHICCKUE MHUKPOOPTAHU3MEI,
TaKye KaK HUTYATBIC TPUOBI WK JPOXKKH, BKIIFOYAs IITAMMBI TPHOOB U APONKOKEH, TYTH TIHMKO3WINPOBAHUS KO-
TOPBIX OBLIH "TyMaHU3UPOBAHBI", UTO TIO3BOJIIET MMOJTyYaTh aHTHTENO C YACTHYHO FUTH TTOJTHOCTBHIO YEIOBEUECKOM
cxeMoit rimkosmmpoBanus (cMm. Gerngross, Nat. Biotech., 22, 2004, c. 1409-1414 u Li u ap., Nat. Biotech., 24,
2006, c. 210-215).

KrneTku-xo3seBa, KOTOpBIE MOXHO HCIOIB30BAThH ISl SKCIIPECCHH TJIMKO3WIMPOBAHHOTO aHTHUTENA, TOTY-
YaroT TaK)K€ W3 MHOTOKJICTOYHBIX OPTaHW3MOB (OECIO3BOHOYHBIX W IMO3BOHOYHBIX JKHBOTHEIX). [Ipumepamu
KJIETOK OECITO3BOHOYHBIX SIBIISTIOTCS] KIETKH HACEKOMBIX, a TaKXKe MOYXHO IMPUMEHATH KJIETKH pacTeHui. brum
BBISIBIICHBI MHOTOYHCIICHHBIC MITAMMBI 0aKyJIOBHPYCOB M COOTBETCTBYIONINE IPUTOJHBIC ISl HUX B Ka4eCTBE
X03sI€B KJICTKH HACEKOMBIX, IIPEIKAC BCETO I TpaHCeKImu KiaeTok Spodoptera frugiperda.

B kayecTBe X035€B MOXXHO MPHUMECHSTH TaKXKe KYJIbTYPHl PACTHTECIBHBIX KICTOK (cM., Hampumep, US
Ne 5959177, 6040498, 6420548, 7125978 u 6417429 (onmcanue texuonoruu PLANTIBODIES mis momy4yeHus
AHTHTEIN B TPAHCTCHHBIX PACTCHHUSAX)).

B kadecTBe X035€B MOXHO HPUMCHATH TAaKXKE KIICTKU MMO3BOHOYHBIX. Hampumep, MOKHO HCIONIB30BATh
KJICTOYHBIC JIMHUU MJICKOTIUTAIOIINX, KOTOPhIC aJaTHPOBAHBI K POCTY B CYCHEH3HH. J[pyruMu mpuMepamu MpH-
E€MIIEMBIX JTMHUH KJIETOK-X035I€B MJICKOMUTAONINX SBIIOTCS JIMHUS KIIETOK Mmouku 00e3bssHel CV1, Tpanchop-
mupoBanHas ¢ nomormibio OB40 (COS-7); muausa kieTok modku 3mOpuona denoeka (HEK 293-knetkm wmun
KIIETKH TMHUHU 293, onucanHble, HanpuMep, y Graham u ap., J. Gen. Virol., 36, 1977, c. 59-74); kIneTKH MOYKH
netenbima xoMmsaka (BHK); kirerku Cepronu meimmm (TM4-kneTku, onricanHble, HanpuMep, y Mather, Biol. Re-
prod., 23, 1980, c. 243-251); xneTkn mouku 00e3bstHbI (CV1); KIETKH MOYKH adpUKAHCKOHN 3eTI€HOW MapTHIIITKH
(VERO-76,); knetkn kapuuHombl mieiikn matku denoBeka (HELA); knerkn mouku cobakn (MDCK); xiretkn
neueHu Obrabed Kpbickl (BRL 3A); wiretku nerkoro yenmoeka (W138); xietkn meyenu uenoeka (Hep G2);
KJICTKH OIMyX0Jd MOJIO4YHOH sxene3bl Mei (MMT 060562); xnetku TRI, onucannbie, Hanpumep, y Mather u
Ip., Annals N.Y. Acad. Sci., 383, 1982, c. 44-68); xietku MRC 5 u xierku FS4. JIpyruMu leHHBIME JINHUSIMA
KJIETOK-XO035I€B MJICKOTIMTAIONINX SIBISIIOTCS KIIETKU SIMYHMKA KuTaiickoro xomsuka (CHO), sximouass DHFR-
CHO-knetku (Urlaub u mp., Proc. Natl. Acad. Sci., USA, 77, 1980, c. 4216-4220); 1 KJIETOYHbIEC JIMHUA MHEIIO-
MBI, Takue kak Y0, NSO u Sp2/0. O630p KOHKPETHBIX JIMHUH KIETOK-X035€B MIEKOTIMTAIOIINX, KOTOPHIE MOKHO
MIPUMEHSITH JJIs TIPOM3BOJICTBA aHTHTEN, CM., HanmpuMep, v Yazaki 1 Wu, B: Methods in Molecular Biology mox
pen. B.K.C. Lo, uzn-Bo Humana Press, Totowa, NJ, T. 248, 2003, c. 255-268.

[onmmknoHampHBIE aHTUTENA MPEAIOYTUTENFHO BBIPAOATHIBAIOTCS Y JKUBOTHBIX ITOCIE HECKOJIBKUX MOJ-
KOXHBIX (SC) HJIM BHYTPUOPIOMNWHHBIX (ip) HHBEKIIUH PEeIEBAHTHOTO aHTHUTENA U albloBaHTa. MOKHO KOHBIOTH-
pOBaTh PEICBAHTHBIA AHTHTCH C OSIKOM, HIMMYHOTCHHBIM JUIS MOJUICKAINIETO MMMYHH3AIUN BUA, HATIPUMED,
TEeMOI[MAHUHOM JUM(BI YIIUTKH, CHIBOPOTOYHBIM ATbOYMUHOM, OBIY6UM THPOTJIOOYITHHOM WIIA COCBBIM MHTHOU-
TOPOM TPHIICUHA, C UCTIOIHF30BaHIEM OM(YHKIIMOHAILHOTO WIH JEPUBATH3UPYIONIETO arcHTa, HAPUMep, CI0XK-
HOTO CYIb(pOCYKIIMHUMUAHOTO d(dupa MarenumMumoOeH3omwIa (KOHBIOTAIMS dYepe3 OCTATKA IUCTEHHA),
N-rHIpOKCUCYKIIMHIUMUIA (KOHBIOTAIVSI Yepe3 OCTATKH JIU3UHA), TITYTapOBOTO ajbJCTHIa, SHTAPHOTO aHTHIIPH-
na, SOCl, wiun RIN:C:NR, rze R u R' 0603Hauator pa3nuYHbIE aJKWIBHBIE TPYIIIHL.

JKuBOTHBIX (KakK MPaBHIIO, MJIEKOMUTAIOIINX KPOME YeJOBEeKa) MIMMYHH3UPYIOT C MCIIONB30BAaHUEM aHTHU-
TeHa, IMMYHOTCHHBIX KOHBIOTaTOB MM MPOM3BOAHBIX ITyTeM oObenuHeHus, Hampumep, 100 mwmm 5 Mkr Oenka
WM KOHBIOTaTa (11 KPOJMKOB M MBIIMIEH COOTBETCTBEHHO) C 3 o0BbeMaMM MOJHOTO axbioBaHTa DpeitHma u
OCYILECTBIISIIOT BBEICHNE PACTBOpa BHYTPHUKOXKHO B HECKOJIBKO MecT. Yepe3 1 MecsI] )KHBOTHBIX HOIBEPTaiOT
OycTepHOH BakIMHAIWK (PEBaKIMHALMK) C WCIOJb30oBaHUeM OT 1/5 mo 1/10 MCXOAHOTO KOJNMYEeCTBa TENTHIA
WIA KOHBIOTaTa B IIOJIHOM aibloBaHTe DpeiiHna mMyTeM MOJKOKHOW WHBEKIIMA B HECKOJNBKO MecT. Uepes
7-14 nHeit moiryyaroT 0Opa3Ibl KPOBU JKUBOTHBIX M OIICHUBAIOT B CHIBOPOTKE TUTP aHTUTENA. JKUBOTHBIX IOJ-
BEPraroT PEBaKIMHAIIMH BILIOTH JO BBIXOJA TUTPA Ha IUIATO. [IpEAMOYTHUTEIHHO KUBOTHBIX PEBAKIUHUPYIOT C
UCIIOJIb30BAHUEM KOHBIOTAaTa, B KOTOPBIA BXOJUT TOT )K€ aHTUTCH, HO KOHBIOTHPOBAHHBINA C JAPYIHM OCIKOM
W/WIIK 4epe3 APYroi MepeKPECTHOCIINBAIIUI peareHT. KOHBIOraThl MOJKHO MOJIYYaTh TAKKE B PEKOMOWHAHT-
HOW KIJICTOYHOH KyIbTYpe B BUJE OCIKOBBIX CiusHU. Kpome Toro, arperupyromye areHThl, TaKie Kak KBacIbl,
MOJKHO IIPUMEHSITH AJIS1 YCHJICHHSI IMMYHHOTO OTBETA.

MOHOKIIOHAJIFHBIE aHTUTENA MOTyYaloT U3 MOIYIANNN MPAaKTHYECKH TOMOTEHHBIX aHTHTEN, T.€. HHAUBHU-
IyaJbHBIC aHTHUTENA, BXOISIINE B MOMYJISIINIO, HACHTUYHBI 32 MCKIIOYEHHEM BO3MOXKHBIX BCTPEHUAIOIINXCS B
€CTECTBEHHBIX YCIIOBHSIX MYTAalldil W/IIN MOCT-TPAHCISANMOHHBIX MOAWGUKAIMKA (HAIpUMep, W30MEepH3aliH,
aMHUIUPOBaHUA), KOTOPbIE MOTYT IPHUCYTCTBOBAaTh B MHHOPHBIX KonmdecTBax. [IpuiararensHoe "MOHOKIIOHAb-
HBIH" CBUICTENBCTBYET O TOM, YTO AHTUTEJIO HE TMPHCYTCTBYET B CMECH Pa3IIMYHBIX aHTHUTEI.

Hanpumep, MOHOKIOHAJBEHBIC aHTUTENA MOXKHO TMOJYYaTh, MCIONB3Ysl METOJ THOPHIOM, BICPBBIC OITHU-
cannbiii Kohler u mp., Nature, 256(5517), 1975, c. 495-497. [lpu ocyIIecTBICHUS METOIA THOPUA MBIIIb WA
JPYTo€ MPUTOJTHOE B KAYCCTBE XO35IMHA XKHUBOTHOE, TAKOE KaK XOMSK, HIMMYHHU3HPYIOT COTJIACHO OMHCAHHOMY
BBIIIIC METOJY JJIS BRIPAOOTKH JIUM(OLUTOB, KOTOPHIC MPOAYIMPYIOT WU 00JAJal0T CIIOCOOHOCTBIO MPOAYIIH-
pOBaTh aHTHTENA, CICHU(UICCKH CBS3BIBAIOIIHNECCS C OCIKOM, IPUMCHIEMBIM TSI HMMYHHU3alUU. AJTbTCPHATHB-
HO 3TOMY JIUM(OIUTHI MOXXHO UMMYHH3HPOBATH in Vitro.

VIMMyHU3UpYIOMKi areHT T0JDKeH, KaK MPaBUIIo, BKIIIOYATh aHTUTCHHBIN OCJIOK FIUTH €TO CIIUTBHIA BapHaHT.
Kax mpaBuio, npumeHstoT 1u60 JuMdoruTsl nepudepudeckoit kposu (PBL), ecu TpeOyroTCs KIIETKH YeloBe-
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YECKOTO MPOUCXOKACHUS, JINOO MPUMEHSIOT CEJIC3CHOYHBIC KICTKH WM KICTKH JTUM(ATHICCKUX Y3JIOB, €CIH
HUCTOYHUKAMHU SIBJISIOTCS MIICKOIHUTAIONINE KPOME YeJOBEeKa. 3aTeM JIMM(OUUTHI CIUBAIOT C HMMOPTAIIU30BaH-
HOW KJIETOYHOH JMHHEH C IMOMOIIBIO MPUEMIIEMOTO areHTa sl CIHSHUS, TAKOTO KaK IMOJIMATHICHIJIUKOIb, C
nosydeHrneM kietku rudpugomel (Goding, Monoclonal Antibodies: Principles and Practice, n3n-Bo Academic
Press, 1986, c. 59-103).

WmmopTanm3oBaHHBIE KJIETOYHBIC JHHHUM, KaK IPAaBHIO, MPEACTABIAIOT cOo00H TpaHcHOpMUPOBAHHEIC
KJIETKH MJICKOITUTAIONINX, MPEXKEe BCETO KIETKH MHUEIOMBI TPHI3YHOB, OBIKOB W deioBeka. Kak mpaBmio, mpu-
MEHSIOT KPBICHHBIC WJIM MBIIIMHBIC KICTOYHBIE JTHHUN MUEIOMBI. [lomydeHHbIe TaKUM 00pa3oM KIIETKH THOpH-
JIOMBI BBICEBAIOT U BBIPAIIMBAIOT B TPUCMIICMON KYIbTYPaJIbHOH cpelle, KOTopasi MPEIIOYTHTEIEHO COMCPHKHUT
OJTHY WU HECKOJIBKO CYOCTaHIUH, KOTOPhIe MHTHOUPYIOT POCT WM BBDKMBAHUC HECIUTHIX POAUTEILCKUX KIIe-
TOK MUEIIOMBI. HampuMep, ecnu B POIUTENBCKUX KICTKaX MHEIOMBI OTCYTCTBYET (DEPMEHT T'MIIOKCAHTHUHTYa-
HuHpochopudosznmnrpanchepaza (HGPRT unn HPRT), To kynbrypansHas cpena Juisi THOPHIOM, Kak IpaBHIIo,
BKITIOYACT THUIMOKCAHTHH, amuHonTepuH u tumumuH (HAT-cpena), T.e. cyOCTaHIMM, KOTOPBIC MPEMATCTBYIOT
pocty kieTok ¢ nepurnmurom HGPRT.

[IpennoYTuTeNsHBIMH UMMOPTAJIH30BaHHBIMU KJIETKAMHA MHUEIIOMBI SBISIFOTCA KJIETKH, KOTOPHIE MOYKHO
3¢ (eKTUBHO CIMBATh, KOTOPHIEC IMOANCPKUBAIOT CTAOWMIBHBIA BRICOKHH YPOBEHB NPOW3BOJICTBA aHTUTENA OTO-
OpaHHBIMY AaHTHUTEIOTPOAYIIUPYIONIMMH KIETKaMU ¥ 00J1aIaf0T TyBCTBUTEIHHOCTRIO K cpefie, Takoit kak HAT-
cpena. Cpenu HUX MPEONOYTHTENFHBIMHU SIBIISIOTCS MBIIIUHBIC JTHHUHA MHEJIOMBI, HAaIlpHMep, NOJIy4YCeHHBIE 3
MBIIUHBIX omyxosied MOPC-21 u MPC-11, kotopbie MOkHO moydath oT ¢hupmsel Salk Institute Cell Distribu-
tion Center, Can-/luero, mrt. Kanmudopuus, CIIA, u SP-2-kneTkn (M WX NpOU3BOAHBIE, HampuMmep, X63-Ag8-
653), KOTOpble MOYKHO MOIYYaTh U3 AMEPUKAHCKOW KOJJIEKIMH TUIOBBIX KyIbTyp, MaHaccac, mT. Bupmxunus,
CIIIA. Takxxe omnucaHbl KJIETOYHBIC JUHUU YEJIOBEUECKOW MHUEIOMBI U MBIIIMHOW-YEI0BEUECKON TeTepOMHUENIO-
MBI, KOTOPhIC MOKHO HMPUMCHSTh ISl TIPOU3BOJICTBA YEIOBEYCCKHX MOHOKIOHANBHBIX aHTuTen (Kozbor u mp.,
J. Immunol., 133(6), 1984, c. 3001-3005; Brodeur u ap., Monoclonal Antibody Production Techniques and Ap-
plications, uzn-Bo Marcel Dekker, Inc., New York, 1987, c. 51-63).

KynbrypansHyio cpemy, B KOTOPOH BBIPAIIHBAIOT KJICTKH THOPHIOMEBI, OICHUBAIOT B OTHOIICHUH IPOM3-
BOJICTBA MOHOKJIOHAIBHBIX aHTHUTENI MPOTHB aHTUreHa. [IpennodTurensHo crienuuIHOCTh CBSI3BIBAHUS MOHO-
KJIOHAJIBHBIX aHTUTE, IPOLYIHUPYEMBIX KIETKAMH THOPHUIOMBI, OTIPEIENIAIOT ¢ IOMOIIBI0 HMMHOMPEIHITATAIINN
WIM aHalli3a CBSA3BIBAHUSA in Vitro, Takoro kak paaunonmmyHoaHanu3 (PUA) wimm tBepmodasubiii umMMmyHOdEp-
MeHTHBIN aHamu3 (ELISA). Yka3aHHbIE METOJIMKN U aHAIW3bI H3BECTHHI B TaHHOH obnactu. Hampumep, adhdun-
HOCTH CBSI3BIBAHHS MOKHO OTPEIENIATH C Mmomombio aHanmm3a CkdTdapma, onmucanHoro y Munson, Anal. Bio-
chem., 107(1), 1980, c. 220-239.

IMocne TOro Kak yCTaHOBJICHO, YTO KJICTKH THOPUAOM MPOIYIUPYIOT aHTHTENA TpeOyeMol crenupuaHo-
ctd, apPUHHOCTH W/WITH aKTUBHOCTH, KJIOHBI MOXKHO CYOKJIOHHPOBAThH, HCIOIB3Ys MPOIECTYPHl CEPHIHOTO pas3-
BEJICHUS, W BBIPAIIMBATH C MOMOINBIO CTaHAApPTHRIX MeTonoB (Goding, Beime). [IpuemiiemMble s 3TOH enu
KyJIbTypaJIbHBIE CpeJbl BKIOYAIOT, HanpumMep, cpeny D-MEM wim RPMI-1640. Kpome Toro, kineTkn rubpuio-
MBI MOYKHO BBIPAIIIUBATH iN ViVO B BUJC OIyXOJICH B MICKOITUTAONTHUX.

MOHOKIIOHAJIFHBIE aHTUTENA, CEKpEeTHpyeMble CyOKJIOHAMH, MOXKHO OTACIATH OT KyJIbTYpajbHOI Cpensbl,
ACIIUTHON XMIKOCTH WIH CBIBOPOTKH C ITOMOINBIO OOMICTIPHHATHIX HPOLIEAYP OYHCTKH HMMYHOTJIOOYITHHOB,
TaKuX, HalpuUMep, Kak xpoMarorpadus Ha O6emok A-cedapose, THAPOKCHANATUTE, Telb-dJIeKTpodopes, auains3
nnn adhpurHAsS XpomaTorpadus.

AHTHTEIa MOXXHO IMONyYaTh IyTeM UMMYHHU3AIHMH [IPUEMIIEMOTO KUBOTHOTO-XO35SMHA aHTUTeHOM. B on-
HOM W3 BapHaHTOB OCYIICCTBICHHS H300PETCHHS aHTUTCH MPEICTABISACT COOOU MONUMENTHI, COACPIKAIIUN
noJaHopa3MepHbIi CS5. B 0HOM U3 BapHaHTOB OCYIIECTBIICHUS M300pPETEHUS aHTHICH MPEICTaBISIeT cO00i mo-
munentn, conepxamuit 0era-en (SEQ ID NO: 40) C5. B onHOM M3 BapHaHTOB OCYIIECTBICHUS M300pETCHHUS
AHTHICH MPEJCTaBIICT co00M monumenTu, conepxkamuit MG1-MG2-nmomen (SEQ ID NO: 43) 6era-uenu C5. B
OJTHOM W3 BapUAHTOB OCYILICCTBICHUS M300PETCHHS aHTUTCH MPEJCTABIsICT COOOW MONUIEITH, COMCPIKAIIHIA
MG1-nomen (SEQ ID NO: 41) 6era-uenn C5. B ogHOM M3 BapHaHTOB OCYIIECTBICHHUS M300pETEHHS aHTUTCH
MPEACTaBISIET COOON MOJHIIENITH I, COAECPXKAIINN 00IaCTh, COOTBETCTBYIOIIYIO AMUHOKICIIOTAM B ITOJIOKEHHSIX
19-180 Geta-tien C5. B ogHOM M3 BapuaHTOB OCYIIECTBICHUS N300pETEHUS aHTUTECH MPEJICTABISIET COOOM TI0-
JUTETITHI, CONEPKaTUii 007aCTh, COOTBETCTBYIONTYI0 aMUHOKHUCIIOTaM B MoJiokeHusx 33-124 Gera-nienu C5. B
OTHOM W3 BapMaHTOB OCYIIECTBICHUS M300PETCHHS aHTUTEH NPEICTaBIsIeT cOOOW MONUIENTH, COACPKAIIHA
1Mo MeHbIled Mepe oauWH (parMeHTt, BBHIOpaHHBIM W3 aMUHOKHUCIOT 47-57, 70-76 m 107-110 OGera-tieru
(SEQ ID NO: 40) C5. B ogqHOM M3 BapHaHTOB OCYIIECTBJICHUS U300pPETCHUSI aHTUTEH MPEICTABIISIET COOO0M TO-
JUIENTH, coaepxkanuii pparment 6eta-nienn C5, KOTOPBIH COACPIKUT IO MEHBIICH MEpe OJHY aMUHOKHCIIOTY,
BBIOPAHHYIO M3 TPYIIBI, KOoTOpast coctout u3 Thrd7, Glud8, Ala49, Phe50, Asp51, Ala52, Thr53, Lys57, His70,
Val71, His72, Ser74, Glu76, Val107, Ser108, Lys109 u His110. B ogHOM M3 BapHaHTOB OCYIIECTBICHHS H30-
OpeTeHUS aHTUTCH MPEICTABISCT COOOM MONHITENTHI, conepxkamuii Gpparment dera-neru C5, KOTOPHIH comep-
JKUT TI0 MEHBILIECH Mepe OJHYy aMHHOKHCIOTY, BBHIOpaHHYIO M3 TpYyHIIB, KoTopas cocTouT u3 Glu48, Asp5l,
His70, His72, Lys109 u His110. I[Toq o0bem u300peTeHHs MOANAIAIOT TaKKe aHTUTENa, NMOJyYEHHbIE ITyTeM
MMMYHHU3AIMH )KHBOTHOTO aHTHT'CHOM. AHTHTENIa MOTYT 00ajaTh MHINBUAYAIHHO MM B KOMOWHAIMA JIFO00H
13 0COOEHHOCTEH, KOTOPBIE ONMCaHBI BhINIe B pa3zaeine "[Ipumeps! anturen k C5".

-36 -



041632

B. Ananussl.

[IpencraBneHHbIE B HACTOSIIEM ONMCAHUM aHTHTeNa K C5 MOXXHO MACHTH(HUIMPOBATH, OCYIIECTBIATh UX
CKPHHUHT WIN XapaKTepPHU30BaTh UX (PU3NIECKHUE/XMMHUICCKHE CBOWCTBA W/MIIM BUABI OMOJIOTHYECKON aKTHBHO-
CTH C TIOMOIIBIO Pa3IMIHBIX aHAJN30B, U3BECTHBIX B TaHHOW OOJIACTH.

1. AHanmu3BI CBA3BIBAHUSA U IPYTHE aHAIH3HI.

CorylacHO OJHOMY U3 00BEKTOB M300pPETEHHS aHTUTEINO, NMpeAiaraeMoe B H300pETeHNH, TECTUPYIOT B OT-
HOIIEHWH aHTHUTE€HCBS3LIBAIONIEH aKTHBHOCTH C MCIIOJb30BAaHHEM HM3BECTHBIX METONOB, Taknx Kak ELISA, Bec-
tepH-OnoTTHHT, BIACORE® 1 T.1. B 01HOM 13 00bEKTOB M300peTEHHS ONINIETITHI, COJCprKaliii Bapuant Fe-
obmacTh, TmpemIaraeMblii B HM300pETCHHWH, TECTHPYIOT B OTHOIICHHWH AaKTHBHOCTH CBS3BIBAHHUSA C €r0
Fc-penentopoM ¢ mOMOIIBIO U3BECTHBIX METOOB, Takux kak BIACORE® u T.x1.

CornacHo apyromy oO0BEKTy M300peTEHHSI MOKHO HCIIONIB30BaTh aHAIN3BI B YCIOBUSAX KOHKYPECHIIUH IS
UIeHTU(HUKALUKN aHTUTENa, KOTOPOe KOHKYpUpYET 3a cBsi3biBaHue ¢ C5 ¢ moObM anturenoMm k C5, mpenacras-
JICHHBIM B HACTOSILIEM ONHCAHUHM. B HEKOTOPHIX BapHaHTAaX OCYLIECTBICHHS H300pEeTEHMs, KOTJa yKa3aHHOE
KOHKYpHPYIOIIee aHTUTEJIO0 IPUCYTCTBYET B M30BITKE, OHO OJOKMpYET (HalmpHMep, CHHXKAeT) CBA3bIBaHHE pede-
peHc-antuTena ¢ C5 mo menbpmei mepe Ha 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75% wnu 6onee. B
HEKOTOPBIX CIyYasiX CBSI3bIBAHHUEC HHTHOUpYyeTcs 10 MeHbIIei mepe Ha 80, 85, 90, 95% wunu 6onee. B HEKOTOPBIX
BapUaHTaX OCYILIECTBICHHUS M300pETeHNUs yKa3aHHOE KOHKYPUPYIOIIee aHTUTEIIO CBSA3BIBACTCS C TAaKUM K€ DIIH-
TOTIOM (HampUMep, JTHHSHHBIM WIH KOH(POPMAIIMOHHBIM 3IHUTOTIOM), C KOTOPBIM CBSI3BIBaeTCs aHTHTENO K C5,
MIPEICTaBICHHOE B HACTOSIIEM ONMMCaHWU (Hampumep, antuteno k C5, ommcanHoe B Tabi. 2). [ToapobGHoe omm-
CaHMe MIPHUBEICHHBIX B KAYECTBE NMPHMEPa METOI0B KapTHPOBAHMUS AIIHUTOIA, C KOTOPBIM CBSI3BIBACTCSI AHTUTEIIO,
npencrasieHo y Morris, Epitope Mapping Protocols, B: Methods in Molecular Biology, T. 66, n3n-so Humana
Press, Totowa, NJ, 1996.

B kxadecTBe mpuMepa aHaJIM3a B YCIOBUSAX KOHKYPEHIIMH MMMOOWIN30BaHHBIH C5 WHKyOHUPYIOT B pacTBo-
pe, cozeprKalieM nepBoe MeueHOe aHTUTENO0, KOTOpoe cBsi3bIBaeTcst ¢ C5, 1 BTopoe HeMEUYeHOe aHTUTENO0, TToA-
JeXxallee TECTUPOBAHUIO C OTHOLIEHHH CIIOCOOHOCTH KOHKYPHPOBATh C IEPBHIM aHTHUTEJIOM 3a CBSI3BIBAHHE C
C5. Bropoe aHTHTENO MOXKET IPHCYTCTBOBATh B CyNepHAaTaHTe TMOPHIOMBL. B kadecTBe KOHTPOJIST HMMOOWIH-
30BaHHBIH C5 MHKYOHPYIOT B pacTBOpeE, CO/IEpIKAIEM NepBOE MEUCHOE aHTHUTENIO0, HO HE BTOPOE HEMEUEHOe aH-
tureno. [Tocie nHKyOanuy B yCIOBUSIX, TPUEMIIEMBIX JUTS CBSI3bIBAHMS 1epBoro aHtutena ¢ C5, n30BITOK HECBS-
3aHHOTO AHTHTENA YNAIAIOT W M3MEPSIOT KOJMYECTBO METKH, aCCOIMMPOBAHHOW ¢ MMMOOMIM30BaHHBEIM CS5.
Ecnu xonmuecTBO METKH, aCCONMUPOBAHHON ¢ MMMOOMIN30BaHHEIM C5, CyIIIECTBEHHO CHMXKAETCS B TECTUpYe-
MOM 00pa3Ie 1o CPaBHEHHUIO C KOHTPOJIBHBIM 00Pa3IioM, TO 3TO CBHIACTEIHCTBYET O TOM, YTO BTOPOE aHTHTEIO
KOHKYPHPYET C TIEPBBIM aHTHUTENIOM 3a cBsa3biBanue ¢ C5 (cm., Hanpumep, Harlow u Lane, Antibodies: A Labora-
tory Manual, rmaBa 14, u3n-Bo Cold Spring Harbor Laboratory, Cold Spring Harbor, NY, 1988).

Jpyrum mpuMepoMm aHanu3a B yclnoBHAX KoHKypeHIMHu sBisercda BIACORE®-ananus, mo3Bossromuil
OIICHUBATh CIIOCOOHOCTH TECTHUpyeMoro aHTuTena k C5 KOHKypupoBaTh 3a cBsi3biBaHue ¢ C5 co BTopheiM (pede-
penc) aatutenoM k C5. B cnenyromem BaprHanTe OCyIIECTBICHHUS H300pEeTEHNs, B KOTOPOM IMPUMEHSIOT yCTPOii-
ctB0 BIACORE® (nanpumep, BIACORE®3000) cornmacHo pekoMeHaanusaM npousBoautess, 6emok C5 "3axBa-
ThiBatoT" Ha CM5-ynme BIACORE® ¢ momoImpio cTaHAapTHOTO METO/a, M3BECTHOT'O B JIAHHOHM o0iacT, AJIs
co3manus okpeITor C5 moBepxHOocTH. Kak mpaBmito, KoamdecTBO HMMOOMIN30BaHHOTO Ha dume C5 MomKHO
cootBercTBOBaTh 200-800 pe3oHaHCHBIM eaMHHMIAM (KOJIMYECTBO, KOTOPOE 00ECIeUMBAET JETKO H3MEpseMbIe
YPOBHH CBSI3BIBaHUS, HO KOTOPOE MOXKET JIETKO HACHIIATHCS TECTHPYEMbIM aHTHTENIOM B NMPUMEHSEMBIX KOH-
HeHTpanusx). /IBa anTurtena (T.e. TECTHpyeMoe M pedepeHC-aHTHTENO), /Ui KOTOPBIX TpeOyeTcs OLEHHBAThH
CIIOCOOHOCTH KOHKYPUPOBATH JIPYT C APYIOM, CMEIIMBAIOT B MOJSIPHOM COOTHOLICHUH CaiTOB CBsI3bIBaHMs 1:1 B
npurogHoM Oydepe, nomyyast cMech 1 TectupoBanus. [Ipu pacdyere KOHIEHTpaunii HA OCHOBE CalTOB CBSI3bI-
BaHU 32 MOJIEKYJIPHYIO MacCy TECTUPYEMOTO TN pedepeHc-aHTHTEeIa MPHHUMAIOT TIOTHYIO MacCy COOTBETCT-
BYIOIIIETO aHTUTENA, NEJICHHYIO0 Ha KOJMYECTBO CalTOB cBA3bIBaHM C5 Ha anTHTene. KoHIEHTparus Kaxxaoro
aHTuTena (T.€. TECTUPYEMOTO U pedepeHC-aHTHTEa) B CMECH JIJIST TECTUPOBAHUS JOJKHA OBITh JOCTATOYHO BBI-
COKO¥ /IS TOTO, YTOOBI JIETKO HACHIIIATh CAalWTHI CBA3BIBAHMSA IS ATOTO aHTHTENa Ha MojeKkynax C5, "3axBaueH-
HbIX" Ha BIACORE®-unne. Tectupyemoe aHTHTENO U pe)epeHC-aHTUTENIO B CMECH MIPUCYTCTBYIOT B OJIMHAKOBOM
MOJISIPHOM KOHIIEHTpaImy (Ha OCHOBE CANTOB CBSI3BIBAHMS), KaK MPaBUIIo, cocTaBistomie ot 1,00 mo 1,5 MxM (Ha
OCHOBE CalTOB CBS3bIBaHMA). [IpUTOTAaBINBAIOT TaK)Ke OTACIBHBIE PACTBOPHI, COJEPIKAIIIE TOIBKO TECTUPYEMOe
AQHTHUTENO W TOJNBKO pedepeHC-aHTHTEeNO. TecTHupyeMoe aHTHUTENO M pedepeHc-aHTUTEeNO0 B 3TUX PacTBOpax
JIOJDKHBI HaXOJIUTHCSI B TAKOM K€ Oydepe M B TaKUX K€ KOHLEHTPAIMIX M YCIOBUSIX, YTO M B CMECH JJISI TECTH-
poBaHms. CMech U TECTUPOBAHUS, COIEPKALIYIO TECTUPYEMOE aHTUTENO U pedepeHC-aHTUTEINO, TPOIYCKaloT
o roBepxHocTH MOKphIToro C5 BIACORE®-unna u perucTpupyroT oOInid ypOBEHb CBS3bIBAHUS. 3aTEM UHII
00pabaThIBalOT TaKMM 00pa3oM, YTOOBI yJaliTh CBS3aHHOE TECTHPYEMOe HIIH pedepeHc-aHTUTENI0 Oe3 MoBpekK-
neHus ceszanHoro ¢ yuroM CS. Kak mpasuiio, 3To ocymecTBistor myreM odopadorku unna 30 MM HCI B Teue-
Hue 60 c. 3aTeM MPOMYyCKalOT PacTBOP, COAEPKAIIUN TOIBKO TECTUPYEMOE aHTHUTENO0, IO MOKphIToi C5 moBepx-
HOCTH M PETUCTPUPYIOT YPOBEHb CBS3bIBaHMs. I cHOBa 00pabaThIBaIOT JUIs MOJHOTO YIAJICHUS CBSI3aHHOTO
aHTHTEINa, He IOBPEXXIast CBA3aHHBIN ¢ yumoM C5. 3aTeM MpoIycKaloT pacTBOP, COMEPIKAIIIHA TOIBKO pedepeHc-
AQHTHTENO, TI0 TIOKPHITON C5 MOBEpXHOCTH U PETHCTPUPYIOT YPOBEHB CBs3bIBaHUS. 1lociie 3TOro paccUnTHIBAIOT
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TEOPETHICCKH MAKCUMAaJIbHO BO3MOXHEIH YPOBCHB CBS3BIBAHUS JJISI CMECH TECTHPYEMOTO aHTHTENa U pede-
pEHC-aHTHTEAa, KOTOPEIA MPENCTABIACT CO00I CyMMY YPOBHEH CBS3BIBAHUS IS KAXKJIOTO aHTHTENA (T.e. TCCTHU-
pyeMoro aHTuTena u pedepeHc-aHTuTeNa) IpH MPOIMYCKAHIH MX 0 HOKPBITOX C5 MOBEpPXHOCTH MHIMBHIYab-
HO. Ecnm ¢akTHueckn M3MEpPEHHBIH yPOBEHB CBSI3BIBAHUS I CMECH OKAa3bIBAaeTCS MCEHBIIE, YeM YKa3aHHBIN
TEOPETHICCKUNA MaKCHUMYM, TO TECTHPYEMOE aHTUTENI0 U pedepeHc-aHTUTEN0 KOHKYPHPYIOT APYT C APYTOM 3a
cBs3piBanne ¢ C5. Tak, kak mpaBuUiIo, KOHKYPHPYIOIIee TeCTUpyeMoe anTuTeso k C5 npeacrapiseT co00i aHTH-
TEJO0, KOTOPOE JOJDKHO CBs3bIBaThes ¢ CS5 mo maHHbIM omnmcanHOro Bhiie BIACORE®-ananu3a OnokupoBaHHs
TakKUM 00pazoM, YTO TpU TPOBEIACHHUN aHAIN3a M B MPUCYTCTBUH pedepeHc-aHTuTena kK C5 M3MEepeHHBIH ypo-
BeHb CBs3bIBaHMA cocTaBisieT oT 80 mo 0,1% (mampumep, ot MeHee yeM 80 1o 4%) OT TEOPETHUECKOTO MaKCH-
MaJIbHOTO YPOBHS CBSI3BIBaHMA, KOHKpETHO, oT 75 1o 0,1 % (mampumep, ot 75 mo 4%) OT TEOPETHIECKOTO MaK-
CUMaJIbHOTO YPOBHS CBSI3BIBaHUs, M Ooyiee KOHKpeTHO, oT 70 1o 0,1% (wampumep, ot 70 10 4%) OT TeopeTuye-
CKOT'0 MaKCHMAJIbHOTO YPOBHSI CBSI3BIBAHUS (KaK OHO OIPEJICIICHO BEIIIIE) IS KOMOMHAIIUN TSCTHPYEMOTO aHTH-
Tena U pedepeHc-aHTHTENA.

B HEKkOTOpHIX BapuaHTaxX OCYIIECTBICHHS H300peTeHUs aHTHTeno K C5, mpemiaraeMoe B HACTOSIIEM H30-
OpeTeHHn, KOHKYpPHPYeET 3a cBsi3biBaHue ¢ C5 ¢ aHTuTenoM, kotopoe conepxut napy VH n VL, BeiOpannyio u3
nap VH u VL antutren CFA0341 u CFA0330. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS N300PETCHHUS aHTUTENO
k C5 xonkypupyer 3a cBs3piBanue ¢ C5 c anturenom, BeiOpanHbIM u3 CFA0538, CFA0501, CFA0599,
CFA0307, CFA0366, CFA0675 u CFA0672. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS N300pETEHUS aHTUTEIIO
k C5 xonkypupyer 3a cBsizbiBanne ¢ C5 ¢ anrurenom CFA0329. B HEKOTOPBIX BapHaHTax OCYIIIECTBICHHUS H30-
Operenus antureno k C5 koHkypupyer 3a cBszbiBanue ¢ C5 ¢ antutennom CFA0666.

B HEKOTOPHIX BapHaHTaxX OCYIIECTBICHHUA M300peTeHns anTuTeno k C5, mpemaraeMoe B HACTOSIIEM H30-
OpeTeHHHn, KOHKYpUpYET 3a cBsizbiBaHue ¢ C5 ¢ antutenom, copepkanmM napy VH u VL u3 anturena CFA0305
wiu 305LOS.

B nmpyrux BapmaHTax ocyIllecTBIICHUS m300peTeHus aHTHTENO K C5 cBsspBaetes ¢ CS5 ¢ 6ojee BBICOKOM
ad¢uHHOCTEIO TipU HelTpanbHOM pH, dem mpu kuciom pH. B HEKOTOpBIX BapuaHTaX OCYIIECTBICHHS H300pe-
TeHus aHtuTeno k C5, mpeuiaraeMoe B HACTOSIIEM M300pETEHUN, KOHKYPUPYET 3a cBsi3biBaHue ¢ C5 ¢ aHTHTE-
1oM, KoTopoe conepxuT napy VH m VL, BeiOpannyro u3 map VH u VL CFA0538, CFA0501, CFA0599,
CFA0307, CFA0366, CFA0675 u CFA0672. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS U300pETEHUS aHTUTEIIO
k C5 xonkypupyert 3a cBsa3piBanue ¢ C5 ¢ anturenom CFA0666. B npyrux BapuaHTax OCYIIECTBICHUS U300pe-
Tenus anTuteno k C5 ces3wiBaetcs ¢ C5 ¢ 6ornee BeIcoko# agduHHOCTRIO TTpH pH 7,4, wem npu pH 5,8.

B npyrux BapmaHTax ocymiecTBiIeHHS n3o0pereHus anTutesno k C5 cBsseiBaetrcs ¢ C5 ¢ Gosee BBICOKOH
adhdurHOCTBIO TIpW HeWTpanmbHOM pH, dem mpu kuciom pH. B HEKOTOPHIX BapwaHTax OCYIIECTBICHHS H300pe-
TeHns aaTuTeno k C5, mpeanmaraeMoe B HACTOSIIEM N300pETEHUH, KOHKYPHPYeT 3a cBsi3piBaHue ¢ C5 ¢ aHTHUTETIOM,
kotopoe copepxkut napy VH u VL u3 anturena CFA0305 nnmu 305LOS. B npyrux BapuaHTax OCYyLIECTBICHHS
n3o0peTenust antuTeno k C5 cBaspiBacTes ¢ C5 ¢ 6onee Boicokoi adduaHOCTRIO TpH pH 7,4, yem mipu pH 5,8.

B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS H300peTeHUs anTHTeno K C5, mpemiaraeMoe B HACTOSIIEM H30-
OpeTeHHMHn, KOHKYpUpYET 3a cBsi3biBaHMe ¢ CS5 aHTHTENOM, KOTOpoe coxeput nmapy VH u VL, BeiOpanHyto u3
VH, umeromert SEQ ID NO: 22, u VL, umeromieit SEQ ID NO: 26, unu VH, umeromieit SEQ ID NO: 21, u VL,
nmetomeit SEQ ID NO: 25. B HeKOoTOpBIX BapuaHTaX OCYIIECTBICHHS M300peTeHns antuteno k C5 KoHKypupy-
eT 3a cBsa3pBanue ¢ C5 ¢ anTHTENnOM, KOTOpOoe copepxut napy VH u VL, BeiOpanHyto u3

(a) VH, umeromieit SEQ ID NO: 5, u VL, mmeromeit SEQ ID NO: 15;

(6) VH, mmeromeii SEQ ID NO: 4, u VL, umetomeit SEQ ID NO: 14;

(8) VH, umeromieit SEQ ID NO: 6, u VL, umeromieit SEQ ID NO: 16;

(r) VH, nmeromett SEQ ID NO: 2, u VL, umeromieit SEQ ID NO: 12;

(m) VH, mmeromier SEQ ID NO: 3, u VL, umeromeit SEQ ID NO: 13;

(e) VH, umeromeit SEQ ID NO: 1, u VL, umerorer SEQ ID NO: 11;

(x) VH, mmeromer SEQ ID NO: 9, u VL, umeromeit SEQ ID NO: 19;

(3) VH, nmeromieii SEQ ID NO: 7, u VL, umeromeit SEQ ID NO: 17; u

() VH, nmeromeit SEQ ID NO: 8, u VL, umeromeit SEQ ID NO: 18.

B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS n300peTeHus anTuTenno kK C5 KoHKypupyer 3a cBs3siBanue ¢ C5
¢ aHTUTENOM, KoTopoe conepkut VH, nmeromyro SEQ ID NO: 23, u VL, umeromyio SEQ ID NO: 27. B Heko-
TOPBIX BapHaHTaX OCYIIECTBICHHUS n300peTeHus anTuTeno kK C5 KOHKypHupyeT 3a cBs3piBanue ¢ C5 ¢ aHTHTEIIOM,
koTopoe coaepxut VH, umeroryto SEQ ID NO: 7, u VL, umeromyro SEQ ID NO: 17.

B HexoTophIX BapnaHTaX OCYyIIECTBICHHA n300peTeHus antureno kK C5, mpemmaraeMoe B HACTOSIIEM H30-
OpeTeHnH, KOHKYpUpYeT 3a cBsa3biBaHue ¢ C5 ¢ aHTHUTEeNIOM, KOTOpoe conepxut napy VH u VL, BeiOpanHyro U3

(a) VH, umeromeit SEQ ID NO: 1, VL, umeromeit SEQ ID NO: 11;

(6) VH, mmeromieir SEQ ID NO: 22, VL, umeromeit SEQ ID NO: 26;

(8) VH, umeromeit SEQ ID NO: 21, u VL, umeromeit SEQ ID NO: 25;

(r) VH, nmeromiet SEQ ID NO: 5, u VL, umeromeit SEQ ID NO: 15;

(m) VH, mmeromiet SEQ ID NO: 4, VL, umeroreid SEQ ID NO: 14;

(e) VH, umeromeit SEQ ID NO: 6, u VL, umeromer SEQ ID NO: 16;

(x) VH, mmeromeii SEQ ID NO: 2, VL, umerometi SEQ ID NO: 12;
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(3) VH, umeromieii SEQ ID NO: 3, u VL, umeromieit SEQ ID NO: 13;

() VH, nmeromeit SEQ ID NO: 9, u VL, umeromeit SEQ ID NO: 19;

(x) VH, nmetomeit SEQ ID NO: 7, u VL, umerommet SEQ ID NO: 17;

(1) VH, mmeromeit SEQ ID NO: 8, u VL, umeromieit SEQ ID NO: 18;

(M) VH, umerommeit SEQ ID NO: 23, u VL, umetonieit SEQ ID NO: 27; u

(1) VH, nmeromrert SEQ ID NO: 10, u VL, umeromeit SEQ ID NO: 20.

B HexoTophIX BapnaHTaX OCYIIECTBICHHA n300peTeHus antureno kK C5, mpemmaraeMoe B HACTOSIIEM H30-
OpeTeHnH, KOHKYpUpYeT 3a cBsA3biBaHue ¢ C5 ¢ aHTHUTENIOM, KOTOpOoe conepxut napy VH u VL, BeiOpanHyro 13

(a) VH, umeromeit SEQ ID NO: 22, u VL, umeromieit SEQ ID NO: 26;

(6) VH, mmeromieit SEQ ID NO: 21, u VL, umeroreid SEQ ID NO: 25;

(8) VH, umeromeit SEQ ID NO: 5, u VL, umetromieit SEQ ID NO: 15;

(r) VH, mmeromiett SEQ ID NO: 4, u VL, umeromeit SEQ ID NO: 14;

(m) VH, mmeromier SEQ ID NO: 6, u VL, umeromeit SEQ ID NO: 16;

(e) VH, umeromeit SEQ ID NO: 2, u VL, umeromer SEQ ID NO: 12;

(x) VH, mmeromeii SEQ ID NO: 3, u VL, umeromieit SEQ ID NO: 13;

(3) VH, nmetomeit SEQ ID NO: 9, u VL, umeromeit SEQ ID NO: 19;

(n) VH, umeromrert SEQ ID NO: 7, u VL, nmetome#t SEQ ID NO: 17;

(x) VH, nmetomeit SEQ ID NO: 8, u VL, umeromeit SEQ ID NO: 18;

(1) VH, mmeromeit SEQ ID NO: 23, u VL, umeromeid SEQ ID NO: 27.

B HEKOTOPHIX BapHaHTax OCYIIECTBICHHUS M300peTeHns anTuTeno k C5, mpemiaraeMoe B HACTOSIIEM H30-
OpeTeHHHn, KOHKYpPHPYeET 3a cBsi3bIBaHue ¢ C5 ¢ aHTuTenom, kotopoe conepxut napy VH n VL, BeiOpannyto u3
VH, nmeromieit SEQ ID NO: 1, u VL, umeromeii SEQ ID NO: 11, unmu VH, umeromeit SEQ ID NO: 10, u VL,
nmerorieit SEQ ID NO: 20.

B nmpyrux BapmaHTax ocyIllecTBICHUS m300peTeHus aHTHTEeNo K C5 cBsspBactes ¢ CS5 ¢ 6ojee BBICOKOM
ad¢uUHHOCTEIO TpU HelTpanbHOM pH, deMm mpu kuciom pH. B HEKOTOPBIX BapuaHTaX OCYIIECTBIICHHS H300pe-
Tenus antureno kK C5 cesaspBaetrcs ¢ C5 ¢ Gomnee BHICOKOUW apPUHHOCTBHIO TipH HelTpadpbHOM pH, dem mpu Ku-
cioM pH u koHKypHpyeT 3a cBs3biBanme ¢ C5 ¢ aHTUTENIOM, KOTOpoe coliepkuT mapy VH u VL, BeiOpanHyto U3

(a) VH, umeromieidt SEQ ID NO: 1, u VL, mmeromeit SEQ ID NO: 11;

(6) VH, mmeromeii SEQ ID NO: 5, u VL, umetomeit SEQ ID NO: 15;

(8) VH, umeromieit SEQ ID NO: 4, u VL, umeromieit SEQ ID NO: 14;

(r) VH, nmeromett SEQ ID NO: 6, u VL, umeromieit SEQ ID NO: 16;

(m) VH, mmeromier SEQ ID NO: 2, u VL, umeromeit SEQ ID NO: 12;

(e) VH, umeromeit SEQ ID NO: 3, u VL, umeromer SEQ ID NO: 13;

(x) VH, mmeromer SEQ ID NO: 9, u VL, umeromeit SEQ ID NO: 19;

(3) VH, umeromeii SEQ ID NO: 7, u VL, umeromeit SEQ ID NO: 17;

(1) VH, nmeromeit SEQ ID NO: 8, u VL, umeromeit SEQ ID NO: 18; u

(x) VH, mmeromieit SEQ ID NO: 10, u VL, umeromeit SEQ ID NO: 20.

B npyrux BapmaHTax ocymiecTBiIeHHS n3o0peTeHus antuteso k C5 cBs3eiBaercs ¢ C5 ¢ Gosiee BBICOKOMH
adhpurHOCTHIO TIpH pH 7,4, 9em mipu pH 5,8.

B HekoTOphIX BapHaHTax OCYIIECTBJICHUS M300peTeHus anTuTeso Kk C5 cBsswiBaeTcs ¢ CS5 ¢ Goyee BhICO-
kol apuHHOCTHIO IpU HeHTpambHOM pH, yeM mpu kuciaoM pH, u KOHKYpHUpyeT 3a cBsa3biBanue ¢ C5 ¢ aHTHTE-
JoM, KoTopoe coaepxut napy VH u VL, BeiOpannyto u3

(a) VH, umeromeit SEQ ID NO: 5, u VL, umeromer SEQ ID NO: 15;

(6) VH, mmeromier SEQ ID NO: 4, u VL, umeromeit SEQ ID NO: 14;

(8) VH, umeromeit SEQ ID NO: 6, u VL, umeromieit SEQ ID NO: 16;

(r) VH, nmeromiet SEQ ID NO: 2, u VL, umeromeit SEQ ID NO: 12;

(m) VH, mmeroriet SEQ ID NO: 3, u VL, umeromeit SEQ ID NO: 13;

(e) VH, umeromeit SEQ ID NO: 1, u VL, umeromer SEQ ID NO: 11;

(x) VH, mmeromeii SEQ ID NO: 9, u VL, umetomieit SEQ ID NO: 19;

(3) VH, nmetomeit SEQ ID NO: 7, u VL, umeromieit SEQ ID NO: 17; u

(n) VH, nmeromeid SEQ ID NO: 8, u VL, umerometi SEQ ID NO: 18.

B npyrux BapmaHTax ocymiecTBiIeHHS n3o0peTeHus antutesno k C5 cBs3eiBaercs ¢ C5 ¢ Gosiee BBICOKOMH
adhpurHOCTHIO TIpH pH 7,4, 9em mipu pH 5,8.

B HekoTophIX BapHaHTax OCYIIECTBJICHUS M300peTeHus anTuTesio Kk C5 cBsswiBaeTcs ¢ CS5 ¢ Goyee BbICO-
Ko adpuHHOCTBIO TIpH HelTpansHOM pH, yeM mpu kuciom pH, u koHKypupyer 3a cBs3biBanue ¢ C5 ¢ aHTure-
JoM, Kotopoe coaepxkut napy VH n VL, BeiOpannyto u3 VH, umeromeit SEQ ID NO: 1, n VL, umeromeit
SEQ ID NO: 11, unu VH, nmeromeit SEQ ID NO: 10, u VL, umeromeit SEQ ID NO: 20. B npyrux BapuaHTax
ocyuiecTBIIeHHsT n300peTeHnst antuteno k C5 cBsaspiBaetcs ¢ CS5 ¢ Gonee BbIcoko# addunHOCTRIO TipH pH 7,4,
uyem mpu pH 5,8.

B HeKkoTOpBIX BapHaHTaX OCYIIECTBICHHS U300PETECHHSI MOKHO OINPEENSATh, CBSI3BIBACTCS JIM AaHTUTEIO K
CS5, npeanmaraeMoe B HACTOSIIEM N300pPETEHUH, C ONPEAEICHHBIM AIUTOIIOM, CIEAYIOIINM 00pa3oM: OCYyIIeCTB-
JISIFOT SKCHPECCHIO UMEIOIINX TOYEYHYI0 MyTauio MyTaHToB C5, B KOTOPBIX aMHHOKHCIIOTA (32 HCKIIOUYEHUEM
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anmanuna) B C5 3aMCcHEHA Ha aJlaHWH, B KJICTKaX JIMHUU 293 ¥ OICHUBAIOT CBs3bIBaHKE aHTUTeNa K C5 ¢ MyTaH-
tamu C5 meronom ELISA, Bectepu-6moTTrHTa Mt BIACORE®); nmpu 3TOM CYIIECTBEHHOE CHUXCHHE WA YCT-
paHeHue cBsi3bIBaHUA aHTHTENA K C5 ¢ MyranToM C5 10 CpaBHEHHIO CO CBsi3biBaHHeM ¢ C5 TUKOTO TUIA CBHUJIC-
TEJNBCTBYET O TOM, YTO aHTHUTENO K C5 CBA3BIBACTCS C SITUTOIIOM, COJICPKAIINM YKa3aHHYI0 aMUHOKUCIOTY B C5.
B HEKOTOPHIX BapHaHTax OCYIIECTBIICHHS M300pETeHNUS aMUHOKHCIOTY B C5, moayexaniyro 3aMeHe Ha aJlaHWH,
BBEIOMpAIOT U3 Tpynmsl, cocrosmen uz Glud8, Asp51, His70, His72, Lys109 u His110 6era-ienu C5 (SEQ ID
NO: 40). B apyrux BapraHTax OCyIIeCTBICHUSI H300peTeHNs aMmuHOKHcToTa B C5, moayexanias 3aMeHe Ha aja-
HUH TipeacTaBisieT coboit AspS1 umu Lys109 6era-nierrm C5 (SEQ ID NO: 40).

B nmpyrom BapmaHTE OCYIIECTBICHUS M300pPETEHUS MOXHO OIPENENATh, CBI3BIBACTCS JIH XapaKTepU3YIO-
meecst pH-3aBUCHMBIM CBsI3BIBaHHEM aHTHTENO K C5, ¢ ONpeAesIeHHBIM 3IIUTOIIOM, CIEAYIOIINM 00pa3oM: ocy-
MIECTBIIIOT SKCIPECCHI0 MMEIOIIUX TOYCYHYIO MyTalnuio MyTaHTOB C5, B KOTOPHIX OCTAaTOK THcTHnuHa B C5
3aMEHCH Ha JAPYTyH0 aMHHOKHUCIOTY (HAallpUMep, Ha TUPO3WH), B KICTKaX JTUHUU 293 U OICHUBAIOT CBSA3LIBAHHE
anTutena k C5 ¢ myrantamu C5 metomom ELISA, Bectepr-6iotTrara niin BIACORE®; npu 3ToM cyIiecTBeH-
HOE CHIDKEHHE CBs3bIBaHUs aHTUTena K CS5 ¢ C5 aukoro tuma npu KuciioM pH 1mo cpaBHEHHIO ¢ €rO CBSA3BIBAHH-
eM ¢ mytanTtoM C5 mpu kucioMm pH, CBUAETEIBECTBYET O TOM, U4TO aHTUTEIO K C5 CBS3BIBACTCS C SIMUTOIOM, CO-
JIepKalIuM yKa3aHHBIH ocTaTok ructuauHa Ha C5. B mpyrux BapHaHTax OCYIICCTBICHHS W300PETCHUS CBS3HI-
BaHue anturena k C5 ¢ C5 auxoro Tuma npu HelTpaabHOM pH He CHUXaeTcs CYIIEeCTBEHHO 10 CPaBHEHUIO C €ro
cBs3pIBaHMEM ¢ MyTanToMm C5 mpu He#tpanmbHoM pH. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS W300pETEHUS
octaTok ructuanHa B C5, moyexantiii 3aMeHe Ha APYTyI0 aMHHOKHCIIOTY, BEIONPAIOT U3 TPYIIEI, KOTOpas Co-
crout m3 His70, His72 u His110 6era-niemm C5 (SEQ ID NO: 40). B crienyromemM BapuaHTe OCYIIECTBICHUS
n300peTeHus octaTok ructuanaa His70 3aMeHSIOT Ha TUPO3HH.

2. AHanmu3BI aKTUBHOCTH.

OmHuM 13 00BEKTOB H300PETCHNUS SBISAIOTCA aHANN3EI, IPeIHa3HAUYCHHBIC I UACHTH()HUKAINN aHTUTEN K
C5, KoTOpBIe 00JIAAA0T OMOIOTUYECKON aKTUBHOCTBHIO. BHojornyeckas akTUBHOCTh MOXET BKIFOYATh, HAIIPH-
Mep, nHruouposanue aktuBauuu C5, npenynpexaenue paciemienns CS5 ¢ oopasoBannem CSa u C5b, 6moku-
poBanue nmoctymna CS5-kOHBepTa3sl K caiTy pacuieruicHus Ha C5, OJOKHpOBaHHE TEMOJIUTHYCCKONH aKTHBHOCTH,
BbI3bIBacMOl akTuBanueil C5, u T.1. [IpennoxkeHsl Takke aHTUTeNa, 00Iaarolue YKa3aHHOW OMOJIOTHYCCKON
AKTUBHOCTBIO in VIVO W/HJIH in Vitro.

B HexoTOphIX BapuaHTax OCYIIECTBICHUS M300pETEHHS aHTHUTENO, IIpeIaraeMoe B W300peTeHUH, TECTHU-
PYIOT B OTHOIIEHWH YKa3aHHON OMOJIOTHYECKOW aKTUBHOCTH.

B HEKOTOpHIX BapHaHTaX OCYIIECTBICHUS M300PETEHHS OIPENeIeHHE TOT0, HHTHOUPYET JI TeCTHPYEMOe
anTuteno pacmeruieane C5 ¢ obpasoBannem C5a m C5b, OCyIIECTBISIOT C IMOMOIIBI0O METOJIOB, OTMMMCAHHBIX,
HanpuMmep, y Isenman u ap., J. Immunol., 124(1), 1980, c. 326-331. B apyrom BapuaHTe OCYIIECTBICHHUS H30-
OpeTeHus, 3TO ONPENEIIAIOT ¢ MOMOIIBI0 METO/IOB, MTO3BOJISIOMINX CTEHH(pHIECKH 00HAPYKUBATh OTIIEIICHHBIE
6enxu CS5a w/mnmn C5b, Hanpumep, ¢ nomomipto BapruantoB ELISA wim BectepH-OnoTTHHra. Ecim B npucyrer-
BUU TECTHPYEMOTO aHTHUTENA (MM TOCIIC KOHTAKTa C HIM) OOHAPYKUBAIOT MOHMKCHHOE KOJIHUYECTBO MPOIYKTA
pacmeruienust C5 (t.e. C5a w/mmu C5b), To TecTUpyeMoe aHTUTEIO0 UACHTH(GHUIMPYIOT KaK aHTUTENO, KOTOPOe
MOJKET MHruOupoBath pacmiericane C5. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUS M300pPETCHUS KOHICHTPA-
U0 W/WITK (PU3HOJIOTHYCCKYIO aKTUBHOCTh C5a MOXKHO U3MEPATH C MMOMOIIBI0 TAKUX METOMOB, KaK, HAIpUMep,
xemoTakcmueckuit ananu3, PUA, i ELISA (cm., Hanpumep, y Ward u Zvaifler J. Clin. Invest., 50(3), 1971,
c. 606-616).

B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS M300pPETCHUS ONPEACICHHE TOTO, OJIOKHPYET JH TECTHPYEMOe
agTuTeno poctyn CS5-koHBepTassl K C5, OCYIIECTBISIOT C TIOMOIIBI0 METOAOB, MO3BOJISIOIINX OOHAPYKHBATh
OernkoBble B3anMojercTBus Mexxay CS-konseprazoit u C5, nanpumep, ELISA wim BIACORE®. Ecnu B npu-
CYTCTBHH TECTHPYEMOTO aHTHTeNa (WJIH IMOcie KOHTAKTa ¢ HAM) MMEET MECTO CHIDKEHHE B3aMMOIEHCTBHM, TO
TECTHPYEMOE aHTHUTENO UACHTHPHUIHPYIOT KaK aHTHTEN0, KOTOpPOe MOXKET OJOKHPOoBaTh NOCTyN C5-KOHBEpTa3bl
K C5.

B HEKOTOpBIX BapHaHTaX OCYNIECTBICHHS U300peTeHUS aKTHBHOCTE C5 MOXHO OILIEHHBATH IO €ro CIIOCco0-
HOCTH OCYIIECTBJISTh JIM3HUC KJICTOK B 00mIel Boae mHAuBUAYyyMa. CriocoOHOCTh C5 OCYIIEeCTBIATh JIM3UC Kile-
TOK WM €¢ CHIDKCHHE MOKHO OIICHUBATh C TIOMOIIBIO METOIOB, XOPOIIIO H3BECTHBIX B JAHHOW 00JIaCTH, HAMIPH-
Mep, ¢ TOMOIIBIO CTAHAAPTHOTO IEMOJIUTHYCCKOTO aHAIN3a, TAKOTO KaK TeMOJUTHYCCKUN aHaIi3, OMMCAHHBIN B
Experimental Immunochemistry, nox pen. Kabat u Mayer, 2-e uzn., 135-240, n3n-so CC Thomas, Springfield,
IL, 1961, c. 135-139, unu ctangapTHOrO BapHaHTa ATOT0 aHAIU3a, TAKOTO KaK METOJA reMoiu3a KypUHbBIX dpUT-
POILIMTOB, ONMCaHHBINA, HanpuMmep, y Hillmen u mp., N. Engl. J. Med., 350(6), 2004, c. 552-559. B HeKoTOpHIX
BapHaHTaX OCYIIECTBIICHIS M300peTeHNnst akTUBHOCTh C5 MM ee MHruOMpOBaHNE OIIEHUBAIOT KOJIMYECTBEHHO C
nomornisio CH50eq-anammza. CH50eq-ananu3 mpeactaBiaseT coOO0M METo U3MEpEeHwsI O0IIe aKTHBHOCTH KJtac-
CHYECKOTO ITyTH KOMITJIEMEHTA B CBIBOPOTKE. DTOT TECT MPEACTABISIET COO0H aHaIN3 TUTHIECKON aKTHBHOCTH, B
KOTOPOM HCIOJB3YIOT CCHCUOMIN3UPOBAHHBIC aHTUTEIIOM SPUTPOIUTHI B KA4ECTBE aKTHBATOPa KIACCHYECKOTO
MyTH KOMIUICMEHTA U MPUMEHSIOT PAa3IUYHBIC Pa3BEACHUS TECTHPYEMON CHIBOPOTKH JIsl OTPEACICHUS KOIHYC-
cTBa, HeoOxoaumoro mist oodecnieuenns: 50%-noro auzuca (CHS0). [IpoueHT remonu3a MOXKHO ONpeneNsTh, Ha-
npuMep, ¢ ucHonb3oBanueM crekrpodoromerpa. CHS50eq-ananu3 npeacTasisieT co0Oi CpeacTBO KOCBEHHOTO
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U3MEpEHUs 00pa30BaHMs KOMIUICKCA TEPMUHAIBHEIX KOMIOHEHTOB KoMiiemeHTa (TCC), mockonbky camu TCC
HETIOCPEACTBEHHO OTBETCTBEHHBI 32 U3MEpseMBbIil remonu3. MHrnoupoBanue akruBanuu C5 MOKHO OOHapyXKH-
BaTh W/WIH M3MEPATH C TOMOIIBI0 METOJOB, M3JIOKEHHBIX M TPOWIIIOCTPUPOBAHHBIX B HKCHEPHUMEHTANTBHBIX
npuMmepax. [IpuMeHss aHaau3bl yKa3aHHBIX UM JAPYTHUX IPUTOAHBIX THIIOB, MOKHO OCYIIECTBISTH CKPUHUHT
AHTHUTEN-KaHIUIaTOB, O0JIaaloNMX CIIOCOOHOCThI0O MHTHOMpOBaTh akTuBaiuio C5. B HEKOTOpHIX BapHaHTax
OCYILECTBIICHHUS N300peTeHNs] NHTHOMpoBanne akTuBaruu C5 BKIOYaeT CHIKeHHE akTuBanuu C5 1O TaHHBIM
aHaiM3a 1Mo MeHbIne Mepe Ha 5, 10, 15, 20, 25, 30, 35 umu 40%, wim 6ojee MO CPAaBHEHHUIO C BO3IEHCTBHEM
OTPHIIATEIFHOTO KOHTPOJS B CXOIHBIX YCIOBHAX. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS M300PETEHHS OHO
OTHOCHUTCS K MHrHOMpoBaHuto aktuBanmu C5 mo MeHbmeil Mmepe Ha 45, 50, 55, 60, 65, 70, 75, 80, 85, 90 wm
95% wnnm Goxee.

I'. UMMyHOKOHBIOTATHI.

B m300peTeHnn nmpeioKeHbl TaK)Ke UMMYHOKOHBIOTATHI, cojepkamue antuteno C5, mpencTaBIcHHOE B
HACTOSIIEM OMUCAHWHU, KOHBIOTUPOBAHHOE C OJHUM MU HECKOJIBKHMHU ITUTOTOKCHYCCKUMHU arcHTaMH, TaKUMHU
KaK XUMHOTEPAIICBTUYCCKUEC arcHTHl WU JICKAPCTBEHHBIC CPEACTBA, MHTHOUPYIOIIUE POCT areHTHI, TOKCHUHEI
(Hampumep, OEJIKOBBIE TOKCHHBI, OOnamaromye (EepMEHTATUBHON aKTHBHOCTHIO TOKCHHBI OaKTepHATBHOTO,
TPUOHOTO, PACTUTEIHHOTO TN KUBOTHOTO IPOUCXOKICHIS WIHM UX (PParMEHTHI) MU PaINOAKTHBHBIC H30TOIIHI.

B omHOM M3 BapHaHTOB OCYIIECTBICHH N300PETeHISI IMMYHOKOHBIOTAT MPEACTABISET COO0I KOHBIOTAT aH-
TUTeNo-nekapcTBenHoe cpeactBo (ADC), B KOTOPOM aHTHTENO KOHBIOTHPOBAHO C OJHUM HWJIM HECKOJHKUMHU Jie-
KapCTBEHHBIMH CpPEACTBAMHU, BKIIOYasi (HO HE OTPaHMYIMBASICH TOJbKO MMH) MaitaHcuHoua (cMm. US Ne 5208020,
5416064 u EP 0425235 B1); aypuctatun, Hanipumep, ¢pparmentsl DE u DF monomeTmnaypucratuaa (MMAE u
MMAF) (cm. US Ne 5635483, 5780588 u 7498298); monacTaTtuH; KaTMXCaMHIIMH U €ro Mpon3BoaHbIe (cM. US
Ne 5712374, 5714586, 5739116, 5767285, 5770701, 5770710, 5773001 n 5877296; Hinman u ap., Cancer Res.,
53, 1993, c. 3336-3342; u Lode u np., Cancer Res., 58, 1998, c. 2925-2928); aHTpaIuK/IvH, TAaKOW KaK JayHO-
MUIMH Wik qokcopyouruH (cMm. Kratz u np., Curr. Med. Chem., 13, 2006, c. 477-523; Jeffrey u np., Bioorg.
Med. Chem. Lett., 16, 2006, c. 358-362; Torgov u ap., Bioconjug. Chem., 16, 2005, c. 717-721; Nagy u np.,
Proc. Natl. Acad. Sci., USA, 97, 2000, c. 829-834; Dubowchik u np., Bioorg. & Med. Chem. Letters, 12, 2002,
c. 1529-1532; King u ap., J. Med. Chem., 45, 2002, c. 4336-4343; u US Ne 6630579); MeToTpeKcaT; BUHICCUH;
TaKCaH, TAKOW Kak JOIeTaKce, MaKIUTaKCeN, JJapOTaKCcell, TeceTakces U oprarakcel; TpuxorerieH 1 CC1065.

B npyrom BapmaHTe OCYyIIECTBICHHS H300pETeHU NMMYHOKOHBIOTAT COACPKHUT aHTUTEIIO, TIPEICTaBIICH-
HOE B HACTOSIIEM OIMCAHWHU, KOHBIOTHPOBAHHOE C 00NamarommM (epMEHTAaTHBHOW aKTUBHOCTHIO TOKCHHOM
WM ero GparMeHTOM, BKIIFOUast (HO HE OTPAHHYMBASCH TOJBKO UMH) A-TIeTh JUPTEPUHHOTO TOKCHHA, HECBS3HI-
BAIOIIHMECS aKTUBHBIC (hparMeHTHl TU(TEPUITHOTO TOKCHHA, A-Ilenb 3K30TOKCHHA (13 Pseudomonas aeruginosa),
A-nienb punnHa, A-nenb abpuHa, A-1iens MoJennHa, anbga-capiyH, oenkn Aleurites fordii, nnanTuHOBEBIE Oe-
ku, Oenmku Phytolaca americana (PAPI, PAPII u PAP-5), uarudurtop u3 Momordica charantia, KypuuH, KpOTHH,
uHruOuTOp M3 Sapaonaria officinalis, TeJOHWH, MUTOTEIUINH, PECTPUKTOLMH, (PEHOMHUIINH, SHOMULIMH U TPHXO-
TCICHEI.

B apyrom BapmaHTe OCYIICCTBICHUS H300pETCHHUS UMMYHOKOHBIOTAT COJCPKHUT aHTUTEIO, TPEICTABIICH-
HOE B HACTOSIIIEM ONHMCAHNH, KOHBIOTHPOBAHHOE C PAJANOAKTHBHEIM aTOMOM C 00pa30BaHUEM PaTHOKOHBIOTATA.
[Mupokoe pazHOOOpa3ue pamlOaKTUBHBIX HW30TOMOB MOXHO TPHUMEHATH UL TOIYYCHHS PaJlOKOHBIOTATOB.
[Ipumepsl BKITIOYAIOT 211At, 13 1I, 1251, 90Y, 186Re, 188Re, 153Sm, mBi, 3'ZP, 212py ¢ paaroaKkTUBHBIC H30TOMHI Lu.
Korna pagrokoHBIOTaT MPUMEHSIOT U JETEKIIUH, TO OH MOKET CO/ICPKaTh PAJANOAKTHBHBIA aTOM JUIS CIIHTH-
rpadmaeckux nccaenosanmii, Hanpumep TC™™ wmn ') wmm CIMHOBYIO METKy JUISl BH3YaTH3ALMH METOIOM
SJIEPHOTO MarHUTHOTO pe3oHaHca (SIMP) (M3BecTHBII Takke Kak MarHUTHO-pe30HaHCHas Buzyanuzamus, MPB),
Takyro Kak fon-123, won-131, maamii-111, ¢rop-19, yrnepon-13, azor-15, xucnopon-17, ragoiuHuii, Mapraser
WITH 5KeTIe30.

Konrbloratel aHTUTENa U IIUTOTOKCUYECKOTO areHTa MOYKHO IMONy4YaTh ¢ MCIONB30BAHUEM IUPOKOTO pas-
HOOOpa3us OW(YHKIIMOHANBHBIX CBS3BIBAIOMIMX OCJIKH areHTOB, TakKUX Kak N-CYKIMHUMUAHI-3-(2-
nupuraTHo )iporonat (SPDP), cykimanmuann-4-(N-ManenMuoMeTr) ikiorekcan-1 -kapookcmiar (SMCC),
nmuHoTHONaH (IT), OudyHKIMOHATEHBIE TPOU3BOIHBIC CIIOKHBIX UMUA0I(PUPOB (Takue KaK JUMETHIIAUITHMHU-
natxHCL), akTuBHBIE CIOXKHBIC 3(DUPHI (TaKue KaK JUCYKIIMHUMUIUICYOepaT), allbAeTHABI (TaKUe KaK TIyTapo-
BBII anblerunm), OMCa3uIONpPON3BOIHBIE (Takne Kak Ouc(mapa-a3uao0eH30MI)TeKCaHInaMyH), TPON3BOIHbBIE
OucnuazoHus (Takue Kak Ouc(mapa-qua3zoHNyMOSH30MIT)ITHIICHANAMIH), THA30IIHAHATH (TaKUe KaK TOTyom-2,6-
JIUU30ITMAaHAT), U 00JaIafonue TBOHHOW aKTHBHOCTBIO PTOpCOepIKaIpe coemuHeHus (Takue kak 1,5-nudrop-
2,4-nmuHNTpOoOEeH301). Hampumep, MMMYHOTOKCHH PHIIMH MOXHO TOJy4aTh COTJIACHO METOMIY, OITUCAaHHOMY Y
Vitetta u np., Science, 238, 1987, c. 1098-1104. MeveHHass C MOMOIIBIO C" l-m3otnonmanar6ensun-3-
METWIIMITHICHTPHAMHUHIIEHTayKcycHas kucinota (MX-DTPA) sBnsercss mpuMepoM XenaTHPYIOLIEro areHra,
NPUMEHSEMOT0 Ul KOHBIOTAIIMK paguoHyKieoTuna ¢ anturenoM (cM. WO 94/11026). Jlunkep MoxkeT mnpen-
CTaBIATH cO00#1 "paciieruiseMbIid JIMHKEP'", 00JICTYAFONINI BEICBOOOXKICHHIE IIUTOTOKCUYECKOTO JICKAPCTBEHHOTO
cpenctea. Hampumep, MOKHO HCITOJTB30BAaTh HEYCTOWYHBEIN B KUCIIOW CpeJie JIMHKEP, YYBCTBUTCIBHBIN K ICHCT-
BUIO MENTHIA3 JIUHKEP, (POTOTAOMIBHBIN THHKED, JUMETHIEHBIA JTHHKEDP WM COICPKALIUA AUCYTbPUI TUHKED
(Chari u gp., Cancer Res., 52, 1992, c. 127-131; US Ne 5208020).

B koHTekcTe HACTOAIIETO ONMMCaHWs o] MMMyHOKOHBIoraTamu wm ADC moapa3ymesatoTcs (HO, HE OT-
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paHMYNBAsICh TOJIBKO MMH) yKa3aHHbIC KOHBIOTATHI, MOJYYEHHBIE C UCIIOJIL30BAaHUEM I1E€PEKPECTHOCIIMBAIOIINX
peareHTOB, KOTOpBIE BKJIIOYAlOT (HO HE orpaHuumMBasch Toibko umu) BMPS, EMCS, GMBS, HBVS,
LC-SMCC, MBS, MPBH, SBAP, SIA, SIAB, SMCC, SMPB, SMPH, cynspo-EMCS, cynspo-GMBS, cymbdo-
KMUS, cympdpo-MBS, cynsho-SIAB, cynsho-SMCC u cynshpo-SMPB, a taxke SVSB (cykmmanmuam(4-
BUHUJICYIH(POH)0EH30aT), KOTOpPhIE TMOCTYIAIOT B Mpoaaxy (Hampumep, oT ¢upmbl Pierce Biotechnology, Inc.,
Poxdopa, mr. Unmunoiic, CIITA).

JI. CriocoOBl M KOMITO3HITMH JJIsI UArHOCTHPOBAHMS U OOHAPYIKEHUS.

B HexoTOphIX BapmaHTaX OCYIIECTBICHHUS M300peTeHns iobdoe u3 antuten K C5, mpeacTaBlIeHHBIX B Ha-
CTOSIILIEM OTMCAaHNH, MOKHO NPUMEHSTH Ui oOHapykeHus npucytctBusi C5 B 6uonornueckom obpasue. [lons-
THe "oOHapyxeHHe (ZeTeKIHs)" B KOHTEKCTE HACTOSILIETO ONHMCAHHS TPEeIyCMaTpUBacT KOJIWYECTBEHHOE WIIU
KaueCcTBEHHOe OOHapykeHHe. B oIHOM M3 BapMaHTOB OCYIIECTBJIEHHS M300peTeHusi Onosormdyeckuii oOpasen
COJICPKUT KIICTKY WJIM TKaHb, HAI[PUMEP CHIBOPOTKY, LEIbHYIO KPOBb, IIa3My, NOIYYSHHBIH ¢ IOMOIIBIO OHO-
nicuu obpaserl, oOpasell TKaHH, KIETOYHYIO CYCIICH3HIO, CIIOHY, MOKPOTY, OPalIbHYIO )KHUAKOCTh, CITMHHOMO3IO-
BYIO KMIKOCTb, aMHUOTHYECKYIO XKHIKOCTh, aCHUTHYIO KHIKOCTh, MOJIOKO, MOJIO3UBO, CEKPET MOJIOYHBIX JKe-
ne3, muMQy, MOUy, TOT, CIE3HYIO KHIKOCTb, JKEJIyIOUYHBIH COK, CHHOBHAIBHYIO JKUIKOCTh, EPUTOHEATHHYIO
JKUJIKOCTB, )KAIKOCTh XPYCTAJIMKA TJ1a3a WIIN CITU3b.

OmHUM 13 BapHaHTOB OCYIIECTBICHHUS N300peTeHNs ABsgeTcs aHTuTeno k C5, mpeacTaBieHHOEe B HACTOS-
IeM OTIMCaHWH, JUIS IPUMEHEHHUS B CITOCO0E JTUArHOCTHPOBAHMS WM oOHapyxkeHus. J[pyroit o0beKT m3o0pere-
HUSL OTHOCHUTCS K CIOco0y oOHapykeHus mpucyTcTBuss C5 B OmosmormdeckoMm oOpasre. B apyrom Bapuante
OCYIIIECTBIICHHUST H300pETEHHs CITOCO0 BKIIFOUAET NMPHUBEICHNE B KOHTAKT OMOJIOTHYECKOTO 00pasiia ¢ aHTUTEIOM
Kk C5, mpecTaBIeHHBIM B HACTOSIIEM OIMCAHUH, B YCIOBHSX, 00ECIIEUNBAIOIINX CBA3bIBaHUE aHTHTENa K C5 ¢
C5, u BeIsIBIICHHE 00pa30oBaHMs KOMIUIEKca Mexxay anTuresioM k C5 n C5. YkazaHHBIH clIocOO MOXET IpeICcTaB-
JSTH OO0 crocob in vitro wim in vivo. B ogHOM M3 BapraHTOB ocymiecTBIeHHS M300peTeHnst aHTuTeno k C5
NPUMEHSIOT IJ1s1 0TOOpa MHIUBHAYYMOB, KOTOPBIX MOKHO JICYUTD C IIOMOIIBIO aHTHTeNa K C5, Harpumep, Koraa
C5 sBnseTcs bnoMapkepoMm A1t 0TO0pa MaIeHTOB.

Jpyrum BapuaHTOM OCYIIECTBICHHS H300peTeHHs ABISAETCS Crocod oTOOpa MHAWBHIYYyMa, MMEIOIIETO
orocpeayeMoe KOMIUIEMEHTOM 3a00JIeBaHUE WM COCTOSIHHE, KOTOPOE BKIIFOUAET M30BITOYHYIO MM HEKOHTPO-
nupyeMyro aktuBanuio C5, B KauecTBe MPHUTOIHOTO IS TePanuy, BKIoUatomen anturesno k C5, mpemmaraemoe
B HACTOSIIIIEM H300peTeHNH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS H300PETEHNUS CIIOCO0 BKITIOYAET

(a) meTexmuio reHeTHIeCcKor Bapuaru B C5, MOTydeHHOM W3 HHIUBUIAYyMa; U

(6) oTOOp MHIMBHIYYMa B KaueCTBE MPUTOJAHOTO JIJIs TEpaIny, BKIIoUatomei antuteno k C5, npearae-
MO€ B HAcTOSIIEM M300pEeTeHHMH, KOTJa TeHeTHYecKasl Bapuanusi ooHapyxeHa B C5, 1Mosy4eHHOM W3 MHIWBU-
IyyMma.

JlpyruM BapHaHTOM OCYIIECTBIICHHSI M300pETeHNs SBISIETCS CIIOCO0 BBIOOpA Tepanuy AJIsl HHAUBHIYYMa,
MMEIOIIETo OIIocpeyeMoe KOMIUIEMEHTOM 3a00JIeBaHUE MJIM COCTOSIHHE, KOTOPOE BKIIIOYAET M30BITOUHYIO HMIIH
HEKOHTpOJIMpyeMyto akTuBaiuio C5. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS H300PETEHHS CIIOCO0 BKIIIOYAET

(a) merexuio reHeTHYECKO Baprauy B C5, MOJTy4eHHOM U3 HHAUBUIYYMa; U

(6) BBIOOp Tepanww, BKIIOYarome antureno k C5, mpemraraeMoe B HACTOSIIEM U300pETCHNH, JIJIST HHIH-
BUAyyMa, KOT/Ia TeHeTHYIecKast BapHualus ooHapyxena B C5, OIydeHHOM U3 HHANBHIyyMa.

Jpyrum BapHaHTOM OCYIIECTBIICHHUSI M300pETEHHS SBISCTCS CIIOCO0 JICYCHUS MHINBUAYYMA, UMEIOIIETO
orocpeayeMoe KOMIDIEMEHTOM 3a00JIeBaHUE WM COCTOSIHHE, KOTOPOE BKIIFOUAET M3OBITOYHYIO MM HEKOHTPO-
nupyeMyro aktuBanuio C5. B HEKOTOPHIX BapHaHTax OCYIIECTBICHUS N300pETEHHS CIIOCO0 BKITIOUAET

(a) merexmyio reHeTHYECKO Bapranuy B C5, MOJTy4eHHOM U3 MHAUBUIYYMa;

(6) oTOOp MHAMBHAYYMa B KaUeCTBE MPUTOIHOTO /sl TEpalkHy, BKiItovaronield antutesno k C5, npemnarae-
MOE B HAcCTOSIIEM M300peTeHHMH, KOTJa TeHeTHYecKasl Bapuanusi ooHapyxeHa B C5, 1Mosy4eHHOM W3 MHIWBU-
nyyma; u

(B) BBeieHNEe MHAMBHUIYYyMY aHTHTeNa K C5, IpeuiaraeMoro B HaCTOSIIIEM U300pETEHHH.

JlpyruM BapHaHTOM OCYIIECTBIICHUS N300peTeHus sABIsieTcss aHTuTeno K C5, mpeuiaraeMoe B HaCTOSIIEM
n300peTeHnH, MpeIHa3HauYeHHOE JJIsl IPUMEHEHUS IS JICUCHNS WHANBHAYYMa, HMEIOIIET0 OTIIOCPEAyeMOe KOM-
TUIEMEHTOM 3a00JIeBaHHE WM COCTOSHHE, KOTOPOEe BKIIFOYAECT M3OBITOYHYIO FIIH HEKOHTPOJIHPYEMYIO aKTHBa-
o C5. B HEKOTOPBIX BapHaHTaX OCYIIESCTBIICHHUS H300pETCHUS HHINBUAYYMa Jiedyat anTutesioM k C5, mpemia-
racMbIM B HACTOSIIEM M300pEeTEeHNH, KOT/Ia TeHeTHIecKas BapHalus ooHapyxeHa B C5, MOIy4eHHOM U3 HHIU-
BUAYyyMa.

Jpyrum BapuaHTOM OCYIIIECTBICHUS H300PETEHHUS ABISCTCS IPUMEHEHHUE in Vitro TeHeTHYECKOW BapHaIlui
B C5 11 oTO0Opa MHAMBHAYYMA, HMEIOIIET0 OMOCPEAyeMOe KOMIUIEMEHTOM 3a00JIeBaHUE MM COCTOSTHHE, KOTO-
poe BKIIOYaeT M30BITOYHYIO MM HEKOHTPOJMpyeMyro akTuBanmio CS5, B KauecTBe MPUTOMHOTO ISl TEpaIluH,
BKJIIOHaroniei antureno k C5, mpeiyiaraeMoe B HaCTOSAIIEM M300peTeHUH. B HEKOTOPBIX BapHaHTaxX OCYIECTB-
JIeHUsI M300peTeHns] UHAUBHAIYYyMa BBHIONPAIOT B KayecTBE MPHUIOAHOTO JUIS TEPAIUH, KOT/Ja TeHeTHYecKas Ba-
puaust ooHapyxkena B C5, MOIyd4eHHOM U3 MHAMBHAYyMa. [IpyrMM BapHaHTOM OCYIIECTBIICHUS M300pETEHHS
ABJIsIETCS PUMEHEHHUE in Vitro reHeTHueckoil Bapuanmu B CS5 1y BEIOOpa Teparuu ISl HHIUBHIYYyMa, UMEI0-
IIEr0 OMOoCpeIyeMoe KOMIUIEMEHTOM 3a00JIeBaHWE WIIM COCTOSHUE, KOTOPOE BKIIOYACT M3OBITOYHYIO WM He-
KOHTpOJHpyeMyro akTuBanuio C5. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS H300pPETCHUS TEpaIHio, BKIIO-
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yaroImyr antuteno k C5, mpeanaracMoe B HACTOSIIEM H300PETCHHUHU, BRIOMPAIOT I HHIUBUIYyYMa, KOTJa Te-
HeTHYecKas Bapualus ooHapyxeHa B C5, MOyIeHHOM U3 HHIUBHUIYYMa.

YcTaHOBIIEHO, YTO HEKOTOPHIE MAIIMEHTHI, HMEIOIINE TeHETHUECKYT0 Bapualiio B C5, nafot cialblif OTBET
Ha Tepamwuio, BKIIOYAIONIyo cymecTByiomue anturena k C5 (Nishimura u ap., N. Engl. J. Med., 370, 2014,
. 632-639). PexoMeHIOBAHO JICYUTh YKa3aHHOTO IMAIMEHTa C UCTIOIb30BAaHUEM TEepaIii, BKIIOYAIONIeH aHTHTe-
no x C5, mpeqyiaraeMoe B HACTOSIIIEM U300pETEHIH, TTOCKOJIBKY TaKOe aHTUTEJIO 00JIafjaeT MHTHOUpYIOIeH ak-
TUBHOCTBIO B OTHOIIICHWH aKTHBAIWHU BapuaHTOB C5, a Taxke C5 TUKOTO THUIA, 9TO MMPOJEMOHCTPUPOBAHO HIDKE
B DKCIIEPIMEHTAIBHBIX ITPHMEpaXx.

Jeteknuto reHeTHueckor Bapualyu B C5 MOKHO OCYIIECTBIISATH C UCIOIB30BAHUEM METOJa, U3BECTHOTO
U3 CYIIECTBYIOIIETO YPOBHS TEXHUKU. YKa3aHHBIM MeTOJ BKIO4YaeT cekBenuposanue, I[P, OT-IILIP u meton
HAa OCHOBE THOPUAM3ALNH, TAKOW KaK Cay3epH-OJIOTTUHT WJIM HO3EPH-OJIOTTUHT (HO HE OTPAHUYUBASCH TOJIHKO
umu). Bapuanter C5 MOTyT coepkaTh M0 MEHBIICH Mepe OIHY TeHETHUYSCKYI0 BapHaluio. [ eHEeTHUECKYIO Ba-
pHAIMI0 MOXKHO BRIOMpATh U3 Ipymibl, coctosieii u3 V1451, R449G, V8021, R885H, R928Q, D966Y, S1310N
u E1437D. B nacrosmem onucanun, Hanpumep, R88SH 0003HaYaeT reHeTHUYCSCKYI0 BapHAIlHIO, IIPH KOTOPOU
aprUHMH B MTOJIOKEHUH 885 3aMeHEH Ha TMCTHAMH. B HEKOTOPHIX BapHaHTax OCYIIECTBICHHUSI W300pEeTEeHHUs Ba-
puant C5 obnamaeT OMOIOTHIECKON aKTUBHOCTBIO, CXOTHOM ¢ aKTUBHOCTHIO C5 TUKOTO THUTA.

[Ipumeps! HapyIIeHUH, KOTOPBIE MOKHO THATHOCTHUPOBATH C MCIIOIB30BAHUEM aHTUTENA, IPEIaraeéMoro B
M300peTEeHNH, BKIIOYAIOT peBMaTOMAHbIN apTpuT (RA); cucreMuyro kpacHytoo BomdaHky (SLE); BomdaHOUIHBIH
HepUT; TTOBPEXKACHUE, BBI3BIBAEMOE HIIeMHUeH-pernepdysueii; actMy, TapoOKCH3MaIbHYI0 HOYHYIO TeMOTI00H-
Hyputo (PNH); remonmutrko-ypemudecknii cuaapom (HUS) (marmpumep, aTUTTUIHBINR TeMOTUTHKO-YPEMUIECKUAN
curnpom (aHUS); 6ones3np mnotHeIX nenozutos (DDD); Helipomuenut 3putensHoro Hepsa (NMO); MmynbTudo-
KaJlbHYI0 MoTOpHYyI0 HeBpomatuio (MMN); paccesHHbIH ckiaepo3 (MS); CHCTEMHBIH CKIIepO3; IEeTeHEPaIHIo
JKENITOrO TSITHA (HAIpUMEp, BO3PACTHYIO JIETEHEPAIUIo Kentoro msaTHa (AMD)); CHHIpOM: reMOou3, TOBIIIe-
HHE aKTHBHOCTH (epMeHTOB neueHn u TpombOorwmronenus (HELLP); TpomGoTnueckyto TpoMOomMTONEHNYE-
ckyro myprypy (TTP); cioHTaHHYI0 MOTEPIO 102, OYJUIE3HBINA AMHACPMOITN3; TOBTOPHYIO MOTEPIO TUIOAA; Mpe-
SKIIAMCHIO;-TPaBMaTHYECKOE TTOBPEKACHHE TOJIOBHOTO MO3Ta; TSHKEIYIO MCEBIOMAPATUTHICCKYI0 MHACTCHUIO;
XOJIOIOBYIO arTJIOTHHUHOBYIO 00Je3Hb; cuHapoM lllerpeHa; nepMaTtomMuo3uT; Oyiuie3Hbld nmemburons; Gorto-
TOKCHYECKHE PEaKIluy; CBI3aHHBIN ¢ mpoayrupyemMbiM E.coli TokcnHoM Illura reMomTHKO-ypeMUUeCKHA CUH-
JIPOM; TUMHYHBIA WA WHPEKIUOHHBIA TreMoJNMTHKO-ypemudeckuid cuaapoM (tHUS); C3-rmomepymonedpur;
ACCOIMAPOBAHHBIN C aHTHHEUTPOPMILHBIM IUTOIUTa3MaTHIeCKUM aHTUTENIOM (ANCA) BacKyJuT; TyMOpaJIbHOE
1 COCYAHMCTOE OTTOPXKECHHE TPAHCILIAaHTAaTa; OCTPOE OMOCpeayeMoe aHTUTeIoM OoTTopkeHue (AMR); muchyHk-
Ul TPAHCIDIAHTATa; WHGAPKT MUOKAP/A; aNIOTCHHBIA TPAHCIUIAHTAT; CETCHC; 0O0JEe3Hb KOPOHAPHOU apTepuu;
HACIICICTBCHHBII aHTHOHEBPOTHUYECKUI OTCK; IEpMAaTOMHUO3HT; OoJie3Hb [ peiiBca; arepockiepos; 00ne3Hb AJb-
ureiimepa (AD); 6one3np ['entunrrona; 6onesus Kpeiiridenbara-sJkobda; Oone3ns [lapkuHCOHA; paKu;, paHbI;
CENTUYCCKHUI IIIOK; TIOPAXKCHUE CIIMHHOTO HEPBA; YBEUT; CBSI3aHHBIC C TUA0CTOM TJa3HbIe OOJIC3HU; PETHHOIIA-
TUIO HEJIOHOIICHHBIX; TIIOMEPYIOHEPPUT; MEMOPAaHHBINH HE(PPUT; aCCONMUPOBAHHYIO C IMMYHOTJIOOYIHHOM A
HE(PPOMATHIO; PECTUPATOPHEII AUCTpecc-cHHAPOM B3pocibix (ARDS); xpoHHUeckoe 00CTpyKTUBHOE 3a00eBa-
aue nerkux (COPD); MyKOBUCIHIO3; TEMOJIUTHICCKYIO aHEMHIO; TMApOKCU3MAIBLHYIO XOJOIOBYIO TeMOTIIO0N-
HYpHIO; aHa(QMIAKTHIECKUH IIOK; AIJICPTHIO; OCTEOIIOPO3; OCTEOAPTPHUT; THPEOUIUT XaIIMMOTO; Anadet Tuma I;
TIcOpHUas; My3bIpUYaTKy; ayTOMMMYHHYIO TeMouTHIecKyro aHemuio (ATHA); nauonaTnaeckyro TpoMOOIUTOIIe-
audeckyro nypnypy (ITP); cuanpom [N'ynmacuepa; 6oste3np Jleroca; antudochomumuaasiii cuaapom (APS); ka-
tactpopuaeckuit APS (CAPS); cepaednococynncToe HapymieHUE; MUOKApIUT; HApYIICHHE MO3TOBOTO KPOBO-
oOpaineHus; 3a001eBaHne nepruepuueckux COCyA0B; PEHOBACKYIISIPHOE HapylIeHHE; 3a001eBaHNEe ME3eHTEpH-
ANBHBIX/3HTEPUATBHBIX COCYIOB; BaCKynuT; Heput npu nypuype ['enoxa-1llennetina; 6onesnp Takascu; auia-
TUPYIOIIYIO KapJUOMHOIATHIO; JUA0CTHYECKYI0 aHTHOMaTHio;, Oone3Hb KaBacaku (apTepwT); BEHO3HYIO BO3-
nymnyto smbomuio (VGE), pecteHo3 mocie CTEHTHPOBaHMS; POTALMOHHYIO aTepIKTOMHIO; MEMOPaHO3HYIO
Hedponaruro; cuaapom ['nitena-bappe (GBS); cunapom ®urmiepa; nHIYyIUPOBaHHBIH aHTUT€HOM apTPUT; CHHO-
BHAJIILHOE BOCIAJICHHUE, BUPYCHBIC WH(CKIMK; OaKTepHaNbHbIe WH()EKINU; IPUOHBIC UH(PCKINH; ¥ TOBPEKIC-
HHE, 00yCIOBICHHOE HHPAPKTOM MHOKAP/a, CEPACIHO-TICTOYHBIM ITYHTUPOBAHUEM H T€MOANAIHA30M.

HekotopbiMu BapnaHTaMH OCYIIECTBICHHS H300pETEHHs SABIAIOTCS MedeHsle aHTuTena Kk C5. Mertkn
BKITIOUAIOT (HO, HE OTPaHUIMBAsCh TOJHKO UMH) METKU MU (PparMeHThl, KOTOPhIE MOKHO OOHApYKUBATh HETIO-
CPEICTBEHHO (Takue Kak (piyopecrieHTHBIE, XpoMO(OpHBIE, 3JICKTPOHHOIUIOTHRIE, XEMHIJIIOMIHECIICHTBIE U pa-
JTNOAKTUBHBIC METKH), a Taloke (PparMeHThl, Takue Kak (pepMEeHTH! WIH JUTaHIbl, KOTOPBIE MOJUIeKaT KOCBEHHO-
My OOHapy>XKEHHIO, HallpUMep, TOCPEICTBOM (DEPMEHTATUBHON PEaKIMH WK MOJIEKYJIIPHOTO B3aMMOJIEHCTBHS.
[IpuMephl METOK BKJIIOUAKOT (HO, HE OTPaHHYMBAsCh TOIBKO HMH) paguousoTomns *-P, '*C, "I, °'H u "'I, dpayo-
PpodOpEI, TaKKe KaK XeNaThl PEIKO3EMEIBHBIX METAIIOB WK (DIIYOPECIICHH U €ro MPOU3BOHEIC, POJAMUH U €T0
MPOU3BOJHBIC, TAHCII, yMOeIepoH, Toudepassl, HaIpuMep, Jonudepasa CBeTIIKa H OaKTepUaIbHAS JIF0-
mudepasza (US Ne 4737456), mrotmdepun, 2,3-muruaporaaasuHInoHsl, mepokcuaasza u3 xpena (HRP), menou-
Has ¢ocdaTasa, -raJaKTo3nasza, TIIIOKOAMIIIA3a, JTA30IHM, OKCHIa3bl CaXapHI0B, HAIPUMEp, TIIIOKO300KCHIA-
3a, TaJIAKTO300KCHIa3a U IIIF0K030-0-(pochaTaernaporeHasa, reTeponUKINIECKUEC OKCHUIA3hl, TAKHE KaK YpHKa3a
Y KCAaHTWHOKCH[Ia3a, CIIUTHIC ¢ (PSPMEHTOM, KOTOPHIH HCIIOIB3YET MEPOKCHU] BOJOPOIA ISl OKUCIICHUS TIPE/IIIIe-
CTBEHHHKa Kpacurens, Takoro kak HRP, makromepokcuaaza mim MUKpONEPOKCHIa3a, ONOTHH/aBUANH, CIIMHO-
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BBIC METKH, METKH B BUJIe OakTepuo(haros, cTabWIbHBIC CBOOOIHBIC PaIUKAIIBI U T.11.

E. ®dapmaneBTHUECKHE KOMITO3UIIUH.

®dapmareBTHYeCKre KOMITO3UIH aHTUTe’a K C5, mMpeacTaBIeHHOTO B HACTOSIIEM ONMCAHWUH, HOTYYaioT
MyTEeM CMEIICHUS YKa3aHHOTO aHTHTENa, MMEIOMIET0 HEOOX0ANMYIO CTETIeHb YHCTOTHI, C OJHHUM HIIM HECKOJb-
KHMH HeoOs3aTelbHBIMI  (papMarieBTHUeCKH TpuemiieMbiMu  HocuTemsiMu  (Remington's Pharmaceutical
Sciences,16-¢ u3n. mox pen. Osol A., 1980) B popme mHoPUIN3HPOBAHHBIX KOMITO3UITAN HIIM BOJHBIX PacTBO-
poB. @apMerneBTHYECKH MPUEMIIEMbIe HOCHUTENHN, KaK MPABWIO, SBIISIOTCS HETOKCHYHBIMHU JJISI PEIIUIIHECHTOB B
WCTIONIB3YEMBIX J03aX M KOHIICHTPAILMIX, OHH BKIIOYAIOT (HO, HE OTPaHUYMBASCH TOJIBKO MMH): Oydepsl, Takne
Kak (ocdaTHbIN, TUTPaTHBIN Oy(epsl, a Takke Oydepbl HA OCHOBE APYTMX OPraHUYECKHX KHCIOT; aHTHOKCH-
JIAHTBI, BKITIOYasi aCKOPOWHOBYIO KUCIIOTY M MCTHOHHH; KOHCEPBAHTHI (TaKHe KaK XJIIOPUA OKTAICIHIIAMCTHII-
OCH3MJIAMMOHHS, XJIOPHJ TEKCAMETOHHUS, XJIOpU] OCH3aJIKOHUS, XJIOPHUI OCH3eTOHUS; (PEeHON; OYTHIOBBIN HIIN
OCH3WJIOBBIN CITUPT; aNKUITapaOCHBI, TAKHE KaK METUII- FJTH TPONMINAPAa0CH; KATEX0J;, PE30PIIHHOIT; ITUKIOTCK-
CaHOJI; 3-TICHTAHOJI M METa-Kpe30); MOJUTCITAIBI ¢ HU3KOH MOJICKYJISIPHOW Maccoi (ColeprKamiue MeHee MpH-
omusutenbHO 10 ocTaTKOB); OCNKH, TaKWe KaK CHIBOPOTOYHBIN albOyMUH, KEIATHH WM UMMYHOTJIOOYITUHEI;
TUIPOGIIBHBIC TIOJTHMEPHI, TAKHE KaK MONH(BUHIIIHPPOIUAOH); aMAHOKHUCIIOTHI, TAKUE KaK TJIAINH, TITyTaMUH,
acraparvt, TUCTUAWH, ApTHHUH WU JIN3WH; MOHOCAXapHIbl, AUCAXapHUIBl U APYTHE YTICBOIBI, BKIIOYAs TITIOKO-
3y, MAaHHO3Y WJIN JEKCTPUHBI; XeIaTupyromue areaTol, Takue kak J/ITK; caxapa, Takue kak caxapo3a, MAHHUT,
Tperano3a Win COpOuT; coeoOpa3yrolye MPOTHBOUOHEI, TaKUe KaK HATPUH; COAepKaIlue METall KOMIUIEKCHI
(Hampumep, KOMITIIEKCHI Zn-0€eJI0K); W/ MM HEMOHOTEHHBIE IIOBEPXHOCTHO-aKTUBHBIC BEIIECTBA, TAKUE KaK ITOJIH-
stweHrKob (I1517). B KoHTekcTe HACTOSIIETO OMUCAHHS TIPUMEPHI (hapMaIleBTHUECKH MMPUEMIIEMBIX HOCUTE-
JIeH BKITFOYAIOT TAKXKE TUCTICPTUPYIOIINE areHThl MHTECPCTUIHMATBHBIX JICKAPCTBEHHBIX CPEJICTB, TAKHE KaK pac-
TBOPHMBIC aKTHBHBIC B HEHTpaJIbHOW cpelie IHMKonpoTenHsl ruanyponunas (sHASEGP), nanpumep, uenoseue-
CKHE€ PaCTBOPUMBIE TIIUKONPOTeHHBI THanyporunassl PH-20, takne kak tHUPH20 (HYLENEX®, ¢pupma Baxter
International, Inc.). Hexoropsie mpumepst SHASEGP n metons! nx npumeHenus, B Tom uucie rHuPH20, omuca-
HBI B myOnmkanusax natenToB CIIIA Ne 2005/0260186 u 2006/0104968. CornacHo 0JHOMY U3 00BEKTOB U300pe-
terust SHASEGP 00beIMHSIOT ¢ OTHUM WM HECKOJIBKUMHE JOMOJHUTEIBHBIMH TITUKO3aMHHOTIIMKAHA3aMH, Ta-
KAMU KaK XOHJPOUTHHA3BIL.

[Tpumepb! MOGUIN3UPOBAHHBIX KOMIO3HUIMK aHTHTEN onucanbl B US Ne 6267958, BoaHble KOMITO3UIIAN
aHTHUTEJ BKJIIOYAIOT KoMno3uiuy, omucanueie B US Ne6171586 u WO 2006/044908, mociienHue KOMITO3HIIHHI
BKITIOUAIOT THCTUIUH-aIeTaTHBINA Oydep.

Kommnoszumust, npeamaraemasi B M300peTEHHN, MOXKET COZEpKaTh Taoke OoJjiee OJHOTO JACHCTBYIOIIETO Be-
IIECTBA, €CIIM 3TO HEOOXOIUMO JUII KOHKPETHOTO ITOAJISIKAIIErO JICUSHHUIO TIOKa3aHus, IPEIIIOYTHTEIHHO Bele-
CTBa C JOTIOJIHUTEIHHBIMHI BHIaMU aKTHBHOCTH, KOTOPBIE HE OKA3bIBAIOT OTPUIATEIHHOTO BO3ACHCTBHS APYT HA
npyra. Takue nefcTBYIOIKE BEMIECTBA JOJDKHBI IPUCYTCTBOBATH B KOMOMHAIIUY B KOJIMYECTBAX, () ()EKTUBHBIX
JUTSL TOCTHIKCHHS TIOCTABJICHHOM IICTTH.

Jle#icTByIOIIME BEIIECTBA MOKHO BKIFOYATh TAKKE B MUKPOKAIICYJIBI, HATPUMED, TOTYICHHBIC C TIOMOIIHIO
METOJIOB KOAallepBaluy WM MeK()a3HOH MONMMEpU3aIliy, HAIPUMED B THIPOKCUMETHIIIICILTIONO3HBIC WIIH XKe-
JATHHOBBIC MUKPOKATICYJIB U IMOJU(METHIMETAKPIIATHBIC) MUKPOKAICYJIBI COOTBETCTBEHHO, B KOJUIOUIHBIC
CHCTEMBI BBEJICHHS JICKAPCTBEHHOTO CPEICTBA (HAIPUMEP B JIUIIOCOMEI, aJh0yMHHOBBIE MUKpPOC(hEps!, MHKpO-
SMYJIBCHH, HAHOYACTHUIIEI M HAHOKAIICYJBI) WM B MakpodMyibcuu. Takwme MeTonasl ommcaHel B Remington's
Pharmaceutical Sciences, 16-¢ u3a., mox pen. Osol A., 1980.

MOHO TPHUTOTaBIMBATH IpenapaTsl ¢ 3aMEJICHHBIM BBICBOOOKAEHHEM. [IpHeMIIeMBIMH NpUMEpamMu
TpernapaToB ¢ 3aMEVICHHBIM BBICBOOOKICHHEM SBIIAIOTCS MOIYIIPOHUIIaEMBIE MAaTPHUIIBI U3 TBEPIABIX THAPO(OO-
HBIX TIOJIMMEPOB, BKIIIOYAIOIINE aHTHTENIO WM KOHBIOTAT, TaKHe MaTPHUIIBI MIPEICTABILIIOT COO0M U3AETHs OIpe-
JICIICHHOH (pOPMBI, HAPUMeEP, TUICHKH WK MUKPOKAIICYIIBL.

Kommnosuiuy, npenHa3HauYCHHBIC U1 MPUMEHEHUS in Vivo, KaK MPaBWIIO, JOJKHBI OBITh CTCPHIILHBIMU.
CTepHIbHOCTh MOXHO JIETKO 00CCIICYUBaTh, HAPUMEP, ITyTeM (QUIBTPAIUHN Yepe3 CTEPUIBHBIC (BUITHTPYIOIINE
MeMOpaHEbI.

K. TepaneBTuueckue crrocoObl 1 KOMITO3UIIHH.

JIro60e u3 anTuten k C5, mpeACTaBICHHBIX B HACTOSIIEM OIUCAHWH, MOKHO NPUMEHSTH B TEpaleBTHYC-
CKHX crioco0ax.

OmauM 13 00BEKTOB U300peTeHUS ABIsIeTCs anTUTeNO K C5, mpenHa3HadyeHHOe /TS IPUMEHEHHS B Ka9eCT-
BE JICKapCTBEHHOTO CpencTBa. J[pyrrue oOBeKTH H300peTeHns OTHOCATCA K aHTUTeny K C5, mpeqHasHaYeHHOMY
JUTS TIPUMEHEHHS IS JICYSHUS OTIOCPEAyeMOTo KOMILIEMEHTOM 3a00JIeBaHHS MIIH COCTOSHUS, KOTOPOE BKITFOYA-
eT M30BITOYHYIO MIIM HEKOHTPOJHpyeMyro akTuBannio C5. HekoTopble BapHaHTHI OCYIIECTBICHUS H300PETCHUS
OTHOCATCS K aHTUTeny K C5, mpeaHa3HAYeHHOMY JUI1 IPUMCHEHUS B crioco0e JieueHus. HexoTopbie BapuaHTHI
OCYILICCTBIICHUS U300peTeHUs OTHOCITCA K aHTUTeny K C5, mpeaHa3HAaYeHHOMY JUIS MPUMEHEHHUS B crocode
JICUCHUSI MHAUBUAYYMa, KOTOPBIH UMEET OMOCPEayeMOe KOMILUIEMEHTOM 3a00JICBaHUE WIIH COCTOSHUE, KOTOPOE
BKITIOYAeT W30BITOYHYIO WJIM HEKOHTPOJIHPYeMyr akTthBanuio C5, BKIFOUYAIONIEM BBEICHHE WHAWBHIYYMY B
3¢ dexTuBHOM KonmudecTBe anTuTena C5. B 0THOM U3 yKa3aHHBIX BAPUAHTOB OCYIICCTBICHUS N300PETEHHUS CITO-
co0 BKJIIOYACT BBEACHUC MHAMBHIYYMY B 3(Hh(HEKTUBHOM KOJHYCSCTBE MO MCHBIICH MEpe OJHOTO TOMOIHUTEb-
HOTO TepamneBTUYeCcKoro cpeactsa. "MHauBHayyM" B KOHTEKCTE JIIOOOTO M3 yKa3aHHBIX BBIIIE BAPHAHTOB OCY-
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MIECTBJICHUS H300PETCHUS PEATIOYTUTEIHHO IPEICTABIISCT COOO0I YemoBeKa.

Korga anTrreH npeacrasiseT co00il pacTBOPUMBII OCIIOK, TO CBSI3BIBAHUE aHTUTENA C AHTUTCHOM MOXET
MPYUBOINTH K yUIMHEHHOMY BPEMEHHU HOJYXM3HH aHTHTeHA B IDIa3Me (T.€. CHIDKEHHIO KIMPEHCAa aHTUTEHA U3
TUTa3MBI), TTOCKOJIBKY CaMO aHTHTENOo obOiamaer Oojiee MPOMOIDKUTEIBHBIM BPEMEHEM IMONYKH3HH M CITY>KUT B
KadecTBE HOCHTENS IS aHTHUTeHa. JTO SBIACTCS CIENCTBHEM omocpenyeMoro FcRn penmkimHra KOMIUTEKca
AHTUTCH-aHTHUTEIIO TIOCPEACTBOM IHIIOCOMAIbHOTO MyTH B KileTke (Roopenian, Nat. Rev. Immunol., 7(9), 2007,
c. 715-725). OgHako OXHIACTCSI, YTO aHTUTENO ¢ pH-3aBHCHMBIMH XapaKTEPUCTHKAMU CBSI3BIBAHHS, KOTOPOE
CBSI3BIBACTCS CO CBOMM AHTHICHOM B HEHTPaTbHOM BHEKJIETOYHOM OKPY)KEHHH, BBICBOOOXKIAsICh NPH 3TOM B
KHCJIBIC YCIIOBHSI 3HIOCOMATBHBIX KOMIIAPTMEHTOB ITOCIC MPOHUKHOBEHUS B KICTKH, JOJDKHO 00JamaTh yiryd-
NICHHBIMU CBOWCTBAMHU C TO3WIIUM HEWTpaIM3alld U KIUPEHCA aHTUTCHA OTHOCHUTEIBHO €ro aHallora, CBS3bI-
Batolerocsi HezaBucuMbIM oT pH o6pasom (Igawa u np., Nat. Biotech., 28(11), 2010, c. 1203-1207; Devanaboy-
ina u ap., mAbs, 5(6), 2013, c. 851-859; WO 2009/125825).

CrnenyroImuMu BApUaHTaMH OCYIIECTBICHUS H300peTCHUS BT aHTUTeNo K C5, mpefHa3HAuYCHHOES IS
MpUMEHCHHUs JUTsl ycrneHus kiuperca CS5 u3 mia3Mel. HeKOTOpEIME BapuaHTaMU OCYIIECTBICHUS HU300PCTCHUS
apisieTcs antuTeno k C5, mpeaHa3HaueHHOE /IS MPUMEHEHHS B crtocobe ycmneHus kinupeHca C5 U3 mia3Mel y
WHANBUAYYMa, BKIIOYAIONIEM BBEIACHNE WHANBAAYYMY B 3(pdexTnBHOM KommuecTBe aHTuTena k C5 mist ycnie-
HUs Kauperca C5 U3 wia3Mel. B o1HOM M3 BapraHTOB OCYIIECTBICHUS n300peTeHus aHTuTeno k C5 moBsImaer
kmupernc CS5 w3 mia3Mbl 1O CPaBHEHHIO C KaHOHWYeCKMM aHTHTenoM kK C5, xoropoe He obmamaer pH-
3aBUCHUMBIMH XapaKTEPUCTUKAMHU CBs3bIBaHUS. "MHIUBHAYYM" B KOHTEKCTE JFOOOTO M3 YKAa3aHHBIX BBIIIE BapH-
AHTOB OCYIIECTBICHUS N300PETEHHS MIPEATIOYTUTEFHO PEACTABISIET COOOH YeIoBeKa.

CrneyroImuMu BApUaHTaMH OCYIIECTBICHUS H300peTeHUS BT aHTUTeNo K C5, mpefHa3HAuYCHHOES IS
MpUMEHEHUS [T moAaBicHus HakorieHus CS5 B tutazMe. HekoTopbiMu BaprHaHTaMu OCYIICCTBICHUS H300peTe-
HUS sABisieTcs aHTHTENo K C5, mpeaHa3HaueHHOE I MPUMEHEHUS B CrocoOe moaaBicHus HakoruieHus CS5 B
IUIa3Me y MHIUBUAYYMa, BKJIFOUYAIONIEM BBEJCHHUC WHAWBUIAYYMY B d(PQPEKTUBHOM KomuvecTBe aHtuTena k C5
JUTSL TIoaBlicHus HakoruieHus: C5 B tua3zme. B 0THOM M3 BapHaHTOB OCYIIECTBICHUS H300PCTCHUS HAKOTUICHHE
CS5 B ma3me sIBISIETCS pe3yIbTaTOM 00pa30BaHUs KOMIUIEKCAa aHTHTeH-aHTHTENO0. B npyrom BapmanTe ocymect-
BJICHUS n300peTeHus anTureno k C5 momasnseT HakoruieHne C5 B IIa3Me MO CPaBHEHUIO ¢ KAHOHWYECKUM aH-
tutenioM Kk C5, kotopoe He obnamaeT pH-3aBUCUMBIMY XapaKTEPUCTHKAMH CBS3bIBaHMA. "MHIUBHAYYM" B KOH-
TEKCTE JIF0OOTO M3 YKa3aHHBIX BBIIIE BAPHAHTOB OCYIICCTBICHUS N300PETEHUS MPEAIIOYTUTEIHFHO MPEACTABISCT
co0oii "yeJoBeKa.

AnTtuTeno x C5, npemraraeMoe B HACTOSIIEM U300pETEHUH, MOXET HHTHOMpoBaTh akTuBaimio C5. JIpy-
TUMH BapUaHTaMU OCYIIECTBICHUS N300peTeHus ABIsAeTcs anTuTeno k C5, mpeaHasHauYeHHOE IS IPUMCHCHHS
It nHruOMpoBanus aktuBanuy CS. HeKoTOphIMU BapHaHTaMU OCYIICCTBICHUS U300PCTCHUS SBIIACTCS aHTUTE-
1o k C5, nmpeHa3HAYCHHOE JUISI MPUMCEHCHHS B CIT0c00e MHTHOMpoBaHus akTuBanuu CS5 y MHIUBUAYYMa, BKIFO-
YaroIeM BBEJCHUE WHANBHIYYMY B 3(pPEKTHBHOM KOMUYeCTBEe aHTHTENA K C5 11 HHTHOMPOBAHUS aKTUBAIUH
C5. B o1HOM W3 BapHaHTOB OCYIIECTBJIEHUsS M300pETEHUS! IIMTOTOKCHYHOCTD, onocpeayemyro C5, monaBisioT
nmyTeM MHruOupoBanus akruBanuu C5. "MHmuBuayyM" B KOHTEKCTE JIFOOOTO M3 yKa3aHHBIX BBINIEC BapHAHTOB
OCYILECTBIICHHS N300PETEHUS IPEAMOYTHTEIBHO TIPEICTABIAET COOOM YeTIoBeKa.

CregyromuM 00beKTOM HU300pEeTeHMsI SABIISETCS MpUMeHeHHe anTuTena K CS5 i MPUTOTOBIICHUS WIIH TI0-
JYy9EeHHs JIEKAaPCTBEHHOTO CpeAcTBa. B 0omHOM W3 BapHaHTOB OCYIIECTBICHHS H300pETEHHS JEKapCTBCHHOE
CPEICTBO IMpeIHa3HAuYEHO IS JEUCHHS OIIOCPEIYEeMOT0 KOMIUIEMEHTOM 3a00JIeBaHUS MM COCTOSHUS, KOTOPOE
BKITIOYAeT U30BITOYHYIO MIIM HEKOHTpoIMpyemyto aktuBammio C5. B npyrom BapuanTte ocymmecTBiIeHUsS H300pe-
TEHHUS JIEKAPCTBEHHOE CPEJICTBO MPUMEHSIOT B CIIOCOOE JICYEHHS OMOCPEAYEMOro KOMIUIEMEHTOM 3a00JIeBaHUs
WA COCTOSTHHS, KOTOPOE BKIIFOYACT M30BITOUYHYIO WM HEKOHTPOIUPYEeMYro akTuBanuio C5, BKIIFOYAIOIIEM BBE-
JICHUE UHAMBUAYYMY, UMEIOIIEMY OIOCPEayeMOe KOMIZIEMEHTOM 3a00JIeBaHHE WIIM COCTOSIHHE, KOTOPOE BKJIIO-
yaeT M30BITOYHYIO WJIM HEKOHTpoJMpyemyro akTuBanuio C5, B 3(()EeKTUBHOM KOJHYECTBE JIEKAPCTBEHHOTO
cpenctea. B oHOM W3 yKa3aHHBIX BapHAHTOB OCYIIECTBICHUS N300pPETEHUS CIIOCO0 BKIIIOYACT TAKXKE BBEJCHHC
UHIUBUAYYMY B 3(PQPEKTHBHOM KOJIHYECCTBE IO MEHBIICH Mepe OJHOTO IOMOJIHHUTCIEHOTO TEPATICBTHYCCKOTO
cpenctBa. "MHAMBUAYYM" B KOHTEKCTE JIIOOOTO M3 YKa3aHHBIX BBIIIE BAPHAHTOB OCYIIECTBICHHUS W300pETECHUS
TPEIIOYTUTEFHO IPEACTaBISIET COO0H YemoBeKa.

B crnenyromeM BapuaHTe OCYIIECTBICHHS H300pETEHHS JIEKAPCTBEHHOE CPEACTBO MPETHA3HAYCHO IS
yeunenus knupenca C5 u3 mia3Mel. B apyrom BapuanTte ocymiecTBIIeHUS W300pEeTEHHs JIEKapCTBEHHOE CPEICT-
BO TPEIHA3HAYCHO IS IPUMEHEHHUS B criocode ycunenns knuperca C5 U3 mia3Mbl Y HHANBHAAYYMa, BKIIOYAI0-
[IeM BBEICHUE WHAWBUAYYMY B 3(P(PEKTHBHOM KOJIMYECTBE JICKAPCTBEHHOTO CPEACTBA /IS YCUJICHHS KIMPEHCA
C5 u3 mma3Mel. B 0THOM W3 BapHaHTOB OCYIIECTBICHUS N300peTeHus antuTeno Kk CS5 mossimraet kiuperc C5 u3
TUTA3MEI TI0 CPABHEHHIO ¢ KAHOHUYECKUM aHTUTeNoM K C5, koTopoe He oOmagaer pH-3aBUCHMBIME XapaKTepH-
CTHKaMH CBs3bIBaHUS. "MHAMBHAYyM" B KOHTEKCTE JIFOOOTO M3 YKAa3aHHBIX BHINIC BAPHAHTOB OCYIICCTBICHUS
U300pETECHUS] MOXKET MPEICTABIATH COOO0 YemoBeKa.

B cnenyromiemM BapraHTe OCYIIECTBIICHHS M300pETCHHS JICKAPCTBEHHOE CPEJCTBO MPEIHA3HAYCHO IS T10-
nmaBiieHus HakorieHus C5 B mmasme. B cremyromeM BapuaHTe OCYIISCTBICHHS U300pETEHUs JEKapCTBCHHOE
CPEICTBO IpeaHa3HAYCHO JUII MPUMEHEHHUS B crioco0e mojaBieHus HakomwieHns CS5 B mia3Me y WHAWBUAYYMA,
BKITIOYAIOIIEM BBEJCHUEC HHAMBUIYYMY B 3(p(PEKTHBHOM KOJHMUYECTBE JICKAPCTBEHHOTO CPEACTBA UIS ITOJABIIEC-
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HUs HakoruieHus C5 B asme. B oHOM U3 BapHaHTOB OCYIIECTBIICHUS U300peTeHus HakorieHue C5 B mia3me
SIBIISICTCSL PE3YJIBTaTOM 00pa30BaHMs KOMILICKCA aHTUTCH-aHTUTEN0. B Ipyrom BapmaHTe OCYIIECTBICHHS HU30-
Operenns antuteno k C5 momasmsger HakoruieHHe C5 B Tura3Me MO CPaBHEHUIO ¢ KAHOHHYECKHM aHTHTEIOM K
C5, xotopoe He oOmamaeT pH-3aBHCHUMBIMH XapaKTepUCTUKaMU CBs3bIBaHUA. "VHIUBHIyyM" B KOHTEKCTE JIIO-
60ro U3 yKa3aHHBIX BBIIIE BAPHAHTOB OCYIIECTBICHUS H300PETCHUS MOXKET IPEACTaBIIATh COOOH YeIoBeKa.

AnTuTeno k C5, npeanaraeMoe B HACTOSIIIEM M300pEeTeHNH, MOXKET HHTHOUpoBaTh akTuBaimio C5. B npy-
TOM BapuaHTE OCYLIECTBICHHUS M300pEeTEHHs JICKApCTBEHHOE CPEICTBO MPEAHA3HAYCHO IUIS TMPUMEHEHUS JUIA
uHrnoupoBanus aktuBamuu C5. B apyrom BapmaHTe OCYIIECTBICHHS M300pPETEHHUS JICKapCTBEHHOE CPEICTBO
NpeHAa3HAYCHO U MPUMEHEHHUS B criocoOe MHruOupoBaHus aktuBarmu CS5 y WHAWBHIAYYyMa, BKIIOYAIOIIEM
BBEJICHUC WHIUBUAYYMY B 3()D()EKTHBHOM KOJMYECTBE JICKAPCTBEHHOTO CPEJCTBA i MHTHOMPOBAHUS aKTHBa-
uu CS5 B 0THOM U3 BapHAHTOB OCYIIECTBICHUS H300PETCHUS IMTOTOKCHIHOCTb, onocpenyemyto C5, mogasis-
0T ITyTeM MHruOupoBanus akTuBayu C5. "MHauBuayym" B KOHTEKCTE JII000TO N3 YKa3aHHBIX BBIIIE BAPUAHTOB
OCYILIECTBIICHUSI N300PETEHUS MOXKET IPEICTABIIATE COOOH YeIOBEKA.

JpyruM o0BEKTOM H300pETCHUS SIBISETCS CIIOCO0 JICUCHHS OMOCPEIYEMOT0 KOMILICMEHTOM 3a00JIeBaHUs
WIIA COCTOSHUS, KOTOPOE BKIIFOYAET M30BITOUHYIO WM HEKOHTpoJmpyemylo aktuBanuio C5. B ogHOM M3 Bapu-
AQHTOB OCYIIECTBIICHHUS M300pETEHHS CIIOCO0 BKIIOYACT BBEACHWE MHIUBHAYYMY, HMEIOMIEMY YKa3aHHOE OIO-
cpenyeMoe KOMIUIEMEHTOM 3a00JIeBaHWE WJIM COCTOSHHE, KOTOPOE BKIIIOYAeT M3OBITOYHYIO MM HEKOHTPOJH-
pyemyto aktuBanmio C5, B addexTrnBHOM KonmuecTBe aHTUTeNa K C5, MpeACcTaBIeHHOTO B HACTOSIIEM OIUCA-
HUH. B 0THOM W3 BapHaHTOB OCYIIECTBICHHUS H300PETEHUS CIIOCOO BKIIIOYACT TAK)KEe BBEIACHNE MHAWBUAYYMY B
3 GeKTUBHOM KOJIMYECTBE MO MEHBIIEH Mepe OJHOTO MOTIOTHUTEIHLHOTO TeparneBTHIECKOTro cpenctra. "MHau-
BUAYyM" B KOHTEKCTE JTFOOOTO M3 YKAa3aHHBIX BHIIIC BAPUAHTOB OCYIICCTBICHUS U300PETCHHUS MOXKET MPEICTaB-
JATH cO00M YeToBeKa.

CrnenyromuM 00bEKTOM H300peTeHUs ABIIETCs croco0 ycuneHus kimpenca C5 U3 ia3Mbel y HHIUBHIYY-
Ma. B 0HOM U3 BapHaHTOB OCYIIECTBICHUS N300peTeHUs COCO0 BKIIOYACT BBEJCHUE UHANBHAYYMY B 3 dek-
TUBHOM KoJmdecTBe aHTHTeNna K C5 s ycunenus kiupenca CS5 u3 mia3Mel. B 0HOM U3 BapuaHTOB OCYILECTB-
nenns n3o0pereHust antuteno k C5 noseimaet kiupeHc C5 13 MIa3Mbl IO CPaBHEHUIO ¢ KAHOHHYECKUM aHTUTE-
goM k CS5, kotopoe He oOmamaer pH-3aBUCHMBIMH XapaKTepHUCTHKaMHU CBS3BIBaHUSA. B OZHOM W3 BapHaHTOB
OCYIIIECTBIICHHUS N300peTeHMSI "HHANBUAYYM" TIpEICTaBIsSIeT cOO0 UemoBeka.

CrienyromuM 00beKTOM U300pETEHHsI SBIISIETCS CITOCO0 MmoAaBiieHNsT HakoruieHus: C5 B mia3zMe y WHIWBH-
Iyyma. B oHOM M3 BapHaHTOB OCYIIECTBICHUS M300pEeTEHUs CTIOCO0 BKIIIOYAET BBEJCHUE HHIANBHIYYMY B (-
(exTuBHOM KonmyecTBe aHTUTeNna K C5 mis momaBmeHus HakorieHus C5 B mmasMe. B omHOM W3 BapHaHTOB
OCYILICCTBIICHUS M300peTeHus HakoruieHue C5 B I1a3Me SBISETCS Pe3yIbTaTOM 00pa30BaHUS KOMILIEKCA aHTH-
TCH-aHTHUTENO. B IpyroM BapuaHTe OCYIIECTBICHUS n300peTeHus anTureno k C5 momasisier HakoruieHue CS5 B
IUIa3Me N0 CPaBHEHHIO ¢ KaHOHWYEeCKMM aHTuTelioM K C5, koTtopoe He obnmanact pH-3aBHCHMBIMU XapaKTepH-
CTHKaMH CBSI3bIBaHUS. B OJIHOM W3 BapUAHTOB OCYIIECTBICHUS M300pETCHUS "WHAUBUIAYYM' MPEICTABICT CO-
0011 uemoBeKa.

Amntuteno k C5, mpeuiaraeMoe B HACTOSIIEM H300pETCHHUU, MOXKET MHTHOUpoBaTh aktuBaiuio C5. JIpy-
TUM OOBEKTOM H300peTeHHS SIBJISIETCS Croco0 MHrmOuMpoBanus aktuBamuu C5 y wHIMBHIyyMa. B omHOM W3
BapUAHTOB OCYIIECTBIICHUS U300pETEHHS CIIOco0 BKIIIOYAST BBEACHHEC MHIUBUAYYMY B d(DPEKTUBHOM KOJIHUE-
ctBe antutena Kk C5 ms marudupoBanyst aktuBanuu CS5. B 0HOM W3 BapHaHTOB OCYIIECTBICHUS N300pETEHUS
IIUTOTOKCHYIHOCTH, orocpeayemyto C5, momaBisroT myTeM HHruOupoBanus aktuBarmm C5. B ogHoM u3 Bapuan-
TOB OCYIIECTBIICHUS M300peTeHNS "MHANBHIYYM' TIPEACTABIISIET COOOM YeIOBEKA.

Jpyrum o0BEKTOM H300pETCHHUS SIBIISIOTCS (PapMaleBTUUCCKUE KOMIIO3HIINY, COJCpKAIIIE JIF000e U3 aH-
tuten K C5, mpecTaBICHHBIX B HACTOSIIEM ONHCAHUM, KOTOPHIC MPEIHA3HAUCHBI, HATIPUMED, JUIS MPUMCHCHHS
B JIFOOOM U3 YKa3aHHBIX BBIIIEC TEPANICBTHYCCKUX CIIOCOOOB. B 0IHOM M3 BapHaHTOB OCYIICCTBICHUS U300peTe-
HUS (hapManeBTHYCCKasT KOMIO3HIUS CONCPKUT Jr00oe u3 antuTen kK C5, mpeJCTaBICHHBIX B HACTOSIIEM OTIH-
caHMH, ¥ (papMaIleBTUYCCKH TPUEMIIEMBIA HOCUTENb. B ApyroM BapuaHTe OCYIIECTBICHUS U300peTeHus hapma-
LEBTHYCCKAsT KOMITO3UIUSI COJCPKUT JIF000e u3 aHTuTeN K C5, MpeCcTaBICHHBIX B HACTOSIIEM OIUCAHWH, U 110
MEHBIIEH Mepe OJTHO AOTIOTHUTEIFHOE TEPAIIEBTHIECKOE CPEICTRO.

CrenyromuM 00bEKTOM H300peTeHmsl sBIseTcs (papMarieBTHIecKas KOMITO3UIWS, MpeaHa3HaueHHAs IS
JICYSHHSI OMOCPENIyEeMOT0 KOMIIEMEHTOM 3a00JIeBaHUS FIIM COCTOSIHHS, KOTOPOE BKIIIOYAET W3OBITOYHYIO HIIH
HEKOHTpoNMpyemyto aktusanmio CS5.

B cnenyromem BapuaHTe OCYIIESCTBICHHUS M300peTeHHs (hapMareBTHYECKass KOMITO3UIMA TpeIHa3HaueHa
Ut yerneHus knupeHca C5 u3 mma3Mel. B o1HOM U3 BapHaHTOB ocymiecTBIICHHUS n300peTeHus antureno Kk C5
noBbImacT kiupeHc CS5 U3 mia3Mel 0 CPABHEHUIO ¢ KAHOHUUYECKUM aHTUTeNoM K C5, kotopoe He oOmanaer pH-
3aBHCHUMBIMU XapaKTEPUCTUKAMU CBS3bIBaHUA. B cienyromeM BapuaHTe OCYIICCTBICHHS M300peTeHUs (papma-
[EBTHYCCKAsT KOMIO3HUIUS MpeTHa3HaueHa ISl MoAaBlIcHus HakoruieHus C5 B mia3me. B oqHOM U3 BapuaHTOB
OCYILIECTBIICHUS M300peTeHus HakoruieHue CS5 B IIa3Me SBISIETCS Pe3yIbTaTOM 00pa30oBaHUS KOMILIEKCA aHTH-
TCH-aHTHUTENO. B IpyroM BapuaHTe OCYIIECTBICHUS n300peTeHus anTureno k C5 momasisier Hakoruienue CS5 B
IUIa3Me N0 CPaBHEHHIO ¢ KaHOHWYEeCKMM aHTuTesioM K C5, kotopoe He oOnmanacT pH-3aBHCHMBIMU XapaKTepH-
CTHKaMH CBs3bIBaHMA. AHTHTENO K C5, mpeanaraeMoe B HACTOAIIEM H300pETCHUH, MOYKET HHTHONPOBATh aKTH-
Barmio C5. B cnenmyromem BapmaHTe OCYIIECTBICHHS M300peTeHus (hapMalleBTHUCCKash KOMIO3HIUS IIpeaHa-
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3Ha4eHa Uil MHruOMpoBaHMs akTuBanuu CS5. B 01HOM M3 BapHaHTOB OCYILECTBICHUS M300pETEHUS IIUTOTOK-
CHYHOCTB, orocpeayemyro C5, moaaBisioT myreM HHruOupoBanus aktuBanuu C5. B ogHOM n3 BapuaHTOB OCy-
IECTBIICHUS M300peTeHNs (hapMaleBTHYECKYI0 KOMIIO3HUIINIO BBOAAT HHINBUAYYMY, HMEIOIIEMY OTIOCpEayeMOe
KOMIUIEMEHTOM 3a00JIeBaHUE WIIM COCTOSHIE, KOTOPOE BKIIOYACT M3OBITOYHYIO MM HEKOHTPOIUPYEMYIO aKTH-
Banuto C5. "MnauBuayym" B KOHTEKCTE JIFOOOTO M3 YKa3aHHBIX BBIIIC BAPUAHTOB OCYIIECTBICHUS N300pETEHUS
TPEIOYTHTEFHO IPEACTaBISIET COO0H YemoBeKa.

B ogHoM u3 00bekTOB M300peTeHNsI HHAUBUAYYM nMeeT CS5 aukoro tuma. B apyrom o0bekTe n3obpere-
HUS MHAUBHIYYM UMeeT BapuaHT C5. B HEKOTOpHIX BapHaHTax OCYyIIECTBIeHUS u3o0peTenus Bapuant CS5 00-
JamaeT OMOJIOTUYECKOH aKTUBHOCTBIO, CXOMHOM ¢ akTUBHOCTRIO C5 amkoro tumna. YkasaHHbIH BapuanT C5 Mo-
JKET CoJep)KaTh II0 MEHBIIEH Mepe OJHY BapHaluio, BHIOpaHHYIO M3 TpymIsl, cocTosimei u3 V1451, R449G,
V8021, R885H, R928Q, D966Y, S1310N u E1437D. B Hacrosimem onucanuu, Hanpumep, R88SH obo3HauaeT
TeHETHYECKYIO BapUaluio, IPYU KOTOPOH aprHHUH B MOJIOKEHUH 885 3aMEHEH Ha TUCTHUNH.

CrenyromuM 00bEeKTOM H300PETESHUS SBISIIOTCS CIIOCOOB! IIPUTOTOBIICHHS JICKAPCTBEHHOTO CPE/ICTBA HMIIH
(hapmaneBTHIECKOW KOMIIO3UIINH, BKIIIOYAIONINE CMEIIeHNe TI00bIX aHTuTes K C5, ImpecTaBlIeHHbIX B HACTOS-
IIeM OITMCAHWH, ¢ (papMaleBTUIECKN MPUEMIIEMBIM HOCHTEIJIEM, HallpUMep, Uil IPUMEHEHUS B JTI000M U3 yKa-
3aHHBIX BBIIIEC TEPaNeBTHUECKUX CIOCOO0B. B 0JHOM M3 BapHaHTOB OCYIIECTBIICHHUS H300pETEHHS CHOCOOBI
MPUTOTOBJICHUS JIEKAPCTBEHHOTO CPEICTBA WIN (apMaleBTUYECKON KOMIO3HIUHU TOTIOJHUTEIHHO BKIFOYAIOT
no0aBJieHHE MO MEHBIIEH Mepe OJHOTO IOTIOJIHHUTEIHHOTO TEPareBTHYECKOTO CPEICTBAa K JIEKAPCTBEHHOMY
CPEICTBY WM (papMareBTHUECKON KOMITO3UITHH.

B HEKOTOpHIX BapHaHTaX OCYIIECTBIICHHUS M300pPETEHUS OMOCpEIyeMOoe KOMITIEMEHTOM 3a00JIeBaHUE WM
COCTOSIHHE, KOTOPOE BKJIIOYAET M30BITOUHYIO WM HEKOHTPOJIMPYeMyro akTuanuio C5, BEIOMpArOT U3 TPYMIIH,
BKJIIOYaronied peBmarougnslii aptput (RA); cucremnyro kpacHyto BomuaHky (SLE); BomuaHouHBIN Hedpur;
MOBPEX/CHNE, BBI3BIBACMOE HIeMHeH-penepdy3neii; acTMy, NMapoKCH3MAIBHYI0 HOYHYIO T'eMOTJIOOHMHYPHIO
(PNH); remonutuko-ypemudeckuii cuaapom (HUS) (manpumep, aTUNMWYHBIA TeMOJMTHKO-yPEMUYECKUH CHH-
npom (aHUS); 6one3ns mnotHeIx neno3utoB (DDD); neilipomuennt 3purensHoro Hepsa (NMO); mynstudo-
KalbHYI0 MOTOpHYI0 HeBpomatuio (MMN); paccesHHBIN ckiaepo3 (MS); CHCTEMHBIH CKIEpO3; JeTeHEpaIfio
JKENITOTO TATHA (HAIpUMEp, BO3PACTHYIO JIETeHepaIuio xeyaroro mitHa (AMD)); cuHApOM: reMoJin3, TIOBBIIIe-
HUE aKTUBHOCTH (QepMeHToB nedeHn u TpomOonurtonenus (HELLP); TpomOoTHueckyto TpoMOOIHMTOTICHIYE-
ckyto mypirypy (TTP); cioHTaHHYIO TIOTEPIO TUTOAA; OYIIIIE3HBIH SMTUACPMOIIN3; TIOBTOPHYIO TTOTEPIO TI0A; Tpe-
SKJIAMCHIO; TPAaBMATHIECKOE MOBPEXKICHUE TOJOBHOTO MO3Ta; TSKEIYIO ICEBIONAPATUTUICCKYI0 MHUACTCHUIO;
XOJIOJIOBYIO arTJIIOTHHUHOBYIO 00Je3Hb; cuHapoM lllerpeHa; nepMaTtomMuo3ut; Oyiie3Hbld nmemburons; Gorto-
TOKCHUYECKHE PEaKIUH; CBA3aHHBIN ¢ mpoxynupyemMsiM E.coli TokcuaoM 1llura reMoiauTHKO-ypeMHYecKuii CHH-
JPOM; TUIHWYHBIH WM WH(EKIMOHHBIH reMosmTHKo-ypemudeckuit cuuapom (tHUS); C3-rmomepynonedpur;
ACCOLMMPOBAHHBIN C aHTHHEHTPODUIBHBIM IUTOIIa3MaTHYecKuM anTuTesioM (ANCA) BacKyJIHT; TyMOpaJIbHOE
U COCYIHUCTOE OTTOpPKEHHE TPAHCIUIAHTaTa; OCTPOE OIOCpeayeMoe aHTuTesioM orTopxkenue (AMR); nucdyHk-
s TpaHCIUIaHTaTa; WHPAPKT MUOKap/a; ajlJIOTeHHbBIH TPAaHCIUIAHTAT; CENCHC; 00JIe3Hb KOPOHApHOH apTepuy;
HAacJIEeJICTBEHHBI aHTMOHEBPOTHYECKUH OTEK; AEPMaTOMHO3MT; Ooie3Hb I'peliBca; arepockiepos; 0one3Hs Allb-
ureiimepa (AD); Oome3nb ['eHTuHTTOHA; OO0JIe3Hb KpehTndenbara-Skoda; 6onesns [lapkuHCcOHa; pakd; paHe-
HUS, CENTHYECKUH IMIOK; TIOpaKeHUE CIIMHHOTO HEPBa; YBEHUT; CBA3AaHHBIC C AMA0CTOM TIIa3HBIE OOJIE3HHU; PeTH-
HOTIATHIO HEJOHOIICHHBIX JeTel; riioMepyaoHedpuT; MEMOpaHHbBII HEPPUT; aCCONNUPOBAHHYIO C MIMMYHOTJIO-
OynuHOM A HedpOMaTHIO; PECIIUPATOPHBINA AUCTIPpECC-CHHAPOM B3pocibiXx (ARDS); XpoHHueckoe 0OCTPYKTHB-
Hoe 3aboseBanne Jerkux (COPD); MyKoBUCIIHI03; TEMOTUTHIECKYIO aHEMHIO; TTAPOKCU3MAILHYIO XOJIOJAOBYIO
reMOTrIIOONHYPHIO; aHA(DWIAKTHYECKUH IIOK; aJUIEPrHI0; OCTEOIOpO3; OCTEOapTPHUT; THPEOUAMT XaIIUMOTO;
nuaber Tuma I; mcopuas; my3pIpuaTKy; ayTOMMMYHHYIO reMoJMTHueckyto aHemuto (AIHA); mauonatiyeckyro
tpomborronenndeckyto nyprypy (ITP); cuanpom I'ynnacuepa; 6ose3ns Jleroca; aHTH(HOCHONNINIHBIA CHH-
apoMm (APS); xaractpodpmueckuii APS (CAPS); cepaeunHococyancToe HapylleHHe; MHUOKApIUT; HapylICHHE
MO3TOBOTO KpOBOOOpaleHus; 3a00yieBaHne Nepr(eprIecknx cocyloB; PeHOBACKYISIpHOE HapylleHue; 3adore-
BaHHE ME3CHTCPHAIBbHBIX/SHTEPHAIBHBIX COCYJOB; BacKyiuT; Hedpur npu mypnype ['enoxa-lllenneiina; 6o-
ne3np Takasicw; MMIaTHPYIOMIYIO KapAMOMHOTIATHIO; THabeTHIecKyro aHTHomaTHio; 6oxe3np Kasacaku (apte-
pUT); BeHO3HYIO Bo3aymHy0 sMbommio (VGE), pecteHo3 mocie CTeHTHPOBAHUS;, POTAIMOHHYIO aTePIKTOMHUIO;
MeMOpaHo3HyI0 He(pomaruio; cuaapom [ uiieHa-bappe (GBS); cunapom ®umiepa; WHAYIUPOBAHHBIN aHTHUTE-
HOM apTPHT, CHHOBHAJIHHOE BOCIAJICHHUE;, BUPYCHBIC MH(MEKINK, OakTepranbHble WHOEKINH; TPUOHBIC MHPEK-
IIUH; ¥ TIOBPEXKICHNE, 00YCIOBICHHOE MH(APKTOM MHOKapHAa, CepACUHO-ICTOYHBIM IIYHTHPOBAaHHEM H TeMO-
JTATTH30M.

B HekoTophIX BapuaHTax OCYIIECTBIICHHUS N300pETEHUs OMOCpeIyeMoe KOMIUIEMEHTOM 3a00JIeBaHHUEe HMIIH
COCTOSIHHE TIPE/ICTABISIET COOO0I CBSI3aHHOE C TJIa3HBIM 3a00JI€BaHHEM COCTOsIHME. B pyrux BapuaHTax ocyiue-
CTBJICHUSI M300peTEeHUsI TJIa3HOEe 3a00JIeBaHME IPEICTAaBIsET COOOM AereHepanrio JKeNToro miTHa. B apyrux
BapUaHTaX OCYIIECTBJICHUS M300pETEeHHs JEeTCHEepaIHs KEITOro ISITHA IpencTaBisieT coboit AMD. B npyrux
BapHaHTax ocyllecTBIcHU u3oopereHuss AMD mpencrasnser coboii cyxyro dhopmy AMD.

B HekoTOphIX BapuaHTax OCYIIECTBIICHHUS N300pETEHUs ONOCpeIyeMoe KOMIUIEMEHTOM 3a00JIeBaHHUEe HIIH
cocTosiHue TpeacTaBisieT coboit PNH.

B HEKOTOpHIX BapHaHTaX OCYIIECTBIICHHUS M300pPETEHHUS ONOCpEeIyeMoe KOMITIEMEHTOM 3a00JIeBaHUE WM
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COCTOSIHUE TPENICTABIACT cOO0M MHPAPKT MHOKap/Ia.

B HekoTOpBIX BapHaHTaX OCYIIECTBICHUS M300PETEHUS OMOCPEIyeMOe KOMILIEMEHTOM 3a00JIeBaHUC WIIH
COCTOSTHUE TIpECTaBIIIET co00it RA.

B HEKOTOpHIX BapHaHTaX OCYIIECTBIICHHUS M300pPETEHHUS ONOCpEeIyeMoe KOMIIEMEHTOM 3a00JIeBaHUE WM
COCTOSIHUE TIPENICTABISET cOOO0I OCTEOIOPO3 MITH OCTEOAPTPUT.

B HEKOTOpHIX BapHaHTaX OCYIIECTBIICHHUS M300pPETEHUS ONOCpeIyeMoe KOMITIEMEHTOM 3a00JIeBaHUe WM
COCTOSIHHE TIPENICTABIISIET cO00i BocTIaeHue.

B HEKOTOpHIX BapHaHTaX OCYIIECTBIICHHUS M300pPETEHUS ONOCpeIyeMOoe KOMIIEMEHTOM 3a00JIeBaHUE WM
COCTOSIHUE TIPENICTABIIET COO0I pak.

AHTHTENA, IpeIaraeMbie B H300PETCHUY, [UTS JICUCHHUS] MOKHO IIPUMCHSATH JIN00 WHAWBHUIYATBHO, THOO B
COYCTAaHUM C IPYTHMMHU areHTamu. Hanmpumep, aHTHTEINO, peiaracMoe B H300peTEHUH, MOKHO BBOJHUTH COBME-
CTHO 10 MEHBIIIEH Mepe ¢ OJTHUM JOMOTHUTEIEHBIM TEPAICBTHICCKUM CPEICTBOM.

Takue KOMOMHHUPOBAaHHBIC TEpAIHMU, YKa3aHHBIC BEIIIC, MPEAYCMATPUBAIOT COBMECTHOE BBEJCHHE (KOTraa
JIBA WIIK OOJIBIIIEEe KOJMMYSCTBO TEPANICBTHUYCCKIX CPEACTB BKIFOUYCHEI B OJIHY U TY JK€ WIH PA3IMYHBIC KOMITO3H-
IIH) U pa3feibHOE BBEACHUE, B KAXKIOM CIIydae BBEICHHE aHTUTENA MU MOJIHIIENTH/IA, COACPIKAIero BapHaHT
Fc-o6macTu, npeanaraemMelii B H300pETEeHUH, MOXKHO OCYIIECTBIIATH /10, OHOBPEMEHHO W/WIIM TOCTIC BBEICHUS
JIOTIOTHUTEIBHOTO TEPANEBTHYECKOTO CPEACTBA MM CPEICTB. B OTHOM M3 BapHaHTOB OCYIIECTBICHHUS H300pe-
TeHUs BBeAeHHE aHTHTeNa K C5 U BBeIeHUE JOMOTHUTEIHFHOTO TEPAIIEBTHIECKOTO CPEACTBA MOYKHO OCYIIIECTB-
JATH B TIpeZesiaX MpUMEPHO MecsIla WIH B peaenax npuMepHo 1, 2 nim 3 Hexens, WK B peaenax IpuMepHo 1,
2, 3,4, 5w 6 qHEH IpyT OTHOCUTEIHHO JApYTa.

AHTHTENO, IpeIaracMoe B H300peTeHUH (1 JIF000E JOTIOTHUTEILHOE TEPATICBTUIECKOE CPEICTBO), MOKHO
BBOJIUTH JIFOOBIMH MPUEMIIEMBIMU ITYTSMH, BKJIFOUAsl TAPCHTEPAIbHBIN, BHYTPHICTOYHBIN H MHTPaHA3aIbHEIN U
pY HEOOXOAMMOCTU MPUMEHSTH JUIT MECTHON 00pabOTKH, BBEICHUS B MOBpexaAcHUE. [lapeHTepanbHbie HHPY-
3UH BKJIFOYAIOT BHYTPUMBIIICYHOE, BHYTPUBECHHOE, BHYTPHAPTEPHAIHLHOE, BHYTPUOPIOIIMHHOE HIIH MOIKOKHOE
BBejicHUE. J[03UpOBaHIEe MOXKHO OCYIIECTBIIATH JTFOOBIM MPUEMIICMBIM ITyTEM, HalPUMEp, TyTeM HHBEKIUH, Ta-
KX KaK BHYTPUBEHHBIC WJIHM MOJKOXKHBIC HHBEKINY, B 3aBUCHMOCTH, B TOM YHCIIE, OT TOTO, SBJIACTCS JIH JIede-
HHUE KPaTKOBPEMEHHBIM TN XPOHUYECKUM. MOXKHO MPUMEHSATH pa3IMyHbIC CXEMBI TO3MPOBAHMUS, BKI0Yas (HO,
HE OIpaHUYMBASCh TOJIBKO UMH) OJHOKPATHOE BBEICHIE WM HECKOJIIBKO BBEJCHUN B pa3IMIHBIE MOMEHTHI Bpe-
MeHH, 0OJIFOCHOE BBEJICHUE U MyJILCUPYIONTYIO HH(Y3HIO.

AHTHTeNa, TIpeiaraéMble B H300PETEHUH, MOKHO BKIIIOYaTh B COCTaB KOMITO3HIIMH, TO3UPOBATh U BBO-
JIUTh B COOTBETCTBUU C HaJJICKAIEH KIMHUIECKOHW MPaKTHKOW. PaccmarpuBaeMbie B 3TOM KOHTEKCTE (PaKTOPBI
BKITIOYAIOT KOHKPETHOE HAPYIICHHUE, TOJIEKAIIEe JICUCHHI0, KOHKPETHOES MIICKOIIHTAIOIIEE, MOJUICKAIIee JIeue-
HUIO, KIIMHNYECKOE COCTOSIHUE MHIUBHUIYaThbHOTO MALMEHTA, MPUYHHY HAPYIICHUs, 007acTh BBEACHUS arcHTa,
METOJ BBEJICHHS, CXEMY BBEICHUS U IPyTUe (PaKTOPHI, U3BECTHBIC MPAKTUKYIONINM MEAUKaM. AHTUTEIIO MOXKHO,
HO 3TO HE SIBJISICTCS 0053aTCIBHBIM, BKIFOYATh B KOMITO3HIIAIO B COYCTAHUM C OJHUM HIIU HECKOJIBKUMH IPYTH-
MU areHTaMu, KOTOPBIC B HACTOSIIEE BPeMsI IIPUMCHSIIOT JUIS MPO(UIAKTHKH | JICUCHUS PaCCMaTPUBACMOTO Ha-
pyumerns. DpQeKTHBHOE KOJIHMYESCTBO YKA3aHHBIX JPYTUX areHTOB 3aBUCHUT OT KOJHYCCTBA aHTUTENA, MPUCYTCT-
BYIOIIIETO B KOMIIO3HITUH, THITa HAPYIICHUS WM JICUCHHUS M IPYTUX YKa3aHHBIX BHIMIE (akTopoB. VX, Kak mpa-
BWJIO, IPUMEHSIOT B TaKHUX e J03aX U C HCIIOJIB30BAHNEM TaKUX )K€ IyTeH BBEJCHMUS, KOTOPHIC YKa3aHBI B Ha-
CTOSIIIIEM OTIMICAHWH, WM B KOJIMYECTBE, COCTABIIAIONIEM OT 1 710 99% OT M03bI, YKa3aHHOM B HACTOSIIEM OITHCA-
HUW, WK B JIO00H 103€ U C TOMOIIBIO JIFOOOTO MyTH, KOTOPHIE 10 JAHHBIM SMIHPUUECKON/ KIIMHIYECKON OICH-
KU SIBJISIFOTCS TIPUTOTHBIMH.

Jlns mpenynpeskacHAs WU JICUCHHs 3a00JIeBaHMs pUeMIIeMasl 103a aHTUTENa, IPEAIaracMoro B u3o0pe-
TeHuH (TIPY ero IPUMCHECHUH HHIWBHUIYadbHO WIIM B COYCTAHUH C OJHUM MU HECKOJBKUMHU JPYTUMHE JTOTIOJTHU-
TEJNEHBIMU TEPANEBTUYCCKAMU CPEICTBAMM), JOJDKHA 3aBHCETh OT THITAa 3a00JICBaHUS, MOICKAIICTO JICUCHHIO,
TUTIA aHTUTENA, TUIIA TIOJIUIEITHIA, CONIepIKAIIEero BapuaHT Fc-001acTH, cepbe3HOCTH U TCUCHUsI O0JIC3HU, MPH-
MEHSIFOT JTM aHTUTEJIO WK MOJHITEITHI, COACPKAINA BapuaHT Fc-00macTy, Ui MPeBEHTUBHBIX WM TEPATICBTH-
YECKHX IIeJICH, MpEeAMICCTBYIOMICH Tepamui, HCTOPHH O0JIe3HH MAIlMeHTa U OTBETa HA aHTUTEJNIO WM TIOJIHIICT-
THJI, coAep KanTiii BapuaHT Fc-o0macTy, a Taxke MpeAnucaHus Jedamero Bpada. AHTHTENO WIH TTOJUICTTH,
comepkamuii Bapuant Fc-o00macTt, MOKHO BBOJIUTH IMAIMEHTY OMHOKPATHO WM B BUAE cepuil 0OpaboTok. B
3aBUCHUMOCTH OT TUTIA B CEPhE3HOCTH 3a00JIeBaHUS MTPUMEPHO OT 1 MKT/KT f0 15 mr/kr (Hanmpumep, 0,5-10 Mr/kr)
AQHTHTENIa MOKET TPEACTABIATh cO00M HAYaJbHYIO BO3MOXKHYIO O3y JUIS BBEICHUS MALlMEHTY, HAIPUMED, C I0-
MOIIIBIO OJTHOW WJIM HECKOJBKHUX OTIEIHHBIX 00pabOTOK WIIM C TIOMOIIbIO HeNpepbiBHOW WHY3un. OXHUM 13
MPUMEPOB TUIMMYHBIX CYTOYHBIX 03 MOXKET SBJIATHCS /1033, COCTABIIIONIast OT mpuMepHo 1 MKT/KT 10 100 Mr/kr
win OoJice B 3aBUCHMOCTH OT YKa3aHHBIX BEIIE (akTopoB. [Ipu mcrmons30BaHUY MOBTOPHBIX BBEICHUIA B TEYe-
HHUE HCCKOJBKUX JHEU WU OoJice UIMTEIHFHOIO TIEPUOa BPEMCHU B 3aBUCHMOCTU OT COCTOSTHHS JICUCHHE, KaK
MPaBUJIO, CIEAYET MPOAOIDKATH O JAOCTIDKCHHS TOAABICHUS CHMITOMOB 3a0oneBanus. OIHUM W3 MPUMEPOB
JI03 aHTUTENA WU TOJHIICNTH/IA, COACPKAIIero BapuaHT Fc-o0macTu, sBIsSeTCs 1032, COCTABISIONIAs OT MPU-
mepro 0,05 mo mpumepro 10 mr/kr. Tak, MalMEeHTy MOXHO BBOIHTH OJHY WJIM HECKOJIBKO CICTYIOIIUX J03:
npumepHo 0,5, 2,0, 4,0 win 10 mr/kr (wim o0y WX KOMOWHAIIHMIO). YKa3aHHbIC JO36I MOXKHO BBOJHUTH APOOHO,
HaIpuMep, KaXIyIo HEACTIO WIM KaXIble TPH Helenu (HalmpuMmep, Tak, YTOOBI MAIUEeHT IOIydal OT IPHUMEPHO
IBYX 10 MPUMEPHO IBAALATH, HAIPUMEpP, MPUMEPHO IIECTh J03 aHTUTENA WM MOJUIENTHAA, COAEPIKaIIero
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BapuaHT Fc-o0macti). M0OXHO NPUMEHSTH HaYaJIbHYIO MTOBBIILICHHYIO yIAapHYIO 103y C ITOCIEIYIOIINM BBEICHHU-
€M OJHOW WJIM HECKOJBKHX 0oJiee HM3KHUX 103. C IOMOIIBIO OOLICTIPUHSTEIX METOJO0B M aHAIM30B MOYKHO JIETKO
OCYILECTBIISITh MOHUTOPUHT ICHCTBHS yKa3aHHOM Teparui.

Od4eBHIHO, YTO JIFOOBIC U3 BRIMICYKAa3aHHBIX KOMITO3UIIMIA WIIH TEPATIEBTHUECKUX CIIOCOOOB MOKHO IIpHMe-
HATH C WCHOJBh30BaHHEM MMMYHOKOHBIOTaTa, IPEAIaraeMoro B M300peTeHNH, BMECTO U B JOTOJHEHHE K aH-
tuteny k C5.

3. Uznenms.

Jpyrum o0BEKTOM H300pETeHUS ABISETCS U3EINE, KOTOPOE CONEPKUT MPOIAYKTHI, IPUMEHIEMbIE JUIS Jie-
YCHHUS, MPSIYNPESKICHAS W/HITH JUATHOCTHPOBAHUS YKa3aHHBIX BBINIC HApyIICHWHA. M31enne mpencTaBiseT co-
00l KOHTCHWHEP W STHKETKY WU JHCTOBKY-BKIAJBIII B YITAKOBKY, KOTOPHIC Pa3MCIICHB HA KOHTCHHEPE HIIU
BJIOKCHBI B HETO. [IpreMiieMbIMI KOHTCHHEpaMU SBIISIOTCS, HAPUMEDP OaHKH, Iy3BbIPHKH, IITPHIIGI, TAKETHI IS
BHYTPUBEHHOTO pacTBopa W T.A. KOHTEHHEpPHl MOXHO W3TOTABIMBATh U3 PA3IUYHBIX MATCPUANIOB, TAKHX Kak
CTEKJIO WM I1acTMacca. KoHTelHep colepKUT KOMIIO3UIINIO, KOTOpasl caMa WM B COYETaHHH C IPYroi KOMIo-
3unueit ABisiercs 3GGEKTUBHON TS JICUSHUSI, IPSIYNPEKICHAS W/ AIH TUATHOCTUPOBAHUS COCTOSHHS I MOXKET
UMETb CTePIIIBHBINA TIOPT JOCTYyIIA (HapuUMep, KOHTEIHEep MOXKET IPEACTaBIATh COOOH MaKeT Ui BHYTPHBEHHO-
TO pacTBOpa WM ITy3BIPEK, CHAOKEHHBIH MPOOKOH, KOTOPYIO MOYKHO TPOKAJBIBATH C MIOMOIIBIO UTJIBI IS TIOA-
KOXHBIX MHBeKIUK). [To MeHbIeli Mepe oHO NEHCTBYIOIIEee BEIIECTBO B KOMIIO3UIIMH TPEICTABISET COOOH
aHTHTENO, TIpeIaraeMoe B M300peTeHnH. Ha STHKeTKe WM JNHCTOBKE-BKIIAJBIIIE B YMAKOBKY YKa3aHO, YTO
KOMIIO3HITUIO TIPAMEHSIOT JIsI JIeUeHHsI BEIOpaHHOTO cocTostHUsA. Kpome Toro, m3e1me MOKeT BKITI09aTh

(2) mepBEIil KOHTEHHEP C HAXOIAIICHCS B HEM KOMITO3UITUEH, TJIe KOMIIO3HUITHS COJEPIKUT aHTUTEIIO0, TIPe/I-
JaraeMoe B HacTOSIIEM U300peTeHNH; U

(0) BTOpO# KOHTEHHEP C HAXOAMICHCS B HEM KOMITO3MIMEH, I/1e KOMITO3HIUSI COJIEPIKUT JTOTIOTHUTEIHHOE
IIUTOTOKCUYECKOE MM HHOE TEPaIeBTHIECKOE CPENICTBO.

CoriacHO 3TOMY BapHaHTY OCYIIECTBIJICHHUSI U300PETEHHS M3/IENTNE MOKET COJEP)KATh JIMCTOBKY-BKJIa IBIIII
B YIIaKOBKY, KOTOpast COAEPKUT MH(POPMAIIMIO O TOM, YTO KOMITIO3UIINU MOKHO MCIIOJIb30BaTh AJIS JICYCHUS KOH-
KPETHOTO COCTOSHUS. B ajlpTepHaTUBHOM WM JOTIOJIHUTEIHFHOM BapHaHTE H3IEIHE MOXET OMOIHUTEIHHO
BKITIOUATh BTOPOH (WJIM TPETHil) KOHTEHHEp ¢ (hapMalleBTHIECKH preMiIeMbIM OydepoM, TaKUM Kak OaKTepHo-
cratrdeckas Bojaa s uHbeknuidn (BCBU), 3a0ydepennsiii dhocdatoM (PU3NOIOTHISCKHAN PacTBOP, PaCTBOP
Punrepa u pactBop nekcTpo3sl. Kpome TOro, OHO MOXKET BKIIIOYATh APYTHE NMPOIYKTHI, HEOOXOAUMBIE C KOM-
MEpUYECKON TOYKH 3pEHHUS M C TOUKU 3PCHHS MOTPEOUTENS, B YACTHOCTH Apyrue O0ydepsl, pa30aBuTeNH, GUIbT-
PBI, HTJTBL U IITIPHLIBL.

Kak 10mKHO OBITH OYEBHIIHO, JIFO00E M3 YKA3aHHBIX BBINIC U3ACIHIA MOXET BKIHOYATh KIMMYHOKOHBIOTAT,
IpeIaraeMblii B M300peTeHHH, BMECTO WIIN B JIONIOJIHEHHE K aHTHTeNy K CS5.

IIpumepsr

Hwxe npuBeneHsl MpUMEpbl METOJIOB M KOMIIO3HIIUH, MpeUIaraeMbIX B U300peTeHnu. Kak NOmKHO OBITH
OYEBHIHO, Pa3JINYHbIC APYTHE BapHAaHTHl OCYLIECTBICHHUS N300pETEHUSI MOXKHO NPUMEHSThH Ha MPaKTHKE Ha OC-
HOBE 0OOIIIEro ONHCaHusl U300pPETEHNS, IPEACTABICHHOTO BHIIIE.

[Ipumep 1. [Momyaenne CS.

1.1. Dkcnpeccust u ouncTka pekoMOnHaHTHOTO C5 "enmoBeka U 00e3bsIH IIMHOMOJTYC.

PexomOunanTaeiii genmoBedecknit C5 (NCBI GenBank, xox moctyma: NP _001726.2, SEQ ID NO: 39)
KPaTKOBPEMEHHO JKCIIPECCHUPOBAIH, HCTONB3ys KieTouHnyro nuHuio FreeStyle293-F (dpupma Thermo Fisher,
Kapnc6an, mr. Kamupopuus, CIIA). KonaumuoHupoBaHHbIE CPEIbl, B KOTOPBIX MPOMCXOIUIA YKCIIPECCHS de-
noBedyeckoro C5, pa3Boawin paBHBIM 00beMOM BoIbI milliQ, 3aTeM BHOCHIM B aHHOHOOOMEHHYIO KOJIOHKY C
Q-cedaposoit FF wm Q-cedaposoit HP (pupma GE healthcare, Yrncana, lIBenus), mociie 4ero 3Ir0upoBaiu ¢
ucrionb3oBanueM rpaguenta NaCl. O0benunsun ¢pakiuy, cojepkamue yenosedeckuii C5, mocie 4ero KoH-
HEeHTpaluio conu U 3Hauenne pH nosonunu no 80 MM NaCl u pH 6,4 coorBercTBeHHO. [losmydenHsIit 0Opaszen
BHOCHJIM B KATHOHOOOMEHHYIO KOJIOHKY ¢ SP-cedapozoit HP (pupma GE healthcare, Ynmcana, llIBenus) u aimio-
UpOBANK C HCHodb3oBaHueM rpagueHta NaCl. @paknuu, conepxkamue yenoBeueckuit C5, 00bSAMHSAIN U BHO-
CHJIM B KOJIOHKY ¢ KepamuueckuM ruapokcuanaruroM CHT (dpupma Bio-Rad Laboratories, ['epkynec, mr. Ka-
mudopuust, CIIA). 3arem coaepxamuii gyenoBedeckuit C5 amoar BHOCHIN B KoJMOHKY ¢ Cymepaekc 200 mis
renb-punbTpanuu (pupma GE healthcare, Yromcana, [lIBenns). @paxuu, conepskariue yenopeueckuii CS5, 00b-
eAUHAIM U XpaHunu npu -150°C.

DKCTIPEcCHIo M OYUCTKY pekoMOMHAHTHOTO C5 06e3bsH muHomonryc (NCBI GenBank, kox mocryma:
XP_ 005580972, SEQ ID NO: 44) ocymiecTBIsUIA TE€M K€ METOJOM, KOTOPBIA NMPUMEHSIN IS YEIOBEUECKON
KOTIHH.

1.2. Ouucrka C5 06e3bstH muHOMOINTYC (cynoCS) U3 1mia3Msl.

OO0pazeny mia3Mbel 00e3bsH LMHOMONTYC BHOCWiIM Ha SSL7-araposy (dupma Invivogen, Can-/luero,
wt. Kamuopuus, CIIA), mocie yero amronpoBaiu ¢ ucrosszopanueM 100 MM anerara Hatpus, pH 3,5. @pak-
uH, cogepkamme cynoCS, HEMEIJICHHO HEHTpalIn30BaId M BHOCWIM B COJEpXkKamlyro O0enok A koioHky HP
(dupma GE healthcare, Yrncana, [lIBenus) B TanaeMe ¢ KOJIOHKOH ¢ menTun M-araposoit (dupma Invivogen,
Can-Zluero, mt. Kamudopuus, CILA). 3ateM npoToyHyto (pakuio BHOCWIN B KOJIOHKY JUISl TeIb-(QHIbTPALIUH
¢ Cynepaekc 200 (pupma GE healthcare, Yrmcana, [lIBenus). @pakiuu, coaepxkanie cynoC5S, o0beIuHIIMA U
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xpanuu mpu -80°C.

IIpumep 2. Coznanue anturen k C5.

2.1. CKkpUHUHT aHTUTEI.

Amntntena k C5 noxydanu, 0OTOMpaIy ¥ aHAJIM3UPOBAIH CIEAYIOIUM 00pa3oM.

HoBozenanackux 6enbix kpoiukoB (NZW) Bo3pactoMm 12-16 Henenb HUMMYHU3UPOBAIN BHYTPHUKOXKHO Ue-
noeuecknM C5 w/mnm o6e3pssabuM C5 (50-100 mkr/mosy/kponuka). O6paboTKy yKa3aHHOH 030 MOBTOPSUIH
3-5 pa3 B TedueHne 2-mMecsiaHOTO Tiepuoaa. Yepes 1 Hememo mociie mocyie et MIMMYHH3AIAHA COOMpay 00pa3Iibl
CENIE36HKN U KPOBM MMMYHH3HPOBAaHHOTO KPOJHMKA. AHTHTeHCIIeM(IecKue B-KileTky oKpammBaiyu MEUCHbIM
aHTUTEHOM, COPTHPOBAH C UCTIOIb30BaHUeM KieTouHoro FCM-coptepa (FACS aria 111, ¢dupma BD) u BriceBa-
JU B 96-7TyHOUYHBIE TUIAHIIETHI C TUIOTHOCTHIO 1 KiteTka/myHKy BMecTe ¢ 25000 EL4-xnetok/myHky (13 EBpomneii-
CKOH KOJUIEKIMH KIJIETOYHBIX KYyJbTYp) M KOHIUIMOHUPOBAHHOM Cpemoi Al aKTHBHPOBAHHBIX KPOJIMYBUX
T-knerok, pazBeneHHoit B 20 pas, ¥ KyJIbTHBUPOBaIH B TeueHne 7-12 nueit. EL4-kieTkn npensapurensHo oOpa-
6arsiBasn MuromuiiiHoM C (¢dupma Sigma, kaTanoxsslii Homep M4287) B TedeHue 2 4 1 MpoMbIBaIM 3 pasa.
KoHIuImoHNpoBaHHYIO Cpey Aisl aKTHBUPOBAHHBIX KPOIMYBbHUX T-KIETOK MOJyYaaH IIyTeM KyJIbTHBUPOBAHUS
KpOJMYbMX TUMOUUTOB B cpeae RPMI-1640, coxepkamer ¢puroremarrmoruani-M (¢pupma Roche, xaramox-
HBIi HOMep 11082132-001), popbomn-12-mupucrar-13-anerat (pupma Sigma, katanoxssrii Homep P1585) u 2%
FBS. Ilocne Ky/lIbTHBUPOBAHUS CyNIEpPHATAHTHI B-KIETOUHBIX KyJIBTYp COOMpPAIH AJSI JOMOTHUTENBHOTO aHAIN3a
1 1e0prc KPUOKOHCEPBUPOBAIIH.

ELISA-aHanu3 npuUMeHSIN ISl OIICHKY CIIeU(UIHOCTH aHTUTEN B CylepHAaTaHTe B-KIeTOYHOW KyJbTY-
pol. 384-nmynounsle TwranmeTsl MAXISorp (dupma Nunc, xatamoxkubeiii HoMep 164688) ceHCHOMIM3MpPOBAIH
crpentaBuguHoM (pupma GeneScript, karanoxxubeiii Homep Z02043) B kornentpamuu 50 HM B 3P B Teuenue
1 4 mpu KOMHATHOH TemriepaType. 3aTeM IUIaHIIeThl OJ0KMPOBAIH ¢ ToMoIbIo peareHTa Blocking One (¢pupma
Nacalai Tesque, karanoxusiii Homep 03953-95), pasBenennoro B 5 pa3. Uenoseueckuit mim o6e3bstanii CS5 me-
i ¢ iomotnsio NHS-T19I'4-6notnna (pupma PIERCE, katanoxunsiit Homep 21329) n gobasisiiy B 3a0J10KH-
poBanuble wianmets! 11t ELISA, nnkyOuposanu B Teuenue 1 4 u npombiBaian. CynepHaTaHThl B-KkiieTouHbIX
KyJbTYp BHOCWIN B TutanieTs! st ELISA, nakyOupoBanu B Tedenne 1 9 u npoMbiBasii. CBSI3bIBAHHE BBISBIIUIH C
MIOMOIIBIO KO3bEr0 aHTHKpon4bero I1gG, KOHBIOTMPOBAaHHOTO C Iepokcuaazoi u3 xpena (pupma BETHYL, kata-
noxHbI# HoMep A120-111P), mns gero nobasisimn ABTS (dupma KPL, katamoxusiii Homep 50-66-06).

ELISA-ananu3 npuMeHsa 171 olleHKH pH-3aBucumoro cBsi3biBanmst antuted Kk C5. Ko3ult aHTHKpOoHInit
IgG-Fc (pupma BETHYL, karanoxusnii Homep A120-111A), pazBeneHHsiii 10 1 MKI/MJI ¢ UCHOIB30BAaHUEM
3®P(-), mobasmsum B 384-nmynounsiit anmer MAXISorp (dupma Nunc, katanoxusiii Homep 164688), nHKY-
OupoBany B TeUeHHWE | U MpU KOMHATHOM TemrmepaType W OJOKHpoBaiIM ¢ momoInisio pearenra Blocking One
(bupma Nacalai Tesque, katamoxxubsiii Homep 03953-95), pasBenennoro B 5 pa3. [lociie MHKYOAIUK TUTAHIIIETHI
NPOMBIBAIM M J00ABISUIM CyNEepHATaHTHl B-kiaeroyHbix KynbTyp. Ilmanmers! mHKyOMpoBanu B TeueHue 1 4,
npoMbiBaiy, gobasmsu S00mM OMOTHHHMIMPOBAHHBIN YeNoBeUecKHi Wi 00e3bsHuii C5 u MHKyOMpoBanu B
teuenne 1 4. [locne MHKyOanmuu IIaHIIETHI MPOMBIBANM W HMHKyOMpoBamu nmbo ¢ MES-Gydepom, pH 7,4
(20 MM MES, 150 MM NaCl u 1,2 MM CaCl,), mu6o ¢ MES-6ydepom, pH 5,8 (20 MM MES, 150 MM NaCl u
1 MM D/ITA) B Teuenue | 4 mpu KoMHaTHOH Temmnepatype. [locne nHKyOay BBISBISIN CBS3bIBAHHE OMOTHHU-
mupoBanHoro C5 ¢ mMOMOIIBI0 KOHBIOTAaTa CTPENTaBUANH-TIepoKcHaa3a 3 xpeHa (pupma Thermo Scientific, ka-
TajoxHbI HoMep 21132), s gero nodasnsimm ABTS (pupma KPL, karanoxusrid Homep 50-66-06).

Cucremy Octet RED384 (¢upma Pall Life Sciences) npumensiam st oneHKA ad@UHHOCTH U
pH-3aBucumoro cBsi3piBaHus aHTHTEN K C5. AHTHTENa, CEKPETUPOBAHHbBIC B CYNIEPHATAHT KYNbTYphl B-KIIETOK,
HAHOCHJIM Ha KOHYHK MOKpHITOTO OenkoM A Omocencopa (dpupma Pall Life Sciences) u morpyxanu B comepka-
i 50 HM genoBedeckuit wim 06e3psauil C5 MES-6ydep, pH 7,4 nis aHanmy3a KHHETHKH acconmanui. Kune-
THKY JMCcOoNManny aHanmusuposamm kak B MES-6ydepe ¢ pH 7,4, tak u 8 MES-0ydepe ¢ pH 5,8.

B uenom 41439 B-kieTOYHBIX JUHWH IOJABEprajM CKPUHUHTY B OTHomeHnu ap¢unHoctn u pH-
3aBHCHMOTO CBSI3BIBAHHUS C YEJIOBEUECKHM WM 00e3bsiHbuM C5 1 otOMpanu 677 nuHUH, KOTOpble 0003HaYaIn
kak CFA0001-0677. PHK oToOpaHHBIX JUHUI OYMIIAIA W3 KPHOKOHCEPBHUPOBAHHBIX KJIETOYHBIX JECOPHCOB C
noMoIkk0 HabopoB ZR-96 Quick-RNA (ZYMO RESEARCH, katanoxusiit Homep R1053). THK, kogupyromiue
BapualeNbHbIe 00JaCTH TSHKEION IeNH aHTUTEN OTOOpaHHBIX JHHUI aMIumuuupoBain ¢ nomoinsio [P c
oOpaTHOHN TpaHCKpUIIIMEH M ocymecTBIsu pekomonnanuio ¢ JIHK, komupyromeit kKoHCTaHTHYIO 00JIacTh Ts-
skenoit e F760G4 (SEQ ID NO: 33) nnu F939G4 (SEQ ID NO: 34). THK, konupyromue BapuadbenbHbIe 00-
JIACTH JIETKOH IIENU aHTUTEN aMIuTUGUIupoBau ¢ momoiisio TP ¢ o6paTHOW TpaHCKPUTIITUEH U OCYIIECTBIIS-
mu pexombuHanuto ¢ JIHK, konupytromeit koHcTaHTHYIO 001acTh jerkoi meru kOMTC (SEQ ID NO: 36). Ot-
JETbHO CHHTE3UPOBAIM T'€HBI TSDKEJIOW M JITKOW LENN CYIIECTBYIOLIETO I'yMaHU3HPOBaHHOro aHTtuTena k CS5,
skymusymaba (EcuH-G2G4, SEQ ID NO: 29 u EculL-k0, SEQ ID NO: 30). IHK, xomupyromyro VH (EcuH,
SEQ ID NO: 31) cimBanu B pamke cuntsiBanus ¢ JJHK, kogupyromeit CH MoauduupoBaHHOTO 4eI0BEYECKOT0
I1gG4 (F760G4, SEQ ID NO: 33), a IHK, xomgupyrouryto VL (EcuL, SEQ ID NO: 32), cnuBanu B paMKe CUHTHI-
Baums ¢ JIHK, xoxupyromeii koHcTanTHyto obnacts sierkoi nenu kO (SEQ ID NO: 37). Kaxkayro u3 ciauThIX
KOJIMPYIOIINX TTOCTIEN0BATEIbHOCTEH KIOHUPOBAIM TaKXKE B SKCIPECCHOHHOM BEKTOpE. AHTHTENA SKCIPECCH-
poBay B FreeStyle™ 293-F-knetkax (dhupma Invitrogen) ¥ o4HIIaIN U3 CyNMEePHATAHTOB KYJIbTYp IS OIICHKH
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(yHKIIMOHAJIBHOW akTUBHOCTH. HelTpanu3yroniye akTHBHOCTH aHTHUTEN OLIEHUBAIH ITyTEM aHajk3a MHIHOHPO-
BaHMs aKTUBHOCTH KOMIUIEMEHTA C TOMOIIBIO aHaJIM3a JIN3KCa JIMTIOCOM, KaK ONHMCaHo B mpumepe S.1.

2.2. I'pynmupoBKa B 3aBUCUMOCTH OT SIUTOIA C ITOMOINBI0 cOHABUY-ELISA.

Antutena xk C5, obnagaroniie BeICOKOH apGuHHOCTRIO0, pH-3aBHCUMOCTBIO MITH HEHTPATU3YIONIeH aKTHB-
HOCTBIO, OTOMpaNH /I JaNbHeHIero ananu3a. [lpuMensu anamms MetonoM coHaBUI-ELISA ms rpynmupoBku
OTOOpaHHBIX aHTHUTEJ, CBABIBAIOIINXCS C OAHUM H TEM K€ WJIH MEepeKPBIBAIOIMMMUCS snuTonamu 6emka C5, B
pasIUYHbBIE AMUTOIHbBIE "KOop3uHBI". HeMeueHble mpeaHa3HaueHHbIe I "3axBara" aHTUTENa pa3BOIWIM 10 |
MKT/MJ ¢ ucrionb3oBaareM 3PP(-) u mobasmsmu B 384-myHounsie manmersl MAXISorp (pupma Nunc, kara-
J0XHBIH HOMep 164688). [nanmeTsl HHKYOMpOBaM B TeueHHe | 4 Mpyu KOMHATHOH TeMIeparype U O0J0KHpoBa-
1 ¢ nomompto pearenta Blocking One (¢upma Nacalai Tesque, katanoxssiid Homep 03953-95), pa3BeneHHoro
B 5 pa3. [Inanmers! HKYOMpOBai B TedeHUe 1 9, mpombIBaiy, 1o0aBisi 2 HM yenoBedeckunit C5 1 MHKyOu-
poBaiu B Teuenue 1 4. [Tocne MHKyOAIMK TUIAHIIETHI TPOMBIBAIIM M TOOABIIUT MEUEHBIC MIACHTU(GHINPYIOLIHE
anrurena (1 Mkr/mi, OnoTnHUIMpoBaHHbIE ¢ noMmotblo NHS-PEG4-6notnna). [Tocne nakyOanum B Teuenue 1 u
BBISIBJISIJIM CBSI3bIBAHME OMOTHHWIMPOBAHHOTO aHTHTEINA C TIOMOIIBIO KOHBIOTaTa CTPENTAaBUIMH-TICPOKCUIa3a U3
xpeHa (pupma Thermo Scientific, kaTanoxubiit HOMep 21132), ms gero nobasnsumm ABTS (pupma KPL, kara-
ToxHBI HOMEp 50-66-06).

Bce anturena k C5 mpuMEHsITH Kak B Ka4ecTBe "3aXBaThIBAIOIIETO" aHTUTENA, TaK U B KA4eCTBE "HIACHTH-
(unmpytromero" aHTUTENA, U MMPOBOIMIIA BCECTOPOHHUH MapHbBId aHanm3. Kak mpoaemMoHcTpupoBaHo Ha ¢wur. 1,
B3aMIMHO KOHKYPHPYIOIIHE aHTHUTeNa ObUTH CcrpynmupoBaHbl B 7 snutonHbeix "kop3uH": CFA0668, CFA0334 u
CFAO0319 ortnecens! B rpynmy anutona A, CFA0647, CFA0589, CFA0341, CFA0639, CFA0635, CFA0330 u
CFAO0318 otnecennl B rpynmny snutona b, CFA0538, CFA0501, CFA0599, CFA0307, CFA0366, CFA0305,
CFA0675, CFA0666 n CFA0672 otHeceHs! B rpymmy snuTona B, skynusymabd u CFA0322 oTHeceHHI B rpymiry
snurona I', CFA0329 ortnecen B rpynmy snutona E, CFA0359 u CFA0217 otHeceHns! B rpynmy 3nutomna E, a
CFA0579, CFA0328 u CFA0272 orHecensl B rpynmy snurona JX. Ha ¢wur. 1 npeacrasinena rpynnupoBka B 3a-
BHUCHMOCTH OT 3MHTOMNA HEKOTOPbIX XuMepHbIX aHTuten K C5. Ilocnenoarensnoctu VH u VL anturen x CS5,
BXOZSIIUX B TPYIIy 3nuTomna B, mepeunciens! B Tadi. 2.

Tabmuma 2
AHTHTE A, BXOIAIIKE B TPYIINY dIHUTONa B
SEQ (D NO:
AHTHTEIO VH VL HVR-H1 | HVR-H2 | HVR-H3 | HVR-L1 | HVR-L2 | HVR-13
CFA0305 1 1 45 55 65 75 85 95
CFA0307 2 12 % 56 66 76 86 9%
CFA0366 3 13 47 57 67 77 87 97
CFAO501 4 14 48 58 68 78 88 98
CFA0538 5 15 49 59 69 79 89 99
CFAQ599 6 16 50 60 70 80 90 100
CFA0666 7 17 51 61 71 81 91 101
CFA0672 g 18 52 62 72 82 92 102
CFA0675 9 19 53 63 73 83 93 103

2.3. l'ymaHu3aIus ¥ ONTUMU3AIHS.

OcCyIecTBIUTH TYMaHH3AINI0 BapruadbeT,HOM 001acTH HEKOTOPHIX aHTUTEN K C5 IS CHIDKEHUS TTOTSHIIN-
aJbHOH MMMYHHOTEHHOCTH aHTHTel. [ unepBapuabdensubie yaactku (CDR) kponmubsero anturena k C5 TpaHc-
IUIAaHTUPOBAIM B TOMOJIOTHYHBIE KapKacHBIE yJacTKU denoBeueckoro anturena (FR) ¢ momormpio cranmapTHOTO
Mmetoza TpaHciuiantipoBanus CDR (Nature, 321, 1986, c. 522-525). CuHTe3MpOBaIM Te€HBI, KOAUPYIOIINE TyMaHHU-
supoBansaele VH 1 VL, n 00beaunsiim ¢ Mmoaudunuposannoit CH wenoseueckoro 1gG4 (SG402, SEQ ID NO: 35)
u yenosevyeckoit CL (SK1, SEQ ID NO: 38) cOOTBETCTBEHHO, U KOXKAYIO U3 O0BEIMHEHHBIX MOCICIOBATEIIEHO-
CTeH KJIOHUPOBAIU B KCIIPECCUOHHOM BEKTOPE.

Amnan3upoBasi 00JbIIOE KOJIWYECTBO MyTallMi M KOMOMHAIIMH MyTanuil U1 HACHTH(GUKAIMN MyTalllui 1
KOMOHMHAIMH MyTanuii, KOTOPbIE YJIy4IIalOT CBA3BIBAIOLINE CBOWCTBA HEKOTOPBIX NEPCHEKTUBHBIX aHTUTEIL.
3aTeM MHTPOAYLHMPOBAIN MHOKECTBO MYTallil B TyMaHH3UPOBaHHBIC BapnaOe/IbHbIE 00JIACTH AJISI TIOBBIICHHA
adhdurHOCTH cBs3BIBaHMs ¢ C5 npu HelTpambHOM pH wmimw ms cHwkeHus apduHHOCTH cBs3biBanus ¢ C5 mpu
kuciioMm pH. Takum mytem 0611 co3aan Ha ocHoBe CFA0305 onuH B3 ONTHMHU3UPOBAaHHBIX BapuaHnToB, 305L0O5
(VH, SEQ ID NO: 10; VL, SEQ ID NO: 20; HVR-H1, SEQ ID NO: 54; HVR-H2, SEQ ID NO: 64; HVR-H3,
SEQ ID NO: 74; HVR-L1, SEQ ID NO: 84; HVR-L2, SEQ ID NO: 94 u HVR-L3, SEQ ID NO: 104).

AmntuTena sxcnpeccupoBann B kietkax HEK293, coBmecTHO TpaHC]EKTHPOBaHHBIX CMECHIO SKCIPECCH-
OHHBIX BEKTOPOB ISl TSDKEJIOH U JIETKON IIENH, ¥ OYHIIAIIM C HCIIOJIb30BaHueM Oenka A.

ITpumep 3. Xapakrepusanus cBs3piBaHus aHTUTen K C5.

3.1. Dkcnpeccus M OYUCTKA PeKOMOWHAHTHBIX aHTHTEI.

PexoMOMHaHTHBIE aHTHTENIa KPATKOBPEMEHHO SKCIIPECCUPOBANIM, UCHIONB3Ys KieTKn auHuK FreeStyle293-F
(FS293-F-knetkn) (¢pupma Thermo Fisher, Kapncban, mr. Kanmudoprus, CIIA). Ounctky W3 KOHIMIHOHHPO-
BaHHBIX CPE]l, B KOTOPBIX IPOUCXOJHIIA SKCIPECCHUS aHTHUTE, OCYIIECTBIISIIM C IIOMOIIBIO CTAHIAPTHOTO METOA
¢ ucnoap3oBanueM Oerka A. [Ipyn HEOOXOAMMOCTH 3aTEM MPOBOIMIH T'elTb-(OUITBTPAIIHIO.

3.2. Ouenka pH-3aBUCHMOCTH.
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Kunernueckue napamerps! anTuTen K C5 B OTHOIIEHNN PEKOMOWHAHTHOTO YenoBedeckoro CS5 orneHuBamu
npu pH 7,4 u pH 5,8 ipu 37°C ¢ ucnonb3oBarneM ycrpoiictBa BIACORE®T200 (dupma GE Healthcare). be-
1ok ProA/G (¢pupma Pierce) mmmoOmnn3oBanu Ha ceHcopHOM ynnie CM4 ¢ ucnonb3oBaHneM Habopa Ul aMHUH-
Horo coveranus (pupma GE Healthcare) B ycnoBusix, pekomennoBanHbix gupmoii GE Healthcare. AntuTena u
aQHAJMTHI Pa3BOAMIN COOTBETCTBYIOMUMU MOABMKHBIMU Oydepamu, ACES pH 7,4 u pH 5,8 (20 MM ACES,
150 MM NaCl, 1,2 MM CaCl,, 0,05% Taun 20, 0,005% NaN3). Kaxmoe anTuTeno "3axBaThiBaJIM" Ha TIOBEPXHO-
CTH CeHcopa ¢ oMoIbio ProA/G. YpoBHu "3axBata" aHTHTEN, Kak MpaBujo, cOoTBeTcTBOBAM 60-90 pezoHaHc-
HeM enuHUaM (RU). 3aTem nabepoBann peKoOMOMHAHTHBIN YenoBedeckuit C5 B koHNeHTpamusax 10 u 20 HM
nm 20 u 40 HM, TocIie 4ero JaBaiv MPOUTH AWCCOIHUAINK. [I0BEpXHOCTh PETEHEPUPOBAIN C UCTIOIH30BAHUEM
25 MM NaOH. Kunernueckre mapaMeTpbl Ipu 000MX 3HaueHHsIX pH ompenensuiy myTeM anmpoKCHMaIlii CeH-
corpamMM Ha OCHOBE MOJIEIH CBsI3bIBaHUS 1:1c ricmonb3oBanueM nporpammHoro odecnedennss BIACORE® T200
Evaluation, Bepcust 2.0 (¢pupma GE Healthcare). CencorpaMmsl 1u1st Bcex aHTUTEN IpeacTaBieHsl Ha ¢ur. 2A u 2b.
Ckopoctb accormaruu (ka), ckopocts aucconmanuu (kd) u ad¢unnocTh cBs3piBanus (KD) aHTuTen mpenacras-
neHbl B Ta0d. 3. Bee antutena 3a uckimrouenuem CFA0330 (VH, SEQ ID NO: 21 u VL, SEQ ID NO: 25) u
CFA0341 (VH, SEQ ID NO: 22 u VL, SEQ ID NO: 26) xapakTepH30BaINCh OTHOCUTEIBHO 0Oojee ObICTpOi
CKOpoCThI0 aucconuanuu npu pH 5,8, yuem npu pH 7,4.

Tabmuna 3
Kunernyeckue mapametpsl anturen k CS5 nmpu pH 7,4 u pH 5,8
O603HaueHHE pH7.4 pH5.8
auTiTend ka kd KD ka kd KD

CFAQ305 3.82E+04 5.88E-04 1.54E-08 | 4.27E+04 1.83E-02 4.30E-07
CFA0307 3.24E+05 2.63E-03 8.13E-09 | 2.04E+05 3.34E-02 1.64E-07
CFAQ366 1.04E+06 9.34E-03 899E-09 | 9.35E+05 7.03E-02 7.52E-08
CFA0501 4.74E+05 1.69E-03 3.56E-09 | 1.50E+05 2.62E-02 1.74E-07
CFAQ0538 473E+05 1.85E-03 3.91E-09 | 1.22E+05 3.01E-02 2.46E-07
CFA0599 | 4.74E+05 2.81E-03 5093E-09 | 454E+05 3.73E-02 8.21E-08
CFA0666 3.65E+05 6.26E-04 1.71E-09 | 2.82E+05 9.39E-03 3.33E-08
CFA0672 5.23E+05 1.83E-04 3.51E-10 | 7.11E+04 9.78E-03  1.38E-07
CFA0675 3.83E+05 4.12E-04 1.08E-09 | 3.89E+05 6.61E-03 1.70E-08
305-LO5 | 4.48E+05 2.11E-04 4.71E-10 | 2.03E+06 2.85E-02 1.40E-08
CFA0330 1.66E+06 2.02E-04 1.22E-10 | 1.22E+06 2.24E-04 1.84E-10
CFA0341 6.28E+05 9.77E-05  1.55E-10 | 1.24E+06 7.39E-05  5.95E-11

3.3. OneHka Kpocc-peakTUBHOCTH.

Jyist BBISIBIIEHHS KPOCC-peaKTUBHOCTH aHTHTEN K C5, a nMeHHO aHTuTten K yenoBedeckomy C5 (hCS) u an-
tuten Kk C5 06e3bsH mrHOMOITYC (cynoCS5), ocymecTBisuin knHetudecknit anann3 BIACORE®. Anamms mpo-
BOJMIIM B TEX K€ YCJIOBHSX, KOTOpbIE ONHCcaHbl B mpumepe 3.2. PexomOuHaHTHBIN cynoCS MHBEIMPOBAIN B
koHTeHTpanusax 2, 10 u 50 aM. KuneTndeckue mapaMeTpsl ONPENeNsia, OCYIIECTBIISAS TAKYIO e arpoKCHuMa-
IIUIO TAaHHBIX, KOTOpas omrcaHa B mpuMepe 3.2. Pe3ynmpTaThl onpeneneHnss KWHETUIECKUX XapaKTEPUCTHK CBS-
3piBanus U adurHocTH mpu pH 7,4 mpencrasieHsl B Tadn. 4. Kunerndeckue mapameTpsl B oTHomeHn:d hCS,
yKa3aHHbIE B TaOJ. 4, MPEACTABISIOT COOOW PEe3yNIbTaThl, MONy4YeHHbIE B mpuMmepe 3.2. Bece anturtena k C5 3a
nckimroueHueM CFA0672 xapakTepu3oBauch conoctaBuMbIMU BenmarHaMu KD B otHomennn hCS u cynoC5. KD
st CFA0672 B otHotennu cynoC5 Obuta B 8 pa3 Beimie (6oee crnabdas apGuHHOCTE), YeM B otHomeHn: hCS.

Tabiuma 4
Kunernueckue XxapakTepHCTHKH CBS3bIBAaHMS M adPUHHOCTH aHTUTEN K C5, a
nmenHo antures K hC5 u cynoCS, npu pH 7,4
O6o3Ha4ucHHE Addunnocts x hC5 Adduunocts k cynoC5

anmrena ka kd KD ka kd KD
CFA0305 3.82E+04 5.89E-04 1.54E-08 | 1.21E+04 6.70E-04 5.54E-08
CFA0307 3.24E+05 263E-03 8.13E-09 | 2.80E+05 2.23E-03 7.68E-08
CFA0366 1.04E+06 9.34E-03 8.99E-09 | 5.04E+05 ©.04E-03 1.79E-08
CFA0501 474E+05 1.69E-03 3.56E-09 | 266E+05 1.56E-03 5.88E-09
CFA0538 473E+05 1.85E-03 3.91E-09 | 3.05E+05 1.66E-03 5.44E-09
CFAD599 4.74E+05 2.81E-03 5.93E-09 | 542E+05 2.35E-03 4.33E-09
CFAQ666 3.65E+05 6.26E-04 1.71E-09 | 3.14E+05 4.93E-04 1.57E-08
CFA0672 5.23E+05 1.83E-04 3.51E-10 | 6.41E+05 1.85E-03 2.88E-08
CFAQ675 3.83E+05 4.12E-04 1.08E-09 | 2.94E+05 3.78E-04 1.29E-09

[Tpumep 4. KaptupoBanue 3mutonoB it antuten k CS.

4.1. CeszeiBanne MAT k C5 ¢ mentumaaMu, oydeHHBIMHA Ha OCHOBe Oerta-1ieru C5.

MonoknonansHbeie antuTe’da (MAT) k C5 TeCTHpOBaIM B OTHOIICHHUHN CBSI3BIBAHHSI C TIONyYSHHBIMH Ha OC-
HoBe Oera-mien C5 menTugaMu IMyTeM aHaiIu3a METOJOM BecTepH-OnmorTuHTa. CS5-nentunsr: 19-180, 161-340,
321-500 u 481-660, cmuteie ¢ GST-metkoit (pGEX-4T-1, dupma GE Healthcare Life Sciences, 28-9545-49),
skcnpeccupoBanu B E.coli (DH5alpha, pupma TOYOBO, DNA-903). Conepxamnue E.coli o6pasubr codupanu
nocyie nHKyOaruu ¢ 1 MM msomnpomnin-6eta-D-1-tnoranakromupanosunom (UIITI) B Teuenue 5 u mpu 37°C u
neaTpudyrupoanm npu 20000xg B Teuenne 1 MuH, mosrydast nedpuc. Jledpuc cycneHmupoBaii B pacTBope 0y-
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¢epa s obpaszua (2ME+) (pupma Wako, 191-13272) u npumeHsn 17151 aHATIM3a METOJIOM BECTEpH-OJIOTTHHTA.
DKCIPEeCcCHIo Ka)XIOro MenTHIa MOATBEepPKIalu ¢ ucmoib3oBanueM aHtutena kK GST (dupma Abcam, ab9085)
(¢wur. 3). Crpenkoii ykazansl cnutble ¢ GST CS5-nentuner (46-49 k/la). MAT k C5: CFA0305, CFA0307,
CFA0366, CFA0501, CFA0538, CFA0599, CFA0666, CFA0672 1 CFA0675 CBA3BIBAINCH C AMUHOKHCIOTAMM
19-180 C5 (¢wr. 3).

4.2. Okcnpeccust u ounctka MG1-MG2-nomena (1-225) genoseueckoro C5.

PexomOunanTabt MG1-MG2-nmomen (SEQ ID NO: 43) Geta-nienn yenoBedeckoro C5 KpaTKOBPEMEHHO
JKCIPECCUPOBAIH, UCTIONB3Ys KieTku uann FreeStyle293-F (FS293-F-knetkn) (pupma Thermo Fisher, Kapic-
6an, mr. Kammudpopums, CIUIA). KoHannuoHMpoBaHHBIE CpeAbl, B KOTOPBIX IPOHMCXOIMIIA IKCIIPECCHS
MG1-MG2-nomMeHa, pa3BoIwId, UCIoNb3ys 1/2 o0bema, Bomoit milliQ, mocie yero BHOCHIM B aHHOHOOOMEH-
HyI0 KoJIoHKY ¢ Q-cedapo3soit FF (¢pupma GE healthcare, Yrncana, llIenns). 3nauenne pH npomreamnieit yepes
AHMOHOOOMCHHYIO KOJIOHKY (pakimu aoBoguaud 10 pH 5,0 u BHOCHIM B KaTHOHOOOMEHHYIO KOJIOHKY C
SP-cetdapo3zoit HP (pupma GE healthcare, Ynmncana, [lIBenus), a 3aTeM 3JIFOMPOBaJH C HCIOIH30BAHUEM TPaIU-
enra NaCl. ®pakunn, coxepxanme MG1-MG2-n1oMeH, coOupany n3 3JII0CHTa M 3aTeM IIOJBEPTrald TI'ellb-
dunpTpanuu Ha kononke ¢ Cymnepneke 75 (bupma GE healthcare, Yrmcana, [1IBernus) ypaBHOBEIIEHHON C TI0-
mombto 1x3®P. 3atem dpakimu, congepxkane MG1-MG2-nomeH, 00beanHsuM 1 XpaHuwy npu -80°C.

4.3. Crioco6HOCTS cBsi3pIBaThECI ¢ MG1-MG2-10MEHOM.

CniocobHoCTh anTutena k C5 csaspBaThesi ¢ MG1-MG2-10MEHOM OIEHUBAIN B TE€X KE YCIOBUSAX aHAJIH-
3a, KOTOpBIE OMHCaHBI B IpuMepe 3.2, 3a UCKITI0OYEHHEM TOTO, YTO M3MEPEHHS NPOBOIIIIN TOJNBKO B YCIOBHSIX
npu pH 7,4. MG1-MG2-nomen uHBeIMpoBanu B koHieHTpanusax 20 u 40 HM. Kak npoaeMoHCTpUpPOBaHO Ha
¢ur. 4, Bce aHTHTENA 32 UCKITIOYCHUEM dKyau3ymabda-F760G4 xapakTepu30BaliCh MOBBIIEHUEM OTBETA B BHIIE
CBSI3BIBAHUS, 3TO CBUACTEILCTBOBAJIO O TOM, YTO yKa3aHHBIC aHTUTENA SBJLUINCH cBs3biBatonmmMu MG1-MG2
areatamu. [y skynuzymaba-F760G4, KOTOpHIH, Kak H3BECTHO, MPEICTABISCT COOOW arcHT, CBS3BIBAIOIIUN
anbda-11enb, He OBUIO BBIBICHO CBs3bIBaHus ¢ MG1-MG2-10MeHOM.

4.4. CeszeiBanrie MAT k C5 ¢ nentuaamu, noiryueHHsiMu U3 MG1-MG2-nomena C5.

MAT k C5 TecTHpoBaJid B OTHOIICHUU CBSI3BIBaHUs C MojiydeHHbIMH M3 MG1-MII2-nomena nenrunamu
MyTEM aHaJn3a METOJIOM BecTepH-OnoTTuHTa. CS-nenrtuasl: 33-124, 45-124, 52-124, 33-111, 33-108 u 45-111
(SEQ ID NO: 40), cmuteie ¢ GST-metkoi, sxcpeccupoBanu B E.coli. Conmepsxamtue E.coli oOpasier coOnpanu
nocsie naKy6anuu ¢ 1 MM UIITT B Teuenne 5 4 npu 37°C u nentpudyruposamu npu 20000xg B reuenue 1 MuH,
nosrydast nedpuc. Jlebpuc cycnieHmupoBany B pactBope Oydepa st oopasma (2ME+) u mpuMeHsur U1 aHajm3a
METOZOM BECTEPH-OJIOTTHHTA. DKCIIPECCHIO MONyYeHHBIX W3 C5 MEeNnTHAO0B MOATBEPKIANH C HCIIOIH30BAHUEM
aatutena Kk GST (¢ur. SA). CFA0305 cBsa3pBaiock Tobko ¢ mentuaoM 33-124 (dur. 5B). CFA0305 cBszpiBa-
J0ch ¢ OeTa-1ernbio pekoMOrHaHTHOTO denoBedeckoro C5 (rhC5) (mpumepro 70 x/la), KOTOPYIO HUCTIOIH30BATH
B KauecTBe KoHTpossi. Ha ¢ur. 5B 0600mensr nanasie o B3anmoaelictBun MAT k C5 ¢ mosrydeHHbIME U3 C5
METTHIAMU.

4.5. CeaseiBanue MAT x C5 ¢ myrantamu CS.

ITockonbKy Ha OCHOBE aHAJIN3a KPUCTAIUIMICCKON CTPYKTYPHI OBLIO MPEICKa3aHO, YTO TPH aMHHOKHCIIOT-
HBIX ocTaTka B Oceta-nienu C5, a umenHo E48, D51 u K109, yuactyrot B cesi3siBanuu C5 ¢ MAT k C5, To MAT
k C5 TecTUpOBAIIM B OTHOIICHUH CBS3BIBAHHS C COJCPKANIUMH TOUYCYHBIC MYTAI[H MYTaHTAMH 4€JI0BEYCCKOTO
C5 myrtem aHanm3a METOIOM BecTepH-OnmoTTHHTa. ConepiKaliiue TOYCYHbIC MyTaluu MyTaHTEl C5, B KOTOPBIX
omuH n3 octatkoB E48, D51 n K109 Obu1 3aMeHEH Ha allaHWH, SKCIIPECCHpPOBaNU B KiIeTkax FS293 ¢ ucmonb3o-
BaHHeM Junodekiun. KynbTypanbHele cpeasl coOupany depes3 5 aHel mocie OCYIIeCTBICHUS JTUo(GeKnnd u
TOCIIE ATOTO MCTIONb30Ban s BecTepH-OoTTrHTa. JICH-TTAAT OCYyImecTBIIsUIM B BOCCTAHABIUBAIONTUX YCIIO-
BUAX. Pe3ynbTarhl peacTaBieHsl Ha (ur. 6. Dkynmu3ymad cBs3bIBaics ¢ anbda-mensio C5 nukoro tuna (WT) u
TpeMs COJIepP KM TOUYeUHbIe MyTaruu MyTantamMu C5, B To Bpems kak antuteno CFA0305 xapakrepu3oBa-
JIOCh CHIIBHBIM CBs3bIBaHMEM ¢ Oeta-1ienbio C5 WT, cnabbim cBsizpiBanneM ¢ E48A-mytantom C5 u oTCyTCTBH-
eM cBs3bIBaHus ¢ Oeta-nenbio D51A-myranta u K109A-myrtanTa C5; 3TO CBHIETENBECTBYET O TOM, YTO yKa3aH-
HBIC 3 aMHHOKUCIIOTHBIX OCTaTKa YYaCTBYIOT BO B3aMMOJICHCTBHUSX aHTHUTENIO/aHTUTEH. B Tabn. 5 mpencTaBieHO
000011IeHNEe pe3yabTaTOB aHaiu3a MeTonoM BectepH-OnorTHHTa MAT Kk C5 (CFA0305, CFA0307, CFA0366,
CFA0501, CFA0538, CFA0599, CFA0666, CFA0672 u CFA0675). MAT k C5 OTHOCSATCS K TPYIIIE AJIs OJTHOTO
U TOTO JKE€ dMHUTONA b, 0THAKO CXEMBI CBS3BIBAHHS AHTUTEI HECKOJIBKO PA3IUYAIOTCS MEXIY COO00Il; 3TO MO3BO-
JISIET TPEATIONIOKUTh, 9TO 00sacTH, cBs3biBaromme C5 ¢ MAT k C5, OMU3KH Ipyr K OpYry, HO HE SBISIOTCS
HICHTUYHBIMU.
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Tabauma 5
O060011eHrEe JaHHBIX O B3auMoacicTBUE MAT K
C5 ¢ myrantamu C5
WT E48A D51A K109A

3KyIu3ymad
CFAO305
CFA0307
CFAO366
CFAC501
CFA0538
CFAQ599
CFA0666
CFA0672
CFA0675 + + -

4.6. Ananu3 cBsa3biBanus antutel K C5 ¢ myrantamu C5 meronom BIACORE®.

JI71st mpoBEpKH TOTO, YUACTBYIOT JIK AeiicTBUTENbHO ocTaTku E48, G51 1 K109 Bo B3anMoaelcTBUAX aHTH-
TEJIO/aHTUTEH, MTPOBOAWIN aHaIM3 cBsi3biBaHUs MeTooM BIACORE®. Ilomywanu tpu myranta C5, a MIMEHHO
conepkamue mytarun E48A, G51A u K109A, kak onmcano B npumepe 4.5. ITomydanu oOpa3ipl cynepHaTaH-
TOB KYJIBTYp, COJEpKaIIie cBepxakcnpeccupytomnme mytant C5 kinerkn FS293 ¢ xonmnenrpamnueit myranta C5
40 mxr/min. [Insa anammsa cBs3eiBanus MetogoM BIACORE® obpasern paspoawtn B 10 pa3 moaBmKHBIM Oyde-
pom BIACORE® (ACES pH 7,4, 10 mr/kr BCA, 1 Mr/mn kapOOKCHMETHIAEKCTPaHa) 10 KOHEYHOH KOHIIEHTpa-
mu mytanTa C5 B oOpasiie 4 MKr/miL.

BsaumoneiictBusa Tpex MyTanToB C5 ¢ anturenamu k C5 ouenuBanu npu 37°C ¢ MOMOIIBIO yCTPOHCTBA
BIACORE® T200 (¢bupma GE Healthcare) ¢ ucnons3oBaHreM YCIIOBUI aHANM3a, ONMMCAHHBIX B mpuMepe 3.2.
Bydep ACES pH 7,4, conepxammii 10 mr/min BCA, 1 Mr/mMn kapOoKCHMeTHIIIEKCTpaHa, IPUMEHSITH B KA4ECTBE
noaBmwKHOTO Oydepa. Dxynmnzymad-P760G4 u 305L0O5 "3axBaThiBamu" Ha pa3iIHYHBIX MPOTOYHBIX SUCHKAX C
MIOMOIIIBI0 MOHOKJIOHAJIBHOTO MBIIIMHOTO aHTUTena K uenoedeckoMmy IgG, Fc-dparment cneungmyeckoro
(¢pupma GE Healthcare). [Iporounyro siueiiky 1 mcnonb3oBanu B kadecTBe pedepeHc-noBepxHoct. benkn C5
JMKOTO THIIa U MyTaHToB C5 MHBEIMPOBAIIM Ha TIOBEPXHOCTH CEHCOPA B KOHIECHTPAMU 4 MKI/MJI JUIs B3aHMO-
JeWCTBHS ¢ "3axBayeHHBIMH" aHTUTeNaMH. [locie OKOHUaHMS KaXKJOro IMKJIa aHaJM3a IMOBEPXHOCTH CEHcopa
pererepupoBanu ¢ nomouipio 3 M MgCl,. Pe3ynbTaTsl aHaIM3UPOBAIN € TIOMOIIBIO TPOTPAMMHOTO oOecreye-
Hus Bia Evaluation, Bepcust 2.0 (pupma GE Healthcare). KpuBble, momy4eHHble 111 TPOTOYHOH pedepeHc-
sraefKH (MPOTOYHAS sSUeiKa 1), U KpUBbIE, MOJYICHHBIC TIPH UCTIOIB30BaHUHU "MyCTHIX" MHBEKIIMHA TOBUXKHOTO
Oydepa, BBIYUTAIN U3 KPUBBIX, TIOTYISHHBIX JIJISI IPOTOYHBIX sUeeK C "3aXBaueHHBIMU" aHTUTEIIAMH.

Kak mpoxmemoncTpupoBaHo Ha ¢wur. 7, Bce Tpu MyTanta C5 MOIJIM CBA3BIBATHCA C IKYIU3yMaOOM, MpH
3TOM MPOQHIIb CBIA3BIBAHHS OBLUT COMOCTaBUM C TpodwieM cBs3biBanust ¢ C5 mukoro tumna. B ciygae 305LO5
JUTSI BCEX TPEX MYTaHTOB OBLI MOJydeH OoJiee HU3KWA OTBET B BuAe cBs3biBaHusA ¢ 305LOS5 mo cpasuenuto ¢ C5
qukoro Tumna. Myranuu D5S1A u K109A cHmkanu csa3eiBanue C5 ¢ 305LOS mo GpoHOBOTO ypOBHSIL.

4.7. Unentnduxanus ocratkoB His B C5, koTopbie ydacTBYIO0T B pH-3aBUCHMBIX B3aUMOAEHCTBUAX MEKITY
antutenom k C5 u CS.

AHanmn3 KpUCTAUIMYECKOW CTPYKTYpPBI BBISSBHI 3 OCTaTKa TMCTHIMHA B 4YenoBedeckoM C5, HaXxomsImuxcs
Ha TOBEPXHOCTHU pa3jiesia aHTUTEJIO/aHTHIeH. 3BeCTHO, YTO OCTAaTOK TMCTUANHA ¢ TUIMYHBIM pKa, cocTaBisio-
muM 1puMepHo 6,0, ydacTByeT B pH-3aBHCHMBIX Oenok-OenkoBbIX B3ammopelcteusx (Igawa m np., Biochim
Biophys Acta 1844(11), 2014, c. 1943-1950). 1y u3ydeHus: TOTO, y4aCTBYIOT Ji ocTaTku His Ha mMoBepXHOCTH
pasJiena aHTUTEN0/aHTUTeH B pH-3aBUCUMBIX B3aMMOJCHCTBISIX MKy anTuTesaoM Kk C5 u C5, mpoBoauim aHa-
m3 cBs3biBanus MeTonoM BIACORE®. Ilomywanu tpu MyTanTta yenoedeckoro C5 c¢ oxHoit His-myrtarmeit
(H70Y, H72Y u H110Y) u myrant c aBoitHo#t His-myrammert (H70Y+H110Y) cnexyromum oOpa3om: Hecymmue
onHy His-myTanuto MyTaHThl, B KoTOpbiXx oaun u3 H70, H72 u H110 3aMeHeH Ha TUPO3HWH, U HECYITUH TBOWHYIO
His-myramuto myTtanT, B kotopom 06a H70 1 H110 3ameHeHbI Ha THPO3HH, SKCIIPecCHpoBan B KiieTkax FS293 ¢
WCTIONb30BaHueM JHUModeKu. AHTUTEHCBs3bIBatone cBoiictBa 305L05, obmanaromiero pH-3aBHCHMOCTBIO
anTutena k C5, B otHomenun His-myrtanToB C5 onpezaensnu ¢ momoinrsio MoaupunupoBanaoro BIACORE®-
aHanmu3a, Kak omucaHo B mpuMepe 4.6. B menom Meron 3aximovancs B caexyroomem: B BIACCKE®-ananus
BKITIOUAJIH JIOTIOJIHATENbHYIO (hasy nucconmanuu nipu pH 5,8 cpa3y mocne daswr auccormaruu npu pH 7,4 mns
orieHKH pH-3aBrcHMOH AriccOIAIY AaHTUTENA H aHTUTeHA U3 KOMIUIEKCOB, oOpa3oBasmmuxcs mpu pH 7,4. Cko-
poctb aucconnanuu npu pH 5,8 onpenensn myTeM 0OpabOTKH M anmpoKCHMalWU AaHHBIX C HCIIOJIb30BAHUEM
MPOTPaMMHOT0 00eceYeHus ISl anmpoKcuManun KpuBbix Scrubber 2.0 (¢pupma BioLogic Software).

Kak mponemoncrpupoBano Ha ¢wur. 8, ogna His-myramms H70 wmm HIIO u nBoiinas His-myrtarus
(H70+HIIO) C5 ne oxa3piBanu BiusiHUS Ha cBsizbiBaHue C5 ¢ 305LOS5 npu neiitpansHOM pH. B To ke Bpewms,
onua His-myranus H72 npuBoania k 3HaunTeNbHOMY CHIKEHHIO cBsizbiBanus C5 ¢ 305LOS. Ckopoctu aucco-
rmaruu pu pH 5,8 ais His-myrtanToB 6enka C5 u 6enka C5-wt npencrasieHsl B Tabn. 6. Kak npoaeMoHCTpH-
poBaHo B Tabim. 6, C5-wt xapaktepuzoBajcsi HanboJiee ObICTpoil nucconmanueii ot 305LOS nmpu pH 5,8 cpenn
npoTecTpoBaHHBIX aHTUTeHOB C5. Omua His-myrtanms H70 nmpuBoamia K MOYTH MBYKPATHOMY 3aMeIJICHUIO

+ o+ 4+ o+ o+ o+ o+ o+ o+
1]
'
1]
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ckopoctu nuccounanuu npu pH 5,8, a ogna His-myramust HITO npuBoauina k HeOOIbIIOMY 3aMEUICHHIO CKOPO-
ctr quccormanuu ripu pH 5,8 no cpasuenuro ¢ C5-wt. JIBoiinast His-myranust u H70, u HITO npusonuia x 60-
Jiee BRIpOKEHHOMY BO3JICHCTBHIO Ha pH-3aBHCHMOE CBS3BIBAaHHE, TIPU dTOM CKOPOCTH Auccoruanuu npu pH 5,8
OblyIa IMOYTH B TPH pa3a MeHbIIIe, 4eM B ciaydae CS5-wt.
Tabmuma 6
Benmmunna ckopoctu nucconmanuu mpu pH 5,8 mist
His-myTantoB C5, csazpiBatonuxcs ¢ 305L0O5

AHTUTEHBI kd (1/¢)
ChH-wt 1.1E-2
C5-H70Y 5.3E-3
C5-H110Y 9.3E-3
C5-H70Y, H110Y 3.9E-3

[Tpumep 5. AxkTuBHOCTH aHTUTEN K C5 B OTHOIICHUM MHTUONpOBaHus akTuBanuu C5.

5.1. IHrnbupoBaHue akTHBHPYEMOT'0 KOMIUIEMEHTOM Ji3uca jJumnocoM MAT k CS.

MAT k C5 TecTHpoBajM B OTHOIICHHH MHIMOMPOBAHMS aKTHBHOCTH KOMIIJIEMEHTa C MOMOIIBIO aHAM3a
nm3uca aumocoM. 30 MK CBIBOPOTKH 3m0poBoro yenoseka (6,7%) (pupma Biopredic, SER018) cmemmBanm ¢
20 MK pasBeneHHOr0o MAT B 96-JIyHOYHOM TUIAHIIETe W MHKYOMpOBalM Ha IIeikepe B TeueHue 30 MHUH Mpu
25°C. B kaxkayro IJyHKY I€PEHOCHJIH JIUTIOCOMBI, CEHCHOWJIM3MPOBAHHBIC AHTUTEIAMH K JUHUTPODEHUITY
(Autokit CH50, pupma Wako, 995-40801), u mnanmer noMemiaim Ha 2 MUH Ha mieiikep mpu 25°C. B kaxayro
TyHKY mo6aBisui o S0 Mt pactBopa cyoctpara (Autokit CH50) u cMemmBaiy myTeM BCTPSXUBAHUS B TEUeE-
Hue 2 muH npu 25°C. Koneunyro cmeck uakyouposaau npu 37°C B teuenune 40 muH, a 3areM n3mepsin OI1
cmecu ipu 340 M. [TporieHT ITM3Kca TUITOCOM ONPEIeNsIa TIo hopmyIte

100x [(OHMAT'OHQ)OH, 00yCIIOBJIEHHBIH CHIBOPOTKON 1 HHHOCOMaMH)]/ [OH6€3 MAT'OHd)OH, 00yCIIOBJICHHBIH CHIBOPOTKOM 1 HHHOCOMaMH)]

Ha ¢wur. 9A mpoaemonctpupoBano, ato MAT k C5 CFA0305, 0307, 0366, 0501, 0538, 0599, 0666, 0672 u
0675 narn6upoBany ausnc aunocoM. JIBa He obnamatomux pH-3aBucumoctrio antutena CFA0330 u 0341 tak-
ke HHrunoupoBanu au3uc (¢ur. 9b).

5.2. Uarubuposanue ¢ momonisio MAT k C5 o6paszoBanus CSa.

MAT k C5 TecTupoBanyu B OTHOIIEHHH oOpa3zoBaHust CS5a B mporiecce JIM3uca JIMIOCOM JUIsl TOTBEpKIe-
HUA Toro, 4To MAT k C5 uHrubupyror pacuieruienue C5 ¢ oopazoBanuem CSa n C5b. Yposens C5a B cynepHa-
TaHTaX, MOJYYEeHHBIX TP aHAJIM3€ JIN3UCA JMIIOCOM, KOJINYECTBEHHO OLICHUBAIIH C HCIIOIb30BaHneM Habopa it
C5a-ELISA (¢pupma R&D systems, DY2037). Bce MAT unrn6upoBanu obpazosanue CS5a B cynmepHaTaHTax B
3aBUCHMOCTH OT 21035I (¢pur. 10A u 10B).

5.3. NarubupoBanne MAT xk C5 akTHBHPYEeMOTO KOMITIeMeHTOM remonin3a MAT k C5 TecTupoBaiH B OT-
HOIIIEHNN MHTHOMPOBaHMSA aKTHBHOCTH KJIACCHYECKOTO KOMIUIEMEHTA C MOMOIIBIO TEMOJIUTHYECKOTO aHAIIN3a.
Kypunsie spurpountsl (CRBC) (dbupma Innovative research, IC05-0810) mpomMbiBasii 3a0ypepeHHBIM JKelaTH-
HOM/BEPOHAJIOM COJISTHBIM pacTBOpoM, conepxkarmmm 0,5 MM MgCl, u 0,15 MM CaCl, (GVB++) (bupma Boston
BioProducts, IBB-300X), u mocine aToro ceHcnommm3upoBaiy antutesioMm k kKypuabiM RBC (Rockland 103-4139) B
KOHIeHTparmu 1 MKr/mi B Tedenue 15 muH npu 4°C. 3atem xietku npombiBany GVB++ u cycniennupoBany B
TOM ke camoM Oydepe U3 pacueTa 5x10 kmetox/mi1. B oTmensHOM KpPYIJIOJOHHOM 96-TyHOUHOM ILUIAHIIETE
cmemuBanu 50 MKJI CBIBOPOTKH 310poBoro yenoBeka (20%) (hupma Biopredic, SER019) ¢ 50 Mk pa3BeaeHHO-
ro MAT n nakyOupoBanu Ha meiikepe npu 37°C B Teuenue 30 MuH. 3aTeM B JIYHKH, COJEpIKaIlNe CHIBOPOTKY,
nobaBmsi 1o 60 MKJ cycrieH3un ceHcnOmmm3upoBanubix CRBC 1 comeprkaniyro aHTHTEN0 CMeCh HHKyOHpoBa-
mu nipu 37°C B tedenue 30 mun. [Tocne nHkyOanmm mianmer neHTpudyruposany npu 1000xg B Teyenue 2 MuH
npu 4°C. CynepraTanTsl (100 MKIT) IEpeHOCUIN B TYHKU IUIOCKOJOHHOTO 96-TyHOUHOTO IUIAHIIETa JJIs1 MUKPO-
anammsa 1 m3mepennid OIT npu 415 \M, amuHa pedepenc-BoaHbI cocTaBisuia 630 aM. [IporeHT remonm3a or-
penensy mo popmyiie

100X[(OHMAT'OHCHBOpOTKa u CRBC)]/[(Onﬁes MAT_OHqJOH, 00yCIIOBICHHBI CBIBOPOTKOIT H CRBC)]

Ha ¢wur. 11 nponemoncrpuposano, uro MAT k C5 CFA0305 u 305LO5 unrnduposanu remoinns cRBC.

5.4. Iarn6uposanne MAT k C5 aapTepHaTUBHOTO ITyTH KOMIIIEMEHTA.

I'emonuTHuecknil aHanu3 B clydae aabTEPHATUBHOIO MYTH OCYILECTBIISIM AHAIOTMYHO OCYILECTBICHUIO
TEMOJIUTUYECKOTO aHajli3a B Clydyae KJIAaCCHYecKoro myTu. KpoBb, coOOpaHHYIO y HOBO3EIAaHACKUX OEJBIX Kpo-
mukoB (¢pupma InVivos), cMemmBany ¢ paBHBIM 00beMoM pactBopa Ouncsepa (pupma Sigma, A3551), u cmech
npumensu B kadectse kponuubux RBC (rRBC). rRBC npomsiBanu ¢ ucnons3oBanueM GVB, nonomsenHoro 2
MM MgCl, u 10 MM OI'TA, u cycneHaMpoBaIi B ToM ke caMoM Oydepe u3 pacuera 7x10° kerox/mn. B kpyr-
JIOIOHHOM 96-TYHOYHOM TUIAHIIETe I MUKpoaHaimu3a cMemuBaid 40 MK CBIBOPOTKH 3I0POBOTO UEIOBEKA
(25%) (¢pupma Biopredic, SER019) ¢ 40 mxu pa3BenenHoro MAT n nHKyOHupoBanu Ha mieiikepe npu 37°C B Te-
genue 30 MuH. 3aTeM B JIYHKH, COAEpXKAIIUe CHIBOPOTKY, mobasmsumk mo 20 Mk cycnensnu rRBC u comepika-
IIyI0 aHTUTENIO cMech MHKyOupoBamu npu 37°C B Tedenue 60 muH. [locne mHKyOanmu miaHIeT HEHTPUPYTH-
poBamu nipu 1000xg B Teuenue 2 mus npu 4°C. CynepHaranTs! (70 MKII) IEPEHOCUIHN B JIYHKH IUIOCKOJIOHHOTO
96-TyHOUHOTO TUTAHIIETA A1 MUKpoaHanu3a s udmepenus Ol npu 415 uM, aymmHa pedepeHc-BOHBI COCTaB-
nsima 630 aM. Ha ¢wur. 12 nponemonctpuposano, uto MAT k C5 CFA0305 u CFA0672 MHrHOMpOBaIH reMoJn3
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rRBC, 3T0 cBHAETENLCTBYET O TOM, YTO YKa3aHHBIC aHTUTEIAa HHTHOUPYIOT albTepHATUBHBIE ITyTH KOMIUIEMEH-
Ta.

[Tpumep 6. PapMakOKHHETHIECKOE H3YICHNE MOHOKIIOHATIBHBIX aHTHTEN K C5 ¢ MCIIOIb30BaHHEM deJIoBe-
geckoro C5 B opraHn3Me MEBIIIIeH.

6.1. OmeIT in Vivo ¢ mpuMeHeHneM Mblmei iuanun C57BL/6.

Kunernueckuit ananu3 in vivo genosedeckoro C5 (¢upma Calbiochem) u antHTena k genopeueckomy C5
OCYILECTBIISUTH TIOCIIE BBEJCHHS TOJIBKO yenoBedeckoro C5 mnm gemoedeckoro C5 v aHTUTENA K YEIIOBEUECKO-
My C5 mpimam C57BL/6 (dupma In Vivos or Biological Resource Centre, Cunramyp). PacTBop denmoBedeckoro
C5 (0,01 mMr/mur) wam pacTBOp CMecH, coaepskamiel uenoBedeckuil C5 um aHTHTEno K uenoBedeckomy C5
(0,01 u 2 mr/mn (CFA0305-F760G4, CFA0307-F760G4, CFA0366-F760G4, CFA0501-F760G4, CFA0538-
F760G4, CFA0599-F760G4, CFA0666-F760G4, CFA0672-F760G4 u CFA0675-F760G4) wm 0,2 wmr/mn
(CFA0330-F760G4 u CFA0341-F760G4) coOTBETCTBEHHO), BBOMIN OJHOKPATHO B 103e¢ 10 MII/KT B Kaynaib-
HYIO BeHy. B aToM citydae anTHTENO K YenoBeueckoMy C5 IpUCYTCTBOBAJIO B M30BITKE OTHOCHTEIIHHO YeJIOBeUe-
ckoro C5, ¥ MO3TOMY MO>KHO MPEIIOJIOKUTh, YTO Kaxabli yenoBedeckuit C5 cBs3biBaics ¢ antutenoM. Kposb
cobupanu vepe3 5 muH, 7 4, 1 neHb, 2 aus, 3 nHA U 7 gHew mociie BBeneHus. CoOpaHHYI0 KPOBh HEMEJICHHO
uertpudyruposau npu 14000 o6/Mun u 4°C B Teuenue 10 MuH as oTAeNcHHS 1a3Mbl. OTIEICHHYIO IIa3My
XpaHWIU B MOpo3WibHOM Kamepe nipu -80°C no ananuza. [IpuMeHssin onucaHHbIe BBIIE aHTUTENA K YeJIoBede-
ckomy C5: CFA0305-F760G4, CFA0307-F760G4, CFA0330-F760G4, CFA0341-F760G4, CFA0366-F760G4,
CFA0501-F760G4, CFA0538-F760G4, CFA0599-F760G4, CFA0666-F760G4, CFA0672-F760G4 u CFA0675-
F760G4.

6.2. N3mepenne o0Imiel KOHIICHTPAIMK B TIa3Me denoBedeckoro C5 ¢ MoMOIIbI0 AJIEKTPOXEMUTIOMUHEC-
nentHoro (ECL) ananm3za.

OO6mryro KOoHIIEHTpaIuio denoBedeckoro C5 B urazme Mpliien n3mepsiiu ¢ momornisio ECL.

B nmpucyrcrBun B o6pasie miazmel CFA0330-F760G4, CFA0341-F760G4 wmu Tosbko yenosedeckoro C5
UCIIONIb30BANIN CIEAYIOIUI MeTon. AHTHTENo K yenoBedeckomy C5 (pupma Santa Cruz) BHOCHIM B IIYCTOH
96-nynounsiit rranmer MULTI-ARRAY (¢pupma Meso Scale Discovery) u JaBajiy BBICTOSTECS B TEUCHUE HOUYH
npu 4°C a1 oMy4YeHus IIaHIIETOB ¢ IMMOOMIN30BAaHHBIMU aHTUTENIaMU K denoBedeckomy CS5. Ilpurorasmm-
BaJIM 00pa3Ibl AJIs TOCTPOEHHS KATMOPOBOYHOM KPHBOH M 00pa3Iibl MBIIIMHON TU1a3Mbl, pa3BeaeHHble B 100 wiu
Oouiee pa3, B KOTOpble HHBELMPOBaNU aHTUTENO B KoHHeHTparmu 1 Mxr/mi (CFA0330-F760G4 unmn CFA0341-
F760G4) n uakyouposanu B Teuenue 30 mun npu 37°C. 3aTem 00pa3isl BHOCKIIM B IIAHIIETH C UMMOOMITH30-
BaHHBIM aHTHTEJIOM K uesioBedeckoMy C5 W JaBajii BBICTOSITBCS B TEUCHHE | 4 NpH KOMHATHOHM TeMIiepaType.
3arem mobasmsun MmedeHHOe SULFO-MeTko# anTHTeno k yenoeueckomy I1gG (pupma Meso Scale Discovery) u
JaBaJI TIPOpEarupoBaTh B TeUeHHE | U MpHU KOMHATHOW TeMIepaType, U OCYIIESCTBILIIN IPOMEIBKY. [locie 3To-
ro HeMemeHHo BHocwuin Oydep mst cuuteiBanus (Read Buffer) T (x4) (pupma Meso Scale Discovery) u u3me-
pEHUS OCYIIECTBIISUIN C UCTIONb30BaHueM ycTpoiicTBa Sector Imager 2400 (bupma Meso Scale Discovery).

B npucyrctBum B o6pasme miazmsl CFA0305-F760G4, CFA0307-F760G4, CFA0366-F760G4, CFA0501-
F760G4, CFA0538-F760G4, CFA0599-F760G4, CFA0666-F760G4, CFA0672-F760G4 nmu CFA0675-F760G4
MIPUMEHSUTH Clenyromuidi Metod. AHTuTeno k denoBedeckomy C5 (CFA0329-F939G4; VH, SEQ ID NO: 23 u
VL, SEQ ID NO: 27) BrHocwiu B myctoid 96-mynounsiit mianmeTr MULTI-ARRAY (dupma Meso Scale Discov-
ery) ¥ JaBajM BBICTOSITHCS B TeueHUe HOouW NpH 4°C 1S MOJIydeHHUS IUIAHIIETOB ¢ MMMOOMIIN30BaHHBIMY aHTH-
Tenamu K genoBeyeckomy CS. IlpuroraBnuBanyu oOpasibl sl HOCTPOSHUST KaJTMOPOBOYHON KPHBOH M 00pasIibl
MBIIINHOM T1a3Mbl, pa3seneHusie B 100 mmm 6onee pa3 xucisM pactBopoM (pH 5,5), n nakyOGupoBanu B Teue-
aue 30 muH mpu 37°C. 3atem o0pasibl BHOCHIN B IUIAHIIETH ¢ MMMOOWIN30BaHHBIM aHTUTEJIOM K YelloBede-
ckoMmy C5 ¥ maBaym BBICTOSIThCS B TeUeHHE | 4 IPH KOMHATHOW Temreparype. 3areM Jo0aBiIsuIM MEUYEHHOE
SULFO-metkoii antuteno k yenoBeueckomy C5 (CFA0300-F939G4; VH, SEQ ID NO: 24 u VL, SEQ ID NO: 28)
W JaBaIN NpOpearupoBaTh B TeUeHHE | 4 NMpW KOMHATHOM TeMIeparype, a TakKe OCYIIECTBIISUIA ITPOMBIBKY.
ITocne aToro HemeaneHHo BHOCWIM Oydep mns cuuteiBanus T (x4) (pupma Meso Scale Discovery) u u3mepe-
HUSL OCYLIECTBIISUIN € MCIIOJIb30BaHKeM ycrpoiicTa Sector Imager 2400 (pupma Meso Scale Discovery).

Konnenrparmro yenoBeueckoro C5 paccuuThIBany Ha OCHOBE OTBETA, MOJIYYEHHOTO ¢ OMOIIBIO KaInOpo-
BOYHOH KPWBOMW, C MpuMeHeHueM mporpammuoro odecnedenus SOFTmax PRO (dpupma Molecular Devices).
I'paduk 3aBHCUMOCTH OT BpeMEHH KOHIICHTPALMU B IUIa3zMe denoBedeckoro C5 mociie BHYTPHBEHHOTO BBEJE-
HUS, TIOTYYCHHBIA YKa3aHHBIM METOAOM, IpezcTaBieH Ha ¢ur. 13. JlanHsle Ha rpaduke MpeaCcTaBICHH B BUIE
mporeHTa octapmierocst CS5 1Mo cpaBHEHUIO C KOHIIGHTpAIMeH B ma3Me yenoedeckoro C5 yepes 5 MuH.

6.3. M3amepeHne KOHIICHTpAIIMU aHTHUTeNa K denoBedeckomy C5 B tuiasme ¢ momonisio ECL-ananmu3a.

KonnenTpanuto antutena k dYenmoBedeckomy C5 B mmazMe wMbimed m3mepsiin ¢ momomsio ECL.
F(ab"),-¢pparment antutena k venoBedeckomy IgG (cmeumduueckoro i ramma-uenu) (pupma Sigma) wmm
aHTUTENO K Kamma-ienu 4enoBedeckoro IgG (¢pupma Antibody Solutions) BHOocwim B mycTodt 96-yHOUYHBIH
mraameT MULTI-ARRAY (dupma Meso Scale Discovery) u 1aBaiau BBICTOSTECS B TedeHHe HOUM mpH 4°C st
MOJYYCHHS TUIAHIIETOB ¢ MMMOOMIM30BaHHBIM aHTHUTENIOM K uesoBedeckoMy IgG. IlpuroraBnmBany oOpasibl
JUISL TIOCTPOCHUST KAJIMOPOBOYHOM KPHBOM M 00Opasibl MBIIIMHON IUIa3Mbl, pa3BeneHHble B 100 wmm Gosee pas.
3areM 00pas3ibl BHOCHIM B IUTAHIIETHl C MIMMOOMIM30BAaHHBIM aHTHYeJIOBeUecKiM IgG 1 1aBaiy BBICTOSITHCS B
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TedeHue | 4 mpu KOMHATHOU TeMmrmeparype. 3aTeM JT00aBIsIi OMOTHHIIIMPOBAHHOE aHTHUTENO K YEIIOBEYCCKOMY
IgG (pupma Southernbiotech) mwmum meuennoe SULFO-metkoit antuTeno k uenoeueckomy IgG, Fc (dbupma
Southernbiotech) n maBanu mpopearupoBaTh B TeUeHHUE | 4 MPU KOMHATHOH TeMIlepaType, a TakkKe OCYIIeCTBIIs-
JIM TIPOMBIBKY. 3aTeM TOJBKO B CIy4ae, KOTla MCIOIb30BaIl OMOTHHIIINPOBAHHOE aHTHUTEIO K YEIIOBEYECKOMY
IgG, nobGarmsum medernbii SULFO-metkoii ctpentaBunu (pupma Meso Scale Discovery) u maBamu mpopea-
THPOBATH B TEUEHHE | U P KOMHATHOW TeMIIEpaType, a TAaKXKe OCYIIECTBILUIN IPOMBIBKY. Ilociie sToro Hemen-
JeHHO BHOcwin Oydep st cunthiBanus T (x4) (pupma Meso Scale Discovery) u u3MepeHHs OCYIIECTBISIIH C
WCTIONb30BaHueM ycTpoiicTtBa Sector Imager 2400 (pupma Meso Scale Discovery). KonmeHntpanurio yenoBeue-
ckoro C5 paccunThIBaIM Ha OCHOBE OTBETA, IMOJIyYEHHOTO C MIOMOIIBIO KATHOPOBOYHOI KPUBOH, C MPIMEHEHH-
eM nporpammHoro obecniedenuss SOFTmax PRO (¢pupma Molecular Devices). I'paduk 3aBUCHMOCTH OT BpeMe-
HU KOHIICHTPAINH B TUIa3Me 4yenoBedeckoro C5 mocne BHYTPUBEHHOT'O BBEICHUS, TOJNyYCHHBIN YKa3aHHBIM Me-
ToIlOM, TpencTaBieH Ha ¢ur. 14. JlanHbie Ha rpaduke mpeacTaBieHBl B BUAC MpolieHTa ocraBirerocs C5 mo
CPaBHEHHIO ¢ KOHLIEHTpAIKel B I1a3Me uenoBeueckoro C5 uepes 5 MuH.

6.4. BozaeiictBue pH-3aBUCUMOro CBSI3bIBaHMSI aHTUTENA K yesnoBedeckoMy C5 Ha KIIMPEHC Y4eI0BEYECKOTO
C5 in vivo.

pH-3aBucumbie anTtutena k dyenoBedeckomy C5 (CFA0305-F760G4, CFA0307-F760G4, CFA0366-
F760G4, CFA0501-F760G4, CFA0538-F760G4, CFA0599-F760G4, CFA0666-F760G4, CFA0672-F760G4 u
CFA0675-F760G4) u e obmanaromniie pH-3aBucuMocThio anTuTena k yenoedeckomy C5 (CFA0330-F760G4 u
CFA0341-F760G4) TecTupoBaid in Vivo B OCYIIECTBIISIN CPAaBHEHHUE KOHIICHTPAIIMH B TIa3Me aHTUTENA K de-
noedeckoMy C5 W KOHIIEHTpauu B Tuiazme denoedeckoro C5. Kak mponeMmoHcTpupoBano Ha ¢ur. 14, skcro-
3UIMS aHTUTEIT OKa3anach comoctaBuMon. Ilpu aToM KimpeHc genoBedeckoro C5, KOTOPBI BBOAUIN OJHOBpPE-
MEHHO ¢ pH-3aBUCHMBIMH aHTHUTEIIAMH K 4elioBedeckoMy C5, MOBBIIANCS O CPABHCHUIO C KIIUPEHCOM B IPH-
CYTCTBHH He o0nanaronmx pH-3aBHCHMOCTBIO aHTUTEN K YeioBedeckomy C5 (¢ur. 13).

IIpumep 7. OnTUMU3aLUs MOHOKIOHANBHBIX aHTHTEN K C5 (BapuaHTsl aHTHTena 305).

Bonbmioe KOMM4ecTBO MyTaluii BHOCWIHA B ONTHMHU3UPOBAHHYIO BapHaOelbHYI0 00yacTh aHTHTena K C5
305LOS nuist 1OTIOIHUTENBHOTO YIIYUIIEHHS ero CBOWCTB M CO3/1aBalll ONTUMU3UPOBAaHHbIE BapualOesbHbIe 00-
nmactu 305L015, 305LO16, 305L0O18, 305LO19, 305L.020, 305L022 1 305L023. AMUHOKHCIIOTHBIE ITOCIIE0-
BarenpbHOCTH VH 1 VL BapumantoB 305 mpencrtarieHsl B Ta0l. 7 U 8 cOOTBETCTBEHHO. | €HBI, KOAUPYIOIIHE Ty-
MaHu3upoBanHylo VH, o0wpenuusmu ¢ MomudumupoBaHHbiM BapuantoM CH uyemoeweckoro IgGl SG1 15
(SEQ ID NO: 114) u momudunupoarabiMu Bapuantamu CH genoBedeckoro IgG4 SG422 (SEQ ID NO: 115)
n SG429 (SEQ ID NO: 116). I'ensl, kogupyroriye ryMaHu3upoBannyo VL, o0benuHsmun ¢ yenoeueckoir CL
(SK1, SEQ ID NO: 38). OTnenpHO CHHTE3UPOBAIH TSHBI TSDKEIOW M JIETKOU IIeTIH, KOJAUPYIOIIHE TYMaHU3UPO-
BanHOoe aHTHTeN0 kK C5 BNJ441 (BNJ441H, SEQ ID NO: 149; BNJ441L, SEQ ID NO: 150), u kax1Iplif U3 HAX
KJIOHMPOBAJIM B DKCIIPECCHOHHOM BEKTOPE.

AmntnTena skcrpeccupoBasi B kietkax HEK293, coBmecTHO TpaHC(EKTHPOBaHHBIX KOMOWHAIIMEH JKC-
MPECCUOHHBIX BEKTOPOB TS TSDKEJIOH U JISTKOW ISTH, M OYHUINAIH C HCIIOJIh30BaHUEM Oenka A.

Tabuma 7
AMMHOKHCIIOTHBIE TocnenoBatensHoctd VH BapuantoB 305
AHTHTEI0 VH HVR-H1 HVR-HZ HVR-H3
205105 SEQ 1D NO: 10 SEQ 1D NO: 54 SEQ 1D NO: 64 SEQ 1D NO: 74
SSYYVA AIYTGSGATYKASWAKG DGGYDYPTHAMHY
3051015 SEQID NO: 106 SEQ 1D NO: 117 SEQ 1D NO: 118 SEQUID NQ: 121
SSYYMA AIFTGSGAEYKAEWAKG DAGYDYPTHAMHY
1051016 SEQ (D NO: 107 SEQ 1D NO: 117 SEQ ID NO: 119 SEQ 1D NO: 121
SSYYMA AIFTGSGAEYKAEWVKG DAGYDYPTHAMHY
2051018 SEQ ID NO: 108 SEQ ID NO: 117 SEQ 1D NO: 118 SEQ 1D NQ: 121
SSYYMA AIFTGSGAEYKAEWAKG DAGYDYPTHAMHY
205.019 SEQ ID NO: 109 SEQ ID NO: 117 SEQ 1D NO: 118 SEQ 1D NO: 121
SSYYMA AIFTGSGAEYKAEWAKG DAGYDYPTHAMHY
3051020 SEQ (D NO: 109 SEQID NO: 117 SEQ ID NO: 118 SEQ 1D NO: 121
SSYYMA AIFTGSGAEYKAEWAKG DAGYDYPTHAMHY
3050022 SEQ ID NO: 109 SEQ ID NO: 117 SEQ 1D NO: 118 SEQ ID NO: 121
SSYYMA AIFTGSGAEYKAEWAKG DAGYDYPTHAMHY
2050023 SEQ ID NO: 110 SEQ ID NO: 117 SEQ 1D NO: 120 SEQ 1D NO: 121
SSYYMA GIFTGSGATYKAEWAKG DAGYDYPTHAMHY
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Tabnuma 8
AMMHOKHCIIOTHBIE TTocnenoBaTensHoctd VL Bapuantos 305
AHTHTETO VL HVR-L1 HVR-L2 HVR-L3
305108 SEQ ID NO: 20 SEQID NO: 84 SEQ ID NO: 94 SEQ ID NO: 104
QASQNIGSSLA GASKTHS QSTKVGSSYGNH
2051015 SEQ.ID NO: 111 SEQ ID NO: 122 SEQ ID NO: 123 SEQ ID NO: 125
RASQGISSSLA GASETES QNTKVGSSYGNT
3051016 SEQID NO: 111 SEQID NO: 122 SEQ (D NO: 123 SEQ D NOQ: 125
RASQGISSSLA GASETES QNTKVGSSYGNT
2051018 SEQ ID NO: 111 SEQ ID NO: 122 SEQ ID NO: 123 SEQ ID NO: 125
RASQGISSSLA GASETES QNTKVGSSYGNT
3051019 SEQID NO: 111 SEQID NO: 122 SEQ D NO: 123 SEQ ID NO: 125
RASQGISSSLA GASETES QNTKVGSSYGNT
2051020 SEQ ID NO: 112 SEQ 1D NO: 122 SEQ (D NO: 123 SEQ ID NO: 125
RASQGISSSLA GASETES QNTKVGSSYGNT
2051022 SEQID NO: 113 SEQ ID NO: 122 SEQID NO: 124 SEQ ID NO: 125
RASQGISSSLA GASTTQS QNTKVGSSYGNT
2051023 SEQ ID NO: 113 SEQ ID NO: 122 SEQ 1D NO: 124 SEQ ID NO: 125
RASQGISSSLA GASTTQS QNTKVGSSYGNT

IMpumep 8. Xapaxrepuzanms cs3piBanus anTuTen k CS5 (Bapuants! 305).

Kunernueckue napamerps! antuted k C5, a IMEHHO ITapaMeTphl CBSI3bIBAHHS C PEKOMOMHAHTHBIM YelloBe-
geckuM C5, omenuBanmu nipu 37°C ¢ ucnombs3oBanreM ycrpoiictBa BIACORE® T200 (bupma GE Healthcare)
NP TPEX Pa3IMYHbIX YCIOBUSIX:

(1) m acconmanusi, ¥ AUCCONUAIMS, UMeTH MecTo ipu pH 7,4,

(2) u acconmanus, ¥ AUCCOUUAIMS, UMeTH MecTo Tipu pH 5,8, u

(3) acconmanus umena mecto npu pH 7,4, Ho muccoumanus umena mMecto npu pH 5,8.

ProA/G (¢upma Pierce) mmmoOmmu3oBanu Ha ceHcopHoM uyune CM1 ¢ ucmonb3oBaHWeM Habopa s
amuaHOro couetanus (pupma GE Healthcare) ¢ mpumeHeHneM yciioBui, pekoMeHIOBaHHBIX (Gupmor GE
Healthcare. AnTuTena u ananutel s yenouid (1) u (3) pazsogunu B 6ydpepe ACES pH 7,4 (20 MM ACES,
150 MM NaCl, 1,2 MM CaCl,, 0,05% Tsun 20, 0,005% NaN3), ans ycnoBust (2) ux pazsoauinu B 6ypepe ACES
pH 5,8 (20 MM ACES, 150 MM NacCl, 1,2 MM CaCl,, 0,05% Tsun 20, 0,005% NaNj;). Kaxnoe aatureno "3a-
XBaTHIBAJIN" Ha TIOBEPXHOCTH CEHcOopa ¢ moMoIbio ProA/G. YpoBHH "3axBaTa" aHTUTEN, KaK MIPABHUIIO, COOTBET-
crBoBaii 60-90 pesonancueiM eqununam (RU). 3arem mHBEnMpoBamM peKOMOMHAHTHBIM 4enoBedeckuid C5 B
KoHIeHTpauusax oT 3 g0 27 HM unu ot 13,3 1o 120 HM, mosry4eHHBIX TPEXKPATHBIM CEpUIHBIM Pa3BeCHUEM,
MOCJIE Yero OCYIIECTBISIN Auccounuanuoo. IIoBepXHOCTh pereHepupoBany ¢ ucnons3oBanueM 25 MM NaOH.
Kunernueckue mapametpsl 1u1s yeiaoBui (1) u (2) onpenensuin myTeM anmnpoKCHMAIMd CEHCOTPaMM Ha OCHOBE
MOJIETIH CBsI3bIBaHMS 1:1, @ CKOPOCTh TUCCOLMALIMK IS YCIIOBHS (3) ONpenessiii MyTeM anlnpoKCHMaIii CEHCO-
rpaMM Ha ocHoBe Mozenu muccormanuu 1:1 mms MCK ¢ ucnosnp3oBaHneM NPOrpaMMHOTO 0OOecredeHUs
BIACORE® T200 Evaluation, Bepcus 2.0 (pupma GE Healthcare). 3aBucumocts ot pH s Bcex aHTHTEN
MIPEICTaBJSUIA B BUJIE OTHOIIEHUSI CKOPOCTEH JUCCOIMAIUH IS yeiaoBwmid (2) u (1).

Cxopoctb acconuaruu (ka), ckopocts nucconuanuu (kd), apdurnocts cBs3pBanms (KD) 1 3aBUCHMOCTH
ot pH mpexncrasiensr B Tabn. 9. Bece aHTHTENa XapaKTepH30BaINCh OONBIICH CKOPOCTHIO AWCCOLMAIMHA TPH
pH 5,8, gwem mipu pH 7,4, a ux 3aBucumocth oT pH (m3meHenue mpu nepexone ot pH 5,8 x pH 7,4) 6vina mpu-
MepHO 20-KpaTHOH.

Tab6muma 9
Kunernueckue napameTpsl BapuanToB anTuTen k C5 B ycnosusax pH 7,4 u pH 5,8
74_74 5A8_5.8 7.4_5.8 3aBHCHMOCTH
ka (1/Mc) kd(l/c) KD M) | ka(1/Mc) kd(l/c) KD (M) kd (1/c) or pH
LO15-SG422 |1.40E+06 4.19E-04 3.00E-10 | 1.34E+05 8.79E-03 6.57E-08 [1.61E-02| 21.0
LO15-8G115 |1.31E+06 3.54E-04 2.70E-10 | 9.49E+04 827E-03 8.72E-08 |1.67E-02 234
LO16-5G422 |1.2BE+06 4.12E-04 3.21E-10 | 1.09E+05 8.69E-03 7.95E-08 |1.61E-02 211
LO18-8G422 | 1.36E+06 4.26E-04 3.14E-10 | 1.39E+05 8.65E-03 6.24E-08 |1.69E-02 20.3
LO19-8G422 |1.37E+06 4.76E-04 3.46E-10 | 1.38E+05 8.30E-03 6.00E-08 [1.61E-02| 17.4
LO20-SG115 |1.44E+06 4.67E-04 3.24E-10 | 1.41E+05 8.18E-03 5.81E-08 |1.61E-02 17.5
LO20-8G422 |1.35E+06 4.70E-04 3.49E-10 | 1.36E+05 8.15E-03 5.99E-08 |1.55E-02| 17.3
LO22-SG115 |1.48E+06 3.82E-04 2.62E-10| 1.71E+05 0Q.30E-03 5.45E-08 |1.46E-02 243
LO23-SG115 |1.53E+06 4.23E-04 2.77E-10| 1.33E+05 8.55E-03 6.41E-08 |1.73E-02 20.2

Jns ouenku BiusHUS pH Ha cBsI3pIBaHUE aHTHreHa onpenessui ah(GUHHOCTh CBS3bIBaHUS aHTHTEN K C5
(BNJ441, sxynmuzymaba u BapuanTa 305) ¢ pekoMOMHAHTHBIM denoBedeckuM C5 mipu pH 7,4 u pH 5,8 nipu 37°C
¢ ucnonms3oBanneM yctpoiictBa BIACORE®T200 (¢pupma GE Healthcare). [TonukinoHanbHOE KO3be aHTHTEIO K
yenoBeueckomy 1gG (Fc) (pupma KPL, Ne 01-10-20) nmmoOumnm3oBanu Ha ceHcopHoM unne CM4 ¢ ucnomnb3o-
BaHMeM Habopa 11 amuHHOTO couetanust (pupma GE Healthcare) ¢ yuerom ycnoBuii, peKOMEHIOBaHHBIX MPO-
W3BOJUTEIIEM. AHTHTENNA U aHAIHUTHI pa3Boutu 1udo B 0ydepe ACES pH 7,4, mubo B 6ydepe ACES pH 5,8,
conepxamem 20 MM ACES, 150 MM NaCl, 1,2 MM CaCl,, 0,05% Tsun 20 u 0,005% NaN;. Auturtena "3axBa-
THIBAIN" Ha MOBEPXHOCTH CEHCOpPa COTVIACHO METOAY, OCHOBAHHOMY Ha HCIIOJb30BaHUU aHTUTENA K Fc, ypoBHU
"3axBara", kak mpaBmio, coorBercTBoBaM 50-80 peszonancHbM emamuuiiaMm (RU). TlpurotaBnmBaim oOpa3iisl
PEKOMOMHAHTHOTO YenoBeueckoro C5 myTeM TpEeXKpaTHOTO CEPUIMHOTO pa3BeleHus, HaunHas ¢ 27 HM 11 aHa-
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mm3a B ycnoBusix pH 7,4, umu ¢ 135 HM nns ananusa B yenousix pH 5,8. IloBepXHOCTh pereHepupoBaIy C UC-
nonszoBanueM 20 MM HCl, 0,01% Tsun 20. O6paboTKy JaHHBIX W aNNPOKCHMAIMIO Ha OCHOBE MOJIEINN CBSI3bI-
BaHUs 1:1 OCYIIECTBISUIM C HWCHOJB30BaHWEM MporpaMMmHOTOo obecrieuenus BiaEvaluation 2.0 (¢pupma GE
Healthcare).

Addurnaoctu cBszpiBanusa (KD) BNJ441, skynuzymaba u Bapuanta 305 ¢ peKOMOMHAHTHBIM YeJIOBEUe-
cknMm C5 nipu pH 7,4 u pH 5,8 nipencrasnens B a0 10. s BapuanTta 305 otaomenne (KD mpu pH 5,8)/(KD
nipu pH 7,4) coctaBmnsio moutu 800, T.e. B 8 pa3 6omnbire, yem anst BNJ441, nius kotoporo otHomenue (KD mpu
pH 5,8)/(KD mipu pH 7,4) cocraBmnsiio b 93.

Tabmuma 10
KD (M) Ortromenue KD npu
AHTHTENIO pH74 _ pH58 pH 5.8/pH 7.4
papuaut 305L0O5 1.66E-10  1.32E-07 795
3KyIU3yMab 1.42E-10 2.64E-09 19
BNJ441 1.38E-09 1.28E-07 93

IIpumep 9. AxtuBHOCTH aHTHTEN K C5 (BapuanToB 305) B oTHOmeHuH aktuBanuu CS5.

9.1. Uarn6uposanne MAT k C5 akTUBHPYEMOTO KOMIUIEMEHTOM JIM3HCA JTUIIOCOM.

MAT k C5 TecTHpOBajM B OTHOIICHHM MHIMOMPOBAHMS aKTHBHOCTH KOMIIJIEMEHTa C MOMOIIBIO aHAM3a
n3uca aumocoM. 30 MK CBIBOPOTKH 340poBoro yenoBeka (6,7%) (pupma Biopredic, SER019) cmemmBamu ¢
20 MK pasBeneHHOr0o MAT B 96-JTyHOYHOM TUIAHINIETe W MHKYOMpOBalM Ha IIeikepe B TeueHue 30 MHUH MpHU
KOMHATHOW TemIeparype. B kakmayro JTyHKY HMEpeHOCHIN JHIIOCOMBI, CCHCHOWIM3MPOBAHHBIC aHTHTEIaMHU K
muauTpodenmty (Autokit CH50, dupma Wako, 995-40801) u 1uraHmeT moMemnianyd Ha 2 MUH Ha MeHKep TpH
37°C. B xaxnayro nyHKy nob6asimsim mo 50 Mk pactBopa cyoctpara (Autokit CH50) u cmemmBammu mytem
BCTpsixuBaHus B TedeHne 2 MuH npu 37°C. Koneunyro cmech nakyoupoBanu npu 37°C B Tteuenue 40 MuH, a
3atem m3mepsta OIT cmecn nipu 340 HM. [IporieHT JIM3rca JTUITOCOM ONpeeNsia TIo hopmyrie

100x [(OHMAT'OHd)OH, 00yCIIOBJICHHBIH CHIBOPOTKOM 1 nHHOCOMaMH)]/ [(OH6e3 MAT'OHd)OH, 00yCIIOBJICHHBIH CHIBOPOTKOMN 1 HHHOCOMaMH)]

Ha ¢wur. 15 nmponemonctpupoBano, uto MAT k C5 305LO15-SG422, 305L0O16-SG422, 305L0O18-SG422,
305LO19-SG422, 305L.020-SG422 u 305L0O20-SG115 nHTrHONpOBANN JTM3HUC JTUITOCOM. JIBa aHTHUTENA C BapH-
aatamu Fc 305LO15-SG115 u 305L0O23-SG429 Takke MHTHOUPOBAIH JTU3HUC JIUTTOCOM (¢ur. 16).

MAT k C5 TecTUpoBaiM B OTHONICHHM WHTHOMPOBAHUS PEKOMOMHAHTHOTO dYenoBedeckoro C5
(SEQ ID NO: 39). CmemmBamu 10 M1 9enmoBedeckoi ceiBopoTku ¢ nedumurom C5 (¢pupma Sigma, C1163) ¢
20 Mk pa3BegenHoro MAT u 20 mxu pekomOunaanTHoro C5 (0,1 Mkr/mir) B 96-1yHOUHOM IUIaHIIETE U UHKYOH-
poBay Ha mIelikepe B Teuenne |1 1 npu 37°C. B xaxayro TyHKY niepeHocwr unocoMbl (Autokit CHS50) u mo-
Melay Ha meikep Ha 2 muH npu 37°C. B xaxmyio myHKy m00aBismy o 50 MK pactBopa cybctpara (Autokit
CHS50) u cmemuBamm myTeM BeTpsixuBanus B Teuenue 2 MuH nipu 37°C. KoHeuHyro cMech HHKYOUPOBaIH TIpH
37°C B teuenue 180 mun u 3ateM m3mepsmu OIT mpu 340 am. [IponeHT Tu3nca TUTIOCOM OTPEIEIISIT COTIACHO
yKa3aHHOH BbIme npouexaype. Ha ¢wur. 17 npogemonctpupoBano, utro MAT k C5 305L022-SG115, 305LO22-
SG422, 305L023-SG115 n 305L023-SG422 nHruOupoBay JIM3UC JTUIOCOM.

9.2. nrubuposanue ¢ nomoinsio MAT k C5 obpazoBanus CSa.

MAT x C5 TecTupoBaiy B OTHOLIEHUH UX BO3zeicTBUs Ha oOpazoBanue CSa B mporiecce JU3Kca JIUIOCOM
JUISL IOATBEP XK JIeHUs TOro, uTo MAT Kk C5 mHrnbupytor pacmeruieane C5 ¢ obpazoBannem CS5a u C5b. YposHu
C5a B cynepHaraHTaX, MOJYYEHHBIX IIPU aHAJIU3€E JIN3UCA JINTIOCOM, KOJIMYECTBEHHO OIICHUBAJIHM C HCIIOJIb30Ba-
aueMm Habopa st ELISA s CS5a (dupma R&D systems, DY2037). Bce MAT naru6uposanu oopazoBanue C5a
B CylepHATaHTax B 3aBUCUMOCTH OT 110361 (ur. 18 n 19).

9.3. I3amepeHne akTHBHOCTH KOMITJIEMEHTA B TJ1a3Me 00€3bsiH IIMHOMOJITYC.

MAT x C5 TecTupoBaiy B OTHOUICHHN WHTMOMPOBAHUS aKTHBHOCTH KOMIUIEMEHTA B IIa3Me 00E3bsH IH-
Homonryc. MAT k C5 BBoaminu o6e3bsiHaM (20 MI/KT) ¥ TIEpHOANIECKH cOOMpamy 00pasIiibl TIa3Mbl BIUIOTH JI0
s 56. Kypunsie spurpornutsl (CRBC) (¢pupma Innovative research, 1C05-0810) npomsiBanu 3a0ydepeHHBIM
JKEJTATHHOM/BEPOHAJIIOM COJISTHBIM pacTBopoM, conepkamum 0,5 MM MgCl, u 0,15 MM CaCl, (GVB++) (dupma
Boston BioProducts, IBB-300X), n mocne sToro cencnbmnmsuposaiau antutenaoMm k kypuasiM RBC (Rockland
103-4139) B xonnenTpamuu 1 Mxr/mi B redenue 15 mun npu 4°C. 3areM kiretku npombiBain GVB++ 1 cycnen-
IUpOBaJ B TOM e camoM Oydepe u3 pacuera 1x10 ximerox/mia. B oTaensHOM KpYTJIOAOHHOM 96-ITYHOYHOM
TUTAHIIETE JJII MUKpOaHAIH3a WHKYOHPOBAIN TIa3My 00e3bsiH ¢ ceHcnOmmmsupoBanHsiMu ¢cRBC npu 37°C B
teyenne 20 muH. [Tocne nakyOanuu manmer neHarpudyrupoany npu 1000xg B redernne 2 muH mpu 4°C. Cy-
MepHATaHTHl IEPEHOCWIIN B JIYHKH IUIOCKOJOHHBIX 96-TYHOYHBIX IUIAHIIETOB JJISI MUKpOAHAIN3a JJIsl U3Mepe-
Huid OI1 npu 415 HM, mHa pedepenc-BoHbl coctanisiia 630 HM. [IpouneHT remonun3za onpenessm 1o Gopmyre

100X[(0Hnocne BBeueHuﬂ'OHd)OH, 00yCIIOB/ICHHBIH IIA3MOH U CRBC)]/[(OHI[O BBeueHuﬂ'OHlbOHa 00yCIIOBIICHHBIH I1a3MOI U CRBC)]

Ha ¢wr. 20 npogemonctpupoBano, uto MAT k C5 305L015-SG422, 305LO15-SG115, 305LO16-SG422,
305LO18-SG422, 305L019-SG422, 305L020-SG422, 305L0O20-SG115 u 305L023-SG115 wuHruduposamm
AKTHBHOCTH KOMIUIEMEHTA B IIa3Me.

9.4. Inrn6uposanue ¢ nomoisio MAT k C5 Onosorndeckoil akTuBHOCTH BapuaHTOB CS5.

Mar k C5 TecTHpoBaJIM B OTHOIICHHH MHTHOWPOBAHUS CIEIYIOIINX BapHaHTOB PEKOMOMHAHTHOTO YeIO-
Beueckoro C5: V1451, R449G, V8021, R885H, R928Q, D966Y, S1310N u E1437D. U3BecTHO, UTO MAITUSHTHI C
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PNH, xotopsie nmeror myrannto R885H B CS5, naror cinabblit oTBeT Ha oKynu3ymad (cMm., Harpumep, Nishimura
u ap., New Engl. J. Med., 370, 2014, c. 632-639). Kaxplii 3 BapraHTOB ueioBedeckoro C5 sKkcrpeccupoBaiu
B KieTkax FS293 u cymepHaTaHTHI MCIIOJIL30BAII B OMMMCAHHOM HIDKE uccienoBanuu. CmemuBany 10 MK de-
JIoBeUeCKOH ChIBOpOTKH ¢ AedururoM C5 (pupma Sigma, C1163) ¢ 20 Mk pazBeneHHOoro MAT 1 20 MKIT CpeJIbI
JUTSL KyJIIBTYPBI KJIIETOK, COoJepiKaiieil BapuanT pekoMOnHanTHOTO C5 (2-3 MKT/MIT), B 96-TyHOYHOM IIJIAHIIIETE U
MHKyOupoBainu Ha eiikepe B tedyeHue 0,5 4 mpu 37°C. B xaxkayro JyHKY NepeHOCHIM JMnocomsl (Autokit
CH50) n nomemanu Ha medikep Ha 2 MuH npu 37°C. B xaxayro myHKy mpobasmsiim o 50 MK pactBopa cy0-
crpara (Autokit CH50) u cMemmBanm myteM BeTpsxuBaHus B TedeHue 2 MuH npu 37°C. KoHeunyio cMech MH-
kyOuposanu npu 37°C B Teuenne 90 mun n 3ateM namepsum OII mpu 340 um. [IpoueHT nH3Kca TMocoMm omnpe-
JISJSTA COTJIACHO OTMCAaHHOW BhIMIE mporenype. Ha ¢ur. 21 mpogemonctpupoBaHo, uto MAT k C5 (9kynu3y-
Mab) He wuHruouposaso RE8SH-Bapmant C5, HO HHTHOMPOBANIO IPYrHe MNPOTECTUPOBAHHBIC BAPHUAHTHI.
Ha ¢wur. 22 npogemonctpupoBano, 4to MAT k C5 (Bapuant 305) HHTHOUPOBAIIO BCE MPOTECTUPOBAHHBIC BapH-
antsr CS.

9.5. MarubupoBanue ¢ momonisio MAT k C5 akTUBHPYEMOTO KOMITTIEMEHTOM JIM3KCA JTUTIOCOM.

MAT k C5 TecTMpoBajM B OTHOIICHHH MHIMOMPOBAHMS aKTHBHOCTH KOMIIJIEMEHTa C MOMOIIBIO aHAIM3a
mm3uca jgumnocoM. CmemmBanu 30 MK CBIBOPOTKH 370pOBOTo 4enoBeka (6,7%) (pupma Biopredic, SER019) ¢
20 mxn pa3BefieHHOro MAT B 96-IyHOUHOM IUIAHIIETE Ha Iielikepe B TedeHue 30 MMH NpU KOMHATHOU TeMIe-
parype. B kaxnyio JyHKY MEpEeHOCHIHM PacTBOP JIMIIOCOM, CEHCHOWIM3UPOBAHHBIX aHTHUTENAMH K JHHUTPOdeE-
auty (Autokit CHS50, dpupma Wako, 995-40801) u momermanu Ha melikep Ha 2 MuH mipu 25°C. B kaxmyto JTyHKY
nmobasisun o 50 MK pacTBopa cyoctpata (Autokit CH50) u cMemmBany myTeM BCTPSXMBAHUS B TCUYCHUC 2
muH npu 25°C. Koneunyio cMmecs naKyOupoBanu npu 37°C B Teuenue 45 muH u 3ateM uzmepsuma Ol mpu 340
HM. [IpolieHT MHrHONpPOBaHNUS JIM3KCA JIUIIOCOM OIPEAEIISIIN 1o GopMyIte

100x [(OHMAT'OHQJOH, 00yCIIOBJICHHBIIH CHIBOPOTKOI 1 nunocOMaMu)]/[(OH663 MAT_OHqJOH, 00y CIIOBJICHHBIIH CHIBOPOTKOIT ﬂl/IHOCOMaMl/I)]

Ha ¢ur. 23 npogemoncrpupoBano, uro MAT k C5 BNJ441 u Bapuant 305 nHrHOMpOBaIN JIN3UC JTUTIOCOM
1 4yto BapuaHT 305 o6xanan Gonee cuilbHOM MHrMOMpYONIeH aKTUBHOCTEIO0, yeM BN441.

IIpumep 10. dapmakoKHHETHYECKOE HCCIEAOBaHNE MOHOKIOHANBHBIX aHTuTen K C5 (Bapmanter 305) ¢
WCIIOJIb30BaHUEM 00€3bsTH IIMHOMOITYC.

10.1. Omenka in vivo ¢ UCTIOJIb30BaHUEM 00€3bsTH IIMHOMOJITYC.

Kunermueckue aHanmsbl in vivo aHTrTena K gesnopedeckoMy C5 OCYIIECTBISITH TOCIIE BBECHHS aHTHTENA
Kk genoBeueckoMy C5 ob6e3psiHam nuHOoMoaryc (dupma Shin Nippon Biomedical Laboratories, Ltd., Snonus).
PactBop anTturena k yenoBeyeckomy C5 (2,5 Mr/mir) BBOAWIN OJJHOKPATHO B J103€ IPUMEPHO § MII/KT B niehanu-
YecKylo BeHy mpenruieubst myteM 30-muHyTHOH MHQYy3un. KpoBs coOupanu 1o BBeieHHS U yepe3 5 MuH, 7 4,
1,2,3,7,14,21, 28, 35, 42, 49 u 50 gueii nocne BBeaeHus. CoOpaHHYIO KPOBb HEMEJICHHO IICHTPU(YTUPOBAIA
mpu 1700xg u 4°C B Tedyenne 10 MUH 11 OTAeNeHUS Tu1a3Mbl. OTIEICHHYIO TUTa3My XpaHWIA B MOPO3WIBHON
kamepe nipu -70°C wim HIDKe 70 aHanm3a. AHTHTENa K deroBedeckoMy C5 TOMydand COTJIaCHO METOJY, OIH-
CaHHOMY B IpHUMepe 7.

10.2. U3mepenue obmeit konteHTpanuy CS B ia3Me 00e3bsH MUHOMONTYC ¢ moMotnbio ELISA-ananusa.

O06myro koHueHTpanuo CS5 00e3bsiH IHHOMONTYC B TIa3Me 00€3bSH IUHOMOJITYC U3MEPSUTH C ITOMOLIBIO
ELISA. AxTHTeno K yenoBeyeckomMy C5 (aHTHTENO, CO3/1aHHOE B JIAOOPATOPUH 3asBUTEIICH C TIOMOIIBIO METO/A,
OTIMCAaHHOTO B TmpuMepe 2) BHocwIM B InianmeT Nunc-ImmunoPlate MaxiSorp (dupma Nalge Nunc
International) n naBamu BBICTOSTECS B TedeHHe HOUM npu 4° C aist NONMydYeHHUs TUIAHIIETOB ¢ NMMOOMIIN30BaH-
HeIM C5 00e3bsiH 1imHOMOITYC. [IpuroTaBimmBamy 00pa3ibl A MOCTPOCHHS KaTHOPOBOYHOM KPUBOW U 00pasIibl
T1a3MBbI 00€3bsSIH IIMHOMOJTYC, pa3BeaeHHbie B 2000 pa3, B KOTOphIe MHBEIIUPOBAIN aHTUTENIO B KOHIICHTPAIIUU
0,4 Mkr/mn, n nHKyOupoBanu B Tedyenne 60 muH npu 37°C. 3areM 00pa3ubl BHOCHIN B TUIAHIIETH ¢ UMMOOWIIH-
30BaHHBIM C5 00€3bSH IMHOMONTYC W IaBald BBICTOSITHCS B TeUEHHE | 4 TIpM KOMHATHOM TeMIiepaType. 3aTeM
nobasnsn medenHoe HRP antureno k denoseueckomy IgG (pupma SouthernBiotech) m maBanmm mpopearupo-
BaTh B TeueHue 30 MHH MPHU KOMHATHOW TEMIIEpaType, a TaKKe OCYIIECTBISUIM MPOMBIBKY. 3aTeM JT00aBIISIN
cyoctpatr ABTS ELISA HRP (dbupma KPL). Carnan u3amMepsiin ¢ MOMOIIBIO IDIAHIIET-pUAepa MPH THHE BOTHBI
405 um. Konnenrpanuto C5 00€3bsIH IIMHOMOJITYC PACCYMTHIBAIIA HA OCHOBE OTBETA, IMOJIYYCHHOTO C MOMOIIBIO
KaJINOpPOBOYHOM KPUBOH, C HMCHOJIB30BAHMEM aHAJIUTHYECKOTro Imporpammuoro obecrnedyeHns SOFTmax PRO
(¢pupma Molecular Devices). I'padux 3aBrcumMocTn oT BpeMeHH KoHIeHTpauuu C5 B miasme 00e3bsiH IIHHOMOJI-
T'yC TocJie BHYTPUBEHHOTO BBE/ICHHS, OJIYYCHHBIH yKa3aHHBIM METOJIOM, IIpejcTaBieH Ha ¢ur. 24. JlanHbIe Ha
rpaduke HpencTaBiIeHbl B BHJIE NMpoleHTa ocraBmierocss C5 Mo cpaBHEHMIO ¢ KoHIeHTpauued C5 B rurazme
00e3bsTH IMHOMOJITYC 10 BBeneHus. [Ipn npumenenny pH-3aBUCUMBIX aHTUTEN K YenoBedeckomy C5 (305LO15-
SG422, 305LO15-SG115, 305L0O16-SG422, 305L018-SG422, 305L.019-SG422, 305L.020-SG422, 305L.020-
SG115, 305L022-SG422, 305L023-SG422 u 305L023-SG115) obHapyxeHo MeHblee Hakoruienne C5 B
TUTa3Me TI0 CPAaBHEHHIO ¢ He 00ragaromuMu pH-3aBHCHMOCTBIO aHTUTENAaMH K denoBedeckomy CS5.

10.3. M3MepeHne KOHIIEHTPAITUH B IJIa3Me aHTHTeNa K yenoBedeckoMmy C5 ¢ momomnipio ELISA-ananm3za.

KonmenTparuio anturena k genmoBedeckoro C5 B miazMe 00€3bSH IIMHOMONTYC M3MEPSUIA C ITOMOIIBIO
ELISA. Antnteno k kamma-nenu dyenosedeckoro IgG (¢pupma Antibody Solutions) BHOcWIM B IIaHIIET
Nunc-ImmunoPlate MaxiSorp (¢pupma Nalge Nunc International) n maBanu BEICTOSTECS B T€UEHHE HOYH IIPU
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4°C nmns monmydeHHs TUIAHIIETOB ¢ MMMOOMIIM30BaHHBIM aHTHYenoBedeckuM 1gG. IpuroraBmmBamyi oOpasiisl
JUISL TIOCTPOCHHST KaMMOPOBOYHOM KPUBOHM M 00pa3ubl IUIa3Mbl 00€3bsiH IMHOMOITYC, pa3BeaeHHble B 100 mmu
Oonee pa3. 3aTeM 0Opa3Ibl BHOCIIH B IUIAHIICTH C IMMOOWIM30BAaHHEIM aHTHYeNoBeYecknM [gG 1 naBamy BBI-
CTOSITHCS B TedeHHe | 4 mpu KOMHATHOW TeMIiieparype. 3atem n00asismn MeueHHoe HRP antureno k uenoseye-
ckomy IgG (pupma SouthernBiotech) u maBanu nmpopearupoBath B TedueHue 30 MUH IIPH KOMHATHOM TeMIiepaTy-
pe, U OCYIIECTBISUTH POMBIBKY. 3ateM aobasisuin cyoctpat ABTS ELISA HRP (pupma KPL). Curnan uzme-
PSUTH € TTIOMOIIBIO TUIAHIIET-puaepa rpu [arHe BoiHE 405 HM. KoHnenTpammrio anTuTtena k yenosedeckomy C5
paccYMTHIBAIM HA OCHOBE OTBETA, IMOJIyYEHHOTO C TIOMOIIBIO KaJTHOPOBOYHOW KPHUBOI, C MCIOIH30BAHNEM aHa-
muTrdeckoro nporpammuoro odecriederus SOFTmax PRO (pupma Molecular Devices). I'paduk 3aBucumocta
OT BPEMEHHU KOHIICHTpAIMH B IUIa3Me aHTHUTeNa K dermoBedeckoMy C5 mocie BHYTPHMBEHHOTO BBEICHHS, MOY-
YCHHBIA YKa3aHHBIM METOJIOM, TpeicTaBieH Ha ¢wur. 25. pH-3aBucuMmble aHTHTeNna K dYenoBedeckomy C5
(305L0O15-SG422, 305LO15-SG115, 305L016-SG422, 305LO18-SG422, 305L019-SG422, 305L0O20-SG422,
305L020-SG115, 305L022-SG422, 305L023-SG422 u 305L023-SG115) xapakTepr3oBaIUCh OojIee ATUTENb-
HBIM BpEMEHEM IIOJY)KHM3HU N0 CPAaBHEHHUIO C He oOnajaromuMu pH-3aBUCHMOCTBIO aHTHTENaMU K 4elloBede-
ckomy CS.

IIpumep 11. PentreHorpadguduecknii aHaIu3 KPUCTAUIMIECKON CTPYKTYpPBI KOMILIEKca, coaeprkamiero Fab
BapuanTa 305 u MG1-nomen uenoBeueckoro C5.

11.1. Dxcnpeccus u ounctka MG1-momena (20-124) genosedeckoro C5.

Jlomen MG1 (amunokuciotHsie octatku 20-124 SEQ ID NO: 39), ciutsiii ¢ GST-MeTKoi mocpeacTBOM
pacmrermisiemoro tpomOuHoM JnuHKepa (GST-MG1), skcnpeccupoBamn B mrtamme E.coli BL21 DE3 pLysS
(bupma Promega) ¢ ucnons3zoBanuem Bektopa pGEX-4T-1 (pupma GE healthcare). Dxcnipeccuto 6enka nHIY-
upoBaiy ¢ ucrosnb3oBarreM 0,1 MM m3onponmi-6era-D-1-troranakronupanosuaa (UITTT) npu 25°C B Teue-
Hue 5 4. JleOpuc OGakTepuaIbHBIX KJIETOK JM3UPOBAIHN C UCIONb30BaHueM peareHTa Bugbuster (pupma Merck),
JIOTIOTHEHHOTO JIN30HAa30# ((pupma Merck) u mOTHBIM KOKTeiaeM HHIHOUTOPOB mpoTeas (pupma Roche), mocie
yero ocymectBisun ouncTky GST-MG1 u3 pactBopuMoii dpakuuu ¢ ncrnosnszoBanueM Kosonku GSTrap (dup-
ma GE healthcare) cormacHo wmuHcTpykumsm npousBomurens. GST-merky otmieruisiin TpoMOuMHOM ((upma
Sigma) u noxyuensaslii MG1-nmoMen noaBeprany AajbHEHIIEH OYNCTKE HAa KOJOHKE ISl TeNb-QHUIBTPALNH C
Superdex 75 (pupma GE healthcare). O6bpenuusin Gpakuuu, conepxamnpe MG1-momen, n xpanwmm mpu -80°C.

11.2. [onxyuenne Fab-¢pparmenra Bapuanra 305.

Fab-dparmenTsI 0JHOTO M3 ONTUMHU3NPOBAHHBIX BapuaHTOB 305 Moyyany ¢ MOMOILBIO CTAaHIAPTHOTO Me-
TOJA C WCIIOJIb30BAHHEM OTPaHUYCHHOTO paciieruieHns mamanHoMm (pupma Roche Diagnostics, katamoXHBIH
Homep 1047825), mocne yero BHOCHIM B KOJOHKY ¢ O6emkoM A (MabSlect SuRe, pupma GE Healthcare) mms
ynanenus: Fc-¢pparmenTtoB, katnonoooOMeHHy0 kosioHKy (HiTrap SP HP, ¢pupma GE Healthcare) u xononky ajist
renb-punbTpanuu  (Superdex 200 16/60, dupma GE Healthcare). OO0benmHsun ¢Gpakiuu, CoaepIKaIine
Fab-¢parment, n xpanumu npu -80°C.

11.3. TToryuenne komIutekca, coaepxamero Fab BapuanTta 305 u MG1-nomen genoBedeckoro CS5.

Ounmennsii  MGl-moMeH pekoMOWHAHTHOTO dYenoBedeckoro C5 cMmemmBamd ¢ OYHIICHHBIM
Fab-¢pparmenrom Bapmanta 305 B MomsipHOM cooTHommeHun 1:1. Komriuiekc ouumianw ¢ IOMOIIBEO Teib-
¢unpTpanmu (Superdex 200 Increase 10/300, ¢pupma GE Healthcare) ¢ ucronp3oBaHneM KOJOHKH, ypaBHOBE-
menHoi 25 MM HEPES pH7,5, 100 MM NaClL

11.4. Kpucrannuzanus.

OuHIIeHHBIE KOMIUIEKCHI KOHIIEHTPUPOBAIU O MPUMEPHO 10 MI/MJI M OCYIIECTBIUTH KPUCTAJLTU3AIHIO
MeTtonoM nuddy3um mapoB B BapHaHTe "CHIAIICH" Kaliu B KOMOWHAIIMK ¢ MeToJoM 3aTpaBku nipu 4°C. Pac-
TBOp B pe3epByape coctosut u3 0,2 M dopmuara maraums, 15,0% (mac./06.) mommatineHrukoast 3350. Takum
MyTeM depe3 HeCKOJIBKO AHEH MoTydaly MIacTHHYAThIe KPUCTAUIBL. KpHCTauibl IpONHUTHIBAIN PacTBOPOM, CO-
nepxamgm 0,2 M gerunpara ¢popmuarta Maraus, 25,0% (mac./06.) mommstunenraukois 3350 u 20% rimnepuHa.

11.5. COop maHHBIX U OMpeCIICHUE CTPYKTYPHI.

Jlanuble 0 AEdpaKIyH PEHTTCHOBCKUX JIYUIeH MOIydain ¢ momMoisio yerpoiicta BL32XU Ha cuaXpoTpo-
He SPring-8. B nmpouecce n3mMepeHuii KprcTaul MOCTOSHHO HAXOIWIICS B ITOTOKe azota npu -178°C s noanep-
JKaHUS €r0 B 3aMOPOKEHHOM COCTOSIHWM ¥ ¢ ucnonb3oBaHueM MX-225HS CCD-uperekropa (RAYONIX), mo-
MEIEHHOT0 Ha OCH ITy4Ka, MOJIydJaJli, OCYIIECTBIIIS KX bl pa3 MoBopoT Kpucramia Ha 1,0°, B o0mmeit ciioxHo-
ctu 180 xapTiH mudpakuyu peHTTeHOBCKUX JTydeit. OmnpeseeHre mapaMeTpoB dJIEMEHTAPHBIX siUeekK, HHIEKC a-
U0 TU(PaKIMOHHBIX TIATEH U 00pabO0TKY JaHHBIX O AU(PaKIUU, TOTYICHHBIX U3 KapTHH TUPPAKITUHN, OCYIIIe-
CTBJISUTH € HcIoib3oBanueM mporpammel Xia2 (J. Appl. Cryst., 43, 2010, c. 186-190), nakera nporpamm XDS
(Acta. Cryst. D66, 2010, c. 125-132) u Scala (Acta. Cryst. D62, 2006, c. 72-82) 1 B utore moiy4aid JaHHBIC O
Ju(PaKIMOHHON MHTEHCHBHOCTH C paspelieHueM BIIoTh 10 2,11 A. Pesynwrathl craTicTHdeCKOl 06paboTKH
KpHUcTawIorpadM4ecKuX JaHHBIX TPEACTaBICHBI B Ta0m. 11.
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Tabmuma 11
CoOpaHHBIC peHTIeHOrpadUIeCcKre JaHHBIC M YTOYHCHHBIC CTATHCTUYCCKUE TaHHBIC
CoOpaHHbIE TaHHBIC

MPOCTPAHCTBEHHAS IPyIIa Pl
3JIeMeHTapHas sueika

a, b, c(A) 39.79, 55.10, 127.76
a, B, v (®) 89.18, 86.24, 78.20
paspewmenue (A) 49.49-2.11
ITOJIHBIE OTPaKEHUS 112,102
YHHMKAJIbHBIE OTPAXKEHUS 56,154
nosiHoTa (oboouka MakcuM. paspernerus) (%) 92.1 (95.8)
Rumerge” (060m04Ka MakcuM. paspewenns) (%) 7.2(31.7
Vrounenue

paspemenne (A) 25.00-2.11
OTpa)XKEHHUsl 53,398
Rezctor’ (Reree”) (%) 20.42 (26.44)
C.K.O.-0TKJIOHEHHE OT UJCATbHOIO

AnuHLI cBaseit (A) 0.0088
yrubl cBsizeld (°) 1.3441

A Riyerge=ZhKIZj|Ij(hcl) - I (hkl)>|/ZhkIZ]|j(hki)|, Tae Ij(hkl) w I(hkl)> 06o3HAUATOT
HHTCHCHBHOCTH H3MEPACMOTO HAapaMeTpa j U CPEAHIOI0 HHTCHCHBHOCTh OTPAXKCHHS C HHIACKCOM
hkl COOTBETCTBCHHO.

0: haxrop R=2hkl|Fou.(hkl)| - |Fops(hkD) |/ Zhikl| F,po(hkl)|, TAC Fyps B F oy 0003HAYAIOT H3MCPCHHBIC
W PACCUHMTAHHBIC AMILTUTYIBI CTPYKTYPHOTO (PaKTOpa COOTBETCTBCHHO.

B: Rf.c PACCUHTBIBAJH C HCIOJIB30BAHHEM 5% OTPKECHHH, OTOOPAHHBIX CIIy4aHHBIM 00paszoM.

CTpyKTypy ONIpeneNsuld METOAOM MOJICKYJIIPHOTO 3aMEIIEHHs C HMCIOJBb30BaHHEM IporpaMmsbl Phaser
(J. Appl. Cryst., 40, 2007, c. 658-674). IlouckoByro (cTapToByI0) Moaenbs Fab-moMeHa moiydanu Ha OCHOBE
OITyOJINKOBAaHHOM KpHcTayummueckoit ctpyktypsl Fab 1gG4 (PDB xox:1BB1), a craptoByto moxens MG1-nomena
MOJyYaJId Ha OCHOBE OMYOJMKOBAaHHOW KPHCTAJUTMUECKOH cTpyKTypsl denoBedeckoro C5 (PDB kox: 3CU7,
Nat. Immunol., 9, 2008, c. 753-760). Moaenb cTpownu ¢ ucnoys3oBanueM nporpammsl Coot (Acta Cryst. D66,
2010, c. 486-501) u yTouHsUTH ¢ WCTONBb30BaHWEM TporpaMMbl RefmacS (Acta Cryst. D67, 2011, c. 355-367).
Kpucrannorpadpudeckuii ¢paktop nocroBepHocTH (R) M1 maHHBIX 0 TUGPAKITMOHHON WHTEHCUBHOCTH TIPH pa3-
pemennn 25-2.11 A cocrasmsn 20,42%, npu 3ToM BenmunHa Free R coctaBisma 26,44%. YTo4HEHHBIE CTaTH-
CTHYECKHE JaHHBIE O CTPYKTYpPE IIPeACTaBICHEI B Tabm. 11.

11.6. O6mast cTpykTypa KoMILIekca, cofepxariero Fab Bapuanta 305 u MG1-noment CS.

Fab-dpparment ontumusupoBanroro Bapuanta 305 ("305 Fab"), cBsa3annsiii ¢ MG1-g0MeHOM denoBede-
ckoro C5 ("MG1") B cootHomenuu 1:1, n acHMMeTpHYHasI dJIEMEHTapHasl sT9eliKa KPUCTAIIIMIECKOH CTPYKTY-
PHI, cozepiKarias 1Ba KOMIUIEKCa, a IMEHHO MOJIEKyNsl | u 2, mpencraBieHsl Ha ¢ur. 26A. Mosekynst 1 u 2
0Ka3aJI0Ch BO3MOKHBIM XOPOILIO COBMECTUTH APYT C APYrOM C BEIMUMHON CPEIHEKBAIPATUYHOIO OTKIOHEHUS
(C.K.0.), cocraBmsromeii 0,717 A, B nonoxenun anbda-aroma C BO BceX OCTaTKaX, KaK MPOAEMOHCTPUPOBAHO
Ha ¢wur. 26b. OnrcaHHbIe HIKE YEPTEXH MOJTyYall C UCTIOJIE30BaHIEM MOJICKYIBI 1.

Ha ¢wur. 27A n 27b xapTupoBaH S0MTOI It KOHTaKTHOH o6xactu 305 Fab B aMHHOKHCIOTHOM mocieno-
BaTEIFHOCTH M KPUCTAJUTNIECKOH cTpykType MG cOOTBETCTBEHHO. DMUTON BKII0OYAET aMUHOKHUCIOTHBIHN OCTa-
Tok B MG1, KOTOpBIif COAEPKUT OMH MM HECKOJIBKO aTOMOB, HAXOIAMIMXCSA HA paccTosHuu 10 4,5 A ot mo-
60if vactu 305 Fab B kpuctammaeckoii ctpykrype. Kpome toro, Ha ¢ur. 27A BBIIEIEH YTUTOI, HAXOIAITHIACS B
npenenax 3,0 A.

11.7. B3aumopeiicteus ¢ E48, D51 u K109.

Kak onucano B npumepax 4.5 u 4.6, MAT x C5, koTopble BKIrouanu anturena cepuu 305, TectupoBanu B
OTHOIICHUH CBSI3BIBAHUS C TPeMs copaepkamuMu Todeunslie MyTaiun E48A, DS1A u K109A myrantamu geno-
Beueckoro C5, ¢ MOMOIIBI0 aHATN30B CBA3bIBaHUs MeTonaMu BectepH-OoTTHHra 1 BIACORE®. B TO Bpems
Kak BapuaHTHl 305 XapaKTepH30BaIKCh CHIBHEIM CBs3biBaHueM ¢ C5 WT, mins Hux ObLIO BBISBICHO JIHIIB CJa-
60e ceszpiBanue ¢ E48A-myranrom C5 u otcyrcTBue cBs3biBanus ¢ DS1A- n K109A-myTanTamMu. AHamu3 Kpu-
CTaJUIMYECKOHN CTPYKTYpBI KOMIUIEKca, coaepxkamiero 305 Fab 1 MG1, mo3BoimiI yCTaHOBUTB, YTO BCE TPU aMH-
HokucaoTel E48, D51 u K109 Haxoasatcs Ha paccrosHum 10 3,0 A ot 305 Fab, 00pa3yst MHOTOUHCIICHHBIE BOJIO-
ponHbie cBsizm ¢ Fab, kak mpogemoHcTpupoBaHo Ha ¢ur. 28A. Ilpu 6onee moapoOHOM HCCle0BAaHUN OBLIO yC-
TaHOBJIEHO, 4TO ocTtaTok K109 MGI1 Haxomutcs B O0po3/Ke, 00Opa30BaHHON Ha MOBEPXHOCTH pasfesia MEXIy
MG!1 wu Toxenoit mempto Fab u tecHo cBs3an ¢ Fab tpems BomopomueiMu cBszsimu ¢ H-CDR3 G97,
H-CDR3 Y100 u H-CDR3_T100b, u consaeiM moctukoM ¢ H-CDR3 D95 (¢ur. 281"). D51 Haxogutcs MexIy
MG u tspxenoif nensio 305 Fab u ces3an nByms BogopoaasiMu cBsizsmu ¢ H-CDR1 Ser32 m H-CDR2_Ser54,
3aTOHSSA TEM CaMbIM TPOCTpaHCTBO (ur. 28B). DT0 CBUACTENLCTBYET O TOM, 4TO 00a ocratka, u K109 u D51,
C5 sBSIIOTCSL OCTaTKaMH, UMEIOUIMMHU pellarolee 3HaueHue sl cBa3biBaHus aHTuten cepuu 305. C npyroi
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cToponsl, E48 pacnonoxeH Onbke K TMOBEPXHOCTH W CBsI3aH JIMIIL OJHOM BOJOPOAHON cBs3bo ¢ Fab, 3To mo-
3BOJISIET MPETIONI0KHUTE, YTO €T0 BKIIAJ B CBSI3BIBAHUC aHTUTENA JOJDKHO OBITh MEHbIIe, YeM Bkiag K109 u ES1
(¢wur. 28b). YkazaHHbIe B3aUMOCBSI3H COTIIACYIOTCS C pe3yIbTaTaMH aHAIM30B CBS3BIBAHUS C IIOMOIIBI0 METOIOB
BectepH-OstorTHHTa 1 BIACORE® MyTanTOB uenosedeckoro C5 (nmpumepsr 4.5 u 4.6). JlonoaauTensHOE 3aMe-
JaHHUe: HyMepaIus OCTaTKOB aMHHOKHCIIOT Fab ocHoBaHa Ha cxeme Hymepanuu Kabora (Kabat u np., Sequences
of Proteins of Immunological Interest, 5-e u3n., u3n-Bo Public Health Service, National Institutes of Health, Be-
thesda, Md., 1991).

11.8. B3aumoneticteus mexxay H70, H72 n H110 genosedeckoro C5 u anturenamu cepun 305.

AHanmM3 KPUCTAIUIMIECCKON CTPYKTYPHI ITO3BOJIMII YCTAHOBUTH, YTO TPU OCTAaTKAa TMCTHAMHA B YeJIOBEUE-
ckoMm C5, a mmenno H70, H72 u H110, BXoasaT B snutomn s Fab BapuanTa 305, 9T0 MpOMILTIOCTPUPOBAHO Ha
¢ur. 27A u 29A. OcymectBsui aHanu3 cBsa3biBanus MeTogoM BIACORE® mist u3ydeHus BKIaia 3THX OCTaTKOB
ructiuauHa B pH-3aBHCHMOE Oenok-0elkoBoe B3aumMoieiicTBre Mexay denoBedeckum CS5 u Fab Bapumanra 305 ¢
ucnons3oBanueM H70Y-, H72Y-, H110Y- u H70Y+H110Y -myTanToB yenoseueckoro C5 (mpumep 4.7). Myra-
s H72Y nmpuBomuiia kK oHOMY ycTpaHeHHUIO cBsi3biBaHus Fab Bapnanta 305 ¢ C5. Yka3zanuslit ocratok B C5
HAXOIUTCs B KapMmaHe, oopazoBanHoM CDR2-metneii B Tsokenoit nenu 305 Fab u metnert 8 MG1 (L73, S74 u
E76), noTHO 3alOJIHSAET 3TO NPOCTPAHCTBO, YTO MPOMIUTIOCTpUpOoBaHo Ha dur. 29B. Kpome Toro, ocratok H72
B C5 cBsizan BogopoaHoi#t csizbio ¢ H-CDR2 YS58. He cnenyer oxuaars, uro myranust H72Y Oyzer nomycru-
MO, TIOCKOJIbKY HE HMEETCS IOCTATOYHOTO MPOCTPAHCTBA JIUIS BKIIOUSHHUS UMEIOIIeH 00onbinii 00beM OOKOBOM
nenu Tupo3nHa. BomopomHas cBsa3e ¢ H-CDR2 Y58 Takke He MokeT coxpansaThes. Kacarensrno Bkiama H70 u
H110 B pH-3aBucuMocTh, myTammmu H70Y 1 H110Y npuBogsT k Gojiee MEIJICHHOMY OTAEICHUIO B PE3yIbTaTe
nmucconnanuy Fab Bapuanta 305 ot C5 npu pH 5,8. H70 o6pa3yeT BHYTPUMOJICKYISIPHYIO BOJIOPOIHYIO CBSI3b C
T53 MG, xoTopas, Kak mpeAmnoaaraeTcs, J0bkHa paspymarhes npu pH 5,8, korga npotonuposanne H70 B C5
BBI3BIBACT KOH(POPMAIMOHHOE HM3MEHEHHE B COOTBETCTBYIOIEM YYacCTKE y4JacTBYIOIIEH BO B3aMMOIEHCTBHU
noBepxHocTH pasaena MG (dur. 295). Ins H110 cnexyer 0xuaaTh, 4TO MPOTOHHUPOBAHUE ITOTO ocTaTtka B C5
JIOJDKHO BBI3BIBAThH OTTAJIKUBaHHE 3apsaoB oT 305 Fab, koTropoe MOXeT OBITH YCHJICHO B PE3ysbTaTe MPOTOHU-
poBanus cocenHero ocrarka ructunuaa, H-CDR3 H100c (¢wur. 29T).

XoTsl BBIIIE H300PETCHHUE OMUCAHO JUIS JIYYIIETO MOHUMAHKS C YKa3aHHEM HEKOTOPBIX JEeTalel C LEIbo
WLTIOCTPAIMY U MIPUMEPOB, OMMCAHUE U MPUMEPHI HE JOJDKHBI PACCMaTPUBATHCA B KAYCCTBE OTPAHHIMBAFOIIUX
06beM m3o0pereHus. OmucaHwe BCedl MATCHTHOH W HAyYHOU JIMTEPATYpPbI, MPOIUTHPOBAHHONW B HACTOSIIEM
OTIMICaHWH, CTICIIHAIFHO TIOJTHOCTHIO BKIIFOYCHO B HACTOSIIIEE OMMMUCAHNE B KAUYECTBE CCHUIKH.

DOOPMYVYIJIA N30BPETEHUA

1. IlpuMeHeHue eKapCTBEHHOTO CPENCTBA, coAepKamiero aHTu-C5 aHTUTeNo, JJIsl JISYECHUS OTOCPEyeMO-
0 KOMIUIEMCHTOM 3a00JICBAHUS WU COCTOSHHS, KOTOPOE BKIIOYAET WU30BITOYHYIO WM HECKOHTPOIHPYEMYIO
axtuBarmto C5, rme anTuTeno comepxutr VH mociemoBarensHOCTh, 00y w3 SEQ ID NOs: 106-110, u VL
MOCJIeI0BATENLHOCTS, Mr00y1o n3 SEQ ID NOs: 111-113.

2. IlpuMeHeHue JIeKapCTBEHHOTO CPENCTBA, coaepKamiero antu-CS antureno, 1ist ycuieHus kiaupenca C5
W3 TUTa3MBl, TOe aHTuTeNo coaepxkut VH mocnenoBatensHOCTh M00yi0 n3 SEQ ID NOs: 106-110 u VL mocie-
JoBaTelbHOCTH J00yro m3 SEQ ID NOs: 111-113.

3. [Ipumenenue 1o 1.1 UM 2, T1Ie aHTUTEIO CONEPIKUT

(a) VH nocnenoBatenprocTs SEQ ID NO: 106 1 VL nocnenoBatensrocts SEQ ID NO: 111;

(b) VH nocnenosarensuocts SEQ ID NO: 107 u VL mocnenoarensHocTh SEQ ID NO: 111;

(c) VH nocnenoBarenprocTs SEQ ID NO: 108 u VL nocnenoBatensrocts SEQ ID NO: 111;

(d) VH nocnenosatensHOcTh SEQ ID NO: 109 1 VL mocnenoparensrocts SEQ ID NO: 111;

(e) VH mocnemoparensrocTs SEQ ID NO: 109 u VL mocnenoBarensrocts SEQ ID NO: 112;

(f) VH nocnenoBarensrocts SEQ ID NO: 109 u VL mocnenoBarensrocts SEQ ID NO: 113; wim

(g) VH nocnenosarensrocts SEQ ID NO: 110 u VL nocnenosarensrocts SEQ ID NO: 113.

4. IlpuMeHeHue JIeKapCTBEHHOTO CPENICTBA, coaepKaliero aHtTu-C5 aHTUTENo, JIJIsl JISYECHUS OTIOCPEyeMO-
0 KOMIUIEMEHTOM 3a00JIEBaHHS I COCTOSHHS, KOTOPOE BKIIOYAeT M3OBITOYHYIO WIH HEKOHTPOIHPYEMYIO
axtuBanmio C5, r/ie aHTUTENO CONEPIKHUT

(a) HVR-H1, Brrodaronnyo aMHHOKHCIOTHYIO TlochienoBaTenbHocTh SEQ ID NO: 117,

(b) HVR-H2, BKIIIOYAIONTYI0 aMHHOKHACIOTHYIO TIOCIIEI0BATEILHOCTD, M00yto n3 SEQ ID NOs: 118-120;

(c) HVR-H3, Briroyaronyo aMHHOKHCIOTHYIO TlochienoBaTenbHocTh SEQ ID NO: 121;

(d) HVR-L1, BkTro9aromnyto aMHHOKHCIOTHYIO mocienoBaTeibHocth SEQ ID NO: 122;

(e) HVR-L2, BxiIrOYAIONIyI0 aMHHOKUCIOTHYIO mocaenoarenbHocTs SEQ ID NO: 123 unu 124; u

(f) HVR-L3, Brimtouaronryto aMMHOKHCIIOTHYIO rocienoBarensHocts SEQ ID NO: 125.

5. [Ipumenenue 1o 1.4, rae aHTUTENO COACPKUT

(1) () HVR-H1, Brmouaromyro aMHHOKUCIOTHYIO mocienoBarensrocth SEQ ID NO: 117; (b) HVR-H2,
BKJIIOYAIOIIYI0 aMHHOKHCIIOTHYIO0 nocienoBarenasHocTs SEQ ID NO: 118; (c) HVR-H3, Brirouaronyro aMHHOKHC-
notHyro mocnenosatensHocTs SEQ ID NO: 121; (d) HVR-L1, Briroyaronyro aMHHOKHCIIOTHYIO IOCTIEZ0BATEIb-
HocTh SEQ ID NO: 122; (e) HVR-L2, Britodaroryro aMUHOKHCTIOTHYIO TocieaoBarensHocTh SEQ ID NO: 123; u
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(f) HVR-L3, Brimoyaronryto aMMHOKHCIIOTHYIO rocienoBatenasHocts SEQ ID NO: 125;

(if) (a) HVR-H1, Bxmouaromiyo aMHHOKHCIOTHYIO TocienoBatensHocts SEQ ID NO: 117; (b) HVR-H2,
BKJTFOUAIONIYI0 aMUHOKHUCIIOTHYIO mocienoBateinbHocTh SEQ ID NO: 119; (¢) HVR-H3, Briodaroniyro aMuHOKHC-
noTtHyto mocienoBarenbHocTh SEQ ID NO: 121; (d) HVR-L1, Bkroyaronyro aMHHOKHCIOTHYIO TIOCIIEA0BATEIh-
HocTh SEQ ID NO: 122; (e) HVR-L2, Brimto4aroIyro aMHHOKHCTIOTHYIO TocieAoBarensHocTh SEQ ID NO: 123; u
(f) HVR-L3, BriItoyaroniyro aMHHOKHCIOTHYIO iocaenoBaTenbHocTh SEQ ID NO: 125;

(iii) (a) HVR-HI, Brmoyaronryto aMHHOKHCIOTHYIO mocienoBarensHocTh SEQ ID NO: 117; (b) HVR-H2,
BKJTFOUAIONIYI0 aMUHOKHUCIIOTHYIO mocienoBatenbHocTh SEQ ID NO: 118; (¢) HVR-H3, Brimodaroniyro aMuHOKHC-
notHyo mocnenosatensHocTs SEQ ID NO: 121; (d) HVR-L1, BriIroyaronyro aMHHOKHCIIOTHYIO IOCTIEZ0BATEIb-
HocTh SEQ ID NO: 122; (¢) HVR-L2, BKITFOUarOIyr0 aMHHOKUCIOTHYIO mocnenoBarensrocth SEQ ID NO: 124; u
(f) HVR-L3, Brimoyaronryto aMMHOKHCIIOTHYIO rtocienoBatenasHocts SEQ ID NO: 125; nmin

(iv) () HVR-HI, Brirouaromnryro aMHHOKUCIOTHYO TocienoBarenbHocTh SEQ ID NO: 117; (b) HVR-H2,
BKJIIOYAIOIIYI0 aMHHOKHCIIOTHYIO rocnenoBatenbHocTs SEQ ID NO: 120; (c) HVR-H3 Brirouaromiyto aMHHOKHC-
notHyro mocnenosatensHocTs SEQ ID NO: 121; (d) HVR-L1, Briroyaronyro aMHHOKHCIIOTHYIO IOCIIE0BATEIb-
HocTh SEQ ID NO: 122; (e) HVR-L2, Britodaroryro aMUHOKHCTIOTHYIO TocieaoBarensHocTh SEQ ID NO: 124; u
(f) HVR-L3, BriTtoyaroniyro aMHHOKHACIOTHYIO ocienoBaTenbHocTh SEQ ID NO: 125.

6. [IpumMeHeHue 1Mo OAHOMY M3 MII.1-5, TIe aHTHTENIO TOTIOIHUTEIHFHO COICPIKUT

(I) TspKENyIO 1IeTh KOHCTAHTHOW 00JIACTH, BKITIOYAIOIIYI0O aMHUHOKHCIOTHYIO MTOCIIEI0BATEILHOCTD, JTI00YIO
3 SEQ ID NOs: 33,34,35, 114, 115u 116; u

(IT) merkyro 1erns KOHCTAHTHOHM 00JIACTH, BKIIFOYAIONIYI0 AMHUHOKHCIOTHYIO TIOCIIEIOBATEIBHOCTD, JTIO0YIO
u3 SEQ ID NOs: 36, 37 u 38.

7. IlpuMeHenue 1o 1.6, T7ie aHTHTENIO AOTIOJIHUTEIBFHO COAEPIKHUT TKEIYIO IIelb KOHCTAaHTHON 00JacTH,
BKITIOYAOIIYI0 aMHHOKHUCIOTHYI0 nociiefoBaTensHOcTh SEQ ID NO: 114, u nerkyro memns KOHCTaHTHOM o0mac-
TH, BKJIIOYAIOIYI0 aMUHOKHCIIOTHY!O ocnenoBaTensHocTs SEQ ID NO: 38.

8. [IpuMeneHue 1o ogHOMY U3 mil.1-7, T1ie aHTHTeN0 HHrHoupyeT akTuBanuio CS.

9. [IpumeHeHne 1Mo OAHOMY M3 Mil. 1 -8, rae anTuTeno HHrnoupyeT akTuBanuio C5, Bapuant R8ESH.

10. TIpumenenue o ogHoMy u3 1. 1-9, rae antuteno csa3pBaetcs ¢ C5 ¢ 6onee BrIcOko# adGUHHOCTHIO
npu pH 7,4, vem nipu pH 5,8.

11. ITpumenenune o ogHOMY U3 M. 1-10, TIe aHTHTENO TIpenCTaBisieT CO00H MOHOKIOHATBLHOE aHTHUTEIIO.

12. Tlpumenenue o ogHOMY M3 ML 1-11, Tie aHTUTENO MpeAcTaBIsAeT cOO0H YemoBedecKoe, TYMaHHU3UPO-
BaHHOE TN XUMEPHOE aHTUTEJIO.

13. IlpumeHeHue Mo OAHOMY M3 miL. 1-12, Tie aHTHTENO MPEACTABIAET OO0 MOTHOPa3MEPHOE aHTUTEIIO
IgG1-knacca nnu IgG4-xnacca.

14. Ilpumenenue antu-CS5 aHTUTENa JJIs1 MPOU3BOACTBA JIEKAPCTBEHHOI'O CPEACTBA ISl JICUEHHsI OIlocpe-
JyeMOT0 KOMIUIEMEHTOM 3a00JIeBaHMs WJIM COCTOSIHUS, KOTOPOE BKIIFOYAET M30BITOYHYIO MIIM HEKOHTPOJHUpYe-
Myto aktuBanuio C5, rae antureno copepxkut VH mocnenosatensHocTs, mo0yio u3 SEQ ID NOs: 106-110, u
VL nocnenoBaTenbHOCTb, 100y u3 SEQ ID NOs: 111-113.

15. IIpumenenne antu-C5 aHTHTENA IS IPOU3BOJICTBA JIEKAPCTBEHHOT'O CPEICTBA IS YCHICHHUS KIUPEH-
ca C5 u3 mma3mel, rie auTuTeno conepxut VH mocnenoBatenpHOCTh, 00y n3 SEQ ID NOs: 106-110, m VL
MOCIIe0BATEIHHOCTS, JoOyIo n3 SEQ ID NOs: 111-113.

16. I[Tpumenenue 1o 1.14 wm 15, Tae aHTUTENO COMEPIKUT

(a) VH nocnenoBatenprocTs SEQ ID NO: 106 1 VL nocnenoBatensrocth SEQ ID NO: 111;

(b) VH nocnenosatensHOocTh SEQ ID NO: 107 1 VL mocnenoBarensrocts SEQ ID NO: 111;

(¢) VH mocnemoparensrocTs SEQ ID NO: 108 u VL mocnenoBarensrocts SEQ ID NO: 111;

(d) VH nocnenoatensHOcTh SEQ ID NO: 109 1 VL mocnenoparensaocts SEQ ID NO: 111;

(e) VH mocnemoparensrocTs SEQ ID NO: 109 u VL mocnenoBarensrocts SEQ ID NO: 112;

(f) VH nocnenoBarensrocts SEQ ID NO: 109 u VL mocnenoBarensrocts SEQ ID NO: 113; wim

(g) VH nocnenoBatensHocTh SEQ ID NO: 110 1 VL nmocnenoBarensnocts SEQ ID NO: 113.

17. Ilpumenenue antu-C5 aHTHTENA AJIS MPOU3BOACTBA JIEKAPCTBEHHOTO CPEIACTBA VIS JICUCHHS OIIOCpe-
JyeMOTro KOMIUIEMEHTOM 3a00JICBaHUS WIJIM COCTOSHUS, KOTOPOE BKIIOYACT W3OBITOYHYIO WIIM HEKOHTPOIHUpYE-
My1o aktuBamuio C5, rae aHTHTEeNo COACPKUT

(a) HVR-H1, Brrogaronyo aMHHOKHCIOTHYIO TioclienoBaTenbHocTh SEQ ID NO: 117,

(b) HVR-H2, BKIIIOYAIONTYI0 aMHHOKHACIOTHYIO TIOCIIEI0BATEILHOCTD, M00yto n3 SEQ ID NOs: 118-120;

(c) HVR-H3, Brrodaronyo aMHHOKHCIOTHYIO TioclienoBaTenbHocTh SEQ ID NO: 121;

(d) HVR-L1, Briroyaronryro aMUHOKHCIOTHYIO ocienoBatensHocTh SEQ ID NO: 122;

(e) HVR-L2, BxirOUaIONIyr0 aMHHOKUCIOTHYIO mocaenoarenbHocts SEQ ID NO: 123 unu 124; u

(f) HVR-L3, Brimtouaronryto aMMHOKHCIIOTHYIO rtocienoBarensHocts SEQ ID NO: 125.

18. [Ipumenenue no 1.17, rae aHTUTENO CONEPKUT

(1) () HVR-H1, Brmouaromyro aMHHOKUCIOTHYIO mocienoBarensaocth SEQ ID NO: 117; (b) HVR-H2,
BKJIIOYAIOIIYI0 aMHHOKHCIIOTHYIO0 nocienoBarensHocTs SEQ ID NO: 118; (¢) HVR-H3, Brirouaroniyro aMHHOKHC-
noTtHyto mocienoBarenbHocTh SEQ ID NO: 121; (d) HVR-L1, BkIrodaronyro aMHHOKHCIOTHYIO TIOCIIEI0BATEh-
HocTh SEQ ID NO: 122; (e) HVR-L2, BrimtodaroIyro aMUHOKHCTIOTHYIO TocieAoBarensHocTh SEQ ID NO: 123; u
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(f) HVR-L3, Brimoyaronryto aMMHOKHCIIOTHYIO rtocienoBatenasHocts SEQ ID NO: 125;

(i) (a) HVR-H1, Bkirouaroryro aMHHOKUCIOTHYIO nocnenoBarensHocth SEQ ID NO: 117; (b) HVR-H2,
BKJTFOUAIONIYI0 aMUHOKHUCIIOTHYIO mocienoBatenbHocTh SEQ ID NO: 119; (¢) HVR-H3, Brimodaroniyro aMuHOKHC-
noTtHyto mocrenoBarenbHOCTh SEQ ID NO: 121; (d) HVR-L1, Brimrodaronyro aMUHOKHCIOTHYIO ITOCIIEIOBATEIb-
Hocth SEQ ID NO: 122; () HVR-L2, BriIto9aronyr0 aMUHOKHCIOTHYIO nocienoBareibHocth SEQ ID NO: 123; u
(f) HVR-L3, Brimtoyaroniyro aMHHOKHCIOTHYIO iocaenoBaTenbHocTh SEQ ID NO: 125;

(iii) (a) HVR-HI, Brmoyaromryto aMHHOKHCIOTHYIO mocienoBarensHocTh SEQ ID NO: 117; (b) HVR-H2,
BKJTFOUAIONIYI0 aMUHOKHUCIIOTHYIO mocienoBatenbHocTh SEQ ID NO: 118; (¢) HVR-H3, Brimodaroniyro aMuHOKHC-
notHyo mocnenosatensHocTs SEQ ID NO: 121; (d) HVR-L1, BriIroyaronyro aMHHOKHCIIOTHYIO IOCTIEZ0BATEIb-
HocTh SEQ ID NO: 122; (¢) HVR-L2, BriFOUaroyr0 aMUHOKHUCIOTHYO mocnenoBarenbHocTs SEQ ID NO: 124; u
(f) HVR-L3, Brimoyaronryto aMMHOKHCIIOTHYIO rtocienoBatenasHocts SEQ ID NO: 125; nmin

(iv) () HVR-HI, Brirouaromnryro aMHHOKUCIOTHYO TocienoBarenbHocTh SEQ ID NO: 117; (b) HVR-H2,
BKJIIOYAIOIIYI0 aMHHOKHCIIOTHYIO0 nocienoBarenasHocTs SEQ ID NO: 120; (c) HVR-H3, Brirovaronyro aMHHOKHC-
notHyro mocnenosatensHocts SEQ ID NO: 121; (d) HVR-L1, Briroyaronyro aMHHOKHCIIOTHYIO IOCIIE0BATEIb-
HocTh SEQ ID NO: 122; () HVR-L2, Brimogaroniyto aMHHOKUCIOTHYIO mocienoBaTterbHocts SEQ ID NO: 124; u
(f) HVR-L3, BriTtoyaroniyro aMHHOKHACIOTHYIO iocienoBaTenbHocTh SEQ ID NO: 125.

19. IIpumeHeHre 10 OTHOMY U3 TII. 14-18, e aHTUTENO TOTOTHUTEIEHO CONCPIKUT

(I) TspKemyto 11enb KOHCTAHTHOW 007acTH, BKITIOYAIOICH aMUHOKUCIIOTHYIO TIOCIIEA0BATEIbHOCTD, JTIO0YI0
3 SEQ ID NOs: 33,34,35, 114, 115u 116; u

(IT) merkyro 1erns KOHCTAHTHOHM 00JIACTH, BKIIFOYAONIYI0 aMHUHOKHCIOTHYIO TIOCIEIOBATEIBHOCTD, JTIO0YIO
u3 SEQ ID NOs: 36, 37 u 38.

20. ITpumenenue mo 1.19, Tae aHTUTENO AOMOTHUTEIEHO COACPKUT TSHKEITYIO I KOHCTAHTHOW 00JacTH,
BKITIOYAOIIYI0 aMHHOKHUCIOTHYI0 nociiefoBaTebHOCTh SEQ ID NO: 114, u Jerkyro memns KOHCTaHTHOM o0mac-
TH, BKJIIOYAIOIYI0 aMUHOKUCIIOTHY!O ocnenoBaTensHocTs SEQ ID NO: 38.

21. [Ipumenenue o ogHoMy 13 1. 14-20, rie aHTUTENI0 UHIHOMPYeT akTHBaruio CS.

22. IlpumeneHre 1o ofHOMY U3 T, 14-21, rae anTuTeno HHruoupyeT akruBarnmio CS5, Bapuant R88SH.

23. Ipumenenne o ogHoMy m3 Ti.14-22, rne anTuTeno cBsa3biBaeTcs ¢ C5 ¢ Oosee BHICOKOHN adPuHHO-
cteio ipu pH 7,4, vem nipu pH 5,8.

24, TIpuMeHeHre TI0 OTHOMY U3 TIT. 14-23, Tie aHTUTEIIO SBJSIETCS MOHOKJIIOHAIBHBIM aHTHTEIIOM.

25. IlpuMeHeHne 1Mo OMHOMY W3 TiL.14-24, Te aHTUTENO SIBISIETCS YeIOBEUYSCKHM, TYMaHU3UPOBAHHBIM
WIIA XUMEPHBIM aHTUTEIIOM.

26. Ilpumenenue o ogHoMy u3 mi.14-25, rae antuteno saBusercsa nonHopasMepHeM IgG1 unu 1gG4 an-
TUTEJIOM.

27. Cnoco0 nedeHus] WHANBHIYYMa C OMOCPEIYyEMBIM KOMIUICMEHTOM 3a00JCBAHUEM WM COCTOSTHHCM,
KOTOpOE BKITIOYACT M30BITOYHYIO UM HEKOHTPOJMPYeMYHo akThBanuio C5, BKIIIOYAIOIIUI BBEICHUEC WHIWBH-
nyymy 3¢ddekTuBHOrO KOMMuecTBa aHTH-CS5 aHTUTENA, TIIe aHTUTENO coaepkuT VH mocienoBaTebHOCTS, JO-
oyro u3 SEQ ID NOs: 106-110, u VL mocnemoBatenbHOCTD, 00y u3 SEQ ID NOs: 111-113.

28. Crioco6 ycunenwust kimpeHca C5 13 Mmia3Mbl Y HHAUBHIYYMa, BKITIOYAIONINI BBEICHUE WHANBUIYYMY
3¢ dexTuBHOrO KOMMuecTBa aHTU-CS aHTUTENA, 9TOOBI YCHIUTh KimpeHe CS5 W3 IIa3Mbl, TAe aHTUTENO COJEp-
*kut VH mocnenoBatensHOCTh, M0OYI0 m3 SEQ ID NOs: 106-110, m VL mocnenoBaTensHOCTh, JTIO0YI0 U3
SEQ ID NOs: 111-113.

29. Crioco6 1o .27 v 28, Te aHTUTENO COACPIKUT

(a) VH mocnemoparensrocTs SEQ ID NO: 106 u VL mocnenoBarensrocts SEQ ID NO: 111;

(b) VH nocnenosatensHOcTh SEQ ID NO: 107 1 VL mocnenoparensHocts SEQ ID NO: 111;

(¢) VH mocnemoparensrocTs SEQ ID NO: 108 u VL mocnenoBarensrocts SEQ ID NO: 111;

(d) VH nocnenoatensHOcTh SEQ ID NO: 109 1 VL nmocnenoparensrocts SEQ ID NO: 111;

(e) VH mocnemoparensrocts SEQ ID NO: 109 u VL mocnenoBarensrocts SEQ ID NO: 112;

(f) VH nocnenoBarensrocts SEQ ID NO: 109 u VL mocnenoBarensrocts SEQ ID NO: 113; wm

(g) VH nocnenoBatensaocth SEQ ID NO: 110 n VL mocnegoarensHocts SEQ ID NO: 113.

30. Crioco6 nevyeHnss WHIUBUAYYMa C OMOCPEAYEMbIM KOMITIEMEHTOM 3a00JIeBAHUEM WM COCTOSHHUEM,
KOTOpOE BKITIOYAeT W30BITOYHYIO I HEKOHTPONHpyeMylo akThBanuio C5, BKIIIOYAIOMUI BBEICHNWE WHAWBH-
nyymy 3 dexTuBHOr0 KomuiecTBa aHTU-CS aHTUTENA, TIIe aHTUTEIIO COMACPIKHT

(a) HVR-H1, Brrogaronyo aMHHOKHCIOTHYIO TioclienoBaTenbHocTh SEQ ID NO: 117,

(b) HVR-H2, BKIIIOYAIONTYI0 aMHHOKHACIOTHYIO TTOCJIEI0BATEILHOCTD, M00yto n3 SEQ ID NOs: 118-120;

(c) HVR-H3, Brimtoyaronyro aMHHOKUCIOTHYIO ocienoBareabHocTh SEQ ID NO: 121;

(d) HVR-L1, Briroyaronryro aMHHOKHCIOTHYO TiocienoBaTensHocTh SEQ ID NO: 122;

(e) HVR-L2, BxiIrOYAIONIyI0 aMHHOKUCIOTHYIO mocaenoarenbHocte SEQ ID NO: 123 unu 124; u

(f) HVR-L3, Brimtouaronryto aMMHOKHCIIOTHYIO rocienoBarensHocts SEQ ID NO: 125.

31. Cnoco6 no .30, rzie aHTUTEII0 CONEPKUT

(1) (@) HVR-H1, Brmouaromyro aMHHOKUCIOTHYIO mocienoBarensrocth SEQ ID NO: 117; (b) HVR-H2,
BKJTFOUAIONIYI0 aMUHOKHUCIIOTHYIO mocienoBatenbHocTh SEQ ID NO: 118; (¢) HVR-H3, Brimodaroniyro aMuHOKHC-
noTtHyto mocienoBarenbHocTh SEQ ID NO: 121; (d) HVR-L1, BkIrodaronmyro aMHHOKHCIOTHYIO TIOCIIEA0BATEIh-
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HocTh SEQ ID NO: 122; (¢) HVR-L2, BKITFOUarONIyr0 aMHHOKUCIOTHYIO mocnenoBarensrocth SEQ ID NO: 123; u
(f) HVR-L3, Brumoyaronryto aMMHOKHCIIOTHYIO rocienoBatenasHocTs SEQ ID NO: 125;

(ii) (a) HVR-HI1, Brmo9aronryro aMHHOKHCIOTHYIO TochenoBaTenbHocTs SEQ ID NO: 117; (b) HVR-H2,
BKJTFOUAIONIYI0 aMUHOKHUCIIOTHYIO mocienoBateinbHocTh SEQ ID NO: 119; (¢) HVR-H3, Briodaroniyro aMuHOKHC-
noTtHyto mocienoBarensHocTh SEQ ID NO: 121; (d) HVR-L1, Bkroyaronyro aMHHOKHCIOTHYIO TIOCIIEA0BATEIh-
HocTh SEQ ID NO: 122; (e) HVR-L2, Brito4aroIyro aMUHOKHCTIOTHYIO TocieaoBarensHocTh SEQ ID NO: 123; u
(f) HVR-L3, Britoyaroniyro aMHHOKHCIOTHYIO iocaenoBaTenbHocTh SEQ ID NO: 125;

(iii) (a) HVR-HI, Brmoyaronryto aMHHOKHCIOTHYIO mocienoBarensHocTh SEQ ID NO: 117; (b) HVR-H2,
BKJIIOYAIOIIYI0 aMHHOKHCIIOTHYO0 nocienoBarenasHocTh SEQ ID NO: 118; (c) HVR-H3, Brirouaronyro aMHHOKHC-
notHyo mocnenosatensHocts SEQ ID NO: 121; (d) HVR-L1, Briroyaronyro aMHHOKHCIIOTHYIO IOCIIE0BATEIb-
HocTh SEQ ID NO: 122; (¢) HVR-L2, BKITFOUarONIyr0 aMHHOKUCIOTHYIO mocnenoBarensrocth SEQ ID NO: 124; u
(f) HVR-L3, Brimoyaronryto aMMHOKHCIIOTHYIO rtocienoBatenasHocts SEQ ID NO: 125; nnn

(iv) () HVR-HI, Bxirouaromnryro aMHHOKUCIOTHYO0 TocienoBartenbHocTh SEQ ID NO: 117; (b) HVR-H2,
BKJIIOYAIOIIYI0 aMHHOKHCIIOTHYO0 nocienoBarenasHocTs SEQ ID NO: 120; (¢) HVR-H3, Brirouaronyro aMHHOKHC-
noTtHyto mocienoBarenbHocTh SEQ ID NO: 121; (d) HVR-L1, BkIrodaronyro aMHHOKHCIOTHYIO TOCIIEAOBATEIh-
HocTh SEQ ID NO: 122; (e) HVR-L2, Britodaroryro aMUHOKHCTIOTHYIO TocieaoBarensHocTh SEQ ID NO: 124; u
(f) HVR-L3, Brimtoyaroniyro aMHHOKHACIOTHYIO iocienoBaTenbHocTh SEQ ID NO: 125.

32. Croco6 mo ogHOMY M3 T.27-3 1, T/1e aHTUTEN0 COAECPKHUT

(I) TspKemyto 1Ienb KOHCTAHTHOW 0071acTH, BKITIOYAIOMICH aMUHOKUCIIOTHYIO TIOCIIEA0BATEIbHOCTD, JTIO0YI0
3 SEQ ID NOs: 33,34,35, 114, 115u 116; u

(IT) nerkyro 1ners KOHCTAaHTHOM 00JIACTH, BKIIIOYAIONIYI0 aMUHOKHUCIIOTHYIO MOCJIE0BATEILHOCTD, JTI00YI0
u3 SEQ ID NOs: 36, 37 u 38.

33. Croco6 mo 1m.32, re aHTHTENO JOMOJHUTEIBHO COMACPKUT TSDKEIYIO IeNb KOHCTAHTHOW 00iacTy,
BKITIOYAOIIYI0 aMHHOKHUCIOTHYI0 nociiefoBaTensHOCTh SEQ ID NO: 114, u Jerkyro memns KOHCTaHTHO!H o0ac-
TH, BKJIIOYAIOIYI0 aMUHOKUCIIOTHY!O ocenoBaTensHocTs SEQ ID NO: 38.

34. Croco6 mo oxHOoMY M3 T.27-33, rie aHTUTeNI0 HHruoupyeT aktuBanuto C5S.

35. Croco6 mo oxHoMYy U3 Tim.27-34, rie anTuTeno nHruoupyet akruBanuto C5, Bapmant R88SH.

36. Crioco6 mo omHomy w3 mm.27-35, Tae anTureno cBs3biBaeTcs ¢ C5 ¢ Goiee BHICOKOW ap(UHHOCTHIO
npu pH 7,4, vem nipu pH 5,8.

37. Crocob mo ogHOMY M3 TIT.27-36, T/Ie aHTUTEIIO SBIISIETCS MOHOKIIOHAILHBIM aHTHUTEIIOM.

38. Crioco0 1o oxHOMY U3 Ti.27-37, TAe aHTUTENO SBISETCS YEIOBEIECKUM, TYMaHU3UPOBAHHBIM WA XH-
MEpPHBIM aHTUTEIIOM.

39. Cnocob mo ogHomy m3 mm.27-38, rae aHTuTeNno sBisercs noixHopasmepHsM 1gGl mnm 1gG4 anTuTe-
JIOM.

- 66 -



041632

(L0'0) wnd

(65'4) xew [

m OIFQLUIHE MOIRdI9IRIXeE
OOOOOOO.UH3333033399300300033
PR i B i s i
8SEG83885333888383883888388¢%
BB LB BN LN R dS NG 08283383
P e i = i o e B B T
g222223°8223322232282322332333333
2800020 0C8¢ 0033 B0 aRE0R
| I I T D O T O S 00N A O A i

CA R ) ) ) A BT R e D P T
BT T ST £ R A PR T T R S
V116 3010T 0 e TITET [T RO AT [SOT{ZET| TG0 T[98 —

0 it (YRR 5 oS8 O I X S B

P ) D 5 P AR P

§i {f LR IR a0 RS ) O i AR .*ﬂ
i T EOTIETIRSTvT (S80I T[Tl T -.ﬁ =
i AFOT 80 78 o R S S S

T ) o el S A G B

S0 190 HEOJTTITTTL0T (650 |G OISL0]THAD
EY 1 AR 5 [ A TR Ot ) A T

fii] 0 (ERICE1 351 3 0 R

EREE R

BN ) S S R D B

670 9ED 1E0] 1 (107186019501 0] 50 IE0]

SIIETIR
9501450 1ER
VNSO

IR ,a 5071601570 13C0]€50] 60 |5

%
I
i
E701EOLU RV TTISF0 0L SO 1ERDIE0I 0T
V00 IS0 RO TIReTIeRn Lt [VLER

0100] 70 0 Ol6rc] T 10 Jevulreferofsuisu]ar

018501650 10 J (001001800 200 | 00RO 800 e80T 6014 T

~1v909.3°2220v30
-1 ¥O09.3-82E0V4D

$O09L5°6£50V4D

-y PO08L3"2120V4D

$908.4-6SEOVAD
¥O08L4-62E0V40
$909.3-22E0V40

-+ ¥909.4 QeI ASHI A€
- ¥O08.L3-coyuvav

PO09.L479¢90V40
Y909.4-G£90v4D

F¥909.3-50E0V40
-$O00. 4-9960V3D

$909.4-L060v30

190924665030
-1 ¥90944°1GG0VID

O09L4-8€50¥40

-+ ¥00824-8180V40

=
=

U0 1E70 IE0] 70 §300300[ 00 30T | 0BT 0] 90 [00] 0
£0 [510
170[950 16E0 0 0(3001 00 1800 1 0FRIONSTR 00 7
THO[140 620 JR00[ 001300 400 L[ au[Bu0 330 S00[ 1

00[600}L00 {100| &0 800100 JE0 | 800 07T} -

¥90924-0€60V4D
YO09L4-GEAOVID

- PO09.L 3689040

$O09.L3" LFEOVLD
O09.3-6850V4D

i

{0 SN CECD ) ) S AP ) O ) o I
GBI (A L N BT B
VITTI60]80 (%901 T [8T1 50 1600 || coofernfprofere] 10

IEEEREE

F il HT1560 2 eo (8] AR A ETE ) [ IIB0-

$909L4°2+90V4D

1 ¥90924-61£0Y30

PO09L4-vEEOV4D
7908, 4-8990V4D

HACHTH()HLUPYIOINCE AHTUTEIIO

Owr. 1

~——

g
M
=9
=
5]
3
=
3
S

CKOpPPEKTHPOBAHHAN

CFAD501

e mm———————
-

240 300 360 420
HMCXOHBIH MOMCHT)

180

120

BpeMs (0

60
CFA0538

<o

S

CEHCOTpaMMa
~

CKOppeKTHPOBAHHASL

mmmm——————

420
c

28 3 8 8 o § 2§ 2 8 8 o

- = ¢

oteeT (0 = (JOHOBBIH YPOBCHB)

g
s
=)
3
3
=
3
3

CKOPPeKTHPOBAHHAS

CFAD305

oteeT (0 = (JOHOBBIIT YPOBEHS)

420
5

300 380

240

-

180

CKOPPEeKTHPOBAHHAS
CEHCOTPaMMA

120
BpeMA (0 = HCXOIHBIH MOMEHT)

80
CFAQ307

=]

mm 8 8 8 o 2 mm 8 8 8 o

- -

otseT (0 = (hJOHOBBIH YPOBCHB)

- -

otseT (0 = (JoHOBBIH ypPOBCHB)

420
c

i
1
1
1
g L8
1
—_ ] —
=] =}
gs ! g5
]
R : E
$tg ' E
= 8 2 H S
Rz i ;83
mm,m, ! =
g g2 + )
85 3¢ . g5
-2 28 ' - =
R I
=
mmC “ eS
™~
a ! 2
a2 g [l a
2 m H e
) \]
o
N o
=2
7 % - ¥
otseT (0 = (hOHOBEI YPOBEHB)
] [=]
m, 1 Sy
1
I
1]
g -
1
_
e h -
g ' mW
me ) 2
< o
ZE ! z
2 1 o
g2 Y
N E Q& 3 N T
SEE ' S
¢Eg ’ 5
8532 . 8=
2 gs ' =0
IS ! o
& “ <
&2 T
d | 3
& : 3
L
1
8 m L g
™ 1
S 1
.3
= =
=2
& =g o 8

oreeT (0 = (hOHOBBII YPOBEHD)

dur. 2A

-67 -



041632

3 RU
= CKOPPCKTHPOBAHHAS
o U] 200
& 208 GFADB66  CKOpPPCKTHPOBAHHAS 5 305-L05 CeRCOTpaMMa
3 CEHCOrpaMma st
I 150 ~
[=)
= I
z =
g £
= ]
= Z
=1 =
z 5
El ®
Z s & 50
o 60 120 180 240 300 360 420 F 0 60 120 180 240 300 360 430
BpeMs (0 = HCXOTHBII MOMCHT) ¢ BpeM (0 = HCXOTHBIH MOMCHT)
° 2 m CKOppeKTHPOBAHHASL
E CFADB72 CKoppeKTHPOBAHHAS E 2001 CFA0330 CCHCOTpaMMa
y CeHCOTpaMMa 2 Pttt
? 150 P
=
g g 100
-
E‘ 'Ef 50
o] h=1
2 g o
w (<]
<] =
§ S0GTBo i0 80 240 B0 360 i = 0 ; :
~ 2 0 60 120 180 240 300 360 420
RU BpeMs (0 = HCXOTHBIH MOMCHT) c Bpemst (0 = HCXOHBIH MOMEHT) c
= 200 CKOPPCKTHPOBAHHAS S ZU%U CKOPPCKTHPOBAHHAS
E CFAOGTS CEHCOorpaMMa § CFAD341 CEHCOTPaMM:
S 150 pH5.8 3 ittt
Il Il
= =
=] =}
g g
g e ¢
= ket PO =
s} - <
2 £
E 50 0 60 20 Je0 20 w0 a0 420 2 %% 60 120 180 240 300 360 420
Bpem (0 = HCXOTHBIH MOMEHT) c BpeMms (( = HCXOZHBIH MOMEHT) c
Owur. 2b
armureno k GST CFA0305 CFA0307 CFA0366 CFA0501
!»q’o-\;"’biﬁotb@ & 9,“(2,,@2@60 '\/%o&u‘;(,oib@ ,\,‘*’Qy“’b‘?\f"eib@ »“’Qs?’bpr’é;“@
Kla A AR klla A A D - AT b%KI[a A Y IR
K
250 - 250 - .. 250 - 250 x/a
150 - 150 - 150 - 150 - 250 -
100 - 100 ‘ 100 - 150 ~
75 - 75 o - 00 - 100 -
S0~ o = 50 o 75 L
37 - : 37 5 50 - 50 -
it : 37 37 et 37 - um
% - 5 - ' e =
20 - 20 - 5 - 25 - 25 -
15 - 15 - 20 - 20 - 20 -
15 - ' 5 - ] 15 -
CFAO538 CFAQ599 CFA0666 CFAD672 CFA0675
RS PO M o MO o PP RS OO P ) OO
NICIEOCOAIRYI CRIRC R gy NN 8 IO
x/a k/a k/a : 1
: k/[a
250 - 230 - 250 - 250
150 - o5 150 " 150 250 -
T - ic0 150 ~
100 - - 100 -
- By 75T 75 00 ~
75 50 50 - . 50 ;g
50 - . 37 o 37 -
37 - @
37 - - o B . 37 -*’E’
ﬁ 25 - : 25 - g
0 - 5 -
5 - 20 - 20 - 25 -
20 - 15 - 15 - 15 - 20 -
15 - . 15 -
Owr. 3

- 68 -



= ()OHOBbII YPOBCHB)

oteet (0

otBeT (0 = (JOHOBBII YPOBEHB)

otset (0 = (JOHOBBIH YPOBEHB)

RU
40

30

20

041632

CKOppeKTUPOBaHHAs CEHCOrpaMMa

— CFAQ305
- = CFA0307
= ' CFA0366

skynusymad F760G4

N~ o
10 ‘-,
—~ —_
0 &
H
-101 |
-20 0 60 120 180 240 300 360 42n
Bpemst (0 = HCXOHBIH MOMEHT) C
RU CKOppeKTHPOBaHHAsI CEHCOTPaMMa
40 = CFA0501
= = CFA0599
30 — 'CFA0538
e m b e akyausymabd F760G4.

PR

-20g 60 120 180 240 300 360 420
BpeMA (0 = HCXOHBIH MOMEHT) C
RU CkoppeKTHpOBaHHasl CEHCOrpaMMa
40 —— CFA0666
= = CFA0672
30 — - CFADB75
T axyausymab F760G4.

60

120

180 240 300

Bpems (0 = HCXOTHBIH MOMCHT)

Our. 4

AHTH-GST

33-124
45-124
52-124
33-108

33-111

- Mapkep

45-111

360 420

MapKep
rhC5 (0,5mkr)

- 69 -




041632

CFAQ305
)
=
o) hex
8333 =8c Ef
E g A b h oAb §F
k/la E E o @ aay $E
250 - | ond
150 - g
100 - Q“'!%
75 - [
50 - e
37 - %“
25— e g e
20 - e -
15 - e i
®ur. 5b
1 Bera-niens uenopeueckoro C5 660

180
e | E—
GST-481 660
MG1-MG2-gomen
1 225
GST-33 124
GST-45 124
GST-52 124
GST-33 111
GST-33 108
GST-45 111
®ur. 5B
IKyIH3yMa® CFA0305
\% « < '% < Z
S . % £ 8 = 2z &
250Kla = B @ A ¥ L R R
150 _ &
100 _ P
’ m’» s
50 - -
37 - hand
25 _ -
20 - - b
15 - - BT

®ur. 6

-70 -



oteeT (0 = (JOHOBEI YPOBEHB)

)

bIi Y POBCHB

= (hoHOB

oteet (0

(DOHOBBIIT YPOBCHB)

oteet (0

RU
CKOppPEKTUPOBAHHAS C5-wt
s [ B
P — — C5D51A
160 C5KI09A

041632

10 60 120 180 240 300 360 420
BpeMst (0 = HCXOTHBIH MOMEHT) c
18%1] CKOppeKTUpOBaHHas CS-wi
305-L05 CceHcorpamMma o 82_‘545?2
160 C5-K100A
140
120
100
80 Y S
60 .- e e—ee L
-
40 7
r'd
20 s’
’ e m— —— — — . — — it st
1]
g 60 120 180 240 300 360 420
BpeMs (0 = HCXOTHBIH MOMEHT) c
Our. 7
RU CKOppeKTHpOBaHHAs
CeHcorpamma C5 -t
200 — — C5H -HfQy
= = = C5-H72Y
180 - C5 - H110Y
160 C5 - H70Y+H110Y
140
120
100
80
60
40
20 N |
0 __-...._.l—-———'-——--M'*.-L.....—_____
-20 0‘ 80 160 240 320 400 480 560 640 720
BpeMs (0 = HCXOAHBIH MOMCHT) c
®Our. 8
-o- CFA0305
120+ -=- CFA0307
100 --a- CFA0366
-+- CFA0501
< 80- -0~ CFA0538
2 0 -@- CFA0599
z -&- CFA0666
g 404 -%- CFA0672
H
204 -e- CFA0675
0 T T =
0.01 0.1 1 10
KOHUEHTPALIT aHTHTeIa (MKI/MIT)
Odur. 9A

-71 -



koHuenTpauns C5a (rir/mi)

041632

1204 e CFAD330
1004 t- -@ CFA0341
< 807
¢ 60+ 'y
¢ a0
s 4
204 %
0 v T T
0.001 0.01 0.1 1 10 100
KOHLIEHTPALMs aHTHTeNa (MKT/MT)
®ur. 9b
-e- CFA0305
1500 - CFA0307
- --o- CFAQ366
o e -¥-- CFA0501
10001 t -+ CFA0538
e -0~ CFA0599
500- -@- CFA0666
-&- CFAQ0672
-9 CFA0875
0 T Y !
0.01 0.1 1 10
KOHIIEHTPAL[s aHTHTeNa (MKT/MIT)
®ur. 10A
2000 - -o CFAD330
-m CFAD3M
£ 1500- i
5 e :::i“""l
= 1000+
Z  500-
£y
'E...l“..'
0 r r T r n
0.001 0.01 0.1 1 10 100
KOHLIEHTPALHs aHTHTesna (MKI/MI)
®wr. 10b
1204 - CFA0305
1004 Be-ggoog.. W, - 305L05
ta-d
. 80
*
J
2 604
Z 404
204 .
0 . : AT S
0.01 0.1 1 10

100 1000

KOHLIEHTPALIsi aHTHTeNa (MKI/MIT)

®ur. 11

-72 -



% OCTABLIErOCS
yenoseueckoro C5

OIT (415-630 Hm)

0.5

0.0

0.01

041632

.
R

0.1 1 10 100 1000
KOHLIEHTpALHsl aHTHTeNa (MKI/MIT)

®ur. 12

|~ CFAQDDS-F7B0G4
| <se- CFADSO7-F760G4
L | sote= CFAO366-FT60C4

- CFAO330-F760G4
- CFAOM1-F760G4

% OCTaBILEroCst

JIM3HUC JIHTIOCOM, %o

AHTHTCTIA

JTH3HC TEImocoM, Yo

. S —
2 3 4 5 6 7
BpeMs (THU)

®wr. 13

=0+ TOJILKO ucnoBcucckuit C5

i = CFAR05-FTE0G4]
| ~ve~ CFAO307-F760G4|
e CFAU366-760G4
ke CFAOS01-F7B0GH
on CFAOS3B-F760G4

e CFADS99-F760G4
- CEADBGE-F760G4
e CFADBT2-FT60G4
i CFADBTS-F 76064,
= CFAO330-F76064
utes CFAO341-F 76004

i 2 3 A 5 6 7
BpEM (THH)

Our. 14

305L015-8G422
305L016-5G422
305L018-5G422
306L0O19-8G422
305L020-5G422
305L020-5G115

0o Ab

0.001  0.01 0.1 1 10 100

120+
1004 - 305L023-SG429

80+
601
40
20

KOHIICHTPAITHSA AHTUTEIA (MKI/MT)

®ur. 15

-# 305L0O15-8G115

-204

Y T il Y
0.01 0.1 1 10 100
KOHIICHTPALHST AHTHTEIA (MKI/MJT)

®ur. 16

-73 -



musuc RBC (%)

041632

120+ - 305L022-SG115
100 < 305L022-5G422
e - 305L023-5G115
3 80- . 305L023-5G422
(=]
g 604
9
g 40-
g
204
0 T T ;-.
0.0001 0.001 0.01 0.1 1 10
KOHLICHTPALHS AHTHTEIA (MKI/MI)
®ur. 17
1000 -&- 305L015-8G422
? -m- 305L016-5G422
E 8007 x. & 305L018-86422
5 600 - 305L019-5G422
= -+ 305L020-56422
£ 4007 % 305L020-SG115
=]
3 2004
= .
5 0 \t.ﬂ -
J 0.01 0.1 1 10 100
-200 KOHLCHTDALIS AHTHTENA (MKT/MIT)
®ur. 18
15001 & 305L015-56115
. - 3050073-56429
g .
£ 1000 iTEM
\; - '.‘!:}‘\
5 LN
g
g 500+
2
z y,
El Ty
E 0
T Ty
0.001 0.01 0.1 1 10 100
KOHICHTPAIINS aHTHTEIA (MKT/MIT)
®wr. 19
120 —4=305L015-5G422
—»-305L016-5G422
100 = 305L018-5G422
—6~305L019-5G422
80 —+=3051020-5G422
«=mm305L020-5G115
60 ——305L015-5G115
0 ~&-305L023-56115
20
0 g .
20 0 20 40 60

JTHH ITOCJIC BBCACHHUA

®ur. 20

-4 -



TU3HC TAIOCOM, Yo

JH3HC JUnocoM, %o

JIM3UC JTHIOCOM, %o

konueHrpanus C5 B miasme (%

041632

1201 ]
o WT
-m- V1451
100+ -4~ R449G
ey VB0
804 -+ R885H
-+ R928Q
604 o DI66Y
-3 SI1310N
-0 E1437D
40
20
0 T T
0.001 0.01 0.1
KOHIICHTPALHS AHTUTENA (MKI/MJI)
Our. 21
1201 - WT
-m- V1451
1001 -4 R449G
-v- V8021
80 -+ R885H
~x R928Q
604 -0 DI6OY
-8 S1310N
-o- E1437D
40-
20
0 T T e
0.001 0.01 0.1 1 10 100
KOHLCHTPALMA AHTHTETA (MKI/MI)
Our. 22
120+ -o- BNJ441
1004 . .a- Bapuanrt 305
80+ w
60+ L.
40+ w
20 |
0 vrem— —r—rrreli—s Al ——rrrrem
0.01 0.1 1 10 100
-20- KOHLCHTPALHS AHTHTCIA (MKI/MT)
®wr. 23
% 200 " —4—1015-5G422
= B~ 101556115
Z‘ k- (016-5G422
s —— 1 (V18-5G422
a e L 019-56G422
g i LO20-5G422
g et [020-5G115
= e LOZ35G115
=] H
[ P TR RVRI RIS ————— T » X7 1 ]
0 7 14 21 28 35 42 49 56 _, oaccas
BpeMs (THH)
®wur. 24

-75 -



041632

1000.0 — . S ——
=] ——1.0155G422
g ~H-L015SG115
E " —k~1016:56422
= E ~H=1018-5G472
I 5 1000
< E e LO9-SG422
; 5 ongien | (120-56G427
g g i e 02056115
E‘ g e 1O23-SG115

B 100 : . . :
q‘:’( = 0 7 14 21 28 35 42 49 sg ~im-l0225G422
g BpeMs (L[HI/I) ~1023-56422
4

@wr. 25
A)
MOJIeKyJIa 2
TsEKEIas nenbL
TsIKeJIas Henb Paspemenne: 2,11 A
l ’ R,Rfree (%): 20.42, 26.44
MoJieKyJia 1
b)
TsERE1ast JIerKast
nenb nenb

TEMHO-CepPbIi: MOIeKy.1a 1
CBETJI0-CepPhIii: MOJIEKYJIA 2
C.K.0=0,717 A, Ca

dur. 26

-76 -



041632

6:.7(8!9/0!1i2/3:4/5/6{7i8.9/0/1:2{3.4 5(6(7.8.9
EiQ T YIVIIIS AIP K|1 FIRIVIGIAISIEIN 1|VIIIQIVIY|G|YITIE

=
-
~
w
-~
£

6 7
5'6 7;819|0{1i2/3la /5 6{7:8/9/0/1{2/3/4{5:6!7i8!9
I KisSiY[PiDIK F S SIGIH VIH|LIS EIN F
@ | —H
9 1i0 {
0!1:2;3/4:5{6,7i8:9(0/1i2{3{4:5;6{7!8i/9|0}{112,3!4:5:6i7:8/9
QN SIAIiLITI1!Q KiQiLIPIG!G NiPplv|siyiviY I LIE:VivisSikK

¥

= KIRI I
B 5 % e i{y;,p,§»_@< 4.5 A
®ur. 27A

Tlofa
==
N
w
IS
oW
o
=t
3
©
~|@ =
<[=in
N
e
o

hCs-MG1

JerKkas
nenb

THREIAst
nenb

JICTRast
nenn

Dur. 28A

-77 -



041632

Owur. 28B

é Jerkast
{ memb
H

dur. 29A

-78 -



041632

TSZKETIas1

Our. 29B

®ur. 29I

Q EBpasuiickasi naTeHTHas opraHusauus, EAMB

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

-79 -



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

