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Hacrosiiee wm300peTeHHe OTHOCHUTCS K BBIIEJIICHHOW MOJIEKYJe TOJMHYKICOTHIA, KOOUPYIOIIEH
BaprabeIpHyI0 00MacTh TSHKENOH Iemu M BapuaOelbHyI0 001acTh JIETKOH LENH aHTHTENa, KOTOPOe
cnenn(UIecKu CBA3BIBaeTcs ¢ OemkoM Qakropa 5 xommuiementa (C5). M3o0pereHue Takke OTHOCHTCS
K BEKTOpY, COJEpIKallleMy YKa3aHHYIO MOJIEKYNy IMOJMHYKIEOTHAA, KJIETKE, COMAepKalleil yKa3aHHBIH
BEKTOp, M CHOCOOy IMOJNy4eHHs AaHTHTENa WIM €ro aHTHICHCBS3BIBAIOIIETO (parMeHTa, KOTOpbIe
cnenu(UIecKu CBA3BIBAIOTCS ¢ OemkoM (pakropa 5 komruiemenTa (C5).
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Orta 3asBka nmojaHa 13 wmrons 2017 1. xak MexxayHapoaHas nareHTHas 3asBka PCT u ucmpammsaer mnpe-
UMYILECTBO INpuopHuTeTa npeasaputenbHblx 3asBok CIIA NeNe 62/349,705, momannoi 14 wmions 2016 r.;
62/405,561, nomanHoi 7 okTsOps 2016 r.; u 62/422,107, nomanHol 15 HOsOps 2016 T., pacKpeITHA KaXAon
BKJIFOUCHBI B HACTOSIIIEE OITMCAHUE OCPEACTBOM CCBUIKH BO BCEH MX MOJHOTE.

ObsacTh H300peTeHust

Hacrosmmee n300peTeHne OTHOCUTCS K aHTUTENIAM M aHTUT€HCBA3BIBAIOLINM (pparMeHTaM aHTHUTEIN, KOTO-
pbie crier(UUecKH CBA3BIBAIOTCS ¢ (akTopoM KomruiemMeHTa C5, M K TEpameBTHUECKUM U AUATHOCTHYECKUM
CI0Cc00aM HCTIONIb30BAHUS ITUX AaHTUTEL.

Ipeanoceliku n300peTeHns

CuctemMa KOMIIEMEHTa TPEJCTAaBIsIeT cO00W TpymIly OENKOB IJIa3Mbl, KOTOPBIE NMPH aKTHBAIlMH BEAYT K
JM3HUCY KJIETKH-MHIICHH M COAEHCTBYIOT (paromurTosy 4epe3 OINCOHM3alMio. KoMIIeMEeHT akTHBUPYIOT depe3
CEpHI0 NPOTCONUTHYECKUAX CTAANN 10 TPEM OCHOBHBIM ITYTSIM: KIIACCHYECKHUI MyTh, KOTOPBIH OOBIYHO aKTHBU-
PYIOT UMMYHHBIE KOMIUIEKCHI, JIbTEPHATHBHBIN ITyTh, KOTOPBIH MOTYT MHAYIHNPOBATH HE3alUIIEHHbBIE KIETOY-
HBIE TTOBEPXHOCTH, ¥ MyTh MAaHHO30CBS3BIBAIOIIETO JICKTHHA. Bee Tpy myTH Kackaga KOMIUIEMEHTa CXOJSITCS K
MIPOTEOJUTHIECKOMY paciieruieHnto Oenka komroHeHta 5 (C5) komiuieMeHnTa. PacmiernieHne KOMIOHEHTa 5
koMmiuiemenTa (C5) Benet k oOpazoBanuio ¢parmeHToB CS5a u C5b, 3TOT mporiecc KpUTHICH BO BpeMs aKTHBa-
M KacKajga KomreMeHTa. C5a MOKeT BBI3bIBATh MIIEHOTPONHBIC (PU3NOTOTHIECKHE OTBETHI UePE3 CBSI3BIBAHUE
co ceonmu perenrropamu (Monk et al 2007, Br. J. Pharmacol. 152: 429-448). C5a sBnsieTcsl CHIILHBIM TPOBOCTIA-
JUTENBHBIM MEJHAaTOPOM, KOTOPBIH MHAYIHPYET XEMOTAKCHUECKYI0 MHUTPALUIO, YCHIMBAET KIECTOYHYIO ajre-
3MI0, CTUMYJIUPYET OKHCIIUTEIbHBIN B3PBIB U MHIAYIMPYET BBHICBOOOXKIEHHUE Pa3IMYHBIX MEIUATOPOB BOCIIAJIE-
HUS, TaKMX KaKk TUCTaMHMH WM IUTOKMHBEL. C5b omocpenyeTr ¢popMupoBaHHe MEMOPaHOATAKYIOIIETO KOMILIEKCA
(MAC umu C5b-9), uTo BemeT K JM3HUCY KIETOK B MO3THHMX (PazaX KOMIUIEMEHT-3aBUCHMOM ITUTOTOKCHYHOCTH
(CDC). Kpome Toro, B sapocoJepkalix KIeTKaX, KOTOpbIe YCTOWYNBBI K IIUTOIN3Y HocpeacTBoM C5b-9, cy6-
mutrdeckue komuuectBa CS5b-9 MOTYT BBEI3BIBATH aKTHBAIMIO KIICTOK, PE3yJIbTATOM YEro SIBISCTCS KICTOYHAs
nposudeparys, 00pa3oBaHre MPOBOCHATIUTENIBHBIX MEAUATOPOB U IPOAYIMPOBAHNE BHEKJIETOYHOTO MaTPHUKCA.

MoHoknoHanbHele aHTHTeNa K C5 M3BECTHBI B JaHHOW OOIAcTH W ONMCAHBI, HAIpPUMEp, B MaTeHTaX
CIIA/mybomukammsax NeNe 9206251, 9107861, 9079949, 9051365, 8999340, 8883158, 8241628, 7999081,
7432356, 7361339, 7279158, 6534058, 6355245, 6074642, 20160299305, 20160051673, 20160031975,
20150158936, 20140056888, 20130022615, 20120308559 u B WO02015198243, WO2015134894,
WO02015120130, EP2563813B1, EP2328616B1 u EP2061810B1.

AHTHUTEIIa TIOTHOCTBIO YeJIOBEeKa, KOTOophie crenuduuecku cBsA3bBatoTcs ¢ oenkom C5 ¢ BeIcOKO# adduH-
HOCTBIO M 00JIaIal0T yCOBEPUICHCTBOBAHHBIME (hapMaKOKMHETHYECKUMH CBOHCTBAMH, MOTYT OBITh Ba)KHBI TIPH
NPEOTBPAIIECHUH U JICUeHUN pa3nuHbIX C5-accolMnpoBaHHBIX 3a001eBaHU (HarIpuMep, aTUIIHYHOTO TEMOJIH-
THKO-YPEMHYECKOTO CHHIPOMA).

Kparkas cymHocTs n3o0pereHust

Hacrosimee n3o0perenne obecrieunBaeT aHTUTENA U UX aHTUTEHCBS3bIBalONINE (parMeHThl, KOTOPHIE CIIe-
1 ruecky cBs3bIBaIOT Oeslok (akropa 5 komiuieMeHTa (C5). AHTHTENIa IO HACTOALIEMY M300pPETEHHUIO MOYKHO
WCIIONB30BaTh, inter alia, AT WHTHOMpPOBaHWS WIM HeWTpanm3anuu akTuBHOCTH Oenka C5. B ompeneneHHBIX
BapUaHTaX OCYIIECTBICHUS aHTHUTENA MOXKHO HCIIOJIB30BaTh IIPH MPEAOTBPALICHUH, JIEUCHUH WIN yTy4IICHUH
M0 MEHBIIEI Mepe OJHOTO CHMITOMA WM MokazaHus C5-acCOIMMPOBAHHOTO 3a00JIE€BaHMS WIN HAPYIICHUS y
cyOBpekTa. B ompeneneHHbIX BapHaHTax OCYIIECTBICHHUS aHTUTETA MOXKHO BBOJWUTH NMPOGHMIAKTUYECKH WIN Te-
paneBTHYECKH CyOBEKTY, KOTOPBI MMEET PUCK Hanuuus win nmeeT CS5-accOmMUpOBaHHOE 3a00JICBAHUE WU
HapylleHHe. B onpeseneHHBIX BapraHTax OCYIIECTBICHHS aHTuTena npotuB C5 nmpeacTaBisiioT coboil aHTuTena
TIOJTHOCTBIO YEJIOBEKA, KOTOPBIE cBs3bIBalOTCs ¢ C5 ¢ BhICOKOH a(MHHOCTHIO M 00/1a1aI0T YCOBEPIIEHCTBOBAH-
HeIMH (apmakokuHeTndeckuMu (PK) u dpapmakonunamuueckumu (PD) cBolictBamu. Takue BeicokoadduHHBIE
aHTuTeNa ¢ ycosepuencTsoBanHod PK/PD M0)XHO MCTIONB30BaTh UTst 00ECTIEYeHHs! IPEBOCXOSIIETo Y deKTa,
Hapsly ¢ MEHEe YacThIM JI03UPOBaHHEM y cyObekTa ¢ C5-accolMnpoBaHHBIM 3a00JIEBaHUEM WM HAPYIICHUEM.

AHTHTENA 10 U300pETEHHI0 MOTYT OBITH MOJHOpa3MepHbIMHU (Harpumep, aHtuteno 1gGl wm 1gG4) nnn
MOTYT COJIepKaTh TOJHKO aHTHTEHCBS3BIBAIONIYIO YacTh (Hampumep, ¢pparment Fab, F(ab'), wmn scFv), u nx
MOXHO MOIU(UIMPOBATH Il TOTO, YTOOBI BIMATH Ha (PYHKIHMOHAIBHOCTH, HANPUMEpP, YTOOBI yBEIHYIHBATH
TIEPCUCTEHITUIO B OpTraHU3Me-X03MHE WK YCTpaHATh ocTaTouHble dddexTopabie pynkumu (Reddy et al., 2000,
J. Immunol. 164:1925-1933). B onpeneneHHBIX BapuaHTaX OCYIIESCTBICHHS aHTUTENA MOTYT ObITh OucTierdu-
YECKUMH.

B nmepBoMm acnexre, HacTosIIee H300pPETEHNE TIPELyCMAaTPUBACT BbIJICJICHHBIE PEKOMOMHAHTHBIE MOHOKJIO-
HaJIbHbIE aHTUTENA WM UX aHTUT€HCBS3BIBAIONINE (PArMEHTHI, KOTOPBIE CBSI3BIBAIOTCS CIIELM(UUECKH C OSIKOM
C5. B HEeKOTOPBIX BapHaHTaxX OCYIIECTBIICHHUS aHTHTENA NPEICTABIAIOT CO00I MOHOKIIOHAILHBIE aHTHTENA 01
HOCTBIO YEeJIOBEKa.

O6pa3uoBele anTuTena npotuB C5 1o HacTosIeMy M300pETEHHIO TIepedrciIeHsl B Tabn. 1 u 2 B HacTos-
meM onucaHuy. B Tabn. 1 mpuBeneHs! MICHTU(PHUKATOPH aMHHOKHCIIOTHBIX MOCIIEIOBATENILHOCTEH Baprnaless-
HBIX oOnacreil Tsokenor nenn (HCVR), BapnaGensHbIx obnacreit nerkoit nenu (LCVR), onpenenstomumx KoMm-
mieMeHTapHocTs obnacteit Tsoxenoi e (HCDR1, HCDR2 u HCDR3) u onpenensiomux KOMILIEMEHTap-
HocTh obmacreit nerkoit nmemu (LCDR1, LCDR2 u LCDR3) o6pa3noBeix antuten npotus C5. B Tabn. 2 npuse-
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JIeHBI MICHTH(UKATOPHI MocienoBaTenbHocTeld HykienHoBor kucnotel it HCVR, LCVR, HCDR1, HCDR2
HCDR3, LCDR1, LCDR2 u LCDR3 00pa3uoBsix antuten npotus C5.

Hacrosmee m3o0perenne npeaycMaTpuBaeT aHTUTeNA, WM WX aHTHTCHCBS3BIBAIONINE (hParMEeHTHI, KOTO-
peie comepxat HCVR, conepikamiyio aMHHOKHCIIOTHYIO TIOCIIE0OBAaTEIFHOCTh, BRIOPAHHYIO U3 JIFOOBIX aMHHO-
KHCIIOTHBIX mociienoBarenbHocTeld HCVR, mepednciieHHbIxX B TaOJI. 1, WK TIO CYIIECTBY CXOXKEH ¢ HUMH ITOCIIe-
JIOBaTEILHOCTH, 00Nafatomiei mo Menbmei Mepe 90%, mo mensmeii mepe 95%, mo MensIeit Mepe 98% wmm mo
MeHbIIeH Mepe 99% MASHTUIHOCTHIO TIOCIIEA0BATEIHPHOCTEH C HUMH.

Hacrosmee m300peTenne Takke OTHOCHTCS K aHTUTENAM, WJIM MX aHTUTEHCBS3BIBAIONINM (parmMeHTam,
kotopsie cozpepxar LCVR, comeprkaniyto aMHHOKHCIOTHYIO TIOCIIEI0BATEILHOCTD, BEIOPAaHHYIO U3 JIFOOBIX aMu-
HOKHCJIOTHBIX TocienoBarenbHocTeii LCVR, nepednciieHHpIx B Tabiuie 1, WM Mo CyIECTBY CXOXKEH ¢ HUMU
MOCJIEeIOBATENLHOCTH, ObNanaromneld mo Meneiied Mmepe 90%, mo MeHbiei Mepe 95%, mo MeHbeil Mepe 98%
WIH 110 MeHbLIeH Mepe 99% HIEeHTUYHOCTBIO MOCIEI0BATEILHOCTENH C HUMH.

Hacrosimee n3o0peTeHne Takke OTHOCHTCS K QHTUTENAaM, WIM MX aHTUTEHCBS3BIBAIONIMM (parMeHTam,
KOTOPEIC COJlepKaT mapy aMUHOKUACIOTHEIX nocienoBatensHocteit HCVR u LCVR (HCVR/LCVR), conepxa-
Iyt JI00ble aMUHOKHUCIIOTHBIE mocnenoBarenbHocTh HCVR, mepeuncnennsie B Tabi. 1, B mape c JTOOBIMH
aMUHOKHUCIIOTHBIMU TIocienoBaTenbHOCTIMU LCVR, mepednciennbiMu B Tabi. 1. B cooTBeTcTBHM C ompene-
JICHHBIMH BapHaHTAMH OCYIIECTBIICHUS, HACTOSIIEEe N300peTEeHNE ITpeyCMaTPUBAECT aHTUTENA, WIIK UX aHTHTCH-
CBS3BIBAIOIINE (PparMEeHTHI, KOTOPHIE COJIEPIKAT Mapy aMHHOKUCIOTHBIX mocienoarensHoctredr HCVR/LCVR,
coJiep Kaluxcs B JITOOBIX 00pa3IoBhIX aHTHTENaxX MpoTHB C5, mepeuncieHHbIX B Tabn. 1. B onpeneneHHbIX Ba-
pHaHTaX OCYIIECTBIECHUS Tapy aMHHOKHCIOTHBIX mociienoarenbHocTeli HCVR/LCVR BBIOHpaIOT U3 TPYIIIILI,
cocrosieit n3 SEQ ID NO: 2/10, 18/26, 34/42, 50/58, 66/74, 82/90, 98/106, 98/114, 122/106, 98/130, 138/106,
146/106, 122/130, 146/114, 146/130, 138/130, 154/162, 170/178, 186/194, 202/210, 218/226, 234/242, 250/258,
266/258, 274/282, 290/298, 306/314, 322/330 n 338/346. B omnpeneneHHBIX BapHaHTaX OCYIIECTBICHUS Iapy
aMUHOKHUCIIOTHBIX TocienoBatensHocTeit HCVR/LCVR BeIOuparot u3 omuort uz SEQ ID NO: 50/58 (mampumep,
H4H12161P), 98/106 (manpumep, H4H12166P), 138/106 (nanpumep, H4H12166P5) nnn 202/210 (ranpumep,
H4H12170P). B onpeneneHHBIX BapHaHTaxX OCYIIESCTBICHHS HACTOsIIEe H300pETeHUE MpeaycMaTpUBaeT aHTH-
tena npotuB C5 wnm WX aHTUTeHCBs3bIBatonue gparmenTsl, coaepxkamme HCVR u LCVR, ykazannas HCVR
COJIEPXKHUT aMUHOKHCIIOTHYIO TIOCJIEIOBATEIFHOCTD, IEPEUNCICHHYIO B TabJ. 1, mMeronIyio He OoJbIle MmATH 3a-
MEH aMHHOKHCIOT, U yka3anHas LCVR comepXuT aMHHOKHCIOTHYIO MOCIEI0BATEINEHOCTD, IIEPSUUCIICHHYIO B
Tabm. 1, mMeromnTyto He OObIIe ABYX 3aMeH aMUHOKHCIOT. Hampumep, HacTosmee n3o0peTeHne mpeaycMaTpu-
BaeT aHTHUTeNa MpoTuB C5 Win MX aHTUTEeHCBs3bIBatoIme Gparmentsl, coaepxamue HCVR u LCVR, ykazannas
HCVR coaepxut aMHHOKHCIOTHYIO mociienoBatenbHOcTh SEQ ID NO: 98, uMmeromnryro He O0JbIIe TATH 3aMCH
aMHUHOKHUCIOT, U ykazaHHas LCVR cogepkur aMUHOKHCIOTHYH mocienosarensHocTs SEQ ID NO: 106,
MMEIOIIYIO He OOJbIIe ABYX 3aMEH aMHHOKHCIIOT. B ipyrom BapmaHTe ocyIiecTBIEHHS HacTosIee n300peTeHue
npeaycMaTpuBaeT aHTurena npotuB C5 WM WX aHTUTEHCBs3bIBaromue (parMeHtsl, coxepxkamue HCVR u
LCVR, yxazannas HCVR cozepxxut amMMHOKHCIOTHYIO nocinegoBatensHocTs SEQ ID NO: 98, umeromyto no
MEHBIIIEH Mepe OJHY 3aMEHY aMHUHOKHCIOTHI, W ykazaHHas LCVR copepXUT aMHHOKHCIIOTHYIO TOCIeI0Ba-
teapHOCTh SEQ ID NO: 106, nMeronyio oHy 3aMEHY aMHUHOKHCIIOTEI.

Hacrosmee m300peTeHne Takke OTHOCHTCS K aHTUTENAM, WJIM MX aHTUTEHCBS3BIBAIONINM (hparmMeHTam,
kotopeie comepkat CDR1 tskenoit mermm (HCDRI1), conepikamiylo aMHHOKHCIOTHYIO ITOCIIEOBATEIBLHOCTD,
BBEIOpaHHYIO U3 JIIOOBIX aMHHOKHCIOTHBIX TocnenoBatenbHocTeit HCDR1, mepeuncneHHsx B Tadi. 1, win mo
CYIIECTBY CXO0XEW ¢ HIMHU HOCIEA0BaTeIFHOCTH, o0nanaromeii mo mensiei Mmepe 90%, mo meHsbiIeit Mmepe 95%,
1o MeHblei Mepe 98% unu no MeHsIel Mepe 99% UAEHTUYHOCTHIO OCIEA0BATEIbHOCTEH.

Hacrosimee n3o0peTeHne Takke OTHOCUTCS K aHTUTENAaM, WIM MX AaHTUTEHCBS3BIBAIONIMM (parMeHTaMm,
kotopsie copepxkar CDR2 Tspkenoit nerm (HCDR2), comepskaiylo aMHHOKHCIIOTHYIO MOCIIEIOBATENBHOCTS,
BBIOpaHHYIO M3 JIOOBIX aMHHOKHCIOTHBIX TocienoBaTenbHocteit HCDR2, nepeuncienHsix B Tabu. 1, wiu mo
CYIIECTBY CXOXEH ¢ HUMU TOCIIEA0BATSIFHOCTH, 00nanaroieii mo mensIiei Mmepe 90%, mo meHbieit mepe 95%,
1o MeHblei Mepe 98% unu no MeHs1el Mepe 99% UAEHTUYHOCTHIO OCIEA0BATEIbHOCTEH.

Hacrosmee m300peTeHne Takke OTHOCHTCS K aHTUTENaM, WJIM MX aHTUTEHCBS3BIBAIONINM (parmeHTam,
kotopeie comepkat CDR3 tskenoit mermm (HCDR3), conepikaniylo aMHHOKHCIOTHYIO ITOCIIEOBATEIBLHOCTD,
BBIOpaHHYIO U3 JIIOOBIX aMUHOKHCIOTHBIX TocnenoBatenbHocTeit HCDR3, mepeuncneHHsx B Tadi. 1, win mo
CYIIECTBY CX0XEW ¢ HUIMHU HOCIEI0BaTeIFHOCTH, o0nanaromeii mo Mensiei Mmepe 90%, mo mensbIeit mepe 95%,
1o MeHbIIe Mepe 98% wun mo MeHbIei Mepe 99% UIEHTHIHOCTHIO ITOCIIETI0BATEIHHOCTEH.

Hacrosmee m3o00peTeHne Takke OTHOCHTCS K aHTUTENAM, WJIM MX aHTHUTEHCBS3BIBAIONINM (parmMeHTam,
kotopsie conepkaTr CDRI nerkoit nenu (LCDR1), coneprkaiylo aMHHOKHCIOTHYIO ITOCIIEAOBATEILHOCTD, BBI-
OpaHHyIO U3 JIOOBIX aMMHOKHCIIOTHBIX HocienoBarensHocteit LCDR1, nepeuncnennsix B Tabmn. 1, win no cy-
IIECTBY CXOXKEH ¢ HUMH TOCIIE0BAaTEIFHOCTH, oOnagaromneii mo MeHbieil Mepe 90%, mo menbmiei Mepe 95%,
1o MeHblei Mepe 98% unu no MeHs1el Mepe 99% UAEHTUYHOCTHIO OCIEA0BATEIbHOCTEH.

Hacrosimee n3o0peTeHne Takke OTHOCUTCS K QHTUTENAaM, WIM MX AaHTUTCHCBS3LIBAIONIMM (parMeHTam,
kotopsle copepxar CDR2 nerkoit nenu (LCDR2), coneprkalyto aMHHOKHCIOTHYIO ITOCIIEIOBATEIbHOCTD, BBI-
OpaHHYIO U3 JTFOOBIX aMUHOKHCIIOTHBIX TocienoBatenbHocTedt LCDR2, mepednciaeHHpx B Ta0m. 1, uiam mo cy-
IIECTBY CXOKeH C HUMH IOCJIEI0BAaTEbHOCTH, obnanaromeii mo Mensieir mepe 90%, mo meHsIneit Mepe 95%,
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1o MeHslei Mepe 98% unu no MeHsIel Mepe 99% UAEHTUYHOCTHIO OCIEA0BATEIbHOCTEH.

Hacrosimee n3o0peTeHne Takke OTHOCUTCS K aHTHUTENAaM, WIM MX aHTUTCHCBS3BIBAIOMIMM (parMeHTaMm,
kotopeie coaepxkar CDR3 nerkoii e (LCDR3), comepkairylo aMHHOKHCIOTHYIO TIOCIIEI0BATEIbHOCTD, BBI-
OpaHHYIO U3 JFOOBIX aMUHOKHCIIOTHBIX TocienoBatenbHocTedt LCDR3, mepednciaeHHpx B Ta0m. 1, uiu mo cy-
IIECTBY CXOKEH ¢ HIMH ITIOCIIE0BAaTEIFHOCTH, oOnanaromeii mo MeHsmeil Mmepe 90%, mo menspmei mepe 95%,
o MeHbIIei Mepe 98% wnn mo MeHbIei Mepe 99% MIEHTHIHOCTHIO ITOCIIET0BATEIHLHOCTEH.

Hacrosmee m3o00peTeHne Takke OTHOCHTCS K aHTUTENAM, WJIM MX aHTHUTEHCBS3BIBAIONINM (parmeHTam,
KOTOpBIE CONIEPKAT Mmapy aMUHOKHUCIOTHBIX mocnenoBareiapbHocTeit HCDR3 n LCDR3 (HCDR3/LCDR3), co-
JIepKaIyo Jr0ble aMUHOKUCIOTHEIE mocnenoarenbHocTy HCDR3, nepeunciennsie B Ta0m. 1, B mape ¢ Jiro-
OBIMH aMHHOKHUCIOTHBIMU TIociieoBatebHoCcTIMEH LCDR3, nepeunciennsiMu B Tabn. 1. B cooTBeTcTBHU C OTI-
peleNICHHBIMU BapUaHTaMK OCYIIECTBIICHUS, HACTOsIIEe H300peTeHNE MIPeAyCMaTpUBAET aHTUTENA, WIN UX aH-
TUTCHCBS3BIBAIOIINE  (PArMEHTH, KOTOpBIE COAEp)KaT Mapy aMHUHOKHCIOTHBIX —MOCIEI0BAaTEILHOCTEH
HCDR3/LCDR3, conepsxariyrocsi B Jr00bIX 00pa3LOBEIX aHTHTeNnax npoTuB C5, mepeyncieHHbx B Tadn. 1. B
OIIpeZIeJIeHHBIX BapuaHTaX OCYLIECTBICHHS Napy aMHMHOKHCIOTHBIX mnociexoBarensHocTer HCDR3/LCDR3
BBIOMpatoT w3 rpymmsl, cocrosmed u3 SEQ ID NO: 56/64 (manpumep, H4H12161P), 104/112 (mampumep,
H4H12166P), 144/112 (manpumep, H4H12166P5), u 208/216 (manpumep, H4H12170P).

Hacrosmee m300peTeHne Takke OTHOCHTCS K aHTUTENAM, WJIM MX aHTHUTEHCBS3BIBAIONINM (parmeHTam,
kotopeie conmepkar HCVR n LCVR, ykazannas HCVR conmepxxut HCDRI1, comepkainyro aMHHOKHCIOTHYIO
MOCJIEI0BATENFHOCTD, OTIAMYAIOMIYIOCS OT aMHHOKHCIIOTHOHM IOCIIEIOBATENbHOCTH, EPEYNCIeHHONW B Tabm. 1,
Ha 1 amuHOKHCcIoTy, HCDR2, comepskamnryro aMHHOKHCIIOTHYIO MTOCJIEIOBATEILHOCTD, OTIMYAONTYIOCS OT aMH-
HOKHCJIOTHOM ITOCIICOBATCILHOCTH, IepeUncIIeHHON B Ta0. 1, Ha 1 ammuuokucnory, 1 HCDR3, coxepxamyro
AMHUHOKUCIIOTHYIO MOCIIE0BATENBHOCTh, OTINYAIONIYIOCS OT aMUHOKUCIIOTHOH MOCIEI0BATENbHOCTH, EPEedrc-
JIeHHOH B Tabx. 1, Ha 1 aMHUHOKHMCIOTY. B onpeneneHHbIX BapHaHTax OCYLIECTBICHHSI HACTOsIIIEe H300peTeHue
npeaycMaTpuBacT aHTHUTENa, WIM UX aHTUTEHCBS3bIBaoNne GparMeHTsl, koTopsle copepxkar HCVR u LCVR,
ykazaHHass LCVR cogepxxut LCDRI1, comepkallyro aMMHOKUCIOTHYIO TOCJIEA0BATENbHOCTh, OTINYAIOUIYIOCS
OT aMHUHOKHUCIIOTHON TOCJIeIOBATEILHOCTH, TIEPEUUCIICHHOH B Tabin. 1, Ha 1 amuHOkucmoTy, LCDR2, conmepxa-
IIyI0 aMHHOKHCIOTHYIO MOCIEI0BATEIIFHOCTD, OTINYAIONIYIOCS OT aMHHOKHCIIOTHOH MOCIIeIOBATEIbHOCTH, TIe-
peuncneHHol B Tabn. 1, Ha 1 amuHOkucnoTy, 1 LCDR3, comeprkaniyro aMHHOKHCIOTHYIO ITOCIIEIOBATEILHOCTD,
OTIIMYAIOIIYIOCS OT aMHHOKHCIIOTHOHW IOCJIEIOBATEIIFHOCTH, MEPEUYNCICHHOW B Tabn. 1, Ha 1 aMHHOKHCIOTY.
Hanpuwmep, HacTosmee m300peTeHnEe MpeaycMaTpuBaeT aHTUTeda npotuB C5, WM MX aHTUTCHCBS3BIBAIOIINE
(dparmentsl, koTopsie conepxkaTt HCVR u LCVR, ykazannas HCVR coxepxxutr HCDR1, coneprkarnryio aMuHO-
kucnoTHyto nocienoarenbHocTh SEQ ID NO: 100 miaM aMUHOKHMCIOTHYIO MOCIEIOBATENbHOCTD, OTJIMYAIO-
mytocst o SEQ ID NO: 100 va 1 amunoxucnory, HCDR2, conep:xxaliyro aMHIHOKUCIOTHYIO MOCIEI0BATENb-
HocTh SEQ ID NO: 102 nnu aMHHOKUCIIOTHYIO NOCJIEA0BATENBHOCTS, oTaruatomytocs oT SEQ ID NO: 102 na 1
amuHokucnory, 1 HCDR3, coxepxalyto aMUHOKHUCIOTHYIO nocnefoBaTensHocTs SEQ ID NO: 104 unu amu-
HOKHCJIOTHYIO TIOCJICIOBATEIFHOCTD, oTamyaromytocs or SEQ ID NO: 104 na 1 amuHOKHCTOTY. B pyrom 00-
pa3loBOM BapuaHTE OCYIIECTBIICHUS, HACTOsIIee N300peTeHHe MpeayCcMaTpUBaeT aHTUTENa, WM X aHTUICH-
cBs3BIBafomue GparmeHTsl, KoTopsie conmepkat HCVR n LCVR, ykazannas LCVR conxepxxutr LCDRI1, conep-
JKaIIyto aMHHOKHCIOTHYIO TiocnenoBatenbHOCTh SEQ ID NO: 108 min aMHHOKHCIIOTHYIO ITOCIIEIOBATEILHOCTD,
ormuuaronrytocs ot SEQ ID NO: 108 na 1 amunokucnory, LCDR2, comepkanryro aMHHOKHCIOTHYIO MTOCIIE0-
BarenbHOCTE SEQ ID NO: 110 mim aMHHOKHCIIOTHYIO TTOCIIEI0BATeNLHOCTD, oTandaromyocs or SEQ ID NO:
110 ma 1 amuaokucnoty, 1 LCDR3, conmepkamryro aMHHOKHCIOTHYIO TocienoBaTenbHocTh SEQ ID NO: 112
WX aMMHOKHCIIOTHYIO MTOCIEN0BATENbHOCTD, oTndaonryroca oT SEQ ID NO: 112 Ha | aMUHOKHCIOTY.

Hacrosimee n3o0perenne npeaycMaTpiUBaeT aHTHTENA, WIM X aHTUTEHCBS3bIBAIONINE (parMeHThl, KOTO-
pBle cozepKaT TSKEIYIO Lelb, COAEPKAILYI0 AMUHOKUCIOTHYIO nociaeaoBaTenbHocTs SEQ ID NO: 353, unu o
CYIIECTBY CXOXYIO C HEH TOCIIeI0BaTEIFHOCTh, 00JaIaI0NIyI0 o MeHbInel Mepe 80%, mo MeHbmieh Mepe 85%,
no MeHsIueit mepe 90%, nmo meHsIei Mepe 95%, no MenblIel Mepe 98% unu no Mensueit mepe 99% uneHTHY-
HOCTBIO NOCJIE0BATEIbHOCTEN C HEll.

Hacrosmee m300peTeHne Takke OTHOCHTCS K aHTUTENAM, WJIM MX aHTHUTEHCBS3BIBAIONINM (parmeHTam,
KOTOPBIE CONIEPIKAT JIETKYIO IIeMh, COMEPKAITYI0 aMHHOKUCIIOTHYIO TlocneaoBarenbHocTs SEQ ID NO: 354 wmm
M0 CYIIECTBY CXOXYIO C HEH IMOCIeI0BaTeIbHOCTh, 00Magaromyo mo Menbiiei mepe 80%, mo MeHbIIel mepe
85%, mo menpmen Mepe 90%, mo Mmensieit mepe 95%, no mensmeil mepe 98% wmu o MeHbIel Mepe 99%
HACHTUYHOCTBIO ITOCIEI0BATEILHOCTEN C HEH.

B onpeznencHHBIX BapuaHTax OCYIIECTBICHUS HACTOAIICE M300pPETEHHE MpeIyCcMaTpUBAcT aHTHUTENA, WIH
MX aHTUTCHCBS3BIBAIOIINE (PAarMEHTHI, KOTOPHIE COJEPIKAT THKEIYIO IIETb, COJEPIKAIIYI0 aMUHOKHCIIOTHYIO
nocienoBarenbHOocTh SEQ ID NO: 353 mnm mo cymiecTBy CX0XYI ¢ Hel MOCIIeOBATEIIEHOCTh, 00IaIaoIIyI0
no Mensleil Mepe 80% unu no Mensmel Mmepe 90% HAEHTUUHOCTBIO MOCIENOBATENLHOCTEN ¢ HEH; U JIETKYIO
Lelb, COAEPKAIIYI0 aMHUHOKUCIOTHYIO nocheaoBarenbHocTh SEQ ID NO: 354 unu 1o cymecTBy CX0XyIo ¢ Hel
MOCJIEIOBATEIEHOCTh, 00IaIaroNIyto mo MeHbieil Mepe 80% wimu o MeHbiield mepe 90% HICHTUIHOCTBIO TO-
CJIeZIOBAaTENLHOCTEH ¢ HEH.

Hacrosmee n300peTeHne Takke OTHOCHTCS K aHTUTENaM, WJIM WX aHTHUTEHCBS3BIBAIONINM (parmMeHTam,
koTopeie conepkat Habop u3 mectd CDR (t.e. HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3), conepxa-
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muiics B 1I000M 13 00pa3noBbIX aHTHTEN MpoTuB C5, mepeuncieHHbIx B Tadn. 1. B onpeneneHHbIX BapuaHTax
OCYILICCTBIICHHUST HAa0Op aMUHOKHCIOTHBIX mocnenoBarenbHocTer HCDRI1-HCDR2-HCDR3-LCDR1-LCDR2-
LCDR3 BeibuparoT u3 rpymisl, cocrosei 3 SEQ ID NO: 52-54-56-60-62-64 (manpumep, H4H12161P), 100-
102-104-108-110-112 (mampumep, H4H12166P), 140-142-144-108-110-112 (manpumep, H4H12166P5) n 204-
206-208-212-214-216 (mampumep, H4H12170P).

B cBs3aHHOM BapmaHTe OCYIICCTBICHHUS, HACTOSIIECE M300pETCHHE MpeIyCMaTpUBACT aHTHTENA, WM UX
AHTUTCHCBS3BIBAIOIINE (parMeHThl, KoTopblie conepkar Habop u3 mectu CDR (t.e. HCDR1-HCDR2-HCDR3-
LCDRI1-LCDR2-LCDR3), coaepxamuxcsi B mape aMHHOKUCIOTHBIX mocneaoBarenbHocTeii HCVR/LCVR, kak
OTIpEeJIeTIeHO ¢ TOMOIIBIO JIIOOBIX 00pa3loBbIX aHTHUTEN npoTuB C5, mepeuncieHHbIX B Tabnune 1. Hampuwmep,
HacTosiee U300peTeHne BKIIIOYACT aHTUTENA, WM MX aHTHI'€HCBSI3BIBAIONINE (PAarMEHTHI, KOTOPHIE COJEpPKAT
Habop aMHHOKHCIOTHBIX mocnenoBaresnsHocTet HCDRI1-HCDR2-HCDR3-LCDRI1-LCDR2-LCDR3, conep-
JKaIUXcs B Mape aMUHOKUCIOTHEIX nocienoBarensHocTeld HCVR/LCVR, BBIOpaHHBIX M3 TPYMITBI, COCTOSIIEH
n3 SEQ ID NO: 50/58 (mampumep, H4H12161P), 98/106 (mampumep, H4H12166P), 138/106 (mampumep,
H4H12166P5) nmm 202/210 (manpumep, H4H12170P). Crioco6s1 u npuemsl nuaeHtnukannn CDR B amuHOKMC-
notHbIX TocnenoBaTenbHOCTIX HCVR u LCVR xopormro n3BecTHBI B JaHHOW 00JacTH, ¥ UX MOXKHO HCIIOJIB30-
BaTh IS TOTO, 4TOOBI HaeHTHGUIMpoBaTh CDR B KOHKPETHBIX aMUHOKUCIIOTHBIX TIoceaoBaTenbHOCTIX HCVR
n/umn LCVR, packpeIThiX B HacTosmeM onucanud. OOpa3oBble KOHBEHIIHH, KOTOPhIE MOXKHO HCIIOJIh30BaTh
JUTSL TOTO, 9YTOOBI HAeHTUUITMpoBaTh Tpanuilel CDR, BritodaroT, HanpuMep, onpeaenenue Kabat, onpenenenne
Chothia u onpenenenne AbM. Boo6rie roBops, onpenenenne Kabat ocHOBaHO Ha BapruaOeTbHOCTH TIOCTIEI0Ba-
TenapHOCTeH, onpenenenre Chothia 0CHOBaHO Ha MECTOTIONOXKEHUH 00JIaCTeH CTPYKTYpPHBIX METeNb, a Ompee-
nenue AbM mpencraBnsier coboif komnpomuce Mexay noaxogamu Kabat m Chothia. Cm., Hanpumep, Kabat,
"Sequences of Proteins of Immunological Interest", National Institutes of Health, Bethesda, Md. (1991); Al-
Lazikani et al., J. Mol. Biol. 273:927-948 (1997); u Martin et al., Proc. Natl. Acad. Sci. USA 86:9268-9272
(1989). IlyOnuunble 6a3bl JaHHBIX TAaKXKE JOCTYIHBI Ui HAeHTH(UKAMU nocienoBarensHoctelt CDR B aHTH-
Tene.

B onpeneneHHBIX BapuaHTax OCYIIECTBICHUS HACTOSIIEE H300pETCHNE BKIFOYACT aHTUTEIIO MIIN €T0 aHTH-
TeHCBS3BIBAIOMNN (parMeHT, KOTOPHIH CTIelU(IUecKH cBsa3biBaeTcs ¢ C5, Tlie aHTUTENO WM er0 aHTHTCHCBSI-
3BIBAOIINN (ParMEHT COJCPKUT TPH OMpPEIEISAIONINe KOMITIEMEHTapHOCTh obnactu Tspxenoi mermm (CDR)
(HCDR1, HCDR2 u HCDR3), conepxamuecs B BapuabenbHoit oomactu Tspxenoit menu (HCVR), u tpu CDR
nerkoii e (LCDR1, LCDR2 u LCDR3), conepxamuecs: B BapuadenbHou oosactu sterkoi nienu (LCVR), roe
HCVR coaepxurt: (i) aMmuHOKHCIOTHYIO TTocsienoBarenbHocTh SEQ ID NO: 98, (i) aMUHOKHCIOTHYIO TTOCIIEO-
BaTEIFHOCTh, 00NaAaoNIyIo Mo MeHbiei Mmepe 90% uneaTnaHocThio ¢ SEQ ID NO: 98, (iil) aMUHOKUCIIOTHYIO
MOCJIEIOBATEIEHOCTE, 00JIaJaroNIyI0 0 MeHbIel Mepe 95% uneatnanocThio ¢ SEQ ID NO: 98; wiu (iv) amu-
HOKHCIOTHYIO mocienoarensHocTh SEQ ID NO: 98, umeromyro He 6onbine 5 3amen aMuHOKuCIOT; 1 LCVR
conepxut: (i) aMHHOKHCIOTHYIO TocienoBatenbHocTs SEQ ID NO: 106, (ii) aMHHOKHCIOTHYIO MOCIEIOBA-
TENBHOCTH, 00Tamaronyto mo Menbineii Mmepe 90% wuaentuunocthio ¢ SEQ ID NO: 106, (iii) aMHHOKHCIOTHYIO
MIOCJIE/I0BATENILHOCTE, 00JIaaroIyto o MeHblel mepe 95% unentuanoctsio ¢ SEQ ID NO: 106; wim (iv) amu-
HOKHUCJIOTHYIO nociienoBarenbHocTh SEQ ID NO: 106, nMmerornnyio He 6oble 5 3aMeH aMUHOKHUCIIOT.

Hacrosmiee m3o0peTenne BKiIIOUaeT aHTuTeNa npotus C5, nMeromue MOAU(DUIMPOBAHHBIN MAaTTEPH TITH-
KO3WJINPOBaHM. B HEKOTOPHIX BapHaHTaxX OCYIIECTBICHHUS MOXKHO HCIOIH30BaTh MOAU(PHUKALINIO IS TOTO, YTO-
OBl yoansaTh HeXeNlaTeIbHbIC YYaCTKU TIMKO3WIMPOBAHUS, FIIM aHTUTENO, HE colepikamee pparMeHT (QpyKo3Hl,
MPUCYTCTBYIOUIIA Ha ONUTOCaXapUIHOHN IeH, HapuMep, I YBeTUIeHUs (yHKINN aHTHTEI03aBUCHMOIT Kie-
ToyHOONOCpetoBaHHo# mnToToKcmuHocTH (ADCC) (cm. Shield et al. (2002) JBC 277:26733). B npyrux npume-
HCHHSAX MOYXHO BBITONHATh MOAM(MDUKAIIUIO TaJaKTO3WIMPOBAHUS ISl TOTO, YTOOBI MOTU(PHIMPOBATH KOMILIC-
MEHT-3aBUCHMYIO [TuToToOKCH4HOCTH (CDC).

B ompezneneHHbIX BapraHTaX OCYIIECTBICHHS HACTOsIIEe N300peTeHHEe NpelycMaTpuBacT aHTUTENIa U UX
AHTUTEHCBS3bIBAIONINE (DPArMEHTHI, KOTOpble MHrHOMpYIoT pH-3aBucumoe ces3piBanue ¢ C5. Hampumep, Ha-
cToslllee M300peTeHNe BKIIIOYAET aHTHUTENIa U UX aHTHTCHCBS3bIBAIOMNI (parMeHT, KoTopsle cBs3biBaloT C5 ¢
Oonee BBICOKOH aUHHOCTHIO MpH HewTpanbHoM pH, yem npu kuciom pH (T.e. CHI)KEHHOE CBSI3BIBAaHUE TIPH
kuciom pH).

B ompeneneHHBIX BapuaHTax OCYIIECTBIICHHS HAcTOsIIee N300peTeHNe IpeayCcMaTpUBaeT aHTUTENa U aH-
TUTEHCBS3BIBAIONINE (PparMeHTHI, KOTOPBIE MPOSIBIAIOT YCOBEPIICHCTBOBAHHBIE (hapMaKOKHHETHUECKHe u ap-
MaKOIMHAMHAYECKHE CBOWCTBA, HAIpUMeEp, HACTOsIIee M300peTeHHEe MpeaycMaTpuBaceT aHTHTena mpoTtuB C5,
KOTOpBIE 00JIAAaI0T YBEINICHHBIM BPEMEHEM IOTYKU3HU B CHIBOPOTKE. B ompeneneHHbIX BapHaHTax OCyIIecT-
BJIeHHA aHTUTeNa nMpoTuB C5 10 HacTosAIEeMy M300pPETCHHIO HMEIOT KOHIICHTPAIMIO B CBIBOPOTKE OOJIbIIIE YeM
10 mkr/min 1o cyrok 40 y C5-rymaHn3upoBaHHBIX MBIIIEH. B onpeneneHHBIX BapHaHTaX OCYIIECTBICHUS aHTHU-
tena npotuB C5 1o HacrosmeMy nzobperenuto 6imoknupyror CP u AP remonms o cyrok 35 npu BBeaenuu C5-
TYMaHU3UPOBAHHBIM MBIIIIAM.

Hacrosiee n3o0pereHre TakKe OTHOCUTCS K aHTHUTENIAM U UX aHTUTCHCBSI3BIBAIONINM (pparMeHTaM, KOTO-
pBIe KOHKYPHPYIOT 3a crieruduueckoe cBsizpiBaHue ¢ C5 ¢ aHTHUTENIOM MM €T0 aHTUTEHCBSA3BIBAIOMIMM (par-
menToM, coaepkamuM CDR u3 HCVR u CDR u3 LCVR, rae xaxmaas HCVR u LCVR umeeT aMUHOKHCIIOTHYIO
MOCIIEI0BAaTEIHHOCTh, BRIOpaHHYI0 u3 mocienoarenbHocter HCVR u LCVR, nepeuncneHnsix B Ta0m. 1.
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Hacrosiee n3o0pereHre TakKe OTHOCUTCS K aHTHUTENIAM U UX aHTUTCHCBSI3BIBAIONINM (pparMeHTaM, KOTO-
phI€ MEPEKPECTHO KOHKYPHUPYIOT 32 cBsi3bIBaHUE ¢ C5 ¢ 3TAOHHBIM aHTUTEIIOM HJIH €TO0 aHTUTCHCBA3BIBAOIIUM
dparmentom, comepxkamum CDR n3 HCVR u CDR m3 LCVR, rae kaxnas HCVR u LCVR uMeer amuHOKHC-
JIOTHYIO MOCJIEI0BATENLHOCTD, BRIOpaHHyI0 13 mocienaoBarenbHocTeii HCVR m LCVR, mepeuncneHHpIx B Ta0II.
I.

Hacrosmee nzo0pereHne Takyke OTHOCHTCS K aHTHUTEJIAaM M UX aHTHTCHCBSI3BIBAIONINM (pparMeHTaM, KOTO-
pBIE CBS3BIBAIOTCS C TE€M JKE€ SIHUTOIIOM, YTO W 3TAIOHHOE aHTHTEJIO WIHM €r0 aHTHI'CHCBA3BIBAIOIINN (DparMeHT,
conepxkamuit CDR u3 HCVR u CDR u3 LCVR, tre kaxnas HCVR n LCVR umeeT aMHHOKHCIIOTHYIO TTOCIIEe-
JIOBaTENBHOCTD, BEIOpaHHYyIo 13 nocnenosateabHocteir HCVR u LCVR, nepeuncrnennsix B Tabn. 1. B onpene-
JICHHBIX BapHaHTaX OCYIICCTBICHUS HACTOAIICEC M300pETCHHE MPEAYCMATPUBACT aHTHUTENA U UX AaHTUTCHCBS3EI-
Baromme (parMeHTHI, KOTOPBIC CBSI3BIBAIOTCS C TEM YK€ SIHUTOIIOM, YTO U ITAJOHHOC aHTUTEIIO WIH €r0 aHTUTCH-
cBsi3pIBaronii pparment, conepkanmii CDR u3 HCVR n CDR u3 LCVR, rae nmapa aMHHOKHCIOTHBIX MOCIIE-
noBatenbHocTer HCVR/LCVR mmeer SEQ ID NO: 98/106.

Hacrosiee n3o0peTeHre TakKe OTHOCHTCSA K aHTHTENaM MpoTuB C5 W UX aHTHTCHCBS3BIBAIONIMM (par-
MEHTaM, KOTOpPBIE CBA3BIBAIOTCS C OJHUM WIIM HECKOJIBKUMH aMHHOKHCIOTHBIMH OCTaTKaMH, COICPIKAIIMUCS B
o 1enb w/w B nenu CS5. B onpeencHHBIX BapuaHTaX OCYIICCTBICHUS HACTOSIIEe H300PETCHUE TIPETyCMAaTPH-
BaeT aHTHUTEJAa W WX AHTHICHCBA3BIBAIOIINE (PAarMEHTHI, KOTOPHIE CBA3BIBAIOTCA C OJHON FIIM HECKOJBKUMHU
aMUHOKHUCIIOTaMU B o Herrt C5 ¥ OHOW WM HECKOJIBKUMH aMHHOKUCIoTaMu B 3 menu C5. B ompenencHHBIX
BapHaHTaX OCYIISCTBICHHUS HACTOAIIeEe N300peTeHNe MpelyCcMaTpUBacT aHTUTENa M MX aHTUT'CHCBS3BIBAIOIINE
(hparMeHTBI, KOTOPBIC CBA3BIBAOTCS C OJHOW MJIM HECKOJILKMMHU aMHUHOKUCIIOTaMH B o 1 3 memnsix C5, roe aHTH-
TeJa He CBA3BIBAIOTCS C JOMEHOM aHadmiaTokcuHa CS5a. B ompeneneHHBIX BapHaHTaxX OCYIIECTBICHHUS HACTOS-
mee M300peTeHne peaycMaTpuBaeT aHTHTeNa npoTuB C5, KOTOpHIE B3aMMOIEHCTBYIOT C OJHOM HMIM HECKOJb-
KAMH aMUHOKHUCJIOTaMH, coaepxamumucs B C5 demoeka (SEQ ID NO: 359). B onpeneneHHbIX BapHaHTax
OCYILIECTBIICHHS HACTOSIIEe U300pETeHNE MpeIycMaTpUBaeT aHTUTeNa MpoTuB C5, KOTOPBIE B3aUMOACHCTBYIOT
C OJIHOM WJIM HECKOJIBLKUMHU aMUHOKHUCIIOTaMH, coaepxamumucs B C5 yenoBeka (SEQ ID NO: 359), rae anture-
Jla He CBSI3BIBAIOTCA ¢ NoMeHOM aHadmiatokcuaa C5a u3 C5. B ompeieneHHBIX BapHaHTaX OCYIICCTBICHUS Ha-
CTOsIIee M300pETCHHE IPEAyCMaTPUBACT aHTUTeNa MpoTHB C5 M UX aHTUTCHCBS3BIBAIOIINE (PArMEHTHI, KOTO-
phIe B3aUMOJICHCTBYIOT ¢ aMHHOKHCIIOTHOW IMOCIIECIOBATEIIBHOCTEIO, BRIOPAHHON M3 TPYIIHBI, COCTOSIIEH U3 (a)
amMuHOKHUCIOT ¢ 591 1o 599 u3 SEQ ID NO: 359; (b) amunokuciot ¢ 593 no 599 u3z SEQ ID NO: 359; (¢) amu-
HOkHCIHOT ¢ 775 no 787 u3 SEQ ID NO: 359; (d) amunokuciot ¢ 775 no 794 uz SEQ ID NO: 359; u (e) amuHO-
kuciot ¢ 779 no 787 w3 SEQ ID NO: 359. B onpeneneHHbIX BapHaHTax OCYIIECTBICHUS HACTOSIIEE H300peTe-
HHE TIpeycMaTpuBaeT aHTuTeNa NpoTuB CS5 M MX aHTHUTCHCBSA3BIBAIOIINE (parMEHTHI, KOTOPHIE B3aMMOEHCT-
BYIOT C OJHOW WJIM HECKOJbKHMH aMHUHOKHUCIOTamH, coaepxkamumucsa B SEQ ID NO: 359, nanpumep, HacTOs-
mee M300peTeHne npeaycMaTpuBaeT aHTHTena MpoTuB C5 M WX aHTHTCHCBS3BIBAIOMINE (PparMeHThI, KOTOPHIC
B3aMMOJICHCTBYIOT C TI0O MEHbBIIIEH Mepe 5 aMHUHOKHCIOTaMH, 10 MEHbIed Mepe 10 aMUHOKUCIOTAaMH WIH TIO
MeHbIe Mepe 15 amuHOKHCIOTaMu, coaepxkammumucs B SEQ ID NO: 361. B onpeneneHHBIX BapHaHTaX OCY-
IICCTBJICHUS HACTOSAIICEC H300pETCHHE MpeaycMaTpuBacT aHTHTeNna mpoTuB C5 M WX aHTHTCHCBS3BIBAIOIINE
(hparMeHThI, KOTOPHIC B3aUMOJICHCTBYIOT C OJTHOM MM HECKOJNILKUMHU aMUHOKHCIOTaMH, coaepkarmmmMucs B SEQ
ID NO: 359, Hanmpumep, HacTosIIee H300PETCHHUE MPEIyCMaTpUBaeT aHTHTENA MPOTUB C5 M MX aHTUTCHCBSI3bI-
Baromme (pparMeHTHI, KOTOPHIC B3aMMOACHCTBYIOT C [0 MCHBIICH Mepe 5 aMHHOKHCIOTAMH, COICPKAIIUMUCS B
SEQ ID NO: 360. B ompeneneHHbIX BapHaHTaX OCYLIECTBICHHS HACTOsIee M300peTeHHE MperycMaTpruBacT
agTuTena npotuB C5 U MX aHTHTCHCBS3BIBAIONINE (DPATMEHTHI, KOTOPBIE B3aUMOJCHCTBYIOT C IO MEHBIIEH Mepe
5 amuHOKHCIOTamMHu, conepkantumucst B SEQ ID NO: 360 u 361. B onpeneneHHbIX BapHaHTaX OCYIIECTBICHUS
HacTosIIee N300peTeHne MmperycMaTpuBaeT aHTuTena npotuB C5 M MX aHTUTEHCBS3BIBAIONINE (ParMeHTHI, KO-
TOpBIE B3aMMOJCHCTBYIOT C aMHUHOKHCIOTHOW mocienoBaTenbHOCThI0O SEQ ID NO: 360 (cooTBeTcTBYIONICH
amuHOKHUCIOTaM ¢ 591 mo 599 u3 SEQ ID NO: 359) u ¢ aMHHOKHCIOTHOM TIocieaoBaTenbHOCThI0O SEQ ID NO:
361 (cootBercTBYIOMIEH aMuHOKUCIHOTaM ¢ 775 1o 794 u3 SEQ ID NO: 359).

B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUS aHTHUTEIO WU €r0 aHTUTCHCBA3BIBAIOIIUI (ParMEHT MOXKET
CBA3BIBATHCA crieiuduueckd ¢ C5 arOHHUCTUYECKUM 00pa3oM, T.e. OHM MOTY YCHIIMBATH WIH CTUMYJIHPOBATh
CBSI3BIBAHKC W/WIIK aKTUBHOCTH C5; B APYTUX BapHaHTaX OCYIICCTBICHUS aHTUTEIIO MOYKET CBSA3BIBATHCS CIICIIH-
¢udecku ¢ C5 aHTarTOHUCTUYECKAM 00pa30oM, T.€. OHO MOXKET OJIOKUPOBATH CBS3bIBAHUE H/HITH aKTUBHOCTH C5.

Hacrosiiee m3o0peTeHHE TakKe OTHOCUTCS K BBIJCICHHBIM AHTUTEIAM W WX aHTUTCHCBSI3BIBAIOIINM
(bparmenTam, KOTopbie OJOKUPYIOT cBs3biBanue CS5 ¢ CS5-koHBepTa3ol. B HEKOTOPHIX BapHaHTaX OCYIIECTBIIC-
HUS aHTUTEJIO WM €Tr0 aHTHUTCHCBA3BIBAIONIMK (parMeHT, KOTopbie ONOKHpYIOT cBs3eiBanue C5 ¢ C5-
KOHBEPTa30H, MOTYT CBA3BIBATHCS C TeM ke nmuTonoM Ha C5, uro u CS5-KoHBepTa3a, WM MOTYT CBI3BIBATHCS C
npyrum srmToroMm Ha C5, Hexkenn CS5-koHBepTasza. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS HACTOSAIIEE M30-
OpeTeHne mpeaycMaTpuBaeT aHTUTENA WIN MX aHTHUTCHCBS3BIBAIOIINE (PparMeHThl, KOTOPBIE OJOKUPYIOT CBSI3BI-
BaHue C5 ¢ C5-koHBepTa30ii 00€3bsHBI.

B ompeneneHHBIX BapHaHTaX OCYIICCTBICHHS AHTHTENIA WM aHTUTCHCBS3BIBAIONINE (DParMEHTHI MO Ha-
CTOSAIIEMY U300PETCHHIO SBISIOTCS OUCTIEHU(PUICCKAMHI U UMEIOT EPBYIO CHEHU(UIHOCTD CBSI3BIBAHUS C TEp-
BBIM 31uTOonoM Oenka C5 ¥ BTOPYIO CHEIM(PUIHOCTD CBSI3BIBAHUS CO BTOPBIM 3muTornoM Oenka C5, rae mepBbiid
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Y BTOPO¥ SIIUTOIIHI SIBIISTFOTCS PA3IHMYHBIMU U HE MIEPEKPBHIBAIOIIIMUCS.

B onpeneneHHBIX BapHaHTaX OCYIIECTBICHHS aHTHTENA U aHTUTCHCBS3BIBAIOIINE (hPArMEHTHI MO HACTOS-
memy u3obpeteruio cBs3biBatoTcs ¢ C5a ¢ ICsg Menpmie yem 0,5 HM. B onpeneneHHBIX BapHaHTaX OCYIIECTB-
neans antutena coxepkaT HCVR, comepkamryro aMHHOKHCIOTHYIO ITOCIIEIOBAaTEIBHOCT, BBIOPAHHYIO W3
rpynmsl, coctosimedt u3 SEQ ID NO: 290, 306, 322 u 338. B onpeneineHHBIX BapHaHTaX OCYIIECTBICHUS aHTH-
tena coxepxkat LCVR, comepxairyio aMHHOKHCIOTHYIO TOCIEAOBAaTEIFHOCTh, BBIOPAHHYIO W3 TPYIIIBI, CO-
crosmeit u3 SEQ ID NO: 298, 314, 330 u 346.

B ompeneneHHBIX BapHMaHTaX OCYIIECTBICHHS HACTOSAIIEE M300pETEHHE MPEAYCMATPHBACT BBIACICHHOE
AQHTUTEJIO WK €r0 aHTHUTCHCBA3BIBAIOIINI (pparMeHT, KOTOphle UMEIOT O/IHY MIJIM HECKOJIBKO CIIEAYIONINX Xapak-
TepUCTHK: (a) mpezcTaBisieT co00if MOHOKJIOHAJIILHOE aHTUTENIO MOJHOCTHIO YenoBeka; (b) cBsspiBaetcs ¢ C5
yeJioBeKa ¢ KoHcTaHTOH auccouuaru (Kp) mensie yem 0,9 HM mpu 25°C, kak n3MepsiioT B aHaJIM3€ MOBEpX-
HOCTHOTO ITa3MOHHOTO pe3oHaHca; (¢) cBssbiBaeTes ¢ C5 denoseka ¢ Kp mensmie yem 0,3 HM mpu 37°C, kak
M3MEPSIOT B aHAIM3€ IIOBEPXHOCTHOTO TUIA3MOHHOTO pe3oHanca; (d) cBsaspiBaeTes ¢ C5 06e3bsHbI ¢ Kp MeHbIe
yeM 65 HM, KaKk U3MEpSIOT B aHAJIHM3€ MOBEPXHOCTHOTO TJIA3MOHHOTO PE30HAHCa; (€) CBA3BIBACTCS C BAPHAHTOM
C5 genoseka R885H (SEQ ID NO: 356) ¢ Kp menbmie yem 0,5 HM, Kak U3MEpSIIOT B aHAIHM3E MMOBEPXHOCTHOTO
TIa3MOHHOTO pe3oHaHca; (f) cBsaspiBaeTcs ¢ BapuantoMm C5 gemoeka R885C (SEQ ID NO: 357) ¢ Kp menbie
geMm 0,5 HM, Kak U3MEpSIOT B aHAIN3€ MOBEPXHOCTHOTO TUIA3MOHHOTO pe30HaHca; (g) OJOKUpYET OMmocpeI0BaH-
HBeI C5 genoBeka kmaccuueckuit myTh (CP) remomm3a 6ompmie gem Ha 95% u ¢ 1Csy MeHbIe uem 6 HM, Kxak
n3mMepsttoT B aHanmze CP remonmza; (h) 6moxupyeT omocpenoBanHbiii CS5 denoBeka ajdbTepHATHBHBINA MyTh (AP)
remonu3za 6onpie yeM Ha 70% u ¢ ICsy Mmenbe ueM 165 HM, kak usmepstor aHanuze AP remonun3sa; (i) WHTH-
oupyet onocpenoBanubiii C5 adpukanckoit 3eneHoit MapTeimku CP remonus ¢ ICsy Menbie yem 185 HM, kak
n3MepsroT B ananuze CP remonusa; (j) mHrunoupyer onocpenoBanuslii C5 appukanckoi 3eseHoit MapThiiku AP
remonu3 ¢ ICsy Mmenbie uem 235 HM, kak m3MepstoT anannze AP remonmza; (k) MHrHOMpyYET OnocpeaoBaHHBIN
C5 sBanckoro makaka CP remomus ¢ ICsy meHbIie ueM 145 HM, kak usmepstotr B aHanuse CP remonmsa; u (1)
MHTHOMpYeT omocpenoBaHHblii C5 sBaHckoro Makaka AP remomns c¢ I1Csy menbie yem 30 HM, Kak U3MeEpSIOT
anamu3e AP remonmza.

B ompeneneHHBIX BapHMaHTaX OCYIIECTBICHHS HACTOAIIEE M300pETEHHE MPEIYCMATPHBACT BBIACICHHOE
PEeKOMOMHAHTHOE MOHOKJIOHAJIBHOE aHTHTEN0 HpoTuB C5 MM ero aHTHUTCHCBS3BIBAIOMINNA (hparMeHT, KOTOpPhIC
MMEIOT OJIHY WJIH HECKOJIBKO CIEAYIONNX XapaKTepUCTHK: (a) comepkuT Habop u3 mectu CDR, comeprxammx
aMuHOKHUCIIOTHBIE TTocneaoBatenbHocTH SEQ ID NO: 100-102-104-108-110-112; (b) cBszsiBaercs ¢ C5 uenose-
Ka ¢ koHcTanToi nucconnanuu (Kp) mensmre yem 0,2 HM nipu 25°C, Kak U3MEPSIOT B aHAIIN3€ MTOBEPXHOCTHOTO
TUIa3MOHHOTO pe30HaHca; (¢) ca3biBacTes ¢ C5 yenoBeka ¢ Kp menbmie yem 0,3 HM mpu 37°C, kak U3MEpsIOT B
aHaJIM3€e MOBEPXHOCTHOI'O IUIa3MOHHOTO pe3oHaHca; (d) cesaspiBaeTcs ¢ BapuanToMm C5 uenoseka (R885H) ¢ Kp
mensble 4yeM 0,4 HM mpu 37°C, Kak U3MEpSIOT B aHAJIM3€ IIOBEPXHOCTHOTO IUIa3MOHHOTO PE30HAHCa; (€) MHTHU-
OupyeT omocpenoBaHHbIN KiaccuueckuM nytem (CP) remonu3 B ceiBopotke uenoBeka ¢ 1Csy MeHbIe ueM 3 HM;
(f) mHrNOUpYeT OonocpenOBaHHBIN adbTepHATUBHBIM ITyTeM (AP) remonns B ceiBopoTke yenoBeka ¢ ICsy MeHbIIe
yem 27 HM; (g) uarudupyet CP-omocpenoBaHHBIN FeMONU3 B CBIBOPOTKE 00e3bsHEI ¢ ICsy MeHbIIe yem 21 HM;
(g) uarnbupyet AP-omocpenoBaHHbIN reMosin3 B CHIBOpOTKE 00e3bsHbI ¢ 1Csy MenbIie uem 10 HM; (h) mmeer
BpEMSI TIOTYXKU3HU B CHIBOPOTKE (t;,) Oompime ueM 10 cyrok y C5-rymMaHM3UpOBaHHBIX MBIIIEH; (1) UMeeT KOH-
MEHTPAINIO B CHIBOPOTKE Oombiie ueM 10 Mkr/mi o cyTok 40 npu BBeAeHNH C5-ryMaHU3UPOBAHHBIM MBIIIAM;
(j) 6noxupyetr CP-omocpenoBanHbIi reMon3 10 cyTok 50 y C5-rymanu3upoBaHHBIX MbIei; U (k) cBsA3bIBaeTCS
C OJIHOW WM HECKOJBKUMH aMHHOKHUCIOTaMHU, copepkanmmucs B o nern w/miu 3 unenu SEQ ID NO: 359, rue
aHTHUTEIIO He CBSA3BIBACTCS C JoMeHoM aHadwminarokcuaa C5a u3 C5.

Bo BTOpOoM acmexTe, HacTosmiee N300peTeHHE MpeIyCMaTPUBAET MOJEKYIBl HYKJICHHOBOW KHCIOTHI, KO-
qupytomue antutena npotuB C5 wim ux dactu. Hampumep, Hacrosiiee n3o0peTeHne npeaycMaTpuBaeT MoJie-
KyJIbl HYKJIEMHOBOH KHCIIOTHI, KOJUpYIOIINe JIFo0ble aMUHOKUCIOTHBIE nocienoBaresnsHocTn HCVR, nepeunc-
JIeHHBIE B TaOJ. 1; B ONpeneseHHBIX BapHaHTaX OCYILECTBJICHHUS MOJICKYJIa HYKJICHMHOBOW KHCIIOTBHI COJEPIKUT
MOJMHYKJICOTUAHYIO TTOCIEA0BATENEHOCTD, BRIOPAHHYIO M3 JIIOOBIX MOCIIEI0BATEILHOCTEH HYKICHHOBOH KHCIIO-
el HCVR, nepeuncriieHHbIX B TabJ1. 2, WIIK 110 CYIIECTBY CXO0XKEH ¢ HUMU IOCIIEA0BATEILHOCTH, 001 JatoneH 1mo
MenblIel mepe 90%, no mensueit mepe 95%, no mensmei mepe 98% wunu no MeHsel Mepe 99% HUOEHTUYHO-
CTBIO TTOCTIEIOBATEIIHLHOCTEH C HUMH.

Hacrosmee m3o0pereHne TakKe OTHOCHTCS K MOJIEKyJaM HYKJICHHOBOH KHCIIOTBHI, KOAUPYIOUINM JIOObIC
aMHUHOKHUCIIOTHBIE rTocnenoarenbHocTH LCVR, nepedncienssie B Tab. 1; B onpeneneHHBIX BApHaHTaX OCYIIe-
CTBJICHHUS MOJICKYyJIa HYKIEHHOBOH KHCIOTHI COACPIKUT MOIMHYKICOTHAHYIO MOCIEeIOBATEIBHOCT, BRIOPAaHHYIO
13 JTIOOBIX TIOoCTIe0BaTeIbHOCTEH HyKIIeMHOBOH KUCIOTHI LCVR, nepedncieHHbIX B Ta0JI. 2, WU 10 CYIIECTBY
CXOKEH ¢ HUMH TOCJIEJOBaTEIILHOCTH, oblanaromei mo Mensineii mepe 90%, mo menbiieir mepe 95%, mo
MeHb1Ie Mepe 98% wuiu o MeHblIe Mepe 99% MASHTUYHOCTHIO MOCIEA0BATEIbHOCTEN C HUMHU.

Hacrosimee n300peTeHne TakKe OTHOCUTCS K MOJIEKYJIaM HYKJIEWHOBOH KHCJIOTHI, KOANUPYIOLIIUM JIIOObIE
aMHMHOKHCIIOTHBIE nocienoBarensHocTh HCDR1, nepeunciennsie B Tada. 1; B onpeeneHHBIX BapHaHTax oOCy-
IIECTBJICHUS] MOJICKYJIa HYKJIEHHOBOW KHCIJIOTBI COAEPXKHUT MONMHYKICOTHAHYIO MOCIIEI0BATEIILHOCT, BHIOpaH-
HYIO M3 JIIOOBIX IocienoBaTensHoCcTel HykiaenHoBor kucinoTel HCDR1, nepeuncieHHbIx B Ta0i. 2, Win 1o cy-
IIECTBY CXOKEH ¢ HAMH IIOCIIE0BAaTEIFHOCTH, oOnamaromeii mo MeHsmeil Mmepe 90%, mo menspmei mepe 95%,
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1o MeHblIeil mepe 98% wnu o Menslelt Mmepe 99% MACHTUYHOCTHIO MTOCIE0BATEIbHOCTEH C HUMH.

Hacrosiee n3o0peTeHre TakKe OTHOCHTCSA K MOJIEKYJaM HYKICHHOBOHN KUCIIOTHI, KOAUPYIOUIMM JFOOBIC
aMUHOKHUCJIOTHBIE TIocnenoBaTenbHocTH HCDR2, mepeuncnennsie B Tabn. 1; B onpemeneHHbIX BapHaHTaX OCY-
IIECTBJICHUS MOJEKYJIa HyKIEHHOBOW KHCIOTBHI CONEPXKUT MOJMHYKICOTHAHYIO IOCIEA0BATEILHOCTD, BEIOpaH-
HYIO M3 JIOOBIX MOCienoBaTellbHOCTe HyKiIenHoBoi kucinotel HCDR2, nmepeunciieHHbIX B Ta0. 2, WK 10 Cy-
IIECTBY CXOKEH ¢ HIMH ITIOCIIEJ0BAaTEIFHOCTH, oOnaaromeii mo MeHsmeil Mmepe 90%, mo mensmei mepe 95%,
1o MeHbIei Mepe 98% wmiu o MeHsIei Mepe 99% MACHTHYHOCTHIO TOCIIEAOBATEIFHOCTEH C HUMU.

Hacrosmmee m3o0pereHne TakkKe OTHOCHTCS K MOJIEKyJaM HYKJICHHOBOH KHCIIOTHI, KOAUPYIOUINM JIOObIE
aMUHOKHUCIIOTHBIC TIocienoBatenbHoctd HCDR3, mepeuncnennsie B Ta0d. 1; B ONpeneIeHHBIX BapHaHTaX OCY-
IIECTBJICHUS MOJEKYJIa HyKICHHOBOW KHCIOTBHI CONCPIKUT MONUHYKICOTHIHYIO IOCIEI0BATEIbHOCTD, BEIOpaH-
HYIO M3 JIIOOBIX IocienoBaTenbHoCTel HykienHoBor kucinoTel HCDR3, nepeuncieHHbIx B Ta0. 2, WK 110 Cy-
MIECTBY CXOXKEH ¢ HUMH TOCIIE0BAaTEIFHOCTH, oOnagaromeii mo MeHbieil Mepe 90%, mo menbiiei Mepe 95%,
1o MeHbleit mepe 98% wnu o Menslelt Mmepe 99% UACHTUYHOCTHIO MTOCIE0BATEIbHOCTEH C HUMH.

Hacrosiee n3o0peTeHre TakKe OTHOCHTCSA K MOJIEKYJaM HYKICHHOBON KUCIIOTHI, KOAUPYIOIINM JFOOBIC
aMUHOKHUCIIOTHBIE TIocnenoBaTenbHocTd LCDR1, mepeuncinennsie B TaON. 1; B ONMpeneIeHHbIX BapHaHTaX OCy-
IIECTBJICHUS MOJIEKYJIa HyKIEHHOBOW KHCIOTBHI CONEPXKUT MOJMHYKICOTHAHYIO IOCIEA0BATEILHOCTD, BEIOpaH-
HYIO U3 JIIOOBIX TIOCJIeNOBATEIbHOCTEH HyKIenHOBOH kucioTsl LCDR1, mepedncieHHpIx B TabJI. 2, WK 10 Cy-
IIECTBY CXOKEH ¢ HAMH ITIOCIIEJ0BAaTEIFHOCTH, oOnanaromeii mo MeHsmeil Mmepe 90%, mo menspmei mepe 95%,
1o MeHbIei Mepe 98% wmmn mo MeHsIIei Mepe 99% MACHTHYHOCTHIO TOCIIEAOBATEIFHOCTEH C HUMU.

Hacrosmee m3o0pereHne TakkKe OTHOCHTCS K MOJIEKyJaM HYKJICHHOBOH KHCIIOTHI, KOAUPYIOUINM JIOObIE
AMUHOKHUCIIOTHBIC TocienoBarenbHoctd LCDR2, nmepeuncnennpie B Tabn. 1; B ONMpeeNieHHBIX BapUaHTaX OCY-
IIECTBJICHUS MOJICKYJIa HyKICHHOBOW KHCIOTBHI CONCPIKUT MONUHYKICOTHIHYIO MOCIEI0BATEILHOCTD, BEIOpaH-
HYIO M3 JIIOOBIX MocieoBaTeIbHOCTeH HyKiIenHOBOM kucinotel LCDR2, nepednciieHHBIX B Tabi. 2, Wik 10 Cy-
MIECTBY CXOXKEH ¢ HUMH TOCIIE0BAaTEIFHOCTH, oOnagaromeii mo MeHbieil Mmepe 90%, mo menbmiei Mepe 95%,
o MeHbleit mepe 98% wnu o Menslelt Mmepe 99% UACHTUYHOCTHIO MTOCIE0BATEILHOCTENH C HUMH.

Hacrosmee m3o0pereHne TakkKe OTHOCHTCS K MOJIEKYJIaM HYKJICHHOBOH KHCIIOTHI, KOAUPYIOUINM JFOObIE
aMUHOKHUCIIOTHBIE TIocnenoBaTenbHocTH LCDR3, nepeuncnennsie B TaON. 1; B ONMpeneIeHHbIX BapHaHTaX OCy-
IIECTBJICHUS MOJEKYIa HyKIEHHOBOW KHCIIOTBHI CONEPXKUT MOJMHYKICOTHAHYIO ITOCIIEA0BATEILHOCTD, BEIOpaH-
HYIO U3 JIIOOBIX TIOCJIeNOBATENbHOCTEH HYKIenHOBOH KuciIoTel LCDR3, mepeuncieHHpIx B TabJI. 2, WK 10 Cy-
IIECTBY CXOKEH ¢ HIMH ITIOCIIEJ0BAaTEIFHOCTH, oOnaaromeii mo MeHsmeil Mmepe 90%, mo menspmei mepe 95%,
1o MeHbIei Mepe 98% wmmu mo MeHsIIei Mepe 99% MACHTHYHOCTHIO TOCIIEAOBATEIFHOCTEH C HUMU.

Hacrosiee m300peTeHre TakKe OTHOCUTCS K MOJICKYJIaM HYKJIEHHOBOH KHCIOTHI, KomupyromuM HCVR,
rne HCVR conepxut Habop u3 tpex CDR (1.e. HCDR1-HCDR2-HCDR3), r1e Habop aMHHOKHCIOTHBIX TO-
cienosarensHocteit HCDR1-HCDR2-HCDR3 npencrasnser co6oif To, 4TO ONpenesneHo ¢ HOMOIIBIO JTHO0BIX
00pa3noBeIx aHTUTEN MPOTHB C5, MepeyncIcHHBIX B Ta0II. 1.

Hacrosiee m300peTeHre TakKe OTHOCHUTCS K MOJEKYJIaM HYKICHHOBOHW KHCIOTHI, KomupyromuMm LCVR,
rne LCVR conepxut Habop u3 Tpex CDR (1.e. LCDR1-LCDR2-LCDR3), rne Habop aMHHOKHCIIOTHBIX ITOCTIE-
noBatensHOCcTed LCDR1-LCDR2-LCDR3 mpencraBnser coboit TO, YTO ONMPENEICHO ¢ TOMOIIBIO JIIOOBIX 00-
pastoBbIX aHTHTEN MPOTHB C5, MEPEUNCIICHHBIX B Ta0M. 1.

Hacrosmee m3o00peTeHne Taxke OTHOCHUTCS K MOJIEKYJIaM HYKJICHHOBOW KHCIOTHI, KOAMPYIOMIMM Kak
HCVR, tak 1 LCVR, rne HCVR coaepuT aMHHOKHCIOTHYIO ITOCJIEOBATEILHOCTD U3 JIFO0O0H M3 aMUHOKHC-
notHeIX mocnenoBatensHocTet HCVR, mepeuncnennsix B 1abn. 1, u rme LCVR comepXuT aMUHOKHUCIIOTHYIO
MOCJIEIOBATEIFHOCTD U3 000N U3 aMUHOKHCIIOTHEIX mocienoBarenapHocTeid LCVR, nepedncieHHbIxX B Tadm. 1.
B ompeneneHHBIX BapHaHTaX OCYIICCTBICHUS MOJEKYIa HYKICUHOBOMN KUCIOTHI COACPIKUT MOTHMHYKICOTHIHYIO
MOCJIEIOBATEIEHOCTh, BRIOPAHHYIO U3 JIFOOBIX MOCIECA0BATeIbHOCTEH HyKIenHOBOU Kucinotel HCVR, mepeunc-
JICHHBIX B TaOJ. 2, WU MO CYMIECTBY CXOXKEH C HHMH MOCJCIOBATEIBHOCTH, O0JIQNAONICH 10 MCHBIICH Mepe
90%, o menbiel Mepe 95%, o MenblIel Mepe 98% unu no MenplIel Mepe 99% HIIEHTUYHOCTBIO MOCIEA0BA-
TENBHOCTEH ¢ HUMH, W MOJIUHYKICOTUIHYIO MOCICIOBATEIBHOCTh, BEIOPAHHYIO U3 JIFOOBIX MOCIICIOBATEIBHO-
cteil HykiaenHoBo# kucioTel LCVR, mepedncieHHpIx B Tab. 1, Wik 1o CYIIECTBY CXOXeW ¢ HUMH TIOCTIeI0Ba-
TeNbHOCTH, oOnamaromeil mo MeHpmeil Mepe 90%, mo Mensmeit Mepe 95%, mo meHsImel mepe 98% wmm mo
MeHbIIeH Mepe 99% HICHTUYHOCTBHIO MOCIENOBATEIFHOCTEH ¢ HUMH. B omnpeneneHHbIX BapHaHTaX OCYIIECTB-
JICHUS] B COOTBETCTBUU C OTUM acCIeKTOM H300pEeTeHHs, MOJIEKyJia HYKIeMHOBON KuciaoThl koaupyer HCVR u
LCVR, rne m HCVR 1 LCVR mnosydeHsl U3 OAHOTO U TOTO e aHTuTena npotus C5, mepeuncieHHoro B Taom. 1.

B cBa3aHHOM acmekTe, HacTosIIee M300peTeHHE MpeayCMaTpiBaeT PEKOMOWHAHTHBIE YKCIPECCHPYIOIUE
BEKTOPBI, CIIOCOOHBIC YKCIPECCHPOBATH IOJNUICITHI, COACPKAIIMA BapHaOEIbHYIO 00JIACTh TSKEIOW WU JIeT-
Kol menu anTurena npotue CS5. Hampumep, HacTosiee H300pETCHUE BKIIFOYACT PEKOMOMHAHTHBIC YKCIPECCH-
PYIOIIUE BEKTOPHI, COACPIKAIINE JIFOOBIC MOJICKYJIbl HYKIICHHOBOW KHCJIOTHI, YKa3aHHBIC BHIIIE, T.C. MOJCKYJIBI
HYKJIEHHOBOW KHCJIOTHI, Kopupyroume iaro0sie nocienosarensHocty HCVR, LCVR n/unu CDR, kax u3noxxeHo
B Tabn. 2. Taxke B 00bEM HACTOSIIECTO M300PCTCHUS BKIFOYCHBI KICTKHU-XO035CBa, B KOTOPHIC BBCACHBI TaKHE
BEKTOPBI, @ TAKIKE CIOCOOBI MOTYYCHUS aHTHTEI WM HX YaCTCH MOCPEICTBOM KYJIHTUBHPOBAHUS KICTOK-XO035CB
B YCIIOBUSX, JOITyCKAIOIIUX ITOJyYeHHE aHTHUTEIN MU (PparMeHTOB aHTHUTEN U W3BIICUEHUE aHTUTEN U (parMeH-
TOB aHTHUTEJN, HOJIYICHHBIX TAKUM 00pazoM.
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B TpetheM acriekTe, H300pETEHUE OTHOCUTCA K (hapMalleBTHUCCKOW KOMITO3UIHH, COJCPKAIICH Teparncs-
THaeckd 3 PeKTHBHOE KOMUYECTBO IO MEHBIIEH Mepe OJHOT0 PEeKOMOWHAHTHOT'O MOHOKIIOHAJBHOTO aHTHTENA
WIM €r0 aHTUTEHCBS3BIBAIONIETO (parMeHTa, KOTopble crnenuduuecku cBs3bBatoT C5, W ¢dapManeBTHICCKH
TIPUEMIIEMBIA HOCUTENb. B CBS3aHHOM acriekTe, H300peTeHre OTINYAeTCsl KOMITIO3UITEH, KOTOpast PEACTaBIseT
co0oi koMOMHaIMIo anTuTeNa npotuB C5 W BTOPOTO TEPareBTHYECKOTO CPecTBa. B 0JHOM M3 BapHaHTOB OCY-
IIECTBJICHUS BTOPOE TEPANIeBTHYECKOE CPEICTBO MPEACTABISIET CO00H F000€e CpeacTBO, KOTOPOE OIarONPHUSATHO
00BeANHSIOT ¢ aHTUTeIoM TpoTUB C5. OOpa3IoBbIe CpPelncTBa, KOTOPhIE MOTYT OBITh TIOJIE3HO OOBETMHEHBI C
aHTuTeNIoM poTuB C5, BKIIIOYAIOT, 0€3 OrpaHuYeHMsI, IPYTHe CPEICTBA, KOTOPhIC CBA3BIBAIOT /MM HHTHOUPY-
0T akTuBHOCTH C5 (B TOM 4YHCIIE JPYTHC aHTHTENA WIH WX aHTUTCHCBSA3BIBAIOIINC (PPArMEHTHI U T..I.), W/WIH
CpeICTBa, KOTOPBIC HEMOCPEACTBCHHO HE CBA3bIBAIOT C5, HO TeM HE MCHEe JieuaT WIH YIY4YIIaiT TI0 MEHBIIEH
Mepe OJMH CUMIITOM WU Toka3aHue C5-acCOMUPOBAHHOTO 3a00JICBAaHUS WU HapymieHus. [{omoTHUTENbHAS
KOMOWHHUPOBaHHAS Tepanus 1 KOMOMHUPOBAHHBIC COCTABBI C BOBJIICYCHHUEM aHTUTEN NPoTUB C5 10 HACTOSIIEMY
U300pPETEHUIO PACKPHITHI B IPYTOM MECTE B HACTOSIIECM OIHCAHHH.

B derBepTOM acrekTe, M300pETCHHE OTHOCUTCS K TCPAICBTHYCCKUM CIIOCO0AM IS JICUCHUS 3a00JICBaHUS
WM HapymeHus, cBs3aHHoro ¢ C5, y cy0beKTa ¢ MCHOIb30BaHUEM aHTHTeNa HMpoTuB C5 WM aHTHUTEHCBS3BI-
BAIOMICH YaCTH aHTUTENA M0 M300PETEHHIO, TAE TEPANIeBTUIECKHE CITOCOOBI BKIIIOYAIOT BBEICHUE TepalleBTHIC-
cku 3PPEKTUBHOTO KOJIHYEeCTBa (hapMaleBTHUECKON KOMITO3UINH, COJCpIKAIICH aHTHTEIO I aHTUTCHCBSI3BI-
BalOMMU (parMEeHT aHTUTENA 110 M300pETeHHIO, CyOBeKTy, HyKAammeMycs B 3ToM. Hapymerne, KoTopoe Je-
4aT, TIpeACTaBIsIeT co0o0if M0boe 3a00IeBaHNE WM COCTOSHUE, KOTOPOE YCOBEPIICHCTBYIOT, YITyUIIAOT, HHTH-
OMPYIOT WM TMPEJOTBPALIAIOT MOCPEACTBOM WHTHOMpoBaHWs akThBHOCcTH C5. B ompeneneHHBIX BapHaHTax
OCYILIECTBIICHHS H300PETCHUE OTHOCHUTCS K CIT0co0aM Mpe0TBPALICHUS, JICUCHUS WIH YIIYYIIICHUS 0 MEHBIICH
Mepe OJJHOTO CHMITOMA aTHIIMYHOTO FeMOJHTHKO-ypemuueckoro cuaapoma (aHUS), coco0 BriIrOUaeT BBEC-
HHUE TepaneBTHYCCKU 3(PPEKTUBHOrO KOIMYECTBA aHTHTENA MpOTHB C5 WM €ro aHTUTCHCBS3bIBAIOLICTO (par-
MEHTa TI0 U300PETCHHUIO HYKIAIIIEMYCsl B 3TOM CyOBEKTy. B HEKOTOPHIX BapHaHTaX OCYIIECCTBICHUS HACTOS-
niee U300peTeHne NPeAyCMaTPUBACT CIIOCOOBI YIYYIICHHS WIH CHIKCHUS TSDKECTH MO MEHBIICH Mepe OJTHOTO
CHUMIITOMA WJIU TIOKa3aHUs MapoKCU3MallbHOW HOYHON remoriioounypun (PNH) y cyObekTa mocpencTBoM BBe-
neHus antuTena npotuB C5 mo n3o00peTeHnio. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS aHTUTENO WU €T0 aH-
TUTEHCBS3BIBAIONINHN (parMEeHT MOXXHO BBOJIUTH NPOPIIAKTHYECKH MIIH TEPAIICBTHICCKH CYOBEKTY C HAIHIHEM
i puckoM Hanmgus C5-acconnmnpoBaHHOTO 3a00JICBaHUS WIIN HapyIIeHHUS. B ompeneneHHBIX BapHaHTaX OCy-
IIECTBJICHUS aHTUTENIO WM €T0 aHTHTCHCBS3BIBAIONINNA (pparMeHT mo M300peTeHHIO0 BBOIAT B KOMOHMHAIIMH CO
BTOPBIM TEPAIEBTUYECKAM CPEACTBOM CYyOBEKTY, HY)KIAIOMEMYCsl B 3TOM. BTopoe TepameBTHIecKoe CpeacTBO
MOJKHO BBIOMPATh W3 TPYIIIIBI, COCTOSIICH U3 TMPOTHBOBOCTIAIUTEIHFHOTO JICKAPCTBCHHOTO CPEJCTBA (TAKOTO KaK
KOPTUKOCTEPOUIBI U HECTCPOUTHBIC MMPOTUBOBOCIIATUTEIBHEIC JICKAPCTBCHHBIC CPEJCTBA), IPYrOro aHTHTENA K
oenky C5, muimeBoi 10OaBKH, TaKOH KaK aHTHOKCHAAHTHI, M JIFOOOTO JIPYroro JICKApCTBEHHOTO CPEACTBA WU
TEpaIuy, U3BECTHRIX B JAHHOW 007acTH. B ompeieneHHBIX BapUaHTaX OCYIIECTBICHUS BTOPOE TEPATICBTUIECKOEC
CPEIICTBO MOXKET MPEACTABIATE COOOM CPEICTBO, KOTOPOE MOMOTACT MPOTHUBOICHCTBOBATh MU CHIDKATH JIFOOOU
BO3MOXHEIN MOOOYHBIA 3PPEKT(bI), CBSI3aHHBIA C AaHTUTEIIOM WJIH €r0 aHTUTCHCBSI3BIBAIOIINM (DparMeHTOM IO
M300pETEHUIO, €CITM Takod MmoOOYHBIN 3¢ (hekT(bl) TOJDKEH MPOSBUTHCS. AHTHTENIO WM €ro (parMeHT MOXHO
BBOJIUTH ITOJIKOXHO, BHYTPUBEHHO, BHYTPUKO)KHO, MHTPAIIEPUTOHEATHHO, MEPOPANBEHO WM BHYTPUMBIIICYHO.
AHTHUTENO WK ero (pparMeHT MOXXHO BBOAUTH B J103€ MPUOIU3UTENBHO OT 0,1 MI/KT MacChl Tena MPUOIU3UTEb-
HO 110 100 MI/KT Macchl Teja cyobekTa. B onpeeneHHBIX BapHaHTaX OCYIIECTBICHHS aHTHTENIO MO0 HACTOSIIEMY
M300pETEHUIO MOYKHO BBOJIUTH B OJTHOM MITM HECKOJBKUX J103aX, COCTaBIstomuX Mexay S0 u 600 mr.

Hacrosiee n300peTeHne Takke OTHOCUTCS K MPUMEHCHHIO aHTHUTENA NMPOTHB C5 Wi ero aHTUTCHCBS3EI-
Baromiero (hparMeHTa o U300pEeTCHHUIO MTPH U3TOTOBICHUH JICKAPCTBEHHOTO CPEJICTBA JUIS JICUCHHS 3a00ICBaHUS
WIN HAPYIICHHUS, TSI KOTOPOTO OyIeT moie3Ha O0Kaaa CBA3BIBAaHUS W/UIK akTHBHOCTH C5.

Jpyrue BapuaHThI OCYIIECTBICHUS OYIyT BUIHBI TP IPOCMOTPEH CICTYIOMIETO MOIPOOHOTO ONHCAHUS.

Kparkoe onucanue ¢puryp

Ha ¢uwr. 1 npencrasieHo narnoupoBanue yposHeid C5a anturenom nporus C5 H4H12166P B 3aBucumo-
CTH OT JIO3bI, Kak onpeaenstoT mocpeactsoM ELISA (ommcano B mpuMmepe 9 B HACTOSIIIEM OMTUCAHHH).

Ha ¢ur. 2 npencrasiena o0mias KOHIEHTPAIUS B CHIBOPOTKE B 3aBUCUMOCTH OT BPEMEHH TIOCTIe OJTHOM 15
MT/KT BHyTpuBeHHOH nHBeKImn H4AH12166P, H4H12161P min o0bekTa CpaBHEHHUS 2 caMIlaM sIBAHCKOTO MakKa-
ka (omucaHo B mpuMepe 10 B HacTosimeM onucanuu). [Ipodnnm KoHIIEHTpaIusa-BpeMsl HAHOCHIIN Ha TpaduK OT
TIEpBOTO TIOCHE JI03BI IO pe3yJsibTaTa Ha Ipenene KoiamdecTBeHHoro onpenencaus (BLQ), ecnn nmpumernmo, xo-
Topbiii paccunmthiBayid kak LLOQ/2. Kaxmas Touka maHHBIX mpeactaBiseT cpeanee (+SD) (n=4 xuBOT-
HBIX/TPYIIAa); KOHIICHTPAIUH, HAa KOTOPhIC, KaK MPEIIoaraiy, HaXOJIIUCh o BIusHiueM ADA, uckirodamu y
1 sxuBotHOro B rpynne H4H12166P u 1 xuBotHoro B rpynne H4H12161P, naunnast ¢ cytok 36 u cytok 29,
cootBeTcTBeHHO. LLOQ=HIXHUI TIpeied] KOJTUYECTBEHHOTO OINpeIeICHHUS.

Ha ¢wur. 3 mpencraBieH MpoOICHT TeMOJIN3a B 3aBUCUMOCTH OT BPEMCHH €X ViVO B KPACHBIX KJIETKAX KPOBH
JUIs aHAM30B (A) Kiaccudeckoro mytH 4 (B) ambTepHATHBHOIO MyTH MOCHE OJHOW BHYTPUBCHHOW HHBCKITHH
H4H12166P, H4H12161P wmn oObekTa cpaBHEHHUS 2 caMIlaM SIBAHCKOTO Makaka. % TeMOJIN3a, BRIYHCIIICMBIH
KaK COOTHOIICHHE SKCIIEPIMEHTAIFHOTO H MaKCHMAaJIBHOTO JIM3UCA 32 BEIYeTOM % (poHOBOTO nm3mca m3 000X
3HAa4YCHHH, CBs3aH ¢ KoimdecTBoM C5, WHTHOMPOBAHHOTO KOHKPETHBIM aHTHTENOM MpoTuB C5, MpHCyTCTBYIO-
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IIIMM B CHIBOPOTKE B TaHHBIN MOMEHT BpeMeHH. Kaxxias Touka JaHHBIX IpeacTaBisieT cpennee (£SD).

Ha ¢wur. 4 npeacrasnensr npodwin o0mieii KOHIEHTPALMH B CHIBOPOTKE B 3aBUCUMOCTH OT BPEMEHHM JUIA
BBIOpaHHBIX aHTUTEN nmpoTuB C5 y Mplmel, rymann3npoBanHbx o C5 (ommcano B mpumMepe 11 B HacTosmem
ormcanun). ['ymanusupoBanupiM C5 MbliaM BBOIMIM OAHY 15 Mr/kr monkoxuyro no3y H4H12166P, oobexT
cpaBHeHUst | niam oObekT cpaBHeHMs 2. Kakmas Touka AaHHBIX npejacTtaBisieT cpepHeerSEM (n=4-5 xaxi.).
OCyIecTBISUIM MOHUTOPHUHT KOHIICHTPAIM aHTUTEN B ChIBOpoTKax depes 1, 10, 20, 30 u 40 cyTok mocie uHb-
eKIIUH ¢ UCTIONb30BaHueM coHABIY ELISA.

Ha ¢wur. 5 mpencraBneH mpoueHT reMoin3a B 3aBUCUMOCTH OT BPEMEHHU €X Vivo B aHaJM3e TeMOJH3a Io
KJIACCHYECKOMY ITyTH KOMITJIEMEHTA [T BEIOPaHHBIX aHTUTEN NpoTruB C5 y MBIIEH, TyMaHn3upoBaHHEBIX 1Mo C5.
I'ymannsupoBaaHbM C5 MBITIIaM BBOAWIN OAHY 15 Mr/kr moakoxHyro a03y H4H12166P, o6bekTa cpaBHeHUs |
wi 00beKTa cpaBHeHUs 2. Kaxxias Touka JaHHBIX TpeacTaBisieT cpeaneetSEM (n=4-5 kaxn.). OcymiecTBIsn
MOHHUTOPHHT IIPOIIEHTa TEMOJIN3a B CBIBOPOTKE Tepen 10301, uepes 10, 20, 30, 40 u 50 cyTok mociie HHbEKIIHH.
% remMoii3, KOTOPHIA BBEIYUCIISUIN KaK COOTHOIICHHE SKCIIEPHIMEHTAIFHOTO ¥ MaKCUMAaJIHHOTO JIM3UCA 32 BBHIYE-
ToM % (OoHOBOTO JIM3HUCa U3 00OMX 3HAYECHUH, CBsA3aH ¢ KoinndecTBOoM C5, MHIMOMPOBAaHHOTO KOHKPETHBIM aH-
tutesnoM npotus CS5, NPUCYTCTBYIOIINM B CHIBOPOTKE B IaHHBIH MOMEHT BPEMEHH.

Ha ¢wur. 6 npeacrasnensr npodmin oOmmeii KOHIEHTPALMH B CHIBOPOTKE B 3aBUCUMOCTH OT BPEMEHHM JUIS
BBIOpaHHBIX aHTUTEN nmpoTuB C5 y Mplmel, rymann3npoBanHbx o C5 (ommcano B mpumMepe 11 B HacTosmem
onucaHuu). MpIniaM BBOIWIM ofHy 15 Mr/kr noakoxHyto nosy H4H12166P, H4H12161P, o0bekTa cpaBHEHHS
1 wmn m3oTunuueckoro koutpossi 1gG4P. Kaxnas Touka nmanHbIX mpencraBisieT cpeaHeerSEM (n=5 kaxn.).
OcylecTBIsUI MOHUTOPUHT YPOBHEHM aHTUTEN B ChHIBOpOTKax yepe3 6 4, 1, 2, 3, 4, 7, 10, 14, 21, 30, 45 u 59
CYTOK ITOCJIe MHBEKITUH C UCTOJIb30BaHneM coHIBHY ELISA.

Ha ¢wur. 7 npencraien rpaduk, TOKa3pIBAIOIINA OIIEHKH ONTHYECKOH KorepeHTHO# ToMorpaduu (OCT) y
MBIIIeH, KOTOPBIX JICUMIH M30THITMYECKUM KOHTPOJIEM WM aHTUTeNIoM TpoTuB C5 MIM17628N mno 10 mr/kr
i 50 mr/kr (omucaHo B mpuMepe 14 B HacTosimeM onmucaHum). ****p<(0,0001, 1ByX(paKkTOpHBIH AUCTIEPCHUOH-
HBIH aHaNW3 JIeYeHUS aHTUTeNIoM NpoTuB C5 mo 50 MI/Kr B CpaBHEHHH C OTCYTCTBHEM JICUCHHUS WIIH JICUCHHEM
W30TUITUYECKUM KOHTPOJIEM.

Ha ¢ur. 8 mpeacraBneHo MHrHOMpPOBaHHME TeMOJHM3a 0 KJIACCHYECKOMY ITyTH aHTHTeNIoM mnpotuB C5
MIM17628N B orcyrctBue C3 (A); u B npucyrctBun 80 mxr/min C3 yenoseka (B) (omucano B mpumepe 14 B
HACTOSIIIIEM OITMCAHUH).

Ha ¢ur. 9 npencraBieHo 9HCIIO KIETOUHBIX KiacTepoB y C5 ryMaHN3MpPOBAaHHBIX MBIIIEH, KOTOPBIX JICUH-
JM N30TUIHMYECKUM KOHTpOJeM Wi anturesoM npotus C5 yenosexa H4H12170P no 10 mr/kr wmu 50 mr/kr
(ommmcano B mpuMepe 15 B HACTOAIIEM ONMMCaHUM). N=8-12 T11a3 It KaKI0W TPYIIIIHL.

Ha ¢ur. 10 npencrasien rpaduk, mokaspBatoniuii orieHkd OCT y C5 TyMaHU3UPOBAHHBIX MBIIIEH, KOTO-
PBIX JICUWITH H30TUITHIECKUM KOHTpOJIeM Wik antutesoM npotuB C5 genoBeka H4H12170P mo 10 mr/kr wmm 50
MT/KT (OTIICaHO B TipuMepe 15 B HACTOSIIIEM ONHMCcaHnu). n=8-12 ria3 mis Kax 0 rpyIIbL.

Ha ¢ur. 11 npencrasien rpaduk, mokaspBatoniuii orieHkd OCT y C5 TyMaHU3UPOBAHHBIX MBIIIEH, KOTO-
PBIX JICYWJIH W30THIMMYECKHM KOHTpojeM, aHTuTesioM mnpoTtuB C5 uemoBeka H4H12166P no 3 wmr/kr wim 10
MI/KT Wi 00beKToM cpaBHeHus 2 1o 10 Mr/kr. n=6-12 rna3 s Kaxao# rpynmns! (onucaHo B npuMepe 15 B Ha-
CTOSIILIEM OIHUCAHUN).

Ha ¢wur. 12 npencraieHo 4ucI0 KIETOYHBIX KinacTepoB y CS5 r'yMaHH3UpOBaHHBIX MBIIIEH, KOTOPBIX JIe-
YHJIM U30TUIINYECKUM KOHTPOJIEM, aHTHTEJIOM IpoTHB C5 YenoBeka.

H4H12166P 1o 3 mr/kr uian 10 mMr/kr nnn o0bekToM cpaBHeHus 2 1o 10 Mr/kr. n=6-12 ri1a3 11 Kakaou
rpyIms! (ONMUCAaHO B IpuMepe 15 B HACTOSIIIIEM OMMCAHHN).

Ha ¢ur. 13 mpencraBnena kpuBasi BeikuBacMOCTH Mbimeldd NZBWF1, KOTOPBIX JISUWIIH H30THITHIECKAM
KOHTpoJIeM Wi anTutesaMu npotuB C5 MIM17628N umun M1M17627N (oricaHo B ipuMepe 17 B HACTOSIIEM
OTIFICAHHH).

Ha ¢ur. 14 npencraBnens! ypoBHHU (A) anp0ymMuH B Moue u (B) as0yMuH B MoUYe, HOPMaJIH30BAHHOTO 10
KpeaTUHUHY B Moue, y MbIieil NZBWF1, KOTOpBIX JIeYUIN U30TUITMYECKUM KOHTPOJIEM WJIM aHTHTEJIaMH Ipo-
B C5 M1IM17628N nimm M1IM17627N (onmcano B ipuMepe 17 B HACTOAIIEM OIUCAHUH ).

Ha ¢wr. 15 npencrasieHsl ypoBHM a30Ta MOYEBUHBI B KpoBH y Mbleit NZBWF1, koTopbIX jeunin u3o-
TUIIMYECKUM KOHTpOJIEM WiH aHtutenamu npotuB C5 MIM17628N wm M1M17627N (onmcano B mpumepe 17
B HACTOSIILIEM OITMCAHUH).

Ha ¢wur. 16 npexacrasnen rpaduk, MOKa3bIBAIONINE HHIMONPOBAaHNE aHTUTEI0-3aBUCHMON IUTOTOKCHYHO-
CTH JJIs1 aCTPOUMTOB nocpencTBoM antuten nporus C5 H4H12166P, H4H12170P, oobekra cpaBHeHust 1 1 00b-
€KTa CpaBHEHHS 2, KaK OIHMCAaHO B puMmepe 18.

Ioapo6Hoe onucanue

[lepen ommcanmeM IaHHBIX CIIOCOOOB CIEIyeT IIOHUMATh, YTO 3TO M300pPETEHHE HE OTPAHNYCHO KOHKPET-
HBIMH CITI0OCOOaMH ¥ OIMCAHHBIMH AKCIIEPHUMEHTAIBHBIMU YCIOBHAMH, MO CYIIECTBY CIIOCOOBI U YCJIOBHSI MOTYT
BapbUPOBaTh. TakXkKe CIeqyeT MOHNMATh, YTO TEPMHUHOJIOTHS, MCIIONB3yeMasi B HACTOSIIEM OMUCAHUH, CIYKHUT
TOJIBKO IIEJH OTIFCAHMUS KOHKPETHBIX BAPHAHTOB OCYILIECTBIICHIS M HE TIPEAHA3HAUYCHA B KaUeCTBE OTPaHUUCHHUS,
MOCKOJIbKY 00BEM HACTOSIIETr0 N300pETeHNs OrpaHUYEH TOJILKO NPHIIOKEHHON GopMyIoii n3oopeTeHus.

-9.



048201

[oka He ompeeieHO HHOE, BCe TEXHUUCCKUE W HAYYHBIC TEPMHUH, HCIIOIh3yEeMbIC B HACTOSIIEM OITUCAHUH,
HUMCIOT TO K€ 3HAYCHHE, B KAKOM MX OOBIYHO MOHUMACT CIICIUAIUCT B 00IaCTH, K KOTOPOH OTHOCUTCS 3TO U30-
Operenue. HecMoTpst Ha TO, 9TO JFOOBIE CITOCOOBI M MaTEPHAIIBI, TIOJOOHBIC MJIM SKBUBAJICHTHBIE TEM, YTO OIH-
CaHbl B HACTOSIIEM ONHMCAHUH, MOXKHO HCIIONIB30BAaTh MPH NPAaKTHYECKOH peann3aliil WIN TECTHPOBAHUH Ha-
CTOSIIET0 U300pPETeHNUS, IPEATIOUTUTEIBHBIE CIIOCOOBI U MaTepHallbl OMTUCAHEI Aajiee. Bee myOnukanmu, yrmoms-
HYTBIC B HACTOSIIEM OTHMCAHHH, BKIIOUEHBI B HACTOAIIEE OMMCAHIE MTOCPEICTBOM CCHUIKH B TIOJTHOM OOBEME.

OrnpenesneHwsl.

Tepmun "C5", Taxke Ha3pIBaeMbIi "KOMIOHEHTOM 5 KoMImieMeHTa" win "(akTop KoMIuieMenTa 5", oTHO-
cHTCs K OeJKy CHIBOPOTKH M3 Kackaza KomiuieMeHTa. benok C5 npencrasiser coboii 6enok u3 1676 amuHOKHC-
JIOT, KOTOPBIA CONEPIKUT JIBE LIENH, oL U 3. bermok sSBiseTcst TOUKON CXOXKICHHS TPEeX MyTell aKTHBAlUK KOMILIE-
MEHTa: KJIACCUYCCKOTO MYTH, ATBTCPHATHBHOTO MyTH M MYTH MaHHO30CBSI3bIBAIOIICTO JCKTHHA. AMUHOKHUCIIOT-
Hasl TIOCJIEIOBATEIILHOCTh MOTHOpa3MepHoro Oemka C5 mpuBeZicHa B Ka4eCTBE IMpUMEpa B AMUHOKHUCIOTHOH TO-
CJIeZIOBATENILHOCTH, TpeAocTaBieHHON B GenBank mox HOMepom moctyma NP _001726.2 (SEQ ID NO: 355).
Tepmun "CS5" BkiroyaeT pekoMOuHaHTHBIH Oestok C5 mim ero ¢gparment. TepMuH Takke oxBaThBaeT O6eiok C5
WK ero ()parMeHT, CONPSKECHHBIHN, HAIPUMED, ¢ THCTUANHOBON METKOM, FC MBIIIN Wi YeOBeKa UIIH CUTHANb-
HOW TOCJIeIOBATEeNLHOCTHIO, Takoi kak ROR 1. Hanpumep, TepMHH BKIIIOYAET TOCIISIOBATEBHOCTH, IPUMEPAMHU
KOTOPBIX SIBIISTIOTCS MTOCIIEIoBaTeNbHOCTH, TipencTaBieHubie B SEQ ID NO: 356 wim 357, koTopble copepikar Ha
C-KOHIIE THCTUIMHOBYIO METKY, COINPSDKCHHYIO ¢ aMHHOKHCIOTHBIMH ocTaTkamu 19-1676 moiHOpa3MepHOTO
Oenka C5. TepMuH Takke BKIIOYAET BAPUAHTHI OSJIIKOB, KOTOPBIE COACPKAT THCTUINHOBYIO MeTKy Ha C-KOHIIE,
COTIPSDKEHHYIO ¢ aMHUHOKHCIIOTHBIMH ocTaTkaMu 19-1676 momHOpasmepHoro Oenka C5 ¢ 3amenoit R885SH wm
3ameHoit R885C.

TepmuH "aHTHTENO", KaK UCTIONB3YIOT B HACTOSIIIEM OIMCAHUH, MIPEIHA3HAYCH I 0003HAYCHUS MOJICKYIT
UMMYHOTJIOOYJIMHOB, COCTOSIINX M3 YEeTHIPEX MOJHUICITHIHBIX IerneH, mByx Tspkenbix (H) menei u AByX JIerkux
(L) wmermeit, coeqMHECHHBIX TUCYIHLGOUAHBIMEA CBA3IMU (T.C. "MOJHBIC MOJICKYJIBI AaHTHTENI"), @ TAKXKE UX MYJIbTH-
MepoB (Hampumep, [gM) nim ux aHTUTEHCBs3bIBaOIUX (PparMeHTOB. Kaxkaas Tsokenas 1enb COCTOUT U3 BapHa-
oempHOM 00actu Tsokenol neru ("HCVR" wiu "Vy'") M KOHCTaHTHOM 00JIACTH TSHKEINION ey (COCTOUT U3 J0-
MeHOB Cyl, Cy2 u Cy3). Kaxnas nerkas memb COCTOUT U3 BapuabenbHOU oOnactu serkoi nenu ("LCVR wnun
"V1") u koHCTaHTHOH oOsacty serkoit menu (Cp). O6macti Vi 1 Vi JOMOJHATENBHO MOYKHO TIOJIPA3AeIsATh Ha
obnmactu THmepBaprabeIbHOCTH, 0003HAYaeMbIe OIPEACISIONMMHU KoMIuieMeHTapHocTh obmactsamu (CDR),
KOTOpBIE YePEeayIOTCs C O0JIACTsIMH, KOTOpbIe OoJjiee KOHCEPBATUBHBI U KOTOPHIE HA3BIBAIOT KapKACHBIMU 00Jac-
tamu (FR). Kaxxmas Vi m Vi coctout u3 tpex CDR u geThipex FR, pacmonoxeHHbIX OT aMHHOKOHIIA K KapOOK-
cukoHIy B crneaytomeM mopsiake: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. B omnpenencHHBIX BapHaHTax
ocymecTBieHns FR anTuTena (Mim ero aHTUTEHCBSI3BIBAIONIETO (hparMeHTa) MOTYT OBITH HICHTUYHEI MOCTIEIO0-
BaTEIBFHOCTSM 3apOJIBIIICBOM JIMHUH YEJIOBEKA WJIM MOTYT OBITh MOTU(DHUIIMPOBAHBI CCTECTBEHHBIM KM HUCKYC-
CTBCHHBIM ITyTeM. KOHCEHCYCHYI0 aMUHOKUCIIOTHYIO TIOCJIEIOBATEIFHOCTh MOYKHO OTIPEICIISATh Ha OCHOBE CPaB-
HUTEJILHOTO aHaiu3a AByX miu oonbire CDR.

Takxe BO3MOXHA 3aMEHA OJTHOT'O MM HEeCKOJBKHX ocTaTkoB CDR wmim mpomyck OJHOM WM HECKOJIBKUX
CDR. B HayuHO# nHTepaType ONMCAaHBI aHTUTENA, B KOTOPBIX MOTYT OBITH pacrpezneiens! ogna win ase CDR
st csizeiBadus. Padlan et al. (1995 FASEB J. 9:133-139) anmanusupoBaiu 001acTi KOHTaKTa MEXKIy aHTHUTE-
JAMH M MX aHTUTEHaMH Ha OCHOBE OITyONHMKOBaHHBIX KPHUCTAIUIMYECKHX CTPYKTYP M 3aKJIFOYANH, YTO TOJBKO
MPUOIM3UTEHHO OT OJHOM MATOM A0 0HOU TpeTheil ocTaTtkoB CDR (hakTHUeCKn KOHTAKTHPYIOT C AHTUT'CHOM.
Padlan Taxxe oOHapyXWJI MHOXECTBO aHTHUTEN, B KOTOPhIX oaHa win nBe CDR He MMEIOT aMHHOKHUCIIOT B KOH-
TakTe ¢ aHTHreHoM (cM. Takke Vajdos et al. 2002 J Mol Biol 320:415-428).

Octatkn CDR, He KOHTaKTHPYIOUINE C AHTUTEHOM, MOXHO HICHTH(UIIMPOBATh HA OCHOBE IPEABIAYIINX
uccnenoBannii (Hanpumep, ocratku H60-H65 B CDRH2 wacto He TpeOyroTes), B oonactsasx CDR mo Kabat, ne-
xammx BHe CDR mo Chothia, mocpescTBoM MoJeKyIsipHOro MojenupoBanus u/min smnupudecku. Ecmm CDR
WIA e¢ OCTaTOK(OCTaTKH) MPOIYCKAIOT, OOBIYHO €€ 3aMEHSIOT Ha aMHUHOKHCIIOTY, 3aHHMAIOIIYK) COOTBETCT-
BYIOIIICE IOJIOKEHHUE B NIPYTrOH MOCICIOBATEIBPHOCTA AHTUTENA YCIIOBEKA WIIM KOHCEHCYCE TaKUX MOCIEI0Ba-
tenbHOCTEH. [Tonoskenus s 3amensl B CDR ¥ aMUHOKHCIIOTBI [UISL 3aMEH TaKXKE MOXKHO BBHIOMPATh IMITHPHYC-
CKHU. DMITUPHYCCKIE 3aMEHBI MOT'YT MPEICTABIATh COO0M KOHCEPBATHBHBIC WIIM HEKOHCCPBATHBHEIC 3aMCHBI.

MOoOHOKIIOHAJIFHBIE aHTHUTENA MOJHOCTHIO desoBeKka MpoTHB C5, pacKpHITHIE B HACTOSIIEM OIMCAHWHU, MO-
TyT COAepX aTh OJHY I HECKOJBKO 3aMeH, MHCEPIUN W/WIN JeNeIUii aMUHOKHUCIIOT KapkacHbIX u/mimu CDR
obnacTsax BapraOeNbHBIX JOMEHOB TSDKEIBIX U JIETKHX IETNeH 10 CPaBHEHHIO C COOTBETCTBYIOIIMMH MOCTICIOBA-
TENBHOCTSAMH 3apOJBIIICBON TUHUA. Takue MyTalHu JISTKO OIPENeNsiTh IMOCPEACTBOM CPaBHEHHS aMHHOKHC-
JIOTHBIX ITOCIIEIOBATEIBHOCTEH, PACKPHITHIX B HACTOSIIEM OINMCAHWH, C MTOCIEIOBATEIBHOCTSIMA 3apOIBIIIEBOM
JMHWHU, JOCTYIHBIMY, HAIIPUMEpP, B MyOIWYHBIX 0a3aX JAaHHBIX O IOCIEAOBATCIBHOCTIX aHTHTEN. Hactosiiee
n300peTeHNEe BKIIIOYACT aHTUTENA U UX aHTUTCHCBSI3BIBAIONINE (DPArMEHTHI, KOTOPBIC TTOYYAOT U3 JIFOOBIX aMHU-
HOKHCJIOTHBIX TOCJIEIOBATEILHOCTEH, PACKPBITHIX B HACTOSIIEM OIHCAHUH, B KOTOPBIX OJHY WA HECKOJBKO
AMHUHOKHUCIIOT B OJIHOM WJIM HECKOJNLKHUX KapkacHbIX u/mar CDR 001acTsX MyTHPYIOT B COOTBETCTBYFOIIUI OC-
TaTOK(OCTaTKH) MMOCIICIOBATEIBHOCTH 3apOIBIIICBOM JIMHUH, U3 KOTOPOU MOTYYCHO aHTUTENO, HIIH B COOTBETCT-
BYIOIIIUI OCTATOK(OCTATKH) APYTOW MOCICAOBATSIFHOCTH 3apOIBIIICBOI JIMHUU YEIOBEKA, WK B KOHCEPBATHB-
HYI0O aMHHOKHCIIOTHYIO 3aMEHY COOTBETCTBYIOIIETO OCTAaTKa(OB) 3apOIBIIIEBOM JIMHIH (TaKUe 3aMEHBI B TIOCIIE-
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JIOBATCIILHOCTH 0003HAYAIOT B HACTOSIIIEM OIMCAHUH B COBOKYITHOCTH Kak "reHepaTuBHbIe MyTaruu'"). Crerua-
JIUCT B JAHHOW OOJIACTH, HAYMHAS C TOCJICIOBATCIFHOCTEH BapruaOeIbHBIX 00JaCTeH TSKEIIOW M JISTKOW IIeTei,
PACKPBITBIX B HACTOSIIEM OMHCAHWU, MOXKXET JIETKO IMOJy4YaTh MHOXKECTBO AHTHUTEN M AHTHUTCHCBSA3BIBAIOIINX
(hparMeHTOB, KOTOPHIE COAEPIKAT OJHY WIIM HECKOJIBKO WHANBHUIYAIBHBIX TeHEPATUBHBIX MYyTAIUil HIIH X COYe-
TaHus. B onpeneneHHBIX BapraHTax OCYIIECTBICHUS Bce ocTaTku Kapkaca w/mim CDR B momeHax Vy w/nmm Vi
MYTHPYIOT 0OpaTHO B OCTaTKH, BCTPEYAIONIHECS B MCXOIHOHN IMOCIEIOBATEIHHOCTH 3apOABIIICBON JIMHUH, U3
KOTOPOH aHTUTEIO MOTyueHO. B Ipyrux BapmaHTax OCYyIIECTBICHUS TOJIHKO OMpPEICICHHBIE OCTATKH MYTHPYIOT
00paTHO B MCXOIHYIO TOCIEAOBATEIHFHOCTD 3aPOBIIICBOI JIMHNHN, HAIpUMEp, TOJBKO MYTHPOBAaHHBIE OCTATKH,
BCTpeuaroluecs B Mpenesax nepBeix 8 amuHokucaoT B FR1 unu B peaenax nocieqaux 8 aMuHOKUCIIOT B FR4,
WK TOJIBKO MyTHPOBaHHBIE OCTaTKH, BeTpedaromuecd B npegenax CDR1, CDR2 unu CDR3. B npyrux Bapuas-
TaX OCYIIECTBJICHUS OJUH HMJIM HECKOJBKO OCTaTKOB Kapkaca w/mwiu CDR MyTHPYIOT B COOTBETCTBYIOIIUE OC-
TaTKU JAPYTOW MOCICAOBATEIBHOCTH 3apOBIIICBON JTHHUM (T.€. MOCICIOBATCIBHOCTH 3apOIBIIICBON JTHHUH, KO-
TOpasi OTIIMYACTCS OT MOCICIOBATEIBHOCTU 3apPOJIBIIICBOM JIMHUH, U3 KOTOPOH aHTUTEIIO MCXOJHO MOJYYCHO).
Kpowme Toro, anTHTENA MO HACTOSIIIEMY H300PETEHUIO MOTYT COACPIKATh THOOYI0 KOMOWHAIMIO ABYX WX OOJIb-
IIe TeHepaTHBHBIX MyTanui B KapkacHeIX n/unn CDR obnactsax, HarmpuMep, TAe OnpeeieHHbIe WHANBAIYab-
HBIE OCTaTKH MYTHPYIOT B COOTBETCTBYIOIINI OCTATOK KOHKPETHOW MOCIIEIOBATEIHHOCTH 3apPOBIIICBOM TMHHH,
TOTAA KaK ONpEAENICHHBIE IPYTHEe OCTATKH, KOTOPHIE OTIMYAIOTCS OT MCXOTHON IOCIEN0BATEIEHOCTH 3apO/Ibl-
IIEBOI JINHUH, COXPAHSIOT WM MYTHPYIOT B COOTBETCTBYIOIIHIA OCTATOK APYTOW IMOCIIEAOBATEIHLHOCTH 3apOIbI-
mreBoii inanK. Korma noiay4eHsl, aHTHTeNa U aHTUTSHCBS3BIBAONIIE (PparMeHTHI, KOTOPBIE COePKaT OHY MIIN
HECKOJIBKO TeHEPATUBHBIX MYTAIlMH, MOXHO JIETKO TECTHPOBATH HAa OIHO HIIM HECKOJBKO JKEIAEMBIX CBOICTB,
TaKHUX KaK yCOBEPIICHCTBOBAaHHAS CIECHU(GUYHOCTH CBA3BIBAHUS, yBeIUUCHHAsS aQQHUHHOCTH CBS3BIBAHUS, yCO-
BEPIICHCTBOBAHHBIC WM YCUJICHHBIC aHTATOHUCTUYCCKHE WM arOHUCTHYCCKHE OMOJOTHMYCCKHE CBOMCTBa (B
3aBHCHUMOCTH OT CITy4asl), CHW)KCHHAs] UIMMYHOTCHHOCTD U T.JI. AHTHTENIA U aHTUTCHCBA3BIBAIOIIUC (hParMCHTHI,
MOJy9aeMbIe TAKHUM OOIIMM ITyTEM, BKIIOUCHBI B HACTOSIIEE H300pETCHUE.

Hacrosiee n3o0pereHue Tak:Ke OTHOCUTCS K MOHOKJIOHAJBHBIM aHTHUTENIAaM TIOJTHOCTBIO YeIOBEKa MPOTHB
C5, comepkammuyM BapuaHTHI JIIOOBIX aMHHOKHCIOTHBIX mocienoBaTenbHocTeir HCVR, LCVR w/umm CDR, pac-
KPBITHIX B HACTOSIIEM ONFCAaHUH, KOTOPBIE MMEIOT OJHY FIM HECKOJIBKO KOHCEPBATHBHBEIX 3aMeH. Hampumep,
HacTosIee M300peTeHNe BKIIIOYAeT aHTHTeNa MpoTuB C5, MMEoNIre aMHHOKHCIOTHBIE MOCIEA0BATEIbHOCTH
HCVR, LCVR w/unu CDR, manpumep, ¢ 10 wim MeHbIe, 8 WIX MEHbIIE, 6 WIX MEHbIIE, 4 WX MEHbIIE U T.1.
KOHCEPBATHBHBIMHA aMHHOKHCIOTHBIMU 3aMEHaMHU OTHOCHTEIBHO JIIO00H M3 aMHHOKHCIOTHBIX MOCIEI0BATENb-
Hocteit HCVR, LCVR w/umu CDR, pacKpbITBIX B HACTOSIIEM OITMCAHUH.

TepMuH "aHTHTENO YelloBeKa'", KaK UCIONB3YIOT B HACTOSIICM OMUCAHWY, IPEIHA3HAYCH BKIIIOYATh aHTH-
TeNa, UMCIONUE BapuaOeIbHBIC U KOHCTAHTHBIC OOJIACTH, MOJYYCHHBIC U3 MOCIEIOBATEIHLHOCTEH UMMYHOTIIO-
OYJIMHOB YeJIOBeKa 3MOPUOHATIBHOTO TUMA. MAD YeoBeka 1o H300PETEHUIO MOTYT BKIIFOYATh AMHHOKHCIIOTHBIC
OCTaTKH, HE KOIUPYEMBIC MOCIEOBATSIHHOCTIMH UMMYHOTIIOOYIIMHOB YEIOBEKa dMOPHOHAIBHOTO TUMa (Ha-
IpUMeEp, MYyTaIllH, BBEJCHHBIC CIYYalHBIM WJIH CAaHT-CHCIHM(DUICCKHUM MYTareHe30M in Vitro MM ¢ TOMOIIBIO
COMAaTHYECKOW MyTaIH in vivo), Hanpumep, B CDR u, B wactHocTH, B CDR3. OHaKo TepMUH "aHTUTEIIO Yelto-
Beka', KaK MCIIOJB3YIOT B HACTOSAIIEM ONMCAHWH, He TpeIHa3HaueH BKII0UaTh MAD, B KOTOPHIX MOCIEI0BATENb-
Hocti CDR, momyueHHBIE M3 3apOBIIICBON JTHHUU MIICKONMHUTAONINX OPYTUX OMOJIOTHYECKHUX BHUIOB (HAIIPH-
Mep, MBIIIH), IepecakeHsl B ocienoBareabHocTH FR denoBeka. TepMuH BKIIIOYaeT aHTUTENA, PEKOMOMHAHTHO
TIOJyYCHHBIE y HE OTHOCSIIErOCs K YEIOBEKY MIICKOMUTAIOMIETO WM B KIETKaX HE OTHOCSIIETOCS K YEIIOBEKY
MIIEKOTIIMTatomero. TepMiH He NpenHa3HaueH BKIIOYATh AHTHTENA, BBIJCICHHBIE Y YEIOBEUECKOTO CyOBEeKTa
W CO3JTAaHHEIC B HEM.

TepMuH "pekOMOWHAHTHBIN", KaK UCIOJIB3YIOT B HACTOSIIEM OIMCAHWUU, OTHOCHTCS K aHTUTEIAM WM UX
AHTHT'CHCBS3BIBAIOIINM (PparMeHTaM 1Mo M300pPETEHUI0, KOTOPBIC CO3/IAI0T, IKCIPECCUPYIOT, BBIICISIOT HIIH TMO-
JMY9ar0T TMOCPEICTBOM TEXHOJIOTHUH WM W3BECTHHIC B JaHHOW 00NACTH CIIOCOOOB, KaK TEXHOJOTHS PEKOMOU-
HaHTHBIX JIHK, xoTopas Bkimtowaer, Hampumep, ciuaiicuar JIHK u TpancreHnyro skcmpeccuto. TepMHuH OTHO-
CUTCS K aHTUTEIaM, SKCIIPECCUPYEMBIM Y HE OTHOCSIIETOCs K YSJIOBEKY MIICKOITUTAIOMIECTO (B TOM YHCIIC TPaHC-
TeHHBIE HE OTHOCAIINECS K YEIIOBEKY MIIEKOITUTAIONIIE, HAlpUMep, TPAaHCTEHHBIE MBIIIHN) WIH B KIETOYHOH KC-
npeccupymomeid cucteme (Hanpumep, kierkax CHO) wim BbIETICHHBIM U3 KOMOMHATOPHOW OHONHOTEKH pe-
KOMOWHAHTHBIX aHTUTEJ YEJIIOBEKA.

TepmuH "criermudpuIecku CBA3bIBaeT" Wi "crienuuueckn CBI3bIBacTCS ¢ WM TOMY Moj00HOe 0003HaYa-
€T, 4TO AaHTUTEJIO WM €T0 aHTUTCHCBA3BIBAIOIINI (hparMeHT 00pazyeT KOMIUIEKC C aHTHTE€HOM, KOTOPBIil OTHO-
CUTEJIbHO CTaOWIIeH MpH PU3NOTOTHIECKUX ycIoBHaX. Crieruduieckoe CBA3BIBAHUE MOXKHO 0XapaKTepU30BaTh
PABHOBECHO} KOHCTAHTOM JMCCOLMAIINH 110 MEHbLISH Mepe nmpuousuTensHo 1x10™°M i Menbie (Hampimvep,
bonee Huskas Kp o0o3Hauaer Oonee mpouHoe cBs3biBaHUE). CIIOCOOBI ONPENeIeHUs] TOro, CIeHH(pUIeCcKH Jin
CBSI3BIBAIOTCS JBE MOJICKYIIBI, XOPOIIO M3BECTHBI B JAHHOW OOJIACTH W BKJIFOYAIOT, HANIPUMEP, PaBHOBECHBIN
JTNaiu3, MOBEPXHOCTHBIN IJIa3MOHHBIA Pe30HAHC U T.I. Kak pacKkphITO B HACTOSAMICM ONHCAHHU, C ITOMOIIBIO
MTOBEPXHOCTHOTO TUIA3MOHHOTO pe3oHaHca, Hanpumep, BIACORE™, uneHTHQUIIMPOBAHBI aHTUTENA, KOTOPHIE
cBs3piBaroTCs cnenududecku ¢ C5. Kpome Toro, momucnenupuieckue aHTUTENa, KOTOPBIC CBA3BIBAIOTCS C OJ1-
HUM ToMeHOM B C5 ¥ OJTHMM WJIM HECKOJBKUMH JOTIOJHUTEIBHBIME aHTHTCHAMU, WITH Oucnenupuieckue, KoTo-
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pBIE CBSI3BIBAIOTCS C ABYMsI pa3iIM4HBIMU oOnactsiMu B C5, TeM He MeHee, PEICTaBIsIOT CO00H paccMarpuBae-
MBI€ aHTHTENA, KOTOPBIE "'crienn(pUYecKr CBSI3bIBAIOTCS", KAK UCIIOIB3YIOT B HACTOSIIIEM OIMCAHUH.

TepmuH "BoicokoadGUHHOE" aHTUTETIO OTHOCHTCS K TeM mAD, KoTopble 001a1af0T ah(GUHHOCTHIO CBS3BI-
BaHus ¢ C5, Belpaxkaemoii B Buae Kp, o MeHbIeH mMepe 10'8M; MIPEATIOYTUTEIHHO 10'9M; 0oJiee TPEAOYTH-
TEIBLHO 10'10M, Jlaxke Oosiee MPEANOYTHTEIHHO 10'“M, Jaxe Oosee MPeanoYTUTEILHO IO'IZM, KaK WU3MEpSIOT
MIOCPE/ICTBOM IOBEPXHOCTHOTO IUIA3MOHHOTO pe3oHaHca, Hanpumep, BIACORE™ wmu ELISA ad¢unnoctr B
pacTtBope.

ITox TepmuHOM "HH3Kas ckopocTh auccoruauu”, "K' i "ky" MOHMMAroT, 9TO aHTUTENO TUCCOLUUPY-
et ¢ C5 ¢ xoucTanTol ckopocti 1x107 ¢! umn menbire, npeanourtutenso 1x107™ ¢! umn MensIne, kak onpene-
JISFOT IOCPEACTBOM MOBEPXHOCTHOTO TIa3MOHHOTO pe3oHaHca, HarpuMep, BIACORE™.

TepMmuH "aHTUTEHCBA3BIBAIONIAS YacTh' aHTUTENA, "aHTUTCHCBS3BIBAIOMIMKA (parMeHT" aHTUTeNa U T.IL.,
KaK HCIOJB3YIOT B HACTOSIIEM OIMCAHNH, BKIIOYAIOT JIFOOBIE BCTpeUaeMble B TIPUPOJIE, TTOIydacMble (pepMeHTa-
TUBHO, CHHTETHYECKHE WM TEHEeTHYECKH CKOHCTPYHMPOBAHHBIC MOJHUIICNITHABl WA TIUKOIPOTEHHBI, KOTOPEIC
creQpUIecK CBA3BIBAIOT aHTHI'CH JJISl TOTO, YTOOBI (hOPMUPOBATH KOMILUIEKC. TepMUH "aHTHTeHCBSI3BIBAIOIIUH
¢parment” anTuTena WM "GparMeHT aHTHTENA", KaK UCIIONB3YIOT B HACTOSIIEM OIMUCAHMH, OTHOCHTCS K OJTHO-
MY WJIM HECKOJIKUM ()parMeHTaM aHTHTelNa, KOTOPBIE COXPAHSIOT CIOCOOHOCTH CBS3BIBAThCS ¢ OenmkoM CS5.

B KOHKpeTHBIX BapHaHTaxX OCYLIECTBIICHHS, aHTUTEJIO MM (PAarMEHTHl aHTHUTEI 110 N300PETCHUIO MOYKHO
KOHBIOTUPOBATh C ()parMEHTOM, TaKUM KaK JIMTaHJ WIA TepaneBTHYecKuil (parMeHT ("MMMyHOKOHBIOTaT"),
BTOpOe aHTuTeNo npotuB C5 wim 1r000# apyroi TepaneBTHIeCKUuil pparMeHT, KOTOPbIiA MOYKHO HUCIIONB30BaTh
qurst nedenns: C5-acCOMUPOBAHHOTO 3a00I€BaHUS MITH HAPYIICHHS.

"BeigenenHoe aHTUTENO", KaK HCIIONB3YIOT B HACTOSIIEM ONHMCAHWH, TMPEJHA3HAYCHO I 0003HAUYCHUS
aHTHUTENla, KOTOPOE T0 CYIIECTBY HE CONEPXKUT Npyrue antutena (Ab), obamaroniye APYTMMH aHTUTCHHBIMHU
CIIEUPUIHOCTAMU (HAIIPUMED, BBHIIEICHHOE aHTHTENO0, KOTOpoe crieruduiecku cps3biBaeT C5, wmm ero ¢par-
MEHT, TI0 CYIIECTBY HE COIEPKUT Ab, KOTOpbIe CrIeM()UIESCKH CBAZBIBAIOT AHTHI'CHBI, OTIIYHBIE OT C5.

"Broxupyromee aHTUTENO" WK "HEHTpanu3yooee aHTUTEN0", KaK UCIONB3YIOT B HACTOAIIEM ONUCAHUU
(uu "aHTHUTENO, KOTOPOE HEUTpanu3yeT akTUBHOCTh C5" min "aHTaroHUCTUYECKOe aHTUTENO"), IpeJHA3HAYEHO
JUIsl 0003HAYEHHsI aHTUTENa, Y KOTOPOro cBsizbiBaHue ¢ C5 BeleT K MHMMOMPOBAHUIO 110 MEHBIIEH Mepe OIHOM
Ononornyeckoi aktuBHocTH C5. Hampumep, aHTHTEINO 10 M300PETEHHUIO MOKET MPEJOTBpAILaTh MM OJIOKHPO-
BaTh KOMIUIEMEHT-OIIOCPEJOBAHHBIN TeMOJIU3 110 KJIACCUUECKOMY ITYTH WJIH aJIbTEPHATHBHOMY ITYTH.

TepMuH "MOBEPXHOCTHBIN MJIa3MOHHBIA pe30HAHC", KaK UCIOJB3YIOT B HACTOSILIEM OMKCAHUU, OTHOCUTCS
K oNTHIecKoMy (heHOMEHY, KOTOPBIH JIeTaeT BO3SMOKHBIM aHAIN3 OMOMOJIEKYIISIPHBIX B3aNMOJICHCTBUI B peajb-
HOM BPEMEHH ITOCPEICTBOM OOHAPYKCHHS M3MEHEHHH B KOHIICHTpPAIMAX OEIKOB Ha MaTpwIe OnoceHcopa, Ha-
npumep, ¢ ucnoib3oBanneM cucteMbl BIACORE™ (Pharmacia Biosensor AB, Uppsala, Sweden u Piscataway,
N. 1).

Tepmun "Kp", Kak HCIOJB3YIOT B HACTOSIIEM OIMMCAHUH, MPEAHAa3HAYCH ISl 0003HAUCHHUST PAaBHOBECHOMN
KOHCTaHTHI TUCCOITMAIINN KOHKPETHOTO B3aMMOICHCTBHS aHTHTEIIO-aHTUTCH.

TepmuH "s1UTON" OTHOCUTCS K AaHTUTCHHON JETEPMHHHTE, KOTOpas B3aUMOAECHCTBYET ¢ KOHKPETHBIM aH-
TUTCHCBS3BIBAIOIINM yYaCTKOM B BapHaOenbHOW 00J1aCTH MOJIEKYIBI aHTHTENA, U3BECTHBIM Kak maparorn. OanH
AQHTUTEH MOXKET UMETh OOJIbIIle YeM OIMH JMUTOIN. TakuM 00pa3oM, pa3yIMuHbIe aHTHTENIA MOTYT CBS3BIBATHCS C
Pa3NMYHBIMHM Y9acTKaMU Ha aHTUTCHE M MOTYT UMETh pa3inyHble Onosiornueckue 3¢ ¢exTsl. Tepmun "smuron”
TaK)Ke OTHOCHTCSI K MECTy Ha aHTUI'CHE, Ha KOTOpBIH oTBedaroT B- n/mim T-knerku. Takke oH OTHOCUTCS K 00-
JAacTH aHTWUTEHA, KOTOPYIO CBSI3BIBACT aHTHUTENO. DIHUTONBI MOTYT OBITH ONpPENENICHBl KaK CTPYKTYPHBIE WIIU
¢ynkponangpHble. OYHKIMOHANBHBIE SIHUTONBI B IEJIOM TMPEICTABISIOT CO00# MOAMHOMECTBO CTPYKTYPHBIX
SMHUTOIOB U UMEIOT T€ OCTATKU, KOTOPHIE OCYIIECTBIIAIOT HEMOCPEICTBEHHBIA BKIIAT B apHHHOCTH B3aNMOICHi-
CTBHSI. DTHUTONBI TaKXKe MOTYT OBITH KOH(OPMAIIMOHHBIMH, TO €CTh COCTOATH M3 HEMTMHEWHBIX aMHHOKHCIIOT. B
OTIpeNIeIEHHBIX BapUaHTaX OCYIIECTBICHHS SIIUTOIBI MOTYT BKIIIOYATh JETEPMHUHAHTHI, KOTOPHIC TIPEACTABIISIOT
c000Y XUMHUYECKH aKTHBHBIEC MOBEPXHOCTHBIE TPYIITUPOBKH MOJIEKYJI, TAKHE KaK aMHHOKHUCIIOTHI, OOKOBBIE IIETTH
caxapoB, GochopHIbHBIE TPYIIBI WIN CYIb()OHIIFHBIE TPYIIIHL, M, B ONPEACICHHBIX BapHaHTaX OCYIIECTBIIC-
HUSI, MOTYT UMETh KOHKPETHBIC XapaKTePUCTHKH TPEXMEPHOU CTPYKTYPHBI W/WIM KOHKPETHBIC 3apsIOBBIC Xa-
PaKTEpPHUCTHKY.

TepmuH "HepekpecTHO KOHKYpPHPYeT", KaK HCIOJIb3YIOT B HACTOSILIEM ONMCAHUM, 0003HAaYaeT, YTO aHTHU-
TEJIO WJIM €r0 aHTUICHCBSA3BIBAIOMINN (PParMeHT CBSI3BIBACTCS C AaHTHI'€HOM M MHTHOMPYET WM OJIOKHPYET CBSI-
3bIBAHUE APYrOT0 aHTUTENA MM €ro aHTUT€HCBS3BIBAIONIETO (parMeHTa. TepMUH TakKe BKIIOYAET KOHKYPEH-
M0 MEXIY ABYMs aHTHUTEJIaMU B 00EHX OPUEHTALUSX, T.€. TIEPBOE aHTHUTEIIO, KOTOPOE CBS3BIBAET M OJIOKHPYET
CBSI3BIBAHKE BTOPOTO aHTHTENA, M HA000pOT. B ompeeneHHbIX BapHaHTaX OCYIISCTBICHHS MEPBOEC aHTHUTENIO U
BTOPOE aHTUTENIO MOTYT CBSI3BIBATHCS C OJHUM U TEM XK€ SIHUTOIOM. ATBTEPHATUBHO, IEPBOE M BTOPOE aHTHUTEINA
MOTYT CBSI3BIBATHCA C PA3IMIHBIMU, HO IEPEKPHIBAIOIIMMHUCS IMUTONIAMH TaK, YTO CBSI3BIBAHUE OJHOTO MHTHOM-
pyeT nnu OJOKHUPYET CBA3BIBAHKWE BTOPOTO aHTHUTEINA, HATIpUMeEp, depe3 cTepudeckoe 3aTpyaHeHue. Ilepexpect-
HYI0 KOHKYPECHIIUIO MEKAY aHTHUTEIaMH MOXXHO M3MEPSATh W3BECTHBHIMH B JaHHOW OOJIACTH CHOCOOaMM, HAIIPH-
Mep, MMOCPEACTBOM aHANIN3a MHTEp(EepoMeTpun OHociioeB 6€3 METOK B peaJbHOM BpeMeHH. IlepekpecTHast KOH-
KypPEHLUSI MEKY ABYMsI aHTUTEIAMH MOJKET BBIPKAThCSl B CBSI3BIBAHMU BTOPOTO aHTUTENA, KOTOPOE MEHBIIIE,
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4yeM (DOHOBBIN CHUTHaJI, M3-3a CBSI3BIBAHUS C cCaMUM co0OH (T/ie IepBOe M BTOPOE aHTHUTENA MPEACTABISIIOT CO00H
OJTHO | TO e aHTUTeINo). [lepeKpecTHYI0 KOHKYPEHIIUIO MEXIY 2 aHTUTEIaMH MOXHO BBIPaXXaTh, HAIPUMED, B
Buze % CBS3BIBAHUS BTOPOT'O aHTHUTENA, KOTOPHIH MEHbIIE 0a30BOTO YPOBHS (DOHOBOTO CBS3BIBAHHS C CAMUM
c000i1 (rme mepBoe U BTOPOE aHTUTEIIA TIPEJCTABISIIOT COOOH OJTHO M TO YK€ aHTHTETIO).

TepmuH "cyIecTBeHHAas WIACHTHYHOCTE' WM "MO CYIIECTBY HUICHTHYHBIM' B OTHOIIEHWH HYKJICHHOBOM
KHCJIOTHI WK ee (pparMeHTa, yKa3spIBaeT Ha TO, YTO IIPH ONTHMAILHOM BBHIPAaBHUBAHHUH C MOIXOIAIINMA HYKIICO-
TUAHBIMHA MHCEPUUSMH WIH ACTCHUIMH C IPYroil HyKIEHHOBOH KHCIOTOH (MM €e KOMIIEMEHTapHOH HUTBHIO),
MMEeT MECTO MICHTHYHOCTh HYKJICOTHAHBIX IOCIEA0BATEIFHOCTEH B 10 MEHbBIIEH Mepe npubimmsurensHo 90%
1 OoJiee MPEAMOYTUTEIBHO 10 MEHBIICH Mepe MPUOIU3UTENBHO 95, 96, 97, 98 win 99% HYKICOTUIHBIX OCHOBA-
HHUH, KaK U3MEPSIOT C IMOMOIIBIO JII0OOTO OOIIEU3BECTHOTO AITOPUTMA JJIsi MACHTHYHOCTH MOCIIEI0BATEIILHO-
creit, Takoro kak FASTA, BLAST unu GAP, xak paccMoTpeHo aanee. Moliekylia HyKIEHHOBOIH KHCIOTHI, 00-
Jajaonas CynieCTBeHHOW HACHTHYHOCTBIO C 3TAJIOHHON MOJIEKYJIOW HYKJICMHOBOHW KHCIOTHI MOXKET, B OIIpee-
JICHHBIX CITy4asX, KOJUPOBATh MOJHUIICHITH]I, KOTOPhIE UMEET TAKYIO K€ WM O CYIIECTBY CXOXKYI0 aMHHOKHUC-
JIOTHYIO TIOCJIEA0BATEIILHOCTD, YTO M HOJIUIENITH, KOJUPYEMBIi STaJOHHOW MOJIEKYJIOH HyKJICMHOBOH KHUCIIOTHI.

B npuMeHeHWN K MOJUMENTHIAM, TEPMUH "CYIMECTBEHHOE CXOJCTBO" MM "TO CYIIECTBY CXOXHH" 000-
3HA4YaeT, YTO JBE MENTHIHBIC MOCIEI0BATEILHOCTH, KOTJa BEIPOBHEHBI ONTHMAaJbHO, HAIPUMEpP, C ITOMOIIBIO
nporpaMmMm GAP wmn BESTFIT ¢ ucnonbs3oBaHueM BECOB MPOITYCKOB 1O YMOJIYAHHIO, 00JIAJalOT TT0 MEHbBIIEH
Mepe 90% MAeHTUIHOCTHIO MOCTIEeI0BATENBHOCTEH, qaxke OoJiee MPeIMOYTHTENBHO 10 MeHbInel Mepe 95, 98 nmm
99% MIEHTHIHOCTHIO MOCieIoBaTeabHOCTEH. [IpenmoYTHTENpHO, MOJOKEHHUS OCTaTKOB, KOTOPbIE HE MACHTHY-
HBI, Pa3JIN4alOTCsl KOHCEPBATHBHBIMIA aMUHOKHCIIOTHBIME 3aMeHaMu. "KoHcepBaTHBHAsS aMUHOKHCIIOTHAS 3aMe-
Ha" mpesCTaBiIsIeT co00 Ty, B KOTOPOIl aMUHOKHCIIOTHBIH OCTATOK 3aMEHSIOT Ha IPYroil aMHUHOKHCIIOTHBIH OC-
TaTOK, UMCIOIUN OOKOBYIO Lemlb (TpyHimy R) co CXOXHMMH XMMHYCCKHMU CBOWMCTBAMU (HAIIPUMED, 3apsl WIH
rugapodoOHOCTE). B 1esoM, KoHCcepBaTHBHAsE aMUHOKUCIIOTHAS 3aMEHa 110 CYIIECTBY HE MEHSCT (YHKIIMOHAIb-
HBle cBOMCTBa Oenka. B cimydasx, korna nBe WM OoJblIe aMHHOKHCIOTHBIE TOCIIEI0BATEIbHOCTH OTIIMYAI0TCS
JPYT OT Jpyra KOHCEPBATHBHBIMH 3aMCHAMH, POIICHT WJIM CTEIICHb CXOJCTBA MOXKHO KOPPEKTUPOBATh B OOJIb-
IIYI0 CTOPOHY UL TOTO, 9YTOOBI BHOCHTD ITONPAaBKK HA KOHCEPBATHBHYIO MPHUPOAY 3aMeHBI. CpecTBa BHECCHUS
TaKHX MOMPaBOK XOPOIIO M3BECTHHI CIIEIUANIMCTaM B JaHHOK obOnactn. CMm., HanipumMep, Pearson (1994) Methods
Mol. Biol. 24: 307-331, koTopasi BKIIOYCHA B HACTOSAIIEE OMHUCAHWE MOCPEIACTBOM CCBHUIKU. [Ipumepsl Tpyrim
aMHUHOKHCJIOT, KOTOPhIE HMEIOT OOKOBBIC IIEMH CO CXOKMMH XUMHUYECKUMH CBOKWCTBaMH, BKIIOYAlOT 1) anuda-
THYecKre OOKOBBIC IETH: TIIHMINH, aJaHWH, BAJIWH, JICHIINH W W30JCHINH; 2) anmudaTHudecKue THAPOKCHUILHBIC
OOKOBBIE TIEMU: CEPUH U TPEOHUH; 3) aMuacoAep X aiiue OOKOBBIE IEMU: acllaparuH U rIyTaMuH; 4) apoMaTuye-
ckue OOKOBBIE IENH: (heHWIANAHUH, THPO3UH M TPHUIITO(haH; 5) OCHOBHEIE OOKOBBIC IICIH: JIN3UH, APTHHUH H
THCTHIMH; 6) KHCIIble OOKOBBIE IIEMH: aclapTaT W IiIyTamar M 7) cepacojepikaiiue OOKOBBIC IETN: HUCTEHH U
METHOHHH. [IpemodTuTenbHbIC TPYIITHl KOHCEPBATHBHBIX aMUHOKHCIIOTHBIX 3aMEH TPEACTABISIOT COOOM: Ba-
JUH-JCUIIUH-U30JICHIINH, (DEHUIATaHUH-TUPO3UH, JIN3UH-APTUHUH, aJlaHWH-BAJIMH, TIyTaMar-aclapTar U acma-
paruH-TIyTaMUH. AJITEpHATHBHO, KOHCEPBAaTHBHAs 3aMEHa IPEJCTaBIIsieT co0o0i J1t00oe M3MEHEHHE, KOTOpoe
MMeEeT MOJIOXKUTEIbHOE 3HAUeHHE B JorapudMuueckoil BeposiTHOcTHOI MaTpuie PAM?250, packpsiToit B Gonnet
et al. (1992) Science 256: 1443 45, BKIIOUYEHHOW B HACTOSIIEE OMHCAHUE TOCPEICTBOM CCBUIKH. "YMEPEHHO
KOHCEpBAaTHBHAS" 3aMEHA MPEACTABIAET COO0M MOOYI0 3aMEHy, KOTOpas IMEEeT HEOTPUIIATEIbHOE 3HAaUCHHE B
norapudMuIecKkoi BeposATHOCTHOM MaTpuiie PAM250.

CXO0JCTBO TIOCJIEIOBATENFHOCTEH ISl IOIUIENTHIOB OOBIYHO U3MEPSIOT C UCIIOIB30BaHUEM TIPOTPaMMHO-
ro o0ecriedeHnsl aHAM3a IMOCIeAoBaTeIbHOCTENH. [IporpaMmHoe obecrieueHne aHann3a OEITKOB COTIOCTABIISET
CXOJKH€ TOCJICIOBATEILHOCTU C MCIOJIB30BaHUEM MEp CXOZCTBA, NPUCBANBACMBIX Pa3JIMUHBIM 3aMEHaM, JieJie-
UM U IPYTHEM MOJM(HUKAIKAM, B TOM YHCJIe KOHCEPBATUBHBIM aMHHOKHCIOTHBIM 3aMeHaM. Hampumep, mpo-
rpammHoe obecrieuerne GCG conmepxut nporpammsl, Takue kak GAP u BESTFIT, xoTopble MOKHO MCIIOJIB30-
BaTh C IMapaMeTpamMH IO YMOJYaHHWIO JUIS TOTO, YTOOBI ONpENENSiTh TOMOJIOTHIO TOCIIEI0BATEILHOCTEH WM
UICHTUYHOCTH MOCIICIOBATEIBHOCTEH MEXIY ONM3KOPOACTBEHHBIMY TOJIHUIICITHIAMI, TAKIMH KaK TOMOJIOTHY-
HBIC MMOJUMCTITUABI, OT PA3INYHBIX BHOB OPTaHU3MOB I MEXIy OCIKOM TUKOTO THIIA U €ro MyTenHOM. CM.,
Hanpumep, GCG Bepcuu 6.1. [lomunenTraHbIe MOCIEAOBATEIFHOCTH TaKKe MOKHO CPaBHUBAThH C HCITOJIH30Ba-
HueM FASTA ¢ mapameTpaMu 1o yMOTYaHHIO WM PEKOMEHIOBAaHHBIMU MapameTpamu; mporpamma B GCG Bep-
cum 6.1. FASTA (manpumep, FASTA2 u FASTA3) npenocTaBiser BbIpaBHHUBaHUS U MPOLEHT UIACHTUIHOCTH
MIOCJIeI0BAaTENFHOCTEH 00acTel ¢ HAMIYYIINM TePEKPhITHEM MEXIY 3alpalinBaeMbIMU U UICKOMBIMH HOCIIEI0-
BarenpHOCTAMU (Pearson (2000), Boimie). Jpyroi mpeAnoYTHTENBHBIA aITOPUTM JUIS CpaBHEHUS TOCTEa0Ba-
TENBHOCTH TI0 N300peTeHuro ¢ 6a30il JaHHBIX, COIepIKaIIei OONBIIOE YHCIIO MOCIEAOBATEIFHOCTEH OT pa3ind-
HBIX OPTaHU3MOB, pealn30BaH B komnbloTepHOil nporpamme BLAST, B wactHoctu BLASTP unu TBLASTN, ¢
UCIIOJIb30BaHHUEM NapaMeTpoB 110 ymomdanuro. Cm., Harpumep, Altschul et al. (1990) J. Mol. Biol. 215: 403-410
u (1997) Nucleic Acids Res. 25:3389-3402, kaxplif 13 KOTOPBIX BKJIIOYEH B HACTOSIIEE ONHMCAHUE MOCPEICT-
BOM CCBUIKH.

Ion ¢pazoit "repaneBTHyecku 3(H(HEKTUBHOE KOJIMYECTBO" MOHHUMAIOT KOJIAYECTBO, KOTOPOE BBI3BIBACT
xKenaeMblil 2QdeKT, paan KOTOpPOro ero BBOAAT. TOUHOE KOJMYECTBO 3aBUCHUT OT LM JICUCHHUS, U €Tr0 Onpesie-
JIUT CTICIIHAITUCT B JAHHON 00JIACTH C MCITOJIb30BAHUEM M3BECTHBIX CTIOC000B (cM., Harpumep, Lloyd (1999) The
Art, Science and Technology of Pharmaceutical Compounding).
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Kak Mcronp3yIoT B HACTOSIIIEM OTNIMCAaHNH, TEPMUH "CYOBEKT" OTHOCHUTCS K )KUBOTHOMY, IIPEANIOYTUTEIHHO
MJICKOITUTAIOIIEMY, Oojiee MPEANOYTUTENFHO K YENIOBEKY, HYXIAIOUEMycs B YIYYIICHHH, NPEAOTBPALIEHUH
w/mn nedeHnn C5-acCOIMMPOBAHHOTO 3a00JICBAHMSA WIM HAPYIISHHS, TaKOTO KaK ATUIUYHBIA TeMOJIUTHKO-
ypemuueckuii cuaapoMm (aHUS) mnm mapoxcusmanbHass HouHas remoriobunypus (PNH). Tepmun Bkirowaer
YeJIOBEUECKIX CYOBEKTOB, KOTOpPBIE 00IagaroT TakKMM 3a00JIeBaHHEM WM HapyIIEHHEM UM UMEIOT PUCK €ro
HAJTNYHS.

Kak ucnonb3yloT B HACTOSIIEM OTHCAHWW, TepMUH "neuuTsh", "nedamuil" wiu "nmedeHue" OTHOCITCS K
CHIDKCHHIO WJIM YIYYIICHWIO TSHKECTH [0 MCEHBIIEW Mepe ONHOro cuMnToMa WM Tmokasanmsa C5-
ACCOLMMPOBAHHOTO 3a00JIeBaHMs WM HapylleHHs Onaronaps BBEICHHUIO TEpareBTHYECKOTO CPENCTBA, TAKOTO
KaK aHTHUTEJO 110 HACTOSIIEMY M300pPETEHHIO, HY>KIAIOIIEMYCsl B 3TOM CyOBeKTy. TepMHH BKIIIOYAIOT WHTHOU-
pOBaHME TPOTrpecCUpOBaHMs 3a00JIEBaHUS WM YXYIIICHUS CHUMITOMA/NOKa3aHHs. TepMHH TakkKe BKIIOYAIOT
TIOJIOKUTEJBHBIN MTPOTHO3 3a00JI€BaHMs, T.€. CYOBEKTa MOKHO OCBOOOKAATh OT 3a00JE€BaHHS MM OH MOXKET
MMETh yMEHBLIEHHOE 3a00JIeBaHNE NP BBEICHUU TEPAIEBTHYECKOTO CPEJCTBA, TAKOTO KaK aHTUTEJO IO Ha-
cToseMy n3odperenuro. TepaneBTHdecKoe cpeICTBO MOXKHO BBOJIUTH CYOBEKTY B TEPAIIEBTHYECKON J103€.

TepmuH "npenoTBpamiare”, "mpenoTBpamaommi” win "mpenoTBpamienne” OTHOCITCS K HHTHOUPOBAHUIO
MaHudectarun C5-acCOIMUPOBAHHOTO 3a00JIEBaHUS WM HAPYIISHUS WIIH JIOOBIX CUMITTOMOB WJIM TIOKa3aHWH
TAKOT0 3a00JICBAHMS WIIM HAPYIICHUS IPU BBEICHIH aHTHUTENA TI0 HACTOSIIEMY H300pETSHHUIO.

AHTHTEHCBS3BIBAIONINE (PPATMEHTHI aHTHUTEIL.

Ecnm KOHKpeTHO He yKa3zaHO MHOE, TEPMHH "aHTHUTENO0", KaK UCTIONB3YIOT B HACTOSIIEM OIMCAHUH, CIIEy-
eT OHUMATh KaK OXBaTBHIBAIOIIMIA MOJIEKYIBI aHTHTEI, COEpIKaIINe ABE TSDKENbIe e MMMYHOTIIOOYIHHOB 1
JIBE JICTKHE I UMMYHOTJIOOYIHHOB (T.€. "MOJHBIC MOJICKYJIBI aHTHTEN"), a TAKXKE WX aHTUTCHCBSI3BIBAIOIINC
¢parmentsl. TepMuH "aHTUT€HCBSI3BIBAIONIAs YacTh" aHTHUTENA, "aHTUTCHCBA3BIBAIOIINI (parMeHT" aHTHUTeNa U
T.II., KaK UCIIOJIb3YIOT B HACTOSAIIEM OIMCAHUH, BKIIOYAIOT JIOOOH BCTpedaeMblil B IPUPOE, NOIydaeMbIid ep-
MEHTATUBHO, CHHTCTHICCKUY WIIM TEHETHYCCKH CKOHCTPYUPOBAHHBINA MOJIHUIICTITH]T WIIH TITHKOMPOTCHH, KOTOPBIN
cnenu()UIeCK CBSA3BIBACT AHTHICH, YTOOBI (JOPMHPOBATH KOMIUIEKC. TepMUH "aHTUTCHCBS3BIBAIOIIUN (par-
MEHT" aHTHTeNna Wik "¢GparMeHT aHTUTeNa", KaKk MUCIOJB3YIOT B HACTOSIIEM OIMUCAHWM, OTHOCUTCS K OJHOMY
WM HECKOJIBKUM (pparMeHTaM aHTUTENa, KOTOPhIE COXPAHSIIOT CIIOCOOHOCTh CITEIU(UIECKU CBS3BIBATHCS C OeII-
koM C5. @parmMeHT aHTUTENa MOXKET cogepxar ¢parment Fab, ¢pparment F(ab'),, dpparment Fv, pparment dAb,
¢dparment, cogepxkammii CDR, wim Beiienennyro CDR. B onpeneneHHbIX BaprHaHTax OCYIIECTBICHUS TEPMUH
" aHTUTEHCBS3BIBAIONIHNKA (hparMeHT" OTHOCUTCS K MOJUIECTITUIHOMY (parMeHTy MOJUCTICIIMPUIESCKON aHTHTeH-
CBSI3BIBAIOIECH MOJEKYIBl. AHTUTEHCBSI3BIBAIONINE (PAarMEHTH aHTHTENAa MOKHO M3BIIEKATh, HAIIPUMEP, U3 II0JI-
HBIX MOJIEKYJI aHTHTEJ C HCIOJIb30BaHUEM JIFOOBIX MOAXOAAIINX CTAHIAPTHBIX CIIOCOO0B, TAKMX KaK IPOTEOJIHU-
THYECKOE paclIeIUICHHE MM PEKOMOWHAHTHBIE CIIOCOOBI T€HETHYECKOH MHXEHEPUH C MCIIOJIb30BAaHWEM MaHH-
nmymsinuid u 9xenpeccun JJHK, kotopast kogupyeT BapuadenbHble U (HE00S3aTeNIbHO) KOHCTAaHTHBIC TOMEHBI aH-
tutena. Takas JJHK w3BecTHa W/Wim JIerko JOCTYIHA, HapUMeEp, B KOMMEPYECKHUX UCTOYHUKAX, OMOIMOTEKAX
JHK (Bkitouast, Hanpumep, GaroBble OMONINOTEKH aHTUTEIN), WK ee MOXHO cuHTe3upoBars. JJTHK mMoxHO cek-
BEHHPOBAaTh U MaHWIYJIMPOBATh €10 XMMHUYECKH WJIM C HCIOJB30BAHHEM CHOCOOOB MOJEKYJISIPHOWH OHOJOrHy,
HampuMep, 9YTo0Bl pacnoiaraTb OJUH WIN HECKOJIHKO BapHaOeIbHBIX F/MIM KOHCTAHTHBIX TOMEHOB B ITOIXOMS-
meld KOH(QUTYpallui WIK BBOJUTH KOJOHBI, CO3/aBaTh OCTAaTKH LHCTEWHA, MOTU(DHUINPOBATH, AOOABIATH WIN
YAAISATh aMHHOKHUCIIOTHI U T.1.

HeorpannunBaromuye nmpuMepsl aHTUTEHCBSI3bIBAIONMX (PparMeHToB BKIto4aloT: (i) pparmentsr Fab; (ii)
¢dparmentsr F(ab'),; (iii) dparmentsr Fd; (iv) dparmentst Fv; (v) omHorenodeunsie Monekyisl Fv (scFv); (vi)
¢parmentsr dAb; u (Vii) MUHEMaJIbHbBIE PACIIO3HAIONINE €MHUIIBI, COCTOSIINE U3 aMHHOKHCIOTHBIX OCTaTKOB,
KOTOpBIC HMHUTHPYIOT THIIEPBapHAOEbHYI0 00J1acTh aHTHUTENA (HAapUMEp, BBIICICHHYIO ONPEIEIIIIONIYI0 KOM-
wiemeHnTapHocts obmacte (CDR), takyto kak mentux CDR3) wnm orpanmuenssiii nentuy FR3-CDR3-FR4.
Jlpyrue cKOHCTpYHpPOBaHHBIE MOJIEKYJIbI, TAKHE KaK JOMEH-CHeHU(pHUIecKue aHTUTEeNa, OHOAOMEHHbIC aHTHTe-
Jla, aHTHTENA C YIAJCHHBIMH JOMEHAMH, XUMEPHBIC aHTUTENA, aHTHTeNa ¢ epecaxxeHHbiMu CDR, nuatena, Tpu-
aTena, TeTpaTela, MUHHAHTUTENIA, HAHOTeNa (HalpuMep, OJHOBAJICHTHBIC HAHOTENA, JBYXBAJIICHTHBIC HAHOTENA
1 T.J.), HeOOJbIIHE MOIYIbHBIE UMMYyHOapMalneBTHdeckrue cpeactsa (SMIP) u BapuabenbHbIE JOMEHBI aKyJIbI
IgNAR, TakXe OXBa4eHBI BBHIPOKEHHUEM '"aHTUTCHCBSI3BIBAIONINI ()parMeHT", Kak HCIOJIE3YIOT B HACTOSIIEM
OTIMICaHWH.

AHTUTEHCBSI3BIBAIONINKA (PParMEHT aHTHUTENa OOBIYHO COACPIKHT 10 MEHBIIEH Mepe oauH BapuaOeabHBIN
noMeH. BaprnabenpHbIN TOMEH MOXKET OBITh TF000TO pa3Mepa MM aMUHOKHCIOTHOTO COCTaBa M B IEJIOM COJEp-
JKUT TI0 MeHbIei Mepe ogay CDR, xoTopast HaXOIUTCS CMEXKHO C WM B PAMKE C OJTHOM MITM HECKOJIBKUMH Kap-
KaCHBIMU TIOCJICJOBATEIFHOCTAMH. B aHTUTeHCBS3BIBAIONINX (hparMeHTaX, UMCIOIIUX JTOMEH Vy, CBSI3aHHBINA C
JOMEHOM V|, ToMeHbl Vy U V| MOXXHO pacriojarath Jpyr OTHOCHTENBHO Jpyra B JIIOOOM MOAXOASAIIEM pacHo-
noxxennn. Hanpumep, BapnadensHast 001aCTh MOXKET OBITh IUMEPHOM M cofepkaTh JuMephl Vy-Vy, Vy-Vi umm
V-V.. ANbTepHaTUBHO aHTHI'CHCBS3BIBAIONINH ()parMEeHT aHTHUTEIIAa MOKET COAEpKaTh MOHOMEPHBIH JOMeH Vy
Win Vi.

B ompenencHHBIX BapHaHTaX OCYIICCTBICHHS aHTUICHCBS3BIBAIONINIA (DparMeHT aHTUTETa MOXKET COIep-
JKaTh 1O MEHBIIIEH Mepe OJUH BapuabebHBIA JOMEH, KOBAJCHTHO CBSI3aHHBINA C TI0 MEHbBIIIEH Mepe OAHUM KOH-
CTaHTHBIM JoMeHOM. HeorpanmumBaroniue o0pa3noBsle KOHPHUTypanuyd BapraOCTbHBIX M KOHCTAHTHBIX JIOME-
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HOB, KOTOPBIC MOXXHO HAaWTH B AHTHI'CHCBS3BIBAIOIIEM ()parMeHTE aHTHUTENA MO HACTOSMIEMY H300pCTCHUIO,
Bkimouarot: (1) Vy-Cyl; (i) Vy-Cy2; (iii) Vy-Cy3; (iv) Vy-Cyl-Cy2; (v) Vy-Cyl-Cy2-Cy3; (vi) Vy-Cy2-Cy3;
(vii) Vy-Cy; (viii) Vi -Cyl; (ix) Vi-Cy2; (x) VL-Cy3; (xi) Vi -Cyl-Cy2; (xil) Vi -Cyl-Cy2-Cy3; (xiii) Vi -Cy2-
Cy3; m (xiv) Vi -Cr. B mo6o#t koHpuryparmy BapradeabHBIX U KOHCTAHTHBIX TOMEHOB, B TOM YHCJIE JIFOOBIX
00pa3moBEIX KOHPUTYpAIHIX, IEPEINCICHHBIX BhIIIE, BaprHaOebHbIe M KOHCTAaHTHBIE JOMEHBI MOJKHO WIIH He-
MIOCPENICTBEHHO CBSI3BIBATH APYT C APYTOM WJIM MOXKHO CBSI3BIBATh C TIOMOIIBIO MOJHON WIIM YaCTUYHOW IIap-
HUPHOH WJIM JIMHKepHOU oOmactu. [llapHupHas 06J1acTh MOKET COCTOSATH M3 10 MEHbIICH Mepe 2 (Hampumep, 5,
10, 15, 20, 40, 60 umm GOJbIIIE) AMHHOKHUCIIOT, YTO BEACT K THOKON HMITU MOJYTHOKOW CBSI3U MEXIY CMEKHBIMHU
BapHaOCIbHBIMU /WM KOHCTAHTHBIMH JOMCHAMHU B OJHOM MOJUIENITUIHOW MoJekyie. KpoMe Toro, aHTHIeH-
CBSI3BIBAIOIIUI (DparMeHT aHTHUTENA 110 HACTOSIIEMY M300PETCHUIO MOXKET COAEPIKaTh TOMOJAUMED WIIU TeTepo-
quMep (WTH APYrod MyJbTHMEp) U3 JIFOOBIX KOH(MUTYpaluii BapuaOeIbHBIX U KOHCTAHTHBIX JIOMCHOB, IIEPCUHUC-
JICHHBIX BBIIIC, B HEKOBAJIICHTHOM CBSI3H IPYT C APYTrOM W/WIIA C OJJHUM WM HECKOJBKUMHU MOHOMEPHBIMH JIOME-
HaMu Vy uinn Vi (HanpuMep, ¢ HTOMOIIBIO TUCYIIB(GHUIHOIM CBs3U(eit)).

Kak u B ciryyae MOTHBIX MOJICKYJI aHTUTEN, aHTUTCHCBS3BIBAONINE (DPArMEHTHI MOTYT OBITh MOHOCIICIIU-
(bryeckumyu wim monucnenuudeckumMu (Hampumep, oucnerduaeckumu). [lomucnenupuaeckuii aHTUTESHCBS-
3BIBAIOMNN (PparMeHT aHTHTENa OOBIYHO COAEPXKUT IO MEHBIIEH Mepe Ba Pa3InYHBIX BapHaOEIBFHBIX JOMEHA,
r/ie KaXIbIi BapruaOeNbHBIA JOMEH CIOCO0CH Cenn(UIeCKN CBI3BIBATHCS C OTACIHHBIM AaHTHTCHOM WM C OT-
JIMYAIOMIAMCS SMUTONIOM Ha OJHOM W TOM jke aHTureHe. [lomucnenndpuyaeckoe aHTHTENO B J0O0M ¢opmare, B
TOM 4Hcie 00pa3roBeie Oucrnenududeckue (HOpMaThl aHTHTEN, PACKPBITHIE B HACTOSIIEM OINMMCAHUH, MOXHO
aIanTHPOBATh JJIS MCTIONB30BAaHNUA B KOHTEKCTE aHTHUTEHCBS3BIBAIOMIETO (PparMeHTa aHTHUTENA 10 HACTOSIIEMY
U300pPETECHUIO C UCTIONBE30BAaHUEM CTAHIAPTHBIX CIOCOOOB, JOCTYITHBIX B JAHHOW OOJIACTH.

[Momy4yeHre aHTUTET YEIOBCKA.

Crioco0bI cO3TaHUsT aHTUTEN YEIIOBEKA y TPAHCTECHHBIX MBIIICH M3BECTHBI B JaHHOW oOnmacth. JIroObie Ta-
KW M3BECTHBIC CIIOCOOBI MOXKHO UCIIOJIE30BaTh B KOHTEKCTE HACTOSIIETO M300PETEHUS IS TOTO, YTOOKI MOIy-
YaTh AaHTHTEJIA YEIOBCKa, KOTOPBIC CIICIIU(PUUECKHU CBI3BIBAIOTCS ¢ OemkoM C5.

HmmyHoTeH, conepKamuii 11000e 0JHO U3 CIEAYIOIIETO, MOKHO MCIIONB30BaTh IJIsI TOTO, YTOOBI CO3/a-
BaTh aHTUTeNA K 6enKky C5. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS aHTUTENA TI0 H300PETEHHUIO TIOIYqaloT
OT MBIIIEH, UMMYHU3UPOBAHHBIX MOJTHOPa3MEPHBIM HAaTHUBHBIM OeiakoM C5 (cM., HampuMmep, HOMEp IOCTyIia
Genbank NP_001726.2) (SEQ ID NO: 355) wm JJHK, xogupyromieit 6em10k win ero ¢pparMeHT. AbTepHATHB-
HO, OCJIOK WJIH ero (parMeHT MOXHO TMOJy4aTh ¢ UCIOJIb30BAHNEM CTAHIAPTHBIX OMOXUMHUYECKHX CIOCOO0B U
MOIU(HUIMPOBATh U HCIIONB30BaTh B KAUE€CTBE MMMYHOTCHA. B ompeneneHHbIX BapHaHTaX OCYIIECTBICHUS MM-
MYHOTEH MPEJCTaBIsCT coOor pparmeHT Oenka CS5, KOTOPHIA HAXOTUTCS B MPEIeiIax aMUHOKHUCIOTHBIX OCTaT-
koB 19-1676 8 SEQ ID NO: 355.

B HEkOTOpBIX BapHaHTaX OCYIICCTBICHUS HMMYHOTEH MOXET MPEICTABIATh COOON peKOMOUHAHTHBIN Oc-
nok C5 wnm ero ¢parMeHT, KOTOPBIH dKcrpeccupyroT B E. coli mwin JI00BIX JPYTrUX 3YKapHOTHYCCKUX KIICTKAX
WM KJIETKAaX MJICKOMUTAIOIINX, TAKUX KaK KIICTKH sIMYHKKA kuTalickoro xomska (CHO).

Ucnoneays texaonoruio VELOCIMMUNE® (cM., mHampumep, US 6596541, Regeneron Pharmaceuticals,
VELOCIMMUNE®) nmu 1t000it Apyroit W3BECTHBINA CIIOCO0 CO3AaHNUS MOHOKJIOHAIBHBIX aHTUTEN, H3HAYAIHHO
BBIJICNIAIOT BhIcOKoadpuHHBIE XuMepHbIe aHTHTeNa K C5, MMeromme BapradenbHylo 0071acTh YeI0BeKa U KOH-
ctanTHyI0 06sacTh MbIH. Texaonoruss VELOCIMMUNE® BxirogaeT co3fqaHue TPAaHCTEHHOW MBIIIH, UMEIO-
el TeHOM, KOTOPBIN COACPIKUT BapuaOeIbHBIC 00JACTU TSDKEION M JISTKOHM IIETH YelIoBeKa, (YHKIIMOHATBHO
CBSI3aHHBIE C HJOTCHHBIMH JIOKyCaMH KOHCTAHTHBIX OOJIACTEH MBIMIH TaK, YTO MBI MPOAYIIUPYET aHTUTEIO,
coJiepxaree BapradenpHyl0 001acTh YelloBeKa U KOHCTAaHTHYIO 00JIaCTh MBIIIH, B OTBET HA aHTUTEHHYIO CTH-
myisinato. JIHK, xomupyromiyio BapuaOenbHBIE OOJACTH TSHKENBIX W JICTKUX IENeH aHTHUTENa, BBIACNISIOT U
¢dynkmonansHo cBs3bIBatoT ¢ JIHK, kogupyromieit KOHCTaHTHBIE 00JacTH TSDKEIBIX U JIETKUX IeTel YelloBeKa.
3arem JIHK skcrmipeccupyroT B KJIETKE, CIOCOOHO IKCIIPECCUPOBATH aHTUTEINO TIOJTHOCTHIO YEIIOBEKA.

B nenom, Meimte VELOCIMMUNE® cTuMynupyroT aHTUT€HOM, MPEACTABIAIONINM HHTEPEC, U Y MBIIIEH
MOJTy4JaroT TUMQpaTHIECKHE KIETKH (Takue Kak B-KIeTKH), KOTOphIe IKCIpeccupyroT antuTena. Jiumparnaeckne
KJICTKH MOYXHO CJIMBAaTh C JIMHUEH MHEIOMHBIX KJIETOK IUISI TOTO, YTOOBI ITOTydaTh OeccMepTHBIE THOPHIOMHBIE
KJICTOYHBIC JIMHUU, H OCYIICCTBIISIOT CKPHHUHT U OTOOP TaKUX THOPUIOMHBIX KJICTOYHBIX JIMHHUH JUIS TOTO, YTO-
OBl UICHTH(GUIUPOBATh THOPUIIOMHBIC KICTOYHBIC JIMHUU, KOTOPHIC MPOIYIUPYIOT aHTHTENA CO CICIU(PIIHO-
CTBIO K aHTHTCHY, mpeacTapiisitonieMy uaTepec. JJHK, xomupyromryro BapuabebHbIe 00JIaCTH TSDKEIOH e U
JICTKOH IIeMH, MOKHO BBIJCISATH U CBSI3BIBATH C JKEIAEMBIMU U30TUITUICCKAMU KOHCTAHTHBIMU O0TAaCTSIMH TSDKE-
JIOW Lenw | JIeTKo# 1enn. Takoii OeJIOK aHTHTENIa MOKHO MOJTydaTh B KIETKe, Takoi kak kietka CHO. Ambrep-
HatueHO, JIHK, kogupyromtyto anTHTEeH-CcTIeITU(IUECKHEe XUMEPHBIE aHTUTENa WM BapuaOenbHBIe TOMEHBI JIeT-
KHX 1 TSDKENBIX IIeTIei, MOJKHO BBIENATH HETIOCPEACTBEHHO M3 aHTUTeH-CIIEIM(PHIECKIX JIMM(POLIUTOB.

W3HauanpHO BBACIAIOT BRICOKOAQ(GUHHBIE XUMEPHBIC aHTHTENA, IMEIOIINE BapuadenbHyI0 001acTh Yemno-
BEKa M KOHCTAHTHYIO 00JacTh MBIIHK. Kak B 9KCIIEpUMEHTAIBHOM pa3zesie Jajiee, ONpPeNeNiaT XapaKTePHUCTUKN
AHTUTENl U OTOMPAIOT WX TIO JKEJATEeNIbHBIM XapaKTepHUCTHUKaM, B TOM uucie adhGuHHOCTH, N30HUpaTeIhHOCTH,
snurony U T.A. KoHcTaHTHBIE OOIACTH MBIIIK 3aMEHSIOT Ha JKETaeMyl0 KOHCTAaHTHYIO OONacTh 4eJOBeKa IS
TOTr0, 4TOOBI CO3/IaBaTh AHTHUTENIO MOJIHOCTBHIO YCIOBEKA 10 M300PETCHHUIO, HAITPUMED, JUKOTO TUMA WUIH MOJU-
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¢unuposanHoe IgG1 wmm 1gG4. Xots BIOpaHHasi KOHCTaHTHAs 00J1aCTh MOXKET BapbUPOBATh B COOTBETCTBUU C
KOHKPETHBIM UCIIOJIb30BAaHHEM, XapaKTECPUCTUKH BRICOKOA(Q(HHHOTO CBSI3BIBAHUS AaHTUTCHOB U CIICIU(UIHOCTH
K MHITIICHH NTPUCYTCTBYIOT B BapHaOeIbHOM 001acTH.

BuoskBHUBaJIEHTHI.

Antutena mpotuB C5 u pparMeHThl aHTHTET TI0 HACTOSIIIEMY H300PETCHHIO OXBATBIBAIOT OCIKU, UMEIO-
e aMIHOKHCIIOTHBIE TTOCIIEA0BATEILHOCTH, KOTOPHIE BApPbUPYIOT OTHOCUTEIHHO TAKOBHIX Y ONMHUCAHHBIX aHTH-
TeJI, HO COXPAHSIOT CIIOCOOHOCTH K CBs3bIBaHWIO Oenka C5. Takue BapuaHTHBIC aHTUTENA U ()parMEeHThI aHTUTE
COJIepKAT OJTHO MIJIM HECKOJBKO NOOABICHHM, TSN MM 3aMEH aMHHOKHUCIIOT IO CPABHEHHUIO C POIUTEIHCKON
MIOCJIC/IOBATENILHOCTHIO, YTOOBI ITPOSIBIISITE OMOJIOTMYECKYI0O aKTHBHOCTB, KOTOpas 10 CYIIECTBY SKBUBAJICHTA
TaKOBOW y ONMHMCAHHBIX aHTHUTEN. AHAJOTHYHBIM 00pa3oMm, nocnenosatenabHoctd IHK, koaupyromee anturena,
M0 HACTOSILIEMY HM300pPETCHHIO OXBATBHIBAIOT IOCIIEAOBATEIHFHOCTH, KOTOPHIE COJEpKaT OJHO MJIM HECKOJIBKO
J00aBJICHUH, eNIeMi WM 3aMeH HYKJICOTHAOB 10 CPAaBHEHHIO C PACKPBITOH IOCIIEI0BATEIHLHOCTHIO, HO KOTO-
phIe KOJUPYIOT aHTUTEJIO WM (PParMEHT aHTHUTEIA, KOTOPHIC TI0 CYIISCTBY SIBISIOTCS OMOIKBUBAJICHTAMH aHTHU-
Tena WK parMeHTa aHTUTENa 10 H300pPETEHHUIO.

JIBa aHTHUTeHCBA3BIBAIONINX O€JKa WM aHTHTENA CUUTAIOT OMOAKBUBAJICHTAMH, €CIIH, HAIPUMEpP, OHH 5B-
JSAFOTCS (PapManeBTHUECKUMHE SKBUBAJICHTAMH WM (DapMareBTHUECKUMH aJbTePHATHBAMHE, ¥ KOTOPBIX CKOPOCTH
U CTeTeHb a0CcOpOINH HE ITEMOHCTPUPYIOT 3HAUYMMBIX PA3JIMYHN MPH CXOKUX SKCICPUMEHTAIBHBIX YCIOBHIX
TIpY BBEACHUH B OIMHAKOBOM MOJIIPHOH [103€, WIIM OMHOKPATHON J03€ FITH HECKOJIBKUX J103aX.

Hexotopeie anTHTENA CIEAYET CUATATh SKBUBAJICHTAMHU WIH (apMaIleBTHICCKUMHU aTbTePHATHBAMH, €CIIH
OHM DKBUBAJICHTHBI 110 CTENICHN UX aOCOpOITMH, HO HE TI0O CKOPOCTH WX aOCOPOIHH, U €Ille MOYKHO CUHUTATh OMO-
9KBUBAJICHTOM, IIOCKOJIBKY TaKHe Pa3INyMsi B CKOPOCTH a0COPOLUH SIBISIOTCS IPEAHAMEPEHHBIMH M OTPa’KCHEI
HA 3TUKETKE, HE SBISIOTCS BaKHBIMU JIJIS TOCTHKCHUS d(PPEKTUBHBIX KOHIICHTPALUH JIEKAPCTBEHHOTO CPECTBa
B OpraHu3Me, HalpuMmep, NpH XPOHUYECKOM IPUMEHEHHH U CYUTAIOTCS MEIWLUHCKH HECYIIECTBEHHBIMH IS
KOHKPETHOT'O HCCIIEyeMOTr0 JIEKAPCTBEHHOTO MPOAYKTA.

B oxgHOM M3 BapHaHTOB OCYLIECTBIICHHS JJBa aHTUTCHCBS3BIBAIOIINX OeJIKa SBIISIOTCS OMOIKBUBAJICHTAMH,
€CJIM HeT KIIMHUYECKH 3HAYNMBIX Pa3NuIui B MX 0€30IaCHOCTH, YICTOTE MIIM AKTHBHOCTH.

B omHOM W3 BapnaHTOB OCYIIECTBICHHUS IBa aHTHI'CHCBA3HIBAIOMINX O€JKa SBISIOTCS OMOAKBUBAJICHTAMH,
€CJIM TalHMeHTa MOXKHO IEePEKIIoYaTh OJWH WM HECKOJBKO pa3 MEXIy STaJOHHBIM MPOAYKTOM W OHMOIOTHYe-
CKUM TPOAYKTOM 0e3 0XXKMIAaeMOro yBEIHMYEHHS PHCKa HeXelaTeIbHBIX 3(P(eKToB, B TOM YHCIIEe KIMHUYECKH
3HAYMMOTO W3MEHEHHS MMMYHOTEHHOCTH M CHIDKEHHON 3()()EeKTUBHOCTH, IO CPaBHEHHUIO C MPOIOJDKCHHEM
Tepanuy 0e3 TAKOTO IMEePEKIIIOYCHHS.

B oHOM 13 BapHaHTOB OCYIIECTBIICHHS J[Ba AHTUTECHCBS3BIBAIONINX O€JIKa MPeICTaBISIOT co00i ONOIKBU-
BAJICHTHI, ecIi 00a OHM AEHCTBYIOT MO O0IEMY MEXaHM3MY WJIM MEXaHHW3MaM JEHCTBHS AJIsl YCIOBUS HIIH yCIIO-
BUI1 NIPUMEHEHHS, 710 TAKOH CTEIIEHH, B KOTOPOI TaKHe MEXaHU3MbI H3BECTHBI.

BrosKkBUBaICHTHOCTE MOXKHO JIEMOHCTPHPOBATh CIOCOOaMM in vivo W/uiM in vitro. Mepsl OHMOPKBHBa-
JICHTHOCTH BKJIIOYAIOT, HAIpUMeEp, (&) TECT in Vivo y YeloBeKa MM JAPYTUX MIIEKONHUTAIOIINX, B KOTOPOM KOH-
HEHTPAIMIO aHTUTENA WM €ro METa0OINTOB M3MEPSIOT B KPOBH, IIa3Me, CHIBOPOTKE WM JIpyroi Ouoiornde-
CKOH KHIIKOCTH B KadecTBe QYHKITMU BpeMeHH; (b) TeCT in vitro, KOTOPHIH 00JagaeT KOPPEsAIUei ¢ TaHHBIMH O
OMOOCTYIMTHOCTH Y YeJIOBEKa in Vivo U 000CHOBAaHHOMU TIpeJICKa3aTeIbHON CIIOCOOHOCTBIO B MX OTHOIIICHUH; (C)
TECT in Vivo y YeloBeKa WM APYTUX MIIEKONHUTAIOMINX, B KOTOPOM MOIXOIAIINN OCTPHIH (papMaKoIOTHIECKIHA
3¢ dexT anTUTENa (MM €r0 MUIIIEHN) U3MEPSIOT B KadecTBe QYHKITUM BpeMeHH; U (d) cTporo KOHTpoJIUupyemMoe
KITMHUYECKOE HCCIIeIOBaHNEe, B KOTOPOM yCTaHABIMBAIOT 0€30MMacHOCTb, 9 ()EKT Mt OMOAOCTYITHOCTh MIIA OHO-
9KBHUBAJICHTHOCTh AHTHUTEIA.

BroskBuBaICHTHBIE BapHaHTHl aHTUTEN 10 M300PETEHHIO MOKHO KOHCTPYHpPOBATh, HAIlpUMEp, CO31aBast
pa3IMYHBIC 3aMEHBI OCTATKOB HJIM TOCIIEOBATEIIFHOCTEH WK yAamss KOHIICBBIC WM BHYTPCHHHUE OCTATKU HITH
MIOCJIE/IOBATENILHOCTH, HE HEOOXOIMMBIE JUIsi OMOJIOTMYeCKOH aKTHBHOCTH. Harpumep, octaTku UCTEHHA, KOTO-
phIC HE BaXXHBI JI1 OMOJIOTHYCCKON aKTUBHOCTH, MOXHO yIAIATh WIH 3aMCHSATH HA JAPYTUe aMHUHOKUCIIOTHI JIJIS
TOTr0, YTOOBI MPENOTBpaIaTh (OPMUPOBAHKEC HE HEOOXOAUMBIX WM HENPABIIHHBIX BHYTPUMOJICKYISPHBIX JH-
CyIb(QHUIHBIX MOCTHKOB IIPH peHATyparuu. B Apyrux KOHTEKCTaX, OMOIKBHBAJICHTHBIC aHTUTENA MOTYT BKIIO-
YaTh BapHaHTHl aHTHUTEN, KOTOPHIE COAEP)KAaT M3MECHEHUSI aMHHOKHCIIOT, KOTOPBIe MOTU(PHUIMPYIOT XapaKTepH-
CTHKH TIIUKO3WINPOBAHUS aHTHUTEI, HAI[PUMEP, MYTaIllH, KOTOPBIC SIMMUHUPYIOT WIH YCTPAHSIIOT TITHKO3WIH-
poBaHue.

Antutena nmpotuB C5, copepxkaiue BapuaHThl Fc.

B cooTBeTcTBUM ¢ OmpeneNeHHBIMI BapHaHTaMH OCYIIECTBICHUS HACTOSAIIET0 H300pETeHHs, MPEIyCMOT-
pessl anTurena npotuB CS5, koTopsle coaepxar goMeH Fc, copepxanmii oMHy MM HECKOJBKO MyTalui, KOTO-
phIC YCWJIMBAIOT WIM YMCHBIIAIOT CBSA3BIBAaHHE aHTHTENa ¢ peuentopom FcRn, Hampumep, mpu kuciom pH mo
cpaBHeHHIO ¢ HeHTpanbHbM pH. Hanpumep, Hacrosimee n3o0pereHue BKiIovyaeT aHTHTena nporus C5, conep-
xamue myranuio B oonactu Cy2 wm Cy3 nomena Fe, tne myranms(u) yBennunBaet adGuHHOCTS foMeHa Fe k
FcRn B kucno#i cpene (Hampumep, B 3HIOcOMe, Tae pH HaxoauTcs B quama3oHe MPHONU3UTEIBHO OT 5,5 mpu-
6mmuTensHo 10 6,0). Takne MyTalMyu MOTYT BECTH K YBEJINYEHHIO BPEMEHH TOTY>KU3HH aHTUTENIA B CHBIBOPOTKE
NP BBEJCHWHU XKMBOTHOMY. HeorpaHmumBaromue mpuMepbl Takux moaudukanuii Fc BKmrouaioT, Hampumep,
Moaudukaruio B mosioxkernn 250 (mampumep, E nimm Q); 250 u 428 (manpumep, L wmm F); 252 (mampumep,
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L/Y/F/W umu T), 254 (manpumep, S wim T) u 256 (manpumep, S/R/Q/E/D wmu T); wim MoauduKanuio B 1moso-
xenun 428 w/mmm 433 (manpumep, H/L/R/S/P/Q wim K) n/umu 434 (ranpumep, A, W, H, F umn Y [N434A,
N434W, N434H, N434F wim N434Y]); wiu Mmonudukanuro B moyioskeHnn 250 w/wmm 428; uinm MOIU(PUKAIINIO B
nontoskennu 307 wim 308 (manpumep, 308F, V308F) u 434. B onHOM M3 BapHAHTOB OCYIIECTBICHHUS MOIU(PUKA-
mus conepxut Monupukanmio 428L (Hanpumep, M428L) u 434S (manpumep, N434S); mogudukaruio 428L,
2591 (marmpumep, V2591) u 308F (manmpumep, V308F); momndukammro 433K (manpumep, H433K) u 434 (manpu-
Mep, 434Y); momuduxarmro 252, 254 u 256 (manpumep, 252Y, 254T, u 256E); momudpukanuto 250Q u 428L
(manpumep, T250Q u M428L); u momudukanmo 307 w/wim 308 (manpumep, 308F wim 308P). B eme ogrom
JIpYroM BapHaHTE OCYILIECTBICHHS MOIU(UKAIMS COAepXUT Moaudukamumio 265A (nampumep, D265A) n/umm
297A (manpumep, N297A).

Hanpumep, Hacrosimee u3o0peTeHre BKiIIoYaeT anturena npotus C5, coxepxamme nomeH Fe, conepxa-
MU OHY WM HECKOJIBKO Tap WM TPYINI MyTanui, BEIOpaHHBIX U3 TpyHIsl, coctosimeit u3: 250Q u 248L (na-
npumep, T250Q n M248L); 252Y, 254T n 256E (manpumep, M252Y, S254T u T256E); 428L u 434S (nanpu-
mep, M428L u N4348S); 2571 u 3111 (manpumep, P2571 u Q3111); 2571 n 434H (manpumep, P2571 u N434H);

376V u 434H (manpumep, D376V u N434H); 307A, 380A u 434A (marmpumep, T307A, E380A u N434A);
1 433K u 434F (manpumep, H433K u N434F). Bce Bo3aMOXHBIE KOMOMHAIIMH MYTAIlUil BBIIEYKAa3aHHOTO JOMe-
Ha Fc u npyrux myraiuii B BapnabeIbHBIX JOMEHAX aHTHTEIN, PACKPHITHIC B HACTOSIIEM ONHCAHUH, TIPEIyCMOT-
peHBI B 00beMe HACTOSIIETO U300PETECHUSI.

Hacrosmee nzobperenue Taxke OTHOCHTCS K aHTHTENaM mpoTuB C5, copepkamuM XUMEPHYI0 KOHCTAaHT-
Hy10 00macth (Cy) TsDKENoH 1ienH, rae XxuMepHas o0sacts Cy COIEpKUT CETMEHTHI, MOJydeHHbIe U3 o0nacTei
Cy Oosble YeM OJHOTO W30THIA MMMYHOTJI00ynuMHOB. Hanpumep, aHTHTeNna MO M300PETEHHIO MOTYT COJEp-
XKaTh XUMEpHYI0 o0mactb Cy, CoepKallyro YacTUYHBIN Wi NOoNHBIN 1oMeH Cy2, MOTYYEHHBIH U3 MOJICKYJIbI
IgG1 genosexa, IgG2 yenoBeka mim 1gG4 yenoBeka, B KOMOWHAIIMK C YACTUYHBIM WIIM MOJHBIM JoMeHOM Cy3,
nony4eHHbIM U3 Monekynsl IgG1 yenoseka, IgG2 uenoseka unu IgG4 uenoseka. B cooTBeTcTBHM ¢ onpeneneH-
HBIMHM BapHaHTaM{ OCYIIECTBIICHUS, aHTUTENA TI0 M300pPETEHUIO cOolepXkKaT XUMEpHYIo obnacts Cy, UMEIOIIYIO
XHMEpHYIO MapHUPHYIO 001acTs. Hanmpumep, XMMEpHBIH MIapHAP MOXKET COIepKaTh aMHHOKHCIIOTHYIO ITOCTIe-
JIOBATEILHOCTD ""BEPXHETO MIapHUpPA" (AMHUHOKHCIOTHBIE OCTATKHU M3 TOJIOKEHUH ¢ 216 10 227 B COOTBETCTBHH C
aymeparueit EU), monydennyto u3 mapaupHon oonactu [gG1 genoseka, [gG2 genoBeka wim 1gG4 genoseka, B
KOMOHMHAIIMH C TOCIeIOBATEIEHOCTRIO "HIDKHETO MapHUpa" (aMHHOKHCIIOTHBIE OCTATKH M3 TOJIOKESHUN ¢ 228
1o 236 B cootBeTcTBUU ¢ HyMepanuei EU), monydenHoi n3 mapaupHoi obmactu [gG1 genoseka, [gG2 venose-
ka wim 1gG4 denoBeka. B cooTBeTCTBHU C ONpeAeTeHHBIMHA BapHaHTAMU OCYIIECTBICHHS, XUMEpHAas IapHUp-
Hast 00JIaCTh COJEPKUT aMHHOKHCIIOTHBIE OCTaTKH, IOJIydeHHble W3 BepxHero mapHupa 1gGl uenoBeka wim
IgG4 genoBeka, U aMUHOKHUCIIOTHBIE OCTAaTKH, IMOJTYYeHHbIE W3 HIKHEro mapHupa 1gG2 denoBeka. AHTHUTENO,
cojieprkaniee XuMepHyto 00macTb Cy, Kak pacKpbITO B HACTOSIIEM ONMCAHUHM, B ONPE/CICHHBIX BapHAaHTaX OCY-
IIECTBJICHUS] MOXKET HPOSBIATH MOAUPHUIMPOBaHHbIE Y dekTopHble GyHKIMN Fc, He 0Ka3pIBast HeXeIaTeIbHOTO
BIIMSTHUSL HA TEepaneBTHYECKUE WIN (apMaKOKHMHETHYEeCKHe cBoWcTBa anTHTena. (CM., HanpuMep, MyOIHKaIHio
nareHTHOH 3asBku CILIA 2014/0243504, packpbITHE KOTOPOH, TAKHM 00pa3oM, BKIIOUEHO ITOCPEICTBOM CCHUIKH
B TTOJTHOM 00beMe).

Buonornueckne xapakTepUCTHKN aHTHTEN.

B menmom, aHTHTENa IO HACTOALIEMY H300pETEHUIO (PYHKIIMOHUPYIOT TIOCPEICTBOM CBS3BIBAHHSA C OCIKOM
C5 u npenotBpamienus ero pacmeruienns Ha C5a u C5b. Hampumep, HacTosmee n300peTeHne BKITIOYaeT aHTH-
TeJa U aHTHTEHCBS3BIBAIONINE (BPAarMEeHThl aHTUTEN, KOTOphIe CBs3BIBaIOT Oesok C5 (Hanmpumep, mipu 25°C wim
npu 37°C) ¢ Kp menbiie uem 9 HM, kak U3MepsIOT MOCPEACTBOM MOBEPXHOCTHOTO MIa3MOHHOIO PE30HAHCA,
HarpuMep, ¢ UCIOJIb30BaHUEM (popMarta aHaIn3a, Kak ONpE/EICHO B MpUMeEpe 3 B HACTOSIIEM ONKcaHuu. B on-
PEleNICHHBIX BapHaHTaxX OCYIIECTBICHMS aHTUTENA WM UX aHTHI'CHCBS3BIBAIOIINE QparMeHTHl CBs3bIBatoT C5 ¢
Kp npubnusntensHo MeHbe yeM 9 HM, NpHOIM3UTEIFHO MEHbIIE YeM 5 HM, NpuOIM3NTeIbHO MEHbIIE YeM 2
HM, mpHONM3HUTENFHO MeHbIe YeM | HM, npubnmsurenbHo MeHbine yem 500 mM, menbine yem 250 M win
Menbmie ueM 100 mM, kak U3MepSIOT MOCPEACTBOM MOBEPXHOCTHOIO IUIa3MOHHOTO pE30HaHCa, HalpUMep, ¢
WCTIONBb30BaHUEeM (opMaTa aHajm3a, KaK OMpeNesIeHO B IpUMepe 3 B HACTOSIIEM OMMCAHUH, WIIN 110 CYIIECTBY
CXO’KEro aHaJIN3a.

Hacrosmee nzo0pereHne Takke OTHOCHTCS K aHTHUTEJIAM M UX aHTHTCHCBSI3BIBAIONINM (pparMeHTaM, KOTO-
peie cBs3bIBatoT Oenok C5 denoBeka ¢ MUCCONMAIIMOHHBIM BPEeMEHEM TIOMYKU3HH (t;,) OOJbIIE YeM MpUOIH3H-
TEJIHHO 2 MHUH, KaK U3MEPSIOT TIOCPEACTBOM TOBEPXHOCTHOTO TUIA3MOHHOTO pe3oHanca nmpu 25°C, HanpumMep, ¢
WCIIONBb30BaHUEM (opMaTa aHajm3a, KaK ONpeNeNieHo B IpuMepe 4 B HACTOSIEM OMMCAHUH, WIIH 110 CYIIECTBY
CXOKETO aHanm3a. B ompeseneHHBIX BapHaHTaX OCYIIECTBJIICHWS aHTHTENa WJIM aHTHUT€HCBS3BIBAaroOLINE Qpar-
MEHTHI 110 HACTOSIIEMY U300peTeHHIO CBA3bIBAIOT Oesok C5 c ty, Oomplie YeM NpuOIM3UTENBHO 5 MUH, O0JbIIe
yeM npubmmsutensHo 10 MuH, Gonbire yeM npubmusurensHo 30 MuH, Ooibie yeM nmpuoOau3uTenbHo 50 MUH,
6oubiie yeM npubimsutensHo 100 MuH, Oobie yeM npubnmsuTenbHo 150 MuH, Gosblre YeM NpUOIU3UTEIHHO
200 MuH win OoJbile YeM mpHuOIU3nUTeNbHO 250 MUH, KaK U3MEPSIOT MOCPEACTBOM OBEPXHOCTHOTO IIIa3MOH-
HOTo pe3oHaHca npu 25°C, HanpuMep, C HCIIOJIb30BaHNEM (opMaTa aHajiIH3a, KaK ONpeNesieHo0 B mpuMepe 3 B
HACTOSAIIEM ONMCaHuU (HanmpumMep, GopMaT ¢ 3aXBaTOM MAD WIH ¢ 3aXBaTOM aHTHUIEHA), WJIH IO CYIIECTBY CXO-
JKeTo aHaJIN3a.
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Hacrosiee n3o0peTeHre TakiKe OTHOCUTCS K aHTHUTENIAaM U UX aHTUTCHCBSI3BIBAIONINM (pparMeHTaM, KOTO-
pie cBsa3bIBatoT Oestok C5 yesioBeka ¢ JMCCOUAMOHHBIM BPEMEHEM IOy XKHU3HHU (t),) OOJblIe YeM MpHOIU3H-
TeNBHO 1,5 MHH, KaK H3MEPSIOT IIOCPEACTBOM ITOBEPXHOCTHOTO TUIA3MOHHOTO pe3onaHca mpu 37°C, Hanpumep, ¢
WCIIONB30BaHUEM (opMaTa aHajm3a, KaK ONpeesieHo B IpuMepe 4 B HACTOSINEM OMMCAHUH, WM 110 CYIIECTBY
CXOXKEro aHajm3a. B oIpeneneHHBIX BapHaHTaX OCYIIECTBICHHUS aHTHUTENAa WIM aHTUTCHCBS3BIBaromue Qpar-
MEHTHI 110 HACTOSAIIEMY H300PETEHHIO CBA3BIBAIOT Oestok C5 ¢ t, 60mbIIe yeM MpuOIN3UTENbHO 2 MUH, O0JIbIIE
4eM MPUOIU3UTENBHO 5 MuH, Ooyiblie 4yemM mpubausutenpbHo 10 MuH, OOJbIIe YeM MpUONIM3UTENHHO 25 MWUH,
Oompire yem npubau3uTeNbHO S0 MuH, Oobie YeM mpuOam3uTesbHo 100 MUH, OOJbIIIe YeM MPUOTU3UTEIHHO
150 muH wmu 6onpmie yem npuodIu3uTeabHo 200 MUH, KaK H3MEPSIOT MOCPEICTBOM IMOBEPXHOCTHOTO IUIA3MOH-
Horo pe3oHanca npu 37°C, HanpuMep, C HCIIOJIL30BaHNEM (OopMaTa aHaIHM3a, KaK ONpeNesieHO B puMepe 3 B
HACTOSIIEM OIUCaHuM (HarmpumMep, popMaT ¢ 3axBaToM MAbD WK C 3aXBaTOM aHTHICHA), WU TI0 CYIIECTBY CXO-
JKETO aHaJIn3a.

Hacrosiee n3o0peTeHne TakkKe OTHOCUTCS K aHTUTENIaM M aHTHT'CHCBS3BIBAIOIINM (pparMeHTaM aHTHUTEI,
KOTOpBIE CBA3bIBAIOT Oetok C5 00e3wstubl (Harpumep, npu 25°C wmn nipu 37°C) ¢ Kp Mensie yem 120 HM, kak
M3MEPSAIOT MOCPEICTBOM MOBEPXHOCTHOTO IUIA3MOHHOTO PE30HAHCa, HANPHUMEP, C HCIIONB30BaHHEM (opmara
aHalM3a, KaK OIpeleNIeHo B MpUMepe 3 B HACTOSIIEM ONMCAaHWW. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS
AQHTHTENA WM WX aHTUTCHCBS3BIBAIOINE (hparMeHThl CBA3BIBAIOT C5 00e3bsHbI ¢ Kp mpuOIm3uTe IsHO MEHbIIE
geMm 120 HM, mpubausutenbHo MeHbine ueM 100 HM, npuOim3utensHo MeHbIne yem 50 HM, nmpuOIu3uTeabHO
MeHbIIe yeM 25 HM, npubmm3utensHo Menbie yeMm 10 HM, npubau3uTenbHO MEHbIEe 4eM 5 HM, nmpuodau3n-
TeJIbHO MeHbIe YeM | HM, npubmm3utensHo Menbiie geM 500 mM winu MeHbine 9em 250 mM, kKak H3MepsoT
MIOCPE/ICTBOM HOBEPXHOCTHOTO IIa3MOHHOTO PE30HAHCa, HapUMeEp, ¢ HCIOIb30BaHUEM (opMara aHaju3a, KakK
OTIpeZIeIeHO B IPUMeEpE 3 B HACTOSAIIEM OIHMCaHNH, W 110 CYIIECTBY CX0XKET0 aHaJIM3a.

Hacrosiee n3o0peTeHne TakkKe OTHOCUTCS K aHTUTENIaM M aHTHT'CHCBS3BIBAIOIINM (pparMeHTaM aHTHUTEI,
KOTOPBIC CBS3BIBAIOT MoAuduIpoBaHHbIi Oenok C5 venoBeka ¢ 3ameHoit R885H (mpumepom ciyxur SEQ ID
NO: 356) ¢ Kp Mensbme ueM 70 HM, kak U3MEpSAIOT NOCPEACTBOM IMOBEPXHOCTHOIO IUIa3MOHHOTO PE30HAHCA,
HaIpuMep, ¢ UCIOIB30BaHNEM (hopMaTa aHAIN3a, KaK ONPEIeIeHO B IpUMepe 3 B HACTOSAIIEM onucaHnH. Bapu-
anTel C5 mokasanmu cinalblif oTBeT Ha aHTUTeNa MpoTuB C5, paHee pacKphIThe B JaHHOW 00JacTw (Hampumep,
Nishimura et al 2014, New Engl. J. Med. 370: 632-639). B onpeieneHHBIX BapraHTax OCYIIECTBICHUS aHTHTEIA
WM WX aHTUTEHCBS3BIBAONINE (PparMeHTHI CBA3BIBAIOT Moanuuipoanusiid C5 wenoseka ¢ Kp npubimsurens-
HO MeHbIIIe 9eM 65 HM, npubimm3uTensHo MeHbIne ueM 50 HM, npubnm3uTensHo MeHblne yeM 20 HM, npubim-
3UTENHLHO MeHbIe YeM 10 HM, mpuOIM3nUTEeIbHO MEHbIIE YeM 5 HM, npHONIH3UTEeILHO MEHbIIe YeM 3 HM win
MEHbIIIE 4eM 2 HM, KaK M3MEpSIOT IMOCPEICTBOM MOBEPXHOCTHOTO IIA3MOHHOTO PE30HAHCa, HAIpHMEDp, C HC-
MOJIb30BaHUEM (opMara aHaju3a, KaK ONpEAEICHO B NPHMEpe 3 B HACTOSAIIEM OIMCAHWH, WIH IO CYIIECTBY
CXOJKETO aHaJu3a.

Hacrosiee n3o0peTeHne TakkKe OTHOCUTCS K aHTUTENIaM M aHTHT'CHCBS3BIBAIOIINM (pparMeHTaM aHTHUTEI,
KOTOPBIC CBA3BIBAIOT MOau(uIpoBaHHEI 6enok C5 yenoBeka ¢ 3ameHort R885C (mpumepom ciyxur SEQ ID
NO: 357) ¢ Kp menbire uem 160 HM, kKak H3MEpSIOT MOCPEACTBOM MOBEPXHOCTHOTO ITUIa3MOHHOTO PE30HAHCA,
HaIpUMep, ¢ UCIOJIB30BaHNEM (hopMaTa aHAJIN3a, KaK ONPEIeIeHO B IpUMepe 3 B HACTOSAIIEM omnucaHnH. Bapu-
anTel C5 mokasanmu cialbiif oTBeT Ha aHTUTeNa mpotuB C5, paHee pacKphIThe B JaHHOW 00JacT (Harmpumep,
Nishimura et al 2014, New Engl. J. Med. 370: 632-639). B onpeienieHHBIX BapraHTax OCYIIECTBICHUS aHTHTEIA
WM WX aHTUTEHCBS3BIBAIONINE (PparMEHTHI CBA3BIBAIOT Moanuiposanusiid C5 wenoseka ¢ Kp npubimsurens-
HO MeHbIIe yeM 150 HM, npubnusutenpHo MeHbine deMm 100 HM, npuOnu3uTensHo MeHbie yeM 50 HM, npu-
Omm3uTensHO MeHblre yeM 20 HM, npubamsuresisHo Menbre yeM 10 HM, npuOausuTensHo MeHblie yeM 5 HM
WM MEHbIIEe YeM 2 HM, KaK M3MEepSIOT IMOCPEICTBOM IOBEPXHOCTHOTO IUIa3MOHHOTO PEe30HaHCa, HAlpUMeED, C
UCIIONIb30BaHUEM (popMmara aHajM3a, KaK ONpEeZeeHO B MpuMepe 3 B HACTOSIIEM ONHMCAHWH, WM IO CYIIECTBY
CXOJKETO aHaJu3a.

Hacrosiee n3o0peTeHne TakkKe OTHOCUTCS K aHTUTENIaM M aHTHT'CHCBS3BIBAIOIINM (DparMeHTaM aHTHUTEI,
KOTOPBIC HHTHOUPYIOT KOMILIEMEHT-3aBHCUMYI0 IUTOTOKCHYHOCTE (CDC) ¢ ICsy menbIie uem 10 HM, Kak u3-
MEpSAIOT OCPEACTBOM aHajIM3a JIOMHHECIICHIINY, HallpuMep, ¢ MUCIIOJIb30BaHHeM (opMmaTa aHajlu3a, Kak OIpe-
JIENICHO B TIpuMepe 6 B HACTOAIIEM ONMCAaHWU. B ompeneneHHbIX BapHaHTaX OCYIIECTBICHUS aHTUTENA WIH UX
aHTUTeHCBs3bIBatomue ¢pparMenTsl HHTrHONPYI0T CDC ¢ 1Csq mpubnu3uTensHO MEHbINEe 4eM 5 HM, mpubau3u-
TEJNBHO MEHBINE 4eM 3,5 HM min npuONIM3UTENbHO MEHBIIE 4eM 2 HM, Kak M3MEpSIOT IMOCPEACTBOM aHAIIN3a
JIOMHUHECIICHIINK B-KiteTok, HampuMep, ¢ UCIOoIb30BaHNEM (opMaTta aHam3a, Kak OIpeAesieHO B mpuMepe 6 B
HACTOSIIEM ONMCAHUH, WIH IO CYIIECTBY CX0KEro aHajm3a.

Hacrosiiee n3o0pereHue Tak:ke OTHOCUTCS K AHTHTENIaM U aHTHTCHCBS3BIBAIOIIMM (pparMeHTaM, KOTOPHIC
6nokupyroT onocpenoBanHelii C5 yenoBeka knaccnueckuit myts (CP) remonms Oonbuie yem Ha 94% u c ICs
MeHbIIIe ueM 6 HM, KaKk U3MepsIoT nmocpeacTsoM anainza CP remonusa, Harmpumep, ¢ UCIOIb30BaHneM (hopmara
aHalM3a, Kak OMpPENeNICHO B MpUMepe § B HACTOSIIEM ONUCAHWU. B ONMpe/eeHHBIX BapHaHTaX OCYIICCTBICHUS
AHTHTENIA WM UX aHTUTCHCBs3bIBatoue GpparMeHTsl 010kupytoT CP remomnus ¢ 1Cs, mpuOIM3UTEIbHO MEHBIIIE
4yeM 6 HM, npuOIM3UTENHLHO MEHBIIE YeM 5 HM, NpuOIu3uTeNbHO MeHbIe YeM 4 HM, npuOIu3uTeIbHO MEHb-
me 9eM 3 HM win npuOIu3UTeNbHO MEHbIIEe YeM 2 HM, Kak m3MepsroT nocpenctsom anaimmza CP remonusa,
HaIpuMep, ¢ UCIIOIb30BaHIEM (opMaTa aHaJIH3a, KaK OIPEICICHO B IpUMEpe 8 B HACTOSIIEM ONICAHUH, WIH 110
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CYIIECTBY CXO0XKETO aHaJIu3a.

Hacrosiiee n3o0pereHue TakKe OTHOCUTCS K aHTHTEJIaM U aHTHTCHCBS3BIBAIOIINM (pparMeHTaM, KOTOPHIC
OMOKHMpYIOT omocpeRoBaHHbI C5 yenoBeka anbTepHAaTHBHEIN MyTh (AP) remomm3sa 6onbine yem Ha 70% 1 ¢ ICs,
MeHbIIe YeM 165 HM, kKak U3MepsIOT MOCpeCTBOM aHam3a AP remonnsa, HanmpuMmep, ¢ UCTIOIb30BaHUEM (Hop-
MaTa aHaJH3a, Kak ONpeAeieHO B IMpUMepe 8§ B HACTOSIIEM OIMMCAHWHU. B ompeneNneHHbIX BapHaHTaX OCYIIECTB-
JICHUS] aHTHUTeNa WM X aHTUTCHCBS3bIBaIoNIre ¢parMeHThl O6J0kupyioT AP remomms ¢ ICsy mpubmu3nuTeapHO
MeHbIe yeM 160 HM, mpubiu3uTenbHO MeHbIne ueM 150 HM, npubnm3utensHo MeHblne ueM 100 HM, npubiim-
3UTENHLHO MeHbIe YeM 50 HM Ui mpuOIM3uTeNbHO MeHbIne yeM 20 HM, Kak U3MepSIoT IMOCPEICTBOM aHaIN3a
AP remonmsa, HanmpuMep, ¢ UCIOJIB30BaHUEM (opMara aHaliu3a, KaK OMPEACICHO B MpHMEpe 8 B HACTOSALICM
OIHCaHWH, WJIH IO CYIIECTBY CXOXKETO aHAIIN3a.

Hacrosiee n3o0pereHue TakKe OTHOCUTCS K AHTHTEJIaM U aHTHTCHCBS3BIBAIOIINM (pparMeHTaM, KOTOPHIC
OMOKHpYIOT orocpenoBanHbid CS5 appUKaHCKOW 3€ICHON MapTHIIKA Kiaccuueckuii myth (CP) remomnmsa 60b-
me yeM Ha 40% u ¢ 1Csy menbie yem 185 HM, kak uzMepstor nocpeactsoM aHanuza CP remosnusa, Harpumep, ¢
UCTIONIb30BaHUEeM (hopMaTa aHalu3a, KaK OMpPEICICHO B MPUMepe 8§ B HACTOSIIEM ONMUCAHHWU. B ompeneneHHbIX
BapHaHTaxX OCYIIECTBICHUS aHTHTENA WIIN UX aHTUTCHCBs3bIBaroMe GparMenTsl 010kupyoT CP remonms ¢ 1Cs,
MPUOIM3UTEIEHO MeHbIe YeM 180 HM, nmpubau3utenbHo MeHbine yeM 150 HM, npuOIu3uTeIbHO MEHbBIIE YeM
100 EM, npuOIM3UTENHLHO MEHBIIE YeM 75 HM niu npuOIu3uTenbHO MeHbIne YeM S0 HM, Kak U3MepsIoT I0-
cpencrteoM ananmnza CP remonnsa, HarpuMep, ¢ UCIIOIB30BaHNEM (popMaTa aHAIHN3a, KaK ONPEIeIEHO B IpUMepe
8 B HACTOSIIIEM OTMMCAHHH, MU TI0 CYIIECTBY CXOXKEr0 aHaIH3a.

Hacrosmee n3o0pereHne Takke OTHOCHUTCS K aHTHTENIAaM U aHTHTCHCBS3BIBAIOIINM (pparmMeHTaM, KOTOphIC
6nokupyroT onocpenoBaHHblii CS5 adprKaHCKON 3€I€HON MapTHIIKKM albTepHATUBHBIA MyTh (AP) remonmsa c
IC5y meHbIIe uem 235 HM, kak U3MepA0T NOCPEACTBOM aHanu3a AP reMonusza, Hanpumep, ¢ UCIOIb30BaHUEM
(hopMaTa aHANM3a, KaK OMPEJCIICHO B MPUMEPE 8 B HACTOSAIIEM ONHMCAHUK. B ompeneneHHbIX BaprHaHTaX OCYIIe-
CTBIICHUS aHTHUTEJA WIH UX aHTHT'CHCBS3BIBAIOIINE (PparMeHThl 0J0kupyroT AP remonms ¢ I1Cs, mpubnusurensHo
mensble yeM 200 HM, npubnusutensHo MeHble yeM 150 HM, npubnusurensHo Menbiie yeM 100 HM, npubnu-
3UTENLHO MeHbIe yeM 50 HM uimu mpuOIM3uTeNsHO MeHbIne yeM 20 HM, Kak U3MepSIOT IMOCPEICTBOM aHaTN3a
AP remonmsa, HanmpuMmep, ¢ WCHOIBb30BaHHEM (opMmara aHalu3a, KaKk OMpENeIICHO B IMpHMEpe 8 B HACTOAIIEM
OTIMICaHWH, WJIH TI0 CYIIECTBY CXOXKETO aHAJIN3a.

Hacrosmee n3o0pereHne TakKe OTHOCHUTCS K aHTHTENaM U aHTHTCHCBS3BIBAIOIINM (pparmMeHTaM, KOTOpPhIC
6moxupyrot 6ombmie yem 90% omocpenoBanHoro C5 sBaHCKOTO Makaka kiaccmdeckoro nyT (CP) remonmsa c
1Cso MenbIie yem 145 HM, Kak u3MepsrOT mocpeacTBoM ananm3a CP remMonmsa, HampuMep, ¢ UCIOJIb30BaHUEM
(dhopMaTa aHANM3a, Kak OMPEJCIICHO B MPUMEPE 8 B HACTOSIIEM ONHMCAHUH. B ompeneneHHbIX BaprHaHTaX OCYIIe-
CTBIICHUS aHTHUTEJA WM UX aHTUTCHCBs3bIBatomue hparMeHThl O1okupyroT CP remonms ¢ I1Cs, mpubau3uTensHo
mensble yeM 140 HM, npubnusurensHo Menble yeM 120 HM, npubnusurensHo Menbiie yeM 100 HM, npubnu-
3UTEIBHO MEHBIIE YeM 75 HM wmin npuONIU3UTENEHO MEHbIIE yeM 50 HM, Kak U3MEepsIIOT MOCPEACTBOM aHAIN32a
CP remonmza, HanmpuMep, ¢ HCIOIb30BaHUEM (hopMaTa aHANIM3a, KaK OMPEIENICHO B IMpuMepe 8§ B HACTOSIIEM
OIHCaHWH, VITH IO CYIIECTBY CXOXKET0 aHAIIN3a.

Hacrosmee n3o0pereHne TakKe OTHOCHUTCS K aHTHTENAaM U aHTHTCHCBS3BIBAIOIINM (pparmMeHTaM, KOTOpPhIC
OJIOKHPYIOT orocpeoBaHHbIi C5 SBaHCKOTO Makaka aJlbTepHATUBHBIN MyTh (AP) remonmza ¢ ICsy MeHbIe YeM
30 M, KaK U3MepSIOT ImocpeAcTBOM aHanmu3a AP remonmsa, HampuMep, ¢ HCIIONB30BaHWEM (OpMaTa aHAIN3a,
KaK OIpeJesIcHO B IpuMepe § B HACTOSIIEM ONFCAaHUH. B ompeneneHHBIX BapHaHTaX OCYIIECCTBICHHUS aHTHUTENA
WK UX aHTUTEHCBS3bIBatoNIre (parMeHTsl O0J0KupyioT AP remonns ¢ ICsy mpuOIU3UTENBHO MEHBIIE YeM 25
HM, npubmusutensHo MeHblie yeMm 20 HM, npubmm3nTensHo MeHbmie yeM 10 HM, npuONIM3NTEIbHO MEHbIIE
yeM 5 HM wid npuOIU3UTENTFHO MEHBIIE YeM 2 HM, Kak M3MEpSIOT MocpeicTBOM aHanmu3a AP remonmsa, Ha-
IpUMeEp, ¢ UCIONF30BaHUEM (pOpMAaTa aHAIN3a, KaK ONPENEICHO B MPUMEPE 8 B HACTOSANICM OIMCAHUH, WIH 110
CYILIECTBY CX0XET0 aHaJIu3a.

Hacrosiiee n3o0pereHue TakKe OTHOCUTCS K AaHTHTEJIaM U aHTHTCHCBS3BIBAIOIIMM (pparMeHTaM, KOTOPHIC
JIEMOHCTPHUPYIOT yCOBepIIeHCTBOBaHHBIE (papmakokuHeTnueckue (PK) u dapmakogumaamudeckue (PD) cBoiict-
Ba 110 CpaBHEHUIO ¢ aHTHUTeNaMu poTuB C5 B ganHON oOmacTu. AHTHTena poTuB C5 MO HacTosImEeMy H300pe-
TEHUIO JEMOHCTPHPYIOT MEHBIIYIO MOABEPKCHHOCTh OIIOCPEIOBAHHOMY MHIICHBIO KIUPEHCY TPH BBEICHUH,
KakK ToKa3aHo B mpuMepax 9 m 10 B HacTosmeM ONMMCaHWU. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHUS Ha-
cTosimee n300peTeHne BKIIIOYaeT aHTUTeNa NMpoTHB C5 M WX aHTHUTEHCBS3BIBAIONINE (parMeHTHI, KOTOPHIE JAe-
MOHCTPHUPYIOT KOHIICHTPAIIMH B CHIBOPOTKE B TEUCHHE MPOJOJDKHUTEIBHBIX TEPUOIOB, HAIPUMEp, OOJbINE YeM
20 cyTok, OoJbiie yem 25 cyTok, 6ombire yeM 30 cyTok, 6osbiie ueM 35 cyTok, 0ombire ueM 40 cyTok, Oobie
yeM 45 cyTok, 6ospmie yeM 50 cyTok, Oombiie yeM 55 cyTok mim 6ombiie yem 60 CyTOK, KaK OIHCaHO B IpUMe-
pax 9 u 10, B HacTosIIIeM onMUcaHUU. B omnpeneneHHbIX BapuaHTax OCYLIECTBICHUS aHTUTeda mpoTuB C5 mo Ha-
CTOSAIIEMY H300PETCHUIO JEMOHCTPUPYIOT YBEIMUYCHHOE BPEMs TIOTY)KU3HU B CBIBOPOTKE OoJbie yeM 10 cyToK,
MO CPAaBHEHUIO C aHTUTeNaMu poTuB C5 B TaHHOM 00MacTH.

B onpeneneHHBIX BapHaHTaX OCYIICCTBICHUS HACTOSIICEC M300pETCHHUE MpeaycMaTpUBACT aHTHTENA TPO-
TuB C5 M MX aHTUTCHCBA3BIBAIOIINC (PParMEHTHI, KOTOPhIC 00TamaroT BRICOKOH aduHHOCTEIO K C5 4emoBeka
(manpumep, Kp menpmre yem 0,3 HM) u 6oiee HU3KUM KITUPEHCOM (HampuMep, YBEIHMUEHHOE BpEeMS ITOTYKU3HU
B CHIBOPOTKE, YCOBEPIIEHCTBOBAaHHAS (papMaKOoJUHAMUYECKas aKTHBHOCTh B T€UCHHE OOJBIIETO YHCIA CYTOK,
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YeM paHee U3BECTHhIC aHTHTena mpotuB C5). Takue aHTHTENa O HACTOSIIEMY U300PETCHHIO MOXKHO IOJIE3HO
NPUMEHSTH TP MEHEE YaCTOM JIO3MPOBAaHUH y cyObekTa ¢ C5-accOIMUPOBAaHHBIM 3a00JICBAHUEM WIIH HapyIIe-
HHUCM.

B onHOM M3 BapHMaHTOB OCYIIECTBICHHUS HACTOSAIIECE M300pETEHNE MPEAYCMAaTPUBAET BBIACIICHHOE PEKOM-
OMHAHTHOE aHTUTEJIO W €TO aHTUTEHCBS3BIBAIONINKA (hParMeHT, KOTOPhIE CIIENU(UIECKU CBSI3BIBAIOTCS C Oel-
koM C5, rae aHTHTENO WX ero (parMeHT MPOSBISIOT OJHY WM HECKOJBKO CIEIYIONIMX XapaKTepUCTHK: ()
TIPEeCTaBIsIeT COO0M MOHOKIIOHAILHOE aHTHTENIO TIOTHOCTRIO YenoBeka; (b) csa3biBaeTcs ¢ C5 denoBeka ¢ KOH-
crantoir auccormaryu (Kp) mensmre yem 0,9 HM npu 25°C, kak U3MEPSIOT B aHAJIN3€ TTOBEPXHOCTHOTO TJIa3-
MOHHOTO pe3oHaHca; (¢) cBsa3biBaeTcs ¢ C5 uenoseka ¢ Kp menbure wem 0,3 HM npu 37°C, kak U3MEpSIOT B aHa-
JIM3€ MOBEPXHOCTHOTO IIA3MOHHOTO pe3oHaHca; (d) mMeeT KOHIICHTPAIIUIO B CBIBOPOTKE OoJibIne ueM 10 MKr/MiI
70 cyTok 70 Tpu BBeAECHHMHM SIBAHCKOMY Makaky; (€) 6mokupyer CP u AP remonms mo cytok 35 mpu BBeneHHH
SIBAHCKOMY MaKaKy, KaK U3MEpPSIOT B aHANW3e reMoims3a ex vivo; (f) mMeer BpeMs MONYKU3HU B CHBIBOPOTKE
6onpme yeM 10 cyTOK y IBAHCKOTO Makaka; (g) UMeeT KOHICHTPAIIMIO B CBIBOPOTKE OoibIre yem 10 MKr/mMi 10
cytok 40 npu BBeneHnn CS5-rymanmsupoBaHHbIM Mbiam; (h) 6mokupyer CP remonus 1o cyrok 30 npu BBene-
HuU C5-TyMaHU3UPOBAHHBIM MBIIIAM, KaKk H3MEPSIOT B aHAIN3E TEMOJIN3a €X Vivo; U (i) UMeeT BpeMs MOy KHU3-
HU B CBIBOpOTKE Oombire 4eMm 10 cyTok y C5-ryMaHu3upOBaHHBIX MBIIICH.

B onHOM M3 BapMaHTOB OCYIIECTBICHHUS HACTOSAIIEE M300pETEHNUE MPEAYCMATPUBAET BBIACIICHHOE PEKOM-
OMHAHTHOE aHTUTEJIO WJIN €TO aHTUTEHCBS3BIBAIONINKA (hparMeHT, KOTOPhIE CIIeNU(UIECKU CBSI3BIBAIOTCS C OeI-
koM C5, rae aHTUTENo WK eTo (pparMeHT AEMOHCTPHUPYIOT OJHY I HECKOJBKO CIEAYIOUINX XapaKTePHCTHK:
(a) mpexacraBnsieT co00 MOHOKJIOHAJIHHOE aHTUTENIO TOJHOCTHIO YenoBeka; (b) csa3piBaeTcs ¢ C5 denmoBeka ¢
koHcTaHTOH aucconmamn (Kp) mensine yem 0,9 HM mpu 25°C, kak n3MepsiioT B aHAJIM3€ MOBEPXHOCTHOTO
TUIa3MOHHOTO pe30HaHca; (¢) ca3biBacTes ¢ C5 yenoBeka ¢ Kp menbmie yem 0,3 HM mpu 37°C, kak U3MEpsIOT B
aHaJIM3€e MMOBEPXHOCTHOTO IJIa3MOHHOTO pe3oHaHca; (d) cBsspiBaeTes ¢ CS5 00e3bsiHbl ¢ Kp MeHbIe yeM 65 HM,
KaK U3MEPSIIOT B aHAJN3¢ MMOBEPXHOCTHOTO IDTa3MOHHOTO PE30HAHCA; (€) CBA3bIBacTCs ¢ BapuaHTtoMm C5 uenoBeka
R885H (SEQ ID NO: 356) ¢ Kp menbie yem 0,5 HM, kKak U3MEPSIOT B aHAIHM3E MOBEPXHOCTHOTO TLIA3MOHHOTO
pe3onanca; (f) cBsas3piBaercs ¢ BapuanToMm C5 gemoeka R885C (SEQ ID NO: 357) ¢ Kp menpme uem 0,5 HM,
KaK U3MEpSIOT B aHAJM3€ MOBEPXHOCTHOTO TUIA3MOHHOTO pe30HaHca; (g) Ookupyer onocpenoBanubiii CS5 gerno-
Beka Kiaccuaeckuii myTh (CP) remomm3za 6ombie vem Ha 95% u ¢ ICsy MenbIIe yem 6 HM, Kak U3MEpAIOT B aHa-
mu3e CP remonu3a; (h) 6mokupyeT onocpenoBandbiii C5 genoBeka albTepHATHBHBIN TyTh (AP) reMonmza 60:1b-
mre yem Ha 70% u ¢ ICsy Mmenbme uem 165 HM, kak u3mepsior ananmse AP remonusa; (i) uHTHOHpYET onocpeno-
BaHHBIN C5 adpukanckoii 3eneHoit mapteimku CP remonns ¢ ICsy menbme yeM 185 HM, kak U3MepsIOoT B aHa-
mize CP remonusa; (j) marnbupyer onocpenoBanuslii CS5 adpukanckoii 3enenoit Mapteimkn AP remonns ¢ 1Csg
MeHsble yeM 235 HM, kak m3Mepstor aHanmze AP remonusa; (k) maruoupyer onocpenoBanusii C5 sBaHCKOTO
Mmakaka CP remonus ¢ ICsy Menbiie ueM 145 HM, kak usmepstot B ananuse CP remonmsa; u (1) uarubupyer omo-
cpenoBanHbli C5 siBaHCKOrOo Makaka AP remonus ¢ 1Csy Menbuie uem 30 HM, kak uzmepstoT ananuze AP remo-
nm3a.

AHTHTEA IO HACTOAIIEMY U300PETEHUIO MOTYT 00N IaTh OJHOW WM HECKOJBKUMH U3 YKa3aHHBIX BBIIIC
OHMOJIOTHYECKHUX XapaKTEPUCTHUK UK JIFOOBIMHU MX COYCTaHMAMH. J[pyrie OHONIOTHIeCKre XapakKTePIUCTUKH aHTH-
TEJ TI0 HACTOSIIEMY M300peTeHHI0 OYIyT BUIHBI CIEIHAINCTY B JAaHHOM OONACTH IPU MPOCMOTPE HACTOSIIETO
PacKphITHS, BKITIOYas paboune mpruMepsl B HACTOAIIEM OTACAHHH.

KapTupoBaHue SNUTONIOB U CBSI3aHHBIC TEXHOJIOTHH.

Hacrosiee n3o0perenune BkIoYaeT aHTuTena npotuB C5, KOTOphIE B3aUMOJCUCTBYIOT C OJHON WJIN He-
CKOJIbKUMHU aMHHOKHUCIIOTAMH, BCTPCUYAIOIIMMUCS B OJHON WJIM HECKOJBKUX 00JacTAX MOyeKynbl Oenka C5,
BKITIOYAs O THOJMIIENTHI W [3 TOJIHUIENTHI. DMUTOM, C KOTOPBHIM CBS3BIBAIOTCA AHTUTENA, MOXKET COCTOSATH U3
OJTHOW HEIPEePBIBHOW MOCIICAOBATEIFHOCTH U3 3 wiu Oonbiie (Hampumep, 3, 4, 5,6, 7, 8,9, 10, 11, 12, 13, 14,
15, 16, 17, 18, 19, 20 wiu OoJbIlle) aMHHOKHUCIIOT, PACIIOJIOKCHHBIX B JIOOOM M3 yKa3aHHBIX BHIIIC JOMCHOB
MoJieKysl O6enka CS5 (HampuMep, JIMHEHHBIH SMHUTON B JIOMEHE). AJNBTEpHATHBHO, SIIUTOI MOXET COCTOSTh M3
MHOECTBA HE HENPEPBIBHBIX aMUHOKUCIOT (MJIH aMUHOKHCIOTHBIX ITOCIIEIOBATEIBLHOCTEH), KOTOPBIC PAcIo-
JIOXKCHBI B JIIOOOM WM O00OWX YKa3aHHBIX BBIIIC JOMEHAX MOJICKYNBI Oeika (Hampumep, KOH()OPMAIMOHHEI
SMHTOM).

Pasnianble criocoObl, H3BECTHBIE CIIEIHAIICTaM B TAHHOM 00NACTH, MOXKHO MCIIOJIB30BATh JJIS TOTO, UTO-
OBI OTIpeIeNATD, ""B3aNMOICHCTBYET JIM aHTUTEINIO C OJHON MM HECKOJILKHUMH aMUHOKHCIOTaMHU" B TIOJHUTICTITHIIE
nnm 6enke. OOpas3oBbIe CIIOCOOBI BKITIOYAIOT, HAPUMED, CTAHIAPTHBIE MTEPEKPECTHBIE KOHKYPEHTHBIC aHAIH3HI,
TakWe Kak Te, 94To omucanbl B Antibodies, Harlow and Lane (Cold Spring Harbor Press, Cold Spring Harbor,
NY). dpyrue criocoObl BKIIOYAIOT aHAIN3 CKAHUPYIOIIETO aJaHWHOM MyTareHesa, aHaJIn3 MEeNTHIUAHOTO OJI0T-
tunra (Reineke (2004) Methods Mol. Biol. 248: 443-63), kpucraiutorpaduueckie UCCIIeA0BaHUS IPU METTH/I-
HOM aHanu3e pacuiervieHus u IMP ananus. Kpome Toro, Mo>KHO HCHIOJIB30BaTh TAKHE CIIOCOOBI, KK BBIPC3aHHE
SMUTONIOB, M3BIICYCHUE SIUTONOB M XuMUYecKas moaudukanus antureHoB (Tomer (2000) Prot. Sci. 9: 487-
496). Ipyroii crmoco0, KOTOPEIA MOXHO HCHONB30BaTh IS TOTO, YTOOBI HICHTU(MHUIIMPOBATE AMHHOKUCIIOTHI B
MOJIMICTITHIE, C KOTOPHIMU AHTHTENIO B3aUMOJICHCTBYET, MPEACTABISACT COOOW BOJIOPOI-ICHTCPUEBBIA OOMEH,
00OHapyXKMBaeMBIi OCPEACTBOM Macc-ClieKTpoMeTpuu. BooOie roBopsi, Bogopoa-aedTepreBslii 00MeH crocob
BKITIOYAeT MeUeHHe OelKka, IPeACTaBIIIONIeT0 HHTEpeC, IeHTepreM, TIOCiIe Yero CIeAyeT CBI3bIBAHNE aHTHUTENA
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C MEUCHHBIM JieliTepreM OelkoM. 3aTeM KOMIUIEKC OEJIOK/aHTUTENIO MEPEHOCST B BOAY M IOUIeXkaIine oOMeHy
MPOTOHBI B AMHHOKHCIIOTaX, KOTOPBIC 3alIHMIICHBI aHTUTCIFHBIM KOMIUICKCOM, MOJBEPTalOTCsS 00paTHOMY 00-
MeHY JeHTepHs Ha BOIOPOJ ¢ OoJiee HU3KOH CKOPOCTHIO, YeM MOyIekamine 00MeHy IPOTOHBI B AMHHOKHCIIOTAX,
KOTOpBIE HE ABISIOTCS YacThIO OOJIACTH KOHTakTa. Kak pe3ynpTar, aMHHOKHCIIOTHI, KOTOPEIE 00pa3yloT 9acTh
o0acTi KOHTaKTa OeJKa/aHTHUTeNa, MOTYT COXPAaHATh ACHTEPUH U, CIEIOBATEIHbHO, JEMOHCTPUPOBATH OTHOCH-
TENBHO O0Jiee BBICOKYIO MacCy IO CPaBHEHHUIO ¢ aMHHOKHCIOTaMH, HE BKIFOUEHHBIMHU B 00JacTh KOoHTaKTa. [1o-
Clle TUCCOIMAllMM aHTHUTENa, [eNeBOM OeJIO0K IOABEpPraioT MPOTEa3sHOMY pacIleIUIeHHI0O W Macc-
CHEKTPOMETPHUIECKOMY aHAIIN3Y, TEM CAMBIM BBISBIISII MEUCHHBIC EHTEPHEM OCTAaTKH, KOTOPBIE COOTBETCTBYIOT
KOHKPETHBIM aMHHOKHCJIOTaM, C KOTOPBIMU aHTHTENIO B3ammopeicTByer. CM., Hanpumep, Ehring (1999) Ana-
lytical Biochemistry 267: 252-259; Engen and Smith (2001) Anal. Chem. 73: 256A-265A.

Tepmun "smurom”" OTHOCHTCS K MECTy Ha aHTHICHE, Ha KOTopoe oTBedaloT B-w/mmm T-knerku. B-
KJICTOYHBIC AIHUTOINBI MOXXHO (POPMHPOBATH M3 HEMPEPBIBHBIX aMHHOKHCIIOT WA HE HEMPEPBIBHBIX aMUHOKHC-
JIOT, KOTOPBIC COMIDKEHBI 32 CYET TPETUYHOH YKIIAJKK Oelka. DMUTOMBI, HOPMUPYEMEIC U3 HEMPEPHIBHBIX aMU-
HOKHCJIOT, OOBIYHO COXPAHSIOTCS O] BO3ICHCTBUEM JICHATYPUPYIOIINX PACTBOPUTEICH, TOTAa KaK JMUTOIBL,
obpasyemble TOCPEACTBOM TPETHYHOW YKIAAKH, OOBIYHO YTPAadyWBAIOTCS NMPH 00pabOTKEe JEHATYpPUPYIOIIUMHU
PACTBOPHUTENISIMH. DTUTON OOBIYHO COMEPKUT IO MEeHbIIEeH Mepe 3 i Ooiee OOBIYHO 1O MEHbIIIeH Mepe 5 wiu 8-
10 aMHHOKHCIIOT B YHUKAJIHHOM MPOCTPAHCTBEHHOHN KOH(DOpMAITHH.

[IpodumupoBanue ¢ momombio Moaudukauii (MAP), Takxke H3BeCTHOE KaKk MPOGUINPOBAHKIE aHTUTEI Ha
OCHOBe CTPYKTyphl aHTHreHa (ASAP), mpezacraBiser coOol crocod KiaccuPuKaruy OOJBIIIOrO YHCiIa MOHO-
KIIOHAJBHBIX aHTHTEN (MAD), oOHapyXHBaeMbIX JUIsI OJHOTO M TOTO K€ aHTUTEHA, B COOTBETCTBUHU CO CXOJCT-
BaMU TPOQIIS CBA3BIBAHUS KOKIOTO aHTHUTEIIA C MMOBEPXHOCTSIMHU XUMUYECKH WM (PEPMEHTATHBHO MOTUDHUIIH-
poBaHHBIX aHTUreHOB (cM. US 2004/0101920, B HaCTOSAIIEM ONMMCAHWHA KOHKPETHO BKIFOUCHHYIO TOCPEIACTBOM
CCBUIKH B MOJTHOM 00Beme). Kaxmas kaTeropust MOKET OTpPaKaTh YHUKAIBHBIA SMTUTON, KOTOPBIA WM OTYCTIIH-
BO OTJIMYACTCSI OT SIUTOINA, MPEJACTABISIEMOTO IPYToil KaTeropuei, Wik YacTUYHO MEePEKPhIBACTCS C HUM. JTa
TEXHOJIOTHS JIeTaeT BO3MOXKHOMN OBICTPYIO (DUIBTpAIMIO TCHETUYECKH UACHTUYHBIX aHTUTEI TaK, YTO OMpeiese-
HHUE XapaKTePUCTHK MOXKHO COCPEZOTOYHTH HAa TCHETHUECKU PA3IMYHBIX aHTHTeNaX. Korma mpuMeHsaT K CKpH-
HUHTY THOpHIOM, MAP MokeT o0serdyaTh HACHTU(DHUKAITNIO PEAKHX KIOHOB THOPUIOM, KOTOPBIE TPOAYITUPYIOT
mADb, obnanaroniue xeIaeMbpIMU XapakTepucTukaMu. MAP MOXHO HCIIONB30BaTh TSI COPTUPOBKHM aHTHUTEI TIO
M300pETEHHIO 110 TPYIIIIaM aHTUTEN, CBA3BIBAIOIINX PA3INIHBIC SIIUTOIIEI.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS aHTHTENa MpoTHB C5 WM WX aHTUTCHCBS3BIBAIOIINE (par-
MEHTHI CBSI3BIBAIOT DIIMTOI B JI000H OJHON MM HECKONBKHX W3 OOJIACTEH, MPUMEpHl KOTOPHIX IPUBEACHBI B
6enke CS5, mnm B ecrecTBeHHOH (opme, kak nokazano Ha npumepe B SEQ ID NO: 355, unu pekoMOMHaHTHO
MOJYYCHHOM, WK C ero ()parMeHTOM. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHS aHTHUTEIA TI0 U300PETCHHIO CBSI-
3BIBAIOTCS C O0JIACTBIO, CONEpIKAIECi OJHY MM HECKOJIBKO aMUHOKHCIIOT, BEIOPAHHBIX M3 TPYIIIBI, COCTOSIICH
W3 aMHHOKUCIIOTHBIX OCTaTKOB 19-1676 Genka C5 uenoseka.

B onpeneneHHBIX BapHaHTaX OCYIICCTBICHHUS aHTHTEIA MO W300PETEHUIO, B3aMMOJICHCTBYIOT C IO MCHbB-
el Mepe OJHOW aMHHOKHCIIOTHOH MOCJIEIOBATEIBHOCTRIO, BRIOPAHHOMN W3 TPYIIIBI, COCTOSIICH M3 aMUHOKHC-
JIOTHBIX OCTAaTKOB B JMANa30oHe OT MPHUOIHM3UTEIHHO MOJIOXEHHUS 19 mpuOIM3uTensHO 10 MooxkeHus 750; win
AMHHOKHUCIIOTHBIX OCTAaTKOB B AWAIa30HE OT MPHUOIM3UTENBHO TON0KEHUS 751 MpHOMM3UTENBHO 10 TOJI0XKESHUS
1676 8 SEQ ID NO: 355.

B ompeneneHHBIX BapraHTax OCYIIECTBICHHUS HACTOsAIIEE M300peTeHNE BKIIFOYAeT aHTuTena nmpotus CS5 u
UX aHTHI'CHCBSA3BIBAIOMINE (ParMEHTH, KOTOPHIE B3aWMOJCHCTBYIOT C OJHHM WM HECKOJHKUMH SIHTOIIAMHU,
BeTpevaronmucs B o w/mnn 3 nenu C5 (SEQ ID NO: 359). Dnuron(sr) MOXKET COCTOSTh M3 OTHOM K He-
CKOJIBKUX HETIPEPBIBHBIX MOCJIENOBATEIBHOCTEW U3 3 miu Ooibine (Hampumep, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13,
14, 15, 16, 17, 18, 19, 20 wu 60ibiie) aMHHOKUCIIOT, PACIIONIOKEHHBIX B o ienu w/wm 3 nenu C5. AnprepHa-
TUBHO, MUTOI MOXET COCTOSATh M3 MHOXECTBA HE HEMPEPBHIBHBIX AMHUHOKHUCIOT (MM aMUHOKHCIIOTHBIX MOCIIC-
JoBaTenbHOCTeH), pacnonoxkeHHbIx B C5. Kak noka3ano B npumepe 11 B Hacrosiem onucaHud, snuton C5, ¢
KOTOPBIM B3aUMOJICHCTBYET 00pa3IioBoe aHTUTENO 10 n300peTennto H4H12166P, onpenensior ¢ momorbko: (i)
amuHokucioTHOU nocnenoBatenbsHocTt NMATGMDSW (SEQ ID NO: 360), koTopasi COOTBETCTBYET aMUHO-
kucinoTaM ¢ 591 mo 599, comepxkamumes B B mermu SEQ ID NO: 359; u (ii) aMMHOKHCIOTHOH MOCIIEI0BAaTEIFHO-
ctu WEVHLVPRRKQLQFALPDSL (SEQ ID NO: 361), koTopasi COOTBETCTBYET aMHHOKHUCIIOTaM ¢ 775 10
794, conepxkamumcst B a et SEQ ID NO: 359. CooTBeTCTBEHHO, HACTOsIIee H300pPETCHIE BKIIFOYACT aHTUTE-
na npotuB C5, KOTOpBIC B3aUMOJCHCTBYIOT C OJHOW WJIM HECKOJBKUMH aMUHOKHCIOTAMH, COJCPKAIUMUCS B
obmnacth, cocrosimei u3 (i) aMMHOKUCIOTHOM TocneaoBareabHocTH NMATGMDSW (SEQ ID NO: 360), xoTo-
past cooTBETCTBYeT aMuHOKHCTIO0TaM ¢ 591 10 599 u3 SEQ ID NO: 359; u (i) aMUHOKHCIIOTHOM TIOCTIeTIOBATEb-
Hoctu WEVHLVPRRKQLQFALPDSL (SEQ ID NO: 361), koTopasi COOTBETCTBYET aMHHOKHCIIOTaM ¢ 775 10
794 u3 SEQ ID NO: 359.

Hacrosmee n3o0peTtenne BkIo9aeT aHTHTeda NpoTuB C5, KOTOpPBIE CBSI3BIBAIOTCS C TEM JK€ SMHUTOIOM,
WM 9acThIO SMUTONA, YTO U JOOBIC U3 cenu(PUICCKUX 00Pa3IOBBIX aHTUTEN, ICPEUUCIICHHBIX B Ta0n. 1. AHa-
JIOTHYHBIM 00pa30M, HACTOAIICEe U300PETEHUE TAK)KE OTHOCHUTCS K aHTHUTeNaM HpoTtuB C5, KOTOphle KOHKYpH-
pyIOT 3a cBsi3bIBaHHe ¢ Oenkom C5 wmu ero gpparMeHTOM ¢ JHOOBIM W3 CIICU(PUUECKUX 00pa3IOBBIX aHTUTEI,
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MepevrCcIIeHHBIX B Tabn. 1. Hampumep, HacTosimee n300peTeHue BKItOYaeT antuTena npotue C5, KoTopsie 1me-
PEKPECTHO KOHKYPHPYIOT 3a CBs3bIBaHME ¢ OenkoM C5 ¢ OJHUM WM HECKOJIBKAMHU aHTUTEIAMHU, TCPEUYHCICH-
HBIMH B TaO1I. 1.

MOHO JIETKO OIPEeAETIATh, CBA3BIBACTCS JIM aHTHTEJIO C TEM K€ SMUTOIIOM, WIH KOHKYPHPYET 3a CBS3HIBA-
HHE, C STAJIOHHBIM aHTUTENIOM NMPOoTHB C5 ¢ MCTIONb30BaHMEM CTaHAAPTHBIX W3BECTHHIX B JAHHOW 00JIacTH CITO-
co6oB. Hammpumep, 1 TOro, 9T0OBI OIPEAEIATH €CIIA TECTOBOE AHTUTEIIO CBAZBIBACTCS C TEM )K€ AIIUTOIIOM, YTO
1 3TaJIOHHOE aHTHTENO MPOTHB C5 10 M300pEeTeHNIO, ITAJJIOHHOMY aHTUTENy IT03BOJISTIOT CBSA3HIBATHECA C OEIKOM
i nentuaoM C5 Tpu HACHIIAIOIINX YCIOBUSAX. 3aTEM OICHWBAIOT CIIOCOOHOCTH TECTOBOTO AHTHUTEJNA CBSI3BI-
BaThCs ¢ MoJiekyoi Oenka C5. Ecnu TecToBOe aHTUTENO CIIOCOOHO CBs3bIBaThCs ¢ C5 Mmocie HACHIMAIOIIETO
CBSI3BIBAHHUS C 3TAJIOHHBIM aHTUTEJIOM NPOTUB C5, TO MOKHO 3aKIIFOYHTh, YTO TECTOBOE AHTHUTEIIO CBS3BIBACTCS C
JPYTHAM SITUTOIOM, HEXEIH dTalIOHHOE aHTHUTeNo mpoTuB C5. C npyroit CTOPOHBI, €CIIH TECTOBOE aHTUTEIO HE
CHOCOOHO CBSI3BIBATHCS ¢ OenmkoM C5 mociie HACHIIAIONMIETO CBS3BIBAHUS C 3TAJIOHHBIM aHTHTEIOM mpoTHB CS5,
TO TECTOBOE aHTHTEJIO MOXKET CBSA3BIBATHCS C TEM XKE SIUTOIIOM, YTO SIHTOIL, CBA3bIBAEMBII STAJIOHHBIM aHTHTC-
soM nipotuB C5 110 n300peTeHuIo.

g Toro 4To0OBI ONpeneNaTh, €CIN AHTUTENIO0 KOHKYPUPYET 3a CBA3BIBAHKE C STAIOHHBIM aHTHUTEJIOM IIpO-
tuB C5, ommcaHHBIN BHIIIE CTIOCOO CBSA3BIBAHMSA OCYIICCTBILIIOT B JIBYX OPHUCHTALMSAX: B MEPBOI OPHCHTAINH
STAJIOHHOMY aHTHTEITy TIO3BOJIAIOT CBA3BIBATHCA ¢ OenkoM C5 mpH HACHIIIAIONINX YCIOBHAX, TOCIE YETO CIEIy-
€T OIlEHKa CBS3BIBAHWS TECTOBOTO aHTUTeNa ¢ Mosiekynoi C5. Bo BTOpo#l opHeHTallMu TECTOBOMY AaHTHUTEITY
TIO3BOJISTIOT CBSI3BIBATHCS C MOJIEKyIoi C5 MpH HACHIAIOMINAX YCIOBUAX, ITOCIIE YErO CIEAYET OICHKA CBI3BIBA-
HUS dTATOHHOTO aHTHTeNa ¢ Mojekynor C5. Eciim B 00enx opHeHTAIMsIX TOJIBKO MepBoe (HACHIMAIONICE) aHTH-
TEJIO CITOCOOHO CBSA3BIBATHCS ¢ MOJIeKynoi C5, TO 3aKJIFOYAIOT, YTO TECTOBOC aHTHTENIO M ATAJOHHOC aHTUTEIO
KOHKYPHPYIOT 3a cBs3biBanue ¢ C5. CrenuanucT B JaHHOW 00JacTH MPUMET BO BHUMAaHHUE, YTO aHTUTEIIO, KOTO-
pO€ KOHKYPHPYET 3a CBA3BIBAHUE C STAIOHHBIM aHTHTEIIOM, MOXKET HE 0053aTEIILHO CBA3BIBATHCS C HICHTHIHBIM
SMUTONIOM, KaK 3TAJIOHHOEC aHTUTENIO, HO MOXET CTCPUYCCKH OJOKUPOBATh CBSI3BIBAHUC ITAJOHHOTO aHTHTENA
MOCPENICTBOM CBSI3BIBAHUS MMEPEKPHIBAFOIIETOCS MIIH CMEKHOTO AITHTOIIA.

JIBa aHTHTENA CBS3BIBAIOTCS C OAHAM W TEM K€ WIIH MEPEKPHIBAIOIINMCS SMIUTOIIOM, €CIH KaXK10€ KOHKY-
PEHTHO MHTHOUpPYeT (OJOKUPYET) CBA3BIBAHUE APYToro ¢ aHTHTeHOM. To ecTb, 1-, 5-, 10-, 20- wm 100-kpaTHBIX
M30BITOK OJJHOTO aHTHTENIA HHIHOUPYET CBA3BIBAHHE IPYTOro Mo MeHbIed Mepe Ha 50%, HO MPeaImoYTHTETFHO
Ha 75, 90 mm maxe 99%, Kak M3MEpSIOT B aHAJIN3E KOHKYPEHTHOTO CBS3BIBaHUS (CM., HampumMep, Junghans et
al., Cancer Res. 1990 50:1495-1502). AnpTepHaTUBHO, B aHTHUTENAa UMEIOT OJUH M TOT K€ DITUTOII, €CJIH IO
CYIIECTBY BCE aMUHOKHCIIOTHBIE MYTaIllH B AaHTUTEHE, KOTOPBIE CHIKAIOT WIH YCTPAHSAIOT CBA3BIBAHNE C OTHUM
AHTHTEJIOM, CHI)KAIOT WM YCTPAHSIOT CBS3BIBAHUC C APYTHM. J[Ba aHTHTENIA UMEIOT MEPEKPHIBAIOIIUECS IMUTO-
TIBI, €CJIM HEKOTOPhIC AMUHOKHCIOTHBIC MYTAI[UH, KOTOPBIC CHIDKAIOT WIIM YCTPAHSIOT CBSI3BIBAHUC C OJTHUM aH-
TUTEJIOM, CHUKAIOT WM YCTPAHSIOT CBS3BIBAHUE C IPYTHM.

3aTeM MOKHO OCYIIECTBIISAThH TOMOJHUTEIBHEIC CTAHAAPTHBIC 3KCIICPUMEHTHI (HAIIPUMEp, MYTAllUU B TICT-
TU/IaX W aHANW3bl CBA3BIBAHUSA) JUIL TOTO, YTOOBI TOATBEPKIATh, OOYCIIOBICHO JIM HAOIIOAaEMOE OTCYTCTBHE
CBSI3BIBAHUS TECTOBOTO AaHTUTENA (DPAaKTHUCCKU CBSI3BIBAHUEM C TEM JKE SMUTOINOM, YTO W ITAJOHHOC aHTHUTEIIO,
WM €CJH CTeprdeckoe OJoKupoBaHue (MM Opyrol (eHOMEH) OTBEUAET 32 OTCYTCTBHE HAOII0JaeMOTO CBS3BI-
BaHUs. DKCIIEPUMEHTHI 3TOTO THIIA MOXKHO OCYIIECTBIIATH ¢ mcmonb3oBanneM ELISA, RIA, moBepXHOCTHOTO
TUTA3MOHHOTO PE30HAHCA, MPOTOYHOM IIUTOMETPHUU WM JIFOOOTO JPYTroro KOJUYECTBEHHOTO MM Ka4eCTBEHHOTO
aHalM3a CBSI3BIBAHUS aHTHUTEN, JOCTYITHOTO B TaHHOM 00acTu.

MMMyHOKOHBIOTATHI.

JlanHOE M300pETCHUE OTHOCHUTCS K MOHOKJIOHAJILHOMY aHTUTEIy 4yelioBeka mpoTuB C5, KOHBIOTUPOBAHHO-
MY C TepaneBTUYECKUM (QparMeHTOM ("MMMYHOKOHBIOTaT"), 4To0B!I JeunTh CS5-accounupoBaHHOE 3a00JICBaHUE
WX HapylIeHUE (HAPUMEp, aTHIHYHBIN TeMOJIMTHKO-YPEMHUYCCKI CHHAPOM). Kak MCIONB3YIOT B HACTOSIIEM
OIHCaHWH, TCPMHUH "UMMYHOKOHBIOTAT" OTHOCHUTCS K aHTHTENY, KOTOPOE XMMHUYECKH WIH OUOJIOTMICCKH CBS-
3BIBAIOT C PAJHOAKTHBHBEIM CPEACTBOM, UTOKHHOM, WHTEPPEPOHOM, (parMeHTOM MUIICHH WM pEropTepa,
(hepMeHTOM, MENTHIOM WU OCIKOM KM TCPANCBTHICCKHM CPEICTBOM. AHTHTENIA MOKHO CBSI3BIBATh C PaJIAO-
AKTUBHBIM CPEACTBOM, IUTOKWHOM, HHTEPPEPOHOM, (pparMeHTOM MHIICHH WIH PeTiopTepa, GepMEHTOM, ITEeNTH-
JIOM FUTM TEPAlleBTHYECKIM CPEACTBOM B JIFOOOM MECTOMOJIOKEHUW BIOJH MOJEKYJBl IMPH YCIOBHHU, YTO OHH
CHOCOOHBI CBA3BIBATHCSA CO CBOEH MHIIECHBIO. [IprMepsl MMMYHOKOHBIOTATOB BKJIIOYAIOT KOHBIOTATHl AaHTUTEN U
JICKAPCTBEHHBIX CPENICTB U CIUTHIC OCIKM aHTHTEIO-TOKCHH. B OTHOM M3 BapHaHTOB OCYIIECTBICHHS CPEACTBO
MOJKET MPEACTABIATL COOOK BTOpOE oTiHUaromieecss aHTuTeso k 6enky C5. Tum tepameBTrdeckoro gparmMenra,
KOTOPBIIl MOXXHO KOHBIOTHPOBATH C AaHTUTENIOM NPOTUB C5, TOIMKEH YIUTHIBATH COCTOSIHHE, MOJUIEXKAIIee Jieue-
HUIO, W XKEIACMBIH TeparneBTUIecKuil 3pQeKT, mourexkanuii TocTmkeHu0. [IpruMepsl TOIXOIAIINX CPEACTB A
(hopMupoBaHUs IMMYHOKOHBIOTATOB H3BECTHHI B JaHHOU 00nacTH; cM., Harpumep, WO 05/103081.

[Momucnenudpuueckue aHTUTENA.

AHTHTENAa TI0 HACTOSIIEMY H300PETEHHIO MOTYT OBITh MOHOCHEIM(PHICCKIMH, OUCTICITUPHUSCKUME FITH
nonucrerudraeckumu. [lonmucnenuduieckne aHTUTENIa MOTYT 00JIAAATh CIEUPHUIHOCTHIO K PA3IMIHBIM IIH-
TOIaM OJIHOTO IIEJICBOTO IOJUIMCITHIA HIIK MOTYT COACPKATh AHTHI'CHCBS3BIBAIOIINE IOMEHBI CO CHECIU(UIHO-
CTBIO K OOJIBIIIE YeM OHOMY IlelieBoMYy mosrnentuay. Cum., Hanpumep, Tutt et al., 1991, J. Immunol. 147:60-69;
Kufer et al., 2004, Trends Biotechnol. 22:238-244.
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JIro06b1e monucnenupuIeckre aHTUTCHCBSI3BIBAIOIIIE MOJICKYIIBI IT0 U300PETCHHUIO FUTH UX BapHAHTHI MOXK-
HO KOHCTPYHPOBATh C HUCIOJIH30BAHUEM CTAHAAPTHBIX CIIOCOOOB MOJICKYJISPHOW OHONOTHH (HAIPUMEp, TEXHO-
norust pekomObuHanTHOH JIHK 1 skcripeccuu 6enka), Kak H3BECTHO CIEITHAIMCTaM B JAHHOH 00JIacTH.

B HekoTopbIXx BapmaHTax ocymiecTBieHUss CS5-crenuduueckne aHTUTENa CO3JA0T B OHCIeNUDHIECKOM
dbopmare ("Oucnenuduueckne"), B KOTOpoM BapuadenbHbIe 0071aCTH, CBI3BIBAIONIUECS C PA3IMUYHBIMH JOMEHA-
Mmu O6enka C5, CBSI3aHBI BMECTE, YTOOBI MIPHUIABaTh IBYXJIOMECHHYIO CIIENM(UIHOCTh OAHON CBS3BIBAIOIICH MOJIe-
kyne. Hamnexamum o6pa3oM pa3paboTaHHBIC OHUCTICIIM(PUIECKIE CPEACTBA MOTYT YCHJIMBATH OOIIMIA MHTHOW-
pyromuii 6eok C5 ahdexT uepes yBenumueHue Kak crienmnUIHOCTH, TaK U aBUIHOCTH CBSI3bIBaHMs. Bapuadennb-
HBIC 00JIACTH CO CHENU(PUYHOCTHIO K HHIVBHUIYaJIbHBEIM JTOMCHAM, (HAapUMeEp, CETMEHTHI N-KOHIIEBOTO JTIOME-
HA), WM KOTOPBIC MOTYT CBS3BIBATHCS C PA3IMYHBIMU 00JaCTIMHU B OJTHOM JIOMEHE, 00pa3yIoT Maphl Ha CTPYK-
TYPHOM OCTOBE, KOTOPBIH MO3BOJISAET KaXI0W 00IaCTH CBS3BIBATHCS OJHOBPEMEHHO C OTICIEHBIMHU SIMUTOMAMHU
WX C Pa3IMYHBIMH O0JIACTSAMHU B OJHOM JIOMCHE. B 0THOM U3 pUMeEpOoB Al OHCIIeI(UISCKOrO CPENCTBA, Ba-
puadenbHbIe 00MacTh Tshxenon nend (V) U3 CBA3BIBAIOLICTO CPEACTBA CO CICIU(PUIHOCTHIO K OJJHOMY TOMEHY
PEKOMOMHHPYIOT ¢ BapHaOEIbHBIMHI 00IacTsIMU JIerKoii e (V) U3 CepUU CBA3BIBAIOIIMX CPEICTB CO CIICHH-
(hPUIHOCTHIO KO BTOPOMY JAOMEHY UIS TOTO, YTOOBI MACHTU(HUINPOBATh HE KOTHATHBIX V| MAapTHEPOB, KOTOPHIE
MOTYT 00pa30BBIBATH MAPhI C UCXOAHON Vy 0€3 HapylIeHHs HCXOMHOW crenuduaHocTH ais dTo Vy. Takum
obpazom, ouH cerMeHT Vi (Hampumep, Vi 1) MOKHO KOMOMHHUPOBATH C ABYMSI Pa3IMIHBIMU JOMEHaMH Vy (Ha-
npumep, Vyl u Vi2) mis Toro, 9ToObl co3naBaTh OUCTIEIIM(PUIECKOE CPEACTBO, COCTOSIIEE U3 BYX CBSA3BIBAIO-
mux "twred" (Vyl1-Vil u Vy2-Vi1). Ucnonk3oBanne ogHOTO ceTMEHTa Vi CHHXKAET CIIOKHOCTh CUCTEMBI H, TEM
CaMbIM, YIIPOIIaeT W yBeJINYHBaeT 3(P(HEKTHBHOCTH B IMPOIECCaX KIOHUPOBAHMSA, SKCIIPECCHH M OYUCTKH, HC-
MOJB3YEMBIX UL TOTO, YTOOBI CO3laBaTh Oucnenuduiyeckoe cpenctBo (cMm., Hampumep, USSN13/022759 wu
US2010/0331527).

ATNBTEpHATUBHO, AaHTUTEIA, KOTOPBIC CBA3BIBAIOT OOJIBIIC YEM OIHMH JOMCH U BTOPYIO MUIIICHB, TAKYIO KakK,
HO HE OTPAaHMYUBASCH ITHM, HAIPUMEP, BTOPOE OTIIMYAOIIeecs aHTUTeNo poTtuB CS5, MOKHO TOIYyYaTh B OmcC-
nenuduaeckoM GopMaTte ¢ UCHIOIB30BAHUEM CIOCOOOB, OMUCAHHBIX B HACTOSIIEM OMUCAHWH, WIH JAPYTHX CIIO-
c000B, U3BECTHBIX CHEIHMAINCTAM B JaHHON 00sacTH. BapnabenbHble 001aCTH aHTUTEN, KOTOPBIC CBS3BIBAIOTCS
C OTIMYAIOIIAMHUCS O0JIACTSIMH, MOKHO CBS3BIBATh BMECTE C BapHAOCIEHBIMU 00IaCTSIMH, KOTOPBIE CBSA3BIBAIOT-
CSl C peJIeBaHTHBIMH YYacTKaMH, HalpUMep, Ha BHEKIeTOYHOM aoMmeHe C5, 4yToObl MpuAaBaTh ABOMHYIO aHTH-
TEeHHYIO CIEeIM(PUIHOCTh OJTHOM CBs3BIBaIONIEH Mosiekyse. Hamnesxxamum obpazom paszpaboTannbie ouctenudu-
YeCKHe CPENICTBA C STUMH CBOMCTBAMH BBITIOJHSIOT TBOMHYIO (QyHKIHIO. BaprabenpHple 001acTh co crierugpud-
HOCTBIO KO BHEKJIETOUHOMY JIOMEHY KOMOMHHUPYIOT ¢ BapruadeIbHOW 00JacThi0 CO CHEIM(PUIHOCTHIO K HAPYK-
HOMY BHCKJICTOYHOMY JIOMEHY M 00pa3yIOT Maphl Ha CTPYKTYPHOM OCTOBE, KOTOPBIN MO3BOJISCT KaXKIOW BapHa-
OCIbHOM 00NIACTH CBS3BIBATHCS C OTICIIHBIMU AaHTUTCHAMHU.

OO0pasIoBkIi popMaT OHCTICITUPIYSCKUX AHTUTEN, KOTOPHIA MOXKHO HCIOJIB30BATh B KOHTCKCTE HACTOS-
IIET0 M300pPETEeHUs, BKIIFOYACT HCIOIb30BaHue foMeHa Cy3 mepBoro ummyHornoOymuaa (Ig) u BToporo nomena
Cy3 Ig, rne nmepsslil u Bropoi noMmensl Cy3 Ig oTmmuaroTcst ApYyr OT IpYr MO MEHbIIEH Mepe OAHOM aMHHOKHC-
JIOTOW W TJE pa3iIMYue MO MEHBIICH Mepe B OJIHY aMHHOKHCIIOTY CHIDKACT CBSI3bIBAHUC OHMCICIM(UICCKOTO aH-
TUTENA ¢ OEJIKOM A 0 CPaBHEHHIO ¢ OUCTIEM()UISCKUM aHTHTEIOM, HE UMCIOIIM aMUHOKHCIOTHOTO OTIHYHSL.
B onHom u3 BapuaHTOB ocymiecTBieHus nepBbiii nomeH Cy3 Ig cBsa3piBaeT 6emok A u BTopoii nomen Cy3 Ig co-
JIEPKUAT MYTAIUIO, KOTOPasi CHYDKAET WIIM YCTPAHsET CBsA3bIBaHUE Oenka A, Takyro kak mogudukanus HISR (mo
Hymepaiuu 3k30H0B IMGT; H435R no nymeparuu EU). Bropo#t Cy3 HONMOTHUTENTEHO MOXKET COACpPX,aTh MO-
mupukamuio YOOF (mo IMGT; Y436F mo EU). JlomosHuTeNbHBIE MOAM(UKAIINN, KOTOPhIe MOKHO HalWTH BO
BropoM Cy3, Brmouator: DI16E, L18M, N44S, K52N, V57M u V82l (no IMGT; D356E, L358M, N384S,
K392N, V397M u V4221 no EU) B cmyuyae antuten IgGl; N44S, K52N u V821 (IMGT; N384S, K392N u
V4221 mo EU) B ciyuae anturen IgG2; u Q15R, N44S, K52N, V57M, R69K, E79Q u V82I (mo IMGT; Q355R,
N3848S, K392N, V397M, R409K, E419Q u V422I no EU) B cinydae anturen IgG4. Bapuanuu oucnenudude-
cKoro (hopMaTa aHTHTEIN, KOTOPHIC ONKCAHEI BEIIIIEC, IIPEIYCMOTPEHBI B 00hEME HACTOSIIETO H300PETCHUS.

Hpyrue obpasnoBsie Oucrerudmaeckue GopMaThl, KOTOPHIE MOXKHO HCIOJIB30BaTh B KOHTEKCTE HACTOS-
eTo M300peTeHMsI, BKIIOYAIOT, 0e3 OrpaHWdYeHHs, HampuMmep, OCHOBaHHbIE Ha scFv mnm Oucnennpuyeckue
dbopmartel quaren, cautblie KoHcTpykmu 1gG-scFv, Ig ¢ aBoitHpM BapuabenbHbM qomenoM (DVD), kBaapomy,
BBICTYTIBI-BO-BIIAJIHBI, OOBIKHOBEHHYIO JIETKYIO LIl (HampuMep, OOBIKHOBEHHYIO JIETKYIO LIENb C BBICTYIaMH-
BO-BHaauHbl U T.7.), CrossMab, CrossFab, (SEED)body, neiimaoByro momamto, Duobody, 1gG1/1gG2, 1gG ¢
nBoitHoro neiictBus Fab (DAF) u 6ucnenududaeckue Gopmarsl Mab2 (0030p BbIIIeyKa3aHHBIX (HOPMATOB CM.,
HanpuMmep, B Klein et al. 2012, mAbs 4:6, 1-11 u nuTHpyeMBIX B HUX CChUTKax). bucnenuduueckne aHTUTEna
TaKXKe MOXHO KOHCTPYHPOBATh C UCIOJIE30BAHHEM KOHBIOTAIUH MENTUAOB/HYKICHHOBBIX KHCIIOT, HAIIPUMED,
rJiec He MPHUPOJHBIC AMHHOKUCIOTHI ¢ OPTOTOHATHHONH XMMUYECKOH PEeaKIMOHHOW CITOCOOHOCTBIO HCHOJIB3YIOT
JUISL TOTO, YTOOBI CO3/IaBaTh CalT-CHCIU(PUICCKIC KOHBIOTATH aHTUTEIO-OJUTOHYKICOTH I, KOTOPBIC 3aTEM Ca-
MOCOOMPAIOTCS B MYJIBTUMEPHBIC KOMILICKCHI C ONPEACICHHBIMHE COCTABOM, BAJICHTHOCTBIO U TeoMeTpuei. (CM.,
Hanpumep, Kazane et al., J. Am. Chem. Soc. [Epub: Dec. 4, 2012]).

TepaneBTHYECKOE BBEICHUC U COCTABHI.

N3o06peTeHne OTHOCHTCS K TepaleBTHUYECKIM KOMIIOZHITUAM, COIEpKaIluM aHTHTeNa mpoTuB C5 mimm ux
AQHTHT'CHCBA3BIBAIOMKE (PParMEHTHI [0 HACTOAIMIEMY M300peTeHnI0. TepaneBTHIecKrne KOMIIO3UINH B COOTBET-
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CTBHH C U300pPETEHUEM CIICAYET BBOJUTH C IMOAXOISIIUMHI HOCHUTEISIMH, SKCIUIMTUCHTAMYU U IPYTUMHU CPEICTBA-
MU, KOTOPBIC BKJIFOUAIOT B COCTABHI JJIs1 00CCIICUCHHS YCOBEPIICHCTBOBAHHOTO MEPEHOCA, JOCTABKH, MIEPCHOCH-
MOCTH ¥ T.II. MHOXECTBO HOIXOIAIINX COCTABOB MOYKHO HAWTH B CIIPABOYHUKE, N3BECTHOM BCeM (hapMarieBTH-
gecknM xuMuKaM: Remington's Pharmaceutical Sciences, Mack Publishing Company, Easton, PA. Otu cocTtaBsr
BKITIIOYAIOT, HAIIPUMED, MMOPOIIKH, MACTHI, Ma3H, JKeJe, BOCKH, Macia, JKHUPHI, JUIMUACOACpKamne (KaTHOHHBIE
WM aHnoHHbIe) Be3uKynbl (Takue kak LIPOFECTIN™), JIHK xonbroratsl, 6e3BoiHbIe a0COPOIIMOHHBIE TACTHI,
IMyJIbcuU "Macio-BBojae" u "Boma-B-macie”, amynabcun Carbowax (MOJMATHICHTIIMKONIM Pa3jIMIHBIX MOJICKY-
JISIPHBIX MAacc), TOMyTBEpAbIe TEIW W MOIyTBepable cMecH, coaepxamue Carbowax. Cm. takxke Powell et al.
"Compendium of excipients for parenteral formulations" PDA (1998) J Pharm Sci Technol 52:238-311.

Jlo3y aHTHTETa MOXXHO BaphHUpPOBATH B 3aBHCHMOCTH OT BO3pacTa M Pa3MEpOB CyOBEKTa, MOJIEKAIIETo
BBEJICHUIO, IICJICBOTO 3a00JICBaHMs, YCIOBHH, ITyTH BBEACHUS | T.1. Kora aHTHTENO O HACTOSIIEMY H300peTe-
HUIO TIPUMEHSIFOT JIJIsl JICYCHHUS 3a00JICBaHUs WM HAPYIICHUS Y B3POCIIOTO MAMEHTA HITH JIUIS PEIOTBPAIICHHUS
TaKoro 3a00JIeBaHUS, OJIATONPUATHO BBOJUTH AHTUTEIIO 10 HACTOSIIIEMY H300pPETEHUIO, OOBIYHO B OJJHOKPATHOM
no3e npubnu3uTenbHo oT 0,1 mpubmmsurensro 10 100 Mr/kr Maccel Tena, 0ojiee MPEAMOYTUTESIFHO TPUOTH3H-
TenpHO OT 5 mpubimsutensHo a0 80, nmpubianzutensHo ot 10 npubnusuTensHo 10 70 WM NPUOIU3UTENBEHO OT
20 mpubIM3UTENBHO M0 50 MI/KT Macchl Tena. B 3aBHCUMOCTH OT TSXKECTH COCTOSIHHSI, YaCTOTY U JJIUTEIBHOCTh
JIeYeHISI MOYKHO KOPPEKTHUPOBaTh. B onpeneneHHBIX BapuaHTaX OCYIIECTBICHUS aHTUTEINO FIIU €T0 aHTHUTCHCBSI-
3BIBAIOMINHN (PParMeHT MO U300PETEHUIO MOYKHO BBOAWTH B BHIC HAYaIbHON JO3EI 0 MEHBIICH Mepe MPHOIH3H-
teapHO oT 0,1 mMr mpubnusurensro g0 800 Mr, mpubaU3UTEIHHO 0T 1 MpubaU3UTENHHO A0 600 MT, TPUOIU3H-
TEJIBHO OT 5 mpubmm3urensHo M0 500 Mr wimn npubdauzutenasHo oT 10 mpubmusutenpro 10 400 mr. B ompene-
JICHHBIX BapHaHTaX OCYIIECTBICHHUS 32 HAYaJbHOM 030H MOXKET CIIeIOBaTh BBEJACHHE BTOPOU MM MHOXKECTBA
MOCJIEIYIONINX 103 aHTUTENA WM €r0 aHTUTCHCBA3BIBAIONICTO (PparMeHTa B KOJHYECTBE, KOTOPOC MOKET MPH-
ONMU3UTENFHO TAaKUM JK€ WM MCHBIIC TAaKOBOTO B HAYAIBHOW J03€, TIE MOCICAYIONIME JO03bI Pa3JeisioT IO
MeHblIeH Mepe 1-3 cyTkaMu; Mo MeHbIIeH Mepe OQHOI Hexenel, Mo MeHbIIeH Mepe 2 HeAeIsIMU; TI0 MEHbIEeH
Mepe 3 HeJeNsiMU; IO MEHbIIed Mepe 4 HeJelsIMU; TI0 MEHbIIEeH Mepe 5 HeAeNsIMU; 10 MEHbIIeH Mepe 6 Hexe-
JSIMU; TIO MEHBIIEH Mepe 7 HelesMH; 10 MeHbIled Mepe 8 HelelssMM; MO0 MEHbLIeH Mmepe 9 HemenmsiMu; MO
MeHbLIeH Mepe 10 HenensamMu; Mo MeHsbIlel Mepe 12 HenenssMu; WM 1O MeHbIel Mepe 14 HenenaMmu.

Paznmiunble crCcTeMBI JOCTABKH M3BECTHBI, H MX MOXKHO MPHUMEHSTH AJIS TOTO, YTOOBI BBOAUTH (hapMarieB-
THYECKYI0 KOMIIO3UIHIO TI0 H300pETeHNIO, HATIpUMep, MHKATICYIISIHUS B JIUIIOCOMBI, MUKPOYAaCTHIIBI, MUKPOKAII-
CyJBl, pPEKOMOMHAHTHBIE KIETKH, CIOCOOHBIC JSKCIPECCHPOBATH MYTaHTHBIE BHPYCHI,  PELENTOp-
OTIOCPEIOBaHHBIN HIOIUTO3 (cM., Hanpumep, Wu et al. (1987) J. Biol. Chem. 262:4429-4432). CriocoObI BBe-
JICHHS BKIIIOYAIOT, HO HE OTPaHUYMBASCh 3TUM, BHYTPHUKOXKHBIN, TPAHCIEPMAaIbHbIH, BHYTPHUMBIIICYHBIH, HHTpa-
MepUTOHEAIbHBIM, BHYTPUBEHHBIN, MOJIKOKHBIN, HHTpaHA3AJIbHBIN, SMUAYPAIbHBIA U OopaibHbIM myTH. Kommo-
3HIIHI0 MOXHO BBOJUTH C IOMOIIBIO JIF0OOTO yI0OHOTO MyTH, HAPUMED, IOCPEACTBOM UH(PY3UH WITH OOTFOCHOM
WHBEKIINH, TIOCPEICTBOM a0COpOIHHU Yepe3 SIMUTEIHATbHBIC I KOKHO-CIIU3HUCTHIC BEICTHIIKY (HAIPUMED, CITH-
3ucTas 000J09YKa PTa, peKTAIbHAS U KUIICYHAS CIM3UCTas U T.X.), U MOKHO BBOJHUTH BMECTE C IPYTHMHU OHOJIO-
THYCCKU aKTUBHBIMU CpEICTBaAMH. BBeleHHE MOXKET OBITh CHCTEMHBIM WM MECTHBIM. (DapMaleBTHYCCKYIO
KOMITO3UITUIO TaKXe€ MOKHO JIOCTABIATh B BE3WKYJIC, B YaCTHOCTH JHIIocoMe (cM., Hampumep, Langer (1990)
Science 249:1527-1533).

Vcnonp30BaHne HAHOYACTHIL TSI TOTO, YTOOBI JOCTABIIATH AHTUTENIA IO HACTOSIIEMY H300PETEHUIO, TAaKXKe
MPEIYCMOTPEHO B HACTOSAIIEM OMHCaHWU. KOHBIOTHpOBaHHBIE C aHTUTEJIAMH HAHOYACTHIIHI MOYKHO HCHOJB30-
BaTh KaK U TEPANleBTHUYECKUX, TaK M JUIA JUATHOCTHYECKUX NMpUMEHEHUH. KOHBIOTHpOBaHHBIE C aHTHTEIAMHU
HAHOYACTHIIBI M CITOCOOBI TIOJyUEHHUsT M UCTIOJL30BaHUS OMHCaHbI oapoOHO B Arruebo, M., et al. 2009 ("Anti-
body-conjugated nanoparticles for biomedical applications" B J. Nanomat., Tom 2009, ID craten 439389, 24
ctpanuibl, doi: 10,1155/2009/439389), BKIFOUCHHO!N B HACTOSIICE OMUCAHUE MOCPEACTBOM CCHUTKHA. HaHowa-
CTHIIEI MOJKHO pa3padaThiBaTh U KOHBIOTHPOBAThH C aHTUTEIAMH, COACPIKAIIMMUCS B (papMAIIeBTUIECKUX KOMIIO-
3UNUAX JUIS HATPABICHHOTO BO3JCHCTBUS Ha KIIETKH. HaHOYACTHIBI IJ HOCTABKH JICKAPCTBEHHBIX CPEICTB
Takke onucansl, Harpumep, B US 8257740 unmu US 8246995, xaxaplil BKIIOYEH B HACTOSIIEE ONKUCAHUE B MOJ-
HOM oOBEMeE.

B ompenenenHpIx cutyanusax (hapManeBTHICCKYI0 KOMITO3UIIMIO MOXHO JTOCTaBJIATh B CUCTEME C KOHTPO-
JHPYEeMBbIM BBICBOOOXKACHHEM. B 0THOM M3 BapHaHTOB OCYIIECTBICHMS MOKHO HMCIIOJIB30BaTh Hacoc. B npyrom
BapHaHTE OCYIIECTBICHUS MOXHO HCIIOJIF30BaTh IOJUMEpPHBIE MaTepHajibl. B eme ogHOM Apyrom BapuaHTe
OCYILECTBIICHHS, CHCTEMY C KOHTPOJIMPYEMBIM BBICBOOOKICHHEM MOYKHO ITOMEIATh BOIM3H OT MUIIIEHH KOMIIO-
3HIINH, YTO, TAKAM 00pa3oM, TpeOyeT TOIBKO JOIH OT CUCTEMHOU JTO3BI.

WupenupyeMble mpemapaTtbl MOTYT BKIIOYATh JO3MPOBaHHBIC (POPMBI [T BHYTPHBEHHBIX, ITOJKO)KHBIX,
BHYTPHUKOXHBIX, BHYTPHUUCPEITHBIX, HHTPAIICPUTOHCANBEHBIX U BHYTPUMBIIICYHBIX HHBCKIIMN, KAllCIbHBIX HH)Y-
3Ui U T.J. DOTH UHBCIUPYEMBIC MPENapaThl MOKHO MOTYYaTh ¢ OMOIIBIO OOIIEH3BECTHRIX criocoboB. Hampu-
Mep, UHBEIUPYEMEBIC MpemapaThl MOXHO TOJIy4aTh, HAPUMEp, IIOCPEACTBOM PACTBOPEHUS, CYCIICHIMPOBAHUS
WA SMYJIBI'UPOBAHUS aHTHUTEIA WK €T0 COJH, OMUCAHHBIX BHIIIE, B CTEPIIIBHON BOJHOM Cpejie WM MaclsTHON
cpelie, CTaHAapTHO HUCIIOJB3YEeMOU IS MHBEKIUA. B kauecTBe BOJHOMN cpensl IUTsi MHBEKIUH, UMEIOT MECTO,
HanpuMep, (PU3UOTOTHUYCCKHIA COJICBOW PacTBOpP, M30TOHHUYCCKUHM PACTBOP, COACPIKAINUIN TIIOKO3y W IPyTUe
BCIIOMOTATEIbHBIE CPEICTBA, U T.1., KOTOPBIE MOXKHO HCIIONBG30BaTh B KOMOMHAIINY C ITOJXOMSIINM COTIOOMITH-
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3UPYIOUIUM CPEJCTBOM, TAKMM KaK CIHPT (HAIIPUMEp, 3TAHOT), MHOTOATOMHBIA CIIHPT (HAIIPUMEp, TPOIIMICHT-
JIMKOJIb, MOJMATUIICHTIINKOIH ), HCHOHHOE MMOBEPXHOCTHO-aKTUBHOE CPEICTBO [Hampumep, momucopdbat 80, HCO-
50 (moymoxcudTHIEHOBBIN (50 MOJIB) MPOAYKT MPUCOCTUHEHHS THIPOTEHU3NPOBAHHOTO KaCTOPOBOTO Macia)| u
T.1. B xauecTBe MacisHON cpensl HCIONB3YIOT, HAIIPUMEpP, CE3aMOBOE MAaclio, COEBOE€ MAacio U T.X., KOTOPEIE
MO>KHO HCITOJIb30BaTh B KOMOWHAIIMH C COMFOOMITM3UPYIONTUM CPEICTBOM, TAKUM Kak O€H3MIOeH30aT, O€H3UII0-
BBIH ciupT U T.1. HBEKIMEH, TOTydeHHOW TaKUM 00pa3oM, IPEIIMOYTUTEILHO 3aIOMHSIIOT ITOIXOIANLYI0 aMITy-
y.

DapManeBTHIECKYI0 KOMIIO3HIMIO TI0 HACTOSIIEMY H300PETCHHI0O MOYKHO JOCTABISATH IOJKOKHO HWIIH
BHYTPHBEHHO C WCIIOJI30BAaHUEM CTAHIAPTHBIX UTJBI M MIpuiia. KpoMe TOro, B OTHOMICHUU TOAKOXKHOH JTOC-
TaBKH, YCTPOMCTBO JOCTABKH IO THIY pYYKH O3 TpyAa HAXOAUT MPUMEHCHUS U1 JOCTaBKU (hapMareBTHYC-
CKOM KOMITO3UIIMU IO HACTOSIIEMY H300peTeHuIo. Takoe yCTPOHCTBO MOCTaBKU IO THITY PYYKH MOXKET OBITh
MOBTOPHO KCIOJIb3yEMBIM HIIA OJTHOPa30BEIM. [IOBTOPHO HCHOIB3yeMOe YCTPOHCTBO JOCTABKH IO THITY PYYKHU B
[EIIOM HCIIONIB3YET 3aMEHSICMBIN KapTPUIK, KOTOPBIH CONEPKUT (hapMaleBTHYCCKYI0 KoMmIo3umuio. Korma Bes
(hapmarieBTHYCCKAs] KOMITO3UIIHMS B KapTPHUHKE BBEJICHA M KAPTPUK MYCT, MyCTOW KAPTPUIK MOKHO JICTKO BBI-
OpachkIBaTh M 3aMEHATH Ha HOBBIH KapTPHUK, KOTOPBIN COACPKUT GapMareBTHICCKYI0 KOMIO3HUIINIO. Y CTPOMCT-
BO JIOCTABKH IO THITy PYYKH 3aTE€M MOKHO MOBTOPHO HCIOJB30BaTh. B 0MHOPa30BOM ycTpoiiCcTBE TOCTABKH IO
TUIY PYYKH 3aMEHSAEMBIN KapTpUIK oTCyTcTByeT. CKOpee, 0MHOPa30BOE YCTPOHCTBO JOCTABKH IO THITY PYUKH
MOCTYTIACT TIPEIBAPHUTEIBHO 3aIIOIHEHHBIM (papMareBTHIeCcKoil KOMIIO3HIIKEH, coeprKaleiicst B pe3epByape B
ycrpotictBe. Korma dapmareBrnieckas KOMIO3HIUS B pe3epByape 3aKOHUMIIACH, BHIOPACHIBAIOT YCTPOHCTBO
HEITUKOM.

MHorre TOBTOPHO HCIOIb3yEeMbIC YCTPOMCTBA TOCTABKU 110 THUIY PYYKHA M aBTOMHBEKTOPA HAXOMAT IPU-
MEHCHUS JJIs1 IOJKOKHOU JOCTaBKH (papMarieBTUIECKO KOMITO3HIIUH TI0 HACTOSIIEMY H300peTenuto. [Ipumepsr
BKITIOUAIOT, HO ompenenenHo 6e3 orpanudenus 3tuM, AUTOPEN™ (Owen Mumford, Inc., Woodstock, UK),
pyuky DISETRONIC™ (Disetronic Medical Systems, Burghdorf, Switzerland), pyaky HUMALOG MIX
75/25™, pyaky HUMALOG™, pyaky HUMALIN 70/30™ (Eli Lilly and Co., Indianapolis, IN), NOVOPEN™
I, I u III (Novo Nordisk, Copenhagen, Denmark), NOVOPEN JUNIOR™ (Novo Nordisk, Copenhagen, Den-
mark), pyaky BD™ (Becton Dickinson, Franklin Lakes, NJ), OPTIPEN™, OPTIPEN PRO™, OPTIPEN
STARLET™ u OPTICLIK™ (Sanofi-Aventis, Frankfurt, Germany), cpeau npouux. IIpuMepsl oqHOPa30BBIX
YCTPONCTB JOCTABKH MO THITY PYYKH, UMEIOIINE NPUMEHEHUS JUII HMOIKOXXHON MOCTaBKH (papMareBTHUECKOH
KOMIIO3HUIUH IO HACTOSIIEMY H300PETCHHUIO, BKIIOUAIOT, HO OIPEICICHHO 0e3 OTpaHuYeHUs 3TUM, pydky SO-
LOSTAR™ (Sanofi-Aventis), FLEXPEN™ (Novo Nordisk) 1 KWIKPEN™ (Eli Lilly), aBronasexktop SURE-
CLICK™ (Amgen, Thousand Oaks, CA), PENLET™ (Haselmeier, Stuttgart, Germany), EPIPEN (Dey, L.P.) u
pyuky HUMIRA™ (Abbott Labs, Abbott Park, IL), cpenu mpouux.

BraronpusiTHO, onEicaHHBIC BBIIIC (PapMaIleBTUUCCKUAC KOMITO3UIIMH TSI OPATEHOTO HJIH MAPEHTEPATBHOTO
UCIIOJIb30BaHUsI TTOJTYYaIOT B IO3UPOBAHHBIX (hopMax B CTAHAAPTHOM 1103€, MOJ00paHHON TaK, YTOOBI COOTBETCT-
BOBATh JI03¢ aKTUBHBIX MHTPEAUCHTOB. Takue NO3MpOBaHHBIC ()OPMBI B CTAHIAPTHOW J03€ BKIIOYAIOT, HAMPH-
Mep, TaOJICTKH, MUITIOIH, KaNCyJbl, HHbEKIUU (aMITyJbI), CYIIO3UTOPHH U T.J. KOTUYECTBO comepiKaiierocs
AHTHTENA B [IEJIOM COCTABISICT MPUOTU3UTEIHHO OT 5 mpuomm3uTeapHo 10 S00 Mr Ha JO3UPOBaHHYIO GOpMY B
CTaHJApTHOH J03¢; B YaCTHOCTH, B (pOpME MHBEKIIMU MPEAMOYTUTCIHFHO AHTHTEIIO COCTABIISIIO PUOTU3UTEIHHO
oT 5 mpubmusuTenbHo 0 300 Mr u mpubIM3uTeNsEHO OT 10 mpubmmsuTensHo 10 300 Mr IS IPYTUX T03UPOBaH-
HBIX (OPM.

TepamneBTHYECKOE HCIIONB30BaHUE AHTHUTEIL.

AHTHTENa TI0 HACTOAIMIEMY N300PETEHHIO MOKHO HMCIIONB30BATh JJIS JICUSHHS W/IIIN MIPEIOTBPAIICHHS 3a-
0oJeBaHUS WM HAPYIICHUS WM COCTOSIHUSA, CBsI3aHHOTO ¢ C5, W/Wim A7 yIydIIeHns 10 MeHbIIeH Mepe OJJHOTO
CHUMIITOMA, CBSI3aHHOTO C TaKMM 3a00JieBaHMEM, HapyIIEHHEM MM COCTOSHHEM. B ompemereHHBIX BapHaHTax
OCYILICCTBIICHHS aHTUTEJIO WU €r0 aHTUT'CHCBS3BIBAIOIINN (DparMeHT 1Mo U300PETCHHIO MOXHO BBOJIUTH B TEpa-
MICBTHYCCKOM JI03¢ MAIUCHTY ¢ 3a00JICBaHUECM WJIH HAPYIICHUEM HIIH COCTOSTHHEM, CBsI3aHHBIM ¢ C5.

B ompeneneHHBIX BapUaHTaX OCYIICCTBICHUS aHTHUTENA TI0 HACTOSAIIEMY M300PETCHUIO MOXKHO UCIIOJB30-
BaTh NPU JICUCHUH WU TPEAOTBPAIICHUN CHMIITOMA WM TIOKa3aHUS ATHIIMIHOTO T€MOJUTHKO-YPEMHYECKOTO
curnpoma (aHUS). Cumnromsl u nokazanus npu aHUS BKITIOWArOT, HO HE OTpaHUYMBASsICh 3THUM, aKTHBAIIUIO
TPOMOOIIMTOB, TEMOJIHM3, CUCTEMHYIO TPOMOOTHIECKYI0 MUKPOAHTHOTIATHIO ((hOPMHUPOBAHHE CBEPTKOB KPOBHU B
HEeOOJBIINX KPOBEHOCHBIX COCYaX IO BCEMY OPTaHM3MY), BEAYIIYIO K HHCYIBTY, CEPACYHOMY MPUCTYITY, HO-
YeYHOW HEIOCTATOYHOCTH W/WIK THUOEIHW, TePMHUHIBHOW CTaguH TOYEYHOH HETOCTATOYHOCTH, TMOCTOSHHOMY
MOBPEXXICHUIO TIOYCK, OOJH B )KUBOTE, CIIyTAHHOCTH, OTEKY, YTOMIICHHUIO, TOITHOTE/PBOTE, THapee U MUKPOAH-
THONIaTU4YECKOW aHEMUH.

B ompeneneHHBIX BapuaHTax OCYIIECTBICHHUS aHTHUTENA TI0 HACTOAIIEMY M300pPETEHHIO MOXKHO HCIIONB30-
BaTh MPH JICUYCHUH WM TPEIOTBPAMICHUU CHMIITOMA WU MTOKA3aHUs MPH MapOKCU3MAILHOW HOYHOMN TreMOTIIo-
ounypun (PNH). CumnTomsl u nokazanust npu PNH Bkirouaror, HO He OTpaHMYMBAsCh 3THM, pa3pyLICHHUE
KpacCHBIX KJIETOK KPOBH, TPOMOO3 (B TOM 4mcie TpoMO03 TIyOOKHMX BEH, JISTOUYHYIO 9MOOJIHIO), BHYTPHUCOCYAU-
CTYIO TEMOJIUTHYCCKYI0 aHEMUIO, KPACHYIO OKPACKY MOYH, CHMIITOMBI aHEMHH, TAKHE KaK YCTaJOCTh, OABIIIKA U
cepieOueHus, 00b B XKUBOTE M 3aTPYAHCHHOE IIIOTAHHUE.
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B onpezeneHHBIX BapuaHTax OCYIIECTBICHUS aHTUTENA 110 HACTOSIIEMY H300PETEHUIO MOXHO HCIIOJIb30-
BaTh JUIS JICUCHHWS WM NPEJOTBPAIICHUS MO MCHBIICH Mepe ONHOI0 CHUMITOMa WK mokazaHus C5-
ACCOITMMPOBAHHOTO 3a00JI€BaHUS WM HAPYIICHHS, BHIOPAHHBIX M3 TPYMIBI, COCTOAMICH M3 HEBPOJOTHYECKUX
HapyIIeHUH, TOUYEYHBbIX HapYIICHUH, pacCesTHHOrO CKJIepo3a, HHCYINbTa, cuHApoMa [ uitena-bappe, TpaBmaTuye-
CKOTO TTOBPEKIACHUS TOJIOBHOTO M0O3ra, Oosie3Hn [lapkuHCOHA, HApYIICHUH HEHAJISKAISH TN HeXellaTeIbHON
aKTUBAIlMHA KOMIUIEMEHTA, OCJIOKHEHHHA TeMOANAIN3a, CBEPXOCTPOTO OTTOPKEHHS AIOTPAHCIUIAHTATA, OTTOP-
JKEHUSI KCEHOTPAHCIUTAHTATa, HHAYITUPOBAHHOW MHTEPIICHKMHOM-2 TOKCHUIHOCTh BO BpeMs Teparmuu IL-2, Boc-
TATNTENBFHBIX HapYIICHUH, BOCTIAJICHHUS MPU ayTOMMMYHHBIX 3a0oJeBaHusAX, 6one3nn Kpona, pecmpaTopHOTo
JICTPECC-CHHAPOMa B3POCIIBIX, TEPMHIECKOTO MOBPEXKICHHUS, BKIIIOYAsi 0)KOTH HIIM 0OMOPOXKEHHS, IIOCTUILIEMH-
YECKHUX perep(y3nOHHBIX COCTOSHUI, HHpAPKTa MHOKAP/Ia, CHHIPOMA TOBBIIICHHONW MPOHUIIAEMOCTH KATTHILISI-
POB, oxxupeHusi, auadera, Oone3Hu AlnblreiiMepa, MM30(ppPeHUN, HHCYIIBTA, SIHUIICTICHH, aTePOCKIIEP03a, BacKy-
nuta, OyyuresHoro nemduronna, C3-rinoMepyionaruu, MeMOpaHonpongepaTuBHOTO TiIoMepyIoHedpuTa, Oan-
JIOHHOW aHTHOILIACTUKH, TIOCTTEMOTUATU3HOTO CHHIPOMA IIPU CEPICUHO-ICTOYHOM ITYHTUPOBAHUH WM ITOYCY-
HOM WIYHTHPOBAaHHUH, TEMOJUANIN3a, TIOYCYHON WIIEMUU, pernepPy3un OpbDKECYHOH apTepHH MOCie PEKOHCT-
PYKIHU aopThl, HHPEKIMOHHOTO 3a00JIeBaHM WM CEICHCa, HAPYIICHHH MMMYHHBIX KOMIUIEKCOB U ayTOHM-
MYHHBIX 3a00JieBaHWH, AuabeTuieckoi HepponaThu, CHHApPOMa AJBIIOPTA, MPOTPECCUPYIONIEH MOYeYHON He-
JOCTAaTOYHOCTH, MPOTCHHYPUYECKHUX 3a00JeBaHUI IOYEK, pernepPy3MOHHOTO MOBPEKIACHHUS NPH IMOYCTHOU
WIIEMHUH, BOJIMAHOYHOTO HE(pPUTA, TIIOMEPYIONATHH, PEBMATOMIHOTO apTPHUTA, CHCTEMHOI KpacHOH BOTYaHKH
(SLE), SLE nedpurta, MeMOpanonpoimdepaTHBHOTO HEPpHUTA, TEMOJUTHICCKOW AHEMHH, ONTHKOMHEIINTA,
TpaHCIUIAaHTaTa TOYKH, HACIEACTBeHHON HemoctaTouHocTH CDS59, mcopuaza m MuacTteHUM TpaBuc. B ompene-
JICHHBIX JPYTUX BapHaHTaX OCYIICCTBIICHUS aHTUTEINA MO HACTOSAIIEMY H300PETCHHIO MOYKHO HCITOJIb30BATh IS
JICUCHUS WIIM MPEIOTBPAICHUS TI0 MEHBIICH Mepe OJHOTO CHMNTOMAa WU mokasaHus C5-acCOIMMPOBAHHOTO
3a00JICBaHMS MIIM HAPYIICHUs, BEIOPAHHBIX U3 TPYIIIBI, COCTOSIICH U3 3a00JCBaHUN W HAPYIICHHUIN JICTKHX, Ta-
KHX KaK TUCITHOJ, remonTusuc, ARDS, actma, XpoHudeckoe oocTpykTuBHoe 3aboneBanue nerkux (COPD), am-
¢uzema, gerounas 3mMOoIus U MHPAPKT, MHEBMOHUS, (HPUOPOTCHHBIC THEBMOKOHHO3BI, IIOBPEKACHUS, 00yCIOB-
JICHHBIE MHEPTHOU TBUIBI0 M MUHEpalaMu (HampuMep, KpeMHUH, yroJibHas TbUIb, Oepriuiii u acdect), hudpo3
JIETKAX, OPTaHHMYECKHE MHEBMOKOHHMO3BI, XUMHUYECKOE MOBPEXKICHUE (M3-32 pazapa)kKarolluX Tra30B W XUMHYE-
CKHX COEAWHEHHH, HampuMmep, XJiopa, (hocreHa, THOKCHIA Cephl, CEpOBOIOPOIA, AUOKCHIA a30Ta, aMMHUaKa U
COJISTHOM KHCIIOTHI), TIOBPEXKICHUE JTBIMOM, TEPMUIECKOE TTOBPEKACHHUE (HAPUMEDP, 0XKOT, 0OMOPOKEHHE), acT-
Ma, ajuieprus, OPOHXOKOHCTPHUKINSA, THEBMOHHUT THIEPIYBCTBUTEIHHOCTH, Mapa3UTapHBIC 3a00JeBaHUSA, CHH-
npom ['yamacdepa, BaCKyJIHNT JIETKUX, HACIEACTBEHHBIH O0TeK KBHHKE M acCOMMHUPOBAHHOE C MMMYHHBIMH KOM-
TUIEKCaMU BOCTIAJICHHE.

B ompenencHHBIX BapraHTaX OCYIICCTBIICHUS aHTHUTEINA MO H300PETCHUIO MOKHO HCIIONH30BATh JUIS JicUe-
HUS CYOBCKTOB, CTPAJAIONINX TIa3HBIM 3a00JIeBaHHUECM, TAKHMM KaK BO3pPACTHAs JCTCHEpAIHs KEITOTrO IISITHA
(AMD), nuaGernueckuii orek xenroro nsatHa (DME), nuaGerwueckas peTHHONATHs, TJa3HOW aHTHOTEHE3
(Ta3Has HEOBACKYIIApH3AIMS, TOPAKAIONIAs TKAaHb XOPUOW/IA, POTOBHIIBI MM CETYATKH), reorpadudeckas aT-
podus (GA), YBEHT ¥ ONTUKOMHETUT. AHTUTENA M0 HACTOSIIEMY U300pPETEHHIO MOKHO HCIIOJIB30BATh VIS Jie-
YeHUS WIH YIY4IICHUS 10 MEHBIIEH Mepe OJJHOT0 CHMITTOMA WIIH TIoka3aHus cyxoit AMD wim BiaxHoi AMD.
B HEKOTOPHIX BapHaHTax OCYIIECTBIICHHS aHTUTEINA MO H300PETEeHUIO MOYKHO MCIIONB30BaTh JJIS MIPEIOTBpAIIe-
HUS WK CHIDKEHUSI CKOPOCTH MOTEPH 3peHHs. B 0THOM M3 BapHaHTOB OCYIIECTBICHHS aHTUTENA MO HACTOSIIIE-
My U300pETEHUIO MOYKHO MCITIOJIb30BaTh JJIsl YMEHBIIIEHUS Ipy3 B Tlazy cyowekra ¢ AMD. B ogHoMm n3 BapuaH-
TOB OCYILIECTBJICHHUS aHTHTENA TI0 HACTOAIIEMY M300PETEHHIO MOXKHO MCIIOJB30BaTh IS MPEIOTBPAIICHUS WIH
yYMEHbIICHNUS/3aMeJICHNs! TOTEpH 3peHust y cyobekra ¢ AMD.

OpHO WM HECKOJILKO aHTHTEN 110 HACTOSIIEMY N300PETEHUI0 MOXKHO BBOAMTH ISl OOJNErYeHus WM TIpe-
JOTBPAIICHHS WA CHIDKCHUSI TSHKECTH OJTHOTO WIIM HECKOIBKIX CHMIITOMOB T COCTOSHUI/IIOKa3aHUH TJIa3HO-
ro 3a00NeBaHMs WM HApPYIICHUS. AHTHTEIAa MOXKHO HCIIOJIE30BaTh JJISl TOTO, YTOOBI YIy4IIaTh WM CHHXKAThH
TSHKECTh MO0 MEHBIIECH Mepe OJHOTO CHUMIITOMA, BKIFOYas B KaYECTBE HCOIPAaHUYUBAIOIIMX MPUMEPOB MOTEPIO
3peHUS, BU3yalbHOC HMCKAXKCHHUE, CIOKHOCTh aaNTAllMU C HU3KHUM YPOBHSM OCBCACHHWS, MCKPHUBICHHOC IICH-
TpaJbHOE 3pPEHUE, YBEIIMUCHNE 3aTEMHEHHUS [IEHTPAILHOT0/00IIero 3peHns, MPUCYTCTBUE IpYy3 (MEJKHEe CKOILIe-
HHUSl BHEKJIIETOYHOTO MaTepHajiia, KOTOpsle 00pa3yloTCsi Ha CeT4aTKe), MUTMECHTHBIE W3MEHEHHs, MCKa)KeHHOe
3peHue B (hopMe MeTaMOp(OIICHH, IPH KOTOPOH CeTKa M3 MPSIMBIX JTUHUHA BBHITJIAUT BOJHUCTONW M YAaCTH CETKH
MOTYT BBITJISIIETh ITyCTBIMHU, SKCCYINAaTHBHBIC M3MECHEHUs (TEMOpparud B Tia3, OOMIBHBIA 3KcCynaT, CyOpeTH-
HAJIBHOE/TIOJ] TTMT'MECHTHBIM STIUTENINEM CeTYATKH/MHTPAPETHHAIBHOE TEKydee BEIIEeCTBO), MEUIEHHOE BOCCTa-
HOBJICHUE 3PUTEIHHON (DYHKITUHU ITOCIIEe BO3JACHCTBHS IPKOTO CBETa ((DOTOCTPECCOBBINA TECT), HAYAIBHYIO M T'€0-
rpaduyeckyro aTpoduio, CyIecTBeHHOE CHIKEHHE OCTPOTHI 3peHus (Ha J1Ba YPOBHS WM OOJbIIIe), HATIPHMED, C
20/20 no 20/80, mpeuMyIIeCTBEHHBIE IEPUMETPUUECKIE U3MEHEHUSI TIOBBIIICHHOW OCTPOTHI 3peHus (LISl BIIaXK-
HOM AMD), pacdokycrupoBaHHOE 3peHHE, ITOCTENIEHHYIO MTOTEPI0 LEHTPAIBLHOTO 3peHus (y TeX, KTO UMEeT He
9KCCYIATHBHYIO JIETCHEPALNIO JKEJITOTO IMSTHA, OBICTPOE HAYaIo MOTEpH 3peHHs (4acTo 00yCIIOBICHHOE MOJTe-
KaHWEM M KPOBOTEUCHHEM B aHOMAJBHBIX KPOBEHOCHBIX COCYlaX y CyOBEKTa C OKCCYAATHBHOW JereHepanuen
JKENITOrO TATHA, ICHTPAIBHBIC CKOTOMBI (TCHH WM BBIMAJACHUC IMOJICH 3pEHUS), TPYTHOCTH TPU Pa3THUCHUH
I[BETOB, B YaCTHOCTH MEXy TEMHBIMH U TEMHBIMH U MEKIY CBETIBIMHU M CBETJIBIMH, TOTEPIO KOHTPACTHOM UyB-
CTBHUTEIBHOCTH, IPSIMBIE IMHIH BRITJIAAAT N30THYTHIMH Ha ceTke AMciepa.
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Takxe B HACTOSIIEM ONMUCAHUH MPETYCMOTPEHO UCIOIB30BAHUE OJTHOTO MJIM HECKOJNBKHX aHTHTEN 10 Ha-
CTOAIIEMY H300pPETCHUIO MPOQPIIAKTHUCCKH Y CYOBEKTOB C PHCKOM Pa3BHTHUS JIETCHEPAIIUH JKEITOrO MSATHA,
TaKHUX Kak CyOBeKTHI B Bo3pacTe ctapire 50, CyObeKTHI ¢ CeMEHHBIM aHAMHE30M JIeTeHEePAIiH JKEITOTO IISATHA,
KYPWJIBIINKHA ¥ CYOBEKTHI C OKUPEHUEM, BEICOKUM XOJIECTEPUHOM, CEPACIHOCOCYTUCTEIMH 3a00JICBAaHUAMH HIIH
HE3/I0pOBOM THETOMH.

B nmonmonmHWTENEHOM BapHaHTE OCYIIECTBICHHS M300peTEHHs JaHHBIC aHTHUTENA HCIONIB3YIOT IS TOIyde-
HUS (hapManeBTHUECKOW KOMIIO3UIINH I JICKAPCTBEHHOTO CPENCTBA IS JICYCHHUS IMAIMEHTOB, CTPAJAOINX
3a0o0JIeBaHNEM WM HapyIleHHeM, cBa3aHHBIM ¢ C5. B npyrom BapmaHTe OCYIIECTBICHUS N300PETCHH, JaHHBIC
AHTHTEJA UCTIONB3YIOT B KAYECTBE BCIIOMOTATEIFHON Tepamuy ¢ JTFOOBIM JPYTUM CPEACTBOM HITH JIFO00H APyron
Teparnuei, M3BECTHBIMU CIICIIUATUCTAM B JAHHOW OOJIACTH, KOTOPHIE MOXHO HCIOJNB30BATh UISA JICUCHUS HIIH
YITy4IICHUs 3a00JICBaHNS WM HApYIIeHHs, CBsi3aHHOTO ¢ CS5.

KomOuHupoBaHHas Teparnus.

KomOuHupoBaHHas Tepamusi MOKET BKIIFOYATh aHTUTEIO MPOTHB C5 MO M300peTeHHUIO U JIF000€ TOTIOTHH-
TEJNBHOE TEePAIEeBTUYECKOE CPEACTBO, KOTOPOE MOXKET OBITh MOJIC3HO B KOMOWHAIIMU C aHTUTEJIOM IO M300peTe-
HUIO WIN ¢ OMOJOTWYECKH aKTUBHBIM (parMEHTOM aHTHTENa 10 H300peTeHHI0. AHTUTENA TI0 HACTOSIIEMY H30-
OpeTeHNI0 MOXXHO KOMOWHHPOBATh CHHEPTUYECKH C OJHUM WIH HECKOJBKHMH JIEKAPCTBEHHBIMHU CPEACTBAMU
W TepaIuei, KOTOpbIe NCHOIB3YIOT JUIA JISYSHUS 3a00JIeBaHNs WM HapyIIeHus, cBsazanHoro ¢ C5. B HekoTo-
PBIX BapHaHTaX OCYIIECTBICHHS aHTHUTENA IO M300PETEeHHIO MOKHO KOMOMHHPOBATH CO BTOPHIM TepaleBTHYE-
CKHM CPEJICTBOM, YTOOBI YIy4IIaTh OJAWH WM HECKOJIBFKO CHMIITOMOB YKa3aHHOTO 3a00JICBaHHUS.

B 3aBucumocTn ot C5-accorumpoBaHHOTO 3a00JI€BaHIS WIIM HAPYIICHUS, aHTUTENA 110 HACTOAIIEMY H30-
OpETCHUIO0 MOXHO HCIIOJH30BAaTh B KOMOMHAIIUH C OJHUAM FJIH HECKOJBKUMHU JOMOJHUTEIBHBIMH TepPAIleBTHYIC-
CKUMH CpPEACTBaMU, BKJIIOYAs B KAYeCTBE HCOTPAHHMYUBAIOIIUX NMPHUMEPOB aHTHUKOATYJSHT (Hampumep, Bapda-
PHYH, acIUpUH, TeapuH, (CHUHANOH, (QOHIATAPUHYKC, HIPANAPUHYKC W MHTHOUTOPHI TPOMOHWHA, TaKHe Kak
apratpo0aH, JCHUPYIUH, OUBATHPYINH WU NaOWUTaTpaH), IPOTUBOBOCHAIUTEIHLHOE JICKAPCTBEHHOE CPEICTBO
(HampuMep, KOPTHKOCTEPOUIBI U HECTCPOUIHBIC TPOTHBOBOCIIAIUTEILHBIC JICKAPCTBEHHBIC CPE/ICTBA), AHTUTH-
TIEPTEH3UBHOE CPEACTBO (HANpHUMEp, MHTHUOUTOP aHTHOTCH3WH-TIpEBpaInaromero GpepMeHTa), IMMyHOCyIIpec-
COpPHOE CPEJNICTBO (HampuMep, BUHKPUCTHH, IUKIOCTIOPHH A I METOTpeKcaT), GUOPUHOIUTHIECKOE CPEACTBO
(Hammpumep, aHKPOJ, S-aMUHOKAIPOHOBAsi KMCIIOTa, aHTUTUIa3MUH-a 1, MPOCTAMKINH U NeuOpTHL), TOHWKAIO-
mee JUMHUABl CPEICTBO, TaKOe KaK MHTHOMUTOP THAPOKCHMETHITITyTapui-KoA-pemyKTa3sl, CpelcTBO IPOTUB
CD20, Takoe xak purykcuma0, cpenctBo npotuB TNF, Takoe kak HHGIMKCUMAO, MPOTHBOCYIOPOKHOE CPEICT-
BO (Harpumep, CyabpaT Maruus), HHruouTop C3 wim aHTUTPOMOOTHIECKOE CPENICTBO.

B ompenencHHBIX BapHaHTaX OCYIICCTBICHHS BTOPOC TEPANEBTHUCCKOE CPEICTBO MPEICTABISIET COOOM
Jpyroe antureno K 6enxy C5. B HacTosmem onucanuy MpeaycMOTPEHO UCTIONb30BaHHe KoMOMHAINH ("'KOKTeH-
7s") aHTUTEN ¢ MUPOKOH HEHTPaIM3yIOIeH MM HHrHOUPYIOIeH akTHBHOCTBIO TpoTHB C5. B HEeKOTOpBIX BapH-
AHTaxX OCYIIECTBJIICHUS HE KOHKYPHUPYIOIIME aHTUTENA MOKHO KOMOWHHPOBATH M BBOIWTH HYXKIAIOIIEMYyCS B
9TOM CYOBEKTy. B HEKOTOPHIX BapHaHTaX OCYIICCTBJICHHUS aHTUTENA, COJACPKALINECS B KOMOMHAIINY, CBSA3bIBA-
IOTCS C OTJCIIFHBIMU HE MEPEKPHIBAIOIIMMUCS STHUTOAMHU Ha Oellke. AHTHTEINa, CoJiepKaIuecs B KOMOWHAIINY,
MOTYT OJokupoBaTh cBsi3biBaHne C5 ¢ CS5-KOoHBEpTa30¥ W/WIM MOTYT MPEAOTBPAIIATh/HHIHONPOBATH PACIIIETI-
neaue C5 no C5a u C5b. B omnpeneneHHBIX BapuaHTaxX OCYIIECTBICHHUS BTOPOE aHTHTEIO MOXKET 00iagaTh 00-
Jiee JUTUTEITFHBIM BPEMEHEM MOy KM3HH B CBIBOPOTKE YETIOBEKA.

Kak ncrmosib3yroT B HaCTOSIIEM ONMCAaHUH, TEPMUH "B KOMOMHAIINY ¢" 0003HAYAET, YTO JOIOJTHUTEIHHBIN
TEPaneBTHYECKH AKTUBHBIH KOMIOHEHT(BI) MOXXHO BBOJIUTH /10, OMHOBPEMEHHO C WIIM MOCJIEe BBEJCHHS aHTHUTENA
npotuB C5 1o HacTosmeMy n3o0pereHuo. TepMuH "B KOMOMHANMK " TaK)Ke BKIIOYACT TOCICIOBATEIFHOS WU
COITYTCTBYIOIIICE BBEJICHHE aHTUTENA TPOTUB CS5 U BTOPOTO TEPareBTHUCCKOTO CPECTBA.

JIOTIOTHUTEIBHBIHN TePaNeBTHYCCKH aKTUBHBIA KOMITOHEHT(BI) MOKHO BBOJIUTH CYOBCKTY TIEpEl BBEIACHUEM
antutena npotu C5 mo HacrosmeMmy u3obOpereHuro. Hampumep, mepBbIii KOMIOHEHT MOXKHO CYUTAThH MOJUIC-
>KaIllMM BBeJIEHUIO "mepen" BTOPHIM KOMIIOHEHTOM, €CIIM MEPBbIii KOMIOHEHT BBOJAAT 3a 1 Henmemto nepen, 72 4
nepen, 60 u nepen, 48 4y nepex, 36 u nepex, 24 4 nepen, 12 4 nepen, 6 4 nepex, S5 4 nepen, 4 4 nepex, 3 4 nepen,
2 g iepen, 1 1 nepen, 30 muH nepen, 15 mun nepen, 10 MuH niepen, 5 MUH IIepeT WU MEHbBIIIE YeM | MUH TiepeT
BBEJICHHEM BTOPOTO KOMITIOHEHTAa. B Ipyrux BapuWaHTax OCYIICCTBIICHHUS IONOJHHUTEIBHBIA TEparmeBTUICCKU
AKTUBHBIH KOMITOHEHT(BI) MOXXHO BBOIUTH CYOBEKTY IIOCIIe BBeIEHHUsS aHTHTeNa mpoTuB CS5 mo Hacrosmemy
n3o0perenuto. HanpumMep, nepBblii KOMIIOHEHT MOXHO CYUTATh TOICKAIINM BBEJACHHUIO "TIOCE" BTOPOTO KOM-
TIOHEHTA, €CJIM MePBhIi KOMITOHEHT BBOST Uepe3 | MuH mocie, 5 muH nocie, 10 mun mocie, 15 muH nocne, 30
MMH 110ciIe, 1 1 mocie, 2 4 mmocie, 3 4 nocie, 4 1 nocie, 5 4 mociae, 6 4 nmocie, 12 1 nocie, 24 1 mocnie, 36 4 1mo-
cie, 48 4 mocie, 60 1 mocne, 72 4 mocie BBEJCHUS BTOPOTO KOMIIOHEHTA. B Ipyrux BapuaHTax OCYIIECTBICHUS
JIOTIOTHUTEIIBHEIA TepPaneBTUUCCKU aKTUBHBIN KOMIIOHCHT(BI) MOXXHO BBOJUTH CYOBEKTY OJHOBPEMEHHO CO BBE-
JeHreM aHtutena npoTtuB C5 mo Hacrosimemy u3o0peTeHuto. "OMHOBpeMeHHOE" BBEICHUE, UTSI IENICH HACTOS-
nIero u300peTeH s, BKIIIOYAeT, HAPUMED, BBEJACHUE aHTUTeNa TPOTUB CS5 U OMOTHUTEIHHOTO TePaeBTUUCCKU
AKTUBHOTO KOMIIOHCHTa CyOBEKTY B OJHOW IO3UPOBAHHOW (pOpPME WM B OTACIBHBIX JTO3UPOBAHHBIX (hopMax,
BBOJIUMBIX CYOBEKTY B IMpeneinax nmpuoamsureabHo 30 MUH Wi MeHbIIE Apyr oT apyra. [Ipu BBencHHH B OT-
JENBHBIX JO3UPOBAaHHBIX (hOpMax, KAKAYIO TO3UPOBAHHYIO (POPMY MOYKHO BBOJIUTH HYe€pe3 OIWH H TOT JKE ITyTh
(mammpumep, oba anTHTena npotuB C5 W TOTIONMHUTENBHBIN TEPANeBTHUECKH aKTUBHBIH KOMITIOHEHT MOYKHO BBO-
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JUTH BHYTPUBCHHO W T.J.); AJIETCPHATHBHO, KAXKIYIO JO3UPOBAHHYIO (HOPMY MOXKHO BBOJHUTH Yepe3 OTIHYAO-
IIMIACS MyTh (HampuMep, aHTUTENO MPOTUB C5 MOKHO BBOJUTH BHYTPUBEHHO M TOTIOJTHUTEIIHHBIN TeparmeBTHIC-
CKM aKTHBHBII KOMIIOHEHT MO>KHO BBOIHTH IepopanbHo). B moboM cirydae, BBeeHIE KOMIOHEHTOB B OJHOMN
JO3UPOBAaHHOU (OpMe, B OTACHBHBIX JO3MPOBAHHBIX (OPMAax depe3 OIWH M TOT XKe MyTh WIH B OTACIBHBIX I10-
3UPOBAHHBIX (POopMax depe3 pa3IUdHbIC MYyTH - BCE CYUTAIOT "OTHOBPEMEHHBIM BBeJleHUEM" ISl IeJieil HaCTOsI-
IeTO pacKpbITH. JIJIs 1enei HacTosIIero packphITHsI, BBeJAeHHe anTuTea mpotuB C5 "no", "ogHoBpemMeHHO "
nm "mocie" (Kak 3TH TePMUH OINPEACISIOT BBIIIE B HACTOSIIEM OTMCAHWN) BBEACHUS JOTOJHUTEIHHOTO Tepa-
MEBTHYECKN aKTHBHOTO KOMIIOHEHTa CUMTAIOT BBEACHHEM aHTuTena mpoTuB C5 "B KoMOWHAImMM c" JOMOIHH-
TEJNBHBIM TEPANICBTUYCCKH AKTUBHBIM KOMITOHCHTOM.

Hacrosiee n3o0peTeHre BKIIOYAET (papMaIleBTUICCKHE KOMIIO3UINH, B KOTOPBIX aHTHUTENIO MPoTUB C5 1mo
HACTOSIIEMY H300PETEHUIO COBMECTHO (POPMYIIHPYIOT C OJJHUM WJIM HECKOJIHKUMH TOTIOIHUTEIHLHBIMH TEPAIeB-
TUYECKU aKTHBHBIMHM KOMIIOHCHTAMH, KaK OIMCAHO B IPYTOM MECTE B HACTOSIIEM OMUCAHUU.

CXeMBI BBEJICHUS.

B cooTBeTcTBHU C OTpE/CICHHBIMU BapHaHTaAMH OCYIIECTBICHHUS, OJHOKPATHYIO J03y aHTUTENA MPOTHB
C5 mo m3o0petennto (Wau GapMareBTHIECKON KOMIIO3HUITHH, coepxKaieli KoMOMHauio aHTuTena npotus CS5 u
JF000T0 M3 NOMOTHUTEIBHBIX TEPANICBTHUSCKH aKTHBHBIX CPEICTB, YKa3aHHBIX B HACTOSIIEM OIHMCAHIH) MOKHO
BBOJIUTH HYXIAIOMIEMYyCS B 3TOM CyOBEKTY. B COOTBETCTBHH C ONpeIeNICcHHPIMH BapHaHTAMH OCYIIECTBICHHUS
HACTOSAIIETO M300pETeHHsI, MHOKECTBO 1103 aHTHTeNa mpotuB CS5 (Wi dapManeBTHUECKOH KOMITO3HIINH, CO-
Iepxamied komOnHanmio antutena npoTuB C5 u r000r0 M3 JIOMONHUTENBHBIX TEPANeBTUYECKH aKTHBHBIX
CPEICTB, YKa3aHHBIX B HACTOSAIIEM OIHCAHHH) MOKHO BBOAWUTH CYOBEKTYy B TCUCHHE OIPEACICHHOrO MEpHona
BpeMmeHH. CrocoObI B COOTBETCTBUHU C 3THM aCIIEKTOM H300pETEHHs BKIFOYAIOT MOCICIOBATCIBHOES BBEICHHC
CyOBEKTY HECKOJIBKHX JI03 aHThTeNa npotuB C5 mo u3obpereHuro. Kak HCMONB3YIOT B HACTOSIIEM OIHCAHHH,
"MmocnenoBarenbHOE BBeJcHrEe" 0003HAYACT, YTO KaXKIyI0 103y aHTHTena npotuB CS5 BBOAAT CYOBEKTY B OTIIH-
YAIOIIUICS MOMEHT BPEMCHH, HANPHUMEpP, B OTIMYAIOMIACCS CYTKH, OTICICHHBIC MPEIBAPUTEIHLHO OMpeeisc-
MBIM UHTEPBAJIOM (HAIPUMEp, Yachl, CYTKH, HEICIH WK Mecslsl). HacTosiiee n300peTeHre BKITFOYACT CIOCO-
ObI, KOTOPBIC BKIIOYAIOT MOCIIEOBATEIFHOE BBEICHIE MMAMEHTY OJHON HAa4aJbHOM 1036l anTUTeNa npotuB C5,
TIOCJIe Yero CIEAYIOT OJHA WM HECKOJBKO BTOPHYHBIX 103 aHTHUTeNa MpoTuB C5 M HeoOA3aTeNbHO MOCHE Yero
CIIEIYIOT OJHA MIIN HECKOJIBKO TPETHYHBIX 103 aHTHTeNna mpotuB C5.

Tepmun "HadanpHas mo3a", "BTOPUYHBIC O3B U "TPeTHUHBIC TO3BI" OTHOCATCS K XPOHOJOTHYECKOH TO-
CJIeIOBATEILHOCTH BBeJIeHUS aHTUTeNa poTuB C5 mo m3o0perennto. Takum obpa3om, "HadanbpHas 103a" mpe-
CTaBJsIET cOOOH 7103y, KOTOPYIO BBOJSIT B Hadaje CXeMbI JieueHHs (Takke 0003HAYarOT Kak "mo3a 6a3oBOTO
ypoBHs"); "BTOpHYHBIE HO3BI" MPEACTABISIOT COOOH J03bI, KOTOPBIE BBOJSAT IOCIIE HAYaIbHOM J103bI; U "TpeTHd-
HBIC JIO3BI" TPEICTABIAIOT COOOM T03BI, KOTOPHIC BBOJAT MOCIE BTOPUYHBIX J103. Bce HavabHBIC, BTOPHUYHBIC U
TPETUYHBIC O3Bl MOTYT COACPIKATh OJHO U TO XKE KOJIMYCCTBO aHTHTENa MpoTuB C5, HO B IIEJIOM MOTYT OTIIH-
YaThCs JAPYT OT APYyra B OTHOIICHWH YacTOTHI BBeAeHUS. OIHAKO B ONPEACICHHBIX BaApHAHTaX OCYIIECTBICHHS
KOJIMYECTBO aHTHTeNa npotuB C5, comepikainerocs: B Ha4albHBIX, BTOPHYHBIX W/ TPETUYHBIX 103aX, BAPbH-
pPyeT OT OTHOHM K ApYroi (HampuMmep, KOPPEKTUPYIOT BBEPX WM BHU3 B 3aBUCUMOCTH OT CHUTYAIlUH) BO BpEeMs
Kypca JedeHus. B onpeneneHHBIX BapuaHTaX OCYIIECTBIICHUS ABE WU Oobiie (Hampumep, 2, 3, 4 umu 5) mo3
BBOJISIT B HAa4YaJie CXEMBI JICUCHHS B Ka4eCTBE "3arpy304HbBIX /103", TOCIE YeTo CIEeAYIOT TOCIeAYIONIHe JT036I,
KOTOpBIC BBOJAT HA MEHEE YacTOH OCHOBE (HampuMep, "MoAIep)KUBaIOTUeE T0351").

B ompeneneHHBIX 00pa3mOBBIX BapHaHTaX OCYIIECTBICHUS HACTOSAIIETO M300pETCHHSA, KOXKIYI0 BTOPHY-
HYIO W/WJIH TPETUIHYIO 103y BBOIAT dyepe3 1-48 u (manpumep, 1, 1,5, 2, 2,5, 3,3,5,4,4,5,5,5,5,6,6,5,7,7,5, 8,
8,5,9,9,5,10, 10,5, 11, 11,5, 12, 12,5, 13, 13,5, 14, 14,5, 15, 15,5, 16, 16,5, 17, 17,5, 18, 18,5, 19, 19,5, 20,
20,5, 21, 21,5, 22, 22,5, 23, 23,5, 24, 24,5, 25, 25,5, 26, 26,5 wiu OoJbliie) MOCIE HEMOCPEACTBEHHO MPEIIICCT-
ByroIei o3pl. dpasza "HEMOCPENCTBCHHO MPEIIICCTBYIOMAs 032", KaK UCIOIb3YIOT B HACTOSIIECM OIHCAHHH,
0003HayaeT, B MOCICIOBATEIPHOCTH M3 HECKOJILKHX BBEICHHM, 103y aHTUTeNna mpoTuB C5, KOTOPYHO BBOJSAT
MAIMCHTY TIepe/T BBEACHUEM OJNIKAWINCH CIIeIYIONICH 03I B OCIEI0BATEIEHOCTH 0€3 IPOMEKYTOUHBIX JI03.

Croco0bI B COOTBETCTBHH C 3TUM acCIEKTOM HM300pETEHUS MOTYT BKJIIOYATh BBEICHHE MAIMCHTY JHOOOTO
YHcIia BTOPUYIHBIX W/MIN TPETUYHBIX 103 aHTHTena mpoTtuB C5. HamprumMep, B onpeeIeHHBIX BapHaHTaX OCYIIe-
CTBJICHUS TAIIMEHTY BBOJAT TOJBKO OTHY BTOPHYHYIO 103y. B Ipyrux BapmaHTax OCYIIECTBIICHUS HMAIUEHTY
BBOJIAT JIBE WX OoJibilie (Harpumep, 2, 3, 4, 5, 6, 7, 8 wiu 6ombIe) BTOPHYHBIX J03. AHAJIOTHIHBIM 00pa3oM, B
OTIpeNIeIeHHBIX BApHAHTaX OCYIIECTBICHUS NAallMEHTY BBOJAAT TOJIBKO OJHY TPETUYHYIO 103y. B npyrux Bapman-
Tax OCYIIECTBIICHUS MMAIIMEHTY BBOAT JABE WM OOJjbIne (Harmpumep, 2, 3, 4, 5, 6, 7, 8 wiu GoJbIle) TPETHIHBIX
J103.

B onpenencHHBIX BapuaHTaX OCYMICCTBICHUS YacTOTa, ¢ KOTOPOW BTOPHYHBIC W/HIIK TPETHYHBIC JO3BI
BBOJIAT MAIUCHTY, MOXET BapbUPOBATh B XOJIC CXEMHEI JIeUcHHs. UacToTy BBEACHUS TaKKE MOXKET KOPPEKTHPO-
BaTh BO BpEeMs XOJa JICYCHHUS MTOCPEICTBOM Bpad B 3aBUCHMOCTH OT MOTPEOHOCTEH KOHKPETHOTO MAIUCHTA, MO-
CcJie KITMHUYECKOTO 00CIIeIOBaHUS.

JlmarHocTHYECKOE UCTIOIF30BAaHIE AaHTHUTEIL.

AnTutena npotu C5 10 HacToseMy U300pPETCHHIO MOKHO HCIIOB30BaTh JUIS TOTO, YTOOBI OOHAPYKH-
BaTh W/min m3MepsaTb C5 B o0Opasie, HarmpuMep, 11 AUaTHOCTUIECKHX 1eJiei. HexoToprie BapuaHTHI OCYIIIECTB-
JICHHS TIPEyCMAaTPUBAIOT HMCIOIH30BAaHUE OTHOTO WM HECKOJBKHX aHTHUTEN MO HACTOAIIEMY M300peTeHHIO B
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aHanmmM3ax Ui TOTro, 4TOOBI OOHapyxuBaTh CS5-acconmupoBaHHOE 3a00JeBaHue WK HapylieHue. OOpas3ioBse
JUAarHOCTHYECKUE aHam3bl A CS5 MOTYT BKITIOYATh, HAIPUMEP, MPUBEICHHE 00pa3iia, MOJYYCHHOTO Y MallueH-
Ta, B KOHTAKT ¢ aHTUTENOM mpoTuB C5 1Mo n300peTeHuto, rae anTuteno npotus C5 MeTAT moamaromeiicss ooHa-
PYXKCHHIO METKOH WJIM PETlOpTEpPHON MOJEKYJIOH MM HCIONB3YIOT B KadecTBE 3aXBaTHIBAEMOTO JIMTAHMAA I
TOTO, 4TOOBI M30UparensHO BhiAenaTh C5 W3 00pasloB MAIMEHTOB. AJIbTEPHATHBHO, HE MEUCHHOE AHTHTEIIO
npoTtuB C5 MOXXHO MCIOIB30BATh B TUATHOCTHYECKUX MPUMEHEHHUAX B KOMOWHAIIMY CO BTOPUYHBIM aHTHUTEJIOM,
KOTOpOE CaMO METAT C BO3MOXKHOCTBIO oOHapyxkeHus. [logmatommascs oOHapyKEHHIO METKA WM PETIOpTEpHas
MOJIEKYJIa MOKET TPECTABISTE CO60it paronsoror, Takoi kak “H, '*C, P, S wm '°I; duyopecuenTrprii mm
XCMUJTFOMIHECIICHTHBIA ()parMeHT, TaKol Kak (UIyOopeCICHHI30THOLMAHAT WM POJIaMUH; WA (PEPMCHT, TaKOH
Kak menoyHas ¢ocdaraza, -ramakro3ugasa, mepokcuaasa xpeHa win romudepasa. Konkperasie o0pa3noBsie
aHaJIU3bI, KOTOPBIC MOXKHO WCIIOJIE30BAaTh AJISL TOTO, YTOOBI OOHAPYKHUBATh WK U3MepsATh C5 B 00pasiie, BKITIO-
yaroT TBeprodasuslii mMmyHocopOenTHbI ananu3 (ELISA), pannonmmynonorndeckuit ananus (RIA) u axru-
BUpyeMYyI0 duryopecueHuel coptupoBky kiretok (FACS).

O0pa3sIpl, KOTOPHIE MOKHO UCIOIB30BaTh B C5 MUArHOCTUYECKUX aHAIIN3aX B COOTBETCTBHU C HACTOSIINM
n300peTeHNEeM, BKITFOYAIOT JIF000H 00pa3ell TKaH!U WIH TEKY4Yero BEIIeCTBa, MOYYaeMbIH OT MAllUeHTa, KOTOPBIN
COJIEPKHUT TIOJAAIOIINECs OOHAPYKEHHUIO KoiudecTBa win Oenka CS5 wnu ero (parMeHTOB, MPU HOPMaJIbHBIX
WITH TIATOJIOTHYECKUX COCTOSHUAX. B 1ienmom, yposam Oenka C5 B KOHKpETHOM 00pasie, MoIy4aeMoM OT 3/10po-
BOTO TaIMeHTa (HampuMmep, MarrueHTa, He MOpaXeHHOTo 3a001eBaHeM, CBI3aHHbIM ¢ C5), U3MEpSIOT I TOTO,
9TOOBI M3HAYAIBHO yCTAHOBUTH 0a30BBIH WM CTaHHApTHBIA ypoBeHb C5. DTOT 6a30BBIH ypoBeHb C5 3areMm
MOJKHO CpPaBHUBATh C ypoBHAMHU C5, H3MEPEHHBIMHU B 00pa3max, MOIy4eHHBIX Y HHANBAIYYMOB C IOJO3PCHUEM
Ha Haim4ane C5-acCONMUPOBAHHOTO COCTOSIHHS WIIM CHMIITOMaMH, CBI3aHHBIMHU C TAKUM COCTOSHHEM.

AHTHTena co creruuIHOCTRIO K Oenky C5 MOTYT He coiepiKaTh JOTOIHUTEIIFHBIC METKU WIH (PparMeH-
THI WJIM OHH MOTYT COJCpKaTh N-KOHIIEBYIO WK C-KOHIEBYIO METKY WIH ()parMeHT. B oHOM W3 BapHaHTOB
OCYILICCTBIICHHUSI METKOW MM (PparMeHTOM sIBIIsieTCS OMOTHH. B aHanm3e CBA3BIBAHUS MECTOIOJIOKECHUEC METKU
(ecny yMECTHO) MOJKET ONPEAENATh OPHUEHTALMIO HETITHIa OTHOCUTEIIFHO ITOBEPXHOCTH, C KOTOPOH CBS3BIBAIOT
nentu. Hampumep, eciii MOBEPXHOCTh MOKPHIBAIOT aBHIMHOM, IMENTHI, COACpKamuii N-KOHICBOH OHOTHH,
OyzeT OpUCHTUPOBAH TakK, yTo C-KOHIIEBas YacTh MenTuaa OyIeT AUCTATFHOW OTHOCUTEIFHO TOBEPXHOCTH.

W36panHble BApHAHTHI OCYIIECTBICHUS.

W36panHble BapHAHTHI OCYIIECTBICHHUS 1T0 HACTOAIIEMY PACKPBITHIO BKIIFOUAIOT CIIEAYIOIIEE.

B BapuanTe ocymectBieHus 1, HacTosIee H300peTeHNE BKIIOYACT BBIICICHHOE aHTUTENO MIIM €T0 aHTH-
TEHCBSI3BIBAIONINI (parMeHT, KOTOphIe crienn(ruueckn CBA3BIBAIOTCS ¢ OenkoM (akTopa 5 komruiementa (C5),
T/Ie aHTUTEJIO WM €0 aHTUTCHCBS3BIBAIONTNHA (parMeHT B3aUMOJICHCTBYIOT C OJHON MIIM HECKOIBKAMH aMHHO-
kucnoramu, cogepxkamumucs B C5 (SEQ ID NO: 359), kak onpenenstoT 1o BoIOpoA-IeHTeprueBoMy 0OMeHY.

B BapmaHTe OCyIIECTBICHHUS 2, HACTOAIICEC N300pPETEHIE BKIIOYACT BBIICICHHOC aHTUTEIO MU aHTUTCH-
CBS3BIBAIOIIUI ()ParMEHT IO BapHAHTY OCYIICCTBICHUS 1, T/Ie aHTUTEJIO WM er0 aHTHTCHCBS3BIBAIOIIMN (par-
MEHT B3aUMOJCUCTBYIOT C OAHOI MIIM HECKOJIBKAMH aMHHOKHCIIOTaMH, COACPIKAIIMMUCS B O IIETIH W/WiH 3 11ie-
i C5, KaK OnpeeNsioT M0 BOJOPOA-ICHTEpUEeBOMY OOMEHY.

B BapmaHTe ocymiecTBiIeHUs 3, HACTOAIICe N300pETEHIE BKIIOYACT BBIACICHHOC aHTUTEIO MU aHTUTCH-
CBSI3BIBAIOIIUH ()parMeHT IO BapHAHTaM OCYIICCTBICHUS | Win 2, T/Ie aHTUTEIIO WM €r0 aHTUT'CHCBS3BIBAIOIINI
(parMeHT He B3aMMOJECHCTBYIOT C aMHHOKHCIIOTOH M3 oOacThio aHadmnaTokcuna CSa n3 C5, Kak onpenenstoT
10 BOJIOPOI-IEHTEPHEBOMY OOMEHY.

B BapmanTe ocymecTtBieHus 4, HacTosAee N300peTeHIE BKIIOYACT BBIACICHHOE aHTUTEIO MM aHTUTEH-
CBSI3BIBAIOIINN (parMeHT IO JIOOOMY W3 BapUAHTOB OCYIIECTBICHUS ¢ 1 10 3, T/Ie aHTUTENO WIN €T0 aHTUTCH-
CBS3BIBAIONINH (hparMeHT B3aUMOICHCTBYIOT C OJHOW FUTM HECKOJIHKUMH aMHUHOKHCIIOTaMH, COJEPKAITUMICS B
SEQ ID NO: 360 w/mmu SEQ ID NO: 361, kak onpeAensioT o BOAOPOI-IeHTEPHEBOMY OOMEHY.

B BapmaHTe OCyIIeCTBICHUS 5, HaCTOAIICe N300pPETEHIE BKIIOYACT BBIICICHHOC aHTUTEIO MU aHTUTCH-
CBS3BIBAIOIIUI ()ParMEHT IO JTFOOOMY U3 BApUAHTOB OCYIIECTBICHUS ¢ 1 70 4, T/Ie aHTUTEJIO WIH ero aHTHI'CH-
CBSI3BIBAIOIIUI (pparMeHT B3aMMOJACHCTBYIOT C aMHUHOKHCIOTHOH IOCIEA0BAaTCILHOCTBIO, BEIOPAHHOM U3 TPYII-
B, cocTosmIel u3 (a) amuHOKHCIOT ¢ 591 mo 599 u3 SEQ ID NO: 359; (b) amunokucior ¢ 593 o 599 u3z SEQ
ID NO: 359; (c¢) amunokuciot ¢ 775 mo 787 w3z SEQ ID NO: 359; (d) amunokucior ¢ 775 mo 794 u3z SEQ ID
NO: 359; u (e) amunokucnot ¢ 779 no 787 u3z SEQ ID NO: 359.

B BapuanTe ocymiecTBieHHs 6, HACTOSIIEE N300PETEHNE BKIIOYACT BBIICICHHOE aHTUTEINIO MIIM €T0 aHTH-
TeHCBS3BIBAIOMNIN (pparMeHT 1o JF000MY M3 BapHAaHTOB OCYIIECTBICHHS C | 10 5, Tje aHTHUTENO WK €T0 aHTH-
TeHCBS3BIBAIOMNIN (pparMeHT B3aUMOJCHCTBYIOT C IO MEHBIIEH Mepe MAThI0 aMHHOKHCIIOTAMH, COAEPKAIINMH-
Cs1 B aMUHOKHCIIOTHOH TIOCTIeI0BAaTENbHOCTH, BRIOpaHHOM U3 rpymisl, coctosmiei u3 SEQ ID NO: 360 u 361.

B BapuanTte ocymiecTBieHns 7, HaCTOsIIEe H300pETeHNE BKITIOYACT BBIICICHHOE aHTUTENIO MIIM €T0 aHTH-
TeHCBSA3BIBAIOMNIN (pparMeHT 1o JF000MY M3 BapHAaHTOB OCYIIECTBICHHS C | 10 5, T aHTHUTENO WK €r0 aHTH-
TCHCBS3BIBAIOIINKA (h)parMEeHT B3aMMOACHCTBYIOT C aMHHOKHCIOTHBIMU TocienoBatenbHocTsiMu SEQ ID NO:
360 u 361.

B BapuanTe ocymiecTBICHHS 8, HACTOSIICE U300PETEHUE BKITIOYACT BBIICICHHOE aHTUTEINIO WK €r0 aHTH-
TCHCBSI3BIBAIOMINN (PparMEHT, KOTOPBIC CIIEIU(PUUCCKU CBI3BIBAIOTCS ¢ OenmkoM (akropa 5 kommiementa (C5),
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TJIe aHTUTEJIO WM €r0 aHTHTCHCBSI3BIBAIOIINI (pparMeHT B3aMMOICHCTBYIOT € 10 MEHbLIEH Mepe OJHUM U3 Clle-
JIYIOIIUX aMHUHOKHCIOTHBIX ocTaTkoB: N591, M592, A593, T594, G595, M596, D597, S598, W599, W775,
E776, V777, H778, L779, V780, P781, R782, R783, K784, Q785, L786, Q787, F788, A789, L790, P791, D792,
S793 wmm L794 u3 SEQ ID NO: 359.

B BapuanTe ocymecTBiIeHUs 9, HacToAIIee N300PETEHNE BKIIOYAET BBIICICHHOE aHTUTEIIO WM €r0 aHTH-
TEHCBS3BIBAIONTUI (parMeHT 110 JIF0O0MY U3 BApHAHTOB OCYIIECTBICHHS ¢ | 110 8, TIe aHTUTEN0 001aIaeT OJHOM
WM HECKOJHKAMHU W3 CIEAYIONNX XapaKTePUCTHK: (a) MMEeT KOHIIEHTPAIUIO B CBHIBOPOTKE Ooibime dem 10
MKT/MJI 110 cyTok 70 TIpu BBEACHHMH sSBaHCKOMY Makaky; (b) Giokupyer kinaccuueckuid myth (CP) remomnmsa mo
CYTOK 35 Ipu BBEICHHH SIBAHCKOMY MaKakKy, Kak M3MEpsIOT B aHAIN3E reMoJiu3a eX vivo; (c) OJIoKupyeT ab-
TepHaTUBHBIA MyTh (AP) remonmsa 1o cyTok 35 mpu BBEICHHH SIBAHCKOMY Makaky, Kak M3MEpSIOT B aHAIU3e
reMonm3a ex vivo; (d) uMeeT BpeMs TOJIYy’KH3HU B CHIBOPOTKE Oosbire yeM 10 cyTok y sIBaHCKOTO Makaka; (e)
MMEeT KOHLIEHTPALUIO B CHIBOPOTKE Ooutbiie uem 10 Mxr/mi 1o cytok 40 npu BBegennu CS5-ryMaHn3upOBaHHBIM
mbimam; (f) 6iaoxkupyer CP remonus no cyrok 30 npu BBeneHnu CS5-ryMaHU3HMPOBAaHHBIM MBIIIAM, Kak M3Meps-
I0T B aHaJM3€ TeMOJIM3a X Vivo; U (g) MMeeT BpeMs IOJIy>KH3HH B ChIBOpOTKe Ooubine yeM 10 cytok y C5-
TYMaHU3UPOBAHHBIX MBIIICH.

B Bapuante ocymectsiaenus 10, HacTosimee n300peTeHNE BKIIOYAET BBIICICHHOE aHTUTENIO WM €TO aHTHU-
TEHCBS3BIBAIONTUI (parMeHT 10 JII0OOMY M3 BapHaHTOB OCYIIECTBICHUS ¢ 1 10 9, rie aHTUTENO o0NamaeT Jo-
TIOJTHUTEJILHON XapaKTePUCTHKOW, BRIOPAHHON W3 TPYIIIBI, COCTOSIICH U3: (a) MpencTaBiaseT coO00W MOHOKIIO-
HAJIPHOE aHTHTEJIO TOJHOCTHIO denoBeka; (b) cBsa3pBaetcs ¢ C5 demoBeka ¢ koHcTaHToM auccormarin (Kp)
MenbIe ueM 0,9 HM mipu 25°C, kak U3MepsIoT B aHAIN3€ TIOBEPXHOCTHOTO MJIA3MOHHOT'O pe30HaHCa; (C) CBSA3BI-
Baetca ¢ C5 genoseka ¢ Kp Mensme uem 0,3 HM mpu 37°C, xak U3MEpSAOT B aHANHU3€ MOBEPXHOCTHOIO ILIA3-
MoHHOTO pe3oHanca; (d) ca3siBactest ¢ C5 00e3bsiHEI ¢ Kp MeHbIe yeM 65 HM, kKak U3MEpSIOT B aHATH3¢E TMO-
BEPXHOCTHOTO IIJIa3MOHHOTO pe30HaHca; (€) ces3biBaercs ¢ BapuantoM C5 uenoseka R885SH (SEQ ID NO: 356)
¢ Kp mensbie uem 0,5 HM, kak H3MEpSIOT B aHAJIM3€ MOBEPXHOCTHOTO TUIA3MOHHOTO pe3oHaHca; (f) cBsa3bIBaeTCs
¢ BapuanToM C5 genoBeka R885C (SEQ ID NO: 357) ¢ Kp Menbmie yem 0,5 HM, kKak U3MEpSIOT B aHAIU3E TO-
BEPXHOCTHOTO TIIa3MOHHOTO pe3oHaHca; (g) OmokupyeT omocpemoBaHHbId C5 denoBeka KIACCHUECKHHA ITYTh
(CP) remommza 6oxpmie yem Ha 95% u ¢ 1Csy menpmie yem 6 HM, kak m3mepsiroT B aHamuse CP remonmsa; (h)
Omoxmpyet ormocpenoBaHHbI C5 denmoBeka anbTepHAaTUBHBINA yTh (AP) remomni3a 6oipine yem Ha 70% u ¢ 1Cs
MeHbIIe yeM 165 HM, kak nu3Mmepstot ananmze AP remonusa; (i) ”EHTHOHpyeT onocpenaoBanubiii CS5 ahpukaHCKOH
3enenort Mapteimku CP remonus ¢ ICsy Mmenbinie uem 185 HM, kak usmepsitor B aHaimze CP remonm3a; (j) WHTH-
oupyeT omnocpenoBanubiii C5 adpukanckon 3enenoit mapteimku AP remomms ¢ 1Csy meHbire uem 235 HM, kak
n3Mmepsitor ananuse AP remonmza; (k) narudupyer onocpenosanssiii C5 siBanckoro makaka CP remomms ¢ ICs
MeHsble yeM 145 HM, kak m3Mepstor B ananu3e CP remonusa; u (1) uHrn6upyer onocpenoBanusiii CS5 sBaHCKO-
ro makaka AP remonus ¢ ICsy Menbie yem 30 HM, kak u3mMepstoT aHaiauze AP remonusza.

B Bapuanre ocyniectienus 11, HacTosiee n300peTeHne BKIIIOYAET BBIACICHHOE aHTUTENIO WM aHTHI€H-
CBSI3BIBAIONINH (pparMeHT 1o JT000MY M3 BapHaHTOB ocylecTBiIeHus ¢ 1 1o 10, rie aHTUTENO MM aHTHUTCHCBS-
3pIBAIONIMK (DParMeHT COAEPKUT TPH ONpEAeNSIoNNe KoMmIuieMeHTapHOCTh obmacti (CDR) Tspkenoit menum
(HCDR1, HCDR2 u HCDR3), comepskamuecs B JIt000i OTHOW M3 MOCIEN0BATEILHOCTEH BapruadbensHOM odmac-
1 Tspkenon nemm (HCVR), nepeunciennsix B Tadm. 1; u Tpu CDR nerkoii merm (LCDR1, LCDR2 u LCDR3),
coneprkamrecs B J000# 0JHOH W3 TOCIenoBaTeIbHOCTEH BaprabenpHol obmactu nerkoi e (LCVR), nepe-
YHCIICHHBIX B Ta0II. 1.

B BapuanTe ocymecTBiaeHus 12, HacTosmee n300peTeHNE BKIIOYAET BBIJCICHHOE aHTUTENIO WM €TO aHTHU-
TCHCBS3BIBAIOIINHA (parMeHT no Jr000My M3 BapHaHTOB ocyllecTBiIeHus ¢ 1 1o 11, kotopsle comepkar: (a) 1o-
mern HCDRI, uMeromuii aMHHOKUCIIOTHYIO TTOCIIEI0BATENbHOCTD, BRHIOPAHHYIO U3 TpYMIIBL, cocTosimeii n3 SEQ
ID NO: 4, 20, 36, 52, 68, 84, 100, 124, 140, 148, 156, 172, 188, 204, 220, 236, 252, 268, 276, 292, 308, 324 u
340; (b) nomen HCDR2, umMeromuii aMHHOKHCIOTHYIO MOCIIEA0BATEIILHOCTD, BHIOPAHHYIO M3 TPYIIIBI, COCTOS-
meit u3 SEQ ID NO: 6, 22, 38, 54, 70, 86, 102, 126, 142, 150, 158, 174, 190, 206, 222, 238, 254, 270, 278, 294,
310, 326 u 342; (c) nomern HCDR3, nMeromuii aMMHOKHCIIOTHYIO TTOCJIEI0BATEIBHOCTD, BHIOPAHHYIO M3 IPYII-
eI, coctosmei u3 SEQ ID NO: 8, 24, 40, 56, 72, 88, 104, 128, 144, 152, 160, 176, 192, 208, 224, 240, 256, 272,
280, 296, 312, 328 u 344; (d) nomen LCDR1, umeromuii aMHHOKUCIIOTHYIO TIOCIIEI0BATEIHHOCTh, BEIOPAHHYIO
u3 rpynmnel, cocrosimier u3 SEQ ID NO: 12, 28, 44, 60, 76, 92, 108, 116, 132, 164, 180, 196, 212, 228, 244, 260,
284, 300, 316, 332 u 348; (e) momern LCDR2, nMmeromuii aMUHOKUCIOTHYIO TIOCIIEIOBATEIHHOCTh, BRIOPAHHYIO
u3 rpynnel, cocrosimier u3 SEQ ID NO: 14, 30, 46, 62, 78, 94, 110, 118, 134, 166, 182, 198, 214, 230, 246, 262,
286, 302, 318, 334 u 350; u (f) tomen LCDR3, nMeromuii aMIHOKUCIIOTHYIO TIOCJIEIOBATEIEHOCTD, BHIOPAHHYIO
u3 rpynnsl, coctosamer u3 SEQ ID NO: 16, 32, 48, 64, 80, 96, 112, 120, 136, 168, 184, 200, 216, 232, 248, 264,
288, 304, 320, 336 u 352.

B Bapuanre ocymectsiaenus 13, HacTosiee n300peTeHUe BKIIOYAET BBIJCICHHOE aHTHTEINIO WIN €T0 aHTH-
TCHCBS3BIBAIOIINK (parMeHT 1o Jr000My U3 BapHaHTOB ocymiecTBieHus ¢ 1 10 12, conepxamee HCVR, nme-
IOLIYI0 aMHHOKHCIIOTHYIO TI0CIIE/IOBATEIbHOCTD, BBIOPAHHYIO M3 I'PYIIIBI, COCTOSIIEH M3 MOCIEI0BATEILHOCTEH
HCVR, nepeuncneHHbIx B Ta0m. 1.

B BapuanTe ocymecTBiaeHus 14, HacTosimee n300peTeHNE BKIIOYAET BBIJCICHHOE aHTUTENIO WM €TO aHTHU-
TEHCBS3BIBAIONTINI (pparMeHT 1o BapHaHTy ocymecTBieHus 13, cogepxkamme LCVR, nMmeronyro aMUIHOKHCIIOT-

-30 -



048201

HYIO TI0CJIEZI0BATENbHOCTD, BEIOPAaHHYIO U3 IPYIIEI, COCTOsIIIEeH U3 mocienoBatenbHocteit LCVR, nepeuncien-
HBIX B Ta0Om. 1.

B BapuanTe ocymecTBieHus 15, HacTosmee HM300peTeHNE BKIIOYAET BHIICICHHOE aHTUTEJIO WM aHTUTeH-
CBSI3BIBAIOIINN (PparMeHT 1o JI00OMY M3 BapHaHTOB ocyIiecTBieHus ¢ 11 mo 14, cogepxamue mapy aMHHOKHC-
notHbIX nocienoarensbHocTeld HCVR/LCVR, BoiOpannyto u3 rpymnmsl, coctosmeit u3 SEQ ID NO: 2/10, 18/26,
34/42, 50/58, 66/74, 82/90, 98/106, 98/114, 122/106, 98/130, 138/106, 146/106, 122/130, 146/114, 146/130,
138/130, 154/162, 170/178, 186/194, 202/210, 218/226, 234/242, 250/258, 266/258, 274/282, 290/298, 306/314,
322/330 u 338/346.

B Bapuanre ocymectsiaenus 16, HacTosiee n300peTeHre BKIIOYAeT BBIJICICHHOE aHTHTENIO WIN €T0 aHTH-
TCHCBS3BIBAIOIINKA (pparMeHT 1o JIo6oMy M3 BapHaHTOB ocymiecTBieHus ¢ 11 mo 15, conepkamme tpu CDR,
conepxamecss B8 HCVR, BeiOpanHo# u3 rpymmer, coctosmed u3 SEQ ID NO: 50, 98, 138 u 202; u tpu CDR,
conepxanuecs B LCVR, BeiOpanHoii u3 rpymisl, coctosmeid u3 SEQ ID NO: 58, 106 u 210.

B Bapuanre ocymectsienus 17, HacTosiee n300peTeHre BKIIOYAET BBIJICICHHOE aHTUTENIO WIN €0 aHTH-
TCHCBSI3BIBAIOIINH (pparMeHT 1O BapuaHTy ocylnecTBieHus 16, conepkamue CDR, BbIOpaHHbIE U3 TPYIIIBI, CO-
crosimedt u3: (a) SEQ ID NO: 52, 54, 56, 60, 62 u 64; (b) SEQ ID NO: 1000, 102, 104, 108, 110 u 112; (c) SEQ
ID NO: 140, 142, 144, 108, 110 u 112; u (d) SEQ ID NO: 204, 206, 208, 212,214 u 216.

B Bapmante ocymecteierus 18, HacTosee n300peTeHNE BKIIOYACT BBIACICHHOE aHTUTEIO WIIN €T0 aHTH-
TeHCBS3BIBAIOMNN (parMeHT 10 BapHaHTy OCYIIECTBIICHH 17, copepikaline mapy aMHHOKHCIOTHBIX ITOCTIEIO-
BarenpHOCTelt HCVR/LCVR, BBIOpannyto u3 rpynmsl, coctosmeit u3 SEQ ID NO: 50/58, 98/106, 138/106 u
202/210.

B Bapmante ocymectsinenus 19, Hacrosiimee n300peTeHUE BKIIOYAET AHTUTENO WIM €r0 aHTHI€HCBS3bI-
BAIOIIMH (parMeHT, KOTOpbIe KOHKYPHPYIOT 3a CBsi3biBaHKME ¢ C5 ¢ aHTUTETIOM WM €ro aHTHICHCBSI3BIBAIOIINM
(parMeHTOM 10 BapHaHTy OCYyILECTBICHHS 17.

B Bapmante ocymectsnenust 20, HacTosiiiee N300peTeHUE BKIIOYAET AHTUTENO WIM €r0 aHTHI€HCBS3bI-
BAIOIIMK (parMeHT, KOTOPbIE CBS3BIBAIOTCS C TEM K€ DIIUTOIOM, YTO W aHTHTENO WM €r0 aHTHI'CHCBS3BIBAIO-
i pparMenT 1o BapuaHTy OCyIIeCTBIeHUs 17.

B Bapmante ocymectneHus 21, HacTosmee U300peTeHNE BKIIOYACT aHTUTENIO WM €T0 aHTHI'CHCBS3HI-
BaloIUi (pparMeHT mo BapuaHTy ocymecTBiaeHus 9 wim 10, comepikaniie BapradeIbHy0 001acTh TSHKEION I1e-
M, COEPIKAIIYI0 aMHHOKHCIIOTHYIO TTOCIIEI0BATEIBHOCTE, IEPEYNCICHHYI0 B Tabd. 1, mmeromyro He OoibIe 5
3aMeH aMHHOKHCIIOT.

B BapmanTe ocymecTBieHus 22, HACTOAIIEE M300pETCHNE BKIIIOYACT AHTUTENIO WM €T0 aHTHI'CHCBS3HI-
BAIOIIMK (PparMeHT 10 BapHaHTy OCYIIECTBIECHUS 21, KOTOpBIE ColepKaT BapHaOeIbHYI0 00J1acTh JITKOH LeTH,
COJIEpIKaIyl0 aMHHOKHCIOTHYIO IT0CIIEI0BATEIbHOCTD, IIEPEUHCIICHHYIO B Ta0l. 1, nMeromyto He Oonblre 5 3a-
MEH aMHHOKHCIIOT.

B BapmanTe ocymectBienust 23, HacTosiiee N300peTeHUE BKIIOYAET AHTUTENO WM €r0 aHTHICHCBS3bI-
BaloIMii GparMeHT no BapuaHTy ocymectBieHus 9 mwin 10, coneprkainye BapuadenbHyo 001acTb TSHKENIOH 1ie-
v, o6Jaaronyo o MeHbniel mepe 90% naeHTnaHOCTHIO ocenoBaresnsHOCcTel ¢ SEQ ID NO: 98.

B Bapmante ocymectBieHus 24, HaCTOAIIee M300pETCHNE BKIIIOYACT AHTUTENIO WM €T0 aHTHI'CHCBS3HI-
BaOIIWH (hparMeHT M0 BapHAHTY OCYIIECTBICHUS 23, colepikaiiiue BapradeIbHyI0 00JIacTh JIETKOH IenH, o0Jra-
JAIOIIyTo 1Mo MeHbInei Mepe 90% maeHTHIHOCTRIO TocenoBaTensHocTel ¢ SEQ ID NO: 106.

B BapuanTe ocymecTBieHus 25, HacTosIee N300PETCHIE BKIIIOYAET BBIACICHHOE MOHOKIOHATBHOE aHTH-
TEJIO WJIM €r0 aHTHIeHCBA3BIBAOIINN (parMeHT, Onokupyrommue pacmieruienne C5 ma C5a u C5b, kotopbie co-
nepxatr Tpu CDR n3 HCVR, rne HCVR nmMeeT aMHHOKHCIOTHYO TOCIIEIOBATEILHOCTh, BEIOPAHHYIO U3 IPYII-
eI, coctosmed u3 SEQ ID NO: 2, 18, 34, 50, 66, 82, 98, 122, 138, 146, 154, 170, 186, 202, 218, 234, 250, 266,
274, 290, 306, 322 u 338; u Tpu CDR u3 LCVR, roe LCVR umeer aMHMHOKHCIOTHYIO MOCJIEI0BATEIbHOCTD,
BBIOpaHHYI0 U3 rpymmbl, coctosmeil u3 SEQ ID NO: 10, 26, 42, 58, 74, 90, 106, 114, 130, 162, 178, 194, 210,
226,242,258, 282, 298, 314, 330 u 346.

B BapmanTte ocymiectBieHus 26, HacTosIlee N300pETeHHE BKIIIOYACT (apMaleBTUYECKYI0 KOMIIO3HIIHMIO,
COJIEPIKAIIYIO BBIACIICHHOE aHTHUTENIO WII €r0 aHTHTCHCBS3BIBAIOMINK (pparMeHT, KoTopsie cBs3bIBaroTcs ¢ C5 B
COOTBETCTBHUH C JIFOOBIM OJHHUM M3 BapHaHTOB OCYHIECTBICHHA ¢ 1 70 25, U (apMaleBTHUECKH MPUEMIEMBIN
HOCHUTEIb WIIH pa30aBUTEIb.

B BapmanTe ocymecTieHus 27, HacTOsIIee W300peTeHHE BKIIIOYACT BBIICICHHYIO MOJIEKYTy HMOJIMHYK-
JICOTHIA, COACPIKAIETro TONMHHYKICOTHAHYIO TOCIEA0BAaTeIFHOCTh, KoTopas koaupyer HCVR anTurena, xak
M3JI0’KEHO B JIIOOOM OJHOM M3 BapHAHTOB OCYIIeCTBIeHUs ¢ 1 10 25.

B BapmanTe ocymectBienus 28, HacTosIee M300peTEHHE BKIIOYACT BBIICICHHYIO MOJEKYIy IOJIMHYK-
J€0TH/A, COACPKALIYIO ITOJIMHYKICOTHIHYIO MOCIIeI0BaTeILHOCTh, KoTopas koxupyer LCVR anrturena, xax
M3JIOKEHO B JII0OOM OJTHOM M3 BapHaHTOB OCyIIeCTBICHHUS ¢ 1 10 25.

B Bapunanre ocymectBienus 29, HacTosiee H300peTeHHE BKIIOYAET BEKTOP, COJACPIKAIIUK MOIHHYKIIEO-
TUJIHYIO NIOCIIEA0BATEIbHOCTD [0 BAPUAHTY OCyLecTBIeHUs 27 uiu 28.

B Bapuante ocymiectBienus 30, HacTosiee H300peTeHNE BKIIIOYAET KIJIETKY, SKCIPECCUPYIOIIYIO BEKTOP
0 BapUaHTY OCYIIECTBIICHUS 29.

B BapmanTte ocymecTBienus 31, HacTosiee H300peTeHHE BKIIOYAET CIIOCO0 MPEIOTBPAIICHUS, JTCUSHUS
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WIH yIYYIICHUS 110 MCHBIIICH Mepe OJHOTO CUMITOMA HJIH ITOKa3aHus 3a00JICBaHUS WIIH HAPYILICHHUS, CBI3aHHO-
ro ¢ C5, cmoco6 BKJIFOUACT BBEACHUS aHTUTEINA WIIM aHTHTCHCBSI3BIBAIONICTO (pparMeHTa 1o JiroooMy U3 BapuaH-
TOB OCYIIECTBIICHHS C 1 10 25 Hy)Taf0ImeMycsl B 9TOM CYObEKTY.

B BapmanTe ocymiecTBiieHUsT 32, HACTOSIIEE H300pETEHUE BKITIOYAET CTIOCO0 M0 BAPUAHTY OCYIIECTBICHUS
31, B KOTOpOM 3a00JIeBaHUE WM HapyIIEHHE BHIOMPAIOT U3 TPYIIIBI, COCTOSIIECH M3 aTUIIHYHOTO TeMOJUTHKO-
ypemuueckoro cuaapoma (aHUS), mapokcn3mansHo HOUHOHM remornoounypuu (PNH), Bo3pacTHol aereHepa-
UM KENTOTO IATHA, Treorpadudeckoll aTpouu, yBeHTa, ONTHKOMHEINTA, PACCETHHOTO CKIIEepP03a, MHCYIbTA,
cunapoma [ 'miteHa-bappe, TpaBMaTHIecKOTro MOBPEXACHHUS TOJOBHOTO Mo3ra, Ooyie3nn [lapkuHCcOHa, Hapyie-
HUHM HEHAJUIeKAIICH WM HEXKENATSIIbHOW aKTHBAIMU KOMIUIEMEHTA, OCJIOKHEHHUI TeMOINAIN3a, CBEPXOCTPOTO
OTTOPIKEHUS AIIOTPAHCIUIAHTATa, OTTOPXKEHUS KCCHOTPAHCIUIAHTATa, HHAYITUPOBAHHOW HHTCPICHKHHOM-2 TOK-
CUYHOCTH BO Bpems Tepamuu [L-2, BoCIaIWTENbHBIX HAPYIICHUN, BOCHIAICHHS MPH ayTOMMMYHHBIX 3a00JieBa-
HUX, Oose3Hn KpoHa, pecimpaTopHOro TUCTpecC-CHHAPOMA B3POCIBIX, TEPMUICCKOTO OBPEIKICHUS, BKITFOYAs
OKOTH WK OOMOPOXKCHUSI, TTOCTUIIEMIYSCKUX PEenepPy3HOHHBIX COCTOSHUN, MH(ApPKTa MHOKapIa, CHHAPOMA
MOBBIIICHHON TPOHUIIACMOCTH KAHMJUIAPOB, OXKHUpPEHUs, nuabera, Ooje3Hu Amblreiimepa, mm3odpeHun, WH-
CyNbTa, DMHUIETICUHU, aTepOCKIepo3a, BacKynura, OyiuiesHoro nemduronaa, C3-rimomepyronaTiu, MeMOpaHo-
poaudepaTuBHOTO TIoMepyioHedpuTa, quabeTndecko HedpomaTui, CHHApPOMa AJBIIOPTa, TMPOTPECCUPYIO-
el MO4YeYHOH HEJOCTATOYHOCTH, MPOTCHHYPHUUECKUX 3a00JICBAHMIN MOYEK, pernep(y3nOHHOTO HMOBPEKACHUS
TIPY [TOYEYHOH WIIIEMHH, BOTIaHOYHOTO HedpuTa, OANTIOHHONW aHTHOINIACTHKH, TOCTTEMOTHAIN3HOTO CHHAPOMa
IPH CEPACYHO-JIETOYHOM IITYHTHPOBAHWHU MM TOYEYHOM IIYHTHPOBAHHWH, TEMOIUANIN3a, IIOYEYHON HIIEMHH,
penepdy3un OpbDKEETHON apTEepHH TOCIe PEKOHCTPYKIIMU a0PThI, HH)EKIIMOHHOTO 3a00JIEBaHUS WM CETICHCA,
HApPYIICHHA UMMYHHBIX KOMIUICKCOB M ayTOMMMYHHBIX 3a00JICBaHUI, MOYCUYHBIX HAPYIICHUH, PEBMATOUTHOTO
aprtpura, cucreMHol kpacHoi Bodanku (SLE), SLE nedpura, nponudeparnBHoro Hedpura, reMOIUTHIECKOH
aHEMHH, aCTMBI, XpPOHHUECKOTO 00CTPYKTUBHOTO 3aboneBanus jerkux (COPD), smduzemsl, JIeroyHbIX 3MO0IIHIHA
1 WH()APKTOB, THCBMOHUU H MUACTCHUH I'PABUC.

B Bapuanre ocymectsienus 33, HacTosIee N300peTeHNE BKIIOYACT CIIOCO0 10 BapHUaHTy OCYIECTBICHHS
31, B koTOpoM 3a00JIeBaHNE WIIH HapYIICHHE TIpeacTaBiseT coboir aHUS.

B BapmanTe ocymiectBiieHust 34, HacToOsIIEe N300pETEHUE BKITIOYAET CTIOCO0 M0 BAPUAHTY OCYIIECTBICHUS
31, B koTOpoM 3a00JIeBaHNE WIIM HApYIICHHUE MpencTaBisieT coooii PNH.

B BapmanTte ocymectBieHust 35, HacCTOAIIEe M300pEeTEHUE BKIIOYAET CIIOCO0 1Mo JII0O00OMYy M3 BapHaHTOB
ocymiectBiieHus1 31-34, B KoTopoM (apMareBTHIECKYI0 KOMIIO3UITHIO BBOAST MPO(DHIAKTHIESCKU WIIH TeparieB-
THYECKU CYOBEKTY, HYKIAIOMIEMYyCsI B 3TOM.

B Bapmante ocymiectBieHus 36, Hacrosimiee U300peTeHUE BKJIIOYAET CIIOCOO IO JII0OOMY W3 BapHaHTOB
ocymectBiieHnst ¢ 31 10 35, B KoTopoM (hapManeBTHIECKYI0 KOMITO3HMIMIO BBOJISAT B KOMOWHALIMH CO BTOPBIM
TEpareBTHYECKUM CPEICTBOM.

B Bapuanre ocymectsienus 37, HacTosiee H300peTeHNE BKIIOYACT CIIOCO0 10 BapHUaHTy OCYIECTBICHHS
36, B KOTOPOM BTOPOE TEPANCBTHYCCKOE CPEJCTBO BEIOUPAIOT U3 TPYIIIIEI, COCTOSIICH U3 aHTHUKOATYJISIHTA, TIPO-
THUBOBOCHAJIUTEIFHOTO JICKAPCTBEHHOTO CPENICTBA, AHTUTHIIEPTEH3MBHOTO CPEACTBA, MMMYHOCYIPECCOPHOTO
CpelCTBa, MOHMKAIOIIETO JTUIHIBI CpeACTBa, cpeacTBa mpotuB CD20, Takoro kak pUTyKcHMMad, CpeacTBa Mpo-
tiB TNF, Takoro kak nHGIUKCHMA0, MPOTUBOCYIOPOKHOTO cpencTBa, naruouTopa C3, BTOPOro aHTUTEINA MPO-
B C5 M aHTUTPOMOOTHIECKOTO CPECTBA.

B BapmanTte ocymectBieHust 38, HacTosAIee N300pEeTEHNE BKIIOYAET CIIOCO0 MO JII0OOMY M3 BapHaHTOB
ocymectBieHus ¢ 31 mo 37, B KOTOpoM (papManeBTHYECKYIO KOMITO3UIMIO BBOJAT ITOJKO)KHO, BHYTPHUBEHHO,
BHYTPHUKOXHO, HHTPATICPUTOHEATHHO, IEPOPATHHO, BHYTPUMBIIICYHO WU BHYTPH Yeperna.

Ipumepsr

Crnenyromue IpuMepsl MPUBEICHBI ¢ TEM, YTOOBI MPEIOCTABUTh CPESTHIM CIICIHANIICTAM B TAaHHOM oOJac-
TH TIOJTHOE PACKPBITHE U OMHCAHUE TOTO, KaK MOJIYYaTh M MCIOIH30BATh CIIOCOOBI U KOMITIO3HIIUU MO U300peTe-
HUIO, U HE MpeIHAa3HAYCHBI U TOTO, YTOOBI OrpaHUYUBATH O0BEM TOTO, YTO ABTOPHI M300PETCHUS CUHTAIOT
cBOMM u300peTcHUEM. [IpeANpPUHATEI YCHIHS K TOMY, YTOOBI 00ECIICUYUTh TOYHOCTh B OTHOIICHUU HCIIOJB3Yye-
MBIX YUCeNl (HampuMmep, KOJTUIEeCTBO, TEMIIEpaTypa H T.J.), HO HEKOTOPHIE SKCIIEPUMEHTAIbHBIC OIINOKN U OT-
KJIOHEHHS CIIeAyeT NMPHHUMATh BO BHUMaHHUe. Eciy He yka3aHO MHOE, 4acTH MPEICTaBISIOT COOO0H MacCOBBIC
4acTH, MOJIEKYIISIpHAst Macca IPEICTaBIsIeT CO00i YCPEeTHEHHYIO MOJIEKYIISIPHYIO Maccy, TeMIepaTypa IIpuBe/e-
Ha B Tpagycax llembcusi, KOMHaTHas TEMIIEpaTypa COCTaBIsAET NMPUOIU3UTENpHO 25°C 1 maBleHUE PaBHO aTMO-
cthepHOMY WK OJIU3KO K HEMY.

[Ipumep 1: co3manue aHTUTEN YenoBeKa k Oenky dakTopa 5 komruiementa (C5).

AnTuTena yenoseka K 0enky C5 cozmaBanu y mpimn VELOCIMMUNE®, coneprxameit JTHK, komupyro-
Iy BapuaOenbHbIC 007TaCTH TSHKEIOW U JICTKOHM K [EMH MMMYHOTJIOOYJIMHA 4elioBeka. MBIield MMMYHH3HPO-
BaJIM OYUIICHHBIM CHIBOPOTOYHEIM OenkoM C5 uenoseka (Calbiochem Ne o xatanory 20-4888).

MOHUTOPHHT aHTHTEIBHOTO MMMYHHOTO OTBETa OCYMICCTBIUIM TOcpencTBoM CS5-crenupuueckoro uM-
MYHOJIOTHYECKOT0 aHanm3a. Korma gocTurany keaaeMoro IMMYHHOTO OTBETA, CIUICHOLUTHI COOUPAIH U CIIHBa-
JIM ¢ MHEIOMHBIMH KIICTKAMH MBIIIH, YTOOBI COXPAHATh UX KU3HECHOCOOHOCTh U (POPMHPOBATH THOPHIOMHEIC
KJICTOYHBIC JIMHUU. OCYIIECTBISUIN CKPUHUHT U OTOOP THOPHUIOMHBIX KIICTOYHBIX JIMHUH JIJIsl TOTO, YTOOBI HIICH-
TU(GHUIMPOBATH KIETOYHBIE JIMHIH, KOTOpBIE mpoaymmpyoT C5-cnenududeckue anTutena. KieTodnsle TUHIH
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UCIIOJIB30BAIIH JIJIS TIONYYCHHS HECKOJIBKUX XMMEPHBIX aHTUTeN npoTuB C5 (T.e. aHTUTEN, COJACPKALINX BapHa-
OcIbHBIC TOMCHBI YEJIOBEKA W KOHCTAHTHBIC JOMEHBI MBIMIH); 00pa3lOBbIc aHTUTENA, CO3TaHHBIC TaAKHM 00pa-
30M, 00o3Hagamm kak H2M11683N u H2M11686N.

Awntrrena npotu C5 Takke BBIACISIN HEINOCPEACTBEHHO M3 aHTUTCH-TIOJIO0KUTCIBHBIX B-KIETOK MBIIICH
0e3 CIMSAHUS ¢ MHEJIOMHBIMH KieTKamu, Kak omucaHo B marente CIHIA 7582298, BKIIOYEHHOM B HACTOSIIEE
OMKCaHWe KOHKPETHO IO CCHUIKE B IMOJHOM OObeMe. MCImomb3ys 3TOT CIoco0, Mmojaydaad HECKOAbKO aHTHUTEN
MOJTHOCTBIO YestoBeKka npotuB C5 (T.e. aHTUTEN, COACPIKAIINX BapuaOeIbHbBIC TOMEHBI YCIIOBCKA M KOHCTAHTHBIC
JIOMEHBI 4eJIOBEeKa); OOpa3IoBble aHTHTENa, CO3JMaHHBIE TakuM oOpa3zoMm, oOo3Hauamm kak H4H12159P,
H4HI12161P, H4H12163P, H4H12164P, H4H12166P, H4H12167P, H4H12168P, H4H12169P, H4H12170P,
H4H12171P, H4H12175P, H4H12176P2, H4H12177P2 u H4H12183P2.

Buonornueckue cBOWCTBA 0OPA3IOBBIX aHTHTEN, CO3/IaHHBIX B COOTBETCTBHHU CO CIIOCOOAMU U3 3TOTO IPH-
Mepa, OIMUCAHBI TOPOOHO B IpUMEpax, IPUBEACHHBIX Jalice.

[pumep 2: aMUHOKUCIIOTHBIC W HYKJICOTHUIHBIC TTOCIICIOBATCIFHOCTH BapUAOCIBHBIX 00IaCTeH TSXKEIION U
JIETKOH 1eTIeH.

B Tabn. 1 mpuBeneHsl HASHTUPUKATOPH AMHHOKHUCIOTHBIX MOCIEA0BAaTEILHOCTEN BaprabenbHBIX o0Jac-
Tel Tsokenoi u erkoi neneid 1 CDR BrIOpaHHBIX aHTHTEN TPOTHB C5 110 M300pETEHHMIO.

Tabmmma 1
NnenTudukaTopbl aMHHOKHCIIOTHBIX TIOCIIEIOBATEILHOCTEH
SEQ ID NO:
Obosnayenne | HCVR | HCDR | HCDR | HCDR |[LCVR |LCDR |LCDR |LCDR
aHTUTeNa 1 2 3 1 2 3
H2M11683N 2 4 6 8 10 12 14 16
H2M11686N 18 20 22 24 26 28 30 32
H4H12159P 34 36 38 40 42 44 46 48
H4HI12161P 50 52 54 56 58 60 62 64
H4H12163P 66 68 70 72 74 76 78 80
H4H12164P 82 84 86 88 90 92 94 96
H4H12166P 98 100 102 104 106 108 110 112
H4H12166P2 98 100 102 104 114 116 118 120
H4H12166P3 122 124 126 128 106 108 110 112
H4H12166P4 98 100 102 104 130 132 134 136
H4H12166P5 138 140 142 144 106 108 110 112
H4H12166P6 146 148 150 152 106 108 110 112
H4H12166P7 122 124 126 128 130 132 134 136
H4H12166P8 146 148 150 152 114 116 118 120
H4H12166P9 146 148 150 152 130 132 134 136
H4H12166P10 | 138 140 142 144 130 132 134 136
H4H12167P 154 156 158 160 162 164 166 168
H4H12168P 170 172 174 176 178 180 182 184
H4H12169P 186 188 190 192 194 196 198 200
H4H12170P 202 204 206 208 210 212 214 216
H4H12171P 218 220 222 224 226 228 230 232
H4H12175P 234 236 238 240 242 244 246 248
H4H12176P2 250 252 254 256 258 260 262 264
H4H12177P2 266 268 270 272 258 260 262 264
H4H12183P2 274 276 278 280 282 284 286 288
H2M11682N 290 292 294 296 298 300 302 304
H2M11684N 306 308 310 312 314 316 318 320
H2M11694N 322 324 326 328 330 332 334 336
H2M11695N 338 340 342 344 346 348 350 352

CooTBeTCTBYIOMKE HICHTH(HUKATOPHI TOCIECAOBATCIFHOCTEH HYKICHHOBOW KHCIIOTHI IPHUBEICHBI B
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Tabm. 2.
Tabnuma 2
N nenTudukaTopsl Mocie0BaTeIbHOCTEH HYKICHHOBOW KUCIOTHI
SEQ ID NO:
O6o3HaveHue HCVR | HCDR | HCDR |HCDR |LCVR |LCDR |LCDR |LCDR
aHTUTENa 1 2 3 1 2 3
H2M11683N 1 3 S 7 9 11 13 15
H2M11686N 17 19 21 23 25 27 29 31
H4H12159P 33 35 37 39 41 43 45 47
H4H12161P 49 51 53 55 57 59 61 63
H4H12163P 65 67 69 71 73 75 77 79
H4H12164P 81 83 85 87 89 91 93 95
H4H12166P 97 99 101 103 105 107 109 111
H4H12166P2 97 99 101 103 113 115 117 119
H4H12166P3 121 123 125 127 105 107 109 111
H4H12166P4 97 99 101 103 129 131 133 135
H4H12166P5 137 139 141 143 105 107 109 111
H4H12166P6 145 147 149 151 105 107 109 111
H4H12166P7 121 123 125 127 129 131 133 135
H4H12166P8 145 147 149 151 113 115 117 119
H4H12166P9 145 147 149 151 129 131 133 135
H4H12166P10 | 137 139 141 143 129 131 133 135
H4H12167P 153 155 157 159 161 163 165 167
H4H12168P 169 171 173 175 177 179 181 183
H4H12169P 185 187 189 191 193 195 197 199
H4H12170P 201 203 205 207 209 211 213 215
H4H12171P 217 219 221 223 225 227 229 231
H4H12175P 233 235 237 239 241 243 245 247
H4H12176P2 249 251 253 255 257 259 261 263
H4H12177P2 265 267 269 271 257 259 261 263
H4H12183P2 273 275 277 279 281 283 285 287
H2M11682N 289 291 293 295 297 299 301 303
H2M11684N 305 307 309 311 313 315 317 319
H2M11694N 321 323 325 327 329 331 333 335
H2M11695N 337 339 341 343 345 347 349 351

AnTHTENa 00BIYHO 0003HAYAIOT B HACTOSIIIEM OIMCAHUU B COOTBETCTBHH CO CIICAYIONIEH HOMEHKIIATYpOH:
npeduxc Fc (manpumep "H4H", "H2M" u T.1.), 32 KOTOpBIM ciienyeT 1udpoBol naeHTHUKATOp (HampuMep
"11686", "12166", "12183" u T.x., KaK MOKa3aHo B TaOJ. 2), 32 KOTOpeIM cienyeT cydhduxc "P", "P2" umm "N".
Taxkum 06pa3oMm, B COOTBETCTBHM C 3TOH HOMEHKJIATYPOW, aHTHTEIO MOXKHO 0003HAa4aTh B HACTOSIIIEM OIHCa-
HUH, Harpumep, kak "H2M11686N", "H4H12183P2", "H4H12168P" u T.1. [Ipedpuxcet H4H u H2M B 0603Ha-
YEHUSIX aHTHUTEN, UCIIOIb3YEMbIX B HACTOSILEM OMUCAHHNHM, YKa3bIBAIOT Ha KOHKPETHBIH n3oTHn Fc-o0macTtu av-
tutena. Hanmpumep, "H4H" antuteno mmeer Fc [gG4 genmoBeka, comepikaliylo MyTalldio CEpUHA B MPOJHH B
mapaupHoi o6mactu (S108P), uToObI conelicTBOBaTh cTabmiam3anuu auMepa, a "H2M" antureno mmeer Fc
1gG2 mpimm (M30THUM a Wi b) (Bce BaprabenbHble 00JacTH SIBISIFOTCS TIOJIHOCTBIO YEJIOBEUECKUMH, Kak 0003Ha-
YEHO ¢ MOMOIIEIo TiepBoi "H" B 0003HaueHnu anTUTena). CenuanucT B JaHHOH 00JIacT IPUMET BO BHIMAaHHE,
YTO aHTUTENIO, coAeprkaliee Fc KOHKpeTHOro M30TUIa, MOXKHO MpeBpamars B antureno ¢ Fc apyroro uzoruma
(manpumep, antuteno ¢ Fc IgG1 mpimm MoxHO mpeBpammath B aHTuTeno ¢ [gG4 yenoseka u T.1.), HO B JIIOOOM
cirydae BapuabesbHble ToMeHHI (B ToM uuciae CDR), koTopeie 0003HaueHb! ¢ TOMOLIBI0 (P POBBIX HACHTH(HU-
KaTOpOB, KOTOPBIE TIPEACTaBIICHBI B Ta0M. 2, OyIyT OCTaBaThCA TEMU JKE, U OXKHUAAIOT, YTO CBOMCTBA CBSI3BIBAHUSA
C aHTUTE€HOM OyIyT MACHTUIHBIMU WJIH TI0 CYIIECTBY CXOXHMH, HE3aBUCHMO OT MPHPOAbI JoMeHa Fe.

B onpeneneHHbIX BapraHTax OCYIIECTBICHUs BbiOpaHHBIe aHTHTeNa ¢ Fc IgG1 Mbimum npeBpamiany B aH-
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turena ¢ Fc IgG4 yenoseka. B onHoMm u3 BapuanToB ocymiectBieHus nomeH Fe 1gG4 comepxut 2 mnu Oomnbie
AMHHOKUCIIOTHBIX 3aMeH, Kak packpsiTo B US20100331527.

g Toro 94TOOBI cO3/1aBaTh MyTHPOBAHHBIE aHTUTENA, PA3IMIHBIE OCTATKH B ONPEACISIONNX KOMIUIEMEH-
tapHOoCcTh obnacTsax (CDR) uz H4H12166P myTupoBaiu B TUCTUAVH JJIS TOTO, YTOOBI CO3/1aBaTh 9 MyTHPOBaH-
HBIX aHTUTEJN, HACHTUPHUIMPOoBaHHBIX kKak or H4H12166P2 no H4H12166P10. IToka3aHo, 4TO THCTHINHOBBIE
mytaru B CDR npugarot 3aBucuMocTs 0T pH CBSI3BIBaHUIO C IIETIEBBIM aHTHTCHOM, YTO BEIET K YCOBEPIIEHCT-
BoBaHHOM (papmakoknHeTuke (Igawa et al. 2010, Nat. Biotechnol. 28: 1203-1207).

KoHTpoasHbIE KOHCTPYKIIMH, HCIIOIB3yEMBIE B CIICAYIOIINX IIPHIMEPax.

Crnenyromue KOHTPOJIbHBIC KOHCTPYKIUH (aHTHTEIa TPoTUB C5) BKITIOYATH B SKCIICPUMCHTBI, PACKPHITHIC
B HACTOSIIIEM OIMCAHWH, B IEIAX CPaBHCHUS: "00BEKT cpaBHEHUs 1", MOHOKIOHAIFHOE aHTHTENO HpoTuB C5
YenoBeka, UMeroIee Mocae0BaTeIbHOCTH Vi/V . n3 antutena "h5G1.1" B cootBeTcTBHuM ¢ mateHToM CIITA Ne
6355245 (Alexion Pharmaceuticals, Inc.); u "o0bekT cpaBHeHUs 2", MOHOKJIIOHAJILHOE aHTUTENO YeIOBeKa IIpo-
tuB C5 4enoBeka, UMeroIIee mociaeoBaTebHocTH Vyy/V u3 antutena "8109" B COOTBETCTBHU ¢ MyOIMKAITUCH
nateHTHOH 3asBku CIIA Ne 2013/0022615 (Novartis).

IIpumep 3: cBsa3piBanme anTuTena ¢ C5, Kak ONpeneNsioT MOCPEICTBOM MOBEPXHOCTHOTO TUIA3MOHHOTO pe-
30HaHCA.

PaBHOBecHBIE KOHCTAHTH Aucconnanyuu (3HaueHus Kp) mns csa3piBanmst CS5 ¢ OYHINICHHBIMHA aHTUTEIIAMH
npoTtuB C5 ONpenensuin ¢ UCIIOb30BaHNEM OMOCEHCOPHOTO aHAIM3a MOBEPXHOCTHOTO IUTa3MOHHOTO pPe30HaHCa
B peanbHOM BpeMmeHH Ha npubdope Biacore T200. [ToBepxHOocTh maTumka Biacore nmepuBaTH3MpoBaiy MOCPEACT-
BOM aMHHHOTO CBSI3BIBaHHSI ¢ MOHOKJIOHAJIBHBIM aHTHUTEIOM MBI NMpoTuB Fc denmoBeka (GE Healthcare, Ne
BR-1008-39), uroOb! 3axBaTbiBaTh aHTUTENa NpoTHB C5, SKCcHpeccupyeMble ¢ KOHCTaHTHBIMHU oOsacTsmu Fc
yesnoBeka. MccienoBanust cBsi3piBanusi Biacore mpoBogunu B noasmwxkaoM Oydepe HBST (0,01M HEPES pH
7,4, 0,15M NaCl, 3 MM EDTA, 0,05% 00./06. moBepxHOCTHO-akTUBHOTO cpencTBa P20). C5 yenmoBeka moiy4a-
i u3 komMmepdeckoro ucrounuka (EMD). JIpyrue peaktuBbl C5 skcnpeccupoBaiu ¢ C-KOHIEBOW myc-myc-
TeKCarnCTUAMHOBOW METKOH (BHociencTBHN oOo3HayaeMoil kak C5-mmh). Takke sKcripeccupoBalll peakTHBEI
C5-mmh gesnoBeka, cofeprkaliie TUCTHINHOBBIC W IUCTEUHOBBIE TOYSYHBIE MYyTallW MO apruHUHY 885 (BMO-
cienctBun obo3nagaemble kak C5 R88SH-mmh u C5 R885C-mmbh, cooTBeTcTBeHHO). Pa3znuuHbie KOHIIEHTpA-
mu C5 genoBeka, C5 genoBeka R88SH-mmh (SEQ ID NO: 356), C5 genoBeka R885C-mmh (SEQ ID NO: 357)
n C5 o6e3pstapi-mmh (SEQ ID NO: 358) (B amamazone ot 100 HEM mo 1,23 HM, 3-kpaTHbie pa3BeACHUS) TTOTY-
yeHHbIe B MoABMXHOM Oydepe HBST, BnpricknBaay Ha MOBEPXHOCTh C 3aXBaYCHHBIM aHTUTEIOM MpOTUB C5
pu ckopocTH noToka 30 Mii/mMuH. OCyIIeCTBIISIIM MOHHTOPHHT acconuanuy Bcex C5 peakTHBOB € KKIBIM U3
3aXBaYCHHBIX MOHOKJIOHAIBHBIX aHTUTEN B TCUCHHE 3 MUH, W OCYIISCTBIIUIM MOHUTOPHHT MX JWCCOLMUAINA B
nojerkHOM Oydepe HBST B Teuenue 8 mun. Bee SKCIIEpUMEHTHI 10 KHHETHKE CBSI3BIBAHUS OCYIICCTBILSUIN TIPU
25°C nmm 37°C. Kunetnueckue KOHCTaHTHI ckopoctH accoumanuu (k,) n aucconuarnuu (kg) onpenensum mo-
CPEJICTBOM amMIMpOKCUMAIIMH CEHCOTPaMM peajbHOro BPEMEHH K MOJENIU CBs3bIBaHUA 1:1 ¢ MCHOIB30BaHUEM
MPOTPAMMHOTO O0ECIICUCHHsS ammpoKCcUManui KpuBbIXx Scrubber 2.0c. PaBHOBeCHBIC KOHCTaHTHI TUCCOIUAIINN
ces3biBanus (Kp) ¥ IMCCOIMAIMOHHOE BpeMsl TIOTYKU3HH (t1/,) BEIYUCIISUINA M0 KHHETUICCKUM KOHCTAHTaM CKO-
poctu: Kp(M)=ky/k, u t;,(MuH)=In,/(60xky).

Kunernyeckne mapaMeTpsl CBA3BIBaHUS JUT CBsi3biBaHms CS yenoBeka ¢ antuTenaMu npotus CS5 npu 25°C
n 37°C npexacraBiieHsl B Ta0JI. 3 1 4.
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Tabnuma 3
Kunernueckune napaMeTpbl CBA3BIBAHUA [JI1 CBA3BIBAHUSA MOHOKJIOHAJIbHBIX aHTUTEJI IPOTHUB C5 ¢ C5 yemoBeka
mpu 25°C
AHnTtuTEI0 Komuuectso 100 M C5 | k, kq Kp tie
3aXBAYEHHOTO YeJI0BEKA (1/Mc) (1/0) ™) (vmm)
anturena (RU) cpsasaHH. (RU)
H4H11683N 231 439 4,17E+05 5,14E-05 1,23E-10 225
H4HI12171P 51 64 1,49E+05 8,16E-05 5,49E-10 142
H4HI12161P 38 64 2,58E+05 4,37E-05 1,70E-10 264
H4H12176P2 50 96 3,36E+05 6,75E-05 2,01E-10 171
H4H12163P 51 108 6,43E+05 2,08E-04 3,24E-10 55
H4H12167P 52 116 1,09E+06 1,31E-04 1,21E-10 88
H4H12175P 51 100 2,16E+05 1,96E-04 9,10E-10 59
H4H12159P 53 118 9,75E+05 7,13E-05 7,31E-11 162
H4H12164P 52 103 2,92E+05 8,84E-05 3,02E-10 131
H4H12168P 50 113 4,23E+05 4,75E-05 1,12E-10 243
H4H12169P 51 18 2,24E+05 4,40E-04 1,96E-09 26
H4H11686N 200 341 2,20E+05 3,31E-05 1,50E-10 349
H4H12170P 51 119 5,25E+05 6,79E-05 1,29E-10 170
H4H12177P2 47 60 6,56E+04 6,29E-05 9,59E-10 184
H4H12183P2 46 50 1,66E+05 2,70E-05 1,63E-10 427
H4H12166P 53 105 6,42E+05 1,10E-04 1,71E-10 105
H4H12166P2 53 95 8,26E+05 3,61E-04 4,38E-10 32
H4H12166P3 59 124 4,03E+05 4,65E-04 1,15E-09 25
H4H12166P4 49 92 4 46E+05 1,76E-04 3,95E-10 66
H4H12166P5 59 110 2.85E+05 3,28E-04 1,15E-09 35
H4H12166P6 64 131 4 89E+05 1,84E-04 3,75E-10 63
H4H12166P7 50 92 2,74E+05 1,01E-03 3,67E-09 11
H4H12166P8 50 91 4,84E+05 6,86E-04 1,42E-09 17
H4H12166P9 52 100 3,32E+05 2,64E-04 7,94E-10 44
H4H12166P10 | 49 69 1,57E+05 1,32E-03 8,38E-09 9
OOBEKT 232 250 9,69E+04 1,46E-04 1,51E-09 79
cpaBHEHUA 1
00BEKT 117 170 2,62E+05 2,39E-04 9,12E-10 48
CpaBHCHUS 2
Tab6nuna 4
Kunernueckue napaMeTpbl CBA3bIBAHUSA IJI1 CBA3BIBAHUSA MOHOKJIOHAJIbHBIX aHTUTEJI IPOTHUB C5 ¢ C5 gemoBeka
npu 37°C
AHTHTENO Kommuectso 100 sM C5 | k, kq Kp tin
3aXBAYCHHOTO YeIIOBEKa (I/Mo) (1/0) ™M) (vuE)
anturena (RU) ceasanH. (RU)
H4H11683N 257 492 4,54E+05 2.41E-04 5,32E-10 48
H4HI12171P 59 58 1,22E+05 7,62E-04 6,27E-09 15
H4H12161P 40 66 1,16E+05 1,15E-04 9,90E-10 101
H4H12176P2 38 71 1,47E+05 2,34E-04 1,59E-09 49
H4H12163P 65 139 9,11E+05 6,65E-04 7,29E-10 17
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H4H12167P 75 153 1,29E+06 3,81E-04 2,95E-10 30
H4H12175P 74 132 2,96E+05 6,37E-04 2,15E-09 18
H4H12159P 70 145 1,04E+06 1,07E-04 1,03E-10 108
H4H12164P 66 140 3,96E+05 1,28E-04 3,23E-10 90
H4H12168P 34 12 2,50E+04 4,64E-04 1,85E-08 25
H4H12169P 59 65 1,15E+05 3,52E-04 3,06E-09 33
H4H11686N 206 406 3,33E+05 1,56E-04 4,69E-10 74
H4H12170P 34 55 2,97E+05 4,15E-04 1,40E-09 28
H4H12177P2 41 37 4,42E+04 5,78E-04 1,31E-08 20
H4H12183P2 29 30 4,30E+04 2,50E-04 5,81E-09 46
H4H12166P 69 127 8,80E+05 2,30E-04 2,62E-10 50
H4H12166P2 68 110 9,50E+05 1,23E-03 1,29E-09 9
H4H12166P3 86 147 6,12E+05 1,27E-03 2,07E-09 9
H4H12166P4 63 108 5,05E+05 4,69E-04 9,30E-10 25
H4H12166P5 76 129 4 40E+05 1,22E-03 2,77E-09 9
H4H12166P6 90 157 5,42E+05 4,74E-04 8,75E-10 24
H4H12166P7 64 105 3,49E+05 2,58E-03 7,.39E-09 4
H4H12166P8 65 98 6,75E+05 2,09E-03 3,10E-09 6
H4H12166P9 76 122 3,75E+05 6,39E-04 1,70E-09 18
H4H12166P10 64 82 2,27E+05 3,14E-03 1,38E-08 4
0OBEKT 185 246 1,47E+05 5,30E-04 3,61E-09 22
cpaBHEeHUs 1

00BCKT 119 205 2,85E+05 6,57E-04 2.30E-10 18
CpaBHEHUA 2

CaszpiBanue C5 06e3bstHpI-mmbh ¢ anturenamu npotus CS5 npu 25°C u 37°C npezacrasieHo B Tadu. 5 u 6.

Tabnumna 5
Kunernueckue napaMeTpsl CBA3bIBAHUS AJIs1 CBA3BIBAHUS Il\fIOHOKJIOHaJ'ILHLIX auTHTen npotuB C5 ¢ C5 00e3bsHEI-
mmh npu 25°C
AwnTHTEI0 Kommuectso 100 M G5 |k, ky Ky tin
3aXBaYECHHOTO 00e3psHBI-mmh (1/Mc) (1/¢) ™M) (MuH)
anTurena (RU) cea3anH. (RU)
H4H11683N 228 403 3,80E+05 2,47E-04 6,40E-10 47
H4H12171P 51 17 4,60E+04 2,26E-04 4,92E-09 51
H4H12161P 38 45 6,33E+04 2,48E-05 3,92E-10 465
H4H12176P2 50 69 1,82E+05 5,88E-05 3,22E-10 196
H4H12163P 50 98 3,11E+05 7,75E-04 2.,49E-09 15
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H4H12167P 52 111 4,19E+05 1,32E-04 3,15E-10 88
H4H12175P 51 59 6,42E+04 1,65E-03 2,57E-08 7
H4HI12159P 53 116 3,54E+05 4,69E-05 1,33E-10 246
H4HI12164P 51 66 1,27E+05 1,53E-03 1,20E-08 8
H4HI12168P 50 86 1,73E+05 1,14E-04 6,60E-10 101
H4H12169P 51 22 1,64E+05 4,55E-03 2,78E-08 3
H4H11686N 196 247 1,57E+05 4,89E-04 3,11E-09 24
H4HI12170P 51 92 2,62E+05 5,21E-05 1,99E-10 222
H4HI12177P2 47 32 4,62E+04 9,92E-04 2,15E-08 12
H4H12183P2 47 23 4,88E+04 4,94E-04 1,01E-08 23
H4H12166P 52 90 2,05E+05 1,06E-03 5,15E-09 11
H4H12166P2 53 71 3,00E+05 3,16E-03 1,05E-08 4
H4H12166P3 59 72 1,68E+05 4,47E-03 2,66E-08 3
H4HI12166P4 49 69 2,10E+05 1,78E-03 8,50E-09 6
H4HI12166P5 59 56 1,44E+05 3,46E-03 2 40E-08 3
H4H12166P6 64 94 2,39E+05 2,66E-03 1,11E-08 4
H4H12166P7 50 36 1,36E+05 6,33E-03 4,65E-08 2
H4H12166P8 50 47 2,31E+05 4,99E-03 2,16E-08 2
H4H12166P9 52 55 1,70E+05 3,18E-03 1,87E-08 4
H4H12166P10 | 49 15 9,56E+04 6,16E-03 6,44E-08 2
00BEKT 228 11 N/A N/A 3,11E-07 N/A
cpaBHeHHUA 1*
N/A - He noctynHo; *SS - aHanM3 ycTOWYMBOTO COCTOSIHUSL.
Tabmuma 6
Kunernueckue napaMeTpsl CBSI3bIBAHUS IS CBS3BIBAHUSI MOHOKIIOHAIBHBIX aHTHTEN MPoTHB C5 ¢ CS5 00e3bsHbI-
mmh npu 37°C
AnTHTETIO0 Kommaectso 100 sM C5 |k, kq Kp tin
3aXBAYCHHOTO 00e3bsaHBI-mmh (1/Mc) (1/c) ™) (vuH)
anTurena (RU) cea3anH. (RU)
H4H11683N 192 303 5,35E+05 1,15E-03 2,16E-09 10
H4H12171P 59 78 5,56E+05 1,03E-03 1,85E-09 11
H4H12161P 41 53 1,34E+05 7,45E-04 5,56E-09 16
H4H12176P2 36 47 1,35E+05 1,29E-03 9,60E-09 9
H4H12163P 64 129 3,90E+05 1,25E-03 3,20E-09 9
H4H12167P 74 146 5,37E+05 2,89E-04 5,39E-10 40
H4H12175P 74 74 1,77E+05 2,76E-03 1,56E-08 4
H4H12159P 70 137 4,12E+05 5,50E-05 1,33E-10 210
H4HI12164P 65 99 1,86E+05 1,17E-03 6,30E-09 10
H4H12168P 34 29 5,33E+04 6,76E-04 1,27E-08 17
H4H12169P 59 64 2,51E+05 3,61E-03 1,43E-08 3
H4H11686N 145 195 2,33E+05 2,07E-03 8.88E-09 6
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H4H12170P 34 60 5,21E+05 8,71E-04 1,67E-09 13
H4H12177P2 41 27 1,50E+05 7,17E-03 4,77E-08 2
H4H12183P2 28 13 5,40E+04 6,37E-03 1,18E-07 2
H4H12166P 68 110 2,19E+05 1,87E-03 8,55E-09 6
H4H12166P2 68 83 3,93E+05 2,97E-03 7,56E-09 4
H4H12166P3 85 92 2,23E+05 2,92E-03 1,31E-08 4
H4H12166P4 62 80 2,23E+05 1,83E-03 8,20E-09 6
H4H12166P5 75 70 1,50E+05 3,13E-03 2,09E-08 4
H4H12166P6 90 112 2,53E+05 2,32E-03 9,18E-09 5
H4H12166P7 63 48 1,25E+05 2,41E-03 1,93E-08 5
H4H12166P8 64 53 2,03E+05 2,69E-03 1,33E-08 4
H4H12166P9 75 69 1,81E+05 2,61E-03 1,44E-08 4
H4H12166P10 63 24 6,60E+04 2,79E-03 4,22E-08 4
00OBEKT 132 4 NB NB NB NB
cpaBHeHuA 1

Cesi3piBanue C5 denoBeka R88SH-mmh u C5 venoBexka R885C-mmh ¢ anTutenamu npotus C5 npu 25°C
MpeCcTaBIeHO B Tab. 7 U 8, COOTBETCTBEHHO.
Tabnwma 7
Kunermueckue mapaMeTpsl CBA3BIBAHUS AJIS CBSI3BIBAHUS MOHOKJIOHAIBHBIX aHTUTEN poTuB C5 ¢ C5 "enoBeka
R885H-mmh mpu 25°C

AHTHTCTIO Konuuectso 100 =M G5k, kq Kp tip
3aXBAYCHHOTO yenoseka R885H- (1/Mc) (1/0) ™) (MuH)
anrurena (RU) mmh  CBA3aHH.

RU)

H4H11683N 183 118 5,26E+05 2,406E-04 4,68E-10 47

H4HI12171P 119 51 6,59E+05 1,42E-04 2,16E-10 81

H4HI12161P 105 199 8.36E+04 8,32E-05 9,96E-10 139

H4H12176P2 170 65 1,78E+05 2,17E-04 1,22E-09 53

H4H12163P 111 214 6,72E+05 4,34E-04 6,46E-10 27

H4HI12167P 93 187 6,89E+05 2,98E-04 4,33E-10 39

H4H12175P 104 207 1,81E+05 1,98E-03 1,09E-08 6

H4H12159P 101 177 7,06E+05 1,76E-04 2,50E-10 66

H4H12164P 143 295 1,58E+05 1,87E-04 1,19E-09 62

H4H12168P 138 197 5,29E+04 2,14E-04 4,05E-09 54

H4H12169P 116 173 4,84E+05 7,09E-05 1,47E-10 163

H4H11686N 145 259 2,16E+05 1,06E-04 4,91E-10 109

H4H12170P 244 442 4,09E+05 1,61E-04 3,94E-10 72

H4H12177P2 137 232 1,48E+05 5,92E-04 4,01E-09 20

H4H12183P2 158 99 3,77E+04 4,37E-05 1,16E-09 264

H4H12166P 188 366 5,28E+05 2,12E-04 4,02E-10 54

00BeKT 87 11 NB NB NB NB

cpaBHeHuA 1

00BCKT 118 249 1,08E+06 6,53E-04 6,06E-10 18

CpaBHEHUS 2
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Tabnuma 8
KuneTnueckue mapaMeTpsl CBA3BIBAHUS AJIS CBSI3BIBAHUS MOHOKJIOHANBHBIX aHTUTEN potuB C5 ¢ C5 venoBeka
R885C-mmh mpu 25°C

AwnTHTEI0 Kommuectso 100 sM G5 |k, kq Kp tin
3aXBAYCHHOTO yenoseka R885C- (1/Mc) 1/0) ™) (Mun)
anturena (RU) mmh  cB3aHH.

(RU)

H4H11683N 174 116 4,99E+05 2,39E-04 4,79E-10 48

H4H12171P 109 51 3,79E+05 1,39E-04 3,60E-10 83

H4H12161P 103 147 1,30E+05 8,71E-05 6,72E-10 133

H4H12176P2 | 164 63 1,07E+05 2,18E-04 2,03E-09 53

H4H12163P 110 211 5,04E+05 4,32E-04 8,58E-10 27

H4H12167P 85 163 7,11E+05 2,94E-04 4,13E-10 39

H4H12175P 99 128 8.18E+04 1,55E-02 1,90E-07 1

H4H12159P 93 168 5,86E+05 1,69E-04 2,89E-10 68

H4H12164P 139 249 1,53E+05 1,82E-04 1,19E-09 63

H4H12168P 128 144 6,09E+04 1,99E-04 3,27E-09 58

H4H12169P 108 168 2,78E+05 6,99E-05 2,51E-10 165

H4H11686N 143 253 1,78E+05 9,49E-05 5,34E-10 122

H4H12170P 244 427 3,57E+05 1,60E-04 4,47E-10 72

H4H12177P2 138 177 1,00E+05 1,32E-03 1,32E-08 9

H4H12183P2 | 158 80 2,99E+04 2,20E-05 7,37E-10 525

H4H12166P 188 356 4,26E+05 2,07E-04 4.87E-10 56

00BEKT 87 9 NB NB NB NB

cpaBHCHUA 1

00BEKT 117 241 1,17E+06 6,19E-04 5,30E-10 19

CpaBHCHUS 2

CeszpiBanue C5 genoBeka R88SH-mmh u C5 genmoBeka R885C-mmh ¢ antutenamu nmpotus C5 mpu 37°C
npencraBieHo B Tabm. 9 u 10, COOTBETCTBEHHO.
Tabmnwma 9
KuHetnueckue mapaMeTphbl CBSI3bIBAHUSI IS CBA3BIBAHUS MOHOKJIOHANBHBIX anTHTeN nMpoTuB C5 ¢ C5 yenoseka
R885H-mmh mpu 37°C

AHTHTETIO Kommuectso 100 =M C5 |k, kq Kp tin
3aXBAYCHHOIO yenoseka R885H-
anrurena (RU) mmh
Ceszans. (RU) (1/Mc) (1/c) ™M) (MuH)
H4H11683N 49 81 5,48E+05 1,47E-03 2,69E-09 8
H4H12171P 59 80 5,92E+05 9,63E-04 1,63E-09 12
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H4HI12161P 41 54 1,18E+05 9,25E-04 7,84E-09 12
H4HI12176P2 | 45 69 2,57E+05 9,58E-04 3,73E-09 12
H4H12163P 60 85 7.24E+05 2,90E-03 4,00E-09 4
H4H12167P 38 65 8 81E+05 2,57E-03 2,91E-09 5
H4H12175P 25 30 1,37E+05 9,50E-03 6,94E-08 1
H4H12159P 51 82 6,38E+05 9,48E-04 1,49E-09 12
H4H12164P 59 68 1,95E+05 1,06E-03 5,46E-09 11
H4H12168P 34 29 2.43E+04 1,23E-03 5,04E-08 9
H4H12169P 61 79 4,29E+05 7,39E-04 1,72E-09 16
H4H11686N 40 74 4,19E+05 8,00E-04 1,91E-09 14
H4H12170P 36 64 5,59E+05 8,39E-04 1,50E-09 14
H4H12177P2 | 45 51 2,/ 76E+05 2,76E-03 1,00E-08 4
H4H12183P2 | 33 36 9,58E+04 7,12E-04 7,43E-09 16
H4H12166P 71 58 6,24E+05 1,31E-03 2,09E-09 9
00BEKT 41 5 NB NB NB NB
cpaBHeHUA 1
00BEKT 23 47 8,39E+05 1,05E-03 1,25E-09 11
CpaBHEHUA 2

Tabmuma 10

Kunetnueckue mapaMeTphbl CBS3bIBAHUS JJIs1 CBA3BIBAHUSI MOHOKJIOHABHBIX anTHTeN nMpoTuB C5 ¢ C5 yenoseka
R885C-mmh npu 37°C

Awntureno Komuuectso 100 sM G5 |k, kq Kp tip
3aXBaYCHHOTO yenoseka R885C- (I/Mc) (1/) M) (vrm)
anrurena (RU) mmh  CBA3aHH.

(RU)

H4H11683N 48 78 4,38E+05 1,43E-03 3,25E-09 8

H4H12171P 59 78 4,77E+05 9,57E-04 2,01E-09 12

H4H12161P 41 49 1,10E+05 9,01E-04 8,17E-09 13

H4H12176P2 | 44 55 1,41E+05 1,03E-03 7,32E-09 11

H4H12163P 59 83 5,66E+05 2,81E-03 4,97E-09 4

H4H12167P 38 64 6,84E+05 2,49E-03 3,64E-09 5

H4H12175P 25 4 1,12E+05 1,79E-02 1,59E-07 1

H4H12159P 51 68 5,6 1E+05 9,75E-04 1,74E-09 12

H4H12164P 59 64 1,77E+05 1,04E-03 5,85E-09 11

H4H12168P 34 21 6,38E+04 5,69E-04 8,90E-09 20

H4H12169P 61 75 3,29E+05 7,37E-04 2,24E-09 16

H4H11686N 39 69 2,84E+05 7,.91E-04 2,78E-09 15

H4H12170P 36 61 4,24E+05 8,70E-04 2,05E-09 13

H4H12177P2 | 43 31 1,07E+05 5,07E-03 4,76E-08 2

H4H12183P2 | 31 25 5,12E+04 9,97E-04 1,95E-08 12

H4H12166P 72 54 4 91E+05 1,26E-03 2,56E-09 9

00BEKT 41 2 NB NB NB NB

cpaBHeHuA 1

00BEKT 23 42 7,34E+05 1,07E-03 1,45E-09 11

CpaBHCHUA 2

ITpu 25°C Bce 25 antuten npotuB C5 1o n3o06peTeHnto cBs3bpBaMCh ¢ C5 denoBeka co 3HaueHusMA Kp B
nuanasoHe ot 73 M o 8,4 HM, kak nokaszano B Tabu. 3. [Ipu 37°C anTurena npotus C5 1o n3o0peTeHUIo CBs-
3piBaNKCH ¢ C5 yenmoBeka co 3HaueHusMu Kp B auanasone ot 103 nM go 18,5 M, kak moka3zano B Ta0i. 4. [Ipu
25°C 25 u3 25 tectupoBaHHBIX aHTHTEN NpotuB C5 mo m300pereHHIo cBs3bBaIHCh ¢ CS5 00e3bsHBI-mmh co
3HaueHussMu Kp B nuamasone ot 133 nM 1o 64 HM, kak nokasano B tab:i. 5. IIpu 37°C 25 u3 25 tectuposan-
HBIX aHTHTEN npoTuB C5 1o n3o0peTenuro cBs3bBaCh ¢ C5 00e3bstHpI-mmh co 3HaueHusMu Kp B nuamnasone
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ot 133 nM no 118 HM, kak nokaszano B Tadu. 6. IIpu 25°C 16 u3 16 TectupoBaHHBIX aHTUTEN NpoTUB C5 110
n300pereHuo cBsi3pIBAKCH ¢ C5 venoBeka R88SH-mmh co 3nauenusmu Kp B auamasone ot 147 mM mo 10,9
HM, kak moka3ano B Ta0ur. 7. [Tpu 25°C 16 u3 16 TeCTUpOBaHHBIX aHTUTEN MPOTUB C5 10 M300PETCHHIO CBS3HI-
Banuchk ¢ C5 gyenoseka R885C-mmh co 3nauenusmu Kp B muamaszone ot 251 oM no 190 a#M, kak mokas3aHo B
tabu. 8. [Ipu 37°C 16 u3 16 TecTUpoBaHHBIX aHTUTEN MPOTUB C5 1m0 M300peTeHMIO CBA3BIBANMCE ¢ C5 yenmoBeka
R885H-mmh co 3nauenusmu Kp B quanazone ot 1,49 HM 1o 69,4 HM, kak nokaszano B Tabmn. 9. Ilpu 25°C 16 u3
16 TecTupoBaHHBIX aHTUTEN NPOTHB C5 Mo M300peTeHnto cBa3bBAUCH ¢ C5 denoBeka R885C-mmh co 3Haue-
nusmu Kp B nramnasone ot 1,74 uM no 159 aM, kak noka3ano B Ta0i. 10.

IIpumep 4: ca3siBanue antuten ¢ C5 npu pazauuHbIX pH.

Dddexr pH, okaspiBacMBIii Ha CKOPOCTh AMCCOLNMAIMH PeKOMOMHAHTHOTO C5 dYenoBeKa, CBSI3aHHOTO C
OYUINICHHBIMH MOHOKJIOHAJIBFHBIMU aHTUTENaMu NpoTuB C5, ONpeneNsIi ¢ HCIOJIb30BaHHEM OMOCEHCOopa IMOo-
BEPXHOCTHOT'O TNIA3MOHHOTO PE30HAHCa B peallbHOM BpeMeHH Ha mpubope Biacore T200. [ToBepxHOCTh maTYnKa
Biacore cHavana aepuBaTU3UPOBAIH ITOCPEACTBOM aMHHHOTO CBSI3BIBAHUS C MOHOKJIOHAJIEHBIM aHTHUTEIOM MEI-
mm npotuB Fc genoBeka (GE, Ne BR-1008-39) mis Toro, 4ToOBI 3aXBaThIBATh MOHOKJIOHAJIEHBIC aHTHTENA IIPO-
tiB CS5, sxcnpeccupyemsbie ¢ Fc 1gG4 genmoeka. Bee uccnenoBanus cB3bIBaHHs Biacore OCyImEeCTBISUIN C HC-
MOJIb30BaHWEM JBYX MOABIKHEIX Oydepor PBS-T pH 7,4 (0,01M Na,HPO,/NaH,PO,, 0,15M NaCl, 0,05%
00./06. Tween-20, pH koppekrupoBasm no 7,4) u PBS-T pH 6,0 (0,01M Na,HPO,/NaH,PO,, 0,15M NacCl,
0,05% 06./06. Tween-20, pH xoppexruposanu 10 6,0). Pazmuunbsie konnenTpanun C5 genosexa (EMD, Ne mo
karaiory 204888) wmu C5 o6e3pstapl.mmh (mosryaennoro B PBS-T pH 7,4 monsmwkHOM Oydepe (B muana3zoHe oT
100 aM mo 11,11 HM, 3-kpaTHBIe pa3BeeHHs) BIPHICKUBAIN HA MMOBEPXHOCTh C 3aXBaYCHHBIM MOHOKIIOHAIb-
HBIM aHTHTEJIOM TpoTuB C5 B TeUeHUE 3 MUH NPU CKOPOCTH MOTOKA 50 MKJI/MHUH U OCYIIECTBIISUTH MOHHUTOPUHT
MX JMCCOLMALNY B IBYX MoABMWXKHBIX Oydepax PBS-T pH 7,4 u PBS-T pH 6,0 B Teuenne 6 mun. Bee skcnepu-
MEHTHI TI0 KMHETHKE CBsI3bIBaHUS ocywecTBiIsu npu 25°C u 37°C. KuneTHueckyro KOHCTaHTY AUCCOLUALUU
(kg) ompenmensny MOCPEACTBOM aNIPOKCUMAIIMH CEHCOTPAMM PEallbHOTO BPEMEHH K MOJIENU CBsI3biBaHus 1:1 ¢
UCIIOJIb30BAaHUEM IPOTPAMMHOTO OOCCIICYCHHUs ammpoKCUManuu KpuBbIX Scrubber 2.0c. ducconmanuoHHOE
BpeMs TONMYXKHU3HH (1) MPU CBA3BIBAHUN BBIYHCIUTH 10 kg Kak: ty,,(MuH)=In(2)/60xky,

CoOTHOIICHUS BPEMEHH TTOJTY>KU3HU IS CBsi3bIBaHUS C5 4enoBeka ¢ pa3IMYHBIMUA MOHOKIIOHATBHBIMA aH-
tutenamu potuB C5 npu 25°C u 37°C B aByx noasmxHBIX Oydepax PBS-T pH 7,4 u PBS-T pH 6,0 npencras-
neHsl B Tabm. 11 m 12.

Tab6muma 11
CooTHolIeHUs BpEMEHH TOJIYKU3HU BBIOpaHHBIX aHTUTEN NpoTuB CS5 i1 C5 yenoseka npu 25°C
3axBauenHoe mAb | CooTHOIIEHHE 11/,
pH 7,4/pH 6,0

H4H12169P IC
H4H12176P2 IC
H4H12161P IC
H4H12159P <03
H4H12170P <05
H4H12166P 45
H4H12183P2 IC
H4H12167P 0,6
H4H12164P 0,3
H4H12163P 1,2
H4H12175P 0,9
H4H12177P2 <0,5
H4H12171P 0,6
H4H12168P 1,5
H4H12166P2 3
H4H12166P3 7,9
H4H12166P4 7,8
H4H12166P5 8,3
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H4H12166P6 7,8
H4H12166P7 35
H4H12166P8 47
H4H12166P9 31
H4H12166P10 33
H4H11683N 2
H4H11686N 2
IC - HeyOemuTenbHO.
Tabiuma 12
CooTHOLIEHUS BpEMEHH TOJTY>KH3HN BEIOpaHHBIX aHTuTeN npotus CS5 mist C5 venoseka npu 37°C
3axpauennoe mAb | CoorHolueHue ti/;
pH 7,4/pH 6,0
H4H12169P IC
H4H12176P2 <04
H4H12161P <0,7
H4H12159P <0,2
H4H12170P <0,2
H4H12166P 3,8
H4H12183P2 IC
H4H12167P 0,2
H4H12164P <0,1
H4H12163P 0,8
H4H12175P 0,9
H4H12177P2 1,3
H4H12171P 3,7
H4H12168P 1
H4H12166P2 7,3
H4H12166P3 6,6
H4H12166P4 7,6
H4H12166P5 7,6
H4H12166P6 8,2
H4H12166P7 21
H4H12166P8 36
H4H12166P9 28
H4H12166P10 19
H4H11683N 1,4
H4H11686N 0,8

IC - HeyGenuTenbHO.

COOTHOIIICHUS] BPEMEHHU TMOJYKHU3HU Uisi cBsizbiBaHHs C5 00€3bsHBI C Pa3UuHBIME MOHOKIIOHAJIbLHBIMH
aatutenamu npotus C5 npu 25°C u 37°C B nByx nmonsmwkHbeIX O0ydepax PBS-T pH 7,4 u PBS-T pH 6,0 npen-
cTaBieHsl B Ta0n. 13 u 14.
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Tabmuna 13
CoOTHOIIECHNUS BpEeMEHH TOTY>KU3HH BBIOpaHHBIX aHTuTeN npotuB CS5 murst C5 06e3psns! pu 25°C

3axsayeHHoe mAb | CooTHOIIeHHE t/;
pH 7,4/pH 6,0
H4H12169P 3,4
H4H12176P2 >91
H4H12161P IC
H4H12159P 1,2
H4H12170P >1,7
H4H12166P 18,5
H4H12183P2 5,8
H4H12167P 9,2
H4H12164P 29
H4H12163P 9,7
H4H12175P 3,6
H4H12177P2 3,7
H4H12171P 2,1
H4H12168P 3,8
H4H11683N 0,34
H4H11686N 0,37
IC - HeyGenurensHo.
Tabmuua 14
CoOTHOIIEHNUS BpEMEHH TOTY>KHU3HH BBIOpaHHBIX aHTuTeN npoTtuB CS5 1yt C5 06e3psns! pu 37°C
3axsauennoe mAb | CoorHolienue ty);
pH 7,4/pH 6,0
H4H12169P 2
H4H12176P2 2,8
H4H12161P 10,7
H4H12159P 6,3
H4H12170P 4,7
H4H12166P 7,1
H4H12183P2 2,4
H4H12167P 4.4
H4H12164P 1,1
H4H12163P 3,3
H4H12175P 0,4
H4H12177P2 1,5
H4H12171P 4,7
H4H12168P 4
H4H11683N 0,7
H4H11686N 0,5

IC - HeyGenuTenbHO.

Kak mokazano B ta6mn. 11-14, BeiOpannsie anturena npotus C5 neMoHcTpupoBanu pH-3aBUCHMOE CBS3BI-

BaHHE, KaK BUIHO IO COOTHOIICHHUSM ti)5.
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ITpumep 5: nepexpectHas koHKypeHIus Octet Mexay anTuTenaMmu npotus CS.

KoHKypeHIMIO CBS3BIBAaHHS MEXAY MOHOKJIOHAJIBHBIMU aHTUTEIaMu npotis C5 (mADb) ompexnensinu ¢ uc-
MOJI30BaHWEM aHaln3a WHTepdepoMeTprun OnocioeB 6e3 METKH B peaJbHOM BpeMeHU Ha Omocencope Octet
RED384 (Pall ForteBio Corp.). Bech akcriepument ocymectsisuin npu 25°C B 0,01M HEPES, pH 7.4, 0,15M
NacCl, 0,05% 06./06. moBepxHOCTHO-aKTHBHOTO cpencTBa Tween-20, 0,1 mr/mi BSA (6ydep Octet HBS-P) mpu
BCTPSXHWBAHHUU TIACTHHBI Ha ckopocth 1000 06./mMuH. J[7s TOro 4ToOBI OIICHWBATH, CIIOCOOHBI JIM 2 aHTHTENA
KOHKYPHPOBATh APYT C JPYTOM 3a CBSI3BIBAHWE C COOTBETCTBYIOMMMH UM smuTtormamMu Ha C5 uenoBeka (hCS5,
OUHITCHHBIH OT TasMbl, EMD), mpubnusurensro 1,5 HM mAb npotus C5 deroBeka cHadaga 3aXBaThIBAIH Ha
KOH4YMKax O6nocencopa Octet, mokpbIThix anTHTEeNnOM mpoTtuB hFc (Pall ForteBio Corp., Ne 18-5060), mocpencrt-
BOM IOTPY>XEHUsI KOHYMKOB Ha 3 MHUH B JIYHKH, cojepkamiue pactBop mAb nporus C5 yenosexa 50 MKr/mi
(manee obo3HayaroT kak mAb1). 3areM KOHUMKHM OHOCEHCOpa C 3aXBaUCHHBIMU aHTHUTEJIAMU HaChIall OJIOKHU-
pytomnm H4H m3otunnyeckum KOHTpOJIBHBIM MADb (nanee 0603Ha4yaroT Kak Onokupyromee mAb) mocpeacTsom
MOTPY>KEHUSI B TYHKH, COJCpKAIIIe pacTBOp Omokupyromiero mAb 200 Mxr/mi Ha 4 MUH. 3aTeM KOHYHKH OWO-
CEHCOpa MOTPYXKAJIH B JYHKH, COJEprKallie co-KoMIuleKCHbIH pactBop 50 HM hCS u 1 MxM BTOporo mAb mpo-
tiB C5 denmoBeka (manee 0003Hava0T Kak MAb2), KOTOPBIH MpeIBapuUTEIbHO HHKYOHUPOBAIH B TeUCHHE 2 1, HA
4 muH. Konunku 6uocencopa npomsiBanu B Oydepe Octet HBS-P mexmy Bcemu craamsimMu skcniepuMenTta. Mo-
HUTOPHHT OTBETA CBS3BIBAHUS B PEATLHOM BPEMEHH OCYIIECTBISUIA BO BPEMsI X0/a SKCIIEPUMEHTa M PETHCTPH-
POBaJM OTBET CBA3BIBAHHA B KOHIIE Kaxaoi ctaanu. OTBeT cBsa3piBaHus C5 denoBeka, IpeaBapuTeIbHO 00pazo-
BaBIIlETO KOMIUIEKC ¢ mMAb2, Ha mADb1 KoppekTHpoBaiu 10 (GOHOBOMY CBSI3BIBAHUIO, CPABHUBAIH U OTIPEIESISLTH
KOHKYPEHTHOE/HEKOHKYPEHTHOE TIOBEACHNE Pa3IMIHBIX MOHOKIOHAJIBHBIX aHTHTEN mpoTuB CS.

B tabn. 15 B sBHOI popMme onpeseneHbl 3aBUCUMOCTH IJIsl aHTUTEIN, KOHKYPUPYIOIINX B 000MX Hampasiie-
HUSIX, HE3aBUCHMO OT TIOPSIKA CBSI3BIBAHMSI.

Tabnuma 15
[epexpecTHast KOHKYpEHINSI MEX/y ITapaMH BEIOPAHHBIX aHTHTEIN MPoTHB C5

Ileppoe mAb (mAbl), 3axBaueHHOe c | AHrurena mAb2, A KOTOPBIX IOKa3aHa
ucnone3oBannem duocencopos AHC Octet KOHKYpeHLsi ¢ mAbl

H4H12183P2 H4H12167P;, H4H12166P; H4H12163P
H4H12167P H4H12183P2; H4H12166P; H4H12163P
H4H12166P H4H12183P2; H4H12167P; H4H12163P
H4H12163P H4H12183P2; H4H12167P;, H4H12166P
H4H12159P H4H12169P;, H4H11683N; H4H12170P
H4H12169P H4H12159P; H4H11683N; H4H12170P
H4H11683N H4H12159P; H4H12169P; H4H12170P
H4H12170P H4H12159P; H4H12169P; H4H11683N
H4H12175P H4H12177P2

H4H12177P2 H4H12175P

H4H12176P2 H4H12164P

H4H12164P H4H12176P2

H4H12168P HET

H4H12161P HET

H4H11686N HET

[Mpumep 6: nuarn6upoBanne C5-onocpe0BaHHON KOMIIEMEHT-3aBUCUMOM IUTOTOKCUYHOCTH B OHOaHaNIH-
3e B-kneroxk.

B sTom npumepe onmcan 6noaHaU3 ISl TOTO, YTOOBI TECTUPOBATH poiib C5 ¢ UCIIOJIb30BaHNEM aHTUTENA
npotuB CD20 B KJ1accH4ecKoM ITyTH KoMIuteMeHTa. [TokazaHo, 4To TepaneBTHieckue anTurena npotus CD20 k
cnermuuaeckomy antureny CD20 knetounoi moBepxHocTy B-kietok BexyT k CDC B B-knetkax (Glennie et al.
2007, Mol. Immunol. 44: 3823-3837), u panee onmcan CDC aHanu3 ¢ UCIOJIb30BaHUEM KJICTOYHBIX JTMHHM, IKC-
npeccupyromux CD20 (Flieger et al. 2000, Cell. Immunol. 204: 55-63). Knerku Daudi, B-knerounyto muHHIO
4enoBeka, skcnpeccupyronryto CD20, CBIBOPOTKY ¢ COXpaHEHHBIM KOMITJIEMEHTOM WJIM HUCTOIEHHYI0 1o C5
CBIBOPOTKY C dK30T¢HHBIMU Bapuantamu C5 u antureno npotuB CD20 (artuTeno, comepxamiee Vy/Vy u3 "2F2"
u3 natenta CLIA 8529902) ucnonp3oBany 1uist TOro, 4ToOb oneHUBaTh pouib aktuBHOCcTH C5 B CDC.

B 6uoanamuze CDC mns C5 knetku Daudi BeiceBanu B 96-TyHOUHBIC aHATUTHYECKHE TUIaHIIeTs! 1o 10000
Ki1eTok/ayHka i B RPMI, conepskameit 10% FBS, nenumumumn/ctpenToMuivH, L-riryraMuH, nupyBaT HaTpHUs
U 3aMCHHMBIC aMUHOKHCIOTH (monmHas cpena RPMI), wnmu B RPMI, comepxkameit 1% BSA, nenummi-
mun/ctpentoMunuH 1 L-rmyramun (RPMI/BSA). Bee ananu3ssl ¢ TecTHpOBaHHEM MYTHPOBAaHHBIX aHTUTEN IIPO-
B hCS5, HapsiIy ¢ TECTUPOBaHHEM HE MYTHPOBAaHHBIX aHTUTEN ¢ CS5-comepkaiieii ChIBOPOTKOW deoBeKa, mpo-
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BOJMIIH B NIostHOHU cpene RPMI, Toraa kak aHain3sl ¢ TECTUPOBAHNEM HE MYTHPOBAHHBIX aHTUTEN C CHIBOPOTKOM
apUKaHCKOW 3eJIeHOW MapTHIIKK U BapuanTamu C5 udenoBeka nmposoawin B cpene RPMI/BSA. Jlnst Toro uto-
651 n3MepsATs CDC ¢ ucmonp30BaHUEM CHIBOPOTKH YeJIOBEKA WITH 00€3bsHbI, aHTUTEN0 poTiB CD20 pa3Boawmmn
1:3 ot 100 HEM 1o 2 M (BKITI0Yasi KOHTPOJIBLHBIN 00pa3el], He coAep KAl aHTUTEN0) U HHKYOHUPOBaJIH C KJIeT-
kamu B Tedenue 10 muH nipu 25°C, mocie yero cienopaiio godasienue 1,66% ceiBopoTkn wiu 1,66% MCTOIICH-
Hoit mo C5 ceBopoTkH U 6,6 HM BapuantoB C5 6enka. KommuectBo 6enka C5, nobaBisieMoe B UCTOIICHHYIO 11O
C5 CBIBOPOTKY, OCHOBaHO Ha MPHUBOIWMOM 3HadeHWH KoHIEeHTpamuu C5 B chiBOpoTke denmoBeka 0,37 MkM
(Rawal et al 2008, J. Biol. Chem. 283: 7853-7863). ;1 Toro 4to0bl TecTupoBath nHrnOupoBanue CDC aHTH-
tenoM k C5, antutena k C5 pazsomunu 1:3 ot 100 HM no 2 oM (BKiTIo4asi KOHTPOJILHBIH 0Opaser, He comepxa-
Uit aHTUTEN0) ¥ MHKYyOupoBaiu ¢ 1,66% ceiBopoTkoit mmu 1,66% ucromenHoit no C5 ceiBopoTkoii n 6,6 HM
BapuaHToB C5 Oenka B Tedyenne 30 Mun. 3a 10 MuH niepes 100aBIeHHEM aHTHTEN C CHIBOPOTKOM K KJIETKaM, aH-
tuteno npotus CD20 modaBnsum k kietkam 1o 1, 2, 3, 3,5, 7, 10 wim 30 HM. ITo okoHYaHUIO HHKYOAIMu ¢ aH-
turesnoM mpotuB CD20, cMeck aHTHTENI0/CHIBOPOTKA 100ABIISUIN K KieTKaM. LIUTOTOKCHYHOCTh U3MEpsUIH TocIie
3,5 4 unakyOaruu npu 37°C u B 5% CO,, mocne yero ciemoano 15 muH mHKyOauuu mnpu 25°C u nodaBicHue
peaktiBa CytoTox-Glo™ (Promega, Ne G9292). CytoTox-Glo™ mnpencraBnsieT co00i TIOMHHECIICHTHBIA peak-
THB, KOTOPBIH M3MepsAeT THOeib KISTOK TaK, YTO YBEIHMUCHHYIO JIIOMHUHECIECHINIO HAaOIOJAIOT MIPH yBEIHYCH-
HOW IMTOTOKCHYHOCTH (M3MEPSIOT B OTHOCHTEIBHBIX CBETOBBIX eanHuiiaX, RLU). Knetkun 6e3 oOpaboTku B
KOHTPOJBHBIX JyHKaX JHU3HUPOBAIN ITOCPEACTBOM OOpabOTKH TUTHTOHWHOM HETOCPEICTBEHHO Iocie 1o0aBie-
Hus peaktuBa CytoTox-Glo™ st Toro, 4ToObI ONPEAETATh MAaKCUMAIIBHYIO THOEIb KIETOK. JIFOMUHECIICHIHIO
B IIJIAHIIIETaX CYUTHIBAIN ¢ TToMotIbio mpubopa Victor X (Perkin Elmer) gepes 15 mun nocie no6asnenus Cyto-
Tox-Glo™. I'ie BBIYMCIICHO, NMPOLEHTHYIO JOJIO IMTOTOKCUYHOCTH BBIYUCISUIN C MCHOJIb30BaHUEM 3HAYCHUH
RLU, ucnonp3ys cienyroiiee ypaBHEHHE

%  murorokcnuHocTH=100X%  (3KCIIEpUMEHTAIBHBII
TOK)/(MaKCUMaJTbHBIHN JIN3HUC KIETOK - (DOHOBBIH JIN3HC KIIETOK).

B stom ypaBHeHuU "(HOHOBBIN TU3WC KJIETOK" MPEACTaBIsAET cOOON JIIOMHHECIIEHITUIO KJIETOK, KOTOPHIE
00pabaThIBAIM TOJBKO CpPellaMU M CHIBOPOTKOHN 0e3 kakoro-nmnbo antutena npotuB CD20, a "mMakcuMaibHBIH
JIM3KC KJIETOK" MPENCTaBiIsIeT CO00H JIOMUHECIICHINIO KIETOK, KOTOpbIe 00padaThIBall TUTHTOHUHOM. Pe3yib-
TaThbl, BEIpRKCHHBIE B BHJE % IMTOTOKCMYHOCTH MiaM RLU, aHanm3mpoBanu ¢ WCIOJIb30BaHUEM HEIMHEHHOMH
perpeccun (4-mapamerpudeckasl JIOTHCTHYECKas) U mporpammuoro obecnedenust Prism 5 (GraphPad), uroOsr
nony4atk 3HaueHus ECsy u ICsg. IHrHOupoBanue i aHTHTEN BBIYUCISUIN TaK, YTO MHruOuposanue ot 0 10
100% mnpencrasisier co0oit uana3oH MHTHOWPOBAaHUS OT KOHLEHTpaluu anturena npotus CD20, ucronb3ye-
MOTO B aHanu3e, 6e3 maruouropa 1o 0 HM antutena npotus CD20.

PesynbTatsl.

Bcero 25 anturen npotuB C5 denoBeka, 16 He MyTHPOBAHHBIX U 9 MYTHPOBAHHBIX, TECTUPOBAIHM HA HX
criocoObHocTh nHTHONpoBaTh C5 B CDC ananm3ze ¢ ucrosib3oBanneM kietok Daudi ¢ anturenom npotus CD20 u
CHIBOPOTOK 4esioBeka (¢ HopManbHbIM hC5 nmm Bapuantamu C5) Win CBIBOPOTOK adpUKAHCKOM 3€IeHON Map-
TBHIIKY. Pa3UdHbIE OCTATKH B ONPEACIAIONINX KoMIuieMeHTapHocTh obmacTsax (CDR) u3 H4H12166P myTtupo-
BaJIM B TUCTHIMHEI JIJIsl TOTO, YTOOBI co31aBaTh 9 MyTtupoBaHHbIX antuTen, H4H12166P2-H4H12166P10. [oka-
3aHO, YTO rHCTHIMHOBBIE MyTanuu B CDR mpuaator 3aBucuMocts 0T pH CBSI3BIBaHHIO C LIEJICBBIM aHTHUTEHOM,
YTO BEZIET K yCOBEPILCHCTBOBAaHHOW (apmakokuHeTrke (Igawa et al. 2010, Nat. Biotechnol.28: 1203-1207).

Tabnumna 16
Wurnduposanne CDC He MyTHpOBaHHBIM aHTHTENOM NpoTHB hCS ¢ ucnonb3oBanueM 1,66% CHIBOPOTKH U aH-
turena npotu CD20 B kierkax Daudi

JIN3UC KJICTOK - (1)0HOBLII7[ JIM3UC KJIC-

aHTHTENIA
mporuB  CD20
(c 1,66%

CBIBOPOTKOI)

ChIBOpOTKA Yenosek Yemosek Apukanckas Hcromennas no | UcromenHas mo
3eNeHas C5 yemoseka u | C5 semosexa u
MAapTBHIIIKA 6,6 HM | 6,6 HM
Bapuanta  C5 | apmanta  C5
R885H R885C
ECs [M] | 1,0E-09 1,4E-09 2.4E-09 1,9E-09 2,7E-09
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TTocrostHHOE 1 eM 3 HM 3,58M 30 ’M

AHTHTENO

mporus  CD20

(c 1,66%

CBIBOPOTKOH)

AHTHTETO 1Cs0 [M] ICsy [M] (makc. | ICsq [M] 1Cso [M] (makc.
% %
HHTHOHPOBAHUS) HHTHOHPOBAHUS
* )*

H4H11683N He rectuposamu | 1,2E-09 4,0E-09 1,3E-09 9,0E-10

H4H11686N He tectuposamu | 1,5E-09 4 AE-09 1,1E-09 4,5E-10

H4H12159P 3,2E-09 He tecruposamu | 3.4E-09 1,4E-09 1,0E-09

H4HI12161P 2.4E-09 He tectupoBamu | 2,6E-09 1,8E-09 1,0E-09

H4H12163P 3.4E-09 He tectuposamu | 3,7E-09 2,1E-09 1,1E-09

H4H12164P 2.4E-09 He tectuposamu | 5,8E-09 1,8E-09 8,2E-10

H4H12166P 2,6E-09 He rectuposamu | 4,5E-09 1,3E-09 4,6E-10

H4HI12167P 2,5E-09 He tectuposamu | 3,5E-09 1,9E-09 1,0E-09

H4HI12168P 1,5E-09 He rectuposamu | 2,0E-09 2,3E-09 8 6E-10

H4H12169P 1,7E-09 He tectupoBam | 2,9E-09 1,3E-09 6,7E-10

H4H12170P 2,0E-09 He rectuposamu | 3,7E-09 4,8E-10 4,3E-10

H4HI12171P 1,9E-09 He tectuposamu | 3,3E-09 1,6E-09 6,5E-10

H4H12175P 2,2E-09 He rectuposamu | 5,2E-09 4,2E-09 >2,0E-08 (67%)

H4H12176P2 2,7E-09 He rectuposamu | 3,5E-09 2,1E-09 1,3E-09

H4H12177P2 2,2E-09 He rectupoBamu | 6,1E-09 2,4E-09 1,6E-09

H4H12183P2 1,7E-09 He tectuposamn | 1,4E-08 1,2E-09 4,5E-10

00BeKT 2,3E-09 1,8E-09 >9,0E-08 (49%) | Bes Bes

cpaBHeHHA | HHTHOMPOBAHUS | HHTHOUPOBAHMS

KonrpomsHoe bes Bes He TecrupoBanu | He TectupoBaau | He TecrupoBamu

mAb 1 HHTHOMPOBAHKS | HHTHOMPOBAHNUA

Konrpomsnoe He tectupoBamu | He TectupoBamu | be3 Be3 Be3

mAb 2 HHTHOWPOBAHHA | HHTHOWPOBAHHA | HHTHOMPOBAHHUA

*Ecnu He yKazaHO MHOE, Be3ie nHruouposanue cocraniseT ~100%.

Kak nokazano B tabn. 16 u 17, Bce 25 antuten npotuB hCS neMOHCTPUPOBANHN IIOJIHOE MHTMOWPOBAaHHUE
CDC, onocpenoBannoit C5, npucyrctBytomuM B 1,66% ceiBopoTke yenoBeka. 1Csy s He MyTUPOBaHHBIX aH-
TUTEN Haxoawinuch B auana3one ot 1,2 no 3,4 M. ICsy MyTUPOBaHHBIX aHTUTEN HAaXOAWIUCH B JMANa3oHE OT
3,0 ’M o 12 M. Poaurennckoe He MyTupoBaHHOe anTHUTeno H4H12166P naBano momHoe WHTHOMpPOBAaHUE C

1C502,6 ’M 1 2,9 M.
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Tabmmma 17
Wurnoduposanne CDC MyTupoBaHHBIM aHTUTENIOM ITpoTHB hCS ¢ ncnonszoBanueM 1,66% CHIBOPOTKH U aHTH-
tena npotu CD20 B xneTkax Daudi

CBIBOPOTKA YemoBek Adpuranckas Hcromennag no C5 | Uctomennas  mo

3€JICHAs MapThHILIKA yenoseka u 6,6 HM | CS uenoseka u 6,6
papuanTa C5 R885H | kM Bapmanra C5
R885C

ECsy [M] amrtmrena | 1,9E-09 2,6E-09 6,3E-09 9,5E-09

mporuB  CD20 (c

1,66% CHIBOPOTKOIH)

ITocrosannoe 2 HM 10 M 7 1M 30 EM

AQHTUTCIO  NPOTHUB

CD20 (¢ 1,66%

CBIBOPOTKOI)

Awnrtureno 1C5 [M] 1Cso [M] (makc. % | ICso [M] 1C5 M]
HHrHOMPOBAHHUA)*

H4H12166P 2.9E-09 5,6E-09 1,3E-09 7,6E-10

H4H12166P2 3,7E-09 9,7E-09 1,7E-09 1,2E-09

H4H12166P3 7.8E-09 >3,0E-08 (64%) 2,9E-09 1,7E-09

H4H12166P4 3,5E-09 7,9E-09 1,5E-09 9,6E-10

H4H12166P5 4,9E-09 >3,0E-08 (75%) 2,1E-09 1,4E-09

H4H12166P6 3,0E-09 9,9E-09 1,3E-09 7,9E-10

H4H12166P7 7,3E-09 >6,0E-08 (61%) 4,2E-09 2,3E-09

H4H12166P8 4,1E-09 >2,0E-08 (79%) 2,1E-09 1,2E-09

H4H12166P9 3,9E-09 >1,0E-08 (85%) 1,7E-09 7,7E-10

H4H12166P10 1,2E-08 >1,0E-07 (34%) 7,0E-09 3,5E-09

o0bekT cpaBHeHUA 1 | 2,7E-09 >1,0E-07 (35%) Be3 unrnbuposanus | bes

HHTHOMPOBAHUA
Konrpommsroe mADb | Bes marnduposarmnsa | Bes uarnbuposanusa | bes marnOnposanns | Bes
2 HHTHOHPOBAHUA

*Ecnu He yKa3aHO MHOE, Be3ie HHruouposanue cocraisier ~100%.

16 He MmyTupoBaHHBIX aHTHTeN MpotuB hCS5 memoHcTpupoBaim mosHoe nHruouposanne CDC, omocpeno-
BaHHOU C5 adpukanckoit 3eneHoit Mapteimkw, ¢ 1Csy B auamnazone ot 2,0 HM 1o 14 HM.

4 u3 9 MyTHUPOBaHHBIX aHTUTEN JEMOHCTpHpoBanH noiHoe mHruoupoanne CDC, omocpenoBanHoi C5
adpukaHckoit 3eneHor MapThImKH, ¢ [Csy B quamazone ot 7,1 HM 1o 9,9 EM. OcranbHble 6 MyTHPOBAHHBIX aH-
TUTEN SBIsI0TCs Ostokartopamu ¢ 1Csy 6onpme 10 HM u MakcuManibHBIM nHruouposanueM (ipu 100 HM anTHTE-
na) B nuamnasoHe oT 34 1o 85%. Pogurensckoe He mytupoBanHoe antureno H4H12166P naBano monHoe WHTH-
ouposanue ¢ ICs5y 4,5 ’M u 5,6 HM.

Jlyist Toro 4To0BI TECTUPOBATh, HHTMOMPYIOT N1 aHTHTesa npotuB hCS, Bapuantel C5 yenoBeka, R885H u
R885C, ucromennyio no C5 cbIBOPOTKY desioBeKa TeCTUpoBaiu ¢ 6,6 HM kaxxgoro Bapuanta C5. Bee 25 anTu-
ten npotuB hC5 nemoHcTpupoBanu noiHoe uuruouposanne CDC, omocpenoBannoe BapuantoM C5 R885H, ¢
1Cs¢ U1 HE MYTHPOBAaHHBIX aHTUTEN B auanazone ot 0,48 HM nmo 4,2 HM, torna kak [Csy Isi MyTHPOBaHHBIX
aHTUTENl HaXOAWIUCh B auamazone oT 1,3 HM g0 7,0 HM. Pomgutensckoe He MYTHPOBAaHHOE AHTHUTENO
H4H12166P nasano monmnoe warnouposanue ¢ ICsy 1,3 ’M u 1,3 HM.

15 u3 16 He MyTUpOBaHHBIX aHTHTEN MPOTUB hC5 nemMoHcTpupoBany morHoe narunouposanne CDC, omo-
cpenoBanHoi BapuantoM C5 R885C, ¢ ICs, B nnanazone ot 0,43 #M o 1,6 HM. OnHO HE MyTHPOBAHHOE aHTH-
TEeJO IeMOHCTpupoBaio ciaboe maruouposanre CDC ¢ makcuMmansHBIM HHrHOMpoBanueM 67% (mpu 100 HM
anrutena) u 1Cso>20 HM. Bce 9 MyTHpOBaHHBIX aHTUTEN AEMOHCTPHPOBAIM IMojHoe nHruouposanue CDC,
onocpenoBanHoi BapuantoMm C5 R885C, ¢ ICsy B ananazone ot 0,77 HM g0 3,5 HM. Poaurensckoe He MyTUPO-
BaHHOe aHTUTen0 H4H12166P naBano nonnoe uarubuposanue ¢ 1Csy 0,46 ’M u 0,76 HM.

Amntureno npotuB CD20 gemonctpuporano CDC knerok Daudi ¢ 1,66% ceiBopotkoit ¢ ECsy 1,0 HM, 1,4
HM u 1,9 HM ans ceIBOpoTKH YenoBeka, 2,4 HM u 2,6 HM ai1st CBIBOPOTKH appHKaHCKON 3eJIeHONH MapTHIIIKH,
1,9 HM u 6,3 HM ans ucromenHou mo hC5 ceiBopotku ¢ BapuanToM hC5 R885H u 2,7 aM u 9,5 HM st ucto-
mernoi o hC5 cerBopoTku ¢ Baprantom hC5 R885C. Hu omHO M3 HepeneBaHTHBIX KOHTPOJILHBIX aHTHTEN 12,
KOHTPOJIBHOTO MADb1 1 KOHTpOoIBEHOTO MAD2, He JEeMOHCTPHUPOBAIO Kakoe-nOo naruduposanne CDC.
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[Tpumep 7: narnduposanue akTuBHOCTH CS5a, Kak ONPEEIsIoT OCPEICTBOM JTIoNU(epasHoro aHaIu3a.

B »TOoM mpumepe ommcaH aHaiIM3 Ul TECTHpOBaHMs akTHBaimu CS5a yepe3 OJMH U3 €ro PeLenTopoB,
C5aR1. C5aR1 npencrasmsier cob6oit conpspkeHHbi ¢ G-6enkoM penentop (GPCR) m MoxeT WHUITMUPOBATH
pasnuaneie conpspkeHHble ¢ GPCR myTn nepenaun curaana (Monk et al. 2007, Br. J. Pharmacol. 152: 429-448).
Cosznan 6moananu3 ¢ ucrosb3oBanneM kietok HEK293, crabunsHo TpanchummpoBanusix C5aR1 gemoeka (Ne
nocryna NP_001727.1) u Gal6 genoseka (Ne moctyna NP_002059.3) napsiny ¢ monmpepasHbIM peropTepom
[orBeuaromuii anemenT NFAT (4X)-moundepasal. Gol6 npeactasisier co00l OTHOCHTENBHO HEPa300PUHBBIN
G ©Oeiok, koTopsle MoXeT cBsizbiBaThesl ¢ GPCR pasnmuHbIX THIIOB, 4TO BeaeT K aktuBaumu PLC-B u mocie-
myromeMy ToBblmeHnio Ca’, KOTOPHI B CBOIO Ouepeb aKTHBHpPYeT TpaHciokarmio NFAT U TpaHCKpHITIHIO
penopteproro rena (Kostenis et al. 2005, Trends Pharmacol. Sci. 26: 595-602). Pe3ynpTupyromas KIeTOIHas
muanss HEK293/hGal6/hC5aR1/NFAT-Iuc Beimenena u nojuepxkuBaetrcs B 10% DMEM, coxpepxkameit 10%
FBS, NEAA, nenumpis/crpentomMutind, 500 mxr/min G418, 100 Mxr/mi rurpomuninaa B u 7 Mxr/min 6macTu-
UINHA.

Js monmdepasnoro O6moananmsa CSa wietku HEK293/hGol6/hC5aR1/NFAT-luc BwiceBamu B 96-
TyHOYHbIe aHanmuTudeckue ranmersl mo 20000 kierox/nmyraka B OPTIMEM (Invitrogen, Ne 31985-070) ¢ mo-
6asnenneM 0,5% BSA, nennmmmnHa/cTpenitoMuriniaa U L-roytamuH, u 3aTeM nHKyOupoBamu mpu 37°C u 5%
CO, B Teuenue Houu. BSA ucnonb3oBanu BMecto FBS, mockoibky mokazaHo, 4TO CHIBOPOTKA pacUICIUISET U
uHakTuBHpyeT hC5a (Klos et al., 2013, Pharmacol. Rev. 65: 500-543). Ha cnenyromee yrpo hC5a tutpoBanu ot
100 #M 1o 2 nM (BKITIOYasi KOHTPOJBHBIN 00pasen, He coaepxammii hC5a) u 1o0aBysIM B KJIETKH ATl TOTO,
YTOOBI ONPEEIATH J0303aBUCUMYIO KPUBYIO TUTPOBAHMS IS KIIETOYHOW JTMHUM. J{JIs1 TOrO YTOOBI TECTUPOBATH
uaruouposanue hCSa anturenom k hC5a, 500 tM hC5a nobasnsum k kietkam. HemocpencTBeHHO mocie 3Toro
aHTuTena, passeacHable 1:3 o 100 HM mo 2 mM (BKIItOUYasi KOHTPOJIBHBIA 00pasell, He COAep KaIuil aHTUTEIIO),
no6aBisUIH K KireTkaM. Kitetkn makyOupoBanu B Teuenue 5,5 4 npu 37°C B npucyrctsun 5% CO,. JIroundepas-
HYIO aKTUBHOCTh OOHapyKMBaJM mociie HHKyOamuu ¢ peaktuBoM OneGlo™ (Promega, NeE6051). OneGlo™
TPEICTaBISIET COOOW JTFOMHHECIICHTHBIN PEaKTHUB, KOTOPHIM H3MEPSIOT KOJIHMYECTBO JIOIHdepassl, MPUCYTCT-
BYIOIIEH B KiIeTKaxX. B 3ToM aHanm3e yBennueHHas aktuBanms hCS5a Be#eT K yBeTHUEHHOMY O0pa30BaHMIO JIIO-
nudepassl U JTIOMUHECIICHITUH (M3MEPSIOT B OTHOCHUTENIBHBIX CBETOBBIX efauHmmax, RLU). V3mepenne JoMu-
HECIICHIINH OCYIIECTBIISUIH ¢ HCIoyib3oBanueM npuodopa Victor X (Perkin Elmer). Pe3ynbraTer ananuznpoBanu ¢
WCTIOJIb30BaHNEM HETMHEWHOU perpeccuu (4-mapaMeTpruaeckoil JOTUCTHIECKOMN) ¥ POTPpaMMHOTO 00eCTICUeHUS
Prism 5 (GraphPad), uto6s! monyuats 3HaueHus ECsy u 1Csy. IHruOuMpoBaHHe aHTUTEN BBIYUCISIIH TaK, YTO
uaruouposanue ot 0 1o 100% npencraiser coboil quana3oH uaruouposanus ot 500 mM hCSa 6e3 narnémTo-
pa 1o 0 'M hC5a.

Yertsipe antutena npotuB hCS TecTrpoBainy Ha UX criocoOHOCTH HHrMOMpoBaTh hCS5a akTHBaNMIO €ro pe-
nenropa, hC5aR1, mocpencTBoM m3mepenus crerneHu uHruOMpoanus it S00 mM hCS5a akTuBamuu KIeTOK
HEK293/hGa16/hC5aR1/NFAT-luc.

Wurnduposanue anturenom npotus hC5 ms Sg(a;?hplllus(ZISSa B kietkax HEK293/Ga16/hC5aR1/NFAT-luc
ECso[M] hC5a 3,9E-10
mADb PID munmu REGN Ne Hurubuposanwne mis 500 mM hC5a
ICso [M]
H2aM11682N 4,6E-10
H2aM11684N 3,5E-11
H2aM11694N 1,4E-10
H2aM11695N 4,2E-11
Konrpomsaoe mAb be3 narnbuposanus

Kak nokazano B Tabin. 18, Bce 4 aHTHTENa 1O M300PETEHUIO AEMOHCTPHUPOBAIIH MOJTHOE MHTHOWpOBaHUE
st 500 mM hC5a ¢ 1Csy B auamazone ot 0,035 aM no 0,46 HM. HepeneBanTHOe KOHTpoOJIbHOE aHTUTENO 1gG,
KOHTposibHOE MADb3, He meMoHCTpupoBajo Kakoe-muO0 uHrnOupoBanne hCS5a. hCS5a akTUBHpOBaN KIETKH
HEK293/Go16/hC5aR1/NFAT-luc ¢ ECsy 0,39 HM.

[Tpumep 8: OnoaHamn3 reMom3a.

AHanu3 knaccudeckoro nmytu remonnsza (CH) m aHanu3 anbrepHaTHBHOTO TyTH Temonu3a (AH) paspaba-
TBIBAJIM [ TOTO, YTOOBI TECTUPOBATH aKTUBHOCTH AHTHUTEI.

CH npencrapisieT co00i CKpUHUHTOBBIN aHAN3 aKTHBAIIMH KJIACCHUECKOTO IMyTH KOMIUIEMEHTa, KOTOPBIH
YYBCTBUTEJICH K CHIDKCHHIO, OTCYTCTBUIO M/WJIM HEaKTHBHOCTHU Jro0oro koMmmonenra nmytd. B CH Ttectupyror
(yHKIIMOHAJIBHYIO CIIOCOOHOCTH CHIBOPOTOYHBIX KOMIIOHEHTOB KJIACCHYECKOTO MYTH KOMIUICMEHTA JIN3UPOBAThH
KpacHbIe KieTku KpoBH OBIEI (SRBC), mpenBapuTelbHO MOKPHITHIC AaHTUTEIIOM KPOJIMKA TPOTHUB KPACHBIX KJIe-
TOK KpoBH OBIBI (reMon3uH). Kornma nokpeiteie antutrenom SRBC MHKYyOHpYIOT ¢ TECTOBOH CHIBOPOTKOM, ak-
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THUBHUPYIOT KJIACCHYECKHUH ITyTh KOMILIEMEHTA U PE3yIbTaTOM SIBIISIeTCs TeMoin3. Eciii KOMIOHEHT KOMIUIEMEH-
Ta oTcyrcTByeT, CH ypoBeHb OyaeT HyJIEBBIM; €CIIM OAMH WM HECKOJIBKO KOMIIOHEHTOB KJIACCHYECKOTO ITyTH
cuamxkenbl, CH 6yner camken. (Nilsson et al 1984, J. Immunol. Meth. 72: 49-59). DToT aHaM3 WCIIONB3YIOT IS
OTIPEIETICHUSI XapaKTEPUCTUK M CKPUHHUHTA BhICOKOA()(OMHHBIX aHTUTEN MpoTuB C5 denosexa.

Crioco0s!.

(A) Ananm3 reMoJin3a 1Mo KJIacCHYECKOMY ITyTH KOMITJIEMEHTA.

Kenaemoe unciio kpacHbsIX Ki1eTok kKpoBu oBIbl (SRBC) nmpomsiBanmu B 6ydepe GVB++ u pecycnenmupo-
Bamu mo 1x10° kmerox/mn. s cencubmnusamun SRBC cMemmBamy ¢ paBHBIM 00beMOM pa3BeneHHoro 1:50
reMoJIM3uHa KpoJsimka mpoTuB oBIb (1,5 Mr/mi) nipu 37°C B Tedenne 20 muH. CeHCHOMIM3UPOBAHHBIE KIIETKH
SRBC passomuu 10 2x10° kierox/mn B GVB++ mepes HCIOIb30BaHIEM B aHAIH3e TeMonu3a. HopMmanbHyio
CBIBOPOTKY YeJIOBEKa MJIM CBIBOPOTKY SBAHCKOTO Makaka passomuiu 10 2% wiu 10% B Oydepe GVB++. s
TOTO YTOOBI TECTHPOBATh MHI'MOMPOBAHKUE ONOCpeoBaHHON C5 reMOJMTHYECKOH aKTUBHOCTH, TECTOBBIC aHTH-
Tela TpeIBapuTeNbHO HHKYOHpoBa B Tedenue 20 Mut npu 4°C B KOHIEHTpalusx B auanazone ot 0,6 HM 1o
800 HM B 2-10% HOpManbHOH CBHIBOPOTKE 4enoBeka UM 10% CBHIBOPOTKE SBAHCKOTO MaKaKa UM ChIBOPOTKE
apuKaHCKOW 3eleHol MapThIIKu. KpyrionoHnHsle 96-1yHOUYHBIC IUIAHIIETH UCIOJIB30BAIN ISl TOTO, YTOOBI
M3MepSATh TeMOJIHTHICCKYIO aKTHBHOCTB. Beero 100 Mk cencnbmmmsuposanaeix RBC oBist (2x10° kimetok/mir)
BBICEBAIH B 96-TyHOUHBI IUIAHIIET, IOCJE Yero ciefoBaino nodasneHue 100 MKI COOTBETCTBYIONIMX 00pa3IoB
CBIBOPOTKH, KOTOPBIE MPEBAPUTEIILHO MHKYOUPOBAJIH C TECTOBBIMH aHTHTeNaMHU. KIIeTKH akKypaTHO CMelInBa-
1 1 uHKyOnpoBanu npu 37°C B teuenue 60 muH. [1o ncTeueHnn BpeMeHH MHKYOAIIN KIETKH OCKIAIH ICH-
tpudyrupoBanuem rpu 1250xg u 4°C. Beero 100 Mk cynepHaTanTa MEpEHOCHIIN B CBEXUH 96 IIOCKOIOHHBIN
IUIAHIIET ¥ CYUTHIBAIM NpU 412 HM Ha CUMTHIBATENE MHUKPOIUIAHIIETOB Spectramax. [ eMOIMTHYECKYIO aKTHB-
HOCTB BBIYHCIIUTH TIPH KOHEYHOW KOHIIEHTPAINH B CBIBOPOTKE 1-5% mist 06paboToK.

ITpoueHT remMonn3a BEIYUCISUIN CIEAYIOIINM 00pa3oM:

% remoimza=100x (9KCIIEpUMEHTAIBHBIH JIM3HC KIETOK - ()OHOBBIN JIM3UC KIIETOK)/(MaKCUMAaIbHBIN JIN3UC
KIIETOK - (DOHOBBIH JIN3HC KIIETOK).

B sToM ypaBHeHnu "(hoHOBBIN TH3UC KIeTOK" mpeactaBiseT coboit OD npu A412 HM OT KIETOK, HHKYOH-
poBaHHBIX B Oydepe GVB++, Tobko HE comepikanieM CHIBOPOTKY. "MakcuMaabHBIN JIM3UC KIETOK" MpeacTaB-
mstet coboit OD npu A412 HM OT KJIETOK, KOTOpbIe 00padaThIBalli BOAOH. Pe3ynbTaThl, BhIpakKeHHBIE B BHIE %o
TeMOJIN3a, aHAJIM3UPOBAIIM C UCIIOIb30BAaHUEM HEJMHEHHOW perpeccuu (4-mapaMeTpuiecKoi JOTUCTHIECKON) 1
nporpammHoro obecnedenust Prism 5 (GraphPad) mis monmyyenust 3nauennii ICs. JlaHHBIE IpeICTaBISIIN B BHIE
CpeAHEeToTCTaHAapTHASI OIINOKA CPEIHETO.

(B) AHanu3 anpTepHAaTHBHOTO KOMITJIEMEHTA.

JKenaeMoe 4HMCIIO KPacHBIX KIETOK Kposu kponuka (RbRBC) mpombisamu B 6ydepe GVB-Mg*' /EGTA u
pecycneraupoBam mo 2x10° kietox/min. HopMaTbHYIO CHIBOPOTKY HEIOBEKA HITH CHIBOPOTKY SBAHCKOTO MaKa-
Ka pasomumn 10 10% B Gydepe GVB-Mg® /EGTA. [list Toro 4ToGbl TeCTHPOBATh HHIHOHPOBAHHE OTOCPEIO-
BaHHOUM C5 reMoJuTHUYECKON aKTUBHOCTH, aHTUTENa B KOHLEHTpaLUUAX B Auana3one oT 3 HM no 800 HM mpen-
BapuUTEeNbHO MHKYOHpoBanu B TeueHue 20 muH mpu 4°C B 5-10% HOpManbpHOHM CHIBOPOTKE YEIOBEKA WIIH CHIBO-
POTKE SBAaHCKOTO Makaka. KpyrnomoHHble 96-TyHOYHBIE IUTAHIIETH! MCIOIB30BAIN U TOTO, YTOOBI M3MEPATh
reMOJTHTHYECKYIO0 akTHBHOCT. Beero 100 Mxx RbRBC (2x10° k1eTok/MiT) BEICEBaTH B 96-TyHOUHbIH TLIAHIIET,
nocye gero cienosaio podasnenne 100 mxm 10% HOpMaIbHOI CHIBOPOTKH YEIOBEKA T CHIBOPOTKHU SIBAHCKOTO
MaKaka WM CHIBOPOTKH apUKAaHCKOH 3€JIEHON MapThHIIIKH, KOTOPYIO NMPEIBAPUTEIbHO HHKYOUPOBAIN C aHTHU-
teramu potuB C5. KieTkn msarko nmepeMemuBain 1 nHKyOupoBanu npu 37°C B teuenne 60 mun. [lo ucreye-
HHUH BPEMEHH MHKYOAIMH KIIETKN OCaXIaiu LeHTpuyrupoanueM Ha 1250xg npu 4°C. Beero 100 Mk cymep-
HaTaHTa MIEPEHOCWIIN B CBEXHUH 96 IIIOCKOJOHHBIN IUIAHIIET U CUUTHIBAIK IpU 412 HM Ha CUUTHIBATENIE MUKPO-
IUIAHIIETOB Spectramax. 'eMONMNTHYIeCKy0 aKTHBHOCTh BBIYMCIISUIN TPH KOHEYHOH KOHIEHTPAIMH CBIBOPOTKH
5% CBIBOPOTKH.

[TpoueHT remMonn3a BEIYUCIISUIN CIEAYIOINM 00pa3oM:

% remonmza=100x (SKCIIEPUMEHTATIBHBIA JTN3UC KIETOK - (HOHOBBIN JM3HUC KIIETOK)/(MaKCHUMAaIbHBIA JIF3HUC
KJIETOK - (DOHOBBIH JIN3UC KIIETOK).

B sTOM ypaBHeHun "QoHOBBII MM3KC KiIeToK" npencraiseT codboir OD mpu A412 HM OT KIIETOK, KOTOPBIE
nHKyOuposamu B 0ydpepe GVB-Mg/EGTA, He comeprKalieM TOIBKO CBIBOPOTKY, HIIM 0€3 Kakoro-Jmdo aHTHTea
npotus C5. "MakcumanbHbIN m3nc keTok" mpeacrasister coooit OD npu A412 HM OT KJIETOK, KOTOpbIe 00pa-
OatpIBay Booi. IHrnOMpoBanue mocpeactBoM antutels npotuB C5, 3HadeHus [Csy BEIYUCISUIN C UCITOJIB30Ba-
HUEM HEIMHEHHOW perpeccuu (4-mapaMeTpudecKol JIOTUCTHYECKOH) W TporpaMMHOTO obecriedeHust Prism 6
(GraphPad).

PesynbTatsl.

(A) NarunbupoBanue remMoimn3a, ornocpenoBanuoro C5 genoBeka.

Bcero 25 anturen npotus C5 genoseka (hCS), 16 He MyTHPOBaHHBIX U 9 MyTHPOBAaHHBIX, TECTUPOBAIN Ha
UX crnocoO0HocTs HHruOupoBats C5 M3 HOpManbHOH chIBOpoTKH denoBeka (NHS) B ananmze CHS50 ¢ ucnons3o-
BaHMEM CCHCHOWJIN3MPOBAHHBIX KpacHBIX KieTok KpoBH oBIbI (SRBC) m anammze AHS0 c ucnosnp3oBannem
KpacHBIX KJIeToK KpoBH Kposnka (RRBC).
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Tab6muua 19
WNurubuposanue CP u AP aktuBHOCTH aHTHTEIOM ITPOTHB hCS B 1% miu 5% HOpMaIlbHOW CBIBOPOTKE YEIIOBEKA
(NHS)
mAb PID CP yenoBeka AP vyeoBeka CP yenoBeka AP yenoBexa
1C5 [M] 1Cso M] % Makc. | % MAKC.
HHTHOHPOBAHUA HHTHOHPOBAHUSA
H4H12183P2 5.88E-09 1,60E-07 99,9% 78.9%
H4H12176P2 4,58E-09 1,65E-08 94,1% 69.9%
H4H12168P 3,33E-09 2,85E-08 97,5% 66,2%
H4H11686N 3,09E-09 1,30E-08 97,4% 76,2%
H4H12167P 3,68E-09 1,55E-08 99.9% 64.8%
H4HI12161P 2,56E-09 2,55E-08 93,7% 56,1%
H4H12163P 2,72E-09 2,05E-08 96,1% 66,0%
H4H12166P 2.80E-09 2,60E-08 95,0% 70,9%
H4H11683N 2.54E-09 3,40E-08 98.1% 73.2%
H4H12159P 2,50E-09 1,75E-08 97.9% 73.4%
H4H12177P2 2,34E-09 1,70E-08 97,5% 71,0%
H4H12170P 2,39E-09 1,80E-08 98,2% 81,1%
H4H12175P 2,36E-09 2,00E-08 98,0% 80,2%
H4HI12171P 2,33E-09 1,55E-08 94,9% 42,0%
H4H12164P 2.10E-09 1,45E-08 95,9% 69,7%
H4H12169P 2,36E-09 2,00E-08 98,3% 44,5%
Wzotunmueckuii Her aktuBHOCTH Her akruBHOCTH Her aktuBHOCTH Her aktuBHOCTH
KOHTPOJIb

Kak nokazano B Ta0x1. 19, 16 antuten npotuB hC5 mo naHHOMY H300pETCHHUIO IEMOHCTPUPOBAIH OOJIBIIE
yeM 94% nHrubupoBanue remoimsa no kinaccuaeckomy mytu (CP), omocpenoBanaoMy ¢ nomomisto C5, mpucyT-
ctBytouiero B 1% ceiBopoTke uenoBeka. I1Csy st aHTUTEN HaXOAUIMCh B AuamnasoHe oT 2,1 1o 5,9 HM u mpo-
[CHT MHTHOUPOBAHUS HAXOAWICS B Auana3zone 95-99%. Bee 16 anTuren npotus CS5 geMOHCTpHPOBaIH OOJIBIIE
yem 60% wunrnbupoBanue (3a uckiaroueHneM H4H12169P) B anHanmse remoimsa Mo aJbTEPHATHBHOMY ITyTH
(AP), xortopsIii onocpenosan ¢ nomonrsio C5, mpucyrerByromero B 5% NHS. ICs mia anTHTEN HaXOIMIINCH B
nmuana3oHe oT 13 1o 160 HM u mpoleHT HHrHONPYIOIIeH aKTHBHOCTH HAXOMUJICS B nuamna3zoHe ot 44 mo 81%.

Tab6muma 20
Wurubmposanne CP u AP aktuBHOCTH anTHTesoM mIpoTHB hC5 B 5% HOpMansHOH chiBopoTke dyenoBeka (NHS)
mAb PID CP uenoexa AP uenoeka CP uenoseka AP uenosexa
1C50 [M] 1Cs50 [M] % makc. | % MAaKcC.

HHTHOHPOBAHUA HHTHOHPOBAHUSI
H4H12166P 1,09E-08 2,09E-08 99,4% 86,9%
H4H12166P2 1,59E-08 4,78E-08 98.2% 81,3%
H4H12166P3 1,34E-08 6,00E-08 95,9% 78,3%
H4H12166P4 1,32E-08 3,17E-08 98.6% 77,0%
H4H12166P5 1,49E-08 6,55E-08 97.1% 77,7%
H4H12166P6 1,03E-08 2,84E-08 98.1% 82.4%
H4H12166P7 2.43E-08 1,56E-07 93,7% 83,2%
H4H12166P8 1,41E-08 7,30E-08 95,7% 73,3%
H4H12166P9 1,16E-08 5,35E-08 93,7% 72.2%
H4H12166P10 4 44E-08 Her akrusHOCTH 74,0% Het akTuBHOCTH
WzoTunuyeckuit Her akruBHOCTH Her axruBHOCTH Her axkruBHOCTH Her akruBHOCTH
KOHTPOJTb

Kaxk mokazano B Tabi. 20, Bce 9 MyTHpOBaHHBIX aHTHTEN MPOTHB hC5 NeMOHCTPUPOBAIN HHIMONpPOBAaHHUE
CP u AP remonuTuueckoil akTUBHOCTH, ONOCPEI0OBaHHOU ¢ moMoIbio C5, npucyTcTByromero B 5% CbIBOPOTKE
yenoBeka. B ananusze CP remonusa poaurensckoe He MyTupoBaHHOe aHTHTen0 H4H12166P nemoncTpupoano
6ousbiie yem 98% wmuruduposanue c 1Csy 10,9 HM. 8 myTupoBanHbIx anTHTes npotiB hC5 nemMoHcTpupoBamn
oonbme yeM 90% uarnbupoBanue ¢ 1Csy B auamasone ot 10,3 HM g0 24,3 =M. MyTHpOBaHHOE aHTUTEIO MPO-
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B C5 12166P10 nemoncTprpoBano yacTuuHoe nHruouposanue 74%. B ananmmse AP remonmsa poauTenbckoe
He MyTupoBaHHoe anTuteno H4H12166P nemonctpupoBano 6onbire yeM 85% unrnouposanue ¢ 1Csy 20,9 HM.
MytupoBanHble anTUTeNa poTuUB hCS5 neMoHcTprupoBain HHrHOMpoBaHue B Auamna3one 72-83% u 1Csy anTHTEN
HaXOIUJINCh B quamna3one ot 28 M 1o 0,15 MxM.
(B) Marubuposanue remoinnsa, onocpenoBaHnHoro C5 00e3bsHEI.
Bcero 25 anturen npotus C5 genoseka (hCS), 16 He MyTHPOBaHHBIX U 9 MyTHPOBAaHHBIX, TECTUPOBAIN Ha
WX CIocoOHOCTh MHTHOUpoBaTh CS5 sBaHCKOTO Makaka u adypuKaHCKO# 3eseHoit MapTeimiku B CHS50 ananuse c
WCTIOJIb30BaHNEM CEHCHOMITM3UPOBAHHBIX KPACcHBIX KieToK KpoBU oBIBI (SRBC) n AHS50 ananmu3se ¢ HCIONIB30-
BaHUEM KpacHBIX KJIeTok kpoBH kponuka (RRBC).
Tabmuma 21
Wurnoduposanue CP u AP aktuBHOCTH aHTHTENOM NpoTHB hCS B 5% HOpMaNbHBIX CHIBOPOTKAX adprKaHCKON
3e1eHoi MapThIkK (AGM)

CP c AGM | AP c AGM | AGM CP AGM AP

CBIBOPOTKOM CBIBOPOTKOM
mAb PID 1Cso [M] 1Cs0 [M] % Make. | % Maxc.

HMHTHOHPOBAHIA HHTHOMPOBAHHA

H4H12183P2 Her akTuBHOCTH Her aktuBHOCTH Her akTuBHOCTH Her axTuBHOCTH
H4H12176P2 3,04E-08 4,77E-08 91,0% 83.2%
H4HI12168P 2.80E-08 2,25E-08 90,8% 88.2%
H4H11686N 4,82E-08 1,63E-07 49.3% 50,4%
H4HI12167P 6,95E-08 6,95E-08 90,5% 53.4%
H4HI12161P 3,19E-08 4,75E-08 78,9% 35.7%
H4HI12163P 6,90E-08 2,16E-07 83,2% 58,5%
H4H12166P 1,30E-07 2,33E-07 81,0% 44.2%
H4H11683N 2,92E-08 4,08E-08 81,1% 88,1%
H4H12159P 2,58E-08 2,70E-08 93.4% 93,5%
H4H12177P2 1,80E-07 1,01E-07 80,6% 8,80%
H4H12170P 2,54E-08 2,69E-08 94,9% 90,9%
H4H12175P 1,18E-07 9,85E-08 84.5% 17.4%
H4HI12171P Her akTuBHOCTH 2,33E-08 17,8% 69,70%
H4HI12164P 2 47E-07 1,78E-07 85.8% 15,60%
H4H12169P 3.44E-08 9,15E-08 43.3% 45,70%

Kak nokazano B Tabu. 21, anturena nporuB hC5 neMoOHCTpHpOBaIM pa3iIMyHbIE YPOBHH WHTHOUPOBaHUS
CP mimm AP remonuTHYeCKOI aKTHBHOCTH B 5% CBHIBOPOTKax appuKaHCKOW 3ereHol MapThiuku. B CP anamuse
2 u3 16 anruren npotus hC5 He NeMOHCTPHPOBAIN MHTHOMPOBAHNE TeMOJIIMTHYECKON aKTHBHOCTH. 14 aHTHTEN
JIEMOHCTPHPOBAIIM HHrHOMpoBaHue B nuamnazone 43-94% c ICs, B auanazone ot 25 HM no 180 HM. B ananuze
AP remonusa, 13 n3 17 aHTHTEN NEMOHCTPUPOBAIM MHIMOMPOBAHHE aKTUBHOCTH B uanasone 17%-93% c ICsy B
nuranaszoHe ot 22,5 uM mo 233 HM.
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Tabiuma 22
WNurunbuposanue CP u AP aktuBHOCTH aHTHTENOM 1poTHB hCS B 5% HOpMaNbHEIX CHIBOPOTKaxX 00e3bsH Cyno-
molgus (Cyno)

CP ¢ coBopotkoit | AP ¢ cwopotkoii | Cyno CP Cyno AP

Cyno Cyno
mAb PID 1Cs [M] 1C5o M] % makc. | % MAKC.

HMHTHOHPOBAHHA HHTHOMPOBAHUSA

H4H12183P2 1,42E-07 2,96E-08 64,6% 100,0%
H4H12171P 8,70E-09 7,20E-09 92,9% 98,8%
H4H12170P 8,20E-09 7,00E-09 99,0% 99,2%
H4H12159P 7,75E-09 7,05E-09 99,3% 99,6%
H4H12168P 1,03E-08 5,45E-09 99,0% 99,7%
H4H11683N 9,00E-09 7,15E-09 98.8% 98,9%
H4H12176P2 1,47E-08 7,70E-09 97.5% 99.3%
H4H12161P 2,79E-08 7,80E-09 100,0% 98.4%
H4H12169P 1,99E-08 7,95E-09 92.8% 96,30%
H4H11686N 1,41E-08 9,00E-09 94,5% 98,7%
H4H12163P 1,65E-08 1,02E-08 96,4% 98,5%
H4H12167P 2,13E-08 7,60E-09 100,0% 98,30%
H4H12175P 1,09E-08 8,05E-09 96,7% 98,10%
H4H12166P 2,01E-08 8,85E-09 94.2% 98.60%
H4H12177P2 1,71E-08 8,80E-09 94,90% 98,10%
H4H12164P 1,96E-08 9,10E-09 94.7% 98.,70%
H3oTumraeckuit Her axTuBHOCTH Her axrusHOCTH Her aktuHOCTH Her axkTuBHOCTH
KOHTPOJTb

Kaxk mokazano B ta0u. 22, antutena npotuB hC5 (3a uckmouennem H4H12183P2, koTopoe AeMOHCTPHUPO-
Bao 64% wunrubmposanne CP) memonctpupoBamu 6omnpmie yem 90% wmnarnOuponanue B aHammse CP mmun AP
remonu3a B 5% CBIBOPOTKE siBAaHCKOTO Makaka. B anammze CP remommsa ICs, aHTUTEN HAXOIWIIHCH B JUAMTa30HE
ot 7,15 HM no 142 HM. B anammze AP remommza ICsy aHTHTEN HAXOAUIUCH B AManazoHe ot 5,4 mo 29,6 aM. (C)
HMHrnbupoBanue remMoin3a, onocpeaoBanHoro Bapuantom C5 denoBeka BriOpannbsie antutena npotus C5 Tec-
TUPOBAIIM HA UX CIIOCOOHOCTH MHTHOMPOBATh BapuaHT C5 dyemoBeka (CM. mpuMep 3 B HACTOSIIEM ONHCAHUM) W3
ucromeHHoi no C5 ceiBopoTku uenoBeka B CHS50 anamuse. B uctomenHoit mo C5 cbIBOPOTKE YeIOBEKa C J0-
6aBienueM sk3oreHHoro Bapuanra C5 R885H, H4H12166P u oobexT cpaBHeHus 2 GnokxupoBain CP remonms
co 3HaueHusiMu 1Csy 6,0 HM u 4,4 HM, cooTBeTcTBEeHHO, U 3HaueHUsIMH [Cgy 7,6 HM u 5,5 HM, COOTBETCTBEHHO.
Jns Bapuanta R885C, H4H12166P n oObekT cpaBHeHus 2 Onokuposanu CP remomm3s B ucromenHoi mo C5
CBIBOPOTKE 4eJioBeKa ¢ sk30reHHbIMU BapuaHTamu C5 ¢ I1Csy 9,3 HM u 6,8 HM, COOTBETCTBEHHO, U 3HAYCHUSIMU
ICgo 11 HM m 8,2 HM, cooTBeTcTBeHHO. Kak oxkumamu, oObeKT cpaBHEHHS | HEe OJIOKHPOBAT TeMOJIUTHIECCKYO
aKTUBHOCTH BapraHTOB C5 uenoBeka.

(D) Narnbuposanne komruiekca CSb-6 gemoseka.

BriOpannbie antuTena nmpotuB C5 TeCTUPOBAIM HA HX CIIOCOOHOCTh MHTHOMpPOBaTh KoMIuieke C5b-6 derno-
Beka n3 uctomeHHoi o C5 ceiBopoTku denoeka B CHS50 amanuze. H4H12166P cunbao 610kupoBanio CP re-
MOJIN3 B HCTOIIEeHHOU TT0 C5 CHIBOPOTKE HeNoBeKa ¢ JT00aBiieHHeM dk3oreHHoro komiurekca huC5b-6 ¢ 1Csq 3,8
HM u 3HaucHueM [Cgy 5,8 HM. B oTimuume oT 3TOro, 00BEKT cpaBHEHUS | OJIOKHUpPOBANI OMOCPEIOBAHHBIA KOM-
miekcoMm C5b-6 reMonu3 ¢ MeHblIeit cuioi, co 3HaueHus MU 1Csy 5,0 HM u 3HaueHuem [Cgy 46 HM, cOOTBETCT-
BeHHO. OOBEeKT cpaBHEHUs | HHrHOUpPOBaN ToIbKO 70% 0O0IIero reMoiu3a Mpyu HAUBBICIIUX TECTHPYEMBIX KOH-
neHTpanusx. OObeKT cpaBHEHHS 2 HE OJIOKUPOBAI TEMOJTUTHYCCKYIO aKTUBHOCTh KoMIutekca CSb-6 uenoBeka.

[Mpumep 9: antuTena nporus C5 GnokupytoT oOpazosanue CSa B ananuze CP remonusa.

JIst Toro 4To0Bl OIlEHWBATh, MHTHOMPYIOT 7 aHTUTeNa npotuB C5 obpaszoBanue CSa, cymepHaTaHTHl U3
ananm3a knaccndeckoro mytd (CP) remonmza ananm3upoBanu Ha ypoBHH CS5a ¢ momoripio ELISA.

C5a, oOpasyemblii B pe3ynbTaTe pacmeruieans C5, npeactapiseT co0ol 0eTKoBbIi (parMeHT u3 74 amu-
HOKHUCIOT. C5a ObIcTpo MeTaboIm3upyeTcs KapOOKCUTIETITHIA3aMH CHIBOPOTKH J0 Oojiee CTaOWMIBHOW MeHee
akTUBHOHN (opmbl n3 73 ammuHOKHCHOT CS5a des-Arg mocpenacrBoM ynanenus: C-koHimeBoro apruauHa. Kommdae-
cTtBeHHOe omnpeneneane CSa des-Arg, ciemoBaTeslbHO, oOecTieunBaeT HaJIS)KHOE U3MEpPEHHE NI MOHUTOPHHTA
obpazoBanus CS5a in vivo u in vitro. B cooTBercTBUM ¢ MH(]OpManmel, MpeaocTaBiIsieMoll TPOU3BOIUTENIEM,
UCTIONIb3YyeMbIi 31ech Habop MicroVue CS5a ELISA no3Bosser oonapyxusate CSa des-Arg. [IpensapurensHole
IKCIICPUMCHTHI (IaHHBIC HE MPUBEICHBI) MOKA3bIBAIOT, YTO TAKKE OOHAPYKUBAIOT nepBuuHyto hopmy CSa u3 74
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aMHMHOKHCIIOT. B 11ensix aToro npumepa ode popMsl B COBOKYITHOCTH 0003HavaroT Kak "C5a".

VYposuu 6enka C5a onpeznensnu B cynepHaTanTax u3 aHaiauza CP remonmusa ¢ Mcroip30BaHHEM HOpMallb-
HOW ChIBOpPOTKH denioBeka (NHS) ¢ coxpaHeHHBIM KOMIUIEMEHTOM, KOTOPYIO MIPEABAPUTEIHEHO HHKYOHUPOBAIH C
H4H12166P wnu M30TUIUYECKUM KOHTPOJIHHBIM aHTHUTEIOM, Kak ommcaHo B mpumepe 8. YpoBHu Oenka CSa
M3MEpSUTH ¢ HCIob3oBaHrueM Habopa MicroVue C5a ELISA mo WHCTpYKIHSIM MTPOU3BOIUTENS. B KpaTkoMm n3-
JIOXKCHUHU, 00pa3lbl Pa3BOAMIM W WHKYOHPOBANX B IUIAHIIETAX, NPEIBAPUTEIBHO TOKPBITHIX 3aXBaTHIBAIOIIIM
aHTUTENIOM (MBIITHHBIM TPOTUB C5a co crenmupuIHOCThIO K Heo-amuTomny Ha C5 denoBeka). bemok C5a genose-
Ka, IIPEIOCTABICHHBIA POU3BOIUTEIIEM, MCIIOIB30BAIM B Ka4eCTBE cTaHmapra Jjs Kanubposku. CSa B cymep-
HaTaHTax oOHapyxwuBanmu nocpeactBoM HRP-KOHBIOTHPOBaHHOTO MACHTU(QHUUIMPYIOLMIETO aHTHTeNaa (MOHOKJIIO-
HaJIbHOE aHTHTeJI0 MBIIH K obnactu C5a u3 C5). Xpomorennsiit cyoecrpat HRP 3,3',5,5'-retpamernnoeH3nnn
(TMB) noGasmnsti st Toro, 4todbl oOHapyxuBath aktuBHOcTh HRP. Hcnons3oBanm pactBop 1 H comstaoi
KHCJIOTHI JJISl TOTO, YTOOBI OCTAHABJIMBATEH PEAKIINIO, U U3MEPSUIH ONTHYCCKYIO IIOTHOCTH IpH 450 HM (OD450)
Ha CUUTHIBaTelNe IulaHneToB SpectraMax. /laHHble aHAIM3MPOBAIH C UCIIOJIL30BAHHEM HEJIIMHEHHOH perpeccuu
(4-nmapamerpuueckas soructudeckas) B GraphPad Prism. Konuenrpamuro CSa Bblpaskayid B HI/MJI CyllepHaTaH-
Ta.

B anmamme c¢ ncnonp3oBanueMm 5% NHS, H4H12166P cuipHO GroKMpoBan yBenWYeHHE YpOBHEH Oenka
C5a B 3aBucHMOCTH OT 103HI ¢ ICs 8,5 HM, Toraa Kak M30TUIIHMYECKOE KOHTPOJBHOE aHTHTEIO HE OKA3bIBAJIO
3¢ dexra Ha ypoBHU CS5a (dur. 1). MakcumanbHOe OJIOKHPOBAHHUE TPU HAUBBICIIEH TECTUPOBAHHOW KOHIICHTpA-
i H4H12166P (267 aM) Beno k ~10-kpatHOMy cHIKeHUIo ypoBHe# CS5a mo 3,8 ur/mi (0,3 HM) mo cpaBHe-
HUto ¢ 34 Hr/min (2,8 HM), KOTOpBIe HAOIIONATHN TTPY HaUMEHbBIIIeH TeCTUPOBaHHOH KoHIleHTpanun H4H12166P
(1 ’M) B 5% criBopoTke. Konnentpanus CS5a, KOTOpyro HaOIOAaI! 111 MAKCUMaIBHOTO OJIOKUPOBaHUsI, OJIu3-
Ka K 6azoBoMy ypoBHIo C5a 2,3 ur/mi (0,2 HM) B HeoOpaborannoii 5% NHS.

[Mpumep 10: onpeneneHne XxapakTepUCTHK GpapMaKOKHHETHKU U (papMaKOIMHAMHUKH aHTHTeN NpoTHB C5 'y
SIBAHCKOTO MaKaka.

B stoM mpumepe ommcaHo onpenenieHne xapaktepuctuk dapmakokuHeTHkn (PK) m dapmakomunamuxu
(PD) Bb1OpanHbIX aHTUTEN MPOTHB C5, KOTOPOE TIPOBOJAMIIN Y CaMIIOB SBAHCKOTO Makaka. DHAOTCHHBIE YPOBHHU
CS ompenensnu mepen AO3UPOBAaHHEM aHTHTENa MPOTHB C5 M MCMONB30BaNN IS CTPATU(GHUKAIAN TPYIIIT KH-
BOTHBIX II0 JIO3€.

O6mume mupKyaupytonie ypoBHu C5 y sIBAHCKOTO Makaka OINpeaelsuid ¢ ucrmoib3oBanrneM Human Com-
plement C5 ELISA (Abcam, Ne o katamory ab125963), KOTOpBIif OCYIIECTBISUIM B COOTBETCTBUU C PEKOMEH-
JarusaMu TipousBoauTenss. Onpenersiuii, 4To yCpeaHEeHHbIe KOHIeHTpauu 0enka C5 y 00e3bsH COCTaBIISIOT
90,85 mxr/min+19,17 MKr/mi.

Jlnst xaxxmoro anTuTena npotus C5, KaxaoMy u3 4 SBaHCKHX MakaKoB BBOJAWIN OJHY BHYyTprBeHHYIO (IV)
WHBEKIHUIO B 03¢ 15 mr/kr. OOpa3is KpoBU Opaiii y KaXI0To )KHUBOTHOTO Tiepea 1030 u 10 1680 4 (70 cyTok),
MOIy4ally CBIBOPOTKY U 3aMopaxkusanu npu -80°C no ananusa Ha PK u PD.

Amnanus obmero yposHs antureln IgG ¢ moMomipio UMMyHoJornyeckoro anannsa ELISA.

OO0mye KOHLEHTPAIMK aHTHUTEN B 00pa3ax CHIBOPOTKH 00€3bsHBI U3MEPSUIH C MCIIOIb30BaHUEM HE BaJId-
nquposanHoro npsimoro ELISA. B mponenype ELISA ucnons3oBanu MUKPOTUTPOBANBHBIN MIAHIIET, MOKPBITHINA
MOHOKIIOHAJIbHBIM aHTUTEIOM MBI TpoTHB Fc 1gG1/1gG4 yenoBeka. B maHmeT pa3nnyHbie aHTUTENA TIPOTHB
C5 mo6asisimu u anTuTena npotus C5, 3aXBavyeHHbIE Ha TUTAHIIETE, OOHAPYKUBAIH C MCIIOB30BAHUEM OHOTH-
HIJTNPOBAaHHOTO MOHOKJIOHAJFHOTO aHTUTeNa MbIIw npotuB Fc 1gG4 genmoBeka, mocie 4ero cienoBain HerTpa-
BUJWH, KOHBIOTHPOBAHHBIH C TIepoKCcHaa3oi xpeHa (HeiTpaBuauH-HRP). 3arem mobasmsumm cydbcTpaT Ha OCHOBE
JIFOMIHOJIA CO CHEIM(UIHOCTHIO K TEPOKCHIa3e, YTOOBI MOIy4aTh MHTEHCHBHOCTh CHT'HAJA, KOTOpas MPOIop-
[IHOHAJIbHA KOHIICHTPALUHU 00IIero 3axBadeHHOro aHtutena npotuB C5. M3MepeHns KamOpOBOYHBIX CTaHAAP-
TOB B OTHOCHTENBHBIX cBeTOBHIX equuunax (RLU) n cooTBeTcTByIOIMME UM HOMUHAJIbHBIE KOHIICHTPAIMU arl-
MPOKCUMHPOBAJIH C UCTIOJIb30BaHHEM B3BEILIECHHOTO 4-IIapaMeTPHYECKOT0 JJOTUCTHYECKOTO YPaBHEHHUS IS TOTO,
YTOOBI CO3/1aBaTh KaJIMOPOBOYHOE ypaBHEHHE, KOTOPOE OIHCHIBAET 3aBUCUMOCTH KOHIICHTPAIIMU aHTHUTEJ TPO-
tuB C5 m oTBeTa B aHanuse. HwkHuit npenen kommuectsennoro onpenenenns (LLOQ) cocrasmsun 1,56 Hr/min B
ananmze (2% ChIBOPOTKA 00€3bsIHBI) M 78 HI/MII B UUCTOW CHIBOPOTKE 00E3bsTHBI.

Onpenenenue PK napamerpos.

PK mapameTpsl onpeaesiii mocpencTBoOM HekoMmapTMeHTHOTo aHanm3a (NCA) ¢ HCITOJIb30BaHHEM IPO-
rpammHoOro obecredeHus Phoenix®WinNonlin® (Bepcus 6.4, Certara, L.P.) u moxenu IV GomtocHOTO 103UpO-
BaHUSL.

Bce PK mapameTpsl moy4anu U3 COOTBETCTBYIOLIMX CPEIHUX 3HAUCHHUI KOHIIEHTPALUM, B TOM YHCJIE Ha-
0JIr0TaeMOi MaKCUMaITbHOM KOHIIEHTpauu B CHIBOPOTKE (Cax), BpEMEHU HaOMIOAaeMONW MTUKOBOW KOHIIEHTpA-
AU (tyax) W HAOIIOMAEMOTO OIEHOYHOTO BpeMeHU MomyXu3Hh (T),). Jia KaKaoro aHTUTENa IUTOIIAIb IO
KPUBOM 3aBUCUMOCTH KOHIICHTPAIIUU OT BPEMEHH BILIOTH JI0 MOCieHei m3mepseMoit koHnenTpanu (AUC ) u
9KCTPAIOIMPOBAHHYIO OT HYJIEBOTO MOMEHTa BpeMeHH 10 6eckoHeuHOCTH (AUC;,r) onpeaensiii ¢ NCIoJIb30Ba-
HHEM IIpaBuIIa JIMHEHHBIX TPaIelni ¢ IMHEHHOH HHTEPIOJIINeH 1 pAaBHOMEPHBIMH BECAMHU.

PD ananu3 nmocpencTBOM aHaNIN3a reMoJIi3a ex Vivo.

dapmakoIMHAMHUKY BBEIOpAaHHBIX aHTHTEN NMPOoTHB C5 aHANINM3MUPOBAIM C UCIIOIH30BAHHEM aHAIM30B KJIAC-
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CHYECKOT0 MYTH U aIbTEPHATUBHOTO ITyTH FEeMOJIN3a €X ViVo.

AHanm3 KJIaCCHYECKOTo IIyTH T'eMojM3a: KpacHble KieTkn KpoBu oBubl (SRBC) mpombiBamm B Oydepe
GVB++ (kematun-eponanossiit 6ydep ¢ CaCl, 1 MgCl,) (Boston BioProducts) u pecycnenaupoamm mo 1x10°
kneTox/mir. YroGsl cencnbmmmsnposats SRBC, Beero 1x10° SRBC/MII cMeIIMBAIM ¢ PaBHBIM 00BEMOM pa3Be-
nenHoro 1:50 remonm3uH Kposmka npotus oBHbI (1,5 mr/mir) npu 37°C B Teuenue 20 muH. CeHCHOMIM3UPOBaH-
mpie SRBC passomumn 10 2x10° knerox/mn B 6ydepe GVB++ mepen MCHONB30BAHHEM B AHANM3E TEMOIIH3A.
KpoBb y siBAaHCKHX MaKakOB Opanu mepen qo3upoBaHueM U depe3 S muH, 4 u 8 uwu 1, 2,3, 5,7, 10, 14, 18, 21,
28, 35, 42, 49, 56, 63 u 70 cyrok mocne no3sl s PD ananmza. ChIBOPOTKY MONMyYasld M 3aMOPAYKUBAIH JIO
JaIBHEHIeT0 MCIoNb30BaHusA. B cyTkm aHamm3a cbiBOpoTKy Cynomolgus m3 COOTBETCTBYIOIIMX MOMEHTOB
BpeMmeHHu pazBoawin 10 10% B O6ydepe GVB++. Kpyriononnsie 96-1yHOUHbIE IUIAHIIETH MCTIONB30BAIN IS
TOTr0, UTOOBI M3MEPATH EMOIHTHUECKYIO aKTHBHOCTB. Bcero 100 Min cencuGmmsuposanusix SRBC (2x10°
KJICTOK/MJI) BBICEBaNH B 96-myHOUHBIN TumanmeT npu 37°C, mocie gero cienosaio nodasnerne 100 mxm 10%
CBIBOPOTKH SIBAHCKOTO MaKaKa M3 COOTBETCTBYIOUINX MOMEHTOB BpeMeHH. SRBC MArko mepeMemmBaid U MH-
kyoupoBanm nipu 37°C B teuenue 10 muH. [To McTeueHNM BpeMeHN MHKYOAIIMU KJIETKH MEHTPU(YTrUpoOBaI Ha
1250xg ipu 4°C. Beero 100 Mk cynepHaTaHTa IEPEHOCHIIN B CBEXKUI 96 MIIOCKOAOHHBIN IUIAHIIET U CIUTHIBA-
mu 1ipu 412 HM Ha CUMTHIBAaTEJIe MUKPOIUIAHIIETOB Spectramax. [ eMONUTHIeCKy 0 aKTUBHOCTD BBIYHCIISUIN TIPH
KOHEYHOH KOHIIEHTpauuu ChIBOPOTKH 5%. IIpOIeHT remMonm3a BBMHMCISIM C WCIIOJIb30BaHMEM 3HAUYEHHH II0-
TJIOLIEHUSI U CIEAYIOIIETO YPaBHEHHS:

% remonmn3a =100x (3KCTIEpUMEHTAIBHBIN JTU3UC KIETOK - (POHOBBIN JIN3KC KJIETOK)/(MaKCUMAaIbHBIN JTH-
3HC KJICTOK - ()OHOBBIH JIM3HC KIETOK).

B sToMm ypaBuenun "¢honoBbIi nm3uc kinetok" npencrasnser coboir OD npu A412 um anst SRBC, xoropsle
MHKyOuposamu B 0ydepe GVB++, Tosbko HE cofeprkaleM CHIBOPOTKY. "MaKCHMaIbHBIN JIM3KC KIETOK" Tpel-
crasister codoir OD mpu A412 um uit SRBC, xoropsle 0O6pabartsiBany BoJoi. Pe3ynbTaThl, BRIpa)kKeHHBIE B BU-
e % remMoim3a, aHAJTU3UPOBANIM C MCIOJIB30BAHNEM HEIMHEHHOH perpeccun (4-mapaMeTpHyecKOl JIOTHCTHYE-
CKOH) U mporpamMmHoro obecneuenus Prism 5 (GraphPad) mis momydenus 3Hadenuii 1Csy.JlanHbie ipeacTaniie-
HBI B BUJI€ CPETHETOTCTaHIapTHAsl OIINOKA CPEIHETO.

AHanu3 aabTepHATUBHOTO MYTH TeMOJIM3a: JKEeJIaeMOoe YHCII0 KPACHBIX KieTok KpoBu Kpoiuka (RbRBC)
npomeiBamu B 6ydepe GVB-Mg” /EGTA u pecycrenmuposamu mo 2x10° kmerox/min. KpoBb y SBaHCKHX MaKa-
KOB Opainu mepes 1o3upoBaHueM U uepe3 S mud, 4u 8uwu 1,2, 3,5, 7, 10, 14, 18, 21, 28, 35, 42 u 49 cyrok no-
cie 1036l st PD ananmza. ChIBOPOTKY MOMyYaId W 3aMOPaKUBAJIH JI0 JalbHEHIIIero ucnoap3oBanus. Kpyrio-
JOHHBIE 90-TyHOYHBIC IIIAHIIETHI HCIIONB30BAIN VIS TOTO, YTOOBI M3MEPATH T'€MOJUTHYECKYIO aKTHBHOCTD.
Bcero 100 i1 RbRBC (2x10° kinerox/min) BeiceBay B 96-myHouHbIil mianmet npu 37°C, Mocie Yero cieaoBa-
5o nob6asnerne 100 mxir 10% CHIBOPOTKH SIBAaHCKOTO MaKaka M3 COOTBETCTBYIOIIMX MOMEHTOB BPEMEHH, Iepe-
yucineHHbIX Bbie. RbRBC Msirko nepementuBany 1 nHKyouposanu mpu 37°C B Teuenne 60 mun. [To ncreuennn
BpEMEHHN MHKYOaIuu, KieTku neHTpudyrupoBasm Ha 1250xg mpu 4°C. Beero 100 Mk cynepHaTaHTa MmepeHo-
CHJIM B CBEXHM 96 TIIOCKOAOHHBIN IJIAHIIET, KOTOPBIM CUUTHIBANIU IpH 412 HM Ha CUUTHIBATENIE MUKPOILIAHILIE-
TOB Spectramax. [ eMoIMTHYECKyI0 aKTHBHOCTb BBIYMCIISUIM JUII KOHEYHOW KOHIICHTPAIMU B CHIBOPOTKE 5% U
BBIP@XXaJHM B BHIE MPOLEHTHOI nosm ot obmero remonu3a RBC ¢ ncronszoBanmem Boabl. [IporeHT remonmsa
BBIYHCIISUIA KaK ONHMCAHO BBIIIE.

Pesynbratsl.

BriOpannsie antutena npotuB C5 (nepeyncieHo B Tabu. 1) TeCTHpOBaiy B HAYaIbHBIX SKCIIEPUMEHTaX Ha
MIPOJIOHTUPOBAHHBIE (PapMaKOKWHETHYECKUE MPo(uian y sBaHCKOro Makaka M C5-ryMaHM3MPOBAHHBIX MBIIICH
(ommcano B mpumepe 10). H4H12166P m H4H12161P otbupanu B kauecTBe 00JIaJarONINX BRICOKOH adGUHHO-
CTBIO B COYETaHHH ¢ IposioHrupoBanHo PK U mcmonp30Bany B MOCIEAYIONINX HKCIEPHIMEHTaX B HACTOSIIEM
OTIICAHWUHU C OOBEKTOM CpaBHEHHS | M 0OBEKTOM CpaBHEHHS 2.

SIBaHcKkMM MakakaMm BBogwiIH onHy 15 mr/kr IV 6omocuyro no3y H4H12166P, H4H12161P nnmm o6bexra
cpaBHeHust 2. KoHIEHTpauu BCeX aHTUTEN B CHIBOPOTKE M INPOIEHT aKTHBHOCTH Kiaccudeckoro mytu (CP)
TeMOJIM3a ONpeesuid B 19 MOMEHTOB BpeMeHH B TeueHue 70-CyTOYHOTO NMPIKMU3HEHHOTO Iepruosa. AlbTepHa-
TUBHBIH TyTh (AP) remonusa onpenesnsiii B 17 MOMEHTOB BpeMeHH B TedeHHe 50-CyTOYHOro NPHKU3HEHHOTO
neprosa. B Tabn. 23 cBeneHsl cpeHne KOHIIEHTPAUU aHTHTEI s BeeX 3 anTutel. [Ipodunu cpeqaux odmmx
KOHIICHTPAIMH aHTUTEN B 3aBUCHMOCTH OT BpeMeHH NpuBeeHb! Ha ¢ur. 2. Cpennue napamerpsl PK onmcans! B
Tabm. 24.
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Tabmuna 23
Cpennne koHueHTpanuu obmero IgG B CHIBOPOTKE NOcIe OAHON 15 MI/KT BHYTPUBEHHON MHBEKIINH BHIOpaH-

HBIX aHTHUTCII IIPOTUB C5 caMIiaM sIBaHCKOT'O MaKaka

Bpewms (vacel nocne 1o3bl) | Ne | Konuentpauusi Ab B ceiBopoTke (MKr/Min) cpennee + SD
H4H12166P H4HI12161P O0BEKT cpaBHEHUS 2
0 4 | BLQ BLQ BLQ
0,083 4 | 445+30 456 £26,2 459 £55,2
4 4 |328+27 360 £282 36314338
8 4 |353+299 316 £21,5 357+ 16,1
24 4 |282+436 276 £32,4 248 £ 19,6
48 4 |225+152 221£21,5 212+£19,3
72 4 |180+15,0 181 +£17.2 196 +36,2
120 4 1194+209 162 £ 10,7 179+233
168 4 1171+299 132£17,0 157+ 18,4
240 4 | 157+12,7 96,1 £17,3 114+ 13,0
336 4 1120+10,2 49,3 +18,7 67,9 £25.8
432 4 1105+139 246+ 11,8 42,6+ 15,9
504 4 192,2+10,6 13,8+9,95 28,6 +13,1
672 4 1751+£15,8 6,16 £2,40 10,9 £6,25
840 3 159,6+4,79 2,44+ 0,85 4,45 +2,63
1008 3 143,3£2,89 1,16 £0,52 2,17 £1,58
1176 3 |30,6+1,42 0,57 £0,25 1,29+ 1,16
1344 3 1259+3,74 0,315£0,16 0,492 £ 0,49
1512 3 [182+241 0,17 +0,08 0,270 + 0,27
1680 3 | 11,5+£1,51 0,079 £0,07 0,123 £0,15

Bpewms - BpeMst B yacax mociie UHBEKIIUN OOHON 103bl; SD - cTanmapTHOe oTKJIoOHeHue; BLQ - Hmke mpe-
Jienia KOJIMYECTBEHHOTO OTIPEICICHNUSI.

ITocne IV BBeaeHmst 60r0Ca ONIPENEISUTA XapaKTePUCTHKHU TPOGHIIel 3aBUCIMOCTH KOHIICHTPAITUH O0IIHX
IgG ot Bpemenu myist H4H12166P, H4H12161P u o6bekTa cpaBHEHHS 2 ¢ TIOMOIIBIO HA9aIbHONW KOPOTKOH (a3l
pacripeneneHusl, Iociie KOTOPOH cieayeT onHa ¢a3a ANMUMUHIMN HA BCEM MPOTSHKEHUH MPIKU3HEHHOTO MEPHO-
na. [TukoBeie koHeHTpanun H4H12166P, H4H12161P u oO0bekTa cpaBHEHUs 2 XOPOIIO MOJIaBaINCh CpaBHE-
HUIO, TIOCKOJIBKY COOTBETCTBYIOIINE 3HAUCHUS Cpay/TO3BI CPEIM BCEX AHTUTEI HaXOMIIKCH B TIpeaenax 1,1 pasa
(29,7, 30,4 u 30,6 [(Mkr/mi)/(Mr/kr)], COOTBETCTBEHHO) (Tabm. 24).
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Tabmuua 24
Cpennue (papMaKOKHHETHYCCKUE MapaMEeTPhI I KOHIEHTparui o01mux [gG B CBIBOPOTKE MOCIIE OJJHOM BHYT-
PUBEHHOW WHBEKITUN BBRIOPAHHBIX aHTUTEN MPoTUB C5 15 MI/Kr camIiiaMm siBAHCKOTO Makaka

ITapamerp H4H12166P H4H12161P OOBeKT CpaBHEHHS 2
15 mr/xr IV (n=4)
Cpeanee SD Cpeanee SD Cpeanee SD
Cnax (MKT/MIT) 445 30,0 456 26,2 459 55,2
Cmax/no3a (MKr/mM)/(Mr/kr) 29,7 2,00 30,4 1,75 30,6 3,68
Co (MKr/MmiI) 448 30,5 458 26,6 461 55,6
tmax (MACHI) 0,083 0 0,083 0 0,083 0
AUC 5 CYTKHX(MKI/MIT) 5080 1040 2350 357 2810 470
AUC/n03a cyTkux | 339 69.3 157 23,8 187 313
(MKT/MIT)/(MT/KT)
AUC; CyTKEX (MKI/MIT) 5550 671 2350 356 2810 470
AUC,,¢/no3a cytkux | 370 44,7 157 23,7 188 314
(MKT/MT)/(MI/KT)
CL (Ma/4/kr) 0,114 0,0143 0,270 0,0411 0,228 0,0425
Vs (MIT/KT) 60,4 4,85 44,0 434 453 3,06
G (CyTKH) 15,6 1,43 5,50 2,45 5,91 1,13

IV - BHYyTpHBEHHO; N - YNCIO KUBOTHBIX; Cpnax - MHKOBas KoHIEeHTpanus; Cy - HagaabHasi KOHIIEHTPAITHs,
omnpenenseMas IOCPEACTBOM IKCTPANOIALNH; t,y - BpeMst 10 Cyy; AUC -momaas noa KpuBOH KOHLIEHTpALHH-
BpemeHH; AUC,, - AUC, BbIYHCIIEHHas! OT HYJIEBOTO MOMEHTA BPEMEHHU 10 BPEMEHHU MOCeIHEN MONTO0KUTENb-
Ho# koHneHTpaunu; AUC;,s - AUC oT HyneBoro MOMeHTa BpEMEHH M IKCTPAIIOIMPOBaHHAs 10 OECKOHEYHOCTH;
CL - o0mwuii KIupeHc oprannsma; Vg - 00beM pactpeesieHnst B YCTOHYMBOM COCTOSIHUM; ty/; - BpEMs OTYKU3-
Hu; SD - cTaHAapTHOE OTKIOHEHHE.

Note: ty.x BEIpAXKAIOT B HOMHHAJIBHBIX Yacax.

Onenka npoduiei KOHIEHTpausa-BpeMs mokasbiBana, uro H4H12166P neMOHCTpHUpPOBAIO caMylo MeJ-
JICHHYIO SJIMMHHIMIO C KOHEYHBIMH KOHLIEHTPALMSIMU aHTHTeN >10 MKr/Mia go cytok 71 uccnenoBanus. Kune-
tika y H4H12161P n o6bexTa cpaBHeHHs 2 ObLIa CX0XeH; 00a TeMOHCTPUPOBAIN 0oiee OBICTPYIO DITMMHHIIHIO,
yem H4H12166P, ¢ xonnenTpanusamu mAb>10 MKr/mi k cytkam 22 u 29, COOTBETCTBEHHO.

CrnenoBarenbHO, HOpMaau3oBaHHbIE TIO0 1o3e skcnosunmu (AUC,q/mo3a) nmokassiBamu, uro H4H12166P
MMEJI0 caMylo BBICOKYIO Kkcno3uimio 339 cyrok x (Mkr/mui)/(mr/kr), Torna kak H4H12161P u o0bexr cpaBHe-
HUS 2 WMEJH MPUOIM3UTEIBHO B 2 pa3a MEHBIIYIO dKCIO3UIHI0, 157 u 187 cyTok X (MKr/Mir)/(MI/KT), COOTBET-
crtBenHo, yeM H4H12166P.

Bpewms momyxu3nn antutena (ti,), BEIUACIEHHOE BO BpeMs (has3bl SIMMUHITNH, HAXOIWIOCH B JIHANa30HE
oT 5,5 mo 15,6 cyTok cpemu TpyIi 103 U TakKe KopperupoBaio ¢ skcno3uiuei, rae H4H12166P umeno, cooT-
BETCTBEHHO, CaMO€ BBICOKOE t;,, 15,6 cyTok, Torna kak H4H12161P u 00beKT cpaBHEHUS 2 UMENH 3HAYCHHUS t)/)
5,51 5,9 cyTOK, COOTBETCTBEHHO.

dapmakonornueckue 3pdexts! anturen npotuB CS5 13 00pa3oOB CHIBOPOTKU SIBAHCKOTO MaKaka OIpejie-
JSUTH €X VIVO MOCPEACTBOM TeMOJIN3a 10 KilaccuieckoMy myTH komiuieMeHTa (CP) ¢ ucnosnp3oBanneM ceHcnOu-
JM3UPOBAHHBIX KPAacHBIX KJIETOK KpoBH oBIBI (SRBC) u anbrepHarnBHOro mytd (AP) remonusa KpacHbBIX Kie-
ToK KpoBH kpoiuka (RbRBC). MHrubmpoBanue reMoNInTHIECKOH aKTHBHOCTH BBIYHMCIISIIN JJIsI KOHEYHOW KOH-
LEHTPAIMU B CHIBOPOTKE 5% M BBIpaXKaJH B BUJE NPOLEHTHOH 10iH obmero remonnsa RBC ¢ ucnosnp3oBannem
BOABI. B Tabm. 25 cBesieHa aKTUBHOCTD 3 aHTUTEIN €X ViVo, KaK ONPEIEIISIOT 110 CPEeTHEMY TIPOIEHTY TeMOJIH3a.

-57-



048201

Tabnuma 25
[IporeHT aKTHBHOCTH TeMOITU3a TI0 KITACCHYECKOMY H aTbTEPHATHBHOMY ITYTH
€X ViVo 711 BBIOpaHHBIX aHTUTEN PoTuB C5

Bpems | No | % ximaccuyeckoro mHyTH TreMoim3a B | % aJbTEPHATHBHOIO IIyTH IEMOJH3Ad B CHIBOPOTKE

(4acsl ceiBopotke  Cynomolgus, 10 wmmH, | Cynomolgus, 60 muH, cpensee = SEM

nocie cpeauee = SEM

J03B1) H4H121 | H4H12161P 00BEKT H4H12166P H4HI12161P OOBEKT CPABHCHHSA
66P CpaBHEHHUSA 2

2

0 4 91,34 + | He 8436 £ |7344£1726 |64,90£19,51 | 55,77+10,82
7.6 TECTHPOBAIH 20,28

0,083 4 35+1,4 | He 6,6+6,5 5,53+1,98 5,90 £3,92 3,83+£3,93

TECTHPOBAH

4 4 [235 +|He 316+22 | 7.43+254 6,53 +2.7 530+ 2,80
1,06 TECTHPOBATH

8 4 [155 +|He 1,25+021 | 3,53 +0,91 470 £2,77 1,98 0,83
0,21 TECTHPOBATH

24 4 |77 <+|He 455+205 | 1340+2.77 | 4.68+1.89 4,65+235
6,08 TECTHPOBAH

48 4 285 + | He 26107 5,53 £2,40 7,68 £522 2,28 £ 0,67
2,19 TECTHPOBAIH

72 4 09 +|He 1,3+028 | 7,95+3.36 5,95+2.23 1,45+0,33
0,42 TECTUPOBAIIH

120 4 1,75 + | He 1,3+0,14 | 16,38 £6,91 7,60 1,94 1,68 £ 0,22
0,07 TECTUPOBAIIH

168 4 1,6 +|He 1,4+056 | 21,28 +8.24 10,75 £2,27 2,15£0,19
1,13 TECTHPOBAH

240 4 [1+0.14 | He 37+2383 |[1918+1020 |13,53+7,17 | 14,20 +16.73

TECTHPOBATH

336 4 [255 +|He 3785+53 [ 21,10+755 | 50,58 +12,91 | 65,60 2604
2,05 TECTHPOBATH

432 4 1,35 + | He 105,25 | 15,20+10,86 | 59,75 £12,65 | 54,55+19,11
0,91 TECTHPOBATH 3.3

504 4 [355 +|He 107,1  +33,15+880 |[8855+2463 |8563+2748
2,05 TECTHPOBAIH 438

672 4 22 +|He 88,9 +|7525+£18,30 | 88,55+£8,53 91,58 £ 18,55
0,56 TECTUPOBAIIH 23,05

840 3 3,075 + | He 105,37 £ | 46,65 +5,30 92,33 £5,16 91,85+2,33
2,70 TECTUPOBAIH 53,4

1008 3 155 +|He 108,85 £ | 58,60 +£ 9,48 92,45 +£6,27 92,30 £2,69
26,6 TECTUPOBAIU 2,35

1176 3 5833 + | He 113,85 £ 72,95+5.87 104,90 £ 3,5 101,90 £ 0,42
39,55 TCCTHPOBAIH 2,62

1344 3 71,55 + | He 1103 + | He He He TectupoBamn
43,02 TCCTHPOBAIH 1,98 TCCTHPOBATIH TCCTHPOBAIIH

1512 3 91,375+ | He 1106 £ | He He He tectuposanu
29,7 TecTHpOBAIA | (0,85 TECTHPOBANH | TECTHPOBAJTH

1680 3 112,22 + | He 112,15 =+ | He He He TectupoBamu
4,06 TCCTHPOBAJIH 0,5 TCCTHPOBAIH TCCTUPOBATIH
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Bpewms - Bpems B 9acax mociie MHbEKIUU OHOU 03b1; SEM - cranmaprtHas ommbka cpenHero; BLQ - Hu-
JKe TpeJienia KoIn4ecTBeHHoro onpeeneHus; NC - He BBIYHCIISIIH.

Kaxk mokasano B ta0im. 25 u Ha ¢ur. 2, PD a¢dextsr uzmepsiin ¢ momomsto CP koMrmemenTa (MHKyOaIus
10 mun) x cytkam 70. H4H12166P Groxuposaio 6osbire ueM 95% CP remonuTHdecKoif aKTHBHOCTH JI0 CYTOK
35. AKTHBHOCTH BO3BpaIajach K MaKCUMaJIbHBIM YPOBHSAM I'eMOJM3a 10 HccienoBaHus k cytkam 70. OObekT
cpaBHEeHH 2 OoKHpoBain mpuOIM3uTeNnsHO 95% CP reMonuTHYeCKOd aKTUBHOCTH A0 CYTOK 10, M aKTUBHOCTH
OBICTPO BO3BpaIIaiaCh K MAKCHMAIILHBIM YPOBHSAM IeMOJII3a JI0 UCCIETOBAaHMA K CyTKaM 18.

PD s dexTs! Takke n3MepsuTH MOCPEACTBOM aHamu3a remomu3a mo AP mytu komruieMenTa (wHKyOarus 60
MHH) 110 cyTok 49. Kak nokazano B Tabu. 25 n Ha ¢wur. 3, H4H12166P 6noxuposano 80% obmieit AP remonutu-
YeCKOW aKTUBHOCTH JI0 CYTOK 18, M aKTHBHOCTB BO3Bpaliajach K MAaKCHMaJIEHOMY YPOBHIO TeMOJIH3a JI0 Uccie-
noBauus k cytkam 50. H4H1216P u o6bext cpaBrenus 2 6mokupoBanu 90% AP remonuTniyeckol akTHBHOCTH
JI0 CYTOK 7, M aKTUBHOCTh BO3BPAIIaJach K MAaKCUMAJILHBIM YPOBHSIM I'€éMOJIN3a JI0 UCCIIeJOBaHMS K CyTKaM 21.

[Mpumep 11: onpenenenne xapaxkrepuctuk PK/PD mis anturen nporus CS5 y CS5-ryMaHn3upOBaHHBIX MBbI-
mei.

B aT0ii rpynme 3xkcniepuMeHToB (hapMaKOKHHETHKY U (hapMaKOJAMHAMUKY BBIOpaHHBIX aHTUTEN nmpoTtuB C5
OIICHUBAJIM y MBIIIEH, TYMaHU3HUPOBAHHBIX JJISI TOTO, YTOOBI AKCIpeccHpoBaTh Oemok C5 deroBeka ¢ MCIOJIBb30-
BaHMeM TexHojoruu Velocigene® (Valenzuela et al 2003, Nat. Biotechnol. 21: 652-659). Co3naBanu rymann3u-
POBaHHBIX MBIIIEH ¢ 3aMeHO# 3k30HOB 2-41 rena C5 MpImm Ha 5k30HBI 2-42 reHa C5 denoBeka (pacKpbiTO B
myonukaiuu narenatHoi 3assku CIIA 2015/0313194, BiIrodeHHOH B HACTOSIIEE OMMCAHKUE B MTOJTHOM 00beMe).

O6mume ypoBHH IUpKyIupytomero C5 denoBeka onpenesiiy ¢ ucrnonb3oBanreM Human Complement C5
ELISA (Abcam, Ne o xatasiory ab125963), KOTOPBIi OCYIIECTBISUIA B COOTBETCTBHUH C PEKOMEHIALNSIMH TPO-
W3BOJHUTEIIS.

OmnpenencHre 00IIEro YPOBHS JICKAPCTBEHHOTO CPEACTBA B CHIBOPOTKE ¢ moMoIbio ELISA.

Konnenrparmn nupKynupyromux antures npotus C5, kak cBs3aHHbIX ¢ C5, Tak ¥ HE CBSI3aHHBIX, Olpe/ie-
JISUTH TIO aHAJTHM3 OOIIMX aHTUTEI YeIOBeKa ¢ ucronp3oBanuem ELISA.

B kpaTkoM U31105KeHNH, NOJIUKIOHAIBHOE aHTUTENO K03bI poTHB IgG yenoseka 1 mxr/mi B PBS nmmo6u-
JHM30BaJM Ha 96-TyHOUHBIX IIAHIIETaX B TEYCHWE HOYM; IUIAHIIETHI TIPOMBIBAIN VIS TOTO, YTOOBI yIaNsATh HE
cBs3aHHbIN 1gG 1 3aTem O6iokupoBany ¢ ucnoib3oBanueM 5% BSA. CepuitHple pazBenenns oOpas3moB CHIBOPOT-
KM, conepikarieil anturena npotuB C5, (6 Touek) W 3TaJoOHHBIE cTaHAAPTHI (12 TOYEK) /T COOTBETCTBYIOIIMX
AQHTHTEN TEPCHOCHUIIN B TUIAHIIETHI, MOKPHITEIe NpoTuB IgG 4yemoBeka, W MHKYOMPOBAIM B TCUCHHE OIHOTO H.
3aTreM CBS3aHHBIC C IUTAHIIETOM aHTUTeNa MpoTHB C5 OO0HApPYKMBATW C WCIONB30BAHHUEM MOJHKIOHAIHLHOTO
aHTHTeNa KOo3bl mpoTuB IgG 4enmoBeka, KOHBIOTHPOBAHHOTO C IEPOKCHAA30H XpeHa. [ImaHmeTsl mposBIsIN C
ucnonb3oBaHueM cyoctpata TMB B cOOTBETCTBHH C peKOMEHIOBAHHBIM IMPOTOKOJIOM ITPOU3BOIUTENS, I CUTHA-
761 ontrdeckor mioTHoctH (OD) mpu 450 HM perucTpUpoBaIy C UCIIOJIB30BAaHMEM CUUTHIBATEINS IUIAHIIETOB
Perkin Elmer Victor X4 Multimode. Konuenrpauuu antuten npotus C5 B CBIBOPOTKE BBIYMCIISUTM HA OCHOBE
KaINOPOBOYHOM KPUBOI ITalOHHBIX CTaHAAPTOB, CO3JAaHHOW C HMCIOJIB30BAaHUEM IPOTPAMMHOTO OOECIIeYEeHHS
GraphPad Prism.

Onpenenenue PK napamerpos.

PK mapameTrpsl onpeaensuin ¢ HCIOJIb30BaHHEeM HekommnaptMeHTHoro aHammza (NCA) m mporpaMMHOTO
o6ecrieuennst Phoenix®WinNonlin® (Bepcunm 6.3, Certara, L.P.) u Mozens BHecocyaucToro nosuposanus. Hc-
TOJIB3YSI COOTBETCTBYIOIINE CPEIHME 3HAYCHUS KOHIEHTPAIM UII Kakaoro aHTturena, Bce PK mapamerpsl, B
TOM YHCIle HabIro/aeMoe OIEHOYHOE BpeMsl MONYKH3HHU (t),) M IUIOMIans MOJ KPHUBOH 3aBHCUMOCTH KOHIICH-
TpaIyu OT BPEMEHH BILIOTH JI0 TIocheanel namepsieMoit kormnenTpanun (AUC ), OTIPEAeIIsi ¢ UCTIOIh30BaHH-
€M IpaBUJia JUHEHHBIX Tpanenui ¢ JMHEHHON UHTEPIOS e U pABHOMEPHBIMU BECAMH.

PD ananu3 nocpeacTBOM aHaIu3a reMoJn3a.

dapmakoIMHAMHKY [UIsl BRIOPaHHBIX aHTHTEN NPOTHB C5 ONpenessuii ¢ NCIONIb30BaHUEM aHAIN3a TeMO-
JM3a 10 KJIaCCHYecKOoMy ITyTH KomiuiemeHTta. KpacHble kietkn kpoBu oBubl (SRBC) (KpoBb OBIEI B pacTBOpe
Onceepa) mpombiBasin B Oydepe GVB++ (xenarun-Beponanoseiii Oydep ¢ CaCl, m MgCl,) (Boston
BioProducts) i pecycnenamposam mo 1x10° kmerox/mi. st cercubummsammn 1x10° SRBC/Mi cMemmBany ¢
paBHBIM 00BeMOM pasBeneHHOro 1:50 remMonm3nHa Kposimka npotus oBubl (1,5 mr/mi) mpu 37°C B Teuenne 20
muH. CencnGummsuposanneie SRBC passoanmn 10 2x10° kinerox/mi B GVB++ mepel HCIONB30BaHIEM B aHa-
mi3e remosiu3a. OOpasibl CHIBOPOTOK OT IMOJYYABIIMX IMPEIBAPUTENBHBIC 03Bl KMBOTHBIX HIIM T'yMaHH3HPO-
BaHHBIX C5 MbIIIel, KOTOPBIM J03UpoBaiIX aHTHTena npotuB C5, koTopelie Opanu B cytku 10, 20, 30, 40 u 50
nocsie 103b1, pasBomimi 10 20% B Gydepe GVB++. Beero 100 Mk cencubmmmsnposannsix SRBC (2x10° krre-
TOK/MJI) BBICEBAJIM B 96-TyHOUHBIE KPYIJIOAOHHBIE IUaHIETH rnpu 37°C, mocie 4ero cienoBayo no0aBlieHHE
100 mMxn 20% CBHIBOPOTKH, B KOTOpyto noOasisumi 160-180 mkr/mn Oenka 3 komruiementa uenoseka (huC3).
Kitetkn Msrko nepeMermnmuBanu 1 nakyoupoBamu rpu 37°C B Teuenue 1 4. [locie mHKyOauy KIETKH IEHTPUDY-
rupoBanu Ha 1250xg mpu 4°C. Beero 100 MK cynepHaTaHTa NEPEHOCWIN B CBEXHMH 96 MIOCKOIOHHBINA IIaH-
IIeT W CYUTHIBAIIN HAa A412 HM B CUUTHIBATENIe MUKPOIUTAHIIIETOB Spectramax. [IporieHT reMoin3a BEIYUCIISIITN C
WCIIOJIb30BaHUEM 3HAYCHUH MOTIIOMICHUS U CIEAYIONIETO YPAaBHEHHUS:

% remonm3za =100x (3KCHepUMEHTAIBHBIN JIM3HC KIETOK - (POHOBBIHA JM3UC KIIETOK)/(MaKcHMaJbHBIH JIU-
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3HC KJICTOK - ()OHOBBIH JIM3HC KIETOK).

B sTom ypaBHennu "(onoBbIH nH3HC KiIeTok" npeactasisier coboit OD npu A412 um ot SRBC, xoTtopsie
nHKyOoupoBam B 0ydpepe GVB-++, Tonbpko He comepkamieM CHIBOPOTKY. "MakcuMabHBIN JTU3HUC KIETOK" Tpel-
craisier cooort OD mpu A412 am ot SRBC, kotopbie oOpabdaTeiBaii BoAoH. Pe3ynbTaThl, BEIpa)kKeHHBIE B BUIIE
% remMoim3a, aHAIM3UPOBAIH C MCIIONF30BAaHUEM HEIMHEHHOHN perpeccun (4-mapaMeTpuieckas JIOTUCTHIECKAs)
B mporpamMmmMHOM obOecrieuenuu Prism 6 (GraphPad) mms monmyduenus 3nauenuit 1Csy. JlaHHBIC MpeacTaBieHbI B
BUJI€ CPEIHErO+CTaHIapTHAs OMNOKa CPETHETO.

DkcniepuMeHT 1.

B sToM skcniepumenTe papMakOKMHETHKY M (papMakoIMHAMHKY oOpasioBoro antutena H4H12166P oue-
HHUBAJIH B CPAaBHEHHU C OOBEKTOM CpaBHEHHsS | M OOBEKTOM CpaBHEHHS 2 y TyMaHM3HPOBaHHBIX C5 MbIIIei.
Oo6mme ypoBHH mupkysupyromero CS5 denoBeka onpeaensu ¢ ucrnons3oBanneM Human Complement C5 ELI-
SA (Abcam, Ne o xaranory ab125963), KOTOpBI OCYIIECTBISUTH B COOTBETCTBUH C PEKOMEHIAUSIMH IPOHU3BO-
gutens. Ompenensyuy, 4YTO YyCpeAHEHHble KoHIeHTpauuu C5 uyenoBeka y Mblmed cocTtaBisitoT 39,73
MKr/Mt17,82 Mkr/mi. imeno mecto pasnmaue Mexay cammamu (55,4+1,7 Mxr/mn, n=47) u camkamu (24,7+0,6
MKT/MIT, n=49) MBIIICH.

[lepen mo3mpoBaHNWEM aHTUTEIN CAMIIOB M CAMOK T'yMaHM3UPOBaHHBIX C5 MbImeil cTpaTnuInpoBaIn B Co-
OTBETCTBHH ¢ YpoBHIMH C5 denmoBeka, KOTOpPbIE YCpemHeHHO cocTaBsuid 40 MKr/mit. JIJis KakIoTro aHTHTENa
npotuB C5, xoropTel u3 22 MbImei momydanu onny mosy H4H12166P, obwekta cpaBHeHus 1 wim oObekTa
cpaBHeHMS 2 15 MI/KT TIOCPEICTBOM TOJIKOXKHOM (S.C.) HHBEKIIUU. Y BCEX MBIIICH Opaiii KpoBh Tepe] 10301 U B
cytku 1 mocire nabekuu a1 PK anammsa. Kpome Toro, gepes 10, 20, 30, 40 1 50 cyTok mociie HHBEKITUH TPYII-
Bl U3 4 WM 5 MBIIIEH U3 KaXXA0H KOTOPTHI YMEPIIBISLIN U COOMpaM TEPMUHIIBHBIN 00pasibl kpoBu it PK u
PD ananusa. OOpasis! CHIBOPOTKY B CyTKH 1 IpeacTaBisuin co0oi cpepHee st Bceit KoropTel u3 22 mblmeii. 13
KPOBH TOITy4aly CBIBOPOTKY U 3amMopaxkuBanu ee npu -80°C o aHanusa.

OOmye KOHLUEHTPALMM aHTHUTEIN ONpPENesIM B 7 MOMEHTOB BPEMEHM U IIPOLEHT aKTUBHOCTH T'eMOJIH3a
OTIpeIeNIsIt B 6 MOMEHTOB BpeMeHHU 3a 50-CyTOUHBIM MpUKU3HEHHBIH Nepuoia. Bce KOHUEHTpaluuud aHTUTEN
npotuB C5 cBenensl B Tabi. 26. [Ipodumm cpeaHnx oOmUX KOHIEHTPALMH aHTUTEN B 3aBUCHMOCTH OT BPEMEHH
npuBenieHsl Ha ¢ur. 4. Cpenune PK mapamerps! onmcansr B Tadm. 27.

Tab6muma 26
Cpennue koHIeHTpanuu oomiero IgG B CBIBOPOTKE MOCIIE OTHOM MTOJAKOKHOW HHBEKINK aHTUTeN poTuB C5 15
MT/KT TyMaHH3UpOBaHHBIM C5 MbIIaMm

Bpewms (cytku) | Ne | Konuenrparusi Ab B ChIBOpOTKe (MKI/MIT) cpenHee + SD
H4H12166P OObexT OOBbeKT cpaBHEeHHs 2
cpaBHeHHs 1

1 22 178 £ 22,7 229 +40,7 164 + 24,1

10 4 83,7+£222 102 £229 44 +£24,1

20 5 57,1+26,8 29 +31,3 11,4 £103

30 5 38,1+76 30,1+342 3,6+32

40 4 11,9+5,0 0,4+£0,4 0,5+0,4

50 4% 1934122 0,303 0,3+0,2

Bpewms - BpeMst B yacax Iocijie UHbEKIUU OJHOU J03bl; CYTKH - CYTKM HcciefoBanus; SD - ctanmapTHoOe
otkionenue; SEM - cranmaprtHas ommbOka cpennero; ND - He oOHapyxuBanm; NS - HeT 00pa3noB. *J[1s 00bek-
Ta cpaBHEHUs 2 B cyTKH 50 n=3 u3-3a HEBO3MOKHOCTH aHAIIN3a OJJHOTO 00pa3iia B CHITy TEXHHICCKHX MPOOIIEM.

Tab6muma 27
PK napameTpst
IMapametp EauHuist H4H12166P OOBeKT OObeKT
cpaBHeHUs 1 cpaBHeHUs 2
Konnentpanust | MKI/mi 178 229 164
mADb B cyTku 1
AUC 4 CYTKHXMKI/MII 2801 2708 1418
tin d 113 4,7 7,6

Cax=TiukoBas koHuentpauus; AUC - momans nox kpuBoil konnentpanuu-spemenu; AUC,, - AUC, BbI-
YHUCIICHHAS OT HYJICBOT'O MOMEHTA BPEMECHH WM JI0 BPEMCHH TOCICIHEH IMOJIOKUTEIHHON KOHIEHTparwu;, T/, -
Ha0Jro1aeMoe OLEHOYHOE BPEMSI ITOTyKU3HH.

[Ipodwmmm cpenHel KOHIIEHTPAMK B 3aBUCHMOCTH OT BPEMEHH B CYTKH | MTOKa3BIBAIOT, YTO TPU aHTHTENA
H4H12166P, o6bekT cpaBHeHUs | 1 00BEKT CpaBHEHHUS 2 UMEIN CpaBHUMBIC KOHIICHTPAIIMH B CHIBOPOTKE 178,
229 u 164 mkr/miu, cooTBeTcTBeHHO. OOBEKT cpaBHEHUS | MMeN mpowib SMUMUHITUH, cXoxuit ¢ H4H12166P,
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BILUIOTH /10 cyTok 30, HO B cyTkH 40 u 50 nmeMOHCTpUPOBAN OBICTPOE YBEJIMUCHHE KIMPEHCA MO CPABHEHUIO C
H4H12166P. B cytkn 50 H4H12166P umen ycpeaHeHHYIO KOHIEHTPAIMIO aHTUTEIA B CHIBOPOTKE MPHOIN3HU-
TEJIHHO 9 MKI/MII, TOTJa U KaK 00BEKT cpaBHEHUS | M 00BbEeKT cpaBHeHHS 2 UMend B 30 pa3 CHIDKEHHYIO ycpes-
HEHHYIO KOHIICHTPAIMIO aHTUTeNa B CHIBOPOTKe 0,3 MKI/MI. OOBEKT CpaBHEHHS 2 JEMOHCTPHPOBAT HAUMEHb-
ITYI0 SKCTIO3UIINIO U3 TPEX TECTHPOBAHHBIX aHTHUTEN, C MPHOIM3UTENLHO 2-KpaTHO Oosee Hu3koi AUC, (1408
CYTKH X MKT/Mi1) TIo cpaBHeHmto ¢ H4H12166P (2801 cyTku x MKr/mi) u o0bekTOM cpaBHeHus 1 (2708 cytku
X MKT/MII).

dapmakonorudeckne dpdextsl anturen npotuB C5 H4AH12166P, o0bekra cpaBHeHHs | 1 00beKTa cpaB-
HeHUs 2 u3 o0pas3IoB CHIBOPOTKHA T'yMaHW3UpOBaHHBIX C5 mbimeit ¢ mobasinenneM C3 denoBeka M3MEPSIIH JI0
cyToK 50 ¥ ompenersuii ex vivo 1Mo reMoiu3y ceHcuonmuanpoBanHblx SRBC 1Mo kiraccuieckoMy IyTH KOMILIE-
MenTa (CP). CpenHuii IpOIEHT reMOoJu3a JIs Kaxaoro antureia npotus C5 npuBeneH B Tabir. 28 u nmpoduib
CpEeIHET0o NPOLICHTa FeMOJIN3a B 3aBUCUMOCTH OT BPEMEHH TIPE/ICTaBlIeH Ha ¢ur. 5.

Tabmnuma 28
HpOIIeHT AKTUBHOCTHU I'€MOJIM3a 10 KIIACCUYCCKOMY MTYTU JIsI aHTUTEJ IPOTUB C5 yenoBeka ex vivo
Bpems Ne | % remonuza no knaccuueckomy nytd B 10% cbiBOpoTKe Mbld, 60 MHuH,
(cyTkn) cpennee = SEM
H4H12166P 00BeKT cpaBHEHUA 1 00BEKT CpaBHEHHUS 2
1 22 | NS NS NS
10 4 12,6 £ 7,79 10,39 £2,88 12,06 £9,12
20 5 18,8 + 8,1 21,59+ 17,53 65,08 £ 52,87
30 5 13,76 £10,9 78,98 £40,3 91,67 £ 16,74
40 4 | 41,71+40,7 101,09 £ 4,01 68,99 £ 42,47
50 4* 162,2+56,6 88,99 £ 17,51 105,14 £4,07

Bpewmst - Bpemst B yacax mociie HHbEKIIUH OJHOW J03bI; CYTKHU - CYTKH HccnenoBanust; SEM - cranmaptHas
ommbka cpennero; ND - He oOHapyxuBanm; NS - HeT 00pasIoB.

*Jlnsa oObekTa cpaBHeHUs 2 B cyTkH 50 n=3 u3-3a HEBO3MOXKHOCTH aHAIM3a OJTHOTO 00pasia B CHITy TeX-
Hudeckux npodiieM H4H12166P, o0bekT cpaBHeHUs | W OOBEKT CpaBHEHHUS 2 WHTHOMPOBAIH TEPMHUHIbHYIO
TEeMOJINTHYECKYI0 aKTHBHOCTh KOMIUIEMEHTA, IT0-BUIMMOMY, KOPPEIHPYIOUIYI0 C OSKCIO3WIMSIMH AHTHTEL.
H4H12166P 6nokupoBano 6osbine dem §5% reMONIUTHYECKOW aKTHUBHOCTH 10 cyTOK 30 ¢ BO3BpAIICHHEM aK-
THUBHOCTH K 0a30BBIM YPOBHSIM Iiepen 10301 ¢ cyTkaMm 50. 00beKT cpaBHeHHUs 1 M 0OBEKT CpaBHEHUs 2 OIOKHPO-
BaJIM pUOIH3NTENbHO 80% reMOIIMTHYECKONH aKTHBHOCTH 10 cyToK 20 u cyTok 10, COOTBETCTBEHHO, C BO3Bpa-
IIEHUEM aKTUBHOCTH K 0a30BBIM YPOBHSIM ¢ cyTKaM 30 it 06oux.

DKCHEepUMEHT 2.

B »TOoM skcnepuMmeHnTe (apMakOKMHETHKY M (apMakoauHamuKy aHTuTen npotuB C5 H4HI12166P,
H4H12161P, oObekra cpaBHEeHUs | M M30THUIIMYECKOTO KOHTPOJISI OLICHUBAIN y TyMaHU3UPOBaHHBIX C5 Mblmeit
(MbImeH, TOMO3UTOTHBIX 10 dKcmpeccun C5 denmoBeka). O0mue ypoBHU mupKyiupyromero C5 omnpenensiu ¢
ncnonbszoBanneM Human Complement C5 ELISA (Abcam, Ne o karanory ab125963), KOTOpBIid OCYIIECTBIISITA
B COOTBETCTBHH C PEKOMECHIAIMAMH Npou3BoauTes. Onpenensiiy, 9YTo yecpeaHeHHble KoHeHTpauu CS5 gemno-
BEKa y MBIIIeH cocTaBIstoT 48,98 mkr/mi +15,1 MKr/mir.

Ilepen mozupoBaHWEM aHTUTEN, CAMIIOB W CaMOK TYMaHHW3WPOBaHHBIX C5 MpImeil cTpaTH(GHUINPOBAIN B
COOTBETCTBUU C ypoBHsIMH C5 deroBeka, KOTOpbIe yCpeaHEeHHO cocTaBisumi 50 MKr/Mi. J[is kaxmoro mAb mpo-
B C5, KOTOpPTBHI W3 5 MBIIIEH MOJIydaad OJHY IOJKOXHYIO (s.c.) mHBekmuio 15 wmr/kr H4H12166P,
H4H12161P, oObekTa cpaBHeHHs | MM M30TUIIMYECKOTO KOHTPOJIS. Y BCeX MBIIIEH Opajan KpoBb Hepen 10301,
uepe3 6 4, 1, 2, 3,4, 7, 10, 13, 21, 30 u 45 cyrok nocine unbekuuu 1 PK ananuza. Kpome toro, B cytku 59,
BCEX MBIIICH U3 KaXKJOH KOTOPTHl YMEPIUBISUIM U Opanu TepMHUHIbHBIE 00pa3ip! kposu 4t PK u PD ananusa.
W3 kpoBU nody4anu CEIBOPOTKY, KOTOPYIO 3amopaxusany npu -80°C no ananusza.

OOmye KOHIEHTPAUU aHTHUTEIl ONPEASIsUIM B 12 MOMEHTOB BPEMEHH M IIPOLIEHT aKTHBHOCTH TeMOJIH3a
OTIpeIesI B 1 MOMEHT BpEMEHHU B TeUeHHE 59-CyTOYHOTO NMPMKU3HEHHOTo nepuoaa. OOume chIBOPOTOYHbIC
KOHIICHTPAIMH aHTHUTEN ISl Kakaoro aHtutena mpotuB C5 cemensl B Tabn. 29. [Mpodwmu cpegrux oOmmx
KOHIICHTPAIH aHTUTEN B 3aBUCHMOCTH OT BpeMeHH npuBeaeHs! Ha ¢ur. 6. Cpenane PK mapamerps! onmcans! B
tabm. 30.
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Tabnumna 29
Cpennue KoHIEHTpauu oomero IgG B CBIBOPOTKE MOCIIE OTHON MTOAKOXKHON HHBCKIIMH BEIOPAHHBIX aHTHTEI
npotuB C5 15 Mr/kr rymann3upoBaHHbIM C5 MbIIIamMm

Bpewms (cytkn) | Konuentpauust Ab B CHIBOPOTKE (MKI/MII) cpexuee + SD
H4H12166P H4H12161P OObekr cpaHenws | MzoTumuueckuii

1 KOHTPOITh

0 ND ND ND ND

0.25 312+42 43,5+163 592 +24.1 61,5+294

1 149,9 £ 16,1 193,8 £24.,1 179,0 £9.8 218,1+£17

2 160,8 £ 20 221 26,5 166,6 £22.3 188.8+25.8

3 1662 +12.4 210 312 1592 £332 177,9 £26,2

7 158,6 £8,5 162,5 £34.8 136,1 £38,1 184,9 £33.9

10 123,5 +28.7 133,2 £20,2 107,2 +45.7 159,5 + 28,8

13 937+236 972 +246 70,6 + 38 117,2 +24.1

21 60,4 14,9 4244303 295 +20.6 80,0 +17.5

30 37,8 +10,8 15,3 +£19,7 42+35 42,1+6,7

45 20,7+5.2 35£5.2 04103 16,5+ 13,9

59 41+£19 0,6 1,0 0,08 £ 0,04 46+45

Bpewms - BpeMst B yacax mocijie MHbEKIUU OJHOW J03bl; CYTKH - CYTKM HcciefoBanus; SD - ctanmapTHoOe
otknonenue; SEM - cranmaptHas ommbka cpenero,; ND - He oOHapyxuBamm; NS - HeT 00pas3IoB.
Ta6muma 30
PK napameTpsl

TTapametp EmuHunns TectoBoe antureno (cpeanee + SD)
H4H12166P H4H12161P OO6BeKT W3orumuyeckuit
cpaBHEHHA 1 KOHTPOJIb
Cinax MKT/MIT 178 £ 10 225 +£22 183 + 18 221+£19
AUC CYTKHXMKI/MT 3490 + 590 3040 £ 900 2240 £ 780 4080 £ 480
tie D 11+1 58+2 42+1 99+4

Cax—= TuKoBas koHneHnTpamus,; AUC - miomanb nmoj kpuBod koHmeHTpanuu-BpeMenn; AUC,, - AUC,
BBIYUCIICHHAS OT HYJIEBOTO MOMEHTa BPEMEHH H 10 BPEMEHH ITOCIECAHEH MOIOKUTEIbHON KOHIeHTparww; Ty, -
HabJro1aeMoe OLEHOYHOE BPEMSI IOy KU3HH.

IIpodwmnmm cpemHUX KOHIICHTPAUMi B 3aBHCHMOCTH OT BpPEMCHU TIOKa3bIBaroT, 4ro H4HI12166P,
H4H12161P, o0bekT cpaBHCHHS | M HM30THIUYECKAN KOHTPOJIH MOCTUTATH MAaKCHMAJIFHOW KOHIICHTPAIUH B
cBIBOPOTKE (Cppax) MEXKAY cyTKamu 1 u 3, ipu cpaBHUMBIX 3HaYCHUAX C,¢ B mpenenax 1,3 kpar (178, 225, 183 u
221) mxr/mi, coorBercTBeHHO. H4H12166P 1 M30THITHUECKMI KOHTPOJIb UMEH CXO0XKHE NPO(MIN SIMMHHIINY,
IPU YPOBHSAX OCTAIOIIMXCS JIEKAPCTBEHHBIX CPEACTB NpUOIM3NTEeNnbHO 4 MKr/mit B cytku 59. H4HI12161P ne-
MOHCTpHpOBaIo OoJiee ObICTphIN KiupeHe, yeM H4H12166P n u3oTunmueckuii KOHTPOIIb, HO BEIBOAMIOCH Ooliee
MeIUIEHHO, YeM 00heKT cpaBHeHms 1. B cytku 59 H4H12161P umeno cpemHuii CBIBOPOTOUHBIN YPOBEHB JIeKap-
cTtBeHHOTO cpenctBa 0,6 MKI/MII, TOTZIa Kak OOBEKT CpaBHEHHS | MMEN MOYTH HETOIIAIOIIHICS 00HAPYKEHUIO
YpOBEHb JieKapcTBeHHOTO cpezacTsa 0,08 MKr/miL.

M3otunuueckuit koutposs, H4H12166P 1 H4H12161P nemMoHCTpHpOBaIM CpaBHUMBIC 3HAYCHHS IKCIIO-
sunuu (AUC,,y) B npenenax 1,3 xpar (4080, 3490 u 3040 cyTKHXMKI/MJI, COOTBETCTBEHHO), TOTAa Kak 0OBEKT
cpaBHeHust 1 mposiBisur B 1,6 pasa Ooixee HH3KYIO SKCHo3unuio (2240 CyTKHXMKI/MII) TIO CPaBHEHHUIO C
H4H12166P.

[Ipumep 12: anammu3 vHa ocaoBe LC-MRM-MS nis onpeneneHus KoHmneHTpamnuu obmiero C5 genoBeka.

B stom npumepe xoHreHTpanuu odmmero C5 yenoBeka B CBIBOPOTKE ONPEAEIIIIN C MCIIOIB30BAaHUEM KU
KOCTHOH Xpomartorpaduu B COYETaHHH CO CIIOCOOOM Macc-CHEKTPOMETPUYECKOT0 MOHHTOPHHIA MHOXKECTBA
peakumit (LC-MRM-MS) B wuccnenoBannu (apMakOKHHETHKH/(apMaKOAWHAMUKH aHTHTesNa mpotuB C5
H4H12166P.

Konnenrparmn obuiero C5 yenoBeka B CHIBOPOTKE OINPEAEISIIM HOCPEACTBOM M3MEPEHUSI KOHIIEHTPALUH
10-amunokucaoTHOTO nenrtuaa LQGTLPVEAR (a.0. 1129-1138 B SEQ ID NO: 359), conepkaierocs B mocie-
nosatenbHocTH C5, B KadectBe nocpeanuka At CS5. TeopeTHyeckn 3TOT CIOco0 Takxke I03BOJIIET 00HAPYKHU-
Bath C5b - mpoxaykr pacmieruienuss CS5. OmxHako u3-3a HecTaOMILHOCTH cBoOoaHOTO C5b, KoHIIeHTpamu C5b B
CBIBOPOTKE B IIEJIOM HHU3KH, a OOJIBIIMHCTBO C5b CBA3aHO C KIECTOYHBIMU IMOBEPXHOCTIMH B (DOPME KOMILIEKCOB
MAC (Cooper & Muller-Eberhard 1970, J. Exp. Med. 132: 775-93; Hadders et al 2012, Cell Rep. 1: 200-7).
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CrnenoBarensHo, 00paboTaHHBIE OOpa3Ibl CHIBOPOTKH, KOTOPHIE aHAIW3UPOBAIM 3/1€Ch, BEPOSTHO COJIEpIKaT
TOJIKO HECYIIECTBEHHbIE KoJImuecTBa npoaykra C5b, ecinu BooOIe conepikar.

Crioco0sr.

Jlst PK/PD ucciienoBanust MpITH 1oJTyqanu ogay no3y H4H12166P 15 mr/kr mocpeacTBOM MOJKOXHOM
(s.c.) naBEKIIUU. Y BCEX MBIIICH Opa KpoBh Mepe] 030k U B CyTkH 1 mocnie nabekiuu it PK ananusza. Kpo-
Me Toro, uepe3 10, 20, 30, 40, 50 u 60 cyTok MOciIe UHBEKITMH MBIIIEH YMEPIIBISIN U Opain TePMUHIBHBIE 00-
pasipsl kpoBu 1 PK 1 PD ananuza.

CS5 yenmoBeka MCIIONB30BANIM B KaYECTBE ATAJIOHHOTO CTaHAAPTa sl KauOpoBKy; 1 menTtun C5 denoseka,
MOJYYCHHBIH € UCTIONBb30BaHHEM C-KOHIIEBOTO OCTaTKa aprMHHMHA, MEUYEHHOTO CTaOMIIBHBIM M30TOIIOM, HCIIOJIb-
30BasH B KayecTBe BHyTpeHHero cranaapta (LQGTLPVEAR-13C615N4). DranoHHbIl cTaHAapT MCIOIb30BAIN
B KOHIIGHTpalMsIX B nuanasone oT 3,9 no 250 mkr/mi (cepuiiHble pa3BeneHus 1:2) B CBIBOPOTKE OT CaMoOCTOS-
TENIBHO CO3JaHHBIX MBIEH ¢ HokayToM C5, y xotopbix ygamsmu ren CS5 mpimmm (C5-/-). CeiBopotky ot C5-/-
MBIIIEH Tak)Ke MCHOJIB30Ball B KA4eCTBE OTPHLATENBHOTO KOHTpOJs (mycras npoba). KanmuOpoBouHsle cTaH-
JIapThl, IMyCcThle TPOOBI M MccieayeMble 00pasibl CHIBOPOTKH (10 MKII KaXKZl.) CYLIMIIM M 3aTEM JIEHATYypHPOBAIIN
B 100 M 6ydepa nz 8M moueBunbr/20 MM Tris(2-kapbokcudTun)pochuna (TCEP) mpu 37°C B Teuenue 1 4.
3arem 10 mMxi 25 HM BHYTpEeHHETO CTaHIapTa A00aBISUIA BO Bce 00pasmbl. OOpa3ipl alKAINPOBAIH C UCTIONb-
3oBaaneM 10 MM 2-iioganeraMua Mpu KOMHATHOW TemrepaType B TedeHue 30 MUH U pa3BOJIWIIM C WCIIOIB30-
BaHneM 50 MM OukapOoHaTa aMMOHUS 0 KOHeUYHOro o0bema 500 Mk 3areM 00paslbl pacHIeIUIUTH TPHUIICH-
HOoM (1:20 mac./mac.) B Teuenne Houm mpu 37°C. Tpuntudeckuit nentun LQGTLPVEAR, mpoucxonsmmii u3
C5, oOHapyXUBAJIH U ONIPENEIUIA KoaudecTBeHHO ¢ ToMotibio LC-MRM-MS, ucnione3ys Waters Xevo TQ-S ¢
cucremoit ACQUITY UPLC. Kaxnsiii o6pabotannslii o6paszer; (10 MKIJI) HHBEIMPOBAIN B MPEABAPUTEIHHO
ypasHosentenHyto kononky ACQUITY UPLC BEH C18. Ckopocts nmoroka cocrasisuia 0,6 Mia/MuH (TI0XBHX-
Has Qa3za A: Boga:MypaBbuHas kuciota/100:0,1 [06./06.] n mogskHas ¢asa B: aneroHuTpui:MypaBbHHasT KU-
cota/100:0,1 [00./06.]). Bpems yaepskaHus U IUIomaap MUKa OMPEICIIUIN C UCIOIb30BAHUEM MPOrPAMMHOTO
obecnieuennss Masslynx Analyst Data (Waters). Konnentparuu ananusupyeMoro BemiectBa C5 BBIYHCISUTH 110
KaJTHOpOBOYHON KPUBOW, KOTOPYIO CO3[aBalll MOCPEICTBOM IIOCTPOSHHS TpaduKa COOTHOIIEHHS IUTOIIAAeH
IIMKOB JUISL 3TaNOHHOTO cTaHnapra C5 (He Mewennsiii nentux C5 LQGTLPVEAR-'"2C4'*N,, cosmaHHBIH TpHIITH-
geckuM pactieruienueM hC5) u BHyTpeHHero cranaapta (mentua C5, MeueHHBIH CTaOMIBHBIM H30TOIIOM) B 3a-
BUCHUMOCTH OT HOMHHAJIBHOM KOHIIEHTpAINH 3TaOHHOTO cTaHmapra C5. KoHIEHTpauy BEIYUCIISIIN C UCTIONb-
30BaHHUEM JIMHEHHOH perpeccur. HanMeHnsImass KoHIeHTpalus dtanonHoro ctagaapta C5 (3,9 Mkr/min) Haxomu-
Jach B AMHAMHUYECKOM JHala30He aHai3a, U ee onpenessuii B kadectse LLOQ ananm3a.

Pesynbratsl.

Konnenrpanun obmmero C5 yenoBeka B CBIBOPOTKE OLEHUBAIM JJISI B3SATHIX 00pa3IoB U Yyepe3 B3ATHE KPo-
BU U3 XBOCTa TIepe]] JO3UpOBaHUEM (Ilepell 1030i) U yepe3 TepMHUHIIbHOE B3siTHE KpoBHU B cyTkH 10, 30 m 35 y
COOTBETCTBYIOIINX XKHUBOTHBIX. O0mmme xonnenTpaunu hCS nocie nozuposanust H4H12166P Obin cxoxxumu (B
npezenax ot ~1 1o 0,9 xpar) ¢ ypoBHsMu niepes 10304 B cytku 10, 30 u 35 mocie nozupoanus. Hadbnromaembie
HeOOJIbIINE pa3yindus He ObUIM CTAaTHCTHYECKH 3HAYMMBIMH, KaK OLEHHMBAJIH C MOMOIIBIO KpuTepus MaHHa-
YurtHu, wucnonb3ys mnporpammHoe obecriedenne GraphPad Prism. AHanu3 MOJSPHOTO COOTHONICHHUS
C5/H4H12166P nemonctpuposai, yto H4H12166P ocraBancs B MOsIpHOM H30bITKE oTHOCHTENbHO C5 10 Cy-
ToK 35 mocne mo3upoBanus (Tabdm. 31).

Tab6muma 31
Csogaxka PD xapakrepuctuk minst H4H12166P

Cytkun | % CP | % C5 (Mxr/Mm) H4H12166 | Momsapuoe
nocne | remoiusa | uHruOuposa | ITepen | Tepmunambubii | Kpatsocts | P (MKr/mm) | cooTHOmECHHE
JI03BI cpemHee | Wi J1030H M3MEHCHHA | CpemHee T | TCPMHHAIBHBIX

+SD SD Cs:

H4H12166P

0 77,2 0 n/d n/a n/a
10 52 93 34,2 30,0 1,0 78.8 0,3
30 7.4 90 31,9 284 0,9 30,4 0,8
35 6,0 92 36,1 | 327 1,0 29.6 0,9
40 37,1 52 w/d 20,9 n/d
50 Bce »KHBOTHBIC B IPYIIIE HCKIOUYCHBI H3-3a THTPOB MAHA > 1000
60 73,57 5 wd 5,9 | wd

* TIporieHTHYIO 1010 MHTHOUpoBaHus CP reMOIMTHYECKON aKTHBHOCTH BBEIYMCIISUIA [0 CPETHAM 3HAYECHH-
aM % CP remonmsa B ykazaHHBIE CYTKU MOCJIE JO3MPOBAHUS OTHOCHUTENHHO cpenHero 3HaueHnus % CP remommsa
B cyTku 0. ° KpaTHOCTh M3MEHEHNS - TEPMUHIIBHBIN (YKa3aHHBIC CYTKH mocie posuposarms) C5:C5 mepes 10-
30i. SD - cranmapTHoe oTKiIOHeHHEe; MAHA - aHTHTENI0 MBIIIY IPOTUB YeJIOBEKa; n/d - He OmpeaeIsIm.

JKUBOTHBIX ¢ JaHHBIMHU, Ha KOTOpble BIUsUIM MAHA, MONMHOCTHIO UCKITIOUAU U3 BBIYUCIEHUHN (2X CYTKU
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30, Ix cytkm 35, 2x cytku 40 u Bce 4 MbIu B cyTKH 50).

[Mpumep 13: kapruposanue snuTonoB aist csa3biBannst H4H12166P ¢ C5 mo Bogopon-aeiitepreBomy 00-
MEHY.

Kapruposanue snutonos no H/D oOMeHy ¢ Macc-CrieKTpoMeTpHel 0CYIIeCTBIISUIN ISl TOTO, YTOOBI OIpe-
JIeSITh aMHUHOKUCIOTHBIE ocTaTku hC5 [(ammHOKHCHOTHI M1-C1676 13 SEQ ID NO: 359), ¢ xoTOpBIMH B3au-
moxeticteyer H4H12166P. Obmee onucanue crmoco6a H/D obmena mpuseaeno, Hanpumep, B Ehring (1999)
Analytical Biochemistry 267(2):252-259; and Engen and Smith (2001) Anal. Chem. 73:256A-265A.

HDX-MS skcniepuMeHTBI OCYIIECTBISUTH Ha HHTETpUpoBaHHO# mardopme Waters HDX/MS, cocrosimeit
n3 cuctembl Leaptec HDX PAL miis meuenus peiirepuem, Waters Acquity M-Class (Auxiliary solvent manager)
JUISL paclenyieHust oopasuos u 3arpys3ku, Waters Acquity M-Class (uBinary solvent manager) s rpaaueHnTa
AHATMTUYIECKOW KOJIOHKHM B Macc-criekTpomeTp Synapt G2-Si it n3MepeHus Mace MEeNTHISCKUX TENTHIOB.

PactBop mmst meyenus nosydanu B 10 MM 6ydepe PBS B D,O npu pD 7,0 (3xBuBanent pH 6,6). i me-
yenus aedrepuem 3,8 mxin C5 (6 nmons/Mkin) mim CS, MpeaBapuTeNIbHO CMEIIaHHbIA ¢ aHTUTEJIOM B MOJISIPHOM
cootHomreHny 1:1, muakyOuposanu ¢ 56,2 mxn D,O pactBopa [yt MeueHHs ISl pa3IMYHBIX MOMEHTOB BPEMEHH
(mampuMep, He AeiTepupoBaHHbIN KOHTPONb=0 c, MeTUIH B TeueHue 1 MuH u 20 MuH). JleliTepupoBaHue racuin
nocpeAcTBoM nepenoca 50 M obpasna B 50 MK NpeaBapUTENIbHO OXJaXJeHHOro racsimero Oydepa (0,2M
TCEP, 6M xuopun ryanuanna B 100 MM docdatnom Oydepe, pH 2,5) u cMmemmannsiii 00paser HHKyOUpOBaIH
npu 1,0°C B TedeHue ABYX MHH. 3aTeM MOTalIeHHBIH 0Opaser BhpbickuBanu B Waters HDX Manager ms
BTCPOSHHOTO paciieruieHus nencuaoM/mporeazoit XIII. PaciierieHabple MENTHABI YIaBJIMBAIU Ha MPEIKOIOHKE
ACQUITY UPLC BEH C18 VanGuard 1,7-mMxM, 2,1x5 MM niput 0°C 1 37II0MpOBaJIM B @aHATUTHYECKYIO KOJIOHKY
ACQUITY UPLC BEH C18 1,7-mxMm, 1,0x50 MM B TeueHne 9-MUHHOTO TpaJHeHTHOTO pasnenenus 5%-40% B
(momewxHast daza A: 0,1% mypaBsuHAsA KHCIOTa B BoAe, moaBmxkHasA (asza B: 0,1% MypaBpuHast KHCIOTa B are-
TOHUTpHIIE). Macc-ClIieKTpOMeTp HacTpauBajM HA HalpshDKeHHe Ha KoHyce 37 B, Bpems ckanmpoBanus 0,5 ¢ u
nmuana3oH Macca/3apsan 50-1700 exuaun Tomcona (Th).

Jlnst upentudukanum nentuaoB u3 CS5 yemoseka, nanasie LC-MSE ot HeneliTtepupoBanHOro obOpasiia 00-
pabaTsIBaNK ¥ MPOBOAMIIM MTOUCK B 06a3e JaHHBIX, coneprxkamieii C5 deraoBeka, MENCHH U UX PaHIOMH3UPOBAHHBIC
MOCJIEIOBATEILHOCTH Yepe3 mporpammuoe obecrieuenne Waters ProteinLynx Global Server (PLGS). UnenTu-
(unrpoBaHHBIC MENTHUABI UMIIOPTHPOBAIM B IIporpaMmHoe obecrieuenne DynamX u ocymecTsisuin GpuibTpa-
IIUIO IO JIByM KputepusaM: (1) MUHUMYM NpoayKToB Ha amuHOKHCIOTY =0,3 U (2) mopor ¢aiiaoB perKanum
=3. 3ateM nporpammHoe obecriedeHHe DynamX aBTOMaTHUECKH ONPEAEISUIO 3aXBaT JEUTEPHS IS KaKIOTO
MENTHIa HA OCHOBE BPEMEHH yJEpKaHHs U BBICOKOH TOYHOCTH Macchl (<10 4./MIH) U1 MHOKECTBa MOMEHTOB
BPEMEHH C 3 MOBTOPEHUSMH IS KXKIOTO BPEMEHH.

Hcmonb3yst BCTPOSHHYIO KOJIOHKY ¢ TmericuHom/mpoTea3oir XIII, conpspkeHHY0 ¢ perucTpamnueid TaHHBIX
MSE, Bcero 189 mentunos n3 C5 denoBeka WACHTH(OHUIIUPOBAIN B OTCYTCTBUW WIJIM TIPUCYTCTBHH aHTUTENA, YTO
MPEICTaBISIET MOKPBITHE IOCieAoBaTeIbHOCTH 62%. B Tabn. 32 mpomurocTpupoBaHBl 5 MENTHIOB, KOTOPHIE
MMEeNN 3HAYNTENIFHO CHIDKCHHBIN 3aXBaT NpH JIeiTeprpoBaHny (LIEHTPOHIHBIE AenbTa-3HaueHus >0,9 Jla c p-
3HaueHusmu <0,05), korna ceszansl ¢ H4H12166P.

Ta0muma 32

HentepupoBanue nentunoB C5 yenoBeka npu csizbiBanuu ¢ H4H12166P
Ocrar | [Jelitrepuposanue 1 MuH Jletitepuposanue 20 MUH
KH

C5 mentpoug H+ | C5+H4H12166P A C5 nenrpoun | C5+H4H12166P A

neHTpoug MH+ MH+ ueHTpoug MH+

591- 1015,38 £ 0,09 1014,44 £ 0,16 -0,93 1015,64 £ 0,04 1014,60 + 0,08 -1,04
599
593- 769,41 £0,11 768,33 £0,05 -1,08 769,65 £0,01 768,30 + 0,004 -1,35
599
775- 1693,81 £ 0,11 1692,85 £ 0,07 -0,96 1694,06 £ 0,04 1692,96 + 0,02 -1,10
787
775- 2439,62 £ 0,29 2438.,42 £ 0,20 -1,20 2440,16 £ 0,06 2439,17 £ 0,21 -0,99
794
779- 1141,14 £ 0,04 1140,21 £ 0,05 -0,93 1141,23 £0,03 1140,21 £ 0,02 -1,02
787

3aperucTpupoBaHHasl Macca MeNTHIa COOTBETCTBYET YCPETHEHHOMY 3HaYeHHUIO neHTpouaHoi MH+ Macchr
U3 TPeX IMOBTOPCHUH. DTH MENTHABI, COOTBETCTBYIOIINE aMUHOKUCTIOTaM 591-599 u 775-794, umenn Gonee Hu3-
KYIO CKOPOCTh NeiitepupoBanus npu cBs3siBanuu ¢ HAH12166P. Oti uneHTHOUIIMPOBAHHBIE OCTATKH TaKKe
COOTBETCTBYIOT ocTatkaM 591-599 m 775-794 B C5 uenoBeka, Kak OmpezaeieHO ¢ moMmolnsio 3amucu Uniprot
P01031 (CO5_HUMAN; SEQ ID NO: 359).
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[Mpumep 14: sdpdext anturen npotus C5, oka3pIBaeMBIi Ha BOCIAJIEHHE IJ1a3a B 9KCIIEPHUMEHTAILHOM ay-
TOMMMYHHOM YBEUTE Y MBIIICH.

JlarHOE MCcrenoBaHue MPOBOAWIN JJISI TOTO, YTOOBI OLEHUBATH poiib C5 B AKCIEPUMEHTAIEHOM ayTOUM-
myHHoM yBeuTe (EAU). Mcnonp3oBamu kak reHerndeckuit [HokayT C5 (KO), mpimm ¢ neoitapiM C3/C5 KO],
Tak 1 papMaKoJIoTHIecKui (aHTUTEN0 POTHB C5) dKCIIepUMEHTATILHBIC TTOIXOTBI.

Crioco0sr.

Hcnone3oBanu B3pocibix Mermed C57BL/6J (n=25, Jackson labs), mpmieit ¢ C5 KO (n=13) u C3/C5 KO
(n=8) (Regeneron Pharmaceuticals Inc.). EAU wHIymupoBamu mocpeaCcTBOM IMOAKOKHOW WHBEKIUU TETTHIA
MeK(QOTOpEEeNTOPHOTO PEeTHHOUA-CBs3bIBaromero Oenka yemoeka (IRBP, New England Peptide) B momaOM
ajbroBanTe OpeifHaa U MHTpalepUTOHEATbHOH HHBEKIIMU TOKCHHA KoKmoma. mAb npotus C5 MbIm wir mAb
M30TUINYECKOTO KOHTPOJISI BBOJMIIM Yepe3 IOAKOKHBIE MHBEKIUH KaXIble 3 CyTOK OT CYTOK 5 1O CyTok 28.
Antuteno mnpotruB C5 MBINHK, HWCIOIB30BAHHOE B 3TOM wHccienoBanuu (M1M17628N), comepxkaio
HCVR/LCVR u3 SEQ ID NO: 362/363. SPECTRALIS® HRA+OCT (Heidelberg Engineering, Inc.) ucmoms3o-
BJIM JUTS TOTO, YTOOBI OIICHUBATh YPOBHH BOCIIAJICHUS B CYTKH -1, 7, 14, 21 u 28. Beex )KUBOTHBIX YMEPIIBIISIH
B CYTKHM 28 aiIst B3SITHS I1a3 U KpoBH. AHaii3 remonnza c/6e3 C3 yenoBeka OCyIIECTBISUIN JUIsl BaIUIalluK HH-
rubupoBaHus KoMIuieMeHTa. JlaHabple aHanmu3upoBaiu nocpeactsoM ANOVA.

PesynbTatsl.

ITo cpaBHEHHMIO ¢ MBIIIAMH TUKOTO THIA, BOSHUKHOBeHHE BocmaieHus (30-50%) u 9rciao KISeTOYHBIX Kila-
CTEPOB CTEKJIOBUIHOTO Teina ObLIH 3HaunuTeNbHO CHIDKEeHB y C5 KO wmpmmeit (p<0,01). OmeHkn onTHYeCKOH
koreperTHOi ToMmorpagpuu (OCT) y C5 KO wmpimed Takke 3HaUMTENbHO CHIDKeHBI 50% Ha Hemenme 3
(p<0,0001). WuTtepecHo, uro y mbimeit ¢ aBoitHpiM C3/C5 KO 3HauuTeNHHO OOJIBINE KIETOYHBIX KIACTEPOB
CTEKJIOBUIHOTO Tejla M BBIIIC OLEHKH 3a00JeBaHMA K CyTKaM 28 [0 CpaBHEHHMIO C MbIIIAMU IMKOTO THIA
(p<0,05). Y *)HBOTHBIX, KOTOpBIC Momydanu Ab mpotuB mC5 (50 Mr/kr), 3a00J1eBaeMOCTh BOCHIAICHHEM | KJIe-
TOYHBIE KJIACTEPHI CTEKJIOBUIHOTO Tejla 3HAUYMTEIbHO CHM)KEHBI 110 CPAaBHEHHIO C OTCYTCTBHUEM JICUECHHS HIIU
M30TUINYECKON KOHTPOJIbHOM rpymmoii k cytkam 21 (p<0,01). B nenenu 3 u 4 onenkn OCT B rpymiie nedeHus
aHTuTe’IoM npoTuB C5 3HAaYMTENHHO HIKE MO CPAaBHEHHUIO C OTCYTCTBHEM JICUEHUS WM M30TUIIMYECKUM KOH-
tposieM (p<0,0001). (bur. 7) Aranu3 remonmsa c¢/6e3 C3 yenmoBeka moaTeepxkaai 3hp(HeKT UHrHOUPOBAHUS AaHTH-
tesioM nipotuB C5 B Henenro 4 (¢wur. 8).

3axrrodyeHue.

Bocnanenne rima3 m3-3a EAU cMsardanu nocpeacTBoM WHTHOWpoBaHUs akTHBHOCTH C5, depe3 reHeThde-
CKYIO JIENICIHIO WK (hapMaKOJIOTHIECKOe WHTHOMPOBAHUE C MCIIOJIF30BAHUEM CIEHHU(UUECKOTO aHTHUTENA TIPO-
tiB C5. Uctomenne C5 3amepxkuBano BosHuKHOBeHHE EAU n cHmxkano OCT omeHky 3a0osieBaHus. ITH pe-
3yJBTaTHl TMOKa3bIBAIOT, yTO C5 sSBIsSETCS NOTECHIHNANEHOW TEPaeBTHIESCKON MHUIICHD PHU ayTOUMMYHHOM YBe-
ute. AHTuTeno npotuB C5 oka3wiBaeT 3amUTHBIN 3G dekt npu 3abonesanun EAU y mprmeit aukoro tuna. Ha-
XOJKH aBTOPOB M300pETEHUs TakKe MOACKa3bIBaloT, uTo C3 MoskeT OBbITH mose3eH ais 3aboneBanust EAU y
MBIIIEH.

[Mpumep 15: adpdexr anturen nporus CS5 yenoBeka, OKa3bIBAEMBIH Ha IKCIICPUMEHTAIBHBIH ayTOMMMYH-
HBII YBEUT.

B atom npumepe onrcanbl 3 dexTs antuTen k C5 npotu C5 denoBeka B MOAETH SKCIIEPUMEHTATLHOTO
ayroummyHHOTO yBeuTa (EAU) Ha Mbimax. Mpliei, KOTOPBIX HCIIOJIB30BANIM B 3TOM HCCIIEA0OBaHNN, TYMaHU3H-
poBaiu JuIs TOro, 4TOOBI AKcIpeccupoBarh Oesok C5 denoBeka, HCNonb3ys TexHonoruio Velocigene® (Valen-
zuela et al 2003, Nat. Biotechnol. 21: 652-659). Co3naBany ryMaHU3HPOBAHHBIX MBIIIEH ¢ 3aMEHOM YK30HOB 2-
41 rena C5 mpimm Ha 9K30HBI 2-42 rena C5 dgemoBeka (pacKkpbITo B mMyOnukanuu maTeHTHOH 3asBku CIIA
2015/0313194, BkIIOYEHHON B HACTOSIIIEE OMUCAHKE B ITIOJTHOM 00BEME).

Crioco0sr.

B3pocnbix camMuoB MbIIei HIMMYHH3UPOBAIU MOJKOXHO B Kaxaoe Oeipo ¢ ucroib3oBaHHeM 150 MKr
nentuga 1-20 (GPTHLFQPSLVLDMAKVLLD) (SEQ ID NO: 364) Mex($oTopenentopHOro peTHHOHI-
cesspiBaronero oenmka (IRBP) wemoBeka (Avichezer et al 2000, Invest. Ophthalmol. Vis. Sci. 41:127-131) 8 0,2
wit amysscun CFA, ¢ nobasnennem mramma Mycobacterium tuberculosis H37RA no 2,5 mr/mi. 3arem Mblmam
MHTpaNepUTOHEAbHO HHOKYIMpoBanyu 1,0 Mkr TokcuHa kokimoma (PTX) mis Toro, 4To0bI conelicTBOBaTh MH-
JOYKIUH  KJIETOYHOOIIOCPEOBAaHHOTO ayTOMMMYHHTETa, coxeiictBys Thl-nomspuszanuu HMMMYHHOTO OTBETa
(Thurau et al 1997, Clin. Exp. Immunol. 109: 370-376; Silver et al 1999, Invest. Ophthalmol. Vis. Sci. 40: 2898-
2905). MOHUTOPUHT MacChI T€JIa XXKUBOTHBIX OCYIIECTBIISLIN JIBAa pa3a B HEIEITIO.

Od¢rampmMonornaecKkue 0CMOTPHI OCYIIECTBISUIA B CYTKH - 1, epen naayknueir EAU u B cytku 7, 14, 21 n
28. Mermeii anecte3upoBanu keraMuaoM (120 mr/kr, IP) u keunasuHoMm (5 mr/kr, IP). 3pauku pacmupsum ¢ uc-
nons3oBanueM 0,5% odTaapMoNIOrn4eckoro pacTBopa TPOMHMKAMHUAA W MCCIEIOBAIN HO TJia3a C MCIIOIh30Ba-
HUEM KOHTaKTHOH JIMH3BI ¢ QyHIyc-KaMepolt B cucteme miatdgopmel anruorpaduu ceruyatku (HRA) Spectralis
Heidelberg+OCT (Heidelberg Engineering, Carlsbad, CA, USA).

Ceputo u3 61 narepalbHOTO ONTHYECKOTO pa3pes3a Moydaiu JJisl KaXKAoro riasza ¢ ucnonb3zoBanuem OCT
¢ynkum B cucreme Spectralis HRA+OCT (Heidelberg Engineering, Carlsbad, CA, USA)). O6nacts OCT Bu-
3yaJau3aluy HEHTPOBAJIHM Ha ONTHYECKOM JUCKE, JIeNasi BO3MOXKHOM PaBHYIO BU3YaIN3alMIO HaJl M TIOJ TOJIOBKOM
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peaAHAIN MJIA ITOJTYUYCHUA cpenHeﬁ TOJIINUHBI CCTYATKU T'JIa3a.

Taxke Ha OCT n300paxeHusIX TSHKECTh HHPUIBTPAIIUU CTEKIOBUIHOTO Tella BOCTIATUTEIILHBIMH KIIETKA-
MH PaHXUPOBAJIH MOCPEICTBOM OLIEHKH YCPEIHEHHOTO YMCJIa BOCTIAIMTEIBHBIX KJICTOYHBIX KIIACTEPOB B CTEK-
JIOBUIHOM Tene, B 4eThipex JarepanbHbix OCT ckaHHpOBaHMSX, KOTOPBIE MEpeceKkain 3pUTEIbHBbIH HEepB, Ha

Ka)KIbIH T1a3.

PazpabareiBasn mikanmy u3 4 cremeHed At oneHKH TspkecTH 3aboneBanust Ha OCT mzobpaxenusx (OCT

oreHkn) (Tabm. 33).

Tabiuma 33

Onenka EAU in vivo ¢ Hcnoiabp30BaHHEM ONTHYECKOI KorepenTHo# ToMmorpaduu (OCT)

CreneHb

Kpurepuu

0

bes3 usmenennii

0,5 (cnen)

HC6OJ'[I>LHaH HH(l)H.]'IpraLII/IH BOCHAJIHNTECJIbHBIMHU KJIE€TKAMHU B CTCKJIIOBUIHOM
Teje, B MEPBYI0 Ouepenb OKOJO TOJIOBKM 3pHUTeNbHOro Hepsa (<15

KJIACTEPOB)

Hebonbuas nHOHIBTPALMS BOCHANUTEIbHBIME KIETKAMH B CTEKIOBHIHOM
Telle, B MEPBYK) O4Yepenb OKOJO TIOJOBKH 3PUTENBHOrO Hepsa (<25
KJIacTepOB); HEOOJbIINE OYaroBble CyOpeTHHABHBIE MOBPEKASHUs (Cepble
mitHa) Ha mepudepun; HeOONMbLIME CKIAAKA CETYaTKH Ha mnepubepuy,

pacipeHue COCyJ0B CETYATKU, NNEPUBACKYJINUT U BACKYJIUT

YMepeHHaﬂ I/IH('bI/IJ'[praLII/Iﬂ BOCHIAJIMTCJIbHBIMH KJIICTKAMH B CTCKJIOBUIHOM
Tene Oonee mubdysHas, HO He Ha HanbHel nepudepun (<50 kiacTepos),
paspyLIeHHEe CIIOs CeTYATKH; (OPMHUPOBAHME IPaHYJIeM HEOONBIIOrO HIIN
CPENHEro pasMepa CO CKJIAJKaMM CeTYaTKH B IEPBYIO Ouepenb Ha
nepudeprn; paciIpeHne cocyaoB; HeOoJblasi OuaroBas XOpHOHIAIbHAS
HEOBACKYJIAPH3ALMs, IEPUBACKYJINT M BACKYJIHUT, HEOONbBIIOH OTeK

ceruatku (<10 MKM)

VYmMepenHast win Tsokenas aupdysHas HHGUIBTPaLUs BOCIAIUTEIBHBIME
KJETKaMH B CTEKJOBUIHOM Tene (>50 «knacrepoB), auddysHoe
pa3pylueHusl CJIOsl CETYATKM W PACLIMPEHHBIE COCY[Abl BO BHYTPEHHEM
simepHOM  cioe; (GopMEpoBaHHE CpPEeNHMX WM OOJBIIMX TIPAHYJIEM CO

CKJIafKaMH CE€THYATKH Ha BCEM MNPOTSHDKECHUU CETHATKH, CEPbE3HOC

pacumpeHne COCyJOB CETYATKH, [EePUBACKYJIHT U BACKYJHT, yMEPEHHas
mudysHas XopuUOHIANbHAs HEOBACKYJ/SIPH3ALMS, YMEPEHHbIH WM

TspKesbiil oTek cerdatku (10-40 Mkm); HeOOMbIINE OTCIOEHHS CETYATKH

Tsoxenas nuddysHas WHQUIBTpaLMs BOCHANUTENbHBIME KIETKAMH B
cTekJIOBUAHOM Tejie (>70 kiactepoB), aubdysHoe paspylleHHUe CIOEB U
pacIIMpeHHble COCYAbl BO BHYTPEHHeM simepHOM cioe;, mudbysHoe
(bopMHUpOBaHHE TSKENBIX TPaHyJNeM CO CKIAJKAMU CEeTYaTKH, TsKenast
muddysHas XopuOMIanbHAas HEOBACKYISIPU3ALMS, MEPHBACKYJIHT U
BaCKyJIUT, JereHepauds CeTYaTKH WIH TDKENbIl OTeK CeTYaTKU
(ymenbieHne >20 MkM unu yBenaudeHue >40 MKM, COOTBETCTBEHHO),

O6H.II/IpH0€ OTCJIOCHUEC CETYATKU

CTaTHCTHYECKUI aHAIN3.

CraTHCcTHYeCKHAN aHAIN3 MapaMeTPUUECKUX JaHHBIX (Macca Telna, BOCHAIUTEIbHbBIC KICTOYHBIE KIaCTePhI
B CTEKJIOBHIHOM TE€J€ W TOJIIWHA CETYATKH) OCYIIECTBIBLIN ITOCPEACTBOM OTHO(PAKTOPHOTO AUCIEPCHOHHOTO
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aHalM3a ¥ KPUTEPUsT MHOXKECTBEHHOTO cpaBHeHHs Thioku. J[ns Hemapamerpuueckux naHHbIX (oneHku OCT u
THCTOJIOTUYCCKUE OICHKH) aHAM3 OCYIICCTBIUIM MOCPEICTBOM Kputepuii Kpackema-Yommuca u Kpurepus
JlanHa ¢ ucmosk3oBanueM mporpaMMmHoro obecnieuenust GraphPad Prism Bepcum 5.0d B OTHOIIEHWH WU30THIIH-
YECKOTO KOHTPOJIA WM Tpymi Oe3 siedueHus. J[aHHBIE MPENCTAaBIIOT cpenHue 3HaueHUsSESEM. p-3HaucHHs
Mensbie 0,05 cyuTaan CTAaTUCTHYECKH 3HAYUMBIMH.

PesynbTatsl.

B nepBoM nccienoBanum (MccieaoBanue A), MbIIIEH JSUMITH TOJKOXKHO KKIbIe 3 CYTOK OT CYTOK S5 HM30-
THATTMIECKUM KOHTPOJIBHBIM aHTUTeNIoM (50 Mr/kr) wiu 10 mr/kr niam 50 mr/xr H4H12170P. Jledenne ¢ ucmob-
3oBaaneM 10 mr/kr H4H12170P Beno k CHI)KEHHIO BOCTIAJIEHUS M TOBpeXaeHUs cetdaTku (dur. 9). Mprmm,
KOTOPBIX JIeUnyH ¢ ucnoibp3oBanueM 10 mr/kr H4H12170P, Takke JeMOHCTPUPOBAIH CTATUCTHYSCKH 3HAUUMOE
carkenne oneHok OCT k cytkam 21 u cytkam 28 (¢ur. 10).

Bo BTOpom uccrnenoBanuu (ucciegoBanue B), Mpliieit eymin MOAKOXKHO KaXKIble 3 CYTOK OT CYTOK 6 C
UCIIONIb30BaHUEM M3oTHIM4eckoro koutpois (10 mr/kr), 3 mr/kr wiu 10 mr/kr H4H12166P nnm ¢ ncrions3oBa-
HUEM 00BEKTa CpaBHEHHUS 2 (CM. MpUMEp 2 B HACTOSIIEM OIMMCAHUH; "KOHTPOJIBHBIC KOHCTPYKIIMH, HCIIOIb3ye-
MBI B crenyromux npumepax"). Jleuenue ¢ ncronpzoBanreM H4H12166P wm o 3 mr/kr winu o 10 Mr/kr BbI-
3BIBAJIO J10303aBUCHMOE CHIDKeHUe onleHOK OCT, koTopoe ObUIO CTAaTHCTUIECKH 3HAYMMBIM B CYTKH 14-28 (¢wur.
11). Jleduerne ¢ ncnonp3oBanueM 10 mr/kr H4H12166P y C5 rymaHU3MpOBaHHBIX MBIIICH HAYMHAS ¢ 6 CYTOK
nocie naayKiu EAU Beno k 10303aBHCHMOMY CHIDKEHHIO BOCIAJICHHS W TIOBPEKACHUS CETYATKU, KaK OIpe-
nensroT mocpenctsom OCT, npoBenenHoit B cyTku 14-28 (dur. 12).

Jna obomx mccinenoBaHWii HEWMHBa3WBHAs NpWKW3HEHHas oneHka ¢ momompio OCT memoHCTpHpoBaia
MpoTpeccupylomiee pa3BUTHE BOCIAJICHHUS, YBEIHMUYCHIE TOJIIUHBI CETIATKH W MOP(OJIOTHICCKUE aHOMAIHH Y
KOHTPOJBHBIX )KHBOTHBIX TIOCJIC IMMYHH3AIIMU C UCTIONb30BaHueM IRBP.

3akiroueHue.

DTH 3KCIEPUMEHTHI MPEAOCTABISAIOT TOTONHUTEIbHOS (PapMaKOJIOTHYECKOE CBUICTEIBCTBO TOTrO, yTo C5
UTpacT PoJb B MMATOTCHE3E¢ ayTOMMMYHHOTO yBenTa. dapmakoorudeckoe ucromenne C5 deroBeka ¢ TOMOIIBIO
AHTHTEJNA TIOJIHOCTHIO YeloBeka nmpotuB C5 venoBeka oTcpounBaiio 3aboneBaeMocTh EAU U CHUKANO TSXKECTh
3a00JeBaHMs, TTOATBEPKAAS PPEKT ITUX aHTUTEI IIPU AYTOUMMYHHOM YBEHUTE.

IIpumep 16: apdext anturen npotuB C5, okaspiBacMblii Ha pernepdhy3MOHHOE TIOBPEKACHHUE MPH TOYEH-
HOW HIIEMHH.

JlanHOE WMCcnenoBaHne OCYIIECTBISUIM ISl TOTO, 4TOOBI OlleHMBaTh poib C5 mpu pernepdy3noHHOM TO-
BpPE&XKJICHUH TIPH IMOYECYHON HIleMuH. Vcrmob30Bai Kak TeHETHIECKHUH (C MCITOJIb30BAHUEM MBIIIIECH ¢ HOKAyTOM
C3 u Hokaytom C5), Tak 1 (hapMaKoJIOTHUECKHUN TTOAXOBI (C MCIONb30BaHueM aHTHTeN TpoTuB C5). Moxaens
penepdy3un Ipy UIIEMHUH CO3AABAIH ITOCPEICTBOM OMIATEPaAIFHOTO MEepekaTHsl HOXKEK COCYIOB MOoYeK Ha 45
MUH, MOCIIe Yero cienoBaio 48 u penepdy3un. IMutaius 1anapoTOMHUU CIIYKAIa B KAYSCTBE KOHTPOJIL. AHTH-
teno mpotuB C5 BBomwM 1Mo 50 MI/KT BHYTPUBCHHO B OJHOKPATHOW J103€ HEMOCPEACTBEHHO IOCIC HINCMUH
(JleueOHast); WU MOIKOKHO B BHJE JIBYX 03, B CYTKH -1 M CyTKH | XHPYprHYECKOro BMEIIATENLCTBA (TIPOQu-
JAaKTU4YecKH). B STOM wuccleaoBaHUM HCIONB30BaNu aHTuTeno mnpotuB C5 MIMI17628N, conepxkaiiee
HCVR/LCVR u3 SEQ ID NO: 362/363. Mapxkeps! azor MoueBUHHEI B kpoBU (BUN) 1 kpeaTHHHH CBIBOPOTKH
WCTIOJIB30BAJIH JJISl TOTO, YTOOBI OIICHUBATh Y MBIIIEH YPOBHU 3a00JI€BaHIS U 3aIIUTHI.

Tab6muma 34
[TporeHT n3MeHeHUsT YPOBHEH a30Ta MOUEBHUHBI B KPOBH MBIIIEH, KOTOPBIX JICUNUIIN aHTUTEIOM TpoTHB C5
(M1M17628N) B mpoQHIaKTHIECKOM H TEPATIEBTUYECKOM PEKUMAX

BUN,% u3smenenus cp. RIRI+HOCUTEND RIRI+u3oTnnuyeckuit
KOHTPOIIb
CyTku 2 CyTxu 2
RIRI+M1M17628N (mpod.) -37,19 -34,68
RIRI+M1M17628N (seu.) - 53,70 -51,85
Tabmmma 35

IIpoueHTt u3MeHeHus ypoBHEl KpeaTUHUHA CBIBOPOTKH Y MBIIIEH, KOTOPBIX JISUHIIN aHTUTeNnoM npotus C5
(M1M17628N) B npopmitakTHYECKOM U TEPATIEBTHYECKOM PEKMMaX

SCr,% usmeneHue cp. RIRI+HOCHUTEDD RIRI+u30THNMYECKUiT
KOHTpOJIb
CyTku 2 CyTtxu 2
RIRIFMIM17628N (mpod) | -53,09 49,34
RIRI+M1M17628N (neu.) -59,40 -56,16

Ilo cpaBHEHMIO C MBIIAMK JUKOTO THMA, MBIIU ¢ HOkayToM C3 m C5 AeMOHCTPHPOBAIN 3HAUUTEIBHYIO
¢ysxumoHanpHylo 3ammry B RIRI Mozmenu octporo moBpexIeHus MOYeK, O YeM CBHJICTENILCTBOBAJIO CHI)KCHHUE
YPOBHEH a30Ta MOYEBMHBI B KPOBH M KPEaTHHHWHA CHIBOPOTKH. AHTHTENO MPOoTUB C5 eMOHCTpHpOBaNo (hyHKIMO-
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HajbHYy!0 3amuTy B RIRI Mozeny kak B IpOHUIaKTHIECKOM, TaK M B TEPAIIEBTHUECKOM pexumax (tadmn. 34-35).

[Mpumep 17: adpdext antnTen nporus C5, oka3piBacMbIi Ha BOTYaHOYHBIH HEQPHT.

B sToM mpumepe ommcan 3 ekt anTuten npotuB C5 mpH JIeYeHUH BOJYAHOYHOTO HEPpPHUTA B MOJIETH Ha
MBIIIax.

CuctemHas kpacHasi Bordanka (SLE) mpencraBnsieT coboit ayTOMMMyHHOE HapyIleHHe, 00YyCIIOBICHHOE
yTpaToil TOJEPaHTHOCTh K COOCTBEHHBIM aHTUTEHAM, 0Opa30BaHHEM ayTOAHTHTEN M OTJIOXEHHEM MMMYHHBIX
koMmiuiekcoB (IC), pukcupyronmmx KOMIIJIEMEHT, B TIOpaKeHHBIX TKaHaX. SLE oTnndaercs mupoKuM auarmaso-
HOM KJIMHWYIECKUX MaHU(ECTANi 1 IeIeBbIX OPTaHOB, IPUYEM BOTYAHOUHBIH HEQPHUT SABIACTCS OTHUM U3 HaH-
OoJiee cepbe3HBIX OCIOKHEHUH. AKTHBAIMsA KOMIUIEMEHTa B MOYKAX IMAIMEHTOB C BOJYAHOYHBIM HEPPUTOM
BHOCHT BKJIaJl B BOCIIAJICHUE M TIOBPEXKICHUE TKaHU. DPQeKT antures npotuB CS5 mpu JeYeHUH BOTYAHOYHOTO
Hedpura m3ydanu y meimeii NZBWF1, cionTanHON MBIIMHON Mozenu BomdaHoyHoro Hedpputa (Yang et al
1996, PNAS). V Mmpleii BO3HHKaeT ayTOMMMYHHOe 3abosieBanne Hanonobue SLE yenoBeka, ayToaHTHTENa K
SNCPHBIM aHTHT€HaM M OeJKaM KJIETOYHOH MeMOpaHBI, THIEepraMMarioOyJIMHeMUs, albOyMHHpUS, IIPOTCHHY-
pysl, HAYMHAETCS TJIOMEPYJIOHE(PPUT UMMYHHBIX KOMIUIEKCOB M THOEb OT MOYEYHOH HEJOCTaTOYHOCTH U Tep-
MUHJIbHAS CTAIUS MIOYSUYHON HEIOCTATOYHOCTH B Bo3pacTe oT 35 1o 50 Hemenb.

Jlst aToro uccnenoanus meimieii NZBWF1 B Bo3pacte 25 Henenb MOAKOKHO JICUHIIH C UCTIOIB30BaHUEM
30 MI/KT H30THTTHIECKOTO KOHTPOJIS Wi aHTuTeN poTrB C5 1Ba pa3a B HENEIO B TeUEHUE 8 HEeNb, 3aTeM TpH
pa3a B Henmemo B TeueHne 10 Hemenb. s 3TOTO HMCCieqOBaHUS WCHOIB30BAIM aHTHTENa MpoTUB C5 MBIMH
MIM17628N u MIM17627N, kotopsie conepkaT HCVR/LCVR u3 SEQ ID NO: 362/363 u 365/366, cooTBeT-
CTBEHHO.

Jleyuenne antnTenamu mporuB C5 3HAYMTENHFHO YCOBEPIIEHCTBOBATIO KO3(D(HUIMEHT BBDKMBAEMOCTH Y
mblmeit (¢ur. 13). Oba aHTHTENa YCOBEPILICHCTBOBAIN allbOyMUHpHIO Ha 8-14 Henensx jedeHus (dur. 14) u
YPOBHH a30Ta MOYEBHHEBI B KpoBH Ha 12-16 Henmensx neuenus (dur. 15).

[Mpumep 18: appext antuten nporus C5, okaspiBaeMBbIii HAa THOEIB KIICTOK aCTPOLIUTOB.

Onrukomuenut (NMO) npexacrasisier co0ol ayToMMMYyHHOE 3a00JIeBaHNe LIEHTPaNbHONH HEPBHOW cHCTe-
MBI (CNS), KoTOpO€e MPeMyYIIIECTBEHHO TTOpaXkaeT 3pUTENbHBIN HepB U ciuHHON M0o3T. [Ipn NMO ayroanTuTena
npotuB akBanopuHa-4 (AQP4-Ab) BBI3BIBAIOT MOBPEKIACHUE ACTPOIMTOB IOCPEICTBOM AaKTHBAIMHA KOMILIES-
MeHT-3aBucuMoit nurorokcnaHoctd (CDC). Ienn 3TOro NcciaenoBaHUs COCTOSUTA B TOM, YTOOBI OIICHHBATH POJTH
CHCTEMBI KOMIUIEMEHTa B mporpeccupoBanuyl NMO U MCToNbp30BaHUE aHTHUTENA MPOTHB Oellka KOMIUIEMEHTa B
KadecTBE MOTCHINAIBHOTO TepaneBTHYECKOro JieueHus 1t NMO.

[lepBu4HBIE KOPKOBBIE ACTPOLUTHI KPBICHI MOTyYaId U3 KOPHI OONBIINX MOTYIIAPHA TOJIOBHOTO MO3Ta T0-
CTHATaJIbHBIX JIETEHBINIEH KpbIC U KynbTHBHpoBasM ¢ AQP4-Ab (antuTeno "rAb-53" u3 myOnukanun naTeHTHOH
3asBku CIIIA 2014/0170140; Bennett et al 2009, Ann. Neurol. 66: 617-629) u 6enkaMu KOMILTIEMEHTA JIJIs1 TOTO,
YTOOBI IEMOHCTPUPOBATH KIETOYHO-OIIOCPEIOBAHHYIO UTOTOKCHYHOCTh. 3aT€M 3KCIEPUMEHTHI MOBTOPSIIH C
nobasienueM aHtuTena npotuB CS5 it TOro, 4TOOBI IEMOHCTPUPOBATH OJIOKMPOBAaHME Pa3pyLICHUS! KIETOK
aCTPOLIUTOB.

JIyist TOro 4TOOBI KOJMMYECTBEHHO ONPEAEISTh THOEb KJIETOK, OCYIIECTBISIIN JIOMUHECIICHTHBIH [IUTOTOK-
cnyeckuii ananmn3 CytoTox-Glo™. B aHanm3e MCIOIb30BaJIM pa3indHbIe KOHIEHTPAMK aHTUTeNa npoTtuB C5
(0,001, 0,01, 0,1, 1, 10, 100 nmm 1000 MKT/MJIT) HITH H30THITHYIECKOE KOHTPOIHHOE aHTHUTEIIO.

Jlist Toro 9ToOBI ompenenaTh, MOXKET JIM aHTuTeno nmpotuB C5 6mokupoBath CDC, WHAYIIMPOBAHHYIO
AQP4-Ab, BeiceBai acTpOUUTHI M MOBTOPsUIN IuToTOKcHUeckuit aHanu3 CytoTox-Glo™, yToObl HaXOIUTE OII-
TAManbHy0 7103y AQP4-Ab mns storo moceBa. OOHapyKHBaiH, YTO ONTHMajbHas KoHmeHTpamus AQP4-Ab
coctaBisieT 50 MKI/MJI B B CIIEAYIOMEM DKCIIEPUMEHTE UCTIONB30BaIM MMOCTOSHHYIO 103y AQP4-Ab (50 Mkr/mi),
TOTJIa Kak 03y aHTutena nmpotuB C5 BappupoBanmn. Kak mokazano Ha ¢wur. 16, Habmonamm canxenne B RLU (ot
ycpenuaernHo 300 Teic. 10 yepemnnenHo 100 ThIc.) ¢ yBeNnMYEeHUEM KOJIMYECTBA aHTUTENa MpoTuB C5, 94T0 1eMOoH-
CTPHPYET, 4TO aHTUTENO NMPOoTHB C5 GI0KMpPOBaIo THOENb KIIETOK acTpounToB. s o6oux skcniepumentoB RLU
HE M3MEHSUINCh B 3aBUCHMOCTH OT M30TUIMYECKOT0 KOHTPOJBbHOTO aHTHTena. Kak mokaszaHo Ha ¢dwur. 16, aHTH-
Tena npotuB C5 MHrHOMpoBanu HHIynupoBaHHylo AQP4-Ab IMTOTOKCHYHOCTH Ha NMEPBUYHBIX KOPKOBBIX acT-
poumrax c ICsq 15-17 HM.

B Oynymewm uccienoBanuu antureno npotuB AQP4 n antuteno nportus C5 cnenyeT HHBEIUPOBATH B TO-
JIOBHOIM MO3T KpBICHI Ul TOTO, YTOOBI OLICHWBATh TEpaneBTHUECKUN 3(PQEKT, OKa3bIBaeMBbIi Ha KOMILIEMEHT-
OTIOCPEAOBAHHYIO IIUTOTOKCHYHOCTH B OTHOIIEHUH acTpounToB B CNS.

[Ipumep 19: ananms SHAOTETHS.

B sToMm mpumepe ommcaH aHAIW3 YHAOTENHS KITyOOUKOB in Vitro JUIsk HCCIeTOBaHUS OJOKHUPOBAHUS OTIO-
skeraust C5b-9 u C3 anTturenom npotus CS.

BocnponsBoumbie crmocoObl OIEHKA HHTHOUPYIOMHX 3P PEKTOB KaHIUIAATOB B JIEKAPCTBEHHBIX CPEJICTBA,
OKa3BIBAEMBIX Ha aKTUBAIMIO KOMIUIEMEHTA, BAYKHBI IS TOKIMHIUYECKUX HCIBITAaHUH. V3-3a CIOKHOCTH ITyTei
aKTHBAIlMM KOMIUIEMEHTA, B aHAIN3E CJEIyeT UCIIOJIb30BaTh PEJICBAHTHBIC KIETKH M KOHEYHBIE TOYKHM JUII 3a-
JAHHOTO TEPaneBTHYECKOro IOKa3aHus. 31eCh, MCHONB3YS MMMOPTAIN30BAHHYIO JHHHUIO KJIETOK JHIOTENUS
kiy6oukoB yenoseka (HGEC), BanuaupoBanu Mozenb otinoxerus C3 u C5 koMILIeMeHTa sl HCIIOJIb30BAHUS B
oLeHKe OJoKupyrouiel akTuBHOCTH MAb npotus C3 wiu CS.
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Crioco0sl.

[epBuunble KIeTKH SHAOTENNS KiyOooukoB mouku yenoBeka (HGEC; Cell Biologics) BriceBaayn Ha HOYb B
MIOJIHYIO CpeIy B HMOKPHITEIE KOJuTareHoM | uepHbie 96-TyHOUYHBIE IUTAHIIETH ¢ YUCTHIM JHOM. Kietkn ob6paba-
THIBAIM WM C UCTIONBb30BaHUEM PBS (KOHTpOIB) WK akTUBHUpOBanu B TedeHue 10 MuH ¢ mcrosb3oBanueM 10
MKM ADP. ITocie mpomsiBanust B PBS, 50% cbBopoTKy uenoBeka (C COXpaHeHHBIM KOMIUIEMEHTOM, HCTOIICH-
Hyto 1o C3 mmm uctomieHdyto no C5) mo6asnsnu Ha 4 4. AnTutena nmpotuB C5 g00aBisiid mo 1 MIr/mir B ChIBO-
pPOTKy Tiepen nedeHneM. KieTku mpoMbIBaiH, GUKCHPOBAIU M uccienoBany antutenamu npotuB C3b (Ther-
mofisher) w/unm anturenamu npotuB C5b-9 (Abcam), BTOPUYHBIMH aHTHUTENAMH W JOKPAIIUBAIN C WCIIONH30-
BanneM DAPI. 3axBarsiBanu n3o0paxenus Ha ImagExpress ¥ UCIOIb30BaIN MHOTONIApAaMETPUIECKUH aHAJIH3
M300paKEHUS VISl TOTO, YTOOB! KOJMYECTBEHHO ONPEACNSAThH (UIyOpECIEHTHOE OKpAIIMBAHUE ST KOKIOTO M30-
OpakeHUs U YCPEAHEHHO ISl KaXKJIOTO YCJIOBHSI.

Pesynbratsl.

Otnoxenne C3 n C5b-9 nadmonanu y ADP-aktuBupoBannsix HGEC, Ha koTOpbIe BO3aeiCTBOBaIN HOP-
ManbHOH CHIBOPOTKO uemoBeka, HO He y He akrtuBupoBamaeix HGEC (C3: 1,5x10™+1,0x107; C5:
7,9><10616,6x106, P<0,05 mpotuB He ADP-aktuBupoBanabix HGEC). Otnoxenne C3 u C5b-9 3HauuTenbHO
camwkanu y ADP-aktusupoBanasix HGEC, Ha koTopsle Bo3neiicTBoBanu uctomeHHod no C3 mwnu C5 ceIBOpoOT-
Koit (C3: 3,3x10°+4,8x10% C5: 1,5%10°+6,0x10°, P<0,05). [loGasneHnue Grokupytomero mAb mporus C5 3Ha-
YHUTEJIFHO CHIKAJ0 oTnokeHrne C5b-9 u3 HopManbHOM chIBOpoTKHM denoBeka Ha ADP-akruBupoBanusix HGEC,
OTJIOXKCHHE CPaBHUMO C McTOIeHHBIME TI0 C5 chiBopoTkamu (C5 mAb: 1,02><106i6,0><105, KOHTpOJIBbHOE MAb
3,7x10%+1,6x10°, P<0,05 mpoTuB KOHTpOIBHOrO MAD).

3axro4eHue.

OTH NaHHBIC IEMOHCTPUPYIOT TOJE3HOCTh aHAIN3a YHAOTENNS KITyOOUKOB YeloBeKa in vitro Jjs Moaelu-
poBanwus omnoxenust C3 u C5 komruieMeHnTa. B fomosiHeHne K CKpUHUHTY in Vitro, 3TOT aHamu3 o0JagaeT Imo-
TEHIMAJIOM B KaueCTBE TPAHCILIIIMOHHON MOJENH IS TOTO, YTOOBI OLIEHMBATH CTPATETUH MPOTHB KOMIIEMEHTA
npu 3a00JIeBaHUH ITOYEK, UCIIONB3Ys 00pa3IIbl CHIBOPOTOK, ITOMYUCHHBIE Y MMAI[EHTOB.

O0BeM HaCTOSIIEro M300pPETeHUs HEe MOJUICKHUT OTPAHWYCHHUIO KOHKPETHBIMHM BapHaHTAMH OCYILECTBIIE-
HUS, ONMMMCAHHBIMU B HACTOSIIEM ONHMCAHWH. B NEeHCTBUTENBHOCTH, Pa3NUYHBIe MOAN(HUKAINN N300peTeHUS B
JIOTIOJTHEHHE K TE€M, YTO OITMCAHBI B HACTOSIIEM ONMMCAHUM, OYIyT BUIHBI CIIEHUAICTAM B JaHHOW 00JacTH W3
NPUBEJICHHOTO BBIIIE OMMCAHUS M CONPOBOIUTENBHBIX (ur. [IpenrycMoTpeHo, 4To Takie MOAN(PHUKALNHA BXOST
B 00bEM NPUIIOKEHHOH (POpMYITBI H300pETEHUS.

OOPMVIIA U30BPETEHUA

1. BeimeneHHas MOJEKyIa TONWHYKICOTHAA, KOIHMPYIOMmas BapHaOeIbHYI0 O0JacTh TSDKENOH IenH
(HCVR) u BapuabenbHyto obsacts Jierkoit nenu (LCVR) anTuTeNna wim ero aHTUTEHCBS3BIBAIONIETO (hparMeH-
Ta, KOTOphIe crienmn(HIecKn CBA3BIBAIOTCS ¢ OenkoM ¢akropa 5 komrmiementa (C5), tme HCVR comepxut Tpu
onpenesomue koMmmiemerTapHocth oomactu (CDR) tsoxenoit memn (HCDR1, HCDR2 u HCDR3), u LCVR
conepxut Tpu CDR nerkoit nenu (LCDR1, LCDR2 u LCDR3), rae:

HCDRI1 xoaupyetcst HykI€oTHIHON OCIEA0BaTENbHOCTHIO, IpeacTaBneHHoi B SEQ ID NO: 99;

HCDR2 konupyetcst HyKJICOTHIHOM MOCIe0BaTeIbHOCTHIO, peacTaBieHHoi B SEQ ID NO: 101;

HCDR3 xoaupyercst HyKI€OTHIHON MOCIEN0BaTENbHOCTHIO, peacTasaeHHoil B SEQ ID NO: 103;

LCDRI xoaupyeTcst HyKJI€OTHIHOHN NOCIeA0BaTeNbHOCTHI0, IpeacTaBieHHoi B SEQ ID NO: 107;

LCDR2 koaupyeTcst HyKJI€OTUIHON MOceA0BaTeIbHOCThIO, pencTaBieHHoi B SEQ ID NO: 109; u

LCDR3 koaupyeTcst HyKI€OTHIHOM TTOCIeA0BaTeIbHOCTRIO, TpencTaBiernoi B SEQ ID NO: 111.

2. Brimenennas MoJieKyia MOJIMHYKIISOTHAA 110 11. 1, Te BapuabebHass 00J1acTh TSXKEION MENMU KOTUPYETCs
HYKJICOTHTHOH TI0CIIeI0BATENBHOCTHIO, peacTaBiieHHo B SEQ ID NO: 97.

3. BeieneHnast MoJieKysa MOJIMHYKJICOTHAA 1o 1.1, rae BapuabenbHas 00JIaCTh JIETKOMW ETH KOTUPYETCS
HYKJICOTHIHOH TI0CIIeI0BATENBHOCTHIO, peacTaBieHHo B SEQ ID NO: 105.

4. BeiaeneHHas MoJeKyJia MOJIMHYKICOTHAA 1O I1. 1, rie BapradeabHast 001acTh TSDKEJION e KOUPYeTCs
HYKIICOTUIHOW MOCIeA0BaTeIbHOCTRIO, npencTaBieHHoi B SEQ ID NO: 97; u BapuaOenpHas 007acTh JIETKOM
LEeNH KOAUPYETCS HYKJICOTUAHOM MOCIeI0BaTeNbHOCTEIO, MpeAcTaBieHHoi B SEQ ID NO: 105.

5. Bekrop, comepxkamuii MosieKyly NOJUHYKISOTH A 110 M. 1.

6. Bexrop, conepxkamuii MosieKyly NOJUHYKICOTH A 110 M.2.

7. Bexrtop, conepxkamuii MoJieKyly NOJUHYKISOTH A 110 1.3.

8. BekxTop, comepxamuii MOJIEKYITy TIOTHHYKICOTH A TI0 T1.4.

9. Knetka, comeprkariast BEKTOp 110 11.5.

10. KneTka o 1.9, koTopas npeacTaBiseT cCOO0H KIETKY SIMIHNKA KUTACKOTO XOMSKA.

11. Knetka, comepxaras BEKTOp 10 11.6.

12. Knetka o 1m.11, KoTopas mpeacTaBisieT co00i KIETKY SHIHUKA KUTAHCKOTO XOMSKa.

13. Knetka, comepxarmas BEKTOp 1o 11.7.

14. Knerka mo .13, KoTOpas npeacraBiisieT CO00H KIETKY SMUYHIKA KHTAHCKOTO XOMSIKa.

15. Knetka, conepxaiiast BEKTOp 1o I.8.
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16. Knerka mo .15, KoTopas npecraBiisieT CO00# KIETKY SMYHIKA KHTaHCKOTO XOMSIKa.

17. Cnoco0 mosydeHHs aHTHTENa MM €0 aHTUT€HCBSI3BIBAIONMIETO (PparMeHTa, KOTOpBIE CIEHU(UUECKH
CBs3BIBAIOTCS ¢ OenxoMm (aktopa 5 komruiemenrta (C5), comepikamux BapuabOenbHyl0 00JacTh TSHKEION Ienu
(HCVR), xortopas conepxutr HCDR1, HCDR2 m HCDR3 HCVR, kotopas coaepuT aMUHOKHCIOTHYIO ITOCIIe-
JIOBaTEeNbLHOCTD, MpeacTaBieHnyo B SEQ ID NO: 98, u BapuabenbHyto obmacts jerkoit mernu (LCVR), kotopas
comepxxutr LCDR1, LCDR2 u LCDR3 LCVR, xotopas coaepXUT aMHUHOKHCIOTHYIO TOCIIEI0BaTEIHHOCTD,
npencrasiaeHayto B SEQ ID NO: 106, rie ciocod BKIIOYaeT: BBeIeHHE TIOTUHYKIIC0TH A, Koaupyromero HCVR
n LCVR B kiretky-xo3smHa, rae HCDR1 comepkuT aMUHOKHCIOTHYIO TIOCIIEI0BATEIHHOCTD, MPEACTABICHHYIO B
SEQ ID NO: 100; HCDR2 conep:XUT aMUHOKHUCIIOTHYIO MOCJIEI0BaTeIbHOCTD, peAcTaBieHHy0 B SEQ ID NO:
102; HCDR3 coaepKuUT aMHHOKUCIOTHYIO MOCIEA0BaTENbHOCTD, peacTaiaeHHyo B SEQ ID NO: 104; LCDR1
COJIEPKUT aMUHOKHUCIOTHYIO MOCIEN0BATENbHOCTD, npeacTaBieHHyo B SEQ ID NO: 108; LCDR2 cogepxur
AMHUHOKHUCIIOTHYIO MOCJI€A0BAaTENbHOCT, MpeacTapneHnyo B SEQ ID NO: 110; LCDR3 coaepxuT aMHUHOKHC-
JIOTHYIO MOCIEI0BATENbHOCTD, IpeAcTaBieHHyo B SEQ ID NO: 112 kynsTuBupoBaHHE KIETKH-X034HMHA B YCIIO-
BUSIX, JIOMYCKAIOIIMX ITOJyYeHUE aHTUTENA WIIH €r0 aHTHI'€HCBS3BIBAIONIETO ()parMeHTa, U U3BJICUCHNE aHTHUTEIa
WM €T0 aHTUTCHCBS3BIBAIOIIETO (hparMenTa, MOIyICHHBIX TAKUM 00pazoM.

18. Croco0 mo 11.17, re:

HCDRI komupyeTcst HyKJICOTHIHOM IMOCIIeI0BATEILHOCTRIO, peacTaBieHHol B SEQ ID NO: 99;

HCDR2 komupyeTcst HyKJICOTHIHOM IMOCIeI0BaTeILHOCTRIO, peacTaBieHHoi B SEQ ID NO: 101;

HCDR3 komupyeTcst HyKJICOTHIHOM IMOCIIeI0BaTeIbHOCTRIO, peacTaBieHHoi B SEQ ID NO: 103;

LCDRI1 komaupyeTcst HyKICOTHIHOM TTOCIEN0BaTeIbHOCTRIO, IpencTaBieHroi B SEQ ID NO: 107;

LCDR2 koaupyeTcst HyKJI€OTUIHON MOCIeA0BaTeIbHOCThIO, pencTaBieHHoi B SEQ ID NO: 109; u

LCDR3 koaupyeTcst HyKJI€OTUIHON MOCIeA0BaTeIbHOCThIO, pencTaBieHHoi B SEQ ID NO: 111.

19. Croco6 mno 1.17, rae aHTUTENO WM €ro aHTHIeHCBs3bIBatomuid ¢parmMeHt coaepxkar HCVR, conep-
JKallyI0 aMUHOKHCIIOTHYIO TIOCNIE0BaTeNbHOCT, peacTaBieHHyto B SEQ ID NO: 98.

20. Croco6 mo 1m.17, Tae aHTHTENO0 WM €T0 aHTHUTeHCBs3bIBarouMid ¢parment coaepkar LCVR, conep-
JKaIIyto aMHHOKHUCIIOTHYIO ITOCIIeIOBATEIbHOCTD, TIpenctaBieHHyto B SEQ ID NO: 106.

21. Cnoco6 mo m.17, Tie aHTUTENO WK €ro aHTUTEeHCBs3bIBarommid Gparment cogepxkat HCVR, conep-
JKaIIyto aMUHOKHUCIIOTHYIO TTOCIIEZIOBaTeILHOCTD, TpeacTaBieHnyo B SEQ ID NO: 98, u LCVR, coaepxaniyio
aMHUHOKHUCIIOTHYIO TTOCJIEZIOBATENLHOCTD, ipeacTaBieHnyio B SEQ ID NO: 106.

22. Cnoco6 mo 1m.21, rne BapuabenbHas 00JacTh TSOKEIOW IMENMU KOTUPYETCS HYKJICOTHIHOH TOCenoBa-
TeIBHOCTRIO, ipeacTaBiennoit B SEQ ID NO: 97.

23. Crnoco6 mo m.21, rne BapuabenbHast 00JIaCTh JIETKOW IEMTH KOAMPYETCST HYKJICOTHIHOW IocienoBa-
TeJIbHOCTHIO, peacTaBiennoi B SEQ ID NO: 105.

24. Cnoco6 mo m.21, BapuabenpHast 00J1acTh TSDKEJON IENH KOIMUPYETCs HYKJICOTHIHOHW MOCIIEI0BATEIb-
HOCTEBI0, ipeactaieHHoi B SEQ ID NO: 97; u BapnabenbHast 00J1acTh JIETKOH SN KOAUPYETCS] HyKJICOTHIHOM
nociyie0BaTeIbHOCThIO, pencTaBieHHoi B SEQ ID NO: 105.

25. Cnoco6 1o 1m.17, Tlie aHTUTENO COJACPKUT TSDKEIYIO LEIb, CONEPIKANYI0 aMUHOKUACIOTHYIO MOCIIEO0-
BaTeNBHOCTH, MpezacTaBieHnyio B SEQ ID NO: 353.

26. Crioco6 1o 1.17, re aHTUTENI0 COACPIKHT JIETKYIO IIeTh, COJIEPIKAIIYI0 aMUHOKHCIIOTHYIO TIOCTIeI0Ba-
TeJIBHOCTH, pezcTaBieHnyo B SEQ ID NO: 354.

27. Crioco6 mo 1.17, rjie aHTUTENI0 COACPKUT THKEIYIO IeTh, COACPKAIIYI0 aMHHOKUCIOTHYIO TIOCIIEN0-
BaTeNbHOCTH, NpencTaBieHnyo B SEQ ID NO: 353; u jerkyio memnb, coAepx aiiyro aMAHOKHACIOTHYIO TTOCIIE0-
BaTEJIBLHOCTB, IpeacTaBineHHyto B SEQ ID NO: 354.
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