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AHTUTEJIA TPOTUB C5 1 UX IPUMEHEHHE

[001] Ora 3asBka nogana 13 urons 2017 roga xak MexnyHapojHas IAaTEHTHAs 3asiBKa
PCT wu wucnpammBaeT npeuMylIECTBO MNpUOpUTETa mpeasapurenbHbiX 3asBok CIIIA  NoNe
62/349,705, nopanHo 14 urons 2016 roma; 62/405,561, nomannoit 7 oxts6ps 2016 roga; u
62/422,107, nonanHoit 15 Hoa6ps 2016 roga, pacKpbITHs KaxJ0H BKIIIOYEHBI B HACTOSIIEE
OIMCAHKE TTOCPEICTBOM CCBHUIKH BO BCEH UX IOJIHOTE.

OBJIACTH U3OBPETEHUA

[002] Hacrtosmee u300peTeHHE OTHOCHTCS K aHTHUTENaM M aHTUTCHCBS3BIBAIOIIUM
(dbparMeHTaM aHTUTEN, KOTOPBIC CIICHU(UUCCKU CBA3BIBAIOTCA ¢ akTopom KomiuieMenTa C5, u K
TEPANICBTHYECKUM U AUATHOCTHYSCKUM CIIOCO0aM HMCIIOJIB30BAHMS STHX aHTUTEI.

[TPEJITOCBUIKH M30BPETEHU A

[003] Cuctema KOMIUIEMEHTA HpPEACTaBIsIET cOOOM rpynmy OenKkoB IJIa3Mbl, KOTOpPbIE
Npyd aKTUBAIlMM BEAYT K JIM3HCY KICTKU-MHUIICHH M COJCHCTBYIOT (aronmurtoly uepes
orcoHm3anuio. KOMIIIEMEHT aKTHBHPYIOT Yepe3 CEPHUI0 TPOTEONUTHYCCKUX CTaJUN MO TpeM
OCHOBHBIM IYTSM: KJIACCHUECKHUI MyTh, KOTOPBII OOBIYHO aKTHBHPYIOT UMMYHHBIE KOMIUIEKCHI,
QIbTEPHATHUBHBIA MyTh, KOTOPHIM MOTYT HHAYLMPOBATH HE3AIIMIIEHHBIE KJIETOUYHBIE
MIOBEPXHOCTH, U MyTh MAaHHO30CBS3BIBAIOINEIO JICKTHHA. Bece Tpu myTH Kackaja KOMILICMEHTa
CXOJATCSl K IMPOTEOIMTUHYECKOMY pacIleruieHuto Oenka xommoHeHTa 5 (C5) KoMIUleMeHTa.
Pacmennienne komnonenta 5 koMmiuieMeHnTa (C5) Bener k obpazoBanuio pparmenros C5a u C5b,
3TOT MPOLECC KPUTUYEH BO BpPEMs aKTHBALMM KacKajga KomiuieMeHTa. C5a MOXET BBI3bIBATh
TUICHOTPOIHBIE (PU3MOTOTHYECKHE OTBETHI YEPE3 CBA3bIBaHNE cO cBouMH perentopamu (Monk et
al 2007, Br. J. Pharmacol. 152: 429-448). C5a sBnsercs CHIBbHBIM ITPOBOCTIAIIUTEIBHBIM
MEIHATOPOM, KOTOPBIA HHAYLHPYET XEMOTAKCHYECKYH) MUIPALHUI0, YCHUIMBAET KIIETOUHYIO
a/re3uro, CTUMYJIHPYET OKHCIUTEIbHBI B3PbIB M HHIAYLUUPYET BBICBOOOXKAECHHE Ppa3IMYHBIX
MEIMATOPOB BOCIIAIICHUS, TAKMX KaK TUCTAMMH WM IIUTOKUHBL. CSb omocpenyer ¢popmupoBaHue
MeMOpanoarakyroiiero komruiekca (MAC umu C5b-9), 4to BeseT K JIM3UCY KIETOK B MO3THUX
dazax xommemeHT-3aBucuMoil nutorokcuyHoctH (CDC). Kpome Toro, B sapocopepikamux
KJIETKaX, KOTOpble YCTOMUYMBBI K LUTONM3Y mHocpeactBoM C5b-9, cybnuruueckue KOJIUYeCTBa
C5b-9 wMmoryr BbI3bIBaTh AaKTHBALUIO KIETOK, pE3yJbTaTOM YEro sBISETCS KJIETOYHAs
npoiudepanus, oOpa3oBaHHE IPOBOCHAIMTENBHBIX  MEIUWATOPOB W MPOJYLIMPOBAHHE
BHEKJIETOYHOT'O MaTpPHKCA.

[004] MownoknoHnanbHbie anturena Kk C5 U3BECTHBI B JAHHOH 00JIACTH M OIMCAHbI,
Harpumep, B mareHTax CILIIA/myGmukarusax NeNe 9206251, 9107861, 9079949, 9051365,
8999340, 8883158, 8241628, 7999081, 7432356, 7361339, 7279158, 6534058, 6355245,
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6074642, 20160299305, 20160051673, 20160031975, 20150158936, 20140056888,
20130022615, 20120308559 u B WO2015198243, WO02015134894, WO2015120130,
EP2563813B1, EP2328616B1 n EP2061810B1.

[005] AHTHTENA TOTHOCTBIO YeOBEKa, KOTOPhIE CEIM(PUUECKH CBA3BIBAIOTCA € OCITKOM
CS5 ¢ BbicokOH ahGUHHOCTHIO M 00JaaI0T YCOBEPIIEHCTBOBAHHBIMH (hapMaKOKHHETHYECKHMU
CBOMCTBAaMM, MOTYT OBITb BaXKHBI IIPU IIPEIOTBPAIICHUU U JICYCHHHM padmyHbiXx C5-
aCCOLIMMPOBAHHBIX  3a0oJeBaHull  (HaHpuUMep, ATUIHYHOTO  TI'EMOJIUTHKO-YPEMHUUYECKOTO
CHHIpPOMA).

KPATKAS CYITHOCTDb M30BPETEHU A

[006] Hacrosimee w3oOpereHue oOSCICYMBACT AHTUTENA M HMX AHTUTCHCBSI3BIBAIOIIUC
(dparMenTs, KOTOpbic cremu(puyUecKu CBs3bIBalOT Oenok Qakropa 5 kommuiementa (C5).
AHTHTENA IO HACTOALIEMY U300pPETEHUIO0 MOKHO HUCIOIb30BATS, inter alia, A7 HHrUOMpPOBaHUS
WIM HeWTpanu3alMu akTHBHOCTU Oenka C5. B omnpeneneHHBIX BapHaHTaxX OCYLIECTBICHHS
AQHTHTEJIa MOXKHO HMCIONIB30BATh TPH MPEIOTBPAIICHIH, JICUCHUN WIN YIIYYIICHUH 110 MEHBIICH
MeEpEe OJIHOTO CHUMITTOMa Wiy rokazaHusi C5-accoiMupoBaHHOro 3a00JI€BaHus WM HAPYLIECHUS Y
cyObekTa. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS AHTUTENa MOXKHO BBOJUTH
NpopHIaKTHUYECKH WIM TEPANEeBTUUECKU CYOBEKTY, KOTOPBI UMeeT PUCK Halluuus WIU UMEET
CS5-acconuupoBanHoe  3a0ojieBaHME WM HapylleHHe. B onpejesieHHbIX — BapHaHTax
OCYIIECTBICHUS] aHTUTeNa NpoTuB C5 NpeAcTaBisioT cOOON aHTUTENA IOJHOCTBIO HYEJIOBEKa,
KOTOpbIe CBs3bIBalOTCA ¢ C5 ¢ BBICOKOH ah(UMHHOCTBIO M 001afa0T YCOBEPLIEHCTBOBAHHBIMU
dapmakokunernyeckumu  (PK) u  dapmakogunamuueckumu (PD) cBoiictBamu. Takue
BeICOKOA(PHUHHBIE aHTHUTENA C ycoBepineHcTBOBaHHOH PK/PD MoXHO wcmonb30BaTh s
obecrieueHus IPeBOCXOAIIETo 3P dekTa, HAPSIAy C MEHEE YaCThIM JO3UPOBAHUEM Y CYOBEKTA C
C5-accounupoBaHHbBIM 3a00J1€BAHUEM HIIU HapyUIEHUEM.

[007] AHTHTeNna M0 U300pPETEHUI0 MOTYT OBbITh IOJIHOPA3MEPHBIMU (HATIPHMED, aHTHTEIIO0
IgGl wmmn IgG4) win MOryT cojiepkarh TOJBKO aHTUTCHCBS3BIBAIONIYIO HacTh (Hampumep,
¢parment Fab, F(ab'), wnmm scFv), u ux moxxHo MoauduimpoBaTs sl TOTO, YTOOBI BIUATH Ha
(YHKIIMOHATBHOCTD, HAITPUMED, YTOOBI YBEITMUMBATEH IMTEPCUCTCHIINIO B OPTaHU3ME-XO035UHE TN
ycTpaHsiTh octatouHble 3ddexropHrie pyHkuuu (Reddy et al., 2000, J. Immunol. 164:1925-
1933). B  ompexeneHHBIX  BapUaHTax  OCYIIECTBJIICHUS  aHTHTENa  MOTYT  OBIThH
oucnepuIecKuMH.

[008] B mepBoM acriekTe, HacTosllee H300pPETEHUE ITPEIyCMATPUBACT BBIJCIICHHBIC
PEKOMOMHAHTHBIE MOHOKJIOHAJIBHBIC AHTHUTENA WM HMX aHTUICHCBS3BIBAIOLIME (PPAarMEHTSHI,
KOTOpbIE CBsA3bIBatOTCA crienuduuecku ¢ 6esikom C5. B HEKOTOpPBHIX BapHaHTax OCYLIECTBIICHHS

AHTUTCIIA IPCACTABIIAIOT €000 MOHOKJIOHAJIbHBIC AHTHTEA [OJIHOCTBIO YEIOBEKa.



[009] Obpasuosie anTuTena mpotu C5 Mo HacTOAMIEMY H300PETEHUIO TIEPEYHCIICHBI B
tabmunax 1 w 2 B HacrosimieM olnucaHud. B Ttabmuue | npuBeaeHb! HACHTH(UKATOPHI
AMHHOKHUCJIOTHBIX TI0CIICIOBATEIbHOCTeH BapuabenbHbIx obsactein Tsokeno nemu (HCVR),
BapuabenpHbIX obnactel nerkoit uenu (LCVR), onpenensomuyx KOMILIEMEHTaApHOCTh ob1acTeit
tsoxenoi uenu (HCDR1, HCDR2 u HCDR3) u onpenenstomux KOMIUIEMEHTapHOCTh o0acTeit
aerkoit nern (LCDR1, LCDR2 u LCDR3) o6pa3uoBeix anturen nporuB C5. B rtabmune 2
MPUBEIACHB HMIACHTHU(UKATOPHI ITIOCICA0BATEIBHOCTEH HyKIeuHOBOW KucinoTel mit HCVR,
LCVR, HCDR1, HCDR2 HCDR3, LCDR1, LCDR2 u LCDR3 006pa31oBsIX aHTUTEN MPOTHB
Cs.

[010] Hacrosimmee  u3o0OpereHue — mpeaycMarpuBacT — aHTHTENa,  WIM  HUX
AHTUTCHCBS3BIBAIOIINE  (PPAarMEHTHI, koropeie  couepxar  HCVR,  cozepxkainyto
AMHUHOKHUCJIOTHYIO  TOCIENOBATENBHOCTb,  BBIOPAHHYIO U3  JIOOBIX  AMHUHOKHCIIOTHBIX
nocnefoBarenpHocTeil HCVR, nepeuncieHHbix B Tabmuile 1, WK MO CYIIECTBY CXOXKeH ¢ HUMU
MOCJIC/IOBATEIBLHOCTH, obOnanaromeil mo meHemein mepe 90%, mo menbmern mepe 95%, 1o
MeHblel Mepe 98% wumu no mesemed mMepe 99% WICHTUYHOCTBIO IIOCIEAOBATEIBHOCTEH C
HUMH.

[011] Hacrosimee wu300peTeHHe TakKe OTHOCUTCS K  aHTUTeNaM, WIH UX
AHTUTCHCBS3BIBAOIIMM  (parmeHTam,  kotopeie  cojxepxkar  LCVR,  comepxkamnryio
AMUHOKHUCIIOTHYIO  IIOCJICJIOBATEILHOCTh,  BBIOPAHHYIO M3  JIOOBIX  AMHUHOKHCIIOTHBIX
nocnenoBarenbHocTell LCVR, nepeuncieHHbix B Tabnune 1, Wiy 0o CyniecTBy CXOKel ¢ HUMHU
MOCIeAOBAaTENbHOCTH, oOnajnaroumedl mo Mensueir mepe 90%, mo meHsulied mepe 95%, 1o
MeHblel Mepe 98% wunu no Menbniel Mepe 99% WAEHTHYHOCTBIO IOCIIETOBATEIBHOCTEH ¢
HUMH.

[012] Hacrosimee wu300peTeHre TakkKe OTHOCHTCS K  aHTHUTelaM, WIH HUX
AHTUTEHCBSA3BIBAIOIIMM  ()parMeHTaM, KOTOpBIe  COJEp:KaT  Mapy  aMHUHOKHCIIOTHbBIX
nocaenosarenbHocteit  HCVR  u LCVR  (HCVR/LCVR), coaepxamyio — sro0Oble
aMUHOKUCIOTHBIE nocneoBaTesnibHocTh HCVR, nepeuncnennsie B Tadbauie 1, B nape ¢ Jir00bIMH
AMHHOKHUCJIOTHBIMU miocniefoBarenbHocTsMu LCVR, mnepeuduciennsiMu B Tabmume 1. B
COOTBETCTBUH C OIPEACTICHHbIMU BapUaHTAMU OCYIIECTBJICHHS, HAcTosIllee H300peTeHue
IIpelycMaTpuBaeT aHTUTENA, WIM UX aHTUTEHCBS3bIBAIOLME (DParMeHTHI, KOTOPHIE CO/EpXKaT
napy amMuHOKMUCIOTHBRIX mocaenoBarenbHocted HCVR/LCVR, conmepxkammxcss B JIFOOBIX
06pa3ioBbix aHTUTENaX TPOoTUB C5, epeuncieHHbIX B Tabnuie 1. B onpeneneHHbIX BapuaHTax
OCYIIECTBIICHHUS Tapy aMUHOKHUCIOTHBIX MocienoarenbHocred HCVR/LCVR Bwibuparor u3
rpynnsl, cocrosmen 3 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,
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186/194, 202/210, 218/226, 234/242, 250/258, 266/258, 274/282, 290/298, 306/314, 322/330 u
338/346. B  ompeneneHHbIX ~ BapHaHTaX  OCYILECTBIGHUS  [apy  aMHUHOKHCIIOTHBIX
nocnepoBarenbHocteit HCVR/LCVR BwiGupatotr u3 oanoit u3 SEQ ID NO: 50/58 (manpumep,
H4H12161P), 98/106 (manpumep, H4H12166P), 138/106 (manpumep, H4H12166P5) unu
202/210 (mampumep, H4H12170P). B onpeneneHHbIX BapHaHTaX OCYIIECTBIEHHUS HACTOSIIEE
n3o0peTeHue mnpexycMarpuBaeT aHtuTena npotuB C5 MIM  MX  aHTUICHCBS3BIBAIOLIVEC
dparmentsl, coxepxkammue HCVR u LCVR, ykaszannas HCVR comep uT aMHHOKHCIIOTHYFO
MOCTeA0BATENbHOCTh, MEPEUUCICHHYI0 B Tabnuie |, uMewomyro He Oonbllle MATH 3aMeH
aMUHOKHCIIOT, U YykazaHHaga LCVR cogepXuT aMHHOKHCIOTHYH IIOCHEI0BATEIbHOCTD,
NEPEYNCIICHHYI0 B Tabnune 1, uMmeromyo He OosblIe ABYX 3aMeH aMHHOKUCIOT. Hampumep,
HACTOSICe H300PETEHHE MPEIyCMAaTPUBACT aHTUTea NpoTuB C5 WK UX aHTUTCHCBSI3bIBAIOIIUC
¢dparmentsl, copepxkame HCVR u LCVR, ykazanHas HCVR coaepkUT aMHHOKHCIOTHYIO
nocnefoBarenbHocTs SEQ ID NO: 98, umeroniyto He 0oJjbllie MATH 3aMEH aMHUHOKHUCIOT, U
ykazanHas LCVR cozepxut amMMHOKHMCIOTHYHO nocienosarensHocTe SEQ ID NO: 106,
UMCIOIYI0 HE OOJbIIe JBYX 3aMEH aMHWHOKHCIOT. B JpyroM BapmaHTEe OCYIICCTBICHHUS
HacToslee H300peTeHe NpeaycMaTpruBaeT aHTuTena npotus CS5 UK UX aHTUTEHCBS3bIBAIOIIHE
¢bparmenTsl, cogepxkamue HCVR u LCVR, ykazannas HCVR cogepUT aMHHOKHCIOTHYIO
nociaenosarenbHocts SEQ ID NO: 98, umeromyro 10 MEHbIIEH Mepe OJIHY 3aMEHY
aMUHOKHCIIOTHL, U YKa3aHHass LCVR coepXuT aMuHOKUCIOTHYIO rocneaoBatesbHoCcTh SEQ ID
NO: 106, nmerontyro oHy 3aME€HY aMUHOKHCIIOTBI.

[013] Hacrosimee wu300peTeHHe TakKe OTHOCHUTCS K  aHTUTeNaM, WId HUX
AHTUIeHCBA3BIBAIONIMM (parmMeHTam, kortopble cojepxkar CDRI tsxenoit nemm (HCDRI),
COJICpXKAIyl0  aMHUHOKHCIIOTHYIO  TIOCJIEIOBATEeIbHOCTh,  BBIOPAHHYIO U3  JIHOOBIX
aMUHOKHUCJIOTHBIX TocnenoBatenbHocTeii HCDR1, nepeuncneHHpix B Tabmuue 1, uimu 1o
CYLIECTBY CXOXK€H C HUMH IOCITEeNOBATENbHOCTH, obnanaromieid no menslueir mepe 90%, mno
MeHbIIed mepe 95%, no menbmeit Mepe 98% win o meHsiied mepe 99% HIAEGHTHUYHOCTHIO
MIOCJIE/IOBATEIbHOCTEM.

[014] Hacrosimee wu300peTeHHe Takke OTHOCHTCS K  aHTUTeNaM, WId UX
aHTUIeHCBS3bIBAOLIMM (parMeHtaMm, kortopele cogepxkar CDR2 tsxenoil uenu (HCDR2),
COJIEpKallyl0  aMHUHOKHCJIOTHYIO  TIOCJIEIOBaTENbHOCTh,  BBIOpaHHYIO U3 JIHOOBIX
aMUHOKHCIOTHBIX mocaenoparenbHocter HCDR2, mepeuncrnennbix B Tabmuie 1, wim 1o
CYIIECTBY CXOXK€H € HHUMH II0CIeNOBaTelbHOCTH, obnanatomeid no Mensiuei mepe 90%, 1o
Menbied mepe 95%, no menbuienn mepe 98% wim 1o mensiied Mepe 99% MIAECHTUYHOCTHIO
MOCIECAOBATEIILHOCTEH.

[015] Hacrosimiee u300peTeHHE TakXKe OTHOCHTCS K  aHTUTENaM, WIA HX



AHTUTEHCBA3BIBaIOMIMM (parmentam, kotopble coaepkaT CDR3 taxenoin uenm (HCDR3),
COJICPXKAIIYI0  AMUHOKHUCIOTHYIO  IOCJIEIOBATENLHOCTh,  BBIOPAHHYIO M3 JIHOOBIX
aMHHOKUCJIOTHBIX mocnenoBarenpHocteii HCDR3, nepeuncnensnsix B tabmuue 1, wiam no
CYILIECTBY CXOXK€H ¢ HHUMH ITOCJIENOBATEIBHOCTH, obianmaromied mo Mmeneiiei mepe 90%, mo
MeHbIed mepe 95%, no menblieln Mepe 98% wunu no MeHslied Mepe 99% MAEHTHUUYHOCTHIO
[10CJIEI0BATEIBbHOCTEH.

[016] Hacrosimee u300peTeHUE TAKXKE OTHOCHTCH K  aHTUTENAM, WIH HUX
AHTUTEHCBA3BIBAIONIUM (parMeHTaM, Kkotopeie coxepkar CDRI1 gerkxoit memu (LCDRI1),
CONIEpKallyl0  aMUHOKHUCJIOTHYEKO  TOCJEIOBAaTENbHOCTh,  BBIOpaHHYIO U3 JHOOBIX
aMUHOKHUCJIOTHBIX nocnenoBarenbHocTeit LCDRI1, nepeunciiennbix B Ttabmuue 1, wim 1o
CYIIECTBY CXOXEH C HHMH IOCJICIOBATEIBLHOCTH, OOyanaromeid no Mensiueid mepe 90%, 1o
MeHbied Mepe 95%, no menbmen mepe 98% wnm no mMeHsled Mepe 99% MACHTHYHOCTBHIO
nocneA0BaTeNbHOCTEN.

[017] Hacrosimiee W300peTCHHEC TAaKXKE OTHOCHUTCS K  aQHTUTENIAM, WIA WX
AHTUTCHCBA3BIBAIONIUM (PparmeHTaM, kotopeie cojepxkar CDR2 nerkxoit unerm (LCDR2),
COJIEpKallyl0  aMUHOKHUCIOTHYK  MOCJIEIOBaTeNIbHOCTb,  BBIOpAHHYIO M3 JHOOBIX
aMUHOKHUCJIOTHBIX mochenoBatenbHocTeil LCDR2, nepeuncrneHHbix B Tabnuue 1, uam mo
CYILIECTBY CXOXEH C HHUMHM IIOCIIEIOBATEIBLHOCTH, obOnajatomeil mo menbineit mepe 90%, mo
MeHbled Mepe 95%, no mensmell Mepe 98% wnM 1o MeHblied Mepe 99% HIACHTHUHOCTHIO
NOCIeA0BATENbHOCTEN.

[018] Hacrosimee wu300peTeHHe Takke OTHOCHUTCS K  aHTUTeNaM, WId HX
AaHTUIeHCBA3BIBAIONIMM (pparmenTam, koropeie conepxkar CDR3 nerxoit nenm (LCDR3),
COJICPXKAIyl0  AMHUHOKHCIIOTHYIO  TIOCJICIOBATEIBLHOCTh,  BBIOPAHHYIO U3  JIHOOBIX
AMUHOKHUCJIOTHBIX MocienoBatenbHocTeil LCDR3, nepeuncieHHpix B Tabnuue 1, umm 1o
CYLIECTBY CXOXEH C HHUMHU IOCIEI0BATeNIbHOCTH, oOnajaromeii mo MeHwiieir mepe 90%, mo
MeHbIe mepe 95%, no menbmieit Mepe 98% wnu no meHsiied Mepe 99% WACHTHUYHOCTHIO
MIOCJIE/I0BATEIBLHOCTEH.

[019] Hacrosimee wu300peTeHHe Takke OTHOCHTCS K  aHTUTeNaM, WId HUX
AHTUTEHCBA3BIBAIOIIMM  (parMeHTaM, KOTOpble  COAepKaT  napy  aMHUHOKHCIIOTHBIX
nocnenoBarenpbHocTet HCDR3 u  LCDR3  (HCDR3/LCDR3), coxaepxamytoo Jiro0Obie
aMrHOKHCIIOTHBIE mocaenoBarenbHocTd HCDR3, mepeuncrnennsie B tabnuie 1, B mape c
MOOBIMA AMUHOKHUCIIOTHBIME TIocenoBatesibHOCTIMU LCDR3, nepeuncnenusiMu B Tabuune 1.
B coorBercTBUH C OIpeAeNeHHBIMA BapUAHTAMHU OCYIIECTBICHUS, HACTOAIIEe H300peTeHUe
IIpelycCMaTpUBAET AHTUTENA, WIM UX aHTHIECHCBA3BIBAIOIME (DPPArMeHThI, KOTOPBIE COJIEpIKAT

napy amMuHOKHUCIOTHBIX TocienoBarenpHocTe HCDR3/LCDR3, coaepikainyiocsi B JIHOOBIX
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00pa3noBeIX aHTUTENaX MpoTuB C5, mepeunciieHHbIX B Tabnuie 1. B onpeneneHHpIX BapuaHTax
OCYIICCTBIICHUS Mapy aMUHOKHUCIOTHBIX mocienoBatenbHocTedt HCDR3/LCDR3 Beibupator u3
rpymmsl, cocrosimeir u3 SEQ ID NO: 56/64 (manpumep, H4H12161P), 104/112 (nanpumep,
H4H12166P), 144/112 (manpumep, H4H12166P5), u 208/216 (nanpumep, H4H12170P).

[020] Hacrosimee wu300peTeHHEe Takke OTHOCUTCS K  aHTHTeNaM, WIH UX
aHTUIeHCBS3BIBAIOMIMM (parmeHTam, kotopsie copepskat HCVR u LCVR, ykazannas HCVR
coaepxut HCDRI1, coxepxainyto aMHHOKHUCIIOTHYIO TIOCIIEI0BATEILHOCTD, OTIUYAIONIYIOCS OT
AMUHOKHUCIIOTHOH TMOCJIeI0BaTeIbHOCTH, MEPEUUCIeHHON B Tabmuiue 1, Ha 1 aMUHOKHCIIOTY,
HCDR2, copepxalllyl 0 aMHUHOKHCJIOTHYK  MOCIEI0BATEIbHOCTh, OTIMYAIONIYIOCH  OT
AMUHOKHUCJIOTHON I10CJIEI0BATEIbHOCTH, IIEpeUUcIeHHON B Tabimue 1, Ha 1 aMuHOKUCIOTY, H
HCDR3, cozepxainyio aMHHOKHUCIOTHYIO — IIOCJEIOBATE/IbHOCTb,  OTJIMYAIOIIYIOCH  OT
AMUHOKHCJIOTHOH MOCIIEA0BaTeIbHOCTH, NEPEUUCIeHHol B Tabnuue 1, Ha 1 amuHOKUCHOTY. B
OTpeAeNiEHHBIX BapHaHTaX OCYIIECTBIEHUS HACTOALIee U300peTeHue npeaycMaTpuBaeT
aHTHUTEJA, WIM MX aHTHUIeHCBs3bIBawomue Qparmentbi, kotopeie conep:xkatr HCVR u LCVR,
ykazanHas LCVR coxepsxxutr LCDRI, coxepxariyo aMMHOKHCIOTHYIO IOCICAOBATCIILHOCTD,
OTJINYAIOIIYIOCS OT aMUHOKHUCIIOTHOI MOCIeA0BaTeNbHOCTH, iepeurcieHHoN B Tabnuue 1, Ha 1
aMHHOKHUCIIOTY, LCDR2, coaepXKallyro aMHHOKHCIIOTHYIO MOCIEN0BATENBHOCTD,
OTJIMYAIOIYIOCS OT aMUHOKHUCJIOTHOM IMOCIEA0BATEIIBHOCTH, IIEPEUNCICHHON B Tadnuie 1, Ha 1
amuHokuciotry, u LCDR3, cojepxaiiyto  aMUHOKMCIOTHYIO  IIOCJICHAOBATEIBHOCTD,
OTIINYAOIIYIOCS OT AMUHOKUCIIOTHOH MOCIeA0BaTEIbHOCTH, IEPEUnCciIeHHoN B Tabuune 1, Ha 1
aMUHOKHUCIIOTY. Hampumep, Hacrosiiee uzoOpeTeHue npenycMarpuBaeT aHturesna npotus C5,
WIK WX aHTUTEHCBs3bIBaromue ¢parmMenTsl, kotopslie coaepxkar HCVR u LCVR, ykazanHas
HCVR conepxut HCDR1, conepxanryro aMUHOKHCIIOTHYIO mocheaoBaTesibHocTh SEQ ID NO:
100 win aMHHOKHCIOTHYIO MOCIEA0BATENbHOCT, oTianyatomyocs or SEQ ID NO: 100 na 1
amuHokucioty, HCDR2, conepxkamryto aMuHOKMCIOTHYIO nocinenoBarensHocts SEQ ID NO:
102 munam aMHHOKHUCIIOTHYIO MOCIEN0BAaTeIbHOCTD, oTanyarontytocss oT SEQ ID NO: 102 na 1
amuHokucinoty, 1 HCDR3, coaepxatiyro amuHokuciaoTHyto nocienoarensHocts SEQ ID NO:
104 win aMHHOKHUCIOTHYIO MOCIEA0BAaTeNbHOCTb, oTauyatouyocs or SEQ ID NO: 104 Ha 1
aMUHOKHUCIIOTY. B Jpyrom o0pa3loBOM BapuUaHTE OCYIIECTBIEHUS, HACTOsIIee U300peTeHHe
IIpelycMaTpyBaeT aHTUTENA, WIM UX aHTUTEHCBS3bIBAIOLME (DParMeHTHI, KOTOPHIE CO/EpXKaT
HCVR u LCVR, ykazanmnas LCVR conepxutr LCDRI, conepxaiiyo aMHUHOKHCIOTHYIO
nociaenosarenbHocte SEQ ID NO: 108 wniam  aMHHOKMCIIOTHYIO IIOCIENOBATENBHOCTD,
ommvaromtytocs ot SEQ ID NO: 108 na 1 amuuokucimory, LCDR2, cozpepxainyio
aMHUHOKHCIOTHYIO  mocienoBatesibHocTh  SEQ ID NO: 110 wiam  aMHHOKHUCIOTHYIO

MOCJIEIOBATENBHOCTh, oTnHyaromytocss ot SEQ ID NO: 110 na 1 amunokucnotry, u LCDR3,



coJiepXkallyl aMHHOKHCIOTHYIO nocaeaoBatenbHocTh SEQ ID NO: 112 win aMHHOKHCIOTHYIO
M0CJIEI0BATEIBHOCTD, oTiHyaromytocst or SEQ ID NO: 112 na 1 amunokucnory.

[021] Hacrosimee  u3o0OpereHue — mpeaycMarpuBaeT — aHTHUTENa,  WIH  HUX
AQHTUTEHCBA3BIBAIOIINE (parMeHThl, KOTOPBIE COAEpkKaT THKEIYK Lelb, COAEPIKALIYIO
aMHUHOKHUCIOTHYHO nocnenoBaTenbHocTh SEQ ID NO: 353, unu no CymecTBy CX0XyH C HeH
MOCJICAOBATEIBHOCT, OONajaonryo no mesbiueil mepe 80%, mo mensiueir mepe 85%, 1o
Menbieid Mepe 90%, mo Menbuie mepe 95%, o meHbIeH Mepe 98% wnim 10 MEHBIICH Mepe
99% HIEHTHYHOCTRIO IOCIIEJOBATEIHHOCTEH C HEH.

[022] Hacrosmee wu300peTeHHe TakKe OTHOCHTCS K aHTHTENaM, WIH HX
AQHTUTCHCBS3BIBAIOMIMM  ()parMEHTaM, KOTOPBIC COJIEPXKAT JICTKYIO II€Ib, COJEPIKAILYIO
aMUHOKHCIIOTHYIO TrociienoBateabHocTh SEQ ID NO: 354 wnm mo CymiecTBy CXOXKYIO C HEH
NOCE0BATENBHOCTh, O0ONajaollyr0 no MeHblled Mepe 80%, mo MeHblueil mepe 85%, mo
MeHbied Mepe 90%, nmo mensuield Mepe 95%, no Menpuied Mepe 98% WM 1o MEHbILEH Mepe
99% MAEHTUYHOCTBIO 110CIIEA0BATENLHOCTEN C HEH.

[023] B ompencncHHBIX BapuWaHTax OCYIIECTBICHUS HACTOSAIMICE HM300pETCHUE
npeycMaTpuBaeT aHTUTeNa, WIM UX aHTUIEHCBA3bIBAIOLIUE (DPArMEHTHI, KOTOpBIE CoaepKat
TSKETYI0 LEMNb, COAEPKALLYI0 aMUHOKHUCIOTHYIO nocnenoBarenbHocTs SEQ ID NO: 353 unu no
CYILIECTBY CXOXKYIO C HEM IMOCJIEA0BATEIBHOCTD, 00J1ajatoNyto 1o MeHbiIe mepe 80% wnnu 1o
MeHblelr mepe 90% MIOSHTHYHOCTBIO TIOCIEAOBATENIBHOCTEH C HEW; W JIEKYIO IICTib,
coepXkallyl0 aMHHOKUCIOTHYK mnocienoBarenbHocTs SEQ ID NO: 354 wnu mo cymectBy
CXOXYIO C HEW MOC/IeI0BaTeIbHOCTb, 00aatolyto Mo MeHbileid Mepe 80% Wil Mo MeHbLIeH
mMepe 90% MASHTHYHOCTBIO MTOCIIEeIOBATEILHOCTEN C HEM.

[024] Hacrosimiee wW300peTeHME TaK)KE€ OTHOCHUTCS K  aHTUTENAM, WA HX
AHTUI'€HCBS3BIBAIOUINM (pparMeHTaM, KoTopsle cojaepxkat Habop u3 mectu CDR (t. e., HCDRI1-
HCDR2-HCDR3-LCDR1-LCDR2-LCDR3), coaepxamiuiicss B 11000M U3 00pa3LOBBIX aHTUTE
nmpotuB C5, nepeunciicHHbIX B Tabmure 1. B onpeneneHHbIX BapuaHTax OCYIIECTBICHUS HAOOP
aMuHOKHUCIOTHRIX mnocaenoBarensHocTeit HCDR1-HCDR2-HCDR3-LCDRI1-LCDR2-LCDR3
BbIOMpaoT M3 rpymnmel, cocrosimed u3 SEQ ID NO: 52-54-56-60-62-64 (mampumep,
H4H12161P), 100-102-104-108-110-112 (manpumep, H4H12166P), 140-142-144-108-110-112
(nanpumep, H4H12166P5) u 204-206-208-212-214-216 (nanpumep, H4H12170P).

[025] B cBs3aHHOM  BapuaHTE  OCYIIECTBIECHHUSA, HACTOsIIEe  HU300peTeHue
[peIycMaTpuBaeT aHTUTENa, WIM UX aHTUICHCBS3BIBAIOLUE (DParMeHThI, KOTOPHIE COAEpIKAT
Habop w3 mectu CDR (r. e, HCDRI-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3),
cojepkalmxcsd B Tape aMUHOKHCIOTHRIX mnocieaosarenbHocter HCVR/LCVR,  kak

OTIPEJICTICHO ¢ MOMOIIBIO JIFOOBIX 00pa3IlOBbIX aHTUTEN MPOTUB C5, MepeyrucIeHHbIX B TaOIUIIe



1. Hanpumep, HacTosmiee U300peTeHHE BKJIIOYAET aHTUTENa, WM HUX AHTUTEHCBSI3bIBAIOLINE
(dparmMenTsl, KOTOpBIE cojepxkar HabOp aMHMHOKHCIOTHBIX mocienosarensHocreir HCDRI-
HCDR2-HCDR3-LCDRI1-LCDR2-LCDR3, coxepxamuxcs B I1ape  aMUHOKHCIIOTHBIX
nociuenosarenbHoctet HCVR/LCVR, BeiOpannbix u3 rpymnmsl, cocrosmed u3 SEQ ID NO:
50/58 (mampumep, H4HI12161P), 98/106 (manpumep, H4H12166P), 138/106 (mampumep,
H4H12166P5) umu 202/210 (wanpumep, H4H12170P). CriocoObt u npueMbl uaeHTH(PHKALUN
CDR B amunHOkucinoTHbIX nociemoBarenbHocTaXx HCVR u LCVR xopoio u3BecTHBI B TaHHOMN
00JacTH, ¥ UX MOXKHO HCHOJIB30BaTh ISl TOTO, YT00bl uaeHTHUIpoBaTs CDR B KOHKPETHBIX
aMHHOKHCIOTHBIX mocieaoBaTenbHOocTIX HCVR w/mmn LCVR, packpbITBIX B HACTOSIIEM
ornucanuu. OOpa3lOBbIC KOHBCHIWH, KOTOPHIE MOXXHO HCHOJB30BAaTh JJIi TOTO, YTOOBI
uacHtuuuuposars rpanunel CDR, Brmouarot, Hanpumep, onpenencuue Kabat, onpenencHue
Chothia u onpegenenne AbM. BooOme rosops, onpeaenenue Kabat ocHoBaHO Ha
BapnabeIbHOCTU MocheaoBaTeNnbHOCTEH, onpenenenue Chothia 0CHOBaHO Ha MECTONOJIOXKEHHUH
obracTel CTPYKTYPHBIX TETENb, a onpeacicHue AbM npenacTasiisier co00i KOMITPOMHUCC MEXKTY
nojaxogamu Kabat u Chothia. Cum., Hanipumep, 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).
[TyGiuunble 0a3bl JAHHBIX TAKXKE JOCTYIIHBI Ui WACHTUQUKauu nocienoBaresabHocte CDR B
aHTHUTEJIE.

[026] B omnpeneneHHbIX BapuaHTaX OCYILECTBIICHUS HACTOALIEE H300pETEHUE BKIHOYAET
AQHTUTEJIO WIM €ro aHTUI'eHCBS3BIBAIOUIMK (pParMeHT, KOTOPBIH Crieu(UUYecKy CBA3BIBACTCS C
CS, rae aHTUTENO WM €ro aHTUTCHCBS3BIBAIONIUM (PAarMeHT COJEpPXKMUT TPHU ONpEACsIoIIne
KOMIUIEMEHTapHOCTh oOmactu  Tskenod nenu (CDR) (HCDRI, HCDR2 u HCDR3),
conepkauuecss B BapuadensHoil oonactu Tspkenod nend (HCVR), u tpu CDR nerkoit nenwu
(LCDRI1, LCDR2 u LCDR3), conepxamruecs B BapuadenbHoit obnactu nerkoii uenu (LCVR),
rie HCVR conepxut: (i) amuHOKHCIOTHYIO TocienoBatenbHOCTh SEQ ID NO: 98, (ii)
AMHUHOKHCIIOTHYIO TIOCIICIOBATEIHLHOCTH, 00JIaIAl0NIyI0 110 MeHbIel Mepe 90% MACHTUYHOCTHIO
¢ SEQ ID NO: 98, (iii) aMUHOKHCIIOTHYIO MOCIEIOBATENbHOCTh, 00JAJAIOIIYI0 TI0 MEHbIIEH
mepe 95% unenruuynocteio ¢ SEQ ID NO: 98; unu (1v) aMHHOKHCIOTHYIO OCJIE€N0BATENHOCTh
SEQ ID NO: 98, umeroniyro He Oompine 5 3ameH amuuHokucioT; u LCVR coxepxut: (i)
aMHUHOKHCIOTHYHO  mocienoBarensHocTh  SEQ ID NO: 106, (i1) aMHHOKHCIOTHYIO
[I0CJIEI0BATENIBHOCTD, OOajaonyio no Menbiueir Mepe 90% unentuanocteio ¢ SEQ ID NO:
106, (iil) aMHHOKHCJIOTHYIO TMOCJIEIOBaTEIbHOCTh, OOJaJalollyl0 I0 MeHblued mepe 95%
uneHTuaHocThio ¢ SEQ ID NO: 106; unu (iv) aMUHOKHCIOTHYIO TiocienoBarenbHocts SEQ ID

NO: 106, umeronryo He 60bIIE S 3aMEH aMUHOKHUCIIOT.



[027] Hacrosimee wu300peTeHre BKIOYaeT aHTUTena npotuB C5, wumeromme
MOJM(PHULIMPOBAHHBIN TATTEPH T[IIMKO3MWIMPOBAHUS. B HEKOTOpPBIX BapHWaHTaX OCYILECTBICHHUS
MOKHO HCIIOIB30BaTh MOAM(PUKALMUIO IS TOTO, YTOOBI YHANSATh HEKEIATCIbHBIC YYaCTKH
ITIUKO3UIIUPOBAHUS, UM aHTUTEN0, He conaepkailee (pparMeHT (QyKo3bl, NPUCYTCTBYIOIIUK Ha
ONUTOCAXapuAHON UenH, Hanpumep, [Uid YBeIWYeHHs (YHKIMM aHTHUTENO03aBUCHMOM
kierouHoonocpepoBannol nurorokcuunoctu (ADCC) (em. Shield et al. (2002) JBC
277:26733). B npyrux npuMEHEHHUSX MOXHO BBIIOJIHATE MOIU(DUKAIMIO TAIaKTO3UIHPOBAHHUSI
JUIst TOTO, YTOOBI MOAU(DHUIIUIPOBATh KOMIUIEMEHT-3aBUCUMYI0 IUTOTOKCHYHOCTH (CDC).

[028] B omnpexaeneHHbIX BapuHaHTaX OCYIIECTBJIEHHUS HACTOAIIEE H300pETeHHE
PEyCMATPUBACT AHTUTENIA M WX AHTUICHCBS3BIBAIOIIMC (PPArMEHTHI, KOTOPBIC MHTHOHPYIOT
pH-3aBucumoe casizpiBanue ¢ CS. Hanpumep, nacrosinee n300peTCHUE BKIIOYACT aHTUTENA U UX
AHTUTEHCBSA3BIBAIOIIUN (PparMeHT, KoTophle cBs3biBaloT C5 ¢ Oonee BpICOKOI ahHUHHOCTHIO
npu HelTpansHOM pH, uem npu kuciaoM pH (T. e. cHUXEHHOe CBSA3bIBaHUE MPU KuciaoM pH).

[029] B ompenencHHBIX BapuWaHTax OCYIICCTBICHUS HACTOSINECE HM300pETCHUE
NpelyCMAaTPUBACT AHTUTENA M AHTUTCHCBS3BIBAIONINE (PArMEHTHI, KOTOPBIC IPOSIBISIOT
YCOBEPILIEHCTBOBAaHHBIE (PapMaKOKHHETHYECKHE U (PapMakoAMHAMUYECKHE CBOICTBA, HAIIPUMeED,
HacTofAlLee H300peTeHHe MmpeaycMaTpuBaeT aHTuTena npotuB C5, kotopeie o001agaroT
YBEIMYCHHBIM BPEMCHEM TIOJNIYXKH3HM B  CHIBOPOTKE. B  omnpeneneHHbIX  BapuaHTax
OCYIIECTBIICHUS] aHTHUTeNA IpoTUB C5 10 HACTOAIIEMY M300PETECHUIO UMEIOT KOHIIEHTPALUIO B
cpiBOpoTKEe Oosbmie yeM 10 Mxr/mn no cyrok 40 y CS5-rymMaHu3supoBaHHBIX Mbled. B
OIpeAeNIeHHBIX BapUaHTaX OCYUIECTBIEHHUS aHTUTeNa MpoTuB C5 1o HacToAEMY U300PETEHUIO
6noxupytot CP u AP remonus jio cyrok 35 mipu BBefieHnn CS5-ryMaHU3UpPOBAHHBIM MBIIIAM.

[030] Hacrosimee w300peTeHWe  TaKKe OTHOCUTCA K  aHTHTENIaM H  HX
AHTUTCHCBS3BIBAIOIINUM (parMeHTaM, KOTOpble KOHKYPUPYIOT 3a CleNU(DUYECKOe CBSA3BIBAHUE C
C5 ¢ aHTUTENOM WJIHM ero aHTUT'€HCBA3BIBAKOIIUM (pparmenTom, conepxamum CDR uz HCVR u
CDR wu3 LCVR, rne xaxnas HCVR n LCVR umeer aMUHOKHUCIIOTHYIO TTOCIIEI0BATEIBHOCTE,
BbIOpaHHyt0 u3 nocnenosarensHocted HCVR u LCVR, nepeuncnenusix B Tabaune 1.

[031] Hacrosmee wu3o0peTeHHe Takke OTHOCUTCS K  aHTUTeNaM U HuX
AHTUTEHCBA3BIBAIOIINM (PparMeHTaM, KOTOpbIe IEPEKPECTHO KOHKYPUPYIOT 3a cBsi3biBaHue ¢ C5
C DTAJOHHBIM AHTUTEJIOM WJIM €T0 aHTUICHCBS3BIBAIOUIMM (pparMeHToM, coaepxkammm CDR u3
HCVR u CDR w3 LCVR, rame xaxmgas HCVR u LCVR wuMeer aMHHOKHCIOTHYIO
MOCIIEA0BATENBHOCTD, BhIOpaHHyto u3 mocienoBarenpHocteit HCVR u LCVR, nepeunciennspix
B Tabmune 1.

[032] Hacrosimiee wu300peTeHHME  TaKKe  OTHOCHUTCA K aHTHTENaM M HX

AHTUI'CHCBA3BIBAIOIIUM (bpaFMeHTaM, KOTOPBIC CBA3BIBAKOTCSE € TCM IKC OIIMTOIIOM, UYTO H
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ATAJIOHHOE aHTHUTENO WU €r0 aHTUTeHCBA3bIBatomUN pparment, cogepxkamuiit CDR u3 HCVR u
CDR u3 LCVR, rne xaxnas HCVR n LCVR umeer aMHHOKUCIIOTHYIO IOCIIEN0BATEIBHOCTD,
BeiOpannyio u3 nocieposarensHocte HCVR u LCVR, nepeuncnennbix B Tabnuune 1. B
OTpEeACNICHHBIX BapHaHTAaX OCYIIECTBIEHUS HACTOALIEE HU300peTeHHe NpeaycMaTpUBaeT
AaHTHUTENA U UX aHTUTCHCBS3bIBAIONINE (PPArMEHTHI, KOTOPBIE CBA3BIBAIOTCSA C TEM KE DIUTOIIOM,
YTO M 3TAJOHHOE AHTHUTEIO WIM €TI0 aHTUTCHCBS3BIBAIOIMIT (parMenT, coxepxammii CDR u3
HCVR u CDR m3 LCVR, rae napa amunokuciotHeix mnocienoBareiabnocteit HCVR/LCVR
umeet SEQ ID NO: 98/106.

[033] Hacrosmiee wu3o0OpeTeHHe Takke OTHOCHUTCA K aHTHTeNnaM mnpotuB C5 u wux
AHTUTCHCBS3BIBAIOIIMM ()parMEHTaM, KOTOPBIC CBS3BIBAIOTCS C OJHUM WM HECKOJIBKUMH
AMHHOKHUCIIOTHBIMH OCTaTKaMH, COJIEpKamuMucs B o enb /i 3 menu CS. B onpeneneHHbx
BapMaHTax OCYIIECTBJICHUS HACTOAIEE H300pEeTEHUE IIPElyCMAaTPUBAET aHTHUTENA U UX
AHTUTEHCBSA3BIBAIOIINE (parMeHThl, KOTOpbIE CBS3BIBAIOTCS € OJHOM MM HECKOJbKUMHU
aMHUHOKHCJIOTaMd B o enu C5 U 0OMHOU WJIM HECKOJIBKMMH aMuHOKHcIoTamH B B menu C5. B
OTpeAeNiEHHBIX BapHAHTAaX OCYIIECTBIEHUS HACTOALIEE U300peTeHue NpeaycMaTpUBaeT
aHTUTeNa U UX AHTUTEHCBA3BIBAWOIIME (PPAarMEeHTHI, KOTOpBIE CBSI3BIBAIOTCS C OJHON WU
HECKOJIBKUMH aMUHOKHCIOTaMU B oL U § mersax C5, rae aHTHTENa HEe CBA3BIBAIOTCS C JOMCHOM
anagunarokcuna CSa. B onpesneneHHBIX BapuaHTaX OCYIICCTBICHUSI HACTOSIEE U300pETCHHE
IIpelyCMaTpuBaeT anTurena npotus C5, KOTOpbIE B3aMMOJICHCTBYIOT C OJTHON WM HECKOJIBKUMHU
aMUHOKHUCJIOTaMH, cojaepxkamumucst B C5 uvenoseka (SEQ ID NO: 359). B ompeneneHHbIX
BapUaHTaX OCYIIECTBJICHUs HACTOsIee M300peTeHue IperycMaTpuBaeT aHtutena npotus CS,
KOTOpBIE B3aUMOJICHCTBYIOT C OJTHOW HJIM HECKOJBKUMHU aMUHOKHCIIOTaMH, COJICPYKAIUMUCS B
C5 ygenoseka (SEQ ID NO: 359), rie aHTHTENa HE CBSI3BIBAIOTCS C JIOMCHOM aHA(PUIATOKCHHA
C5a w3 C5. B omnpeaeneHHbIX BapuUaHTaX OCYILIECTBIEHHS HAcTosIIee HU300peTeHue
npexycMarpuBaeT aHTutena mpoTuB C5 M MX aHTUTEHCBSA3BIBAIOLIUE (DParMeHThbl, KOTOphIE
B3aHMOJCHCTBYIOT € aMHHOKHCIOTHON IIOCTENOBATENIbHOCTBIO, BBIOPAHHON W3 TPYIIILI,
cocrosmen u3 (a) aMuHOKHUCIOT ¢ 591 no 599 uz SEQ ID NO: 359; (b) amunokucnot ¢ 593 no
599 u3 SEQ ID NO: 359; (¢) amurokucnor ¢ 775 no 787 uz SEQ ID NO: 359; (d) amurOKHCIOT
¢ 775 no 794 uz SEQ ID NO: 359; u (e) amunokucnot ¢ 779 mo 787 uz SEQ ID NO: 359. B
OMpEeACNICHHBIX BapHAHTAaX OCYIICCTBICHUS HACTOALIEE HW300peTEHUE MPeIyCMaTpPHBAET
anTuTena npotuB C5 M MX aHTHTEHCBSA3BIBAIONME (ParMEHThI, KOTOPhIE B3aHMOJIEUCTBYIOT C
OJIHOM WMJIM HECKOJIbKUMHU aMHUHOKHCIOoTaMu, cojepxkamumucs B SEQ ID NO: 359, nanpumep,
HACTOsLIee M300peTeHUE MpeaycMaTpuBaeT anturena npotuB C5 M UX aHTUTCHCBSI3BIBAIOLIHE
(bparMeHTsl, KOTOPBhIE B3aUMOICUCTBYIOT C 10 MEHBIIICH Mepe 5 aMUHOKHCIOTaMH, [0 MEHBIIEeH

Mepe 10 aMHHOKMCIOTaMM WIM 10 MEHbIIEH Mepe 15 aMHHOKHUCIOTaMH, COACPKAIIMMUCS B
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SEQ ID NO: 361. B ompeneneHHBIX BapuaHTaX OCYIIECTBICHHS HACTOAIIEEe H300pETEHHE
npexycMmarpuBaeT antarena npotuB C5 M MX aHTUICHCBS3BIBAIOHINE (pParMEHTBI, KOTOPHIE
B3aUMOJICHCTBYIOT C OJHOW WJIA HECKOJIBKUMH aMHUHOKHCIIOTaMH, cojepxammumucs B SEQ ID
NO: 359, nampumep, HacTosIIee H300peTeHHUE MpeaycMaTpuBaeT aHTuTena npotuB C5 u ux
AHTUTCHCBSA3BIBAIONINE (DparMeHTHI, KOTOpBhIE B3aUMOAEHCTBYIOT € MO MeEHbUIeH Mepe 5
amuHokuciotamu, copepxkamumucs B SEQ ID NO: 360. B ompeneneHHBIX BapHuaHTax
OCYILCCTBIICHUSI HACTOSIIEe H300pETCHHE IpeaycMaTpuBaeT antutena unpotuB C5 um ux
AHTUTEHCBA3BIBAIOIINE (PpAarMeHThl, KOTOPHIE B3aUMOJEHCTBYIOT C IO MeHbIIeW Mepe 5
aMHHOKHUCTIOTaMHu, coaepxkanmMucss B SEQ ID NO: 360 u 361. B onpeneneHHbIX BapHaHTax
OCYIICCTBJICHUSI HACTOSIIEE HW300peTeHue mpeaycMarpuBaeT antutena nporuB C5 u ux
AHTUTCHCBS3BIBAOIINE  (PArMEHTBI, KOTOPBIC B3aMMOJACHCTBYIOT C  aMHHOKHCIOTHOM
nocaeaoBarenbHocThi0O SEQ ID NO: 360 (cooTBercTByIONIEH aMmuHokucinoTam ¢ 591 go 599 u3
SEQ ID NO: 359) u c¢ aMuHOKUCIOTHOM mocnenoBarensHocThio SEQ ID NO: 361
(cooTBercTBYIOIIEH aMuHOKHCIOTaM ¢ 775 1o 794 u3 SEQ ID NO: 359).

[034] B  HEKOTOpHIX  BapwaHTax  OCYIIECTBICHWUS  AHTUTEIO  WJIM  €ro
AHTUTECHCBA3BIBAIOIIUN (PparMeHT MOKET CBA3bIBaThbes crnenuduuecku ¢ C5 aroHUCTUYECKUM
00pa3oM, T. €. OHM MOTY YCHWJIMBATh WUJIM CTUMYJIUPOBATh CBA3bIBAHWE W/WIHM aKTUBHOCTH C5; B
IPYTHX BapHaHTaX OCYIICCTBICHHUS aAHTHUTEIIO MOXET CBS3bIBaTHCS crerududeckn ¢ C5
AHTarOHUCTHYECKUM 00pa3oM, T. €. OHO MOXKET OJOKMPOBATH CBS3BIBAHUE W/HIIM aKTUBHOCTH C5.

[035] Hacrosmee u3zoOpeTeHHe Takke OTHOCUTCS K BBIIEJICHHBIM aHTUTENaM U X
AQHTUT'CHCBS3BIBAIOIINM (PparMeHTaM, KOTopble OJOKUpYIT cBsizbiBaHue C5 ¢ C5-koHBepTa3oi.
B HeKOoTOpHIX BapuaHTaX OCYIIECTBICHUS aHTUTENIO MIIM €r0 aHTUTCHCBS3BIBAIOIINMA (hparMeHT,
KOTOphle OnOKUpyrT cBs3biBaHue C5 ¢ C5-xkoHBepTa3zol, MOTYT CBS3BIBATECS C TEM KE
snutonoMm Ha C5, yro u C5-KoHBEpTa3a, UM MOTYT CBSI3bIBAThCA C APYruM snuronom Ha C5,
Hexenn C5-koHBepTa3za. B HEKOTOPBIX BapuaHTaxX OCYLIECTBJIEHMS HACTOSIIEEe H300pEeTEeHUE
MPEeyCMAaTPUBACT AHTUTENA WM MX aHTUTCHCBA3BIBAIONINE (hParMEHTHI, KOTOPhIE OJIOKHUPYIOT
csa3biBanue C5 ¢ C5-koHBepTa30ii 00€3bsHbI.

[036] B OIpeNeeHHbIX BapuaHTax OCYLLECTBIIEHUS aHTUTENa MU
AHTHUTEHCBSA3BIBAOILINE (hparMeHThI o HAacCTOSIEMY U300peTEHUIO SIBJISIIOTCA
oucnenudUIecKuMU U UMEIOT TIEPBYIO CITEHU(PUIHOCTD CBA3BIBAHUS C TIEPBHIM DITUTOTIOM OeJiKa
C5 u BTOpyto cnenudUYHOCTh CBS3BIBAHUS CO BTOPBIM »muTonoMm Oenmka CS, e mepBwld U
BTOPOM 3IUTOIBI SBISIIOTCS PA3IMYHBIMU U HE [IEPEKPHIBAIOLIUMUCS.

[037] B omnpeneneHHbIX BapyHaHTaxX OCYLIECTBICHHUS aHTHTENA M AHTUTE€HCBA3BIBAIOLINE
(dbparMeHTHl 10 HacToAlEMY u300peTeHno cBsaspiBatoTcsa ¢ CSa ¢ ICso menbine yem 0,5 HM. B

OTIPEJICTICHHBIX BapuaHTax ocyiiecTBieHus antutena coaepxkar HCVR, copepxanryro
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aMHUHOKHCIIOTHYIO TIOCIIE€I0OBATEIbHOCTh, BRIOpaHHYIO W3 Tpynimbl, coctosueid u3 SEQ ID NO:
290, 306, 322 u 338. B onpezeiieHHBbIX BapuaHTax ocyiuecTsieHus anturena cogepxar LCVR,
COJZICPKALIYI0O AMUHOKHCIIOTHYIO ITOCIIEI0BATEIBHOCTD, BEHIOPAHHYIO U3 TPYIIIbI, COCTOSALICH U3
SEQ ID NO: 298, 314, 330 u 346.

[038] B ompeneneHHBIX BapuaHTaX OCYIIECTBICHHUS HACTOsIIee H300peTeHue
IpeaycMaTpuBacT BBIACICHHOE aHTUTENIO WIM €0 aHTHUICHCBA3BIBAIOLIUI (parMeHT, KOTOPbIC
UMCIOT OJHY WM HECKOJIBKO CICAYIOIINX XapaKTECPUCTHK: (@) TpenacTaBisieT coOoi
MOHOKJIOHAJIBHOE aHTUTENO0 TOJHOCThI0 uyenoBeka; (b) cBsseiBaeTca ¢ C5 denoBeka c
koHcTaHTol mucconuanuu (Kp) meneme dyem 0,9 HM npu 25°C, xak U3MEpsAIOT B aHAIHM3E
MOBEPXHOCTHOTO TJIA3MOHHOTO pe3oHaHca; (¢) cBsasbiBaercs ¢ CS5 yenoreka ¢ Kp mMeHble yem
0,3 aM npu 37°C, Kak U3MEpSIOT B aHAIIM3E MMOBEPXHOCTHOTO IIA3MOHHOTO pe3oHaHca; (d)
cBaspiBaeTcsi ¢ C5 o0e3psHbl ¢ Kp MeHbmie veM 65 HM, Kak HM3MEpSIOT B aHalu3e
MOBECPXHOCTHOTO TIJIA3MOHHOTO pe3oHaHca; () cBss3biBacTcs ¢ BapuanToMm C5 denmoBeka R8ESH
(SEQ ID NO: 356) ¢ Kp menbuie yem 0,5 HM, kak M3MEpPSAIOT B aHAIMU3E IIOBEPXHOCTHOTO
I1a3MOHHOTO pe3oHaHca; (f) cBa3piBaeTcs ¢ BapuaHToM C5 yenoexa R88SC (SEQ ID NO: 357)
¢ Kp menbie yem 0,5 HM, kak U3MepsAIOT B aHAJIM3€ MOBEPXHOCTHOTO MJIa3MOHHOTO PE30HAHCA;
(g) 6noxupyer onocpenopanubiii C5 uenoBeka kiaccuueckuit myth (CP) remonuza 0oubilie 4yem
Ha 95% u ¢ ICso Menbuie yeM 6 HM, kak usmepsioT B aHamuse CP remonmsa; (h) Guokupyer
onocpenoBaHHblil C5 yenoBeka anbTepHATUBHBIN IyTh (AP) remonusa Gonpnie yueM Ha 70% u ¢
ICso menbmie uyem 165 HM, kak wusmepstor aHanuze AP remonusa; (i) uHruOupyer
onocpentoBanHbil C5 adpukanckoit 3enenoil mapteimku CP remom3 ¢ ICso meHbie uem 185
HM, kak n3mepsior B ananmmze CP remonusa; (j) uarudupyer ornocpeioBaHHbid C5 adpukaHCKoi
3eneHod MapThilikd AP remonus ¢ ICso Menbuie uem 235 HM, kak u3MepsrT aHanuze AP
remonu3a; (k) narubupyer onocpenoBansiii C5 sBanckoro makaka CP remonus ¢ ICsp MeHbIe
gem 145 M, kak usmepsoT B ananuze CP remonusa; u (1) uarubupyer onocpenoBanubiii C5
sBaHckoro makaka AP remomus ¢ ICso menwiie wem 30 HM, kak usMmepsitor aHanuze AP
reMoJu3a.

[039] B ompeneneHHBIX BapuaHTaX OCYLUECTBJIEHHS HacTosllee H300peTeHue
IPe/lyCMaTPUBACT BBIJCIICHHOE PEKOMOMHAHTHOE MOHOKJIOHAJIbHOE aHTuTeno npotus C5 niu
€ro aHTHUTEHCBS3BIBAIOLIMI (PparMeHT, KOTOpble€ MMEIOT OJHY WJIM HECKOJIbKO CJIETYIOIIUX
XapakTepucTuk: (a) couepxur Hadtop u3 mectd CDR, coxepxkamux aMHHOKHCIOTHBIC
nocnenoBarenbHocTd SEQ ID NO: 100-102-104-108-110-112; (b) cBsizsiBaercs ¢ C5 uenoBeka ¢
koHcTaHToN nucconnanuu (Kp) mensimie yem 0,2 HM mpu 25°C, xak uU3MEpSIIOT B aHAJIM3E
[IOBEPXHOCTHOIO IIJIa3MOHHOI0 pe3oHaHca; (c) cBasbiBaerca ¢ C5 uenoseka ¢ Kp meHble yem

0,3 HM npu 37°C, Kak U3MEpSIOT B aHAJIU3E NMOBEPXHOCTHOTO TIA3MOHHOTO pe3oHaHca; (d)
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cesa3piBaeTcst ¢ BapuanToMm C5 uenoBeka (R885H) ¢ Kp mensmie yem 0,4 #M npu 37°C, kax
U3MEPSIOT B  aHAIM3€ TOBEPXHOCTHOTO IUIa3MOHHOIO  pe3oHaHca; (€) HWHrudupyer
ornocperoBanublil Kiaccuueckum myreM (CP) remonus B ceiBopoTke uenoBeka ¢ 1Cso MeHble
yeM 3 HM; (f) umurubupyer omocpeoBaHHBIH ajbTepHATUBHBIM IyreM (AP) remonu3 B
ceiBopoTke yenopeka ¢ ICso menbire ueM 27 HM; (g) unrubupyer CP-onocpeoBaHHbII reMOJH3
B chIBOpoTke 00e3bsiHbl ¢ ICso meHpmie uem 21 HM; (g) mHrubupyer AP-omocpenoBaHHBII
reMoiin3 B CoIBOPOTKE 00e3bsiHbl ¢ ICso Menbure wem 10 HM; (h) umeeT Bpems MONMYXKHU3HU B
ChIBOPOTKE (t12) Oosbmie yem 10 cyrok y C5-rymMaHu3MpOBaHHBIX MbIIeH; (i) HMeEET
KOHIIGHTpaIlMI0 B CBIBOpPOTKe Oombme uyeM 10 Mrr/mn nmo cyrok 40 mpu BeaeHun C5-
rYMaHM3UpOBaHHBIM Mblam; (j) 6mokupyer CP-omocpenoBanHbIi remoaun3 10 cytok 50 y C5-
rYMaHU3HPOBAHHBIX MEIIei; U (k) CBsI3bIBAETCS ¢ OAHON WIIM HECKOJBKUMU aMHUHOKHCIIOTAMH,
conepxkamumucs B o nernu w/wm B e SEQ ID NO: 359, rie aHTUTENO HE CBS3BIBACTCS C
nomeHoM anadwmiarokcuHa CSa uz C5.

[040] Bo BTOpoM acrekTe, Hacrosiee H300peTeHHE IIpPelyCMaTpUBACT MOJIEKYJIbI
HYKJIIEHHOBOM KHCJIOTHI, KoJAUpylolue aHtutrena npotuB C5 wunum ux dvactd. Hampuwmep,
HACTOsALIEe N300peTeHrne MpefyCMaTpUBAeT MOJEKYNbl HYKJICHHOBOW KHCIIOTHI, KOIUPYIOLIHE
moOble amMuHOKHMCHOTHBIE TocienoBaTenbHocTh HCVR, mnepeuncnennsie B Tabmune 1; B
OTIPE/ICJICHHBIX BapHaHTaX OCYIICCTBICHUS MOJIEKYJa HYKICHMHOBON KHCIIOTBI COACPKHUT
MNOJMHYKJICOTHUIHYIO MOCIEA0BATENbHOCTh, BBIOPAHHYIO U3 JIOOBIX MOCIEI0BATENbHOCTEMH
HykJenHoBoU kuciaoTel HCVR, nepeuncienHbIx B TabnuLe 2, WIK IO CYLIECTBY CXOXKEH ¢ HUMU
MOCJIeI0BATENBHOCTH, oOnanaronieii mo Meneme mepe 90%, mo mensmie mepe 95%, 1o
MeHblel Mepe 98% wnmu no Menbnield Mepe 99% UAEHTHYHOCTBIO IOCIIEIOBATEIBHOCTEH ¢
HUMH.

[041] Hacrosimee n300peTeHHe Takke OTHOCUTCS K MOJIEKYJIaM HYKJIEHHOBOW KUCIIOTEHI,
KOJUPYIOIIUM JTIIOObIE aMHHOKHCIOTHBIE mnochenoBatenbHoctn LCVR, mnepeuncneHHsie B
tabnuue 1; B OMpe/ereHHBIX BapHaHTaX OCYLIECTBJICHUS MOJIEKYJa HYKJIECHHOBOW KHCIIOTHI
COJIEPKUT  TONHUHYKICOTHAHYIO [OCJIe0BATEIbHOCTb, BBIOpAHHYIO u3 TMOOBIX
nocieAoBaTeNbHOCTEN HyknenHoBol kucnotel LCVR, nepeuncieHHbix B Tabnuie 2, Wid IO
CYIIECTBY CXOXEH C HHMH TOCJIEIOBATEIHLHOCTH, objanatonieii mo meHbineir mepe 90%, mo
MeHbIed mepe 95%, mo Mmenbieit Mepe 98% wnu o MmeHbiied Mepe 99% WAECHTHUYHOCTHIO
I10CJIEA0BATENBHOCTEN C HUMH.

[042] Hacrositee u300peTeHUE TAKKE OTHOCUTCS K MOJIEKYJIaM HYKJICHMHOBOW KHCIIOTHI,
KOJIUPYIOIIUM JTHO0BIE aMMHOKHCIOTHBIE TocienoBareasHocty HCDRI1, mepeducienHbie B
tabnuie 1; B ONpe/eIcHHBIX BapHaHTaX OCYILIECTBJICHUS MOJIEKYyJa HYKJICHHOBOM KHCIIOTHI

COACPKUT INMOJIMHYKJICOTUH YO OoCJIC10BATCIIBHOCTD, BBI6paHHYIO us3 JIOOBIX
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nocJyeioBaTenbHOCTeN HyknenHoBou kucioTel HCDR1, nmepeunciieHHpIX B Tabmuie 2, WiK 1o
CYIIECTBY CXO)K€H C HHMH I0CJeNoBaTelbHOCTH, obnajatomieil nmo Mensiueir mepe 90%, 1o
Mmenbined Mepe 95%, no menbweil Mmepe 98% win 1o Meneied mMepe 99% UIACHTUYHOCTHIO
NOCAEA0BATENbHOCTEN C HUMH.

[043] Hactosiee n3o0peTeHre Takke OTHOCHTCS K MOJIEKYJIaM HYKJIEMHOBOW KHCIIOTEHI,
KOAUPYIOIIUM J1I0ObIe aMUHOKHUCIOTHBIE mocienoBarensnocty HCDR2, nepeuncineHHsie B
tabnuiue 1; B ONpeneneHHBIX BapHUaHTaX OCYLICCTBJICHHUS MOJEKYJa HYKJICHHOBOM KHCIIOTHI
COJIEPIKUT MOJTIMHYKJICOTHIHYIO MOCJIE0BATEIBLHOCTD, BBIOpaHHYIO u3 THOOBIX
oC/IeIoBaTENbHOCTEH HyKIenHOoBOM kucioTel HCDR2, mepeunciieHHBIX B TabmuIie 2, Wid 1O
CYILIECTBY CXOXEH C HUMH IOCICI0OBATEIBLHOCTH, obyajaromieil mo menesiued mepe 90%, mo
MmeHbied mMepe 95%, no menbueit Mmepe 98% win 1o mensied Mepe 99% MACHTUYHOCTHIO
MOCAeA0BATENBHOCTEN C HUMHU.

[044] Hactosiee n3obpereHue Takke OTHOCUTCS K MOJIEKYJaM HYKJIEHMHOBOUM KHCIIOTBI,
KOJUPYIOIIUM JIOOBIC aMHHOKHCIOTHBIC TmocienoBareabnoctd HCDR3, mnepeuncrnenHbic B
tabnuie 1; B OMpPE/EICHHBIX BapUaHTaX OCYIECTBICHUS MOJICKYyla HYKJICHHOBOM KHCIOTBHI
COJIEPKUT MOJIMHYKIICOTHIHYIO MOCIe0BATEIbHOCTb, BBIOpaHHYIO u3 THO0BIX
nociaeAoBaTebHOCTEN HykienHoBoM kucinoTel HCDR3, nmepeuncnenHsix B Tabnuue 2, WK Mo
CYILIECTBY CXOXEH C HHUMHM IIOCJIEIOBATEIBHOCTH, OOJajalomei no MeHbiuei mepe 90%, 1o
MeHblied Mepe 95%, no menbmeinn Mepe 98% wiu 1o meHbiued Mepe 99% WACHTUYHOCTBHIO
NOCNIEA0BATENBHOCTEN C HUMH.

[045] Hacrosiiee nu300peTeHue Takke OTHOCHTCS K MOJIEKYJIaM HYKJIEMHOBOM KHCIIOTHI,
KOJMPYIOMIUM JTI00bIE aMHUHOKUCIIOTHBIE mocienaoBareabHoctn LCDRI1, mepeuncrnenHsie B
tabnuie 1; B OMpeNesICHHBIX BapMaHTAaX OCYIECTBJICHUS MOJIEKYJla HYKJICHHOBOW KHCJIOTHI
COJIEPIKUT MOJIMHYKJICOTHIH YO [OCIIE0BATEIbHOCTb, BBIOpAHHYIO u3 THOOBIX
nocienoBaresibHOCTEN HYKIIenHOBOH kucnotel LCDR1, nepeuncrienHslx B Tadbnuue 2, WiM 1o
CYIIECTBY CXOXEH C HUMH TOCJIC/IOBATEILHOCTH, obnanatomnield mo meHbieid mepe 90%, mo
MeHblIed Mepe 95%, no menbmeit Mepe 98% wnu o meHsied Mepe 99% WACHTUYHOCTHIO
MOCIeAOBATENHHOCTEN C HUMHU.

[046] Hacrosimee n300peTeHHE TaKKe OTHOCUTCS K MOJIEKYJIaM HYKJIEHHOBOH KHUCIIOTHI,
KOJIMPYIOIIUM JI0Oble aMHUHOKHCIIOTHBIE TocnenoBatenbHocT LCDR2, mepeuncnenHeie B
tabnuue 1; B OMpeieseHHbIX BapHaHTaX OCYLIECTBJICHUS MOJIEKYyJa HYKJIEMHOBOW KHMCIIOTHI
COJIEPKUT [TOTMHYKJICOTUIHYIO MOCIIE0OBATEILHOCTD, BBIOpAHHYIO u3 TIOOBIX
nocieAoBaTeibHOCTEN HyKiIenHOBOM kuciaorel LCDR2, nepeuncnennasix B tabuuie 2, WM 10
CYIIIECTBY CXOXEH C HHUMH IOCJIEIOBATEIBLHOCTH, obsajaromieit mo meneineir mepe 90%, 1o

MeHbled Mepe 95%, nmo Mmenblell Mepe 98% wnu no MeHsiied Mepe 99% WMACHTHUYHOCTHIO
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MOCAEA0BATENBHOCTEN C HUMH.

[047] Hacrositiee n300peTeHre TaKKe OTHOCUTCS K MOJIEKYJaM HYKJICHMHOBOH KUCIIOTBI,
KOAUPYIOIIUM JTIOOBIC aMHHOKUCIOTHBIC mocieaoBarenbHocty LCDR3, mepeuncrneHHeie B
tabnuue 1; B onpeneneHHBIX BapUaHTaX OCYUIECTBJICHHUS MOJIEKYla HYKJIEHHOBOM KHCIOTBHI
COJIEPKUT MOJIMHYKJIEOTHIHYIO [OCJIEA0BATEIBHOCTD, BbIOpaHHYIO u3 JTFOOBIX
nocjeaoBaTeIbHOCTEH HyKkienHoBo kucinotel LCDR3, nepeuncnenssix B tabiuue 2, WiM 10
CYLIECTBY CXOXKEH C HHMH IOCICIOBATCILHOCTH, OONANaromeii mo Meuwiieir mepe 90%, 1o
MeHblIeH Mepe 95%, no meHbled Mepe 98% unam nmo MeHblied Mepe 99% MAEHTHYHOCTHIO
NOCTEA0BATENbHOCTEN C HUMHU.

[048] Hacrosimee n300peTeHUE TAK)KE OTHOCUTCS K MOJICKYJIAM HYKJICHHOBOW KHCIIOTEI,
koqupyrommM HCVR, rone HCVR conepxur mHabop u3 tpex CDR (1. e. HCDR1-HCDR2-
HCDR3), rne nHabop amuHOKHCIOTHBIX mnocienoBarenbHocteil HCDRI-HCDR2-HCDR3
IpeJCTaBisieT cOOOH TO, UTO OMpeeTIeHO ¢ MOMOUIBIO MHOBIX 00pa3IoBBIX aHTUTeN NpoTuB C5,
TIEPEYHCIICHHBIX B Ta0muIe 1.

[049] Hacrosinee n3o0pereHue Takke OTHOCUTCS K MOJIEKYJIaM HYKJIIEMHOBOUM KHMCIIOTBHI,
koaupytomuM LCVR, rme LCVR conmepxut Hatop u3z tpex CDR (1. e. LCDRI1-LCDR2-
LCDR3), rme Habop amuHOKHCIOTHbIX nociaegosarenbHocTelt LCDRI1-LCDR2-LCDR3
MPEACTABIISIET COOOM TO, UTO OMPEJICICHO C MTOMOILBIO JHOOBIX 00pa31oBBIX aHTUTEN TpoTUB C3,
IIEPEYUCIICHHBIX B Tabmuie 1.

[050] Hactosmee nzobpereHue Takke OTHOCUTCA K MOJIEKYJIaM HYKJIEMHOBOM KHCTIOTHI,
konupytomuM  kak HCVR, tak u LCVR, rgpe HCVR coxmepXuT aMHHOKUCIOTHYIO
MOCIACAOBATCALHOCTh M3 JIO00H M3 AaMUHOKHCIIOTHBRIX —mnociemoBarenbHocTeli HCVR,
nepeuncieHHbiXx B Tadmuie 1, u rae LCVR conepuT aMUHOKHCIIOTHYIO TIOCIIEIOBATEILHOCTD
U3 TI0O0H U3 aMUHOKUCIIOTHBIX TocienoarenbHocteid LCVR, nepeuncnenubix B Tadbnume 1. B
OMPEETICHHBIX BapHAHTAX OCYILECTBJICHHUS MOJIEKYJa HYKJIEHHOBOM KHUCIOTBl COJIEPKHUT
MOJIMHYKJICOTU/THYIO TIOCJIEI0OBATENbHOCTh, BBIOPAHHYIO U3 JIIOOBIX IIOCJE/I0BATENIbHOCTEH
HyksienHoBol kucnotel HCVR, nepeuncieHHbIX B TaOIUIE 2, WIK 110 CYIIECTBY CXOXEH C HUMH
MOCIeAOBATENbHOCTH, obnanaromeil mo Menwuieir mepe 90%, mo meHslieil mepe 95%, 1o
MeHbied mMepe 98% umm no MeHenied mepe 99% HIEHTHUHOCTBIO IOCIENOBATEIBHOCTEN C
HUMH, W TOJUHYKICOTHJIHYIO  [IOCJIENOBAaTENbHOCTh,  BbIOpaHHYHO U3  JHOOBIX
MOCJIeIOBATENRHOCTEH HyKJIeMHOBOM Kuciaothl LCVR, nepeuncrnennpix B Tabmuie 1, win mo
CYIIECTBY CXOXK€H € HHUMH II0CIeNOBaTelbHOCTH, obnanatomeid no Mensiuei mepe 90%, 1o
Menbied mepe 95%, no menbuienn mepe 98% wim 1o mensiied Mepe 99% MIAECHTUYHOCTHIO
NOCIIEZI0BATENBHOCTEN ¢ HUMH. B oIpe/ieIeHHbIX BapHaHTaX OCYIECTBICHUS B COOTBETCTBUH C

ATUM acCIEKTOM M300peTeHMs, MOJIEKYJIa HykKJIenHoBoM kuciaoTel koqupyer HCVR u LCVR, rne
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n HCVR u LCVR nony4deHsl U3 OHOTO M TOTO e aHTuTena npoTuB C5, mepedncIeHHOro B
tabnuie 1.

[051] B cBsd3aHHOM  acleKTe, HacTosllee  H300peTeHue  IIPelyCMAaTPUBAET
PEKOMOMHAHTHBIE OJKCIPECCUPYIONIME BEKTOPHI, CHOCOOHBIE HKCIPECCHUPOBATh MNOJUIENTH,
colepKaluii BapuabenpHyI0 00JacTh TXKENOM WM JEerkod uenu aHTturena mpotuB CS.
Harpumep, Hacrosiiee H300peTeHHE BKIIIOYACT PEKOMOMHAHTHBIC SKCIPECCUPYIONINE BEKTOPEI,
COJICpIKaIlie JIOOBIC MOJICKYJIBI HYKJICHMHOBOM KHUCIIOTHI, YKAa3aHHBIC BBIIIC, T. €. MOJICKYJIBI
HYKJIEHHOBOM KHCJIOTHI, Kogupyromue Toosie nocnenoBareabnoctd HCVR, LCVR w/umun CDR,
KaKk u3NoXkeHo B Tabmuie 2. Takxke B 00beM HACTOALIET0 HM300pETEHHUS BKIIOYEHBI KIETKHU-
X035€Ba, B KOTOPHIC BBEACHBI TAKHE BEKTOPHI, @ TAKXKE CIOCOOBI IMOJIYYCHUS aHTHTET WIH HX
9aCTeH MOCPEICTBOM KYJILTUBHPOBAHUS KICTOK-XO035€B B YCIOBHAX, JOITyCKAIOIINX HOJIYYCHUE
aHTHUTEN Wik parMeHTOB aHTUTEN U U3BJICUEHHE aHTUTEN U (PparMeHTOB aHTHUTEN, MOTYYEHHBIX
TaKuM 00pa3zoMm.

[052] B tpetheM acmekTe, H300peTEHUE OTHOCHTCS K (hapMaIleBTHYCCKONW KOMITO3UITIH,
cojicpxaiiei TeparneBTHYCCKU D(H(PEKTHBHOE KOJUYCCTBO TII0 MCHBIICH MEpe OJHOTO
PEKOMOMHAHTHOTO MOHOKJIOHANIBHOTO aHTHUTENa WM €ro aHTUIeHCBSA3BIBAIOLIETO (pparmeHra,
KoTophie crenuduuecku cBsa3biBaloT C5, U (¢apMalleBTUYECKH MPUEMIIEMBIM HOCUTENb. B
CBSI3aHHOM QaCIIeKTe, M300PETCHHE OTIMYACTCS KOMIIO3MILIMEH, KOTOpasi MPEJICTaBIsACT COOOM
KOMOMHaIMI0 aHTuTesna npotuB C5 M BTOPOro TEPANEeBTHUYECKOTO cpeacTBa. B oxHoM u3
BAapHAHTOB OCYIIECTBIEHUS BTOpPOE TEPANEBTUUYECKOE CPEACTBO MpeiacTaBisier coboil modoe
CPEICTBO, KOTOpoe OnarompusatHo oOBeAMHSIOT ¢ antutenoM npotuB (5. OO6pasunosbie
Cpe/CTBA, KOTOPHIE MOT'YT OBITH [OJIE3HO OOBE/IMHEHBI ¢ aHTUTENIOM IpoTuB C5, BKITIOYAIOT, 6€3
OTpaHMYEHUS, JIPYTHE CPEICTBAa, KOTOPHIE CBA3BIBAIOT W/UIU MHTHOMPYIOT akTUBHOCTH C5 (B
TOM 4YHCJ€ JpyTHe aHTUTeNa WM HMX aHTUIeHCBs3bIBalOlIUe (parMeHTsl W T. 1.), W/WIK
CPEACTBA, KOTOpbIE HEMNOCPEJCTBEHHO He cBs3bIBal0OT C5, HO TeM He MeHee JeyaT WId
yAy4IIaloT [0 MEHBIICW Mepe OJWH CHUMITOM Wi Tokazanue CS5-acconmupoBaHHOTO
3a00NeBaHUsl  WIM  HapylmieHus.  JlomosHUTENbHAas ~ KOMOWHUpPOBAHHAs  Tepamus |
KOMOHMHHUPOBAHHBIE COCTABbI C BOBJIEUEHUEM aHTHTEN MPOTUB C5 1o HacTosAEMY H300PETEHHIO
PACKpBITHI B PYTOM MECTE B HACTOSIILIEM OITMCAHUH.

[053] B ueTrBepTOM acriekte, n300pETEHNE OTHOCUTCS K TEPANEBTHUECKUM CIIOco0aM s
nevueHus 3a00NeBaHUs WM HapylieHus, cBsizaHHoro ¢ C5, y cyObeKTa C HCIOJIb30BaHUEM
agrurena rpotuB C5 WM aHTUTCHCBS3BIBAIOIIEH YacTH aHTHTENa 10 H300pEeTEeHHUIo, T/
TepareBTHYECKUE CIIOCOOBI BKJIIOYAIOT BBEICHHE TepaneBTHUYeCKH 3(P(EeKTUBHOrO KOJIMYECTBA
(apMaleBTUUECKON KOMITO3UIINH, COJIEpIKallel aHTUTENO WU aHTUTCHCBA3BIBAIOLIUN (pparMeHT

aHTHUTENA 10 M300peTeHHI0, CyOBheKTy, HyKaarouieMmycss B aTom. Hapyuienune, koTopoe jedar,
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MpeACTaBIsIeT co0ok noboe 3abojeBaHHE WM COCTOAHME, KOTOPOE YCOBEPILCHCTBYIOT,
yAYYIIalOT, HHTUOUPYIOT WM MPEJOTBPAIIAIOT ITOCPEACTBOM MHIruOupoBanus aktuBHocTu CS5.
B omnpeneneHHBIX BapuaHTax OCYIIECTBJICHUS M300pETEHHME OTHOCHTCA K crocobam
NPEOTBPALIICHHS, TEUCHUS WIH YIyUIIeHHUs [0 MEHbLIEH Mepe OAHOr0 CUMOTOMa aTUIHYHOTO
reMoJIuTHKO-ypemudyeckoro cuaapoMa (aHUS), cnocol BkIOYaeT BBEJEHHE TEPareBTHUECKU
3¢} dexTuBHOrO KoMMUecTBa aHTHTENA MPOTUB C5 MM €ro aHTHICHCBS3BIBAIOIICTO (hparMeHTa
110 U300PETECHUIO HYKIAIOMIEMYCSl B 3TOM CyOBEKTY. B HEKOTOpBIX BapHaHTax OCYLLICCTBICHUS
HacToslee U300peTeHre MPeayCMaTpPUBAaeT CIOCOObI YIYUIICHUS UIH CHUXKEHHS TSIKECTH IO
MEHBIIIeH Mepe OJHOTO CUMITOMA WM MOKa3aHHs MapoKCU3MaIbHONH HOYHON reMOrno0HHYpHH
(PNH) y cyOwekra mocpeactBoM BBejaeHus antutena nporuB C5 mno uzoOperenuio. B
HEKOTOPBIX BapHAaHTaX OCYLICCTBICHHUS AHTUTENIO WJIM €r0 aHTHTCHCBA3BIBAIOMIMN (parMeHT
MOKHO BBOJUTH MPOMUIAKTHUYECKH WIM TEPANEBTUYECKH CYOBEKTY C HAIMYHEM WIH PUCKOM
Hanmuyusi C5-accoUUUpOBaHHOTO 3a0O0NieBaHUSl WIM HapylleHus. B ompeneneHHBIX BapHUaHTaX
OCYILECTBIICHUS aHTUTEIIO WM €r0 AHTUTCHCBS3BIBAIONINH (PparMeHT 1Mo n300pETECHHIO BBOIST B
KOMOWHAIIMA CO BTOPHIM TEPAIEBTUYECCKUM CPEJACTBOM CYOBEKTY, HYKIAIOIIEMYCS B ITOM.
Bropoe TepameBTHUECKOE CPEICTBO MOXKHO BbIOMpAaTh M3 TIPYIIbL, COCTOAIIEH H3
MPOTUBOBOCMIATUTENBLHOTO JIEKAPCTBEHHOTO CPEACTBAa (TAKOTO KaK KOPTHKOCTEPOMUIBI H
HECTEPOU/IHBIC TPOTHBOBOCIIATIMTEILHEIC JIEKAPCTBEHHBIC CPEICTBA), IPYTOT0 aHTUTENa K OCIKy
CS5, numeBoll n00aBKM, TaKONH KaK AHTHUOKCHJAHTBI, WU JIHOOOro JPyroro JIeKapCTBEHHOI'O
CpeICTBa WIM TepaluH, H3BECTHBIX B JaHHOH oOnacTu. B ompeneneHHbIX BapHaHTaX
OCYLLECTBJIEHHSI BTOPOE TEPANEBTHUUECKOE CPEICTBO MOXKET IPEACTaBIATh COOOH CpencTBO,
KOTOPOE TIOMOTaeT IPOTHBOJICHCTBOBATh WJIM CHIDKATh JIIOOOM BO3MOXKHBIM TMOOOYHEIM
¢ dext(bl), CBSI3aHHBIA C AHTHUTEJIOM HJIM €r0 AHTUTCHCBS3BIBAIOIIMM (ParMeHTOM I10
U300peTeHuto, eciau Takoi MoOouHBIH APQeKT(bl) HOIKEH NPOSIBUTHCSH. AHTHUTENO WIH €ro
(dparMeHT MOXHO BBOJIUTH IIOJIKOKHO, BHYTPHBEHHO, BHYTPHUKOXHO, MHTPANEPUTOHEATBHO,
NePOPAIIEHO WM BHYTPUMBIIICYHO. AHTHTENIO WIH €ro ()parMeHT MOKHO BBOJHUTH B JI03€
npubnusuTensHo ot 0,1 Mr/kr maccs Testa mpubnausuTenbHo 1o 100 Mr/kr Maccehl Tena cyobekTa.
B onpezeneHHBIX BapUaHTaX OCYIUECTBIEHUSI aHTUTEJNO [0 HACTOALIEMY U300PETEHUIO MOXHO
BBOJIUTh B OAHOM MM HECKOJBKHUX J03aX, CoCcTaB/Istomux Mexay S0 mr u 600 mr.

[054] HacTosiiee n300peTeHre TakKe OTHOCUTCA K MPUMEHEHHUIO0 aHTHuTena npotuB C5
WIM €ro aHTUIEHCBSA3BIBAIOLIETO (parMeHTa I10 M300pPETEHHIO TMPU  HU3TOTOBJICHUU
JIEKapCTBEHHOI'0 CPEACTBA IS JICUSHHs 3a00JIeBaHUS WIM HApYLICHUs, ISl KOTOpOro Oyxer
noJie3Ha 0JI0Kazaa CBs3bIBaHUS W/Win akTuBHOCTH CS5.

[055] [pyrue BapuaHThl OCYHIECTBICHUS OyAyT BUJHBI IIPH MPOCMOTPEH CIIEIYIONICTO

MOAPOOHOTO ONUCAHMUS.
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KPATKOE OIITMCAHUE OUT'YP

[056] Ha ¢wur. 1 npencrasieno unruOupoBanue yposHeil CSa anruresnom npotus C5
H4H12166P B 3aBucumoctu OT 103bl, Kak ompeaeisitor nocpencrsom ELISA (onmcano B
npruMepe 9 B HACTOSIEM OIMCAHUHN).

[057] Ha ¢wur. 2 npeacrapiaeHa oOas KOHUEHTpaIMs B CHIBOPOTKE B 3aBUCUMOCTH OT
BpeMeHHU Imociae ofgHoM 15 mr/kr BuHyrpuBennoil uHbexkumu H4H12166P, H4HI2161P wunun
00BbEKTa CpaBHCHHS 2 camilaM SBAaHCKOro Makaka (omucaHo B mpumepe 10 B HacTosiem
onucanun). [Ipodunu KoHLIEHTpalUsA-BpeMs HAHOCUIN Ha rpaduk OT IEepBOro Mocie 036l 10
pe3ynpTaTa Ha mpenene KoJudecTBeHHOro ompeneneHus (BLQ), ecnu NpUMEHHMO, KOTOPBIU
paccunteiBamm kak LLOQ/2. Kaxpas Touka maHHBIX mnpexacraBisier cpeanee (£SD) (n=4
KHUBOTHBIX/TPYNIA); KOHICHTPALMH, HA KOTOpPbIC, KaK MNPEANojaraid, HaXOAWIHCh MO
BaustHueM ADA, uckmoudanu y 1 xxuBotnoro B rpynne H4H12166P u 1 xusorHoro B rpymne
H4H12161P, naunnas c cyrok 36 u cyrok 29, coorBerctBeHHO. LLOQ=HmxHuil mnpenen
KOJIMYECTBEHHOT'O ONPEEICHUS

[058] Ha ¢ur. 3 mpeacTaBicH MPOICHT TEMOJIM3a B 3aBUCHMOCTH OT BPEMCHH €X VIVO B
KpacHBIX KJIETKaX KpOBM JUlsl aHaIu30B (A) Kiaccuueckoro nytu u (B) anpTepHaTHBHOrO NyTH
nocne ogHoi BHyTpuBeHHOU unHbekuuu H4H12166P, H4H12161P unu obbekTa cpaBHeHUs 2
caMLaM  sBaHCKOTO  Makaka. %  TIeMOJu3a, BBIUMCIAEMBIH  Kak  COOTHOLIEHHE
HKCIIEPUMEHTAIIBHOTO ¥ MaKCUMAJIBHOI'O JIM3MCA 3a BBIYETOM % (OHOBOIO JIM3HMCa U3 000X
3HA4YE€HMH, CBsI3aH ¢ KoaudecTBOM C5, MHIHOMPOBAaHHOIO KOHKPETHBIM aHTUTEIOM IpoTuB CS5,
IPUCYTCTBYIOIIIMM B CBIBOPOTKE B JAaHHBIH MOMEHT BpeMeHu. Kaxnasg Touka JaHHBIX
npeacrasisieT cpeaHee (£SD).

[059] Ha ¢ur. 4 mpencraenensl npodmin oOmeld KOHIEHTPaUHd B CHIBOPOTKE B
3aBUCUMOCTH OT BPEMEHH JUIsl BHIOpaHHBIX aHTUTeN npoTuB C5 y Mblel, TyMaHU3UPOBAHHBIX
no CS (onucano B mpumepe 11 B Hacrosmewm onucanuu). I'ymanusupoaHHbiM C5 Mblliam
BBOAMIN OjiHY 15 mr/kr nonkoxnyio no3y H4HI12166P, o0bekT cpaBHeHus | uiaum OOBEKT
cpaBHenuss 2. Kaxngas Touka JaHHBIX npeacraBnseT cpeaHeerSEM  (n=4-5 kaxia.).
OcyiecTBIsIIA MOHUTOPHUHT KOHIICHTPAIIMA aHTUTEN B ChIBOpoTKax uepes 1, 10, 20, 30 u 40
CYTOK IIOCJIE HHBEKIIMH C UCTIOIb30BaHuEM cOHABUY ELISA.

[060] Ha ¢ur. 5 npeacraBieH NpOHEHT reMoIn3a B 3aBUCUMOCTH OT BPEMEHH €X VIVO B
aHaIu3e reMoJIN3a MO KJIACCHYeCKOMY IMyTH KOMILIEMEHTa I BBIOpaHHBIX aHTUTEN mpoTus C5
y MBIIIIEH, ryMaHu3upoBaHHbIX 1o C5. I'ymanuszupoBanHbiM C5 MbIlIaM BBOAMIIM OJHY 15 MI/KT
noakoxuyto 103y H4H12166P, obbexra cpaBHenus 1 wim oObekTa cpasHenus 2. Kaxnas Touka
JaHHbIX mpencrasiser cpenHeetSEM (n=4-5 kaxn.). OcyluecTBIsiM MOHHTOPUHI IPOLIEHTA

remMojmu3a B ChIBOPOTKE Iepen no3oH, uepes 10, 20, 30, 40 u 50 cyrok nocie uabexuuu. %
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TeMOJIN3, KOTOPBI BBIYMCISIN KaK COOTHOUIEHHE HKCIEPHUMEHTAIbHOTO0 M MaKCHMAalbHOTO
au3uca 3a BeIYETOM % (QOHOBOrO nu3uca U3 o0OMX 3HAYCHMH, cBsi3aH ¢ KoiuuyectBoM C5,
MHIHOMPOBAHHOI'O KOHKPETHBIM aHTuTeNoM IpoTuB C5, NPUCYTCTBYIOLIMM B CBHIBOPOTKE B
JAHHBI MOMEHT BPEMEHU.

[061] Ha d¢ur. 6 npencrarieHsl npodunu oOIIeld KOHIIEHTPAlMHd B CBIBOPOTKE B
3aBUCUMOCTH OT BPEMEHH JUIsl BEIOpAHHBIX aHTUTE] NpoTuB C5 y MBbleH, I'yMaHU3UPOBAHHBIX
no C5 (ommcano B mpumepe 11 B HactosmeM onucanuu). Mplmiam BBOIWIM OAHY 15 Mr/kr
noakoxkuyro no3y H4H12166P, H4H12161P, oOwexra cpaBHeHHS | HIM H30THIHYECKOIO
koHTponss IgG4P. Kaxknmas Touka JaHHBIX TMpeacTaBiseT cpeaHeetSEM  (n=5 xaxn.).
OcyliecTB/IsUIM MOHUTOPUHI YPOBHEH aHTHUTEN B CHIBOPOTKax uepe3 6 wacos, 1, 2, 3, 4, 7, 10,
14, 21, 30, 45 u 59 cyTok nocie HHBCKIKU ¢ Ucnoyib3oBanueM couasuyd ELISA.

[062] Ha dur. 7 mnpencrasieH rpaduK, TOKA3BIBAIOIIUN OICHKHA ONTHYECKOM
korepeHTHOU ToMorpaduu (OCT) y Mblel, KOTOPBIX JIEYWIH U30TUIIUYECKUM KOHTPOJIEM WM
anturesnom npotuB C5 MIM17628N no 10 mr/kr unu 50 mr/kr (onucaHo B mpumepe 14 B
HACTOAIEM omnucanun). ****p<(0,0001, nByx(hakTOpHBIH TUCTICPCHOHHBIN aHAIHU3 JICYCHUS
aaTuresnioMm mpotuB C5 mo 50 Mr/kr B CpaBHEHUHM C OTCYTCTBHEM JICHUCHHUS WM JICYCHUEM
W30THUIHYECKUM KOHTPOJIEM.

[063] Ha ¢ur. 8 mpencraBieHo MHTHOMPOBAHUE TeMOJIM3a MO KJIACCHYECKOMY MYTH
arturesiom npotuB C5 MIM17628N B orcyrctBue C3 (A); u B npucyrctBun 80 mMxr/min C3
yenoBeka (B) (omucano B mpumepe 14 B HACTOSAIIEM OIHUCAHUN).

[064] Ha ¢ur. 9 mpeacTaBieHo YUCIIO KJIETOYHBIX KiacTepoB y C5 ryMaHW3MpPOBaHHBIX
MBILLIEH, KOTOPBIX JIEUMIN HM30THIIMYECKUM KOHTPOJEM WM aHTUTeaoM npoTuB C5 yenoBeka
H4H12170P no 10 mr/xr umu 50 Mr/kr (onucano B npuMepe 15 B HACTOSIIEM ONUCAHUM). N=8-
12 tna3 asis Kak10i rpyIisl

[065] Ha ¢ur. 10 npencraBnen rpaduk, mnokaswsBarommii ornenku OCT y C5
I'YMaHU3UPOBAHHBIX MbIIIECH, KOTOPBIX JICUMIIM H3OTUIUYECKUM KOHTPOJIEM WJIM aHTHTEIIOM
npotus C5 uyenoBeka H4H12170P mo 10 mr/kr wnmu 50 mr/kr (omucano B mpumepe 15 B
HACTOAIIEM OnUcaHuu). n=8-12 a3 /i KaK0H Ipynmbl

[066] Ha ¢ur. 11 npencraBnen rpaduk, mnokassBarounmii onenku OCT y C5
F'YMaHU3UPOBAHHBIX MBIIIEH, KOTOPHIX JICYHJIM U30TUITNYECKUM KOHTPOJIEM, aHTUTEJIOM TMIPOTUB
CS5 uenosexka H4H12166P no 3 mr/kr uiu 10 mr/kr wim o0bekToM cpaBHeHHus 2 110 10 Mr/Kr.
n=6-12 a3 s Kaxa0# rpynis! (OMUCaHo B IpuMepe 15 B HACTOSIIEM OTTUCAHNH ).

[067] Ha ¢ur. 12 npeacTaBiaeHo YUCIO KIETOYHBIX Ki1acTepoB y CS ryMaHHU3UpPOBAHHBIX
MBIIIEH, KOTOPBIX JICUMJIM H3OTUIIMYECKUM KOHTpoJieM, aHTuTesoM mnpotuB C5 uyenoseka

H4H12166P no 3 mr/kr umu 10 mr/kr unmu o0sextoM cpaBHeHus 2 o 10 mr/kr. n=6-12 rna3 mis
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KaKJI0# Tpymbl (OMMCAHO B TpUMepe 15 B HACTOSIIEM ONMUCAHUH ).

[068] Ha ¢wur. 13 npexacrasieHa kpusas BbDKHUBaeMocTH Mblmeii NZBWFI1, koTopsix
JCUNIM M3O0THIIMYECKMM KOHTposieM uiau anturenamu nporuB C5 MIMI7628N  win
MIM17627N (onucaHo B npuMepe 17 B HACTOSIIEM OMUCAHNH ).

[069] Ha ¢ur. 14 npencrapnensl ypoBHH (A) ansOymuHa B mode U (B) ampsOymuHa B
MOY€, HOPMAJIM30BAHHOIO IO KpeaTWHHHY B Moue, y Mbimed NZBWF1, koropeix neuniu
M30TUIIMYECKHM KOHTpoJieM wiau aHtutenamu mnporuB C5 MIMI17628N mnmu MIM17627N
(ormcaHo B puMepe 17 B HACTOSIIEM OIUCAHUH).

[070] Ha ¢wur. 15 npeacraBieHsl ypOBHM a30Ta MOYSBUHBI B KpoBH y MbIeit NZBWF1,
KOTOPBIX JICUUJIM M30TUIIMYECKUM KOHTposieM win anturenamu npotuB C5 MIM17628N unu
MIM17627N (onucano B ipumepe 17 B HACTOSIIEM OIIMCAHUH).

[071] Ha ¢ur. 16 npeacraBneH rpaduk, NOKa3bIBAKOIIUNA MHTUOMPOBAHHE AHTUTENO-
3aBUCUMOM IIUTOTOKCHYHOCTH JJI aCTPOLUTOB mocpeacTBoM aHturen npotuB C5 H4H12166P,
H4H12170P, obbvekra cpaBHeHus | 1 00beKTa CpaBHEHHMS 2, KaK ONMCaHO B ripumepe 18.

[MOAPOBHOE OITMCAHUE

[072] Ilepen omucaHueM AaHHBIX CIIOCOOOB CEAYeT MOHMUMATh, YTO 3TO U300peTeHNe He
OTPaHHYEHO KOHKPETHBIMH CIOCO0aMU M ONHUCAHHBIMH HKCIEPHUMEHTAIbHBIMH YCIOBHAMH, MO
CYLIECTBY CIOCOOBI M YCIOBUSI MOIYT BapbHpoBaTh. Takxke cieayeT IOHHMMAaTbh, HYTO
TEPMHMHOJIOTHS, HCIOJb3yeMasi B HACTOAILIEM OIMCAHUM, CIIY)KUT TOJBKO LEJIU OIUCAHHS
KOHKPETHBIX BapUaHTOB OCYLIECTBIEHHS M HE MpeJHa3HaueHa B KauyecTBE OrPaHUYEHHS,
IIOCKOJIbKY OOBEM HaCTOSLIEro HM300peTeHHsl OrpaHMYeH TOJIBKO MPUIIOKEHHOH (GopMysoi
U300peTeHMsL.

[073] [Toka He orpeeNieHO HHOE, BCE TEXHUYECKNE U HAYUHBIC TEPMUHBI, HCIIOIb3yEeMbIe
B HACTOSIIEM OIMCAHUH, UIMEIOT TO K€ 3HaUeHHe, B KAKOM MX OOBIYHO MOHUMAET CHELHATUCT B
o0y1acTi, K KOTOPOH OTHOCHTCSA 3TO u300pereHne. HecMoTps Ha TO, 4TO JIHOOBIE CIIOCOOBI U
MaTepuaibl, M0I00HbBIE WIN SKBHUBAJIECHTHBIC TEM, YTO OMIMCAHBI B HACTOSIIEM OMMCAHUU, MOYKHO
UCIIOJIb30BaTh MPU MPAKTUHYECKOW peasn3allMyd WM TECTUPOBAHMH HACTOSIIETO HW300peTeHMus,
NPEAIOYTUTENbHBIE CIIOCOOBI U MaTepualbl onucaHsl gaiee. Bee mybiukalunuy, ynoMsHYyTbhie B
HACTOSIIEEM ONMCAHUH, BKIFOUEHbl B HACTOSMIEE OMUCAHUE IMOCPEACTBOM CCBUIKM B IOJHOM
o0BeMe.

OnpeneneHus

[074] Tepmun «C5», Takke Ha3bIBAEMBIH «KOMITIOHEHTOM 5 KOMIUIEMEHTa» MIH «(akTop
KOMIUIEMEHTa 5», OTHOCHTCS K O€JKy ChIBOPOTKM M3 Kackaga komiviemeHTta. bemok C5
npejcTaBisgeT co0oit 6enok u3 1676 aMHHOKHCIIOT, KOTOPBIN COJEPKUT JIBE 1ienu, o U f3. bemox

SIBJISICTCSI TOYKOHM CXOXKICHUS TpeX ny’reﬁ aKTHUBalluu KOMILIEMCHTA: KIIACCHYCCKOI'O IIYTH,
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anbTePHATUBHOTO TMYTH UM MNYTH MAaHHO30CBA3BIBAIOIIETO JIEKTHHA. AMHUHOKHCIOTHAS
[I0CJIEIOBATEIILHOCTD  MOJIHOpa3MepHoro ©Oenka C5 mnpuBeeHa B KayecTBE IpuMepa B
AMHHOKHUCJIOTHOM TOCIIE0BATeIIbHOCTH, IpeAocTaBieHHoil B GenBank nox Homepom goctyna
NP_001726.2 (SEQ ID NO: 355). Tepmun «C5» BkIrouaeT peKoMOMHaHTHBIN Oenok C5 unu ero
¢parment. TepmuH Takxke oxpaTbiBaeT Oemok CS5 Uy ero pparMeHT, CONPsHKEHHBIN, HAapUMep,
C T'MCTHIMHOBOM METKOH, FC MBIIIM MM 4YEIOBEKa WIM CHUIHAJIBHOW IIOCIEIOBATECIBLHOCTHIO,
takoi kak ROR1. Hanmpumep, TepMuH BKIIIOHACT IOCICIOBATECILHOCTH, MPUMEPAMH KOTOPBIX
SBJISIIOTCS TOocienoBaTeabHoCTH, npeactasieHHble B SEQ ID NO: 356 wim 357, xoropsie
conepkat Ha C-KOHIIe TUCTHIUHOBYIO METKY, CONPSKEHHYIO ¢ aMHHOKHCIIOTHBIMU OCTaTKaMH
19-1676 monnopasmeproro Ocinka CS5. TepMuH TakKe BKIIOYACT BapHAHTHI OCIIKOB, KOTOPHIC
COJIep’KaT I'MCTHIMHOBYIO METKY Ha C-KOHIIE, COIPSDKEHHYIO ¢ aMHHOKHUCIIOTHBIMU OCTaTKaMH
19-1676 nonnopa3mepHoro Oenka C5 ¢ 3amenoit R885H nnu 3amenoit R885C.

[075] TepMHH «aHTUTENO», KAK HCTIOIB3YIOT B HACTOALLEM OMMCAHUH, IPETHA3HAYEH TS
0003Ha4YEeHNsI MOJIEKYJI MMMYHOIJIOOYJIMHOB, COCTOSIIMX W3 YETHIPEX MOJIMIIEIITHIHBIX IIETIEH,
Byx Tsokenbix (H) memeid u nyx snerkmx (L) memnel, COSAMHCHHBIX TUCYIH(UTHBIMU CBSI3SIMU
(T. e. «TONHBIE MOJIEKYJbl QHTUTEI»), a TaKKe UX MYyJIbTUMepoB (Hampumep, IgM) wiu ux
AHTUTEeHCBA3BIBAIOIINX (hparMeHTOB. Kaxknas Tsokenas nenb COCTOUT U3 BapHaOenbHOU 0051acTu
Tsoxenon nemu («HCVR» mmm «Vu») M KOHCTaHTHON OOJacTh TSDKENOW Lenu (COCTOUT M3
nomeHoB Cul, Cu2 u Cu3). Kaxnas jerkasi uenb COCTOMT M3 BapuaOenbHOW 00JacTH JIETKOM
uenu («LCVR wmnu «Vp») u koHcTaHTHOH obmactu serkoil menu (Cp). O6mactu Vu u VL
JOMOJTHUTEIIbHO MOXKHO TMOJPa3leNniaTh Ha OO0JNacTH TurepBaprabelbHOCTH, 0003HauaeMble
OTIpeIeNAIONMMH KoMILIeMeHTapHocTh obsactsimu (CDR), koTopsle yepeayroTcst ¢ 0bmacTsaMu,
KOTOpBIE 00Jiee KOHCEPBATUBHBI M KOTOpBIE Ha3bIBaIOT KapkacHbIMU odmacTsmu (FR). Kaxmas
Vu u VL cocroutr u3 1px CDR wu uermipex FR, pacnonoxkeHHbIX OT aMMHOKOHLA K
kapOokcukoHny B cienyromem nopsake: FR1, CDRI, FR2, CDR2, FR3, CDR3, FR4. B
OTIpE/ICNICHHBIX BapuaHTax ocymiecTBieHuss FR anTuTena (MM €ro aHTUTEHCBSI3BIBAIOIIETO
¢parmeHTa) MOTYT OBITH HJICHTUYHBI [TOCIEIOBATEILHOCTSM 3apOJIbIIIEBON JIMHUM YeJOBEKa
WK MOTYT ObITh MOIUGUIUPOBAHBI €CTECTBEHHBIM HITH UCKYCCTBEHHBIM ITyTeM. KOHCEHCYCHYIO
AMUHOKHUCJIOTHYIO IIOCJIEJOBATEIbHOCTh MOXKHO OIPEAENATh Ha OCHOBE CPAaBHHUTEIBHOIO
aHanm3a aByx uiau o6oasiie CDR.

[076] Taxxe BO3MOXKHA 3aMeHa OJHOTO WM HeckoJbkux octarkoB CDR wmnm mpomyck
onHoil mimu Heckosbkux CDR. B HayuHol nuTeparype OlUCaHbl aHTHUTENA, B KOTOPBIX MOTYT
Ob1Th pacupeznenens! ogHa win ase CDR as cesazbBanus. Padlan et al. (1995 FASEB J. 9:133-
139) ananu3upoBasi OOJACTH KOHTaKTa MEXJIy aHTHUTEIAaMH M UX aHTUTCHAMH HAa OCHOBE

OITYOJIMKOBAaHHBIX KPHUCTANIMYECKUX CTPYKTYP U 3aKJIOYald, YTO TOJBKO MPHUOIM3UTEIBHO OT
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OMHOM TATOM 10 oxHOU Tperhe ocTtaTkoB CDR ¢dakThyeckn KOHTAaKTHPYIOT C aHTHUT€HOM.
Padlan Taioke oOHapyXHJl MHOKECTBO aHTHTEJ], B KOTOpbIX ojxHa win aBe CDR He mmeror
AMUHOKUCJIOT B KOHTaKTe ¢ antureHoM (cm. takxke Vajdos et al. 2002 J Mol Biol 320:415-428).

[077] Ocratkn CDR, He KOHTAaKTUPYIOUIUE C AHTUTEHOM, MOXKHO MACHTU(PUUHUPOBATh Ha
OCHOBE TMpEeABIAYIIUX HcchaenoBaHui (Hanpumep, octatku H60-H65 B CDRH2 wyacto He
tpebytorcsi), B obmactsx CDR mo Kabat, nexammux Bae CDR mo Chothia, mocpencrom
MOJICKYJIIPHOTO MoOJAeHupoBanus w/win smrupuuecku. Ecaiu CDR wim ee octaTok(0CTaTKH)
MPOIMYCKAIOT, OOBIYHO €€ 3aMEHSIOT Ha aMHUHOKHCIOTY, 3aHHMAIOIyI0 COOTBETCTBYIOIIEE
MOJIO)KEHHE B JPYrod IOCHeIOBaTeIbHOCTH AaHTUTENIa YeJoBeKa WIM KOHCEHCYCEe TaKuX
nocienoBarenbHocTei. [lomoxkenust st 3amMenst B CDR 1 aMMHOKHCIIOTBI [IJIST 3aMEH TaK»ke
MOXHO BBIOMpPATh DSMIUPUYCCKH. OMIOUPUYCCKUE 3aMEHBI MOTYT MPEIACTABIATH COOOI
KOHCEPBATHUBHBIE UM HEKOHCEPBATUBHBIE 3aMEHBI.

[078] MoOHOKIOHANBHBIE AHTUTENA IOJHOCTBIO 4YenoBeKa NpoTuB (5, pacKphIThiE B
HACTOSINEM OIMCAaHUM, MOTYT COJICP)KaTh OJHY WM HECKOJBKO 3aMCH, WHCCPIHMH W/HIH
JIeTeIHii aMUHOKHCIIOT KapkacHbIX u/mm CDR o6macTsax BapuaOenbHBIX IOMEHOB TSKEIBIX U
JIETKUX 1eneil Mo CpaBHEHHIO C COOTBETCTBYIOLIMMH IOCHEIOBATENBHOCTAMHU 3apOJbIIIEBON
auHuM. Takue MyTaluu Jerko ONpedeisiTh MOCPEACTBOM CpPAaBHEHUS aMHUHOKHCIOTHBIX
II0CJIEI0BATEIBHOCTEM, PACKPBITBIX B HACTOSAILEM OINMCAHUU, C I10CIEOBATEIbHOCTIMHU
3apOJIBIIICBOM  JIMHUM, [JOCTYNHBIMHU, HalpuMmep, B NyOunMuHBIX ©Oa3aXx JaHHBIX O
NOCNEAOBAaTENbHOCTAX aHTUTeN. Hacrosiiee wu300peTeHHe BKIIOUAET aHTUTENa U HX
AQHTUTSHCBS3BIBAIONINE (PAarMEHTHl, KOTOPbIE MOJYHAlOT U3 JHOOBIX aMHHOKHCIOTHBIX
MOCJIE0BATENBHOCTEH, PACKPHITHIX B HACTOSIIEM ONUCAHUH, B KOTOPBIX OJHY WJIM HECKOJIBKO
AMHUHOKHUCJIOT B OJIHOM WJIM HECKONbKMX KapkacHbIX u/mimu CDR obGmactsx MyTupyioT B
COOTBETCTBYIOLLMIT OCTATOK(OCTATKH) MOCIEIOBATENBHOCTH 3apOBIIIEBON JIMHHU, U3 KOTOPOIl
MOJyUYEHO aHTUTENO, UK B COOTBETCTBYIOLIHI OCTATOK(OCTATKH) APYTOM MOCIEeI0BATEILHOCTH
3apOJIbIIEBOM  JIMHUM 4EJIOBeKa, WJIM B KOHCEPBAaTUBHYIO aMUHOKHCIOTHYIO 3aMEHY
COOTBETCTBYIOIIIETO OCTAaTKa(OB) 3apO/IbIIICBON JMHUM (TaKWe 3aMEHBI B M0OCJIE/I0BATEIBLHOCTH
0003HAaYalOT B HACTOSILEM OMNHCAHUM B COBOKYITHOCTH KaK «TE€HEpPATUBHBIE MYTALUM).
Crenuanuct B JaHHOM o0nacTd, HayMHAS C MOCJIENOBaTEIbHOCTEN BapuabenbHBIX OONacTeil
TSKEIONM M JIErKOM Ilerel, pacKpBITbIX B HACTOSIIIEM OIMCAHWU, MOKET JIETKO IOJy4aTh
MHOJKECTBO aHTUTEN M AHTUTEHCBS3BIBAIOUIMX (ParMEeHTOB, KOTOPBIE COJEP)KaT OJHY WIIH
HECKOJIBKO HMHJMBH/IyalIbHBIX T€HEPAaTHBHBIX MYTalUUil WM UX couyeTaHus. B ompeneneHHBIX
BapUaHTaX OCYIIECTBJICHHS Bce ocTarku kapkaca w/uau CDR B nomenax Vu w/uma VL
MYTHPYIOT OOpaTHO B OCTAaTKH, BCTPEHAIOIIMECS B MCXOAHOM II0CJIETOBATEIbHOCTH

3apOJIBIIIEBOM JIMHUH, U3 KOTOPOW aHTUTENO IOJYy4EeHO. B Ipyrux BapuaHTax OCYIIECTBICHMSI
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TOJIBKO ONpEeIeTeHHbIE OCTaTKM MYTHPYIOT OOpaTHO B MCXOJHYIO TIOCJIE€I0BATEILHOCTh
3apOABILIEBON JTUHUHU, HAIPUMED, TOJIBKO MYTHPOBAHHBIE OCTATKH, BCTPEYAIOLINECS B IIpeeiax
nepBbix 8 amuHokuCIOT B FR1 wnu B npenenax nociennux 8§ amunoxucior B FR4, win tobko
MYTHUPOBaHHbIE OCTaTKu, BcTpevaromuecs B npegenax CDRI1, CDR2 wiu CDR3. B npyrux
BapHAHTaX OCYIIECTBIICHUs OJUH WIM HECKOJBKO OCTaTKOB Kapkaca w/wnmu CDR myTupyloT B
COOTBETCTBYIOIIME OCTAaTKH JPYrod IOCIEIOBATCILHOCTH 3apoAbIIeBOM JjmHMH (T. €.,
[IOCJICAOBATEIBLHOCTY 3apPOJABILICBON JIMHUU, KOTOpas OTJIMYACTCs OT IOCIEHOBATEIbHOCTU
3apOABIIIEBON JIMHHHM, U3 KOTOPOH aHTHUTENIO HCXOMHO moiaydeHo). Kpome Toro, aHturena mo
HACTOSIIEMY HW300PETeHHI0 MOTYT COJAepKaTh J00YyI0 KOMOMHAIIMIO JBYX WIH OOJbIIe
ICHCPAaTUBHBIX MyTanuid B KapkacHbIX w/mmum CDR oOxacrsix, Hanpumep, e ONpeaciiCHHBIC
WHIUBHUYAJIbHBIC  OCTaTKM  MYTHPYIOT B  COOTBETCTBYIOIIMH  OCTaTOK  KOHKPETHOU
MOCJIEIOBATEIBHOCTH 3apOJBIINIEBOM JIMHHAM, TOrJa KaK OIpeIeTeHHbIe IpPYTUe OCTATKH,
KOTOPbIE OTIIUYAIOTCA OT UCXOJHOM MOCIEA0BATENBHOCTH 3aPOABIILIEBON TUHUH, COXPAHSIOT UIH
MYTHPYIOT B COOTBETCTBYIOIIHMM OCTATOK IPYroil TOCICA0BATCIBHOCTH 3apO/IBIIICBOM JIMHHUU.
Korna mosrydeHsl, aHTUTENIA U aHTUTCHCBS3BIBAIOIINEG (PPArMEHTBI, KOTOPBIC COACPKAT OHY WITH
HECKOJIbKO TEHEPAaTUBHBIX MYTalUUl, MOKHO JIETKO TECTHUPOBATH HAa OJHO WM HECKOJBKO
’KENIaeMbIX CBOWCTB, TaKMX KaK YCOBEPILIEHCTBOBAHHAs CNELUU()PUUHOCTb CBSI3BIBAHUS,
yBenudeHHas  a@@UHHOCTH  CBSA3BIBAHHUS,  YCOBCPIICHCTBOBAHHBIC WM  YCHUJICHHBIC
AHTArOHMCTHYECKUE WJIM ArOHUCTHYECKHE OWOJIOTHYECKME CBOMCTBAa (B 3aBUCHUMOCTH OT
ciyyas), CHIDKEHHasi MMMYHOTE€HHOCTh U T. 1. AHTUTENAa U aHTUT€HCB3bIBaOIINUE (DparMeHTHl,
TM0JTy4aeMble TaKUM OOIIMM IyTeM, BKIIFOUEHBI B HACTOsAIIEE U300peTeHHe.

[079] Hacrosmee wn300peTeHHE TakKe OTHOCUTCA K MOHOKJIOHAJIBHBIM AaHTUTEIAM
MOJIHOCTRIO 4YenoBeka mpoTuB C5, cojepXaliiM BapUaHTHl JIIOOBIX aMUHOKUCIOTHBIX
nocnenoBarenpHocTel HCVR, LCVR w/unu CDR, packpbIThIX B HACTOSIIEM OIMCAHUHU,
KOTOpbIE MMEIT OJHY WJIM HECKOJbKO KOHCEpPBaTUBHBIX 3ameH. Hampumep, Hacrosiee
n3o0peTeHne  BKiIO4aer — aHTuTena  npotuB  C5,  wMmeomme — aMHHOKHCIOTHBIE
nocnenosarenbHocTH HCVR, LCVR n/umu CDR, nanpumep, ¢ 10 uian MeHbIe, 8 uin MEHBIIE,
6 unm MeHblle, 4 WA MEHbIIE W T. J. KOHCEPBATHUBHBIMU AMHHOKHUCIOTHBIMH 3aMEHAMH
OTHOCUTEIILHO JTH000H M3 aMUHOKHUCIOTHBIX nociegosarenbrHocreit HCVR, LCVR w/umu CDR,
PACKPBITHIX B HACTOAIIEM OIUCAHUH.

[080] TepMuH «aHTHTEIO YENOBEKa», KaK WCIIOJB3YIOT B HACTOAINIEM OIUCAHUH,
IpelHa3HayeH BKIIOYATh aHTWUTENa, HWMEIoNIHe BapualeibHbIE M KOHCTAaHTHbIE OONACTH,
MOJTyYEHHBIC U3 TOCIEAOBATEIBHOCTEH MMMYHOIIIOOYIHHOB Y€NIOBeKa 3MOPHOHAIBHOIO THIIA.
mADb 4denoBeka 1Mo U300pETeHUI0 MOTYT BKJIFOYATh AMUHOKHCIOTHBIC OCTaTKU, HE KOIUPYEMBbIC

MOCIICA0BATENBHOCTAMI MMMYHOTTIOOYJIMHOB 4EJOBEKa SMOPHOHANBHOIO THUNA (HaIpHUMep,
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MyTalliy, BBEACHHbIE CIY4YalHbIM MJIM CalT-CHelU(pUUYECKMM MYTareHe30M in Vitro WM ¢
MIOMOLIBI0 COMATHYECKOW MyTanuu in vivo), Harpumep, B CDR u, B gactHoctu, B8 CDR3.
OnHako TEpPMUH «AHTUTENIO 4YEJIOBEKa», KaK MCIIOJIB3YIOT B HACTOALIEM OIMCAaHMM, HE
npeAHa3HaueH BKIOYaTh mMADb, B KOTOpbIXx nocienoBatenbHocTh CDR, monydeHHsle u3
3apOJBILIEBOM JINHUM MIJEKONHTAOIUX IPYrHX OMOJOTHYECKHX BHIOB (HApUMED, MBIIIN),
nepecaxkensl B nociaenosarenbHocTd  FR - uenoseka. TepmuH  BKIIOYAaeT  aHTHUTENA,
PEKOMOMHAHTHO MOJIYYCHHBIC Y HE OTHOCSIIETOCS K YeJIOBEKY MICKOIIMTAIOLIETO MIIH B KIICTKAX
HE OTHOCAUIETOCS K YENOBEKY MIIEKOINHUTAIoUEro. TepMUH He TpeJHa3HadeH BKIIOYATh
AHTHUTENa, BBIJEIICHHBIE Y YEIOBEYECKOr0 CYObeKTa UM CO3/IJaHHbIE B HEM.

[081] TepmMuH «PEKOMOMHAHTHBIN», KaK WCHOJIL3YIOT B HACTOSIICM OIHCAHUH,
OTHOCHTCS K aHTUTEJIAM WJIM WX aHTHTCHCBS3BIBAIONINM (pparmMeHTaM 1o n300peTeHUI0, KOTOPBIC
CO3JaI0T, IKCIPECCUPYIOT, BBIAEIAIOT WIH NOJYyYal0T NOCPEACTBOM TEXHOJIOTHI WIH U3BECTHBIE
B JaHHOHN 00JacTH crmocoOoB, Kak TexHonorus pexomOuHanTHbIX JIHK, xoTopas Brirouaer,
HarpumMmep, crutaicudr JJHK u tpancrennyroo skcnpeccuro. TepMHH OTHOCHUTCA K aHTUTENAM,
DKCIIPECCUPYEMBIM Yy HE OTHOCSILErocs K YEJNOBEKY MIICKOIUTAIOUIEro (B TOM 4HCIE
TpaHCTEHHbIE HE OTHOCSIIHECS K YEJOBEKY MJIEKOMUTAIONINE, HAlpUMep, TPAaHCTEHHbIE MBIILIH)
WK B KJIIETOYHOM 3Kcmpeccupyroleii cucteMe (Hanpumep, kiaetkax CHO) unu BblIeIeHHBIM U3
KOMOMHATOPHOM OMOIMOTEKH PEKOMOMHAHTHBIX AHTHTEI YEJIOBEKA.

[082] TepmuH «crienu(PUUECKH CBS3BIBACTY WM «CHCHU(PUUCCKH CBS3BIBACTCS C» WIH
TOMY NOA0OHOE 0003HAYAET, UTO AHTUTENIO WM €r0 aHTUT€HCBA3BIBAIOILNN (pparMeHT oOpasyeT
KOMILIEKC C aHTUT'€HOM, KOTOPBIA OTHOCUTENBHO CTAOMJIEH NpU (PU3HONIOTHYECKUX YCIOBUSX.
Crierduueckoe  CBSI3bIBAHME  MOXHO  OXapaKTepU30BaThb  PABHOBECHOM  KOHCTaHTOM
JWICCOIMAIIMN TI0 MEHbIeH Mepe npuommutensHo 1x10° M mm menbme (manmpumep, Gomee
Huzkass Kp o0o3Hawaer Oosee mpouHoe cBsi3biBaHue). CrocoObl  OMpENeNieHUus TOTO,
cnenupuYecKy JU CBA3BIBAIOTCS JBE MOJICKYJIBI, XOPOIIO M3BECTHBI B JAHHOW 0OOJacTH |
BKJIIOUAIOT, HAIPUMEP, PAaBHOBECHBIN UaJIN3, MOBEPXHOCTHBIM IUIa3MOHHBIM PE3OHAHC U T. II
Kak packpbITO B HACTOSAIIEM ONHUCAaHUU, C IIOMOILBIO IOBEPXHOCTHOTO IJIA3MOHHOTO PE30HAHCa,
nanpumep, BIACORE™,  unentndunuposansl  aHTuTena, KOTOpblE  CBSA3BIBAIOTCA
cneruduyeckn ¢ CS5. Kpome Toro, nonucrnennuyeckue aHTUTENA, KOTOPbIE CBA3BIBAIOTCS C
oaHuM nomMeHoM B C5 M OJHUM HIM HECKOJBKUMH JONOJHHUTEIBHBIMH AHTUIE€HAMH, WIIH
oucrnermuduyueckne, KOTOPbIE CBI3BIBAIOTCA C ABYMS pasinyHbiMH objactsmu B C5, TeM He
MEHee, IPEACTaBIAI0OT Cco00il paccMaTpuBacMble AaHTUTENA, KOTOPbIE «CHEIU(PUUIECKH
CBS3BIBAIOTCS», KaK UCIOJb3YIOT B HACTOSIIIEM ONTUCAHUM.

[083] Tepmun «BbIcOKOAD(UHHOE» AHTUTEIO OTHOCHTCE K TeM mAb, KoTopble

obnaaroT adpGuHHOCTEIO cBA3biBanus ¢ C5, Beipaxkaemoii B Buje Kp, 1o mensmieii mepe 10 M;



25

npeanoututensHo 10 M; 6onee npeanoutnrensro 1071% M, naxe 6onee mpeanourutensHo 107
' M, naxe 6onee npeanmourntensHo 1072 M, kak M3MepSIOT MOCPEACTBOM IIOBEPXHOCTHOTO

E™ unn ELISA adgguunocty B pacTBope.

IJIa3MOHHOTO pe3oHaHca, Hanpumep, BIACOR
[084] ITon TepMHUHOM «HM3Kas CKOPOCTh auccoruauum», «Kom» mwim «kg» MOHUMAIOT,
yTo aHTHTeNno auccomuupyer ¢ C5 ¢ KoHcTaHToM ckopoctd 1x107 ¢! wam MeHsie,

1

npeaAnnouTUTEIIBHO 1)(10“4 C WJKM MEHbIIE, KaK OIpenesiioT NMOCPEACTBOM IOBEPXHOCTHOI'O

T1a3MOHHOTO pe3oHaHca, Hanpumep, BIACORE™,

[085] TepMuHBI «aHTUT€HCBA3BIBAKOIIAA YacTh» AHTHUTENA, «AHTUTCHCBS3BIBAIOIIMI
(¢parMeHT» aHTUTEIa W T. N., KAK UCIOJB3YIOT B HACTOALICM OMNMCAHWH, BKIIOYAIOT JIEOOBIC
BCTPCYAECMBIC B TPHUPOJC, MOIy4acMble (EPMEHTATHBHO, CHUHTCTHYCCKHC WJIM TCHETHYECKH
CKOHCTPYHMPOBAHHBIE MOJUMENTHABI WIN [NIUKOMPOTEUHBI, KOTOPHIE CIIEUU(UUECKU CBA3BIBAIOT
aHTUTeH Ui TOTO, YTOOBbI (OPMHUPOBATH KOMILIEKC. TEPMUHBI «aHTUT'€HCBA3BIBAIOMIMI
(dparMeHT» aHTHTENIA WIH «PParMCHT aHTHUTENa», KaK HCIIONB3YIOT B HACTOSIIEM ONKCAHUH,
OTHOCHUTCSL K OJHOMY WJIH HECKOJBKHUM (parMeHTaM aHTHUTENA, KOTOPHIC COXPAHSIOT
CIOCOOHOCTH CBs3BIBAaThCS ¢ OenkoM CS.

[086] B KOHKpETHBIX BapUaHTAX OCYILECTBICHU, AHTUTENIO UM (parMeHThl aHTUTEN IO
HU300pPETEHUIO MOXKHO KOHBIOTHPOBATh ¢ ()PArMEHTOM, TAKUM KaK JIMTAH/l WA TEPATICBTHYCCKHUH
¢parMeHT («MMMYHOKOHBIOTAT»), BTOpoe aHtureno mpotuB C5 wnnm moboi  apyrow
TEpaneBTHUECKU  ()parMeHT, KOTOpBIH MOXHO  MCNoONb30BaTh [y JjedeHus  C5-
aCCOLIMMPOBAHHOTO 3a00€BaHUS WM HAPYLIEHUS.

[087] «BblieneHHOE aHTUTENO», KaK HCIOJB3YIOT B  HACTOSIIEM  OIMCAHUH,
NpeiHa3HAYCHO JUIsi OOO3HAUCHMsI AHTUTENA, KOTOPOE IO CYIIECTBY HE COJCPKHT JApYyrue
anturena (Ab), olOnagawoolmue JIpYyrHMH AQHTUT€HHBIMH — CHEUUPUYHOCTAMU  (HAIpUMep,
BBIJICJIEGHHOE AaHTUTENO, KOTopoe creuucpudeckd cpsspiBaer C5, unu ero ¢parmeHr, Mo
CYIIECTBY HE COJIEPKUT Ab, KOoTOpbIe cCrieU(pUUECKH CBSI3bIBAIOT AHTUTCHBI, OTIHUYHBIE OT C5.

[088] «bnokupyroiiee aHTUTEIIOY» WIN «HEUTPATU3YIONIEE AaHTUTENIO», KAK MCIOJIB3YIOT B
HACTOSIIEM OINUCAaHUM (WIH «AHTUTENO, KOTOopoe HeilTpanuszyer akTuBHOCTE C5» HIH
«AQHTarOHUCTHYECKOE AHTHUTENIO»), NMpeJHa3HAueHO [id O0O3HAYEHHUS aHTHUTENa, y KOTOpPOro
cBa3biBaHne ¢ C5 Beser K MHrHOMPOBAaHMIO MO MEHbIIEH Mepe OAHON OnoNoruyeckoi
aktuBHoct C5. Hanpumep, aHTUTEno 10 H300pPETEHUIO MOXKET NPENOTBpAliaTh WIH
ONOKMpPOBAaTh  KOMIUIEMEHT-OIIOCPEAOBAHHBI T'€MOJM3 [0 KJIACCHYECKOMY IYTH MM
QIBTEPHATUBHOMY ITyTH.

[089] TepMHH «TTOBEPXHOCTHBIN IJIA3MOHHBIA PE30OHAHCY, KAK UCIIOJIB3YIOT B HACTOSIIIEM
OTMCAaHUU, OTHOCHTCA K ONTHUECKOMY (EHOMEHY, KOTOPBIH JENacT BO3MOXHBIM aHAJIU3

6I/IOMOJI€KYHHPHLIX B3aMMOJEHCTBUN B pC€ajlIbHOM BPCEMCHH TIOCPEACTBOM 06Hapy>i(eHI/I$I
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U3MEHEHMH B KOHLIEHTpaUMsaX OeIKoB Ha MaTpulle OMOCEHCOpa, Halpumep, ¢ UCIOIb30BAHUEM
cuctemsl BIACORE™ (Pharmacia Biosensor AB, Uppsala, Sweden u Piscataway, N.J.).

[090] Tepmun «Kp», Kak HCIONB3YIOT B HACTOSIIEM OINHCAaHUM, IPEIHA3HAYEH UL
0003HaYeHHs PABHOBECHOW KOHCTaHTHI JUCCOLMALUMN KOHKPETHOTO B3aMMOACHCTBUS aHTHTENO0-
AQHTUTEH.

[091] TepmuH «3UUTOI» OTHOCUTCA K AHTUI'CHHOHW JETEpPMHHAHTE, KOTOpas
B3aUMOJICHCTBYET C KOHKPETHBIM AHTUI€HCBS3bIBAIOIIUM Y4aCTKOM B BapuaOesbHOW 001acTH
MOJIEKYJIbl aHTUTENA, U3BECTHBIM KakK maparton. OJMH aHTUTeH MOXET UMETh OOJIbIle YeM OJIMH
smuTon. TakuMm 00pazoM, pa3inuyHbIE aHTUTENA MOTYT CBS3BIBATHCS C PA3IMUHBIMUH y4acTKaMu
HAa AHTHTEHE M MOTYT MMETh pasyinyHbie Omonorndeckue 3¢dexrsl. TepMHH «3MHUTOM) TaKKe
OTHOCHUTCSI K MECTy Ha aHTUTCHE, Ha KOTOpHI orBewaror B- w/mmm T-xnerku. Taxxke o
OTHOCUTCSI K OONacTH AaHTUIEHA, KOTOPYK0 CBS3BIBA€T AHTUTENO. OMUTONBI MOTYT OBITH
OlpeneNieHbl KaK CTPYKTypHble WIHM (DyHKUHOHaNbHblE. DYHKUIMOHAIbHBIE SMUTONBl B LIEIOM
NPEACTABISIIOT COOOW IMOJMHOMKECTBO CTPYKTYPHBIX JIHUTONMOB U MMEIOT T€ OCTATKH, KOTOPHIC
OCYILECTBIISIOT HEMOCPEACTBCHHBIN BKJIa] B a()(QUHHOCTH B3aWMOJCHCTBHS. JIUTOIBI TAKKE
MOTYT OBITh KOH(OPMALHMOHHBIMHM, TO €CTb COCTOATh M3 HEJIWHEMHBIX AMHUHOKHCIOT. B
OIpeNEeNIEHHBIX BapUaHTaX OCYLIECTBICHHS SMUTOMBI MOTYT BKJIIOYATh I€TEPMHUHAHTHI, KOTOPbIE
NPECTABISIIOT COOOM XMMUYECKH aKTUBHBIC TIOBEPXHOCTHBIC TPYIIIMPOBKH MOJICKYJ, TAKHE KaK
AMHMHOKUCIIOTHI, OOKOBBIC IETH caxapoB, (HochopriIbHbIE TPYIIIBI UIH CYJIb(OHUIIBHBIC TPYIIIH,
U, B ONpPENEICHHBIX BapHUaHTAX OCYILECTBJIEHHUsS, MOTYT MMETb KOHKPETHBIE XapaKTePUCTHKH
TPEXMEPHOU CTPYKTYPHBI H/UIM KOHKPETHBIE 3apsAA0BbIE XapaKTEPHUCTHKH.

[092] TepMUH «IIEPEKPECTHO KOHKYPUPYET», KaK UCIIOIB3YIOT B HACTOAIEM OIMCAHUH,
0003HavaeT, 4YTO AHTUTEJIO WM €r0 aHTUTCHCBS3BIBAIONINN (DPArMEHT CBS3BIBACTCS C QHTUTCHOM
U UHrHOUpYyeT WK OJOKUPYET CBSI3bIBAHUE JPYTOro aHTHTENA WM €r0 aHTUTE€HCBS3bIBAIOILETO
¢dparmenTa. TepMHUH TaKKe BKIHOYAET KOHKYPEHIIMIO MEXIY JABYMsS aHTHTEJIaMU B 00eux
OpUEHTAlMX, T. €. NIEPBOE AHTHUTEI0, KOTOPOE CBA3BIBAECT M OJOKHMPYET CBA3BIBAHKWE BTOPOTO
aHTHUTEJNa, U Ha000pOT. B orpeieseHHBIX BapuaHTaX OCYIIECTBIICHUS TIEPBOE aHTUTETIO U BTOPOE
AQHTUTEJIO MOTYT CBS3BIBATHCS C OJHUM U TEM XKE SIUTONOM. AJBTEPHATUBHO, [IEPBOE U BTOPOE
aHTUTENa MOIYT CBSI3bIBATHCS C PA3JIMUYHBIMM, HO NEPEKPHIBAOIIMMUCS SMHUTONAMHU TakK, YTO
CBSI3BIBAHHE OJHOrO MHTUOMpYeT WM OJOKHMpYET CBSI3bIBAHME BTOPOrO aHTUTENA, HANpHMeEp,
yepe3 cTepudeckoe 3arpyaHeHue. 1IepeKpecTHYI0 KOHKYPEHIMIO MEXKIY AHTUTEIaMH MOXHO
U3MEpPATh H3BECTHBIMU B JAaHHOW obOnactu crocobaMu, HarmpuMmep, HOCPEICTBOM aHaln3a
uHTeppepomerpun OmocioeB 0e3 METOK B peaJbHOM BpeMeHM. [lepekpecTHas KOHKYpPEHIWS
MEXIYy ABYMsl AHTUTENAMH MOXKET BBIPDAKAThCS B CBA3BIBAHMHM BTOPOrO aHTHUTENA, KOTOPOE

MEHbIIIE, YeM (OHOBBIA CHUTHAN, M3-3a CBS3BIBAHUS C caMHM cOOO#l (rae mepBOoe M BTOPOE
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aHTHUTEJA MPENCTABISAIOT cO00H 0/IHO U TO ke aHTUTENO). [lepekpecTHYI0 KOHKYPEHILIUIO MEXKITY
2 aHTUTEIaMH MOKHO BBIPaXKaTh, HAIIPUMED, B BHJIE %o CBA3BIBAHUS BTOPOTO AaHTUTENA, KOTOPBIH
MeHbIIE 0a30BOT0 ypoBHsSI (DOHOBOI'O CBSI3BIBAHUS C caMUM Cco0OW (rzie ImepBoe U BTOpOE
aHTHUTEa NPECTABIAIOT COO0M OHO U TO e aHTUTENO).

[093] TepMuH «CyILIECTBEHHas: WIAEHTUYHOCTbY WM «II0 CYIIECTBY WACHTUYHBIN» B
OTHOLICHMM HYKJICHHOBOM KHCJIOTBI Wid ¢¢ (parMeHra, yKa3bplBaeT Ha TO, 4YTO IPH
ONTUMAJILHOM BBIPABHUBAHHH C [TOAXOIALIMMHI HYKJICOTUIHBIMUA HHCEPIIMSIMH WITH ACTICIUSAMU C
OpYyroll HYKIEHHOBOM KHCIOTOH (WM €€ KOMIUIEMEHTapHOW HUTBIO), HUMEET MEeCTO
UACHTUYHOCTh HYKJICOTHJHBIX IOCIEN0BAaTENbHOCTEHl B MO MEHbIIEH Mepe MpUOIH3UTENHHO
90% wu GoJiee PEAMOYTUTEIILHO IO MEHbBINEH Mepe npuOm3uTesbHo 95%, 96%, 97%, 98% wnu
99% HYKICOTUAHBIX OCHOBAaHWU, KAaK H3MEPSAIOT C TIOMOMIBIO JHOOOro OOMICH3BECTHOTO
anropuT™Ma AJis UACHTHYHOCTH nocienoBatenbHocTel, Takoro kak FASTA, BLAST win GAP,
KaK paccMOTpeHo aanee. Molekyna HYKIEMHOBOW KHCIOTHI, 00Jajarolas CyHIeCTBEHHOM
UJCHTHYHOCTBIO C ITAJIOHHOW MOJIEKYJIOH HYKJIEMHOBOM KHCIIOTBI MOJKET, B OIIPEJICIICHHBIX
cllydasiX, KOAMpOBaTh MOJUMIENTH], KOTOPbIE MMEET TaKyl0 K€ WM IO CYIIECTBY CXOXKYIO
AMUHOKHUCJIOTHYIO TMOCJIEA0BATEIbHOCTh, UYTO U MONUIMENTHA, KOAUPYEMBIH 3TaIOHHOU
MOJIEKYJION HYKJIEUHOBOH KHUCTIOTHI.

[094] B npumeHeHun K IOJUIENTHIAM, TEPMHUH «CYIIECTBEHHOE CXOJICTBO» WM «II0
CYLIECTBY CXOXHi» 0003HA4AET, YTO JABE MENTUIHBIC NIOCIEA0BATEIBHOCTH, KOTa BHIPOBHEHBI
ONTUMAJIbHO, HanpuMep, ¢ nomoupro nporpaMMm GAP unun BESTFIT ¢ ucnons3oBanueM BecoB
NPOMYCKOB MO yMOJYaHUIO, 00magaroT 1o MeHbmed wmepe 90%  HMIOSHTHUHOCTHIO
MOCJICAOBATENBHOCTEH, 1axke OoJsiee MPeANnOUYTUTENHHO 110 MeHbIel Mepe 95%, 98% wmm 99%
UJCHTUYHOCTBIO TocieaoBaTeabHoCcTel. [IpeaAnoYTuTensHo, O0KEHNsT OCTaTKOB, KOTOPHIE HE
UACHTUYHBI, PA3IMYAIOTCS KOHCEPBATHBHBIMU aMUHOKHCIOTHBIMY 3aMeHaMu. «KoHcepBaTuBHAs
AMHHOKHUCIIOTHASE 3aMEHa» IMPEACTaBIseT coOOW Ty, B KOTOPOH aMHHOKHCIOTHBIH OCTaTOK
3aMEHSIOT Ha JAPYTrod aMUHOKHCIOTHBIM OCTATOK, MMEIONIMK OOKOByIO 1emb (rpymmy R) co
CXOKMMHM XHUMHYECKHMHU CBOMCTBaMHU (Hampumep, 3apsyi wim ruapodoOHocTh). B memowm,
KOHCEPBAaTHBHAsI aMMHOKHCITIOTHAS 3aMeHa TI0 CYIIEeCTBY HE MEHseT (pyHKIIMOHAIbHbBIE CBOHCTRA
Oenka. B cinywasx, korga fBe wid 00Jbllle aMUHOKUCIOTHBIE TTOCIEA0BATEILHOCTH OTIUYAOTCS
Jpyr OT J[pyra KOHCEPBAaTHBHBIMH 3aMEHaMH, MPOLEHT WIM CTENeHb CXOACTBA MOYKHO
KOPPEKTUPOBATh B OOJIBIIYI0 CTOPOHY AJIsl TOTO, YTOOB! BHOCUTH TONIPaBKH Ha KOHCEPBATUBHYIO
npupony 3amenbl. CpencTBa BHECEHHUS TaKHX IOIMPABOK XOPOIIO M3BECTHBI CIICLUAINCTAM B
nanHoit obmactu. Cwm., Hanpumep, Pearson (1994) Methods Mol. Biol. 24: 307-331, kotopas
BKJIFOUEHA B HACTOSIIECE OINMCAHME IOCPEACTBOM CChIIKW. IlpuMepsl rpynnm aMHHOKHUCIIOT,

KOTOPBIC HMCIOT OOKOBEIC IIEMH CO CXOXHUMH XHMHUYCCKHMU CBOﬁCTBaMH, BKIIFOYAKOT 1)
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anudatnyeckue OOKOBBIE LeNW: TJHUWH, aJaHWH, BAJIWH, JEHLIMH | W30JCHINH; 2)
annpaTHUECKUEe T'HIPOKCUIIbHBIE OOKOBBIC LIEIU: CEPUH M TPEOHHH; 3) aMuI-cojeprKaliue
OOKOBBIC IICTH: acmaparuH W TIyTamMuH; 4) apoMaruyecKkue OOKOBBIC Ienu: (heHWIaJaHUH,
TUPO3HH U TpUNTOo(daH; 5) OCHOBHBIE OOKOBBIE LIEMH: JU3MH, APTUHUH U TUCTUIUH; 6) KHUCIbIE
OOKOBBIE IIEMH: acrapTaT M TIyTamMar u 7) cepa-cojepikaimiye OOKOBBIE LENU: IHCTEUH U
MeTHOHMH.  [lpeAmnmoyTuTensHble  TPYIILI  KOHCEPBATHUBHBIX ~ AMHMHOKHCIOTHBIX — 3aMCH
NPEACTABISIIOT COOOM: BaTMH-TCULINH-U30JICHIIUH, (CHUIATAHUH-TUPO3UH, JM3UH-aPTUHUH,
aNlaHUH-BAJIMH, TJIyTamaT-aclapTaT M aclaparuH-TIyTaMHH. AJbTEPHATUBHO, KOHCEpBATHBHAS
3aMeHa MPEeJCTaBIgeT coOO0i TH000e M3MEHEHUE, KOTOPOEe UMEET IMOJOKHUTEIbHOE 3HAYEHHE B
jgorapudmMuueckoil BepositHoctHOW Marpuue PAM250, packpeitoii B Gonnet et al. (1992)
Science 256: 1443 45, BKIIOYCHHOW B HACTOSILEE ONMCAHUE TOCPEICTBOM CCBUIKH. «YMEPEHHO
KOHCEpBAaTHBHAs» 3aMeHa MpelcTaBiseT coboit mobOyro 3aMeHy, KOTopas HUMeeT
HEOTpULIATEIBHOE 3HAUE€HHE B JTOrapu(PMHUUECKON BEPOATHOCTHOM MaTpuue PAM250.

[095] CxonctBo TOCIIEIOBATCIIBHOCTCH ISl TMOJUTICNITHAOB OOBIYHO HM3MEPSIOT C
UCIIOJIBb30BaHNEM MPOTPAMMHOI0 OOecIeYeHUs aHalM3a IocieoBaTesbHocTel. [IporpamMMHoe
obecrieueHre aHaan3a OENKOB COMOCTABIAET CXOKHE IMOCNIENOBATENbHOCTU C HCIOJNb30BaHUEM
MEp CXOJCTBA, NMPUCBAUBAEMBIX PA3IUYHBIM 3aMEHaM, AETEHUSIM U OPYTHUM MOIU(UKALUIM, B
TOM 4HCJEC KOHCCPBAaTHMBHBIM AaMHUHOKHCIOTHBIM 3aMeHaM. Hampuwmep, mnporpammuoe
obecrieucnue GCG comepxkutr nporpammsel, Takue kak GAP u BESTFIT, kotopsie MOKHO
UCIOJB30BaTh C MHapaMeTpaMH MO YMOJYAHUIO ISl TOTO, YTOOBI OMNpEAeNsiTh TOMOJIOTHIO
MOCIEAOBATENbHOCTEN WM HACHTUYHOCTD [TOC/IEA0BATEILHOCTEN MEX Y OIM3KOPOACTBEHHBIMU
TIOJIUIENITH/IAMH, TAKUMH KaK TOMOJIOTUYHBIE TIOJHUIICTITH/IbI, OT Pa3IMYHbIX BH/IOB OPraHU3MOB
WM MEXAy OenkoMmM Jukoro Tuma u ero myremHoMm. Cwm., Hanpumep, GCG Bepcum 6.1.
[MonunenTuaHbIe MOCIEA0BATEILHOCTH TAK)KE MOKHO CpaBHUBATH ¢ Ucronb3oBaHueM FASTA ¢
napaMeTrpaM 10 YMOJYaHHWIO WM PEKOMEHJOBaHHBIMU mapamerpamu; nporpamma B GCG
Bepcun 6.1. FASTA (mampumep, FASTA2 u FASTA3) mnpenocrarnsier BbIpaBHUBAHHUS U
IIPOLIEHT WJCHTUYHOCTH TMOCIE/I0BATEIbHOCTeH o0nacTel ¢ HaWIydIlluM MEPEeKPhITHEM MEKTY
3afpaiiuBaeMbIMH M HCKOMBbIMM mocnenoBaTtensHocTsmu (Pearson (2000), Beime). [pyroit
MIPENOYTUTENBHbBII AIFOPUTM Il CPABHEHUS IOCIEI0BAaTEIBHOCTH M0 U300peTeHuto ¢ 6a3oif
JIAaHHBIX, cojepKaiell OONbIIOE YUCIO IOCTEAOBATEIBHOCTEN OT pPa3InYHBIX OPraHH3MOB,
peanu3oBaH B KoMmrbioTepHOU miporpamme BLAST, B wactHoctn BLASTP mim TBLASTN, ¢
UCIIOJIB30BaHUEM TIapaMeTpoB 1o ymomdanuto. Cu., Hanpumep, Altschul et al. (1990) J. Mol
Biol. 215: 403-410 u (1997) Nucleic Acids Res. 25:3389-3402, kaxaplii U3 KOTOPHIX BKJIIOYCH B
HACTOSAIIEE ONUCAHKE ITOCPECTBOM CCHUIKH.

[096] Tlon d@pazoii «repaneBTHHEeCKd APGEKTUBHOE KOJUYECTBO» IMOHUMAIOT
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KOJIMUECTBO, KOTOpPOE BBI3bIBAET KelaeMblil 3¢ dexT, paau KOTOpOoro ero BBOAAT. TouHoe
KOJIMYECTBO 3aBUCHT OT LEIU JICYCHMS, U €ro OIPEeAEIUT CIEUUAIUCT B JAHHOW o0iacTtu c
MCIIOJB30BAaHNEM H3BECTHBIX crioco0oB (cm., Hampumep, Lloyd (1999) The Art, Science and
Technology of Pharmaceutical Compounding).

[097] Kak HCHOMB3yIOT B HACTOSIIEM ONHCAHMM, TEPMUH «CYOBEKT» OTHOCHUTCS K
KMBOTHOMY, HPCANOYTHTEILHO MIICKOIHUTAIOMIEMY, O0J€€ IPEINOYTUTCILHO K HYENIOBEKY,
HYXJAIOLIEMYCsl B YJIYYIICHUH, NPEAOTBpalleHUMH W/wm jcdyeHun C5-accouuupoBaHHOTO
3a00NieBaHUsl WM HapyLIEHHsS, TAKOTO KAaK ATUIHYHBIA TeMOJUTHKO-YPEMHUECKUH CHHIPOM
(aHUS) wnmm mapokcusmaneHas HouyHas remoriaoomnypuss (PNH). Tepmun Bxiarouaet
YEJIOBCYCCKUX CYOBEKTOB, KOTOpPHIC O0Iagar0T TAaKUM 3a00JICBaHUEM WM HApPYHICHUEM HIIH
UMEIOT PHCK €T0 HaJIMYHSI.

[098] Kak uCHONB3yIOT B HACTOSIEM OMUCAHWUHU, TEPMHUHBI «ICUHUTHY, «I€Ualluhi» WU
«JIeYeHHEe» OTHOCATCS K CHIDKEHUIO WM YIYYHICHUIO TSDKECTH MO MEHbIIeH Mepe OJHOTro
cuMIIToMa Wiu Tokazanusi CS-acconuupoBaHHOTO 3a00JICBaHUS WM HapyLICHUS OJarojaps
BBCJICHUIO TEPAIICBTUYCCKOTO CPEJICTBA, TAKOTO KaK AHTUTEIO 10 HACTOAMIEMY M300pETCHHIO,
HYKJAIOMIEMYCsi B 3TOM CyObeKkTy. TepMHHBI BKJIIOYAIOT MUHTHOUPOBAHUE MPOTPECCUPOBAHMUS
3a00neBaHUsl WM  YXYAIIEHHUS CHUMITOMa/MoKa3aHusl. TepMUHBI TakKe  BKIHOYAIOT
MOJIOKUTEIIBHBIM MPOrHO3 3a00JIeBaHus, T. €., CYOBEKTAa MOXKHO OCBOOOXK/aTh OT 3a00JICBAHMS
WIA OH MOXET MMETh YMEHBIICHHOE 3a00JICBaHNE IIPY BBEJCHUU TEPAIIEBTUYECKOTO CPEJICTBA,
TAKOrO KaK aHTHUTEIO M0 HAcTOALIeMY H300peTeHuto. TepaneBTHYECKOE CPENCTBO MOXKHO
BBOJHUTH CYOBEKTY B TEPANIeBTUYECKOH 103€.

[099] TepMuHBI «IPEIOTBPALIATE», «IIPEIOTBPAIAIOIINNA» WINH «IPEAOTBPAIICHUE)
OTHOCATCS K WHruOupoBanuio Manugecraiun C5-acCOMUPOBAHHOTO 3a00JEBaHUS WM
HApPYIICHUS WK JTHOOBIX CUMIITOMOB HJIM TOKAa3aHUi TaKOro 3a00JeBaHusl WIH HAPYIISHUS ITPpU
BBEJICHUH AHTUTENA 10 HACTOSIIIEMY H300PETEHUIO.

AHTUTEHCBSI3bIBAIONINE (PPArMEHThI aHTUTEN

[0100] Ecnu KOHKpETHO HE yKa3aHO WHOE, TEPMHUH «AHTHUTEJIO», KaK MCIOJIb3YIOT B
HACTOSAIIEM OIUCAaHUM, CJeAyeT [OHUMaTh KakK OXBAaThIBAIOIIUN MOJEKYNIbl aHTUTEN,
coJiepsKallue J1Be TSKeNble e UMMYHOITIOOYJIIMHOB U J[BE JIETKHE LENH UMMYHOIJIOO0YIHHOB
(T. €. «TONHBIE MOJIEKYJIbI AaHTUTEN), @ TAKKE UX aHTUTCHCBS3bIBAtONIME PparMeHThl. TepMUHBI
«aHTUT€HCBS3bIBAIONIAS YACTh» AHTUTENA, «AHTUTECHCBA3BIBAIONIMH (hparMEeHT» aHTUTENA U T. 11,
KaK MCIIOJIB3YIOT B HACTOSILEM OIMCAaHUM, BKIIOUAIOT JFOOON BCTpeyaeMblii B IIPHUPOJE,
MoJydyaeMblii  ()EPMEHTATUBHO, CHHTETHYCCKMM WM TEHETHYECKH CKOHCTPYHPOBAHHEIN
NOJUNENTHT WM TJIUKONPOTEHH, KOTOPHIA CIEHU(UUECKH CBS3bIBAET AHTUIEH, YTOOBI

(dopMUpOBaTh KOMILIEKC. TEpMHUHBI «aHTUTEHCBS3BIBAIOIIMKA (parMeHT» aHTuTena WiId
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«(pparMeHT aHTUTeNIa», KaK HCIOJNB3YIOT B HACTOSIMIEM ONMCAHUU, OTHOCUTCA K OJHOMY WM
HECKOJIBKUM (pparMeHTaM aHTUTeNd, KOTOpbIE COXPAHAIOT CIIOCOOHOCTH CIEHU(PUUECKH
cBs3bIBaThCs ¢ OesikoM C5. DparMeHT aHTUTENna MOXET coaepkar ¢parment Fab, ¢parment
F(ab'),, dparment Fv, ¢pparment dAb, dparment, cogepxkaumit CDR, nmm Beinenennyro CDR.
B onpeaeneHHbIX BapHaHTaX OCYUIECTBIECHUS TEPMHUH «AHTUTEHCBS3BIBAIOIIUN (parMeHT»
OTHOCUTCA K TMOJUIENTHIHOMY (parMeHty mojaucnenuduyeckodl aHTHIeHCBA3bIBAIOLIEH
MOJICKYJIbl. AHTUI'CHCBS3BIBAIOIINE (DPPArMEHTHl AHTUTEJIA MOXKHO H3BIICKATh, HANPHUMEpP, M3
IIOJIHBIX MOJICKYJI aHTUTEN C HCIIOJIB30BAHMEM JIHOOBIX NOAXOISIIMX CTaHAAPTHBIX CIIOCOOOB,
TaKUX KaK MPOTEOJIUTHYECKOE pacllelyieHHe WIM PeKOMOMHAHTHBIE CIOCOOBI MeHETHYECKOH
WH)KEHEPUH C HCIMOJIb30BaHHEeM MaHunyasuuii u skcopeccun JHK, xoropas koaupyer
BapuadenbHbIe U (HeoOs3aTeIbHO) KOHCTaHTHBIC JoMeHbl anTuTena. Takas JJHK u3Bectna w/mm
JIETKO JIOCTYIIHA, HANpUMEp, B KOMMEpPYECKHMX HCTouHMKax, Oumbnumorexax JJHK (Bxmouas,
Harnpumep, (aroBple OMONMOTEKM aHTUTEN), UIM €€ MOKHO cuHTe3upoBaTh. [IHK MoxHO
CEeKBEHHPOBATh W MAaHMIYJIUPOBaTh €0 XUMHUYECKH WIH C HCIOIb30BAHUEM CIOCOOOB
MOJIEKYJISIPHOM OMOJIOTUM, HAIIPUMEp, YTOOB! pacIioyiarath OJIMH UM HECKOJIBKO BapraOeIbHBIX
W/WJIM KOHCTAaHTHBIX JIOMEHOB B TOJXOASIICH KOH(UTYpAIlU WIA BBOJUTH KOJOHBI, CO3/IaBaTh
OCTaTKH LIUCTEHHA, MOAU(DULIUPOBATh, JOOABIATH WIH YIAJIATh aMHHOKUCIOTHI U T. 1.

[0101] HeorpanuuuBaromue npyUMepbl aHTUT€HCBA3BIBAIOIIUX (PArMEHTOB BKIIOYAIOT:
(i) ¢parmentsr Fab; (i1) ¢parmentst F(ab'); (iii) ¢parmentst Fd; (iv) ¢parmentst Fv; (v)
onHolenovyeunsle Monekyasl Fv (scFv); (vi) dparmentel dAb; u (vil) MUHHUMAaNbHbIE
pacloO3HAIONINE €/IMHUIBI, COCTOSIIIME M3 aMHUHOKHCIOTHBIX OCTATKOB, KOTOPBIE UMHUTHPYIOT
runeppapuabenbHy0  00nacTh  aHTHTENna  (HarmpuMep,  BBIIEICHHYIO  OINpPEACISION[YIO
koMmruieMeHTapHocTh obnacte (CDR), takyro kak nmentua CDR3) niau orpaHUyYeHHBI MENTH]
FR3-CDR3-FR4. Jlpyrue CKOHCTPYHPOBAHHBIE MOJIEKYJIbl, TAKHE KaK JOMEH-CIeHU(pUUecKue
AHTHUTEJIA, OJIHO/IOMEHHBIC aHTUTENA, AaHTUTENA € YAaJCHHBIMU JIOMEHAMH, XUMEPHBIE aHTHUTEJIA,
anTutena ¢ nepecakeHusiMu CDR, nuarena, tpuarena, Terpartena, MUHHAHTHUTENA, HAaHOTENA
(HampuMep, OJHOBAJEHTHbIE HAHOTENa, JBYXBaJEHTHbIE HaHOTENa M T. [.), HEOOJIbILUE
MOJyJIbHbIE MMMYyHO(apMareBTHueckue cpeacta (SMIP) u BapuabenbHblE JTOMEHBI aKyJbl
IgNAR, Taxxe 0XBau€HbI BbIPAKEHUEM «@HTUT'CHCBS3bIBAIOLINM (parMeHT», KaK UCIOJB3YIOT B
HACTOAIIEM OIHUCAHHH.

[0102] AnTHreHcBs3BIBAOMKN (parMeHT aHTUTeNa OOBIYHO COMEPKUT MO MEHBIIEH
Mepe oauH BapuabesbHbI JoMeH. BapuaOenbHblli 10MEH MOXeET ObITh JI000r0 pasmepa WIIH
AMHUHOKHCIIOTHOTO COCTaBa W B IIEJIOM COJIEPKHUT MO MeHbled mepe oany CDR, xotopas
HaXOJUTCS CMEXKHO C WIM B paMKe C OJHOW MJIM HECKOJIbKUMH KapKaCHBIMH

MOCJIEA0OBATEILHOCTAMU. B  aHTUreHCBA3BIBAOIIUX (bparMeHTax, UMCIOIMKUX JOMCH VH,
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CBSI3aHHBIN C TOMEHOM VL, JOMEHBI Vi U VL MOXHO pacioyiarath Ipyr OTHOCHUTEIBHO ApYyra B
moboM moaxondlieM pacrnonoxkeHud. Hanpumep, BapuabenbHas o00JacTh MOXET OBITH
JUMEpPHON U coaepkarb  gumepbl  Vu-Vu, Vu-Vo wm  Vi-VL.  AnbrepHaruBHO
AHTUTEHCBA3BIBAIOLIMHN (hparMeHT aHTHUTENIa MOXKET COJAEPKaTh MOHOMEPHBIA ToMeH Vy Win VL.

[0103] B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS aHTHUTCHCBS3BIBAIOIINN (parMeHT
AHTHUTEJIA MOXET COJEpXKarhb M0 MCHbBIIEH Mepe OJUH BapuaOCIbHBIM JOMEH, KOBAJICHTHO
CBSA3aHHBI C 10 MEHbLIEH Mepe OJHUM KOHCTaHTHBIM JOMEHOM. Heorpanuuuparommue
o0pa3ioBble KOHpUTypauu BapradenbHbIX U KOHCTAHTHBIX IOMEHOB, KOTOPhIE MOYKHO HAWTH B
AHTUTEHCBS3BIBAIONIEM (PparMeHTe aHTHTENIA [0 HACTOAIIEMY H300peTeH IO, BKIFOYaKoT: (1) Vu-
Cul; (1) Vu-Cu2; (iii) Vu-Cu3; (iv) Vu-Cul-Cu2; (v) Vu-Cul-Cu2-Cu3; (vi) Vu-Cu2-Cu3; (vii)
Vu-Cr; (viil) VL-Cul; (ix) Vi-Cu2; (x) VL-Ch3; (xi) Vi-Cul-Cu2; (xii) Vi-Cul-Cu2-Cu3; (xiii)
V1-Cu2-Cu3; u (xiv) Vi-CL. B m1060it koHpuUrypanuy BapuaOelbHbIX U KOHCTAaHTHBIX JOMEHOB,
B TOM 4HCJe JOOBIX 00pa3oBBIX KOHPUTYpalusaX, NepeyucIeHHBIX BHIE, BapuadelbHbIE U
KOHCTAHTHBIE JIOMEHBI MOKHO WJIM HEIIOCPE/ICTBEHHO CBSI3bIBATh JIPYr C JIPYIOM WJIM MOYHO
CBSI3bIBaTh C ITOMOIIIBIO TIOJHOW WM YAaCTUYHOW INAPHUPHOW WM JIMHKEPHOM oO0IacTH.
[lapHupHas obnacTs MOXKET COCTOSITh U3 MO MeHbIlel Mepe 2 (HanpuMmep, 5, 10, 15, 20, 40, 60
Wil OoMbIlle) aMUHOKHUCIIOT, YTO BEeIeT K TMOKON WM MOJYrHOKOH CBSA3H MEXAY CMEXHBIMH
BapHaOCIbHBIMU /MM KOHCTAHTHBIMHM JIOMEHAMH B OJHOM MOJMNENTHAHON Monekyne. Kpome
TOTO, AHTUICHCBSA3BIBAIOIMN (QparMeHT AaHTHUTEIa II0 HACTOSLIEMY H300pPETCHUIO MOXKET
coJiep;KaTh TOMOJUMEDP WU rerepogumep (WId Apyroil MyJabTUMEP) U3 NHOOBIX KOH(UTypaluii
BapualeIbHbIX U KOHCTAHTHBIX JOMEHOB, IIEPEUUCICHHbBIX BbIIIE, B HEKOBAJIEHTHON CBSI3U IPYT
C IPYrOM W/HJIK C OJTHUM WJIM HECKOJIBKUMH MOHOMEPHBIMU TOMEHaMu Vy win VL (Harpumep, ¢
MTOMOIIBIO AUCYIHMOUTHON CBS3HU(CH)).

[0104] Kak u B ciiyuae IMOJHBIX MOJIEKYJ aHTUTEN, aHTUI€HCBS3bIBAIOLIHE (HPArMEHTHI
MOTYT OBITh MOHOCTIEU(DPUYECKUMU WK MoJTUCEMPUISCKUMU (Hampumep,
oucneunpuueckumu). Ilonucnernubpuyecknii aHTUNEHCBSI3BIBAIOMIMKM  (parMeHT aHTHUTENA
OOBIYHO COJIEPKUT IO MEHBIIEH Mepe /Ba pa3jInYHBbIX BapuaOelbHBIX JOMEHA, I'/Ie KaXKJ(bIH
BapuabenbHbIl JOMEH CIOCOOEH Creln(UUecKHd CBS3BIBATHCSH C OTAEIbHBIM aHTUI€HOM WIH C
OTIUYAIOIIUMCS SIUTOMOM Ha OJHOM M TOM ke aHTurese. [lonucnenuduyeckoe aHTUTENO B
mo0om dopmarte, B TOM YHCIIe 00pa3iioBeie ducnernupuueckre GopMaTel aHTUTEN, PACKPHITHIC B
HACTOAIIIEM  ONMCAaHUM, MOKHO  aJalTUpPOBaTh JUIS  HCIOJB30BaHHS B  KOHTEKCTE
AHTUICHCBS3BIBAIOLIETO (PparMeHTa aHTHTENA 110 HACTOSIIEMY H300PETEHHUIO C UCTIOIb30BAHUEM
CTaHJAPTHBIX CIIOCOOOB, JOCTYIHBIX B JAHHOH 00JacTH.

[Tosmyuenue anTHUTEN UENTOBEKA

[0105] Crocobbl cO3MaHMs AHTUTEN YENOBEKA Y TPAHCTEHHBIX MBIIIEH H3BECTHHI B
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HaHHOW oOmnactu. JIroOble Takpe H3BECTHBIE CIIOCOOBI MOMHO HCIIONB30BATE B KOHTEKCTE
HACTOSILEro M300peTeHust Ul TOro, YToOBl IIOJy4YaTh aHTHUTENA YeJIOBeKa, KOTOphIE
cneunduyecku cBs3bBaroTcs ¢ 6eiakom CS.

[0106] UmMyHOTeH, comepskauuil mo00e 0AHO U3 CIEAYIOLIEro, MOKHO HCIOJIb30BaTh
JUIs TOTO, 9TOOBI co3aBaTh aHTHTENA K Oenky C5. B onpeneneHHbIX BapHaHTaX OCYIIECTBICHHUS
aHTHUTEJIA 10 HM300PETEHUIO IOJIYYal0T OT MBIIICH, MMMYHHU3UPOBAHHBIX ITOJIHOPA3MEPHBIM
HaTUBHBIM OcsikoM C5 (cM., Hanpumep, HoMep poctyna Genbank NP 001726.2) (SEQ ID NO:
355) wm JIHK, xomupyromeir 6enok wiam ero ¢parMeHT. AJbTEpHATUBHO, OCJIOK HIIU €ro
(dbparMeHT MOXHO TOJy4aTh € HCIOJAb30BaHHEM CTaHAAPTHBIX OHOXMMHUYECKUX CIIOCOOOB U
MOIU(HUIMPOBATh W UCHOJIB30BaTh B KAYCCTBE WMMYHOTCHA. B ONpEACNCHHBIX BapHAHTaX
OCYILECTBJICHUSI IMMYHOTCH TpeACTaBisieT coboit ¢pparment Oenka C5, KOTOPBIH HAXOIUTCS B
npeaenax aMuHOKUCIOTHBIX ocTatkoB 19-1676 B SEQ ID NO: 355.

[0107] B HEKOTOpBIX BapUaHTax OCYIIECTBICHUS HMMYHOTE€H MOXKET MPEACTaBISTh
coboit pexoMOuHaHTHEIN Oeok C5 mim ero ¢pparMeHT, KOTOpbIi dKcnpeccupyoT B E. coli umn
JOOBIX JAPYTUX JYKaApPUOTUUYECKUX KIICTKAX WIIM KJIICTKAX MIICKOIMTAIOUIMX, TAKUX KaK KIICTKU
AUYHUKa Kkutaickoro xomsika (CHO).

[0108] Ucnonb3ys texHomoruro VELOCIMMUNE® (cm., Hampumep, US 6596541,
Regeneron Pharmaceuticals, VELOCIMMUNE®) wunu mro0ol Apyrod H3BECTHBIH CHOCOO
CO3JaHHUS MOHOKJIOHAJbHBIX AHTUTEN, W3HA4YallbHO BBIAETSAIOT BBICOKOA(D(UHHBIE XUMEpHBIE
antutena k C5, uMmerwlue BapuadbenbHyl0 001acTh YelnoBeKa U KOHCTAHTHYIO 00JacTh MBILIH.
Texunonorus VELOCIMMUNE® Bxirouaer co3/aHue TPaHCTEHHOM MBIIIH, UMEIONICH T'eHOM,
KOTOPBIM  COAEPXKHUT BapuadesbHbIC OOJACTH  TSDKENOM M JIErKOM IenM  4esioBeKa,
(YHKIIMOHAIBLHO CBSI3aHHBIC C YHJIOTCHHBIMH JIOKYCAMU KOHCTAHTHBIX 00JaCTeil MBIIIH TaK, Y4TO
MBILIb MPOIYLIMPYET AaHTUTEJIO, COAepKallee BapuadbenbHy0 00JacTh YeOBeKa U KOHCTAHTHYIO
ob6yacTh MbBIIIK, B OTBET Ha aHTUreHHY ctuMynsuuoo. JJHK, xomupyroniyro BapuadenbHbie
00J1aCTH TSDKETIBIX U JIETKUX LieNell aHTUTeNa, BIIETSIOT U PYHKIMOHANBHO cBA3biBatoT ¢ JIHK,
KOJIMPYIONICH KOHCTAaHTHBIC O0JacTH TSOKENBIX W JIETKMX I1ierned uenmoeka. 3atem [JHK
JKCIIPECCUPYIOT B KJIETKE, CIIOCOOHO 3KCIIPECCUPOBATh AHTUTEIIO TTOJIHOCTHIO HYEJIOBEKa.

[0109] B uwemom, wMbiup VELOCIMMUNE®  cTUMynMpyrOT  aHTHUIEHOM,
MIPEJICTABISIFOIIMM WHTEPEC, W y MBIIIeH MONydaloT JuMQpaTHUYecKue KIETKU (Takue Kak B-
KIIETKH), KOTOPBIC SKCIPECCHUPYIOT aHTuTena. JlumdaTuueckue KIETKHM MOYKHO CIIMBATh C
JUHUEH MHEIOMHBIX KIETOK [UId TOro, 4TOOBl TOJgy4daTh OecCMEpTHBIE THOPUIOMHBIE
KJIETOYHBIE JIMHUM, W OCYUIECTBJSIIOT CKPHMHMHI M OTOOP TakuxX THOPHIOMHBIX KIIETOYHBIX
JUHHA UIg TOrO, 4YTOOB MACHTU(QUUUPOBATL THUOPHIOMHBIC KJIETOYHBIC JIMHUH, KOTOpPHIE

IpoaAyuupyroT aHTUTECIa CO CHGHPI(I)I/I‘{HOCTLIO K aHTUI'CHY, HPCACTABIIAIOIIEMY HHTEPCC. HHK,
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KOAMPYIOIIYI0 BapualenbHble 00NACTH TSAKENOM LemU U JIETKOM Lenu, MOXHO BbIACTATh U
CBSI3BIBATH C KEIAEMbIMU U30THITHUYECKUMU KOHCTAHTHBIMU OONACTSIMU TSHKEIIOH ey U JIETKOM
ueny. Takod O€lNOK aHTUTENa MOXHO II0Ny4aTb B KIeTke, Takol kak kierka CHO.
AnvrepHatuBHo, JIHK, xomupyromyrwo aHTHUreH-cnieupHUUYecKUe XHMEpHBIE aHTHTENa WU
BapuaOenbHble JOMEHBI JIETKHX M TSKENBIX Ierned, MOXHO BBIJENATh HEMOCPEACTBEHHO H3
AHTUI'CH-CIENU(PUIECKHUX JIUMPOLUTOB.

[0110] M3HavanpHO BBIACISIOT BBICOKOAQ(MUHHBIC XMMEPHBIC AHTHUTEIA, WMEIOLIUC
BapHaleIbHy0 00JaCTh YENOBEKAa M KOHCTAHTHYIO 00JIacTh MbIIH. Kak B AKCIIEpUMEHTATEHOM
pasnene panee, OMPENENsT XapaKTepUCTHKH AaHTHTEd M OTOUpAIOT HX IO IKeNaTelbHBIM
XapaKTepUCTUKAM, B TOM 4ucie adHUHHOCTH, M30UPATEIBHOCTH, SIHUTOIY U T. 1. KoHCTanTHBIC
00J1acTH MBIIIHM 3aMEHSIOT Ha JKEIaeMyI KOHCTAHTHYIO OOJIACTH YEIOBEKA Ui TOTO, YTOOBI
CO3/7aBaTh AHTUTENO MOJHOCTBHIO HYeNOBeKa MO H300PETeHHI0, HAlpUMeEp, AUKOTO THUIA WIIH
momuduuupoanHoe IgGl wmmm IgG4. XoTs BbeIOpaHHass KOHCTaHTHas o007acTh MOMKET
BapbUpPOBAaTh B  COOTBETCTBUM C  KOHKPETHBIM  HCIIOJB30BAaHHEM,  XapaKTCPHUCTHKH
BBICOKOA()(PUHHOTO CBS3BIBAHMS AHTUTCHOB M CHEIM(PUYHOCTH K MHIICHH INPHCYTCTBYIOT B
BapHabenbHON 00JIACTH.

brooKBHUBaNEHTHI

[0111] Anturena nporuB C5 u (pparMeHTH aHTUTEN IO HACTOSHIEMY H300PETCHHIO
OXBAaTBIBAIOT OCJIKM, MMEIOIIMEC aMHUHOKHCIOTHBIC IOCJIE/IOBATEIIFHOCTH, KOTOPHIC BapbUPYIOT
OTHOCHUTEJIbHO TaKOBBIX y ONHUCAHHBIX AHTUTEN, HO COXPAHSIOT CHOCOOHOCTH K CBSI3bIBAHHIO
Oenka C5. Takue BapHaHTHBIC aHTHTENA U (PPArMEHTHI AaHTUTEIN COAEPIKAT OJTHO M HECKOJIBKO
no0aBrieHU, Jenenui  WIM  3aMEH aMHMHOKHMCIOT II0 CPaBHEHHIO C  POJUTEIHCKOM
TIOCJIC/IOBATEIIBHOCTHIO, YTOOBI MPOSBIIATh OMOJOrHYECKYI0 aKTUBHOCTh, KOTOpAst TI0 CYIIECTBY
AKBUBAJIEHTA TAKOBOH Yy OIMMCaHHBIX aHTHUTE]. AHAIOTHYHBIM 0OpazoM, IMOCIEAOBATEIHHOCTH
JHK,  komupyioliee  aHTUTENa, [0  HACTOSALIEMY  M300pPETEHHUI0  OXBATBIBAIOT
MOCJIE/I0BATENBHOCTH, KOTOPHIE COJEPKAT OJHO MWJIM HECKOJIBKO O0OaBiIeHU, Jeneluil Wiu
3aMEH HYKJIEOTH/IOB [0 CPaBHEHMIO C PpACKPBITOM MOCIEI0BATENbHOCTBIO, HO KOTOPBIE
KOAUPYIOT AaHTUTENO0 Wi (parMeHT aHTUTeNa, KOTOpbie [0 CYIIECTBY SABISIOTCA
OMOPKBUBAJIEHTAMY aHTUTENA UIH PparMeHTa aHTHTENa [0 U300PETEHUIO.

[0112] /IBa aHTUTreHCBS3BIBAIOIINX O€Ka WIIM aHTUTEIA CYUTAIOT OMODKBUBAIICHTAMM,
€cli,  HampuMep, OHU  sABIsAOTCA  (papMaleBTMUECKMMM  OKBHUBAJICHTaMH WM
(apMalleBTUYECKUMH aJbTEPHATUBAMH, Yy KOTOPBIX CKOpPOCTB U CTeleHb abcopOuuu He
JEMOHCTPHUPYIOT 3HAYUMBIX PazIu4Mil TPU CXOXKHX OKCIEPUMEHTAIBHBIX YCIOBHUSX IPH
BBEJICHMM B OJIMHAKOBOM MOJISIPHOM [103€, WJIM OJIHOKPATHOW J103€ WJIM HECKOJIBKHUX J03aX.

HeKOTOpBIe AHTUTCIIa  CICAYCT CHHUTATh  DKBHBAJICHTAMU nin Q)apMaHQBTI/I‘IeCKI/IMI/I
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IbTEpPHATHBAMHU, €CJIM OHU 3KBUBAJEHTHBI 110 CTENEHW MX abcopOLMHU, HO HE MO CKOPOCTH HX
abcopOuuy, M eme MOXKHO CHHTaTh OMOPKBHUBAIIEHTOM, ITOCKOJIBKY TaKHE Pa3jIM4yus B CKOPOCTH
abcopOuuu SBISIOTCS NPEIHAMEPCHHBIMH M OTPAXCHBI HA 3TUKETKE, HE SBISIOTCS BAXKHBIMH
U1 JOCTHKEHUS J(PQEKTUBHBIX KOHLIEHTpALMil JIEKapCTBEHHOIO CpPEACTBa B OPraHM3ME,
Hanpumep, NpH XPOHUYECKOM NPUMEHEHUN U CUUTAIOTCS MEAULIMHCKY HECYLIECTBEHHBIMH IS
KOHKPETHOT'O UCCJICyEMOT0 JIEKAPCTBEHHOTO MPOIYKTa.

[0113] B omHoM W3 BapuaHTOB OCYILECTBICHMS ABa AHTUICHCBS3BIBAIOIINX OeiKa
SBJISIIOTCS] OMOAKBUBAICHTAMH, €CIIM HEeT KIMHUYECKH 3HAUUMBIX Pa3inyuid B UX O€30IIaCHOCTH,
YHUCTOTE MM AKTUBHOCTH.

[0114] B oxgHoM u3 BapHaHTOB OCYIIECTBIICHHS JIBa aHTUI'CHCBS3bIBAIOIIMX Oelika
SBIISIOTCSI OMO3KBUBAJICHTAMU, €CIIH IMALMCHTAa MOKHO TIEPEKIII0YaTh OJWH WM HECKOJBKO pa3
MEXIY ITATOHHBIM MPOAYKTOM M OHOJIOTMYECKUM MPOAYKTOM 0O€3 0XKHUIAaeMOro yBEIHYEHHS
pUCKa HeXenaTelbHbIX J(PQEKTOB, B TOM YHCIE KIMHHYECKH 3HAYUMOIO H3MEHEHHUs
UMMYHOTCHHOCTH WJIM CHIDKCHHOH 3(P()EeKTHBHOCTH, 10 CPaBHECHUIO C MPOJODKEHUEM TEPaTHH
0€e3 TaKoro MEPEKIIOYECHHUS.

[0115] B ogHOM M3 BapHaHTOB OCYUIECTBIIEHUS [Ba AHTUTCHCBS3BIBAIOMIUX Oelika
NPEACTaBISIIOT OO0 OMO’KBUBAIEHTBI, €CIIM 00a OHM ACHCTBYIOT MO OOIIEMY MEXaHU3MY HIIU
MEXaHU3MaM JICUCTBHS ISl YCIIOBUS WU YCJIOBUN IIPUMEHEHUS, 10 TAaKON CTCIICHH, B KOTOPOU
TaKHE MEXaHU3Mbl U3BECTHBI.

[0116] brno3KBHBaJEHTHOCTH MOXHO IE€MOHCTPUPOBATh CHOCOOAMH In VIVO W/WIM In
vitro. Mepsl OHOPKBUBAJEHTHOCTH BKIIOYAIOT, HAmpUMep, (@) TECT in vivo y 4YeroBeKa HIIH
JPYTUX MIIEKOIMUTAIONMX, B KOTOPOM KOHIEHTPAIMIO AaHTHUTENAa WIH €ro MeTaboJIuTOB
U3MEPSIOT B KPOBH, IUIa3ME€, CHIBOPOTKE WM JPYrodl OUOJOTMYECKON XUJAKOCTH B Ka4deCTBE
¢bynkuun Bpemenu; (b) Tect in Vitro, KOTOpbI o00JagaeT Koppersuued C JaHHBIMH O
OHOJOCTYITHOCTH Y YEJIOBEKa in vivo U 000CHOBAHHOI IpencKa3aTeIbHOW CIIOCOOHOCTBHIO B HX
OTHOLIEHHH; (C) TecT In VIvo y dYeloBeKa WIM JPYyTUX MICKOINMUTAIOHIUX, B KOTOPOM
MOJIXO/IIIHMH OCTphiit (hapmakosnornyeckuil 3pdeKT aHTuTena (WM ero MUIICHU) U3MEPSIOT B
KayecTBe (DyHKUMH BpeMeHM; U (d) cTPOro KOHTPOIMpPYEMOE KIMHHUYECKOE HCCIEeJOBaHUE, B
KOTOPOM  yCTaHaBIMBAlOT  Oe3omacHocTb,  3(dekr  uau  OHONOCTYNHOCTH  WJIM
OMO’KBUBAJICHTHOCTh aHTHTEA.

[0117] bBuodKBHUBaJICHTHBIC  BapUaHTBl  AHTHTE] TI0  HW300PETCHHUIO  MOXHO
KOHCTPYHPOBATh, HAIIPUMEP, CO3/aBasi pa3INdHbIe 3aMEHbI OCTATKOB UM IIOCIIEIOBATEILHOCTEH
WIN yJIaJisgs KOHLEBBIE WIM BHYTPEHHHE OCTATKH WJIM IOCIIENOBATEIbHOCTH, HE HEOOXOUMBbIE
JUis OMOJIOTHYECKOW aKTMBHOCTH. Hampumep, OCTaTKM LHCTEMHA, KOTOPHIE HE Ba)KHBI IS

OMOJIOTHYCCKOM AKTUBHOCTH, MOXHO YAAIATH WK 3aMCHATH Ha IAPYruc aMMHOKHCIIOTBI IS
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TOro, 4YToObl MNpeRoTBpaiiath (OPMHPOBAHME HE HEOOXOJUMBIX WIM HENPaBUIbHBIX
BHYTPUMOJICKYJISIPHBIX AUCYIbQUAHBIX MOCTHKOB IIPM peHAaTypamud. B Jpyrux KOHTEKCTax,
OMODPKBUBAJICHTHBIC aHTHTEJIa MOTYT BKJIIOYAaTh BapUAHTBI AHTUTE], KOTOPBIC COIEpXKAT
V3MEHEHMs aMHMHOKHUCIOT, KOTOpble MOAM(PUUUPYIOT XapaKTEPUCTHKH INIMKO3WJIMPOBAHHS
aHTUTEI, HAIPHUMEP, MyTalliH, KOTOPBIE JMHMUHUPYIOT WIIH YCTPAHSIOT IIIMKO3UINPOBAHHUE.

Awnturena npotus C5, conepxaiue Bapuantel Fe

[0118] B cooTBETCTBHM C ONPEACICHHBIMU BapUaHTAMH OCYHICCTBJICHHUS HACTOSIIETO
u300peTeHus, MNpeaycMOTpeHbl aHTuTena npotuB C5, KkoTopele cozaepkaT 1omeH Fc,
cofepXKallif OJHY WJIM HECKOJbKO MYTAallMi, KOTOpble YCHWJIMBAOT MM YMEHbIIAIOT
CBA3bIBaHUE aHTUTEna ¢ peuentopom FcRn, nHanpumep, npu kucaom pH 1o cpaBHeHHIO ¢
HeirpaneueiM pH. Hanpumep, nactosimee wn3o0peTeHue BKIOYaeT aHTHTena mpotuB CS5,
cozepkamue Myrtauuio B obmactu Cu2 unm Cu3 pomena Fc, rae myrauusi(u) yBelTHYHBAET
addunHOCT, fOoMeHa Fc k FcRn B kucnoii cpene (Hanpumep, B 3H10coMe, rae pH Haxoautcs B
Juana3zoHe npudau3uTensHo ot 5,5 npudnusutenbHo 10 6,0). Takue MyTaluu MOTYT BECTH K
YBEJIMUEHUIO BPEMEHU T[IOJYXXU3HU aHTUTEJIa B CHIBOPOTKE IIPU BBEJICHUU JKUBOTHOMY.
HeorpannuuBatomue npumepsl Takux Moaudukanuil Fc BkarodaroT, Hanpumep, MOAU(UKALUIO
B nonoxkeHun 250 (wampumep, E unn Q); 250 u 428 (nanpumep, L wm F); 252 (manpumep,
L/Y/F/W uma T), 254 (wanpumep, S wmm T) u 256 (mampumep, S/R/Q/E/D mmu T); wm
Mogudukanmio B nojgoxennn 428 w/mim 433 (manpumep, H/L/R/S/P/Q wmm K) w/mwm 434
(mampumep, A, W, H, F unmu Y [N434A, N434W, N434H, N434F unun N434Y]); unum
MOIUpHUKALHIO B ToJoxkeHuu 250 u/mnm 428; wmu moaudukauuto B nonoxxenuu 307 wiu 308
(manpumep, 308F, V308F) u 434. B onHOM M3 BapHaHTOB OCYIIECTBICHUS MOJUPUKAIMS
conepxkut Moaudukammro 428L  (mampumep, M428L) u 434S (mampumep, N434S5);
moaudukanmo 428L, 2591 (nanpumep, V2591) u 308F (nampumep, V3O08F); moauduxauuio
433K (manpumep, H433K) u 434 (nanpumep, 434Y); moguduxauuio 252, 254 u 256 (nanpumep,
252Y, 254T, n 256E); momuduxammio 250Q u 428L (mampumep, T250Q u M428L); u
moudukammio 307 w/umm 308 (mampumep, 308F unu 308P). B eme ogHOM ApyroMm BapuaHTe
OCYILUECTBIEHHUSI MOAH(UKALUA CONepKUT Moaudukauuto 265A (Hanpumep, D265A) w/wm
297A (nampumep, N297A).

[0119] Hanmpumep, wHacTosimee wu300peTeHUE BKIOYaeT aHTuTena mnpotuB (5,
coiepxamme aomMeH Fc, copepxammil OAHY WM HECKOJABKO Tap WM TPYyNN MyTaliui,
BBIOpPaHHBIX U3 TpyIIbl, cocrosmeit uz: 250Q u 248L (manpumep, T250Q u M248L); 252Y,
254T u 256E (manpumep, M252Y, S254T u T256E); 428L u 434S (uanpumep, M428L u
N434S); 2571 u 3111 (manpumep, P2571 u Q3111); 2571 u 434H (manpumep, P2571 u N434H);
376V n 434H (nanpumep, D376V u N434H); 307A, 380A u 434A (nanpumep, T307A, E380A u
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N434A); n 433K u 434F (manpumep, H433K u N434F). Bce Bo3MOKHbIE KOMOWHALIUK MYTallul
BBIILICYKA3aHHOTO JomeHa Fc u japyrux Myranuii B BapuaOelbHBIX JIOMEHAX aHTHUTED,
PacKpBIThIE B HACTOSIIIEM OIIMCAHUY, IPEIYCMOTPEHBI B 00bEME HACTOSILETO H300PETCHHUSL.

[0120] Hacrosmee wu300peTeHHe TakKe OTHOCHTCS K aHTuTenam npotuB C5,
COJIep KallliM XUMEPHYIO KOHCTaHTHYI0 00sacTh (CH) TsKesnol 1eny, rae XxuMepHas oosacts Ch
COACPXKUT CErMEHTHI, IOJy4eHHBIe u3 obOnacreii Cuy Oompmie 4YeM OAHOTO H30THNA
uMMyHorIIoOyuHOB. Hampumep, aHTuTEeNa 10 HM300PETCHUIO MOTYT COJACPKATh XHUMEPHYIO
o6nacte Ch, comepKallylo YacTHYHBIA MM MONHBIA goMeH Cp2, MONMYYEeHHBIH U3 MOJIEKYJIbI
IgG1 yenoreka, IgG2 yenoeka wnu 1gG4 yenoBeka, B KOMOUHAIIMM C YACTUYHBIM HIIU TOJHBIM
pomeHoM Cp3, nonmydeHasIM u3 MoJiekynbl 1gG1 yenoseka, 1gG2 gyenoseka wim [gG4 genosexa.
B cooTtBercTBUM € OllpeAeiIeHHbIMU BapUaHTaMU OCYILECTBJICHUS, aHTUTENA 110 U300pETEHUIO
coJiepkaT XUMepHyr oOnacTe Cp, UMEIOLIYI0 XUMEPHYIO LIApHUpPHYIO obsacts. Hampuwmep,
XMUMEpHBIH MIapHUP MOXET COJEp)KaTh AMHUHOKHCIOTHYIO IOCIENOBATENBbHOCTh «BEPXHETO
[IapHupa» (aMUHOKHCIOTHBIE OCTAaTKM M3 TMoylokeHHid ¢ 216 1o 227 B COOTBETCTBUU C
nymepaimeit EU), nonyuennyro u3 mapaupHoil obnactu IgGl yenoseka, IgG2 yenoseka uiu
IgG4 4yenoBexka, B KOMOMHAalMKM C TNOCIENOBATENLHOCTBIO  «HIDKHETO  IIAPHHUPaA»
(aMUHOKHCIOTHBIE OCTaTKU U3 MoyioxkeHui ¢ 228 1o 236 B cooTBeTcTBUU ¢ Hymepanueit EU),
NoJlyueHHOW u3 nrapHupHoil obnactu IgG1 uenoseka, I1gG2 yenosexa wim IgG4 yenoseka. B
COOTBETCTBHUH C OIPEACICHHBIMY BapHaHTAMU OCYILICCTBIICHHUS, XUMEPHAsl IIapHUPHAst 00J1acTh
COJIEP’)KUT aMHUHOKHCIIOTHBIE OCTaTKH, NOJyYeHHbIE U3 BepxHero mapHupa IgGl uenoseka uimm
IgG4 yenoBeka, U aMUHOKHUCIOTHBIE OCTaTKH, IOJYYE€HHble W3 HWkHero mapHupa I[gG2
YeJoBeKa. AHTHTENO, cojepkaiiee XuUMepHylo o0macte Cph, Kak packpbiTO B HacTOSIIEM
ONMCAHWM, B  OMpEACICHHBIX  BapHaHTaX  OCYIIECTBICHHUS  MOXET  TIPOSIBIATH
moaupuuupoBannsie 3pdexropusie QyHKIMH Fc, He oka3piBasg HEXKENaTeIbHOT'O BIUSHUSA Ha
TepareBTHYeCKHe WM (apMakOKHHETUYeCKHue cBoMcrBa antutena. (Cm., Hampumep,
nmyonukanuio nareHtHor 3asBku CIIIA 2014/0243504, packpbiTHe KOTOpOH, TakkuM 00OpazoM,
BKJIFOUEHO ITOCPEJICTBOM CCBIJIKU B ITOJIHOM 00beMe).

buonoruueckue XapakTepuCTUKH aHTUTEIN

[0121] B mwenoM, aHTUTENa TO HACTOSIIEMY H300pEeTeHHI0 (YHKIIMOHUDPYIOT
MOCPEJICTBOM CBsi3bpIBaHMs ¢ Oenkom C5 u npepoTspaiieHus ero pacmieruienus Ha CS5a n C5b.
Hanpumep, HacTosiliee n300peTeHre BKIIOYAET aHTUTENA U aHTUTEHCBS3bIBaOIINE (hparMeHTH
aHTUTEN, KOTOpble CcBs3biBat0T Oenok C5 (Hanpumep, npu 25°C wmm npu 37°C) ¢ Kp mensiue
yeM 9 HM, kak n3MepsIoT ITOCPEACTBOM ITOBEPXHOCTHOTO IIIA3MOHHOIO PE30HAHCA, HAIIpUMeED, €
UCIIOJIb30BaHuEM (dopMaTa aHallu3a, Kak OIpeaeseHo B npumepe 3 B HACTOAIIEM OmnucaHuu. B

ONPCACIICHHBIX BApHAHTaX OCYHICCTBIICHUA aHTUTC]IAa NI UX aHTUT'CHCBA3LIBAOIIINEC Q)paFMeHTBI
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cesa3piBaroT C5 ¢ Kp npubnuzutenbHO MeHbIIe YeM 9 HM, npubiM3uTenbHO MeHbIIE YeM 5 HM,
pUOIM3UTENIEHO MeHbIe yeM 2 HM, nmpubnusurenbHo mMeHblie yeM 1 HM, npuOiamM3urensHoO
menbiie yeM 500 nM, menbme wem 250 nM wmiam mensmie yem 100 nM, kak usmepsior
IIOCPEICTBOM ITOBEPXHOCTHOIO IJIa3MOHHOIO PE30HAHCAa, HalmpuMep, ¢ HCIOJIb30BAHUEM
dopMaTa aHanm3a, Kak OMNpeENeNICeHO B MpUMepe 3 B HACTOSIEM OIMCAHHH, WIH N0 CYILECTBY
CXOKEro aHajIu3a.

[0122] Hacrosimee W300peTeHHE TaKXXE OTHOCHTCS K  aHTUTEIaM W HX
AHTUTEHCBA3BIBAIONIMM  (parMeHTaM, KOTOpble CBs3bIBalOT Oenok CS5  uenmoBeka C
JUCCOIMAIMOHHBIM BPEMEHEM ITOIYKU3HHM (ti2) Oonblne yeM npuOIU3UTEIbHO 2 MUHYTHI, KaK
MU3MEPSIIOT MOCPEICTBOM MOBEPXHOCTHOTO IUIA3MOHHOTO pe3oHaHca npu 25°C, Hampumep, ¢
UCTIONIB30BaHUEM (popMaTa aHanm3a, Kak ONMpeesicHO B IpuMepe 4 B HACTOSIIEM ONMMCAHUH, HITH
[0 CYHIECTBY CXOJXKETO aHalM3a. B OINpe/eIcHHBIX BapHaHTaX OCYHICCTBICHHUS aHTUTENA A
AHTUTEHCBS3BIBAIONINE (PparMeHTHl M0 HACTOSLIEMY H300peTeHHIO CBs3bIBalOT Oenok C5 ¢ tin
Oonblie YeM NpUOIU3UTENBHO 5 MUHYT, Oosblie 4yeM NpubausutensHo 10 MUHYT, 6onblle yem
npubnusutensHo 30 MuHyT, Oosblie deM npubausuTenbHO S50 MMHYT, OOJbBIIE 4YEM
npubmusutenibio 100 mMuHyT, Oosbiie ueMm npubimsurensHo 150 muHyT, OosblIe YeM
npubnusutensHo 200 MUHYT wid Oonblie 4yeM NpUONU3HTeNbHO 250 MUHYT, Kak H3MEpSIoT
IOCPEICTBOM  IIOBEPXHOCTHOTO  IUIa3MOHHOTO pe3oHaHca npu 25°C, Hampumep, ¢
UCIIONb30BaHUEeM (opMmaTa aHalu3a, KaK ONpeldeseHO B IpuMepe 3 B HACTOSIIEM ONHMCAaHUU
(manmpumep, popmar ¢ 3axBaToM mMAb WIH ¢ 3aXBaTOM aHTHI€HA), WIN MO CYLIECTBY CXOKEro
aHaIu3a.

[0123] Hacrosimee wu3o0peTeHHe TakXKe OTHOCHTCS K  aHTUTEJaM M UX
AQHTUI'CHCBS3BIBAIOIIUM  (parMeHTaM, KOTOpble CBs3biBalOT Oenok C5  denoBeka ¢
JMCCOLIMALIMOHHBIM BpEMEHEM NOTYXKHU3HH (t12) O0bIIe YeM npuOaM3UTENsHO 1,5 MUHYTBI, Kak
U3MEPSIOT TIOCPEICTBOM ITOBEPXHOCTHOTO ILIA3MOHHOTO pe3oHaHca mpu 37°C, Hampumep, C
UCIIONIb30BaHUEM (popMaTa aHanM3a, Kak ONpeesIeHO B IpUMepe 4 B HACTOSILEM OMMCAHUH, HITH
M0 CYIIECTBY CXOXKETO aHaim3a. B orpenieneHHBIX BapHaHTaxX OCYIIECTBIICHUS aHTUTENA HIIH
AHTUTE€HCBA3BIBAONINE (PparMEeHTHI N0 HACTOALIEMY M300peTeHHIO CBA3BIBaIOT Oenok C5 ¢ tin
Oosnble yeM npuOIu3UTEIbHO 2 MUHYTHI, 0OJIbILE YeM HPHONU3UTENBHO 5 MHHYT, OOJBIIE YeM
npubnusurensHo 10 MuHyT, OONbBlIE YeM NpHOIM3HTENBHO 25 MuUHYT, OoJblIe dYeMm
npubnu3uTenbHo 50 MuHyT, Oomnbine yem mpuOauzuTenbHOo 100 muHyT, OONBIIE UYeM
npubnu3uTenbHo 150 MuHyT wim O6onbmie yeM npubnausutensHo 200 MUHYT, Kak M3MEPSIOT
[IOCPEJCTBOM  IIOBEPXHOCTHOIO IUIa3MOHHOrO pe3oHanca npu 37°C, Hampumep, ¢
UCIIOJIb30BaHUEM (popmara aHallM3a, KaK OIpPEesIeHO B IpuMepe 3 B HACTOSILEM OIHMCAHUH

(HanpnMep, Q)OpMaT ¢ 3axBaroM MAb WM ¢ 3aXBaroM aHaneHa), UK 110 CYIIECTBY CXOXKEIro
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aHanusza.

[0124] Hacrosimiee  u300peTeHHEe  TakKe€  OTHOCUTCS K  aAHTUTENIaM |
AHTUTCHCBSA3BIBAIOIIMM (PparMeHTaM aHTUTEN, KOTOpbIE CBA3BIBAIOT Oemok C5 00e3bsHbI
(manpumep, npu 25°C unu npu 37°C) ¢ Kp MeHbie yem 120 HM, Kak U3MepSAIOT MOCPEACTBOM
IIOBEPXHOCTHOTO IJIa3MOHHOI'O PE30HAHCa, HAIpUMEp, ¢ UCIOJB30BaHUEM ¢opMmara aHaIn3a,
KaKk OINpeleneHo B IpuUMepe 3 B HAcTOSAIIEM ONUCaHuM. B onpeneneHHbIX BapHaHTax
OCYILICCTBJICHUS AHTUTENIA WM UX aHTHICHCBA3BIBAIONINE (PPAarMeHThI CBA3BIBAIOT C5 00C3bsHBI
¢ Kp npubnusurensHo menbmie uyem 120 M, npuOnusurensbHo MeHbine dem 100 HM,
NpUOIU3UTENBHO MeHbIIe yeM S0 HM, mpuOIHM3uTENsHO MEHbIIe YeM 25 HM, npuOIH3UTeIbHO
MeHbIIe yeM 10 HM, npubnausutensHo MeHbIe YeM S HM, npuban3uTenbHo MeHblne yeM 1 HM,
npubim3uTebHo MeHbiIe yeM 500 nM wim menbine yem 250 1M, Kak U3MEpsIOT MOCPEACTBOM
MIOBEPXHOCTHOTO IUIA3MOHHOIO PE30HAHCa, HAIPUMEpP, C UCIIOJIb30BaHUEM (opMara aHalu3a,
KaK OIpe/ielieHo B MpUMepe 3 B HACTOSIIIEM OMUCAHUH, WIH 0 CYILIECTBY CXOXKEro aHalIu3a.

[0125] Hacrosmee  u3zobpeTeHHe  TakKe  OTHOCUTCA K aHTUTeNaM  H
AHTUTCHCBS3BIBAIOIINM (PparMeHTaM aHTUTEII, KOTOPHIC CBS3BIBAIOT MOJUMUITUPOBAHHEIN OCIOK
C5 ugenoseka ¢ 3amenoit RE8SH (nmpumepom ciyxkutr SEQ ID NO: 356) ¢ Kp menbine uem 70
HM, Kak H3MEpSAIT MOCPEACTBOM MOBEPXHOCTHOTO IUIa3MOHHOTO pE30HAHCa, HAaMpUMEp, C
UCTIOJB30BaHUEM (opMaTa aHalM3a, Kak OMNpeesieHO B MpuMepe 3 B HACTOAIIEM ONHCAHUU.
Bapuantst C5 nokasaim ciadbbiii OTBET Ha aHTuTEsa 1poTus C5, paHee pacKphIThIE B JIAHHOM
obnactu (Hampumep, Nishimura et al 2014, New Engl. J. Med. 370: 632-639). B onpenencHHBIX
BapHaHTax OCYIICCTBICHUS AHTUTENA WINM WX AHTUTCHCBA3BIBAIONINE (PPArMEHTHI CBSI3BIBAIOT
moguduuupoanHeiii  C5 4yenoBeka ¢ Kp npubsusurensHo MeHbile YeM 65 HM,
npubIM3UTENbHO MeHblIe yeM 50 HM, npubnusutenbHo MeHble yeM 20 HM, npuOIH3UuTeIbHO
MeHbIe yeM 10 HM, npubnu3utenbHO MeHbIe YeM 5 HM, npubin3uTeabHo MeHbie yeMm 3 HM
WJIM MEHBIIE YeM 2 HM, KaK U3MepSIOT TTOCPE/ICTBOM MTOBEPXHOCTHOTO TNIA3MOHHOTO PE30HAHCA,
HaTNpUMep, C UCMOJIb30BaHUEeM GopMaTa aHallu3a, KaK OMpeesieHO B MpuMepe 3 B HACTOSIIEM
OMMUCAHUH, WU 110 CYLIECTBY CXOXEr0 aHAIU3A.

[0126] Hacrosmiee  u300peTeHHME  TakK€  OTHOCHTCS K aHTHTENAaM |
AHTUTEHCBS3BIBAIONIUM (PparMEHTaM aHTHTEII, KOTOPBIC CBA3BIBAIOT MOAUGUIIMPOBAHHBIN O€I0K
C5 genoseka ¢ 3amenoit R885C (mpumepom ciyxxkut SEQ ID NO: 357) ¢ Kp menbpie yem 160
HM, Kak H3MEpSIOT IOCPEICTBOM MOBEPXHOCTHOTO IUIA3MOHHOTO PE30HAHCA, HANpUMEp, C
HCIIOJb30BaHuEM (opMara aHaiM3a, Kak ONpEeNIeHO B IpUMepe 3 B HACTOSIIEM OIMMCaHUH.
Bapuanter C5 noxkaszaiiu ciiaObiii OTBET Ha aHTUTena MpoTtuB CS5, paHee pacKphIThIE B JaHHOU
obnactu (Hanpumep, Nishimura et al 2014, New Engl. J. Med. 370: 632-639). B onpeaeneHHbIX

BapHaHTax OCYHICCTBJICHUSA AHTUTCIIA MW HUX AHTUTCHCBA3BIBAIOIIUC (bpaFMeHTLI CBA3bIBAIOT
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MoaudunmpoBanueii C5 wuemoBeka ¢ Kp mnpubnusutensHo wMeHbmie dvem 150 HM,
npubnusuTensHo MeHbine yeM 100 M, npubiusurensHo menblie yeMm 50 HM, npuOnu3uTensHo
menblIe yem 20 HM, npubimsurensHo Menbine ueM 10 HM, npubiau3uTensHo Menbiie 4eM 5 HM
WM MEHbLIE ueM 2 HM, Kak U3MepAIOT OCPEICTBOM NOBEPXHOCTHOIO INIa3MOHHOT'O PE30HAHCA,
Harpumep, C MCIONb30BaHueM (opMara aHalIu3a, Kak ONpeAeseHo B mpuMepe 3 B HACTOALIEM
OIMCAHUH, WJIU 110 CYLLECTBY CXOXKEr0o aHaJIn3a.

[0127] Hacrosimee  u300peTeHUE  TAaKXKE  OTHOCHTCS K  AHTUTEIAM |
AHTUTECHCBA3BIBAIOIINM (PparMeHTaM aHTUTEN, KOTOpble HHIHMOUPYIOT KOMILIEMEHT-3aBUCUMYIO
uutoTokcuuHocTh (CDC) ¢ ICso menpmie yem 10 HM, Kak HM3MepSIOT MOCPEICTBOM aHaIHM3a
JIOMHHECLICHIINH, HAIIPHMEP, C UCTIOIB30BaHUEM opMaTa aHAJIN3a, KaK ONPE/ICICHO B IpUMEpe
6 B HACTOsLIEM ONHCAaHWW. B olpejieneHHBIX BapuaHTaX OCYILECTBICHMSI aHTUTENA WIH HX
aHTUreHcpssbiBatone ¢pparmentsl HHTHOUpYIOT CDC ¢ ICso npuOIuM3uTensHO MEHbIIE YeM 5
HM, mpubau3uTenbHO MeHblle yeMm 3,5 HM unu npubnu3utensHo MeHblne 4eMm 2 HM, Kak
U3MEPSIOT MTOCPEJCTBOM aHAM3a JIOMUHECUEHIMN B-KileToK, Hanpumep, ¢ HCIOIb30BaHUEM
¢dopMaTa aHanM3a, KaKk ONPEJCIICHO B IpUMepe 6 B HACTOSIIEM OIMCAHWH, WM IO CYLIECTBY
CXOXKEro aHasmsa.

[0128] Hacrosmee  u3zoOpeTeHHe  TakKe  OTHOCUTCA K aHTUTeNaM  H
AHTUTCHCBS3BIBAIOIIMM (parMeHTaM, KOTOpbIC OJOKMPYIOT orocpenoBaHHbii C5 uermoBeka
kiaccuueckuit nyts (CP) remonm3 Oosbiie yem Ha 94% u ¢ ICsp menbmie yuem 6 HM, Kax
U3MEepSIoT mocpenctBoMm aHanuza CP remonusa, Hampumep, ¢ HCHONIB30BaHUEM QopmaTa
aHaJM3a, KaK OMpeesieH0 B IpUMepe 8 B HACTOSIIEM ONMCaHHM. B onpeneneHHBIX BapUaHTax
OCYILECTBJICHHSI aHTUTENA UM UX aHTUT'CHCBs3bIBalomue ¢pparMents! 6sokupyor CP remonus ¢
ICso mnpubGmusurensHo MeHbIe dYemM 6 HM, npuOIM3WTEILHO MEHbIIE dYeM S HM,
MpUOIU3UTENLHO MeHble YeM 4 HM, nmpuOIu3uTeIbHO MeHbIe YeM 3 HM wiu npuOIu3uTeNIbHO
MeHbIIe 4eM 2 HM, Kak HU3MepsSoT nocpeactBoM anaiuza CP remonmsa, Hamnpumep, ¢
HCTIOJIb30BaHuEM (popMaTa aHalln3a, KaK OTPEIesICHO B IMpUMepe 8 B HaCTOSIIEM OMMCAHUH, UITH
IO CYIIIECTBY CXOKEro aHaJIM3a.

[0129] Hacrosmee  u3o0peTeHHe  TakKe€  OTHOCHTCS K aHTUTelaM |
AHTUTEHCBA3BIBAIOIIUM (parMeHTaM, KOTOpble OJOKUPYIOT onocpenoBaHHbii C5 uenoBeka
anpTepHATUBHBIN 1TyTh (AP) remonm3a 6omeiie yeM Ha 70% u ¢ ICso Menbiie uem 165 HM, kak
U3MEPSIIOT TOcpe/icTBOM aHanmu3a AP remommsa, Hampumep, € HCIOJIb30BaHHWEM (dopmara
aHaJM3a, Kak OMpE/IesICHO B IpuMepe 8 B HACTOSLIEM ONUCaHUU. B oripenesneHHbIX BapuaHTax
OCYIIECTBIICHUS aHTHUTENA UIIK UX aHTUTCHCBsI3bIBaroIue pparMentsl O10kupyioT AP remonus ¢
ICso mpubmusuTensHo MeHbuie yem 160 HM, npubmmusutenbHo MeHblne yeM 150 HM,

npubnu3uTeNbHO MeHbiie dyem 100 HM, npubnuszutensHo MeHbme uvem S50 HM  wim
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NpUOIU3UTENBHO MeHbIIe yeM 20 HM, Kak u3MepsioT IMocpencTBoM aHanu3a AP remonmsa,
HapUMeEp, C UCIOIB30BaHHEM (opMaTa aHallM3a, KaK ONpEIeNieHO B IpUMepe 8 B HACTOSIIEM
OIMCAHUH, WJIU 110 CYLLECTBY CXOKEro aHa/In3a.

[0130] Hacrosmiee  n300peTeHHE  TakKe  OTHOCHTCS K aHTUTENaM |
AHTUTEHCBSA3BIBAIONINM ()parMeHTaM, KOTOopble OJOKHPYIOT ornocpenoBaHHblil CS adpukaHCKOi
3eJ1eHOM MapThIky Kiaccudeckui nyth (CP) remonmsa 6omnbie yem Ha 40% u ¢ ICso MenbIue
yem 185 HM, kak u3mepstoT mocpeacTBom ananmsa CP remosnmnza, HarpuMep, ¢ UCTIOIb30BAHUEM
dbopMmaTa aHanmM3a, Kak OMpEIeNeHO B MpHUMepe 8 B HACTOSAIIEM ONUCAaHUH. B ompeneneHHbIX
BapHAHTaX OCYIIECTBIEHHUS aHTHTENA WM UX aHTHTEHCBS3BIBaKOIIUE (hparMeHTHhl ONOKUPYIOT
CP remounu3 ¢ ICso npubnusurtensno mensine yeM 180 M, npubnusurensHo MeHbie yem 150
HM, npubnusurensHo menbnie yeM 100 HM, npubnm3urensHO MeHbIIe 4Yem 75 HM wim
npubaM3uTENnbHO MeHbine yeM 50 HM, kak u3MepstoT nocpeiactBoM aHanuza CP remonusa,
HampUMep, C UCMOAb30BaHUeM gopMaTa aHadu3a, Kak ONpeAeNieHO B MpHUMEpE 8 B HACTOSIIEM
OTMCAHUH, WU T10 CYLLIECTBY CXOXKEro aHaJIn3a.

[0131] Hacrosmee  m300peTeHUE  TaKXKE  OTHOCHTCS K aHTHUTENIaM |
AHTUTE€HCBSA3BIBAIOIINUM (PparMeHTaM, KOTopble OJIOKUPYIOT onocpenoBaHHbI CS5 adpuKaHCKOM
3eJIeHOW MapTHILIKH anbTepHaTUBHBIA NyTh (AP) remonusa ¢ ICsp menbiie yeM 235 HM, kak
U3MEpPSAIOT TOcpeAcTBOM aHanu3a AP remosnmza, Hampumep, ¢ HCIoOIb30BaHHEM (opmaTa
aHaJli3a, KaK ONpEJC/ICHO B IpUMepe 8 B HACTOsIIEM onucaHuu. B onpesieneHHbIX BapHaHTax
OCYIIECTBJICHUS aHTUTETIA WM UX aHTUTeHCBsI3bIBatoIINe (pparMeHTsl OJ0KupyoT AP remonus ¢
ICso nmpubnuszurensHo wmesbiie 4yem 200 HM, npubnusurensHo Menbiie yem 150 HM,
npubnusutensHo MeHbine ueM 100 M, npubausntensHo MeHbe deM 50 HM  wim
MpUOM3UTENIBHO MeHbIe ueM 20 HM, kKak M3MepsoT TocpencTBoM aHanmm3a AP remonmsa,
HaIpUMep, C UCTOIb30BaHHEM (opMaTa aHalK3a, KaK ONpeesieH0 B MpHMepe 8 B HACTOSAIIEM
OTMCAHUH, HIIU IO CYLUECTBY CXOXKEro aHalln3a.

[0132] Hacrosmee  m3o0peTeHHME  TakyKe  OTHOCHTCS K aHTHTENaM |
AHTUTCHCBA3BIBAIOIINMM (PparMeHTaM, KOTopble OJIOKHPYIOT Oosbiie ueMm 90% onocpeoBaHHOTO
C5 sBanckoro makaka knaccuueckoro nytu (CP) remonuza ¢ ICso menbie yem 145 HM, kak
U3MepsIoT mocpenctBoM ananuza CP remonuza, Hampumep, C HCHONb30BaHUEM QopmaTa
aHayM3a, KaK ONpeJIeNIeHO B TpuMepe 8 B HAcTOsIEM onucaHuu. B onpeneneHHbIX BapHaHTax
OCYIIIECTBJICHUS aHTUTENA WK UX aHTUTEHCBSI3bIBatOUINE GpparmeHTsl 6sokupyoT CP remonus ¢
ICso mpubnusurensHo wmenbmie 4yem 140 aM, npubnusurensHo wmenbiie gem 120 HM,
npubnusurtensHo MeHbiie yeM 100 HM, npubausurtensHO MeHbmie deM 75 HM  wim
npuOIM3UTENBHO MeHblIe yeM 50 HM, kak u3MepsoT nocpeactBoMm ananusza CP remonwusa,

Harpumep, C MCIOIb30BaHUEM (opMara aHaln3a, Kak OINpeeseHO B IIpUMepe 8§ B HACTOAIIEM
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OTIMCAHUH, MU IO CYLIECTBY CXOXKET0 aHaIn3a.

[0133] Hacrosimmee  u300peTeHHE  TakK€  OTHOCUTCA K aHTHTENaM  H
AQHTUT'CHCBS3BIBAIOMIMM (pparMeHTaM, KOTOpBIC OJNIOKHPYIOT omocpenoBaHHb C5 sBaHCKOTO
Makaka anbTepHaTUBHBIN myTh (AP) remonmza ¢ ICso MeHbie yem 30 HM, Kak H3MEPSIOT
nocpencTBoM aHanuza AP remonmsa, Hampumep, ¢ HUCIOAb30BaHHEM (opMaTta aHanu3a, Kak
OlpEe/IeJICHO B IpUMepe & B HACTOAILIEM OINMCaHMM. B  OIpenereHHBIX BapHaHTax
OCYILCCTBJICHUSI aHTUTEJIA UM X aHTUTCHCBS3bIBaOIUE GparMeHTsl 610KupytoT AP remoius ¢
ICso mpubGnam3uTensHO MeHbIIe 4YeM 25 HM, npubam3utenabHo MeHbmie uyem 20 HM,
npuOIM3UTENIbHO MeHbIIe 4eM 10 HM, npuOau3HTENbHO MeHbIIe dYeM S HM Wi
npuOIU3UTEIIBHO MEHbIE 4eM 2 HM, Kak M3MepsroT IocpelacTBoM aHainu3za AP remonusa,
HaNpuMep, C UCIOIB30BaHuEM (opMarTa aHalin3a, Kak ONpEACIiCHO B NPUMEpPE 8 B HACTOSALIEM
OTHCaHWH, WJIH 110 CYILECTBY CXOKEI0 aHaNIM3a.

[0134] Hacrosmee  u3o0peTeHHe  TakKe  OTHOCUTCA K aHTUTeNaM |
AQHTUTCHCBSA3BIBAIONIMM  (pparMeHTaM, KOTOPBIC JIEMOHCTPUPYIOT YCOBEPIICHCTBOBAHHBIC
¢dapmakokunernueckue (PK) u dapmakogunamuueckue (PD) cBoiictBa 10 CpaBHEHUIO C
anTuTenamu npotus C5 B JaHHOU obnactu. AnTuTena npoTus C5 no HacTosneMy U300PETEHHIO
JEMOHCTPUPYIOT MEHBIIYI0 MNOJABEPKEHHOCTh OINOCPEJOBAHHOMY MHUIIEHBIO KIUPEHCY MpHU
BBC/ICHMM, KaK IOKa3aHO B mpumepax 9 m 10 B HacrosmeM omnucanuu. B ornpegeneHHbIX
BapMaHTax OCYILECTBICHUS HACTOsLIee M300peTeHHE BKIIOYAeT aHTHTena npotuB C5 m ux
AQHTUTE€HCBA3BIBAIOILINE (PPArMEHThl, KOTOpPBIE NEMOHCTPHPYIOT KOHIEHTPAIM B CBIBOPOTKE B
TEUEHHE IMPOAOIKUTENBHBIX MEPHOJO0B, Hampumep, Oosbiie yeM 20 cyTok, Oonbuie yem 25
cyToK, Oomnbie ueM 30 cyTok, Gombine ueM 35 cytok, Oosbie ueM 40 cyTok, Oonbuie yem 45
CyTOK, 60mbmie yem S50 cyTok, OoJibine yeM 55 cyToK uiu 0oJpiie 4em 60 CyTOK, Kak OTIMCaHO B
npumepax 9 u 10, B Hacrosiem omucaHud. B onpenereHHbIX BapHaHTaX OCYILECTBIICHUS
anTuresna npotuB CS5 1o HacTosALEMY H300PETEHHUIO NEMOHCTPUPYIOT YBEIHMUYEHHOE BpeMs
TIOJTY’KU3HU B CBHIBOPOTKE Oouibiiie yem 10 CyTok, 1Mo cpaBHEHHIO ¢ aHTUTenamu Ipotus C5 B
JTaHHOM o0nacTy.

[0135] B onpeneneHHbIX BapuaHTax OCYLIECTBIEHMUs HACTOslee H300peTreHue
npexycMarpuBaeT aHTuTena mpoTuB C5 M WX aHTUTEHCBS3BIBAIOLINE (DparMeHThbl, KOTOphIE
obnamator BeICOKOM addunHOCTRIO K C5 uenoBeka (Hampumep, Kp Menpme uem 0,3 HM) u
Oonee HU3KMM KJIMPEHCOM (HampuMep, YBEJIMYEHHOE BpeMs TOJNY)XM3HH B CHIBOPOTKE,
YCOBEPIICHCTBOBAHHAS (papMaKoJMHAMHUYEeCKast aKTUBHOCTh B T€YE€HHE OOJBIIETro YUcia CyTOK,
4yeM paHee H3BECTHbIe aHTHTesNa NMpoTuB C5). Takue aHTHTENA 110 HACTOAIIEMY H300PETCHHIO
MOJKHO TIOJIE3HO TIPUMEHSATh TpPU MEHEe YacToOM J103WpoBaHMM y cyOwekra ¢  C5-

aCCOLIMMPOBAHHBIM 3a00JIEBaHUEM MJIM HAPYLICHUEM.
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[0136) B oagHoM M3 BapWaHTOB OCYIIECTBIEHUS HAacTOsIIee HM300peTeHne
[peAyCMaTpUBacT BBIJCICHHOE PEKOMOMHAHTHOE AHTHTEIO WM €ro aHTHUICHCBS3bIBAIOLLUIA
¢bparMeHT, KOTOpBIC Ccrenu(pUIECKH CBS3bIBAIOTCS ¢ Ocnkom C5, TIe aHTUTEIO WIH €ro
(GbparMeHT NPOSBISIIOT OAHY WM HECKONBKO CIEAYIOIIMX XapaKTepUCTHUK: (a) MpeacTaBisieT
co0Oi MOHOKJIOHAJIbHOE aHTHUTEJO IMOJHOCThIO YenoBeka; (b) cesaspiBaeTcs ¢ CS5 uenoBeka c
koHcTaHTol nuccounanuu (Kp) menbme uem 0,9 HM npu 25°C, xak uU3MepsIOT B aHaIU3e
MOBEPXHOCTHOTO IIJIA3MOHHOTO pe3oHaHca; (¢) ces3biBaercsa ¢ C5 yenoBeka ¢ Kp menbie yem
0,3 aM npu 37°C, KaKk U3MEPSIOT B aHAIIM3E IMOBEPXHOCTHOIO IIA3MOHHOTO pe3oHanca; (d)
UMEET KOHIICHTPALMWIO B CHIBOPOTKE Oonbmie yeM 10 Mkr/mur mo cyrok 70 mpu BBEACHUM
SIBAHCKOMY Makaky; (e) omokupyer CP u AP remonu3 1o cyrok 35 npu BBEACHHH SBAHCKOMY
MaKaky, KaK U3MepsoT B aHalIHu3e reMoinsa ex vivo; (f) umeer BpeMs MOMYKU3HU B CHIBOPOTKE
6ompuie yeM 10 cyTOK y SIBaHCKOTO Makaka; (g) UMeeT KOHIIEHTPAIIMIO B CIBOPOTKE OOJIbIIe YeM
10 mxr/mn o cyrok 40 npu BBeaeHun CS-rymanusupoBaHHbIM Mbimiam; (h) Grmoxupyer CP
remonu3 710 cyTok 30 npu BBezeHUHM CS5-ryMaHu3MpOBaHHBIM MbIIIaM, KaK U3MEPSIOT B aHAJIN3E
reMoyin3a €x vivo; u (i) UMeeT BpeMs MOJNYXH3HU B ChIBOpOoTKe Ooublie yem 10 cytok y C5-
r'YMaHU3UPOBAHHBIX MBIILIEH.

[0137] B omHOM W©3 BapwaHTOB OCYHICCTBJIICHUS HACTOSIICe HW300pPETCHHE
NpeyCMaTpuBacT BBIJICIICHHOC PEKOMOMHAHTHOE AHTHTEIO WM €ro aHTHUICHCBS3bIBAIOIIUH
(dbparmeHT, KOTOpble crenudUUecKHd CBA3BIBAIOTCS ¢ OenkoM C5, rae aHTUTENO WU €ro
(¢bparMeHT 1eMOHCTPUPYIOT OJHY WM HECKOJIBKO CIEYIOIINX XapaKTePUCTHK: (@) MpeaCTaBiseT
co00i MOHOKJIOHAJIBHOE AHTHUTEJIO IOJHOCTHIO vesoBeka; (b) cpsaspiBaercss ¢ C5 uenoBeka ¢
koHcTaHTol nucconuanuu (Kp) mensme yem 0,9 HM npu 25°C, xak uU3MepsSIIOT B aHaIM3E
MOBEPXHOCTHOTO IJIA3MOHHOTO pe3oHaHca; (¢) cBa3biBaeTcsa ¢ C5 venoseka ¢ Kp mMeHbIe yem
0,3 HM mpu 37°C, Kaxk U3MEPSIOT B aHAJIM3€ NMOBEPXHOCTHOIO IUIA3MOHHOTO pe3oHaHca; (d)
cs3piBaeTcsi ¢ C5 obe3pstHel ¢ Kp Menbmie weM 65 HM, kKak HW3MEpSiOT B aHAIH3E
MOBEPXHOCTHOTrO IJIA3MOHHOI'O PE30HaHca; (€) cBs3biBaercs ¢ BapuanToM C5 uenoeka R885SH
(SEQ ID NO: 356) ¢ Kp Menbuie uem 0,5 HM, Kak U3MEPAIOT B aHAIU3E IMOBEPXHOCTHOTO
TUTa3MOHHOTO pe3oHaHca; (f) ces3wiBaeTcs ¢ BapuantoM C5 yemoreka R8ESC (SEQ ID NO: 357)
¢ Kp Menbine gem 0,5 HM, Kak U3MepSIOT B aHAIM3E MOBEPXHOCTHOTO TUIA3MOHHOTO PE30HAHCA;
(g) 6nokupyet omocpenoBanublii C5 yenoseka kiaccudeckuit nyrb (CP) remonmsa 6onblie yem
Ha 95% u ¢ 1Cso menbe yem 6 HM, kak usmepsior B ananuze CP remonmsa; (h) Gmokupyer
onocpeioBaHHblil C5 yenoBeka ajabTepHAaTUBHBIA NyTh (AP) remonuza 6osbine yeM Ha 70% u ¢
ICso menpmie uwem 165 HM, xak wusmepsior ananuze AP remonuza; (1) uMHruOupyer
ortocpenoBanubii C5 adpukanckoii 3enenoit mapreiuku CP remonus ¢ ICso menbine uem 185

HM, kak u3mepsitoT B anamze CP remonusa; (j) uarubupyer onocpenoBanubiii C5 adpuxaHckoi
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3eseHol MapThiluk AP remonus ¢ ICsp meHbmie yem 235 HM, kak u3MmepsitoT a”Hanuse AP
remoun3a; (k) narubupyer onocpenosanubiit C5 sBanckoro makaxka CP remonus ¢ ICsp MeHbIIe
gem 145 M, kak usmepsitor B ananu3e CP remonmsa; u (1) uarubupyer onocpenosannsiii C5
aBaHckoro makaka AP remomus c¢ ICso menbuie yem 30 HM, kak u3smepsitor aHamuze AP
reMosm3a.

[0138] AmntnTena mno HaCTOSIIEMY W300pEeTCHHMIO MOryT o0JagaTh OMHOW WM
HECKOJIBKUMHM M3 YKAa3aHHBIX BBIIIC OWOJIOTHYCCKUX XAPAKTCPUCTUK WM JIFOOBIMH WX
coueTaHusMH. J[pyrue OHonoruyeckue XapakTepuCcTUKU aHTUTEN TI0 HACTOAIEMY H300pPETeHUIO
OyayT BHUIHBI CHENHMATUCTY B JaHHOM 00JacTH NpPU MPOCMOTPE HACTOSAIIETO PACKPHITHS,
BKJIIOYast paboyme MPUMEPHI B HACTOSIIICM OIMCAHHH.

KapTupoBanue SNHUTONOB U CBSI3aHHBIC TEXHOJIOTHH

[0139] Hactosmee wu3o0pereHue BiIO4YaeT aHTUTena mnpotuB (€5, KOTOpbIe
B3aUMOJEHCTBYIOT C OJHOM WM HECKONbKHMMU aMHUHOKHCIOTaMH, BCTPEUAIOLIUMUCS B OJIHOM
WIA HECKOJBKUX 00acTsx Mosiekynbl Oenka C5, BKIIOUas o MOJMIENITHA U [3 TOJUIICTITHI.
OnuUTON, C KOTOPBIM CBSI3BIBAIOTCS AHTUTENIA, MOXKET COCTOSTh W3 OJHOW HENPEPHIBHON
MOCJIeI0OBATEIBLHOCTH U3 3 win Oonbuie (Hanpumep, 3, 4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19, 20 unu 6ojpllie) aMHHOKHCIOT, PACIONOXKEHHBIX B JIIOOOM U3 YKa3aHHBIX BBIIIE
IOMEHOB MoJiekynbl Oenka C5 (Hampumep, JHHEWHBIH SMUTON B JOMEHE). AIBTEPHATHUBHO,
OIUTOI MOXKET COCTOSATH U3 MHOKECTBA HE HEITPEPHIBHBIX AMUHOKHUCIIOT (MJIM aMUHOKHUCIIOTHBIX
MIOCJIE/IOBATEIBHOCTEHM), KOTOPBIC PACHOJIOAKEHBI B JIIOOOM MJIA OO0OMX YKa3aHHBIX BBIIIC
JIOMEHaX MOJIeKyJbl Oeska (Hanpumep, KOH(GOPMAIMOHHBIHN ITUTOI).

[0140] Pa3znuunble crnocoObl, M3BECTHBIE CIIEIUATMCTaM B JAaHHOW OOJIACTH, MOXKHO
HCIIONB30BATh IS TOTO, YTOOBI OMpPENeNiTh, «B3aUMOJEHCTBYET JIM aHTUTENO C OJHON WM
HECKOJIbKMMHU aMHUHOKHCIIOTaMI» B TTONHTIenTH/IC i Oenke. OOpasioBbie CriocoObl BKITIOYAIOT,
Harpumep, CTaHAPTHHIC MEPEKPECTHRIC KOHKYPEHTHBIC aHAJTU3bI, TAKHE KaK TE, YTO OIMCAHBI B
Antibodies, Harlow and Lane (Cold Spring Harbor Press, Cold Spring Harbor, NY). [pyrue
CIOCOOBI BKJIIOYAIOT aHANU3 CKAHUPYIOIIEro ajaHMHOM MYyTareHe3a, aHaliu3 MerTHIAHIHOTO
onorrunra (Reineke (2004) Methods Mol. Biol. 248: 443-63), xpucramuiorpaduyeckue
WCCJICIOBAHMS MIPU TENTUIHOM aHanuse pacuierieHus u JAMP anamus3. Kpome TOoro, MoxHo
MCIIONB30BaTh TaKHeE CIOCOObI, KaK BBIPE3aHKE IHTOMNOB, U3BICUCHHUE MUTOIOB U XUMHUYECKas
monupuxkarms anturenoB (Tomer (2000) Prot. Sci. 9: 487-496). Hdpyroii crnocol, KOTOpEIi
MOJKHO HMCIIOJIb30BaTh I TOTO, 4TOOBI MACHTH(UIINPOBATh AMUHOKHCIIOTHI B TIOJHUIIENITH]IE, C
KOTOPBIMU AHTUTEJIO B3aUMOJACHCTBYET, TNMpPEACTABISAET CO0O0i BOJOPOJI-ICHTEPUEBBIN OOMEH,
oOHapy>KuBaeMblil IOCPEACTBOM Macc-ClieKTpoMeTpuu. BooOuie rosops, BOIOpOI-AeHTepueBbIit

00MEH CII0C00 BKIIFOYACT MEUCHME 66.]11(3, OpeaACTaBBIOMCIO HHTEPEC, neﬁTepneM, MOCJIC 4€ro
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CIIEAYeT CBA3BIBAHME aHTUTENa C MEUYEHHBIM JeiTepueM OenkoMm. 3areM KOMILIEKC
OENIOK/aHTUTENO TEPEHOCAT B BOAY M MOMJIEKAIIME OOMEHY IPOTOHBI B aMHHOKHCIIOTAX,
KOTOPBIC 3aLUILEHBI aHTUTEIBHBIM KOMILICKCOM, ITOABEPraioTcsi oOpaTHOMY OOMEHY JeHTepHst
Ha BOJOPOJ ¢ 00Jiee HU3KOH CKOPOCTBIO, YeM MOAJIEKAIIMEe 0OMEHY IIPOTOHBI B AaMUHOKHCIIOTAX,
KOTOPBIE HE SBJISAIOTCA 4YacTbl0 00nMacTH KoHTakTa. Kak pes3ynbTaTr, aMHHOKHCIOTBI, KOTOPBIE
0o0pa3yloT dYacTb OOJACTH KOHTaKTa OCNKa/aHTUTEIa, MOTYT COXPAHATh JACHTCpHH W,
CJICIOBATEIILHO, JEMOHCTPHPOBATH OTHOCHTEIIFHO 00JIeC BBICOKYIO MAacCy IO CPaBHCHHIO C
AMHHOKHUCIIOTaMH, He BKJIIOUYEHHBIMH B 00jacTh koHTakTa. [locnme auccounuanuu aHTuTena,
1eneBoi OeNoK MOABEPrarT IMPOTeasHOMY pAaCIIEIVIEHMI0 U Macc-CIIEKTPOMETPHUYECKOMY
aHamM3y, TEM CaMbIM BBISBIISISE MCUYCHHBIC ACHTEPHEM OCTATKH, KOTOPBIC COOTBETCTBYIOT
KOHKPETHBIM aMHUHOKHCIOTaM, C KOTOPBIMH aHTHTEIO B3auMopaeucTByeT. CM., Hampumep,
Ehring (1999) Analytical Biochemistry 267: 252-259; Engen and Smith (2001) Anal. Chem. 73:
256A-265A.

[0141] TepmuH «31UTOIM» OTHOCHTCA K MECTY Ha aHTUIE€HE, Ha KOTOpPOE OTBe4aroT B-
w/wm T-xinerkn. B-KiieToYHbIC STHTONBI MOKHO (POPMHUPOBATH U3 HEMIPEPBHIBHBIX aMUHOKHCIOT
WIH HE HENpEPBIBHBIX aMHHOKHCIIOT, KOTOpbIE COMMIKEHBI 3a CUET TPETHUHOH YKJIaaKu Oerka.
Onuronsl, (GopMUpyEMble U3 HENPEPBIBHBIX AMUHOKHCIOT, OOBIMHO COXPaHAITCA IOA
BO3/ICHCTBHEM JICHATYPUPYIOIIMX PAcCTBOPHUTENEH, TOrJa Kak »dIUTONBL, 00pa3yemble
IIOCPEJICTBOM TPETUYHOM YKIIAJKH, OOBIYHO yTPAauMBarOTCsA IpU 00paboOTKe JACHATYPHUPYIOIIUMH
PACTBOPUTENAMH. DIUTOI OOBIYHO COAEPXKUT MO MEHbLIEH Mepe 3 1 0oJiee 0OBIYHO ITO MEHBbILEH
mepe 5 win 8-10 aMMHOKHCIOT B YHHKAIbHOH NMPOCTPAHCTBEHHON KOH(MOPMAIHUH.

[0142] IIpodmnupoBanue ¢ mnomouipio Moauduxanuit (MAP), Takke HM3BECTHOE Kak
npo(UIMpoOBaHUE AHTUTEN HAa OCHOBE CTPYKTyphl aHTHreHa (ASAP), mpencramsier co0oii
croco0 kiaccupuKauy 00JbIIOr0 YUCIa MOHOKJIOHANBHBIX aHTUTeN (MAb), 0OHapyXHBaeMbIX
JUIE OJHOTO W TOTO K€ aHTUIE€HA, B COOTBETCTBUU CO CXOACTBAMH MNpPOQWIsS CBS3BIBAHHUS
KaX/IOTO QHTUTENA C MOBEPXHOCTSIMH XUMHYECKH WM (PEPMEHTATHBHO MOTUPHUIIMPOBAHHBIX
antureHoB (cm. US 2004/0101920, B HacTosmIeM OINMUCAHUM KOHKPETHO BKITIOYCHHYIO
MIOCPEJICTBOM CCBUIKM B NOJHOM 00beMe). Kaxnas kaTeropusi MOXKET OTpakaTh YHHUKAJIbHBII
SIHUTON, KOTOPBIA WIM OTYETIIMBO OTIMYAETCs OT D3IIUTOMNA, MPEACTaBISIeMOro JApyroi
KaTeropueil, Wiy 4YacTHMYHO MEpEeKphIBACTCA € HUM. JTa TEXHOJIOTHs JI€NaeT BO3MOXKHOM
OBICTPYI0  (DMIBTPALMIO TEHETUYECKH WACHTHUYHBIX AHTUTE] TakK, 4YTO OIpEJEeNEeHUe
XapakTEepPUCTUK MOXHO COCPEJOTOYUTh Ha TEHETUYECKH paszinuuHblXx aHtuTenax. Korza
[PUMEHST K CKpUHHHTY rudpunom, MAP moxer obneryarb MASHTH(PUKALUIO PEAKUX KIOHOB
TUOpUIOM, KOTOPBIE MPOAYLUPYIOT MADb, oOianaromue xeaaeMbIMH XapakTepuctukamu. MAP

MOXHO HCIIOJb30BATh JIs1 COPTUPOBKM AHTUTCIT TI10 H306p€T€HI/IIO o rpyiimnamM aHTHUTCII,



45

CBSA3BIBAIOLINX PA3JTMYHBIE SITUTOTIHI.

[0143] B ompeneieHHBIX BapuaHTax OCYLLECTBIEHWsS aHturTena npotus C5 wuium ux
AQHTUTCHCBSA3BIBAIOIINE (PPAarMCHTHI CBA3BIBAIOT AMUTOI B JIOOOH OMHON WM HECKOIBKHX W3
obJyacTei, mpuMepbl KOTOPBIX TpHBeAeHbl B Oenke C5, wiM B ecTeCTBEHHOH ¢dopme, Kak
nokazaHo Ha mpumepe B SEQ ID NO: 355, unu pekoMOMHAHTHO TMOJIYYEHHOH, WU C €ro
¢parmenToM. B  HEKOTOpBIX BapHaHTAaX OCYIICCTBICHUSA aHTHUTENA IO HM300PETEHUIO
CBS3BIBAIOTCS C 00JACTBIO, COJACpPXKAIECH OAHY MJIM HECKOJIBKO aMHHOKUCIOT, BBIODAHHBIX U3
IPYIIIBI, COCTOSIICH U3 aMUHOKHCIOTHBIX OCTaTKOB 19-1676 Genka C5 yenoBeka.

[0144] B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS aHTHTENA IO H300pETEHHIO,
B3aMMOJACHCTBYIOT C MO MEHBIICH Mepe OAHOM AMHMHOKHCIOTHON IIOCIEAOBATEIBHOCTHIO,
BHIODAaHHOW W3 TPYIIbI, COCTOSIICH M3 AaMUHOKHCIOTHBIX OCTAaTKOB B [IMAIIA30HE OT
npUOIU3UTENBHO MONOXKeHUs 19 mpubnusutensHo A0 nonoxeHus 750; Wi aMUHOKUCIOTHBIX
OCTaTKOB B JHMala3oHe OT NPUONU3UTENBHO MONOXKeHUs 751 mpUOMU3UTENBHO 0 MOTOKEHUS
1676 8 SEQ ID NO: 355.

[0145] B ompeiesieHHBIX BapuaHTaX OCYIICCTBICHUS HACTOSIIICE N300PETCHUE BKIIOYACT
antutena npotuB C5 UM MX aHTHTEHCBA3BIBAIOILIUE (parMEHTHI, KOTOPbIE B3aUMOJAEHUCTBYIOT C
OIHUM WJIM HECKOJbKHUMH DIUTONAMHU, BcTpevatommmucs B oo w/unu B uenu C5 (SEQ ID NO:
359). Onurom(pl) MOXET COCTOSATb M3 OJAHOH WIM HECKONbKHX  HEMpPepBIBHBIX
nocJieioBaTeabHoCTe u3 3 wiu Oosbiie (Harpumep, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19, 20 wim OGosbiie) aMUHOKHUCIIOT, PACIIONIOKCHHBIX B o menu w/wmm B nerm CS.
ANbTEpHATUBHO, 3MHUTON MOXXET COCTOSTh U3 MHOXKECTBA HE HEMPEPHIBHBIX aMUHOKUCIOT (MU
AMUHOKHUCIIOTHBIX TOCIIE0BATEIBHOCTE), pacrionokeHHbix B CS5. Kax mokazano B npumepe 11
B HACTOSIIEM OmHcaHuu, 3nuton C5, ¢ KOTOPBIM B3aUMOAEHCTBYET 00pa3lioBO€ aHTUTENO IO
uzobperennro  H4H12166P,  ompemenstor ¢ NOMOMIBIO: (i)  aMUHOKHUCIOTHOMH
nocaenoBarenbHoctt NMATGMDSW  (SEQ ID NO: 360), koropas COOTBETCTBYET
amuHOKHUCIIOTaM ¢ 591 1o 599, comepxamumcss B [ merm SEQ ID NO: 359; u (i)
amuHokucIoTHOM mocnenoBatensHocTt WEVHLVPRRKQLQFALPDSL (SEQ ID NO: 361),
KOTOpasi COOTBETCTBYET aMHHOKHUCIoTaM ¢ 775 o 794, conepxkamumest B o e SEQ ID NO:
359. CootBeTcTBEHHO, HacToslee H300peTeHHe BKJIO4YaeT aHTuTena npotuB (5, KoTopele
B3aHMOJCHCTBYIOT C OJIHON WJIH HECKOJHKUMH aMUHOKHCIIOTaMH, COACPKAIUMUCS B 0OIACTH,
cocrositen u3 (i) amuHOKUCIOTHON TocnenoBaTenbHocTd NMATGMDSW (SEQ ID NO: 360),
KOTOpasi COOTBETCTBYeT amuHOkuciaoram ¢ 591 mo 599 w3z SEQ ID NO: 359; u (i1)
amuHokucaoTHOM mocnenoraTenbHocTy WEVHLVPRRKQLQFALPDSL (SEQ ID NO: 361),
KOTOpasi COOTBETCTBYET aMHHOKHCI0TaM ¢ 775 no 794 uz SEQ ID NO: 359.

[0146] Hacrosimee nzoOperenue BKIoyaeT aHTuTena nporus C5, KOTOpbIE CBA3BIBAIOTCS
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C TE€M K€ JIUTONOM, WIM YacTbIO 3MUTOMNA, YTO M JHOOble M3 creunduyeckux o0pas3oBbIX
aHTUTEJI, TIEPEUHCICHHBIX B Tabmuume 1. AHalOrM4yHbIM 00pa3oM, Hacrosee H300peTeHue
TaKXKe OTHOCHTCS K aHTHTEIaM poTuB C5, KOTOpbIe KOHKYPUPYIOT 3a cBsi3bIBaHuE ¢ Oenkom C5
UM ero ¢parMeHTOM C JI00BIM U3 CHEHU(PUYECKHX OOpa3lOBBIX aHTHUTEN, NEPEYHCICHHBIX B
tabmuue 1. Hanmpumep, Hacrosimiee u3o0peTeHHe BKIIOYAaeT aHTHTena npoTuB C5, KoTOphIe
IIEPEKPECTHO KOHKYPUPYIOT 3a CBsi3bIBaHME C OcakoM C5 ¢ OJHMM MM HECKOJIBKHMU
aHTHUTEJIaMU, IEPEUHUCICHHBIMU B Taluie 1.

[0147] MOXHO JE€rKo OmnpenessaTh, CBI3bIBACTCS JM aHTUTENO C TEM K€ DIUTOIOM, WU
KOHKYpUPYET 3a CBsI3bIBaHHE, C JTAJOHHBIM aHTUTENOM IpoTUB C5 ¢ HCMOIb30BaHUEM
CTaHJAPTHBIX U3BECTHBIX B JAHHOU obactu criocoboB. Hampumep, Asist TOro, 4ToOBI ONPEaensiTh
€CJIM TECTOBOC AHTHUTEIIO CBSA3BIBACTCS C TEM )K€ DIIMTOIOM, YTO U 3TAJTOHHOE aHTHUTEJIO MPOTHB
C5 no u300peTeHnIo, 3TATOHHOMY aHTUTENy MO3BOJIAIOT CBA3BIBATHCA € OENIKOM WM MENTHIOM
C5 mpu HachINAIIUX YCIOBUSX. 3aTeM OLEHUBAIOT CIOCOOHOCTh TECTOBOTO AHTUTENA
CBsI3BIBAaThCS ¢ Mosiekysio Genka CS5. Ecnu tectoBoe aHTHTENO crOCOOHO cBsA3bIBaThCs ¢ C5
I0CJIC HACBIIIAIOIICTO CBSA3BIBAHMS C OTAIOHHBIM aHTUTENOM IPoTHB C5, TO MOXKHO 3aKIIIOYHTH,
4TO TECTOBOE AHTUTENO CBS3BIBACTCS C IPYTHM SMUTOIOM, HEXENU ITATIOHHOE aHTUTENIO IPOTUB
C5. C opyroil CTOPOHBI, €CIIH TECTOBOE aHTUTENO He cocOOHO CBs3bIBaThCs ¢ Oenkom C5 mocie
HACHIIIAIOIICTO CBA3BIBAHUS C STAJIOHHBIM aHTUTENIOM MTPOTHB C5, TO TECTOBOE aHTUTEIIO MOXKET
CBSI3BIBATHCS C TEM XK€ DIHUTOIIOM, YTO IIUTOT, CBSI3BIBACMBII 3TAJIOHHBEIM aHTUTENOM ITPOTHB C5
10 U300PETEHHIO.

[0148] Jlnst Toro 4toObI OmpenensTh, €Cd aHTUTENO KOHKYPUPYET 3a CBs3BbIBAHHE C
ATAJIOHHBIM aHTUTENIOM IPOoTUB C5, ONMUCAaHHBINA BBIIIE CIOCOO CBSA3BIBAHUS OCYIIECTBISIOT B
JIByX OPUEHTAIIMSAX: B TICPBOM OPHUEHTAIIUYU STATIOHHOMY aHTHUTENy TO3BOJISIFOT CBS3BIBATHCS C
OenkoM C5 mpu HACHILAIOIIKUX YCIOBUSX, TOCTIE YEro CJelyeT OLIEHKA CBS3bIBAHUS TECTOBOTO
anTutena ¢ wmonekyinoit C5. Bo BTOpoil opueHTAUUMH TECTOBOMY AHTHUTENY TMO3BOJISIFOT
CBSI3BIBATBCS ¢ Mojekynod C5 Tpu HACHIIAIONIMX YCIOBUSX, IMOCIE HYEro CIEAYeT OICHKA
CBSI3BIBAHUS DTAJTOHHOTO aHTUTENa ¢ Mosiekynoi C5. Eciiu B 00enx OpueHTAIMAX TOIBKO MEPBOE
(HachlIalolee) AHTUTENO CHOCOOHO CBA3BIBATHCA ¢ Mosiekynoi C5, TO 3aKIOYaroT, YTO
TECTOBOE aHTHUTENO M 3TAJIOHHOE aHTUTENIO KOHKYPUPYIOT 3a cBs3biBaHue ¢ C5. Crenuanuct B
JTaHHOM 00JlacTH MPHUMET BO BHUMAaHHE, YTO aHTUTENIO, KOTOPOE KOHKYPHUPYET 3a CBA3BIBAHHUE C
ATAJIOHHBIM AHTHUTEJIOM, MOXKET He 00fA3aTEIbHO CBS3bIBATHCS C MJICHTHUHBIM JIMHUTONOM, Kak
JTAJIOHHOE AHTHUTENIO, HO MOXET CTEPUYECKU OJIOKHUPOBATH CBSI3BIBAHHE JTAJIOHHOIO aHTHTENA
TIOCPEACTBOM CBSI3BIBAHUS MIEPEKPHIBAIOIIETOCS UITH CMEKHOTO 3IUTOIIA.

[0149] JIBa aHTUTEna CBA3BIBAIOTCS C OJHUM M TEM JK€ WIM TEPEKPHIBAIOIINMCS

SIUTOTIOM, €CIU KaXJ0€ KOHKYPEHTHO HMHIrHOMpyeT (OJIOKMPYET) CBS3BIBAHHE [PYroro C
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antureHoM. To ecth, 1-, 5-, 10-, 20- wnn 100-kpaTHBIX W30BITOK OJTHOTO AaHTHTENIA HHTHOUPYET
CBS3BIBAHUE JIPYroro 1o Mensieit mepe Ha 50%, HO npeanoururensHo Ha 75%, 90% unu naxe
99%, Kak M3MEPSIOT B aHAIM3E¢ KOHKYPEHTHOTO CBA3bIBaHMA (cM., Hanmpumep, Junghans et al.,
Cancer Res. 1990 50:1495-1502). AnpTepHaTUBHO, IBa aHTUTENIAa UMEIOT OJIUH U TOT K€ AIIUTOII,
€CIM MO CYLECTBY BCE AMHMHOKHCIOTHBIE MYTAalluM B AHTUTE€HE, KOTOPBIE CHIKAIOT WIH
YCTPAHSAIOT CBSI3bIBAHUE C OAHUM AHTUTEIIOM, CHH)KAIOT WM YCTPAHSAIOT CBA3BIBAHUE C JPYTUM.
JlBa aHTUTENa MMEIOT IEPEKPBIBAIOIIMECS SIUTONBI, €CIM HEKOTOPhIE aMHHOKHCIOTHHIC
MyTallly, KOTOpbIe CHIKAKT WM YCTPAHSIOT CBSA3BIBAHUE C OJHUM aHTUTEIOM, CHIDKAIOT WM
YCTPAHSIOT CBA3BIBAHUE C IPYTHM.

[0150] 3aTtem MOXXHO OCYILIECTBJIATH JOINOJIHUTEIbHBIE CTAHIAPTHBIE IKCIEPUMEHTHI
(HanmpuMep, MyTalliil B NENTHAAX M AHAIM3BI CBS3BIBAHUS) S TOTO, YTOOBI MOATBEPXKAATH,
00yCIIOBIEHO M HaONI0JaeMOe OTCYTCTBHE CBS3BIBAHUS TECTOBOTO aHTHUTENa (aKTHUECKH
CBSI3BIBAHMEM C TE€M K€ SIHUTONOM, YTO M ITAJOHHOE AHTHUTENO, WIM €CIH CTepUYeCcKoe
OnoxupoBanue (WM Jpyroil ()¢HOMEH) OTBEYACT 332 OTCYTCTBUC HAOII0JJaCMOTO CBSI3BIBAHMSL.
DKCIEPUMEHTBl 3TOTO0 THUINA MOXKHO OCYHICCTBINTh ¢ wucnoiab3oBanuem ELISA, RIA,
MOBEPXHOCTHOTO TUIa3MOHHOTO PE30HAHCA, MPOTOYHOM LUTOMETPUU WIH J0O0OTro APYyroro
KOJIMUECTBEHHOTO WJIM KaueCTBEHHOTO aHAJIM3a CBSA3BIBAHHS AHTUTEN, JOCTYNMHOTO B JaHHOM
obnacTy.

MMMYHOKOHBIOTATBI

[0151] /JlanHOEe H300peTeHHE OTHOCUTCS K MOHOKJIOHAJBbHOMY AHTHUTENIy 4YeIOBeKa
npotuB C5, KOHBIOTUPOBAHHOMY C TEPareBTUUYECKUM (parMeHTOM («UMMYHOKOHBIOTAT),
4yT100bI JleunTh CS5-accolMMpoBaHHOE 3a00JI€BAHHE WM HapyIIEHUE (HAIpUMeEp, aTUIHYHBIN
TEMOJIUTHKO-YPEMHUYCCKII CHHIPOM). Kak UCIONB3YIOT B HACTOSANIEM OIMUCAHWUW, TEPMHUH
«MAMMYHOKOHBIOTaT» OTHOCUTCS K aHTUTENy, KOTOpPO€ XHUMHUYECKH WM OHONOTHUECKH
CBSI3BIBAIOT C PAJIMOAKTUBHBIM CPEICTBOM, LIUTOKUHOM, UHTEPPEPOHOM, (PparMEeHTOM MHILEHH
WM peropTrepa, (EPMEHTOM, MENTHIOM WM OCJIKOM WM TEPareBTHUYECKUM CPEJICTBOM.
AHTHTENA MOXHO CBSI3BIBATH C PAJIMOAKTHBHBIM CPE/ICTBOM, IIMTOKMHOM, HHTEp(EepoHOM,
dbparMeHTOM MHUIIEHH WU penoprepa, (EepMeHTOM, MeNTUIOM WIH TepaneBTHUYECKUM
CPEACTBOM B JIOOOM MECTOMNOJOXKEHHH BJOJb MOJIEKYJBl IPH YCIOBHUM, YTO OHHM CIOCOOHBI
CBA3BIBATHCA CO CBOEH MuuIeHbIO. [IpuMepbl MMMYHOKOHBIOIATOB BKIHOYAIOT KOHBIOTATHI
AHTHUTEJ U JICKAPCTBEHHBIX CPEJICTB U CIUTHIEC OEJKM aHTUTENO-TOKCUH. B OJJHOM U3 BapHaHTOB
OCYILECTBJICHHUS] CPEACTBO MOXKET MpPeICTaBIsATh COOOH BTOpOE OTJIMYAIOLIEECS AHTUTENO K
6enky C5. Tum TepaneBTHuYeCKOTO (PparMeHTa, KOTOPBI MOKHO KOHBIOTMPOBATH C AHTHTEIOM
npotuB  C5, J/0/DKEH YYUTHIBATH COCTOSIHUE, ITO/JIEKAIlee JICUCHHIO, M IKEJIaeMbIi

TepaneBTHYecKuil d(PPeKT, mouiekamui 1ocTwkeHuo. [Ipumepsl MOIXOAAMIMX CPENCTB JUIS
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dbopMUpOBaHMsT MMMYHOKOHBIOTATOB W3BECTHBHI B JaHHOM oOmactu; cM., Hampumep, WO
05/103081.

[Monucnenuduyueckue anTuTena

[0152] AnTuTena mo HacToslIEeMY H300pETEHHIO MOTYT OBITh MOHOCHEHH(PUIECKUMU,
oncnermduueckumu Wi  nonucnenuduueckumu.  Ilonucnenuduueckue aHTHTENA MOTYT
00nanarh crieu(pUIHOCTHIO K Pa3IMUHBIM SIUTONAM OJHOTO LIEJIEBOTO NOIUICITH A WIK MOTYT
COICPXKATh AHTUTCHCBS3BIBAIOIINE IOMEHBI CO CHCHH(DUYHOCTBIO K OONBIIC YEM OJHOMY
uenaeBomy nonaunentuay. Cm., Hanpumep, Tutt et al., 1991, J. Immunol. 147:60-69; Kufer et al.,
2004, Trends Biotechnol. 22:238-244.

[0153] JIroObie nonucnenupruuecKUe aHTUTCHCBSI3BIBAIOIINE MOJICKYJIBI [10 U300PETCHHIO
WIM WX BAPUAHTBI MOXXHO KOHCTPYHPOBATh C WCIHOJB30BAHUECM CTaHIAPTHBIX CIIOCOOOB
MOJIEKYNSIpHOM Oumonoruu (Hampumep, TexHonorus pekomOuHantHoil JIHK wu skcmpeccuu
Oenka), Kak U3BECTHO CIEeHATUCTaM B JaHHOU obnacTu.

[0154] B HekoTophIX BapuaHTax ocymiecteieHns CS-cnenuduueckue anTuTena co3aarmoT
B Oucrietinpuaeckom ¢Gopmare («Oucrermdpuyecknue»), B KOTOPOM BapuabeiIbHBIC 00JIACTH,
CBSI3BIBAIOILIIMECS C Pa3NMUHbIMH JoMeHamu Oenka C5, cBsg3aHbl BMecTe, YTOOBI MPHAABATh
IBYXJOMEHHYIO CHEM(HUHOCTh OJHOM cBs3bIBaroniel Monekyine. Hamnexamum obpaszom
pa3paboTaHHble OucnennpUUECKnue CpeICTBA MOTYT YCUJIMBAThL OOMIMI MHIHOUPYIOLIMM OeIoK
CS5 »oddexr uyepez yBenuuUCHHE KaK CHEIMPUUHOCTH, TAaK U ABUIAHOCTH CBSI3BIBAHUS.
BapuabenpHple o0nactu co crnenu(pUYHOCTEIO K HHAMBHIYaIbHBIM JOMEHaM, (HampuMmep,
cerMeHThl N-KOHIIEBOTO IOMEHA), WJIH KOTOPBhIE MOT'YT CBSI3bIBATHCS C PA3IMUHBIMU O0JIACTSMU B
OJITHOM JIOMEHE, 00pa3yioT Mapbl Ha CTPYKTYPHOM OCTOBE, KOTOPBIH MO3BOJISIET KaXK0M 001acTH
CBSI3BIBATHCS OJIHOBPEMEHHO C OTACTBHBIMU JMTUTONIAMHU WJIH C Pa3IMYHBIMUA OOJACTSIMH B OJTHOM
noMmeHe. B ogHoOM u3 mpumepoB s Oucnennduueckoro cpeactsa, BapuadenbHbIE 00JacTH
Tshkenoit nend (Vu) U3 CBS3BIBAIOIIEr0 CPEACTBA CO CHEHH(PUYHOCTHIO K OJHOMY JOMEHY
PEKOMOMHUPYIOT ¢ BapualeIbHBIMH 00JacTaIMu Jierkod menu (V1) W3 cepud CBSI3BIBAIOIIMX
CPE/ICTB CO CHNEeNU(PHUUIHOCTHIO KO BTOPOMY JOMEHY /Ul TOTO, YTOOBI WJACHTH(QHUIMPOBATH HE
KOTHATHBIX VL MapTHEPOB, KOTOPbIE MOTYT 0OPa30BLIBATH APl C HCXOAHON Vi 0€3 HapylIeHus
UCXONHOH cnienduyHOCTH 17151 3T0i Vh. Takum oOpasoM, ouH cerMeHT VL (Hanpumep, Vi1)
MO>XHO KOMOMHHPOBATH C JABYMsI Pa3IUUHBIMU oMeHaMU Vi (Hanpumep, Vil u Vu2) ans toro,
4yTOOBl CO3/1aBaTh OuCHEelM(pHUUECKOe CPEJICTBO, COCTOSINEE M3 JBYX CBS3BIBAIOIIMX <ALIEU»
(Vul-VL1 u Vu2- VL1). Ucnons3oBanue 0gHOro cerMeHTa Vi CHHUXXAET CI0KHOCTh CUCTEMBI H,
TEM CcaMblM, YIOpOIIaeT H yBenuyuBaeT S(PQPEKTUBHOCTL B IPOIECcCax KIOHHUPOBAHUS,
IKCIIPECCUU U OUMCTKH, UCTIOJIB3YEMBIX JUISl TOTO, UTOOBI CO3/1aBaTh OHUCIIEIIN(PUUECKOE CPEJICTBO

(oM., Harpimep, USSN13/022759 1 US2010/0331527).
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[0155] AnpTepHAaTHBHO, aHTUTEIA, KOTOPBIE CBA3BIBAIOT OOJBINE YEM OJWH JOMEH U
BTOPYIO MMIIEHb, TAKyl0 KaK, HO HE OIPaHHYMBAACH ITHM, HAIPUMEpP, BTOPOE OTIMYAIOIIEECS
anTtureno nporuB C5, MOXKHO monmy4aTh B OucnenupuUeckoM (QopMare ¢ HCHOIL30BAHUEM
CHOCOOOB, ONMUCAaHHBIX B HACTOSALIEM ONMCAHMM, WM JPYIHMX CHOCOOOB, HW3BECTHBIX
crenuajncTaM B JaHHOW obOnactu. BapuaOenbHble 007aCTH aHTUTEN, KOTOPBIE CBA3BIBAIOTCA C
OTIMYAIONIMMHUCS OOJACTAMM, MOJXKHO CBSI3bIBATH BMECTC C BapualOCIbHBIMH OOJIACTAMH,
KOTOPBIC CBSI3BIBAIOTCS C PEJICBAHTHBIMH Y4aCTKaMH, HallpuMep, Ha BHEKJIETOUHOM qomene C5,
4TOOBl MPHU/ABATh JBONHHYIO AHTUTEHHYIO CHEeUH(PUUHOCTH OJHOW CBSI3BIBAIOIIEH MOJEKYIIE.
HaanexamuMm oOpa3om pazpaboTanHble Oucrnerudbuyeckue CpeacTBa ¢ ITHMH CBOHCTBAMH
BBIIIOJIHSIOT  [(BOWHYIO (yHKmMio. BapuabGenpupie o0nacté co  cenu(UYHOCTBIO KO
BHEKJICTOYHOMY JIOMEHY KOMOWHHPYIOT C BapuaOelbHON OOIACTBIO CO CHEHM(DUYHOCTHIO K
Hapy>XHOMY BHEKJIIETOUHOMY JOMEHY U 00pa3yloT mapbl Ha CTPYKTYPHOM OCTOBE, KOTOPBIi
MO3BOJIAET KaKAOW BaprabenbHOI 001aCTH CBA3BIBATLCSA C OTAENbHBIMU aHTUTEHAMH.

[0156] OOpa3nosseiit  ¢opMar OUCTICHIM(PUICCKHX  AHTUTEN, KOTOPBI  MOYKHO
UCII0JIb30BaTh B KOHTEKCTE HACTOSILIEr0 M300peTeHUs], BKIIIOYAET MCIOJb30BaHuE AoMeHa Cu3
nepBoro nMMmyHornooynusa (Ig) u Broporo gomena Cu3 Ig, rae nepBslii 1 BTopoil fomensl Cu3
Ig oTnuyaroTCcs Opyr OT ApYr MO MEHbIIEH Mepe OJHOM aMHHOKUCIOTOW U TJe paziuyue Mo
MEHBIICH Mepe B OJHY aMHHOKHCIIOTY CHMXKACT CBS3BIBAHHME OMCIICIIM(PHUECKOTO aHTUTENA C
0enKoM A TI0 CpPaBHEHHUIO C OHMCIICIU(PUUECKUM aHTHTEIIOM, HE MMCIOIUM aMHHOKHUCIOTHOTO
oTnuuMs. B oAHOM U3 BapuaHTOB ocyllecTBiIeHUst NepBblil JomeH Cp3 Ig cBs3piBaeT O0enok A u
BTOpOil nomeH Cy3 Ig comepkut MyTaluio, KOTOpas CHUKAeT WM YCTPaHsAEeT CBA3bIBaHUE Oelika
A, takyto xak mogudukanust HOSR (o nymeparuu sx3on08 IMGT; H435R 1o nymeparuu EU).
Bropoit Cu3 nomnonHutensHO MOXKET coaepxkaTth moaudukanuio YI6F (mo IMGT; Y436F mo
EU). JononHurenbHple MOAUDUKALUN, KOTOPbIE MOXKHO HaiiTu Bo BTOpoM Cu3, BKIIOYAIOT:
DI16E, L18M, N44S, K52N, V57M u V82I (mo IMGT; D356E, L358M, N384S, K392N, V397M
u V4221 no EU) B ciyaae antuten IgG1; N44S, K52N u V821 (IMGT; N384S, K392N u V4221
no EU) B cimyuae antuten [gG2; u Q15R, N44S, K52N, V57M, R69K, E79Q u V82I (o IMGT;
Q355R, N384S, K392N, V397M, R409K, E419Q u V4221 no EU) B cnyuae antuten IgG4.
Bapuauuu 6ucnenudguueckoro ¢gopmara aHTUTEN, KOTOPbIE ONMUCAHBI BhIIIE, TPEIYCMOTPEHBI B
00BbeMe HaCTOSIIIETO U300PETCHHUS.

[0157] Hpyrue oOpasioBeie Oucnenuduueckue QGopmMarhl, KOTOPbIE MOKHO
UCII0JIB30BaTh B KOHTEKCTE HACTOALIETO U300peTeHHUs, BKIIOYAIOT, 0€3 OrpaHUYCHHUs, HAIIpUMED,
ocHOBaHHbIE Ha scFv mim Oucnenuduyeckue Gopmarsl quares, ciaurele KOHCTpykuuu [gG-scFyv,
Ig ¢ nBoiiHeIM BapuabenbHBIM JoMeHOM (DVD), kBagpoMy, BBICTYITbI-BO-BIaJHHEL,

OOBIKHOBEHHYIO JIETKYIO Lielb (HampuMep, OOBIKHOBEHHYIO JIETKYHO I€Ib C BBICTYIIaMHU-BO-
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BnaauHel U T. 1.), CrossMab, CrossFab, (SEED)body, neitnmuoByro wmomuuroo, Duobody,
IgG1/1gG2, IgG ¢ aBoitnoro neiictBus Fab (DAF) u 6ucniennduyeckue popmarsr Mab2 (0630p
BBILIICYKA3aHHBIX (popMaToB cM., Haripumep, B Klein et al. 2012, mAbs 4:6, 1-11 n nutupyeMsrx
B HHUX CChUIKAax). bucnenududeckue aHTUTeNa TakkKe MOXHO KOHCTPYHPOBaTh C
VCTIOJBb30BAHMEM KOHBIOTAIMY MENTUAOB/HYKIEMHOBBIX KHCIIOT, HAIPUMED, T1I€ HE NPUPOIHBIE
AMHHOKHUCJIOTHI C OPTOrOHAIBHOW XUMHUYECKOU PEaKIMOHHON CIIOCOOHOCTBIO UCIOJIB3YIOT UL
TOTO, YTOOBI CO3/aBATh CANT-CHCHM(PUUCCKUEC KOHBIOTAThl AHTUTEIIO-OJIMTOHYKIICOTH I, KOTOPBIC
3aTeM CcamMocoOHparoTcs B MYJBTHUMEpPHBIE KOMIUIEKCHI C OIpEAETeHHBIMU COCTaBOM,
BaJICHTHOCTBIO M reomeTpueil. (CMm., Hanmpumep, Kazane et al., J. Am. Chem. Soc. [Epub: Dec. 4,
2012])).

TepaneBTUYECKOE BBEICHUE U COCTABBI

[0158] W3o0pereHne OTHOCUTCS K TEpaneBTUUECKUM KOMIIO3ULMAM, COJAEPXKALIUM
anTuTena npotuB C5 WM UX aHTUTE€HCBSI3bIBAIOIINE (PparMEeHThI O HACTOSIIEMY H300PETEHHUIO.
TepaneBTUYecKHe KOMITO3UIIMM B COOTBETCTBUU C HM300PETCHHEM CJICIYECT BBOJHUTH C
TIOJIXO/IAIMMH HOCHUTEIISIMHU, SKCIMIHCHTAMH M JPYTUMH CPEACTBaMH, KOTOPBIC BKIIOYAIOT B
COCTaBbI AJi1 00ecreyeHuss YCOBEPIIEHCTBOBAHHOIO MEepeHO0ca, JOCTaBKH, MEPEHOCUMOCTH H T.
n. MHOXeCTBO MOAXOISIIMX COCTaBOB MOKHO HalTH B CIpaBOYHUKE, H3BECTHOM BCEM
dapmanesTueckuM xuMukam: Remington’s Pharmaceutical Sciences, Mack Publishing
Company, Easton, PA. DTu cocraBbl BKIIIOYAIOT, HAlpUMEp, MOPOLIKU, TACThl, Ma3u, XKeJe,
BOCKH, Macjia, XHpHI, JHIUACoepKaiue (KaTHOHHBIC WM aHMOHHBIC) BE3UKYJIbI (TakMe Kak
LIPOFECTIN™), THK xonbioratsl, 6e380/HbIe a0COPOIIMOHHBIE TACTEI, YMYJIbCHH «MaClI0-B-
BOJIE» M  «BOJa-B-Macie», oMmyiabcud Carbowax — (ITOMMAITUICHIVIMKOIM  Pa3IMYHbIX
MOJIEKYJISIPHBIX Macc), MOJIyTBEp/IbIe TeIH U MOJyTBepabsle cMecH, cofepaxkaniie Carbowax. Cu.
takke Powell et al. «Compendium of excipients for parenteral formulations» PDA (1998) J
Pharm Sci Technol 52:238-311.

[0159] Ho3y anTUTENna MOXXHO BapbUpOBaTb B 3aBHCHMOCTH OT BO3pacTa U pa3MepoB
cyObeKTa, MOJUIekKALEro BBEACHUIO, LEIEeBOTO 3a001eBaHus, YCIOBUM, NyTH BBEACHUS U T. II.
Korna antuTeno mo HacTosuiemMy H300pETEHMIO MPHUMEHSIOT JUIS JIe4eHUs 3a00JeBaHUS WM
HApyImIEHUs y B3POCIOTO TMAIMeHTa WKW Ui TNPEeJOTBPAIICHUS TakKoro 3abosieBaHUS,
ONaronpusATHO BBOAUTH AHTUTEIO IO HACTOALIEMY M300pPETEHHIO, OOBIYHO B OJHOKPATHON 03¢
npubnusutensHo ot 0,1 npubmmsurensuo xo 100 mMr/kr maccel Tesa, 6osee MpeIrnoYTUTEIBHO
npUOIU3UTENBHO OT 5 pubnauszutensao a0 80, mpubauzutenbHo ot 10 npubnuzurtensHO 10 70
Uy npubmu3uTenbHo oT 20 mpubmusurensHo A0 S0 Mr/kr Maccel Tena. B 3aBucmmocTH 0T
TSDKECTH COCTOSIHUS, YacTOTy M JUIMTEIBHOCTb JIGUEHUS MOXKHO KOpPpPEKTHpOBaTh. B

ONPCACIICHHLIX BApUAHTAX OCYLICCTBIICHHA aHTUTCIIO UJIK €TI0 aHTUI €HCBSI3bIBAIOIIH I (I)paFMCHT
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1o M300pETEeHHI0 MOKHO BBOJUTH B BUJIE HAYallbHOM 03Bl 110 MEHbLIEH Mepe NpuOIH3UTENBHO
or 0,1 mr mpubmusurensno po 800 mr, npubausutenpHo ot 1 npubmusutensHo no0 600 wr,
IpUOIIM3NTEIBHO OT 5 npuOIM3uTenbHO 10 S00 Mr wiu npubnusuTensHo o1 10 mpudau3uTensHO
10 400 mr. B onpeneneHHpIX BapraHTax OCYUIECTBICHUS 3a HAYaIbHOW 10301 MOXKET CIEA0BATh
BBEJICHUE BTOPOU WM MHOXECTBA MOCIEIYIONINX 403 aHTUTENA UM €r0 aHTUT€HCBSI3bIBAIOLIETO
(dparMeHTa B KOJXHYECTBE, KOTOPOE MOKET HPUOIU3UTEIILHO TAKHM K€ WJIM MCHBIIIC TAKOBOTO B
HAYJIBHOU [103€, TJI¢ TOCICAYIOIINE 03Bl PA3ACISIOT 10 MEHbIICH Mepe 1-3 cyrkamu; 1o
MEHBIIIEH Mepe OJHOM HeleNel, M0 MEHbIIIEH Mepe 2 HeJEIIMU; 10 MEHbIIEH Mepe 3 HeleIsIMU;
10 MEHbLIEH Mepe 4 HeAeIsIMU; IO MEHBIIEH Mepe 5 HelensIMu; 0 MEHbIIEeH Mepe 6 HelelsIMu;
10 MEHbILEH Mepe 7 HEeIENsAMU; 110 MEHbILIEH Mepe 8 HeAeJsIMU; 110 MEHBIIEH Mepe 9 HenensaMu;
1o mMeHbluei Mepe 10 Henensimu; 10 MeHbLIel Mepe 12 HenensMu; WK 110 MEHblIEH Mepe 14
HEJENSIMU.

[0160] PaznuuHble CHCTEMBI TOCTAaBKM W3BECTHBI, © UX MOYKHO MNPUMEHSATH AJI TOTO,
9TOOBI BBOJIUTH (hapMaIICBTUUYCCKYIO KOMITO3HUIIUIO 10 U300PECTCHUIO, HATIPUMED, WHKATICYJISAIIUS
B JIUTIOCOMBI, MUKPOYACTHIIBI, MHKPOKAICYJbl, PEKOMOMHAHTHBIC KIETKH, CIIOCOOHBIC
JKCIIPECCUPOBATh MYTAHTHBIE BUPYCHI, PELIETITOP-ONOCPEIOBAHHBIA HIOLUTO3 (CM., HallpuUMep,
Wu et al. (1987) J. Biol. Chem. 262:4429-4432). CnocoObl BBeI€HHUs BKJIIOYAIOT, HO He
OIpaHU4MBAsACH JTHUM, BHYTPHUKOXHBIH, TPaHCACPMAJIbHBIN, BHYTPHUMBIILICYHBIH,
WHTPAINCPUTOHCAIIbHBIN, BHYTPUBCHHBIM, IIOJKOXKHBIM, WHTPAHA3aJIbHBIM, SMUAYPAIBHBIA H
opanbHbll MyTH. KOMMOO3ULMIO MOKHO BBOJUTH C MOMOIIBIO JHOOOr0 yAOOHOTO MYTH,
Harpumep, MoCPeACTBOM UHQY3UU UM OONOCHONH HHBEKIHH, MTOCPEICTBOM abcopOIuu yepes
AMUTENUANBHBIE WM KOXXHO-CIM3UCTBIC BBICTKWIIKK (Hampumep, ciau3ucTas o0ojiouka pra,
peKTabHAss W KHUIIEYHAs CIU3UCTass W T. JI.), U MOXKHO BBOJUTH BMECTE C JPYTUMU
OMOJIOTHYECKH AKTUBHBIMHM Cpe/ICTBaMHU. BBereHHe MOKeT ObITh CHUCTEMHBIM WU MECTHBIM.
dapMaleBTUYECKYI0 KOMIIO3HLIMIO TaKXE€ MOXKHO JOCTaBlIATh B BE3HKYJE, B YaCTHOCTH
nuriocome (cM., Hanpumep, Langer (1990) Science 249:1527-1533).

[0161] Hcmonp3oBaHWe HAHOYACTHI[ JUJIS TOTO, YTOOBI JOCTABJIATH aHTUTEIA IO
HACTOAIEMY  H300peTeHHIO,  TaKkKe  NPEeIyCMOTPEHO B HACTOSIEM  OMHCAHHH.
KoHplOTHpOBaHHBIE C aHTUTEJIAMH HAHOYACTUIBI MOXHO  HCIONB30BAaTh  Kak Ui
TEparneBTUYECKUX, TaK U I TUATHOCTHUECKUX IpuMeHeHuH. KOHbIOTHPOBaHHbIE C aHTUTEIAMU
HAHOYACTHIIBI U CITOCOOBI TMOJTYUEHHUS U UCTIONB30BaHUs OTMCaHbl oIipoOHO B Arruebo, M., et al.
2009 («Antibody-conjugated nanoparticles for biomedical applications» B J. Nanomat., Tom
2009, ID crarbu 439389, 24 crpaunuis, doi: 10,1155/2009/439389), BirodeHHOI B HACTOSALIEE
ONMCaHUE TOCPEJICTBOM CCBhUIKK. HaHodacTHIlbl MOKHO pa3palaThiBaTh M KOHBIOTHPOBATH C

AHTUTCIIAaMH, COJACPKAIIUMHUCI B (bapMaueBTqucxnx KOMIIO3UIUAX Ui HAIlpPaBJICHHOIO
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BO3/IEICTBHS Ha KJIeTKU. HaHoyacTUIbI A1 JOCTABKU JIEKAPCTBEHHBIX CPEJICTB TAKKE OMKCAHBI,
Hanpumep, B US 8257740 mmm US 8246995, kaxiplii BKIIIOYEH B HACTOSIIEE OIMCAHHUE B
II0JIHOM 00BEME.

[0162] B omnpeaeneHHBIX cUTyanusx (GapMaleBTHYECKYI0 KOMITO3UIIMIO MOKHO
JOCTaBJsITh B CHCTEME C KOHTPOJHMPYEMBIM BBICBOOOXKIEHMEM. B OJHOM W3 BapHaHTOB
OCYILICCTBICHUS! MOKHO HCIIOJIb30BAaTh HAcoCc. B IpyroMm BapuaHTE OCYILECTBICHHS MOKHO
UCIIOJIb30BaTh TOJIMMEPHBIC Marepuaibl. B eme oxHOM IpyromM BapHaHTE OCYILECTBICHHS,
CUCTEMY C KOHTPOJHUPYEMBIM BBICBOOOKIACHUEM MOXHO TMOMEIIaTh BOJU3M OT MUIIEHH
KOMITO3HIINH, YTO, TAKUM 00pa3oM, TpeOyeT TOIBKO I0JIU OT CUCTEMHOM O3B

[0163] Hubenmpyemble Mpemapatbl MOTYT BKIIIOYATh JO3MPOBAHHEBIC (OPMBI JUIS
BHYTPHUBEHHBIX, MOAKOKHBIX, BHYTPHKOXXHBIX, BHYTPHYCPCIHBIX, HHTPANCPUTOHCAIBHBIX W
BHYTPUMBILIEYHBIX HHBEKIUHU, KanenbHbIX UHPY3UM U T. 1. DTU HUHBEUUpPYEMbIE MpEnapaTsl
MOKHO TMOJy4aTh C T[OMOILIBI0 OOHIEU3BECTHBIX CMocoOoB. Hampumep, uHBELHpYyeMble
Iperaparbl MOXKHO I10JIy4aTh, HallpUMEp, IOCPEJCTBOM PACTBOPEHUS, CYCIICHIUPOBAaHUS WU
OMYJILIUPOBAaHMS aHTUTENIA WK €0 COJIM, OITMCAHHBIX BbIIIE, B CTEPUIILHOM BOJHON Cpejie WM
MaclsiHOM cpefie, CTaHAAPTHO HCIONb3yeMOH sl UHbeKUUH. B kauecTBe BOAHOM cpenbl s
UHBEKIUI, UMEIT MECTO, Hampumep, (U3HONOTHUECKUNA CONEeBOH pacTBOp, HM30TOHUYECKHI
pacTBOp, COAEPIKAILMI IIFOKO3Y U IPYTrUe BCIIOMOTaTe/IbHbIE CPEACTBA, U T. JI., KOTOPHIE MOYKHO
UCII0Jb30BaTh B KOMOMHALUU C TOJAXOISIIMM COJIIOOMIM3UPYIOLIMM CpPEIACTBOM, TaKUM Kak
coupt (Hampumep, ATaHOI), MHOTOATOMHBIM COMPT (HampuMep, MNPOMWICHIVIUKOJb,
TIOJMATUIICHTINKOJIB), HEMOHHOE IOBEPXHOCTHO-aKTUBHOE CPEACTBO [HArpumep, Mnoaucopodat
80, HCO-50 (TTOTMOKCUATUIICHOBBII (50 MOJIb) IPOAYKT  IPUCOETUHEHHUS
T'HJIPOTEHU3UPOBAHHOT0 KAaCTOPOBOTO Macia)| u T. A. B kauecTBe MacastHON cpeJibl UCTIOIb3YIOT,
HaIpuMep, Ce3aMOBOE MAacilo, COEBOE Macjlio M T. 1., KOTOpPbIE MOYKHO HCIOJb30BaTh B
KOMOMHALIMU C COJIOOMIU3UPYIOMIUM CPEJICTBOM, TaKUM Kak OeH3mi0eH30aT, OCH3WJIOBBIH
cnupt ¥ T. A. VHbeknuel, MOJIy4eHHOM TakuM o00pa3oM, MPEANOYTUTEILHO 3alOIHSIOT
MOJIXO/IIIYIO aMITyJTy.

[0164] DapManeBTUYECKYIO KOMIIO3UIMIO 10 HACTOSIIEMY H300pETEeHUID MOKHO
JOCTaBISITh TOJKOXKHO WJIM BHYTPUBEHHO C MCIIOJNB30BAHMEM CTAaHIAPTHBIX HIJIbl U HINPHULA.
Kpome Toro, B OTHOIICHWU TOJKOKHOW JOCTABKH, YCTPOWCTBO JOCTAaBKHU IO TUITY Py4YKH 0€3
TpyZa HaXxOMUT NPUMEHEHHUS Ui JAOCTaBKU (HapMaleBTHUECKON KOMITO3UIIMHU TI0 HACTOSILEMY
n3zobperenuro. Takoe yCTPOHCTBO [OCTaBKM II0 THITY PYYKH MOXET OBITh ITOBTOPHO
MCIIOJIB3YEMBIM MJIM OJHOpa30BBIM. IIOBTOpHO HCIIONIB3yeMOE YCTPONCTBO JOCTaBKU IO TUILY
PYUYKU B LEJIOM HMCTOIb3YeT 3aMEHSIEMBIH KapTPUK, KOTOPBIN COAECPXKUT (apMalleBTUYECKYIO

xkoMno3uumioo. Korma Best (I)apMaHeBTI/I‘—IGCKaSI KOMITO3UIIMA B KapTPUJPKEC BBCACHA U KaApPTPHUJDK
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MyCT, MyCTOM KapTpUIK MOXHO JIETKO BbIOPAChIBATH U 3aMEHSTh Ha HOBBIH KapTPUIK, KOTOPBIH
COHEPXUT (PapMALIEBTHUECKYIO KOMIIO3HMIMIO. YCTPOHCTBO JOCTaBKH IO THILYy PYYKH 3aTeM
MOXHO IIOBTOPHO HCIIOJIb30BaTh. B 0IHOpPa30BOM YCTPOMCTBE JOCTABKM IO THILY PYYKH
3aMEHsEeMBbIM KapTpHIK OTCyTcTBYeT. Ckopee, OJHOpPa30BOE YCTPOMCTBO AOCTaBKU IO THILY
PYYKHd TOCTyHaeT IpelBApUTENBHO 3alOJHEHHBIM  (hapMalleBTUUECKOH  KOMIIO3MLIUEH,
coAepkaleiics B pesepByape B ycrpoiictBe. Kornma ¢dapmaneBTHuecKas KOMIIO3HIUS B
pe3epByape 3aKOHYHIIACH, BEIOPACKIBAIOT YCTPOHCTBO IICTUKOM.

[0165] MHorue mHOBTOPHO MCIOJB3YEMBbIE YCTPOMCTBA JOCTABKM IO TUIY PYYKH M
ABTOMHBEKTOpPA HAXOAAT TMpPUMEHEHUs JUId TMOJKOKHONH JOcTaBkM  (dapMaleBTUUECKOH
KOMITO3WIIMM TI0 HACTOSIIEMY H300peTeHH0. [IpumMepsl BKIIFOYAIOT, HO ONpPEACICHHO 0e3
orpanmuenus >tuM, AUTOPEN™ (Owen Mumford, Inc., Woodstock, UK), pyuky
DISETRONIC™ (Disetronic Medical Systems, Burghdorf, Switzerland), pyuxy HUMALOG
MIX 75/25™, pyaky HUMALOG™, pyaxy HUMALIN 70/30"™ (Eli Lilly and Co.,
Indianapolis, IN), NOVOPEN™ T, II u III (Novo Nordisk, Copenhagen, Denmark), NOVOPEN
JUNIOR™ (Novo Nordisk, Copenhagen, Denmark), pyuxky BD™ (Becton Dickinson, Franklin
Lakes, NJ), OPTIPEN™, OPTIPEN PRO™, OPTIPEN STARLET™ u OPTICLIK™ (Sanofi-
Aventis, Frankfurt, Germany), cpeaun npouux. [Ipumepsl 0qHOPa30BbIX YCTPOUCTB JOCTaBKU IO
TUIy pYy4YKd, WMEIOUINEC NPUMEHCHUS /IS TIOJAKOXKHOW JIOCTaBKM  (hapMarieBTHUCCKOM
KOMITO3UIIMH TI0 HACTOAUIEMY H300pETEHUIO, BKIIIOYAIOT, HO OINPE/CICHHO 0€3 OrpaHHyYCHU
stuM, pydky SOLOSTAR™ (Sanofi-Aventis), FLEXPEN™ (Novo Nordisk) 1 KWIKPEN™
(Eli Lilly), aroumnbektop SURECLICK™ (Amgen, Thousand Oaks, CA), PENLET™
(Haselmeier, Stuttgart, Germany), EPIPEN (Dey, L.P.) u pyuxy HUMIRA™ (Abbott Labs,
Abbott Park, IL), cpenn npounx.

[0166] brnaronpusiTHO, OIUCAHHbIE BbIIe (HaPMALEBTHUECKUE KOMITO3UIMU  JUIS
OpaNbHOIO MM TIAPEHTEPATLHOIO MCIOIB30BAHMS IONYYarOT B JO3UPOBAHHBIX (opMmax B
CTaHJIAPTHOHN J03€, MOT00PaHHON TaK, YTOOBI COOTBETCTBOBATH J103€¢ AKTUBHBIX WHTPEIUCHTOB.
Taxue no3upoBaHHbBIC (HOPMBI B CTAHJAPTHON J03€ BKIIOYAIOT, HAPUMEp, TaOJETKH, MUY,
KaIcylbl, MHbEKIUH (aMIyJIbl), CYMIO3UTOPUU U T. A. KOJIHYECTBO COAepkKAIIerocs aHTUTENa B
LEJIOM COCTaBIseT MPUOIH3UTENBHO OT 5 npubnuzurensHo 10 S00 Mr Ha J03upoBaHHYIO Gopmy
B CTaHJApTHOM /103€; B YaCTHOCTH, B JOPME UHBEKIUU MPEINOUTUTENHO aHTUTENIO COCTABIISIIO
npUONU3UTENBHO OT 5 npubmm3uTensHo 10 300 Mr u npubnuzurensHo ot 10 mpuOIU3UTETHHO
10 300 Mr a7t APYTrUx JT03UPOBAHHBIX (HOPM.

TepaneBTuuecKoe UCIIOIB30BaHUE AaHTUTEI

[0167] AHTHTENA O HACTOSIIEMY H300PETECHUI0O MOMHO HCIIONB30BATH JUIS JICUCHUS

W/WUSU TIPEOTBPALECHUS 3200JICBAHUS WM HAPYIICHUS WK COCTOAHMS, cBi3aHHOro ¢ C35, n/mm
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I yAYYIIEeHUs] TI0 MEHbIIEH Mepe OJHOTO CHUMITOMA, CBA3AHHOTO C TakuM 3a00lleBaHHEM,
HAPYIICHUEM WJIM COCTOSTHUEM. B onpesieieHHbIX BapHaHTaX OCYIIECTBICHUS aHTUTENIO WIIH €ro
AQHTUTCHCBSA3BIBAIOIIUN (ParMEeHT [0 M300PETEHUIO MOKHO BBOJIUTH B TEPANEBTUUYCCKOM H03€
NalUeHTy ¢ 3aboeBaHreM UM HApYLIEHUEM WIIN COCTOSIHUEM, CBA3aHHBIM ¢ C5.

[0168] B omnpeneneHHbIX BapHaHTax OCYIIECTBICHUS AaHTUTENA IO HACTOSIIEMY
M300pPCTEHUIO MOKHO HCIOJB30BAaTh IIPH JICYCHUU WM TNPEIOTBPALICHUH CHMIITOMA WJIH
MOKa3aHUsl aTUIIMYHOTO TEeMOJUTHUKO-ypemudeckoro cuuapoma (aHUS). Cumnromsr u
noka3zanuss npu aHUS BkiIrOualoT, HO HE OrpaHHYMBAACh DTHUM, AKTUBALUID TPOMOOIMTOB,
reMOJIN3, CUCTEMHYIO TPOMOOTHUYECKYHO MUKPOAHTHOIATHIO ((POPMUPOBAHHE CBEPTKOB KPOBH B
HEOONBIIUX KPOBEHOCHBIX COCYJAaX IO BCEMY OPraHM3MY), BEAYIIYIO K MHCYJIBTY, CEPACUHOMY
NPUCTYIY, TOYCYHON HEIOCTATOYHOCTH W/MIU THUOCIM, TCPMUHAIBHON CTAJUU TOYCUHOU
HEAOCTATOYHOCTH, MOCTOSHHOMY MOBPEXKIECHUIO TOYEK, 00U B JKUBOTE, CIYTAaHHOCTH, OTEKY,
YTOMJIEHHIO, TOIIHOTE/PBOTE, AUapee U MUKPOAHTHONATHYECKONH aHEMUH.

[0169] B omnpeneneHHbIX BapHaHTaX OCYLIECTBJICHUS aHTHUTEIA II0 HACTOSIIEMY
M300pETCHUI0 MOXHO HCHOJB30BaTh NPU JICYCHUHM WJIH TPCIOTBPANICHUHM CHMIITOMA WIIH
MOKa3aHus MPH NapoKCU3MalbHOM HOuHOH reMoriaoounypuu (PNH). CuMntombl U moka3aHUs
npu PNH BxiItouaror, HO He OrpaHUYMBAsCh STUM, pa3pylleHHe KpPacHBIX KJIETOK KpPOBH,
TpoMO03 (B TOM Yucie Tpom0O3 MIYOOKHX BEH, JICTOYHYIO AMOOJIHIO), BHYTPHCOCYIUCTYIO
reMOJIMTUYECKYIO aHEMHUIO, KPAaCHYIO OKPAacKy MOYH, CUMIITOMBI aHEMUH, TAKHE KAaK YCTaJIOCTh,
OJIbIILIKA U cepauedreHns, 60ab B )KUBOTE U 3aTPyIHEHHOE [NIOTaHHE.

[0170] B ompeneneHHbIX BapuUaHTaX OCYLIECTBICHHUS aHTUTENA II0 HACTOSILEMY
M300pETEHUIO MOXKHO HCIIOIB30BaTh YIS JICUCHHUS WM IPEJIOTBPAILICHUS 110 MEHBIIEH Mepe
OJIHOTO CHMIITOMa WU MokasaHus CS5-acCONMUPOBAHHOIO 3a00JICBAHUS WM HAPYIICHUS,
BLIOpAHHBIX M3 TPYIIIBI, COCTOSIICH U3 HEBPOJIOTMYECKUX HAPYIIEHUH, MOYEYHBIX HApYIIECHUH,
PacCestHHOrO CKJIepo3a, MHCYJbTa, CHHApoMa |'uileHa-bappe, TpaBMaTHYECKOro MOBPEXIEHUS
TOJIOBHOTO MO3ra, Oone3nu IlapkuHCOHA, HAPYIICHHWH HEHAIICKAMCH WM HEXKeJIATeIbHOM
AKTUBAIIMM  KOMIUICMEHTA,  OCJIOKHEHUU  TEeMOJMaN3a, CBEPXOCTPOTO  OTTOPKCHHUS
AUTOTPAHCIUIAHTATa, OTTOPXKEHUSI KCEHOTPAHCILIAHTaTa, WHAYLHWPOBAHHON HHTEpIeHKHHOM-2
TOKCUYHOCTH BO Bpems tepanuu IL-2, BocmanuTeNbHbIX HApYIICHUH, BOCHAJIEHUS TIPU
ayTOMMMYHHBIX 3a0onieBaHusix, Oone3Hn KpoHa, pecnupaTopHOro AMCTpPEecC-CHHIPOMaA
B3POCIIBIX,  TEPMHUYECKOTO  TOBPEXKJEHHUs, BKIOYUas  OXOTU  WIM  OOMOpOKEHUS,
MOCTUIIEMHUYECKHX  perniepdy3HOHHBIX  COCTOSHUM, uWHApPKTa  MHOKapaa, CUHApPOMA
TIOBBIIICHHON TIPOHUIAEMOCTH KAaNWULIPOB, OXUpeHus, nuabera, Oone3nu Anblreiimepa,
mn30(PEeHNH, HHCYIIBTA, STMICTICUH, aTePOCKIIEPO3a, BaCKyIuTa, Oyuiesnoro nemburonsa, C3-

TJIOMEPYJIONATHH, MeMOpaHoNpoIuQepaTUBHOTO rioMepynoHedpura, GaToHHOM
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AHTHOIUTACTUKH, TOCTITEMOAUATIM3HOTO CUHAPOMA NIPH CEPJICYHO-IETOUYHOM HIYHTUPOBAHUU WU
[IOYEYHOM IIYHTHPOBAHHUM, T'€MOJAMAIN3A, ITOYEYHOM HIeMHUH, perieppy3un OpbDKEeUHOM
apTepyu NOCJIe PEKOHCTPYKIMHU a0PThl, HH(EKLMOHHOT0 3a00JICBaHNS WIIN CETICHCA, HAPYIICHHUH
VMMYHHBIX KOMIUIEKCOB M ayTOMMMYHHBIX 3a0ojeBaHHM, auabeTtuyeckod HedpomaTuy,
cuHApoMa AJBNOPTa, MNPOTPECCUPYIONIEH IMOYEYHOW HEIOCTATOYHOCTH, MNPOTEHHYPHUUYECKUX
3a00seBaHni 1OYEK, penepdy3MOHHOIO MOBPEXKICHHS IIPU IOYSUHON HILIEMHUH, BOITYAHOYHOTO
He(pHTa, TIIOMEPYJIONATUU, PEBMATOMIHOIO apTPUTA, CUCTEMHOU KpacHO#W Boiuanku (SLE),
SLE wHedputa, wmeMmOpaHompomudeparuBHOTO  HedpUTa, T'eMOJUTUYECKOH  aHEMHH,
ONTHUKOMUENINTA, TPAHCIUIaHTaTa IMOYKH, HACIeACTBEHHOM HenocTtatouHoctu CDS59, ncopuasa n
MUACTeHMHM TpaBuUC. B ompeneneHHBIX JIpYyrUX BapuaHTaX OCYLIECTBICHUS AaHTHUTENA 110
HACTOSIILIEMY H300pPCTCHUIO MOYKHO HCIHOJB30BAaTh JISi JICUCHHS WIM TPCIOTBPALICHHS IO
MEHBIIIeH Mepe OJHOTO CHUMITOMa WM nokazaHus C5-acCOLMMPOBAHHOTO 3a00JEBaHUS HIIU
HapylLIeHUs, BBIOPAaHHBIX M3 [PYMIIbI, COCTOANIEH U3 3a00JIeBaHUH U HapyIIEHUH JIETKUX, TaKuX
KaK JuciHo3, remontusuc, ARDS, actma, XxpoHuueckoe OOCTpYKTHMBHOE 3a00JIEBaHUE JIETKUX
(COPD), »mduzema, neroynas oMOoimmus ¢ WHGAPKT, THEBMOHUS, (UOpPOTCHHBIC
MTHEBMOKOHHO3bI, MOBPEXKACHUSI, 00YCIOBIEHHBIE HHEPTHOM MBUIBI0 U MUHEpalaMu (Hampumep,
KPEMHHUH, yroibHas 0bUIb, OepwiiMid U acOect), (PuOpPO3 JErkux, OpraHUYECcKue
ITHEBMOKOHHO3bI, XMMHUYECKOE IOBpEXJICHUE (M3-3a pa3/IpakalolluX TIa30B M XUMHYECKUX
COC/IMHEHMH, HalpuMmep, Xjopa, (ocreHa, AMOKCHIA CEpPbI, CEPOBOJOPOJA, JMOKCHIA a30Ta,
aMMHaKa ¥ COJISTHOW KHCIOTHI), MOBPEXKICHUE NBIMOM, TEPMUUYECKOE MOBPEKICHHE (HApUMeED,
OJKOT, 00MOpOKEHUE), acTMa, anneprus, OpOHXOKOHCTPUKLUSA, [THEBMOHUT
TUIIEPUYBCTBUTEIIBHOCTH, MMapa3sUTapHbIe 3a00seBaHus, CHHIpOM [ 'yanacuepa, BaCKyJIUT JIETKHX,
HaCJIE/ICTBEHHBIN 0Tek KBUHKE M acCOIMUPOBAHHOE C UMMYHHBIMH KOMILJIEKCAMHU BOCIIAJICHUE.
[0171] B onpeaeneHHbIX BapHaHTaX OCYLUECTBIEHHS aHTUTENA 110 H300PETEHUI0 MOKHO
UCIIONBb30BaTh Ul JIEUEHHUsS CYyOBEKTOB, CTPAJaroIMX IVIA3HBIM 3a00JI€BaHUEM, TaKUM Kak
BO3pacTHas JiereHepaius xenroro mitHa (AMD), nnabetuyeckuti orek xenroro mnstHa (DME),
nabeTrdecKkas peTHHOMATHsI, I1a3HOW aHTHoTeHe3 (T1a3Has HEOBACKYJIApU3allus, opaXxaronias
TKaHb XOPHOHJA, POTOBULBI WM ceT4yaTku), reorpaduueckass arpodust (GA), yBeuT u
ONTUKOMMEIHT. AHTUTENA [0 HACTOSIIEMY H300pPETEHHI0 MOXXHO HUCIOIB30BATh JJIS JIEUEHUS
WU YJAYYIIEHHS 10 MEHBIIEH MEpe OJHOr0 CHUMITOMA WM ToKa3aHud cyxo AMD wunn
BraxHOM AMD. B HEKOTOpBIX BapuaHTax OCYIICCTBJICHUS aHTUTENA IO M300PETCHUIO MOYKHO
MCIIOJB30BaTh VISl IIPENOTBPALLCHUS WIM CHI)KEHUS CKOPOCTU IOTEPU 3peHus. B omHoM wu3
BapUAHTOB OCYIIECTBICHUS aHTHUTENA I10 HACTOSALIEMY M300PETEHHIO MOXKHO UCHOJIB30BATh JUIs
YMEHBIIICHUS JIpYy3 B r1a3zy cyobekta ¢ AMD. B oiHOM 13 BapuaHTOB OCYIIECTBICHUSI aHTUTENA

1o HaCTOoAIICMY I/I306peTeHHIO MOXHO HCII0JIB30BATh A7t OpCAOTBPAIICHUA WU
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YMEHBIIIEHNUS/3aMeJICHHS TIOTEPHU 3peHus y cyobekTa ¢ AMD.

[0172] OnHO MM HECKOJNBKO AHTUTEIN IO HACTOSLIEMY HM300PETEHHIO MOXHO BBOIMTH
Ui OOJIeTYeHUsS] WM TPEAOTBPAIICHUS WIM CHIKCHHS TSIKCCTH OJHOTO WM HECKOJIBKUX
CUMITOMOB WJIM COCTOSHMW/TIOKA3aHMK TJIA3HOTO 3a00NeBaHMs WNM HapylleHUs. AHTUTENa
MOYKHO HCTIOJIB30BaTh UL TOTO, 4TOOBI YAy4IaTh MIM CHUXKATh TSDKECTh O MEHBINEH Mepe
OJHOTO CHMIITOMA, BKJIIOYas B KayeCTBE HEOIPAHUYMBAIOLIMX IPUMEPOB IOTEPIO 3pEHHS,
BU3YAJIbHOE MCKAXCHHE, CI0XKHOCTh aJalTalliid ¢ HU3KHUM YPOBHSIM OCBEIACHUS, UCKPUBICHHOEC
LEHTpaJbHOE 3pEHHE, YBEIHUEHUE 3aTEMHEHHS IIEHTPAIbHOTO/00IIero 3peHHs, MPHUCYTCTBHE
apy3 (Menkue CKOMJICHUS BHEKJIETOYHOIO MaTepHalia, KOTOpble OOpa3yroTcsi Ha CeTYaTKe),
IUTMEHTHBIC M3MCHEHHS, HCKAKCHHOE 3peHHe B (popme MeTaMmopdoricuu, Ipu KOTOPOH CETKa U3
OPSIMBIX  JTMHWH  BBITJBSIAT BOJHUCTOM W YacTU CETKM MOTYT BBITISACTH ITYCTHIMH,
9KCCYNAaTUBHBIE M3MEHEHUs (reMopparuu B TJa3, OOWIBHBIA 3KCCyIaT, CyOpeTHHaIbHOE/TOA
NUTMEHTHBIM  SIUTENHEeM CeTYaTKU/UHTPapeTHUHAJIbHOE TeKydee BEIlleCTBO), MEJIEHHOE
BOCCTAHOBJICHHC 3PUTCIBHON (DYHKIIMH TOCJIC BO3JCHCTBHS SIPKOTO CBeTa ((POTOCTPECCOBBIH
TECT), HAYAIBHYIO ¥ reorpaduiecKyro aTpoduio, CyIeCTBCHHOE CHUKCHNE OCTPOTHI 3peHHUs (Ha
JiBa YPOBH:A WM Ooibine), Hanpumep, ¢ 20/20 no 20/80, mpenMyliecTBEHHbIE IEPUMETPHUECKHE
W3MEHEHHUs MOBBILIEHHON OCTPOTHI 3peHus (s BraxuHoit AMD), pacdoxycupoBaHHoe 3peHue,
IIOCTEIIEHHYIO IIOTEPI0 IEHTPAIbHOIO 3peHUs (y TeX, KTO HMEET HE OKCCYAaTUBHYIO
JISTCHEPALIMIO JKENTOro TMsATHA, OBICTPOEC HA4ajlo MOTEPH 3peHHsl (4acTo OOYCIIOBICHHOE
NOATEKAaHHEM M KPOBOTEUYEHHEM B aAHOMAJBHBIX KPOBEHOCHBIX COCylaXx Yy CyOBEeKTa cC
JKCCYaTUBHOM JereHepauuen jKelaToro IsITHA, LEHTPaJbHble CKOTOMBI (TEHH WM BBIaJEHUE
ToJIeHt 3peHusl), TPYIHOCTH TIPU Pa3JIHMUCHUH [IBETOB, B YACTHOCTH MEX]Iy TEMHBIMU U TEMHBIMH
U MEXAY CBETJBIMU M CBETJIBIMH, IOTEPH) KOHTPACTHON YYBCTBHTEIBHOCTH, NMPSMBIC JIHHUH
BBITJISASIT U30THYTHIMU Ha CeTKe AMciepa.

[0173] Takke B HACTOALUEM OMUCAHUU IPETYCMOTPEHO HCIIOIB30BAHUE OJHOTO WITH
HECKOJIbKUX aHTHUTEJ IO HACTOSAILIEMY M300peTeHUI0 MPOPUIAKTUIECKH Y CYOBEKTOB C PUCKOM
pa3BUTHS JEreHEPallu XKENTOro MATHA, TAaKUX Kak CyOBheKThl B BozpacTte crapiie 50, cyObeKThl C
CEMEIHBIM aHAMHE30M JIeTeHEpAIUH KEJNTOro MITHA, KYPUWIbIIMKUA U CYOBEKThl C OXKUPEHUEM,
BBICOKHM XOJIECTEPUHOM, CEPICYHOCOCYIMCTHIMU 3a00JIeBaHUSIMU WK HE3NOPOBOU AUETOI.

[0174] B nomonHUTEIBHOM BapuaHTE OCYIIECCTBICHUS M300pETEHUs JaHHBIC aHTHUTEINA
HCTIONB3YIOT JUIs TONydeHUs (apMalieBTHUECKON KOMITO3UIIMHN WJTH JIEKAPCTBEHHOI'O CPE/ICTBA
JUIsl JICYCHUS MALMEHTOB, CTPaJaoIuX 3a00/IeBaHHeM HJIM HapylleHueM, cBa3anueM ¢ CS5. B
JIPYrOM BapUaHTE OCYHIECTBIICHUS W300pETEHHs, MAHHBIE AHTUTENA UCIOIB3YIOT B KAueCTBE
BCIIOMOTATENILHONH Tepanmuy ¢ JIFOOBIM JIPYTUM CPEJICTBOM MJIM JIFOOOW JIpyroil Tepamnuei,

HU3BCCTHBIMHU CIICIHAIIMCTAM B ,IIaHHOfI O6II3CTI/I, KOTOPBIC MOXHO HCIIOJb30BaTh I JICHCHUS
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WM yIy4diieHus 3a0oaeBaHus WK HapyllleHus, cBsizanHoro ¢ C5.

KomOunupoBanHas repanus

[0175] KomOunmpoBaHHas Tepamusi MOXKET BKJIIOYATh aHTUTEN0 mnporuB C5 110
M300peTeHNI0 U JIH000€ TOMOJHUTENBHOE TEPANeBTUYECKOE CPECTBO, KOTOPOE MOXKET OBITh
NOJIe3HO B KOMOHMHALIMU C AHTUTEJIOM IO HM300pETEeHHI0O WM ¢ OWOJOTHYECKH AaKTHBHBIM
¢parMeHTOM aHTHTENA 1O HM300pETEHHI0. AHTUTENA 10 HACTOSIIEMY H300PETCHHIO MOYKHO
KOMOMHHMPOBATh CUHEPTUYECKU C OJHUM MJIM HECKOJIBKUMU JICKAPCTBEHHBIMU CPEJICTBAMHU WM
Tepanuel, KOTOphle UCTIONB3YIOT IS JIeueHUs 3a001eBaHus WM HapyleHus, cBszaHHoro ¢ CS.
B HexoTopbhIX BapuaHTax OCYIIECTBIEHHUS aHTUTENA MO H300PETEHHIO MOKHO KOMOMHHPOBAThH
CO BTOPBIM TEPAIEBTUUYECKUM CPEICTBOM, YTOOBI yIIydllaTh OJMH MM HECKOJIBKO CHMIITOMOB
YKa3aHHOTO 3a00JICBaHUS.

[0176] B 3aBucumoctu oT C5-accouuupoBaHHOrO 3a00JeBaHUS WIM HapyIlleHus,
aHTHUTeNla TI0 HACTOSILIEMY H300pETEHHI0 MOXKHO HCHOJB30BAaTh B KOMOHMHAIMM C OJHUM HWJIH
HECKOJIbKUMH  JIONOJHUTEIbHBIMM TEPANEBTUHYECKUMH CpEJICTBAMM, BKIJIIOYas B KadecTBE
HEOTPAaHMYMBAIOIINX TPUMEPOB AHTHKOATYISIHT (HampuMmep, BapdapwuH, acrlvpwH, TEHapHH,
¢benuHauoH, GOHIaNapUHYKC, UAPAIAPUHYKC U UHTUOUTOPBI TPOMOMHA, TaKUe KaK apratpodaH,
JeNUpyadH, OWBaNUPYAMH WM JaburatpaH), MPOTUBOBOCHATIUTENbHOE JIEKAPCTBEHHOE
Cpe/CTBO  (HampuMmep, KOPTUKOCTEPOWIbl M  HECTEPOMAHBIE  [POTUBOBOCIIAJIUTEIILHBIC
JIEKapCTBEHHBIE  CPEACTBA), AHTUTUIIEPTCH3MBHOE  CPEJCTBO  (HAlpuMep, HMHTUOUTOP
AQHTHOTEH3UH-TIPEBPAILAIOIIEro  (PepMeHTa), HMMYHOCYIPECCOPHOE CPEACTBO (HAMpHMEp,
BUHKPUCTHH, LUMKIOCIHOPUH A WIM METOTpeKkcar), GUOPUHOIMTUYECKOE CPENCTBO (HaIpHUMep,
aHKpPOJ, €-aMMHOKAIPOHOBAas KHUCIIOTA, aHTUIUIa3MHUH-al, mpocTaiyiinH U aegudptum),
MOHIDKAIOIEe JIMMUIBL CPEICTBO, TaKoe KaK HWHTHOUTOp TI'MAPOKCHUMETUTIyTapui-KoA-
peaykrasbl, cpeactso mpotuB CD20, Takoe kak purykcumad, cpenctBo npotuB TNF, Takoe kak
nH(pIMKCUMa0, MPOTUBOCYIOPOKHOE CPEJICTBO (HampuMmep, cyibdar maraus), uaruourop C3
WIH aHTUTPOMOOTHYECKOE CPENICTBRO.

[0177] B onpeneneHHBIX BapMaHTax OCYLIECTBIEHUS BTOPOE TEPANIEBTUUECKOE CPEICTBO
npeacTaBisier coboi aApyroe antuteno Kk Oenky CS5. B HacToseM OMUCaHUM MPETyCMOTPEHO
UCIIOJIb30BaHUE KOMOUHAIMKM («KOKTEWJIA») aHTUTEN C LIMPOKOH HeHTpanu3yromen uiu
UHTHOMPYIOLIeH aKTHUBHOCTBIO NpoTHB C5. B HEKOTOPHIX BapuaHTax OCYILECTBIICHHS HE
KOHKYPHUPYIOLIE aHTHTEJIa MOXHO KOMOWHHpPOBaTb W BBOIUTH HYXKIAIOIIEMYCS B 3TOM
cyOBeKkTy. B HEKOTOPBIX BapHaHTaxX OCYUIECTBIICHHUS aHTHUTENA, COJlEp)Kaluecss B KOMOUHAIUHY,
CBA3BIBAIOTCA C OT/IEIBHBIMU HE TEPEKPHIBAOLIMMUCS DSIMTONAMH Ha Oenke. AHTHTENa,
coJepxaluecs B KOMOMHANMU, MOTYT O1okupoBare cBs3biBanue C5 ¢ C5-xkonBepra3oi u/wim

MOTYT IIpeIoTBpaIiaTs/uHruouposath pacmervienue C5 po CS5a u C5b. B omnpeneneHHbIX
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BapHaHTax OCYIIECTBJIECHHUS BTOPOE aHTUTEIO MOXKET oOnanaTh Oosiee NIUTENbHBIM BPEMEHEM
MOJIY)KHU3HU B CBIBOPOTKE YEJIOBEKA.

[0178] Kak wucnonb3yloT B HACTOSIIEM OIMCAHUM, TEPMUH «B KOMOMHALIMH C»
0003Ha4YaeT, 4YTO AONOJHUTENBHBIM TepaneBTUYECKH aKTHBHBIA KOMIOHEHT(bl) MOXHO BBOJUTH
710, OJHOBPEMEHHO C WJIM MOCje BBeAEHMS aHTuTena npotus C5 mo HacToseMy H300pETEHUIO.
TepMuH «B KOMOMHAIMH C» TaKXKE BKJIIOYACT IOCIIEA0BATEIBHOE I COIYTCTBYIOIIEE BBEACHHUE
anTurtena mpotuB C5 U BTOPOro TEPareBTUUCCKOr0 CPEACTBA.

[0179] omOJHUTENBHBIH TEPANeBTHUYECKH AKTUBHBIM KOMIIOHEHT(BI) MOKHO BBOIHUTH
CcyOBeKTy mepen BBeAeHHeM aHTHTena npoTuB CS mo HactosueMmy u3zobperenuro. Hampumep,
MEPBBI KOMIIOHEHT MOXKHO CYHTATh IMOJICKAIIUM BBEACHHUIO IIEPEI» BTOPHIM KOMIIOHEHTOM,
€CJIM TICPBBIM KOMITOHEHT BBOJAT 3a 1 Henemio nepen, 72 1aca nepen, 60 gacos nepen, 48 yacos
nepen, 36 4yacoB nepen, 24 daca nepen, 12 dyacoB nepen, 6 4acoB nepen, S5 4acoB nepen, 4 yaca
nepen, 3 yaca nepen, 2 yaca nepen, | yac nepen, 30 muHyT nepen, 15 munyt nepen, 10 MunyT
nepesi, S MUHYT TEPE] WIIM MCHBINE YeM | MUHYTY TIepe/l BBECJCHUEM BTOPOro KOMIIOHCHTA. B
JIPYTUX  BapUaHTax  OCYIICCTBJICHUS  JOMOJHUTCIBHBI  TEPAarieBTUYECKA  aKTUBHBIN
KOMIIOHEHT(bI) MOXXHO BBOJUTH CYOBEKTY NOCJIE BBEAEHUs aHTUTENa MPOoTUB C5 Mo HacTosLEMY
uzo0pereHuto. Hampumep, mepBblii KOMIOHEHT MOKHO CUMTaTh MHOJJIEKAIIUM BBEACHUIO
«TI0CJIE» BTOPOTO KOMIIOHEHTA, €CIIM IEpPBbIM KOMIIOHEHT BBOJAT depe3 1 MuHYTY mocrue, S5
MUHYT niociie, 10 munyT nocne, 15 munyt nocne, 30 munyt nocse, 1 gac nmocne, 2 yaca nocie, 3
yaca mnocie, 4 yaca nocie, 5 yacoB mocie, 6 gyacoB nocie, 12 gacos nocie, 24 yaca nocne, 36
yacoB nocie, 48 yacos nocnie, 60 yacos nociue, 72 yaca nocie BBEACHHUS BTOPOTO KOMIIOHEHTA.
B japyrux BapuaHTax OCYHIECTBJICHHUS JIOTIOJHUTENIBHBIM  TEPANeBTHUECKH  AKTHBHBIN
KOMITOHEHT(bI) MOKHO BBOJIUTH CYOBEKTY OJTHOBPEMEHHO CO BBEJCHHEM aHTHUTeNna mpoTuB C5
Mo HacToseMy u3zo0peTeHuto. «OAHOBPEMEHHOE» BBEACHME, IJs LeNed HaCTOSIIEro
u300peTeHus, BKJIIOYAET, Hampumep, BBeAeHHE aHTuTena npotuB C5 U JOMOJHUTENHHOrO
TEPATNEeBTUYECKN AKTUBHOTO KOMIIOHEHTA CYOBEKTY B OJIHOM JIO3MpPOBaHHOW ¢dopme WU B
OTJICTIBHBIX JIO3UPOBAHHBIX (POpMax, BBOJAUMBIX CYOBEKTY B Tpenenax Mpuomm3uTesbHo 30
MUHYT WIM MEHbLIE Ipyr OT Apyra. IIpu BBeAeHHM B OTAENbHBIX JO3WPOBAHHBIX (opMmax,
KOKAYI0 AO3HPOBaHHYIO (HOpMY MOKHO BBOJWTBH UEpe3 OJUH U TOT K€ MyTh (Hampumep, oda
antutena npotuB C5 W JOTIONHUTEIBHBIA TEPANeBTUHECKM AKTHUBHBIN KOMIIOHEHT MOKHO
BBOJWTH BHYTPHUBEHHO W T. JI.); aJIbTEPHATHBHO, KaXIyH0 JO3HMPOBAaHHYIO (OPMY MOKHO
BBOAHUTH HYepe3 OTIMYAIOMIMHCA NmyTh (Hanpumep, aHTUTeno MpoTuB C5 MOXHO BBOIUTH
BHYTPUBEHHO W JONOJHHUTEIBHBIM TEPAaneBTUYECKU AKTHUBHBIA KOMIIOHEHT MOXHO BBOJUTH
nepopaibHO). B mr060M ciyuae, BBeJeHHE KOMITOHEHTOB B OJIHOM J103MpOBaHHOU ¢opme, B

OTACJIBHBIX JO3UPOBAHHBIX (bopMax YCPE3 OJIMH U TOT KC NMYTh WJIK B OTACIIBHBIX JTO3UPOBAHHBIX
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dopMax uepe3 pa3NUyHbIE MYTH - BCE CYUTAIOT «OJHOBPEMEHHBIM BBEACHHEM» I Liejei
HACTOSLIEr0 PacKpwiThs. Jlns 1eneil HacTOSsIIEero pacKphITHs, BBeleHHE aHTUTeda MpotuB C5
«10», «OTHOBPEMCHHO C» WA «IIOCJIE» (KaK 3TH TEPMHHBI ONPEACISIOT BBIIIE B HACTOSIIEM
ONMCAaHWUU) BBEACHUS [OMOJHUTEIBHOIO TEpaneBTHUECKU AaKTHBHOIO KOMIIOHEHTa CYMTAIOT
BBeZIcHHEM aHTHTena NpoTuB C5 «B KOMOWMHAIIMM C» JOMOJNHHUTENBHBIM TEPANEBTHUECKU
AKTUBHBIM KOMIIOHCHTOM.

[0180] Hacrosimiee n300peTeHre BKIIIOYACT (hapMaIEeBTUYSCKUE KOMIIO3UIMH, B KOTOPBIX
anTuTeno nmpotuB C5 Mo HacToAleMYy HU300pETEHHI0 COBMECTHO (GOPMYIUPYIOT C OJHUM UM
HECKOJIbKUMH JTOTIOJTHUTEIbHBIMU TePareBTUYECKH aKTUBHBIMA KOMIOHEHTaMH, KaK OMHCAHO B
JPYroM MECTE B HACTOSIILIEM OIMCAHUH.

Cxembl BBEIICHHS

[0181] B cooTBeTCcTBHH C ONpeNeIeHHBIMU BapHaHTaMU OCYIUECTBIEHHS, OJJHOKPATHYIO
no3y adtutena npotuB C5 mno wuzobpereHuro (WM (papMaleBTHYECKOH KOMIIO3UIIUH,
cojiepkamie koMmOuHaimio aHthtena mnpotmB C5 u m000ro W3 JOMOIHHUTEIHHBIX
TEPAICBTHYECKN AKTHBHBIX CPE/JCTB, YKA3aHHBIX B HACTOSIICM OIMCAHWH) MOXHO BBOJIUTH
HY)KJAloIeMycsi B 93TOM CYObeKTy. B COOTBETCTBUHM C ONpeAeNeHHBIMU BapUaHTaAMU
OCYIIECTBIIEHUS] HACTOSILIETO H300peTeHHsl, MHOKECTBO 103 aHTuTena npotuB C5 (ww
(dhapMaleBTHYECKON KOMITO3UINH, COJICpKaIeH KoMOmHANMI0 aHTuTena npotuB CS5 u moboro
U3 JIOTIOJIHUTEIIBHBIX TEPANeBTUYCCKU aKTHBHBIX CPEJICTB, YKa3aHHBIX B HACTOSIIIEM OITMCAHUH)
MOKHO BBOJUTH CYOBEKTYy B TEUYEHHE ONPEAeNeHHOro mnepuona BpemeHH. CrnocoOwl B
COOTBETCTBHUM C OTHM acCHeKTOM H300pEeTeHUsl BKIIOYAIOT [OCJEJI0BATEeIbHOE BBEICHUE
CyOBEKTYy HECKOJNBKHX 703 aHtutesna mpotuB C5 mno wuzobpereHuio. Kak ucnons3yloT B
HACTOSIIIEM OIMMCAHUH, «TIOCIIC/IOBATEIbHOE BBEJCHUE» 0003HAYAET, YTO KAXK/YIO 03y aHTUTENA
npotuB C5 BBOAAT CYOBEKTY B OTIMUYAIOLINIICS MOMEHT BPEMEHH, HATIPUMED, B OTIIMYAIOLIUECS
CYTKH, OTJIEJICHHbIE MPEIBAPUTENILHO OMNpeIesieMbiM HHTEPBaJIOM (HAIPUMED, Yachl, CYTKH,
Heslenn Wi Mecsnsi). Hacrosiee w300peTeHHe BKIIIOYAET CIMOCOOBI, KOTOPBIE BKIIFOYAIOT
TIOCJIC/IOBATEIFHOE BBEACHUE TAIMEHTY OJIHOW HadalbHOHN 03Bl aHTHTEna mpoTtuB C5, mocie
4ero cleAylT OfHA WM HECKOJIBKO BTOPUYHBIX A03 aHTUTena npoTuB C5 U HeoOs3aTeNnbHO
MOCIIE Yero CEYIOT OHA WU HECKOJIbKO TPETUYHBIX 103 aHTuTena nmpotus CS.

[0182] Tepmuubl «HavadbHas J1033», «BTOPUYHBIC JO3BI» U «TPETHYHBIC JO3BI»
OTHOCSITCS K XPOHOJIOTMYECKOW TI0CTIEeIOBAaTEIbHOCTH BBe/leHUs aHTUTena mnpotuB C5 1o
n3o00pereHuro. TakuM 00pa3oM, «HauaabHAas J03a» MPEACTABISET COO0M 103y, KOTOPYIO BBOIST
B Hayaje CXeMbl JIeYeHHsl (Takxke 0003HayalT Kak «o3a 0a30BOT0 YPOBHs»); «BTOPHUYHBIC
JI03BD» TIPEACTABIAIOT COOOW J103BI, KOTOPBIE BBOJAT IOCIE HAYaIbHOW JI03bI; U «TPETUYHBIC

A03bD» IMPEACTABIISIIOT cobon JA03bI, KOTOPBIC BBOJAT ITOCJIC BTOPHAYHBLIX [103. Bcee Ha4YaJIbHBIC,
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BTOPHYHBIE M TPETUYHBIE JO3bI MOTYT COIEPIKaTh OJHO M TO K€ KOJINYECTBO aHTHTENA MPOTHB
CS5, HO B LIEJIOM MOT'YT OTJIMYAThCs APYT OT Jpyra B OTHOLIEHMH 4acToThl BBeJeHusA. OHAKO B
OIIpEeCIICHHBIX BaPHAHTAX OCYLIECTBICHUS KOJIMYECTBO aHTUTeNa potus C5, coeprkallerocs B
HavalbHbIX, BTOPHYHBIX W/WIH TPETUYHBIX [103aX, BapbUpyeT OT OJHOM K ApPYro (Hampumep,
KOPPEKTHPYIOT BBEPX HJIHM BHU3 B 3aBHCHMOCTH OT CUTyalluH) BO BpeMsl Kypca JieueHus. B
OIIPEACTICHHBIX BAapHAHTaX OCYLICCTBICHHS JBE Wi Oosbiue (Hanpumep, 2, 3, 4 wm 5) 103
BBOJAT B HAYaje CXEMbI JICUCHHS B KauyeCTBE «3arpy304HBIX J03», IIOCJIE YEro CICAyIOT
NOCTEYIONIHE 03bl, KOTOPBIE BBOJAAT Ha MEHEE 4acTOU OCHOBE (HANpUMep, «IIOAJIEPIKUBAIOIINE
JTO3BI»).

[0183] B onpeneneHHbIX OOpa3smOBBIX BapHAaHTaX OCYIICCTBICHUS HACTOSIICTO
M300peTeHNs], KaXAYI0 BTOPHYHYIO W/WIM TPETHYHYIO A03y BBOAAT uepe3 1-48 wacom
(manpumep, 1, 1,5, 2,25, 3,3,5,4,4,5,5,55,6,6,5,7,7,5, 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 wunam Oo0’bIIC) IOCIC HETOCPEACTBEHHO
npejiiecTByrouiei 103l @paza «HENoCpeACTBEHHO MPEIIECTBYIOMIAs 103a», KaK MCIIOJIb3YIOT
B HACTOSIIEM ONHCAHUHU, 00O3HAYAeT, B MOCIEAOBAaTENbHOCTH U3 HECKOJIBKUX BBEACHUH, 103y
a"nTuTena npotuB C5, KOTOPYIO BBOAAT MALMEHTy Iepes BBEACHUEM OmkailIiel crenyrouei
JI03bI B IIOCJIEZI0BATEIILHOCTH 0€3 IIPOMEKYTOUHBIX J103.

[0184] CrocoObl B COOTBETCTBUM C 3THM AaCIEKTOM H300pETEHHs] MOTYT BKJIIOYATh
BBEJCHHE MALMEHTY JIIOOOro 4uciaa BTOPUYHBIX W/WIM TPETUYHBIX 103 aHTUTena mpotus CS5.
Hanpumep, B omnpezneieHHBIX BapUaHTaX OCYILECTBIEHUS MALHEHTY BBOIAT TOJNBKO OAHY
BTOPHYHYIO JI03y. B Jpyrux BapmaHTax OCYIIECTBJCHMS ITallUEHTY BBOJSAT JiBE€ WM OOJjbIIe
(manpumep, 2, 3, 4, 5, 6, 7, 8 unu GoJibllie) BTOPUYHBIX 103. AHAJIOTUYHBIM 00pa3oM, B
OIpe/IeIEHHBIX BAPHAHTAX OCYUIECTBJICHUS ITALIMEHTY BBOAST TOJBKO OJHY TPETHYHYIO 103y. B
JPYruX BapuaHTax OCYLIECTBJIEHUS MAalMEHTy BBOJAT JBE MM OoJblue (Hampumep, 2, 3, 4, 5, 6,
7, 8 nnu OoJblle) TPETUYHBIX J03.

[0185] B ompeneneHHBIX BapuaHTax OCYIIECTBJICHUS YacTOTa, C KOTOPOW BTOPHYHBIC
W/WIIM TPETUYHBIE 103bl BBOAT MALIUEHTY, MOXKET BapbUPOBATh B X0JI€ CXEMBI JieueHus. Yactory
BBEJCHUS TaKXKe MOXXET KOPPEKTHUpPOBaTb BO BpeMsl XOJla JeYeHHs [OCPEICTBOM Bpauy B
3aBUCHUMOCTH OT NOTPEOHOCTEH KOHKPETHOTO MAIMEeHTA, 110CJIe KINHUYECKOro 00CIe/10BaHusl.

JIMarHoCTHYECKOE UCIIONIb30BAaHNE aHTHTE

[0186] AnTturena nporus C5 1o HacTosmeMy H300PETEHHIO MOXKHO MCIIONB30BaTh Ul
TOro, 4YToObl OOHApYXHUBaTh W/WiK u3MepsTs C5 B oOpasue, Hanpumep, A1 AUArHOCTHYSCKHX
nenedl. HekoTopsie BapuaHTBl OCYINECTBICHUS IPEAYCMATPHBAIOT HCIOJIB30BAaHUE OJHOTO WM

HCCKOJIBKHUX AHTUTCHI IO HaCTOAIICMY I/I306p€T€HI/IIO B aHa/M3ax Jsd TOTIo, YTOOBI
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obHapyxuBath  CS-accouumupoBaHHOe  3a0osieBaHuMe WM HapymieHue.  OOpasioBbie
JMarHoctTuueckue aHaimm3sl i C5 MOTyT BKIIOUaTh, HANpuUMep, MpuBelAeHHE oOpasia,
HOJIy4EHHOT0 y HAIMeHTa, B KOHTAKT ¢ aHTUTEJIOM IpoTuB C5 110 n300peTenuio, rae aHTUTeINo
npotuB C5 MeTAT noajaronieics oOHapyKEHHIO METKOH MM pernopTepHON MOJEKYIOW HIIn
UCTIONB3YIOT B KQUECTBE 3aXBaThIBAEMOI0O JIMTAHIa 715 TOT0, YTOOBI H30MpaTenbHO BoiAenaTh C5
u3 00pasloB NALMEHTOB. AJIbTEPHATHBHO, HE MEYEHHOE aHTUTeNo npotuB C5 MOXKHO
UCIIOJIB30BaTh B JUATHOCTHYCCKUX INPHMCHCHHSX B KOMOMHAIMH CO BTOPHYHBIM AHTHTEIOM,
KOTOPOE CaMO METAT ¢ BO3MOXKHOCThIO 0OOHapykeHUs. [lonaromascss oOHapyKeHHIO METKA WK
peropTepHas MOJIEKyla MOXeET MPeACTaBIATh cob0i pagmonsoromn, Takoi kak “H, '“C, 2P, 3°S
win  '%];  QuyopecleHTHBIH MM XEMHIIOMHHECIEHTHBIH  ()parMeHT, Takoil  Kak
(IIyopecleMHI30THOIMAHAT WM POJaMuH; Wi (pepMeHT, Takol Kak miermounas docdarasa, P-
rajakTo3ujas3a, IMepoKcHaa3za xpeHa win nonudepaza. KoHKpeTHBIC 00pasloBBIC aHAIM3HI,
KOTOpPbIE MOKHO HCIIOJIB30BaTh sl TOTO, YTOOBl 0OHapyKuBaTh WM u3MepATh C5 B oOpasne,
BKJIIOYAOT TBepAoda3Hbiil uMMyHOCOpOeHTHBIH aHanu3 (ELISA), pamnmonMMyHomorudeckui
anain3 (RIA) u aktuBupyemyto guryopecuenumen coptuponky kierok (FACS).

[0187] OOpa3siisl, KOTOPBIC MOXHO HCIOJb30BaTh B C5 JMAarHOCTUYECKUX aHAIU3ax B
COOTBETCTBUM C HACTOALIMM M300pEeTeHUEM, BKJIIOYAIOT JII0OOH oOpasel TKaHH WM TEKy4ero
BEIIECTBA, MNOJIYYaeMbI OT NalMeHTa, KOTOPHIM COAEPXKUT NOJAAILIHEcs OOHApYKEHHUIO
konmdecTBa wim Oenka C5 minm ero ¢parMEeHTOB, IPH HOPMANbHBIX WM TATOJIOTUYECKHX
coctosHMsX. B 1enoMm, ypoau Oenka C5 B KOHKpETHOM 00pasiie, MoaydyacMoM OT 3/I0POBOTO
naryeHTa (HarmpuMep, NMaluenTa, He Mopa)KeHHOoro 3abosieBaHueM, CBA3aHHBIM ¢ C5), U3MepsIoT
IUIL TOro, yTOOBl M3HAYAJIbHO YCTAHOBUTH 0a30BBIM MM cTaHaapTHbIM ypoBeHb C5. DTOT
6a30Bblif ypoBeHb C5 3aTeM MOXHO CpaBHHBATh ¢ ypoBHsAMH C5, H3MEpPEHHbIMH B oOpasnax,
TIOJIYYCHHBIX Yy WHAMBHIYYMOB C TOJI03peHHEM Ha Haymune CS5-acconMUpOBAHHOTO COCTOSTHUS
WJIA CUMIITOMaMH, CBSI3aHHBIMU C TAKUM COCTOSTHUEM.

[0188] Amntutena co crneuuduuHocteio k Oenky C5 Moryr He colepxarb
JOTMIOJTHUTENIbHbIE METKU WJIM (DparMeHTbl WIM OHHM MOTYT conepxaTh N-KOHUeByro uimu C-
KOHIIEBYI0O METKy wWin (parmeHT. B OJHOM M3 BapWaHTOB OCYIICCTBICHUS METKOW WA
¢parmeHTOM SsBNSieTCT OWMOTMH. B aHamm3e CBA3BIBAHWS MECTONONIOKCHHUE METKH (ecin
YMECTHO) MOXKET ONPEACISATh OPUEHTALHMIO TMENTHIa OTHOCHUTEIBHO MOBEPXHOCTH, C KOTOPOH
CBSI3BIBAIOT menTHX. Hampumep, eciu IMOBEPXHOCTh IOKPBIBAIOT AaBHIMHOM, IICITHI,
copepxamyit N-KOHIIEBOH OMOTHH, OyJeT OpUEHTHPOBaH Tak, 4To C-KOHIEBas 4acTh MENTH/IA
OyZeT IUCTabHOM OTHOCHUTENBHO TIOBEPXHOCTH.

N36panHble BapuaHThl OCYILIECTBICHUS

[0189] M30panHbie BapuaHTbl OCYLIECTBICHUS II0 HACTOSLIEMY PACKPBITHIO BKJIIOUYAIOT
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clenyronee:

[0190] B BapuanTe ocyuiecTBieHus: 1, HacTosiee U300pETEHHE BKIIOYAET BbIJCIICHHOE
AQHTHUTEJIO WIA €r0 aHTUICHCBS3BIBAIOIUN (DparMeHT, KOTOPHIC CHEIM(UICCKH CBS3BIBAIOTCS C
6enxom ¢akTopa 5 komrmeMenTa (C5), rae aHTUTENO UK €ro aHTUTeHCBA3BIBAIONIMK (hparMeHT
B3aMMOJICUCTBYIOT C OJHOM WJIM HECKOJIBKMMHM aMHHOKHCIOTaMu, coaepxaummucs B C5 (SEQ
ID NO: 359), kak onpenenstoT o BOAOPOA-ACHTEPUEBOMY OOMEHY.

[0191] B BapuanTe OCYUICCTBICHHS 2, HACTOSIIEE M300PECTCHUE BKIIIOYACT BBHIICIICHHOE
AQHTHUTEJIO WM aHTUT€HCBSA3BIBAIOIINN (parMeHT MO BapUaHTy OCYIIECTBIEHUS 1, IAe aHTHTEIO
UIH €ro AaHTUTeHCBS3BIBAIOIIMKI (parMeHT B3aUMOJAEUCTBYIOT C OJHOM WU HECKOJBKHUMHU
AMUHOKHUCIIOTAMH, COJCPKAIUMHACA B o tienu u/uimu f enu C5, Kak onpeneisiioT 1Mo BOAOPO/I-
JneiTepueBoMy 0OMEHY.

[0192] B BapuanTe OCYHICCTBICHUS 3, HACTOSIICE U300PCTCHUC BKITIOYACT BBIJCICHHOC
AHTUTENO WIM aHTUTEHCBA3BIBAIOIIUN (parMeHT MO BapHaHTaM ocyllecTBieHus 1 wiu 2, rie
AHTHUTEINIO WM €r0 aHTUTE€HCBS3BIBAIOIIUN (PparMeHT He B3aUMOAEHCTBYIOT C aMUHOKHUCIIOTOH U3
obmnacteio anadunaroxkcuaa CSa u3 C5, KaKk Onpe/IesisioT 10 BOJOPOI-/ICHTEPHEBOMY OOMEHY.

[0193] B BapuanTe ocyuiecTBicHUs 4, HacTOsIIEe N300PETCHUE BKIIIOYACT BBIICIICHHOC
AQHTHUTENO WM aHTUTNE€HCBSA3BIBAIOLIUI (pparMeHT 1o 1roO00My U3 BapUaHTOB OCYIIECTBIEHUs ¢ 1
10 3, rie aHTUTENO WM €ro aHTUIeHCBA3BIBAIOIIUN (parMeHT B3aMOAEUCTBYIOT C OJHOM WU
HECKOJIbKUMH aMUHOKHUCIIoTaMH, cozepxamumucs B SEQ ID NO: 360 w/umu SEQ ID NO: 361,
KaK OTIPE/ICIISIIOT 110 BOAOPOI-ACUTEpUEBOMY OOMEHY.

[0194] B BapuanTe oCcylIeCTBICHUS 5, HACTOsAIIEe U300PETCHNE BKIIIOUACT BBIJICIICHHOE
AQHTUTEJIO WIM aHTUTEHCBS3BIBAIOILUI (DparMeHT 1o JI000MY M3 BApUAHTOB OCYILECTBIIEHHS C |
oo 4, rne aHTUTeNO WIM €ro AaHTUIEHCBA3BIBAIOIMN (parMeHT B3auMOAECUCTBYIOT C
AMHUHOKHCIIOTHOM  TOCJIe/IOBATCIIbHOCTRIO, BBIOPAHHOW W3 TPYMIBI, COCTOsIEed wu3 (a)
aMuHOKHUCIIOT ¢ 591 110 599 u3 SEQ ID NO: 359; (b) amunokuciot ¢ 593 no 599 u3z SEQ ID NO:
359; (c) amunokucnot ¢ 775 mo 787 uz SEQ ID NO: 359; (d) amunokucnor ¢ 775 mo 794 u3
SEQ ID NO: 359; u (e) amunokucinot ¢ 779 no 787 uz SEQ ID NO: 359.

[0195] B BapuanTe ocymiecTBiIeHUsI 6, HACTOSAIIEE U300PETCHUE BKIIOYACT BBIICICHHOE
AQHTHUTEJIO WIH €r0 aHTUTCHCBS3BIBAONINN (PparMeHT 1o JIroOOMY M3 BAPUAHTOB OCYIICCTBIICHUS
¢ 1 po 5, roe aHTUTENO WIM €r0 aHTUTCHCBS3BIBAIOIIMH ()parMeHT B3aMMOJECHCTBYIOT C IIO
MEHBIIEH  Mepe TMAThbI0  AMHUHOKHCIOTAMH,  COJEPXKAIIMMHCS B  aMHHOKHCIOTHOM
MOCJIC/IOBATEIFHOCTH, BBIOpaHHOM u3 Tpymmsl, coctosmiel u3 SEQ ID NO: 360 u 361.

[0196] B BapuaHTe OCyUIECTBICHHUS 7, HACTOAIIEE U300PETEHHUE BKITIOYACT BBIICICHHOE
AQHTHUTEJIO WIHM er0 aHTHUI'CHCBA3BIBAIOIINN (PparMeHT 1o JIr000MY U3 BApHAHTOB OCYLIECTBICHUS

c 1 A0 5, IJI€ aHTUTEIO0 WIH €ro aHTUICHCBA3bIBAIOIIHUI (I)paI“MCHT B3aHMOﬂ€ﬁCTBYIOT C
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aMHHOKHCIOTHBIMY MocieaorateasHocTaMu SEQ ID NO: 360 u 361.

[0197] B BapuanTe OCYyLIECTBJICHHUS 8, HACTOSIIEE U300PETEHHE BKIIOYAET BbIJCIICHHOE
AQHTHUTEJIO WIA €r0 aHTUICHCBS3BIBAIOIUN (DparMeHT, KOTOPHIC CHEIM(UICCKH CBS3BIBAIOTCS C
6enxom ¢akTopa 5 komrieMeHTa (C5), e aHTUTENO UK €r0 aHTUTeHCBA3BIBAIONINHN (DparMeHT
B3aMMOJEHCTBYIOT C MO MEHbBIIEH MEpe OJHMM M3 CIEIYIOIIMX aMHUHOKUCIOTHBIX 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 wiu
L794 u3 SEQ ID NO: 359.

[0198] B BapuanTe ocymniecTBiIeHHs 9, HacTosIee U300pETeHHE BKIIOYAET BHIICICHHOE
AHTHUTEJIO WIH €r0 aHTUTCHCBS3BIBAIOIINN (PparMeHT 110 JIF0OOMY U3 BAPHAHTOB OCYIICCTBICHUS
¢ 1 no 8, rae anTuTENno 00IAKACT OAHON MM HECKOJIBKMMH W3 CICAYIONINX XapaKTePUCTHK: (a)
UMeEeT KOHIIEHTpAaIUI0 B ChIBOpOTKe Oomnbiie yem 10 Mkr/mi Ao cyrok 70 mpu BBeIEHHU
sBaHCKOMY Makaky; (b) Omokupyer kimaccuueckuil nmytes (CP) remonusza go cytok 35 mpu
BBCJICHUY SIBAHCKOMY MakKaKy, KaKk H3MEpPSIIOT B aHAIM3C TeMoyin3a exXx vivo; (c) Oyokupyer
anbTepHaTUBHBIA 1MyTh (AP) remonusza 10 cyrok 35 mpu BBEJACHHM SIBAHCKOMY MaKaky, Kak
U3MEPSIOT B aHAM3€e reMoin3a ex vivo; (d) uMeer BpeMs MONTYKU3HU B CHIBOPOTKE OOJbIIE YEM
10 cyTOK y SIBaHCKOr0O Makaka; (€) UMeeT KOHLEHTPAIMIO B CHIBOPOTKE Ooublie yem 10 MKr/mi
no cyrok 40 mpu BBenenun CS-rymanusupoBanHbM Mblmam; (f) 6moxupyer CP remonms no
cyrok 30 npu BBeneHUU C5-ryMaHU3UPOBAHHBIM MBIIIAM, KaK U3MEPSIOT B aHAIM3E TEMOJTU3a €X
vivo; U (g) uMeeT BpeMms NOJYKHU3HU B CBIBOpoTKe Ooibimie yem 10 cytok y C5-
TYMaHU3UPOBAHHBIX MBIIIEH.

[0199] B BapuanTe ocymiectBneHus 10, HacTosIiee N300peTeHNE BKIIOYACT BBIJICIICHHOE
AQHTHUTEJIO WX €r0 aHTUTCHCBS3BIBAIOIIHNI ()PArMEHT IO JIFOOOMY U3 BAPHAHTOB OCYIIECCTBICHHS
¢ 1 no 9, rue anTUTENO OONIAKAET NOMONHUTEIBHOU XapaKTePUCTHKON, BRIOPAHHON U3 TPYIIILI,
cocrosiiei u3: (a) mpeacrarisier coool MOHOKIOHANILHOE aHTUTENO MOJHOCTRIO YernoBeka; (b)
cBs3piBaeTcst ¢ CS5 wenoBeka ¢ koHcTaHToM auccornuanuu (Kp) menbme yem 0,9 HM nipu 25°C,
KaK M3MEpSIOT B aHalN3€ MOBEPXHOCTHOrO TUTa3MOHHOTO pe3oHaHca; (c¢) cmssbiBaeTcs ¢ C5
yesoBeka ¢ Kp mensine yem 0,3 HM mnpu 37°C, kak n3MepsOT B aHaIU3€ MMOBEPXHOCTHOTO
niaa3MoHHOTO pe3oHaHca; (d) ces3piBaeTes ¢ C5 obe3wpsinbl ¢ Kp menbiie wem 65 HM, kak
U3MEPSIIOT B aHAJIM3€ MOBEPXHOCTHOTO IJIA3MOHHOI'0 PE30HaHCa; (€) CBSA3BIBACTCS C BAPUAHTOM
C5 genoseka R885H (SEQ ID NO: 356) ¢ Kp menbmie yem 0,5 HM, Kak U3MEpSIOT B aHAIN3E
MOBEPXHOCTHOrO TIa3MOHHOTO pezoHaHca; (f) cBsszwiBaeTcsi ¢ BapuantoM C5 uenmoexa R885C
(SEQ ID NO: 357) ¢ Kp menbuie yeM 0,5 HM, Kak M3MEpSIOT B aHaIM3€ MOBEPXHOCTHOTO
MJIa3MOHHOTO pe3oHaHca; (g) Omoxupyer omnocpenoBaHHblil CS uemoBeKa KIACCHYECKHH TyTh

(CP) remonu3a 6osbiue yeM Ha 95% u ¢ ICsp menbiie yuem 6 HM, kak usmepsitor B ananuze CP
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remoniuza; (h) 6mokupyet onocpenoBanHpld CS yenoBeka anbTepHaTUBHBINA MyTh (AP) remonusa
oomnpuie gem Ha 70% u ¢ ICso Menbie yem 165 M, kak usmepsitor ananuze AP remomnmsa; (1)
uHruoupyer omnocpenoanuplii C5 adpuxanckoii 3enenoit maprteimku CP remomus ¢ ICso
MeHbIle yeM 185 HM, kak u3mepstoT B anasinze CP remonu3a; (j) ”HruOUpyeT onocpe1oBaHHbIN
CS5 adpukanckoit 3enenoit Mapteinku AP remonus ¢ ICso meHbIe yeM 235 HM, kak H3MeEpSOT
anaimmse AP remosnsa; (k) unrnbupyer onocpenoBannbiit C5 sBanckoro makaka CP remouus ¢
ICso menpme uwem 145 HM, kaxk m3mepsior B aHanmu3e CP remommza; u (1) maruGupyer
onocpenoanHbiit C5 sBanckoro Mmakaka AP remonus ¢ ICso menpiie yem 30 HM, Kak U3MepSIOT
aHanuze AP remonm3sa.

[0200] B BapuanTe ocymectBieHus 11, HacTosiee n300peTeHUE BKIIOYACT BBIACIICHHOEC
AHTHUTEJIO WIA aHTUTCHCBS3BIBAIOILUE (PparMenHT mo Jo0oMy U3 BApPHAHTOB OCYILECTBICHUS C 1
no 10, rae aHTUTENO WIM AHTUTEHCBS3LIBAIONIMM (PPArMEHT CONEPKUT TpU ONpeAelsolue
KoMIuieMeHTapHocTh o0nactu (CDR) Tskenoit uenn (HCDRI, HCDR2 u HCDR3),
COJICpIKaIUecsT B JIO0OW OJIHON M3 IMOCIIC/IOBATCIILHOCTCH BapuaOCIbHOW OOJacTH TSAKEIIOH
uenu (HCVR), nepeuncnennsix B tabnuue 1; u tpu CDR nerxoii nenu (LCDR1, LCDR2 u
LCDR3), conepxaimuecss B a000H OAHOM M3 MociaenoBaTelbHOCTEH BapualOenbHOM o0nacTH
nerkoii nenu (LCVR), nepeuncrnennsix B Tabmuie 1.

[0201] B BapmanTe ocymiectBieHus 12, HacTosIee N300pETCHUE BKIIOYACT BBICICHHOS
AHTUTEJIO WM €T0 aHTUTCHCBS3BIBAIOLINHN (PparMeHT 110 JII000MY U3 BAPHAHTOB OCYIICCTBICHHS
¢ 1 mo 11, xoropweie cogepxkatr: (a) momedH HCDRI, wumeromuii aMHUHOKHCIOTHYIO
MOCIIEA0BATENBHOCTD, BRIOPaHHYIO U3 rpynisl, coctosanieit uz 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) nomeH
HCDR2, wumerommii aMUHOKHCIOTHYIO —TIOCJIE/IOBATENIbHOCTh, BBHIOPAHHYIO W3 TPYIIILI,
cocrosimei 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) nomen HCDR3, umeronumii aMUHOKUCIOTHYHO
MOCJIC/IOBATEILHOCTD, BRIOpaHHYIO M3 TpymIsl, cocTosmieit uz 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) momeH
LCDRI1, wumeroumii aMHHOKHUCIOTHYIO TIOCIEHAOBATENbHOCTh, BBIODAHHYIO H3 TPYIIILI,
cocrosied uz SEQ ID NO: 12, 28, 44, 60, 76, 92, 108, 116, 132, 164, 180, 196, 212, 228, 244,
260, 284, 300, 316, 332 wu 348; (e) momen LCDR2, wumeromuii aMHUHOKHCIOTHYIO
MOCJIeIOBATEILHOCTD, BRIOpaHHYIO U3 rpymmbl, coctosamen nu3z 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) nomen
LCDR3, wumerommii aMHHOKHUCIOTHYIO IIOCHEHAOBATEIILHOCTh, BBIOPAHHYIO U3 TPYIIILI,
cocrosmmer uz SEQ ID NO: 16, 32, 48, 64, 80, 96, 112, 120, 136, 168, 184, 200, 216, 232, 248,
264, 288, 304, 320, 336 n 352.
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[0202] B BapuanTe ocyuiecTrieHus 13, HacTosee H300peTeHNE BKITFOYAET BhIICICHHOE
AHTHUTEJIO WIHA €r0 aHTUTCHCBSA3BIBAIOMINN (pparMenT 1o JIioOoMy U3 BapHAHTOB OCYIIECTBICHUS
¢ | nmo 12, coxmepxamee HCVR, wumeromyio aMHHOKHCIOTHYIO I10CJIEI0BATEIBHOCTD,
BBHIOPAHHYIO M3 TPYMIbL, cocTosmed u3 mnocieaoparensHocTet HCVR, mnepedncieHHbIX B
tabmuie 1.

[0203] B Bapumante ocymiectieHus 14, Hacrosiiee H300pETCHUE BKIIIOYACT BBIICICHHOC
AQHTUTEJIO WM €ro AHTHICHCBS3BIBAIOIIMK (PArMEHT 110 BapHaHTy OCYILECTBICHUS 13,
cogepxamme LCVR, wuMewmyr aMHHOKHCIOTHYIO MOCIEI0BATEIbHOCTh, BBIOPAHHYIO M3
TPYIIIBI, cocTosMIeH u3 nocinenoparenpHocTed LCVR, nepeuncnennsix B Tadbaure 1.

[0204] B BapuanTe ocymecTBieHus 15, HacTosee N300pETCHUE BKITIOYACT BBIICICHHOC
AHTUTEJIO WM AaHTUTCHCBS3BIBAIOIIUHN ()parMeHT 1O JIFOOOMY M3 BapHAHTOB OCYIECTBICHHUS ¢ 11
1o 14, coaepxaliue napy aMUHOKUCIOTHBIX nocneaoBarenbHocTeit HCVR/LCVR, BeiOpanHyto
u3 rpynnsl, cocrosimei uz SEQ ID NO: 2/10, 18/26, 34/42, 50/58, 66/74, 8§2/90, 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.

[0205] B BapuanTe ocyuiectBieHus 16, HacToslee H300peTeHNE BKIIOYAET BHIIEICHHOE
AHTUTEJIO WINA €r0 AHTUTECHCBA3BIBAIOIININ (PparMeHT 110 JIIoOOMY U3 BapHAHTOB OCYILIECTBICHHUS
¢ 11 nmo 15, conepxamme tpu CDR, conepxammecs B HCVR, BbIOpaHHO W3 TpyIIsI,
cocroawenn 3 SEQ ID NO: 50, 98, 138 u 202; u tpu CDR, coxepxkamuecs B LCVR,
BBIOpaHHOM U3 Tpymibl, coctosied u3 SEQ ID NO: 58, 106 u 210.

[0206] B BapuanTe ocymiectBineHus 17, HacTosIee N300peTeHNE BKIIOYACT BBIJICIICHHOE
AHTUTEJI0 WM €ro aHTUTCHCBS3BIBAIONIUN (PArMeHT 10 BAPUAHTY OCYIICCTBICHHUS 16,
conepsxxauiue CDR, BeiOpaHHbIe U3 rpyrmbl, coctosuiei uz: (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.

[0207] B BapuanTe ocymiecTBieHus 18, HacTosee n300peTeHNE BKIIOYACT BBIJICIICHHOE
AHTUTENI0 WM ero AaHTHTeHCBS3BbIBAKOIIMNA ¢parMeHT 10 BapuaHTy ocyllecTBlieHus 17,
colepiKallie mnapy aMHHOKUCIOTHbIX mnocnepoBatensHocTeit HCVR/LCVR, BoiOpanHyio u3
rpymsl, coctosiieit n3 SEQ ID NO: 50/58, 98/106, 138/106 u 202/210.

[0208] B BapmanTe ocymecTBiaeHus 19, Hacrosuiee M300pEeTEHUE BKITIOYAET aHTUTENO
WIM €T0 aHTUTEHCBSI3BIBAIOMINKI (parMeHT, KOTOpbIe KOHKYPHPYIOT 3a cBsizbiBanue ¢ C5 c
AHTUTEJIOM WJIM €0 aHTUTCHCBSI3BIBAOIIMM (PPArMEeHTOM 110 BapHAHTY OCYIIECTBiIeHHS 17.

[0209] B Bapmante ocymecTtBiaeHust 20, HacTosIIee M300PETCHUE BKIIIOYAET AHTUTEIO

WJIM €T0 aHTHUTCHCBSA3BIBAIOUIMIA (bpaI“MeHT, KOTOPBIC CBA3LIBAKOTCA C TCM KC JIIUTOIIOM, YTO U
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AQHTHUTEJIO WU €r0 aHTUTeHCBS3bIBAIOIINN (PparMeHT Mo BapuaHTy OcylllecTBIeHUs 17.

[0210] B BapmanTe ocymiecTBieHust 21, Hacrosee U300pETEHUE BKIIOYAET AHTUTEIIO
VI €T0 aHTUTCHCBA3BIBAIONINN (parMeHT IO BapuaHTy ocyuiecTsieHus 9 unu 10, comepxkariue
BapHaOeIbHYI0 00JaCTh TSDKEIOH LEMNH, COAEpXKALlyI0 aMUHOKUCIOTHYIO HOCIE10BAaTENbHOCTD,
NepEeYnCIeHHYI0 B Tabauie 1, uMeronryro He OoublIe 5 3aMeH aMUHOKHCIIOT.

[0211] B BapuanTe OoCyuiecTBICHUs 22, HACTOSIICEC H300PECTCHHE BKIIOYACT AHTUTEIIO
WIN €r0 aHTHTCHCBSI3BIBAIONINI (PparMeHT 110 BapHaHTy OCYIICCTBICHHUS 21, KOTOPBIC COAEPIKAT
BapualeIbHyI0 O0JIACTh JIETKOH IeNH, COAEPKAIIYl0 aMUHOKHCIOTHYIO MOCTEA0BATENbHOCTD,
NEPEeYUCIICHHYIO0 B Ta0nuile 1, UMEeonIyro He 0oblile 5 3aMeH aMUHOKHUCIIOT.

[0212] B BapuanTe ocymiecTBicHUs 23, HACTOsIICe M300OPETEHUE BKIIOYACT aHTHUTEIIO
WIN €r0 aHTUTCHCBS3BIBAIOMININ ()parMeHT 10 BapHaHTy ocyiiecTBienus 9 mimm 10, conepxariye
BapualeIbHy0 007acTh TSDKENOH Ienu, o0Nafaroyto no Menbineil mepe 90% HIEHTUUHOCTHIO
nociaenoBarenpHocted ¢ SEQ ID NO: 98.

[0213] B Bapumante ocymiecTBicHust 24, HacTOsIICe U300PETCHUE BKIIIOYACT AHTHUTEIIO
WIA €r0 aHTUTCHCBS3BIBAIOMUN (QparMeHT IO BAPUAHTY OCYIICCTBICHHUS 23, COJEpIKallue
BapualenbHyl0 00NacTh JErKoi 1enu, obnajaronlyto no MeHblueil Mepe 90% HUIEHTHUYHOCTBIO
nocnegoatenbHocTel ¢ SEQ ID NO: 106.

[0214] B BapmanTe OCymIeCTBICHUS 25, HACTOSAIIEE N300PETCHUE BKITIOYACT BBICIICHHOES
MOHOKJIOHAJILHOC AHTHUTEIO WU €ro aHTUTCHCB3BIBAIOMIMKN (parMeHT, OIOKUPYIOIIHE
pacmenenne C5 Ha CSa u C5b, xotopeie cogepxkar tpu CDR u3 HCVR, rne HCVR umeer
AMHHOKHUCIJIOTHYIO ITOCJI€0BATEIbHOCTD, BBIOpAaHHYIO U3 rpymiibl, cocrosimeit uz 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 m3 LCVR, rne LCVR wumeeT aMHHOKHCIIOTHYIO TIOCJIE/IOBATEILHOCTD,
BbIOpaHHyIo U3 rpynmnsl, cocrosauieit uz 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.

[0215] B BapmanTe oOcCymIeCTBICHHS 26, HACTOANIEe W300PETCHUE BKIIOYACT
(apMarieBTHYECKYl0  KOMIIO3HMIIMIO,  COJEPXKAIyl0  BBUICJICHHOC aHTHUTEIO WM  €ro
AHTUT€HCBA3BIBAIOIIUN (PparMeHT, KoTopble CBs3bIBalOTCS ¢ C5 B COOTBETCTBUU C JIOOBIM
OJIHUM U3 BapUaHTOB ocyllecTBieHus ¢ 1 a0 25, u dbapmalieBTHUECKU MPUEMIIEMbIII HOCUTEND
WU pa30aBUTEb.

[0216] B BapmanTe oOcCymIeCTBICHHS 27, HacTofllee W300peTCHHE BKIIOYACT
BBIJICJICHHYIO MOJIEKYITY MONMHYKJICOTH A, COJZIEPIKAIIIETO HOJMHYKJICOTH THYIO
MOCIIEA0BATENIBHOCTE, KoTOpas koaupyeT HCVR aHTuTeNna, Kak M3J0XKEHO B TIO0OM OJHOM H3
BAPUAHTOB OCyIecTBiIeHUs ¢ 1 10 25.

[0217] B BapumanTe oOCyHIeCTBICHHUS 28, HacTosllee W300pPETCHUE BKIIIOYACT
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BBIJIEJICHHYIO MOJIEKYITY MOJIMHYKJICOTH A, coJiepKaulyo HOJMHYKJICOTHIHYIO
I10CJIEIOBATEIILHOCTD, KoTopas koaupyer LCVR anTHTena, Kak M3JI0KEHO B JIFOOOM OJHOM M3
BapMaHTOB ocylecTsieHus ¢ 1 no 25.

[0218] B BapumanTe ocymecTBiIeHus 29, HacTodllee H300peTeHHE BKIIOYAET BEKTOP,
CoJiepKalluil MOMMHYKICOTHIHYIO MOCIEN0BAaTEIbHOCTh 10 BapUAHTY OCYIIECTBIEHUS 27 WU
28.

[0219] B Bapuante ocymectBieHus 30, Hactosmee M300pPETCHUE BKIIOYACT KIICTKY,
IKCIIPECCUPYIONILYIO BEKTOP 110 BapUaHTy OCYIIECTBIEHUA 29.

[0220] B Bapuante ocymectBieHuss 31, Hacrosmee H300peTeHHE BKIHOYAET CIOCOO
[PEOTBPALLCHHS, JICUCHHUS WIM YJIYYILEHUS 10 MEHBIIEH MEpe OJHOI0 CHUMIITOMA WM
nokazanus 3a0ojeBaHUs WM HapymeHws, cBsizaHHoro ¢ C5, crmoco0 BKIIOYAaET BBEICHUS
aHTUTENA WM aHTUTE€HCBS3BIBAOLIETO (PparMeHTa mo JIo0OMYy U3 BapUaHTOB OCYLIECTBIEHHS C
1 10 25 Hy)kareMycs B 3TOM CYOBEKTY.

[0221] B BapmanTte ocyniecTBiICHHUS 32, HACTOAIICC U300PETCHUE BKIIIOYACT CIIOCOO IO
BapHaHTy OocyllecTBiIeHUs 31, B KoTopoM 3a00JieBaHNE WK HapylEHUE BHIOMPAIOT U3 TPYIIIIEI,
COCTOALIEH M3 aTUIMYHOrO FeMOJHMTUKO-ypeMuueckoro cunapoma (aHUS), mapoxcusmanpHON
HOuHOHM remornoounypun (PNH), Bo3pacTHOH JereHepanuu >KeNTOro MATHA, reorpaduyeckoi
arpoduu, yBeuTa, ONTUKOMUEIUTA, PACCEIHHOIO CKJICpO3a, MHCYJIbTa, cuHipoMa [ uiiena-bappe,
TPaBMaTUYECKOTO IIOBPEK/JACHHMS TOJOBHOIO Mo3ra, ©Oosie3nu [lapkuHcoHa, HapyleHUi
HEHAUIeKALIEH WIM HeXelaTeJbHOUW AaKTHBAalMM KOMIUIEMEHTA, OCIOKHEHHH TIeMoJuainsa,
CBEPXOCTPOr0  OTTOPXKEHHA  @UIOTPAHCIUIAHTAaTa,  OTTOPKEHHUS  KCEHOTPAaHCIUIAHTAaTa,
UH/1yIIUPOBAHHON MHTEPJICHKUHOM-2 TOKCHYHOCTH BO Bpems Tepanuu IL-2, BocmanuTeNbHBIX
HapYIICHU, BOCTIAJICHUS TIPU ayTOMMMYHHBIX 3a0osieBaHusx, 6one3nu Kpona, pecimpaTopHOro
JUCTPECC-CUHIPOMA  B3pPOCJIbIX, TEPMHYECKOrO IOBPEXAEHHUs, BKIIOYas OXOIM WU
0OMOpOXKEHHs, TOCTHIIEMHYECKUX pernepy3MOHHBIX COCTOSHUH, HWH(papKkTa MUOKapia,
CHUHApPOMA TIOBBINICHHOM IPOHMUIIAEMOCTH KallWUIIPOB, OXUpEHHs, [nuadera, OO0Je3HH
AnbrreiiMepa, MU30(QPEHUN, UHCYJIbTA, AIWICIICHH, aTepOCKIEpO3a, BACKYJIHTa, OyJJie3HOro
nemduronna, C3-rnomepynonatid, MeMOpaHONPOAU(PEPATUBHOIO  IIIOMepyJoHehpHUTa,
nuabeTnyeckod  HedpomaTtuM, CHHApoMa  AJIBIIOpTa,  [POrPeccCHpyIoled  MO4eyHOMH
HEJI0CTAaTOYHOCTH, MPOTEMHYPUUECKHX 3a00J€BaHMIl MOUYeK, pernepPy3MOHHOTO TOBPEKICHHS
Ipu  TIOYEYHOM  HWIIEMHUM,  BOJYAaHOYHOTO  HedpuTa, OaUIOHHOW  AHTHOIIIACTHKH,
IIOCTTEMOJUAIM3HOIO CUHApPOMA MpPH CEPIAEYHO-JIETOYHOM IIYHTHPOBAHHU WIHM I10YEYHOM
LIYHTUPOBAHUH, T€MOJMANN3a, [TIOYCYHON HIeMUH, penepdy3un OpbDKEeyHOU apTepuu Iocie
PEKOHCTPYKIIMM AOPThl, MH(MEKIIMOHHOTO 3a00JIeBaHUs WM CENcHca, HapylICHUH HMMYHHBIX

KOMIUIEKCOB U ayTOMMMYHHBIX 3a00JIEBaHMM, MIOYEUHBIX HAPYIIECHUN, PEBMaTOMHOTO apTPUTa,
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cucteMHoit kpacHou Bomyanku (SLE), SLE wnedpura, npomudeparusHoro Hedpura,
IeMOJINTUYECKON aHEMHH, AacTMbl, XPOHHYECKOIO OOCTPYKTHBHOIO 3a00J€BaHMS JIETKHX
(COPD), am¢pu3zemsl, JierogHbIx 3M00ui 1 HHPAPKTOB, THEBMOHUH U MUACTCHUU TPABHC.

[0222] B BapuanTe ocyuecTBieHus 33, HacToslee U300peTeHne BKIIOYAET Coco0 Mo
BapHaHTy ocyuiecTBiIeHHA 31, B KOTOpOM 3a0oneBaHue WM HapylLICHHE MpEeACTaBIseT coOoil
aHUS.

[0223] B BapmanTte ocyuiecTBicHHUsI 34, HACTOAIICEC U300PETEHUE BKIIIOYACT CIOCOO IO
BapUaHTy ocyuiecTBieHus 31, B KOTopoM 3a0ojeBaHHE MM HapylleHHe NpeACTaBiIsieT coOoi
PNH.

[0224] B BapmanTe OCyUICCTBICHHUS 35, HACTOsIIEE M300PETCHUE BKIIOYACT CHOCOO 110
ar000My U3 BapHaHTOB ocymecTBieHUs 31-34, B KOTOpoM (apMameBTUYCCKYIO0 KOMIIO3UIIUIO
BBOJAT NPOPHIAKTHUECKU HITH TEPANIEBTHUECKU CYOBEKTY, HYKAAOLIEMYCs B 3TOM.

[0225] B BapuaHTe ocymiecTBieHUs 36, HacTosAlLlee H300PETEHHE BKIOYAET CIOCO0 MO
aroboMy ®3 BapuaHTOB ocymiecTBieHHss ¢ 31 1o 35, B KOTOpoM (papmaneBTHUECKYIO
KOMITO3UIIUIO BBOJST B KOMOWHAIIMH CO BTOPBIM TCPAIICBTUYCCKIM CPEICTBOM.

[0226] B BapuaHTe ocymiecTBieHus: 37, HacTosAllee U300pETEHHUE BKIOYAET CIOCO0 MO
BapHaHTY OCYIIECTBIECHUA 36, B KOTOPOM BTOpPOE€ TEPANEBTHUECKOE CPEACTBO BBIOMPAIOT U3
IpYIIIbl, COCTOSANIEH M3 aHTHKOAryJISiHTa, IIPOTUBOBOCIIAIMTEIILHOTO JIEKAPCTBEHHOIO CPE/ICTBA,
AHTUTUIIEPTEH3UBHOTO CPEJICTBA, MMMYHOCYIIPECCOPHOTO CPE/ICTBA, MOHMKAIOUIETO JIMITH/IbI
cpeactsa, cpeactea npotuB CD20, Takoro kak putykcuma0, cpeacrsa npotuB TNF, Takoro kax
uH(pIMKCHMa0, IPOTUBOCYAOPOKHOTO cpeicTBa, nHruouTopa C3, BToporo anturena npotus C5
U aHTUTPOMOOTHUYECKOT 0 CPEJICTBA.

[0227] B BapmanTe oCymiecTBICHHUS 38, HACTOAIICEe U300pETEHNE BKIIOYAET CIOCOO IO
moboMy u3 BapHaHTOB ocymecTBieHuss ¢ 31 1o 37, B KOTOpoM (apManeBTHYECKYHO
KOMITO3UIMIO BBOJSAT ITOJKOXXHO, BHYTPUBEHHO, BHYTPHKOXXHO, HWHTparepUTOHEAIbHO,
NIepOPAILHO, BHYTPUMBIIIICYHO WM BHYTPh Uepera.

[MTPUMEPHI

[0228] Caenyrooumme npuMepbl MPUBEIEHBI C TeM, YTOObl IMPENOCTaBUTh CPEIHHM
CHIeLMAINCTaM B JAaHHOW OOJIaCTH IOJIHOE PACKPhITHE M OIKMCAHHE TOro, Kak IojiyyaTb U
UCIIO/Ib30BaTh CIIOCOOBI M KOMITO3HIMY IO H300PETEHUI0, U HE NPEHA3HAYEHBI JUIs TOTO, YTOObI
OTPaHWYMBATH OOBEM TOrO, YTO aBTOPhI HM300PETEHUS CUMUTAIOT CBOUM M300pETECHHEM.
[IpeanpuHsATBl YCHIIUS K TOMY, YTOOBI OOECHEYUTh TOYHOCTH B OTHOLICHHHM HCIIONb3YEMBIX
yucesn (HanpuMmep, KOJIMYECTBO, TEMIepaTypa M T. X.), HO HEKOTOPbIE 3KCIEPUMEHTAJIbHBIC
OMOKM M OTKJIOHEHMs clelyeT NPUHUMAaTh BO BHMMaHue. EcniM He yKa3aHO MHOE, 4acTH

NPEACTABISIIOT  cOOOW  MacCOoBBIE YACTW, MOJICKYNIApHAas Macca TpPeACTaBiIser coOoi
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YCPEAHEHHYIO MOJIEKYJISIPHYIO Maccy, TeMIepaTypa npuseaeHa B rpaaycax Llenbcusi, koMHaTHas
TEeMIIepaTypa cocTaBisieT npubdbnusnurensio 25°C u naBjieHrne paBHO aTMOchepHOMY WK OJIM3KO
K HEMY.

[Tpumep 1: cozganue anTUTEI YeTIOBEKa K OenKy ¢akropa 5 komruiemenra (C5)

[0229] Anturena yenoBeka k Oenky C5 co3maBamu y meimn VELOCIMMUNE®,
conepxamert JHK, xoaupyiomyro BapmabenbHbIe 00JIaCTH TSKEION U JIETKOW K ICMH
UMMYHOTJIO0YJIMHA YeoBeKa. MBbIIIeH MMMYHH3UPOBAIM OYHMIICHHBIM CHIBOPOTOYHBIM OCIIKOM
C5 genoseka (Calbiochem Ne o karamory 20-4888).

[0230] MOHUTOPUHT aHTUTEJIBHOTO UMMYHHOT'O OTBETA OCYILECTBIISIN ocpeacTBoM C5-
Creu(pUICCKOr0 WMMYHOJIOTHYECKOro aHanmmu3a. Korma JocTHranmm >KeiaeMoro MWMMYHHOTO
OTBETA, CILNICHOIUTHI COOMpPAIIA M CIIMBAIN ¢ MUCIOMHBIMH KJICTKAMHU MBIIIHA, 9TOOBI COXPAHSTH
UX JKH3HECTOCOOHOCTh U (opMHpOBaTh THOPHIOMHBIE KIETOYHBIE NTUHUH. OCYyIIEeCTBISIIH
CKPUHHUHT U OTOOp TUOPUIOMHBIX KJIETOUHBIX JMHUN JI1 TOTO, YTOOBl HUAEHTU(HULIUPOBATH
KJICTOYHBIC JIMHUH, KOTOpbIC npoayuupyoT CS-cnenuduueckue anrurena. Kierounsie nuaum
WCIIOJIB30BATM JUISL TIONYYCHUS HECKOJBKUX XUMEPHBIX aHTuTen mnpotuB CS5 (T. €. aHTHTEDN,
coJiepKalluX BapuadeNbHble JOMEHBI YeJIOBeKa W KOHCTAHTHBIE TOMEHBI MBIIIH); 00pa3loBble
aHTHUTeNa, CO3JaHHbIe TaKuM o0pa3om, 006o3Havyanu kak H2M11683N u H2M11686N.

[0231] Awnturena nporuB C5 Takxke BBIJICISUIM HEMOCPEACTBEHHO U3 aHTHUICH-
MOJIOKUTEIBHBIX B-KkieTok Mblmeit 0e3 CiIusHuS ¢ MHUEIOMHBIMM KJIETKaMH, KaK OINKCAaHO B
nateHte CLIA 7582298, BKIIOUEHHOM B HACTOSILEE ONMCAHUE KOHKPETHO 10 CCBUIKE B IOJIHOM
obbeme. Mcrmonp3yst 3TOT croco0, Mogyyald HECKOJIBKO aHTUTEI MOJHOCTHIO YeIOBEKa MPOTHB
CS5 (. e. aHTHTEN, COAEPXKAIMX BapuaOEIbHBIC JOMEHBI YeIOBEKa M KOHCTAHTHBIC JOMEHBI
YeJIoBeKa); 00pa3lloBhIE aHTHTENA, CO3JaHHBIC TaKKUM oOpa3zoM, oGo3Hagdanu kak H4H12159P,
H4H12161P, H4H12163P, H4H12164P, H4H12166P, H4H12167P, H4H12168P, H4H12169P,
H4H12170P, H4H12171P, H4H12175P, H4H12176P2, H4H12177P2 v H4H12183P2.

[0232] buonoruueckue CBONCTBA OOPA3LOBBIX AHTUTEN, CO3aHHBIX B COOTBETCTBUHU CO
crocobaMu M3 3TOTO MIPUMEPa, OMTUCAHBI TTOIPOOHO B TPUMEPAX, TIPUBEACHHBIX JaJice.

[Mpumep 2: aMHUHOKHUCIIOTHBIE W HYKJICOTHIHBIC TOCJICIOBATEIIHHOCTH BapuaOEIbHBIX
o0J1acTelt TXKEIOH U JIErKoH nenei

[0233] B Tabnuie 1 IIPUBEACHBI UICHTUPUKATOPBI AMHHOKHCJIOTHBIX
MOCJIC/IOBATEILHOCTEHN BapuabenbHbIX obacTeil Tsxenon u jerkoit remneil 1 CDR BeIOpaHHBIX
antutea npotuB CS 1Mo n300peTeHuIo.

Tabnuna 1: uaerTUUKATOPHI AMHHOKHUCIOTHBIX TTOCIEA0BATEILHOCTEH

SEQ ID NO:
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Ob6o3nauenue | HCVR | HCDR | HCDR | HCDR |LCVR |LCDR |LCDR |LCDR
aHTurena 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
H4H12161P 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
[0234] CooTBeTCTBYIOIMUE HICHTU(PUKATOPHI TIOCIEAOBATEILHOCTENH HYKJICUHOBOH

KHCJIOTHI IPUBE/ICHBI B TabIuIiE 2.

Tabnuua 2: uAeHTUPHUKATOPHI [T0CIIEI0BATEIbHOCTEH HYKICHHOBOW KUCIOTHI
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SEQ ID NO:
Ob6o3nauenue | HCVR | HCDR | HCDR | HCDR |LCVR |LCDR |LCDR |LCDR
aHTUTENa 1 2 3 1 2 3
H2M11683N 1 3 5 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

[0235] AxTHTena 0OBIMHO 0003HAYAIOT B HACTOSIIIEM OIHUCAHUWA B COOTBETCTBHHU CO

cienytole HoMmeHkiarypou: npedukc Fc (manpumep «H4H», «H2M» u 1. 1.), 32 KOTOpBIM
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cnenyet nudpooi uaeHTuduratop (Hampumep «11686», «12166», «12183» u T. 4., Kak
1oKa3aHo B Tabiuie 2), 3a KOTopsiM ciienyer cyhdurc «Py», «P2» mwim «N». Takum o6paszom, B
COOTBETCTBUM C 3TOH HOMCHKJIATYPOM, aHTUTENO MOXKHO 0003HAYATh B HACTOSIIEM OIMUCAHUH,
Harpumep, kak «H2M11686N», «H4H12183P2», «H4H12168P» u 1. 1. [Ipeduxcet H4H u H2M
B 0003HAUYEHUAX AHTUTEJ, UCTIOIb3yEMBIX B HACTOSIIEM ONHMCAHUM, YKA3bIBAIOT HA KOHKPETHBIH
mzotunt Fc-obnactm anrurena. Hanpumep, «H4H» anturenno umeer Fc IgG4 4yenoseka,
COJCPXKAIYI0O MYTAIlMI0 CEpUHAa B HpoJuH B mapHupHoir obmactu (S108P), 4YroOb
coJielicTBOBaTh cTabunuzanuu aumepa, a «H2M» antuteno umeer Fc IgG2 mpimm (M3oTtun a
uiu b) (Bce BapuabenpHbIC 00ACTH SABISIOTCS MOJHOCTHIO YEIOBEUECKHMMH, KaK 0003HAUEHO C
OMOIIbI0 TIepBoii «H» B 0603HaucHun anTutena). CnenuanucT B JaHHOW 00JIaCTH TIPUMET BO
BHUMAaHHUE, YTO AHTHUTENO, cojaepxkamiece FC KOHKpPETHOro HM30THIIA, MOXHO MpEeBpaliarh B
antuteno ¢ Fc apyroro uzotuna (Hanpumep, anturesno ¢ Fc IgG1 Mplm MOXHO mpeBpailaTth B
antuteno ¢ IgG4 yenoBeka U T. 1.), HO B 1I0O0OM cilydyae BapuaOeNbHbIE TOMEHBI (B TOM YHCIIE
CDR), «xoropeic 0003HAYeHBI C TIOMOIIbIO IU(POBEIX WICHTH(PHKATOPOB, KOTOPHIC
MIPE/ICTABJICHBI B TaOuIEe 2, OYyT OCTABATHCS TCMU K€, M 0KHUJIAIOT, YTO CBOWCTBA CBSI3BIBAHUS
C QHTUTeHOM OyAYT HJIEHTUYHBIMH WM MO CYIIECTBY CXOKUMH, HE3aBUCHUMO OT HPHUPOJBI
noMena Fc.

[0236] B ompeznencHHBIX BapuaHTax OCYIIECTBIICHUS BbIOpaHHbie aHTuTena ¢ Fc IgGl
MbIIIY IIpeBpamany B antutena ¢ Fc IgG4 yenoseka. B 01HOM U3 BapuaHTOB OCYLIECTBIICHHUS
nomeH Fc IgG4 comepxxut 2 unu Oonblle aMUHOKUCIOTHBIX 3aMEH, KaK pPAacKpbITO B
US20100331527.

[0237] ns Toro 4roObl CO3/1aBaTh MYTHPOBAHHBIC AHTUTENA, PA3JIMYHbIE OCTATKU B
orpeensonux komrieMeHTapHocth obnactsax (CDR) uz H4H12166P mytupoBany B THCTHIUH
IUIss TOro, 4toObl co3haBaTh 9 MYTHPOBAHHBIX AaHTHTEN, HIACHTH(GHUIHUPOBAHHBIX KaK OT
H4H12166P2 no H4H12166P10. Iloka3zano, uyro ructuauHoBsie Mytaiud B CDR mpuparor
3aBUCUMOCTH OT PH CBSI3BIBAHUIO C I1E€JICBBIM aHTUTEHOM, YTO BEJCT K YCOBEPHICHCTBOBAHHOM
dapmakokuneTuke (Igawa et al. 2010, Nat. Biotechnol. 28: 1203-1207).

KoHTposbHbIE KOHCTPYKIIMH, UCIIONB3YEMBIE B CIEIYIOMIUX MPUMEpax

[0238] Cnenyrouyie KOHTpOJbHBIE KOHCTpYKUMM (aHTUTena npotus C5) BKIOUANIH B
JKCIIEPUMEHTHI, PACKPBIThIE B HACTOSANIEM ONMCAHUH, B LEJISIX CPAaBHEHUS: «OOBEKT CPaBHEHHUSI
1», MOHOKJIOHAJIbHOE aHTUTEN0 NMPOoTHB C5 uenoBeka, UMEroIIee oCaeI0BaTeNhHOCTH VH/ VL U3
anturena «h5G1.1» B coorBercTBum ¢ narenTom CIIA Ne 6355245 (Alexion Pharmaceuticals,
Inc.); u «0OBEKT CpaBHEHUS 2», MOHOKJIOHAJIBHOE AHTHUTENO ueloBeka npoTuB CS5 yenoBexa,
UMEIOIIIee TMociIeIoBaTebHOCTH VH/VL u3 antutena «8109» B cooTBeTcTBUU ¢ IMyOauKanuei

nateHTHOH 3aaBku CIIIA Ne 2013/0022615 (Novartis).
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[Ipumep 3: cBa3biBanue anTUTENa ¢ C5, KaK ONPEeIsaoT NOCPEICTBOM ITOBEPXHOCTHOIO
IUIa3MOHHOT'O pe30HaHca

[0239] PaBHOBecHbIC KOHCTaHTHI auccouuanuu (3nadeHuss Kp) s csaspiBanust C5 ¢
OUULICHHBIMHU aHTUTeNaMHu NpoTuB C5 onpeensyiu ¢ HCIOIb30BaHUEM OMOCEHCOPHOTO aHaIN3a
MIOBEPXHOCTHOTO TUTA3MOHHOTO pEe30HAHCAa B peaJlbHOM BpeMeHH Ha mpubope Biacore T200.
[ToBepxHocTh paryuka Biacore nepuBaTU3MpPOBAIM IIOCPEACTBOM AMUHHOTO CBSI3BIBAHUS C
MOHOKJIOHAJILHBIM aHTUTEIIOM MblinH 1npotuB Fc uenoseka (GE Healthcare, No BR-1008-39),
4TOOBI 3aXBaThiBaTh aHTHTENA NMPoTUB C5, sKcnpeccupyeMble ¢ KOHCTaHTHRIMU oOnactsamu Fc
yenoBeka. MccnenoBanus cesaspiBanus Biacore nporoamiu B noasmwkHoM 0ydepe HBST (0,01M
HEPES pH 7.4, 0,15M NaCl, 3 MM EDTA, 0,05% 00./00. HOBEpXHOCTHO-aKTHBHOT'O CPEICTBA
P20). C5 ugenoeka nonydasm u3 xkommepueckoro ucrounnka (EMD). [pyrue peaxktussr C5
sKcrpeccupoBand ¢ C-KOHIEBOM myc-myc-TeKCaruCTUAMHOBOM MeTKON (BIOCIEICTBUU
o0o3Hauaemoil kak C5-mmh). Taxxe »skcnpeccupoBanu peaktuBbl C5-mmh yenoseka,
COJiepKalIMe TUCTUAMHOBBIC W IUCTCHHOBBIC TOYCYHBIC MYTAlUH 10 aprHHUHY 885
(BnocnenctBun o6o3Hadaembie kak C5 R88SH-mmh u C5 R885C-mmh, cooTBETCTBEHHO).
Paznuunble xoHueHTpauuu CS denopeka, C5 yenoexka RE8SH-mmh (SEQ ID NO: 356), C5
yenoBeka R885C-mmh (SEQ ID NO: 357) u C5 o6e3psanbi-mmh (SEQ ID NO: 358) (8
nuanazone ot 100 HM o 1,23 uM, 3-kpaTHbIC pa3BeACHUS ) TTOJIYYCHHBIC B ITOABHKHOM Oydepe
HBST, BrnpsickHBaiM Ha MOBEPXHOCTh C 3aXBAUYCHHBIM aHTUTEIOM TpoTHB C5 mpuU CKOPOCTH
notoka 30 Mxi/MHUH. OCyIIECTBIIAIN MOHUTOPUHT accolalnu Bcex C5 peakTUBOB ¢ KaXKIbIM M3
3aXBaY€HHBIX MOHOKJIOHAJbHBIX AHTHTEN B TEYEHUE 3 MUHYT, U OCYIIECTBISIIM MOHUTOPUHT UX
mucconmaimu B noaBmwkHOM Oydepe HBST B Teuenune 8 munyr. Bce askcrnepumeHTH 1Mo
KMHETUKE CBA3BIBaHUS ocyrecTBIsn pu 25°C wm 37°C. Kunetndeckre KOHCTaHThI CKOPOCTH
accormarnuu (k.) u nuccornmanuu (kq) onpeaensia mocpeaCcTBOM anmpoKCUMAIUA CEHCOTPaMM
peaTbHOTO BPEMEHH K MOJICIIM CBS3BIBAHUS 1:1 ¢ HCIOB30BaHUEM MPOTPAMMHOTO 00CCTICUCHUS
anmpokcuManuu KpuBbix Scrubber 2.0c. PaBHOBECHBIE KOHCTAHTBHI JAUCCOIHAIIMM CBS3bIBAHMUS
(Kp) 1 mucconmanyioHHoe BpeMsi TONY>KU3HU (t1/2) BBIUUCISUIM O KMHETHYECKUM KOHCTaHTam
ckopocti: Kp(M)=kd/ka 1 ti2(Mun)=In2/(60xkq)

[0240] Kuneruueckue mapameTpbl CBs3bIBaHUS I cBsi3biBaHust C5 uyenoBeka cC
anturenamu npotuB CS npu 25°C u 37°C npeacrarieHsl B Tabaunax 3 u 4.

Tabnuna 3: KUHETHYECKHE MapaMeTphbl CBA3BIBAHUS IS CBA3BIBAHNS MOHOKJIOHAIBHBIX

antuten npotus CS ¢ CS5 yenoseka npu 25°C

Aututeno KonuuecTso 100 eM C5 | k, kq Kp ti2

3aXBAaYCHHOI'O 4eI0BeEKa (1/Mc) (1/¢) M) (MuH)

anrurena (RU) cBazant. (RU)
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H4H11683N 231 439 4,17E+05 5,14E-05 1,23E-10 225
H4H12171P 51 64 1,49E+05 8,16E-05 5,49E-10 142
H4H12161P 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
H4HI12177P2 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
00BeKT 232 250 9,69E+04 1,46E-04 1,51E-09 79
cpaBHeHus 1
o0bekT 117 170 2,62E+05 2,39E-04 9,12E-10 48
cpaBHEHUs 2

Tabnuna 4: KHHETHYECKHE MapaMeTPhbl CBA3bIBAHUSA IS CBSA3BIBAHUS MOHOKJIOHAIBHBIX

anTuten npotus C5 ¢ C5 uenoseka npu 37°C

AwnTHTENO Konngectso 100 sM C5 | k, kq Kp tin
3aXBaYECHHOTO HeloBeKa (1/Mc) (1/¢) (M) (vn)
anrurena (RU) cBs3anH. (RU)

H4H11683N 257 492 4,54E+05 2,41E-04 5,32E-10 48

H4H12171P 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

H4H12167P 75 153 1,29E+06 3,81E-04 2,95E-10 30
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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
00BeKT 185 246 1,47E+05 5,30E-04 3,61E-09 22
cpaBHeHus 1

0o0BbeKT 119 205 2,85E+05 6,57E-04 2,30E-10 18
cpaBHEHUS 2

[0241] CasaspiBanue C5 o6e3psiHpl-mmh ¢ anturenamu npotuB C5 mpu 25°C u 37°C
MpeACTaBiIeHo B Tabuuiax S u 6.

Tabnuna 5: KHHETHYECKUe napaMeTpbl CBA3BIBAHUA JIA CBA3BIBAHKWA MOHOKJIOHAJIBHBIX

aututen npotus C5 ¢ C5 o6e3psupl-mmh mpu 25°C

AHTHTE0 Konnuectso 100 M C5 |k kq Kp tin
3aXBaYEHHOTO 00e3psaHbI-mmh (1/Mc) (1/¢c) M) (MuH)
anrurena (RU) cBszant. (RU)

H4H11683N 228 403 3,86E+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

H4H12167P 52 111 4,19E+05 1,32E-04 3,15E-10 88
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H4H12175P 51 59 6,42E+04 1,65E-03 2,57E-08 7
H4H12159P 53 116 3,54E+05 4,69E-05 1,33E-10 246
H4H12164P 51 66 1,27E+05 1,53E-03 1,20E-08 8
H4H12168P 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
H4H12170P 51 92 2,62E+05 5,21E-05 1,99E-10 222
H4H12177P2 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+0S 3,16E-03 1,05E-08 4
H4H12166P3 59 72 1,68E+05 4,47E-03 2,66E-08 3
H4H12166P4 49 69 2,10E+05 1,78E-03 8,50E-09 6
H4H12166P5 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
cpaBHeHus 1*

N/A - He noctynHo; *SS - aHanM3 yCTOMYHUBOTO COCTOSTHUS

Tabmnuna 6: KHHCTHYSCKUE apaMcCTphbl CBA3bIBAHUSA JIJIA CBA3bIBAHWA MOHOKJIIOHAJIbBHBIX

arturen npotus C5 ¢ C5 obe3psubl-mmh npu 37°C

AmnTtHTeno Konnuecrso 100 sM  C5 | k, kq Kp tin
3aXBaYEHHOTO 00e3bsHbI-mmh (1/Mc) (1/c) M) (virm)
anrurena (RU) cBszanH. (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

H4H12164P 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

H4H12170P 34 60 5,21E+05 8,71E-04 1,67E-09 13
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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
o0ObexkT 132 4 NB NB NB NB
cpaBHeHus 1

[0242] CaszpiBanume C5 uenoBeka R88SH-mmh u C5 uyemoBeka RE8SC-mmh ¢
a"nTutenamu npotus C5 npu 25°C npenctapiieHo B Tabnuuax 7 U 8, COOTBETCTBEHHO.
Tabnuia 7: KUHETHYECKUE NapaMeTphbl CBA3BIBAHUS JUIS CBA3BIBAHUS MOHOKJIOHAJIBHBIX

anturen npotus C5 ¢ C5 yenosexka R88SH-mmh mpu 25°C

AnTtuTeno KonuuecTso 100 sM G5 | k, kq Kp ti
3aXBa4EHHOI'O yenoBeka RE§5H- (1/Mc) (1/c) M) (M)
anrurena (RU) mmh  cBs3aHH.

(RU)

H4H11683N 183 118 5,26E+05 2,46E-04 4,68E-10 47

H4H12171P 119 51 6,59E+05 1,42E-04 2,16E-10 81

H4H12161P 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

H4H12167P 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

cpaBHeHus 1
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00beKT

CpaBHEHUS 2

118

249

1,08E+06

6,53E-04

6,06E-10

18

Ta6n1/1ua 8: KMHETHUYECKHE napaMETphl CBA3BIBAHUS ]I CBA3bIBAHHA MOHOKITOHAJIBHBIX

anturen npotus C5 ¢ C5 genoBeka R885C-mmbh npu 25°C

AHnTHTENO Konnuecrso 100 sM G5k, ka Kb tin
3aXBaYEHHOTO gesioBeka R8§SC- (1/Mc) (1/c) M) (M)
anrurena (RU) mmh  cBs3aHH.

(RU)

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

H4H12171P 109 51 3,79E+05 1,39E-04 3,66E-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

00BbexT 87 9 NB NB NB NB

cpaBHeHus |

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

CpaBHEHUA 2

[0243] CasazbiBanue C5 yenoBeka R885SH-mmh u C5 yemoexka R885C-mmh ¢
anturesnamu npotus C5 npu 37°C npencrasneHo B Tabnuuax 9 u 10, COOTBETCTBEHHO.
Tabnuua 9: KuHeTHYeCKHe MapaMeTphl CBS3bIBAHUSA Il CBA3BIBAHUS MOHOKJIOHAIBbHBIX

anTuren npotus C5 ¢ C5 yenosexka R88SH-mmh npu 37°C

AHTHTENO KomnuuecTtso 100 sM G5 |k, kq Kp ti
3aXBaYEHHOIO yenoBexa RE§5SH-
arrurena (RU) mmh
Caszand. (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
H4H12161P 41 54 1,18E+05 9,25E-04 7,84E-09 12
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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
H4HI12177P2 | 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
o0BeKT 41 5 NB NB NB NB
cpaBHeHus 1

o0ObekT 23 47 8,39E+05 1,05E-03 1,25E-09 11
CpaBHEHUS 2

Ta6n1/1ua 10: xuneTHyccKue MmapamMeTpsul CBA3BIBAHMSA I CBA3BIBAHWA MOHOKJ/IOHAJIBHBIX

arturen mpotus C5 ¢ C5 genoBeka R88SC-mmh npu 37°C

AHTHUTENO KonunuecTtBo 100 eM G5 |k, kq Kp tin
3aXBaYEHHOTO yenoBeka R8ESC- (1/Mc) (1/c) M) )
anrurena (RU) mmh  cBs3aHH.

(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 4] 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 5,61E+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

o0beKT 41 2 NB NB NB NB
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cpaBHeHuA 1

o0ObexkT 23 42 7,34E+05 1,07E-03 1,45E-09 11

CpaBHEHUA 2

[0244] TIpu 25°C Bce 25 antuten npotuB C5 mo u300peTeHuio CBsi3bIBaIUCH ¢ C5
qenoBeka co 3HaueHuaMHu Kp B auanazone ot 73 nM 1o 8,4 HM, xak nokasano B Tabmuie 3. [Ipu
37°C anTutena npotus C5 mo u3o0peTeHnIo cBsA3pBaHCH ¢ CS yenoBeka co 3HaueHHsIMH Kp B
muana3zone or 103 mM mo 18,5 HM, kak mnokazano B tabmuue 4. Ilpu 25°C 25 uz 25
TECTUPOBAHHBIX aHTUTE MpoTuB C5 mo m3o0peTeHnIo cBsa3pBaIUCh ¢ C5 00e3psHBI-mmh co
sHavyeHussMu Kp B nuamazone ot 133 nM o 64 HM, kax nmokazano B Tadbmuue 5. ITpu 37°C 25 u3
25 TecTHpOBaHHBIX aHTUTEN NPOoTHB C5 mo m300peTeHnro cBs3bBaIuCh ¢ C5 06e3psHBI-mmh co
s3naueHusimu Kp B nmarnazone ot 133 M go 118 BM, kak nokaszano B Tabnuue 6. Ilpu 25°C 16
u3 16 tecTpoBaHHBIX aHTUTeN NpoTUB C5 mo u300peTeHHIO cBs3bBaiUCH ¢ C5 uenoBeka
R885SH-mmbh co 3nauenusmu Kp B nmarasone ot 147 M o 10,9 HM, xak moka3zaHo B TaOJHIE
7. Ilpu 25°C 16 u3 16 TecTupoBaHHbIX aHTUTEN ITPpoTUB C5 110 M300peTennto cBsizbBanuch ¢ C5
gyenopeka RB8SC-mmbh co 3navenusimu Kp B auanasone ot 251 M g0 190 HM, Kak noka3aHo B
tabmuue 8. Ilpu 37°C 16 uz 16 TectupoBaHHbIX aHTUTEN NpoTHB C5 MO U300pEeTEHHUIO
cBs3eBAIINCE ¢ C5 gyenosexa R85H-mmh co 3unauennsmu Kp B nuanaszone ot 1,49 sM no 69,4
HM, kak nokaszano B tabmuue 9. Ilpu 25°C 16 u3 16 tectupoBaHHBIX aHTUTENX MpoTHB C5 Mo
n3o0perennto cBsa3biBasUCh ¢ C5 denoBeka R88SC-mmh co 3Hadenusmu Kp B nuanasoHe ot
1,74 uM no 159 uM, kak noka3ano B Tabauie 10.

[Tpumep 4: cBsa3pBanue anturen ¢ C5 nmpu pasnuunbeix pH

[0245] Dddexr pH, oxazpiBaeMbIi Ha CKOPOCTh AMCcONMANMK pekomMOuHaHTHOrO C5
YeJOBeKa, CBSI3aHHOTO C OYMIIEHHBIMM MOHOKJIOHAJIBHBIMH aHTUTedaMd mpotuB CS5,
OMpeAesUIl ¢ HCIOJh30BAaHUEM OHOCEHCOpAa IOBEPXHOCTHOrO IUIA3MOHHOIO pE30HAHCa B
peaibHOM BpemeHu Ha npubope Biacore T200. IlosepxHocTh jaTumka Biacore cHavanma
JIEPUBATHU3UPOBAIIH ITOCPEACTBOM aMHUHHOTO CBSI3BIBAHUSI C MOHOKJIOHAJIBHBIM aHTUTEIIOM MBIIIHT
npotuB Fc uenosexa (GE, Ne BR-1008-39) nns Toro, 4ro0bl 3axBaThiBaTh MOHOKJIOHAILHEIE
antutena npotus C5, skcnpeccupyemele ¢ Fc IgG4 yenoseka. Bee uccnenoBanus CBs3bIBAHHS
Biacore ocyiecTBisau ¢ UCMONb30BaHUEM JBYX MOJBIKHBIX Oydepos PBS-T pH 7.4 (0,01 M
Na;HPO4/NaH2POs, 0,15 M NaCl, 0,05% 06./06. Tween-20, pH xoppextupoBanu 10 7.4) u
PBS-T pH 6,0 (0,01 M NayHPO4+/NaHPO4, 0,15 M NaCl, 0,05% 06./06. Tween-20, pH
KoppekrupoBanu a0 6,0). Pazmuunbie konunentpauun C5 genoexka (EMD, Ne mo karanory
204888) umu CS ob6espsapl.mmh (mosiyuennoro B PBS-T pH 7,4 moasmwxaoM Oydepe (B
nuarazone ot 100 HEM no 11,11 HM, 3-kpaTHble pa3Be/icHUs) BOPHICKUBAIM HA TOBEPXHOCTH C

3aXBa4CHHBIM MOHOKJIOHAJIBHBIM aHTUTENOM MpoTuB C5 B TeueHHe 3 MUHYT IPH CKOPOCTH
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notoka 50 MKJI/MUHYTa U OCYIIECTBISJIM MOHUTOPMHI HMX JMCCOLMAIMHM B JIBYX IOJIBHYKHBIX
Oydepax PBS-T pH 7,4 u PBS-T pH 6,0 B Teuenuie 6 MuHyTt. Bce SKCIIEpUMEHTHI 110 KUHETHUKE
cBs3biBanust ocymiecTBisin npu 25°C u 37°C. Kunernueckyro koHcranty aucconuanuu (kq)
OIpeACIsIM  IIOCPEJCTBOM alllIPOKCHMALIMM CEHCOTPAMM PEAJbHOIO BPEMEHU K MOJEIH
cBs3bIBaHMA 1:1 ¢ HCHOJB30BaHHMEM TPOIPAMMHOIO oOecreueHHsl amnmnpOKCHMalldH KPHBBIX
Scrubber 2.0c. [lucconmaimoHHoe BpeMsl TIOTYKU3HU (t1,2) MPU CBA3BIBAHUM BBIYHCIISUTH 1O Ky
KaK:

t12(mMun)= In(2)/60xkq

[0246] CoorHolIeHUsT BpPEMEHU MOMYXKHM3HU uid cBs3biBaHus (5 uenoBeka cC
pa3IMYHBIMU MOHOKJIOHAIBHBIMU aHTUTeNnamMu potus C5 npu 25°C u 37°C B IBYX 1OABHIKHBIX
Ooydepax PBS-T pH 7,4 u PBS-T pH 6,0 npencrasnens: B Tabnumax 11 u 12,

Tabnuua 11: cOOTHOIIEHUS BpeMeHU MOJYKU3HHM BBIOPaHHBIX aHTHTEN npoTuB C5 s

C5 genosexka npu 25°C

3axBaueHHoe MAb | CooTHoLIEHUE t1/2
pH 7,4/pH 6,0

H4H12169P IC
H4H12176P2 IC
H4H12161P IC
H4H12159P <0,3
H4H12170P <0,5
H4H12166P 4,5
H4H12183P2 IC
H4H12167P 0,6
H4H12164P 0,3
H4H12163P 1,2
H4H12175P 0,9
H4H12177P2 <0,5
H4H12171P 0,6
H4H12168P 1,5
H4H12166P2 9,3
H4H12166P3 7,9
H4H12166P4 7,8
H4H12166P5 8,3
H4H12166P6 7,8
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H4H12166P7 35
H4H12166P8 47
H4H12166P9 31
H4H12166P10 33
H4H11683N 2
H4H11686N 2

IC - neyGenurenpHo
Tabnmua 12: COOTHOIICHUS! BPEMEHU TIONY)XU3HH BBIOPAHHBIX aHTHTEN npoTuB CS uis

C5 genoseka npu 37°C

3axBaueHHoe mAb | CooTHomieHue ti/2
pH 7,4/pH 6,0
H4H12169P IC
H4H12176P2 <0,4
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
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H4H11683N 1,4
H4H11686N 0,8

IC - HeyGenuTenbHO

[0247] CooTHOlIEHUST BpPEeMEHH TONYXH3HM nJs1 cBsa3biBaHus C5 00€3bsHBl €
pasInYHBIMU MOHOKJIOHAIbHBIMU anTuTenaMu npotus C5 npu 25°C n 37°C B ABYX IOJBHKHBIX
oydepax PBS-T pH 7,4 u PBS-T pH 6,0 npencrasienst B Tabimnax 13 u 14.

Tabnmua 13: COOTHOIIECHUS! BPEMEHU TIOJIY)XU3HH BBIOPAHHBIX aHTHTEN npoTuB CS5 Juis

C5 o6e3psubl ipu 25°C

3axBaueHHoe mADb | CooTHouIeHHE t1/2
pH 7,4/pH 6,0
H4H12169P 34
H4H12176P2 29,1
H4H12161P IC
H4H12159P 1,2
H4H12170P >1,7
H4H12166P 18,5
H4H12183P2 5.8
H4H12167P 9,2
H4H12164P 2,9
H4H12163P 9,7
H4H12175P 3,6
H4H12177P2 3,7
H4H12171P 2,1
H4H12168P 3.8
H4H11683N 0,34
H4H11686N 0,37

IC - neybenurenbHO

Tabnuua 14: COOTHOIIEHUS BPEMEHH MOJY)KU3HU BBIOpaHHBIX aHTUTEN npoTuB C5 s

CS5 o6e3psansl pu 37°C

3axBaueHHOoe MAb | CooTHomieHue ti/2
pH 7,4/pH 6,0

H4H12169P 2

H4H12176P2 2,8

H4H12161P 10,7
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H4H12159P 6,3
H4H12170P 4,7
H4H12166P 7,1
H4H12183P2 2,4
H4H12167P 4.4
H4H12164P 1,1
H4H12163P 33
H4H12175P 0,4
H4H12177P2 1,5
H4H12171P 4,7
H4H12168P 4

H4H11683N 0,7
H4H11686N 0,5

IC - HeyOeuTenpHO

[0248] Kak mnokazaHo B Tabmupax 11-14, BeiOpanHble aHTHTena mpotuB C5
JeMOHCTpHUpoBanu pH-3aBucuMoe CBs3bIBaHUE, KAK BUIHO 10 COOTHOUIEHUSM t1/2.

ITpumep 5: nepexpectHas koHKypeHius Octet Mexty antuTesnamu npotus C5

[0249] KoHKYpEHIIUIO CBSI3BIBAHMS MEXJAY MOHOKJIOHAJIBHBIMHU aHTUTEIaMHu NpoTuB C5
(mAb) omnpenensanu ¢ HMCNOIB30BaHUEM aHalIW3a UHTEPHEpOMETPUH OMOCIOEB 0€3 METKH B
peanbHOM BpemeHH Ha OmoceHcope Octet RED384 (Pall ForteBio Corp.). Bech axcnepumeHT
ocymectsisua ripu 25°C B 0,01 M HEPES, pH 7,4, 0,15 M NaCl, 0,05% 06./06. moBepXHOCTHO-
aktuBHoro cpeacrsa Tween-20, 0,1 mr/mn BSA (6ydep Octet HBS-P) mpu BcTpsxuBaHUU
riactiHbl Ha ckopoct 1000 06./muH. st TOTO YTOOBI OIEHUBATH, CIIOCOOHBI JIK 2 aHTUTENA
KOHKYPHPOBATh JIPYT C JPYTOM 3a CBSA3BIBAHHE C COOTBETCTBYIOHNIMMH WM dnutornamu Ha C5
yenoeka (hCS5, ouumenssit ot 1wiasmel, EMD), npubnuzurensao 1,5 uMm mAb npotus C5
YeNoBeKa CHavalla 3aXBaThIBAJIM Ha KOHYMKaX 6uocencopa Octet, MTOKPHITBIX aHTUTEIOM MPOTHUB
hFc (Pall ForteBio Corp., Ne 18-5060), mocpencTBOM MOrpYyXEHUsS KOHYMKOB HA 3 MUHYTH B
JYHKH, cojepkamue pactBop mAb mporuB C5 genoseka 50 mMkr/ma (71amee 0003HAYAIOT Kak
mAb1). 3aTem KOHUYMKM OGHOCEHCOpa C 3aXBAaU€HHBIMH AHTUTENAMH HACBHIIIATH OJOKUPYIOLHM
H4H wuzoTumnuyeckuM KOHTPOJIBHBIM MmMADb (nanee o6Go3HawaroT Kak Onokupyooiiee mAb)
MOCPEJICTBOM TIOTPYKEHHUS B JIYHKH, COJIEpKaIe pacTBop Onokupytromero mAb 200 mkxr/mi Ha
4 MMHYTBHI. 3aTeM KOHYUKHM OMOCEHCOpa MOTpyKaju B JYHKH, COJEPXKAIIUE CO-KOMIUIEKCHBIN
pactBop 50 #EM hC5 u 1 MM Broporo mAb nporus C5 yenoBeka (xanee o0O3HAYAIOT Kak
mAb2), KoTopslil peBapUTEIbHO HHKYOUPOBAIM B TeUeHHE 2 4acoB, HA 4 MUHYTHL. KoHuuku

O6uocencopa mpombiBau B Oydepe Octet HBS-P mexny Bcemu craausiMu SKCTIEpUMEHTA.



85

MOHUTOPUHT OTBETa CBA3BIBAHHSA B pEATbHOM BPEMEHHM OCYLIECTBISUIA BO BpeMs Xofa
IKCIIEPUMEHTAa W PErUCTPUPOBAIM OTBET CBS3BIBAHUS B KOHIE Kaxaod craguu. OtTBer
cBs3piBanuss C5 denoBeka, NMpEABapUTEIBHO 00pa3oBaBLIETO KOMIUICKC ¢ mAb2, Ha mAbl
KOPPEKTUPOBAIN 1o (OHOBOMY  CBSI3BIBAHUIO, CpaBHUBAIIN 17§ onpenensiu
KOHKYPEHTHOE/HEKOHKYPEHTHOE TTOBEIEHHE PAa3INYHBIX MOHOKIIOHATBHBIX aHTUTEN MpoTuB CS.
[0250] B Tabmume 15 B sBHOH (opme oOmpeiescHbl 3aBUCHUMOCTH ISl AHTHUTED,
KOHKYPHUPYIOLIMX B 000UX HAPABJICHUSX, HE3aBUCHMO OT IOPSIKA CBS3bIBAHUS.

Tabnuna 15: nepekpecTHas KOHKYPEHIIUs MEXAy NapaMu BHIOPAHHBIX aHTUTEN MPOTUB

Cs
Ileppoe mAb (mAbl), 3axBauecmnoe ¢ | AHturena mADb2, is KOTOPBIX TIOKa3aHa
ucnons3zoBanueM ornocescopos AHC Octet KOHKYpeHIUsa ¢ mAbl
H4H12183P2 H4HI12167P; H4H12166P; H4H12163P
H4H12167P H4H12183P2; H4H12166P; H4H12163P
H4H12166P H4H12183P2; H4H12167P; H4H12163P
H4HI12163P 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

[Tpumep 6: HHIUOMpOBaHUE C5-omnocpenoBanHoi KOMIIJIEMEHT-3aBUCUMON

LUTOTOKCUYHOCTH B OHoaHaiu3e B-kineTok

[0251] B aTtom mpumepe omucaH OuoaHanu3 Uisi TOTO, YTOOBI TeCTHpOBaTh poib C5 ¢
UCIIONBh30BaHueM aHTuTena npotuB CD20 B kimaccuyeckom nytu komruiemenTa. [lokazano, 4To
TeparieBTHUeCKHe aHTuTena nporuB CD20 k cremuduueckomy antureny CD20 xierounoi
nosepxHoctu B-xiietok Bexyt k CDC B B-kaerkax (Glennie et al. 2007, Mol. Immunol. 44:
3823-3837), m panee omucan CDC aHamu3 ¢ UCHOJB30BAaHUEM KJIETOUHBIX JIMHUH,
skcnpeccupyronmx CD20 (Flieger et al. 2000, Cell. Immunol. 204: 55-63). Knerku Daudi, B-

KIETOYHYIO JIMHMIO ueloBeKa, J3kcipeccupymowyro CD20, cpIBOPOTKY € COXpaHEHHBIM
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KOMIUIEMEHTOM MM HCTONIEHHY0 1o C5 CBIBOPOTKY € SK30r€HHbIMH BapuaHtamu C5 nu
arrureno nporuB CD20 (antureno, cogepxamiee Vu/VL u3 «2F2» u3 narenta CILIA 8529902)
WCIIOJIB30BAIH JUISI TOTO, YTOOBI OLICHUBATH poiib akTuBHOCTH C5 B CDC.

[0252] B ©Owmoanamuze CDC pna C5 xnetrkn Daudi BbiceBamu B 96-TyHOUHBIE
aHanutuyeckue muianniersl no 10000 knerox/nynka wnu B RPMI, comepxameir 10% FBS,
NEHULMIUINH/CTPENTOMULIMH, L-riyraMuH, OUpyBaT HATPUST U 3aMCHUMBIC AMHUHOKHCIOTHI
(nomuas cpena RPMI), unmu 8 RPMI, conepxameii 1% BSA, nenunmumms/cTpentoMunus u L-
rinytamMuH (RPMI/BSA). Bece aHamu3el ¢ TECTHPOBAaHHEM MYTHPOBAHHBIX aHTUTET nMpoTuB hCS,
Haps1y ¢ TECTUPOBAHHWEM HE MYTHUPOBaHHBIX aHTHTEN ¢ C5-cofepxalieil CBIBOPOTKON YeNTOBeKa,
npoBoauiau B noaHoi cpene RPMI, torma xak aHaimsel ¢ TECTUPOBAHMEM HE MYTHPOBAHHBIX
AQHTUTEJ C CHIBOPOTKOHW apUKAHCKON 3€NeHOM MapTeiiki W Bapuantamu C5 dernoBeka
npooawiin B cpeae RPMI/BSA. [lna toro uroOel usMepiate CDC ¢ HCIONb30BaHUEM
CBIBOPOTKH 4eJIOBEeKa WM 00e3bsiHbl, aHTuTeN0 npotus CD20 pa3soaunu 1:3 ot 100 HM no 2
nM (BkJIr0Yasi KOHTPOJIBHBINA 00pa3ell, HE COACPKAINN aHTUTEIIO) U HHKYOUPOBAIIU C KIICTKAMHU
B teueHue 10 munyt npu 25°C, nocie ugero cienoBano jaobasiecHue 1,66% CBHIBOPOTKH WU
1,66% uctomennoi no C5 ceiBopoTku u 6,6 HM Bapuantos C5 6enka. Kommuectso 6enka CS,
nobaBisieMoe B HCTOIIEHHYI0 No C5 CHIBOPOTKY, OCHOBAaHO HAa MPHUBOAMMOM 3HAUE€HUU
koHeHTpauuu C5 B ceiBopoTke uenoBeka 0,37 MxkM (Rawal et al 2008, J. Biol. Chem. 283:
7853-7863). uist Toro utoObl TecTupoBath nuruouposanue CDC antutesiom k CS, aHTUTENA K
C5 passomumu 1:3 or 100 uM o 2 nM (Bkio4asi KOHTPOJIBHBIN 00pasel, He COJepKaliui
aHTUTENO0) ¥ MHKyOupoBayu ¢ 1,66% ceiBopoTkoit wm 1,66% uctomenHoit mo C5 ceIBOpOTKOM
u 6,6 HM BapuanToB C5 6enka B Teuenue 30 munyT. 3a 10 MUHYT miepen 10OaBIEHUEM aHTUTEN
C CBIBOPOTKOH K KJIeTKaM, aHTuteno rnpotus CD20 nobasnsuiu k kierkam o 1 HM, 2 HM, 3 HM,
3,5 uM, 7 uM, 10 M wumu 30 BM. [lo oxoHuaHUIO MHKYyOAIMu ¢ aHTUTeNIoM mpotuB CD20,
CMECh aHTHUTEJIO/CHIBOPOTKA A00ABISUIN K KieTkaM. LluToTokcnyHoCTh M3Mepsiu nociie 3,5 yaca
unkybauuu npu 37°C u B 5% CO,, nocie yero cnenoBano 15 muHyT uHkyOauuu npu 25°C u
no6apnenue peaxtua CytoTox-Glo™ (Promega, Ne G9292). CytoTox-Glo™ mnpeacrapnser
c000i1 JTIOMMHECIIEHTHBIH PEeaKkTHUB, KOTOPHI U3MepseT THOeIb KIETOK TaK, YTO YBEIHMYEHHYIO
JIOMUHECHCHIIMIO  HAOMIOMAIOT TNPU  YBEIMYEHHONW  HUTOTOKCHYHOCTH  (M3MEPSIOT B
OTHOCHUTENBbHBIX CBeTOBBIX enuumiax, RLU). Knerku 6e3 00paboTKH B KOHTPOJIBHBIX JIYHKAX
JU3UPOBATH TIOCPEACTBOM OOpabOTKM IUTMTOHHHOM HEMOCPEICTBEHHO IOCiE 00aBICHUS
peaktuBa CytoTox-Glo™ nmas Toro, uToObl OmpesensTh MaKCHMAIbHYIO T'Mbelb KIETOK.
JlroMUHECIIEHIIMIO B TUTAHIIIETAaX CUMTHIBAIM ¢ Tomoibio npubopa Victor X (Perkin Elmer)
uepes 15 muHyT nocie no6asnenus CytoTox-Glo™. T'me BblumcieHO, MPOIEHTHYIO OO

HUTOTOKCUYHOCTH BBIYUCSUIM C HCIIOJIb30BAHUEM 3HAUCHHH RLU, HCIIOJIBb3YA CIACAYIOLICC
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ypaBHEHHE:

% 1wroTokcnyHocTU=100 X (9KCIIEPUMEHTAIBHBIN JIM3UC KIETOK - (OHOBBIN JIHM3UC
KJIIETOK )/(MaKCUMAaTbHBIN JIU3UC KICTOK - (JOHOBBIH JIM3UC KICTOK)

[0253] B »1OoM ypaBHEHHMH «(POHOBBIH JIM3UC KJIETOK» NPEACTABISACT COOOH
JFOMUHECLEHIIUIO KJIETOK, KOTOpble 00padaThIBaay TOJBKO CpellaMH U ChIBOPOTKOI 0e3 Kakoro-
aubo a”tHTena nporuB CD20, a «MakCHUMaJdbHBIM JHM3UC KJIETOK» TMPEICTaBIseT COOOM
JFOMHHECLCHIIMIO KJICTOK, KOTOPBIC 00padaThiBal JUTHTOHUHOM. Pe3ynbTaThl, BRIPaKCHHBIC B
Bujne % umroTokcmyHoctd wiaum RLU, aHanmm3upoBaiw ¢ WCIOJIB30BAHUEM HEIWHEHHON
perpeccun (4-mapameTpuyeckas JIOTHCTHYECKas) W IpOorpaMMHOrO obOecrnedyeHust Prism 5
(GraphPad), yto0s1 moryuaTs 3HaueHus ECso u ICso. THruOupoBanue 111 aHTUTET BBIYUCIISIIH
tak, yro uHruomposanue ot 0 mo 100% mnpencraBnser coOoi aAMana3oH WHTHOUPOBAHHS OT
KOHIIeHTpauuu anTturena nporuB CD20, ucnione3yemoro B aHaiiuze, 6e3 narudburopa 10 0 M
anTutena npotus CD20.

PesynbpTatel

[0254] Bcero 25 anturen mpotuB C5 wuyenoBeka, 16 He MyTUpPOBaHHBIX U 9
MYTHPOBaHHBIX, TECTUPOBAJIM Ha HX crnocoOHocTs uHruouposarb C5 B CDC anammze c
ucrionb3oBanueM Kkierok Daudi ¢ anturenom npotuB CD20 u chIBOPOTOK uenoBeka (C
HopManbHbIM hC5 mnm Bapuantamu C5) WIM CBIBOPOTOK a()pHKAHCKOH 3€J1€HOW MapThILIKH.
Paznuunbie OCTaTKy B ONpeAesIOmuX KoMiuieMenTapHocts obnactax (CDR) uz H4H12166P
MYTHUPOBaJIM B THUCTHAMHBI JUIi TOro, 4TOOBI C€O34aBaTh 9 MyTHPOBAaHHBIX AHTUTEI,
H4H12166P2-H4H12166P10. Tlokazano, uto ructuauHoBbie Mmytanmu B CDR mpumaior
3aBUCUMOCTb OT pH CBSI3BIBAaHUIO C LIEJIEBBIM aHTHUIE€HOM, YTO BEAET K YCOBEPIUIEHCTBOBAaHHOM
dapmakoxuneruke (Igawa et al. 2010, Nat. Biotechnol.28: 1203-1207).

Tabmuna 16: unrubupoBanue CDC He myTupoBaHHBIM aHTUTEnoM mpoTuB hC5 ¢

ucronp3oBanueM 1,66% criBopotku u antutena npotus CD20 B kierkax Daudi

CeiBOpoTKa Yenosex Yenosek AdpukaHckas Hctomennas no | Mcromennas no
3eJleHas C5 uenosexka u | C5 senoBeka u
MapTBhIIIKa 6,6 HM | 6,6 HM
BapUaHTa CS5 | Bapuanta  C5
R&85SH R885C
ECso [M] | 1,0E-09 1,4E-09 2,4E-09 1,9E-09 2,7E-09

aHTHTENA
mporus  CD20
(c 1,66%

CBHIBOPOTKOIA)

ITocrosHuoe 1 sM 3 M 3,5uM 30 eM

AHTHUTCIIO
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npotus  CD20

(c 1,66%

CBHIBOPOTKOI)

AHtuTeno 1Cso [M] ICso [M] (Mmakc. | ICso [M] ICso [M] (Mmakc.
% %
HHIHOUPOBAHHS) HHTHOHPOBAHUSA
* )*

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

H4H11686N He rectuposanu | 1,5E-09 4,4E-09 1,1E-09 4,5E-10

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

H4HI12161P 2,4E-09 He recruposanu | 2,6E-09 1,8E-09 1,0E-09

H4H12163P 3,4E-09 He recruposanu | 3,7E-09 2,1E-09 1,1E-09

H4H12164P 2,4E-09 He Tecruposanu | 5,8E-09 1,8E-09 8,2E-10

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

H4H12167P 2,5E-09 He Tectuposanu | 3,5E-09 1,9E-09 1,0E-09

H4H12168P 1,5E-09 He rectuposanu | 2,0E-09 2,3E-09 8,6E-10

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

H4H12170P 2,0E-09 He rectuposanu | 3,7E-09 4,8E-10 43E-10

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

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

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

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

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

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

cpaBHeHus 1 UHIUOUpOBaHUS | MHTHOUPOBAHUA

Kourposbroe be3s bes He tecruposanu | He recrupoBanu | He TectupoBain

mAb 1 UHIHOMPOBAHHS | MHIHOUPOBAHUA

Konrponbraoe He rectupoBanu | He rectupoBanu | bes bes bes

mADb 2 HHTUOUPOBAHUS WHIrHOUpOBaHUS | WHIMOUPOBaHUS

*Ecnu He yka3aHO HHOE, Be3/ie HHruOupoBanue cocraniseT ~100%

[0255] Kax mokazano B Tabmmmax 16 wu 17, Bce 25 anmturen mpotuB hCS
JEMOHCTpHpoBaiu nonHoe umHrubuposanue CDC, omocpenopanHoit C5, MpUCYTCTBYIOLIMM B
1,66% cpiBopoTke denoseka. ICso 111 He MYTUPOBAaHHBIX aHTUTE HaXOJWINCh B IHANIa30HE OT
1,2 no 3,4 aM. ICsp MyTHpOBaHHBIX aHTHUTE] HaXOAWIUCh B Auanazone oT 3,0 HM o 12 M.
Pomutensckoe He MmyrupoBanHoe anTuteno H4H12166P nasano nonnoe maruduposanue ¢ 1Cso
2,6 HM u 2,9 uM.

Tabmuua 17: wunrubupoanue CDC wmyrupoBaHHbIM aHTUTENOM npoTuB hC5 ¢

ucnosnb3oBaHueM 1,66% ceiBopoTku 1 antutena npotus CD20 B kierkax Daudi

CeIBOpOTKa Yenosek AdpukaHckas Hctomennas no C5 | Ucromennas  mo
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3eJ/IeHas MapThIlIKa yeropeka U 6,6 HM | C5 yenoBeka u 6,6
BapuanTa C5 R885H | EM Bapuanta C5
R885C
ECso [M] amrurena | 1,9E-09 2,6E-09 6,3E-09 9,5E-09
mporus  CD20 (c
1,66% chIBOpOTKOH)
IMocrosHHOE 2 M 10 M 7 eM 30 ’M
AaHTUTEI0  TPOTHB
CD20 (¢ 1,66%
CBHIBOPOTKOH)
AnTtuTteno 1Cso [M] ICso [M] (Makc. % | ICso [M] 1Cso [M]
HHrHOMpOBaHHA)*
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 cpaBHenus 1 | 2,7E-09 >1,0E-07 (35%) bes unrubuposanus | bes
HHTHOUPOBAHUS
Konrponsnoe mAb | bes nurubuposanus | bes uarubuposanust | bes nurubuposanus | bes
2 UHIMOUpOBaHUSA

*Ecnu He yka3aHO WHOe, Be3/ie MHrudupoBanue cocraniseT ~100%
[0256]

unruduposanue CDC, omnocpenoBanHoi C5 adpukanckon 3emeHoit wmapteimku, ¢ ICso B

16 He wmyTupoBaHHBIX aHTUTEN TNPOTHB hC5 NEeMOHCTPUPOBAIM TOJTHOE

auanazose ot 2,0 HM no 14 aM.

[0257] 4 u3 9 MyTUPOBaHHBIX aHTUTEI AEMOHCTPUPOBAIK NoiHoe unruduposanue CDC,
orocpeoBanHoii C5 adpukanckoi 3eneHoit maprteimku, ¢ ICso B quamazone ot 7,1 HM 1o 9,9
HM. OcrasnbHble 6 MyTHUPOBaHHBIX aHTUTEN sABIsIOTCs Onokaropamu ¢ ICso Gosbmie 10 HM u
MakCUMaJibHBIM HHrHOupoBanueM (mpu 100 HM anturena) B nuamnasone ot 34% mo 85%.
Ponutensckoe He mytupoBannoe antureso H4H12166P nasaio nmosxoe narubuposanue ¢ ICsp
4,5uaM u 5,6 HM.

[0258] Mg Toro 4ToOBl TECTUPOBATH, UHTHOUPYIOT i aHTUTENa mpoTuB hCS, BapuaHThl
C5 yenoseka, R885H u R8B5C, ucromennyo no CS5 ChIBOPOTKY 4€I0BEKA TECTUPOBAIIU C 0,6

HM kaxporo Bapuanta C5. Bce 25 anturen nporuB hCS5 neMoHCTpUpOBamM IOJHOE
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unruouposanne CDC, onocpenoannoe BapuanToM C5 R88SH, c¢ ICso ny1st He MyTHPOBaHHBIX
anturen B auanaszone ot 0,48 HM o 4,2 M, Torpa kak ICso mis MyTHPOBaHHBIX AHTHUTEN
Haxowiuch B auanaszone or 1,3 HM no 7,0 M. Ponurenbckoe HE MyTHPOBAaHHOE aHTHTEIIO
H4H12166P nasano nomnoe uarnouporanue ¢ ICso 1,3 HM u 1,3 M.

[0259] 15 u3 16 He MyTHpOBaHHBIX aHTHTeNd NMPOTHB hCS NEMOHCTPHPOBAIU IOTHOE
unrn6uposanue CDC, onocpenosannoii Bapuantom C5 R885C, ¢ ICsp B tuanaszone or 0,43 eM
1o 1,6 ’M. OHO HE MYTHPOBAHHOE aHTHUTEJIO JIEMOHCTPUPOBaAIO ciadboe uurudbuposanue CDC
C MaKkcUMalbHbIM HHruOupoBanuem 67% (mpu 100 HM antutena) u ICsp >20 HM. Bcee 9
MYTUPOBAHHBIX aHTUTEN AEMOHCTpUpOBaiU TofHoe uHruouposanne CDC, omocpenoBaHHOIM
Bapuantom C5 R885C, ¢ ICsp B mmamazone ot 0,77 oM gmo 3,5 uM. Pomgurtensckoe He
myrtupoBannoe antutesio H4H12166P nasano nonnoe unruduposanue ¢ ICso 0,46 uM u 0,76
HM.

[0260] Antuteno mpotuB CD20 pemonctpupoBano CDC knerok Daudi ¢ 1,66%
ceiBopoTKoi ¢ ECso 1,0 BM, 1,4 1M u 1,9 aM st ceiBopoTku yenoseka, 2,4 HM u 2,6 M st
CBIBOPOTKH adpukaHCKod 3eneHoi mapTeiuku, 1,9 HM n 6,3 uM s ucromennoir mo hC5
cbIBOpOTKH ¢ BapuaHToM hC5 R885H u 2,7 HM u 9,5 HM ans ucromeHHoi no hC5 ceIBOpoTKH €
BapuanToM hC5 R885C. Hu oaHO u3 HepeneBaHTHBIX KOHTPOJIBHBIX aHTuTen IgG,
KOHTpOJAbHOTO mMAbl u KOHTponmbHOTO mMADb2, HE JICMOHCTPHPOBATIO  KaKoe-TuOO
unrubuposanue CDC.

[Ipumep 7: wuHruOupoBaHue axkTUBHOCTH (C5a, Kak OMNPENeNsloT MOCPEICTBOM
JronugepazHoro aHanu3a

[0261] B sTom mpuMepe onucaH aHalu3 JUIs TeCTUpOBaHUs akTuBaruu CSa uepe3 oJuH
u3 ero perenrtopos, C5aR1. C5aR1 mpencrasnsier coboit conpspkeHHbIN ¢ G-0emKoM perenTop
(GPCR) u MOxeT MHUIMHUPOBATH pasninuHble conpspkeHHble ¢ GPCR myTtH nepenauu curuana
(Monk et al. 2007, Br. J. Pharmacol. 152: 429-448). Co3naH 0voaHanu3 ¢ MCIOIH30BAHHEM
knerok HEK?293, crabunsao Tpanchunmposannsix C5aR1 yenoseka (Ne noctyna NP_001727.1)
u Gal6é uenoexka (Ne poctyma NP _002059.3) Hapsny c¢ monudepasHbIM  PernopTepoM
[oTBeuatomuit anemeHT NFAT (4X)-monudepasal. Gal6 mpeacrasnsier co00il OTHOCHUTEIHHO
Hepa3z0opuuBkiit G 6es10K, KOTOpbIe MOXKET CBSI3BIBATHCS ¢ GPCR pa3nuyHbIX THIOB, UTO BEJET K
axtusauu PLC-B u mocnenyromeMy nossimennio Ca'™, KOTOPEIH B CBOK OYEPEAb aKTHBUPYET
tpancnokaiuioo NFAT u Tpanckpurnuio penopreproro rexHa (Kostenis et al. 2005, Trends
Pharmacol. Sci. 26: 595-602). PesynpTupyromas KJIETOUHAs JIMHUS
HEK293/hGa16/hC5aR1/NFAT-luc Beinenena u nognepxxusaercs B 10% DMEM, coxeprxarieit
10% FBS, NEAA, nenuuwimus/crpentomunus, 500 mxr/mn G418, 100 mkxr/mi rurpomununa B

u 7 MKr/mu1 OracTULIMANHA.
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[0262] Insa moundepasnoro omoananuza CSa xnerkn HEK293/hGal6/hC5aR1/NFAT-
luc BriceBanu B 96-myHOUHBIE aHANUTHYeCcKUe TUTaHeTsl o 20000 knerox/nynka B OPTIMEM
(Invitrogen, Ne 31985-070) ¢ moGanenuem 0,5% BSA, nenummumna/ctpentoMunuaa u L-
riyramuHa, u 3areMm uHkyouposanu npu 37°C u 5% COz B Teuenue Houn. BSA wucnonb3oBamu
Bmecto FBS, nockosibky nokaszano, 4To ceiBOpoTka paciueruiser u nHaktusupyer hCSa (Klos et
al., 2013, Pharmacol. Rev. 65: 500-543). Ha ciaenyiomee yrpo hC5a turposasm ot 100 HM 1o 2
nM (BkIroUas KOHTPOJBHBIA 0oOpazerl, He coxepskauuii hC5a) u mobapnsanu B KIETKH Ui TOTO,
4T00Bl ONpEeneNnsTh J0303aBUCHUMYI0 KPUBYIO THUTPOBAHHUS IS KIETOYHOM mnuHum. Jns toro
4yro0Bl TecTHpOBaTh mHruOupoBanue hC5a anturenom k hC5a, 500 ntM hC5a pobGammsun K
kieTkaM. HemocpencrBeHHO mociie 3Toro aHturena, passeaeHssie 1:3 or 100 skM 1o 2 oM
(BKITIOUAss KOHTPOJBHBIN 0o0paser, He coaepKallliuii aHTUTENO), 100aBIsId K KieTkam. Kietku
UHKYOupoBanu B TeueHue 5,5 uvaca mpu 37°C B mpucyrctBuu 5% CO;. Jlrouudepasnyro
aKTHBHOCTh OOHApyXKMBaIu nocie MHKyOaruu ¢ peaktnBoM OneGlo™ (Promega, NeE6051).
OneGlo™ mpencrasnser co6oil TIOMUHECICHTHBIA PEAKTHB, KOTOPHIM H3MEPSAIOT KOJIHYECTBO
mouugepassl, NPUCYTCTBYIONIEH B KiIeTkax. B 3ToM aHanusze yBenudeHHast aktuBaius hCSa
BEAE€T K YBEJIWYEHHOMY OOpa30BaHMIO JoUH(pepa3bl U JIIOMUHECHEHUUH (U3MEpSIOT B
OTHOCUTENIBHBIX CBETOBBIX eauHunax, RLU). M3MmepeHue MOMUHECLEHIIMH OCYLIECTBILSUIUA C
ucnoapzoBanuem mnpudopa Victor X (Perkin Elmer). PesynpraThl anammsupoBain C
UCIIOJB30BAHUEM  HEIMHEMHOM  perpeccuu  (4-mapamMeTpUYeCKOM  JIOTMCTUYECKOHM) W
nporpamMmmHoro obecneuyenus Prism 5 (GraphPad), utoOsl monyuars 3HaueHuss ECso u ICso.
NurubupoBaHue aHTUTEN BBIUUCISUIM Tak, 4yTo HHrubuposanue ot 0 mo 100% npexncrasiser
coboit ruanazon uarun6uposanus ot 500 M hC5a 6e3 nuruduropa 10 0 HM hC5a.

[0263] Yersipe anTtutena mpotuB hCS TectupoBanu Ha UX CIOCOOHOCTH MHTMOUPOBATH
hC5a aktuBanuio ero perenropa, hC5aR1, mocpencTBoM H3MepeHUs] CTENEHW WHIHOMPOBAHUS
i 500 M hC5a axtusaumu kirerok HEK293/hGol6/hC5aR1/NFAT-luc.

Tabnuna 18: unrubuposanue anturenoMm mpotuB hCS5 g 500 oM hCS5a B knerkax

HEK?293/Ga16/hC5aR1/NFAT-luc

ECso[M] hC5a 3,9E-10

mADb PID mwim REGN Ne Hurubuposanue ams 500 nM hCSa
ICso [M]

H2aM11682N 4,6E-10

H2aM11684N 3,5E-11

H2aM11694N 1,4E-10

H2aM11695N 4,2E-11
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KontponbsHoe mAb be3 nurubupoanus

[0264] Kak noka3zaHo B Tabnuue 18, Bce 4 aHTHTENA 110 U300PETEHUIO TEMOHCTPUPOBAIIH
nosHoe uHrubupopanue a1 500 nM hCSa ¢ ICsp B mmanazone ot 0,035 vM no 0,46 HM.
HepenerantHoe KoHTpoasHOE aHTUTENO IgG, KOHTpoIbHOE MAD3, HE JEMOHCTPUPOBATIO KaKOe-
mu6o unrubuposanue hC5a. hC5a axrusupoBan xietkn HEK293/Gol6/hC5aR1/NFAT-luc ¢
ECs0 0,39 M.

[Tpumep 8: Gmoananu3 remosnsa

[0265] Anamu3 kimaccuyeckoro nytu remonusa (CH) m aHamm3 aabTepHATHBHOTO ITYTH
remoiauza (AH) pazpabaTteiBasiu 1151 TOTO, YTOOBI TECTUPOBATh AKTHBHOCTH AHTUTE.

[0266] CH npencraBiseT co00i CKPUHUHTOBBIA aHATN3 aKTUBALIMH KJIACCHYECKOTO IMyTH
KOMILIEMEHTA, KOTOPBI YyBCTBUTEINCH K CHIDKCHHIO, OTCYTCTBHIO H/HMITM HEAKTHBHOCTH JIFOO0TO
komrioHeHTta mytn. B CH TtectupyoT (yHKUHOHANBHYIO CIIOCOOHOCTH CBIBOPOTOYHBIX
KOMIIOHEHTOB KJIACCUYECKOTO MYTH KOMIUIEMEHTa JIM3UPOBATh KPACHbIE KIIETKU KPOBU OBLIBI
(SRBC), npeaBapuTeNbHO MOKPHIThIE AaHTUTENIOM KPOJIMKA MPOTUB KPACHBIX KIETOK KPOBU OBIIBI
(remonm3un). Korga mnokpeiteie aHtuTesoM SRBC HMHKYOHpPYIOT € TECTOBOM CHIBOPOTKOM,
AKTUBHUPYIOT KJIACCHYECKUM IyTh KOMIUIEMEHTa W pe3yJbTaroM sBiisieTcss remoius. Ecnu
KOMIIOHEHT KoMIieMeHTa otTcyTcTByeT, CH ypoBeHp OyneT HyNneBbIM; €ClAH OJUH WM
HECKOJIBKO KOMIIOHEHTOB Kiaccuueckoro nmytu cHmkeHbsl, CH Oyner cHmxes. (Nilsson et al
1984, J. Immunol. Meth. 72: 49-59). DroT aHanu3 HCHOIB3YIOT JUIS OIPEACICHUS
XapaKTePUCTHK M CKPUHUHIA BBICOKOAQPUHHBIX aHTUTEN ITPoTUB C5 YesoBeka.

CrniocoOsl

(A) AHanu3 remMosm3a Mo KJIacCHYecKoMy MyTH KOMITJIEMEHTa

[0267] XKenaemoe unciio kKpacHbIX KiIeTOK KpoBu oIkl (SRBC) nmpomeiBanu B Oydepe
GVB++ u pecycrienmuposany no 1x10° knerox/mn. s cencnbummanun SRBC cvmenmBamm ¢
paBHBIM 00BEMOM pa3BesieHHOTO 1:50 remonM3uHa Kposivka mpotus oBIe (1,5 mr/mi) ipu 37°C
B Teuerue 20 muHyT. CencuOumM3npoBanusie kneTkn SRBC paspomumm 10 2x10® knetox/mm B
GVB++ nepen ucronb3oBaHUEM B aHaiu3e reMosn3a. HopManbHYyIO CHIBOPOTKY YENIOBEKA WM
CBIBOPOTKY SIBAHCKOT'O Makaka pazsomawmn 70 2% wunu 10% B 6ydepe GVB++. Jlna Toro yto0s!
TECTUPOBaTh HWHTHOHMpOBaHUE OMOCpeAoBaHHON C5 reMoJUTHYECKOM AKTUBHOCTH, TECTOBBIE
aHTUTENA TIpeiBAPUTEIbHO MHKYOUpoBanu B TeueHue 20 munyt npu 4°C B KOHLEHTpAaUMAX B
nuarnaszone or 0,6 ’M o 800 vM B 2-10% nHOpmanbsHOU cheiBopoTke uenoeka uiu 10%
CBIBOPOTKE SIBAHCKOTO MAakKaka WM CHIBOPOTKE adpUKAHCKOW 3€ICHOH  MAapThIIIKH.
Kpyrnononusie 96-myHOYHBIE IUIAHIUETHI WCIONB30BAIM IS TOTO, YTOOBI U3MEPATh
reMOJUTHYECKYI0 aKTUBHOCTh. Bcero 100 Mkn ceHcuOunmsmpopanHeix RBC oBmer (2x10°

KJICTOK/MJT) BBICEBAJIM B 96-TYHOUHBIM IJIaHIIET, TOCIE Yero cieaoBaio aobasiaeHue 100 mxn
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COOTBETCTBYIOLIMX OOpa3lloB CHIBOPOTKH, KOTOpBIE MNPEIBAPUTEIbHO WHKYOHMPOBAIH C
TECTOBBIMU aHTHTENaMU. KIeTKH akKypaTHO CMEIIMBaIM ¥ MHKYOuposamu nipu 37°C B TeueHue
60 munyt. Ilo ncreueHun BpeMeHH MHKYOAIMM KJIETKH OCaKIalu LEHTPU(PYTrHpOBAHUEM IPU
1250 xg u 4°C. Bcero 100 Mxn cynepHaranta NEPEHOCUIM B CBEXKUU 96 IIIOCKOIOHHBIM
IUIAHIIET ¥ CuUuThiBAIM 1pu 412 HM Ha CcuMTBIBaTe]le MHKPOIUIAHIIETOB Spectramax.
['eMONMTHYECKYIO aKTUBHOCTH BBIYUCIISUIM IIPU KOHEUHOW KOHLIGHTpaLuu B cbiBopoTke 1-5%
Ju1st 00paboOTOK.

[0268] IIponeHT reMon3a BEIYUCIIIIN CAEAYIOMHUM 00pa3oMm:

% remomm3a=100 x (SKCIICPUMCHTAIBHBIA JIM3UC KICTOK - (DOHOBBIA JIH3HC
KJICTOK )/(MaKCUMATBHBIN JIM3UC KICTOK - (POHOBBII JIH3UC KICTOK)

[0269] B stoM ypaBHeHHH «(hOHOBBIA JIM3UC KICTOK» Hpeacrasiser coboit OD mpu
A412 HM OT KJIE€TOK, HHKyOMpOBaHHBIX B Oydepe GVB++, ToNbKO HE coepKallieM ChIBOPOTKY.
«MakcuManbHBII TH3HC KIETOK» mpeacTaBusier coboil OD mpu A412 HM OT KJIE€TOK, KOTOpbIe
obpabareiBa)in BOJION. Pe3ynbTaThl, BBIpaXCHHBIC B BUJC % TEMOJIM3a, AHATU3UPOBAIH C
UCIIOJB30BAaHUEM  HEIHMHEHHONW  perpeccuu  (4-mapamMeTpUyecKOW  JIOTMCTUYECKOM) H
nporpaMMHoro otecneuenuss Prism 5 (GraphPad) ans nonywenus 3nauennii ICso. [laHHBIE
NPEACTaBIsUIN B BUJE CpeHErotCcTaHaapTHas OMUOKa CPEeJHEro

(B) Ananu3 anpTepHaTUBHOTO KOMIUIEMEHTA

[0270] XKenaemoe yMciO KpacHbIX KJIeTOK KpoBH kponuka (RbRBC) mpomeiBanu B
6ydepe GVB-Mg?>*/EGTA u pecycnenuposamu 110 2x10® xnerox/mn. HopMansHyio CHIBOPOTKY
YeNoBeKa WM CHIBOPOTKY SBAaHCKOTO Makaka passoaumn jo 10% B 6ydepe GVB-Mg?"/EGTA.
Jus Toro urtoOBbl TECTUpOBAaTh WHrHOMpOBaHHE onocpenoBaHHOM C5 reMoauTHYECKOH
AKTHBHOCTH, aHTUTeNla B KOHLEHTpaluusx B jauanasoHe or 3 HM no 800 HM mpenBapuTeNbHO
uHKyOupoBaiu B Teyenne 20 munyt rpu 4°C B 5-10% HOpMalbHOH CHIBOPOTKE UYeIOBEKa MU
CBIBOPOTKE SIBAHCKOTO Makaka. KpyrioJoHHbIe 96-TyHOUHBIE IUIAHILETHl HCIIOJIB30BATH IS
TOro, 4ToOBl H3MEPATh TIEeMONMTUYECKYIO aKTUBHOCTh. Bcero 100 mxx RbRBC (2x10%
KJIETOK/MJI) BBICEBAIM B 96-IYHOUHBIA MIIAHIET, [OCHe 4Yero cienoBano nobdasnenue 100 mxi
10% HoOpManbHOM CHIBOPOTKH YEIOBEKAa WM CHIBOPOTKH SIBAHCKOI'O MaKaka WJIM CBIBOPOTKHU
apUKaHCKOM 3€NeHOW MapThIIIKKU, KOTOPYIO MPEABAPUTEIHLHO MHKYOHPOBAIM € aHTHUTEIAMU
npotus C5. Kinetku mMsarko nepemermpaiu 1 vHKyouposanu npu 37°C B tedenne 60 munyT. [0
WCTECUCHUU BPEMEHU MHKYOAIMH KJIETKH Ocakaaiu ueHTpudyrupoanuem Ha 1250 xg npu 4°C.
Beero 100 Mx1 cyrepHaTaHTa MEPEHOCUIN B CBEXKHUN 96 TIOCKOTOHHBIN TIAHIIET U CUNTHIBAIH
npu 412 HM Ha CUMTHIBATE]NEe MHUKPOIUIAHIIETOB Spectramax. [ eMOJIMTHYECKYHO AaKTHBHOCTH

BbIMUCISIIA TIPH KOHEYHOM KOHLCHTpAlUH CBIBOPOTKHU 5% CbIBOPOTKH.
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[0271] IlpoueHT reMosn3a BBIYMCISIIN CAEAYIOMNM 00pa3oMm:

% remomu3a=100 x (9KCIEPUMEHTAIbHBIA JIM3UC KJIETOK - (DOHOBBIA JIHM3UC
KJIIETOK )/(MaKCUMAaTbHBIN JIU3UC KICTOK - (JOHOBBIH JIM3UC KICTOK)

[0272] B stoM ypaBHeHHH «(}OHOBBIM JIM3UC KICTOK» mpeiacraBiser coboit OD mpu
A412 HM OT KJIETOK, KoTophie MHKyOupoBamu B Oydpepe GVB-Mg/EGTA, He copepxkainemM
TOJBKO CBIBOPOTKY, MIH 0e3 kakoro-nubo aHtutena npotuB C5. «MakcuManabHBIM JIH3UC
KIETOK» mpencrasisier coboir OD npu A412 HM OT KIETOK, KOTOphIe 00padaTbiBajid BOJOM.
Wurnbuposanue mocpeacrBom anturen npotuB C5, 3uauenms [Cso Bbuumcism ¢
HCIIONIB30BaHUEM  HEMWHEWHOH  perpeccuu  (4-mapaMeTpHYECKOM  JIOTHCTHYECKOW) |
nporpammuoro ooecrieuenus Prism 6 (GraphPad).

Pe3syibraTel

(A) Unrubuposanue remosinsa, orocpeioBanHoro C5 uenonexa

[0273] Bcero 25 antuten mpotuB C5 uenoseka (hC5), 16 He MyTUpOBaHHBIX U 9
MYTUPOBaHHbIX, TECTUPOBAIM Ha MX CHOCOOHOCTH UHIHOMpoBaTe C5 M3 HOpMaIbHOU
ceiBopoTku uenoeka (NHS) B anmanmze CHS0 ¢ wucnosb3oBaHMEM CEHCHOMIM3WPOBAHHBIX
KpacHbIX KieToK kposH oBIbl (SRBC) n anamuze AHS0 c ucriosnb30BaHneM KpacHBIX KIIETOK
kpoBHu Kpoauka (RRBC).

Tabnuua 19: uarubuposanne CP u AP aktuBHocTH anTUTenoM npotuB hC5 B 1% wiu

5% HOpMasbHOM chiBOpOTKE uesoBeka (NHS)

mAb PID CP uenoBeka AP 4enoBeka CP venoBeka AP uyenoseka
ICso [M] 1Cso [M] % Makc. | % Makc.
HHIHOUPOBAHUA UHIMOMPOBaHUSA
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%
H4H12161P 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%
H4H12171P 2,33E-09 1,55E-08 94,9% 42,0%
H4H12164P 2,10E-09 1,45E-08 95,9% 69,7%
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H4H12169P 2,36E-09 2,00E-08 98,3% 44,5%
Wzorunmaecknit Het akTUBHOCTH Her axrusnoctn Her aktuBHOCTH Her akTUBHOCTH
KOHTPOJIb

[0274] Kak noka3zano B Tabauue 19, 16 anturen npotuB hCS5 no raHHOMY U300pETEHHIO
JeMOoHCTpUpoBainy Gombiue ueM 94% uHrnOéupopanue remoiusa 1o kiuaccudeckomy myta (CP),
orocperoBanHoMy ¢ rnomotrsio C5, npucyrcrBytoniero B 1% ceiBopotke uenoBeka. 1Cso ams
AHTHUTEN HAXOAWIUCh B Auana3oHe oT 2,1 10 5,9 HM u npoleHT UHTHOUPOBaHUS HAXOIUIICS B
muana3one 95-99%. Bce 16 antuten mpotuB CS5 gemoHcTpupoBanu Oonbine yem 60%
unruouposanne (3a uckimodeHuemM H4HI12169P) B ananuse remonmsa 1o ajllbTCPHATUBHOMY
nyta (AP), xotopsrii onocpenoBan ¢ nmomounisio C5, mpucyrcrBytomero B 5% NHS. 1Cso s
AHTUTE] HAaXOMUIUCh B Auanazone oT 13 go 160 HM u mpolieHT MHrHOHpYOIIeH aKTUBHOCTH
HaxoJuJIcs B fuanas3oHe oT 44% mo 81%.

Tabmuna 20: warubupoBanne CP m AP akruBHOCTM anTtuTenoMm mpotuB hCS B 5%

HOpMaJibHOM ChIBOpOTKE dentoBeka (NHS)

mAb PID CP genoBeka AP uernoBeka CP genoBeka AP genoBeka
1Cso [M] 1Cso [M] % Makc. | % Makxc.

HHTHOHPOBAHMSA HHTHOMPOBAHHSA
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 aktuBHOCTH 74,0% Her akTuBHOCTH
W3orummueckuit Her akxTuBHOCTH Her akruBrOCTH Her aktuBnOCTH Her akTuBHOCTH
KOHTPOJIb

[0275] Kak noka3ano B Tabmuue 20, Bce 9 MyTHpOBaHHBIX aHTHTEnd HpoTHB hC5
neMoHcTpupoBainu uHruouposanve CP u AP reMonuTH4ecKoil akTUBHOCTH, ONOCPEIOBAaHHOM €
nomouibto C5, mpucyrctBytomiero B 5% ceiBopoTke uenoBeka. B anamuze CP remonmsa
poauTenbekoe He MyThpoBaHHoe aHTHTeno H4H12166P nemonctpuposano 6onbiie yeM 98%
uaruouposanue ¢ ICsp 10,9 HM. 8 myrupoBanHbeix antutTesn 1npotuB hC5 nemoHCTpHpOBaIU
oombie uem 90% unrubuposanue ¢ ICso B quamazone ot 10,3 #M o 24,3 ’M. MyrtupoBaHHoe
antureno nmpotuB C5 12166P10 nemoHcTpupoBano yacTuyHoe uHruduporanue 74%. B ananuse
AP remommsza pomutensckoe He MyTupoBaHHoe antuteno H4H12166P nemoncTpupoBaio

oonbuie yeM 85% wunrubuposanue ¢ ICso 20,9 HM. MyrupoBanusie anturena nporus hCS
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JEMOHCTPUPOBAIN HHTHOWpoBaHue B nuana3oHe 72-83% wu ICsp aHTHUTEN HAXOAWIHUCH B
puanazose ot 28 HM g0 0,15 MxM.

(B) Uarnbuposanme remonaunsa, ornocpeaoBanHoro C5 o0e3bsHbI

[0276] Bcero 25 antuten npotuB C5 yenopeka (hCS5), 16 He MyTHpOBaHHBIX U 9
MYTHUPOBAHHBIX, TECTUPOBAIM Ha HX CHOCOOHOCTH MHTMOMpoBaTh C5 SBAHCKOTO Makaka M
adppukanckoit 3enenoit maprhiniku B CHS50 ananuze ¢ UCII0JIb30BaHUEM CEHCUOMIM3MPOBAHHBIX
KpacHbIX KJIeTOK KpoBH OBIBI (SRBC) m AHS50 ananu3e ¢ HCHOJB30BaHUEM KPACHBIX KIIETOK
kpoBu kpomuka (RRBC).

Tabnmuua 21: uarubupoBanue CP u AP aktuBHOcTH aHTHTenoMm mpotuB hCS B 5%

HOPMATBHBIX CHIBOPOTKAX a)pUKAHCKOH 3eieHO MapThinku (AGM)

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

CBIBOPOTKOH CBIBOPOTKOH
mAb PID 1Cso [M] 1Cso [M] % Make. | % Makxc.

HHTHOHPOBAHMS WHTHOMPOBAHHS

H4H12183P2 Her akruBHOCTH Her akTuBHOCTH Her axtuBHOCTH Her akTuBHOCTH
H4H12176P2 3,04E-08 4,77E-08 91,0% 83,2%
H4H12168P 2,80E-08 2,25E-08 90,8% 88,2%
H4H11686N 4,82E-08 1,63E-07 49,3% 50,4%
H4H12167P 6,95E-08 6,95E-08 90,5% 53,4%
H4H12161P 3,19E-08 4,75E-08 78,9% 35,7%
H4H12163P 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%
H4H12171P Her akTuBHOCTH 2,33E-08 17,8% 69,70%
H4H12164P 2,47E-07 1,78E-07 85,8% 15,60%
H4H12169P 3,44E-08 9,15E-08 43,3% 45,70%

[0277] Kak nokasano B Tabnuue 21, anrurena mpotuB hCS5 nemoHcTpupoBaiu
pasnuuHble ypoBHM uHruOupoBanus CP wumu AP remonutuueckod akTtuBHOCTH B 5%
CBIBOPOTKax apukaHckoil 3einenoil mapreimku. B CP ananuze 2 u3 16 anturen npotus hC5 ne
JIEMOHCTPHPOBAIM ~ HMHTHOMPOBaHHE  TEMOJMTUYECKOM  AaKTUBHOCTH. 14  aHTHTEn
JIEMOHCTPHUPOBAIN UHrHOUpoBanue B auana3zone 43-94% c ICso B nuamazone ot 25 HM 1o 180
HM. B anannze AP remosnuza, 13 u3 17 antuten 1eMOHCTpUPOBAIM UHIMOUPOBaHUE aKTUBHOCTh
B nuanaszone 17%-93% c ICso B quanaszone ot 22,5 uM o 233 aM.

Tabnuna 22: unarudbupoBanve CP u AP axtuBHoctu antuTenomM npotuB hCS B 5%
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HOPMaJIbHBIX CBIBOpPOTKaxX 00e3bsiH Cynomolgus (Cyno)

CP ¢ ceBopotko#t | AP ¢ ceoportkoil | Cyno CP Cyno AP

Cyno Cyno
mADb PID 1Cso [M] 1Cso [M] % Makc. | % MakKc.

HHIUOUpOBaHUS UHIMOMPOBaHUSA

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%
H4HI12163P 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%
H3ornnuueckuit Het aktuBHOCTH Her akruBrOoCTH Her aktusnoCTH Her akTuBHOCTH
KOHTPOJIb

[0278] Kak moxazano B Tabmune 22, antutena mnpotuB hCS5 (3a uckimoueHueM
H4H12183P2, xotopoe nemoHcTpupoaio 64% nnrnbuposanue CP) nemoHcTprpoBanu 6ombiie
yeM 90% unruduposanue B aHanusze CP win AP remonuza B 5% ChIBOPOTKE SIBAHCKOTO MaKaka.
B anamusze CP remonuza ICso anTuTen Haxomunuch B auaraszone ot 7,15 sM po 142 sM. B
a"anu3e AP remonmza ICso aHTHTE] HAXOAMIMCE B Haria3oHe ot 5,4 1o 29,6 M.

(C) UarunbupoBanue remMosinsa, Orocpe1oBaHHOTo BapuanToM C5 yenoBeka

[0279] BeiOpannbie anTuTena npotuB (C5 TECTHUpOBaIM HAa WX CIIOCOOHOCTH
uHruOuposare Bapuant C5 yenoBeka (CM. puMep 3 B HACTOALIEM OIMKUCAHUU) U3 UCTOILIEHHOM
no C5 ceBopotku uenoseka B CHS50 ananuze. B ucromennoil no C5 chIBOPOTKE YEIOBEKA C
nobapieHneM dk3oreHHoro Bapuanta CS5 R885SH, H4HI2166P u o00bexT cpaBHeHUs 2
6nokupoBamu CP remomm3 co 3Hauenmsimu ICso 6,0 HM u 4,4 HM, COOTBETCTBEHHO, M
3HaueHusiMu [Cgo 7,6 ’M u 5,5 uM, coorBercreenno. s Bapuanta R885C, H4H12166P u
o0wekT cpaBHeHus 2 OnokupoBaiu CP remonus B ucromennoi mo C5 ChIBOPOTKE uelIoOBEKa C
sk3oreHHbIMU BapuanTamu C5 ¢ 1Cs0 9,3 HM u 6,8 HM, cooTBeTcTBeHHO, U 3HaueHus MU 1Cso 11

HM u 8,2 HM, coorBercTBeHHO. Kak oxumann, oOBEKT cpaBHeHUs | He OJOKHpOBAI




98

TEMOJIMTUYECKYIO aKTUBHOCTh BapuaHTOB C35 yenoBeka.

(D) Marubuposanune komruiekca C5b-6 yenoBeka

[0280] BreiOpannsie anturena nporuB C5 TecTUpoBan Ha WX CHOCOOHOCTH
uHrubuposath komiieke C5b-6 yenoseka u3 ucromeHHod no C5 ceiBopoTku yenoseka B CHS0
ananuze. H4H12166P cunpao Onoxuporano CP remonu3 B uctomieHHOW mo C5 CHIBOpOTKE
yesoBeka ¢ godasnenneM 3x30rensoro komiuiekca huCsb-6 ¢ ICso 3,8 1M u 3nauenuem ICsgo 5,8
HM. B omimuue ot 3T10ro, 00BEKT CpaBHCHHS | OJOKHPOBAT OMOCPEIOBAHHBIA KOMILICKCOM
C5b-6 remonns ¢ MeHblied cuiod, co 3HadeHusMu ICso 5,0 HM u 3mauenueM ICsp 46 HM,
cooTBeTcTBeHHO. OOBeKT cpaBHeHus | uHruOupoBan Ttonbko 70% oOmero remonusa MpH
HAWBBICIIUX TECTUPYCMBbIX KoOHIEHTpammsax. OObeKT cpaBHeHMS 2 HE OJOKHPOBAT
TEMOJIMTHYECKYIO aKTUBHOCTE KoMILIekca C5b-6 yenosexka.

ITpumep 9: anTuTena npotus C5 6nokupyroT odpasoBanue CSa B ananuze CP remonunza

[0281] st Toro yToOBl OLEHUBATH, HHTUOUPYIOT JIM aHTUTeNa npoTuB C5 oOpa3oBaHue
CS5a, cynepHaraHThl U3 aHaiu3a Kiaccudeckoro mytu (CP) remonnsa aHaaIu3upoBaliyd Ha YPOBHU
CS5a c nomosio ELISA.

[0282] C5a, oOpasyemblii B pesynbrate pacumennenus C5, npeacraBnseT co0oil
OoenkoBbli  QparmenT u3 74  amuHOKMcinoT. CS5a  ObicTpo  MeTaboIM3UpYyeTcs
KapOOKCHITCTITH/Ia3aMU CHIBOPOTKH /10 OoJiee CTaOMIBbHOW MeHee akTHBHON (opmbr u3 73
amunHokuciotr CSa des-Arg nocpeactsom ynasienusi C-koHIeBOro apruausa. KosmdecTBeHHOE
onpenenenue CS5a des-Arg, crenoBaTenbHO, OOECHEUMBAET HAAEKHOE H3MEPEHHUE JUIs
MOHUTOpHHra oOpazoBanusi CS5a in vivo u in vitro. B coorBercTBuH ¢ uHbOpMaIHEH,
MIPEJIOCTABIISIEMOM TPOU3BOAUTEIIEM, HCIONB3yeMbI 3aech Habop MicroVue CS5a ELISA
no3pojisier oOHapyxkwuBaTh CS5a des-Arg. IlpeaBapuTellbHBIC HKCIIEPUMEHTHI (JIaHHBIE HE
[PUBE/ICHBI) IOKA3bIBAIOT, YTO TaKKe OOHApYKUBArOT nepBuuHyro ¢opmy CSa u3z 74
AMHHOKUCIIOT. B 1ensix sToro npumepa oo6e GopMbl B COBOKYITHOCTH 0003Ha4Yal0T Kak «CSay.

[0283] Yporuu Oenka CS5a ompenensui B cynepHarantax u3 aHanusza CP remomnusa ¢
HCIIOJIb30BaHUEM HOpPMaIbHON CHIBOPOTKHM uernoBeka (NHS) ¢ coxpaHeHHBIM KOMILIEMEHTOM,
KOTOPYIO IpeaBapuTeabHo MHKyOupoBanu ¢ H4HI2166P unu M30TUNMYECKHUM KOHTPOJIBHBIM
aHTUTEJIOM, KaK OmMcaHo B mpumepe 8. YpoBHM Oenka CS5a uM3MeEpsUId C HCIOIb30BAHUEM
Habopa MicroVue CSa ELISA mo MHCTPYKIHAM MPOM3BOAUTENs. B KpaTkoM W3JIOKEHHUH,
oOpa3ipl  pa3BOAMAM M HUHKYOMpOBaJIM B  IUIaHIIETaX, IPEABAPUTEILHO  IOKPHITHIX
3aXBaTHIBAIOILUM AHTUTENOM (MBIIHHBIM HpoTHB C5a co crneun(uuHOCThIO K HEO-3IUTOIY Ha
C5 uenosekaa). benok C5a yenoBeka, MPeIOCTABICHHBIA MMPOU3BOAUTEIEM, HCHOJIB30BAIH B
KauecTBe cTaHnapTa A kanuOpoBku. CS5a B cynepHaTaHTax oOHapyx)uBainu rmocpencrsoM HRP-

KOHBIOTHMPOBAHHOTO HACHTU(UIMPYIOIETO aHTUTeNa (MOHOKIOHAJIBHOE AHTUTENO MBIIH K
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obnmactu CSa u3z C5). Xpomorennwsii cyoctpatr HRP 3,3')5,5'-rerpamerunoensuaun (TMB)
N00aBIsNIA AN TOTO, 4ToOBl OOHapyxuBaTh akTuBHOCTH, HRP. Wcnons3omanu pactop 1 H
COJSIHOM KHCIOTBI JUIS TOTO, YTOOBI OCTAaHABIMBATH PEAKIUIO, M HM3MEPSUIM ONTHYCCKYIO
wiotHocte npu 450 BmM (OD450) na cuutbiBarene IuiaHueTroB SpectraMax. JlanHble
QHAIM3MPOBANM €  MCNONb30BAaHMEM  HENMHEWHOH  perpeccun  (4-mapamerpuyeckas
noructuueckas) B GraphPad Prism. Konnentpammro C5a BeIpaskany B HI/MI CyliepHATaHTA.

[0284] B anaimze c¢ wucnosb3oBanueM 5% NHS, H4H12166P cunsno OmoxupoBai
yBenuueHue ypoBHel Oenka CS5a B 3aBucumoctu ot a03b6l ¢ ICso 8,5 HM, Torma kak
HU30TUIMYECKOE KOHTPOJIBHOE AHTHUTEIO He okaszwiBasio 3ddexra Ha ypoBHM CSa (dur. 1).
MakcumanpHOe OJIOKHpOBaHME TNPH HaMBBICIIEH TecTHpoBaHHOW KoHIeHTpamuu H4H12166P
(267 1M) Beno x ~10-kpatHOMY cHIKeHHUIO ypoBHeH CSa mo 3,8 ur/mi (0,3 HM) 1o cpaBHEHHIO
¢ 34 ur/mu (2,8 HM), KoTOpbIe HAOMIOAANN TIPH HAUMEHBUIEH TECTUPOBAHHOW KOHIICHTPALMH
H4H12166P (1 uM) B 5% ceiBopoTke. KoHuenTpauus CS5a, koTopyroo HaOmonamu s
MaKCHUMaJbHOTO OJOKHpOBaHUs, Oau3ka K OazoBoMmy ypoHio CSa 2,3 ur/ma (0,2 EM) B
HeoOpabortannoit 5% NHS.

[Mpumep 10: ompenesicHue XapakTEPUCTHK (PapMaKOKMHETHKM W (DapMaKOAMHAMUKH
aHTuTen IpoTuB C5 y IBAHCKOTO MaKaka

[0285] B s3TOM mpuMepe ONUCAaHO ONpelesieHue XapakTepucTuk gpapmakokuHeTuku (PK)
u apmaxonunamuku (PD) BeiOpanubix antutes npotus C5, KOTOPOE MPOBOIAWIM Y CAMIIOB
SBAHCKOTO MakKaka. OHJOTeHHble ypoBHH C5 ONpeieisiu Iepes J103UPOBAHUEM aHTHTENA
npotuB C5 ¥ UCTIOIB30BAH VIS CTPATH(QUKAIINN TPYIIT XKUBOTHBIX I10 JI03€.

[0286] O6mme umpkynupyrompe ypoBHH C5 y SBaHCKOrO Makaka OIpeNeNsiiif C
ucrionb3oBanueM Human Complement C5 ELISA (Abcam, Ne o xaranory ab125963), koTopblit
OCYHIIECTBIISUIM B COOTBETCTBMU C PEKOMEHAAUMAMU TpousBoauTens. Onpeaensiy, uTo
ycpeHeHHbIe KoHIeHTparuu 0enka C5 y 00e3bsH coctarisitoT 90,85 mir/mint19,17 Mxr/mit.

[0287] Idns kaxmoro antutena npotuB C5, KaxaoMy U3 4 SBAaHCKAX MaKakOB BBOJIMJIN
onny BHyTpuBeHHylo (IV) uHbekuuio B no3e 15 Mr/kr. OOpa3usl KpoBH Opaid y KaXJOro
AKHUBOTHOTO nepesn 1030 u 1o 1680 yacos (70 cyToK), mojyyanud ChIBOPOTKY U 3aMOPaXKUBAJIU
npu -80°C no ananuza Ha PK u PD.

Awnanu3 obrero yposus antutes 1gG ¢ momoinbsio uMmMyHoJoruueckoro ananuza ELISA

[0288] OOmme KOHIEHTPAIMK aHTUTEN B 00pa3ilax CHIBOPOTKH OOE3bSIHBI M3MEPSUIA C
HCIIONIb30BaHuEM He BaimaupoBanHoro mpsmoro ELISA. B nponenype ELISA ucnons3oBanu
MHUKPOTHTPOBAJBHBIN IUIAHIIET, MOKPHITHII MOHOKJIOHAJIBHBIM QHTUTENIOM MBIMKA HpoTUB Fc
IgG1/IgG4 genoseka. B manwmer pasnuusble antutena npotuB C5 nobaBisuin U aHTUTENA

npotuB  C5, 3axBaueHHbIE HAa  IUIaHUIeTe, OOHAPYXMBAIM €  MCIONB30BAHHEM
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OMOTHHIJIMPOBAHHOTO MOHOKJIOHAJIBHOTO aHTuTena Melmm npotuB Fc IgG4 dyemoBeka, mocrie
4ero cJae0Bal HEHTPaBUIMH, KOHBIOTMPOBAHHBIN ¢ Iepokcuaa3oi xpena (HedTpasuauH-HRP).
3arem 100aBIsIM CyOCTpaT HAa OCHOBE JIIOMHUHOJA CO CIIEUM(UYHOCTBIO K IEPOKCHUIA3e, YTOObI
N0Jy4aTh HMHTEHCHBHOCTh CHUTHala, KOTOpas NPONOPLHMOHANbHA KOHLEHTPAlK OOIIero
3aXBayeHHOTo aHTuTena npotus C5. M3Mepenus kaauOpoBOYHBIX CTAaHIAPTOB B OTHOCUTENIBHBIX
ceeroBelx eauHunax (RLU) wu  coorBercTBylomMe MM HOMHUHAJIbHBIC KOHICHTPALUU
anIpOKCUMUPOBAINA C HCIOJIB30BAHUEM B3BELICHHOTO 4-I1apaMETPUYECKOro JIOTHCTHYECKOI'O
YPaBHEHHUsS U1 TOrO, 4TOOBI CO3JaBaTh KanHOPOBOYHOE ypaBHEHHE, KOTOPOE OINHCHIBAET
3aBUCHUMOCTh KOHLIEHTpaluu aHTHTend npotuB C5 u orBeta B aHanuze. HuxHud mnpenen
kommuecTBeHHoro onpenenenus (LLOQ) cocrapmszn 1,56 ur/min B ananuse (2% chiBOpoTka
00e3bstHBI) ¥ 78 HI/MII B YHCTOU CHIBOPOTKE 0OC3bSHEL.

Onpenenenne PK napamerpos

[0289] PK napameTpsl orpenensiy NocpeaAcTBOM HeKoMnapTMeHTHoro aHanus3a (NCA) ¢
UCTIONIB30BaHUEM Tporpammuoro obecrieuerns Phoenix®WinNonlin® (Bepcust 6.4, Certara,
L.P.) u mogenu IV GontocHOro 1031MpoBaHus.

[0290] Bce PK mnapamerpsl mnosiydasii M3 COOTBETCTBYIOIIMX CPEAHUX 3HAYCHUH
KOHIIEHTpaLii, B TOM 4Hcie HaOI0JaeMON MaKCUMAaIbHON KOHIEHTPAUU B CBIBOPOTKE (Cmax),
BpPEMEHH Ha0JII0JaeMOil MUKOBOW KOHLEHTPAUH (tmax) U HaOM0OJAaEMOr0 OLIEHOUHOTO BPEMEHU
noayxusau (T12). g kaxaoro antuTena IIona s Mo KpUBOH 3aBUCUMOCTH KOHIICHTPALUH
OT BpEeMEHHM BIUIOTH A0 mocieaHern  m3mepsemoit  koHuneHtpamuu  (AUCus) u
IKCTPAIOIUPOBAHHYIO OT HYJIEBOIO MOMeHTa BpeMeHH /10 GeckoHeuHoCTH (AUCisf) onpeaersutu
C HCIIOJIb30BAHMEM IIpaBHJIa JIMHEHHBIX Tpaleuuil ¢ JIMHEHHOM WHTEpHONALMEd H
PaBHOMEPHBIMU BECAMHU.

PD ananu3 nmocpeicTBOM aHaIM3a FeMOJIN3a €X Vivo

[0291] dapmakoauHaMHMKy BbIOpaHHBIX aHTUTEn npotuB C5 aHamM3MpoOBaIU C
UCTIOJIb30BAHUEM aHAIM30B KJIACCHUYECKOro MYTH ¥ aJbTEPHATUBHOIO IIYTH FEMOJIH3a €X ViVO.

[0292] AHanu3 KIACCHMYECKOro MyTH reMoju3a: KpacHble KJIeTKH KpoBH oBLbI (SRBC)
npomeiBasin B Oydpepe GVB++ (xenarun-epoHanoBbiit Oypep ¢ CaClo u MgCly) (Boston
BioProducts) u pecycrmenmuposamu 1o 1x10° xmerox/mn. Uto6sl ceHcubummsuposats SRBC,
Beero 1x10° SRBC/MIT cMeIMBa ¢ paBHBIM 00BEMOM Pa3Be/IeHHOTo 1:50 reMoIM3HH KpoIuKa
npotuB oBIEI (1,5 mr/mi) mpu 37°C B teuenue 20 munyTt. CencubunusupoBanHbic SRBC
paseoumu 10 2x10% knerox/mn B 6ydepe GVB++ nepen HCTIONE30BaHIEM B aHATIN3E TEMOTI3A.
KpoBb y sIBAHCKHMX MaKakoB Opayu nepes J03HpoBaHUEeM u uepe3 5 Munyrt, 4 u 8 gacos u 1, 2, 3,
5,7, 10, 14, 18, 21, 28, 35, 42, 49, 56, 63 u 70 cyrok nocne n03b1 11t PD ananuza. CeIBOPOTKY

MOJIydand ¥ 3aMOPAKMBAIM IO JaJbHEHIIEr0 MCIONb30BaHUs. B CyTKH aHanmm3a ChIBOPOTKY
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Cynomolgus 13 cooTBETCTBYIOIIMX MOMEHTOB BpeMeHH pa3Boaunu 1o 10% B Oydepe GVB++.
Kpyrinogonusie 96-ilyHOYHBIE IUIAHIIETHI MCIONB30BAJIM JJISL  TOTO, YTOOBI HM3MEPAThH
reMOJIUTHYECKYIO AaKTUBHOCTh. Bcero 100 wmkn cemcubmmsuposanueix SRBC  (2x10°
KJICTOK/MIT) BbICEBAJIM B 96-11yHOUHBIH Tutaniuer npu 37°C, rocie 4ero ciieoBano 1o0aBieHne
100 Mk 10% CHIBOPOTKY SIBAHCKOTO Makaka U3 COOTBETCTBYIOIIMX MOMEHTOB BpemeHu. SRBC
MSTKO nepemeruBain 1 uHkyouposau rpu 37°C B Teuenne 10 munyr. [1o nucreuennu Bpemenu
UHKYyOamMu KiaeTku ueHtpudyruposamn Ha 1250 xg npu 4°C. Becero 100 Mk cynepHaTanrta
HIEPEHOCIIIN B CBEKUH 96 IJIOCKOJOHHBIN IIJIAHIIET U CYUTHIBAIM IIpu 412 HM Ha CUMTHIBATENE
MUKpPOIUIAHIIETOB Spectramax. ['eMOJMTHYECKYI0 aKTUBHOCTH BBIYMCIISUIM IIPU  KOHEUHOM
KOHLEHTpauuu ChIBOPOTKU 5%. IIponeHT remonmsa BBIYMCISUIM C UCIIONB30BAaHHEM 3HAYEHUU
MOTJOUIEHUS] U CIEYIOIIETO YPaBHEHUS:

% remomm3a=100 x (PKCIICPUMCHTAIBHBIN JIM3UC KJICTOK - (DOHOBBIM JIH3HUC
KJIETOK )/(MaKCUMATBHBIN JIM3UC KICTOK - JOHOBBIN JIM3UC KIICTOK)

[0293] B sToM ypaBHeHWH «(DOHOBBIA JIM3UC KICTOK» TpeAcTaBisier coboit OD mpu
A412 um ans SRBC, kotopeie uHkyOupoBanu B Oydepe GVB++, Toipko He copaepialleM
CBIBOPOTKY. «MakcuMamnbHBIN JIM3UC KJIETOK» mperactaBiser cobod OD mpu A412 uM ans
SRBC, koropeie oOpaOarTeiBaii BOJOW. Pe3ynbTaTel, BeIpak€HHbIE B Buie % remMoinsa,
AHWIM3MPOBAIIM  C  HCIOJIB30BAHUEM  HEJIMHEHHON  perpeccun  (4-mapaMeTpuydecKkoin
JOTUCTHYECKOH) U mporpammHoro obecnedenus Prism 5 (GraphPad) nns nonydyeHust 3HaueHUi
ICso. JlanHbBIE IpEeICTaBIEHBI B BUAE CPEAHErO+CTaHJapTHAs OIINOKA CPEIHETO.

[0294] AHanu3 anbTEpPHATUBHOrO IYTH IeMOJIM3A: JKETAa€MO€ UUCIO KPACHBIX KIIETOK
kposu kponuka (RbRBC) mpomsisanu B 6ypepe GVB-Mg?>/EGTA u pecycHeHAUpOBaId IO
2x10® xnerox/mn. KpoBb y fBaHCKMX MAaKakoB Opajy mepesi J03MPOBAHMEM U Yepe3 5 MUHYT, 4
u 8 wacoB u 1, 2, 3,5, 7, 10, 14, 18, 21, 28, 35, 42 u 49 cyrok nocne 03wl st PD ananmmsa.
ChIBOPOTKY IMOJIy4alld U 3aMOPAXKUBAIM JI0 JajbHEiero ucrosib3oanusa. Kpyrnogonnsie 96-
JYHOYHbIE IUIAHIIEThl UCIIOJIb30BAIU VISt TOTO, YTOOBI U3MEPATH NEMOIUTUYECKYIO0 aKTUBHOCTb.
Bcero 100 mxn RbRBC (2x10% knerox/mi) BbiceBaan B 96-TyHOUHBIH miaHmer mnpu 37°C,
nocne uero cruenoano jpodaeneHue 100 Mxn 10% CHIBOPOTKHM SIBAHCKOIO Makaka W3
COOTBETCTBYIOLLMX MOMEHTOB BpEeMEHH, NnepeunciieHHbIX Boie. RbRBC Msarko nepemensanu
u uakyoupoanu npu 37°C B teuenue 60 munyt. [lo UcTeueHNNn BpeMEHU MHKYOAIUU, KIICTKH
neatpudyruporanu Ha 1250 xg npu 4°C. Beero 100 Mk cynepHaTaHTa MEPEHOCHINA B CBEXKUI
96 I1UIOCKOAOHHBIM IUIAHIIET, KOTOPBI CcYMThIBANIM npu 412 HM Ha CcUMUTHIBaTrese
MUKpPOIIJIAaHIIETOB Spectramax. ['eMONIUTHYECKYl0 AKTUBHOCTh BBIYMCISUIM U KOHEUHOM

KOHIICHTPAIIUU B CHIBOPOTKE 5% M BhIpaXKalld B BHUJIE MPOILEHTHON 0JIM OT OOIIET0o TeMon3a
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RBC ¢ ucnons3osannem Boasl. IIpoieHT remosnnsa BEIMUCIIN KaK OIMCAHO BBIILE.

Pesynbprare

[0295] BeiOpannsie antutena npotuB C5 (nepeunciieno B Tabnuue 1) tectupoBaiu B
HauvaJbHBIX JKCIIEPUMEHTaX Ha MPOJOHTUPOBaHHBIE (PapMAaKOKMHETHUYECKHE NpoQuUiIn y
sIBaHCKOTO Makaka ¥ C5-rymMaHu3upoBaHHBIX MblIel (omucano B npumepe 10). H4H12166P u
H4HI12161P orGupanu B kayecTBe OOJIAHAIONIMX BBICOKOH ad(OUHHOCTHIO B COUCTAHWUU C
nposionrupoanHo PK u ucnons3oBaiim B NOCICAYIOIIMX ASKCIEPUMEHTaX B HACTOSILIEM
OMKCaHUH ¢ 0OBEKTOM CpaBHEHUS 1 M 0OBEKTOM CpaBHEHUS 2.

[0296] SIBaHckMM MakakaMm BBoauaW ofaHy 15 Mr/kr IV Gomrocuyro mozy H4H12166P,
H4H12161P nnu oObekra cpasHeHus 2. KoHIeHTpaluu BCEX aHTUTEN B CHIBOPOTKE U IIPOLICHT
aKTUBHOCTH Kiaccuueckoro nyru (CP) remonmsza omnpenesnsuin B 19 MOMEHTOB BpEMEHH B
TedeHue 70-CyTOYHOTO MPHXKU3HEHHOTo mepuoaa. AsbTepHaTHBHBIM MyTh (AP) remonuza
onpenensiy B 17 MOMEHTOB BpeMeHHU B TeueHue 50-CyTOYHOro NPHKHU3HEHHOro nepuoja. B
tabnuie 23 cBeJICHb! CPEHNE KOHLEHTPALUK aHTUTel st Beex 3 anturen. Ilpodunu cpennux
Oo0LIMX KOHIICHTpAIMil aHTUTEN B 3aBUCUMOCTH OT BpEMEHM MpuBejeHbl Ha ¢ur. 2. Cpeanue
napametps! PK onucansl B Tabnuue 24.

Tabnuua 23: cpennue koHUueHTpauuu odmero IgG B ceiBopoTke nocie oaHOW 15 mr/kr

BHYTPMBEHHOH MHBEKINN BBIOpaHHBIX aHTUTEIN ITpoTuB C5 camiiaM BaHCKOTO Makaka

Bpewms (vacer mocne 103w1) | Ne | Konnenrpanust Ab B ceiBoporke (Mkr/mi) cpennee + SD
H4H12166P H4H12161P O00BEKT CpaBHCHUS 2

0 4 |BLQ BLQ BLQ

0,083 4 |445+30 456 + 26,2 459 + 55,2

4 4 |328+27 360 + 28,2 363 £438

8 4 |353+299 316 £ 21,5 357 £ 16,1

24 4 |282+43.6 276 +32,4 248 +£ 19,6

48 4 [225+152 221 +21.,5 212+193

72 4 180 £ 15,0 181+17,2 196 £+ 36,2

120 4 194 £ 20,9 162 + 10,7 179 +23,3

168 4 171 £29.9 132+ 17,0 157+ 184

240 4 157+ 12,7 96,1 £17,3 114 £ 13,0

336 4 120 £ 10,2 49,3 + 18,7 67,9 +£25,8

432 4 105+£13,9 24,6+ 11,8 42,6 £ 15,9

504 4 192,2+10,6 13,8 £9,95 28,6 £ 13,1
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672 4 |751+£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 |433+2289 1,16 £ 0,52 2,17+£1,58
1176 3 130,6+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 18,2+ 2,41 0,17 £ 0,08 0,270 £ 0,27
1680 3 11,5+ 1,51 0,079 £ 0,07 0,123 £0,15

Bpems - Bpems B yacax mocjie HHb€KIUH OAHOH 03b1;

SD - crannaptHoe otkiioHeHHe; BLQ - Huke npejiena KoJIM4eCTBEHHOTO OIIPEIEICHHUS

[0297] Tlocme IV BBexmenus Oomoca ONpECNsIM  XAPaKTCPUCTUKH  TPOQHICH
3aBUCUMOCTH KOHUeHTpanuu odmux IgG ot Bpemenu qns H4H12166P, H4H12161P u oO6bekra
CpaBHEHMs 2 ¢ MOMOLIbIO HAa4aJbHOH KOPOTKOH (ha3pl pacmpeneneHus, Nocie KOTOpou creayet
ofHa ¢asza DIMMHHAIIMM HAa BCEM TPOTSDKCHUHM TIPH)KU3HCHHOTO Tiepuoaa. IIukoBwie
kouuenrpanun H4H12166P, H4H12161P u o0bekra cpaBHEHUS 2 XOPOILIO IO/AABATUCH
CPaBHEHHMIO, TIOCKOJbKY COOTBETCTBYIOIIME 3HA4eHUS Cmax/J03Bl CpeAM BCEX AaHTUTEN
Haxoaunuck B mpenenax 1,1 paza (29,7, 30,4 u 30,6 [(MKr/mun)/(MI/Kr)], COOTBETCTBEHHO)
(Tabmuna 24).

Tabmuua 24: cpenune GpapMaKOKHMHETUHECKHUE MApaMETPhl Ul KOHICHTpAalui oOImx
IgG B CBIBOPOTKE MoOCie OJHOW BHYTPHMBEHHOM MHBEKLUUH BBIOpAaHHBIX aHTHTEN mpotuB C5 15

MI/KT' camMIilaM SIBAHCKOI'O MaKaka

[MapameTp H4H12166P H4H12161P OO0beKkT cpaBHEHHS 2
15 mr/xr IV (n=4)
Cpennee SD Cpenuee SD Cpennee SD
Cax (MKI/MI1) 445 30,0 456 26,2 459 55,2
Cmax/no3a (MKr/mi)/(Mr/kr) 29,7 2,00 30,4 1,75 30,6 3,68
Co (MKr/mi) 448 30,5 458 26,6 461 55,6
tmax (4acHI) 0,083 0 0,083 0 0,083 0
AUChast CYTKEX(MKI/MIT) 5080 1040 2350 357 2810 470
AUC/no3a cytkux | 339 69,3 157 23,8 187 31,3
(MKr/M1)/(MI/KT)
AUCins cyTKUX (MKI/MJT) 5550 671 2350 356 2810 470
AUCi/no3a cyrkux | 370 44,7 157 23,7 188 31,4
(MKr/M)/(MI/KT)
CL (mn/u/kr) 0,114 0,0143 0,270 0,0411 0,228 0,0425
Vs (MI/KT) 60,4 4,85 44,0 4,34 45,3 3,06
ti2 (CyTKH) 15,6 1,43 5,50 2,45 591 1,13
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[V - BHYTPHBEHHO; N - YUCIO KUBOTHBIX; Cmax - MUKOBast KoHLeHTpanus;, Co - HaYaJIbHas
KOHLIEHTpALUs, OIpelenseMas MOCPEACTBOM 3KCTPANOISIIHUM; tmax - BpeMsl 10 Cmax; AUC -
wiomanb moJ Kpusoi koHueHtpanuu-BpeMend; AUChs - AUC, BblUMCICHHAs OT HYJIEBOIO
MOMEHTAa BPEMEHH [0 BPEMEHH MocieaHen nmoaoxuTenbHod koHueHtpauuu; AUCqr - AUC ot
HYJIEBOT'O MOMEHTA BPEMEHH U SKCTpanojupoBaHHas 10 OeckoHeuHocTH; CL - oOumuit kinupeHc
opranusMma; Vss - 00beM pacrpeseieHus B yCTOHUYNBOM COCTOSIHUM; t1/2 - BpeMs moiyxu3nu; SD
- CTaHAAPTHOE OTKJIOHEHHUE.

Note: tmax BBIpaXKarOT B HOMHHAJIBHBIX Yacax

[0298] Ouenka mnpoduiaeil KOHIEHTpallMsI-BpeMs TMokasbiBada, 4ro H4HI12166P
JEMOHCTPHPOBAIO CaMYI0 MEJICHHYIO 3JTUMUHAIKIO C KOHCYHBIMH KOHIICHTPAIIUSMH aHTHTEI >
10 mkr/mi 1o cyrok 71 uccnenosanus. Kunernka y H4H12161P u oObekra cpaBuenus 2 Obuia
cxoxell; o0a jeMoHcTpupoBaiu ©Oojee OblcTpylo snaumuHanmio, dem H4HI12166P, c
KOHIIEHTpalusiMu mAb > 10 MKr/mi k cyTkam 22 u 29, COOTBETCTBEHHO.

[0299] CnenoBarenbHO, HOpManmu3oBaHHbIC 110 03¢ dKkcrmo3unuu  (AUCs/no3a)
MOKa3bIBaJiy, 4TOo H4H12166P UMEJIO caMylo BBICOKYIO IKCIO3UIIHUIO 339
cyTokx(MKr/mn)/(mr/kr), Torna kak H4H12161P u 0o6bekt cpaBHeHUS 2 UMeTu TPpUOIH3UTENBHO
B 2 pasa MeHbIIYI JdKcno3uluto, 157 u 187 cyTokx(MKI/Mi)/(MI/KT), COOTBETCTBEHHO, YeM
H4H12166P.

[0300] Bpems mony:ku3HH aHTHTENA (t1/2), BBIUMCICHHOE BO BpeMs (a3bl IMMUHALINY,
HAXOJWIOCh B juamnazone ot 5,5 70 15,6 cyTok cpeiy Ipymil 03 M TaKKe KOPPEIUpPOBaO C
skcrosurueit, rne H4H12166P umeno, cOOTBETCTBEHHO, caMoe BBICOKOE ti2 15,6 cyTok, Torna
kak H4H12161P u oObexT cpaBHEeHUS 2 nMenH 3HaYeHus ti2 5,5 u 5,9 cyTok, COOTBETCTBEHHO.

[0301] Dapmaxonoruueckue 3pdexrsl anturen npotuB C5 U3 00pasloB ChIBOPOTKH
SBAHCKOTO MakKaka OIpEJeNsI eX VIVO TOCPE/ICTBOM TeMOJu3a IO KJIACCHYECKOMY ITyTH
komruieMenTa (CP) ¢ ucrosib3oBaHHEeM CEHCHOWTM3MPOBAHHBIX KPACHBIX KJIETOK KPOBH OBIIBI
(SRBC) u anbrepHaruHoro myTtu (AP) remosiuza kpacHsIX KieTok KpoBu kpoiuka (RbRBC).
MurubvpoBaHue reMOJTUTUYECKOW aKTUBHOCTH BBIYMCISUIM JAJIi KOHEYHOH KOHLIGHTpAalUHu B
ChIBOpOTKE 5% W BbIpaXalld B BHJIE€ MNPOUEHTHOM Jjoiaum obmero remosnnza RBC ¢
HCIIOJIb30BaHUEM BOJIbI. B Tabmuiie 25 cBeieHa akTUBHOCTD 3 aHTUTEN €X ViVO, KaK OIPE/IeNsoT
II0 CPEIHEMY IIPOLIEHTY FEMOJIU3A.

Tabnuna 25: mpoueHT aKTUBHOCTH T'eMOJIM3a 10 KIACCHMYECKOMY M albTePHATHBHOMY

IIYTH €X ViVO ISl BRIOpaHHBIX aHTUTEN MpoTuB C5

Bpemsa | Ne | % xmaccudeckoro myTH remoamsa B | % aJbTEpHATHBHOIO IIyTW IEMOJH3a B CHIBOPOTKE
(uacsl ceiBopotke  Cynomolgus, 10  wmun, | Cynomolgus, 60 mun, cpennee + SEM

mocie cpennee = SEM
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JIO3b1) H4HI121 | H4H12161P obbekT H4H12166P H4H12161P 00BEKT CpaBHEHHA

66P CpaBHEHU 2
2

0 91,34 + | He 84,36 [ 73,44+17,26 | 64,90 +19,51 | 55,77 £ 10,82
7,6 TECTUPOBAJIN 20,28

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

TECTHPOBAIIH

4 2,35 + | He 3,16+£22 | 7,43 +£2,54 6,53 +2,7 5,30 £2,80
1,06 TECTUPOBAJIH

8 1,55 + | He 1,25+£0,21 | 3,53 £0,91 4,70 £ 2,77 1,98 £ 0,83
0,21 TECTUPOBAIIU

24 7,7 + | He 4,55+2,05 | 13,40+2,77 4,68 £ 1,89 4,65 £235
6,08 TECTHPOBAIH

48 2,85 + | He 2,6 £0,7 5,53 £2,40 7,68 £5,22 2,28 £0,67
2,19 TECTUPOBAJIU

72 09 + | He 1,3+0,28 | 7,95+£3,36 5,95+2.23 1,45+0,33
0,42 TECTUPOBAIU

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

168 1,6 + | He 1,4+0,56 | 21,28+8,24 10,75 £2,27 2,15+£0,19
1,13 TECTHPOBAJIU

240 1+0,14 | He 3,7+2,83 | 19,18£10,20 | 13,53 +7,17 14,20 + 16,73

TECTHPOBAIH

336 2,55 + | He 37,85+£5,3 | 21,10 £ 7,55 50,58 £ 12,91 | 65,60 £26,04
2,05 TECTUPOBAIH

432 1,35 + | He 105,25 +| 15,20+10,86 | 59,75 +£12,65 | 54,55+ 19,11
0,91 TECTUPOBAJIN 3,3

504 3,55 + | He 107,1 + | 33,15+8,80 88,55 +£24,63 | 85,63 £27,48
2,05 TECTUPOBAJIN 4,38

672 22 + | He 88,9 | 7525+1830 | 88,55+8,53 91,58 £ 18,55
0,56 TECTUPOBAJIH 23,05

840 3,075 £ | He 105,37 =+ | 46,65%5,30 92,33 £5,16 91,85+2.33
2,70 TECTUPOBAJIN 53,4

1008 15,5 + | He 108,85 | 58,60%£9,48 92,45 £ 6,27 92,30 £2,69
26,6 TECTUPOBAJIN 2,35

1176 58,33 + | He 113,85 | 72,95+5,87 104,90 £3,5 101,90 £ 0,42
39,55 TECTHPOBAJIA 2,62

1344 71,55 + | He 110,3 + | He He He TectupoBaiu
43,02 TECTUPOBAIH 1,98 TECTUPOBAIN TECTUPOBAIN

1512 91,375+ | He 110,6 + | He He He tectupoBaiu
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29,7 TECTUPOBAJIU 0,85 TECTUPOBAIIU TECTUPOBAIIH
1680 3 112,22 + | He 112,15 + | He He He TectupoBanu
4,06 TECTHPOBATH 0,5 TECTUPOBAIIH TECTHPOBAIIH

BpeMms - Bpems B yacax mocie UHBEKIMH OaHOM 103bl; SEM - cranmaptHas ommbOka
cpennero; BLQ - Huxe npeaena xonnuecTBeHHOTo onpeaeneHus; NC - He BBIUHCISIN

[0302] Kak noka3zano B Tabnuue 25 u Ha ¢ur. 2, PD a¢dexrsr uzmepsuu ¢ nomonipio CP
komruieMenTa (nakybaus 10 munyt) k cyrkam 70. H4H12166P 6rnoxuposaiio 6osbiie yeM 95%
CP reMonuTHYeCcKOM aKTUBHOCTH O CYTOK 35. AKTMBHOCTH BO3Bpaljajach K MaKCUMalbHbIM
YPOBHSIM TeMoju3a 10 HcciaenoBaHus K cyrtkam 70. OOBexT cpaBHeHUs 2 OJOKHpOBAI
npubm3utenibHo 95% CP remonuTuueckoil akTUBHOCTU 10 CyTOK 10, W aKTHMBHOCTH OBICTPO
BO3BpAaIaliaCh K MAKCUMAIBHBIM YPOBHSIM F€MOJIN3a 0 UCCICIOBaHUS K cyTKaMm 18.

[0303] PD »ddexts Takke U3MEPsUTH MOCPEACTBOM aHaIN3a remoiimiza no AP myru
KoMIIeMeHTa (MHKyOauusa 60 muHyT) A0 cytok 49. Kak mokasano B tabauue 25 u Ha ¢ur. 3,
H4H12166P o6nokxupoBano 80% obmeit AP remoiauTuueckoil akTHUBHOCTH 1O CYTOK 18, u
AKTHBHOCTH BO3BPAILA/IaCh K MAKCHUMaJIbHOMY YPOBHIO I'€MOJIN3a JI0 UCCiIeloBaHus K cyTkam 50.
H4H1216P u o0bext cpaBHeHust 2 OsoxupoBann 90% AP remosnTudeckod akTUBHOCTU JI0
CYTOK 7, M aKTUBHOCTb BO3BpALaJIaCh K MAKCUMAIbHBIM YPOBHSIM IeéMOJH3a A0 UCCIEeOBaHUs K
cyTkam 21.

IMpumep 11: ompenenenue xapakrepuctuk PK/PD ans anturen nporuB CS y C5-
I'YMaHU3UPOBAHHBIX MBIIICH

[0304] B oaroif rpymme IKCIEpUMEHTOB (PapMakOKMHETHKY U (DapMaKOIHHAMUKY
BBIOpaHHBIX aHTUTEN NPOTUB C5 OLEHUBANM y MbIIIEH, 'YMAaHU3UPOBAHHBIX JUISI TOTO, YTOOBI
sKcripeccupoBath Oenok C5 yesoBeka ¢ ucronb3oBaHueM TexHonoruu Velocigene® (Valenzuela
et al 2003, Nat. Biotechnol. 21: 652-659). Co3naBany ryMaHM3UPOBAHHBIX MBIIIEH C 3aMEHOM
9Kk30HOB 2-41 rena C5 wmpimm Ha 3k30HBI 2-42 rena C5 denoBeka (pacKphITO B MyOsMKaIuu
rnareHTHO 3asBku CIITA 2015/0313194, BxIOYEHHON B HACTOSAIIEE OIHKCAHHE B ITOJHOM
obbeme).

[0305] O6uwe ypoau nupkyaupyrouiero C5 yenoBeka Onpeesuid ¢ UCTI0Th30BaHUEeM
Human Complement C5 ELISA (Abcam, Ne no xaranory ab125963), KOTOPBIi1 OCYHISCTBIISUTH B
COOTBETCTBUM C PEKOMEHIALUSMU IIPOU3BOIUTEIIS.

Omnpenenenne oOmIEro ypoBHS JEKAPCTBEHHOT'O CPEICTBA B CBHIBOPOTKE C ITOMOIIBIO
ELISA

[0306] KoHileHTpauy IUPKYIUPYIOINX aHTUTeN npoTuB C5, kak cBa3aHHBIX ¢ C5, Tak
U HE CBSI3aHHBIX, OTIPECIISIIN MO aHAIM3 OOIIMX aHTHUTEI YeJIoBeKa ¢ ucnosbzoBanueM ELISA.

B xpaTtkom u3J10’keHUH, TOJUKIOHAIBHOE aHTUTENO0 KOo3bI tpoTuB IgG uenoeka 1 mxr/mi B PBS
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UMMOOMIIN30BaIN Ha 96-TyHOYHBIX IUIaHUIETaX B TEUEHHWE HOYM; IUIAHLIETHl MPOMBIBAIM I
TOr0, YyTOOBI yHaIATh HE CBs3aHHBIM IgG u 3aTem OiokupoBamu ¢ ucnoib3oBanneMm 5% BSA.
Cepuitabie pa3BeneHus 00pa3oB CBIBOPOTKH, coaepkamieit antutena npotus CS5, (6 Touek) u
JTalOHHBIE CTaHAApTHI (12 TOYeK) I COOTBETCTBYIOLMX AHTUTE] MEPEHOCHIIM B ITAHLIETHI,
HOKpBIThIE TpoTHB IgG yenoBeka, 1 HHKYOMPOBAJIU B T€YEHUE OAHOTO yaca. 3aTeM CBSI3aHHBIE C
IUIAHIIETOM aHTHTena npotuB C5 oOHapyXHMBaIM € HCIIOJIB30BAHUCM IOJHKJIOHAIBHOTO
aHTuTena Ko3bl npoTuB IgG uenoBeka, KOHBIOTUPOBAHHOTO ¢ MEPOKCHIA30M XpeHa. [1nannieTs
OpOSBISIIM ¢ HCHoib30BaHHeM cyOctpata TMB B coOTBeTCTBUM € pPEKOMEHJIOBAaHHBIM
IPOTOKOJIOM IPOM3BOAUTENS, W CHTHaIBl onTudeckod miaotHoctd (OD) mpu 450 HM
PETUCTPHPOBAIA C WCHOJB30BaHUEM cumThbiBaTess 1uianiieroB Perkin Elmer Victor X4
Multimode. Konuentpamuu antutren npotuB C5 B CHIBOPOTKEC BBIYHCISUIM HA OCHOBE
KalnMOpPOBOYHON KPUBOH 3TAIOHHBIX CTAHIAPTOB, CO3JAHHON € MCMOJIB30BaHUEM MIPOTPAMMHOTO
obecneuenus GraphPad Prism.

Onpenenenue PK napamerpos

[0307] PK mapameTpsl Ompenessiii ¢ MCIOIb30BAaHUEM HEKOMITAPTMCHTHOTO aHajIu3a
(NCA) u mporpammuoro obecriedenusi Phoenix®WinNonlin® (Bepcuun 6.3, Certara, L.P.) u
MOJENb BHECOCYAMCTOrO JO3MPOBaHUA. VICIonb3ys COOTBETCTBYIOIIME CpPEAHUE 3HAUYEHUS
KOHIIEHTpalUuil Ui KaXAoro aHtutena, Bce PK mapamerpsl, B ToM uucie Halmromaemoe
OLICHOYHOE BpEMs IOJIY)KM3HH (t12) U IUIOLIAAb IOJ{ KPUBOW 3aBUCHUMOCTH KOHIIEHTPALMH OT
BPEMCHHM BIUIOTh 10 mnocineaueit usmepsiemoit koHneHrpamuu (AUChs), ompemensm c
UCIIOJIb30BAHUEM ITPABUJIA JIMHEHHBIX TPANelUii ¢ JINHEHHOW MHTEPIOIAIUEH U PaBHOMEPHBIMU
BECAMH.

PD ananu3 nocpeacTBOM aHAIM3a TeMOJIU3a

[0308] ®dapmakonuHaMUKy IS BBIOpaHHBIX aHTUTEn npotuB C5 ompenensiii ¢
WCTIOJIB30BAaHUEM aHAJIM3a TEMOJIH3a TI0 KJIACCHYECKOMY ITyTH KOoMIieMeHTa. KpacHble KIeTKu
kpoBu oBUbl (SRBC) (kpoBb oBubl B pactBope OiicBepa) npomsbiBaiu B Oydepe GVB++
(>xenatuH-BepoHanoBbiil Oydep ¢ CaCla u MgCl) (Boston BioProducts) u pecycrnenaupopaiu
no 1x10° knerox/mmn. Jns cencubmmmsamun 1x10° SRBC/MJI cMENIMBATH ¢ PaBHBIM 00BEMOM
paseeneHHoro 1:50 remommsuna kposnmka mpotuB oIkl (1,5 mr/mi) ipu 37°C B teuenue 20
munyT. Cencubuwinsuposanusie SRBC passonmnu o 2x10% knerox/mn B GVB++ nepen
UCIIOJIB30BaHUEM B aHaIM3€ reMoiu3a. OOpa3ubl CBIBOPOTOK OT MOJIYYaBIIUX PEABAPUTEIbHbBIC
J103bI JKUBOTHBIX WJIM I'yMaHH3UpPOBaHHBIX C5 Mblliel, KOTOPEIM J03UPOBAJIN AHTUTENIA MPOTUB
C5, xotopeie 6pasu B cytku 10, 20, 30, 40 u 50 nocne mo3s1, pazpoauwnn 10 20% B Oydepe
GVB++. Beero 100 mxn cencubunusuposannbix SRBC (2x10% knerox/min) BeiceBanu B 96-

JYHOYHBIE KPYTI0a0oHHbIe MaHmeTs! npu 37°C, nmocne vero cienoBaio godarineHue 100 Mk



108

20% cpIBOpOTKH, B KOoTOpyro nobasmsimu 160-180 mkr/mm Genka 3 KOMIUIEMEHTa 4ejoOBeKa
(huC3). Knetku msrko nepememuBany 1 uHKyouposainu npu 37°C B teuenue 1 yaca. Ilocie
uHKyOanmu kietku neHtpudyruposaiu Ha 1250 xg npu 4°C. Beero 100 Mki cynepHaranta
NIEPEHOCWIA B CBEXHHM 96 IJIOCKOJOHHBIN IUIAHIIECT U CYMTHIBaiIM HAa A412 HM B cuUMTBIBaTEle
MUKpOIUIaHIIETOB Spectramax. IIpomeHT remMosin3a BBIUUCIAIM C MCIIONB30BAHMEM 3HAYCHUMN
IIOTTIOUICHMS U CIICYIOIIETO YPaBHCHHUS:

% remonmu3a=100 x (DKCIIEpUMEHTAJIBHBIH JH3HC KJIETOK - (DOHOBBIM JH3HC
KJIETOK)/(MaKCUMAaJIbHBIA JTU3HUC KJIETOK - (DOHOBBIH JIU3UC KIETOK)

[0309] B sTtom ypaBHeHUH «(DOHOBBHIN JIM3UC KIETOK» TmpencTaBisier coboir OD mpu
A412 um or SRBC, xotopeie muakyompoBaiin B Oydepe GVB-++, TONBKO HE copepKamiem
CBIBOPOTKY. «MaKCUMalbHBIN JTH3UC KJICTOK» TpeacTasisier coboit OD npu A412 um ot SRBC,
KOTOpbIe 00pabaTeiBaIl BOJOW. Pe3yabTarhl, BelpaXkeHHbIE B BUAE % reMoin3a, aHaTU3UPOBAIU
C HCIONb30BAaHHWEM HENMHEHHON perpeccun (4-mapaMeTpuyeckas JIOTUCTHYECKas) B
nporpaMMHOoM obecrieuennu Prism 6 (GraphPad) s mosmyuenms 3naueHwii ICso. JanHBIC
IIPE/ICTaBJICHbI B BUJIE CPE/IHErotCcTanapTHas OIIMOKA CPEJHETO.

OKkcnepuMeHT 1

[0310] B srom skcriepumeHTe (papMaKOKMHETHKY M (papMaKOJAMHAMHKY 00pas3lloBOTO
antutrena H4H12166P oueHuBanu B CpaBHEHMH C OOBEKTOM CpaBHEHHA 1 M OOBEKTOM
CpaBHEHMs 2 y TyMaHu3UpoBaHHBIX C5 Mbield. OOmue ypoBHU HupKyaupyomero C5 yenoseka
onpenensiu ¢ ucnoib3zopanueM Human Complement C5 ELISA (Abcam, Ne mo karanory
ab125963), KOTOpBIN OCYHIECTBISUIM B COOTBETCTBUM € DPEKOMEHIAIMSIMU ITPOU3BOINTEIIS.
Omnpenensiny, 4T0 ycpeAHEHHble KOHIeHTpauuu C5 uenoBeka y Mbleld cocTaBisfoT 39,73
MKr/M£17,82 mir/mut. iMeno mecto pasnuuue Mexay camuamu (55,4%1,7 mxr/miu, n=47) u
camkami (24,710,6 Mxr/mi, n=49) MblIIei.

[0311] Ilepen no3upoBaHMEM AHTUTEN CaMLIOB U CAMOK I'yMaHU3UpOBaHHBIX C5 Mbliei
CTpaTU(QHUUUPOBAIM B COOTBETCTBUU C YpoBHsAMU C5 uenoBeka, KOTOpPbIE YCPEIHEHHO
cocraBisi 40 Mxr/mit. [lnst kaxaoro antutena npotuB CS5, KOTOPTH U3 22 MBIIIEH MOTydann
onny no3y H4H12166P, oO6bekTa cpaBHeHUs | miin 00beKTa cpaBHEHHUS 2 15 MI/KT MOCpeCTBOM
MIOJIKO’KHOU (S.C.) MHBEKLHMH. Y BCeX Mblled Opaiu KpoBb mepes J030H M B CyTKH | mocne
unbekuun s PK anamza. Kpome toro, uepes 10, 20, 30, 40 u 50 cyrok mocie MHBEKLUH
Tpynnsl U3 4 wian 5 MbIIed M3 KaX[AOW KOTOPTHl YMEPIIBISUIM M COOMpPAId TEPMHUHATBLHBIN
obpasnsl kpoeu g PK u PD ananuza. O0pasiiel CBIBOPOTKH B CYTKU | TIpeACTaBIsuM COOO0M
cpelHee Ul BCe KOropTsl U3 22 mplimel. 13 kpoBu nomydanu CbIBOPOTKY M 3aMOPAXKUBAIIH €€
ripu -80°C 1o ananusa.

[0312] Obue KOHLEHTPALKUK aHTUTEN OIpelessuld B 7 MOMEHTOB BPEMEHU U TPOLEHT
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AKTUBHOCTH T€MOJIM3a ONpeAesiiu B 6 MOMEHTOB BpeMeHHU 3a S5S0-CyTOYHBIN NMPUYKU3HECHHBIN
niepuo. Bee xonmentpanuu antuten mnpotuB C5 cBenensl B Tabmuie 26. [lpodwnu cpennux
OOIIMX KOHLIEHTPALUN aHTUTEI B 3aBUCUMOCTH OT BpeMeHu npuBeeHsl Ha ¢ur. 4. Cpexnne PK
napameTphbl OMMMCaHbl B Tabnuie 27.

Tabmuua 26: cpenHue KoHueHTpauuu ooOmero IgG B CHIBOPOTKE TOChHe OJHOM

NOAKOXHOW MHBEKIMK aHTuTeN npoTtuB C5 15 Mr/kr rymanu3upoBaabiM C5 Mbliam

Bpems (cyTkn) Ne Konuentpanus Ab B ceiBopoTke (MKr/mit) cpennee + SD
H4H12166P OOBexT OOBeKT cpaBHEHUS 2
cpaBHeHHS 1

1 22 178 £22.7 229 + 40,7 164 + 24,1

10 4 83,7+222 102 +22.9 44+ 24,1

20 5 57,1£26,8 29+31,3 11,4+ 10,3

30 5 38,1+7,6 30,1 £34,2 3,66 £3.2

40 4 11,9+5,0 04+04 0,5+04

50 4% 9,3+12,2 0,3+0,3 0,3+0,2

Bpewms - Bpems B yacax mocie UHbEKLIUHM OJHOH 103bl; CYTKH - CYTKH MccaenoBanus; SD
- cra”japTHoe otkioHeHue; SEM - cranpapthas ommOka cpenHero; ND - He oOHapykuBan;
NS - ner o6pasinos. * [yt 00bekTa cpaBHeHUs 2 B cyTKH S0 n=3 13-3a HEBO3MOKHOCTH aHAIIN3a
OJTHOTO 00pa3lia B CHITy TEXHUYECKUX IIPOOIeM.

Tabnuna 27: PK napamerpsl

[Tapametp Enunnne H4H12166P O6mbekT OOmBekT
cpaBHeHUS 1 CpaBHCHUS 2

KoHnenrpauust | MKr/mi 178 229 164

mAb B cytku 1

AUC st CYTKHXMKI/MJT 2801 2708 1418

ti d 11,3 4,7 7,6

Cmax=ninkoBast koHueHTpauus; AUC - momane nox KpuBOH KOHLIEHTPALUU-BPEMEHH;
AUCst - AUC, BbiumnciicHHass OT HYJIEBOTO MOMEHTa BPEMEHH W IO BPEMEHH TOCIETHEH
NIOJIOKHUTENBHON KOHIIeHTpanuy; T1/2 - HaOMro1aeMoe OLIEHOYHOE BpeMsl TTONTYKU3HU

[0313] IIpodpwiu cpeaHed KOHLEHTPALMH B 3aBUCUMOCTH OT BpPEMEHH B CYTKU |
NoKas3bIBaloT, yro Tpu antutena H4H12166P, obbexr cpaBHenus 1 um 0OBEKT CpaBHEHUS 2
MMETM CpaBHUMBIE KOHIICGHTpAaluu B ChiBOpoTKe 178, 229 m 164 MKr/mii, COOTBETCTBEHHO.
O6nekT cpaBHeHHs 1 umen npoduits >auMuHaINY, cxoxuil ¢ H4H12166P, Bruiots 1o cyrok 30,

HO B cyrku 40 u 50 gemoHCTpupoBan OBICTPOE YBEIHMYEHHE KIUPEHCA II0 CPaBHEHHIO C
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H4H12166P. B cyrkm 50 H4HI12166P umen ycpenHEHHYHO KOHUEHTpAlMIO AaHTHUTENa B
CBIBOPOTKE NMPHUOIU3UTEIHHO 9 MKI/MII, TOT1a U KaK 0OBEKT cpaBHEHUsS | U 0OBEKT CpaBHEHUS 2
umesn B 30 pa3 CHIDKEHHYIO YCPEAHCHHYIO KOHIICHTPAIMIO aHTUTENa B CBIBOPOTKE 0,3 MKI/MIL.
00BEKT CpPaBHEHMS 2 JAEMOHCTPHUPOBAJ HAMMEHBIIYKO HKCIO3ULUI0 U3 TPEX TECTUPOBAHHBIX
aHTUTeN, ¢ NpuOIU3UTENbHO 2-KpaTHO Oojee HU3KOM AUChs (1408 CyTKUXMKI/Mia) IO
cpapaenuro ¢ H4HI12166P (2801 cyrkuxMmkr/mia) u oObekToM cpaBHeHus 1 (2708
CYTKHUXMKT/MIT).

[0314] ®dapmakoaoruueckue d>Ppdexrel antuten npotuB CS H4H12166P, oObekrta
cpaBHeHUs | U 00BeKTa cpaBHEHHUS 2 U3 00Pa3IOB CHIBOPOTKH T'YMaHU3UPOBaHHBIX CS MbIIeH ¢
noGasnennem C3 denoBeka u3Mepsuii 10 CyTokK S50 u ompeaensyii €xX Vivo 1O TeMOJIH3Y
ceracnbmmmsupoBanubix SRBC no kimaccuueckomy mytu komiiementa (CP). Cpenuuii nporeHnt
reMoiu3a A KaKAoro aHtuTena mpotuB CS mpuBeneH B Tabiuie 28 u npoduib cpeaHero
MPOLIEHTa TEMOJIN3a B 3aBUCUMOCTH OT BPEMEHU NPECTaBlIeH Ha ¢ur. 5.

Tabnuia 28: NpoIEHT aKTUBHOCTH T'€MOJIM3a IT0 KJIIACCHYECKOMY IYTH JUIs aHTUTEI

npotuB C5 gesnoBeka ex vivo

Bpemsa Ne | % remonusa no knaccuueckomy nytd B 10% ceiBopoTke Mblun, 60 MMH,
(cyTKH) cpennee + SEM
H4H12166P 00BEKT cpaBHEHUA 1 00BEKT CpaBHEHUS 2
1 22 | NS NS NS
10 4 12,6 +7,79 10,39 +2,88 12,06 + 9,12
20 5 18,8 = &,1 21,59+ 17,53 65,08 + 52,87
30 5 13,76 £ 10,9 78,98 +40,3 91,67 £ 16,74
40 4 141,71 +40,7 101,09 + 4,01 68,99 +42.47
50 4* 1 62,2+ 56,6 88,99 + 17,51 105,14 + 4,07

Bpems - BpeMst B "yacax Iocie MHBEKIMH OJHOM J103bl; CYTKM - CYTKHU HCCIIC/IOBAHHS;
SEM - cranpaptHas ommubOka cpenHero; ND - He oOnapyxuBanu; NS - HeT oOpasuoB. *]lns
0o0BeKTa cpaBHEHHUs 2 B CyTKM 50 n=3 M3-3a HEBO3MOKHOCTH aHalM3a OJHOro o0pasua B CHIIy
TEXHUYECKUX TTPodiemM

[0315] H4H12166P, o0bekT cpaBHeHHMs | M OOBEKT CpaBHEHUS 2 WHTHOUPOBAIU
TEPMHHAJIBHYIO TEMOJIMTUYECKYIO aKTUBHOCTh KOMILIEMEHTA, 1O-BUIUMOMY, KOPPEIUPYIOLIYIO
¢ akcriouimsivu  autures. H4HI12166P Gmokuposano Gosbiue uem 85% remMoiauTHYecKOi
aKTUBHOCTH 10 cyToK 30 ¢ BO3BpalllcHHMEM aKTUBHOCTH K 0a30BBIM YPOBHSM IE€pes A030H ¢
cytkaM 50. 00bekT cpaBHeHUsS | U 00BEKT cpaBHEeHMs 2 OnokupoBaiu npubmmsutensHo 80%

FeMOJIMTHYECKON AaKTHBHOCTH 0 CYTOK 20 u CYTOK 10, COOTBECTCTBCHHO, C BO3BpAlICHUCM
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AKTUBHOCTH K 0a30BBIM YPOBHSM ¢ cyTKam 30 1711 o6oux.

OKCIIEpUMEHT 2

[0316] B aTtom skcriepuMenTe papMakOKMHETHKY U (papMakoIMHAMUKY aHTHTET IPOTHUB
C5 H4H12166P, H4H12161P, oObekTa cpaBHeHUs: 1 1 M30THIMUYECKOTO KOHTPOJISI OLIEHUBATH Y
rymMmaHu3upoBaHHbIX C5 Mblel (MBIIIe, TOMO3UTOTHBIX MO dkcnpeccuu C5 yenoreka). Obuue
ypoBHU HupKyiupyomero C5 onpenensuu ¢ ucronb3oBanneM Human Complement C5 ELISA
(Abcam, Ne mo xaramory abl25963), KOTOpBIi OCYIMIECTBISUIA B COOTBETCTBHHM C
peKOMeHAaIMAMHU pousBoauTens. Onpenensiig, 4To ycpeaHeHHble KoHueHTpauun C5 yenoBeka
y Mbled coctarisitoT 48,98 Mxr/mn£15,1 MKr/mi.

[0317] Ilepen no3upoBaHWEM aHTUTEN, CAMIIOB M CaMOK 'YMaHU3UpPOBaHHBIX C5 Mbliei
CTpaTH(GHUIUPOBAIM B COOTBETCTBUU C YypoBHsAMH (5 uYernoBeka, KOTOPBIC YCPECIHCHHO
cocraBsumi 50 Mxr/mi. s kaxaoro mAb npotus C5, KOTOpTHI U3 5 MBIIICH TOTYYadd OJHY
HNOJKOXKHYIO (s.c.) unbekuutoo 15 mr/kr H4H12166P, H4H12161P, oobekTa cpaBHeHus | wiu
U30TUIIMUECKOTO KOHTpOJIs. Y Bcex Mbliieil Opanu KpoBb nepen A030H, yepe3 6 dacos, 1, 2, 3, 4,
7, 10, 13, 21, 30 u 45 cyrok nocne uabekuuu st PK ananuza. Kpome toro, B cytku 59, Bcex
MBIIIEN U3 KaXKI0M KOrOpThI YMEPIIBIISIIM U Opaiu TepMHUHAIbHBIE 00pa3ubl kKposu aist PK u
PD ananusa. 113 KkpoBU NOIy4YaJId CBIBOPOTKY, KOTOPYIO 3aMOpakuBaiy npu -80°C 1o aHanusa.

[0318] OOmMe KOHIIEHTPALMK aHTUTEI OIIPEACIISIN B 12 MOMEHTOB BPEMEHU U IIPOLICHT
aKTMBHOCTH TeMojiM3a ONpeAesuld B | MOMEHT BpeMeHH B TeYeHHE S59-CyTOUHOTO
OPWKHU3HEHHOro mnepuoaa. OOmue ChIBOPOTOUHBIE KOHLEHTPALMKU aHTUTENI U KaXKIOro
anturena npotus C5 cenens! B Tabmuie 29. [Ipodunu cpeHux oOMIMX KOHIIGHTPALUI aHTUTE
B 3aBUCHUMOCTH OT BpeMeHH IpuBezieHb! Ha ¢ur. 6. Cpennue PK napamerpst onncans! B Tabnuie
30.

Tabmuua 29: cpeanue xoHueHTpauuu obmero IgG B CBIBOpOTKE Moche OXHOU

MOJIKOYKHOW WMHBEKIIMH BBIOPAHHBIX aHTUTeN NpoTHB C5 15 Mr/kr rymanusupoBaHHbiM C5

MBIIIIaM
Bpewms (cyrkn) | Konuentpauus Ab B cbiBOpoTKe (MKI/Mi) cpennee + SD
H4HI12166P H4HI12161P O0bexr cpasHenus | Mzotnmmueckuit
1 KOHTpOJIb
0 ND ND ND ND
0,25 31,2+4.2 43,5+ 16,3 59,2 £24,1 61,5+294
1 1499 £ 16,1 193,8 £ 24,1 179,0 £ 9,8 218,117
2 160,8 £20 221 £26,5 166,6 £22.3 188,8 £25,8
3 166,2 £ 12,4 210£31,2 159,2 £ 33,2 177,9 £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
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13 93,7+23,6 97,2 + 24,6 70,6 + 38 117,2 +24,1
21 60,4 + 14,9 42,4 +30,3 29,5+ 20,6 80,0+ 17,5
30 37,8+ 10,8 153 +19,7 42+35 42,1+6,7
45 20,7 +52 3,5+5.2 04+03 16,5+ 13,9
59 41+19 0,6 +1,0 0,08 + 0,04 4,6+45

Bpewms - Bpems B yacax 110cjie MHBEKIUM OAHOM 103bl; CYTKH - CYTKH HccienoBanus; SD
- craHgapTHoe oTkJIoHeHue; SEM - cranmaptHas omubka cpenHero,; ND - He oOHapyKUBaJu;

NS - Her 06pa3ios.

Ta6mmua 30: PK napamerpsr

IMapamerp Enunuist Tecrosoe antureso (cpexnee + SD)
H4H12166P H4H12161P OO6bexT H3otunuueckuit
cpaBHeHus 1 KOHTPOJIIb
Cinax MKT/MJT 178 £ 10 22522 183 £ 18 22119
AUChs CYTKHAXMKI/MJIT 3490 £ 590 3040 £ 900 2240 £ 780 4080 =480
tin D 11£1 5,8£2 42+1 99+4

Cmax=ninkoBasg koHueHTpauus; AUC - mimomaae nojJ KpUBOH KOHLEHTPALUH-BPEMEHH;
AUCst - AUC, BbIYHMCIICHHass OT HYJIEBOTO MOMEHTAa BPEMCHH W JI0 BPEMCHU TMOCIICIHEH
MI0JIOKUTENBHOMN KOHIIEHTpaluu; T1/2 - Ha0JI0/1aeMoe OLICHOYHOE BPEMSI ITOJTYKH3HU.

[0319] Ilpodunn cpeaHHX KOHLEHTPALUil B 3aBUCUMOCTU OT BPEMEHH IOKAa3bIBAOT, UYTO
H4H12166P, H4H12161P, o0bekr cpaBHeHHMA | M H30TMIHUYECKUH KOHTPOJb JOCTHUIATIH
MaKCHUMAabHONW KOHILEHTpPALUU B CHIBOPOTKE (Cmax) MEXIy Cyrkamu 1 u 3, mpu cpaBHUMBIX
3HaueHUsIX Cmax B mpenenax 1,3 kpar (178, 225, 183 u 221) MKr/mi, COOTBETCTBEHHO.
H4HI12166P 1 u30TUNMUECKUl KOHTPOJIb UMENTH CXOXKHUE NMPOGUIN SMTUMUHALIUH, TIPU YPOBHSAX
OCTAIOIIUXCS JIEKAPCTBEHHBIX CPENCTB NpuOiam3uTenbHo 4 Mkr/min B cytku 59. H4H12161P
JIEMOHCTPHUPOBAJIO Ooiee ObICTPBIN KiupeHe, ueM H4H12166P u uzoTunudeckuii KOHTPOJIb, HO
BBIBOJIMJIOCH OoJiee MeJJIeHHO, 4eM o0bekT cpaBHeHus 1. B cytku 59 H4HI2161P umeno
CpPe/IHHI CHIBOPOTOYHBIH YPOBEHB JICKAPCTBEHHOTO cpescTBa 0,6 MKr/mi, TOTJa Kak OOBEKT
CpaBHEHHs | MMeJ MMOYTH HeNoAJAoIIUCs OOHAPYKEHUIO YPOBEHb JIEKAPCTBEHHOIO Cpe/ICTBa
0,08 MKr/MIIL.

[0320] WM3orunumueckuit koutposb, H4H12166P u H4HI12161P nemonctpupoBammn
cpaBHuMble 3HaueHus okcnozunuu (AUChs) B npemenax 1,3 kpat (4080, 3490 u 3040
CYTKHXMKI/MJI, COOTBETCTBEHHO), TOT/la KaKk 00BEKT cpaBHeHMs | mpossisul B 1,6 paza Goree
HHU3KYIO 3KCIIO3UIHIO (2240 cyTkuxMKI/Mi) 1o cpaBHeHuto ¢ H4H12166P.

[Tpumep 12: ananu3 Ha ocHoBe LC-MRM-MS n71s onpesiesieHust KOHIIGHTpAIUU OOIIETro
CS5 yenosexa

[0321] B atom npumepe koHueHTparuu obmero C5 deaoBeka B CHIBOPOTKE ONPEIeIIsIN
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C HCIMONb30BAaHMEM IKHIKOCTHOM XpomaTtorpaduu B cOuYeTaHMM €O CIOCOOOM Macc-
CIIEKTPOMETPUYECKOro MoHUTOpuHra MHoxectBa peakuuil (LC-MRM-MS) B wuccienoBanuun
¢dapmakoxuHeTHKN/(papMakoauHaMuKy anTutesna npotus C5 H4H12166P.

[0322] KonueHtpamuu odmero CS yenoBeka B CHIBOPOTKE ONpPENENsiaN MOCPEICTBOM
u3MepeHus: konueHTpauuu 10-amunokucnornoro nentuga LQGTLPVEAR (a. o. 1129-1138 B
SEQ ID NO: 359), conepxarierocs B mocieaosareiabHoctu C5, B kauecte nocpeanuka s CS.
TeopeTruecku 3TOT CIOCOO TAKXKE MO3BOJIACT oOHapyxuBaTh CS5b - mpoaykr pacerieHus C5.
Onnako u3-3a HecTtabmIbHOCTH cBoOoaHOrOo C5b, KoHHeHTpauuu CS5b B CBIBOPOTKE B IIEJIOM
HU3KH, a 00apmHCTBO CSb CBA3aHO ¢ KIETOYHBIMU TOBEPXHOCTAMHU B (OpME KOMITJIEKCOB
MAC (Cooper & Muller-Eberhard 1970, J. Exp. Med. 132: 775-93; Hadders et al 2012, Cell
Rep. 1: 200-7). CnenoBarensHo, 00paboTaHHbIe 00PA3LBI CHIBOPOTKH, KOTOPHIC aHATH3UPOBAIN
3[1€Ch, BEPOSITHO COJEPKAT TOJIBKO HECYILECTBEHHBbIE KoIUYyecTBa npoaykra C5b, eciau BooOILe
coJiepiKar.

Crnioco0sl

[0323] Jlns PK/PD wuccnenoBanust mbim noiaydanu oxHy no3y H4H12166P 15 mr/xr
NOCPEACTBOM MOJAKOKHOM (S.C.) MHBbEKIUH. Y BCEX MBIl Opaiu KpOBb mepen 1030U U B CYTKH
1 nocne navekuun ana PK ananuza. Kpome toro, uepes 10, 20, 30, 40, 50 u 60 cyrok nocnue
MHBECKIUH MBIIIEH yMEPUIBIBUIM U Opaiu TepMuHAIbHbIe 00pa3iel kposu At PK u PD ananuza.

[0324] C5 ugenoBeka UCIOIb30BAIM B Ka4E€CTBE 3TAJIOHHOIO CTaHAapTa AJisi KaJIMOPOBKY;
u nentug C5 4enoBeka, MONYYEHHBIM € HCHOJIb30BaHUMEM C-KOHIIEBOI'O OCTaTKAa AprUHUHA,
MEUYEHHOI0 CTaOWJIbHBIM HM30TOIMOM, HCIIOJIb30BaJM B KAueCcTBE BHYTPEHHErO CTaHIapTa
(LQGTLPVEAR-13C615N4). DTtanoHHBIH CTaHAQPT WCIIOJB30BATM B KOHIICHTPAIMSIX B
nmarnazone ot 3,9 mo 250 Mkr/mi (cepuiiHble pa3BeieHus 1:2) B CBIBOPOTKE OT CAMOCTOSTEIHHO
CO3/1aHHbIX MbIlIed ¢ HokayToM CS5, y koTopsix yaamsuid red C5 Mpimn (C5-/-). CpIBOPOTKY OT
C5-/- Mblleil Takke HCIOJIb30BAIM B KAayecTBE OTPULATENBHOIO KOHTpOJA (mycras npoda).
KanubpoBouHble cTaHIapThl, IMyCThIe NPOOBI M Hccieayembie o0pas3ipl chIBOpoTKH (10 MK
KaX/1.) CYIIMIIN | 3aTeM JieHaTypuposaiu B 100 My Oydepa n3 8 M moueBunsl/20 MM Tris(2-
kapOokcuatun)pochuna (TCEP) mpu 37°C B Teyenue 1 uaca. 3arem 10 mxn 25 M
BHYTPEHHEIro CTaHjapTa [Mo0aBisad BO Bce oOpasibl. OOpas3ibl  aJKMIMPOBAIU  C
ucnoaszoBanueM 10 MM 2-ifionaneramuia pyu KOMHaTHOW TemriepaTtype B redeHre 30 MUHYT U
pasBowIn ¢ ucnoib3zoBanueM 50 MM GukapOoHaTa aMMOHUS 10 KOHEUHOTO obbema 500 MK
3arem oOpasusl pacmerusuid TpuricuHom (1:20 macc./macc.) B Teuenue Houm mpu 37°C.
Tpuntuueckuit nentug LQGTLPVEAR, npoucxonsmuii uz C5, oOHapyXuBaiIu U ONPEACIISIN
koymyecTBeHHO ¢ momolpio LC-MRM-MS, wucnone3ys Waters Xevo TQ-S ¢ cucremoit

ACQUITY UPLC. Kaxnapiii oOpaGorannblii  obpaseny (10 M) uHBELMpOBaIM B
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npeasaputenbHo ypaBHOBemieHHYIO KooKy ACQUITY UPLC BEH CI18. CkopocTe moToka
cocraBnsina 0,6 mn/mun (roaswkHas (aza A: Boga:mypaspuHas kucnora/100:0,1 [06./06.] u
nozaBwxkHas (aza B: aneronunrpmwi:mypasbunas kuciora/100:0,1 [06./06.]). Bpems yaepxanus u
IJIOLIA/lb MHKA ONPEENsIU ¢ UCTOIb30BaHUEM MPOrpaMMHOro obecrneuenus: Masslynx Analyst
Data (Waters). Konuentpauuu ananusupyemoro BemiectBa C5 BBMUCIAIN MO KaTUOPOBOUHOM
KPHBOH, KOTOPYIO CO3JaBaIM IIOCPEICTBOM IIOCTPOCHMS TrpadMKa COOTHOUICHUS IUIOIIA/CH
NUKOB Ui dTanonHoro craugapra C5 (ue meuennbiii nentun C5 LQGTLPVEAR-"2Cs!*Ny,
CO3JaHHBIN TpunTHYecKuM pacmerienueM hCS5) u BHyTpeHHero cranaapra (memrtua CS,
MEYEHHbIH CTAOWJIBHBIM H30TONOM) B 3aBUCHUMOCTH OT HOMMHAIBHOW KOHIIEHTpAIUU
sranonHoro crangapra C5. KoHueHTpanwy BBYUCISUIM C  HCIOJIB30BAHHEM JIMHCHHOMN
perpeccun. HamMeHbIIas KOHIICHTpANUs 3TanoHHoro cragaapra CS5 (3,9 Mxr/mir) Haxounack B
JUHAMHYECKOM JIMala3oHe aHallu3a, U ee onpeensiu B kadectee LLOQ ananuza.

PesynbTatel

[0325] Koumenrpamuu obmero C5 uenoBeka B CHIBOPOTKE OLCHHUBAIMA IS B3STHIX
00pasIoB M Yepe3 B3SATUC KPOBH M3 XBOCTA IEPE] JIO3UPOBAHHMEM (Tepe] 030i) W Yepes
TEepMUHAJIbHOE B3sATHE KpoBU B cyTKU 10, 30 u 35 y COOTBETCTBYHOIIUX >KUBOTHBIX. OOmue
koHeHTpauuu hC5 nocne gozuposanus H4H12166P 6bimu cxoxumu (B npeaenax ot ~1 g0 0,9
KpaT) ¢ ypoBHsMHU neped 1030 B cyrku 10, 30 u 35 nmocne nozuposanus. Habironaemsble
HEOOoJIBIIME Pa3NUuusl HE ObUIM CTATHCTUYECKM 3HAYMMBIMU, KaK OLCHUBAIM C IIOMOIIBIO
KpuTepHss MaHHa-YUTHH, UCHONb3ys HporpammHoe obOecredeHue GraphPad Prism. Anamus
mosisipHoro cootHomenuss C5/H4H12166P nemonctpuposan, yro H4H12166P ocraBaics B
MOJISIpHOM M30bITKE OTHOCUTENBHO C5 110 cyTok 35 nocie no3uposanus (Tadbauia 31).

Tabmuma 31: ceoaka PD xapakrepucrux ans H4H12166P

Cyrkn | % CP | % CS (MKr/mi) H4H12166 | Monaspuoe

ociie remonusa | uarubuposan | ITepen | Tepmunanpubii | Kparwocrs | P (MKr/mia) | cooTHomenue

JIO3BI cpenHee | ud JI0301 H3MEHEHHA | cpejiHee =+ | TEPMHUHATBHBIX
+=SD SD Cs:

H4H12166P

0 77,2 0 n/d n/a n/a

10 5.2 93 34,2 30,0 1,0 78,8 0,3

30 7.4 90 31,9 28,4 0,9 30,4 0,8

35 6,0 92 36,1 32,7 1,0 29,6 0,9

40 37,1 52 n/d 20,9 n/d

50 Bce XuUBOTHBIE B IpyINe HCKIIOUEHDI H3-3a TuTpoB MAHA > 1000

60 73,57 5 n/d 5,9 /d

aHpOHeHTHyIO JOJIIO I/IHFI/IGI/IpOBaHI/IH CP reMOIMTHYECKON AKTUBHOCTH BBIYHCIISUIM IO

cpenHuM 3HadeHusM % CP remonuza B yKa3aHHbBIC CYTKHM IIOCHE J03MPOBAHMSI OTHOCHTENBHO
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cpennero 3Hauenns % CP remomusa B cytku 0. °KpaTHOCTh W3MeHEHHS - TepMHHAIbHBIH
(ykazanusle cyTku rocie gosuposanusi) C5:C5 nepen nozoil. SD - crangapTHOE OTKIOHEHHE;
MAHA - anTHTEI0 MBIIIM IPOTHB YesioBeKa; n/d - He onpenessn

JXUBOTHBIX C JaHHBIMM, Ha KOTOpble BIMsiii MAHA, NOMHOCTBIO HCKIIOYAIM H3
BbruuciaeHu (2x cytku 30, 1x cytku 35, 2x cytku 40 u Bce 4 MpIu B cyTKH 50)

[Tpumep 13: xaptupoBanue >nuTonoB anda csassiBanus H4H12166P ¢ C5 mo Bogopon-
neiirepueBomMy oOMeHy

[0326] KaprupoBanme »snutonoB 1o H/D oOMeHy ¢  Macc-ClIEKTPOMETPHECH
OCYIIECTBIISUTH 711 TOTO, YTOOBI OMpenesTh aMUHOKHCIOTHBIE ocTaTku hCS5 [(aMHUHOKHCIOTHI
M1-C1676 u3 SEQ ID NO: 359), ¢ kotopsimu B3aumogeiicteyeT H4H12166P. O6mee onncanue
cnocoba H/D oOmena mnpuseneno, Hampumep, B Ehring (1999) Analytical Biochemistry
267(2):252-259; and Engen and Smith (2001) Anal. Chem. 73:256A-265A.

[0327] HDX-MS »5KCHepHUMEHTBl OCYILECTBIAJIM Ha HMHTEIPUPOBaHHOM Iu1aThopme
Waters HDX/MS, cocrosiieit u3 cucremsl Leaptec HDX PAL nns medyenus peiitrepuem, Waters
Acquity M-Class (Auxiliary solvent manager) Juist pacuieruicHust 00pa3ioB U 3arpy3ku, Waters
Acquity M-Class (uBinary solvent manager) /i rpajneHTa aHAIATHYECKON KOJIOHKH M Macc-
cniektpoMeTp Synapt G2-Si Jutst I3MEPEHUST MAcC MENTUICCKUX TIENTHIOB.

[0328] PactBop st meuenust nonydamn B 10 MM Oydepe PBS B D20 npu pD 7,0
(oxBuBanent pH 6,6). J{ns wmeuenus peiirepuem 3,8 Mka C5 (6 nmonws/mki) win CS,
NPeIBapUTEIbHO CMELIAHHBIM C aHTHTEIOM B MOJIIPHOM COOTHOIIEHHH 1:1, MHKyOupoBanu c
56,2 mxa D>O pactBopa ans Me4eHHUs Ul Pa3inYHBIX MOMEHTOB BPEMEHH (Harpumep, He
nelrepupoBaHHbIH KOHTponb=0 c, mMeTwiau B TedyeHue 1 muH u 20 mun). JelitrepupoBanue
racWiM TocpeAcTBOM mepeHoca 50 M obpaszua B 50 MK MPEIBApUTENBHO OXJIAXKIEHHOTO
racsero 6ydepa (0,2 M TCEP, 6 M xuopua ryanuauna B 100 MM docdaraom Oydepe, pH
2,5) m cMmemaHHb oOpaszeny umHKyOupoBasnu npu 1,0°C B TeueHue JBYyX MHHYT. 3aTeMm
noraieHHbii obpasen BopbickuBany B Waters HDX Manager [uiss BICPO€HHOTO PacCIleIUIEHUs
nencuHom/miporeazoit XIII. Pacmiennennsie nentuael ynasnupaian Ha npeaxosonke ACQUITY
UPLC BEH C18 VanGuard 1,7-mxm, 2,1x5 MM npu 0°C u 3moupoBajii B aHATUTHYCCKYIO
kojouky ACQUITY UPLC BEH CI18 1,7-mxm, 1,0x50 mm B TeueHue 9-MHHYTHOTO
rpagueHTHOrO pasnencuus 5%-40% B (monswxHas ¢aza A: 0,1% MypaBbHHAsl KUCIIOTa B BOJIE,
noaswxkHas ¢aza B: 0,1% MypaBbuHas KuUCIOTa B aleTOHUTpUiE). Macc-cnekTpoMeTp
HACTpauBaJIM HA HampsbkeHue Ha KoHyce 37 B, Bpemst ckanupoBanust 0,5 ¢ u auanaszon
macca/3apsia 50-1700 equaun Tomcona (Th).

[0329] Jlns wnentudukanmuu nentuaoB u3z CS uyenoseka, manHsie LC-MSE ot

HEJICUTEpUPOBAHHOIO 00pasia 00padaThIBAIN U MTPOBOJIMIN ITOUCK B 0a3e JaHHBIX, COICpKaIICH
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C5 uenoBeka, MENCUH M UX PaHIOMHU3MPOBAHHBIE MOCIEAOBATENBHOCTH 4E€pe3 MPOTPaMMHOE
obecnieuenne Waters ProteinLynx Global Server (PLGS). WpentuduimpoBaHHbIe TENTHIbI
UMIIOPTHPOBAIM B HporpamMMmuoe obecnieuenue DynamX u oCymecTBISUIM (QHIIBTPALIUIO IO
IByM Kkputepusm: (1) MHUHUMYM NOpOAyKTOB Ha aMmuHOKuCI0Ty=0,3 u (2) mopor ¢aiinoB
perukanuu=3. 3ateM nporpaMMHoe obecrneueHne DynamX aBTOMaTHUECKH OIPEIESIIO
3axBaT ACUTEPHs IS KaXIOro HEeNTHAA HA OCHOBE BPEMEHHU YACP:KAHHS M BBICOKOH TOYHOCTH
maccel (<10 49./MJIH) IS MHOXKECTBA MOMCHTOB BPEMEHHU C 3 IOBTOPCHHUSAMHU JUIS KaXKIOTO
BPEMEHU.

[0330] Mcroms3yst BCTPOSHHYIO KOJIOHKY ¢ TerncuHoM/mipoTeasoit XIII, conpspkeHHyIO ©
perucrpammer panueix MSE, Bcero 189 mentmmoB u3 C5 uenoBeka HICHTH(QULIMPOBAINA B
OTCYTCTBUM WJIM IPUCYTCTBUM AHTHUTENA, YTO IIPEJCTABIIACT IOKPHITUE MOCIEN0BATEIIBHOCTH
62%. B Tabauue 32 NpOMIUTIOCTPUPOBAHBl 5 TNENTUAOB, KOTOPbIE HMMEIH 3HAYHUTENIBHO
CHIDKEHHBIN 3aXBaT INpU JAEeHTepUpPOBaHMU (LEHTPOUIHBIE nAenbTa-3HadeHus > 0,9 [la c p-
sHadeHusMH < (,05), korna ceszansl ¢ H4AH12166P.

Tabuuia 32: peiirepupoBanue nentuaos C5 venoseka ripu cBsazpiBanuu ¢ H4H12166P

Ocrat | [elitepupoBanne 1 Mux Hettrepuposanne 20 Mmun
KH

CS uentpoun H+ | C5+H4H12166P | A C5 nentpoun | C5+H4H12166P | A

nentpous MH+ MH+ uextpous 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

[0331] 3apeructpupoBaHHas mMacca MENTH/Ia COOTBETCTBYET YCPETHEHHOMY 3HA4YCHHUIO
neHtpouHod MH+ Mmaccel U3 Tpex MOBTOpPEHHMH. OTH MENTHAbI, COOTBETCTBYIOILKE
amuHOKHCI0TaM 591-599 u 775-794, umenu Oosee HU3KYIO CKOPOCTb ACHTEPUPOBAHHS IPHU
cespiBaHu ¢ H4HI12166P. DTtu maeHTMOUIMPOBAHHBIE OCTAaTKH TaKXe COOTBETCTBYIOT
octatkaM 591-599 u 775-794 B C5 denoBeka, Kak OmpejesieHo ¢ momoibio 3amucu Uniprot
P01031 (CO5_HUMAN; SEQ ID NO: 359).

[Mpumep 14: s>ddexr anturen nporuB C5, oka3biBaeMbiii Ha BOCHAJIEHHE IJla3za B

JKCIIEPUMEHTATILHOM ayTOUMMYHHOM YBEHUTE y MbIIIEH
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[0332] JlanHO€ wHCcnemoBaHUE NPOBOJWIM ISl TOro, 4ToObl oreHuBaTh poib C5 B
IKCIIepUMEHTANBHOM ayrouMmyHHOM yBeuTe (EAU). Mcnosp3oBany Kak reHeTHYeCKuil [HoKayT
C5 (KO), mpimu ¢ aoriaeiM C3/C5 KOJ], Tak n dapmaxonorunueckuit (antureno nporus C5)
IKCIEPUMEHTATIBHBIE MTOAXOBI.

CrocoOsI

[0333] Ucnonb3oBanu B3pocibix Melmeii CS7BL/6J (n=25, Jackson labs), mbimeit ¢ C5
KO (n=13) u C3/C5 KO (n=8) (Regeneron Pharmaceuticals Inc.). EAU wunaymuposaiu
NOCPEJCTBOM  TNOAKOXKHOW  HMHBEKUMHM  HEeNTHAa  MeX(OTOpPEeLEeNnTOPHOIO  PETHHOM]I-
cBs3bIBatolero Oenka yenoseka (IRBP, New England Peptide) B momHom agproBanTe dpeiiHaa
U HMHTPANCPUTOHCATLHOW MHBEKIMH TOKCHHA Kokioma. mAb mpotuB C5 mbimu mim mAb
M30THITMYECKOTO KOHTPOJIS BBOIAMIIN Yepe3 TOAKOXKHBIC MHBEKIIMH KaXkIbIe 3 CYTOK OT CYTOK 5
no cyrok 28. AntuTeno npotuB C5 MbIIHM, HCIONB30BAHHOE B 3TOM HCCIEIOBAaHUHU
(MIM17628N), conmepxxano HCVR/LCVR wu3z SEQ ID NO: 362/363. SPECTRALIS®
HRA+OCT (Heidelberg Engineering, Inc.) ucnons3oBanu Al TOro, YToObl OLEHUBATH YPOBHU
BocTiajieHust B cyTku -1, 7, 14, 21 u 28. Bcex KMBOTHBIX YMEDIIBISUIM B CYTKM 28 JUIS B3SITHA
rna3 W KpoBu. AHamm3 remonm3a c¢/6e3 C3 demoBeka OCYHICCTBIISUIM JUIS  BaJIHJIAllUU
UHTHOMPOBaHUS KOMILIeMeHTa. JlaHHble aHanu3upoBanu nocpeactsom ANOVA.

PesynpTaThl

[0334] Ilo cpaBHEHUIO C MBIIIAMU JUKOTO THITA, BOZHUKHOBeHUE BocniasieHus (30-50%) u
YUCJIO KJIETOYHBIX KJIACTEPOB CTEKJIOBHUIHOIO Teja ObUIM 3HAauMTeNbHO cHIKeHBl y C5 KO
mermei (p<0,01). Ouenku ontuueckoil korepeHtHoi Ttomorpadguu (OCT) y C5 KO wmbimeit
TaKXKe 3Ha4uTeNnbHO CHIDKEHBl 50% Ha nHepene 3 (p<0,0001). MHTEpecHO, 4TO y MBbIEH ¢
nBoriHbIM C3/CS KO 3HauuTeNnpHO 0OJIbIlE KIETOUHBIX KJIACTEPOB CTEKJIOBUIHOIO TEJA U BbIILE
OIlCHKM 3a0oyieBaHMA K CyTKaMm 28 MO CpaBHEHHMIO ¢ Mblamu jukoro tuma (p<0,05). ¥V
YKUBOTHBIX, KOTOpbIe momydanu Ab mpotuB mCS (50 mr/kr), 3ab6oieBaeMOCTh BOCIAJICHUEM U
KJIETOYHbIE KJAcTepbl CTEKJIOBUIHOIO TeJa 3HAYUTEIBHO CHHXKEHbl I10 CPAaBHEHUIO C
OTCYTCTBHEM JICUEHHSI WM M30THUIIMYECKOH KOHTpOJbHON rpymnmoil x cytkam 21 (p<0,01). B
Hegemu 3 u 4 onenku OCT B rpyrmre jiedeHUss aHTUTENOM NpoTuB C5 3HAYUTEIHLHO HUXKE T10
CPaBHEHMIO C OTCYTCTBHEM JICUEHHUS WJIM H30TUIMYECKUM KoHTpojem (p<0,0001). (dur. 7)
Ananms remosinza ¢/6e3 C3 genoBeka moareepxaan 3p(ekT HHruOMPOBaHUS AaHTUTEIIOM IIPOTUB
C5 B menenio 4 (¢ur. 8).

3aKir04eHue

[0335] Bocmanenune rt1a3 wu3-3a EAU cmsardanu mocpencTBOM —HHTHOUPOBAHUSA
aktuBHOCTH CS5, uepe3 IeHeTHYECKYI0 IENELHI0 WM (PapMaKoJIOTMYecKoe WHTMOMPOBAHUE C

HCIIOJIB30BAHUEM CHCI_[I/I(I)I/IHGCKOFO AHTUTCIIa [IPOTUB Cs. Hcromenue C5 3aACPKUBAJIO
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Bo3HHKHOBeHUEe EAU u camkano OCT ouenky 3aboneBanus. DTH pe3yabTaThl MOKa3bIBAIOT, UYTO
C5 sBnsercs NOTEHLMAILHOM TepareBTHYECKOH MHUUICHb I[P AayTOMMMYHHOM YBEWTE.
Amntureno npotuB C5 oka3piBaeT 3alMTHEIN dPdexT npu 3adoneBanun EAU y Mpimeit aukoro
tuna. Haxoaxu aBTOpoB M300peTeHMs TakKe MOACKa3bIBatoT, uTo C3 MOKeT ObITh MOJIe3eH AJIA
3aboneBanuss EAU y mbiiei.

IMpumep 15: »>¢ddexr anruren nporuB C5 denoBeka, OKa3bBaGMbI  Ha
AKCIEPUMEHTAILHBIN ayTOUMMYHHBIN YBEUT

[0336] B stom mpumepe ommcansl dbdexts antuten k C5 mporuB C5 yenoBeka B
MOJIENIM AKCIIEPUMEHTANBHOTO ayTouMMyHHOro yBeuta (EAU) Ha Mbimax. Melmel, KOTOPBIX
UCTIOJIB30BAM B JTOM HCCIICIOBAaHUM, TYMAHU3MPOBAIHM UIS TOTO, YTOOBI 3KCIPECCHPOBATH
Ocnok C5 dyemomeka, ucnoib3ys Texuosoruto Velocigene® (Valenzuela et al 2003, Nat.
Biotechnol. 21: 652-659). Co3aBanu ryMaHU3HPOBAHHBIX MBIIICH C 3aMEHOM YK30HOB 2-41 reHa
CS5 wmblmu Ha 3Kk30HBI 2-42 reHa C5 yenoBeka (packpbhiTo B MyONMKAallMM MAaTEHTHOH 3asBKU
CHIA 2015/0313194, BkIIOYEHHOH B HACTOsAIIEE ONMMCAHUE B TIOJIHOM 00beME).

Crnioco0sl

[0337] B3pocnbix camIlOB MBIINICH WMMYHU3HPOBAIU IMOJKOXHO B Kaxaoe Oenpo ¢
ucnonszoBanueM 150 mxr nentuga 1-20 (GPTHLFQPSLVLDMAKVLLD) (SEQ ID NO: 364)
MeK(POTOPELIENTOPHOTO peTUHOU-CBs3bIBatoniero Oenka (IRBP) uenoBeka (Avichezer et al
2000, Invest. Ophthalmol. Vis. Sci. 41:127-131) B 0,2 mn smynscuu CFA, ¢ nobGaBneHuem
mraMmMa  Mycobacterium  tuberculosis  H37RA  nmo 2,5 wmr/mun. 3arem  mblmam
UHTpArepuToHeanbHo MHOKyaupoBaiu 1,0 Mkr ToxcmHa kokimoma (PTX) ans Toro, utoOnl
COJEHCTBOBATh WHAYKLHH KIETOYHOOIIOCPEIOBAHHOIO ayToMMMyHUTeTa, cojaedctBys Thl-
nossipuzauuy uMMyHHOro oreera (Thurau et al 1997, Clin. Exp. Immunol. 109: 370-376; Silver
et al 1999, Invest. Ophthalmol. Vis. Sci. 40: 2898-2905). MoHUTOpHUHT Macchl Tejla )KUBOTHBIX
OCYIIIECTBIISUTH /IBA pa3a B HEJIEIIO.

[0338] OdranbMONOrHUecKue OCMOTpPbI OCYUIECTBISUIM B CYTKH -1, mepen MHIyKUuel
EAU u B cytku 7, 14, 21 u 28. Meimeil anecte3upoBanu keramuHoM (120 wmr/kr, IP) wu
kcwiazuHoM (S5 mr/kr, IP). 3pauku pacmmpsuia ¢ ucnonszoBanneMm 0,5% odTanbMoIOrHIecKoro
pacTBopa TPONHKAMHUA M HCCICIOBATHM JHO TJa3a C MCIONh30BAHUEM KOHTAKTHOM JIMH3BI C
bynnyc-kamepoir B cucreme Iuiarpopmbl anruorpapum cerdarkun  (HRA) Spectralis
Heidelberg+OCT (Heidelberg Engineering, Carlsbad, CA, USA).

[0339] Cepuro u3 61 maTrepalibHOTO ONTHYECKOTO pa3pe3a MOoaydaau s KaKIoro ria3a
¢ ucnonszoanneM OCT ¢yuknuu B cucteme Spectralis HRA+OCT (Heidelberg Engineering,
Carlsbad, CA, USA)). O6nacts OCT Busyanusauuu [eHTPOBAIM Ha ONTUYECKOM JUCKE, Jeas

BO3MOXKHOH PaBHYIO BHU3YaJIWU3aLUI0 HaA H T0J rOJIOBKO# 3PUTCIBHOI'O HEpPBA. TOJIIHI/IHy
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CETYATKM H3MEPSUIM KaK pacCTOSHUE MEXAYy HIKHEH wacTeio cios RPE u BHyTpenHei
MOTpaHHYHON MeMOpaHo# rnaza. M3mepenus BoimonHsui B 1500 MKM OT IuCKa 3pUTENHHOTO
HEpBa W 3HAYCHHUS M3 4 pa3IUYHBIX KBaIpaTOB CETYATKH (HAIPUMEP, BEPXHETO, HUIKHETO,
BHCOYHOT'O ¥ HOCOBOTO) YCPEIHSAIH IJIs NOIYyUEHHs CpEeAHEH TONIUHBI CETUYATKH IJ1a3a.

[0340] Taxxkxe Ha OCT m300pakeHUSIX TAKECTh MH(UIBTPALMH CTEKJIOBUIHOTO Tela
BOCHANIMTECIIBHBIMU  KIICTKAMHU  PAHKUPOBAJIU IOCPEACTBOM OLICHKH YCPEOHCHHOI'O 4YHUCIIa
BOCTIAJINTEJIBHBIX KJIIETOYHBIX KIIACTEPOB B CTEKIOBUAHOM Telie, B YeThipex sarepanbubix OCT
CKaHHUPOBAHUAX, KOTOPHIE MEPECEKATH 3pUTEIbHBIN HEPB, HA KaXkAbIH rias.

[0341] Pa3pabarsiBanu mkainy u3 4 cTeneHei 1 oneHKH TshkecTH 3a0oeBanus Ha OCT
nzo0paxenusix (OCT ouenkwn) (Tabmmma 33).

Tabmmua 33: omenka EAU in vivo ¢ HCHOIB30BAaHHEM ONTHYECCKOM KOTEPEHTHOMU

tomorpaduu (OCT)

Crenenn Kpurepuu
0 bes usmenenmii
0,5 (cnen) Hebonpmas napuiIbTpanus BOCHAIUTEIbHBIMY KJIETKAMU B CTEKJIOBUIHOM

Tene, B IEPBYI0 OuepeAb OKOJO TOJOBKH 3pUTENBbHOro HepBa (<I5

KJIaCTEPOB)

1 Heb6omnpas I/IH(i)I/UII)TpaIII/ISI BOCIHAJINTC/IBbHBIMHY KIICTKAMH B CTCKJIOBH/IHOM
Tene, B IEPBYI0 OuepeAb OKOJO TOJOBKH 3PUTEIBHOTO HepBa (<25
KJIacTEpOB); HEOOMBIIINE OUaroBble CyOpeTHHANbHBIEC TOBPEXKICHUS (cephie
NITHA) Ha nepudepun; HeOONbIINE CKJIAJIKA CETYATKH Ha mepudepum;

pacIIMPEHNE COCYIOB CETYATKU; MEPUBACKYIIUT U BACKYJIUT

2 YMmepeHHas HHQUIBTPALUS BOCTIATUTEIbHBIMU KJIETKAMH B CTEKJIOBHIHOM
tene Oonee nuddysHas, Ho He Ha nanbHed nepudepun (<50 Kracrepos);
paspylIeHue ClIosi CeTYATKH; GOPMHUPOBaHUE TPaHYJIeM HEOOJIBIIOTO WU
CPEJTHeTO pa3Mepa CO CKJIaJKaMU CEeTYaTKH B TIEPBYIO O4Yepe/ab Ha
nepudepun; paciiipeHre cocyIoB; HebOosIbIlIas o4aropasi XOpHOUIalbHas
HEOBACKYNspU3alsl; IMEePUBACKYIUT W BACKYJIMUT; HEOOJBIION OTeK

cetdatku (<10 MkM)

3 Vmepennast uid tsoxenas aupdysHas nHOWIBTpaUXs BOCHATATEIBHBIMU
KJIeTKaMH B CTekioBuaHOM Tene (>50 «kmacrepoB); auddysHoe
paspyluieHHsl CcJ0s CEeTHYAaTKH W PACHIMPEHHBIE COCYABl BO BHYTPEHHEM
A7iepHOM cjioe; (OpMHUPOBAaHHE CPEAHMX WM OOJNBHIMX TpaHyJIEM CO
CKJIaJIKAMH CETYaTKM Ha BCEM IIPOTSDKEHUU CETYATKH; CEPbE3HOE

pacliupCHUC COCYAOB CCTUATKH, HCPUBACKYJIUT M BACKYJIUT, YMCPCHHAasA
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qudpdy3Has XOopHOMAAIbHAS HEOBACKYJISPH3ALUA; YMEPEHHBIH WM

TspKenbIi orek cetdatku (10-40 MxM); HeOOIbIINE OTCIOECHUS CETYATKU

4 Tsoxkenas muddysHas HHUIBTPALMSI BOCHAIWTEIBHBIMH KJIETKAMH B
creknoBuHOM Tene (>70 kmactepoB); auddy3HOE pazpylIeHHE CIIOEB U
pacIIMpeHHbIE COCYABI BO BHYTPEHHEM siiepHOM ciioe; auddys3Hoe
(dhopMUpOBaHHE THKEIBIX TPAHYJIEM CO CKJIAJKaMH CETYaTKH; TsKelas
mubdysHas xopuoHIaldbHAs HEOBACKYJApH3alLUs; TIEPUBACKYJIUT U
BaCKYJIUT; JereHepalus CeTYaTKHM WM TOKEIbId OTeK CeT4YaTku
(ymenpienue >20 MM wiM yBenuueHue >40 MKM, COOTBETCTBEHHO);

00IIMPHOE OTCIIOCHUE CETUYATKHI

Craructaueckuil aHaiu3

[0342] Craructudeckuii aHaau3  MapaMeTpudYecKuX  JaHHBIX (Macca  Tena,
BOCTIAJIMTENIbHBIE KJIETOYHBIE KJIACTEPhl B CTECKJIOBUIHOM TEJI€ U TONIIMHA CETYATKH)
OCYILECTBIISUTM  TIOCPEACTBOM  OJHO(AKTOPHOTO AMCIICPCHOHHOTO aHAIM3a U KPUTCPHUS
MHOKE€CTBEHHOro cpaBHeHUs Tbhroku. [l HenmapaMerpuueckux naHHbIX (oueHku OCT wu
THCTOJIOTMYECKUE OLIEHKH ) aHaIM3 OCYILECTBIUIM ocpeacTBoM kputepuil Kpackena-Yomnuca u
Kkputepus JlaHHa ¢ ucnoap3oBanueM nporpamMmuoro obecreyenust GraphPad Prism Bepcun 5.0d
B OTHOIICHUM HM3OTHIIMYECKOTO KOHTPOJS WM Tpynn Oe3 jieueHus. [[aHHble TPENCTaBIsIOT
cpennue 3HaueHUusA+TSEM. p-3Hauenus Menblie 0,05 cuutanu CTaTUCTUYECKH 3HAUUMBIMH.

Pe3ynbraThl

[0343] B nepBoMm uccienoBaHud (UcciaenoBaHue A), MBIIIEH JIEUMIH [TOAKOXKHO KaXIble
3 CYTOK OT CYTOK 5 U30THIMYECKHM KOHTPOJIbHBIM aHTuTesoM (50 mr/kr) wiu 10 mr/kr wim 50
mr/kr H4H12170P. Jleuenune ¢ ucmonp3oBanueM 10 mr/kxr H4H12170P Beno k CHMKCHHIO
BOCTIAJICHUS ¥ TIOBPEX/IeHUs ceTdaTku (ur. 9). MpIiin, KOTOPBIX JISUWIIN ¢ UCTIONb30BaHueM 10
mr/kr H4H12170P, Takxe 1eMOHCTPUPOBAIM CTATUCTUYECKH 3HaYMMOe CHIkeHHne onieHok OCT
K cyTkaM 21 u cyrkam 28 (¢ur. 10).

[0344] Bo BtOpoMm wuccnenoBaHuu (HccieqoBanue B), Mpimiei nedwid MOAKOXKHO
KaXKJbIE 3 CYTOK OT CYTOK 6 C MCIIOJIB30BAHUEM HM30THUITUYECKOT0 KOHTpOJis (10 Mr/kr), 3 Mr/kr
win 10 mr/kr H4HI12166P wnu ¢ ucnosnb3oBaHueM o0beKTa cpaBHEeHUs 2 (cM. mpumep 2 B
HACTOSIIIEM  OIIMCAHWUH; «KOHTPOJbHBIE KOHCTPYKLHMH, MCIHOIB3yEMbIE B  CIEAYIOHIUX
npumepax»). Jleuenune ¢ ucrnonb3zoBanueM H4H12166P wnm nmo 3 mr/kr wmm mo 10 mr/kr
BBI3BIBAJIO 710303aBHcHMOe cHukeHHe oleHok OCT, koTopoe ObIsI0 CTaTUCTUYECKH 3HAYMMBIM B
cyrku 14-28 (¢ur. 11). Jleuenue c¢ wucnons3oBanueMm 10 wmr/kr H4H12166P y C5
rYMaHU3UPOBAHHBIX MbILIEH HauuHas ¢ 6 cyTok nocie uuaykuuu EAU Beno kK 10303aBUCUMOMY

CHI)KCHHIO BOCTIAJICHUS W TIOBPEXJCHUSA CEeTUaTKW, Kak onpenenstor nocpeactsom OCT,
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npoBeeHHOU B cyTKU 14-28 (dur. 12).

[0345] s oboux ucCiIeJOBaHUI HEHMHBA3WBHAS IPIYDKU3HEHHAS] OLEHKA C ITOMOILBIO
OCT pemoHCTpupOBajia IPOTPECCUPYIOLIEE PAa3BUTHE BOCHAJICHUS, YBEIMYEHUE TOJIILUHBI
ceTyaTkM U MOPQOIOrMYecKre aHOMAIHWH Y KOHTPOJIBHBIX >KMBOTHBIX IOCIE€ UMMYHHM3AlHH C
ucnone3opanuem IRBP.

3aKio4yeHue

[0346] DT SKCHCPUMEHTHl NPEIOCTABIAIOT HOMOJHUTEIBHOE (HapMaKOIOTUIECKOE
CBUJETENBCTBO TOro, yro C5 wrpaer podb B IaroreHese ayrOMMMYHHOTO —YBEMTA.
dapmakonoruueckoe HcromeHre C5 demoBeka ¢ NOMOILBIO aHTUTENA MOJHOCTBIO YelloBeKa
npotuB C5 dyenoBeka orcpounBaiio 3aboneBaemocth EAU u cHmkamo TsokecTh 3a00iieBaHUS,
noaTBepxIas 3P QeKT ITUX aHTUTEI PH AYTOMMMYHHOM YBEHUTE.

Ilpumep 16: >ddexr anturen npotuB C5, okxa3plBaeMblli Ha penepdy3HOHHOE
NOBPEXIEHHE NIPU OYEYHON HILIEMHUHU

[0347] lanHOC MICCIICIOBAHNE OCYIISCTRISUIN JIJIsi TOTO, YTOOBI OLICHUBATE poiib C5 mpu
pernepy3OHHOM MOBPEKACHUN IPU 10YeyHOH niemuu. Mcrionb30Bany Kak reHeTHUecKui (c
UCTIONBb30BaHNeM Mbliel ¢ HokayToM C3 u HokayToM CS5), Tak U (papMaKoIOrHUECKUH MOAXOAbI
(¢ ucnonp3oBaHueMm aHTUTEN NpoTHB C5). Mogens penepdy3uu Opu HILIEMHH CO3AaBalu
IIOCPEACTBOM OMIIaTepasibHOTO MEPEeKaTusi HOXKEK COCYHOB IO4YeK Ha 45 MHUH, IOCIE Yero
ciegoBaio 48 u penepdy3un. MMurtanms JanapoToMHHM CIIyKWIa B KadecTBE KOHTPOJIS.
Antuteno mnporuB C5 BeomwiM 1o 50 MI/KIT BHYTPUBEHHO B OJHOKPATHOHW J103€
HEMOCPEJCTBEHHO MOC/e HILeMUH (JedeOHas); Wi MOJKOXKHO B BHUJIE JIBYX /103, B CYTKH -1 H
CyTKHM | XHpypruueckoro BMemIaTeNbcTBA (mMpoduiakruueckn). B srom wuccnenoBanuu
ucnoap3oBay antureno npotus C5 MIM17628N, conepxkaniee HCVR/LCVR u3 SEQ ID NO:
362/363. Mapkepsl a30T MoueBHHbI B KpoBU (BUN) U KpeaTHHUH CBIBOPOTKH MCIIOIB30BATH IS
TOro, 4TOOBI OLIEHUBATH Y MbIILEH YPOBHH 3a00JI€BaHMsI U 3aIIUTHI.

Tabmuna 34: mpoleHT U3MEHEHUs YPOBHEHM a30Ta MOYEBUHBI B KPOBU MBIIICH, KOTOPBIX

neunnn adtutenom npotuB C5 (MIMI17628N) B mpoduaakTHYECKOM U TepamneBTHYECKOM

peKuMax
BUN,% u3smenenus cp. RIRIFHOCUTEND RIRIHu3orunuyeckui
KOHTPOJIb
Cytku 2 Cytku 2
RIRI+M1M17628N (1ipod.) -37,19 -34,68
RIRI+M1M17628N (;eu.) - 53,70 -51,85

Tabnuna 35: mpoLeHT U3MEHEHHS YPOBHEH KPEaTHHUHA CHIBOPOTKH Y MBINIEH, KOTOPBIX

aeuwin antutenoMm nporuB C5 (MIM17628N) B npodunakTHueckoM M TepaneBTHUUYECKOM
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peKUMax
SCr,% usmenenue cp. RIRI+HoCHTEND RIRI+u3orunuueckuii
KOHTPOJIb
Cytku 2 Cytku 2
RIRI+M1M17628N (mipod.) -53,09 -49,34
RIRI+M1M17628N (zeu.) -59,40 -56,16

[0348] Ilo cpaBHeHMIO C MBIIIAaMH JUKOro TUIa, Mbu ¢ Hokayrom C3 u C5
JEMOHCTPUPOBAIIM 3HAYHMTENBbHYIO (yHKIMOHANBHYIO 3amuty B RIRI mozenu ocrporo
HOBPEXKACHUS 110YEK, O YEM CBU/ICTEIILCTBOBAJIO CHI)KEHHUE YPOBHEH a30Ta MOYEBUHBI B KPOBH U
KpEaTHHUHA CBIBOPOTKU. AHTUTENO NpoTuB CS5 neMOHCTpHpOBano (GYHKIHOHATIBHYIO 3alUTY B
RIRI monenn kak B mpodHUIaKTHYECKOM, TaK H B TEPAIIEBTHUYECKOM pexkuMax (Tabmauinl 34-35).

[Mpumep 17: 3pdexr antrren npotus C5, OKa3pIBACMBIN HA BOTYAHOYHBIN HEPPUT

[0349] B »toM mnpumepe omucan dddekr antaren npotuB C5 mpu  JIcdeHUU
BOJTYaHOUYHOTO HE(PpUTA B MOJIENH Ha MbIIIAX.

[0350] Cuctremnas kpacHas BomuaHka (SLE) mnpenctaBnser co0oif ayTOMMMYHHOE
HapyllleHue, OOYCJIOBIEHHOE yTpaToil  TOJEPAHTHOCTh K  COOCTBEHHBIM  aHTHUIEHaM,
o0pa3oBaHMEM AayTOAHTUTEI M OTIOKEHHEM HMMMYHHBIX KomiuiekcoB (IC), ¢ukcupyrommumx
KOMIJIEMEHT, B MOpPaXXeHHbIX TKaHAX. SLE oTinyaercs MMPOKUM JUana3oHOM KIMHUYECKHX
MaHM(ecTallMi U LENEBbIX OpPIraHOB, NPHYEM BOJYAHOUHBIA HEPPUT SBIAETCS OJHHM M3
HauOolee CEphE3HbIX OCIOXKHEHHI. AKTHBalUMA KOMIUIEMEHTa B IIOYKAX IAIUEHTOB C
BOJTYAaHOUHBIM HE(PUTOM BHOCHUT BKJIAJ] B BOCIIAJICHUE M TIOBPEXKACHNE TKaHU. D(dext anTuren
npotuB C5 mpH JIEYEHUU BONYAHOUHOro Hedputa uzydanud y meimedl NZBWF1, criontaHHO#
MBIIIHHON Mozenu BosyaHouHoro Hedpura (Yang et al 1996, PNAS). V mbleil Bo3HUKaeT
ayTOMMMYHHOE 3a0oseBaHue Hariogobue SLE yenoBeka, ayroaHTUTENA K SAEPHBIM aHTUT'€HAM U
OenkaM KJIETOYHOM MeMOpaHbI, THIepraMmarioOyJuHeMus, anbOyMUHYpUs, TPOTEHUHYpPHS,
HAUWHAETCA  TJIOMEPYJOHEPPUT HUMMYHHBIX KOMIUIGKCOB W THOenb OT  [OYEHHOM
HEJAOCTAaTOYHOCTH U TEPMHMHAJIBHAS CTaIMs OYEYHON HEJOCTaTOUYHOCTH B Bo3pacte oT 35 1o 50
HeJeb.

[0351] dns ororo uccnenoanust meimedi NZBWF1 B Bo3pacte 25 Hemenb MOAKOXHO
JIEYWIN € UCIOJb30BaHUEM 30 MI/KT H30THIHMYECKOr0 KOHTPOJA WM aHTuTen npotus C5 nBa
pa3a B HEJIEJII0 B TEUEHHUE & HEJENb, 3aTEM TPU pa3a B Heaento B Tedenue 10 nepens. s aToro
UCCIIEI0BAHMs HcCIoNb3oBanu anTuTena nporus CS5 mpimm MIM17628N u MIMI17627N,
kotopslie conepxar HCVR/LCVR u3 SEQ ID NO: 362/363 u 365/366, COOTBETCTBEHHO.

[0352] Jleuenue anTuTenamMu 1poTUB C5  3HAYUTEIBHO  YCOBEPIICHCTBOBAJIO

ko3(duuuent BbpkHBaeMocTH Yy Mbliied (¢ur. 13). OOa anTHUTeNna yCOBEpPLICHCTBOBAIH
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ankOymMunyputo Ha 8-14 Henensx neuenus (Gur. 14) u ypoBHH a30Ta MOYEBHUHBI B KPOBU Ha 12-
16 nenensax neaenus (dur. 15).

[Tpumep 18: 3pdexr anturen nporus C5, okaspiBacMbIi Ha THOEIH KJIETOK aCTPOLUTOB

[0353] Ontuxomuenutr (NMO) npencrapiser coboid ayToMMMyHHoe 3aboseBaHue
ueHTpanbHOM HepBHOM cucTteMbl (CNS), KOTOpoe NPEeUMYIIECTBEHHO MOpaXkaeT 3pUTEbHBIN
HepB ¥ cinHHOM Mo3T. IIpu NMO ayroanTtutrena nporus aksanopua-4 (AQP4-Ab) Bei3biBaoT
HOBPEKACHHUE aCTPOLMTOB MIOCPEICTBOM aKTUBALIMU KOMILIEMEHT-3aBUCUMOMN IUTOTOKCUYHOCTH
(CDC). llemu 5TOro MCCIEAOBAHHMSA COCTOSJIM B TOM, 4YTOOBI OLEHHUBATh POJb CHCTEMBI
KOMIUIEMEeHTa B TmporpeccupoBannd NMO u ucmonb30BaHHE aHTUTENAa NPOTHB Oenka
KOMILICMEHTA B KQU4€CTBE MMOTCHIIHAIIBHOTO TePaieBTUYEeCKOTo JieueHus st NMO.

[0354] IlepBuuHBIC KOPKOBBIC AaCTPOLMTHI KPBLICHI IOJydasld W3 KOPBI OOJBIINX
MOJIyLIapUid TOJOBHOTO MO3Ta MOCTHATalbHBIX IETEHBIIEH KpbIC U KylbTUBHpOBanu ¢ AQP4-
Ab (anTuTeno «rAb-53» u3 nybnukanuu natentHol 3assku CLHA 2014/0170140; Bennett et al
2009, Ann. Neurol. 66: 617-629) u GekaMu KOMIUIEMEHTA /i1l TOTO, YTOOBI JICMOHCTPUPOBATH
KJICTOYHO-OTIOCPEAOBAHHYI0  IIMTOTOKCHYHOCTh.  3aTe€M  DKCICPUMEHTHI  MOBTOPSIIM  C
nobapieHneM aHTtutena mpotuB C5 ang Toro, yToObl JEMOHCTPUPOBATH OJIOKMPOBAaHUE
pa3pylIeHHsl KJIETOK aCTPOLIUTOB.

[0355] Jlns TOro 4roObl KOJIMYECTBEHHO OMPEACIATh T'MOENb KIETOK, OCYIIECTBIISIH
JIIOMUHECLIEHTHBIN 1uToTOKCcH4eckuit anamm3 CytoTox-Glo™. B amamuse wncnons3osaiu
pa3iuuHble KOoHLeHTpauuu aHtutena npotuB C5 (0,001 mxr/mia, 0,01 mxr/mia, 0,1 Mxr/mi, 1
mkr/mi, 10 mxr/mi, 100 mxr/ma uiau 1000 MKr/mit) WM H30THIIMYECKOE KOHTPOJIBHOE aHTUTEIO.

[0356] 5151 TOro 4TOOKI ONPERENsITh, MOXKET J1 aHTHTeNo npotus CS Gnokuposats CDC,
uHayipoBannyio AQP4-Ab, BbiceBaNM acTPOIUTHI U TOBTOPSUIM ITUTOTOKCHYECKHUN aHAJIN3
CytoTox-Glo™, uyT0o0B HaxomuTh onTUMalbHYI0 103y AQP4-Ab s sToro mocesa.
OOHapyxuBaiu, 4To onTUManbHas KoHUeHTpauus AQP4-Ab cocrasBnser 50 MKr/Mia u B
CIIETYIOIIEM YKCIIEPUMEHTE UCTIONB30BAIN MOCTOSIHHYIO 103y AQP4-Ab (50 mxr/mi), Toraa Kak
no3y antutena npotuB C5 BapeupoBanu. Kak nokazano Ha ¢wur. 16, HaOMO1amM CHIDKCHUE B
RLU (ot ycpennenno 300 Tbic. 10 ycpeaneHHo 100 ThIC.) ¢ yBeTMUYEHHEM KOJIHUYECTBA aHTHTENA
npotuB C5, 4TO AEMOHCTpPUPYET, 4TO aHTuTeno MnpotuB C5 OnokupoBano rudens KIETOK
actpountoB. Jlms obouwx »skcnmepumentoB RLU He wu3MeHsnmWchr B 3aBUCUMOCTH  OT
M30TUIIUYECKOTO KOHTpOJIbHOTrO aHTuTena. Kak mokazano Ha ¢ur. 16, antutena nporuB CS5
UHTUOUpOBaNM HHAYLUPOBaHHYI0 AQP4-Ab LHUTOTOKCMUHOCTH Ha TIEPBUYHBIX KOPKOBBIX
actpouutax ¢ ICso 15-17 HM.

[0357] B Oyaymiem wuccienoBanuu anturteno npotuB AQP4 u antuteno mpotus C5

CICAYCT UHBCIIUPOBATL B rOJIOBHOM MO3T KPBICHI JIJIsA TOTO, YTOOKI OIICHUBATh TepaHeBTH‘{CCKI/IfI
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3 deKT, oKazpiBaeMbli Ha KOMILJIEMEHT-ONOCPEJOBAHHYIO LHUTOTOKCHYHOCTh B OTHOLIEHHMHU
actpornuTos B CNS.

ITpumep 19: ananus snporenus

[0358] B o»ToM mnpumepe ONHMCaH aHAJIM3 DJHIOTENHUS KIYOOUYKOB 1In  vitro s
uccienopanus 0nokupoBanus omioxeHus CSb-9 u C3 anturenom npotus CS.

[0359] BocnipousBoauMelie cIOCOOBI OLICHKH MHTHOMPYOMHX (PPEKTOB KAHIUIATOB B
JICKapCTBCHHBIX CpPEJCTBA, OKA3bIBACMBIX Ha aKTHBALMIO KOMIUIEMEHTa, BaKHBI JUIS
JNOKJIUHUYECKUX HCHbITaHUH. M3-3a CIOKHOCTM MyTeid axkTUBAlMM KOMIUIEMEHTAa, B aHaIU3e
CleflyeT MCIOJIb30BaTh pENEBAaHTHbIE KJIETKM M KOHEYHble TOYKU Uil  33aJaHHOTO
TEPANCBTHYECKOTO TIOKAa3aHMA. 31eCh, HCHOJIB3YS HMMOPTAIM30BAHHYIO JIMHHIO KIIETOK
sajorenust KiayooukoB uyenoseka (HGEC), BamummupoBanmm wmogens omioxenus C3 u C5
KOMILJIEMEHTA JJIs1 UCIIOJIb30BaHUsl B OLEHKE OJOKHpYyrollel akTuBHOCTH mAb mpotus C3 wiu
Cs.

Crnioco0sl

[0360] Tlepeuunble kieTkH dHAoOTeNHs KiyooukoB moukum uemoBeka (HGEC; Cell
Biologics) BeIceBaiy Ha HOYb B MOJHYIO CpeAy B MOKPBITHIE KOJUIareHoM | yepHbie 96-1yHOUHBIE
IUTAaHIIETHl ¢ YUCTHIM AHOM. Knetku oOpaOaTbiBasiv uiau ¢ ucnosp3oBanueM PBS (koHTponb)
WK aKTuBHUpoBaiy B TeueHue 10 mun ¢ ucnosnb3zoBanueMm 10 MM ADP. Iocne npoMbiBaHus B
PBS, 50% cpiBOpOTKY 4enoBeKa (C COXPAaHEHHBIM KOMILUIEMEHTOM, HCTOIIeHHYI0 no C3 wuium
uctouieHHy0 no C5) nobdasnsinu Ha 4 yaca. AHtutena npotuB C5 nobapnsinu mo 1 mr/mia B
CBIBOPOTKY Iepen nedeHueM. KieTku npomeiBanu, (GUKCHPOBAIU U UCCIEIOBAIM aHTUTEIAMU
npotuB C3b (Thermofisher) w/mnm anturenamm nporuB C5b-9 (Abcam), BTOpUYHBIMU
aHTUTEJIAMU W JOKpammBanu ¢ wucrnoib3oBanueM DAPI 3axsateiBanin n300pakeHUs Ha
ImagExpress u UCIOIB30BATNM MHOTOMAPAMETPUUECKUI aHAINM3 U300paKEHUs ISl TOTO, YTOOBI
KOJIMYECTBEHHO OIpEAesaTh (IyOpeCLEHTHOE OKpallMBaHWE A KaKIOro H300paKeHUs u
YCPETHEHHO JUIS KQKJI0TO YCIIOBHSI.

Pe3ynbraThl

[0361] Ornoxenue C3 un C5b-9 nabmoganu y ADP-aktusuposannsix HGEC, Ha
KOTOpbIE BO3JEHCTBOBAIIM HOPMAJIBHON CBHIBOPOTKOM YelloBeKa, HO HE y HE aKTHMBUPOBAHHBIX
HGEC (C3: 1,5x107+1,0x107; C5: 7,9x10%+6,6x10°, P<0,05 mpotnB He ADP-aKTHBUPOBAHHEIX
HGEC). Otnoxenue C3 u C5b-9 3naunrensuo cumwkanu y ADP-akrusuposanusix HGEC, nHa
KOTOpHIE BO3/eHcTBOBANH HcTomeHHoH o C3 mmm C5 criBopoTkoit (C3: 3,3x10°+4,8x10% CS5:
1,5x10%46,0x10°, P<0,05). Jlo6anenme Onokupyromero mAb mpotuB CS5 3HauHTETHHO
cHIKao otioxkeHne C5b-9 u3 HOopMaibHOH CHIBOPOTKH denoBeka Ha ADP-akTHBHpOBaHHBIX

HGEC, otnoxenune cpaBHuMO ¢ wuctomeHHbiMu 10 C5  ceiBoporkamu (CS5  mAb:
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1,02x10%+6,0x10°, kouTpoasHOoe mAb 3,7x10%+1,6x10°, P<0,05 npoTHB KOHTponsHOro mAb).
3akiro4eHue

[0362] Otu naHHbBle JEMOHCTPUPYIOT IIOJE3HOCTh aHAIM3a 3SHJOTEIUS KIyOOuKOB
yeJoBeKa in vitro s moaenupoBanus omioxkenus C3 u CS5 komiuiemenra. B nomonnenue k
CKPHMHHHTY 1n Vitro, 3TOT aHaiu3 00gaiaeT MOTEHIMAIOM B KaueCTBE TPAHCIALMOHHON MoAeIH
JUId TOTO, 4YTOOBl OLIEHMBATh CTPAT€rMH INPOTHUB KOMIUIEMEHTAa INpU 3a00JEBAaHHUU MOYEK,
UCIIOJIB3YS 00pa3Ilbl CBIBOPOTOK, MOIYUYCHHBIC Y IIAL[MCHTOB.

[0363] O0beM HacTOAUICTO W300PETCHUS HE TOJUICKHUT OTPAHUYCHUIO KOHKPETHBIMU
BapUaHTAMU OCYILECTBICHHUS, ONHCAHHBIMU B HACTOSIIEM oONUcaHUH. B IeiicTBUTENbHOCTH,
pasnu4Hble MOAU(DUKAUMK H300pETeHUs] B JIONMOJHEHHE K TEM, YTO OIMCAHbl B HACTOSIIEM
OIKCaHWH, OYYT BUIHBI CIICLIAAIMCTAM B TAHHOH OOJIACTH W3 MPHBEICHHOTO BBILIC OMUCAHUS
COTpoBOUTENBHBIX Qur. [IpemrycMOTpeHO, HYTO Takue MOJM(PHKAIMK BXOAIAT B 00BEM

NPUI0KEHHOU (HOpMyNbl H300pETEHMUS.
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OOPMYVYJIA U3OBPETEHUSA

1. BoigenenHas MoJieKyJa IOJMHYKIEOTHAA, KOAMpYyiolias BapuabeiabHyl0 001acTh
Tsokenon uenu, xkoropas coxepxur HCDRI1, HCDR2 u HCDR3, u Bapuabenbnyio oGiacth
nerkoi nenu, koropas cogepxkut LCDR1, LCDR2 u LCDR3, rze:

HCDRI1 xoaupyercsi HyKJICOTUAHOW NOCIIEI0BATEIBHOCTBIO, TpeacTaBiaeHHoi B SEQ ID
NO: 99,

HCDR2 koaupyercs HyKJICOTHIHON 110CIIEA0BATENLHOCTBIO, IipeacTaBieHHoi B SEQ ID
NO: 101,

HCDR3 xoaupyeTcsi HyKJICOTUAHONW TTOCICA0BATEILHOCTHIO, npeAcTaBicHHon B SEQ ID
NO: 103,

LCDRI1 koaupyeTtcss HyKJICOTUIHOU MOCIIEI0BATEILHOCTHIO, ipencTapiennoi B SEQ ID
NO: 107,

LCDR2 koaupyeTcsi HyKJICOTUIHOM TTOCIIEI0BATEILHOCTRIO, TipesicTaBieHHON B SEQ 1D
NO: 109, u

LCDR3 konupyercsi HyKJICOTUIHOU TTOCIIC/I0BATEILHOCTBIO, pesicTaBicHHoN B SEQ ID
NO: 111.

2. BolienenHas MOJIEKYJIa MOJIMHYKIIEOTH 1A 10 11. 1, I/1e BapralesbHas 00/1acTh TSOKEI0M
LIEIU KOJMPYETCsl HYKJICOTHIHOM MOCIIe/1I0BaTEIbHOCTHIO, ItpesicTaBienHoi B SEQ ID NO: 97.

3. BoiiesienHas MoJieKysia MoauHyKiIeoTH/ 1a o 1. 1, rie BapuadenbHas 001acTh JIETKOH
L[N KOJIMPYETCs HYKJIEOTH/IHOM 110CIIEI0BATENbHOCTHIO, IIpectasieHHoi B SEQ ID NO: 105.

4. BeleneHHas MOJIEKYJIa IOJIMHYKIEOTH A 110 11. 1, r/1e BapualesbHas 00/1acTh TSOKEIOM
LEIH KOJUPYETCS] HYKIICOTUIHOM ITOCIIE/I0BAaTEIbHOCTRIO, npeacTaBieHHor B SEQ ID NO: 97; u
BapuabenbHasi 0ONACTh JIETKOM IENH KOAUPYETCS HYKJICOTHIHOW IIOCIIE/I0BATEIBHOCTHIO,
npencrasnenHoit B SEQ ID NO: 105.

5. Bekrop, cojiep:Kalyii MOJIEeKyy MOJIMHYKICOTHAa 1Mo 11. 1.

6. BexrTop, copepxaniuii MOJICKY/Ty IMTOJTMHYKICOTH/ 1A TI0 T1. 2.

7. Bexrop, copepxaniuii MOJICKY/Ty IMMOJMHYKICOTH/1a 110 T1. 3.

8. BexTop, coepxanuii MOJIEKYTy MONMHYKJICOTH A 110 11. 4.

9. Knetka, coaepskaiast BEKTOp I1o 1. 5.

10. Knerka no 1. 9, kotopast ipe/IcTaBisieT co00# KIETKY SMUHUKA KUTalHCKOTO XOMSIKa.

11. Knerka, coseprkaiiiasi BEKTOp 1o 1. 6.

12. Knerka no 1. 11, koTopast npezcTaBiaseT coOO0M KIETKY SIMYHUKA KUTalCKOro XOMsIKa.

13. Knerka, coaeprkarniasi BEKTOp 10 1. 7.

14. Knetka o 1. 13, koTopast MpeACTaBISIET COOOU KIIETKY SIMYHUKA KHTAHCKOTO XOMSKA.

15. Knetka, coaepxaniast BEKTOp 110 1. 8.

16. Knetka mo 1. 15, koTopas npeAcTaBiseT co00i KIETKY SIMYHUKA KUTACKOTO XOMSKA.

17. Crioco® mosy4eHHsl aHTHTEIIA WM €0 aHTUTCHCBSA3BIBAIOIIETO parMeHTa, KOTOphie
cnenuduueck CBs3BIBAIOTCA ¢ OenmkoMm  (daktopa S5 xommnementa (C5), comepkammx
BapuabenpHyto obmacte Tskeno nerm (HCVR), xortopas comepxutr HCDR1, HCDR2 wu

HCDR3 HCVR, kotopasi coaep uT aMUHOKHUCIOTHYIO TOCIEI0BATEIBHOCTD, MPEICTABICHHYIO
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B SEQ ID NO: 98, Bapuabensayio obnacts jerkoi nenu (LCVR), xotopas coxepxxur LCDRI,
LCDR2 u LCDR3 LCVR, koTtopas COIEpKHT aMHHOKHMCIOTHYIO II0CJI€A0BATEIbHOCTD,
npencrasieHnyto B SEQ ID NO: 106, rae crioco0 Bito4aer:

BBEJICHUE IIOJIMHYKJIEOTHIa, Kogupytouero ykasanuyro HCVR u ykazannyro LCVR B
KJIETKY-XO351MHa,

KYJIbTUBUPOBAHUE KIIETKU-XO35IMHA B YCJIOBUAX, JOIYCKAIOUIMX MOJYyYEHHE AHTUTENA
WJIHM €0 aHTUT'CHCBS3BIBAIOIICTO (PparMentTa, u

M3BJICYCHHUC AHTUTEIA WIH €r0 aHTHICHCBA3BIBAIOIICTO ()ParMeHTa, IMOJYYCHHBIX TaKUM
obpa3zom.

18. Croco6 1o 1. 17, rie aHTUTENO HITH €ro aHTUTCHCBSA3BIBAIOIINE ()ParMEHT COACpPKAT
HCVR, xotopast conepxur:

HCDRI1, kotopasi cogepXuT aMHUHOKHUCIOTHYIO MOCICAOBATCIIBHOCTD, MPEACTABICHHYIO
B SEQ ID NO: 100;

HCDR?2, kotopasi COACPKUT aMHUHOKHUCIOTHYIO TIOCIIC0BATCIIBHOCTD, MPE/ICTABICHHYIO
B SEQ ID NO: 102;

HCDR3, kotopasi cOACpKUT aMHUHOKHUCIOTHYIO MOCICAOBATCIIBHOCTD, TIPECTaBICHHYIO
B SEQ ID NO: 104;

u LCVR, xoTopas cofaepKur:

LCDRI1, xoTopasi COACPKUT aMUHOKHUCIIOTHYIO ITOCIICA0OBATECIBHOCTD, ITPEICTABICHHYIO B
SEQ ID NO: 108;

LCDR2, xoTopast COACPKUT aMUHOKHUCIOTHYIO TOCIIE0BATEIILHOCTD, TIPEACTABICHHYIO B
SEQID NO: 110; n

LCDR3, xoTopast COACPKUT aMUHOKHUCIOTHYIO [TOCIEA0BATEIIBHOCTD, ITPE/ICTABICHHYIO B
SEQ ID NO: 112.

19. Croco6 mo 11. 18, e:

HCDRI1 xoaupyeTcss HyKJICOTUAHOU TTOCIIEIOBATEILHOCTHIO, peacTaBieHHoN B SEQ ID
NO: 99,

HCDR?2 xoaupyeTcs HyKJICOTUAHOU TTOCIICIOBATEILHOCTHIO, NpesicTaBiaeHHoM B SEQ 1D
NO: 101,

HCDR3 xoaupyeTcs HyKJICOTUAHOU TTOCIICIOBATEILHOCTHIO, NpesicTaBiaeHHoi B SEQ 1D
NO: 103,

LCDRI1 koaupyertcs: HyKJICOTHHOU TTOCIE/I0BATEILHOCTRIO, IpencTasieHnoi B SEQ 1D
NO: 107,

LCDR2 xonupyeTcsi HyKJICOTHIHOM TTOCIIEIOBATEILHOCTRIO, TipecTaBineHHoi B SEQ ID
NO: 109, u

LCDR3 konupyeTtcst HyKJICOTHIHOM TTOCIIEI0BATEILHOCTRIO, MpeicTaBieHHoi B SEQ ID
NO: 111.

20. Cnioco6 mo 1. 17, r/ie aHTUTENIO WM €r0 aHTUTEHCBA3BIBAIOIINN (PparMeHT COCPKUT
BapuabenpHyto obmacte Tspkeno nenm  (HCVR), coxepkamiytro  aMHUHOKHCIOTHYIO

MOCJIEeI0OBATEIRHOCTh, NpeacTaBicHHy0 B SEQ ID NO: 98, w/unu BapnabenbHy0 007acTh
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nerkoit nenu (LCVR), copeprkaliyio aMMHOKHCIOTHYIO [TOCIIEI0BATEIbHOCTb, IIPEICTABICHHYIO
B SEQ ID NO: 106.

21. Cnoco6 mno mn. 20, rme BapualenbHas o0nacTb TKEIOM LENM KOIUPYETCS
HYKJICOTHIHOH T0CJIE0BATEIIBHOCTBIO, IpeacTaBineHHon B SEQ ID NO: 97.

22. Cmoco6 mno m. 20, rme BapuabenbHas o00NacTh JIETKOM LENM KOXUPYETCs
HYKJICOTUAHOM 110CIIe10BaTEILHOCTBIO, IIpejacTaBieHHoi B SEQ ID NO: 105.

23. Cnoco6 no 1. 20, BapuadenpHas 00JIaCTh TSKEIOH LENN KOAUPYETCs HYKJICOTHIHON
MoceI0BaTeNbHOCTRIO, npeacTaBicHHoi B SEQ ID NO: 97; u BapuabenbHas 00J1aCTh JICSTKOH
LIENU KOJMPYETCs HYKJICOTHIHOM 110CIIe10BaTeIbHOCThIO, TIpecTasiaeHHoi B SEQ ID NO: 105.

24. Cnoco0 1o 1. 17, Tie aHTUTEINO HITH €r0 aHTHTCHCBS3BIBAIOIINH ()ParMEHT COACpPKAT
TSDKEITYIO LETh, COJICPKAIYI0 AMUHOKHCIIOTHYIO ITOCIIEA0BATEILHOCTD, IpeAcTaBIcHHyI0 B SEQ
ID NO: 353.

25. Cnioco0 1o 1. 17, rie aHTUTENO MM €r0 aHTUTCHCBSI3bIBAIOLII (parMeHT coJiepKaT
JIETKYIO TICTIh, COJICPIKAIIYI0 aMHHOKHCIOTHYIO TOCIIEAOBATCIFHOCTD, MPeICTaBIeHHYI0 B SEQ
ID NO: 354.

26. Crioco0 1o 1. 17, T/Ie aHTUTENO WITH €ro aHTUTCHCBSA3BIBAIOIINI ()ParMeHT COJepKaT
TSDKEITYIO TIETTh, COJICPIKAIYI0 aMUHOKHUCIIOTHYIO ITOCIICIOBATEILHOCT, MPpeicTaBieHHyIo B SEQ
ID NO: 353; u Jerkyio wemb, COJACPKANIYI0 AaMUHOKHCIOTHYIO IOCJIC/I0BATEIBHOCTD,
npencrasieHnyio B SEQ ID NO: 354.
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