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OIIMCAHUE WM3OBEPETEHNA

2420-542161EA/026

VIIVUIIEHHBEIE AHTUTEJIA [IPOTUB IL-6

PoncTBeHHEE BasaABKU

HacTodmas 3asgBkKa MCHOpallMBaeT IIPHMOPUTEeT BpeMeHHOM 3afdBKM Ha
naTeHT CHA N 62/077105, nomauHon 7 HOosabpa 2014 roma; BpeMmeHHOM
3a8BKM Ha narvedHT CIA N 62/087448, nomauHoi 4 pmekxabps 2014 rTozma;
U BpeMeHHOM 3asBKM Ha naTeHT CIA N 62/247705, nomaHHoi 28
okTabpsa 2015 roma. IloJIHOe CoOIepXaHMe KaXIo¥ M3 DTUX 3asaBOK
BKJIOUAETCS B HACTOANMUM HOOKYMEeHT B KaudeCTBe CCHUJIKMU.

O6acTe TEeXHMKM, K KOTOPOM OTHOCHUTCS HuB0OpeTeHMe

OBJjlacThk HacCToOAWeIo u300peTeHUsS OTHoCcUTcA K IL-6. Bojee
KOHKPETHO, »Ta o06JlacTb OTHOCUTCHA K MonoyJgaTopaM I1L-6 M K UX
IIpUMMEeHeHMAM [IpU JiedeHuM 3aboJieBaHUM, TaKux kak 3abojieBaHMA IJlas.

YpPOBEHE TEeXHUKU

IL-6 mnpencraBjsgeT coBo¥ IIJIEMOTPOIHEN LUUTOKMH C MW3BECTHOU
POJIBEK IIPpM BOCIAaJEHMM, TIeMaToIllos3e, aHIMoT'eHese, auddepeHLUMaLUM
KJIETOK ¥ BEIXMBAeMOCTM HeNPOHOB. HacTodmee u300peTeHMe OTHOCUTCH
K YJYUINEeHHBEM aHTUTeJaM IPpOTUMB 1L-6 M K UMX IPMMEHEeHMSIM.

CymHOCTE MB0obOpeTeHMs

HacTodmee m300peTeHMe OTHOCUTCHA K aHTUTeJaM HNpoTuB IL-6 u K
nx OQparMeHTaM (HalpuMep, AaHTUIEHCBA3HBalIMM (pal'MeHTaM) WM K UX
IIPOMBBOOHEM, a TaKXe K HYKJEMHOBHM KMCJIOTaM, KOOUPYKRIVM aHTUTeJa
IIPOTUB IL-6 n  ux bparMeHTHL. Hacrodmee wm300peTeHUE TakKxe
OTHOCUTCH K [IpPUMEHEeHU M TaKnUx aHTUTEJ, bparMeHTOB VI
IIPOMBBOOHEX . AHTUTEJla U UX OpalMeHTH WM [IPOMBBOIOHEE MOIL'YT
MCIIOJIE30BaTLCH, HallpUMep, npu JIeUeHUN 3aboJleBaHUA,
accouMmMpoBaHHOTO ¢ IL-6. B HEKOTOPHX BapMaHTax OCYyWeCTBJIeHUSd,
aHTUTEJIO, ero (¢parMeHT WM = [IPOM3BOIOHOE  MOXeT CBA3EBATLCSH
(HanmpuMep, ChoeuuM@uUHO CBA3EBaThCcda) ¢ 1L-6, HamnpuMmep, < IL-6
JeJioBeka. B  HEeKOTOPHX BapMaHTax OCyYWEeCTBJIEHWs, aHTUTeJIO, eI
dparMeHT WM IIPOU3BONHOE MOXeT CBA3HBATLCA (HaAllpMMep, CIeUUuOUUHO
CBA3HBATLCA) ¢ caTtoM II IL-6 (HanpuMmMep, C cavrtoMm I1I IL-6

yeJIOBEKa) .



B oIoHOM ™3 AacCIeKTOB B HaCTOAmMeM TOKYMeHTe IpenjiaraeTcsd
BHOEJIEHHOEe AaHTUTeJIO WIM aHTUIeHCBA3HBalMMUM (parMeHT, CcoIdepXalui
BapuabesbHy 00JIaCTh TIKEJION llelM, CcoIepXallyio

(i) CDR1 VH, comepxallyld IOCJedoBaTelIbHOCTL GYX;LX,NYLIE (SEQ
ID NO:45),

(i1) CDR2 VH, comepXallyn IIOCJIelNoBaTelIbHOCTE VX3TPGX,GTIN
(SEQ ID NO:46), mu

(iii) CDR3 VH,

TOe BEPpHBEM ABJIAeTCHI OIOHO WM HECKOJIBKO U3  CJeOyrlnx
YTBEepXIOeHUM (Hamopumep, 1, 2, 3 WIM BCce OHM): X; He IIpedCTaBJISET
cobom A, X, He mnOperncrTaBJygeT cobom S, X3 He HOpencraBJgeT cobom I m
X4 He TmpencTaBjigeT cobor S. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUSH,
X1 He TnpencrarjgeT cobom A, X, He ImpencrTaBJysgeT cobom S, X3 He
OopencraBjsgeT codom I u X, He IpeAdcTarJsgeT cobom S.

B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMs, X; OpelcTaBJgeT cobon V
WX KOHCepBaTMBHOEe 3aMelleHrve g V. B HeKOTOPHX BapuaHTax
OCYyIeCTBJIEHUS, X5 npencrapjdeT cobom P MIn KOHCEepBaATUBHOE
3aMelleHre  OJid P. B HeKOTOpPHX BapMaHTax OCVYIIEeCTBJIEHUSI, X3
OpencraBjgeT cobor T WMIM KOHCEepBaATHMBHOEe 3aMemeHre mjga T. B
HEeKOTOPHX BapMaHTax OCYHNeCcTBJIeHuS, Xy IOpencTarjsgeT cobor G wmiu
KOHCEepPBaATUBHOE 3aMelleHre OoJis G. B HEKOTOPHIX BapmMaHTax
OCYIIECTRBJIEHN A, BEPHHM [ABJATCS OIOHO, IOBa, TpU U3 CIeOYyRIUX
YTBEePXISHUN MJI BCe OHWN : X1 npencrTapjigeT cobom \Y I
KOHCepBaTUBHOE 3aMelleHre mJjsa V, X, I[OpeacTaBjgeT cobol P wmim
KOHCepBaTUBHOE 3aMelleHre mJjs P, X3 IOpencrTaBjgeT cobom T wmim
KOHCepBaTHMBHOe 3aMemeHre njasa T u X, OpeXcTaBjsgeT cobor G wuiIu
KOHCepBaTUBHOE 3aMelleHre IoJIs G. B HEKOTOPHIX BapMaHTax
OCVYIIECTRBJIEHUS, Xq npencraBldgeT cobom V  wmm KOHCepBaTUBHOE
3amMemeHre mjasa V, X, IOpencTaBageT coboM P MIM KOHCepBaTUBHOE
3aMemeHre 1mJsa P, X3 IOpencrTaBageT cobdor T WMIM KOHCepBaTUBHOE
3amMmemeHue njga T, u X, OpenOcTaBiasgeT cobor G MIM KOHCepBaTUBHOE
3amMeleHre 0Jjd G.

B HeKOTOPHX BapMaHTax OCYIeCTBJIeHUsa, X; BeOMpaH u3 V, I, L
M. B HeKOTOPHX BapMaHTax OCYmMeCTBJIeHMS, X; BEHOUpaH M3 V, I u L.

HEKOTOPEIX BapuaHTax ocCyleCcTBJIeHUs, X, BeHOuUpaH u3 P, G m A.

W W W =

HeKOTOPEIX BapMMaHTaxXx oCcymeCTBJIEHNA, X5 BBIGI/IpaH ns P n G.



HEKOTOPEIX BapMaHTax OCYWNeCTBJIeHrd, X3 BeOMpad w3 T m S. B
HEKOTOPEIX BapMaHTax OCYUeCTBJIeHUsa, X4 BHOUpaH M3 G u P.

B HeKOTOpPHX BapMaHTax OCYMeCTBJIEHVS, BEpPHHEM ABJIAETCHA OIHO
WM HECKOJIEKO M3 CIeOylNux yTBepXIeHUM (Hanopumep, 1, 2, 3 U3 HUX
WIM Bce OHM): X1 IOpencTarJjsgeT cobom V, X, OpemncTaBjsgeT coboum P,
X3 mnOpencraBygeT cobom T, mM X, OpencrTaBasgeT cobor G. B HEKOTOPHX
BapMaHTax OCYmecCTBJIeHud, X; OpencTaBJgeT cobom V, X, HOpelcTaBJgeT
cobom P, X3 mpencrTaBygeT cobom T um X, OperncTaBjgeT cobdbou G.

B HeKOTOPHIX BapMaHTax OCYIeCTBJIeHHUAd, CDR3 VH COOEPXUT
nocjiegoraTesibHOCTE SEQ ID NO:33.

B HEKOTOPEIX BapuaHTax OCyWeCTRJIEHN, AHTUTEJIO ZNRZN
AHTUTEeHCBA3HBAKLIMY (parMeHT MMeeT IIOBEIIeHHOE CPOACTBO Kk IL-6
yeJjloBeKa U/WUIY YIYUIeHHY©D 50OeKTMBHOCTL. B HEKOTOPHX BapMUaHTax
OCYmMEeCTBJIEHUSI, AaHTUTEJIO WM aHTUTeHCBA3HBalmKY (paTlMeHT MMeeT
[IOBHIIEHHOE CPOICTEO K IL-6 yeJioBeKa n/Uim YIIYUIIEe HHYIO
50PeKTUBHOCTEL I[IO0 CpPaBHEHUI C AaHTUTEJIOM WM AaHTUIEeHCB A3EBalIMM
dparMeHTOM (HaopuMep, C MIOEHTUWYHBEM B OCTAaJIbHOM AaHTUTEJIOM WU
AHTUTEeHCBA3HBAKIMM (QparMeHTOM), CcolepXallMM IIOCJIENOBaTEJIBHOCTD,
T'Ie BepPHHM gBJISEeTCS OOHO WM HECKOJIBKO U3 CJeIYIUX YTBepPXIeHUM
(HanpuMmep, 1, 2, 3 M3 HUX WJIM BCe OHM): X; IpencTaBjgeT cobon A,
X5 rpencraBJgeT cobom S, X3 npencraBijdeT cobom I n Xy
npencTaBJisgeT codoum S.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMA, BHIOSJEHHOE AaHTUTEJO
MM eT0 aHTUTEeHCBASHBalIMM (parMeHT comepxuT CDR1 VH, coIepXxallyio
[IOCJIEDOBATEJIBHOCTE SEQ ID NO:31, CDR2 VH, comepxamymn
nocjiemopaTeJibHOCTE SEQ ID NO:32, wm HeobazarejbHOo, CDR3 VH,
comepxamyl IIocJeloBaTeJIbHOCTE SEQ ID NO:33.

B HeKOTOPHX BapMvaHTax OCYIEeCTRBJIeHUS, BapuabellbHad o00O0JIacThb
TAXEJION el COHePXMT IIoCJedoBaTeJIbHOCTL, KoTopas [ABJAeTCd, IO
MeHbIme¥ wMepe, Ha 90, 91, 92, 93, 94, 95, 96, 97, 98 wmum 99%
uoeHTHUHOM SEQ ID NO:17. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS,
BapuabesbHas o00JIacTh TAXEJION LelXM COCTOUT M3 II0CJedoBaTelIbHOCTHU,
KoTopada ABJIAeTCs, IO MeHbleM wMmepe, Ha 90, 91, 92, 93, 94, 95,
96, 97, 98 wmum 99% wumeHTMuHOM SEQ ID NO:17 wmIM oTJMUaeTCd He
BoJjilee yeM Ha b, 4, 3, 2 mimm 1 amMuMHOKMcJOT oT SEQ ID NO:17. B

HeKOTOPEX BapMaHTaX OCYImeCTBJIEHINA, BapMa@eﬂbHaF{ oBJacTb TaXeJIon



el oTJMuaeTcsa He 0Oojlee yeM Ha b5, 4, 3, 2 mam 1 aMMHOKMCIIOT OT
SEQ ID NO:17. B HeKOTOPHX BapMaHTax OCYyIeCcTBJIeHUSa, BapuabellbHOM
ofBJlacTh TAXeJIOM Lelr oTJudaeTcda Ha 1-5 aMmHOKMcJOoT oT SEQ ID
NO:17.

B HeKOTOpHX BapMaHTax OCYIeCTBJIEHUSA, BapuabesibHasd oOJIacThb
TAXEJIOM lLelM COIOEePXUT IIOCJeloBaTeJIbHOCTL, KOoTopas £ABJAeTCd, IO
MeHbIIEeM w™Mepe, Ha, 90, 91, 92, 93, 94, 95, 96, 97, 98 wmum 99%
noeHTHUUHOM SEQ ID NO:37. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS,
BapuabesibHas o0OJIacThk TAXEJIOM Lely COCTOUT M3 II0CJeNoBaTeJIbHOCTHU,
KOoTopasa ABJIAeTCs, IO MeHbmen wMmepe, Ha 90, 91, 92, 93, 94, 95,
90, 97, 98 wmyim 99% wumpmeHTHMuHOoM SEQ ID NO:37. B HeKOTOPHX
BapMaHTax OCyUleCTBJIEHUS, BapuabesibHasga  06JacTb TIKEJION — Lelu
oTyiMdyaeTcsa He OoJiee ueM Ha 5, 4, 3, 2 wmwim 1 aMMHOKMCIIOTY oT SEQ
ID NO:37. B HeKOTOPHX BapMaHTax OCyIeCTBJIEHUS, AHTUTEJIO WJIN
AHTUT €HCB I 3LB almmi bparMeHT COOEepXUT [IOCJIeIOBaTEeJIbHOCTE
BapuabesbHOM 00JlaCTM TaXeJIoN Lenu, comepxamyio SEQ ID NO:37. B
HEKOTOPEHIX BapraHTax OCYyIleCTBJIEHU I, AHTUTEJIO VI
AHTUT €HCB S 3LB A bparMeHT COOEPXUT [IOCJIeDOBaTEJIbHOCTD
BapuabesIbHOM oBJlacTy TSXKeJIONM Lienu, cocTosmyio mM3 SEQ ID NO:37.

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHU S, AHTUTEJIO VI
AHTUTEeHCBSA3LHBALMINUY (parMeHT COIEPXUT II0CJIedOBaTeJIbLHOCTL, KoTopas
ABJiseTCd, IIO0 MeHbmlIeM Mepe, Ha, 90, 91, 92, 93, 94, 95, 96, 97,
98 wmim 99% wumeHTMuHOM SEQ ID NO:39. B HeKOTOPHX BapMaHTax
OCYMEeCTRBJIEHNI, AHTUTEeJIO WJIM aHTUIEeHCBI3LHBAMUY (parMeHT COIEePXUT
[IOCJIeIOBRaTEeJIbHOCTE, KOTOopad oTJMuaeTcd He OoJjee ueM Ha 5, 4, 3,
2 miam 1 aMmMHOKMcCJOTY oT SEQ ID NO:39. B HeKOTOPHX BapuaHTax
OCYMeCTBJIEHUI, AHTUTEeJIO WJIM aHTUIEeHCBA3HBAMIUY (parMeHT COIePXUT
SEQ ID NO:39. B HEeKOTOPHX BapMaHTax OCYUEeCTBJIEHMSA, AaHTUTEJIO WU
AHTUTEeHCBA3HBAMNUY (palMeHT IpedcTaBJjigeT cobom Fab.

B HEKOTOPHIX BapMaHTax OCYIEeCTRBJIEHNSH, AHTUTEJIO VI
AHTUTEeHCBA3HBALMNUY (parMeHT COIEepPXUT II0CJIedOoBaTeJIbHOCTL, KoTopas
aBJfgeTcd, IO MeHbmeW Mepe, Ha 90, 91, 92, 93, 94, 95, 96, 97, 98
WU 99% wummeHTHMUHOM  SEQ ID NO:54. B  HEeKOTOpPHX BapMaHTax
OCYMeCTBJIEHUS, AaHTUTEeJIO WJIM aHTUIEeHCBA3HBALMINUY (parMeHT COIepRXUT
[IOCJIeIOBRAaTEeJIbHOCTE, KOTOpad oTJIMuaeTcd He OoJiee ueM Ha 5, 4, 3,

2 wmiam 1 amMmHOKMcCJOTY oT SEQ ID NO:54. B HeKOTOPHX BapuaHTax



OCymMeCTBJIEHUSA, AaHTUTEJIO WMJIM aHTUTEeHCBA3HBAKIMY QparMeHT CONepXUT
SEQ ID NO:54. B HEeKOTOPHX BapMaHTax OCYIECTBJIEHMS, AaHTUTEJIO WU
AHTUTEeHCBA3HBaAMMY (parlMeHT IpedcTaBJjgeT cobom Fab.

B HEKOTOPHIX BapuaHTax OCyWeCTBJIEHU, AHTUTEJIO WUIIN
AHTUTEHCBSABHBAKINM QparMeHT IMIpelcTaBjsgeT coboM scFv. B HeKOTOPHX
BapMaHTax OCyIWleCTBJIEHULI, AHTUTEJIO VI AHTUT E€HCB A 3HBallUi
dpaTrMeHT COOEPXUT I[IOCJIeNOBaTeJIbHOCTE SCEV MIM COCTOUT M3 Hee

QVQLVQOSGAEVKKPGSSVKVSCKASGYVLPNYLIEWVRQAPGQGLEWMGVTTPGGGT IN
YAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARSRWDPLYYYALEYWGQGTTVTVSSG
GGGSGGGGSGGGGSDIVMTQSPDSLAVSLGERATINCRASESVDNYGIPEMNWYQQKPGQPPKL
LIYAASNRGSGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQSEEVPLTFGQGTKLEIKRTV
(SEQ ID NO:52) wmum

DIVMTQSPDSLAVSLGERATINCRASESVDNYGIPFMNWYQQKPGQPPKLLIYAASNRG
SGVPDRFSGSGSGTDFTLTISSLOAEDVAVYYCQQOSEEVPLTFGOGTKLEIKRTVGGGGSGGGG
SGGGGSQVQLVQSGAEVKKPGSSVKVSCKASGYVLPNYLIEWVRQAPGQGLEWMGVTTPGGGT I
NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARSRWDPLYYYALEYWGQGTTVTVSS
(SEQ ID NO:53).

B HEeKOTOPEHIX BapuaHTax OCylWeCTBJIEHNU S, AHTUTEJIO NI
AHTUTEHCBASHBAKMMUM (paTrMeHT COIOEepPXUT II0CJIeNOBaTeJIbHOCTL, KOTOopasd
ABJIseTCd, IIO MeHbleW MmMepe, Ha 90, 91, 92, 93, 94, 95, 96, 97, 98
i 99% wmmeHTMuHOM SEQ ID NO:52 wmiam SEQ ID NO:53. B HeKOTOPHX
BapmaHTax OCyWeCTBJIEHUS, aHTUTEJIO VI AHTUT EHCB A3HBalmmi
dparMeHT comepxuT SEQ ID NO:52 wmigm SEQ ID NO:53. B HeKOTOPHX
BapraHTax OCyWeCTBJIEHUS, aHTUTEJIO VI AHTUT EHCB A3HBalmui
bparMeHT HOpencrTaBJgeT cobol scFv.

B HEKOTOPEIX BapuaHTax OCylWeCTBJIEHU S, AHTUTEJIO NI
AHTUTEHCBA3HBAKIMM (paTMeHT COIEPXUT IIOCJIeOOBaTeJIbHOCTE TIXKeJION
lleny, KoTopas sABJsSeTcd, IO MeHbmleM Mepe, Ha 90, 91, 92, 93, 94,
95, 96, 97, 98 wmmm 99% wumenTmuHow SEQ ID NO:41. B HeKOTOPHX
BapMaHTax OCyWeCTBJIEHUS, aHTUTEJIO VI AHTUT EHCB A 3HBakmmi
dpaTMeHT COOepXuUT TIOCJHIeOOBaTeJILHOCTL  TSXKeJIoM  Lenwu, KoTOpada
oTJIMYaeTcsa He 0oJjilee ueM Ha 5, 4, 3, 2 miam 1 aMMHOKMCIIOTY oOT SEQ
ID NO:41. B HeKOTOpPHX BapMaHTax OCYWEeCTBJIEHUs, aHTUTEJIO WU
AHTUTEHCBA3HBAKIMM QpaTMeHT COIEPXUT IIOCJIeOOBaTeJIbHOCTE TIXeJION

leny, comepXxamyn SEQ ID NO:41. B HEKOTOPHIX BapMaHTax



OCYMeCTBJIEHUS, AaHTUTeJIO WJIM aHTUIEeHCBA3HBALMINUY (parMeHT COIEepRXUT
[IOCJIEOOBATEJIbHOCTE TAXEJIOM lelM, cocTrodamyin M3 SEQ ID NO:41.

B HEKOTOPHIX BapMaHTax OCYIEeCTRBJIEHN S, AHTUTEJIO VI
AHTUTEeHCBA3HBaALMMY (parMeHT ¥MMeeT IIOBHIeHHOEe CPOIOCTBO kK IL-6
yeJIoBeKa U/UJIM YIYUINeHHYID 30PeKTMBHOCTL IIO CpaBHeHuo ¢ EBI-029
VI ero bparMeHTOM. B HEKOTOPEX BapuaHTax OCYIEeCTBJIeHUS,
AHTUTEJIO VI AHTUT eHCB SA3HB almi dparMeHT VMeeT [IOBHIIEHHOE
CpoICcTBO K IL-6 ueJloBeKa U/WIKM YJIYUNEHHYID 5S00eKTUBHOCTE IIO
CpaBHEHUD C aHTUTEJIOM NI AHTUT'€HCB A 3HB anliM bparMeHTOM,
comepxamyM CDR1 VH, coepxallyln [IOCJemoBaTeJIbHOCTL SEQ ID NO:4, c
CDR2 VH, comepXxauyio [IOCJIENOBATEJIEHOCTE SEQ ID NO: 5, "
HeoBsaz3aTesbHO, ¢ CDR3 VH, coIepxamell I[ocjemoBaTeJIbHOCTL SEQ ID
NO: 6. B HEKOTOPEIX BapMaHTax OCYIeCTRJIEHU S, AHTUTEJIO VI
AHTUTEHCBASHBALIMUMY QparMeHT MMeeT IIOBHIIEHHOEe CPOonCcTBO K IL-6
yeJjloBekKa U/MIMU YIIYUINEeHHYHD 2bOeKTMBHOCTL II0 CPABHEHUI0 C aHTUTEeJIOM
WV aHTUITEHCBA3HEBaKIMM (parMeHTOM, COoOepXallMM IIOCJIeNoBaTeJIbHOCTD
BapuabesbHOM o0O0JacTM TaXeJon Lenu, colepxamey SEQ ID NO:17 wuiau
COCTOAMEN M3 HeTro. B HEeKOTOPHX BapMaHTax OCYHmEeCTBJIEHUS, aHTUTEJIO
MM AHTUTEeHCBSI3HBALMUM (palMeHT MMeeT IIOBHIMeHHOe CPOIOCTBO K IL-6
yeJioBekKa M/UIM YIIYUIEHHYID 5b0OeKTUBHOCTEL II0 CPaBHEHUI C aHTUTeJIOM
WM aHTUITEHCBA3HBAKIKVM Qpal'MeHTOM, comepxamyM SEQ ID NO:24. B
HEKOTOPEIX BapMaHTax OCYyIeCTBJIEHNSA, AHTUTEJIO VI
AHTUTEeHCBSA3HBALMINUY (parlMeHT MMeeT IIOBHIIEeHHOEe CPOIOCTBO kK IL-6
yeJioBekKa M/UIM YIYUIEeHHYID 50OeKTUBHOCTE IO CPaBHEHUI C aHTUTEeJIOM
WMV aHTUIEHCBA3HEBAKIMM QparMeHTOM, COIOepXallMM IIOCJIENOBaTeJIbBHOCTD
TAXEeJION Lenu, comepxamyio SEQ ID NO:11 miam cocTodAmyil M3 Hee.

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHNSH, AHTUTEJIO VIV
AHTUT eHCB A 3LBalommi bparMeHT COOepXuT OOHY VI HECKOJIBKO
nocjyenoBaTenbHOoCTe EBI-030 mam EBI-031, kxak HOpuBeneHo B Tabauile
4. B HEKOTOPHIX BapMaHTax OCYIEeCTRBJIEHUSA, AHTUTEJIO VI
AHTUTEeHCBA3HBALINUY (parlMeHT COIEePXUT OIOMH WM HEeCKOJLKO ITOMEeHOB
ERI-030 mmm EBI-031, Kkak mnoka3aHo Ha Our.l5 (Hanpumep, OIMH WM
HeCKOJIbKO @»moMeHOB 3 FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4, CHI,
mapHUpa, CH2 m CH3 mnocjedoBaTeJIbHOCTM TaXeJoM Lenu u/muiam  FRI1,
CDR1, FR2, CDR2, FR3, CDR3, FR4 m CK mnocjemoBaTeJIbHOCTM JIeT'KOoM

uenm) . B HeKOTOPEX BapMmMaHTaxXx OoOCymeCTRBJIEHNA, AHTHUTEeJIO MJIn



AHTUT €HCB S 3hIB alommni @parmeHT COOmepxmMT TAXeJIYIn Lellb M JIeTKYK Lellb.

B HeKOTOPEHIX

CBS3AaHHE OOHOM MJIM HeCKOJIbKUMU HMCVHB@MHHHMM CBA3AMI.

BapMMaHTaxXx

OoCymeCTRBJIECHNA,

TAXeJIaAd

n JieT'KaAd

el

B HeKOTOPEHIX

BapMaHTax OCyMeCTBJIEHUSA, aHTUTEJIO W AHTUTEHCB A 3HB AU
bparmeHT npencrTaBjsgeT coBom Fab. B HEeKOTOPHIX BapMaHTax
OCylleCTBJIEHNU S, aHTUTEJIO R)IZS AHTUTEeHCB A 3HB AU bparMeHT
nopencrapjsgeT cobo¥ scFv. B HeKOTOPHX BapMaHTax OCyleCTBJIeHUd,

AHTUTEJIO WMJIM AaHTUIEeHCBASHBaALMMM O(parMeHT IIpelcTaBJsgeT cobon Fab,

Fab',
B

AHTUT eHCB S 3HB alommn @parmeHT

F(ab') 2,

HeKOTOPRIX

BapMMaHTax

mmMeeT

scFv mnm pparMeHT FV.

OoOCyumeCTBJIEHUA,

ITIOBHINEHHOE

CpPOOCTBO

AHTMTEeJIO

K

MJin

IL-6

yeJIoOBeKa M/MHM YIIYUIIEHHYIO 9®®6KTMBHOCTB 10 CPaBHEeHMIK C aHTUTeJIOM

VJIMM aHTUI'€eHCBASEBAIVM @paPMeHTOM,

COOTBETCTBYRINX

nocjiefoBaTeJIbHOCTEN

BKJIIOUAEMOM B KauecTBe CCHUJIKM BO BCEeM CBOeM IIOJIHOTe.

BapMrmaHTax

bparMeHT

OCymeCTBJIEHNA,

IIOBHIIEHHOE

aHTuTeJla,

CPOICTBO

rnocJiefoBaTeJIbHOCTEN

EBI-029

OIIMCAaHHOTO B

aHTUTEeJIO

12NNz

K

IL-6

comepxamrM OIOHY WMIJIM HeCKOJIBKO

Znnzi

W02014/074905,

JeJioBeKa

YIIYUIIeHHYID 30OeKTMBHOCTE 10 CPaBHEHMIO C TOoLUMIM3yMadoM.

Tabauiia 4:
030 m EBI-031

UToTOBHM 0030p MHocjemoBaTeJibHOCTel EBI-029,

B HeKOTOPHX
AHTUT'€HCB A 3HB almyU

n/

EBI-

OnmcaHue

SEQ ID
NO:

[IocnenoBaTeJIBHOCTD

CTb aa

(I1gG2)

[locrsiegoBaTeJIBHO

HC EBI-029

SEQ ID
NO:11

QVOLVOSGAE
PGQOGLEWMGY
MELSSLRSED
SSASTKGPSV
VSWNSGALTS
QTYTCNVDHK
VFLEPPKPKD
DGVEVHNAKT
KCKVSNKGLP
KNQVSLTCLV
SDGSFFLYSK
SLSLSPGK

VKKPGSSVKV
ITPGSGTINY
TAVYYCARSR
FPLAPCSRST
GVHTFPAVLQ
PSNTKVDKTV
TLMISRTPEV
KPREEQFNST
APTEKTISKT
KGFYPSDIAV
LTVDKSRWQQ

SCKASGYALS
AQKFQGRVTI
WDPLYYYALE

NYLIEWVRQA
TADESTSTAY
YWGQGTTVTV

SESTAALGCL
SSGLYSLSSV
ERKCCVECPP
TCVVVDVSHE
FRVVSVLTVV
KGOQPREPQVY
EWESNGQPEN
GNVFEFSCSVMH

VKDYFPEPVT
VIVPSSNEGT
CPAPPVAGPS
DPEVQENWYV
HODWLNGKEY
TLPPSREEMT
NYKTTPPMLD
EALHNHYTOQK




HC EBI-029 SEQ ID QOVQLVQSGAE VKKPGSSVKV SCKASGYALS NYLIEWVRQA
H311A NO:10 PGOGLEWMGV ITPGSGTINY AQKFQGRVTI TADESTSTAY
MELSSLRSED TAVYYCARSR WDPLYYYATE YWGQGTTVTV
SSASTKGPSV FPLAPCSRST SESTAALGCL VKDYFPEPVT
VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VIVPSSNFEGT
QTYTCNVDHK PSNTKVDKTV ERKCCVECPP CPAPPVAGPS
VFLFPPKPKD TLMISRTPEV TCVVVDVSHE DPEVQFNWYV
DGVEVHNAKT KPREEQFNST FRVVSVLTVV AQDWLNGKEY
KCKVSNKGLP APIEKTISKT KGQPREPQVY TLPPSREEMT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPMLD
SDGSFFLYSK LTVDKSRWQQ GNVESCSVMH EALHNHYTQK
SLSLSPGK
IlocnenoraTeJbHO |SEQ ID DIVMTQSPDS LAVSLGERAT INCRASESVD NYGIPFMNWY
CThb aa NO:12 QOKPGQPPKL LIYAASNRGS GVPDRFSGSG SGTDFTLTIS
EBI-029 LC SLOAEDVAVY YCQQOSEEVPL TFGQGTKLEI KRTVAAPSVE
IFPPSDEQLK SGTASVVCLL NNFYPREAKV QWKVDNALQS
GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV
THQGLSSPVT KSFNRGEC
IllocnenoraTesbHO |SEQ ID QVQOLVQSGAE VKKPGSSVKV SCKASGYALS NYLIEWVRQA
CTh aa NO:24 PGOQGLEWMGV ITPGSGTINY AQKFQGRVTI TADESTSTAY
Fab HC EBI-029 MELSSLRSED TAVYYCARSR WDPLYYYALE YWGQGTTVTV
(IgGl) SSASTKGPSV FPLAPSSKST SGGTAALGCL VKDYFPEPVT
VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VIVPSSSLGT
QTYICNVNHK PSNTKVDKKV EPKSCDKTHT
[locaemoBaTeJbHO |SEQ ID QVQLVQSGAEVKKPGSSVKVSCKASGYALSNYLIE
cTb aa NO:17 WVRQAPGQGLEWMGVITPGSGTINYAQKFQGRVTIT
VH EBI-029 ADESTSTAYMELSSLRSEDTAVYYCARSRWDPLYYYALEY
WGQGTTVTVSS
[locnemoBaTeJsbHO |SEQ ID DIVMTQSPDSLAVSLGERATINCRASESVDNYGIPFMNWYQQ
cTb aa NO:18 KPGQPPKLLIYAASNRGSGVPDRFSGSGSGTDFTLTISSLQAE
VL EBI-029 DVAVYYCQQSEEVPLTFGQGTKLEIKRTV
CDR1 HC EBI - SEQ ID GYALSNYLIE
029 NO: 4
CDR2 HC EBI-029 |SEQ ID VITPGSGTIN
NO:5
CDR3 HC EBI-029 |SEQ ID SRWDPLYYYALEY
NO:6
CDR1 LC EBI-029 |SEQ ID RASESVDNYGIPFMN
NO:7
CDR2 LC EBI-029 |SEQ ID AASNRGS
NO:8
CDR3 LC EBI-029 |SEQ ID QOQOSEEVPLT
NO:9
IlocnenmoraTeJbHO |SEQ ID OVQLVQSGAE VKKPGSSVKV SCKASGYVLP NYLIEWVRQA
CTh aa NO:41 PGOGLEWMGVTTPGGGTINY AQKFQGRVTI TADESTSTAY
HC EBI-030 MELSSLRSED TAVYYCARSRWDPLYYYALE YWGQGTTVTV
(IgG2) SSASTKGPSV FPLAPCSRST SESTAALGCL VKDYFPEPVT
VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VIVPSSNFEGT
QTYTCNVDHK PSNTKVDKTV ERKCCVECPP CPAPPVAGPS
VFLFPPKPKD TLMISRTPEV TCVVVDVSHE DPEVQFNWYV
DGVEVHNAKT KPREEQFNST FRVVSVLTVV HQDWLNGKEY
KCKVSNKGLP APIEKTISKT KGQPREPQVY TLPPSREEMT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPMLD
SDGSFFLYSK LTVDKSRWQQ GNVESCSVMH EALHNHYTQK
SLSLSPGK
IlocnemoraTeJbHO |SEQ ID DIVMTQSPDS LAVSLGERAT INCRASESVD NYGIPFMNWY
CTh aa NO:42 QOQOKPGQPPKL LIYAASNRGS GVPDRFSGSG SGTDFTLTIS
LC EBI-030 SLOQAEDVAVY YCQQOSEEVPLTEFGQGTKLEI KRTVAAPSVE
IFPPSDEQLK SGTASVVCLL NNFYPREAKV QWKVDNALQS
GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV

THOGLSSPVT

KSFNRGEC




IlocnemoraTeJbHO |SEQ ID OVQOLVQSGAE VKKPGSSVKV SCKASGYVLP NYLIEWVRQA
CThb aa NO:39 PGOGLEWMGVTTPGGGTINY AQKFQGRVTI TADESTSTAY
Fab HC EBI-030 MELSSLRSED TAVYYCARSR WDPLYYYALE YWGQGTTVTV
(IgGl) SSASTKGPSV FPLAPSSKST SGGTAALGCL VKDYFPEPVT
VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VIVPSSSLGT
QTYICNVNHK PSNTKVDKKV EPKSCDKTHT
IlocnenoraTeJibHO |SEQ ID OVOLVQSGAEVKKPGSSVKVSCKASGYVLPNYLIEWVRQAPGQGLEWM
CTh aa NO:54 GVTTPGGGTINYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYC
Fab HC EBI-030 ARSRWDPLYYYALEYWGQGTTVTVSSASTKGPSVFPLAPCSRSTSEST
(IgG2) AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVT
VPSSNEGTQTYTCNVDHKPSNTKVDKTVERK
IlocnenoraTeJbHO |SEQ ID QVQLVQSGAE VKKPGSSVKV SCKASGYVLP NYLIEWVRQA
CTbhb aa NO:37 PGOQGLEWMGV TTPGGGTINY AQKFQGRVTI TADESTSTAY
VH EBI-030 MELSSLRSED TAVYYCARSR WDPLYYYALE YWGQGTTVTV SS
IlocnenoraTesbHO |SEQ ID DIVMTQSPDSLAVSLGERATINCRASESVDNYGIPFMNWYQQKPGQPP
CTh aa NO:38 KLLIY
VL EBI-030 AASNRGSGVPDRESGSGSGTDFTLTISSLOAEDVAVYYCQOSEEVPLT
FG
QGTKLEIKRTV
EBI-030 CDR1 HC |SEQ ID GYVLPNYLIE
NO:31
EBI-030 CDR2 HC [SEQ ID VITPGGGTIN
NO: 32
CDR3 HC EBRI- SEQ ID SRWDPLYYYALEY
030- NO:33
CDR1 LC EBRI-030 [SEQ ID RASESVDNYGIPFEFMN
NO: 34
CDR2 LC EBI-030 [SEQ ID AASNRGS
NO: 35
EBI-030 CDR3 LC [SEQ ID QQSEEVPLT
NO: 36
IlocnenmoraTeJgbHO |SEQ ID OVQLVQSGAE VKKPGSSVKV SCKASGYVLP NYLIEWVRQA
CTh aa NO:47 PGOGLEWMGV TTPGGGTINY AQKFQGRVTI TADESTSTAY
HC IgG2 I-031 MELSSLRSED TAVYYCARSR WDPLYYYATE YWGQGTTVTV
SSASTKGPSV FPLAPCSRST SESTAALGCL VKDYFPEPVT
VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VIVPSSNFEGT
QTYTCNVDHK PSNTKVDKTV ERKCCVECPP CPAPPVAGPS
VFLFPPKPKD TLMISRTPEV TCVVVDVSHE DPEVQFNWYV
DGVEVHNAKT KPREEQFNST FRVVSVLTVV AQDWLNGKEY
KCKVSNKGLP APIEKTISKT KGQPREPQVY TLPPSREEMT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPMLD
SDGSFFLYSK LTVDKSRWQQ GNVESCSVMH EALHNHYTQK
SLSLSPGK
IlocnemoraTeJbHO |SEQ ID OVOLVQSGAEVKKPGSSVKVSCKASGYVLPNYLIEWVRQAPGQGLEWM
CTh aa NO:52 GVTTPGGGTINYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYC
VH-VL scFv ARSRWDPLYYYALEYWGQGTTVTVSSGGGGSGGGGSGGGGSDIVMTQS
PDSLAVSLGERATINCRASESVDNYGIPFMNWYQQKPGQPPKLLIYAA
SNRGSGVPDRFSGSGSGTDFTLTISSLOAEDVAVYYCQOSEEVPLTFEFG
QOGTKLEIKRTV
IlocnemoraTeJbHO |SEQ ID DIVMTQSPDSLAVSLGERATINCRASESVDNYGIPFMNWYQQKPGQPP
CThb aa NO:53 KLLIYAASNRGSGVPDRFSGSGSGTDFTLTISSLOAEDVAVYYCQQOSE

VL-VH scFv

EVPLTFGQGTKLEIKRTVGGGGSGGGGSGGGGSQVOLVOSGAEVKKPG
SSVKVSCKASGYVLPNYLTEWVROAPGQGLEWMGVTTPGGGTINYAQK
FOGRVTITADESTSTAYMELSSLRSEDTAVYYCARSRWDPLYYYALEY
WGOQGTTVTVSS

LC=jyerkasa

aa=aMMHOKMCJIOTa ,

nellb,

VH=BapuabeJibHaAa

Na=HYyKJIEMHOBaA KMCJIOTa, HC=msaxeJjsiasg Lelb;

oBJacThb TSKeJION 1erm;

V3i=BapuabesbHasa 00OJaCTh JIeTKOW Lenu
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[IOBHIIEHHOE CPOOCTBO W/MIM YJIYUNeHHYD 30)eKTUBHOCTL MOXET
OLIEHMBATBLCH C MCIOJbE30BaHMEM CIIOCODOB, OIMCAHHEIX B HaACTOAIMEM
OOKYMEeHTe, M/MUIM CHOCOOOB M3BECTHHX B IaHHOM oB6JacTH.

B HeKOTOpPHX BapMaHTax OCYIMEeCTBJIEHMHI, CPOICTBO OILIEHMBAeTCHd C
MCIIOJIE30BaHMeM IIOBEPXHOCTHOT'O ILJIa3MOHHOT'O pesoHaHca (SPR).

B HeKOTOpHX BapMaHTax OCYIeCTBJIEHMS, CPOICTBO I[IOBHIIAETCH,
no MeHbmen mepe, B 1,5, 1,06, 1,7, 1,8. 1,9, 2, 3 win 4 paz3a.

B HeKOTOpHX BapMaHTax OCYIeCTBJIeHUS 5QOeKTUBHOCTEL YJIydlleHa.
B HEKOTOPEHX BapMaHTax OCYIeCTBJIEHUS, 20OEKTMBHOCTE YJIYUIIEHA,
Kak IIoKa3aHo MnoHmwkeHreM I1C50 m/mim noHmwxenmemM IC90. B HEeKOTOPHX
BapmMaHTax ocymecTBJIeHMsa, IC50 noHmwkaeTcs, IO MeHbIeyw Mepe, B 5,
10, 20, 30, 40 nmmm 50 pa3. B HeKOTOPHX BapMaHTax OCYyIleCTBJIEHUSI,
IC50 moHmxaeTCs, IIO MeHblIel Mepe, IOpuMepHOo B 50 paz. B HEKOTOPHX
BapmaHTax ocymecTrBJeHusa, I1C90 mnoHmxkaeTcsd, IO MeHbmeM Mepe, B 10,
20, 30, 40, 50, 60, 70, 80, 90, 100, 200, 300, 400 wmmm 500 pas.
B HeKOTOPHX BapMaHTax ocymecTBJeHMs, IC90 moHmxaeTcsd, IO MeHbIeu
Mepe, HOpuMepHOo B 100 pas.

B HEKOTOPHIX BapraHTax OCYymeCTBJIEHUS, 20beKTUMBHOCTD
OLIeHMBaeTCHd, Halpumep, C IIOMOIILID aHajJiM3a C MCcIoJib30oBaHuMeM HEK-
RBlue™ wmnm aHamuza nposubepanmm T1165.

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHUSA, AHTUTEJIO VI
AHTUTEeHCBSA3HBALINUY (palMeHT MHTUOUPpYeT Iepelady CUTHaJIoB Luc—-IL-
6, HaopuMmep, Kkak OlLIeHMBaeTCHd Ha OCHOBe 3HaueHusa I1IC50 wmim IC9O0,
TIOJIYUEHHOTO C TIOMOINE 0 aHaJn3a C wucnoJsib3oBaHmeM HEK-Blue™,
ONIMCaHHOTO B HaACTOAMeM IOKYMeHTe, HalpMMep, C MCIOoJb30BaHueM 20
nM ceoGomHOoTOo IL-6.

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHNSH, AHTUTEJIO VIV
AHTUTEeHCBA3HBamUY dparMeHT wuMeeT I1IC50 Menbme uem 47 1M u/wiam
IC90 wmeHpme uyeMm 4350 mM. B HeKOTOpPHX BapMaHTax OCyIleCTBJIEHUS,
IC50 wmenbme ueMm 47 1M, Hanpumep, MeHbme uem 40, 30, 20, 10, b5,
4, 3, 2 mmm 1 nM. B HeKOTOPHX BapMaHTax ocymecTBJeHMsa, 1C90
MeHbme dyeMm 4350 nM, HanpmuMmep, MeHbme uyem 4000, 2000, 1000, 100,
50, 40, 30, 20, 15, 10 miom 5 1©nM. B HeKOTOPHX BapuaHTax
ocymecTBJIeHrsa, I1CH0 u/mmam IC90 mojgydainTcd, KaK OlleHMBaeTCS IIPpU

aHaJiMzse ¢ ucrnoJbs3oBaHveM HEK-Blue™ ¢ 20 mM IL-6.
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B HEeKOTOPEIX BapuaHTax OCyWeCTBJIEHU, AHTUTEJIO NI
AHTUTEeHCBA3HBaMUY dparMeHT OJokupyeT cBobomHmM IL-6 c ©BoJee
Jgydmed »0OeKTMBHOCTBI I[IO0 CPaBHEHMI C ToUuMIM3yMadoM, HallpuUMep,
Kak OlleHMBaeTCad Ha OCHOBe 3HadeHuM I1CH0, MDOJYyUYEHHEIX C IIOMOIEBIO
aHaiu3a C wucnojgbzoBanmeM HEK-Blue™ ¢ 20 mM IL-6. B HEKOTOPHX
BapuaHTax OCyIWleCTBJIEHULI, AHTUTEJIO VI AHTUT E€HCB A 3HBallUi
dparMeHT wMHIUOMpyeT I1L-6 c osbdexTHMBHOCTEI B 900 pas OoJee
Jydliel, IO CpaBHEHMI C TouuaMsyMadboM. B HeKOTOPHX BapMaHTax
OCyWeCTBJIEHULI, AHTUTEJIO W AHTUT E€HCB A 3HB AU bparmeHT
nopencraBjfgeT cobor EBI-031 mamM ero aHTUIEeHCBA3HBaKIUM OpaTMeHT.
B HEKOTOPEIX BapuaHTax OCYyIWleCTBJIEHU, AHTUTEJIO NI
AHTUTEeHCBSA3HBaKIUM  dparMeHT uMeeT IC50 MeHbme uyeM 15 1M,
HanpuMep, IC50, paBHoe 14,2 nM, npu uMHTUOMpoBaHUM IL-6.

B HEKOTOPEIX BapMaHTax OCYyIIeCTBJIEHUH, AHTUTEJIO NI
AHTUTEHCBABHBALINM dparMeHT OJIOKMPYET Iepeldady CUTHAaJIOB TpaHC—
IL-6, HallpuMep, Kak OlLleHMBaeTCHAa c IIOMOIIBIO aHausa C
ucroJyib3oBaumeM HEK-Blue™, OIIMCAHHOTO B HacCTodlleM IOOKYMeHTe,
HapuMep, C 200 oM TUIIEP IL-o0. B HEKOTOPEHIX BapMaHTax
OCyWeCTBJIEHUS, AHTUTEJIO NI AHTUT €HCB A3HBalmmi bparmMeHT
MHIUOMpPpYeT Iepelady CUIHaJIOB C IIOoMombl Iurnep IL-6. B HEKOTOPHX
BapMaHTax OCyWeCTBJIEHUS, aHTUTEJIO VI AHTUT EHCB A3HBalmmi
dparMeHT MHIMOMPYeT Iepenady CUI'HaAJIOB C IIOMOoWbK Twulep I1L-6 cC
BoJjlee Jyumel SPPeKTUMBHOCTLIO, yeM TOUMJIM3YMab, HallpuMep, C
30PEeKTUMBHOCTEBIO B 900 pas BoJiee JIydien 1o CpaBHEHMD C
TOUMIIN3YMaOOM. B HeKOTOPHX BapMaHTax OCYWeCTBJIEHUS, aHTUTEeJIO WU
AHTUTEeHCBABHBAKIMM  QparMeHT UMHTUOMPYeT Iepenady CUTHaJIOB C
nomomeio Tunep IL-6 ¢ ICLH0 wMeHbmed, uYeM 1 MKM. B HeKOTOPHX
BapmuaHTax OCylWeCTBJIEHUS, aHTUTEJIO VI AHTUTEHCB A3HBakmUi
dparMeHT MHIMOMPYeT Ilepenady CUI'HaAJIOB C IIOMOWEBK TIwuilep 1L-6 cC
IC50 wmenbmel, dYeM 1 HM. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS,
AHTUTEJIO WJIM aHTUTEeHCBSA3HBAKIMM QparMeHT MHTUOMPYeT Iepenady
CUTHAJIOB C Iomombl Turnep I1IL-6 ¢ ICLH0 wmenbmen, dYem 100 1M wmim
MeHbme¥, uyem 50 nM, Hanpumep, < IC50 npumepHo 14-15 mM. B
HEKOTOPEIX BapuaHTax OCyWeCTBJIEHU, AHTUTEJIO VI
AHTUTEHCBA3HBAKIMMA QpaTlMeHT IpelcTaBjigeT codor EBI-031 wnam ero

AHTUT eHCB S 3hB almmni @parmeHT .
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B HEKOTOPHX BapMaHTax OCymeCTRBJIEHNS, AHTUTEJIO VI
AHTUTEeHCBA3HBAMIMY (parMeHT MHITUOUpYyeT Iepelady CUTHaJIoB Luc-IL-
6 U lepelady CUIHaJIOB TpaHCc-I1L-6.

B HEKOTOPHIX BapMaHTax OoCymeCTRBJIEHN, AHTUTEJIO VI
AHTUTEeHCBA3HBALMNUY (parMeHT 4ABJIeTCS 200eKTUMBHHM IIpU OJIOKMPOBKE
lepemaur CcHUTHaJioB 1L-6 B TIJla’y B TeueHMe, IIO MeHbmeM Mepe, 1
Mecdlla, 2 MecHdleB, 3 MecHdleB, 4 wMecsaueB, 5 wMecsdgueB MIM 6
MecHleB, HalpuMep, [I0CJie BBEIOEHMS B CTEeKJIOBUIHOE  TeJIo. B
HEKOTOPHIX BapMaHTax OCyIMEeCTRBJIEHNHA, AHTUTEJIO VI
AHTUTEeHCBA3HBAMIMY (parMeHT OJOKMpyeT Ha 95% nepemauy CHUT'HAJIOB
IL-6 B TJla3y B TeueHMe, IIO MeHbIIeM Mepe, 1 Mecsdla, 2 MecsleB, 3
Mecdauer, 4 MecHdlueB, 5 MecHdleB WIM 6 MecHdlleB, HalpuMep, I[IocJe
BBeIeHUsd B CTEeKJIOBUIHOE TeJlo. B HEKOTOPHIX BapMaHTax
OCYIIeCTBJIEHNUH, aHTUTEJIO NI AHTUT €HCB I3LIB Ao bparMeHT
BiokupyeT Ha 95% nepemauy curHajiop IL-6 B TIJlaszy B TeudeHUe
npuMepHo 150 nHeml.

B OPYTOM  acIleKTe B HacToAmeM  OOKYMEHTe npenjlaraeTcsd
BHIOEJIEHHOE AaHTUTEJIO WM AaHTUIeHCBSI3LHBalMUM (parMeHT, COoIepXalui
IocJIeIOBATEJILHOCTEL BapmabeJibHOM 006JacTu TsSXKeJION Lelu, KoTopas
ABJIseTCd, IIO MeHbleW MmMepe, Ha 90, 91, 92, 93, 94, 95, 96, 97, 98
WJIIN 99% MIOEeHTUYHOM SEQ ID NO:37, roe yKazaHHasa
[IoCJIeIOBATEJIbHOCTL  TSXEJIOM lLelM COIEePXUT OIOHY WMJIM HEeCKOJBLKO
(ranpumep, 1, 2, 3 wmwiu 4) aMMHOKMCIIOT, BHOpaHHEX u3 V28, P30,
T51 m G55 (HyMepallMd aMMHOKMCIIOT OCYmECTBJISETCA B COOTBETCTBUU C
SEQ ID NO:41).

B @OpyroM aclekTe, B HaCTOAmMeM OOKYMeHTe IpelJjalaeTcd
BHOEJIEHHOE AaHTUTEeJIO WIM aHTUIeHCBSA3LHBalMUM (parMeHT, CoIdepXalui
IocjlefoBaTeJIbHOCTL, KoTopasd 4BJdeTcs, I[IO0 MeHbme Mepe, Ha 90,
91, 92, 93, 94, 95, 96, 97, 98 mm 99% wumeHTHMuHOM SEQ ID NO:39,
IIe YyKas3aHHad I[IOCJeIOBaTeJIbHOCTE COIEPXUT OIOHY WJIM HECKOJBKO
(ranpuMep, 1, 2, 3 win 4) aMMHOKMUCIIOT, BHOpaHHEX u3 V28, P30,
T51 m G55 (HyMepallMd aMMHOKMUCIIOT OCYMECTBJISETCAS B COOTBETCTBUU C
SEQ ID NO:41).

B npyrom acrekrTe, B HaCTOAmMeM OOKYMEeHTe TIpelJjalaeTcd
BHIOEJIEHHOEe AaHTUTEeJIO WIM aHTUIeHCBSA3HBalMUi (parMeHT, CoIdepXalui

IOCJIeIOBATEJIEHOCTE, KOTOpas SMBJIAeTCsd, IIO0 MeHbmel Mepe, Ha 90,
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91, 92, 93, 94, 95, 96, 97, 98 mium 99% umeHTHMuHOM SEQ ID NO:54,
Toe YyKas3aHHad I[IOCJeIOBaTeJIbHOCTE COIEePXUT OIOHY WJIM HECKOJBKO
(HanpuMmep, 1, 2, 3 win 4) aMMHOKMCIIOT, BHOpaHHEX u3 V28, P30,
T51 m G55 (HyMepallMd aMUMHOKMUCIIOT OCYIMECTBJISETCHS B COOTBETCTBUU C
SEQ ID NO:41).

B HacTOAIEM OOKYMEHTE TaKxe npenjlaraeTcsd BHIIIEJIEHHOE
AHTUTEJIO VI AHTHUT eHCB S 3HB allm bparMeHT, comepxamui
IOCJIeIOBaATEJIbHOCTE TAXEeJIOM I1lenu, KoTopasd [ABJSeTCcHd, IO MeHbIen
mMepe, Ha 90, 91, 92, 93, 94, 95, 96, 97, 98 wmmm 99% HUIeHTUUHOM
SEQ ID NO:41, I'oe YykKa3aHHad II0CJIeIoBaTeJILHOCTL TSXeJIOM Llelur
COOEepPXUT OOHY WJIM HECKOJIBKO (HanpuMep, 1, 2, 3 wau 4)
aMMHOKMCJIOT, BHIOpaHHEX M3 V28, P30, T51 wm G55 (HyMepaums
AMMHOKMCJIOT OCYIeCTBJISeTCS B cooTBeTCTBMM Cc SEQ ID NO:41).

B HEKOTOPEIX BapraHTax OCYIeCTBJIEHNS, AHTUTEJIO VI
AHTUTEHCBASHBAIMUMY QparMeHT MMelT IIOBHIIEHHOEe CPOONCTBO K IL-6
UeJioBeKa 10 CPaBHEHMIO C KOHTPOJIBHEM aHTUTEJIOM, HalpuMep, II0
cpaBHeHu ¢ EBI-029 wmim ero oparMeHTOM. B HeKOTOPHX BapuaHTax
OCYMEeCTRBJIEHMUI, AaHTUTEJIO WM aHTUTEeHCBASHBaIUM (parMeHT MMeeT
I[IOBEIIEHHOE CPOICTBO K IL-6 uUeJloBeKa 10 CPAaBHEHMI C aHTUTEJIOM WM
AHTUTEeHCBA3HBAKIMM (paTlMeHTOM, KOTOPEIM B OCTaJIbHOM ABJISeTCSA
MOEHTUYHEM, 3a MCKJIKOUeHMEeM TOI'O, UYTO OH He COIepPXUT YyKas3aHHBEX
OOHOM WMJIM HECKOJIbKO aMMHOKMCIIOT, BHOpaHHHX u3 V28, P30, T51, wu
G55, a BMecTO BTOIO, COOEPXMT OIHY WMJIM HEeCKOJBKO (HaopuMmep, 1,
2, 3 miuum 4) aMMHOKMCJIOT, BHOpaHHHX U3 A28, S30, I51 m S55. B
HEKOTOPEIX BapMaHTax OCYIeCTBJIEHUS, CPpOOCTBO IIOBHIMAeTCH, 1o
MeHbme¥ wmepe, B 1,5, 1,0, 1,7, 1,8, 1,9, 2, 3 wmm 4 pasa. B
HEKOTOPHIX BapMaHTax OCYmMEeCTBJIEHUH, CPOIOCTBO OlLlIEeHMBAETCH c
MCIIOJIE30BaHMEM IIOBEPXHOCTHOT'O ILJIa3MOHHOT'O pes3soHaHca (SPR).

B HEKOTOPHIX BapMaHTax OCYIEeCTRBJIEHNSA, AHTUTEJIO VI
AHTUTEeHCBA3HBALINMY (parMeHT uMeeT VJIYUIeHHYID 20OeKTMBHOCTL IIO
CpaBHEHMK C KOHTPOJILHBEIM aHTUTEJIOM, HallpuUMep, IO CpaBHeHM®©O C EBI-
029 wmim ero @QparMEHTOM. B HEeKOTOPHX BapMaHTaxX OCYMeCTBJIEHUS,
AHTUTEJIO VIV AHTUT eHCB A 3HBami bparMeHT VMeeT YIIYUIeHHYO
50PeKTMBHOCTE IO CPAaBHEHMIK C AaHTUTEJIOM WMJIM AaHTUI'EHCB SA3EBAaKIMM
bparMeHTOM, KOTOPHM B OCTaJIbHOM ABJIAETCSA MOEeHTWUYHEIM, 3a

VMCKJIKUEeHMEM TOT'O, dTo OH He COIOEPXNUT YKa3aHHEX onmHOM MJIn
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HECKOJIBKMX aMMHOKMCJIOT, BEOpaHHEIX w#3 V28, P30, T51 wm Gb5, a
BMECTO 3TOT'O, COINEPXMT OINHY WJIM HECKOJBKO (Hampumep, 1, 2, 3 WK
4) aMMHOKMCIIOT, BHEHOpaHHEX M3 A28, S30, I51 m Sb5.

B HEKOTOPHIX BapMaHTax OCYIEeCTRBJIEHN S, 20PEeKTMBHOCTD
yIIydlleHa, KakK IIoKasaHo yMeHbmeHreM 1C50 m/minm yMeHbmeHneM 1C90.
B HEeKOTOPEHX BapMaHTax OCYIEeCTBJIEHUS, IC50 yMeHBmIAETCH, 1o
MeHbImeM w™Mepe, B 5, 10, 20, 30, 40 wmmm 50 paszs. B HEeKOTOPHX
BapMaHTax ocymecTBJieHusas, IC50 yMmeHbmaeTcs, IIO MeHBIEW Mepe,
npuMepHo B 50 pas. B HeKOTOPHX BapMaHTax ocyllecTBJeHUda, I1C90
yMeHbIlaeTCcsa, IO MeHbmen mepe, B 10, 20, 30, 40, 50, 60, 70, 80,
g0, 100, 200, 300, 400 wmmm 500 pazs. B HEeKOTOPHX BapMaHTax
ocymecTBJIeHUsa, IC90 yMeHbmaeTCHd, I[IO MeHBIIEM Mepe, OpuMepHo B 100
pas.

B HEKOTOPEHIX BapraHTax OCYIeCTRJIEHU S, 50beKTMBHOCTD
OLleHMBaeTCda C IIOMOILBI aHajM3a C MCIOJIbE30BaHMEM HEK-Blue™ wman
aHamza npoJmubepauum T1165.

B HEKOTOPEIX BapraHTax OCYIeCTBJIEHU I, AHTUTEJIO VI
AHTUTEeHCBS3HBamUi GparMeHT wuMeeT IC50 Menbme uem 47 1M u/wiam
IC90 wmeHpme uyeM 4350 nM. B HEKOTOPHX BapMaHTax OCYIMEeCTBJIEHUS,
IC50 wmenbme ueMm 47 1M, Hanpumep, MeHpme uem 40, 30, 20, 10, 5,
4, 3, 2 mmm 1 1nM. B HeKOTOPHX BapMaHTax ocymecTBJeHMs, I1C90
MeHbme uyeMm 4350 1M, HanopmuMmep, MeHbme uyem 4000, 2000, 1000, 100,
50, 40, 30, 20, 15, 10 miom 5 1©nM. B HeKOTOPHX BapuaHTax
oCylleCcTBJIEHUHA, IC50 wm/mam  IC90 olleHMBaeTcd TIIPpM  aHajluse C
ucnosib3opaurem HEK-Blue™ ¢ 20 mM IL-6.

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHNSHA, AHTUTEJIO VIV
AHTUTEeHCBA3HBALMNUY (parMeHT comepxuT V28, P30, Tbhl u GbLH5, wm
AHTUTEJIO WM aHTUITEeHCBAS3HBAMNKM O(parMeHT IIOKalHBBaeT YJIYUIeHHOe
CPOICTBO kK I1L-6 4uejloBeka MU/MIM YIYyUIlleHHYID 50QeKTUBHOCTDL 1o
CPpaBHEHMIO C aHTUTEeJIOM WJIM aHTUTEeHCBA3HBAaMMUM (parMeHTOM, KOTOPHM
B OCTaJIbHOM HBJISEeTCHS WMIEHTUUYHHM, 3a MWCKJIKOUYeHMeM TOTI'O, UYTO OH
comepxuT A28, S30, Ib51 m SbHbh.

B HEKOTOPHIX BapraHTax OCYIEeCTBJIEHNSH, AHTUTEJIO VI
AHTUTEeHCBA3HBALMNUY (parMeHT, OIMCaHHOe B HacCTodAmeM OOKyMeHTe,

OOTIOJIHUTEJILHO COONEepXUT BapuabeslbHyn o060JacTb JIeTKOM lLelu WIn ee
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AHTUTEeHCBA3HBalMUY QparMeHT, comepxamwmuyt CDR1 VL, CDR2 VL, u CDR3
VL.

B HeKOTOPHIX BapMaHTax OCYIeCTBJIeHHUAd, CDR1 VL COOEpPXUT
[IOCJIeDOBATEJIbHOCTE SEQ ID NO: 34, CDR2 VL COOEPXUT
[IOCJIeDOBATEJIbHOCTE SEQ ID NO:35 u CDR3 VL COOEPXUT
nocjiegoraTeJibHOCTE SEQ ID NO:36.

B HEKOTOPHIX BapMaHTax OCYIeCTRBJIEHU S, AHTUTEJIO VI
AHTUT eHCB A3HB almmi bparMeHT IOOIIOJIHUTEJIBHO COIEPXUT
IOCJIeIOBATEJIbHOCTE BapuabesibHOM oOJlacTuM JIeTKOM 1Lenu, KoTopasd
aBJsgeTCcd, IO MeHbmew Mepe, Ha 90, 91, 92, 93, 94, 95, 96, 97, 98
i 99% mpmenTuuHoM SEQ ID NO:38.

B HEKOTOPEHIX BapMaHTax OCYIeCTRBJIEHU S, AHTUTEJIO VI
AHTUT €HCB SI3LB almmi bparMeHT IOOIIOJIHUTEJIBLHO COOEPXUT
IOCJIeNOBATEJBLHOCTE BapuabesbHOM o00JlacTM JIeTKOM lenr, KoTopas
comepxuT SEQ ID NO:38 wmiam koTopasa oTjmuuaeTcda oT SEQ ID NO:38 He
BoJjiee ueM Ha 5, 4, 3, 2 mwim 1 aMMHOKMCIIOTY.

B HEKOTOPEIX BapraHTax OCYIeCTBJIEHU I, AHTUTEJIO VI
AHTUT €HCB S 3LB A bparMeHT OOIOJIHUTEJILHO COOEPXUT
IocJyleIoOBaATEJILHOCTL BapuabeslbHOM o006JlacTM JIeTKOW LelM, ComepXallyi
SEQ ID NO: 38. B HEKOTOPHX BapMaHTax OCYyIeCTBJIEHUS,
IocJyIeIoBaTEJIbHOCTL BapuadeJIbHOM o00JlacTu JIeTKOM LelM COCTOUT U3
SEQ ID NO:38.

B HEKOTOPHIX BapMaHTax OCYyIEeCTBJIEHU S, AHTUTEJIO VIV
AHTUT eHCB S 3LB aommi bparMeHT OOTMOJIHUTEJIBHO COOEepPXUT
IoCcJIeIOBaATEJILHOCTL JIeTKOW 1LenMu, KoTopas ABJISgeTCs, I[I0 MeHbIleln
Mepe, Ha 90, 91, 92, 93, 94, 95, 96, 97, 98 wmm 99% UIeHTUUHOM
SEQ ID NO:42.

B HEKOTOPHIX BapMaHTax OCYIEeCTRBJIEHNSH, AHTUTEJIO VI
AHTUT eHCB A 3LB a1 bparMeHT IOOTOJIHUTEJIBHO COOEepPXUT
IoCJIeIOBaTEJIbHOCTEL JIeTKOM IllelM, KoTopasd oTJMuaeTcsd He 0oJiee ueM
Ha 5, 4, 3, 2 mim 1 aMMHOKMCJIOTY OoT SEQ ID NO:42.

B HEKOTOPHIX BapMaHTax OCYIEeCTRJIEHNSH, AHTUTEJIO VI
AHTUT eHCB A 3LB a1 bparMeHT IOOTOJIHUTEJIBHO COIEepPXUT
IocJleIoBaTeJIbHOCTL JIeTKOM lienM, colepxamyin SEQ ID NO:42.

B HEKOTOPHIX BapMaHTax OCYIEeCTRBJIEHNSH, AHTUTEJIO VI

AHTUT eHCB S 3hB almmni @parmeHT JOIIOJIHMTEeJIBHO COIOEpPXNT
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I[IOCJIEOOBATEJIbHOCTE JIETKOM Lelly, comepxamyi SEQ ID NO:42 wim
[IOCJIeIOBRATEJIbHOCTE, KOTOpad oTJMuaeTcd He OoJjiee ueM Ha 5, 4, 3,
2 wmiam 1 amMmMHOKMCIOTY oT SEQ ID NO:42. B HeKOTOPHX BapuaHTax
OCYIMEeCTBJIEHUL, IIOCJIEODOBATEJIbHOCTL JeTKOM Lelu cocTouT m3 SEQ ID
NO:42.

B HEKOTOPHIX BapraHTax OCYIEeCTRBJIEHNS, AHTUTEJIO VI
AHTUTEeHCBA3HBaAIMY (parMeHT COIEPXUT

(i) CDR1 VH, comepxamyl IIocJemoBaTeJIbHOCTL SEQ ID NO:31,
CDR2 VH, cozmepxallylo IIocJjenoBaTeJIbHOCTL SEQ ID NO:32, m CDR3 VH,
comepxamyl IocjeloBaTeJbHOCTL SEQ ID NO:33, wm (ii) CDR1 VL,
comepxamyl IocjelopaTeJibHOCTE SEQ ID NO:34, CDR1 VL, comepxallyio
[IOCJIEDOBATEJIBHOCTE SEQ ID NO: 35, u CDR3 VL, comepXxamymno
[IOCJIenOBATEJILHOCTD SEQ ID NO:36. B HEKOTOPEIX BapMaHTax
OCYMEeCTBJIEHUSA, AaHTUTEJIO WMJIM AaHTUTeHCBA3HBaIMM (parMeHT COINEepPXUT
yKaszaHHbele Broe CDR 3a MCKIKUEHMEeM TOI'O, UYTO OH CONEPXUT MyTalMo,
HalpuMep, B LeJloM caMoe OoJjkliee 1, 2 miaM 3 MyTalMM BO BCeX MEeCTHU
CDR. B HeKOTOPHX BapMaHTax OCYINeCTBJIEHMA, MyTauusda (MyTaluuM) He
yMeHbBIIaeT CPOIOCTRBO n/ 20PeKTUMBHOCTL aHTUTEJIa W
AHTUTeHCBA3HBAKIETO (parMeHTa.

B HEKOTOPHIX BapMaHTax OCYyIeCTBJIeHU S, AHTUTEJIO VI
AHTUTEeHCBSA3HBAKMNUY QparMeHT OpencTaBJigeT coboM aHTUTejyio IgGl,
IgG2, IgG3 wmmm I1gG4 wmam ero o¢parMeHT. B HEeKOTOPHX BapMaHTax
OCYIEeCTBJIEHUH, AHTUTEJIO VI AHTUT EHCB I3LB a1 dparMeHT
npencTaBJigeT cobo¥ aHTUTeso IgGl wmiam IgG2 miam ero oGparMeHT. B
HEKOTOPHIX BapMaHTax OCYyIEeCTBJIEHNH, AHTUTEJIO VI
AHTUTEeHCBABHBAKINM OQparMeHT OpelcTaBJigeT cobor Fab IgGl mim Fab
IgG2. B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHUSA, AHTUTEJIO VIV
AHTUTEeHCBA3HBAKINUN QparMeHT MIpedcTaBiIsgeT coBoM aHTUTeJo 1gG2 uiu
AHTUTEeHCBA3HBALMNUY (palMeHT.

B HEKOTOPHIX BapMaHTax OCYIEeCTRBJIEHNSH, AHTUTEJIO VI
AHTUTEeHCBA3HBALMINUY (parMeHT II0JIydUalnT C IIOMOMbI TeHHOM MHXeHepUM
OJId YMeHBIIeHMd WJIM YCTpaHeHuda aKTUBHOCTM ADCC,.

B HEKOTOPHIX BapraHTax OCYIEeCTBJIEHNH, AHTUTEJIO VI
AHTUTEeHCBA3HBALMINUY (QpaTlMeHT OpelcTaBJigeT coboM MOHOKJIOHAJIbLHOEe
AHTUTEJIO WJIM eT0 aHTUIeHCBA3HBBAMUM  (parMeHT. B  HEeKOTOPHX

BapMmaHTax oCcymeCTBJIEHMA, aHTUTeJIO MJin AHTUTeHCB S 3LB alol



17

bparMeHT npencrTaejgaeT coboim TYMaHUBUPOBAHHOE MOHOKJIOHAJIbHOE
AHTUTEJIO W MOHOKJIOHAJIEHOE AHTUTEJIO JeJIoBEeKa I ero
AHTUTEeHCBA3HBALMNUY (palMeHT.

B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS, AHTUTEJIO ZNEZN
AHTUT eHCB S 3HB alommn bparMeHT COOEPXUT BapmrabeJIbHYI oBJlacThb
TAXeJIOM Lenu, comepxamyilo SEQ ID NO:37 mMaIM cCocTodmyn K3 Hee, U
BapuabesbHyID 006JacTb JEeTkKoM Lenu, colepxamyion SEQ ID NO:38 wiam
COCTOAWy M3 Hee. B HEKOTOPHX BapMaHTax OCYIIECTBJIEHMA, aHTUTEJIO
I AHTUT €HCB S 3HB alommn bparMeHT COOEPXUT YKa3aHHEE BHIIE
BapuabesibHEHE O0OJIaCTM TAIXEJHX U JIETKMX lelel 3a MCKInUYeHMEeM TOoTo,
UTO OH MMeeT MyTalMio, HalpuMep, B LeJioM, caMoe OoJikliee, 1, 2 wmiu
3 My Talllu . B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHU, My Talmdg
(MyTaluuy) He yMeHbIlaeT CPOICTBO u/uiIM 30OeKTUBHOCTL aHTUTeJa W
QHTUTEeHCBA3HBAKIETO dparMeHTa.

B HEeKOTOPEIX BapuaHTax OCYIIECTBJIEHMS, AHTUTEJIO ZNRZN
AHTUTEeHCBASHBAMMUM (paTrMeHT COIEPXUT IIOCJIedOoBaTeJIbHOCTE TIXKeJION
nenmu, comepxamymn SEQ ID NO:41 u, HeoO43aTeJIbHO,
IocJIeIOoBaATEJILHOCTL JIeTKOW lLenu, colepxamyio SEQ ID NO:42.

B HEKOTOPEIX BapmMaHTax OoCVyIIeCTBJIEHUS, AHTUTEJIO W
AHTUTEeHCBSA3HBALMNUY (parMeHT COOEPXUT II0CJIeIOBaTEJIbHOCTL TsXKeJION
nernm, COCTOAIIYIO nus SEQ 1D NO:41 u, Heobsa3aTeJILHO,
[IOCJIeIOBATEJILHOCTE JIeTKOM ILelM cocTodmyiln M3 SEQ ID NO:42,

B HEKOTOPEIX BapmMaHTax OCVYIIECTBJIEHUS, AHTUTEJIO I
AHTUTEeHCBSABHBALINUY (parMeHT COOEPXMUT II0CJIeIOoBaTeJIbHOCTL TsKeJION
nernmu, comepXxalyio SEQ ID NO:47 u, HeobdA3aTeJIBHO,
IocJyleIoBaTEJIbHOCTL JIeTKOM lLienu, colepxamyion SEQ ID NO:42.

B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHNA, AHTUTEJIO I
AHTUTEeHCBABLHBALMNUY (parMeHT COOEPXUT II0CJIeIOoBaTeJIbHOCTL TEXReJION
ernm, KoTopada ABJISIeTCHd UIOESHTUYHOM SEQ 1D NO:41, n
IoCJIeIoBaTEJIbHOCTL JIETKOM lelM, KOoTopas MABJSeTCHS MIOeHTHUUYHOM SEQ
1D NO:42, 3a MCKJIIIOUEeHEM TOTO, uTo AHTUTEJIO MJIn
AHTUTEeHCBA3HBALMINUY (paTrMeHT COOepXUT MyTaluuuM (Haopumep, Bcero 1,
2, 3, 4 uaum 5 MyTaumi, 0o cpabBHeHuo ¢ SEQ ID NO:41 m/mam SEQ ID
NO:42). B HeKOTOPHX BapMaHTax OCYIMEeCTBJIEHMSA, MyTaluusa (MyTaluu)
HaxXoOMUTCHA B KapkacHoM obJjacTu (objJacTax). B HEeKOTOPHX BapMaHTax

OoCymeCTRBJIEHMA, MyTalVMM He YMEHBIaKT CPOIOCTEO T/I/I/IJ'H/I SQ}@eKTMBHOCTb
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aHTUTEeJla WJIM aHTUTEeHCBA3HBAKIETO ($parMeHTa IIO0 CpPpaBHEeHU C
AHTUTEJIOM MJIM aHTUIEeHCBA3HBAKIVM (parMeHTOM, KOTOPHEM He COIepPXUT
YKa3aHHOM MyTallM.

B HEKOTOPHIX BapmMaHTax OCyIeCTRJIEHN S, AHTUTEJIO ZNEZN
AHTUTEeHCBA3HBALMNUY (parMeHT COOEPXUT II0CJelIOoBaTeJIbHOCTL TEXReJION
uenm, KoTOpasa ABJIgeTCHd UIEHTUYUHOM SEQ 1D NO:47, n
IOCJIeIOBaATEJIbHOCTEL JIeTKOM IllelM, KOTopas MABJIAeTCHdS MIOeHTHUUYHOM SEQ
1D NO:42, 3a MCKJIIIOUEeHMEM TOTO, uTo AHTUTEJIO MJIn
AHTUTEeHCBA3HBAKINUY QpaTrMeHT COOEepXUT MyTaluuio (HaopuMmep, Bcero 1,
2, 3, 4 mwaum 5 MmyTaumi, 0o cpaBHeHuio ¢ SEQ ID NO:47 m/mam SEQ ID
NO:42). B HeKOTOPHX BapMaHTax OCYUEeCTBJIEHU, MyTaumusa (MyTaluu)
HaxXOOMUTCHA B KapkacHoum obJjacTu (objJacTax). B HEeKOTOPHX BapMaHTax
OCYImEeCTBJIEHUS, MyTallMd He YyMeHbIlaeT CPOINCTBO U/Min 50beKTUMBHOCTL
aHTUTeJla WJIM AaHTUIEeHCBA3BEBawmero o¢parMeHTa I[IO0 CpaBHEHUI C
AHTUTEJIOM WJIM AaHTUTEeHCBA3HBAIMUM GpaTlMeHTOM, KOTOPHM He COIOEpPXUT
yKasaHHOM MyTalllM.

B OIOHOM "3 BapMaHTOB OCyleCTRBJIEHN I, AHTUTEJIO ZNRZ!
AHTUTEeHCBABHBaIMUM GparMeHT OpelcTaBJisgeT cobdon Fab.

B OIOHOM n3 BaApMaHTOB OCymeCTBJIEHUS, AHTUTEJIO W
AHTUTEeHCBASHBaAMMUM GparMeHT OpelcTaBJigeT cobdown Fab IgGl.

B OIOHOM n3 BaApMaHTOB OCymeCTBJIEHUS, AHTUTEJIO W
AHTUTEeHCBSA3HBAKMINUY (palMeHT IMIpelcTaBJigeT cobo¥ BHIOeJIeHHHV Fab,
comepxamui II0CJIeHOBaTeJIbHOCTL TIXeJIOM Lelr, comepxamyio SEQ ID
NO:39, ™ 1nocJemoBaTeJIbHOCTEL JIeTKOoW Lelu, comepxamyrn SEQ ID
NO:42. B OOHOM U3 BaApMaHTOB OCyIeCTRBJIEHNU S, AHTUTEJIO I
AHTUTEeHCBA3HBAMINUY (parlMeHT IMIpedcTaBJjigeT cobo¥ BHIOeJeHHHV Fab,
comepxXamyi I[IOCJIeOOoBaATeJIbHOCTL TMAXKeJION lienM, cocToamyl u3 SEQ ID
NO:39, u I1ocjeIoBaTelIbHOCTEL JIeT'KOoM LienM, cocTosamyon u3 SEQ ID
NO:42.

B OIOHOM n3 BApMaHTOB OCyIeCTRBJIEHU S, AHTUTEJIO WU
AHTUTEeHCBA3HBaAKIMM GparMeHT HOpelcTaBJigeT cobdon Fab IgG2.

B OIOHOM "3 BApMaHTOB OCyIeCTRJIEHNU S, AHTUTEJIO WU
AHTUTEeHCBA3HBALMINUY (parMeHT IIpedcTaBJigeT cobo¥ BHOeJeHHBM Fab,
comepxXamyi II0CJedOoBaTeJIbHOCTL TIXeJIOM Lelyr, comepxamyin SEQ ID
NO: 54, M IIOCJIeIOBAaTEeJIbLHOCTL JIeTKOM llelu, comepxamyrn SEQ ID

NO:42. B oOHOM U3 BapMaHTOB OCYMEeCTBJIEHUS, AHTUTEJIO WU
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AHTUTEeHCBA3HBALMNUY (parMeHT IMpedcTaBJigeT cobo¥ BHOeJeHHBM Fab,
comepXamui I[IOCJIeOOoBaTeJILHOCTEL TMAXKeJION IlienM, cocToamyl u3 SEQ ID
NO:54, u 1ocjeIoBaTeJIbHOCTL JIeT'KOM LienM, cocTosamylon u3 SEQ ID
NO:42.

B HEKOTOPHIX BapraHTax oCymeCTRBJIEHUHA, AHTUTEJIO VI
AHTUTEeHCBA3HBALMNUY (parMeHT COOEPXUT II0CJelIOBaTeJIbHOCTL TEXReJION
uenm, KoToOpada ABJIdeTCHd UIOEHTUUHOM SEQ 1D NO: 39, "
IOCJIeIOBaATEJIbHOCTEL JIETKOM IllenM, KOoTopas MABJIAeTCHS MOeHTHUUYHOM SEQ
1D NO:42, 3a VCKJIIIOUEeHMEM TOTO, uTo AHTUTEJIO MJIn
AHTUTEeHCBA3HBAKINUY (QpaTrMeHT COOEepPXUT MyTaluuo (HaopuMmep, Bcero 1,
2, 3, 4 mwam 5 MmyTaumii, 0o cpabBHeHuo ¢ SEQ ID NO:39 m/mam SEQ ID
NO:42). B HeKOTOPHX BapMaHTax OCYUEeCTBJIEHUI, MyTaumusa (MyTaluu)
HaxoIUTCS B KapkKacHoM ofbjacTu (objJacTax). B HEeKOTOPHX BapraHTax
OCYIMEeCTBJIEHUS, MyTallMd He YyMeHbIlaeT CPOINCTBO /MM 50beKTMBHOCTL
aHTUTeJla WM aHTUIEeHCBA3BEBawlmero o¢parMeHTa I[IO CpaBHEHUI C
AHTUTEJIOM WJIM AaHTUTEeHCBA3HBAKIMUM GpaTlMeHTOM, KOTOPHIM HEe COINEepPXUT
yKasaHHOM MyTalllM.

B HEKOTOPEIX BapmMaHTax OCymeCTRBJIEHUS, AHTUTEJIO W
AHTUTEeHCBSA3HBALMINUY (parMeHT COOEPXMT II0CJIeIOBaTEJIbHOCTL TSXKeJION
erm, KoTopada ABJISeTCHd MIOEeHTUYHOM SEQ 1D NO: 54, "
IocJyleIoBaTEJILHOCTL JIeTKOM lLenM, KoTopas SABJISeTCsS MIeHTHUUYHOM SEQ
1D NO:42, 3a MCKJIIIOUEeHEM TOTO, uTo AHTUTEJIO MJIn
AHTUTEeHCBSA3HBAINUY (paTlMeHT COOepXuUT MyTaluuo (Haopumep, Bcero 1,
2, 3, 4 miam 5 MyTaumii, 0o cpabBHeHuio ¢ SEQ ID NO:54 u/mam SEQ ID
NO:42). B HeKOTOPHX BapMaHTax OCYIMEeCTBJIEHMA, MyTaluusa (MyTaluu)
HaxXoOMUTCA B kKapkacHoM obJjacTu (obJacTax). B HEKOTOPHX BapMaHTax
OCYIIECTRBJIEHUA, MyTalud He YMeHbIlaeT CPOOCTBO U/UiIU 5OPeKTUBHOCTDL
aHTUTeJla WJIM AaHTUIEHCBA3HBBawmMero @parMeHTa [0 CpPaBHEHUBD C
AHTUTEJIOM MJIM aHTUIEeHCBA3HBAIVM (parlMeHTOM, KOTOPHM He COIepPXUT
YKa3aHHOM MyTallM.

B HEKOTOPHIX BapMaHTax OCymeCTRJIEHUS, aHTUTEJIO VI
AHTUTEeHCBA3HBALMINUY (parMeHT MOXeT CBA3HBATLCHI, I[IO MeHLIeM Mepe,
c omHmM mu3 R24, K27, Y31, D34, S118 mmm V121 IL-6 dyeJioBeka. B
HEKOTOPHIX BapMaHTax OCyIMeCTRBJICHUS, aHTUTEJIO WM
AHTUTEeHCBA3HBALMNUY (paTlMeHT MOXeT CBA3HBaThbca ¢ R24, K27, Y31,

D34, 5118 nu V121 IL-6 UeJIOBEKaA. B HEKOTOPEIX BapMaHTax
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OCYMeCTBJIEHUS, aHTUTEeJIO WM aHTUTEeHCBA3HBamKM (parMeHT MOXeT
CBARHBATLCHA, IO MeHbIIeM Mepe, ¢ 1, TI[0O MeHbmeM Mepe, 2, IO
MeHblleM Mepe, 3, IO MeHbmeM Mepe, 4 WiIM, IO MeHbIeM Mepe, C 5 us
R24, K27, Y31, D34, S118 m V121 IL-6 uyeJOBeKa.

B HEKOTOPHX BapraHTax OCYyIleCTBJIEHNH, AHTUTEJIO WJIn
AHTUTEeHCBA3HBALMIMY (parMeHT MOXeT CBA3HBATLCHA (HaIpyMep, MOXeT
crieluM@UUHO CBABHEHBATLCHA) C cavToM II IL-6 ueJjilOBeKa.

B HeKOTOPHX BapMaHTax OCyUWeCTBJIEHUHI, aHTUTEJIO MM €eTo
AHTUTEHCBA3HBAKINMY (parMeHT MOXeT CBA3HBaThbCca ¢ I1L-6 mpu T, 70°C

MJIM BHIIE .

B HeKOTOPRIX BapMMaHTax oCymeCTBIIEHUA, AHTUMTEJIO I ero

AHTUTEHCBA3HBaKLINUY GparMeHT MOXeT CBA3HBaThHCA ¢ I1L-6 npu T, 80°C
WJIM BBIIE .

B HeKOTOpHX BapMaHTax OCylleCTBJIEHUS, AHTUTEJIO WM eTo
bparMeHT (HanpuMep, ero AHTUT €HCB I3LIB Ao bparmeHT)
CBA3HBAaETCs, IO MeHblel Mepe, Cc omoHuM u3 R24, K27, Y31, D34,
S118 m V121 IL-6 4yeJyloBeka.

B HeKOTOpPHX BapMaHTax OCyMeCTBJIEHUS, AHTUTEJIO WJIM €eTo
AHTUTEeHCBSA3HBALMNUY (dpalMeHT CBS3HBaeTCcs, IIO MeHbllel Mepe, C
opymMss m3 R24, K27, Y31, D34, S118 wm V121 1IL-6 uyejioBeka. B
HEKOTOPHIX BapMaHTax OCyIeCcTBJIEeHUSH, AHTUTEJIO VI ero
AHTUTEeHCBSA3HBAMINUY (dpalMeHT CBS3HBaeTCcs, I[IO MeHbllel Mepe, C
TpemMsa wu3 R24, K27, Y31, D34, S118 m V121 1IL-6 uyeJoBeKa. B
HEKOTOPHIX BapMaHTax OCymeCTBJIEHUH, AHTUTEJIO VI ero
AHTUTEeHCBA3HBAMNUY (dpalMeHT CBS3HBaeTCcsa, IO MeHbllel Mepe, C
yeTelpbMa R24, K27, Y31, D34, S118 wm V121 1IL-6 uyejoBekKa. B
HEKOTOPHIX BapMaHTax OCymeCTBJIEHUH, AHTUTEJIO VIV ero
AHTUTEeHCBA3HBAMNUY (palMeHT CBSA3HBaeTCcsa, IO MeHbllel Mepe, C
nareo R24, K27, Y31, D34, S118 m V121 IL-6 dYeJjiloBeKa. B HeKOTOPHX
BapMaHTax OCYINeCTBJIeHVS, aHTUTEeJI0O WJIM eT'0 aHTUIeHCBSI3HBAalMIUi
bparMeHT CBA3HBaeTca R24, K27, Y31, D34, S118 wm V121 1IL-6
yeJIOBEKaA.

B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHNSH, AHTUTEJIO VI
AHTUTEeHCBA3HBALMNUY (QpaTrMeHT OpelcTaBligeT coboM MOHOKJIOHAJILHOEe

AHTUTeJIO MJin eTro AHTUT €HCB I 3HB alolni @paPMeHT. B HeKOTOPEX
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BapMaHTax OCYIMEeCTBJIEHNUH, aHTUTEJIO VIV AHTUTEeHCB A3LB a1
bparMeHT IpelcTaBJIAeT cobor TyMaHMBUPOBAHHOE  MOHOKJIOHaJIbLHOE
AHTUTEJIO. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUSA, AaHTUTEJIO WK
AHTUTEeHCBA3HBALMIMY (QpaTrMeHT MOpelcTaBJigeT CcoboM MOHOKJIOHAJIbHOe
AHTUTEJIO YeJIOBEKA.

B HEKOTOPHIX BapraHTax OCYIEeCTRBJIEHNS, AHTUTEJIO VI
AHTUTEeHCBA3HBALMINUY (QparMeHT IeMOHCTpupyeT aTrperaumin <10% nopwm
koHUeHTpauuu 100-150 mr/MiI, HaopuMep, IOPpY KOHIEHTpaluuM IMIPVMEPHO
142 wmr/mMin B PBS, pH 7,4. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUS,
aHTUTEJIO VIV AHTHUT eHCB S3HB allmi bparMeHT VMeeT YJIIy4llle HHEE
bapMaKOKUHETUUECKME CBOMCTRA, I10 CPpaBHEHMIO c OPYyITVIM
TepalleBTUUYECKMM al'@éHTOM, HallpuMep, I[IO0 CpPaBHEHMI C TOoUMJIM3yMadoM,
bepauusyMadtoM, paHubusymadtoM u/man Eylea®. B HeKOTOPHX BapraHTax
OCYmMEeCTBJIEHUSI, AaHTUTEJIO WM aHTUTeHCBA3HBaMMY (paTlMeHT MMeeT
YIydlleHHOe yIOepXuBaHMe B IJlaly, [IpM BBeleHMM eTro B IJlas,
HalpMuMep, B CTeKJIOBUIOHOE Te&JIO, HalpMuMep, I[IOCPeICTBOM MHBEKLUUU B
CTEKJIOBUIHOE TeJlo. B HEKOTOPHIX BapMaHTax OCYIIeCTBJIEHNU,
yIIydlleHHOe VYIepXMBaHMe B IJlaly I[IOKa3HEBaeTCsa C IIOMONbI YyBeJIMUEeHUS
BpeMsa IIOJYXM3HM B TJjasy, HalpuMep, B CTEeKJIOBUIHOM TelJle,
ceTuaTkKe, BHYTPUIJIA3HOM  XUIKOCTH, cocynoucToM oBOJIoOUKe  IJlaza
n/ UM ckKJepe.

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHNSA, AHTUTEJIO VI
AHTUTEeHCBA3HBAKINUY (paTlMeHT MuMeeT BpeMs IIOJYXMU3HM B CTeKJIOBUIHOM
TeJle, IO MeHblleM Mepe, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1¢,
17, 18, 19 wmmm 20 gpgHelM. B HEKOTOPHX BapMaHTax OCymeCcTBJIeHUS,
BpeMsd IOJIYXM3HM B CTEeKJOBUMIHOM TeJle COCTaBJigeT, IIO MeHbllel Mepe,
10 pgHelM. B HEKOTOPHIX BapMaHTax OCYMEeCTBJIeHMSI, BpeMsd IIOJIYXM3HU B
CTEKJIOBMIHOM TeJIe OlIeHMBaAeTCHd Ha XMBOTHOM, HallpMMep, Ha KpOoJMKe
UM Ha o0Oe3bgHe. B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHMSA, BpeMs
MIOJIYXM3HM B CTEKJIOBMIHOM TeJle OILIeHMBAeTCd Ha UYeJIOBeKe.

B HEKOTOPHIX BapMaHTax OCYIEeCTRBJIEHNH, AHTUTEJIO VI
AHTUTEeHCBA3HBALMNUY (parMeHT, OIMCAHHEIM B HacCToAmeM OOKyMeHTe,

rMeeT YMeHBIIeHHOEe CHICTEeMHOEe BpeMA ITOJIYXVM3HU (HaanMep,
IIOHMXeHHOEe T1/2[3) I/I/I/IJ'H/I YIIydIIeHHOEe CHMCTeMHOE BEBeIeHIMe, HallplMep,

YMEHBIIEHHOE CHCTEeMHOe BpeMsa [TOJIY X '3HU I BoJiee OEICTPOE
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CUCTEMHOE BEIBeOcHNME, I10 CPaBHEHMNIO C IpyI' VM TepalleBTUUYEeCKIMM

areHTOM, Hallpumep, TouuamsyMadoMm, Oeralu3yMadoM, paHudtmusyMadoMm
u/ adpmbeplLienToM (Eylea®) . B HEKOTOPEIX BapMaHTax
OCYIMeCTBJIEHN, CUCTEeMHOe BpeMda MNOJyXu3HM (Hamnpumep, Ti/p) MeHbIE

yeM Yy ToumimMsyMmaba u/muam  adubepuenta (Eylea®). B HEKOTOPHX
BapmaHTax OCyImeCTBJIEHUS, aAHTUTEJIO WIIN AHTUT E€HCB S 3HBallUi
dparMeHT CcoOIepXuT IoMeH Fc, coIepxammy MyTaluio (Hamopumep, opu 1,
2, 3 wmim 4 wMyTauum) B OIDHOM MWJIM HECKOJIBKUMX IIOJIOXKEHUAX,
cooTBeTCcTBYylMMx H311, D313, I254 wmnm H436 (HyMepauusd kKak B SEQ
ID NO:41). B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMSA, MyTalusd BHOMpaHa
n3 OIOHOTO MM HecKoJgbkmx H311A, H311E, H311N, D313T, I254A,
I254R m H436A. B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHUS, aHTUTEeJIO WK
AHTUTEeHCBA3HBAKINUY  bparMeHT comepxuT nOoMeH @ Fc, comepxammum
MyTaluuMio, cooTBeTcTBylmMyl H311A (HyMepauusa kak B SEQ ID NO:41). B
HEeKOTOPHX BapMaHTax OCyleCcTBJIeHUSA, HOoMeH Fc mnOpencrasjseT cobon
nomMeH Fc IgGl. B HeKOTOPHX BapMaHTax OCYyWeCcTBJIeHUsa, IJoMeH Fc
IpencraBjsgeT cobol moMeH Fc IgG2.

B HeKOTOpPHX BapMaHTax OCYIeCTBJIeHMS, IoMeH Fc mnpelcTaBJdeT
cobom pmomeH Fc IgGl ueJioBeKa, HUMelmMUM IocJemoBaTeslbHOCTL SEQ ID
NO:50, ¥ HeoB43aTeJIbHO COOEPXUT MyTallMio B OIHOM MJIM HEeCKOJIbKUX
13 IIONUEePKHYTHX IoJoxenutr: (H90, D92, I33, m H215):

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYV
DGVEVHNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQP
REPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFEFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:50).

B HeKOTOpHX BapMaHTax OCyWeCTBJIeHMHA, IOoMeH Fc IgGl comepXxur
MyTallMio, COOTBETCTBYNIYKR OIHOMY WJIM HECKOJbKMM TMoJjoxeHusaMm HOO0A,
HO90E, HOON, D92T, I33A, I33R, m H215A (HyMepalud B COOTBETCTBUU
c SEQ ID NO:50).

B HeKOTOpPHX BapuaHTax OCYIeCTBJIeHMHa, IoMeH FC mOpelcTarBJdeT
cobom pmomeH Fc IgG2 uyeJioBeKa, UMelmMUM IocJedoBaTeslbHOCTL SEQ ID
NO:51 m HeoB43aTeJIbHO cCcoIepXamuy MyTaluio B OOHOM WJIM HEeCKOJIbKMUX
MIONUEepPKHYTHX IIoJIoXeHMAx (H86, D88, 129, m H211):

VECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVE
VHNAKTKPREEQFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKGLPAPTEKTISKTKGQPREPQ
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VYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLYSKLT
VDKSRWQOGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:51).

B HeKOTOpPHX BapMaHTax OCYIeCTBJIeHUS, oomMeH Fc IgG 2
CONEepPXUT My Talumuo, COOTBETCTRBYKIYIO OOHOMY ZNIZ! HEeCKOJIEKUM
noJjioxeHuaMm H86A, H86E, H86N, D88T, I29A, I29R um H211A (HyMepaluusd
B cooTBeTcTBUM Cc SEQ ID NO:51).

B HeKOTOpPHX BapMaHTax OCYmMeCTBJIeHMI, MyTalumusa Fc yMeHbllaeT
CHUCTEMHY aKKYyMYJIALMI aHTUTeJla WM aHTHUTEeHCBA3HBAKIEeTO (parMeHTa
(HanpuMep, VYBeJUUUBAET BHBEIEeHUEe WM YMeHBIaeT BPeMs IIOJIYXU3HU,
HanpuMmep, Tisp) aHTHUTEJa WIM AaHTUTEeHCBASHBawmero o¢parmMeHTa. B
HEKOTOPHIX BapmuaHTax OCYIIECTBJIEHUHA, CUCTeMHada AKKYMYJIALUA
yMeHbllaeTcsda  II0 CPaBHEHMI C OpYyTMM TepaleBTUUEeCKMM Aal'eHTOM
(HanpuMep, TOUMIM3YyMaboM, eBaumMsyMadoM, pauudbusymabom /U
apubepuenToM) . B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUSA, CUCTeMHasa
AKKYMYJISUMS  yMeHbllaeTCs I[IO CPaBHEeHUi C ToUumiImMsyMatoM  u/umiau
admubepuenToM. B HEeKOTOPHX BapMaHTax OCylleCTBJIEHUS, CHUCTeMHad
AKKYMYyJIALMA YMeHbIlaeTCsa II0 CPaBHEeHMI0 C CUCTEeMHOM aKKyMyJduuewn
COOTBETCTBYKIETO aHTUTeJla WIM aHTUIeHCBA3EBAKIEro dparMeHTa,
KOTOPRIM He COOEPXUT My Taluu . B HEKOTOPHIX BapmMaHTax
OCYIIECTRBJIEHN A, CHUCTEeMHas akKKyMyJSalUMsa OlleHMBaeTCd IIOCJIe BBelOeHUI
B CTEKJIOBUIOHOE TE&JIO aHTUTeJla WM aHTUTEeHCBA3HBaAKIETO dpalMeHTa.

B IpyroM acIlleKTe B HaCTOAmMEeM IJOKYMeHTe IpenjlaraeTcsd CIocob
YMEHBIIeHNS CUCTEMHBX BO3IOeMCTBUM MHTUOUpoBaHusa IL-6 y cyObLekTa,
crioco® BKIOUAET BBeleHUe CYOBeKTY aHTUTeJla WM ero (¢parMeHTa,
comepxamero MyTHUPOBAaBIIMM IJOMeH Fc, Kak OIMCaHO B HaCTOAIeM
OOKYMeHTe. B HeKOTOPHX BapMaHTax OCYIMEeCTRBJIEHUSI, AaHTUTEJIO WU
AHTUTEeHCBA3HBALINUY (parMeHT MOXeT MHITUOUPOBATL AKTUBHOCTL 1L-6 M
MMeeT YMEHBIIEHHYO aKTUBHOCTB Fc (HanpuMep, YMEeHBIIeHHOE
CBA3EBaHMe C FcCRn) 10 CpaBHEHMK C COOTBETCTBYKIMM aHTUTEJIOM WM
ero GpparMeHTOM, UVMenIMMM »OOMeH FC IMKOTO THulla. B HEeKOTOPHX
cIydaax, Crnoco® YyMeHbIeHMS CHUCTEMHHX BO3IEeMCTBUNM UWHIUOUMPOBAHUSA
IL-6 vy cyOBeKTa BKJOUaeT BBeldeHMe CcyOBeKTy aHTaroHmucTa I1L-6,
KOTOPHEM COOEPXUT MYTHPOBaBIMM IoMeH Fc, Kak OIMCAaHO B HaCTOAIEeM

OOKYMeHTe.
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B mpyroM acnekre, B HaACTOAmMEeM HOOKYMEHTe TIpelJjalaeTcsd
HYKJIEMHOBAasd KMCJIOTa, CcolepXalas II0CJeIoBaTeJIbHOCTE, KOIUPYIIY
AHTUTEJIO WM AaHTUTEHCBA3HBAINMM (parMeHT, OIMCaHHBM B HaCTOAIEM
OOKYMEHTe. B HeKOTOPHX BapMaHTax OCyMeCTBJIEHUS, HYKJIEMHOBASA
KMCJIOTa KOOUPYET IIOCJIeIOBaTE&JIbHOCTE aMMHOKMCJIOT, OIMCaHHYyK B
HacTOAMEM  ITOKYMEHTE. B HEKOTOPHX BapMaHTax OCYIEeCTRBJIEHUS,
HYKJIeEMHOBasg KucjioTa comepxmuT SEQ ID NO:40, SEQ ID NO:43 wmam SEQ
ID NO:48. B HeKOTOPHX BapMaHTax OCYIeCTBJIeHNUd, HYKJIEMHOBASA
KMCJIOTa KOIMPYeT IIOCJelOBaTeJIbHOCTL, OIMCaHHYyK B Tabiaule 4.

B HacToAmeM IOKYMeHTe TaKXe IpenjiaraeTcsd BeKTOp, CcoIepXamun
HYKJIEMHOBYID KMCJOTY. B HacTodlleM OOKYMEHTe TakKxe IIpeljlaraeTcsd
KJIeTKa, colepXallasd HYKIJIEUMHOBYID KUCIOTY WM BEKTOP.

B HEKOTOPHX BapMaHTax OCYINEeCTBJIEHMSA, AaHTUTEJIO NPOTUER IL-6
WM AHTUT eHCB SI3LIB aommi bparmMmeHT, OV CAaHHHM B HaCcTOoAleM
OOKYMEHTe, IpelHas3HaueH OJA MCIOJL30BaHUA IIpU JeUueHUM CyObeKTa
(HanpuMep, dYeJioBeKa) c 3abojieBaHMeEM, acCoUMMpOBaHHOTO C IL-6. B
HEKOTOPEHIX BapMaHTax OCYyIleCTBJIEHN I, 3aboJieBaHue npelcTaBjigeT
cofou TJlasHoe 3aboJjieBaHue, HalpuMep, TJlasHoe 3abojieBaHue,
XapakTepmnusyemMoe [IOBHIIE HHEIM YPOBHEM IL-6, HaIlpuMep, B
CTEKJIOBUIHOM TeJle.

B HEeKOTOPEIX BapuaHTax OCYyIeCTBJIEeHUSA, AHTUTEJIO VI
AHTUTEeHCBSA3HBALMNUY (palMeHT IMIpedHaszHaueH IJIS MCIOJb30BaHUS IIPU
JedueHUr cyOBbekKTa (HalpuMep, UYeJloBeKa) C IuabeTUuUecKUM MaKyJISPHBM
oTexoM (DME), mmabeTnuecKoOV peTMHOIATHUEeM, YBeMTOM, IJIayKOoMOM,
CyxXMM TJla30M (HamopuMmep, C ©OO0JIe3HBI CyXOT'o IJvlaza WM CUHIPOMOM
cyxXoro TIJasa), aJlJIepIUUYeCcKMM KOHBIOHKTHBUTOM, TJjlasHoM  ©oJbi,
perMaToTeHHOM OTCJOMKOM ceTuaTku (RRD), BO3pacTHOM MaKyJISpPHOM
nucTpoduen (AMD) , nposimbepaTUBHOM OUMaBeTUUeCKOW pPeTUHONAaTHEN
(PDR), OKKJIO3UEelV BeHHE ceTuaTkM (RVO), HeVpOMUeJIMTOM 3PUTEJILHOTO
HepBa (NMO), TpaHCHIJIaHTallMel pPOTOBMIE, BpPO3UEeN POTOBULH WU
MexXaHMUeCKOV TpaBMOM IJlasa. B HEeKOTOPHX BapMaHTax OCYMeCcTBJIeHUId,
AHTUTEJIO WIn AHTUT eHCB A 3HBammi dparMeHT npelHas3HaueH oJis
VCIIOJIE30BaHUSA TP JIeUueHUuM CcyObeKTa (HalopuMep, uYejioBeka) ¢ DME.

B HeKOTOPHX BapMaHTax OCYHNeCcTBJIeHUa, aHTuTejo I1L-6 wWiIn
AHTUTEeHCBA3HBALMNUY (parMeHT, OIMCAHHEM B HacTodAmeM OOKyMeHTe,

IIpedHa3HadeH OJIA MCIIOJIE3OBaHMA TIPpM IIPHMI'OTOBJIEHVNM JIEKAPCTBEHHOTI'O
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npernapaTa oJsa JedeHMsa 3aboJieBaHMA, accouMMpoBaHHOTO Cc I1L-6. B
HEeKOTOPEIX BapuaHTax OCYMEeCTBJIEHNH, 3aboJieBaHMue npelCcTaBJIgeT
cobom TJla3HOoEe 3aboJieBaHME, HalpuMmep, TJIa3Hoe 3aboJieBaHuE,
XapakTepusyeMoe IIOBBIMEHHEM YpPpoBHeM IL-6 B CTEeKJOBMIHOM Tejle. B
HEKOTOPHX BapMaHTaxXx OCYIEeCTBJIeHNsa, 3aboJieBaHMe, aCCOUMUPOBaHHOE
c IL-6, mnpezncraBJsgeT cobor mmabeTrMUyeCcKMV MaKyJIApHEM oTek (DME),
oradteTrMUecKylD PeTHMHOIATHIO, YBEeMT, CcyxXou TJjas (Hanpumep, ©Oo0JIe3Hb
CyxXOoT'o 1IJlala WM CHHOPOM CyXOTI'o IJlasza), BO3pPacCTHYKR MaKyJISIpHY
OVCTPO U (AMD) , npondepaTUBHYIO orabeTUUecKyI PEeTHHOIIATHIO
(PDR), peTrMaTOTeHHYK OTCJIOMKY ceTuaTku (RRD), OKKJIO3MIO BeHH
ceTyaTKu (RVO), HelpOMMEeJIUT 3PUTEJIEHOTO HepBa (NMO) ,

TPaHCIIJIaHTaT pPOI'OBUIEL, SPO3MI POT'OBMIE WMIIM MeXaHMUYeCKYID TPpaeBMy

TJasa. B HEKOTOPHX BapuaHTax OCymeCTBJIEHUS, 3abojieBaHue,
acCcolLUMMpPOBaHHOE c IL-o0, opencraBJgeT cobomn ovadeTrnueCcKUM
MaKyJIAPHBIN oTeK. B HEeKOTOPHIX BapMaHTax oCyleCcTBJIEHUS,
JleKapCTBEeHHHM npenapart NIPUTOTaBJIMUBAIT IJIs OOCTaBKU B

CTEeKJIOBUIHOE TeJo TJlaza CcyObeKTa (HalopuMmep, OJS MHBEKUIUM B
CTeKJIOBUOHOE TeJIO) .

B HacTodAmeM = JOKYMeHTe Takxe IHOpenjaraercs KOMIIO3MLMA,
comepXxamas aHTHUTeJIO MM aHTHUTEeHCBS3HBAMMY (parlMeHT, OIMCAHHBI B
HacTodmeM  OOKyYMeHTe. B HEeKOTOPHX  BapMaHTax  OCYIeCTBJIeHUSd,
KOMIIO3ULIKMSA  IOOIOJIHUTEJILHO COHepXUT (dapMaleBTUUeCKM IIPUeMIIEMBI
HOCHTEJIE M OIOMH WMJM  HECKOJIbBKO  dapMalleBTHMUECKM  IPMeMIIEMEX
HalloJIHUTeJIeN .

B HEKOTOPHX BapraHTax oCymeCcTBJICHUST, KOMIIO 3ULIM I
npemHasHaueHa oJis VICIIOJIb 30BaHMU A opu JleueHUN 3abojyieBaHUAg,
accoummpoBaHHoe ¢ IL-6. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUS,
saboJjleBaHMe mOpencTarjigeT coboM 1JlasHoe 3aboJeBaHMe, HaIpUMep,

TJiasHoe 3aboJjieBaHMe, XapaKTepr3yeMoe IIOBHIMEHHHM YPOBHeM IL-6 B

CTEeKJIOBUIHOM TeJle. B HEeKOTOPHX BapMaHTax OCVYIeCTBJIEHUS,
KOMIIO 3L S IpenHasHayeHa oJis MCIIOJIL30BaHUSA Ipu JIeUueHUM
InabeTnuuyeckKoIo MaKyJIIPHOTO oTeka (DME) , omadeTnyecKom
peTuHOIIATHM, VYBeMTa, CyxXoT'o IJlala (Hamopumep, O00Je3HM CYXOoTO
TJjasa W CUHIpOMAa CYyXOTO rJjaza), BO3pacCTHOM MaKyJIaApHOM
OVCTPO UM (AMD) , npoJaudbepaTUBHOM omadeTrnuecKom peTrHOIIATUN

(PDR), peTrMaTOTeHHOM OTCJIOMKM CeTUaTKHU (RRD) , OKKJIIO3UM  BEHH
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cCeTyaTKM (RVO), HepoMMeJInTa 3PUTEJIBEHOTO HepBa (NMO) ,
TpaHCIJIaHTaTa POTOBMIH, SPO3UM POTOBMUL MM MEeXaHWUeCKOW TpPaBMH
Tjasza.

B HacTofmeM OOKYMeHTe IpeljlaraeTcsa TaKxe crnoco® JeueHud
3abojyieBaHmMag, accolUuMupoBaHHoTo ¢ I1L-6, crnoco® BKJIOUaeT BBeleHUe
CyOBeKTy TepaleBTHUUeCKM 5»0QeKTMBHOTO KOJMUEeCTBa aHTHUTeJa IIPOTUB
IL-6 wmim dpaTrMeHTa, ONIMCAaHHOTO B  HacCToOAmeM IOKYMEeHTe. B
HEeKOTOPHX BapMaHTax OCyMeCcTBJIeHUHa, 3abojleBaHMe, acCCOLUMMPOBAHHOTO
c 1IL-go, opencraBJgeT coboM T1Jla3Hoe  3abojeBaHue, HaopuMep,
TJa3Hoe 3aboJjieBaHMe, XapaKTepusyeMoe IIOBHIIEeHHBM YPpoBHeM IL-6 B
CTeKJOBUIOHOM TeJe. B HeKOTOPHX BapMaHTax oCymeCcTBJIeHUL,
3aboJieBaHue, acCcolUuMpPOBaHHOE c IL-6, IpenCcTaRJISgET cobomn
nrafeTMUeCcKU MakKyJISpPpHHM oTek (DME), nmuabeTHUecKyl PeTUHOIIAaTHIO,
YBEUT, CyxoM T1Jla3 (HamopuMmep, O00Je3Hb CyxXOoT'o IJlal3a WM CHHIPOM
CYyXOoTO rJjasza), BO3pPacCTHYI MaKyJISPHYIO OUCTPOOUIO (AMD) ,

nposmbepaTuBHyo IMabeTuueckyi peTuHonaTtuio (PDR), perMaToOT'eHHYIO

OTCJIOMKY ceTyaTKU (RRD) , OKKJI3UI BEHEL ceTuaTKU (RVO),
HeMpoOMMeJIUT 3PUTEeJILHOTO HepBa (NMO) , TPaHCIIJIaHTaAT POTOBUIIH,
SPO3UID  POTOBMUE MJIM MeXaHMUeCKyln TpaBMy IJlasa. B HEeKOTOPHX

BapMaHTax OCYmeCcTBJeHHusa, 3abojleBaHMe, accoUuMMpoBaHHoe ¢ I1L-6,
npencTaBJigeT cobo¥ ImabeTUMUeCKUM MaKyJISPHHM OTeK.

B HEeKOTOPHIX BapMaHTax OCyleCcTBJIEHUS, AHTUTEJIO WU
AHTUTEeHCBA3HBAKIMUM O(parMeHT WIM KOMIIO3UIMA, CcoIepXamas aHTUTEJIO
WM aHTUTEeHCBA3HBalmMM O(parMeHT, MHOOCTaBJSAETCS B CTEeKJOBUIHOE
TeJIo TJasa cy®mekTa (HammpuMep, IOCPenCTBOM VHBEKIUNA B
CTEeKJIOBUIHOE TeJo) . B HEeKOTOPHIX BapraHTax OCymeCTBJIEHUSA,
AHTUTEJIO WK AHTUT eHCB S3EB almi bparmMeHT WIIN KOMIIO3ULINSA,
conepxamas AHTUTEJIO W AHTUT EHCB A3HB AU bparmenT,
npelHasHavaeTCsd OJIS MHBEKIUM B CTEKJIOBMIHOE TeJo.

B HeKOTOPHIX BapMaHTax OCyImeCTBJIEHUS, 3aboJieBaHuE,
acCoUMMPOBaAHHOE c IL-6, npencTaBJsgeT cobomn orabdeTrdeCKUn
MaKyJIAPHEM OTeK, ¥ aHTUTeJIO WIXM O(paTMeHT WJIM KOMIIO3ULNA,
conepXxaimas AHTUTEJIO NI AHTUTeHCB 3B AU bparmeHT,
OOCTAaBJIAeTCAd B CTeKJIOBMOHOEe TeJIO TJla3a CyOBheKTa.

B HacTosAmeM IOOKYMeHTe TaKxXe IMpenjaraeTCcad aHTUTEJIO WIM eTo

bparmMenT (HampumMmep, AaHTUTEHCBA3LHBaALINVY  dparMeHT) (HampumMmep,
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AHTUTEJIO NPpOoTHMB 1L-6 MM ero O¢parMeHT, KaK OIMCaHO B HaCTOAMEeEM
OOKYMEHTE) WJIM KOMIIO3MIIMA, CoIepxXamasa Takoe aHTUTEJIO WM €TI0
bparMeHT, OoJis VICIIOJIbL 30BaHMUSA npu JIeueHUn 3aboJIeBaHNA,
accoumMmpoBaHHoe C IL-6 (Hanpumep, -IJS WMCIOJB30BaHUSA IIPU JIE€UEHUU
cyDBeEKTaA, HalpuMep, CyOBeKTa UeJIoOBeKa, uMenmero 3abojieBaHue,
accoumMmpoBaHHOTO C IL-6).

B HeKOTOPHX BapMaHTax OCYUWEeCTBJIEHMA, YyKasaHHOe 3aboJieraHue

IpenCcTaBJIgEeT cobour TJiasHoe 3aboJieBaHue, XapakTepusyemoe
IIOBHIMEHHEIM YpPOBHeM IL-6, HalpuMep, B CTeKJOBMIHOM Teje. B
HEeKOTOPEIX BapMaHTax OCymeCTBJIEHUS, yKasaHHoOe 3aboJieBaHue
npelcTaBJigeT cobon oradeTrUeCKUM MaKYyJISPHBM oOTeK (DME) ,
oradeTHMUeCKY PEeTHHOIIATHIO, YBEUT, cyxom TJjas (HanpuMep,
PacCCcTPOMCTBO CYyXOTO TJjasa VI BoJie3Hb CYyXOTO rjaasa),
aJlJIepTMUYecKuM  KOHBIOHKTUBUT, BO3PACTHYID MaKYyJIAPHYKD  OUCTPOQUIO
(AMD) , npojmndpepaTUBHYIO oradeTnuecKyo pPeTMHOIIa THI (PDR) ,

perMaToOTeHHY OTCJIONKY ceTdaTku (RRD), OKKJIO3MIO BeHH CeTUaTKU
(RVO) , HelpOMMeJINT S3PUTEJIBEHOTO HepBa (NMO) , TpaHCIJIaHTaT
POTOBMILEL, DPO3MI POTOBMIUE MM MeXaHMUYeCKyKn TpaBMy IJjasa. B
HEKOTOPEIX BapMaHTax OCyIleCTBJIEHNUH, yKaszaHHOe 3aboJsieBaHue
npencTaBjigeT codor DME. B HeKOTOPHX BapMaHTax OCylMeCTBJIEHUS,
ykKaszsaHHOe 3abojieBaHMe IIpeACTaBJfAeT coboy 00Jie3Hb CyxXOoTo IJlaza. B
HEKOTOPEIX BapMaHTax OCyleCTBJIEHUH, yKaszaHHOe 3aboJieBaHue
IpelcTaBJisgeT COOOM CHMHIPOM CyXOT'O IJla3a. B HeKOTOPHX BapMaHTax
OCYWEeCTBJIeHNs, YyKa3aHHOe 3afoJieBaHMe pedCTaBJisgeT coboy yBeuT. B
HEKOTOPEIX BapMaHTax OCylleCTBJIEHUH, yKasaHHOe 3aboJieBaHue
npencTaBJigeT codor AMD. B HeKOTOPHX BapMaHTax OCyMeCTBJIEHUS,
yKaszaHHoOe zaboJieBaHMe IIpPenCcTaBJIgeT cobom  PDR. B  HeKOTOPEHX
BapMaHTax  OCYIeCTBJIeHUd, yKaszaHHoe  3aboJjieBaHMe  IIPeOCTaBJIgeT
coBoM TpaHCIJIaHTaT POTOBUIEH, BPO3MK POTOBUIE WM MeXaHUUeCKYy
TpaBMy IJla3a. B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHMI, AaHTUTEJIO WK
ero OGparMeHT (HaopuMep, AaHTUTeHCBA3HBaKIMM (QpaTMeHT) ABJIAETCH
OPUTOIOHEIM IJIA4 OOCTaBKM B CTEKJIOBUMIOIHOE TeJIO IJlasa. B HeKOTOPHX
BapMaHTax OCYWEeCTRJIEHUS, aHTUTEeJIO WM eI'0 o¢pal'MeHT (HallpuMep,
AHTUTEHCBA3HBAKIMMA QparMeHT) IOCTAaBJISAeTCA B CTEeKJIOBUIHOE Te&JIO

I'Jlasa.
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B HacTofAmeM OOKYMeHTe IIpeljlaraeTcsa TaKxe crnoco® JeueHud
3abojyieBaHMg, accoluuMupoBaHHoTo ¢ I1L-6, crnoco® BKJIOUaeT BBeleHUE
CcyOBekTy aHTHTeJla OpoTHMBR I1L-6 MiIM ero o¢parMeHTa (HaIpumep, eTro
AHTUTEeHCBA3HBaAKLMIET0 O(parMeHTa), HaIpuMep, aHTUTeJla OpoTuB IL-6
Ui ero OQparMeHTa, Kak oOIMCcaHO B HacTodAmeM JIOoKyMeHTe. B
HEeKOTOPHX BapMaHTax OCYIEeCTBJIeHMS, aHTUTEeJIO NPpOoTMB IL-6 MIM eTro
dparMeHT (HaopuMep, €TI0 aHTUTeHCBA3HBalmMUy QpaTrMeHT) BBOIOMTCS B
TepaleBTUUECKM D20OeKTMBHOM KOJMUeCTBe. B HEeKOTOPHX BapuaHTax
ocymecTBJIeHUa, 3abojieBaHMe, accoluMuMpoBaHHOe C IL-6, OpelcTaBJgeT
cobom TIJaszHoe 3abojieBaHMe, XapaKTepMsyeMoe IIOBHIEHHEM YPOBHEM
IL-6 B CTEeKJOBMIHOM Tejle. B HEKOTOPHX BapMaHTax OCYyMeCTBJIEHUS,
3aboJieBaHue, acCcolUuMpPOBaHHOE c IL-6, IpenCcTaRJISgET cobomn
nrafeTMUeCcKU MakKyJISpPpHHM oTek (DME), nmuabeTHUecKyl PeTUHOIIAaTHIO,
YBEMT, CHHIPOM CyYXOI'O IJlasa, O0O0JIe3Hb CyxXOoT'o IJla3a, BO3PaCTHY
MaKyJISIPHYIO OUCTPOOUIO (AMD) , nposnbpepaTUBHYIO oMafeTUUeCKYIo
peTuHonaTmio (PDR), OKKJIO3MIO BeHH ceTuaTku (RVO), HelpoOMUeJIUT
3pUTEeJIbLHOTO HepBa (NMO), TpaHCIJIaHTaAT POTOBMULE, DPO3MI POTOBUIIH
WM MEeXaHMUeCKyKl TpaBMy IJlasza.

B HeKOTOPHX BapMaHTaxX OoCyleCTBJIeHUS, AHTUTEJIO WM eTo
bparMeHT (HaopuMep, €TI0 AaHTUTEeHCBA3HBalmMMM (parMeHT), SBJISEeTCH
OPUTOOHEIM IJIS OOCTAaBKM B CTEKJOBMIHOE TeJIo IJla3a. B HEeKOTOPHX

BapMmaHTaxXx OoOCylleCTBJIEHNA, AHTUTeJIO WJIM eT'O @paPMeHT (HaHpMMep,

ero aHTUTEeHCBA3HBaLIMIK OparMeHT) HOOCTaBJgeTcd B CTeKJIOBUIHOE
TeJIoO IJlasa CcyObheKTa. B HEeKOTOPHX BapMaHTax  OCylecTBJIeHUId,
3aboJieBaHmne, aCCoOLUUPOBaHHOE c IL-o6, nopencTaBJigeT cobon

InadeTuUeCcKr MaKYJSPHBEI OTekK, UM aHTUTEeJIO WX eTo (parMeHT
IOCTAaBJIAETCS B CTEKJIOBUIHOE TeJIO TJla3a CcyOneKTa.

B HacTodmeM OOKYMeHTe Takxe IOpeljaraercd Hadop, CcoIepXaluil
AHTUTEJIO OPpOTMB I1L-6 WJIM KOMIIOSMLMIO, OIMCAHHYHD B HaCTOdleM
OOKYMEeHTe, ¥ HeoO43aTeJIbHO, MHCTPYKUUM IJId IPpYMMeHeHMS.

B HacTodAmeM IOKYMEHTe TakXxe IIpeljaraeTcd KOHTeMHep WK
YCTPOMCTBO, HaIpUMep, YCTPOMCTBO IJd HOCTaBKM JIeKapCTBEHHOTO
cpencrea, comepxalee aHTUTEJO IPOTMB IL-6 WMJIM  KOMIIOS3UIIMIO,
ONMCAaHHYIO B HacTodmeM  OOKYMEHTe. B HEeKOTOPHX BapMaHTax
OCVYIIECTBJIEHN, YKas3aHHOe YCTPOMCTBO KOHOUIYPHPYETCS IJS IOOCTaBKU

aHTHTEeJla WM KOMIIOSMIMM B IJla3, HallpMMep, B CTeKJIOBMIHOEe TeJIOo. B
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HacToAlleM OOKYMEHTE Takxe npenjaraercs Habop, conepXxammun
YKa3aHHEM KOHTeMHep WM YCTPOMCTRO.

Kak wmcHnoJp3yeTcd B HaACTOAMEM IOKyMeHTe, TepMuMH "aHTUTeJo"
ABJIAETCHA CHMHOHMMOM MMMyHOIUJIOOYJIMHa ¥  IOOJDKEH IIOHMMAaThbCsSa  Kak
IIOBCEMEeCTHO M3BeCTHHM B HaHHOM o6JjacTu. TepMMH aHTUTEJIO He
or'paHNUMBaeTCAa KaKUM-JInBO KOHKpPETHEM CcriocofoMm [IOJIy4YeHU I
aHTuTeJla. HanopuMep, TepMMH aHTUTEJIO BKJKOUaeT, Cpelu I[Ipouero,
PEKOMOVHAHTHEE aHTUTeJa, MOHOKJIOHAJIb HElE aHTUTeJIa n
[IOJIMKJIOHAJIBHEE aHTUTeJla. KaK MCIOJNB3YyeTCsa B HACTOoAlleM IOKYMEeHTe,
AHTUTEJIO IIpeAcCTaBJigeT cofOM TeTpaMep, M €eCJM He OIMCaHO MHOTO,
KaXxnooe M3 HMX COCTOMT W3 OBYX MIOEHTHUUHEX IIap IIOJMUIIEITUIHEX
Lener, Kaxiasd Iapa COOEPXUT OIOHY JEeTKyKl Lelb ¥ OIOHY TIXKEIIY
ernk. AMMHO OKOHUAHMSA KaXIOoW LelM COOePXUT BapradellbHYI o00JacTb
npuMepHo wu3 100-120 wiam OoJjlee  aMMHOKMCJIIOT, KOTOPHEE UIpanT
TJIaBHYK DPOJIb IIPpM pPaclo3HaBaHMM aHTHUIeHa. dYacTbk C KapBOOKCuU-
OKOHUAHMEM KaXIOOoM LelM CONEepPXUT KOHCTaHTHYH o0JlacThk C TJIaBHOU
poJibio nyug »2dbdekTopHOM GYHKUMM aHTUTeJa. KilacceH JIeTKMX Leneu
JeJIoBekKa ONpemnesidanT, Kak Kalna M JjaMbmoa  JeTkue Lenu. Kiacce
TAXEJIHX lellel OpelcTaBJjgoT cobo¥ Mo, IOeJbTa, IaMMa, ajbda WiIn
BICUJIOH, ¥ OHM OIPeneydnT W30TUIl aHTuTeJa. V30TUIE aHTUTeJa
npencrTaBJaoT cobow IgM, IgD, IgG, IgA m IgE, COOTBeTCTBEeHHO. B
JETKMX W TAKeJBEX Lelax, BbapuabeJIbHEHE UM KOHCTAaHTHEE o6JacTu
coenuHAKTCA C obJjacTeo "J" mnpuMepHO M3 12 mamM 0OoJiee aMMHOKMCJIIOT,
OpyM BTOM TsXeJlasd Lelb COOEepXUT Takxe ob6jgacTe "D" npuMepHO U3
Tpex MM OoJiee aMMHOKMUCJIIOT.

RapmrabesibHEe O0OJIACTY KaXIoW Iaphl Tsaxeas/Jjerkad Lenb (VH u
VL), COOTBETCTBEHHO, oBpasynT camr CBSA3BBAHUA AHTUTEHa .
COOTBETCTBEHHO, WMHTAKTHOEe aHTUTeJio I1gG COomepXuT, HallpuMep, IOBa
camuTa CBSA3EBAHUA . 3a VCKJIOUEeHUEM OMQYHKIMOHAJIE HEIX VI
OUCIIe UMOUUHEIX aHTUTeJ, 5TV OBa CaliTa CBSA3HBaHUSA ABJIAITCSA
OOVHAaKOBEIMI .

Bapua®esbHEEe 0O0JIaCTM  TSKEJHX UM JIeTKUMX lelel aHTUTeJa
OEeMOHCTPUPYT OOVHAKOBYK o0y CTPYKTYPY OTHOCUTEJIEHO
KOHCepPBaTUBHEIX KapKaCHHX obacTen (FR), COeIVMHEHHEX TpeMs
runepBaprabelIbHEIMM  O0JIaCTAMM, OlpeneligseMeMM TaKXe KkKak o6JjacTy,

omnpeneldrmMe KOMILJIEMEHTAPHOCTL, wuiauM CDR. TepmuH "BaprabOelbHBEM"
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OTHOCMUTCH K TOMy GaKTy, UTO OIpeleJIeHHBEEe 4YacTu BapuabeJIbHHX
IOOMEHOB pa3JIMuarnTCcsa B WMUPOKMUX I[IpelejilaX I[Io0 II0CIelOoBaTeJIbHOCTU
Cpely aHTUTeJI M BOBJIEUEHH B CBSA3BBaHME U CIHEUMOUUIHOCTE KaXIOoI'O
KOHKPETHOT'O AaHTHUTEJIa II0 OTHOIEHMIK K eI'0 KOHKPEeTHOMY aHTUIeHY.
BaprabeJIbHOCTL 3aKJouaeTcsd, npexne BCeTO, B CDR, KOTOpPHE
pasnensgoTcsa 0oJlee KOHCEPBATUBHHEMKM KapkacHeMM objacTtaMmm  (FR) .
[lpUnMcHBaHME aMMHOKMCJIOT K  KaXIOMy IOOMEHY OCYIECTBJISETCH B
COOTBETCTBMM C olpenejeHusaMr Kabat Sequences of Proteins of
Immunological Interest (National Institutes of Health, Bethesda,
Md. (1987 and 1991)) wmum Chothia and Lesk, J Mol Biol 196:901-
917 (1987); Chothia et al., Nature 342:878-883 (1989), KoToOpHe

OIMCHBAIT CIOCOOE, M3BEeCTHHE B IaHHOM o6JacTu.

"Iukuic  TUn” MOXeT OTHOCUTBCA K HauboJee npeobjamanieMy

ajieJiio UM K BuUOaM, OOHapyXMBaeMbM B IIONYJIALUUM, WJIM K aHTUTeIY,
IIOJIYUEHHOMY OT XMBOTHOTO, He IOIBepraeMoT0 HMKaKOMYy BO3IEeVCTBMUIO,
[I0 CPpaBHEHMIO C aJuleJleM WM [DOJUMOPOM3MOM WMJIM BapMaHTOM WU
IPOM3BOOHEIM, IIOJIYYaeMBM C IIOMOMBID HEeKOTOpo¥ GOpMH BO3OeVCTBUL,
TaKOT'O KakK MyTarl'eHes, MCIOJIb30BaHMe PeKOMOMHAHTHEX MeTOIOB, WU
TOMY TIIOHOOHOEe, IJIS SBaMeHH aMMHOKMCJIOTHE MOJIEKYJIE, CBS3HBalmen
AHTUTEeH.

TepMuH "dpaTMeHT aHTUTeJa" OTHOCUTCS K YaCTy MHTAKTHOM Lelu
WM Uely IIOJIHOM IJIMHHE WJIM K aHTUTeJly, Kak I[OIpaBuJIo, K IleJIeBOou
oBJlacTM CBA3HBaHUA WM BapuabeJbHOM objacTu. IlIpuMepH OGparMeHTOB
aHTMTeJla BKJIOUYAaKT, HO, He oI'paHMUMBasAChb >TuM, Fab, Fab', F(ab')2
n odparMeHTH Fv. "OYHKUMOHAJBLHEM OGparMeHT" wmiau "aHajor cauTa 11
anTuTelJa aHTM-IL-6" mnpencTaBjgeT coboy O¢paIlMeHT, KOTOPHM MOXeT
npeloTBpamaThk WM CYINEeCTBeHHO yMeHbllaThb CIHoCOoOHOCTE I1L-6 K
CBA3LHIBAHUI pelelTopa, YMeHBIAaTh CIOCOOHOCTL KoMIJlekca IL-6/IL-6R
K cCBA3HBaHMB C gpl30 wmIM yMeHbmaThb CIOCOOHOCTE JIMI'aHIa K

CBA3HBaHMI ¢ gpl30 MM K MHMLUMMPOBAHMUI IIepelauM CHUTHaJIOB. Kak
UCIIOJIE3YEeTCS B HacToOdmeM OOKyMeHTe, "aHTHUTeHCBA3HBamuii ¢parmMeHT”
wir  "PYHKUIMOHAJNLHEIL (parMeHT”, KakK IOpaBUIJIO, HABJISETCS CUHOHMMOM
"pparMeHTa aHTHTeJa" ¥ MOXeT OTHOCUTLCHS K TakuM ¢parMeHTaM, Kak
Fv, Fab, F(ab')2, um Tak 5ajlee, KOTOPHE MOTYT IMIPelOoTBPamaTh WA

CYIIECTBEHHO YMEHBIIATE CIIOCODHOCTD IL-6 K CBA3HBaHUD pelneliTopa,
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YMEHBIIATE CIIOCOOHOCTL KoMilekca IL-6/IL-6R k cCBA3BBaHmio C gpl30

VJIM K MHMIMVMPOBAHUMIO Tlepeladl CUMI'HaJIOB.

"TIpoussongHoe” aHTHUTeJa npencraBjgeT cobou IOJIMIIENI T,
KOTOPHI COIEPXMT, II0 MeHblleld Mepe, onHy CDR aHTHTeJla, ONMCAHHOTO
B HaCTOAMEM TOKYMEHTE . Kak IpaBUJIo, IPOM3BOOHOE MOXeET
CBA3EBaTHCA C camToM I1II IL-6.

"KoHKkypMpOBaTh” 03HavaeT, UTO IIepBOe AaHTUTEJIO WM eTo
bparMeHT MOXeT KOHKYPUPOBATEH 3a CBS3HBAHME CO BTOPHM aHTUTEJIOM
wimM ero ¢parMeHToM TakuM 0o0pasoM, UTO CBA3BBaHME IIEPBOTO
aHTUTEeJIa C eT0o DBIUTOIOM HOeTEeKTUPYeMO YMEeHbIaeTCsa B IPUCYTCTBUU
BTOPOTO aHTHTeJla I[I0 CPpaBHEHMIO CO CBA3LBAHMEM II€PBOTO aHTUTeJa B
OTCYTCTBUM BTOPOTO aHTUTEeJa. B HEKOTOPHX CJydasx, TepMUH MOXeT
TakXe OTHOCUTHLCS K CBASHBAHUIO BTOPOTO aHTUTEJla C eI'0 SIUTOIIOM,
KOTOpOe NIeTeKTUPYyeMO YMeHbIaeTCsa B IIPUCYTCTBMM II€PBOTO aHTHUTeJa.
MexaHM3M TaKoM KOHKYPEeHLMM MOXeT OCYWeCTBJIATLCS IIOCPenCTBOM, B
HeOoTPaHWYMBAMMX puMepax, CTEepPUUEeCKOTO 3aTPYOHEHNUA,

KOH@OpMaHMOHHHX MBMeHeHMﬁ, CBA3EBaHUA C OOWMM SIMTOIIOM.

TepMUH "MPOIIEeHT UIEHTUUYHOCTHU rnocJyenoBaTeJbHOoCTEN" B
KOHTEeKCTe rocjyiegoBaTeJIbHOCTEN HYKJIEMHOBEIX KMCJIOT o3Hauvaer
OCTaTKU B OBYX [I0CJIeNOBaTEJIbHOCTAX, KOTOPEIE ABJISIOTCA

OOVHAaKOBEIMM, IIPM BHPABHMBAHUM IJIS MaKCUMaJIbHOT'O COOTBEeTCTBUA.
OnmHa CpaBHeHUSd UIOEHTUYHOCTHU [IOCJIENOBATEJIEHOCTHA MOXET
COCTaBJIATE, 10 MeHBIleM Mepe, IPUMEPHO IOeBATH  HYKJIEOTUIOE,
HamnpuMep, IO MeHbIer Mepe, OPYMMepHO 18 HYKJIeOTUIORB, IO MeHbIen
Mepe, IOpuMMepHO 24 HYKJIeOTHIa, IO MeHbIle Mepe, IOIpUMMepHO 28
HYKJIEOTUIOB, IIO MeEHBIIEeM Mepe, IPUMEepHO 32 HYKJIeoTula, IO MeHbIel
Mepe, TIPUMEPHO 36 HYKJIEOTUIOOBR WMJIM, IIO0 MeHbIleV Mepe, OIpuUMepHO 48
i 06oJiee HYKIJIEOTUIOB. AJITOPUTME, MW3BECTHEHE B IaHHOM oO6JjacTH,
MOTYT MCIIOJIE30BATLCA OJIS W3MEPEeHMSa UIOEeHTHUUYHOCTHM HYKJIeOTUIOHEIX
IOoCJIeNOBaTENILHOCTEN . Hanpuwmep, [IOCJIENOBATEJIEHOCTHA [10JIM
HYKJIEOTUMIOOB MOI'YT CPpaBHMBaATLECA C MCIOJIbB30BaHueM FASTA, Gap win
Bestfit (Wisconsin Package Version 10.0, Genetics Computer Group
(GCG), Madison, WI). FASTA BKJOYaAEeT, HalIpMUMep, IOporpamMMmel FASTA2
n FASTAS, oBecrieurBaeT BEpPaBHMBAHMA M IIPOLEHT MIEHTUUHOCTHU

rocjiegoBaTeJIbHOCTEN oBJylacTen HaMJIyudmeTro IepeKpPHBaHUA  MEeXIy
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3alpalmMBaeMot IIOCJIeOOBATEeJILHOCTRI M IIOCJeNOoBaTeJIbHOCTBID IIOMCKAa
(Pearson, Methods Enzymol 183:63-98 (1990); Pearson, Methods Mol
Biol 132:185-219 (2000); Pearson, Methods Enzymol 266:227-258
(1996); Pearson, J Mol Biol 276:71-84 (1998); BrIOUaeTcsa B
HacToOAMMM IOKYMEHT B KaudeCcTBe CCHEUIKM) . KaK [OpaBWJO, MCIIOJbL3YIIT
IapaMeTps IO YMOJIUAaHMIO OJIS KOHKPETHOM IMIPOTpaMMBEl MM aJIloOpUTMa .
Hanpuwmep, IPOLIeHT UOEHTUUHOCTHU IocJieIoBaTEeJIbHOCTEN MeXIy
NOCJNIEeDOBATEJIbHOCTAMY HYKJIEMHOBEIX KUCJIOT MOXET ONpemnesiaThCcad C
UCIIOJIE30BaHueM FASTA C ee HapaMeTpaMM II0 yYMOJIUaHMI (pasMep CJoBa
6 u ko®0duumeHT NOPAM 114 MaTpPMUBE OLIEHOK) WMJIM C MCIOJIL30BaHUEM
Gap ¢ ee IapaMeTpaMM IIO0 YMOJIUaHMI, KakK IpenycMoTpeHo B GCG
Version 6.1, OHM BKJKOYaAeTCH B HaCTOAmIMM OOKYMEHT B KauecTke
CCEUIOK.

TepMmH "IIpOoLleHT UOEHTUUYHOCTHU nmocJyenoBaTeJbHOCTEN" B
KOHTEKCTe IIOoCJedOBaTeJIbHOCTEe aMMHOKMCJIOT O3HavaeT OCTaTKM B
OBYX IIOCJIeHOBaTeJIbHOCTAX, KOTOPHE [ABJIAOTCA OOMHAKOBEMM, KoI'Ia
OHM BEPABHUBAKTCHA IIPUM MaKCUMAJIBHOM COOTBEeTCTBMM. [IJIMHA CpaBHEeHUI
UOSHTUUHOCTY IIOCJIeIOBATEJIbHOCTEY MOXeT IIPeBHMaTh, IO MeHbIek
Mepe, I[IPUMEPHO IIAThk OCTAaTKOB aMMHOKMCIIOT, HallpuMMep, COCTaBJIATH,
10 MeHbIleM Mepe, OpuMepHOo 20 O0OCTaTKOB aMMHOKMUCIIOT, II0 MeHbIel
Mepe, npuMepHo 30 oOCTaTKOB  aMMHOKMCJIOT, IO MeHbIIeM Mepe,
npuMepHo 50 OCTaTKOB aMMHOKMCIIOT, IIO0 MeHbIleM Mepe, OpuMepHo 100
OCTAaTKOB AaMMHOKMCIIOT, IIO0 MeHbllel Mepe, IOpuMepHo 150 ocTaTKOB

aMMHOKMCJIOT WJM, IO MeHblleM Mepe, IOpuMepHo 200 wmiam ©BoJiee

OCTaTKOB aAMMHOKMCJIIOT . VNOeHTUUYHOCTE IoCcJIeNOBATEJbLHOCTEN  OJIA
OJIMIIEIITULOOB, KakK IpaBuUiIo, U3MEep ST c VCIIOJIL 30BAHMEM
IPOTPAMMHOT O oBecrieueHms IS aHaJMza [IOCJIeNOBATEJLHOCTEN .
AJITOPUTMEL 0J1g omnpenejleHUd OpolleHTa UOeHTUUYHOCTU
IoCJIeIOBATEJILHOCTEM  M3BECTHH B OaHHOM  ofJlacTH. Hamnpumep,
[IOCJIENOBATEJLHOCTH AMMHOKMCJIIOT MOTYT CpaBHUBATLCSH c

WCNoJb30BaHueM FASTA, Gap miu Bestfit (Wisconsin Package Version
10.0, Genetics Computer Group (GCG), Madison, WI). IlpoTrpaMMHOE
ofecrieueHyre IOJ8S aHalM3a OeeJIKOB CcoIJlacyeT TIOCJeIOBaTeJILHOCTU C
VCIIOJIbL30BaHMeM Mep M[Honolusd, TIPUIIMCHBAEMBEIX PAa3JIMUHBEIM 3aMemeHVaM,
oejeliaM ¥ IPpYyTUM MOIMOUKaMaM, BRKJIOUAS KOHCEpPBAaTHMBHHE 3aMelleHnsd

aMMHOKMCJIOT. Hanpumep, GCG comepXxuT IIpoTl'paMMEl, Takue kak "Gap" wu
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"Bestfit", KOTOPHE MOXHO VCIIOJIL30BaThH c napaMeTpamm o
YMOJIUaHWK, KakK YyKa3aHO B IIporpaMMax, IJIA OlpeleJIeHMS T'OMOJIOTUM
IocjleIoBaTeJIbHOCTEN MM MISHTUUHOCTM IIOCJIeIOBaTEeJIbHOCTEN MexIoy
OIM3KO  POIOCTBEHHHMM  TIOJIMIIENITUIAMMU, TaKVMMM KakK  T'OMOJIOTHYHEE
MOJIMIIENTUIOE OT Pas3JIMUHEIX BUIOB OPIaHM3MOB, WM MeXOy OeJIKOM
IOIVKOTO TUIla M eTro aHajJoroMm. CMoTpu, Hanopumep, GCG Version 6.1
(University of Wisconsin, Madison, WI). IlocyenmoBaTeJbLHOCTH
[IOJIUIIENTUIORB TakKXe MOXHO CpaBHMBATL C MCIOJB30BaHMeM FASTA,
VCIIOJIE3Y A IapaMeTphl I[10 YMOJIUaHUI WM PEeKOMEHIOBAHHEE IlapaMeTpPH,
cMoTpu  GCG  Version 6.1. FASTA (Hanpumep, FASTA2 wum FASTA3)
oBecrnieunBaeT BHPABHMBAHMA u [IPOLEeHT UIOEHTUUHOCTHA
mocjiegoBaTeJIbHOCTeN mOJd ofbJacTeV HaWJIydmeIo IIepeKPHBaHMA MexXIy
3anpammMpaeMor IIOCJEeOOBATEJIbHOCTRI0 U IIOCJeIOBaTEJILHOCTLI IIOMCKa
(Pearson, Methods Enzymol 183:63-98 (1990); Pearson, Methods Mol
Biol 132:185-219 (2000)) . IpyTol  aJITOPUTM, KOTOPHEIM  MOXHO
MCIOJIL30BATE IIPM CPAaBHEHMM IIO0CJIelOBATEeJbHOCTM ¢ 0a30M »OaHHHX,
comepxamey OoJbIloe KOJMUECTBO IIOCJIeOOoBaTeJJbHOCTEM OT pPa3JIMUHEBIX
OpTraHu3MOB, IIpedcTaBJgeT coBoM KOMIBITEpPHYyK OpoTrpammy BLAST,
HamnpuMmep, blastp wmiam tblastn, ¢ wucHoJb30BaHMEM IIapaMeTpoOB IIO
YMOJIUaHMIO, Kak TIIoCTaBJIgeTCda BMecTe C TIIporpaMMaMM. CmoTpH,
HamnpuMmep, Altschul et al., J Mol Biol 215:403-410 (1990) ;
Altschul et al., Nucleic Acids Res 25:3389-402 (1997).

BeJjiok MM OOJMIENTUI ABJISeTcsa "o cymecTBy umMcTeM", "o
CymecTBY ToOoMOTeHHEM" mMjM "mOo CymecTBY oOuMmeHHBEM", KoIr'ga, IO
MeHbBIIEM Mepe, TIOpuMepHO 60-75% ofpaslla IeMOHCTPUPYT OIOMHAKOBHE
BUIOH TIOJIUIIENITHIOA . [IOJIUIIENTHO WMJIM OeJIOK MOXeT OHTb MOHOMEPHBM WJIIN
MYJILTUMEPHEM. IO CYMEeCcTBY UMCTHEM IIOJUIIENTHI WIM ©OeJIOK MOoXeT
comepxaThk InIpuMepHo 50%, 60%, 70%, 80%, 90%, 95%, 98% wmium 99%
UMCTOTO IIOJUIIENTUIA; HalIpuMep, II0 CYMeCTBY UYMCTHM OOJUIENTHUI WU
BeJlok sABJSAeTCa uMcTEM Ha 50%, ©60%, 70%, 80%, 90%, 95%, 98% wumu
99%. UYmcToTa WMJIM T'OMOTE€HHOCTE OeJIka MOXEeT OILIeHMBATbCH C IIOMOIBI
JIIOOBIX COOTBETCTBYRIMX CpPencTs, TaKMxX KaK BJeKTpodopes Ha
IoJMakpuiIaMuoHoOM Tejle obpa3la ©OeJika C Iocjelyolel BUlyaJu3alumen
OOHOM WMJM HEeCKOJbKMX IIOJIOC, acCouMMpOBaHHOe C  OeJIKOM WU
IOJIUIIENTUOOM (HalpuMep, OpM OKpallMBaHMM TeJid), SKCKJII3MOHHOMN

BOXX, KaTHMOHOODOMEeHHOM BOXX, BOCCTAHOBUTEJIEHOTO KanouJIJIapHOTO
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aJjekTpodopesza B SDS, HNENTUIOHOTO KAPTUPOBAHMA WM ITJIMKAHOBOTO
KapTUpOBaHMAa. bBojlee BEHCOKOe paspelleHre MOXeT OBTb JOCTUITHYTO C
MCIIOJIL30BaHMEM, HalpuMep, CIocof®oB, WMB3BEeCTHHX B IaHHOM o6JacTu,
WV OPpYTUX CPenCcTB OUMCTKM.

TepMuH "11o CymecTrRy nonobmue", KOoT'ZJa OH OTHOCUTCHA K
HYKJIEMHOBOM  KMCJIOTe WM ee  QparlMeHTy, O3HauvaeT, uyTO  IIpU
OIITHMAaJIbHOM BHPABHMBAaHUN, C COOTBETCTBYKIIVMA HYKJI€O TUIHEMN
VMHCEePpLUUAMY WM »OeJlelusaMM, C IPYTOM HYKJIEeMHOBOWM KUCIOTOM (MJaM C
ee KOMILJIEMEeHTapHOM HUTLIO) , VMeeTCH UIOEHTUUYHOCTD
[IOCJIeEIOBATEJIbHOCTM HYKJIEOTMOOB, IIO MEeHbIey Mepe, OpuMepHo y 85%,
10 MeHbIleM Mepe, OpuMepHOo y 90% M, IO MeHbIIeM Mepe, IIPMMEPHO VY
95%, 96%, 97%, 98% wmam y 99% HYKJIEOTHIHHX OCHOBAaHMM, HaIpUMep,
MIeHTUMUYHOCTL IIocjemoBaTeJibHocTel 85%, 90%, 95%, 96%, 98% wm
99%, KakK WM3MEepeHO C IOoMOmbl JIOOT0 WM3BECTHOTO aJIloOpUTMa OJId
UIeHTUUYHOCTHM IIoCJIemoBaTesIbHOCTelM, Takoro Kak FASTA, BLAST wiu
Gap.

B [IpMMeHeHUN K [IOJIUIIEN T AaM, TEePMUH "o CYLeCTBY
UoeHTUuYHOCTL" wmam "mno cymecTBy nomodme" os3HauvuaeT, UTO IOBE
[IOCJIeIOBaATEeJIbHOCTM AaMMHOKMCJIOT, IIPpM OITMMaJIbLHOM BHPAaBHUBAHUMU,
Halpumep, ¢ IHIoMoubn IIporpaMMm GAP wmiam BESTEFIT ¢ MCHOJB30BaHUEM
BECOB PaspPHBOB 1o YMOJIUaHMIO, Kak IOCTAaBJIAETCH BMeCTe c
nporpaMMaMi, pasieanT MeXIy cobom MOEHTUUYHOCTDb
mocjlegoBaTeJIbHOCTEM, II0 MeHbllel Mepe, OpuMepHo Ha 70%, 75%, 80%,
90%, 95%, 96%, 97%, 98% wmim  99%; HallpuMep, MOEHTUUYHOCTD
nocjienopareJibHocTem 70%, 75%, 80%, 90%, 95%, 96%, 97%, 98% wmu
99%. B omnpeneJlIeHHHX BapMaHTax OCYIMEeCTBJIEHUMHI, IIOJIOXEeHMS OCTaTKOB,
KOTOPHE He HABJAKRTCH MISHTHUUYHBMM, Pa3JIMYUalnTCad KOHCepBaTUBHEMU

3aMelleHMAMM aMMHOKWMCJIOT .

"TepaneBTruecku 920DeKTHMBHOE KOJMUECTBO” OTHOCUTCS K TOMY
KOJIMUECTBY TepaleBTUUeCKOTO aTleHTa, KOTOPHM IIPpM BBeIeHUMM OyIeT
ofJjeruyarsh, 1o MeHbIIen Mepe, OIoMH IpM3HaK NI CUMIITOM
zaboJjieBaHud, KOTOpOe  JIeuuTcHd, WM  YCWIMBATL WM  YJYYlaTh
IpoduilakTHUeCKOoe MM TepaleBTUUeckoe BO3IeMCcTBMe (BO3OelCTBUA)
IpYyTOM  Tepaluu (HampuMep, IPYTOTO TepaleBTHUUeCKOTO areHTa)

IIOJIE3HOT'O IOJI4 JIedeHNA 3aboJileraHud, ACCOLMMPOBaHHOEe C IL-6.
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I[loHAaTHO, uTo TepalleBTUYECKHN 20beKTMBHOE KOJIMYECTBO MOXET
BBOOIMTHLCH BO MHOXECTBEe JO03 B TeUeHMEe OTPaHMUYEHHOTO IIepuona
BPEMEHM WJIM B BUIE XPOHUUYECKOTO JIEUEHUH.

"Jleunrns", "JledyeHHEHM" u  "JledeHMe" OTHOCHUTLCS K CIOoCODy
oBJIeTUyeHM OIOHOTO VI HECKOJIBKMX  IIPU3HAKOB WM CHMIITOMOB
3aboJIeBaHuAg.

Kak MCHOJIL3YyeTCcda B HacTodmeM OOKyMeHTe, TepMuH "3adojeBanue”
BKJIOUaeT 3abojieBaHMA M PACCTPOMCTBA.

[IoJlJHOe oOIMCcaHMe KaXOoTr'o IIaTeHTHOTO MHOOKyMeHTa M HayudHOU
CTaThbM, YIOMMHAEMOM B HacTOAmeM IOKyMeHTe, U IIaTeHTHHEe TOKYMEHTH
¥ Hay4dHHE CTaThbM, LUTHUPYEMHE IIPM D2TOM, BKJKYAKTCA B HACTOAMUN
IOOKYMEHT B ABHOM BMIE B KaueCTBe CCHUIOK IJII BCex LeJielu.

HOTIOJIHU T eJIb HEE 0COBEeHHOCTHU u npeuMylecTBa HacToAmero
n300peTeHUsa OIMCHBAaKTCA 00Jiee KOHKPETHO HIMXe.

KpaTkoe omnmcaHme uepTexen

dur.l mnpemcrarJgseT cobol Ipaduk, WIIOCTPUPYINUN pPe3YJbTaTH
SKCIEepPUMEHTa, IIpM KOTOPOM aHTUTeJO aHTu-1L-6 BeOomuTca IVT (B
CTEeKJIOBUIHOE TeJIo) MomeJM Kpec CNV. AHTHTeJIO aHTM-VEGEF BBOOMUTCSH
B KauecTBe IIOJIOXUTEJILHOTO KOHTPOJIS, ¥ OTPULATEJILHENM KOHTPOJIbL
OpencraBJjgeT cobo¥ Hecymyl cpeny caMy 1o cebe. p=0,0054 B [eHb
15 m p=0,0005 B JdeHp 22 @#jga aHTHUTeJla aHTU-1L-6 IO CpaBHEHUI C
KOHTPOJIEM C HecyleM cpelou.

dur.2 npencrTaBygeT coboM TIpaduK, WIIOCTPUPYIIUNY pPe3VyJbTaTkH
MCCJIeIOBaHMA C IIOMOMBK DSKCIEePMMEeHTa II10 CBA3HBAHMID, OTHOCUTEJILHO
CIIOCOOHOCTHM aHTUTeJla 64 MBIMHEX K MJHIMOMPOBAHMI CBA3HBaHMA I1L-
6/IL-6R c gpl30.

dur.3A npencrapjdgeT cobom rpadux, WJILITIOC TPUP YIOMMN
DKCIIEPUMEHT, B KOTOPOM 020 UCCIJIenqyrnT Ha CIIOCODHOCTE K

OJIOKMPOBAHUIO IIepemaun CUT'HAJIOB IL-6 B OTCYTCTBUM  M3OHTKA
pacrBOopUMOTO IL-6RO. DOKCIEpPMMEHTH OCYMeCTBJIART B KJeTkax HEK-
Blue-IL-6 ¢ 0,2 ur/mi IL-6 u 2 MxD/MiI 1L-6Ro.

dur. 3B npencrTapjdgeT cobom rpadux, WJILJTIOC TPUP YOI
DKCIEPUMEHT, B KOTOPOM 020 UCCIIenynT Ha CIIOCODHOCTE K

BJIOKMPOBAHMID IIepemauM CUTHaJIoB IL-6 B IOPUCYTCTBMM M3OHTKA
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pacrBOopuUMOTO IL-6RO. DOKCIEpPMMEHTEH OCYMeCTBJISRT B KJeTkax HEK-

Blue-IL-6 ¢ 0,2 ur/mi IL-6 u 2 MxD/MjiI IL-6Ro.

Oour.4 mnpencTaBiageT cobor Tpadrk, WLIIOCTPUPYIUY pPe3yJIbTaTH
SKCIIEPUMMEHTAa, NPY KOTOPOM MOHOKJIOHAJIBHOE  aHTUTeJIO aHTU-I1L-6
("Bimoxkama IL-6") BBOmaT IVT B Momenu wmemedt c CNV. KoHTpoJm
OpeICTaBJIAIT CODOM OTCYTCTBUe JiedeHUs (MIPOTURBROIIOJIOXHEIL ITJIaszs),

VHBEKLMID B CTEeKJIOBUIHOE TeJIO aHTuTeJo aHTu-VEGE ("Bjsoxazma VEGE")

MmJjim  VMHBEKIMI B CTERJIOBMIHOE TeJIO KOHTPOJIA, M30THUIIa aHTHTeJIa

aHTM-HRP ("KoHTpoJibHOEe aHTuUTeJso”) .

dur.5 IIOKas3eBaeT CBA3EBaHMUE C IL-o0, I10 CPpaBHEHMIO C
aHTuTeJIoM »DukKoro Tuna (EBI-029), 5mOJgsg aHTHUTeJI, HKMEIMUX CcJenyilme
MmyTauumu (1) I51T/S55G, (2) A28V/I51T/S55G, (3) S30P/I51T,/S55G,
n (4) A28V/S30P/I5H1T/S55G (ynoMmHaeTcsa Takxke kak EBI-030).

OuUr.6 OKa3bBaeT OTHOCUTEJIBHYK BEJMUMHY Illepeladl CUTHaJIOB B
penopTepHHX KJeTkax HEK-Blue™ IL6, ob6pab®oTaHHHX IL-6 UM OIHVM U3
crenyiommux  Fab: (1) (EBI-029) WT, (2) A28V/I51T/S55G, (3)
S30P/I51T/S55G, (4) A28V/S30P/I51T/S55G (EBI-030).

dur.’7 [IOKa3LBaeT JIIOMMVHE CLLE HIIAIO (mepy npoJimpepalmnm,
nHoyuupyemom IL-6) B KJeTkax T1165.85.2.1, ob6paboTaHHHxXx IL-6 U
OOHUM M3 CcJenyiommx Fab nOpu [moka3aHHOM KoOHIeHTpauum: (1) (EBI-
029) WT, (2) A28V/I51T/S55G, (3) S30P/I51T/S55G, (4)
A28V/S30P/I51T/S55G (EBI-030).

dur.8 HoKasHBaeT OTHOCUTEJIBHYI BEJIMUMHY Ilepellauy CUTHAJIOB B
peropTepHEx KJeTkax HEK-Blue™ IL6, o6pab6oraHHpx 20 nM IL-6 wu
P a3JIMUHBEMA KOHIIeHTPpal SMN (1) EBI-029 IgG2 (EBI029),
NIPOOYLIMPYEMEIX B KJeTkax HEK-6E, (2) EBI-030 IgG2 (EBIO30),
NIPOOYLIMPYEMEIX B KJeTkax HEK-6E m (3) EBI-030 IgG2-H311A (EBIO30
H311A), mODpomnyuMpyeMeX B kJeTkax HEK-6E; (4) Toumimsymadtom (TOCT)
u (5) EBI-030 IgG2, nponyumpyeMeM B cTadbuibpHOM IIyJie CHO (EBI-030
CHO) .

dur.9 meMoHCTpUpPpYeT OGapMaKOKMHETUUECKYK MOIeJlb, OIMCAHHYK B
[Ipumep 20.

Our.1l0 OeMOHCTPMPYET BJMAHMEe YJIyUlleHHeHUA 5BO0QeKTUBHOCTU

aHTHMTEeJIa Ha IIPOIOOJIXMTEJIEHOCTE MHPMGMpOBaHM}I IL-6 B Jiasy, Kakr



37

CMOLEeJIMPOBAaHO c VCIOJIE30BaHMeM  QapMaKOKMHETUUEeCKOM MOIeJIN,
onucaHHoM B Ilpumepe 20.
Our.ll mnokaspBaeT KOHLUEHTpalMK JIEKapCTBEHHOT'O CpencTBa B

CTeKJIOBMIOHOM TeJjle mjsa EBI-029, EBI-029-H311A, EBI-030, EBI-030-

H311A, Eylea® wu roummmsymada (TCZ) kak OYHKIMIO BpPEeMeHU IIOCJIe
BEeIEeHVA B CTEKJIOBUIOHOE TeJO.

dur.l12 r1okasEBaeT KOHUEHTPpalUMK JIEKAPCTBEHHOT'O CpelcTBa B
ceTuaTkKe oJidg EBI-029, EBI-030, EBI-030-H311A, Eylea® u
ToUMIM3yMada (TCZ) Kak OYHKLIMIIO BpeMeHU ocJie BBeIeHUd B
CTEKJIOBUIHOE TeJIO.

Our.13 mnokas3HBaeT KOHUEHTpalul JeKapCTBEHHOTO CpelcTBa BO

BHYTPUIJIA3HOM XuUOKOCTM nJg EBI-029, EBI-030, EBI-030-H311A,

Eylea® u moummimmsyMata (TCZ) kKak OYHKLMIO BPeMeHM I[IOCJie BBeIeHUd B
CTEeKJIOBUIHOE TeJIO.
dur.l4 mnoxasbBaeT KOHIEHTpAaLMI JEeKapCTBEeHHOTO CpelcTBa B

cocyoucTom oboJiouke T1Jlaza mnyg EBI-029, EBI-030, EBI-030-H311A,

Eylea® u rmoummmsymaba (TCZ) kak QYyHKUMIO BPEeMeHM IIOCJIe BBEIEeHUS B
CTEeKJIOBUIOHOE TeJIO.

dur.l15A pemMoHCTpUpyeT moJjioxeHmsa FR1, CDR1, FR2, CDR2, FR3,
CDR3, FR4, CH1l, mapuHupa, CH2 m CH3 B OCJIeOOBATEJILHOCTSX TsKeJION
nenn EBI-029 (SEQ ID NO: 11), EBI-030 (SEQ ID NO: 41) m EBI-031
(EBI-031 Takxe yIOMMHaeTCS B HaCTOAmeM IOOKyMeHTe Kak EBI-030-
H311A) (SEQ ID NO: 47).

dur.15B pmemoHCcTpupyeT mnoJjgioxeHmsa FR1, CDR1, FR2, CDR2, FR3,
CDR3, FR4 m CK B mnocjyemoBaTeJIbLHOCTHM Jerkom Lemnmu (EBI-029, EBI-
030 m EBI-031 wuMenT OIMHAKOBYK IIOCJIEeDOBATEJILHOCTL JIeTKOM Liellu)
(SEQ ID NO: 12).

Our.l6A [OKa3HBaeT OTHOCUTEJIBHYK BeJIMUMHY Ilepelady CUTHAJIOB
B pelIopTepHHx KJIeTkax HEK-Blue™ IL-6, ofpatoTaHHex 20 nM IL-6 u
pPa3JiMUHEIMKM KOHLeHTpauuavy EBI-031 wim Toumnmsymada.

Our.l6B [okasHBaeT OTHOCUTEJBHYK BeJIMUMHY Illepelady CUTHAJIOB
B PeHNOopTepHHX KJjeTkax HEK-Blue™ IL-6, o6patoTaHHHX 200 1M THIep
IL-6 ¥ pa3JMuYHBMM KOHLUeHTpauuavu EBI-031 wmim Toummsymada.

Our.l7 noka3HBaeT pPe3yJIbTAaThH KOMIBOTEPHOI'O MONEJIMPOBAaHMA,

onMcaHHOTO B Illpmmepe 24.
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dur.l8 IMoKasHBaeT CXeMaTHUUecCKyl IMarpaMMy Tpex pPa3JIMUHHX
CTPYKTYPHEIX nzodpopm aHTUTeJI IgG2, BHI3BAHHHX OVCYJIbOUIHEM
madpdIMHITOM.

our.1l9 mnokas3wBaeT XxXpoMaToTrpaMMmel BOXX ¢ obpameHHOM Qas3on
obpazuoB EBI-031: HeoOpaboTaHHEE (BepxHSAd TIaHeJdb), 5 ™M DTT
(cpenHdasa naHeJsib), 10 MM UMcTerHa (HWXHSAS [IaHeJb) .

Oour.20 mnokaz3HBaeT XxXpoMaTorpaMmel BOXX ¢ oOpameHHOM Qas3on
obpazuoB EBI-031, coOpaHHHEX M3 pPa3JIMUHEIX JMHUN KJIeTok EBI-031:
KyJIbTypa B MacmTabe 200 J KJIOHAJBLHOM JIMHUM KJIETOK (BepxHAd
naHeJlb), KyJbTypa B MacmTabe 10 J JMHMM POIUTEJNBCKUX KJIETOK
(cpemHasa IHaHeJb) M OyJ CTabMJbHO TPaHCOULMPOBAHHEX  KJIETOK
(HMXHS A IIaHeJb) .

dur.21 1oka3HBaeT xpoMaTorpammy BOXX ¢ ofBpameHHOM daszon
EBI-031, cofpaHHHEX U3 KYJbTYPH B MacmTabe 200 JI KJIOHAJBLHOWM JIMHUU
KJIETOK, ¥ 0O0OO3HavuaeT U KOJMUECTBEHHO OIpenejigeT Kakue MMEHHO
M30QOPMEL MIPEeOCTAaBJIEHH KaXIbHM OIMKOM Ha XpoMaToTpaMMe.

dur.22A IpenCcTaBJISgeT cobomn rpaduk, TIOKa 3LIBalommi
bapMakoKMHEeTHMUECKMEe  IOaHHEe OoT A(pMKaAHCKOM  3eJIeHOW  MapTHIIKU
(K797), kak omnmcaHo B Illpumepe 26.

dur.22B npencraBJgeT cobom rpaduk, IIOKa 3B AU
bapMakoKMHeTUMUEeCKMe  IOaHHHe OoT APPUKAHCKOM  3eJIeHOM  MapTHIIKMY
(Ke79), kak ommcaHo B Illpumepe 26.

dur.23 opencraBJgeT cobou rpaduk, IIOKa 3B AU Kak
bapMakoOKMHeTUMUEeCKMEe IaHHHEe OT APPUKAHCKMUX 3BeJIeHHEX MapThinek (K797
i K679), Tak M NOOTOHOUHHE KPUBEHE.

dur.24A 1oOKa3HEBaeT KOHIEHTpalUMK JeKapCTBEHHOTO CpelCcTBa
EBI-031 B XMIOKOM UYaCTM CTeKJOBUMIOHOTO TeJa KakK O(QYHKLUMIO BpeMeHU’
IocJjie BBeIeHMS B CTEKJIOBMIHOE TeJlo.

dur.24B 1Hokas3BBaeT KOHIEHTpalUMK JIeKapCTBEHHOTO CpPelCcTBa
EBI-031 BO BHYTPUIJIABHOM XUOKOCTM Kak OQVHKIMIO BpeMeHM IocJe
BBeIeHUS B CTeKJIOBUIOHOE TeJlo.

dur.24C 1mokas3eBaeT KOHIEHTpalUMK JIEKapCTBEHHOTO CpPeICTBa
EBI-031 B cocymucToM obBoJlouke IJlaza Kak OYHKIMIO BpeMeHM IIoce

BBelcHNMA B CTEeRJIOBMIHOE Te&JIO.
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dur.24D 1HoKa3EBaeT KOHIEHTpalUMK JIEKapCTBEHHOTO CpPelCcTBa
EBI-031 B KOHBIOHKTMBE KakK OYHKIMIO BpeMeHM IIOCJle BBeIeHMHA B
CTeKJIOBMIOHOE TeJIO.

dur.24FE 1nokas3eBaeT KOHIEHTpalUMK JIEKapCTBEHHOTO CpPeICTBa
EBI-031 B ©poroBHMIe KakK OYHKIMIO BpeMeHM IIOocJe BBelIeHUuS B
CTeKJIOBMIOHOE TeJIO.

dur.24F nokas3HBaeT KOHIUEHTpalMK JIeKapCTBEHHOTO cpencTea of
EBI-031 B UIMAMapHOM TeJle panOyXHOoM oO00JIOUKM KaK OQYHKLUMIO BpeMeHU
[I0CJIe BBeNeHMA B CTEKJIOBUIHOE TeJlo.

dur.24G 1Hokas3eBaeT KOHIEHTpalMK JIeKapCTBEHHOT'O CpelcTBa
EBI-031 B xpycTajJMKe KakK QyHKLUMIO BpeMeHM I[IOCJIe BBeIOeHMSA B
CTEeKJIOBMIOHOE TEeJIO.

dur.24H T1noka3HBaeT KOHIEHTpalMi JIEKAPCTBEHHOTO CpenacTBa
EBI-031 B ceTuaTKe KaK OQYHKUMIO BpeMeHM IIOCJIe BBeIeHUuS B
CTEeKJIOBMIOHOE TEeJIO.

dur.241 T1noka3HBaeT KOHIEHTpalMi JIEKAPCTBEHHOI'O CpPencTBa
EBI-031 B CKJIepe Kak OGyHKUMIO BpeMeHM IIOcCJe BBeIOeHMA B
CTEeKJIOBMIOHOE TEeJIO.

NompoBHoOe ommMcaHue

I1.-6 omnMcHBaeTCda B KauecTBe aleHTa, HuIpakmero pPoJb B pale
3aboJieBaHmUM, TaKMxX KaK PeBMATOMIHHEM apTpUT, U KkKak coobmaeTcHd,
ABJISETCA  3BHAUMTEJILHO  all-pelyJIMpyeMbM IOIpu paoe  3abojieBaHuUl,
BRJIOUAA IJlal3HHe 3BaboJjieBaHMsa. I1L-6 MOXeT IOelCTBOBATHL Kak I10 LKUC—,
Tak M TIIO0 TpaHC-MexXaHM3MaM. [lpM LIMC-MexXaHM3Me, CUMTaeTCsa, YUTOo

cepobomuelt I1L-6 CBA3HBAETCS CO CBA3aHHEM C MeMOPaHOM pPelLelTopOM

IL-6 (IL-6R vyIoMMHaeTCcd Takxe kak IL-6Ro m CDl126), a 3arTeM
koMmIlekc IL-6/IL-6R B3amMmomercTByeT C gpl30 (ynoMrMHaeTcsd TakKxe
kak CD130, peuenTtop OHKOCTaTHMHa M, IL-6RBeTa ™M [I€PEHOCUUK
cur”Hajios IL-6), IJsa aKTuBaUuM IlepellauM CUITHAJIOB B  KJIIETKe,
comepxamemn KOMILJIEKC . [Tpu TpaHC-MexXaHu3Me, CBODOOOHLM IL-6
CBA3EBAETCA C pPacTBOPMMEIM pelleniTopoM I1L-6 (sIL-6R) . BarTeM
koMmrlekc IL-6/sIL-6R MoOXxeT CBA3HBATLCS C gpl30, OIPpMCYTCTBYIOI/MA
B MeMOpaHe KJeTkM. KiouebBoe pasz3jiMure MexOy HSTUMY MexXaHW3MaMU
zakjodaeTca B ToM, dYTO gpl30 srcopeccupyeT OoJbllee KOJIUUECTBO

TUIIOB KJIETOK, UYeM BKchopeccupyeT IL-6R, 3»KCIpecCHUMpOBaHME KOTOPOTO
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apisgeTca 0oJiee OTpaHMUYEeHHHM. Ilo 2TOoM NOpMUMHe, Opu 3adoJieBaHMUAX,
IpM KOTOPHX SABJISAETCHI XKeJaTeJIbHHM MHIUOMpOBaHMEe Iepelaur CUIHAaJIOB
IL-¢6, HaopuMep, OpM  KOTOPHX XKeJlaTeJJbHO B  IMPOKOM  CMHCIIe
MHTUOMPOBATDH nepemauy CUTHAaJIOB IL-6, TIOJIe3HO VHTUOMPOBATDH
mepemauyy CUTHaJIOB Kak IMC—, Tak M TpaHCc-IL-6. ABTOPH HaCTOAmeMN
3aABKM IIOJIYUMJIM C TIOMOMBI T'e€HHOM WHXeHepuM aHTarloOHMCTH IL-6,
HaopuMep, aHTuTeJla aHTM-1L-6, O¢QparMeHTH ¥ OPOM3BOIOHEE, KOTOpPHE
MOTYT MHIMOMPOBATH Iepelady CUITHAJOB KakK LKC—, TaK M TpaHc-IL-6.
B @momoJiHeHMe K STOMYy, aBTOPH HACTOAmMEM 3agBKM IIOJYUYMIIM C IIOMOIBLIO
TeHHOM WHXeHepuM TakMe aHTaTOHMCTH I1L-6 @OJ4 »OOCTWXeHud OoJee
BERICTPOTO CMCTEMHOT'O  BHBEeIOEHUHS. AHTaroHucTH IL-6, HalpuMep,
aHTHUTeJa NPpOoTMB I1L-6 M UMX QparMeHTH WMJIM [IPOM3BOIHEE, OIMCHBAKTCSA
B W02014/074905, mnoJjHOe coIepXaHVe KOTOPOM TeM CaMbBM BKJIOUATCS
B HacCToOAmMMM OOKYMEHT B KaueCTBe CCHJIKM. HacTodmee wuszobpeTeHUe
OTHOCHUTCS K VYJYYNEHHEIM aHTUTEeJaM HOpOTHBR I1L-6 M K MX IIPMMEHEHMSM.

Kak UCIIOJIE3YEeTCH B HaCTOAlleM OOKYMEHTE, TEepPMMHEL B
EIVMHCTEBEHHOM UMCJIE BKJIOUAKT M MHOXECTBEHHO UMCJIO, e€eCJIM KOHTEeKCT
YeTKO He yKashHBaeT MHOTO.

OcobeHHOCTM aHTaroHucToer I1L-6 (IL-6a)

Kak mpaBuijo, aHTaroHmcT IL-6 (IL-6a), OIMCAHHHM B HaCTOSIEeM
IOOKYMEHTe, CIHelMdMUHO CBA3HBaeTcd ¢ camroM I1I (camrToM 2) IL-6 u
ABJISETCA IIOJIe3HBIM IIPKM JeUueHUM IJIa3HOTO 3adojieBaHMsa, CBA3aHHOTO C
IL-6, wu oIopeleJIeHHHX IpyIux 3adojieBaHUM. IJlasHoe 3abdojieBaHUe,
cBaz3aHHoe ¢ IL-6, 1mpencTaBisgeT coboy 3BadojeBaHMe, IIPM KOTOPOM
HexeJlaTeJIbHEM CHUMIITOM WM OMoJIoOTMUYecKasd aKTUMBHOCTL 3abdoJieBaHusd
accoumMmMpyeTcsa C 3KCIPeCcCCUMpPOBaHMEM WJIM IOIpUCYTCTBUeM 1L-6. B
HEeKOTOPHX BapMaHTax ocymecTBJeHMaS IL-6a muMeeT BHCOKOEe CPOICTBO,
Kak K cpoBomHOMY, Tak M K CcBg3aHHoOMy 1L-6, u  ABJdeTcsd
OTHOCHUTEJILHO CTabuJIbHEM B opTraHmu3Me, MOXET VHTUOUPOBATDH
cesaspBaHMe ¢ gpl30 IL-6 ceazaHHOTO C  IL-6R (B HacToOAWeM
OOKYMEeHTe oIpenejideTcsd KakK kommjekc IL-6/IL-6R wmium I1IL-6/IL-6R),
¥ MOXeT OKasHBBaTh TepalleBTHUecKoe BO3OelcTBMe. Kak npaBuiio, IL-
fa IpencrTaBJgeT cobo¥ aHTUTeJO WIM IoJIydaeTCcs M3 aHTuUTela.
Hanpumep, IL-6a 0OpencTaBiasgeT cCcoBoM MMelmMM BHCOKOE CPOICTBO
TYMaHM3UMPOBAHHEM Fab, KOTOPHM MOXeT CHelMdMUHO CBA3HBATLCSA C

caitomM II IL-6 ¥ MOmMHO OJIOKMPYeT Iepelady CUTHAJOB Kak ILMC—, Tak
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n TpaHc-1L-6. B mpyroM Ipumepe, IL-6a mOpencTaBjsgeT cobon
AHTUTEJIO I[IOJIHOWM IJIMHE, HalpuMep, aHTuTeJyio 1gGl mam IgG2.

B HEKOTOPEIX BapMaHTax OCYIECTBJIEHN L, Fab TaKxe
KOHOUTYPUPYETCH KakK IIOCJemoBaTeJILHOCTEL Fc, DojiydeHHasa C IIOMOILIO
TEeHHOV MHXEHepuM, WJIM HaxXoOUTCS B aHTUTeJIe TIOJIHOM IOJMHE. B
HEeKOTOPHX BapMaHTax ocylmecTejieHus, IL-6a ¢ Fc, I[DOJYYEHHEM C
IIOMOMmMBID TEeHHOM MHXeHepuM (HanpuMmep, Fab < Fc, [DOJyYeHHEM C
[IOMOIIBIO TeHHOM VHXeHepUn) uMeerT DoJiee OBICTPOE CUCTEeMHOEe
BHBeIeHMe, I[I0 CPaBHEHUI C COOTBETCTBYHIMM KOHTPOJIEM, HalpUMeEpP,
[I0 CPaBHEHMIO C COOTBETCTBYHIMM aHTUTEJIOM, €er'o (QparMeHTOM WU
IIPOM3BOOHEIM, KOTOpPOe He uMeeT FC, ODOJYUYEeHHOTO C IIOMOMBI IT'eHHOU
VHXeHEepUM. 3T U Opyrre ocoOeHHOCTM IL-6a ONMCHBAaKTCA »ajlee B
HacToAmleM NOKYMEeHTe.

ABTOpPH HacTodlleM 3asgBkM pas3padoTaimM aHTaAaroOHMCTH  1L-6,
KOTOPHE CeJIEKTHMBHO CBA3HBaTCA C¢ cavToM II IL-6, mJjusa obecrneueHUS
B WMMPOKOM CMBICJIE MHIUOMPOBAHUA IlepellauM CUTHAaJIOB 1L-6, I[IOCKOJIBKY
TakKMye MOJIEKYJIH MOTYyT MHIMOMPOBaAThL CBA3EBaHMe gpl30 ¢ IL-6,
He3aBUCKMO OT TOI'O, SABJgeTcsa Ju 1L-6 CBOOOIOHEIM WMJIM CBS3aHHHEM C
MeMOpaHo IL-6R mim sIL-6R. Kpome Toro, HalleJMBaHMe JuTaHzma (IL-
6), B IIPOTUBOIIOJIOXHOCTE peLenTopy IL-6, MOXET YCTPaHUThb
MeIUMpyeMoe PeLelNTOpPOM BEBEeINeHMe UM TOKCUUHOCTL, BH3HBaeMyl ADCC
(AaHTUTEJIO-3aBUCHMY KJIETOUHO-MeIUMPYeEMY® LIUTOTOKCUYHOCTE) .

[lockoJypky IL-6 wuIpaeT KaK IIaTOJIOTUMUECKYI, TakK ¥ 3alUTHYIO
poJsiM npu 3aboJieBaHMM, MCIIOJb30BaHMe aHTaroHucTa 1L-6 (IL-6a) 14
JleueHMsa 3ab0JieBaHMia, aCCOLUUMMPOBAHHOI'O C IIOBHIIEHHEM YpOBHeM I1L-6,
MOXeT VYJIYUINTL OIpelneJIeHHEE AacCIeKTH COCTOAHMA, HO MOXeT TakKxe
BHISEIBATEH 3HaUUTEJIbLHEE OTpuUllaTeJIbHEE BO3OEUCTBUA, HaIpHUMep,
CUCTeMHEEe BO3OeMCTBMA. OTa IOBOMCTBEHHOCTL nOyTeu IL-6 (TO ecCcTh,
CIIOCOOHOCTB OKa3EBaTh XeJlaTeJbHEE n/Uim HexeJlaTe b HEle
BO3OEMCTBMA) MOXeT CHOeJIaThk HexXxejlaTeJIbHBEM JiedeHMe pPacCTPpOMCTRaE,
acCoUMMPOBAHHOTO C IL-o0, C [IOMOWBLI  CUCTEMHOT'O MHIUOMTOPA.
COOTBETCTBEHHO, KOMIO3MUMM WM CIOCOOE, IIpenjiaraeMele B HaCTOLIleM
OOKYMEHTe, MOTYT OBITH I[IOJIE3HEMM [IPM JIEUEHUM, KOTOpOe UHITUOUPYET,
10 MeHbIIeV Mepe, OIHY aKTMBHOCTL I1L-6, HO He OKa3HBaeT HEHYXHOTO
BO3OEMCTBMA Ha TOJOXMTEeJBbHEE aKTMBHOCTM IL-6, B UYaCTHOCTH,

IIOCKOJIBEKRY KOMIIO SULIN MOTYT IIpmMroTaBJIMBaTECA IJIA JIOKaJILHOM
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IOOCTaBKM, HalpuMep, OJI4 JOKaJlbHOM IOCTaBKM B IJlal. Halopumep, B
OIIpeneJIeHHEIX  acllekTax, IL-6a pa3pabaTeiBaeTCcd TaKuMM oO0pas30M,
uTOOE OH MMeJ pa3Mep NPUTOIOHHM IJIS IOCTaBKM B KOHKPETHOEe MeCTO.
B HeKOTOpPHX BapMaHTax OCylmecTBJIeHUsa, IL-6a OpelcTaBJgeT cobon
AHTUTEJIO IIOJIHOM MOJIMHEI. B HEeKOTOPHX BapuaHTax ocymecTBJeHus, IL-
fa IoJydaeTcd M3 aHTUTeJla, ¥ OHO ¥MeeT dopMaT, KOTOPHM MOXeT
UMeThb 0OoJiee TIIPOOOJIKUTEJIbHOE YIepXMBaHMe B CTEeKJIOBMIOHOM TeJle
TJjla3a "M OTPaHMUEHHYK CHUCTEMHYI YTeukKy. B HEeKOTOPHX BapuaHTax
ocyluecTBJIeHUS, IL-6a IpencrTaBJIgeT cobom MOIMOUUIMPOBaHHOE
aHTUTeJIO (HalpuMmep, aHTUTEeJIO C MOIMOMUMPOBAHHEIM OOMeHOM FcC),
KOTOopoe mMMeeT 0OoJiee IIPOOOJIKUTEJIbHOE YIepXMBaHMEe B CTEeKJIIOBUIHOM
TeJe Tjasza u/uiam BoJiee OT'PaHMUEHHYID CUCTEMHYID YTeuKy IO
CPpaBHEHMK C COOTBETCTBYWIMM HEeMOOIMOUUMPOBAHHEIM aHTUTEJIOM. B
HEeKOTOPEIX BapMaHTax OCYIeCTBJIEHNUSA, IL-6a npexncraBJjseT cobomn
aHTuTeJso 1gG2.

B HeKOTOpHX achekTax, I1L-6a OpencTaBJseT CcOOOM OTHOCUTEJILHO
MaJet IL-6a, Tako¥ kak ¢parMeHT aHTUTeJa WM IpyToe IPOM3BONHOE
aHTUTeJa, KOTopoe MeHbIle uYeM aHTUTEJIO IIOJIHOW IJIMHEI, HallpuMep,
Fab, KOTOpHM [oJIyyalnT M3 aHTHuTeJa OIpoTuB IL-6. B HEKOTOPHIX
cIydaax, IL-6a IpencTaBJIfAeT cobom dopmart, KOTOPHM MOXeT
IPOXOIUTL M3 OIHOM 4YacTM TKaHM B IPYIVID C VJIYUIIEHHOM KMHETUKOMN
10 CPaBHEHUI C COOTBETCTBYIMM AaAHTUTEJIOM TMNPOoTMB IL-6 IIOJIHOM
OJIMHE. B HEKOTOPHX BapMaHTax OCyMmMecTBJIeHUsa, 1L-6a nOpelcTaBJIgeT
cobom Fab, KOTOPHM MOJyYalT C IIOMOmbLI TeHHOM MWHXeHEepPUM TaKMuM
obpasoM, UTOOH OH IIPEeOCTaBJIAI CoOoM MOJIeKyJy OOJIbIIMX pPasMepoB,
KoTopasa C OoJibllel BepOoATHOCTLID MMeeT IIOBHIIeHHOe YIepXMBaHMEe B
TOM IIOJIOXEHMM, B KOTOpPOe OHa -IOCTaBJIAeTCd, I[I0 CpaBHeHMI C Fab
caMmM 110 cebe, HanpuMmep, I1L-6a OMMepu3yeTCcs C I[IOMOmBI IoMeHa Fc.
B omnpenelleHHHEX BapMaHTax OCYmeCcTBJIeHMSI, IOOMeH Fc nojgydawonT C
IIOMOIBID TEeHHOM MHXeHepuM TakuM ofpasoM, UTO OCTaTok Fc wuMeer
YMEHBIIEHHYI MaccCy WM YMeHBIIeHHOe CBA3EBaHMe ¢ FcRn, UTO MOXeT
YMEHBIIUTEL CUCTEMHYI aKKyMyJIALUMID 10 CPaBHEHUK C TakKuUM Xe OOBEeKTOM
cBal3BBanusa IL-6, KOTOPHM comepxuT Fc 1gukoro Tumna. Jomen Fc,
I[IOJIYUEHHEM C TIOMOMBbI T'eHHOWM MHXeHepMM, MOXeT OpelcTaBJIAThL coboi,

HallpuMep, noMeH 1gGl wmam nomeH IgG2.
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Kak nparewuio, aHTaroHMCTH 1L-6, ONMCAaHHEIE B  HaCTOAllEeM
OOKYMEHTE, MMEKRT JIOCTAaTOUHO BHCOKOE CPOICTBO K MX MumeHm I1L-6,
UTOOE OHM OBJIM 20OPeKTUMBHEMM OIpM ocJabjieHuM, II0 MeHbIlel Mepe,
OOHOTO HeXeJlaTeJIbHOTO BOBIEeNCTBUS IL-6 u OBLIN OOCTaTOUHO
CTadNnIIE HEIMA oI TOTO, UTOORL OHU OBLIN NIPUTOOHEMA oI
MCIIOJIL30BaHMA B KaueCTBe TepalleBTUUECKUX CPenCcTB.

Kak mnpaBuio, PK IL-6a, HaIlpumMmep, IL-6a NOpUI'OOHOTO IJiA
VCIIOJNIL30BaHUA B jasy, nMeeT OOCTaTOUHO OJIUTeJIbHOe BpeMAa
NOJIYKM3HM B MeCcTe OOCTaBKM, HalpuUMep, CTEeKJIOBUIOHOM TeJjie, OJ4d
oKa3aHusAa TepaleBTUUeCKOTO BO3IEVCTBUA. B HeOT'paHUUMB AKX
npuMepax, PK MOXeT COOTBETCTBOBATLBPEMEHU IIOJIYXM3HM, II0 MeHBIIEMN
Mepe, 8 nHew, 10 nuHewt, 14 nHeM, 21 nHelt, 28 pHeM wiam 30 nOHeM.

UneHTHuUKAIIMS CBSIBBIBAHMS aHTAroHMcToB IL-6 ¢ carTom IT

Kak mnpaBwujo, JmoboM crnoco® M3BECTHHM B IaHHOM 00JaCTM MOXET
MCIIOJIL30BaTLCA oJisa TeHepUpOBaHuAa MOJIEKYJIHL, KoTopad MOXeT
CBA3HBATLCA C IL-0, Halpumep, OUOIMOTEKNM  [OJIMIENTUIOB  WJINU
MOJIEKYJIAPHEE OUOIIMOTEKN MOTYT npocMaTpmUBaTLCHA OTHOCUTEJIbHO
coenMHeHMM KaHOMOAaTOB IIPM aHaJM3e CIOCOOHOCTM IIOJUIIeNTUIa WU
COeIMHeHMAa K CBAS3BBaAHMID C IL-6. llocysie  omopenejyieHMI  TakKoI'O
COeIVHEHM A KaHoumaTa, camrT CBSA3BEIBaAHUA COeIVHEeHUN I MOXeT
onpeneJyIaTLCS C  MCIOJb30BaHMeM CIOCOOOB M3BECTHHX B IaHHOM
oBbnacTm. HamnpuMmep, MOJIeKyJla MOXeT MCCJIedOoBaTbCSA OTHOCUTEJBHO
CIIOCOOHOCTM CBA3HBATHCA C 1L-6 IMKOTO TMUIIa, ¥ 2TO CBSA3BBaHUE
CpaBHMBAEeTCd CO CHOCODHOCTBK COeIMHEeHMsS K CBA3HBaHMO C I1L-6,
MyTHPOBaBIMM Ha calTe I, cavre II wmam canTe III. B HEKOTOPHX
BapmMaHTax OCYIIECTRJIEHU S, IL-6a, Kak OIIMCAaHO B HaCTOAleM
OOKYMEHTe, COXpPaHMAeT CIOCODOHOCTE K CBA3HBAHMIK C KOMILJIEKCOM IL-
6/IL-6Ro. m ¢ IL-6 ¥ [OpenoTBpamaeT CBsS3uBaHMe I1L-6/IL-6Ra cC
gpl30. B HeKOTOPHX BapMaHTax OCYmMecTBJeHMHa, I[L-6a, KakK OIMCaHO B
HacTOAmMEM HOOKYMEHTE, MOXET KOHKypMpOoBaTb C gpl30 3a CBA3HBaHMUE C
KOMILJIEKCOM IL-6/IL-6Ra, Halpumep, IIOCPEeOCTBOM CBA3EBAHUMA C
camTom 1T IL-6. Taxkue AKTUBHOCTU CBA3EIBAHUA MOTYT
aHaJIMBUPOBATLCA C MCIOJNbL30BaHMEM CIOCO00B, WMB3BECTHHX B IaHHOM

obJjlacTu.
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KaugupmaTer B IL-6a MOT'YT MCCIeIOBaTbCS, HaIPUMEP, C IIOMOIEL
CUCTeMEl aHaJIM30B C MCIoJib30BaHmeM HEK-Blue™ IL-6 (InvivoGen, San

Diego). Kiuerxkm HEK-Blue™ IL-6 mnpepmcrTaBiasioT coboi kKiIeTky HEK293,
KOTOpPHE CTabUIILHO TpaHcOuuMpoBaHu IL-6R  uejioBeka u  STAT3-
VHOYLIVUPYEMEM PENOPTEPHEM TI'eHoM SEAP. B npucyrcrBu I1L-6, STAT3
AKTUBUPYETCH, u CeKpeTupyeTrcsda SEAP. SEAP OlleHMBAaeTCHAd C
UCIIOJIL30BaHMeM, HamnpuMmep, QUANTI-Blue™ (InvivoGen, San Diego).
HoBarJjieHMe aHTaroHMCTa I1L-6 K KJeTkaM I[IpeloTepallaeT CeKpeLu
SEAP wmim yMeHBIlaeT ero YPOBeHb B pes3yJjbTaTe MHIMOMPOBAHMA Kak
CBODOOHOTO, TakK M CBA3aHHOT'O C pacCTBOPUMEMM pelienTopaMm IL-6.

Kp OTHOCHMTCHA K KOHCTaHTe pPaBHOBEeCHA CPOLNCTBa CBA3HBaHUA
KOHKPETHOT'O B3aUMOINEMCTBUSA aHTUTEJO-aHTUTEeH WM B3aUMOOENCTBUS
bparMeHT aHTUTEeJIa-aHTUIEeH. B HEeKOTOPHX BapMaHTaxX OCYyWeCTBJIeHUId,
AHTUTEJIO WM AaHTUIEeHCBSASHBAIUM (QpaTrMeHT, OIMCAHHEM B HACTOAMEM
OOKYMEHTe, CBA3EBaeTCHAd C aHTUI'eHoM (Hanpumep, IL-6) ¢ K g,
KOoTOopad paBHa MM MeHblle ueM 250 1M, HaIpuMep, paBHa WM MeHbIe
yem 225 mM, 220 mM, 210 mM, 205 mM, 150 mM, 100 mM, 50 M, 20
mM, 10 mM wmmm 1 M. Ky MOXeT OoIpelesiIATbCAd C MCIOJb30BaHMEM
criocoBoB, M3BECTHHX B IaHHOM oO0JacTy, HaIpuMep, C MCIOJb30BaHMEeM

IIOBEPXHOCTHOT'O IIJIaSMOHHOI'O pe30HaHCa, HallpyumMep, C UMCIIOJIE30OBaHMeEM

cucTeMel BiaCore™,

Kogf OTHOCUTCS K IIOCTOSHHOM CKOPOCTM OMCCOLUMALMM KOHKPETHOTO
B3aUMMOIENCTBUSA AHTUTEJIO-aHTUIeH WM KoMILJIekca O(parMeHT aHTuTeJa-—
aHTureH. IloCcTOdHHASA CKOPOCTM OUCCOLUMALMM MOXET OIpemeljIaTbCcad C
VCIIOJIE30BaHMEM IIOBEPXHOCTHOTO ILJIA3MOHHOTO pe30HaHca, HalpuMmep, cC
UCIIOJIb30BaHMeM cucTeMel BiaCore™., OrTHocUTeJbHO MaJasg Korge MOXET
BHOCHUTBL BKJIAN B XeJlaTeJIbHBEe O0COBEHHOCTHU TeparneBTUUeCKOTO
CpencTea, HallpUMep, nejiad BOSMOXHBIM MEHee UJacToe  BBeJIeHue
MHTUOUTOpa CYyOBeKTYy, HYXIaKleMyCsa B TaKOM JIEUeHUN.

CriellMQuUHOCTE

B HeKOTOPHX BapraHTax ocCcymecTBJeHud, IL-6a, OIMCAHHBIM B
HaCTOAmlleM NOKYMEHTe, CHelUMdUUHO CBA3HEBAETCH C MUIIEHLID, HaIpuMep,
¢ IL-6. Kak npaBmjio, "chHeluMduuHoe CBS3HBaHMe”, Kak MCIOJL3YyeTCSI B
HacToAmlleM OOKyMeHTe, YKas3eHBaeT, UTO MOJIeKyJla I[IpeuMylleCTBeHHO

CBABLIBAETCS C BHOPAHHOM MOJIEKYJIOVM ¥ HOEMOHCTPMPYET Topasno OoJee



45

HM3KOEe CPOINCTBO CBSA3HBaAHMA C OIHOWM WJIM HECKOJBKUMMM IOPYTUMU
MOJIeKYJIaMM . B HEeKOTOPEHIX BapMaHTax OCVYIEeCTBJIEHNUI, CPOIOCTBO
CBA3HBAHMUA C OPYTOM MOJekKyJom Ha 1, 2, 3 wnim OoJblle IMIOPAOKOB
BeJIMUMHEL HIXe, YeM CPOLCTBO CBAS3BBAHMA C MMUIIEHBD.

Kak oBcyxmaeTcd BHIIE, IL-6 MOXeT IPUCYTCTBOBATH Kak
cerobGomuemr IL-6, Tak u IL-6, CBA3aHHHM C pPacTBOpMMEM I1L-6RQ.
ABTOPE HacCTOAMEMW 3adBKM onpenejmian camr II IL-6 B KadyecCTBe
ONTMMAJILHOM  MMIIEHM IJII  aHTaTOHUCTa IL-9, 1o CpaBHeHMIO C

MHTUOUTOPOM, KOTOPHM CBA3HBaeTcsa Cc camtoM I IL-6. UVHITUOUTOP

caTa 1 MOXeT MHIUMOMPOBATH CBA3EBaHMe cCcBoOomHOoTO I1IL-6 < IL-6Ra.
OOoHaKO Tako¥ MHIMOMTOP He MOXeT IIpedoTBpalaTh aKTUBHOCTE,
MHULIMKPYEMYID IIOCPeICTBOM paHee CYIeCTBYIIMX KOMIIJIEKCOB IL-6/IL-

6R, 3a MWCKJOUYEHMEeM BaMeleHMsd, OTPaHUUMBAEMOTO Kqff KOMILJIEKCA.

IOpyrasa aJbTepHaTUMBa, MWHIUOUTOP, KOTOPHM CBA3HBaeTcs Cc IL-6Ra,
ABJIAETCA MeHee INPUIOOHBM IJIS MCIOJIb30BaHMA, I[IOCKOJIBKY OH MOXeT
oBJlalaTh OTPAaHUUEHHOM CIOCOOHOCTBI K IIpeloTBpalleHMid aKTUBHOCTU
IL-6, eciIM TOJIBKO OH He INIPUCYTCTBYEeT B HACHIAKIMX KOHIIEHTPpalMAIX .
[IoCcKOJIBKY KOJMUeCTBO pelentopa I1L-6, Kak IIpaBWUJIIO, ABJIAETCH

VMCKJIOUNMTEeJIBEHO BEICOKMM IIO CpaBHeHNVIK C KOJIMYeCTBOM IL—6, STOT

IIooxon MOXeT HOTpG@OBaTb BBelIcHMA HeXeJIaTeJIBEHO OOJILIIOTO
KoJIMmuyecTBa KOMIIO 3MLINN, KoTOopad MHPM@MpyeT AKTVMBHOCTbBb IL-6
IIOCpenCTBOM CBASEIBAaHMA C peueriITOpoM. B HeKOTOPEIX BaplaHTaxXx

OCYIEeCTBJIEHVA, aHTAT'OHUCTH I1L-6, OINMCaHHEE B HaACTOAmMEM IOOKYMeHTe
(HanmpuMep, aHTUTeJla M UMX OparMeHTEH, W I[IPOM3BOIHHE, OINMCAHHHE B
HacTOoAmEeM IOOKYMEHTe), MOT'yT OJOKMPOBATH AaKTMBHOCTB I1L-6, maxe
korma IL-6 cBA3aH ¢ I1L-6R. CoOoTBeTCTBEeHHO, IIpeumMmymecTBO IL-6a,
Kak OIIMCaHO B HaCTOAmMEeM OOKYMEeHTe, 3aKJIouaeTcd B TOM, UTO MOXET
noTpeboBaTbCd OTHOCUTEJNIBHO MeHBIlee KOJMUeCTBO KOMIIO3ULUM  OJIA
BBeIeHUS C lLeJibld OOCTWXEeHUSI TepaleBTUUeCKOoT'0 BO3IEVCTBUL, IIO
CpaBHEeHMK C WMHI'MOMTOPOM, HalleJJeHHEIM Ha pelentop 1L-6. AHTUTeJa
AHTU-PELeNTop, Kak coofmaeTcH, MOTYT OEICTPO BEIBOOUTECHA
NOCPEenCcTBOM BEIBEIEHNS, MeIUunpPyeMoT o PeLenTopoM, 3HAUUTEJILHO
OT'pvaHMuMpBad MX PK, nOpu sToM TpedbOywonTcd OO0Jiee BECOKME OO3EH, O0oJiee
yacToe OO3MpOBRaHMe WIM KakK TO, Tak MM »Opyroe. B OONOJIHEHMEe K

STOMY , aHTUTEeJla KaK aHTU-PeLelTop, Tak U aHTHU-camr I IL-6
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OOCTAaBJIAIT Y npodieMy, uTo OHU 3HAUUTEJILHO YBEeJIUMUNBAKT
KOHUeHTpauuw IL-6 B TKaHAX I[IOCPENCTBOM pa3pylleHMs HOPMaJIbHOIT'O
MeIUMPYEMOTO pPelelTopaMu I[IYTM BHBeIeHMA JMT'aHa, TeM CaMbM
SKCIIOHUPYSA CyOBeKkTa MOJ4 [NOTeHUMAaJIbHO HeXeJlaTeJIbHHEX YypoBHeM IL-6
B TKaHAX. KpoMe TOI'O, MCIOJb30BaHME MHIMOMTOPA, HALEJEeHHOI'O Ha
IL-6Ra, MOXeT cChnejlaThb HeOOXOOUMMEM [IPUCYTCTBME MHIMOMTOpa Kak
BOIM3M calTa, Ha KOTOPOM IpednojlaraeTcsa MHIUMOMpPOBaHMEe, TakK U Ha
canTe, IJA KOTOPOTO BTO SABJAeTCH HeXeJlaTeJIbHEM, HalpuMep, Kak
CUCTEeMHOe JleueHUe. JMcrnojsb30BaHuMe IL-6a, KOTOPHEM CBSAS3EHEBaeT CauT
II, caur, C KOTOpPHM CBA3HBaeTca gpl30, oejilaeT  BO3MOXHBEIM
MHTUOMPOBaHME C IOMOombl cBoBomHoTo IL-6, a Takxe I1L-6, KOTOPHM
cepazaH ¢ IL-60R, HO eme M He aKTUBMPYEeT OyTb 1L-6 I[IOCPeICTBOM
gpl30. CoOOTBETCTBEHHO, Be3 xeJaHMsS  OTpaHMUMBATLCS  Teopuew,
AHTATOHUCTE IL-6, ONMCaHHEE B HacToAmeM OOKYMEHTe,
pazpabaTeBanTCAd OJA CBA3HBaHMA o00eux o¢opMmM IL-6 (pacTBOPMMOTO U
CBA3aHHOTO c PeLenTopoM) , KOHKPETHO, AQHTATOHUCTE IL-6
CcBA3HBaTCA ¢ cavToM II IL-6, KOTOPHM HOCTyIeH B ofeux odpopmax.
KoMmnosuumnmy, comepxamue IL-6a, Kak OIMCAHO B HaCTOANleM HOOKYMeHTe,
MOTYT MHIMOMPOBATHE Ilepelauy CUIHaJIOB KakK LMC—, Tak UM TpaHc-IL-6.

B HeKOTOpPHX Cliyyadx COeOMHEeHUA U CIOCOOB, IIpeljal'aeMee B
HacTodameM IOKYyMeHTe, pa3l3padaTeHBaiTcd OJsa obecleueHUdI 5bOeKTUBHOM
Biaokanmel I1L-6, IOCTATOUYHOM IJig JiedeHMs, I[IO MeHbIlel Mepe, OIOHOTO
npu3Haka WJIM CUMIITOMa pPacCTpOMCTBa, accouuMMpoBaHHOTO < I1L-6,
HanpyMep, IJIS MHTUOVMPOBAHMUSA aHTMOTeHe3a U/WIY BOCHAaJIeHMA.

CoemuHeHMHA, ONMCaHHEE B HaCTO4dlleM OOKYMEHTe, ABJIAITCSA
OPUTOOHEIMM HJIA MCIOJBE30BaHUA IIpM JIeUeHMM TJla3HHX 3abojieBaHuM,
XapaKTepUs3yeMEIX HexXeJlaTeJIbHO BHCOKMM YpoBHeM I11L—-6, HallpUMep, B
CTEeKJIOBUIOHOM TeJjle (cmMoTpm Yuuki et al., J Diabetes Compl 15:257
(2001); Funatsu et al., Ophthalmology 110: 1690, (2003); Oh et
al., Curr Eye Res 35:1116 (2010); Noma et al., Eye 22:42 (2008);
Kawashima et al., Jpn J Ophthalmol 51:100 (2007); Kauffman et
al., Invest Ophthalmol Vis Sci 35:900 (1994); Miao et al., Molec
Vis 18:574(2012)).

Kak mnparwiio, IL-6a, Kak OIMCAHO B HacCToflleM IOKYMeHTe,

IpelCTaBJIgeT cobomn CUJILHOIEV C T BYIOMNNA AaHTATOHUCT nepenauu
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CUTHAaJIOB IL-6. B HeKOTOPHX BapMaHTax OCYIIeCTBJIeHNUd, IL-6a,
OINIMCAaHHHM B HaCTOANeM IOKYMeHTe, KMMeeT BECOKOe cpoIcTBo k IL-6,
HanpuMep, I1C50 paBHOe WM MeHblle dYeM 100 M nOpu aHaluse C
ncnojsbzoBanveM HEK-Blue IL-6 ¢ 10 mM IL-6. Brcokoe cponcreo IL-
ba MOXHO OIPpenesiMThk Ha ocHOBe Kp IL-6a, HamopuMmep, 3HadeHUsa Kp
PaBHOTO WM MeHBero, uyeM 1 HM, paBHOT'O WM MeHbmero, uyem 500
nM, paBHOTO WM MeHblmero, uyeM 400 1M, paBHOTO WMJIM MEHBIIETO, UYEM
300 mM, paBHOT'O WMJIM MeHbIero, uyeM 240 @M WM pPaBHOTO WM
MeHbImero, dem 200 M.

Oina npomyumMpoBaHMA OuoJornyeckoro IL-6a (HanpuMmep, ©OeJika
VI [oJIMIenT1Ia, TakKoI'o KakK AHTUTEJIO, ero bparMeHT VI
IPOMBBOOHOE), KOTOPHM HABJAeTCA OPUTOOHBM IJIS MCIOJb30BaAHUA I[IpU
JIeueHUn paccTponcTBa, aCCoOUMUPOBaAHHOTO c yBeJIMUYeHNEM
SKCIPECCHUPOBaAHMA MM aKTMBHOCTM I1L-6, KakK I[OIpaBMJIO, XeJaTeJIbHO,
yToOH OuoJioTMueckumt IL-6a MMeJ BHCOKYI MNPOOYKTMBHOCTL. Hamnpumep,
OpUTOOHad OJA MCIOJBb30BaHUA NPOOYKTUMBHOCTL pabBHa WM OOJIblle UYeM
1 v/n (HanpmMmep, paBHa wuix OoJiblle uYyeM 2 T'/JI, paBHa WM OOJIbIle
yeM 5 T/J UIM paBHa WM OoJkime yem 10 1/J) .

Oina »>0peKTMBHOTO BBeIOeHMS aHTaroHucTa I1L-6, HeoOXOoOMMO,
YTOBE MHIUOMUTOP MMeJI PacCTBOPMMOCTL COBMECTHMYIO C KOHIeHTpaluel,
IpM KOoTopoM oH OyIeT BBOIUTLCSA. HamnpuMmep, B cjydae aHTuTesa IL-
6a IIOJIHOM IJIMHE, PacTBOPMMOCTL paBHa MM OoJjbme uemM 20 Mr/mi,
paBHa MM OoJiblie ueM 10 MI'/MJI, paBHa MM OoJiblle ueM 5 MI'/MJI MJIIM
paBHa uJIM 0OoJiblle yeM 1 MT/MII.

Kpome  TOTO, OJIS OCYmMEeCTBJIEHMS XM3HECIOCOOHOTO JIedueHUd,
MHTUOUTOP OOJIKEH MMETEH BECOKYK CTabMJIBHOCTE IIPM TeMIepaType TeJla
oJIa MeCcT HOOCTaBKM M akKTMBHOCTM, a TakkXe CTabMJIBHOCTBL IIPHU

XpaHeHMM. B HeKOTOPHX BapMaHTaxX OCYMEeCTBJIEHUS, MHIMOUTOP MMeeT Ty
PaBHYIL MM OoJbmyio, dYeM 60°C (HaopuUMep, PaBHYD WIM OOJIBIYID, UYeM
60°C, paBHYID WIM OoJbllyl, uYeM 62,5°C, paBHyon UM OOJILIIYID, UYeM
65°C, paBHyIL MWIM OoJbmyl, ueM 70°C, paBHYOL WK OoJblyio, ueM 73°C
WIXM PaBHYL WIK 0OoJbmylo, uYeM 75°C). B HEKOTOPHX BapuaHTax
OCYIECTBJIEHUA, MHIUOUTOP UMeeT Tohsert PABHYHR WM OOJBIIYID, UYeM
45°C, HanpuMep, PpaBHYHL UM OoJbmyil, ueM 50°C, paBHYL MM OOJbLIYIO,

yem b51°C, paBHYL WM O0oJjbmyil, ueM 55°C maIM paBHYID WIM OOJBLIYIO,
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yeMm 60°C. Crnoco®we omnpenejeHMad T, U Topser MOTYT ONpenesIISThbCAd C
MCIOJIbE30BaHMEeM CIIOCOOOBR, MBBECTHEX B IaHHOM oO0JacTu.

AHTATOHMCTE, HUMeKlMe XejlaeMele OCOOeHHOCTM, MOI'yT BHOUPATLCH
13 COOTBETCTRYKIMX TUIIOB MOJIEKYJI, MWM3BECTHEX B IaHHOM oO6JjacTH,
HalpuMmep, W3 aHTUTeJI, BKJoUasd O(parMeHTH ¥ IIPOUBBOLOHEE aHTUTEJa,
HalleJJeHHOTo Ha caur II IL-6, KOTOpoe, KakK I[IpaBMJIO, YyIepXuBaeT
WM COXpaHfgeT CylleCTBeHHBe OCOOEHHOCTM MCXOIOHOTO aHTUTeJla [IPOTUB
IL-6 (HamopuMmep, XeJlaeMbHe CBOMCTBa CBA3HBaHMA). TaKMe aHTAaT'OHUCTEH
BKRJIOUAKT O¢parMeHTH F,,, oparMeHTH scFvs, F,, HOJIyUeHHBE C IIOMOULK
TEeHHOV MHXeHepMuM TakKuM obpas3oM, dUYTOOE OHM CoIepXaJlM ocTaTok Fc,
¥ aHTUTeJa TIIOJIHOM IJIMHH, IIOJIYyYEeHHEE C IIOMOUIBLI I'€HHOM MHXeHepUu
TakuM ofBpaszoM, UYTOOH OHM UMeJM KapKac OTJMUHHEM OT MCXOOHOTO
aHTUTeJla, HalleJJeHHoTro Ha caumrt II IL-6.

B HEeKOTOPHX acriexrax, IL-6a, ONVCAHHHM B HacToAmeM
OOKYMeHTe, COINEPXUT CalT CBSA3HBaHMUA aHTUIeHa aHTUTeJla UYeJlIoBeKa,
KOTOPHEM MOXEeT KOHKYPUPOBATH WMJIM IIepeKpecTHO KOHKYPUMPOBATH C
AHTUTEJIOM WMJIM eTo dpaIlMeHTOM, KOTOPHM MOXeT CBSA3HBATLCSA C calToM
IT IL-6. Hamnopumep, aHTUTEJO WMJIM €TI0 (ppal'MeHT MOXeT COCTOSThH U3
ooMeHa VH m pomMeHa VI, OIMCAHHEIX B HaCTOAIlEeM OOKYMEHTe, WM IOOMEHE
VH m VL cozmepxaT Hat®op CDR aHTUTeJla, CBA3wBakmero camt II IL-6,
ONMCAaHHHM B HaCTOSIeM OOKYMeHTe.

Jio®o¥ NPUTOIOHHY HOJSA MCIIOJb30BaHMA CIHOCOD MOXHO MCIIOJBL30BAThH
IJIS OoNpeleJleHVd IoMeHa W/WJIY SNOWUTOoIla, CBASAHHOTO C IIoMombio IL-
fa, HalpuMep, IIOCPeldCTBOM MyTalMM Pa3JIMUHLHX CcauToB Ha IL-6. 3TO
Te CcauTH, MyTaluM KOTOPHX JMOO MOpeloTBpamanT WIKM YMeHLIIAalT
cea3pBaHMe 1L-6a m JmraHma I1L-6, JmMOO HEeINOCPeLCTBEHHO BOBJIEUEHH
B CBA3EIBaHME C IL-6a, JInBo OIIOCPEenOBAaHHO BIIMAKRT Ha camT
CBA3EBAHMA, HallpMMep, I[IOCPeICTBOM BJMAHMA Ha KoHpopmMaumw I1L-6.
Jpyrre CHOOCOOEl MOXHO MCIOJNBL30BaTh IOJ4 OlpeleJleHMd aMMHOKMKCIIOT,
CBA3aHHEIX C [IOMOIIBI0 IL-6a. Hanpumep, MOXHO MCIIOJIL30BAaThH
CKaHMpPOBaHMe C IIelTUIHEM CBA3HBaHMEM, TaKoe KaK MMMyHOaHaJlM3 Co
CB A3aHHEIMU bepMeHTaMun Ha OCHOBe PEPSCAN (ELISA) . Ilpu
CKaHMPOBaHMM C  IIelITHMOHEIM CBA3BBaHMEM  3TOI'O THIIa, KOpOTKME
[lepekKpHBanMeCcd IIelITUIOE, I[IOJIYUeHHEEe M3 aHTUI'eHa, CUCTeMaTUUeCKHU

IIpocCcMaTprMealTCAd OTHOCUTEJIEHO CBA3HBaAHMA C SJIEMEeHTOM CBA3SEHBaAHMA.
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MenTupmel MOTYT OBTE KOBAJIEHTHO CBA33aHHE Ha [MOBEPXHOCTU IIOOJIOXKU C
bopMMpOBaHMEM MNeNITUIHOMW MaTpMUBE. [IeNTUOIH MOTYT HaxXOIUTLCS B
JMHEeMHOW WJIM OTpaHMUeHHOW KoHpopMaumMu. OTpaHMUeHHasd KOoHpoOpMalLmMd
MOXeT OHTL IIOoJIydeHa C MCIOJb30BaHMeM IIelTUOOB, MMENMX KOHEeUHHM
LHVCTEeUHOBHM (nmc) OCTaTOK Ha KaXIoM KOHIIE IenTUIHOM
IOCJIenOBaTEeJIbHOCTH . Iuc-oCcTaTKM MOTYT KOBAJIEHTHO CBA3HBATLCH
HENIOCPeICTBEeHHO WM OIOCPEeOOBaHHO C IIOBEPXHOCTBK IIONJIOXKM TaKMM
obpasoM, UTO IIenNTun [OOoOOepXMBaeTCsa B IIeTJIeBOM KOHpoOpMaluM.
CoOTBETCTBEHHO, IIENTHI, MCIOJbL3YyEMHM B 2TOM clocobe, MOXeT MMETH
LIMC OCTaToOK, »oOaBJEeHHHM Ha KaxXIOM KOHIe IIOCJIeIOoBaTeJIbHOCTHU
NenTunos, COOTBETCTRYKIEN bparmMeHTy aQHTUT'eHa. MoryT Takxe
UCIOJIL30BATHECA IelNTHUIL C OBOMHOM IIeTJileld, B KOTOPHX ILMC OCTaToK
OOIIOJIHUTEJILHO pacrnoJjiaraercsa B cepenuHe [IOCJIenOBaTeJIbHOCTHU
NelNTUOoORB ZNRZN BOJIN3U Hee. Inc-ocTaTkM MOTYT KOBAaJIEHTHO
CBA3HBATLCA HEINOCPeICTBEHHO MWJIM OIOCPemOBaHHO C I[IOBEPXHOCTLIO
INOOJIOKKM TakKyM of6pa3oM, UTO HelTHUIH O(OPpMMPYIT OBOMHYI IIeTJIEBYIO
KoHGOpMAalLMIO, C OIOHOM IeTJjieM IO KaxXOyld CTOPOHY OT ILeHTPaJIbHOTO
umMc ocTaTka. [TenTupoel MOTYT T'eHepMpOBaTbLCA CHUHTETUUECKM, u,
cJenoBaTeJIbHO, LUMC OCTAaTKM MOTYT OBITH IIOJIYUEHH C IIOMOIbLID TeHHOM
VHXEHEPUM B XeJIaeMBIX IIOJIOKEeHMAX, HeCMOTpsSd Ha TO, UTO OHM He
BCTpevamnTCcsa B IIpupode B IocjJemoBaTeJlbHOCTM canTa 11 IL-6.
HeobGsa3aTeIbHO, KaK JMHEMVHHe, Tak UM OTPaHMUeHHHe IIelTUOE MOITYT
IpocMaTpMBaATECA B aHalu3e C IelTUIHBEM CBSI3BBaHMeM. CKaHMPOBAHUE
C MEeNTUMIHBEIM CBSA3BBaHMEM MOXET BKJOUATE MIEeHTHOMKALMD (HAIPUMep,
Cc wucnojygbezoBaHueM ELISA) Habopa NelNTUMIOOB, C KOTOPHEM CBSA3HBaeTCHd
DJIEMEHT CBA3HIBaAHUA, Toe e TUOE UMeKT MOCJIeNOBATEJIEHOCTHU
AMMHOKMUCJIIOT, COOTBETCTRYyKIINE bparMeHTaM IL-6a (HanpuMep,
INEeNTUIH, KOTOPHEE comepXaT npmuMepHo 5, 10 mam 15 CMeXHHX OCTaTKOB
IL-6a), u BEPABHMEaHUE [IeITUOOB OJIs ompeneJyieHUA oBJlacTu
y3HaBaHMiag  OCTaTKOB, CBA3aHHHEX C HBJIEMEHTOM CBA3HBAHUA, Toe
oBJIacTh Y3HaBaHUA COIOEPXKUT OCTaTKM ofmre OJA I[IepPeKpPHBaIUXCI
NenTUnoB. AJIbETEPHATUBHO WJIM B  OOMOJIHEHMEe K  5STOMY, crioco®
CKaHVPOBaHMA C IMEeNTHOHBEIM CBA3BEBAaHMEM MOXHO MCIOJB30BaATE OJIA
UOeHTUQUKALIUN NenTUunoR, C KOTOPEMN IL-6a CBA3EBaAETCHA npu

HaVMeHbIIeM BBI@paHHOM OTHOIEeHNM CHI'HaJl:[MyM.
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Ipyrue CrIOCOBH, M3BECTHEE B OaHHOM obJjacTH, MOXHO
VCIIOJIE30BaATE IOJIA OIpelelJIeHMS OCTaTKOB, CBS3aHHBIX I[IOCPEICTBOM
aHTHUTeJsa, W/ UM OJd9 IIOOTBEePXIeHUS Pe3yJILTaTOB CKaHMPOBAHUSA C
INENTUIHEIM  CBSA3BBAaHMUEM, BKJIOUAHL, HalprMep, caVT-HalpaBJIeHHBEN
MyTaTreHe?s (HanpuMep, KakK OMMMCaHO B HacTOAmeEM  OOKYMEHTe) ,
BOOOPOIOHO-IeNTepMeBEN oBMeH, MacC-CHeKTPOMe TpHU, SAMP u
PEHTIE€HOBCKYI KpMUCTaJJIoTpaduio.

Kak mpaBuio, IL-6a NOpUTOOHBM IOJIS MCIOJb30BaHMSA, KaK OIMCAaHO
B HacTofAmeM IOKYMeHTe, IMIpelcTaBJigeT coboM MOJIeKyJy aHTuTeJa

eJIOBEKa, MOJIEKYJITY T'YMaHUM3VMPOBaAHHOI'O aHTUTeJla WM U’X @parmeHT

CBS3LHIBAHUA . Kak IpaBuiIo, AHTUTEJIO npencTaBJigeT coBom
MOHOKJIOHAJILHOE AHTUTEJIO . VICTOUHUK TaKoTO aHTUTeJa MOXeT
IpencTaBJAaATh coBom  UeJyIOBeEKa, MBI HEIX , KPEICY, BepOJIIOBLX,

KpoJiMKa, OBeUbUX, CBMHEN WIM KPYIHHM POTATHM CKOT, ¥ OHO MOXET
TeHeprpoOBaTLCA B COOTBETCTBUM CO clocobamMu, MB3BECTHBEIMM B IaHHOM
obJjlacTu.

Kax npaeswmjio, IL-6a COOepXUT, IO MeHbllel Mepe, CDR aHTHUTeJa,
KOTOpOe MOXeT CcIHeluuduuHo CBSA3EBaThCca ¢ I1L-6 (Hanpumep, IL-6
yeJloBeka), Hanpumep, ¢ camroM II IL-6. CrpykTypa, Hecymasa CDR
uiam Habop CDR 10 HacTodlleMy M300peTeHrIo, MOXeT IMIPpeldCTaBJIATH
coBoM IOoCJIemOoBATEeJILHOCTEL TAXEJION WM JIeTKOM LelM aHTHUTeJa WK
3HAUUTEJILHYID €e YacTb, B koTopo CDR miam Hadop CDR pacrnojlaraeTcs
B TIIOJIOXeHUM, cooTBeTcTByKIeM CDR wmiam Habopy CDR BapuadeJibHBX
OOMEHOB, BCTpevaKnmmMxcda B IIpupome VH m VL aHTUTeJa, KOIOUPYEMBIM
NeperpyllIMpOBaHHEM T'eHaMM MMMYyHOTUIOOYJIMHa. CTPYKTYPH M IIOJIOXKEHU I
BaprabeJIbHEIX ITOMEHOB UWMMYHOTJIOOYJIMHA MOXHO OIPelelIMTh I10 CCHUJIKE
Kabat, et al., 1983 (National Institutes of Health), u ee
ODHOBJIEHM AM, KOTOPHE MOXHO HaMTU 110 CCRUJIKE "Kabat", c
MCIIOJIbL30BaHMeM JioOOoM TIOMCKOBOM MallMHEL B JVHTepHeTe.

IL-6a, KakK OIMCaHO B HacCTOAmMEeM OOKYMeHTe, KakK IIpaBWUIo,
opencraBJgeT cobo¥ aHTUTeJIO, KOoTopoe, Kak I[IpaBUJIO, COOEPXUT
moMeH VH wu/miam momMeH VL aHTHUTesla. LoMeH VH comepxmuT Habop CDR
Taxesor HLenu (CDR VH), u moMeH VL colepxuT Habop CDR JIeT'KoM Lelu
(CDR VL) . IlpmMmepe Takux CDR mNpMBeleHH B HaCTOAMEM IOOKYMEHTEe B
[ToumMmepax. MoJiekyJla aHTHUTeJla MOXeT CcoIepXaThb OoMeH VH aHTuTesa,

comepxamut CDR1 VH, CDR2 VH m CDR3 VH u kxapkKac. AJbLTepHaTHBHO
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WM B IOOIOJIHEHME K 5BTOMY, OHO MOXeT TaKXe comepXaTb IOoMeH VL
aHTuTeJsa, colepxammuit CDR1 VL, CDR2 VL m CDR3 VL u kKapkac.

B HacTodmeM [OOKYMEeHTe ONMCaHbB aHTal'OHMCTH 1L-6, comepxXxamye
CDR1 VH wu/mau CDR2 VH wu/mam CDR3 VH, TakMe Kak Te, KOTOPHE
OIMCaHE B HacTodAmeM OokyMeHTe, u/mam CDR1 VL m/miau CDR2 VL u/uiau
CDR3 VL, TakuMe KakK Te, KOTOPHE OIIMCaHH B HAaCTOAMEM INOKYMEHTE.
IL-6a MOXeT COoOoepXaTb OIOVH WM HeCKOoJIbEKO CDR JoB0T0 M3 aHTUTEeJ,
dpaTMeHTOR MM [NPOMBBONHEIX, OINMCAHHEX B HacTOAmeM IOKyMeHTe. IL-
ba MOXeT comepxaTb Habtop CDR VH (Hanpumep, CDR1 VH, CDR2 VH wm
CDR3 VH), u HeoOA3aTeJIbHO OHO MOXeT Takxe comepXaTb Habop CDR VL
(HanpuMep, CDR1 VL, CDR2 VL m CDR3 VL). CDR MOTI'yT OHTBL I1OJIy4YEHE
OT OIHOTO WJIM HECKOJIBKMX aHTUTeJl, OpaTlMeHTOBR WM I[IPOM3BOIHEX,
OIIMCaHHEX B HacTodlleM IOKyMeHTe. Hamnpumep, CDR VL MOT'yT OHTH
INOJIYUYEHE M3 TOTO Xe aHTuTreja, d4Yro M CDR VH wmim m3 Opyroro
aHTUTeJa .

Kak mnpaswuio, oomMeH VH cIlapuBaeTcd ¢ ngoMeHoM VL 04
IIOJIyYeHMs caliTa CBA3HBAaHMA aHTUITeHa Yy aHTuUTeJla. HalpuMep, IOMeH
HC SEQ ID NO:1 miam SEQ ID NO:3 cnapmBaeTcsa c ngomMeHoM LC SEQ ID
NO:2. B HEeKOTOPHX CcJy4dyaax, pomMeH VH wmiam VL caM 1o cebe MOXeT
MCIIOJIE30BATECHA B KauecTBe IL-6a.

B HeKOTOPHX aclekTax, IL-6a OpencTaBJgeT Cco0oM MOJIEeKYIY
aHTuTeJa, ee OQpaIMeHT WM I[IPOM3BOLOHOE, KOTOpPOe COomepXxuT (1)
IocjlefoBaTeJILHOCTL JoMeHa VH, KoTopasd uMeeT, II0 MeHbllel Mepe,
60, 70, 80, 85, 90, 95, 98 NI 99% MOEHTUUYHOCTD
[IOCJIeDOBaTeJIbHOCTH aAMMHOKMCJIIOT c noMeHoM  VH, ONIMCAaHHEIM B
HacToAmeM OOKyMeHTe (HanopuMmep, SEQ ID NO:37), mwim (ii) Habop CDR
VH (HanpuMep, CDR1 VH, CDR2 VH n/uim CDR3 VH) "3
[ocJyenoBaTeJIbHOCTH IOOMeHa VH. B HEeKOTOPHX BapMaHTax
OCYIIECTBJIEHUA, MOJIeKyJla aHTUTeJla, e€e O(palMeHT WM [IPOU3BOOHOE
comepxuT CDR1 VH, CDR2 VH m CDR3 VH SEQ ID NO:37. B HeKOTOPEX
BapMaHTax OCYIMEeCTBJIEHNA, MOJIEKyJla aHTUTeJla, ee O(palMeHT WK
NIpoM3BOOHOe comepxuT CDR1 VH, CDR2 VH wm CDR3 VH, KOTOpHE
KOJIJIEKTMBHO oTJMyalnTcas oT CDR1 VH, CDR2 VH m CDR3 VH SEQ 1ID
NO:37 He OoJee ueM Ha 1, He O0oJiee ueM Ha 2, He 0oJilee ueM Ha 3,

He OoJiee ueM Ha 4 mJIM He 0OoJiee UeM Ha 5 aMMHOKMCIIOT.
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MoJiexkyJla aHTUTeJla, €e (parMeHT WIM IIPOU3BOIOHOE MOXEeT TaKxe
HeoO43aTeJILHO comepxaThb (1) IIOCJIEOOBATEJIbLHOCTE OOMeHa VL,
KoTopad uMeeT, IO MeHbmen Mepe, 60, 70, 80, 85, 90, 95, 98 wumm
99% WMIEHTHUYHOCTE IIOCJIENOBATEJIEHOCTM AaMMHOKMCIIOT C JoMeHoM VI,
OIIMCaHHEIM B HacCTodlleM IOKYyMeHTe, HalpuMep, ¢ ngomMeHoM VL SEQ ID
NO: 38 wmmm (ii) Habop CDR VL (HanpuMmep, CDR1 VL, CDR2 VL u/uim
CDR3 VL) w3 @moMeHa VL. B HeKOTOPHX BapMaHTax OCYyWleCTBJIEHUSI,
MOJIEKYJIa aHTUTeJla, e€e Qpal'MeHT WM IIpoM3BONHOe comepxuT CDR1 VI,
CDR2 VL wm CDR3 VL SEQ ID NO: 38. B HEeKOTOPHX BapMaHTax
OCYIIECTRBRJIEHUA, MOJIeKyJla aHTuUTeJsa, ee (par'MeHT WM [OIPOM3BOIHOE
comepxuT CDR1 VL, CDR2 VL wmu CDR3 VI, KOTOPHE KOJIJIEKTUBHO
oTmyimuanTca oT CDR1 VL, CDR2 VL m CDR3 VL SEQ ID NO:38 He 0oJiee
yeM Ha 1, He OoJjlee ueM Ha 2, He 0oJjlee ueM Ha 3, He 0oJjlee UueM Ha
4 wmiam He O6oJlee uYyeM Ha 5 aMMHOKMUCIOT. AJIIOPUTMBE, KOTOPEE MOXHO
MCIIOJIL30BaTh oJisa BEUMCJIEHUA IpoLeHTa UOEHTUYUYHOCTHU OBYX
IoCJIeNOBATEJBHOCTEY aMMHOKMCIIOT BKJOUAkT, HalopuMmep, BLAST, FASTA
ZNJRZN aJITOPUTM Cvura-BoTepwMma, HalpuMmep, c MCIIOJIb30BaHueM
rrapaMeTpoB II0 YMOJIUaHMUD.

IL-6a, KaK OIMCAaHO B HaCTOAmMeM IOOKyMeHTe, MOXeT COOepXaThb
KOHCTaHTHEE 0OOJIaCTM aHTUTeJla MM MX 4YacTHu, HalpuMep, KOHCTaHTHHE
oBJlacTM aHTUTeJla UYeJioBeKa WM MX dYacTu. Hanpumep, noMeH VL MOXeT
IPUCOenIMHATECHA Ha cBoeM C—-KOHEUHOM Kpak K KOHCTAHTHEM IJOMeHaM
JeTKOM llelM aHTuTeJa, BkJmouad Lenm CK mim CL uyejoBeka. I[IogoOHBM
Xe obpasoMm, IL-6a Ha OCHOBe noMeHa VH MOXeT M[OIPUMCOEOMHATHLCS Ha
cBoeM C-KOHEUHOM Kpal KO BCeM TaxeJo Lelr MWMMyHOTJIOOYJIMHA,
IIOJIYUEeHHOM oT JiodoT0 MB30THIIa aHTUTeJa WMIM ee YacTu (Halpumep, K
nomeHy CH1), Hanpmmep, I1gG, IgA, IgtE m IgM m wu3 Jjoboro U3
[IOOKJIaCCOB M30TWUIla, B dYacTHocTM, IgGl, IgG2, IgG3 m IgG4. B
HEKOTOPEIX BapmMaHTax OCYIIECTRJIEHN S, AHTUTEJIO WU
AHTUTEeHCBA3HBALMNUY (parMeHT II0JIydUalnT C IIOMOMbI TeHHOM MWHXeHepUM
OJId YMeHBIIeHMd WV YCTpaHeHuda aKTUBHOCTHU ADCC,.

B OODHOM M3 BapMaHTOB OCYIIECTBJIEHUSA, AaAHTUTEJIO II0 HacCTOoAlleMy
n30bpeTeHro IHOpencTaBJgeT CcoboM  aHTUTEeJIO IgG2. B omHOM ©3
BApMAaHTOB OCYIIeCTBJIEHUS, AHTUTEJIO TII0 HacTodlleMy M300peTeHUD
COmepXnUT kapkac I1gG2, KOHCTaHTHyK ob6JjacTe 1gG2 wmium obJjacTtes Fc

IgG2, KakK OIMCaAHO B HAaCTOAMEM IOKYyMEHTE.
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AxTuresa 1gG2 MOTYT CYmMECTBOBATE B TPeX IJIABHEX CTPYKTYPHBX
usopopmax: IgG2-A, IgG2-B, m IgG2-A/B (Wypych J. et al. Journal
of Biological Chemistry. 2008, 283:16194-16205). BTa CTpyKTypHas
TeTepOT'eHHOCTh CBS3aHa C pPa3JIMUHBEMKY @ KOHQUIypalMaAMU IUCYJIbQUIHEIX
CBA3el, KOTOPHE CBA3HBAKLT IJeun Fab ¢ ob6jJacTel MapHUpa TIXKeJION
nenru. B wu30dpopmMe IgG2-A HeT IUCYJILOMOHBIX CBA3elM, CBA3BBAINX
ey Fab ¢ o6GigacTei mapHupa. B u3odpopmMe IgG2-B, oba rmeua Fab
VMET OUCYJIEOUIOHEE CBA3M, CBA3BBaIMEe TAXKEIIYIRD W JEeI'Kyl Lellb C
ofJjacTbio mapHupa. Msobopma IgG2-A/B mnpemcTaBJgeT CcoOoM THUOPUI
nzsopopm IgG2-A wm IgG2-B, ©rme TOJBKO OOHO Iuleuo Fab, wuMeer
OUCYJIEOUOHEE CBA3M, CBA3HBAKIMEe TAKEJYID UM JEeTlKYK Lelb OIHOI'O
mievya Fab ¢ ob6jnacTeio mapHMpa. llpebpaszoBaHue aHTUTeJa 19gG2 Mexny
OBYMS WJIM BCEeMM Pa3JIMUHBIMM CTPYKTYPHEIMU WM30bopMaMu, YIIOMUHaETCSH
Takxke KakK IOUCYIbOUIHBM mMaddIMHT, OH OCYIEeCTBJIIeTCcd B IIpupomde in
vivo m in vitro, kak IJ4 BCTpedvalmMxCs B IIpupome, Tak U IJA
PEKOMOMHAHTHEIX aHTUTeJ. B pesylbTaTe, IOpeHdapaTH aHTUTeJ IgG2 B
DaHHOM oBJacTy comepXaT TeTepoTleHHYI cMechb u30bpopMm IgG2-A, IgG2-
B u IgG2-A/B. Pasiuudbe M300O0pPMEl 1gG2 MOTYT MMEThL YHHMKaJILHEE U
pasJInuHEEe OyHKIMOHAJIL HEE CBOMCTBA, TakKue KakK pasiInumng
CcTabuJIBLHOCTM, arperaluuy, BA3KOCTM, CBA3HBaHMA pelenrtopa Fc winm
20PeKTUMBHOCTM . I[IpMCYTCTBME MHOXeCTBa M300OpPM WMJIM  IIOBHIIEHHHE
VPOBHM KOHKPEeTHOM U30QOPMEl B IpelapaTe aHTUTeJla 1gG2 MOXeT
OTPMIIATEJIBHO BJMATEL Ha CTabMIBHOCTL, arperauuion MINOOeKTUBHOCTE.

HacTodmee n3obpeTeHrEe npenjaraeT AHTUTEJIO C
IpeuMyIleCTBEHHEM CYINeCTBOBaAaHMEM B OCHOBHOM B mu30popMe IgG2-A MM
IgG2-A/B. AHTUTeJIO II0 HaCTOfNeMy M300peTeHMrIo He CYIecTByeT B
nzopopmMe I1gG2-B, MM OHO He CYImecTBYyeT B wu3opopmMe IgG2-B B
TeueHMe CYIMEeCTBEHHOT'O Ilepuola BpeMeHM. TakuM o00pasoM, KOMIIO3ULNN
M IpelapaTh, comepXallle aHTUTeJIO [0 HacTodlleMy Un300peTeHun,

ABJIARTCA MeHee TI'eTepPOI'€eHHEIMM YeM IOpyI'rMe aHTUTeEeJIa IgGZ, M3BeCTHEE

B OaHHOM obBrnacTH, n, CJIeooBaTeJIBEHO, OHUI ABJIARTCA DoJiee
IIpeliouyTrTeJIbE HEIMI IOJIA VMCIIOJIB30BaHMA B TepalleBTUYEeCKMX
IIPVMMEHEHNM AX .

KoMrosuuuy, comepXamye aHTHUTEeJIO II0 HaCToAmeMy W300peTeHMD,
comepXaT B OCHOBHOM M300OPMEl aHTMTesna I[9G2-A wu/uimu I1gG2-A/B. B

OIOHOM nus BapMaHTOB oCymeCTBJIEHNA, KOMIIO3MIINA, coepXxalaH-d
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aHTUTEeJIO, OoIMCaHHasd B HacToO4dmMeM IOKYMeHTe, COOEepPXUT, II0 MeHbIeM
mMepe, 50, 60, 70, 80, 90, 95, 96, 97, 98 wmmm 99% wu30dhopMm
aHTMTeJa IgG2-A Wi IgG2-A/B. B OIOHOM ns BapMaHTOB
OCYIleCTRJIEHUH, KOMIIO3UIIUA, comepxalmad aHTUTeJo, OIIMMCaHHad B
HacToAmeM IOKYMeHTe, COIOEePXMUT KOJIJIEKTMBHO, II0 MeHbmel Mepe, 60,
70, 80, 90, 95, 96, 97, 98 wmam 99% usodopMm IgG2-A u IgG2-A/B. B
TakKMX BapraHTax OCYHIeCTBJIeHMd, KOMIO3MUML, cCcolepxXallad aHTUTeJIo,
OIIMCaHHad B HaCcToOAlleM OOKYMeHTe, He COOEPXUT HMKaKOTI'O
CYIIeCTBEHHOT'O KoJMuecTBa wu3odpopM I1gG2-B aHTUTeA. Hanpuwmep,
KOMIIOBULIMA COHOEepXUT MeHblle uyuem 10%, 5%, 2%, 1%, 0,5% mmm 0,13
nzodpopMm IgGZ2-B aHTHUTea.

B HeKOTOpHX cCJydadax, aHTUTEeJIO I[I0 HacCcTodlleMy WM300peTeHMD
OOIIOJIHUTEJILHO MOOIMOUUIMPYETCS C MCIIOJIL30BaHMeEM crioco6os,
MBBECTHEX B IaHHOM o6JlacTy, OJS CO3IaHMsa II0CJIedOoBaTeJIbHOCTH,
VMene KOHKPE THHM aJIJIOTUII, HalpuMmep, aJIJIOTUII, KOTOPHIM
npeobjanaeT B [onyJjAaumm, MMeKMey  KOHKpeTHOoe Treorpadprueckoe
IpOUCXOXIeHe. B HEeKOTOPHX CJydyasax, KOHCTaHTHas o06JacTb TaXeJIon
Heny uejloBeKa MOOMOUUUPYeTCS IJIS B3TOM LeJu.

IL-6a MOXeT IpencTaBJgaTh coBoM MOJIeKVYJIy aHTuTesa, ee
bparMeHT CBS3LHBaAHMA WMJIM BapMaHT, UMeIMM OIHY WJIM HecKoJbko CDR,
HamopmuMep, Habop CDR, B Kapkace aHTUTeJla. Hamopumep, oOHa WK
HeckoJibko CDR wmiam Habop CDR aHTHUTeJla (HaopuMep, aHTUTeJla MM €TI0
dparMeHTa MM OPOM3BOIHOTO, KaK OIMCAaHO B HaCTOAMEM OOKYMeHTe),
MOXeT IIPMBMBATBLCSA Ha Kapkac (HaopuMMep, Ha kKapKac dYeJIoBekKa) nOJsa
MNOJIYUEHUSA MOJIEKYJI aHTuTeJla. O00JlacTM KapkKaca MOT'YT OHBTBH IIOJIyUYeHH
13 I[IocJefoBaTelIbHOCTeM I'eHa 3apOonbIIeBOM JIMHUM UYeJloBeka WMJIM MMeTb
VMCTOUHMK OTJIMUHEIM OT 3apOILIIeBOM JIMHUMU.

OcraTkM Kapkaca VH u/uiau VL MOTYT MOIMOUUIUPOBATLCH, Kak
oBCYyXOaeTCsa UM WIJINCTPUPYETCS B HACTOLAleM OOKYMeHTe, Hallpumep, C
MCIIOJIL30BaHMEM CalT-HalpaBJIEHHOTO MyTaleHe3a.

V3MeHeHUSI aMUMHOKMCIIOT MOTYT OCYIEeCTBJIATLCS B OIHOM WM
HECKOJILKMX 0fJlacTaxX KapkKaca M/MIM B  OOHOM MM  HEeCKOJbKUX

obytacTax CDR, IHOJIYUEeHHHX M3 aHTUTeJla I1L-6a, HalleJJeHHOT'O Ha CalT
IT IL-6 (ompenejygeTcd B HacTodmeM IOKYMEeHTe Kak "2TalloHHOe

AHTUTEJIO IpoTHB IL-6") ¢ wucooJab30BaHMEM CIOCOO0B U IIapaMeTpoB,
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M3BECTHHX B OaHHOM obacTu. Taxkxe, B HaCTO AmMUMN OOKYMEHT
BKJIIOUAETCA IIOJYUYEeHHEM B pe3yJjbTaTe aHTaroHuct IL-6, KOTOPRHM
COXpaHfAeT CBA3HBaHUe C canToM 11 IL-6 (Hanpumep, C catoM II IL-
6 ueJIOBekKa) M, Kak I[IpaBuUJIO, WuMeeT, II0 MeHblley Mepe, TakKoe Xe
CBA3BBaHME WM I[IOBHIIEHHOE CPOLNCTBO, I[IO0 CPaBHEHMI C STaJIOHHEM
AHTUTEJIOM MPpOoTHB IL-6. B HEKOTOPHX Cllydadx, IJS YJYUYIlIeHUMd TaKoT'o
napaMeTpa, Kak cCcTadbujIbHOCTL, MOXeT BBOOUTLCA M3MeHeHMe, KOTopoe
ODaeT B pesyJjibTaTe YMeHLBIIeHMe CPOINCTBa CBA3HBaAHMUA IIOJIyUeHHOTO IL-
ba, TIIO CpaBHEHUI C DTaJIOHHEM IL-6a (HanpuMep, C STaJIOHHEM
AHTUTEJIOM) , IJIA CO3IOaHMA IIPUIONHOT'O IJIS MCIOoJb30BaHMA I1L-6a. B
HEKOTOPHX BapraHTax OCylleCTRBJIEHUL, HallpuMmep, B HEeKOTOPLIX
cJlyyadx, B KOTOPHX CpaBHeHMEe OTHOCUTCHA K CBA3HBaHMIL FcRn mim
bapMakokuHeTHuueckoMy (PK) mnapamMeTpy, TakoMy Kak BpeMsa I[IOJYXV3HU
B CTEKJIOBMIOIHOM  TeJie, W K CUCTEMHOMY  BpeMeHU MIOJIY XVIKHU
(HanpuMep, B KpPOBM, IlJla3Me, CHBOPOTKe, JuMbe, IIeUyeHM, IIOoUKax,
IPYTHX TKaHAX WM TEJIECHHEX XUIOKOCTAX), DSTAaJIOHHOE AaHTUTEJIO MOXET
IpeIncTaBJIATL COOOM aHTUTEJIO, KOTOpoe He CBA3HBaeTCHd CclIeluuMdruHO C
IL-6.

V3MeHeHMe I[I0CJIeIOBaTeJIbHOCTM aMMHOKMCJIOT MHoJunenTuma I1L-6a
MOXeT BKJIOUATH 3aMelleHre OIOHOT'O WJIN HEeCKOJIbKUX OCTaTKOB
aMMHOKMCJIOT C He BCTpevanmelcs B IIPUPOIOe WM HeCcTaHOapTHOM
aMMHOKMCJIOTOM, MOIOMOUK AL OIOHOT'O WJIN HEeCKOJIbKUX OCTaTKOB
aMMHOKMCJIOT IO He BCTpedawmelMcs B OpUPoOde WM HecTaHOapTHOM
bopMEH MJIM BCTABKY OIOHOM WMJIM HECKOJILKMX He BCTpevalmMx B IIpUpome
WV  HeCTaHOapTHHEX aMMHOKMCIIOT B IIOCJeOOBaTeJIbHOCTE. [IprMepH
KOJIMUECTE u [IOJIOXEHUM V3MeHeHUM B [IOCJIeOBaTEJIbEHOCTAX 1o
HacToAmlleMy M300peTeHMI OIMCHBAKTCA B HaACTOAMleM HOOKYMeHTe B
IpyT'OM MecTe. BcTpeuvawnmMecs B IOpUPOOEe aMMHOKMCIIOTH BrJmodawnT 20
"craHmapTHEX" L-aMMHOKMUCIIOT, MIeHTUIMUMPpYeMex kak G, A, V, L, I,
M, P, ¥, W, 5, T, N, Q, Y, C, K, R, H, D, E 1o umx CTaHIapTHEM
OOHOOYKBEHHEIM KOIaM. HecTaHIapTHEE aMMHOKMCIJIOTH BRJIOUAT JoOoM
IPpYTOM OCTAaTOK, KOTOPHM MOXeT BBOIMUTLCS B OCHOBHYID MNOJMUIENITHUIHYIO
ek WM [IDoJydaTkCcd B pesyabTaTe MOIMOUKALUM CYIeCTBYKRIEeIO
AMMHOKMCJIOTHOTO OCTaTKa. HeCTaHODapTHHEE AaMMHOKMCJIOTH MOTYT OHTH
BCTpevanlMMMUCAd B IIpUpoLe WJIM He BCTpevanlyMMCd B IpUpPOLE.

HecxkoJbKO BCTpeUYanIMXCHd B IIpmpone HeCTaHIOapPTHEX AMVMHOKIMCJIOT
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M3BECTHE B JaHHOM obJjacTu, HanpuMmep, 4-TUMOPOKCUIIPOJIVH, 5-
TUOPOKCUIINEZUH, 3-MeTUJITUCTUIONH u N-aueTnuJICcepuH. OcTaTku
AMMHOKMCJIIOT, KOTOPHE IepuBaTU3YIRTCA B ux N-ajgbda [IOJOXEeHUN,
OyoyT pacnojiararbcda TOJBEKO Ha N-OKOHUaHUM I[IOCJIeIOBaTeJIbHOCTHU
aMMHOKMCJIOT. AMMHOKMCIIOTa, Kak IMIpaBMJIO, OpencTaBjseT cobon L-
AMMHOKUCJIIOTY . B HeKOTOPHX CJlydasgx aMMHOKMCJIIOTa [IpencTaBJjgeT
cobor D-aMMHOKMCJIOTY. CJledoBaTeJIbHO, WM3MEeHeHMe MOXeT BKJIUATh
MOOUPUMKALMEL L-aMMHOKUCJIOTE OO D—-aMMHOKMCJIOTEL MJIM €& 3aMeHy D-
aMUHOKMCJIOTOM . MeTmanpoBaHHEE, ALeTUJIMPOBaHHEEe n/ Ui
dpopchopUUPOBaHHEEe (QOPMEL aAMUHOKMCIIOT TakKXe MdBJIFAITCHA WM3BEeCTHHEMHM,
M  aMMHOKMCJIOTEL I[I0 HacCTOoAlleMy WM300peTeHMI MOTYyT I[IoOBeprarTbCcd
BOBIOEVCTBUIL TaKOV MOIMOUKALIUM .

[TocnenoBpaTeJIbHOCTU AMUHOKMCJIIOT B IOIOMeHax aHTHUTeJIa u
BJIEMeHTax CBA3EBaHMA I[I0 HacCTOoAlleMy M300peTeHMId MOTYT COOepXaThb
He BCTpevawlMecsa B IIpUpoLe WIM HeCTaHIapTHHE AaMMHOKMCJIOTH, Kak
oBcyXIOaeTcd B HacTodAlleM IOKyMeHTe. HecTaHOapTHEE aMMHOKMCJIIOTE
(HanpuMep, D-aMMHOKMCJIOTH) MOTYT BBOIOMUTBHCH B IIOCJIeIOBaATEJILHOCTH
AMMHOKMUCJIOT C MCIIOJIE30BaHMEM CIIoCcoB0B M3BECTHHX B OaHHOM
obrylacTH, HallpuMmep, npu CUHTe?3e MOJIEKYJIEL I C [TOMOIIEL 0
MOIUOUKALIUM WMJIM 3aMeHH aMUHOKMCJIIOTH IIOCJIe CHMHTe3a. B HEeKOTOPHIX
cJydasax, D—-aMMHOKMCJIOTY MCIIOJIL3YIOT IOJS yBeJmueHms PK IL-6a.

Hoetrie objactm VH wim VL, Hecyluure  IOJIYUEHHEE nus CDR
[IOCJIEDOBATEJIbLHOCTHU 1o HaCTOAleMy n300peTeHNo, MOTYT
TeHEepUPOBATLCA C MCIOJb30BaHMEM CJIYUYalHOTO MyTaleHe3a OIHOM WM
HEeCKOJIbKMX BEOPAHHEIX I[I0CJIeIOBaTEeJIbHOCTEeN HYKJIEMHOBHX KUCJIOT VH
u/man VL OJI9 TeHepMpoBaHMS MyTalulii BO BCeM Bapuab®eJIbHOM IJOMeHe.
HampuMep, MOXHO MCIOJB30BaTh Oonyckawnmyn ommbku PCR  (Chao et
al., Nature Protocols, 1:755-768 (2006)). B HeKOTOPHX BapuaHTax
OCYMeCTRBJIEHMA 3BaMelleHMa OOHOW MIM OBYX aMUMHOKMCIIOT OCYMeCTBJIAT
BO BCeM BapmabeJIbHOM IOMeHe WM B Habope CDR. Jpyrue CHIOCOOH,
M3BEeCTHEE B OaHHOM o06JacTM, MOXHO MCIOJIL30BAaThL OJIS IeHepUpOoBaHMUI
MyTalui, HaIpuMep, CcalT-HalpaBJIeHHEM MyTareHe?3, Kak IIpaBuUJo, B
OOHOM WMJIM HeckoJIbkux CDR.

OmnuH M3 crnocofoB NPOOYLUMPOBAHMA aHTUTeJa [L-6a, 3aKJodaeTCd
B 3aMeHe oomMeHa  VH, TaKoIT'o Kak OIMCHBaeTCHd B HaCcTOAlleM

IOJOKYMEHTEe, IIOCpenICTBOM nodarJjieHUd, nejieumn, SaMelleHM A I
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MHCepLIMM OOHOM WMJIM HEeCKOJIbKUMX aMMHOKMCIIOT. WM3MeHeHHHM IJoMeH VH

MOXeT OO0BeOIMHATLCA C OOMeHOM VL (HanmpuMmep, Cc IOoMeHoM VI,
OIIMCAaHHEM B HacToAlleM IOOKYMEHTE) , KOTOPHM MOXeT Takxe
U3MeHATLCA, Kak OIIMCaHOo B HaCTOAIEM IOOKYMEHTe, i C
VCIIOJIE30BaHMEM CIIOCO00B, WM3BEeCTHHX B IaHHOM oO0JacTH. Takue

V3MEeHEHHEE MOJIEKYJIEL MCCJIEOYIT Ha WX CIOCOOHOCTB CBA3HBATECHA C
carom II IL-6 u, HeoOA3aTeJIbHO, Ha IpyIMe XeJjlaeMble CBOMCTBA,
TaxKue Kak [IOBEHIIEHHOE CPOICTRBO 1o CpaBHEHND c 2TaJIOHHOM
MOJIEKYJIOV. B HEKOTOPHX CJydasdx, BapuaHT VH wmiam »poMeH VL MoxeT
uMeTs 1, 2, 3, 4 miam 5 Takux uM3MeHeHuM (Hanpumep, 1, 2, 3, 4 win
5 3aMemeHUM aMMHOKMCJIOT) .

B HEeKOTOPEX BapMaHTax OCYILeCTBJIeHKd, IL-6a I[IO0 HaCTOLlleMy
n300peTeHNID IpPenCTaBJISET cobor  dpparMeHT aHTHUTEJNa, KOTOPHIM
CBA3HBaeTca C cauTtom II IL-6 " COIEepXuUT CcalT CBA3HBaHUA
aAHTUIT'eHa, Halpumep, MOXeT CBSA3EBATHLCHA c camToM 11 IL-6.
dpaIMeHTE aHTUTeJla I[IO0 HacToflleMy WM300peTeHNo, Kak IIpaBUJIo,
noJiyyamnT, HauuHasg C STaJlJOHHOM (MCXOIOHOM) MOJIEKYJIH aHTHUTela,
TakoM Kak MoJIekyJla aHTuTeJla, comepxamas SEQ ID NO:41 m SEQ ID
NO:42. OdparMeHTH aHTUTeJla MOTYyT TIeHepHMPOBAaTLCS C MCIOJb30BaHMEM
crioco6oB, MBBECTHEX B OaHHOM o06JacTM, TaKux KaK pekoMOMHAHTHAaS
IHK, bepMeHTaTUMBHOE  pacllellJlIeHue (HanpuMep, C MCIOJIE30BaHUEM
IercrMHa WM IallauHa), XVMMMUYecKoe pacHellJIJeHMe aHTUTeJla (HalpuMmep,
XUMUUECKOE BOCCTaHOBJIEHUE OUCYJIBQUOHEIX  MOCTHKOB) . dparMeHTH
aHTuTeJa, KOTOPHE CcomepxXaT caWT CBS3LBaHUSA aHTHUIeHa aHTuTesa,
BKJIOUAT, HO, He OI'pPaHMUMBAACE DSTMM, TaKKe MOJIeKYJE, kak Fab,
Fab', Fab'-SH, scFv, Fv, dAb, Fd m oucynsdmuoHO CTabMIM3UPOBaHHASA
BapuabesbHas objacTk (dsFv). C ODOMOmbBI TeHHOM MHXeHepuM, MOTyT
OLITL TIIOJIYUEHB pPa3JIMUHEE »OpyTMe MOJIEKYJIH aHTUTeJla, Ccoepxamue
OIOVH WJM HEeCKOJIbKO CalTOB CBA3HBaHMA aHTUIeHa aHTUTeJla, BKJIUAas
HalnpuMmep, F(ab") 2, F(ab) 3, ouaTeJsa, TpUOTEJa, TeTpaTesa "
MMHMAaHTUTEJA . [TprMe pH MOJIEKYJI AaHTUTEJI n crioco6oB X
KOHCTPYUPOBAHUA ¥ MCIOJb30BaHMA oIMcaHn B Holliger and Hudson,
2005, Nat Biotechnol 23:1126-1136. HeoT'paHMUMBAKLINME JIPUMEPH
dpaTMeHTOR CBSA3HBaHUA MPEeNCTaBIALT cobol dparMmeHT Fab, cocTosammun

m3 VL, VH, KOHCTAHTHEIM IOMeH JieTrkoM uenm (CL) ¥ KOHCTaHTHBM
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noMeH 1 TsaxeJio Uenn nomMeHoB (CH1); odparMedHT Fd, cocTodmmi wus3
nomMeHoB VH wm CH1; odparMeHT Fv, cocTosSmMM U3 IOMeHOB VL um VH
OOHOTO aHTuTeJa; oGparMeHT dAb, cocTogammuy M3 nOoMeHa VH wmiam VL;
BEIIE&JIEHHEIE obJjacTu CDR; bparMeHT F(ab') 2, IBYXBaJIEHTHHM
bparMeHT, CoIOepXallMi OBa CBA3AHHHEX (¢parMeHTa Fab; omHolLeloueuHyIo
MoOJIeKyJly Fv (scFv), B KkoTopou moMeH VH u pmoMeH VL CBA3aHH
NenNTUIHEIM JIMHKEPpOM, KOTOPHM »OejiaeT BO3MOXHOM accolMalmrio IBYX
IOIOMEeHOB C ofpa30BaHMEeM calTa CBSA3HBaHMA aHTUIeHa; OucHeUunMdUUHBEN
IVMep OIHOIIENOUeUHHX FVv (HamopuMep, KkKak omnmcaHo B WO 1993/011161)
“  IOMaTeJo, KOTOpoOe npencraBJIgeT coBbo  MHOTOBAJIEHTHHM  WMJIU
MYJIETUCIHEeIMOUUHE (parMeHT, CKOHCTPYMPOBAHHEM C MCIOJIbL30BaHUEM
CIMSHUSA TEeHOB (HamopuMMmep, KkKak omnmcaHo B W094/13804) . MoJjekyJe Fv,
scFv wimu 1omaTesia MOTYT CTabuUIM3UPOBaATLCHA IIOCPENCTBOM BBeIeHUSI
OUCYJIEOUOHEX MOCTUKOB, CBA3HEBawMx IoMeHH VH u VL. MuHMaHTUTeJa,
comepxamue sckv, COeIHEHHEIe c OIOMEHOM CH3, TakKxe MOXHO
MCIIOJIL30BaTE B KadecTBe IL-6a. [JpyrMe OQparMeHTH ¥ IIPOM3BOIHEE
aHTHUTeJla, KOTOPHEE MOXHO MCIIOJIE30BaTh B KadecTBe I1L-6a, BKJIOUAT
Fab', xoTopeM oTJMUaeTCsa OT odparMeHTa Fab nobaBJjieHMEM HeCKOJbKUX
OCTAaTKOB AaMMHOKMCJIOT Ha KapOOKCHMJIIBHOM OKOHUaHMM pgomMeHa CHI
TAXEJION lelM, BRJIOUAas OIOMH WM HECKOJIBKO LMCTEeMHOB M3 00JlacTu
mapHMUpa aHTuTeJla, M Fab'-SH, KOTOpHM NpemOcTaBjiseT coboM oparMeHT
Fab', B KOTOPOM ILMUCTEMHOBHM OCTATOK (ocTaTKM) KOHCTaHTHEX
IOOMEHOB HeceT CBODOIHYK THOJIBHYI TPYINY.

B HEeKOTOpPHX Clydasax, IL-6a, KOTOPHIM INOpencTarJisgeT cobol
bparMeHT aHTUTEJa, XUMUUECKM MOOMOULUPYETCHS IJA YIYUIleHUS WU
BBeIeHUS XeJjlaeMOT'O CBOMCTBa, HalpuMep, C IIOMOmbD PEGUIMPOBAHUSA
IOJI9 YBeJIMUeHMS BPEeMEHM IOJYXVMKHY WM yIOEepXMBaHMA.

dAb (moMeH aHTUTeJa) IIpelcTaBJageT CcoOOM MaJlbli MOHOMEPHBIN
AHTUTEeHCBA3HBAMINUY (parMeHT Yy aHTUTeJla (BapuabesbHasa o00JIacThb
TAXEJION MM JIETKOM Lelu aHTuTesa. dAb VH BcTpeuvaonTca B OpHpode Y
BepOJIOBHX (HanpuMmep, Yy BepOJ©OIOBR UM Yy JlaM) ¥ MOTYT OHTH
[IOJIYYEHE IIOCPEOCTBOM MMMYyHM3allMM BepOJIOOIOBOTO C IIOMOMBI II&JIEBOTO
AHTUT'eHa, BHIEJEHUSI aHTUTeH-CIHeUMPUUHEIX B JIMMOOUIMTTOB M MIPAMOIO
KJIOHUPOBaHMA T'eHOB dAb OT MHOMBUAYAJBbHHX B JmMmpoumTor. IL-6a 10
HacToAmeMy M300peTeHMI0 MOXeT IIPeOCTaBJATL cobon dAb, comepxamui

onomMeH VH wimm VL, 10 CYIEeCcTBY, Kak IOIpMBOIOIMTCSA B HaCTOAlleM
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OOKYMEeHTe, win pgomMeH VH wim VL, comepxamuti Habop CDR, 10
CYIIeCTRY, KaK IPUMBOOUTCHA B HACTOANEM INOKYMEHTe.

AHTHUTeJIa TII0 HacTodlleMy WM300peTeHMI BKJIOUAKT OUCHelUPUUHEE
aHTuTeJa, B KOTOPHIX oBe pa3JINUHBIX BapmabeJIbHEIX obracTu
OoBBeIMHAITCS B OOHOM MoJekyJe. IL-6a MOXeT BBOOMUTLCH KakK UYacThb
OUCHIelUnOUUHOTO aHTUTeJIa, [IOJYUEHHOTO C MWCIOJbL30BaHMEM CIOCOOO0OE,
M3BECTHEX B IaHHOM o00JlacTH, HaIpMUMep, IPUITOTABIMBATLCSA XUMMUUECKU
I "3 THUOPUIOHEX THUbpuOoM. Takasg MOJIeKyJla MOXeT IIPpeldCTaBJIATH
cobom oOparMeHT OUCHeUMIMUHOTO aHTUTeJla TUulla, o0O0CyXIaeMOI'O BHIIE.

OnmH ns HeOI'PaHMUYNMB AKX IIprMepPoB criocoba I'eHepPrMpOBaHMA

OMCIeIMOMUHOTO aHTHUTeJa OpelcTabjgeT coboi TexHoJjioruo BiTE™, B
KOTOpOM IOOMEHE CBA3HBaHMUA OBYX aHTUTEJI C pas3JaInyHOM
CHeUUOUUHOCTEIO MOXHO MCIOJNIE30BaThL M HENOCPeICTBEHHO CBA3HBATL C
[IOMOWELID KOPOTKMX IMOKMX IIelTUOOB. 3TO OOBeOIMHAET IOBa aHTUTeJa Ha
OnHOM KOPOTKOM  IOJUIIENTHUIHOM  Lelu. IvaTesia u sckFv wMoryT
KOHCTPYUPOBATECH Bes oBJjlacTu Fc, c MCIIOJIb30BaHueM TOJILKO
Bapra®eJIbHEIX IOMEHOB, IMIOTeHUMaJbHO YyMeHbIlas BO3OeMCTBUA aHTU-
UINOTUIINUECKOMN peaxkuun. BucneunpmuuHee aHTHUTEeJa MOTYT
KOHCTpYMPOBAThLCA Kak LeJiele 1gG, Kak OucneuudpmnuHele Fab'2, kak
Fab'PEG, xak @»OuaTeJyla WIM, KpoOMe TOTIo, Kak OucrneuuMduuHele SCFv.
KpomMe Toro, QnOBa OUCHEUMPUUHEX aHTUTeJla MOT'YT CBA3BBATHECH C
MCIIOJIL30BAHMEM PYTUMHHEIX CIIOCOOO0B, M3BEeCTHHX B »OaHHOM o6JacTu, C
oBpasoBaHMEM UeTHpPEeXBaJIEHTHHEX aHTUTEI.

BucneumdpmuHele nuaTesia, B OTJMUME OT OUCHeUUOUUHEX I1I&JIbHBIX

aHTHTeJI, ABJIAKRTCA IIOJIE€ 3HBEIMM , OoOTUacCTM IIOTOMY , gTo OHM MOTWYT

KOHCTPYUPOBATHLCSA WM DBKCIpeccHMpoBaTeca B FE. coli. [Iwnateyna (u
MHOTHME IOpyTue TIOJUIIENTUIR, Takue KkKak O(parMeHTH aHTHTeJa) C
COOTBETCTBYI/MA CTIenMOUUIHOCT MU CBSA3BBaHUA MOTYT JIeTKO

BEIOUPATECHA IIOCPEenCcCTBOM ceJIeKLIUNn c VCIIOJIE 30BaHUEM baroroTO
oucrieas (WO 1994/13804) wm3 OuOIMOTEK. ECIM ONHO ILJIeUyo OuaTesia
OOJIKHO TMONOEepPXMBATHECSA KOHCTAHTHEM, HAIPUMMeEpP, CO CHelUIUUHOCTLIO,
HalpaBJIeHHOM Ha camT 1T IL-6, TOI'Da MOXeT OHTH IIOJIYUeHa
OmbImMoTeKa, e opyroe [JIevo M3MEeHAEeTCHd " OCYyIeCTBJIAETCHA

CeJIeKIIMA aHTHUTeJla C COOTBGTCTBY@MG% CHIelUOUUHOCTELIO.
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BucneumdpmuHele LeJIBHEE aHTUTeJIa MOTYT OBTH  IIOJIYUYEeHH C
IIOMOImMBI0 aJIbTEePHATUBHHX CIIOCOOOB TI'€HHOM MHXeHepMuM, KakK OIMCaHO B
onmcaHum B WO 1996/27011, WO 1998/50431 m WO 2006/028936.

B  HeKOTOPHX cJydadax, IL-6a 10 HacTodmeMy M300peTeHUD
COOepXMUT CcauT CBA3HBaAHMA aHTUTeHa B MOJIeKyJe, OTJIMUHOM OT
aHTuTeJa, HalpuMep, I[IOCPedCTBOM BBeIOeHMSA OIHOM WJIM HEeCKOJbKUX
CDR, HallpuUMep, Habopa CDR, B CKeJleT 0OeJika, OTJIMYHOTO  OT
auTuTesna, Kak OONIOJIHUTEJIBHO ODOCyXIDaeTcd  HUXe. B  HeKOTOpHIX
ciaydasax, CDR BBOOATCH B CKeJleT MOJIEKYJIH, OTJMUHOM OT aHTuTesa.
CaT cCcBA3EBaHMA C camToM I1I IL-6 MOXeT CO3OaBaTbCHd IIOCPEIdCTBOM
pasmMmemeHusa CDR Ha ckejieTax O€JIKOB, OTJIMUHEIX OT aHTUTeJla, TaKux
Kak OUOPOHEKTUH WM LIUTPOXpOoM B, wWIM HDOCPEeOCTBOM pPaHIOMM3ALUKU
WM MyTaluuM OCTAaTKOB aMMHOKMCJIOT B IeTJsaX B ckeJeTe 0OeJlka C
HeJsbio IOpuiaHusa choeluuMdrMuHOCTM  CBS3HBaHMAa C canTom I1II IL-6.
CreJIeTH IJIS IIOJIYUeHMS C IIOMOIbI TeHHOM MHXeHepPUMM HOBHX CalTOB
CBA3EBaHMA B 0OeJjikax, M3BECTHH B IaHHOM ob6JjgacTtu. Hamnpumep,
BeJIKOBEIE CKeJIeTH [JIS BOCIIPOM3BEIEHMVS CBOMCTB aHTUTEJ OIMCAHH B
W0200034784, xoTopas OIKMCHBaeT OeJIkM (BOCIPOMU3BOIAMME CBOMCTBA
AHTHUTEJI), KOTOPHE BRJIOUAT IOoMeH (udpoHekTMHa Turna 111, uMeommi,
10 MeHblley Mepe, OIHY PaHIOMM3UPOBAHHYI IIeTJIo. I[IPUTOOHBIM OJId
MCIIOJILB30BAHUSA CKeJleT, Ha KOTOPHM OOJDKHa I[IPUBMBATLCS OIOHA WMJIM
HeCkoJIbKO CDR, HampuMmep, Ha®op HCDR, MoxeT OBTBH CO3OaH C IIOMOIBLI
Jodoro BJeMeHTa OoMeHa CcylepceMelcTBa T'€HOB MMMYyHOTJIOOYJIMHOB.
CkeJleT MOXeT IMIpelcTaBJIATL cobdol ©OeJIoKk ueJIoBeKa WM CylecTBa,
OTJIMUHOTO OT UYeJIoBeKa. I[IpeMMylmecTBO CKeJIeTOB OeJIKOB OTJIMUHEHX OT
aHTHUTeJla BakJjouaeTcs B TOM, UYTO OHM MOTYT oO0ecleuuTb CcauT
CBA3LIBAHMSA aHTUIeHa Ha CcKeJjleTe MOJIeKYJIH, KoTopasd MeHblle 1/Uin
opome IJiA TIIoJIydeHMs ueM, I[I0 MeHbllel Mepe, HeKOTOPpHEe MOJIEKYJIH
aHTUTEJ. MaJieli pasMep  2JieMeHTa CBASHBAaHMA MOXeT OIpuIaBaTh
[IoJie3HHe  (OUMBUOJIOTHMUEeCKMe CBOMCTBA, TakMe KaK CIOCOBHOCTE K
NPOHUKHOBEHUIO B KJIETKM, K IIPOHMKHOBEHMKD IUIyOOKO B TKaHM WIU K
OOCTVXKEHUID MMUIIeHey B OPYTMX CTPYKTypax MJIM K CBA3HBAHMIO B
OeJIKOBHEX TIIOJIOCTAX LIeJIeBOTO aHTUTeHa. TUNIMUHBEIMKM ABJIAOTCI OeJIKHu,
Mermme CTadUIILHYD OCHOBHYI 1erb u OIHY ANIZ) HECKOJIBKO
BapmrabeJIbHEIX TIeTejlb, B KOTOPHEX IIOCJeIOBaATEeJIbLHOCTE AaMMHOKUCJIIOT

IIeTJirMm 1JIM IleTeJlb CHeLU/I(]_)I/IT{HO mJinm CﬂyqaﬂHBM O@paBOM MyTHpyeT IJIA
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cosIaHMAag caliTa CBA3HBaHMA aHTUTeHa, KOTOPHM CBA3HBaeT IleJleBoM
aunTured. Taxkue OeJIKM BKJIOUAKT OOMEHH CBA3HBaHMA 1gG Oejyika A OT
S. aureus, TpaHCheppUHa, TeTPaHeKTMHa, OMOPOHEKTMHa (HaIIpuUMEpP, C
MCIIOJIE 30BaHMeEM 10-oT0 IOMeHa OMBPOHEKTHUHA TUIIa I11),

JUIIOKAJMHOB, a TakXe TaMMa-KpUCTaJJIMueCcKue U IOpyTMe CKeJIeTH
Affilin™ (Scil Proteins, Halle, Germany) . IlpuMepH  IOPYyTUX
IIOOXOOOB BKJIOUAIT CHUHTeTHUUYeCKHUE MUKpPOaHTUTEJIA Ha OCHOBE
IUKJIOTUOOR - MaJIbIX BeJIKOB, VIMEINX BHYTPUMOJIEKYJISIPHEE
OUCYJILQUIOHEE  CBA3Y, MUKPOIIPOTENHOB (HanpuMep, Versabodies™,
Amunix Inc., Mountain View, CA) wu O0eJKOB C IIOBTOPAKIUMACSH
envHMLIaMM aHKMpuHa (DARPuHE, HanpuMmep, oT Molecular Partners AG,
Zzurich-Schlieren, Switzerland) . Takue OeJIKM  TakKxe BKJIIOUAT
MaJiele, IIOJIydeHHHEe C I[IOMOWLI0 T eHHOM WHXeHepUM HOOMeHH OeJIKOB,
TakMve, HalpuUMep, KaK MMMYHO-IOMEHE (CMOTpPM, HalIpuMep, IyOJMKaluU
naTedros CHIA NN 2003/082630 wm 2003/157561). UVMMyHO-IOOMEHH
comepxar, 1o MeHbIIeM Mepe, OHY 00JIacTh, OIIpenelIAnIyo

KOMILJIEMeHTapHOCTE (CDR) aHTUTeJa.

IL-6a MOXeT COmepXaThb IOTIOJIHV T &JIbL HEE AMMHOKMCJIOTH,
HapuMep, 0Jid IpUIOaHusa MOJIeKYJIe opyTrou byHKUMOHAJILHOM
XapaKTepruCcTUKH, B IOOIOJIHEHMEe K  CIHOCOOHOCTM K  CBSA3HBAHUI
aHTUTEeHa .

B HekoOTOpHEHX cCly4Yaax, IL-6a HeceT IeTeKTUpYyeMyl MeTKY WK
KOHBOIMPYETCHd C TOKCHMHOM WJIM HalLeJIMBAKIMM OCTAaTKOM WV (QepMeHTOM
(HanpuMep, UYepes MNeNTUIMIIBHYK CBSA3b MM JIMHKep) . Hanpmumep, IL-6a
MOXeT CcoIepXaTh KaTaJlUuTHUUeCKUM cauT (HalpuMmep, B (epMeHTaTUMBHOM
ooMeHe) , a TakXxe calT CBSA3HBaHMA aHTHUI'eHa (HanpuMep, camm
CBA3HBaHMA Cc cavroM II IL-6), Tak UYUTO CaMT CBS3HBaHMUA aHTUITeHa
CBA3HBaeTCHd c AHTUT'EHOM, u TakuMM  oBpasoM, OH  HalleJIJMBaeT
KaTaJluTruuecKun camT Ha IL-6 WJIN  Ha KOMILJIEKC IL-6/IL-6R.
KaTaauTuueckuyt calT MOXeT, B HEeKOTOPHX CJIydadax, OOIOJIHUTEeJILHO
MHTUOUPOBaATE OMOJOTMUeCKYKD OyHKkIMKO 11L-6, HaIpuMMep, I[IOCPeICTBOM
OTHmEeIlJIeHU S IL-6, IL-6R WJIN opyrou MOJIEKYJIH, KoTOopad
accouMmMpyeTcsd ¢ KoMmIglekcoM IL-6a/IL-6.

B HEKOTOPHIX acriekrax, HacTodmee ns3obpeTeHne BKJIIOUAET

AHTUTeJIO IL—6a, KOTOpOe MO,JII/I(]_)I/ILU/IpyeTCFI I1I0 CpPpaBHEHNVK C 3STaJIOHHEM
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aHTHTeJIOM HOJIA WM3MeHeHNVA, HallprMep, IoJIA yBeJIMYeHNA, YMeHBIIeHM A

WIM YCTPaHeHMS OQYHKUUM OMOJIOTMUECKOTO mOelcTBMS IL-6a. B OoOHOM M3

IPUMEPOB, MoIuMdUUMpPYyeTcsa objacTek Fc wmiIM MCXOOHBEM 1OoMeH Fc
3aMeHdgeTCHd MOIMPUUIMPOBAaHHEIM IOMEHOM Fc oI N3MeHeHUsd
dapMaKOKMHETUKHA MOIMPUUIMPOBAHHOT'O IL-6a 10 CpaBHEHUIO C
HeMOOUOUIIMPOBaHHEM npenmeCcTBEHHMKOM. B HEKOTOPEIX BapMaHTax

ocymecTBJIeHMUsA, IL-6a [nomoBepraeTCsa BO3OeMCTBMI TI'€HHOM MHXeHepUU
IOJIS CcoO3IaHMA Kapkaca 1gG2. B IOpyI'Mx BapMaHTax OCylleCTBJIeHUs, IL-
ba HaxomuTcda B Kapkace IgGl wmmm IgG2 M MMeeT MOOUOMUUPOBAHHYIO
objilacTe Fc, KOTOpad yBeJMUMBaeT CPOLNCTBO CBA3HBaHMA ¢ IL-6a IIpu
pPH 6,0 M He M3MeHAeT CYIEeCTBEHHO CPOINCTBO CBA3bBaHMA npu pH 7,0
[I0 CPAaBHEHMI C MCXOOHHM WM IOPpyTMM 5STaJIOHHBEM IL-6a. B HEeKOTOPHX
BapMaHTax OCylMeCTBJIeHMA, IOoMeH Fc wmomuouuupyerca u IL-6a uMeeT
YMEHBIIEHHYID CHUCTEMHYK aKKyMyJIALMIO, YMEeHBIIeHHOEe BpPeMd IIOJIYXM3HU
U/MIN  yBEJIWYEHHOE CUCTEeMHOEe BHBeIeHMe IO CPAaBHEHMI C MCXOIHBM
WY OpyTUM STaJIOHHEM IL-6a.

B HEeKOTOPEHIX BapMaHTax OCylmeCcTBJIEHUSA, aHTUTEJIO IL-6a
MOOMOUUMPYETCA OJA YyBeJIMUeHMA (QUuKCcalMM KOMIIJIEMeHTa M KOMILJIEMeHT-—
3aBUCHMOM LUMTOTOKCUUYHOCTM. B »OpyTMX acleKkTax, aHTuTejo IL-6a
MOIMQUUMPYETCI OJIA YBEJMUEHMA CIOCOBHOCTM aHTUTeJla IO CPaBHEHUIO
C DTAJIOHHBEIM aHTUTEJIOM K aKTUBaLUM S0PEeKTOPHBIX KIIETOK M K YyJ4aCTHIO
B AHTUTEJIO—3aBUCUMOMN LIMTOTOKCUYHOCTU (ADCC) . B HEeKOTOPHX
ciydyadax, aHTuTesla, KaK ONMCaHO B HaCTodlleM IOOKYMeHTe, MOT'yT OHThH
MOIMOUUIMPOBATHECA KaK JIA I[IOBBIIEHMSA ¥ CIOCOOHOCTM K aKTUBalLUU
bbeKTOPHEIX KJIETOK, Tak U IJg YydacTus B aHTUTEeJO-3aBUCUMON
HMTOTOKCUMUHOCTM (ADCC) ™M @OJd TMOBBIEHUS MX CIOCOOHOCTM K (QUKCaALUMU
KOMILJIEMEHTa M K Y4YacTUI B KOMILJIEMEHT-3aBUCUMOM ULUMTOTOKCUUHOCTU
(CDC) .

B HeKOTOPHX BapMraHTax OCYUEeCTBJIeHMd, aHTUTeJla, OIMCAHHEE B
HacToAlleM OOKYMEeHTe, MOOIMQUUMPYITCAI OJidg YMEeHbIeHU A X
CIIOCOOHOCTM K (QMKCaAUUM KOMILJIEMEHTa M K YUYaCcTHMIO B KOMILJIEMEHT-—
3aBUCHMOMN LHUTOTOKCUYHOCTHU (CDC) . B OIPYIUX BapMaHTax
OCYIeCTRJIEHNA, aHTUTEJIa MOOIMQUUUPYITCAI oI YMEeHbIeHU A X
CIIOCOOHOCTM K aKTuBauuy SOOeKTOPHEIX KJIETOK M K YUYacTUR B
AHTUTEJIO-3aBUCUMOM LUTOTOKCHMUHOCTM (ADCC). B 1Opyrux BapuaHTax

OoCymeCTRBRJICHMA, aHTUTEJIO, Kakr OIIMCaHO B HacToAdleM IOTJOKYMEeHTE,
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MOXeT MOIMOUIMPOBATLCA KakK IJId YMeHbIeHMS eTo CIOCODHOCTHM K
akTuBauuM SOOeKTOPHHX KJIeTOK, Tak ¥ K YydacTMUMIO B aHTUTEJIO-
3aBUCUMMOM LUTOTOKCHUMUHOCTM (ADCC) M K YMEHBIIEHMIO €TI0 CIIOCOOHOCTH
K MKcauMM KOMILJIEMEeHTa ¥ K VYYacTui B KOMILJIEMEeHT-3aBUCHMOM
LMTOTOKCHMUHOCTHM (CDC) .

Kak mpaBujo, ABJLeTCA IPeUMMYyNEeCTBEHHEM MCKJIOUeHMEe YacCTou
IOCTaBKU IO 3H IL-6a, HaopuMmep, KoToa OHa OOCTaBJIsAeTCH
IoCpelCTBOM MHBEKUMM B ITJlald. UTOOH COejlaTb OOCTYIIHOM 3TV
0CcoBeHHOCTh, B OlIpeleJieHHHX BapMaHTax OCYIeCTBJIeHUd, BpeMms
IIOJIYXU3HM B MecTe OOCTaBKM, HalpMMEpP, B CTEeKJOBMIHOM Teje, IJA
IL-6a, KakK OIMCaHO B HaCTOAMEeM IOOKYMeHTe, COCTaBJIAEeT, II0 MeHbIeMn
Mepe, 4 @OHsS, HalpuMep, IO MeHblleM Mepe, 7 IHeW, [0 MeHblel Mepe,
9 1nHeM, O MeHblel Mepe, 11 nOHeW wWiIM, IO MeHblleM Mepe, 14 1nHelM.
B omnpeneslIeHHEX BapMaHTax OCYHWEeCTBJIEHUS, CpeldHee BpeMsa IIOJIYXU3HU
IL-6a cocTaBJfAeT, IIO MeHbmel Mepe, 2 nHA, 3 OHA, 4 nHa, 5 nHewn,
© nHew, 7 nHeM, 8 nHeM, 9 nHew, 10 npmem, 11 ngHem, 12 npHelt, 13
nHel, 14 nphew, 15 nHelt, 16 nHew, 17 ngHewl, 18 nHew, 19 numemn, 20
nHe, 25 nuett, 30 npuel, 40 npHelt, 50 ngHel wmam 60 #HeM. CIOCOBH
YBeJIMUEHUS BPeMeHU IIOJIYXM3HM aHTHUTeJla M3BEeCTHH B OaHHOM o6JacTu,
HaopuMep, KakK oIMcaHo B mnaTeHTe CIA N 6277375 m B MeXOyHapOIOHHX
oyoaukaumax NN WO 1998/23289 wm WO 1997/3461. B HeKOTOPHX
BapMaHTax OCYIeCTBJIeHUI, BpeMsa IOJYyXM3HM IL-6a yBeJIMuMBaeTCsa B
1IeJIeBOM MecTe IOOCTaBKM, HalpuMmMep, B CTEeKJOBUIHOM TeJe, IO
CPpaBHEHMI0 C CHCTEeMHBEM BpPeMeHeM IIOJIYXM3HM, HalpuMep, C BpeMeHeM
IIOJIYXU3HM B KPOBM, CHBOPOTKe, ILjIa3Me, JuMbe, IIeUueHM, IIOUKAX WJIU
B OPYTUX TKaAHAX MM TEJIECHHX XMUIKOCTIX.

B ImpyroM BapuaHTe OCYIEeCTBJIeHUs, HacTodmee M30BpeTeHue
OpenjaraeT IIPOMBEIIJIEHHOE M3IOeJiMe, coIepxallee KoHTelVHep. KoHTelHep
COOEPXMT KOMIO3UIIMI, coIepxamylo IL-6a, KakK OIMCaHO B HaCTOAIeM
IOOKYMeHTe, ¥ BCTaBKY WIM DSTUKETKY IOJ4 VYIaKOBKM, I[IOKAa3LHBALIYIO,
UTO KOMIIOZMULMIO MOXHO MCIOJL30BAThL NOJIA JieUdeHMSI PacCcTpoWcTBa,
CcBA3aHHOTO ¢ IL-6. Kak TI[paBWIO, KOMIO3MUIMA TIMIpedcTaBIsgeT cobon
IL-6a B KOMIIO 3ULIUM, comepxamey  dpapMalleBTUUECKM  IpUeMIIeMBI
HaIOJIHUTEJb .

B HeKOTOPHX CJyuasax, HacTodmee u300peTeHMe IIpedCcTaBJISgeT

cobom Habop, comepxXamui  KOMIIO3ULIMIO, comepxalyno IL-6a, Kak
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OIIMCaHO B HacTodAlleM HOOKYMEHTe, ¥ MWHCTPYKUMM IOJIs BBEeIOEHUMA
KOMIIOBULIMM CYOBEKTY, HyXDaKlleMyCHd B TaKOM JIEUeHUN.

B HeKOTOpPEHX BapMaHTax OCYWeCTBJIeHUS, B KOTOPHX XeJlaTeJlbHEM
aBJjideTcd OoJIbIoM pasmMep IL-06a, HallprMep, OJId YBeJIMUueHU g
yoepxuBaHusa IL-6a B MeCcTe »OOCTaBkM WM BOJIM3M Hero, Cc IL-6a
MOXeT acCCOUMMPOBATLCS OCTATOK, KOTOPHM yBeJIMUMBAET pas3Mep, HO He
OKasEEBaeT B 3BHAUUTEJILHOM CTeleHM OTPpULATEeJIBHOTO BJMSAHMUA Ha
byurumo IL-6a (HamopMMep, Ha CPpOOCTBO CeBA3BBaHMA IL-6a ¢ IL-6 wiu
¢ xomrulekcoM IL-6/IL-6R). Hamnpumep, Fab wmoxeT OHTbH TIIOJYYeH C
TIIOMOIIBIO TeHHOM VHXeHepUn TaKUM oBpasomM, UTOOE OH
BKCIPEeCCHUPOBaJICA B BUIOEe eIOMHBX I[IOJIMIIENTUIOB, CcoIepXamux Fab wu
ocraTok Fc.

B HEeKOTOPEX BapMaHTax OCYIEeCTBJIEHMA, B KOTOPHX XeJjlaTeJlbHBEM
ABJISETCA OTHOCUTEJIBHO MaJlel pas3Mep I1L-6a, MOXHO MCIOJL30BaThH
bpaTMeHTH aHTUTeJla HOpoTuB 1L-6, Hanopumep, scFv wmam o¢parmMeHT Fab.
AuTturesio IgG wuMeeT pas3Mep OpuMepHo 150 kIa, Fab cocrasiser
npuMepHo 50 xIa m scFv cocrajfgeT HOpuMepHO 25 kJla. B HEeKOTOPHX
BapMaHTax OoCyleCcTBJIeHN AT, IL-6a, Kak OIIMCAaHO B HacToAmeM
IOOKYMEHTe, SABJISeTCH MeHbIMM IIpuMepHO, dYeM 50 klla O pasMepy.
Tako¥ aHTar'OHUCT MOXeT, HalpuMep, OBTbL pPaBHBEM WIM MeHbIUM uYyeM 50
klla mu ©OoygpmuM uyeM 10 xJa, pPaBHBEM WMIM MeHbIMM uyeM b0 kxJa wu
fospmrM dyeM 20 klla MJIM paBHEM WM MeHbIMM dYeM 50 klla ¥ paBHBM
niIn doJbmMM ueM 25 kla.

B HEKOTOPEIX ciydasx, CTabMJIBHOCTE aHTaTOHMUCTa IL-¢6,
HallpyMep, aHTUTEJIO WM OPYT'oI'o MHIUOMTOpa, UMeKIel'0 OUCYJIbOQUIEH,
yJlydllaeTCs I[IOCPenNCTBOM CO3OaHUS BapMaHTa, B KOTOPOM OIOVH WU
HECKOJIBKO IUCYJBOUIHEX MOCTUKOB MABJAKNTCHA 0OoJjiee CTaOWIJIBHEIMY, UYeM
B MCXOIHOM MOJIEKYJIEe.

Ipyroe HOpeMMymeCTBO OIpelelJIeHHBIX MOJIeKyJl 1L-6a, OIMCaHHEX B
HacTodAmleM  HOOKYyMeHTe, MOXeET IpenCcTaBJiaATh cobor  HmOCTYIHOCTH
20beKTUBHEIX MOJIEKYJI, MMeKIMX pas3Mep OPUTONHEM IOJIS WMCIOJbL30BaHUSA
opu mx crocofbe »DoCTaBKM, MeCTe HOOCTaBKM WM pPeXrMe aKTHBHOCTH.
Hanpumep, IL-6a B o¢QopmMaTe Fab MOXHO MCIOJB30BaATE OJS MECTHOIO
HaHeceHMs. CIHOCOOH TeHHOM MWMHXEHEepUM TaKUX MOJIeKYyJI OIMCHBAKTCH B
HacToAmeM OOKYMeHTe UM M3BECTHH B HOaHHOM oOJlacTH.

llokaBsauus/BaboleBaHMe, acCCOLMMPOBaHHoe ¢ IL-6
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3aboJjieBaHUAg, KOTOPHE MOXHO JIEUMTB C TIoMombl IL-6a 110
HacToAmEMY WM300pPeTeHMIO, BKJIKNUYAKT TakKue 3a00JIeBaHUAg, I[IPUM KOTOPHX
IIOBHIMEHHE YPOBeHL IL-6 accouumpyeTcsa C 0OoJIe3HeHHBEM COCTOSHMEM
WV TPUCYTCTBYET B KaueCTBEe IMIPEenlOoCEUIKM OO0JIE3HEHHOT'O COCTOSHMUA.
Takme 3abojieBaHMA BKJIOUAKLT TaKMe, IIPUM KOTOPHX AaHI'MOT'eHe3 WU
BOCIIaJIeHUue, 0By CIJIOBJIEHHHE IL-6, BHOCHAT BKJIAO B 1aToJIOTUIO
3abojieraHmMsa. OHM BRJOUaAKLT 3aboJieBaHMA, IIPU KOTOPHX YPOBeHE I1L-6
[IOBHIIAETCHA IO CPABHEHMIO C  HOPMAaJIbHEIMU  YPOBHSAMHU, HalpuMep,
3aboJjieBaHMA, IIPU KOTOPHX YypOBeHb I1L-6 I[IOBHIIAETCHS B CTEKJIOBUIHOM
Teje (Takue, HalpuMmep, Kak ImabeTHUYecKuM MaKyJIApPHBM  OTEK,
onadeTrMyecKkasa PeTHHOIATUSd U YBEUT), WIM B TKaHAX IJlaza. lIpuMept
BKJIOU AT orpelleJIeHHEIE TJla3HbEE 3aboJieBaHNd, BKJIOUA, fes
OTpaHuYeHMuss, CyxXor T1Jas (Hanopumep, O0JIe3HL CYyxXOT'o TJlazsa WK
CUHIOPOM CyxXoTo Tjasza), aJyleprruuecKui KOHBIOHKTUBUT, yBEeuT,
BO3pPacCTHYI MaKyJISIPHYIO OUCTPOOUIO (AMD) , npoymnbepaTUBHYIO
orabeTnueckyl peTuHomnaTuio (PDR), moradeTHUecKkMy MaKYJISAPHEM OTeK

(DME), perMaToOTeHHY OTCJOMKY ceTuaTku (RRD), OKKJIO3UID BEHH

ceruaTky (RVO), HeVpoMMeJIUT 3pPUTEJILHOTO HepBa (NMO). IOpyrue
TJla3HeE paccTpoicTBa, KOTOPHE MOTYT JIeUUTLCH, BKJIIOUAT
paccrTponcTBa, BLISLEIBAEMEIE TPaBMOM, TakKme Kak TpaHCcIJIaHTaT

POTOBUIE, BPO3MA POTOBULE WJIM IOPpYyITMe TaKMe MexXaHMUeCKMe TPaBME
rjazsa. COOTBETCTBEHHO, HacTosAmee M300peTeHMe BKJIOUAET JIeueHue
cyBreKkTa, uMekmero 3zsabojieBaHMe, CBA3aHHoe I1IL-6, ¢ nomombio IL-6a,
OINIMCAHHOTO B HaCTOMANeM IOOKYyMeHTe.

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHUA, 3aboJieBaHUE,
acCcoUMMPOBaHHOE C IL-6, npencraBJIgeT cobomn BOCIaJMTeJIbHOEe
3aboJjileBaHMe. B HEeKOTOPHX BapMaHTax OCYmeCcTBJIeHUHa, 3abojieBaHue
opencraBygeT cobol TJlayKoMy.

B HEKOTOPHIX BapMaHTax OCYIMEeCTBJIEHUSA, 3aboJieBaHKue
opencraBJgeT CcoOOM TJla3Hyl OO0JIb.

B HeKOTOPEX BapMaHTax OCYIMECTBJIEeHUH, JeueHue CyOBeKTa Takxe
BKJIOUAET OIpeleJIeHrMe TOTOo, WuMeeT JM CyOBekT umMeeT 3abojieBaHUe,
accoumMmpoBaHHoe Cc I1L-6, ® HeoO43aTeJIbHO, [ABJSeTCS JM CYOBEeKT
CTOMKMM K IOPpYIMM BMIaM JeUeHMsa OTJMUHBEIM OT uHTuOuTOpa IL-6,

TaKMM KaK CTepOMIOE MM aHTU-VEGE TepaleBTHUUECKMe CpelCTBa.
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OmHa ™3 OpolJiIeM C OolIpelesIeHHHMM TepalleBTUUeCKMU CpPpencTBaMu
Ha OCHOBE AaHTUTeEJI, KOTOpHEe MABJANTCA 5SOOeKTUBHEIMM B KOHKPETHOM
MecCTe, TakoM Kak rJjas, HallpuMmep, B CTEKJIOBUIOHOM TeJle,
opencraBJgeT coOoM oTpullaTeJIbHHEe BO3OEMCTBMA, KOTOPHE BO3HUKAT
B pes3yJibTaTe CHUCTEeMHOTO BBeIeHMa. OOHO M3 pPeleHuNM 3akjodaeTcsd B
CO3OaHUM TepalleBTUUeCKUX CPencTB, KOTOPHEe MOT'YT IOOCTaBJIATLECH
JIOKAJIbLHO, B OTJMUME OT CHUCTEeMHOM MOOCTaBKM, KaK WIIJIOCTPUPYeTCS
MOJIeKYJIaMH, OIIMCaHHEIMNU B HaCcToOAmeM OOKYMEeHTe. IIOCKOJIBERY
HEKOTOpPHE TepalleBTUUYeCKUue CpeIncTBa, KOTOPEHE OIOCTaBJIATCHA
JIOKAJIbHO, HalpMMep, B CTeKJOBMAHOe TeJjo, OyayT, OO HEeKOTOpou
CTelleHM, PacIpOCTPaHATLECA CHUCTEMHO, fABJSeTCS IPpeMMyleCTBeHHOM
pazpas3zboTka MOJIEKYJIE, KoTopasa OyOeT MMeTh OTHOCUTEJIbLHO OHCTPHM
CUCTEeMHBE 000poT. ABTOPH HaCTOAmMEeY 3aaBKM IIOJYUMIM C IIOMOIBIO
TeHHOV MHXEeHEepUM IIPpUMMeph aHTUTeJ OpoTuB I1L-6, pas3zpad®oTaHHBX MOJId
BEHICTPOTO CHUCTEeMHOTO O0fopoTa, HalpuMep, IO CPAaBHEHMI0 C MCXOOHOM
MOJIeKYJION W C STaJIOHHEIM AHTUTEJIOM. 2T0 OCYIIECTBJIAETCHA
[IOCPenCcTBOM MyTaluu IOMeHa Fc nJjia MOINOUKaALIUN CBA3EBaHUA
MoJIekyJIEl  F'cRn, Hallpumep, OJId  YMEHBIIeHMI  MeIUUPYyeMOI'O FcRn
peuuKIMpoBaHusa I1L-6a.

InabernyecKuil MAaKYJISPHBI oTex (DME) . InadeTnyeCcKUM
MakKyJISPHEM OTek (DME) BKJIIOUAET OKKJIIO3MID KPOBEHOCHEX COCYIOOB
ceTuaTKM IJlasz’a M yTeuKy W3 HMX, BHE3BEHBAa4d YMEHbIIEHMEe OCTPOTH
3PEeHMId M IIOTEHUMAJIBHYI CJIlelnoTy. CTaHDapTHEE BUOH JiedeHMd nJda DME
BKJIOUAKT JIOKAJIBHOE BBeleHMe CTepOMIOB MWMIM aHTUTeJl aHTu-VEGE.
OOoHakO MHOTMe IlallMeHTH M4BJIAITCH HEeBOCIPUMMUMBEIMY K STUM BUIaM
Tepanmu. llaToreHes OMabeTHUeCKOT'O MakKyJISpHOTO OTekKa BKRJIInYaeT
KOMIIOHEHTH aHTMOT'€He3a, BOCHaJIeHMa UM OKCHMIaTHMBHOT'O cCcTpecca. IL-6
VHIOIYLUPYEeTCHd TUIIOKCHEN U THUIepIJIMKeMMel ¥ MOXeT  YBeJUUUTDH
cocyIMCTOe BOCIajJleHMe, IIPOHMIIAEeMOCTL COCYIOOB ¥ HAaTOJOTMUECKUM
aHTMOTeHes., IL-6 MOXeT HeIlIOCPeOCTBEHHO MHOYLIUPOBATH
DKCIOpeccupoBaHMe VEGE M MOXeT CHOCOOCTBOBATE HEOBACKYJIAPU3ALUU
XOpouImeMr Ha XMBOTHEX MOOeJidx. Y HalumeHTOB ¢ DME, IJla3HBEE YPOBHU
IL-6 TIIOJOXUTEJILHO KOPpeJUPYIT C  TOJIMMHOM XKeJITOTO IIATHa U
TAXKECTBI 3abojleBaHUsa. YpPOoBHM IL-6 [ABHO HABJIAKTCS IIOBBIIEHHEIMU Y
[allMeHTOB, KOTOPEM He IIoOMOI'aeT Tepallmd aHTu-VEGE, B TO Xe BpeMd,

OHM IIOHMXAanTCd N [IallMeHTOB BOCIPUVMUNBEIX K aHTU-VEGE'.
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COOTBETCTBEHHO, BBeOeHMe IL-6a, Kak OIIMCAaHO B HacToOAleM
OOKYMeHTe, ABJIA€TCA IHIPUT'OOHEIM [IOJIA MCIOJIbB30BaHUA I[IPU JIEUEeHUU
OMadbeTMKOB B COUeTaHMM C TepaleBTUUeCKVMM CpelcTBaMu aHTu-VEGE
WJIIN B KauecCrTBe aJIb TEpPHaTUREL JIEUEHUIO aHTu-VEGEF, BKJIIOUA A
NalMeHTOB, KOTOPEE HEBOCIPUMMMUMBE K TepaluM aHTU-VEGE. JleueHue
MaKyJIApPHOTO oTeKa C [IOMOIIBI0 IL-6a MOXeT TaKkxe YIIYUIUTE
0e30IIacCHOCTD IIOCPEnCTBOM YCTpPaHeHMd  HeOoOXOIOMMOCTU B T[IOJIHOM
MHTUOUPOBaAHUM JIIOOOTO MeXaHu3Ma OJA MHIUOMPpOBaAHMA  [HaTOJIOTUH,
coxpaHd4d, TakKMM obpasomM, HeKOTOPEHE nus KeJlaTeJlb HEX
OUBUOTIOTUUECKUX poJien Kaxnoro LUMTOKMHA . COOTBETCTBEHHO,
JIOKaJIbHOe JiedeHre IL-6a B COUeTaHUM C MHIUMOUpoBaHMeM VEGE MOXeT
YMEHBIIUTEL JyacToTy OO3UPOBaAHUA u YMEHBIIUTE OTpHuLlaTeJIEHEE
BOBOEMCTBHUA JIeUEHUS.

[lpm DME wMMeKnTCAd IIOJIOXUTEJIBHEE KOoppesidluM Mexny ypoBHAMM IL-
6 B CTEeKJOBMIOHOM TeJle M Kak TSXeCcTbl 3abojieBaHuUA, Tak u
HEBOCIPUUMMUUBOCTHU CyOBeKTOBR K VEGF. CooTBeTcTBeHHO, IL-6a, Kak
OIIMCAHO B HacCTodlleM IOKyMeHTe, MOXHO MCIOJBE30BaThk IOJA JeUeHUA
cy®rekToB ¢ DME, KOTOpPHE SABJIAITCH HEBOCIPUMMUYMBEIMKM K CTEPOUOHOM
Tepanuu, aHTU-VEGEF Tepanuu wMIM Kak K TOM, Tak M K Opyrou. B
HEeKOTOPEX CJydYasax, IL-6a MCIOOJb3YyeTCa B CcoUYeTaHuM C aHTu-VEGFEF
Tepaluel MM CTEepPOUIHOM Tepalmuey, HaIpuMmep, IJsS JiedueHus DME.

IL-6a, OIMCaHHLM B HacTodAmeM  IOOKYyMeHTe, MOXHO Takxe
MCIIOJIL30BATL IJIS JIeUeHMS pPacCcTPpOMCTB, TakMxX KaK pak, HalpuMmep,
pak IIpoCTaTH, JeMKeMMusa, MHOXeCTBeHHas MMeJioMa, BOCIAJIUTEeJLHOTO
(TaxkoTo Kak XPOHUUECKHUE BOCIIaJIULTEJIb HEle npoJsimpepaTUBHEE
3aboJieBaHMA) M ayTOMMMyHHHEe 3adojieBaHMA, HaIpuMep, pPeBMaTOUIHLIM
apTpuT, ©o0Je3HE KacTieMeHa (T'MT'aHTCKad WJIM aHTMOQOJUIIMKYJISpHAas
TUIIepIJIa3nua JMMOOY3JIOB, JMMOOMIOHAasa I'aMapToMa, aHTUMOQOJJIEeKYJIAPpHasd
TUIeplyiaszmgd JIMMPOY3JIOB) , 0B eHUJIL HEI UIOINOIaTHUUYeCKUMN apTPUT
(BKJIOUAS TIIOJMAPTUKYJIAPHHM OBEHMJILHEM MOMOINATUUECKUN apTpuT U
CUCTEMHEV OBEHMJILHEM MIUMONATUUYECKMM  apTpuT), OoJiesH:s  CTUiLIia
(oxXBaTHBAKIMYD OBEHUJILHEM MWIMOINATUUECKUM apTpuT U ©0oJe3Hb CTuija
3peJloTo BO3pacTa), O6oJjiesHb CTWIJla 3peJjioT'o BO3pacTa, aMWUJIIOMIo3 C
OTJIOXEeHMeM  aMuJiounoa A, peBMaTHMUYecCckad  IIoJIMMMaJIil'mdg, BpPEMEHHO
ocJsiabepapmuil CepOHEeTaATUBHENM CHUMMETPUYUHEIM CHMHOBUT C OTEKOM C

BO3SHMKHOBEeHMMEM AMKM IIPVM HallaBJIMBaHWM, CIIOHOIMJIOapTPUTEHL, OOJIe3HbL
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BEexueTa (BKJOUAA JieueHMe ee IJIal3HHBX IIPOSABJIEHUM), aTepoCcKJepos,
rncopmas, CUCTeMHas KpacHas BOJIUYaHKa, I[IOJMMMO3UT (BOCHaJIMTeJIbHASA
MUOTIATHA) , PEeUUMIVNBUPYIIMUNY IOJUXOHIPUT, IpMuodpeTeHHas TeMoOUIMAa
A, MHOXECTBEHHEM CKJIep0O3, aHeMMsa BocCHIaJleHusa M OoJjie3HL KpoHa.

AHTATOHMUCTH IL-06 Takxe ABJIATCA IIPUIT O ODHEIMA oJd
VCIIOJIE30BaHUA pu JIeUeHUn onpeneJieHHEX HeBPOJIOTMUYECKUX
3aboJieBaHuM, HaOpuMep, Oelpeccur M 0oJie3HM AJbLTeVMepa.

Opyrue 3abojieBaHMSg, KOTOPHE MOXHO JIEUMTh C IoMombw IL-6a,
ONMCAaHHOTO B HaCTOAmleM OOKYMEeHTe, BKJKUAKT, 0e3 OoIpaHuueHUd,

CUCTEeMHHI CKJIepo3, 0oJie3Hb Takascy, TUIaHTOKJIETOUHHM apTepuunT,

3aboJieBaHMe peaxkumsAa "TPaHCILJIaHTAaT IPOTUB xo3amuHa" u
Iepruonuyue CKUM CUHIPOM, accouMMpOBaHHOE C peLenTopamMm TNF
(TRAPS) .

JosupoBaHNE

AHTHTesI0 nOpoTMB IL-6 MM ero dparMeHT MOXeT BBOIUTLCSH
cyOBeKrTy (HamopuMep, IallMeHTy), KOTOPHM DKCIPpeCcCHupyeT, HallpuMep,
aHOMaJILHO BHICOKME YpPOBHM IL-6. AHTUTEJIO MJIM eT0 GpaTMeHT MOXeT
BBOOMUTHLCSA OIOVH pas WIM MOXeT BBOIMUTHCA MHOTOKPATHO. AHTUTEJIO
MOXeT BBOIMUTLCS, HaIpVMep, OT Tpex pa3 B IeHb IO OOHOTO pasa
KaxOoLe IeCTh MecdAlleB WM OoJiblle. BBeIeHMEe MOXeT OCYIeCTBJIATHCSI
o rpadmurKy, HanopuMep, TPM pas3a B IeHb, IBa pa3a B OeHb, OIVH pas
B IeHb, OIMH pa3 KaxOsle OBa IHS, OIMH pas3 KaxIOwe TpM OHA, OIVH
pas B HemeJlo, OIMH pas3 Kaxiee OBe HeIeJM, OIOVH pPa3 KaxXIHll MeCsdll,
OOVH pPa3 KaxIee »IBa Mecslla, OIMH pas3 Kaxise Tpu Mecsdlla M OIOVH
pas Kaxnowe mecCTh MecdlleB. AHTHUTEJO MIM eTo O(OparMeHT MOXeT
BBOOMTHLCS HENPEPHBHO C IIOMOmMbI MMHMHACOCA WJIM OpyTroTro crnocoba,
TAKOTO KaK WMILJIAHTUMPpYeMas KalcyJia C MeOJIeHHBEM BECBOOOXIEHUEM,
WM C TIOMOWmbI WHKAMNCYJIMPOBAHHONW KJIETKM, MNPOIYLVPYWOIEN aHTUTEJIO
WM ero OGpaTrMeHT. AHTHUTEJIO WIXM eTo OparMeHT MOXeT BBOIUTLCSH
MyKO'3aJIbHBIM, OYKKAaJIbLHBIM, MHTPaHa3aJIbHbM, VHTAJISIMOHHEM,
BHYTPUBEHHEBIM, [TOIIKOXHEIM, BHY TPUMBITEUHEIM, rnapeHTepaJlbHbM,
VMHTPAOKYJIAPHEM WJIM BHYTPUOIIYXOJIEBHM CIIOCOOOM. AHTUTEJIO WM eTo
bparMeHT MOXEeT BBOIMTBHCA OIMH pas, IO MeHbIeW Mepe, IBa pasa Win
B TeueHMVe, I[IO0 MeHbIel Mepe, IIeprola BpeMeHM OO Tex IIop, IIoKa
COCTOSHME BLUIEUMBAETCs, O00JerdyaeTcsd WIM U3JIeUMBAeTCA I[IOJIHOCTHIO.

AHTUTEJIO WM ero @parmeHT, Kar TIIpaBMJIO, OyoeT BBOIOUTLCA BCe
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BpeMsa TIOKa IPUCYTCTBYET  B3TO coCcTOgHME . AHTHUTEJIO WJIM  €T0
bparMeHT, KakK TIIpaBWUJIO, OymeT BBOOMTBCH B KadeCTBe  YacTHu
bapMalleBTUUECKOM KOMIIO3MLMM, Kak OIMCaHO B HaCTOANEM IOOKyMeHTe.
IosupoBKa aHTUTEJa, KaK OpaBujio, OYyIOeT HaxXOIUThbCA B IIpenejax oOT
0,1 mo 100 mr/xr, oT 0,5 mo 50 mr/kxr, or 1 mo 20 Mr/xr m or 1 mo
10 mMr/xr. KoHIeHTpalMda aHTUTeJla MJIM eTro (paTMeHTa B CHBOPOTKE
MOXeT OHTH V3MepeHa C [IOMOIIB IO JIBOT0 IIPUTOOHOTO oJis
VICIIOJIb 30BaHMSA criocoba. OmHa nu3 ocoBeHHOCTEN OTIpeneJIeHHHX
COeIMHEeHM M, OIMCAaHHHX B HaCTOAleM IOKyMeHTe, B3akJjouaeTcsa B TOM,
UTO OHM TpebylT OTHOCUTEJIBHO HedacCToI'o [OO3MPOBaHMA, HalpUMep,
OOMH pa3 B HeleJl, IOBa pa3a B HeOeJin, TpM pa3a B HemeJn, OOUH
pas KaxXIOele UYeTHpe Henejr, OIOMH pa3 KaxXObe IBe HeleJr, OIMH pas
Kaxnee 8 HemeJylb, OIMH pas3 Kaxiee 12 HeleJb, OIOMH pas3 Kaxdwe 16
HeleJlb, OOMH pa3 Kaxnohe 32 Hemelu, OIMH pa3 B MecCcHdll, OIMH pa3 B
IOBa MecHdla, OIOMH pas B TpU Mecidlla WMJIM OOMH pas3 B WeCTb MeCHAleB.
B HEeKOTOPEHX CJlydasaxX CcoOoelVHeHMVe BBOOUTCSH Ha OCHOBAaHUM IIOTPeOHOCTHU
B HeM, ¥ DBTO OIpenesyigeTcsda, HalpuMep, COCTOAHMEM CyOBeKTa.
OcoBeHHOCTLID aHTAT'OHMCTOB I1L-6, OINMCAHHHEX B HaCTOAMeM IOKyMeHTe,
ABJISeTCAa TO, UYTO OHM [»OeJjlaloT BO3MOXHEM OTHOCUTEJILHO HeuacToe
OO3UPOBaHKE B coueTaHUM o} JIydien 20PeKTUMBHOCTELIO, UTOo
OOCTHUITaeTCcsH, 10 MeHbllel Mepe, YyacTUUHO, C TIOMOIBI  HMU3KOM
CKOPOCTM OTCOEeIOMHEHMS TIOCJle CBA3HBaHMA C 1L-6 M C [IOMOUWBI
CIIOCOOHOCTH K OOCTaBKe OTHOCUTEJILHO BEICOKOM KOHILIEHTPpalun
CoOenMHEHNUA .

B HeKOTOpHX cly4dyasax, IL-6a BBOOMUTCA B BMIe MOHOTepaluM. B
IPYTMX BapMaHTax oOCymecTBJeHMsa, IL-6a BBOOMTCSHS OIHOBPEMEHHO C
MeTOTPEKCATOM W IpyTMM MOIVQUIIMPYOIMM 3aboJieBaHMueE
[IPOTURBOAPTPUTHHM JIEKAPCTBEHHEM CPENCTBOM.

T'eHepalsi aHTUTEI

AxTureso IL-6a wWIM €70 T[IPOM3BOIHOE WIM (paTl'MeHT MOXET
OpOOyLUMPOBATLCA C MCIHOJL30BaHMEeM CIIOCcOo®0OB, M3BECTHEX B HaHHOMU
oByjacTH, TakKuUx KakK MeTOoOMKa MOHOKJIOHAJIBHEIX aHTUTEeJ (HalpuMep,
cMoTpu  Kohler and Milstein (1975) Nature 256: 495) . MoryT
MCIIOJIL30BATLCH TakKkxe opyrue TeXHOJIOTUNU NIPOOyLIMPOBaHMA
MOHOKJIOHAJIBHEIX  aHTuUTeJ, TakKkMe KaK BUPYCHOE WJIM OHKOT'eHHOe

npeobpaszoBaHve B JIMMOOLIUTOR.
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XUMEePHEE VI TYMaHU3MPOBAaHHEE AQHTUTeJIa MOTYT
OPpUTOTABJIMBATECA Ha  OCHOBe IIOCJIENOBATEJIBHOCTM  MOHOKJIOHAJIbHEIX
QHTUTEJ MBIOMHEX, I[IOJIYUYEHHEX C MCIOJIE30BaHUEM CIOCOOOB, M3BECTHEX
B OaHHOM objactu. [OHK, Kkooupywomasg MWMMyHOTJIOOYJIMHE C TSXEJHMU U
JeTKMMM LellaMy, MOT'YT OBTH I[IOJIYYEHEl M3 TI'MOPUIOOMEL MBIIMHEIX,
nNpeICcTaBJIAKIEN  MHTepecC, M Ipeob®pa30BaHEL C  IIOMOMBI  T'eHHOU
VMHXeHepur TaKMM o0pasoM, UTOOH OHM CoLepXaJiM I[IOCJIeNOoBaTeJIbHOCTHU
VMMYyHOIUIOOYJIMHOB, OTJIMUHEE OT MBIOMHEX (HAIpMMep, dYeJjioBeka), C
MCIOJIb30BaHMEM CTaHOApPTHHX TEXHOJOTUM  MOJIEKYJISPHOM  OMOJIOTUU.
Hampumep, 04 Co3maHMA XMMEPHOT'O aHTUTelsla, BapmabeJibHEEe 00JacTu
MBIIMHEIX MOI'YT CBA3HBATHCA C KOHCTAHTHBMM OO0OJlacTaMM UYeJIOBeKa C
MCIIOJIb30BaHMeM CIOC0O00B, M3BEeCTHEX B »OaHHOM o6JjJacTu (CMOTpH,
HanpuMep, oaTeHT CHA N 4816567). Oid Cco3maHUA I'yMaHU3MPOBAHHOIO
aHTUTesa, objlact CDR  MBIIMHEIX MOTYT BCTAaBJATLCA B  Kapkac
YyeJIOBeka C MCIOJIb30BAaHMEM CIHOCOOOB, M3BECTHEX B IaHHOM o6JacTHu
(cMOTpM, HalpuMep, DaTeHT CIIA N 5225539 wu naTeHTH CIA NN
5530101; 5585089; 5693762 m 6180370).

B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUI, IL-6a, OIMCAHHHN B
HacTodmeM OOKYMEeHTe (HanpuMmep, AHTUTEJIO aHTu-1L-6 wWiIM ero
IIPOM3BOOHOE WMJIM QpParMeHT), MOXEeT CIeUMOMUHO CBA3HBATHECA C I1IL-6
UeJjiOBekKa. B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUI, IL-6a MOXeT
crelnMdmMUHO CBA3HBATHECA C cavtoM 11 IL-6 (HamopuMmep, ¢ cantoM 1T
IL-6 uyeJiOBEKaA) .

B HEeKOTOpPEHX BapMaHTax OCYWeCTBJIEHUS, aHTUTeJIO NpoTUMB IL-6a
npercTaBJigeT CcoOO¥  MOHOKJIOHAJILHOE  aHTHUTEeJIO UJeJloBeKa. Taxkue
QHTUTeJIa MOTYyT TI'eHEepMpOBATHCA C MCIOJbL30BaHUMEM TPAHCTEHHHX WK
TPaHCXPOMOCOMHEIX MEIIEN, comepxammx JacTu  UMMYyHHOM CHUCTEMEL

yeJIOBEeKa BMECTO CUCTEMH MHIMM. OSTM TPAaHCIEeHHBE M TPAaHCXPOMOCOMHEE
MHEIIM BRJIOYaT "Memm ¢ Ig uyesioBeka", Takue Kak HuMAb Mouse® um KM

Mouse® (cMoTpM, HalOpuMmMep, OaTeHTH CIA NN 5545806; 5569825;
5625126; 5633425; 5789650; 5877397; 5661016; 5814318; 5874299 nu
5770429; mnareuT CHA N 5545807; nyoiamukaumm PCT NN: WO 92/03918,
WO 93/12227, WO 94/25585, WO 97/13852, WO 98/24884 wm WO
99/45962; u nyoimukaumio N WO 01/14424).
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B IOpyroM aclekTe, aHTuUTeJla aHTHU-1L-6 uYejloBeKa MOTYT OHThb
IOJIYYEeHH C MCIOJIb30BaHMEeM MM, KOTopas HeceT IIOCJelOoBaTeJIbHOCTU
VMMYyHOTJIOOYJIMHAa UYeJloBeKa Ha TpaHCTeHaxX UM TPpaHCXPOMOCOMax, TaKux
KakK MBIIL, KOTOopas HeceT TPaHCTeH TIXKeJIOM LenM uYeJloBeKa U
TPAaHCXPOMOCOMY JIETKOM IllelM uYejloBeKa. TakKMe MBIIM ONMCAHH IIOOPOOHO
B nyomaukaumm PCT N WO 02/43478.

IpyIre TpPaHCTeHHHEe XMBOTHHE CHCTEME, SKCIPEeCCUPYIMe TeHH
VMMYHOTJIOOYJIMHOB UYeJloBeKa, ABJSTCS OOCTYIHHEMM B IOaHHOM ofJjacTu
Y MOTYT MCIOJIL30BaThLCA OJIS BHpamMBaHMA aHTHTeJa 1L-6a. Hampumep,

MOXeT MCIIOJIE30BATECA aJIlbTeEPHaATMBHAaA TPaHCI'€HHa A CrucTeMa,

YIIOMMHaeMas Kak Xenomouse™ (Abgenix, Inc.); TaxKue MBI
ONMCHBAKTCS, HalpuMmep, B TIHaTeHTax CIIA NN 5939598; 6075181;
©114598; 6150584 n 6162963. BoJiee TOTO, TPaHCXPOMOCOMHEE
XVBOTHELE CHUCTEMEH, BKCIIpeccUpynmme T'eHEL VIMMYHOTUIOOYJIMHOB
ueJIOBeKa, ABJIAKTCA OOCTYIIHEIMM B OaHHOM oBylacT u MOTYT
MCIIOJIE30BATLCA [OJIA BHpallMBaHMA aHTUTeJla I1L-6a. Hamnpumep, MBIM,
Hecymue Kak TPAHCXPOMOCOMY TSKEJION nenm JeJIOBeK, Tak u
TPaHCXPOMOCOMY JIeTKOM IllelM ueJlOBeKa, OIMCHBabTca B Tomizuka et
al. (2000, Proc Natl Acad Sci USA 97:722-727). MOHOKJIOHAJILHLE
aHTHUTEeJla UeJIOBeKa MOTYyT Takke OBTb IIOJIYUEHE C MCIOJIb30BaHMEM
mMemet SCID, Yy KOTOPHX MMMYyHHBE KJETKM UeJIoOBeKa BOCCTAHOBJIEHH
TaKMUM oBpasoM, uTo pearkumsa aHTUTEJIa yeJioBeKa MOXeT
TeHepPUPOBaATLECH npu VMMYHU3alUA . Takue MBI OIIUCHBAKTCH,
HallpuMep, B HnaTeHTax CHIA NN 5476996 m 5698767.

Bubanorexu (QaroBEIX IOUCIIJIEEB

B HeKOTOPHX CJydasax, aHTuUTeJio IL-6a MM eTo IIPOUM3BOIHOE WM
bparMeHT, nponyumpyeTcsa B crocobe, KOTOPHM BKJIOUAET CUHTESs
OUOIIMOTEKM AHTUTEJI UYeJIoBeKa C MCIOJIb30BaHMeM OGara, CKPUHMHT
fubimorTexkn ¢ nomoms IL-6, HampuMmep, 1L-6 dYeJloBeka WM €TI0
bparMeHTa, BHIOeJleHMe @ara, KOTOPHM CBA3BBaeT IL-6, U IIoJyYeHUe
aHTUTeJla OT »Toro dara.

PexoMOMHaHTHOe aHTuTeJio IL-6a dYeJjloBeka MOXeT TakKxe OHThb
BEIIIEJIEHO IIoCpelCTBOM CKPMHMHTa PeKOMOMHAHTHOMN KOMOMHAaTOPHOM
BubIMoTeknu aHTUTeJl. Kak nOpaBujo, OubImMoTeka OpedcTaBlgeT cobon

OubmoTerky @QaroBOTO OUCIIed SCFv, TeHepupyeMy®w C MCIOJBb30BaHMEM
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cDNA VL wm VH uyeJjyioBeka, I[NOJYUeHHYID M3 mMRNA, BHIOeJIEHHYIOD "3 B
JIMMOOLIUTOB . CriocoBel IOJIyUYeHMHI UM CKPMHMHI'a  Takux  OubimnoTekx
M3BECTHE B IaHHOM o6JjacTu. HabGopH nOJIa TeHepUMpOBaHUSa OMOJIMOTEK
GbaroBEX OUCIIeeBR  ABJIAODTCHA KOMMEPUYeCKM IOOCTYIIHEMM  (HaIpMUMep,
Pharmacia Recombinant Phage Antibody System, catalog no. 27-
9400-01; m Stratagene SurfzZAP™ phage display kit, catalog no.
240612) . IpyIme CIOCOOH ¥ peal'eHTH, KOTOPHE MOXHO MCIOJE30BaTh
IpM TEeHEPUPOBaHMM M  CKPMHMHTe  OMOJMOTEK  IOUCIIJIeeB  aHTUTEJ?
M3BECTHEL B IOaHHOM of6jJacTu (CMOTPpM, HalpuMep, OaTeHT CIA N
5223409; nyoamkaumm PCT NN WO 92/18619, WO 91/17271, WO
92/20791, WO 92/15679, WO 93/01288, WO 92/01047, WO 92/09690;
Fuchs et al., Bio/Technology 9:1370-1372 (1991); Hay et al., Hum
Antibod Hybridomas 3:81-85 (1992) ; Huse et al., Science
246:1275-1281 (1989); McCafferty et al., Nature 348:552-554
(1990); Griffiths et al., EMBO J 12:725-734 (1993); Hawkins et
al., J Mol Biol 226:889-896 (1992); Clackson et al., Nature
352:624-628 (1991); Gram et al., Proc Natl Acad Sci USA 89:3576-
3580 (1992); Garrad et al., Bio/Technology 9:1373-1377 (1991);
Hoogenboom et al., Nuc Acid Res 19:4133-4137 (1991); u Barbas et
al., Proc Natl Acad Sci USA 88:7978-7982 (1991), BCce OHU
BRJIOUAITCSA B HACTOANMUM OOKYMeHTEeB KaueCTBe CCHUJIOK.

B mnpuMepe BHOEJEHMSA U OPOAYLUUPOBAHMSA aHTUTEJ IIpOoTUMB I1L-6
yeJioBeKa C  XKeJlaeMBEIMM — XapaKTepuCTUKaMu, CHauajla  MCIOJb3YIT
aHTUTeJIO HNpoTHe IL-6 uYeJloBeka, UYTOOH BHOpaTh IIOCJIEeOOBATEJIEHOCTU
TOKEJBEIX UM JIeTKMX lLelel dJeJloBekKa, UuMeKlmee CXOIOHYK aKTUBHOCTB
CBA3HBAHMA IIO OTHoOmeHMI©O K I1L-6, C MWCIOJIB30BaHMeM CIOCODOB
VMIIPMHTHMHTa SIOMTONa, ONMCaHHEEe B Oyoaurauum PCT N WO 93/06213,
BKJIOUEHHOY B HaACTOAMMUNM IOOKYMEHT B KaudeCTBe CCHJUIKM. BUOIMOTEKU
AHTUTEJ, MCIOJb3YEMEE B STOM CIocoBe, KaK [IpaBUIJIO, IIPeACTaBJIART
cobon OubamuoTexu sScFv, TIPUTOTORJIEHHHE ¥ [IPOCMOTPEHHHE, Kak
onMcaHo B Oybamkaumm PCT N WO 92/01047; McCafferty et al.,
Nature 348:552-554 (1990); m Griffiths et al., EMBO J 12:725-734
(1993), BCce OHM BKJIOUAKTCAd B HaACTOSIMM »TOKYMEHT B KauecTBe

CCHIJIOK .
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Ilocae BEIOOPA HauaJIbHEIX IOOMEHOB VL u VH yeJIOBeKa,
OCYIIECTRJIAT DKCIIEPVMEH TH "KOMOVMHVPOBAaHUA OJIA NOJIyUYeHU A
HaWJIydllMX pPes3yJbTaToB", TIIpM KOTOPHX pPa3JIMUHBEE IIapH BHOPaHHBX
BHauajle ceIMeHTOB VL u VH nOpocMaTpMBalT OTHOCUTEJIEHO CBA3BBaHUA
IL-6, uTOOH BHOPATH IMIPENNOUTHTEJIbHEHE IapHbBe coueTanus VL/VH. s
BrIOOpa XeJlaTeJIbHEX ocofOeHHocTel IL-6a, cerMeHTH VL u/uiamu  VH
BHOpPaHHOM apH MOTYT My THUPOBATH CIIy4davHEM obpasoM. 3TO
cospeBaHMe CpPOIOCTBa 1n vVitro MoOXeT OCYmecTBJIATLCSA, HalpUMep,
INOCPEenCTBOM aMIIMouraumm nomMeHos VH m VL ¢ MCHOJB30BaHUEM
nparMepoR PCR kKoMIJIEMEHTApPHEIX K CDR OOHOTO WM 000OMX BHOPAaHHHX
noMeHoB VH m VL, 2TM OpaVMepH COIepXaT HeylNopSAOOoUYeHHYI CMeChb U3
YeTHpeX HYKJIeOTUIHHX OCHOBAHUM B OIPeOeJIeHHHX IIOJIOXKeHUAIX, Tak
UTO I[IOJIYUEeHHHEe B pes3yJjbTaTe NponyKTH PCR komupymoT cerMeHTH VH u
VL, B KOTOPHX BBOOATCS CJydyalHile MyTaluu B VH u/miam VL. Takxkue
cerMeHTHT VH wm VL CcO CIYYaVHBEIMM MYy TalUMsaMM  MOTYT  IIOBTOPHO
IpocMaTpUBaATLCHA Ha CBA3HBaHMe C I1L-6, HaopuMmep, c cautoM I1I IL-
6.

[locae CKPUHMHT'a " BHIIEJIEHU A aHTHUTeJIa IL-6a nus3
PEKOMOMHAHTHOM OMOJIMOTEKM IUCIJIEEB MUMMYHOTJIOOYJIMHOB, HYKJIEMHOBELIE
KMCJIOTE, KOOUPYKIMe BEHOpPaHHOE aHTUTEJIO, MOTYyT WU3BJEKaATHCAI U3
YIIaKOBKM IMCILJIesd (HaopuMep, M3 TI'eHoMa ¢para) M CYOKJOHMPOBATHLCH B
opyrue BEKTOPEL DKCIIpPeCcCUn C MCIIOJIb 30BaHMEM PeKOMOMHAHTHEIX
TexHoJioTMM JTHK, M3BEeCTHHX B IaHHOM ofJjacTu. TakMe aHTUTeJla MOIYT
IOOIIOJIHUTEJILHO IIOOBepTaThCd BO3OEMCTBMIO MAHUIIYJISUUM OJIS IOJIYYEeHUS
dpparMeHTa aHTHUTeJla, TakKoT'O KaK OIMCaHO B HaCTO{dlleM OOKYMEeHTe.

dapMaxkoxmHeTka (PK)

WccrienoBaHue PK wmMoOxeT OCYIEeCTRJIATLCH C VCIIOJIE30BaHUEM
criocobos, ONIMCAHHEIX B HaCTOo[lleM IOKYMeHTe, /Ui Crnocofos,
M3BECTHEIX B IaHHOM o6jacTu. OOMH U3 OapbepoB IJA ONpenejieHUM,
TpedyriX MCIOJE30BaHMe XMBOTHOT'O, HalIpuMep, olpenejieHue PK,
3akjiouaeTca B TOM, uUuTOo I1IL-6 UeJIOBeKa MMeeT TIOMOJIOTMI MeHbIme 50%
C OIpyTUMA XMBOTHEIMMN, OBOBIUHO VCIIOJIb 3y €MBEIMUA oI TaxKoIT'o
uccJenopaHuga. I[Io 2ToM NpUMUMHE, OIMH U3 CcHocoboB ucclemoBaHMsa PK
3akjoyaeTcad B UCHOJL30BAHUM TPAHCTEHHOWM MBIM, SKCIpeCcCUupyllen
IL-6 UeJIOBEKaA. B HEKOTOPHIX BapMaHTax OCyIeCTRJIEHNU S, oI

OoIlipeneJIeHnA PK MCIOJB3YIOT IIpmMaTa MHOI'O, YeM YeJIOBeK.
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B HeKOTOPHX BapMaHTax OCYIMeCTRBJIeHUd, AHTUTEJIO aHTu-1L6
MyTHUPYET IOJA W3MeHeHusa ero PK, HaIpuMep, IIOCPeOCTBOM WM3MeHeHUA
UYBCTBUTEJILHOCTM CBA3BBaHMA FcRn &k pH. Cnoco® mnojyyeHMI TaKUX
MyTalui onmcaH B IlpuMepax. COOTBETCTBEHHO, B HEKOTOPHX BapMaHTax
OCYyIecCTBJIeHNA, 1L-6a ¥MMeeT M3MEeHEeHHYK CUCTeMHYK PK IO CpaBHEeHUI
C UCXOoOHEM IL-6a WM DSTaJIOHHOM MOJIeKYJIOM. B HeKOTOPHX CcJydasax,
PK B CTeKJIOBMIOHOM TeJIe He U3MEeHIeTCHd WIKM yJydllaeTCsa. B HEeKOTOPHIX
BapMraHTax OCYIIeCTBJIEHUI, IL-6a wuMeeT IOHMXEHHYI cucrteMHyln PK
(HanpuMep, YMEHBIIEHHOE BpeMAa [IOJIY XU 3HU n/nnm YBeJIMUeHHOe
BHBEeOEeHMe, HalpUMep, KaK aHalu3MupyeTcsd B LUPKYJIATOPHOM XMIOKOCTHU,
TakoM KakK KpOBbL, IlJIasMa, JuMba WMIM CHBOPOTKA), IO CPAaBHEHUI C
MCXOOHEIM IL-6a MM STaJIOHHOM MOJIEKYJIONM.

Monenmu mnOisi MCClIelOBaHMSI aHTAroHmucra IL-6

AHTaroHMCTH IL-6 MOI'YT MCCJeOOBaThbCS Ha MoIeJigx 3aboJieBaHUs
OTHOCHTEJILHO HOOCTaBKM, acCouuMMpoBaHHOTo Cc I1L-6, B 4YacTHOCTH,
OTHOCUTEJILHO 50beKTUBHOCTHU JleueHud nu OTPaHUUYEHU A BpelHBIX
BOBOEMCTBMM Ha I[IperMylmeCTBeHHEEe CcBoOMcTBa IL-6. HamopuMmep, YBEUT
MOXEeT MCCJIeOOoBaThbCsa Ha BDKCIepMMeHTaJIbHOM MOIeM ayTOMMMYHHOTO
yBeuTa Ha Kpecax wuiaM Memax (Caspi, Invest Ophthalmol Vis Sci
52:1873; Agarwal et al., 900:443-69, 2012) c wuMMyHMBALUUEN C
VCIIOJIE30BaHMEM MeXPOTOPELEelTOPHOTO PEeTUHOJI-CBI3EBAaKIEeTO OeJika
(IRBP) B noJiHOM anwioBaHTe Opelupma (CFA). IpyTMe MOIeJM BKJIIOUAIT
MOOEeJIM, M3BEeCTHHEe B @»OaHHOM o006JacTu, »OJg YBeuTa, BHS3HBAEMOI'O
OeHOPW THEIMA KJIeTKaMu, amalTUMBHOTO repeHoca KYJIb TUBUPOBAaHHBIX
sbpexrTOpPHEIX T JIMMOOLMTOB, CIOHTaHHOTO EAU y IRBP TCR Tg wMmmen,
SHOOTOKCUMH-MHOYLMPOBAHHOTO  YBeUTa, Ay TOVMMMYHHOTO  YBEOPeTUHUTA
(Haruta et al., Invest Ophthalmol Vis Sci 53:3264 (2011) ;
Yoshimura et al., Rheumatology 48:347-354 (2009)).

IpyTmre MOIOeJIbHEHE CHUCTEME, KOTOPHE MOTYT MCIOJIB30BATHLCHA OJIA
nccJaenoBaHmda BOBIeCcTBUN IL-6a npu JIeueHUn 3aboJjieraHud,
accouuMmMpoBaHHoTO ¢ IL-6, mOpencTaBJIgT cobo¥, HaIopuMep, MOOelb
HeOBaCKyJApu3auum xopounem  (CNV) (Izumi-Nagai et al., Am J
Pathol 170:6 (2007); Krzystolik et al., Arch Ophthalmol 120:338
(2002)) um muabeTHMUuecKMe MOIeJIM, TaKMe Kak oIMcaHo B Kern et al.
(Animal Models Of Diabetic Complications Consortium (PO1

DK57733), Update Report (September 2001 - January 2004)).
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XMBOTHEIE MOIENM MNPUITOIHEE IJIS MCIOJBL30BaHMUA NIpM MCcJIenoBaHuM 1L-
6a IIpM PEeBMaTOMIHOM apTpUTe WM3BECTHH B IOaHHOM o00jJacTu, CMOTPH,
HanopuMep, Asquith et al. (Eur J Immunol 39:2040-4 (2009)) wu
Kollias et al. (Ann Rheum Dis 70:1357-62 (2011).

Momesm  CNV  4ABJAKTCS  pelpe3eHTaTUMBHEMH, HalpuMep, s
cocTosHuUM AMD m DME dyejioBekKa. MoInesM HeOBRaCKyJIApM3alUM CeTUaTKU
ABJIAITCHA  IIOJIE€3HEMH, HalpuMep, OJIS  MCCJIeDOBaHUA  MIeMUUeCKUX
PeTUHONaTUM, HalpuMep, IMabeTUUdeCKOMW PeTHMHOIATUM WM PEeTUHONATUM
HeOOHOUEHHHX . Pas3JiMuHEle MOOEJIM HeOoBacKyJfapM3aluM XOpouIen U
CeTUyaTKM ABJIAITCSA M3BECTHHMM B IaHHOM o6JjacTM (CMOTPHM, HalpMUMeEDp,
Grossniklaus, H.E. et al. Prog Retin Eye Res. 2010 Nov;
29(6) :500-19. doi: 10,1016/7j.preteyeres.2010,05,003, Epub 2010
May 19; Saisin, Y et al. (2003) Journal of Cellular Physiology,
195:241-248; Takahashi, K. et al. (2003) Investigative
Ophthalmology & Visual Science, 44(1):409-415; Lima e Silva, R.
et al. (2007) FASEB Journal, 21:3219-3230; Tobe et al. (1998)
American Journal of Pathology, 153(5):1641-1646; Dong, A et al.
(2011) PNAS, 108(35): 14614-14619; Dong et al. (2009) J Cell
Physiol 219:544-552; Smith, LE et al. 1994 Invest Ophthalmol Vis
Sci 1994; 35:101-111; Shen, J. et al. (2007) Investigative
Ophthalmology & Visual Science, 48(9):4335-4341), ¥ OHM MOTYT
MCIIOJIE30BaTLCA oid UCCIJIe0OBaHUA S0PEKTUBHOCTHU IL-6a.
Heorackynapuzaumusa xopounenu (CNV) MoOXeT MHIOYLUMPOBATHLCH, HaIpUMEpP,
JazepaMyr, CBETOM, XUPYPTUUECKUM BMeMaTeJIbCTBOM WM T'eHeTUUeCKUMU
MomubUKaMaAMM . MoOesM MHOYLUMPYEMOM KUCJIOPOAOM HeOBAaCKYJIAPU3alUU
cCeTyaTKM WM3BECTHH B »OaHHOM o0O0JacTyM ¥ ONMCHBAKTCA, HaIpUMep, B
Smith, LE et al. 1994 Invest Ophthalmol Vis Sci 1994; 35:101-
111; Shen, J. et al. (2007) Investigative Ophthalmology & Visual
Science, 48(9):4335-4341.

MoxeT TaKxe MCIIOJIb30BATHCHA MOneJlb vmeMum/pernepdy3mun.
CMoTpu, Hanopumep, 2Zheng, L et al. Investigative Ophthalmology &
Visual Science, vol. 48 no. 1 pp. 361-367, 2007. Hamnpumep, B
ODens 1, wuriga HoMmep 30 T@pucoeIMHeHHas K MEMKYy C KUIKOCTBIO,
BCTaBJAETCH B POTOBUIY aHeCTe3VMPOBAHHHX MHIEV, ¥ BHYTPHUIJIA3HOE
naeJjieHve (IOP) mnoBmmlaeTcsa OpUOIM3UTeJSIbEHO Ho 120 MMmM. pT. CT. IJ4

TeHepUpOBRaHMA umeMmu. UYepesz 30-90 wMmHYT, HWIVIY YyIaJlsaoT, I0P
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HOpMaJIM3yeTCAd UM IIPpOMCXOIMT BOCCTAaHOBJIEHME KPOBOTOKa B CeTUaTKe.

SKCIIpeccUupoBaHMe MapKepOoB BoOCHalleHMda, BrJmpodas TNF-a m ICAM-1,
MOXET OLEeHMBATBLCHA C IIOMOWEBK aHalin3a BecTepH-06J0T M gPCR B IOHUM 2-
6. B IOONOJIHEHMEe K DTOMy, [OTepM TaHIJIMOHHEX KJIeETOK MOIyT
OLEHMBATLCA C I[IOMOWBK TIUCTOJOIMM B OHM 3-14, W »OereHepalud
KalluJIJIAPOB n3Mepaercsa C IIOMOIIBIO MEeTOOUKN TPUIICHUHOBOT'O
nepeBapueaHua B 1OHM 10-14. [jig TepaleBTUUECKHMX MCCJIeOOoBaHUM,
VCCIIeyeMoe usnesme (HanpuMep, 1 MKJI COOTBETCTBRYKIMEN
KOHIIeHTpalun, HanpuMmep, 20 mr/mi, IL-6a) BBOOAT B BUIE MWHBLEKIUU
B CTEeKJIOBUIOHOEe TeJIO JMOO He3amoJITO OO MHIOMLMPOBAHMA MIeMuM, JIMOO
[I0OCJIe BTOTO.

CoueTaHHas Tepanus

B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHNUSA, IL-6a BBOOUTCH B
CoUeTaHUM CO BTOPHIM TepaleBTUUECKUM CpeICTBOM. Hanpumep, IL-6a
BEBOIMTCSH B pexuMme JedeHUsd, KOTOPHM BKJIOUYaeT UMHIUOUTOp VEGEF,
Takou, HallpUMep, Kak paHndtmsymMa. B HEKOTOPEIX BapMaHTax
oCymecTBJIeHUs, I1L-6a BBOIOUTCS B pPeXMMe JIeUeHUsd, KOTOPEM BKJIIOUAET

uHTrMbuTop PDGF, Tako¥, HalOpuMep, Kak aHTUTeJIO aHTu-PDGE wmiau

aHTUTeJIO aHTu-pelentop PDGF (HanpuMmep, #uMaTMHMO). B HEeKOTOPHX
BapraHTax OCyIlleCTRBJIEHNL, IL-6a BBOIOUTCHA B coueTaHUMU C
MHIMOUTOPOM oy TH KOMILJIEMEHTA, HalpuMep, C JlaMIajmnsymMadoM

(mHTMBbUTOP dQakTopa D) wmam mHIUOMUTOpOM C5.

JocTaBka aHTaroHucra I1L-6

AgTaroHucT IL-6 WM KOMIIO3MLMA, OIMCaHHass B HaCTOAIleM
OOKYMEHTe, MOXeT INOCTABJIATHCH JIOKAaJIbHO, JMOO B IIPSAMOM KOHTAaKTe,
JInbo BOIMBM KJIETKM WMJIM TKaHM, Ha KOTOPYK HalleJIEHO UHIUOMPOBaHMUE
IL-6. HeorpaHMuuMBawlMe IIPUMEPH TaKMX CIOCOOOB IOCTABKM BRJIUAKT
VMHBEKLIND, BJIMBaHUE NI VIMILJTaHT allMi0 BelleCcTBa, comepxamero
aHTaroHmucT I1L-6.

B HeKOTOpPHX BapMaHTax OCylWeCcTBJIeHNsa, I1L-6a WM KOMIIO3ULUI
BBOOUTCS MHTPAOKYJISAPHO, HaIlpMMep, BHYTPb CTEKJIOBUIHOT'O Teja,
HallpUMep, C IIOMOIIEIO VHBEKLIUN B CTeKJIOBUIOHOE TeJlo,
00TaJIEMOJIOTUUECKOW BCTaBKM MM TI'eHeTUUeCKOM HOOCTaBKU.

B HeKOTOpHX EBapuaHTax OCYLeCTBJIeHUS, koMmosuuma  IL-6a

BBOIMTCA B BUIe OQTaAJIbLMOJIOTMUECKOTO IperapaTa. CHOCOOE MOTYT
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BKJIODYATH BBeIOeHMe KOMIIO 3ULINM IL-6a " 00 TaJIEMOJIOTUYE CKU
IpUeMIeMOTO  HOCUTEJS. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHNUS,
obTalbMOJIOTHUYECKUM nperapar npencTaBJisgeT cobomn XUOKOCTE,
IOJIy TBEpIOe BEeMeCTBO, BCTaBKY, [JIEHKY, MUKPOYACTUILLY NI

HaHoduacTuuy. Kommnosuuma IL-6a MOXeT BBOOUTHLCH, HAIIPUMEP, MECTHEM
obpasoM W [IOCpPelCTBOM VHBEKLINN (HanmpuMep, VMHBEKLUA B
CTEeKJIOBMIOHOE TeJIO) .

B HeKOTOpHX BapMaHTax OCYyMeCTBJIeHU T, xkoMmrosuumua IL-6a
OpUuroTaBJIMBaeTCa IJIA BBEOEHMHA B CTEKJIOBMIOHOE TeJIO.

B HeKOTOpHX BapMaHTax OCYIeCTBJIeHUd, xkomrosuumua IL-6a
opurorTaBJMBaeTCda OJIA  MeCTHOT'O  BBeleHud, HallpUMep, B IJlas.
[IpenapaT IOJiS MECTHOI'O BRBeIeHMHA MOXEeT I[IPeNCcTaBJIATE COOO0M XUIKUN
OopenapaT WIM [HDOJYTBepLooe  BeleCcTBO, HallpuMep, openapatT IOJ4
MEeCTHOTO BBeeHUd MOXET BKJIIOYATH BOIOHHI  pPacTBOpP, BOIOHYIO
CYCIIeH3U, Masbk WM TeJlb. OdTasbMOJIOTHUECKUM MOpemnapaT I1IL-6a
MOXET HaHOCUTBLCA MeCTHEM O0pa30M Ha I[IepelHKKn dYacTb IJla3a, I[Iono
BepxHee BeKO, Ha HMWXHee BeKO M B CBOI KOHBIOHKTMBEL. Kak OpaBuiio,
obTasbMoJIOTHUY e CKUM openapart ABJIgeTCH CTEePUJILHEM.
ObTasbMoOJIOTHMUECKUM mOpenapaT IL-6a MOXeT CcoIepXaTk OIMH WK
HECKOJIBKO bapMalleBTUUECKUX HaTllOJIHUTeJIen IIPUTOOHEIX OJId
IPUTOTORJIEHU S 0O TaIbEMOJIOTNYE CKUX npernapaToB. [IpuMepH TaKMUX
HaoJIHUTEJIeV TMpedCcTaBJART Cco00M KOHCEepBUPYKIMMEe aTeHTH, OybepHHe
aTeHTH, XeJjlaTUpyllue alreHTh, al'€HTH aHTUOKCUIOAHTE M COJU IJiA
PETYIIMPOBKU OCMOTHYECKOTO OaBJIEHUSA . OpTaIBEMOJIOTUYECKUE
IopenapaTs, BKJKUYAsg KakK Mas3M, TaK UM CYCIeH3MM, Kak I[IpaBWUJIO, MVMeKRT
BA3SKOCTL, KOTOpasd COOTBeTCTBYeT BHOpPaHHOMY CIOCOOy BBeIeHMSA. B
HEeKOTOPHX BapMaHTax OCymecCTBJIeHMUS, O0O(TaJIbMOJIOTUMUECKUN IpernapaT
MMeeT BA3KOCTE IpuMepHO oT 1000 nmpmmepHo mo 30000 ca”HTHUIyas.

B HeKOTOpPHX BapMaHTax OCYyWMeCTBJIeHUs, lIpelapaT IIpedCcTaBJIseT
coboM KMOKMM TIIpelapaT, CcoIepXamui IoJuMep. TaKoW TMOoJIMMEep MOXEeT
MCIIOJIE30BATECH 0JIs YIIYUYIlleHU g BUOJIOTUUECKOM OOCTYIIHOCTH,
[IOBHIIEHVA BA3KOCTM WJIM IJIA YMEHBIIeHUS OTTOKa M3 IJlalza XUIKOTO
npenapaTa. l[IpUIOOHEHE OJIA MCIOJB30BaHUA IIOJIMMEPH BKJIOYAKT, HO, He
OTpaHUUYMBAaSACE DSTHM, TIIOJIMMEPH, OIMcCaHHHe B Wagh et al. (Asian J
Pharm, 2:12-17, 2008). B HeoI'pPaHMUMBAKIUX IIpUMEpPax, [IOJUMED

npencraBjisgseT coOOM HaTpuM IyallypoHas3y, XWUTO3aH, UIUMKJIOIOEKCTPUH
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(HanpuMep, TUOPOKCUTIPONMUII- - 1IMKIIOOeKCTPUH) , IIOJIUTaJIaKTYPOHOBYIO
KUCJIOTY, KCUJIOIVIKOKaH, KCaHTaHOBYK CMOJIy, TeJIJIaHOBYH KaMelb,
THMOMEP, CJIOXHHY IOJH (OpTOo30Up) (HanpuMmep, Einmahl, Adv Drug

Deliv Rev 053:45-73, 2001) wiu nojgucaxapul M3 CeMsSH TaMapuHIa
(HanpuMep, Ghelardi et al., Antimicrob Agents Chemother 48:3396-
3401, 2004).

B HeKOTOpPHX BapMaHTax OCYWMeCTBJIEHUS, IpeHapaT, CcolepxXalui
KOMIIO 3ULINIO IL-06a 0JId 0bTaIEMOJIOTUUECKOM OOCTaBKM, MOXET

comepXaTek OIOHO WIJIM HECKOJIBKO BeleCTB M3 TIIOBEPXHOCTHO—-aKTHUMBHEIX

BelleCTs, BCIIOMOT'aTeJIbHEIX BelleCTB, Oybepos, AHTUMOKCUIAHTOB,
PeryJiaTopoB TOHMYHOCTH, KOHCepPBaHTOB (HampuMmep, EDTA, BAK
(OeH3aJIKOHN A xJjopuzna) , XJiopmuTa HaTpu4, nepbopaTa HaTpu4,
IoJIMKBaTepHuyma-1), 3aTyCTUTEJIEN WM  MOOUGUKATOPOB BA3KOCTHU
(HallpuMep, KapOOKCHUME TUJILEJIJIIIIO3Y, TUOPOKCHUME TUIILIEJIJIIIIO3Y ,
IIOJIMBMHWUJIIOBEI CImpT, [IOJINS TUIIEHTJIMKOJIb , TJIMKOJIB 400,
NPONUIIEHTJIMKOJIb, TUMIOPOKCUME TUIILEeJIIIINIIO3Y, TUIOPOKCUIIPONMII-T'Yap,
TMaJIypPOHOBYIO KUCJIOTY 1z TUOPOKCUIIPOIIMIILEJIJIIIIOZY ) , u TOMY
nomobHoe. ODoBaBKU B nperapatTe MOT'YT BKJIOUATE, HO, He

OTPaHNUYMEASACE DBTHM, XJOPUI HaTpusa, OukapOoHaAT HaTpUi, COPOUHOBYI
KUCJIOTY, MeTunnapabeH, OponuinapabeH, XJIOPTeKCUOMH, KacCTopoBoe
MacJjio U IIepbopaT HaTpUA.

B HEKOTOPEIX BapuaHTax OCylWeCTBJIEHNU S, B KOMIIO 3ULIUN
MCIIOJIE3YeTCa  OuMIleHHas WM  OeMOHM30BaHHasd  BoOa. PH  MoOxeT
PETYNIMPOBATECHA IIOCPEeOCTBOM HOOaBJIeHUS JIOOHX QU3MOJIOTUUECKM U
0bTaJIEMOJIOTUUECKM IIPUEeMIIEMEIX KUCJOT, OCHOBaHMM wuIu OybepoB 4
perynupoBku pH, B Openejax npuMepHo oT 5,0 mo 8,5, Hanpumep, pH
7,0, pH 7,3, pH, 7,4 wmm pH 7,5. IllpuMepH OQTaJIBMOJIOTHUUYECKHA

NpMEeMJIEMEIX KMCJIOT BKJIOUALDT YKCYCHYID, OOPHYL, JMMOHHYID, MOJIOUHYIO,

bochopHy, XIJIOPUCTOBOOOPOIOHYID KMCJOTY, U TOMY HOHoOHOe, U
OpUMMEepH OCHOBaHMUM BKJOUYALT THUIPOKCUI HaTpud, docdaT HaTpud,
fopaT HaTpud, LUMTpaT HaTpud, alleTaT HaTpudgd, JaKTaT HaTpuid,

TPOMETAaMUH, TPUCTUIPOKCUMETHAMMHOMETAaH, ¥ TOMYy IMIOINOOHOe. IIpUMEepH
cojlet u ©Oypeposn, KOTOPHE MOXHO MCIOJIL30BaThL B IIpelapare,
BKJIOUAIT LIUTpaT/OeKcTpos3y, OukapboHAT HATPHUS, XJIOPUI aMMOHMS U

CMEeCHM pPaCCMOTPEHHEX BEHIEe KMCIJIOT M OCHOBAHUI.
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B HeKOTOPHX BapMaHTax OCYMeCTBJIeHUSI, OCMOTHMUeCcKOe IaBJIeHUe
00TaJIEMOJIOTUMUECKOW KOMIIO3MIMKM MOXET COCTaBJIATE IpuMepHO oT 10
MUJIIMOCMOJIE  (MOcM) npuMmepHo mo 400 MmOcM, HamnpuMmep, oT 200 mo 400
MOcM wmim or 220 pmo 370 MOcM. Kak nOpaBUJIO, OCMOTUMUECKOEe JaBJIEHUE
MOXeET PeryJIMpOBaATLCH C VCIIOJIbL 30BaHUeEM dUBUOJIOTHUUECKHN u
0dTalIbMOJIOTHUUECKN IIPpMEeMIIeMBIX COJIeM WM HalloJIHUTeJleM. B HeKOTOPHX
BapMaHTax OCYIeCcTBJIeHVsa, B IIpelapaT BBOOMUTCA XJOPUO HaTpuULg,
HaopuMep, XJIOPUL HaTpuUA IPUCYTCTBYET B opemnapartTe opu
KOHUeHTpauunu B HOpenejax oT 0,01% mo 1% macc mim oT 0,05% mo
0,45% Macc, IO OTHOmEeHMID kK ofmel Macce KOMIIO3ULUM. IKBMBAJIEHTHHE
KOJIMUEeCTBa ONOHOM WMJIM HECKOJBKMX COJIeEM, COCTOAMMX M3 KAaTUOHOB,
TakMx KaK KaJuy, aMMOHMM, ¥ ToMy I[HomoOHOe, ¥ aHMOHOB, TaKMX Kak
XJiopun, uuTpatTr, ackopbar, ©OopaT, odocdaT, OukapbdoHaT, cCyiabdar,
THocyJbdaT, OucynabdaT, OucyIdbdaT HaTPUA, aMMOHUM CyJbdaT, U TOMY
nonoBHoe, TakKXe MOXHO MCIIOJIB30BAThH B MOINOJIHEHME K XJIOPMIOY HaTpUA
Wil BMECTO HeTro, OJIS TIOJIYUYEeHMS  OCMOJIAJILHOCTEM B KeJlaeMOM
ovarasz3oHe. B HEeKOTOPHX BapMaHTax OCYIeCTBJeHMS, caxap, TaKol Kak
MaHHUTOJI, IOeKCTpo3a, CopdbuTot, IJIOKO3a, M TOoMy IIOHOOHOE, TaKxXe
UCIIOJIbEBRYEeTCA IJIS PeryJIMPOBKM OCMOJISAJILHOCTM .

B HeKOTOPHX BapuaHTax OCYyIeCcTBJIeHUSd, CIIOCOOBE  BKJIOUAKT
bopMMpOBaHMEe WMJIM IOOCTaBKY IeIlo areHTa B KOHTAKTe C HapyXHOM
[IOBEPXHOCTLIO TJUla3a. J[Jelo OTHOCUTCS K MCTOUHMKY aleHTa, KOTOPHM
He ynaJjfgeTcsa OBCTPO IIOCPeICTBOM CJIe3 WMIM »OPpYIMX MexXaHM3MOB
OUMCTKM TJlaza. 9TO mejlaeT BO3MOXHBIM HeIpephHBHOE MIPOIOJIKUTEJILHOE
IPUCYTCTBME BHCOKMX KOHULUEHTpaluM areHTa B XMIKOCTM Ha HapyXHOMU
IIOBEPXHOCTK TJlasa IIocJe eIVMHCTBEHHOTO HaHeCceHMS. B HeKOTOPHX
BapMaHTax OCYIeCTBJIeHUs, Iello MOXeT YIepPXMBATLCS IO BOCHMM YacCOB
VI BoJee. B HEKOTOPHIX BapuaHTax oCcymeCcTBJIeHUS, oero
odTaIbLMOJIOTHMUECKOTO IIpellapaTa BKJoYaeT, HO, He OoTpaHUUMBAaETCH
STHM, BOIHHE IIOJIMMEpHHE CYCIeH3WM, Mas3U M TBeplble BCTaBKU.

B HeKOTOPHIX BapMaHTax OCYHEeCTBJIeHMHS, IIOJIyTBepdas KOMIO3ULMI
IpencTaBJIgeT cobom KU OKUM openapar, BA3KOCTD KOTOPOTO
yBeJIMUKMBaeTCsa TIIPM HaHeCeHMM Ha IJlal3, KakK I[OpaBuJo, OJaromapd
OIPUCYTCTBUIO IIOJMMepa B XMIKOM IIpelapaTe, OJS KOTOPOI'O IIOBHIIEHMUE
BA3KOCTHU IPOUCXOOUT opu V3MeHeHU!M TeMrepaTypH, pPH W

KOHLIeHTpaluuM SJIeKTpoJiMTa. lloJMMep MOXeT IIpelCcTaBJIATE CcoBoi,



80

HaIpUMep, allerTardprasar L &JIJII0JIO BHL, [IOJIMaKPUIIOBYIO KUCJIOTY,
TeJIJIaHOBYK KaMelb, I'yallypOHAasy, XUTO3aH, COJIM aJIbIMHOBOWM KMCJIOTE
(HanopuMep, aJIbIMHaAT HaTpUsa) WM OJIOK—COIOJIMMEP DSTUJIEHOKCHIAa U
NPONMJIEHOKCHUIA (HanpuMmep, Pluronic®, BASF; IIOJIOKCaMep. B
HEKOTOPHIX BapMaHTax OCYIIeCTBJIEHNH, noJiMakpuioBasa KMCJIOTa

npencraBjgeT coOoM IMONepeuHO CIIUMTYID aKpMJIOBYI KUCJOTY (HaIpuMep,

Carbopol®). B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMS, IIOJyTBeplasd
KOMIIO3ULIU A COOEPXUT CMecCh kapbormnoJa n BJIOK—COoIoJIMMepa
STUIIeHOKCHUOA u IPONMJIEHOKCHUIA ; CMecCh Me TUJILLEJIJIIOJIO 3Bl u

TUOPOKCUB TUIILEJIIIIIOBE  MJIU CcMecChb IOJINA TUJIEHTJIMKOJIA u BIIOK -
COIIOJIMMEpa STUMJIEHOKCHIA M MIPONMJIEHOKCHIA.

B HeKOTOpHX BapMaHTax OCYIeCTBJIeHUd, obTaNIbEMOJIOTUYE CKUM
npenapatT, comepxamuit IL-6a, OpenacTaBjseT cob®olM Mas3b WJIM Tejlb. B
HEeKOTOPHX BapMaHTax OCymMecTBJeHUI, o0dTaJIbMOJIOTUMUECKUM IpernapaT
npencTaBjsgeT coBoM Hecymyl cpeny OJsS IOCTaBKM Ha OCHOBe Macja.
Hanpumep, OpemnapaT MOXeT CoIepXaThb I[IeTPOoJIeVHYI WM JaHOJUHOBYIO
OCHOBY, Kk KOTOpoM mnofaBJsgeTcsa KoMmnoz3auumsa IL-6a (HaopuMmep, Ipu
0,1-2%) ¥ HaIOJHUTEIM. PacOpOoCTpaHEHHEE OCHOBH MOT'YT BKJIOUATEH,
HO, He oOTI'PaHUUMBASCH BTUM, MMHepaJlbHOEe MacJo, Bal3eJIMH U UX
coueTaHMsa. B HeKOTOPHX BapMaHTax OCYIeCTBJIeHMS, Ma3b HAHOCUTCS B
BUIEe JIEHTH Ha HIMXHee BeKO.

B HEeKOTOPEIX ciydaax, obTarbMOJIOTHUUECKAS KOMIIO 3ULIM S
npencrTaejgeT cobon 0dTaJIbBMOJIOTMUECKYD  BCTaBKY. B HEKOTOPHIX
BapMaHTax OCYIeCTBJIEHMS, KOMIO3ULMA BBOIOUTCS B CTEKJIOBUIHOE TeJIo
C IIOMOIBID OQTaJIEMOJIOTMUECKOM BCTABKU.

HanpuMmep, odTaljibMoOJIOTMUeCcKkasd BCTaBKa MABJISAEeTCIS OMOJOTUUECKU
MHEPTHOM, MATKOM, OMOBPOOAUPYEMOM, BA3KOYIPYIOM, CTabuJIbHOM IIpU
CTepuan3aluy II0oCcJe DSKCIOHMPOBAHUA OJIS TepalleBTUUECKUX al'eHTOB,
CTOMKOM K MHOeKIMAM OT BO3OVIIHEX OaKTepul, BropasjaraeMou,
BUOJIOTHUUECKU COBMECTUMOM u/ BA3KOYIPYTON. B HEeKOTOPEIX
BapuaHTax  OoCYyIleCcTBJIeHUd, BCTaBka COIEPXUT  odTaJIbMOJIOTUUECKNU
opueMIeMyld MaTpHUIly, HaIpuMep, IIOJMMEPHYID MaTpully. MaTpuliia, Kak
IpaBWUJIO, IpencraBJigeT cobou [IOJIMMED, n KOMIIO3ULIN A IL-6a
OVCIIePTUPYEeTCS B MaTpMUIle WMIM CBA3HBAeTCH C IIOJMMEPHOM MaTpullel.

B HeKOTOPEIX BapMmMaHTaxXx OoCymeCTRBJIECHNA, areHT MeIIJIEHHO
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BEHICBODOXOAETCS M3 MaTPHUIH [IOCPENCTBOM PaCTBOPEHUS WM THUIPOJIM3a
KOBAJIEHTHOM CBA3M. B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHUSA, IIOJMMEpP
ABJISIETCHA BropazjaraeMsM (pacTBOPMMEM) , u ero CKOPOCTb
PAaCTBOPEHMUSA MOXET KOHTPOJMPOBATH CKOPOCTE BHCBODOXIOeHMS aTleHTa,
OVCIEPTUPOBAHHOTO B HeM. B 1»Opyrou ©¢opMe, HOOJMMepHas MaTpula
npencraBJigeT cobon Oronmerpanupy MBI IOJIMMED, KOTOPEM
paszpymaeTcsa, HalpuMep, I[IOCPeICTBOM IMIPOJM3a, C BHEHCBOOOXIEHMEM
IpM BTOM areHTa, CBA3aHHOTO C HUMM MJIM OUCIEepTMPOBaAHHOTO B HeM. B
IPpYyTUX BapMaHTax OCymMeCTBJIEHMS, MaTpulla M aT'eHT MOTyT OHTH

OKPYXEHEl OOIIOJIHMTEJIBHEM IIOJIMMEPHEIM IIOKPEITHMEM IJIA OTOIIOJIHMTEJIBEHOTI'O

KOHTPOJIA BHCBO@OXHGHMH. B HeKOTOPEIX BaprMaHTax ocymeCTBJIeHNA,
BCTaBKa COOEPXNnT 6M0nerpanmpyeMﬂﬁ I1oJIiMMep, TaKOﬁ KaK
[IOJIMKAIPOJIaKTOH (PCL), COTIOJIMMEP STUJIeH/BUHUIIAlleTaT (EVA),

IIOJIMaJIKMIIIMMaHOaKpMJiaT, IIOJIMypeTaH, HaWJIOH wWiaM noJu (dl-JjlakTumn-Cco-—

TJIMKOJINT ) (PLGA) WM COIOJIMMep JIOOBIX M3 HMX. B HEeKOTOPHX
cilyyadax, areHT OUCIIepIUpyeTCA B MaTepuale MaTPULE NI
OUCIIEPpTUPYeTCA B KOMITO 3ULINUM MOHOMEPOB, VICIIOJIb 3y €MEIX njida

IIOJIyYeHMs MaTepuajia MaTpMLH, [Iepel HoJMMepuzaliMeld. B HEeKOTOPHX
BapMaHTax OCYHNEeCTBJIEHMA, KOJMUECTBO aleHTa COCTAaBJIAET I[IPUMEPHO
or 0,1 npuMmepHo npo 50% MM NOPUMMEPHO OT 2 HOpuMepHO no 20%. Moxer
MCIIOJIE30BaTECA OMuoOelpalupyeMasa WM OuopasjaraeMasd IIOJMMEpPHas
MarTpulla, TaK UYTO CIOJIb30BaHHass BCTaBKa He IOOJDKHa YHOaJlIATbCSa U3
rjasa. Kornoa Buonmerpanupy eMm1i VI BuopasiaraeMei [IOJIMMED
nerpalypyeT WM pacTBOpPSAeTCs, al'eHT BHEHCBOOOXIOaeTCHd.

B IPYTUX BapMaHTax OCyIWeCTBJIEHNU S, odTaseEMOJIOTHUYEeCKAa
BCTaBKa COHOEPXUT IOJMMEpP, BKJWOUas, HO, He OI'paHUUMBAsACH DTUM,
IIOJIMMEpPH, ONMcaHHHe B Wagh, et al., "Polymer used in ocular
dosage form and drug delivery systems", Asian J. Pharm., pages
12-17 (January 2008), koTopad BKJOUAETCH B HACTOAMUM OOKYMEHT B
KayeCTBe CCHJIKM BO BCeM CBOeM IMOJIJHOTe. B HeKOTOPHX BapMaHTax
OCyWeCTBJIEHUSI, BCTaBKa COOEPXUT IOJIMMEP, BHIOPAHHHM ns

NOJIMBUHWIINIMPPOJINIOHa (PVP), nojmMepa WM COIOJMMepa akpuilaTa WIn
MeTakpuiaTa (HanmpuMmep, CeMelCTBO noJimMepoB Eudragit® oT Rohm wmiwm
Degussa), TUIPOKCUME TUIILeJIJII0JIO 3H, IOJIMaKpPUJIOBOM KMCJIOTH,

OeHOPUMEPOB oM (aMmgoaMmia) , IoJi (OVMMe TUJICUIJIOKCaHa) ,
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[IOJIND TUJIEHOKCUIA , nosu (JlakTuo—co-TJIMKOJIMIa ) , roJm (2-
TUIPOKCUBTUIIME TaKpUiIara) , IIOJIMBMHMIIOBOT O crmpTa) MJIIN
[OJIM (MIponuJIeHbyMapaTa) . B HekKOTOpPHIX BapMaHTax OCYIEeCTRBJIEHUS,

BCcTaBka comepxuT Gelfoam®. B HeKOTOPHX BapMaHTaxX OCYIeCTBJIEHUS,
BCTaBKa IIpencTaBJgeT CcO00M KOHBOITAT IOJMAKPUIIOBOM KUCJOTH M 450-
klla LmMcTeMHa.

BcTaBka MOXeT comepxaThb CepnleBrHY, KoTOopasd COIEPXUT
koMriosuuupw IL-6a, M HapyXHYID TpPyOKYy (HalIpMMeEp, Kak OIIMCaHO B
nyoamrkaummu HnateHTa CIHA N 20040009222). B HEKOTOPHX CJydasx,
HapyxHasa TpyOka MoXeT OBTH [IPOHMIIAEMOM, IIOJYINPOHMIIAEMOW WMJIU
HelpOoHUIIaeMOM IJIA JIeKapCTBEHHOTO CpelCTBa. B HEKOTOPHX BapMaHTax
OCVYIIECTBJIEHU A, CepOleBMHa COIOEepPXUT IIOJIMMEPHYID MaTpHUlly, KoTopas
He OKaBHBaeT BHAUUTEJLHOTO BOB3IEMCTBUA Ha CKOPOCTH BHCBOOOXIEHUS
KOMIIO 3ULIUN IL-6a. B HEKOTOPEIX claydaax, HapyXHasd TpyOKa,
IIoJIMMEepHAasas MaTpulla CepOlUeBMHH WMJIM KakK TO, TaK UM IOpyTroe 4ABJIAITCA
fropaszjaraeMelMA . COBMECTHO SKCTPYIOUPOBAHHEM IpPOOYyKT MOXeT
CerMeHTUPOBATLCSA B BUAEe YCTPOMCTB MOJIS IOCTABKM JEeKapCTBEHHOTO
cpencTBa. B HEeKOTOPHX BapMaHTax OCYmeCTBJIeHUd, YCTPOMCTBO He
VMeeT IIOKPHTUA, Tak dYTO COOTBEeTCTBYKINME eTro Kpasd [ABJIAKTCS
OTKPHTEMM, WJIM BSDTO YCTPOMCTBO MMeeT IIOKPHTMEe, Halpumep, CJOoMu,
KOTOPHM ABJIAEeTCSH [IPOHMIIA EMBEIM oJis KOMIIO 3ULIUN IL-6a,
NOJIYIIPOHMIIAEMEIM IOJIA  KOMIO3MUIMM I1L-6a wmiIM OuopasjlaraeMeM. B
orpelleJIeHHEIX BapMaHTax OCYmMeCcTBJeHMda, KoMmro3uumsa IL-6a u, IO
MeHbIlel Mepe, OIMH IIOJIMMep CMemMBalnTCca B GopMe IIOpOolKa .

B HekKOTOpPHEHIX BapMaHTax OCYIEeCTBJIEHUS, oPTaIbMOJIOTUUECKA A
KOMIIO 3L A nIpencTaBJIAEeT cobou oPTaIBEMOJIOTUYECKYIO [JIEHKY .
[ToIMMEPHE NPUITOOHEE NIJIS MCIOJB30BaHMA B TaKMX ILJIEHKax BKJKOUAKLT,
HO, He OoTI'paHuuMBasChb 53THM, IIOJMMEPH, oIMcaHHEe B Wagh, et al.
(Bpmme). B HeKOTOPHX BapMaHTax OCYIECTBJIeHUs, ILJIeHKa I[IpeIcTaBJsgeT
coboM MATKYID KOHTaKTHYI JMH3Y, HalpuMep, JMH3Y, COCTOLANYyn U3
COTIOJIMMEDPOB N, N-gusTuiakpujilaMuaa u MeTaKpPUJIOBOM KM CJIOTHI,
[IOIIEPEYHO CHUTHX C TIOMOIMBK B3TUIIEHTJIMKOJA IOVMMeTaKpuiaTa .

B omnpenejleHHEIX BapMaHTax OCYIMEeCTBJeHMSA, IL-6a HaxoOuMTCHd BO
BCTaBKe, KOTOpad wuMeeT TpybuaTyn OGopMy, M OHa MOXeT OHTb

CeI‘MeHTMpOBaHHOﬁ .
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B HEeKOTOPHX BapMaHTaxX OCYIeCTBJIEHNUS, KoMIio3ulrsa IL-6a
NPUTOTABJIMBACTCS B TepaleBTUYECKU 20beKTUBHOM KOJINUEeCTBE,
IIOKPHETOM IIOJIMMEPHOY MAaTPHLEN WM OUCIEePIMPOBAHHOM B HeM, TaK 4YTo
koMriosulusa IL-6a HaxoguTcs B QopMe TpaHyJ WIM YacTui. B
HEKOTOPHX BapmaHTax OCyIeCTBJIEHUS, KOMIIO 3ULIN A IL-6a
BHICBOOOXIaeTCcsa U3 IpelapaTa B KadecTBe JIeKapCTBEHHOTO CpelCcTBa
U3 T'paHyJl, PacTBOpAeTCS B MATPUIY WJIM BHYTPUM Hee, IuOOyHIUPYET
yepes MaTpUlIly ¥ BHCBOOOXIaeTCHS B OKpyXaomyl OU3UOJIOTUUECKYIO
KUOKOCTE . B HEKOTOPHX BapMaHTax OCyleCTBJIEHUS, CKOPOCThL
BHICBOOOXIEHM I OTpaHMUUMBaAETCH, opexme BCeTO, CKOPOCTLIO
PACTBOPEHMS KOMIO3MLMM IL-6a M3 TpaHyJ/yacTHull B MaTpUIy; CTaIuUMU
onddy3UM Uepes MaATPHUIY M OUCIEPIMPOBaAHMSA B OKPYXalIyl XUIKOCTL,
B OCHOBHOM, He HABJIATCS OTIPAHUUMBAKIKMMY CKOPOCTL BHCBOOOXIEHMS.
B omnpeneJieHHHX BapMaHTaxX OCYIEeCTBJIeHMs, IIOJMMepHas MaTpulla He

ABJIAETCHA 6M0pa3naraeMoﬁ, B TO BpeMA KaK B IpPpYyI'MX BapHMaHTaXx

OCYMEeCTBJIeHU S OHa ABJISETCH BuopasjaraeMon. VJTioC Tpa TUBHELE
HepasJjlaraeMele B1OJIOTUYECKU [IOJIMMEePHEE Ma TPULIEL MOTYT
bopMupoBaTHCA U3 [HOJIMUYpPeTaHa, IOJIMCUIIMKOHA,, IIOJIU (D TUJIEH-CO—
BuHMJIaleTara) (EVA), HDOJIUMBUMHMIIOBOTO CHOMPTa U UX IIPOM3BOIHEIX U
COMIOJIMMEPOB. WJIOCTPpAaTUBHEE OMopasjaraeMele IIOJIMMEPHHE  MaTPUITE

MOTYT (QOPMUPOBATLCS U3 IIOJMAHTUIPUIA,  IIOJIMMOJIOUHOM  KMCJIOTH,
IOJIMTJIMKOEBOM KMCJIOTHI, CJIOXHOTO noJmopTodmzupa,
INOJIMAJIKMIILIMaHOaKpMjlaTa M MX OIPOM3BOIOHEIX UM COIIOJIMMEPOB.

B HEKOTOPHX CJydaax, KoMrIo3uuusa IL-6a OpuIoTaBJIMBaeTCSI U3
KOJIJIaT'eHOBOT'O MaTepualsla. HaopuMmMep, BCTaBKa MOXeT IOIpPelCcTaBJIATH
coboM BCTaBKY C PaCTBOPUMMEIM OQTAJILEMOJIOTUMUECKUM JIeKapCTBEeHHBM
cCpeIcTBOM (HaOpuMep, IIOJMMEPHYID OBaJIbHY IIJIEHKY, KOoTopas MOoXeT
BBOIUTLCHA B BepPXHUMN KOHBIOHKTHBAJILHEM  MEIOK IJIs IOIOCTAaBKU
JIEKapCTBEHHOTO CcpencTBa; SIJIUIITUYECKYID  BCTAaBKY, Takyno Kak
OCUSERT® (MMJIOKapPIIMHOBYI TJIa3HYID TepalleBTUUeCKYID cucTeMmy,
pazpadorTanuyin Alza Corporation), koTopas M3TOTOBJIeHA M3 STUIIeHa-
BUHMJIalleTaTa; Lacrisert®, BcTaBky B QopMe CTEepXHS, M3ITOTOBJIEHHYO
13 neJunoJosw; New Ophthalmic Drug Delivery Systems (NODS),
M3TOTOBJIEHHYID U3 II0JU (BMHMJIOBOTO CIMPTAa),; WJIM TaKue BCTABKM, Kak

ommcaHo B Fabrizio (Adv Drug Deliv Rev 16: 95-106, 1998). B
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HEKOTOPEIX  CJy4daax, BCTaBKa COOEPXUT KoJIJlareH, KeJlaTUMH WU
IoOJIMMED, roe IIOJIMMED BEIOMpPAH us NOJIMKANpPOJIaKTOHAa (PCL),
COIIOJIMMEPa STUJIeH/BUHMIIAlleTaT (EVA) , IIOJIMaJIKMUJILMaHOoaKpmjiaTa,
noJmypeTaHa, HaWjloHa, 0o (dl-JIakTui—Cco-—TJIMKOJIMIA) (PLGA) wimM
COoIoJIMMepa JIIOOBIX nus HUX . B HEeKOTOPBIX cIaydaax, BCTaBKY
VIMILJIAHTUPYIOT TIOL BepxXHee BEeKO. B HEeKOTOPHX CJydasdx, BCTaBKY
VMILJIAHTHUPYIOT B 3adHUM CceTMeHT TJla3a, B XopouIallbHOe IIPOCTPaHCTRBO
MM B CKJepy. B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMA, BCTaBKYy
VMILJIAHTUPYIOT B CTEeKJIOBMOHOE TeJIO MM IIOH CeTuaTKy. B HeKOTOPEX
BapMaHTax OCYIeCTBJIEHMA, BCTaABKY BBOOAT I[IOL CeTUaTKy C IIOMOULK
MHBEKLNUA . Crioco0Bul BBeIeHUs u TEXHOJIOTUM  UX IIPUTOTOBRJIEHU A

npuBeneHel B Remington's: The Practice of Science of Pharmacy,

20" edition (Lippincott Williams & Wilkins, 2006), KOTOpHE

BKJIOUAIOTCSA B HACTOAMMUM IOKYMEHT B KaueCTBe CCHJIKM BO BCeM CBOel
[IOJIHOTE.

B 1mpyrux BapMaHTax OCyIIeCTBJIeHUd, BCTaBKa, comepxamasd
koMmnosuumpw IL-6a, obeclneurBaeT 3aMelJIeHHOe BECBOOOXIeHMEe aTl'eHTa
B CTEeKJIOBMIOHOM TeJjle IJlasza. Kaxk wumcnosib3yeTrcsa B  HaCTOAIEM
IOOKYMeHTe, "saMenjieHHOe BHCBOOOXIeHMe" o3HauaeT, UYTO KOMIIOBUILMS
BHICBODOXIaeT al'eHT B TeUeHMEe IMIPONOJIKUTEJIEHOT'O IIepuola BPEMEHU
KOHTPOJIMPYEMEIM oOfOpa30oM. B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUd,
BCTaBKa BHCBOOOXODaeT aTl'eHT OPpM TakoM CKOPOCTM, UYTO KOHIEHTpaluusd
areHTa B BOIHOM pacCTBOpe OCTaeTCsd MeHblel, uYeM KOHIeHTpalusd
areHTa B CTEKJIOBMIOHOM TeJjle BO BpeMsd BHEHCBOOOXIeHMS. B HEKOTOPHIX
BapMaHTax OCYIEeCTRBJIEHMS, KOHLEHTpaluusd BOOHOTO pacTBopa aleHTa
cocrTaryuser npuMepHo oT 0,002 Mrr/mia nopumepHo no 0,01 MKD/MI wMiIu
npumepHo ot 0,01 wxr/mMiu, nOpuMepHo po 0,05 MxT/MiI MOV MeHbIIE
npuMepHo, uyeM 0,05 MKT/MI. B HEKOTOPHX BapMaHTax OCYIMeCTBJIEHWUS,
areHT BHCBOOOXIaeTCs TIIPpM CKOPOCTM HOpuUMepHO oT 1 MKT/OeHb
npyMepHo no 50 MKT/IeHb WIM OPUMEepPHO OT 1 MKT/IeHb IPpUMEpPHO IO
10 wMKD/IeHb. B HeKOTOpPHX BapMaHTax OCyLeCTBJIEHU, BCTaBKa
OOTIOJIHUTEJILHO COIEPXUT HOOMNOJIHUTEJNBHEM TepalleBTUUECKUM aTeHT, Kak
IOAPOOHO ONMCAaHO BHIIE, HaAIPUMep, OIOOLMHOJIOH alleToHMUI (Takol Kak
HaxXoOUTCAS B OPTaJIbLMOJIOTMUECKOM BCTaBKe Retisert®).

B HeKOTOPEIX BapMMaHTaxXx OoOCymeCTRBJIECHNA, O@TaﬂbMOHOPMT{eCKaH
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KOMIIOBUIIMA COIOEPXUT MUKPOCOepH WMJIM HaHOYACTUIH. B HeKOTOPHX
BapMaHTax OCymeCcTRBJIEHU, MUKPOCOEPHL comepxarT KeJlaTWH . B
HEKOTOPHX BapMaHTax OCyIMeCTRJIEHUS, MUKPOCOEPH BBOIOATCHA
IIoCpelCTBOM MHBEKLUMM B 3aIHMM CeTMeHT TIJlal3a, B XopouIaJibHoe
IPOCTPAaHCTBO, B CKJEPY, B CTEKJOBUIHOE TeJIO WJIM IIOH CeTUaTKy. B
HEKOTOPEIX BapMaHTax OCYIEeCTBJIEHMUSI, MUKPOCOEpPH WJIM HaHOYaCTULE
comepxaT IIOJIMMEp, BKJKUYadg, HO, He OI'PaHMUMBAaSACh D3TUM, IIOJIMMEPH,
omnmcaHHee B Wagh, et al. (Asian J Pharm 2:12-17, 2008). B
HEeKOTOPHX BapMaHTax OCYMeCTBJIEHVA, [IOJMMep I[IpedcTaBJIgeT cobon
XMUTO3aH, [IOJIMKapPOOHOBYI KUCJIOTY, Takymo Kak noJiMmakpuiioBas

KMCJIOTAa, 4YaCTHULH aJibOyMMHa, CJIOXHEE 9@_)I/Ipbl PI/IaJ'[ypOHOBOﬁ KMCIJIOTEHL,

[IOJIMMTAaKOHOBYIO KUCJIOTY, noJim (Oy TwuiI) uMaHoakpuiarT,
IOJIMKAIIPOJIaKTOH, noJm (M300y THUII) KalpoJIlaKTOoH, IOJIM (MOJIOUHYIO
KUCJIOTY—CO—TUVIMKOERBRYI KUCJOTY) WIM [IOJM (MOJIOUHYID KMUCJOTY). B

HEKOTOPEIX BapMaHTax OCYIEeCTBJIEHUI, MUKPOCheps WJIM HaHOUaCTULE
comepXaT TBepOHEe JIMUIMIOHLEE YaCTMLEH.

B HEKOTOPHX BapMaHTax OCYIIeCTRJIEHUA, KOMIIO3ULIN A IL-6a
COOEPXUT MOHOOOMEHHYI CMOJIY . B HEeKOTOPEHX BapMraHTax
OCYILIIeCTRJIEHNHA, MOHOOOMEHHAa A cMoJIa rnpencraBJgdeT cobom
HeOopTaHMUeCKUM LeOoJIMT WM CUHTETHUECKYI OpTaHMUeCKyl CMOJY. B
HEKOTOPEIX BapMaHTaxX OCYIECTBJIEHMSA, MOHOOOMEHHAas CMOJia BKJKUaeT,
HO, He OT'paHMUMBaAsACEH BTHM, CMOJIE, oIMcaHHEle B Wagh, et al.,
BHIlE, KOTOpasd BKJOUAETCS B HACTOANMUM IOOKYMEHT B KaueCTBe CCHUJIKU
BO BCeM CBOeM TIOoJIHOTe. B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUSd,
MOHOOOMEeHHasd CcMoJla IOpelcTaBJjigeT coBoM YaCTUUHO HeUTpaM30BaHHVYIO
[OJIMAKPUIIOBYK KUCJIOTY .

KomMmriosmimsa IL-6a MOXeT OBEITE TIOJIyUeHa B BUOE BOIHOM
IIOJIMMEPHOM CYCIIEH3UN . B HEeKOTOPEIX BapuaHTax OCYUEeCTBJIEHUS,
KOMITO3UIIM A IL-6a WJIN [IOJIMMEPHEIN CYCHeHINP YOI areHT

CYyCIIeHOIVMpYyeTCAd B BOOHOM cpene (HaHpMMep, VIMemen CBOﬁCTBa, KakK

OIMCAaHO BLOIE) . [IpUME P [IOJIMME PHEIX CYCIeHIUPYOIINX aTeHTOB
BKJIOUAT, HO, He OTpPaHUUYMBasgcCh STUM, OeKCTPaHH,
IOJIMB TUJICHTJIMKOJIN, IOJIUBUHUIININPPOJIUIOH,, IoJIMCaxXapUIoHEeE Teu,
Gelrite®, [IOJIMMEPH 11 &JIJII0JIO 3E OO OHHE

TMOIPOKCHUIIPOIIMIIME TMIILEJIJII0JIO 3 e u KapbOoKCHU—CcomepXalme ITIOJIVMIMEPEI,
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Takve KakK TIOJIMMEPH WM COTIOJIMMEPH aKPMUJIOBOM KMCJIOTH, a TakKxke
IpyTHe IOJMMEPHEE MATUMTEJIBHEE CpelICTBa. B HEKOTOPHX BapraHTax
OCymeCTBJIEHUSA, IOJIMMEPHEM  CYCHEHOUPYKIMM  areHT IIpencTaBJsgeT
cobor Habyxawmy¥ B BOIe BOIOHEPACTBOPMMEIM IIOJMMEP, B YaCTHOCTH,
IIOTIEPEYHO CHMUTHY  KapOOKCU-COOepXallul  IIOJIMMED. B  HeKOTOPHX
BapmaHTax OCymeCTBJIEHUS, IIOJIMIMEPHEM CYCHIeHIUPYMUNA areHT
COOEepXuT, IIO0 MeHbIeM Mepe, OpuMepHO OT 90% npumepHOo mo 99,9% wniu
OpuMepHO oT 95% npummepHo n»no 99,9% Macc, OO OTHOIEHMI Kk oO0men
Macce IOPUCYTCTBYIIMX MOHOMEPOB, ONHOTO WM HECKOJbKUX KapOOKCU-—
comepxalux MOHOB®TUJIEH-HEeHaCHI€ HHEIX MOHOMEPOB. B HEeKOTOPEIX
BapmaHTax OCYWEeCTBJIEHNS, KapOOKCHU—-CcOomepXalyui MOHOBTUJIEH—
HeHaCHIIeHHE MOHOMEP BKJIUaAET aKPUIIOBYK KUCJIOTY, MeTaKpUJIOBYIO

KMCJIOTY, OS9STaKpPMJIOBYI KHMCIIOTY, MeETUMIIaKPMIIOBYI KUMCIIOTY (KpOTOHOBym

KUCJIOTY) , uuc-.ajnbsda . MeTUIIKPOTOHOBYIO KUCJIOTY (aHTeJIMKOBYIO
KMCJIOTY), TPaHC—-0-MeTMJIKPOTOHOBYK KUCJIOTY (TUIJIMHOBYK KUCIIOTY),
- Oy TUIIKPOTOHOBYIO KUCJIOTY, .aJibda .~ deHNUIIaKPUIIOBYIO KUCJIOTY, o
OeH3UIIaKPUIIOBYIO KUCJIOTY, O~ IVKJIOTEKCUIIaKPUIIOBYIO KUCJIOTY,
GeHMIIaKPUJIOBYID KUCJIOTY (KOPUUYHYK KMCJIOTY), KyMapoBYyK KMUCIOTY (O-—
TUIPOKCUKOPUUHYIO KMCJIOTY ) " YyMOeJIJIOBYIO KMCJIOTY (r1—
TUIPOKCUKYMApPOBYKD KMCJOTY). B HEKOTOPHX BapMaHTax OCYIeCcTBJIeHUS,

[IOJIMMEP ABJIAETCSH IIOINepPedHO CHUTHM C IIOMOmMBI NOJIUPYHKIIMOHAJBEHOTO
areHTa OJa IOIEePeUYHOM CIHIMBKM (HamopuMmep, IMOYHKILIMOHAJILHOTO areHTa
OJIsI TIOIIepeuHOM CHMBKM). B HEKOTOPHX BapMaHTax OCyleCcTBJIeHUS,
areHT IOJIg IIOIIepPeUHOM CHMBKM COOEPXUTCS B KOJMUECTBE IIPUMEPHO OT
0,01% mnpumepHO no 5% wmium npuMepHo oT 0,1% npumepHo mo 5,0% wmium
npuMepHo oT 0,2% nOpuMepHo m»Oo 1%, IO OTHOMEHMI K o0oOmeM Macce
IPUCYTCTBYKIIMX MOHOMEPOB. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUS,
ATEeHTH OJIA IOIepPeuHOM CIMBKM IIPeOCTaBJIST cofoM OIMOYHKIMOHAJILHEE
MOHOMEDH nJs IoIIepeyHoOm CIIMBKU He-TI0JIMAaJIK eHUJIOBHX PO CTHX
NOJIM3OUMPOR, TaKMX KaK OUBUHWUITJIMKOJL, 2, 3-IUTUIPOKCUIeKcaH-1,5-
oOueH, 2, 5-oumeTnsi-1, b-rexcanueH, OVMBUHUIIOEH30JI, N, N-
ovajimiakpuilamun, N, N-OraJdanIMeTaKpuiaMUI; aTleHTH OJIS I[IoIIepeuHOoMn
CIIMBKM T[IPOCTHX I[IOJIMAJIKEHUJIOBEX I[IOJM3OMPOR, CcoOIepXalue IOBe WK
foJjlee TPYNIUPOBKM MIPOCTOTO aJIKEHMJIOBOTO B3dMpa Ha MOJEKYIY,

HallprMep, T'PYIIINIMPOBKM IIPOCTEHX aJIKEHMJIOBEIX 9®MpOB, coepXxamme
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KOHeuHble TIpynne H,C=C, I[IOJIy4deHHEE OT 53TepudrKaluy MHOT'OATOMHOI'O
CoMpTa, CcoIepXameTo, II0 MeHbBIIeVM Mepe, UYeTHpe aToMa yIJlepona WH,
1o MeHBIIen Mepe, TPU TUOPOKCUITE HEIX TPYILIH, C IIOMOIIEBIO
aJIKeHWJITaJIOT'eHra, TaKoTl'o KaK aJuiMiIbpoMuUI WM dYTO-JIMOO I[IOHOOHOE,
HallpyMep, IoJdMaJliniicaxaposy, MNOJUAJUIMIIIIEeHTaspPUTPUTOJ WM 4UTOo-
JMBo THnomoBHoe; IMOJIeQUHOBEE He-I'MOPOPMIIbHEIE MaKPOMEPHEE al'€HTEH
OJIS IIOIIePEeYHOM CHMEBKM, UMeKIMe MOJIeKYJISPHEE MacCCH IIPUMEPHO OT
400 mpumMepHO @mo 8000, TakMe KaK HepaCTBOPUMEE IOUAKPUIIATE U
[IOJIMaKpWUJIaTE M MeTakKpWJIaTH OUOJIOB UM IIOJIMOJIOB, MNIPOOYKTH peakuum C
OUUB30UMaAHATIUIPOKCHUAJIKMIIAKPWUIIATOM WM —-MeTaKpUIaToOM IIPEeloJIMMEPOB
C M30LUMaHATHEIMM OKOHUAHMAMM, [IOJIyUEeHHBle M3  OUOJIOB  CJIOXHEX
IOJMBOMPOB, IOUOJIOB IIPOCTEX [IOJIUAOMPOB WIIM IIOJUCUIIOKCAHIMOJIOB C
TUOPOKCHAJIKMIIMETaKpulaTaMl, ¥ TOMYy I[IOHOOHOe.

B HeKOTOpHX BapMaHTax OCYIeCTBJIeHUd, [IOIIePEeyYHO  CIMTHE
[IOJIMIMEPEL [I0JIy4danT ns KapOOKCHU-CcomepXalero MOHODTUJIEH—
HEeHACHIEHHOTO MOHOMepa MWJIM MOHOMEPOB, B KaueCTBe eOUHCTBEHHOTO
OIPUCYTCTBYKIETO  MOHOBTUIIEH-HEHACHIEHHOTO  MOHOMEpPAa, BMeCTe C
areHTOM MJM aTeHTaMu IOJd [OIepedHO¥  CHIMBKU. B  HEeKOTOPEHIX
BapMaHTax OCYMEeCTBJIEHNS, IIOJMMEPH HABJISITCSA TaKMMM, B KOTOPHX
npuMepHo po 40%, a OpedlouTUTeJIbHO, OpuMepHo oT 0% OpMMepHO 0o
20% mMacc, kKapbOokcCHM-coIepXalle'O MOHODTUIIEH—HEHACHIEHHOT'O MOHOMEpa

i MOHOMEPORBR 3aMellaeTCAd OIOHMM WJIM HeCKOJIBKVMMM He CoIepXalliMM

KaPGOKCMHa MOHOSTHMIJIEH—HeHaCHIII€e HHEIMM MOHOMepaMM, CoImepXallM
TOJIBKO @MSMOHOPMHGCKH u O@TaHbMOHOPquCKM HeTOKCHMYHEIE
3aMeCTrUTeJIn, BRJIKUAA CJIOXHEIE 9®Mpﬂ aKpMHOBOﬁ n MeTaKpMHOBOﬁ

KMCJIOTEI, TarrMe KakK MeTrJIMeTaKpuiiaT, STIWJIarKRpMJiaT, GyTMHaKpMHaT,

Z—STMHPGKCMHaKpMHaT, OKCTHMJIMeTaKrpmjaT, 2—PMHpOKCM9TMHMeTaKpMHaT,

3-TUOPOKCUIPONMIAKPUIAT, u TOMy  HOomoBHOe, BUHMJIALIETAaT, N-
BUHWJINIMPPOJIMIOOH, W TOMy HOOOOHOe (HanpuMmep, Mueller et al.
naTednrT CIA N 4548980). B HeKOTOPHX BapMaHTax OCYIeCTBJIeHUS,
MIOJIMMEPEL  CcOoOepXaT IoJmMKapbodui (Noveon AA-1), Carbopol® u

DuraSite®. B HeKOTOPHIX BapMaHTax OCYIECTBJIEHMS, IIOIEPeUHO CHUTHE
INOJIMMEPH IIOJIyYamnT IIOCPeICTBOM CYCIEH3MOHHOM WM DSMYyJIbECHMOHHOM
NOJMMEPM3AlMM  MOHOMEPOB, C  MCIOJIb30BAHMEM OOBUHHX CBOOOIHO-

PalVMKaJIBEHEIX KaTaJlM3aTOpOB IIOJIMMepHM3aluvr, IO pasMepa CYyXUMX YacCTUIl
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He ©OoJiee IIPMMEPHO, ueM 50 MKM B TepMMHaAxX HSKBMBAJIEHTHOTO
chepuueckoro InOuaMeTpa. B HEKOTOPHX BapMaHTax OCyWleCTBJIeHUSd,
CpelHMM pasMep CyxXUX YacCTHUll COCTaBJISET NIPMMEPHO OT 1 IPMMEepPHO IO
30 MKM WM OPUMEPHO OT 3 IOpuMepHO Do 20 MKM B TepMMHAax
SKBUBAJIEHTHOTO CchepruecKOro IOuaMeTpa. B HEKOTOPHX BapMaHTax
OCyWeCTBJIEHUI, [IOJIMIMEPHEIE YaCTULE [IOJIy4darnT [IoCpenCcTBOM
MEeXaHNUEeCKOT'O M3MeJIbUeHMS IIOJIMMEPHEX UYacTUL OOJIbIMX pa3MepobB. B
IOIPYTMX BapMaHTax OCYyWeCTBJIeHUd, Takue IIOJIMMepH OyOyT MMeThb
MOJIEKYJIAPHYI Maccy InpuMepHo oT 250000 npmmepHo no 4000000 m ot
3000000000 mo 4000000000. B mpyrMx BapMaHTax OCYIECTBJIEHUS,
YaCTHUUE I[IOIIEPEeUYHO CUMTOTO IIoJIMMepa ABJIAITCA MOHOIOUCIIEPCHEMM, 3STO
O3HavaeT, UYTO OHM MMeT paclpelelieHMe pa3MepOoB UYacTHl, Takoe,
YyTO, IO MeHblleM Mepe, nOpuMepHo 80%, mnpuMepHo 90% UIM OIPUMEepPHO
95%, wudacTMlL IoIaZaeT B MMKPOHHYK 30HY paclOpelleJIeHMsa TITJIaBHHX
pasMepoB JacTuUii. B OPYITMX BapMraHTax oCcyumeCcTBJIEHUA,
MOHOIMCIIEPCHEIM pas3Mep dYacTul] O3HadaeT, UTO UMeeTcsa He 0OoJee,
IpuMepHO, dYeM 20%, OpuMepHO, uYeM 10% MM OpMMEpPHO, uYeM 5% uyacTull
pasMepoM MeHbIle 1 MKM. B HeKOTOPHX BapMaHTax OCyleCTBJIEHNU,
BOOHasS IIOJIMMepHas CYCIIEH3UA COOepXuT npuMepHo oT 0,05 npumMepHO
no 1%, mnpumepHo or 0,1 npumepHo npo 0,5% wmiam npumepHo ot 0,1
npuMepHo po 0,5% areHra u npuMmepHo otT 0,1 npumepHo z»no 10%,
npuMepHo o1 0,5 npumepHo mno 6,5%, npumepHo oT 0,5 NpUMMEpPHO IO
2,0%, npmMmepHo oT 0,5% npmmMepHo mpo 1,2%, npuMepHo oT 0,6
npuMepHo no 0,9% wmiam  npumepHo oT 0,6 nOpuMmepHo no  0,8%
[IOJIMMEPHOTO  CyCIeHOMpyKRIeI'0 aleHTa. XOTAd OH YIOMMHAeTCsa B
EIVMHCTBEHHOM UMCJI€, IOOJDKHO OHTH IIOHATHO, UYTO MOXHO MCIIOJE30BaTh
OOVH WJIM HEeCKOJIbBKO BUIOB IIOJMMEPHOT'O CYCIEeHIMpYyKIeI'o al'eHTa, IIpU
5TOM ero oflee KOJIUUECTBO IolNamaeT B COOPMYyJIMPOBAaHHEE OMalla3OHH.
B oOoHOM ™3 BapMaHTOB OCYWECTBJIEHNS, KOJUUYECTBO HepaCTBOPUMEX
cJleT’Ka I[IOIIepeyYHO CHMUTHX I[IOJMMEPHHX dYacTull, pH ¥ ocMOoTHMUeCKOe
IDaBJIeHMEe MOT'YT KOPppeJMpoBaTe JIpyr! C IOPyI'OM ¥ CO CTeIIeHBD
IIOTIEPEeYHOM CHMBKM IJIA TIOJIydeHUS KOMIIO3ZUIIMKM, MMekmel BA3KOCTL B
npenejiax npuMepHo oT 500 npmMmepHo pno 100000 caxTHMIyas, a
NPEenrodTUTEJIEHO, IpuMepHO oT 1000 npmMmeprHo mo 30000 mim [IpMMEpPHO

or 1000 mpumepHo no 10000 caHTuMOyas, KaK M3MEPEHO IIpU KOMHAaTHOM
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TeMIepaType (OpuMepHOo 25°C) ¢ wucnojgssoBanHmem Brookfield Digital
LVT Viscometer, CHabXeHHOT'O UNMHIOeJIeM HOMEP 25 " MaJIEIM
oepxaTejieM of6pasiua 13R mnpu 12 o06/MMH. B HEeKOTOPHX BapuaHTax
OCYWeCTBJIEHNA, BA3KOCTE COCTaBJIgeT IIpMMepHO oOT 10 OpMMepHO IO
400 ca”HTMIYas, nOpuMepHo oT 10 mnpumMmepHo no 200 caHTHUIIyas WK
npuMepHo oT 10 mOpuMepHO OO 25 caHTuUIlyas.

B HeKOTOPHX BapMaHTax OCYyWeCTBJIEHUA, BOIOHEE  [IOJIMMEpPHEIe
CYCIIeH3UU MOTYT IpUIoTaBJIMBaTLCA TakuM  0BpasoM, uTo OHU
COXPaHAKnT ONMHAKOBY WMJIM II0 CYIMEeCTBY TakKyl Xe BA3KOCTbL B IJlasy,
KakKk OHU ¥MeJM Iepell BBeIOeHMeM B IJla3. B HEeKOTOPHX BapMaHTax
OCYWeCTBJIEHMA, OHUM MOTYT IIPpUIOTaBIMBATLCA TakuM oO0pas3oM, UTo

mMeeTCA [IOBHIIEHHOE Peﬂeo6pa30BaHme Ipn KOHTAaKTe CO CJIe3HOMU

KMIKOCTRIO. HallpuMep, KoTma IpenapaT, comepxammit DuraSite® wum
OPpYyTOM CXOIHEM IOJIMMEpP, TUIla I[IOJMaKPUIIOBOM KMCJIOTHE, BRBOIUTCH B
TJjla3 oOpu pH MeHBIlEeM, OPMMEpPHO, YeM 6,7, IOJUMep MOXeT HalyxaTb
IIpM KOHTaKTe CO CJEe3HOM XMIKOCTBI, IIOCKOJIbBKY OHa MMeeT ©OoJiee
BHICOKMM pH (npmuMmepHOo 7). OTOo TejeoBpa30BaHMe WMJIM IIOBHIIEHUE
I‘eﬂeo@paBOBaHMFI MOXeT IIPMBOINTE K 3aXBaTy CYCIIeHIMPOBaHHEIX
JacTIul, TeM CaMBEM YBeJIMUMBaeTCAd BpeMAd YIePXMBaHMA KOMIIO3MIMIM B
Jlasy. B HeKOTOPEIX BapMmaHTax oCymeCTBJIEeHN A, areHT MeIJI€eHHO
BBICBO@O?K,JIaeTCFI, KoT'mJa CYCIIeHIMPOBaHHEIE UYWaCTHIEL pacCTBOPAKTCA CO
BpeMeHeM. B HeKOTOPEHX BapMaHTax OCYIeCTBJIeHUAd, 2TO0T Ccrocod
JOCTaBKIM IIOBHIIaeT KOM(]_)OpT IIallMeHTa W’ YyBeJIMdrMBaeT BpeMA KOHTaKTa
ar'eHTa C TKaHAMM IJla3a, TeM CaMBIM YyBeJlMdVBasfAa CTelleHb IIOIVJIOMEeHMA

JIEKAPCTBEHHOTI'O CpelCTBa M IIPOOOJIKMTEJIEHOCTDB OecTBUA IipeliapaTa B

Jjiasy. ATeHTH, comepXxammec4a B STUX CrcTeMax JOCTaBKIM
JIEKAapPCTBEHHEX CpencTsB, OyoyT BHICBOOOXIATHECH nus3 I'eJid Ipn
CKOpoOoCcTAX, KOTOPEIE 3aBUCAT oT TaKMX d}aKTOpOB Kakr caMo

JIeKapCTBEHHOE CPelCTBO UM eTro (usnueckas GopMa, CTeleHb HaTPY3KU
JIEKapCTBEHHOTO CpencTBa ™ pPH cucTeMe, a Takxe OT JIHoOHX
BCIIOMOTATeJILHEX BemlecTB OJS OOCTaBKU JIeKapCTBEHHHX CPeICTE,
TakKMX KaK MOHOOOMEHHEe CMOJIE COBMECTHMMEIE C IIOBEPXHOCTBI TJlasa,
KOTOPHE TakKXe MOTYT NPUCYTCTBOBATL.

B HEeKOTOPHX BapMaHTax  OCYIeCTBJIeHUd, AHTATOHUCT IL-6

OOCTaBJAETCA CYOBEeKTYy C MCIOJL30BaHUEM TeHeTUUeCKOM OTJOCTaBKM,
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HaopyMep, JIOKaJIbHOM TeHeTHUYeCKOM IoCTaBKM. Takasd IOCTaBKa MOXET
OCYIMECTBIIATLCSH C [IOMOIIB 0 CUCTEME TPaH3VEeHTHOM DKCIIPECCUH,
CTabMJIbLHOM (HalpuMep, BCTPOEHHOM) CUCTEMB DKCIpeccuM, TaKoM Kak
JIEHTUBMPYCHAsA CHUCTeMa OOCTaBKM, M3ToTaBJIMBaeMas Bluebird Bio
(Cambridge, MA), MIM OOCTaBKM B KJeTOuHOM Ooabpuke, TaKoM Kak Te,
KOTOpHe Hpoum3sBonaTcsa Neurotech (Cumberland, Rhode Island).

Bce TeXHUUYECKNE 0COBEeHHOCTHU MOTYT VHOVMBUOYaJIbHO
00BeIMHATHLCSA BO BCEX BO3MOXHHX COUETAHMAX TaKMX OCOOEeHHOCTEN.

OKBUBAJIEHTH

HacTosmee n3o00peTeHMUe MOXeT OCYIIeCTBJIATLECA B OPYTUX
KOHKpPeTHEX ¢opMax ©0e3 OTKJOHEeHMSA OT eIro »Oyxa WIKM IJIaBHHX
XapaKTepPUCTUKN . CilemoBaTeJIbHO, npenumecTByoIMe BapMaHTH
OCYIIECTBJIEHVA  IOOJDKHH paccMaTpMBaTbCSa BO  BCexX  aclleKkTax Kak
WIIJIIOCTPaTUBHEE, & He OoTI'paHMUMBaKIMe M300peTeHMe, OIMCaHHOEe B
HacTodAmeM OOKYMEeHTe.

[TprMepE!

Cremynmye najee HeoT'paHMUMBawIMe  I[IPUMEPHE  OOIOJIHUTEJIBEHO
WIIJIOCTPUPYIOT BAaPMAHTHE  OCYIECTRBJIEHUS MU300peTeHulM, OIMCAHHEIX B
HacToAmeM OOKYyMeHTe.

[MoumMmep 1: JoOTBepXIOeHME IOEeMCTBUA JoOKaJbHOM OJjokanmsl IL-6 Ha

MOIeJIM HeOoBacCKyJdpuszaluM xopomnmenm (CNV)

Ioia onpenesieHUMS TOTO, MOXeT JM JIoOKaJlbHad OJjiokama I1L-6 OHTH
sbbexrTUBHOM npu JIeueHUn TJIa3HBIX 3aboJieBaHMUM, HallpuMmep,
IadeTUUeCcKOoT0 MaKyJIpHOTO oTeka (DME) wiIu BJaxHOM AMD, aHTUTEJIO
aHTM-11-6 BBOOMUTCA JOKAaJBbHO, MCIOJb3ySd MOIEJIbHYK CHCTEeMy OJIS
HEeOBACKYJIApU3alMKM Xopoudeu. MomeJjib MHOYVLMPOBaHHOM JasepoM CNV
(eyecro.com/in-vivo/laser-iduced-horoidal-neovascularization-
cnv/) BOCIPOM3BOIUT MHOTHME U3 IIaTOJIOTMUECKUX IIPOLeCCOB, JieXallx
B ocHOBe DME, BKJIDUAS BOCIIaJIeEHMEe UM aHI'MoTreHes. JVcciaemoBaHud
OCYMeCTBJIALT Ha kpbcax oT EyeCRO (Oklahoma City, OK). IlecTsb
XMBOTHEIX B KaXOoM TpyIlle IIOoOBepTraldT BO3OEMCTBMI OuIaTepallbHOM
obpaboTku JaszsepoM B JeHb 0 C ocCylmecTBJIeHMEM Tpex IIOBpexIeHUM B
KaxgoM IJlalsy. B mHmM 3 m 10, 3 MKI NOJMKIIOHAJILHOTO aHTUTeJla aHTU-—
IL-6 KPLBICEHL (R&D Systems AF506; Minneapolis, MN) BBOOAT
uccJenyeMom TpyIlle IIOCPeOCTBOM MHBEKLUMM B CTEeKJIOBMIHOE TeJIo

(IVT), mnpm »ToM PBS MM M[OOJMKJIOHAJIBEHOEe aHTUTeso aHTu-VEGFE (R&D
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Systems AF564) BBOOAT TpyllaM C HeCcymel Ccpelo¥ U TpylnaM C
IIOJIOXUTEJILHEIM KOHTPOJIEM, COOTBETCTBEHHO. AHTMOTpadmio 1in VvVivo
OCYMeCTBJART B IOHM 15 m 22 @O0Jd ¥W3MepeHud ILJIomaIM IIOBpeXIeHUN.
Kak B nmeHp 15, TakKk M B HOeHb 22, Tpylla JedeHad aHTUTEJIOM aHTU—
IL-6 uMeeT 3HAUUTEJILHO YMEHBIIEHHY HEOBACKYJIAPU3ALMIO 1o
CpaBHEeHMIO C KOHTPOJIEM C HecylmeM cpenol. HeT 3HAUMTEJLHOM pa3HUIH
B peaxkuum MexXIy TpYTIInon JIleueHOou AHTUTEeJIOM anTmu-I1L-6 u
[IOJIOXUTEJIEHEIM KOHTPOJIEM C aHTUTeJIOM aHTU-VEGFE. Our.l [nokaseBaeT
pPesyJIbTaTe TaKOoT'O DKCIEepMMeHTa. OTM OaHHBEe OEeMOHCTPUPYT, UYTO
IL-06a, HallpVMep, AHTUTEJIO antu-I1L6, BBEeIOEHHOe IvT, MOXeT
YMEeHBIIaThk HeOoBaCKyJIapM3alMio B Momesau CNV  KpeHIC OO YPOBHEN,
CXOIOHEBIX C TIOJIOXU T eJIbE HEIM KOHTPOJIEM C AHTUTEJIOM aHTU-VEGF
(p=0,0054 B Henr 15 m p=0,0005 B IOeHr 22 1OJa aHTHUTeJa aHTU-1L-6
10 CpaBHEHUI C KOHTPOJIEM C HecyIel cpemon) .

S9TM HaHHBEE I[IOKa3HBalT, UTO JOKaJjibHasd OJiokaZa IL-6 MOXeT
OHTH IPUTOOHOM OoJIs VCIIOJIE 30BaHUSA npu JleueHUn TJIa3HBIX
3aboJieBaHu, TakMx Kak 3abojieBaHu4A, BKJIOUAKIME IIPOlIOTeBaHMe
XUOKOCTM Uepe3s COCYIH, HalIpuMmep, MaKyJISPHBIM OTeK.

HpuMep 2: KaHIMIATH B aHTUTeJa aHTAaTOHMCTH OpoTUMB IL-6

KaunoumaTel B aHTUTEJIa aHTaAal'OHUCTH OPpOoTMB 1L-6 paspabaTHBawT
C MCHOJIb30BaHMeM crnocoba, KOTOPHM BKJIOUAET CHadaJla MMMYyHM3aluo.
VMMyHMBaALIMKD OCYWEeCTBJIADT I[IOI PYKOBOACTBOM aBTOPOB HACTOAMETO
n300peTeHMa B KOHKPEeTHOM MCClemoBaTeJIbCKOM opraHu3alumuu (CRO) .
Iare mpmelr BALB/C HojiydalT B BUIE IOOKOXHOM MHBekUMM 80 Mxr IL-6
yeJjioBeka (R&D Systems, cat# 206-IL/CF, Minneapolis, MN) B PBS,
comepxamemM 1 M NaCl ¢ aznwoBaHTOM OpovHIOa. OCymecTBJIAOT IBe
akTuepMz3auuy ¢ nomMompl 80 M M 50 mMrr IL-6. CofOupanT KIEeTKU
ceJleseHKM Yy MHIIEM C CaMbBM BECOKMM TUTPOM ¥ OCYMECTBJIART UX
CIIMSAHME C KJIeTKaMM MMeJIOMH P3xX763Ag8.653 Cc obOpas3oBaHUeM I'MOPUIOM.

CyllepHaTaHTH I'MOPUIOM IIPOCMATPUBAKT OTHOCUTEJIBHO CBS3EBaHUA
M aHTaroHuzamMa k I1L-6. [isg ocymecTBJeHmMs ELISA cO CBS3bBaHMEM,
nyaHmeTs Costar 9018 mnokpmeaioT 1 MrT/MI IL-6 uyejoBeka B PBS B
TeueHMe Houm npu 4°C. JIyHKKM OJOKMUpyoT PBS, comepxammm 2% BSA,
[IPOMEIEAKT, a 3aTreM MHEHKYOMPYKRT C [ooMompl 50 MKJI  KaXxIZor'o

cyllepHaTaHTa I'MOpMIOMEL, paszbaBjeHHOTO 1:2 PBS, comepxamero 2%
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BSA. UYepez 60 MmMHYT, JYHKM I[pOMEBawLT Tpu pa3a 300 wmxa PBS,
comepxamero 0,1% Tween-20. AHTUTeJa aHTU-HRP wmemm, pa30aBJIeHHEE
1:3000 B PBS-BSA, 3BaTeM no0aBJART MX B KaXOylw JIYHKY M MHKYOUPYIOT
B TeueHue 30 MMHYT. JIyHKM TIIPOMHBAKT, KaK BHIIE, 3aTeM OOoOaBJIAT
cybcecrpar 3,3',5,5"-TrerpamernnbeHsunuHa  (TMB) ¥ U3MepSoOT CHUI'HAJ
Ha 450 wm 550 HM. [ind uUCCIeZOBaHMA aHTal'OHM3Ma, PelopTepHEEe
kjJeTku HEK-Blue™-IL6 (InvivoGen, San Diego, CA) UHKYOUPYOT IIPU
[IOBHIIEHUM KOHIUEeHTpaluu IL—-6 uYeJloOBeKa B IIPUCYTCTBUM pa30aBJIEHHOT'O
1:10 cyliepHaTaHTa TUOPUIOMEL. Yepes 20-24 yaca, 20 MKJI
cyrnepHaTaHTa cMemuBaioT ¢ 180 wMryg QuantiBlue™ (InvivoGen), wu
U3MEPART KOBOOMUMEeHT IIOTJIOWEeHUS Ha 655 HM.

Ha ocHOBe wmccJienoBaHMA CBA3BBaAHMA M aHTATOHU3Ma, I'UOpUIOMa
64 BoOUpaHa aBTopaMMy HacCcTodAmelM 3BasgBKM KakK IIepCHeKTHBHHM KaHOMIAT
n cyoOrJjoHupyeTcsa Ha CRO. TubpmpmomMa 64 (MOHOKJIOHaJIbHasa IuOpuIoMa

MBIIMHEIX) MCCJIEeOyeTCHd B najJbHeMmeM Ha CHOCOBHOCTE MHPM@MpOBaHMH

CBA3HBAHUSA KoMmIlekca IL-6/IL-6Ra. ¢ gpl30 ¢ UCHOJBL30BaHUEM
VMMYHOCOPOEHTHOTO aHajJiM3a CcO CBA3aHHHEMKY (bepMeHTaMM (ELISA) .
TmbpuooMa 64 0Npy KOHUeHTpaluu 1,5 MKT/MJI 3HAUMTEJBbHO YMeHbIIaeT
CBA3EBaHUE KOMILJIEKCa IL-6/IL-6Ra C VMMOOMIIMB0OBaHHEM  gpl30
corJjlacHo ELISA (dur.2).

Cy®KJIOHEH I[IpOCMATPMBAKT, M Baprad®eJlbHEE IOMEHH CyOKJIOHA

64.58 amMmIMomMuupyioT Cc 1nomomeilo 5 RACE PCR UM CeKBEHUPYOT.
[TocyienoBaTeNIEHOCTK BapMabeJIbHOT'O OOMeHa MbM (yIOMMHaeTCHd Kak
mé6d) 4ABRJISTCHS CJIeIYIOUMMM :

mod VH (Bapua®eJIbHBEIM IOMEH TIXeJIOM Lellu)

QVQOLQOOSGAELVRPGTSVKVSCKASGYAFSNYLIEWVKQRPGOGLEWIGVITPGSGTIN
YNEKFKGKAVLTADKSSSTVYMQLSSLTSDDSAVYFCAKSRWDPLYYYALEYWGQGTSVTVSS
(SEQ ID NO:13)

mod VL (Bapua®eJIbHBEM IOMeH JIeTKOW Illelln)

DIVLTQSPASLAVSLGQRATISCRASESVDNYGISFMNWFQQOKPGQPPKLLIYAASNQG
SGVPARFSGSGSGTDFSLNIHPMEEDDTAMYFCQQSKEVPLTFGAGTKLELK (SEQ ID
NO:14)

IOns co3maHMsa I'yMaHM3MPOBAHHHX IIOCJeNoBaTeJIbHOCTelM, o0JjacTH,
onpeneligplre KOMILJIEMEHTapHOCTE (CDR), m64d nOpuBMBaAKT Ha Kapkac

BaponmmeBoﬁ JIMMHVIT YeJIOBeKa, BH@paHHHﬁ B CBA3M C eI'O CXOoOCTBOM C
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IIOCJIeNOBATEJIEHOCTEID MBIM I[IOCPEOCTBOM KOMIBIOTEPHOTO  aJITOPMUTMA.
I'yMaHU3UPOBAHHEE riocJjlienoBaTeJIbHOCTU (yImoMMHawnTC4g Kak ho4)
ABJIATCSH CJIe oyIUMA (M3MeHeHHEEe OCTaTKU 1o CpaBHEHU c
IOCJIENOBATEJBEHOCTAMM mM64  HOOUEPKHYTH) U  VMenT MIeHTUYHOCTH
[IPMMEPHO 79,5% (VH) n MOEHTUUYHOCTD 84,4% (VL) C
IIOCJIENOBATENBEHOCTAMY MEIMMHEIX

héd VH

QVOLVOSGAEVKKPGSSVKVSCKASGYAFSNYLIEWVROAPGOQGLEWMGVITPGSGTIN
YAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARSRWDPLYYYALEYWGQGTTIVTVSS
(SEQ ID NO:15)

héd VL

DIVMTQSPDSLAVSLGERATINCRASESVDNYGISFMNWYQQKPGOPPKLLIYAASNQG
SGVPDRFSGSGSGTDEFTLTISSLOAEDVAVYYCQQSKEVPLTFGQGTKLEIK (SEQ ID
NO:16)

I'yMaHU3MPOBAHHEE IIOCJIeHOBATEJIbHOCTY CUHTE3UPYIT C IIOMOILBI
DNAZ2.0 (Menlo Park, CA), 3aTeM KJIOHUPYIOT B BEKTOPEL
DKCIIPECCUPOBAHMSA, IoJIydeHHEe ¥M3 pcDNA3.1 B kauecTBe 1inline
CIMAHYM C KOHCTAHTHHMM OoMeHamu IgGl uejioBekKa. I1gG BKCIPEeCCUPYOT
[IOCPEOCTBOM TPAH3MEHTHOTO TPpaHCOMLUMPOBaHUSA B KJeTkax Freestyle™-
293 (Invitrogen, Grand Island, NY) M OuMIamnT C  I[IOMOIIBLI
XpoMaToTpadum Ha Oejke A. B MccIemoBaHMAX, KakK CBA3HBaHUA, TakK U
aHTaTOHMU3MA, IgG hé4 IEeMOHCTPUPYET 3HAUNTEJILHO CHMXEHHYIO
5bdeKTUMBHOCTL, IO CPaBHEHMI C eTro IIpedlleCTBeHHUKOM m64. Ilo sTou
IpUYnHe, IPOXKEBOM OUCIIIen VICIIOJIB 3YIOT 0Jis BOCCTAaHOBJIEHU S
YTepsaHHOT'O CPOICTBA.

OJas OCymeCcTBJIeHMS CO3PeBaHMUsa CPOICTBa, pa3paboTaHHOTO IJid
BOCCTAHOBJIEHUA WM YJYy4UlleHMS CPpOICTBa IT'yMaHM3MpPOBaHHOTO h64I1gG,
[IOCJIeDOBATEJIbHOCTHU aHTUTeJIa he4 IIOBTOPHO KJIOHUPYIOT o4
TeHeprpOBaHUA MOJIeKYJIH Fab B IpoXeBHX BeKTOpax, IMOJYUYeHHHX U3
pYC2/CT, B KOTOPHX Ilenk FabH camBaerca ¢ scFv 4m5.3 auTuTesa
aHTu-FITC yepes JIMHKEP (G4S) 3 (SEQ ID NO: 29) . SaTeMm
TeHepupyeTcsa OMOIMOTeKa BapMaHTOB h64 [OocpelCTBOM IONyCKaKmen
OmMMOKM PCR, cJeny4 nporTokoJry  Chao et al. (20060, Nature
Protocols, 1:755-768). BapmaHTH He64 DKCIIPECCUPYIOTCHI 17

3axXBaTHBAKTCA Ha I[IOBEPXHOCTM IOPOXKeN, MeueHEx FITC-PEG-NHS,
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3aTeM WHKYOMPY©TCS BMecTe C OUMOTMHMIMPOBaAHHEM 1L-6 UeJjloBeka.
CepazaHHEM IL-6 @OeTeKTUPYeTCs C TIIOMOmbBK CTpenTaBuUIMHa-APC, u
KJIETKM C CaMbeM OOJIBIIMM KOJIMUECTBOM CBSA3aHHOTO I[1L—-6, IO CpaBHEHUI
C KoOJMUeCcTBOM Fab pucnies, BHOMpawTCd C IIOMOMBK CeJIeKUUM Ha
KJIETOUHOM copTepe BD FACSAria™. Ilocjie uUeTHpex 3ax0IOB CeJieKLUH,
BEHIOUpaeTCHd C IIOMOIIL IO CeJIeKLIUA u CEeKBEHUPYeTCHA NONYyJIALUA
BapMaHTOB C OoJiee BHCOKMM CponcTBoM. llociemnoraTelJIbHOCTE KJIOHA,
BEIDPAaHHOTO C IIOMOUWLK CeJIeKUMM I[IOCPEeOCTBOM CO3peBaHMiag CpoOCTBa
(yrnoMmHaeTcda kak ho64-1.4), 4apjggeTcsd TakoM, kak cJjenyeT pgajlee C
BHIOPaHHEIMM C IIOMOIBK CeJIeEKUMM MyTauusaMu (TO €CTb, MyTHMPOBABIIETO
[I0 CpaBHEeHUI C IocJjemnoBaTesibHOCTAMM h64 VH um VL), BHIOEJeHHBEMU
KXKMPHEIM — MPpUOTOM, n CDR IHOODUEPKHYTH. OHM I[OpeOCTaBJART cobon
BapuabesibHEHEe nOoMeHE 018 (a TakXe MoJiekyJel 020 m 029 IL-6a,
omnMcaHHHEe HWXe). OTMeTMM, UTO IIOJIHHe Fab comepxaT znomMeHH CK wu

CH1 IgGl. B KOHTEeKCTe HacTogmen 3a4BKMU, YIIOMMHaHUE

[IOCJIeIOBATEJIbHOCTY aMMHOKMCIIOT TSIKEJION Leny WM Jierkor uenu "Fab”
O3HadaeT, UYTO IIOCJeNOBATEeJIbHOCTL MOXeT IIPeOCTaBJIATh CoOOM UYacThb
bYHKIMOHUPYIOME T O Fab, COCTOAmMETO us [IOCJIEIOBATEJIbHOCTH,
[IOJIYUEHHOM M3 JIeTKOW Illeni, ¥ II0CJeNOBaTeJIbHOCTU, IIOJIYYEeHHOM U3
TSKEJION 1elu.
h64-1.4 VH (018VH) (Bapra®eJIbHEM IOMEH)
QVOQLVQSGAEVKKPGSSVKVSCKASGYALSNYLIEWVROAPGQGLEWMGVITPGSGTIN

YAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARSRWDPLYYYALEYWGQOGTTVTVSS

(SEQ ID NO:17)
hé4-1.4 VL (018VL) (Bapua®eJLHHNM IOOMEH)
DIVMTQSPDSLAVSLGERATINCRASESVDNYGIPFMNWYQOKPGQPPKLLIYAASNRG

SGVPDREFSGSGSGTDEFTLTISSLOQAEDVAVYYCQOSEEVPLTFGOQGTKLEIKRTV  (SEQ ID

NO:18)

BapmabeJibHEle noMeHel h64-1.4 I[IOBTOPHO KJIOHMPYKRTCS B BEKTOP
pPcDNA3.1 IgGl ueJioBeKa M DKCIpeccUpyTca kKak I1gGl MOOJHOM OJIMHEL B
kJeTkax Freestyle™-HEK293 (Life Technologies). TlolydeHHHEe B
pe3yJbTaTe OuMIlleHHEle 1gG ABJAKNTCSA 3HAUUTEJIEHO O0oJieeddbeKTHMBHEMU,
UueM MCXOOHOe aHTUTeJIO h6d npu MccllelOBaHMAX, KaK CBA3HBAaHMA, Tak
n KJIETOYUHOTO aHTarOHU3MA . [Ipn VCCJIeNOBaHUN CpoICTBa C

VICIIOJIL30BaHMEM CHCTEMH IPOXXelM, CPOIOCTBO yBeJMuMBaeTcsa oT 343 1M
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IOJIS MCXOOHOM TYMaHM3MPOBAHHOM MOJIeKYJIH 0o 43 1M. 30eKTHMBHOCTL
aHTaTOHMCTAa OBLIIa yBeJIn4eHa [IPVMEDPHO B OecAaThb pas, KakK
IpoaHalM3UPOBaAHO C MCIIOJIB30BaHMEM CcHUCTeMH kJeTok HEK-Blue.

IgG h64-1.4 nepedpopmaTUpyeTcad kKak Fab mojsa MCHOoOJBE30BaHUA IIPU
TJIa3HHX ¥ OPpYyI'MX IIOKa3aHMAX. B IOOMNOJIHEHME K BTOMY, OCYIECTBIISKOT
IPpYyTOM 3ax0ond TeHepupoBaHUA OMOJIMOTEKM U CeJleKUMM Ha OCHOBe
OpOXXKel IOJa JaJlbHeumero  YJydlleHMsa  CpPOICTRa. [locyie  UeTHpPEeX
3axX0I0B CeJIEKLIUM MMEEeTCSa 3HauuTeJlbHOe oboralmeHue BapuaHTa VH cC
MyTauuerm A79V. AHTUTeJla, BapMaHTH ¥ UxX O(QpaTMeHTH, coIepXalme
BapmaHT A79V, yrnoMMHawTCd Kak aHTuTejyla 019 IL-6a, MX BapWUaHTH U
bparMeHTH.

HpumMmep 3: CeJieklMga dopMaTa

IO MCclemoBaHMA COOTBETCTBYIMUX GOpMaTOB MOJIA aHTaTl'OHUCTAa
IL-6 Ha OCHOBe aHTUTeJa, aHTuUTejla OpoTuB IL-6 BHOpaHHEE C
IIOMOWBID CeJIeKIuM, KaK OINMCAaHO BHIIe, MCCJEOYITCHS OTHOCUTEJBLHO
TPaH3UMEeHTHON BKCIIPEeCCUN, CTabnJIBHOCTH, CBOMICTB arperauuu,
CpoIcTBa cCcBA3HBaHMA M IC50 ¢ mcnosabzoBaHMeM ¢opM Fab, scEv (Vy—Vy)
n sckv (Vy_y) nociemoBaTesibHOCTel 018.

Pe3yJibTaTH BTUX MCcJenoBaHum OJIs onHOM us MOJIEKYJI
KaHOMIaToB s IL-6a (mocJjienoBaTeJBHOCTH, comepxamue

BapuabeJsibHYID obJjilacThk 018) mnokaz3aHH B Tabiauie 1.

Tabmmua 1
[TapaMeTp Fab scEFv (Vg—Vy) scEv (Vy Vy)
TpaH3MeHTHad 45 mr/M 2 Mr/n 4 MT/J
BKCIpEeCCUs
CrabuiyibHOCTE (Ty) 73°C 43°C A46°C
Arperanuga HeT Ia He npumMeHMMO
(SEC, MALS)
CpOOCTBO CBA3HBaAHUA 240 M 1 BM 720 M
(Kp)
IC50 gmsa 10 mM IL-6 255 M 160 M 125 mM

3TM IOaHHBEIE OEMOHCTPMPYRT CHOoCOo0 MIEHTUOUKALUM  KJIOUYEBHX
ocoBeHHOCTEeM pPal3JIMUHHX (opMaTOB aHTaroHmcTa IL-6 Ha OCHOBe
aHTUTeJla M WUIIRCTPUPYKRT, UYTO IJI9A aHTaroHMCTOB I1L-6, coIepXammx
BapmuabeJibHEE obJjlacTH 018, bopmaT 018Fab uMeeT HamboJlee
BJIaTONPUATHHE O0COOEHHOCTM B OOJIBIIMHCTBE KJIOUEBHX KaTeTopud, TO

eCThbk, DSKCIIpeCCH, CTadUIILHOCTE, arperauvio M CpooCTBO CBAS3EBaAHMA,
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10 CpaBHeHMIO C kKoHQUI'ypaumuen scFv. IC50 Fab 018 monamaeT B
Pa3yMHHM OMarasz3oH OJS TepalleBTUUeCKOoT'O NIPMMEeHEeHUS.

[TpuMep 4. [ToMMEePH AHTUTEJI IL.—-6a, UX dparMeHTOB 1%

INPONM3BOIHEIX

ABTOPH HaCcToAmen 3aBKU UOeHTUOUIMPOB AN cllenyommue
IoCenoBaTeJIbHOCTH, MUCIOJb3YS CHOCOOH, OIMCaHHBEE B HaCTOAIEeM
OOKYMEHTE . [IooUuepKHYTHE  IIOCJIeOOBATEeJIbHOCTM  IpencTarjisgioT  CDR

TOKEJIEIX M JIeTKUX Lelel. OpyTMe I[IOCJeIOBaTEJIbHOCTM MOXHO HaWTU B
ONMCaHUU.
[IocyienoBaTEeNBEHOCTE IIOJIMIENTUMOOB Taxejom Uenu 018 (moJHoM
nnmuel; £1018HC) B kapkace IgGl
QVOLVOSGAEVKKPGSSVKVSCKASGYALSNYLIEWVROAPGOGLEWMGVITPGSGTIN

YAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARSRWDPLYYYALEYWGQGTTVTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSL
SSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVELEFPPK

PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
ODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGEYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGNVESCSVMHEALHNHYTQ
KSLSLSPGK (SEQ ID NO:19)

[locienoBaTeJIbHOCTL  HYKJIEMHOBLHIX  KMCJIOT Taxejiom Lemnm 018
(moyHoM mymuu; f1018HC) B Kapkace IgGl

CAAGTGCAGCTGGTGCAGTCAGGGGCCGAGGTTAAGAAGCCAGGGAGCAGCGTCAAGGT
ATCTTGTAAAGCGTCTGGTTACGCCCTTTCAAACTACCTGATCGAATGGGTGAGGCAGGCTCCC
GGCCAAGGCCTGGAATGGATGGGAGTTATCACCCCTGGGAGCGGCACCATTAATTACGCCCAGA
AATTTCAGGGACGAGTGACGATTACCGCCGACGAGTCCACCAGTACTGCCTACATGGAGCTGTC
CTCACTCCGCAGCGAGGACACGGCAGTTTACTACTGCGCCCGGAGTCGATGGGACCCTCTTTAC
TATTATGCTCTGGAATACTGGGGCCAGGGAACGACCGTTACAGTGTCATCTGCTAGCACAAAAG
GACCATCAGTCTTCCCACTTGCTCCTTCATCTAAGAGCACAAGTGGTGGCACTGCAGCCCTTGG
CTGCCTGGTGAAAGATTATTTCCCCGAACCTGTTACAGTTTCTTGGAACTCCGGTGCACTGACA
TCCGGAGTACACACTTTCCCAGCTGTGCTGCAGAGCTCAGGACTGTATAGCCTGTCTTCGGTGG
TCACTGTTCCATCGTCGAGTCTTGGCACACAGACATATATTTGCAACGTCAATCACAAGCCCTC
CAACACAAAAGTGGATAAGAAGGTCGAGCCCAAATCTTGTGACAAGACCCATACGTGTCCTCCC
TGTCCCGCCCCTGAACTGCTGGGAGGCCCTTCTGTGTTCCTGTTCCCACCTAAGCCAAAGGACA
CTCTGATGATCAGCCGGACTCCCGAGGTTACCTGTGTGGTGGTGGATGTGTCTCATGAAGACCC
TGAGGTTAAGTTCAATTGGTACGTGGATGGCGTCGAGGTGCATAACGCAAAAACCAAGCCGAGA
GAGGAGCAGTACaatAGCACCTATAGAGTAGTGAGCGTCCTGACTGTCTTACATCAGGATTGGC
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TCAATGGTAAAGAATATAAGTGCAAGGTAAGCAACAAGGCCCTACCCGCACCAATAGAGAAGAC
CATCTCCAAGGCGAAAGGTCAGCCCAGGGAGCCCCAGGTTTATACACTGCCTCCCTCACGCGAC
GAATTAACARAAGAATCAGGTGTCTCTCACCTGTCTCGTCAAGGGCTTTTACCCTTCCGACATCG
CCGTGGAGTGGGAATCCAATGGCCAGCCTGAGAACAATTATAAGACAACTCCCCCAGTCCTGGA
TTCAGATGGGTCGTTCTTTCTATATAGTAAGTTGACCGTGGATAAGTCTCGCTGGCAACAGGGG
AACGTGTTCTCTTGCTCTGTTATGCATGAAGCGCTGCACAATCATTATACCCAGAAGTCCCTGT
CCCTGAGCCCCGGGAAG (SEQ ID NO:20)

[locyiemoBaTeJIbHOCTD [IOJIMIIENTUIOB T IXeJION nenmu Fab 018
(0O18FabHC) B xapkace IgGl. CDR NOOUEPKHYTEH

QVOLVOSGAEVKKPGSSVKVSCKASGYALSNYLIEWVROAPGOQGLEWMGVITPGSGTIN

YAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARSRWDPLYYYALEYWGQGTTVTVSSA

STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSL
SSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSC (SEQ ID NO:1)

[locyienoBaTeJIEHOCTE  INOJIMIIENTMOOB JieTkoM uLenm 018  [oJIHOM
niavHel (£1018LC) . CDR HOOUEepKHYTH

DIVMTQSPDS  LAVSLGERAT INCRASESVD NYGIPFMNWY  QQKPGQPPKL
LIYAASNRGS GVPDRFSGSG SGTDFTLTIS SLOQAEDVAVY YCQOSEEVPL
TFGQGTKLEI KRTVAAPSVE IFPPSDEQLK SGTASVVCLL NNEFYPREAKV
QWKVDNALQS GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV
THQGLSSPVT KSFNRGEC (SEQ ID NO:2)

39To mOpelcTabjgeT coOoOM TakXe U IIOCJIeNOBaTeJIbHOCTE JIeTKOM
nenu pjsa 020 m 029 a”HTaroHmcToB IL-6

[TocsenoBaTeJIbLHOCTE HYKJIEMHOBEIX KMCJIOT JIeTKOM  lenu 018
nojgHoM mymHH (018LC) B kKapkace IgGl

GACATAGTGA  TGACTCAAAG TCCGGACAGC CTGGCGGTGT CACTCGGCGA
ACGGGCAACT ATCAACTGCC GAGCCAGCGA GAGCGTCGAT AATTACGGCA
TCCCCTTCAT GAACTGGTAT CAGCAGAAGC CAGGACAGCC GCCCAAGCTG
CTTATCTACG CCGCTTCCAA CCGGGGATCA GGGGTGCCCG ATCGATTTAG
TGGAAGCGGT AGTGGGACCG ATTTCACACT GACCATCAGC TCCCTTCAGG
CCGAGGATGT GGCTGTCTAT TATTGTCAGC AATCCGAGGA AGTGCCGCTC
ACGTTTGGTC AGGGAACCAA ACTGGAGATC AAGCGGACCG TAGCGGCGCC
TAGTGTCTTC ATCTTCCCAC CCTCCGACGA ACAGCTGAAG TCTGGCACTG
CTTCCGTCGT GTGCCTGCTC AACAACTTTT ACCCTAGAGA GGCAAAAGTT
CAATGGAAAG TAGACAATGC CTTGCAGTCC GGGAACTCCC AGGAGTCTGT
CACAGAGCAG GATAGTAAGG ACTCAACCTA CAGCCTGTCC AGCACACTGA
CCCTCTCCAA AGCCGACTAC GAGAAGCACA AAGTGTACGC TTGCGAAGTT
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ACGCATCAGG GGCTGTCCTC ACCCGTTACA AAAAGTTTTA ACAGAGGGGA GTGC (SEQ
ID NO:26)

TsaxeJiad Lerlb Fab 019 (Fab HC 019, Takasd xe, Kak
[IOCJIeOOBaTEJIbHOCTE kKak mJja Fab HC 018, 3a wuckjaoueHumeM A79V
(CKUPHB WMPUQT/KYPCUB) )

QVOQLVQOSGAE VKKPGSSVKV SCKASGYALS NYLTEWVRQOA  PGOGLEWMGY

ITPGSGTINY AQKFQGRVTI TADESTSTVY MELSSLRSED TAVYYCARSR
WDPLYYYALE YWGOGTTVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL

VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VIVPSSSLGT
QTYICNVNHK PSNTKVDKKV EPKSC (SEQ ID NO:3)

VH 019 (BapmuabesbHas objactn/ HC 019)

QVOQLVQSGAE VKKPGSSVKV SCKASGYALS NYLTIEWVRQA PGOQGLEWMGYVY

ITPGSGTINY AQKFQGRVTI TADESTSTVY MELSSLRSED TAVYYCARSR
WDPLYYYALE YWGQGTTVTV SS (SEQ ID NO:27)

[locjIeDoBaTeJILHOCTE JeTKoM LenuM aHTuTresla 019 (LC 019) (musa
INOJIMIIENTHIa M HYKJIEMHOBHX KMCJIOT) Takag Xxe, kak njug LC 018
CDR1 018HC ( CDR1 VH 018): GYALSNYLIE (SEQ ID NO:4)
CDR2 018HC ( CDR2 VH 018): VITPGSGTIN (SEQ ID NO:5)
CDR3 018HC ( CDR3 VH 018): SRWDPLYYYALEY (SEQ ID NO:6)
CDR1 018LC ( CDR1 VL): RASESVDNYGIPFMN (SEQ ID NO:7)
CDR2 018LC ( CDR2 VL): AASNRGS (SEQ ID NO:8)
CDR3 018LC ( CDR3 VL) : QQSEEVPLT (SEQ ID NO:9)
CDR1 019HC ( CDR1 VH 019): GYALSNYLIE (SEQ ID NO:4)
CDR2 019HC ( CDR2 VH 019): VITPGSGTIN (SEQ ID NO:5)
CDR3 019HC ( CDR3 VH 019): SRWDPLYYYALEY (SEQ ID NO:6)

[MpuMep 5: KapTHMpoOBaHME DIOMUTONA M CTPYKTYPH

KaprTupoBaHMue 5SIOMTONA

OYHKLUMOHAJIBHOE KapTHUpoOBaHue BOMTOIAa OCYIIECTBJIIAT Ha
BHIOpPaHHEX C TIIOMOIBK CeJIEKIMM KaHOIMOaTax B aHTaTl'OHUCTH 1L-6.
OBHapyXeHO, UTO aHTUTEeJIO KaHOuIoaT (aHTUTeJIO 64 MBIIMHBIX) He
yMeHbllaeT CBA3EBaHUAa IL-6Ra ¢ IL-6 mnpm aHaamuszse ELISA, 5TO
IIOKAa3EBaeT, UYUTO AaHTUTEJIO KaHIMIaAaT He CBA3HBaeTcsa C cavToMm 1.
OCyleCcTBRIAT OONOJIHUTEJILHEE HSKCIEPUMEHTH, OeMOHCTPUPYKIMEe, UYTO
XMMEPHOE aHTUTeJIO 64 MBIIMHHEX YMeHBIIaeT CBA3HBaHME KOMILJIekca IL-

6/IL-6Ra ¢ gpl30 mpw anammse ELISA, nokaswBasdg, uTo Jmbo cauT 1T,
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aubo camrT III IL-6 3axBaTHBAaeT CaWT CRBA3HBaHMA aHTUTeJa. Takxe
OOHapPyXeHO, UYTO aHTUTEeJIO 64 MBIIMHEX He OJIOKMPpYeT 3BHaUYMTeJIBHO
CBAS3HBAHMA  M3BECTHOTIO cauTa ITT CBA3HBaHMA aHTUTeJa AH-65
(Immunotech, Marseille, France) c¢ IL-6, IOkKa3HBag, UYTO aHTUTEJIO
KaHIuOaT cBa3uBaeT camT II IL-6. 3TM »OaHHHEe OeMOHCTPUPYT, UTO
aHTUTeJla NPOTUB canTa II MOTYT TIeHEPMPOBRATBHCHA, U IeMOHCTPUPYT
CIIOCOO MIOeHTUOMKALMM TaKMUX aHTUTE.

IOiia OOIOJIHUTEJILHOTO onpenejieHuda BOUTOIA, TeHEPUPYITCA
MyTaummu IL-6 B OpoXxkax Kak cjauaHuda ¢ 4mb5.3 (Boder et al., 2000,
Proc Natl Acad Sci USA 97, 10701-10705; Chao et al., 2006, Nat
Protoc 1, 755-768). OJOKcHOpeccHUpyeMble MyTaluM HaxomdTrca B 1L-6
YeJIoBeKa, 3TO crlenypmue ONOVHAaPHELE VI OBOMHEE My Talln
R24E/D27E, R30E, Y31E, D34R, S118R/V121E, W157E, Q159E/T162P,
K171E u R179E. SKCIpeCcCcUupyeMHe My TaHTHEE MOJIEKYJIEL IL-6
MCIOJIE3YTCA IIPUM MCCJeOOoBaHMAX CBA3HBaHua ¢ 018 (Fab). HaGmonpaoT
YMeHbIIeHre cpoIacTBa k (Fab) 018 nns R24E/K27E, Y31E, D34R wu
S118R/V121R, Bce oHM HaxomaTcsa B canTe II IL-6. COOTBETCTBEHHO,
n300peTeHMe, OINMCaHHOE B HaCTOAlleM IOOKYMEHTe, BKJKUaeT aHTUTEeJIo,
KOTOpOe CBABHBaeTCHa, IO MeHbIel Mepe, C OIHOM, HOBYMSI, TpeMmHd,
UEeTHPbBMA, AT WM MeECThI aMMHOKMCIIOTaMuM B I[IOJIOXeHum 24, 27,
31, 34, 118 m 121 IL-6 ueJloOBeKa MJIM SKBMBAJIEHTHOI'O cauTa B IL-06.

CTpyKTYpHOE omnperejyieHue »srnuTorna canra IT

Brumcigawonrcs clenymomue pPaccTosSHUSA OJId CTPYKTYPHOTO

OoIlipeneJIeHnA camTa IT. BeUMCJIEHMS OCHOBHBAKTCHA Ha PeKcaMepHoﬁ

KPYCTaJJIMUeCcKo CcTpykType I1L-6/IL-6a/gpl30, PDB 1P9M (Boulanger
et al., 2003, Science 300: 2101-2104). Croupajgr 1 IL-6 OpPOXOIOUT
Mexnoy cauTtoM I m cauToM II, @maBas B pesyibTaTe olpeleJieHHbe
OCTaTKM, KOTOpPHEe TMomamailT OJIM3KOo K cauTy I1I, HO UMelnT OOKOBHE
1Ieny, KOTOPHE HalpaBJIEHH B CTOPOHY cauTa 1, Hanpumep, R30. D2 wu
D3 OTHOCATCSA K BHEKJIETOUHEM IOoMeHaM IL-6Ra.

Cienyromye aMMHOKMCIIOTE 1L-6, KaK OIpeleJleHO, IolajgalT B
npeneJis 5A orT D2-D3 gel30: L19, R24, K27, @28, R30, Y31, D34,
F110, @111, R113, Al14, M117, sS118, V121, Ql124, F125 um K128.

Crlemynmre aMMHOKMCJIIOTH, KaK OIIpenejieHO, I[IolafalT B IIpeneldl

7A or D2-D3 gpl30: L19, E23, R24, 125, K27, Q28, 129, R30, Y31,
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D34, K41, @102, E109, E110, ©111, Al12, R113, All4, V115, Qlle,
M117, sS118, K120, Vv121, L122, Ql24, F125 u K128.

CoOOTBETCTBEHHO, MOJIEKYJIA, HallpuMep, AHTUTEJIO WU ero
dpaTMeHT, KOTOPEM MOXET CBSA3HBATH OIHY WMJIM HECKOJIBKO aMMHOKMCJIIOT
IL-90, nonajgamimrux B Ipenesisl 58 wmmm 7A or cadra II, MOXeT
npeICcTaBJIATE cobom IL-6a.

[TocmenoBaTeJIbHOCTE IL-6 yeJioBeKa IIPUBOOUTCSHA HMXE njidg
CpaBHeHMA ([IOOUEpKHyTasd I[IOCJeIOoBaTEJIbHOCTL IIpPencTaBJgeT coBoun
JUAEPHYD I[IOCJIEeNOBaTeJbHOCTL) . AMMHOKMCJIOTH B HOpenmejlax 7A or D2-
D3 gpl30 oB0O03HaueHH KypCHMBOM. HyMepalusa aMMHOKMCIJIOT, TO eCThb,
MyTalu¥, MCIHOJB3YEMHX IJIS OlIpelesjleHUd SBIUTOIOB, HEe COIEpXUT
JIMIEPHOM IIOCJIeNOBaTEJIEHOCTN

IL-6 ueJyiOBEeKa

MNSEFSTSAFGPVAFSLGLLLVLPAAFPAPVPPGEDSKDVAAPHRQPLTSSERIDKQIRY

ILDGISALRKETCNKSNMCESSKEALAENNLNLPKMAEKDGCFQSGFNEETCLVKIITGLLEFE
VYLEYLONRFESSEEQARAVQOMSTKVLI QFLOQKKAKNLDAITTPDPTTNASLLTKLQAQNQWLQ
DMTTHLILRSFKEFLQSSLRALRQM (SEQ ID NO:21)

OCymecCTBJIATCA DKCIEPMMEHTH I[I10 MCCJeloBaHuL ¢parMeHTa Fab
I'YMaHM3MPOBAHHOTO aHTuTesa h64-1.4, ¥ OHM HOEMOHCTPUPYIT, UTO
BO3BMOXHO OJIOKMpOBaHMe Ilepelauys CUIT'HAJIOB Kak LMC—, TakK M TpaHC-—
IL-6, KOTOpPOe BHI3HBaeTCA HalleJiMBaHMeM Ha cauT II. 950OeKTMBHOCTDL
dparMeHTa Fab He wU3MeHseTCd B IIPUCYTCTBM pPacTBOPUMOI'C pellenTopa
I1L-6 (sIL-6R). 39T0 4BJAeTCH NPOTUBOIIOJIOXHOCTBID aHTUTeJy aHTu-I1L-
6R IgG, vy KOTOpPOTO 5HOPEeKTMBHOCTL yMeHbBIIAETCSHS B I[IPUCYTCTBUU
sIL6R, m koTOpoe OJOKMPYET TOJIEKO LMC Ilepellady CUIHAJIOB.

STV BKCIEPUMMEHTE IOeMOHCTPUPYT, UTO aHTUTEJIO WM Qpal'MeHT
aHTUTeJIa, TaKo¥ Kak oparMeHT Fab, KOTOpHM HalleJleH Ha caut 171,
MOXHO MCIIOJIBE30BaTh IJIA MHIMOMPOBaHMA IllepeladuM CUI'HAJIOB Kak LuUC—,
Tak M TpaHc-I1L-6.

[MpuMep 6: VccaenoBaHMA Ha OpHUMaTax

[IOCKOJIEKY AaKTMBHOCTM IOJI4 CYIIECTB MHEX, UYeM I[IPpMMaATH MOT'YT
CUJIILHO oTJIMyaTbLCda  OT aKTMBHOCTM Ha I[IpuMaTax, KaHOMOaTH B
AHTAaT' OHMCTEL IL-o0, KakK npaBuJIoO, OOTIIOJIHUTEJIEHO OLLeHUBAKTCHA
OTHOCUTeJIEHO PK ¥ IOIpyr'mMx IIapaMeTpOB C MCIOJIB30BaHMeM IpMMaTOB,
OTJIMUHEIX OT UeJloBeKa. [L-6 uUeJloBekKa oTJMuaeTcda oT IL-6 sSBaHCKOTO

MaKaKa M MaKaKa—-pesyCc B CceMM1 caﬁTax, OIMH M3 KOTOPEX HaXOIMTCA B
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caTe II (aMMHOKMCJIOTa 28) U gBJgeTCcd TakKMM Xe, kak caur 11
AdPpUKaHCKOM 3eJIeHOM MapTBEINKY IL-6. oT0, BUIOVMO, YMeHEBIIaeT
CBABEBaHME aHTUTeJa, CcolIepXamero IocienoBaTenbHocT 018, Bcero
JIUIE TIPpUMeEPHO B 3-4 paszsa. CHoCOBHOCTB K CBA3HBaAHUKL 11L—-6 IpPMMaTOB
OTJIMUHEIX OT UeJIOBeKa IIpeacTaBjigeT coboM I[oJIe3HYID O0COOeHHOCTH
aHTaroHmcTa I1L-6, obJjeruad pas3paboTKy KaHIMIaTa B JIEKAapPCTBEHHOe
CPelOCTEBO, HallpMMep, IOaBasd BO3MOXHOCTBL MCCIelOBaHMHa, TaKoI'o Kak
TOKCHUKOJIOTUUECKOE nccJeloBaHue Ha nprMaTax, O TJIMYUHEIX oT
yeJIOBEKaA.

Kak u OOJIBIIMHCTBO AaHTUTEeJ NpoTue IL-6, aHTUTeJla aHTu-1L-6,
ONMCaHHHE B HaCTOAMeM IOKYMEHTe, He B3aMMOIOEMCTBYIT IIepeKpeCTHO
c IL-6 TpHBYHOB, KPOJMUKOB MM cCcoDaubMx WM3-3a HUBKOM T'OMOJIOTUU
nocJjienoBaTEJILHOCTEN . OmHako npu VCCJIeNOBaHUAX CponocTEBa
obHapyXeHo, uYTo Fab 018 cepgaseBaeT IL-6 4BaHCKOTO MakakKa U
AdpuKaHCKOM 3eJIeHOM Map THIIKM NPUOIUBUTEJIEHO C TaKUM xe
CPOICTEOM, KaK U OJa dYejioBeka (Tabiuua 2) .

Tabmmua 2: OOHOBaJIEHTHOe CpoAcTBO (Fab 018) no oOTHOmWEeHMH K

pasJInuHeM 1L-6 pa3JIMUHHEX BUIOB

Buner Kp
YeJlOBeK 200 M
AdpMKaHCKad 3eJjleHad MapThHIIKa 280 mM
ABaHCKUM MakKak 840 M
CoBaka >1 MM
Mems >1 MM
Kponux >1 MKM
Kprica >1 MKM

STY OaHHBEE OONOJHUTEJBEHO IeMOHCTPUPYIT cloocobHocTs IL-6a,
KaK OIMCaHO B HaCToAleM JOKYyMeHTe, K CIelUUMdUUHOMY CBS3HBaAHUID U
BOBMOXHOCTE pas3paboTKM MOJIEKYJIH, MMeKmel O0COOeHHOCTHM, IeJlallume
BOBMOXHEM  UCCJIeIOBaHUM, HalpuMep, M3yUeHHre TOKCUKOJIOTUM U
PEeNpOoOyKTUBHEE MCCJIEOOBAHMSA, Ha COOTBETCTBYIIEM XUMBOTHOM.

HoumMmep 7: [oBHIEeHMe SkcOpeccum IL-6a

I8 MOBBIIEHMSA BKCIpeccuM noJmnentmunoB Fab 018 m Fab 019,
1oJydamnT KOHCTPYKTHI, BROOA IISThH IOOIIOJIHUTEJIL HEIX AMMHOKMCJIIOT

(DKTHT (SEQ ID NO: 30)) B Taxedgyo lenob B o6jgacTtu CHl/mapHupa C
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MICIIOJIb 30BaHNEM CIIocoBoB, M3BECTHEX B ODaHHOU obJylacTu.
[locmenoBaTeJIbHOCTE M3MEeHeHHOM Taxeyol Lenu Fab 018 mnoxazaHa HUXe
kKak SEQ ID NO:24. M3MeHeHHas IocJedoBaTeJlIbHOCTL 018 ymnoMmHaeTCs
B HaCTOdAlleM -OOKyMeHTe Kak 020, ¥ M3MeHeHHad IIOCJeOOBaTeJILHOCTE
019 yrnoMMHaeTCcsa B HacCTodmeM »OOKyMeHTe Kak 021. MoJjgekyJja 020
(TshxeJiad Uenb Fab 020 m Jjierxkas ULenk Fab 018) mMeeT yiydlleHHOe
SKCIPECCUPOBaHME IIO CpPpaBHEHMI C MCXOOHEM Fab, KOTOPEM MMeeT
TaXeJIY Lernb Fab 018 wm Jgerkywon uenes Fab 018. MoJsexkysa 019 He
OeMOHCTPUPYEeT 3HAUUTEeJBHEX pa3jiMuuil I[I0 CPOIACTBY IO CPaBHEHUI C
MoJiekyJion 020. DrxcropeccuporaHme kKak 020, Tak m 019 mnoBwmaeTcs
IPMMEPHO B OBa pas3a, COOTBETCTBEHHO, M CPOLNCTBO He IOIBepraeTcs
BIMAHNIO STOTO MU3MEHEHUSA.

Taxesnas uens 020 (Fab ¢ DKTHT (SEQ ID NO: 30) Ha kap®okcwu
OKOHYAaHUN )

QVQLVQSGAE  VKKPGSSVKV ~ SCKASGYALS NYLTEWVRQA  PGQGLEWMGV
ITPGSGTINY AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARSR

WDPLYYYALE YWGOQGTTVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL

VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VIVPSSSLGT
QTYICNVNHK PSNTKVDKKV EPKSCDKTHT (SEQ ID NO:24)

AxTaroHuzaM IL-6 Cc wucnojJbz30oBaHMeM Fab 020 wu3MepdioT Ha
penopTepHux kJjeTkax HEK-Blue™ IL-6 (InvivoGen, San Diego, CA).

KsjeTkn wmHKyOuMpyoT B cMecu 10 M IL-6 ® OpM M3MEeHSAONUXCSA
KOHIeHTpalusax aHTuTeJa, Judo 020, gubo IL-6Ro (Cell Sciences,

Canton, MA), mmbo c¢ 50 HM IL-6Ra, Jubo ©O6e3s Hero. UYepes 20-24

Jaca MHKy@MpOBaHMF[, 20 MKJI CYyIlepHaTaHTa KJIETOUHOM KYJIETYPEI

CMelMBanT c 180 MKJI cybcTpaTa QuantiBlue™ (InvivoGen) "
MHKYOUPYIOT B TedeHMe OIDHOTO dYaca; 3aTeM M3MeEPART KO3QOUIIMEHT
IoTJiomeHrsa Ha 655 HM. dur.3A m Odur.3B HOOKa3HBaT OaHHEE OT D2TUX
DKCIIEPUMEHTOB, OEMOHCTPUPY A CIIOCODHOCTD 020 MHTMOMPOBATH
AKTMBHOCTBL 11L—-6 B MNPUCYTCTBUM WMJIM B OTCyTCTBHMe IL-6R.

HpouMep 8: AHTMTeJa 1gG2 nOpoTuB I1IL-6

018 HnepedopMaTHpyT B kKapkace wus30oTHIa 1[1gG2 uyejioBeka OJid
YMeHbIIeHa CBA3eBaHMAa FcyR um  yMeHbmeHua ADCC 1[I0 CpaBHEHMIO C
bopMaTUPOBAHHEM QHTUTEJIOM IgGl C  MCIOJIb30BaHMEM CIIocoBoB,

M3BECTHEIX B DaHHOM obJjacTu. B IOOIIOJIHEeHUE K 2TOMY,
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nepedpopmMaTupoBaHmue 018 B ¢dopmMaT IMIOJHOW MOJMHE, Halpumep, 1gG2,
KaK OXUIOaeTCHd, YMEHBIIMT CKOPOCTE BHBEIEHUS M3 CTEKJIOBMIHOTO TeJja
Biaronmapsa OOJIBIIEMY pasMepy MOJIEKYJIH.

KoHCcTpyMpoBaHMe/ounucTKka aHTUuTesa 1gG2 adTtm-I116

I8 KOHCTpYyMpOBaHMA aHTUTeJ 1gG2 dYeJIoOBeKa C MCIOJIB30BaHMEM
IocJyleIoBaTeJIbHOCTEN aHTUTeJIa aHTu-11L-6, OIIMCAaHHEIX BHIIE,
KOHCTAaHTHEM »OoMeH I1gG2 ueJloBekKa aMILIMpuumupyeTcsda C Hnomombi PCR ¢
cDNA ¢ cautammu pecTpukumuy Nhel m Mlul Ha N- m C-KOHEUHHX Kpasfx,
CoOTBeTCTBeHHO. IllponykT PCR ouumaeTcd, I[IepeBapMBaeTCd C I[IOMOILI
bepMeHTOB pecTpukuMu Nhel m Mlul, a 3aTeM JUIUPYETCS B BEKTOP
PTT5, conepxamui BapuabeJbHBM IOMeH aHTu-1L6, To ecTb, SEQ 1ID
NO:1 (cMOTpM BHIIE). 3TO HaeT IOCJeOOoBaTEJIbHOCTL TKeJION Lenln
IgG2 T1IOJIHOM  OJIMHEHL. [lJ1a3MUOEL, comepxamye JeTKyl Lelb IIOJIHOM
OJIVIHEL, comepxalyn [IOCJIeIOBATEJILHOCTD 018, VICIIOJIb 3YIOT OJId
IOJIYUEHU S JIeTKOM Lelu.

IOJid  OONOJIHUTEJILHOTO  yMeHblleHuAa  CcBA3wBaHua FcRn u, TeM
CaMbIM, YMEHBIIEHMSA PeUMKIMPOBRaHMA IL-6a, OCYyMeCcTBJART TOUeUHEe
My Talum B T SXKEeJION nenm. MyTaumm OCyWeCTRJILAT C [IOMOIIB IO
MyTareHesa QuikChange® (Agilent Technologies, Santa Clara, CA).
[InasMuOel  TSXeJION M JIeTKOM Lely COBMECTHO TPaHCOULUUPYITCS C
MCIIOJIb30BaHMEM IIOJIU (3 TUJIEHVMMHA ) (PEI) B 100-mMJ TpaH3MEeHTHHE
KyJbTYPH  kKJeTok HEK293-6E u  KyJIbTUBUPYITCH, yToOE  CcOeJlaTb
BOBMOXHEM SKCIPEeCCUPOBaHME B TeueHMe IIPUMMEpPHO NITM IJHeM. 3TO
TeHepupyeT aHTuTeJa, CcoIepxXamyue OCTAaTOK CBA3HBaHuA cavira II
aHTuTeJla aHT™M-1L-6 u CcTpykTypy 1gG2. Takue CTPYKTYPH, cCcolepXalue
CDR 018, ompenmeJdoTcd B HacTodmeM OOKyMeHTe Kak 018 IgG2 wim
029. ToueuHBHe MyTalMM OCYIIECTBJIAIT Ha ocTaTkax 1253.

MoJjiekyisia IgGZ2 XxopoWo BKCIpeccupyeT U OJjokupyeT IL-6 1pu
KJIETOUHHX aHaJM3ax C UyTb VYJIYUIleHHOM 50QeKTUMBHOCTLIO II0 CPaBHEHUO
c Fab 020.

SpeJiele nocyaenopaTesqbHoCcTU 029 (CDR HNOOUEepKHYTH)

TsaxeJsiasg Uernn 029

QVOQLVQOSGAE VKKPGSSVKV SCKASGYALS NYLTEWVRQOA  PGOGLEWMGY

ITPGSGTINY AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARSR
WDPLYYYALE YWGQGTTVTV SSASTKGPSV FPLAPCSRST SESTAALGCL




VKDYFPEPVT
QTYTCNVDHK
TLMISRTPEV
FRVVSVLTVV
TLPPSREEMT
SDGSEFFLYSK
NO:11)

VSWNSGALTS
PSNTKVDKTV
TCVVVDVSHE
HODWLNGKEY
KNQVSLTCLV

Jlerxkadg nens 029

DIVMTQSPDS LAVSLGERAT
LIYAASNRGS GVPDRFESGSG
TFGOGTKLEI KRTVAAPSVE
QWKVDNALQS GNSQESVTEQ

THOGLSSPVT KSENRGEC

104

GVHTFPAVLQ
ERKCCVECPP
DPEVQFNWYV
KCKVSNKGLP
KGFYPSDIAV

SSGLYSLSSV
CPAPPVAGPS
DGVEVHNAKT
APTIEKTISKT
EWESNGQPEN

INCRASESVD NYGIPFMNWY
SGTDFTLTIS SLOAEDVAVY
IFPPSDEQLK SGTASVVCLL
DSKDSTYSLS STLTLSKADY

(SEQ ID NO:12)

VIsMeHeHHOe cCcBa3EBaHMe FcRn

IL-6

BO3IOEMCTBUA.
C  IIOMOIILIO

YIOEPXVMBaHVe B CTEKJIOBMIHOM TeJle,

TIOJIOXNVTEeJIb HEE

VIVPSSNEGT
VFLFPPKPKD
KPREEQENST
KGQPREPQVY
NYKTTPPMLD

LTVDKSRWQQ GNVEFSCSVMH EALHNHYTQK SLSLSPGK (SEQ 1ID

QOKPGQPPKL

YCQOSEEVPL
NNEFYPREAKV

EKHKVYACEV

CHCTeMHEIe

ABJIAETCA IperMMylleCTBEeHHEM IIOJIydYeHN e

MOXeT MMeTb  OllpeleJIeHHHE
CiiemoBaTeJIBHO,
TeHHOM  MHXeHepuu IL-6a,

KOTOPRI

mmMeeT

xopolee

HO UVMeeT OI'PaHMYeHHOe CHUCTEMHOE

BpeMsa TIIOJIYXM3HM. VYMeHbIIeHMe WM YyCTPpaHeHre CBA3BBaHMA FcRn
OOJDKHO YMEHBIIMTH CUCTEMHYID aKKyMyJALUrio JO0oTo JIeKapCTBEHHOTO
cpencTrea, KOTOpOe yTeKaeT B LUPKYJIALMD, VYJydllad TeM CaMBM
fezonacHoCcTs IL-6a.

CoOOTBETCTBEHHO, [IOCKOJIBKY MemumpyeMas FcRn HalpaBJIeHHad
MUTpalua MOXeT VYBEJIWUMTE OTTOK aHTUTeJ U3 IJlas3a, 020 IgG2
OOTIIOJIHUTEJILHO MOIVOULIMPYIT oJIs YCTPpaHeHusd CBSA3LBIBAHUS FcRn

IocpelCTBOM BBeIeHMS MyTaluui Fc Ha ocTaTkax 1254,

(cmoTpm SEQ ID NO:23)
Cell, 7:4,

Molecular

XUPHEIM WpudToM B SEQ ID NO:23;
MyTHUPpYeT no A win E,
T, m H436 wmMmyTHpyeT 1o A
[IOCJIENOBATEJNILHOCTH,
aHTAT OHUCTEL

olnpenenapTca kak 018IgG2m.

IL-6,

867-877

KOTOpPasd

comepXxalne

H311 myTmpyeT no N,

H311 wmym H436
(HyMepalusa B COOTBeTCTBMM C Martin et al.,

(2001)) .

CalTe My TalMM IIOKa3aHEI

1254 wmyTupyerT no A wmiam R, H311

korma D313 MyTHMpyeT IO

(HyMepaLU/IFI HauVHaeTCHd TIIOCJIe J'H/I,HepHOﬁ

Tarme

[IOOUEepKHYTAa B SEQ

ID NO:23,

IIoCJiIefoBaTeJIEHOCTH,
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Taxeslasg Lelb aHTUTeJsla aHTu-IL-6 (IgG2) (oOwhuHmM mpudT: VH;
KypcuB: CH) (6e3 JMOepHOM IIOCJedoBaTeJIbHOCTHM), IIOKa3aHB CalTH
MyTaluuu (KUpHBA mpUudT)

QVQLVQSGAE VKKPGSSVKV SCKASGYALS NYLTIEWVRQA PGQGLEWMGV
ITPGSGTINY AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARSR
WDPLYYYALE YWGQGTTVTV SSASTKGPSV FPLAPCSRST SESTAALGCL
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VIVPSSNFGT
QTYTCNVDHK PSNTKVDKTV ERKCCVECPP CPAPPVAGPS VFLEFPPKPKD
TLMISRTPEV TCVVVDVSHE DPEVQFNWYV DGVEVHNAKT KPREEQEFNST
FRVVSVLTVV HOQDWLNGKEY KCKVSNKGLP APIEKTISKT KGOPREPQVY
TLPPSREEMT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPMLD
SDGSFFLYSK LTVDKSRWQQ GNVFSCSVMH FEALHNHYTQK SLSLSPGK (SEQ 1ID

NO:23)

TsaxeJslasg lLellb aHTUTeJla aHTu-I1L-6

KYPCUB: CH)

IoKa3aHH CauTH My Talumm

C  JIMIepHOM

(I9G2)

II0CJIETOBATEJIEBHOCTEIO

(KMPHBEI mPUOT)

MDWTWRILFLVAAATGAHSQVQOLVQOSGAE

NYLIEWVRQA
MELSSLRSED
FPLAPCSRST
SSGLYSLSSV
CPAPPVAGPS
DGVEVHNAKT
APIERTISKT
EWESNGQPEN

EALHNHYTQK SLSLSPGK

CoOoTBEeTCTBEHHO,

aHTUTEJIO,

kKak SEQ ID NO:23,

PGOGLEWMGV
TAVYYCARSR
SESTAALGCL
VIVPSSNEGT
VELFPPKPKD
KPREEQFNST
KGQPREPQVY
NYKTTPPMLD

(myTupyeT nmo A wmiamu k),

HeKOTOPEIE

H436

ITPGSGTINY
WDPLYYYALE
VKDYFPEPVT
QTYTCNVDHK
TLMISRTPEV
FRVVSVLTVV
TLPPSREEMT
SDGSFFLYSK

(SEQ ID NO:28)

C MyTalumMamMM Ha 1254

no T), xorma H311 myTupyeT mo N.

CilemoBaTeJIbHO,

KOTOpad, KoI'Ja OHa MyTHupyeT Ha 1133

H1¢90

miam D192 ¢ H190

B KauecTBe

(HanpuMep,

aHTrnuTeJla,

(HanpuMep,

ero

H190A myTumpyeT Ha HI190E),
D192T ¢ H190N),

(HanpumMmep,

(MyTupyeT mo A)

(HanpuMep,

bparMeHTa

VKKPGSSVKV

AQKFQGRVTI
YWGQGTTVTV
VSWNSGALTS
PSNTKVDKTV
TCVVVDVSHE
HQODWLNGKEY
KNQVSLTCLV
LTVDKSRWQQ

BapMaHTEI OCYIMECTRBIJIECHNA

VMennee II0CJIelOoBaTeJIbHOCTL TaXeJION nerlmv,

miam D313

(oObuHE mpudT: VH;

(moguepkHyTa) ,

SCKASGYALS
TADESTSTAY
SSASTKGPSV
GVHTFPAVLQ
ERKCCVECPP
DPEVOFNWYV
KCKVSNKGLP
KGEFYPSDIAV
GNVEFSCSVMH

BRJIOYAKT

M300paXeHHYID

A mwim R), H311

(MyTHUPYEeT

SEQ ID NO:25 mnpenjaraeT II0OCJeIOBaTeJIbHOCTE,

I133A mam I133R),

H315 (Hampumep, H315A)

MOXeT MCIIOJIBE30BaAaTbCA

nJin IIPOM3BOOHOTI'O IJI4d



IIOJIYy4YeHIMA IIOJIMIIeIITIOa,

HU3KMUX pH,

IIOJINIIeIITV O a ,

CpaBHEHMIO C MCXOIHOM WMJIM OPYTOM 5STaJIOHHOW MOJIEeKYJIOH,

HamnpuMmep,

npu pH 5,5,
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COIOEepPXNnT STOM TOCJIeOOoBaTeJILHOCTH.

MMEeKIMeTo YyMeHbIIeHHOe CBA3BBaHve C Fc npu
WY [OPpY JIM30COoMalibHOM pH, wu/uim
MMEKMeTro YMeHBIIEHHOEe CUCTEeMHOE BpPeMs IIOJIYXM3HU II0

KoTopasd He

SASTKGPSV FPLAPCSRST SESTAALGCL VKDYFPEPVT VSWNSGALTS
GVHTFPAVLQ SSGLYSLSSV VIVPSSNEGT QTYTCNVDHK PSNTKVDKTV
ERKCCVECPP CPAPPVAGPS VEFLFPPKPKD TIMISRTPEV TCVVVDVSHE
DPEVQFNWYV DGVEVHNAKT KPREEQEFNST FRVVSVLTVV HODWLNGKEY
KCKVSNKGLP APTEKTISKT KGOPREPQOVY TLPPSREEMT KNQVSLTCLV
KGEFYPSDIAV EWESNGQPEN NYKTTPPMLD SDGSFEFLYSK LTVDKSRWQQ
GNVFSCSVMH EALHNHYTQK SLSLSPGK (SEQ ID NO:25)

JleTkasg lleOb aHTUTeJa aHTu-11-6 (IgG2) (ofvudem mpubT: VK;

KypcuB: CK)

DIVMTQSPDSLAVSLGERATINCRASESVDNYGIPFMNWYQOKPGOQPPKLLIYAASNRG
SGVPDRESGSGSGTDFTLTISSLOAEDVAVYYCQQSEEVPLTFGOGTKLEIKRTVAAPSVE

IFPPSDEQLK

SGTASVVCLL

NNFYPREARV

QWKVDNALQS

GNSQESVTEQ

DSKDSTYSLS STLTLSKADY EKHKVYACEV THQGLSSPVT KSFNRGEC (SEQ 1ID

NO:22)

puMep 9:

CTabuJILHOCTE Ipernapara

CTadbMJILHOCTDL

momeH CH1 IgGl)

bparmeHTa  Fab

aH™n-I1L-6/1gG1l

UCCIJIeoyrnT I[IOCPenCTBOM olpenejyieHua T,

(comepxamero

CHadaJla B

PBS, a 3arTeM B Habope OybepoB ¥ HAMOJHUTEJIEV C MUCIOJIL30BAHUEM

nubdepeHIMATILHOM CKaHupyomen GIIYyOpOMETPUHN « OBHapyXeHO, uTo
LUUTPaTHEM Oydep, pH 5,5, nosemaer T, Do OoJjiee ueMm 80°C.
CoOTBETCTBEHHO, B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUd, IL-6a

OpenjaraeTcsa B LUTpaTHOM Oybdepe,
Tn, TIO MeHbIleM Mepe,

Arperaluumn MKCCIenyrnT

arperauum

HabBJmomaeTcsd

CoJIeBOM pacTBOpe (PBS).

HoumMmep 10:

go°cC.

npu 20 wMr/Mia B

C wmcrnoJib30BaHMeM SEC-MALS,

M B HEKOTOPHX CJIydaAX OH UMeeT

M HMKaAKOM

dochaTHOM OydepHOM

pPH-UYBCTBUTEJLHEE aHTUTEJa OJ4 vJiayuimeHmsa PK

IL-6

BO3OEVMCTBUA.

IIOMOIIEBO

MOTYT

TeHHOHN

IMeTb

IIo »TOM NOpUUNHE,

VMHXeHePpVN

OIlpelleJIECHHEIE

IL-06a,

KOTOPHM

ITOJIOXMTeJIE HEIE

mMeeT

CHMCTeMHEIE

ABJIAETCA IIperMMyIeCTBOM IIOJIydYeHNre C

xopomee
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yIepXuuBaHMe B CTEeKJIOBUIHOM Te&JIe, HO MVMeeT OTI'paHMUeHHOEe CHUCTEMHOE
BpeMAa IIOJIYXM3HM. YMEeHBIIeHMEe WJIM YCTpaHeHMe CBA3BBaHUA C FcRn
OOJDKHO YMEHBIIMTH CUCTEMHYK aKKyMyJALIM©D JO0T0 JIeKapCTBEHHOTO
cpencrTea, KOTOpOe YyTeKaeT B LIMPKYJIALND, TeM CaMBM YJIydllas
BezonacHocTh I1L-6a. COOTBETCTBEHHO, IIOCKOJIBKY Memunpyemas FcRn
HalpaBJIEHHAsA MUI'palusa MOXeT YBEJUUUTE OTTOK aHTUTeJI U3 IJlas3a,
020 IgG2 OOHNOJHUTEJIEHO MOOMOUMUMPYIT IJiSA YCTPpaHeHUI CBA3BBaHUA
FcRn nocpeICTBOM BBeOeHMA MyTauuy Fc Ha ocTartkax 1253, H310 wmam
H435 (HyMepalus B COOTBeTCTBMM C Martin et al. (Molecular Cell,
7:4,867-877 (2001)) . Takme aHTHUTeJla YIOMMHAKTCS B HaCTOLlIeEM
IOOKYMEeHTe Kak aHTuUTeJa IL-opH wmum aHTUTeJa aHTU-IL-0opH wu
OOIIOJIHUTEJIBHO OIMCHBAKTCSI HUXE.

T'eHepUpPOBaHME AHTUTEJ C PH-UYyBCTBUTEJNLHEM CBSSHBAHUEM

pKa TUCTUOVHA cCoCTaBJIgeT NIPYMEPHO 6,0 u TUCTUIONHEH,
BCTaBJIEHHEHE Ha I'paHMllax paslejla CBA3HBaHMKA, MOI'yT paspyllaTh
CBABHBaHME I[IPU IIPOTOHMPOBaAHUM OOKOBHX lelel IPpY HUBKUX 3HAUEHUAX
pH. NcnoJabs3ys aHTUTeJIO, HalleJleHHoe Ha canT II, aHTUTeJO aHTu-IL-
6, Kak OIMCaHO B HaCTOAmEeM IOOKyMeHTe, TeHepupylT OubIMOTeKy,
comepxamyrn o6oTaleHHHe IMUCTUIMHOM BapuaHTH CDR or 018, u 3Ty
OUOIMOTEKY IpoCcMaTpUBAaKT OTHOCUTEJIBHO PH-U4yBCTBUTEJILHOTO
CBABEBAHMA C MCIOJB30BaAHMEM IOPOXKEeBOTO IUCILJIed. I'eHepupyeMas
BubImMoTeka TIpencTaBjisgseT cobo¥ kKoMOMHATOPpHYID Oubamorexy ¢ CDR
KOIVPYEMBEIMM  BHPOXIEHHBEMM  KOIOOHaMM, TakKk UTO KaxIOhll OCTaTOoK
opencraBJjgeT coboM JubO oCTaToOk OMKOTO TUlIa (TO eCcTh, TakoM Xe,
Kak B MCXOIHOM aHTuUTeJe), Jubo TIUCTUIVMHOBEIM OCTaTOK. CKPUHUHT
OCYMEeCTRBJADT IIOCPEeNCTBOM IIOOUEepedHOM COPTUPOBKM OTHOCHUTEJILHO
BEHICOKOTO CBA3EBaHUA HOpu oouamoJornuyeckux pH (7,4) ©m HUBKOTO
CBABEBaHMA NpM 3HOocoMaJlbHOM pPH (5,5).

C T[oMombio JOPOXKEeBOM  CeJleKUVM MISeHTUOMUMPpYeTCcsS  MyTaHT,
KOTOPHM MMeeT OTHOCUTEeJIbLHO BECOKOe CBA3HBaHMe Opu pH 7,4
(onuoBaJieHTHYI Kd 407 nM 1mjsg MyTaHTa IO CpaBHeHu©o c 192 mM nis
MCXOIOHOM MOJIEKVYJIE) UM OTHOCHUTEeJILHO HM3KOoe CBA3HBaHMe nOpu pH 5,5
(onuoBaJieHTHYI Kd 2,362 HM njg MyTaHTa 10 CpaBHeHMBO C 195 1M mis
VMCXOIOHOM MOJIEKYJIE) . 3TO COCTaBJISAET M3MeHeHMe OIPpUbIM3UTEJIEHO B
5,8 pasa mua cpoxmcTBa npu pH 5,5. 35TOoT MyTaHT COIEPXUT MHOXECTBO

TUCTUOMHOBHX MyTaluii B CDR1 Jerkoy uenu. Takum o6pa3oM, 2TOT
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MYyTaHT IeMOHCTPMPYEeT CBA3HBaHME, CXOIHOE C MCXOOHOM MOJIEKYJION
np pH 7,4, © 3BHaAUMTEJBHYK IIOTepl cponcTtea npm pH 5,5. 370
HabooeHe OPpOBEepAnT C MCIOJb30BaHMeM aHaims3a ELISA, FACS wu
aHaJmuza SPR, Cc noMmombil CIoco0oOB, M3BECTHHX B OaHHOM OOJIaCTH.

3TM @HOaHHBHE »OEMOHCTPUPYKRT, UYTO MOXeT OHTh co3maH I1L-6a,
KOTOPHM OCHOBAaH Ha aHTuresie, KOTOPEIM uMeetT OCOBDEHHOCTH
HalleJIMBaHMg aHTuTeJla aHTu-1L-6 Ha camr II IL-6, UTO  MOXHO
MCIIOJIL30BATEL IJIA MHITUOMPOBAHMA aAKTMBHOCTM Kak LUMC—, TaK UM TpaHC-—
IL-6, M OH uUMeeT yJjyulleHHy® PK IO CpaBHEHMI C MCXOOHEM aHTUTEJIOM
Wi IOpyT'MM aHTUTEeJIOM, MMeKolM »ooMeH Fc IOIMKOTO TuUIla, Ha HeTo
BIMAET, IIO0 MeHBbIEM Mepe, YaCTUUYHOe M3MeHeHMe CBA3BBaHuA IOpu pPH
5,05b.

DoumMmep 11: 35bdeXTUBHOCTL JOKaJbHOM O6Jjgokaln IL-6 B MOIEJU

Ja3epHOoM HeoBacCKyJIdapuszaluM xopoumewu (CNV) Momen

I1g omnpenejieHusa TOT'O, MOXeT JM JiIOKaJilbHad OJokama IL-6 OHTH
s0deKkTUBHOM npu JIeUeHUNn TJIa3HOTO 3aboJieBaHu4d, Halpumep,
onadeTnuyecKoro MaKyJISPHOTO oTeka (DME) MJIN BJIQXHOT'O AMD,
MOHOKJIOHAJILHOE AaHTUTEJIO aHTM—-1L-6 BBOOMUTCH JIOKAJBHO B MOIEJILHYIO
CHUCTeMY [@OJIA HeOBaCKyJApM3alluM Xopoumeu. JlasepHO UMHOYLUMPOBAHHYI
MogmeJib CNV, kak omomcaHo B Saishin et al. Journal of Cellular
Physiology, 195:241-248 (2003), WKWCHOOJB3YKT B HacToAmeM IlpuMepe.
MozmeJib JlasepHo VMHIOIYLIUPOBAHHOM CNV BOCIIPOM3BOOUT MHOXECTBO
IaToJIOTUUe CKUX IpolLleCCOB, JIexammx B OCHOBe o1MabeTuUecKoTO
MaKyJIApHOTO oTeka (DME), BKJOUasd BOCIAaJIeHME M aHTMOT'eHes.

MOHOKJIOHAJIEHOe aHTUTeJIOo aHTu-1L-6 wemu (MP5-20F3, koTopoe
opencraBJgeT CcoOOM aHTUTeJIO M30Tula I1gGl KpPHICH, KyILJIeHHOe OoT Bio
X Cell, catalog number BE0046), BBOOAT MCCJIeOyeMOM TpYIIIe
[IOCPEenOCTBOM  MHBEKLUU B CTEKJIOBMIHOE TeJIO (IVT) . KouTponu
OIPMHUMAKT MHBEKIMWID B CTEKJIOBMIHOE TeJIO JIOBYMKM VEGE MM MHBEKINO
B CTEeKJIOBMIHOE TeJIO KOHTPOJIBHOTO aHTUTeJla M30Tulla aHTM-HRP (IgGl
KPLICH IPOTUB IIepOoKCUOa3H XpeHa, KJoH HRPN, nokynawoT y BioXCell;
catalog number BEO0088). Insa Bcex rpynn aHTtuTreJ, 20 MK 0Oelka B
ob6weMe 1 MKJI BBOIAT IOCPEeICTBOM MHBLEKLUMM B MCCJelyeMHM 1Jlaz3, IIpu
STOM  TIPOTUBOIIOJIOXHEIM TJas OCTaBJIALT HeJIeUeHEM B KauecTBe

OOIIOJIHMTEJIEHOT'O KOHTPOJIA.
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Memed  yMepHBJISIT I[IOCPedCTBOM 5SBTaHa3uMu B eHb 7 TIocje
JIa3epHOTO BOBIEeMCTBUA UM IIJIOCKMEe CPpesH XOopouIer  OKpalMBaiT
JexTuMHOM Griffonia Simplicifolia (GSA) 1»njgd u3MepeHUA IIJIOWanN
IIOBPEeXIeHUN . dur.4 [IOKa3eBaeT pPes3yJbTaTH. T'pynna, JleueHHada
AHTUTEJIOM antu-1L-6, [IOKAa3HBaeT CTaTUCTUUECKU 3HaAUMMOe
YMeHbIIeHe HeOBAaCKyJIApU3allMM I[I0 CpPpaBHEHMI0 C TPYIIoN, JeueHHOU
KOHTPOJIBHEIM aHTUuTesioM (p<0,05). B cpenHem, TpyIna, JeueHHada
AHTUTEJIOM antu-1L-6, Takxe [IOKa3EBaEeT YMEHBIIeHNE
HeOoBaCKyJIigdpU3aumMy IO CPaBHEHMIO C I[IOJOXMUTEJIBHEIM KOHTPOJIEM C
AHTUTEJIOM aHTu-VEGE.

o9TU OaHHEIE OIEeMOHCTPUPYIT, uTo IL-6a, HallpMep,
MOHOKJIOHAJIbLHOE AHTUTEJIO antu-I1L-6, BBOIMMOE IvT, MOXeT
3HAUMTEJIbHO YMEeHLIIMTL HeOoBacCKyJdapu3aluio B Momear CNV  Mumen.
KpomMe TOTO, pe3yJbTaTH TIOBOPAT, UYTO AaHTUTEJO aHTu-1L-6 MOXeT
OCYIWECTBJIATL YMEHBIIeHMEe HeOBacCKyJdpM3aluy, IO MeHbNeW Mepe,
Takoe Xe, a BO3MOXHO WM 0OoJibllee, UYeM aHTUTeJIO aHTu-VEGE. 3Stu
OaHHBEE TIOKa3HEBalT, UYTO JIOKaJIbHOe MHIMOMpoBaHMe I1L-6 HABJISEeTCHA
[IOJIEBHEM IIPpM JIeUeHUM IJIal3HHX 3afoJieBaHuM, Takux Kak 3adoJieBaHUSA,
BKJIOUAKIME IIPOINOTEBAHME XUIKOCTM Uepe3s COCYIH, HalpuMep, BJIaXHOe
AMD wJIM MaKyJAPHBM OTek, Halpumep, IruabeTrnuecKUy MaRyJISPHLM
OTEeK.

Ipumep 12: PaszpaboTKa VYJAYUINEHHOTO aHTUTeJa OpoTue IL-6.

TleHepupyoTCcHa BapMaHTH aHTUTeJIa EBI-029. UTOOH Jydiie
XapaKTepn30BaTh BKJIAI My Talui A28V, S30P, I51T " 355G,
KOHKPETHEE COUeTaHMsa BBOOATCA B BeKTOp Iucluied Fab EBI-029
OVKOT'O TuUlla, W WU3MepseTcsd CBA3HBaHMe. Pe3yJbTaTH [IOKa3aHE Ha
dur.5. Tloce KOHKypPeHLUUM B TeueHMe Houm Cc 2 MKM IL-6, Bce
My TaHTEl VMET 3HaAUUTEJIEHO BoJiee BHICOKME YPOBHU
OUOTUHUIINPOBAHHOT'O IL-0, ocTawmerocsa Ha nx KJIE TOUHHX
[IOBEPXHOCTAX, IIO OTHOMEHMWK K IUCILJIe, I[IO0 CpaBHeHUB c Fab EBI-029
OVKOT'O THIla. PacCIOJIOXEeHMEe I[I0 IOPAOKY -IJid CBA3HBAHUA OT CaMOI'o
BHICOKOT'O oo caMoTo HU3KOTO CpoInoCcTBa npencraBJgeT coBon
A28V/S30P/I51T/S55G > A28V/I51T/S55G > S30P/I51T/S55G >
I51T/S55G > WT. YueTBepeHHasa  MyTaumusa — A28V/S30P/IS51T/S55G
yIIOMMHAaeTCsaS TakKXe B HacTodmeM IOOKyMeHTe kak EBI-030.

I[locnenoBaTeJsibHOCTM EBI-030 mnokaszsaHB HMXE.
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[TocnnenoBaTensHOCTM CDR 030:

CDR1 030HC ( CDR1 VH 030): GYVLPNYLIE (SEQ ID NO:31)

CDR2 030HC ( CDR2 VH 030): VITPGGGTIN (SEQ ID NO:32)

CDR3 030HC ( CDR3 VH 030): SRWDPLYYYALEY (SEQ ID NO:33)

CDR1 030LC ( CDR1 VL 030): RASESVDNYGIPFMN (SEQ ID NO:34)

CDR2 030LC ( CDR2 VL 030): AASNRGS (SEQ ID NO:35)

CDR3 030LC ( CDR3 VL 030): QQSEEVPLT (SEQ ID NO:36)

IlocenoBaTeJbHOCTL BapuabenbHoM ob6JjgacTtm Taxejgon Henm 030
(MyTaumumy 1o cpaBHeHM®© C 029 nokas3aHB XUPHBEM MPUOTOM) :

QVOQLVQOSGAE VKKPGSSVKV SCKASGYVLP  NYLIEWVRQA  PGQGLEWMGVY

TTPGGGTINY AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARSR
WDPLYYYALE YWGQGTTVTV SS (SEQ ID NO:37)

[locJienoBaTEJIBHOCTE BapuadbesbHOM obJjacTu Jierkom uenmu 030:

DIVMTQSPDSLAVSLGERATINCRASESVDNYGIPFMNWYQQKPGOPPKLLIYAASNRG
SGVPDRFSGSGSGTDFTLTISSLOAEDVAVYYCQOSEEVPLTFGQGTKLEIKRTV  (SEQ ID
NO: 38)

[IocenoBaTeJIbHOCTL I[OJIMIIENTUIOBR TaXeJion Lenmu Fab (IgGl) 030
(CDR 1[oOuepKHYTH, MyTaluM II0 cpaBHeHuO C 029 [nokaz3aHH XUPHBM
mpUdTOM) :

QVOLVQSGAE VKKPGSSVKV SCKASGYVLP NYLIEWVRQA  PGQGLEWMGVY

TTPGGGTINY AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARSR
WDPLYYYALE YWGQGTTVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL

VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VIVPSSSLGT
QTYICNVNHK PSNTKVDKKV EPKSCDKTHT (SEQ ID NO:39)

B HeKOTOPHX BapMaHTax OCYMeCTRBJIeHVsa, I[I0CJIeNOoBaTeJILHOCTD
DKTHT (SEQ ID NO:30) Ha kapbokcu okoHUaHuu SEQ ID NO:39 He
BKJIOUAETCS B IIOCJeIOBaTeJIbHOCTE Fab.

[locJIenoBaTEeJIbHOCTL HYKJIEMHOBEIX KUCJIOT TsSxeJiom uLenm Fab 030:

CAAGTGCAGCTGGTGCAGTCAGGGGCCGAGGTTAAGAAGCCAGGGAGCAGCGTCAAGGT
ATCTTGTAAAGCGTCTGGTTACGTCCTTCCAAACTACCTGATCGAATGGGTGAGGCAGGCTCCC
GGCCAAGGCCTGGAATGGATGGGAGTTACCACCCCTGGGGGCGGCACCATTAATTACGCCCAGA
AATTTCAGGGACGAGTGACGATTACCGCCGACGAGTCCACCAGTACTGCCTACATGGAGCTGTC
CTCACTCCGCAGCGAGGACACGGCAGTTTACTACTGCGCCCGGAGTCGATGGGACCCTCTTTAC
TATTATGCTCTGGAATACTGGGGCCAGGGAACGACCGTTACAGTGTCATCTGCTAGCACAAAAG
GACCATCAGTCTTCCCACTTGCTCCTTCATCTAAGAGCACAAGTGGTGGCACTGCAGCCCTTGG
CTGCCTGGTGAAAGATTATTTCCCCGAACCTGTTACAGTTTCTTGGAACTCCGGTGCACTGACA
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TCCGGAGTACACACTTTCCCAGCTGTGCTGCAGAGCTCAGGACTGTATAGCCTGTCTTCGGTGG
TCACTGTTCCATCGTCGAGTCTTGGCACACAGACATATATTTGCAACGTCAATCACAAGCCCTC
CAACACAAAAGTGGATAAGAAGGTCGAGCCCAAATCTTGTGACAAAACACACACA (SEQ ID
NO:40)

030 MOTYyT Takxe OBTL IIOJYUEHH B KauecTBe II0CJeIOoBaTeJIbHOCTU
IIOJIMIIENITUOOR TAXeJIoM uLenu Fab IgG2:

QVOLVQSGAEVKKPGSSVKVSCKASGYVLPNYLIEWVROAPGQGLEWMGVTTPGGGTIN
YAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARSRWDPLYYYALEYWGQGTTVIVSSA
STKGPSVEFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSL
SSVVTVPSSNEGTQTYTCNVDHKPSNTKVDKTVERK (SEQ ID NO:54)

MoumMmep 13: DOKCOPEeCCUPOBAHME UM OUMCTKA BAPUMAHTOB (parMeHTOB

Fab

BcraBku B IOOMEeH VH, comepxamye crenyomme My TaHTHEIE
coueTanus, A28V/I51T/S55G, S30P/I51T/S55G m A28V/S30P/I51T/S55G
(EBI-030), TeHepUpyrnTCcd us BEKTOPOB OPOXKEBEIX OMCILIen
[IOCPEeOCTBOM IBOMHOTO IlepeBapMBaHMsa C I[IoMombio BamHI-HF/NheI-HF.
BcTaBkM ouMmalnTCA C IIOMOWIBI BJeKTpodopes3a Ha 1% arapo3HOM Tejle U
JUTUPYITCS B BEeKTOP HSKCIPEeCCUM MIEKONUTAMUX, I[IOJYUYeHHBEM U3
PTT5, comepxamui JMIEPHYIO I[IOCJIeOOoBaTeJIbHOCTL, mnoMeH I1gGl CHI1
yeJioBeka U C-KOHeuHyl His wMeTky. TpaHCOOPMaHTH BHOUpATCId C
IIOMOMBID CeJlekKluM Ha LB-Amp, obOpadaTHBalTCsa C OoMombid MiniPrep, wu
BCTaBKM IIONTBEPXOAKTCH I[IOCPEelNCTBOM CEeKBEHMPOBaHUA. TpaH3MeHTHHE
TPaHCOULUMPOBAHU A OCYIeCTBJIAIT B KJIeTKax HEK-6E (Canadian
Research Council) oJI9 KaxmooM  TSxeJIoM LelM MyTaHTHOM  Fab,
CllapeHHOV ¢ JeTrko uenbio EBI-029 #umkoro Tumna (OIOMCHBaeTCd B
HacTodmeM JOKyMeHTe kak SEQ ID NO:12) ¢ wucHoojJez3oBaHMeM PEI B
KauecTBe TpaHCOUUUPYKIMEeTro peal'eHTa. Fab EBI-029 @numkoro Tuma
TakXe DKCIPECCUPYETCHA B KadeCTBe KOHTpoJsa (Tsaxejlad Lellbs Fab
IOMKOTO THMIIa OIIMCHBAETCS B HaCTOdlleM IOOKYyMeHTe kak SEQ ID NO:24).
CymnepHaTaHTH cofupainT dYepes 5 OHeM U DBKCIPecCHupoBaHHEHEe Fab
OUMIAT C TIIOMOMBbI adMHHOM XpoMaToTpaduy C MCIOoJb30BaHMeM Ni-NTA
araposel (Life Technologies). IOng ouMmeHHOTO ©OeJilKa OCYIeCTBJIST
3aMeHy Oydepa B PBS, pH 7,4, TIOCPeICTBOM HECKOJBKUX 3axoIoB
KOHIEHTPUPOBaHA/paz3faByieH s ¥ KOHIEHTpaluio U UMCTOTy OeJika

oTIpelelIanT C Iromombild Absorbance 280 m SDS-PAGE.
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[IpumMmep 14: BapraHTH AHTHUTEJI ITIOKA3SEIBAKT YIJIYUIMIEeHHOE

CBA3SEIBAHME COTJIaCHO OlieHKaM C VCIIOJIE SOBAHMEM TTIOBEPXHOCTHOTI'O

IJIasMOHHOT'O pPEeE30OH4AHCa

CpomcTBO BapMaHTOB MoJiekyJ Fab 029 no oTHomeHmMo K I1L-6
M3MepAnT C I[IOMOILBI [IOBEPXHOCTHOI'O ILJIa3MOHHOI'O pe30HaHca (SPR) Ha
criekTpoMeTpe Reichert SR7000Dc. IL-6 uejoBeka npu 20 Mxr/Mia B 10
MM pacTBOpe alleTaTa HaTpusa, pH 4,5, wuvmmvobuwnmsywoT Ha 500-xla
KapBOKCHUME TUIIOIEKCTPAaHOBOM uurie IoCpelCcTBOM CTaHIapTHOTO
aMMHOBOTO CBSA3EBAHUA. [locJyenoBaTeJIbHEE pazbaBJjieHMUA Kaxgom
MoJiekyJiH Fab B 10 MM HEPES, 150 MM NaCl, pH 7,3, UHXeKTUPYIT IIPU
25°C mpu CKOpOCTM IOTOka 25 wMrj/MuH. UYUepes 4 MUHYTH, 3aTpy3Ky
IpekKpamamnT n V3MEP AT O CCcoUuMalno IocpencTBOM IpoTeKaHMsA
npoTouHoro 6ydepa (10 MM HEPES, 150 MM NaCl, pH 7,3) B TeueHue 5
MMUHYT. CeHcorpaMMa ILJIOXO IOATOHAeTCS K MOIeJM CBA3HBaHuAa 1:1,
BO3BMOXHO, WM3-3a IIPUCYTCTBUA MHOXeCTBa OpMeHTauuy IL-6 Ha uuIe
WY WM3-3a HeCHelUMOMUHOT'O CBA3HBAHMA aHTUTEeJla. BMecTO 5BTOoTro,

KPMBEIE IIOOTOHAITCHA I10 IIOOT'OHKe C 2 B IO aMM (BUOEL C HUM3KVIM
CpOIOCTBOM M BEHCOKMM CpPpOOCTBOM, OTMeUeHHEEe Kak "HU3sKOE CpOﬂCTBO” u

"BHCOKOe cpomcTBo” B Tabmamuie 3) ¢ MUCIOJbL30BaHMEM IIPOTPaMMHOTO
obecrneuenus TraceDrawer, rTHe kal, kdl m KDl npencraBJagi0T cobon
CKOPOCTBb accoumnaluuu, CKOpPOCTb Ouccouralunm u PaBHOBECHYIO
[IOCTOSHHYK CBA3HBAaHMA OJS BUIOOB C HM3KMM CpPOIOCTBOM, U ka2, kd2 wu
KD2 mnpezncTaBJAlT CcoO00¥ CKOPOCTH accolMualiuy, CKOPOCTH OMCCOLMalUU
M  PaBHOBECHYI IIOCTOSHHYID CBA3HBAHMA OJIS BUIOB C  BHICOKUM
CPOILCTBOM. BcCce MyTaHTHEEe Fab wuMelT 3HauUTeJIbHO O00Jiee MeNJIEHHYIO
ouccouranumn  II0 CpaBHeHM ¢ Fab EBI-029 WT co CJIe oYUM
PacloJIOXeHVEM [0 IIOPAOKY BEJMUYMHEL OT CaMOT'0 BEHCOKOI'O IO CaMoTI'O
HMU3KOTO cpomcTBa - A28V/S30P/I51T/S55G (EBI-030) >
S30P/1I51T/S55G > A28V/Ib51T/S55G > (EBI-029) WT.

Tabmmila 3: PesyabTaTH SPR OJid MyTaHTHHX aHTUTEJI

Fab kal kdl KD1 ka2 kd2 KD2

(*e?) | (xe ) | (uM) (*e®) | (*e™) | (uM)

WT 5,48 6,08 11,1 2,94 4,27 1,45
A28V/I51T/S55G 8,06 2,91 3,6 3,65 1,45 0,40
S30P/I51T/S55G 7,18 2,18 3,04 3,29 0,95 0,29




A28V/S30P/I51T/S55G | 7,95 2,70 3,39 3,25 0,66 0,20

Hrskoe CcpomcTBO BEHICOKOE CPOLOCTBO

[IpuMep 15: BapMaHTL AHTUTEJI [IOKAa3LBAaT VIIVUIIeHHO e

AHTATOHUCTHUYECKAS SOOEeKTUBHOCTL B PEIOOPTEPHHX kKJeTkax HEK-Blue™

IL6

JlnHuma PEIOPTEPHEIX KJIETOK HEK-Blue™ ILo6 (Invivogen)
WCIHOJIB3YETCAa IJId CpaBHeHUSA 200eKTUMBHOCTBL MHIUOMPOBAHMUA IIepeladu
curHaJsios I1IL6 MexOy pas3JjiMuHbMM MyTaHTHEMM OQpaIMeHTaMu Fab EBI-
029. Kiuerxu HEK-Blue™ IL6 mnpencTabBJgoT coOOM MOIMUOUIMPOBAHHYIO
Juauio HEK293, cTabuiIbHO BKCIpeccUpyrlyil TIeH I1L-6R M comepXxallyio
CEeKPeTUPYEMEM PEHNOPTEPHHM T'eH MmeJJoOUHOM ¢docdaTa3u IIOO KOHTPOJIEM
MMHVMAaJIEHOTO IIpoMoTOopa TFNR, CJILTOTO C  UYeTHpPbMA camTaMu
ceaspBaHusa STAT3. 4 M3MepeHMA aHTaroHmusma k I1L6, 10 Mg 400 nM
IL-6 wuejyoBeka (R&D Systems 206-IL-010/CF) cmMemmBaioT c 10 MKJ
KaXOooro BapuaHTa Fab B HeKOTOpOM »OMallaloHe KOHUeHTpauur B 96—
JIYHOUHOM ILJIaHIleTe U MHKYyOUPYT OIpM KOMHATHOM TeMIepaType B
TeueHre 30 MuHyT. Kierku HEK-Blue™ IL6 B JorapuoMmuueckoir dase
TPUIICUHUBUPYIOTCS UM IIOBTOPHO CYCIHEHOMPYITCS B Ccpele IJS aHaln30B
(DMEM, 4,5 r/a 1ymokosza, 10% TepMMUecKM Oe3aKTMBUPOBaHHOTO FBS, 2
MM  L-rmJjoTaMuHa, [len—-CTpen) npu 280000 kJjJeTOK/MII. 180 wMKJ
CYCIIeH3UM KJIeETOK IOoBaBJILT B KaxXoyio JYHKY cMecel I1IL-6/Fab nisa
IOOBeOeHMsa KOHEUHOM KOHUeHTpauuu IL-6 mo 20 nM. KJIeTKM MHKYOUPYIOT
npu 37°C/5% CO, B TeuenHme 20 yacoB. BaTeMm 20 MKJI cylepHaTaHTa M3

Kaxigon JIEHKU CMEIVBAaKT c 180 MKJI  peareHTa Quanti-Blue™

(Invivogen) u wuHKYOupylT npu 37°C B Teuenue 40 MUHYT Iepen
MU3MepeHreM KonOOULMeHTa IIOIJIoWeHMsa Ha 650 HM Ha CIeKTpodoTOoMeTpe
OJIA TIpOUTeHuA IJlaHmeToBR SpectraMax Mb. OOHOBHM CHTHaJl OT JYHOK
Bez I1IL-6 BHUKTAKLT, a 3aTeM I[IPOM3BOINAT IeJIeHVMe Ha CHUIT'HaJl OT
KJIETOK, 0BpabdoTaHHEIX IL-6 Bes MHTUOUTOPA, OJIs MIOJIYUYEeHU A
OTHOCUTEJILHOM BeJIMUMHE IIepeldadMs CUTHAJIOB. BCe MyTaHTH IIOKa3HBAalT
3HAUMTEJBHO O0o0Jiee HU3KYD 300eKTMBHOCTE I[I0 CpaBHeHMI Cc Fab EBI-
029 WT, OpM DSTOM pPacHOJIOXKeHMe [0 TOPAOKY aHTaTrOHUCTUUECKOM
5bbeKTUBHOCTM ABJIgeTCcd cJenyommuMm: A28V/S30P/I51T/S55G (EBI-030)
> A28V/I51T/S55G > S30P/I51T/S55G > (EBI-029) WT. 2TU pesyJbLTaTH

IoKa3aHe Ha dur.o6.
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[IpumMmep 16: BapraHTH AHTHUTEJI ITIOKAa3EBAaKT VIIVUNEeHHYIO

AHTATOHUCTUUECKYVID 20deKTUMRHOCTEL OPpM aHallnze OpoJudbepaumm T1165

Kinerkn T1165.85.2.1 (R&D Systems) mHOpencTaBJsaART COOOM JIMHUIO
KJIETOK ILJIa3MOLUMTOME MBIIMHEX, KOTOPHE OIpoJIUdepUpylT B OTBeT Ha
I1L-6 MBIIM, KPBCH WMIM UYeJjloBekKa. [JId WM3MEPEHMSI aHTaroHM3Ma OT
MyTaHToB Fab EBI-029, 25 wMmkja 2 Hr/Mia IL-6 uejioBeka (R&D Systems
206-IL-010/CF) CMemMBamwT C 25 MKJ KaXOooro BapuaHTa Fab B
HeKOTOPOM IOMalla30He  KOHIeHTpauui B  96-JIyYHOUHOM ILJIQHIIETe U
MHKYOUPYT IIPUM KOMHATHOM TeMlepaType B TeueHue 30 MmHYT. KieTku
T1165 B JjorapudMMUueckoM Ga3e TPaHyJUPYT UM IIOBTOPHO CYCIEHIUPYIT
B Cpeme Jj4d aHagmza (90% RPMI 1640, 10% FBS, 2 MM L-rnJjmoTaMMHa,
lNeu-Crpen) npu 2x10° kjgeTok/miI. 50 MKJI CYCIEH3MU KJIETOK IOOaBJISOT

B KaXxnoyio JIYHKY cMecen IL-6/Fab 0Jida OOBeOeHUA KOHEUHOM
KOHLeHTpauuu I1L-6 mo 0,5 Hr/miu. KileTku wuHKYyOupyioTcs nopu 37°C/5%

CO, B TeueHMe 72 uyacoB. 100 Mg pearenTa Cell-Titer Glo®
(Promega) @npo®aBJiigiT B KaXOyl JYHKY ¥ MHKYOMPYIT IIpM KOMHATHOM
TeMIlepaType B TeudeHre 10 wMuHYT. JIOMMHECLEeHLIMIO WU3MepAlT Ha
crnexTpodpoTOMEeTpe IOJIA [IPOUTeHMA IIJlaHmeToB SpectraMax M5. Bce
MYTaHTE I[IOKa3HBalT 3HAUUTEJILHO 0o0Jiee BHCOKYKD 20OeKTMBHOCTHL IIO
cpaBHeHU ¢ Fab EBI-029 WT 6e3 kakoM-Jubo U3MepUMOM Iepemauu
curHaJioB IL-6 BO BCeM »OMalaszoHe MCCIedyeMHX KOHIeHTpauum Fab
(cmoTpU dmur.7).

MpuMmep 17: CpaBHeHME CXOIOHEX CBOMCTB JIeKapCTBEHHHX CPREeICTB

BapMaHTOB aHTHUTEJI

TepMuueckynw CcTabMIIBHOCTL KaXIoI'o BapMaHTa Fab omnopenesdoT C
noMomelo OuddpepeHLMaJIbLHOM CcKaHupyome oayopoMeTpun (DSFE). 2 MKJ
feJika HOpM KOHLeHTpauuu 2,5 miam 5 Mr/mMiI cMemuBamoT C¢ 18 MKJI PBS u
2 Mg 50x Sypro Orange B 96-JyHOUHOM IJaHmeTe njsa PCR BioRad.
[InanmeT noMemailoT B BioRad CFX96 RT-PCR System Cc JMHEWHHEM
IOBHIIEHMEM TeMIepaType oT 25°C u 95°C, u usMepdoT (JIYOPeCleHIINO
Kak OQyHKUUI BpeMeHU. T, BHUMCISEeTCS KakK caMas HM3Kasd Touka I[IepBOU
IPOM3BOOHOM KPMBOM ILJIaBJIeHMSA. Bce BapMaHTH MMeT MW3MepeHHHEe

3HavueHud T, B Ipenejax Mexny 76 mu 78°C, uUTo coIJlacyeTcs C

usMepeHHon T, Fab EBI-029 WT npu 76°C.
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Oia mM3MepeHMA arperaluu, o0paslbl OLEHMBAalT C IIoOMOomb SEC-
MALS C MCHoJb30BaHMeM BOXKX Agilent 1260, 0OBEeIMHEeHHOM  C
VMHCTPYMEHTOM IJIS M3MepeHMUs paccesHusa ciBeTa Wyatt miniDawn TREOS
¥ MHCTPYMEHTOM IJII W3MepeHMsI Ko2dduiMeHTa OpeJioMileHUsa Wyatt
Optilab rEX. UmxexkTupyoT 20-100 MKD Oejka, ¥ MCCIeIyT eTro IIpu
CKOPOCTM TIIOTOKa 1 MI/MMH. BCe BapMaHTH ¥VMET MOJIEKYJIAPHYK Maccy
B Ipepmesiax Mexny 45000 m 52000 JIa, Kak WM3MEPEHO C IIOMOIBI
paccedHuUsa CBeTa, 4TO comJlacyercd c Fab EBI-029 gukoro Tuma.

3T  pesyJIbTaTH I[IoKa3eBaT, uYTro EBI-030 Toxe BemeT cel4
XOpomWo, II0 cpabBHeHu® ¢ EBI-029, Cc TOUKM 3peHUA CBOMCTB MNOOOOHHX
JIEKApPCTBEHHEM CpenCcTBaM.

Hpoumep 18: IpomviMpoBaHMe aHTHUTes IgG2 EBI-029 m EBI-030

OOJIHOM OJIMHEL ¥ aHTUTeJ 1dG2 ¢ MYyTaHTHHMU JIoMeHamyu Fc

IlepedpopmaTupoBaHmue EBI-029 mu EBI-030 gmo IgG2 wn IgG2 c
MyTaHTHEMK FC

BapurabeJsbHEE  OOMEHH  TSXeJIHx Lener EBI-029 w  EBI-030,
comepxalmye JMIOEepHYK IIocjiedoBaTelbHOCTE (MDWTWRILFLVAAATGAHS; SEQ
ID NO:49), amMmmMouMuupymoTcsa Cc nomombilod PCR mM3 BekTOpoB Fab c
MCIOJIL30BaHeM IIpaliMepoB, KOTOPHEe BBOIAT N-KOHEeUHHM cauT ECORI wu
C-xoHeuHHMY cauT Nhel. IlponykTe PCR ouumaiTcsa Ha 1% arapo3HOM
Tejle ¥ IOOBEepPTraklnTCad BO3OEMCTBMI IOBOMHOTO IIepeBapMBaHUA C IIOMOILIO
FEcoRI-HF wu NhelI-HF. BekTOpH OCHOBHHX Illene¥ Ha O0OCHOBe DpPTTS5,
comepXxamye IIOCJIeNOBATENIbLHOCTEL TsXeJoM Lenu IgG2 OUMKOTO TUIla WU
BapuaHT @OoMeHa IgG2 ¢ wMyTaumeur H311A (H311 cooTBeTCTBYyeT
HyMepauum SEQ ID NO:41; »To cooTBeTcTByeT H310 B HyMepaluuwu,

OpenjaraemMor B Martin et al., Molecular Cell, 7:4, 867-877

(2001)) mnomobHeM Xe oOpaszsoM, IepeBapuBanTca ECORI-FH/NheI-HF wu
OUMIIAKTC A Ha 1% arapo3HOM rejie. BcraBku JINTUPYITC A B

IepeBapeHHY OCHOBHYK Illellbk C MCIOJIb30BaHMeM ¢epMeHTa Quikligase
(New England Biolabs), TpaHcbopMmupyoTca B KJeTku TOP10 (Life
Technologies) n [IoNBepraknTCH ceJIeKLUn Ha LB-Amp. KitonE
oOpabaTHBaKTCA C IIOMOIIEBIO MiniPrep u CEeKBEHUPYITCH s
IOATBEPXIEHMA BCTABOK. BrbOupawnT wMyTaluio H311A 10ma8 yMeHbIIeHUS
CpoOnNCTBa CBA3HBaHMA FC @O OTHomeHMH K FcRn [Ojsg yMeHBIIeHUS

CUCTEeMHOM AKKYMYJIALIMM MOJIEKRYJI, KOTOPEE YTEeKanT M3 TKaHM IJlas3da.
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SKxcrnpeccupoBaHMe M OUMCTKa  BapmMaHToB  IgG2 C  IIOMOIIBIO

TPOAHBMEeHTHOI'O TpaHCd)MLZMpOB aAHMUA
IgG2 EBI-029,

IgG2 EBI-029-H311A, IgG2 EBI-030 m EBI-030

IgG2-H311A BKCIPECCUPYIOTCHI [IoCpenCcTBOM TPAH3UEHTHOT'O
TpaHCOUUMPOBaHMA B kJeTkax HEK-6E. BexkrTopel pTTb5, conepxamue,
KaxIOeM, TOXeJyl ILelbk, COBMECTHO TpaHCOMUMpyoTca I[LIas3MuioM LC
EBRI-029 C VCIIOJIL 30BaHueM PET B KauecTBe peareHTa
TPAHCOUUUPOBAHUA . CynepHaTaHTH cobupamnT yepes 5 oHeM, 17
BSKCIPpeCCUPyEeMEIe MOJIEKYJIEL IgG2 oUuMImaKnT C TIOMOIIEBI0 abuHHOM
XpoMaTorpadpnum C MCIIOJIE30BaHUEM arapo3EL C OeslkoM  A. hisa
OuMIleHHOTO OeJIka OCyIeCTBJIAT 3aMeHy Oydepa B PBS, pH 7,4 cC
[IOMOIIBIO HEeCKOJIbKUX 3axX0nOOoB KOHLEHTPpUPpOBaHMs/pa3baBiieHNU s, u

KOHIEeHTpalMi M UMCTOTY OeJjlka oIpelelidioT C Iomombi Absorbance 280
n SDS-PAGE.

IIponynmupoBaHne crabujbHOIrO HyJjia CHO

CrabuibHEe oyJel CHO, npomyuupywomue IgG2 EBI-029, IgG2 EBI-
030 mmm IgG2-H311A EBI-030 TreHepupylT C MCIOJb30BaHMeM Habopa
Freedom CHO-S

(Life Technologies) B COOTBETCTBUM C MUHCTPYKLMIMMU

[IPOMBBOOUTEISA . BkpaTue, KaXxIyIio T SKEIIYIO Lelb KJIOHUPYIOT
[IOCPEeOCTBOM CTaHIAPTHOTO IepeBapMBaHMAa/JIUTUPOBAHMS B BekTop PCHO
1.0 B coueranum c EBI-029 LC. KOHCTPYKTH TpPaHCOUUUPYIT B KJIETKU
CHO-S c¢ MAX, u cCcTabuJIbHEE

MCIIOJIL30BaHMEM peaTreHTa Freestyle

IIyJIH, BHOMPAT C IIOMOMbBI CeJIeKUIVM I[IPpM YBeJMUeHUM KOHIeHTPpAaluM
Puromycin m MTX. Ilocjle OBYX 3axOIOB CeJIeKUVM, IIYJIE IPOCMaTPUBAIT
Ha I[IpOoOYLUMPOBaHME aHTHUTeJa C IIOMOWbLI aHaJMTUUeCKOM XpoMaToIrpadumu
Ha OeJike A, U IOYyJH C HaMBHCHEV OIPOM3BOOAMUTEJILHOCTLIO BHOMPAKT OJIA
MacmTadbrMpoBaHUAg U CYOKIJIOHMPOBAHMA.

l[locysenoBaTeJIbHOCTHU IIpenCcTaBJIEHE HIUXE.

IlocjenoBaTeJIbHOCTL MNOJUIENTHIOB TsaxeJon uenu 030 (B Kapkace

IgG2, CDR NHOOUEpPKHYTH) :

QVOQLVQOSGAE VKKPGSSVKV SCKASGYVLP NYLIEWVRQOA  PGQGLEWMGY
TTPGGGTINY AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARSR
WDPLYYYATLE YWGQGTTVTV SSASTKGPSV FPLAPCSRST SESTAALGCL
VKDYFPEPVT VSWNSGALTS GVHTEFPAVLQ SSGLYSLSSV VIVPSSNEGT
QTYTCNVDHK PSNTKVDKTV ERKCCVECPP CPAPPVAGPS VFLFPPKPKD
TLMISRTPEV TCVVVDVSHE DPEVQFNWYV DGVEVHNAKT KPREEQENST
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FRVVSVLTVV HODWLNGKEY KCKVSNKGLP APTEKTISKT KGQPREPQVY
TLPPSREEMT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPMLD
SDGSFFLYSK LTVDKSRWQQ GNVFSCSVMH EALHNHYTQK SLSLSPGK (SEQ 1ID
NO:41)

IlocenoBaTeJIbHOCTEL MNOJUIENTUOOBR Jerkou unenm 030 (B Kapkace
IgG2, CDR OOUEPKHYTH) :

DIVMTQSPDS LAVSLGERAT INCRASESVD NYGIPFMNWY QOKPGQPPKL

LIYAASNRGS GVPDRESGSG SGTDFTLTIS SLOAEDVAVY YCOOSEEVPL

TFGOGTKLET KRTVAAPSVEF IFPPSDEQLK SGTASVVCLL NNFYPREAKV
QWKVDNALQS GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV
THQGLSSPVT KSFNRGEC (SEQ ID NO:42)

[locJIeDoBaTEeJIbHOCTE HYKJIEMHOBHEIX KUCJIOT TaxeJion Lenm 030:

CAAGTGCAGCTGGTGCAGTCAGGGGCCGAGGTTAAGAAGCCAGGGAGCAGCGTCAAGGT
ATCTTGTAAAGCGTCTGGTTACGTCCTTCCAAACTACCTGATCGAATGGGTGAGGCAGGCTCCC
GGCCAAGGCCTGGAATGGATGGGAGTTACCACCCCTGGGGGCGGCACCATTAATTACGCCCAGA
AATTTCAGGGACGAGTGACGATTACCGCCGACGAGTCCACCAGTACTGCCTACATGGAGCTGTC
CTCACTCCGCAGCGAGGACACGGCAGTTTACTACTGCGCCCGGAGTCGATGGGACCCTCTTTAC
TATTATGCTCTGGAATACTGGGGCCAGGGAACGACCGTTACAGTGTCATCTGCTAGCACCAAGG
GCCCATCGGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCGGCCCTGGEG
CTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCTCTGACC
AGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGG
TGACCGTGCCCTCCAGCAACTTCGGCACCCAGACCTACACCTGCAACGTAGATCACAAGCCCAG
CAACACCAAGGTGGACAAGACAGTTGAGCGCAAATGTTGTGTCGAGTGCCCACCGTGCCCAGCA
CCACCTGTGGCAGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCT
CCCGGACCCCTGAGGTCACGTGCGTGGTGGTGGACGTGAGCCACGAAGACCCCGAGGTCCAGTT
CAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCACGGGAGGAGCAGTTC
AACAGCACGTTCCGTGTGGTCAGCGTCCTCACCGTCGTGCACCAGGACTGGCTGAACGGCAAGG
AGTACAAGTGCAAGGTCTCCAACAAAGGCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAAC
CAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAG
AACCAGGTCAGCCTGACCTGCCTGGTCARAAGGCTTCTACCCCAGCGACATCGCCGTGGAGTGGG
AGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACACCTCCCATGCTGGACTCCGACGGCTC
CTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCA
TGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGG
GTAAA SEQ ID NO:43

[IocJIenoBaTEeJIbHOCTE HYKJIEMHOBEX KUCJIOT JieTkoM Lenm 030:
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GACATAGTGATGACTCAAAGTCCGGACAGCCTGGCGGTGTCACTCGGCGAACGGGCAAC
TATCAACTGCCGAGCCAGCGAGAGCGTCGATAATTACGGCATCCCCTTCATGAACTGGTATCAG
CAGAAGCCAGGACAGCCGCCCAAGCTGCTTATCTACGCCGCTTCCAACCGGGGATCAGGGGTGC
CCGATCGATTTAGTGGAAGCGGTAGTGGGACCGATTTCACACTGACCATCAGCTCCCTTCAGGC
CGAGGATGTGGCTGTCTATTATTGTCAGCAATCCGAGGAAGTGCCGCTCACGTTTGGTCAGGGA
ACCAAACTGGAGATCAAGCGGACCGTAGCGGCGCCTAGTGTCTTCATCTTCCCACCCTCCGACG
AACAGCTGAAGTCTGGCACTGCTTCCGTCGTGTGCCTGCTCAACAACTTTTACCCTAGAGAGGC
AARAAGTTCAATGGAAAGTAGACAATGCCTTGCAGTCCGGGAACTCCCAGGAGTCTGTCACAGAG
CAGGATAGTAAGGACTCAACCTACAGCCTGTCCAGCACACTGACCCTCTCCAAAGCCGACTACG
AGAAGCACAAAGTGTACGCTTGCGAAGTTACGCATCAGGGGCTGTCCTCACCCGTTACAAAAAG
TTTTAACAGAGGGGAGTGCSEQ ID NO:44

030 IlocienoBaTeJIbHOCTL IIOJIMIIEITUOOB TsAXKEJION Lelr C MyTaluen
H311A

(311A BHOeJeHa XUPHBEM mpUdTOM M CDR HOOUEPKHYTH), TakKxe

YIIOMMHaeMa#d B HacToAlleM IOJOKYMEHTe Kak I10CJIeIOBaTEJIEHOCTE

[IOJIUMIIENTUIOOB TaxeJon Lenm 031:

QVQLVQSGAE  VKKPGSSVKV ~— SCKASGYVLP  NYLTEWVRQA  PGQGLEWMGV
TTPGGGTINY AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARSR
WDPLYYYALE YWGOQGTTVTV SSASTKGPSV FPLAPCSRST SESTAALGCL
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VITVPSSNEGT
QTYTCNVDHK PSNTKVDKTV ERKCCVECPP CPAPPVAGPS VFLFPPKPKD
TLMISRTPEV TCVVVDVSHE DPEVQEFNWYV DGVEVHNAKT KPREEQENST
FRVVSVLTVV AQDWLNGKEY KCKVSNKGLP APIEKTISKT KGQPREPQVY
TLPPSREEMT KNQVSLTCLV KGEFYPSDIAV EWESNGQPEN NYKTTPPMLD
SDGSFFLYSK LTVDKSRWQQ GNVESCSVMH EALHNHYTQK SLSLSPGK (SEQ 1ID

NO:47)

[IocJIenoBaTEeJIbHOCTEL HYKJIEMHOBEX KUCJIOT TaSxeJiom Lenm 031:

CAAGTGCAGCTGGTGCAGTCAGGGGCCGAGGTTAAGAAGCCAGGGAGCAGCGTCAAGGT
ATCTTGTAAAGCGTCTGGTTACGTCCTTCCAAACTACCTGATCGAATGGGTGAGGCAGGCTCCC
GGCCAAGGCCTGGAATGGATGGGAGTTACCACCCCTGGGGGCGGCACCATTAATTACGCCCAGA
AATTTCAGGGACGAGTGACGATTACCGCCGACGAGTCCACCAGTACTGCCTACATGGAGCTGTC
CTCACTCCGCAGCGAGGACACGGCAGTTTACTACTGCGCCCGGAGTCGATGGGACCCTCTTTAC
TATTATGCTCTGGAATACTGGGGCCAGGGAACGACCGTTACAGTGTCATCTGCTAGCACCAAGG
GCCCATCGGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCGGCCCTGGG
CTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCTCTGACC
AGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGG
TGACCGTGCCCTCCAGCAACTTCGGCACCCAGACCTACACCTGCAACGTAGATCACAAGCCCAG
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CAACACCAAGGTGGACAAGACAGTTGAGCGCAAATGTTGTGTCGAGTGCCCACCGTGCCCAGCA
CCACCTGTGGCAGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCT
CCCGGACCCCTGAGGTCACGTGCGTGGTGGTGGACGTGAGCCACGAAGACCCCGAGGTCCAGTT
CAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCACGGGAGGAGCAGTTC
AACAGCACGTTCCGTGTGGTCAGCGTCCTCACCGTCGTGGCCCAGGACTGGCTGAACGGCAAGG
AGTACAAGTGCAAGGTCTCCAACAAAGGCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAAC
CAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAG
AACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCGACATCGCCGTGGAGTGGG
AGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACACCTCCCATGCTGGACTCCGACGGCTC
CTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCA
TGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGG
GTAAA (SEQ ID NO:48)

IpuMep 19: CpaBHeHUe »sbdbexTMBHOCTM IgG2 EBI-029 m EBI-030

OpM a”HaJguze ¢ ucnoJgbz3oBaHMeM HEK-Blue-IL6

Jnmumga PENOPTEPHEX KJIETOK HEK-Blue™ IL6 (Invivogen)
MCIIOJIb3YeTCAa IJIA CpaBHeHMA 50OeKTMBHOCTM MHIMOMPOBaAHMA IIepenaun
curHaJioe IL6, misa aHTuTesl 1gG2 EBI-029 m EBI-030. CpaBHMBaAWOT TpU
nopenapaTa OeJIKOB, OUMIIEHHHEX M3 KJeTok HEK-6E - IgG2 EBI-029,
IgG2 EBI-030, m IgG2-H311A EBI-030 (Takxe YyIoMMHaeMele Kak 031
i EBI-031), BMecTe c nOpenapatoM 1gG2 EBI-030, OpoOyLUpPyeMOI'O B
CcTadbmMILHOM nyJe CHO. B IOOIIOJIHEHME K S5TOMY, TOUMIIM3YyMab,
onoOpeHHOe aHTUTeJIO aHTM-IL6R, BKJKUAEeTCSa B KaueCTBe KOHTPOJA.
g m3MepeHMS aHTaroHms3Ma K 1L6, IL-6 uejoBeka (R&D Systems 206-
IL-010/CF) opu KoHUeHTpauuu 400 1M cMemlMBawT C  pPas3JIMUHBEMU
KOHUEeHTpalMsaMM  KaXOooI'o  aHTuTeJla B 96-JIyHOUHOM IUJIaQHIIeTe WU
VMHKYOUPYT IIPM KOMHATHOM TeMIepaType B TeueHue 30 MuHYT. KieTku
HEK-Blue™ IL6 B JorapudMrueckoM (pas3e TPUICUHUSUPYIOTCI U IOBTOPHO
CYCIeHIUPYITCI B Ccpele OJg aHaausoB (DMEM, 4,5 r/a mioxosa, 10%
TepMUUECKM Oe3aKTUBMpOBaHHOTO FBS, 2 MM L-mymwramMmHa, [leH-Crper)
npu 280000 xJjeTox/MyI. [HoOaBjagioT 180 MKJI CYCIEH3MM KJIEeTOK B
Kaxnoyo JYHKY cMmecel IL-6/Fab mig noBeIeHMA KOHEUHOW KOHIIeHTPalWM
IL-6 mo 20 mM. KieTkM MHKYyOMpyoT opu 37°C/5% CO, B Teuenume 20
yacoB. BaTeM 20 MkJ cylepHaTaHTa M3 KaXOoM JIYHKM cMemuBaioT ¢ 180

MKJI peareHTa Quanti-BlueTM (Invivogen) ¥ UHKyOUpyIOT Opu 37°C B
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TedyeHre 40 MMHYT Iepell U3MepeHMeM KOo3QOMIMeHTa IoTJIomeHMsa Ha 650
HM Ha CIeKTpodoToMeTpe IJIA [NIPOYTeHMud ILJlaHmeTOoB SpectraMax M5,

PesyabTaTH TIokaz3aHe Ha Odmr.8 wm B Tabiuie 5. EBI-030
(Brywouas EBI-030, npomyumpyeMeHe B KkKiaeTkax HEK ¢ MmyTaunmem H311A
i 6e3 Hee, m EBRI-030, mnponoyumpyemele B KJeTkax CHO), [IoKasHBaKT
CUJIBHOE YyBeJiMdeHMe DHDOOeKTMBHOCTU (HIpuMepHO 50-KpaTHOe YyMeHbIleHUe
IC50 m >100-xpaTHOe yMeHblleHMe IC90) 1o cpaBHeHu c EBI-029.
YBeJIMueHue SQOEKTUBHOCTHU DoJible yeM yBeJIMueHmre CcponocTea,
M3MepeHHoe ¢ nomombio SPR.

Tabamiia 5: SHauenmdg IC50 m IC90

IC50 (mM)| IC90 (mM)
EBI-029 47 4350
EBI-030 0,9 1,1
EBI-030 CHO 1,4 11
EBI-030-H311A 0,6 12,4
Tounnmsymabd 1490 23700

FEBI-031 (ymooMmMHaeMBIM Takxke B HacToOdAmeM IOKyMeHTe Kak I1gG2-
H311A EBI-030) wmmeer IC50 OoJjiee ueM B 75 pas MeHbIee, ueM y EBI-
029 m IC90 npumepHo B 350 pas MeHblee, uyeM y EBI-029. EBRI-030,
opooyuMpyeMele B KJjeTkax HEK, wumeoor IC50 ©Oojee uyem B 50 pas
MeHbIle UeM y EBI-029 m IC90 npubmmzuresbHO B 4000 pas MeHbIle UeM
y EBI-029.

[IpumMmep 20: A”Hams MOIIeJIMPOBAHMA BIIMMAHWMA YBeJIMJdeHNMA

20OEeKTUBHOCTM Ha NPOOOJIKUTEJIBHOCTE OJioKanbel 11—6 B CTEeKJOBUIHOM

TIejle

BoszmencTRUE yBeJIMUeHU g 50beKTUBHOCTHU Ha CTeleHb u
OIPOIOJIKUTEJILHOCTE OJokandel IL-6 1ocjie BBeIeHMS B CTEeKJIOBUIHOE
TeJJO MOIOeJIMPYKRT C MCIHOJIb30BaHMeM O(apMaKOKMHeTHMUEeCKOM MOLelM
(our.9) . InddepeHIMaLHEE YpPaBHeHUH, ONMCHEBaKIMME V3MeHeHNU A
KOHIIEHTpaluuyu CcBOOOOHOTO aHTuUTeJya (A), cBobomHoro I1L-6 (IL), wm
KOMILJIEKCa aHTHTeJo/IL-6 (AIL), onpelelygioTcd CJIeOYRIMM o0pa3oM:

d/dt (A)=-A*kae - A*IL*k1+AIL*k2

d/dt (IL)=kpi - IL*kie - A*IL*kI1+AIL*k2

d/dt (AIL)=-AIL*kaie+A*IL*kl - AIL*k2
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Tne kae mnpexncraBiseT coBOM CKOPOCTH BHBeOeHUS CBOOOOHOTO
aHTUTeJIa M3 CTeKJIOBMIHOTO Tejla, k1l mnOpemncrTaBiseT coBoM CKOPOCTH
accouMalMM OJS CBASHBaAHMA aHTHUTeJo/IL-6, k2 mnpemcTaBjgeT cobou
CKOPOCTL IMUCCOLMalMM KOMILJIeKca aHTuTeso/IL6, Kkpili mOpemcTaBjgerT
coboM CKOpPOCTL HOponyuupoBaHusa 1L-6, kei n1npemcTaBsgeT cobou
CKOPOCTL BHBeOeHMA cBobomHoTo IL-6 M3 CTeKJOBUMOHOTO TeJla M kaie
npencraBjgeT coOoM CKOPOCTL BHBEINEeHMS KOMIIJIeKca aHTuTeso/IL-6 us
CTeKJIOBUOHOTO TeJla. VCXOIOHHEe 3HaueHud IIapaMeTpoOB UM CKOPOCTHU
OIpenelidlnTCa, KaK IokaszaHo B Tabiule 6.

TaBauia 6: McxomHHEe 3HaueHUd [IapaMeTpPOB U CKOPOCTU

[lapameTp BenmumHa
HauvajyibHaga KOHLEHTpalMAa aHTUTeJla 3000 M
- A
HauvasnbHasa kKOHUeHTpauusda I1L-6 - 0,01 M
ILg
HauajsibHasa KOHLEeHTpalud 0

KoMIiekca — AlLg

CKOpOCTL accoumaumm - k1l 8,64 HM ‘meHn !

CxkopoCTh OuccolmMaumuy - k2 VameHserca orT 00,0086 meHb ! mo

0,86 meHb !

CKOPOCTE BEHIBEOEHMS aHTUTeJla — 0,037 meup !
kae

CkopocCcTb BHBemenHus I1L6 - kie 0,69 pmeup !

CxkopoCThk HOpolylupoBaHua IL6 - 0,0069 HM pmeHp !
kpi

CKOpPOCTE BEHIBEOEHMSI KOMILJIEKCA - 0,037 meup !
kaie

Ap BHUMCIHAKT Ha OCHOBAHUM IMIPEINOJIOXEHUM OTHOCUTEJILHO 50-MKJI
mos3e 50 MI'/MJI aHTMTeJla B IJlasy UYeJloBeka IIpu ofbeMe CTeKJIOBUIHOTO
Tejja 5 M. ILg OLEeHMBaAKT Ha OCHOBe KJIMHUMUECKM WM3MEPEHHHEX BEeJIMUUH
g IL-6 B CTEeKJIOBMIHOM Tejle Y HalueHToB ¢ DME ~200 or/mi. kil
OlleHMBAaT Ha OCHOBEe TUIIMUHEX CKOPOCTeM accolMallMM aHTuTes 1ELH M-
lcex™d, opM 5STOM K2  WM3MeHSeTcda IJIS MOIOeJIMPOBAHMSA  BEJIMYMHE
20beKTUMBHOCTM B Ipenejax oT 100 mM pmo 1 M. kae nojgydapT M3

MSMEPEeHHEX BpeMeH IIOJIYBEHBeICcHMA M3 CTEeKJIOBMIHOITO Te&Jla Y KpOoJIMKa
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~11 nHeM, w™MacmTabupyemoro B 1,8 pasa, KakK HM3MepeHO paHee mnjusa PK
yeJioBeKa. Kie OlLleHMBAKLT IIpM BpPeMeHU IIOJIyBHBeIeHus 24 dyaca u kpi
BEUMCJISIOT Kak ILg*kie.

MopmenmpoBaHue CBOBOOHOTO aHTUTEeJa n CBODOOHOTO IL-6

OCYMEeCTBJIADT C MCIOJb30BaHMEM IIpOoTpaMMHOTO oOeclieueHusa Berkeley

Madonna B TeueHMe BpeMeHM 300 gmHem (Our.10). Iopor 95% nusa
BJIOKanE IL-06 BHIOMpPAT 0JIA n3MepeHusa IIPOOOJIXUTEJIEHOCTHU
VMHIVOMPOBAHUA . Momerb IpenckKaseBaeT, uTo yBeJIMueHne

S0PEeKTUBHOCTM aHTHUTEJla 3HAUUTEJIBHO YyBeJMUuMBaeT IIPONOJIXKUTEJIBHOCTD
MHTUOMPOBaHua I1L-6 B 1ias3y oT 130 mHew nmng k2/k1=100 mM mo 200
nHe nia k2/k1=10 M m pmo 225 mHew nnsa k2/kl=1 nM.

Houmep 21: dapMakoKMHeTHKa IL-6a

dapMaKOKMHe TUUeCKHUe (PK) SKCIEPUMMEHTH  OCYHMEeCTBJISIT Ha
caMilax HoBOBeJIaHOCKMUX OeJibX KpOoJMKOB oT PharmOptima (Portage,
MI). Bce XMBOTHHE MMEeT BO3pacT 12-13 mMecsaueB M Maccy 2,61-3,42
KI'. CpaBHMBaLT ciaenyiomme 60eyku - EBI-029-IgG2 (SEQ ID NO:11 wm
SEQ ID NO:12), EBI-029-IgG2-H311A (SEQ ID NO:10 m SEQ ID NO:12),
EBI-030 (SEQ ID NO:41 m SEQ ID NO:42), EBI-030-IgG2-H311A (SEQ
ID NO:47 m SEQ ID NO:42), EBI-029 Fab (SEQ ID NO:24 m SEQ 1ID

NO:12), Eylea® (joBymka VEGF) u Toumamsymad (TCZ; aHTUTEJO aHTu-
IL6R) . Bce 6eJku nOpuroTaBauBaioT opu 13,8 wMmr/mia B PBS, pH 7,4.
ERI-029-IgG2, EBI-029-1gG2-H311A, EBI-030, EBI-030-IgG2-H311A,
EBI-029 Fab mu TouUMIIM3yMad  He CBA3HBAKOTCH C UX LeJIeBEMU
aHTUTEeHaMM Yy KpOoJIMKa, B TO BpeMda Kak Eylea® cBsaswBaercsa c¢ VEGF
KpPOJIMKaA .

Ona wnccinemoBaHMsa PK B CTeKJIOBMIOHOM Tejie, 9 XMBOTHEM IeJlaloT
MHBEKIM 3 50 MKJI HCCJIelyeMOoTOo U3IeJMsa B KaxIel TJas. Ilepen
MHDBEeKINVelM, Ha I[IOBepPxXHOCTL IJlal3a HaHOCAT JMIOKaAMH IHUIPOXJopuI (2%
oJjidg MHBEKLIUN) , 0, 5% IpOoKCHUMeTaKamHa I 0, 5% TeTpaKavHa.
VHBeKUIMM OCYWeCTBJIALT B CPeIHIKD YacTb CTEKJIOBUIOHOT'O Tejla C
nomMombio BD 300-MkJI mmpuila IJsS MHCyJauHa (31Gx5/16-moiMoBas mMTJa)
BCTaBJIAEMOT'O yepes IOPCOTEMIIOPaJbHEM KBaOpaHT njasa. IOiia
MccijeloRaHMsa cuUcTeMHoOM PK, 3 XMBOTHEM »OejlaloT MHBbeknmio 100 MKJII

MCccJlegyeMoI'o Ms3OeJlMAd depe3 YIIHYIO BeHY.
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[locynenoraTeJibHEE O0O0Opas3lb KpPpOoBM cobupanT Yy 3 XMBOTHHX B
rpynnax, kak c¢ IVT, Tak M Cc 1v (BHYTPMBEHHHM BBeIeHMEM) uUepes
0,083, 1, 4, 8, 24, 72, 168, 240 m 336 uyacoB u pa3z3baBiagoT 1:1
UUTPpaTHO-(OChaTHO-OEeKCTPO3HEM pPacTBOPOM M IIOMellanT Ha Jel.
[Inaszmy cobupapT [IOCpPelCTBOM LEeHTPUQYTUPOBAHUSA OXJIaXIeHHEBIX

oBpasior kpoBu npu 4000 o6/MmH B Teuenme 10 wmuHyT npu 4°C, wu

XPaHAT ee 3aMopoXxeHHOW mpu -80°C.

TkaHM IUulaza cobupanT M3 000MX IJla3 y BCeX XUBOTHHX B I'PYIIIe
IVT uyepes 0,25, 24, 168 m 336 4YacoB IIOCJIe OO3UPOBaHUA. XMUBOTHHX
YMEPIBJIAT [IOCpPenCcTBOM BBTaHa3Uu C ITOMOIIL O BHYTPUBEHHOT'O
nepeno3upoBaHua OapburypaTta. [Hjasg oTbopa BHYTPUIJIAZHOW XUIOKOCTHU
HeroCpeaCTBeHHO IIOCJIle BBTaHa3UM, BCTABJLIT MIOPHIL, C MIJIOM II0X
POTOBULLY 7 BHYTPUIJIAZHYIO KUIOKOCTD MeIJIEHHO BEIKAUMBAWT .

BHyTpUIUIA3HYID XUIOKOCTD IIepeHoCcAT B IIpelBapnUTeJIBEHO IIOMEUEeHHYIO

NpoOUPKY M IIOMEMAalnT Ha CYyXOoM JIel WIM 3aMopaxmuBaiT nopu -80°C. g
oTBopa XMUIKOM YaCTM CTEeKJIOBUOHOT'O TeJla, MaJIeHbKUM cpes3 BBOIAT B
CKJIEPY M3BJIEUEHHOT'O IJlasa C MUCIOJb30BaHMEeM CKaJblesid, U XUIKas
YacTh CTEeKJOBMIHOTO Tejla BHKAUMBAETCS uUepe3 OTBepCTHe C IIOMOULIO
mnprila. O6pasel] M3MepSoT IIOMOmLI OeJIeHUM Ha MIpulle, IIePeHOCAT B

IpenBapuTesIbHO IIOMEUEeHHY MIPOOMPKY M IIOMemalnT Ha CyxoM JeIo WIK

3aMopaxmBalnT npu —-80°C.

s oTBopa CeTdaTKM ¥ COCYOUCTOM OOOJIOUKM TJlasza, MaJleHbKUN
Cpe3 BBOIOMTCSA C IIOMOMBI CKaJBIEJd B CKJEepy M3BJEUeHHOTO IJlasa
napajijieJIJbHO M KayHOaJlbHO palyXHoM oO0oJiouke. VICHOJbL3YIT HOXHUIIEL
IJIs MNPOHOJDKEHMS OTBEPCTHMSA BOKPYID ITJIa3HOTO sAO0JIOKa IJlasa, pas3nesdad
ero Ha IBe IOJOBMHKM. 3aIHIOK UYacThb IJIa3HOTO sAO0JOKa paclojarailT
TakuM ~ 00pasoM, UTO BHYTPEHHSsS UYacTb  HalpaBJieHa BBepx. C
MCIIOJIL30BaHMeM pedfpuCcTOoTO HOXa, CeTUaTKy OCTOPOXHO BHOMpAaT U3
TJasHoTo  g6joka. [locjyie cBopa CeTUaTKM U3  IJIa3HOTO  A0JI0Ka,
COCYOMCTYI OB0OJIOUKY IJlasa BHOMPAKT CXOIOHEM 00pas3oM M3 OCTaBIEeNCH
YacTy TJla3HOTO sAbjoka. Oba obpasla, OTOEJIbHO, IIePeHOCATCS B
NpelIBapUTEJILHO B3BEMEeHHHEe U [IPelBAapPUTENILHO I[IOMEeUeHHBEe MIPOOUPKM

Precellys®, B3BellMBAalTCH u rioMemamnTCcs Ha CyXom Jen MJIIN

3aMopaxupanTcd Opu -80°C. TKaHM CeTUaTKM U COCYIMCTOM OBOOJIOUKH
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TJjlIasa pas3faBjgnT OeCcATHMKpaTHO B dochaTHOM OydepHOM  COJIEBOM

pacTBope (PBS), TOMOTEHMBUPYIOT M XpaHaT npu -380°C.

KoHueHTpauum ©Oejlka B KaXIOWM TKaHM OlleHMBAKRTCA C IIOMOILBI0
ELISA. [na EBI-029-1gG2, EBI-029-I1gG2-H311A, EBI-030, EBI-030-
IgG2-H311A m Fab EBI-029, r[waHWeTH [IOJIOBMHHOTO oOweMa Costar
MMOKPHBAWLT pacTBopoM 1 wmkr/Min IL-6 uyejjoBeka B PBS B TeueHune 1
yaca IIpM KOMHATHOM TeMIepaType. JIyHKM OJoKMpyoT PBS, coIepXxammM
2% BSA, OPOMHBAKT, a 3aTeM MHKYOMPYIT C IIOMOmMLI paAna pa3daBJieHUM
0JId KaXxmoro obpaslla, MCIOJbB3ydA B KadecTbBe paszbaBuresnsa PBS+5%
r1JIa 3MEl kpoJmka+0, 05% Tween-20. CTaHIapTHYI KPUBYIO c
MCIIOJIb30BaHMEM OUMIIEeHHOTO Oejika TakKXe BKJIOUAKnT IJA KaXOoTo
mwiaHmeTa. OOpa3Ub MHKYOMPYIT [IPM KOMHATHOM TeMIlepaType B TeueHUe
60 MMHYT, 3aTeM IIpoOMHBawT Tpu pasza 300 wMxia PBS, comepxamero
0,05% Tween-20. AHTHUTEJIO aHTU-kanmna-HRP (Genway Inc.)
pazbaBjeHHoe 1:10000 B PBS, 1% BSA, 0,05% Tween-20, poOarRJIg0T
3aTeM B KaxXOylon JYHKY ¥ MHKyOUpyoT B TedeHue 30 wMuHYT. JIyHKU
IIPOMHEEBAKT, Kak BEIIE, 3aTeM OoDaBJIST cybcTpar 3,3'",5,5"-
TeTpaMeTuIOeH3uauH (TMB), u u3MepsaioT curHaJl Ha 450 m 550 HM Ha
CIekTpodpoTOMETPE oA IpoUTeHn A [JIQHIIETOB Spectramax.
KoHueHTpauum ©OeJika BHUMCISAOT Ha OCHOBE CTaHOApTHOM KPUBOM C
MCIIOJIL30BaHMEM IIpoTIpaMMHOTO ofecneuenusa Softmax Pro 6. Kaxoom
aHam3s ELISA ©DoOBTOpPLAOT, 10 MeHblleV Mepe, Ha 3 He3aBUCHUMEBIX
[JIaHIIETax, U PEeIUCTPUPYIT CpelHee BpeMs IIOJIYXU3HU.

Ona roumnmsyMaba, KOHLUeHTpaluu OeJika OIpeleidiT C IIOMOIBI0
ELISA, Kak BHIE, 3a MCKJOUeHMEeM TOTIO, u4YTo Fab aHTHM-TOLMIM3YyMad
(BioRad HCA252) MCIIOJIE 3YIOT B KauecTBe peal'eHTa 3axXBaTa U
aHTuTeJ0 aHTu-I1gG-Fc-HRP dejioBeka (Sigma A0170) MCOOJB3YIT B

KauecCcTBe OeTeKTUPYKRIEer'o aHTUTeJla. IBa pas3JIMUHEX aHaJiMasza ELISA
VCIIOJIL3YIT IJIA M3MepeHMs cBobomHoTo Eylea® um Eylea® B 1nemom. s
cBobomHoro Eylea®, JYHKM TIOKPHBAKT PeKOMOMHAHTHEM VEGEF (R&D
Systems), ® CBS3aHHBEM OeJIOK HOEeTEeKTHPYeTCHa C IIOMOmBI aHTUTeJa
aHTu-1gG-Fc-HRP uejyoBeka (Sigma A0170). Ins wusMepeHus Eylea® B
1IeJIoM, aHTHUTeJIO aHTu-Fc uejoBeka (Sigma I2136) MCHOJL3YT OJIA

3axBaTa U aHTuTeJio aHTu-I1gG-CH2-HRP uejioBeka (BioRad MCA647P)

VCIOJbL3YIT OJIA OeTeKTrupoBaHMA. Kaxnowl aHalim3 ELISA HOBTOPAKRT, IIO



125

MeHBIIEM Mepe, Ha 3 He3aBUCHUMEIX IIJIaHIEeTax, M PeTUCTPUPYIT CcpelHee
BpeMS IIOJIYXV3HM.

CBoIKa pesyJIbTaTOB

Y OOJBIIMHCTBa XWUBOTHEX, HabjmoIaeTcsa CTOMKoe oOpas30BaHUE
aHTUTeJI OpOoTUMBR 0OeJika, BBEeIOeHHOT'O IIOCPeICTBOM MHBEKLUMM,  OHO
HaOonaeTcsas B MOMeHTH BpeMeHu 240 m 336 4Yacob. IIOCKOJIBKY BTO
obpaszopaHMe AaHTUTeJI MOXeT BJMATL Ha  BHBeIOeHMe OeJIKOB WK
OKAa3HBAaTh BJIMAHME Ha ELISA, aHaJms IOaHHEIX OT'paHMuUMBaeTCHAa
MOMEeHTaMM BpeMeHM OO 168 4YacoBR M BKJKUYasgd 5TO BpeMa. [Hiaga PK B
CTEKJIOBUIHOM TeJie, Bce Oeygku EBI-029 u EBI-030 IgG2 BHBOOATCSH
3HAUUTEJILHO MenjeHHee (T1,,=9,3, 9,0, 15,7 u 9,8 nmHga nnga EBI-029,
EBI-029-H311A, EBI-030 n EBI-030-H311A, COOTBETCTBEHHO) rio
cpaBHeHnuwo ¢ Eylea® (T,,,=6,3 nHsa), Toumausymadom (Ti,,=4,8 mnHsg)
mwm odparmMeHToM Fab EBI-029 (T,,,=3,9 mug) (dur.ll, Tabmuua 7).
CxoOHBEe TeHIDeHLUMM HabJIomalTCcsa B ceTyuaTke, COCYIMCTOM OOOJIOUKe
Jjlala M B IJla3HOM  XUIKOCTH, roe EBI-030 wm EBI-030-H311lA
AKKYMYJIMPYITCS NpY OoJiee BHCOKMX YPOBHSAX 10 CpaBHeHMI ¢ Eylea® u
TouMaMsyMatboMm (cMoTpu  QOur.l2 wm  dur.13). Bce OeJIKM ABJIAKTCSH
OIeTeKTUPYEMEIMM B IIJlJa3Me IIocJie BBemeHus IVT EBI-029, EBI-030 wu
TOoUMIM3YyMata, OHM AaKKyMyJMPYIRTCS IIPpM 3HaAuUMTEeJIbHO ©OoJiee BECOKMX

YPOBHAX, ueM Eylea® mim EBI-030-H311A (cMmoTpu dmur.1l4) . IIomoOHBEM

e obpasoMm, Eylea® u EBI-030-H311A BHBOIOATCS OHCTpee U3 I1JIa3MH
nocye IV  BBeleHus, IIpM 5STOM BpeMd HOJYyXM3HM EBI-030-H311A
COCTaBJIAeT MNPUOIU3UTEJIEHO IIOJIOBMHY OT DSTOrO IapaMeTpa nnud I1gG2
OVKOT'O THUIla M3—-3a yMeHblleHMs CBA3HBaHUA FcRn (Tabmnua 7).

Tabiauua 7: Pe3ydbTaTH (apMaKOKMHETHUKNU

PK B CTeKJIOBUIHOM TeJie
MoJiekyJjia T1m (oHM)
EBI-029 9,3
EBI-029-H311A 9,0
EBI-030 15,7
EBI-030-H311A 9,8
EBI-029 Fab 3,9
Eylea® 6,1 (cBoOomumm), 6,3 (B LeJoOM)
ToumnmmayMad 4,8
CucremHasa PK nocisie IV BBeleHUA
MoJiekyJia | T1/2p (UacH)
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EBI-029 77
EBRI-030 69
ERI-030-H311A 33

Eylea® 37 (cpoGomubm), 42 (B lLeJIOM)
TCZ 50

puMep 22: PacTBopMMOCTL EBI-03]1 OpM BHCOKMX KOHIEHTPaALMAX

OQuumeHHb EBI-031 KOHUEHTPUPYOT OT 3 MI/MI no 142 Mr/mi B
PRS, pH 7,4 C uCHOJB30BaHMEM LeHTPOOEXHOTO KOHIeHTpaTopa Amicon
Ultra-15. IlpemapaTel OO ¥ IIOCJIe KOHLIEHTPMPOBAHMA OLEeHUBAaTCI

OTHOCUTEJIEHO arperalumMy IIOCPeICTBOM aHajM3a Ha KOJIOHKe SEC (mis

SKCKJIO3MOHHOM xXpoMaTorpadum) Tosoh G3000SWXL 7,8x30, obObennHeHHOM
C MHCTPYMEHTOM IJid WU3MepeHUs paccedgHus cBeTa Wyatt miniDawn
TREOS M C MHCTPYMEHTOM IJIA WM3MEePeHUA KOBOIPUIMeHTa IPpeJIOMIIEeHUSA
Wyatt Optilab rEX. 20 MKID OeJiIka MHXEKTUPYETCS UM MCCIeOyeTCs IIpUu
CKOPOCTHM IOTOKa 1 MJI/MMH B PBS. MaccoBas OTHOCHUTeJIbHasd BeJIMUMHA
O0JIg [OMKa C OXMIaeMOM¥ MOJIeKYJISpHOM MaccoM ~150 k[la nOpuBIM3UTEJILHO
paBHa mOJd IOBYX KOHUeHTpaum (90,9% mma 3 wMmr/mu u 91,3% noas
openaparTa 142 MT/MII) , 5TO  IIOKas3HBAaeT, UTo HeT HMKaKOT'O
3HAUMTEJIBHOTO yBeJIMUYeHn arperaumm DeJsika BO BpeMAa
KOHLEHTPUPOBaHUA . STV  pes3yJIbTaTH OEeMOHCTPUPYIT, uro EBI-031
MOXEeT KOHILEHTPUPOBATLCS mHO 142 Mr/Mi Opu HeOOJBIIOW M3MepseMOn
arperaummu (arperauma <10%).

OoumMmep 23: EBI-031 OJokMpyeT Iepelmauy CUIHaJIOB LIMC— U

TpaHc— IL6

JIMHMIO PENOPTEPHEBIX KJIETOK HEK-Blue™ IL6 (Invivogen)
MCIOJIBE3YIT IJIA cpaBHeHUA »sodexkTuBHOCTM EBI-031 m ToumamsyMaba
OTHOCUTEJILHO OJIOKMPpOBaHMA IlepelauM CUI'HAJIOB LUCc—- M TpaHc-1L6.
IOia lepenaun CUT'HAJIOB, CBOOOOHEM umuc-I1L-6 (koHeuHad
KOHIeHTpauma=20 1M) cMemmBaeTca ¢ EBI-031 wmim ToummsymMaboM B
HEeKOTOPOM IMalla30oHe  KOHIeHTpaluu¥ B  96-JIYHOUHOM ILJIaHIEeTe U
VMHKYOMpPYeTCsa IOpM KOMHATHOM TeMlepaType B TeueHue 30 MHUHYT.
Kinerky HEK-Blue™ IL6 B JoTapudMmMueckoy Gasze TPUICUHUBVPYIOTCS U
IIOBTOPHO CYCIEHIOUMPYITCS B Ccpeme OJg aHaam3oB (DMEM, 4,5 1/xa
TJIoKO34a, 10% TEepMUUYECKM HOe3aKTHBMPOBaAHHOTO FBS, 2 MM L-

moTaMruHa, IleHn-Crpen), m 50000 xJjJgeTok »DoBaBISKT B KaXIyl JIYHKY

IpM KoHeuHOM oOO0bmeMe 200 MkJI. I[IJIaHmeTH MHKYOUpPyoT nOpu 37°C/5% CO»

B TeueHre 20 uyacoB. 50 MKJ cCylnepHaTaHTa M3 KaxXOIoM JYHKM 3aTeM
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CMEMBAKT C 150 w~Mrn peareHTa Quanti-Blue™ (Invivogen) 17

UMHKYOUpyloT 1npu  37°C B TeueHme 40 MMHYT Iepel M3MEepeHUeM
KOonbOMLIMeHTa IOIJIOWEeHMA Ha 650 HM Ha CcHekTpodoTOMeTpe IJId
IPOUTEHUs IJIaHmeTOB SpectraMax M5. OOHOBEM CHUTHAaJ OT JIYHOK 0es
I1L-6 BHUMTAETCHd, a 3aTeM OeJIMTCHd Ha CHUI'HaJl KIETOK, o00paboTaHHHX
IL-6 ©Oes3s wumHIUOMTOPpa OJ4 I[IOJIy4eHMHA  OTHOCUTEJIBHOT'O  3HaAUEeHUMA
nepemauy CHUTHaJloB. EBI-031 (IC50=14,2 10M) ©OJokupyeT CBOOOIHHMN
IL-6 c »0dpexkTUBHOCTEI >900 pas  OOJBINM, 1o CpaBHEeHUIO C
TouMIMlyMadbom (IC50=12,9 HM) (dur.loA).

Oina M3MepeHUd BJIOKa O TpaHCc-Ilepenauu CUTHAJIOB,
OCYWeCTBJIARTCA DKCIIEPUMEHTEHI, Kak BHIIE, 3a VCKJIIUEHMEM
MCIIOJIE30BaHuA Tuinep IL-6 OpM KOHEeUHOM koHUeHTpauuu 200 1M BMecCTO
CBOBOOHOTO IL-6. T'mrniep IL-6 npencraBjgeT coBou NPpOOyKT
TeHeTHUeCKOTO CAMAHMA Mexny IL-6 ¥ pacTBOPMMEIM pellenTopoM I1L-6
(Fischer et al., Nature Biotechnology 15:142-145 (1997). EBI-031
BiokupyeT rurep IL-6 C BHCOKMM 30bexkTMBHOCTBIL (IC50=32 mM), B TO
BpeMda KakK ToumamMsyMad He CHOCOOeH 3BHAuUMTeJIBHO MHIMOMPOBATH
nepenauy CUTHaJIOB 0e3 KOoHUeHTpauuu 1 MKM (dur.l6B).

STM pel3yJibTaTH IIOKas3HBanT, yro EBI-031 cCcBa3LBaeT IL-6
yeJioBeka Ha cauTe II MJIM Ha calTe, KOTOPHM HaAxXOIUTCSA B KOHTaKTe
c gpl30, mpum 1M cpomcTBe U OJOKMPYeT Iepelady CUTHaJIOB IL-6 mu
koMulekca IL-6/sIL-6Ro. MHOpM KJIETOWHHX aHamM3ax B >900 pas

CUJIbHee, YeM TouuIn3ymad.

MoumMmep 24: KoMIObOTepHOE MOIEeJMPpOBaHMe [NOoIaBJIEHUI IlIepenauu

curHaJoB IL-6 ¢ noMombio EBI-031 BHYTPM CTEeKJOBMIOHOTO TeJa

OCymecTBJISETCS KOMIBITEPHOE MOIEeJMPOBaHME, KakK OIIMCaHO B
[Tlpumepe 20, OJId IpenckKazaHMAa [OIPOIOJKUTEJIEHOCTUM  BPEMEeHH, B
TeueHMe KOTOPOI'O BBeleHMe B CTeKJIOBMIHOe TeJio EBI-031 vy Jiomen
OOJDKHO IoIaBJIATE 95% mnepemaum curHaJoB IL-6. k2 yCcTaHaBJIMBAKT
npu 0,12 B meHb-1, Tak uTo k2/kl=14 1M, KakK U3IMEPEHO IPpM aHaJusze
sbbexkTUBHOCTM. T1/2 BHBeIeHMS YyCTaHaBJIMBaeTcd IOpu 18 IHel Ha
OCHOBE WM3MEPEHHOT'O BpPEMEHM IIOJIYBHBEeIEeHMSA M3 CTeKJOBUIHOTO TeJa
KpoJiMka, Macmrabupyemoro B 1,8 pasa mjasg Jwonel. Bce 1Opyrue
napaMeTpH ONMCaHH B Tabiuie 6. Momesk IIpelcKa3eBaeT, 4YTo EBI-031

OOJIDKHEL OJIOKMpPOBaTE 95% mepepmaum curHajioe IL-6 B TedueHue ~150
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OHeM II0CJie BBeOeHMS B CTeKJOBMIOHOe TeJio (dur.l7). 32THU pe3yJbTaTH
MOIOEJIMPOBAHKA  [IOKa3EBalT, yrTo EBRI-031 wMOXeT B HOOCTaTOUHOMU
CTelleHM OJIOKMPOBAaTEH Ilepellady CHUIHaJIoB IL-6 B IUylasy B TeueHUe
IIPONOJIXKUTEJILHOTO IIepMrola BpeMeHM, HallpMMep, IPUMMEPHO OO 6 MeCdll.

HpoumMmep 25: XapakTepmszsalumga msodopm EBI-031

EBI-031 mnpexncrTaBjgsgeT cobor aHTUTeJo I1gG2. Kak o0B0CcyXOallochb
paHee, aHTUTeJa I1gG2 CymeCTBYRT B TpexX Pas3JIMUHHEX CTPYKTYPHHX
nsopopmMax, wumsodpopMax IgG2-A, IgG2-B m IgG2-A/B (dur.18). B sTOM
IpUMepe, OCYWMEeCTRJSDT DSKCIEPMMEHTH OJIS MIOSHTUQUKALUM CTPYKTYPHHX
nsodpopM B oOpasuax EBI-031.

Anasins BOXKX ¢ obpaneHHor dason

BHICOKORQPEKTUBHEN XUOKOCTHOM xXpoMaTorpad C oOpameHHOM das3on
(BOXX c ob6pameHHOM Gas30M) MCIOOJL3YT IJIS pas3pelleHrs pas3JIMUHBX
CTPYKTYPHHEHX M30hopM EBI-031. VYiyudlmleHHEM CHOCOO aHaJMTHUUeCKOM
BOXX ¢ of6pameHHOM dasou, KOTOPHEM  MCIOJIB30BAJICA paHee  IJ4
paspeleHus CTPYKTYPHHX Mu3odopM IgG2, onocpelyeMHX OUCYJIbOUIHEMHA
cBazaMu  (cmoTpu, Dillon et al., Journal of Chromatography A,
2006, 1120:112-120), onTUMM3UPYIT OJ4 pas3zpemeHus EBI-031.

Ob6pasusl EBI-03.1, comepxamye OpubimsmuTesbHO 110 30 MKT,

3arpyXxalT B KOJOHKY Zorbax 3003SB-C8 (150 »m x 2,1 »M, 5,0 MKM,

300 A). TeMIepaTypy KOJIOHKM YycTaHaBJMBalT nOpu 75°C. IooBmxHasg
basa A npemcraBJgsgeT cobom Bomy, comepxamyio 0,1% TFA, a HOOOBWXHAaS
basa B mnpencramBjgerT cobom 55% IPA, 40% ACN, 4,9% Bomwm u 0,1%
TFA. CKOpOCTL IIOoTOka cocTrabiager 0,5 wmia/MuH. KOJIOHKY CHauaja
ypaBHOBeNKMBALT C IHoMombio 90% moaBmxHOM ¢as3ul A u 103 [IIOOBMXHOM
basel B B TeueHMe 2 MMH, 3aTeM cjlelyeT CTYIeHUaTHM I'paiueHT oT 10
no 25% B B TeueHMe 2 MMH. DJIOMPOBaHME OCYMECTBISRT C JMHEWHHEM
IrpaIveHTOM 25-32% B B TeueHue 21 MuH. YO [OIJIOmWEeHMEe OTCIEXUBAT
Ha 214 uM u/uamu 280 HM.

Iia omopemesieHUA TOI'O, CBA3aHO JIM pPa3pelleHrMe C OUCYJIbOUIHEMM
MoCTHMKaMMu, obpas3uu obpabaTeBaiT 5 MM DTT m 10 MM LIMCTeMHa IIpU
KOMHaATHOM TeMIepaType B TeueHMe 2 MMH, a 3aTeM aHaJlu3upyonT C
IoMomeo MeToma BIXX ¢ obpameHHOM dazon (durypa 19). ObpaboTka
DTT, KOTOPEM OpeIcTaBJIgeT cobon CUJIbHOIIENCTRYKRMUN

BOCCTaHaRJIMB AU areHT, BHE3BEBaeT BOCCTaHOBJIEHNVE aHTUTeJla IgGZ,
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manimee B pes3yJibTaTe 2JIOMPOBaHMe B paHHMX Oukax ([mx 0 m Imk 1)
(durypa 19, cpenHada naHeJb) . ObpaboTka LMUCTEMHOM, KOTOPHM
opencraBygeT coboy ©OoJlee MATKMM BOCCTaHaBJAMBAKIMK al'eHT, IO
CPpaBHEHUIO C DTT, Takxe coBUraeT pacrnpenesieHue n3ohpopM B
HaOpaBJIeHUM paHHuUX OukoB (IImk O m Imk 1), XOTA M He OO TakKou
CTEIEeHM Kak BMIHO mJsa obpasua, obpaboraHHoro DTT (durypa 19,
HWXHSA TIaHeJlb) .

IOaHHEIE IOEeMOHCTPHMPYIT, UYUTO MeTon BOXX ¢ obpameHHOM OQa3on
paspemaeT CTPYKTYPHEE M30QOPMEL  C  pPa3JIMUYHBIMU OVCYJIb QUIOHEMA
CBA3AMA . CTPYKTYPH C pPasJIMUYHEIMA OVCYJIb QU IOHEMA CBA3AMU
[IOOTBEPXOAKRTCA [IOCPenCTBOM KapTUPOBaHUA HEBOCCTAaHOBJIEHHEX
IIeNTUOOB M C IIOMOMBI MaCC—CIEKTPOMETPUM: PaHHUM BIIOUPYIRIUNCS IUK
(Inx 1) comepxur wusobopmy IgG2-A/B, a MNO3OHUM SJIOUPYIOMUNMCS IUK
(k.  2) comepxur wus3obopMy IgG2-A. UTO BaxHO, HeT u30OopMEL B
IgG2-B (Ilmx 0) m@meTexTupyeMoM B oOpasue EBI-031 (durypa 19,
BepxXHAA IIaHeJb) .

CpaBHeHHe paszsJjIMuHbBIX obpasnoB EBI-031

VcnoJaesyda aHalu3 BOXX ¢ obpameHHoOM (as3oy, OIMCAHHBM BHIIE,
aHaJmM3upyonTcsa obpas3un EBI-031, coBpaHHEHE OT Pas3JIMUHEX JIMHUMN
KJIETOK, DSBkcHopeccupyomux EBI-031, @#jag cCcpaBHeHUsS paclpelellIeHUd
n30QOpPM  IIPOOYLUHUPYEMBEIX aHTUTEI. Obpazusl EBI-031 cobupawnT U3
KYyJbTYypH B MacmTabe 200 J KIJIOHAJBHOW JIMHUM KJIETOK, KYJBTYPH B
MacmTate 10 J OT POOIUTEJSLCKOM JIMHMM KJIETOK U U3 CTadbujIbHO
TPpaHCOUUMPOBAHOTO IIyJla KJeTok. EBI-031 ounmamnT C MCIOJbE30BaHUEM
TpexXCcTaluMHOTO XpoMaToTrpadnueckoro crnocoba g JUMHUM KJIOHAJBbHEBIX
KJIEeTOK U POIOUTEJILCKMX JIMHMM KJIeTOK, BKCIpeccupywomux EBI-031.
ERI-031 ounmanT M3 CcTabMJIbHO TpPaHCOUIIMPOBAHOTO IIyJla KJIETOK,
MCIIOJIE3Y S OUMCTKY Ha 0Oejike A. 0OO0paslb aHaJU3UPYITCS C IOMOIBIO
CIiocoBoB, OIIMCAHHEIX BEHIIE.

PesysieTaTH, IOKazaHHEEe Ha Ourype 20, [DOKasHBawT, UTO BCE
Tpu ob6pasuna EBI-031 comepxarT wu3odopmu IgG2-A um IgG2-A/B, HO
CYIIECTBEHHEX KOJMUeCTE 1gG2-B HeT. 3TM OaHHEHE OEMOHCTPUPYIT, UYTO
anTuTeJ 0 I1gG2 EBI-031 npomyuMpyeTCsa B MeHee TeTepOT'eHHOM CMecH,
ueM IOpyI'Me aHTureja 1gG2, IPOUCXOIUT JM I[IPpOOYUMPOBaHME B JIMHUU
KJIOHAaJILHEIX KJIETOK, B»KcIOpeccupyiomux EBI-031, B JIMHMM POOUTEJECKUX

KJIETOK, DSkchopeccupybommx EBI-031, MM B TI'eTepPOT€HHOMV IIONYJISALUN
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KJIETOK, KOTOpPHEe CTabuibHO BkcHOpeccupyoT EBI-031. odurypa 21
[IoKa3EBaeT paclpenejieHre m30popM Jg obpas3ua EBI-031 3 KYJIbTYPH
B MacumTabe 200 JI JIMHMM KJIOHaAJIBHHX KJIETOK, DBKCIpeccHupyommux EBI-
031, TO ecTh, DTO BepXxXHAA NaHeJb Ourypel 20. Ilomanu I[IOO KPUBEMU
TakXe U3MepATCHA, W paclpelelileHUd MexOy Wu3odopMaMy I[IOKa3aHH B
Tabauie, non (UIrypomn.

MoumMmep 26: PapMaKOKMHETMKA B MCCJIEOOBAHMAX Ha OpUMaTax

OapMakokmHeTuka EBI-031 wmcciemyeTcd B 2 MCCJIeOOBaHMAX  Ha
npuMaTax. JVccijenylnT IOBYX CaMIOoB APPMKAHCKOM 3eJleHOM MapThmkM. 50
Mg 50 wmr/mn EBI-031 BBOOAT KaK MHBEKIMI B CTEKJOBUIHOE TEJIO
Jazsa. Mg TOOTOHKM KPMBOM MCIOJB3YIRT OIpoI'paMMHOe oOOeclleueHUe
Madonna.

JaHHEEe oT MCcJieIOBaHUM Ha npmMaTax MOIeJINPYIT C
VCIIOJIE30BaHMEM IIOATOHOUHOM KpuBOM. [IubdbepeHLMrasibHEIE YypaBHeHUS,
ONMCEHBAaKIME MW3IMEHEHMA KOHIUeHTpaluM aHTUTeJI B CTEeKJIOBMIHOM TeJle
(A) ¥ aHTUTeJI BHe CTEeKJIOBUIHOTO TeJjla, HalpuMep, CHUCTEMHOMN
KOHLeHTpauuu, (Ap), OIpemeldlnTCA KakK CJeIyllM o00pa30M:

d/dt (A)=-A*kae

d/dt (Ap)=A*kae (Dil) - Ap*kape

HauaJjyibHEIEe 3HaueHMd IIapaMeTpOB UM CKOPOCTM ONpelesidanTcida, Kak
nokaszsaHo B Tabiulle, HWXE:

TaBimiia 8: HavaJibHEE 3HAUEHUSI I[IapaMeTpPOB M CKOPOCTU

[TapaMeTp BejimunHa
Dil - paszBaBieHue 100
kae - CKOpoOCTH yIaJjlIeHUS U3 0,2
CTEKJIOBEOHOTO TeJla
kape - CKOpPOCTB CHMCTEMHOTO YyIOaJIeHUS 1,4
Init A - HayvaJlbHasa KOHIEeHTpalusd 1000000
aHTHTeJla B CTEeKJIOBUIOHOM TeJle
Init Ap - HayvaJlbHas KOHIEHTpalusd 0
aHTHTeJla BHe CTEeKJIOBUIHOT'O Tejla

ﬂpyI‘Me COO@pa)KeHMF[, BKRJIIDUEeHHEBIEe OJIA IIOOT'OHKM BKJIOYAKT: Kak

pa36aBﬂeHme, TakKk M KOHCTaHTa CRKOPOCTM ABJIAKOTCA IIJIaBaplVMMM IIPU

MonTroHKe. HauajlbHOe 3HaueHMe A NOIOEepPXMBAeTCS MMOCTOAHHEM (2x50 M
npu 50 wMr/mMu B 5-MyI TIIase) . PesyJbTaTH MOIeJIMPOBaHUA, Kak
nmokasaHo Ha Ourypax 22A, 22B m 23, INOKa3HBAaKT, UYTO IIOCTOSAHHHE
CKOPOCTHM YyIaJIeHMS M3 CTEeKJIOBMIHOTO TeJla HalT BPeMs IIOJYyXu3HU 4,6

n 5,7 @OHeW, COOTBETCTBEHHO, OJS IOBYX 00e3bsgH. CpeIHAs IIOCTOSHHAasS
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CKOPOCTHU yIaJleHUSd n3 CTEKJIOBUIHOTO Tejla, Kak BEIUMCJIEHO,
cocTaByadeT 5,2 1nHA. CHUCTeMHOe YyIOaJleHMe MoIeJiMpyeTcsd Kak 1,1 noHsa
u 0,63 ngHa (B cCcpenHem 0,85 1OHA). 35TKM pes3yJbTATH IEeMOHCTPUPYT,
UuTO BpeMA HOJdyxu3HM EBI-031 B CTEeKJOBMIHOM Te&JI€ 3HaAUUTEJIBHO
foJiblle, YeM CUCTEMHOE BPeMS IIOJYXM3HM Yy IIPMMaTOB.

HpoumMmep 27: dapMakokMHeTMka EBI-031

OcymecTBJALT IpyTron dapMakokKuHeTuueckum (PK) DSKCIepMMEeHT,
rone 50 mMra pacTBopa 20 Mr/mia EBI-031 BBOOAT B BUIE MHBEKLIUM B
CTEKJIOBUIHOE TeEJIO B IJlal3ax KpPOJMKOB. MccielyeMble MOMEHTH BPEeMeHMU
nopencraBjagaioT cobom 1, 3, 7 m 14 pHew (Hampumep, 24, 72, 168 u
336 uYacoB). AHaAIM3UPYRT IOBYX XMBOTHEX (UeTHpe IJlaza) B KaXIHM
MOMeHT BpeMeHM. CrHocoOwv BBeleHUs OpenapaTa EBI-031, cbopa TkaHU
rjlasa, W OolpelejyleHMsda KOHIUeHTpaluuu O0eJika OCYWEeCTBJAKTCI, Kak
onmcaHo B Illpmumepe 21.

PesyJIbTaTE  I[IOKa3aHH  Ha durypax 24A-24T. [Tpn a”HaJmuse
KOHLIeHTpaluu BeJika B TeueHre  IHen 1-14 B KMOKOM  UYacTHu
CTeKJIOBMOHOTO TeJla, BpeMa HoJayxmu3HuM EBI-031, kak oOIpemeJyileHO,
cocTaBJjgeT 8,95 @OHA (dur.24A) . OOHaAakKO HOEeTEeKTHUPYETCS CUJIbHAA
peakumMsa aHTuTeJla B JeHb 14, KoTopas MOXeT IIOBJMATHL Ha DTHU
pel3yJsbTaTH. AHaAJIM3UPYS KOHLeHTpaluio ©OeJilka B TeueHMe mnOHeM 1-7 B
XUOKOM YacTM CTeKJOBUIHOTO TeJjla, BpeMa IHoJyxu3HM EBI-031, Kkak
ompelejieHO, cocTaBJgeT 18,88 mHA.

ERI-031 pmeTekTHMPYTCS TaKXxXe M B IPYI'MX OTIOeJIeHMAX TJla3a
[IocJie WMHBEKLUUM B CTeKJOBMIOIHOe TeJjio. EBI-031 nOpoHMkKaeT TaKXe BO
BHYTPUTJIAZHYD XUIOIKOCTBH (dur.24B), cocyamcTyio 000JIOUKYy  IJla3a
(dur.24C), KOHBIOHKTMBY (Odur.24D), poroBully (dur.24E), pecHHUUHOEe
TeJjio (dur.24F), xpycraguk (dur.24G), ceruaTky (dur.24H) um cCkJepy
(dur.241). KoHLeHTpalusa JIEKAPCTBEHHOI'O CpPeICTBa B STUX TKaHAX Ha
OIOWH - IoBa nopAanka BeJINUYVHE HIWXE, uyeM KOHIIEHTpalWK,
OETEKTUPYEMEIE B CTEKJIOBMIHOM TeJle.

IpyTmMe BapMAaHTHE OCYMECTBJIEHMSA HAXOOATCHA B pPaMKax clenyimen

najiee QOPMYJIHI M300peTeHU .
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$OPMYJIA MBOEPETEHNA

1. AHTHMTeJIO WJIM aHTHUTeHCBA3HBalmMUy (paTrMeHT, coIepXxamue
BapuabellbHYH 0BJaCcTh TOKEJIOM LIeNM, COoIoepXallyk

(i) CDR1 VH, comepxallyld IOCJedoBaTelIbHOCTL GYX;LX,NYLIE (SEQ
ID NO:45),

(i1) CDR2 VH, comepXallyn IIOCJIelNoBaTelIbHOCTE VX3TPGX,GTIN
(SEQ ID NO:46), u

(ii) CDR3 VH,

T'oe BEpPHHEM ABJIAeTCH OIOHO MJIM HECKOJIBKO M3  CJenyolmnx
YTBepXIOeHuM: X; He IIpencTaBldgeT cobom A, X, He OpelcTaBJgeT cobomn
S, X3 He mpencraBJageT cobom I m X, He HOpelncTaBJgeT coboum S.

2. AHTUTEJIO WM aHTHUTEeHCBA3HBAaMUM GpaIMeHT IO 1.1, I'me X;
npencraBjsgeT cobolm V WMIM KOHCepBaTHMBHOE 3aMemeHme mjiasg V, X,
npencraBjsgeT cobol P WMIM KOHCepBaTMBHOE 3aMelmeHMe mjs P, X,
nperncraBjisgeT cobom T MIM KOHCepBaTMBHOe 3aMemeHue njusa T, u Xy
IpencTaBjsgeT coboM G MJIM KOHCEPBATMBHOe 3aMelleHre 0Jsg G.

3. AHTUTEJIO WJIM aHTUTEeHCBA3HBalmMi ooparMeHT 1o .l wm 2,

TIne AaHTUTEeJIO WJIM aHTUIEeHCBI3HBamui bparMeHT MMeeT IIOBBIIEHHOE

CpOICTBO K I1L-6 UYejioBekKa U/MIM YIIYUIIEeHHYIO 20DeKTUBHOCTEL IIO
CpaBHEHUIO c UIOEeHTUUHEM B oCcTaJIbHOM AHTUTEJIOM NI
AHTUTEHCBASHBAKLIMM  QparMeHTOM, colepXamyM  IIOCJEeNOBaTEJILHOCTDL

BapuabelbHOM o0OJIacTM TAXeJION Lenu, ThOe X, OpelcTaBJgeT cobou A,
X5 rpencraBigeT cobom S, X3 npencraBiydeT cobom I o Xy
npencTaBJigeT coboum S.

4., BHIOeJIeHHOE AaHTUTeJIO MJIM eT'0 aHTUITEeHCBA3HBAalIMM (parMeHT,
comepxamue (i) CDR1 VH, comepxamyio II0CJIeIoBaTeJIbHOCTL SEQ ID
NO:31, CDR2 VH, cozmepxamyk IIocCJemoBaTeJIbHOCThL SEQ ID NO:32, wu
CDR3 VH, comepxallylo IocCJemoBaTeJIbHOCTh SEQ ID NO:33.

5. AHTHUTeJIO WJIM AaHTHUIeHCBA3WBalmuy ¢parMeHT 1o o.4, rTIoe
AHTUTEJIO VI AHTUT eHCB A 3LBammi dparMeHT  MMeeT [IOBHINIEHHOE
CPOICTBO K I1L-6 uUeJjioBekKa U/MIM YIIYUIEeHHYO 20PEeKTUMBHOCTE IIO
CpaBHEHV C aHTUTEJIOM VI AHTUT'€HCB S 3HB anlM bparMeHTOM,
comepxammuM CDR1 VH, comepxamyrn I[IocCjJenoBaTellbHOCTE SEQ ID NO:4,
CDR2 VH, co@mepxamyM IocJiefoBaTeJibHOCTE SEQ ID NO:5, m CDR3 VH,

comepxalyn IocJeloBaTeJIbHOCTE SEQ ID NO:6.
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6. AHTUTEJIO WM AaHTUTEeHCBA3HBAMNMM O(paTMeHT IO JKoOOMy uU3
OpenuaymmMx OIYHKTOB, I'Ie aHTUTEeJIO MM aHTUIeHCBA3HBAMUM (paTlMeHT
comepxmuT (1) TIOCIeOOBaTEeJILHOCTL BapuabeJIbHOM 006JlacTM TSIXeJIon
unenyu, colepxameln SEQ ID NO:37 wmium (1i) ©DOCJIeOoBaTeJIBHOCTE
BaprabelIbHOM O0OJIaCTM TSIXKEJIONM Lienu, KoTopasd ABRJAeTCHd, IO MeHbIen
Mepe, Ha 90, 91, 92, 93, 94, 95, 96, 97, 98 wmmm 99% HUIeHTUUHOM
SEQ ID NO:37.

7. AHTHUTEJNIO WIM aHTUTEHCBA3HBAKKIUM QparMeHT I[I0 JIOoOMy U3
OpenuOymmMx IOIYHKTOB, I'Ie aHTUTEJIO WMJIM aHTUTEeHCBA3HBAMUM (paTlMeHT
COIEPXUT (1) SEQ ID NO:39 wm SEQ ID NO:54 MJIN (11i)
IOCJIeNOBATEJBEHOCTE, KOoTopas HABJSeTCs, [0 MeHblleM Mepe, Ha 90,
91, 92, 93, 94, 95, 96, 97, 98 wmum 99% umeHTHMuHOM SEQ ID NO:39
i SEQ ID NO:54.

8. AHTUTEJIO WJIM AaHTUTEeHCBASHBAKIUM OGparlMeHT IO JioOoMy U3
NpelsoymMux IIYHKTOB, I'Ie aHTUTEeJIO MJIM aHTUTEeHCBSA3HBAalMUi paTrMeHT
COTepXUT (1) DOCJemOBATEJILHOCTL TaAXeJION Lelu, comepxamylo SEQ ID
NO:41 W (ii) [I0CJIeDOBaTEJIbHOCTE T IKEJION uenu, KoTOopad
AaBJIseTCcd, IO MeHbmel MmMepe, Ha 90, 91, 92, 93, 94, 95, 96, 97, 98
niam 99% mmenTuuHOM SEQ ID NO:41.

9. BuOeJieHHOe AaHTUTEeJIO WIM aHTHUTEeHCBA3HBalmUy GpaTrMeHT,
comepXxamuy II0CJIeNOoBaTeJIbHOCTL BapuabeJIbHOM o8JacTy TaXeJIoN lLenu,
KoTopasa ABJAeTCs, IO MeHblleM Mepe, Ha 90, 91, 92, 93, 94, 95,
%6, 97, 98 wmim 99% wugentmuHoM SEQ ID NO:37, 7rme ykasaHHad
IOCJIENOBATEJBHOCTE TAXEJIONW LeldM COOEePXUT OOHY WMIM HeCKOJbKO
(ranpuMmep, 1, 2, 3 wmiuu 4) aMMHOKMCIIOT, BHOpaHHEX u3 V28, P30,
T51 m G55 (HyMepauuda B cooTeeTcTBUM C SEQ ID NO:41).

10. BrOeJleHHOe aHTUTEJIO WIM aHTUTeHCBA3HBalmMMUM GpaTlMeHT,
comepXxamuye TIIOCJIeOOBaTeJIbHOCTL, KOTopasd ABJSAeTCs, IO MeHbIeHn
Mepe, Ha 90, 91, 92, 93, 94, 95, 96, 97, 98 wmmm 99% UIeHTUUHOM
SEQ ID NO:39 mam SEQ ID NO:54, rme yka3aHHad I[I0OCJIeDOoBaTeJIbHOCTD
COmMEepPXUT OOHY WJIM HECKOJIBKO (HanmpuMep, 1, 2, 3 wam 4)
aMMHOKMCJIOT, BHOpaHHHX U3 V28, P30, T51 wm Gb5 (Hymepauus B
cooTBeTCcTBUMM C SEQ ID NO:41).

11. BropgeJeHHOe AaHTUTEJIO WJIM aHTUTEeHCBA3HBaIMM QpaTrMeHT,
comepXamye IIOCJIeNOBaATEJBHOCTE TAXEJION LelMr, KOoTopas S[ABJIAeTCH, IO

MeHbIme¥ w™Mepe, Ha, 90, 91, 92, 93, 94, 95, 96, 97, 98 wmium 99%



134

uoeHTHMUHOM  SEQ ID NO:41, I'oe yKa3aHHagd IIOCJeIoBaTeJIbHOCTD
TAXEJION lLelM COIEePXUT OIOHY WM HeCKOJIBKO (Hanopumep, 1, 2, 3 wiu
4) aMMHOKMCIIOT, BHEOpaHHEX u3 V28, P30, T51 m Gb5 (HyMepallMd B
cooTBeTCcTBUM C SEQ ID NO:41).

12. AHTHUTEeJIO WJIM aHTUTEeHCBA3HBalIMUM (parMeHT 1[I0 JidoMy U3
nn.9%-11, TOoe aHTUTEJIO WIM aHTUTEeHCBA3HBalmMMM (parMeHT MWMelT
[IOBHIIEHHOE CPOIOCTRO K IL-6 yeJioBeKa "/ U VIIYUIIEHHYIO
50PeKTUMBHOCTE IO CpPaBHEHUI C AaHTUTEJIOM WMJIM AaHTUI'EHCB SA3EBAaKIMM
bparMeHTOM, KOTOPHM B OCTaJIbHOM ABJIAETCHA MOEeHTUYHEM, 3a
UCKJIOUeHMeM TOT'0, UYTO OH He COIEepXUT yKas3aHHOM OIHOM WM
HEeCKOJIBKMX  aMMHOKMCJIOT, a BMeCcTO D»TOoTro, COOEPXUT OOHY WU
HEeCKOJIbKO (Hanpumep, 1, 2, 3 wmiau 4) aMMHOKMCJIOT, BEOPAHHEIX U3
A28, S30, I51 m S55.

13. AHTHTEJIO WJIM aHTUTEeHCBASHBaMMM OGparMeHT 110 JodoMy U3
nm.9-11, TIe aHTUTEJO WIM aHTUIeHCBA3HBalmMM dparMeHT comepxaT
V28, P30, T51 m G55, u aHTUTeJIO WJIM aHTUTEeHCBSA3HBAMUM GparMeHT
[IOKAa3HBaeT YJIYUlleHHOe CPOICTBO K IL-6 ueJloBeKa U/UIY YJIYUIleHHYIO
20PeKTUMBHOCTEL IIO CPAaBHEHMI C AaHTUTEJIOM WMJIM AaHTUIEeHCBSI3BBAaKIMM
bparMeHTOM, KOTOPRIM B oCTaJIbHOM ABJISIeTCSA MOEeHTUYUHEIM, 3a
VCKJIDUeHeM TOT'0O, YTO OH colepxuT A28, S30, Ibl m SbLHS5.

14. AHTHMTEJIO WJIM aHTUTEHCBA3HBaIMUNM (parMeHT 110 JiodoMy U3
OpenuOynmMx IIYHKTOB, I'Ie aHTUTEeJIO MJIM AaHTUIEeHCBSI3HBAMUM (paTrMeHT
OOIIOJIHUTEJIbHO comepxaT CDR1 VL, coIepXallyl I[I0OCJIeIOBaTeJIbHOCTE
SEQ ID NO:34, CDR2 VL, comepxXalyln I[IOCJeIoBaTeJIbHOCTE SEQ 1ID
NO:35, m CDR3 VL, comepxXalyil IOCJemoBaTeJIbHOCTh SEQ ID NO:36.

15. AHTHMTEJIO WJIM AaHTUTEeHCBA3HBaIMUNM (parMeHT 110 JiodoMy U3
OpeduOymmMx OIYHKTOB, I'Ie aHTUTeJIO MJIM aHTUIeHCBA3HBaMUM (paTlMeHT
OOIOJIHUTEJIBLHO comepxatT (1) IOCJIeIOBaTEJIBHOCTE BapuadbeJIbHOM
oBJjlacTM  JIeTKOM  lelwu, comepxamy SEQ ID NO:38, AN (ii)
IoCcJleIoBaTEJIbHOCTL BapuabesbHOM oBJacTu JeT'KoM Lenu, KoTopasd
aBJsgeTcd, IO MeHbmeW MmMepe, Ha 90, 91, 92, 93, 94, 95, 96, 97, 98
mir 99% mpmeHTMuHOM SEQ ID NO:38.

16. AHTHUTEJIO WJIM aHTUTEeHCBA3HBaIMUNM (parMeHT II0 JioOoMy U3
OpeduOymmMx IIYHKTOB, I'Ie aHTUTEeJIO WM aHTUIeHCBA3HBAMUM (paTrMeHT
IOOIOJIHUTEJIBHO comepxatT (1) IOCJIeIOBaATEeJILHOCTEL  JIeTKOM  llenwu,

comepxamyio SEQ ID NO:42, wiu (ii) nOocjaemoBaTeJILHOCTL JIETKOM lLellM
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KoTopasa ABJIAeTCs, IO MeHbmel wMmepe, Ha 90, 91, 92, 93, 94, 95,
96, 97, 98 mim 99% mMmeHTMUHOM SEQ ID NO:42.

17. AHTHUTEJIO WJIM aHTUTEeHCBA3HBalMMUNM (parMeHT II0 JdoMy U3
nn.3, 5, 12 wmam 13, T'Ie CPOAOCTBO IIOBHIMEHO, IIO0 MeHbBIIeM Mepe, B
1,5, 1,6, 1,7, 1,8, 1,9, 2, 3 nin 4 pasza.

18. AHTHMTeJIO WJIM aHTUTEeHCBA3HBalmMM o¢parMeHT 1o .17, rToe
CPOILCTBO OLIEHMBAETCHA C MCIOJBb30BaHMEM I[IOBEPXHOCTHOI'O ILJIA3MOHHOIO
pe3oHaHca (SPR) MM HOPOTOYHOM LUTOMETPUM.

19. AHTHUTEJIO WJIM AaHTUTEeHCBA3HBalIMUNM Q(parMeHT IO JidoMy U3
nn.3, 5, 12 man 13, roe >0QeKTUMBHOCTEL YJyulleHa, KaK I[IOKa3aHO

(1) vymeHpmeHMem IC50, r1rme IC50 HeobBg3aTeJIbHO IIOHMXeHa, IIO
MeHbmel mMepe, B 5, 10, 20, 30, 40 mam 50 pas u/uim

(ii) ymMenrmeHnmem IC90, rme IC90 Heo®g3aTeJIbHO IIOHMXeHa, IIO
MeHbIlEM Mepe, B 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 200,
300, 400 mam 500 pas.

20. AHTUTEJIO WM AaHTUTEeHCBA3HBAMMY OGpaTrMeHT 0 JodoMy U3
nn.3, 5 mwiam 13, roe 200eKTMBHOCTBL OILIEHMBAETCHA C IIOMOIBI aHajlM3a
¢ ucnoJeszsoBaHmeMm HEK-Blue™ wmiam adHanmsa oposmbpepaumm T1165.

21. BuhOeJlIeHHOE AaHTUTEeJIO WJIM AaHTUTEeHCBSA3HBaMUM (parMeHT,
comepxamye BapuabeslbHYID 00JIacTb TSXeJIOM Lenu, comepxamyio SEQ ID
NO:37, wm BapmuabesbHyD 00JIacTh JIeTKOM Lenu, comepxamyio SEQ ID
NO:38.

22 . BHOeJlIeHHOEe AaHTUTeJIO WM aHTUTEeHCBA3HBalmUM O(parMeHT,
comepxamye II0CJIefOoBaTeJIbHOCTL TIXeJIOM Lelu, comepxamyio SEQ ID
NO:41, ™ 1ocJemoBaTeJIbHOCTL JIeTKoW Lelu, copmepxamyrn SEQ ID
NO:42.

23. BupeJeHHHM Fab, coIepXamui [IOCJEeIOBATEJILHOCTL TIXKeJION
mernm, comepxamyn SEQ ID NO: 39 NI SEQ ID NO: 54, "
IocJyleIoBaTEJIbHOCTL JIeTKOM lienu, colepxamyion SEQ ID NO:42.

24. AHTUTEJIO WMJIM AaHTUTEeHCBA3HBAKMNUM (QpaTrMeHT I[Io JoboMy U3
OpeluOymmx IIYHKTOB, I'Ie aHTUTEeJIO MM aHTUIEeHCBA3HBAaMNUM (paTlMeHT
VMET

(i) IC50 wmenbme ueMm 47 1M (Hanpumep, IC50 wMenbme uem 40,
30, 20, 10, 5, 4, 3, 2 mmm 1 nM), Kak OLEHMBaKLT IIpU aHaJuze C

ucnosbsopaureMm HEK-Blue™ ¢ 20 mM IL-6, u/uiu
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(ii) IC90 wmenpme ueMm 4350 1M (HamopuMmep, IC90 MeHbIle uUeM
4000, 2000, 1000, 100, 50, 40, 30, 20, 15, 10 mmm 5 mM), Kak
OlleHMBAT IIPKM aHaJM3e C UCIoJb3oBaHMeM HEK-Blue™ ¢ 20 oM IL-6.

25. AHTUTEeJIO WMJIM aHTUTEeHCBA3HBAKMUM QpaTrMeHT I[Io0 JboMy U3
OpenunymmMx IIYHKTOB, I'Ie aHTUTEeJIO MJIM aHTUTEeHCBA3HBAMUM (paTlMeHT
VIMET YIIYUIIeHHO e yIOepXuBaHue B nJjasy, npu BBeIeHUNU B
CTeKJIOBUIHOE TeJIO, HalpuMep, II0 CPaBHEHMI C TOUMIU3yMa®oM W/UJINU
Eylea®.

26. AHTUTEJIO WJIM aHTUTEeHCBA3HBAKMUM OQpaTrMeHT [0 JooMy U3
OpenuOymmx IOIYHKTOB, I'Ie aHTUTEJIO MM aHTUIEeHCBA3HBAKMUM QpaTlMeHT
comepxaT MyTaluuo (Hanopumep, 1, 2, 3 wm 4 MyTaluuu) B OIHOM WIIK
HEeCKOJIbKUX IIOJIOXEeHMSX, CcooTBeTcTBylmMx H311, D313, I254 wmam H436
(HyMepaumsa kKak B SEQ ID NO:41).

27. AHTUTEJIO WM AaHTUTEeHCBSA3HBAalMMK OGparMeHT II0 I1.26, TIe
yKa3aHHasa MyTallsa BHOMpaHa M3 OIOHOTO MM HECKOJLKUX IIOJIOXEHUN U3
H311A, H311E, H311N, D313T, I254A, I254R m H436A.

28. AHTUTEJIO WM AaHTUTEeHCBA3HBAMMY OGpaTrMeHT [0 JiodoMy U3
NpeIHaymux IOIYHKTOB, I'Je aHTUTEeJIO MJIM aHTUTEeHCBSA3HBalmUyi GpaTlMeHT
comepxuT MyTaumio H311A (HyMepaums kak B SEQ ID NO:41).

29. AHTUTEJIO WJIM AHTUITEeHCBSI3HBALMNUM (QpaTlMeHT o JboMy U3
nn.26-28, IOoe yKalaHHas MyTalMsa yMeHbIlaeT CUCTEMHYID aKKyMYyJISLMIO
aHTUTeJla WJIM aHTUIEeHCBA3HEBawmero (¢parMeHTa I[I0 CpPaBHEHUBD C
CUCTEeMHOM AKKYyMyJISLMen aHTuTeJa MJIN AHTUIT eHCBSSIBHBAKIETO
bparMeHTa, KOTOPHM HEe COHEPXUT MYTAallUM.

30. AHTUTEJIO WM AaHTUTeHCBA3HWBalmMUy (parlMeHT II0 JiodoMy U3
nmn.26-28, Ioe yKalzaHHasg MyTalMsa YyMeHbIlaeT CUCTEMHYID aKKyMYyJISLNIO
aHTUTeJla WJIM AaHTUIEeHCBA3BBawmMero (@QparMeHTa I[I0 CpPaBHEHUBD C
CUCTEeMHOM AKKYyMyJISLMen aHTuTeJa MJIN AHTUTeHCBASHBAKIMIETO
bparMeHTa, KOTOPHM He COOEepPXUT My Taluu, roe CHUCTEeMHYIO
AKKYMYJIALUMID  OLleHMBAaT rmocJe BBEIOEeHUSA B CTEKJIOBUIHOE TeJIo
aHTUTeJla MM aHTUIEHCBA3BBaKIMero (pal'MeHTa.

31. AHTUTEJIO WM aHTUTeHCBA3HWBalmMUy (parlMeHT II0 JiodoMy U3
OpeluaymmMx IYHKTOB, I'Ie aHTUTEeJIO MM AaHTUIEeHCBA3LHBAMUM (paTlMeHT

MMEKRT CHMCTeMHOEe BpeMA IIOJIYXVM3SHM MeHbIle, 4YeM Yy TOoLMIM3yMaba T/I/T/IJ'H/I

Eylea®.
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32. AHTUTEJIO WM aHTHUTeHCBA3HBalmUy (parlMeHT II0 JiodoMy U3
OpenuaymmMx OIYHKTOB, I'Ie aHTUTEeJIO MM aHTUIeHCBA3HBAMUM (paTlMeHT
nopencraBjgeT cobor m3opopMmy I1gG2-A uiamu musodbopMy I1gG2-A/B, HO He
nzopopmy IgG2-B.

33. BuHIOeJeHHOe aHTUTEJIO MM aHTUTEeHCBA3HBalMUM (parMeHT,
comepXamuM II0CJIeNOBaTEeJIbHOCTL TAXeJIOM Lenyu, comepxamyio SEQ ID
NO:47 u, HeoO4g3aTeJIbHO, [IOCJIEOOBATEJIEHOCTD JIeTKOM Lenu,
comepxamyn SEQ ID NO:42.

34. AHTUTEJIO WJIM aHTUTeHCBA3HBalmMUy (parlMeHT II0 JodoMy U3
OpelbaylMx I[IYHKTOB, HOJIS MCIOJBE30BaHUA IIpU JIeUueHUM CyOBeKTa
(HanpuMep, UYeJioBeka) C 3abojieBaHUEM, acCCOUUMMPOBaHHEM C IL-6.

35. AHTUTeJIO WJIM aHTUTeHCBA3HBabmui dparMeHT 1o .34, 1Toe
ykas3aHHOe 3aboJeBaHmMe IpelncTaBJisgeT cobol 1Jla3Hoe 3adojieBaHue,
XapakTepusyeMoe IIOBHIIEHHHM ypOoBHeM IL-6 B CTeKJIOBMOHOM TeJle.

36. AHTHUTEJO WIM aHTUTeHCRBA3HBalmuy oGparMeHT O .34 wWiIn
35, IOJA MCHOJIL30BaHMA IIpU JeueHUM CyOBeKTa (HalpuMep, UYeJIOBReKa)
c oradeTrue CKUM MaKyJISPHEM OTEeKOM (DME) , ovadeTrnuecKoM
peTHuHOoNIaTuel, YBEeMTOM, CYXMM TJlasoM (HamopuMmep, O0JIe3HBI CYXOoTO
rjlaza @ WIn CMHIPOMOM  CYXOTO Jjasa), BOBPACTHOM  MaKYJISPHOM
nucTpoduen (AMD) , npojimbpepaTUBHOM OMaBeTUUeCKOW peTHHONaTHeN
(PDR), OKKJIO3MEeM BeHB ceTuaTkM (RVO), HeMpOMUEJIMTOM S3PUTEJILHOTO
HepRa (NMO) , TPAHCIIJIAaHTATOM POTOBMIIH, Spo3Uer POTOBUILE — UJIM
MeXaHMUeCKOV TpaBMOM IJla3a.

37. AHTUTEJIO WIM aHTUTEeHCBA3HBaIMUNM GpaTMeHT MO .36, MOJd
VICIIOJIL30BaHUA TIPU JIeueHUM CcyOBeKTa (HalpuMep, dYejioBek) c DME.

38. KowMmmnoszulusa, comepxallas aHTUTeJO MM aHTUIeHCB I 3LIBAaoMUi
bparMeHT 110 JOOMY M3 n.l1-37 ¥, HeoO4d3aTeJIbHO, (QapMalleBTUUECKU
IpUEeMIIEMEI HOCHUTEJE .

39. KoMmmnosulusa IO II.38, I'Ie KOMIIO3UIMSA COIOEePXUT, IO MeHbIeM
Mepe, 60, 70, 80, 90, 95 wmmm 99% wusodpopMu I1gG2-A mamu I1gG2-A/B
aHTUTeJla WM UMX COoUeTaHUA.

40. Kommozmumsa 1o n.38 wiam 39, TI'Ie KOMIO3ULIMM COIEPXUT
MeHbme uyueMm 10%, 5%, 2%, 1% mium 0, 5% mszodopMu IgG2-B aHTUTeNa.

41 . Komnozuimda 1o JwodboMy 3 Nmn.38-40 1IJI9 MCIOJB30BaHUA IIPU

JeueHur 3aboJieBaHMSA, acCColMMpOoBaHHOTO C I1L-6.



138

42, KomMriosuumusa no n.41 1Jd MCHOOJIB30BaHUA IIPU  JIEUEHUU
TJla3HoTO 3abojleBaHUA, XapaKTepus3yeMOT'O IIOBHIMEeHHBM YPpoBHeM I1L-6.

43. KomMriosuumsa mno n.41 1OJd MCIOOJIB30BaHUA IpPU  JIEUEHUU
InabeTnuuyeckKoIo MaKyJIIPHOTO oTeka (DME) , omadeTnyecKom
peTHHONaATHM, CYXOTOo TIUlala (HanopuMmep, ©Oo0JIe3HM CYyXOoTo IJlasa WIn
CUHIpPOMa CYXOTro TIJlaza), aJlJIepI'MUuecKoT0 KOHBIOHKTUMBUTA, YBeuTa,
BO3pacTHOM MaKyJISpHOM OIVCTPOOUM (AMD) , npoJnbepaTUBHOM
ornadeTrdeckoy peTuHonaTuu (PDR), perMaTOT'eéHHOM OTCJIOMKM CeTuaTKU
(RRD), OKKJIO3MM BeHH ceTuaTku (RVO), HeVpoMMeIMUTa 3PUTEJILHOTO
HepBa (NMO) , TpaHCIJIaHTaTa  POTOBMUIH, 2PpO3UNM  POTOBUILH — WJIU
MeXaHMUeCKOV TpaBMEl IJlasza.

44, Crnoco® JeueHuda 3abojieBaHMdA, accoUuMMpoBaHHOTO C I1L-6,
criocof BKJIOUaeT BBeleHMe CyOBeKTy TepalleBTUUeCKku 5HSOOeKTUBHOTO
KOJIMYECTRA aHTHUTeJa IIPOTUB IL-6 VI AHTUTEHCBA3EBAKIETO
dparmMeHTa 110 JOOMy M3 Hm.l1-37.

45, Cnoco6 mo n.44, B koTOpoM 3abojieBaHMEe, aCCOLUUMPOBAHHOTIO
c IL-6, mnOpezncraBJseT coboM 1Jla3Hoe 3adojieBaHMe, XapaKTepuslyemoe
[IOBEIIEHHHM YPOBHeM I1L-6 B CTEKJIOBMIHOM TeJle.

46. Crioco® 110 n.44 ZNgAZ! 45, B KoTOopoM 3abojieBaHuUe,
accouMMpOBaHHOE C IL-6, opencTaBJIsgeT cobom nrabdeTrueCcKUn
MakyJIapHHM oTek (DME), 1mouabeTHUecKyl PeTHMHONIATUI, YBEUT, CyXOou
a3 (Hamnpumep, ©OoJIe3HL CYXOTOo TJlal3a WMJIM CUHIPOM CyXoTo IJlasa),
BO3PACTHY MaKyJIAPHYI OUCTPOOUIL (AMD) , nposimbepaTUBHYI
omnaberTrueckyrw peTumHonatuio (PDR), OKKJO3UIKL BeHE ceTdaTku (RVO),
HepOMMEeJIUT 3PUTEeJILHOTO HepBa (NMO) , TpaHCIJIaHTaT POTOBUIIH,
SPO3UID POTOBULE MM MEeXaHMUECKYID TpaBMy IJlasa.

47 . Crioco® 1o m.45, B KOTOPOM aHTUTEJIO MIIN
AHTUTEeHCBA3HBALINMY (palMeHT IOCTaBJISeTCS B CTeKJIOBUIHOE TeJIo
IJlaza cydbbekTa.

48. Crnioco® mno Jgwbomy wu3 nmn.44-47, B kxoTopoM 3abojieBaHME,
acCoOLMMPOBaAHHOTO C IL-6, npencTaBJsgeT cobomn orabdeTrdeCKUn
MakKyJIAPHHM OTeK W aHTUTeJ IO WIM eTro o¢parMeHT OOCTaBJIAeTCca B
CTeKJIOBUIOHOE TeJIO TJla3a cyOnekTa.

49, HykJeuHoBas KMKCJOTa, comepxamas IIOCJeOoBaTeJIbHOCTL,
KOOUPYIIY aHTUTEeJIO WMIM aHTUTEeHCBA3HBAMUNM (parMeHT 10 JiodoMy U3

nmn.l1-37.
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50. HyxkJemHOBasd KMCJIOTa, colepxamas SEQ ID NO0O:40, SEQ 1ID
NO:43 mnm SEQ ID NO:48.

51. BekTop, cCcoIepXalMi HYKJEMHOBYI KMUCJOTY 10 .49 mam 50.

52. KileTka, comepxallag BeKTOp IIo II.51.

I[Io DOBepeHHOCTH
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