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COCTABBI AHTHUTEJIA B7-H4
1. OBJACTDb TEXHUKH

[0001] B HacTOsiieM MAOKYMEHTE IpeIaraloTcst (apMalneBTHYeCKUe KOMITO3ULNH,

comep:kauire antutesa Kk B7-H4, u cnocoObl mpUMEHEHUs! TAKMX COCTABOB.
2. YPOBEHb TEXHUKH

[0002] B7-H4 (taxke usBectHblli kak B7x, B7-S1 m VTCNI1) npencrasnser coboii
MMMYHOPETYJIUPYIOIIYI0O MOJIEKYJy, KOTOpas pas3fenseT TOMOJIOTHIO C JPYrMMHU YJI€HAMH
cemerictea B7, Bxmouas PD-L1. Oto TpancmemOpanHbli Oenok Tuma I, cocrosmuil w3
skronoMeHoB kak IgV, tak u IgC. B To Bpems kak skcrnpeccust B7-H4 B 310poBBIX TKaHSIX
OTHOCHTEJIbHO OTpaHUYeHa Ha ypoBHe Oenka, B7-H4 sxcnipeccupyercst B HECKOIBKHX COMIHBIX
OMyXOJIIX, TaKUX KAaK THUHEKOJOTMYECKHE KAPLUMHOMBI MOJIOYHON JK€Ne3bl, SMYHHUKA W
SHIOMETPHUS. Oxcnpeccuss B7-H4 B onyxossix uMeeT TEHAEHLMIO K KOPpPEesiUuU C
HeOmaronpusaTHeIM MporHo3oM.  Pernentop B7-H4 HeusBecTeH, HO CUMTAeTCsi, 4YTO OH
sKcmpeccupyercsi Ha mnoBepxHocTH T-kierok.  Cumraercs, uto B7-H4 wHemocpencTtBeHHO
MHrUOUpyeT akKTUBHOCTD T-KIIETOK.

[0003] YuuTeiBas sxcnpeccuro U pynkuuto B7-H4, anturen, koropsle crenuduuecku
cesi3bIBatOTCs ¢ B7-H4, paspabarbiBaroTcst Al Tepamuy, BKIOUaromedl moxymsiuuo B7-H4,
Hampumep, Ui JIEYEHHUsl  paxa. COOTBETCTBEHHO, CYILIECTBYeT HEOOXOOMMOCTh B
(hapMaleBTUYECKHUX KOMITO3ULIUSX, COAep KaiuxX anTuTena k B7-H4 1 ux aHTUreHCBSI3bIBAIOIIIHE

(bparMeHThI, JJisi BBEICHUS B TAKUX CIIOCO0AX JIEUEHUSI.
3. CYIIHOCTbHB U3OBPETEHUSA

[0004] B HacTosilieM MAOKyMEHTe TpeiararoTcsi (papManeBTHYeCKHe KOMITO3ULINH,
CoZepIKallfe AaHTHUTENIO MM €r0 aHTUTCHCBS3bIBAIOINUI (pparMeHT, KOTOpbIH cnenuduyecku
cBsA3bIBaeTcs ¢ B7-H4 uenoseka.

[0005] B ompeneneHHbIx acmektax (papmaumeBTHUECKas KOMIO3ULUsS cocTosmas u3 (i)
aHTUTENA WA €r0 aHTUIEHCBS3bIBAIOLIETO (PPAarMEeHT, KOTOPBIN CeHU(pUUECKH CBS3BIBACTCS C
B7-H4 udenoseka, (ii) Oydep, BBIOpaHHBI H3 TPyNIbl, COCTOSINEH M3 AaleTaTHOro WK
urpatHoro Oydepa, u (iii) caxap, npu 3ToM pH KOMITO3UIMH COCTABIIAET OT OKOJIO 4,5 10 OKOJIO

6 unm ot 4,5 1o 6.
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[0006] B ompeneneHHBIX acmekTax aHTUTENIO WM €r0 aHTUTE€HCBS3bIBAOIUI (PparMeHT
conepxxut CDR 20502.

[0007] B onpeneneHHbIX acmekTax (apMaleBTHUECKas KOMIIO3ULMS comepkuT (1)
AHTUTEJIO WM €r0 aHTHI'€HCBSA3BIBAIOIINN (PparMeHT, KOTOPBIH CreruduIecku CBSI3bIBAETCS C
B7-H4 uenosexa u coxmepxutr CDR 20502, (ii) 6ydep u (iii) pH kOMIo3uumu COCTaBiseT OT
0k010 4,5 1o oxoso 6 unu ot 4,5 1o 6.

[0008] B ompenenennbix acmektax CDR 20502 npencrasmsitor  coboit  CDR,
onpeneneHubie o Kadary, CDR, onpenenennsie mo Horua, umun CDR, onpenenenHbie mo AbM.
B onpeneneHHbIX acmeKTax AHTUTENO WM €ro aHTHIEHCBSI3bIBAOIINI (pparMeHT copmepkaT
NOCJIeIOBATENILHOCTU obyacTh, onpexaenstomei kommiementapHocts (CDR) 1, BapuabenbHOi
obmactu Tskenoit nenn (VH), CDR2 VH, CDR3 VH u CDRI1, CDR2 u CDR3 BapuabenbHoii
obmactu nerkoii nerm (VL) SEQ ID NO: 5-10 cOOTBETCTBEHHO.

[0009] B onpeneneHHbIX acrekTax (papManeBTHIECKass KOMITO3ULUS COACPIKUT aHTUTEIO
WIN €r0 aHTUTCHCBS3BIBAIOIIUN (pparMeHT, KOTOpbIA creruduyuecku cpsizbiBaercsi ¢ B7-H4
YeJIOBEKa, MPUYEM KOMIIO3HMLHS COAEPKUT He Oosee ueM 45% KUCIBbIX BAPHAHTOB aHTUTENA WIIN
€r0 aHTUTE€HCBSI3bIBAIOIIET0 (pparmMeHTa uepes 6 Mecsues xpanenus mpu S °C. B onpeneneHHbIX
acriekrax (papmareBTHYeCcKasi KOMIIO3ULUS COAEPKUT aHTUTENIO WIIM €r0 aHTHUT€HCBSI3bIBAIO LI
¢dbparmeHT, KoTOpBIH crnenuduueckn cpsizbiBaercst ¢ B7-H4 denmopeka, mpuyeM KOMITO3HIIHS
comepxut He Oonee deM 40% KHCIBIX BapUAHTOB AHTUTENA WM €r0 aHTHICHCBS3BIBAIOIIETO
¢parmenTa uyepes 6 wMecsueB xpaHeHus npu S °C. B ompeneneHHbIX acnekTax
¢dapmaueBTHYECKasT KOMIO3UIMS COAEPKUT AHTHTENO WIM €ro aHTHIeHCBSI3bIBAIOLINN
(dparmMeHT, KoTOphIii cneuuduyecku cBsi3biBaeTcsi ¢ B7-H4 desnoBeka, mpuveM KOMITO3ULIUS
COIEp>KUT OT OkoJo 35% po0 okono 45% KHUCHBIX BapUaHTOB aHTUTENAa WJIH €ro
AHTUTEHCBS3bIBAIOIIErO (parmMeHTa vepe3 6 mecsueB xpanenus npu 5 °C. B ompeneneHHbIX
acrekTax (papMaleBTHYECKasi KOMIIO3ULIUS CONEPIKUT aHTUTENIO WJIM €r0 aHTUTCHCBS3bIBAIO NN
(dbparmMeHT, KOTOpBIH crnenuduyeckn cpsizbiBaercss ¢ B7-H4 denoBeka, mpudeM KOMITO3HIIHSI
conepkuT OT 35% mno 45% KUCIBIX BAapPUAHTOB AHTUTENIA WM €ro aHTHT€HCBSI3BIBAIOIIETO
¢dbparmenTa uepe3 6 MecsueB xpanenus npu 5 °C. B ompeneneHHBbIX acmekTaX KOMITO3HUIIHSI
comep:xut He Oosee ueM 20% OCHOBHBIX BAPHAHTOB AHTHUTENA WM €r0 aHTHI€HCBSI3bIBAOIIETO
¢dparmenTa uepes 6 mecsiies xpaneHus mpu S °C.

[0010] B onpeneneHHbIX acrekTax papManeBTHIECKass KOMITO3ULUS COAECPIKUT aHTUTEIO
WM €r0 aHTUTeHCBS3BIBAIOIIUN (pparMeHT, KOTOpbIH creruduuecku cpssbiBaercs ¢ B7-H4
YeJIOBEeKa, MPUYEeM KOMIIO3ULIUS CoAep kuT He Oonee deM 20% OCHOBHBIX BapHAHTOB aHTHUTENA
WM €ro aHTUTEeHCBs3bIBAIOINEro ¢parmeHra depe3 6 mecsueB xpaneHus npu 5 °C . B

OMNPEACIICHHBIX AaCIICKTax (bapMaI_IeBTI/ILIeCKaﬂ KOMIIO3uluss COACPKUT AHTHUTECIIO HWJIK €TI0



AHTUT€HCBS3BIBAIOIINN (parMeHT, KOTOpblil cneunduyeckn cps3biBaeTcss ¢ B7-H4 uenosexa,
IpUYEM KOMIIO3ULUS COAEPKUT OT OKONOo 9% 1o okoyio 18% OCHOBHBIX BapUMAHTOB aHTUTENA
WIN €ro aHTUIeHCBs3bIBarOIIero ¢parmeHra uepes 6 wecsueB xpaneHuss npu 5 °C. B
OTIpeNIeNIEHHBIX acleKkTax (QapMareBTH4deckass KOMIIO3ULUS COAEPIKUT AHTUTENO WIH €ro
AHTUTEHCBSI3BIBAIOIINN (parMeHT, KOTOpbI cneunduueckn cessbiBaeTcst ¢ B7-H4 uenoexka,
pU4eM KOMIO3MLUSA conepkuT oT 9% no 18% OCHOBHBIX BapHAHTOB AHTUTENA WM €ro
AHTUTE€HCBS3BIBAIOIIETO (parMeHTa 4yepe3 6 mecsieB xpanenus npu 5 °C. B onpeneneHHbIX
acreKTaXx KOMITO3HUIMS CONEPKUT He Oosiee yeM 45% KUCNBIX BapUAHTOB AHTHTENA WJIH €ro
AHTUTEHCBS3BIBAIOIIErO (parmeHTa depe3 6 mecsueB xpanenus npu S °C. B ompeneneHHbIX
acTieKTaX KOMITO3UIMS CONEpKUT He Oojee yeM 40% KHUCIBIX BApHAHTOB AHTHUTENA HJIU €ro
AHTUTEHCBS3BIBAIOIIETO parMeHTa yepes 6 mecsien xpaneHus mpu S °C.

[0011] B onpeneneHHbIX acrekTax (papManeBTHIECKasi KOMITO3ULUS COACPIKUT aHTUTEIO
WM €r0 aHTUTCHCBS3BIBAIOIIUN (parMeHT, KOTOpbIA creruduyuecku cpsi3biBaercsi ¢ B7-H4
YeJIOBEKa, MPUUEM KOMITO3ULMS COAEepKUT He Oosee ueM 60% KHCIBIX U OCHOBHBIX BAPHAHTOB
aHTUTENA WIN €r0 aHTHIeHCBSI3bIBAIOLIEro pparmMeHTa uepes 6 mecsnes xpaneHus npu S °C. B
OTIPENENIEHHBIX ACIEeKTaX KOMITO3ULMS COMEpKUT He Oosee yeM 55% KHCIBIX U OCHOBHBIX
BApUAHTOB AHTUTENIA WIM €r0 aHTUI'€HCBS3BIBAIOLIETO (parMeHTa 4depe3 O MeCsLEeB XpaHEHHs
npu 5 °C. B omnpeneneHHbIX acrekTaxX KOMIO3WLMS COAepKUT He Oosee dem 45% KHUCIBIX
BApUAHTOB aHTHUTENIA WIM €r0 aHTUI'€HCBA3BIBAIOIIETO (parMeHTa depe3 6 MecsleB XpaHEHHs
npu 5 °C. B ompeneneHHBbIX acrekTax KOMIIO3HLMA COnIep>KUT He Ooinee deM 40% KHCIBIX
BAPUAHTOB AHTHUTENA WM €r0 aHTHICHCBS3bIBAIOIEro (hparMeHTa uepe3 6 MecsLeB XpaHEeHUS
npu 5 °C. B onpeneneHHbIX acmekTax KOMIIO3HLUS COAEPKUT He Oonee ueM 20% OCHOBHBIX
BApUAHTOB AHTUTENIA WM €r0 aHTHICHCBS3BIBAIOLIETO (parMeHTa uyepe3 O MecsLeB XPaHEHUs
npu 5 °C.

[0012] B onpeneneHHbIX acleKTax (papMaleBTHYECKass KOMITIO3ULHSI COAEPIKUT OT OKOJIO
30% no okono 40% KHCITBIX BAPUAHTOB AHTUTENA WJIM €r0 aHTUTEHCBSI3bIBAIOIIETO (parMeHTa
yepe3 6 MmecsmeB xpaHeHuss npu S °C. B ompeneneHHbIX acnekTax (papMaleBTHUECKas
komno3uimst  cogep:kut ot 30% gmo 40% KucnbIX BapUaHTOB AaHTUTENAa WM €ro
AHTUTEHCBS3BIBAIOIIErO (parmMeHTa depe3 6 mecsueB xpaneHus npu S °C. B ompeneneHHbIX
acmekTax (hapMarieBTHUeCKasi KOMITIO3HIHS CONEPKHUT OT OKojo 35% nmo okojyio 40% KHUCITBIX
BApUAHTOB AHTUTENIA WIM €r0 aHTUI'€HCBA3BIBAIOIIETO (parMeHTa depe3 6 MecsleB XpaHEHHs
npu 5 °C. B omnpeneneHHbIX acriekTax (apMaleBTHUECKass KOMITO3ULHS CONEPKUT oT 35% mo
40% KHCNBIX BAPHAHTOB AHTHUTEJA UM €r0 AHTUI€HCBA3BIBAIOIIETO (hparMeHTa yepe3 6 Mecses

xpaneHus npu 5 °C.
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[0013] B onpeneneHHbIX acniekTax papMaleBTHYECKasi KOMITO3ULHS COAEPIKUT OT OKOJIO
10% no okosio 17% OCHOBHBIX BapHAHTOB AHTUTEJIA WJIH €TI0 AHTUTEHCBSI3bIBAIOIIETO (PparMeHTa
yepe3 6 MecsneB xpaHeHuss npu 5 °C. B ompeneneHHbIX acmekTax (apMareBTHYECKas
komnosuimst copepkut oT 10% 1o 17% OCHOBHBIX BapUAHTOB AHTUTENA WM €ro
AHTUTEHCBsI3bIBAIOLIEr0 (parMeHTa 4yepes 6 mecsaueB xpaHenust npu S °C. B onpeneneHHbIX
acriektax (papmaileBTHUECKAsT KOMIIO3ULHS CONEPKUT OT okoyio 11% mo okono 16% OCHOBHBIX
BApUAHTOB AHTUTENIA WM €r0 aHTHICHCBS3BIBAIOIIETO (pparMeHTa 4yepe3 6 MecsleB XpPaHEHUs
npu 5 °C. B omnpeneneHHbIX acnekTax (apMaleBTHUECKass KOMIIO3ULHs conepkut ot 11% mno
16% OCHOBHBIX BapUAHTOB AHTHTENA MJIHM €ro aHTUTCHCBS3bIBAIOINEro (parmMeHTa yepe3 6
MmecsiteB xpaHeHust npu S °C.

[0014] B onpeneneHHbIX acrekTaX KOMIO3UIIHS COAEPKUT He Oojiee ueM 55% KUCTBIX U
OCHOBHBIX BapHUAHTOB AHTUTENIA WJIM €r0 aHTUTCHCBS3BIBAIOIIETrO (hparMeHTa 4yepe3 6 MecsieB
xpanenus npu 5 °C.

[0015] B ompeneneHHBIX acleKTax aHTHUTEJIO WM €r0 aHTHIeHCBSI3bIBAIOMINI (parMeHT
conep;xkut CDR 20502, B onpenenennbix acrekrax CDR 20502 npencrasmsitor coboit CDR,
onpeneneHHbie o Kadary, CDR, onpenenennsie mo Yorua, umn CDR, onpexnenenHbie mo AbM.
B onpeneneHHbIX acmeKkTax AHTUTENIO WM €ro aHTHIEHCBSI3BIBAOIINKI (pparMeHT copepskaT
NOCJIEIOBATENILHOCTH obnacTH, onpexnenstomei kommiementapaocts (CDR) 1, BapnabenpHOMN
obmactu Tskenoit nenn (VH), CDR2 VH, CDR3 VH u CDR1, CDR2 u CDR3 BapuabenbHoii
obmactu nerkoii nerm (VL) SEQ ID NO: 5-10 cOOTBETCTBEHHO.

[0016] B onpenenenHbix acriektax pH KoMIo3uLuu cOCTaBIIsIET OT OKOJIO 4,5 10 0KOJIO 6
i oT 4,5 1o 6.

[0017] B ompeneneHHBIX acmeKTax KOMIIO3ULUS COnep:KUT Oydep. B ompeneneHHbIX
acriektax Oydep npencrasisier coOOH aleTaTHBIN HIIM LUTPATHBIN Oydep.

[0018] B ompeneneHHbIX acmeKTaX KOMIIO3WLHUS AOTIOJHUTENBHO COAEPXKHUT caxap. B
OTpENeNIEHHBIX aCIeKTaX caxap BbIOpAaH W3 TPYMIbL, COCTOSIIEH M3 caxapo3bl, copOuta u
Tperajo3bl.

[0019] B ompeneneHHbIX acnekTax KOHLEeHTpauus Oydepa cocraBisier ot okoio 15 MM
1o okoso 25 MM. B onpeneneHHbIX acnekTax KOHLIEHTpauus Oydepa cocrasiser oT 15 o 25
MM. B onpeneneHHbIX acnekTax KOHIEHTpalus Oydepa cocTaisier ot okoio 18 MM 1o okoJio
22 MM. B ompeneneHHBIX acmeKkTax KOHIEHTpauus Oydepa cocrasisier oT 18 MM o 22 MM. B
OTIpeIeNIeHHBIX acleKTax KOHIeHTpaus Oydepa cocrasiser okosno 20 MM. B omnpeneneHHbIX
acriektax KoHIeHTpauus Oydepa cocrasnser 20 MM.

[0020] B ompeneneHHbIX acneKkTax KOHLEHTPALMs caxapa COCTaBJIsIeT OT OKoJio 225 MM

10 okojyo 300 MM. B ompeneneHHbIX acleKkTax KOHLIEHTpaLUs caxapa COCTaBJiseT OT 225 MM



10 300 MM. B onpeneneHHBbIX acleKTax KOHLEHTpALMs caxapa COCTaBisieT OoT 0kojio 250 MM
10 okojio 290 MM. B omnpeneneHHbIX acleKTax KOHLEHTpaLus caxapa cocrasysier oT 250 MM
10 290 MM. B ompeneneHHbIX acneKkTax KOHLEHTpaLMs caxapa coctasyser okosno 270 MM. B
ONpPENEICHHBIX aCIEeKTax KOHLEHTpaLus caxapa coctasisier 270 MM.

[0021] B onpeneneHHBIX acrekTax KOHIIEHTpALus caxapa B OT 0kojo 10 mo okono 15 pas
npeBbIIaeT KOHIeHTpauo Oydepa. B onpeneneHHbIX acnekTax KOHLEHTpalus caxapa B ot 10
no 15 pa3 mpesbimmaer KoHIeHTpaiui Oydepa. B omnpeneneHHbIX acmekTax KOHIIEHTPALIHSI
caxapa B Okojo 13,5 pa3 mpeBwimmaer koHueHTpauuto Oydepa. B ompeneneHHbIX acmekTax
KOHIIEHTpaIus caxapa B 13,5 pa3 mpeBblliaeT KOHLEHTpauuio Oydepa.

[0022] B ompenmeneHHbIX — aCneKTax  KOMIMO3WLHUS  JOTMOJHHUTENBHO  COHEPIKUT
NOBEPXHOCTHO-aKTUBHOE BEIECTBO. B  OmMpeneNeHHbIX acneKTax MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO TMpencTaBisieT cobod monucopbar. B ompeneneHHBIX acmekTax —moimcopoOar
npencTasisier codoit monucopdbar 20. B ompeneneHHbIX acmeKTax KOHIEHTpAIHs mojucopbara
coctasnsier ot okono 0,025% no okono 0,075% wmacca/o0vem (macc./00). B ompeneneHHbIX
acrieKTaX KOMITO3ULHS JIOMOJHHUTENBHO COJEPIKUT IOBEPXHOCTHO-aKTHBHOE BeIIecTBO. B
OTIPENIENIEHHBIX ACTIEKTaX MOBEPXHOCTHO-aKTHBHOE BEIECTBO MPENCTABIISAET COOON monmcopOar.
B onpeneneHHbIx acniekTax moiucopoaT npeacTasiisieT codoit monucopdar 20. B onpeneneHHBIX
acriektax KOHLeHTpanus mnonucopbara cocraBmsier ot 0,025% no 0,075% wmacca/o0vem
(macc./06.). B ompeneneHHbIX acrekTax KOHLEHTpALMs MOJHcopOaTa COCTAaBISET OT OKOJO
0,035% no okoino 0,065% macca/o0bvem (Macc./00). B onpeneneHHbIX acrnekTax KOHLIEHTPALHS
nojmcopbara cocrasisier ot 0,035% no 0,065% wmacca/o6vem (Mmacc./06.). B ompeneneHHbIX
acrieKTax KOHIeHTpalms nonucopdara cocrasisier okosno 0,005% macca/oobem (macc./06.). B
OTpeNeNIeHHbIX aCMeKTax KOHLeHTpauus monucopbata cocraBisier 0,005% wmacca/o0bem
(macc./00.).

[0023] B ompeneneHHbIX ~ acmeKkTax  KOHLEHTpAlLUsl ~ aHTUTENa  WJIH  €ro
AHTUTEHCBS3BIBAIOIIETO (hparMeHTa (BKJFOYAsl €ro KUCIble H OCHOBHBIC BAPUAHTBI) COCTABIISET
OT OKOJIO 5 Mr/mi 110 okoso 30 mr/mi. B onpenesieHHBIX acrekTax KOHIEHTPALUsS aHTUTeNa FITH
€ro aHTUIeHCBS3BIBAIOIIETO (pparMeHTa (BKJIIOYAsh €ro KHCIbIE M OCHOBHBIE BapUAHTHI)
coctasnsieT oT S mr/mut o 30 mMr/mi. B onpeneneHHBIX acniekTax KOHLIEHTPALUS aHTHTENA HITN
€ro aHTUTeHCBS3BIBAIOIIETO (pparMeHTa (BKJIIOYAs €ro KHCIbE M OCHOBHBIE BapUAHTHI)
coctaBnsieT OoT okono 10 mo okomo 25 mMr/mi. B ompeneneHHBIX acmekTax KOHLIEHTPALHS
aHTUTENIa WM €ro aHTUTCHCBS3BIBAIOINEro ()parMeHTa (BKIIHOYAs €ro KUCJble M OCHOBHBIE
BapuaHThl) cocTanisieT ot 10 no 25 mr/mn. B ompeneneHHbIX acniekTax KOHLIEHTPALHS aHTHTENA
WIN €ro aHTUIeHCBSA3BIBAIOINEro (pparmMeHTa (BKJIOUAs €ro KUCHIble U OCHOBHBIE BapHUaHTHI)

coctaBnsier okono 20 mr/mi. B onpeneneHHbIX acmeKkTax KOHLIEHTPALUsI aHTUTENA WK €ro
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AHTUTEHCBSA3BIBAIOIIErO (parMeHTa (BKJIIOYAsl €ro KUCIIble M OCHOBHBIE BAPHAHTBI) COCTABIISIET
20 mr/mu.

[0024] B ompenenenHsbix acnexkrax pH xomno3uuuu coctasisieT OT 0koio 5,0 10 OKoJo
6.0. B onpenenennsix acnekrax pH xomnosuuuu cocrasiser ot 5,0 1o 6,0. B onpeneneHHbIX
acnektax pH xomMnosumuu coctasisieT 0kojio 5. B ompenenensbix acnektax pH kommnosuuuu
cocraBiusier 5. B onpenenenHbix acnektax pH komnosuuuum cocrasiser okono 5,5. B
ONpeAeNIeHHBIX acrnekTax pH KOMIO3ULuu COCTaBseT S,5.

[0025] B ompeneneHHBIX acmeKTax KOMITO3UIUS MPEACTABIIET COOOM KUAKOCTb. B
ONpENETICHHBbIX AaCMEeKTaX KOMIO3ULMS MpeJHa3HaueHa sl NapeHTepajbHOro BBeAeHUs. B
ONpPENEICHHBIX aCNIEKTaX KOMITO3ULIMS MPeHA3HAUYEHA 1151 BHYyTPUBEHHOIO BBEJEHUS.

[0026] B ompenenennbix acnektax Oydep mpencrasisier coOoii aueraTHsii Oydep, a
BCIIOMOTATEJIbHOE BEIECTBO MpeAcTaBisieT coboil caxapo3dy. B ompeneneHHbIX acmekTax
KOMTO3UIHsI conep:kuT okoio 20 MM anerara, okono 270 MM caxaposbl, okojio 20 Mr/mi
aHTHTEJIA WJIK €r0 aHTUTeHCBS3bIBAIOIEro ¢pparmMenta, u okojo 0,05% monucopdara 20, mpudem
pH komnosuumu coctasysger okono 5,0. B ompeaeneHHbIX acnekTax KOMIO3ULIMS COAEPKUT
KOHLIEHTPALMIO Caxapo3bl, KOTOpast OKOJO B 13,5 pasa mpeBbllIaeT KOHLUEHTPALMIO alerara,
okojio 20 MI/MJI aHTHTeNla WM €ro aHTUTeHCBs3bIBaromero ¢parmenta u okojo 0,05%
nosmcopbara 20, nmpudem pH kommosumnuu cocrasisier okojio 5,0. B onpeneneHHbIX acmekTax
xkomnosuimst conepxkut 20 MM anerata, 270 MM caxapos3bl, 20 MI/MJ aHTUTeNa WU €ro
aHTUreHcBsi3bIBaromero (Qparmenra, u 0,05% mnonucopbara 20, mpuuem pH xommosunmu
cocrasisier 5,0. B ompeneneHHbIX acnekTax KOMIO3ULMS COAECPKUT KOHLIEHTPALIMIO CaXxapo3bl,
kotopast B 13,5 pasa mpeBbllmaeT KOHIEHTpauuio arerara, 20 Mr/Mj aHTHTeNa WIH €ro
aHTUTeHCBs3bIBatOIIero (parmenta, u 0,05% mnomucopbara 20, mpuuem pH kommosuiuu
cocrasJsier 5,0.

[0027] B ompenenenHbx acmnekrax Oydep mpencraBisieT coboil uutpatHbiii Oydep, a
BCIIOMOTATEJIbHOE BEINECTBO MpeACTaBisieT coOod caxapo3y. B ompeneneHHbIX acmekTax
KOMITO3UIIMS COAEPKUT Okojio 20 MM mmrpara, okoio 270 MM caxapossl, okono 20 mr/mi
aHTHTEJIa VI €r0 aHTUTeHCBS3bIBAIOMEro ¢pparmMenta, u okojio 0,05% monucopdara 20, mpudem
pH komnosuumu coctaBisgeT Okoio 5,5. B ompeaeneHHbIX acmekTax KOMIO3WULUS COACPKUT
KOHLIEHTPALMIO €axapo3bl, KOTopas B OKOJO 13,5 pasa mpeBbIIaeT KOHLEHTPALMIO LUTPATa,
okojio 20 MI/MJI aHTHTeNla WIM €ro aHTHreHCBsi3bIBaromero ¢parmenra, u okosno 0,05%
noyucopdara 20, mpuyem pH koMmo3unmu cocTasisier OKojio 5,5, B ompeneneHHbIX acmiekTax
xkommosuiwst conepkut 20 MM nutparta, 270 MM caxapo3el, 20 MI/MJI aHTUTENa WJIH €ro
aHTHreHcBsi3bIBaromero (Qparmenra, u 0,05% mnonucopbara 20, mpuduem pH xommosummu

coctaBysieT 5,5. B ompeneneHHbIX acmekTax KOMIO3ULMS COAEPKUT KOHLIEHTPALMIO CaXapo3bl,



7

Kotopass B 13,5 pasa mpeBblIaeT KOHLEHTpAaIMIO wLuTpata, 20 MI/MJ aHTUTENa WIH €ro
aHTHreHCBs3bIBatomero (parmenra, u 0,05% mnomucopbara 20, mpuduem pH xommosummu
COCTaBJIsIeT 3,5.

[0028] B ompeneneHHBIX acmekTax aHTUTENo coaepxkuT VH, copepskamuii
AMHHOKHCIIOTHYIO TOCJIEIOBAaTEIbHOCTh, TpeacTaBieHHyrdo B SEQ ID NO: 11, w/umu VL,
cofiepKalluii aMUHOKHCIIOTHYIO TOCJIeI0BaTeNbHOCTh, npenctasieHHyo B SEQ ID NO: 12. B
OTNpENEeNeHHbIX AaCMEeKTaX AaHTUTEJIO WIA €ro AaHTUTCHCBSI3bIBAIOIIUI (parMeHT COAEpPIKHUT
TSDKENYIO LeMb, COAEP KAy aMUHOKUCIIOTHYIO TIOCIIeI0BATENbHOCTD, peAcTaBieHHY0 B SEQ
ID NO: 21, w/unu Jerkyr Lemnb, COAEPKAIYH AaMHHOKHCIOTHYIO TOCIEIOBATENIbHOCTD,
npencrasierdyo B SEQ ID NO: 22.

[0029] B ompeneneHHBIX acmekTax N0 MeHbIIed Mepe 95% aHTuTen wim ux
AHTUTEHCBS3BIBAIOIINX (PPArMEHTOB B KOMIIO3ULUHU SIBISTFOTCS a(pyKO3MINPOBAHHBIMH. B
OTIpPENeNIEHHBIX aCMeKTax (PyKO3MIMPOBAHUE B KOMIIO3ULIUH SIBIISIETCS HEOOHAPY KUBAEMBIM.

[0030] B onpeneneHHBIX aceKTaX KOMITO3ULIUA COACPIKUT MOJTHOPA3MEPHOE aHTHUTEIO.

[0031] B omnpeneneHHBIX acreKTax KOMIIO3ULUS COAEPKUT AHTUTEHCBSI3bIBAIOLINN
¢parmeHT. B ompeneneHHBIX acmeKTax aHTHIEHCBs3bIBAIOLINNA (parmeHT comepxut Fab, Fab’,
F(ab’),, omnonenoueunsnii Fv (scFv), mucynbdunuocsszannbii Fv, V-NAR nomen, IgNar,
unrpareno, IgGACH2, munnantureno, F(ab’)s, Terpareno, Tpuareno, quaresio, OTHOIOMEHHOE
antutesio, DVD-Ig, Fcab, mAb?, (scFv), unu scFv-Fc.

[0032] B ompeneneHHBIX acleKTax aHTUTEJIO WM €ro aHTHIeHCBS3BIBAIOLINI (parMeHT
cnieuduyecku cesizpiBaercs ¢ B7-H4 sBanckoro makaka. B onpeneneHHbIX acrekTax aHTUTEIIO
WIM €r0 aHTUT€HCBs3bIBAIOIUI (hparmeHT crenuduueckn cpsspiBaercs ¢ B7-H4 xpoicbl. B
OTIpENEeNIEHHBIX ACMEeKTaX aHTHUTEJO HJIM €r0 aHTUI'€HCBS3bIBAIOIINKN (pparMeHT cnenmuduyecku
cBs3biBaercs ¢ B7-H4 mpiimu.

[0033] B ompeneneHHBIX acMeKTaX aHTUTEJIO WJIM €r0 aHTHIE€HCBS3bIBAKOMINN (PparMeHT
cneunduyecku cesisbiBaercs ¢ IgV nomernom B7-H4 yenosexka.

[0034] B ompeneneHHbIX acnekTax pl aHTUTena WM €ro aHTUIeHCBS3bIBAIOLIETO
¢dbparmMeHTa coctaBisier okoio 8,2. B ompemeneHHbXx acmekTax pl aHTUTENa WM €ro
AHTUT€HCBS3BIBAIOIIETO ()parMEeHTa COCTABIISIET 8,2.

[0035] B ompeneneHHbIX acnekTax apMaleBTHYecKass KOMIO3HMLHUS COCTOUT u3 (1)
aHTUTEJIA, COAEPIKALLETO TAXKENYIO LeMb, COJAEPKALIYI0 aMUHOKHUCIIOTHYIO TIOCIIEI0BATENbHOCTD,
npenctasiennyio B SEQ ID NO: 21, w/unm jerkyr 1emnb, COOEpKallyld aMUHOKHCIOTHYIO
NOCJIe0BATENIbHOCTD, npeacTaBieHHyo B SEQ ID NO: 22, (ii) okomno 20 MM anerara, (1ii)
okoio 270 MM caxapo3bl u (iv) okoso 0,05% wmacca/o0vem mommcopOara 20, mpuuem pH

KOMIO3UIMKH cocTaBysieT okojo 5,0, B ompeneneHHbIX acmekTax (hapmareBTHUECKast



KOMIO3UIHST COCTOMT U3 (1) aHTUTENa, COAEPIKAIEro TSOKEIYK Ielb, COAEpPIKaIlyIo
AMMHOKHCIIOTHYIO TOCIIEIOBATeNbHOCTh, npencrasieHnyo B SEQ ID NO: 21, w/mnu nerkyro
LIeTb, COAEPIKALIYI0 aMUHOKHUCIIOTHYIO MOCIEA0BaTENbHOCTD, npeacTasieHHy0 B SEQ ID NO:
22, (i1) 20 MM arerara, (i11) 270 MM caxapossl u (iv) 0,05% macca/o6bem nonucopbara 20,
npudeM pH xomnosunuu cocrasiser 5,0.

[0036] B ompeneneHHbIX acmekTax (papMaLeBTHYECKas KOMIO3MIUS COCTOMT u3 (i)
aHTHUTEJIA, COAEPIKALLETrO TSHKENYIO Lelb, COAEPKALIYI0 aMUHOKHCIIOTHYIO TIOCIIEI0OBATEIbHOCTD,
npenctasiennyio B SEQ ID NO: 21, w/unm Jerkyr Iemnb, COAEPKAIIyI) aMHUHOKHCIOTHYIO
NOCJIeIOBATENIbHOCTD, mpencTaBieHHyo B SEQ ID NO: 22, (ii) okono 20 MM murpara, (iii)
okoio 270 MM caxapo3bl u (iv) okono 0,05% wmacca/odbem monmcopbara 20, mpuyem pH
KOMIO3ULIUM COCTaBJIsIET OKOJIO 5,5. B onpeneneHHpx acmekTax (apmaneBTUYeCcKas
KOMIIO3UIMST COCTOMT U3 (1) aHTUTENa, COAEPIKAIEro TSIKEIYI IeMlb, COAEpPIKaIIyIo
AMHHOKHCIIOTHYIO TOCIIE0BATENbHOCTD, npenacTtasieHnyo B SEQ ID NO: 21, w/unu nerkyro
LeTb, COAEPIKAIIYI0 aMUHOKHUCIIOTHYIO MOCIEA0BATEIbHOCTD, npeacTasieHHyo B SEQ ID NO:
22, (i1) 20 MM nmrpara, (iii) 270 MM caxapossl u (iv) 0,05% wmacca/o6bsem monucopbara 20,
npuueM pH xoMnosunuu cocrasisier 3,5.

[0037] B onpeneneHHbIX acrieKkTax MIMPUL WK (PIAKOH COAEPKUT (papMaLeBTUIECKYIO
KOMITO3ULIHIO, TTPECTABICHHYIO B HACTOSIIEM TOKYMEHTE.

[0038] B ompeneneHHbIX acmekTax CIoco0 JIeYeHUs: paka, sKcrpeccupyomero B7-H4 y
cyObeKTa, BKJIIOUAET BBEJEHHE CYOBEKTY (papMarieBTUUECKOH KOMITIO3ULIUY, MPEICTABIECHHOHN B
HACTOSIIEM JOKYMeHTe. B ompeneneHHBIX acmekTax pak MNpeacTaBiIseT COOOH CONHIHYIO
OIyXxoJsib. B ompeneneHHbIX acrekTax pak BbIOpAaH M3 IPYIIIBI, COCTOSIIEH M3 paka MOJOYHOH
JKeJIe3bl, IPOTOKOBOW KAPLIMHOMBI, paKka SHIOMETPHs, PaKka SMYHUKOB, HEMEJIKOKJIETOYHOTO paKa
JIETKUX, paKa TMOJKEeNyJOYHON KeNe3bl, paka LIUTOBUAHOHM JKeNe3bl, paka TMOYKH H paka
MOYEBOro My3bIps. B ompeneneHHBbIX acmekTaXx pak MOJIOYHOH JKejle3bl MPEACTaBisieT CoOOit
TPUIKABI HETATUBHBIA PaK MOJIOYHOM JKEJIe3bl MJIM TOJOKUTENbHBIA Ha PELeNTOp TOPMOHA pPaKk
MOJIOYHOI1 JKeJie3bl. B ompeneneHHbIX acreKTax HEMENKOKJIETOUHbIH PaK JIETKUX MPEICTaBIsIeT
cO0OH TUIOCKOKJIETOUHYIO KapLIHTHOMY.

[0039] B onpeneneHHBIX aceKTax CyOBEKT MPEACTABIISIET COOOM YeIoBeKa.

[0040] B ompeneneHHbIX —acrekTax (QapMareBTU4YecKass KOMITO3UIMS — BBOJUTCS
napeHTtepaipbHO. B ompeneneHHBIX acrekTax (apmarneBThdeckas KOMITO3ULHSI BBOIUTCS

BHYTPUBEHHO.



4. KPATKOE OITHCAHHUE TPAOUYECKHUX MATEPHAJIOB

[0041] Ha ®wur.1 npencrasneHa temneparypa passepreiBanus (ITml) B7-H4 anturena
«20502» (adyko3mnMpOBaHHOE) MpPHU Pa3IUYHbIX YCIOBUSAX PH, HM3MEpPEHHBIX C IMOMOIIBIO
cucrembl UNit. (Cwm. ITpumep 3)

[0042] Ha ®ur.2 npexacraBieno BauwsHue pH Oydepa Ha oOpa3oBaHue arperatos
antutena k B7-H4 «20502» (adykosunuposanHoe) mpu 40 °C, kak ONpeneseHo ¢ MOMOLIbIO
SKCKITFO3UOHHOM BBICOKO3((EKTUBHON JKUIKOCTHOM XpomaTorpaduu (3xckimozrnonHHas BOXKX).
CocraB myst kaxporo 3HaueHust pH npusenen B Tabmune 13. IIponeHT BBICOKOMOJIEKYJISIPHBIX
gactun (BMM) cocrasinsin okono O mpu TO mist Bcex mpoTectupoBanHbix 3HaueHuid pH. (Cwm.
[Tpumep 3)

[0043] Ha ®wur. 3 npencrasneHo BiusiHue pH Oydepa Ha oOpazoBanue ¢pparMeHTa npu
40 °C, xak ompeneneHo ¢ moMoibo 3Kckmo3noHHoN BOXKX. CocraB st Kakooro 3HaUE€HUS
pH mpusenen B Tabmuue 13. IIpoueHT Hu3koMonekyJsipabix 4actul (HMM) cocTapisin OKOJO
0 mpu TO nnst Becex mpotectupoBanHbix pH. (Cwm. Ipumep 3)

[0044] Ha dwur. 4 npencrasieno Biusiaue pH Oydepa Ha oOpasoBaHue arperaton (Kak
OTIpeNeNIEHO ¢ IOMOLIBI0 SKCKIIF03noHHOH BOXKX) npu 40 °C B cocrasax, cogeprkamux 20 MM
utpata, 270 MM caxapossl u 0,05% nomicopdara 20 (PS20). (Cm. Ipumep 4)

[0045] Ha ®wur. 5 npexacrasneHo Biausane pH Oydepa Ha obpasoBanue ¢pparmenta (kak
OTIpeIeNIEHO ¢ IOMOIIBIO SKCKII03noHHON BOXKX) nmpu 40 °C B cocrasax, conepxkamux 20 MM
nurparta, 270 MM caxaposel u 0,05% PS20. IIpouent HMM cocrasnsan okono O mpu TO s
Bcex nporectrpoBaHHbIx pH. (Cwm. IIpumep 4)

[0046] Ha ®wur. 6 npencrasneno BausiHue pH Oydepa Ha KUCIOTHbIE BapuUaHThI (Kak
ONpPENeNeH0 C TIOMOLIBK HM303JIEKTPHUYECKOrOo (POKYCHPOBAaHUSI TMON BHU3YAJIM3aLUMOHHBIM
xoHTposeM (iCE)) mpu 40 °C. (Cwm. [Tpumep 4)

[0047] Ha ®wur. 7 nipeacTaBiieHO BIUsHUE TUIOB OydepoB Ha 0Opa3OBaHUE arperaToB
(kax ompeneneHo ¢ MOMOIIb SKCKIF03noHHOH BIYKX) npu 40 °C. (Cwm. [Tpumep 5)

[0048] Ha ®wr. 8 npencrapieHo BiHsHUE TUTIOB Oy epoB Ha oOpasoBaHue (parMeHTOB
(kax ompeneneHo ¢ MoMoIIbo SKCKIF03noHHOH BOYKX) mpu 40 °C. (Cm. IIpumep 5)

[0049] Ha ®wur. 9 mnpexacraBieHO BIHMsAHHE TUMNOB OydepoB Ha oOpa3oBaHME KHCIBIX
BapuaHTOB (kak onpezneneHo ¢ nomombto iCE) mpu 40 °C. (Cm. IIpumep 5)

[0050] Ha ®wur. 10 npencraieHo BiHsHUE TUTIOB OydepoB Ha 0Opa30BaHNE OCHOBHBIX
BapuaHToB (kak onpeznenero ¢ nomoiubko iCE) mpu 40 °C. (Cwm. IIpumep 5)

[0051] Ha ®wur. 11 npeacTaBiieHO BJIUSHHE BCIOMOTaTEJIbHBIX BEIIECTB HA 0O0Opa3oBaHUe

arperatoB (Kak OIpeneseHo ¢ MOMOIIbI0 SKCkI03noHHo BOXKX) npu 40 °C. (Cwm. ITpumep 6)
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[0052] Ha ®ur. 12 npeacTaBiieHO BJIUSHUE BCIOMOTAaTEJIbHBIX BEIIECTB HA O0Opa3oBaHUE
¢dbparMeHTOB (Kak OIMpeneieHo ¢ moMoupio KCko3nonHor BOXKX) mpu 40 °C. (Cwm. IIpumep
6)

[0053] Ha ®ur. 13 npeAcCTaBieHO BJIMSHUE BCIIOMOTATEJbHBIX BEIIECTB Ha KUCIOTHBIE
BapuaHThl (kak onpexaeneHo ¢ nomoinbio iCE) npu 40 °C. (Cwm. [Tpumep 6)

[0054] Ha ®wur. 14 npencrapieHO BIMSHHE BCIIOMOTAaTEJIbHBIX BEIECTB HA OCHOBHBIE
BapuaHThI (kak ornpeneseHo ¢ nomoinbto iCE) mpu 40 °C. (Cwm. [Tpumep 6)

[0055] Ha ®wur. 15 npexacrasneH npodunb auddepeHunanbHON CKaHUPYIOLIEH

kanopumetpuu (JICK) 20502 (adyko3unuposanHoe) B BbiOpaHHOM coctase. (Cum. [Ipumep 6)
S. MNOJAPOBHOE OIMUCAHHUE CYHIHOCTH U30OBPETEHUA

[0056] B HacTosleM MOKYMEHTE MpeajararoTcst (apMaleBTHUECKHE KOMIIO3HULIUH,
cofieprKalfe aHTHTEJIO WM €ro aHTHIeHCBS3bIBAOLIUI (pparMeHT, KOTOpble CHeru(HIecKn
cesi3biBatOTCs ¢ B7-H4 yenoseka. @apmaneBTHUECKHE KOMIIO3ULIUK MOTYT OBbITh CTAOMIIbHBIMH,
HamnpuMep, B YCIOBUSIX JJIUTENbHOTO XpPAHEHUs, IPU MOBTOPSIOIIUXCS LIUKIIAX 3aMOpakKMBaHMsI-
OTTanBaHUs (HAIIPUMeED, IO MEHbIIEH Mepe S IIUKJIOB) U/WJIH MPH MePEMEIINBAHUS.

[0057] Kak yka3aHO B HAcTOSIIEM JOKyMeHTe, (apMaleBTU4YecKasi KOMITO3HUIIHS,
comepskaiast antureso k B7-H4 unu ero anTureHcps3piBaroyii pparment, Mmoxer umetb pH ot
okoio 4,5 no okomo 6, antuteno k B7-H4 wmnm ero aHTUreHCBA3BIBAIOIIMN (PparMeHT
(HampuMep, B KOHLEHTPALMM OT OKOJO 5 10 okosno 25 mr/mi), Oydep (Bkimrouas, HO He
OTPAaHMYMBASICH 3TUM, aleTaT WM LUTPAT), BCIIOMOTraTeNbHOE BEIIECTBO (BKJIOYAs, HO HE
OTPaHUYMBASICH STHM, CaXapo3y, TPErano3y U COpOUT) N/WIM MOBEPXHOCTHO-AKTUBHOE BELIECTBO
(BKJIFOHYAsI, HO HE OTPAHUYMBASICh 3TUM, MoyucopOar, Hampumep, noaucopdar 20 (PS20)).

[0058] B kOHKpETHOM BapHaHTE OCYLIECTBJICHHUS B HACTOSIIIIEM IOKYMEHTE MPeaiaraeTcsi
JKUKasi BOMHAs (hapMarieBTHUECKass KOMITO3ULMs, conepskamasi 20 mr/mn anturena k B7-H4
(manpumep, adyko3unmupoBanHoe aHtureao 20502) B 20 MM amerata, 270 MM caxapo3sl H
0,05% PS20 ¢ pH 5,00 B pgpyrom BapuaHTe OCYIIECTBIEHHMS B HACTOSIIEM IOKYMEHTE
npeasaraeTcst JKMAKas BOAHAs (papMaleBTHUECKash KOMIO3MLUSA, conepkamas 20 mr/mi
antutena k B7-H4 (manpumep, adpykosmnupoBanHoe antuteno 20502) B 20 MM uutpara, 270
MM caxapossl 1 0,05% PS20 ¢ pH 5,5,

[0059] dapmanieBTUUECKHE KOMITO3ULIMM, MPEACTABJICHHBIE B HACTOSINEM IOKYMEHTE,
MOT'YT OBITh TIOJIE3HBI TSI JICUEHHST COCTOSIHUMN, TAKUX KaK pak.

S.1 TepmuHo0rusa

[0060] Tepmun «B7-H4», B KOHTEKCTE€ HACTOSINErO JOKYMEHTa, OTHOCUTCS K

nonunentuaam B7-H4 muexonuraromux, BKJKOYAs, HO HE OrPaHUYMBASCH 3THUM, HATUBHBIE
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nomunentuael  B7-H4  w  wm3odopmel  momunentunos  B7-H4. «B7-H4» oxBaTbIBaeT
MOJTHOpPa3MepHbIe HEMPOLIeCCHPOBaHHbIe nojunenTuasl B7-H4, a Takske Gopmbl moaumnentuaos
B7-H4, xoTopble BOZHUKAIOT B PE3yJIbTaTe MPOLECCUHra BHYTpH KieTku. «llomunykneorun B7-
H4», «aykneorun B7-H4» nnu «nyknennosas kuciaora B7-H4» oTHOCHTCS K MONUHYKJIEOTUAY,
xoaupyrowmemy B7-H4.

[0061] TepMuH «aHTUTENO» O3HA4YaeT MOJIEKYJy HMMMYHOTJIOOYJIMHA, KOTOpas
pacno3HaeT U crielu(UIecKy CBA3bIBACTCS C MUIIEHBIO, TAKOH Kak OeJIOK, MOJNNENTH I, ITeNTH],
YTJI€BOA, MOJHHYKJICOTH, JUMUL WM KOMOMHALIMY BBIIEYKA3aHHOTO 10 MEHbINEH Mepe depes
OIVH CAaWT PaClO3HABAHUS AaHTHIeHa B BapuabeIbHON OONACTH MOJEKYJIbl HMMYHOJIOOYJINHA.
TepMuH «aHTUTENO», B KOHTEKCT€ HACTOSINErO MJOKYMEHTA, OXBAaTbIBAET WHTAKTHBIE
MOJINKJIOHAJIbHBIE AHTUTENA, WHTAKTHbIE MOHOKJIOHAJIBbHBIE AHTUTENA, XUMEPHbIE AHTUTENA,
I'YMaHU3UPOBAHHBIE AHTHUTEJNA, AHTHUTENA YEJIOBEKa, CIUTble OENKH, COmepiKalue aHTUTENO, U
o0y APYry0 MOAM(DHUHUPOBAHHYIO MOJIEKYJy HMMYHOIJIOOYJMHA, TNPH YCIOBHH, YTO
AHTUTEJNA MPOSBISIOT XKEJIAEMYI0 OHOJIOTHUECKYI0 aKTUBHOCTb. AHTHTENO MOKET OTHOCHUTBCS K
1000My M3 TISITH OCHOBHBIX KjlaccoB uMMyHorinoOymmunoB: IgA, IgD, IgE, IgG u IgM, nnmm ux
nonkiaccos (nzorunoB) (Hanpumep, IgGl, 1gG2, IgG3, IgG4, IgAl u IgA2) Ha ocHOBaHUU
UIEHTHYHOCTH MX KOHCTAHTHBIX JOMEHOB TSKEJION LIeTIH, Ha3bIBAEMbIX ajib(a, AeIbTa, STICUIIOH,
raMMa ¥ MIO COOTBETCTBEHHO. PasznmuuHble KJIaCChl MMMYHOIJIOOYJIMHOB MMEIOT OTJIMYHBIE H
XOPOLIO U3BECTHBIE CTPYKTYPBI CyOBENUHUL, U TPEXMepHble KOH(Urypauuu. AHTUTENA MOTYT
OBITh «TOJBIMUY» WJIM KOHBIOTUPOBAHBI C JAPYTUMH MOJIEKYJAMH, TaKUMH KaK TOKCHHBI,
PanvoOU30TONBI U T 1.

[0062] TepmuH «(pparMeHT aHTUTENa» OTHOCUTCA K YacTH HHTAKTHOIO aHTUTENA.
«AHTUTeHCBS3BIBAIOLTUH bparmeHTy, «QHTUT'€HCBS3bIBAIO LU TOMEH WIH
aHTUTEHCBS3bIBAIOIIAsi O0JNACTh» OTHOCUTCS K YacTU HWHTAKTHOTO aHTHTENA, KOTOpas
CBSI3bIBAETCS] C AHTUT€HOM. AHTUTC€HCBS3BIBAIOIINN (PPAarMEHT MOXET COIAEepKaTh aHTHUICHHBIH
y4aCTOK pacno3HaBaHUs WHTaKTHOTO aHTUTENA (Hammpumep, ONpeneNsIoIue
komIuieMeHTapHocTh obmactu  (CDR), nocrarodnble nisi  CrelU(UYECKOro  CBSI3bIBAHHS
aHTurena). llpuMeppl AHTHIEHCBSI3BIBAOLINX (PArMEHTOB AHTHTEN BKJIOYAOT, HO HE
orpaHnyuBarOTCs umH, ¢parmentel Fab, Fab’, F(ab’)2 wu Fv, nuneiiHble aHTUTENa W
OJHOLIENIOYEYHbIE AaHTHUTENA. AHTHIE€HCBSI3bIBAIOIINHA (PparMEHT aHTHTENA MOXKET OBITh MOJYYEH
U3 JOOBIX BUIOB XKMBOTHBIX, TAKUX KaK TPBI3YHBI (HAIIPUMEp, MBI, KPbICA WM XOMSK) H
YeJIOBEKA, MJIM MOXKET OBITh MOJY4eH HCKYCCTBEHHO.

[0063] Tepmunsl «antuteno k B7-H4» u «anrureno, koropoe casizbiBaercs ¢ B7-H4»
OTHOCATCS K aHTUTEINY, KOTOPOE CIIOCOOHO cnennduiecku cBssbiBaThes ¢ B7-H4 ¢ nocrarounoit

apUHHOCTBIO, TaK YTO AHTUTENIO MOXKET OBbITh HCIIOJIb30BAHO KAaK IUATHOCTHUYECKHUH /WM
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TEpaneBTHUECKU areHT st HauenuBaHuss Ha B7-H4. Tepmunbl  «cnenuduyuecku
CBSI3bIBAIOLIUIT», «UMMYHOCTIEHU(UIECKU CBSI3BIBAIOIIUIY, «UMMYHOCTIELU(UIECKU
pacMo3HAIUIN U «CrenuUIecKn pPacHO3HAIOUINI», B KOHTEKCTE HACTOSINEro JOKYMEHTa,
ABJISTFOTCSl QHAJIOTUYHBIMM TEPMHUHAMM B KOHTEKCTE€ AHTHUTEN WM UX AHTHUICHCBS3BIBAIOLINX
¢parmMeHTOB. ODTH TEPMHHBI YKa3bIBAIOT, YTO AHTUTENIO WJIM €ro aHTHICHCBS3bIBAIOIIUN
(dparMeHT CBS3bIBAETCS C SMUTOIOM Yepe3 €ro aHTUT'€HCBSI3bIBAIOIIUI TOMEH M YTO CBSI3bIBAHHE
BJIeYeT 3a COOO HEKOTOPYIO KOMIUIEMEHTapPHOCTb MEKAY AHTHTE€HCBSI3bIBAIOIIUM JIOMEHOM U
snutonioM. COOTBETCTBEHHO, aHTHUTENO, KOTOpoe «cmenuduuecku cBsizbiBaeTcs» ¢ B7-H4
yenoseka (SEQ ID NO: 1), moxer Takke cBsizbiBaThesi ¢ B7-H4 u3 npyrux BunoB (Hampumep,
B7-H4 siBaHCKOro Makaka, MbIIIKA W/MIH Kpbichl) w/unun B7-H4 Genkom, mpoayuupyembie U3
APYTUX aJjIesieil YeoBeKa, HO CTENeHb CBA3BIBAHUS C HECBSI3AHHBIM O€JIKOM, HE OTHOCSIIIUMCSI K
B7-H4 (manpumep, npyrumu uieHamu cemeiictsa 6enkos B7, takumu kax PD-L1), cocraBnsier
MeHee 4yeM okojo 10% cBsa3biBaHus aHTuTena ¢ B7-H4, kak wusMepeHo, Hampumep,
panuonmmyHoanamu3oM (RIA). B KOHKpETHOM BapHWaHTe OCYINECTBJICHHS aHTUTEJIO WM €ro
AHTUTEHCBS3BIBAIOIINN (PparMeHT Ui NMPUMEHEHHUS] B COCTaBe, MPENCTABICHHOM B HACTOSLIEM
NOKyMeHTe, crenuduyecku cBs3biBaeTcsi ¢ B7-H4 uenoBeka, SIBAHCKOrO Makaka, MbIIH |
KPBICHI.

[0064] «MOHOKJIOHAIBHOE» AHTUTENIO WM €ro aHTHIEHCBSI3BIBAOLINKN (parMeHT
OTHOCUTCSI K MOMNYJSLUM TOMOT€HHOTO AHTHUTENA WJIM aHTHUIE€HCBS3BIBAIOLIETO0 (pparMeHTa,
BOBJIEYEHHOI'O B BBICOKOCIELM(UYHOE pPACIIO3HABAHUE M CBS3bIBAHME OAHON AHTHUIE€HHOMN
AETEPMHUHAHTBI WM 3TIUTOMNA. DTO OTIMYAETCS OT MOJUKJIOHAIBHBIX aHTUTEN, KOTOPbIE OOBIYHO
BKJIFOUAIOT pa3Hble AaHTUTENA, HAlpaBJeHHbIE IPOTHUB pPa3HbIX AHTUI€HHBIX JETEPMHHAHT.
TepMHH «MOHOKJIOHAJIBHOEY» AHTUTENIO WJIM €r0 aHTHIeHCBSI3BIBAIOLIMN (PPAarMEeHT OXBaThIBAET
KaK WHTAKTHbIC, TaK M IOJIHOPa3MEpPHbIE MOHOKJIOHAJbHBIE AHTUTENA, a TaKkKe (HParMeHThI
antuten (Takue kak Fab, Fab’, F(ab’)2, Fv), onHouenoueunsie (SCFV) MyTaHTBI, ClIUThIE OENKH,
colepiKallie dYacThb AaHTHUTENa, W JIIOOYK Jpyryi0 MOIU(UIUPOBAHHYIO  MOJIEKYJIY
UMMYHOTJIOOYJIMHA, COAEP ALY YYaCTOK pacro3HaBaHHs. Kpome TOro, « MOHOKJIOHAJIBHOE)
AHTUTEJIO WM €r0 AHTUTCHCBS3BIBAIOIUI (PparMEHT OTHOCHTCS K TAaKUM AHTHUTENaM U HX
AHTUTEHCBS3BIBAIOIINM (PparMeHTaM, MOJYYEHHBIM JIFOOBIM YHCIIOM COCOOO0B, BKIFOYAst, HO HE
OTpaHUYMBASCH UMM, THOpUIOMBL, (aroBelii 0TOOp, PEKOMOMHAHTHAs JKCIPECCUs U
TPaHCT€HHBIE )KUBOTHBIE.

[0065] Tepmunbl «BapuadenbHasi 00ONACTbY WM «BapuUaOENbHBIN JTOMEH», B KOHTEKCTE
HACTOSAIIEr0 JOKYMEHTA, HCIOJB3YIOTCS B3aUMO3aMEHSEMO U SIBJLSIIOTCA OOLIMMU B JaHHOM
obnactu TexHWKU. BapuaOenbHass 00iacTh OOBIMHO OTHOCHTCSI K YaCTH aHTUTENA, OOBIYHO K

YaCTH JIETKOM WJIN TSDKENION 1ienH, 0ObIMHO K aMUHOKOHIY oT 110 no 120 aMHMHOKMCIOT Miu OT
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110 go 125 aMUHOKHCIIOT B 3p€JIOU TSKEION Lenu U OT okoso 90 1o 115 aMMHOKUCIIOT B 3penoi
JIETKOM LIeTH, KOTOPBIE PA3IMUYA0TCs MO MOCIEeN0BATEIbHOCTH CPEAN AaHTUTEN U UCTIOJb3YIOTCS
B CBSI3bIBAHUU U CHEUU(UYHOCTH KOHKPETHOIO AHTHUTENa K €ro KOHKPETHOMY AaHTUTEHY.
N3MeH4YMBOCTb B TMOCJIENOBATENBHOCTH CKOHLIGHTPUPOBAaHA B TeX OOJACTsIX, KOTOpbIE
Ha3bIBAIOTCS 00JIaCTsIMH, onpenensomnumu komiuieMentapHocTh (CDR), B To Bpemst kak Oonee
BBICOKO KOHCEpBATHBHBbIE O0JAaCTH B BAapHa0ENbHOM JOMEHE HAa3bIBAIOTCS KAapKaCHBIMU
obnactsimu (FR). He xenast ObITb CBSI3aHHBIMH KaKUM-JIMOO KOHKPETHBIM MEXAHHM3MOM HIIU
Teopuel, nonaratoT, yTo CDR nerkoii u Tspkenoi neneil HECyT OCHOBHYIO OTBETCTBEHHOCTDH 32
B3aUMOJICHICTBHE U CHEUU(UYHOCTh AHTHTENIA C AHTUTCHOM. B onpeneneHHbIX BapUaHTaX
OCYIECTBJICHHsI BapradesbHasi 001acTh MPENCTABISIET COO0M BapruabeNbHY0 00J1acTh YeIOBeKa.
B HekoTOpbIX BapuaHTax OCyLIeCTBICHUs BapuadbenpHas obaacts BkirouaeT CDR rpbI3yHOB min
MBI, W KapkacHble oOnmactu denoBeka (FR). B KOHKpETHBIX BapHaHTaxX OCYIIECTBICHHUS
BapuadesbHast OOJACTh TPENCTaBJsieT COOOH BapuadenbHYI) O0JacTh MPUMATOB (HATPHUMED,
NPUMATOB, HE SBISFOIIUXCS YEJIOBEKOM). B HeKOTOpBIX BapHaHTaxX OCYIIECTBIICHHS
BapuabenpHas obnacth BKIO4YaeT CDR rppl3yHOB MM MBIIIH, U KapKacHbIE 00JIaCTH MPHMATOB
(FR).

[0066] Tepmunbl «VL» u «nomeH VL» HCHOAB3YIOTCS B3aUMO3aMEHAEMO JUIS
o0o3HaueHus BapuabeapbHOM 00JaCTH JIETKOW LIeNH aHTUTENA.

[0067] Tepmunbl «VH» u «nomen VH» wucnonb3yrTcs B3aUMO3aMEHSIEMO IS
o0o3HaueHUs BapuadeIbHOM O0JIACTH TSKEJIOHN e aHTUTEeNa.

[0068] Tepmun «Hymepanms no Kabar» um mogoOHble TepMHUHBI M3BECTHBI B JAHHOM
o0acTh TEXHUKH M OTHOCATCS K CHCTEMe HyMepalMd AaMHHOKHCJIOTHBIX OCTaTKOB B
BapuabeNbHbIX OOJIACTSIX TSDKEJIOW M JISTKOW IIeNU aHTUTeJA, MJIH €r0 aHTHUTIE€HCBSI3bIBAIOILETO
¢dparmenta. B ompenenennbix acnektax CDR Moryt ObITh OmnpeneneHbl B COOTBETCTBUHU C
cucremoii Hymepauuu no Kadar (cm., Hanpumep, Kabat EA & Wu TT (1971) Ann NY Acad Sci
190: 382-391 and Kabat EA et al., (1991) Sequences of Proteins of Immunological Interest, Fifth
Edition, U.S. Department of Health and Human Services, NIH Publication No. 91-3242).
Ucnons3ys cucremy Hymepanuu o Kadar, CDR B MonekyJie TsSKeNoN Leny aHTUTeNa OOBIMHO
NPUCYTCTBYIOT B TOJOXEHHMSAX aMUHOKHCIOT OT 31 nmo 35, koTopble HEOOSA3aTeNbHO MOTYT
BKJIFOYATh OHY WJIM JBE JOTOJHUTEIbHBIE AaMUHOKHCIIOTHI, CIeayomue 3a 35 (YyIIOMHUHAETCs B
cxeme Hymepauuu o Kadar xak 35A u 35B) (CDR1), nonoxenust amuHOKHCIOT oT 50 10 65
(CDR2) u nonoskeHust aMuHOKHCIOT OT 95 o 102 (CDR3). HMcnonp3ys cucreMy HyMeparuy 1o
Kabar, CDR B Mojekyje Jerkoil Lenu aHTHTela OOBIYHO NPHUCYTCTBYIOT B IOJIOKEHHSX
amuHokucnor 24-34 (CDRI1), nonoxenwmsx amuHokuciaor 50-56 (CDR2) u monokeHHsX

amuHokucnor 89-97 (CDR3). B xonkperHoMm Bapuante ocymectieHuss CDR anrtuten,
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OMHCAHHBIX B HACTOSINEM JOKYMEHTE, OBLIM ONpEeAeNieHbl B COOTBETCTBHH CO CXEMOH
HyMeparuu 1o Kaoar.

[0069] Cuctema Hymepauuu YoTua CChUIA€TCS BMECTO OSTOrO Ha PaCIOJIOKEHUE
ctpyktypHbIx nierenb (Chothia and Lesk, J. Mol. Biol. 196:901-917 (1987)). Konen nerniu CDR-
H1 o Yorua npu Hymepauuu COriacHO cucteMe Hymepauuu rno Kabaty Bapbupyercss Mexay
H32 u H34 B 3aBHCUMOCTH OT IJIMHBI METJH (3TO CBA3aHO C TEM, YTO B CXEME HYMEpaLUH IO
Kabar B H35A u H35B pa3memarorcs BCTaBku, eciiu HU 35A, Hu 35B He npuCyTCTBYIOT, METIISI
3aKaH4YMBaeTCs Ha 32; eclIu IMPUCYTCTBYET TOJbKO 35A, merns 3akaHuMBaeTcss Ha 33; eciau
NpUCYTCTBYIOT 00a 35A wu 35B, merns 3akanumBaercss Ha 34). ['unepBapuabenbHbie 00IACTH
AbM mnpencrasisirot coboit komnpomuce mexxay CDR mo Kabar u cTpykTypHBIMH NMETJISIMU 110
UYorua, U UCTONB3YIOTCS porpammHbiM odecnieuenneM Oxford Molecular ayis MomenupoBaHust

agTuTea AbM.

[Terns ITo Kabar AbM ITo Yortua
L1 L24-1.34 L24-1.34 L.24-1.34

L2 L50-L56 L50-L56 L50-L56

L3 L89-1.97 L89-1L.97 L89-1.97

H1 H31-H35B H26-H35B H26-H32..34

(Hymepaims Kabar)
H1 H31-H35 H26-H35 H26-H32

(Hymepaims Yorua)
H2 H50-H65 H50-H58 H52-H56
H3 H95-H102 H95-H102 HO95-H102

[0070] TepmuH «KOHCTaHTHass OOJACTh» W «KOHCTAHTHBIA JOMEH», B KOHTEKCTE
HACTOSIIIIETO JOKYMEHTA, SIBJISTFOTCSl B3aMMO3aMEHSIEMbIMA U UMEIOT OOIINe 3HAYEHUS] B TaHHOM
obnactu TexHuku. KoHcTaHTHass 00jacTh MPEACTABISIET COOOW HYACTh AHTHUTENA, HANpUMED,
KapOOKCUJIbHYIO KOHLIEBYK) YaCTh JIETKOW W/WMJIU TSDKEJIOW IenH, KOTOpash He Y4acTBYeT
HETMOCPEICTBEHHO B CBSI3bIBAHUHM AHTUTEJIA C AHTHUTCHOM, HO KOTOpasi MOJKET TMPOSIBIIATH
paziuunbie  3(pdexTopHble (QYHKIMM, Takue Kak B3auMojeilcTBue ¢ Fc-permentopom.
KoHcranTHast 00nacTh MOJEKYJIbl HIMMYHOTTIOOYJIMHA OOBIMHO MMeeT Oojiee KOHCEPBATHBHYIO
AMHUHOKHCJIOTHYIO MOCJIEIOBATEIbHOCTh OTHOCHUTENILHO BapuabeIbHOTrO JIOMEHa
UMMYHOTJIOOyJIMHA. B ompeneneHHbIX acmeKkTax aHTUTENIO WIH €ro aHTUTCHCBSI3bIBAKO LM
(¢parMeHT COHNEP>KUT KOHCTAHTHYIO OOJaCTh WM €€ 4YacTh, JOCTAaTOYHYIO  JUIS
AHTUTEJIO3aBUCHMOM KJIeTouHOOIocpenoBanHoi nurotokcnanoct (ADCC).

[0071] TepmuH «TsKenast Lenb», B KOHTEKCTE€ HACTOSINEr0 JOKYMEHTa, MpuU

HUCIIOJB30BAHHMHK B OTHOIICHHH AHTUTECIA MOXET OTHOCHTBCA K J'IIO6OMy OTACJIbHOMY THITY,
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HanpuMmep, aibda (o), neapra (0), srcuioH (g), ramma (y) 1 Mro (1), HA OCHOBE aMUHOKHCJIOTHOU
MOCJIEIOBATEIBHOCTH KOHCTAHTHOIO JOMEHA, KOTOpasi MPUBOAUT K Kjaccam aHtuten IgA, IgD,
IgE, IgG u IgM cootBercTBeHHO, BKItO4as noakiaccel 1gG, Hampumep, 1gGl, IgG2, IgG3 u
IgG4. AMUHOKHUCIOTHBIE MOCIEAOBATEIbHOCTU TSKEJNON LEMU XOPOLIO U3BECTHBI B JTaHHOM
obnacTu TeXHUKU. B KOHKpPETHBIX BapHAHTAX OCYLIECTBJICHUS TsDKENas LeNb NPEeICTaBIsIeT
CO0OH TSKENYIO LIETb YETOBEKa.

[0072] TepmuH «jerkas LeMb», B KOHTEKCTE HACTOSINErO JOKYMEHTa, TpHU
UCTIOJIb30BAHUHM B OTHOLIEHHHM AHTHTEJIA MOXKET OTHOCHTBCS K JIFOOOMY IPYyromy THILY,
Hanpumep, Kamma (K) win jaMOaa (A) Ha OCHOBE AaMHHOKHCIIOTHOH MOCIENOBATEIbHOCTH
KOHCTAHTHBIX JIOMEHOB.  AMHHOKHUCJIOTHBIE TI1OCJIE€JOBATENbHOCTH JIETKOM LeMu XOpOLIO
U3BECTHBI B IAHHOW 00JIACTU TEXHHUKH. B KOHKPETHBIX BapHaHTaX OCYIIECTBJIEHU JIETKas LIEMb
NPEACTaBIsIET COOOM JIETKYIO LIeTTh YeJIOBEKa.

[0073] TepMuH «XUMEpHBIE» AHTUTENA MM HX AHTHTEHCBS3BIBAIOLINE (HPPAarMEHTBI
OTHOCATCS] K aHTUTEJIaM HJIM UX aHTUT€HCBS3BIBAIOIINUM (hparMeHTaM, MpUieM aMHHOKHCIIOTHAS
MOCJIEIOBATENILHOCTD MPOUCXOAUT OT ABYX WM Oojiee BuaoB. Kak mpaBmio, BapmaOenbHas
00JIacTh Kak JIETKOMH, TaK U TSKEJION LeTel COOTBETCTBYET BapHaOeNbHONW 00J1aCTH aHTHTEN UITH
UX AHTUIEHCBS3bIBAOLINX (PparMeHTOB, NOJYYEHHBIX OT OAHOTO BHAA MIIEKOMUTAIOIINX
(HampuMep, MBIIIH, KPBICHL, KPOJIMKA U T. JI.) C KeJIaeMOl CHenu(puIHOCTbIO, aQ(PUHHOCTHIO U
CIIOCOOHOCTBIO, B TO BpeMsl KaK KOHCTAHTHBIE OOJIACTH TOMOJIOTHYHBI NOCIEN0BATEIBHOCTSIM
AHTUTEJ] WM WX AHTUI'€HCBA3BIBAIOIIUX (PPArMEHTOB, MOJYYEHHBIX OT Apyroro (0OBIMHO
YeJIoBeKa), 4ToObI H30eKaTh BhI3bIBAHUSI IMMYHHOT'O OTBETA Y 3TOTO BUJA.

[0074] TepMuH «TYMaHU3UPOBAaHHOE» AHTHUTENIO WM €ro AaHTUICHCBS3bIBAIOLIMI
¢parMeHT OTHOCUTCS K (popMaM HeuenoBe4YeCKHX (HAmpUMeEp, MBIIMHBIX) AHTHTET WJIH
AHTUTEHCBS3BIBAIOIINX (PPArMEHTOB, KOTOPBIE MPEACTABISIIOT CcOOOH cnenuduyeckne Lenu
UMMYHOTJIOOYJIMHOB, XUMEPHbIE UMMYHOTJIOOYJIMHBI WK UX (PParMeHThbl, KOTOPbIE COAEpKaT
MHHHMAJIBHOE KOJIMYECTBO HEUEJIOBEUECKOW IMOCIEAOBATENIbHOCTH (Hampumep, Mbiun). Kak
NpPaBWIO, TYMAHU3MPOBAHHBIC AHTUTENA WM WX AHTUTEHCBS3bIBAOIINE (PPArMEHTHI
NPEACTABISIIOT COOOH MMMYHOTJTIOOYJIMHBI YeJIOBEKA, B KOTOPBIX OCTATKH M3 KOMILIEMEHTAPHON
onpenensitomeit obnmact (CDR) 3amenenbl ocratkamu u3 CDR  HewenoBedeckoro Buaa
(HampuMep, MBIIIH, KPBICBI, KPOJIMKA, XOMsIKA), KOTOPbIE HMEIOT JKEIaeMyI0 CHenu(puIHOCTb,
apdunHOCTL M crocobHOCTh («mpuBuTBIE CDR») (Jones et al., Nature 321:522-525 (1986);
Riechmann et al., Nature 332:323-327 (1988); Verhoeyen et al., Science 239:1534-1536 (1988)).
B HekoTopbIX Ciydasix onpeneneHHble ocTaTku kapkacHoi obmactu Fv (FR) ummyHornoOynuna
YeJIOBEKAa 3aMEHSFOTCSI COOTBETCTBYIOIIMMHU OCTaTKaMH B aHTUTENEe WM (pparMeHTe BUAa, HE

NPUHAJIEKAIIEMY K YEJIOBEKY, KOTOPbIH 00JaaeT skenaeMoi crenupuaHOCTbIO, apPUHHOCTHIO
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U CHOCOOHOCTBIO. ['yMaHM3MPOBAaHHOE AHTUTENO WJINM €r0 AHTUICHCBS3BIBAIOIINHA (pparMeHT
MOTYT OBITb JOIOJHUTEIBPHO MOIU(DHUIIMPOBAHBI MyTEM 3aMEHBbl JOMOJHHUTEIbHBIX OCTaTKOB
mbo B kapkacHoW obnactu Fv, w/unu B octarkax CDR HedenoBeueckoro npoucxoxxaeHust A
YTOYHEHUs U ONTUMH3ALMU CIEU(PUIHOCTH aHTUTENA, €r0 AaHTUT'€HCBA3bIBAIOINETO (parMeHTa,
apdunHOCTM WMy cmocoOHocTH. B o0meM, TyMaHHM3MPOBAHHOE AHTHUTENO WM €ro
AHTUTEHCBS3bIBAOLIMN (pparMeHT Oyner comep:kaTh BapuaOesNbHbIe JOMEHBI, COEPIKALINE BCe
wi 1o cymectBy Bce obmactu CDR, KkoTropele COOTBETCTBYIOT HMMMYyHOITIOOYJIMHY, He
OTHOCALIEMYCsl K YEeJOBEKy, TOTAa KaKk BCe WM MO cymiectBy Bce oOmactu FR sBistorcs
TAKOBBIMH W3  KOHCEHCYCHOH  IOCJENOBATEIBHOCTH  HMMYHOIJIOOYJMHA  YeJIOBeKa.
I'yMaHM3MPOBAHHOE AHTHUTENO WIM €ro AaHTHICHCBS3BIBAOMINN (parMeHT TakkKe MOTyT
cofiep KaTh MO MEHbIIeH Mepe 4YacTb KOHCTAHTHOW O0JacTH WM JOMEHAa MMMYHOTJIOOYJIHMHA
(Fc), obpraHO wuMMyHOrnoOynuHa 4YenoBeka. I[lpumepbl CrmoOCOOOB, HUCHONB3yeMble IS
NOJIy4EHHUS TYMaHU3UPOBAHHBIX aHTHTEN, onucanbl B mateHTe CLITA Ne 5225539; Roguska et al.,
Proc. Natl. Acad. Sci., USA, 91(3):969-973 (1994), u Roguska et al., Protein Eng. 9(10):895-904
(1996). B HEKOTOpBIX BapHAaHTaxX OCYLIECTBICHUS «TYMAHU3MPOBAHHOE AHTHTEJION
MPEICTaBIISIET COOOI aHTUTENIO C H3MEHEHHOH TTOBEPXHOCTBIO.

[0075] TepMuH aHTHUTENO «YEJOBEKa» WJIM €ro aHTHUIEHCBS3bIBAOIINN (parMeHT
O3HA4YaeT AHTUTEJO WM €r0 aHTUICHCBS3BIBAIOIIMN (PparMeHT, MMEIOUINH aMUHOKHCIOTHYIO
NIOCJIEIOBATENILHOCTD, OJTYYEHHYIO M3 T€HHOIO JIOKyCa MIMMYHOTJIOOYJIMHA YeJOBeKa, I7ie TaKoe
AHTUTEJIO WM AHTUIEHCBSA3BIBAIOIIMN (PAarMEeHT MOJy4aroT C HCIOJb30BaHUEM JIH000T0
criocoba, M3BECTHOIO B JAaHHOHM oOnacTu TeXHMKH. [laHHOE OmpenesieHHe aHTHUTeNa YeJOBeKa
WIN €ro aHTHIeHCBA3bIBAIOIIEro ()parMeHTa BKIJIIOYAET WHTAKTHBIE WIIHM ITOJIHOPAa3MEepHBIe
aHTUTENA U UX (PParMeHTBhL.

[0076] «AdyKO3UIUPOBAHHOEY» AHTUTENO WM €r0 AHTUICHCBS3BIBAIOIIMKA (DparMeHT,
WIN aHTUTEJNIO, WM €r0 aHTUTEHCBSI3bIBAIOIUIN (PparMeHT, «JIUIIEHHbIE (PYKO3bI», OTHOCUTCS K
antureny uszoruna IgGl wmm IgG3, unmu ero aHTUreHCBsI3bIBAKOIIEMY (parMeHTy, B KOTOPOM
OTCYTCTBYET INIMKO3WJIMPOBAHNE KOHCTAHTHOH obsactu ¢Gyko3bl. I ukozunuposanue IgG1l umm
IgG3 wuyenosexka mnpoucxoautr mno Asn297 B Buie INIMKO3WJIMPOBAaHUS OJUIOCAXapHUIHBIM
IMaHTEHHAPHBIM KOMITJIEKCOM (PYKO3bl, OKaHYHBAKOIIUMCs 1ocsie 2 octaTkoB Gal. B HekoTopbIx
BapHaHTaX OCYILIECTBJICHUs a(pyKOZWIMPOBAHHOE AHTHUTENO JHUIIEHO (PyKo3bl mo Asn297. DTu
CTPYKTYpBI 0003HaueHbl Kak octatku riukana GO, Gl (a 1,6 wiu 1,3) wiu G2 B 3aBUCHMOCTH OT
Kon4ecTBa KOHLEBBIX octatkoB Gal. Cm., Hanpumep, Raju, T. S., BioProcess Int. 1: 44-53
(2003). I'muxosmnmuposanne turna CHO anturena Fc omucano, nampumep, B Routier, F. FL,

Glycoconjugate J. 14: 201-207 (1997).
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[0077] CriocoObl  m3MepeHust KoyindecTBa (DYKO3bl BKJIIOYAIOT JIOObIE  CIIOCOOBI,
U3BECTHbIE B MHaHHOW oOjactu TexHuku. Jlyis weneil Hacrosimero u3oOpereHus (Qyko3y
oOHapy>kuBaroT criocobom, onucanHbiM B IIpumepe 1 WO 2015/017600, kOTOpBIN NOTHOCTHIO
BKJIFOUEH B HACTOsllee OIHMCAaHME TIOCPEACTBOM CCBUIKM. Bkparile, aHaiu3 TIJIMKAHOB
OCYIIECTBIJISIFOT ~INyTeM BbICBOOOKAEHHsI TIJIMKAHOB M3 aHTUTeNa (HampuMep, IyTeM
(bepMEHTATUBHOTO BBICBOOOKIEHHSI), MAPKUPOBKH TNIMKAHOB aHTPAHUJIOBOW KUCIOTOH (2-AA),
a 3aTeM OYMCTKM MEYEHBIX IJIMKaHOB. Jyisl pas3neneHus riauKaHoOB U U3MEPEHUs] OTHOCUTEJILHOTO
KOJIMYECTBA KAXJOro TIJIMKaHAa B aHTuUTeNne ucnonb3yioT BOXKX ¢ HopMmanbHOU (azoii ¢
(bIyOpPECLIEHTHBIM ~ JIE€TEKTUPOBAHHEM. I'mukanbel  MOTyT  OBITH  TMOJIOKUTEJIBHO
UIEHTU(QHULUPOBAHBI C OTCYTCTBHEM WJIM BKJIIOYEHHEM (PyKO3bl € TOMOLIBIO  Macc-
CHIEKTPOMETPHUH. B  HEKOTOpBIX  BapuMaHTaX  OCYIIECTBJICHUS  (PyKO3a  SIBISIETCS
HEOOHAPY)KMBA€MOW B KOMIIO3UIIUH, COZAEp’KaIlell MHOKECTBO a(pyKO3MIHMPOBAHHBIX AHTHTEI
WIM HUX AHTUIeHCBS3BIBAIOIINX (ParMeHTOB. B HEKOTOPBIX BapHaHTax OCYIIECTBIICHUS
ayKO3WJIIMPOBAHHOE AHTUTENI0 WM €ro aHTHIeHCBs3bIBaOIMUN (parMeHT obnamaer
noBbIlIeHHOH akTUBHOCTBIO ADCC, 4To MOkeT OBbIThb H3MEPEeHO C TIOMOIIBI) aHAJH3A,
npuseAaeHHoro B Ilpumepe 12 B HacTosmeM JOKymMeHTe. B  HEKOTOpPBIX BapUaHTaX
OCyLIECTBIeHU a(QyKO3WIMPOBAHHOE AHTHUTEJIO WM €ro aHTHUIeHCBSI3BIBAIOLINN (PparMeHT
obmamaer mnosbimeHHOH adduuHOCTEIO K Fc-ramma RIIIA. B  HekoTOphIx BapuaHTax
OCyLIeCTBIeHUs a(yKO3WIMPOBAHHOE AHTHUTENO WM €ro aHTHIeHCBS3BIBAIOLIMN (pparMeHT
obnanaer nosbimeHHON adduuHOCTHIO K Fc-ramma RIITA(V158). B HekoTOpbhIX BapuaHTax
OCyIIeCTBICHNST apyKO3WINPOBAHHOE AHTUTENIO WJIM €ro aHTUI'CHCBS3BIBAIOIIUI (pparMeHT
obnanaer noseieHHON apduHHOCTHIO K Fc-ramma RIITA(F158). Cponctso k Fc-ramma RIITA
WM €ro ajulesiiM MOXXHO HU3MEPUTh C MOMOINBIO aHanusa, npuseneHHoro B IIpumepe 10 B
HACTOSILIIEM JOKYMEHTE.

[0078] «AddUHHOCTD CBSI3BIBAHUSY OOBIYHO OTHOCHTCS K CHJIe OOIEeH CyMMBI
HEKOBAJICHTHBIX B3aWMOJIECHCTBUH MEXKAY OJHHUM CAWTOM CBSI3bIBAHUSI MOJIEKYJbI (HAIPHMED,
AHTUTEJIOM WM €ro AHTHUIeHCBS3bIBAOUINM (PAarMEHTOM) U €ro NapTHEPOM CBSI3bIBAHUS
(Harpumep, aHtureHoMm). Ecnu He yka3aHO HMHOE, B KOHTEKCTE HACTOSINErO JOKYMEHTa,
«a(p(UHHOCTD CBSI3bIBAHUS» OTHOCHTCS K BHYTPeHHeH a(p(UHHOCTH CBSA3BIBAHHS, KOTOpas
oTpakaeT B3aumozencTeue 1:1 Mexay wieHaMH mapbl CBS3bIBaHUS (HAPUMED, aHTUTEIIOM HJIH
€r0 aHTUTE€HCBSA3BIBAIOIINM (pParMeHTOM U aHTUTeHOM). CpOICTBO MOJIEKYJIBI X K €€ MapTHepY
Y o0pr4HO MOXKeET OBIT MpencTaBieHo koHcTanTol aucconnanuu (KD). CponctBo Moxer ObITh
U3MEPEHO W/WIIN BBIPAKEHO HECKOJIBKUMH CIIOCOOAMH, N3BECTHBIMHU B TAHHOH 00JIACTU TEXHUKH,
BKJIFOYas, HO HE OrPaHWYMBAsACH 3THM, KOHCTAHTY paBHOBecHOH paucconmauuu (KD) wu

KOHCTaHTy paBHOBecHOM accorpauuu (KA). KD Beraucnsercs u3 orHoueHus Kort/kon, TOrIA Kak
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KA Bbuucasiercst uz otHomeHust Kon/Kofr. kon OTHOCHTCSI K KOHCTaHTE CKOPOCTH aCCOIMALINH,
HaNpHUMep, aHTUTENA WA €r0 aHTUTE€HCBS3bIBAIOLIETO (PparMeHTa ¢ aHTUIE€HOM, a KoffOTHOCHUTCS
K JMICCOLMALINH, HATIPUMEp, aHTUTEJa I €r0 aHTUIe€HCBSI3bIBAIOIIEr0 (PparMeHTa ¢ aHTUT€HOM.
kon and kofr MOTYT OBITH OnpeneneHs! crnoco0amMu, N3BECTHBIMU CIIELUANNCTY B JAHHOH 00JacTu
TeXHUKH, TakuMH Kak BIAcore® uian KinExA.

[0079] TepMuH «3MUTOM», B KOHTEKCTE HACTOSLIETO JOKYMEHTA, SBJSETCS TEPMUHOM B
JaHHOW OOJIAaCTH TEXHUKU M OTHOCHUTCS K JIOKAJU30BAHHOW OOJNACTH aHTHUIE€HA, C KOTOPOM
AHTUTEJIO WM €ro AHTHUIEHCBSI3bIBAOLINI (ParMeHT MOTyT CHelu(UUecKd CBS3bIBATHCSL.
ONUTON MOXKET MPEACTABISITh COOOW, HAmpuMep, CMEKHbIE AMHHOKHCIOTHI TMOJHIIENTHIA
(JTUHEWHBIA WM HENPEPBbIBHBIN 3TUTOI) WM SMUTOI, HAPUMEP, MOKET OOBEIUHSITBCS U3 ABYX
wim 0ojee HECMEXHBbIX O0NacTell MONMNEeNTUAad WIH TMONMUNENTUAOB (KOH(OPMALMOHHBIX,
HEJIMHEWHBIX, TPEPBIBUCTBIX WM HECMEKHBIX SIUTOIIOB). B HekoTOpBIX BapHaHTax
OCYLIECTBIICHUS JMHTON, C KOTOPBIM CHEUU(UYECKH CBSI3bIBACTCS AHTUTENO WJIH €ro
AHTUTE€HCBS3BIBAIOIIUEN (parMeHT, MOKeT ObITh OMNpenesieH, Hampumep, ¢ momoinbio SAMP-
CTHEKTPOCKOMHH, UCCIIEAOBAHUI PEHTTEHOBCKON AN(PaKIMOHHON KpHCcTauorpaduu, aHaJIH30B
HU®DA, obmena Bomopox/medTepuii B COUETAHMM C MacC-CIEKTPOMETpHel (Hampumep,
KUJIKOCTHOH XpoMaTtorpaguu ¢ Macc-CIeKTPOMETPHEN C 3JeKTPOPACIbUIEHHEM), aHAJIN30B Ha
OCHOBE OJIMTONENTUAHOTO CKAaHUPOBAHMSA W/WIM MYyTareHe3HOro KapTUPOBaHHs (Hampumep,
KapTUPOBaHHE CANT-HANpaBJIEHHOTO MyTareHesa). Jlns peHTreHOBCKOW KpucTauiorpaduu,
KPHUCTAJIN3AaLHs MOKET OBITh BBINIOJHEHA C UCIOJNb30BAHUEM JIFOOOTO U3 M3BECTHBIX B AAHHOU
obnmactu TexHuku crocodbos (Hampumep, Giegé R et al., (1994) Acta Crystallogr D Biol
Crystallogr 50(Pt 4): 339-350; McPherson A (1990) Eur J Biochem 189: 1-23; Chayen NE
(1997) Structure 5: 1269-1274; McPherson A (1976) J Biol Chem 251: 6300-6303). Kpucramibst
AHTUTEJIO/eT0  AHTUTCHCBS3BIBAIOIMUN  (parMeHT: AaHTUreH MOryT OBbITh H3y4YeHBl C
UCTIOJIb30BAHHEM XOPOIIO HM3BECTHBIX CIOCOOOB MU(PAKIMHM PEHTTEHOBCKUX JIy4ed M MOTYT
OBITh YTOYHEHBI C MCIIOJIb30BAHHEM KOMITBIOTEPHOIO MPOTPAMMHOIO OOECTIEUeHHs, TAKOTO KaK
X-PLOR (Yale University, 1992, pacnpoctpansiercs Molecular Simulations, Inc.; cm,
Hanpumep, Meth Enzymol (1985) volumes 114 & 115, eds Wyckoff HW et al,; U.S.
2004/0014194), u BUSTER (Bricogne G (1993) Acta Crystallogr D Biol Crystallogr 49(Pt 1):
37-60; Bricogne G (1997) Meth Enzymol 276A: 361-423, ed Carter CW; Roversi P et al., (2000)
Acta Crystallogr D Biol Crystallogr 56(Pt 10): 1316-1323). HccnenoBaHusi MyTareHe3HOTO
KapTUPOBAHHUsI MOTYT OBITh BBINOJIHEHBI C HCIOJb30BaHHEM JIFOOOro crocoda, HM3BECTHOTO
CHELMANNCTY B AaHHOW obmactu TexHuku. Cwm., Hampumep, Champe M et al., (1995) J Biol
Chem 270: 1388-1394 u Cunningham BC & Wells JA (1989) Science 244: 1081-1085 nus

OIHCAHMS CITOCOOOB MYyTarc¢He3a, BKJIro4ast CITOCOOBI AJIAHUH-CKaAaHUPYIOIICTO MyTarcHeE3a.
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[0080] IMonunenTua, aHTUTENO, MOJUHYKJICOTHA, BEKTOP, KJIETKa WJIM KOMITO3ULIUS,
KOTOpbIE «BBIAENEHBI», MPEACTABISAET COOOH MONMUIIENTH I, AHTUTEINO, MOJUHYKICOTH ], BEKTOP,
KJIETKY WIM KOMIIO3UIMIO, KOTOpas HaXxOAWTCsS B (opMme, HE BCTpEHarolleics B NPUPOIE.
Brinenennble MONMUNENTUABI, aHTUTENA, MOJIUHYKJICOTU/bI, BEKTOPBI, KJIETKA WM KOMIO3ULIUU
BKJIIOYAIOT T€, KOTOPbIE ObUTH OYMIIEHBI IO TAKOW CTENEHH, YTO OHU OOJbIIe HE IPUCYTCTBYIOT
B TOW (opMe, B KOTOPOH OHM HAXOAATCS B MpHUpozae. B HEKOTOPBIX BapuaHTax OCYINECTBICHUS
BBbIJICJICHHBIE AHTUTENO, MOJUHYKJIECOTHJ, BEKTOp, KJIETKA WM KOMIIO3ULUS SIBJISIFOTCS IO
CYLIECTBY YUCTOM. TE€PMHUH «IO CyIIECTBY YUCTBII», B KOHTEKCTE HACTOSIIErO AOKYMEHTA,
OTHOCHTCSI K MaTepHajy, KOTOPbIi MMeeT YUCTOTYy Mo MeHbueil mepe 50% (T.e., He COmepIKUT
3arpsi3HEHUH), YUCTOTY MO MeHbluel Mepe 90%, YucToTy mo MeHbluel mepe 95%, 4ucTory mo
MeHbIel Mepe 98% unu yucToTy 1o MeHbluel mepe 99%.

[0081] TepMUHBI «IONMHUIENTUI, IIENTUD» U «OEJOK» HUCHOJB3YIOTCS B HACTOSIIEM
JIOKYMEHTE B3aMMO3aMEHSeMO JUIsi OOO3HAUEHHs IOJUMEPOB AMHHOKHUCIIOT OO0 UIMHBL
[Tomumep Moker OBITh JHMHEHHBIM WM  PA3BETBICHHbIM, OH MOXET COAEPIKaTh
MOAN(PHUIMPOBAHHBIE AaMUHOKHCIIOTHI, U OH MOXKET OBITh pa3zielieH He aMuHOKHCIoTaMu. Kpome
TOrO, YyKa3aHHbIE TEPMHUHBI BKJIOYAIOT AMHUHOKHCIOTHBIA IOJUMEp, KOTOPBIH  ObuI
MOAN(DHUIMPOBAH NMPHUPOAHBIM IyTEM WU IyT€M BMELIATENbCTBA;, HANpUMeEp, 00pa30BaHUEM
IUCY b UIHBIX CBsA3€EH, [JIMKO3UIIUPOBAHUEM, JUnuAaLueH, AUETUIIMPOBAHUEM,
dochopunrpoBaHueM UM JHOOBIMH JPYTUMH MAaHUMYJALUAMHU, UIH MOIU(PUKALUSAMH, TaKHe
KaK KOHBIOralusi ¢ MEYEeHbIM KOMIIOHEHTOM. B ompexneneHue Takke BKIHYEHBI, HANpUMED,
HOJMIENTH/BL, COAepsKalue OANH WiIn Oojiee aHAJIOTOB aMHHOKHUCIIOTHI (BKJIIOYAs, HAIIPUMED,
HETIPUPOJHbIE aMUHOKHCJIOTHI U T.1.), a TaKXke Apyrue MoaupuKaluy, U3BECTHbIE B JAHHOW
obnacti TexHWKH. [IOHSTHO, YTO TMOCKOJIbKY TMOJHIENTHIbI 10 HACTOSIIEMY H300PETeHHIO
OCHOBaHbl HAa AHTUTENAX, B HEKOTOPBIX BAPUAHTAX OCYILIECTBJIEHUs MOJUIENTHABI MOTYT
BCTPEYATHCS B BUAE OTAEIbHBIX LIETIeH WU CBSA3AHHBIX LENEeH.

[0082] TepmMuH «KJieTKa - XO35MH», B KOHTEKCTE HACTOSIIErO JOKYMEHTA, MOXKET ObITh
JrOOBIM THUIIOM KJIETOK, HAIIPUMEP, TEPBUYHON KJIETKOH, KJIETKOW B KYJbTYpPE, WIH KIETKOH H3
KJIETOYHON JMHUU. B KOHKPETHBIX BapHaHTaX OCYIUECTBJICHHS TEPMHUH «KJIETKA-XO35UH»
OTHOCHUTCSI K KJIETKE, TPAaHCHULMPOBAHHON MOJIEKYJIOH HYKJIEWHOBOH KHCIOTBI, U TOTOMCTBY
WM TIOTEHLMAJIbHOMY IMOTOMCTBY TakOi KyieTKu. I[IOTOMCTBO Takoi KJIETKH MOXKET He OBbITh
UJIEHTHYHBIM POJIUTENBCKOHN KIIETKE, TPAaHCHUIIMPOBAHHON MOJEKYJIOH HYKJIEWHOBOH KHCIIOTBHI,
Hanpumep, W3-3a MyTALUN WIN BIMSHUS OKPY’KAIOLIEW Cpenpl, KOTOPblE MOTYT NMPOU3OWUTU B
MOCJNEAYOUNX IOKOJCHUSAX WJIM HHTErpaldd MOJIEKYJbl HYKJIEHMHOBOM KHUCJIOTBI B TI'€HOM

KJICTKHU-XO35H1HaA.
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[0083] TepmuH «apMaLeBTHUECKUII COCTaB» WM «(papMaleBTHUECKasT KOMITO3ULIUD)
OTHOCUTCSI K TIpemapary, KOTOpBIH HaXOAWUTCS B TakoH Qopme, KOTOpas IO3BOJISET
OMONOTNYeCKOll aKTHBHOCTU AaKTHMBHOTO MHIrpeanieHTa ObITh 3(PQeKTHBHON, W KOTOpBIH He
COJZIEP>KUT AOTMOJHUTENbHBIX KOMIIOHEHTOB, KOTOPBIE SIBJIIFOTCS] HENPUEMJIEMO TOKCUYHBIMU AJIs
cyOBexTa, KoTopomy Oyzaer BBOAUTCS cocTaB. COCTaB MOXKET OBITh CTEPHIIBHBIM.

[0084] TepMuH «JIE€KapCTBEHHOE CPEACTBO» OTHOCUTCA K TOTOBOH JIEKAPCTBEHHOM
dopme, HampuMmep, K JKHUAKOMY COCTABY, COZEpIKALeMy AEHCTBYIOIIEe BEIECTBO, KaK IPABHJIO,
HO He 00513aTeJIbHO, B COYETAHUH C OJHUM WK 00Jiee IPYTHMU UHTPEIUSHTAMU.

[0085] TepmuH «nelCTByIOLIEE BELIECTBO» OTHOCUTCS K AKTHUBHOMY HWHIPEIHEHTY,
HanpuMmep aHtuteday kK B7-H4 wunm ero aHTtureHcBs3biBaromemy (parmenty (Hampumep,
apykosmnupoBaHHoMy —aHtureday 20502), KOTOpwli mpeaHa3HadYeH sl oOecredeHus
(apmakonornyeckoii miauM OMONIOTHYECKON AaKTHBHOCTH WM JApyroro mnpsmMoro s¢¢exra B
IWAarHOCTHKE, W3JICYCHUH, CMSATYEHUH, JIUeHUH WM NpopHIaKTUKA 3a00NeBaHus, HO He
BKJIFOUYAET NMPOMEKYTOUHbIE COEAMHEHMS], CIIOJIb3yeMble ITPU CHUHTE3€ TAKOTO UHIPEUEHTA.

[0086] Tepmun «Oydep», B KOHTEKCTE HACTOSIIETO JOKYMEHTAa, OTHOCHUTCS K
KOMITOHEHTY B PacTBOpE, KOTOPBIH MO3BOJSIET PacTBOPY MPOTHBOCTOSATH M3MeHeHusM pH b.
Bydepbl BkIOYAIOT, HAampUMeEp, ALETATHBIM, LUTPATHBIH, CYKUWHATHBIA W THCTUAMHOBBIN
Oydepsl.

[0087] «CtabunbHbI» COCTaB MpeACTaBisieT cOOOH CcOcTaB, B KOTOPOM AaKTHBHBIH
UHrpenueHT (Hanpumep, antuteno k B7-H4 wnm ero aHTUreHCBA3BIBAIOMIMN (pParMeHT) IO
CYIIECTBY COXPAHSIET CBOK (PU3UYECKYIO CTOHKOCTb W/MJIM XUMHUYECKYIO CTaOMIIbHOCTD, H/MJIH
OMONOTMYECKYI0 aKTHBHOCTb IpU XpaHeHHu. CTaOMIBHOCTb MOXKET ObITh HM3MepeHa IpHu
BBIOPAHHBIX YCJIOBUSIX (HANpUMep, MPU TEeMIEpaType) B TEYEHHe BBIOPAHHOTO TMEepPHOAA
BpeMeHHu. COCTaBbl, MPEACTABICHHBIC B HACTOSIIEM JOKYMEHTE, MOTYT ObITh CTAOMIIBHBIMH TPU
KOMHaTHOW Temmneparype (okoio 25 °C) B TeueHHMe TO MeHbIIEH Mepe 6 MecsleB H/MIH
crabmipHbiMA Tpu  okosio 2-8 °C B Tewenme mno MeHbimed Mepe | roma. Cocrtasbl,
NPEACTABJICHHbIE B HACTOSIIEM JOKYMEHTE, TaKke MOryT OBITh CTAOMJIBHBIMH IOCTE
3amopaxkuBaHusl (Hampumep, 10 -70 °C) m oTTauBaHHMsA COCTaBa, Jajee HA3bIBAEMBIX «LIUKJI
3aMopakuBaHus/oTTauBaHms». (COCTaBbl, MPENCTABICHHBIE B HACTOSIIEM JOKYMEHTE, TaKKe
MOTYT OBITh CTA0MIIBHBIMH TIOCIIE TIEPEMEIIBAHMS.

[0088] TepMuHBI «BBOAHMTH», «BBOAWUMBII», «BBENEHHE» ¥ TOMY TOIOOHOE,
UCTIONb3yeMble B HACTOSIIEM JIOKYMEHTE, OTHOCSTCS K Croco0aM, KOTOpblE MOTYT
UCTIONIb30BAThCA ISl 00eCneueHus JOCTaBKHU JIEKAPCTBEHHOTO CPEACTBA, HAIIPUMEp, aHTUTENA K
B7-H4 wnu ero aHTUIeHCBS3BIBAIOLIETO (PparMeHTa B JKENAeMBbli y4acTOK OHOJIOrHYecKOoro

neWicTeusl (HampuMmep, BHyTpUBEeHHOe BBezneHue).  Crnoco0 BBe#eHHUs, KOTOpbIE MOXKHO



21

NPUMEHSTh C areHTaMu U Croco0aMu, ONMMCAHHBIMH B HACTOSIEM JOKYMEHTE, MOJKHO HaWTH,
Hanpumep, B Goodman and Gilman, The Pharmacological Basis of Therapeutics, current edition,
Pergamon; u Remington’s, Pharmaceutical Sciences, current edition, Mack Publishing Co.,
Easton, Pa.

[0089] B KOHTEKCTe HACTOSINEr0 AOKYMEHTa TEPMHUHBI «CYOBEKT» U «IIALUEHT»
ynoTtpebnsoTes:  B3aumosameHsieMo.  CyObekToM MokeT ObITh JKMBOTHOE. B HEKOTOpBIX
BapUAHTAX OCYLIECTBJIEHHUs] CYOBEKT TNPEACTaBisieT COOOH MIIEKONMHUTAIOIIee, TaKoe Kak
OTIIMYHOE OT YeJIOBEeKa YKMBOTHOE (HaIpUMep, KOPOBa, CBUHbSI, JIOLIA/b, KOIIKA, co0aka, KpbIca,
MbIIb, OO€3bsiHA WJIM JPYTOH NpUMAT, U T.J.). B HEKOTOPbIX BapHAHTAX OCYLIECTBIICHHS
CyOBEKT NpEeACTaBIsIeT COOOH SBAHCKOTO MakKaka. B HEKOTOpPbIX BapHaHTaX OCYILECTBIICHHS
n300peTeHst CyOBEKT MPENCTaBIISET COOOH YeoBeKa.

[0090] TepmuH «TepaneBTHYECKH 3PPEKTUBHOE KOJUUECTBO» OTHOCHTCS K KOJHUYECTBY
JIEKApCTBEHHOI'O CPEACTBa, Hampumep, aHturena k B7-H4 unm ero aHTUreHCBA3BIBAIOLIETO
¢dparmenTa, 3¢ GeKTUBHOTO A JIeUeHUS 3a00JI€BaHUS WK PACCTPONCTBA y cyObekTa. B ciydae
paka TepaneBTUYECKH 3(PPEKTHBHOE KOJIMYECTBO JIEKAPCTBEHHOTO CPEACTBA MOXKET YMEHBIINUTh
KOJINYECTBO PAKOBBIX KJIETOK; YMEHBIIUTH pPa3Mep WJIHM HArpy3Ky OMyXOJH, MHTHOMPOBAThH IO
HEKOTOPOH CTENeHH WHQWIBTPALMI PAKOBbIX KJIETOK B rnepudepuyecKkrue OpraHbl
UHruOMpPOBaTh A0 HEKOTOPOH CTENeHH MeTacTa3sUpOBaHME ONyXOJIH;, HMHIHOMpPOBATH 10
HEKOTOPOW CTENEHU POCT OIyXOJH, OOJNerdyuTbh OO HEKOTOPOH CTeNeHW OAuH WM Oojee
CHUMIITOMOB, CBSI3aHHBIX C PakOM; H/WJIM NPHUBOAAT K OJAaronpHsATHOMY OTBETY, TAaKOMYy Kak
yBeJIMYeHne BbDKHUBaeMocTH Oe3 mporpeccupoBanus 3aboneBanus (PFS), BbpkuBaemoctu 0e3
3abonesanus (DFS), obuieii BbokuBaemoctu (OS), monHoro orsera (CR), yacTuuHOro OoTBETa
(PR) wmmm B HEKOTOpPBHIX ciy4asx crabunbHoe 3aboneBanue (SD), ymeHblneHHe
nporpeccupyromiero 3aboneBanusi (PD), ymenbinenue Bpemenu no nporpeccuposanusi (TTP)
wi Jrobas ux koMmOuHanus. B TOl cTeneHW, B KOTOPOU JIEKAPCTBEHHOE CPEICTBO MOMKET
MPeIOTBpaIlaTh POCT W/WIM YOWUBATh CYIIECTBYIOLIHME PAKOBbIE KIIETKH, OHO MOXET OBIThb
LIUTOCTATUYECKUM H/HITH LIUTOTOKCHYECKUM.

[0091] Takue TepMUHBI, KaK <«JICYCHHEY», «JICHALTUIY, «JIEYUTh», «OOJerdaromuny u
«obneryeHrey OTHOCSATCS K TEPANEBTHUECKUM MepaM, KOTOPbIE JIeUaT, 3aMeJISIFOT, YMEHBIIAI0T
CHUMIITOMBI HW/MJIM OCTaHABIMBAIOT NPOTPECCHPOBAHHME MATOJOTHYECKOTO COCTOSIHHS —HIIH
pacctpotictBa. Takum 0Opa3om, Te, KTO HY:KAAE€TCS B JICUYSHUH, BKJIFOYAIOT TeX, KTO YK€ UMeeT
IMarHo3 WJIM TOAO3peHHe Ha 3alojeBaHMe. B ompeneneHHBIX BapuUaHTAX OCYIIECTBIICHHS
CYyOBEKT YCHEIIHO «JIEUYUTCS» OT paka B COOTBETCTBHH CO CHoco0amMu IO HACTOSIIEMY
N300pETEHNIO, €CITM MAlUeHT AEMOHCTPHPYET OAHO WM Oojiee M3 CIEAYIOLIErO: YMEHbIIEHUE

KOJIM4YeCTBa MHJIM IOJIHOE OTCYTCTBUE PAKOBBIX KIJICTOK, YMCHBIICHUC pasMEpa OIMyXOJIH,
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MHruOMPOBaHUE WM OTCYTCTBHE MPOHMKHOBEHHUS PAKOBBIX KJIETOK B MepH(peprUuecKrue OpraHsbl,
BKJIIOUAsi, HalmpHUMep, PaclpOCTpaHEHHE paka B MATCKME TKAHU U KOCTHU, TOPMOKEHHE WU
OTCYTCTBHE METACTAa3UpPOBAHMS OINYXOJIH, TOPMOKEHHE WJIM OTCYTCTBHE pOCTa OIYyXOJIH,;
oOyerueHne OAHOrO WM OoJjiee CHMIITOMOB, CBSI3aHHBIX C KOHKPETHBIM PAaKOM, CHIDKEHUE
3a00J1€Ba€MOCTH M CMEPTHOCTH, YJIyYIIEHHE KauyecTBa JKU3HU, YMEHBbIIEHHE OHKOI€HHOCTH,
OHKOT€HHOW YaCTOTBI WJIM OHKOT€HHOH CIIOCOOHOCTH OMyXOJIM, YMEHbIIEHHE KOJINYECTBA WU
YaCTOThl PAKOBBIX CTBOJIOBBIX KJIETOK B OMyXOJH, IU((PEPEeHIHPOBKA OHKOT€HHBIX KJIETOK B
HEOIMyXO0JIEBOE COCTOSIHUE, YBEJIWYeHHe BbDKHBaeMocTu 0Oe3 mnporpeccupoBanusi (PFES),
BbDKHBaeMOCTb 0Oe3 3aboneBanusi (DFS), obmas BepkuBaemocts (OS), monnubii otser (CR),
yactuuHbli otBeT (PR), crabunbHOoe 3abosneBanue (SD), yMeHbIIEHHE TPOrPECCUPYIOIIETO
3aboneBanuss (PD), ymenpmeHHoe Bpems 1o mnporpeccupoBanus (TTP) wmmm mobas ux
KOMOHMHALHS.

[0092] TepMuHBI «paKk» U «PAaKOBBII» OTHOCSATCS WJINM ONMUCHIBAIOT (PU3MOJIOTHUECKOE
COCTOSIHME Yy MJIEKOMMUTAIOIIMUX, TMPH KOTOPOM TMONYJSLUs KJIETOK XapakTepusyercs
HEpEeryJupyeMbIM pOCTOM KJieTok. IIpumMeprl paka BKJIIOYalOT, HO HE OIPaHUYUBAIOTCS UMM,
T'MHEKOJIOTHYECKHEe BHIbI paka (HampuMmep, pak MOJOYHOH kene3bl (BKJIKOYAst TPYOKABI
HEraTUBHBIII paKk MOJIOUHOW JKesle3bl, IPOTOKOBAas KapLUHOMA, pak SIMYHUKOB U pak
SH/IOMETPHSI), HEMEJKOKJIETOUHBIN pakK JIETKUX, paK MOKETyAOYHOH JKee3bl, paK IUTOBUIHON
JKeNe3bl, paKk MOYKU (HaIpUMep, MOYEYHO-KJIETOYHAs KapLUUHOMAa) M PaK MOYEBOrO Iy3bIps
(HampuMep, KapLMHOMA ypoTeIHajdbHON KieTku). Pak Moxer ObITH «pakoM, KOTOPBIH
skcnpeccupyer B7-H4» unn «pakom, sxcnpeccupyromum B7-H4». Takue TepMUHBI OTHOCATCS
K paKy, copepiKalieMy KJIETKH, KOTopble skcnpeccupyoT B7-H4. Pak Mosxer ObITh epBUYHOMN
OMYXOJIbIO HJIK MOKET ObITh 3aIyLIEHHBIM UM METACTATHYECKUM PAKOM.

[0093] «PedpakTepHbIii» pak MmpencTaBisier coOOH pak, KOTOPBIA MPOrPECCUPYET, MaKe
€CJT MPOTHUBOOIYXOJIEBOE JICUEHHE, TAKOE KaK XMMUOTEPAIHsl, IPUMEHSIOT K OOJIbBHOMY PaKOM.

[0094] «PeuunuBupyrOIUi» pak MNPEACTaBiIsieT COOOW pak, KOTOPBI TMOBTOPHO
pa3BUBaeTCs, WIM Ha HayaJlbHOM YyYacTKE WM B OTJAJEHHOM MecCTe, IOoCjie OTBeTa Ha
HAYaJbHYIO TEPAIHIO.

[0095] TTaieHT «C peUUOUBOM» TNPEACTABIAET COOOUW MAalMeHTa, KOTOPBIM HMEeT
NPU3HAKA WJIM CHMITOMBI paka Iociie peMuccud. HeoOs3aTenpHO ManueHT WMeeT PeLUINB
1ocJie a/bIOBAHTHOM U HEOalbIOBAHTHOM Tepanuu.

[0096] B kOHTEKCTe HACTOSIIEr0 NOKYMEHTa B HACTOSIEM pacKpbiTHH U (popmyre
n300peTeHust, GpOpMBbI €IMHCTBEHHOT'O YHCIIA BKIIOYAIOT (POPMbI U MHOKECTBEHHOT'O YHCIIA, €CITH

KOHTEKCT ABHO HE IPCAMUCHIBACT NHOC.
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[0097] Cnenyer mOHMMAaTh, YTO B TeX CJIy4asX, KOIJAa BAapUAHTbl OCYLIECTBJICHMS
OMKCAHBbI B HACTOSIIEM JOKyMEHTe C (hPOPMYJIMPOBKON «COAEp KAIlHii», B MPOTUBHOM ClIydae
AHAJIOTUYHBbIC BAPUAHTBHI OCYINECTBJICHUS], OMHUCAHHBIE B TEPMHUHAX «COCTOSIIHMHA H3» WU
«COCTOSIIIMN B OCHOBHOM H3», TaKXe MpeNaratoTcs. B HacTosmemM pacKpbITUU «COAEPIKUTY,
«CONepIKaIIUiy, BKIOYAIOIIUNY U «UMEIOIIUNY U TOMY MOJOOHOE MOMKET MMETh 3HAYEeHHE,
npunucasHoe uM B nmareHTHOM mpase CIIIA, u MoXeT 03Ha4aTh «BKJIFOYAET», «BKIIFOYAFOIIHID
U TOMy TOAOOHOE, «COCTOSIIUHA TO CYLIECTBY H3» WIM «COCTOSIIMH MO CYLIECTBY»
aHAJIOTMYHBIM 00pa3oM HMMeeT 3HauYeHue, ykasaHHoe B mareHTHOM mpaBe CIIIA, u TepmuH
SIBJIIETCS OTKPBITBIM, YTO JOMYCKAaeT MPUCYTCTBHE OONBIIEro, 4eM TO, YTO YKa3aHO, €CIH
OCHOBHBIC WJI HOBBIE XaPaKTEPUCTUKH TOTO, YTO TOBOPUTCA HE HM3MEHSIOTCS TPU HAJMYUH
Oojiee TOro, 4TO yKa3aHO, HO HCKJIIOYAIOT BAPUAHTHI OCYLIECTBJIEHHS MPEAIIECTBYIOIIEro
YPOBHSI TEXHHUKH.

[0098] Ecnu cienmnaibHO HE YKa3aHO WJIM HE OYEBUAHO M3 KOHTEKCTA, UCIOJIBb3YEeMbIN B
HACTOSIIIEM JOKYMEHTE TEPMHH «WJIM» TMOHUMAETCS KaK BKIIOYAOIWA. TepMUH «u/Wimy,
UCTIOJIb3yeMbIii B TaKOH (pase, Kak «A w/wim By, npennasHaueH mis obo3HaueHus: «A u By, «A
wi B», «A» u «B». AHanoruyHo, TEpMUH «W/WJIH», UCTIONb3YEMBII B TaKOH (pase, kak «A, B
w/wn Cy», mpeqHa3HAYeH JJIsl OXBaTa KaXIOTro U3 CISNYIOUINX BAPUAHTOB OCYIIeCTBIIeHUs: A, B
uC, A BumC, Aum C; AwmB; Bumu C; AuC; AuB; BuC, A (onun), B (ogun); u C
(omuH).

[0099] TepMuHBI OKOJIO» U «IPUOJIUZUTEIBHO», B KOHTEKCTE HACTOSIIEro JOKYMEHTA,
KOI/la HCHOJIb3YIOTCSL U1l WM3MEHEHUsI YHMCJIOBOIO 3HAYEHHUs WJIM YUCJIOBOIO JUAaIa3oHa,
YKa3bIBAIOT, YTO OTKJOHEHUs1 OT 5% gm0 10% Bbime u ot 5% g0 10% Huxke 3HAYEHHS WU
IUarna3oHa OCTAIOTCS B MpeAeNax MPearnoaraeéMoro 3HauyeHue NMPUBEACHHOTO 3HAYEHUs WU
IUarna3oHa.

[00100] JIroOble KOMMO3UIMKM WM CHOCOOBI, MPENCTaBICHHbIE B HACTOSIIEM
JOKYMEHTE, MOTYT OBITh OOBEIMHEHBI C OMHON UK OoJiee JTFOOBIMU APYTUMHU KOMITO3ULIUSIMU U
criocobaMu, PeCTaBICHHBIMHU B HACTOSIIEM JOKYMEHTE.

5.2 dapmaneBTHYECKHE KOMIIO3HLIMH, coAepRamue anTtureaa k B7-H4

[00101] B HacTosimmeM = JOKyMeHTe  MpemjiararoTcs  (apMareBTHUECKHe
KOMITO3ULIMH (HampuMep, BOIHBbIE (apMaleBTHUECKHUE KOMITO3ULINH), COAEPIKAINe aHTUTENO K
B7-H4 wnu ero aHTUreHCBS3bIBAOIUI (parMeHT (Hampumep, Kak OMHCAHO B paszzuene 5.3
HIKE).

[00102] B onpeneneHHbIX BapWaHTaX OCYIIECTBIEHUS (papMaLeBTUYECKas

KOMITIO3HUILIMA, NpeaCTaBJICHHAsAT B  HACTOAIIEM  OJOKYMCHTEC, SBJIACTCA YCTOﬁqHBOﬁ K
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MHO>KECTBEHHBIM LHMKJIAM 3aMOpPaKMBaHUsI-OTTauBaHus. LlMkn 3amMOpakMBaHUsI-OTTAUBAHUS
MOXET BKJIIOYAaTh 3aMOpaKuMBaHHE (apMaleBTUYECKOH KOMIO3ULMHU (HArpuMep, IpH
temneparype okoiso -70 °C), a 3aTem oTTanBaHue (papMaLeBTHUECKOW KOMITO3ULINH (HATpUMep,
IpyU KOMHATHOH Temriepatype). PapmaueBTudeckas KOMITO3UIMA MOXET ObITh CTaOMIIBHOH B
T€YeHHe IO MEHbIIEH Mepe ISITH LUKJIOB 3aMOpPaKUBAHUSA-OTTAUBAHUS. [ukel
3aMOpaXKMBaHUA-OTTaNBaHUs (HANpUMep, MO MEHbIIeH Mepe NSATh LUKIOB 3aMOpPaXKUBAHMUS-
OTTauBaHUs1) MOTYT HE NPUBOJAUTH K U3MEHEHUIO BHEIIHETO BU/1a, PACTBOPUMBIM arperaraM Wiu
HEBUAMMBIM HEBOOPY KEHHBIM T'JIa30M TBEPABbIM YaCTHULIAM.

[0103] B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHUsS (papmMaleBTUYECKas KOMITO3ULIHS,
NPEACTaBJICHHAs] B HACTOSIIEM JOKYMEHTE, SIBJIACTCSl CTAOWJIBHOW TMpHU IMEPEeMEIINBaAHUM.
[TepemermBanue MOKET BKIIFOYATh BCTpsixvBaHue (Hampumep, mpu 300 obopoTax B MUHYTY Ha
opOUTaNbHOM IIeHKepe) B TEUEHHE OKOJIO TpeX JHEeW IpH KOMHATHOH TeMIlepaTtype.
IlepemernnBanne MOXKET HE MPUBECTH K U3MEHEHHIO BHEIIHETO BUA, PACTBOPUMBIM arperaram,
BapMaHTaM, OTJIMYAIOLIMMCS 3apsAaMH WIH HEBUIUMBIM HEBOOPY>KEHHBIM TJIa30M TBEpPABIM
YaCTULIAM.

[0104] B ompeneneHHBIX BapHaHTaX OCYINECTBJIEHHUs (papManeBTHUECKass KOMITO3ULIHS,
NPEACTaBJICHHAs] B HACTOSIIEM JOKYMEHTE, SIBJSIETCS CTAOMJIBbHOW B YCJIOBHSX JUITMTEIBHOTO
XpaHeHusl. Y CJIOBUS JJIMTEIBbHOIO XPAaHEHUs MOIYT BKJIOYATh XPAHEHHUE MPU TEMIEpaType
okoJio 5 °C (aampumep, ot okosio 2 °C no okoiso 8 °C) B TeueHHe OKOJIO 6 MeCsIIeB WK OKOJIO 1
roga. YcCJOBUS JIMUTENbHOIO XPaHEHUs MOTYT BKJIIOYATh XPaHEHUE MPU TEMIIEPAType OKOJIO 25
°C B TedeHHe OkoJio 6 MecsleB WM OKolo | roma. YcCHIoBUS JUIMTENBHOTO XPaHEHUsS MOTYT
BKJIFOYATh XpaHeHue npu Temmneparype okojo 40 °C B TedeHue OKOJO 3 MecslEeB, OKOJIO 6
MecsILeB Uin OkoJio 1 roxa.

[0105] B HexoTOpbIX BapHaHTaX OCYILIECTBJICHUS (hapMaLeBTHUECKAs KOMITO3ULIHS,
NIPEACTABJICHHAsT B HACTOSALIEM JOKYMEHTE, SBJAETCS YCTOMYMBON K MHOXKE€CTBEHHBIM
(HampuMep, O MeHbIIEH Mepe MATH) LUKJIaM 3aMOPaKUBAHUSA-OTTAMBAHMS, CTAOMJIBHOW TpPHU
nepeMeTBaHUN W/ WTH CTAaOMIIBHON B YCJIOBHSIX JIJIHTEIBHOTO X PAHEHHS.

[0106] B ompeneneHHBIX BapHaHTaX OCYINECTBJICHUS (papmaneBTUYECKas KOMITO3ULIHS,
NPEACTaBJICHHAs B HACTOSIIEM JOKYMEHTE, SBIACTCS CTA0MJIBHOW TpPH XPaHEHHH IPH
TteMnepartype okojo -70 °C u npu xpaHeHuu npu Temmneparype ot okono 2 °C no okono 8 °C B
TE€YeHHe OKOJIO 1 rozaa.

[0107] B HeKOTOpBIX BapHaHTaX OCYIIECTBIEHHs (hapMaLeBTHUECKAs KOMITO3ULIHSI
MOXeET coziepkaTh aHTHTeNo K B7-H4 mnu ero anTureHcss3biBaromuii ¢pparmeHT. B HEKOTOpBIX
BApUAHTaX OCYIUECTBJICHUs] KOHLEHTpauusl aHtuTena k B7-H4 nunu ero aHTUreHCBsI3bIBAIOILETO

¢dparmMeHTa (BKJIFOYAst €ro KHCIOTHBIE 1 OCHOBHBIE BAPUAHTHI) B COCTABE COCTABIISIET OT OKOJIO 5
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Mr/mi 10 okoJio 30 mr/mir. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS! KOHLIEHTPALHS aHTHTENA K
B7-H4 wnu ero aHTHreHCBs3bIBaroLIero (parMeHta (BKJIOYAs €ro KHCIOTHbIE M OCHOBHBIE
BapUaHThl) B (HapMaleBTUYECKON KOMITO3UIMN COCTaBJsAE€T OT Okojo 10 mr/mm 1o okono 25
Mr/mMi1. B HEKOTOpBIX BapuaHTax OCYIIECTBIIEHUs KOHIeHTpauus aHturena Kk B7-H4 umum ero
AHTUTEHCBS3BIBAIOLIETO (parMeHTa (BKJIIOYAsl €ro KUCJIOTHBIE W OCHOBHbIE BAapHAHTHI) B
(apMaLeBTUYECKONH KOMITO3ULIMH COCTAaBJISIET OKOJIO0 20 Mr/mit.

[0108] B HekoTOpBIX BapHaHTAaX OCYIIECTBJICHHUS KOHIEHTpauus anturena k B7-H4 wnm
€ro aHTUTeHCBSI3bIBAIOINETO (pparMeHTa (BKJIOUAs €ro KUCJIOTHBIE M OCHOBHbBIE BAPHAHTHI) B
KOMITO3ULIMH COCTaBisieT OoT S5 mr/mi 10 30 mr/mui. B HEKOTOpBIX BapuUaHTaX OCYLIECTBIICHHS
KOHIIeHTpalusi antutena Kk B7-H4 wiu ero anTureHcBsi3bIBaroIiero GpparmeHra (BKJIFOYAsi €ro
KUCJIOTHBIE H OCHOBHBIE BAPUAHTHI) B (papMaIleBTHIECKONH KOMITO3UIUH cOCTaBisieT OT 10 mr/mi
10 25 mr/mi1. B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHUS KOHIEHTpauus anturena k B7-H4 wmun
€ro aHTUTCHCBS3bIBAIOINETrO (pparMeHTa (BKJIIOUAs €ro KUCIOTHBIE M OCHOBHBIE BAPHAHTHI) B
(hapMaeBTHYECKON KOMITO3ULIUU COCTaBIsieT 20 MI/Mit.

[0109] Kak mpenycMOTpEeHO B HACTOSIIIEM JOKYMEHTE, (hapMaleBTHUECKasT KOMITO3ULHSI
MOKET comep:karb Oydep. B ompeneneHHbIX BapuaHTax OCyLIeCTBiIeHUs Oydep mpencraBisieT
coboii aueratHblii Oydep. B ompeneneHHbIX BapuaHTax OCYIIECTBJICHHs Oydep MpencraBisier
coboli murpatHelii Oydep. B HEKOTOpBIX BapHaHTaxX OCYIIECTBIIEHHs KOHLEHTpaims Oydepa
(HampuMep, aleTaTHOrO WJIM LUTPATHOIO) COCTAaBJsIET OT OKojo 15 mo okomo 25 mM. B
HEKOTOPBIX BapHAaHTaX OCYLIECTBIIEHHUsI KOHLeHTpauus Oydepa (Hampumep, aLETaTHOTO WU
LIUTPATHOI0) COCTaBJsieT OT Okojo 18 no okonmo 22 MM. B HeKOTOpbIX BapHaHTax
OCYIIECTBJICHNs] KOHIIeHTpauus Oydepa (Hampumep, aleTaTHOrO MM LIUTPATHOIO) COCTABISIET
okouso 20 MM.

[0110] B HekoTOpBIX BapWaHTaxX OCYIIECTBJIECHHs KOHIEHTpauus Oydepa (Hampumep,
alleTaTHOTO WJIM LHUTPATHOTO) coctaBimsier oT 15 mo 25 MM. B HekoTopsIX BapuaHTax
OCYINECTBJICHHs] KOHLIEHTpalus: Oydepa (Hampumep, areTaTHOrO WJIM IUTPATHOTO) COCTABJISIET
oT 18 10 22 MM. B HeKOTOpBIX BapHaHTaX OCYIIECTBJICHUs KOHIeHTpalus Oydepa (Hampumep,
alleTaTHOTO MJIM LIUTPATHOT0) cocTanisier 20 MM.

[0111] Kak mpenycMOTpeHO B HACTOSIIIEM JAOKYMEHTe, (hapMaleBTHIECKass KOMITO3ULHSI
MOXET COIEpIKaTh BCIIOMOTaTEeNIbHOE BEIECTBO, HAPUMEP caxap, TAaKOe KaK caxaposa, COpOUT
WIA Tperanosa. B HEKOTOpbIX BapHaHTaX OCYLIECTBJIEHHUS KOHLIEHTPALMsl BCIOMOIATEIbHOTO
BellecTBAa (HAmpUMep, caxapo3bl) COCTABIsIET OT OKojo 225 MM go okomo 300 mM. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHUS KOHLIEHTpalMsl BCIIOMOTaTEJbHOIO  BELIECTBA

(Hampumep, caxaposbl) cocTaBisieT oT okoysio 250 MM mo okono 290 MM. B HekoTopbIX
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BapUAHTAX OCYLIECTBICHHUs KOHLEHTPALMS BCIIOMOTaTEIbHOTO BELIeCTBA (HApUMep, caXxapo3bl)
cocrasisieT 0koJ0 270 MM.

[0112] B HekOTOpBIX BapHUaHTaxX OCYLIECTBJIEHMs KOHLEHTpALUsl BCIIOMOTaTEeIbHOTO
BellecTBa (HampuMmep, caxapo3bl) cocTaBsier 225 MM, B HexkoTOpBIX BapuaHTax
OCYLIECTBJIEHUsT KOHLEHTpalMs BCIIOMOTATENbHOIO  BellecTBa (HAampuMmep, Caxaposbl)
coctasisier oT 250 MM g0 290 MM. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUs KOHLIEHTPALMs
BCIIOMOTATEJIbHOTO BellecTBa (HAIpUMep, caxaposbl) cocrasisieT 270 MM.

[0113] Kak mpenycMOTpeHO B HACTOSIIEM JAOKYMEHTe, (hapMaleBTHUECKass KOMITO3ULIHSI
MOXeT conepxatb Oydep (Hampumep, aueTaTHbIA WIM LUTPATHBIH) W BCIIOMOTaTEIbHOE
BEIECTBO, TAKOE Kak caxap (Hampumep, caxapo3a). B HEKOTOpPbIX BapHaHTaX OCYIIECTBIICHHS
KOHLIGHTPALMsI BCIIOMOTATENIbHOTO BELIECTBA, TAKOrO Kak caxap (Hampumep, caxaposa), OT
okoJyio B10 1o okono B 15 pa3 mpesslmaer koHIeHTpauuto Oydepa (Harmpumep, aneTaTHOro MM
LIUTPATHOr0). B HEKOTOpPBHIX BapHaHTaX OCYIIECTBJIEHUS] KOHLEHTPALHs BCIIOMOTATEIbHOTO
BEIIeCTBA, TAKOrO Kak caxap (Hampumep, caxaposa), Okoso B 13,5 pas mpeBbimaer
KOHIIeHTpauio Oydepa (Hampumep, aleTaTHOTO WM [UTPATHOTO).

[0114] B HexkOoTOpbIX BapHUaHTax OCYLIECTBJEHUs KOHLIEHTpALUsl BCIIOMOTraTebHOrO
BEIECTBA, TAKOro Kak caxap (Hampumep, caxapo3a), B or 10 mo 15 pa3 mpesblmaer
KOHIIeHTpanuio Oydepa (Hampumep, aleTaTHOrO WM IIUTPATHOrO). B HEKOTOPBIX BapHUaHTax
OCYILIECTBIIEHUs] KOHLIEHTPALMsI BCIIOMOTaTENIbHOTO BEIIECTBA, TAKOTO Kak caxap (Hampumep,
caxapo3a) B 13,5 pa3 mpeBplmaer KOHUEHTpauuiro Oydepa (Hampumep, auleTaTHOTO WIIH
LIUTPATHOTO).

[0115] Kak mpenycMOTpeHO B HACTOSIIIEM JAOKYMeHTe, (hapMaleBTHUECKasT KOMITO3ULIHSI
MOKET COAEpIKaTh MOBEPXHOCTHO-aKTHBHOE BEIIECTBO, Hampumep, mosucopbar. ITomucopdar
MOXKET TPEACTaBJATh coOoH, Hampumep, nojucopdar 20 (PS20). B HekoTOpbIX BapuaHTax
OCYLIECTBJICHHsT KOHIIEHTpALUsl TOBEPXHOCTHO-aKTUBHOrO Bemectsa (Hampumep, PS20)
coctaBnsier okoio 0,025-0,075% wmacc. mo oOwemy (macc./00.). B HekoTOpbIX BapuaHTax
OCYLIECTBJICHUsT KOHIIEHTpaLUsl TOBEPXHOCTHO-aKTUBHOrO BemecTtsa (Hampumep, PS20)
coctaBisier ot okono 0,035 mo okxomo 0,065% wmacc./o6.. B HekOTOpbIX BapuaHTax
OCYLIECTBIICHUsT KOHIIEHTpALUsl TOBEPXHOCTHO-aKTUBHOrO BemecTtsa (Hampumep, PS20)
coctasjsieT okoJo 0,05% macc./00..

[0116] B HekoTOphIX BapuUaHTaX OCYILIECTBJICHUS KOHLIEHTpAIUsl MOBEPXHOCTHO-
akTUBHOrO BemecTBa (Hampumep, PS20) cocraBmser 0,025-0,075% wmaccel mo o0beMy
(macc./00.). B HEKOTOPBIX BapHaHTAX OCYIIECTBICHHS KOHLIEHTPALHS TIOBEPXHOCTHO-aKTUBHOTO

BemectBa (Hampumep, PS20) cocraBmser or 0,035 mo 0,065% wmacc/06.. B HekoTOpBIX
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BApUAHTAX OCYIIECTBICHUS KOHLIEHTPALMs MOBEPXHOCTHO-aKTHBHOTO BEINECTBAa (HAampumep,
PS20) cocrasnser 0,05% macc./00..

[0117] Kak mnpenycMOTPEHO B HACTOSALIEM JOKYMEHTE, B HEKOTOPBhIX BapHaHTax
ocymecTsieHus ¢apmareBTHueckas kommosumus umeer pH or okomo 4,5 no okono 6. B
HEKOTOpBIX BapuaHTax ocyiuectBieHus pH QapmaneBTudeckoil KOMITO3UIIMU COCTABJSET OT
okosio 5 1o okono 6. B HekoTophIx BapuaHTax ocyumectBieHus pH dapmanesruueckoi
KOMIMO3ULIUM  COCTaBJIsIET OKojJo S. B HekoTopbix BapuaHTax ocyuectBieHus pH
(apManieBTHYECKOH KOMITO3MIIMM COCTaBJSIET OKOJIO  5,5. B HekoTOpBIX BapuaHTax
ocymecteieHust pH apmaneBTHUECKOH KOMIIO3ULIUU COCTABIISIET OKOJIO O.

[0118] B HacroslieM JOKyMEHTe, B HEKOTOPBIX BapUaHTaX OCYLIECTBICHMUS
dapmaneBrnyeckass komnosuuusi mveer pH or 4,5 mo 6. B HekoTophIXx BapuaHTax
ocymectsiaeHus pH QapmaneBTHYecKoil KOMITO3UIUU COCTaBJIsieT OT 5 A0 6. B HEKOTOpBIX
BapHuaHTax ocyuiectBieHus: pH (apmareBTH4eckoli KOMIO3UIMK COCTaBJsieT 5. B HEKOTOpPBIX
BapHaHTax ocymecTsiaeHus pH (apmaneBTHUecKOi KOMITO3UIMH COCTABISIET 5,5. B HEKOTOpBIX
BapuaHTax ocyuecTsieHus pH papmaneBTHUECKON KOMIO3ULIUU COCTABIISIET 6.

[0119] Kak mpenycMOTpEeHO B HACTOSIIEM AOKYMEHTe, (hapMaleBTHIECKass KOMITO3ULHS
MOXET MPEACTABIATh COO0H JKUAKOCTh. PapmMarieBTHUECKass KOMITO3UIMS (HApUMep, JKUAKAas
bapmarieBTHYECKass KOMITO3ULIHST) MOKET OBbITh JUIsl MAPEHTEPATIbHOIO BBEACHUS, HAIPUMED, AJIS
BHYTPUBEHHOI'O BBEJICHUSI.

[0120] B omHOM BapuaHTe OCylIeCTBIEHUs (papMaleBTUUECKAs KOMIO3HLUS COAEPIKHUT
oT 0oKoJIO 5 mr/mi no okono 30 mr/mia antutena k B7-H4 wumm ero ¢parmenra (Hampumep,
adykosunrposansoro anturena 20502)B , ot okono 15 MM 1o okoso 25 MM anerara, OT OKOJIO
225 MM po okono 300 MM caxapossl u ot okono 0,025% no okono 0,075% PS20. B ogHom
BapUAHTE OCYINECTBJICHUS (hapMaleBTHYeCKasi KoMIo3uwus uMeeT pH ot okoino 4,5 1o okoo 6,
HampuMmep, Okojo 5. B ogHOM BapuaHTe OCyIIeCTBICHHUS (papManeBTUYeCKass KOMITO3ULIHS
NPEACTaBIsIET COOON JKUIKOCTb.

[0121] B onHOM BapuaHTe OCYyINECTBIEHHUsS (apMarleBTHUECKAss KOMIIO3HIUS CONESPIKUT
or 5 wmr/mn go 30 wr/mn anturena k B7-H4 wmm ero ¢parmenta (Hampumep,
adykozmnupoBanHoro antutena 20502)B , ot 15 MM no 25 MM arnerara, ot 225 MM no 300 MM
caxapo3el u ot 0,025% nmo 0,075% PS20. B onHOM BapuaHTe OCYLIECTBJIEHHUS
dapmanesruyeckas komnosuuuss umeer pH or 4,5 mo 6, mampumep, 5. B omHoM BapuanTte
OCyILIecTBIeHHs (papMaLeBTUUECKAsT KOMITO3ULHSI TPEACTABISIET COOOM JKUIKOCTb.

[0122] B omHOM BapuaHTe OCYyIIeCTBIEHUs (hapMalleBTHUECKasi KOMIIO3UIMS CONEPKUT
ot okosio 10 mr/min no okomno 25 mr/mn antutena k B7-H4 wnu ero ¢gparmenra (Hampumep,

adpyxozmnmuposanHoro antutena 20502) B, ot okono 18 MM 1o okoso 22 MM anerara, OT OKOJIO
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250 MM 1o oxono 290 MM caxapossl u oT okono 0,035% no oxono 0,065% PS20. B onnom
BapUaHTE OCYINECTBIICHUS (apMarieBTHUeCKasi KOMITo3uLus nmeeT pH ot okono 4,5 1o okono 6,
Hampumep, okojo 5. B omHOM BapuaHTe oOcCyluecTBieHUs (papmaneBTUYeCKas KOMITO3ULIHS
NpEeACTaBIIsieT COOON KUAKOCTD.

[0123] B ogHOM BapuaHTe OCyLIeCTBIeHUs (papMalieBTHUECKass KOMITO3ULUS CONEPKUT
or 10 mr/mMmn pmo 25 wr/mn anturena k B7-H4 wumm ero ¢parmenta (Hampumep,
adpykosunupoanHoro antutena 20502) B or 18 MM no 22 MM anerata, ot 250 MM no 290 MM
caxaposel u ot 0,035% nmo 0,065% PS20. B onHOM BapuaHTe OCYLIECTBJICHHUS
dapmaneBruyeckast kommnosuuuss umeer pH ot 4,5 no 6, mampumep, 5. B omHoM BapuaHTte
oCyLiecTBIeHHs (papMaLeBTUUECKasT KOMITO3ULHSI TPEACTABISIET COOOM JKUIKOCTb.

[0124] B onHOM BapuaHTe OCYINECTBIEHHUsS (hapMarleBTHUECKass KOMIIO3UIIUS CONESPIKUT
20 mr/ma anturena k B7-H4 wnu ero ¢parmenta (Hanpumep, aQyko3MIUPOBAHHOTO aHTHTENA
20502) B 20 MM anerata, 270 MM caxapo3sl 1 0,05% PS20. B onHOM BapuaHTe OCYIIECTBIECHHS
dapmanepruyeckass kommnosuiusi umeer pH 5,00 B omHOM BapuaHTe OCYIIECTBIICHUS
bapmarieBTHYECKast KOMIIO3HLINS PEACTABISIET COOOH JKUIAKOCTD.

[0125] B omHOM BapuaHTe OCYINECTBICHHs (hapMarleBTHUECKass KOMITIO3HUIUS COHAEPIKUT
oT 0KkoJio 5 Mr/mut o okojio 30 mr/mn antutena k B7-H4 wnu ero ¢parmenra (Hampumep,
adykosunmuposanHoro anturena 20502) B ot okoso 15 MM 1o okosno 25 MM 1urpara, oT OKOJIO
225 MM pno oxono 300 MM caxapossl u oT okojo 0,025% no oxono 0,075% PS20. B ognom
BapUaHTE OCYINECTBJICHUs (apMarieBTHUeCKast KoMro3uius umeer pH ot okono 4,5 1o okono 6,
HampuMmep, Okojo 5,5. B ogHOM BapuaHTe OCyLIeCTBIeHUs (papMarieBTUYeCcKas KOMITO3ULIHSI
IPEeNCTABISIET COOOM JKUAKOCTb.

[0126] B onHOM BapuaHTe OCYIeCTBICHHUS (apMalleBTHUECKash KOMIIO3ULIUS COIEPIKUT
or 5 wmr/mn go 30 wmr/mn anturena k B7-H4 wunu ero ¢parmenta (Hampumep,
adpykozunupoBanHoro antutena 20502) B ot 15 MM no 25 MM nurpara, ot 225 MM o 300 MM
caxapo3el u ot 0,025% pmo 0,075% PS20. B oxHOM BapuaHTe OCYILECTBICHUS
dapmanesruyeckass kommnosunus umeer pH ot 4,5 no 6, Hanmpumep, okojo 5,5. B omgHOM
BapUAHTE OCYIIECTBIEHUS (papMaLeBTHUYECKass KOMITO3ULUS MPENCTABISAET COOOH KUIKOCT.

[0127] B onHOM BapuaHTe OCYyINeCTBICHUs (hapMarleBTHUECKass KOMIIO3HIUS COHAECPIKUT
ot okosio 10 mr/mi no okono 25 mr/mi antutena k B7-H4 wnu ero ¢gparmenta (Hampumep,
adykosnnuposanHoro anturena 20502) B ot okono 18 MM 1o okoino 22 MM murpara, OT OKOJIO
250 MM o oxono 290 MM caxapossl 1 oT okono 0,035% mo oxono 0,065% PS20. B ogHom
BapUAHTE OCYINECTBIICHUS (apmareBTHUeCKast KoMro3uius umeeT pH ot okosno 4,5 1o okono 6,
Harnpumep, okojo 5,5. B ogHOM BapumaHTe OCylIecTBIEHUs (papMaleBTU4YecKas KOMITO3ULIHS

NPEACTaBIIsIET COOON JKUAKOCTD.
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B onmHoM BapuaHTe ocymiecTBieHHs (apMaleBTHUECKasi KOMIO3HIUSA COAEPKUT oT 10
mr/mn 1o 25 mr/mn anturena k B7-H4 wm ero ¢parmenta (Hanpumep, adyKO3UIUPOBAHHOTO
anturena 20502) B ot 18 MM go 22 MM nurpara, ot 250 MM no 290 MM caxapossl u ot 0,035%
no 0,065% PS20. B omHOM BapuaHTe OCYIIECTBIIEHHs (papMalieBTU4YeCckass KOMITO3ULUS UMEEeT
pH ot 4,5 no 6, Hanpumep, okosio 5,5. B oqHOM BapuaHTe OCYLIECTBICHUs (hapMalleBTHYECKas]
KOMITO3HLIHSI ITPEACTABIISAET COOOH KUIKOCTB.

[0128] B omHOM BapuaHTE OCYIIECTBIEHHUS KHIKas (papMaleBTHYECKAs] KOMITO3HULIHSI
comepkut 20 Mr/mi aHTUTENA WU ero GparMeHTa (Hampumep, ahyKO3WIMPOBAHHOTO aHTUTENA
20502) B 20 MM nutpara, 270 MM caxapossl u 0,05% PS20. B omHOM BapuaHTe OCYIIECTBIICHUS
XKuIKas papMareBTHYecKkast komnosunus umeer pH 5,5.

[0129] B HEKOTOpBIX BapHAaHTaX OCYIIECTBIEHHUs (hapMaLeBTHUECKAs KOMITO3ULIHSI
COIEPIKUT AHTUTENI0O WM €ro AaHTUTCHCBS3BIBAIOIIMKA (PParMEHT, KOTOPBIA CHEHU(pHUECKH
csi3piBaeTcsi ¢ B7-H4 genoseka (Hampumep, adykosunmposanHoe aHTHTeno 20502), mpuuem
KOMIIO3UIMsT comepkutr He Oomee 40% KHUCIBIX BapUAaHTOB AaHTUTENA WJIM €ro aHTHIEH-
CBSI3bIBAOLINX (pparMeHToB, W/min He Oojee 20% OCHOBHBIX BAapHAHTOB AHTUTENA WU €ro
AHTUT€HCBS3BIBAIOIIETO parMeHTa uepes 6 Mecsies npu xpaneHnu mpu S °C.

[0130] B HekoTOpBIX BapHaHTaX OCYIIECTBIEHHUs (apMaLeBTHUECKAs KOMITO3ULIHS
COIEPKUT AHTUTENI0O HWJIM €ro AaHTUICHCBA3BIBAIOIIMN (PparMeHT, KOTOpbIH crenuduyecku
cs3biBaeTcsi ¢ B7-H4 wenoseka (Hampumep, adykosunupoBaHHoe aHTHTeno 20502), mpuuem
KOMIO3ULMS COAepKUT OoT okono 30% no oxono 45%, ot okono 30% no okono 40 % unu ot
okoJio 35% no okono 40% KHUCTBIX BapHAHTOB AHTUTENIA WM €r0 AHTUT'€HCBS3BIBAIOIIETO
¢dparmenTa, w/unu ot okoio 11% o okosno 16%, ot okono 10% mo okono 17% wiu OT OKOJIO
9% no okosio 18% OCHOBHBIX BAPUAHTOB AHTUTENA UM €r0 AHTUICHCBS3BIBAIOIIETO (hparmMeHTa
yepes 6 MecsneB npu xpaHeHun npu S5 °C. B HEKOTOPBIX BapHaHTAX OCYIIECTBICHUS
(dapmanieBTHYECKass KOMIIO3HMLUS COAEPKUT AHTUTEN0 WIH €ro aHTHUT€HCBSI3BIBAOIIHI
¢parmMeHT, KOTOpBIH crenuduuecku cps3piBaeTcss ¢ B7-H4  uenoseka (Hampumep,
apykosuiupoBanHoe aHtutTeno 20502), mpudem kommnoszunusi comepxkut ot 30% mo 45%, ot
30 mo 40 % wm or 35% no 40% KuciaplIX BapUAHTOB AaHTHUTENA WK  €r0
aHTUTEeHCBs3bIBarOIIEro ¢parmenta, w/wm ot 11% no 16%, ot 10% no 17% wmm ot 9% no 18%
OCHOBHBIX BApHAHTOB AHTUTENIA WM €r0 aHTUTCHCBS3BIBAIOIIETrO (hparMeHTa 4yepe3 6 MecsieB
npu xpaHeHuu mnpu 5 °C.

[0131] B HexkoTOpBIX BapHaHTaX OCYIIECTBIEHHUsS (hapMaLeBTHUECKas KOMITO3ULIHSI
COIEPIKUT AHTUTENI0O WM €ro AaHTUIeHCBA3BIBAIOLIMKA (PAarMEHT, KOTOPBIH CcreruduyuecKku
cs3biBaeTcsi ¢ B7-H4 uenoBeka, mpudeM KOMMO3ULMS cofepkuT He Oonee 60% wmnu 55%

KHCJIBIX 1 OCHOBHBIX BAPUAHTOB AHTUTEJIA, UK €TI0 aHTUT'CHCBA3BIBAIOLIECTO (bparMeHTa qepe3 6
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MecsieB npu xpaHeHuu npu 5 °C B HEKOTOpBIX BapHaHTAax OCYLIECTBICHUS] KOMIIO3MLIMS
Takke copepxxut He 6osee 40% KUCITBIX BapHaHTOB U/uiu He Ooniee 20% OCHOBHBIX BapUAHTOB
aHTUTEJA I €r0 aHTUIeHCBSA3BIBAIOIIErO (hparMenTa uepes 6 Mecsiies npu xpaneHuu mpu S °C.

[0132] B HeKkOTOpBIX BapuUaHTaX OCYLIECTBJICHUS IMpeajaralorcs (apmMareBTuYecKue
KOMITO3ULIMM, B KOTOPBIX (hapMaLeBTHYECKass KOMIIO3HMLUS COAEPKUT adyKO3UINPOBAHHBIE
auturena K B7-H4 wim ux aHTHUreHcBssbiBaromue (parMeHTsl, U (papManeBTHYECKU
NpUEMJIEMBII  HOCHUTEIb. B  KOHKPETHBIX BapUaHTaxX OCYLIECTBJICHUS MPEAJararTcs
(apManieBTHYECKHEe KOMITO3MLIMU, B KOTOPBIX (papMarieBTU4ecKkass KOMIIO3HLUS CONEPIKUT
apyko3uianpoBaHHble aHTUTeNa K B7-H4 miam aHTUreHCBsI3bIBatOIIME (parMEHThI, Hampumep,
npudeM 1o MeHblneil Mmepe 80% aHTUTEN B KOMIIO3ULIUU SIBJISTIOTCS ahyKko3minupoBaHHbIMU. B
KOHKPETHBIX BAapUAaHTaX OCYIIECTBJICHUS MpeIIaraloTcs (papManeBTUYeCKHe KOMIIO3ULIUH, B
KOTOPBIX (hapMaLeBTHUECKasi KOMIIO3HLIUS CONEPKUT ayKo3mIupoBaHHble aHTUTENAa K B7-H4
WJIM aHTUTEHCBSI3bIBarOIUe (parMeHThl, HAIPUMep, PUYeM 1O MeHblIel Mepe 85% aHTuTen B
KOMITO3ULINH SIBJSIFOTCS a(pyKO3MIIMPOBAHHBIMUA. B KOHKPETHBIX BapHaHTaX OCYIIECTBIICHHUS
npeanararTces (papManeBTUYECKHEe KOMIO3ULUH, B KOTOPBIX (hapMaleBTHUECKass KOMITO3ULIHS
comepkutT adykosmnupoBaHHble aHTUTeNa K B7-H4 wnu antureHcBsi3piBaroniue (QparMeHTsl,
Hampumep, mnpudeM 1o MeHbler Mepe 90% aHTUTEN B KOMIO3ULUU  SIBJISTFOTCS
a(pyKO3UIMPOBAHHBIMH. B KOHKpETHBIX BapuaHTax OCYIIECTBJICHHUsS IPENIararoTCs
dapmManieBTUYECKHE KOMITO3MIIMM, B KOTOPBIX (papmaneBTHUecKass KOMIIO3HILUS CONEPKUT
apykosunupoBaHHble aHTUTeNa k B7-H4 nnm aHTureHcBs3biBarolue (pparMeHThl, Harpumep,
npuyeM Mo MeHblIeld Mepe 95% aHTHTeN B KOMIO3ULUH SBJISIFOTCS adyKO3MIMPOBAaHHbIMU. B
KOHKPETHBIX BapHAHTaX OCYINECTBJIECHHUS MpeNaraloTcsi (papMmaneBTHYeCKUe KOMIIO3ULUH, B
KOTOpBIX (hapMaLeBTHUECKasi KOMIO3HLIUS CONEPKUT ayKko3unupoBaHHble aHTUTENa Kk B7-H4
WM aHTUTEHCBS3bIBAlOIHE (PParMEeHThI, HAIPUMEp, MPUYEM MO MeHbLIeH Mepe 96% aHTHUTEN B
KOMITO3ULIMH SIBJISIFOTCS a(YKO3UJIMPOBAHHBIMUA. B KOHKPETHBIX BapUAHTaX OCYIIECTBJICHHS
npeayararTces (papManeBTUYECKHe KOMIO3ULUH, B KOTOPBIX (hapMaleBTHUECKass KOMITO3ULIHS
comep:kutT adykosmnupoBaHHble aHTUTeNna Kk B7-H4 wnu antureHcBsi3biBaromiue (QparMeHTsl,
HampuMmep, NpuYeM 1O MeHbler Mepe 97% aHTUTEN B  KOMIO3ULUU  SIBJISTFOTCS
a(pyKO3UITHPOBAHHBIMH. B KOHKpETHBIX BapuaHTax OCYIIECTBJICHUs IPEAJararoTCs
(dapmManieBTHYECKHE KOMITO3UIMM, B KOTOPBIX (papMameBTHYeCKass KOMIIO3HMIMS CONEPIKUT
apyko3unnpoBaHHble aHTUTeNa K B7-H4 nnm anTuUreHcBs3bIBaromne (parMeHThl, HApuMmep,
npudeM nmo MeHblneil Mepe 98% aHTHUTEN B KOMIIO3ULIUU SIBJISIIOTCS ayko3mnupoBaHHbIMU. B
KOHKPETHBIX BAapHAHTaX OCYIIECTBJIECHHS MNpeIIaralTcs (papMaleBTUUYECKHE KOMITO3UIUH, B
KOTOPBIX (hapMalLeBTHUECKasi KOMIIO3HULINS CONEPKUT apyKo3mnupoBaHHble aHTUTENa K B7-H4

WM aHTUTEHCBS3bIBaOLIMe (PparMeHThl, HapuMep, IpudeM 1o MeHblie mepe 99% anturen B
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KOMITO3ULINH SIBISIFOTCS a(yYKO3UJIMPOBAHHBIMUA. B KOHKPETHBIX BapHaHTaX OCYIIECTBJICHHS
npeasararTes (papManeBTUYECKHe KOMIO3ULUH, B KOTOPBIX (hapMaleBTHUECKass KOMITO3ULIHS
comepkuT adykozmnupoBaHHble aHTUTeNa K B7-H4 wnu antureHcmsi3piBaroniue (pparMeHTsl,
npudeM $yko3a sBISIETCS HEOOHAPYKUBAEMOH B KOMITO3ULIHL.

[0133] B HeKOTOpbIX BapuUaHTaX OCYLIECTBJICHUS NpPEINIaraloTcs (papMaleBTHYECKHe
KOMITO3ULIMM, B KOTOPBIX (papMaLeBTHYECKas KOMIIO3HMLUS COIEpkKHUT (1) H30JIMPOBAHHOE
AHTUTEJIO WM €r0 aHTHICHCBS3BIBAIOIIMN (PPArMEHT, KOTOPbIH CrerudUuYecku CBSI3bIBACTCS C
B7-H4 4enoBeka, BKJIKOYAKOIUM (a) TMOCIEOOBATELHOCTH OOJACTU  OMpEAeNsoei
komiuiemenTapHocTh (CDR) 1 Bapuabenbhoit obnactu Tspkenoi nenu (VH), CDR2 VH, CDR3
VH u CDRI1, CDR2 u CDR3 BapuabenbHoii obnactu jerkoit uenu (VL) SEQ ID NO: 5-10
cooTtBeTcTBeHHO, (b) BapmalenbHYr0 00JIaCTh TSKENIOW LEenu, COAEPKAIy) aMUHOKHUCIOTHYIO
nocnenosateibHOCTE SEQ ID NO: 11 u BapuabenbHyro 00JacTh JIETKOW MMM, COAEPKAIIYIO
AMUHOKHCIIOTHYO mocienoBateibHOCTh SEQ ID NO: 12, unu (C) TSDKenyro 1enb, COAepKayo
aMUHOKUCIIOTHYIO0 mocnenoBatebHocTh SEQ ID NO: 21, um jerkyro nemnb, COIEpKailyro
aMUHOKHCIIOTHYIO TocienoBatenbHOCT SEQ ID NO: 22 u (i1) dpapManeBTHUECKH MPHEMIIEMOE
BCIIOMOTaTeJIbHOE BELIECTBO.

[0134] B HacrosiimeM TOKyMEHTE TakxkKe mpenjiaraercsi papmMareBTuieckasi KOMIO3ULUS,
B KOTOpOW  (papmaneBThdeckas KOMIO3ULMS  comepkur (1) aHTUTENa WM HX
AHTUT€HCBA3BIBAIOIINE (PPArMEHTHI, KOTOpbIE criennpuiecku cBs3biBatoTcs ¢ B7-H4 uenoseka u
cCoIepKaT TMOCJEeNOBATENBbHOCTH O0JacTH  omnpenessitomeit  kommieMeHtapHocts (CDR) 1
BapuabenbHOl obnactu Tspkenoi tenu (VH), CDR2 VH, CDR3 VH u CDR1, CDR2 u CDR3
BapuabenbHOll obOnactu jnerkoii wmemu (VL) SEQ ID NO: 5-10 coorBerctBeHHO u (i)
(apMarieBTUYECKH MTPUEMJIEMOE BCIIOMOTaTeNIbHOE BEIECTBO, MPUYeM MO MeHbliei mepe 80%,
no Mesblueil mepe 85%, nmo menblueil Mmepe 90%, no MeHbleit mepe 95%, Mo MeHblIel Mepe
96%, no Menblueil Mmepe 97%, no meHbiuel Mepe 98% unu no mMeHbiel Mepe 99% aHTUTEN WU
WX AHTUTEHCBSI3bIBAKOIINX (PPArMEHTOB B KOMIIO3HMIIMH SIBJISTFOTCS a(yKO3WJIMPOBAHHBIMHU. B
OTHOM BapUAHTE OCYINECTBJeHHsS (i) AHTHTENO WM €ro aHTUTEHCBSI3bIBAIOIINK (parMeHT
COIEPKUT BapHa0ENbHY0 O0NaCTh TSDKENOHW Lenmd, COAepIKalYyK aMHUHOKHCIOTHYIO
nocnenosatebHOCTE SEQ ID NO: 11, u BapuabenbHyro 007acTh JIETKOH LEMH, COMEPKALIYIO
aMUHOKHCIIOTHYO TocsienoBaTenbHOCTh SEQ ID NO: 12, wnn (i1) aHTHTENO CONEPIKUT TIKETYIO
LeMb, COAEPIKAIIYI0 aMUHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 21, u nerkyroo uers,

coneprKallyo aMHHOKHUCIIOTHYIO nocnenoBaTeabHocTs SEQ ID NO: 22.
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5.3 Anrurea k B7-H4

[0135] B HacrosmieM AOKyMeHTE MHpeajararoTcs (apMaleBTHUECKHE KOMIIO3HIINY,
cofepKalie aHTUTena (Hanpumep, MOHOKJIOHAJIbHBIE AHTUTENA, TaKHe KaK XHUMEpHbIE,
I'YMaHU3UPOBAHHBIE AHTUTENAa WIM AaHTHUTENIa 4YeJOBeKa) M UX AHTUIEHCBS3bIBAIOLIUE
¢dparmenTsl, KoTOpble crienupuuecku ces3biBatoTca ¢ B7-H4 (nanpumep, B7-H4 yenosexa).
Tunoseie antutena B7-H4 u ux aHTUreHCBs3bIBarOLINe (DParMeHThI, KOTOPbIE MOTYT OBITh
UCTIOJIb30BaHbI B (JapMalleBTHYECKIX KOMITO3ULIHSIX, MPEICTABIEHHBIX B HACTOSIIEM JIOKYMEHTE,
W3BECTHBI B JaHHOW 00JACTH TEXHUKU. AMHHOKUCIIOTHBIE MMOCIENOBATENbLHOCTU nisa B7-H4
YeJIOBEKA, SIBAHCKOTO MAaKaKa, MBIIIHA U KPBICHl M3BECTHBI B TAHHOH OOJIACTH TEXHHUKH U TAK)KE
IIPEICTaBJIEHbI B HACTOSIIEM AOKyMeHTe, kak npenctasieHo SEQ ID NO: 1-4, cooTBeTCTBEHHO.

B7-H4 genoseka:

MASLGQILFWSIISHIILAGATALIIGFGISGRHSITVTTVASAGNIGEDGILSCTFEPD
IKLSDIVIQWLKEGVLGLVHEFKEGKDELSEQDEMFRGRTAVFADQVIVGNASLRLKNV
QLTDAGTYKCYITSKGKGNANLEYKTGAFSMPEVNVDYNASSETLRCEAPRWFPQPTV
VWASQVDQGANFSEVSNTSFELNSENVTMKVVSVLYNVTINNTY SCMIENDIAKATGDI
KVTESEIKRRSHLQLLNSKASLCVSSFFAISWALLPLSPYLMLK (SEQ ID NO:1)

B7-H4 siBanckoro makaka:

MASLGQILFWSIISIIFILAGAIALIIGFGISGRHSITVTTVASAGNIGEDGILSCTFEP
DIKLSDIVIQWLKEGVIGLVHEFKEGKDELSEQDEMFRGRTAVFADQVIVGNASLRLKN
VQLTDAGTYKCYITSKGKGNANLEYKTGAFSMPEVNVDYNASSETLRCEAPRWFPQPT
VVWASQVDQGANFSEVSNTSFELNSENVTMKVVSVLYNVTINNTYSCMIENDIAKATG
DIKVTESEIKRRSHLQLLNSKASLCVSSFLAISWALLPLAPYLMLK (SEQ ID NO:2)

B7-H4 mpiuu:

MASLGQIFWSIINITIILAGATALIIGFGISGKHFITVTTFTSAGNIGEDGTLSCTFEPD
IKLNGIVIQWLKEGIKGLVHEFKEGKDDLSQQHEMFRGRTAVFADQVVVGNASLRLKN
VQLTDAGTYTCYIRTSKGKGNANLEYKTGAFSMPEINVDYNASSESLRCEAPRWFPQPT
VAWASQVDQGANFSEVSNTSFELNSENVTMKVVSVLYNVTINNTYSCMIENDIAKATG
DIKVTDSEVKRRSQLQLLNSGPSPCVFSSAFVAGWALLSLSCCLMLR (SEQ ID NO:3)

B7-H4 xpsichr:

MASLGQIIFWSIINVIIILAGAIVLIGFGISGKHFITVTTFTSAGNIGEDGTLSCTFEP
DIKLNGIVIQWLKEGIKGLVHEFKEGKDDLSQQHEMFRGRTAVFADQVVVGNASLRLK
NVQLTDAGTYTCYIHTSKGKGNANLEYKTGAFSMPEINVDYNASSESLRCEAPRWFPQP
TVAWASQVDQGANFSEVSNTSFELNSENVTMKVVSVLYNVTINNTYSCMIENDIAKAT
GDIKVTDSEVKRRSQLELLNSGPSPCVSSVSAAGWALLSLSCCLMLR (SEQ ID NO:4)
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[0136] B ompeneneHHbIX  BapuaHTax  OCYIIECTBJICHHS  AHTUTENO WM  €r0
AHTUT€HCBA3BIBAIOIINN (parMeHT B (PapMaLeBTUYECKUX KOMIIO3HMIMSX, IPEACTABICHHBIX B
HACTOSIIIIEM JIOKYMEHTe, creruduuecku cBsisbiBaeTcsi ¢ B7-H4 uenoBeka. B ompeneneHHBIX
BApUAHTAaX OCYLIECTBJIEHMs AHTHUTEJIO MJIM €ro aHTHIEHCBS3BIBAIOLINK (parMeHT B
(apmMaLeBTHYECKUX KOMITO3ULMAX, PEACTABICHHBIX B HACTOSIIEM AOKYMEHTE, Crielru(uiecKu
cBsa3biBaeTcsi ¢ B7-H4 dvenoBeka M sABaHCKOrO Makaka. B omnpeneneHHbIX BapHaHTax
OCYLIECTBJICHHUs] AHTUTEJO WJM €ro aHTUT€HCBS3bIBAIOIIUI (parMeHT B (apMaLeBTHYECKUX
KOMITO3UILMSIX, TIPEACTABICHHBIX B HACTOALIEM NOKYMeHTe, crieruduuecku cpsi3biBaeTcsi ¢ B7-
H4 ugenoseka, MpIIIM U KPBICH. B HEKOTOPBIX BapuaHTax OCYLIECTBJECHUs aHTUTEJIO WIH €ro
AHTUTEHCBS3BIBAIOIINN (parMeHT B (PapMaLeBTUYECKUX KOMITO3HMIMSX, IMPEICTABICHHBIX B
HACTOSIIEM JTOKyMeHTe, crenuduyecku cBs3biBaeTcss ¢ B7-H4 denoBeka, sSIBAHCKOTO Makaka,
MBILIHN U KPBICHI.

[0137] B7-H4 conepsxut skromomeH IgC (amunokucaorer 153-241 SEQ ID NO: 1) u
skrogoMmeH IgV (ammuokucnorsl 35-146 SEQ ID NO: 1). B ompeneneHHbIX BapHaHTax
OCYILIECTBIICHUS] AHTUTEJO WJIM €ro aHTUTCHCBS3bIBAOIUI (pparMeHT B (apMaleBTHYECKUX
KOMITO3ULIMSIX, TNPEACTABICHHBIX B HACTOSINEM JOKYMEHTE, CHEeUN(UYECKH CBA3BIBAETCA C
nomeHoMm IgV B7-H4 uyenosexka. CoOOTBETCTBEHHO, B HACTOSIEM JOKYMEHTE MPEACTaBJIECHBI
dapmanieBTUYECKHE KOMIIO3ULMH, COAEp)KAIlMe AaHTUTEeNa M HMX aHTUTCHCBS3bIBAIOLINE
(parMeHThl, KOTOpble CHEU(PHUUECKH CBS3bIBAIOTCS C IOJMUIIENTHIOM, COCTOSIIMM U3
amuHOKHCTIOT 35-146 SEQ ID NO: 1.

[0138] B HekoTOpBIX  BapHaHTax  OCYLIECTBJEHHMs  AHTUTENO  WJIM  €ro
AHTUTEHCBSI3BIBAIOIIMNA (parMeHT B (HapMaleBTUYECKHX KOMITO3HMLMSX, IMPEICTaBICHHBIX B
HACTOSIIIIEM JIOKyMeHTe, crenuduuecku cBsidbiBaercs ¢ B7-H4 uejoBeka U COOEPIKUT LIECTh
CDR anrturena 20502, nepeuncnennsie B Tabmumax 1 u 2.

Ta6auua 1. AMuHOKHCI0THAs nocaenoBareabHocTs CDR VH 1

CDR1 VH CDR2 VH CDR3 VH
AHTHTEJIO
(SEQ ID NO¢) (SEQ ID NO3) (SEQ ID NO:)
20502 GSIKSGSYYWG NIYYSGSTYYNPSLRS AREGSYPNQFDP
(SEQ ID NO:5) (SEQ ID NO:6) (SEQ ID NO:7)

1.CDR VH B Tabnuue 1 onpenenstorcs no Kadar.

Ta6auua 2. AMHHOKHUCJIOTHAs nocaenopareabHocTs CDR2 VL

N CDR1 VL CDR2 VL CDR3 VL
(SEQ ID NO:) (SEQ ID NO:) (SEQ ID NO:)
20502 RASQSVSSNLA GASTRAT QQYHSFPFT
(SEQ ID NO'8) (SEQ ID NO:9) (SEQ ID NO:10)

2 CDR VL B Tabnauue 2 onpenenstorcs no Kabar.
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[0139] B HekoTOpepIX  BapuaHTax  OCYLIECTBJIEHHUsS  AHTUTENO  WIH  €ro
AHTUT€HCBA3BIBAIOIINN (parMeHT B (PapMaLeBTUYECKUX KOMIIO3HMIMSX, IPEACTABICHHBIX B
HACTOAILIEM AOKYMeHTe, crernuduuecku cpszbiBaercss ¢ B7-H4 wenoseka u comepxxur VH
antutena 20502, ykazannyto B Tabnuue 3.

Tabmumna 3: AMHHOKHCJIOTHASs TMOCJEAOBATEIBHOCTh BapHAaleJbHOH o0aacTu

Tsikenoi nenu (VH)

AHTHTENIO AmMuHOKHUCI0THas nocaenoBatenbHocTh VH (SEQ ID NO)
QLQLQESGPGLVKPSETLSLTCTVSGGSIKSGSYYWGWIRQPPGKG
20502 LEWIGNIYYSGSTYYNPSLRSRVTISVDTSKNQFSLKLSSVTAADTA
VYYCAREGSYPNQFDPWGQGTLVTVSS (SEQ ID NO:11)

[0140] B HekoTOpepIX  BapuaHTaX  OCYLIECTBJIEHHS  AQHTUTENO  WIH  €ro
AHTUTEHCBS3BIBAIOIINN (parMeHT B (PapMaleBTUYECKUX KOMITO3HIMSX, IMPEICTABICHHBIX B
HACTOSIIIIEM TOKYMeHTe, crienuudecku cBs3biBaeTcsi ¢ B7-H4 yenoseka u conepxxur VL 20502,
ykazaHHyto B Tabnure 4.

Tabmnua 4: AMHHOKHC/JIOTHasi IMOCJeJ10BATEJbHOCTh BapHabeJbHOH o00JacTu

Jgerxoi uenu (VL)

AHTHUTENO AmuHOKHUCTOTHAs nocienoBarenbHocTh VL (SEQ ID NO)
EIVMTQSPATLSVSPGERATLSCRASQSVSSNLAWYQQKPGQAPRLLIYG
20502 ASTRATGIPARFSGSGSGTEFTLTISSLQSEDFAVYYCQQYHSFPFTFGGGT
KVEIK (SEQ ID NO:12)

[0141] B HekoTOpBIX  BapMaHTax  OCYLIECTBJICHHUS  aHTUTENO  WIH  €ro
AHTUTEHCBSI3BIBAIOIINNA (parMeHT B (apMaleBTUYECKHX KOMITO3HMLIMSX, IMPEICTaBICHHBIX B
HACTOSIIIIEM JOKYMEHTe, crierudpudecku cBs3biBaercs ¢ B7-H4 yenoseka u comepxkutr VH u VL
antutena 20502, ykaszanubie B Tabmune 3 u 4.

[0142] B HexkOTOpBIX  BapuUaHTaX  OCYLIECTBJEHUS  aHTUTENO  WIH  €ro
AHTUTEHCBS3BIBAIOIINN (parMeHT B (HapMaLeBTUYECKUX KOMITO3ULHMSX, IMPEICTABICHHBIX B
HACTOSIIEM JOKYMEHTe, criennpuIecku cBs3biBaercs ¢ B7-H4 yenoBeka u ComepKUT KapKacHbIE
obmactu VH antutena 20502, yka3zanusle B Tabmure S.

Tabanna 5. AMUHOKHCJIOTHAS nocjaenosareabHocts FR3 VH

Antu | FR1 VH FR2 VH FR3 VH FR4 VH
teno | (SEQ ID NO:) (SEQID NO:) | (SEQID NO:) (SEQ ID NO:)

QLQLQESGPGLVK | WIRQPPGKGLE | RVTISVDTSKNQFSL | WGQGTLVT
20502 | PSETLSLTCTVSG | WIG (SEQ ID KLSSVTAADTAVYY | VSS (SEQ ID
(SEQ ID NO:13) NO:14) C (SEQ ID NO:15) NO:16)
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3 Kapkacuble obnactu VH, onucannele B Tabmaule 5, onpeensioTcss Ha OCHOBE TPAHMUIL
cucrembl Hymepauuu Kadat ans CDR. Coorsercrsenno, CDR VH onpenensirores no Kadar, a
KapKacHble OOJIACTH MPENCTAaBISAIOT COOOM aMMHOKHCIOTHBIE OCTaTkH, Ookpyxkaromue CDR B
BapuadenpHOH obnactu B popmate FR1, CDR1, FR2, CDR2, FR3, CDR3 u FR4.

[0143] B HekoTOpBIX  BapHaHTax  OCYLIECTBJIEHHUsS  AHTUTENO  MIM  €ro
AHTUTEHCBSI3BIBAIOIIMN (parMeHT B (HapMaLeBTUYECKUX KOMITO3MLUSAX, NPEIACTABICHHBIX B
HACTOSIIIEM TOKYMEHTe, crielinpudecku cBsizbiBaeTcs ¢ B7-H4 yenoBeka u COIepKUT KapKacHbIE
obnactu VL anturena 20502, ykasanusie B Tabmmuie 6.

Ta6auua 6. AMHHOKHCJIOTHAsI mocaenoBarTeabHocTh FR4 VL

FR4 VL
FRI VL FR2 VL FR3 VL
ARTHTENO | b0 1D NO:) (SEQ ID NO:) | (SEQ ID NO:) 1(\%()) 1D
EIVMTQSPATLSY | WYQQKPGQAP gﬁ‘LdT“IssisQGs%%g FGGGTKVEI
20502 | SPGERATLSC RLLIY (SEQ ID | (v opo 1 | K (SEQ DD
(SEQIDNO:17) | NO:18) NoLI9) NO-20)

* Kapkachele obnactu VL, onucansbie B Tabnuie 6, onpenenstoTcs HA OCHOBE TPAHMUIL
cucrembl Hymeparuu o Kabar nmst CDR. CoorsercrenHo, CDR VL onpenemnstrorest mo Kadar,
a KapkacHble 00JIaCTH MPENCTABISIIOT COOOH aMUHOKHCIOTHBIE OCTaTkH, okpysxaromme CDR B

BapuadenpHOl obnactu B popmate FR1, CDR1, FR2, CDR2, FR3, CDR3 u FR4.

[0144] B HexOTOpBIX  BapuUaHTaX  OCYLIECTBJIEHUS  AHTUTEJNO  WJIU  €ro
AHTUTEHCBS3BIBAIOLINN (parMeHT B (hapMaleBTUUECKHX KOMIO3HMLIMSIX, IMPEACTABJICHHbIX B
HACTOSIIEM AOKYMEHTe, criernuuecku cBszbiBaeTcs ¢ B7-H4 uenoBeka M COOEpKUT YeThIpe
kapkacHbIx obnactu VH u derbipe kapkacHbix objactu VL antutena 20502, nepedncieHHbIE B
Tabnuuax 5 u 6.

[0145] B HexkOoTOpepIX  BapuaHTaXx  OCYLIECTBJIEHHS  AQHTUTENO  WIH  €ro
AHTUTCHCBS3BIBAIOIINN (parMeHT B (hapMaLEeBTUUYECKUX KOMITO3HIMAX, MPEICTABICHHBIX B
HACTOSIIEM JOKYMEHTe, crneruduyecku CBs3biBaeTcss ¢ B7-H4 denoBeka u  comep:kur
NIOCJIEIOBATENILHOCTD TsDKENOH nenu anturena 20502, npusenennyto B Tabmure 7.

Tabanua 7: AMHHOKHCJIOTHBIE MNOC/IEI0BATEILHOCTH IMOJHOPA3MEPHOH TsIKeloH

uenu

AMHMHOKHUCJIOTHAsL TOCJIEA0BATENbHOCTh IMOJHOPA3MEPHON TSDKENION LeTH
(SEQ ID NO)
QLQLQESGPGLVKPSETLSLTCTVSGGSIKSGSYYWGWIRQPPGKGL
20502 EWIGNIYYSGSTYYNPSLRSRVTISVDTSKNQFSLKLSSVTAADTAVY
YCAREGSYPNQFDPWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT

AHTUTEIIO
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AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:21)

[0146] B HekOoTOpBpIX  BapuaHTaXx  OCYLIECTBJIEHHS  AQHTUTENO  WIH  €ro
AHTUTEHCBS3BIBAIOIINN (parMeHT B (PapMaLeBTUYECKUX KOMITO3HLMSX, IMPEICTABJIEHHBIX B
HACTOSIIEM JOKYMEHTe, crneruduyecku CBs3biBaeTcss ¢ B7-H4 uenoBeka W comep:kut
NOCJIEIOBATENILHOCTB JIerKoi e antutena 20502, npusenennyto B Tabnuue 8.

Tabmnua 8: AMHHOKHC/JIOTHBIE IOCJI€JI0BATEJbLHOCTH MOJHOPA3MEpPHOH Jerkoit

nenu

AMHWHOKHUCJIOTHAsA TIOCJIEOBATENbHOCTh IOJTHOPA3MEPHOM JIETKOW LeTH
(SEQ ID NO)
EIVMTQSPATLSVSPGERATLSCRASQSVSSNLAWYQQKPGQAPRLL
IYGASTRATGIPARFSGSGSGTEFTLTISSLQSEDFAVYYCQQYHSFPF
20502 TFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHK
VYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:22)

AHTUTEIIO

[0147] B HexkOTOpBIX BapuaHTaX OCYIIECTBJIEHUS AHTUTENIO WJIM aHTUTCHCBSI3bIBAIOIIHIA
¢dparmMeHT B (hapManeBTHUYECKUX KOMIIO3MLIUSX, NMPEACTABIEHHBIX B HACTOSIIEM JOKYMEHTE,
cneunduvecku cpsidbiBaeTcsi ¢ B7-H4 denoBeka M CONEPIKUT MOCIENOBATEIBHOCTh TSIKEION
LIeTH U MOCJIEI0BATEIbHOCTD JIETKOH Lenu anturesna 20502, nepeunciennbie B Tabnunax 7 u 8.

[0148] B ompeneneHHBbIX acMeKTax aHTUTENIO WM €r0 aHTUTE€HCBSI3bIBAIOIIUI (pparMeHT
B (papMarieBTUYECKUX KOMITO3UIMAX, MMPEICTABIEHHBIX B HACTOSLIEM JOKYMEHTE, OIMUCHIBAETCS
ToNbKO ero VL-nomeHnom unu tonpko ero VH-gomenom unu Tonsko ero 3 CDR VL unu Tonpko
ero 3 CDR VH. C(Cwm., nanpumep, Rader C ef al., (1998) PNAS 95: 8910-8915, xoropas
BKJIIOUEHA B HACTOsllee OMHCAHHWE IIOCPEICTBOM CCHUIKM BO BCEH €€ IOJHOTE, OMUCHIBasI
I'YMaHU3ALUUI0 MBIIIMHOTO aHTHTENa K OvB3 myTeM HAeHTU(UKALUU TOTIONHSIOUIEH JIETKOH
LIeTI WJIH TSDKEJIOHN LEeTH, COOTBETCTBEHHO, OT JIETKOM LIENH YeJIOBeKa NI OMOIMOTEKH TsKENOM
Leny, NpPUBOAsSINEH K BapuaHTaM TyMaHHU3UPOBAHHOIO AaHTUTENIA, HMEHOIINM CPOACTBO
HACTOJIBKO ke TN O0Jiee BBICOKOE, YeM CPOACTBO ucxonHoro anturena. Cm. maxoce Clackson
T et al., (1991) Nature 352: 624-628, xoTOpas BKJIIOUEHA B HACTOSALIEE OMUCAHNUE ITOCPEACTBOM

CCBUIKH BO BCEH €€ IOJIHOTE, OMHCHIBAs CIIOCOOB! MOJNyUEHHUs] aHTUTEIN, KOTOpble CrelUpUIECcKH
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CBSI3bIBAIOTCSI CO CIIEU(UUECKUM aHTUT'€HOM C HUCIOJb30BaHUEM crieruduueckoro VL nomena
(wmu momena VH), u ckpunuHr Ombnuorekn Ha pomnonssomnid VH nomen (wiu VL nomen).
CxpuHuHr mnpusen kK 14 HOBbIM HapTHepam Aaisl KOHKpeTHoro aoMeHa VH u 13 HOBBIM
napTHEpaM Ui KOHKPETHOrO A0MeHa VL, KOTOpbI€ CBA3BIBAIMChH CHUIIbHEE, KaK ONPEAENIEHO C
nomotbio UPA.  Cm. maxace Kim SJ & Hong HJ, (2007) J Microbiol 45: 572-577, xoropas
BKJIFOUEHA B HACTOsLIee OMHCAHME IIOCPEACTBOM CCBUIKM BO BCEH €€ IMOJHOTE, OMHChIBAs
CIIOCOOBI TOJIYYEHUS] AHTUTEJI, KOTOPBIE CHIELU(PUIECKH CBA3BIBAIOT CHENU(PUUECKHH aHTHIEH, C
UCTIONIb30BaHueM crienuduueckoro ngomeHa VH u  ckpunuHra Oubnuoreku (Hanpumep,
oubmmorekn VL uenosek) Ha momosHstomme VL nomeHsl; BeiOpaHHble VL TOMEHBI B CBOIO
oyepenb, MOIryT ObITh HCIOJB30OBAHbI JUI  HANPABJIEHHOrO OTOOpa  JOTIOJIHSIFOLIHX
KOMILIEMEHTapHBIX (Hanpumep, denoseka) VH nomeHoB.

[0149] B Hexoropeix acnekrax CDR antuTena wnm ero aHTUIEHCBS3BIBAKOLIUN
(parMeHT MOTYT OBITh ONPEAEIIEHbI B COOTBETCTBHU CO CXEMOW HyMmepauuu rno Yorua, KoTopas
OTHOCHUTCSI K MECTOIOJIOKEHHIO MMMYHOTJIOOYJIMHA CTPYKTYPHBIX NETeNnb (CM., Hanpumep,
Chothia C & Lesk AM, (1987), J Mol Biol 196: 901-917; Al-Lazikani B et al., (1997) J Mol Biol
273: 927-948; Chothia C et al., (1992) J Mol Biol 227: 799-817;, Tramontano A ef al., (1990) J
Mol Biol 215(1): 175-82 u marent CIIA Ne 7709226). Kak mpaBujo, mpu HCIOIb30BaHUN
cucrembl Hymepauuu no Kabarty merns mo Yorma CDR-HI mpencraBneHa aMMHOKHCIOTaMHU
Tskenon uenu 26-32, 33 wnu 34, neris no Yorna CDR-H2 mpeacraBieHa aMUHOKHCIOTaMU
Tsokenon nenu 52-56, u nerna no Yorua CDR-H3 npexncraBieHa aMUHOKUCIOTAMU TSKEION
neru 95-102, B To Bpems kak netsst o Horua CDR-L1 nmpencraBieHa aMuHOKHCIOTaMH JIETKOH
uernu 24-34, nerns no Yorua CDR-L2 npexncrasiena aMuHOKUCIOTaMU Jierkoi nenu 50-56 u
neisi mo Yorna CDR-L3 nmpencraBnena aMmuHokucioTaMu Jierkoi nenu 89-97. Kowen netiu
CDR-H1 mo Yorua mpu Hymepaiuu COMJIACHO cucTeMme Hymepaiuu no Kabaty Bapbupyercs
mexxay H32 u H34 B 3aBHCHMOCTH OT JUTHHBI TETIIN (3TO CBSA3aHO C TEM, YTO B CXEME HyMepaIuu
no Kabary B H35A u H35B pa3memarorcst BctaBky; eciu HU 35A, Hu 35B He mpUCYTCTBYIOT,
NeTJIsA 3aKaHUYUBaeTCs Ha 32; eciy MPUCYTCTBYET TOJIBbKO 35A, neTins 3akaHunBaeTcs Ha 33; ecnu
NpUCYTCTBYIOT 00a 35A u 35B, nerns 3akaHunBaercs Ha 34).

[0150] B HexkoTOpbIX  acmekTax B  HACTOSIEM  JOKYMEHTE  IPEaJIOKEHBI
bapmarieBTHYECKHE KOMITO3UIINH, COAEPIKAIINE aHTUTEIA 1 AHTHUIe€HCBSI3bIBAOIIIE (PPArMEHTBHI,
KoTopsle crieruduuecku ces3pBatoTes ¢ B7-H4 (nanpumep, B7-H4 uenoseka) u cogepxat CDR
VH u VL no Yorua u3 anturena 20502 , nepeuncnennsie B Tabmunax 3 u 4. B HeKoTOpBIX
BApUAHTAaX OCYIIECTBJICHHUS B HACTOALIEM JOKYMEHTE IMPeUIOKEeHbl (hapMaleBTHUIECKHE
KOMIIO3UIINM, COJEp’Kallie aHTHTeJa M AaHTUTeHCBA3BIBAIOIINE (pParMeHThl, KOTOpbIE

cneundudecku cesszbiBatoTcst ¢ B7-H4 (nanpumep, B7-H4 uenosexa) m comepkaT OOuH WU
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6onee CDR, B kotopeix CDR mo Yoruna u mo Kabar mmeroT OquHAKOBYIO aMHUHOKHCIIOTHYIO
NIOCJIEIOBATENIbHOCT. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS B HACTOALIEM JOKYMEHTE
NPEAIOKEHbI bapmarieBTHUECKHE KOMITO3ULIUH, cozepKaline aHTHUTENA u
AHTUT€HCBA3bIBAIOIINE (PPArMEHTHI, KOTOpbIE crienuduuecku cBssbBatotes ¢ B7-H4 (nanpumep,
B7-H4 uenoseka) u coctost u3 komOunauuii CDR no Kabaty, u CDR no Yotua.

[0151] B Hekotopeix acmektax CDR aHTuUTENna wuiIM €ro aHTUIEHCBSI3bIBAIOIIETO
¢parmMeHTa MOTryT OBITH ONpEIENeHbl B COOTBETCTBUU C cucTeMoil Hymepanuu IMGT, kak
ornucaHo B Lefranc M-P, (1999) The Immunologist 7: 132-136 u Lefranc M-P ef al., (1999)
Nucleic Acids Res 27: 209-212. Cornacuo cucteme nymeparuu IMGT VH-CDR1 Haxogutcs B
nojockeHusix 26-35, VH-CDR2 naxomutcsa B mojoxkenusix 51- 57, VH-CDR3 nHaxomutcst B
nonoxkernsix 93-102, VL-CDR1 naxomurcs B monoxkenusix 27-32, VL-CDR2 nHaxomutcsi B
nonokeHusix 50-52, u VL-CDR3 naxomutcs B nmonoxeHusix 89-97. B KOHKpETHOM BapuaHTE
OCYILIECTBIICHUsST B HACTOALIEM MAOKYMEHTE MpeJIOKEeHbl (apMaleBTHUECKHE KOMIO3HLINH,
CoZepKallllie aHTUTeNa M AHTUTCHCBS3BIBAIOIIME (DParMeHThbl, KOTOpBIE CHenH(PUUYECKH
ceszpiBatoTcst ¢ B7-H4 (nanpumep, B7-H4 wenoseka) u comgepkar CDR VH u VL IMGT wu3
antutena 20502, nepeuncnennsie B Tabmuuax 3 u 4, Hanpumep, kak onucano B Lefranc M-P
(1999) 6vrute u Lefranc M-P et al., (1999) sviuse).

[0152] B ompenenennbix acnektax CDR aHTUTENa WM €ro aHTUT€HCBS3BIBAIOIIETO
¢dparmenTa MoryT ObITh ornpenesensl B cooTBeTcTBUU ¢ MacCallum RM et al., (1996) J Mol Biol
262: 732-745. Cwm. maxoce, nanpumep, Martin A. “Protein Sequence and Structure Analysis of
Antibody Variable Domains,” B Antibody Engineering, Kontermann u Diibel, eds., Chapter 31,
pp. 422-439, Springer-Verlag, Berlin (2001). B KOHKpeTHOM BapHaHTE OCYLIECTBJICHUS B
HACTOSILIIEM JOKYMEHTE MPEIJIOKEHbI (hapMalleBTHUECKIE KOMIO3HLIUH, COEpIKAIUe aHTHTEa
WIM aHTUTCHCBSI3bIBAIOIIME (PparMeHThl, KOTOpbIe creunpuvecku CBsizbiBaOTCA ¢ B7-H4
(nanpumep, B7-H4 uenosexa) u cogepxat CDR VH u VL | u3 anturena 20502, nepedncieHHbIe
B Tabnunax 3 u 4, kak onpeneneno meronom u3z MacCallum RM er al .

[0153] B ompenenennbix acrnektax CDR aHTUTENa WM €ro aHTUTEHCBS3BIBAIOIIETO
¢dbparmMeHTa MOTYT OBITH ONpenesieHbl B COOTBETCTBUU CO CXeMoW Hymepanuun AbM, kotopas
OTHOCUTCSI K rumepBapuabenbHbIM oOnactiM AbM, W KOTOpas MpPEACTaBISIOT COOOi
komnpomuce Mexxny CDR mo Kabar u cTpykTypHBIMH meTissMu YoTHa, M HCHOIB3YETCs B
nporpaMMHOM obecriedeHun Uit MonenupoBanus antuten AbM Oxford Molecular (Oxford
Molecular Group, Inc.). B kOHKpeTHOM BapHWaHTE OCYIIECTBJICHHS B HACTOSIIEM JOKYMEHTE
NPEATIOKEHbI bapmareBTHUECKHE KOMITO3ULIUH, cofepIKalIne aHTHUTENA WIIH

AHTUT€HCBA3BIBAIOIINE (PPArMEHTHI, KOTOpbIE crieruduuecku cBsbBatotes ¢ B7-H4 (nanpumep,
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B7-H4 genoseka) u cogepkar CDR VH u VL u3 antutena 20502, nepeunciennbie B Tabnuiax
3 u 4, Kak ornpenereHo cxeMoi Hymepauuu AbM.

[0154] B KOHKpeTHBIX aCHeKTax B  HACTOSLIEM  JOKYMEHTE  IPENJIOKEHbI
bapMarieBTUYECKHE KOMITO3UIINH, COEPIKAIUE AHTUTENA, KOTOPhIE COEPIKaT TSHKENYIO LIeTb U
JIETKYIO LIETb.

[0155] Uro kacaercst jerkoi Leny, B KOHKPETHOM BapHaHTE OCYINECTBJICHHsS JierKas
LeNb AHTHUTEJA, OMHCAHHOIO B HACTOSIIIEM AOKYMEHTE, NPEACTaBjsieT COOOH JIErKyro Lerb
kanmna. KoHCTaHTHast O0NacTh JIETKOW LENM Karma 4ejOBeKa MOXKET COAEpIKaTh CISTYIOLIYIO
AMHHOKHCIIOTHYIO TIOCIIEI0BATENbHOCTD!

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE
SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID
NO:23).

[0156] KoncranTHast 0OONacTh JIETKOW IeMM Karma 4YeJIOBEKAa MOXKET KOIHPOBATHCS
CIEAYIOLIEN HYKJICOTUIHONW MOCJIEI0BATENbHOCTBIO:

CGGACCGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTT
GAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGC
CAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTG
TCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTG
AGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGG
CCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT (SEQ ID NO:24).

[0157] B KOHKpEeTHOM BapuUaHTE OCYIUECTBJIICHUS H300pETeHHs AHTHUTEA, KOTOPOe
UMMYHOcCIenn(puIecKu CBsi3piBaercst ¢ nonunentuaoM B7-H4 (manpumep, B7-H4 uenoseka)
(apManieBTHYECKast KOMITO3ULIMS, ONTMCAHHAS B HACTOSIILEM TOKYMEHTE, BKIIFOYAEeT JIETKYIO LIeTlb,
npudeM aMHUHOKHCJIOTHAsl —IOCHENOBaTeNbHOCTh JoMeHa VL  comepuT  MHOXKECTBO
NOCJIEIOBATENIbHOCTEH YKa3aHHbIX B Talnuue 4, 1 Ipu 3TOM KOHCTaHTHAs! 00JIACTh JIETKOH LenH
COIEP KUT aMUHOKHCIIOTHYIO TMOCJIENOBATENIbHOCTh KOHCTAHTHOM OOJACTH JIETKOH Lenu Karma
YeJI0BeKa.

[0158] B kOHKpeTHOM BapHWaHTe OCYIIECTBJICHUS HW300pETEHUs aHTHUTENa, KOTOPOe
umMMyHocnenndudecku ces3piBaercs ¢ B7-H4 (nanpumep, B7-H4 wenoseka) papmaneBTiHuecKas
KOMIIO3MIIMsSI, ONMCAHHAs B HACTOALIEM JOKYMEHTE, BKJIOYAaeT TSDKENYI Lenb, NpUueM
AMHHOKMCJIOTHAsl MOCJEeNI0BaTeNbHOCT JoMeHa VH conmep:kUT MHOXKECTBO aMHHOKHCIOTHBIX
NOCJIEIOBATENILHOCTEN YKa3aHHBIX B Tabmume 3, U IpH 5TOM KOHCTAHTHAsE OOJNACTh TSDKENOH
e CONEPXKUT aMHUHOKHCIIOTHYIO IMOCIIeIOBATEIbHOCTh KOHCTAHTHOW 00JIaCTH TSDKEJION Lenu

ramma () 4enoBeka.
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[0159] KoncranTHast obnacte Tspkenoi nermu IgG | uenoBeka MOXKET COAEpPKaTh
CIEAYIOLYI0 AMUHOKHUCJIOTHYIO NIOCIEN0BATEIbHOCTD!

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:25).

[0160] KoncranTHast obnacth Tspkenod nenu IgG 1 4enoBeka MOXKET KOOUPOBATHCS
CIeAYIOUIeN HYKJIEOTUIHON MOCIE0BATEIbHOCTHIO

GCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCAC
CTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGT
GACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGT
CCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAG
CTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGG
TGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGC
CCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAG
GACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGC
CACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAA
TGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGGGTGGTCAGC
GTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGT
CTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGC
AGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAG
AACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTG
GAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCT
GGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTG
GCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTA
CACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA. (SEQ ID NO:26)

[0161] B KOHKPETHOM BapUaHTE OCYILECTBJIEHUS AHTUTEJIO, KOTOpOe
uMMyHocnennduyeckn  csizpiBaercss ¢ B7-H4  (mampumep, B7-H4 dyenoseka) B
(bapmaneBTHIECKON KOMITO3ULIMH, OMIMCAHHON B HACTOSIIEM JTOKYMEHTe, BKirodaeT noMeH VH u
nomeH VL, comep:kamuii aMHHOKHUCIIOTHYIO MOCIenoBaTesibHOCTh Joboro VH u VL nomeHoB,
OMHCAHHBIX B HACTOSINEM JOKYMEHTE, M TPH 3TOM KOHCTaHTHble 00OJacTu comeprKar
AMMHOKHCIIOTHBIE MOCJIEIOBATEIbHOCTH KOHCTAHTHBIX 00JIacTel MOJIEKYJIbl HMMYHOTTIOOYJIMHA

IgG (mampumep, IgG yenoseka). B npyroM KOHKpPETHOM BapHaHTE OCYINECTBIIEHHS aHTHUTEIIO,
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KOTOpoe mMMyHocneuuduuecku cBsisbiBaercst ¢ B7-H4 (nanpumep, B7-H4 uyenoseka), mis
UCTIONIb30BaHMsI B (hapMalleBTHUECKOW KOMIIO3UIMH, ONMHMCAHHONH B HACTOSINEM JOKYMEHTE,
Boyaer gomeH VH u gomen VL, copepkamuii aMHUHOKHMCJIOTHYIO IOCJIENOBATENbHOCTD
moboro VH u VL noMeHOB, OnucaHHBIX B HACTOALIEM JOKYMEHTE, U MPU 5TOM KOHCTAHTHbBIE
obnactu comepkaT aMHHOKHCIIOTHBIE MTOCIEOBATEIbHOCTH KOHCTAHTHBIX 00JIACTEH MOJIEKYJIbI
ummyHornoOyanna IgG (Hanpumep, IgG yenoseka).

[0162] AHTHTeNna ¢ TIOHMKEHHBIM coaeps:kaHueM (Pyko3, kak coolmanock, o0manarT
noBbllIeHHOH adduHHOCTBIO K penentopam Fc, Takum kak, nanpumep, FcyRIIIA.
COOTBETCTBEHHO, B ONPEACICHHBIX BapHAHTAX OCYIIECTBJIEHUS AHTUTENIO WIH €ro
AHTUTEHCBS3BIBAIOIINN ()parMeHT B (papMarieBTUYECKONH KOMITO3ULIUH, OMHCAHHONW B HACTOSLIEM
IOKYMEHTE, MMEEeT IOHIKEHHOE coaepikaHue (PyKo3bl WM HE COAEPIKHUT (PYKO3bl (TO €CTh
ABISIETCS «ayKO3MINPOBAHHBIMY). Takue aHTUTeNa I UX aHTUT€HCBSI3bIBAOINNE (PparMeHThI
MOTYT OBITH TOJIy4eHBI C HCIIOJIb30BAHHEM METOAMK, M3BECTHBIX CIELUAIUCTY B JaHHOU
oOnactu TexHUKU. Harmpumep, OHU MOTYT OBITh 3KCIIPECCHPOBAHBI B KJIETKAX € AEPUIUTOM HIIH
OTCYTCTBHEM CITOCOOHOCTH K (PYKO3WINPOBAHUIO. B KOHKPETHOM NpHMepe KIIETOYHbIE IUHUH C
HOKayTOM oboux ajeneii rera al,6-pykozunrpanchepassl (FUT8) MoryT ObITh HCIIONB30BAHBI
I TIONYYeHUs] AHTUTEN WIM HUX AaHTUTCHCBS3BIBAIOIINX (PPAarMEHTOB C ITOHIKEHHBIM
conepxanneM dykossl. Potelligent ® cuctema (Lonza) siBiseTcss MpUMeEPOM TaKOH CHCTEMbI,
KOTOpasi MOKET OBITh WCIOJBb30BAaHA MAJI MOJYYEHUS AHTUTE]I U AHTHIE€HCBSI3BIBAIOLINX HX
(parMEeHTOB C TOHIKEHHBIM COfep>kaHHeM (yKko3pl.  AJNBTEPHATUBHO, AHTUTENO WU
AHTUTE€HCBS3bIBAIOLINE (PPATMEHTHI C IIOHMKEHHBIM COZiepKaHneM (PyKO3bl WIIM HE COAepIKaIne
¢byko3y, MOryT OBITH NOJyUeHBl, Hanpumep (1) KyJbTUBUPOBAHUE KJIETKU B YCIOBHAX, KOTOPBIE
NPEAOTBPALIAOT WM YMEHBIIAT (Qyko3mnupoBaHue; (ii) MOCTTPAHCISIMOHHBIM yIaJ€HUEM
bykosbl (nanpumep, ¢ mnomourpto (epmenta ¢Qyko3unasbl), (ill) TOCTTPAHCISLIHOHHBIM
nobaBleHHe  JKENaeMbIX  YIJIEBOOB,  Hanpumep, TOCTPEKOMOWHAHTHOH  3Kcmpeccuei
HETJIMKO3WJIMPOBAHHOTO TJIMKOMPOTENHA;, MK (1V) OYHCTKOH TIJIMKONPOTEeMHA Ui OTOOpa
AaHTUTEJI WM WX  AHTHTEHCBS3bIBAOINUX  (PArMEHTOB, KOTOpPble HE  SIBISIFOTCS
¢ykosunmupoBanubiMu.  Cam., nanpumep, Longmore GD & Schachter H (1982) Carbohydr Res
100: 365-92 u Imai-Nishiya H ez al., (2007) BMC Biotechnol. 7: 84 nnst ciocoboB monyueHust
AHTUTEJ He CofeprKaluX (PyKO3y HIIH C MOHIKEHHBIM CONlepKaHHEeM (yKO3bI.

[0163] B HekoTOpBIX BapHaHTax ocyuiecTBieHus adykozmmuposanHoe B7-H4 antureno
WA €0 aHTUTeHCBsI3bIBAO NN (pparmenT obnanaer nosbieHHON ADCC akTUBHOCTBIO iR Vitro
no cpaBHeHUIO ¢ (pykosmnupoBaHHbiME B7-H4 aHTHTENnaMu MM MX aHTUTEHCBSI3bIBAIOIIUMHU
(dparmeHTaMH, UMEIOIIUMHI OJMHAKOBYI0 aMUHOKHCIIOTHYIO MOCIIEI0BATEIbHOCT. B HEKOTOPBIX

BapuaHTax OCYILIECTBJICHUS a(pyKO3MIHPOBAHHBIE aHTHUTEJIA B7-H4 15805 1504
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AHTUT€HCBSA3BIBAIOIINE (PPArMEHTHI BbI3BIBAIOT CIIELU(PUIECKUHN JIN3UC, KOTOPBIN HAa MO MEHbILEH
mepe 10, mo mMeHbLuen Mepe 15, no menbuien Mepe 20, o MEHbIIEH Mepe 25, IO MEHbLIEH Mepe
30, mo meHbuIen Mepe 35, no MeHblueld Mepe 40, Mo Mo MeHbLIel mMepe 45, 0 MEHbIIEH Mepe
50, mo menplien mepe 60, Mo MeHbIIEH Mepe 65, o MeHbuen Mepe 70 UM O MEHbLIER Mepe
75 mnpoueHTOB Oousblue, YeM CHenu(pUYeCKHi JM3HC BbI3BAHHBIA (PYKO3HIMPOBAHHBIMU
anturenamu B7-H4.

[0164] B HekoTOpBIX BapWaHTaX OCYILIECTBJICHUS B7-H4 antuteno wmm ero
AHTUTEHCBS3BIBAIOIINHN (PparMEeHT UMeeT ycuiieHHoe cpoacTBo K Fc ramma RIITA no cpaBHeHHIO
¢ (yKO3WIUPOBaHHbIMU aHTUTEIaMu B7-H4 uiu uMX aHTUT€HCBS3BIBAOIIMMU (PparMeHTaMH,
MMEIIIUMHA OJMHAKOBYIO AMUHOKHCJIOTHYIO IOCIENOBATENbHOCTh. B HEKOTOpPBIX BapuaHTax
ocymiecTBiaeHus: adyKO3UIMpPOBaHHbIe aHTUTeNa B7-H4 wam uX aHTUrEHCBSI3bIBAIOLIHE
¢dparmenTsl cBs3bIBatoTCs ¢ Fc ramma RIIIA mo menbinei Mepe B 2 pasa, o MEHbLIEH Mepe B 3
pasa, Mo MeHbIEW Mepe B 4 pasa, IO MeHbLIeH Mepe B 5 pas, o MeHblLIel Mepe B 7 pas, Mo
MeHblnen Mepe B 10 pas, mo menblueil Mepe B 12 pas, no MeHblnel Mepe B 15 pa3, no MeHbLIen
mepe B 17 pa3 nim o MeHbluel mepe B 20 pas ¢ GOJbIINM CPOICTBOM, YeM (YKO3HIIMPOBAHHBIC
aatutena B7-H4 wnm ux aHTUreHCBs3bBaomue (¢parMeHTbl. B HEKOTOphIX BapHaHTax
ocymectnenus adpdunHocts k Fc ramma RIIIA ompenenstor ¢ HCIONB30BaHUEM
MOBEPXHOCTHOTIO IUIA3MOHHOIO pe3oHaHca. B HEKOTOpBIX BapuaHTax ocyuiecTsieHus Fc ramma
RIITA BeiOpan u3 Fc ramma RIITA (V158) u Fc ramma RIITA (F158). B HekoTOpbIX BapuaHTax
ocymectenenus Fc ramma RIIIA npencrasnsier codoii Fc ramma RIITA (V158).

[0165] B HekoTOpBIX BapuaHTax OCYIIECTBJICHUS NPHUCYTCTBHE (YKO3bI MOXET OBITH
OIIPEAETIEHO CHOCOOOM, BKIJIFOYAIOIIMM BBICOKO3(h(EKTUBHYIO JKHUAKOCTHYIO XpoMmaTorpaduro
(BDXKX), xkarmmuisipHbiil saekTpodopes uin macce-cnektpomerpro MALDI-TOF.

[0166] B  xOHKpeTHBIX  BapuUaHTaxX  OCYIIECTBJIEHHUS  AQHTUTEN0O WO  €ro
aHTUreHCBs3bIBAKOIUN  (pparment (i) comepkar mocnenosarenpHOocTH  CDR - 20502,
nocnenosarenpHocTy VH m VL 20502 mnu nmocnenoBaTeNnbHOCTH TSDKEIOM M JIETKOW Lenei
20502 u (i) siBisr0TCS aQyKO3MINPOBAHHBIMH.

[0167] B kOHKpEeTHBIX BapUaHTaxX OCYLIECTBJIEHUs KOMIIO3ULIUS COEPKUT aHTUTENA WU
UX aHTHTeHCBsI3bIBAIOINNE (QparMeHThl, KoTopble (1) comepkar mnocienosarenbHoctd CDR
20502, nocnenosarenbHocty VH u VL 20502 unu mocneoBaTeNbHOCTH TSDKEJIOW U JIETKOU
nene 20502 u (i1) siBsAOTCS aQyKO3WIMPOBAHHBIMH, HAIIPHMED, B KOTOPBIX IO MEHBINEH Mepe
95% aHTHTEN B KOMIIO3ULMM SIBISIOTCS  a(QYKO3UJIMPOBAHHBIMU WM TPH  3TOM
($yKOo3uIMpOBaHUE SBJISETCS HE OOHAPYKUBAEMbIM B KOMITO3ULIAH.

[0168] UrxeHepHble TMUKOGOPMBI MOTYT OBIT TOJE3HBI AN PA3JIMYHBIX IeNel,

BKJIFOYAs, HO HE OrPAaHUYMBASCh, YCWJIEHHE WIH yMeHblleHue d¢pdekropHol (yHKIUH.
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CriocoObl  monyuyeHHst  CKOHCTPYHUPOBAHHBIX  MIMKOGOPM B aHTUTENE WU €ro
AHTUT€HCBA3BIBAIOIIEM (PparMeHTe, OMHMCAHHBbIE B HACTOSIIEM JOKYMEHTE, BKJIIOYAIOT, HO HE
OrpPaHUYMBAIOTCS WUMH, T€, KOTOpble omnucassl, Hanpumep, B Umafla P ef al, (1999) Nat
Biotechnol 17: 176-180; Davies J et al., (2001) Biotechnol Bioeng 74: 288-294; Shields RL et
al., (2002) J Biol Chem 277: 26733-26740; Shinkawa T et al., (2003) J Biol Chem 278: 3466-
3473; Niwa R et al., (2004) Clin Cancer Res 1: 6248-6255; Presta LG ef al., (2002) Biochem
Soc Trans 30: 487-490; Kanda Y et al., (2007) Glycobiology 17: 104-118; marentax CIIIA Ne
6602684, 6946292; u 7214775, narentHpix nyOmmkamusx CIIA Ne US 2007/0248600;
2007/0178551; 2008/0060092; u 2006/0253928; MexknyHapOAHBIX MATEHTHBIX MyOaUKaIusx Ne
WO 00/61739; WO 01/292246; WO 02/311140;, 1 WO 02/30954; Texnonorun Potelligent™
(Biowa, Inc. ITpuncrton, Heto Jl>kepcu); U TEXHOJIOTUU KOHCTPYHUPOBAHHS TJIMKO3WJIMPOBAHUS
GlycoMADb® (Glycart biotechnology AG, Liropux, HIseitnapust). Cm. makoce , nanpumep,
Ferrara C et al, (2006) Biotechnol Bioeng 93: 851-861; MexayHapomHble IaTEHTHBIC
nyonmukamn Ne WO 07/039818; WO 12/130831; WO 99/054342; WO 03/011878; u WO
04/065540.

[0169] B onpeneneHHbIX BapHaHTax OCYIIECTBIEHUs JIIOObIE W3 MyTalUil WM
MoauQuKanui KOHCTAHTHOH 00JacTH, OMHCAHHBIX B HACTOSINEM JOKYMEHTE, MOTYT OBbITh
BBEACHbI B OAHY MJIM 00€ KOHCTAHTHbIE OOJACTH TSDKENOM Lenu AaHTUTeNa WM €ro
AHTUT€HCBA3BIBAIOINErO ()parMeHTa, OMUCAHHOTO B HACTOSIIEM JOKYMEHTE, HMEIOINEro IBe
KOHCTaHTHbIE 00JIACTH TSKEJION LIETH.

[0170] B npyroM KOHKPETHOM BapHaHTEe OCYINECTBICHUS M300pETEeHUs, aHTUTENO HIIH
€ro AHTUTCHCBSI3BIBAIOIIMI (PParMEeHT, ONMCAHHBIH B HACTOSINEM JOKYMEHTE, KOTOPBIH
umMMmyHocnenndudecku cBsisbiBaercsi ¢ B7-H4  (nanpumep, B7-H4 denoseka), comep:KuT
TSODKENYI0 M JIETKYIO 1emb, npudeM (1) Tsbkenas Lernb COmep:KuT aomeH VH, comepskaiuii
amuHOKHCTOTHBIE mocienoBarenbHocTd CDR1 VH, CDR2 VL u CDR3 VL anturena 20502,
nepeuncieHHbie B Tabmume 1; (il) Jerkas menb comepkuT 1oMeH VL, comepskarmwii
amuHOKHCIOTHBIE mocnenoBarenbHocTH CDR1 VL, CDR2 VH u CDR3 VH anturena 20502,
nepeuncieHnabie B Tabmune 2; (iil) TspKenas Hernb JOMOJHUTEIBHO CONEPIKUT KOHCTAHTHBIN
IOMEH TSDKEJIOH LenH, COIepKalluii aMHUHOKUCIOTHYIO IOCIEeNOBATEIbHOCTh KOHCTAHTHOTO
nomeHa Tspkenod wuenu IgG 1 yenmoBeka, w (1v) Jerkas [enb JOMOJHUTENbHO CONEPIKUT
KOHCTAHTHBI JOMEH JIETKOW LeNH, COMAEp:KAIUUM aMUHOKUCIOTHYK) IOCIENOBATENbHOCTD
KOHCTAQHTHOT'O JOMEHA JIETKOH LN KaIla YeJIOBEKa.

[0171] B npyroM KOHKpETHOM BapHaHTE OCYLIECTBICHHS M300PETEHUs, aHTUTEJO WIIH
€r0 AaHTUTC€HCBS3bIBAIOIUI (PAarMEHT, OIMCAHHBIM B HACTOSIIEM JOKYMEHTE, KOTOPBIH

umMMyHocnenuduyeckn cBsizbiBaercss ¢ B7-H4 (nanpumep, B7-H4 wenoseka), comep>kuT
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TSDKEJIYIO M JIETKYIO IIemb, mpudeM (1) Tsokenas Lernb Comep:kuT aomeH VH, conmepskamuii
AMUHOKHUCJIOTHYKO MOCJI€I0BaTebHOCTE AoMeHa VH antutena 20502, nepedyucieHHYH B
Tabmuue 3; (1) nerkas Ienb COAEPXKUT JoMeH VL, copepkamuii aMHHOKHCIOTHYIO
nocJIenoBaTeNlbHOCTh oMeHa VL anturena 20502, nmepeuucnennyro B Tabmmue 4; (i) u
TsDKeNas LeNb JOMOJIHUTEIbHO COAEPKUT KOHCTAHTHBINM JOMEH TSDKENON LEeNu, COAep Kallui
AMHMHOKHCIIOTHYIO IOCJIEI0BATEIbHOCTh KOHCTAHTHOIO JIoOMeHa Tspkenol nenu IgG 1 yenoseka;
¥ (1v) Jerkasi 1ernp JOMOJHUTENBHO COAEPIKUT KOHCTAHTHBIA JOMEH JIETKOH LeIH, CONep KAl
aMHHOKHCIIOTHYIO TIOCJIEIOBATEIbHOCTD KOHCTAHTHOTO IOMEHA JIETKOH LIeNH Karlra YeJoBeKa.

[0172] B KOHKpeTHBIX  BapuUaHTaxX  OCYLIECTBJIEHHS  AQHTUTENO WO  €ro
AHTUTEHCBS3BIBAIOIINN  (DparMeHT, ONMUCAHHBIE B  HACTOSIIEM JOKYMEHTE, KOTOpbIE
umMMyHocnienndudeckn cpsizpiBatoTcsi ¢ B7-H4 (nanpumep, B7-H4 uenoseka), NpOsBISIOT
AKTUBHOCTh MO OTHOLICHHWIO K OJIOKaje AaKTHBHOCTH KOHTPOJbHOH Touku T-kierok. B
KOHKPETHBIX BapUAHTaX OCYLIECTBICHUS AHTUTENIO HJIM €r0 aHTUI€HCBS3BIBAIOIIMNA (pparMeHt,
OIHCAaHHbIE B HACTOSIIEM AOKYMEHTE, KOTOpble MMMyHOCHe(uuecku cBsi3piBatoTcs ¢ B7-H4
(nanpumep, B7-H4 dyenoseka), yBennuuBarOT BbIpaOOTKy uHTepdepona ramma (IFNy) B T-
KJIeTKaX. B KOHKpEeTHBIX BapHaHTax OCYLIECTBJIEHUsI aHTUTEJO WU €r0 aHTUT€HCBSI3bIBAIOIIHI
(¢parMeHT, ONUCaHHbIE B HACTOSAIIEM JOKYMEHTE, KOTOpble HMMYyHOCHEeIH(pUIECKH
cesi3biBatoTcs ¢ B7-H4 (nanpumep, B7-H4 uenoseka), ycunusaroT nponudepanmo T-kietok. B
KOHKPETHBIX BapUaHTaX OCYLIECTBIEHUS aHTUTENIO WJIM €r0 aHTUI€HCBS3BIBAIOIIMHA (pparMeHT,
OIHCAaHHbIE B HACTOSAIIEM AOKYMEHTE, KOTOpble MMMyHocHenuduuecku cpsi3piBatoTcs ¢ B7-H4
(nanpumep, B7-H4 uenoseka), ycunusarot nponudepaunto CD4+ T-knerok. B KOHKpeTHBIX
BAPUAHTAX OCYIUECTBJICHUS aHTHUTENO WM €r0 aHTUTE€HCBSI3BIBAIOIIMH (hpAarMeHT, ONMHCAHHbIE B
HACTOSILIIEM JIOKYMEHTE, KOTOpble MMMYHOCTeUu(pu4ecku cBsi3biBatoTcsi ¢ B7-H4 (nanpumep,
B7-H4 uenosexka), ycunuparot nponudepaunto CD8+ T-knetok.

[0173] B KOHKpeTHBIX  BapuUaHTaxX  OCYLIECTBJIEHHS  AQHTUTENO WO  €ro
AHTUTEHCBS3BIBAIOIINN  ()parMeHT, ONMUCAHHBIE B  HACTOSIIEM JOKYMEHTE, KOTOpbIE
umMMyHocnenududecku cBs3bBatoTcest ¢ B7-H4 (nanpumep, B7-H4 denoseka), IEMOHCTPUPYIOT
AHTUTEJIO3aBUCHMYIO KJIETOYHOOMOCPenoBaHHY0 LUUTOTOKCHYHOCTh (ADCC). B KOHKpETHBIX
BApUAHTAX OCYLIECTBJICHUS AHTUTENIO WM €r0 aHTUTCHCBS3BIBAIOIINN (PparMeHT, ONHUCAHHbBIE B
HACTOSIIIIEM JIOKYMEHTE, KOTOpble MMMYHOCTennpuiecku cps3biBatoTesi ¢ B7-H4 (nanpumep,
B7-H4 denoBeka), [AEMOHCTPUPYIOT AHTHTEIO3aBUCHMYK)  KJIETOYHOOIIOCPEIOBAHHYIO
uroTokcnaHOCTh (ADCC) Ha KIIETOYHBIX JJHHUAX C 1O MeHbeil mepe 300000 monexyn B7-H4
Ha TIOBEPXHOCTH KjeTku (Hampumep, kietku SK-BR-3). B KOHKpeTHBIX BapuaHTax
OCYILIECTBIICHHUSI AaHTUTEIIO MJIM €r0 AHTUT'€HCBA3BIBAIOIINN (PparMeHT, ONMCAHHBIE B HACTOALIEM

IOKYMEHTe, KOTOpble HMMyHOcneuupuiecku csspiBatorcss ¢ B7-H4  (nanpumep, B7-H4
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YeJIOBEKa), JE€MOHCTPUPYIOT AHTUTEJI03aBUCHUMYIO KJIETOUYHOOIIOCPEIOBAHHYIO
uroTokcnaHOCTh (ADCC) Ha KIIeTOUYHBIX JUHUAX C 10 MeHblIel mepe 100000 monexyn B7-H4
Ha moBepxHOCTH kieTku (Hanmpumep, kierku HCC1569). B KOHKpeTHBIX BapHaHTax
OCYLIECTBIIEHUsI AHTUTEJIO MJIM €r0 aHTUIeHCBSI3bIBAIOIINN (PparMeHT, ONHMCAHHBIE B HACTOSIIIEM
JIOKYMEHTe, KOTOpble HMMyHocneuuguuecku cpssbBatorcsi ¢ B7-H4  (nanpumep, B7-H4
YeJIOBEKa), JEMOHCTPHUPYIOT AHTUTEJIO3aBUCUMYIO KJIETOYHOOIIOCPEAOBAHHYIO
UTOTOKCHYHOCTh (ADCC) Ha KJIETOUHBIX JMHUSX ¢ MO MeHbneil mepe S0000 monexyn B7-H4
Ha TIOBEPXHOCTU KJeTku (Hampumep, kietku ZR-75-1). B KxOHKpeTHBIX BapuaHTax
OCYLIECTBJICHHUSI AHTUTEJIO MJIH €r0 AHTUTCHCBS3BIBAIOIIMN (PparMeHT, OMMUCAHHBIE B HACTOSLIEM
IOKYMEHTe, KOTOpble HMMyHOcHeuupuyeckn cs3piBatoTcst ¢ B7-H4  (nanpumep, B7-H4
YeJIOBEKa), JEMOHCTPHUPYIOT AHTUTEJI03aBUCHUMYIO KJIETOYHOOIIOCPEOBAHHYIO
utoToKCHYHOCTh (ADCC) Ha KJIETOUHBIX JHHUSX ¢ MO MeHbueil mepe 30000 monexyn B7-H4
Ha TIOBEPXHOCTU KJeTKH (Hampumep, kietkn MDA-MB-468). B KOHKpPETHBIX BapHaHTaX
OCYILIECTBIICHHUSI AHTUTEJIO MJIH €r0 AHTUTCHCBSI3bIBAIOIINN (PPAarMeHT, OMUCAHHBIE B HACTOSIIIEM
IOKYMEHTe, KOTOpble HMMyHOcHeuupuiyeckn cs3piBatoTcss ¢ B7-H4  (nanpumep, B7-H4
YeJIOBEKa), JE€MOHCTPUPYIOT AHTUTEJI03aBUCHUMYIO KJIETOUYHOOIIOCPEAOBAHHYIO
uroTokcuIHOCTh (ADCC) Ha KJI€TOUHBIX JHHUAX ¢ 1O MeHbIneil Mmepe 15000 monexyn B7-H4
Ha MMOBEPXHOCTHU KieTku (Harpumep, kinetkn HCC1964).

[0174] B KOHKpPEeTHOM acIeKTe aHTUT'eHCBS3BIBAIOIMN (PparMeHT, Kak OIHCAHO B
HACTOSLIEM JJOKYMEHTE, KOTOPbIH UMMyHoOcneruduuecku csaspiBaercs ¢ B7-H4 (nanpumep, B7-
H4 uenoseka), BbiOpaH u3 rpymisl, coctosiiuei u3z Fab, Fab’, F(ab’),, u ScFv, npuuewm Fab, Fab’,
F(ab’); wmu ScFv comepHUT MOCIeNOBATEIbHOCTh BapHaOENbHOW OONACTH TSDKEJIOH Lend U
BapuadesbHONH 00J1aCTH JIETKOM MLenmu TMOCHENOBaTENbHOCTH aHTUTeNna k B7-H4 wmu ero
AHTUTEHCBS3BIBAIOIIETO (PparMeHTa, Kak OMUCaHO B HacTosimeM nokymente. Fab, Fab’, F(ab’)2
wi scFv Moryt ObITh MOJyueHBl JIFOOBIM CHOCOOOM, M3BECTHBIM CIIELUATUCTAM B JaHHOW
obmactn TexHWKH. B HekoTOphIX BapuaHTax ocymiectBieHusi Fab, Fab’, F(ab’); umm ScFv
JOTMOJHUTEBHO COAepKaT (pparMeHT, KOTOPBIH YBEINYHBAET MEPUON MOJIypaciaga aHTHTENA i71
vivo. ®parMeHT Takke Ha3blBAIOT «(PparMeHT, yBEINUNBAIOLINH MEPUON Noypacnaaay. MoryT
OBITH HCIIOJIB30BAHBI JIFOOBIE (PparMeHThI, H3BECTHBIE CIIELIHATUCTAM B JAHHOW 00JIACTH TEXHHUKH
I yBeNnmuueHus: nepuona nonypacrnana Fab, Fab’, F(ab’), wmm ScFv in vivo . Hanpuwmep,
(parMeHT, yBETHMUMBAIOIIMNA MEPHOA MONypacriaga, MOXeT BKIo4YaTh Fc oOmacts, moimmep,
aNnbOYMUH WM ajTbOyMHH-CBSI3bIBAIOIIUI O€JOK Win coennHeHne. [loanMep MOKeT BKIIFOYATh
NPUPOAHBIA MM CHHTETHUYECKHH, HEOOS3aTeNbHO 3aMELISHHbIH MOJMANKWIEH C MPSMONW WU
pa3BETBICHHOMN LETbIO, MOJINAJIKEHUIIEH, MOJINOKCUTIAJIKUIIEH, NOJIMCaxXapuy,

MOJIUS THJICHI' JIMKOJIb, MOJIUIIPONMUIICHIJINKOJIb, MMOJTUBUHUJIOBBIN CIIHPT,
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METOKCUTIONUATHIIEHTJIMKONb, JIAKTO3Y, aMWJIO3y, NEKCTPaH, INIMKOT€H WM UX TPOU3BOAHOE.
3aMecTUTeNN MOTYT BKJIIOYATh OAHY MM Oojiee T'MAPOKCH, METWJI WJIM METOKCUrpynmsl. B
HEKOTOpBIX BapuaHTax ocyuiectsieHus Fab, Fab’, F(ab’); mmmu ScFv moryt ObITh M3MeHEHbI
nyteM poOaBieHMs OAHONH wunu Oojee C-KOHLEBBIX AMHUHOKHUCIOT JJIi TPHUKPEIUICHUs
(parMenTa, yBeIMUUBAIOIIETO MEPUON MOJypacnana. B HEKOTOPBIX BapUaHTaX OCYIIECTBIICHHS
nu3o0pereHust (parMeHT, yBENWYMBAIOIIMI TMEpUOJ MOJypacmnana, MpPeACTaBiIsieT CoOoH
NOJMATUICHTJIMKOIb WIJIM ChIBOPOTOYHBIN adbOyMHUH dYejoBeKa. B HEKOTOpBIX BapHaHTax
ocymectienus Fab, Fab’, F(ab’), unu ScFv cnut ¢ Fc obnacTeio.

5.4 IIpou3BoacTBO AaHTHTEN H MOJMHYKJIE0THI0B

[0175] AHnturena u 1504 AHTUTCHCBS3bIBAIOIINE (bparMeHTHI, KOTOpBbIE
umMMyHocnennuaHo cBsi3bBatoTcss ¢ B7-H4  (nanpumep, B7-H4 uenosexa) moryt ObITh
NOJIy4€HbI JTIOOBIM CITOCOOOM, M3BECTHBIM B JAHHOW OOJACTH TEXHUKH JJIsI CUHTE3a aHTUTEN U
AHTUTEHCBS3BIBAIOIINX HX (PArMEHTOB, HANpPUMeEp, XUMHYECKHM CHHTE30M HWJIH METOIaMHU
pekoMOMHaHTHOH 3Kcnpeccud. CriocoObl, ONMMCAHHBIE B HACTOSIIEM JOKYMEHTE HCIIONB3YIOT,
€CIM HEe YKa3aHO HHOe, OOBIYHbIE METOAbl MOJIEKYJSIPHOW Ouonoruu, MUKpoOHONIOruy,
reHeTudyeckoro aHanmmsza, pexombOmnantHor JIHK, opranudeckoit xumum, Ouoxumuu, IILIP,
CHHTE€3a OJIMTOHYKJIEOTUAOB M WX MOJU(PHUKALMH, THOPUAN3ALUHN HYKJIEHHOBBIX KHCIOT, U
METOJIbI CMEXXHBIX 00JIacTell B rpenenax o0JacTi TEXHUKU. DTH METOANKH OMHCAHBI, HAIPUMED,
B CCbUIKaX, LUTHPYEMBIX B HACTOSINEM JOKYMEHTE, U TOJHOCTBIO OOBSICHEHBI B JINTEPATYpE.
Cm. , nanpumep, Sambrook J et al., (2001) Molecular Cloning: A Laboratory Manual, Cold
Spring Harbor Laboratory Press, Cold Spring Harbor, NY; Ausubel FM ef al., Current Protocols
in Molecular Biology, John Wiley & Sons (1987 and annual updates); Current Protocols in
Immunology, John Wiley & Sons (1987 and annual updates) Gait (ed.) (1984) Oligonucleotide
Synthesis: A Practical Approach, IRL Press;, Eckstein (ed.) (1991) Oligonucleotides and
Analogues: A Practical Approach, IRL Press; Birren B et al., (eds.) (1999) Genome Analysis: A
Laboratory Manual, Cold Spring Harbor Laboratory Press.

[0176] B ompeneneHHBIX acrmekTax B  HACTOSIIEM JOKYMEHTE MPEIJIararoTcs
(dapmanieBTHYECKHUE KOMIO3UIINH, CONepsKaliue anTuTeno K B7-H4 uimu aHTUTeHCBSI3bIBAFOIIIHIA
(dparmMeHT, npuyeM aHTUTENa WIH (ParMeHThl MPOAYLHPYIOTCS PEKOMOMHAHTHON 3KCIIpeccueit
NOJIMHYKJIEOTHAA, COAEPIKALIET0 HYKJICOTUIAHYIO ITOCIIEAOBATEbHOCTh, B COOTBETCTBYIOLIEH
KJIETKE-X O35IMHE.

[0177] B ompeneneHHbIX acriektax aHTUTENO K B7-H4 unu ero aHTUreHCBSI3bIBAIOIIUMA
¢parMeHT B (papMaleBTHYECKHX KOMITO3ULMAX, MPENCTABICHHBIX B HACTOALIEM JOKYMEHTE,

COAEPKUT BapHaOENbHYI0 OO0NacCTb TSDKENOW ILenH, KOAHPYEMYH IOJHHYKJIEOTHIIOM,
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coZiepKalM HYKJIEOTHIHYIO TOCJIEAOBATENIbHOCTh, NPEACTaBIeHHY0 B Tabmume 9 (To ecTh
SEQ ID NO: 27). B ompenenennbix acnektax adHtureno k B7-H4 wnu  ero
AHTUT€HCBSA3BIBAIOIIUN (parMeHT B (PapMaLeBTUUYECKUX KOMIIO3HMIMAX, IPEACTABICHHBIX B
HACTOSALIEM IOKYMEHTE, COAEPKUT BapHaOenbHYI0 00JacTh TSDKEIOH Lenu, KOAMPYEMYIO
NOJIMHYKJIEOTUIOM, CONEP’KAIIUM HYKJIEOTHIHYIO IOCIEeN0BATEIbHOCTh, MNPEACTABICHHYIO B
Tabmuue 9 (to ectb SEQ ID NO: 27), U HYKJICOTUIHYIO MOCIEN0BATEIbHOCTh, KOJUPYIOLIYIO
KOHCTAHTHYIO 00JIaCTh TsDKENIOH Ienu ramma (y) dYesloBeka. B ompeneneHHBbIX acreKkTax
antutenno k B7-H4 wnmm ero aHTureHcmsisbiBaromuii  pparmMeHT B (papmaneBTHUECKUX
KOMITO3ULIMSIX, TPECTABJICHHBIX B HACTOSINEM IOKYMEHTE, CONEPIKUT BapHaOeNbHYI O0JNacTh
TSOKEJIOW — LenH,  KOOUPYEMYIO  TOJMHYKJICOTHIOM,  COAEPIKAIIMM  HYKJIEOTHAHYIO
NIOCJIEIOBATENILHOCTD, TpeacTaBieHHyo B Tabmune 9 (to ecte SEQ ID NO: 27), 1 KOHCTaHTHBIIH
IOMEH TSDKEJNOH Ienu, KOAWUPYEMbIH NOJHHYKJICOTHIOM, COAEpPKAIMUM HYKJIEOTHIHYIO

nocaenoateabHOCTh SEQ ID NO: 26.

Tabnuna 9: IoauHYKJIEOTHIHBIE TOCIEAOBATEILHOCTH, KOTUPYIOIIHE BapUaOEIbHYIO

00JIaCTh TSKEJION e

Anrtuteno | [TonauHykjeoTHaHAs  MOCIEAOBATEIbHOCTb,  KOOUPYIOLIAs  BapHaOEIbHYIO
obmacte Tskenoi ueru (SEQ ID NO)

20502 CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCGGA
GACCCTGTCCCTCACCTGCACTGTCTCTGGTGGCTCCATCAAAAGTGG
TAGTTACTACTGGGGCTGGATCCGCCAGCCCCCAGGGAAGGGGCTGG
AGTGGATTGGGAACATCTATTATAGTGGGAGCACCTACTACAACCCG
TCCCTCAGAAGTCGAGTCACCATATCCGTAGACACGTCCAAGAACCA
GTTCTCCCTGAAGCTGAGTTCTGTGACCGCCGCAGACACGGCGGTGTA
CTACTGCGCCAGAGAAGGATCTTACCCCAATCAGTTTGATCCATGGGG
ACAGGGTACATTGGTCACCGTCTCCTCA (SEQ ID NO:27)

[0178] B ompeneneHHbIx acriektax aHTuUTENo K B7-H4 unu ero aHTUreHCBSI3bIBAIOIIHIMA
¢bparMeHT B (papMaLeBTHUECKUX KOMIIO3HIMSX, MPEACTABIEHHBIX B HACTOSIIEM JIOKYMEHTE,
CONEpKUT BapualOeNbHYI0 O0NacTb JIETKOW [eNnH, KOJUPYEMYI0  TOJUHYKJICOTHIIOM,
CONEp KallM HYKJIEOTHIHYIO TOCJIENOBAaTENbHOCTh, nMpeacrapieHHyo B Tabmuie 10 (To ecth
SEQ ID NO: 28). B ompenenennsix acnektax adHtureno k B7-H4 wim  ero
AHTUTE€HCBS3BIBAIOINUN (parMeHT B (papMaleBTUYECKUX KOMIIO3HIHSX, MPEICTABICHHBIX B
HACTOSIIEM JOKYMEHTe, CONEPKUT BapwaleapbHyl0 OOJACTh JIETKOW LemH, KOAHPYEMYIO
MOJIMHYKJIEOTUIOM, COJEPIKAIIUM HYKJICOTUIHYI IMOCJIE€N0BATEIbHOCTb, MPEACTABIECHHYIO B
Tabmune 10 (to ecte SEQ ID NO: 28), 1 HyKJICOTHIHYIO MOCIEIOBATEILHOCTD, KOIUPYIOIIYIO

KOHCTAHTHYIO 00JIaCTh JIErKOMH Oeru .]'If[M6I[a yejoBeka. B OMNPEACIICHHBIX ACTICKTAaX aHTUTEJIO K
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B7-H4 wmum ero aHTHreHCBs3bIBAIOLIMK (parMeHT B (HapMaLEeBTHUECKUX KOMITO3ULUSX,
NPEACTABJICHHBIX B HACTOSIIEM AOKYMEHTE, CONEPKUT BapualOenbHYI0 OONacTb JIETKOW Liemnu,
KOAUPYEMYHK)  IOJMHYKJICOTHUAOM, COAEPKALIUM  HYKJICOTUIHYI  IOCJIEI0BAaTEIbHOCTD,
npencrasiennyo B Tabmume 10 (to ects SEQ ID NO: 28), 1 KOHCTaHTHBIN JOMEH JIETKOH IIeTH,
KOJIUPYEMBII MOJNMHYKJIEOTHAOM, COAEpPKAIIUM HYKJICOTUIHYIO nocienosarenbHocTh SEQ ID

NO: 24.

Tabnuna 10: [TonuHYKJIEOTHAHBIE TIOCIENOBATENBHOCTH, KOTUPYIOIIKE BapHadeTbHYIO

00JIaCTb JIErKOU LieTn

Antuteno | [lomuHykJIeOTHIHAsE —TOCJIENOBATENBHOCTb, KOAMPYIOLIAs BapHaOelbHYIO
obnacte nerkoii nenu (SEQ ID NO)

20502 GAAATAGTGATGACGCAGTCTCCAGCCACCCTGTCTGTGTCTCCAG
GGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAG
CAACTTAGCCTGGTACCAGCAGAAACCTGGCCAGGCTCCCAGGCTC
CTCATCTATGGTGCATCCACCAGGGCCACTGGTATCCCAGCCAGGTT
CAGTGGCAGTGGGTCTGGGACAGAGTTCACTCTCACCATCAGCAGC
CTGCAGTCTGAAGATTTTGCAGTTTATTACTGTCAGCAGTACCACTC
CTTCCCTTTCACTTTTGGCGGAGGGACCAAGGTTGAGATCAAA (SEQ
ID NO:28)

[0179] B ompeneneHHbIX acriekrax aHTUTENO K B7-H4 unu ero aHTUreHCBSI3bIBAIOIIUM
bparmMeHT B (papMaLeBTHUECKUX KOMIIO3MLMSX, MPEACTABIEHHBIX B HACTOSINEM JIOKYMEHTE,
comepkuT BapualOesbHYH) O0JNacTh TSDKENOW ILenu, KOAUPYEMYK TOJUHYKICOTHIOM,
COZEPIKALIMM HYKJICOTHIHYIO TOCJIEI0BATEIbHOCTh, KOIUPYIOIIYIO BapHadelbHyr o0JacTb
TsDKENON 1enu, npencrapieHHyo B Tabmuie 9 (t.e. SEQ ID NO: 27) u BapuabeNbHYIO JIETKYIO
Lenb, KOAUPYEMYIO MOJMHYKJIEOTHIOM, COAEp:KAIIUM HYKJIEOTHIHYIO TOCIeN0BATEIbHOCTD,
KOIMPYIOIYIO BapuabeNbHYIO JIETKYIO LieMb, npeacTtaBieHny B Tabmune 10 (to ects, SEQ ID
NO: 28).

[0180] B ompenenenHbix acriektax aHTuTeNno K B7-H4 unu ero aHTUreHCBSI3bIBAIOIIHIMA
¢dbparMeHT B (papMalEeBTHUECKUX KOMIIO3HIHSX, MPEACTABIEHHBIX B HACTOSINEM JIOKYMEHTE,
BKJIFOUAeT (1) TSDKENYIO Ielb, KOAUPYEMYIO MOJMHYKJICOTHIOM, COIMEPKALINM HYKJICOTHUIHYIO
MOCJIEIOBATEIBHOCTD, KOMUPYIOMIYIO BapruabeNIbHYI0 00J1acTh TSDKEJION MM , MPeICTaBICHHYIO
B Tabmume 9 (t.e. SEQ ID NO: 27) U HyKJICOTUIHYIO TOCIEIOBATEIBHOCTh, KOOHPYIOIIYIO
KOHCTAHTHYIO O0JIaCTh TsDKENON weru ramma (y) denoBeka, U (i1) JIETKYIO LeMb, KOTUPYEMYIO
MOJIMHYKJICOTUIIOM,  COAEp KAIllMM  HYKJIECOTHIHYIO  MOCJIEIOBATEIbHOCTb, KOAHPYIOIIYIO

BapualeIbHYIO JIETKYIO Iemnb, npencraBieHHyo B Tabmume 10 (t.e. SEQ ID NO: 28) u
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HYKJICOTHIHYIO IIOCJIEIOBATENbHOCTh, KOAMPYIOIIYID KOHCTAHTHYKO OOJACTh JIETKOW LenH
TsIMOa YenoBeka.

[0181] B ompeneneHHbIX acriektax aHTUTENO K B7-H4 unu ero aHTUreHCBSI3bIBAIOIIUMA
¢parMeHT B (papMaleBTUYECKHX KOMITO3ULMSX, MPEICTABIEHHBIX B HACTOSIIEM JIOKYMEHTE,
BKJTIOYaeT (1) TSKENIYI0 LeMb, KOTUPYEMYIO MOIMHYKICOTHAOM, COAEPIKAIIUM HYKJIEOTHIHYIO
HIOCJIEIOBATENILHOCTD, KOAUPYIOIIYIO BapHaOeabHyI0 00JIacTh TSXKEIOH LenH, NMPeaCTaBICHHYO
B Tabmuue 9 (t.e. SEQ ID NO: 27) U HYKJICOTUIHYIO TOCIEIOBATEIBHOCTD, KOIUPYIOIIYIO
KOHCTaHTHBbIN noMmeH Tspkenod uermu SEQ ID NO:26, u (ii) jerkywo Lemnb, KOAHPYEMYIO
MOJIMHYKJIEOTUIOM,  COAEPKAIIMM  HYKJICOTHIHYK)  IOCJIEI0BATEIbHOCTh, KOAMPYIOLIYIO
BapuadesbHYIO JIETKYIO Iemnb, npencrapieHdyo B Tabmune 10 (t.e. SEQ ID NO: 28) u
HYKJIEOTUIHYIO MTOCJIEIOBATEIbHOCTh, KOTUPYIOLIYIO KOHCTAHTHBIN JOoMeH Jierkoi nenu SEQ 1D
NO:24

[0182] B HekoTopwpIx acmekrax, aHtuTena k B7-H4 wunum aHTUreHCBsi3bIBarOImue
¢dparMeHTsl B (papManeBTUYECKUX KOMIIO3UIUAX, MPEICTABICHHBIX B HACTOSIIEM IOKYMEHTE
KOAUPYIOTCS ~ MOJMHYKJIEOTHAAMH, KOAUPYKOIIMMU  aHTthutena Kk B7-H4 wmm  ux
AHTUT€HCBS3BIBAIOIIUE (PPArMEHTHI WJIH JOMEHBI, KOTOPbIE ONTUMU3UPOBAHBI, HANpUMED TIYTeM
ontummzannu KonoHoB/PHK, 3aMeHbI reTeposIOriuHbIMI CUTHAJIBHBIMH TTOCIIEI0BATEIbHOCTSIMH
U ypaneHus sieMeHToB HecrabumpHOocTM MPHK. CriocoObl NIl TeHEepPUPOBAHUS
ONTUMHU3UPOBAHHBIX HYKJIEHWHOBBIX KHUCJIOT, KOAUPYKOIIMX aHTuTteno k B7-H4 wumm ero
AHTUT€HCBA3BIBAIOIINN (DparMeHT WM AOMeH (Hanpumep, TSKENIyIo Lelb, JIETKYI0 Lelb, TOMEH
VH, nnu nomen VL) nist pekOMOMHAHTHOW SKCIPECCUH MyTeM BHECEHUS] U3MEHEHHH B KOJOHBI
(HanpuMep, W3MEHEHHE KOIOHA, KOAMPYIOLIEro Ty K€ aMHHOKHCIOTY H3-3a BBIPOJKAEHHOCTH
TeHEeTUYEeCKOro Koma) W/wiu ycTpaHeHue wuHruOupyroimue obmactu B MPHK Mmoker ObITh
OCYLIECTBJIEHO MyTEeM aJalTaldd CIOCOOOB ONTHUMU3AIMH OMUCAHHBIX, HANpUMEp, TaTEHTax
CIIIA Ne 5965726 ; 6174666, 6291664; 6414132; u 6 794498, COOTBETCTBEHHO.

[0183] ITomunykaeoTHaBl MOTYT ObITh, Hampumep, B Gopme PHK wmu B dpopme JTHK.
JHK Bxmrouaer x/IHK, renomuyro JIHK u cunrermueckyro JHK. JHK wmoxker siBnATbCS
ABYXLIEIOYEYHOW MM ofgHouenoudedHol. bynyum opnouenoueunoi, JIHK mosker sBasTbCA
KOAMPYIOIIEH HeMmbl0 W HEKOAUPYIOIIel (aHTUCMBICTIOBOM) LIeTbI0. B HEKOTOPBIX BaphUaHTaxX
OCyIeCTBJICHHs OoJUHyKJIeoTH  npencrasisier coboit k/IHK umu JIHK, B koTOpOI#i OTCYTCTBYET
onuH wiu Oollee MHTPOHOB. B ompeneneHHBIX BapuUaHTaX OCYINECTBJICHHUS IOJIMHYKIEOTHU]
npeAcTaBsieT coOOH He BCTPEHAIOIIMICS B NPHUPONE TNOJIMHYKJIECOTHA. B ompeneneHHbIX
BApUAHTAaX  OCYLIECTBIEHHsS  TMOJUHYKJIEOTHUA TMPOAYLUPYETCS  PEKOMOMHAHTHO. B
ONpPENETICHHBIX BAPUAHTAX OCYIUECTBJICHUs MOJIMHYKJICOTUIBI SIBISIOTCS U30JUPOBAHHBIMU. B

OMPEACIICHHBIX BAPHUAHTAX OCYLICCTBJICHUA ITOJUHYKJICOTUABI ABJIAOTCA MO CYLIECTBY YUCTbBIMU.
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B omnpeneneHHBIX BapHaHTax OCYLIECTBJIEHHUS MOJMHYKJIEOTH A OUYHIIAIOT OT MPUPOAHBIX
KOMIIOHEHTOB.

[0184] B HEKOTOpBIX acmeKTax, BEKTOPbI (Hanpumep, BEKTOPBI KCIPECCUN) COMEpKaT
HYKJICOTUIHBbIE  TOCIENOBATENbHOCTH,  Koaupyroomue antutena k B7-H4 wu  wux
AHTUTE€HCBSI3bIBAIOLINE (PPArMEHTHI WIIM AOMEH, JJIsi PEKOMOMHAHTHOW SKCIPECCUU B KIIETKAX-
X0351€BaxX, MPEANOYTUTEIbHO B KJETKaX MIEKONUTAIOMMX. B HEKOTOpPBIX acHeKkTax, KIETKH,
HampuMmep, KJIeTKH-X035€Ba, BKIIOYAIOT B Ce0s Takue BEKTOPbl sl PEeKOMOMHAHTHON
sKcrpeccun aHtutena Kk B7-H4 wmm ero aHTHreHCBsI3bIBarOLIero ()parMeHTa, OMUCAHHBIX B
HACTOSILIEM NOKYMEHTE (Hanpumep, YeNOBEUECKHE WM TYMAaHU3UPOBAHHBIC AHTUTENA WIIH
AHTUTEeHCBs3bIBatOIIME pparmMeHThl). Takum 00pazoM, crocod MOJy4YeHHs aHTHUTENA A €ro
AHTUTCHCBS3BIBAIOIINX (PArMEHTOB IUIsi NPUMEHEHUs B (PapMaleBTUYECKOH KOMIIO3MLINH,
OMMCAHHON B HACTOALIEM TOKYMEHTE, MOXET BKJIFOYaTh HKCIIPECCUIO TAKOIO aHTUTENa WU €ro
AHTUTEHCBS3BIBAIOIIETO (PparMEeHTa B KJIETKE-XO3sIHE.

[0185] Bekrop skcmpeccHn MOXKET OBbITb TMEPEHECeH B KIETKY (Hanpumep, KIETKY-
XO35IMH) C TIOMOIIBIO OOBIYHBIX METOAWK M TMOJNYYEHHbIE KIETKH MOTYT OBITh 3aTeM
KYJbTHBHPOBAHbI C TIOMOIIBKO OOBIYHBIX METOAOB JJISi TOJYYEHHUS AaHTUTeNa WIH €ro
AHTUT€HCBSA3BIBAIOIIETO (PparMeHTa, OMUCAHHBIX B HACTOSIIEM IOKYMEHTe (Hanpumep, aHTUTena
WIA €r0 aHTHIeHCBSI3bIBAIOIIEro (parmenTa, coxepkamux mects CDR, VH, VL, VH u VL,
TSDKEIYIO LIeNb, JIETKYIO Lielb, UJIH TSDKENYI0 U Jerkyto uenb 20502) nnm ux nomeHa (nanpumep,
VH, VL, VH u VL, Tsxenyto u nerkyto menb 20502).

[0186] B HekoTOpBIX BapHaHTax OCYyIECTBJIEHHUs, aHturena Kk B7-H4 umm
AHTUTEHCBS3BIBAIOIIMN (parMeHT (Hanpumep, AHTUTENO WINM €ro aHTHUIC€HCBSA3bIBAIOLIMN
¢parment, Brmovaromuii CDR w3 20502) B (QapmMauneBTUYECKHX  KOMITO3HMLIMSX,
NPEACTaBJICHHBIX B HACTOSIIIIEM JTOKYMEHTe Mpou3BoasTcs B kierkax Potelligent® CHOK1SV.

[0187] B HekoTOpBIX BapuaHTax OCYLIECTBJeHUs, aHTuTrena Kk B7-H4 umu
AHTUTEHCBS3BIBAIOIINE (PArMEHThl (Hanpumep, AHTHTENO WIA €ro aHTUT'CHCBS3bIBAIOIIUN
¢parment, Brmowaromuii CDR w3 20502) B (QapmManeBTUYECKHMX  KOMITO3HMLMSX,
NIPEJCTABJICHHbIX B HACTOSIIEM AOKYMEHTE IMPOU3BOIATCS B KIJIETKE-XO35IMHE, B KOTOPOH He
XBaTaeT (yHKUMOHHMpYIOLero rera aibda-1,6-pykosunrpanctepassr (FUT8). B HexoTopbx
BapUAHTAX OCYIIECTBJICHHUS KIIETKAa-X031H npencrasisier coboit knerky CHO.

[0188] B KOHKpeTHBIX  BapuUaHTax  OCYINECTBJEHUS  AHTUTENO  MIU  €ro
AHTUTEHCBS3BIBAIOIINN (parMeHT B (apMaLEeBTUUYECKUX KOMIIO3HIMAX, IPEACTABICHHBIX B
HACTOSIIEM JTOKYMEHTE, BBIACNSAIOT Wi OYHIIaoT. OObIMHO M30JMPOBAHHOE AHTHUTEIIO UJIH €T0
AHTUT€HCBA3BIBAIOIINN (pparMeHT mpencraBiser coOOW Takoe, KOTOpPOE IO CYIIECTBY HE

COACPIKUT APYTUX AHTUTCIT WM HUX AHTUTCHCBA3BIBAKOIUX (I)paFMeHTOB C aHTUIeHHOH
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CrenupUIHOCTHIO, OTJIUYHONW OT BBIACJICHHOIO AaHTHUTEJIa WM €ro aHTUTCHCBSI3bIBAIOIIETO
¢parmenTa. Hampumep, B KOHKPETHOM BapHaHTE OCYIIECTBJICHHS COCTAB AHTUTENA WJIH €ro
AHTUTE€HCBS3BIBAIOIIETO (PparMeHTa, OMMUCAHHBIM B HACTOSIIEM IOKYMEHTE, [0 CYIIeCTBY He
COIIEPKUT KJIETOYHOT'O MaTepraa U/ Uil XUMUYECKUX MPeIIIeCTBEHHUKOB.

5.5 TepaneBTH4YecKHe NIPUMEHEHHUS U CNIOCOOBI

[0189] B ogHOM acriekTe B HACTOSIIEM JOKYMEHTE MPEANIaratoTCsi CriocoObl MOMYJISILIUH
omHOM wnu Oojiee UMMyHHBbIX (QyHKIUI y CyObekTa, BKIIIOYAKOIIHE BBEIEHUE CYOBEKTY,
HYKIAIOLEeMycst B 3TOM, (apMarieBTUYECKOH KOMIIO3HMILMH, MPEACTABICHHOH B HACTOSIIEM
JIOKYMEHTe, coneprkaieii antuteno k B7-H4 umu ero aHTUTeHCBA3BIBAIOIINN (parMeHT.

[0190] B nmpyrom BapuaHTe OCYILIECTBICHUs (papMalleBTUYECKass KOMITO3ULIHS,
NPENCTABJICHHAss B HACTOALIEM JOKYMEHTe, cojep:kamas antureno k B7-H4 wmm ero
AHTUTEHCBS3BIBAIOIINN (DparMeHT, BBOOUTCS MALMEHTY (HANpUMep, MAaLUEHTY-4eJIOBEKY) MJIs
ycunenusi nponudepanun T-kiaerok, CD4+ T-knerok wiu CD8+ T-knerok y manwenra. B
APYyroM BapUaHTE OCYIIECTBICHHsS (papMaleBTHUECKas KOMIIO3HMLMS, IPEIACTABICHHAS B
HACTOSILEM JAOKYMEHTe, coiaepskamas aHtuteno k B7-H4 wnam ero aHTUreHCBA3BIBAIOIIWN
(dparMeHT, BBOIUTCS MAlMEHTY (HAnpUMep, NMalUeHTY-4eJIOBEKY) ISl YBEJIUUEHHUs] BbIPAOOTKH
unreppepona-ramma (IFNy) y mamuenra. B gpyrom BapuaHTe OCYIIECTBIICHUS
dapmanieBTUYEeCKass KOMITO3UIIMS, IPENCTABIEHHAs B HACTOSIIEM JOKYMEHTE, COAep Karnas
anTuTeno kK B7-H4 unu ero aHTUreHCBSI3bIBAIOLINI (PParMEHT, BBOAUTCS MALMEHTy (Hampumep,
MALMEHTY-4€eJIOBEKY) AJisi OJIOKMpOBaHUsl MHrHOupyroel akrusHoctu B7-H4 B oTHOmenuu T-
KJIETOK y MaleHTa. B apyrom BapuaHTe OCYILIECTBIICHMs (hapMaleBTHUECKas KOMITO3UIIMS,
NIPEACTABJIICHHAsT B HACTOALIEM JOKYMEHTe, cojepkamas aHturteno k B7-H4 wmm ero
AHTUTCHCBS3BIBAIOIINN (DpAarMeHT, BBOOUTCS MALMEHTY (HANpUMep, MALUEHTY-YeJIOBEKY) s
yaaneHus skcrpeccupyromux B7-H4 pakoBbix kjeTOK y mnauuveHta. B japyrom BapuaHre
oCyLIecTBIeHHs (papMaLeBTUYECKass KOMIIO3MLIUS, MPEICTABICHHAs B HACTOSINEM JOKYMEHTE,
comepkamiasi aHtuteso Kk B7-H4 unm ero aHTUreHCBS3BIBAIOIIMKA ()ParMeHT, BBOIUTCS IS
TOCTIDKEHUSI IBYX HUTH OoJiee U3 YKa3aHHbBIX BbIle 3((EKTOB.

[0191] B ompeneneHHOM BapuaHTe OCYINECTBJIEHHS B HACTOSILEM JOKYMEHTE
NPEANaraloTCsl CHOCOOBI  JICUEHHUS] paka, HaIpUMeEp paka, »sKkcnpeccupyromero B7-H4,
BKJTIOYAIOIIHE BBeIeHHE (hapMalleBTHUeCKOH KOMIO3UINH, coaepkameli antureno k B7-H4 v
€r0 aHTUTCHCBS3BIBAIOIIUN (PPArMEHT, NPEAJIOKEHHbIE B HACTOSAILIEM OKYMEHTE, MAaIHEeHTY
(HampuMep, TALMEHTY-UYeNIOBEKY), HYKOAIeMycs B OSTOM. B ompeneireHHOM BapuaHTe
OCYLIECTBIIEHHSI B HACTOSIIIEM TOKYMEHTE MPENJIaratoTcsi CriocoObl JIEYEHUS COJMIHON OIyXOJIH,

HalpuMep COJMIHOM ONyXoJau, OSkcmpeccupyrowmen B7-H4, Bxiarouaromue BBEIEHHE
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(dapMaleBTUYECKOW  KOMIO3UWIMH,  CcoaepXamiei  antureso k B7-H4  wm  ero
AHTUTCHCBSA3BIBAIOIINN  (DparMeHT, NpeAso’KeHHblE B HACTOALIEM JOKYMEHTE, MalHUeHTY
(HampuMep, MAIMEHTY-4eJIOBEKY ), HY KIAIOIIEeMYCsI B 3TOM.

[0192] B OTpEeAeNIEHHOM BapUaHTE OCYIIECTBJIEHUS HACTOSIIEro H300peTeHus
npenIokeHsl (papMaleBTUUECKHe KOMIIO3MLIMM JUIS JIEYEHUs] paka, BBIOPAHHOTO W3 TPYIIIHL,
COCTOSIIIEM M3 paka MOJIOYHOW >Kene3bl (Hampumep, pak MOJIOYHOM JKene3bl, TPOWHOH
HEraTHBHBI paK MOJIOYHOH >KeNle3bl, TOJIOKHUTENbHbIM Ha pernentop ropmoHa (HR) pak
MOJIOYHOH JKeJe3bl HJIM pak MPOTOKOB), paka SHAOMETPUS, paka SIMYHHKA, paKa ypOTeJus,
HEMEJIKOKJIETOYHOTO pakKa JIETKOro (HampuMep, TUIOCKOKJIETOYHBIM pak), paka MOIKeTyIOUHON
JKeJIe3bl, paKa IIUTOBUIHOM JKEJIe3bl, paKa MOYKU (HAmpuUMep, MOYeYHO-KJIETOUHBIA paK) U paka
MOYEBOTO My3bIpsl (HApHMeEp, YPOTENHATbHOKIETOYHBIN pak). B ompeneneHHOM BapuaHTe
OCYLIECTBIICHUS HACTOSLIETO M300pETEHHs MPENIOKEeHbI (hapMalleBTHUECKIUE KOMITO3ULIMH IS
JIEYEHHUsT TPOTPECCHPYIOIIETO paKa MOJIOYHOW jkeie3bl (B TOM YHCIIE TPOMHOTO HETaTHBHOT'O
paka MOJIOUHOH >Keyne3bl U TOJOXHTENIbHOro Ha penentop ropmoHa (HR) paka momnounoit
JKEJIe3bl), paKa SIMYHUKOB, Paka >HIOMETPHs, WIH YPOTEpUaNbHOrO paka. B ompeneneHHOM
BApUAHTE OCYLIECTBICHHUS HACTOSIIEr0 M300peTeHHs MpPEeNJIoKEeHbl (papMareBTHYECKHE
KOMIIO3ULIMM U1 JIEYEHUs] paka MOJIOYHOM SKEJEe3bl. B onpenenennom BapuaHTe
OCYILIECTBIIEHUsI HACTOALIET0 M300pEeTeHHs MPEeNIoKeHbl hapMaleBTUIECKHe KOMITO3ULIMH IS
JEYeHUs  paka SWYHUKOB. B omnpeneneHHOM BapuaHTe OCYLIECTBJICHHsS HACTOSILIETO
n300peTeHus NpeIoKeHbl (apMaleBTHUECKHe KOMITO3ULIUY AJIs JISYeHUsl paka sHaoMmerpus. B
ONPENEJCHHOM  BapUaHTE  OCYIUECTBJIEHHMS  HACTOSIIETO  W300peTeHUs  MPEeAJIOKEHBI
(dapmaLeBTHYECKUMHI KOMITO3ULUSAMH JUISl JICUEHHUST YPOTEPUAIBHOTO pakKa.

[0193] B HekOTOpBIX BapHaHTAaX OCYINECTBJIECHHUS pakK MpeacTaBisieT coOoH pak,
skcnpeccupyromuii B7-H4.

[0194] B ppyrom BapuaHTe OCYLIECTBIEHUS (HapMALEBTHYECKYI0 KOMIIO3HUIIHIO,
NPEJIOKEHHYIO B HACTOSIIIEM OMUCAHUM, BBOAST MALIMEHTY (HANPUMEp, MALUEHTY-UEIOBEKY) C
OUArHO30M pak, 4ToObl ycwmuth nponudepanuro T-knerok, CD4+ T-knerok, wim CD8+ T-
KJIETOK y MalMeHTa. B Ipyrom BapuaHTe OCYIIECTBIEHUS (HapMaLeBTUYECKYIO KOMIIO3ULIUIO,
NPEACTABJICHHYIO B HACTOSIIEM JOKYMEHTE, BBOAST MALMEHTY (HanpuMep, MalueHTy-4eI0BEKY ),
C IMarHO30M paK, IUid yBeJudeHus: BelpaOoTku nHTeppeponHa-ramma (IFNy) y manmenra. B
APYroM BapHUaHTE OCYINECTBJIECHUS (PApMALEBTUYECKYI0 KOMITO3UIUIO, IPEICTABIECHHYIO B
HACTOSIIEM JOKYMEHTE, BBOIAT MALMEHTY (HapuMep, MalueHTy-4eIOBEeKY), C AUArHO30M pak,
9TOOBI OJIOKUPOBATh MHIHOMPYIOLIYIO akTUBHOCTE B7-H4 B oTHOmEHnn T-KJIeTOK y manueHTa.

B npyrom BapuanTe ocymiecTBieHHs (apMaleBTHUYECKYI0 KOMIIO3HMLIUIO, NMPEICTABJIEHHYIO B
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HACTOSIIIIEM JOKYMEHTE, BBOAAT MALUEHTY (HAPUMEDP, MAlUEHTY-4YeJIOBEKY), C TUArHO30M pakK,
9TOOBI HCTOLINTD 3KcTIpeccupyrome B7-H4 pakoBble kineTky y mauueHTa.

[0195] dapmaLieBTUUECKHE KOMIIO3ULUN , ONUCAHHBIE B HACTOSIIEM JOKYMEHTE, MOTYT
OBITh JOCTABJICHBI MALIMEHTY C MOMOILIBI0 BHYTPUBEHHOTO BBeAeHHs. OOBIUHO MALIUEHT SIBJISIETCS
YEJIOBEKOM, HO MOTYT MOAJAABATHCS JICUEHUK) MIICKOIUTAIOLIME, HE SIBJIAIOLIMECS YEIOBEKOM,
BKJIFOYasl TPAHCT€HHBIE MIIEKOITUTAIOLIUE.

6. ITPUMEPBI

[0196] ITpumepsl B 3TOM pasnese (TO eCThb B pasfene 6) MpemararoTcs B KadecTBe
WJUTIOCTPALIMH, & HE B KAUe€CTBE OIPAHUYEHUS.

IIpumep 1. CnocoObl, HCNIOJIb30BAHHBIE B HCCJIE0BAHUSIX COCTABOB

L Ilpouszeoocmeo awmumen
[0197] Anturena 20502 Oputn mony4eHsl B kjierouHod smuHun CHO, B KkoTOpOi
orcytcrByeT reH FUTS (al,6-pykosuntpancdepasa), moaromy anrurena 20502, ucrnonb3yemble
BO Bcex [lpumepax 2-9, sBisrOTCS apyKO3WIMPOBAHHBIMH. Y HHUX OTCYTCTBYET KOHIIEBas
¢dykoza npu ASN297 B Fc-yactu anTUTENA.

11 Ob6was npoyeoypa cocmaeieHus

[0198] Obpas1pl MOHOKJIOHANBHOTO aHTUTeNa (MADb) moaydanu B pa3iudHBIX COCTaBax
nyTeM  JAuanu3a  JIEKapCTBEHHOIO  BELIeCTBa, He  coxeplkamero  mosnucopbara
(adpyxosunmupoBannoe 20502), ¢ HCMONB30BAaHUEM AUANTU3HBIX MEMOpPAaHHBIX YCTPOWMCTB C
orcedeHueM 1o MojsekyssipHoit macce B 20 x/la (MWCO). Ilocne nuanusa KOHLEHTPALHIO
MOHOKJIOHAJIbHBIX AHTUTENl U3MEPsUIM ¢ MOMOLIBI Y D-CIEKTPOCKONUHU € HCIOIb30BAHUEM
kooddumenta skeruakimu 1,47 cm[r/n]!. Konuentpauun Genka B 06pasiax, ¢ 3aMEeHEHHBIM
Oydepom, TOBOAMIH IO JKETaeMbIX 3HAYCHUI ¢ momoulbio Oydepa ans auamusza, u 10% PS20
MAaTOYHOIO pPAcTBOpa AO0ABISUIM B KaKIObI COCTaB A0 KOHeuHOH konueHTtpammu 0,05%
(macc./06.) PS20. CocraBbl CTepHIbHO (PUIBTPOBATH C HCIOJBb30BAHUEM (DUIBTPOBAIBHBIX
O6mokoB 0,22 MKM M TNOMEINAJIH B COOTBETCTBYIOLIHE CHCTEMBI KOHTEHHEPOB/YKYMOPOYHBIX
CPEACTB B BBITSDKHOM MKady C JaMUHApHBIM NoTOKOM. OOpasubl MOMEIIany B Pas3JINYHbIC
YCIOBHS XPAaHEHUs] B COOTBETCTBUM C JU3AHHOM HCCIIEIOBaHMS, M WX CTaOWJIBHOCTH
AHATM3UPOBAIIN C UCTIOJB30BAHNUEM PA3IUIHBIX CIIOCOOOB B ONpPENEICHHBIE MOMEHTHI BPEMEHH.

111 Ananumuueckue cnocobvl

[0199] Busyanbhsblit ocMoTp (AD-Gen-002/00): BusyanbHasi OlleHKa MPOBOAMIACH KaK

Ha 4YepHOM, Tak W Ha Oenom ¢oue mpu ¢uyopecueHTHoM ocBemennn. OOpa3ubl ObLIH

HUCCJICAOBAHBI HA IBET, NPO3PAYHOCTh U HAJTUYINEC BUAUMBbIX YaCTHULI.
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[0200] KonuenTtpauus 6enka (TM-150-001/00): Konnentpamuro Oenka Ompenessuiy C

noMouIpl0 Y @-noryionie st npu JyiMHe BOJIHBI 280 HM € HMCHOJIB30BAHUEM TEOPETUUECKUX
koo duimentos nornomenus 1,47 em'[r/n]?. O6pasubl pazbasisnm 10 IMHEHHOro AUaNa3oHa
norjomenuss ¢ momoubio  pocharHo-coneBoro Oydepa Hynapdekko (DPBS) u usmepsim
otHocuressHO DPBS B Bune xonocroro pactsopa. Ilornomenne usmepsiu ¢ UCIOIb30BAHHEM
Y ®-sugumoro cnekrpodoromerpa Agilent Cary 8454 (Agilent Technologies, Kanudopuus).
[0201] pH (AD-GEN-001/00): pH Oydepa onpenensyivu ¢ MOMOLIBIO KaJTUOPOBAHHOTO

ycrporictBa Beckman Coulter pHi560 (Beckman Coulter, Inc., Kanugopuus), .
[0202] OcmonsinbaocTh (TM-GEN-004/00):  OcmonsiibHOCTD Oydepa H3MEpsuid 1O

JaBJICHUIO Tapa ¢ ucnojibzoanueM cucrembl Wescor VAPRO (Wescor, Inc., FOta).

[0203] Auddepennmanbhuas ckanupyromas kanopumerpust (JICK): Msmepenuss JICK

nposonmwiuck Ha matpopme MicroCal VP-Capillary DSC (GE Healthcare, BenukoOpuranus).
Obpasubl mAb pa3Boamiu B pasnudHbIX Oydepax COCTaBOB 1O KOHIeHTpamuu 1 mr/mi. B
Ka4eCcTBe STaJIOHA HCIOIB30BaIH Oydep cOOTBeTCTByIOMEro cocraBa. OOpasubl CKaHUPOBAJH
npu Temmeparype ot 15 mo 110 °C co ckopocteto 1 °C/muH. JlaHHBIE CHavyana ObUIH
HOPMAJIM30BaHbI MO KOHLEHTPALUHU Oelika, 3aTeM CKOPPEKTHPOBAHbBI MO UCXOAHOMY YPOBHIO U
3HaueHus1 s Oydepa ObuIM BBIUTEHBI C MOMOINBI mporpammHoro obecneuenus Origin 7.0
(OriginLab, Maccauycerc). Ilepexonbl muaBieHus ObLIM NPOAHAIU3UPOBAHBI C ITOMOIIBIO
VMHULMUPYEMO KypcopoM ¢yHKIuu noaroHku muka DSC ¢ ucnonmb3oBaHHEM MOIENH
pasBepThIBaHUs O€3 IBYX COCTOSHHUI B HCXOAHOM IPOrPAMMHOM OO€CIIeUeHHH.

[0204] Temneparypa paspeprbiBanuss™ mno cucteme UNIT: Temneparypa
paseepteiBanust (Tm) Genka obecneunBaer n3MepeHue (HU3NUECKONW CTAOMIBHOCTH MOJIEKYJIBL
Temneparypa pa3BepTbIBaHHUsI OMPENENSETCS KaK TeMIepaTypa, MpH KOTOPOH B PaBHOBECHH
CYIIECTBYIOT PaBHbIE KOJHUYECTBA HATHBHOIO M JneHatypupoBaHHoro Oenka. Cucrema UNIT or
Unchained Labs (Kamugophuus) UCTIONIB3YET COOCTBEHHBIE (ayopecueHTHbIE
CMEKTPOCKOMMYECKE M3MEHEHUsS Ui OMpeesieHUs TeMIepaTypbl, MPU KOTOPOH MPOUCXOIUT
TEIUIOBOE pa3BepThiBaHue Oenka. OOpas3mpl B KOHIEHTpAUWMH | MI/MJI CKaHMPOBAIH TIPHU
temneparype or 20 no 90 °C co ckopocteio 1 © C/mua. Tm onpenensyii ¢ UCMOIB30BAHUEM
nporpammuoro obecrnedenus: Uncle ot Unchained Labs (Kanudopuus).

[0205] HU3zoonekTpuueckoe (HOKYCHPOBAHME IMOA BU3yaTu3alUOHHBIM KOHTposieM (iCE)

(TM-150-003/02):  BapmanTel  3apsina  ObUTM  NPOAHAIM3UPOBAHBI €  IMOMOILIBIO

M303JIEKTPUIECKOro (POKYCHpPOBaHMS MOA BHU3yain3anuoHHbIM KoHTpodeM (1ICE) Ha mpubGope
Protein Simple 1CE3 ¢ aBromatudeckum mnpoboorbopHukoM 720 NV (ProteinSimple,
Kamudopuus). JlanHble aHAIU3UPOBAIM C MCIOJIb30BaHMEM IporpammHoro obecriedenus 1CE

CFR, U OTHOCHUTECJIbHBIC KOJIMYCCTBA INIaBHBIX, KHUCJIBIX 1 OCHOBHBIX IMHUKOB OIPEACIIAIN MYTEM
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WHTETPUPOBAHUS TUIOMIAAN MMHUKOB, HAOMIONAEMbIX B NpOQUiIe, W HCIOIb30BAIN ISl pacdyera
MIPOLIEHTHOTO COEP KAHUS KUCIBIX U OCHOBHBIX BAPUAHTOB.

[0206] Dkckmo3nonnas xpomarorpadus (SEC), (TM-150-004/00):  Ob6pa3ubl Obutu

npoaHanmmsupoBanbl Ha Agilent 1100 Series BOXKX, cHaOxeHHOM HIETEKTOPOM C IUOIHOM
MAaTpPULEH, U ONTUYECKYIO IIOTHOCTD u3Mepsun npu 280 uM. OO6pasubl pazbasisim 10 1 mr/min
B noaBrokHOHN ¢asze (100 MM ¢docdara Harpus, 400 MM xnopuna Hatpus, pH 6,8) u 50 mxn
BKAJIBIBAJIA B TIPEIBAPUTEILHO YPaBHOBEIIEHHYIO KOJOHKY Sepax Zenix SEC-300 7.8 x 200 mm
(Sepax Technologies, Inc ., Menassp). Pasmenutenbhbie SEC u 3amuTHBIE KOJOHKH
ucnojp3oBauck pu 25 °C. Cxopocth notoka 1,0 MiI/MUH UCTIONB30BAIACh TIPU IJTUTEIBHOCTU
aHanmu3a 12 munyT. [Iuku arperatoB, MOHOMEPOB U (PPAarMEHTOB ONPENENSLTH KOJIUYECTBEHHO C
UCTIOJIb30BAHHEM MIPOTPAMMHOTO 00ECTICUSHHS ISl aHAJTN3a TAHHBIX.

[0207] Kammusipuelit snekrpodopes ¢ reaem u poxpermicyibdarom Hatpus (CE-SDS)

(TM-150-002/00): CE-SDS ucnosb30Baju sl ONpeAesieHns] YuCToThl antutena B7-H4 20502

IPU BOCCTAHOBHTEJBHBIX M HE BOCCTAHOBUTENBHBIX yCHIOBHAX. OOpas3ipl aHAIM3MPOBAIN Ha
cucreme Beckman Coulter PA800 plus (Beckman Coulter, Kamudopuus) ¢ ncnonp3oBanuem
Kamwusipa ¢ BHYTpeHHUM nuamerpoM 50 MkM Oe3 mokpeitusi. Tlornomenne Habmonanu npu
220 um. Yucrory 20502 B BOCCTAHOBUTEJBHBIX YCIOBUAX ONPEAECISAIN IyTEM H3MEPEHHUs
IUIOLAIN TIMKOB TSDKENBIX M JIETKUX ILened M CpaBHEHUs ¢ OOIed IUIomagplo BCeX
oOHapy>keHHbIX MUKOB. Yuctory 20502 B HE BOCCTAHOBUTENBHBIX YCIOBUSAX ONpPENENSIN MyTeM
M3MEpPEHUs TUIOIAAN IJIABHOTO MTHKAa MHTAKTHOTO OeJKa M CpPaBHEHMs ¢ OOIIel IIIOIaabio BCeX
O00OHapy KEHHBIX MTHKOB.

[0208] YHactuupl He BuauMmble HeBoopyxkeHHbIM rnazoM mo HIAC (AD-GEN-006):

Cueruynk vactun HIAC 9703+ (Hach, Konopano), obopynosanssiii nerekropom HRDL-150 u
mmnpuueM Ha 1 mu. Tlepen ucronp3oBaHueM cucTeMa ObLTa MPOMBITA HE COIAEPIKAIIEH YaCTHIL
Bomoit Milli-Q (Millipore, Maccauycerc) mnis co3maHusi 4uctodl 0OazoBoi juHUH. UYeTsipe
NIOCJIEIOBATENIbHBIX ATUKBOTHI 1O 0,4 Myt ObUTH B3SITBI U3 00pA3LOB, U KOJHMYECTBO YAaCTHUI[ U3
TpeX MOCJIEAHNUX ANUKBOT OBLIO YCPEIHEHO U 3aPeruCTPHPOBAHO.

IIpumep 2. bHoXUMHYECKHH AHAJIN3 AMHHOKHCJIOTHBIX OCTATKOB aHTHTeaa 20502.

[0209] AnTtureno k B7-H4 20502 npencrapnsier coOOil MOHOKJIOHAJIBHOE AHTUTEINO.
OcHOBaHHBIN Ha 3HAHUAX MOJXOJ K COCTAaBJIEHHIO COCTABOB HCIOJB30BAJICS AJI ONpeeIeHMUs
MOIXOISIINX KOMITO3HLIUH, KOTOPbIe O0ECIeUNBAIOT MAKCHMAJIbHYIO CTaOMIIBHOCTD Oenka. st
3TOTO YYWTBHIBAJIUCh KaK BHYTPEHHUE CBONCTBA MOJIEKYJbl, TAK U CBONCTBA KOMIIOHEHTOB

COCTaBa, KOTOPBIE MOTYT BJIUSITh Ha CTAOMIIBHOCTD OeJiKa.
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[0210] AMHUHOKHUCIIOTHBIE TOCIENIOBATEIbHOCTH TMOJHOPA3MEPHON TSDKEJIOW Lienu U
jierkoi renu anturena 20502 nokasausl B Tabaune 11.
Tabmuua 11: IlepBuuHble aMMHOKMCIOTHBIE IOCHIEAOBATEIBPHOCTU MOJHOPA3MEPHON

TSKEJION LIETIN U JIETKOU e anturesaa 20502

O0Go3HaueHue
INocnenosarensHocts (SEQ ID NO)
HIOCJIEI0BATENILHOCTH

QLQLQESGPGLVKPSETLSLTCTVSGGSIKSGSYYWGWIRQPPG
KGLEWIGNIYYSGSTYYNPSLRSRVTISVDTSKNQFSLKLSSVTA
ADTAVYYCAREGSYPNQFDPWGQGTLVTVSSASTKGPSVFPLA
PSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
Tsoxenas nens PKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE
PQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK (SEQ ID NO:21)

EIVMTQSPATLSVSPGERATLSCRASQSVSSNLAWYQQKPGQA
PRLLIYGASTRATGIPARFSGSGSGTEFTLTISSLQSEDFAVYYCQ
QYHSFPFTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVC
LLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSS
TLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID
NO:22)

Jlerkas uens

[0211] Aramu3 mepBuuHON mnocnenoBatenbHOocTH 20502 mOKa3am, dYTO HEKOTOpPbIE
AMUHOKHCJIOTHBIE ~ OCTaTKU  MOTEHLIHMAJbHO  MOTYT  TOABEPraTbCs  OHOXUMHUYECKHM
monudpukanusiM. K HUM OTHOCSATCS JNe3aMHUIMPOBAHKME MPH aclaparvHe, M30MepPU3alUs IPH
aCmaparHOBOHN KHCJIOT€ W OKUCJICHHWE TPU METUOHHHE, IMCTEWHE, TUCTHIWHE, TPHUMNTO(aHe,
dbeHwnaNaHUHE W TUPO3WHE. ACMapardHbl, acMaparMHOBble KUCJIOTBI W  METHOHHHBI,
MOAMAOIIHNECS ACAMUIUPOBAHUIO, H30MEPU3ALUU U OKHCICHHIO, COOTBETCTBEHHO, YKa3aHbI
JKUPHBIM U CEPBIM KBaJpaTaMu B MociienoBaTebHOCTAX B Tabmune 11. IToTeHImanbHbie CalThI
onoxummueckoit nerpagaunu B 20502 ormedensl B Tabnume 12. DTu mOTeHIHMANbHBIE CANTHI
nerpanauuu Haxonsitest BHe odnacreit CDR.

Tabmuma 12: IloreHuuandpHBIE AMHUHOKHCIOTHbIE ocTtatku B 20502 jmns  myred

XUMHUYECKOHN Aerpagaluu.

IIyTn perpapauun CaiiTbl Konauuecrso caiitos
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AcmaparuH-TJIMLUH 2
Je3amunupoBaHue AcnaparuH-cepuH 3
AcnaparuH-acrnaparvt 2
AcnaparuHoBas KHUCJIOTa-
2
TJIALUH
Hsomepusanus
AcnaparuHosas KHUCJIOTA- ;
CepuH
MeTuoHuH 3
T'uctunun 12
Tpunropan 11
Oxucnenue
Iucreun 16 (dueTHOE YKCIIO)
Tuposun 30
deHunanaHuH 22

[0212] YTtoOsl pa3paboTaTh SKHIKHIA COCTaB, KOTOPBIA MOT Obl 00OECIEYUTh XOPOIIYIO
crabmpHOCTD At 20502, ObUIM OLIEHEHBI pa3IMyHble YCIOBUs, Takue kKak pH, tumel Oydepos u
BCioMorarenbHble  BemecTBa.  CtaOmipHOCTP  O€nKka  KOHTPOJHMPOBAJIM  HAa  OCHOBE
Oounodusnuecknx u OnmoxuMudeckux cBoicts 20502 B kaxnom npumepe. [leranu uccnenoBaHui

U UX pE3YJbTAaThl ONMMHMCAHbI B HACTOAIIEM JOKYMCHTC.

IIpumep 3: HauanbHoe ckpununr pH

[0213] pH cocraBa Biusier Ha cTabuiabHOCTD Oeka. pH cocraBa MOXXET BIMATH HA MyTH
OMOXMMUYECKOTO PA3JIOKEHHs], TAKHE KaK Je3aMUIMPOBAHUE, M30MEPH3aLUsl M OKHCJICHHUEe, a
TakkKe Ha Ouodu3Mueckoe pas3jioKeHUs, TaKOe Kak arperanusi U (yparMeHTanus, BCJIEACTBUE
B3aMMOEWCTBUS MEXKY OeJTKaMU U OKPYIKAIOMIEH UX CPeOi.

[0214] Ckpunuar pH Obwn mpoBemeH misi ompeneneHus nuamnasoHa pH, KoTopslit
obecriedyrBaeT MaKCHMAaJIbHYIO CTaOmibHOCTh 1iisi 20502, u [ MOHUMAHHUS MEXaHU3MOB
aerpagauuy Oenka B 3THUX YyCHOBHAX. Jleranu coctaBa , OmpeneiisieMble B HCCIEIOBAHUU,
npuseneHsl B Tabmuue 13.

Tabmuua 13: CocraBbl, orieHeHHBIE IO BiIUsAHUIO pH Ha cTabunbHOCTD Oenka

CocTraB UHIPEIUEHTOB U % PS20
Ne 20502 (mr/mu) pH
KOHIICHTPaIiH (macc./06.)
1 1,0 20 MM Llutpar, 270 MM caxapo3za 0,05 4.0
2 1,0 20 MM Llutpar, 270 MM caxapo3za 0,05 5,0
3 1,0 20 MM ructuaus, 270 MM caxaposa 0,05 6,0
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4 1,0 20 MM ¢ocdar, 270 MM caxaposa 0,05 7,0
5 1,0 20 MM Tpuc, 270 MM Caxaposza 0,05 8,0

[0215] YTtoOrl onpenenuTh TepMOCTa0UIIBHOCTD Oelika Mpu pas3auuHbx pH, Temnepatypy
pa3BepPTBIBAHUS M3MEPSUIM IO W3MEHEHMIO BO BHYTPEHHeH (yopecleHunu Npu JIpyroi
Temrepatype ¢ ucnonb3oBanueM npudopa UNit. CaBur mimHbBl BOJHBI (DIIyOPECLIEHTHOIO
uznyueHus: Tpuntodana (cpennee OGapurieHTpuueckoe 3HaueHrne, BCM) ykasbiBaeT Ha TO, YTO
NpU HarpeBaHuH OOpPa3LOB MPOUCXOAUT coObITHE pa3BepThiBaHus. Pur. 1 mnoOKasbIBaeT
U3MEpEeHHYI TemmepaTypy passeptbiBanus (Tml) 20502 npu pasiauysbix ycioBusx pH.
Pesynbrarsl nokasbiBarot, uto Tml 3aBucur ot pH. IIpu 6onee Bricokom pH (Hampumep, pH >
7) nabmopmanack Temmeparypa pasBepteiBaHusi B 74 °C. Ilpu pH 5 u 6 Temmeparypsl
passeptThiBaHus coctaBsim 66 °C u 70 °C coorserctBenHo. Ilpu pH 4 Ttemmepartypa
pasBepTbiBaHus coctaBiasiia 55 °C. Kpome Toro, rtemmepaTypa Hadaja, [O-BUIUMOMY,
cocraisuia ~ 50 °C ¢ ucnonb3oBanueMm pH 4, Ho Temmneparypa Hadana coctasisiia 62 °C uiu
BbIlIE C Hcrnonb3oBaHueM pH 5-8. DTu pesynbTaTel AEMOHCTPUPYIOT, YTO cocTaBel ¢ pH > 5
OynyT obecnieunBaTh JYUIIYIO TEPMUIECKYIO CTA0OMIIBHOCTD, YeM cocTaBbl ¢ pH 4.

[0216] CtabunpHocTh 20502 mpm pa3nu4HBIX 3Ha4YeHUsix pH Takke OICHMBAIUA B
ycnoBusix crpecca npu 40 °C B TedeHwe N0 ueThIpex Henmesb. Bce o0pas3ibl OCTaBAUCH
NPO3paYHbIMHU M OECIIBETHBIMU 0€3 KaKuX-JMOO 4acTHl, HAOJOAaeMbIX Ha MPOTSHKEHUU BCETO
uccnenoBaHus. I3meneHuss B arperatax M (QparMeHTax ONpPeAesuld C  I[OMOIIBIO
skckiro3noHHoM BOXKX. B Hynesoit moment Bpemenu (TO) B uccnenyemsix cocraBax He ObLIO
oOHapykeHO BuAMMBIX arperatoB ans 20502 mpu xoHuentpauuu 1 mr/mu. Yepes ueTsipe
Henenu nmpu 40 °C KOIMUeCTBO paCTBOPUMBIX arperaToB 3aMETHO YBEJIWYHIIOCh B cocTaBax ¢ pH
4,7 u 8, TOJIBKO HEOOJBIIIOE YBEJMYEHHE KOJMUECTBA arPeraToB HaOIF0AaI0Ch B KOMITO3HUIIMSIX C
pH 5 wnmu 6 (®@ur. 2). Ananorunynoe Biusaue pH Habmoganock Ha oOpa3oBaHue (parMEeHTOB
(®ur.3). PesyapraTsl 3TOr0 HUCCIenoBaHMs mokasanu, 4ro 20502 naubonee crabuibHo npu pH
5-6, Kak MoKka3aHo u3MepeHneM SKCkIo3noHHONH BOXKX ykazaHHBIX CBOMCTB.

IIpumep 4: leranbubii ckpuauar pH

[0217] Pe3ynpTaTel mpeaBapUTEIbHOTO CKPUHUHIOBOro uccienoBaHus pH mnoxaszamnm,
yro antuteno 20502 wnambomee crabmnbHo mpu pH 5-6. Bwuio mpoBeneHO neTanbHOE
uccnenosanne pH mns onpenenennst pH, kotopoe odecrieunBaeT MaKCUMaIIbHYIO CTAaOUIIBHOCTB
B nuamnasoHe oT 4,5 no 6,5. Jleranu cocraBoB npuseneHbl B Tabnune 14. 1o uccnenoBanue
OBUIO TIPOBENEHO C MCIIOJIb30BAHUEM LIUTPATHOrO Oydepa, 4TOOB MUHUMHU3HUPOBATH BO3MOYKHOE
BiHsiHUE THIIOB OydepoB Ha craduiapHOCTE MADb. CtabmibHocTh anTUTena 20502 mpu 10 Mr/mo

UCCIENOBAIM HAa OCHOBE BHELIHErO BHJIA, arperauuy, QparMeHtanuu (C MOMOIIBIO
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skckmo3nonHoit BOXX) u BapuanTos 3apsna (1CE) B ycnosusix crpecca (40 °C) B TeueHue 1o
TpeX HeIelNb.

Tabmuua 14: CocraBbl, OlleHEHHBIE Ha AeTanbHOE BiMsiHUe pH Ha cTabuinbHOCTD Oenka

Ne Cocrassl % PS20 pH Konuenrpauus anruren
(macc./00.) (mr/m)

1 |20 MM nutpar, 270 MM caxaposa 0,05 4,5 10

2 |20 MM nutpar, 270 MM caxapo3sa 0,05 5,0 10

3 |20 MM nutpat, 270 MM caxaposza 0,05 5,5 10

4 |20 MM uurpar, 270 MM caxaposa 0,05 6,0 10

5 |20 MM nutpar, 270 MM caxaposa 0,05 6,5 10

[0218] Bce oOpasubl OCTaBanuCh MPO3pPauHbIMA U OECIBETHBIMH 0€3 KakKuX-H0o
YacTHUL], HAOJIOJAaeMbIX HA MPOTSDKEHHUH BCErO HMCCIIENOBAaHUS. Pe3ynbTaThl SKCKIIFO3HOHHON
BD2XKX nokasanu, 94TO HU3KHI ypOBEHb arperatoB HaOmonaics ans 20502 npu KOHLEHTpauuu
10 mr/mn B Havane uccnenosanus (T0). Tepmuueckuii crpecc B TedueHue Tpex Henenb mpu 40 °C
NpUBOAWI K 3aBucseMy oT pH ysenndennro arperanuu B nopsiake 4,5 <5,0 <§,5 <6,0 <6,5, B
TO BpeMsI Kak (pparMeHTanus nokasajia NpoTHBOIMOIOXKHYIO TeHaeHIHto (Pur. 4 u Owr. 5).

[0219] Hdauubie iCE moka3aiy, 4TO KOJMYECTBO KUCJIBIX BAPHAHTOB YBEIUYIIIOCH Yepes3
3 venemu npu 40 °C. YBenuueHue KOJMMYECTBO KUCIBIX BapUAHTOB 3aBHceso OoT pH, mpuuem
nopsinok Bo3pactanusi pH cocrasisin 6,5/6,0/5,5 <5,0 <4,5 (®wur. 6).

[0220] Tot daxT, uto 6osee Bbicokre pH ObUTH CBsI3aHBI C TIOBBIIIEHHON arperanuei, a
Oonee Hu3kue pH ObutM CBsI3aHBI C MOBBIMIEHHOH (parMeHTanuel, YCIOXKHSAIO OINpeneeHue
xKenmaeMoro (apMaLeBTHUYECKOrO COCTaBa. B COBOKYMHOCTH pe3yJbTaThl MCCIIENOBAHUS
MOKAa3bIBAIOT, YTO COCTaBbl ¢ pH 5-6 obecneunBaroT HauyuInii o0KiA PO b CTAOHIEHOCTH
ansa 20502.

Ipumep S: Ckpununr 0y¢pepon

[0221] Kak u pH, Tuns! OydepoB B pa3Iu4HOI CTENEHH BIMSIIOT HA CTA0OMJIbHOCTD OeJKa.
Yckopennyro cradmibHOCTh 20502 mpu 10 MI/Mi OLEHUBANIM B aLETATHOM, LIUTPATHOM,
CYKLIMHATHOM U THCTHAUHOBOM Oydepax ot pH 5,0 no 6,5 ¢ marom 0,5 eAMHUIBI HA OCHOBE UX
pKa ¢ uenpro onpenenenus: Oydepa, KOTOpbIi 00eCeunT MaKCUMATbHYIO CTaOMIIBHOCTD pu pH
5,0 - 6,5. ITonpobubIe cocTaBel npencrasieHbl B Tabmume 15. Dtu 6ydepbl Obu HCCIETOBAHBI
HA UX BJIMSTHHUE Ha CTAOMIIBHOCTH OeJlka Ha OCHOBE BHEITHETO BHJA, arperauny, GparMeHTanuu u
3apsiza.

Tabmuma 15: Buast 6y¢epoB st COCTABOB, OLIGHEHHBIC HA UX BJIUSHUE HA CTAOMJIBHOCTD

Oenka
Ne CocraBsl % PS20 (macc./00.) pH | Konnenrpanus
(mr/mir)
1 20 MM anerat, 270 MM caxaposa 0,05 5,0 10
2 20 MM nurpar, 270 MM caxaposa 0,05 5,5 10
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W

20 MM cykuuHar, caxaposa 270 MM 0,05 6,0 10
4 [20 MM ructuaus, 270 MM caxaposa 0,05 6,5 10
[0222] Bce oOpasubl OCTaBajiuCh IPO3pauyHbIMU U OECIBETHBIMH 0€3 Kakux-u0o

YacTHUL], HAONIOJAeMbIX HA MPOTSDKEHHUH BCErO MCCIIENOBaHUS. Pe3ynbpTaThl 3KCKIIFO3HOHHON
BOXX, nokazanHble Ha @Pur. 16 mNOKa3bIBAIOT YBEIMYEHUE KOJUYECTBA arperaroB B
3aBucuMoctu ot Oydepa (pH) B 3TOM mccnemoBanuu. Arperarbl 0Opa3oOBBIBAIHUCH C Oosee
BBICOKHMH CKOPOCTSIMU Tpu Oosee BbICOKOM pH mo cpaBHEHHIO CO CKOPOCTBIO mpH OoJee
Hu3kuM pH; B nopsinke ructuaus (pH 6,5)> cykuunat (pH 6)> uutpar (pH 5,5)> anerar (pH 5).
C npyroii croponsl, B aueratHoM (pH 5) u murparaom (pH 5,5) Oydepax Obuto oOHapykeHO
CJIerKa MEHbLIee KOJHYECTBO (PParMEeHTOB MO CPABHEHUIO C TAKOBBIM B THCTUANHOBBIX (pH 6,5)
u cykuuHatHeIX (pH 6) Oydepax, xors obmue ypoBHH (pparmeHToB Obutn Hu3kumu (0,5% -
0,7%) B Teuenne 3 Henenb rpu 40 © C (Pur. 8).

[0223] Pesynpratel iICE mokaszamu, urto Oydepbl OKa3adum HEKOTOPOE BIIMSHUE Ha
npoduib 3apsaa 20502, kak nmokazano Ha @ur. 9 u @ur. 10. Ho olmas pasHuLa MeXKITy HUMU
cocTtaBnsia uyTh Oosnee 10% B KHUCIBIX BapuaHTaX U OKOJNO 2% B OCHOBHBIX BapHaHTaX IPH
xpanenuu npu 40 °C B TeueHHe Tpex Henelb.

[0224] AnTtureno 20502 OBUIO HCHBITAHO B JBYX JAPYTUX CTaHIAPTHBIX COCTaBax,
cofepKalluX TMCTUAWH, HO HU OAWH M3 HHUX HE MpUBEI K KOMIO3ULMH C KeJIaeMOMu
crabmnpHOCTEIO. Ha OCHOBaHMHM 3THUX pe3ynbTaToB OBLI CHIeNaH BbIBOA O TOM, 4To 20502
Hauboee cTabubHO B arleraTHOM Oydepe mpu pH 5 cpenu BceX MpOTECTUPOBAHHBIX YCIOBHIA
coctaBoB. LlutpatHeiii Oydep npu pH 5,5 Takke obecrnedyrBaeT OTHOCHTEIbHO CTAOUJIBHBIHN
Oydep s 20502.

IIpumep 6: CKpUHUHT BCIOMOraTe/IbHbIX BelIeCTB

[0225] BcniomoraTenbHbIe BELIECTBA, TaKWe KaK HAMOJHUTENIH, MOTYT BIIUSATH Ha
CTa0MJIBHOCTD  MpOAyKTa. UTOoOBI OIEHUTh BJIMSIHHME BCIOMOTATENbHBIX BELIECTB HA
crabunpHOCTh aHTUTENna 20502, aHTUTen0 B KOHUEHTpauud 20 Mr/MJI TOTOBUJIM B BHJE
alleTaTHOTO M LIUTPATHOTO COCTaBOB, copepskammx xyopun Hatpusi (NaCl), Tperanosy, copour
WM caxapo3y B M30TOHMYECKHX KOHIEHTpauusx. L{uTpaTHble COCTaBbl OBUIM COCTaBJICHBI MPH
pH 5,5, a aneratable coctaBsl ObuTH cocTaBienbl pu pH 5,0. J[Ba ZONMOJHUTENBHBIX ALlETATHBIX
cocraBa ¢ caxapo3oi takske roroBuiu mipu pH 4,5 u 5,5. TlonpoOHbIe cOCTaBbI MPEIACTABICHBI B
Tabmuue 16. BcmomorarenbHble BelecTBa ObUIM UCCIEAOBAHBI HA MX BIHMSIHHE HA CTAOMIIBHOCTB
Oenka Ha OCHOBE BHEIIHErO BHJA, arperanuy, (parMeHTalud M BapUAHTOB 3apsiia IpH
ycnoBusix xpanenus 40 °C, 25 °Cu 5 °C.

Tabnuua 16: BcomoraTenbHble BEIECTBA I COCTABOB, OIIEHEHHbIE HA UX BJIUSHUE HA

CcTaOUIBbHOCTD Oeka
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ID bydep BcnomorarenbHbie pH % PS20 KoHLeHTpaLus
BEIEeCTBA (macc./00.) (/)
1 20 MM mutpar 0,9% NaCl 5,5 0,05% 20,0
2 [20 MM nutpar 10% Tperaossl 5,5 0,05% 20,0
3 20 MM nutpar 4,7% copOura 5,5 0,05% 20,0
4 20 MM nutpar 270 MM caxapo3sa 5,5 0,05% 20,0
5 R0 MM auerar 0,9% NaCl 5,0 0,05% 20,0
6 [20 MM anerar 10% Tperano3bl 5,0 0,05% 20,0
7 [0 MM anerar 4,7% copbura 5,0 0,05% 20,0
8 [0 MM amnerar 270 MM caxaposa 5,0 0,05% 20,0
9 20 MM anerar 270 MM caxaposa 4.5 0,05% 20,0
10 20 MM anerar 270 MM caxaposa 5,5 0,05% 20,0

[0226] Bce o0Opasubl OCTaBanMCh MPO3pPauHbIMA U OECIBETHBIMH 0€3 KakKuX-TH0o
YacTHIL, HAOMIOAaeMbIX B TEYEHHE 4-HEHNEeNbHOrO TEpHOAa HCCISNOBAaHUSA. Pe3ynbTaTsl
skckmo3noHHoit BOXKX, mnokaszannele Ha @ur. 11 mnokaseiBaroT, uro arperatel 20502
oOpasyroTcst ¢ Ooyiee BBICOKUMH CKOPOCTSMHU B ILIMTPATHBIX COCTaBaX II0 CPABHEHUIO C
aneraTHbIMHU coctaBamu. CKOpOCTh arperaiuu Obuia camoil BeiCOkoi B coctaBax ¢ NaCl, u 3to
OBUIO CIIpaBEUIMBO KakK ISl LIUTpaTa, Tak u A arnerata. CoctaBbl ¢ COPOMTOM, TPErajo3on u
caxapo3oi IMOKa3allid CXOAHble U3MEHEHMs B arperalyy Kak B LIUTPATHOM, TaK U B alleTaTHOM
Oydepax. Uro kacaercsi parMeHTOB, BCE COCTaBbI OBLIM AHAJOTHYHBIMH, 33 UCKIIIOYCHHEM
coctaBa, cozpepkamero amerar U NaCl, KoTOpeIli MOKa3ajq HEMHOro OoJjbllee KOJUYECTBO
¢parmento (Pur. 12). Takum obpasom, xors NaCl mHUPOKO HUCMONB3yeTCs B
(bapMareBTUIeCKNX KOMITO3ULMAX, OH MPUBOAMUI K YBEJIHMUEHHUIO arperauuu U ¢pparMeHTanuu
20502. KonuvecTBo (pparMeHTOB, HAOMIONAEMBIX B 5TOM MCCJIEIOBAHUH, OBLIO BBIIIE, YEM B
NpPEeNbIAYIINX HCCIEAOBAHUAX. JTO MOXKET OBbITh CBSI3aHO ¢ Oosiee BBICOKOH KOHLEHTpauuen
Oenxa (20 Mr/miT), HCTIOJIB30BAHHOM B TOM HCCIIETOBAHUU.

[0227] BciomorarenbHble BEIECTBA COCTABOB OKAa3bIBAJIM MEHbINEE BJIIHUSHUE Ha
npodunb 3apsina 20502 mpu xpanenun. Kak mokaszano Ha PDur. 13, pasHHMIA B KOJUYECTBE
KHCJIBIX BapUAHTOB CPEAM BCEX COCTaBOB cocraBiisuia MeHee yeM 10%. ITomoOHbM 0Opasom,
pa3HHLIAa B KOJHYECTBE OCHOBHBIX BAPUAHTOB B MpenesiaXx Kakiaoro tuma Oydepa BO Bcex
cocTaBax cocTamisiia MeHee 4eM 2% (Dur. 14).

[0228] Ha ocHOBaHMH pPe3yJIbTATOB UCCIIEAOBAHMUS BCIIOMOTATENIbHBIX BELIECTB, BHIOPAJIH
caxapo3y BMecto NaCl m3-3a HaOmonmaemoro ypoBHsl arperatoB. Caxapo3a IMokaszana CXOXKHi
npoduIb arperanyuy U 3apsnaa, Kak U copOuT, W Tperayno3a. TeM He MeHee, caxaposa sSBISETCS
Oomee HameKHOH C TOYKH 3PEHHS IIOCTABOK CBIPbS C JIYYIIUM Ka4deCTBOM H  OIIBITOM
PeryJIupOBaHus.

[0229] B coBokymHOCTH pe3yibTaThl ucciaenosanuii pH, Bunos Oy¢depoB U CKpHHHMHIA
BCIIOMOTATEJIbHBIX BEIIECTB MMOKA3bIBAKOT, YTO aHTUTENO 20502 Obu1o HanbOojee CTaOUIbHBIM B

coctase, copepxaineM 20 MM anerara, 270 MM caxaposst u 0,05% PS20 npu pH 5,0. Cocras,
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conepskammii 20 MM nutpara, 270 MM caxapossl, 0,05% PS20 mpu pH 5,5, Takxke obecrieunBa
XOPOIIYI0 CTa0MIBHOCTD.

[0230] IIpodune nuddepenmuansaoii ckanupyromeii kamopumerpuu (JICK) anturtena
20502 B cocrase, conepxkamem 20 MM aunerara, 270 MM caxapossl, 0,05% PS20 mpu pH 5,0,
nokasad Ha ®wur. 15. Habmonanock nea muka: Tm1 = 69 °C u Tm2 = 84 °C.

IIpumep 7: YCeTONYHMBOCTD K 3aMOPAKHMBAHHIO-0TTanBaHu10 20502

[0231] HccnenoBaHue 3aMOpakMBaHUS/OTTAUBAHUS MPOBOIMIA MYyTEM 3aMOPaKUBAHMSI
JekapcTBeHHOro BemnectBa 20502, cocranenHoro B Bume 20 mr/min Genka, B 20 MM arerara,
270 MM caxapossl, 0,05% PS20 npu pH 5,0 B xonmuectse 500 mu nipu -70 °C u oTTauBanus npu
TeMIepaType OKpy Karolledl cpeabl B TeueHue S5 LUKJIOB. HHKakux BUAUMBIX H3MEHEHUMN
BHEIIHETO BUJIA, PACTBOPUMBIX arperaToB MJIM TBEPHAbIX 4acTHI] He Obuio oOHapyskeHo (Tabnwuima
17).

Tabmuua 17: CtabunpHOCTh cocTtaBa 20502 mocie 3aMopaskUBaHUSI-OTTAUBAHUS

He Bunumeie
HEBOOPYKEHHBIM
Buemnuii Bug SEC [J1a30M
Bpemenn
Temmnepatypa Marepust (Bcero/1,7 mi
bI€ TOUKHU o
°C) ¢akoH)
(Mecsiipr) Y
TIpo3pau Ilser % Oé’HO % >2| >5|>10] >25
HOCTb BMM . | HMM | MKM| MKM | MKM | MKM
BHOU
OFT Hpospas-loecuser| 1 | 999 | Wy | 68| 30 | 17 | 2
Has HasA
IFT Mpospat-l6ecuser| 1 | 999 |y | 38| 112 | 0
3amopoxena |Has Hast
° -
gpr | MPr70° Cur JHIpospas-loecuser) 1 | gg9 |y [ 23] 2 [0 | 0
oTTauBaJia Has HasA
3FT mpu - |[pospat-iGecuser| 1 | g | o |34l 9 [0 | o
KOMHAaTHOU Has HasA
4pT | TEMmePATYPE JIpospan-loecuseT) 1 | 9o |y [ 34| 2 [0 | 0
Has HasA
SFT Tpospau-oecuser| 1 | 999 | wn | 25| 2 |0 0
HasA HasA

IIpumep 8: CrabunbHoCTh NpH nepememnBanuu 20502

[0232] Ha 20502 co3paBanoch MNepeMelINBarolee HaIlpsDKeHHE IyTeM 3aloHEeHMs
nekapcTBeHHOro BemecTBa 20502 B CTekJsiHHbIE (PIaKOHBI 00beMOM 3 CM3, pa3MeIIeHHUs
¢makoH ¢ oOpasamMu rOpU30HTAIBHO Ha OPOUTATIBFHOM IIEHKepe W BCTPAXUBAHHS 00OPa3LOB MPH
300 o0/mMuH B TeueHue 72 4acoB MPU KOMHATHOH Temriepatype. 20502 cocrammsiu B Bume 20
mr/mn Oenka B 20 MM amerara, 270 MM caxapossr, 0,05% PS20 npu pH 5,0. B obpa3uax
coctaBa 20502 He ObulO OOHAPY)KEHO BHUAMMBIX M3MEHEHHI BHEIIHEro BHIA, PAaCTBOPHUMBIX

arperatoB, npoduiell BapHaHTOB 3apsa WIM HEBUIUMBIX HEBOOPYKEHHBIM TJIA30M TBEPIbIX
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gactuy (Tabnuma 18). Bee uccnenoBanus MpoBOAMINCH NMPU KOMHATHON Temmeparype 20 £ 5
°C. Bce obpa3ibl Obutr IpO3padHbl U OECIIBETHBI, U 0€3 BUIUMBIX YaCTHLI.

Tabmuua 18: CrabunpHOCTh cocTaBa 20502 nocne nepemMelnnBaHys B TeUeHHE 72 4acoB

He sunumbie
SEC ‘CE HEBOOPY>KEHHBIM I'JIa30M
Marepus (Bcero/1,7 mn
Bpewms | CocTostau
Touku e (raxon)
0 0 0 0
% 0 % % K % o 7 o & >2 >5 [>10| =225
BMM CH?B HMM uenor CH(\),B CHOB- MKM | MKM |MKM | MKM
-HOH -HBIX | -HOH | HBIX
0 Koutpons| 0,1 | 999 | w/n 443 32,9 22.8 55 21 5 0
To4x Koutpons| 0,1 | 999 | w/n 447 | 31,5 23.8 68 18 2 0
Ctpecc 0,1 {999 | #v/n 447 | 31,5 23.8 105 9 2 0
T48x Koutpons| 0,1 | 999 | w/n 454 | 329 21,7 106 45 19 0
Crtpecc 0,1 {999 | #w/n 433 343 22.4 123 23 11 0
724 Koutpons| 0,1 | 999 | w/n 441 32,7 23,1 94 23 2 0
Ctpecc 0,1 {999 | u/n 449 | 345 20,6 62 9 2 0

Hpumep 9: MloaTBepKIAEHHE HCCIAEAOBAHUI 0 CTAOUIBHOCTH

[0233] UccnenoBanue CTaOMIBHOCTH ObLIO BBITOJMHEHO MJIA OLEHKH CTaOMIBHOCTH
20502 B nByx cocraBax (1) cocraa, comepskamero 20 mr/mn 6enka B 20 MM anerara, 270 MM
caxaposbl u 0,05% PS20 mpu pH 5,0, u (i1) cocraa, conep:xamero 20 mr/mi 6enka B 20 MM
nurpata, 270 MM caxapossl u 0,05% PS20 npu pH 5,5. 1,5 Ma npuroToBieHHBIX pacTBOPOB
NOMEINAJH B CTEKJISIHHbIE (pakoHbl 00beMOM 3 ¢M3 Tuna 1 ¢ 13 MM ropJislkamu, 3aKpbIBaIn
cepbiMu OpomOyTIIIOBbIME TipoOKamMu West 4023/50 nys ChIBOPOTKH TONMIMUHON 13 MM H
repMEeTU3UPOBAIIH ATIOMUHUEBBIMU YIUIOTHEHUSIMH. CoBmecTUMOCTD CUCTEMBI
KOHTelHepa/yKynopku ¢ anturenoMm 20502 oueHuBanu, nomemnias (IaKOHBI B IEPEBEPHYTHIE
nojioxkeHusi. Ycnosusi xpaHerus npu 5 °C, 25 °C u 40 °C ObuiM MCHOJB30BAHBI IS STOTO
uccinenoBanus CTaOUIBHOCTU. JlaHHBIE O CTAOMJIBHOCTH 3a INECTh MECSLEB, TMOKA3aHHbIC B
Tabnunax ¢ 19 mo 21 nns aneratHoro coctasa u B Tabnuue ¢ 22 mo 24 st IUTPATHOTO COCTABA.

Tabmuua 19: CtabubHOCTH JIeKapcTBEHHOTO npoaykTa 20502 B aleTaTHOM COCTaBe MpU

5°C
Ananuz  |Kpurepnii T0 2-8°C
NPHEMJIEMOCTH 1 mecsin |2 mecsina |3 mecsina (6 mecsina
Busyanbsbiit  |OT npo3pauHoro 1o Cootser- |CootBer- |CootBer- [Cootser- |CooTBeT-
BHEIIHUI BUJ |CJIErKa CTBYET CTBYET CTBYET CTBYET CTBYET
OMaJIeCIMPYIOIIEro, OoT |TpeboBa- |TpedoBa- [rpeboBa- [TpeboBa- [Tpeboma-
6eCHBeTHOFO A0 CJICTKA |HUAM HHUAM HHUAM HHUAM HUAM
JKEITOBATOTrO, MOXKET
COIepPIKaTh HECKOJIBKO
0emKOBOIOJOOHBIX
JACTHI]
pH 45-5,5 49 49 5,0 4,9 5,0
OcmomsmpHOC 270 - 370 MOcM/kr 321 325 337 324 323
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Th
Konuenrpauu |18 - 22 mr/min 19 19 20 20 20
ST
iCIEF % KHUCJIBIX TTUKOB 37,8 37,9 36,4 35,3 37,2
% 1" MaBHBIX TTHKOB 51,2 49 4 51,3 495 471
% OCHOBHBIX MUKOB 11,0 12,7 12,2 15,2 15,8
SE-B2XX <5% arperaTos 0,2 0,1 0,1 0,2 0,2
>90% mMoHOMepa 99,9 99,9 99,8 99,6 99,6
% 0 0 0,1 0,3 0,3
HuskoMonekyasipHbIx
BOCCTaHOBJIEH [>90% Tsokenoit nenu u 98,8 99,4 99,5 992 99 4
Hbiii CE-SDS  |nerkoii nenu
ETH
HeBoccTaHOBI [3HadeHue (%o TIaBHOTO 94,0 93,6 93,8 93,8 93,7
ennelii CE-  |nmka)
SDS
AxtuBHOCTE  |50-150% 100 102 NT 99 106
o KOHTPOJIbHOTO
DA MaTepuana
CBSI3BIBAHUIO
AxtuBHOCTh  (Pesynbrat (% 107 NP NP NP 95
no ADCC KOHTPOJIBHOTO
MaTepuaa)
Coxpawenusi: NP = ne mnanuposanu;, NT = He nposepsinu; TO = Bpems HOJb.
Tabmuua 20: CtabunpHOCTH JIeKapCcTBEHHOTO npoaykTa 20502 B anieTaTHOM cOCTaBe Mpu
25°C
AHanu3 Kpurepuii TO 25°C
NpUHEMJIEMOCTH 1 mecsan | 2 mecsana | 3 mecana | 6 mecana
Ot npo3payvHOro 110
clerka
B _ | CUANCCHHPYIOIWETO, | ¢\ per | Coorser- | Cootser- | Cooter- | Coorser-
U3yaJlbHbIN | 0T OECLIBETHOI'O 10
B e CIIerka KeITOBaTOro, CTBYET CTBYET CTBYET CTBYET CTBYeT
TpeboBa- | TpeboBa- | TpeboBa- | TpeboBa- | TpeboBa-
BH MOMET CONepAKaTh HUSIM HUSIM HUSIM HUSIM HUSIM
HECKOJIbKO
0eTKOBOMOTOOHBIX
YACTHII
pH 4,5-5,5 4,9 5,0 54,9 4.9 5,0
OCMOMAIL- | 76 370 mOem/r | 321 330 340 329 330
HOCTD
E;’H”empa” 18 - 22 mr/mn 19 19 20 20 20
% KHCJIBIX IMTUKOB 37,8 40,7 41,0 44 8 52,0
iCIEF % 1" maBHBIX THKOB 51,2 47,0 472 41,3 35,5
% OcHoBHbIX TukoB | 11,0 12,4 11,8 13,9 13,5
<5% arperaToB 0,2 0,2 0,2 0,3 0,4
SE-B2XX >90% MoHOMepa 99,9 99,7 99,5 99,0 99.6
% 0 0,1 0,3 0,7 1,0
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HuzkomonekyJisip
HBIX
Boccranos-
>909 i
nemmpii CE| =000 Txenoi 98,8 99,1 99,4 08.8 98,6
DS LeNU U JIETKOW 1eTH
HEBOCCTaH o
OBJIeHHBbIA 3uasenne (%o 94,0 93,3 92,8 92,1 912
CE-SDS TJIABHOTO TTHKA)
f;é(THBHOCTb 50-150%
HDA KOHTPOJIBHOTO 100 101 NT 89 107
CBSI3bIBAHUIO vareprana
AKTHBHOCTD Pesynbrat (%
no KOHTPOJIBHOTO 107 NP NP NP 80
ADCC MaTepuaa)
Tabmuua 21: CtabuipHOCTH JIeKapCcTBEHHOTO npoaykTa 20502 B aLieTaTHOM cOCTaBe MpU
40 °C
AHanu3 Kpurepuii TO 40°C
MPHEMJIEMOCTH 2 nepeau | 1 mecsn | 2 mecsina | 3 mecsina
OT mpo3payHoro 1o
clierka
Busyanb- onagsgu:é)gézl;erg, °T'| Coorser- | Cootser- | Coorser- | Coorser- | Coorser-
HBIN ! . CTByET CTByET CTByET CTByET CTByET
. | cierka skenaroBartoro,
Bremnuit TpeboBa- | TpeOoBa- | TpeboBa- | TpeboBa- | Tpebopa-
MOKET COAePKATh
BUJT HUSIM HUSIM HUSIM HUSIM HUSIM
HECKOJIbKO
OeJKOBONOIOOHBIX
YACTHII
pH 4,5-55 4.9 5,0 5,0 5,0 5,0
ggg‘:}"“’" 270 - 370 MOcw/kr | 321 325 330 356 350
Koruerrp 18 - 22 Mr/mi 19 19 19 20 20
aryst
% KHUCJIBIX IMTUKOB 37,8 50,1 61,8 76,4 85,1
iCIEF % I MaBHBIX THKOB 51,2 37,6 28,5 16,3 7.5
% OCHOBHBIX IMTMKOB 11,0 12,3 9.7 7,3 7.5
<5% arperaroB 0,2 0,3 0,4 0,6 1,3
SEBYKX | 220% Monomepa 99.9 99,3 98.8 97.6 95,0
0
0 0 0,4 0,8 1.9 3.7
HuskomonekyasipHbIX
BOCCTA
HOBJIEH .
>90% T
HbIA =90% Tsorenoft ema i |- ¢ o 98.0 97.1 043 81,9
CE- JIETKOM 1IeTH
SDS
HEBOCCTaH o
osnenmpi | ohadenne (% 94,0 92,7 90,2 87,0 69,7
CE-SDS TJIABHOTO THKA)
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AKTHUBHOCT

b 10 50-150%

DA KOHTPOJIBHOT'O 100 88 93 NT 73
CBSI3bIBAHU MmaTepuana

10

AxtuBHOCT|  Pesymbrar (%

b 11O KOHTPOJIBHOT'O 107 NP NP NP 31
ADCC marepuaa)

Tabnuua 22: CTabUIBbHOCTB JIEKapCTBEHHOTO NpoaykTa 20502 B IUTPATHOM COCTaBe MPU

5°C
. 2-8°C
Anaaus Kpurepuii TO 6
NpHEeMJIEMOCTH 1 mecsig |2 Mmecsina |3 mecsina Mecsiua
OT po3payvHoOro A0
cJerka
g:gz::ggg;oiem’ | Coorser- | Cootser- | Coorser- | Cootser- [CooTer-
BusyanbHblit CHerKA SKETTOBATORO CTBYET CTBYET CTBYET CTBYET | CTByeT
Brewrnuit By MOSKET COTIepIKaTh > | TpeboBa- | TpeboBa- | TpeboBa- | TpeboBa- | TpedboBa-
HUSM HUSM HUSM HUSIM HUSM
HECKOJIbKO
0eTKOBONOTOOHBIX
YaCTHI]
pH 5,0-6,0 5,5 5,5 5,5 5,5 5,5
OcmonsibHOCTB (270 - 370 MOcm/Kkr 330 333 343 329 326
Konuentpauwmst |18 - 22 mr/mn 21 21 21 20 21
% KHCJIBIX TTUKOB 37,6 38,0 36,8 35,7 37,3
iCIEF % 1" MaBHBIX TTHKOB 51,5 49 4 51,8 49.6 472
% OCHOBHBIX MUKOB 11,0 12,6 11,4 14,6 15,5
<5% arperaTos 0,2 0,3 0,3 0,4 0,5
SKCKJTFO3MOHHAs [>90% MOHOMepa 99,8 99,8 99,7 99.6 993
BOMX 7o 0 0 0,1 0 0,2
HuskoMonexyasipHbIx
BOCCTAHOBCHH >90% Tspxenoi uenu u
oiii CE-SDS JIETKOU 1enu 99,1 99,5 99,7 98,8 99,3
HEenu
HeBoccTaHOBIIEH |3HauyeHue (%o
Heii CE-SDS  |rnaBHOrO nuka) o4.1 93,5 93,0 93,9 93,3
AKTHBHOCTSD 110 [50—-150%
DA KOHTPOJIBHOI'O 105 114 NT 110 102
CBS3BIBAHUIO |MaTepuaa
AKTHUBHOCTb T10 Pesyabrar (%
ADCC KOHTPOJILHOT'O 97 NP NP NP 94
MaTepuaa)

Tabmuua 23: CTabuapHOCTB JIeKapCTBEHHOTO npoaykTa 20502 B IUTPATHOM COCTaBe MpPHU

25°C
Kpurepuii 25°C
AHanus puTep TO
NPHEMJIEMOCTH 1 mecsin | 2 mecsina | 3 mecsina | 6 mecsina
Busyanbabiii | Ot npospaunoro 1o | Cootser- | Cootser- | CootBer- | CootBer- | CooTBET-
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Brewmnuii cierka CTBYET CTByET CTByET CTByET CTByET
BHT omanecuupyoiero, | Tpedosa- | TpeboBa- | TpeboBa- | TpeboBa- | TpedoBa-
OT OECIBETHOTO 10 HUSIM HUSIM HUSIM HUSIM HUSIM
CJIeTKa XKeJITOBATOrO,
MOJKET COIepPIKaTh
HECKOJIbKO
0eKOBOMOIOOHBIX
YACTHII
pH 5,0-6,0 5,5 5,5 5,5 5,5 5,5
Ocmomane- | 576 370 mOew/kr | 330 333 345 334 328
HOCTh
Konuentpa- | y¢ 55 yirjmn 21 21 21 20 21
st
% KUCJBIX IMTUKOB 37,6 39,8 41,6 452 53,3
iCIEF % I'maBHbIX TUKOB | 51,5 48,2 47,0 40,7 334
% OcHoBHbIX TUKOB | 11,0 12,0 11,5 14,1 13,4
<5% arperatoB 0,2 0,6 0,7 1,0 1,3
>90% mMoHOMeEpa 99,8 99,3 99,1 98,5 979
DKCKIIFO3UOH- .
Hass BOXKX /o
Huszkomonekysap 0 0,1 0,2 0,5 0,9
HBIX
Boccranosiie | >90% Tspkenoii nenu
Hubili CE- Y JIETKOU LIeMnHu 99.1 99.1 99.5 98,9 98.8
SDS Lenu
HEBOCCTaH
OBJEHHBI 3uasenue (Vo 94,1 93,5 93,5 92,2 91,6
CE-SDS TJIABHOT'O TIHKA)
AI(TI/II_]IB(I:OCTB 50-150%
HBA KOHTPOJIBHOTO 105 111 NT 106 97
marepuaa
CBSI3bIBAHUIO
AKTHBHOCTb Pesynbrat (%
no KOHTPOJIBHOTO 97 NP NP NP 62
ADCC MaTepuaa)
Tabmuua 24: CTabHIbHOCTB JIEKapCTBEHHOTO npoaykTa 20502 B HUTPaTHOM COCTaBE MPH
40 °C
AHanms Kpurepuii T0 40°C
NMPHEMJIEMOCTH 2 Hepeau | 1 mecsin |2 mecsina |3 mecsina
OT mpo3payvHoro A0
cierka
OTAJIECIMPYIOIIETO,
ot 6ecuperroro A0 | Cootser- | CootBer- | CootBer- | CooTBet- [ CooTBeT-
BusyasbHbIi cierka CTByET CTByET CTByET cTByeT | CTByeT
Brewmnuit Bun JKEJITOBATOTO, TpeboBa- | TpeboBa- | TpedoBa- | Tpedosa- | TpeboBa-
MOJKET COMEPKATh | HUSIM HUSIM HUSIM HUSIM HUSM
HECKOJIbKO
0eKOBONOTOOHBIX
YaCTHUIL
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pH 5,0-6,0 5,5 5,5 5,5 5,5 5,5
OcmogsipHOCTE | 270 - 370 MOcMm/KT 330 334 336 359 344
Konuenrpanus 18 - 22 mr/mn 21 20 21 19 20
% KHUCJBIX MUKOB 37,6 50,6 59,5 74,5 82,9
iCIEF % 1" maBHBIX MUKOB 51,5 38,1 30,6 18,2 10,0
% OcHoBHbIX MHKOB| 11,0 11,3 9.9 7.3 7,2
<5% arperartos 0,2 1,0 1,3 1,8 2,7
>90% MoHOMepa 99,8 98,7 98,0 96,8 947
SKCKJIFO3UOHHAs %
BOMX HuzkoMonekyisipHbl 0 0,4 0,6 1,4 2,7
X
BoccraHoBieHHBI 290% Toxernoit
# CE-SDS Leru 1 99,1 97,9 97,5 96,2 87,1
JIETKOU LT
HEBOCCTAHOBJICHH 3Hauenue (%o
piif CE-SDS TJIABHOTO MTHKA) 94,1 93,1 01,0 88,0 77,3
AKTHBHOCTH IO 50-150%
DA KOHTPOJILHOI'O 105 104 101 NT 82
CBSI3bIBAHUIO Marepuasa
AKTHUBHOCTb T10 Pesymurar (76
KOHTPOJIBHOTO 97 NP NP NP 40
ADCC
MaTepuaa)

[0234] ManHple O CTAOMJIBHOCTH JIEKApCTBEHHOro cpencrsa 20502 B yCIIOBHSX
IUTUTENBHOTO XpaHeHust pu 2-8 °C coOupany B pealbHOM BPEMEHHU B alleTATHBIX M LIUTPATHBIX
COCTaBax B Te4YeHHE 6 MecsleB. Bce maHHble O CTAOMIIBHOCTH COOTBETCTBOBAIN KPUTEPHSIM
npuemsiemoctdt (Tabmuma 19 u Tabmuma 22). Hukakoif 4YeTkoW TeHAEHIMHM W3MEHEHHH
CTa0MJIBHOCTH HE HAOIOAANoOCh HU B OFHOM M3 NPOTECTHPOBAHHBIX INPH3HAKOB. Pe3ynbTarhl
NIOKA3bIBAIOT, YTO JIEKApCTBEHHOE cpenctBo 20502 siBisiercs cTabMiIbHBIM B 00OMX COCTaBax B
YCIOBUSAX JUTMUTEIBHOTO XpaHeHus rpu 2-8 °C B TeueHue 110 MeHblIel Mepe 6 MecsLeB.

[0235] danHble O CTa0MJIBHOCTH MPH YCKOpPEeHHBbIX ycioBusax 25 °C cobupanu B
alleTaTHBIX U LUTPATHBIX COCTAaBax B TeueHue 6 MecsueB. B 1enom, XpaHeHue B YCKOPEHHBIX
YCIIOBUSIX B Te4UeHHE 6 MeCsALEeB MPHUBEJNO K YBEJIWYEHHIO KOJIMYECTBA KHCIOTHBIX IMHUKOB U
YMEHBIICHUIO TJIaBHOTO MHKA, 4TO ompeaeseHo ¢ nomoibio 1CE; HeGonblioMy yBenndeHue
KOJIMYECTBA arperatoB W ()parMeHTOB, YTO OMPEIENIEHO ¢ MOMOIIBI0 3KCKITFO3HOHHON BIXKX;
HE3HAUUTEJbHOMY CHIDKEHHUIO UHCTOTBI, OIpefessieMoe 10 BOCCTAHOBJIEHHOMY U HeE
BoccraHoBiIeHHOMY CE-SDS; u HeOOonbIIOMy CHIDKEHUIO AKTUBHOCTH, YTO OINPEAeNeHO
aHanuzoM ADCC B knerkax. Hukakux H3MeHEHMH B Jpyrux CBOWCTBaX NPOAYKTa He
HaOmronanock. Bee nanHbe 0 CTaOMIIBHOCTH ObUTH B ITpeeNax MPUEeMIIEMbIX KPUTEPHUEB.

[0236] [laHHbIe 0O yCTOWYMBOCTH TpH CTPeccOBbIX ycnoBusix mpu 40 °C cobupanu B
TedeHue 3 MmecsueB. Hekortopble m3MeHeHus: Obutn Oojiee 3aMETHBI B JAHHBIX, COOPaHHBIX C

TEUYCHHUEM BPEMCHU. TeH)IeHI_II/II/I OBLIIM aHAJIOTMYHBI TEM, KOTOPLIC OBLIN IIOKa3aHbI B YCJIOBUSAX

yckopeHHoro xpaHeHusi (25 °C). Habmromanu Komu4ecTBa YBEIMYEHHE KHUCJBIX IMHKOB U
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YMEHBIIEHNE IJIABHOTO MUKA U KOJUYECTBa OCHOBHBIX MHKOB 10 1CE. VBenndyenne koianyecTsa
arperatoB U ()parMEHTOB C YMEHbILIEHHEM KOJHYECTBa MOHOMepa Habmoaanu ¢ nomoinbo SE-
B2XX. Kpome TOro,B 3TUX YCIOBHUSAX CHHXAJaChb YHUCTOTA, YTO MPOJEMOHCTPUPOBAHO B
pe3ysibTaTe aHaliu3a C BOCCTAHOBJEHHbIM U He BoccraHoBieHHbIM CE-SDS. Takke
HaOMIOANOCh CHIDKEHHE akTMBHOCTH B aHammze ADCC B kieTkax. OTH  pe3yJbTaThl
COTJIACYIOTCS] C OJKUIAEMBIMU M3MEHEHUSIMU ISl OSJIKOBBIX JIEKAPCTBEHHBIX CPENCTB, KOTOPBIE
XPaHAT B YKa3aHHBIX YCIOBUSIX.

[0237] Brelmeyka3aHHbIe UCCIIENOBAHUS ObLJIM MPOBENEHbI JIsl ONPENesieHUs] COCTABOB ,
KOTOpbIe 00ECeYNBAIOT MAKCHUMAJIbHYIO CTaOUIBbHOCTD 1151 20502, K HUM OTHOCSITCSI CKPUHUHT
pH, BeIOOp BHIOB Oy(hepoB U HCCIENOBAHUS BHIOOpPAa BCIIOMOTaTENbHBIX BemecTB. 20502 Obu1o
HanOosnee cTabunpHBIM B 1uana3one pH 5-6 B aneraTHOM win nurpatHoM Oydepe. 20502 takxke
ObUTO CTAaOWJIBHBIM, KOTZa B KAYE€CTBE BCIIOMOTATEIBHOIO BEIIECTBA MCIIOJIb30BAIACH Caxapo3a.
bein BeiOpaH coctas, comepskammii 20 mr/mu Genka B 20 MM arerara, 270 MM caxapo3bl H
0,05% PS20 npu pH 5,0. Taxxe Obuta BeIOpaH pe3epBHBIN cocTtaB B Buae 20 mr/mu Oenka B 20
MM 1uTpara, 270 MM caxapossl, 0,05% PS20, pH 5,5.

[0238] Antureno 20502 Takke CTaOUIIBHO B alETATHOM COCTAaBE B  YCIIOBUSIX
3aMOpa’KUBaHUsA-OTTauBaHus U nepeMemnBanus. Oxunaercs, 4ro 20502 B alleTaTHOM COCTaBe
Oynmer cTaOMIIbHBIM KaK B KaueCTBE JIEKAPCTBEHHOIO CpeacTBa npu xpaHeHuu npu -70 °C, Tak u
B Ka4eCTBE JIEKapCTBEHHOI'O CPEACTBA MpH XpaHeHuu npu 2-8 °C B TeueHHe M0 MEHbLIEH Mepe
12 mecsues.

[0239] U300peTeHue He AOKHO ObITh OrPAHMYEHO B 00beMe KOHKPETHBIMH BapHaHTaAMU
OCYILECTBJICHHs], ONUCAHHBIMM B HACTOALIEM JAOKyMeHTe.  JIeHCTBUTENBHO, pa3jM4HbIE
MOAU(UKALMYA TPEICTABICHHOIO B HACTOSIIEM JOKYMEHTE OMNHCAHUS, B JIOMOJHEHHE K
OINHUCAHHBIM, OyyT OYEBUIHBI CIIENUATUCTAM B JAHHOW OOJIACTH TEXHHKH U3 BBILIEYKA3aHHOTO
OINMHUCAaHUS B CONMPOBOANTENbHBIX (puryp. IloapasymeBaercs, 4TO Takue MOIU(PHUKALIUH BXOJST B
o0beM nputaraeMoit GopMyJibl H300peTeHusI.

[0240] Bce ccputku (Hampumep, MyOJMKAIMKU WM MATEHTBHI WJIM TATEHTHBIC 3asiBKH),
LIUTUPOBaHHbIE B HACTOSIEM JIOKYMEHTE, BKJIOYEHbl B HACTOSIIUN JOKYMEHT IOCPEACTBOM
CCBUIKM BO BCEH HMX IOJIHOTE M JJIS1 BCEX LieNiell B TOH ke CTENeHH, Kak eciou Obl Kakaas
OTAENbHAsl CChUIKa (Hampumep, MyONMKanMs WM TaTeHT WM 3asiBKa Ha MAaTeHT) ObLIa
KOHKPETHO U MHJMBUYaJbHO BKJIIOUEHA MIOCPEICTBOM CChUIKH BO BCEH CBOEH MOJIHOTE JJIs BCEX
LEJIEN.

[0241] Hpyrue BapuaHTbI OCYLIECTBICHUS HACTOSIIIETO H300PETEHUSI MOTYT OTHOCHTCS K

CJICAYHOIIUM YaCTHBIM BapUaHTaAM:
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Bapuant 1. ®apmaueBTudeckass KOMITO3ULIUSA, copep:kamasi (1) aHTUTENO WA €ero
AHTUT€HCBA3BIBAIOIINN (PparMeHT, KOTOPBIH crieungudecku cesasbiBaercs ¢ B7-H4 uenoseka, (i1)
Oydep, BbIOpaHHBIH W3 TPYMIIBL, COCTOALIEH M3 alleTATHOrO WM LuTpaTHOro Oydepa, u (iii)
caxap, npuueM pH KOMIO3ULMK COCTABJIAET OT OKOJIO 4,5 10 OKOJIO 6.

Bapuanr 2. ®apmareBTuueckas KOMIO3ULMS, coiepkamas (1) aHTHTENO WM €ro
AHTUTEHCBSI3BIBAIOIINN (DparMeHT, KOTOpbIH cneunduuecku cBssbiBaercst ¢ B7-H4 uenosexa u
conepxut nocnenoarenbHocT CDR1 VH, CDR2 VH, CDR3 VH u CDR1, CDR2 u CDR3 VL
SEQ ID NO: 5-10, coorBercTBeHHO, (i1) Oydep u (iii) pH KoMIo3uuu cocTapisier OT OKoJo 4,5
710 OKOJIO 6.

Bapuanr 3. ®apmaueBTHuUecKkas KOMIIO3ULMSA, COAEpIKalas AHTUTENO WIH €ro
AHTUTEHCBS3BIBAIOIINN (parMeHT, KOTOpbIi creunpuyecku cps3biBaeTcst ¢ B7-H4 uenosexa,
OTJIMYAIOINASICST TE€M, YTO KOMITO3ULMS COAEpPKHUT He Oojee ueM 45% KHCIBIX BapHAHTOB
aHTHUTEJA WJIH €r0 aHTHTeHCBS3BIBAIOIIETO (hparMeHTa uepes 6 mecsnes xpaneHus rmpu S °C.

Bapuanr 4. ®apmaueBTHueckass KOMIIO3ULMS, COAEpIKalash AHTUTENO WIM €ro
AHTUTEHCBS3BIBAIOIINN (parMeHT, KOTOpbli creunduyeckn cps3piBaeTcst ¢ B7-H4 uenosexa,
OTJIMYAKOLIASICA TEM, YTO KOMIIO3HUIHUS COmepkKUT oT okono 30% nmo okono 45% KHCHBIX
BApUAHTOB AHTHUTENIA WIM €r0 aHTUI'€HCBA3BIBAIOIIETO (parMeHTa depe3 6 MecsleB XpaHEHHs
npu 5 °C.

Bapuaar 5. ®apmaueBTHYecKkass KOMIIO3ULMS, COAEprKalas AaHTUTEIO WIH €ro
AHTUT€HCBA3BIBAIOIIUN (parMeHT, KOTopblil cneunguuecku cpssbiBaercss ¢ B7-H4 uenosexa,
OTJIMYAIOINASICST TEM, YTO KOMIIO3MLHMS COIepkuT He Oosee demM 20% OCHOBHBIX BapHaHTOB
aHTUTEJIA WM €r0 aHTHIeHCBsI3bIBatoIIero gparmenra yepes 6 mecsines xpaneHus npu S °C.

Bapuanr 6. ®apmaueBTHueckas KOMIO3ULMSA, COAEprKallas AHTUTENO WIM €ro
AHTUTEHCBS3BIBAIOIINN (parMeHT, KOTOpblil creunpuyeckn cBs3biBaeTcst ¢ B7-H4 uenosexa,
OTJIMYAKOLIASICS TEM, YTO KOMIIO3ULIUS CONEPKHUT OT Okono 9% nmo okono 18% OCHOBHBIX
BAPUAHTOB AHTUTENIA WIH €r0 aHTHICHCBS3BIBAIOIIETO (parMeHTa depe3 6 MecseB XpaHEHHs
npu 5 °C.

Bapuanr 7. ®apmaueBTHuUecKas KOMIIO3ULMSA, COAEprKallas AHTUTENO WIM €ro
AHTUTCHCBS3BIBAIOIINN (parMeHT, KOTOpblil cneunduyecku cps3biBaeTcst ¢ B7-H4 uenosexa,
OTJIMYAIOINASCS TEM, YTO KOMIIO3ULMS CONEPKUT He Oonee dem 60% KHCIBIX M OCHOBHBIX
BApUAHTOB AHTUTENIA WM €r0 aHTUI€HCBS3BIBAIOIIETO (parMeHTa depe3 6 MecCsIeB XpaHEHHs
npu 5 °C.

Bapuant 6. Komnosuius coriacHo Jito00My M3 BapHAHTOB 1-7, OTIMYAKOLIASICSI TEM, UTO
KOMIO3ULMsL COnepkUT OT okoso 30% 1o okono 40% KUCHBIX BapUAHTOB aHTHUTENA WU €ro

AHTUT€HCBA3BIBAIOIIETO (pparMeHTa yepes 6 mMecsies xpaHeHus mpu 5 °C.
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Bapuanr 9. KoMmnosuuus nmo m. 8, OTIMYAKOLIAACA TE€M, YTO KOMIIO3HULMS COAEPXKUT OT
okosno 35% no okono 40% KHUCTBIX BAapPUAHTOB AHTHUTENA WM €r0 AHTHUT'€HCBSI3bIBAIOIIETO
¢dparmenTa uepes 6 mecsues xpaneHus mpu S °C.

Bapuanr 10. Komnosumus cornmacHo gro0oMy M3 BapuaHTOB 1-9, oTimyaromasicst Tem,
YTO KOMIIO3HULIUS COAEPKUT OT 0KoJio 10% 110 okos0 17% OCHOBHBIX BapHAHTOB aHTHUTENA MU
€ro aHTUT€HCBSI3BIBAIOIIETO (hparMeHTa uepes 6 Mecsues xpaHenus npu S °C.

Bapuant 11. Komnosuuus cornacHo Bapuanty 10, oTauyaroimasicsi TeM, 4TO KOMITO3ULIHUS
comep)kuT oT okojo 11% po okono 16% OCHOBHBIX BapHUAaHTOB aHTHUTENA WM €ro
AHTUTCHCBS3BIBAIOIIETO parMeHTa yepes 6 mecsiien xpaneHus mpu 5 °C.

Bapuanr 12. Komnosuimst cornacHo r0o0oMy u3 BapuaHToB 1-11, oTnuyaromasicst tem,
YTO KOMITO3HMIUS COAEPKUT He OoJiee yeM 55% KHUCIBIX M OCHOBHBIX BAPHAHTOB aHTUTENA U
€ro aHTHIe€HCBS3bIBAIOLIETO (hparmeHTa uepe3 6 mecsueB xpaHenus npu S °C.

Bapuant 13. Komnosuuus coriacHo ro0oMy u3 BapuanToB | win 3-12, oTnuyaromasics
TEM, YTO AHTHUTEJO WM €ro aHTHI€HCBS3BIBAIOIINHA (PPArMEHT COAEPIKUT MOCIIEAOBATEIbHOCTH
CDR1 VH, CDR2 VH, CDR3 VH u CDRI1, CDR2 u CDR3 VL SEQ ID NO: 5-10,
COOTBETCTBEHHO.

Bapuant 14. Komno3umwsi corjiacHo 000My W3 BapuaHTOB 3-13, OTIMYAIOIIASCS TEM,
410 pH KOMIO3ULIMK COCTABISET OT OKOJIO 4,5 10 OKOJIO 6.

Bapuant 15. Komno3umwsi coriacHo 000My U3 BapuaHTOB 3-14, OTIMYAIOIIASCS TEM,
YTO KOMIO3HULHS COnepkut Oydep.

Bapuanr 16. Komnosuuus corinacHo BapuaHTy 2 wid 15, omnugarommasicst Tem, 4to Oydep
IpeCTaBIsIeT COOOM aneTaTHBIN MITH LUTPATHBIN Oydep.

Bapuant 17. KoMno3uisi corjiacHo o00My M3 BapuUaHTOB 2-15, OTIUYAOIIASCS TEM,
YTO KOMIIO3ULUS AOMOJHUTENBHO CONEPIKUT caxap.

Bapuanr 18. Komnosunus cornacHo Bapuanty | unu 17, OTan4aromascs TeM, 4To caxap
BBIOpAH M3 TPYMIIBI, COCTOSIIIEN U3 caXxapo3bl, COPOUTA U TPErano3blL.

Bapuant 19. Komnosunus cornacHo ro0oMy u3 BapuanTos 1, 2 u 15-18, ornuyaromasics
TEM, 4TO KOHLIeHTpanus Oydepa cocTaBisieT OT OKojIo 15 1o okoso 25 MM.

Bapuanr 20. Kommnosunus corjacHO BapuaHTy 19, omimMuaromascs TeM, 4TO
KOHIIeHTpaus Oydepa cocrapiser ot okoyio 18 MM 10 okoio 22 MM.

Bapuanr 21. Kommnosunus corjnacHO BapuaHTy 20, OTIMYAKOIIAsACs TEM, 4TO
KOHIeHTpanus Oydepa cocrapisier okojio 20 MM.

Bapuant 22. Kommno3uuus coriacHo mobomy u3 BapuantoB 1 u 17-21, omnugaromasicst

TEM, YTO KOHLIEHTPaLUs caxapa COCTaBIsAET OT OKOJIO 225 MM 1o okoso 300 MM.
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Bapuanr 23. Kommo3unusi COrjacHO BapuUaHTy 22, OTIMYAKOIIAACS TEM, 4TO
KOHLIEHTpaLusl caxapa COCTaBisieT OT 0Koj0 250 MM 10 okoso 290 MM.

Bapuanr 24. Kommno3unusi COrjacHO BapuaHTy 23, OTIMYAKOIIAACS TEM, 4TO
KOHLIEHTpALMsl caxapa COCTaBysieT 0Koi1o 270 MM.

Bapuanr 25. Komnosunus cornacHo qro0oMy n3 Bapuantos 1 u 17-24, ormnnyarormasicst
TE€M, 4YTO KOHLEHTpauusl caxapa B OoT okoyio 10 mo okono 15 pa3 mpeBbliaeT KOHLEHTPALMIO
Oydepa, HeoOsi3aTeNIbHO TMPH 3TOM KOHIEHTpalLMs caxapa B Okojo 13,5 pa3 mpeBbiaer
KOHIIEHTpaIuio Oydepa.

Bapuant 26. Komnosuimst coryiacHO Jr0OOMYy M3 BapHaHTOB 1-25, OTIMYAIOIIASICS TEM,
YTO KOMIO3ULMSI JOTIOJHUTEIBbHO COIEPIKUT MOBEPXHOCTHO-aKTUBHOE BEIECTBO.

Bapuanr 27. Komno3umus COrjacHO BapuaHTy 26, OTIMYAKOINAsACS TEM, 4TO
MOBEPXHOCTHO-aKTUBHOE BEIECTBO MpPEACTaBIsieT co00i monucopbat, HeoOs3aTeabHO PH 3TOM
nosimcopbar npencrasisier codoit momucopdar 20.

Bapuanr 28. Komno3uuus cOrnacHO BapuaHTy 26 uiau 27, OTIMYAKOIIAACS TEM, 4TO
KOHLIEHTpaLisl NMOBEPXHOCTHO-aKTUBHOIO BellecTBa cocTasiseT oT okosno 0,025% no oxomno
0,075% macc./06. (macc./00.).

Bapuanr 29. Kommno3unuss corjacHO BapuUaHTy 28, OTIMYAKOIIAACS TEM, 4TO
KOHLIEHTpaLisl MOBEPXHOCTHO-aKTUBHOIO BellecTBa cocTasiseT oT okono 0,035% no oxomno
0,065% macc./06. (macc./00.).

Bapuanr 30. Kowmmosunusi corinacHO BapuaHTy 29, OTMYaromascs TeM, 4TO
KOHLIEHTPALMsI TIOBEPXHOCTHO-aKTHBHOIO BellecTBa cocrasisier okosno 0,005% wmacc./00.
(macc./00.).

Bapuant 31. Komno3uisi corjacHo qo00My u3 BapuaHTOB 1-30, OTIMYAIOIIASCS TEM,
YTO KOHIIEHTPALIUS aHTUTENA WK €r0 aHTUTCHCBSA3BIBAIOIIErO (PparMeHTa COCTABIISIET OT OKOJIO
5 mr/mi no okoso 30 mr/mit.

Bapuanr 32. Kommnosumus corjnacHO BapuaHTy 31, omiMuaromascs TeM, 4TO
KOHLIGHTPALMsI aHTUTEJNA FJIH €r0 aHTUTE€HCBSI3bIBAIOIIETO (PparMeHTa COCTaBIsieT OT OKoyo 10
MI/MJI IO OKOJIO 25 Mr/muL

Bapuanr 33. Kommno3unuss corjacHO BapuaHTy 32, OTIMYAKOIIAACS TEM, 4TO
KOHLIGHTPALMsI aHTUTENA WM €ro aHTHUIEHCBs3bIBaroLIero (parmeHra cocramiseT okosno 20
MI/ M.

Bapuant 34. Komno3umwsi corjiacHo 000My W3 BapuaHTOB 1-33, OTIMHAKOIIASCS TEM,
yTo pH cocrasaser ot okono 5,0 no okouno 6,0.

Bapuant 35. Komnosuimst cornacHo r000OMy M3 BapuaHTOB 1-33, oTinuyaromascs TeMm,

yT0 pH cocrasnser okoo 5.
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Bapuanr 36. Komnosuimst cornacHo r000OMy M3 BapuaHTOB 1-33, OTIMYAIOIIAsiCs TEM,
yT0 pH cocrasnser okoio 5,5.

Bapuant 37. Komno3umwsi coriacHo 000My u3 BapuaHTOB 1-36, OTIMYAIOIIASCS TEM,
YTO KOMITO3ULIUS NPEACTABIISIET COOON JKUIKOCTD.

Bapuant 38. Komnosuius cornacHo r00oMy U3 BapuaHTOB 1-37, OTIMYAIOINASCS TEM,
YTO KOMIO3ULIMS NIPeHAa3HaueHa 7S TAPEHTEePaJIbHOIO BBECHUS.

Bapuant 39. Komno3uisi corjacHo qo00My U3 BapuaHTOB 1-37, OTIHYAOIIASCS TEM,
YTO KOMIO3ULIMS NPeIHa3HaueHa JJIsl BHYTPUBEHHOT'O BBEIEHUS.

Bapuant 40. KomMno3uisi corjacHo o00My U3 BapuaHTOB 1-39, OTIUYAOIIAsCS TEM,
yro Oydep npencrasisier cobol aneraTHbii Oydep 1 BCIOMOTraTeIbHOE BELIECTBO MPEICTABIISET
co0oii caxaposy.

Bapuant 41. Komnosunus cornacHo qrobomy u3 Bapuantos 1-40, comepskamast okoso 20
MM anerara, okojgo 270 MM caxapo3pl, okojgo 20 MI/MI  aHTUTENa WIH €ro
aHTUTeHCBs3bIBatOIIEro (Qparmenra, u okosno 0,05% momucopbara 20, mpu sTtom pH
KOMIIO3HLIMH COCTaBJISIET OKOJIO 5,0.

Bapuant 42. Komnosunwmsi corjacHo sodomy wu3 BapuaHTtoB 1-40, comepskamast
KOHLIEHTPALMIO Caxapo3bl, KOTOpast B OKOJO 13,5 pa3a mpeBbllIaeT KOHLUEHTPALMIO alerara,
okojio 20 Mr/mMJl aHTUTeNla WM €ro aHTHreHCBsi3bIBaromero ¢parmenra, u okono 0,05%
noymucopbara 20, npu 3ToM pH koMno3uuuu cocrasiseT okouo 5,0.

Bapuant 43. Komno3umsi coriacHo 000My U3 BapuaHTOB 1-39, oTnudaromascs Tem,
yro Oydep mnpencraBiaser coboi wmurpatHblii Oydep, a BCroMorareiabHOE BELIECTBO
npeAcTaBysieT CoOO caxaposy.

Bapuant 44. Komnosunust coriacHo Jiro0oMy U3 BapuaHToB 1-39 wnm 43, comepskarmast
okoio 20 MM mwmrpara, okosno 270 MM caxapos3bl, Okojo 20 MI/MII aHTUTENA WU €ro
aHTUTEeHCBs3bIBatOIIEro (parmenra, u okosno 0,05% momucopbara 20, mpu stom pH
KOMIIO3HULIMH COCTaBJISIET OKOJIO 5,5.

Bapuant 45. Komnosunus cornacHo Jiro0oMy u3 BapuaHtoB 1-39 wnm 43, comepskarmast
KOHLIEHTPALMIO €axapo3bl, KOTOpas B OKOJO 13,5 pasa mpeBblIaeT KOHLEHTPALMIO LUTPATa,
okojio 20 MI/MN aHTUTeNla WM €ro aHTHreHCBsi3bIBaromero ¢parmenra, u okosno 0,05%
noymcopbara 20, mpu 3ToM pH KOMIO3UIHUK COCTABIISET OKOJIO 5,5.

Bapuant 46. Komno3ummsi corjiacHo J000My W3 BapuaHTOB 1-45, oTIU4aromascs Tem,
4TO aHTUTeNo coaepkur VH, coxepkaluii aMHHOKHUCIOTHYIO —IOCIE€I0BATENbHOCTD,
npeacrasiennyro B SEQ ID NO: 11, wumm VL, conepxamuii aMHHOKHCIOTHYIO

NOCJIEI0BATENBHOCTD, NpeacTasiaeHHyo B SEQ ID NO: 12.
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Bapuant 47. KoMno3unusi COrinacHO BapuaHTy 46, OTIIMYAOINAACS TE€M, YTO aHTUTENO
WM €ro aHTUTCHCBS3BIBAIOINUN (ParMeHT COMEPXKUT TSDKENYH Ielb, COAEPIKAIIYI0
AMMHOKHCIIOTHYIO TOCJIEN0BATEeNbHOCTD, Npeacrasiennyo B SEQ ID NO: 21, w/unu nerkyro
LIeMb, COACPIKAIIYI0O aMUHOKHUCIIOTHYIO MOCIEA0BATENbHOCTD, npeacTasieHHyo B SEQ ID NO:
22.

Bapuant 48. Komnosuiwst coryiacHO Jir0OOMy M3 BapHaHTOB 1-47, OTIHYAIOIIASICS TEM,
YTO MO MeHbIIeH Mepe 95% aHTHUTE WM UX AaHTHTEHCBS3BIBAIOIINX (PparMEHTOB KOMIO3HIIMU
a(pyKO3UITHUPOBAHBI.

Bapuant 49. Komnosuimst coryiacHO Jl0OOMYy M3 BapHaHTOB 1-47, OTIMYAIOIIASICS TEM,
9TO (PyKO3MIMPOBAHHE B KOMIIO3ULIUH SIBJISIETCS HEOOHAPYKIBAEMBIM.

Bapuant 50. Komnosunwmsi corjacHo sodomy wu3 BapuaHToB 1-49, comepskarmas
MOJIHOPA3MEPHOE aHTUTEIIO.

Bapuant 51. Komnosunwmsi corjacHo sodomy u3 BapuaHToB 1-49, comepskamast
AHTUTCHCBS3BIBAIOIINN (PPArMEHT.

Bapuanr 52. Kommno3unus corjnacHO BapuaHTy S1, omiMuaromascss TeM, 4TO
aHTHTeHCBs3bIBAIOINUEN (pparmenT conepxxkut Fab, Fab’, F(ab’),, onnouenoueunstii Fv (ScFv),
mucynbunaaocsszanabii Fv, nomen V-NAR, IgNar, untpareno, [gGACH2, munnreno F(ab')s,
TeTpaTeno, TpUaTeso, AUATeNo, OAHOAOMeHHoe aHTuTeno, DVD-Ig, Fcab, mAb? (scFv), umu
scFv-Fc.

Bapuant 53. Komno3umwsi coriacHo 000My W3 BapUaHTOB 1-52, OTIMYAIOIIASCS TEM,
YTO AHTUTEJIO WJIM €r0 AaHTUI'€HCBS3bIBAOINUIT (hparMeHT cneunduyuecku cpsi3biBaercsi ¢ B7-H4
SIBAHCKOI'O MaKaka.

Bapuant 54. KoMno3uisi corjacHo jo00My M3 BapuaHTOB 1-53, OTIUYAOIIASCS TEM,
YTO AHTUTEJIO WM €r0 aHTHIeHCBSI3bIBAIOLINH (parMeHT crieunuiecku cBsizpiBaeTcst ¢ B7-H4
KPBICHL

Bapuant 55. Kommno3uisi corjacHo 000My W3 BapUaHTOB 1-54, OTIUYAIOIIASCS TEM,
YTO aHTHUTEJIO WK €r0 aHTHIeHCBSI3BIBAIOLINNA (parMeHT crieunudecku cesizpiBaeTcst ¢ B7-H4
MBILIH.

Bapuanr 56. Komnosuimst coryacHo Jr0OOMy M3 BapHaHTOB 1-55, oTnuyaromasicst Tem,
YTO AHTUTENIO WIH €ro AaHTUTCHCBSA3BIBAIOIIMN (ParMEeHT creun(puvecKd CBSI3bIBACTCS C
nomenoM IgV B7-H4 yenoseka.

Bapuant 57. Komno3ummsi corjiacHo 000My W3 BapUaHTOB 1-56, OTIUHYAIOIIASCS TEM,
9yTo pl aHTHTENA MITH €r0 aHTUTEHCBSI3bIBAIOLIETO (PparMeHTa COCTaBIIsIeT OKOJIO 8,2.

Bapuanr 58. ®@apmaueBTuueckas KOMIIO3WIMS, cocTosimas u3 (1) aHTHUTeNa,

COACPIKALIECTO  TSKCJIYHO  LCIb, COACPXKALNYIH0O aMHUHOKUCJIIOTHYIO  IMOCJIEAOBATCIbHOCTD,
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npencrasiennyio B SEQ ID NO: 21, w/unm jerkyr Lemnb, COOEpKallyld aMHUHOKHCIOTHYIO
NOCJIEI0OBATENbHOCTD, npeacTaBieHHyo B SEQ ID NO: 22, (i1) okono 20 MM amerara, (iii)
okoio 270 MM caxapossl u (1v) okomo 0,05% wmacc./06. momucopbara 20, nmpu stom pH
KOMIIO3ULIMH COCTaBJISIET OKOJIO 5,0,

Bapuanr 59. ®apmaueBTuueckas KOMIIO3HUIMS, cocTosimas u3 (i) aHTHUTeNa,
COZIEpPKALIEr0  TSDKENYH  Lielb, COAEPKAlIlyl0 aMHUHOKHCIOTHYIO — IOCJIEIOBATEIbHOCTD,
npenctasiennyro B SEQ ID NO: 21, u/unm Jerkyr Iemb, COAEPKAIIyl) aMHUHOKHCIOTHYIO
NOCJIeIOBATENIbHOCTD, mpencTaBieHHyo B SEQ ID NO: 22, (ii) okono 20 MM uwurpara, (iii)
okoio 270 MM caxaposbl u (iv) okono 0,05% wmacc./00. momucopbara 20, mpu stom pH
KOMIIO3HULIMH COCTaBJISIET OKOJIO 5,5.

Bapuanr 60. Inpun wim ¢uakon, comepkamuii (papManeBTUYECKYI) KOMITO3HIIHIO
COTJIACHO JIFOOOMY M3 BapHaHTOB 1-59.

Bapuant 61. Crnocob neueHusi paka, skchpeccupyromero B7-H4, y cyOwbekra,
BKJIFOUAIOILINI BBEACHHE CYOBEKTY (papMaleBTHUECKOH KOMIIO3UIMH COTJIACHO JI0OOMYy H3
BapuaHTOB 1-59.

Bapumanr 62. Cnoco® cormacHo Bapuanty 61, OTIMYarOIIMACS TeM, 4YTO pak
NpEeACTaBIsieT COOOH CONMMIHYIO OMyXOJIb.

Bapuanr 63. Cnoco0 cornmacHo BapuaHTy 61 mnm 62, OTIMYAOLIUICS T€M, YTO pak
BBIOpAaH W3 TPYMIbL, COCTOSIIIEH M3 paka MOJIOUHOW >Kelle3bl, MPOTOKOBOM KapLIMHOMBI, paka
SH/IOMETPHS], paka SUYHUKOB, HEMEJKOKJIETOYHOrO paka JIerKoro, paka IOKeNyJOYHON
JKeJe3bl, paka IUTOBUHOMN JKeJe3bl, paka MOYKH U paka MOYEBOTO Iy3bIps.

Bapuant 64. Crioco0 corymacHO BapuaHTy 63, OTJIMYAOIIUICS TEM, YTO PaK MOJIOYHOM
JKeNe3bl MPEACTaBisieT COOOH  TPHXKIbI HEraTUBHBIA pak  MOJIOYHOM  KeJie3bl  WJIH
TIOJIOXKHUTEJIBHBIN Ha PELIETITOP TOPMOHA PAK MOJIOYHOH JKeJIe3bl.

Bapuantr 65. Cnoco0 cormacHO BapuaHTy 63, OTJIMYAKOIIUHACS TEM, 4YTO

)
HEMEJIKOKJIETOYHBIH PaK JIETKOTO MPEACTAaBIISIET COOO0H MIOCKOKIETOUHYIO KApLHHOMY.
Bapuant 66. Cnioco0 coriacHo mo0oMy U3 BapuaHTOB 61-65, OTIMYAIOMIUICS TeM, 4TO
CYOBEKT SIBJISIETCS YEJIOBEKOM.
Bapuant 67. Cnioco0 cornacHo mo0oMy u3 BapuaHTOB 61-60, OTIMYAIOIIUICS TeM, 4TO
(bapMareBTUYECKYO KOMITO3UIIMIO BBOIST MAPEHTEPATIHHO.

Bapuant 68. Cnioco0 cornacHo moOomMy u3 BapuaHTOB 61-60, OTIMYAIOLIUICS TeM, 4TO

(I)apMaL[eBTI/ILIeCKYIO KOMITIO3UIHUKO BBOAAT BHYTPUBCHHO.
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®OPMYVYJIA H30BPETEHUA

dapmanieBTHYECKasT ~ KOMIO3WIMS,  comepxamass (1)  aHTUTENO  WJIH  €ro
AHTUT'€HCBA3BIBAIOIIMK (parMeHT, KOTOpbIi crenuduuecku cps3biBaeTcss ¢ B7-H4
yesoBeka, (i1) Oydep u (iil) npuuem pH KOMIO3ULIMK COCTABISET OT OKOJIO 4,5 10 OKOJIO

6.

Komnosunus mo m.1, oTinyaromasicst TeM, 4TO KOMIO3UIUS COAEPKUT OT okojio 30% mo
ok0Ji0 40% KHUCIIBIX BaPUAHTOB AHTHUTENA WK €r0 aHTHIEHCBSI3bIBAIOLIETO (pparMeHTa

yepes 6 mecsitieB xpaHenus mpu S5 °C.

Komnosunus o m. 1 uiu 2, OTIU4aroasicst TeM, YTO KOMIIO3UIUS CONEPKUT OT okojio 10%
10 okono 17% OCHOBHBIX BapHaHTOB AaHTUTENA WKW €r0 AHTUTCHCBS3BIBAIOLIETO

¢dparmenTa uepes 6 Mecsiues xpanenus npu S °C.

Kommnosunus o mrodomy u3 . 1-3, OTINYar0mascs TeM, YTO KOMITIO3HLIUS CONEePIKHUT HE
Obomee uem 55% KHCIBIX W OCHOBHBIX BapUAHTOB aAHTUTENlA WJIH  €ro

AHTUTeHCBS3BIBAIOIIETO (pparMenTa uepes 6 Mecsues xpaneHus npu S °C.

Kommnosunus mo mobomy w3 mm  1-4, oTiMYaroImascs TeM, YTO KOMITO3ULIUS

AONOJIHUTEJIBHO COACPIKUT Caxap.

Komnosuuus no mobomy u3 mm. 1-5, oTnuuaromasics TeM, 4To KOHIeHTpauusi Oydepa

COCTAaBJISIET OT OKOJIO 15 1o okomo 25 MM.

Komnozuius no n. 5 unu 6, OTIMYarouascs TeM, 4YTO KOHLIEHTpaLUs caxapa COCTaBJISIET

OT 0K0JI0 225 MM 110 okoJj10 300 MM.

Kommnosunus mo srobomMy w3 mm  1-7, OTIHMYArOIascs TEM, YTO KOMITO3UIUS

AOMNOJHUTEIIBHO COACPKUT MOBEPXHOCTHO-AaKTUBHOE BEIIECTBO.

Kommnosumus no mobdomy u3 mm. 1-8, oTIiyaromasicst TeM, 4To KOHLEHTPALUs aHTUTeNa
WA €0 aHTUT€HCBS3BIBAIOIIETrO (pparMeHTa COCTaBIIET OT OKOJIO S Mr/Mit 10 okosio 30

MI/MJL

Kommosunus o mrodomy u3 nin. 1-9, congepkarmnas okoso 20 MM anerara, okosio 270 MM
caxapo3bl, Okosio 20 MI/MJI aHTUTENa WM €ro aHTHIeHCBS3bIBAIOIEro (pparMeHTta, u

okoJio 0,05% momucopdara 20, mpu 3Tom pH cocrasmsier okoio 5,0.
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12.

13.

14.

15.

16.

17.

2

Kommosunus no mrobomy u3 mm. 1-9, cogepskarmast okono 20 MM mutpata, okoso 270 MM
caxapo3bl, Okoio 20 MI/MJI aHTUTENa WM €ro aHTHIeHCBS3bIBAKOIEro (pparMeHTta, u

okoJio 0,05% momucopdara 20, mpu 3ToM pH cocrasisier okoo 5,5.

Komnosuuus no modomy u3 nm. 1-11, oTiugaromiascst TeM, 4To o MeHblued mepe 95%

AHTUTEJ WIN UX aHTHTCHCBA3bIBAIOIINX ()PArMEHTOB KOMIO3UINH a(yKO3WIHPOBAHBL.
[npuw, copepkamuii papMaleBTHYECKYI0 KOMIIO3ULIMIO N0 JTF00oMy 13 . 1-12.
®dnakoH, comeprkaimuii hapMareBTHIECKY KOMITO3UIUIO 1O JJEoOoMy w3 mim. 1-12.

Criocob neueHus paka, skcrpeccupyroinero B7-H4, y cyObekTa, BKIIOUAOLIUI BBEACHHE

cyOBekTy (hapMaleBTHYECKONW KOMIIO3UIINH 110 JiroOomy u3 mi. 1-12.

Crnocob mo 1. 15, oTnuyaromuics: TeM, YTO pak BeIOpaH U3 IPYMIIbI, COCTOSIIEH U3 paka
MOJIOYHOM JKeJle3bl, NMPOTOKOBOM KAPLUHOMBIL, paka 3>HAOMETpHUsS, paka SIUYHUKOB,
HEMEJIKOKJIETOYHOIO pakKa JIETKOro, paka IMOIKEIyJOYHOM JKENe3bl, PaKa LUTOBHIHOM

JKeJe3bl, paka MOYKHU U PaKa MOUYEBOIO My3bIps.

Croco6 mo m. 15 umm 16, omnuyaromuiicss TeM, 4To (papManeBTUYECKYI0 KOMIO3HIIUIO

BBOJSAT NAPCHTEPAJIBHO UJIM BHYTPHUBCHHO.
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