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OIIMCAHUE U30BPETEHUA
2420-573140EA/071
KOHBIOT'ATHI I1L-2 1 CHOCOBbI UX TIPUMEHEHUA IS JIEYEHUSA
AYTOMMMYHHBIX 3ABOJIEBAHUI

Hacrosimmas  3asiBka  ucHpamMBaeT — MPEUMYLIECTBO  NPUOPUTETA  COIJIACHO
npeaBaputenbHol 3asiBke Ha mateHT CIIIA Ne 62/898478, momannoii 10 centsiopst 2019 r,
npeaBapuTenbHOl 3asiBke Ha mateHT CIIIA Ne 62/900488, momannoii 14 centsiops 2019 r,
npenBaputenbHoil 3asiBke Ha mnareHT CIIIA No 62/930987, momanuo#t S5 HosiOps 2019 r.,
npenBaputenbHOi 3asiBke Ha mateHT CIIA Ne 62/953075, momanuoit 23 nexabpst 2019 r., u
npenBaputenbHoil 3asiBke Ha mateHT CIIA Ne 63/042393, momannoit 22 wrons 2020 r.,
coleprKaHue KaKI0H U3 KOTOPBIX BKJIFOYEHO B JAHHBIN JTOKYMEHT MOCPENCTBOM CCHUIKU BO BCEH
CBOEH NOJIHOTE JJIsl BCEX LENEH.

[TEPEYEHD ITOCJIEJIOBATEJIbBHOCTEN

Hacrosiimas 3asiBka mojaHa BMeCTe C IEpPEYHEM IOCIEe0BATENbHOCTEN B 3JEKTPOHHOM
dbopmare. [lepedeHp mocnenoBaTEILHOCTEH MpeACTaByieH B BUae (aiina mon HazBanuem "01183-
0072-00PCT_ST25.txt", co3gannoro 7 centsiops 2020 r., koTopslii umeet pasmep 335872 Oaiira.
IIpencraBneHHass B 3JeKTpoHHOM  (opmare uHPOpPMAIUS  OTHOCHTEIBHO  IMEPEUHs
MOCJIEIOBATEIbHOCTEN BKJIIOYEHA B JAHHBIA JOKYMEHT MOCPEACTBOM CCBUIKHM BO BCEH CBOEH
MIOJIHOTE.

BBOJHAA YACTb U CYIIHOCTb U3OBPETEHU A

OtnenbHble MONyasAUUU T-KJIETOK MOIYJIUPYIOT UMMYHHYIO CUCTEMY ISl TIOAAEP KAHUS
UMMYHHOrO Tromeocrasa u TojepantHoctd. Hampumep, perynsaropusle T-xnerku (Treg)
MPEeayNpeXIaloT HEHAAJIEeXKAINe OTBETbl HUMMYHHOH CHCTEMBI IyTEM MPENyNpekICHUs
MaTOJIOTMYECKON ayTOPEaKTUBHOCTU. B HEKOTOPBIX Caydasx MOAYJISLUS PA3IMYHBIX MMONMYJISLIUN
T-kneTok obecrieynBaeT BapUAHT JieueHHs 3a00I€BaHMSI UJTH MTPU3HAKA.

B nanHoM nokymeHTe omnucaHbl KoHbtoraTel IL-2, copepxkalue aMUHOKHUCIOTHYHO
nocienoateabHOCTh oA SEQ ID NO: 3, mpu 5ToM 1o MeHbIel Mepe OTUH aMUHOKHUCJIOTHBIH

octaTok B koHboTaTe IL-2 3ameHeH cTpykTypoit popmysisi (I):

dopmyna (I);
rac
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Z npencrasisiet coboit CHy, u Y npencrasisier co0oit



&Ko
Y npencrasisier codoit CH,, u Z npeacrasisier coOoit 0 \g/\/

Z npencrasisier codoit CHy, u Y npencrasisier coboit 0 ;
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Y npencrasisier codoit CH,, u Z npeacrasinser coOoi o

NN

2

W mpencrasisier coboii rpynmy PEG, uMeoIyr CpemnHIO MOJEKYJISIPHYED Maccy,
BoIOpanHyro u3 5 k/a, 10 x/a, 15 x/la, 20 x/a, 25 k/a, 30 x/a, 35 x/a, 40 x/la, 45 x/a, 50
k/la, 55 x/la u 60 x/a; u

X UMeET CTPYKTYpY

X-1 yka3bpIBaeT TOUKY NPUCOEAUHEHUS K NPEABIAYIIEMY AMUHOKUCIOTHOMY OCTaTKy; U
X+1 ykasbIBae€T TOYKY NMPUCOEAUHEHUS K CIEAYIOLIEMY aMHHOKHCJIOTHOMY OCTaTky. B

HEKOTOPbIX ~ BapHaHTAaX OCylecTBIeHUs KoHbiorar IL-2 mpencrasiasier coboi  ero
(dapmaneBTHYECKH TNpHEMIIEMBIE COJb, CONbBAT MJIM THUApAT. B 1aHHOM JOKyMeHTe

JOTIOJIHUTENIBHO MPeayCMOTpeHbl KoHbtorathl IL-2, rme Z mpencrasnsier cobori CHa, u Y

NPEACTaBISIET COOOM 0 . B 1aHHOM NOKYMEHTE AOMOJIHUTENBHO

npeaycMoTpenbl koubroratel IL-2, rne Y mpencrasnsier coboit CH,, u Z mpencrasisier coboit

A4 H
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koHbtoratel 1L-2, rme Z mpencrasmsier cobdoit CH,, m Y npeacrasmser coboi
O

%&N Nﬂ f“\ifg'w’“‘vl;
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B AaHHOM JOKYMCHTE HOOMOJHUTEIIBHO TMPEAYCMOTPCHDBI

, AN HUX (I)apMaLIeBTI/ILIeCKI/I NPUEMIIEMBIEC COJIb, COJIbBAT WJIA

ruapaT. B NaHHOM [OOKyMEHTE IOMOJHUTEIBHO NpPenyCMOTpeHbl KOHBIOratel IL-2, roe Z
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BN AN Oy
npencrasisier cobori CHp, m Y mpencrasisier coboi %(\/ H ,u W
npencrasisier coboit rpynmny PEG, uMeroinyro cpenHon MOJIEKYJISIPHYIO MacCy, BBIOPaHHYIO U3
15 x[a, 20 xa, 25 x/a, 30 x/a, 35 x/la, 40 xa, 45 x/a, 50 x1a, 55 x/la u 60 x/{a. B nanHOM
JIOKYMEHTE JIONOJTHUTEIBHO TpeaycMOTpeHbl KoHbtoratsl IL-2, rae Y npenctasinsier codoit CHa,

b MN Oy
u 7 T1pencraBisieT CcoOoH 0 H . B naHHOM JOKyMeHTe
JOTIOJHUTENBHO TMpenycMoTpeHsl KoHbtoratel IL-2, rne rpynma PEG wumeer cpenHioro
MOJIEKYJIIPHYIO Maccy, BbiOpanHyro u3 5 k/la, 10 k/la, 20 x/a, 30 x/a, 40 x/1a wiu 50 x/la. B
JAHHOM JIOKYMEHTE JIOMOJIHUTENBHO MpenycMoTpenbl koubtoratel IL-2, rae rpynna PEG umeer
CPEIHIOI0 MOJIeKyJsspHyto Maccy 5 k/la. 3aech U Mo BceMy AaHHOMY AOKYMEHTY BapUaHTBI
ocymecTBieHnst Z U Y TakKe OXBaThIBAOT UX (papMalleBTUUECKH MPHEMIIEMbIE COJIb, COJBBAT
WM ruzapar. B n1aHHOM JOKYMEHTE AOIOJIHUTENbHO NpeaycMOoTpeHbl koHbroratel IL-2, rae
rpynna PEG umeer cpenHioro MonekyispHyro Mmaccy 30 k/la. B naHHOM pokymeHTe
JOTIOJIHUTENIBHO TpenycMoTpeHbl KoHbtoratol IL-2, rne rpynma PEG wumeer cpenHiomw
MOJIEKYJSIpHYHO Maccy 35 k/la. B 1aHHOM [OOKyMEHTE MAONOJHUTENBHO MNPENyCMOTPEHBI
konbtoratel IL-2, rae rpynna PEG umeer cpenHioro MonexkynsapHyro maccy 40 x/la. B nanHOM
JOKYMEHTE JOINOJHUTEIbHO mpeaycMoTpeHbl koHbroratel IL-2, rme rpynna PEG umeer
CPEIHIOK MOJIeKyJsipHyt0o Maccy 45 k/la. B 1aHHOM JOKyMEHTE JOMOJHUTEIbHO
npeaycMoTpenbl KoHbtoratel IL-2, rae rpynna PEG umeer cpennroro MonekysipHyro mMaccy 50
k/la. B mtaHHOM JOKyMEHTE AOTMOIHUTENBHO NpenyCcMOTpenbl KoHbtoratsl IL-2, rne rpynna PEG
MMEET CPENHIOK MOJIEKYJsipHYH0 Mmaccy 55 k/la. B naHHOM [OKyMEHTE JOMOJHUTEIBHO
npenycMmoTpensl koubtoratsl 1L-2, roe rpynna PEG umeer cpenHioro MonekyssipHyro maccy 60
k/la. B 1aHHOM NOKYMEHTE JOMOJHUTEIBHO NMPEAYCMOTPEeHbl KOHBIOraThl IL-2, rae nonosxkexnue
cTpykTypbl popmysl (I) B aMHMHOKHCIIOTHOM MOCIenoBaTeIbHOCTH KOHBIOTaTa IL-2 BEIOpaHo U3
P1, T2, S3, S4, S5, T6, K7, K8, Q10, L11, E14, H15, L17, L18, D19, Q21, M22, N25, G26,
N28, N29, Y30, K31, K34, T36, M45, P46, K47, A49, T50, E51, L52, K53, H54, Q56, ES9,
E66, N70, Q73, S74, K75, N76, F77, H78, R80, P81, R82, D83, S86, N87, 188, V90, 191, 193,
E%4, K96, G97, S98, E99, T100, T101, F102, M103, C104, E105, Y106, A107, D108, D108 B
Bapuanre N87R, E109, T110, A111, T112, E115, N118, R119, T122, F123, S124, Q125, S126,
S129, T130, L131 u T132. B naHHOM JOKyMEHTE AOMOJHUTEIbHO OMHCAaHbl KOHBIOTAThI [L-2,
7€ TIOJIOKEHUE CTPYKTYphl popmyisl (I) B aMHHOKHUCIOTHOH MOC/EN0BATENIbHOCTH KOHBIOTATa
IL-2 BeiOpano u3 K8, H15, L18, D19, M22, N25, N87, V9O, 191, L93, E94, K96, G97, S98, E99,
D108 B Bapuante N87R, N118, T122, S124, Q125, S126, S129 u T130. B nanHOM nOKyMeHTE
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JOTIONIHUTENBHO ONMHCaHbl KOHBIOTaThl 1L-2, rme monoskeHue cTpyktypbl ¢opmyiasl (I) B
AMUHOKUCJIOTHOH IocienoBarebHocTH konbtorata IL-2 Beibpano u3 K8, H15, L18, D19, M22,
N25, N87, VOO0, E99, D108 B BapuanTe N87R, N118, T122, S124 u T130. B nanHOM OKyMeHTE
JOTIONIHUTENBHO ONMcaHbl KoHbtOraTel IL-2, rme monokeHue cTpykrypbl ¢opmyist (I) B
AMMHOKHCJIOTHOW TOCJIEOBaTeNIbHOCTH KOHbIoTaTta IL-2 mpencrasnsier coboit K8. B mannom
IOKYMEHTEe IOTMOJHUTENIBHO OMUCAaHbl KOHBbIOraThl IL-2, rne mojokeHne CTPYKTYphl (HOpMyIIbI
(I) B aMHMHOKHMCIIOTHO!H MOCenoBaTebHOCTH KoHbtorara IL-2 mpencraenser coboit H15. B
JAHHOM JIOKYMEHTE JIOIMOJHUTENBbHO OMHCaHbl KOHBIOTaThl IL-2, rae mojoskeHue CTPYKTYpbl
dbopmynbl (I) B aMUHOKHUCIIOTHOM TMOCIENOBATENBHOCTH KOHBIoraTa IL-2 mpencrasiser coOoit
L18. B naHHOM JOKyMEHTE JOMOJHUTEIbHO OmUCaHbl KOHBIOTaThl IL-2, roe monoskeHue
cTpykTypbl opmyner (I) B aMHUHOKHCJIOTHOW MOCIENOBATEbHOCTH KOHBIOrara [L-2
npexacrasisier coboit D19. B naHHOM OKyMEHTE JOIMOJHUTEIBHO OMHMCAHbl KOHBIOTATHI 1L-2,
7€ TIOJIOKEHUE CTPYKTYphI popmyisl (I) B aMIHOKHUCIOTHOH MOCIEN0BAaTEIbHOCTH KOHBIOTATA
IL-2 mpencraBisier coboii M22. B n1aHHOM AOKYMEHTE IOTOJHUTENBbHO OMUCAHBI KOHBIOTAThI
IL-2, rme monokeHWe CTPYKTYpel (opmynel (I) B aMHHOKHCIIOTHOH NOCIENOBATENBHOCTH
koHbtorara IL-2 mpencrasmiser coboit N25. B naHHOM NOKyMEHTE AOMOJHHUTEIBHO OIHCAHBI
koHbtoratel IL-2, rme monoxeHue CTpykTypel ¢Qopmynsr  (I) B aMHHOKHCIIOTHOM
nocjenoBaTenbHOCTH KoHbrorara IL-2 mpeacraBiser coboit N87. B naHHOM JOKyMeHTe
JOTIONIHUTENBHO ONMHcaHbl KoHbrOrathl IL-2, rme monokeHue crpykrypbl ¢opmyinsl (I) B
AMHHOKHUCJIOTHOM mocienoBaTenbHOCTH KoHbrorata IL-2 npencrasnser coboit VOO. B nanHom
IOKYMEHTEe IOMOJHUTENIBHO OMUCAaHBbI KOHBbIOraThl IL-2, rne mojokeHne CTPYKTYphl (HOpMyIIbI
(I) B aMMHOKHMCIIOTHOW MOCenoBaTenbHOCTH KOHbrorata IL-2 mpencrasnser coboit E99. B
JAHHOM JIOKYMEHTE JIOINOJIHUTEJNBbHO OMHCaHbl KOHBIOTaThl IL-2, rae mososkeHue CTPYKTYpbI
dbopmynbl (I) B aMUHOKHUCIIOTHOM TMOCHENOBATENBHOCTH KOHBIOrata IL-2 mpencrasiser coOoi
D108 B Bapuante N87R. B naHHOM AOKyMEHTE JOMOJHUTEIBPHO ONMCaHbl KOHbrOraTel IL-2, roe
NIOJIOXKEHUE CTPYKTYpbI opmyJibl (I) B aMUHOKHCIOTHOM MOC/IEA0BATEIbHOCTH KOHBbIoraTa [L-2
npencrasisier codoit N118. B maHHOM JOKYMEHTEe JOMOJHUTEIBHO OMHUCAaHbI KOHBIOraThl 1L-2,
7€ TIOJIOKEHUE CTPYKTYphI popmyibl (I) B aMHHOKHUCIIOTHOH MOCIEAOBATEIbHOCTH KOHBIOTATA
IL-2 nmpencrasnsier codoit T122. B 1aHHOM JOKYMEHTE AONOJHHUTEIBHO OMHUCAHBI KOHBIOTATHI
IL-2, rme monokeHue CTPYKTYpbl (opmyner (I) B aMHHOKHMCIOTHOH MOCIIENOBATENbHOCTH
koHbrorara IL-2 mpencrasnsier coboit S124. B naHHOM AOKYMEHTE IOTOJHUTENBHO OIHCAHBI
koHbtoratel IL-2, rme monoxkenue CTPyKTypbl Gopmyisl (I) B aMHHOKHCIOTHOM

nocjenoBaTenbHOCTH KoHbtorara IL-2 npeacrasisier codoii T130.



B nanHOoM nokymeHTe onucaHel KOHbIOratel IL-2, copepxkamue aMUHOKUCIOTHYHO
nocnenosatenbHOCTh oA SEQ ID NO: 4, npu 5ToM 1o MeHblel Mepe OAMH aMUHOKHUCIOTHBIH

octaTok B kKoHbIOTaTe IL-2 3ameneH cTpykrypoii popmysst (I):

dopmyna (I);
rac
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Z npencrasisier coboit CHa, n Y npencrasisier coboi
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Y npencrasisier codoit CH,, u Z npeacrasinser cooit
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Z npencrasisier codoit CHy, u Y mpencrasisier coboit 0 ‘
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Y npencrasnsier coboit CHy, u Z npencrasiser codoi O

W mnpencrasisier coboii rpynny PEG, uMeOIyr0 CpeaHIO MOJEKYJSIPHYIO Maccy,

BbIOpannyto u3 5 k/a, 10 x/a, 15 x/a, 20 x/a, 25 xda, 30 x/a, 35 k/a, 40 x/a, 45 x/la, 50
k/a, 55 x/la u 60 x/a;

>
X-1 yka3pIBaeT TOUKY NPUCOEANHEHUS K NPEABIAYIIEMY AMUHOKHUCIOTHOMY OCTaTKy; U
X+1 ykaspIBaeT TOYKY NMPUCOEAVHEHUS K CIEAYIOLIEMY aMHUHOKHUCIOTHOMY OCTaTky. B
HEKOTOpPBIX  BAapUAHTAaX OCyILIeCTBIeHUs1 KoHbtorar IL-2 mpexacraBisier coboil  ero
(I)apMaLIeBTI/ILIeCKI/I OpueMJICMbIC COJIb, COJIbBAT HWJIM THUApPAT. B AAHHOM JOOKYMECHTC

JOTIOJTHUTEIPHO TMpeaycMoTpeHbl kKoHbtoratel 1L-2, rne Z mnpexacraBisier coboit CH,, ' Y
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NpeACTaBIsieT coOOM 0 . B 1aHHOM NOKYMEHTE AOIMOJIHUTENBHO

npeaycMoTpenbl konbtoratel IL-2, rne Y mpencrasnsier coboit CHy, u Z npencrasnsier coboit

4 H
0 O . B 1aHHOM NOKyMEHTe MAOMOJHUTENBHO MPENyCMOTPEHbI

koHbtoratel IL-2, rme Z mpencrasmsier coboit CH,, m Y npeacrasiser coboi
o 0
BN Nw SOy

o H . B AaHHOM JOKYMEHTC OOIMNOJIHUTEIBHO TMPEAYCMOTPECHDBI

koubtoratel IL-2, rtme Z mnpexacraBmser coboii CH,, mw Y nmnpencraeniser coOoi
D
%%MNN’“‘V*‘OWW

O : , 1 W nipencrasisier coboii rpynny PEG, uMmeromyr cpenHo0
MOJIEKYJIIPHYIO Maccy, BbeiOpanuyro u3 15 k/la, 20 x/la, 25 k/la, 30 x/la, 35 k/la, 40 x/la, 45
k/la, 50 x/la, 55 kx/la u 60 k/la. B nmaHHOM NOOKyMEHTE NOMOJHUTENBHO MNPEAYCMOTPEHBI

koubtoratel IL-2, rtme Y mpencraBmsier coboii CH,, um Z mnpencrasisier coOoi

(Y

’& J v NWGWW

\én}/\/ H . B naHHOM AOKyMEHTE MONOJHUTENBHO MPEeayCMOTPEHbI
koHbtorathl IL-2, rne rpynna PEG umeer cpenHiO0 MOJEKYJISIPHYIO Maccy, BBIOPAHHYIO U3 5
k/la, 10 x/la, 20 x/la, 30 x/la, 40 x/la uin 50 k/la. B naHHOM NOKyMEHTE NOMOJIHUTEIBHO
npenycMoTpensl koHbtoratel IL-2, rne rpynna PEG umeer cpenHioro MOJEKyJsipHYIO mMaccy S
k/la. B n1aHHOM JOKyMEeHTe AOTMONHUTENBHO NpenycMOTpeHbl KoHbtoraTel IL-2, rane rpynna PEG
HMEET CPENHIOI MOJIEKYJsipHYr0 Maccy 30 k/la. B naHHOM AOKyMEHTE IOMOJHUTEIbHO
npenycMoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHo MonekyJsipHYIO maccy 35
k/la. B n1aHHOM JOKyMEeHTE AOMONHUTENBHO NpenycMOTpeHbl KoHbtoraTel IL-2, rae rpynna PEG
HMEET CPEOHIOI MOJIeKYJsipHyr0O Maccy 40 k/la. B paHHOM AOKyMEHTE IOOMOJIHUTEIBHO
npenycMmoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHo MoseKyJsIpHYIO maccy 45
k/la. B 1aHHOM JOKyMEHTE AOIMONHUTENBHO NpenycMOTpeHbl KoHbtoraTel IL-2, rae rpynna PEG
MMEET CPEOHIO MOJIeKyJsipHyr0 Maccy S0 kx/la. B naHHOM AOKyMEHTE IONOJHUTEIBHO
npenycMoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHo0 MONEKyJsIpHYIO mMaccy 55
k/la. B 1aHHOM JOKyMEHTE AOMOJHUTENBHO NpenyCcMOTpeHbl KoHbtoraTel IL-2, rae rpynna PEG
MMEET CPEOHIO MOJIEKYJsIpHYH0 Maccy 60 k/la. B naHHOM [OKyMEHTE [OOMOJHUTENBHO
IpeayCcMOTpeHbl KOHBIoTaThl IL-2, rae nonoskeHue cTpykTyprl popmydsl (I) B aMUHOKHUCITOTHON

nocyienoBaTebHOCTH KoHbIoTaTa 1L-2 BeiOpano uz Al, P2, T3, S4, S5, S6, T7, K8, K9, Q11,
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L12, E15, H16, L18, L19, D20, Q22, M23, N26, G27, N29, N30, Y31, K32, K35, T37, M46,
P47, K48, A50, T51, ES2, L53, H55, Q57, E60, E67, N71, Q74, S75, K76, N77, F78, H79, R81,
P82, R83, D84, S87, N88, 189, V91, 192, L94, E95, K97, G98, S99, E100, T101, T102, F103,
M104, C105, E106, Y107, A108, D109, D109 B Bapuante N88R, E110, T111, A112, T113,
E116, N119, R120, T123, S125, Q126, S127, S130, T131, L132 u T133. B naHHOM nOKyMeHTe
AOMNOJHUTENIBHO OMHUCaHbl KOHbIOraTel I[L-2, rme mnosnoxkenue crpykTypbl (opmynst (I) B
AMUHOKHCJIOTHOM MOCiienoBaTebHoCTH KoHbtorata IL-2 BeiOpano u3 K9, H16, L19, D20, M23,
N26, N88, VoI, 192, L94, E95, K97, G98, S99, E100, D109 B Bapuante N88R, N119, T123,
S125, Q126, S127, S130 u T131. B gaHHOM NOKyMEHTE AOMOJHUTEIHHO OMUCAHBI KOHBIOTATHI
IL-2, rme monokeHue CTpYKTypbl (opmyner (I) B aMHHOKHMCIOTHOH MOCIIEAOBATENbHOCTH
koubrorara [L-2 BeiOpano u3 K9, H16, L19, D20, M23, N26, N88, V91, E100, D109 B Bapuante
N88R, N119, T123, S125 u T131. B naHHOM NOKYMEHTE JOTMOJHUTENIBHO OMHCAHBI KOHBIOTATHI
IL-2, rme monokeHue CTPYKTYpbl (opmyner (I) B aMHHOKHMCIOTHOH MOCIIENOBATENbHOCTH
koHbtorara IL-2 mpencraBiser coboit K9. B naHHOM AOKYMEHTE IOMOJHUTENBHO OIHCAHBI
koHbtoratel IL-2, rme monoxeHue CTpykTypel Gopmynsl  (I) B aMHHOKHCIIOTHOM
nocjenoBaTeNbHOCTH KoHbrorata IL-2 mpeacraBisier coboit H16. B naHHOM moKymeHTe
JOTIONIHUTENBHO ONMHCaHbl KoHBIOTaThl IL-2, rme momoxkenue crpykrypsl ¢opmynsl (I) B
AMHHOKHUCJIOTHOM TNOCJIen0BaTeNbHOCTH KOoHbiorara IL-2 mpencrasnser coboii L19. B nanaom
JIOKYMEHTE JOIOJIHUTENBHO OMUCaHbl KOHBIOraThl IL-2, rae monoxkeHue CTpyKTypbl GOpMyJIbl
(I) B amMuHOKMCIIOTHOH mocnenoBaTenbHOCTH koHbtorata IL-2 mpencrasnser coboit D20. B
JAHHOM JIOKYMEHTE [OINOJHUTENBHO OMMCAaHbl KOHBIOTaThl IL-2, rae monoskeHue CTPYKTypbl
¢dopmyasl (I) B aMHMHOKUCIOTHOH MochenoBaTelbHOCTH KOHBbrorata IL-2 mpexncrasisier coboi
M23. B pgaHHOM JOKYMEHTE JOIMOJHUTEIbHO OMNUCaHbl KOHBIOTaThl IL-2, rae mnosokeHue
cTpykTypbl opmynsr (I) B aMHHOKHCJIOTHOW MOCIENOBATENbHOCTH KOHBIOrara IL-2
npexacrasisier coboit N26. B naHHOM TOKYMEHTe JOMOJHHUTENBHO ONMHMCaHbl KOHBIOTATHI 1L-2,
7€ TIOJIOKEHUE CTPYKTYphI opmyiibl (I) B aMHHOKHMCIOTHOH MOC/IEN0BATEIbHOCTH KOHBIOTATA
IL-2 npencrasinsier coboit N88. B naHHOM NOKyMEHTE JONOJHHUTEIBHO OMHCAHbI KOHBIOTATHI IL-
2, rme mnojoxeHue CTPYKTypbl Qopmynbl () B aMUHOKHCIOTHOH TMOCIIENOBATENbHOCTH
koHbtorara IL-2 mpencrasmisier coboii V91. B naHHOM NOKyMEHTE AOMOJHHUTEIBHO OIHCAHBI
koHbtoratel IL-2, rme monoxenue CTpykTypel Qopmynsl () B aMHHOKHCIOTHOH
nocjenoBaTeNbHOCTH KoHbtorata IL-2 mpencrasnsier coboii E100. B nmanHOM moKymeHTe
JOTIONIHUTENIBHO ONMHCaHbl KOHBIOTaThl 1L-2, rme monokeHue cTpykrypbl ¢opmyiasl (I) B
AMHHOKHUCJIOTHOM TOCenoBaTenbHOCTH KoHbtorata [L-2 npeacrasisier codoit D109 B BapuanTe
N8SR. B naHHOM [NOKyMEHTE IOIOJIHHUTENIBHO OMUCAaHbl KOHBIOTAThl IL-2, rae mosjoskeHue

cTpykTypbl Qopmyner (I) B aMHUHOKHCIOTHOW MOCJIENOBATEbHOCTH KOHBIOrara [L-2



npexacrasisier cobort N119. B naHHOM TOKYMEHTE IOMOJIHUTENbHO ONMHUCAaHbl KOHBIOraThl 1L-2,
7€ TIOJIOKEHUE CTPYKTYphI popmyisl (I) B aMHHOKHUCIOTHOH MOCIEN0BATENbHOCTH KOHBIOTATA
IL-2 mpencrasisier coboit T123. B 1aHHOM MOKYMEHTE NOTOJHHUTENbHO OMHCAHBI KOHBIOTATHI
IL-2, rme mnonoskeHue CTpyKTypbl (opmynel (I) B aMHHOKMCIOTHOH MOCIIEAOBAaTENBHOCTH
konbtorata IL-2 mpencrasnsier coboit S125. B 1aHHOM NOKYMEHTE JOMOJHHUTEIBHO OIMUCAHBI
koubtoratel IL-2, rOme monoxkenne CTpykTypsl ¢opmynbl (I) B aMHHOKMCIOTHOH
MOCJIEIOBATEIbHOCTH KOHBbIOoTaTa IL-2 mpencrasisier codoit T131.

B nanHoM nokymeHTe omnucaHbl KoHbroraTel IL-2, copepxkaliue aMUHOKHUCIOTHYHO

nocienoBaTebHOCTh oA JrobiM U3 SEQ ID NO: 34-48 u 199-213, rne [AzK PEG] umeer
crpykrypy popmyinst (IT) wmu popmyier (III) wmm ecmecu Gopmynst (1) u popmyer (I11):

XM@T‘DWN

dopmymna (I1);

rae

W mnpencrasisier coboii rpynny PEG, uMeIyr0 CpemaHiO MOJEKYJSIPHYIO Maccy,
BbiOpanHyto u3 5 k/a, 10 x/a, 15 x/la, 20 x[a, 25 k/la, 30 x/a, 35 x[a, 40 x/la, 45 x/a, 50
k/a, 55 x/la u 60 x/a; u

X UMeeT CTPYKTYpPY

0% £E§§ .

2

X-1 yka3bIBaeT TOUKY MPUCOEAUHEHHS K MPEIbIAYLIEMY aAMUHOKHCIOTHOMY OCTaTKy; U

X+1 yka3pIBaeT TOUKY NMPHUCOENUHEHHS K CIEAYIOIEMY aMHHOKHCIOTHOMY OCTaTKy. B
HEKOTOpPBIX  BAapUAHTaX OCyLIecTBIeHUs1 KoHbtorar IL-2 mpexacraBisier coboil  ero
dapmareBTUYECKH TMpHEMJIEMbIe COJIb, COJbBAT WM THUAPAT. 37eCh U IO BCEMY JAHHOMY
IOKyMeHTy BapuaHTbl ocymectieus (opmynsl (II) w/mma (III) Taxke OXBaTHIBAIOT HX

(I)apMaI_IeBTI/ILIeCKI/I INpueMJieMbI€C COJib, COJIbBAT MWW THUApPAT. B AAHHOM OOKYMECHTC



nonoHUTeTbHO omucanbl Koubtoratel IL-2, rme [AzK PEG] mpexncraBnsier co0oit cmech
dopmysl (II) u popmynsl (III). B nanHHOM HOKYyMEHTE TOMOJHUTEIBHO ONMUCAHBI KOHBIOTATHI IL-

2, rne [AzK_PEG] umeer ctpykrypy popmyisr (I):

H\H/\/‘ﬁww

dopmymna (II).

3mech W MO BCEMy NAHHOMY IOKYMeHTy cTpykrypa ¢opmyiasl (II) oxBarbiBaeT ee
(apManeBTHYECKH TPHEMJIEMbIE COJIM, COJbBAThl MJM THAPATbl. B JaHHOM JOKYMEHTe
JNOMNOJIHUTENBHO onucaHbl KOHbIOTAThl IL-2, rae kxowbrorar IL-2 mMeeT aMHHOKHUCIOTHYHO
nocienoBatebHOCTh nox JiooemM u3 SEQ ID NO: 34-48. B naHHOM TOKYMEHTE AOTMOJHUTEIBHO
onucanbl KoHBIOTATHI IL-2, rne W mpexncraensier coboit rpynny PEG, uMmeromyro cpemnHrorw
MOJIEKYJIIPHYIO Maccy, BbiOpanHyro u3 5 k/la, 10 k/la, 15 x/a, 20 k/a, 25 k/la, 30 x/a, 35 x/la,
40 x/1a, 45 x/la, 50 x/1a, 55 k/la nnu 60 x/la. B 1aHHOM NTOKyMEHTE AOMOJHUTENBHO OMUCAHBI
koubtoratel IL-2, tme W mpencraBmsier coboii rpymnmy PEG, uMmeromyrw CpemHrOrR
MOJIEKYJIIPHYIO Maccy, BeiOpannyo u3 25 k/la, 30 x/la, 35 x/a, 40 x/la, 45 x/a, 50 k/a, 55 x/la
umn 60 kx/la. B naHHOM [OKyMEHTE AOMOJHUTENIBHO oOmnucaHbl KOHBrOratel IL-2, rme W
npencrasisier coboii rpynny PEG, umeromyro cpegHio0 MojiekyisipHyro maccy S5 k/la. B
TAHHOM JOKYMEHTE JONOJHHUTENIbHO OmucaHbl koHbloTaThl IL-2, rme W mpencrasiser coboit
rpynny PEG, umeromyro cpengHioro MonekynspHyro maccy 30 kx/la. B nanHOM nokymeHte
JOTOJHUTENIBHO MpenycMoTpeHbl Koubtoratel IL-2, rme rpynma PEG wumeer cpenHiowo
MOJIEKyJIpHYI0O Maccy 35 k/la. B naHHOM [OKyMEHTE MOONOJHUTENBHO IPENYCMOTPEHBI
koubtoratel IL-2, roe rpynna PEG umeer cpennioro monekynsapHyto maccy 40 x/la. B nanHOM
JOKYMEHTE JOIOJIHUTEIbHO mnpenycMoTpeHbl koHbioratel IL-2, rme rpymma PEG umeer
CPEAHIOK MOJIeKYJsipHYr0 Maccy 45 k/la. B naHHOM JOKyMEHTE JIONOJHUTENIbHO
npenycMmoTpensl koubtoratsl 1L-2, roe rpynna PEG umeer cpenHioro MonekyssipHyro maccy S50
k/la. B n1aHHOM JOKyMEeHTE AOMONHUTENBHO NpenycMOTpeHbl KoHbtoraTel IL-2, rae rpynna PEG
HMEET CPEIHIOI MOJISKYJSIpHYH0 Maccy S5 k/la. B naHHOM AOKyMEHTe IOMOJHUTEIBHO
npenycMoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHioro MonekyssipHyro maccy 60
k/la. B naHHOM NOKyMeHTe NOMOJHUTENbHO omnucaHbl KoHbroraTtel IL-2, rae xonwrorat IL-2
UMeeT AMHUHOKHCIIOTHYEO TIOCIENOBATENBHOCTE 1o JTF00bM 13 SEQ ID NO: 199-213. B nanHom
IOKYMEHTE JONOJHHUTEIBHO ONMucaHbl KOHBbIOraThl 1L-2, rme W mpencraBisier cooil rpymmy
PEG, umeromnyro cpeHIO MOJIEKYJISIpHYIO Maccy, BeiOpannyro u3 5 k/a, 10 x/la, 15 k/a, 20
kMa, 25 x/la, 30 x/la, 35 x/la, 40 x/la, 45 x/la, 50 x/a, 55 k/la unu 60 x/la. B manHOoM
JIOKYMEHTE JONOJHHUTEIBHO OnucaHbl KOoHbIOraThl 1L-2, rme W mpencraBisier cooil rpymmy
PEG, umMeromyro CpenHo MOJICKYISIPHYIO Maccy, BeiOpannyio u3 50 x/la u 30 k/la. B nanHom
JIOKYMEHTE JONOJHHUTENIbHO onucaHbl KoHbroratel 1L-2, rme W mpencrasnsier coboil rpymmy

PEG, nmeroniyro CpeaHIO MOJEKYIApHY0 Maccy 5 k/la. B 1aHHOM JOKYMEHTE NOMOJHUTENBHO
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ommcanbl KoHBIOTATHI IL-2, rne W mpexncraBnsier codoit rpynmy PEG, umeromyro cpenHiow
MOJIeKyJsIpHYr0 Maccy 30 k/la. B naHHOM [AOKyMEHTE AONOJIHUTENBHO MPENyCMOTPEHBI
koubtoratel IL-2, rae rpynna PEG umeer cpenHroro monekyssipHyto maccy 35 k/la. B nanHom
JOKYMEHTE JOINOJIHUTENIbHO mpenycMoTpeHbl koHbtoratel IL-2, rme rpynnma PEG umeer
CpenHIO MoJekyJsipHyro Mmaccy 40 x/la. B naHHOM JOKyMEHTE ONOJHUTENBHO
npeaycMoTpenbl KoHbioratsl IL-2, rae rpynna PEG umeer cpenHioro MonekyJIsipHyto Maccy 45
k/la. B 1aHHOM IOKYMEHTe IOTOJIHUTENBHO MpeayCcMOoTpeHbl kKoubtoratel IL-2, rae rpynna PEG
HMEET CPEIHIOI MOJIeKYJsipHyt0 Maccy S50 k/la. B naHHOM AOKyMEHTE IOMOJHUTEIbHO
npenycMmoTpensl koubtoratsl 1L-2, roe rpynna PEG umeer cpenHo MonekyJsipHYIO mMaccy 55
k/la. B naHHOM JOKyMEHTE AOIMONHUTENBHO NpenycMOTpeHbl KoubtoraTel IL-2, rae rpynna PEG
MMEET CPEIHIOI MOJIEKYJsIpHYr0 Maccy 60 k/la. B naHHOM AOKyMEHTE IOMOJHUTEIBHO
onucanbl kKoHbIOratel IL-2, rae konbrorat IL-2 uMeer aMUHOKHCIOTHYHK MOCJEIOBATENbHOCTD
nox SEQ ID NO: 35 unu 200. B naHHOM IOKyMEHTE AOIOJHUTENBHO OMMCaHbl KOHBIOraThl IL-
2, tne W mpencrasisier coboii rpynmy PEG, UMeEOIIyI0 CpPemHIO MOJIEKYJSPHYIO Maccy,
BoiOpannyro u3 5 x/a, 10 x/la, 15 x/la, 20 x/a, 25 k/la, 30 k/a, 35 x/la, 40 x/[a, 45 x/a, 50
k/la, 55 k/la unum 60 x/la. B 1aHHOM NOKYMEHTE AOMOJHUTENBHO ONMCaHbl KOHbIOTaThl IL-2, roe
W npencrasisier codoii rpynny PEG, nMerImyro CpeaHior MOJEKYISIPHYIO MacCy, BEIOPaHHYIO
3 50 x/la u 30 x/la. B 1aHHOM OKyMEHTE AOMOJHUTENbHO ONMUCaHbl KOHBIOTaThl [L-2, rne W
npencrasisier coboit rpynny PEG, umeromyro cpegHro0 MoJiekyisipHyro maccy S5 k/la. B
JAaHHOM JOKYMEHTE JOMOJHHUTENIbHO OmHcaHbl koHblOTaThl IL-2, rme W mpencrasiser coOoit
rpynny PEG, umerouyro cpenHroro MonekynspHyro maccy 30 kx/la. B naHHOM nokymeHTe
JOTOJHUTENIBHO MpenycMoTpeHbl KoHbtoratol IL-2, rne rpynna PEG wumeer cpenHiowo
MONeKyJsIpHYI0 Maccy 35 k/la. B naHHOM [OKyMEHTE [NONOJHUTENBHO NPENYCMOTPEHBI
konbtoratsl IL-2, rae rpynna PEG umeer cpennioro monekynsipHyto maccy 40 k/la. B nannom
JOKYMEHTE MAOMNOJHUTENIbHO NpeaycMoTpeHbl koHbroratel IL-2, rme rpynma PEG wumeer
CPEAHIO MOJIeKYJsipHyro Maccy 45 k/la. B naHHOM JOKyMEHTE JIOTIOJHUTENIbHO
npenycMmoTpensl koubtoratsl 1L-2, roe rpynna PEG umeer cpenHioro MonekyssipHyro maccy S0
k/la. B 1aHHOM JOKyMEeHTE AOMONHUTENBHO NpenycMOTpeHbl KoHbtoraTel IL-2, rane rpynna PEG
MMEET CPEIHIOI MOJISKYJSIpHYI0 Maccy S5 k/la. B naHHOM AOKyMEHTe IOMOJHUTEIBHO
npenycMmoTpensl koubtoratsl 1L-2, roe rpynna PEG umeer cpenHioro MonekyssipHyro maccy 60

k/la. B naHHOM nokymeHTe nomogHUTENbHO onrcanbl KoHboraTel IL-2, roe [AzK PEG] umeer

cTpyktypy popmysr (I1I):

¢dopmyna (III). 3mecr m mo BceMy HOaHHOMY HAOKYMEHTY cTpyktypa ¢opmyner (III)
OXBaTbIBaeT ee (hapMalleBTUUECKH MPHEMJIEMbIE COJIM, COJIbBAThl MJIM TUAPAThl. B maHHOM

NOKYMEHTE JONOJHUTEIbHO oOmnucaHbl KoHbroratel IL-2, rme xonbroratr IL-2 umeer
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AMUHOKUCJIOTHYIO TMocienoBaresbHoCTh nox mobeiM n3 SEQ ID NO: 34-48. B nanHOM
JIOKYMEHTE JOMNOJHHUTEIBHO OnucaHbl KOoHbIOraThl IL-2, rme W mpexncraBisier cooil rpymmy
PEG, umeromyro CpeaHIOr MOJIEKYJSIPHYIO Maccy, BbiOpanHyro u3 5 k/la, 10 x/[la, 15 x/la, 20
kMa, 25 x/la, 30 x/la, 35 x[a, 40 x[a, 45 x[a, 50 x[a, 55 k[a unu 60 x/la. B manHom
JIOKYMEHTEe JOMOJIHUTEIbHO onucaHbl koHbtoratel IL-2, rme W mpencrasisier coboil rpymmy
PEG, umeromyro CpeaHIon MOJNEKYISIPHYI0 Maccy, BbiOpanHyro u3 50 k/la u 30 x/la. B nanaOM
JIOKYMEHTEe JOTOJIHUTEIbHO onucaHbl KoHbtoratel IL-2, rme W mpencrasisier coboil rpymmy
PEG, umeroriyro cpeHIo MOJIEKYJIIpHY0 Maccy 5 k/la. B naHHOM JOKYMEHTE IOTOIHUTENBHO
onucanbl KoHbIOTATHI IL-2, rne W mpexacraensier coboit rpynny PEG, uMmeromyoo cpeaHrow
MonekyJsipHyr0 Maccy 30 k/la. B maHHOM JAOKyMEHTe JAOMOJHUTENBHO NPENyCMOTPEHBI
koubtoratel IL-2, roe rpynma PEG umeer cpennroro monekyisipayro maccy 35 k/la. B mansOM
JOKYMEHTE JOIOJIHUTENIbHO mnpenycMoTpeHbl koHbtoratel IL-2, rne rpymma PEG umeer
CpeAaHoo MoyekysipHyro Maccy 40 k/la. B naHHOM JOKyMEHTE JIONOJHUTENBHO
npenycMmoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHo MoneKyJsIpHYIO maccy 45
k/la. B 1aHHOM JOKyMEHTE AOMONHUTENBHO NpenycMOTpeHbl KoHbtoraTel IL-2, rae rpynna PEG
UMEET CPENHIOK MOJIeKyJsipHyr0 Mmaccy 50 k/la. B naHHOM H[OKyMEHTE JOMOJHUTENIBHO
npenycMoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHo0 MONEKyJSIpHYIO Maccy 55
k/la. B 1aHHOM JOKyMEHTE AOMONHUTENBHO NpenyCcMOTpeHbl KoHbtoraTel IL-2, rae rpynna PEG
UMEET CPENHIOK MOJIEKYJsIpHYH0 Mmaccy 60 k/la. B naHHOM HOOKyMEHTE JOMOJHUTEIBHO
onucanbl KoHbrOratel I1L-2, rae konbrorar IL-2 uMeer aMHMHOKHCIOTHYIO MOCJIEIOBATENbHOCTD
noxg sobeiM u3 SEQ ID NO: 199-213. B naHHOM AOKYMEHTE IOTOJHUTENBHO OIHCAHBI
koubtoratel IL-2, rme W mpencraBmsier cobOoii rpynmy PEG, wumeromyro cpemHrOR
MOJIEKYJSIPHYIO Maccy, BbiOpannyro u3 5 k/la, 10 k/a, 15 x/a, 20 x/[a, 25 x/a, 30 x/a, 35 k/la,
40 x/a, 45 x/la, 50 x/1a, 55 x/la wnu 60 x/la. B naHHOM JOKyMEHTE NOMOJHUTEIBHO OMUCAHBI
konbtoratel IL-2, tme W mpencraBnser coboii rpymnmy PEG, uMenmyo CpemHrow
MOJIEKYJSIPHYIO Maccy, BbiOpannyto u3 50 k/la u 30 x/la. B naHHOM HOKYMEHTE TOTOIHUTENBHO
onucanbl KoHbIOTATHI IL-2, rne W mpeacrasnser coboii rpynny PEG, umeromyrwo cpemHioo
MOJIEKYJISIpHYIO Maccy S k/la. B JaHHOM TOKyMEHTe TOMOJIHUTEbHO OMMCaHbl KOHBIOTAThI [L-2,
rne W npexncrasinsier coboii rpynny PEG, uMeromyro cpenHion MojekysspHyro Maccy 30 k/la.
B naHHOM AOKyMEHTE NOMOJHHUTENBHO MpenycMoTpeHbl KoHbtoratel IL-2, rme rpynma PEG
UMEET CPEJHIOK MOJIEKYJsIpHYH0 Mmaccy 35 k/la. B 1naHHOM [OKyMEHTE JOMNOJHUTEIBHO
npenycMmoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHioro MonekyssipHyro maccy 40
k/la. B 1aHHOM JOKyMEeHTE AOMONHUTENBHO penycMOTperbl KoubtoraTel IL-2, rae rpynna PEG
UMEET CPENHIOK MOJIEKYJsIpHYK0 Maccy 45 k/la. B naHHOM [OKyMEHTE JOMNOJHUTEIBHO
npenycMmoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHioro MonekyssipHyro maccy S50
k/la. B 1aHHOM JOKyMEHTE AOMONHUTENBHO NpeayCcMOTpeHbl KoHbtoraTel IL-2, rae rpynna PEG
UMEET CPENHIOK MOJIEKYJSIpHYHO Maccy 55 k/la. B naHHOM NOKyMEHTE JOMOJHUTEIBHO
npenycMoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHioro MonekyssipHyro maccy 60
k/la. B paHHOM JOKyMEHTE MOMOJHUTEIbHO NPEAyCMOTpeHbl KOHbIOTaThl IL-2, rome W

npeAcTaBisieT coOOM NuHeHHyro wnu passerBieHHylo rpynny PEG. B nanHOM nokymenTte
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JOTIOJTHUTEIPHO TpenycMOTpeHbl KoHbiorathl 1L-2, rme W mpencrasisier coOol JTMHEWHYIO
rpynny PEG. B 1aHHOM fOKyMeHTe AOMONHUTENBHO MpeayCMOTpeHbl koHbtoratel IL-2, rne W
npencrasisier coboii pasperBieHHyo rpynny PEG. B naHHOM [OKyMEHTE OMOJHUTENBHO
npeaycMoTpenbl kKoHbroratsl 1L-2, rne W mnpeacraBisier coboit rpynmy merokcu-PEG. B
JAHHOM JOKYMEHTE JOTIOJIHUTENbHO omucaHbl KoHbioratsl IL-2, rpe rpymnma merokcu-PEG
SABJIAETCS JINHEWHOW WM PAa3BETBJICHHON. B MaHHOM NOKYMEHTE NOMOJHUTENBHO ONUCAHbI
konbtoratel IL-2, rpe rpynna merokcu-PEG sBnsercsa nuneliHoi. B naHHOM nokymeHTe
NOTOJHUTENPHO omucaHbl koHbtoratel [1L-2, rme rpymnma wmerokcu-PEG  saBnsercs
Pa3BETBJICHHOM.

B nanHOM nokymeHTe omnmcaHbl KOoHblOraTel IL-2, copepskaique aMHUHOKHCIOTHYHO
nocienoBaTebHOCTh 1o oObM 3 SEQ ID NO: 49-63 u 214-228, rne [AzK PEG50kDa]
umeet cTpyktypy ¢popmysl (II) nmm popmyer (I1I1) mmu emecu popmynst (1) u popmyast (111):

dopmymna (I1);

rae

W npencrasnsier coboii rpynny PEG, uMeroliyro CpeqHion MOJEKYIIpHYI0 maccy S0
k/la;, n

EIMH
) |

2

X-1 yka3bpIBaeT TOUKY NPUCOCIUHEHHUS K TPEABIAYLIEMY AMUHOKUCIOTHOMY OCTaTKy, U

X+1 yka3pIBaeT TOUKY NPHUCOCIMHEHUs K CIAEAYIOLIEMY aMHUHOKHCIOTHOMY OCTaTKy. B
HEKOTOpPBIX  BAapUAaHTaX OCyILIeCTBIeHUs1 KoHbtorar IL-2 mpexncraBisier coboil  ero
(dapMalleBTUYECKH TIPHEMJIEMbIe COJIb, COJbBAT WJIM THApPAT. B JaHHOM JOKyMEHTe
JOMOJHUTENBPHO onucaHbl KOHbrOTatel IL-2, roe konwrorat IL-2 umeeT aMHUHOKHCIOTHYIO

nocienosatesnbHOCTh nof iooeM u3 SEQ ID NO: 49-63. B naHHOM TOKyMEHTE AOMOIHUTEIBHO
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onucanbl KoHbIOTaThl 1L-2, rae konbrorat [L-2 umMeeT aMUHOKHUCIIOTHYIO TMOCJIEN0BATEIbHOCTD
noxg sobeiM n3 SEQ ID NO: 214-228. B naHHOM AOKYMEHTE JOTIOJIHUTENBHO OIHCAHBI
koHbtorathl 1L-2, roe konbrorat IL-2 nMeeT aMMHOKHUCIIOTHYIO MOCIEN0BaTEeNbHOCTD oA SEQ
ID NO: 50 wnu 215. B naHHOM NOKYMEHTE JOMOJIHUTENbHO OMHMcaHbl KOHbIoTathl IL-2, rme

[AzK PEG50kDa] umeer ctpykrypy popmydsr (I1):

Qv

dopmyna (II). B 1aHHOM JOKYMEHTE MOIOJHUTEIBHO OMHCAaHbI KOHBIOTATHI IL-2, rme
KoHbIOTAT [L.-2 MMeeT aMUHOKHUCIIOTHYIO TIOCIeNOBaTENbHOCTE o JioObM 13 SEQ ID NO: 49-
63. B 1aHHOM JOKYMEHTE JOMOJHUTENBHO ONMUCaHbl KOHBbroTaThl IL-2, rae konbrorar IL-2 numeer
AMUHOKHCJIOTHYIO TocyenoBarebHocTh moa modbiM u3 SEQ ID NO: 214-228. B nanHom
NOKYMEHTE JOMNOJHUTEIbHO oOmnucaHbl KoHbroratel IL-2, roe konbrorat IL-2  umeer
aMUHOKHUCJIOTHYIO nocienosatenbHocTh o SEQ ID NO: 50 unu 215. B naHHOM AOKyMeHTe
IOTIONHUTENBHO onucanbl KoHboraThl IL-2, rne [AzK PEGS0kDa] umeer crpyktypy popmyst
(III):

¢dopmyna (III). B naHHOM AOKyMEHTE NOMOJHUTEIbHO OMUCAaHbl KOHborathl IL-2, rme
KoHbIOTAT [L-2 MMeeT aMUHOKHUCJIOTHYIO TOCIen0BaTENbHOCTD 1Mo JitoObiM u3 SEQ ID NO: 49-
63. B 1aHHOM JOKYMEHTE NOMOJHUTENBHO ONKUcaHbl KOHBboTaThl IL-2, rne konbrorar IL-2 numeer
AMUHOKHUCJIOTHYIO TocyenoBarebHocTh moa modObiM u3 SEQ ID NO: 214-228. B nanHoMm
JOKYMEHTE JOMOJHUTEIbHO oOmnucaHbl KoHbroratel IL-2, roe kxowbtorat IL-2 wumeer
aMUHOKHCIIOTHYIO nocienosatenbHocTh o SEQ ID NO: 50 wmm 215.

B nanHoM nokymeHTe onucaHbl KoHbrOTaTel IL-2, copep:kamue aMUHOKUCIOTHYHO
nocienoBaTebHOCTh 1o o0bM 3 SEQ ID NO: 64-78 u 229-243, rne [AzK PEG30kDa]

umeer cTpyktypy ¢opmynsr (II) wmm dopmyner (III) wnm nmpencraBieH CMECBIO CTPYKTYD

dopmyast (II) u popmynsr (I1I):

bopmyaa (ID);



dopmymna (I1);

rre

W npencrasnsier codoii rpynny PEG, uMeroliyro CpeaHion MOJEKyIsIpHyo maccy 30
k/la;, u

X UMeeT CTPYKTYpPY

22z

.;,AI
WRARE

£ _NH
GIEEE |

2

X-1 yka3bIBaeT TOUYKY NMPUCOETUHEHUS K IIPEAbIAYIEMY AMUHOKHUCIOTHOMY OCTaTKy; U

X+1 yka3bIBaeT TOUKY NPUCOEAUHEHMS K CIEAYIOLIEMY aMHUHOKHCIOTHOMY OCTaTky. B
HEKOTOpPBIX  BAapHAaHTAaX OCyLIeCTBIeHUs1 KoHbtorar IL-2 mpexacraBmsier coboil  ero
dapManeBTUYECKH TpPUEMJIEMbIE COJb, COJBBAT WJIM THUApPAT. B 1aHHOM JOKyMEHTe
JNOIMOJHUTENBPHO oOnucaHbpl KOHbrOTaTel IL-2, roe konwrorat IL-2 nmeeT aMHUHOKHCIOTHYIO
nocienosatenbHOCTh nof iooeM u3 SEQ ID NO: 64-78. B naHHOM TOKYMEHTE AOIOIHUTEIBHO
onucaHbl KOHbIOTATHI IL-2, rae konbtorat IL-2 nMeeT aMUHOKUCIIOTHYIO MOCIEI0BATENIBbHOCTD
nox moOemMm 3 SEQ ID NO: 229-243. B naHHOM JOKYMEHTE AOMOJHUTEIBHO OIUCAHBI
koHbtorathl IL-2, roe konbtorar [L-2 numMeer aMHUHOKUCIOTHYIO MOCienoBarenbHoCTh noa SEQ
ID NO: 65 wmm 230. B naHHOM NIOKyMEHTE IOTOJHUTEIbHO ONMHUCaHbl KOHBIOTAThl IL-2, rIe
[AzK PEG30kDa] umeer crpykrypy popmysst (II):

2

¢dopmyna (II). B naHHOM JOKYMEHTE MOIOJHUTEIBHO OMHMCaHbl KOHBIOTATHI IL-2, rme
KoHBIOTAT [L.-2 MMeeT aMUHOKHUCIIOTHYIO TIOCIeNOBATENBHOCTE o JioObM 13 SEQ ID NO: 64-
78. B 1aHHOM JOKYMEHTE JOMOJHUTENBHO ONKUCaHbl KOHBboTaThl IL-2, rae konprorar IL-2 numeer
AMUHOKHUCJIOTHYIO TOCJenoBarebHOCTh moa moObiM u3 SEQ ID NO: 229-243. B manHOM
NOKYMEHTE JOMNOJHUTEIbHO oOmnucaHbl KoHbroratel IL-2, rme kxowbroratr IL-2 wumeer
aMUHOKHUCJIOTHYIO nocnenosatenbHocTh nog SEQ ID NO: 65 unu 230. B naHHOM [OKyMeHTe
JOTIONHUTENBHO onucanbl KoHbioratsl IL-2, rne [AzK PEG30kDa] umeer crpykrypy popmynsl
(III):



¢dopmyna (III). B naHHOM AOKyMEHTE NOMOJHUTEIbHO OMUCAaHbI KOHborathl IL-2, rme
KOHBIOTaT [L-2 MMeeT aMUHOKHCIIOTHYIO MocienoBarebHOCTh oA itooeiM u3 SEQ ID NO: 64-
78. B 1aHHOM JOKYMEHTE JNOMOJHUTENBHO OonrcaHbl KOHbtoTaThl IL-2, rne konbrorar IL-2 numeer
AMUHOKHUCJIOTHYIO ToOcyenoBarenbHocTh moa mooObiM u3 SEQ ID NO: 229-243. B nanHOM
JOKYMEHTE JOMOJHUTEIbHO oOmnucaHbl KoHbroratel IL-2, rme konbtorat IL-2 wumeer
aMUHOKHCIIOTHYIO nocienoBatenbHocTh o SEQ ID NO: 65 unm 230.

B nanHoM nokymeHTe onucaHbl KOHbrOTaTtel IL-2, copep:kalue aMUHOKUCIOTHYHO
nocnenoBatebHOCT, mox JrobeiM w3 SEQ ID NO: 34-48 um 199-213, rme [AzK PEG]
NpeAcTaBieH cMechio CTPYKTYp dhopmydel (II) u popmynsr (111):

&

dopmya (11);

rre

W mpencrasisier coboii rpynny PEG, UMEOINyr CPEeIHIO MOJEKYJISPHYIO Maccy,
BoIOpanHyro u3 5 k/a, 10 x/la, 15 x/la, 20 x/a, 25 k/la, 30 x/a, 35 x[a, 40 x/la, 45 x/a, 50
k/la, 55 x/la u 60 x/a; u

X UMeeT CTPYKTYpPY

& rha
Ky

X-1 yka3pIBaeT TOUKY NPUCOCAUHEHUS K NPEABIAYIIEMY AMUHOKHUCIOTHOMY OCTaTKy, U

X+1 ykaspiBae€T TOYKY NPUCOEAUHEHUS K CIEAYIOLIEMY aMHUHOKHUCIOTHOMY OCTaTky. B

HEKOTOpBIX ~ BapHaHTaX oOcCyllecTBileHuss KoHbtorar IL-2 mnpeacraBmsier coboii  ero
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dapManeBTUYECKH TPUEMJIEMbIE COJb, COJBBAT WJIM THUApPAT. B 1aHHOM JOKYMEHTe
JNOMOJIHUTEIbHO OnucaHbl KOHBIOraTel IL-2, rae COOTHOLIEHHE KOJUYeCTBA CTPYKTYPbI
dopmynbl (II) n xommuectBa cTpykTyphl Gopmyaiel (III), comepkammxcss B o0ImeM KOJUYECTBE
[AzK PEG] B xonsbtorate IL-2, cocrasnser mpubnusurenshHo 1:1. B gaHHOM nokymeHTe
JOTOJHUTEIBHO ONucaHbl KOHBIOraThl IL-2, rme COOTHOLIEHHE KOJMYeCTBA CTPYKTYPbI
dopmyner (II) u konuuecta cTpykTypsl Gopmyinsl (III), coneprkammxcst B 0OmeM KOJHYECTBE
[AzK PEG] B xonbtorare IL-2, cocraBnsier 6onee 1:1. B 1aHHOM MOKYMEHTE JOMOJHUTEIBHO
ornucaHbl KOHBIOTaThl IL-2, rne COOTHOIIEHHe KojuuecTBa CTPYKTypbl ¢opmyisl (II) u
KojmuecTBa CTPyKTypbl dopmyiel (III), comepskamuxcs B obmem konudectse [AzK PEG] B
konptorate IL-2, cocraBnsger MeHee 1:1. B maHHOM HOKYMEHTE NOMNOJHUTEIBHO OIUCAHBI
koubrorathl [L-2, rne W npencrasinsieT coOoii TMHEWHYIO WK pa3BeTBiieHHy0 rpynny PEG. B
JAHHOM JOKYMEHTE JIOMOJIHUTEIBHO OomucaHbl KoHbtoratel IL-2, rne W mpencrasisier coboi
nuHelnnyo rpynmny PEG. B nanHOM nOKyMeHTE HOTIOTHUTENBHO ONMKUCaHbl KOHBIOTATHI [L-2, TIe
W npencrasnsier coboii pa3sersiennyro rpymnmny PEG. B naHHOM NOKyMeHTe NOMOJHUTENBHO
onucanbl KoHbIOTaThl IL-2, rme W mpexncrasisier coboii rpynmy Mmetokcu-PEG. B nanHOM
JOKYMEHTE IOMOJHUTENbHO onucaHbl KoHbtoratel IL-2, rne rpynna metokcu-PEG sBisiercs
JIMHEMHON WJIM Pa3BETBJIEHHOW. B JaHHOM NOKyMEHTE AOMOJHUTENBHO OMUCaHbl KOHBIOTATHI 1L -
2, rne rpynna metokcu-PEG sBnsercs nuHeliHONW. B naHHOM 1MOKyYMEHTE AONOJHUTENBHO
onucanbl kKoHbroratel IL-2, rae rpynna merokcu-PEG siBnsieTcss pa3BeTBIEHHOMN.

B nanHoM nokymeHTe onucaHel KOHbrOratel IL-2, copepxkamue aMUHOKHCIOTHYHO
nocyenoBaTeibHOCTE 1o JioObM 13 SEQ ID NO: 49-63 u 214-228, rne [AzK PEG50kDa]

dopmyma (11D);

rae

W mnpencrasnsier coboii rpynmy PEG, uMmeromyo CpeaHio MOJEKyJspHyr0 maccy S0
k/la;, u

X UMeeT CTPYKTYpPY
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X-1 yka3bIBaeT TOUKY MPUCOEAUHEHUS K MPebIIyLIeMy aMUHOKHUCIOTHOMY OCTaTKYy,

X+1 yka3bIBaeT TOUKY NPHUCOEAUHEHMs K CIEAYIOLIEMYy aMHHOKHMCIOTHOMY OCTaTky. B
HEKOTOpPBIX ~ BAapUAHTAaX OCYLIeCTBIeHUs1 KoHbtoraT IL-2 mnpexacraBisier coboil  ero
(dapManieBTHYECKH TpHEMJIEMbIe COJb, COJbBAT WJIM THUApPAT. B JaHHOM JIOKYMEHTe
JOTIOJIHUTENIBHO OMUCAaHbl KOHBIOraThl IL-2, ThOe COOTHOWIEHHWE KOJNMYeCTBA CTPYKTYpPbI
¢dopmyasl (II) u kommuectsa cTpykTypsl dopmydsl (III), conepxamuxcss B 00eM KOJIHYECTBE
[AzK PEG50kDa] B xonbtorate IL-2, cocraisier npubnmusurenapHo 1:1. B naHHOM nokymeHTe
JOTIOJIHUTENIBHO OMUCaHbl KOHBbIOrathl 1L-2, ThOe COOTHOWIEHHWE KOJNMYEeCTBA CTPYKTYpPBI
¢dopmynsl (II) u kommuectsa cTpykTypsl dopmyasl (III), conepxamuxcs B o0meM KOJIHYECTBE
[AzZK PEGS50kDa] B xonbtorate IL-2, cocraenser Oonee 1:1. B panHOM nokymeHTe
JOTIONIHUTENIBHO OINMHUCAaHbl KOHBIOraThl 1L-2, TOe COOTHOLIEHHE KOJIMYECTBA CTPYKTYPBI
dopmynsr (II) u kommuectsa cTpykTypsl dopmyasl (III), conepxamuxcss B 00meM KOJIHYECTBE
[AzK PEG50kDa] B xorbtorate IL-2, cocrapnsier meree 1:1.

B naHHOM nokymeHTe omnmcaHbl KOHbIOTaTel IL-2, copepskamue aMHUHOKUCIOTHYHO
nocnenoBaTebHOCTh Tof JioObiM 3 SEQ ID NO: 64-78 u 229-243, roe [AzK PEG30kDa]
npeAcTaBieH cMechio CTPYKTYp ¢opmydel (II) u popmynsr (1II):

g -
X AN YOMN

O

dopmyaa (II);
H
X s~ N \[T’QWH
0 N
-

¢dopmyma (11D);
rae

W mnpencrasnsier coboii rpynmy PEG, uMmeromyro CpeaHion MOeKysipHyro maccy 30
k/la;, u

X UMeeT CTPYKTYpPY
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X-1 yxa3pIBaeT TOUKY MPUCOEAUHEHHS K MPEIbIAYLIeMy aMUHOKHCIOTHOMY OCTaTKy; U

X+1 yka3bIBaeT TOUKY NPHUCOEAUHEHMs K CIEAYIOLIEMYy aMHHOKHMCIOTHOMY OCTaTky. B
HEKOTOpPBIX ~ BAapUAHTAaX OCYLIeCTBIeHUs1 KoHbtoraT IL-2 mnpexacraBisier coboil  ero
(dapMaleBTHYECKH TpHEMJIEMbIe COJIb, COJbBAT WJIM THApAT. B JaHHOM JOKyMeHTe
JOTIOJIHUTENIBHO OMUCAHbl KOHBIOraThl IL-2, TOE COOTHOWIEHHE KOJIMYEeCTBA CTPYKTYpPbI
¢dopmyasl (II) u kommuectsa cTpykTypsl dopmydsl (III), conepxamuxcss B 00eM KOJIHYECTBE
[AzK PEG30kDa] B xonbtorate IL-2, cocraisier npubmusurenapHo 1:1. B naHHOM nokymeHTe
IOTIOJIHUTENIBHO OMUCaHbl KOHBIOraThl 1L-2, TO€ COOTHOLIEHHWE KOJNHYECTBA CTPYKTYpPBI
¢dopmynsl (II) u kommuectsa cTpykTypsl dopmyasl (III), conepxamuxcs B o0meM KOJIHYECTBE
[AzZK PEG30kDa] B xonbtorate IL-2, cocraenser Oonee 1:1. B panHOM nokymeHTe
JOTIONIHUTENIPHO OMUCaHbl KOHBIOraThl 1L-2, TO€ COOTHOLIEHHWE KOJNMYECTBA CTPYKTYPBI
dopmynsr (II) u kommuectsa cTpykTypsl dopmyasl (III), conepxamuxcss B 00meM KOJIHYECTBE
[AzK PEG30kDa] B xorbtorate IL-2, cocrapnsier meree 1:1.

B naHHOM nokymeHTe omnmcaHbl KOHbIOTaTel IL-2, copepskamue aMHUHOKUCIOTHYHO
nocienosarenbHOCTh nox rodeM w3 SEQ ID NO: 154-168 u 109-123, roe [AzK L1 PEG]
umeet cTpyktypy ¢popmynsl (IV) unu popmyiner (V) nnu cmecu dpopmyast (IV) u popmyinsr (V):

y -

0

dopmyma (IV),

H

X N \Trg T
O N, |
M

(opmyma (V);
rac

W mpencrasisier coboii rpynmy PEG, uMerIyo CpemHIO0 MOJIEKYJISIPHYIO Maccy,
BoIOpanHyro u3 5 x/a, 10 x/la, 15 x/la, 20 x[a, 25 k/a, 30 x/a, 35 x/a, 40 x/la, 45 x/a, 50
k/la, 55 x/la u 60 x/la; u

X UMeeT CTPYKTYpY
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X-1 yka3pIBaeT TOUKY MPUCOEAUHEHHS K MPEbIAYLIEMy aMUHOKHCIOTHOMY OCTaTKy; U

X+1 yka3bIBaeT TOUKY NMPUCOCOUHEHHS K CIEAYIOIEMY aMHUHOKHCIOTHOMY OCTaTky. B
HEKOTOpPBIX ~ BAapUAHTAaX OCYLIeCTBIeHUs1 KoHbtoraT IL-2 mnpexacraBisier coboil  ero
(apManieBTHYECKH TMpHEMJIEMbIe COJIb, COJBBAT WJIM THUAPAT. 31eCh U IO BCEMY JaHHOMY
IOKYMEHTy BapuaHTbl ocyuiectienus (opmynsl (IV) w/mmm (V) Takke OXBaTBIBAIOT HX
(dapManieBTHYECKH TPHEMJIEMbIE COJb, COJBBAT WJIM THUApPAT. B JaHHOM JIOKYMEHTe
nonojHuTeIbHO omnucanbl kKoHbIOTaThl IL-2, rne [AzK L1 PEG] npencrasnsier coboii cMmech
dbopmynsl (IV) u dpopmynsl (V). B naHHOM HOKYMEHTE MOMOJHUTENHLHO OMHCAHBI KOHBEOTATHI
IL-2, rne [AzK L1 PEG] umeer crpykrypy dopmyisr (IV):

dopmyna (IV). 3mecr U mo BceMy HOaHHOMY IOKYMEHTY CTpykrypa (opmyisr (IV)
OXBaThIBAET €€ (papMaleBTUYECKU TNpHEMJIeMble COJM, COJNbBAThl WM Tuapatsl. B maHHOM
JOKYMEHTE [ONOJHUTENbHO omnucaHel koHbroratel IL-2, rme xonmbrorat IL-2 umeer
AMHHOKHUCJIOTHYIO TOCHIenoBaTeNbHOCTh nog mooeiM w3 SEQ ID NO: 109-123. B nmanHOM
JIOKYMEHTEe JOMOJIHUTEIbHO onucanbl kKoHbtoratel IL-2, rme W mpencrasisier coboil rpymmy
PEG, umeromyo CpeHion MOJIEKYJISIPHYI0 Maccy, BeiOpannyio u3 5 x/la, 10 x/a, 15 x/la, 20
k/a, 25 x/la, 30 x/la, 35 k/la, 40 x/la, 45 x/la, 50 k/la, 55 k/la unu 60 x/la. B nanHOM
JOKYMEHTE JONOJHHUTEIBHO OMUCaHbl KOHBIOraThl 1L-2, rme W mpexncrasisier coboi rpymmy
PEG, umeromyro CpenHIO MOJEKYISIPHYIO Maccy, BeiOpanayro u3 50 x/la u 30 x/la. B nanHOM
JOKYMEHTE JONOJHHUTEIBHO ONMucaHbl KOHBIOraThl 1L-2, rme W mpexncrasisier cooil rpymmy
PEG, uMero11yro CpeaHIo MOJIEKYJIApHYI0 Maccy 5 k/la. B 1aHHOM JOKyMeHTE TOMONHUTENBHO
omucanbl KoHBIOTATHI IL-2, rne W mpexacraensier coboit rpynny PEG, uMmeromyro cpemnHror
MOJIeKyJIsipHYIO Maccy 30 k/la. B naHHOM JOKyMEHTe AOMOJHUTENBHO ONUCAHblI KOHBOTAThI [L-
2, rae konbiorat IL-2 numeer aMMHOKUCIOTHYIO nocneaoBarenabHocTh nox SEQ ID NO: 155 unu
110. B naHHOM NOKyMEHTE NOMOJHUTENbHO omnucaHbl KoHblOTaThl IL-2, rme W npencrasmisier
coboii rpynny PEG, umeromyr CpemHIOn MOJEKYJSIPHYIO Maccy, BblOpanHyro u3 S k/la, 10
k/la, 15 x/la, 20 x/a, 25 x/a, 30 x/la, 35 x/la, 40 x/la, 45 x/la, 50 x/1a, 55 x/la nim 60 x/la. B
JAaHHOM JOKYMEHTE JOMOJHHUTENIbHO OmHcaHbl kKoHblOTaThl IL-2, rme W mpencrasisier coboit
rpynny PEG, nmeromyoo cpemHon MONEKYIspHYIO Maccy, BeiOpanHyro u3 S k/la u 30 x/la. B

JAHHOM JOKYMEHTE JOMOJIHUTENIBbHO omucaHbl koHbroratel IL-2, rne W mpencrasisier coboit
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rpynny PEG, umeromyroo cpeaHoor MoJjekyisapHyro maccy 5 k/la. B naHHOM nokymeHTe
JOTIONIHUTENBHO omnucanbl kKoHbtoraTel IL-2, rme W mpeacraBmser coboit rpymmy PEG,
MMEKOILIYK CPEIHIOK MOJIEKYJsIpHYIO maccy 30 k/la. B maHHOM nOKyMeHTE MOMOJHUTEIBHO
npenycMoTpensl koubtoratsl 1L-2, roe rpynna PEG umeer cpenHO0 MONEKYJSIpHYIO Maccy 35
k/la. B 1aHHOM TOKYMEHTE IOMOJHUTENBHO MpeaycMoTpenbl Koubtoratel [L-2, rae rpynna PEG
UMEeT CpeNHIO MoyekyJsipHyro maccy 40 k/la. B naHHOM [OKyMEHTE JOMOJHUTEIBHO
npeaycMoTpenbl KoHbioratsl IL-2, rae rpynna PEG umeer cpeaHroro MosekyJIsipHyt0 Maccy 45
k/la. B naHHOM JOKyMEHTE AOTMOIHUTENBHO NpenycMOTpeHbl KoHbtoraTel IL-2, rne rpynna PEG
HMEET CPEIHIOI MOJIEKYJsipHyr0 Maccy S50 k/la. B naHHOM AOKyMEHTE [OMOJHUTEIBbHO
npenycMmoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHo MoNeKyJsIpHYIO mMaccy 55
k/la. B naHHOM JOKyMEHTE AOIMONHUTENBHO penycMOTpeHbl KoHbtoraTel IL-2, rae rpynna PEG

UMEET CPENHIOK MOJIEKYJsipHYr0 Maccy 60 kx/la. B naHHOM JOKyMeHTE IONOJHUTEIBHO

H o
KWE‘EYQMN
o N

bopmyrna (V)

. 3mech U MO BCEMYy JAaHHOMY IOKYMEHTY CTpykrypa ¢opmynsl (V) oOXBaTbIBaeT ee
dapmaneBTUYECKH TpHEMJIEMbIE COJIM, COJbBAThl WMJM THApAaTbl. B 1aHHOM #OKyMeHTe
JOMOJIHUTEIBPHO OnucaHbl KOHBIOTAThl IL-2, rae kxonprorat IL-2 mMMeeT aMHHOKHUCIOTHYIO
nocyienoBarenbHOCTh 1mox JoObM n3 SEQ ID NO: 109-123. B naHHOM JOKyMeHTe
JOMOJHUTENBHO oOmucaHbl KoHbtoratel IL-2, rme W mpeacrasmser coboii rpymmny PEG,
UMEIOIIYI0 CPETHIOK MOJIEKYJIIPHYIO Maccy, BeiOpanHyto u3 5 k/a, 10 k/a, 15 x/a, 20 k/la, 25
k/a, 30 x/a, 35 x/la, 40 x/a, 45 x/a, 50 x/a, 55 k/la unu 60 x/la. B naHHOM nOKyMeHTe
JOTIOJIHUTENIbHO oOmnucanbl KoHubtoratel IL-2, rme W mpexacrasmsier coboit rpymmy PEG,
UMEIOIIYIO0 CPEIHIOI MOJIEKYJISIpHYK Maccy, BbiOpanHyto u3 S50 x/la u 30 x/la. B manHOM
JIOKYMEHTE JONOJHHUTEIBHO ONMUCaHbl KOHBIOraThl 1L-2, rme W mpexncrasisier cooil rpymmy
PEG, umeroinyro CpenHio MOJIEKYSIpHYI0 Maccy S k/{a. B maHHOM JOKyMEHTE TOMOTHUTENBHO
omucanbl KoHBIOTATHI IL-2, rne W mpexacraensier cobdoit rpynny PEG, umeromyroo cpemHio0
MoNeKyJsipHyr0 Maccy 30 k/la. B naHHOM [OKyMEHTE MAONOJHUTENBHO MNPENyCMOTPEHBI
konbtoratel IL-2, roe rpynma PEG umeer cpennroro monekyssipayro maccy 35 k/la. B manHOM
JOKYMEHTE JOIOJIHUTENIbHO mnpenycMoTpeHbl koHbtoratel IL-2, rne rpymnma PEG umeer
cpeaHoO MosekysipHyro Maccy 40 k/la. B naHHOM  [OKyMEHTE JIONOJHUTENBHO
npenycMoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHo0 MONEKyJsIpHYIO mMaccy 45
k/la. B 1aHHOM JOKyMEHTE AOMOJHUTENBHO NPenyCcMOTpeHbl KoHbtoraTel IL-2, rae rpynna PEG
MMEET CPEOHIO MOJIEKYJsipHYr0 Maccy 50 kx/la. B nanHOM AOKyMEHTE IONOJHUTEIBHO
npenycMoTpensl koubroratsl 1L-2, rae rpynna PEG umeer cpenHO0 MONEKYJSIpHYIO mMaccy 55

k/la. B 1aHHOM JOKyMEHTE AOMOJHUTENBHO NPeayCMOTpeHbl KoHbtoraTel IL-2, rae rpynna PEG
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UMEET CPENHIOK MOJIEKYJsIpHYH0 Maccy 60 k/la. B naHHOM AOKyMEHTE IONOJHUTEIBHO
onucanbl KoHbrOratel 1L-2, rae konbsrorat IL-2 nMeeT aMMHOKHUCIOTHYHO MOCJIEA0BATEIbHOCTD
nox SEQ ID NO: 155 unu 110. B 1aHHOM JOKYMEHTE JONOJHUTENBHO OMUCAHbI KOHBIOraThl IL-
2, tne W mpencrasisier coboit rpynmy PEG, uMeEOIIyr CpemHIO MOJEKYJSPHYIO Maccy,
BbIOpanHyto u3 5 k/la, 10 x/la, 15 x/la, 20 x[a, 25 k/a, 30 x/a, 35 x/a, 40 x/a, 45 x/a, 50
k/la, 55 x/la nnu 60 x/la. B naHHOM JOKYMEHTE NOMOIHUTENBHO ONUcaHbl KoHbtoraTel IL-2, roe
W npencrasnsier coboii rpynny PEG, nmeromyro CpeaHOw0 MOJEKYJISPHYIO MacCy, BBIOPAaHHYIO
u3 50 x/la u 30 k/la. B naHHOM OKyMEHTE AOMOJHUTENbHO ONMUCaHbl KOHbIOraThl IL-2, rne W
npencrasisier coboii rpynny PEG, umernomyr cpeaHO MoJekyisipHyro maccy S5 k/la. B
JAHHOM JOKYMEHTE JOMOJIHUTEIbHO OonucaHbl KoHbtoratel IL-2, rne W mpencrasisier coboii
rpynny PEG, umeromyro cpenHioro MonekynsipHyro Maccy 30 x/la. B nanHOM nokymeHTte
JOTIOJIHUTEIBHO TpenycMoTpeHbl KoHbtoratel IL-2, rne rpynma PEG wumeer cpenHioro
MOJIEKYJISIpHYIO Maccy 35 k/la. B 1aHHOM [OKyMEHTE MAONOJHUTENBHO MNPENyCMOTPEHBI
konbtoratel IL-2, rae rpynna PEG umeer cpenHroro MonekyisipHyro maccy 40 x/la. B nanHOM
JOKYMEHTE JOIOJIHUTENIbHO mnpenycMoTpeHbl koHbtoratel IL-2, rne rpynma PEG umeer
CPEAHIOK MOJIEKYJsipHYr0O Maccy 45 k/la. B naHHOM JOKyMEHTE [IONOJHUTENIBHO
npenycMoTpensl konbtoratsl 1L-2, roe rpynna PEG umeer cpenHioro MonekyssipHyro maccy 50
k/la. B 1aHHOM JOKyMEHTE AOMONHUTENBHO NpenyCcMOTpeHbl KoHbtoraTel IL-2, rae rpynna PEG
UMEET CPENHIOK MOJIEKYJSIpHYKO Mmaccy 55 k/la. B naHHOM HOOKyMEHTE JOMOJHUTEIBHO
npenycMoTpensl koubtoratsl 1L-2, rae rpynna PEG umeer cpenHioro MonekyssipHyro maccy 60
k/la. B 1aHHOM NOKyMEHTE NOIOJHUTENBbHO OomucaHbl KOHbrOTaThl IL-2, rne W mpeacrasisier
co0oil nuHelHyo win pasBeTBiieHHy0 rpynny PEG. B gaHHOM NOKyMEHTE NOMOJHUTENBHO
onucanbl KoHbIOTaTHl IL-2, rme W mpencrasnser coOoii nuneiinyto rpynny PEG. B nannom
IOKYMEHTe [OMOJIHUTENbHO oOmnucaHbl KoHbtoratbl IL-2, rme W mpeacraBisier coboit
pasBerBieHHyto rpynny PEG. B naHHOM nOKyMeHTe NOMOJHUTENbHO OMHCAHbI KOHBIOraThl IL-
2, tne W npexcrasisier coboit rpynny mMerokcu-PEG. B naHHOM HOKyMeHTE NOMONHUTEIBHO
onucanbl KoHBIOTaThI IL-2, rrie rpynmna merokcu-PEG siBnsieTcst TMHENHON UK pa3BeTBIEHHOMN.
B nanHOM HOKyMEHTE NOMOJIHUTENBLHO OnucaHbl KOHBrOraTel IL-2, roe rpynma metokcu-PEG
SIBJISIETCSl TUHEWHON. B naHHOM NOKyMEHTE NONMOJHMTENBHO OmucaHbl KOHBIOTAThl IL-2, rme
rpynna Metokcu-PEG siBrisieTcsi pa3BeTBIEHHOI.

B naHHOM nokymeHTe omnmcaHbl KOHBROraTel IL-2, copepskamue aMHUHOKUCIOTHYEO
nocienoBaTeabHOCTh mox  JbbiM w3 SEQ ID NO: 169-183 wu  124-138, rnme
[AzK L1 PEGS50kDa] umeer ctpykrypy ¢opmyast (IV) wmmu dopmynsr (V) unmm cmecu

dopmynsl (IV) u popmyst (V):
H

bopmya (TV);



bopmyna (V)

rae

W npenacrasnsier codoii rpynny PEG, uMeroliyro CpeaHon MOJEKYIIpHY0 maccy S50
k/la;, u

X UMeeT CTPYKTYpPY

22z

.;,AI
WRARE

£ _NH
E}:[é’igg

>
X-1 yka3bIBaeT TOUYKY MPUCOECTUHEHUS K IPEAbIAYLIEMY aMUHOKUCIOTHOMY OCTaTKy; U
X+1 yka3bIBaeT TOUKY NPUCOEAUHEHMS K CIEAYIOLIEMY aMHUHOKHCIOTHOMY OCTaTky. B
HEKOTOpPBIX  BapUaHTaX oOCyllecTBIeHHs KoHbtorar IL-2 mpexacraBisier coboil  ero
dapManeBTUYECKH TpPUEMJIEMbIE COJb, COJBBAT WJIM THUApPAT. B 1aHHOM JOKyMEHTe
JNOIMOJHUTENBPHO oOnucaHbpl KOHbrOTaTel IL-2, roe konwrorat IL-2 nmeeT aMHUHOKHCIOTHYIO
nocienosarenbHocTh mox moObiM u3 SEQ ID NO: 169-183. B  naHHOM JOKyMeHTe
JOTOJHUTEIBHO omnucaHbl KOHBIOTAThl IL-2, rme konbrorar IL-2 uMmeeT aMHHOKMCIOTHYIO
nocynenoBarenbHOCTh 1mox JoObM n3 SEQ ID NO: 124-138. B naHHOM JOKyMeHTe
JOMOJHUTEIBHO OnMcaHbl KOHBIOTAThl IL-2, rne konbrorar IL-2 uMeeT aMHHOKMCIOTHYIO
nocienosateabHOCTh o SEQ ID NO: 170 unu 125. B naHHOM AOKYMEHTE IOTOJHUTEIBHO
onucanbl KoHbrOTaThI IL-2, Tie [AzK_L1_PEGS50kDa] umeet ctpykrypy dopmyst (IV):
XWNE’(G%’N =
‘ N

dopmyna (IV). B naHHOM NOKyMEHTe NOMOJHUTENbHO OMUCAaHbl KOHBoraThl IL-2, rre
KoHbIOTaT [L-2 MMeeT aMMHOKHCIOTHYIO MOCienoBarenbHOCTh noxa JodsmM 3 SEQ ID NO:
169-183. B naHHOM IOKYMEHTE JIOTIOJIHUTENBHO Onucanbl KoHbtorarsl IL-2, rae korbstorar [L-2
UMeeT AMHHOKHCIIOTHYIO TIOCTIEN0BATENBHOCTE 1o JTF00biM 13 SEQ ID NO: 124-138. B nanHom
NOKYMEHTE JONOJHUTEIbHO omnucanbl KoHbrorarel IL-2, rme xonbroratr IL-2 wumeer
aAMUHOKHCJIOTHYIO nocienosaTenbHocTh nog SEQ ID NO: 170 unmn 125. B nanHOM nOKyMeHTe

JOTONHUTENBHO ommcanbl koHbtoraTel IL-2, rme [AzK L1 PEGS50kDa] umeer crtpyktypy
dopmysl (V):



¢dopmyna (V). B naHHOM DOKyMEHTE AOMOJHHUTENIBHO OMUCAaHbI KOHBIOTATHI IL-2, rhe
KoHbIOraT IL-2 MMeeT aMMHOKHCIIOTHYIO MocienoBaTeabHOCTh noa JirodbM u3 SEQ ID NO:
169-183. B naHHOM IOKYMEHTE JIOTIOJIHUTENBHO ONucaHbl KoHbtorathl IL-2, roe korbtorar IL-2
UMeeT aMHHOKHUCIIOTHYIO TocienoBaTeibHoCcTh 1o io0biM u3 SEQ ID NO: 124-138. B nanaHom
JOKYMEHTE JOMOJHUTEIbHO oOmnucaHbl KoHbroratel IL-2, rme konbtorat IL-2 wumeer
aMUHOKHCIIOTHYIO nocienosatenbHoCTh o SEQ ID NO: 170 unu 125.

B nanHoM nokymeHTe onucaHbl KOHbrOTaTtel IL-2, copep:kalue aMUHOKUCIOTHYHO
nocienoBaTeabHOCTh  mox  JrobbiM w3 SEQ ID  NO: 184-198 wu  139-153, rnme
[AzK L1 PEG30kDa] umeer crpykrypy ¢opmy:asl (IV) nmu popmynsr (V) unm npencrasieH
cMechio CTpykTyp dopmydet (IV) u popmyst (V):

a

H

XWE\E% Omm . .
g N 1 |
N y MNNW{DV’“W
5 H

dopmymna (IV);

N
ST \”/
(opmyna (V);
roe

W npencrasnsier coboii rpynny PEG, uMeromyro CpeqHion MOJEKyIspHyro maccy 30

k/la; u

RO

2

X-1 yka3bpIBaeT TOUKY NPUCOEAUHEHUS K NPEABIAYIIEMY AMUHOKHUCIOTHOMY OCTaTKy; U
X+1 ykaspiBae€T TOYKY NPUCOEAUHEHUS K CIEAYIOLIEMY aMHUHOKHUCIOTHOMY OCTaTky. B

HEKOTOpBIX ~ BapHaHTaX oOcCyllecTBileHuss KoHbtorar IL-2 mnpeacraBmsier coboii  ero
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(dapMalleBTUYECKH TIPHEMJIEMbIE COJIb, COJbBAT MJIM THApPAT. B JaHHOM JIOKyMEHTe
JNOMOJHUTENBPHO oOnucaHbl KOHbrOTaThl IL-2, roe konwrorat IL-2 umeeT aMHUHOKHCIOTHYIO
nocienosarenbHocTh mox moObiM u3 SEQ ID NO: 184-198. B  naHHOM JOKyMEHTe
JNOIMOJHUTENBHO onucaHbl KOHbrOTaTel IL-2, roe konwrorat IL-2 umeeT aMHUHOKHCIOTHYIO
nocyienoBarenbHOCTh 1mox JoObM n3 SEQ ID NO: 139-153. B naHHOM JOKyMeHTe
NOMOJIHUTENIbHO omnucanbl KoHbIOTaThl IL-2, rae kowbrorar IL-2 mMeeT aMHHOKHUCIOTHYIO
nocienosarenbHocTh o SEQ ID NO: 185 unn 140. B naHHOM OKyMEHTE AONOJHUTENIBHO
onucanbl KoHbtoTaThl IL-2, rie [AzK L1 PEG30kDa] umeet ctpykrypy dpopmyst (IV):

dopmyna (IV). B naHHOM HOKyMeHTe JOMOJHUTENBHO OMUCaHbl KOHBIOTATHI IL-2, Tre
KoHbIOraT [L-2 MMeeT aMMHOKHCIOTHYIO IocienoBaTeabHOCTh nox JrodemM u3 SEQ ID NO:
184-198. B naHHOM IOKYMEHTE JIOTIOJIHUTENBHO ONucanbl Koubtorarsl IL-2, rae korstorar IL-2
UMeeT AMHUHOKHCIIOTHYIO TIOCIENOBATENBHOCTD 1o JiroObiM 13 SEQ ID NO: 139-153. B nanaom
NOKYMEHTE JOMNOJHUTEIbHO oOmnucaHbl KoHbroratel IL-2, rme kowbroratr IL-2  umeer
aMUHOKHCJIOTHYIO nocienosaTenbHocTh nog SEQ ID NO: 185 unu 140. B nanHOM nOKyMeHTe

nononHUTeNpHO ommcanbl KoHbtoratel IL-2, roe [AzK L1 PEG30kDa] ummeer cTpykTypy
dopmysl (V):

dopmyna (V). B naHHOM NOKyMeHTe NOMOJHHUTEIbHO OMUCaHbl KOHBIOTAThI IL-2, rme
KoHbIOraT [L-2 mMeeT aMMHOKHCIOTHYIO MocienoBaTeabHOCTh nox JrodsmM u3 SEQ ID NO:
184-198. B naHHOM IOKYMEHTE JIOTIOJTHUTENBHO Onucanbl Koubtorarsl IL-2, rae korstorar [L-2
UMeEeT AMHUHOKHCIIOTHYEO TIOCTIEN0OBATENBHOCTE 1o JTE00biM 3 SEQ ID NO: 139-153. B nanHom
NOKYMEHTE JOMNOJHUTEIbHO oOmnucaHbl KoHbroratel IL-2, roe kowbrorat IL-2  umeer
aMUHOKHCIIOTHYIO nocienosatenbHoCTh o SEQ ID NO: 185 unu 140.

B nanHoM nokymeHTe onucaHbl KoHblOrathl IL-2, copep:kalue aMUHOKUCIOTHYHO
nocienosarenbHocTh 1o oObiM n3 SEQ ID NO: 154-168 u 109-123, rne [Azk L1 PEG]
MIPEICTAaBIIEH CMECHIO CTPYKTYpP dopmyiibl (IV) u popmynst (V):
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bopmya (TV);

KWWH\IT’Q

dopmyua (V),

rie

W mpencrasisier coboii rpynmy PEG, uUMeOIIyI0 CpPeaHIO MOJIEKYJISPHYIO Maccy,
BoIOpanHyro u3 5 x/la, 10 x/a, 15 x/la, 20 x[a, 25 k/a, 30 x/a, 35 x/a, 40 x/la, 45 x/a, 50
k/la, 55 x/la u 60 x/a; u

X UMeeT CTPYKTYpPY

e

X-1 yka3bIBaeT TOUYKY NPUCOCAUHEHUS K NPEAbIAYLIEMY aMUHOKUCIOTHOMY OCTaTKy; U

X+1 yka3bIBaeT TOUKY NPUCOCAUHEHUS K CIEAYIOLIEMY aMHUHOKHCIOTHOMY OCTaTKy. B
HEKOTOpBIX ~ BapUAHTAaX OCYLIeCTBJeHUs1 KoHbtoraT IL-2 mnpexacraBisier coboil  ero
(dapManieBTHYECKH TpPHEMJIEMbIe COJb, COJbBAT WJIM THUApPAT. B JaHHOM JOKYMEHTe
JOTIOJTHUTENIPHO OnucaHbl KOHBROratsl IL-2, rme CcoOTHOLIEHHE KOJIHYeCTBAa CTPYKTYPbI
dopmyasl (IV) u konmuecTBa cTpykTypsl Gopmyisl (V), conepkamuxcst B 00MEeM KOJTHYECTBE
[AzK L1 PEG] B xonswtorare IL-2, cocraBuser mpuOnusurenbHo 1:1. B maHHOM nokymeHTe
JOTIOJIHUTENIbHO OmnucaHbl KoHbtoratsl IL-2, rme coOoTHOLIEHHE KOJIMYEeCTBA CTPYKTYpHI
dopmynsl (IV) u konmuecTBa cTpykTypsl Gopmyasl (V), conepkamuxcst B 00IeM KOJTHYECTBE
[AzZK L1 PEG] B konbiorate IL-2, cocraBiser Oonee 1:1. B nmaHHOM HJOKyMeHTe
JOTIOJIHUTENIbHO OmnucaHbl KoHbtoratsl IL-2, rme CcoOTHOLIEHHE KOJIMYEeCTBA CTPYKTYpHI
dopmynsl (IV) u konamuecTBa CTpyKTYpsl opmydsl (V), copepskamuxcsi B 00ImMeM KOJHUECTBE
[AzK L1 PEG] B «konbtorare IL-2, cocraBmser menee 1:1. B ngaHHOM nOKyMeHTe
JOTIONHUTENBHO oOmnucanbl KOoHBIOTaThl IL-2, rme W mpencraBnser coOOH JHMHEHHYIO HIN
passetBiieHHyto rpynny PEG. B naHHOM nOKyMEHTE NOMOJHUTENbHO OMUCAHbI KOHBIOTAThI IL-
2, rne W npencrasisier coboit nuHelnyto rpynny PEG. B naHHOM 1OKyMeHTe HONMOJHHUTEIBHO

onucanbsl KoHbrOTaThl IL-2, rme W npencrasnser coboii pazsersiennyto rpynny PEG. B nanaom
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IOKYMEHTE JONOJHHUTENBHO omnucaHbl KoHbroratel IL-2, rne W mpexncrasisier coOoil rpymmy
metokcu-PEG. B naHHOM nOKyMeHTE NOMOJHUTENBbHO ONMUCaHbl KOHbIOTaThl 1L-2, rae rpynna
MeTokcu-PEG siBnsieTcst TuHENHON MM pa3BETBICHHON. B TaHHOM JOKyMEHTE JOMOJHUTENBHO
onucanbl KoHbrOTaThl IL-2, roe rpymma merokcu-PEG sBnsercs nunelHoN. B nanHOM
JOKYMEHTE IOMOJHUTENbHO OmnucaHbl KoHbloratel IL-2, rne rpynna merokcu-PEG sBnsercs
Pa3BETBJICHHOM.

B npanHOM noxkyMmeHTe onucanbl KoHbrOraTel IL-2, comepxkaliue aMHHOKUCIOTHYIO
nocyienoBaTeabHOCTh  mox  aroeiM w3 SEQ ID NO: 169-183 u  124-138, rnme
[AzK L1 PEGS50kDa] npencrasnen cmechbio cTpyktyp Gopmyisl (IV) u popmyisr (V):

I_oon, $2

x

o N,

dopmyna (IV);
H
0 N,
dopmyna (V),
rae

W mpencrasnsier coboii rpynny PEG, umeromyro cpenHow MOJeKyIspHyo maccy S0
k/la; u
X UMeeT CTPYKTYpPY

. .
2

X-1 yka3bIBaeT TOUKY MPUCOEAUHEHHS K MPEIbIAYLIEMY aMUHOKHCIOTHOMY OCTaTKy; U

X+1 yka3pIBaeT TOYKY NMPHUCOENUHEHHS K CIEAYIOIEMY aMHHOKHCIOTHOMY OCTaTKy. B
HEKOTOPBIX  BapUaHTaX oOCyllecTBiIeHHs KoHbtoraT IL-2 mpexncraBisier coboil  ero
dapManieBTHYECKH TPUEMJIEMbIE COJb, COJBBAT WJIM THUApPAT. B [aHHOM JIOKYMEHTe
JOTIONIHUTENIPHO ONMUCaHbl KOHBIOraThl I1L-2, TO€ COOTHOLIEHHWE KOJNMYEeCTBA CTPYKTYPBI
dopmynsl (IV) u konmuecTsa cTpykTypsl Gopmydsl (V), comeprkaimuxcsi B 00meM KOJHYECTBE
[AzK L1 PEG50kDa] B xonstorare IL-2, cocrasisier npubnusurensHo 1:1. B manHOM
JIOKYMEHTE JOMNOJHHUTENbHO OINMUCaHbl KOHBIOraTel IL-2, TA€ COOTHOLIEHHE KOJIUYeCTBA

cTpykTypbl dopmyisl (IV) u kommuectsa cTpykTyprl popmyiel (V), compeprkammuxcst B o0Iem
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kommuectBe [AzK L1 PEGS50kDa] B konwtorare IL-2, cocraBuser Oomee 1:1. B nmanHOM
JOKYMEHTE JOIMOJHUTENbHO ONHUCaHbl KOHBIOraThl IL-2, rae COOTHOIIEHHE KOJMYeCTBa
cTpyktypbl dopmyisl (IV) u konmuuecta cTpykTyprl Gopmyiiel (V), comepikamuxcst B o0Liem
xommuectBe [AzK L1 PEGS50kDa] B konbrorare IL-2, cocraBnsier meHee 1:1.

B npanHOM pokyMmeHTe omnucanbl KoHbroratel IL-2, copmepxkaliue aMHUHOKUCIOTHYIO
nocynenoarenbHOCTh nox JroObM w3 SEQ ID NO: 184-198 u 139-153, rme [AzK L1

PEG30kDa] npencrasnien cmechio cTpyktyp dopmyisl (IV) u popmyast (V):

«

bopmyna (V);

rae

W mnpencrasnsier coboii rpynny PEG, uMmeromyro cpeaHio MoJekyspHyro maccy 30
k/la;, u

X uUMeeT CTPYKTypy

X-1 yka3bIBaeT TOUKY MPUCOEAUHEHHS K MPEIbIAYLIEMY aMUHOKHCIOTHOMY OCTaTKy; U

X+1 yka3pIBaeT TOYKY NMPHUCOEIUHEHHS K CIEOYIOIEMY aMHHOKHCIOTHOMY OCTaTKy. B
HEKOTOPBIX  BAapUAHTAaX OCYLIeCTBIeHUs1 KoHbtoraT IL-2 mpexacraBisier coboil  ero
dapManieBTHYECKH TPUEMJIEMbIE COJb, COJBBAT WM THUApPAT. B JaHHOM JIOKYMEHTe
JOTIOJIHUTENIBHO OINMUCaHbl KOHBIOraThl 1L-2, Tae COOTHOLIEHHE KOJWYECTBA CTPYKTYPHI
dopmynsl (IV) u konmuecTBa cTpykTypsl Gopmyisl (V), conepkamuxcst B 00IEeM KOJTHYECTBE
[AzZK L1 PEG30kDa] B komwtorare IL-2, cocraBmser npubmusurensHo 1:1. B  nganHOM
JOKYMEHTE JOMOJHHUTENbHO OIMUCaHbl KOHBIOraTel IL-2, TAe COOTHOIIEHHWE KOJIUYeCTBA
cTpyktypbl dopmyasl (IV) u konmuectBa cTpykTypsl Gopmyinsl (V), comepikammxcss B o0mem
kommuectBe [AzK L1 PEG30kDa] B kxowwtorare IL-2, cocraBmsier Gonee 1:1. B manHOM

AOKYMEHTEC JOINOJHHUTCIBHO ONHCAHbI KOHBIOTATHI H.r2, ra€¢ COOTHOLICHHE KOJHNYCCTBA
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cTpykTyphl dopmyisl (IV) u xonudectBa CTpykTyphl Gopmyibl (V), comepKammxcsi B o0mem
xommuectBe [AzK L1 PEG30kDa] B konbrorare IL-2, cocraBnsier menee 1:1.

B nanHOoM nokymeHTe onucaHel KOHbIOratel IL-2, copepxkamue aMUHOKUCIOTHYHO
nocnenosateabHOCTh oA SEQ ID NO: 3, mpu 5ToM 10 MeHbIel Mepe OAUH aMUHOKHUCJIOTHBIH
ocratok B koHbIorare IL-2 3amenen crpykrypoit popmyier (VI) unu (VII) umu cmecsro (VI) u
(VID):

dopmyna (VI);

(VID);
rue
n IpeacTaBisieT CcoOOH IeJl0€ YUCIO B AMANA30HE OT MNPUOMU3HTENBHO 2 10

npubnusutensHo 5000; u

£ NH
EJIJ‘S\‘

X+1]
X UMeeT CTPYKTYpPY ;

X-1 yka3bIBaeT TOUKY MPUCOEAMHEHHS K MPEIbIIYLIEMy aMUHOKUCIOTHOMY OCTaTKYy; U

X+1 yka3pIBaeT TOYKY NMPHUCOENUHEHHsS K CIEAYIOIEMY aMHHOKHCIOTHOMY OCTaTKy. B
HEKOTOpPBIX ~ BAapUAHTAX OCYILIeCTBIeHUs1 KoHbtoraT IL-2 mpexncraBisier coboil  ero
(apMarieBTHYECKH TMpHEMJIEMbIE COJb, COJBBAT WJIM THUAPAT. 37€Ch U 1O BCEMY MaHHOMY
IOKYMEHTY BapuaHTbl ocymectsieHust Gopmyinbl (VD) w/mmm (VII) Taxke OXBaThIBAIOT HX
dapManieBTHYECKH TPUEMJIEMbIE COJb, COJBBAT WM THUApPAT. B [aHHOM JIOKYMEHTe
JOTIONIHUTENBHO OnucaHbl KoHbIOTaThl IL-2, rne momokenue ctpyktypbl ¢opmynsl (VI) wmm
(VII) wmn cmecu (VD) m (VID) B aMHHOKHCIIOTHOH MOC/IENOBAaTEIbHOCTH KOHBIOTaTa [L-2
BbIOpano u3 P1, T2, S3, S4, S5, T6, K7, K8, Q10, L11, E14, H15, L17, L18, D19, Q21, M22,
N25, G26, N28, N29, Y30, K31, K34, T36, M45, P46, K47, A49, T50, E51, L52, K53, H54,
Q56, ES9, E66, N70, Q73, S74, K75, N76, F77, H78, R80, P81, R82, D83, S86, N87, 188, V90,
191, L93, E94, K96, G97, S98, E99, T100, T101, F102, M103, C104, E105, Y106, A107, D108,
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D108 B BapuanTe N87R, E109, T110, A111, T112, E115, N118, R119, T122, F123, S124, Q125,
S126, S129, T130, L131 u T132. B naHHOM DOKyMEHTE AOMOJHUTEIBHO OMUCAHBI KOHBIOTaThl
IL-2, rme mnonoxenue ctpykrypbl (opmynbl (VI) mmm (VII) mmm cmecu (VI) u (VID) B
aMUHOKHCJIOTHOH rocienosarenbHocT koubtorara IL-2 BeiOpano u3 K8, H15, L18, D19, M22,
N25, N87, VOO, 191, L93, E%94, K96, G97, S98, E99, D108 B Bapuante N87R, N118, T122,
S124, Q125, S126, S129 u T130. B nanHOM IOKYMEHTE AOIMOJHUTEIHHO OMUCAHBI KOHBIOTAThI
IL-2, rme mnonoxenue ctpyktypbl (opmynbr (VI) wmm (VII) wmm cmecu (VI) u (VII) B
AMUHOKHCJIOTHOH IMOCienoBarebHoCcTH Konbtorata IL-2 BeiOpano u3 K8, H15, L18, D19, M22,
N25, N87, V90, E99, D108 B BapuanTe N87R, N118, T122, S124 u T130. B nanHOM OKyMeHTe
JOTIOJTHUTEIBHO OMucaHbl KOHBIOTaThl IL-2, rme monoskenue cTpyktypbl ¢opmynsl (VI) wium
(VII) umu cmecu (VI) u (VI) B aMHUHOKHCIOTHOH MOC/IENOBATEIbHOCTH KOHBIOTaTa IL-2
BbIOpaHo n3 K8 B aMHHOKMCIOTHOH mocienoBaTenbHOCTH KoHbrOTata IL-2. B nmanHOM
IOKYMEHTE AOIOJNHUTENIBHO OMHUCaHbl KOHBIOTAThl IL-2, rae mojokeHue CTPyKTypbl GOpMyJIbl
(VD wnm (VII) umm emecu (V1) u (VII) B aMUHOKUCIOTHOH MOCIeI0BaTEIbHOCTH KOHBIOraTa IL-
2 mpencrasisier codoit H15. B naHHOM NOKyMeHTe MOMOJHUTENFHO OMUCAHbI KOHBIOraThl 1L.-2,
rae mnonoxkerne CTpyktypel Qopmynsr (V) wma (VI) wmm cmecu (VD) u (VID B
AMHHOKHUCJIOTHOM TOCJIEen0BaTeNIbHOCTH KOoHbrorara IL-2 mpencrasnsier codoii L18. B nanaom
IOKYMEHTE JOIOIHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHne CTpyKTypbl GOpMyJIbl
(VD v (VII) wmm emecu (V1) u (VII) B aMUHOKHCIIOTHOM MOC/IEIOBATEIbHOCTH KOHBIOTaTa IL-
2 npencrasisier codoit D19. B naHHOM NOKyMeHTe IOMOJHUTENIbHO OMUCAHbI KOHBIOTaThI 1L-2,
rae nonoxkeHue CTpyktypel Qopmynsr (VD) wmm (VI) wmum cmecu (V) u (VI B
AMHHOKHUCJIOTHOM IOCNIeNoBaTeNbHOCTH KoHbloraTa IL-2 npeacrasiser coboit M22. B nanHom
JOKYMEHTE JOIOJIHUTENbHO OMUCaHbl KOHbIOraThl IL-2, rae monoxeHue CTpyKTypbl GOpMyJIbl
(VD) wmu (VII) wnu emecu (VI) u (VII) B aMUHOKHCIIOTHO# MOCIEN0BATEIbHOCTH KOHBIoTaTa IL-
2 mpexncrasisier coboit N25. B 1aHHOM TOKYMEHTE IOTOJHUTEIbHO OMMCaHbl KOHBIOTAThI IL-2,
rae nonoxkerue CTpyktypel (opmynsr (VI) wmm (VII) wmm cmecu (VD) u (VID) B
AMHHOKHUCJIOTHOM TOCJIEA0BaTeIbHOCTH KOoHbIorata IL-2 mpencrasiser coboit N87. B nanHom
JOKYMEHTE JOIOJNHUTENIBHO OMHUCaHbl KOHBIOTAThl IL-2, Tae mojokeHue CTpyKTypbl GOpMyJIbl
(VD) wnm (VII) unu emecu (VI) u (VII) B aMUHOKHUCIIOTHOM MOCIEN0BATEIbHOCTH KOHBbIOTaTa IL-
2 nmpencrasisier codoit V90. B naHHOM NOKYMeHTe NOMOJHUTENIbHO OMHCAHbI KOHBOraThl 1L.-2,
rae mnonoxkerne CTpyktypel (opmynsr (VD) wmm (VI) wmm cmecu (VD) u (VID) B
AMHHOKHUCJIOTHOM TOCJIEAOBaTENIbHOCTH KOoHbiorara IL-2 mpencrasnsier cobori E99. B nannom
TOKYMEHTE JOIOJNHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHue CTpyKTypbl GOopMyJIbl
(VD wnm (VII) uwmm emecu (V1) u (VII) B aMUHOKHCIIOTHOM MOCEOBATEIbHOCTH KOHBIOTaTa IL-
2 npexcrasisier coboii D108 B BapuanTe N87R. B naHHOM TOKyMEHTE NOMOHUTEIFHO OMICAHBI
koHbIorathl [L-2, rne nonoxenue crpyktypel popmydsl (VI) nmu (VII) mmu emecu (VI) u (VID) B
AMHHOKHUCJIOTHOM mocjenoBaTenbHoCcTH KoHbtorata IL-2 mpencrasisier coboit N118. B nanrHOM
JIOKYMEHTE JOIOIHUTENBHO OMUCaHbl KOHBIOTaThl IL-2, rae monoxkeHue CTpyKTypbl GOpMyJIbl
(VD wm (VII) umm emecu (V1) u (VII) B aMUHOKUCIIOTHOM MOCIENOBATEIbHOCTH KOHBbIoraTa IL-

2 npencrasisier coboit T122. B naHHOM HOKyMEHTE HOMOJHUTENBHO OMUCAHBI KOHBIOTaThI [L-2,
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rae mnonoxkenne CTpyktypel Qopmynsr (V) wmm (VI) mmm cmecu (V) u (VID B
aMHHOKHUCJIOTHOM MOCenoBaTeIbHOCTH KoHbIoraTa 1L-2 npencrasisier coboii S124. B nanHOM
JIOKYMEHTE JOIOJNHUTENBHO OMUCaHbl KOHBIOraThl IL-2, rae monoxkeHue CTpyKTypbl GOpMyJIbl
(VD wum (VII) umm emecu (V1) u (VII) B aMUHOKHCIIOTHOM MMOCIE0BAaTeIbHOCTH KOHBIOTaTa IL-
2 npencrasisier coboii T130. B naHHOM TOKyMEHTE JOTOJIHUTENBHO OMUCaHbl KOHbIOTaThI 1L-2,
re N COCTaBisieT OT mpubmusurensHo 75 mo mpubmmsurensHo 1000. B maHHOM mokymeHTe
JOMOJHUTENBHO ONMcaHbl KOHBIOTAThl IL-2, The n cocraBmsier oT nmpubmausurensHo 100 1o
npubm3uTensHo 1000. B 1aHHOM AOKYMEHTE TOMOJHUTENBHO OMUCaHbl KOHBIOTaThl IL-2, Tae n
coctaBysier OT npubausutensHo 200 no npubmmsurensHo S5000. B maHHOM JOKyMeHTe
JOTOJTHUTEIPHO OMUCaHbl KOHBIOraThl IL-2, rme n cocramiser oT npubnusureapbHo S00 1o
npubmmsuTensHo 1000. B 1aHHOM AOKYMEHTE TOMOJHUTENBHO ONMUCaHbl KOHBIOTaThl IL-2, TIe n
cocTaBiisieT OT npuoamsuTenabHo 400 1o npudmsurensHo 800.

B naHHOM nokyMmMeHTe omnmcaHbl KOHbROTaTel IL-2, copepskamue aMHUHOKUCIOTHYHO
nocnenosatenbHocTh oA SEQ ID NO: 3, npu 3ToM 1o MeHblIel Mepe OIMH aMUHOKHUCIOTHBIH
octaTtok B KoHbtorate 1L-2 3amenen crpykrypoit popmyier (VIII) mmm (IX) unu emecero (VIII) u
(IX):

¢dopmymna (VIII);

I=
o

s

L
']
I

dopmyaa (IX);
rac
N TpencraBisieT COOOW ILeNioe YUCJIO B JWAama3OoHe OT MNPHONM3HTENBHO 2 70

npubnusutensHo S000; u

X HWMeeT CTPYKT =emenl  X-] yKasbIBa€T TOYKY IIPUCOEOUHEHUS K
PYKTYpPY y y 1p

npeap aAymemMy aMruHOKHUCIIOTHOMY OCTATKy, U
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X+1 yka3bIBaeT TOUKY NMPUCOECAUHEHMS K CIEAYIOLEMY aMHUHOKHCIOTHOMY OCTaTky. B
HEKOTOpBIX  BAapUAaHTaX OCyllecTBIeHUss KoHbtoraT IL-2 mpexacraBmsier coboil  ero
dapmareBTUYECKH TMpHEMJIEMbIe COJIb, COJbBAT WM TUAPAT. 37eChb U IO BCEMY JAHHOMY
JIOKyMeHTy BapuaHThl ocyinectBieHust gopmyibl (VII) w/umm (IX) Taxke OXBaTBIBAIOT HMX
dapManeBTUYECKH TpUEMJIEMble COJb, COJbBAT WJIM TUApPAT. B 1NaHHOM JOKyMEHTe
JOMOJHUTENIBHO ONMHUCaHbl KOHbIOraThl IL-2, rae monoxkenue cTpyktypsl ¢opmysnsl (VIII) wmm
(IX) wmu cmecu (VII) m (IX) B aMMHOKHCIOTHOH MOCJIEIOBATEIBHOCTH KOHBIOrara IL-2
BbIOpano u3 P1, T2, S3, S4, S5, T6, K7, K8, Q10, L11, E14, H15, L17, L18, D19, Q21, M22,
N25, G26, N28, N29, Y30, K31, K34, T36, M45, P46, K47, A49, TS50, E51, L52, K53, H54,
Q56, ES9, E66, N70, Q73, S74, K75, N76, F77, H78, R80, P81, R82, D83, S86, N87, 188, V90,
191, L93, E94, K96, G97, S98, E99, T100, T101, F102, M103, C104, E105, Y106, A107, D108,
D108 B BapuanTe N87R, E109, T110, A111, T112, E115, N118, R119, T122, F123, S124, Q125,
S126, S129, T130, L131 u T132. B naHHOM DOKYMEHTE HOMOJHUTEIBbHO OMUCAHBI KOHBIOTATHI
IL-2, roe monoxenue cTpyktypsl (opmynbl (VII) wm (IX) wmu cmecn (VII) u (IX) B
AMUHOKHCJIOTHOH MOcCenoBarenbHoCcTH Koubtorata IL-2 Beidbpano u3 K8, H15, L18, D19, M22,
N25, N87, V90, 191, L93, E94, K96, G97, S98, E99, D108 B Bapmante N87R, N118, T122,
S124, Q125, S126, S129 u T130. B gaHHOM NOKyMEHTE AOMOJHUTEIBHO OMUCAHBI KOHBIOTATHI
IL-2, roe monoxenue cTpyktypsl (opmynel (VII) wmm (IX) wmu cvecu (VII) u (IX) B
AMUHOKUCJIOTHOH IMocienoBarebHocTH konbtorata IL-2 Beibpano u3 K8, H15, L18, D19, M22,
N25, N87, V90, E99, D108 B BapuanTe N87R, N118, T122, S124 u T130. B nanHOM OKyMEHTE
JOTIONTHUTEIBHO ONMMUCaHbl KOHBIOTAThl IL-2, rne monoskenue crpykrypbl ¢opmynsl (VIII) wnu
(IX) mmu cmecu (VII) u (IX) B aMHMHOKHCIOTHOH MOCIENOBATENbHOCTH KOHBIOTaTa IL-2
npencrasisier coboit K8. B mraHHOM NOKyMeHTe AOMOJHUTENbHO OMUCaHbl KOHBIOTATHI IL-2, Te
nosnoxxeHue ctpykrypsl popmyisl (VIID) nmm (IX) i emecu (VII) u (IX) B aMUHOKHUCIOTHON
nocyienoBareNbHOCTH KoHbtorata IL-2 mpencrasmser coGoit H15. B nmaHHOM nokymeHre
JOTIOJTHUTEIBHO OMHUCaHbl KOHBIOTATHI [L-2, rne monoskeHue cTpykrypbl ¢opmyssl (VII) win
(IX) wmu cmecu (VII) u (IX) B aMHHOKHCIOTHOH MOC/IE€NOBATEIbHOCTH KOHBIOTaTa [L-2
npexacrasisier coboit L18. B m1aHHOM JHOKYMEHTE OOTOJHUTENBbHO OMUCAHbI KOHBbIOraThl 1L-2,
rae nosnokeHue CTpyktypsl popmynsl (VII) wmmm (IX) wimm cmecu (VII) um (IX) B
AMHHOKHUCJIOTHOH TOC/IENOBaTeNbHOCTH KOoHBIorata IL-2 mpencrasnser coboit D19. B nanaom
JIOKYMEHTE JOIOJNHUTENIBHO OMHUCaHbl KOHBIOTaThl IL-2, Tae monokeHue CTPyKTypbl GOpMyJIbl
(VIID) mmu (IX) nnmm emecu (VIID) u (IX) B aMUHOKUCIIOTHOH MOCIEAOBATEIbHOCTH KOHBIOTATA
IL-2 mpencraBisier coboii M22. B n1aHHOM AOKYMEHTE IOTOJHUTENBbHO OMUCAHBI KOHBIOTAThI
IL-2, rne monoxenue cTpykrypsl Gopmynel (VII) wm (IX) wmu cmecn (VII) u (IX) B
AMHHOKHUCJIOTHOM TOCIEA0BaTeNbHOCTH KOHBIorata IL-2 mpencrasnser codoit N25. B nanaHoM
TOKYMEHTE JOIONHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHue CTpyKTypbl GOpMyJIbl
(VII) mmu (IX) nmm evecu (VIID) u (IX) B aMHHOKUCIIOTHOH MOCIIENOBATENIbHOCTH KOHBIOTATA
IL-2 npencrasnsier coboit N87. B naHHOM AOKyMEHTE AONOJHUTEIBHO OMUCAHbI KOHBIOTATHI IL-
2, roe nonoxenue cTpyktypel (opmynsr (VII) wmu (IX) wmm cmecu (VII) u (IX) B

AMHHOKHUCJIOTHOM mocienoBaTenbHOCTH KoHbrorata IL-2 mpencrasnser coboit VOO. B nanHom
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TOKYMEHTE JOTOJIHUTENBHO OMHUCaHbl KOHBIOTAThl [L-2, TIe mojokeHne CTpyKTypsl (GOpMYJIbI
(VII) mmu (IX) nmm evecu (VI u (IX) B aMHHOKUCIIOTHOH MOCNIEN0OBATENbHOCTH KOHBIOTATA
IL-2 npencrasnsier coboit E99. B naHHOM TOKyMEHTE OTOJHUTENBHO OMUCaHbl KOHbOraThl IL-
2, roe nonoxenue cTpykTypel (opmynsr (VII) wmmun (IX) wmm cmecu (VII) u (IX) B
AMHMHOKHCJIOTHOW MOCIIEA0BAaTENbHOCTH KoHbtorata IL-2 npencrasnser coboit D108 B BapuanTe
N87R. B naHHOM AOKyMEHTE AOMOJHUTENBHO OMHMCaHbl KOHBIOraThl IL-2, rme nonoxenue
crpykrypbl  ¢opmyabl (VII) wmm (IX) wim cmecu (VII) u (IX) B aMHUHOKUCIOTHOM
nocjenoBaTebHOCTH KOoHbtorata IL-2 mpencrasmser coboii N118. B nmaHHOM JOKyMeHTe
JOTIOJIHUTEIBHO OMHUCaHbl KOHBIOTATHI [L-2, rne monoxkeHue cTpykrypbl ¢opmyssl (VII) win
(IX) wmu cmecu (VII) u (IX) B aMHHOKHCIOTHOH MOC/IENOBATEIbHOCTH KOHBIOTaTa [L-2
npexacrasisier codort T122. B naHHOM JOKYMEHTE JOIOJHUTEIbHO ONMHUCaHbl KOHBIOTaThl 1L-2,
rae nonoxkeHue CTpyktypsl popmynbl (VII) wmm (IX) wmm cvecu (VI u (IX) B
AMHHOKHUCJIOTHOH MOCenoBaTelbHOCTH KoHbIoraTa 1L-2 npeacrasisier coboii S124. B nanHOM
IOKYMEHTE AOIOJNHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHue CTpyKTypbl GopMyJIbl
(VII) mmu (IX) nmm emecu (VIID) u (IX) B aMHHOKUCIIOTHOH MOCNIENOBATEIbHOCTH KOHBIOTATA
IL-2 mpencrasmnsier codoit T130. B 1aHHOM HOKYMEHTE AONOJHHUTEIBHO ONMHUCAHBI KOHBIOTATHI
IL-2, rme n cocraBisieT oT nmpubnusuTenbHo 75 no npubmusutensHo 1000. B nanHOM nokymeHTe
JOTIOJTHUTEIPHO OMHCaHbl KoHbIOraThl IL-2, rme n cocraisier oT mpubiusurenapbHo 100 mo
npudmmsuTensHo 1000. B 1aHHOM AOKYMEHTE HOMOJHUTENBHO ONMUCAaHbl KOHBIOTaThl IL-2, TIe n
coctaByisier oT npubnusurensHo 200 no npubmmsurensHo 5000. B nmaHHOM pokymeHTe
JOTIOJTHUTEIPHO OmMHCaHbl KoHbioraThl IL-2, rme n cocraBisier or mpubiusurenbHo 500 1o
npudmmsuTensHo 1000. B 1aHHOM HOKYMEHTE HOMOJHUTENBHO ONMUCaHbl KOHBIOraThl IL-2, e n
cocrasisieT oT npudnusurenbHo 400 1o npudbmausurensHo 800.

B nanHOM poxkyMmeHTe onucanbl KOHBrOTaTel IL-2, copmepxkaliyue aMHHOKUCIOTHYIO
nocienosarenbHocTh oA SEQ ID NO: 3, npu 5ToM 110 MeHblLIel Mepe OUH aMUHOKUCIIOTHBIH
ocratok B koHbtorare IL-2 3ameneH ctpyktypoii dopmyinsr (X) wiu (XI) umu cmecbo (X) u
(XD:

N
0‘{'{

opmyna (X);
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dopmyua (XI),

rae

N TpencraBiseT COOOW ILeNioe YUCIO B JHAMa3oHe OT MNPHOIM3HTENBHO 2 10
npubnusutensHo S000; u

BOJIHUCTBIMHU JIMHUSIMU TTOKA3aHbI KOBAJIEHTHBIE CBSI3H C AMUHOKHUCIIOTHBIMU OCTaTKAMU B
SEQ ID NO: 3, koTopble He 3aMeHEHbl. 3/1eCb U 10 BCEMY JaHHOMY JIOKYMEHTY BapHaHTbI
ocymecteienus: (opmynsr (X) wwmm (XI) Takke OXBaThIBAIOT UX (DapMaleBTHYECKH
NpUEeMJIEMBbIE COJIb, COJBBAT WJIM TUApPAT. B HaHHOM MOKYMEHTE NOMOJHUTENBbHO OIHCAHBI
KoHbIoraThl IL-2, rne nonoxenue cTpyktypol popmyiiel (X) mmm (XI) umm cmecu (X) u (XI) B
AMUHOKUCJIOTHOH mocienoBarenbHoCcTH KoHbIoraTa IL-2 BeiOpano u3 P1, T2, S3, S4, S5, Te,
K7, K8, Q10, L11, E14, H15, L17, L18, D19, Q21, M22, N25, G26, N28, N29, Y30, K31, K34,
T36, M45, P46, K47, A49, T50, E51, L52, K53, H54, Q56, E59, E66, N70, Q73, S74, K75, N76,
F77, H78, R80, P81, R82, D83, S86, N87, 188, V90, 191, L93, E94, K96, G97, S98, E99, T100,
T101, F102, M103, C104, E105, Y106, A107, D108, D108 B Bapuante N87R, E109, T110,
Al1l1, T112, E115, N118, R119, T122, F123, S124, Q125, S126, S129, T130, L131 u T132. B
JAHHOM JIOKYMEHTE JOMNOJHHUTEIbHO OMHUCaHbl KOHBIOraThl IL-2, rae mojoxeHue CTPYKTYpPbI
dopmynel (X) mmu (XI) mimm cmecn (X) m (XI) B aMMHOKHCIOTHOH TOCIENOBATEIbHOCTH
xonbtorata IL-2 BeiOpano u3 K8, H1S, L18, D19, M22, N25, N87, V90, 191, L93, E94, K96,
G97, S98, E99, D108 B Bapuante N87R, N118, T122, S124, Q125, S126, S129 u T130. B
JAHHOM JIOKYMEHTE JOMOJHHUTEJIbHO ONMUCaHbl KOHBbIOraThl IL-2, rae mojoXeHue CTPYKTYpbI
dopmynbl (X) wmu (XI) wiu cmecu (X) u (XI) B aMHHOKHUCIIOTHOW TOCJI€IOBATEIbHOCTH
konbtorara [L-2 BeiOpano u3 K8, H15, L18, D19, M22, N25, N87, V90, E99, D108 B BapuaHTte
N87R, N118, T122, S124 u T130. B naHHOM NOKYMEHTE JOIMOJHUTENBHO OMHCAHBI KOHBIOTATHI
IL-2, rme mnonoxenue CTpykTypsl ¢opmyasl (X) mm (XI) wm cvecn (X) u (XI) B
AMHHOKHUCJIOTHOM TOCHeNoBaTeIbHOCTH KOoHbIorara IL-2 mpencrasnsier coboit K8. B nanHOM
JIOKYMEHTE AOIOJIHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, Tae monokeHue CTpyKTypbl GOpMyJIbl
(X) wmu (XI) umm cmecu (X) u (XI) B aMUHOKUCIIOTHOM MOCIEAOBATEIBHOCTH KOHBIOTaTa 1L.-2
npencrasisier coboit HIS. B maHHOM HOKyMeHTe NOMOJHHUTEIHHO OMHUCAaHbI KOHBIOTATHI 1L-2,
rae nosnoxeHue cTpyktypsl ¢popmydsl (X) mwiu (XI) nim cvecn (X) u (XI) B aMUHOKHCITIOTHOM
nocjenoBarenbHOCTH KoHbiorata IL-2 mpencrasnser coboit L18. B nmanHOM nmokymeHTe
TOTIONIHUTEIBHO OnucaHbl KOHbIoraThl IL-2, rae nmonoskenue crpykrypsl popmyiel (X) mnu (XI)
i cMecH (X) u (XI) B aMHHOKHCIOTHON MOCIEN0BaTeNbHOCTH KoHbIoraTa [L-2 npencrasnsier
coboit D19. B naHHOM HOKYMEHTE JOTOJHUTENIbHO OMKCaHbl KOHBIOTaThl IL-2, roe mojoxeHue

crpykrypbl  ¢opmynbl (X)) wmm (XI) wmmm cmecu (X) u (XI) B aMHHOKHCIOTHOMH
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nocjenoBaTeNbHOCTH KoHbrorata IL-2 mpencrasnsier coboii M22. B naHHOM #OKyMeHTe
JOTIONIHUTEIBHO Onucanbl KOHbIoraThl IL-2, rae nmonoskenue crpykrypsl popmyisl (X) mnu (XI)
win cMecH (X) u (XI) B aMHHOKHCIIOTHOHN MOC/ienoBaTenbHOCTH KOHbIorara [L-2 npencrasnser
coboit N25. B naHHOM JOKYMEHTE JOTOJHUTENIbHO ONHCcaHbl KOHbIoraThl IL-2, rae mojoxeHue
ctpyktypbl  ¢opmynsl (X) wm (XI) wmmm cmecn (X) um (XI) B aMUHOKHUCIOTHOM
nocyeioBaTeNbHOCTH KoHbtorata IL-2 mpencraBmsier coGoii N87. B nmaHHOM HOKyMeHTe
JOMOJHUTENBHO ONMHUCaHbl KOHBIOTATH IL-2, rae nmonoxkenue cTpykTypbl popmydsl (X) min (XI)
win cMecH (X) u (XI) B aMHHOKHCIIOTHON MOCHIENOBaTeNbHOCTH KOHBbIoraTa [L-2 npencrasinsier
coboit V90. B maHHOM HOKYMEHTE JOTIOJHUTENIbHO OMKMCAaHbl KOHBIOTAaThl IL-2, rie mojokeHue
ctpyktypbl  Gopmynsl (X) wm (XI) wim cmecn (X) m (XI) B aMUHOKUCJIOTHOM
nocienoBaTeibHOCTH KoHbiorata IL-2 mpencrasnsier coboit E99. B nmaHHOM nmOKyMeHTe
JOTIOJIHUTEIBHO ONMUCcaHbl KOHBIOTaThl IL-2, rine monoxkenue crpykrypsl popmyist (X) mwum (XI)
wi cvecH (X) u (XI) B aMUHOKHCIIOTHON MOCHenoBaTeNbHOCTH KOHbIorata [L-2 npencrasisier
coboti D108 B Bapuante N87R. B naHHOM JOKYMEHTE HOMOJHUTENBHO ONMUCAHBI KOHBIOTATHI 1L -
2, rae nonoxenne cTpykTypsl popmysl (X) wmu (XI) nmm ecmecn (X) u (XI) B aMUHOKHUCIIOTHON
nocjenoBaTeNbHOCTH KoHbrorara IL-2 mpencrasmser coboii N118. B nmaHHOM nHOKyMeHTe
TOTIOJIHUTEIBHO ONMHcaHbl KOHbIOraThl IL-2, re monoskenue crpykryps! popmyiel (X) mum (XI)
i cMecH (X) u (XI) B aMHHOKHCIIOTHON MOCHenoBaTenbHOCTH KOHbIorata [L-2 npencrasnsier
coboii T122. B naHHOM TOKyMEHTE JOMOJHUTENIbHO OMUCAHbI KOHBIOTAThI IL-2, rie mojoxeHne
crpykrypbl  ¢opmynel (X)) wmwm (XI) wm cmecu (X) m (XI) B aMHHOKHCIOTHOH
nocjenoBaTeNbHOCTH KoHbtoraTa IL-2 mpencraBnser coboii S124. B nmaHHOM AOKyMeHTe
TOTIONIHUTEIBHO Oonucanbl KoHboraThl IL-2, rae nonoskenue crpykrypsl popmyinsl (X) mnu (XI)
mu cMecH (X) u (XI) B aMHHOKHMCIIOTHOMN MOC/IeNoBaTeNbHOCTH KOHbIorara IL-2 npencrasnser
coboii T130. B paHHOM AOKyMEHTE [OMOJIHUTENBHO OMHMCaHbl KOHBIOTAThl IL-2, Toe n
COCTaBsIeT OT mnpuOmm3uTenvHO 75 no mnpubnusurensHo 1000. B nmaHHOM n1OKyMeHTe
JOTIOJTHUTEIPHO OMMCaHbl KOHBIOraThl IL-2, rme n cocrapiser oT mnpubnusureabHo 100 1o
npubm3uTenbHo 1000. B 1aHHOM AOKYMEHTE HOMOJHUTENBHO OMUCaHbl KOHBIOTaThl IL-2, TIe n
coctaBysier oT npubausutensHo 200 nmo mnpudmmsurensrHo S5000. B maHHOM JOKyMeEHTe
JOTOJTHUTEIPHO OMUCaHbl KOHBIOTaThl IL-2, rme n cocramiser oT mpubausureapbHo S00 1o
npubmmsuTensHo 1000. B 1aHHOM JOKYMEHTE TOMOJHUTENBHO OMKUCAaHbI KOHBIoraThl [L-2, Tae n
cocTaBisieT OT npuoamsuTenbHo 400 1o npudmusuTensHo 800.

B naHHOM nokymeHTe omnmcaHbl KOHbIOTaTel IL-2, copepskamue aMHUHOKUCIOTHYRO
nocnenoateabHOCTh oA SEQ ID NO: 3, mpu 5ToM 1o MeHbIIeH Mepe OAUH aMUHOKUCIOTHBIN
octaTtok B KoHbtorate 1L-2 3ameneH crpykrypoit popmyier (XII) nmm (XIII) nnm cmecsro (XII) u
(XIII):
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o-CHs
dopmya (XII);
N~ WN
X
o
dopmyma (XIID);
rae

N TpencraBisieT COOOW Ieioe YUCIO B JWAna30HE OT MNPHONM3HTENbHO 2 10
npubnusutensHo S000; u

BOJIHUCTBIMU JIMHUSIMU TTOKa3aHbl KOBAJIEHTHBIE CBS3HM C AMUHOKHCIOTHBIMU OCTaTKaMHU B
SEQ ID NO: 3, koTopble HE 3aMEHEHBl. 371eCb U MO BCEMY AAHHOMY JIOKYMEHTY BapHaHTbI
ocymectsieHus: popmynsl (XI) wwumu (XIII) Takxke oXBaThIBAIOT UX (hapMaleBTHUECKH
IpUeMJieMble CONb, COJNbBAT WIM TUApPAT. B gaHHOM NOKyMEHTE NOMOJHUTENBHO OMUCAHBI
koubtoraThl IL-2, rne monoxenue cTpyktypsl popmynst (XII) wmm (XII) wmm cmecu (XII) u
(XIII) B aMHHOKHCIIOTHOM MOCenoBaTeabHOCTH KOoHbtorata IL-2 BeiOpano u3 P1, T2, S3, S4,
S5, T6, K7, K8, Q10, L11, E14, H15, L17, L18, D19, Q21, M22, N25, G26, N28, N29, Y30,
K31, K34, T36, M45, P46, K47, A49, T50, E51, L52, K53, H54, Q56, E59, E66, N70, Q73, S74,
K75, N76, F77, H78, R80, P81, R82, D83, S86, N87, 188, V90, 191, L93, E94, K96, G97, S98,
E99, T100, T101, F102, M103, C104, E105, Y106, A107, D108, D108 B BapuanTe N87R, E109,
T110, A111, T112, E115, N118, R119, T122, F123, S124, Q125, S126, S129, T130, L131 u
T132. B nmaHHOM AOKYMEHTE MOMNOJHUTEIBHO ONUCAaHbl KOHBbIOraTel IL-2, roe mnonoxeHue
ctpyktypbl popmyner (XII) wmm (XII) wiu cmecu (XI) u (XIII) B aMHHOKHCIOTHOM
nocJieIoBaTeIbHOCTH KOoHBIoTaTa 1L-2 BeiOpano w3 K8, H15, L18, D19, M22, N25, N87, V90,
191, L93, E%94, K96, G97, S98, E99, D108 B BapuanTe N87R, N118, T122, S124, Q125, S126,
S129 u TI130. B paHHOM JAOKyMEHTE JAOIMOJHUTENbHO oOmnucaHbl KoHbroratel IL-2, rne
nojoxenne cTpykrypbl popmyusl (XII) mu (XII) wmu emecu (XII) u (XIII) B aMHHOKHCIIOTHOM
nocyiefoBaTebHOCTH KoHBbIoTaTa IL-2 BeiOpano u3 K8, H15, L18, D19, M22, N25, N87, V9O,
E99, D108 B BapuanTe N87R, N118, T122, S124 u T130. B naHHOM AOKYMEHTE AOMOIHUTEIBHO
onucaHbl KOHbIOTaThI [L-2, rae monoxkenue cTpykrypsl Gopmydst (XII) nmm (XIII) nnm cmecu

(XII) u (XIII) B aMUHOKHCIIOTHON IMOCHenoBaTeabHOCTH KoHbtorata IL-2 mpencrasnser coboit
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K8. B paHHOM [OOKyMEHTE HIOMOJHUTEIBbHO ONUCaHbl KOHBIOraTel IL-2, rae mnosjokeHue
crpykrypbl popmynsl (XI) wmmm (XIHI) wim cmecn (XI) u (XIII) B aMHMHOKHCIOTHOM
nocjenoBaTeNbHOCTH KoHbtorata IL-2 mpeacraBiser coboit H1S5. B nanHOM mokymeHTe
JOTIONIHUTENIBHO ONHUcaHbl KOoHBtoTaThl IL-2, rae monoskeHue crpykTypsl Gopmyinsl (XII) wnum
(XII) unmn cmecu (XII) u (XIII) B aMMHOKMCIOTHOI MoOCenoBaTeIbHOCTH KOHBIOraTa IL-2
npezacrasjsier coboii L18. B maHHOM JHOKYMEHTE IOTMOJHUTENBbHO OMUCAaHbI KOHbIOraThl 1L-2,
rae nojoxeHue CTpykTypbl ¢opmyisl (XII) wmm (XII) wmm cmecn (XII) u (XIII) B
AMHHOKHUCJIOTHOM TOCJIEA0BaTeIbHOCTH KOoHbIorata IL-2 mpencrasnser coboit D19. B nanHom
JOKYMEHTE JOIOJNHUTENBHO OMUCaHbl KOHBIOTAThl [L-2, rae mojokeHue CTPyKTypbl GOpMyJIbl
(XII) nmm (XIT) wu cmecu (XII) u (XIII) B aMIHOKHMCIOTHON MOCIEIOBATENIbHOCTH KOHBIOTATA
IL-2 mpencraBnsier cobori M22. B maHHOM AOKYMEHTE IOMOJHHUTENBHO OMHCAHBI KOHBIOTAThI
IL-2, roe monoxkenue ctpykrypbl ¢dopmyisl (XII) wmm (XII) wmm cmecu (XII) u (XIII) B
AMHHOKHUCJIOTHOH TOCJIEA0BaTeNbHOCTH KOHBIorata IL-2 mpencrasmser coboit N25. B nanHom
IOKYMEHTE JOIOJNHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHue CTpyKTypbl GOpMyIIbl
(XTII) nmm (XII) wmu emecu (XII) u (XIII) B aMIHOKHMCIOTHOHN MOCIEOBATENbHOCTH KOHBIOTATA
IL-2 npencrasnsier codoit N87. B naHHOM OKyMEHTe OTIOJTHUTEIFHO OMUCAHBI KOHBIOTATHI IL-
2, rne nonoxenue cTpykrypbl (opmynsl (XI) wmm (XI) wnu cmecn (XII) m (XII) B
AMHHOKHUCJIOTHOM TOCIenoBaTeNbHOCTH KoHbIorata IL-2 mpencrasuser coboit VOO. B nanHOoM
TOKYMEHTE JOIOJIHUTENBHO OMUCaHbl KOHBIOTaThl [L-2, rae monoxkeHne CTpyKTypbl GOpMyJIbl
(XTII) nmm (XII) mu emecu (XII) u (XIII) B aMIHOKHUCIOTHON MOCIE0OBATEIBHOCTH KOHBIOTATA
IL-2 npencrasmsier coboii E99. B naHHOM JOKyMEHTE AOMOJHUTEIBHO OMHUCAHbI KOHBIOTATHI [L-
2, rne nonoxenue cTpykrypbl (opmynsl (XII) wmu (XII) wnmm cmecu (XI) u (XII) B
AMHHOKHUCJIOTHOM mocnenoBaTenbHOCTH KoHbtorata IL-2 npeacrasisier codoit D108 B BapuanTe
N87R. B naHHOM AOKyMEHTE AOIMOJHUTENBHO OMHMCAaHbl KOHBIOraThl IL-2, rme nonoxenue
crpyktrypbl popmynbr (XI) wmu (XII) wim cmecu (XI) u (XIII) B aMHHOKHCIOTHOM
nocjaenoBaTeNibHOCTH KOoHbtorata IL-2 mpencrasmser coboii N118. B nmaHHOM nHOKyMeHTe
JOTIOJIHUTEIBHO OMHUCaHbl KOHBIOTATHI IL-2, rae monoskeHue ctpykTypsl Gopmysnsl (XII) wiu
(XII) mmm cmecu (XII) u (XII) B aMHMHOKUCIOTHOH MOCHENOBAaTEIbHOCTH KOHBIOTaTa IL-2
npexacrasisier codor T122. B naHHOM JOKYMEHTE AOIOJHUTEIBHO ONMUCAHbI KOHBIOTAThI [L-2,
rae nojoxenue CTPykTypsl ¢opmyasl (XI) wmmum (XI) wm cmecun (XI) u (XIII) B
AMHHOKHUCJIOTHOM TMOCenoBaTeIbHOCTH KoHbIoraTa 1L-2 npeacrasisier coboii S124. B nanHOM
JIOKYMEHTE AOIOJIHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHue CTpyKTypbl GOpMyJIbl
(XTII) nmm (XII) mmu emecu (XII) u (XIII) B aMUHOKUCIIOTHOM MOCIIENOBATEIBHOCTH KOHBIOTATA
IL-2 mpencrasisier coboit T130. B 1aHHOM MOKYMEHTE NOTOJHHUTENbHO OMHCAHBI KOHBIOTATHI
IL-2, rme n cocraBisieT oT nmpubnusnuTensHo 75 no npubausutensHo 1000. B naHHOM TOKYMeEHTe
JOTIOJTHUTEIPHO OMHCaHbl KoHbIOraThl IL-2, rme n cocraBisier ot npubmusurensHo 100 nmo
npubnusutensHo 1000. B naHHOM NOKyMEHTE AOMOJHUTEIBHO OMUCAaHbI KOHBIOTaThI [L-2, rie n
coctaByisier oT mnpubnusurensHo 200 mo mnpudOmmsurensHo 5000. B nmaHHOM JOKyMeHTe
JOTIOJTHUTEIPHO OMHCaHbl KoHbioraThl IL-2, rme n cocraBisier ot mpubnusurensHo 500 no

npubnusutensHo 1370. B nanHOM NOKyMEHTE JOMOJHUTEIBHO ONMUCaHbl KOHBbIoTraThl IL-2, roe n
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coctayisier or mnpubmusurensHo 400 po mnpubmmsurensHo 800. B nmaHHOM OKyMEHTe
JOTIOJTHUTEIPHO OMHCaHbl KoHbIOraThl IL-2, rme n cocraBisier ot mpubnusurensHo 400 mo
npudm3uTensHo 1370. B 1aHHOM AOKYMEHTE TOMOJHUTENBHO ONMUCaHbl KOHBIOraThl IL-2, TIe n
coctaByisier OoT mnpubnusutensHo 400 mo npubmmsurensHo 1250. B nmaHHOM n1OKyMeHTe
JOMOJHUTENIBHO ONMucaHbl KOHBIOTAThl IL-2, rhe n cocraBmsier oT mpubmausurensHo 600 1o
npubausutensHo 1370. B naHHOM NOKYMEHTE JOMOJIHUTENBHO OMUCaHbl KOHBIOTaTh! IL-2, e n
cocraBisier OT mnpuOmmsurensHo 600 no npuOnmsurensHo 1250. B nmaHHOM JOKyMeHTe
JOTIOJTHUTEIbHO OMMCaHbl KOHBIOraThl IL-2, rae n cocramjiser OT MpUONU3UTETBHO 675 10
npubm3uTeNnbHo 1250, B 1aHHOM JOKYMEHTE JTOMOJHUTENBHO OMKUCaHbl KOHbIoraThl IL-2, rae n
cocTaBysieT OT npubausutensHo 680 no mnpubmmsurensro 1250, B maHHOM JOKyMeHTe
JOTIOJTHUTEIPHO OMMCaHbl KOHBIOraThl IL-2, rme n cocramisier oT mpubiusureapbHo 680 10
npudmm3uTensHo 1140, B 1aHHOM AOKYMEHTE TOMOJHUTEIHHO OMHUCAaHbI KOHBIOTATHI [L-2, TIe n
cocTaBisieT mpuOIm3uTenbHO 450. B 1aHHOM JOKYMEHTE OMOJIHUTENbHO OMUCAHBI KOHBIOTATHI
IL-2, roe n cocraBusier MpuONMU3UTENBHO S68. B TaHHOM JOKYMEHTE NOMOJIHUTENBHO OMUCAHBI
koHbtoratel IL-2, rme n cocraBmser mnpuOnmM3uTenbHO 682, B maHHOM  IOKyMeEHTe
JOTIOTHUTEIPHO OMUCaHbl KOHBIOTATHI IL-2, TIe n cocTasisier npudmmsuTensHo 795, B nanHom
TOKYMEHTE JIONOJHUTEIBHO OMUCAaHbI KOHBIOTATHI IL-2, rne n coctasnsier mpudbmusutensHO 909.
B nanHOM JAOKyMeHTe [AONOJHUTENBHO ONUCaHbl KOHBrOraTel IL-2, rme n cocrasiser
npudmm3uTensHo 1022, B 1aHHOM AOKYMEHTE HOMOJHUTENBHO ONMUCAaHbl KOHBIOTaThl IL-2, TIe n
cocTaiisieT npuoan3uTensHo 1136. B 1aHHOM JOKyMEHTE NOTOJIHUTENBHO OMMCAHBI KOHBIOTAThI
IL-2, rne n cocraBnsier npubnusutensHo 1250. B naHHOM JOKyMEHTE AOMOJHHUTEIBHO OIUCAHBI
koHbtoratsl [L-2, rne n cocrasnser npubausurensHo 1363.

B npanHOM nokyMmeHTe onucanbl kKoHbrOratel IL-2, copmepxkaliue aMHUHOKUCIOTHYIO
nocienosarenbHOcTh oA SEQ ID NO: 4, npu 3ToM 110 MeHblLIel Mepe OUH aMUHOKUCIIOTHBIH
octatok B KoHbIOTaTe IL-2 3amenen crpykrypoit popmysnsl (VI) wmu (VII) unu cmecero (VI) u
(VID):

dopmyna (VI);
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rie
n mpeacraBisieT CcoOOW IeJI0€ YUCIO B AMANA30HE OT MNPUOMU3HTENbHO 2 10

npubnusutensHo 5000; u

X uMeer CTPyKTypy btnd

X-1 yka3bIBaeT TOUYKY MPUCOECTUHEHHS K TPEAbIAYLIEMY aMUHOKHUCIOTHOMY OCTaTKy; U

X+1 yka3bIBaeT TOUKY MPUCOCAUHEHUS K CIEAYIOIEMY aMHUHOKHCIOTHOMY OCTaTky. B
HEKOTOPBIX  BAapUAHTAaX OCYLIeCTBIEeHUs1 KoHbtoraT IL-2 mpexacraBisier coboil  ero
(apMareBTHYECKH MPUEMIIEMbIE COJIb, COJIbBAT FUIH THAPAT.

B naHHOM #OKyMeHTE AOMONHUTEIBHO OINUCaHbl KOHBIOTaThl IL-2, rae monoskeHue
ctpyktypbl  popmynbl (VD) wmu (VID) wmm cmecu (VI) m (VI) B aMHHOKUCIOTHOM
nocyienoBaTebHOCTH KoHbIoTaTa IL-2 BeIOpano uz Al, P2, T3, S4, S5, S6, T7, K8, K9, Q11,
L12, E15, H16, L18, L19, D20, Q22, M23, N26, G27, N29, N30, Y31, K32, K35, T37, M46,
P47, K48, A50, T51, ES2, L53, H55, Q57, E60, E67, N71, Q74, S75, K76, N77, F78, H79, R81,
P82, R83, D84, S87, N88, 189, V91, 192, L.94, E95, K97, G98, S99, E100, T101, T102, F103,
M104, C105, E106, Y107, A108, D109, D109 B Bapuante N&8R, E110, T111, A112, T113,
Ell6, N119, R120, T123, S125, Q126, S127, S130, T131, L132 u T133. B naHHOM AOKyMEHTe
JOTIONIHUTENBHO onucaHbl KoHbIOrathl IL-2, rne monokenue crpyktypbl ¢opmynsl (VI) wnu
(VII) umn cmecu (VI) u (VI) B aMHHOKMCIOTHOHW MOC/IENOBATEIbHOCTH KOHBIOTaTa IL-2
BeiOpano u3 K9, H16, L19, D20, M23, N26, N88, V91, 192, L94, E95, K97, G98, S99, E100,
D109 B BapuanTe N88R, N119, T123, S125, Q126, S127, S130 u T131. B nanHOM HOKyMeHTe
JOTIONTHUTEIBHO OMUcaHbl KOHBIOTaThl IL-2, rne monoskenue cTpyktypbl dopmynsl (VI) wium
(VII) umu cmecu (VI) u (VI) B aMHHOKHMCIOTHOM MOC/IENOBATEIbHOCTH KOHBIOTaTa IL-2
BbIOpano u3 K9, H16, L19, D20, M23, N26, N88, V91, E100, D109 B Bapuante N88R, N119,
T123, S125 u T131. B naHHOM OOKyMEHTE AOIOJHUTEIBHO OMHCaHbl KOHbIOTATHI IL-2, raoe
noyioskenue cTpykrypbl ¢popmyibl (VI) wmu (VII) wm ecmecu (VI) u (VII) B aMUHOKUCIIOTHOM
nocienoBatebHOCTH  KoHbroTaTa IL-2 mpencraBiser coboit K9. B nmanHOM pokymeHTe
JOTIOJIHUTEBHO ONMucaHbl KOHBIOTaThl IL-2, rne monoskenue ctpyktypbl ¢opmynsl (VI) wmum
(VII) umu cmecu (VI) u (VID) B aMHUHOKHCIOTHOH MOCIENOBATEIbHOCTH KOHBIOTaTa IL-2
npencrasisier coboit H16. B maHHOM HOKyMeHTe HOMOJHHUTEIHHO OMHUCAaHbl KOHBIOTATHI 1L-2,
rae mnonoxkernne CTpyktypel Qopmynsr (VD) wmm (VI) wma cmecu (V) u (VID B
aMHHOKHUCJIOTHOM TOCJIEen0BaTeNIbHOCTH KOoHbiorara 1L-2 mpencrasnsier codoii L19. B nanrom
JIOKYMEHTE JOIOJIHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHne CTpyKTypbl GOpMyJIbl
(VD v (VII) wmm emecu (V1) u (VII) B aMUHOKHCIIOTHOM MMOCIE0OBATEIbHOCTH KOHBIOTaTa IL-
2 nmpencrasisier codoit D20. B naHHOM NOKyMeHTe OMOJHUTEbHO OMUCAaHbI KOHBIOTaThI 1L-2,
rae nonoxkeHne CTpyktypel Qopmynsr (VD) wmm (VI) wmmm cmecu (V) u (VI B

AMHHOKHUCJIOTHOM IOCNeNoBaTeNbHOCTH KoHbloraTa IL-2 npeacrasiser coboit M23. B nanHom
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JIOKYMEHTE JOIOJIHUTENBHO OMUCaHbl KOHBIOTaThl IL-2, rae monoxkeHne CTpyKTypbl GOpMyJIbl
(VD wm (VII) umm emecu (V1) u (VII) B aMUHOKUCIIOTHOM MMOC/IE0OBATEIbHOCTH KOHBIOTaTa 1L -
2 npencrasisier codoit N26. B naHHOM JOKyMEHTE IOMOJHUTEIbHO OMUCAHbI KOHBIOraThl 1L-2,
rae nonoxkeHue Crpyktypel Qopmynsr (VI) wmm (VI) mmm cmecu (V) u (VI B
AMHMHOKHCJIOTHOM TMOCIenoBaTeIbHOCTH Koubtorata IL-2 mpeacrasnser coboit N88. B nannom
IOKYMEHTEe IOMOJHUTENBHO OMUCAHBbI KOHBbIOraThl IL-2, rne mojokeHHe CTPYKTYphl (HOpMyIIbI
(VD) wmu (VII) wnu emecu (VI) u (VII) B aMHMHOKHCIOTHO# MOCEN0BATEIbHOCTH KOHBIOTaTa IL-
2 npencrasjsieT codoit VO1. B naHHOM NOKYMeHTe JOMOJHUTEbHO OMMCAaHbl KOHBbOraThl 1L-2,
rae nonoxkerne CTpyktypel (opmynsr (VI) wmm (VI) wmm cmecu (VD) u (VID) B
AMHHOKHUCJIOTHOH MocienoBaTenbHOCTH KoHbtorata IL-2 npencrasnser coboit E100. B nanrnom
JIOKYMEHTE JOIOJIHUTENBHO OMHUCaHbl KOHBIOTATHI IL-2, Tae mojokeHue CTPYKTypbl GOpMyJIbl
(VD wnm (VII) unu emecu (V1) u (VII) B aMUHOKHUCIOTHOM MOCIE0BATEIbHOCTH KOHBIOTaTa IL-
2 npexcrasisier codboii D109 B BapuanTe N88R. B naHHOM TOKyMEHTE NOMOHUTEIHFHO OMICAHBI
KoHbIorathl [L-2, rne nonoxenue cTpyktypsl popmyiiel (VI) nmu (VII) unu ecmecu (VI) u (VII) B
AMHHOKHUCJIOTHOM mocienoBaTenbHoCTH KoHbtorata IL-2 npencrasisier coboit N119. B nanHOM
IOKYMEHTE AOIONHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, Tae monokeHue CTpyKTypbl GOpMyIIbl
(VD v (VII) umm emecu (V1) u (VII) B aMUHOKUCIOTHOH TOCIEIOBATEIbHOCTH KOHBIOTaTa IL-
2 npencrasisietr coboit T123. B naHHOM HOKyMEHTE HOMOJHUTENBHO OMUCAHBI KOHBIOTAThI 1L-2,
rae mnonoxkerne CTpyktypel Qopmynsr (VD) wmm (VI) wma cmecu (VD) u (VID B
AMHHOKHUCJIOTHOM IMOCenoBaTeIbHOCTH KoHbIoraTa 1L-2 npencrasusier coboii S125. B nanHOM
JIOKYMEHTE JOIONHUTENBHO OMUCaHbl KOHbIOraThl IL-2, rae monoxkeHue CTpyKTypbl GOpMyJIbl
(VD wm (VII) umm emecu (V1) u (VII) B aMUHOKHCIIOTHOM MOCIEN0BAaTeIbHOCTH KOHBIOTaTa IL-
2 npencrasisier coboii T131. B n1aHHOM TOKyMEHTE JOTOJHUTENBHO OMUCaHbl KOHbIOTaThI 1L-2,
Ie N COCTaBisieT OT mpubmusurensHo 75 mo mpubmmsurensHo 1000. B naHHOM mokymeHTe
JOMOJHUTENBHO OmMMcaHbl KOHBIOTAThl IL-2, rme n cocraBmsier or mpubmausurensHo 100 1o
npubnusutensHo 1000. B naHHOM NOKyMEHTE JOMOJHUTEIBHO OMUCAaHbl KOHBIOTaThl [L-2, rie n
coctaBysier oT npubausutensHo 200 nmo mnpubmmsurenasHo S5000. B maHHOM JOKyMeHTe
JOTIOJTHUTEIPHO OMHCaHbl KOHBIOraThl IL-2, rme n cocraiser oT mpubnusureapbHo S00 1o
npubnusuTensHo 1370. B naHHOM NOKYMEHTE JOMOJHUTEIBHO OMUCAaHbl KOHBIOTaThI IL-2, rie n
coctaBysier OoT mnpuOmusurensHo 400 no npudmmsurensHo 800. B maHHOM JTOKyMEHTe
JOTIOJTHUTEIPHO OMHCaHbl KOHBIOTaThl IL-2, rme n cocraisier oT mpubiusureapbHo 400 1o
npubnusuTensHo 1370. B naHHOM NOKYMEHTE JOMOJHUTEIBHO OMUCAaHbI KOHBIOTaThl IL-2, rie n
coctaBysier oT npudbmmsutensHo 400 no npubmmsurensro 1250, B maHHOM JOKyMeHTe
JOTIOJTHUTEIPHO OMHCaHbl KoHbIOTaThl IL-2, rme n cocraisier oT mpubiusureapbHo 600 1o
npubnusuTensHo 1370. B naHHOM NOKyMEHTE AOMOJHUTEIBHO OMUCAaHbl KOHBIOTaThI [L-2, rie n
coctaByisier OT npudbmmsurensHo 600 mo mnpubmmsurenvHo 1250, B nmaHHOM moKymeHTe
JOTIOJTHUTEIPHO OMHCaHbl KOHBIOraThl IL-2, rme n cocramisier OT mpuOIM3HTETBHO 675 1O
npubnusuTensHo 1250. B naHHOM NOKyMEHTE JOMOJHUTEIBHO OMUCAaHbl KOHBIOTaThl IL-2, rie n
coctaByisier OT npubnusutensHo 680 no mnpubmmsurensHo 1250. B maHHOM pokymeHTe

JOTOJTHUTEIPHO OmMHUCaHbl KoHbioraThl IL-2, rme n cocraBisier oT mpubiusurenbHo 680 1o
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npudmm3uTensHo 1140. B 1aHHOM HOKYMEHTE TOMOJHUTENBHO ONMUCAaHbl KOHBIOTaThl IL-2, TIe n
cocTasisieT npubnm3uTenbHo 450. B 1aHHOM AOKYMEHTE JOTIONHUTENBHO ONMUCAHBI KOHBIOTAThI
IL-2, roe n cocraBisier mpuONMU3UTENbHO 568. B 1aHHOM JOKYMEHTE OTOJIHUTENBHO OMUCAHBI
koHbtoratel IL-2, rme n cocraBiaser mnpuOnusuTenbHo 682, B maHHOM  TOKyMeHTe
JOMOJHUTENBHO ONMUCaHbl KOHBIOTaThl IL-2, rae n cocrasmsier npubansutensHo 795. B nanHOM
IOKYMEHTE AOMOJHUTEIBHO ONHCaHbl KOHbIoraThl [L-2, rae n cocrasiser npudamnzutensHo 909.
B naHHOM [OKyMeHTE [OMOJHUTENBHO onucanbl KoHbroratel IL-2, rme n cocrasiser
npubm3uTenbHo 1022, B 1aHHOM AOKYMEHTE TOMOJHUTENBHO OMUCaHbl KOHBIOTaThl IL-2, Tae n
cocTaBiisieT npuoan3uTenbHo 1136. B 1aHHOM JOKyMEHTe NOMOJHUTEIBHO OMHCAHBI KOHBIOTATHI
IL-2, rme n cocrasnsier npubnusutenbHo 1250. B naHHOM JOKyMEHTE JOMOJHUTEIBHO OMUCAHBI
koHbtorathl [L-2, rne n coctassier npudansurensao 1363.

B naHHOM nokymeHTe omnmcaHbl KOHbIOTaTel IL-2, copepikamue aMHUHOKUCIOTHYIO
nocnenoateabHOCTh oA SEQ ID NO: 4, mpu 5ToM 10 MeHbIeH Mepe OTUH aMUHOKHUCJIOTHBIH
octaTtok B KoHbrorate 1L-2 3ameneH ctpykrypoii popmyiel (VIID) wm (IX) nmm cmecero (VII) u
(IX):

dopmyma (VIID);

dopmyna (IX),
rac
N TpencTaBisieT COOOW ILeNoe YWUCIO B JAMANA30HEe OT MNPUOMM3UTENBHO 2 [0

npubnusuTensHo S000; u

X UMeeT CTPYKTYPY |

X-1 yka3bIBaeT TOUKY NPUCOEAVHEHUS K NPEABIAYIIEMY AMUHOKUCIOTHOMY OCTaTKy; U
X+1 ykaspiBaeT TOYKY NMPUCOEAUHEHUS K CIEAYIOLIEMY aMHUHOKHUCIOTHOMY OCTaTky. B

HEKOTOpBIX  BapUaHTax oOcyllecTBieHus KoHbtorar IL-2 npeacraBmsier coboii  ero
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dapManeBTUYECKH TPUEMJIEMbIE COJb, COJBBAT WJIM THUApPAT. B 1aHHOM JOKYMEHTe
JOTIONTHUTEIBHO OMHCaHbl KOHBIOTAThl IL-2, rne monoskenue crpykrypbl ¢opmynst (VII) wmu
(IX) mmm cmecu (VII) m (IX) B aMMHOKHCIOTHOM NOCIENOBATEIbHOCTH KOHBIOrara IL-2
BbiOpano u3 Al, P2, T3, S4, S5, S6, T7, K8, K9, Q11, L12, E15, H16, L18, L19, D20, Q22,
M23, N26, G27, N29, N30, Y31, K32, K35, T37, M46, P47, K48, A50, T51, ES2, L53, HSS,
Q57, E60, E67, N71, Q74, S75, K76, N77, F78, H79, R81, P82, R83, D84, S87, N88, 189, V91,
192, 194, E95, K97, G98, S99, E100, T101, T102, F103, M104, C105, E106, Y107, A108,
D109, D109 B Bapuante N88R, E110, T111, A112, T113, E116, N119, R120, T123, S125,
Q126, S127, S130, T131, L132 u TI133. B maHHOM NOKYMEHTE MAOIOJHHUTEIHHO OIHCAHBI
koHbrorathl IL-2, rae nonoxenue crpyktypbl popmyiel (VIII) wmm (IX) nnu emecu (VIID) u (IX)
B aMUHOKHCJIOTHOW MOCNenoBaTebHOCTH KoHbrorata IL-2 BeiOpano u3z K9, H16, L19, D20,
M23, N26, N88, V91, 192, L.94, E95, K97, G98, S99, E100, D109 B Bapuante N88R, N119,
T123, S125, Q126, S127, S130 u TI131. B maHHOM NOKYMEHTE NOTOJHHUTENIBHO OIMUCAHBI
KoHbIorathl IL-2, rae nonoxenue crpyktypbl popmyiiel (VIII) wmm (IX) nnu emecu (VII) u (IX)
B aMUHOKHCJIOTHOW mocienoBareqbHocTH KoHbtorata IL-2 BeiOpano u3z K9, H16, L19, D20,
M23, N26, N88, V91, E100, D109 B Bapuante N88R, N119, T123, S125 u T131. B nanHom
IOKYMEHTE JOIOIHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHne CTpyKTypbl GOpMyIIbl
(VII) mmu (IX) nmm evecu (VIID) u (IX) B aMHHOKHCIIOTHOH MOCIIEIOBATENIbHOCTH KOHBIOTATA
IL-2 mpencrasnsier codoii K9. B naHHOM MOKyMeHTE HOMOJIHUTEBHO ONMUCAaHbl KOHBIOTaThI IL-
2, roe nonoxenue cTpykTypel (opmynsr (VII) wmmu (IX) wmm cmecu (VII) u (IX) B
AMHHOKHUCJIOTHOM TocienoBaTenbHOCTH KoHbtorata IL-2 npencrasnser coboit H16. B nansom
JIOKYMEHTE JOIONHUTENBHO OMucaHbl KoHbIOraThl IL-2, rae monoxkeHue CTpyKTypbl GOpMyJIbl
(VII) nnu (IX) nmm emecu (VIID) u (IX) B aMUHOKUCIIOTHOH MOC/IEN0BATENIbHOCTH KOHBIOTATa
IL-2 npencrasnsier coboii L19. B naHHOM TOKYMEHTe TOMOJHUTENbHO OMUCaHbl KOHBIOTAThI IL-
2, toe nonoxenue cTpyktypel Gopmynsl (VIID) wmu (IX) wmm cvecu (VII) u (IX) B
AMHHOKHUCJIOTHOM TOCJIeA0BaTeIbHOCTH KOoHbtorata IL-2 mpencrasnser coboit D20. B nanHom
JIOKYMEHTE JOTOJHUTENIBHO OMUCaHbl KOHBIOTAThl IL-2, rae mojokeHue CTPyKTypbl GOpMyJIbl
(VII) wmu (IX) nnm emecu (VIID) u (IX) B aMUHOKUCIIOTHOH MOCIEAOBATEIbHOCTH KOHBIOTATA
IL-2 mpencraBnsier cobori M23. B naHHOM HOKYMEHTE NOMOJHHUTEIHHO OMUCAHBI KOHBEOTATHI
IL-2, roe monoxenue cTpykTypsl (opmyinbl (VII) wm (IX) wmum cvecu (VII) u (IX) B
AMHHOKHUCJIOTHOM TOCJIEA0BaTeNbHOCTH KOHBIorata IL-2 mpencrasiser coboit N26. B nanaHom
JIOKYMEHTE AOIOJIHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHue CTpyKTypbl GOpMyJIbl
(VII) mmu (IX) nmm evecu (VIID) u (IX) B aMHHOKUCIIOTHOH MOCIIENOBATEIbHOCTH KOHBIOTATA
IL-2 npencrasnsier codoiit N88. B naHHOM TOKyMEHTe TOTOTHUTENBHO OMUCAaHbl KOHBIOTaThI IL-
2, toe nonoxenue cTpykTypel (opmynsr (VII) wmmu (IX) wmm cmecu (VII) u (IX) B
AMHHOKHUCJIOTHOH TOCIenoBaTeNbHOCTH KOoHbIorata IL-2 mpencrasnser coboit VO1. B nanaom
JIOKYMEHTE IOTOJIHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, TIe mojokeHne CTPyKTypsl (GOpMYJIbI
(VII) nmu (IX) nmm emecu (VI u (IX) B aMHHOKHCIIOTHOH MOCIIENOBATENIbHOCTH KOHBIOTATA
IL-2 mpencrasisier coboit E100. B naHHOM MOKYMEHTE NOTOJHHUTENbHO OMHCAHBI KOHBIOTATHI

IL-2, roe mnonoxenue cTpykTypbl (opmyner (VII) mmm (IX) wnmm cvecu (VII) u (IX) B
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AMHHOKHUCJIOTHOH MOCenoBaTeNbHOCTH KoHbtorata IL-2 npeacrasisier codoit D109 B BapuanTe
N8SR. B naHHOM OOKyMEHTE NOIOJIHHUTENBHO OMUCAaHbl KOHBIOTaThl IL-2, rae mosjoskeHue
crpykrypbl  ¢opmynel (VII) wmmm (IX) wmm cmecu (VII) u (IX) B aMHHOKHCIOTHOMH
nocienosaTenbHOCTH KoHbiorara IL-2 mpencrasmser coboit N119. B nmanHOM noKymeHTe
JOTIONIHUTENIBHO ONMUCaHbl KOHBIOTaThl IL-2, rne nonoskenue crpykrypbl ¢opmysnst (VIII) wnun
(IX) wmu cmecu (VII) m (IX) B aMMHOKHCIOTHOH MOCJIE€IOBATENbHOCTH KOHBIOTaTa IL-2
npezacrasysier codor T123. B naHHOM JOKYMEHTE JOIMOJHUTEIbHO OMHUCAHbl KOHBIOraThl 1L-2,
rae nonokeHue CTpyktypsl opmynbl (VII) wmm (IX) wimm cmecu (VII) u (IX) B
AMHHOKHUCJIOTHOM MOCenoBaTeIbHOCTH KoHbIoraTa IL-2 npeacrasisier coboi S125. B nanHom
JOKYMEHTE JOTOJIHUTENIBHO OMHUCaHbl KOHBIOTAThl IL-2, Tae monokeHue CTpyKTypbl GOpMyJIbl
(VII) wmu (IX) nm emecu (VIID) u (IX) B aMHHOKUCIIOTHOH MOC/IENOBATEIbHOCTH KOHBIOTATA
IL-2 mpencrasisier coboit T131. B 1aHHOM MOKYMEHTE NOTOJHUTENbHO OMHCAHBI KOHBIOTATHI
IL-2, rme n cocraBisieT oT mpuOIu3uTeNbHO 75 1o npubmusutensHo 1000. B nanHOM nokymeHTe
JOTIOJTHUTEIPHO OMHCaHbl KOHBIOTaThl IL-2, rme n cocraisier oT mpubiusurenpbHo 100 mo
npubnusutensHo 1000. B naHHOM NOKyMEHTE HOMOJHUTEIBHO OMUCAaHbl KOHBIOTaThI IL-2, rie n
coctaBysier oT npudbmmsutensHo 200 mo npubmmsurensHo 5000. B nmaHHOM pokymeHTe
JOTIOJTHUTEIPHO OMHCaHbl KoHbIOTaThl IL-2, rme n cocraBisier oT mpubiusureapbHo S00 1o
npubnusutensHo 1370. B naHHOM NOKyMEHTE AOMOJHUTEIBHO OMUCAaHbl KOHBIOTaThl [L-2, rie n
coctayisier oT mnpubmusurensHo 400 po mnpubmmsurensHo 800. B nmaHHOM TOKyMEHTe
JOTIOTHUTEIPHO OmMHcaHbl KoHbioraThl IL-2, rme n cocraisier or mpubiusurenbHo 400 1o
npubnusutensHo 1370. B naHHOM NOKyMeHTEe AOMOJHUTEIBHO OMUCAaHbl KOHBIOTaThl IL-2, rne n
coctaByisier oT mnpubnusurensHo 400 mo npubmmsurensHo 1250. B nmaHHOM n1OKyMeHTe
JOTIONIHUTENIBHO OMHCaHbl KoHBIOTaThl 1L-2, roe n cocraBisier ot npubnusurtensHo 600 no
npubmausutensHo 1370. B naHHOM NOKyMEHTe JOMOJHUTENIBHO ONKMCaHbl KOHBIoTaThl [L-2, rne n
cocraBisier OT mnpuOmmsurensbHo 600 no mnpubnmsurensHo 1250. B maHHOM mOKyMeHTe
JOTIOJTHUTEIPHO OMMCaHbl KOHBIOraThl IL-2, rae n cocrapjiser OT MpUONU3UTETBHO 675 10
npubnusuTensHo 1250, B naHHOM JOKYMEHTE AOMOJHUTEIBHO OMUCAaHbl KOHBIOTaThl IL-2, rie n
cocTaByisieT OT npubnusutensHo 680 no mnpubmmsurensro 1250. B maHHOM JOKyMeHTe
JOTIOJTHUTEIPHO OMMCaHbl KOHBIOraThl IL-2, rme n cocraBiser oT npubnuzutensHo 680 1o
npubnusuTensHo 1140. B naHHOM NOKYMEHTE JOMOJHUTEIBHO OMUCAaHbI KOHBIOTaThI IL-2, rie n
cocTaBisieT mpuOm3uTenbHO 450. B 1aHHOM JOKYMEHTE NOMOJIHUTENbHO OMUCAHBI KOHBIOTATHI
IL-2, roe n cocraBisier MpUOTU3UTENBHO 568. B TaHHOM JTOKYMEHTE NOMOJHUTENbHO OMHCAHbI
KoHbtoratel IL-2, rme n cocraBiser mnpuONMM3UTENbHO 682, B nmaHHOM JTOKyMeHTe
JOTIOTHUTEIPHO OMUCaHbl KOHBIOTAThI IL-2, TIe n cocTasisier npudmmsuTensHo 795. B nanHom
TOKYMEHTE JIONOJHUTEIBHO OMUCaHbl KOHBIOTAThI IL-2, rne n cocrapnsier mpubausutensHo 909.
B nanHOM JAOKyMeHTe [AONOJHUTENBHO ONUCaHbl KOHBOraTel IL-2, rme n cocrasiser
npubnusutensHo 1022, B naHHOM NOKYMEHTE AOMOJHUTEIBHO OMUCAaHbl KOHBIOTaThI [L-2, rie n
cocTasisieT npuoOan3uTensHo 1136. B 1aHHOM AOKyMEHTE NOTOJIHUTENBHO OMICAHBI KOHBIOTAThI
IL-2, roe n cocraBnsier npuOmm3uTenbHo 1250, B 1aHHOM TOKyMEHTE TOMOJHUTEBHO OMUCAHBI

koHbtorathl [L-2, rne n cocrasnser npubansuTensHo 1363.
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B nanHOoM nokymeHTe onucaHel KOHbIOratel IL-2, copepxkamue aMUHOKUCIOTHYHO
nocnenoateabHOCTh oA SEQ ID NO: 4, mpu 5TOM 10 MeHbIleH Mepe OAUH aMUHOKHUCIIOTHBIN
ocratok B KoHbrorare IL-2 3ameneH ctpyktypoit popmynel (X) wmu (XI) umn cmecbro (X) u
(XD):

$opmyua (XI);

rae

N TpencraBisieT COOOH Ieoe YUCIO B JWAana3oHe OT MNPHONM3UTENbHO 2 70
npubnusutensHo 5000; u

BOJIHUCTBIMU JIMHUSIMU TTOKa3aHbl KOBAJIEHTHBIE CBS3M C aMUHOKHUCIOTHBIMU OCTaTKaMHU B
SEQ ID NO: 4, xkotopble He 3aMeHEHbl. B NaHHOM JOKYMEHTE IOMOJHUTEIbHO OIHMCAHBI
koHbrOTaThl IL-2, TIe monoxenue cTpyktypsl Gopmyist (X) nim (XI) mn cmecu (X) u (XI) B
AMUHOKHCJIOTHOH TMOC/enoBarebHOCTH kKoHbioraTa IL-2 BbiOpaHo u3 Al, P2, T3, S4, S5, S6,
T7, K8, K9, Q11, L12, E15, H16, L18, L19, D20, Q22, M23, N26, G27, N29, N30, Y31, K32,
K35, T37, M46, P47, K48, AS50, T51, E52, L53, H55, Q57, E60, E67, N71, Q74, S75, K76, N77,
F78, H79, R81, P82, R83, D84, S87, N88, 189, V91, 192, .94, E95, K97, G98, S99, E100, T101,
T102, F103, M104, C105, E106, Y107, A108, D109, D109 B Bapuante N88R, E110, T111,
Al112, T113, E116, N119, R120, T123, S125, Q126, S127, S130, T131, L132 u T133. B nanaom
JIOKYMEHTE JOIOJIHUTENIBHO OMHMCAHbl KOHBIOTATH IL-2, Tae monokeHue CTpyKTypbl GOpMyJIbl
(X) mmu (XI) mwm emecu (X) u (XI) B aMHHOKHCIOTHOH MOCIIENOBATENbHOCTH KOHbroraTta [L-2
BbIOpano u3 K9, H16, L19, D20, M23, N26, N88, V1, 192, L94, E95, K97, G98, S99, E100,
D109 B Bapuante N88R, N119, T123, S125, Q126, S127, S130 u T131. B nanHOM nOKyMEHTE
JOTIONIHUTEIBHO ONMucaHbl KOHbIoraThl IL-2, rie monoskenue crpykryps! popmyinel (X) mu (XI)
wi cMmecu (X) u (XI) B aMUHOKUCJIOTHON IMOCJIEAOBATEIbHOCTH KOHbIOraTta IL-2 BBIOpaHO M3
K9, H16, L19, D20, M23, N26, N88, V91, E100, D109 B Bapuante N88R, N119, T123, S125 u
T131. B maHHOM AOKYMEHTE MOMOJHUTEIBHO ONUCaHbl KOHbIOTaTel IL-2, roe mosoxeHue

ctpyktypbl  ¢opmynsl (X) wm (XI) wmmm cmecn (X) um (XI) B aMUHOKHUCIOTHOM



44

nocienosarenbHocTH KoHbtorata IL-2 mpeacrasmser coboit K9. B nanHOM pokymeHTe
JOTIONIHUTEIBHO Onucanbl KOHbIoraThl IL-2, rae nmonoskenue crpykrypsl popmyisl (X) mnu (XI)
win cMecH (X) u (XI) B aMHHOKHCIIOTHOHN MOC/ienoBaTenbHOCTH KOHbIorara [L-2 npencrasnser
coboit H16. B naHHOM HOKYMEHTE JOTOJHUTENbHO OMKCaHbl KOHBIOTaThl 1L-2, roe mojoxeHue
ctpyktypbl  ¢opmynsl (X) wm (XI) wmmm cmecn (X) um (XI) B aMUHOKHUCIOTHOM
nocyienoBaTeNbHOCTH KoHbroraTta IL-2 mpencrasmsier coboit L19. B nmaHHOM mokymeHTe
AOMOJHUTENIBHO ONMUCaHbl KOHBIOTATHI IL-2, roe nmonoxenne cTpykrypbl popmyds! (X) wmu (XI)
win cMecH (X) u (XI) B aMHHOKHCIOTHON TOCIENOBATeIbHOCTH KOHBbIoraTa IL-2 npencrasnsier
coboit D20. B naHHOM HOKYMEHTE JOTIOJHUTENIbHO OMKMCAaHbl KOHBIOTAaThl IL-2, roe mojokeHue
ctpyktypbl  Gopmynsl (X) wm (XI) wim cmecn (X) m (XI) B aMUHOKUCJIOTHOM
nocjenoBaTeibHOCTH KoHbtorata IL-2 mpencraBnsier cobGoii M23. B naHHOM nOKyMeHTe
JOTIOJIHUTEIBHO ONMUCcaHbl KOHBIOTaThl IL-2, rine monoxkenue crpykrypsl popmyist (X) mwum (XI)
wi cvecH (X) u (XI) B aMUHOKHCIIOTHON MOCHenoBaTeNbHOCTH KOHbIorata [L-2 npencrasisier
coboit N26. B naHHOM HOKYMEHTE JOTOJHUTENIbHO OMHMCAaHbl KOHBIOTAThI IL-2, TIe mojoxkeHue
crpykrypbl  dopmynel (X)) wm (XI) wm cmecu (X) m (XI) B aMHHOKHCIOTHOM
NoCJIenoBaTeNbHOCTH KoHbIorata IL-2 mpexacraBisier coboii N88. B naHHOM JOKyMeHTe
TOTIOJTHUTEIBHO ONMHcaHbl KOHbIOraThl IL-2, rae nmonoskenue crpykrypsl popmyiel (X) i (XI)
i cMecH (X) u (XI) B aMHHOKHCIIOTHON MOCHenoBaTenbHOCTH KOHbIorata [L-2 npencrasnsier
coboit V91. B naHHOM HOKYMEHTE JOTOJHUTENIbHO OMKCaHbl KOHBIOTaThl 1L-2, rne mojoxkeHue
crpykrypbl  ¢opmynbel (X)) wm (XI) wmmm cmecu (X) m (XI) B aMHHOKHCIOTHOMH
nocienoBaTenbHOCTH KoHblorata IL-2 mpencrasnsier coboit E100. B nmanHOM mokymeHTe
TOTIONIHUTEIBHO Oonucanbl KoHboraThl IL-2, rae nonoskenue crpykrypsl popmyinsl (X) mnu (XI)
wm cmect (X) u (XI) B aMMHOKUCIIOTHOM MOCen0BaTeNbHOCTH KOoHbIorara IL-2 mpencrasisier
coboit D109 B BapranTe N88R. B naHHOM TOKYMEHTE TOMOIHUTEIBHO OMUCAHbI KOHBIOTATHI [L-
2, rae nojoxenue CTpykTypbl popmyibl (X) wiu (XI) umn emecu (X) u (XI) B aMUHOKUCITIOTHOM
nocJenoBaTeNlbHOCTH KOHbiorata IL-2 mpencraBmser coboii N119. B naHHOM JOKyMeHTe
JOTIOJTHUTEIBHO OMUCaHbl KOHBIOraThl IL-2, rie nmonoxkenue crpykrypsl Gopmyist (X) wiu (XI)
win cMecH (X) u (XI) B aMUHOKHCIIOTHON MOC/eNoBaTebHOCTH KOHBIoraTa [L-2 mpencrassier
coboii T123. B naHHOM OKyMEHTE JOMOJHUTENIbHO OMUCAHbI KOHBIOTATHI [L.-2, rie mojokeHue
crpyktypbl  dopmynbel (X)) wm (XI) wm cmecu (X) m (XI) B aMHHOKHCIOTHOH
NOCJIeOBaTeNbHOCTH KOHBIoTaTa IL-2 mpencrasnser coboii S125. B nmaHHOM HOKyMeHTe
JOTIOJTHUTEBHO OMUCcaHbl KOHBIOTaThl IL-2, rine monoskenue crpykrypsl popmyisl (X) mwum (XI)
i cMecH (X) u (XI) B aMHHOKHCIIOTHON MOCNIEN0OBaTeNbHOCTH KOHBIoraTa IL-2 npencrasnsier
coboii TI131. B nmaHHOM IOKYMEHTE MOMOJHHUTENBHO OMHUCAaHbI KOHBIOTAThl IL-2, Tme n
cocTaBysieT OT mpuOmusurensHo 75 no npubmmsurtensHo 1000. B maHHOM JOKyMEHTe
JOTIOJTHUTEIPHO OmMHCaHbl KoHbIOraThl IL-2, rme n cocraisier oT mpubiusurenpbHo 100 mo
npudmmsuTensHo 1000. B 1aHHOM HOKYMEHTE TOMOJHUTENBHO OMUCaHbl KOHBIOTaThl IL-2, TIe n
coctaByisier oT mnpubnusurensHo 200 mo mnpudOmmsurensHo 5000. B nmaHHOM JOKyMeHTe
JOTIOJTHUTEIPHO OMHCaHbl KoHbioraThl IL-2, rme n cocraBisier or mpubiusurenpbHo 500 1o

npubnusutensHo 1370. B naHHOM NOKyMEHTE AOMONHUTEIBHO ONUCcaHbl KOHbIoraThl IL-2, rae n
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coctayisier or mnpubmusurensHo 400 po mnpubmmsurensHo 800. B nmaHHOM OKyMEHTe
JOTIOJTHUTEIPHO OmMHcaHbl KoHbioraThl IL-2, rme n cocraBisier ot mpubiusurensbHo 400 mo
npudm3uTensHo 1370. B 1aHHOM AOKyMEHTE AOMOJIHUTEIBHO OMHUCaHbl KOHbIOTAThI [L-2, TIe n
coctaByisier OoT mnpubnusutensHo 400 mo npubmmsurensHo 1250. B nmaHHOM n1OKyMeHTe
JOMOJHUTENIBHO ONMucaHbl KOHBIOTAThl IL-2, rhe n cocraBmsier oT mpubmausurensHo 600 1o
npubausutensHo 1370. B naHHOM NOKyMEHTe JOMOJHUTENIBHO ONMUCaHbl KOHbIoTaTh! IL-2, roe n
cocraBisier OT mnpuOmmsurensHo 600 no npuOnmsurensHo 1250. B nmaHHOM JOKyMeHTe
JOTIOJTHUTEIbHO OMMCaHbl KOHBIOraThl IL-2, rae n cocramjiser OT MpUONU3UTETBHO 675 10
npubm3uTeNnbHo 1250, B 1aHHOM AOKYMEHTE TOMOJHUTENBHO OMUCaHbl KOHBIOTaThl IL-2, rIe n
cocTaBysieT OT npubausutensHo 680 no mnpubmmsurensro 1250, B maHHOM JOKyMeHTe
JOTIOJTHUTEIPHO OMMCaHbl KOHBIOraThl IL-2, rme n cocramisier oT mpubiusureapbHo 680 10
npudmm3uTensHo 1140, B 1aHHOM AOKYMEHTE TOMOJHUTENBHO ONMUCaHbl KOHBIOTaThl IL-2, TIe n
cocTaBisieT mpuOIm3uTenbHO 450. B 1aHHOM JOKYMEHTE OMOJIHUTENbHO OMUCAHBI KOHBIOTATHI
IL-2, roe n cocraBusier MpuONMU3UTENBHO S68. B TaHHOM JOKYMEHTE NOMOJIHUTENBHO OMUCAHBI
KoHbtoratel IL-2, rme n cocraBiser mnpuONMM3UTENbHO 682, B nmaHHOM JTOKyMeHTe
JOTIOJTHUTEIPHO ONMUCaHbl KOHBIOTATHI IL-2, TIe n coctasiser npudmmsuTensHo 795. B nanHom
TOKYMEHTE JIONOJHUTEIBHO OMUCAaHbI KOHBIOTATHI IL-2, rne n coctasnsier mpudbmusutensHO 909.
B nanHOM JAOKyMeHTe [AONOJHUTENBHO ONUCaHbl KOHBrOraTel IL-2, rme n cocrasiser
npudmmsuTensHo 1022, B 1aHHOM AOKYMEHTE AOMOJIHUTENBHO OMUCaHbl KOHbIoraThl [L-2, Tae n
cocTaiisieT npuoan3uTensHo 1136. B 1aHHOM JOKyMEHTE NOTOJIHUTENBHO OMMCAHBI KOHBIOTAThI
IL-2, rne n cocraBnsier npubnusurensHo 1250. B naHHOM JOKyMEHTE HOMOJHUTEIBHO OMUCAHbI
koHbtoratsl [L-2, rne n cocrasnser npubiausurensHo 1363.

B npanHOM nokyMmeHTe onucanbl kKoHbrOratel IL-2, copmepxkaliue aMHUHOKUCIOTHYIO
nocienosarenbHOcTh oA SEQ ID NO: 4, npu 3ToM 110 MeHblLIel Mepe OUH aMUHOKUCIIOTHBIH
octatok B KoHbtorate IL-2 3amenen crpykrypoii popmyiier (XIT) umu (XIII) nnm cmecnro (XII) u
(XIII):

dopmyna (XII);

H

fﬁ /'WN .
s ‘ Y
S ¢

Q ?
: n

O



46

dopmyma (XIID);

rae

N TpencraBisieT COOOH IeNoe YUCIO B JWana3oHe OT MNPHOIM3UTENbHO 2 70
npubnusutensHo 5000; u

BOJIHUCTBIMHU JIMHUSIMU ITOKa3aHbl KOBAJIEHTHBIE CBSI3U C AMUHOKHUCIOTHBIMU OCTaTKaMHU B
SEQ ID NO: 4, kotopble He 3aMeHEHbl. B JaHHOM JOKYMEHTE MOMOJHUTENBHO OIMHCAHBI
koHbtoratel IL-2, rae monoxkeHue cTpykrypbl ¢popmyiibl (XII) wmu (XII) wnmu cmecu (XII) u
(XIII) B aMHUHOKHUCJIOTHOM TMOCIEN0BATENbHOCTH KOHBbIoTaTa IL-2 BhiOpano u3 Al, P2, T3, S4,
S5, 86, T7, K8, K9, Q11, L12, E15, H16, L18, L19, D20, Q22, M23, N26, G27, N29, N30, Y31,
K32, K35, T37, M46, P47, K48, A50, T51, ES2, L53, H55, Q57, E60, E67, N71, Q74, S75, K76,
N77, F78, H79, R81, P82, R83, D84, S87, N88, 189, V91, 192, L94, E95, K97, G98, S99, E100,
T101, T102, F103, M104, C105, E106, Y107, A108, D109, D109 B Bapuante N88R, E110,
T111, A112, T113, E116, N119, R120, T123, S125, Q126, S127, S130, T131, L132 u T133. B
JAHHOM JIOKYMEHTE JOMOJHHUTEIbHO ONMUCaHbl KOHBIOraThl IL-2, rae mojoeHue CTPYKTYpPbI
dbopmynbl (XII) wmu (XIT) wmu emecu (XII) u (XIII) B aMUHOKHCIIOTHON MOCIENOBATEIbHOCTH
konbtorara IL-2 BeiOpano u3 K9, H16, L19, D20, M23, N26, N88, V91, 192, 1L.94, E95, K97,
(98, S99, E100, D109 B BapmanTe N88R, N119, T123, S125, Q126, S127, S130 u T131. B
JAaHHOM JIOKYMEHTE JOMOJHHUTEIbHO ONMUCaHbl KOHBIOTaThl 1L-2, rae moJoXeHue CTPYKTYpPbI
dopmynbl (XII) wmn (XII) wmu ecmecu (XII) u (XIII) B aMHHOKHCIOTHOH MOCIENOBATEIbHOCTH
koubtorara [L-2 BeiOpano u3 K9, H16, L19, D20, M23, N26, N88, V91, E100, D109 B Bapuante
N88R, N119, T123, S125 u T131. B naHHOM HOKYMEHTE AOMOJHUTEIBHO OMUCAHBI KOHBIOTATHI
IL-2, roe monoxkenue ctpykrypbl ¢dopmynsl (XII) mmm (XIM) mmu cmecn (XII) u (XIII) B
AMMHOKHCJIOTHOW TOCJIEIOBAaTENbHOCTH KOHbtoTaTa IL-2 mpencrasmsier coboit K9. B mannom
IOKYMEHTEe AOMOJHUTENBHO OMUCaHbl KOHBbIOraThl IL-2, rae monoskeHne CTPYKTYphl (HOpPMyIIbI
(XII) mm (XI) wu cmecu (XII) u (XIII) B aMHHOKHMCIOTHOMN MOCEIOBATEIbHOCTH KOHBIOTATA
IL-2 npencrasinsier coboit H16. B naHHOM AOKyMEHTE AONOJHHUTENBHO OMUCAHbI KOHBIOTATHI IL-
2, rne nojoxenue CcTpykrypbl (opmynsr (XI) wmm (XI) wmm cmecn (XII) u (XIID) B
AMHHOKHUCJIOTHOHM TOCJIEA0BaTENIbHOCTH KOHbiorara IL-2 mpencrasnsier coboii L19. B nanaom
JIOKYMEHTE JOIOJHUTENIBHO OMHUCaHbl KOHBIOTAThl IL-2, TAe monokeHue CTpyKTypbl GOpMyJIbl
(XTII) nmm (XII) wmu cmecu (XII) u (XIII) B aMIHOKHUCIOTHOH MOCIEOBATEIbHOCTH KOHBIOTATa
IL-2 npencrasinsier codoit D20. B naHHOM HOKyMEHTE HONOJHHUTENBHO ONMHCAHbI KOHBIOTATHI IL-
2, rne nonoxenue cTpykrypbl (opmynel (XII) wmmu (XII) wmm cmecn (XI) u (XII) B
AMHHOKHUCJIOTHOM IMOCIIeIOBaTeNbHOCTH KOHBIoraTa 1L-2 mpexacrasuser coboir M23. B nanaHom
JIOKYMEHTE JOTIOJHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHue CTpyKTypbl GOpMyJIbl
(XTII) nmm (XII) mmu emecu (XII) u (XIII) B aMIHOKHMCIIOTHON MOCIIEIOBATENbHOCTH KOHBIOTATA
IL-2 npencrasinsier codoit N26. B naHHOM AOKyMEHTE HONOJHHUTENBHO ONMHCAHbI KOHBIOTATHI IL-
2, rne nonoxenue cTpykrypbl (opmynbl (XII) wmmu (XII) wmmm cmecn (XI) u (XIII) B
AMHHOKHUCJIOTHOM TOCenoBaTeNbHOCTH KoHbtorata IL-2 mpencrasnser coboit N88. B nanHoM
JIOKYMEHTE JOIOJNHUTENBHO OMUCaHbl KOHBIOraThl IL-2, rae monoxkeHue CTpyKTypbl GOpMyJIbl

(XTII) nmm (XII) mnu cmecu (XII) u (XIII) B aMHHOKHCIOTHOMN MOCIEN0BATEIbHOCTH KOHBIOTATA
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IL-2 npencrasnsier coboit VO1. B naHHOM AOKyMEHTE HONOJHUTENBHO ONMHCAaHbI KOHBIOTATHI IL-
2, rne nonoxenue cTpykrypbl (opmynel (XII) wmmu (XII) wnmm cmecu (XI) u (XII) B
aMHHOKHUCIJIOTHOM mocienoBaTenbHOCTH KoHbIorata IL-2 npencrasnser coboit E100. B nanHOM
JIOKYMEHTE JOIOJNHUTENBHO OMUCaHbl KOHbIOraThl IL-2, rae monoxkeHue CTpyKTypbl GOpMyJIbl
(XTII) nmm (XII) mnu cmecu (XII) u (XIII) B aMIHOKHUCIOTHOMN MOCIIEIOBATENBHOCTH KOHBIOTATa
IL-2 mpencrasisier cobori D109 B Bapmante N88R. B nmaHHOM NOKyMEHTE HONOJIHUTEIBHO
onucaHbl KOHbIOTaThl [L-2, rae monoxkeHue cTpykTypsl Gopmydst (XII) wim (XIII) wnmu cmecu
(XII) u (XIII) B aMUHOKHCIIOTHOW MOCHenoBaTeabHOCTH KOoHbtoraTa IL-2 mpencrasnsier coboi
N119. B naHHOM JOKYMEHTE AOIMOJHUTENBHO ONMCaHbl KOHbIOratel IL-2, rae mososkeHue
crpykrypbl popmynsl (XI) wmmu (XII) wim cmecn (XI) u (XIII) B aMHHOKHCIOTHOM
NOCJIeIOBaTeNIbHOCTH KOHBbtoraTa IL-2 mpencrasnsier coboii T123. B nmaHHOM JOKyMeHTe
JOTIOJIHUTEIPHO OMUCaHbl KOHBIOTAThl IL-2, rhe monoskeHue crpykTypsl dopmynsl (XII) wmm
(XIII) wmu cmecu (XII) u (XIII) B aMUHOKHCIIOTHON TMOCIENOBATEIbHOCTH KOHBIoTaTa [L-2
npexacrasisier codoit S125. B naHHOM IOKyMEHTE NOMOJHUTEIbHO OMUCAaHbl KOHBIOraThl I1L-2,
rae nojoxenue CTpykTypsl ¢opmynsl (XI) wmm (XII) wmm cvecn (XII) un (XII) B
AMHHOKHUCJIOTHOH MOCJenoBaTenbHOCTH KoHbIoraTa 1L-2 npencrasnser coboit T131. B nanaOoM
IOKYMEHTE JIOTIOJHUTENBHO OMHCAaHbl KOHBIOTATh! IL-2, rne n cocraBisier OT NMpUOIH3UTEIBHO
75 no npudmmsurensHo 1000. B naHHOM HOKyMEHTE HOTOJIHUTENBHO OMMUCAHbl KOHBOTaThI [L-2,
rae n cocrasisier oT npubmmsutensHo 100 no mpubnusurensHo 1000. B naHHOM 1OKyMeHTe
JOTIOTHUTEIPHO OmMHCaHbl KoHbIOraThl IL-2, rme n cocraBisier ot mpubiusurenbHo 200 1o
npudmmsuTensHo S000. B 1aHHOM AOKYMEHTE TOMOJHUTENBHO ONMUCaHbl KOHBIoraThl IL-2, e n
coctaByisier OT mnpubnusutensHo 500 no npubmmsurensHo 1370, B maHHOM nOKyMeHTe
JIOTIONIHUTENIBHO OMHCaHbl KOHbIOraThl IL-2, rae n cocrasisier ot npubnusurtensHo 400 no
npubmusutensHo 800. B 1aHHOM IOKyMEHTE TOMOIHUTENbHO ONHMCaHbl KOHbIoraTel IL-2, rae n
cocraBisier OT mnpuOmmsutensHo 400 no npubnmsurensHo 1370, B nmaHHOM HOKyMeHTe
JOTIOJTHUTEIPHO OMMCaHbl KOHBIOraThl IL-2, rme n cocrapiser oT npubnusureabHo 400 10
npubm3uTeNnbHo 1250, B 1aHHOM AOKYMEHTE HOMOJHUTENBHO ONMUCaHbl KOHBIOraThl IL-2, rae n
coctaBysier OT npubausutensHo 600 no npubmmsurensHo 1370. B npaHHOM AOKyMeHTe
JOTIOJTHUTEIPHO OMUCaHbl KOHBIOraThl IL-2, rme n cocramiser oT mpubiusureapbHo 600 10
npubm3uTeNnbHo 1250, B 1aHHOM AOKYMEHTE TOMOJHUTENBHO ONMUCaHbl KOHBIOTaThl IL-2, Tae n
COCTaBJIIET OT NpudOaM3uTeNnsHO 675 nmo mnpudmmsurensHo 1250, B maHHOM JOKyMeHTe
JOTIOJTHUTEIPHO OMHCaHbl KOHBIOTaThl IL-2, rme n cocramisier oT mpubiusureapbHo 680 1o
npudm3uTensHo 1250, B 1aHHOM AOKYMEHTE TOMOJHUTENBHO OMUCaHbl KOHBIOTaThl IL-2, TIe n
coctaBysier OT mnpudbmusutensHo 680 mo mnpudOmmsurensro 1140. B nmaHHOM JOKyMeEHTe
JOTIOTHUTEIPHO OMUCaHbl KOHBIOTATHI IL-2, TIe n coctasiser npudmmutensHo 450. B nanHom
TOKYMEHTE JIONOJHUTEIBHO OMUCAaHbI KOHBIOTATHI IL-2, rie n cocTaBnsieT mpubIM3uTeNnsHO S68.
B nanHOM JAOKyMeHTE [AONOJHUTENBHO OnUCaHbl KOHBOraTel IL-2, rme n cocrasiser
npuOIM3uTeNbHO 682. B maHHOM TOKyMEHTE JOMOJHUTEIbHO OMUCaHbl KOHBIOTaThI [L-2, re n
COCTaBJISIET MPUOIM3UTENBHO 795. B 1aHHOM AOKYMEHTE MOTOJHUTENBbHO OMUCAHBI KOHBIOTATHI

IL-2, rae n cocrasnsier nmpudausuTenbHo 909. B naHHOM TOKYMEHTE AOTOJIHUTEIBHO OMUCAHBI
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koHbtoratel IL-2, thme n cocraBmsger mnpuOmusurensHo 1022, B naHHOM JTOKyMeHTe
JOTIOTHUTEIPHO OMKCaHbl KOHBIOTAThI [L-2, roe n cocrasisier nmpudmmsutensHo 1136. B nannom
JIOKYMEHTE JOTOJHUTENBHO OMHUCaHbl KOHBIOraThl IL-2, rme n cocraBiseT NpUOIH3UTEIBHO
1250. B maHHOM AOKYMEHTE IOIOJIHUTEIBHO ONUCaHbl KOHBIOraThl IL-2, rae n cocrasiser
npubauzutensHo 1363,

B nanHOM nokyMmeHTe onucanbl kKoHbrOraTtel IL-2, comepxkaliyue aMHHOKUCIOTHYIO
nocnenoBatebHOCTE o SEQ ID NO: 3 wnu SEQ ID NO: 4, npu 3TOM 110 MeHbLIeH Mepe OUH
AMUHOKHCJIOTHBIN OCTaTOK B KOHbtorate IL-2 3ameHeH cTpykTypoi ¢opmyiibl (XIV) umu (XV)
wim cmeckio (XIV) u (XV):

dopmyna (XIV),

bopmyna (XV),

rae

m npeacTaBisieT coboi uesoe uucio ot 0 xo 20;

p mpexacraBiisieT cobol uesoe uucio ot 0 xo 20;

N TpencTaBisieT COOOW ILeNioe YUCJIO B JWama3oHe OT MNPHONIM3HTENBHO 2 10
npubmmsutensHo S000; u

BOJIHUCTBIMHU JIMHUSIMU TTOKA3aHbI KOBAJIEHTHBIE CBSI3H C AMUHOKHUCIIOTHBIMU OCTaTKAMHU B
SEQ ID NO: 3 umu SEQ ID NO: 4, xoTopble HE 3aMEHEHBbL. 371eCb U IO BCEMY JTaHHOMY
IOKYMEHTY BapuaHThl ocymecTtieHus: ¢opmyisl (XIV) w/mmm (XV) Takke OXBATBIBAIOT HX
dapManieBTHYECKH TIpUEMJIEMbIE COJIb, COJbBAT WJIM THAPAT. B HEKOTOPBIX BapuaHTaX
OCYIIECTBIIEHHsI B JaHHOM JIOKYMEHTe€ OmucaHbl KoHbroratel 1L-2, conmepskamue
aMUHOKHCJIOTHYIO nocienosarenbHocTs o SEQ ID NO: 3, npu sTom 1o MeHbluel Mepe OiuH
AMHHOKHUCIJIOTHBIM OCTaTOK B KOHBIOTaTe IL-2 3ameHeH crpykrypoit ¢popmyasl (XIV) mmm (XV)
wm cMmecbio (XIV) u (XV), rme m, p, n ¥ 3HAYeHHe BOJHHUCTON JIMHUM OMNHCAHBI BbIe. B
HEKOTOPBIX BApUAHTAX OCYIIECTBJICHHS B JAaHHOM JOKYMEHTE OIHCaHbl KOHBIOratol IL-2,
coleprKalife aMUHOKUCIOTHYIO0 mnochenoBarenbHocTh nog SEQ ID NO: 4, mpu stom 1o

MEHbLIEH Mepe OJWH aMMHOKHUCJIOTHBIM OCTaTOK B KOHBbIOTare IL-2 3aMEHEH CTPYKTypoHn
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dopmynbl (XIV) wmm (XV) mwn cmecero (XIV) u (XV), roe m, p, n 1 3Ha4€HHUE BOJIHUCTOU
JIMHWUHU OTIMCAHBI BBIIIE.

B HexoTOpBIX BapuaHTaxX OCYLIECTBIEHHS CTEPEOXHMHUSI XUPAJIHHOIO LIEHTPa B opMmyJie
(XIV) u dopmyne (XV) mpenycmarpuBaeT paleMUYECKyI0 CMeCh, MPEAyCMaTPUBAET CMECh,
oboramennyto (R), mpenycmarpusaer cMmech, oboramieHHy0 (S), IMpeaycMaTpuBaeT MO CyTH
tonbko (R), mpexmycmarpuBaer mo cytu Tojdbko (S), mpenycmartpuBaer Toibko (R) wmim
npenycMarpuBaer TOJNBKO (S). B HEKoTOpBIX BapuaHTaX OCYINECTBJICHUS CTEPEOXHMUS
xupanpHOro neHtpa B dopmyie (XIV) u dopmyne (XV) npenycMaTpuBaeT paneMUYECKYIO
cMechb. B HEKOTOpPBIX BapuaHTaX OCYLIECTBIIEHHS CTEPEOXHMHUS XUPATBHOIO LIEHTpPa B (opmyie
(XIV) u dopmyie (XV) npenycmarpuBaeT cMech, oborameHHyo (R). B HEKOTOpbIX BapHaHTaX
OCYIIECTBIIEHHsI CTEPEOXUMHs XUpajibHOro neHtpa B Qopmyne (XIV) u dopmyne (XV)
npeaycMaTpuBaeT cMmech, oborameHHy (S). B HEKOTOphIX BapwaHTaX OCYLIECTBJICHUS
CTepeoXnMHUsl XHpasbHOro HeHtpa B (popmyne (XIV) u dpopmyne (XV) mpenycMaTpuBaeT 1o
cytH ToJbKO (R). B HEKOTOPBIX BapHaHTaxX OCYINECTBJIEHUS] CTEPEOXHMHUS XUPAIbHOTO IIEHTPA B
dopmyne (XIV) u dopmyne (XV) mpenycmarpuBaer mo cytu Toibko (S). B HekoTopbIx
BapHUAHTaX OCYLIECTBIEHHs] CTEPEOXUMUsI XupajbHOro neHrpa B ¢opmyne (XIV) u dpopmyne
(XV) mpenycmarpuBaer Tosibko (R). B HEKOTOpPBIX BapuaHTax OCYIIECTBJICHUS CTEPEOXHMUSI
XupasipHOTO LeHTpa B hopmyiie (XIV) u popmyine (XV) mpenycmarpuBaeT TOIbKO (S).

B HexoTOpBIX BapHaHTax OCYINECTBJICHUS B JAHHOM JOKYMEHTE OMHCaH KOHbiorat 1L-2,
B KOTOpOM m B coeanHeHusx dopmy (XIV) u (XV) cocrasisier ot 0 go 20, wium ot 1 1o 18, nim
or 1 go 16, umu ot 1 go 14, unu ot 1 no 12, unu ot 1 g0 10, unm ot 1 10 9, wnu ot 1 o 8§, wim
or lmo7, umor 1 no 6, umn or 1 no 5, umu or 1 7o 4, wm or 1 go 3, wnm or 1 1o 2. B
HEKOTOpBIX BapHUaHTAaX OCYLIECTBJIEHHMs B HAHHOM JOKYMEHTe omucaH koHbtorar IL-2, B
KoTopoM m B coexuHeHusix ¢opmyn (XIV) u (XV) cocraimsier 1. B HEKOTOpbIX BapuaHTax
OCYILLIECTBJIEHHs] B IaHHOM JIOKYMEHTe onucaH KoHbloraT IL-2, B KOTOpOM m B COEIMHEHUSIX
bopmyn (XIV) u (XV) cocraBisier 2. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHHS B JaHHOM
IOKyMeHTe omucaH Koubiorat IL-2, B koTopoM m B coemuHeHusx ¢opmyn (XIV) u (XV)
coctaByisieT 3. B HEKOTOpPBIX BapHaHTaX OCYIUECTBICHHUS B JaHHOM JOKYMEHTE OIHCaH
koubtorar IL-2, B xotropom m B coenunenusix (opmyn (XIV) u (XV) cocraBiaser 4. B
HEKOTOPBIX BapHUAHTAaX OCYIIECTBJIEHHs B HAHHOM JOKYMEHTe omucaH koHbiorat IL-2, B
kotopoM m B coenuHeHusx ¢opmyn (XIV) u (XV) cocrapnsier 5. B HeKOTOphIX BapHaHTaxX
OCYILECTBJIEHUs] B TaHHOM JOKYMEHTe OmnucaH KoHbtorar IL-2, B KOTOpOM m B COEIMHEHUSX
dopmyn (XIV) u (XV) cocraBisier 6. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHUS B JAHHOM
IOKyMeHTe omucaH KoHbiorat IL-2, B kotopoM m B coemuHeHmsx ¢opmyn (XIV) u (XV)
coctaByisieT 7. B HEKOTOpPBIX BapuMaHTaX OCYIIECTBICHHS B JaHHOM JOKYMEHTE OIHCaH
koHbtorar IL-2, B koropoM m B coeamHeHusix ¢opmya (XIV) u (XV) cocraBmser 8. B
HEKOTOPBIX BapHUAHTAaX OCYIIECTBJIEHHWs B MAHHOM JOKYMEHTe omucaH koHbiorat IL-2, B
KoTOpoM m B coenuHeHusx (gopmyn (XIV) u (XV) cocraBisier 9. B HekoTOpBIX BapuaHTax
OCYIIECTBJIEHHs] B IaHHOM JOKYMEHTe onucaH KoHbloraT IL-2, B KOTOpOM m B COEIMHEHHSX

dopmyn (XIV) u (XV) cocrasisier 10. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS B JAHHOM
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IOKyMeHTe omucaH KoHbiorat IL-2, B kotopoM m B coemuHeHmsx ¢opmyn (XIV) u (XV)
coctaByisier 11. B HEKOTOpBIX BapuaHTax OCYIIECTBJIEHHs B IaHHOM JOKYMEHTE OIHCaH
koHbtorat IL-2, B xoropom m B coenuHeHusx ¢opmyn (XIV) u (XV) cocrasnser 12. B
HEKOTOpBIX BapUAHTAaX OCYLIECTBJIEHHs B MAHHOM JOKYMEHTe omucaH koHbiorat IL-2, B
KOoTOpoM m B coeauHeHusix gopmyn (XIV) u (XV) cocrasiser 13. B HeKOTOpBIX BapHaHTax
OCYILIECTBJIEHHs] B IaHHOM JIOKYMEHTe onucaH KoHbloraT IL-2, B KOTOpOM m B COEIMHEHMSIX
dopmyn (XIV) u (XV) cocraBisier 14. B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS B JAHHOM
IOKyMeHTe omucaH Koubtorat IL-2, B koTopoM m B coemauHeHusx ¢opmyn (XIV) u (XV)
coctaBysieT 15. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHUS B JAHHOM JOKYMEHTE OINHUCaH
koHbtorat IL-2, B xoropoMm m B coenuHeHusx ¢opmya (XIV) u (XV) cocrasnser 16. B
HEKOTOPBIX BapUAHTAaX OCYIIECTBJIEHHWs B HAHHOM JOKYMEHTe OmucaH koHbrorat IL-2, B
KOTOpoM m B coeauHeHusix ¢opmyn (XIV) u (XV) cocranser 17. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHS] B TAHHOM JIOKYMEHTE OMucaH KOHbBIOTaT IL-2, B KOTOPOM M B COEIMHEHHSX
dopmyn (XIV) u (XV) cocraBnsier 18. B HeKOTOpBIX BapHaHTaX OCYIIECTBJCHHS B JaHHOM
nOoKyMeHTe omucaH KoHbiorat IL-2, B kotopoM m B coemuHeHmsx ¢opmyn (XIV) u (XV)
coctaBysieT 19. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHUS B JAHHOM JOKYMEHTE ONHUCaH
koubtorat IL-2, B koTopom m B coenuHeHusx Gopmy (XIV) u (XV) cocrapmnsier 20.

B HekoTOpBIX BapHaHTax OCYINECTBJICHHUS B TAHHOM JOKYMEHTE OnmucaH KoHbrorat IL-2,
B KOTOPOM p B coenunenusix ¢opmya (XIV) u (XV) cocrapnsier ot 1 o 20, wiu ot 1 go 18, wim
or 1 go 16, umu ot 1 no 14, unu ot 1 no 12, unu ot 1 g0 10, unu ot 1 10 9, wnu ot 1 o 8§, wim
orl no 7, umuor 1 7o 6, umu ot 1 o S, unmu ot 1 g0 4, unu or 1 go 3, wnu or 1 no 2. B
HEKOTOpBIX BapUAHTAaX OCYLIECTBJIEHHs B MAHHOM JOKYMEHTe omucaH koHbtorat IL-2, B
KoTopoM p B coenuHeHusix ¢popmyn (XIV) u (XV) cocraBnsier 1. B HeKoTOpbIX BapuaHTax
OCYILIECTBJIEHHs] B JAHHOM JOKYMEHTe omnucaH koHbiorat IL-2, B KOTOpOM p B COETUHEHMSIX
dopmya (XIV) u (XV) cocrasisier 2. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHUS B IaHHOM
noKyMeHTe omnucaH koHbtorar IL-2, B kotopoM p B coemuHeHusx ¢opmyn (XIV) u (XV)
coctaByisieT 3. B HEKOTOpPBIX BapuaHTaX OCYIIECTBICHHS B JaHHOM JOKYMEHTE OIHCaH
koubtorar IL-2, B koropoMm p B coemnuHenusx ¢opmyn (XIV) u (XV) cocrasnser 4. B
HEKOTOPBIX BapUAHTAaX OCYLIECTBJICHHWs B HAHHOM JOKYMEHTe oOmucaH koHbiorat IL-2, B
KoTopoM p B coenuHeHusix ¢opmyn (XIV) u (XV) cocraBnsier 5. B HEKOTOpBIX BapuUaHTax
OCYIIECTBIIEHHS] B JAHHOM JOKYMEHTE OMHCaH KOHBIOraT IL-2, B KOTOpPOM p B COEIUHEHHSIX
dopmyn (XIV) u (XV) cocraisier 6. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHUS B JAHHOM
nokyMeHTe omucaH kKoHbrorar IL-2, B kotopoM p B coemuHeHmsx ¢opmyn (XIV) u (XV)
coctaByisieT 7. B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHUS B JAHHOM JOKYMEHTE OIHCaH
koubtorar IL-2, B koropom p B coemmHenusx ¢opmyn (XIV) u (XV) cocraenser 8. B
HEKOTOPBIX BapUAHTAaX OCYIIECTBJIEHHs B HAHHOM JOKYMEHTe omucaH koHbiorat IL-2, B
KoTopoM p B coenuHeHusix ¢popmyn (XIV) u (XV) cocraBnsier 9. B HEeKOTOpBIX BapHaHTaxX
OCYIIECTBIIEHHS] B JAHHOM JOKYMEHTE OmucaH KoHbrorar IL-2, B KOTOpPOM p B COETUHEHHSX
dopmyn (XIV) u (XV) cocrasisier 10. B HEeKOTOpBIX BapwaHTaX OCYIIECTBJICHHS B JAHHOM

OOKyMeHTe ommcaH koHbtorar IL-2, B xoropoM p B coemuHeHusix Qopmyn (XIV) u (XV)
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cocrapisieT 11. B HEKOTOpBIX BapHaHTax OCYINECTBJICHHS B JAHHOM JOKYMEHTE OIHCaH
koHbtorat IL-2, B koropom p B coeamHeHusix Qopmyn (XIV) u (XV) cocrasnser 12. B
HEKOTOPBIX BapUAHTAaX OCYLIECTBJIEHHs B HAHHOM JOKYMEHTe omucaH koHbiorat IL-2; B
koTopoM p B coeguHeHmsx ¢opmyn (XIV) u (XV) cocrasnsier 13. B HEKOTOpBIX BapHaHTax
OCYILIECTBJIEHHS] B JAHHOM JOKYMEHTe omucaH KoHbiorar IL-2, B KOTOpOM p B COETUHEHMSIX
dopmyn (XIV) u (XV) cocraBisier 14. B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS B JaHHOM
nOKyMeHTe omucaH KoHbtorar IL-2, B xoropoM p B coemumHeHusix ¢opmyn (XIV) u (XV)
cocraBisieT 15. B HEKOTOpPBIX BapHaHTax OCYIIECTBJICHHS B JAHHOM JOKYMEHTE OIHCaH
koHbtorat IL-2, B xotropomM m B coenuHeHusx ¢opmya (XIV) u (XV) cocrasnser 16. B
HEKOTOPBIX BapHUAHTAaX OCYLIECTBJICHHWs B HAHHOM JOKYMEHTe omucaH KoHbtorat IL-2, B
KoTopoM p B coenuHeHusix ¢opmyn (XIV) u (XV) cocrasnser 17. B HEKOTOPBIX BapuUaHTax
OCYIIECTBJIEHHs] B JAHHOM JOKYMEHTE OmHucaH KOHBIOraT IL-2, B KOTOpPOM p B COEIUHEHHSIX
dopmyn (XIV) u (XV) cocransier 18. B HEeKOTOpBIX BapHaHTaX OCYINECTBJIECHHUS B JaHHOM
NOKyMeHTe ommcaH koHbroraT IL-2, B xotopoM p B coemuHeHusix ¢opmyn (XIV) u (XV)
cocraBisieT 19. B HEKOTOPBIX BapHaHTax OCYINECTBJICHHS B JAHHOM JOKYMEHTE OIHCaH
koHbtorat IL-2, B koTropoMm p B coenuaenusix Gopmya (XIV) u (XV) cocramuser 20.

B HeKkoTOpBIX BapHaHTax OCYIIECTBJICHHUS B TAHHOM JIOKYMEHTE OmnucaH KoHbroraT IL-2,
B KOoTOpoM n B coeamHeHusix (opmyn (XIV) u (XV) HaxomuTcs B AMANa3oHE OT
npubnu3uTensHO S 1o npubamsurensHo 4600, win ot npubnusuTenpsHo 10 10 MPUOTU3UTENBHO
4000, nimu ot npudmsurensHo 20 o nmpudmusurensHo 3000, wnu ot npubnusutensHo 100 no
npubnusutensHo 3000, umm ot mpubmusurensHo 100 mo mpubmusurensHo 2900, wmu oT
npubnusutensHo 150 go mpuOmmsurensHo 2900, wnm  or npubOmmsurensHo 125 1o
npubmuzutensHo 2900, mnmu ot npuGmusurenbHo 100 no nmpubmusurensro 2500, wmm ot
npubmmsutensHo 100 no  npubmmsurensHo 2000, wimm ot nmpubmmsurensHo 100 mo
npubmmsutensHo 1900, mnu ot npubmusurensHo 100 no mpubnmsurensHo 1850, wmm ot
npubnusutensHo 100 no  mpubnmsurensho 1750, wimum  or npubmmsurensro 100 1o
npubmusutensHo 1650, wmn ot nmpubmusurensHo 100 no mpubmusurensHo 1500, wimm ot
npubnusutensHo 100 no  mpubmmsurensho 1400, wim ot npubmmsurensro 100 no
npubnusutensHo 1300, wimm ot nmpubmusurenbHo 100 mo mpubmusurensHo 1250, wimm oT
npubnusutensHo 100 no mpubmmsurensHo 1150, wim  or mnpubmusurensHo 100 1o
npubnusutensHo 1100, wmm or nmpubmusurensHo 100 mo mpubmusurensHo 1000, wmm oT
npubnusutensHo 100 go mpubmusurtensHo 900, wmm ot  mpuOnusurensHo 100 no

2

npubnusutensHo 750, wnmm ot mpubmmsurtensHo 100 mo mpuOmmsurensHo 700, wim OT
npubnusutensHo 100 go mpubmusurensHo 600, wmm  or npuOmusurensHo 100 no

npubnusutensHo 575, wnmm ot mpubmusurensHo 100 mo mpubmmsurensHo 500, wiam OT

npubnusutensHo 100 go mpubmusurensHo 450, wmm or  npuOmusurensHo 100 no
npuOIU3NTENBHO 10 npubau3uTensbHo 350, mn ot npubnusutensHo 100 1o npuOIM3HTETHHO
275, nmm ot npudmmsurenbHo 100 o mpubnusurensHo 230, wnu ot npudmmsurensHo 150 1o
npubnusutensHo 475, wnu ot npubmusurensHo 150 nmo mpubOmmsurensHo 340, wiaM OT

npubnusutensHo 113 go  npubmusurensHo 340, wnm  or  npubmmsurensHo 450 mo
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npubnusutensHo 800, wimm ot mpubmusurensHo 454 nmo mpubOmmsurensHO 796, WM OT
npubnusutensHo 454 o mpubmusurensHo 682, wumm or  mpuOmusurensHo 340 1o
npubnusutensHo 795, wnmmu ot npubmusurensHo 341 no mpuOmmsurensHO 682, WM OT
npubnusutensHo 568 o  mpubmusurensHo 909, wumm or  nmpuOnusurensHo 227 1o
npubmmsutensHo 1500, wnu ot npubmusurenbHo 225 no mpubnmsurensHo 2280, wim OT
npubmmsutensHo 460 o npubmmsurenvHo 2160, wimm ot npubmmsurensHo 460 1o
npubnusutensHo 2050, wiam ot mpubmusutenbHo 341 no mpubnusurensHo 1820, wim oT
npubnusutensHo 341 o npubmmsurensho 1710, wim ot npubmmsurensHo 341 no
npubnusutensHo 1250, wmm ot mpubnusurenbHo 225 no mpubnusurenbHo 1250, wim oT
npubnusutensHo 341 o npubmmsurensHo 1250, wim ot npubnmsurensHo 341 no
npubnusutensHo 1136, wimm or npubmusurenbHo 341 nmo mpubmusurensHo 1023, wimm oT
npubnusutensHo 341 ngo  mpubmusurtensHo 910, wimm  or  mpuOnusurensHo 341 1o
npubnusutensHo 796, wnmm ot mpubmusurensHo 341 no mpubOmmsurensHO 682, WM OT
npubnusutensHo 341 pgo mpubOnmsurensHO 568, wim ot mpubmmsurensHo 114 mo
npubnusutensHo 1000, unu ot npubOmmsurensHo 114 no mpubmmsurensHo 950, wnm oT
npubnusutensHo 114 ngo  mpubmusurensHo 910, wmm  or  npuOmusurensHo 114 no
npubnusutensHo 800, wim ot mpubmusurtensHo 114 mo mpuOmmsurensHo 690, wim oOT

npubnusuTensHo 114 no mpubnusurensHo 575.

B HekoTOphIX BapuaHTax OCYIIECTBJICHUs KOHblorara IL-2, omucaHHOro B AaHHOM
IOKyMeHTe, B coennHeHmsIx Gopmya (XIV) u (XV) m npencrasnsier co0oii 1enoe yucio ot 1 1o
6, p mpexncraeisier coOoi Henoe yucio or 1 mo 6, U n mpencraBisieT COOOH Lenoe YHCIO,
BbIOpaHHOe u3 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796,
908, 909, 910, 1021, 1022, 1023, 1135, 1136, u 1137. B HEKOTOPBIX BapUAHTAX OCYLIECTBJICHUS
KoHbIOTaTa IL-2, OMMCaHHOrO B TAHHOM AOKYMeHTe, B coenuHeHusx dopmya (XIV) u (XV) m
npeAcTaBysieT co0O0M LeIoe Yucio ot 2 1o 6, p npeacTasisier coOo 1eoe Y1cio oT 2 10 6, U n
IpeaCcTaBIsieT COO0M 1eioe Yucio, BeiOpanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568,
569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136 u 1137. B
HEKOTOPBIX BapUAHTaX OCYLIECTBJICHUs KOHBIOTaTa IL-2, OMUCAHHOTO B TaHHOM JOKYMEHTE, B
coequnenusx Gopmyn (XIV) u (XV) m mnpencraBiser coOoi mejnoe 4ucio ot 2 1o 4, p
npeacTaBsieT coOOH Leoe YUCso OT 2 A0 4, U n MpeacTassieT coOOM LeIoe YHCIIO, BRIOPAHHOE
u3 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910,
1021, 1022, 1023, 1135, 1136, u 1137. B HEKOTOpPBIX BapHaHTaX OCYLUECTBIeHUsI KOHbrOorata IL-
2, ONMCAaHHOTO B IAaHHOM JOKyMeHTe, B coequHeHusx Gopmyi (XIV) u (XV) m cocrasnsier 1, p
COCTaBJISIET 2, U N MPEACTABIISIET COOOM Heyioe Yncio, BeiopanHoe u3 113, 114, 227, 228, 340,
341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135,
1136, n 1137. B HeKOTOpbIX BapuaHTax OCylleCTBIeHUs KoHborata IL-2, onucaHHOro B JaHHOM
nokymeHTe, B coemuHeHusix ¢opmyn (XIV) u (XV) m cocraBiser 2, p COCTaBjiseT 2, H n
npeacTaBisieT co0oi 1enoe uucio, BeibpanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568,
569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, u 1137. B

HEKOTOPBIX BapUaHTaX OCYLICCTBJICHHUA KOHBIOraTa H.r2, ONMMCAHHOI'O B JaHHOM OOKYMCHTEC, B
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coenuHeHusx Gopmyn (XIV) u (XV) m cocrapisieT 3, p COCTaBISIET 2, U N MPEACTABISIET COOOM
1enoe yucio, BeiopanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682,
794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, u 1137. B HEeKOTOpPBIX BapHUaHTaxX
ocylecTBIeHHs] KOHbrorara IL-2, onmucaHHOro B aHHOM JOKYMEHTE, B COEIUHEHMUAX (HOpMyJ
(XIV) m (XV) m cocrasisier 4, p COCTaBisieT 2, M N TPENCTABIsIET COOOH Leyoe HHUCIIo,
BbIOpanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796,
908, 909, 910, 1021, 1022, 1023, 1135, 1136, u 1137. B HEKOTOpBIX BapUAHTAX OCYIIECTBICHUS
KoHbIorata IL-2, OMUCaHHOTO B AaHHOM JOKyMeHTe, B coequHeHusix Gopmya (XIV) u (XV) m
COCTaBJISIET 5, P COCTABIISIET 2, M N MPEACTaBJIsIET COOO0M Lieoe Yucio, BeiOpanHoe u3 113, 114,
227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022,
1023, 1135, 1136, u 1137. B HekOoTOpBIX BapuaHTax OCYIIECTBIeHUs] KoHbtorara IL-2,
OMHCAHHOTO B JAHHOM JOKyMeHTe, B coeanHeHusx (popmyn (XIV) u (XV) m cocrasmser 6, p
COCTaBJISIET 2, U N MPEACTABISIET COOOM Leioe 4ucio, BeiOpanHoe u3 113, 114, 227, 228, 340,
341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135,
1136 n 1137. B HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHUsI KOHBbIOraTa IL-2, onucanHoOro B JaHHOM
nokymeHTe, B coemuHeHusix ¢dopmyn (XIV) u (XV) m cocraBnsier 7, p COCTaBisieT 2, U n
npeacTaBisieT co0oi 1enoe uuco, BeidpanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568,
569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, u 1137. B
HEKOTOPBIX BapHaHTaX OCYILIECTBIEHUs KOHbIoraTa IL-2, omncaHHOro B JaHHOM JOKYMEHTE, B
coequHeHmsix Gopmyn (XIV) u (XV) m cocraBinsietT 8, p cOCTaBisIeT 2, U N MPEACTaBISIET COOOU
1enoe yucio, BeiopanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682,
794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, u 1137. B HEeKOTOpBIX BapHaHTax
ocylecTBIeHHs] KoHbrorara IL-2, onmucaHHOro B JaHHOM JIOKYMEHTE, B COEIUHEHUAX (OpMyII
(XIV) u (XV) m cocraBnsier 9, p coctaBisieT 2, U N MPEencTaBiseT coOOi Leoe YHCIo,
BbIOpanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796,
908, 909, 910, 1021, 1022, 1023, 1135, 1136, u 1137. B HEKOTOPBIX BapUaHTAaX OCYLIECTBJICHUS
KoHbIorata IL-2, OMUCaHHOTO B AaHHOM JOKyMeHTe, B coequHeHusx Gopmyra (XIV) u (XV) m
cocraBjisieT 10, p cocTaBisieT 2, U n MpeAcTaBisieT coOOM Lieioe Yuciio, BeiopanHoe u3 113, 114,
227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022,
1023, 1135, 1136, u 1137. B HekOoTOpBIX BapuaHTax OCYyIIECTBIeHMUs] KoHbtorara IL-2,
OINHCAHHOTO B JAHHOM JOKYMEHTe, B coennHeHusx dopmy (XIV) u (XV) m cocramser 11, p
COCTaBJISIET 2, U N MPEACTABIISIET COOOM 1eyioe 4ncio, BeiopanHoe u3 113, 114, 227, 228, 340,
341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135,
1136, n 1137. B HEKOTOPBIX BapUaHTaxX OCYLIECTBJICHHs KOHbIOraTa [L-2, ONucaHHOro B JaHHOM
noKyMmeHTe, B coenuHeHusix dopmyn (XIV) u (XV) m cocrasisier 12, p coctaBisier 2, U n
NpeacTaBisieT co0oi 1enoe uucio, BeidpanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568,
569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, u 1137. B
HEKOTOPBIX BapHaHTax OCYIIECTBJIEHUS B AaHHOM JOKYMEHTe omnucaH KoHbioorat IL-2, B

kotopoMm B coenmHeHmusx (opmyn (XIV) u (XV) m cocraBnsier 2, p cocraBisieT 2, U n
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npeacTaBisieT co0oM 1enoe Yucio, BeiopanHoe u3 680, 681, 682, 794, 795, 796, 908, 909, 910,
1021, 1022, 1023, 1135, 1136 u 1137.

B HexoTOpBIX BapuaHTax OCYLIECTBJICHUs B JAHHOM JIOKYMEHTE onucaH KoHbrorat IL-2,
B KOTOpoM n B coenuHeHusx ¢opmyn (XIV) u (XV) mnpencrasnser coOoi 1enoe 4ucio,
BbIOpanHOe U3 2, 5, 10, 11, 22, 23, 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681,
682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, 1137, 1249, 1250, 1251, 1362,
1363, 1364, 1476, 1477, 1478, 1589, 1590, 1591, 1703, 1704, 1705, 1817, 1818, 1819, 1930,
1931, 1932, 2044, 2045, 2046, 2158, 2159, 2160, 2271, 2272, 2273, 2839, 2840, 2841, 2953,
2954, 2955, 3408, 3409, 3410, 3976, 3977, 3978, 4544, 4545, n 4546.

B HexkoTOpBIX BapMaHTax OCylIeCTBJIeHHUs KoHblorara IL-2, omucaHHOro B JaHHOM
nokymeHnre, eciau koHbroraT IL-2 comgepsxutr SEQ ID NO: 3, monoxkeHne CTPYKTYpbl GOPMYJIbI
(XIV) u (XV) wmm cmecu popmyn (XIV) u (XV) B aMMHOKHCIOTHOH IMOCIIENOBATEIbHOCTH
konbtorara IL-2 BeiOpano u3 P1, T2, S3, S4, S5, T6, K7, K8, Q10, L11, E14, H15, L17, L18,
D19, Q21, M22, N25, G26, N28, N29, Y30, K31, K34, T36, M45, P46, K47, A49, T50, ES1,
L52, K53, H54, Q56, ES9, E66, N70, Q73, S74, K75, N76, F77, H78, R80, P81, R82, D83, S86,
N87, 188, V90, 191, L93, E94, K96, G97, S98, E99, T100, T101, F102, M103, C104, E105,
Y106, A107, D108, D108 B Bapuante N87R, E109, T110, A111, T112, E115, N118, R119,
T122, F123, S124, QI125, S126, S129, T130, L131 u TI32. B naHHOM [AOKyMEHTe
JOTIONIHUTENIBHO OMHCaHbl KOHBIOTATHI IL-2, The monoxkeHune cTpykTypel Gopmynsl (XIV) wmu
(XV) wm cvecu (XIV) u (XV) B aMHHOKUCJIOTHOH IMOC/IEIOBATENIbHOCTH KOHBIOTaTa IL-2
BbiOpano u3 K8, HI15, L18, D19, M22, N25, N87, V9O, I91, L93, E%4, K96, G97, S98, E99,
D108 B Bapuante N87R, N118, T122, S124, Q125, S126, S129 u T130. B nanHOM HOKyMEHTE
JOTIONIHUTENBHO OMMCaHbl KOHBIOTaThl [L-2, re nmonoxkenue cTpykrypel Gopmynsl (XIV) wnn
(XV) wmn cvecu (XIV) u (XV) B aMHHOKHCIOTHOW TMOC/IEIOBATENIbHOCTH KOHbIoTaTa IL-2
BeiOpano u3 K8, H1S, L18, D19, M22, N25, N87, V90, E99, D108 B Bapuante N87R, N118,
T122, S124 u T130. B nanHOM NOKyMEHTE AOIMOJHUTEIBbHO OnmucaHbl KOHBIOTaThl IL-2, rme
nojioxkeHue CTpykrypbl  opmynbl  (XIV) wmmm (XV) wmwm cmecu (XIV) u (XV) B
AMHHOKHUCJIOTHOH TMocienoBaTeapbHOCTH KoHbtorata IL-2 mpencrasmisier coboit K8. B mannom
JTOKYMEHTE JOTOJHUTEIBHO OMHUCaHbl KOHBIOTAThl IL-2, TAe MOJoKEeHHe CTPYKTYpPbI (POPMYJIBI
(XIV) umm (XV) umm emecu (XIV) u (XV) B aMMHOKHCIIOTHOH MOCTIENOBATEIbHOCTH KOHBIOTATA
IL-2 npencrasnsier codoit H15. B naHHOM TOKyMEHTe TOTOJHUTEIFHO OMUCAHbI KOHBIOTATHI IL-
2

AMHHOKHUCIJIOTHOH TOCJIEAO0BaTeNIbHOCTH KOHBrorara IL-2 mpencrasnsier coboii L18. B nanaom

, rae mojoxenue cTpyktypel ¢opmynsl (XIV) wm (XV) mmm cmecun (XIV) u (XV) B
IOKYMEHTE AOIOJNHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHue CTpyKTypbl GOpMyJIbl
(XIV) umm (XV) umn emecu (XIV) u (XV) B aMMHOKHCIIOTHOH MOCTIENOBATEIbHOCTH KOHBIOTATA
IL-2 npencrasnsier codoit D19. B naHHOM HOKyMEHTe TOTIOJHUTENBHO OMUCAHbI KOHBIOTATHI IL-

2

AMHHOKHUCJIOTHOM IOCIIeIOBaTeNbHOCTH KOHBbIoraTa IL-2 mpeacrasiser coboit M22. B nanHoM

2

rae mnoyiockeHue CTPyKTypbl (opmynbl (XIV) mmn (XV) mwm cmecu (XIV) u (XV) B

JOKYMEHTE JOTOJHHUTEIbHO OMUCaHbl KOHBIOTAThI IL-2, rae mososkeHne CTpyKTypbl (HOpMYIIbI

(XIV) unmn (XV) unu emecu (XIV) u (XV) B aMMHOKHCIIOTHOM MOCIEN0BATEIbHOCTH KOHBIOTATA
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IL-2 npencrasnsier coboit N25. B naHHOM AOKYMEHTE JONOJHHUTENBHO ONMHCAaHbI KOHBIOTaTHI IL-
2, rne monoxenue CTpykTypsl Gopmynsl (XIV) mwmn (XV) mmm cvecn (XIV) u (XV) B
AMHHOKHUCJIOTHOM TocienoBaTenbHOCTH KoHbrorata IL-2 mpencrasnser coboit N87. B nanHoMm
JIOKYMEHTE JOIOJNHUTENBHO OMUCaHbl KOHbIOraThl IL-2, rae monoxkeHue CTpyKTypbl GOpMyJIbl
(XIV) unn (XV) unu cmecu (XIV) u (XV) B aMHUHOKHCIIOTHOM ITOCIEI0BATENbHOCTH KOHBIOTATa
IL-2 npencrasisier coboit VOO. B naHHOM TOKyMEHTE TOTIOJHUTENBHO OMUCAHbI KOHBIOTAaThI [L-
2, roe nonoxkenue CTpykTypbl Gopmynsl (XIV) wmm (XV) umu cvecu (XIV) u (XV) B
AMHHOKHUCJIOTHOHM TOCJIEeA0BaTeIbHOCTH KOHbiorara IL-2 mpencrasnsier cobori E99. B nannom
JOKYMEHTE JOIOJNHUTENBHO OMUCaHbl KOHBIOTAThl [L-2, rae mojokeHue CTPyKTypbl GOpMyJIbl
(XIV) unmu (XV) umn emecu (XIV) u (XV) B aMMHOKHCIIOTHOH MOCTIENOBATEIbHOCTH KOHBIOTATA
IL-2 mpencraBnsier coboiri D108 B Bapumante N87R. B maHHOM JOKYMEHTE IOIMOJHUTEIBHO
onucaHbl KOHBIOTaThI IL-2, rne nojoxenue cTpykrypbl Gopmyiisl (XIV) mu (XV) unu cmecu
(XIV) u (XV) B aMUHOKHCIIOTHOH TOCJIEAOBATENIbHOCTH KOHBIOTaTa IL-2 mpencrasnsier coboit
N118. B naHHOM JOOKyMEHTE AONOJHUTENBHO ONMCaHbl KOHBHOraTel IL-2, roe monoxxeHue
cTpyktypbl Gopmynsl (XIV) wmm (XV) wmn cmecu (XIV) u (XV) B aMHHOKUCJIOTHOM
nocJenoBaTeNbHOCTH KoHbtorata 1L-2 mpencrasnsier coboit T122. B nmaHHOM AOKyMeHTe
TOTIONTHUTENPHO OMHCaHbl KOHBIOTATHI IL-2, The monoxkeHne cTpykTypel Gopmyinsl (XIV) wmu
(XV) wm cvecu (XIV) u (XV) B aMUHOKUCJIOTHOH MOCIENOBATEIbHOCTH KOHBIOTaTa IL-2
npexacrasisier codoit S124. B naHHOM NOKyMEHTE AOMOJHUTEIBHO ONMUCAaHbl KOHBIOraThl 1L-2,
rae mnosnokeHue Ccrpyktypel dopmynel (XIV) mmm (XV) mmm cmecu (XIV) u (XV) B
AMHHOKHUCIJIOTHOM ToclefoBaTenbHOCTH KoHbtorata IL-2 mpencrasnsier coboit T130. B
HEKOTOPBIX BapHAHTaxX OCYIIECTBJIEHUS B JaHHOM JOKYMEHTe omnucaH KoHbioorat IL-2, B
KOTOPOM COOTHOLIEHHE KOJu4decTBa CTPYKTypbl Gopmynbl (XIV) m komndecTBa CTPYKTYpPBI
dopmyabr  (XV), comepxkamuxcs B oOmeM KkonudecTBe KoHbtorara IL-2, cocraBnsier
npubau3uTensHo 1:1. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS B JAHHOM JOKYMEHTE OIHCaH
koHbtorar IL-2, B KOTOPOM COOTHOLICHHWE KOJHYECTBa CTPYKTYpbl Gopmyisl (XIV) wu
KOJIMYECTBA CTPYKTYphI popmyiel (XV), comepskaiuxcs B 00eM KoindecTse koHnbrorata 1L-2,
coctaByisieT Oonee yem 1:1. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJICHUS B JAHHOM JTOKYMEHTE
ornucaH KoHbIOraT IL-2, B KOTOPOM COOTHOIIEHHUE KOJINYeCTBA CTPYKTYphl popmyiner (XIV) u
KOJIMYECTBa CTPYKTYphI popmyiiel (XV), comepskauxcs B o0eM KoindecTse konbrorata 1L-2,
cocTaBisieT MeHee yeMm 1:1.

B HekoTOphIX BapuaHTax ocyuiecTBieHus kKoHbrorata IL-2, omucaHHOro B AaHHOM
nokymenrte, eciau koHbroraT IL-2 cogepsxutr SEQ ID NO: 4, nonoxkeHne CTPyKTYpsl GOPMYJIbI
(XIV) u (XV) mwmm cmecu popmyn (XIV) u (XV) B aMHUHOKHCIOTHOH IMOCIIENOBATEIbHOCTH
koubtorara IL-2 BeiOpano uz Al, P2, T3, S4, S5, S6, T7, K8, K9, Q11, L12, E15, H16, L18,
L19, D20, Q22, M23, N26, G27, N29, N30, Y31, K32, K35, T37, M46, P47, K48, A50, T51,
E52, 153, H55, Q57, E60, E67, N71, Q74, S75, K76, N77, F78, H79, R81, P82, R83, D84, S87,
N88, 189, V91, 192, L94, E95, K97, G98, S99, E100, T101, T102, F103, M104, C105, E106,
Y107, A108, D109, D109 B Bapuante N8R, E110, T111, A112, T113, E116, N119, R120,
T123, S125, Q126, S127, S130, T131, L132 u T133. B naHHOM JOKYMEHTE JOMOJHUTEIbHO
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onucanbl KOHBIOTaThl [L-2, rne nonoxenue cTpykrypbl Gpopmynsl (XIV) wm (XV) mwiu cmecu
(XIV) u (XV) B aMHHOKHUCJIOTHOU mocienoBaresibHocTH KoHbtorara I[L-2 BeiOpano u3 K9, H16,
L19, D20, M23, N26, N88, V91, 192, L94, E95, K97, G98, S99, E100, D109 B Bapuante N88R,
N119, T123, S125, Q126, S127, S130 u T131. B naHHOM JOKYMEHTE JOMOJHUTEIBHO OMUCAHBI
koHbtorathl IL-2, rae nonoxenue cTpykTypbl dopmyasl (XIV) mnu (XV) nmu cvecu (XIV) u
(XV) B aMMHOKHUCJIOTHOH MOCHenoBaTeabHOCTH KoHbtoraTa IL-2 BeiOpano w3 K9, H16, L19,
D20, M23, N26, N88, V91, E100, D109 B Bapumante N88R, N119, T123, S125 u TI131. B
JAHHOM JIOKYMEHTE JOMOJHHUTEJIbHO OMUCaHbl KOHBIOraThl IL-2, rae mojoXeHue CTPYKTYpPbI
dbopmynbl (XIV) wim (XV) wnu cvecu (XIV) u (XV) B aMUHOKUCIIOTHOM TMOC/IEIOBATEIbHOCTH
konbtorara IL-2 mpencraBiser coboii K9, B maHHOM JOKYMEHTE IOTMOJHUTENBHO OIMUCAHBI
koHbtorathl IL-2, roe nmonoxenue cTpykTypbl dopmyisl (XIV) wim (XV) nmm cvecu (XIV) u
(XV) B aMMHOKHUCJIOTHOH TOCJIEAOBATENIbHOCTH KOHBIOraTa IL-2 mpencrasmsier codoii H16. B
JAHHOM JIOKYMEHTE JOMOJHHUTEIbHO ONMUCaHbl KOHBIOraThl IL-2, rae mojoeHue CTPYKTYpPbI
dbopmynsl (XIV) wim (XV) wiu cmecu (XIV) u (XV) B aMHUHOKUCIIOTHOM TOCTIEIOBATEIbHOCTH
koHbtorara IL-2 mpencrasisier coboit L19. B naHHOM HOKYMEHTE MOMOJIHHUTENBHO OIHCAHBI
KoHbtorathl IL-2, roe nmonoxenue cTpykTypsl dopmysl (XIV) mwmn (XV) nmm cvecn (XIV) u
(XV) B aMMHOKHUCIIOTHOH TOCJIENOBaTENbHOCTH KOHBIoTaTa 1L-2 mpencrasnsier codoii D20. B
JAaHHOM JIOKYMEHTE JOMOJHHUTEIbHO ONMUCaHbl KOHbIOraTthl IL-2, rae mojoeHue CTPYKTYpPbI
dbopmynbl (XIV) wim (XV) wim cvecu (XIV) u (XV) B aMUHOKUCIIOTHON TOCJIEIOBATEIbHOCTH
koHbtorara IL-2 mpencraBnsier coboit M23. B naHHOM JOKYMEHTE IOTOJHUTEIBHO ONHCAHBI
koHbtorathl IL-2, roe nmonoxenue cTpykTypbl dopmydsl (XIV) mnu (XV) nmm cvecu (XIV) u
(XV) B aMMHOKHUCIIOTHOH MOCienoBaTeNbHOCTH KoHborata IL-2 mpencrasnser codoii N26. B
JAHHOM JIOKYMEHTE JONOJHHUTEIbHO ONucaHbl KOHbIOrathl IL-2, rae mojoxeHue CTPYKTYpPbI
dopmyabl (XIV) unn (XV) umu cvecu (XIV) u (XV) B aMHUHOKHCIIOTHON MOCNIEN0BATEIbHOCTH
koHbtorata IL-2 mpencrasnser coboii N88. B nmaHHOM JOKyMEHTE IOMOJHHUTEIBHO OINHCAHBI
koHbtoratsl IL-2, roe nonoxenue cTpykTypsbl Gopmysst (XIV) wmm (XV) umu cmecu (XIV) u
(XV) B aMMHOKHUCJIOTHOH TOCJIEA0BATENIbHOCTH KOHBIoraTa IL-2 mpencrasnsier codoir VO1. B
JAHHOM JIOKYMEHTE JOMOJHHUTEIbHO ONMUCaHbl KOHBIOTaThl IL-2, rae mojoXeHue CTPYKTYpPbI
dbopmynbl (XIV) wim (XV) wnu cmecu (XIV) u (XV) B aMUHOKUCIIOTHOW MOCJIEIOBATEIbHOCTH
koHbtorara IL-2 mpencrasmisier codoit E100. B naHHOM HOKyMEHTE IOMOJIHUTENBHO OMHCAHBI
KoHbtorathl IL-2, roe nmonoxenue cTpykTypbl dopmydsl (XIV) mwmm (XV) nmm cvecu (XIV) u
(XV) B aMHUHOKHUCJIOTHOW TOCJeNoBaTeIbHOCTH KOHBIoTata IL-2 mpexncrasnser coboii D109 B
Bapuante N88R. B naHHOM AOKYMEHTE AOMOJHUTENBHO OMUCaHbl KOHBIOTaThl IL-2, roe
nojoxxeHne CTpykrypbl ¢opmynsl (XIV) wmmm (XV) mm cmecu (XIV) u (XV) B
aMHHOKHUCJIOTHOM mocienoBaTenbHoCcTH KoHbtorata IL-2 mpencrasisier coboit N119. B nanaOM
TOKYMEHTE JOIONHUTENBHO OMHUCaHbl KOHBIOTATHI IL-2, rae monokeHne CTpyKTypbl GOpMyJIbl
(XIV) umm (XV) unmn emecu (XIV) u (XV) B aMMHOKHCIIOTHOM MOCIEN0OBATEIBHOCTH KOHBIOTATA
IL-2 npencrasnsier codoit T123. B 1aHHOM NOKYMEHTE AONOJHHUTEIBHO OMUCAHBI KOHBIOTATHI
IL-2, roe monoskeHue cTpykrypsl Gopmynsl (XIV) nmm (XV) wmu cmecu (XIV) u (XV) B

AMHHOKHUCJIOTHOM IocienoBaTeIbHOCTH KoHblorata 1L-2 npeacrasisier coboii S125. B nanHOM
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JIOKYMEHTE JOIOJIHUTENBHO OMUCaHbl KOHBIOTaThl IL-2, rae monoxkeHne CTpyKTypbl GOpMyJIbl
(XIV) umm (XV) nmn emecu (XIV) u (XV) B aMHMHOKHCIIOTHOM MOCENOBATEIbHOCTH KOHBIOTATa
IL-2 npencrasinsier coboit T131. B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHUS B JAaHHOM JOKYMEHTE
onucad KoHbiorat IL-2, B KOTOpOM COOTHOIIEHHE KOJINYeCTBa CTPYKTYpsl popmyinel (XIV) u
KOJIMYECTBa CTPYKTYphI popmyiel (XV), comepkauiuxcs B o0meM KonndecTse koubtorara 1L-2,
cocraBsier mnpuOmusurenbHo 1:1. B HEKOTOpBIX BapHaHTaX OCYLIECTBJIECHHS B IaHHOM
JIOKYMEHTE ONHUCaH KOHBIOTaT IL-2, B KOTOPOM COOTHOIIEHHE KOJINYECTBA CTPYKTYPBI (OPMYJIBI
(XIV) u xomuyectBa CTpyKTypbl (opmynbr (XV), comepamuxcs B OOLIEM KOJHYECTBE
koHbtorara IL-2, cocraBnsier Oonee uyem 1:1. B HEKOTOpBIX BapHaHTax OCYINECTBJICHUS B
JAHHOM JOKYMEHTe omucaH koHbioraT IL-2, B KOTOPOM COOTHOIIEHHE KOJIMYECTBA CTPYKTYPHI
dopmynsr (XIV) u xommuectBa CTPYKTYpbl Gopmyiasl (XV), comepkammxcss B oOumem
konmdecTBe kKoHbroraTa IL-2, cocTaBmsier meHnee yem 1:1.

B HekoTOpbIX BapHaHTax OCYLIECTBJICHUs B JAHHOM JOKYMEHTE OINUCAHbl KOHBIOTATHI
IL-2, conepskaimne aMUHOKHCIOTHYIO MnocneaosarenpbHocTs o SEQ ID NO: 3, npu stom mno
MEHbIIEH Mepe OJUH AaMHMHOKHUCJIOTHBIM OCTAaTOK B KOHBbIOTare IL-2 3aMeHEH CTPYKTypoHn
dbopmysl (XIV) wu (XV) wiu cmeceio (XIV) u (XV), rae aMMHOKUCIOTHBIH ocTatok B SEQ ID
NO: 3, koropsrlii 3ameneH, BeiOpan uz K8, H15, L18, D19, M22, N25, N87, V90, E99, D108 B
BapuanTte N87R, N118, T122, S124 u T130, u rme n npeacrasisier codoit ueioe uuciao ot 100
no npudmmsurensHo 1150, umu ot mpubnusurensHo 100 no mpubmusurensHo 1100, nmm ot
npubnusutensHo 100 go  mpuOmmsurensho 1000, wnm  or npubmmsurensro 100 no

npubnusutensHo 900, wnmu ot mpubmusurensHo 100 mo npubmmsurensHo 750, WiIM OT

npubnusutensHo 100 go mpubmusurensHo 700, wmm ot  mpubmmsurensHo 100 mo
npubmmzutensHo 600, wnu ot mpubmusurensHo 100 po mpubmusurensHo 575, wim oT
npubmmsutensHo 100 no  mpubmusurensro 500, wmm ot  npubmmsurensHo 100 mo
npubausutensHo 450, nnu ot npubnusurensHo 100 1o NpUOIM3UTENBPHO A0 MPUOIU3UTEIBHO
350, umu ot mpubmusutensHo 100 no npubmmsurensro 275, unu ot npudnusurensuo 100 no
npubnusutensHo 230, wim ot npubmusurensHo 150 nmo mpubmmsurensHo 475, WM OT
npubnusutensHo 150 no npubmusurensHo 340, wiam ot mpuOnusurensHo 113 no

npubnusutensHo 340, wim ot npuOmusurensHo 450 nmo npubmmsurensro 800, wim OT

2

npubnusutensHo 454 o npubmusurtensHo 796, wam ot npuOnusuTensHO 454 1o

npubnusutensHo 682, wimm ot mpubmusurensHo 340 nmo mpubOmmsurensHO 795, WM OT

npubnusutensHo 341 ngo mpuOnusutenbHo 682, wam ot mpubnusuTensHO 568 1o
npubnusutensHo 909, wim ot mpubmusutensHo 227 o npubnmsurensHo 1500, wnm oT
npubnusutensHo 225 no npubmmsurensHo 2280, wim ot npuOmmsurensHo 460 1o
npubnusutensHo 2160, umm ot npubmusurensHo 460 mo mpubmusurensHo 2050, wim OT
npubmmsutensHo 341 ngo mpubOmmsurensHo 1820, wmm  or nmpubmmsurensHo 341 1o
npubnusutensHo 1710, wmm or nmpubmusurensHo 341 nmo mpuOmusurensHo 1250, wmm oT
npubnusutensHo 225 no npubmmsurensHo 1250, wnm  or mpubOmmsurensHo 341 1o
npubnusutensHo 1250, mmm ot mpuGmusurensHo 341 no mpuOmusurensHo 1136, wmm oT

npubnusutensHo 341 go npuOmmsurensHo 1023, wnm  or npubmmsurensHo 341  no
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npubnusutensHo 910, wnmm ot mpubmusurensHo 341 no mpubOmmsurensHO 796, WM OT

2

npubnusutensHo 341 go mpubnusurenbHo 682, wimm ot mpubmusurensHo 341 mo

npubnusutensHo 568, wiu ot mpubmusurensHo 114 no mpubnumsurensHo 1000, wnmm ot

npubnusurensHo 114 ngo  npubmusurensHo 950, wmm or  mpuOnusurensHo 114 no
npubmmsutenvHo 910, wnu ot mpubnusurensHo 114 po mpubmusurensHo 800, wmm or
npubmmsutensHo 114 no  npubmusurensHo 690, wmm  or  mpubmmsurensHo 114 no
npubaM3uTeNnpbHO 575. B HEKOTOPBIX BapuaHTax OCYIUECTBJIEHUS B JAHHOM IOKYMEHTE OIHCaH
koHbtorar IL-2, B koTopoM n B coenuuenusix Gopmya (XIV) u (XV) npeacrapnsier coboit neoe
quco, BeiOpanHoe u3 2, 5, 10, 11, 22, 23, 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680,
681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, 1137, 1249, 1250, 1251,
1362, 1363, 1364, 1476, 1477, 1478, 1589, 1590, 1591, 1703, 1704, 1705, 1817, 1818, 1819,
1930, 1931, 1932, 2044, 2045, 2046, 2158, 2159, 2160, 2271, 2272, 2273, 2839, 2840, 2841,
2953, 2954, 2955, 3408, 3409, 3410, 3976, 3977, 3978, 4544, 4545, u 4546.

B HEeKoTOpBIX BapHaHTaX OCYINECTBJICHHUS B JAHHOM JOKYMEHTE OMUCaHBbl KOHBIOTATHI
IL-2, conepskaimye aMMHOKUCIOTHYIO nocnenosarenbHocTs nog SEQ ID NO: 4, npu stom mno
MEHBIIEH Mepe OAWH aMHHOKHMCJIOTHBIH OCTAaTOK B KoHblOrate IL-2 3ameHeH CTpyKTypou
dopmyasl (XIV) mmm (XV) unmu emeceio (XIV) u (XV), roe aMuHOKUCIOTHBINA ocTtaTok B SEQ ID
NO: 3, koropslii 3ameHeH, BeiOpan w3 K9, H16, L19, D20, M23, N26, N88, V91, 192, .94, E95,
K97, G98, S99, E100, D109 B Bapuante N88R, N119, T123, S125, Q126, S127, S130 u T131, u
rae n mpexncrtaBiser cobod menoe uyucino ot 100 mo mpubmmsurensHo 1150, wmim ot
npubnusutensHo 100 ngo  mpuOmmsurensHo 1100, wnum ot npubmmsutensHo 100 nmo
npubnusutensHo 1000, unu ot npubOmusurensHo 100 no mpubnusurensHo 900, wnmm oT
npubmmsutenvHo 100 no  mpubmusurensro 750, wmm ot  nmpubmmsurtensHo 100 1o
npubmmsutensHo 700, wnu ot mpubmmsurensHo 100 mo mpubmusurensHo 600, wiom oT
npubmmsutensHo 100 no  nmpubmmsurenvHo 575, wim ot mpubmmsurensHo 100 1o
npubnusutensHo 500, wim ot mpubmusurensHo 100 mo npubmmsurensHo 450, Wik OT
npubnusutensHo 100 10 npubaM3uTeIpbHO A0 NpUOIM3UTENbHO 350, WM OT NMPHOIU3UTENBHO
100 mo mpubnusutensHo 275, wim ot npubnausurensbHo 100 no npubmmsurensro 230, wiu OT
npubnusutensHo 150 no  mpubmusurensHo 475, wiam ot mpuOnusurensHo 150 1o

npubnusutensHo 340, wim ot mpubmusurensHo 113 mo nmpubmmsurensHo 340, win OT

2

npubnusutensHo 450 o mpubmusurensHo 800, wiam or mpuOnusurensHO 454 1o

npubnusuTensHo 796, wnm ot mpubmusurensHo 454 no nmpubmmsurensHO 682, WM OT

2

npubnusutensHo 340 o mpubnusutensHOo 795, wmm  or  mpuOnmsurensHo 341 no

npubnusuTensHo 682, wnmm ot mpubmmsurensHo 568 nmo mpubmmsurensHo 909, WM OT

npubnusutensHo 227 no npubmmsurensHo 1500, wim  or  mpubnusurensHO 225 1o
npubnusutensHo 2280, wimm ot mpubmusurensHo 460 mo mpubmusurensHo 2160, wWim OT
npubnusutensHo 460 no npubmmsurensHo 2050, wim  or npubmmsurensHo 341 1o
npubnusutensHo 1820, wmm or mpuGmusurensHo 341 no mpuGmusurensHo 1710, wnm ot
npubnusutensHo 341 ngo npuOmmsurensHo 1250, wnm  or mpuOmmsurensHO 225 110

npubnusutensHo 1250, umm ot mpubmusurensHo 341 no mpubmusurensHo 1250, wmm oT
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npubnusutensHo 341 o mpubOmmsurensHo 1136, wmm  or npubmmsurensHo 341 1o
npubnusutensHo 1023, unu ot mpubmmsurensHo 341 no mpubnusurensHo 910, mimm oT
npubnusurensHo 341 go mpubnusurensHo 796, wumm ot npuOnusurensHo 341 no
npubnusutensHo 682, wnu ot npubmusurensHo 341 no mpubmmsurensHO 568, WM OT
npubmmsutenvHo 114 ngo  npubmmsurensHo 1000, wnmm ot mpubnusurensHo 114 no
npubmmsutensHo 950, wnm ot mpubmusurensHo 114 po mpubmusurensHo 910, wmm ot
npubnusutensHo 114 no  npubmusurensho 800, wiam ot npubnusurensHo 114 no
npubnusutensHo 690, wim ot npubnusutenbHo 114 no npubmmsurensHo 575. B HEekoTOpBIX
BApUaHTaxX OCYLIECTBJEHUS B JAHHOM JOKYMEHTe omnucaH koHstorar IL-2, B xoropom n B
coenuneHusx Gopmyn (XIV) u (XV) npeacrapinsier codoii 1ienoe 4ucio, BeidpanHoe u3 2, 5, 10,
11, 22, 23, 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908,
909, 910, 1021, 1022, 1023, 1135, 1136, 1137, 1249, 1250, 1251, 1362, 1363, 1364, 1476, 1477,
1478, 1589, 1590, 1591, 1703, 1704, 1705, 1817, 1818, 1819, 1930, 1931, 1932, 2044, 2045,
2046, 2158, 2159, 2160, 2271, 2272, 2273, 2839, 2840, 2841, 2953, 2954, 2955, 3408, 3409,
3410, 3976, 3977, 3978, 4544, 4545, u 4546.

B naHHOM nokymeHTe omnmcanbl KOHbIOTaTel IL-2, copepskamue aMHUHOKUCIOTHYHO
nocnenosatenbHOcTh oA SEQ ID NO: 3 unu SEQ ID NO: 4, npu 3ToM 110 MeHblel Mepe OUH
AMUHOKHCJIOTHBIH OCTaTOK B KOHBrOrate IL-2 3ameHeH crpykrypoii ¢opmyisl (XIV) wim (XV)
w cMmechio (XIV) u (XV), rne n npeacrasisier coOON Takoe LEeJI0e YHCIIO, YTO MOJICKYJIIpHAsT
macca ¢parmenta PEG Haxomutcs B amamasoHe oT mnpubiusurenpbHo 1000 maiapToH 10
npubnusuTensHo 200000 nanbToH, UK oT npudnmsuTenbHo 2000 1anbTOH A0 MPUOIU3UTENBHO
150000 manbroH, wnu ot npubausutensHo 3000 nanbToH 10 npubdbausutenbHo 125000 nanbToH,
win ot npubmusurensHo 4000 nmampToH 10 npubamsutensHo 100000 manbTOH, MIM OT
npubmusutensHo S000 manbToH o mpubdausuTensHo 100000 1anbToH, WM OT NPUOIU3UTENBHO
6000 manbToH no mpubmusurensHo 90000 namsToH, wiu ot npubausutensHo 7000 manbToOH 10
npubnusutensHo 80000 manbToH, wiu OT npubau3uTenbHO 8000 [ajIbTOH O MPHOIU3HTEIBHO
70000 manbToH, wiu OT mpubmusuteabHo 5000 manbToH n0 mpudamsuTensHo 70000 manbToH,
wii ot npubmusutensHo 5000 manbToH 10 mpubOamsuTenbHo 65000 DanbTOH, WM OT
npubnusutensHo S000 maneToH 1o npudiamsurensHo 60000 1aabTOH, UM OT MPHOIU3HTEIBHO
5000 mampToH a0 mpubmmsuTensHo S0000 maneToH, Wik OT npubdausnutenbHo 6000 KambTOH A0
npubnusutensHo 50000 nanbToH, WM OT npudau3uTensHo 7000 maabTOH 10 MPUOTHU3UTETHEHO
50000 mameToH, wiu oT npubmusuteapbHo 7000 ganbToH A0 mpubmu3uTensHo 45000 HanmbTOH,
wii ot npubmusutensHo 7000 manmbToH no npubmusutensHo 40000 DaneTOH, WM OT
npubnusutensHo 8000 maneToH no npudmmsurensHo 40000 naidbTOH, WM OT MPHONU3UTEIBHO
8500 mampToH mo mpudmmsuTensHo 40000 maneToH, WK OT npubausnutenbHo 8500 mambTOH A0
npubnusuTensHo 35000 manbToH, WM OT npubdau3uTensHo 9000 [majdbTOH 10 MPHOIU3HTEIBHO
50000 mameToH, wiu OT npubausutenpbHo 9000 ganbToH A0 mpubmu3uTeabHo 45000 HanbTOH,
wii ot npubmusurensHo 9000 nmambToH n0 npubmusutensHo 40000 DanpTOH, WM OT
npubnusutensHo 9000 maneToH 10 npuoOIM3uTensHO 35000 NadbTOH, UM OT MPHOIU3UTEIBHO

9000 mampToH o mpudmusuTenbHo 30000 nanbToH, UK OT npubu3uTeabHO 9500 HaNbTOH 10



60

npubnusuTensHo 35000 manbToH, WK OT MpUOIU3NTENbHO 9500 ManbTOH 0 MPHUOIM3UTENIBHO
30000 manpToH, win OoT npudbmusureapbHo 10000 nansToH po mpudnusutenbHo S0000 nanbToH,
wii ot npubmusurenvHo 10000 paneroH 1m0 mpuOmmsurensHo 45000 nanpTOH, WM OT
npubnusutensHo 10000 nanpToH 10 npudmsurenbHo 40000 naabTOH, WM OT NPUOIU3UTENIBHO
10000 manbToH mo mpubmusutensro 35000 manbToH, uiam ot npudbausuresnsHo 10000 naxbToH
no mnpubmmsurensHo 30000  pmampToH, mMim oT  npuOmmsutensHo 15000 mameToH 1O
npubmmsutensHo 50000 naneToH, win ot npubmusnteabHo 15000 faabTOH A0 MPUOIU3UTENBHO
45000 manmpToH, WM OT mpubnusuteabHo 15000 manpToH A0 mpudausutenbHo 40000 nanbToH,
wii ot npubmusutensHo 15000 pmaneroH no mpubnmsurenbHo 35000 DanbTOH, WM OT
npubnusutensHo 15000 nampToH 1o npudamsureabro 30000 nanbTOH, WK OT MPUOTU3UTEITHHO
20000 manbroH no mpudmmsuTenbHo S0000 mameToH, wiau ot npudausutenbHo 20000 manbToOH
no npuommsuTenbHo 45000 pmaneToH, Wi OT npubmmsurensHo 20000  manbTOH 1O
npubnusuTensHo 40000 manbToH, WK oT npubau3uTeabHo 20000 1adbTOH A0 MPUOIH3UTEIBHO
35000 naneToH, wiu ot npudausutenbHo 20000 nanetoH no npubmmutensHo 30000 nansToH. B
JAHHOM  JIOKyMEHTe omnucaHel KkoHbroratel IL-2, comepxamue  aMHHOKHCIOTHYIO
nocnenosatenbHocTh oA SEQ ID NO: 3 unu SEQ ID NO: 4, npu 3ToM 110 MeHblel Mepe OUH
AMUHOKUCJIOTHBIN OCTaTOK B KOoHBIOTaTe IL-2 3ameHeH cTpyktypoi ¢opmyisl (XIV) wmm (XV)
wi cMmechio (XIV) u (XV), roe n npeacrasisier coOON Takoe MeJIoe YUCIIO, YTO MOJIEKYJISIpHAST
macca (pparmenra PEG cocraBmsier mpubnusurensao S000 mambToH, mpuOmmsutensHo 7500
nanbToH, npuommsurenabHo 10000 manbToH, mpubdmusurensHo 15000 nanbToH, MPUOTU3UTENHEHO
20000 pmanproH, npubmusuTensHo 25000 nanbroH, mnpubmm3urensHo 30000  nanbTOH,
npubnusutensHo 35000 manbToH, mpuOmusurenbHo 40000 nanbroH, npubOamsuTensHO 45000
nanbToH, npuonusuteasHo 50000 nanbToH, npudamsurensHo 60000 KanbTOH, NPHONU3UTETBHO
70000 manbroH, mnpubmmsuTensHo 80000 nmampToH, npHOIM3MTEnEHO 90000 HanNBTOH,
npubmmsutensHo 100000 naneron, npudmusurensHo 125000 nansron, npudansutensHo 150000
nanbToH, npudnusutenbHo 175000 nanbroH unu npudmmsuTenbHo 200000 nansToH. B nanHOM
NOKYMEHTE OnucaHbl KOHBIOTAThl IL-2, conmep:kaiiue aMHUHOKHMCIOTHYIO IOCJE€I0BATEIbHOCTD
nox SEQ ID NO: 3 unu SEQ ID NO: 4, npu 5TOM 10 MeHbIIeld Mepe OJUH aMUHOKHUCJIOTHBIH
octaTtok B KoHBIOTaTe IL-2 3ameneH cTpykrypoit ¢popmyisl (XIV) wm (XV) nmm cmecero (XIV)
u (XV), rne n npencrasisier coOoil Takoe Mesioe YUCIIO, YTO MOJIEKYJIIpHasi Macca (parMeHTa
PEG cocraBnser mnpubmusutrensHo 5000 nanbroH, mnpubmusurenbHo 7500  nanmbToH,
npubnusutensHo 10000 manbron, mpuOmmsurensHo 15000 maneron, mpubmusutensHo 20000
naneToH, npuonm3uTenasHo 25000 nanbToH, npudamsurensao 30000 nanbToH, MPUOIU3UTETHEHO
35000 nanbron, mpubmmsurenbHo 40000 mameroH, npubmusuTensHO 45000 MANBTOH WM
npubnusuTensHo S0000 nambToOH.

B HekoTOpbIX BapHaHTax OCYLIECTBJICHUsS B JAHHOM AOKYMEHTE OMMCAHbl KOHBIOIaTbl
IL-2, conepskamye aMUHOKHCIOTHYIO nocneaosatenpbHocTs noa SEQ ID NO: 3, npu stom mno
MEHbIIEH Mepe OJUH AaMHHOKHUCJIOTHBIM OCTAaTOK B KOHBbIOTare IL-2 3aMeHEeH CTPyKTypoHn
bopmybl (XIV) wu (XV) wu cmeceio (XIV) u (XV), rae amuHOKHCTOTHBIN ocTatok B SEQ ID

NO: 3, xoTopslii 3amMeHeH, npeacTasisier codoit H15, u rne m npencrasisier coO0# 11e510€ Yuciio



61

ot 1 o 6, p nmpencrasysieT codoit 1enoe yucao oT 1 10 6, 1 n mpeAcTaBiIsgeT COOOH LEeIoe YUCIO
or mnpubnusutensHo 450 no mnpubmusurenpHo 800, wmam or npubmmsuTensHO 454 110
npubnusutensHo 796, wnu ot npubmusurensHo 454 no nmpubOmmsurensHO 682, WM OT
npubnusutensHo 568 no mpubmmsurenbHo 909. B HEKOTOPBHIX BapHaHTax OCYIIECTBJICHHUS B
JAaHHOM JOKyMeHTe omnucaH KoHbtorar IL-2, B koTopoM B coenuHeHusix ¢popmyn (XIV) u (XV)
m COCTaBJISIET 2, P COCTABJISIET 2, M N MPENCTaBIsET COOON LieNoe 4uCio, BeIOpaHHOE u3 454,
455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909 u 910.

B HekoTOpbIX BapHaHTax OCYLIECTBJCHUS B JAHHOM JOKYMEHTE OINMUCAHbl KOHBIOTATHI
IL-2, conepskamue aMHHOKUCIOTHYIO nocnenosatenbHocTh noa SEQ ID NO: 3, mpu stom 1o
MEHBbLIEH Mepe OJUH AMMHOKHUCIOTHBIM OCTAaTOK B KOHBIOTare IL-2 3aMeHEH CTPYyKTypoi
dbopmynbl (XIV) wiu (XV) wiu emeceio (XIV) u (XV), roie aMuHOKUCTIOTHBINH octatok B SEQ ID
NO: 3, koTopbIii 3aMeHeH, npeacTasisier codoit H15, u rme m npeacrasiisier coOOH 1enoe Yucio
ot 1 o 6, p mpencrasysieT codoi 1enoe yrcao oT 1 10 6, 1 n mpeAcTaBIsIeT COOOH LEeIoe YUCIIO
ot npubnusutensHo 450 no mnpubmusurenpHo 800, wiam ot npubmmsurensHO 454 1O
npubnusutensHo 796, wnm ot npubmmsutenbHo 454 nmo mpuOmmsurensHOo 682, WM OT
npubnusuTensHo 568 no mpubmmsurensHo 909. B HEKOTOPBHIX BapHaHTaxX OCYIIECTBJICHHUS B
TaHHOM JOKYMEHTe omnucaH KoHbtorart IL-2, B koTopoM B coenuHeHusx ¢popmya (XIV) u (XV)
m COCTaBJISIET 2, p COCTAaBJSsIeT 2, W N MPEACTaBIsIeT COOOH LieJioe Yncio, BeiOpaHHOe u3 454,
455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909 u 910. B HexkOoTOpBIX BapHaHTax
OCYIIECTBIIEHHSI N COCTaBIsIET OT npuoOam3uTensHo S00 no mpubnusurensHo 1000. B HekoTOpbIX
BapUAHTaX OCYLIECTBIEHMS N COCTABJIAECT OT MpubausutenbHo 550 no npudmmsurensuo 800. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBIIEHUS N COCTABIISICT MPUOIM3UTENbHO 681,

B HEkOTOpBIX BapHaHTax OCYLIECTBJICHUsS B JAHHOM AOKYMEHTE ONUCaHbl KOHBIOTATHI
IL-2, conepskamue aMHHOKUCIIOTHYIO nocienosarenbHocTh nox SEQ ID NO: 4, npu 3ToM 1o
MEHbIIEH Mepe OIMH aMUHOKHUCJIOTHBIA OCTaTOK B KOHBbIOrate IL-2 3aMeHeH CTpykTypoi
dbopmynbl (XIV) wnu (XV) wiu cmechio (XIV) u (XV), rae aMuHOKUCIOTHBINA octatok B SEQ ID
NO: 4, xoTopslii 3aMeHeH, npeacTasisier codoit H16, u rme m npencrasiisier coOO0¥ 1eI0e YUCIIO
ot 1 o 6, p nmpencrasysieT codol 1enoe yucao oT 1 1o 6, U n mpeacTaBisier cOOOH LeIoe YUCIO
ot npubnusutensHo 450 no mnpubmusurenpsHo 800, wiam or npubmmsurenbHo 454 1O
npubnusuTensHo 796, wnm ot mpubmmsutensHo 454 no nmpubmmsurensHO 682, WM OT
npubnusuTensHo 568 no mpubmmsurensHo 909. B HEKOTOpPHIX BapHaHTaxX OCYLIECTBICHHS B
JaHHOM JOKYMEHTe omucaH KoHbtorat IL-2, B koTopoM B coenuHeHusx ¢popmya (XIV) u (XV)
m COCTaBJISIET 2, p COCTAaBJISieT 2, W N MPEACTaBIIsIeT OO0 Liejioe Yncio, BeiOpaHHOe u3 454,
455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909 u 910.

B HekoTOpbIX BapuaHTax OCYLIECTBJIEHHs] B JAHHOM JOKYMEHTE ONUCAHbl KOHBIOIAaTbl
IL-2, conepskamye aMUHOKHCIOTHYIO nocneaosarenpbHocTs o SEQ ID NO: 4, npu stom mno
MEHbIIEH Mepe OJWH AaMHMHOKHUCJIOTHBIM OCTAaTOK B KOHBbIOTare IL-2 3aMeHEH CTPYKTypoHn
dbopmybl (XIV) wu (XV) wiu cmeceio (XIV) u (XV), rae amuHOkHCIOTHBIH octatok B SEQ ID
NO: 4, xoTopslii 3amMeHeH, npeacrasisier coooit H16, u rne m npencrasisier coOOH 1e10e Yuciio

ot 1 o 6, p nmpencrasnser codoii 1enoe yucao oT 1 10 6, 1 n mpeacTaBiIseT COOOH LeI0e YUCIO
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or mnpubnusurensHo 450 no mnpubmusurensHo 800, wnm or npubnusurenvHo 454 no
npubnusutensHo 796, wnmu ot npubmusurensHo 454 nmo npuOmmsurensHO 682, WM OT
npubnusutensHo 568 no mpubmmsurensHo 909. B HEKOTOPBHIX BapHaHTax OCYIIECTBJICHHUS B
JAHHOM JIOKyMeHTe omnucaH KoHbiorar IL-2, B kotopom B coemuHeHusix Gpopmyn (XIV) u (XV)
m COCTaBJISIET 2, P COCTABJISAET 2, M N MPEACTABISET COOOM LieNoe YUCio, BhIOpaHHOE U3 454,
455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909 u 910. B HexOTOpBHIX BapHaHTaX
OCYLIECTBJIEHHS N COCTaBIsieT OT npubam3uTesnsHo S00 o mpubamsurensuo 1000. B HexkoTopbIx
BapHUAHTAX OCYLIECTBJICHHS N COCTABJISIET OT mpubam3uTenbHo 550 no npudmmsurensuo 800. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJIEHHUS N COCTABJISIET MPHOIM3UTENBbHO 681.

B nanHOM nokymeHTe omnmcaHbl KOoHblOraTel IL-2, copepskaique aMHUHOKHCIOTHYHO
nocnenosatenbHOcTh o SEQ ID NO: 3 unu SEQ ID NO: 4, npu 3ToM 110 MeHbIlel Mepe OUH
AMHHOKHUCJIOTHBIH OCTaTOK B KOHBIOTaTe IL-2 3aMeHen cTpykTypoit ¢popmysl (XVI) nmm (XVII)
win cmeckro (XVI) u (XVII):

dopmyna (XVII),

rae

m mpeacTasisieT coboi uesoe uucio ot 0 xo 20;

N TpencraBisieT CcOOOW Ieioe YUCJIO B JWAma3OoHe OT MNPHONM3HTENbHO 2 70
npubnusuTensHo S000; u

BOJIHUCTBIMHU JIMHUSIMU TTOKa3aHbI KOBAJIEHTHBIE CBSI3H C AMUHOKHUCIIOTHBIMU OCTaTKaMH B
SEQ ID NO: 3 umu SEQ ID NO: 4, xoropble HE 3aMEHEHBbL. 371eCb U IO BCEMY TaHHOMY
IOKYMEHTY BapuaHThl ocymectBieHus: Gpopmynsl (XVI) n/umn (XVII) Takke OXBaTBIBAIOT HX
dapManeBTHYECKH TPUEMJIEMbIE COJIb, COJbBAT WJIM THApPAT. B HEKOTOpPBIX BapHaHTaX
OCYWIECTBIIEHHsI B JaHHOM JIOKYMEHTe€ OmucaHbl KoHbroraTtel 1L-2, conmepskamue
aMUHOKHCJIOTHYIO nocienosarenbHocTs o SEQ ID NO: 3, npu 3ToM 1o MeHblIel Mepe OAuH
AMHHOKHUCJIOTHBIM OCTaTOK B KOHBIOTaTe IL-2 3ameHen cTpykTypoit popmysl (XVI) nmm (XVII)

wm cmeckio (XVI) u (XVII), rme m, p, n ¥ 3HaYeHUE BOJHHUCTON JIMHUH OMHCaHbI Bhile. B
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HEKOTOPBIX BApUAHTAX OCYIIECTBJICHHS B JAaHHOM JOKYMEHTE ONHCaHbl KOHbrorarsl IL-2,
coleprKalife aMUHOKUCIOTHYI mnocheaoBarenbHocTh nox SEQ ID NO: 4, mpu sTtom 1o
MEHbIIEH Mepe OJWH AaMHMHOKHUCJIOTHBIM OCTAaTOK B KOHBbIOTare IL-2 3aMEHEH CTPYKTypoHn
dopmyasl (XVI) wu (XVII) unu cmecero (XVI) u (XVII), rae m, p, n 1 3Haue€HUE BOJIHUCTON
JIMHUU OTTHCAHBI BBILIE.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJEHUS CTEPEOXHMHUs XUPAJIbHOTO LIEHTpa B hopmyie
(XVI) u popmyne (XVII) npenycMaTpuBaeT paleMUYECKyI0 CMeCh, MPEenyCMaTPUBAET CMECh,
oboramennyo (R), mpenycmarpuBaer cmech, oborameHHyo (S), mpenycMaTpuBaeT Mo CyTH
tonbko (R), mpemycmarpuBaer mo cytu Tojdbko (S), mpexnycmarpuBaer Todbpko (R) wim
npeaycMmarpuBaeT TOJbKO (S). B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS CTEPEOXUMHUS
xupanpHOro nentpa B ¢gopmyne (XVI) u ¢popmyne (XVII) mpenycmarprBaer paneMHYECKYEO
cMech. B HEKOTOpPBIX BapHaHTaX OCYIIECTBJIEHHs CTEPEOXHMHS XUPAIBHOIO LIEHTPa B opmyie
(XVD) u popmyne (XVII) npenycmarpupaet cmech, odboramennyto (R). B HekoTophIX BapraHTax
OCYIIECTBIIEHHsI CTEPEOXUMHsI XHUpaibHOro LeHTpa B (opmyne (XVI) u dopmyne (XVII)
npeaycMaTpuBaeT cMmech, oborameHHyo (S). B HEKOTOphIX BapHaHTaX OCYIIECTBJICHHS
CTEPEOXUMHUsI XUPaIbHOro neHTpa B popmyne (XVI) u popmyne (XVII) npenycmarpusaer mo
cytH ToJbKO (R). B HEKOTOPBIX BapHaHTax OCYINECTBJIEHUS CTEPEOXHMHUS XUPAIbHOTO IIEHTPA B
dopmyne (XVI) u dopmyne (XVII) npenycmatpusaer mo cyta Toibko (S). B HexoTopbIx
BaPHUAHTaX OCYLIECTBIEHHs CTEPEOXUMHs XUPAJIbHOro 1eHtpa B ¢opmyine (XVI) u popmyre
(XVII) npenycmarpusaer ToapKO (R). B HEKOTOPBIX BapHaHTAaX OCYIIECTBJICHUS] CTEPEOXHMHSI
xupaypHOTo LHeHTpa B popmyiie (XVI) u popmyne (XVII) npegycmarpusaeT TOIbKO (S).

B HexoTOpBIX BapHaHTax OCYINECTBJIEHHUS B JAHHOM JOKyMEHTe omucaH KoHbrorat IL-2,
B KoTopoM m B coeauHeHusx popmya (XVI) u (XVII) cocrasnsier ot 1 go 20, umm ot 1 go 18,
unu ot 1 1o 16, wmm ot 1 go 14, unu ot 1 mo 12, unu ot 1 go 10, wnm ot 1 1o 9, unu or 1 no 8,
mwmor 1l go7, umuor 1 mo 6, umuor 1 mo 5, umuor 1 no 4, umnor 1 mo 3, umun or 1 no 2. B
HEKOTOPBIX BapUAHTAaX OCYLIECTBJEHHs B HAHHOM JOKYMEHTe OmucaH koHbiorat IL-2, B
KoTopoM m B coenuHeHusx (opmya (XVI) u (XVII) cocrasisier 1. B HEKOTOpBIX BapuaHTax
OCYIIECTBJIEHHsI B TAHHOM JIOKYMEHTe OmucaH KoHbIoTaT IL-2, B KOTOPOM M B COEIMHEHHSIX
dopmyn (XVI) u (XVII) cocrapnsier 2. B HEKOTOPBIX BapuUaHTaX OCYLIECTBJIEHUS B JaHHOM
IOKyMeHTe omucaH KoHbtorat IL-2, B xoTopoM m B coexumHeHMsx ¢opmyn (XVI) u (XVID)
coctaByisieT 3. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS B JaHHOM JOKYMEHTE OIHCaH
koubtorar IL-2, B kotopom m B coeguHeHusx (opmyn (XVI) u (XVII) cocrasnsier 4. B
HEKOTOPBIX BapHUAHTAaX OCYIIECTBJIEHHs B HAHHOM JOKYMEHTe omucaH koHbiorat IL-2, B
KoTopoM m B coenuHeHHsx ¢opmya (XVI) u (XVII) cocranser 5. B HEKOTOPBIX BapHaHTax
OCYIIECTBIIEHHsI B TAHHOM JIOKYMEHTE OmucaH KoHboTaT IL-2, B KOTOPOM M B COENMHEHHSIX
dopmyn (XVI) u (XVII) cocrapnsier 6. B HEKOTOPBIX BapuUaHTaX OCYLIECTBJICHUS B JAHHOM
IOKyMeHTe omucaH KoHbiorat IL-2, B xotopoM m B coexuHeHmsx ¢opmyn (XVI) u (XVII)
coctaByisieT 7. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS B JaHHOM JOKYMEHTE OIHCaH
koHbtorat IL-2, B koropoMm m B coenuHeHusx ¢opmyn (XVI) u (XVII) cocrasmser 8. B

HEKOTOPBIX BapUaHTaX OCYLICCTBJICHUA B JAHHOM JOOKYMCHTE OIIHNCAH KOHBIOTAT E—2, B
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KoTopoM m B coenuHeHHAX ¢opmya (XVI) u (XVII) cocranser 9. B HeKOTOpBIX BapuaHTax
OCYIIECTBIIEHHS] B IaHHOM JOKYMEHTe omucaH KoHboraT IL-2, B KOTOPOM m B COEIMHEHMSX
dopmyn (XVI) u (XVII) cocrapnsier 10. B HEKOTOPBIX BapHaHTAaX OCYLIECTBJICHUS B JAHHOM
IOKyMeHTe onucaH KoHbtorat IL-2, B xotopom m B coexuHeHmsx ¢opmyn (XVI) u (XVII)
coctaBiser 11. B HeKOTOpBIX BapuaHTax OCYLIECTBIEHMs B IaHHOM JOKYMEHTE OIHCaH
koubtorat IL-2, B xotopom m B coeauneHusx ¢opmyn (XVI) u (XVII) cocrasmser 12. B
HEKOTOpBIX BapUAHTAaX OCYLIECTBJICHHMs B HAHHOM JOKYMEHTe omucaH koHbtorat IL-2, B
KoTopoM m B coeanHenusix ¢popmya (XVI) u (XVII) cocraisier 13. B HEKOTOpBIX BapHaHTax
OCYIIECTBJIEHHS] B TAHHOM JIOKYMEHTe omucaH KOHbIoTaT IL-2, B KOTOPOM M B COEIMHEHHSIX
dbopmyn (XVI) u (XVII) cocrapnsier 14. B HEKOTOPBIX BapHAaHTaX OCYILIECTBJIEHUS B JAHHOM
IOKyMeHTe omucaH KoHbtorat IL-2, B xoTopomM m B coexuHeHMsx (opmyn (XVI) u (XVII)
cocraBisieT 15. B HEKOTOPBIX BapHaHTax OCYINECTBJICHHMs B JAHHOM JOKYMEHTE OIHMCaH
koHbtoratr IL-2, B kotopoMm m B coemuHeHusix ¢opmyn (XVI) u (XVII) cocrasnser 16. B
HEKOTOPBIX BapHUAHTAaX OCYIIECTBJIEHHWs B HAHHOM JOKYMEHTe omucaH koHbiorat IL-2, B
KoTopoM m B coeauHeHusx ¢popmyn (XVI) u (XVII) cocrasusier 17. B HeKOTOpBIX BapuaHTax
OCYLIECTBJIEHUs] B AAHHOM JOKyMEHTe omnucaH KOHbrOrat IL-2, B KOTOpOM m B COE€AUHEHUSIX
dopmyn (XVI) u (XVII) cocrapnsier 18. B HEKOTOPBIX BapHaHTaX OCYLISCTBJICHUS B JAHHOM
IOKyMeHTe ommcaH KoHbrorat IL-2, B xotopoM m B coexuHeHMsx ¢opmyn (XVI) u (XVII)
cocraBisieT 19. B HEKOTOPBIX BapHaHTAax OCYIIECTBICHHWs B NaHHOM JAOKYMEHTE OINHUCaH
koHbtorar IL-2, B koropom m B coequnenusix popmyn (XVI) u (XVII) cocrasnsier 20.

B HexkoTOpBIX BapHaHTax OCYIIECTBJIEHUS B JAHHOM JOKYMEHTEe OmnucaH KoHbrorat IL-2,
B KoropoM n B coenuHeHmsx ¢opmyn (XVI) u (XVII) HaxomuTcs B nuama3oHe OT
npubau3uTensHo S 1o npubnusurtensHo 4600, win ot npudnusutensHo 10 1o npubIM3UTENBEHO
4000, wnu ot mpubmusurenbHo 20 1o npubmmsurensHo 3000, wm ot npubausurensHo 100 mo
npubmmsutensHo 3000, mnu ot npubmusurenbHo 100 po mpubnmsurensHo 2900, wim oT
npubnusutenbo 150 no  mpubmmsurensno 2900, wium ot npubmmsurenbHo 125 1o
npubnusutensHo 2900, wmu ot npubmusurenbHo 100 mo mpubmusurensHo 2500, wim OT
npubnusutensHo 100 no  mpubmmsurensho 2000, wim ot mnpubmmsurensro 100 1o
npubnusutensHo 1900, wimm ot mpubmusurensHo 100 no npubnamsurensHo 1850, wmm ot
npubnusutensHo 100 no  mpubmmsurensho 1750, wim  or npubmmsurensro 100 no
npubnusutensHo 1650, wmm ot nmpubmusurensHo 100 mo mpubmusurensHo 1500, wmm ot
npubnusutensHo 100 no mpubmmsurensho 1400, wim  or npubmmsurensro 100 no
npubnusutensHo 1300, wimm or mpubmusurensHo 100 mo mpubmusurensHo 1250, wmm oT
npubmmsutensio 100 go npubmmsurensHo 1150, wmu ot mpubnusutensHo 100 1o
npubnusutensHo 1100, wmm or mpubmusurensHo 100 mo mpubmusurensHo 1000, wmm oT
npubnusutensHo 100 go mpubmusurensro 900, wmm ot  mpubmmsurensro 100 mo

npubnusutensHo 750, wnmm ot mpubmusurensHo 100 mo mpuOmmsurensHo 700, wWiaM OT

2

npubnusutensHo 100 go mpubmusurensHo 600, wmm  or npuOmusurensHo 100 no

npubnusutensHo 575, wnmu ot mpubmusurensHo 100 mo mpuOmmsurensHo 500, wim or

2

npubnusutensHo 100 go mpubmusurensHo 450, wmm  or  npubmusurensHo 100 no
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npUONU3UTENBHO 10 npubmu3uTenpHo 350, win ot npubnausutenpbHo 100 10 MpUONIU3UTENBHO

275, nmm ot npudmmsurenbHo 100 o mpubnusurensHo 230, wnu ot npudmmsurensHo 150 1o

npubnusutensHo 475, wnmu ot npuOmusurensHo 150 nmo mpubmmsurensHo 340, wiam OT
npubnusutensHo 113 go npubmusurensHo 340, wumm  or  npubnusurensHo 450 1o
npubmmsutenvHo 800, wnu or mpubnusurensHo 454 no mpubmusurensHo 796, wiaM OT
npubmmsutenvHo 454 no npubmmsutensHo 682, wim  or npubmmsurensHo 340 1o
npubnusutensHo 795, wnm ot npubmusurensHo 341 no mpubiamsurenbHO 682, WM OT
npubnusutensHo 568 o  mpubmusurensHo 909, wam ot mpuOnusurensHo 227 1o
npubnusutensHo 1500, wmm ot mpubmusurenbHo 225 no mpuOnusurenbHo 2280, WM OT
npubmmsutensHo 460 no npubmmsurensHo 2160, wim ot npubmmsurensHo 460 1o
npubnusutensHo 2050, wimm ot npubmusurenbHo 341 no mpuOmusurensHo 1820, wim oT
npubnusutensHo 341 o npubmmsurensho 1710, wim  or npubmmsurensHo 341 1o
npubnusutensHo 1250, wimm ot mpubmusurenbHo 225 no mpuOmusurensHO 1250, wim oT
npubnusutensHo 341 o npubmmsurensHo 1250, wim  or nmpubmmsurensHo 341 1o
npubnusutensHo 1136, wmm or nmpubmusurensHo 341 nmo mpubmusurensHo 1023, wmm oT
npubnusutensHo 341 go mpubmusurtensHo 910, wim  or  mpubmusurensHo 341 nmo
npubnusutensHo 796, wnm ot mpubmusurensHo 341 nmo mpubOmmsurensHO 682, WM OT
npubnusutensHo 341 pgo mpubmusurtensHo 568, wmm or  mpuOmusurensHo 114 no
npubnusutensHo 1000, umu ot nmpuOmmsurensHo 114 no mpubmmsurensHo 950, mnmm oOT
npubnusutensHo 114 go npubmmsurensho 910, wmm ot npubmmsurensHo 114 mo
npubnusutensHo 800, wnmm ot mpubmusurensHo 114 nmo mpubmmsurensHo 690, wam OT

npubnusutensHo 114 no npubnusurensHo 575.

B HekoTOpBIX BapuaHTax OCYLIECTBJIEHHUs KOHbrorara IL-2, omucaHHOro B JaHHOM
nokymenre, B coenuneHusx Gopmyn (XVI) u (XVII) m npencrasnsier coboi neioe 4ucio ot 1
1o 6, u n mpexacTasiseT codoil 1enoe uncio, BbiOpannoe u3 113, 114, 227, 228, 340, 341, 454,
455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, u
1137. B HEKOTOpPBIX BapuaHTax OCYIIECTBJIEHMUs KOHbrorata IL-2, onmucaHHOrO B JAHHOM
nokymeHTe, B coequHeHusx Gopmyn (XVI) u (XVII) m npexncrasisier coOoi 1eI0e YUCIO OT 2
10 6, U n npeacTasisieT cobol menoe uncio, BeiOpannoe u3 113, 114, 227, 228, 340, 341, 454,
455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, u
1137. B HEKOTOpPBIX BapuaHTax OCYINECTBJIECHUs KOHBbROrata IL-2, onmucaHHOrOo B JAaHHOM
OoKyMmeHTe, B coequHeHusx ¢opmyn (XVI) u (XVII) m npexncrasisier coOoi 1eioe YUCo OT 2
1o 4, u n npexacraensieT cobol menoe uncio, BeiOpanHoe u3 113, 114, 227, 228, 340, 341, 454,
455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, u
1137. B HEKOTOpPBIX BapUaHTaxX OCYIUNECTBJIECHUs KOHBROrara IL-2, onmmucaHHOrO B JAaHHOM
IOKyMeHTe, B coenuHeHsx Gopmyn (XVI) u (XVII) m cocrasmnser 1, n n npencrasisier coOoit
1enoe 4ucio, BeiopanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682,
794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136 u 1137. B HEeKOTOpBIX BapUaHTax
ocyIecTBIeHHs] KOHbrorata IL-2, onmucaHHOro B TaHHOM JOKYMEHTE, B COETUHEHUSX (POpMyII

(XVD u (XVII) m cocrassier 2, 1 n npeacTasisieT codol 1enoe yncio, Beiopannoe u3 113, 114,
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227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022,
1023, 1135, 1136, u 1137. B HekOoTOpBIX BapuaHTax OCYyILECTBIEHMs] KoHbtorara IL-2,
OINHCAHHOTO B JAHHOM JIOKYMeHTe, B coenuHeHusx ¢popmya (XVI) u (XVII) m cocrasnsier 3, u n
npeacTaBisieT coOoi 1enoe uucio, BeiopanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568,
569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136 u 1137. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJICHUs KOHBbIOraTa IL-2, onncaHHOro B JaHHOM AOKYMEHTE, B
coenunreHusx Gopmyn (XVI) u (XVII) m cocrasnsier 4, u n npencrasiseT coOoi Lenoe 4ucio,
BbIOpanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796,
908, 909, 910, 1021, 1022, 1023, 1135, 1136, u 1137. B HEKOTOPBIX BapUaHTaX OCYLIECTBJICHUS
KoHbIorata IL-2, OnrcaHHOro B JAaHHOM JAOKYMEHTe, B coeauHeHusx Gopmyn (XVI) u (XVII) m
COCTaBJISIET 5, U N MPEACTABIISIET COOOM 1esioe Yucio, BeiOpanHoe u3 113, 114, 227, 228, 340,
341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135,
1136, n 1137. B HEKOTOPBIX BapuaHTax OCYLIECTBIEHUs KOHbroraTa IL-2, onucaHHOro B JaHHOM
IOKyMeHTe, B coenuHeHmsx Gopmya (XVI) u (XVII) m cocrasmisier 6, 1 n mpeacrasisieT coOoit
nenoe 4ucio, BeiopanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682,
794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, u 1137. B HEeKOTOpBIX BapHaHTax
OCyIIeCcTBIeHHsI KOHBbIoraTta [L-2, OmMCaHHOro B TaHHOM JOKYMEHTE, B COCOUHEHUSX (POpMYIT
(XVD u (XVII) m cocrassier 7, ¥ n npeacTasisieT codol 1enoe uncio, Beiopannoe u3 113, 114,
227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022,
1023, 1135, 1136, u 1137. B HekOoTOpBIX BapuaHTax OCYILECTBIEHMs] KoHbtorara IL-2,
OIHCAHHOTO B JAHHOM JIOKYMeHTe, B coenuHeHusx ¢opmya (XVI) u (XVII) m cocrasnsieT 8, u n
npeacTaBisieT coOoi 1enoe yucio, Beiopannoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568,
569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, u 1137. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBIECHUs KOHBbIOTaTa IL-2, onncaHHOro B JaHHOM AOKYMEHTE, B
coenunaeHusix Gopmyn (XVI) u (XVII) m cocraBnsier 9, u n npeacrasisier coOOil Lenoe 4rcio,
BbIOpanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796,
908, 909, 910, 1021, 1022, 1023, 1135, 1136 u 1137. B HEeKOTOpbIX BaprUaHTaX OCYIIECTBICHUS
KOoHbIoraTa IL-2, OnrcaHHOrO B JAaHHOM JAOKYMeHTe, B coeanHeHusx popmyn (XVI) u (XVIID) m
cocrayisieT 10, U n mpexacrasnsieT coOOM 1eNioe Yucio, BeiOpanHoe u3 113, 114, 227, 228, 340,
341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135,
1136, n 1137. B HEKOTOPBIX BapuaHTax OCYLIECTBJIEHUs KOHbIOraTa [L-2, ONMCaHHOro B JAHHOM
nokymeHte, B coenuHeHusX popmyr (XVI) u (XVII) m cocrasnsier 11, u n npencrasnsier coboit
nenoe 4nucio, BeiopanHoe u3 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682,
794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136 u 1137. B HeKOTOpBIX BapHaHTaX
OCyIIEeCTBIIEHHsI KOHBIoraTta IL-2, OmMMCaHHOrO B TaHHOM JOKYMEHTE, B COCTUHEHUSX (POpMYIT
(XVD u (XVII) m cocrasysier 12, u n npeacrapisieT coOOi Leoe 4ucio, BeiOpanHoe u3 113,
114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021,
1022, 1023, 1135, 1136, u 1137. B HeKOTOpBIX BapUaHTaxX OCYLIECTBJICHUS B JAHHOM JIOKYMEHTE

ornucal koHboraT IL-2, B koTOpoM B coenuHeHnsax Gopmy (XVI) u (XVII) m cocrasusier 2, un
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npeacTaBisieT co0oi 1enoe 4ucio, BeibpanHoe u3 680, 681, 682, 794, 795, 796, 908, 909, 910,
1021, 1022, 1023, 1135, 1136 u 1137.

B HexoTOpBIX BapuaHTax OCYLIECTBJICHUs B JAHHOM JIOKYMEHTE onucaH KoHbrorat IL-2,
B KOTOpOoM n B coeauHeHusix ¢opmyn (XVI) u (XVII) nmpencrasnser coOoil 1ienoe 4HCIIO,
BbIOpanHOe 13 2, 5, 10, 11, 22, 23, 113, 114, 227, 228, 340, 341, 454, 455, 568, 569, 680, 681,
682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, 1137, 1249, 1250, 1251, 1362,
1363, 1364, 1476, 1477, 1478, 1589, 1590, 1591, 1703, 1704, 1705, 1817, 1818, 1819, 1930,
1931, 1932, 2044, 2045, 2046, 2158, 2159, 2160, 2271, 2272, 2273, 2839, 2840, 2841, 2953,
2954, 2955, 3408, 3409, 3410, 3976, 3977, 3978, 4544, 4545, n 4546.

B HekoTOphIX BapuaHTax OCYLIECTBJIEHUs B JAaHHOM JOKyMEHTe onucaH koHbrorat IL-2,
B KOTOpPOM TMoJiokeHHe CTpyKTyphl popmynel (XVI) u (XVII) wim cmecu dopmyn (XVI) u
(XVII) B aMHHOKHUCJIOTHOM TOCIenoBaTeIbHOCTH KoHBoTaTa IL-2, mpenycmarpusatomieit SEQ
ID NO: 3, BeiOpano u3 P1, T2, S3, S4, S5, T6, K7, K8, Q10, L11, E14, H15, L17, L18, D19,
Q21, M22, N25, G26, N28, N29, Y30, K31, K34, T36, M45, P46, K47, A49, T50, E51, L52,
K53, H54, Q56, E59, E66, N70, Q73, S74, K75, N76, F77, H78, R80, P81, R82, D83, S86, N87,
188, V90, I91, L93, E%4, K96, G97, S98, E99, T100, T101, F102, M103, C104, E105, Y106,
A107, D108, D108 B Bapuante N87R, E109, T110, AI111, T112, E115, N118, R119, T122,
F123, S124, Q125, S126, S129, T130, L131 u T132. B HEKOTOpbIX BapHaHTaX OCYILIECTBJICHUS B
TaHHOM JJOKYMEHTE OnucaH KOHbIoraT IL-2, B KOTOPOM MOJIOKEeHHEe CTPYKTYphI hopmyiel (XVI)
u (XVI) mmum cmecu ¢opmyn (XVI) u (XVID) B aMHHOKHUCIOTHOH MOCIENOBATEIBHOCTH
konbtorara IL-2 nmox SEQ ID NO: 3 BeiOpano u3 K8, H15, L18, D19, M22, N25, N87, V90, 191,
L93, E%4, K96, G97, S98, E99, D108 B Bapuante N87R, N118, T122, S124, Q125, S126, S129
u T130. B naHHOM AOKyMEHTE NOMOJHUTENBbHO OMHMCAaHbl KOHBbIOraThl IL-2, rae mosjoskeHue
crpyktypsl popmynel (XVI) mmu (XVII) mmm cmecn (XVI) u (XVII) B aMHHOKHCIOTHOH
nocjenoBaTebHOCTH KoHbtorata IL-2 BeiOpano u3 K8, H15, L18, D19, M22, N25, N87, V90,
E99, D108 B BapmanTe N87R, N118, T122, S124 u T130. B naHHOM JOKyMEHTE TOMOIHUTEIBHO
onucaHbl KoHbtOraThl IL-2, rne monoxkenue crpyktypsl Gopmyisl (XVI) mmu (XVII) nnm cmecu
(XVI) u (XVII) B aMUHOKHCIIOTHOH MOCEeN0BaTENbHOCTH KOHBIoTaTa IL-2 npencrasnser coboi
K8. B paHHOM [OKyMeHTe IOMNOJHUTEIBHO ONUCaHbl KOHBIOraTel IL-2, rae mnojoskeHue
ctpyktypbl dopmynbl (XVI) wiu (XVII) wiu cmecu (XVI) u (XVII) B aMHHOKHCIOTHOM
NOCJIeIOBaTENbHOCTH KOHBIOrata IL-2 mpexncraBisier coboit H1S5. B naHHOM moKymeHTe
JOTIOJTHUTENPHO OMHUCaHbl KOHBIOTATHI IL-2, The monoxkeHne cTpykTypel Gopmyinsl (XVI) wmum
(XVII) wnu cmecu (XVI) u (XVII) B aMUHOKHUCIOTHOH MOC/IEAOBATEIPHOCTH KOHBIOTaTa 1L.-2
npencrasisier codoit L18. B maHHOM NOKyMeHTEe NOMOJHUTENbHO OMUCAaHbl KOHBIOTAThI 1L-2,
rae mosnokeHue CTpykTypsl gopmynsl (XVI) wm (XVID) mmm cmecn (XVI) u (XVII) B
AMHHOKHUCJIOTHOM TOCIenoBaTeNbHOCTH KoHbIorata IL-2 mpencrasnser coboit D19. B nanrom
JIOKYMEHTE JOIONHUTENBHO OMUCaHbl KOHBIOTaThl IL-2, rae monoxkeHne CTPyKTypbl GOpMyJIbl
(XVI) mm (XVI) wmm cmecu (XVI) u (XVID) B aMUHOKHCIOTHOW TMOCIIEAOBAaTENbHOCTH
koHbtorara IL-2 mpencrasnsier coboit M22. B nmaHHOM IOKYMEHTE IOIIOJHUTENBHO OIHCAHbBI

koHbtorathl IL-2, roe nonoxxenue crpyktypsl ¢opmydsl (XVI) wmu (XVII) wnu ecmecu (XVI) u
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(XVII) B aMHHOKHCIIOTHOH MOCIIE0BATENbHOCTH KOHbIoraTa IL-2 mpencrasisier coboit N25. B
JAHHOM JIOKYMEHTE [ONOJHUTENBHO OMHMCaHbl KOHBIOTaThl IL-2, rae mojoskeHue CTPYKTYpbl
dopmyner  (XVD) wm (XVI) wm cmecu (XVI) u (XVII) B aMHHOKHCIOTHOM
nocjenosaTenbHOCTH KoHbtorara IL-2 mpeacrasisier coboit N87. B naHHOM mnokymeHTe
JOTIOJIHUTEIBHO OMMCaHbl KOHbIOraThl IL-2, rae nonoxkeHue cTpykrypel Gopmynsl (XVI) wnun
(XVID) umu cmecu (XVI) u (XVII) B aMUHOKUCIOTHOM MOCIEA0BATEIbHOCTH KOHBIOrara IL-2
npezacrasisier coboii V90. B naHHOM TOKYMEHTE JOMOJHHUTENIbHO OMHMCaHbl KOHBIOTATHI 1L-2,
rae nonokeHue CTpykTypsl Gopmynsl (XVI) wim (XVID) wmm cmecun (XVI) u (XVII) B
AMHHOKHUCJIOTHOHM TOCJIEA0BaTEIbHOCTH KOHbiorata IL-2 mpencrasnsier cobori E99. B nannom
JOKYMEHTE JOTOJIHUTENIBHO OMHUCaHbl KOHBIOTAThl IL-2, Tae monokeHue CTpyKTypbl GOpMyJIbl
(XVI) wm (XVI) wm cmecu (XVI) u (XVI) B aMUHOKHCIOTHOW TMOCIEAOBATEIbHOCTH
konbtorata IL-2 mpencraenser coboit D108 B Bapumantre N87R. B nanHOM nokymeHte
JOTIOJTHUTENBPHO OMHUCaHbl KOHBIOTATHI IL-2, The monoxkeHne cTpykTypel Gopmyinsl (XVI) wmum
(XVII) wnmu cmecu (XVI) u (XVII) B aMHHOKHUCIIOTHON MOCIENOBATEIbHOCTU KOHBIOraTa IL-2
npexacrasisier codori N118. B naHHOM TOKYMEHTE IOMOJIHUTENbHO ONMHUCAHbl KOHBIOraThl 1L-2,
rae mosnokeHue CTpykTypsl popmynsl (XVI) wm (XVID) mmm cmecn (XVI) u (XVII) B
AMHHOKHUCJIOTHOH MOCJen0BaTeNbHOCTH KoHbIoraTa 1L-2 npencrasnser coboit T122. B nanHOM
IOKYMEHTE JOIOIHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHne CTpyKTypbl GOpMyJIbl
(XVI) mwm (XVI) wmm cmecu (XVI) m (XVII) B aMUHOKHUCIOTHOH IOCIIENOBATEIBHOCTH
koHbtorara IL-2 mpencrasnser coboit S124. B naHHOM HOKYMEHTE IOIMOJHUTEIBHO OIMHCAHbI
koHbtorathl IL-2, rae nonoxxenue cTpyktypsl ¢popmydst (XVI) wnu (XVII) wnu emecu (XVI) u
(XVII) B aMHHOKHCIIOTHOM TOCIEN0BaTeNbHOCTU KOHBbIoTaTa IL-2 mpencrasnser codoit T130. B
HEKOTOPBIX BapHAHTaX OCYIIECTBJIEHUS B AAHHOM JOKYMEHTe omnucaH KoHbioorar IL-2, B
KOTOPOM COOTHOIIEHHE KOJINYecTBa CTPYKTYpsl (opmynsl (XVI) u KomuuecTBa CTPYKTYpbI
dopmyabr (XVII), comepskammxcsi B o0memM KomudecTBe KoHbtorara IL-2, cocraBisieT
npubnusuTensHo 1:1. B HEKOTOPBIX BapHaHTaX OCYIUIECTBJICHUS B JAHHOM JOKYMEHTE OIMHCaH
koHbtorar IL-2, B KOTOPOM COOTHOLIEHHE KOJHUeCTBa CTPYKTYypbl Gopmyasl (XVI) wu
KOJM4YecTBa CTPYKTYphI hopmyibl (XVII), comepskamuxcs B o0eM konudecTse KoHbrorara IL-
2, cocraBisier O6osee yem 1:1. B HEKOTOpPBHIX BapHaHTaxX OCYLIECTBICHHS B JAHHOM JTOKYMEHTE
onucaH KoHbiOrat IL-2, B KOTOPOM COOTHOIIEHHE KONIH4YecTBa CTPYKTYphl popmyinsl (XVI) u
KoJM4YecTBa CTPYKTYphI hopmyiisl (XVII), conepskamuxcs B o0meM koiudecTse KoHbrorara IL-
2, cocTaBjisieT MeHee yem 1:1.

B HekoTOpbIX BapHaHTax OCYLIECTBJCHUs B JAHHOM JOKYMEHTE OINHCaHbl KOHBIOTATHI
IL-2, conepskaimyie aMMHOKHCIOTHYIO nocneaosarenpbHocTs o SEQ ID NO: 3, npu stom no
MEHBbIIEH Mepe OJWH AMHMHOKHUCJIOTHBIM OCTAaTOK B KOHBIOTare IL-2 3aMEHEH CTPYKTypoHn
dopmynbl (XVI) umu (XVII) wmm emeceio (XVI) u (XVII), rme aMUHOKUCIOTHBIA OCTATOK B
SEQ ID NO: 3, koropsriii 3ameneH, BoiOpan 3 K8, H15, L18, D19, M22, N25, N87, V90, E99,
D108 B Bapmante N87R, N118, T122, S124 u T130, u rae n npencrasisier cOOOH LeI0e YUCIIO
ot 100 no nmpubnmsurensHo 1150, nmn ot npudnusurensuo 100 no npubnusurtensHo 1100, wmm

or mnpudmsurensHo 100 no mnpubnmsurensHo 1000, mnum or npubnmsurensHo 100 no
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npubnusutensHo 900, wnmm ot mpubmusurensHo 100 mo mpubmmsurensHo 750, WIM OT
npubnusutensHo 100 go npubmusurtensHo 700, wumm ot  mpubnmsurensHo 100 mo
npubnusutensHo 600, wnmmu ot mpubmusurensHo 100 mo npubmmsurensHo 575, wiam OT
npubnusutensHo 100 go mpuGmusurensHo 500, wmm  or  npuOmusurensHo 100 no
npubausutensHo 450, win ot npubnusurenbHo 100 10 NpHONU3NUTENHHO A0 NPUOIU3UTETHEHO
350, wm ot npubmmsurensHo 100 no npubnusurensHo 275, winu ot npudnusutensro 100 oo
npubnusutensHo 230, wimu ot mpubmusurensHo 150 nmo mpubmmsurensHo 475, WM OT
npubnusutensHo 150 no  mpubmusurensho 340, wiam ot mpuOnusurensHo 113 no

npubnusutensHo 340, wiu ot npubmusurensHo 450 no npubmmsurensho 800, MM OT

>

npubnusutensHo 454 o  mpubnusurtenbHo 796, wam ot npuOnusuTensHO 454 1o

npubnusutensHo 682, wim ot mpubmusurensHo 340 nmo mpubiamsurensHO 795, WM OT

npubnusutensHo 341 pgo  mpubnusutensHo 682, wiam ot mpuOnusuTensHO 568 1o
npubnusutensHo 909, wim ot mpubmusutensHo 227 o npubnmsurensHo 1500, wnim ot
npubnusutensHo 225 no npubmmsurensHo 2280, wim ot npuOmmsurensHo 460 1o
npubnusutensHo 2160, wmm ot npubmmsurenbHo 460 mo mpubmusurenbHo 2050, WM OT
npubnusutensHo 341 ngo npubmmsurensHo 1820, wim  or mnpubmmsurensHo 341 nmo
npubnusutensHo 1710, umm or nmpubmusurensHo 341 nmo mpuOmusurenbHo 1250, wmm oT
npubnusutensHo 225 ngo mnpubmmsurensHo 1250, wim  or nmpuOmmsurensHo 341 1o
npubnusutensHo 1250, mmm ot mpubmusurtensHo 341 no mpubGnusurensHo 1136, wmm ot
npubnusutensHo 341 o npuOmmsurensHo 1023, wnm  or npubmmsurensHo 341 1o

npubnusutensHo 910, wnmm ot npubmusurensHo 341 no npubmmsurensHO 796, WiIM OT

npubnusurensHo 341  go mpubmusurensHo 682, wmm ot npuOnusurensHo 341 no
npubausutenvHo 568, wnm ot mpubmusurensHo 114 no nmpubmmsurensro 1000, wnu ot
npubmmsutenvHo 114 no  mpubmusurensro 950, wmm ot npubmusurtensHo 114 no
npubmmsutensHo 910, wnu ot npubmusurensHo 114 po mpubmusurensHo 800, wmm ot
npubnusutensHo 114 no  npubnusurensho 690, wunum  or  mpubnmsurensHo 114 mo
npubIU3nuTENBbHO 575, B HEKOTOPBIX BapUaHTAX OCYIIECTBJICHUS B TaHHOM JOKYMEHTE OMUCAH
koubtorar IL-2, B kotopoM n B coenuHenusx ¢opmyn (XVI) u (XVII) npeacrasnsier coboi
LeJioe 4ncio, BeiOpanHoe u3 2, 5, 10, 11, 22, 23, 113, 114, 227, 228, 340, 341, 454, 455, 568,
569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, 1137, 1249,
1250, 1251, 1362, 1363, 1364, 1476, 1477, 1478, 1589, 1590, 1591, 1703, 1704, 1705, 1817,
1818, 1819, 1930, 1931, 1932, 2044, 2045, 2046, 2158, 2159, 2160, 2271, 2272, 2273, 2839,
2840, 2841, 2953, 2954, 2955, 3408, 3409, 3410, 3976, 3977, 3978, 4544, 4545, u 4546.

B HEeKoTOpBIX BapuaHTaX OCYINECTBJICHUS B JAHHOM JOKYMEHTE OMHCaHBbI KOHBIOTATHI
IL-2, conepskaiye aMMHOKUCIOTHYIO nocneaosatenbHocTh noa SEQ ID NO: 3, mpu aTom 1o
MEHBIIEH Mepe OAWH aMHHOKHMCJIOTHBIH OCTAaTOK B KoHblOrate IL-2 3ameHeH CTpyKTypou
dopmynsr (XVI) wmu (XVID) nm cmecsto (XVI) u (XVII), rae aMHHOKHMCIOTHBIN OCTAaTOK B
SEQ ID NO: 3, xotopslii 3ameHeH, BbiOpad u3 H15, u roe n npencrasiisier coOO# Lesoe Yucio
or mnpubnusurensHo 450 no mnpubmusurenpHo 800, wam or npubamsuTenbHO 454 10

npubnusutensHo 796, wnu ot npubmusurensHo 454 no mpubimsurensHO 682, WM OT
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npubnusuTensHo 568 no mpubmmsurensHo 909. B HEKOTOPBHIX BapHaHTax OCYIIECTBJICHHUS B
TaHHOM JIOKyMeHTe omucaH KoHbtoraTr IL-2, B koTopoMm n B coenuHeHusx ¢opmyn (XVI) u
(XVII) mpencrasisier coOoii menoe 4ucio, BeiOpanHoe u3 454, 455, 568, 569, 680, 681, 682,
794, 795, 796, 908, 909, 910, 1021, 1022, 1023, 1135, 1136, 1137 u 1249.

B HeKkOTOpBIX BapHaHTax OCYLIECTBIECHHs B JAHHOM JOKYMEHTE ONUCAHBl KOHBHOIATbI
IL-2, conepskamue aMHHOKUCIIOTHYIO nocienosarenbHocTh nox SEQ ID NO: 3, npu 3ToMm 1o
MEHbIIEH Mepe OJMH aMUHOKHUCJIOTHBIH OCTaTOK B KOHBbrOrare IL-2 3aMeHEH CTpyKTypoWu
dopmynbl (XVI) umu (XVII) wmm cmechro (XVI) u (XVII), roe aMUHOKUCIOTHBINA OCTaTOK B
SEQ ID NO: 3, xotopsiii 3ameHeH, BbiOpaH u3 H15, u raoe n npencrasiisier coOO Lieoe Yucio
ot mnpubnusutensHo 450 no mnpubmusurensHo 800, wium or npubmmsurenabHo 454 1O
npubnusuTensHo 796, wim ot npubmmsutenbHo 454 no mpuOmmsurensHo 682, WM OT
npubnusuTensHo 568 no mpubmmsurensHo 909. B HEKOTOPBHIX BapHaHTaX OCYIIECTBJICHUS B
JAaHHOM JIOKYMEHTe omucaH KoHbroraT IL-2, B KOoTOpoM n B coenuHeHHsx ¢opmyn (XVI) u
(XVII) mpencrasisier coboii nenoe 4ucio, BeiOpanHoe u3 454, 455, 568, 569, 680, 681, 682,
794, 795, 796, 908, 909 u 910.

B HekoTOpbIX BapHaHTax OCYLIECTBJCHUs B JAHHOM JOKYMEHTE OINUCaHbl KOHBIOTATHI
IL-2, conepskaimye aMUHOKHCIOTHYIO nocieaosatenpbHocTs o SEQ ID NO: 3, npu satom mno
MEHbIIEH Mepe OJWH AaMHHOKHUCJIOTHBIM OCTAaTOK B KOHBIOTare IL-2 3aMEHEH CTPYKTypoHn
dopmynbl (XVI) umu (XVII) wmm cvecero (XVI) u (XVII), rne aMUHOKUCIOTHBIN OCTaTOK B
SEQ ID NO: 3, xotopslii 3ameHeH, npexacrasisier codoit H1S5, u roe n mpencrasisier coboi
L[eJIO€ YUCTIO OT npubiu3uTeapbHo 450 no npubmmsurensHo 800, win ot npudau3uTenbHO 454 10
npubnusutensHo 796, wnu ot npubmusurensHo 454 no npubimmsurenbHo 682, WM OT
npubausutensHo 568 no mpubnusurenbHo 909. B HEKOTOPBIX BapuaHTaX OCYINECTBIICHHUS B
JaHHOM JOKyMeHTe omucaH Konbtorar IL-2, B kotopoMm n B coemuHeHusx (opmyrn (XVI) u
(XVII) mpencrasnsier coboii 1esioe 4ucio, BeiOpaHHOe u3 454, 455, 568, 569, 680, 681, 682,
794, 795, 796, 908, 909 u 910. B HeKOTOpPBIX BapuUaHTAX OCYLIECTBJIEHHS N COCTABISAET OT
npubnusutensHo 500 no mpubmmsurensro 1000. B HEKOTOpBIX BapHaHTax OCYLIECTBICHUS N
coctaBysieT oT mpubmmsurenbHo 550 no mpubnusurenbHo 800. B HEKOTOpBIX BapuaHTax
OCYIECTBIIEHHSI N COCTABIISIET MPHOIU3UTENBHO 681.

B HekoTOphIX BapuaHTax OCYILIECTBJIEHUs B JaHHOM JIOKYMEHTe omnucaH koHbrorat IL-2,
B KOTOpPOM TMoJiokeHHe CTpyKTyphl popmynel (XVI) u (XVII) wm cmecu dopmyn (XVI) u
(XVII) B aMHHOKHUCJIOTHOM TOCIeN0OBaTeIbHOCTH KOHBoTaTa IL-2, mpenycmarpusatomieit SEQ
ID NO: 4, BoiOpano u3 Al, P2, T3, S4, S5, S6, T7, K8, K9, Q11, L12, E15, H16, L18, L19, D20,
Q22, M23, N26, G27, N29, N30, Y31, K32, K35, T37, M46, P47, K48, A50, T51, E52, L53,
HS55, Q57, E60, E67, N71, Q74, S75, K76, N77, F78, H79, R81, P82, R83, D84, S87, N88§, 189,
V91, 192, 194, E95, K97, G98, S99, E100, T101, T102, F103, M104, C105, E106, Y107, A108,
D109, D109 B Bapuante N88R, E110, T111, A112, T113, E116, N119, R120, T123, S125,
Q126, S127, S130, T131, L132 u TI133. B naHHOM [OKYMEHTE [OIMOJHUTENIBHO OIMHCAHBI
koHbtorathl IL-2, rae nonoxkenue cTpyktypsl ¢opmydst (XVI) wmu (XVII) wnu cmecu (XVI) u

(XVII) B aMMHOKHUCIIOTHOM TocienoBarenbHocTn KoHbtorata IL-2 Beibpano u3z K9, H16, L19,
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D20, M23, N26, N88, V91, 192, L94, E95, K97, G98, S99, E100, D109 B Bapuante N88R,
N119, T123, S125, Q126, S127, S130 u T131. B naHHOM AOKYMEHTE AOMOJIHUTENBHO OMHCAHbI
koHbtorathl IL-2, rae nonoxxenue crpyktypsl ¢popmydst (XVI) wnu (XVII) wnu cmecu (XVI) u
(XVII) B aMMHOKHCIIOTHOM TOCenoBaTebHOCTH KoHbtoTaTa IL-2 BeiOpano u3z K9, H16, L19,
D20, M23, N26, N88, V91, E100, D109 B Bapmante N88R, N119, T123, S125 u T131. B
JAHHOM JIOKYMEHTE JOINOJHUTEIbHO ONucaHbl KOHbIOrathl IL-2, rae mosjoxeHue CTPYKTYpbI
dopmyabr  (XVI) wmm (XVI) wm cmecu (XVI) u (XVI) B aMHUHOKHUCIOTHOM
nocjenoBarenbHOCTH KoHbtorata IL-2 mnpeacrasiaser coboit K9. B nmanHOM pokymeHTe
JOTIOJTHUTEIPHO OMHCaHbl KOHBIOTAThI IL-2, Te monoxkeHune cTpykTypsl Gopmyinbl (XVI) wiun
(XVII) wnu cmecu (XVI) u (XVII) B aMUHOKHUCIOTHO!H MOC/IEAOBATEIbHOCTU KOHBIOraTa IL-2
npexacrasisier coboit H16. B naHHOM NOKyMEHTe JOMOJHHUTENBHO ONMHMCaHbl KOHBIOTATHI 1L-2,
rae mosnokeHue CTpykTypsl Gopmynsl (XVI) wm (XVID) mmu cmecun (XVI) u (XVII) B
AMHHOKHCJIOTHOM TOCJIENOBaTENIbHOCTH KOHbrorara IL-2 mpencrasnsier coboii L19. B nanaom
IOKYMEHTE JOIOJNHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHue CTpyKTypbl GOpMyIIbl
(XVD) wm (XVI) wm cmecu (XVI) m (XVII) B aMUHOKHUCIOTHOH IOCIIENOBATEIbHOCTH
koHbtorara IL-2 mpencrasmnsier coboit D20. B naHHOM NOKyMEHTE AOMOJHHUTEIBHO OIHCAHBI
KoHbtorathl IL-2, rae monoxkenue cTpyktypbl popmydst (X VI) wmu (XVII) wim ecmecu (XVI) u
(XVII) B aMMHOKHCIIOTHOH MOCIIeN0BaTeNbHOCTH KOoHBtoTaTa IL-2 mpencrasisier codoit M23. B
JAaHHOM JIOKYMEHTE JOMOJHHUTEIbHO ONucaHbl KOHbIOrathl IL-2, rae mojoeHue CTPYKTYpPbI
dopmynsr  (XVI) wmwm (XVI) wm cmecn (XVI) m (XVI) B aMHUHOKHUCIOTHOH
nocjenoBaTeNbHOCTH KoHbrorata IL-2 mpeacraBisier coboit N26. B naHHOM JOKyMeHTe
JOTIONIHUTEIBHO OMMCaHbl KOHBIOTaThl IL-2, rae nonoxkeHue cTpykTypel Gopmynsl (XVI) wnu
(XVII) mnmu cmecu (XVI) u (XVII) B aMHHOKHUCIOTHOH MOC/IEAOBATEIbHOCTU KOHBIOraTa IL-2
npezacrasjsier coboii N88. B naHHOM TOKYMEHTe JOMOJHHUTENbHO OMHMCaHbI KOHBIOTATHI 1L-2,
rae nojoxkeHue CTpykTypsl ¢opmynsl (XVI) wm (XVII) wmm cmecn (XVI) u (XVII) B
AMHHOKHUCJIOTHOM TOCJIEA0BaTeNIbHOCTH KOoHbtorata IL-2 mpencrasnser coboit VO1. B nanHom
JIOKYMEHTE JOTOJHUTENIBHO OMUCaHbl KOHBIOTAThl IL-2, rae mojokeHue CTPyKTypbl GOpMyJIbl
(XVI) wmu (XVI) wm cmecu (XVI) m (XVII) B aMHUHOKUCIOTHOH MOCIENOBATEIbHOCTH
koHbtorara IL-2 mpencrasmisier codoit E100. B naHHOM HOKyMEHTE IOMOJHUTENBHO ONMUCAHBI
KoHbIoTaThl IL-2, rae monoxenune cTpyktypsl ¢opmydst (XVI) wimu (XVII) wim cmecu (XVI) u
(XVII) B aMUHOKUCIIOTHON MOCIeN0OBaTeIbHOCTH KoHbtorata IL-2 npencrasisier codoit D109 B
Bapuante N8ZR. B naHHOM AOKyMEHTE MAOMOJHUTENBHO OMUCaHbl KOHbIOraThl IL-2, roe
nojoxenne CTpyktypel ¢opmyner (XVI) mmm (XVII) wmm cmecu (XVI) m (XVID) B
aMHHOKHUCJIOTHOH MOCJenoBaTeNnbHOCTH KoHbIoraTa IL-2 mpencrasisier coboit N119. B nanaoM
IOKYMEHTE JOIOIHUTENBHO OMHUCaHbl KOHBIOTaThl IL-2, rae monokeHne CTPyKTypbl GOpMyIIbl
(XVD) mm (XVI) wm cmecu (XVI) u (XVI) B aMHHOKHCIOTHOW TMOCIIEAOBATENbHOCTH
koHbtorara IL-2 mpencrasiser coboit T123. B naHHOM HOKyMEHTE IOTOJHUTENBHO OINHCAHBI
KoHbtorathl IL-2, rae monoxxenue cTpyktypsl ¢opmydsl (XVI) wmu (XVII) wniu emecu (XVI) u
(XVII) B aMUHOKHCIOTHON MocienoBarelbHOCTH konbtorata IL-2 npencrasnser coboit S125. B

AAHHOM AOKYMCHTC AOIOJHHUTCIbHO OIMMCAHbl KOHBIOTAThI IL—2, rac IMOJIOXKCHUE CTPYKTYPbI
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dopmynsr  (XVI) wmwm (XVI) wm cmecu (XVI) um (XVI) B aMHHOKHCIOTHOMH
NoCJieIoBaTeIbHOCTH KOHbIoTaTa IL-2 mpencrasisier coboit T131.

B nanHOM nokymeHTe omnmcaHbl KOHBrROraTel IL-2, comepskamue aMHUHOKUCIOTHYHO
nocnenosatenbHocTh oA SEQ ID NO: 3 unu SEQ ID NO: 4, npu 3ToM 110 MeHblIeH Mepe OfUH
AMHHOKHUCJIOTHBIM OCTaTOK B KOHBIOTraTe IL-2 3ameHen cTpykTypoit ¢popmyssl (XVI) nmm (XVII)
i cMmechro (XVI) u (XVII), roe n mpeacrasisieT coOoi Takoe LeI0e YUCIIO, YTO MOJIEKYJIsIpHast
macca (pparmentra PEG HaxonmutTcs B auamasoHe oT npubmmsurenbHo 1000 nmanbToH 110
npubnusuTensHo 200000 nanbToH, uiau oT npudm3uTenbHo 2000 TambTOH A0 MPHOIU3UTENBHO
150000 manmbToH, uau ot npudnusuTesHo 3000 nanbToH 10 npudnusutensHo 125000 nanbToH,
wii ot npubmusutensHo 4000 maneToH A0 npubnusutenbHo 100000 nameTOH, WM OT
npubnusuTensHo S000 nanbroH no npubnusutensHo 100000 1anbTOH, UM OT NMPHOIU3HTEIBHO
6000 manmeToH o mpudmusutenbHo 90000 nanbToH, Wik OT npudau3uTensHo 7000 DaNbTOH 1O
npubnusuTensHo 80000 manbToH, WU oT npubdau3uTensHo 8000 HajdbTOH O MPHOIU3HTEIBHO
70000 manbToH, wiu oT mpubmusutensHo 5000 maneroH no mpudmmsuTensHo 70000 manbToH,
wii ot npubmusutensHo 5000 manbToH 1m0 npubmmsutensHOo 65000 HAmBTOH, WM OT
npubnusutensHo 5000 maneToH no npudimmsurensHo 60000 1adbTOH, UM OT MPHOIU3HTEIBHO
5000 mampToH mo mpudmmsuTensHo S0000 maneToH, Wik OT npubausutenbHo 6000 KambTOH A0
npubnusuTensHo 50000 manbToH, Wiau OT npubausuTenbHo 7000 1anbTOH 10 MPHONIU3UTENBHO
50000 mameToH, wiu oT npubmusutenbHo 7000 ganbToH A0 mpubmusuTeabHo 45000 HanbTOH,
wii ot npubmusutensHo 7000 nmanbToH no0 npubmusutensHo 40000 DaneTOH, WM OT
npubnusutensHo 8000 mansToH no npudmmsurensHo 40000 1adbTOH, UM OT MPHOIU3UTEIBHO
8500 mampToH no mpudmmsuTensHo 40000 manbToH, WK OT npubiusutenbHo 8500 mambTOH 1O
npubausutensHo 35000 nanbToH, Wiu OT npubmusureabHo 9000 manbTOH 10 MPUOIM3HTENBHO
50000 manbToH, miu oT npubnusurenbHo 9000 mansToH 10 npubmmusnTensHo 45000 manmbTOH,
win ot npubmmsurensHo 9000 npanbToH A0 mpubamsurensHo 40000 mankTOH, WM OT
npubnusuTensHo 9000 manbToH 10 npudau3uTenbHo 35000 NaabTOH, WM OT MPHOIU3HTEIBHO
9000 maneToH o mpubau3uTebHo 30000 manbTOH, UK OT NMpUOIU3UTENFHO 9500 HaNbTOH M0
npubnusuTensHo 35000 nanbToH, WK OT mpubau3uTenbHO 9500 HambTOH 10 MPUOIH3UTETBHO
30000 manpToH, wiu OoT npudbnusureapbHo 10000 nangsToH po mpudnausutenbHo S0000 nanbToH,
wii ot npubmusutensHo 10000 maneroH 1m0 mpuOnmsurenbHo 45000 nDanmbTOH, WM OT
npubnusutensHo 10000 mampToH 1o npudamsureabrHo 40000 mambTOH, WM OT MPUOIU3UTEIHEHO
10000 manproH nmo mpubmmsuTensHo 35000 manmeToH, wiu ot npudmusutensHo 10000 manbToH
no mnpubmmsurensHo 30000 pmampToH, WM oT npuOmmsurensHo 15000 pmaneToH mO
npubnusuTensHo S0000 naneToH, WM oT mpudau3uTeabHo 15000 manbTOH 10 MPUOIH3UTETBHO
45000 mambToH, Win OT mpubmusuteabHo 15000 nanpToH Ao mpudausutensro 40000 nanbToH,
wii ot npubmusurensHo 15000 pmaneroH no mpubmmsurensHo 35000 manmbTOH, WM OT
npubnusutensHo 15000 maneToH 10 npudiamsurensHo 30000 anbToOH, UM OT MPUONIH3UTEIHHO
20000 manbroH no mpudmmsuTenbHo S0000 mambToH, Wiau ot npudausuTenbHo 20000 manbTOH
no npuommsuTensHo 45000 manpToH, Wi OoT npubmmsurenbHo 20000  mambTOH 1O

npubnusutensHo 40000 nanbToH, WK oT npubausuTenbHo 20000 1aabTOH A0 MPUOIU3UTENBHO



73

35000 nanpToH, win ot npudausutenbao 20000 naneToH no npubmmurensHo 30000 gansToH. B
JAHHOM  JIOKyMeHTe omnucaHbl KkoHbroratel IL-2, copepkamue  aMHHOKHCIOTHYIO
nocnenosatenbHOcTh oA SEQ ID NO: 3 unu SEQ ID NO: 4, npu 3ToM 110 MeHblIel Mepe OfUH
AMHHOKHUCJIOTHBIM OCTaTOK B KOHBIOTaTe IL-2 3ameHen cTpykTypoit popmyssl (XVI) nmm (XVII)
wm cmeceio (XVI) u (XVID), rae n mpencrasisier coO0# Takoe LeJ0e YUCIIO, YTO MOJICKYJISIpHAs
macca ¢parmenta PEG cocraBnsier mpubGnusutenbHo 5000 nanbron, npubmusutensHo 7500
nanbToH, npuonusuTensHo 10000 nanbToH, npubamsurensHo 15000 nanbToH, NPHONU3UTETBHO
20000 pmanpToH, mnpubmM3uTENbHO 25000 nmaneroH, mnpubmusuTeapHO 30000 maNBTOH,
npubnusutensHo 35000 manbToH, mpuOmusutenbHo 40000 nanbroH, mpubOmmsuTeasHo 45000
nanbToH, npuommsureabHo S0000 manbToH, npudnusutensHo 60000 nanbToH, MPUOTUIUTEITHEHO
70000 pmaneroH, mnpubmusutTenpHo 80000 nanbToH, mnpHOMM3HTENHHO 90000 HamBTOH,
npubnusuTensHo 100000 maneToH, mpubnausutensHo 125000 paneroH, npudnamsurensao 150000
nanbToH, npudbnusutenpbHo 175000 gansron wiu npudnusurensHo 200000 nameToH. B nanHOM
JOKYMEHTe omnucaHbl KoHbrOrathl IL-2, cozmepkalliue aMHHOKHCJIOTHYIO MOCJEI0BATENbHOCTD
nox SEQ ID NO: 3 unun SEQ ID NO: 4, npu 3TOM N0 MeHbIIeH Mepe OJUH aMUHOKHUCJIOTHBIH
ocratok B KoHbrorare IL-2 3amenen crpykrtyport ¢opmyner (XVI) nmm (XVII) mnu cMechio
(XVI) u (XVII), roe n mpexacrasisier coOOH Takoe LEI0€ YUCIO, YTO MOJIEKYJISIpHAs Macca
¢parmenta PEG cocrasnsier npudnmsurensio S000 manbToH, npudausutenbHo 7500 naiabToH,
npubnusutensHo 10000 manbToH, mpuOmusurenbHo 15000 nanbron, mpubmmsurensHo 20000
nanbToH, npuomm3uTenasHo 25000 nanbToH, npudamsurensHo 30000 nanbToH, MPUOIU3UTETHEHO
35000 nanpron, mpubmmsurensHo 40000 pmameroH, npubmmsutensHo 45000 MANBTOH WM
npubnusutensHo 50000 nanbTOH.

B HekOTOpBIX BapHaHTaX OCYLIECTBJICHUS B JAHHOM AOKYMEHTE ONHCAHbl KOHBHOIATbI
IL-2, conepskamue aMHHOKUCIIOTHYIO nocienosarenbHocTh nox SEQ ID NO: 4, npu 3ToM 1o
MEHbIIEH Mepe OIMH aMUHOKHUCJIOTHBIA OCTaTOK B KOHBrOrare IL-2 3aMeHEH CTpyKTypoWu
dopmynbl (XVI) umu (XVII) wmm cmechro (XVI) u (XVII), roe aMUHOKUCIOTHBINA OCTaTOK B
SEQ ID NO: 4 npencrasnsier coboii H16, m npencrasnser coboii nesoe uucio ot 1 1o 6, u n
MpeCTaBsieT COOOM IeNioe YUCIO OT mpuOau3uTeNbHo 450 mo mpubmusutensHo 800, uau oOT
npubnusutensHo 454 o npubnusurtensHo 796, wam ot npuOnusuTensHO 454 1o
npubnu3uTensHo 682, win ot npudam3uTensHO 568 no mpudmmsurensHo 909. B HEKOTOPBIX
BapHaHTaX OCYIIECTBJIEHUS B JaHHOM JOKyMeHTe omucaH KoHbtorat IL-2, B kOoTOpoM B
coenuneHusix ¢popmyn (XVI) u (XVII) m cocrapnsier 2, u n OpeACcTaBisseT cOOOM 1eJioe YUCIIO,
BbIOpaHHOe M3 454, 455, 568, 569, 680, 681, 682, 794, 795, 796, 908, 909, 910, 1021, 1022,
1023, 1135, 1136, 1137 u 1249.

B HekoTOpbIX BapHaHTax OCYLIECTBJICHUs B JAHHOM JOKYMEHTE ONUCaHbl KOHBIOTATHI
IL-2, conepskamye aMUHOKHCIOTHYIO nocneaosarenpbHocTs o SEQ ID NO: 4, npu stom mno
MEHbIIEH Mepe OJWH AaMHHOKHUCJIOTHBIA OCTaTOK B KOHbIOrare IL-2 3aMeHEH CTpPyKTypoHn
dopmynbl (XVI) umu (XVII) wmm cvecero (XVI) u (XVII), rme aMUHOKUCIOTHBIN OCTaTOK B
SEQ ID NO: 4, xotopslii 3aMeHeH, npencrasisier coboit H16, u rne m mpexacrasisier coboit

1enoe 4ucio or 1 no 6, u n mpencrasisier coOoM 1enoe 4yuciao ot npudnusutensHo 450 no
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npubnusutensHo 800, wimm ot mpubmusurensHo 454 nmo mpubOmmsurensHO 796, WM OT
npubnusutensHo 454 o npubnusurensHo 682, wumm ot npuOnusurensHO 568 1o
npubnusuTensHo 909. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHUS B JAHHOM JOKYMEHTE ONHCaH
koHbtorat IL-2, B koTtopoM B coemuHeHmsx ¢opmya (XVI) u (XVII) m cocrasusier 2, u n
npezacTasisier coboil Lenoe 4ncio, BeiOpanHoe u3 454, 455, 568, 569, 680, 681, 682, 794, 795,
796, 908, 909 u 910.

B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUS B JAHHOM JOKYMEHTE ONUCaHbl KOHBOIATbI
IL-2, conepskamue aMHHOKHCIOTHYIO nocnenosarenbHocTh o SEQ ID NO: 4, npu sTom 1o
MEHbLIEH Mepe OJWH AMMHOKHCJIOTHBIM OCTAaTOK B KOHBIOTare IL-2 3aMeHEeH CTpPYyKTypoi
dopmynbl (XVI) umu (XVII) wm cmechro (XVI) u (XVII), roe aMUHOKUCIOTHBIA OCTATOK B
SEQ ID NO: 4, koropblii 3aMeHeH, npencTasisier coboit E61, u rme m npencrasisier coboi
1esoe 4ucio ot 1 1o 6, U n mpeacTaBisier cOOOW LeNIoe YHUCIO OT MpUOIM3uTEabHO 450 110
npubnusutensHo 800, wimm ot mpubmusurensHo 454 no mpubmmsurensHO 796, WM OT
npubmmsutensHo 454 no  mpubmusurtensHo 682, wiam  or  npuOnmsHTensHO 568 1o
npubnusuTensHO 909. B HEKOTOPBIX BapuUaHTaX OCYIIECTBJICHUS B JaHHOM JOKYMEHTE OMHUCAH
koHbtoratr IL-2, B koTOopoM B coemuHeHHsx Gopmyn (XVI) u (XVII) m cocrasusier 2, u n
NpeCTaBsieT COOOM 1eoe Yucio, BeiOpanHoe u3 454, 455, 568, 569, 680, 681, 682, 794, 795,
796, 908, 909 m 910. B HEKOTOpPBIX BapuUaHTaX OCYLIECTBJIEHUsI N COCTaBJSIET OT
npubnusutensHo 500 no mpubmmsurensro 1000. B HEKOTOPBIX BapHaHTax OCYLIECTBICHUS N
coctaBysier oT npubmmsurenbHo 550 mo mpubmusurensHo 800. B HeKOTOpBHIX BapuaHTax
OCYIIECTBJIEHHSI N COCTABIISIET MPUOIU3UTENBHO 68 1.

B naHHOM nOKyMEHTE ONHMCaHbI CIIOCOOBI JIEUEHHs] ayTOMMMYHHOIO 3a0O0NeBaHMS Y
CyObekTa, BKJIOYAIOIINE BBEAEHHE HYXKAAOLWEMYCsl B 3TOM CYOBEKTY TeparneBTHYECKU
3¢ dekTUBHOrO KoNMMuecTBa KOHbIoraTa IL-2, OMMCaHHOrO B JAaHHOM AOKyMeHTe. B maHHOM
AOKYMEHTEe AOIMOJHUTENBHO ONMHCAHBI COCOOBI, TAe ayTOMMMYHHOe 3a0osieBaHHe BHIOPAaHO U3
TPYIIBI, COCTOSIIIEN M3 peakuuu "TpaHcmuiaHtaT npotuB xo3simHa" (GVHD), arommueckoro
nepmaruta, Oonesnn KpoHa, o4aroBoi ajomnernuu, ayrTOMMMYHHOH T€MOJUTHYECKOW aHEMHH,
AyTOMMMYHHOTO TeTaTHTa, AePMaTOMHO3UTa, Aradera 1 Thma, FOBEHWIbHOTO/IETCKOro auadera
1 Tuna, FOBEHWIBHOTO MIMOMATHYECKOTO apTpuTa, MioMepyioHedpura, OonesHu I'petisca,
cuapoma ['miieHa-bappe, HIUONATHUECKOH TPOMOOLUTONEHMYECKOH MypHyphl, TSDKEION
MHACTEHHH, PACCESHHOTO CKJepo3a, mnemouryca/nmeMmpuronia, TMEPHULMO3HON aHEMHUH,
Y3€JIKOBOTO MOJHAPTEPUUTA, MOJUMHUO3NTA, NMEPBUYHOTO OMIMAPHOTO XOJAHTHTA, NMEPBHYHOTO
OunmapHOro 1Mppo3a, HeankoronbHoro crearorenaruta (NASH), mcopuasa, peBMaTOMZHOTO
aprpura, ckiueponepmuu, CREST-cungpoma, cungpoma Illerpena, cucteMHON KpacHOM
BOJTYaHKH, THPEOWINTA, YBEUTA, BUTHIIIUTO, rpaHyjiemaro3a BereHepa, Oomesnu AnmgucoHa
(HaaMOYEYHNKOBON HEAOCTATOYHOCTH), THPEOMANTA XalINMOTO, ayTOMMMYHHOIO TelaTHTa,
6ecrmonuss, ANCA-accomMUpOBaHHOTO BAaCKYJINTA, IICOPUATHYECKOTO apTPHUTA, LENHAKUH,
S3BEHHOTO KOJIMTA, CKJIEPO3HpYIoLIero juiias u Oone3Hun bexuera. B nmanHOM nokymeHTe
JOTIONTHUTENIBHO OIHCAaHbI CIOCOOBI, I7le ayTOMMMYyHHOe 3a00jeBaHHEe BBIOPAHO W3 TPYIIIHL

cocTosALIeH U3 peakuuu "TpaHcruaHTat npotus xo3suHa" (GVHD), aronnueckoro nepmarura,
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6one3nn Kpona, nuabera 1 Tuma, paccessHHOrO CKJIEpPO3a, PEBMATOMAHOTO aAPTPHUTA, TSDKEIOH
MHACTEHHH, MEPBUYHOrO OMIIMApHOro LUppo3a, HeamkorospHoro crearorenarura (NASH),
rJIOMepyJIoHe(ppUTa, UANOMATHIECKOH TPOMOOLIUTONEHMYECKON MypIyphl, CHCTEMHON KPacHOM
BouaHky, ckiaepoaepmuyn, CREST-cunapoma, mncopuasa, Lenuakuu, S3BE€HHOIO KOJIUTA,
nem¢uryca, nCOpHATHYECKOro apTpura u Oecruionusi. B HaHHOM NOKyMEHTE OMOJHHUTEBHO
OMHUCaHBl CIMOCOOBI, TINe ayTOMMMyHHOe 3a0ojieBaHUE TMpencTaBisieT CoOOH  peakiuio
"TpaHcmiaHTaT npoTuB xo3suHa" (GVHD). B naHHOM HOKyMEHTE JOMOJHUTEIbHO OIMHCAHBI
crocoObl, IJIe ayTOMMMYHHOE 3a00JieBaHUE MPEACTABIsET COOOW aTONMUYecKHil aepMaTuT. B
JAHHOM JTIOKYMEHTE JOIMOJIHUTENIbHO OIMMCAHbl CHoCcOObl, Ile ayTOMMMYyHHOe 3aboieBaHue
npencrasisier codoit 6onesHs Kpona. B naHHOM TOKyMeHTe NOMOJHUTEIbHO OMUCAHbBI CIIOCOOBI,
I7ie ayTOMMMYHHOE 3a0oJyieBaHue mpencTaBisieT coboil nuader 1 tuna. B maHHOM nOKymeHTe
JOTIOJTHUTEIPHO OIMUCAHbI CIIOCOOBI, TIe ayTOUMMYyHHOe 3a0ojieBaHHE MpPenCTaBisieT COOOM
paccesHHBIA CKJepo3. B JaHHOM [OKYMEHTE [ONOJHUTENbHO OIMHUCAHBI CIIOCOOBI, Tne
ayTOMMMYHHOE 3a00JieBaHHE TPEACTaBIsIeT COOOW pPEeBMATOMAHBIA apTpuT. B  naHHOM
TOKYMEHTE JOTMOJHUTEIBHO OMHMCAHBI CIIOCOOBL, TA€ ayTOMMMYHHOE 3a00JIeBaHHE MPENCTABIISET
co0OW TSDKENYI0 MHACTEeHHIO. B TaHHOM JOKYMEHTE IOMOJHUTENBHO OMHMCAHBI CIOCOOBI, Te
AyTOMMMYHHOE 3a0OJieBaHUE TPEIACTaBsieT COOOW MepPBUYHBIA OMIMAPHBIA XOJAHTUT WJIH
NePBUYHBIN OMIHapHBIA IUPPO3. B JaHHOM TOKYMEHTe OMOIHUTENBHO OMHCAHBI CIIOCOOBL, Ie
ayTOMMMYHHOe 3a00JieBaHUe TIpeACcTaBisieT cobol HeankoroapHb creatorenatut (NASH). B
JAHHOM JIOKYMEHTE JOTIOJIHUTENIbHO OIMCAHBbl CIOCOOBI, IZle ayTOMMMYyHHOE 3a0oieBaHue
npeacTaBisier coOoi riomepyinoHedppur. B naHHOM AOKYMEHTE MONOJHHUTEIBHO OIHCAHBI
crioco0bl, TAe ayTOMMMyHHOe 3a0oieBaHUE TPEACTaBisAeT COOOH  MIUONATHYECKYIO
TPOMOOLIUTONIEHUYECKYIO MypIypy. B 1aHHOM ITOKYMEHTE NOMONHHUTENBHO ONMUCAHBI CIIOCOOBI,
rIe ayTOMMMYyHHOe 3a0oNieBaHUE NpenCTaBisieT COOOM CHCTEMHYIO KpPacHYH BOJYaHKY. B
JaHHOM JIOKYMEHTE JOIMOJIHUTENIbHO OINUCAHBI CHOCOOBI, IZle ayTOMMMYHHOE 3a00ieBaHHe
npeAcTaBysieT coOO CKIepoaepMuro. B TaHHOM TOKYMEHTE OTOHUTENBHO OMMCAHBI CIIOCOOBI,
r7e ayrTouMMyHHOe 3aboneBanue npeacrasisier coboiit CREST-cuanpom. B nanHOM nOKyMeHTe
JOTIOJTHUTEIPHO OIMUCAHbl CIIOCOOBI, TIe ayTOMMMYyHHOe 3a0ojieBaHHE MpPenCTaBisieT COOOM
Oecruionne. B maHHOM JOKYMEHTE IOTIOJIHUTENBHO OMMCAHBI CHOCOOBI, rae KoHbrorar IL-2
BBOJIAT HYKJAIOIIEMYCsI B ’TOM CYOBEKTY OZIMH Pa3 B HEZIEIIO, OAMH Pa3 B IBE HEIEINH, OMH Pa3
B TPU HEAENU, OJUH pa3 B 4 HeAenu, OAUH pa3 B 5 Helenb, OAUH pa3 B 6 Helelb, OAUH pa3 B 7
Henesb WM ONIMH pa3 B 8 Henenb. B JaHHOM OKYMEHTE AOMOJHUTEIBHO OMUCAHBI CIOCOOBL, Ie
KOoHbIOTaT IL-2 BBOIAT HY)XKOAIOIIEMYCSl B 3TOM CYOBEKTY OAMH pa3 B HENENIO, OAUH Pa3 B JIBE
Helenu, OAMH pa3 B TpU HeNenu, WIM OIMH pa3 B 4 Hexenu. B paHHOM JOKyMeHTe
TOTIONTHUTENBHO OIUCAaHbl CIOCOOBI, rae KoHboraT IL-2 BBOAAT HYXXKOAOIEMyCs B 3TOM
CyOBeKTy OAMH pa3 B HEAEN0. B MTaHHOM JMOKYMEHTE JOMOJHUTENbHO OMHCAHBI CIIOCOOBI, rae
KOHbIOTaT IL-2 BBOZAAT HYKAAIOLIEMYCsl B 3TOM CYOBEKTY OIUH pa3 B ABE Henenu. B maHHOM
JIOKYMEHTE JONOJHUTENBHO OIMHUCAHbI CIIOCOOBI, rae KOHbIoTaT IL-2 BBOAST HY’>KAAOIIEMYyCs B
3TOM CyOBEKTY OJUH pa3 B TPH HeAenu. B HaHHOM JOKyMEHTE MOIOIHHUTENBHO OINHCAHBI

crnoco0pl, rae KoHbrorat IL-2 BBOAST HYKAAIOLIEMYCS B 3TOM CYOBEKTY OAMH pa3 B YEThIpe
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Henenu. B TaHHOM JOKYMEHTE JOMOJHUTENBbHO OMHMCAaHBbI CIIOCOOBI, TA€ y HYXKAAKOLIErocs B
5TOM CyOBEKTa ONpeneNeHO HaJuure MOBBIIEHHONH KOHLIEHTPAMH PEeBMATOMIHOTO (hakTopa B
KPOBHU CYyOBEKTa 10 BBEEHHSI CYyOBEKTY TeparneBTUIeCKH 3(p(EeKTUBHOIO KOJUUECTBA KOHBIOTATa
IL-2. B pmaHHOM JOKYMEHTE JONOJHUTENbHO ONHCAHbI CHOCOOBI, TIJi€ IOBBILIEHHAS
KOHLIEHTPALUsI PEBMATOMIHOTO (pakTopa B KPOBU CyObEKTa COCTaBIseT MpuUOMM3HTENbHO 14
ME/vMn wim Bbime win npuOnusutensHo 15 ME/mMn wnm Bbime. B maHHOM 1DOKyMeHTe
JOMOJHUTENIBHO OMMCAHbI CIIOCOOBI, I71e MOBBIEHHAs KOHLEHTPALMs PEBMATOMIHOTO (hakTopa
B KpOBH cyObekTa cocrasisier npuOamsurenbHo 14 ME/mn unu Beiie. B 1aHHOM TOKyMeHTe
JOTIOJTHUTEIBHO OIMUCAHBI CIIOCOOBI, T/1€ MOBBILICHHAS KOHLIEHTPALMSI PEBMATOHIHOTO (haKkTopa
B KPOBU CyOBeKTa cocTapisier npuomusuTenbHo 15 ME/Mi unu Bblme.

B nmaHHOM JOKyMEHTE€ ONHCaHbl CIIOCOOBI JICUEHHs PEBMATOMIHOTO apTpuTa Y
HYJKIAIOIIErocss B 3TOM CyObekTa, BKJIIOYamOIIue: (a) OmpenesieHue KOHIICHTPAIUH
peBMaTOHIHOTO (akTopa B KpoBH CyObekTa U (b) BBEAEHHE HYXNAIOLIEMYCSI B 3TOM CYOBEKTY
TepaneBTHUeckn 3(dexTuBHOrOo KommuecTBa KoHbrorata IL-2, ommcaHHOrO B JIaHHOM
JOKYMEHTE, €CJTH KOHIIEHTPAIUsI PEBMAaTOUIHOTO ()aKTOpa B KPOBU CYOBEKTa COCTaBJIsieT OoJiee
gyeM npubnmsurensHo 14 ME/Min. B naHHOM TOKYMEHTE TOTIOTHUTENBHO OMMCAHBI CIIOCOOBL, TAe
TepaneBTHUeCKH 3(dexTrnBHOE KOMMuecTBO KOHbIOorara IL-2 BBOASAT HYXKIAIOIIEMYCS B 3TOM
CyOBEKTY, €CIM KOHLIEHTPALHsI PEBMATOMAHOIO (pakTopa B KPOBU CyOBEKTa COCTABISIET Ooiee
yeM npubnusurtensHo 15 ME/mi.

B nmaHHOM J[OKyMEHTE ONHMCaHbl CIIOCOOBI JIEUEHHMs PEBMATOMIHOTO apTpuTa y
HY>KZIAIOIIEroCsl B 3TOM CyObEKTa, BKIIIOYAIOIIUE BBEACHHE HYXKAAIOLIEMYCsl B 3TOM CyOBEKTY
TepaneBTHuecku 3(dexTuBHOro KommuecTBa KoHbrorara IL-2, omnucaHHOrO B JIaHHOM
JIOKYMEHTE, €CJIA OINpPEAEIeHO, YTO KOHLEHTPALUsl PeBMATOUIHOTO (akTopa B KPOBU CyOBEKTa
cocTaBiisieT Oojiee yem npudnmuzuresbHo 14 ME/mit.

B 1aHHOM JOKYMEHTE ONMCaHbl CIIOCOOBI JIEYEHUS pPEBMATOMOHOTO apTpUTa Y
HY KZAIOIIEroCsl B 3TOM CyObeKTa, BKIIOYAIOI[HE BBEACHHE HYKAAIOLEMYCSl B 3TOM CYOBEKTY
TepaneBTHueckn S(dexTruBHOrO KomMuecTBa KoHbiorata IL-2, OMMCAaHHOrO B JaHHOM
JIOKYMEHTE, €CJIH ONPEAEICHO, YTO KOHLEHTPALUs PEBMATOMIHOTO (hakTopa B KPOBU CyOBeKTa
coctaByisier Oojnee yeM mpubmmsutenbHo 15 ME/mMn. B naHHOM JOKYMEHTE IOIMOJHUTEIBHO
NPEAYCMOTPEHbI CHOCOOBI, TAE€ y HYKAAIOWErocsi B 3TOM CYOBEKTa OMNpENeNieHO HaJH4yue
AHOMAJTbHOM CKOpocTHu ocenanust putporutoB (ESR) cormacHo pesynbraTtam TecTa 10 BBEACHHUS
CyOBbeKTy TepaneBTH4ecKH 3P PeKkTHBHOrO KomuuecTBa KoHbtorara IL-2. B naHHOM nOKymeHTe
JOTIONTHUTENIBHO OIUCAHbI CIOCOOBI, TA€ Yy CyObeKTa ONpeneieHO HajJndue aHOMAaJbHON
ckopoctu ocenanus spurpouutoB (ESR) cormacHo pesyibpraTtam Tecta ¢ IPUMEHEHHEM METOZA
ONpeneNeHus CKOpocTH 1o BecreprpeHy 10 BBeeHHs CYOBEKTYy TepaneBTHUECKH
s¢pexTuBHOrO KonmmuecTsa KoHbtorata IL-2. B maHHOM HOKYMEHTE IOTOJIHUTENBHO OMHCAHBI
croco0bl, r7ie y cyObeKTa ONpeAeIeH0 HaIUIie aHOMAJIbHOW CKOPOCTH OCEIaHMs 3PUTPOLIUTOB
(ESR) cormacHO pesyiaprataM TecTa C NPUMEHEHHEM METONa OINpeNeNeHUs CKOPOCTH II0
BunTtpoOy 1o BBeneHus cyObekTy TepaneBTudecku 3¢ (HeKTHBHOro KonudecTna KoHbrorara IL-2.

B nmaHHOM HOKyMEHTE MOMOJHHUTENBHO MPEeNyCMOTPEHBI CIOCOOBI, Ilie CYOBEKT MPEACTaBIIseT
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co0oli JkeHIIMHY B Bo3pacTte 10 50 JeT u XapaKTepu3yeTcsi CKOPOCTHIO OCENaHUsI SPUTPOLIUTOB,
u3MepeHHo! no Merony Becreprpena, cocrasisitomieit Oonee yem npubnuszurensHo 20 mv/a. B
JAHHOM JIOKYMEHTE JOMOJHUTENBbHO NPEAYCMOTPEHBI CIOCOOBI, TAe CYOBEKT INpPenCTaBIseT
coOoli >keHIIMHY B Bo3pacte Oomnee 50 5er M XapakTepU3yeTcs CKOPOCTBIO OCENaHHs
SPUTPOLIUTOB, M3MEPEHHOH 1O Merony Becreprpena, cocraBmsomed Oonee  uem
npubausutensHo 30 MM/4. B 1aHHOM DOKYMEHTE JOMOJIHUTEIBHO MPEAyCMOTPEHBI CIIOCOOBI,
rae cyObeKkT mpencraBisieT coOOW MyXUuMHYy B Bo3pacte a0 S50 Jer W XapakTepu3yercs
CKOPOCTBIO OCEIaHUsl SPUTPOLIUMTOB, U3MEpPEeHHOH mo Meroay Becreprpena, cocrasisrouiei
Oonee yem mpuOIM3uTENbHO 15 MM/4. B maHHOM NOKyMEHTE IOMOJHHUTEIBHO MPEAYCMOTPEHBI
crocoObl, The CyOBeKT TmpencraBisier coOOW MyKuMHYy B Bo3pacte Ooyee S50 jer wu
XapaKTepU3yeTcsi CKOPOCThIO OCENaHUsl 3PUTPOLIUTOB, U3MEPEHHON nmo Mmeroay Becreprpena,
cocrapysiroliet 6onee 20 Mm/4. B JaHHOM JOKYMEHTE JOMOJHUTENBHO MPEIyCMOTPEHBI
crocoObl, rae cyObekT mpencrasisier codoil pebeHka U XapaKTepU3yeTcsi CKOPOCTHIO OCETaHMSI
SPUTPOLUTOB, HW3MEPEHHOW 1o Merony BecrteprpeHa, cocrasisiromeli  Oonee  uem
npubnusuTensHo 10 Mm/4.

B naHHOM NOKyMEHTE ONMHMCaHbI CIIOCOOBI JICUEHHsS] ayTOMMMYHHOTO 3a0O0NeBaHHSA Y
HYKIAIOIIErocss B 3TOM CyObeKTa, BKIOHaromue: (a) OonpenesieHHe CKOPOCTH OCEHaHHs
sputpountoB (ESR) y cyOpekta u (b) BBemeHue HyKmarOmemycs B 3TOM CyOBEKTY
TepaneBTHueckn 3(dexTruBHOrO KommuecTBa KoHbrOorara IL-2, ommcaHHOrO B JIaHHOM
NOKyMeHTe, ecnu ompeneneHo, uyto ESR sBnsercs anomanbHONW. B naHHOM nokymeHTe
TOTIONTHUTENIBHO OIHCAHbI CIOCOOBI, TA€ Yy CyObeKTa ONpeneieHo HaJndue aHOMAaJIbHON
ckopoctu ocenanus spurpouutoB (ESR) cornmacHo pesysnbraTtam TecTa ¢ IPUMEHEHHEM METOAa
onpeneneHust ckopoctd no BuHTpoOy. B naHHOM HOKYMEHTE IOMOJNHHUTENbHO OIMUCAHBI
crocoObl, e y cyObeKTa OmnpenesieH0 HaIN4ie aHOMAJIbHOH CKOPOCTH OCENaHUsl SPUTPOLIUTOB
(ESR) cormacHO pesynpraTaM TecTa C NPHUMEHEHHEM METOZa OIpEeAeNieHHUs CKOPOCTH IO
Becreprpeny. B nmaHHOM JOKyMEHTE JOMOJHHUTENBHO OIHUCAHBI CIOCOOBL, Trae CyOBeKT
MpeCTaBIsieT COOOM KEHIMMHY B Bo3pacTe 10 S0 JIeT U XapaKTepu3yeTcsi CKOPOCThIO OCEIaHMsI
SPUTPOLIUTOB, HW3MEPEHHOW 1o Merony BecrteprpeHa, cocraeisiromiedi  Oonee  uem
npubnusutensHo 20 MM/4. B JaHHOM JTOKYMEHTE JOMOJHHUTENBHO OIUCAHBI CIOCOOBI, Te
CyOBeKT mpencraByisieT coOOil JKEeHIIMHY B Bo3pacte Ooyiee S50 JeT U XapakTepu3yeTrcs
CKOPOCTBIO OCE€IaHUsl SPUTPOLUTOB, U3MEPEHHONW MO MeToAy BecreprpeHa, cocTaBistolieit
bonee uwem mnpubOmmsurenpHo 30 MM/4. B 1aHHOM JOKYMEHTE IOIOJHUTENIBHO OIHCAHBI
croco0bl, TIe CyOBEKT MpeacTaBisieT coO00i MyKUnHY B Bo3pacte 10 S0 JIeT U XapakTepusyercs
CKOPOCTBIO OCE€IaHUsl JPUTPOLIUMTOB, U3MEPEHHONW MO MeToAy BecreprpeHa, cocraBisroulieit
Oonee uwem mnpuOmM3UTENHPHO 15 MM/4. B naHHOM [OKYMEHTE MOMOJIHUTENBHO OIHCAHBI
cnoco0pl, TAe CyOBeKT mpeacraBiIsieT coOOH My»X4MHYy B Bospacte Oomee 50 ner wu
XapaKTepU3yeTCsi CKOPOCTbIO OCENaHUs 3PUTPOLMTOB, U3MEPEHHOI nmo meroay Becreprpena,
cocrasisitonieit bosee 20 Mm/4. B aHHOM JOKyMEHTE JOMOJHUTENBHO OMUCAHBI CIIOCOOBI, Te
CyOBEKT mpeacTaBiisieT co0ol pedeHKa U XapaKTepU3yeTcsi CKOPOCTBIO OCENaHUsl SPUTPOLIUTOB,

u3MepeHHol no Metrony Becreprpena, cocrasistomieii Oonee ueM npubmusurensuo 10 mv/u. B
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TAaHHOM JOKYMEHTE JOMOJHHUTEIBHO MPEAYCMOTPEHbI CIOCOOBI, I/ie V HYKAAIOLIET0oCs B 3TOM
CyObeKTa OINpeneseHO HaJW4yhe IMOBBIIIEHHON KoHuUeHTpauuu C-peaktuBHoro Oenka (CRP) B
KPOBHU CYyOBEKTa 10 BBEEHHSI CYyOBEKTY TeparneBTUIeCKH 3(p(EeKTUBHOIO KOJUUECTBA KOHBIOTATa
IL-2. B naHHOM JOKyMEHTE IOMOJHUTEIHbHO OMHCAHBI CIIOCOOBI, I/I€ y HYKIAIOIErocs B 3TOM
cyOpekTa ompeneneHo Hanmnuue koHHeHTpanun C-peaktusHoro Oenka (CRP) B kposwy,
cocraBisiroumiei O6omee 10 Mr/n, 10 BBemeHHs] CyObeKTy TepamneBTHUeCKH 3(PQPEKTHBHOIO
KoJu4ecTBa koHbrorara IL-2.

B naHHOM JOKyMEHTE OMHCaHbI CIOCOOBI JICYEHHsS] ayTOMMMYHHOTO 3a0O0JieBaHHS Y
HYJKIAIOIIErocss B 3TOM cyObekTa, BKmouaromue: (a) omnpenejeHve koHueHtpamuu C-
peaktuBHoro Oenka (CRP) B kpoBu cyObekTa 1 (b) BBeIEHHE HYKIAIOIIEMYCsI B 3TOM CYOBEKTY
TepaneBTHUeckn 3(dexTuBHOrOo KoymuecTBa KoOHbIOrata IL-2, ONMCAaHHOrO B JaHHOM
IOKYMEHTe, eClH ompeneneHo, 4yro koHueHtpauus C-peaktuBHoro Oenka (CRP) B kposu
CcyObeKTa SIBJSIETCS aHOMAJIbHOH. B TaHHOM JOKyMEHTE HONOJHHUTEIBHO OMUCAHBI CIIOCOOBI, Te
y HYKAQIOLIETroCs B 3TOM CyOBEKTa ONpeAesieHO HaTnune KOHIEeHTpaun C-peakTHBHOrO Oeka
(CRP) B kpoBm, cocraBisoueit 6onee 10 mr/n, mo BBemeHUs CYOBEKTY TepareBTUYECKH
s¢dexTuBHOrO KOTMUECTBA KOHBIOTATa IL-2.

B nmaHHOM [OKyMEHTE€ OmNHCaHbl CIIOCOOBI JICUEHHs PEBMATOMIHOTO apTpuTa Y
HY’KIAIOIIErOoCss B 3TOM CyOBEKTa, BKIIIOYAOIUE: (a) OnpeneeHre KOHLUEHTPALUU aHTUTE K
UKInYeckoMy nutpyauHoBomy nentuny (antuten k CCP) B kpoBu cyOnekra u (b) BBeneHHE
HY>KZIAIOILIEMYCs B 3TOM CYOBEKTY TepamneBTHYecKd 3((HEeKTUBHOrO KONn4ecTBa KoHbrorara IL-
2, OMHMCAHHOTO B JAHHOM JOKYMEHTE, €CIIH OMNpPEIENIeHO, YTO KOHLEHTPaLUs PEeBMAaTOUIHOIO
¢dakTopa B KpOBH CyObEKTa SIBISIETCS aHOMAJbHOH. B NMaHHOM MOKYMEHTE MOMOJHHUTENBHO
OIUCAaHBI CIOCOOBI, TAe TepaneBTHYeCKHu >(PQPEeKTUBHOE KOJNYECTBO KOHBIorara IL-2 BBOIAT
HYKIAIOLWEMyCss B 3TOM CyOBEKTy, €Cli ONpeNeNieHO, YTO KOHLEHTPALMUs AaHTHTeN K
LUKJInYecKkoMy utpynuHoBoMy nentuay (anturen k CCP) B kpoBu cyObekTa cocTaBisieT boee
yem npubnusutenbHo 20 ME/mi.

B nmaHHOM JOKyMEHTE OIHCaHbl CIIOCOOBI JICYEHHs PEBMATOMIHOTO apTpuTa Y
HY KZAIOLIEeroCss B 3TOM CYOBEKTa, BKIIIOYAIOIUE BBEACHUE HYKAAOINEMYCS B 3TOM CYOBEKTY
TepaneBTHuecku 3(dexTuBHOrO KomMuecTBa KoHbrorata IL-2, OmNMCaHHOrO B JaHHOM
IOKYMEHTE, €CIIH OMPENENIeHO, YTO KOHLIEHTPALMSI aHTHTEN K LUKIMYECKOMY LUTPYIHHOBOMY
nentuny (anturen k CCP) B KpoBH CyOBEKTa SBISIETCS aHOMAJIBHOM.

B nmaHHOM 1OKyMEHTE OIMMCaHbl CIIOCOOBI JICUEHHs] PEBMATOMAHOIO apTpHUTa Y
HY KZIAIOIIEToCsl B 3TOM CYOBEKTa, BKIIFOYAIOIUE BBEACHHE HYXKAAKOIIEMYCsl B 3TOM CyOBEKTY
TepaneBTHUecKn 3(dexTuBHOrOo KommuecrBa KoHbrorata IL-2, ommcaHHOrO B JIaHHOM
TOKYMEHTE, €CIIH OMPENENIeHO, YTO KOHLIEHTPALMS aHTUTEN K [UKIUYECKOMY LUTPYJIHHOBOMY
nentuny (anturen Kk CCP) B kpoBu cyOwbekTa cocraBisier Oojiee deM npuOmm3uTenbHo 20
ME/mn. B naHHOM [OKYMEHTE [ONOJHUTENBbHO OMHCAHBbI CIOCOOBI, I7i€ ayTOMMMYHHOE
3a0oneBaHue MpencTaBisieT coOoi rcopua3. B maHHOM AOKYMEHTE OTOJHUTENBHO OMHCAHBI
croco0bl, TJe ayTOMMMYHHOE 3a0ojieBaHHME IpencTaBisieT coOoi nenuakur. B maHHOM

AOKYMEHTE OOIMOJIHUTCIIBHO OIMNCAHbI CHOCO6bI, rapc ayTouMMyHHOEC 3a00J1eBaHHE npeaCTaBIICT
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coOol sI3BEHHbI KOMUT. B maHHOM NOKYMEHTE AOMOJHHUTEIbHO ONUCAHBI CHOCOOBI, Iae
ayTOMMMYHHOe 3a00JIeBaHIe MMPEACTaBIsieT cOO0H emMpuryc.

B naHHOM IOKyMEHTe OmucaHbl CIIOCOObI OOJIErYeHUs] UM YCTPAHEHHS Ay TOMMMYHHOTO
COCTOSIHUS, CMOJIETMPOBAHHOTO, MIPEACTaBICHHOIO u/unu XapaKTepU3YIOLIErocs
TUIIePYyBCTBUTEIBHOCTEIO 3aMeriienHoro tuna (DTH), y Hyxnaromerocs B 3TOM CyObekTa,
BKJIFOYAIOLIME BBeACHHE CYObeKTy TepaneBTHYecKd 3()(HEeKTUBHOrO KonnyecTBa KoHbrorara IL-
2, ONMCAHHOTO B JAHHOM JOKYMEHTE.

KPATKOE OITUCAHUE T'PAOUYECKUX MATEPHAJIOB

HoBple mpusHaku HACTOALIET0 H300pPETEHUs] KOHKPETHO H3JIOKEHBI B IMPUJIAraeMOn
dopmyne uzobperenus. [Ipu3HaKM U TPEHMYINECTBA HACTOSIIETO M300peTeHHs! CTaHyT OoJee
MOHSATHBIMH U3 CIJIENYIOIIEro MOAPOOHOTO OMUCAHMS, B KOTOPOM M3JIOXKEHBI WJLTFOCTPATHBHBIE
BAPHUAHTBI OCYLIECTBIICHHS, B KOTOPBIX HCIIOJIb3YEOTCSI MPUHLIUITBI HACTOSIIIETO H300pETeHHS, U
NPUJIaraeéMbIX rpaguecKux MaTepHaioB.

Ha ¢ur. 1 nokasaHbl WUTFOCTPAaTHBHbBIE HETNPUPOAHBIE AMHHOKHCIOTHL JTa (ur.
anantrpoBana u3 ¢ur. 2 u3z Young et al., "Beyond the canonical 20 amino acids: expanding the
genetic lexicon," J. of Biological Chemistry 285(15): 11039-11044 (2010).

Ha ¢wur. 2A - ¢ur. 2B nokazaHbl WIMIOCTPAaTUBHbIE HENPUPOAHbIE AMUHOKHUCIOTHL. Ha
¢ur. 2A mnokasaHel WJUTIOCTPAaTUBHbIE Mpou3BoAHble jau3uHa. Ha ¢ur. 2B mnoxasanbl
WITFOCTPATUBHBIE IPON3BOHBIE (PeHUIIAIAHIHA.

Ha ¢ur. 3A - ¢ur. 3D nokasanbl WUTIOCTPATUBHBIE HENPUPOAHbIE AMUHOKUCIIOTBL. JTH
HerpuponaHble aMUHOKUCIOTH (UAA) reHeTndecku 3akoaupoBanbl B Oenkax (¢pur. 3A - UAA
Ne 1-42; ¢ur. 3B - UAA Ne 43-89; ¢ur. 3C - UAA Ne 90-128; ¢ur. 3D - UAA Ne 129-167).
@ur. 3A-3D apantuposans! u3 Tabnuie! 1 u3 Dumas et al., Chemical Science 2015, 6, 50-69.

Ha ¢ur. 4A - ¢ur. 4B nokasanbsl KpuBble 3aBUCUMOCTH J103a-OTBET WJUTIOCTPATUBHOIO
Bapuanta IL-2 nnsa nepenaun curnana pSTATS B nepBUUHON KieTKe 4eJOBEKa, IMOJYyUYEHHOHU C
nomoineio LRS (¢ur. 4A), u orser B Buae nponudeparmu B nonyssiuusix CTLL-2 mpiu (¢ur.
4B).

Ha ¢wur. SA - ¢ur. 5C nokasanbl rpaduky CKpUHUHTA (PYHKIIMOHAIBHOW aKTHBHOCTH
koubtoratoB IL-2 B Discoverx (®@pumont, KanudopHus) ¢ HCHOIB30BAHHEM aHAIN3a
IUTOKMHOBBIX penentopoB IL-2 PathHunter u3 mpumepa 3. Ha ¢mur. SA nokaszansl rpaduky,
TIOJTyYEHHbBIE B Pe3yJIbTaTe aHAJIM30B ¢ ucnoyib3oBanueM IL-2 u konbtorara IL-2 D20 30kD. Ha
¢ur. 5B rmnoxkazaHbel TpaduKH, TOJYyYEHHBIE B pPE3yJbTaTe AHAIU30B C HCIOJIb30BAHUEM
koHbtoratoB IL-2 H16 30kD u L19 30kD. Ha ¢ur. SC noka3zansl rpa¢uku, NOJTyYEHHBIE B
pe3yJibTaTe aHaAJU30B ¢ UCToNib3oBaHUEM KOHBrOratoB IL-2 N88_30kD u L12 30kD. X-ock: B
nr/Mi;, Y-och: % MakCUMaJbHOTO OTBETA.

Ha ¢ur. 6 mokasanbl mpoduiiu KOHLIEHTPALUKA B IJla3Me KPOBU KOHBIOraTtoB IL-2
K9 30kD, L19 30kD, N88R/D109 30kD, H16 30kD, Q126 30kD u N88 30kD (Bce B mo3ax
0,9 mr/kr) nocie BBenenus mbimam C57/BL6 u3 nmpumepa 4.

Ha ¢wur. 7 nokasaHo cpenHee kpaTHoe m3MeHeHue konmuectBa Treg (% B cHUHIIIETax)

nocyie BBeAeHust Kouboratos [L-2 meimmam C57/BL6 u3 npumepa 4.
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Ha ¢ur. 8 nokaszana mons momymsiuuu kierok Treg (CD3+ CD4+ CD25+ FoxP3+) B
o01meli monyJsIuy KIeTOK (CHHIIIETH) Aist KoHbtoratoB IL-2 y mermeit C57/BL6 u3 npumepa 4.

Ha ¢ur. 9A nokazana nons nonynsuun T-knerok CD8+ (CD3+ CD4-CD8+) B obuieit
NOMYJISIUKM  KJIETOK (CHHIJIETBI) TIOCJIE OJHOKPAaTHOIO BBEAEHHUS N03bl KOHBbIOTaToB [L-2
K9 30kD, L19 30kD, Q126 30kD u H16 30kD y mbimueii C57/BL6 u3 npumepa 4.

Ha ¢mur. 9B nokasana nons nonymsinun T-knerok CD8+ (CD3+ CD4- CD8+) B o0mei
HNONYJIIUMH  KJIETOK (CHHIJIETBI) MOCJE OJHOKPAaTHOTO BBEAEHHs H03bl KOHBIOrato IL-2
E100 30kD, N88R/D109 30kD, T123 30kD, N88 30kD u V91 30kD y wmbuueiit C57/BL6 u3
npumepa 4.

Ha ¢ur. 10 nokazanbs! npoduin KOHIEHTpauuu KOHbIOTaToB IL-2 B mia3me KpoBH mocie
BBEJIEHU J103bl SIBAHCKUM MaKakaM U3 rnpumepa S.

Ha cwur. 11 noka3aHa fq0Jisi MONyJISIUHN KJeToK Treg B oO1el monyJsiiiuu KJIETOK KPOBH
(cuHrIIeTBI) y SIBAHCKUX MAKAKOB TIOCJIE BBEICHUSI KOHBIOraToB IL-2 13 mpumepa 5.

Ha ¢wmr. 12 nokaszana nons nmomyssiuuu T-xaerok CD8+ B oOmel monyisiiuy KJIETOK
KPOBH (CHUHIJIETHI) Y SIBAHCKUX MaKaKOB IOCJIE BBEIEHUS KOHBIOTaTOB IL-2 13 mpumepa S.

Ha ¢ur. 13 nokazassl rpaduku 3aBUCUMOCTH KOHIIEHTPALMH B IUIa3Me€ KPOBH OT
BpemeHH st Bapranta H16 30kD y npumaToB, OTIIMYHBIX OT 4YenoBeka, mpu po3ax 0,12 mr/kr u
0,67 mr/kr u3z npumepa 6, rme noza 0,12 MI/Kr Mmoka3aHa Kak HUXKHSSI KPUBAs, TIPH 3TOM J1032
0,67 MI/KTr TIOKa3aHa KaK BEPXHssI KPUBAsL.

Ha ¢ur. 14 nokasasbl rpadukyd 3aBUCUMOCTH KOHLEHTPALMHM B IUIa3Me€ KPOBH OT
BpemeHu g Bapuanta H16 30kDa u Bapmanta H16 50kDa y mpumaroB, OTIMYHBIX OT
yenoseka, B 1o3e 0,12 mr/kr u Bapuanta H16 50kDa B nose 0,2 mr/kr u3 npumepa 6, rae Kpusas
nns BapuanTa 30 k/la moka3zaHa kak HYDKHsS KpuBasi (KBaapathl), a kpusas s BapuanTa 50 k/la
NIOKa3aHa KaK BEPXHsIsl KpUBast (TPEYTOJbHUKH).

Ha ¢ur. 15 noxasans! rpaduku npoueHra T, y OTAEIbHBIX 0CO0€Hl B 3aBUCHMOCTH OT
BPEMEHM II0CJI€ BBEACHMs J03bl Y IMPUMATOB, OTJIMYHBIX OT 4YeJOBeKa, U3 mpumepa O s
Bapuanta H16 30kDa B nose 0,12 mr/kr u Bapuanta H16_S0kDa B nose 0,2 mr/kr, rue kpusas
IUTSL CPEIbI-HOCUTEISI IPEACTABIISIET COOOM HIKHIOK KPHUBYIO (KBaApaThl), KpUBas AJisi BAPHAHTA
30 x/la moka3aHa B BUE CpeAHENl KpUBOW, a kpuBas ansa BapuaHTa 50 kx/la mokasana B BUAE
BEpPXHEN KPUBOM.

Ha ¢wur. 16 nmokazana cxema UCCIEIOBAHUS COTJIACHO mpumepy 7 aisi oueHku 3 dexTon
H16 50kD B oTHOWmEHMH THIEpUyBCTBUTENBbHOCTH 3amenieHHoro tuna (DTH) y wbimei
C57BL/6. DTH y wpimeit uaayuuposanu remounannHoMm ¢ucypesuisl (KLH) (moxsepranue
BO3CHCTBUIO B IEHb 7 MOCJIe CEHCHOMIM3AIMY B A€HDb | MOCPEICTBOM MOIKOKHON HHBEKIIH) C
BeepeHreM 103 H16 S0kD (mum O u 3) mpu nosax B konmuectse 0,03 mr/kr, 0,1 mr/kr u 0,3
MI/KT B COOTBETCTBHH C IIPUMEPOM 7.

Ha d¢ur. 17A - ¢ur. 17C nokaszaHbl HU3MEHEHHs U3MEPEHMH TONLIMHBI yXa M
UMMYyHOTUNIOB KpoBHU Mbimer CS7BL/6 u3 npumepa 7. Ha ¢ur. 17A nokaszana miomans mox
kpuBoii (AUC) anist yBeTMYEHHOHN TOJIIUHBI yXa IO CPABHEHUIO C MBIIIAMH, B CIIy4ae KOTOPBIX

noasepranue Bosaenctsuro KLH ocymectsisiin Toapko B AeHb 7. Ha ¢mur. 17B nokasansel
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W3MEHEHUs] B M3MEPEHUsIX TONIIMHBEI yxa y Mmbimeidt C57BL/6 no moaBepranusi BO3AEHCTBHIO
KLH (B nens 7), a 3arem Briocnenctsuu B 10U 8, 9 1 10. Ha ¢mr. 17C nokazaHbl ©I3MEHEHUs BO
BpeMeHU OTHOCHUTENbHOTO nporeHTa T-knetok CD4+ B knerounoit nonyssinuu CD25+FoxP3+ B
oOpasuax nenpHOM KpoBu Mbimed. "Tonbko KLH" o3nauaer moasepranue Bosaeiicteuo KLH
TOJIBKO B JIeHb 7 (0e3 ceHcuOmmm3auuu B AeHb 1) C BBEACHUEM 03Bl TOJIBKO CPEAbI-HOCHTES.
"Cpena-HocuTep" yKa3blBaeT Ha CeHCHOMIM3anuio (1eHb 1) u nonsepraHue BO3ACHCTBHUIO (IeHDb
7) KLH npu BBeneHuu 103 TONbKO cpenbl-HocuTes. "0,03" ykas3biBaeT Ha CEHCHOMIM3ALMIO U
nonsepranue Bo3aeiicteuro KLH npu BBenennu H16 50kD B nose 0,03 mr/kr. "0,1" yka3biBaeT
Ha ceHcuOWM3aumo U noasepranue BosznercTerio KLH npu Beenenun H16 S0kD B mose 0,1
mr/kr. "0,3" yka3piBaeT Ha CeHCHOMIM3auuio u noasepranue Bosaeiictsuio KLH npu BBenenun
H16 50kD B pmo3ze 0, 3 wmr/kr. "CsA" yka3plBaeT Ha CEHCHOWIM3ALMWIO M MOJABEPraHUe
Bo3aericteuro KLH npu BBeneHnn no3s! rukiocriopuHa A. Cm. takxke tabmuny 10 B mpumepe 7.

Ha ¢ur. 18A - ¢ur. 18C nokazaHbl U3MEHEHUsI C T€UEHHUEM BPEMEHU OTHOCUTEIBHOIO
npoueHTa kietok CD4+CD25+FoxP3+ B nonynsauuu kiaerok CD45+ (¢ur. 18A), B nonynsauuu
kietok TCRB+ (¢pur. 18B) u B monymsaumu kaerok CD4+ (¢pur. 18C) B obpasuax menpHOH
KPOBU MBIIIEH U3 pumepa 7.

Ha ¢ur. 19 nokazanbl abcomroTHbIe 3HAYeHUsT kKonnyecTBa KieTok CD4+CD25+FoxP3+
B 1eHb 10 B 0Opa3nax meapbHOH KpOBH MbIIIel U3 mpumepa 7.

NOAPOBHOE OITMCAHUE N30BPETEHUA

[{UTOKMHBI BKJIIOYAIOT CEMEICTBO OENKOB Iepeavd CHTHAJOB B KIJIETKE, TAKHX Kak
XEMOKHHBI, HHTEP(EPOHBI, HHTEPJIEHKUHBI, TUM(POKUHBI, (PaKTOPBHI HEKPO3a ONMYyXOJIU U IPyrue
(akTOpBl POCTa, YHACTBYIOIINE B TOMEOCTA3€ BPOXKAECHHBIX U aJallTUBHBIX UMMYHHBIX KJIETOK.
I{UTOKMHBI TPONYLUPYIOTCS KIETKAMM HMMMYHHOH CHCTeMBbI, TakUMHM Kak Makpodaru, B-
auMbouutsl, T-TMMPOLUTB U TY4HbIE KJIETKH, SHAOTEIHAIbHBIME KieTkaMu, ¢pudpobiactamu
U Pa3IUYHBIMM CTPOMAJIBHBIMHM KJIE€TKaMH. B HEKOTOpBIX Ciy4asX LUTOKMHBI MOIYJUPYIOT
OanaHc MEXAy TYMOPATbHBIM M KJIETOYHBIM UMMYHHBIMUA OTBETaMH.

HHreprnelkuHbl TMPEACTABISIOT COOOW CHUrHajJbHBbIE O€JIKH, KOTOpPbIE MOIYJUPYIOT
pazButue u auddepenuupoky T- u B-nmumdouuToB, KJIETOK MOHOLMUTAPHON JIMHUU
nuddepeHIPOBKY,  HEUTpodwmyioB, 0a30puiIoB, S03MHOPUIOB, METaKaPUOLMTOB U
reMOno3THYeCKuX kieTok. MHrepneiikuHbl nponyuupyrotces xennepHsivu CD4 T- u B-
auMdoruTaMy, MOHOLMTaMH, MakpodaraMu W 3HAOTETHANBHBIMH KJIETKAMH W JIPYTUMH
TKaHEBBIMU PE3UIEHTAMU.

Wnrepneiikun 2 (IL-2) npencrasnser coOol TuIeHOTPONHBINA UTOKKH | THIA, CTPYKTYpa
KOTOPOIO COAEPKUT My4OK U3 UEThIPEX O-CIUpaeil ¢ MoJeKysipHoi maccoi 15,5 x/la. @opma-
npenmectseHHUK IL-2 mmeer anmuHy 153 aMUHOKHMCIOTHBIX OCTaTkKa, MpU 3TOM mepBble 20
AMHHOKHUCIIOT 00pa3yIoT CUTHANBHBINA nenTua, a octatku 21-153 obpasyror 3penyro gopmy. IL-2
npoxyuupyercs riaaBHbIM oOpazom CD4+ T-knerkamu 1ociie CTHMYJISILUU AHTUT€HOM H B
menblieit creneHn CD8+ knetkamu, HatypanbHbiMH KwuiepHbiMH (NK) kierkamu u
HatypanbHbiMU KuiutepHbIMUA (NKT) T-kneTkamu, akTHBHPOBAHHBIMHU JI€HIPUTHBIMU KJIETKaMHU

(DC) wu TyunsiMu kjetkamu. Ilepemaya curnama IL-2 mpoucxomur mOCpencTBOM
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B3aUMOJIENCTBUS CO cnenuduyeckuMu KoMOmHauusMu cyowenunun peuenropa 1L-2 (IL-2R),
IL-2Ra (takke m3ectHoro kak CD25), IL-2RB (rakxke m3BectHoro kak CD122) u IL-2Ry
(raxxke wm3BectHoro kak CD132). Bzaumoneiictue IL-2 ¢ IL-2Ra obpasyer kommiekc
peuenropa IL-2 "c mm3koit addunHOCTBIO" ¢ Ky, cocTaBmstomell mpHOIH3UTENBHO 10% M.
Bzaumoneticteue 1L-2 ¢ IL-2RB u IL-2Ry obpasyer kommuekc peuentopa IL-2 "¢
npoMexxyTouHor  addunHOCTRIO" ¢ Ky, cocraBnmsomiel  mpuONIU3MTENBHO 107 M.
Bzaumopneticteue IL-2 co Bcemu Tpems cyobenunnuamu IL-2Ro, IL-2RB u IL-2Ry obpasyer
komruiekc peuenrtopa IL-2 "¢ Bbicokoit adpdunHOCTRIO" ¢ Ky, cocTaBisitoimeii mpuOIn3uTeIbHO
>10" M.

B HekoropbIx cnywasx nepenava curHana IL-2 mocpencrBom komruiekca IL-2Rafy "c
BBICOKOH a)(pUHHOCTBIO" MOAYJIHMPYET aKTHBALMIO M MPOIU(EpaLn0 PeryJsITOpHbIX T-KIIETOK.
Perynstopubie T-knetku umu CD4"CD25 Foxp3™ perynsropusie T-knetku (Treg) onocpeayoT
nojAep:kaHue MMMYHHOTO TOMEOCTa3a MyTeM MomaBiieHUs! 3(PQeKTOPHBIX KIETOK, TaKHX Kak
CD4" T-xnerku, CD8" T-knerku, B-knerku, NK-knerku 1 NKT-kneTku. B HEKOTOPBIX ClTydasx
Treg-kneTkn oOpasyroTcst B TuMyce (t1reg-kineTkn) mim uHaynupyercs ux odpasosaHue u3 T-
KJIETOK, HE€ TMOJBEPraBIINXCs BO3AeHcTBUIO, Ha mnepudepun (pTreg-knerkm). B HexoTopbIx
cinydasix  Treg-KJI€TKM CYMTAIOTCS MenuaropoM nepudepudeckoil  TojepanTtHocTH. U
NEWCTBUTENBHO, B OMHOM MccnenoBanun nepeHoc CD25-ucromennsx nepudepuueckux CD4*
T-kneTox BBI3BIBAN ps ayTOMMMYHHBIX 3a0oneBaHuil y "rompix" MbIeH, Torma Kak
coBmecTHBIN nepeHoc CD4"CD25" T-kneTok mopassin pa3suTHe ayroumMmynuTera (Sakaguchi,
et al., "Immunologic self-tolerance maintained by activated T cells expressing IL-2 receptor
alpha-chains (CD25)," J. Immunol. 155(3): 1151-1164 (1995)). YBenuuenue nonynsiun Treg-
KJIETOK mopasisieT nponudepanuio 3p¢GekTopHpix T-KJIETOK U MOAABISET ayTOMMMYHHBIE U
IPOTUBOOIYXOJIEBbIE OTBETHI T-KIIETOK.

B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS B HACTOALIEM JOKYMEHTE pacKpbIBAETCs
CHOCO0  CEeNEeKTUBHOW aKTHUBALMM OTAEIbHOH (OTAENbHBIX) MOMYJSLUUH  (TIOMyJISILUN)
mumponuros (Hampumep, CD4+ xennepHbix kietok, CD8+ 3¢ ¢eKkTOpHBIX HAUBHBIX KJIETOK U
kiaerok mnamsth, NK-knerok wmm  NKT-ki1eTok) TmOCpeAcTBOM —mepefaydl  CHUTHAJIOB
LIUTOKWH/IIATOKUHOBBIA penentop. B HEKOTOpbIX Clly4yasx IMTOKHH MpPeayCMaTpUBAeT
UHTEpJICHKUH, MHTep(YEepoH mwin (PakTOp HEKpo3a OMyXodu. B HEKOTOpBIX Cilydasix LHUTOKUH
NpPEACTaBIsieT COOOW KOHBIOTAT LHUTOKWHA, HANPUMEP, KOHBIOTAT WHTEPJIEHKHWHA, KOHBIOTAT
uHTeppEepOHa WIN KOHBIOTAT (hakTOpa HEKpPO3a OMyXOJu. B IOMONHUTENbHBIX CiIyYasiXx B
JAHHOM JIOKYMEHTE ONMHCaHbl (papMaleBTUYECKUE KOMIIO3UIMK U HAaOOpPBI, COAEepIKAaIue OIUH
WJIA HECKOJIBKO KOHBIOTaTOB [INTOKUHA, OMTMCAHHBIX B TAHHOM JIOKYMEHTE.

B HEKOTOpBIX BapuaHTaxX OCYLIECTBIECHUS B JTAHHOM IOKYMEHTE TaKKe OMHCAaH CIoCo0
CeNeKTUBHON akTuBanuu nonyssinuid CD4+ xenneprsix kietok, CD8+ s¢ddexkTopHbIXx HauBHBIX
KJIeTOK U Ki1eTok namstu, NK-knerok w/unmu NKT-kneTok nmocpenctsom nepenauu cursanos IL-
2/IL-2R. B Hexoropbix ciyyasx IL-2 ssasercss koHbtoratoM IL-2, KOTOpBI B3aUMOAENUCTBYET C
kommiekcoM IL-2RBy "¢ mpomexxyrounoit adduHHOCTBIO", HEOOA3aTENbHO C TAaKOH XKe

s¢pexTuBHOCTEIO, uTO M KoMIuieke IL-2Rafy, u ¢ ocnadnenneiM B3aumoneiicrsuem IL-2Ra no
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cpaBHeHu0 ¢ IL-2 nukxoro tuna. B HEKOTOpBIX BapHaHTaX OCYIUECTBJICHHs, KPOME TOro, B
JAaHHOM JIOKYMEHTE OIMCAaHbl CHOCOOBI JIEUEHUs] paka C NpUMEHeHHeM KoHbrorata IL-2,
OMMCAaHHOIO B JJAHHOM JAOKyMeHTe. B JONMONHUTEIbHBIX BapUAaHTaX OCYIIECTBIEHHS B JAHHOM
JIOKYMEHTE OMUCaHbl (PapMaLeBTUUECKUE KOMITO3ULIUN U HAOOPBI, KOTOPbIE COEPKAT OAUH HIIH
HECKOJIbKO KOHBIOratoB IL-2, OmMCaHHBIX B JAaHHOM AOKyMeHTe. B HEKOTOpBIX BapHaHTax
ocyuiecTByieHnss KoHbtoratel IL-2 conep:kar koHbrorupyroomue gparmentsl (Hanpumep, PEG),
KOTOpbIe CIMOCOOCTBYIOT YBEJHUEHHUIO HJIM YMEHBIIEHHIO "CKOPOCTH KJIMpEHCA" WM mepuoaa
NIOJIY?KM3HH B TUIa3Me KPOBH y CyOBeKTa, He BIHss HAa (PapMaKOKHMHETHKY, BKJIIOYAs JKeTaeMble
B3aMMOAEUCTBHS LIUTOKUH-PELIENITOP U SKCIAHCHUI0 UMMYHHBIX KJIETOK.

Konbrorarsl nutokuna

B HekoTOpbIX BapHaHTax OCYLIECTBJIEHHsS B JAHHOM JOKYMEHTE ONUCAHBl KOHBIOIAThI
LIUTOKMHA. B HEKOTOPBIX ClIy4asix IUTOKWH MPEoyCMaTPUBAET MHTEPJICHKUHBI, (HAaKTOp HEKPO3a
OMyxoJi, WHTEP(EpPOH, XEMOKHH, JUM(POKUH MiIu (akTop pocTta. B HEKOTOPBIX Ciydasx
LIUTOKWUH TPEACTaBJsieT coOOM MHTEpJeHKHH. B HEKOTOPBIX CiydyasiX LUTOKHH IPENCTaBISET
coboit uHTephepoH. B HOMONHHUTENBHBIX CIIy4asx LIUTOKWH MPENCTaBsieT co0oi (akTop
HEKpO03a OIMyXOJH. B Apyrux ciydasx HUTOKWH MpencTasisieT codoii pakrop pocra.

B HexkoTOpBIX BapuaHTaX OCYLIECTBJIEHUS B JAHHOM JOKYMEHTE OINHCaH KOHBIOraT
uHTEpyeliknHa. MIuTroCcTpaTuBHBIE MHTEPISHKIHBI BKIFOYAOT 0€3 OrpaHIYeHHs] HHTEPJICHKUH 2
(IL-2).

Konviocamur IL-2

B naHHOM nOKyMEHTE ONHMCaHbl MOJUNENTUABI, TOKa3aHHble B Taldauue 1. B HekoTopbIx
BApPHAHTaX OCYLIECTBJIEHUsI KOHBIOraThl IL-2, onucaHHble B JaHHOM JAOKYMEHTE, IPECTAaBIECHbI

B Ka4E€CTBEC MMpUMEpPa B Tabauue 1.

Tab6auna 1
SEQ
Ha3Banue IlociienoBaTeIbHOCTD ID NO:
L2 APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTR
(Homo sapiens) MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 1
(spenast hopma) KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITFCQSIISTLT
IL-2
(Homo sapiens) MYRMQLLSCIALSLALVTNSAPTSSSTKKTQLQLEHLL
(npenmectBennuk) | LDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKH 5
Ne nocryna B LQCLEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVL
NCBI: ELKGSETTEMCEY ADETATIVEFLNRWITFCQSISTLT
AAB46883.1
PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
B LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 3
NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITESQSIISTLT
APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTR
L2 C1258 MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 4
- KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWITFSQSIISTLT
IL-2_K9X APTSSSTKXTQLQLEHLLLDLOMILNGINNYKNPKLTR 5
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MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEFMCEYADETATI
VEFLNRWITFSQSIISTLT

IL-2_H16X

APTSSSTKKTQLQLEXLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITESQSIISTLT

IL-2_ 119X

APTSSSTKKTQLQLEHLLXDLQMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITESQSISTLT

IL-2_D20X

APTSSSTKKTQLQLEHLLLXLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWITFESQSIISTLT

IL-2 M23X

APTSSSTKKTQLQLEHLLLDLQXILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWITESQSIISTLT

IL-2_N26X

APTSSSTKKTQLQLEHLLLDLOQMILXGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWITESQSISTLT

10

IL-2_N88X

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISXINVIVLELKGSETTFMCEY ADETATI
VEFLNRWITFSQSIISTLT

11

IL-2_E100X

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSXTTFMCEYADETATI
VEFLNRWITESQSIISTLT

12

IL-2 N119X

APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATI
VEFLXRWITESQSIISTLT

13

IL-2_T123X

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWIXFSQSIISTLT

14

IL-2 Q126X

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWITESXSIISTLT

15

IL-2 S127X

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEY ADETATI
VEFLNRWITFSQXIISTLT

16

IL-2_TI131X

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITESQSISXLT

17

IL-

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR

18
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2_N88R_D109X

MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISRINVIVLELKGSETTFMCEY AXETATI
VEFLNRWITFSQSIISTLT

IL-2 V91X

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINXIVLELKGSETTFMCEYADETATI
VEFLNRWITESQSIISTLT

19

IL-2_K9[AzK]

APTSSSTK[AzK]TQLQLEHLLLDLQMILNGINNYKNPK
LTRMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNL
AQSKNFHLRPRDLISNINVIVLELKGSETTEMCEYADET
ATIVEFLNRWITFESQSIISTLT

20

IL-2 H16[AzK]

APTSSSTKKTQLQLEJAzK]LLLDLOMILNGINNYKNPK
LTRMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNL
AQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADET
ATIVEFLNRWITESQSIISTLT

21

IL-2_ L19[AzK]

APTSSSTKKTQLQLEHLLJAZKIDLOQMILNGINNYKNPK
LTRMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNL
AQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADET
ATIVEFLNRWITESQSIISTLT

22

IL-2 D20[AzK]

APTSSSTKKTQLQLEHLLLJAzK]LOQMILNGINNYKNPK
LTRMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNL
AQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADET
ATIVEFLNRWITESQSIISTLT

23

IL-2 M23[AzK]

APTSSSTKKTQLQLEHLLLDLOQJAzKI]ILNGINNYKNPK
LTRMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNL
AQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADET
ATIVEFLNRWITESQSIISTLT

24

IL-2_N26[AzK]

APTSSSTKKTQLQLEHLLLDLOQMILJAzK]GINNYKNPK
LTRMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNL
AQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADET
ATIVEFLNRWITESQSISTLT

25

IL-2_ NSS[AzK]

APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR

MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS

KNFHLRPRDLIS[AZK]INVIVLELKGSETTFMCEYADET
ATIVEFLNRWITFESQSIISTLT

26

IL-2_ E100[AzK]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGS[AzK]TTFMCEYADET
ATIVEFLNRWITESQSIISTLT

27

IL-2 N119[AzK]

APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLJAzK]RWITESQSIISTLT

28

IL-2 T123[AzK]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEFMCEYADETATI
VEFLNRWI[AzZK]FSQSIISTLT

29

IL-2 QI126[AzK]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITFS[AzK]SIISTLT

30

IL-2 S127[AzK]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR

31
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MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEFMCEYADETATI
VEFLNRWITFSQ[AzK|IISTLT

IL-2 T131[AzK]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITESQSIIS[AzK]LT

32

IL-
2_N8SR_DI109[Az
K]

APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR

MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS

KNFHLRPRDLISRINVIVLELKGSETTFMCEY A[AzZK]ET
ATIVEFLNRWITFESQSIISTLT

33

IL-
2 K9[AzK_PEG]

APTSSSTK[AzK PEG|TQLQLEHLLLDLQMILNGINNY
KNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEE
VLNLAQSKNFHLRPRDLISNINVIVLELKGSETTEMCEY
ADETATIVEFLNRWITFESQSIISTLT

34

IL-
2 H16[AzK_PEG]

APTSSSTKKTQLQLE[AzK PEG]LLLDLOQMILNGINNY
KNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEE
VLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEY
ADETATIVEFLNRWITESQSIISTLT

35

IL-
2 L19[AzK_PEG]

APTSSSTKKTQLQLEHLL[AzZK PEGIDLOMILNGINNY
KNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEE
VLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEY
ADETATIVEFLNRWITEFSQSISTLT

36

IL-
2 D20[AzK_PEG]

APTSSSTKKTQLQLEHLLLJAzK PEG]LOMILNGINNY
KNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEE
VLNLAQSKNFHLRPRDLISNINVIVLELKGSETTEMCEY
ADETATIVEFLNRWITFSQSIISTLT

37

IL-
2 _M23[AzK_PEQG]

APTSSSTKKTQLQLEHLLLDLQ[AzK PEG]ILNGINNY
KNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEE
VLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEY
ADETATIVEFLNRWITESQSIISTLT

38

IL-
2 N26[AzK_PEG]

APTSSSTKKTQLQLEHLLLDLQMIL[AzK PEG]GINNY
KNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEE
VLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEY
ADETATIVEFLNRWITFSQSISTLT

39

IL-
2_N88[AzK_PEG]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLIS[AzK PEG]INVIVLELKGSETTFMCEY
ADETATIVEFLNRWITFESQSIISTLT

40

IL-
2_E100[AzK_PEG
]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR

MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS

KNFHLRPRDLISNINVIVLELKGS[AzK PEG]TTFMCEY
ADETATIVEFLNRWITESQSIISTLT

41

IL-
2 NI119[AzK_PEG
]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEFMCEYADETATI
VEFLJAzK PEG]RWITFSQSIISTLT

42

IL-
2 T123[AzK_PEG
]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATI
VEFLNRWI[AzK PEGIFSQSIISTLT

43

IL-

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR

44
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2_QI126[AzK_PEG
|

MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEFMCEYADETATI
VEFLNRWITES[AzK PEG]|SIISTLT

IL-
2_S127[AzK_PEG
]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITESQJAzK PEGIIISTLT

IL-
2 _T131[AzK_PEG
|

45

APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATI
VEFLNRWITFESQSIIS[AzK PEG]LT

46

IL-
2 NSSR_DI109[Az
K_PEG]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISRINVIVLELKGSETTFMCEYA[AzK P
EGJETATIVEFLNRWITESQSIISTLT

47

IL-
2 V91[AzK_PEG]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNIN[AzZK PEGJIVLELKGSETTFMCEY
ADETATIVEFLNRWITESQSIISTLT

48

IL-
2_K9[AzK_PEGS50
kDal]

APTSSSTK[AzK PEGS0kDa]TQLQLEHLLLDLQMILNG
INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK
PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTF
MCEYADETATIVEFLNRWITESQSIISTLT

49

IL-
2_H16[AzK_PEG5
OkDa]

APTSSSTKKTQLQLE[AzK PEGS0kDa]l. LLDLQMILNG
INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK
PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTF
MCEYADETATIVEFLNRWITFSQSIISTLT

50

IL-
2_L19[AzK_PEGS5
OkDa]

APTSSSTKKTQLQLEHLLJAzK PEGS0kDa]DLOMILNG
INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK
PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTF
MCEYADETATIVEFLNRWITFSQSIISTLT

51

IL-
2 _D20[AzK_PEG5
OkDa]

APTSSSTKKTQLQLEHLLL]AzZK PEGS0kDa]l. QMILNG
INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK
PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTF
MCEYADETATIVEFLNRWITESQSIISTLT

52

IL-
2_M23[AzK_PEG
50kDa]

APTSSSTKKTQLQLEHLLLDLQJAzK PEGS50kDa]ll. NGI
NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

53

IL-
2 N26[AzK_PEGS5
OkDa]

APTSSSTKKTQLQLEHLLLDLOMIL[AzK PEGS30kDa]G
INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK
PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTF
MCEYADETATIVEFLNRWITESQSIISTLT

54

IL-
2 _N88[AzK_PEGS5
OkDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLIS[AzK PEGS0kDa]INVIVLELKGSETTF
MCEYADETATIVEFLNRWITFESQSIISTLT

55

IL-
2_E100[AzK_PEG
50kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGS[AzK PEGS0kDa]|TTF
MCEYADETATIVEFLNRWITESQSIISTLT

56

IL-

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR

57
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2 _NI119[AzK_PEG
50kDa]

MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEFMCEYADETATI
VEFLJAzK PEGS0kDa]RWITFSQSIISTLT

IL-
2 _T123[AzK_PEG
50kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWIJAzK PEGS50kDa]FSQSISTLT

IL-

58

APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS

Z—lesz[ﬁgg—PEG KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI | 7
VEFLNRWITFS[AZK PEG50kDa]SIISTLT
. APTSSSTKKTQLQLEHLLLDLQMILNGINNY KNPKLTR
> $127[AsK PEG | MLTEKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 60
Ol KNFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATI
VEFLNRWITFSQ[AzK PEG50kDa]lISTLT
I APTSSSTKKTQLQLEHLLLDLQMILNGINNY KNPKLTR
> T1311AzK_PEG | MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 61
= oDl KNFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATI
VEFLNRWITFSQSIIS[AzK PEG50kDa]LT
I APTSSSTKKTQLQLEHLLLDLQMILNGINNY KNPKLTR
> N8SR_D109[Az | MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 0
K PEGs0kDa] | KNFHLRPRDLISRINVIVLELKGSETTEMCEY A[AZK P
~ EG50kDa]ETATIVEFLNRWITFSQSIISTLT
n APTSSSTKKTQLQLEHLLLDLQMILNGINNY KNPKLTR
> VOl[AsK_PEGS | MUTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 6
= Dl KNFHLRPRDLISNIN[AZK_PEG50kDa]IVLELKGSETTF
MCEYADETATIVEFLNRWITFSQSIISTLT
. APTSSSTK[AzK_PEG30kDa]TQLQLEHLLLDLQMILNG
> Ko[AzK PEG30 | INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK |
= kDal PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTF
MCEYADETATIVEFLNRWITFSQSIISTLT
. APTSSSTKKTQLQLE[AzK_PEG30kDa]LLLDLQMILNG
> H16[AsK PEG3 | INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK | (o
= Dal PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTF
MCEYADETATIVEFLNRWITFSQSIISTLT
. APTSSSTKKTQLQLEHLL[AzK_PEG30kDa]DLOMILNG
> L19[AsK PEG3 | INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK |
= okDa] PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTF
MCEYADETATIVEFLNRWITFSQSIISTLT
. APTSSSTKKTQLQLEHLLL[AZK PEG30kDa]LQMILNG
> D20[AK PEG3 | INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK |
= kDl PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTF
MCEYADETATIVEFLNRWITFSQSIISTLT
n APTSSSTKKTQLQLEHLLLDLQ[AZK PEG30kDa]ILNGI
> M23(AsK PEG | NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP | (o
~ 30kDa] LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT
I APTSSSTKKTQLQLEHLLLDLQMIL[AzK_PEG30kDa]G
> N26[AsK_PEG3 | INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK | (o
Dl PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTF
MCEYADETATIVEFLNRWITFSQSIISTLT
IL- APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTR | 70
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2 _N88[AzK_PEG3
OkDa]

MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLIS[AzK PEG30kDa]INVIVLELKGSETTF
MCEYADETATIVEFLNRWITFSQSIISTLT

IL-
2_E100[AzK_PEG
30kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGS[AzK PEG30kDa|TTF
MCEYADETATIVEFLNRWITFSQSIISTLT

71

IL-
2_N119[AzK_PEG
30kDa]

APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFL[AzK PEG30kDa]RWITFSQSISTLT

72

IL-
2_T123[AzK_PEG
30kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWI[AzK PEG30kDa]FSQSIISTLT

73

IL-
2_QI126[AzK_PEG
30kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWITFS[AzK PEG30kDa]SIISTLT

74

IL-
2_S127[AzK_PEG
30kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWITFSQ[AzK PEG30kDa]lISTLT

75

IL-
2_T131[AzK_PEG
30kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITFSQSIIS[AzK PEG30kDa]L T

76

IL-
2_N88R_D109[Az
K_PEG30kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISRINVIVLELKGSETTFMCEYA[AzK P
EG30kDa]ETATIVEFLNRWITFESQSIISTLT

IL-
2 V91[AzK_PEG3
OkDa]

77

APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNIN[AzK_PEG30kDa]lVLELKGSETTF
MCEYADETATIVEFLNRWITESQSIISTLT

78

IL-2_K8X

PTSSSTKXTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTEMCEY ADETATIV
EFLNRWITESQSIISTLT

79

IL-2_HI15X

PTSSSTKKTQLQLEXLLLDLOMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITESQSIISTLT

80

IL-2 L18X

PTSSSTKKTQLQLEHLLXDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIV
EFLNRWITFESQSIISTLT

81

IL-2_D19X

PTSSSTKKTQLQLEHLLLXLOMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTEFMCEY ADETATIV
EFLNRWITESQSIISTLT

82




90

IL-2 M22X

PTSSSTKKTQLQLEHLLLDLQXILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITFSQSISTLT

83

IL-2_N25X

PTSSSTKKTQLQLEHLLLDLQMILXGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITESQSIISTLT

84

IL-2_N87X

PTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISXINVIVLELKGSETTEMCEYADETATIV
EFLNRWITFSQSISTLT

85

IL-2_E99X

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSXTTFMCEY ADETATIV
EFLNRWITESQSIISTLT

86

IL-2 N118X

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIV
EFLXRWITFESQSISTLT

87

IL-2 T122X

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTEMCEY ADETATIV
EFLNRWIXFSQSIISTLT

88

IL-2 Q125X

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITESXSIISTLT

89

IL-2_S126X

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITESQXIISTLT

90

IL-2_T130X

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTEFMCEY ADETATIV
EFLNRWITFESQSIHSXLT

91

IL-
2_N87R_D108X

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISRINVIVLELKGSETTEMCEY AXETATIV
EFLNRWITESQSIISTLT

92

IL-2_V90X

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINXIVLELKGSETTFMCEYADETATIV
EFLNRWITESQSISTLT

93

IL-2 K8[AzK]

PTSSSTK[AzK]TQLQLEHLLLDLQMILNGINNYKNPKL
TRMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLA
QSKNFHLRPRDLISNINVIVLELKGSETTEFMCEYADETA
TIVEFLNRWITESQSIISTLT

94

IL-2 HI5[AzK]

PTSSSTKKTQLQLEJAzK]LLLDLOMILNGINNYKNPKL
TRMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLA
QSKNFHLRPRDLISNINVIVLELKGSETTEFMCEYADETA
TIVEFLNRWITESQSIISTLT

95




91

IL-2 L18[AzK]

PTSSSTKKTQLQLEHLLJAzZKIDLOQMILNGINNYKNPKL
TRMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLA
QSKNFHLRPRDLISNINVIVLELKGSETTEMCEYADETA
TIVEFLNRWITESQSIISTLT

96

IL-2_DI19[AzK]

PTSSSTKKTQLQLEHLLLJAZzK]LOQMILNGINNYKNPKL
TRMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLA
QSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETA
TIVEFLNRWITFSQSIISTLT

97

IL-2. M22[AzK]

PTSSSTKKTQLQLEHLLLDLQJAzKJILNGINNYKNPKLT
RMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQ
SKNFHLRPRDLISNINVIVLELKGSETTEMCEYADETAT
IVEFLNRWITESQSIISTLT

98

IL-2 N25[AzK]

PTSSSTKKTQLQLEHLLLDLOQMILJAZK]GINNYKNPKL
TRMLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLA
QSKNFHLRPRDLISNINVIVLELKGSETTEMCEYADETA
TIVEFLNRWITESQSIISTLT

99

IL-2 NS7[AzK]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLIS[AzK]INVIVLELKGSETTFMCEYADETA
TIVEFLNRWITESQSIISTLT

100

IL-2_ E99[AzK]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSJ[AzK|TTFMCEYADETA
TIVEFLNRWITESQSIISTLT

101

IL-2 N118[AzK]-1

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLJAzZKIRWITESQSIISTLT

102

IL-2_T122[AzK]-1

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWI[AzK]FSQSISTLT

103

IL-2_ Q125[AzK]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEFMCEY ADETATIV
EFLNRWITFS[AzK]SIISTLT

104

IL-2_S126[AzK]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTEMCEY ADETATIV
EFLNRWITFSQ[AzK]IISTLT

105

IL-2_ T130[AzK]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTEMCEY ADETATIV
EFLNRWITFSQSIIS[AZK]LT

106

IL-
2 N87R_D108[Az

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISRINVIVLELKGSETTFMCEYA[AzZK]ETA

107

Kl TIVEFLNRWITESQSIISTLT
PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
IL-2_ VOO[AZK] LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 108

NFHLRPRDLISNINJAzZK|IVLELKGSETTFMCEYADETA
TIVEFLNRWITESQSIISTLT
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IL-
2_K8[AzK_L1_PE
G]

PTSSSTK[AzK L1 PEG]TQLQLEHLLLDLQMILNGINN
YKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLE
EVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCE
YADETATIVEFLNRWITESQSIISTLT

109

IL-
2 HI5[AzK _L1_P
EG]

PTSSSTKKTQLQLE[AzK L1 PEG]LLLDLQMILNGINN
YKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLE
EVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCE
YADETATIVEFLNRWITESQSIISTLT

110

IL-
2_L18[AzK_L1_P
EG]

PTSSSTKKTQLQLEHLL[AzK_L1 PEG]DLQMILNGINN
YKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLE
EVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCE
YADETATIVEFLNRWITFSQSIISTLT

111

IL-
2 DI9[AzK L1 _P
EG]

PTSSSTKKTQLQLEHLLL[AzK L1 PEG]LOMILNGINN
YKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLE
EVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCE
YADETATIVEFLNRWITESQSIISTLT

112

IL-
2 M22[AzK L1 P
EG]

PTSSSTKKTQLQLEHLLLDLQJAzK L1 PEGJILNGINN
YKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLE
EVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCE
YADETATIVEFLNRWITESQSIISTLT

113

IL-
2 N25[AzK L1 _P
EG]

PTSSSTKKTQLQLEHLLLDLOQMILJAzK L1 PEG]|GINN
YKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLE
EVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCE
YADETATIVEFLNRWITESQSIISTLT

114

IL-
2 N87[AzK_L1_P
EG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLIS[AzK L1 PEG]INVIVLELKGSETTEMCE
YADETATIVEFLNRWITESQSIISTLT

115

IL-
2 E99[AzK L1 _P
EG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGS[AzK L1 PEGITTFMC
EYADETATIVEFLNRWITFSQSIISTLT

116

IL-
2 N118[AzK L1 _
PEG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEFMCEY ADETATIV
EFLJAzK L1 PEGJRWITFSQSIISTLT

117

IL-
2 T122[AzK_L1_
PEG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTEMCEY ADETATIV
EFLNRWI[AzK L1 PEG]FSQSIISTLT

118

IL-
2 QI125[AzK_L1_
PEG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIV
EFLNRWITFS[AzK L1 PEG]SIISTLT

119

IL-
2 S126[AzK _L1_P
EG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTEFMCEYADETATIV
EFLNRWITFSQ[AzK L1 PEGIISTLT

120

IL-
2 T130[AzK_L1_
PEG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITFSQSIIS[AzK L1 PEG]LT

121
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IL-
2 N87R_D108[Az
K L1 _PEG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISRINVIVLELKGSETTFMCEYA[AzK L1
PEG]ETATIVEFLNRWITFSQSIISTLT

122

IL-
2 V90[AzK_L1_P
EG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNIN[AzK L1 PEGJ]IVLELKGSETTFMCE
YADETATIVEFLNRWITESQSIISTLT

123

IL-
2_K8[AzK_L1_PE
G50kDa]

PTSSSTK[AzK L1 PEG50kDa]TQLQLEHLLLDLQMILN
GINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEEL
KPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETT
FMCEYADETATIVEFLNRWITESQSIISTLT

124

IL-
2 HI5[AzK_L1_P
EG50kDa]

PTSSSTKKTQLQLEJAzK L1 PEGS0kDa]LLLDLQMILN
GINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEEL

KPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETT

FMCEYADETATIVEFLNRWITESQSIISTLT

125

IL-
2 LIS[AzK L1 _P
EG50kDa]

PTSSSTKKTQLQLEHLLJAzK L1 PEGS0kDa]DLOMIL
NGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE
LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET
TEMCEYADETATIVEFLNRWITFSQSIISTLT

126

IL-
2 DI9[AzK L1 P
EG50kDa]-1

PTSSSTKKTQLQLEHLLL[AzK L1 PEG50kDa]LQMILN
GINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEEL
KPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETT
FMCEYADETATIVEFLNRWITFSQSIISTLT

127

IL-
2 M22[AzK L1 P
EG50kDa]

PTSSSTKKTQLQLEHLLLDLQJAzK L1 PEGS0kDa]ILN
GINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEEL
KPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETT
FMCEYADETATIVEFLNRWITFSQSIISTLT

128

IL-

PTSSSTKKTQLQLEHLLLDLQMIL[AzK L1 PEG50kDa]

2 N25[AzK_L1_P GINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEEL 129
" EGS OkD_a] - KPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETT
FMCEYADETATIVEFLNRWITFSQSIISTLT
L PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
2 NS7[AZK_L1 P LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 130
" EG5 OkD_a] - NFHLRPRDLIS[AzK L1 PEGS0kDa]INVIVLELKGSET
TEMCEYADETATIVEFLNRWITFSQSIISTLT
L PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
2 E99[AzK L1 P LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 131
T EGS5 OkD_a] - NFHLRPRDLISNINVIVLELKGSJAzK L1 PEGS50kDa]T
TEMCEYADETATIVEFLNRWITFSQSIISTLT
L PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 132

2 N118[AzK_L1_
PEG50kDa]

NFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIV
EFLJAzK L1 PEGS0kDa]RWITESQSIISTLT

IL-
2 T122[AzK_L1_
PEGS50kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEFMCEYADETATIV
EFLNRWI[AzK L1 PEGS0kDa|FSQSISTLT

133

IL-
2 QI125[AzK_LI_
PEG50kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITEFS[AzK L1 PEGS0kDa]SIISTLT

134
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IL-
2 S126[AzK_L1_P
EG50kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITFSQ[AzK L1 PEGSO0kDallISTLT

135

IL-

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

Z—Tplé’g[sf‘)fé;]u— NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV | 1°°
EFLNRWITFSQSIIS[AzK L1 PEG50kDa]LT
. PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
> NS7R D108[Az | LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 137
K L1 PEGSOKDa] | NFHLRPRDLISRINVIVLELKGSETTFMCEYA[AzK L1
—— PEG50kDa]ETATIVEFLNRWITFSQSIISTLT
. PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
> VoA L1 p | LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 138
TEGs0kDal-1 | NFHLRPRDLISNIN[AZK L1 PEGS50kDa]lVLELKGSET
TFMCEYADETATIVEFLNRWITFSQSIISTLT
. PTSSSTK[AzK_L1 PEG30kDa]TQLQLEHLLLDLQMILN
> Ks{AzK L1 pE | OINNYKNPKLTRMLTEKFYMPKKATELKHLQCLEEEL | 139
= Ga0kDa) KPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETT
FMCEYADETATIVEFLNRWITFSQSIISTLT
. PTSSSTKKTQLQLE[AzK L1 _PEG30kDa]LLLDLQMILN
GINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEEL | 140

2 HI5[AzK_L1_P
EG30kDa]

KPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETT
FMCEYADETATIVEFLNRWITESQSIISTLT

IL-
2 LIS[AzK L1 _P
EG30kDa]

PTSSSTKKTQLQLEHLL[AzK_L1 PEG30kDa]DLQMIL
NGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE
LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET
TFMCEYADETATIVEFLNRWITFSQSIISTLT

141

IL-
2 DI19[AzK_L1_P
EG30kDa]

PTSSSTKKTQLQLEHLLL[AzK L1 PEG30kDa]LQMILN
GINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEEL
KPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETT
FMCEYADETATIVEFLNRWITESQSIISTLT

142

IL-
2 M22[AzK_L1_P
EG30kDa]

PTSSSTKKTQLQLEHLLLDLQ[AzK L1 PEG30kDa]lLN
GINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEEL
KPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETT
FMCEYADETATIVEFLNRWITESQSIISTLT

143

IL-
2 N25[AzK L1 _P
EG30kDa]

PTSSSTKKTQLQLEHLLLDLQMIL[AzK L1 _PEG30kDa]

GINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEEL
KPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETT
FMCEYADETATIVEFLNRWITESQSIISTLT

144

IL-
2 N87[AzK_L1_P
EG30kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLIS[AzK L1 PEG30kDa]INVIVLELKGSET
TEMCEYADETATIVEFLNRWITFSQSIISTLT

145

IL-
2 E99[AzK L1 _P
EG30kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSJ[AzK L1 PEG30kDa]T
TEMCEYADETATIVEFLNRWITFSQSIISTLT

146

IL-
2 NI118[AzK_L1_
PEG30kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLJ]AzK L1 PEG30kDa]RWITESQSIISTLT

147
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IL-
2 T122[AzK_L1_
PEG30kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWI[AzK L1 PEG30kDa]FSQSISTLT

148

IL-
2 QI25[AzK_L1_
PEG30kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITES[AzK L1 PEG30kDa]SIISTLT

IL-
2 S126[AzK_L1_P
EG30kDa]

149

PTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTEMCEY ADETATIV
EFLNRWITFSQ[AzK L1 PEG30kDallISTLT

150

IL-
2 T130[AzK_L1_
PEG30kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEFMCEY ADETATIV
EFLNRWITFSQSIIS[AzK L1 PEG30kDa]LT

151

IL-
2 NS7R_D108[Az
K_L1 PEG30kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISRINVIVLELKGSETTFMCEYAJAzK L1
PEG30kDa]ETATIVEFLNRWITESQSIISTLT

152

IL-
2 V90[AzK L1 _P
EG30kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNIN[AzK L1 PEG30kDa]I[VLELKGSET
TEMCEYADETATIVEFLNRWITFSQSIISTLT

153

IL-
2_K9[AzK_L1_PE
G]

APTSSSTK[AzK_L1 PEG]TQLQLEHLLLDLQMILNGIN
NYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPL
EEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMC
EYADETATIVEFLNRWITFSQSIISTLT

154

IL-
2_H16[AzK_L1_P
EG]

APTSSSTKKTQLQLE[AzK L1 PEG]LLLDLOMILNGIN
NYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPL
EEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMC
EYADETATIVEFLNRWITFSQSIISTLT

155

IL-
2_L19[AzK_L1_P
EG]

APTSSSTKKTQLQLEHLLJAzK L1 PEG]DLOMILNGIN
NYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPL
EEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTEMC
EYADETATIVEFLNRWITESQSIISTLT

156

IL-
2 D20[AzK_L1_P
EG]

APTSSSTKKTQLQLEHLLL[AzK_L1 PEG]LQMILNGIN
NYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPL
EEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMC
EYADETATIVEFLNRWITFSQSIISTLT

157

IL-
2 M23[AzK L1 P
EG]

APTSSSTKKTQLQLEHLLLDLQ[AzK L1 PEGJILNGIN
NYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPL
EEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMC
EYADETATIVEFLNRWITESQSIISTLT

158

IL-
2 N26[AzK_L1_P
EG]

APTSSSTKKTQLQLEHLLLDLOMILJAzK L1 PEG]GIN
NYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPL
EEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMC
EYADETATIVEFLNRWITESQSIISTLT

159

IL-
2 N88[AzK L1 _P
EG]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLIS[AzK L1 PEGI]INVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

160
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IL-
2 E100[AzK_L1_
PEG]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGS[AzK L1 PEG]TTEFM
CEYADETATIVEFLNRWITFSQSIISTLT

161

IL-

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR

2 N119[AzK_LI MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 162
- PEG] — — | KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLJAzK L1 PEGIRWITFSQSIISTLT
IL- APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR
2 T123[AzK L1 MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 163
" PE Gl —— | KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWI[AzZK L1 PEG]FSQSISTLT
L APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
2 QI26[AzK_L1 MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 164
T PE Gl — — | KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITFS[AzK L1 PEG]SIISTLT
L APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
2 S127[AzK_L1 P MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 165
- EG] - KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWITFSQ[AzK L1 PEGIISTLT
L APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
2 T131[AzK LI MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 166
T pE Gl —  — | KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITFSQSIIS[AzK L1 PEGILT
L APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
2 NSSR_DI09[Az MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 167
K LL PEG] KNFHLRPRDLISRINVIVLELKGSETTFMCEYA[AzK L1
- PEG]ETATIVEFLNRWITFSQSIISTLT
IL- APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
2 V9I[AZK_L1_P MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 168
- EG] - KNFHLRPRDLISNIN[AzK L1 PEG]IVLELKGSETTFM
CEYADETATIVEFLNRWITESQSIISTLT
IL- APTSSSTK[AzK L1 PEGS0kDa]TQLQLEHLLLDLQMIL
2 K9[AzK_L1 PE NGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE 169
TGS Ok]Sa] - LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET
TEMCEYADETATIVEFLNRWITFSQSIISTLT
L APTSSSTKKTQLQLE[AzK .1 PEGS0kDa]LLLDLQMIL
NGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE 170

2 HI16[AzK L1 _P
EG50kDa]

LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET
TEMCEYADETATIVEFLNRWITFSQSIISTLT

IL-
2 L19[AzK_L1_P
EG50kDa]

APTSSSTKKTQLQLEHLLJAzK L1 PEGS50kDa]DLOQMI
LNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEE
ELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSE
TTEMCEYADETATIVEFLNRWITESQSIISTLT

171

IL-
2 D20[AzK L1 _P
EG50kDa]-2

APTSSSTKKTQLQLEHLLLJAzK L1 PEGS0kDa]lL.OQMIL
NGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE
LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET

TEMCEYADETATIVEFLNRWITFSQSIISTLT

172

IL-
2 M23[AzK L1 P
EG50kDa]

APTSSSTKKTQLQLEHLLLDLQJAzK L1 PEGS0kDa]lL
NGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE
LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET
TEMCEYADETATIVEFLNRWITFSQSIISTLT

173
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IL-
2 N26[AzK_L1_P
EG50kDa]

APTSSSTKKTQLQLEHLLLDLOMILJAzK L1 PEGS0kD
a]GINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE
LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET
TEMCEYADETATIVEFLNRWITFSQSIISTLT

174

IL-
2 N88[AzK _L1_P
EG50kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLIS[AzK L1 PEGS0kDa]INVIVLELKGSE
TTFMCEYADETATIVEFLNRWITESQSIISTLT

175

IL-
2 E100[AzK_L1_
PEG50kDa]

APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGS[AzK L1 PEGS0kDa]
TTEFMCEYADETATIVEFLNRWITESQSIISTLT

176

IL-
2 N119[AzK L1 _
PEG50kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLJAzK L1 PEGS0kDa]RWITESQSIISTLT

177

IL-
2 T123[AzK_L1_
PEG50kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWI[AzK L1 PEGS0kDa]FSQSIISTLT

178

IL-
2 QI26[AzK_LI_
PEG50kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEFMCEYADETATI
VEFLNRWITFS[AzK L1 PEGS0kDa]SIISTLT

179

IL-
2 S127[AzK_L1_P
EG50kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITFSQ[AzK L1 PEGS0kDa]lISTLT

180

IL-
2 T131[AzK_L1_
PEG50kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITESQSIIS[AzK L1 PEGS50kDa]LT

181

IL-
2_N88R_DI109[Az
K_L1_PEG50kDa]

APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR

MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS

KNFHLRPRDLISRINVIVLELKGSETTFMCEYA[AzK 1.1
PEGS0kDa]ETATIVEFLNRWITESQSIISTLT

182

IL-
2 V91[AzK L1 _P
EG50kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNIN[AzZK_L1_PEGS50kDa]IVLELKGSE
TTEMCEYADETATIVEFLNRWITESQSIISTLT

183

IL-
2 K9[AzK_L1_PE
G30kDa]

APTSSSTK[AzK_L1_PEG30kDa]TQLQLEHLLLDLQMIL
NGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE
LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET
TEMCEY ADETATIVEFLNRWITFSQSIISTLT

184

IL-
2 HI6[AzK L1 _P
EG30kDa]

APTSSSTKKTQLQLE[AzK L1 PEG30kDa]LLLDLQMIL
NGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE
LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET

TEMCEYADETATIVEFLNRWITFSQSIISTLT

185

IL-
2 L19[AzK_L1_P
EG30kDa]

APTSSSTKKTQLQLEHLLJAzK L1 PEG30kDa]DLOQMI
LNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEE
ELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSE
TTEFMCEYADETATIVEFLNRWITESQSIISTLT

186
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IL-
2 D20[AzK_L1_P
EG30kDa]

APTSSSTKKTQLQLEHLLLJAzK L1 PEG30kDal]l. QMIL
NGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE

LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET

TEMCEYADETATIVEFLNRWITFSQSIISTLT

187

IL-
2 M23[AzK_L1_P
EG30kDa]

APTSSSTKKTQLQLEHLLLDLQ[AzK L1 PEG30kDa]IL
NGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE
LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET
TEMCEYADETATIVEFLNRWITFSQSIISTLT

188

IL-
2 N26[AzK_L1_P
EG30kDa]

APTSSSTKKTQLQLEHLLLDLQMILJAzK L1 PEG30kD
a]GINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE
LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSET
TEMCEYADETATIVEFLNRWITFSQSIISTLT

189

IL-

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR

2 NSS[AzK L1 P MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 190
T EG3 OkD_a] - KNFHLRPRDLIS[AzK L1 PEG30kDa]INVIVLELKGSE
TTEMCEYADETATIVEFLNRWITESQSIISTLT
L APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
2 E100[AzK Ll MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 191
" PEG3 OkD;] — | KNFHLRPRDLISNINVIVLELKGS[AzK L1 PEG30kDa]
TTEMCEYADETATIVEFLNRWITESQSIISTLT
L APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
2 N119[AzK_L1 MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 192
T PEG3 0kD;] — | KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLJAzK L1 PEG30kDa]RWITESQSIISTLT
L APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
2 T123[AzK_L1 MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 193
" PEG3 OkDg] — | KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWI[AzK L1 PEG30kDa]FSQSIISTLT
IL- APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS 194

2 QI126[AzK_LI_
PEG30kDa]

KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITES[AzK L1 PEG30kDa]SIISTLT

IL-
2_S127[AzK_L1_P
EG30kDa]

APTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATI
VEFLNRWITFSQ[AzK L1 PEG30kDa]lISTLT

195

IL-
2 T131[AzK_L1_
PEG30kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATI
VEFLNRWITFESQSIIS[AzK L1 PEG30kDa]L T

196

IL-
2 N8SR_DI109[Az
K_L1 PEG30kDa]

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR

MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS

KNFHLRPRDLISRIVKIVLELKGSETTFMCEYAJAzK L1
PEG30kDa]ETATIVEFLNRWITESQSIISTLT

197

IL-
2 V91[AzK L1 _P

APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
KNFHLRPRDLISNINJAzK L1 PEG30kDa]I[VLELKGSE

198

EG30kDal TTEMCEYADETATIVEFLNRWITESQSIISTLT
PTSSSTK[AzK PEGITQLQLEHLLLDLOQMILNGINNYK
IL- NPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEV 199
2_K8[AzK_PEG] | LNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYA

DETATIVEFLNRWITFSQSISTLT
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IL-
2 H15[AzK_PEG]

PTSSSTKKTQLQLE[AzK PEGILLLDLOQMILNGINNYK
NPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEV
LNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYA
DETATIVEFLNRWITFSQSISTLT

200

IL-
2 _L18[AzK_PEG]

PTSSSTKKTQLQLEHLLJAzK PEG]DLOMILNGINNYK
NPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEV
LNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYA
DETATIVEFLNRWITFSQSIISTLT

201

IL-
2 D19[AzK_PEG]

PTSSSTKKTQLQLEHLLL[AzK PEG]LOMILNGINNYK
NPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEV
LNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYA
DETATIVEFLNRWITFESQSIISTLT

202

IL-
2 M22[AzK_PEG]

PTSSSTKKTQLQLEHLLLDLQJAzK PEGJILNGINNYK
NPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEV
LNLAQSKNFHLRPRDLISNINVIVLELKGSETTEFMCEYA
DETATIVEFLNRWITESQSIISTLT

203

IL-
2 N25[AzK_PEG]

PTSSSTKKTQLQLEHLLLDLQMIL[AzK PEG]GINNYK
NPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEV
LNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYA
DETATIVEFLNRWITESQSIISTLT

204

IL-
2 N87[AzK_PEG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLIS[AzK PEG]INVIVLELKGSETTFMCEYA
DETATIVEFLNRWITFESQSISTLT

205

IL-
2 E99[AzK_PEG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGS[AzK PEG|TTFMCEYA
DETATIVEFLNRWITFSQSISTLT

206

IL-
2 _N118[AzK_PEG
]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIV
EFL[AzK PEGIRWITFSQSISTLT

207

IL-
2 T122[AzK_PEG
|

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEFMCEY ADETATIV
EFLNRWI[AzK PEG]FSQSIISTLT

208

IL-
2_QI125[AzK_PEG
]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTEMCEY ADETATIV
EFLNRWITFS[AzK PEG]|SIISTLT

209

IL-
2 S126[AzK_PEG
]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIV
EFLNRWITFESQ[AzK PEG]IISTLT

210

IL-
2 _T130[AzK_PEG
]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIV
EFLNRWITFSQSIIS[AzK PEG]LT

211

IL-
2 N87R_D109[Az
K_PEG]-1

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISRINVIVLELKGSETTFMCEYAJAzK PE

GIETATIVEFLNRWITESQSIISTLT

212
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IL-
2 V90[AzK_PEG]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNIN[AzK PEG]IVLELKGSETTFMCEYA
DETATIVEFLNRWITFSQSISTLT

213

IL-
2_K8[AzK_PEG50
kDa]

PTSSSTK[AzK PEG30kDa]TQLQLEHLLLDLQMILNGI
NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFM
CEYADETATIVEFLNRWITESQSISTLT

214

IL-
2 _H15[AzK_PEG5
OkDa]

PTSSSTKKTQLQLE[AzK PEGS50kDa]l. LLDLOQMILNGI
NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

215

IL-
2 L18[AzK_PEG5
OkDa]

PTSSSTKKTQLQLEHLL[AzZK PEGS0kDa]DLQMILNGI
NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

216

IL-
2 D19[AzK_PEGS
OkDa]

PTSSSTKKTQLQLEHLLL[AzK PEGS0kDa]l. QMILNGI
NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

217

IL-
2_M22[AzK_PEG
50kDa]

PTSSSTKKTQLQLEHLLLDLQJAzK PEGS0kDa]ILNGIN
NYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPL
EEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMC
EYADETATIVEFLNRWITESQSIISTLT

218

IL-
2_N25[AzK_PEG5
OkDa]

PTSSSTKKTQLQLEHLLLDLOQMIL[AzK PEGS0kDa]GI
NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

219

IL-
2_N87[AzK_PEGS5
OkDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLIS[AzK PEGS50kDa]INVIVLELKGSETTFM
CEYADETATIVEFLNRWITESQSIISTLT

220

IL-
2 E99[AzK_PEGS5
OkDa]-1

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGS[AzK PEG50kDa|TTFM
CEYADETATIVEFLNRWITFSQSIISTLT

221

IL-
2 _NI118[AzK_PEG
50kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIV
EFLJAzK PEGS0kDa]RWITFSQSIISTLT

222

IL-
2 T122[AzK_PEG
50kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIV
EFLNRWI[AzK PEGS0kDa]FSQSIISTLT

223

IL-
2_QI125[AzK_PEG
50kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEFMCEYADETATIV
EFLNRWITFS[AzK PEGS0kDa]SIISTLT

224

IL-
2_S126[AzK_PEG
50kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITFSQ[AzK PEGS0kDallISTLT

225
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IL-
2_T130[AzK_PEG
50kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITFESQSIIS[AzK PEGS0kDa]L'T

226

IL-
2_N87R_D108[Az
K_PEGS50kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLISRINVIVLELKGSETTFMCEYAJAzK PE

GS0kDa]JETATIVEFLNRWITESQSIISTLT

IL-
2 _V90[AzK_PEG5
OkDa]

227

PTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINJAzK PEGS50kDa]IVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

228

IL-
2_K8[AzK_PEG30
kDa]

PTSSSTKJ[AzK PEG30kDa]TQLQLEHLLLDLQMILNGI
NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

229

IL-
2 _H15[AzK_PEG3
OkDa]

PTSSSTKKTQLQLE[AzZK PEG30kDa]l. LLDLQMILNGI
NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

230

IL-
2 L18[AzK_PEG3
OkDa]

PTSSSTKKTQLQLEHLLJAzK PEG30kDa]DLOQMILNGI
NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

231

IL-
2_D19[AzK_PEG3
OkDa]

PTSSSTKKTQLQLEHLLL[AzK PEG30kDa]l. QOMILNGI
NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

232

IL-
2_M22[AzK_PEG
30kDa]

PTSSSTKKTQLQLEHLLLDLQJAzK PEG30kDa]ILNGIN
NYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPL
EEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMC
EYADETATIVEFLNRWITFSQSIISTLT

233

IL-
2 N25[AzK_PEG3
OkDa]

PTSSSTKKTQLQLEHLLLDLQMILJAzK PEG30kDa]GI
NNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFEM
CEYADETATIVEFLNRWITFSQSIISTLT

234

IL-
2 N87[AzK_PEG3
OkDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK

NFHLRPRDLIS[AzK PEG30kDa]INVIVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

235

IL-
2 E99[AzK_PEG3
OkDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGS[AzK PEG30kDa|TTFM
CEYADETATIVEFLNRWITFSQSIISTLT

236

IL-
2 _N118[AzK_PEG
30kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTEFMCEYADETATIV
EFLJAzK PEG30kDa]RWITFSQSIISTLT

237

IL-
2 T122[AzK_PEG
30kDa]

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK
NFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIV
EFLNRWI[AzK PEG30kDa]FSQSIISTLT

238
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PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 239
NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITFS[AzK PEG30kDa]SIISTLT

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 240
NFHLRPRDLISNINVIVLELKGSETTFMCEY ADETATIV
EFLNRWITESQJAzK PEG30kDallISTLT

PTSSSTKKTQLQLEHLLLDLOQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 241
NFHLRPRDLISNINVIVLELKGSETTEMCEY ADETATIV
EFLNRWITFSQSIIS[AzK PEG30kDa]lL. T

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 242
NFHLRPRDLISRINVIVLELKGSETTFMCEYA[AzK PE
G30kDa]ETATIVEFLNRWITFESQSIISTLT

PTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRM
LTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQSK 243
NFHLRPRDLISNIN[AzK PEG30kDa]IVLELKGSETTFM
CEYADETATIVEFLNRWITFSQSIISTLT

APTSSSTKKTQ[AzK PEG30kDa]QLEHLLLDLQMILNG
INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK

IL-
2_QI125[AzK_PEG
30kDa]

IL-
2_S126[AzK_PEG
30kDa]

IL-
2_T130[AzK_PEG
30kDa]

IL-
2 NS7R_D108[Az
K_PEG30kDa]

IL-
2 V90[AzK_PEG3
OkDa]

IL-

Z—legilz)K]—PEm PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTE | 2+
a MCEYADETATIVEFLNRWITFSQSIISTLT
. APTSSSTKKTQLQL[AzK_PEG30kDa]HLLLDLQMILNG
> E1s{AsK PEG3 | INNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK | o
- Oklz)]— PLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTF
4 MCEYADETATIVEFLNRWITFSQSIISTLT
APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
IL-2_VOIK_CI258 | ¢ NFHLRPRDLISNINKIVLELKGSETTFMCEYADETATI | 240
VEFLNRWITFSQSIISTLT
APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTR
MLTFKFYMPKKATELKHLQCLEEELKPLEEVLNLAQS
IL-2_N88R_CI255 | 1 NFHLRPRDLISRINVIVLELKGSETTFMCEYADETATI | 24/
VEFLNRWITFSQSIISTLT
Henmun CTP (30| 5o 5ok APPPSI PSPSRLPGPSDTPILPQ 248
AMHHOKHCJIOT)
Henmun CTP 31| 5y g g5 Sk APPPSLPSPSRLPGPSDTPILPQ 249
AMUHOKHCJIOTA)

X=caliT, copepskauiuii HEMPUPOIHYIO AMUHOKHUCIIOTY.

[AzK]=N6-((2-a3unosTokcn)-kapOoHu)-L-mu3uH  (CTpyKTypa KOTOPOTO pacKpbiTa B
Buze coenuHerns 90 Ha ¢ur. 3C), UMEIOIHIA PErUCTPALIIOHHBIA HOMEP COTJIACHO XHUMHUYECKON
pedeparusHOii ciyxde Ne 1167421-25-1.

[AzK_PEG]=N6-((2-a3unosTokcn)-kapOoHmn)-L-n113uH, cTabuiIbHO KOHBIOTHPOBAHHBIN
¢ PEG ¢ nomompro DBCO-onocpenoBaHHOW KIMK-XUMHU C OOpa3oBaHHWEM COEOMHEHUS,
comepxatiero cTpykrypy ¢opmynsr (II) mim ¢opmyner (III). Hampumep, ecnm ykasaso,
PEGS50kD o0o3HavaeT THHEHHYIO Lenb NOJUITHICHTIIUKOJS CO CPEAHE MOJIEKYJSIPHON Maccoi

50 k/la, konupoBaHHYKO MeTOKCUrpymnmnoi. COOTHOLIEHHE PEerHOU30MEepOB, OOpPa3yIOIUXCS B
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pe3ysibTaTe KIHK-peakiuy, cocrapiisier npudmusurenpHo 1:1 wmm Gonmee wem 1:1. Tepmun
"DBCO" o3Hauaer xuMHuUecKuil (parMeHT, couepkamui AuOEH30LMKIOOKTHHOBYIO TPYIINY,
Takol kak copepxawmuii coenuHeHne mPEG-DBCO, nokasanHoe Ha cxeme 1 mpumepa 1.
HUnmoctpatuBHas crpykrypa rpynmnbsl MmeTokcu-PEG nokazana B ctpyktype mPEG-DBCO Ha
cxeme | nmpumepa 1.

[AzK_L1_PEG]=N6-((2-a3unostokcu)-kapOoonun)-L-nu3uH, CTaOUIIBLHO
koubroTupoBanHblil ¢ PEG ¢ nomomeio DBCO-onocpenoBaHHOM KIMK-XUMHUH € 00pa30BaHNUEM
CoenHeHus, conepxkamero cTpykrypy dopmynsl (IV) win dopmyner (V). Hanpumep, ecnu
ykazano, PEGS0kD o0o3HauaeT JHMHEWHYH Lenb MOJUATHIEHTJIUKONS CO  CpemHei
MonekyisapHoM  maccoi 50  kJla, k3mupoBaHHy0 — Mertokcurpynmoil.  CooTHoleHHe
pPEeruou3oMepoB, OOPA3YIOIUXCS B PE3YJIbTATEe KJIUK-PEAKLHUN, COCTABISET NMPUOIH3UTENbHO 1:1
wim Oonee yem 1:1. Tepmun "DBCO" o3Hauaer xumuueckuil (parmeHrt, comep Karquii
IUOEH30UUKIOOKTHHOBYIO TpPYIIy, TakoH Kak coxpepxkamuid coepumaenne mPEG-DBCO,
MOKa3aHHOe Ha cxeme | nmpumepa 1.

B HekoTOpbIX BapHaHTax OCYLIECTBJICHUs B JAHHOM JOKYMEHTE ONUCaHbl KOHBIOTATHI
IL-2, monuduIrpOBaHHbIE B MOJIOKEHUH aMHHOKHUCIIOTHL. B HEKOTOPBIX Cllydasix Moxu(pUKaLus
OTHOCHTCSI K NPUPOAHON aMHMHOKHCIOTE. B HEKOTOpBIX citydasx MOAM(UKALUS OTHOCHUTCS K
HENPUPOJHON aMHHOKHUCIOTe. B HEKOTOphIX ciydasx B JaHHOM JOKYMEHTE OIHCaH
BbIJIEJIEHHBIH 1 MoaudHuLIupoBaHHbIi nojunentua IL-2, KOTOpeIl COREPKUT MO MEHbIIEH Mepe
OHY HENPUPOAHYI AMUHOKHUCIOTY. B HekoTOphIX ciywasx nomunentun IL-2 npencrasiser
co0oli BbieNeHHbIH 1 ounineHHbId [L-2 mnekonurarouiero, Hanpumep, 6enok IL-2 rpeizyHOB
win yenosedeckuit 6enok IL-2. B Hexoropsix cnyyasix nojunentun IL-2 npencrasnsier co0oit
yenoBeuecknii Oenok IL-2. B Hekoropbix ciydasx mnomunentan I[L-2 Xapakrepusyercs
npubnusutensHo  80%, 85%, 90%, 95%, 96%, 97%, 98% wumu 99% UIEHTUYHOCTHIO
NocJeoBaTeNbHOCTU ¢ nocnenosaTenbHocThi0 o SEQ ID NO: 1. B HekoTtophIx ciyuasix
noymnentun 1L-2 cogepskur nmocnenoBarenbHocTh o SEQ ID NO: 1. B HekoTOpbIX Citydasix
nonunentun IL-2 cocrout u3 nocnenosarenbHocTH nox SEQ ID NO: 1. B monojHUTENbHBIX
cnydasix nojunentan IL-2 xapakrepusyercs npudmusutensHo 80%, 85%, 90%, 95%, 96%,
97%, 98% wunu 99% WIEHTUYHOCTBIO TMOCIEA0BATEIbHOCTH C MOCIEN0BATEIbHOCTHIO 1o SEQ
ID NO: 2. B nononautenbHbix ciay4asx nomurnentun [L-2 comepkuT mocnenoBareabHOCTb MO
SEQ ID NO: 2. B pononHuTenbHbIX ciydasx nojunentun IL-2  cocrour u3
nocnenosatenbHocTd noag SEQ ID NO: 2. B Hekoropbx cayuasx nojunentun IL-2
xapaktepusyercss npudmmsutensHo 80%, 85%, 90%, 95%, 96%, 97%, 98% wmm 99%
WJIEHTUYHOCTBLIO TIOCJIENOBATEIBHOCTH ¢ MocienoBaTenbHOCTRI0O moxg SEQ ID NO: 3. B
HEKOTOpbIX cayuasx nojgunentun IL-2 cogepsxkut nocnenosarensHocTs o SEQ ID NO: 3. B
HEKOTOpbIX ciydasx nonaunentun IL-2 cocrout us nocnenosarensHoctu nog SEQ ID NO: 3. B
JOTIOJTHUTEIBHBIX ciydasix mosmnentun IL-2 xapakrtepusyercs npubmusurenbHo 80%, 85%,
90%, 95%, 96%, 97%, 98% wmm 99% HUAEHTUYHOCTHIO MOCIEHOBATENBHOCTH C
nocnenosaTenbHOCTEi0 oA SEQ ID NO: 4. B pgononHuTenbHBIX ciydasx nonunentun IL-2

conepxut nocieaosarenbHOCTh o SEQ ID NO: 4. B 1OnOMHUTENBHBIX CIy4asX MOJUNENTUA
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IL-2 cocrout u3 nocnenosarenpHocTy o SEQ ID NO: 4. B HEKOTOpBIX Cly4asix MOJUTENTHA
IL-2 xapaxrepusyercst npudnusureapbHo 80%, 85%, 90%, 95%, 96%, 97%, 98% wumm 99%
HUJIEHTUYHOCTBIO IOCENOBATEILHOCTH ¢ IochenoBareabHocThi0 mod SEQ ID NO: 34-48. B
HEKOTOpbIX ciyuasx nonunentun IL-2 conepxur nocnenosarenpHocTs noa SEQ ID NO: 34-48.
B nexoropsix cayuasx nonunentun IL-2 cocrout us nocneposarenbHocTd nog SEQ ID NO: 34-
48. B pomonHuTenbHBIX ciaydasx nojunentun IL-2 xapakrepusyercs mpubnusutensHo 80%,
85%, 90%, 95%, 96%, 97%, 98% wumu 99% HIAEHTUYHOCTBIO MOCIEIOBATEILHOCTH C
nocienoBaTebHOCTRIO IO SEQ ID NO: 199-213. B HONONMHUTENbHBIX CAyYasx MOJUTENTHN
IL-2 comepsxxut nocnenosatenbHOCTh o SEQ ID NO: 199-213. B nononHUTENBHBIX CIyYasx
nonunentun IL-2 cocrout u3 mocnenosarensHocTH nox SEQ ID NO: 199-213. B HekoTOpBIX
cnyudasix nojunentan IL-2 xapakrepusyercs npudbmusutensHo 80%, 85%, 90%, 95%, 96%,
97%, 98% wunu 99% WIEHTUYHOCTBIO TMOCIEA0BATEIbHOCTH C MOCIEN0BaTEIbHOCTRIO 1o SEQ
ID NO: 49-63. B HekotopeIx ciaydasx nojgunentun IL-2 comepKuUT MocnenoBaTeNbHOCTb MOJ
SEQ ID NO: 49-63. B HekoTophIX ciay4asx nonunentun IL-2 cocTouT u3 nociaenoBaTelbHOCTH
nox SEQ ID NO: 49-63. B pgononmHuTenpHbIX ciydasx nonunentun [L-2 xapakrepusyercs
npudmmsutensHo  80%, 85%, 90%, 95%, 96%, 97%, 98% wumm 99% UAECHTHYHOCTHIO
MOCJIEAOBATEILHOCTH ¢ TmocnenoBaTenbHOCThIO 1o SEQ ID NO: 213-228. B momomHUTENbHBIX
cinyuasix nojunentua IL-2 comepskutr mocnenoBarenpHocTh mox SEQ ID NO: 213-228. B
TOTMOJIHUTENBHBIX caydasx nonunentun [L-2 cocrout u3 nocnegosarenbHoctu noa SEQ ID NO:
213-228. B Hekoropbix ciydasx nosnunentun IL-2 xapaxrepusyercss npudmmsurensHo 80%,
85%, 90%, 95%, 96%, 97%, 98% wumu 99% HIEHTUYHOCTBHIO MOCIEIOBATEIbHOCTH C
nocnenosaTenbHocTei0 ox SEQ ID NO: 64-78. B HekotopbIx ciyuasx nojunentupn IL-2
comepxuT nocneaosarenbHocTh oA SEQ ID NO: 64-78. B HEKOTOPBIX Cilydasx MOJIMIENTUA
IL-2 cocrour u3 mocnenoBarenbHocTH mog SEQ ID NO: 64-78. B HeKOTOpBIX Ciyyasix
nojunentun [L-2 xapaktepusyercs: npudnusutenbHo 80%, 85%, 90%, 95%, 96%, 97%, 98%
i 99% UIEHTUYHOCTBIO ITOCIEN0BATEILHOCTH ¢ IociienoBaTenbHocThIoO noa SEQ ID NO: 229-
243. B HekoTopbIx ciaydasx nogunentun IL-2 cogepxxur nocnenosarenpHocTh nox SEQ ID NO:
229-243. B HexoropbIx ciydasx nonunentun IL-2 cocrour usz nmocnenosarenbHOCTH noa SEQ
ID NO: 229-243. B HekoTopbix ciy4asx nojunentun IL-2 xapakrepusyercs MpUOIU3UTETHHO
80%, 85%, 90%, 95%, 96%, 97%, 98% wmmmn 99% HIEHTUIHOCTBIO TMOCIIEIOBATEIBHOCTH C
nocnenosatenbHOcTei0 o SEQ ID NO: 154-168. B HexoTtopeix ciyuasx nojaunentup IL-2
conep:xkuT nocnenosarenbHocTh oA SEQ ID NO: 154-168. B HekOTOpBIX ciydasix MOJUNENTUA
IL-2 cocrout u3 mocnemosarenbHocTd mog SEQ ID NO: 154-168. B HekOTOpBIX ciydasx
nonunentun 1L-2 xapaktepusyercs: npudmusutenbo 80%, 85%, 90%, 95%, 96%, 97%, 98%
i 99% UIEeHTUYHOCTBIO TOCAEN0BATEILHOCTH ¢ MocenoBaTeabHOCThIO o SEQ ID NO: 109-
123. B Hexotopsix ciayuasx noiaunentun IL-2 cogepsxut nocnenosarensbHocTs o SEQ ID NO:
109-123. B HekoTopbIx ciydasx nonunentun IL-2 cocrour usz mocnenosarenbHOCTH noa SEQ
ID NO: 109-123. B Hekoropbix ciydasx nonunentun IL-2 xapakrepusyercss nmpuOIU3UTEITHHO
80%, 85%, 90%, 95%, 96%, 97%, 98% wunu 99% HIEHTUYHOCTBHIO TMOCIENOBATEIHBHOCTH C

nocnenosaTenbHOcTei0 o SEQ ID NO: 169-183. B HexoTtopeix ciyuasx noaunentup IL-2
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cofepxuT nocneaosarenbHOCTh oA SEQ ID NO: 169-183. B HEKOTOPBIX Cilydasix MOJIUMIENTHA
IL-2 cocrout u3 nocnenosarenbHocTd nog SEQ ID NO: 169-183. B HeKOTOpBIX clydasx
nonunentun 1L-2 xapaktepusyercs: npubmusurensao 80%, 85%, 90%, 95%, 96%, 97%, 98%
i 99% UIEeHTUYHOCTBIO TOCAEN0BATEILHOCTH ¢ MociienoBaTenbHOCThO moa SEQ ID NO: 123-
138. B nexoropsix cayuasx nonaunentun IL-2 cogepxut nocaenosarenbHocTs nog SEQ ID NO:
123-138. B Hekoropbix ciydasx nonunentun IL-2 cocrour mu3 nocnenosarenbHocT nox SEQ
ID NO: 123-138. B HekoTopbIx ciy4asx nonunentun IL-2 xapakrepusyercs: npuOIU3UTEIbHO
80%, 85%, 90%, 95%, 96%, 97%, 98% wunu 99% HAEHTHUYHOCTHIO ITOCJIENOBATEIBHOCTH C
nocnenoBaTenbHOCTEIO o SEQ ID NO: 184-198. B HekoTtopeix ciyuasx nojunentun I[L-2
conep:kuT nocnenosarenbHOcTh oA SEQ ID NO: 184-198. B HeKOTOpBIX ciydasix MOJUMENTUN
IL-2 cocrout u3 mocnemoBatenbHOCcTH mog SEQ ID NO: 184-198. B HekOTOpBIX clydasx
nonunentun 1L-2 xapaktepusyercs npubdiusutenbo 80%, 85%, 90%, 95%, 96%, 97%, 98%
i 99% UIEHTUYHOCTBIO MOCAEN0BATEILHOCTH € MocenoBaTenbHOCThIO noa SEQ ID NO: 139-
153. B Hexoropsix cnyuasx noiunentun IL-2 cogepsxut nocnenosarensbHocTs o SEQ ID NO:
139-153. B HekoTopbIx ciydasx nonunentun IL-2 cocrour usz nocienosarenbHOCTH noa SEQ
ID NO: 139-153.

B Hekoropeix cnyuasx nonmnentun IL-2 mpencrasisier coOoil ycedeHHbI BapuaHT. B
HEKOTOPBIX CIIy4YasiX yCedeHHe MpencTanisieT coOoii N-KoHLeByro aenenuto. B nmpyrux ciydasx
yceueHne npeactasisier coOoi C-KOHLEBYIO AeIenno. B NONMOMHUTENbHBIX Cly4asix ycedeHne
BKJItOUaeT kak N-koHueByro, Tak U C-koHUeBywo peneuuu. Hampumep, yceueHue MOXeT
MPEICTaBIISITh COOOM AeNenuto o MeHbIneld Mepe uiu npudmmsurensHo 1, 2, 3,4, 5,6, 7, 8, 9,
10, 11, 12, 13, 14, 15, 20 wiu OONMbLIEro KOJMMYECTBa OCTaTKOB OO0 ¢ N-koHIa, audo ¢ C-
KOHIIa, 100 ¢ 00oux KOHIOB. B HekoTOpbIx cinyyasx nonunentun IL-2 conepxut N-KOHLIEBYIO
JENEeLHI0 U3 MO MeHblIeH Mepe wiu npudnmsurensho 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14,
15, 20 unu Gosbine octaTkoB. B HekoTophix cnyuasx nojunentun IL-2 cogepxut N-KOHIEBYIO
JENELHI0 U3 TI0 MeHbLIeH Mepe i npudnusurensHo 1, 2, 3,4, 5,6, 7, 8, 9 unu 10 ocratkos. B
HEKOTOpBIX ciayyasx nomunentus [L-2 cogep:kut N-KOHLIEBYIO A€NELUI0 U3 [0 MEHbLIeH Mepe
WM TpUONU3UTENIBHO 2 OCTaTKOB. B HekoTopwix ciyuasx nonunentun IL-2 comep:xkur N-
KOHLIEBYIO JIEJICLIMI0 M3 MO MEHbLICH Mepe WM NMPHUOJIM3HTENBHO 3 OCTAaTKOB. B HEKOTOpPBIX
cinyvyasix nomunentun IL-2 comepxkur N-KOHLEBYIO AENELMIO M3 IO MEHBUIEH Mepe Wiu
npuOIU3NTENBEHO 4 OCTaTKOB. B HekoTOphIX citydasx nojunentun IL-2 cogepkut N-KOHIEBYIO
OENEeN0 W3 1O MEHbLIeH Mepe MM NPUOTU3UTENbHO 5 OCTaTKOB. B HEKOTOPBIX Cirydasx
nojunentun [L-2 compepskxut N-KOHLEBYIO AENEIUI0 U3 M0 MEHBIIEeH Mepe WA MPHOIH3UTEIBHO
6 octaTkoB. B HekoTOpbIX ciydasx nojunentup IL-2 copgep:xut N-KOHLEBYHO AENELUI0 U3 IO
MEHBLIEH Mepe WM NMPUONIM3UTENbHO 7 OCTaTKOB. B HekoTOphIX ciydasx nojumentan [L-2
comepkuT N-KOHIIEBYIO JEJIELUI0 M3 MO MEHbLIeH Mepe WM NpuOIu3UTeNpbHO 8 ocTaTtkoB. B
HEKOTOPBIX ciydasx nomunentun IL-2 comepkut N-KOHLEBYIO AEIELUI0 U3 MO MEHbLIEH Mepe
WM npubnm3nuTenbHo 9 octatkoB. B Hekoropwix cnyuasx nonunentun IL-2 comepxxur N-

KOHLIEBYIO JIEJIELIUIO U3 TI0 MEHbIIeH Mepe Wi NpUOIn3uTenbHo 10 0CTaTKOB.
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B HexoTophIx BapuaHTax ocyuiectiaeHus nonunentun I[L-2 mpencrasnsier coOoi
(YHKIMOHATBPHO aKTUBHBINH (parMeHT. B HeKOTOpBIX ciydasx (QyHKIMOHAJIBHO AKTHBHBIH
¢dparment cogepxxut ydacrok IL-2 10-133, 20-133, 30-133, 10-130, 20-130, 30-130, 10-125, 20-
125, 30-125, 1-130 unum 1-125, roe monokeHus OCTaTKOB OTHOCATCS K monoxkeHusiMm B SEQ 1D
NO: 1. B HekoTOpbIX ciydasx (PyHKIHOHAJIBHO aKTUBHBIM (pparMeHT comepxutr ydactok IL-2
10-133, roe nosnoxeHus: ocTaTkoB oTHocsATCs K nonoskeHussM B SEQ ID NO: 1. B HexkoTopbIx
ciy4asx (yHKIIMOHAJIBHO aKTUBHBIN (hparMeHT conepxut ydactok IL-2 20-133, rae nonoxeHus
octatkoB OoTHOCATCs K nonokeHusiMm B SEQ ID NO: 1. B HekoTOphIX ciydasix (pyHKIHOHAIBHO
aKTUBHBIN (parmeHT comepkuT ydacTok IL-2 30-133, rme monoskeHUs OCTATKOB OTHOCSATCSI K
nojoxerussMm B SEQ ID NO: 1. B HekoTOpbIX ciydasx (YHKIMOHAJIBHO aKTUBHBIN (hparMeHT
conepxut ydactok [L-2 10-125, rae monoskeHust OCTaTKoOB OTHOCSTCS K mosoxkeHusiMm B SEQ 1D
NO: 1. B HeKOTOpBIX ciy4asix (PYHKIIMOHAJIBHO aKTUBHBIA (pparMeHT comepkut ydactok IL-2
20-125, roe nonoskeHusi OCTaTkoB OTHOCATCS K nojoxeHusM B SEQ ID NO: 1. B HexoTopbIx
ciydasix (YHKIMOHAJIBHO aKTHBHBIN (parMeHT copep:kut ydactok IL-2 1-130, roe monoskeHus
octaTkoB OoTHOCATCS K nonokeHusiM B SEQ ID NO: 1. B HekoTOphIX ciydasx (pyHKIHOHAIBHO
aKTUBHBIN (PparMeHT comepkutT y4dactok IL-2 1-125, rme mojoKeHust OCTAaTKOB OTHOCSTCS K
nojoxkeHusiM B SEQ ID NO: 1.

B HexoTOpBIX BapuaHTax OCYLIECTBJIEHUs B JaHHOM JIOKYMEHTE onucaH KoHbrorat IL-2,
KOTOPBIN CONEP)KUT BbIAEIEHHBIH, OYMIIEHHbIH M MoxuduuupoBaHHbli nojunentun IL-2 u
KOHBIOTHpYIOmUi ¢parMeHT. B HekoTopeIx chydasx koHbtorat IL-2 xapakrtepusyercs
CHIDKEHHOH ad(PuHHOCTRIO B OTHOUIEHHMH cyOwpenuHuipl o-peuentopa IL-2 (IL-2Ro) mo
cpaBHeHur0 ¢ nosanentuaom IL-2 gukoro tuma. B HEKOTOPBIX Ciy4asix KOHBIOTUPYIOIUMH
(dparMeHT CBs3aH C AMUHOKHCJIOTHBIM OCTaTKOM, KOTOpbIi B3aumopeiictsyer ¢ IL-2Ra
(manpumep, Ha rpanune koHTtakta IL-2/IL-2Ro). B HEKkOTOpBIX Ciydasx KOHBIOTHUPYIOLIUN
¢dparMeHT CBsi3aH C AMHHOKHCIIOTHBIM OCTaTKOM, KOTOPBIH pacIioyaraercsi MpOKCHMAJIBbHO IO
OTHOLIEHHIO K rpanuue KoHtakta IL-2/IL-2Ra, (Hanpumep, Ha pacCTOSHUM NMPUOIU3UTENBHO 5
A, mpubmusurensro 10 A, mpubmusurensro 15 A wm npubmmsurensro 20 A oT rpaHMImI
koHtakta IL-2/IL-2Ra). B KOHTEKCTe NAHHOrO JOKYMEHTa OCTaTKH, OOpasyrolue TIPaHHLly
kontakta IL-2/ IL-2Ro, BrmouaroT ocratku IL-2, koTopeie obecredywBarOT TrumapodoOHbIe
B3aMMOJENCTBYSI, BOAOPOJHBIE CBS3M WMJIM HOHHbIE B3aUMOJEWCTBUS C OCTaTKaMHU U3
cyobenuanLbl [IL-2Ra.

B HEKOTOpBIX CNy4asx KOHBIOTHPYIOLINHA (parMEHT COEAWHEH C aMHHOKHCIOTHBIM
OCTaTKOM, BBIOPAHHBIM U3 MOJIOKeHUs aMUHOKUCITOTHI A1, P2, T3, S4, S5, S6, T7, K8, K9, Q11,
L12, E15, H16, L18, L19, D20, Q22, M23, N26, G27, N29, N30, Y31, K32, K35, T37, M46,
P47, K48, A50, T51, ES2, L53, H55, Q57, E60, E67, N71, Q74, S75, K76, N77, F78, H79, R81,
P82, R83, D84, S87, N88, 189, V91, 192, L.94, E95, K97, G98, S99, E100, T101, T102, F103,
M104, C105, E106, Y107, A108, D109, D109 B Bapuante N88R, E110, T111, A112, T113,
El116, N119, R120, TI123, S125, Q126, S127, S130, T131, L132 wunu TI133, mpu stom
HyMepalusi aMMHOKHUCIOTHBIX OCcTaTKOB cooTBeTcTBYeT SEQ ID NO: 1. B HekoTOpbIX ciydasx
MOJIO’KeHHE aMUHOKHUCIIOTHI BbiOpaHo u3 Al, P2, T3, S4, S5, S6, T7, K8, K9, Q11, L12, E15,



107

H16, L18, L19, D20, Q22, M23, N26, G27, N29, N30, Y31, K32, K35, T37, M46, P47, K48,
AS50, T51, ES2, L53, HSS, Q57, E60, E67, N71, Q74, S75, K76, N77, F78, H79, R81, P82, R83,
D84, S87, N88, 189, VO1, 192, L94, E95, K97, G98, S99, E100, T101, T102, F103, M104, C105,
E106, Y107, A108, D109, D109 B Bapuante N88R, E110, T111, A112, T113, E116, N119,
R120, T123, S125, Q126, S127, S130, T131, L132 u T133. B HEKOTOPBIX CiIy4asix MOJOKEHUE
aMHHOKHUCIOTHI BeiOpaHo u3 Al, P2, T3, S4, S5, S6, T7, K8, K9, Q11, L12, E15, H16, L18, L19,
D20, Q22, M23, N26, G27, N29, N30 u Y31. B HekoTOpbIX Clydasix MOJIOKEHNE aMHUHOKHCIIOThI
BbiOpaHo u3 K32, K35, T37, M46, P47, K48, AS0, T51, ES2, L53, HSS, Q57, E60, E67, N71,
Q74, S75, K76, N77, F78, H79, R81, P82, R83, D84, S87, N88, 189, VO1, 192, L94, E95, K97,
G98, S99, E100, T101, T102, F103, M104, C105, E106, Y107, A108, D109, D109 B Bapuante
N88R, E110, T111, A112, T113, E116, N119, R120, T123, S125, Q126, S127, S130, T131,
L132 u T133. B HEKOTOPBIX CIy4asx MOJOKEHHUEe aMUHOKHUCIOTH BhiOpaHo u3 K9, Q11, L12,
E15, H16, L18, L19, K35, T37, M46, P47, K48, A50, K76, N77, F78, H79, R81, P82, R83, D84,
S87, N88, F103, M104, C105, E106, Y107, A108, D109, D109 B Bapuante N88R. B HEekoTOpBIX
ClIy4asix MOJIOKeHWe aMUHOKHUCIIOTHI BbiOpaHo u3 S99, E100, T101, T102, F103, M104, C105,
E106, Y107, A108, D109, D109 B Bapuante N88R, E110, T111, A112, T113, E116, N119,
R120, T123, S125, Q126, S127, S130, T131, L132 u T133. B HEKOTOPBIX CiIy4asix MOJOKEHUE
aMUHOKUCIOTHI BeIOpano u3 K8, H15, L18, D19, M22, N25, N87, V90, 191, L93, E%4, K96,
G97, 598, E99, D108 B Bapuante N87R, N118, T122, S124, Q125, S126, S129 u T130.

B HexoTopbix ciydasx koHbrOraT IL-2 AONOJHUTENBHO COAEPKUT AONOJHUTENIBHYIO
MyTalMKO. B HEKOTOPBIX cCily4asiX [OONOJIHUTENbHAs MyTalus HAaxOOWUTCs B IOJOXKEHUU
aMuHOKUCNIOTHL, BhiOpanHoM u3 K8, H15, L18, D19, M22, N25, N87, V90, 191, 193, E94, K96,
G97, S98, E99, D108 B Bapuante N87R, N118, T122, S124, Q125, S126, S129 u T130. B takux
Clly4asix aMHUHOKHCJIOTA KOHBIOTMPOBAHA C JIOMOJHHUTENBHBIM KOHBIOTHPYIOIIUM (hParMeHTOM
IUIsL YBEJIUYEHUS IepUo/ia MOy KU3HH B CBIBOPOTKE KPOBH, CTAOMIBHOCTH MJTH UX KOMOHMHAIIH.
B kauecTBe anbTepHATUBBI Iepel CBI3bIBAHUEM C JIONOJHUTENBbHBIM KOHBIOTHPYIOLINM
(parMeHTOM aMHMHOKHUCIIOTY CHaudaja TMOABEPral0T MyTallMd B MPHPOAHYK) aMHHOKHCIOTY,
TaKyr0 KaK JIM3UH, LUCTEWH, TMCTUIMH, aprUHMUH, aclaparuHoOBas KHCIJIOTA, TJ1yTaMUHOBAs
KHCJIOTA, CEpUH, TPEOHUH UM TUPO3HH, WU B HEIIPUPOAHYIO AMUHOKUCIIOTY.

B mekoTopeIx ciydasx 3((eKTHBHOCTb peLenTOpHOH mepenadd CUrHajia HU3MEPSIOT C
nomoielo 3HaueHus: EDS0. B HekoTophIx ciydasx MomugpuIUpoBaHHbIH momunentun [L-2
obecnieunBaer nepBoe 3HaueHne EDSO st akTuBany Komruiekca nepenadu curxana IL-2By u
BTOpOoe 3HaueHne EDSO s aktuBaumm komruiekca nepenaun currana 1L-2afy, u mpu 3Tom
paznuune Mexnay nepBbiM 3HaueHueM EDSO u Bropeim 3HaueHuem EDSO sBnsiercs MmeHee yem
10-xpaTtHeIM. B HekoTOpbIx ciydasx mopudumupoBaHHbld nojumnentun [L-2 obecrneunsaer
neppoe 3HadeHne EDSO s aktmBanmm Komriiekca nepemaun curHaia IL-2By u BTOpOE
3Hauenne EDSO nns aktuBaumum xomruiekca nepepayun curnana IL-2afy, u npu 3Tom paznudne
Mexay nepsbiM 3HaueHueM EDSO u BTopeiM 3Hauennem EDSO siBnsieTcss MeHee 4eM S-KpaTHbBIM.

B HEKOTOPBIX ClIydasaX pPa3jiniue sBJIACTCA MCEHEC YCM 9-KpaTHbIM, MCHEE YEM 8-KpaTHbIM,



108

MEHEE YeM 7-KpaTHbIM, MEHEE 4YeM O-KpaTHBbIM, MEHEE YeM S-KPaTHbIM, MEHEE 4eM 4-KpaTHbBIM,
MEHEE 4e€M 3-KPaTHbIM, MEHEE YeM 2-KPAaTHBIM WK MEHEe YeM |-KpaTHBIM.

B HekOTOpBIX BapHaHTax OCYLIECTBJIEHHS KOHBIOTUPYIOIIUN (parMeHT SBISIETCS
cBs3aHHbIM ¢ N-koHioMm wmiu C-koHuoMm nomunentuaa IL-2, mubOo HemocpencTBeHHO, OO
OIOCPENOBAHHO Yepe3 JIMHKEPHBIN nenTua. B HeKOTOPBIX Cilyuyasx KOHBIOTHPYIOMINH pparMeHT
(manpumep, nonumep, Genok niu nentua) reHerndecku ciaut ¢ IL-2 va N-konue ninn C-xoHIe
IL-2 u n100 HEenoCpeACTBEHHO, MO0 OMOCPEROBAHHO Uepe3 JIMHKEPHbIH nenTua. B HeKoTopbIx
Cllydasix ~ KOHBIOTHUPYIOIIMH  ¢parMeHT cBsizaH ¢  N-koHUeBbIM Wi C-KOHIEBBIM
AMHHOKHUCJIOTHBIM OCTATKOM. B HEKOTOPBIX CilydasiXx KOHBIOTHPYIOLIHHA (parMeHT CBs3aH C
PEaKIMOHHOCTIOCOOHO!M TIpymmol, Koropas cBsizaHa ¢ N-KOHIEBbIM wWid  C-KOHIIEBBIM
AMHUHOKHCIIOTHBIM OCTaTKOM.

B HEeKOTOpBIX BapHaHTax OCYIIECTBJIECHUS! KOHBIOTAT IL-2 cOo CHIKeHHOH apPUHHOCTBIO
cBsi3biBaHusl B oTHowmeHuu IL-2Ro cniocoben obecneunBaTth pazMHokeHue nomyisimun CD4+
xenmnepHbIx  kinetok, CD8+ »s¢dexkropHpix HamBHBIX M T-KJIETOK NaMATH, HaTypaJbHBIX
kwuiepHblx (NK) knmerok wimm HatypanbHbIX KmiuiepHbIX T-kierok (NKT). B Hexoropbx
CJIy4dasix KOHBIOTUPYIOIUH (pparMeHT HapymaeT uin Onokupyer csizbiBanue IL-2 ¢ IL-2Ra.

B Hexoropbix cayuasx axtuBauus nonynauud CD4+ xennepHbix kietok, CD8+
3¢ (eKTOpHBIX HAMBHBIX M KJIETOK MaMSTH, HaTypaidbHbIX KuiuiepHbx (NK) kierok wuiam
HatypanbHbIx  kmuiepHbIx — T-knmerok  (NKT)  mocpenctBom  xommekca  IL-2RBy
mMomuduuupoBaHHeiM  nojunentuaoM IL-2  obecrednBaer COXpaHEHHE  3HAYUTEIBHOMN
3¢ (eKTUBHOCTH aKTHBALMU YKa3aHHOHN MOMYJISILMU KJIETOK 110 CPAaBHEHMIO ¢ nonunentuaom IL-
2 pgukoro Tumna. B HEKOTOpBIX ciydasx akTUBALMA MOAU(DUIMPOBAHHBIM nonunentuaom IL-2
5KBUBAJIEHTHA akTWBauuu nojaunentuaom IL-2 nukoro tuma. B apyrux cioydasx akTubanus
MoAMGUIIPOBAHHBIM nosunenTuaoM IL-2 npespimaer aktuBanmio nonunentuaom IL-2 nukoro
tuna. B HekoTrophlx ciydasx  3((eKkTHBHOCTH  peLenTOpHON Mepemadn  CHUrHajia
momuduumupoanHoro nojunentuna IL-2 xommiuekcy IL-2RBy Bbime, yem 3¢ ¢eKTHBHOCTH
peuenTopHON mnepenayn curHana nomunentuna IL-2 npukoro tuma kommiekcy IL-2RBy. B
HEKOTOPBIX Ciy4asix 3((EeKTUBHOCTh PELEeNTOPHON Mepenadyd CUrHajia MOIU(ULIMPOBAHHOTO
nojunentuaa [L-2 mo meHbineld mepe B 1 pas BhIlIe, YeM COOTBETCTBYIOLIAs 3(PPEeKTHBHOCTB
nonunentuna IL-2 mukoro Tuma. B HekoTOphIX cay4asx 3(QEeKTUBHOCTh pPELeNnTOPHOM
nepenay curHana MmoaudunuposanHoro nonunentuaa IL-2 Beiie B MpUOIU3UTENBHO UIIH B 110
MEHbIIEN Mepe 2 pas3a, 3 pasa, 4 pasa, S pas, 6 pas, 7 pas, 8 pas, 9 pas, 10 pas, 15 pas, 20 pasz, 25
pas, 30 pas, 40 pas, 50 pas, 60 pas, 70 pas, 80 pas, 90 pas3, 100 pas, 150 pa3, 200 pa3, 300 pas,
400 pas, 500 pa3, 1000 pa3 wnu Oomnblue, YeM COOTBETCTBYIOIIAsK 3()(PEKTHBHOCTD MOJHUITENITHAA
IL-2 pgukoro Tuma. B Takux ciydasx 103a WIM KOHLIEHTpalus MOOU(PUIUPOBAHHOTO
nonunentuna IL-2, ucnonb3yemas uisl AOCTHXKEHMs] YPOBHsI akTuBauuu nomyisuuun CD4+
XeNmnepHbIX K1eToK, CD8+ 3¢ pekTOpHBIX HANBHBIX M KJIETOK NMaMSITH, HATYPAJIbHBIX KHJUIEPHBIX
(NK) xmerok wunm HatypanbHblXx kmuiepHbix T-kierok (NKT), momobHOro ypoHiO
noymnentuaa IL-2 aukoro Tuna, HWXKE [O03bl WJIM KOHLIEHTPALUH, HUCIOJIB3YEMOW IS

nonunentuaa IL-2 nukoro tuma.
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B HekoTOpBIX BapHaHTaX OCYIIECTBIECHHUS akTuBaums nomymsinuun CD4+ xenmepHbIX
kietok, CD8+ 3¢ ¢dekTopHpIX HAWBHBIX U KJIETOK IMaMATH, HaTypajbHbIX KuuiepHbIX (NK)
KJIETOK WM HaTypainbHbIX KuiuiepHbIX T-knerok (NKT) mocpenctBom kxommiekca IL-2RBy
momuduuupoBanHeiM  nojunentuaoM IL-2  obecneunBaer CcOXpaHEHHE  3HAYUTEIbHOMN
3¢ (eKTUBHOCTY aKTHBALMHU YKA3aHHOW MOMYJISALNHU KJ1eToK nojunentuaoM IL-2 nukoro tuna. B
HEKOTOPBIX Cilydasix 3((EeKTHBHOCTh PELENTOPHON Iepefadyy CUrHajia MOTU(HIHMPOBAHHOTO
nojunentuna IL-2 xkommnekcy IL-2RPy Huke, yem 3(¢(HEeKTHUBHOCTb PEeNnTOPHON Mepenayvn
curHana nonunentuaa I[L-2 pukoro Ttuma komruiekcy IL-2RBy. B HekoTopbIX criydasx
3((PeKTUBHOCTD pPElEenTOPHOIN Mepenayu CHUrHaja MOAU(HUIMpPOBAHHOrO monunentuaa I1L-2
HIDKE B IPUOJIM3UTENIPHO WK B 10 MeHblIel mepe 1 pas, 2 pasa, 3 pasa, 4 pasa, 5 pas, 10 pas, 20
pa3 mwn 50 pas, yeM cooTBETCTBYIOMAst 3P ekTuBHOCTD nonumnentuaa [L-2 nukoro tumna.

B HekoTOpBRIX BapuaHTaX OCYLIECTBICHHS MOAMMHUIMpPOBaHHBIN momunentun IL-2
nposiBisieT 3(pQPEeKTUBHOCTH B IMeperade curHaiga mnepsoro pernenrtopa k IL-2RPBy wu
s¢dexkTuBHOCTD B mepenave curHaga Broporo perenropa k IL-2Rafy. B HekoTophIx ciyuasx
3¢ ¢eKkTUBHOCTD B mepenade curHajia mnepsoro penenrtopa kK IL-2RPy sBisiercss ynydineHHON
3 (PeKTUBHOCTBIO TIO CpaBHEHUIO ¢ mojunenTtuaoM IL-2 nukoro Tuma. B HEKOTOPBIX Ciydasx
3¢ dekTUBHOCTD B nepenade curraia Broporo peuentopa kK IL-2Rafy sBrnsercss yxyameHHON
3¢ (eKTUBHOCTBIO 1O CpaBHEHMIO ¢ nojmrnenTuaoM 1L-2 qukoro tuma. B HEKOTOpPBIX BapHaHTax
ocyecTsieHnst MoauduuupoBanubii nomunentun IL-2 nposiBisier 3¢ (ekTHBHOCTD B nepenaye
curHana nepsoro peuentopa k IL-2RPBy u sddexTuBHOCTP B mepemaue cUrHajga BTOPOTO
peuenropa k IL-2Rafy, u nmpu 3Tom 3 PexkTuBHOCTD B Mepeaaue CUrHajia MepBoro perenTopa
BbILIE B IO MeHbLIEeH Mepe 1 pas, 2 pasa, 3 pasa, 4 pasa, 5 pas, 6 pas, 7 pas, 8 pas, 9 pas, 10 pas,
20 pas, 30 pas, 50 pas, 100 pa3, 500 pa3, 1000 pa3 unu Gonblue, yeM 3pPEeKTUBHOCTD B Nepenade
CUTHajJa BTOPOro peLentopa. B HekoTopeix ciy4asx >¢QeKTHBHOCTb B IepeAade CUrHaia
IepBOrO peLenTopa Bble B MO MeHbLIed Mepe | pa3 mim Oonbine, yeM 3¢ ¢eKTHBHOCTb B
nepefaye CUrHaja BTOPOro perentopa. B HEKOTOpBIX ciydasx 3(QQEeKTUBHOCTh B Mepenaye
CHUTHAJIa TEPBOrO pelenTopa BbIIE B IO MeHbIIeH Mepe 2 pasa wid OoJblle, YeMm
3¢ (eKTUBHOCTP B Tepefaye CHrHaJa BTOPOrO peuenTopa. B HEKOTOpBIX — Clydasx
3¢ eKTUBHOCTD B Tiepeaye CUrHajia MepBoro perenTopa BhIE B IO MEHbLISH Mepe 5 pas min
Oonbie, yeM 3(pPeKTHBHOCTD B Mepenade CUTHaIa BTOPOrO pelenTopa. B HEKOTOPBIX Clydasx
3¢ eKTUBHOCTD B Nepeaade CUrHaja MepBOro perenTopa BhILIe B 110 MeHbLIeH Mepe 10 pa3 wiun
Oonbie, ueM 3(pPEeKTHBHOCTD B Mepenade CUTHaIa BTOPOTO perentopa. B HEKOTOPBIX citydasix
3¢ (eKTUBHOCTD B Mepeaade CUrHajla IepBOro perenTopa BhIIe B 10 MeHbIueil Mepe 20 pas uim
Oonbine, ueM 3(pPeKTHBHOCTD B Mepenade CUTHaIa BTOPOrO perentopa. B HEKOTOPBIX cityyasx
3¢ (eKTUBHOCTD B Mepeaade CUrHaja MepBOro perenTopa BhILIe B 10 MeHbLIeH Mepe S0 pa3 wiu
Oonpie, ueM 3(pPeKTHBHOCTH B Mepenade CUrHajla BTOPOro perentopa. B HEKOTOPBIX ciydasx
3¢ eKTUBHOCTD B Mepeaue CUrHajIa MEepBOro perenTtopa Bbie B 1Mo MeHbLIed mepe 100 pa3
win Oonbire, yeM 3((EeKTHBHOCTh B Iepefade CHrHaia BTOPOTO perenTtopa. B HEKoTOphIX
cnydasix 3(p(eKTUBHOCTh B Mepeade CUrHajia MepBOro peLenTopa BbIlE B 110 MEHbIIEH Mepe

500 pa3 wumu Oombme, yeM 3¢¢eKTUBHOCTh B IMepegadye CHrHaja BTOpOro penenropa. B
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HEKOTOPBIX ciydassx 3(PQPEeKTUBHOCTh B Tepelade CHUTHaJla MEPBOrO PelenTopa BhIIIE B IO
menblieir Mepe 1000 pa3 wnm Oonbiie, yeM 3(QQpeKTUBHOCTh B IEpenade CHUrHaja BTOPOTO
peuenTopa. B HekoTOphIx ciyuasx 3¢p¢EKTUBHOCTh B Iepenade CUrHajia MepBOrO perenTopa
moguduuuposanHoro mnonunentuna IL-2 Beime >¢@ekTHuBHOCTH penenTopHON mepenadn
curtana nonunentuna IL-2 aukoro tuma k IL-2RPy, a sddexTuBHOCTH B mepenaye curHana
BTOpPOro peuentopa wmoaudumuposanHoro mnojunentuaa I1L-2 Hmwke 3pdexkTuBHOCTH
peuenTopHOl nepenaun curHaiga nojunentuaa IL-2 nukoro tuma k IL-2Rafy. B HekoTopbIx
cnydasix 3G (PEeKTUBHOCTH Mepenayd CUrHaja oOOMX PeLeNnTOPOB HHKE COOTBETCTBYIOIIUX MM
nokazarener s¢dexruBHocTH Toymnentuaa 1L-2 pumkoro Tmma. B gpyrux  ciydasix
3¢ dexTUBHOCTH Tepenayud CcHUrHajga oOOOMX PEUENTOPOB BbIIIE COOTBETCTBYIOLIUX UM
nokasarenei 3¢ dexTruBHOCTH osunenTraa IL-2 nukoro Tumna.

B HexkoTOpBIX BapumaHTax OCYLIECTBJIEHUs KOHBIOTaT IL-2 CHuXkaer TOKCHYECKOe
HEeKeNlaTeJIbHOE SIBJICHHE y CyObeKTa, KOTOpoMy BBOISAT KoHbiOTarT IL-2. MnmrocTpaTuBHBIE
TOKCUYECKUE  HEKeJaTeNbHble  SIBJIEHUS  BKIIOYAIOT  303WHOQUIINIO,  TOBBIIICHHYIO
MPOHUIIAEMOCTh KAMWUIIPOB U CHUHAPOM TMOBBIIIEHHONW mpoHunaemoctu cocynos (VLS). B
HEKOTOpPBIX Ciy4asix KoHbrorar IL-2 CHmKaer YacTOTy BO3HMKHOBEHHSI TOKCHYECKOTO
HEeKeJIATeJIbHOTO sIBJieHUs y cyObekTa Ha npubnusurenbHo 10%, 20%, 30%, 40%, 50%, 60%,
70%, 80%, 90%, 95%, 99% wnu npudnusureapao 100% 1Mo CpaBHEHHIO CO BTOPBIM CyOBEKTOM,
KoTOopoMy BBOAAT IL-2 nukoro Tuma Uiy ajbjaeciedkuH. B HekoTopbIx ciyuasx koHbrorat IL-2
CHI)KAeT TSDKECTh TOKCHYECKOTO HEXKENIATEIbHOTO SIBJICHHS Yy CyOBeKTa Ha MPUOIH3UTENBHO
10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95%, 99% wunu npudbnuszurensao 100% mo
CPaBHEHHUIO CO BTOPBIM CYOBEKTOM, KOTOPOMY BBOZST IL-2 AMKOTO THUIA WK aJTbAECICHKUH.

B HEKOTOPBIX Ciydasix TOKCHYECKOE HEKeNaTeNbHOE SIBJIEHHE NPENCTaBIsieT coOoM
503uHOGWIMID. B HEKOTOphIX ciydasx KOHbIOrar IL-2 CHW)KAaeT 4YacTOTy BO3HUKHOBEHHS
so3uHO(MIMN ¥ cyObekTa Ha mpudmsuTensHo 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%,
90%, 95%, 99% wunu npudausutebHo 100% 1Mo CpaBHEHHIO CO BTOPBIM CYOBEKTOM, KOTOPOMY
BBOAAT IL-2 nukoro tuma wiM ajnpaecieikuH. B HekoTophIx ciydasx konbroraT IL-2 cHuxkaer
TSKECTh 303MHOPUIINK y CyObekTa Ha nmpubnusurenbHo 10%, 20%, 30%, 40%, 50%, 60%, 70%,
80%, 90%, 95%, 99% wnu npubnuzurensHo 100% 1O CpaBHEHUIO CO BTOPBIM CyOBEKTOM,
KOTOpOMY BBOAAT IL-2 nUKOro Tuna wuin ajapAeCienKuH.

B HEKOTOpBIX CIydasix TOKCHYECKOE HEXeNaTeNbHOEe SIBJIEHHE MPEACTABISET COOOH
MOBBIIICHHYKO MPOHULAEMOCTh KammUIApOB. B HEKOTOphIX ciyuasx koHbrorar IL-2 cHuxkaer
YaCTOTYy BO3HHKHOBEHHUsI TIOBBIIICHHONW MPOHUIIAEMOCTH KAaMWUIPOB Yy CyObeKTa Ha
npubmmsutenso 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95%, 99% wm
npubnusuTensHo 100% 1Mo cpaBHEHHIO CO BTOPBIM CYOBEKTOM, KOTOpoMy BBOAST IL-2 nukoro
TUIA WU albAECIeHKUH. B HEKOTOPBIX ciay4dasx KOHboraT IL-2 CHMKAeT TSKeCTh NOBBILIEHHON
MPOHULIAEMOCTH KaMMMJUBIPOB y cyObekTa Ha mpudausutensHo 10%, 20%, 30%, 40%, 50%, 60%,
70%, 80%, 90%, 95%, 99% wnu npudnusureabao 100% 1Mo CpaBHEHHIO CO BTOPBIM CyOBEKTOM,

kotopomy BBOZAT IL-2 nukoro Tuna uiau anbAeCaeHKUH.
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B HEKOTOPBIX CIyYasx TOKCHYECKOE HEXKeJaTeJbHOe SIBJIeHNEe npeacTasisier codoi VLS.
B nHexortopeix crmyuasx koHbtoraT IL-2 cHmkaer 4acTtoTry BOo3HMKHOBeHUs: VLS y cyObekra Ha
npudmmsurensio 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95%, 99% wunm
npubnusutensHo 100% 1o cpaBHEHUIO CO BTOPBIM CyOBEKTOM, kKoTopoMy BBOAAT IL-2 nukoro
TUMA WU anbleclielkuH. B HekoTopbix ciyuasx koHbrorar IL-2 cHukaer Tspkects VLS y
cyobekta Ha npubmmsurenbHo 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95%, 99%
i npubmmsutensHo 100% 1o CpaBHEHHIO CO BTOPBIM CYOBEKTOM, KOTOpoMy BBOAsAT IL-2
JIUKOTO TUTA WU aJIbJIECIEUKHH.

B HekoTOpbIX BapuaHTax OCyIEeCTBJEeHUs KOHBOraT IL-2 xapakrepusyercs nepuoaoMm
MOJTY>KU3HM B TTa3Me KPOBH, COCTABIIsIIOIUM OoJiee 1 vaca, 2 4acoB, 3 4acoB, 4 4acoB, 5 4acoB,
6 JacoB, 7 4acoB, 8 yacoB, 9 yacos, 10 4acos, 12 4acos, 18 4acos, 24 4daca, 2 nas1, 3 s, 4 OHS,
5 nueli, 6 nuel, 7 nHew wim Oosbine. B HEKOTOPBIX BapuaHTaX OCYIIECTBJIeHUs KOHBIOTAT [L.-2
XapaKTepU3yeTCsl MEPUOIOM MONYKH3HH B IJIa3Me KPOBH, COCTaBJsiFOImMM Ooyee 1 daca, 2
4acoB, 3 4acoB, 4 4acos, 5 4acos, 6 yacos, 7 4acos, 8 yacos, 9 yacos, 10 yacoB uiu Oosbine. B
HEKOTOPBIX BapUaHTaX OCYLIECTBJICHUsI KOHbIorat IL-2 xapakrepusyercs nepuoaoM MOy KU3HU
B IIa3Me€ KPOBH, COCTaBIsOIMM Oosiee 1 waca. B HEKOTOphIX BapWaHTaX OCYIIECTBIICHUS
koHbrOTaT [L-2 XapakTepusyeTcst NeproaoM MOJYKU3HH B IJIa3Me KPOBH, COCTABIISIOIINM OoJiee
2 4acoB. B HEKOTOPBIX BapuaHTax OCYIIECTBJICHUs KOHBIOTAT IL-2 XapakTepusyercs nepuoaoM
MONY>KU3HU B IJIa3M€ KPOBHU, COCTaBISIIOIUM Ooyiee 3 4acoB. B HEKOTOpBIX BapHaHTax
ocyluecTBiaeHuss koHbrorat IL-2 xapakrtepusyercs MNEepUOAOM IMOJNYKU3HU B IJIa3Me€ KPOBH,
cocTaBysiroIMM Oonee 4 vacoB. B HEKOTOpBIX BapuaHTax oOCyLIeCTBIeHHs KOHbrorat IL-2
XapaKTepU3yeTCsl MEePUOIOM TOJYKU3HU B IJIa3Me€ KPOBHU, COCTABJSIOINM Oosiee 5 yacoB. B
HEKOTOPBIX BapUaHTaxX OCYyIeCTBJIeHUs KOHbIoraT IL-2 xapakTrepusyercsi mepuoaoM MOy KU3HU
B IJIa3Me KPOBHU, COCTaBJSIIOIUM Oojiee 6 4acoB. B HEKOTOpBIX BapuaHTaX OCYLIECTBIICHHSI
KoHbroratT IL-2 XapakTepusyercs MepruoIoOM MOJYKHU3HH B IJIa3Me KPOBH, COCTABIISIIOLINM OoJiee
7 yacoB. B HEKOTOpPBIX BapuaHTaxX OCYLIECTBJEHUs KOHBIoraT IL-2 xapakTepusyercs nepuoaom
MOJY’KU3HM B IJIa3M€ KPOBHU, COCTaBISIOIIUM Ooyiee 8 4acoB. B HEKOTOpBIX BapuaHTax
ocyiiecTBiaeHuss koHbrorat IL-2 xapakTepusyeTcs MEepUOAOM IONYKHU3HU B IJIa3ME€ KPOBH,
cocTaBysirolM Oosiee 9 vacoB. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHHs KOHBrorat IL-2
XapaKTepU3yeTCsi IEPUOOM TMOJYKU3HU B TUTa3Me KpOBH, cocTaBisiromuM Oosee 10 yacos. B
HEKOTOPBIX BapUaHTaX OCYLIECTBJICHUsI KOHbIorat IL-2 xapakrepusyercs nepuoaoM MOy KU3HU
B IUIa3M€ KPOBH, COCTaBISIFOIIMM Oonee 12 yacoB. B HEKOTOpBIX BapHaHTaxX OCYILIECTBIICHHS
koHbrOTaT [L-2 XapakTepusyeTcs: NepuoaoM MOJYKU3HH B IJIa3Me KPOBH, COCTABIISIOIINM OoJee
18 yacoB. B HEKOTOpPBIX BapHaHTax OCYILIECTBJIEHUs KOHbIOrat IL-2 xapakTepusyercs nepuoaom
MOJIYKM3HH B TUTa3Me KPOBH, COCTABISIFOIINM Oosiee 24 4acoB.

B HekoTOphIX BapuaHTax OCYINECTBJEHHs KOHBIOTaT IL-2 xapakrtepusyercs mepuoaoM
MOJY>KU3HU B IJIa3Me KPOBHU, COCTABJSIFOIINUM IO MeHbLIeH Mepe 1 dac, 2 Jaca, 3 yaca, 4 gaca, 5
yacoB, 6 yacos, 7 yacos, 8 yacos, 9 dacos, 10 yacos, 12 yacos, 15 gacos, 18 vacos, 24 yaca, 2
nusi, 3 gHs, 4 ngHS, S5 pgHeW, © nHel, 7 nHed wiau Oousibiie. B HEKOTOPBIX BapHaHTaX

ocylecTBiaeHus KoHbroraT IL-2 xapakTepusyeTcst MepUOAOM IMOIYKU3HM B IUIa3M€ KPOBH,
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COCTaBJISIIOLIMM O MeHbLIeH Mepe | yac, 2 vaca, 3 4aca, 4 yaca, 5 yacos, 6 4acos, 7 4acos, 8
qacoB, 9 gacos, 10 gacos, 12 dacos, 15 gacos, 18 wacos, 24 yaca unu Gonbine. B HEKOTOPBIX
BapUaHTaX OCYLIECTBJEHUs KOHBIOraT IL-2 xapakTepusyercsi mepuoAOM IONYKU3HU B ILIA3Me
KPOBHU, COCTaBJISIIOIIMM IO MeHbIIEeW Mepe 1 yac. B HEKOTOpBIX BapHaHTax OCYILECTBJICHHUS
koHbtorat IL-2 xapakTepusyercs NepuoAOM MONYKU3HU B IJIA3ME KPOBH, COCTAaBJISIOLIMM IO
MeHblIell Mepe 2 wyaca. B HEKOTOpbIX BapuaHTax OCYyIeCTBieHUs KoHbtorar IL-2
XapaKTepU3yeTCsi NEPUOAOM MOJYKU3HU B IUIa3Me KPOBH, COCTABIIIFOLIUM 110 MEHbLIEH Mepe 3
yaca. B HekoTOpeIX BapuaHTax oOcCyllecTBieHMs KOoHblorat IL-2 xapakrepusyercs NnepuoioM
MOJIYKU3HU B IJIa3Me€ KPOBH, COCTABJIIOLIMM IO MEHbIIEeW Mepe 4 yaca. B HekoTOpbIX
BapUaHTaxX OCyLIECTBJEHUs1 KOHBIOraT IL-2 xapakTtepusyercsi mepuoAOM MONYKU3HU B ILIA3Me
KPOBHU, COCTaBJIFOLIMM IO MeHbLIEH Mepe 5 4aca. B HEKOTOpPBIX BapuaHTax OCYLLECTBIEHHUs
koHbrorat IL-2 xapakrepusyercss mepuoAOM MOJYKU3HU B IUIa3Me€ KPOBH, COCTABJISIFOLIUM IO
MeHblle Mepe 6 4yaca. B HeEkOTOprIX BapuaHTax oOcyllecTBieHuss KoHbrorar IL-2
XapaKkTepU3yeTCsl NEPUOAOM MOJYKU3HHU B IJIa3Me KPOBH, COCTABJIIIOLIUM MO MEHbIIEH mepe 7
yaca. B HekoTOpeIX BapuaHTax ocyuiecTBieHusi koHbrorat IL-2 Xapakrtepusyercs NepuoaoM
MOJNIYKU3HU B IJIa3Me€ KPOBH, COCTABJIIOLIMM IO MEHbIIEeW Mepe 8 yaca. B HexkoTopsIX
BapUaHTaX OCYLIECTBJEHUs1 KOHBIOraT IL-2 xapakTepusyercsi mepuoAOM MONYKU3HU B ILIA3Me
KPOBHU, COCTaBJISIFOLIMM IO MeHbLIEH Mepe 9 yaca. B HEKOTOpPBIX BapuUaHTaX OCYLIECTBJICHUs
koHbrorat IL-2 xapakTepusyercss nepruogoM MOJIY>KU3HU B IUIA3ME€ KPOBH, COCTABJISIFOLIUM IO
MeHbiiedd Mepe 10 dyaca. B HeEKOTOpbIX BapuaHTax OCYLIECTBJIE€HUs KoHbrorar IL-2
XapaKTEePU3yeTCsl NEPUOAOM MONYKU3HHU B IJIa3ME KPOBH, COCTABJISIOLINM 10 MEHbLIEH mepe 12
yaca. B HEKOTOpBIX BapuaHTax OCyLIECTBICHUs KOHbIOrar IL-2 Xapakrepusyercs NepuoaoM
NOJIy>)KU3HU B IUIa3M€ KPOBH, COCTAaBJSIOLIMM IO MeHbluell Mepe 18 daca. B HexoTopbIX
BAapHAHTaX OCyllecTBJIeHus1 KoHbrorat IL-2 XapakTepusyercsi nepuofoM MOJYXKU3HU B ILIa3Me
KPOBH, COCTABJIAIOLIMM IO MEHbLIEH Mepe 24 Jaca.

B HekoTOpBIX BapuaHTax OCyllecTBieHUs KOHbroraT IL-2 xapakrepusyercs nepuoaom
NIOJIYKM3HH B TIA3Me KPOBH, COCTABIISIIOIIMM OT MPUOIH3UTEIbHO | yaca 10 npubanm3uTeabHo 7
IOHEH, OT mpuOIM3UTENbHO 12 yacoB 10 nNpUOIM3UTENbHO 7 AHEH, OT npubam3uTenpHo 18 yacos
100 MPUOTU3UTENBHO 7 JHEW, OT NMPUOMU3UTETBHO 24 YacOB OO MPUONM3UTENHHO 7 HHEH, OT
npubnusuTensHo | yaca mo nmpubnam3uTenapbHO S aHEH, OT mpuOnM3uTenbHO 12 YacoB 10
NpUONU3UTENBHO S5 nHEeH, OT mpuOnm3uTeNnbHO 24 4acoB A0 NPUONM3UTENBHO S5 AHEH, OT
npUONU3UTENbHO 2 AHEH OO NPUONM3UTENBbHO 5 AHEH WM OT NMPUONM3UTENBbHO 2 JHEH 10
NPUOU3UTENBHO 3 THEH.

B HexoTOpBIX BapuaHTax OCylleCTBJIeHHUs KOHBrOraT I1L-2 xapakrepusyercs nepuoaom
NOJYKM3HH B IJIa3Me KPOBH, COCTABJIIIOIIUM OT NMpUOIU3uTENpHO 1 9aca 1o mpuONM3HTEIhHO
18 wacoB, ot mpubnusutenpHo | yaca 10 mpuOIM3UTENHbHO 12 9acoB, OT MPUOIU3UTETHHO 2
9acoB 10 npuOmm3uTeNbHo 10 4acoB, OT MPUOTU3UTENBHO 2 YaCOB A0 MPHUOJU3UTENBHO 8 YaCOB,
OT MPUOTU3UTENBHO 4 4acoB A0 NMpHONMM3UTENbHO 18 Yacos, OT mMpHOIM3UTENBHO 4 4acoB O
npubnusuTensHo 12 yacos, OT mpuOIM3UTENbHO 4 vacoB a0 mpuOnusutenbHo 10 dacos, oT

NpUONU3UTENBPHO 4 YacoB O MNPUONU3UTENBHO 8 4acoB, OT MNMPUONU3UTENBHO 6 YacoB [0
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npubnu3uTenpbHo 18 4Waco, OT MPUOSM3UTENBPHO 6 YacoB A0 NMpUONM3UTENBbHO 12 4Yacos, OT
npubnu3uTeNnpHO 6 4yacoB A0 mpubmmsutenpbHO 10 wacoB, OT mpUOIM3UTENBHO O YacoB 10
NpUONU3NUTENBHO 8 9acoB, OT MPUONM3HUTENBHO 8 4acoB 10 NpHOIM3UTENbHO 18 wacos, oT
NpUONU3UTENBHO 8 YacoB A0 MPUONM3UTENBHO 12 YacoB WM OT NMPHUOJIM3UTENBHO 8 4acoB 10
npubnusuTensHo 10 yacos.

B HexoTOpBIX BapuaHTax ocyuiecTBieHusi koHbrorat IL-2 xapakrepusyercs Takum
NEepPHOAOM NOJYKHU3HU B IUIa3Me KPOBH, KOTOpBIA crocoOeH obecrednBaTh MpOsHQepanuro
w/wmn pasmHokeHne CD4+ xenmepnoit kietku, CD8+ sddexropHoii HauBHONW u T-kieTku
namsitd, NK-knmetku, NKT-kmeTkun wuim ux KOMOWHAIMM, HO HE OKa3biBaTh BPEIHOTO
BO3JIEUCTBUS, TAKOTO KaK aromnTo3.

B HexkoTOppIX BapuaHTax ocyuiectBieHuss koHbtorar IL-2  xapakrepusyercs
yBEeJIMYEHHBIMU MTEPHOJIOM IOy KU3HU B IJ1a3Me KPOBH, HAIpUMep, Ha MO MeHblIel Mepe 1 Jac,
2 4aca, 3 4aca, 4 daca, 5 yacoB, 6 4acoB, 7 4acoB, 8 yacos, 9 yvacos, 10 gacos, 12 4qacos, 15
yacoB, 18 4acos, 24 waca, 2 nHs, 3 naHd, 4 AHsA, 5 nHel, 6 nmHel, 7 mHeW uaM OOJbIIE IO
cpaBHeHuto ¢ IL-2 nukoro Tuma. B HekOTOpBIX BapuaHTax OCyllecTBieHUs KoHbrorar IL-2
XapaKTEepU3yeTCsl YBEIMYEHHBIMU MEPUOAOM MOJYKM3HU B IJIa3Me€ KPOBH, HalpuUMep, Ha IO
MeHbIIEeN Mepe Ha | Jac, 2 Jaca, 3 4Jaca, 4 Jaca, 5 yacos, 6 4acoB, 7 4acoB, 8 4acos, 9 yacos, 10
4acoB, 12 gacos, 15 gacos, 18 yacos, 24 daca wim OoJibie 1o cpaBHeHUto ¢ IL-2 nqukoro Tuna.

B HexkoTOppIX BapuaHTax ocyuectBieHusi konwrorar IL-2  xapakrepusyercs
YBEJIIMYEHHBIMU TTEPHOAOM IOy KU3HH B IJIa3Me KPOBH, HapuMep, OT NMpUOIH3UTENbHO | daca
no npudmm3uTensHo 18 yvacos, ot npubmmsurensHo | waca no mpubnusurtenbHO 12 4acos, OT
npuONM3NUTENbHO 2 4yacoB A0 npubnusurtenbHo 10 9acoB, OT MpUOSU3UTENHHO 2 4acoB M0
npuOIM3UTENPHO 8 YacoB, OT MPHONU3UTENbHO 4 YacoB A0 mpubnusuTenbHO 18 9acos, OT
npuOIM3UTENPHO 4 4YacoB A0 NpHOMU3UTENbHO 12 4WacoB, OT mpuOIU3HTENbHO 4 YacoB 10
npubamsutensHo 10 "acoB, oT npuOIM3HTENBHO 4 4YacoB A0 NMPUOIM3UTENBHO 8 4YacoB, OT
NpUOIU3UTENILHO 6 4YacoB A0 NpuOMU3uTeNbHO 18 4acoB, OT mpHOIM3UTEIBHO O YacoB IO
npubIU3NTENbHO 12 4YacoB, OT MPUOIM3UTENHHO 6 4acoB A0 mpuOmusutenbHo 10 Yacos, OT
NpUOIU3UTENILHO 6 YacoB O MPUOJNU3UTENILHO 8 4YacoB, OT MPUONM3UTEIBHO 8 4YacoB A0
npuOIM3NTENBEHO 18 YacoB, OT MPUOIM3UTENBHO 8 YacoB 10 MPUOINU3NUTENBHO 12 YacoB WIH OT
npuOIU3NTENBHO 8 YacoB 1o npudam3uTenbHo 10 yacoB mo cpaBHeHuo ¢ IL-2 nukoro tuma.

B HexkoTOppIX BapuaHTax ocyulecTBieHuss koHbtorar IL-2  xapakrepusyercs
yBEJIMUYEHHBIMU NEPUOJIOM IOJYKU3HU B IIJIa3Me KPOBH, HAIIpUMep, Ha MO MeHblIel Mepe 1 yac,
2 4aca, 3 4aca, 4 4aca, 5 4gacoB, 6 yacos, 7 4acoB, 8 4acos, 9 yacos, 10 yvacos, 12 gacos, 15
yacoB, 18 4acos, 24 waca, 2 nHs, 3 nHd, 4 AHsA, 5 nHel, 6 nmHel, 7 nHeW uiaM OOJbIIE IO
CPaBHEHUIO C aibJecielKMHOM. B HEKOTOpbIX BapuaHTax OCyllecTBleHus KoHbrorar IL-2
XapaKTEePU3yeTCsl YBEJINYEHHBIMU MEPUONOM MOJYKU3HU B IJIa3M€ KPOBH, HANpUMeEp, Ha MO
MeHblen mepe | 4ac, 2 gaca, 3 yaca, 4 gaca, 5 yacos, 6 4acos, 7 4acosB, 8 4acos, 9 yacos, 10
4acoB, 12 yacos, 15 yacos, 18 yacos, 24 daca win OOJIbIIIE [0 CPABHEHUIO C AJIbIASCICHKIHOM.

B HexkoTOppIX BapuaHTax ocyliecTBieHust koHbrorar IL-2  xapakrepusyercs

YBCIIMYUCHHBIMU MEPHUOAOM IMOJYKHU3HU B IJIa3ME€ KPOBU, HAIIPpUMEDP, OT HpI/I6J'II/131/ITeJ'IbHO 1 gaca
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no npudmm3urenbHo 18 yacos, ot nmpubmusuTensHo 1 waca no mpubnusutenbHO 12 9acos, OT
npuOIU3NUTENBbHO 2 4YacoB A0 npubnusutenbHo 10 4acoB, OT NMpHOIM3HTENBHO 2 YacoB IO
npUONU3NUTENBPHO 8 9acoB, OT MPUONM3HUTENBbHO 4 4acoB 10 NpHOIM3UTENbHO 18 wacos, oT
npuONU3NTENBbHO 4 4yacoB A0 mpuOnu3uTenbHO 12 wacoB, OT MpUOIU3UTENHHO 4 4acoB N0
npubausutensHo 10 WacoB, oT mpUOIM3HTENBHO 4 4YacoB A0 NPUONIM3UTENBHO 8 YacoB, OT
npuOIM3UTENPHO 6 4YacoB A0 NpuOmu3uTenbHO 18 uHacoB, OT mpuOIU3HTENBHO 6 YacoB 10
npubau3uTensHo 12 4acoB, oT mpuOMM3HTENbHO 6 YacoB A0 mpubnusurenbHo 10 wacos, oT
NpUOIU3UTENILHO 6 YacoB O MPUOJIU3UTENBHO 8 4YacoB, OT MPUONU3UTENBHO 8 YacoB IO
npubIU3NTENBEHO 18 YacoB, OT MPUOIM3UTENBHO 8 YacoB 10 MPUOJU3NUTENBHO 12 YacoB WU OT
NPUOITU3UTENBHO 8 YacOB 10 MPHUOIM3UTENBHO 10 4acOB MO CPABHEHUIO C ANTBACCICHKITHOM.

B HexkoTOppIX BapuaHTax ocyuiectBieHuss koHbtorar IL-2  xapakrepusyercs
yBEJIMUYEHHBIMU MEPUOIOM IMOJYKU3HM B IUIa3Me€ KPOBU C TOHWKEHHONW TOKCHYHOCTHIO. B
HEKOTOPBIX ciydasx KoHbtorat IL-2 xapakrepusyercs yBeJIUYEeHHBIMU MEPUOJOM IOJYKU3HHU B
MJjia3Me KPOBH, COCTABJSIIOLIMM MO MeHblIed mepe 1 yac, 2 yaca, 3 yaca, 4 4Jaca, 5 4acos, 6
4yacoB, 7 yacoB, 8 yacos, 9 yacos, 10 gacos, 12 gacos, 15 uacos, 18 gacos, 24 4aca, 2 nus, 3
nusi, 4 nHs, S gHEH, 6 nHel, 7 nHel wiu Ooblne, ¢ TOHUKEHHONH TOKCUYHOCTHIO. B HEKOTOPBIX
cinydasx KoHbtorar IL-2 xapaxkTepusyeTcsi YBENWYEHHBIMU IEPUOIOM IOJYXXU3HU B IUIa3Me
KPOBH, COCTaBJSIIOLIMM IO MeHbLIer Mmepe 1 dac, 2 yaca, 3 yaca, 4 yaca, 5 4acos, 6 4acos, 7
yacoB, 8 4acoB, 9 yacoB, 10 yacoB, 12 4dacos, 15 4acos, 18 yacoB, 24 yaca wnu Oosblie, C
MOHW)KEHHOM TOKCHUYHOCTBIO. B  HekoTtopbix ciyvasx konbrorat IL-2 xapakrepusyercs
YBEJIIMYEHHBIMU TI€PHOAOM TMOJYXXH3HM B IUIa3Me€ KpPOBH OT MNpuOIM3UTENbHO | Haca a0
npubnusutensHo 18 uacos, or mpubmusutensHo 1 waca no nmpubnmsurenbHo 12 9acos, OT
npuOIM3UTENPHO 2 4YacoB A0 npuOmusuTenbHo 10 YacoB, OT MpUONU3UTEIBHO 2 YacoB 10
npuOIM3UTENPHO 8 4acoB, OT MPHONU3UTENBHO 4 YacoB A0 mpuOmu3uTenbHO 18 9acos, OT
npuOIM3UTENPHO 4 YacoB A0 MpHOMU3UTENbHO 12 4WacoB, OT mpuOIM3HTENbHO 4 YacoB 10
npubnusuTensHo 10 4yacoB, OT MPUOIM3UTENBHO 4 4HacOB IO MPUONM3HUTENBHO 8 4acoB, OT
npUOIU3UTENILHO 6 4YacoB 10 NpuOIu3uTeNbHO 18 4acoB, OT mpuOIM3HTENTBHO O YacoB IO
npubIu3NTeNbHO 12 4YacoB, OT MPUOIM3UTENBHO 6 4acoB a0 mpuOmusutenbHO 10 Yacos, OT
NpUOU3UTENIBHO 6 YacoB O MPUOJU3UTENILHO 8 4YacoB, OT MPUOJM3HTENIBHO 8 YacoB A0
npuOIM3NTENBEHO 18 YacoB, OT MPUONIM3UTENBHO 8 YacoB 10 MPUOIU3NUTENBHO 12 4acoB WIH OT
npubIu3uTENbHO 8 YacoB 10 mpuOMM3uTeNbHO 10 4acoB C MOHMXKEHHOH TOKCHYHOCTBIO. B
HEKOTOPBIX Cly4dasiX MOHUKEHHAas TOKCUYHOCTh MOHMIKEHA B MO MeHbluel mepe 1 pas, 2 pasa, 3
pasa, 4 pasa, 5 pas, 6 pas, 7 pas, 8 pas, 9 pas, 10 pas, 20 pas, 30 pa3z, 50 pa3, 100 pa3 unau Gonbine
no cpaBHeHMO C IL-2 pgukoro tuma. B HEKOTOPBIX Cly4asiX MOHWXKEHHAss TOKCUYHOCTH
NMoHWXeHa Ha 1o MeHblued mepe 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 100%,
200%, 300%, 400%, 500% wuau Gonbine no cpaBaeHuto ¢ IL-2 mukoro Tuna.

B HexkoTOppIX BapuaHTax ocyllecTBieHust koHbtorar IL-2  xapakrepusyercs
YBEJIMUYEHHbIMU TEPUOAOM MOJYKU3HM B IUJIa3Me€ KPOBU C TOHMKEHHONW TOKCHYHOCTHIO. B
HEKOTOPBIX ciydasx KoHbtoratr IL-2 xapakrepusyercs yBeJIMUEHHBIMU NEPUOOM IONYKU3HU B

IJj1a3Me KPOBH, COCTABIIIOLIMM IO MEHbIen mepe 1 yac, 2 yaca, 3 vaca, 4 4Jaca, 5 4acos, 6
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4yacoB, 7 4acoB, 8 yacos, 9 yacos, 10 gacos, 12 gacos, 15 yacos, 18 gacos, 24 4daca, 2 nHs, 3
nusi, 4 oHs, S pHe, 6 nHel, 7 mHel wiam OoJblne, ¢ MOHUKEHHOH TOKCUYHOCTHIO. B HEKOTOPBIX
ciydasx KoHbtoratr IL-2 xapaxkTepusyercs yBENIWYEHHBIMH IEPUONOM IOJYXKU3HU B IUIa3Me
KPOBH, COCTaBJSIIOLIMM IO MeHbuIien Mepe 1 udac, 2 vaca, 3 4aca, 4 yaca, 5 4acos, 6 4acos, 7
yacoB, 8 yacoB, 9 yacoB, 10 gacoB, 12 ugacos, 15 uacos, 18 uacoB, 24 yaca unu OOJbIIe, C
MOHMXEHHOM TOKCUYHOCTBIO. B  HekoTopbix ciywasx koHbrorar IL-2 xapaxkrepusyercs
YBEJIMYEHHbIMH MEPUOAOM TIOJNYXKH3HM B IJIa3M€ KPOBU OT mpuOmusurenbHo 1 waca 1o
npubnusutensHo 18 uaco, or npubnusutensHo 1 vaca no npubnusurenbHO 12 4acoB, OT
npUOIU3UTENLHO 2 4YacoB A0 npubnusutenbHo 10 4acoB, OT MpHOJIM3UTENIBHO 2 YacOB IO
NpUOIU3UTENILHO 8 YacoB, OT MPUONM3HUTENBHO 4 4acoB 1O NpHOIM3UTENbHO 18 wacos, ot
npuOIU3UTENbHO 4 4YacoB A0 NpUONM3UTENBbHO 12 YacoB, OT MpHONIHM3HTENBHO 4 YacoB 10
npubnusuTensHo 10 4yacoB, OT MpUOIM3UTENBHO 4 YacOB A0 NPUOIU3UTENBHO 8 YacoB, OT
npUOIU3UTENBHO 6 4YacoB A0 NpuOMu3uTeNbHO 18 wacoB, OT mpHOIM3HTENBHO O YacoB 0
npubIu3nuTeNbHO 12 4YacoB, OT MPUOIM3UTENBHO 6 4acoB a0 mpuOmmsutenbHo 10 dacos, oT
npUOIM3UTENFHO 6 YacoB O MPUONU3UTENBHO 8 4acoB, OT MPUONU3UTENBHO 8 4acoB [0
npubnu3uTeNnpHO 18 4acoB, OT MpUOIM3UTENBHO 8 YacoB 10 MPUONU3NTENBHO 12 YacoB WM OT
npubnu3uTenbHOo 8 9acoB 10 mpuOmm3uTenbHO 10 4acoB C MOHMKEHHOH TOKCHYHOCTBIO. B
HEKOTOPBIX Cy4dasiX MOHWKEHHAas TOKCUYHOCTh NMTOHUKEHA B IO MeHbLIeH mepe 1 pas, 2 pasa, 3
pasa, 4 pasa, 5 pas, 6 pas, 7 pas, 8 pas, 9 pas, 10 pas, 20 pas, 30 pa3z, 50 pa3, 100 pa3 nnau Gonbie
110 CPABHEHMIO C aJIbJeCIeHKMHOM. B HEKOTOPBIX Clydasx MOHM)KEHHAsi TOKCUYHOCTb MIOHM)XEHA
Ha 1o MeHbuieil mepe 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 100%, 200%, 300%,
400%, 500% wusu OoJiblile MO CPABHEHUIO C aJIbJIECICHKIHOM.

B HexoTOpBIX BapuaHTax OCylLleCTBJIEeHUs KOHBIOraT IL-2 comepKUT KOHBIOTUPYIOLIUI
¢dparment, npu 3TOM pasmep (Hampumep, oOBeM MM JUIMHA) KOHBIOTHPYIOIIEro (parmMeHTa
obecrieunBaeT MOBBIIEHHE CTAOMIBHOCTH B IJIa3Me€ KPOBH, HO HE CHIXKaeT 3(pQeKTUBHOCTh. B
HEKOTOPBIX CIIy4Yasix pa3Mep KOHBIOTHUPYIOIIEro ()parMeHTa yBEIHMYUBACT MEPUO] MOJNYKU3HU B
rJjia3Me KpOBHU Ha 1Mo MeHblue Mepe 1 vac, 2 yaca, 3 yaca, 4 Jaca, S 4yacos, 6 4yacoB, 7 4acos, 8
yacoB, 9 wacos, 10 gacos, 12 gacos, 15 gacos, 18 vacos, 24 waca, 2 nHs, 3 gHs, 4 nHA, 5 nHEH, 6
nHedt, 7 nmuedt wym Oonbiie. B HEKOTOPBIX Cly4asix pasMep KOHBIOTHPYHOIIEro ¢parMeHTa
YBEJINYUBAET NIEPUOJ MOJIYKU3HU B IJIa3Me KPOBU Ha IO MeHbIIel mepe 1 gac, 2 Jaca, 3 Jaca, 4
yaca, 5 gacoB, 6 4acos, 7 4yacoB, 8 dacos, 9 yacos, 10 gacos, 12 gacos, 15 yvacos, 18 gacos, 24
yaca win OoJbine. B HEKOTOPBIX Cllydasx pasMep KOHBIOTHPYIOIETo ¢pparMeHTa oOecrneunBaeT
yBEJIMYEHHE TME€pPHO/a TONY)XKU3HM B IUIa3Me KPOBH OT mnpubmusurtenpHo 1 waca mo
npubnusutensHo 18 wacos, or mpubmusuTensHo 1 waca no mpubamsurenbHO 12 9acos, OT
npuOIU3NTENPHO 2 4YacoB A0 mpubmusutenbHO 10 9acoB, OT MpHOJIHM3HTENBHO 2 YacoB [0
npUONU3NUTENPHO 8 9acoB, OT NMPUONU3HUTENBbHO 4 YacoB O NMpHONIM3UTENBHO 18 9acoB, OT
npuOIU3NTENbHO 4 4YacoB A0 NpuOMU3UTeNnbHO 12 9acoB, OT NMpHOJIM3UTENBHO 4 YacoB 0
npubnusuTensHo 10 yacoB, OT MPUOIM3UTENBHO 4 HYaCOB A0 NPUONU3UTENBHO 8 YacoB, OT
npuOIU3UTENPHO 6 4YacoB A0 npuOnu3uTenbHO 18 wacoB, OT mpuOIM3UTENBHO O YacoB 10

npubnu3nuTenpbHo 12 4YacoB, OT NpUOMU3UTENBHO 6 4acoB a0 mpubmusurenbHo 10 dacos, oT
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npuONU3UTENPHO 6 YacoB O MPUONU3UTENBHO 8 4acoB, OT MPUONU3UTENBHO 8 4acoB 0
npubnu3uTensHO 18 yacoB, oT nMpUOIM3UTENBbHO 8 YacoB 10 MPUONU3NUTENBHO 12 YacoB WM OT
npuOam3uTeNbHo 8 vacoB a0 mpuOamsuTenbHO 10 uwacoB. B HEKOTOpBIX ciydasix pasmep
KOHBIOTHpYIOLIEro gpparMeHTa cHukaeT 3¢¢pekTuBHOCTh Ha MeHee yeM 5%, 4%, 3%, 2%, 1%
WM MEHBLIE 110 CPABHEHUIO C aJIbJIECIEHKHHOM.

B HexoTOpBIX BapuaHTax OCyLIeCTBJIEHUs KOHBIOraT IL-2 comepKUT KOHBIOTUPYHOLIUI
¢dparment, mpu 3TOM pasmep (Hanmpumep, oObeM MM JUIMHA) KOHBIOTHpYROIEro Qparmenra
o0ecrieynBaeT MOBBIMIEHHE CTAOMJIBHOCTH B IUIa3Me KPOBU U 3(PPEeKTHBHOCTb. B HEKOTOPBIX
Clydasix pasMep KOHBIOTHPYIOIIEro (parMeHTa YBEIMYHBAET MEPHOJ IMOJYKU3HH B ILIa3Me
KPOBH Ha 1o MeHbluen mepe 1 gac, 2 yaca, 3 yaca, 4 yaca, S yacos, 6 4yacoB, 7 4acoB, 8 4acos, 9
yacoB, 10 gacos, 12 4acos, 15 gacos, 18 wacos, 24 yaca, 2 nus, 3 nHs1, 4 nHs1, S qHEH, 6 nHen, 7
nHel win Oosblre. B HEKOTOPBIX Cydasx pa3Mep KOHBIOTHPYIOLIETo (parMeHTa yBeJTUUUBaET
Mepuo MOJIy’KU3HU B IJIa3Me€ KPOBHM Ha MO MeHbuied mepe | uac, 2 ydaca, 3 waca, 4 yaca, 5
4acoB, 6 4acoB, 7 9acoB, 8 4acos, 9 yacos, 10 gacos, 12 gacos, 15 gacos, 18 gacoB, 24 Jaca wiu
Oonpire. B HEKOTOPBIX cClydasx pasMep KOHBIOTHpyIero (parmMeHta oOecrnednBaeT
yYBENIMYEHUE TMEepPHOAa TONYKU3HM B IUIa3Me€ KPOBH OT mNpuOIM3uTenpHo 1 waca nao
npubnusutensHo 18 dacos, or mpubmusutensHo 1 waca no mpubnmsurenpHO 12 9acoB, OT
npuOMU3NTENPHO 2 4YacoB A0 npubnusutenbHO 10 9acoB, OT MpHOIM3HTENBHO 2 YacoB IO
npUONU3NUTENPHO 8 9acoB, OT MPHONM3UTENbHO 4 4acoB a0 mpuOIM3UTENBHO 18 wacoB, OT
npuONU3NTENbHO 4 4YacoB A0 NpUONU3UTENbHO 12 9acoB, OT NMpHOJIM3UTENBHO 4 YacoB 0
npubnusuTensHo 10 yacoB, OT MpUOIM3UTENBHO 4 YacOB A0 NPUONU3UTENBHO 8 YacoB, OT
npUONU3UTENPHO 6 4YacoB A0 NpuOnu3uTenbHO 18 wacoB, OT NMpUOMU3UTENHPHO 6 YAacoB A0
npubau3uTensHO 12 4acoB, OoT mpuOMM3HTENbHO 6 4YacoB A0 npubiamsutensHO 10 yacos, oT
npuOIM3UTENIPHO 6 YacoB 1O NPUONU3UTENbHO 8 YacoB, OT NPUONIM3UTENBHO 8 HacoB 10
npuban3uTensHo 18 "acos, oT mpuOIM3NTENBHO 8 YacoB 10 MPUOMU3UTENBHO 12 4acoB WK OT
npuOM3uTeNbHO 8 YacoB a0 mpuOimm3uTenbHo 10 4HacoB. B HEKOTOpBIX clydasix pasmep
KOHBIOTHPYIOLIETro (pparMeHTa AOMOJHHUTEIBHO MoBbIaeT 3¢dexruBHOCTy Ha Oonee uem 5%,
10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 100%, 200% wmu Gonblie IO CPAaBHEHHUIO C
aNbJECICUKMHOM.

B HekoTOphIX BapuaHTax OCYILIECTBJIEHUs B JaHHOM JIOKYMEHTe omnucaH koHbrorat IL-2,
COZepKaIllMil  HENMPHUPOIHYIO aMHUHOKHCIIOTY, KOBAJEHTHO  IPHCOEAUHEHHYIO K
KOHBIOTHPYIOLIEMY (parMEeHTy, IPH 3TOM HENMPUPOAHAS AMHHOKHCIIOTA PACTIONOXKEHA B YHACTKE
35-107, wm mnpu ostoMm yuactok 35-107 coorBerctByer octratkam K35-Y107 B
nocyienoparenbHoctu noa SEQ ID NO: 1.

B HekoTOphIX BapHaHTax OCYLIECTBICHHUS B MaHHOM JOKYMEHTE ONHCAaH OeJoK,
cBsizbBaroIuil  Py-peuentop untepiaelikuHa 2 (IL-2RPy), roe adpduHHOCTD CBSA3BIBAHUS B
OTHOWEHNH o-penentopa uHrepierikuaa 2 (IL-2Ra) y ykazaHHOro cBs3bIBarOIero Oemka
MeHblle, yeM y denoeueckoro IL-2 (hIL-2) auxoro tumna, rae adpUHHOCTH CBSI3bIBAHUS B
OTHOWEHUN o-penentopa uHrepierikuna 2 (IL-2Ra) y ykazaHHOro cBsi3bIBaroIero Oenka

MmeHble, deM y uyenoBeueckoro IL-2 (hIL-2) nukoro Ttuma. B HekoTOphIX BapuaHTax
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OCYIIECTBIIEHHsI B JAaHHOM JIOKYMEHTE OmucaH OeNoK, CBs3bIBalOIUN Py-penentop
unrepneiikuHa 2 (IL-2RPy), roe ad@duHHOCTD CBs3BIBAHUS B OTHOIIEHUH O-pELENTOpa
untepneiikuHa 2 (IL-2Ra) y yka3aHHOrO CBSI3bIBAIOLIETO Oellka MEHBIIIE, YeM Y YeIOBEUYECKOro
IL-2 (hIL-2) nukoro Tuma, ¥ rae yKa3aHHbIN CBA3BIBAIOIINN OEJIOK COAEPKUT MO MEHbLIEH Mepe
OIIHYy HETPHPOAHYI0 aMHHOKHCIIOTY. B HEKOTOPBIX ClydasX yKa3aHHbIH CBSI3BIBAIOIIUN O€JIOK
npeAcTaBisier coboi MomubuUUpoBaHHBI mnonunentun IL-2 wnu ero (QpyHKUHOHAJIBHO
aKTUBHBINA (pparMeHT, rae MoxuduuupoBaHHbli nojunentun IL-2 conepkuT 1o MeHbIuei mepe
OIHY HENPUPOJHYK) AMHMHOKHCJIOTY. B HEKOTOpBIX ciydasx IO MeEHbLIEH Mepe OAMH
HENpUpOIHAas aMUHOKHCJIOTa pacrojiokeHa B y4dactke 35-107, u mpu sTtom yuactok 35-107
cootBercTByeT octatkam K35-Y 107 B mocnegosatensHocTu oa SEQ ID NO: 1.

B HeKkOTOpBIX BapuaHTax OCYLIECTBJICHUS B JAHHOM JIOKYMEHTE ONMHCaH KoMmriuiekc IL-
2/IL-2RBy, conepskamuii monupuuupoanubiii nogunentun [L-2, cogepskammuii myTanuro, u IL-
2Ry, rne monuduupoannbiii nonunentuy [L-2 xapakTepusyercsi CHIKeHHON ah(UHHOCTHIO
cBsi3biBaHUs B OoTHOIIEHUH IL-2Ra, u roe cHmkeHHyo aQpUHHOCTD CBSI3bIBAHHS CPABHUBAIOT C
apPuHHOCTBIO CBs3BIBaHUS Mexny nonunentuaoM IL-2 mukoro tuna u IL-2Ra. B HexoTopbIx
ciydasx MoaupuuupoBaHHblil nojunentu [L-2 KONOJHUTENbHO COAEPIKUT KOHBIOTUPYIOIUN
(¢parMeHT, KOBAJEHTHO NPHUCOEAMHEHHBIH K CalTy MyTauuu. B HEKOTOpBIX Ciydasx caut
MYyTallMd COAEPKUT AaMHHOKHCJIOTY, MYTHPOBAHHYK) B MPUPOAHYK) AaMHHOKHUCIOTY. B
HEKOTOPBIX CJIy4asX CaWT MyTalUHd COIAEP>KUT AMHUHOKHUCIOTY, MyTHPOBAHHYIO B OCTaTOK
nucrenHa. B apyrux ciydasx cadT MyTalMH CONEPXKUT aMUHOKHCIIOTY, MyTHPOBAHHYIO B
OCTaTOK JIN3UHA.

B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUS B JAHHOM JOKYMEHTE ONUCaH KoMIuieke IL-
2/IL-2RBy, conepskamuii MoguduumupoanHelii noaunentun IL-2, copepkaiuii HEMPUPOIHYIO
amuHokucinory, u IL-2RPy, rme momuduumposanubiii nonunentun IL-2 xapaktepusyercs
CHIKEHHOH adGUHHOCTBIO CBsi3piBaHMs B oTHOmeHun IL-2Ra, u roe cHwkenHyo adGuHHOCTD
CBSI3bIBAHUSI CPABHHUBAIOT ¢ apPUHHOCTBIO CBsi3bIBaHUST Mexay nonunentuaom IL-2 nukoro
tuna u IL-2Ra. B HekoTophIx ciydasx MoguduimpoBanHbiii monunentus IL-2 1OmoIHUTENbHO
COIEPKUT KOHBIOTUPYIOIIHMHA (PparMeHT, KOBAJEHTHO TNPUCOEAMHEHHBIH K HENPUPOIHON
AMUHOKHCIIOTE.

B HEKOTOpBIX BapHaHTax OCYLIECTBJIICHUS B JAHHOM JOKYMEHTE OnucaH KomIuiekce IL-
2/IL-2RPy, conepxkamuii MoguduuupoBanHeiid noaunentun 1L-2, compepikamuii HEMPUPOIHYIO
amuaokucnory, u IL-2RPy, rme momudunmposannbiii nomumnentun IL-2 xapakTtepusyercs
CHIKEHHOH 3()()eKTHBHOCTBIO penenTtopHol mepenaun curHana K IL-2Ro, u rme CHIDKEHHYIO
3¢ (pexTUBHOCTE  pelenTopHOW TMepenaydl CHrHaja CpPaBHUBAOT C 3¢ EeKTUBHOCTHIO
peLenTopHON mnepenaun cur”ana mexnay nonunentuaoMm IL-2 aukoro tuma u IL-2Ra. B
HEKOTOpBIX ciy4asix MoauduuupoBaHHblii nomunentun [L-2 [OMONHUTENBHO COXEPIKUT
KOHBIOTHPYIOLINI (PparMeHT, KOBAJIEHTHO NMPUCOEIUHEHHBIN K HENPUPOAHON aMUHOKHCIIOTE.

B HEKOTOpBIX BapuaHTax OCYLIECTBJICHHUs B JAHHOM JOKYMEHTE ONKMCAH aKTUBATOP
CD4+ xennepnoit kierku, CD8+ s¢ddexropnoit HauBHOM u T-kieTkn mamsiTH, HaTypajJbHON

kuwuepnoit (NK) kierku wnu HatypanpHOH kusuepHo# T-xnerkn (NKT), koTopbIi cenekTHBHO
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obecnieunBaer pasmMHokeHne CD4+ xenmepHsix kietok, CD8+ s¢pdexropHpix HauBHBIX U T-
kaerok nmamsti, NK-knerok, NKT-kneTok wian ux KOMOMHAIMK B KJIETOYHOHM MOMYJIILHH, I7e
YKa3aHHBI aKTUBATOP COAEPKUT MOAM(HULUMPOBaHHBINA nojunenTtun uHTepnelkuHa 2 (IL-2),
CoZep KaIUM IO MEHbLIEH Mepe OAHY MyTaLUl0. B HEKOTOPBIX Cllydasix MyTaLUsl IPEACTABIIAET
coOOM MyTalHi0 B NPUPOIHYIO aMUHOKHMCIOTY. B apyrux ciydasx MyTauus INpencTaBisieT
co00l MyTalMIO B HENPHPOIAHYI0O aMUHOKHCJIOTY. B HEKOTOPBIX BapuaHTaX OCYINECTBJICHUS B
JTaHHOM JIOKyMeHTe onmcaH aktuBarop CD4+ xennepHoit knerku, CD8+ s¢ddexropHOi HanBHOM
u T-knetku mamsiti, HaTypainbHOU kmutepHoi (NK) kieTku miam HaTypaibHOW KuuiepHou T-
kietku (NKT), koTopblii cenekTuBHO obecrnieunBaeT pasMHokeHne CD4+ xenmepHbIX KIETOK,
CD8+ »sddexropubix HauBHbIX U T-kjmetok mamstH, NK-kierok, NKT-kjierok wim ux
KOMOMHAIIMM B  KJIETOYHOH  TOMYJSIMM, TIN€  yKa3aHHBIH  aKTHUBATOP  CONEPIKUT
Monu(pHUIHMPOBaHHBIA monunentun uHTEpieiikuHa 2 (IL-2), comepkamuii mo MeHbIIEH Mmepe
OIHY HENPUPOAHYI AMUHOKHMCIOTY. B HEKOTOpBIX cCiydasxX yKa3aHHBI aKTHUBATOP
obecnieunBaer skcnancuio CD4+ perymsropasix T-kierok (Treg) Ha menee wem 20%, 15%,
10%, 5%, 1% wunu menee yem 0,1% mnpu KOHTAaKTe YKa3aHHOTO aKTHBATOpa C YKa3aHHOM
nonynsuuei CD3+ kieTok no cpaBHeHHIO ¢ pa3MHOxkeHHeM CD4+ Treg-kjeTok B MOMYJISILUU
CD3+ knerok mnpu KoHTakTe ¢ nonunentuaoM IL-2 gukoro tunma. B HeKOTOpBIX ciydasx
YKa3aHHBI aKTHBATOpP HE OOECIeYnBaeT pa3MHOKEHHE 1Teg-KIETOK B YKA3aHHOW KJIIETOYHOU
nonyJisiu. B HEKOTOPBIX Cilydyasix yKa3aHHasl KJIETOYHAs IMOMYJISLUS MPEACTaBisieT coOoil in
VIVO KJIETOYHYHKO NOMYJSILUI. B HEKOTOpBIX ciydasx yKa3aHHas KJIETOYHAs IOIMYJISALIUS
NpEeACTaBisieT COOOH In VItro KJIETOYHYIO MOMYJSLUI0. B HEKOTOpBIX ciydasx yka3aHHas
KJIETOUHAs! MOMYJIILUSA MPEACTABISIET COOON €X VIVO KJIETOUHYIO MOMYJISILHUIO.

B HEKOTOpBIX Clydasx B JaHHOM JOKYMEHTE TaK)Ke OIUCAaH CIoco0 pa3sMHOXKEHHS
nonymsauun CD4+ xenmepHsix kietok, CD8+ sddexropHpix HauBHBIX M T-KIETOK mamsTy,
HaTtypanbHbIX KwuiepHbix (NK) kimeTtok wnm HaTypadbHbIX KuiiepHbix T-kietok (NKT),
BKJIFOYAIOUINI MPUBEICHUE B KOHTAKT YKA3aHHOM KJIETOYHOM MOMYJISILUU C TE€PaneBTUYECKU
s¢dexTuBHBIM KOJHuecTBOM aktuBaropa CD4+ xenmepnoit kierku, CD8+ sddexropHOi
HauBHOW W T-kieTkw mamsTH, HatypajgbHOU KujuiepHod (NK) KjIeTku Wiau HaTypalbHOM
kwuieproi T-knetku (NKT), nmpu 5TOM yka3aHHBIN aKTUBATOP COAEPKHUT MOAM(DHLINPOBAHHBIHI
nojunenTtun uHTepieiikuHa 2 (IL-2), comepskammii IO MEHbIIEH Mepe OJHY MYTALHIO, 33 CUET
yero oOecneunBaercss pasMHokeHue mnonyssiuun  CD4+  xemmepueix  kierok, CDS8+
3¢ (eKTOpHBIX HAMBHBIX W T-KJIETOK MaMsTH, HaTypajbHbIX KWniepHbIX (NK) kierok wmm
HatypanbHbIX KuuiepHbIX T-knerok (NKT). B HekoTOpbIX ciydasx MyTalusi MPENCTaBJISET
co0Ol MyTalHMi0 B TPUPOIHYI0 AMHUHOKHCIOTY. B Apyrux ciydasx MyTauusi MpencTaBIsieT
co0Ol MyTalMIO B HEMPUPOIHYIO aMHHOKHUCIOTY. B HEKOTOpBIX Cilydasix B TAaHHOM JAOKYMEHTE
TaKXKe OmucaH cnoco0 pasmHOkeHus mnomysiuud CD4+  xemnepHbix  kjerok, CD8+
3¢ ¢eKkTOpHBIX HaWBHBIX M T-KJIETOK MaMsATH, HaTypaibHbIX KmuiepHbIx (NK) kierok wmm
HaTypanbHbIX KmiutepHbIX T-kierok (NKT), Bkimrowarommili nmpuBeneHne B KOHTAKT YKa3aHHOM
KJIETOUHOW NOMYJISIUM C TepaneBTHYecKd 3(pdexTuBHbIM KonmudecTBOM aktuBaropa CD4+

xennepHo kietku, CD8+ »sddexropHoli HamBHOH u T-kieTkn naMaATH, HATypaJbHOU
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xkwuiepnoit (NK) kinerkn wn HarypanpHOH kusutepHoi T-xnerkn (NKT), mpu 3TOM yKa3aHHBIH
aKTUBATOP COAEPXKUT MOAU(UIIMPOBAHHBIN nonunentusn unatepiaerikuna 2 (IL-2), comepskamuit
O MeHbIIeH Mepe OJHY HENPHPOJHYI0 AaMHUHOKHCIOTY, 3a C4YeT 4ero o00ecneunBaeTcs
pasmHOoxkeHue nonyisinun CD4+ xenmnepHbix kierok, CD8+ sddexropubx HauBHbIX H T-
KJIETOK NaMsTH, HaTypaibHbIX KuuepHbIXx (NK) kinerok mnm HaTypajgbHBIX KWJUIEpHBIX T-
kyeTok (NKT).

B HEKOTOpBIX BapHaHTAaX OCYLIECTBJICHHS MOAMMUIMPOBAaHHbIA momunentay I[L-2,

coneprkamuii Mytauuto B nojoskeHnn K35, cooTBercTByromeM nonoxkeHuto ocratka 35 B SEQ

ID NO: 1, conmepxur KoHBIOTHpyIOUMA (parment, conepxkamuii PEG, umeromui
MOJIEKYJIIPHYO  Maccy  mpubnusutenbhHo  2000-50000 Jla. B HEkOTOpBIX  BapHaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHas Mmacca cocrasisier 5000 Jla. B HekOTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrtasisier 10000 Jla. B HekOTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca coctasiaser 15000 Jla. B HekoTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrtasisier 20000 Jla. B HekoTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrtasisier 25000 Jla. B HekOTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHas Macca coctasiasger 30000 Jla. B HekoTtophIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrtasisier 35000 Jla. B HeKkOTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca coctasisier 40000 Jla. B HekOTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrtasisier 45000 Jla. B HekOTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrasisier 50000 Jla. B HEKOTOpBIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrtasiser 55000 Jla. B HekOTOpbIX BapuaHTax
OCYILECTBJIEHUsT MOJIeKyJisipHass Macca cocrasiasger 60000 Jla. B HekOTOpbIX BapuaHTax

ocylIecTBieHus1 MoJiekyJsipHas Macca PEG onpenensier, mo MeHblIell Mepe 4aCTUYHO, 1N VIVO
HepHOA TONYXKH3HHU B IUIa3Me KpoBU MoaupuupposaHHoro nojunentuzaa I[L-2. B HexoTopsIx
ciydasx PEG cBsi3an ¢ Oosee AMTENbHBIM in Vivo MEPUOJOM MOJYKU3HU B IUIa3Me€ KPOBH
mMomuduuupoBaHHoro noymunentuaa IL-2 mo CpaBHEHHIO C in Vivo MEPUONOM MOJYKH3HH B
wiasme kposu npu PEG menbimero pasmepa. B nHekortopeix ciyuasix PEG cBszan ¢ Oonee
KOPOTKHM in ViVvO MEPUOOM IOJIy’KU3HU B TUIa3Me KPOBH MOIU(MUIIMPOBAHHOTO MOJUMENTHIA
IL-2 mo cpaBHEHHUIO C in VivOo MEPHOAOM MOJYXXU3HH B Iia3me kpoBu npu PEG Gombimero
pa3sMepa. B HeKOTOpBIX BapuaHTax OCyllecTBIeHUs MonekyisipHas macca PEG He Biusier u He
OKa3bIBa€T MUHUMAJIBHOE BO3IeHCTBHE Ha 3(PPEKTHBHOCTh PELIENTOPHON Mepenadd CUTrHaja
monupuuuposanHoro nojunentuaa IL-2 k komrmiekcam nepenauu curaana [L-2By wim [L-2afy.
B HexoTOpBIX BapuaHTax OCyLIeCTBJIEeHUs MoJeKysipHas Macca PEG He Biusier miu okasbiBaeT
MUHHMaJbHOE BO3JEHCTBHE Ha TpedyeMoe CHIDKEHHOE CBsI3bIBAHHE MOAU(DUIIMPOBAHHOTO
nomunentuaa IL-2 ¢ IL-2Ro wnu noanep:kuBaeMoe CBsI3bIBAHME C KOMIUIEKCOM Iepeaadu
curHana IL-2RPy, npu 3Tom cHIkeHHOe cBsi3piBaHue ¢ IL-2Ro cpaBHUBAIOT CO CBSI3BIBAHHEM
nonunentuaa IL-2 auxkoro Ttuma u IL-2Ra. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUS
monekyJsipHas Macca PEG He Bnusier Ha oOpa3oBaHHe KOMIUIEKCA MOAWGDULIMPOBAHHBIHN
nojunentun IL-2/IL-2RPBy, mpu 3TOoM cHIbkeHHOe cBsisbiBaHue ¢ IL-2Ro cpaBHUBAarOT co

cBs3bIBaHueM noaunentuna IL-2 qukoro tuna u IL-2Ra
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B HekoTOphIX BapuaHTax OCYINECTBJIEHUS MoauduuupoBaHHbI mnomunentux IL-2,
conepraiunii MyTauo B octatke 137, coorBercTByrowmeM nojoxkernto 37 B SEQ ID NO: 1,
COIEPKUT KOHBIOTUPYIOLIHMHA pparmeHT, coxepxamuii PEG, nMeronmii MOJIeKyJsIpHYIO Maccy

npudmmsuTenbHo 2000-50000 Jla. B HEKOTOpPBIX BapuUaHTaX OCYLIECTBJICHUS MOJIEKYJISIpHAs

macca cocrasiager 5000 Jla. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHHs MOJIEKYJIIpPHas Macca
cocraBisier 10000 [la. B HekOTOpBIX BapuaHTaxX OCYILIECTBICHUS MOJIEKYJSIpHAs Macca
cocraBimsier 15000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHHs MOJIEKYJSIpHAs Macca
cocrapisier 20000 Jla. B HEKOTOpBIX BapuaHTaxX OCYINECTBICHUs MOJEKYJSIpHAas Macca
cocrapisier 25000 Jla. B HEKOTOpBIX BapuaHTax OCYILECTBICHUs MOJEKYJsIpHAas Macca
cocrapisier 30000 Jla. B HEKOTOpBIX BapuaHTax OCYINECTBICHUs MOJEKYJIsIpHAas Macca
cocrapisier 35000 Jla. B HeEKOTOpBIX BapuaHTaX OCYIUECTBICHHUs MOJEKYJsIpHas Macca
cocrapisier 40000 Jla. B HEKOTOpBIX BapuaHTaxX OCYIIECTBJICHHUs MOJEKYJsIpHAas Macca
cocrapisier 45000 Jla. B HEKOTOpPBIX BapHaHTax OCYLIECTBJICHUs MOJIEKyJsIpHAas macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 55000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
coctasisier 60000 Jla. B HexkoTOprIx BapuaHTax OCYIIECTBJIEHUs MoyekylsipHas macca PEG

onpezenseT, MO MeHbIIeW Mepe YacTH4YHO, In VIvo Mepuoj] NOJYKHU3HM B IJIa3Me€ KPOBU
momuduuuposanHoro mnojunentuaa IL-2. B Hekotopex cinyudasx PEG cBszan ¢ Oomee
JUINTENIBHBIM  In VIiVO TEPUOIOM TOJNYXH3HH B IUIa3M€ KPOBH MOAM(DHULIMPOBAHHOTO
nonunentuna IL-2 mo cpaBHeHUIO C in vivo NMEpPUOAOM MOJYXU3HU B masMe kposu npu PEG
MeHbIero pasmepa. B Hekoropeix ciydasx PEG csizan ¢ 6ojee KOPOTKUM in Vivo TEpUOIOM
NOJIY>KM3HH B IUIa3Me KPOBU MoAuGuUIpoBaHHOro nonunentuaa IL-2 no cpaBHEHHIO € in vivo
NepUOJIOM TOJY>KU3HU B I1a3me kposu npu PEG Gosbluero pasmepa. B HeKOTOpBIX BapuaHTax
ocyliecTBIeHUsT MosekyisipHas Mmacca PEG He Biusier M He OKas3blBae€T MHMHUMAJBHOE
BO3zeiicTBue Ha 3(P(EeKTUBHOCTb PELEeNTOPHOH Nepenadn CUrHaja MOTU(HIMPOBAHHOTO
nojunentuna IL-2 k kommiuekcam mnepenaum curHana IL-2By wmm IL-20fy. B HexoTopbix
BapHaHTaxX OCYyIleCTBIeHUs MoyiekysipHas macca PEG He Biusier i oKka3bIBaeT MUHUMAJIbHOE
BO3/CHCTBUE HAa TpeOyeMoe CHHKEHHOE CBsi3bIBaHUE MoauduuupoBanHoro nonunentuaa [L-2 ¢
IL-2Ro wnu monaepskuBaeMoe CBS3bIBAHHE C KOMILIEKCOM mepenaun curHana IL-2RBy, npu
3TOM CHIbkeHHoe cBsi3biBaHue ¢ IL-2Ra cpaBHMBaroT co cBsispiBanueM mnonunentuaa [L-2
aukoro tuna u IL-2Ra. B HeKoTOpBIX BapuaHTax OCylecTBIeHUs MojeKyaspHas Macca PEG ne
BJIMSIET Ha 0Opa3oBaHue KoMILIlekca MoguduumuposanHbiid nmonunentun 1L-2/IL-2RPBy, npu 3rom
CHIbKeHHOe cBsi3biBaHue ¢ IL-2Ra cpaBHUBarOT co cBsizbiBaHueM noaunentuaa IL-2 aukoro
tuna u IL-2Ra

B HEKOTOpBIX CNy4asx KOHBIOTHPYIOLINH (parMEHT COeAWHEH C aMHHOKHCIOTHBIM
OCTaTKOM, BBIOPAHHBIM U3 MOJIOKeHUsT aMuHOKUCITOTHI Al, P2, T3, S4, S5, S6, T7, K8, K9, Q11,
L12, E15, H16, L18, L19, D20, Q22, M23, N26, G27, N29, N30, Y31, K32, K35, T37, M46,
K47, K48, A50, T51, E52, K53, HS55, Q57, E60, E67, N71, Q74, S75, K76, N77, F78, H79, R81,
P82, R83, D84, S87, N88, N89, V91, 192, L.94, E95, K97, G98, S99, E100, T101, T102, F103,
M104, C105, E106, Y107, A108, D109, E110, T111, A112, T113, E116, N119, R120, T123,
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A125, Q126, S127, S130, T131, L132 u TI133, mpu 3TOM Hymepamusi aMHHOKUCIOTHBIX
octaTtkoB cooTBeTcTByeT SEQ ID NO: 1. B HeKOTOpBIX cilydasx MOJOKEHHE aMHHOKUCIIOTHI
BbiOpano u3 K8, K9, Q11, L12, E15, H16, L18, L19, D20, Q22, M23, N26, R81, D84, S87, N88,
Vo1, 192, L94, E95, E116, N119, R120, T123, A125, Q126, S127, S130, T131, L132 u T133. B
HEKOTOPBIX CIIy4asiXx MOJIOKEHHE aMUHOKUCTIOTHI BeiOpano u3 Al, P2, T3, S4, S5, S6, T7, G27,
N29, N30, Y31, K32, K35, T37, M46, K47, K48, A50, T51, E52, K53, H55, Q57, E60, E67,
N71, Q74, S75, K76, N77, F78, H79, P82, R83, N89, K97, G98, S99, E100, T101, T102, F103,
M104, C105, E106, Y107, A108, D109, E110, T111, A112 u T113. B HekoTOpBIX Ciy4asx
MoJIO’KeHHe aMUHOKHUCITOTHI BeiOpano u3 K8, K9, L12, E15, H16, L19, D20, Q22, M23, N26,
D84, N88, E95 u Q126. B HEKOTOPBIX Cilydasix MOJIOKEHHE aMHHOKHUCIIOTHI BbiOpaHo u3 K8, K9
u H16. B HEKOTOpBIX Cliydasix MOJIOKEHHE aMUHOKHUCIIOTHI BhIOpaHo u3 Q22, N26, N88 u Q126.
B HekoTOpBIX Ccly4asix MOJIOKEHHEe aMUHOKHUCIOThI BbiOpaHo u3 E15, D20, D84 u E95. B
HEKOTOPBIX CJIy4asiX MOJIOKEHHE aMUHOKHUCIOTHI BeiOpaHo n3 L12, L19 u M23. B HekoTopbIX
ClIydasix TOJIOKEHHE aMHUHOKHCIOTBI BbiOpaHo w3 Q22 m N26. B HEKOTOpBIX Ciydasx
NOJIOXKEHNE aMHHOKHUCIIOTHI TpeactaBisier coboii K8 B HekoTopbhIx ciydasx MOJIOKEeHHe
AMHHOKHUCIIOTHI TipescTaBisier coboii K9. B HEKOTOpBIX ciydasx MOJOKEHHE aMHHOKHCIIOTHI
npencrasisier coboii Q11. B HEKOTOPBIX Cy4asiX MOJOKEHHE aMHUHOKHCIOTHI MPEICTaBIsIET
coboit L12. B HEKOTOpBIX Cly4asix IMOJOXKEHHEe aMUHOKUCIIOTHI mpexactasisier codoit E15. B
HEKOTOPBIX CJIydasx IIOJIOKEHHE aMHHOKHCIOTHI mpencTasisier coboit H16. B HekoTophIxX
Clydasix TOJIOKEHHWE aMHHOKUCIIOTBI mpencrasisier coboii L18. B HekoTopeIx ciyuasx
NOJIOXKEHNE aMHUHOKHCIOTHI mpeactasisier coboit L19. B HekoTophIx ciydasx MONOKEeHHe
AMHHOKHUCIIOTHI IpezncTaBisier coboit D20. B HEKOTOPBIX Cly4asx MOJIOKEHHE aMUHOKHUCIIOTHI
npencrasisier coboit Q22. B HEKOTOPBIX Cily4asix MOJOKEHHE aMHHOKHCIIOTHI MPEICTABISET
coboii M23. B HEKOTOpBIX Cy4asix IMOJIOKEHHEe aMHHOKHCIIOTHI MpeacTasisier coboii N26. B
HEKOTOPBIX CJIydasix IOJIOKEHHE aMHHOKHCIOTHI mpencraBisier coboit R81. B HekoTopbx
Clydasix TOJIO)KeHHE aMHHOKHUCIOTHI mpeactaBisier coboit D84, B HekoTopbIx ciyuasix
NOJIOXKEHUE aMUHOKHCIIOTHI TpeAcTaBisier coboli S87. B HEKOTOpBIX Clydasx IMOJIOKEHUE
AMHHOKHUCJIOTHI TpencTaBisier coboii N88. B HEKOTOpBIX Cilydasix MOJOKEHHE aMHHOKHCIIOTHI
npeacrasisier codoir VO1. B HEKOTOPBIX Clydasix IMOJIOKEHHE aMHUHOKHUCIIOTHI MPENCTABIISET
coboit [92. B HeKOTOpBIX Clydasix MOJIOKEHHWE aMHUHOKHUCJIOTHI mpeacrapisier codoit L94. B
HEKOTOPBIX CIy4asX TOJIOKEHHE aMHUHOKHCIIOTBHI TpeacraBisier cobori E9S. B HekoTophIX
Clydasix TOJIOKEHHE aMHHOKHUCIOTHI mpencrasisier coboit E116. B HekOTOphIX cityuasix
MOJIOXKEHNE aMHUHOKHCIOTHI mpencrasisier codoii N119. B HEKOTOpBIX Ciydasx IMOJIOKEHUE
aAMHHOKHUCIIOTHI npencTasisier codoit R120. B HEKOTOPBIX Cilyyasix MOJIOKEHHE aMUHOKHCIIOTHI
npexncrasisier coboit T123. B HEKOTOPBIX Cilydasx IMOJIOKEHHE aMHHOKHCIIOTHI MPENCTABISIET
coboit A125. B HEKOTOPBIX CllydasiX MOJIOXKEHHEe aMUHOKHUCIIOTHI MpeAcTasisieT coboi Q126. B
HEKOTOPBIX CJIy4asX IOJIOKEHHE aMUHOKHCIOTHI mpencrasysier coboit S127. B HekoTophIxX
Clydasix IOJIOKEHHE aMHHOKHCIIOTHI mpexctaBisier coboit S130. B HekoTopbIx ciyuasix

NOJIOXKEHNE aMHHOKHUCIOTHI npencrasiuser coboit T131. B HeKOTOpBIX ciydasix MOJNOXKEHUe
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AMHHOKHUCIIOTHI npencTasisieT coboit L132. B HEKOTOPBIX Cllydasix MOJIOKEHWE aMHHOKHUCIIOTHI
npencrasisier codoit T133.

B HexoropbIx ciydasx kOHBHOraT IL-2 AOMOSHUTENBHO COAEPKUT NOMOJHUTEIBHYIO
MyTauurw. B Takux ciydasx ~aMHUHOKHCIOTa KOHBIOTMPOBAaHAa C  JIOMOJHUTENBHBIM
KOHBIOTHPYIOLUM (parMeHTOM Ui YBEJIHUYEHHs NePUOAa IMONYKU3HU B CHIBOPOTKE KPOBH,
CTaOMIBHOCTM MM WX KOMOMHammuu. B kadecTBe ajbTepHATHUBBI IEpel CBS3BIBAHUEM C
JOMOJHUTENBHBIM KOHBIOTHPYIOIIUM  (PparMeHTOM aMUHOKHCIIOTY CHa4aja IOABEPraroT
MyTalM{d B TMPUPOAHYKD AMHHOKHCIOTY, TaKyk Kak JIM3UH, LUCTEHH, TMCTUIAUH, apTUHUH,
acmapariHoOBasi KHUCJIIOTa, TJyTAaMHUHOBAs KHUCJIOTA, CEPUH, TPEOHHMH WU TUPO3UH, WU B
HENPUPOIHYI0 AMUHOKUCIIOTY.

B HexoTOphIX BapuaHTax OCyLIeCTBJIeHUsl KOHbroraT IL-2 xapakTepusyercs CHU>KEHHOU
apduHHOCTBIO CBsi3pIBaHUS C cyOwpenmuuueit pernentopa IL-2 B (IL-2RP), cyObenunmuei
peuenropa IL-2 y (IL-2Ry) wiu wnx komOuwnHaumein komruiekca IL-2Rofy mo cpaBHeHHIO €
nojunentuaoM IL-2 nukoro tuna. B HEKOTOPBIX ciiydasx CHUKEeHHas ad(UHHOCTh KOHBIOTATA
IL-2 B orHOmEeHNN cyobenuanLel perenropa IL-2 B (IL-2RP), cydbeannuner penenropa IL-2 y
(IL-2Ry) nnm ux KOMOWMHALMU MO CPaBHEHUIO C mosunentuaoM IL-2 nukoro Tuma cocTtaBiisieT
npudmmsuTensHo 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95%, 99% wnu Oonee yem
99%. B HekoTOpbIX ciydasx cHwkeHue adpduHHOCTH cocraBnser mpuOnusurensHo 10%. B
HEKOTOPBIX CIy4asix CHIbKeHHe appUHHOCTH cocTamisieT npudbausutensHo 20%. B HekoTopbIx
cnydasix cHwkeHne adpdurHOCTH cocraBisier npubmusutensHo 40%. B HEKOTOPBIX ciydasx
cHkeHne adpduaHOCTH cocTaBisieT npuOan3uTeabHo 50%. B HEKOTOPBIX ciydasx CHIDKEHHE
apduHHOCTH cocTaBisteT mpudbnu3nTenbHo 60%. B HEKOTOPBIX ciyyasix cHIbkeHHe ahGUHHOCTH
cocrasisierT npuonu3nuTenbHo 80%. B HEKOTOpBIX ciyyasix CHUKeHue aQ(pHUHHOCTH COCTABISIET
npubmmsutensHo  90%. B HekoTOpbIX  ciydasx CHIKeHHe ap(UHHOCTH  COCTaBISIET
npubmmsutensHo 99%. B HekoTophIX ciydasix cHukeHue adduHHOCTH mpesbimaer 99%. B
HEKOTOPBIX CIy4asix CHIDKeHHe aQ(UHHOCTH cocTaBisier mpuOimsutenbHo 80%. B HeKoTOpbIx
ciydasix cHIkeHue ah(GUHHOCTH cocTaBisieT mpubausutensHo 100%.

B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHUs CHIDKEHHEe ad(PUHHOCTH CBSI3bIBAHUS
koHbtorara IL-2 ¢ cybrenununeit penenropa IL-2  (IL-2Rp), cydvenununeii peuentopa IL-2 y
(IL-2Ry) mnu ux KOMOWHAIMeW Mo CpaBHEHUIO ¢ mojunenTuaoM IL-2 nukoro Tuma siBisieTcs
NPUOTU3UTENBHO 1-KpaTHBIM, 2-KPaTHBIM, 3-KPaTHBIM, 4-KPAaTHBIM, S-KPaTHBIM, O-KPaTHbIM, 7-
KpaTHbIM, 8-kpaTHbIM, 9-kpaTHbIM, 10-kpaTHbIM, 30-KpaTHBEIM, 50-KpaTHBIM, 100-KpaTHBIM, 200-
kpatHblM, 300-kpatebiM, 400-kpatHbIM, 500-kparebiM, 1000-kpatHbiM wmm  Oosbire. B
HEKOTOPBIX Cly4asx CHIKeHHe ad@uHHOCTH sBiseTCs NPUOIM3UTEIBHO 1-KPaTHBIM.
HEKOTOPBIX Cly4asx CHIDKeHHe a(p@uHHOCTH sBisAeTCS NPUOIM3UTEIBHO 2-KPATHBIM.
HEKOTOPBIX CIy4asx CHIKeHHe a(p@uHHOCTH sBisAeTCS NPUOTU3UTENBHO 4-KPAaTHBIM.
HEKOTOPBIX Cly4asx CHIKeHHe ad@uHHOCTH sBisAeTCS NPUOIM3UTEIBHO S-KPAaTHBIM.
HEKOTOPBIX Cly4asx CHIKeHHe ad@uHHOCTH sBisAeTCs NPUOIM3UTENIBHO O-KPaTHBIM.

HEKOTOPBIX Cly4asx CHIKeHHe ad@uHHOCTH sBisAeTCS NPUOIM3UTENIBHO 8-KPaTHBIM.

oo livv i v liivv il ov i vo R v o)

HEKOTOPBIX CIy4asx CHIDKeHHe apUHHOCTH sBiseTcsl NpUOIM3UTENbHO 10-KpaTHBIM.
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HEKOTOPBIX CIy4asx CHIDKeHHE adQUHHOCTH sBisieTcsl NPUOIM3UTENBHO 30-KpaTHBIM.
HEKOTOPBIX CIy4asix CHIDKeHHE a(QUHHOCTH sBiseTCs NPUOIM3UTENBHO SO-KpaTHBIM.
HEKOTOPBIX Cly4dasix CHIKeHue apUHHOCTH sBisgeTcss mpudnusutenbHO 100-kpaTHBIM.
HEKOTOPBIX CIIydasix CHIKEeHHEe apPUHHOCTH siBisieTcss npuOausutenbHo 300-KpaTHBIM.

HEKOTOPBIX CIIydasix CHIKeHHe apPUHHOCTH sBiseTcss NpUOIu3uTenbHO S00-KpaTHBIM.

W W ww W ®

HEKOTOpBIX Ciy4asix cHiwkeHue adduuHocTH siBisiercss npuOamsurensHo 1000-kpaTHBIM.
HEKOTOPBIX CIIy4asix CHIKeHue ahGUHHOCTH sBisieTcst Oonee uem 1000-kpaTHBIM.

B HexkoTOpBIX BapHaHTax OCYyINECTBJIECHMs KOHBIOratT IL-2 xapakTrepusyercss CHUKEHHBIM
pekpytunrom cyobenmuunel IL-2Ry B kommiekc IL-2/IL-2RB. B HeKoTOpBIX Clydasx
CHIDKEHHBIN PEKPYTHUHT CPAaBHUBAIOT C PEKPYTHHroM cyObemauHuipl IL-2Ry 3KBUBaJEHTHBIM
nojgunentuaoM 1L-2,  He comepKalUM — HEMPUPOIHYIHO  aMUHOKHCIOTY  (Hampumep,
nojunentuaoM IL-2 qukoro Tuna). B HEKOTOPBIX Cilyydasix CHU)KEHUE PEKPYTHHTA CYyObeTUHHIIBI
IL-2Ry cocraBnsier npudnmsutensuo 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95%,
99% wnmm Oonee yem 99% MO CpPaBHEHWIO C SKBUBAJEHTHbIM mnosunentuaoMm IL-2 6e3
MOIU(HUKAIMA HEMPUPOAHONH aMUHOKHCIOTHL. B HEKOTOPBIX CllydasiX CHIDKEHHE PEKPYTHHIA
cyopenuuunnbl IL-2RycocraBnsier mpubnusutensHo 10%. B HEKOTOpBIX Cliydasix CHIDKEHHE
pekpytunra cyowenunuipl IL-2RycocraBnser mpubnmsurensHo 20%. B HEKOTOPBIX ciydasx
CHIKeHue pekpytuHra cyowenununsl [L-2Rycoctasnser mpudnusurensao 40%. B HekoTOpbIX
Cydasix CHIKeHHe pekpytuHra cyobemunuiel IL-2RycocraBmsier mpubnmusurensHo 50%. B
HEKOTOPBIX CIy4asx CHHKEHHE peKpyTHHra cyOwpenuHuubl [L-2RycocraBnser npuOansuTeabHo
60%. B HEKOTOpBIX clydasx CHWXKEHHEe pekpyTuHra cyosenuaunbsl IL-2RycocraBnser
npubnusutensHo 70%. B HEKOTOPBIX ClydasXx CHIDKEHHE peKpyTuHra cyobeauHuiel IL-
2RycocraBnsier npubmmsurensHo 80%. B HEKOTOpBIX Clydasix CHIDKEHHE pPEeKPYTHHIA
cyobenununbl IL-2RycocraBisier nmpubmmsureabHo 90%. B HEKOTOpBIX Cly4asix CHH)KEHHUE
pexkpyTturra cyowsenunuipl IL-2RycocraBimsier nmpubnusurensHo 99%. B HekoTOphIX ciydasix
CHWKeHue pekpyTuHra cyobenunuipl [L-2RycocTaBnser npubnusurenbHo 99%. B HEKOTOPBIX
Clydasix CHUKeHHe pekpytunra cyOwemnmuunbl IL-2RycocraBnser npubmusurenpbHo 100%. B
HEKOTOpPBIX ciydasx KoHbrorar IL-2 1OnmonHUTENbHO XapakTepuU3yeTcss MOBBILIEHUEM
pekpytunra cyobenununsl [L-2Ra.

B HeKkoTOpbIX BapHaHTaX OCYIIECTBJICHHs CHIDKEHHE pekpyTuHra cyobenuauibl [L-2Ry
SIBJIIETCST MPUOJIM3UTENBHO |-KpaTHBIM, 2-KPAaTHBIM, 3-KPAaTHBIM, 4-KPaTHBIM, S-KpaTHBIM, 6-
KpPaTHBIM, 7-KpaTHBbIM, 8-KpaTHbIM, 9-kpaTHbIM, 10-kpatHbM, 30-kpaTHbIM, 50-kpaTHbIM, 100-
kpatHblM, 200-xpatHelM, 300-kpatHbiM, 400-xpaTHbM, 500-kpatHbiM, 1000-kpaTHBIM MK
OoJpllle O CPaBHEHUIO C OSKBUBAJCHTHBIM mojiunentuaoM 1L-2 0e3 mopudukamum
HETIPUPOIHOW aMHUHOKUCIIOTHI (Hampumep, ¢ nonunentuaoMm IL-2 nukoro tuma). B HEKOTOpPBIX
CJIydasix CHIDKEHHE peKpyTuHra cyobequaunbl [L-2Ry sBisercs npudnmnsurensHo 1-kpaTHeiM. B
HEKOTOPBIX CIy4asx CHIDKEHHE peKpyTuHra cyobenuauiel IL-2Ry sBnsercs npubamsurensHo 2-
KpaTHbIM. B HEKOTOpBIX ciydasx CHIKeHHe pekpyTtuHra cyowenunuipl IL-2Ry sBisercs
NpUONU3UTENBHO 4-KPaTHBIM. B HEKOTOPBIX Cydasx CHHUKEHHE peKpyTHHra cyowpenuHunb IL-

2Ry sBnsercss NMpUONU3UTENBHO S-KpaTHBIM. B HEKOTOpBIX Ciy4yasix CHUKEHHE DPEKPYTHHra
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cyobenunuLbl [L-2Ry sBsieTcst mpuOIM3UTENbHO 6-KpaTHBIM. B HEKOTOPBIX CiTydasix CHUKEHHE
pekpytunra cyobenuauubl IL-2Ry sBrnsercs npuOnusurenbHO 8-kpaTHbIM. B HEKOTOpBIX
clyuasix CHWKeHHe pekpyTuHra cyowpenununsl IL-2Ry sBisercs npubausurensHo 10-kpaTHBIM.
B HEKOTOpBIX ciydasix CHIDKEHHE pekpyTHHra cyobenunuiisl IL-2Ry sBnsercs npubnusutenpbHo
30-xpaTHbIM. B HEKOTOpBIX ciydasx CHIDKeHUe pekpyTuHra cyobenununs! IL-2Ry sBisercs
npuban3uTeNnbHO SO-KpaTHBIM. B HEKOTOPBIX Cllydasx CHU)KEHHE PEKPYTHHIA CyObeauHursl 1L -
2Ry sBnsercs npubamsurensHo 100-kpaTHBIM. B HEKOTOPBIX Cllydasx CHIKEHHE PEKPYTHHIA
cyobenunaunbl IL-2Ry  sBisercss mpuOnusurensHo 300-kpaTHbIM. B HEKOTOpBIX  Ciydasix
CHW)KeHUe pekpyTuHra cyowbemuuuibl IL-2Ry siBiasercs nmpubnusurensHo S500-kpatHbiM. B
HEKOTOPBIX CIIy4asix CHI)KEHHE peKpyTuHra cyobenwnuubl IL-2Ry siBnsiercs nmpuOau3uTensHO
1000-kpaTHBIM. B HEKOTOPBIX CIydasx CHIXKEHHE peKpyTHUHra cyobenwHuLbl [L-2Ry sBisercs
npubnusutensHo  1000-kpaTHBIM. B HEKOTOpBIX ciydasx KoHbrorar IL-2 AOMONHUTETBHO
XapaKTepU3yeTCsl OBBIIIEHHEM PeKpyTHHTa cyobeaauLb [L-2Ra.

B HexkoTOppIX BapuaHTax ocyuiecTBieHuss koHbtorar IL-2  xapakrepusyercs
noBbIeHHeM pekpyTuHra cyowenunuiel IL-2Ro B momunentun IL-2. B HEKOTOpBIX ciydasx
CHIDKEHHBIH PEKPYTHUHT CPaBHHUBAIOT C PEKPYTUHroM cyObenuHunbl IL-2Ro 3KBHUBaNEHTHBIM
nojgunentuaoM 1L-2,  He comepkalUM — HEMPUPONHYI0  aMUHOKHCIOTY  (Hampumep,
nojunentuaoM 1L-2 pukoro Ttuma). B HEKOTOPBIX Ciydasix TMOBBIIEHHWE PEKPYTHHIA
cyopenuuuibl [L-2Ro cocrasnsier npubnusurensao 10%, 20%, 30%, 40%, 50%, 60%, 70%,
80%, 90%, 95%, 99% wnu Gonee 99% 1O CPaBHEHUIO C SKBHUBAJCHTHBIM mojiunentuaom IL-2
06e3 MomudpuKaluM HENPUPOAHOM AaMHHOKHCIOTBL. B HEKOTOpBIX Cilydasx IMOBBIIICHUE
pexpytunra cyopenunuinl IL-2Ro cocrasisier mpubnusurensao 10%. B HEKOTOpBIX ciydasix
NoBbILIeHHe pekpyTuHra cyobemaununbl I[L-2Ro  cocraBnser mnpubnusurensuo 20%. B
HEKOTOPbIX  ClIydasix  IOBBIIIEHHE pekpyTuHra cyObemmnunbl  IL-2Ra  cocraBnsier
npubamsutensHo 40%. B HEKOTOPBIX Cilyyasix MOBbINIEHHE pekpyTuHra cyowenununl [L-2Ra
coctaBysieT npubausuTensHo  50%. B HEKOTOPBIX  Cydasx TOBBIIEHHE PEKPYTHHTa
cyobenunaunbl IL-2Ro cocraBnsier mpubmusutensHo 60%. B HEKOTOPBIX Clydasix MOBBIIIEHUE
pekpytunra cyobenunuibl IL-2Ro cocrasisier mpubnusutenbHo 70%. B HEKOTOPBIX clydasix
NOBbIIIEHHE pekpyTuHra cyowpemunnnbl IL-2Ro  cocraBmser mnpubmusurensHo 80%. B
HEKOTOpPbIX  CIy4asx TIOBBIIEHHE pekpyTuHra cyosenmuunsel  IL-2Ro  cocraBnsier
npubnusuTensHo 90%. B HEKOTOPBIX Cilydasx MOBbILEHHE pekpyTHHra cyowsenuHuns! [L-2Ra
coctaBysieT npuOmu3nuTeNnbHO  99%. B HEKOTOpBIX  Clydasx MOBBILEHHE PEKPYTHHIa
cyobenuannbl IL-2Ro cocraBnser Gomee uvem 99%. B HEKOTOpPBIX Clydasx MOBBIIICHHE
pekpytunra cyosenununsl IL-2Ro coctasnsier mpubnmsurensao 100%. B HEKOTOpBIX ciydasx
KOHbIOTaT IL-2 NOMOSHUTENBHO XapaKTepH3yeTCs CHIDKEHHEM PEeKpyTHHra cyObenuHunbl IL-
2R w/unu cyopenununier IL-2Ry.

B HEKOTOpBIX BapuaHTaX OCYIIECTBIEHMs IMOBBIIIEHHWE PEKPyTHUHra cyObenuHuub! IL-
2Ra sBisieTcst MpUONU3UTENBHO 1-KpaTHBIM, 2-KPaTHBIM, 3-KPAaTHBIM, 4-KPaTHBIM, S-KPaTHBIM,
6-KpaTHBIM, 7-KpaTHbIM, 8-KpaTHbIM, 9-kpaTHbIM, 10-kpaTHbIM, 30-KpaTHbIM, S0-KpaTHbIM, 100-

kpatHblM, 200-kpatHelM, 300-kpathbiM, 400-xpaTHbiM, 500-kpatHbiM, 1000-kpaTHBIM MK
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OoJipIle MO CPaBHEHUIO C OSKBUBAJCHTHBIM mnojiunentunoM IL-2 0e3 mopudukarmm
HETPUPOIHON aMHUHOKUCIIOTH! (Hampumep, ¢ nonunentuaom IL-2 nukoro tuma). B HEKOTOpPBIX
CJIy4asix MOBBIIIEHHE peKpyTHUHTa cyObenuHuIbl IL-2Ro sBnsieTcss mpuOIm3uTeNbHO 1-KpaTHBIM.
B  HexkoTOpBIX Clydasx TOBbINIEHHE pekpyTuHra cyopenununsl IL-2Roa  sBasercs
NpUOIU3UTENPHO 2-KPaTHBIM. B HEKOTOPBIX Cilyyasix MOBBILIEHHE PEKPYTHUHra CyOBEIUHMIIBI
IL-2Ra siBisieTcst mpuONU3UTENBHO 4-KpaTHBIM. B HEKOTOPBIX CiIydasix MOBBIIIEHHE PEKPYTHHIA
cyobenuuunbl  IL-2Ro  siBsiercss mpuONMM3MTENBbHO S-KpaTHbIM. B HEKOTOpBIX — Clydasix
MOBBIIIIEHHE peKpyTuHra cyobemuuuibl IL-2Ro siBisieTcss mpuOIU3UTENBHO 6-KpaTHbIM. B
HEKOTOPBIX CJIy4YasiX MOBBILICHHE PeKpyTHHra cyObeanHulpl [L-2R o sBsieTcst npuOIH3UTETbHO
8-kpaTHbIM. B HEKOTOPBIX Cllydasx MOBBIMIEHHE peKpyTUHTa cyObenuHuubl IL-2Ra siBiseTcs
npubnu3nuTenbHO 10-KkpaTHBIM. B HEKOTOPBIX CiIydasix MOBBIIEHHE PEKPYTHHra CyOBETUHHIIBI
IL-2Ra  siBisiercst  mpuOnusuTenbHO  30-KpaTHBIM. B HEKOTOpBIX  CIy4asix —IOBBILICHUE
pekpytunra cyowenunannbl IL-2Ra sBisiercss mpubnusurenpbHo S0-kpaTHbIM. B HEKOTOPBIX
Cy4asix TOBbIIIEHWE pekpyTuHra cyobenuHuibl IL-2Ro sBisiercs mpubnusurensuo 100-
KpPaTHbIM. B HEKOTOpBIX CilydasXx MOBBINIEHHE peKkpyTuHra cyobemwHuubl IL-2Ro sBisercs
npubnusuTensHO 300-KkpaTHBIM. B HEKOTOPBIX Cly4asix MOBBILIEHUE PEKPYTHHTA CYOBETUHHUIIBI
IL-2Ra  sBastercst  mpuOnusurenbHo  S00-kpaTHeIM. B HEKOTOpBIX Cydasx TOBBIIICHHE
pekpytunra cyobenunuinl IL-2Ra sBnsiercss mpubnusurensro 1000-kpaTHbiM. B HEKOTOPBIX
ciy4asix MmoBbimeHue pekpyrunra cyowenuauipl [L-2Ra sBisiercs 6omnee uem 1000-kpaTHbiM. B
HEKOTOPBIX Cy4asix KOHbIOraT IL-2 NOMONMHUTENBHO XapaKTepU3yeTCsl CHUKEHUEM PEKPYTHHIa
cyowpenuuunnbl IL-2RB w/unm cyOvenuanns IL-2Ry.

B HexkoTOpBIX BapuaHTax ocyluecTBieHus nojunentupn IL-2 onucaHHOro B AaHHOM
JOKYMEHTE XapaKTepU3yeTcsl CHIDKEHHEM 3(P(PEeKTUBHOCTH PELENTOPHOI Nepenadyn CUrHana K
IL-2RPBy. B HekoTOpbIX ciydasx CHWKeHUe 3(P(PEeKTUBHOCTH penenTOpHON Mepenavyy CHrHaja
SIBJIIETCST TPUOJNU3UTENBHO |-KpaTHBIM, 2-KPAaTHBIM, 3-KPAaTHBIM, 4-KPaTHBIM, S-KpaTHbIM, 6-
KpPaTHBIM, 7-KpaTHbIM, 8-KpaTHbIM, 9-kpaTHbIM, 10-kpatHbiM, 30-kpaTHbM, 50-kpaTHbM, 100-
kpatHbiM, 200-kpatHbiM, 300-kpaTHbM, 400-kpatHbiM, S500-kpatHbivM, 1000-kpaTHBIM HUIU
oonpire k [L-2RBy mo cpaBHeHuto ¢ nonunentuaoMm IL-2 qukoro Tuma. B HEKOTOPBIX Ciydasix
cHIkeHne 3()(EeKTUBHOCTH pEelenTOPHON Mepenavyud CUrHaja SIBISIETCS NMPUOIU3UTENBHO 2-
KpaTHbIM. B HEKOTOPBIX ciy4asx CHIKeHHe 3(PPEeKTHBHOCTH PelenTOpHOH Mepeaayr CHrHajia
SIBJIIETCST TIPUOJIM3UTENBHO S-KpaTHBIM. B HEKOTOpBIX ciy4asx CHKeHue 3(dexTuBHOCTH
peLenTOpHON Tepenayn CUTHaja sBisieTcs npuOmm3uTenbHO 10-kpaTHeIM. B HEKOTOpbIX
ciydasix  CHIKeHHe  3(QQEeKTHBHOCTH  pELEeNTOpPHOW  Nepesadyd  CUTHaja  SIBJSIETCS
npubnu3uTenbHO 20-KpaTHbIM. B HEKOTOPBIX ciydasx cHIbkeHHe 3()()EeKTUBHOCTH peLlenTOPHOM
nepefayn CUrHaia sBJsieTcs NpuOIM3uTensHO 30-KpaTHBIM. B HEKOTOPBIX Cllydasix CHHUKEHHE
3¢ (eKTUBHOCTH PELENTOPHON Mepenaynl CUrHaiga siBisiercss npubnusutenbHo 40-kpatHbiM. B
HEKOTOPBIX CJIy4asiXx CHIDKEHHE >(PQPEKTUBHOCTH PELENTOPHON Iepeadyd CUTHaja SBIISETCS
npubnu3uTenbHO S0-KpaTHbIM. B HEKOTOPBIX ciydasx cHIbkeHHe 3()(EeKTUBHOCTH PeLleNTOPHOM
nepefayn CurHana siisiercs: npuoam3uTenbHo 100-kpaTHEIM. B HEKOTOPBIX cliydasix CHUKEHHE

3¢ pexTUBHOCTH pelenTOpHON Iepenadyn CUrHaja sijisiercs npuonmsurensHo 200-kpaTHbiM. B
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HEKOTOPBIX CJIydasiX CHIDKEHHE >(PQPEKTUBHOCTH PELENTOPHON Iepenadyd CUTHaja SBIISETCS
npubnusutensHo  300-kpaTHbIM. B HEKOTOpBIX  ciydasix CHIDKeHHE 3¢ (EeKTUBHOCTH
peLenToOpHON mepenayn CHUrHana sBisiercs npuoOnmsurenbHo 400-kpatHbiM. B HekoTOpbIX
ciydasix — CHIbKeHHe  3(P(QEeKTHBHOCTM  pEeLeNnTOpHOW  Iepenadd  CUTHaja  sIBJISETCS
npubnusutenbHo  500-kpaTHbIM. B HeKOTOpBIX — ciydasix CHIDKeHHE 3¢ (EeKTUBHOCTH
peLenTopHON Mepenaun CUrHaa siysieTcst npuon3uTeabHo 1000-KpaTHBIM.

B HexoTophIx ciy4asx 3((eKTHBHOCTh PELeNTOPHOH Nepenadyn CUrHajla HU3MEpSIoT C
nomoineto 3HadeHuss EC50. B HekoTophIxX ciiydasix cHUkeHue 3((HEeKTMBHOCTH peLenTOpHO
nepenavyu curHana npuBoauT K mnosbimeHuo EC50. B HekoTopeix ciydasx nosbimenue ECS0
SIBJIIETCST NMPUOJIU3UTENBHO |-KpaTHBIM, 2-KPAaTHBIM, 3-KPAaTHBIM, 4-KPaTHBIM, S-KpaTHbIM, 6-
KpPaTHBIM, 7-KpaTHBbIM, 8-KpaTHbIM, 9-kpaTHbIM, 10-kpaTHbM, 30-kpaTHbIM, 50-kpaTHbIM, 100-
kpatHblM, 200-xpatHelM, 300-kpatHbiM, 400-xpatHbiM, 500-kpatHbiM, 1000-kpaTHEIM MK
OoJibIe 1o CpaBHEHUIO ¢ roymnentuaomM IL-2 mukoro Tuna.

B mekoTopeIx ciydasx 3((eKTMBHOCTb pPEeLenTOpPHOH mepenadd CUrHajia HU3MEpSOT C
nomMotneto 3HadeHus: EDSO. B HeKoTOphIX ciydasx CHIKeHHE 3()(EKTHBHOCTH pPELENTOPHON
nepefadn CurHanga npuBoauT K nosbimeHno EDS0O. B HexkoTopbix cnydasix nosbiunenue EDSO
SIBIISIETCST NMPUONMU3UTENBHO |-KpaTHBIM, 2-KPAaTHBIM, 3-KPAaTHBIM, 4-KPaTHBIM, S5-KpaTHBIM, 6-
KpPaTHBIM, 7-KpaTHBbIM, 8-KpaTHbIM, 9-kpaTHbIM, 10-kpatHbM, 30-kpaTHbIM, 50-kpaTHbIM, 100-
kpatHblM, 200-kpatHelM, 300-kpatbiM, 400-xpaTHbM, 500-kpatHbiM, 1000-kpaTHEIM MK
OoJbIIe 1o cpaBHEHHIO ¢ mojmentuaoM IL-2 nukoro Tuna.

B HekoTOpBIX BapMaHTax OCyllecTBJIeHUs nomunentun lL-2, onucanHbIl B JaHHOM
JOKYMEHTE, XapaKTepU3yeTCs pPACIIMPEHHbIM TEPANeBTUYECKUM OKHOM IO CPaBHEHHUIO C
TepaneBTUYeCKUM OKHOM nosiunentuzaa IL-2 qukoro tuna. B HEKOTOPBIX Ciydasix pacIMPEeHHOE
TepareBTUUECKOe OKHO OOYCJIOBJICHO CHIDKEHMEM CBS3bIBAHUS Mexay mnomunentuaoM IL-2 u
By-peuentopom wuntepneiikuna 2 (IL-2RPy), cHmwkeHnem 3¢ (EKTHBHOCTH peLenTOpPHOH
nepenaun currana k IL-2RPy, cHmwxenuem pexpytunra cyobeaununsl [IL-2Ry B xommiekc IL-
2/IL-2RP wnu mnoBbilieHueM pekpyTuHra cyowvenununsl IL-2Ra B momunmentun IL-2. B
HEKOTOPBIX ciydasix mnojunentun IL-2 He xapakTepusyercss yXyIUIEHHOH aktuBauuei offy-
peuenTopa untepielikuna 2 (IL-2Rafy).

B HekoTOpBIX BapuaHTAaX OCYILIECTBIIEHUS MOAU(UIMPOBaHHBIA momumentun [L-2
nposiBisieT 3(GHEeKTUBHOCTD B Tepenadye CUTHajIa MEPBOTO PElenTopa K KOMIUIEKCY Mepenadu
curHana IL-2By u >¢QdexTHBHOCTD B mepenaye CHrHaja BTOPOTO peLenTopa K KOMIUIEKCY
nepenaun curHana IL-20fy, u mpu sToM paszmuuue Mexnay 3(QQeKTHBHOCTBIO B mepenaye
CHTHaJa MEepBOro peuenropa U 3(QQeKTHBHOCTBIO B Mepemade CUTHajla BTOPOTO PelenTopa
SBJISIETCSl MO MeEHbIIEW Mepe |-kpaTHeIM. B HEKOTOPBIX Cllydasx pas3iudue sBISIETCS IO
MEHbILIEH Mepe 2-KpaTHbIM, 3-KpPaTHbIM, 4-KPaTHbIM, 5-KPAaTHBIM, O-KpPaTHBIM, 7-KpaTHbIM, 8-
KpaTHbIM, 9-kpaTHbIM, 10-kpaTHbIM, 20-kpaTHbIM, 30-kpaTHBIM, 40-KpaTHBEIM, 50-KpaTHBIM, 60-
kpatHblM, 70-kpaTHbIM, 80-KkpaTHBIM, 90-KpaTHBIM, 100-KpaTHBIM, 200-KpaTHBEIM, 300-KpaTHBIM,
400-xkpataby, 500-kpatblM, 1000-kpatHbiM  uiam  OonbpmuM. B HekoTOpBIX — ciydasx

3¢ (eKkTUBHOCTD B Nepefade CUrHaja rnepBoro peuentopa MeHbine 3Q(QeKTUBHOCTH B mepenaye
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CHTHaJa BTOPOro perenropa. B HekoTropbx ciydasx 3¢(QeKTHBHOCTb B mepenade CHUTrHaJA
nepBoro perenropa MeHble 3QpQPEKTHBHOCTH B Mepeade CUrHajla BTOPOTO PeLenTopa B IO
MeHbLIen Mepe 1 pas, 2 pasa, 3 pasa, 4 pasa, 5 pas, 6 pas, 7 pas, 8 pas, 9 pas, 10 pas, 20 pas, 30
pa3, 50 pas, 100 pa3, 500 pa3, 1000 pa3 wmm Oosbme. B HEKOTOPBIX cClydasix
moauduuuposanHelii nojunentun I[L-2 xapaxkrtepusyercss Oosjee HU3KOH 3(PPEKTUBHOCTHIO
peLenTopHOH Nepeaayy CUrHaia K KOMIUIeKCy nepenaun curnaia IL-2fBy, yem 3¢ exTHBHOCTD B
nepenade CUrHaja BTOPOTO peLenTopa K KoMIulekcy nepenaun curiana IL-2afy. B HexoTopsix
cnydasix 3(QQEeKTUBHOCTh B Iepenaue CHrHaja MepBOrO pelentopa MOAU(PULIHPOBAHHOTO
nojunentuna IL-2 B mo MeHbuielr mepe | pas Huxke, 4eM 3(PPeKTHBHOCTh PELENTOPHOM
nepenayn curHana nojunentuna [L-2 nukoro tuma. B HekoTOphIX ciydasx 3QQeKkTHBHOCTH B
nepefaye CHrHaja NmepBOro peuentopa moxuduiupoBaHHoro nojunentraa IL-2 Hike B 1o
MeHbLIEeH Mepe 2 pasa, 3 pasa, 4 pasa, 5 pas, 10 pas, 20 pas, 50 pas, 100 pas3, 200 pa3 unu 500
pa3, 1eM 3¢ (HeKTHBHOCTh PEleNnTOPHON nepenaun curHaja nojunentuga IL-2 nukoro tuma. B
HEKOTOPBIX ciydasx # 3(QQeKTHBHOCTH B TIiepenadye CUrHaja TIEepBOrO peLenTopa, Hu
5¢¢QeKTUBHOCTP B TMepefade CHUTHaja BTOPOrO pelentopa HHUXKE COOTBETCTBYIOLIMX
s¢ppextuBHOCTEll MonumenTuna IL-2 aukoro tuma, HO 3()(EeKTHBHOCTL B mepenaye CUrHaia
NepBOro peuenrtopa Huwke 3(QexTHBHOCTH B Tmepenavye CUTHaja BTOpPOro penenropa. B
HEKOTOPBIX CJIydasiX pa3inyne Mexay 3(PQPeKTHBHOCTBIO B IMepeaade CUTHalIa IIePBOTO
peuentopa ¥ 3((EKTUBHOCTHIO B Iepegadye CHrHajlla BTOPOTO pELEeNnTopa YBEIUYHBAET
TepaneBTHYECKOe OKHO Il MoauuiupoBaHHoro nonunentuaa [L-2.

B HekoTOpBIX Ciy4yasX KOHBIOTHPYIOLIMH (parMeHT yXyAllaeT WIn OJOKUpYyeT
s¢exTuBHOCTD penenTopHoi mepenaun curHana IL-2 ¢ IL-2RPy wnm cHMXXaeT pekpyTHUHT
cyobenunuuel IL-2Ry B kommuiexe IL-2/IL-2Rp.

B Hekoropbix cnywasx MoxuduuupoBaHHblii momunentun I[L-2 ¢ noOHWKeHHEM
s¢dexTuBHOCTH perienTopHON mnepenauu curHana kK IL-2RPBy cmocoben obecneunBarh
pasmHokenue CD4+ perynsaropubix T-knerok (Treg).

B Hekorophix BapmaHTax ocyuectsieHuss nponudepanus CD4+  Treg-kietok
komruiekcoM momuduuuposanHbiii 1L-2/IL-2Rafy 3KBUBaJIeHTHA WM MPEBBIIAET TAKOBYIO Y
nonunentuna IL-2 aukoro tumna.

B HekoTtopeIx BapmaHTax ocymectBieHus komriekc IL-2/IL-2Rofy wuHmyumpyer
nposudepanuro CD4+ Treg-kIeTOK B MOMYJISILAIO, Y€ro JOCTATOYHO IS MONYJISILIUUA T€YCHHUSI
3a00J1eBaHNsI B X)KUBOTHOH MOJIEIH.

B HekoTOphIX BapHaHTax OCYLIECTBICHHWS B MaHHOM JOKYMEHTE ONHCaH OOk,
csizbBaroIuil ofy-peuenrop unrepneiikuna 2 (IL-2Rafy), rae s¢dexkruBHOCTD penenTopHOR
nepenayn curHana s By-penenropa unrepneiikuya 2 (IL-2RPy) y yka3aHHOTO CBSI3bIBAIOINETO
Oenka MeHblie TakoBoW y uyenoeueckoro IL-2 (hIL-2) pmkoro Tuma, M rae yka3aHHBIN
CBSI3BIBAIOIIUI OEJIOK CONEP’KUT MO MEHbIIeH Mepe OIHY HENMPUPOIHYI0 aMUHOKHUCIOTY. B
HEKOTOPBIX ~ CJydasiX  YKa3aHHbIH  CBsA3BIBAIOINMK  Oenok  mpeactaBisieT  coOoit

momuduimposanHelii nmonunentun [L-2 muiam ero (yHKIMOHANBHO AKTUBHBIN (pparMeHt, rae
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monuuuupoBanubiii nonunentua IL-2 comepkuT TO MeHbIIEH Mepe OAHY HENPUPOTHYIO
AMUHOKHCIJIOTY.

B HexkoTOphIX BapHaHTax OCYLIECTBIEHHUS B MaHHOM JOKYMEHTE ONMCAaH OeIoK,
cBsi3bIBaroluil afy-peuentop uHTepnelikuHa 2 (IL-2Rafy), rae pexpytunr cyobeaunuier IL-
2Ry B xommuekc IL-2/IL-2RP yka3aHHBIM CBS3BbIBAIOIIUM O€JIKOM MEHbIIE TaKOBOIO Y
yenoBeueckoro IL-2 (hIL-2) nukoro Tuma, U rae yKa3aHHbIH CBA3bIBAIOIINI O€JIOK COAEPIKUT IO
MEHBIIEH Mepe OJHY HENPUPOAHYK) AaMMHOKUCIOTY. B HEKOTOpBIX Cilydasx yKa3aHHBIN
CBSI3bIBAIOINUI Oeslok mpencrasisieT coboit mMoauduuupoBanHbii nomunentun [L-2 umm ero
(YHKLIMOHAIBHO aKTHBHBIA (pparMeHT, rae moauduuupoBanHbiii nonunentun IL-2 comep:kut
110 MEHbLIEH Mepe OHY HENPUPOJHYIO aMUHOKHUCIIOTY.

B HekoTOphIX BapHaHTaX OCYLIECTBJICHHS B IOaHHOM JOKYMEHTE OIHCaH OeJoK,
csizbBarOIuil ofyy-peuentop uHTepnerikuHa 2 (IL-2Rafy), rne addunrHOCTD CBSI3BIBaHUS B
otHoweHnu Py-peuentopa uHTepneiikuHa 2 (IL-2RPy) y ykasanHoro casizbiBaromero Oenka
MeHblIe TakoBoM y uenosedeckoro IL-2 (hIL-2) agukoro Tuma, u rne yka3aHHbBINA CBS3bIBAFO LU
OenoK COAep KUT MO MEHbIIEeH Mepe OIHY HENMPHUPOAHYI0 aMHHOKHCIOTY. B Takmx ciywasx
YKa3aHHBIN CBSI3BIBAIOLINI O€NOK mpeacTaBisieT coboi MoguduurpoBaHHbli momunentuy 1L-2
Wi ero (pyHKIMOHAIBHO aKTHBHBIA ()parMeHT, rae MoauduuupoBaHHbIA nojumentHy IL-2
COZIEPIKUT MO MEHbIIEH Mepe OJHY HENPUPOAHYIO AMUHOKHUCIIOTY.

B HEKOTOpBIX BapuaHTax OCYLIECTBJICHUs B JAHHOM JOKYMEHTE ONUCaH KOMIUIeKC IL-
2/IL-2Rafy, coneprxamuii MoguduurpoBaHHblii noaunentun [L-2, copepskaiimii HEMPUPOIHYIO
amuHokucnory, u IL-2Rafy, rme momuduumpoBanHsiii nomunentun IL-2 xapaxTtepusyercs
CHIDKEHHOH 3¢ dexTuBHOCTBIO penenTopHOl nepenaun curtana k IL-2RPy, u roe cHmwkeHHYO
3¢ (eKTUBHOCTD PELENTOPHON Mepesavn CUrHaja CPAaBHUBAIOT € a((PUHHOCTBIO CBSI3bIBAHUS
mexxny nomunentupom  IL-2 pukoro tmma w IL-2RPy. B HekoTOphIX  ciyuasx
MOAMGUIMPOBAaHHbIH  nojunentun 1L-2  TONONHHUTENBHO  COOEPIKUT  KOHBIOTHUPYIOLINN
(parMeHT, KOBaJICHTHO MPUCOESIUHEHHBIH K HEMPUPOIHON AMHUHOKHUCIIOTE.

B HekoTOpBIX BapuaHTax OCYLIECTBJICHUS B JAHHOM JOKYMEHTE OnucaH Komiuiekce IL-
2/IL-2Raofy, coneprxkammuii MoguduuupoBaHHbii nojunentun [L-2, cogepkaiiuii HEMPUPOIHYIO
amuaokuciory, u IL-2Rafy, roe pexpytunr cyowpenunnnsl IL-2Ry B komruieke IL-2/IL-2RJ
yKa3aHHBIM MOIU(UIIMPOBAHHBIM monunentuaoM IL-2 menbinee TakoBoro y nonummnentuga IL-2
IUKOTO THMA. B HEKOTOPBIX ciiydasx MOIuUIUpPOBaHHBIN nojmnenTth 1L-2 nomoiHUTEeNTbHO
COIEPKUT KOHBIOTUPYIOIIMHA (pparMeHT, KOBAJIEHTHO TNPHCOENMHEHHBIH K HENPUPOIHOM
AMUHOKHCIIOTE.

B HekOoTOpBIX BapuaHTax OCYIUECTBJEHUS B JAHHOM JOKYMEHTE OnucaH komuiekc IL-
2/IL-2Rafy, coneprxamuii MoguduurpoBaHHbIi nojunentun 1L-2, copeprkaiiuii HEMPUPOIHYIO
amuaOoKucory, U IL-2Rafy, rme momuduuumpoBanHbiii nmomunentun IL-2 xapakTtepusyercs
CHIDKeHHOH apPpuHHOCTHIO cBs3bIBaHMs B oTHOLEeHUH IL-2RBy, u rae cHmkeHHyo adhGUHHOCTD
CBSI3bIBAHUSI CPABHHUBAIOT ¢ apPUHHOCTHIO CBsI3bIBaHUS Mexay nonunentuaoMm IL-2 pukoro
tuna u IL-2RBy. B HekoTOpbIX BapHaHTax OCYINECTBJIECHUS B JAHHOM IOKYMEHTE OIHMCaH

komrutekc IL-2/IL-2Rafy, comepskamuii mogupuuuposannsiii nomunentuyn 1[L-2, comepskarmii
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HEeTpUPOHYI aMuHOKHCHOTY, U IL-2Rafy, rae pexpyrunr cyobennnaune! IL-2Ry B kommiekc
IL-2/IL-2RP yka3aHHbIM MOAM(HUUIUPOBAHHBIM monunentuaoM IL-2 MeHblee TakOBOro y
nojunentuna IL-2 nqukoro tuna. B HeKoTOphIX ciydasx MoaudupoBanHelii nomunentun [L-2
TOTIOJIHUTENIBHO CONEP’KUT KOHBIOTUPYIOIIMN (PParMEeHT, KOBAJEHTHO NPUCOEAMHEHHBIH K
HENPUPOJHON AMUHOKHUCIIOTE.

B HekOoTOpBIX BapuaHTax OCYLIECTBJIEHUS B JAHHOM JOKYMEHTE OIHUCAH AKTUBATOP
CD4+ Treg-kneTok, KOTOpPbIH CeleKTHBHO obecneunBaeT pasMHoxeHne CD4+ Treg-kieTok B
KJETOUHOW TONYJISIUMM, TN€ YKa3aHHBbIA aKTUBATOP COAEPXNKHUT MOAH(DULHUPOBAHHBIH
nomunentun IL-2, comepskamuili Mo MeHbLIEH Mepe OJHY HENPUPOAHYK aMUHOKHUCIOTY. B
HEKOTOPBIX CIIydasix YKa3aHHbIH akTHBAaTOp obecreunBaer pasmHokeHue CD8+ sddexTopHoit
T-KkJeTKU /WK HaTypabHBIX KUJUIEPHBIX KJIETOK Ha MeHee 4eM 20%, 15%, 10%, 5%, 1%, um
0,1% B monymsnuun CD3+ kjIeTOK NOpU KOHTAaKTe YKa3aHHOTO AaKTHUBaTopa C YKa3aHHOM
nonysysinueir CD3+ knetok mo cpaBHeHHro ¢ pazmHoxkerneM CD8+ sddexToproit T-knerku
W/WIM  HATypalbHbIX KWUIEPHBIX KJIeTOK B momyysinuud CD3+ KiIeTok mNpu KOHTAakTe C
nonunentunom IL-2 nukoro tuma. B HEKOTOpBIX ciyyasx ykasaHHas KJIETOYHAsl MOITYJISILIMS
NPEACTaBJsIET COOOH in VIVO KJIIETOUHYIO MOMyJSILUI. B HEKOTOpPBhIX Clydasx yKa3aHHAs
KJIETOUHAsI MOMYJISILUS MPEACTaBIsieT coOOM In Vitro KJIETOYHYIO MOMYJISILMI. B HEKOTOpBIX
Cydasix yKa3aHHAas KJIETOUHAsl TMOMYJISILUS TPENCTaBisieT co0OH eX VIVO KIETOYHYIO
MOMYJISILHUO.

B HekoTOphIX BapuaHTax OCyIIECTBIEHUS MoaupuuupoBaHHbI mnomunentux IL-2,
conepxamuii mytanuio B ocrarke K8, coorsercrByromiem nonoxkenuto 8 B8 SEQ ID NO: 3,
COIEPKUT KOHBIOTUPYIOLIMH (pparmeHT, copepxkamuii PEG, uMerommii MONEKyJISpHYIO Maccy

npudmmsuTensHo 2000-60000 Jla. B HEKOTOpBIX BapuaHTaxX OCYLIECTBJICHHS MOJIEKYJISIpHAsI

Macca coctasysier 5000 Jla. B HEKOTOpBIX BapuUaHTax OCYILIECTBJICHUs MOJIEKYJIsipHash macca
cocraBimsier 10000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHHs MOJIEKYJSIpHAs Macca
cocrapisier 15000 Jla. B HEKOTOpPbIX BapuUaHTax OCYIIECTBJICHMS MOJIEKyJsIpHas Macca
cocraBisier 20000 Jla. B HeEKOTOpbIX BapuaHTax OCYINECTBICHUs MOJEKYJSIpHAas Macca
cocrapisier 25000 Jla. B HEKOTOpBIX BapuaHTax OCYINECTBICHUs MOJEKYJsIpHAas Macca
cocrapisier 30000 Jla. B HEKOTOpBIX BapuaHTax OCYIUECTBICHHUs MOJEKYJsIpHAas Macca
cocrapisier 35000 Jla. B HEKOTOpBIX BapuaHTaxX OCYINECTBICHUs MOJEKYJsIpHAas Macca
cocrapisier 40000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBICHHUs MOJEKYJsIpHAas Macca
cocraBisier 45000 Jla. B HEKOTOpBIX BapuHaHTaxX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapHUaHTax OCYLIECTBJICHUs MOJIEKyJsIpHAas macca
cocrapisier 55000 Jla. B HEKOTOpBIX BapuaHTax OCYIUECTBJICHHs MOJEKYJsIpHAas Macca

cocrasisier 60000 Jla. B HexkoTOprIx BapuaHTax OCyllecTBIeHUs MosekynspHas macca PEG
onpesenseT, MO MeHbIIeW Mepe YacTH4YHO, In Vivo MepuoJ MNOJYKHU3HM B IUIa3Me KpPOBU
momuduuuposanHoro mnojunentuaa IL-2. B Hekortopex cnyudasx PEG cBszan ¢ Oomnee
JUINTENBHBIM  In ViVO TEpPUOIOM TOJYXXH3HM B IUIa3M€ KPOBH MOAM(HLIMPOBAHHOTO
nonunentuna IL-2 no cpaBHeHUIO C in vivo MEPUOAOM MOJYXU3HU B miasMe kposu npu PEG

MeHblIero pasmepa. B Hekoropbix ciyuasx PEG cBszan ¢ Oonee KOPOTKHM in vivo meproaom
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NOJIYKM3HH B TUIa3Me KPOBU MOAU(UIIMpOoBaHHOrO nonunentuaa IL-2 mo cpaBHEHHIO € in vivo
NepUOJIOM TOJNY>KU3HHU B Iu1a3Me Kposu npu PEG Gonbmero pasmepa. B HekoTOpbIX BapuaHTax
oCyllecTBIeHUs] MosekyJisipHas Macca PEG He BiauseT M He OKas3bplBa€T MHHHUMAJIBHOE
BOo3neiicTBe Ha 3((EKTHBHOCTb pPELENTOPHON Mepenavyd CHrHaja MOAU(PUIHPOBAHHOTO
nojunentuna IL-2 x xommnekcam mnepenaun curHana IL-2By wmm IL-20fy. B HexoTophix
BapUAHTaxX OCYLIECTBJIEHUs MosekynsipHas Macca PEG He BiusieT Ui Okas3bIBae€T MUHUMAJIbHOE
BO31eiicTBHE Ha TpeOyeMoe CHIDKEHHOE CBsI3bIBaHUe MoxuduuupoBanHoro nojunentuaa IL-2 ¢
IL-2Ro wnu moaaepskuBaeMoe CBS3bIBAHHE C KOMILUIEKCOM mepenaun curHana IL-2RBy, mpu
3TOM CHIkeHHoe cBsibiBaHue ¢ IL-2Ra cpaBHMBaroT co cBsisbiBanweM mnojunentuaa [L-2
nukoro tuna u IL-2Ra. B HeKoTOpeIX BapuaHTax oCylecTBIeHHs MojeKyspHas Macca PEG nHe
BJIMSIET Ha 0Opa3oBaHue KoMIuiekca MogudunuposanHbiii monunentua 1L-2/IL-2R Py, npu 3rom
CHIbKeHHOe cBsizbiBaHUE ¢ IL-2Ra cpaBHUBarOT co cBsizbiBaHuMeM nojunentuaa IL-2 nuxoro
tuna u IL-2Ra

B HekoTOpbhIX BapuaHTaX OCYINECTBJICHUS MoauduuupoBaHHBIN momunentun IL-2,
conepxammuii myranuio B octatke H15, coorBercTByromiem nosioxkenuro 15 8 SEQ ID NO: 3,
COIEPKUT KOHBIOTHPYIOLIMHA (pparmeHT, copepkamunii PEG, uMerommii MONEKYJISPHYIO Maccy

npudmmsuTensHo 2000-60000 Jla. B HEKOTOpPBIX BapuUaHTaX OCYLISCTBICHUS MOJICKYJISIpHAsI

macca coctasysier S000 Jla. B HEKOTOpBIX BapHaHTax OCYIUECTBJICHHsS MOJIEKYJIIpHAs macca
cocrapisier 10000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJIsIpHAas Macca
cocrapisier 15000 Jla. B HEKOTOpPBIX BapHaHTax OCYLIECTBJICHUs] MOJIEKYJIsIpHAas Mmacca
cocrapisier 20000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJIsIpHAas Macca
cocrapisier 25000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJIsIpHAas Macca
cocraBisier 30000 [la. B HEkOTOpBIX BapuaHTax OCYILIECTBICHUS MOJIEKYJsIpHAs Macca
cocraBimsier 35000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHHs MOJIEKYJSIpHAs Macca
cocraBimsier 40000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHHs MOJIEKYJSIpHAs Macca
cocraBisier 45000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBICHUs MOJEKYJSIpHAas Macca
cocraBisier 50000 Jla. B HeEKOTOpBIX BapuaHTax OCYINECTBICHUs MOJEKYJSIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTax OCYINECTBICHUs MOJEKYJsIpHAas Macca
cocrapisier 55000 Jla. B HEKOTOpBIX BapuaHTax OCYIUECTBICHHUs MOJEKYJsIpHAas Macca

coctasisier 60000 Jla. B HexkoTOprIx BapuaHTax OCyllecTBIeHUs MosekyssipHas macca PEG
onpejenseT, MO MeHbIIeW Mepe YacTM4YHO, In VIivo TMepuoJ MOJYKHU3HM B IJIa3Me KPOBU
momuduuuposanHoro mnojunentuaa IL-2. B Hekortopex cinyudasx PEG cBsizan ¢ Oomee
JUIMTENBHBIM  iN  VIiVO TEPUOIOM TOJYXH3HH B IUIa3M€ KPOBH MOAU(PHUIIMPOBAHHOTO
nonunentuna IL-2 no cpaBHeHHUIO C in vivo MEpPHOAOM MOJYXKU3HU B miuazMe kposu npu PEG
MeHbIIero pasmepa. B Hekoropwix ciydasx PEG cBsizan ¢ 6ojiee KOPOTKUM in Vivo TIEpUOIOM
NOJIYKM3HH B TUIa3Me KPOBU MOAU(UIIMpOoBaHHOrO nonunentuaa IL-2 mo cpaBHEHHIO € in vivo
NepUOJIOM TIOJNY>KU3HHU B I1a3Me Kposu npu PEG Gonbmero pasmepa. B HekoTOpbIX BapuaHTax
OCyILIeCTBJIEHUs] MousekyisipHas Macca PEG He Baumser W He OKa3blBaeT MHUHHUMAJIbHOE
BO3aeiicTBe Ha 3((EKTHBHOCTb PELENTOPHON Mepenadyd CHrHaja MOAU(UIHPOBAHHOTO

nojunentuna IL-2 x xommnekcam mnepenaun curHana IL-2By wmmm IL-20fy. B HexoTophix
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BapHaHTaxX OCYyIeCTBIeHUs MoyeKynspHas macca PEG He BiusieT uin oka3bIBa€T MUHUMAJIbHOE
BO3/EHCTBUE HAa TpeOyeMoe CHHIKEHHOE CBsI3bIBaHME MoauduuuposanHoro nonunentuaa [L-2 ¢
IL-2Ro unu mopmep:kuBaeMoe CBsA3bIBAHHE C KOMILUIEKCOM mnepenaun curHana IL-2RBy, mpu
5TOM CHWXeHHOe cBssbiBaHue ¢ IL-2Ro cpaBHMBaIOT €O cBs3biBaHMeM mnojunentupa IL-2
aukoro tuna u IL-2Ra. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHMs MOJeKyasapHas Macca PEG ne
BJIMsIET Ha oOpa3oBaHMe KoMIuiekca Moauduimposansbiii nojunentun IL-2/IL-2RPy, npu sTom
cHIKeHHoe cBsi3biBaHue ¢ IL-2Ra cpaBHMBarOT co cBsi3biBaHMeM nonunentuaa IL-2 auxoro
tuna u [L-2Ra

B HekoTOpbIX BapuaHTAaX OCYIIECTBJICHUS MoauduuupoBaHHBIN mnomunentun IL-2,
conepxamuii Mmytanuo B octatke L18, coorBercTByromem nonoxenuto 18 8 SEQ ID NO: 3,
COIEPKUT KOHBIOTHPYIOLIHHA (pparmeHT, copepkamuii PEG, uMerommii MONEKYJISPHYIO Maccy

npudmmsuTenso 2000-60000 Jla. B HeKOTOpBIX BapuUaHTaX OCYLIECTBJICHUS MOJIEKYJIsipHAsI

Macca coctasysier S000 Jla. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHHS MOJIEKYJIIpHash macca
cocrapisier 10000 Jla. B HEKOTOpBIX BapuHaHTaX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 15000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHs MOJEKYJIsIpHAas Macca
cocrapisier 20000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 25000 Jla. B HEKOTOpPBIX BapHaHTax OCYLIECTBJICHUs MOJIEKYJIsIpHAas Mmacca
cocrapisier 30000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 35000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 40000 Jla. B HEKOTOpPBIX BapHaHTaX OCYINECTBIEHUs MOJIEKyJsIpHAas macca
cocrapisier 45000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJIsIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJIsIpHAas Macca
cocraBisier 50000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBIEHMs MOJIEKYJsIpHAs Macca
cocraBimsier 55000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHHs MOJIEKYJSIpHAs Macca

coctasyisier 60000 Jla. B HekoTOpBIX BapuaHTax OCYLIECTBIIEHHs MosekysspHas macca PEG
ompeneNsieT, MO MEHbIIeH Mepe YacTH4YHO, in Vivo Mepuoj NOJYKHU3HM B IUIa3Me KPOBH
momuduumupoanHoro mnojunentuaa I1L-2. B Hekortopbx cnyudasx PEG cBsizsan ¢ Oonee
JUIUTENIbHBIM  iN VIiVO TMEPUOIOM TOJYXKHM3HH B IUIa3Me KPOBH MOAM(DHLIMPOBAHHOTO
nonunentuna [L-2 mo cpaBHeHHUIO € in vivo MepHOAOM MOJYXU3HU B miazMe kposu npu PEG
MeHbIero pasmepa. B Hekoropeix ciydasx PEG cBsizan ¢ Oojiee KOPOTKHM in Vivo TIEPUOIOM
NOJIYKM3HH B TUIa3Me KPOBU MOIU(UIIMPOBaHHOTO nonunentuaa IL-2 mo cpaBHEHHIO € in vivo
NePUOIOM TIOJNYKU3HHU B U1a3Me Kposu npu PEG Gonbmero pasmepa. B HekoTOpbIX BapuaHTax
ocyllecTBJIeHUs] MousekyisipHas Macca PEG He BauseT UM He OKas3blBae€T MHUHHUMAJIBHOE
BO3eiicTBe Ha 3((EKTHBHOCTh pELENTOPHON Mepenadyd CHrHaja MOAU(UIUPOBAHHOTO
nojunentuaa IL-2 x kommiekcam mnepenaun curHana IL-2By wmmm IL-20fy. B HexoTophix
BapHaHTaxX OCYyIeCTBIeHUs MonekynspHas macca PEG He BiusieT uin oka3blBa€T MUHUMAJIbHOE
BO3/EHCTBUE HAa TpeOyeMoe CHHIKEHHOE CBsI3bIBaHNE MoauduuupoBaHHoro nonunentuaa [L-2 ¢
IL-2Ro unu mopaep:kuBaeMoe CBSA3BIBAHHE C KOMILUIEKCOM mepenaun curHana IL-2RPy, mpu
5TOM CHHXXeHHOe cBssbiBaHue C¢ IL-2Ro cpaBHMBaIOT €O cBs3biBaHMeM mnojunentuga IL-2

aukoro tuna u IL-2Ra. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHMs MoJeKyaspHas Macca PEG ne
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BJIMsIET Ha oOpa3oBaHue KoMIulekca MogudunuposanHeiii nmonunentun IL-2/IL-2RPBy, npu srom
cHIKeHHOe cBsi3piBaHue ¢ IL-2Ra cpaBHUBarOT co cBsizpiBaHuMeM nojunentuaa IL-2 aukoro
tuna u IL-2Ra

B HekoTOphIX BapuaHTax OCYINECTBJIEHUS MoauduuupoBaHHbI mnonunentun IL-2,
conepxaimuii myranuio B octatke D19, coorsercTByrouieM nosnoxkenuro 19 8 SEQ ID NO: 3,
COEPKUT KOHBIOTHpYIOLMH (parmeHT, comepxamuii PEG, nMeromuii MOJIeKyIsIpHYIO Maccy

npubmmsutensHo 2000-60000 [la. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHHsS MOJEKYJISIpHAs

Macca coctasysier S000 Jla. B HEeKOTOpbIX BapHaHTax OCYIIECTBJICHUS MOJIEKYJIIpHAs macca
cocrapisier 10000 Jla. B HeEKOTOpBIX BapuaHTax OCYINECTBICHUs MOJEKYJsIpHAas Macca
cocrapisier 15000 Jla. B HEKOTOpBIX BapuHaHTax OCYINECTBJIIEHUS MOJIEKyJsIpHAas macca
cocrapisier 20000 Jla. B HeEKkOTOpBIX BapuaHTax OCYINECTBICHHUs MOJEKYJsIpHas Macca
cocrapisier 25000 Jla. B HEKOTOpBIX BapuaHTaxX OCYINECTBICHHUs MOJEKYJsIpHAas Macca
cocrapisier 30000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJEKYJsIpHAas Macca
cocrapisier 35000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 40000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 45000 Jla. B HEKOTOpBIX BapuaHTax OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpPBIX BapHaHTax OCYLIECTBJICHUs MOJIEKYJIsIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 55000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJIsIpHAas Macca
coctasisier 60000 Jla. B HexoTOprIx BapuaHTax OCYIIECTBJIEHUs MoJjekyJsipHas macca PEG

ONpeAeNsieT, MO MEHbIIeH Mepe YacTM4YHO, 1N VIVO MepUOJ NOJYKU3HM B IJIa3Me€ KpPOBU
momuduuuposanHoro nojunentuaa IL-2. B Hekortopex cnyuasx PEG cBszan ¢ Oomnee
JUINTENIbHBIM  In VIiVO TEpPUONOM TMOJYXXH3HM B IUIa3M€ KPOBH MOAM(HULMPOBAHHOTO
nojunentuna IL-2 no cpaBHEHMIO C in Vivo NepUOAOM MOJYXKM3HU B IU1a3me kposu npu PEG
MeHbIero pasmepa. B Hexoropeix ciyuasx PEG cBsizaH ¢ Oojee KOPOTKHM in vivo mepruoaom
MOJIY>KM3HH B TUIa3Me KPOBU MOIU(UIIMPOBAHHOTO mosunentuaa IL-2 mo cpaBHEHHIO ¢ in Vivo
NepUOJIOM TIOJIYKU3HU B IU1a3Me Kposu npu PEG Gosbiuero pasmepa. B HEKOTOpBIX BapuaHTax
ocyliecTBleHUs] MousiekyisipHas macca PEG He Baumser u He OKas3blBaeT MHUHHUMAaJIbHOE
BO3aeiicTBHe Ha 3((EKTHBHOCTh pELENTOPHON Mepenadyd CHrHaja MOAU(UIUPOBAHHOTO
nojunentuna IL-2 x kommiekcam mnepenaunm curHana IL-2By wmm IL-20fy. B HexoTophix
BapHaHTaxX OCYyIeCTBIeHUs MonekysipHas macca PEG He BiusieT uiin oka3blBae€T MUHUMAJIbHOE
BO3/CHCTBUE Ha TpeOyeMoe CHHIKEHHOE CBsI3bIBaHNE MoauduuupoBaHHoro nonunentuaa [L-2 ¢
IL-2Ro wnu mopaep:kuBaeMoe CBS3BbIBAHHE C KOMILIEKCOM mepenaun curHana IL-2RBy, mpu
3TOM CHIDKeHHoe cBsi3biBaHue ¢ IL-2Ra cpaBHMBaroT co cBsi3piBanueM mnonunentuaa [L-2
aukoro tuna u IL-2Ra. B HeKoTOpBIX BapuaHTax OCyLeCTBJIeHMs MojeKyaspHas Macca PEG ne
BJIMSIET Ha 0Opa3oBaHue KoMIulekca MogudunmuposanHeiii monunentun 1L-2/IL-2RPBy, npu 3rom
CHIbKeHHOe cBsi3biBaHue ¢ IL-2Ra cpaBHuBarOT co cBsizpiBaHuMeM nojunentuaa IL-2 aukoro
tuna u IL-2Ra

B HekoTOpbIX BapuaHTax OCYINECTBJIEHUS MoauduuupoBaHHbI mnomunentux IL-2,

cozeprKaliuil MyTaluio B ocratke M22, coorBercTByroueM nojoxenuro 22 8 SEQ ID NO: 3,
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COIEPKUT KOHBIOTUPYIOLIMHA (pparmeHT, copepxkamuii PEG, nMerommii MONEKYJISPHYIO Maccy

npudmmsuTenbHo 2000-60000 Jla. B HEKOTOpPBIX BapuUaHTaX OCYLISCTBICHHUS MOJIEKYJISIpHAsI

macca coctasysier 5000 Jla. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHHsI MOJIEKYJIIpHAs macca
cocrapisier 10000 Jla. B HEKOTOpBIX BapuUaHTaX OCYIUECTBJIECHHUs MOJIEKYJIsIpHAas Macca
cocraBiasier 15000 [la. B HeKOTOpBIX BapuaHTax OCYILECTBIEHMs MOJIEKYJsIpHAs Macca
cocraBimsier 20000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHMs MOJIEKYJsIpHAs Macca
cocraBimsier 25000 [la. B HekOTOpBIX BapuaHTax OCYINECTBIEHUs MOJIEKYJSIpHAs Macca
cocrapisier 30000 Jla. B HEKOTOpbIX BapuaHTaX OCYINECTBICHUsI MOJEKYJsIpHAas Macca
cocrapisier 35000 Jla. B HEKOTOpBIX BapuaHTax OCYILECTBICHUs MOJEKYJsIpHAas Macca
cocraBisier 40000 Jla. B HEKOTOpbIX BapHUaHTaxX OCYIIECTBJICHMs MOJIEKYJSIpHAas Macca
cocraBisier 45000 Jla. B HeEKOTOpBIX BapuaHTax OCYINECTBICHHUs MOJEKYJsIpHas Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTax OCYINECTBICHHUs MOJEKYJsIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTaxX OCYINECTBICHHUs MOJEKYJsIpHAas Macca
cocrapisier 55000 Jla. B HEKOTOpPBIX BapHaHTax OCYLIECTBJICHUs MOJEKYJIsIpHAas Macca
cocrasisier 60000 Jla. B HexkoTOprIX BapuaHTax OCyllecTBieHus MonekyispHas macca PEG

onpesenseT, MO MeHbIIeW Mepe YacTH4YHO, In VIivo TMepuoJ NOJYKHU3HM B IJIa3Me KpPOBU
momuduuuposanHoro mnojunentuaa I[L-2. B Hekotopex cayudasx PEG cBszan ¢ Oomee
JUIMTENIBHBIM  in VIiVO TEPUOIOM TOJYXH3HH B IUIa3Me€ KPOBH MOAM(HLIMPOBAHHOTO
nonunentuna IL-2 mo cpaBHeHHUIO C in vivo MEpPUOAOM MOJYXHU3HU B miasMe kposu npu PEG
MeHbIero pasmepa. B Hekoropeix ciydasx PEG cBsizan ¢ 6ojiee KOPOTKUM in Vivo TIEpUOIOM
NOJIYKM3HH B TUIa3Me KPOBU MOAu(UIIMpoBaHHOro nonunentuaa IL-2 mo cpaBHEHHIO € in vivo
NepUOJIOM TOJY>KU3HU B I1a3Me Kposu npu PEG Gonbuero pasmepa. B HekoTOpbIX BapuaHTax
OCyILIeCTBIeHUs] MoseKyisipHas Macca PEG He Bauser W He OKas3plBae€T MHHHUMAJIbHOE
BO3zelicTBHe Ha S((HEKTUBHOCT PELENTOPHOH Mepefavud CHUrHaja MOAU(ULHPOBAHHOTO
noyunentuaa IL-2 k xomrutekcam mnepemaun curHana IL-2By wnm IL-20fy. B HexoTopsIx
BapHaHTaxX OCYyIIeCTBIeHUs MoJieKysipHas Mmacca PEG He Biusier miin 0Ka3bIBae€T MUHHMAJIbHOE
BO3/CHCTBUE HA TpeOyeMoe CHHKEHHOE CBsI3bIBAHHE MOAU(PHUIMPOBAHHOTO nonunentuaa 1L-2 ¢
IL-2Ro wnu mopaepskuBaeMoe CBS3bIBAHHE C KOMILIEKCOM mepenaun curHana IL-2RBy, mpu
3TOM CHIbkeHHoe cBsibiBaHue ¢ IL-2Ra cpaBHMBaroT co cBsisbiBanueM mnonunentuaa [L-2
aukoro tuna u IL-2Ra. B HeKoTOpBIX BapuaHTax oCyllecTBIeHHs MoJieKyspHas Macca PEG He
BJIMSIET Ha 00pa3oBaHue KoMIulekca MoguduumuposanHbiid monunentun 1L-2/IL-2R By, npu 3rom
CHIbKeHHOe cBsi3biBaHUe ¢ IL-2Ra cpaBHuUBarOT co cBsizbiBaHueM nojunentuaa IL-2 aukoro
tuna u IL-2Ra

B HekoTOphIX BapuaHTaX OCYINECTBJICHHS MOAU(PUUMUPOBaHHBIA monunentun [L-2,
conep kalinii MyTauo B octaTtke N25, coorBercTByroieM nojoxkenuto 25 B8 SEQ ID NO: 3,
COIEPKUT KOHBIOTUPYIOLIMHA (pparmeHT, copepkamuii PEG, nMerommii MONEKYJISPHYIO Maccy
npudmmsuTenso 2000-60000 Jla. B HeKOTOpPBIX BapuUaHTax OCYIIECTBJICHUS MOJIEKYJISIpHAsI
macca cocrtasysier 5000 /la. B HEKOTOpPBIX BapHaHTax OCYLIECTBJICHHUs MOJIEKYJISIpHAs macca
cocrapisier 10000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJIsIpHas Macca

cocrapisier 15000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJsIpHas Macca
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cocrapisier 20000 Jla. B HEKOTOpBIX BapuHaHTaX OCYIUECTBJICHUs MOJIEKYJIsIpHAas Macca
cocrapisier 25000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJIsIpHAas Macca
cocrapisier 30000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHUs MOJEKYJsIpHAas Macca
cocrapisier 35000 Jla. B HEKOTOpBIX BapHaHTax OCYLIECTBIEHUs MOJIEKyJsIpHAas macca
cocraBisier 40000 [la. B HeKkOTOpBIX BapuaHTax OCYILECTBICHMs MOJIEKYJsIpHAs Macca
cocraBisier 45000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHMs MOJIEKYJsIpHAs Macca
cocraBimsier 50000 [la. B HEKOTOpBIX BapuaHTax OCYIIECTBICHHUs MOJIEKYJIsIpHAs Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTaxX OCYIUECTBICHUsI MOJEKYJIsSIpHAas Macca
cocrapisier 55000 Jla. B HEKOTOpBIX BapuaHTaxX OCYILECTBICHUs MOJEKYJsIpHAas Macca
cocrasisier 60000 Jla. B HexkoTOprIx BapuaHTax OCyllecTBIeHUs MoyekyispHas macca PEG

ompesenseT, MO MEHbIIeH Mepe YacTHUYHO, in VIivo MepuojJ NOJYKHU3HM B IJIa3Me KPOBU
momuduuupoanHoro mnojunentuaa IL-2. B Hekortopex cinyudasx PEG cBsizan ¢ Oomnee
JUIUTENIbHBIM  IN VIivO TMEpPUOIOM TOJNYXKH3HH B IUIa3Me KPOBH MOAM(HLIMPOBAHHOTO
nonunentuna IL-2 no cpaBHeHHUIO C in vivo MEpHOAOM MOJYKU3HU B miuazMe kposu npu PEG
MeHbIIero pasmepa. B Hekoropeix ciydasx PEG cBsizan ¢ Oojiee KOPOTKUM in Vivo TIEpUOIOM
NOJYKM3HH B TUIa3Me KPOBU MOAU(UIIMPOBaHHOrO nonunentuaa IL-2 mo cpaBHEHHIO € in vivo
NepUOIOM TOJYKU3HU B 1a3Me Kposu npu PEG Oonbiuero pasmepa. B HeKOTOpBIX BapraHTax
OCyllecTBIeHUs] MousekyisipHas Macca PEG He Bauser u He OKa3blBaeT MHUHHUMAaJIbHOE
BO3aeiicTBe Ha 3((EKTHBHOCTb pPELENTOPHON Mepenadyd CHrHaja MOOU(UIIPOBAHHOTO
nojunentuna IL-2 x xommiekcam mnepenaun curHana IL-2By wmmm IL-20fy. B HexoTophix
BapHaHTaX OCYIECTBIEHUs] MoJyieKysipHas Mmacca PEG He BiausieT uin oka3bIBa€T MUHUMAJIBHOE
BO3/EHCTBUE Ha TpeOyeMoe CHHKEHHOE CBsi3bIBaHue MoauduuuposanHoro nonunentuaa [L-2 ¢
IL-2Ro unu nmopaep:kuBaeMoe CBsA3BbIBAHHE C KOMIUIEKCOM nepenaun curHana IL-2RfBy, npu
5TOM CHUXeHHoe cBsizpiBaHue ¢ [L-2Ra cpaBHMBaioT co cBs3biBaHMeM mnonunentuaa IL-2
nukoro tuna u IL-2Ra. B HekoTOpeIX BapuaHTax oCylecTBIeHHs MojekysapHas Macca PEG He
BJIMsIET Ha 0Opa3oBaHue KoMIuiekca MoauduumuposanHbiii nonunentun IL-2/IL-2R Py, npu srom
CHIKeHHOe cBsizbiBaHUE ¢ IL-2Ra cpaBHUBarOT co cBsizbiBaHuMeM mnojunentuaa IL-2 nukoro
tuna u [L-2Ra

B HekoTOpbIX BapuaHTaX OCYINECTBJICHUS MoauduuupoBaHHBIN mnomunentun IL-2,
conepxamuii mytauo B octatke N87, coorBercTByromieM nojoxenuto 87 8 SEQ ID NO: 3,
COAEPKUT KOHBIOTHPYIOLIHHA pparmeHT, comepxamuii PEG, uMeronmii MOJIeKyJSIpHYIO Maccy

npudmmsuTenso 2000-60000 Jla. B HeKOTOpBIX BapuUaHTaX OCYLIECTBJICHHUS MOJIEKYJIsIpHAsI

Macca coctasysier S000 Jla. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHHS MOJIEKYJIIpHAs macca
cocrapisier 10000 [la. B HEKOTOpPBIX BapHUaHTax OCYINECTBJICHHUs MOJIEKyJsIpHash Macca
cocrapisier 15000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 20000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 25000 Jla. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHHUs MOJEKYJsIpHAas Macca
cocrapisier 30000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJEKYJsIpHAas Macca
cocrapisier 35000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJsIpHAas Macca
cocrapisier 40000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJsIpHAas Macca



135

cocrapisier 45000 Jla. B HEKOTOpPBIX BapHaHTax OCYLIECTBJICHHUs MOJIEKyJsIpHAas Mmacca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJsIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTax OCYINECTBJICHHUs MOJIEKYJIsIpHas Macca
cocrapisier 55000 Jla. B HEKOTOpPBIX BapHUaHTax OCYIUECTBJICHHUs MOJIEKyJsIpHas Macca

cocrasysier 60000 Jla. B HexoTOpeIX BapuaHTax OCYIIECTBJIEHUs MoisekyusapHas macca PEG
OIpeNeNsAeT, M0 MeHbIIed Mepe YacTU4HO, in Vivo Nepuoj MONYXU3HM B IUla3Me€ KPOBHU
moaudumposanHoro mnojunentuaa IL-2. B Hekoropeix cnyuasx PEG cessan ¢ Oonee
JUITENIHBIM  in VIiVO TMEPUOIOM TOJYXKH3HH B IUIa3Me KPOBH MOAM(DHLMPOBAHHOTO
nonunentuna [L-2 mo cpaBHeHUIO € in vivo MepHOAOM MOJYKU3HU B muazMe kposu npu PEG
MeHbIero pasmepa. B Hekotopeix ciydasx PEG cBsizan ¢ 0ojiee KOPOTKUM in Vivo TIEPUOIOM
NOJIYKM3HH B TUIa3Me KPOBU MOAuGUIupoBaHHOTO nonsunentuaa IL-2 mo cpaBHEHHIO ¢ in vivo
NepUOJIOM TIOJYKU3HHU B Tu1a3Me KpoBu npu PEG Gonbmero pasmepa. B HeKOTOpbIX BapuaHTax
ocyllecTBlIeHUs] MoJsiekyisipHas macca PEG He Baumser u He OKa3blBaeT MHUHHUMAaJbHOE
BO3aeiicTBe Ha 3((EeKTHBHOCTh PELENTOPHOW Mepenayd CUrHaja MOOU(PUIUPOBAHHOTO
nojunentuna IL-2 x kommiekcam mnepenaun curHana IL-2By wmm IL-20fy. B HexoTophix
BapHaHTaxX OCYyIleCTBIeHUs MonekynsipHas macca PEG He BiusieT Wi 0ka3bIBa€T MUHUMAJIbHOE
BO3/EHCTBHE Ha TpeOyeMoe CHHIKEHHOE CBsI3bIBaHNE MoauduuuposanHoro nosunentuaa IL-2 ¢
IL-2Ro wnu mopaep:kuBaeMoe CBS3BIBAHHE C KOMILIEKCOM repenaun curHana IL-2RPy, mpu
3TOM CHIDKeHHOe cBs3biBaHue ¢ IL-2Ra cpaBHUBaioT co cBsi3piBaHueM nonunentuaa [L-2
aukoro tuna u IL-2Ra. B HEKOTOpBIX BapHaHTax OCYyILIECTBIEHUs MoJeKyaspHas Macca PEG He
BJIMSIET Ha oOpa3oBaHue KoMIulekca MoguduuuposanHeiii nonunentun IL-2/IL-2R Py, npu sTom
cHIKeHHOe cBs3biBaHue ¢ IL-2Ra cpaBHHUBarOT coO cBsi3biBaHueM nosnunentuaa IL-2 nuxoro
tuna u IL-2Ra

B HEKOTOpBIX BapHaHTAaX OCYLIECTBJIECHHS MOAMMUIMPOBAHHbIH monunentHy I[L-2,
comepskamuii myrauuio B ocratke E99, coorBerctByromem nonoxenuro 99 8 SEQ ID NO: 3,
COIEPKUT KOHBIOTHPYIOLIMH (pparmeHT, copepkamuii PEG, uMerommii MONEKYJISPHYIO Maccy

npubmmsuTenso 2000-60000 Jla. B HeKOTOpPBIX BapuUaHTaX OCYLIECTBIIEHUsS MOJIEKYJISIpHAsI

macca coctasysier S000 Jla. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHHUS MOJIEKYJISIpHAs macca
cocrapisier 10000 Jla. B HeEKOTOpBIX BapuaHTax OCYILECTBICHHUs MOJEKYJsIpHAas Macca
cocrapisier 15000 Jla. B HeEKkOTOpBIX BapuaHTax OCYIUECTBICHHUs MOJEKYJsIpHAas Macca
cocrapisier 20000 Jla. B HEKOTOpPBIX BapHaHTax OCYINECTBJIEHUs MOJIEKyJsIpHAas macca
cocrapisier 25000 Jla. B HEKOTOpBIX BapuaHTaxX OCYINECTBJICHHs MOJEKYJsIpHas Macca
cocrapisier 30000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 35000 Jla. B HeEKOTOpBIX BapuaHTax OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 40000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 45000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpPBIX BapHaHTax OCYLIECTBJICHHUs MOJIEKYJIsIpHAas Macca
cocrapisier 55000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJsIpHAas Macca
cocrasisier 60000 Jla. B HexoTOpeIX BapuaHTax OCYIIECTBJIEHUs MousekyisapHas macca PEG
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OnpesenseT, MO MEHbIIeH Mepe YacTM4YHO, 1N VIvO Mepuoj NOJYKU3HM B IJIa3Me€ KpPOBU
momuduuuposanHoro nonunentuaa IL-2. B Hekortopex cnyuasx PEG cBszan ¢ Oomnee
JUIMTENIBHBIM  In VIiVO TEpUOIOM TMOJYXXH3HM B IUIa3M€ KPOBH MOAMDHULIMPOBAHHOTO
nonunentuna IL-2 no cpaBHeHUIO C in vivo MEPUOAOM MOJIYXHU3HU B miasMe kposu npu PEG
MeHbIero pasmepa. B Hekotopeix ciydasx PEG cBsizan ¢ Oojee KOpOTKUM in Vivo HepUOIOM
HOJY’KU3HU B IIa3Me KPOBH MOAMGUIIMPOBAaHHOro nojunentuza [L-2 mo cpaBHEHUIO ¢ in vivo
HePHOAOM NONY>KU3HH B 1utasMe kposu npu PEG Gonbiuero pasmepa. B HekoTopeIx BapuaHTax
ocyliecTBiieHUs1 MoyekysipHas macca PEG He Biusier W He OKas3blBae€T MHHHMAJIbHOE
BO3aeiicTBHe Ha 3((EKTHBHOCTh PELENTOPHOM Mepenadd CHrHaja MOOU(HUIUPOBAHHOTO
nojunentuna IL-2 x kommiuekcam mnepenaun curHanma IL-2By wmm IL-20fy. B HekoTophix
BapHaHTaxX OCYyIeCTBIeHUs MoJieKysipHas macca PEG He Biusier min oka3bIBaeT MUHUMAJIbHOE
BO3/ICHCTBUE Ha TpeOyeMoe CHHIKEHHOE CBsI3bIBaHME MoauduuupoaHHoro nonunentuaa [L-2 ¢
IL-2Ro wnu mopaep:kuBaeMoe CBS3BbIBAHHE C KOMILIEKCOM mepenaun curHana IL-2RBy, mpu
3TOM CcHIbkeHHoe cBsibiBaHue ¢ IL-2Ra cpaBHMBaroT co cBsispiBanweM mnojunentuaa I[L-2
aukoro tuna u IL-2Ra. B HekoTOpeIX BapuaHTax OCylecTBJIeHUs MojeKyaspHas Macca PEG nHe
BJIMSIET Ha 0Opa3oBaHue KoMIulekca MoguduumuposanHbeiid monunentun 1L-2/IL-2R Py, npu 3rom
CHIDKeHHOe cBsibiBaHue ¢ IL-2Ra cpaBHUBarOT co cBszbiBaHuMeM noaunentuaa IL-2 auxoro
tuna u IL-2Ra

B HekoTOpbIX BapuaHTax OCYINECTBJICHUS MoaupuuupoBaHHbI mnomunentux IL-2,
conepxammuii mytamuio B octatke N118, coorseTcTBytomem nososxkenuto 118 8 SEQ ID NO: 3,
COIEPKUT KOHBIOTUPYIOLIMHA pparMeHT, copepxkauuii PEG, nMerommii MOJIeKyIsIpHYI0 Maccy

npudmmsuTenbHo 2000-60000 Jla. B HEKOTOpPBIX BapuUaHTaX OCYLIECTBJICHUS MOJIEKYJISIpHAs

Macca coctasyisier 5000 Jla. B HEKOTOpBIX BapuaHTax OCYILIECTBJICHUsS MOJIEKYJIsipHash macca
cocraBimsier 10000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHHs MOJIEKYJsIpHAs Macca
cocraBimsier 15000 [la. B HEKOTOpBIX BapHaHTax OCYILECTBIEHUs MOJIEKYJSIpHAs Macca
cocraBisier 20000 Jla. B HEKOTOpBIX BapuaHTaxX OCYIUECTBICHUsI MOJEKYJSIpHAas Macca
cocraBisier 25000 Jla. B HEKOTOpBIX BapuaHTaxX OCYIIECTBICHUs MOJEKYJsIpHAas Macca
cocrapisier 30000 Jla. B HEKOTOpPbIX BapHaHTaX OCYLIECTBIEHUs MOJIEKyJsIpHAas macca
cocrapisier 35000 Jla. B HEKOTOpBIX BapuaHTax OCYINECTBICHHUs MOJEKYJsIpHas Macca
cocrapisier 40000 Jla. B HEKOTOpBIX BapuaHTax OCYIUECTBICHHUs MOJEKYJsIpHAas Macca
cocrapisier 45000 Jla. B HEKOTOpPBIX BapHUaHTaxX OCYINECTBJICHMs MOJIEKYJsIpHAsl Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTaxX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTaxX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 55000 Jla. B HEKOTOpBIX BapuaHTax OCYIUECTBJICHHs MOJEKYJsIpHAas Macca

coctasisier 60000 Jla. B HexkoTOphIx BapuaHTax OCylleCTBIeHUs MoJsekyjsipHas macca PEG
OTpeseNseT, MO MEHbIIeW Mepe YacTH4YHO, In VIivo Mepuoj NOJYKHU3HM B IJIa3Me€ KPOBU
momuduuuposanHoro mnojunentuaa IL-2. B Hekortopex cnyudasx PEG cBszan ¢ Oomnee
JUINTENBHBIM  In ViVO TEpPUOIOM TMOJYXH3HM B IUIa3Me€ KPOBH  MOAU(PHUIMPOBAHHOTO
nonunentuna IL-2 no cpaBHeHUIO C in vivo MEPUOAOM MOJYXU3HU B miasMe kposu npu PEG

MeHblIero pasMepa. B Hexoropsix ciyuasx PEG cBszan ¢ Oonee KOPOTKHM in vivo meproaom
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NOJIYKM3HH B TUIa3Me KPOBU MOAU(UIIMpOoBaHHOrO nonunentuaa IL-2 mo cpaBHEHHIO € in vivo
NepUOJIOM TOJNY>KU3HHU B Iu1a3Me Kposu npu PEG Gonbmero pasmepa. B HekoTOpbIX BapuaHTax
OCyILIECTBJIEHUs] MoseKyisipHas Macca PEG He Baumser W He OKas3blBae€T MHUHHUMAJIbHOE
BOo3neiicTBe Ha 3((EKTHBHOCTb pPELENTOPHON Mepenavyd CHrHaja MOAU(PUIHPOBAHHOTO
nojunentuna IL-2 x xommnekcam mnepenaun curHana IL-2By wmm IL-20fy. B HexoTophix
BapUAHTaxX OCYLIECTBJIEHUs MosekynsipHas Macca PEG He BiuseT nim oka3plBaeT MUHUMAJIbHOE
BO31eiicTBHE Ha TpeOyeMoe CHIDKEHHOE CBsI3bIBaHUe MoxuduuupoBanHoro nojunentuaa IL-2 ¢
IL-2Ro wnu mopaepskuBaeMoe CBS3bIBAHHE C KOMILIEKCOM mepenaun curHaia IL-2RBy, mpu
3TOM CHIkeHHoe cBsbiBaHue ¢ IL-2Ra cpaBHMBaroT co cBsisbiBanueM mnonunentuaa I[L-2
nukoro tuna u IL-2Ra. B HeKoTOpeIX BapuaHTax oCylecTBIeHHs MojeKyspHas Macca PEG nHe
BJIMSIET Ha 0Opa3oBaHue KoMIuiekca Monudunpoannbiii monunentuy 1L-2/IL-2RPBy, npu srom
CHIKeHHOe cBsizbiBaHUE ¢ IL-2Ra cpaBHUBarOT co cBsizbiBaHueM nojunentuaa IL-2 aukoro
tuna u IL-2Ra

B HekoTOpbhIX BapuaHTaX OCYINECTBJICHUS MoauduuupoBaHHBIN momunentun IL-2,
coneprammuii MyTtauio B octatke T122, coorBercTBytomem nonoxkeHuto 122 8 SEQ ID NO: 3,
COIEPKUT KOHBIOTHPYIOLIMHA (pparmeHT, copepkamunii PEG, uMerommii MONEKYJISPHYIO Maccy

npudmmsuTenso 2000-60000 Jla. B HeKOTOpPBIX BapuUaHTaX OCYLISCTBICHUS MOJICKYJIsIpHAsI

macca coctasysier S000 Jla. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHHsS MOJIEKYJsIpHas macca
cocrapisier 10000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJIsIpHAas Macca
cocrapisier 15000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHUs MOJEKYJsIpHAas Macca
cocrapisier 20000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJIsIpHAas Macca
cocrapisier 25000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJIsIpHAas Macca
cocrapisier 30000 [la. B HeKOTOpBIX BapuaHTax OCYILECTBIECHMs MOJIEKYJSIpHAs Macca
cocraBimsier 35000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHHs MOJIEKYJSIpHAs Macca
cocraBisier 40000 [la. B HekOTOpBIX BapuaHTax OCYINECTBICHHs MOJIEKYJSIpHAs Macca
cocraBisier 45000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBICHUs MOJEKYJSIpHAas Macca
cocraBisier 50000 Jla. B HeEKOTOpBIX BapuaHTax OCYINECTBICHUs MOJEKYJSIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpbIX BapHUaHTax OCYIIECTBJICHMs MOJIEKyJsIpHas Macca
cocrapisier 55000 Jla. B HEKOTOpBIX BapuaHTax OCYIUECTBICHHUs MOJEKYJsIpHAas Macca

coctasisier 60000 Jla. B HexoTOprIx BapuaHTax oOcCyllecTBieHUs MonekyispHas macca PEG
onpejenseT, MO MeHbIIeW Mepe YacTM4YHO, In VIivo TMepuoJ MOJYKHU3HM B IJIa3Me KPOBU
momuduuuposanHoro mnojunentuaa IL-2. B Hekortopex cinyudasx PEG cBsizan ¢ Oomnee
JUIMTENBHBIM  IN VivO TEPUOIOM TOJNYXH3HH B IUIa3Me€ KPOBH MOAM(DHLIMPOBAHHOTO
nonunentuna IL-2 no cpaBHeHHUIO C in vivo MEpPHOAOM MOJYXKU3HU B miuazMe kposu npu PEG
MeHbIIero pasmepa. B HekoTopwix ciydasx PEG cBsizan ¢ Gojsiee KOPOTKHM in Vivo TIEpUOIOM
NOJIYKM3HH B TUIa3Me KPOBU MOAU(UIIMpOoBaHHOrO nonunentuaa IL-2 mo cpaBHEHHIO € in vivo
NepUOJIOM TIOJNY>KU3HHU B I1a3Me Kposu npu PEG Gonbmero pasmepa. B HekoTOpbIX BapuaHTax
OCyIlIeCTBJIEHUs] MousekyisipHas Macca PEG He BiMseT W He OKa3blBae€T MHHMMAJIBHOE
BO3aeiicTBe Ha 3((EKTHBHOCTb PELENTOPHON Mepenadyd CHrHaja MOAU(UIHPOBAHHOTO

nojunentuna IL-2 x xommiekcam mnepenaun curHana IL-2By wmmm IL-20fy. B HexoTophix
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BapHaHTaX OCYIIECTBIEHUs MoJieKynsipHas macca PEG He BiusieT uin oka3blBaeT MUHUMAaJIbHOE
BO3/EHCTBUE HAa TpeOyeMoe CHHIKEHHOE CBsI3bIBaHME MoauduuuposanHoro nonunentuaa [L-2 ¢
IL-2Ro wnu mopaep:kuBaeMoe CBsA3BbIBAHHE C KOMIUIEKCOM repenaun curHana IL-2RBy, npu
5TOM CHWXeHHOe cBssbiBaHue ¢ IL-2Ro cpaBHMBaIOT €O cBs3biBaHMeM mnojunentupa IL-2
aukoro tuna u IL-2Ra. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHMs MoJeKyasapHas Macca PEG ne
BJIMsIET Ha oOpa3oBaHMe KoMIuiekca Moauduimposanubiii noaunentun [L-2/IL-2RPy, npu sTom
cHIKeHHoe cBsi3biBaHue ¢ IL-2Ra cpaBHMBarOT co cBsi3biBaHMeM nonunentuaa IL-2 auxoro
tuna u [L-2Ra

B HekoTOpbIX BapuaHTAaX OCYILIECTBJICHUS MoauduuupoBaHHbIN mnomunentun IL-2,
coneprammuii Mmytamuio B octatke Q125, coorBeTcTByromem nojoxkenuto 125 8 SEQ ID NO: 3,
COIEPKUT KOHBIOTHPYIOLIHHA (pparmeHT, copepkamuii PEG, uMerommii MONEKYJISPHYIO Maccy

npubmmsuTenso 2000-60000 Jla. B HEKOTOpPBIX BapuUaHTaX OCYIIECTBJICHHUS MOJIEKYJIsipHAsI

macca coctasysier S000 Jla. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHHS MOJIEKYJIIpHAs macca
cocrapisier 10000 Jla. B HEKOTOpBIX BapuHaHTaX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 15000 Jla. B HEKOTOpBIX BapuUaHTax OCYINECTBJIEHUs MOJIEKyJsIpHAas macca
cocrapisier 20000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 25000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 30000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 35000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 40000 Jla. B HEKkOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 45000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJIsIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpPBIX BapHaHTax OCYLIECTBJICHHUs MOJIEKYJIsIpHAas Mmacca
cocraBisier 50000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBIEHMs MOJIEKYJsIpHAs Macca
cocraBimsier 55000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHHs MOJIEKYJSIpHAs Macca

coctasysser 60000 Jla. B HexkoTOpBIX BapuaHTax OCYLIECTBJIEHMs MoJjekyispHas macca PEG
ompeneNsieT, MO MEHbIIeH Mepe YacTH4YHO, in Vivo Mepuoj NOJYKHU3HM B IUIa3Me KPOBH
momuduumupoanHoro mnojunentuaa IL-2. B Hekortopbx cinyudasx PEG cBsizsan ¢ Oonee
JUIUTENIbHBIM  iN VIiVO TMEPUOIOM TOJYXKHM3HH B IUIa3Me KPOBH MOAM(DHLIMPOBAHHOTO
nonunentuna [L-2 mo cpaBHeHHUIO C in vivo MEpPHOAOM MOJYXU3HU B miazMe kposu npu PEG
MeHbIIero pasmepa. B Hekotopwix ciydasx PEG cBsizan ¢ 6ojiee KOPOTKUM in Vivo TIEPUOIOM
NOJIYKM3HH B TUIa3Me KPOBU MOIU(UIIMPOBaHHOTO nonunentuaa IL-2 mo cpaBHEHHIO € in vivo
NEepUOIOM TOJNYKU3HU B IU1a3Me kKposu npu PEG Gospiuero pasmepa. B HEKOTOpBIX BapuaHTax
ocyllecTBlIeHUs] MousieKkyisipHas Macca PEG He Bauser u He OKas3blBaeT MHUHHUMAaJIbHOE
BO3eiicTBe Ha 3((EKTHBHOCTh pELENTOPHON Mepenadyd CHrHaja MOAU(UIUPOBAHHOTO
nojunentuna IL-2 x kommiekcam mnepenaun curHana IL-2By wmm IL-20fy. B HexoTophix
BapHaHTaxX OCYyIeCTBIeHUs MonekynspHas macca PEG He BiusieT uin oka3blBa€T MUHUMAJIbHOE
BO3/EHCTBUE HAa TpeOyeMoe CHHIKEHHOE CBsI3bIBaHNE MoauduuupoBaHHoro nonunentuaa [L-2 ¢
IL-2Ro wnu mopaep:kuBaeMoe CBSA3BbIBAHHE C KOMILUIEKCOM repenaun curHana IL-2RBy, npu
5TOM CHHXXeHHOe cBssbiBaHue C¢ IL-2Ro cpaBHMBaIOT €O cBs3biBaHMeM mnojunentuga IL-2

aukoro tuna u IL-2Ra. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHMs MoJeKyaspHas Macca PEG ne
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BJIMsIET Ha oOpa3oBaHue KoMIulekca MogudunuposanHeiii nmonunentun IL-2/IL-2RPBy, npu srom
cHIKeHHOe cBsi3piBaHue ¢ IL-2Ra cpaBHUBarOT co cBsizpiBaHuMeM nojunentuaa IL-2 aukoro
tuna u IL-2Ra

B HekoTOpbIX BapHaHTAaxX OCYIIECTBICHHUS MOAU(PUIMPOBAHHBIM monunentun IL-2,
cozeprkaliuil MyTanuio B ocratke S126, coorBeTcTByronieM nojoxxenuro 126 8 SEQ ID NO: 3,
COEPKUT KOHBIOTHpYIOLMH (parmeHT, comepxamuii PEG, nMeromuii MOJIeKyIsIpHYIO Maccy

npubmmsutensHo 2000-60000 /la. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHHsS MOJEKYJISIpHAs

Macca coctasysier S000 Jla. B HEeKOTOpbIX BapHaHTax OCYIIECTBJICHUS MOJIEKYJIIpHAs macca
cocrapisier 10000 Jla. B HeEKOTOpBIX BapuaHTaX OCYILNECTBICHUS MOJEKYJsIpHAas Macca
cocrapisier 15000 Jla. B HeEKOTOpbIX BapuaHTax OCYINECTBICHHUs MOJEKYJsIpHAas Macca
cocrapisier 20000 Jla. B HeEKkOTOpBIX BapuaHTax OCYINECTBICHHUs MOJEKYJsIpHas Macca
cocrapisier 25000 Jla. B HEKOTOpPBIX BapuUaHTaX OCYLIECTBIEHUs MOJIEKyJsIpHAas macca
cocrapisier 30000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJEKYJsIpHAas Macca
cocrapisier 35000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 40000 Jla. B HEKOTOpPBIX BapHUaHTaxX OCYINECTBJICHHUs MOJIEKYJsIpHAas Macca
cocrapisier 45000 Jla. B HEKOTOpBIX BapuaHTax OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 50000 Jla. B HEKkOTOpBIX BapuHaHTaX OCYIUECTBJICHHUs MOJEKYJsIpHAas Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 55000 Jla. B HEKOTOpPBIX BapHaHTax OCYLIECTBJICHUs MOJIEKyJIsIpHAas Mmacca
cocrasisier 60000 Jla. B HexoTOprIX BapuaHTax OCYyIIeCTBJIeHUs MousekyispHas macca PEG

ONpeAeNsieT, MO MEHbIIeH Mepe YacTM4YHO, 1N VIVO MepUOJ NOJYKU3HM B IJIa3Me€ KpPOBU
moguduuuposanHoro mnojunentuaa IL-2. B Hekotopeix ciyuasx PEG cBszan ¢ Oonee
JUINTENIbHBIM  In VIiVO TEpPUONOM TMOJYXXH3HM B IUIa3M€ KPOBH MOAM(HULMPOBAHHOTO
nojunentuna IL-2 no cpaBHEHMIO C in Vivo NepUOAOM MOJYXKU3HU B I1a3me kposu npu PEG
MeHbIero pasmepa. B Hexoropeix ciyuasx PEG cBsizaH ¢ Oojee KOPOTKHM in vivo mepruoaom
MOJIY>KM3HH B TUIa3Me KPOBU MOIU(UIIMPOBAHHOTO mosunentuaa IL-2 mo cpaBHEHHIO ¢ in Vivo
NIepUOJIOM TIOJTYKU3HHU B 1a3Me Kposu npu PEG Gonbmero pasmepa. B HeKOTOpbIX BapuaHTax
ocyliecTBleHUs] MousiekyisipHas macca PEG He Baumser u He OKas3blBaeT MHUHHUMAaJIbHOE
BO3aeiicTBe Ha 3((EKTHBHOCTh PELENTOPHON Mepenadyd CUrHaja MOAU(UIUPOBAHHOTO
nojunentuna IL-2 x kommiekcam mnepenaunm curHanma IL-2By wmm IL-20fy. B HexoTophix
BapHaHTaxX OCYyIeCTBIeHUs MonekysipHas macca PEG He BiusieT uiin oka3blBae€T MUHUMAJIbHOE
BO3/CHCTBUE HAa TpeOyeMoe CHIDKEHHOE CBsI3bIBAHHE MOAU(HUIMPOBaHHOTrO nonunentuaa 1L-2 ¢
IL-2Ro wnu mopaep:kuBaeMoe CBS3BbIBAHHE C KOMILIEKCOM mepenaun curHana IL-2RBy, mpu
3TOM CHIDKeHHoe cBsi3biBaHue ¢ IL-2Ra cpaBHMBaroT co cBsi3piBanueM mnonunentuaa [L-2
aukoro tuna u IL-2Ra. B HEKOTOpBIX BapuaHTax OCyIlleCTBIEHMs MoJieKyspHas Macca PEG nHe
BJIMSIET Ha 0Opa3oBaHue KoMIulekca MogudunmuposanHeiii monunentun 1L-2/IL-2RPBy, npu 3rom
CHIbKeHHOe cBsi3biBaHue ¢ IL-2Ra cpaBHuBarOT co cBsizpiBaHuMeM nojunentuaa IL-2 aukoro
tuna u IL-2Ra

B HekoTOpbIX BapuaHTax OCYINECTBJIEHUS MoAuduuupoBaHHBIA mnonunentun [L-2,

conepxxamuii mytanuto B octatke T130, coorBercTByroeM nojoxkenuto 130 B SEQ ID NO: 3,
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COIEPKUT KOHBIOTUPYIOLIMHA (pparmeHT, copepxkamuii PEG, nMerommii MONEKYJISPHYIO Maccy

npudmmsuTensHo 2000-60000 Jla. B HEKOTOpPBIX BapuUaHTax OCYIIECTBJICHUS MOJIEKYJISIpHAsI

macca coctasysier 5000 Jla. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHHsI MOJIEKYJIIpHAs macca
cocrapisier 10000 Jla. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHHUs MOJIEKYJsIpHas Macca
cocraBiasier 15000 [la. B HeKOTOpBIX BapuaHTax OCYILECTBIEHMs MOJIEKYJsIpHAs Macca
cocraBimsier 20000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHHs MOJIEKYJSIpHAs Macca
cocraBimsier 25000 [la. B HEKOTOpBIX BapuaHTax OCYILECTBICHHs MOJIEKYJSIpHAs Macca
cocrapisier 30000 Jla. B HEKOTOpbIX BapuaHTaX OCYINECTBICHUsI MOJEKYJsIpHAas Macca
cocrapisier 35000 Jla. B HEKOTOpbIX BapHaHTax OCYLIECTBJIICHUs MOJIEKyJsIpHas macca
cocraBisier 40000 Jla. B HEKOTOpbIX BapuaHTax OCYINECTBICHUs MOJEKYJsIpHAas Macca
cocraBisier 45000 Jla. B HeEKOTOpBIX BapuaHTax OCYINECTBICHHUs MOJEKYJsIpHas Macca
cocrapisier 50000 [la. B HEKOTOpPBIX BapHUaHTax OCYIIECTBJICHMs MOJIEKyJsIpHas Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTaxX OCYINECTBICHHUs MOJEKYJsIpHAas Macca
cocrapisier 55000 Jla. B HEKOTOpBIX BapuaHTaxX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrasisier 60000 Jla. B HexkoTOprIX BapuaHTax OCyllecTBieHus MonekyispHas macca PEG

onpesenseT, MO MeHbIIeW Mepe YacTHUYHO, In VIvo TMepUoJ NOJYKHU3HM B IJIa3Me KPOBU
momuduuuposanHoro mnojunentuaa IL-2. B Hekortopex cnyudasx PEG cBszan ¢ Oomnee
JUIMTENIBHBIM  in VIiVO TEPUOIOM TOJYXH3HH B IUIa3Me€ KPOBH MOAM(HLIMPOBAHHOTO
nonunentuna IL-2 mo cpaBHeHHUIO C in vivo MEPUOAOM MOJYXHU3HU B miuasMe kposu npu PEG
MeHbIero pasmepa. B Hekoropeix ciydasx PEG cBsizan ¢ 6ojiee KOPOTKUM in Vivo TIEpUOIOM
NOJIYKM3HH B TUIa3Me KPOBU MOAu(UIIMpoBaHHOro nonunentuaa IL-2 mo cpaBHEHHIO € in vivo
NEepUOJIOM MOJYKU3HU B I1a3Me Kposu npu PEG Gonbiuero pasmepa. B HekoTOpBIX BapuaHTax
OCyILIeCTBIeHUs] MoseKyisipHas Macca PEG He Bauser W He OKas3plBae€T MHHHUMAJIbHOE
BO3zelicTBHe Ha S((HEKTUBHOCT PELENTOPHOH Mepefavd CUrHaja MOAU(PULHPOBAHHOTO
noyunentuaa IL-2 k xomrutekcam mnepemaun curHana IL-2By wnm IL-20fy. B HexoTopsIx
BapHaHTaxX OCYyIIeCTBIeHUs MoJieKysipHas Mmacca PEG He Biusier miin 0Ka3bIBae€T MUHHMAJIbHOE
BO3/EHCTBUE HAa TpeOyeMoe CHHKEHHOE CBsi3bIBaHUE MoauduuupoBaHHoro nonunentuaa [L-2 ¢
IL-2Ro wnu mopaepskuBaeMoe CBS3bIBAHHE C KOMILIEKCOM mepenaun curHana IL-2RBy, mpu
3TOM CHUXkeHHoe cBsi3biBaHue ¢ IL-2Ra cpaBHMBaroT co cBsispiBanueM mnonunentuaa [L-2
nukoro tuna u IL-2Ra. B HeKoTOpBIX BapuaHTax OCylecTBIeHUs MojeKyaspHas Macca PEG nHe
BJIMSIET Ha 00pa3oBaHue KoMIulekca MoguduumuposanHbiid monunentun 1L-2/IL-2R By, npu 3rom
CHIbKeHHOe cBsi3biBaHUe ¢ IL-2Ra cpaBHuUBarOT co cBsizbiBaHueM nojunentuaa IL-2 aukoro
tuna u IL-2Ra

B HekoTOpbhIX BapuaHTaX OCYINECTBJICHUS MoauduuupoBaHHBIN momunentux IL-2,
conepxammuii mytauio B octatke D108 u N87, coorsercTBytomem nosoxkerHusiMm 108 u 87 SEQ
ID NO: 3, COOTBETCTBEHHO, COAEPKUT KOHBIOTHUpPYIOIIMN (parment, coxpepxkammii PEG,
UMEIOIINI MOJIEKYJISIpHYIO Maccy mpubnusurenbHo 2000-60000 Jla. B HekoTOpbhIX BapwaHTax

OCYILECTBJIEHUsI MOJIeKyJsipHas Mmacca cocrasiasger 5000 Jla. B  HEKOTOpbIX BapuaHTax

OCYILECTBJIEHUsI MOJIeKyJisipHass Macca coctasiaser 10000 Jla. B  HexkoTOpbIX BapuaHTax

OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrtasiasger 15000 Jla. B HekoTOpbIX BapuaHTax
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OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrtasisser 20000 Jla. B HekOTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrtasiaser 25000 Jla. B HekOTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrasisier 30000 Jla. B HekOTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrtasiser 35000 Jla. B HeKOTOpbIX BapuaHTax
OCYLIECTBJIEHUs MoJiekyJisipHass Macca cocrtasisier 40000 Jla. B HekoTOphIX BapuaHTax
OCYLIECTBJIEHUs] MOJIeKyJisipHass Macca cocrtasiasier 45000 Jla. B HeKOTOpbIX BapuaHTax
OCYLIECTBJIEHUs MoJieKyJsipHass Macca cocrtasjisier 50000 Jla. B HekOTOphIX BapuaHTax
OCYILECTBJIEHUs] MoOJIeKyJisipHass Macca cocrasisier 50000 Jla. B HekoTOpbIX BapuaHTax
OCYILECTBJIEHUsI MOJIeKyJisipHass Macca cocrtasiasier 55000 Jla. B HekoTropbix BapuaHTax
OCYILIECTBJIEHUs] MOJIeKyJisipHass Macca cocrasisier 60000 Jla. B HekoTOpbIX BapuaHTax

OCyLIECTBJIEHUsI MoJieKyJisipHasi macca PEG omnpenensier, Mo MeHbIIEeH Mepe YaCTUYHO, in Vivo
NEepUOJ MONYKU3HU B IUIa3Me KpoBU MomuduimposanHoro nojunentuna [L-2. B HexkoTopbix
cnydasix PEG cBsizan ¢ Ooniee NIMTENBHBIM in Vivo NEPUOOM IOJYKU3HU B IJIa3Me€ KPOBH
mMomuduuupoasHoro nosunentuaa IL-2 mo cpaBHEHHIO C in Vivo MEPUOIOM MOJNYKH3HH B
wiasme kposu npu PEG menbimero pasmepa. B nHekortopeix ciyuasix PEG ceszan c¢ Oonee
KOPOTKHM 1N VivO MEPHUOOM TOJYKU3HU B TUIA3Me KPOBH MOIU(MUIIMPOBAHHOTO MOJUIMIENTHIA
IL-2 mo cpaBHEHHIO C in VivOo MEpPHOAOM MOJYXH3HH B mia3me kpoBu npu PEG Gombimero
pasMepa. B HEKOTOpBIX BapuaHTax OCyLIeCTBIeHUs MosekyisipHas macca PEG He BiusieT u He
OKa3bIBaeT MUHUMAJIbHOE BO3JelHCTBHE Ha 3((EKTUBHOCTb PELENTOPHON Mepenadyu CHrHajia
monudpuuuposanHoro nojunentuna IL-2 k komriekcam nepegauu curaana IL-2By wim [L-2afy.
B HexoTOpBIX BapuaHTax OCyLIeCTBJIEHUs MojekyspHas Macca PEG He BiusieT uiu okasbiBaeT
MUHHMAJIbHOE BO3JeicTBUE Ha TpedyeMoe CHIDKEHHOE CBSI3bIBAHME MOAM(PULIMPOBAHHOTO
nonunentuaa IL-2 ¢ IL-2Ra unan nopaep;kuBaeMoe CBSI3bIBAHUE C KOMILIEKCOM Mepenavu
curHana IL-2RPy, npu 3ToM cHIDkeHHOe cBsizbiBaHHE C IL-2R0 CpaBHUBAIOT CO CBSI3bIBAHUEM
nonunentuaa IL-2 aguxoro tunma u IL-2Ro. B HEKOTOpBIX BapuaHTax OCYLIECTBICHUS
moJiekyJsipHasi macca PEG He Bnusier Ha oOpa3oBaHHE KOMIUIEKCA MOAUGULUPOBAHHBIM
nojunentun IL-2/IL-2RBy, mpu 3TOM CHIDKeHHOE CBsisbiBaHue C IL-2Ro cpaBHUBAIOT CO
cBsasbiBaHueM nonunentuaa IL-2 qukoro tuna u IL-2Ra

B HekoTOpbIX BapuaHTAaX OCYINECTBJICHUS Moau(HUUMPOBaHHBIA momunentun [L-2,
conepramuii Mytauo B octatke V91, coorBercTByromiem nojoxenuto 91 8 SEQ ID NO: 3,
COIEPKUT KOHBIOTHPYIOLIHHA (pparmeHT, copepkamuii PEG, nMerommii MONEKYJISPHYI0 Maccy

npudmmsuTensHo 2000-60000 Jla. B HeKOTOpPBIX BapuUaHTax OCYIIECTBJICHUS MOJIEKYJIsIpHAsI

Macca coctasysier S000 Jla. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHHS MOJIEKYJIIpHAs macca
cocrapisier 10000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 15000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJEKYJsIpHAas Macca
cocrapisier 20000 Jla. B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUs MOJEKYJsIpHAas Macca
cocrapisier 25000 Jla. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHHUs MOJEKYJsIpHAas Macca
cocrapisier 30000 Jla. B HExOTOpBIX BapuaHTaX OCYIUECTBJICHHs MOJIEKYJsIpHAas Macca
cocrapisier 35000 Jla. B HEKOTOpBIX BapuUaHTax OCYLIECTBIEHUS MOJIEKyJsIpHAas macca
cocrapisier 40000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJsIpHAas Macca
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cocrapisier 45000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJIsIpHAas Macca
cocrapisier 50000 [la. B HEKOTOpPBIX BapHaHTax OCYIIECTBJICHHUs MOJIEKYJsIpHAasi Macca
cocrapisier 50000 Jla. B HEKOTOpBIX BapuaHTax OCYINECTBJICHHUs MOJIEKYJIsIpHas Macca
cocrapisier 55000 Jla. B HEKOTOpBIX BapuaHTaX OCYIUECTBJICHHUs MOJIEKYJIsIpHAas Macca

cocrasysier 60000 Jla. B HexoTOpeIX BapuaHTax OCYIIECTBJIEHUs MoisekyusapHas macca PEG
OIpeNeNsAeT, MO0 MEHbIIed Mepe YaCTH4YHO, in Vivo Nepuoj MONYXU3HM B IUla3Me€ KPOBHU
moaudumposanHoro mnojunentuaa IL-2. B Hekoropeix cnyuasx PEG cessan ¢ Oonee
JUITENIHBIM  in VIiVO TMEPUOIOM TOJYXKH3HH B IUIa3Me KPOBH MOAM(DHLMPOBAHHOTO
nonunentuna [L-2 mo cpaBHEeHUIO C in vivo MEpHOAOM MOJYKU3HU B mazMe kposu npu PEG
MeHbIero pasmepa. B Hekotopeix ciydasx PEG cBsizan ¢ 0ojiee KOPOTKUM in Vivo TIEPUOIOM
MOJIYKM3HH B TUIa3Me KPOBU MOAU(UIIMPOBAHHOTO noyunentuaa IL-2 mo cpaBHEHHIO € in vivo
NepUOJIOM TOJYKU3HU B 1a3Me Kposu npu PEG Oosbiuero pasmepa. B HeKOTOpBIX BapraHTax
ocyllecTBlIeHUs] MoJsiekyisipHas macca PEG He Baumser u He OKa3blBaeT MHUHHUMAaJbHOE
BO3aeiicTBe Ha 3((EKTHBHOCTh pELENTOPHOM Mepenadyd CHrHaja MOOU(UIUPOBAHHOTO
nojunentuna IL-2 x kommiekcam mnepenaun curHana IL-2By wmm IL-20fy. B HexoTophix
BapHaHTax OCYyIeCTBIeHUs MoneKysipHas Macca PEG He BiusieT uin oka3biBaeT MUHUMAJIbHOE
BO3/EHCTBHE Ha TpeOyeMoe CHHIKEHHOE CBsI3bIBaHNE MoauduuupoBaHHoro nonunentuaa [L-2 ¢
IL-2Ro wnu mopaep:kuBaeMoe CBS3BIBAHHE C KOMILIEKCOM repenaun curHana IL-2RPy, mpu
5TOM CHIDKeHHOe cBs3piBaHue ¢ IL-2Ra cpaBHUBaioT co cBsi3piBaHueM nonunentuaa [L-2
aukoro tuna u IL-2Ra. B HEKOTOpBIX BapuaHTax OCyLIECTBJIeHMs MojeKyaspHas Macca PEG ne
BJIMSIET Ha oOpa3oBaHue KoMIulekca MoguduuuposanHeiii nonunentun IL-2/IL-2R Py, npu sTom
cHIKeHHoe cBsi3biBaHue ¢ IL-2Ra cpaBHMBarOT co cBsi3biBaHueM nonunentuaa IL-2 auxoro
tuna u IL-2Ra

IIpeouecmeennury KOHvIO2AMA YUMOKUHA

B nanHOM AOKyMEHTE ONMuCaHbl MPEAIECTBEHHUKY KOHBIOIaTa LUTOKHHA, COAEpIKaIlHue
MYTaHTHbIH IUTOKUH (Takod kak IL-2), B KOTOPOM OJHa MJIM HECKOJBKO aMHHOKHCJIOT ObUTH
MYTHUPOBAHbI U3 aMHUHOKHUCIIOTHI AMKOrO TUmna. Takue MpeAlecCTBEHHUKH YacTO NMPUMEHSIOT B
PACKpPBITBIX B JaHHOM IOKYMEHTE Croco0ax misi JieueHusi 3a0O0JieBaHUN WM COCTOsHUI. B
HEKOTOPBIX BAPUAHTaX OCYLIECTBJICHUs INPEALIECTBEHHUK LIMTOKMHA HE KOHBIOTHpPOBaH. Takue
MyTallH Pa3JIMYHBIM 00pa30oM BKIIFOYAIOT NOOABJICHUS, NENELNH WM 3aMeHbl. B HEKOTOPBIX
BapUAHTaX OCYILIECTBJIECHMs MyTalusl BKJIOYAET 3aMEeHY APYTrOi NPUPOAHON aMUHOKHMCIOTONW. B
HEKOTOPBIX CIy4yasX MyTaHTHbIH LIMTOKUH COJEPKUT MyTAlMIO B MOJOKEHUH aMHHOKHCIIOTHI
P1, T2, S3, S4, S5, T6, K7, K8, Q10, L11, E14, H15, L17, L18, D19, Q21, M22, N25, G26,
N28, N29, Y30, K31, K34, T36, M45, P46, K47, A49, TS50, E51, L52, K53, H54, Q56, ES9,
E66, N70, Q73, S74, K75, N76, F77, H78, R80, P81, R82, D83, S86, N87, 188, V90, 191, 193,
E9%4, K96, G97, S98, E99, T100, T101, F102, M103, C104, E105, Y106, A107, D108, D108 B
Bapuanre N87R, E109, T110, A111, T112, E115, N118, R119, T122, F123, S124, Q125, S126,
S129, T130, L131 u TI132, npu 5TOM HyMepauusi aMUHOKHCIOTHBIX OCTATKOB COOTBETCTBYET
SEQ ID NO: 3. B HEKOTOpBIX CIy4asix MOJIOKeHHE aMHHOKUCIIOTHI BeiOpano u3 K8, H15, L18,
D19, M22, N25, N87, V9O, I91, L93, E%94, K96, G97, S98, E99, D108 B Bapuante N87R, N118,
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T122, S124, Q125, S126, S129 u T130. B HekoTOpBIX Clay4asx MOJOKEHWE aMUHOKHUCIOTHI
BbIOpano n3 K8, H15, L18, D19, M22, N25, N87, V90, E99, D108 B Bapuante N87R, N118,
T122, S124 u T130. B HeKOTOpBIX Clydasx MOJOKEHHE aMUHOKHCIOTHI BbiOpano u3z K8, HI1S,
L18, D19, M22, N25, N87, VOO0 u E99. B HEKOTOpBbIX Clydasx MOJIOKEHHE aMUHOKUCIIOTHI
BbiOpano u3 K8, HI15, L18, D19, M22, N25, N87, V90 u E99. B HekoTOphIX ciy4asx
MOJIO’KEHUE aMUHOKHCIIOTHI BBIOpaHo w3 M22, N25, N87, V90, E99, D108 B Bapuante N87R u
N118. B HEKOTOpPBIX Cilyuasix MOJIOKEHHEe aMHHOKUCIOTHI BeiOpaHo u3 P1, T2, S3, S4, S5, T6,
K7, K8, Q10, L11, E14, H15, L17, L18, D19, Q21, M22, N25, G26, N28, N29 u Y30. B
HEKOTOPBIX ClIydasx MOJIO)KEHHe aMUHOKHCIOTHI BbhiOpano w3 El14, HI1S5, L17 u L18. B
HEKOTOPBIX CJIydasx MOJIOKEHUE aMUHOKHUCIIOTH BhiOpaHo u3 S3, S4, S5, T6, K7, K8, Q10. B
HEKOTOPBIX CIy4asiX MOJIOKEHUE aMHHOKHCIOTHI BbiOpaHo w3 D19, M22, N25 u N87. B
HEKOTOPBIX CIIydasix TOJOKEHHE aMHUHOKUCIOTHI mperacrasisier coboit K8, B HekoTophIx
cllydasix TIOJIOKEHHE aMHHOKHCIOTHI mperactaBisier coboit H1S. B HekoTopbhx ciyuasx
MOJIOXKEHWE aMUHOKHCIOTHI TpeactaBisier coboit L18. B HEKoTOpBIX clydasx IOJNIOKEHUE
AMHHOKHUCIIOTHI TpencTaBisier coboit D19. B HEKOTOPBIX Ciydasix MOJOKEHHE aMHHOKUCIIOTHI
npenctasisier codboli M22. B HEKOTOPBIX Ciydasix MOJIOKEHUE aMUHOKHCIIOTHI MPEICTaBIISIET
coboit N25. B HEKOTOpBIX Cllydasix MOJIOXKEHHEe aMUHOKHCIIOTHI TpencTasisier codoit N87. B
HEKOTOPBIX CIy4asx IOJOKEHHE aMHUHOKHCIIOTBHI Tpeacrasisier coboii E99. B HekoTOphIX
Clydasix TOJIOKEHWE AaMHUHOKHCIOTHI mpexactaBisier coboii N118. B HekOTOpeIX ciydasx
NOJIOXKEHWE aMHHOKHUCIOTHI mpencrasiser coboit T122. B HEKOTOpBIX ciydasx MOJNOKEHUEe
AMHHOKHUCIIOTHI NpencTasiisier codoit Q125. B HEKOTOPBIX Cilyuasix MOJIOKEHUE aMHUHOKUCIIOTHI
npezacrasisier coboit S126. B HEKOTOPBIX CiyuasX MOJIOKEHHE aMHHOKHCIOTHI MPECTABISET
coboii T130. B HEKOTOpBIX Cly4asix MOJOKEHHE aMUHOKHCIIOTHI TpeacTaBisieT coboit N87 u
D108. B HEKOTOpBIX Cily4asx IOJIOKEHHE AMMHOKMCIIOTHI mpeacTtasisier coboir V90. B
HEKOTOPBIX CIIy4asiX IOJOXKEHHEe aMHHOKHCIOTHI mpencraBisier codoii D108, B HekoTOpbIx
BAPHUAHTAX OCYINECTBJICHUS] MyTAHTHBIH LIUTOKMH CONEP’KUT KOHBIOTHUPYIOIIUN (parMeHT, rae
KOHBIOTHPYIOLIUI (PparMeHT MPUCOSTUHSIETCS K MyTAHTHOMY CaliTy B MyTAaHTHOM LITOKHHE.
MyTaHTHbIE LIUTOKUHBI, OMHCAHHBIA B JAHHOM JOKYMEHTE, YacTO COAEp KaT OJHY WU
HECKOJIbKO MYTallMil B NPUPOJHBIE AMHUHOKHUCIOTHI. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHUS
MyTaHTHBI TUTOKUH coaepkuT SEQ ID NO: 3 u mo MmeHblueidl mepe omHy MyTauur. B
HEKOTOPBIX BAaPUAHTAX OCYLIECTBJCHUSI MyTaHTHbIH LUTOKUH coxepkur SEQ ID NO: 3 u
mytanuro HISK. B HEKOTOpBIX BapuaHTaxX OCYILECTBJICHHMs MYTaHTHBIA LIUTOKUH COJAEP>KUT
SEQ ID NO: 3 u myraumo HISC. B HekoTOpbIX BapuaHTax OCYILIECTBJIEHUsS MyTaHTHBIN
utokuH copepxut SEQ ID NO: 3 u mytanuto HISA. B HeKOTOpBIX BapuaHTax OCYLIECTBIECHHUs
MyTaHTHBIM LUTOKUH coaepkuT SEQ ID NO: 3 u myranuro H151. B HexoTOpeIx BapuaHTax
OCYIIECTBJIEHUS] MYTaHTHbI LUTOKUH cozepxxut SEQ ID NO: 3 u myraumro HISL. B
HEKOTOPBIX BAapPUAHTaX OCYLIECTBJEHUS MyTaHTHbIH LUTOKUH coxepxkur SEQ ID NO: 3 u
mytauuro HIS5Y. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHHS] MYTAHTHBIM LUTOKHUH COAEPXKUT
SEQ ID NO: 3 u myrauuto HISW. B HekoTOpbIX BapuaHTax OCYIIECTBIEHHs] MyTaHTHbIN

uuTokuH copepxut SEQ ID NO: 3 u myrauuto HISN. B HekoTOpBIX BapraHTax OCYLIECTBICHUS
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MyTaHTHbIH IUTOKUH cofepkuT SEQ ID NO: 3 u myrauuro H15R. B HekoTopbIx BapuaHTax
OCYIIECTBJIEHUs] MyTaHTHbI LUTOKMH cojepxkuT SEQ ID NO: 3 u myrauuro H15D. B
HEKOTOPBIX BapHAHTaX OCYILECTBJIEHHs MYyTaHTHbIM LUTOKUH coaepxur SEQ ID NO: 3 u
myTtauuo HI5Q. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUS MYTAHTHBIM LUTOKUH COAEPKUT
SEQ ID NO: 3 u myraumo HIS5G. B HexkoTOphIX BapuaHTax OCYIIECTBJIEHUS MYTAaHTHBIN
tutokuH copepxxuT SEQ ID NO: 3 u myrauuto HISH. B HekoTOpbIX BapuaHTax OCYyLIECTBICHUS
MyTaHTHBIH TUTOKHH copepkutr SEQ ID NO: 3 u myranuio HISM. B HekoTopbhIx BapuaHTax
OCYIIECTBJIEHUs] MyTaHTHbI LUTOKUH copepxur SEQ ID NO: 3 u myrammro HI1SF. B
HEKOTOPBIX BapUAHTaX OCYLIECTBJEHUs] MyTaHTHbIH LUTOKHH coxepxkur SEQ ID NO: 3 u
myTauuio HI5P. B HekoTopbIX BapHaHTax OCYINECTBIEHHS] MyTaHTHBIN HUTOKUH coaepKuT SEQ
ID NO: 3 u myranuo H15S. B HexkoTOprIX BapuaHTax OCYLIECTBIEHUS MyTaHTHbIH LIUTOKHUH
cogepxkut SEQ ID NO: 3 u myrammro HIST. B HekoTOpbIX BapuaHTaX OCYIIECTBJIECHUS
MyTaHTHBIA LUTOKUH coaepxkut SEQ ID NO: 3 u mytamuro H15V.

MyTaHTHblE UTOKHHBI, OMMCAHHBIN B JAaHHOM JOKYMEHTE, 4acTO COAep KaT OJHY MU
HECKOJIbKO MyTaluil B MPUPOAHbIE aMUHOKMCIOTHL. B HEKOTOPBIX BapHaHTax OCYLIECTBJICHMUSI
MyTaHTHBIH [UTOKUH coaepkuT SEQ ID NO: 3 u mo MmeHbineil mMepe oxHy MmyTauur. B
HEKOTOPBIX BapPUAHTaX OCYLIECTBJEHUS MyTaHTHbIH LUTOKMH coxepxkur SEQ ID NO: 3 u
myTtauuro N87K. B HEKOTOpBIX BapHaHTaxX OCYIUECTBJICHHsS MyTAaHTHBIM LIUTOKUH COAEPKUT
SEQ ID NO: 3 u myrauuto N87C. B HeEKOTOpbIX BapuaHTax OCYLIECTBJIECHUsS MyTaHTHBIN
uuTokuH copepxut SEQ ID NO: 3 u myTtauuto N87A. B HEKOTOpBIX BapHaHTaxX OCYLIECTBIECHUs
MyTaHTHbIH LUTOKUH coaepkuT SEQ ID NO: 3 u myraunuto N871. B HekoTOpeIX BapuaHTax
OCYIIECTBJIEHUs] MYyTaHTHbI LUTOKUH cozepxxkut SEQ ID NO: 3 u myrauuro N87L. B
HEKOTOPBIX BapHAHTaX OCYILECTBJIEHHs MYTAaHTHbIM LUTOKUH copepxur SEQ ID NO: 3 u
myTauuo N87Y. B HEKOTOPBIX BapHAHTaX OCYLIECTBJICHUS MYTAHTHBIM LIUTOKUH COAEPKUT
SEQ ID NO: 3 u myramuo N87W. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUS MyTaHTHBIN
ruTokuH copepxut SEQ ID NO: 3 u myTanuio N87N. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJICHUS
MyTaHTHBIH IUTOKUH cofepkuT SEQ ID NO: 3 u myrtamumo N87R. B HekoTOphIX BapuaHTax
ocyIliecTBiIeH!s] MyTaHTHbIN 1uTOkUH cogepkuT SEQ ID NO: 3 u myrauuro N87D. B
HEKOTOPBIX BapUAHTaX OCYLIECTBJEHUs] MyTaHTHbIH LUTOKMH coxepxkur SEQ ID NO: 3 u
myTauuo N87Q. B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHUS MYTAHTHBIM LUTOKUH COAEPIKUT
SEQ ID NO: 3 u myrauuro N87G. B HekOoTOprIX BapuaHTaX OCYIIECTBJIEHUs] MyTaHTHbIN
uTokuH coaepxkuT SEQ ID NO: 3 u mytanuto N87H. B HeKOTOpBIX BapHaHTaX OCYILIECTBJIEHUs
MyTaHTHBIH LUTOKUH copepxkuT SEQ ID NO: 3 u myranuio N87M. B HekoTOpbIX BapuaHTax
OCYIIECTBJIEHUs] MyTaHTHbI LUTOKUH cozaepxkur SEQ ID NO: 3 u myraumro N87F. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJEHUS MYTaHTHbIM LUTOKUH coxepkuT SEQ ID NO: 3 u
myTauuo N87P. B HeKOTOpbIX BapHaHTax OCYINECTBIEHUS] MyTaHTHBIN HUTOKUH coaepkuT SEQ
ID NO: 3 u myranuto N87S. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHMsS] MYTAHTHBIM LIUTOKUH
cogepxxut SEQ ID NO: 3 u myramuro N87T. B HekOTOphIX BapHaHTax OCYILECTBJICHMUS

MyTaHTHbIA LUTOKUH coaepxkut SEQ ID NO: 3 u myTamuro N87V.
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MyTaHTHblE LIUTOKHHBI, OMMCAHHBIN B JAHHOM JTOKYMEHTE, 4acTO COAep KaT OJHY MU
HECKOJIbKO MyTaluil B NPUPOAHBIE aMUHOKUCIOTHI. B HEKOTOpPBIX BapHaHTax OCYLIECTBJICHMUS
MyTaHTHBIA 1UTOKUH coaepxkut SEQ ID NO: 3 u nmo MeHblieil mepe oaHy MmyTtauuio. B
HEKOTOPBIX BAapHAHTaX OCYILECTBJIEHHs] MYTaHTHbIM LUTOKUH coaepxur SEQ ID NO: 3 u
myTtauuo Q125K. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHMS MYTAHTHbBI LIMTOKUH COAEP>KUT
SEQ ID NO: 3 u myrammo Q125C. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHHs MYyTAaHTHBIN
mutoknH comepxkur SEQ ID NO: 3 u wmyraumro QI125A. B HekoTOphIX BapuaHTax
OCYIIECTBJIEHUs] MYyTaHTHbIM HUTOKMH cogepxkuT SEQ ID NO: 3 u myraumro Q1251 B
HEKOTOPBIX BapUAHTaX OCYLIECTBJEHUs] MyTaHTHbIH LUTOKHH coxepxkur SEQ ID NO: 3 u
myTtauuo Q125L. B HeKOTOpbhIX BapuHaHTax OCYINECTBJIEHHS MYTAHTHBIM IIUTOKUH COAEPIKUT
SEQ ID NO: 3 u myrammo Q125Y. B HekoTOpbIX BapuaHTaX OCYIIECTBJIEHUS] MyTaHTHBIN
mutokuH cogepxur SEQ ID NO: 3 u myraumo QI125W. B HekoTOpeIX BapuaHTax
ocyliecTBleH!s] MyTaHTHbIH LUTOKkMH conxepxkut SEQ ID NO: 3 u myramumro Q125N. B
HEKOTOPBIX BapPUAHTaX OCYLIECTBJCHUS MyTaHTHbIH LUTOKHH conxepxkur SEQ ID NO: 3 u
myTtauuo Q125R. B HeKOTOpBIX BapuaHTaxX OCYLIECTBJIEHHS MYTAHTHbBINH LIUTOKUH COAEPKUT
SEQ ID NO: 3 u myramuo Q125D. B HekOTOpBbIX BapuaHTaX OCYIIECTBJIEHUS] MyTaHTHbIN
mutokuH cogepxkut SEQ ID NO: 3 u myraumro Q125Q. B HekoTOphIX BapuaHTax
ocyllecTBlIeHUs] MyTaHTHbIH LUTOkUH coaepxkutr SEQ ID NO: 3 u myrammo Q125G. B
HEKOTOPBIX BAapPUAHTaX OCYLIECTBJIEHUS MyTaHTHbIH LUTOKUH coxepxkur SEQ ID NO: 3 u
myTtauuo Q125H. B HeKOTOpBIX BapHaHTax OCYIIECTBJEHHS MYyTaHTHBI LIUTOKUH COAEPKUT
SEQ ID NO: 3 u myrauuro Q125M. B HeKOTOpBIX BapHaHTax OCYLIECTBJIEHUS MyTaHTHBIN
uutokuH cogepxkut SEQ ID NO: 3 u myraumro QI125F. B  HekoTOpbIX BapuaHTax
OCYIIECTBJIEHUs] MYTaHTHbIM LUTOKUH cogepkuT SEQ ID NO: 3 u myrauumro QI125P. B
HEKOTOPBIX BapUAHTaX OCYLIECTBJIEHMs MYyTaHTHBIM LuTOKuH comepxur SEQ ID NO: 3 nu
myTanio Q125S. B HekoTOpbIX BapHaHTax OCYILECTBJIEHUS] MyTaHTHbBIM LIUTOKHH COAEPKUT
SEQ ID NO: 3 u myrauuro QI125T. B HEKOTOpBIX BapuaHTax OCYINECTBIEHHS MyTaHTHBIN
uTokuH copepxxut SEQ ID NO: 3 u myraumro Q125V.

MyTaHTHbIE LIUTOKUHBI, OMHCAHHBIN B JaHHOM JOKYMEHTE, 4acTO COAep KaT OJHY MU
HECKOJIbKO MyTalui B MPUPOAHBIE aMUHOKUCIOTHL. B HEKOTOPBIX BapHaHTax OCYLIECTBJIECHMUS
MyTaHTHBI TUTOKUH coaepkuT SEQ ID NO: 3 u mo MmeHblueidl mepe omHy MyTauur. B
HEKOTOPBIX BapUAHTaX OCYLIECTBJEHUS] MyTaHTHbIH mUTOKHH conxepxkur SEQ ID NO: 3 u
myTtauuio L18K. B HEKOTOpBIX BapuaHTax OCYIIECTBJIEHHSI MyTaHTHBIH LIUTOKUH copepxkut SEQ
ID NO: 3 u myranuto L18C. B HexkOoTOpBIX BapuaHTax OCYLIECTBJIEHMs] MyTaHTHBIM LIUTOKUH
cogepxxut SEQ ID NO: 3 u myraumro L18A. B HexkoTOpbIXx BapuaHTax OCYILECTBICHMUS
MyTaHTHbIH LUTOKUH cofep:kuT SEQ ID NO: 3 u myrauuto L18I. B HekoTOpbIX BapuaHTax
OCyIlIeCTBJIEHUs] MyTaHTHbIH LUTOKUH copepxkur SEQ ID NO: 3 u myraumro LI1SL. B
HEKOTOPBIX BAaPUAHTaX OCYLIECTBJEHUS MyTaHTHbIH LUTOKUH coxepxkur SEQ ID NO: 3 u
myTtauuio L18Y. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUSI MyTaHTHBIA LIUTOKUH copepxut SEQ
ID NO: 3 u myranuto L18W. B HEeKOTOpBIX BapuaHTax OCYLIECTBJIEHUS MyTaHTHbBINA LIUTOKUH

cogepxxut SEQ ID NO: 3 u myrammro LISN. B HekoTOpbIX BapHaHTax OCYLIECTBJICHUS
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MyTaHTHbIH 1uTOKUH conmepxkut SEQ ID NO: 3 u myraumro LI8R. B HexkoTOprIx BapuaHTax
OCYIIECTBJIEHUs] MYyTaHTHbI LUTOKUH cozepxxkut SEQ ID NO: 3 u myraumro L18D. B
HEKOTOPBIX BapHAHTaX OCYILECTBJIEHHs MYyTaHTHbIM LUTOKUH coaepxur SEQ ID NO: 3 u
myTtauuo L18Q. B HEKOTOPBIX BApUAaHTaX OCYLIECTBJICHUS MyTaHTHBIM LIUTOKUH cOAepKUT SEQ
ID NO: 3 u myraumo L18G. B HexkoTOpBIX BapuaHTax OCYIIECTBIEHHS] MyTAHTHBIN LIUTOKUH
cogepxutr SEQ ID NO: 3 u myraumto L18H. B HekoTOprIX BapuaHTax OCYLIECTBIICHHUS
MyTaHTHBIH UTOKHH cofepkuT SEQ ID NO: 3 u myranuiro L18M. B HekoTOphIX BapuaHTax
ocyliecTBleH!s] MyTaHTHbIH LUTOKHMH cogepxkuT SEQ ID NO: 3 u myrammo LI18F. B
HEKOTOPBIX BapHaHTaX OCYINECTBJEHHs] MyTaHTHbIM mUTOKUH copepxur SEQ ID NO: 3 u
myTanuo L18P. B HeKOTOpbIX BapuaHTax OCYLIECTBJICHUS MyTaHTHbIN LIUTOKUH comepxut SEQ
ID NO: 3 u myrauuro L18S. B HekoTOpbIX BapuaHTax OCYLIECTBIEHHUS MYTAHTHBIM LIUTOKUH
cogepxkut SEQ ID NO: 3 u myraumto LI8T. B HekoTOphIX BapuaHTax OCYIIECTBJICHUS
MyTaHTHBIA LuTOKUH coaepxkut SEQ ID NO: 3 u myTamuro L18V.

Crnumuie 0enxu unu nenmuovl

B HexkoTOpbIX BapuaHTaxX OCYIIECTBJIEHHs] KOHBIOTaT LIMTOKWHA, ONMHUCAHHBIA B JaHHOM
IOKYMEHTE, COAEPKUT LUTOKUH (Hampumep, IL-2 wumm npyrofl HUTOKHH), KOTOPBIA CIHT C
NEeNTHUAOM WK OeNKOM (CHsiHue). B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHUS MENTHI HIIH OEJIOK
NpeAcTaBsieT CcoOOH aHTUTENO WM (parMeHT aHThTeNna. B HEKOTOpBIX BapHUaHTax
OCYIIECTBJIEHUS] KOHBIOTAT LIMTOKHWHA, ONHUCAHHBIA B JAHHOM JOKYMEHTE, COIEPKUT LUTOKHUH
(mampumep, IL-2 wiu apyroi HUTOKHUH), KOTOPBIHA CJIUT C AHTHTEJIOM WJIH €r0 CBSI3bIBAIOIIHMU
¢parmenTamu. B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHMsS LUTOKWH, OIMHCAHHBI B JaHHOM
IOKYMEHTE, CIUT C HECKOJbKHMH OelKaMH WM MenTuaaMu. B HEeKOTOpBIX BapHaHTax
OCYIIECTBJICHUS] KOHBIOTAT LIUTOKUHA COJAEPKUT CIUTYIO KOHCTPYKLMIO Ha OCHOBE LIUTOKWHA U
Oenka WM MENTHAA U MO MEHbLIeH Mepe OJUH KOHBIOTHPYIOIUil ¢gparmMeHT. B HEKOTOpBIX
Clly4asix aHTUTEJO WJIM €ro CBSI3bIBAIOINUE (PparMeHThI MPEenyCMAaTPUBAIOT I'YMAHU3UPOBAHHOE
AHTHUTEJIO WJIM €ro CBS3BIBAIOIIMK (DPArMEHT, MBIIIUHOE AHTUTEJIO WJHM €ro CBSI3bIBAIOLIHIA
(parMeHT, XUMEepHOE aHTUTEJIO WJIM €r0 CBS3BIBAIOIINN (PAarMEHT, MOHOKJIOHAJIbHOE aHTUTEJO
WIM €ro CBs3bIBAOIMI (parMeHT, MOHOBajeHTHbIN Fab', OusanentHwiii Fab,, F(ab)'s-
¢parMeHTBl, OmHOLENOuUeYHbI BapuadenbHbIl  PparmeHT (scFv), Owuc-scFv, (scFv),,
AUAHTUTENIO, MHUHHAHTUTENIO, HAHOAHTHUTENO, TPUAHTUTENO, TETPAaaHTUTENO, TYMAaHTHUTEIO,
nucyabdua-cradminsupoBannabiii 0enok Fv (dsFv), omnonomennoe antuteno (sdAb), Ig NAR,
BEpOIIFOKbE AHTUTEJIO HITH €r0 CBS3BIBAIOIINN (PparMeHT, ONcenupuuecKoe aHTUTENO WIH €T
CBSI3BIBAIOIIUI (PPAarMEHT WJIM UX XUMUYECKH MOIU(UIIIPOBAHHOE MTPOU3BOIHOE. TaKkue CIUThie
OenKM B HEKOTOPBIX CIy4asX NOJYYalT NPSMO IMOCPENCTBOM TPAHCIALMU. B HEKOTOpPBIX
BapHAHTaX OCYIIECTBJEHUS CIUTbIE KOHCTPYKLUHU IMOJYUYalOT C MCIONb30BAHUEM XHMUYECKOTO
wi  npyroro cmocoda (epMEeHTATHBHOrO JIMTUPOBAaHUs. B HEKOTOPBIX  BapuaHTax
OCYIIECTBIIEHHS] KOHBIOTAT LIMTOKMHA COAEPKUT CIUTHIN MENTH] WU OeJIOK, MPUCOeNNHEHHBIH
NIOCPENCTBOM JIMHKEpa. B HEKOTOPBIX BapHaHTax OCYLIECTBJIEHUS JIMHKEP MPEICTABISET COOOH
nenTua. B HEKOTOPBIX BapuaHTax OCYILECTBJIEHHs] KOHBIOTAT LIMTOKHWHA COAEPIKUT MENTUA WU

6en01<, CJINTBIC Ha N-KOHI_[e. B HEKOTOPBIX BapUaHTax OCYLICCTBJICHMS KOHBHOIAT LIUTOKWHA
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COIEP KUT MEeNTUA Win OeNokK, ciauThblii Ha C-koHUIe. B HEKOTOPBIX Clydasix MUTOKHH, CIHUTHIN €
NeNTUAOM MM OENKOM, JONOJHUTENbHO KOHBIOTUPOBAH C OAHUM MM HECKOJbKUMH
KOHBIOTHPYIOIUMHU (hparMeHTaMH, ONTMCAHHBIMU HITKE.

B HeKOTOpBIX cly4asx KOHBIOraT LWTOKHMHA MpeaycMaTpuBaeT ciusHue ¢ scFv, Omc-
scFv, (scFv),, dsFv mnu cnusaue ¢ sdAb. B HekOTOpBIX Ciyuasix CIUSHUE MPeaycMaTpUBaeT
scFv. B HEKOTOpBIX Clly4asx KOHBIOTAT LIUTOKWHA MpeaycMarpuBaer ciusHue ¢ ouc-scFv. B
HEKOTOPBIX CJIy4yasiX KOHBIOTAT LUTOKMHA NpeaycMmarpuBaer ciusaue ¢ (scFv),. B HexoTopbx
cllydasix KOHBIOTAT LUTOKMHA npeaycmarpuBaer ciusinue ¢ dsFv. B HekoTopbIx ciyuasix
KOHBIOTaT LIUTOKMHA TpeaycMmarpuBaer ciusHue ¢ SdAb. B HEKOTOpBIX cly4asx IMTOKHUH,
ciutbiii ¢ scFv, ouc-scFv, (scFv),, dsFv unu sdAb, momogHUTENbHO KOHBIOTHPOBAH C OXHHUM
WJIH HECKOJIbBKUMU KOHBIOTUPYIOIIUME (PparMeHTaMu, OMTMCAHHBIMEA HUXKE.

B HekOTOpBIX Ciy4asx KOHBIOTAT IIUTOKWHA TpenycMaTpuBaeT ciusiHue ¢ Fc-uacTbro
anTturena, Hanpumep, IgG, IgA, IgM, IgE unu IgD. B HexoToprIX ciiydasix KOHBIOTaT HUTOKHHA
npenycmarpusaer ciusinue ¢ Fe-dactero IgG (Hanpumep, 1gGi, IgGs nmm 1gGy). B HexoTophIx
Cydasix ILUTOKUH, CIUTBIA C FC-4acThio, JOMOJHHUTENBHO KOHBIOTUPOBAH C OJHUM HIIH
HECKOJIbLKUMH KOHBIOTUPYIOIIUMHE (JparMeHTaMH, ONTMCAHHBIMHA HUXKE.

B HekoTOpBIX CiyudasiXx MOJNUMENTH LUTOKWHA (Hampumep, wHTepielknHa, IFN wmmum
TNF) ciaur ¢ aHTHTEIOM WIM €ro CBS3bIBAIOIIUMH (parMeHTaMu. B HEKOTOpBIX Ciydasix
NOJIMIENTH] LUTOKWHA CIUT C TYMaHU3UPOBAHHBIM AHTHUTEJIOM WM €ro CBSI3BIBAIOLINM
(parMeHTOM, MBIIIMHBIM AQHTUTEJIOM WA €ro CBS3bIBAIOMINM (PParMEeHTOM, XHUMEPHBIM
AHTUTEJIOM HJIM €ro CBS3bIBAIOIIUM (PParMeHTOM, MOHOKIJIOHAJbHBIM AHTHTEJIOM WIJIH €ro
CBsI3BIBAIOLIUM (pparmMeHTOM, MOHOBaIeHTHBIM Fab', OuBanentnsiM Fab,, F(ab)'s-¢pparmenramuy,
OIHOLIETIOYeYHbIM BapuadenbHbIM  pparmenToM (scFv), Ouc-scFv, (scFv),, nuanturenom,
MUHHAHTUTEJIOM, HAHOAHTHUTENIOM, TPHUAHTUTENOM, TETPAAHTHUTEIOM, TIYMAaHTHUTEJIOM,
nucynbpua-crabunmsuposanubiM Oeikom Fv (dsFv), omHomomenHbiM anTHTenoMm (sdAb), Ig
NAR, BepOIOKbUM aHTHTEIOM WU €ro CBs3bIBAKOLIMM (parmMeHTom, Oucnenndpuyeckum
AQHTUTEJIOM HJIM €ro CBSI3bIBAIOINMM (PparMEHTOM WM HX XUMHUYECKH MOIU(PUIIUPOBAHHBIM
NPOM3BOIHBIM. B JONMOJHHUTENBHBIX CIy4asx TMOJHMIENTHAA LUTOKMHA CIUT C Fc-4acThio
aHTUTeNa. B JTOMONHUTENBHBIX CIy4asx MOJUNENTHAa IUTOKMHA ciutr ¢ Fc-uactero IgG
(manpumep, IgGy, IgG; wm IgGy). B HEKOTOPBIX Cly4asiX LIUTOKWH, CIUTHIA C AaHTHTEJIOM WJIH
€r0 CBSI3BIBAIOLINMH (PparMeHTaMu, TOTIOTHUTENBHO KOHBIOTUPOBAH C OAHHUM WUJIM HECKOJIBKUMHU
KOHBIOTHPYIOIUMHU (hparMeHTaMH, ONTUCAHHBIMU HITKE.

B HekoropbIx cnydasx mojurnentn 1L-2 couT ¢ aHTUTENOM WM €rO CBSI3BIBAIOLINMHU
¢parmentamu. B HekoTOpBIX cryyasx nonunentun IL-2 ¢iIuT ¢ r'yMaHU3HUPOBAHHBIM aHTHTEIIOM
WIA €ro CBSI3BIBAIOIIUM (PAarMEHTOM, MBIIIUHBIM AHTHTEIOM WM €ro CBSI3bIBAIOIIUM
(dparMeHTOM, XUMEPHBIM AHTUTEJIOM WJIM €r0 CBS3bIBAIOIIUM (ParMeHTOM, MOHOKIJIOHAJIBHBIM
AHTUTEJIOM WJIU €r0 CBSI3bIBAIOLINM (pparmMeHTOM, MOHOBajeHTHbIM Fab', GuBanenTHbIM Fab,,
F(ab)'s-pparmenramu, omHouenodyedHbiM BapuabenbHbIM ¢pparmeHToM (scFv), Owuc-scFv,
(scFv),, nmaHTUTENOM, MHHHAHTHTEJIOM, HAHOAHTUTENIOM, TPHUAHTHUTEJIOM, TETPAAHTHTEJIOM,

I'YMaaHTUTeNoOM, aucyibdua-crabunmsupoBanubiM  Oenkom Fv  (dsFv), omHOmoMeHHBIM
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antutenoMm (sdAb), Ig NAR, BepOsrOKbUM aHTUTEJIOM WJIH €r0 CBS3BIBAIOINNM (PparMeHTOM,
OucrienpUUecKUM aHTUTENIOM HJIM €ro CBS3BIBAIOIIUM (PparMeHToM WM HX XHUMHUYECKH
MOIU(PHUIMPOBAHHBIM MPOU3BOAHBIM. B nononmHuTensHbIx ciaydasx nomunentun IL-2 cour ¢ Fe-
4acTbl0 aHTUTena. B nmononHutenpHbIX ciydasx nonunentupn IL-2 caur ¢ Fc-uactero IgG
(marmpumep, IgGi, 1gGs wmm IgGy). B Hexoropeix caywasx nojunentun IL-2, couteii ¢
AHTUTEJIOM WJIM €r0 CBSI3bIBAIOIIUMH (pparMeHTaMH, JOMOJHHUTENPHO KOHBIOTMPOBAH C OIHUM
VTN HECKOJIbKMMHU KOHBIOTHPYIOIIUMHE ()parMeHTaMH, OTMCAHHBIMU HUKE.

IIpupoonvie u HenpupoOHvle AMUHOKUCTIONbI

B HexoTOphIX BapHaHTax OCYIIECTBIEHUS AMHUHOKHCJIOTHBIM OCTAaTOK, OMHCAHHBIA B
JAHHOM JIOKYMeHTe (HampuMmep, B LUTOKHMHE, TaKOM Kak IL-2), MyTHpPOBaH B JIN3WH, LIUCTEHH,
TUCTUAUH, apTUHUH, aClapariHOBYIO KUCJIOTY, TJYTAMHUHOBYIO KHCIOTY, CEPUH, TPEOHUH WU
THUPO3WUH JI0 CBS3BIBAHUS (MM OCYIIECTBJIIEHHEM PEAKIMH) C KOHBIOTUPYIOIIUM (PParMEHTOM.
Hanpuwmep, 60koBast Lenb JIM3WHA, UCTEWHA, TUCTUANHA, ApTMHUHA, aCTIaparuHOBOH KHCIIOTH,
INIyTAMUHOBOM  KHUCIIOTHL, CEpUHA, TPEOHMHA MWIJIHM THPO3MHA MOXKET CBSI3bIBATBCS C
KOHBIOTHPYIOIIUM (pparMeHTOM, OINMUCAHHBIM B JAaHHOM JOKYMEHTe. B HEKOTOpBIX ciydasx
AMUHOKHCJIOTHBIN OCTaTOK MyTUPOBAH B LIUCTEHH, JIM3UH WM FUCTUANH. B HEKOTOPBIX ciydasx
AMUHOKHCJIOTHBIN OCTaTOK MyTHPOBaH B LIMCTEMH. B HEKOTOpBIX Ciydasix aMHUHOKHMCIOTHBIN
OCTAaTOK MYTHPOBAaH B JU3UH. B HEKOTOPBIX Cilyyasx aMUHOKHCJIOTHBIM OCTaTOK MyTHPOBaH B
rUCTUAVH. B HEKOTOpBIX cCilydasx aMHHOKMCIOTHBIII OCTaTOK MYTUpPOBaH B THUPO3UH. B
HEKOTOPBIX CJIydasix aMHHOKHCIIOTHBI OCTaTOK MyTHpPOBaH B TpumnrtodaH. B HekoTopsIx
BAPHAHTAX  OCYIECTBJIEHUs  HENPUPOAHAs  aMMHOKMCIOTa HE  KOHBIOTMPOBaHa C
KOHBIOTHPYIOIIUM  (parMeHTOM. B  HEKOTOpBIX BapuUaHTaX OCYINECTBJIEHUS LIUTOKHUH,
ONMCAHHBII B AAHHOM JIOKYMEHTE, COAEPKUT HENPUPOAHYK) AMHHOKMCIOTY, i€ LUTOKHUH
KOHBIOTUPOBaH C O€JNKOM, NpHU 5TOM TOYKAa MPUCOEAMHEHUS HE MPEACTaBisieT CoOOH
HENPUPOIHYIO AMUHOKUCIIOTY.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHHS AMUHOKHCJIOTHBIM OCTaTOK, ONMUCAHHBIA B
JAHHOM JIOKYMEHTe (HampuMep, B LHUTOKHHE, TakoM Kak IL-2), MyTHpOBaH B HEMPUPOIHYIO
AMHHOKHUCJIOTY JI0 CBSI3bIBAHUSI C KOHBIOTHPYIOIIUM (parMeHTOM. B HEKOTOpBIX Cilyyasix
MyTalysl B HEIPUPOAHYIO aMUHOKHUCIIOTY MPEN0TBpALaeT I MUHUMU3UPYET OTBET UMMYHHOM
CHUCTeMbl Ha ayToaHTUreH. Mcronb3yemblii B JaHHOM JOKYMEHTE€ TEpPMUH "HENpHUpPOJHas
aMHUHOKHUCJIOTA" WK "HEKaHOHUYECKAS aMHHOKUCJIOTA" OTHOCUTCSA K aMHHOKHUCJIOTE, OTJIMYHON
oT 20 aMHHOKHCJIOT, KOTOPBIE BCTPEUAOTCS mpupoae B Oenke. HeorpaHnmuuBaromme npuMepsl
HETIPUPOJIHBIX aMHHOKHCIIOT BKJIIOYAIOT M-aueTwil-L-pennnananuy, n-ion-L-pennnananus, n-
METOKCU(pEHUIIAIAHHH, O-metun-L-Tuposus, I-TPOTNIAPTHIIOKCH(PEHNITaTIaHNH, -
nponapruwidennnanaany, L-3-(2-madrun)ananuH,  3-merwndenmnananund,  O-4-ammin-L-
TUpo3uH, 4-npormi-L-tuposun, Tpu-O-anerun-GlcNAcp-cepun, L-mody, ¢ropupoBaHHBIH
bennnananuH, nzonponui-L-pennnananms, 0-a3upno-L-pennnananus, M-a3uno-L-
bennnananuy, n-asuno-L-pernnananmy, n-auni-L-dpennnananuy, n-Oensoun-L-dennnananus,
n-060opoH(peHnTaTaHuH, O-nponapruiTUpO3NH, L-docdocepun, ¢docdonocepuH,

dbocpoHOTHPO3UH, n-OpoMennnananu, CEJICHOIINCTEHH, n-aMuHO-L-(eHunananuH,
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m3onponmi-L-¢pennnananun, NO6-(2-asunostokcu)-kapOonun-L-musun  (AzK, xumuueckas
CTPYKTypa KOTOpPOro nokaszana B Bune coenunenus 90 Ha ¢urype 3C), HenmpupOmHBIH aHAIOT
AMHHOKHUCJIOTHl TUPO3WMHA, HENPHUPOIHBIH aHAJOr aMUHOKHCIOTBHI TINIyTAMHHA, HENPUPOMHBIH
aHaJOr AaMMHOKHUCIOTHI (DeHMJIaNaHMHA, HENPUPOIHBIA aHAJIOr AMHHOKUCIIOTBHI CEepUHA;
HETPUPOJHBIA aHAJOr AMUHOKHUCIOTHI TPEOHMHA;, AMHHOKUCIIOTY, 3aMELICHHYIO aJIKUJIOM,
apuioM, auWJIOM, a3uAo-, LMAHO-, TAJOreHOM, THIPAa3HMHOM, TUAPA3UAOM, THUAPOKCUIIOM,
AJIKEHWJIOM, AJKUHMJIOM, IIPOCTBIM 3(HPOM, THOJOM, CYJb(OHUIOM, CEJIEHO-, CIIOKHBIM
3(upomM, THOKUCIOTOM, OopaTom, OopoHaToM, (ocdo-, pochoHo-, GochUHOM, TeTEPOLUKIIOM,
€HOHOM, MMHUHOM, aJIbJ€THIOM, THAPOKCUIAMHHOM, KETO- WJIH aMHHO- WJIM X KOMOWHAIUIO,
AMHHOKHUCJIOTY C (DOTOAKTUBHUPYEMBbIM KPOCC-JIUHKEPOM, CIIHH-MEUEHYI) aMHHOKHUCIIOTY,
(bIyOpEeCLEeHTHYI0 ~ aMHUHOKHCJIOTY;  CBSI3bIBAIOINYKOCS C  METAUVIOM  aMHUHOKHCIOTY;
METAJUICOMEPIKAIIYI0 aMHHOKHUCIIOTY, PAAHMOAKTUBHYI aMHHOKHCIOTY; (POTOIKPaHHPOBAHHYIO
u/mi HOTON30MEPHU3YEMYI0 AMUHOKHUCIIOTY; aMHHOKHUCIIOTY, COAEP KAy OMOTHH WUJIH aHAJIOT
OMOTHHA, KETOCOAEPIKAIIYI0 AMUHOKHCIIOTY; aMHHOKHUCIIOTY, COEPIKAIIYIO TTOTHITHIIEHTITHKOb
WM ONMU3UP; AMHUHOKHCIIOTY, 3aMELIEHHYIO TSDKEJIBIM aTOMOM, XUMHYECKU PaCIIEIUIIEMYIO
wii  (OTOPACINEIUIIEMYI0 aMUHOKHCIIOTY;, aMHUHOKHCIOTY C Y/UIMHEHHOH OOKOBOW IIETIBIO;
AMHHOKHUCIIOTY, COZEPIKAIIYI0 TOKCHYHYIO TpPYIIY, 3aMEIIeHHYI CaXxapoM aMHUHOKHCIOTY,
AMHHOKHCIIOTY, COAEPIKALIYIO YIIIEPOI-CBA3aHHBIN caxap, peIOKC-aKTUBHYIO aMHHOKHUCIIOTY, a-
THIPOKCH-CONIEPIKAINYI0 KHUCIIOTY, aMUHOTHOKHCIIOTY; O,0-IBYX3aMeIIEeHHYI aMUHOKHCIIOTY; [3-
AMHHOKHUCIIOTY, LHUKJIWYECKYI0 AMHHOKHCIOTY, OTJIIMYHYIO OT MPOJHMHA WJIW TUCTHUAWHA, U
apOMAaTHUYECKYI0 AMUHOKHUCIIOTY, OTIMYHYIO OT (peHUNIATaHNHA, THPO3UHA WIIN TpUNTOodaHa.

B HekOTOpBIX BapHaHTaxX OCYIUECTBJIEHUS HENPUPONHAs AMHHOKUCIIOTAa CONEPIKUT
CEJIEKTUBHYIO PEaKLIMOHHOCHIOCOOHYIO TPYIIYy WIN PEeaKLHOHHOCIIOCOOHYIO IPYINy Uil CaiT-
CEeJIEKTUBHOIO MEYEHHUs 1IeJIEBOrO IMOJUIENTHAA. B HEKOTOPBIX Cllyyasx XUMHS NPECTaBISET
co0oi OMOPTOrOHAIBHYIO peakLHo (HampuMep, OMOCOBMECTUMBIE U CENEeKTUBHbIE peakuun). B
HEKOTOPBIX ciydasx xumus npenctasisier codoit Cu(l)-karanusupyemyro uid "He TpeOyrOIIyIO
yuacTHsi Menu" alKMH-a3UJHYI0 pPeakuui0 oOpa3oBaHMs TPHUA30JIOB, JIMTUPOBAHHE TIO
IItaynunarepy, peakuuto Jlunbca-Anpaepa ¢ OOpalleHHBIMH 3JIEKTPOHHBIMH TpPeOOBaHHSIMHU
(IEDDA), "¢oTo-kiuK"-XUMHIO WJIH OINOCPEIOBAHHBIA METAJUIOM NpPOIECC, TaKOH Kak
meTtate3uc onepuHoB U Kpocc-coueranne Cy3yku-Mustypsl mirt COHOraImmpsL.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS HEMPHUPONHAsT AMHHOKHCIOTA COHEPIKUT
(oTOpeakTUBHYIO TPYIIY, KOTOpasi CIIMBAETCS IPU O0TyueHNH, Hanpumep, Y @.

B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUS HEMPUPOAHAS AMHUHOKHCIIOTA BKJIOYAET
(OTO3KpaHNPOBAHHYIO AMUHOKUCIIOTY.

B HekoTOphIX chy4asx HENpPUPOAHAast AMHHOKHCIIOTa TMpPEACTaBisier coOoi mapa-
3aMELICHHOE, METa-3aMeIEHHOE MITH OPTO-3aMEIIEHHOE MPON3BOIHOE AMHUHOKHUCIIOTBHL.

B HeKoTOpBIX cCiydasx HENpUPOAHAs AaMHUHOKHCIOTA BKIKOYaeT m-anerui-L-
¢bennnananuy, o-azunomerui-L-pennnananus, M-asunomeTui-L-pennnananus, n-a3sugoMeTuI-
L-dennnananun (pAMF), n-fiox-L-penunananu, O-meTtun-L-tuposus, -

METOKCU(EHUJIANAHUH,  I-MPONAPTHJIOKCU(EHUNANAHNH,  O-IpONapruipeHusalaHul, M-
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nponapruideHnIaNaHuH, n-TponapruieHnnasany, L-3-(2-nadpTun)ananus, 3-
metwidernnananuy, O-4-anmun-L-tuposus, 4-npormn-L-tuposun, tpu-O-anerun-GleNAcp-
cepud, L-nmomy, ¢ropupoBanssiii (enunananus, usonponui-L-¢penunananus, m-asuno-L-
bennnanannH, — n-auni-L-¢pennnananuH, — n-Oenszomn-L-¢penmnananuH,  L-docdocepun,
dochonocepun, pochoHOTHPO3UH, MN-OpoMpeHuNasaHuH, M-aMUHO-L-(peHunanaHuy Win
u3onponui-L-peHnnananu.

B HEKOTOpBIX ClydasX HENpUPOAHAs AaMUHOKUCIIOTA TpeACTaBiIsieT cobod 3-
AMHHOTHPO3HH, 3-HUTPOTUPO3UH, 3,4-TUruapoKkcru(eHnIaTaHiH WK 3 -HOATHPO3HH.

B HekoTOpBIX  Cly4asix HENPUPOAHAs AMHUHOKHCJIOTA MPEACTaBiIsieT  COOOM
(heHUJICeIeHOLIUCTENH.

B HEKOTOpBIX clydasix HEMPUPOIHAS AMUHOKHCIIOTA MPENCTaBisieT co0oi OeH30(eHOH-,
KETOH-, MOAWA-, METOKCH-, aleTWI-, OEH30MJI- WJIH a3uA-CoAepiKaliee MPOU3BOAHOE
¢dennnanaHuHa.

B HEkoTOpBIX clydasix HEMPUPOIHAS AMUHOKHCIIOTA MPENCTaBisieT co0oil OeH3odeHoH-,
KETOH-, HONTU/I-, METOKCH-, alleTHJI-, OEH30UJI- WK a3UI-COAepIKallee MPOU3BOIHOE JIM3HHA.

B HEKOTOpBIX Cly4asx HENPUPOAHAS AaMHUHOKHCIOTA COAEPIKUT apOMAaTHYECKYIO
OOKOBYIO IIETIb.

B HeKoTOpBIX ciy4asx HENPHUPOIHAS AMHUHOKHCIIOTa HE CONEPKUT apOMAaTUYECKYIO
OOKOBYIO IIeTIb.

B HEKOTOpBIX Ciiyyasix HENPUPOAHAS AMHUHOKHCIIOTA COAEPIKUT a3UAOTPYIILY.

B HekoTOpBIX Cilyyasix HENPHPOAHAS AMHHOKHCIOTA CONEPXKUT TPYIIy aKIeNTOPOB
Muxasnss. B HEKOTOpBIX CiaydasiX IPyMIbl aKLIenTOpOB MHxXasjs BKIHOYAKOT HEHACBIIEHHBIN
(parmMeHT, cocOOHBII K 00pa30BaHMIO KOBAJEHTHOW CBS3H B peakiuu 1,2-npucoennnenusi. B
HEKOTOPBIX CIIy4yasiX IPYIMIbl aKIeNTOpoB MUxasysi BKIIOYAIOT 3JEKTPOHOAEQUIIUTHBIE ATKEHBI
WM aJIKMHBL. B HEKOTOPBIX Cilyyasix IPyMIbl aKLENTOpOB MuXassist BKIIOYAOT 0e3 OrpaHHYeHUs
anb(a-, OeTa-HEeHACHILEHHbIE KETOHBI, AJIbAECTHIbI, CYJIb(POKCHIIBI, CYIb(OHBI, HUTPHIIbI, UMHHBI
WJIN apOMATHYECKUE COETHHEHHSI.

B HekoTOpBIX  Cllydasix ~ HENPUPOAHAas AaMHUHOKHCIOTA TMpPEACTaBisieT  coOoit
JEeTUIPOATIAHUH.

B HEKOTOpBIX Cilydasix HEMPUPOIHAsT AMHHOKHCIIOTA COAEPKUT AIbJAETUAHYIO WIIH
KETOHHYIO TPYIIITY.

B HeKoTOpBIX Cilydasix HEMPUPOIHAS AMUHOKHCIIOTA MPENCTABISIET COOO0H MPOU3BOIHOE
JM3UHA, COieprKallee albIeTHAHYIO HIIH KETOHHYIO TPYIILY.

B HeKoTOpBIX Cilydasix HEMPUPOIHAS aMUHOKHCIIOTA MPENCTABISET COOO0H MPOU3BOIHOE
JU3WHA, COAepIKalee ONUH Wil Heckosibko atoMoB O, N, Se wnu S B Oeta-, raMMa- Wiu 1enbra-
NOJIOKEHUH. B HEKOTOpBIX Cllydasx HENpUpOAHAs aMHHOKHCIIOTAa TMPENCTaBIseT COoOOH
MPOU3BOAHOE JTU3UHA, copepxkariee aroMbl O, N, Se mnu S B raMMa-1oJoKeHUH.

B HeKkoTOpbIX Cilydasix HEMPUPOIHAsT AMUHOKHCIIOTA MPENCTAaBIISAET COOOH MPOU3BOIHOE

JIU3HWHA, TAC aTOM N B 3IICHUJIOH-TIOJIO}KEHUH 3aMEHEH Ha aTOM KHucJjopoaa.
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B HekoTOpbIX Ciiydasix HEMPUPOIHAS AMUHOKHCIIOTA IPEACTaBIsIeT cOO0I MPOU3BOAHOE
JM3UHA, KOTOPOE MpPEACTABIsET COOONW HE BCTPEYAIOIIMNCS B NPHUPONE MOCTTPAHCISILIMOHHO
MOAMGULIMPOBAHHBIN JIU3UH.

B HekoTOphIX CIy4asXx HENPUPOAHAs AaMUHOKMCIOTa INPEACTaBisieT  coOoM
AMHMHOKHCJIOTY, COZEp Kallyi0 OOKOBYIO Lielb, B KOTOPOW LIECTOH aTOM OT asib(ha-MOJ0KEHUsI
CONEpKUT KapOOHWJIBHYIO TIpymnmy. B HEKOTOpBIX Ciy4asx HENpUPOAHAs AaMHUHOKHCIIOTA
npeacTaBisier co00i aMUHOKHUCIIOTY, COAep KAyt OOKOBYIO LIeTb, B KOTOPOH IECTOH aTOM OT
anb(a-MmoJoKeHHsI COMEPKUT KapOOHUIIBHYIO TPYIINy, a MATHI aTOM OT aiib(a-MmoJoKeHHsI
npeacrasisier co0oit a30T. B HEKOTOPBIX Cllyyasix HENMPHPOAHAs AMHHOKHCIIOTA MPEICTABIISIET
co0O0ll aMHHOKHCJIOTY, COIEp Kallyrd OOKOBYIO IIeMb, B KOTOPOW CEAbMOW aTOM OT ajib(da-
TIOJIOXKEHHUS TIPEACTABIISIET COOON aTOM KHCIOPOAa.

B HeKkoTOpbIX Cilydasix HEMPUPOIHAS AMUHOKHCIIOTA MPEACTaBIsieT cOO0H MPOU3BOAHOE
CepuHa, cozeprKalnee ceyieH. B HeKOTOpBIX Cilydasx HeMPUPOIHAsI aMHHOKHUCIIOTA MPEICTABIISET
coboli ceneHocepuH (2-aMHHO-3-THAPOCENEHONPONAHOBYI0 KHCIIOTY). B HEKOTOpBIX citydasx
HENPUPOIHAST aMHUHOKHCIIOTa MpeAcTaBisieT coboit  2-amuHO-3-((2-((3-(GeH3unokcn)-3-
OKCOTIPOITHJT ) aMHHO )3 THJT ) CeJIAHIT )IIPONAHOBYIO KHCJIOTY. B HEKOTOPBIX ClTydasx HEMPUpPOIHAsI
AMUHOKHCJIOTa TpencTaBjsier coboil 2-aMuHO-3-((heHUICeNaHI)MPONaHOBY0 KHCIOTY. B
HEKOTOPBIX CIIy4asx HEMPUPOAHAs aMHHOKHCIIOTA COIEPIKHUT CEJIeH, IZle OKHCIEHHE CEJeHa
NPUBOAUT K OOPA30BAHUIO HEMPUPOAHON aMUHOKHUCIIOTBI, COMEPIKaIIell aJKeH.

B HEKOTOpBIX Cly4asx HENPUPOAHAS AMHHOKHCIOTA CONEPXKHUT LUKJIOOKTHHUIBHYIO
rpyImy.

B HEKOTOPBIX cIyqasix HeTpUpPOHAsT AMMHOKHUCJIOTA COZEPIKUT
TPaHCUUKIOOKTEHIJIBHYIO TPYIIY.

B HEKOTOpBIX Clydasx HENPUPOAHAs AMHUHOKUCIIOTA COAEPKUT HOPOOPHEHUIbHYIO
TpyImy.

B HEKOTOpBIX Clly4asx HEMPUPOAHAS aMHHOKHCJIOTA CONEPKUT LHKJIOTPONEHUIbHYIO
rpyIIy.

B HEKOTOpBIX Cly4asx HEMPUPOIHAS AMUHOKUCIIOTA CONEPIKUT THASHPHHOBYIO TPYIIITY.

B HEKOTOpPBIX ClyYasx HEMPUPOIHAS AMUHOKHCIIOTA COAEPKUT TETPA3UHOBYIO IPYIIY.

B HEKOTOpBIX Cilydasix HEMPUPOIHAS AMUHOKHCIIOTA MPENCTABIISET COOOM MPOU3BOIHOE
JM3UHA, B KOTOPOM a30T OOKOBOI enH KapOaMuiInpoBaH. B HEKOTOPBIX CiTydasix HEMPUPOIHAS
AMHHOKHUCJIOTA TPEACTABIsIET COOOM MPOW3BOIHOE JM3WHA, B KOTOPOM a30T OOKOBOH wLemu
alMIupoBaH. B HEKOTOPBIX Cly4asx HENPUPOAHAs AMUHOKHCIOTA IPENCTaBIsieT COOOW 2-
aMHIHO-06-{ [ (mpem-0yToKCH)KapOOHIIT |aMHHO } TEKCAHOBYIO KHCJIOTY. B HEKOTOpBIX Cilydasx
HETPUPOAHAs AMUHOKHCJIOTA MPEACTABJISIET coboii 2-amuHO-6-{[(mpem-
OyTOKCH)KapOOHMIJI|aMHHO } TEKCAHOBYIO ~ KHCIOTY. B HEKOTOpBIX ciydasix HENpHpPOIHAs
AMHHOKHUCIIOTa TmpeactaBisier coboii NO-Boc-N6-metmmsuH. B HEKOTOpBIX — ciydasix
HENPUPOIHAS aMHHOKHCIIOTA TPEeACTaBysieT coboil N6-auneTWum3uH. B HEKOTOPBIX Cliiydasix
HEeTPUPO/HAs aMUHOKHCIOTa MPEACTaBsieT CcoOONW mHMpponM3uH. B HEKOTOphIX ciydasx

HETpUPO/IHAsl aMHMHOKHUCIIOTA IpeacTasisier coboit NO-tpudropanerwmmsud. B HekoTophIX



152

CIy4asix HEMpUpOAHasi AMHUHOKHCJIOTA MPEACTABJISIET co0oit 2-aMuHO-6-
{ [(Gen3mIOKCH)KapOOHWII|aMHUHO } TeKCAHOBYIO KHCJIOTY. B HEKOTOPBIX Ciydasix HEmpUpOomHas
aAMUHOKHCJIOTA MIPEACTaBIISIET coboit 2-amMuHO-6-{[(11-
Hon0eH3MIIOKCH ) KapOOHIMII |aMHHO  TEKCAHOBYIO KHCJIOTY. B HEKOTOpPBIX Ciydasx HENpHpOIHAs
AMHMHOKHCJIOTA MPEACTABJISIET co0oit 2-amMuHO-6-{[(11-
HUTPOOEH3MIIOKCH)KapOOHUII|aMHHO JTeKCAHOBYIO ~ KHMCJIOTY. B HEKOTOphIX  Ciydasix
HETPUPOJHAST aMUHOKUCIIOTAa TpeacTaBisieT coboilt NO-nponumin3uH. B HEKOTOpBIX ciydasx
HENpUpPOHAas AMUHOKHCJIOTA MIPEACTABIISIET coboti 2-amMuHO-6-
{ [(LMKIOTEHTUIOKCH )KapOOHUJI|aMUHO } TEKCAHOBYED ~ KHCJIOTY. B HEKOTOpBIX  Clydasix
HEeTPUPOJIHAST AMHUHOKUCIIOTa TpPEncTaByisieT coOoi  NO-(UMKIONEeHTaHKapOOHMI)TH3UH. B
HEKOTOPBIX CyYasix HEMPUPOIHAs AMUHOKHUCJIOTA MpeacTapisieT codoit N6-(teTparunpodypan-
2-kapOOHMI)JIM3UH. B HEKOTOPBIX CilydasiX HEMPHPOIHAS aMHUHOKHCIIOTA TMPEACTaBIsIeT coOoit
N6-(3-stununrerparuapodypan-2-kapOOHUI)IM3UH. B HEKOTOpPBIX Cllydasx HENpUpPOIHAs
AMHHOKHCIIOTA TIpencTaBisieT codor N6-((npon-2-uH-1-mnokcn)kapOoHUI)au3uH. B HEKOTOphIX
CIy4asix HETMPUPOIHAs AMHUHOKHCIIOTA MPENCTABISIET coboit 2-amuHO-6-{[(2-
A3UIOLMKJIONICHTHIIOKCH )KapOOHIIT |aAMHUHO j TEKCAHOBYIO  KHCJIOTY. B HEKOTOphIX  citydasix
HENPUPOIHAS AMHHOKHCIIOTA TpeAcTaBisieT co0oit N6-(2-a3umao3ToKcH)-kapOoHWI-Tu3uH. B
HEKOTOPBIX ClIydasix HEMpPUPOAHAs AMHHOKHCIOTA TMpencTaBisier cobol 2-amuHO-6-{[(2-
HUTPOOEH3MIIOKCH )KapOOHMIT|aAMUHO TEKCAHOBYIO ~ KHCJIOTY. B HEKOTOphIX  ciydasix
HEMpUpOaHas AMHUHOKHCJIOTA MPENCTABIISIET co0oit 2-amuHO-6-{[(2-
LIUKJIOOKTUHUJIOKCH )KapOOHMIT|aMUHO j TEKCAHOBYIO ~ KHCJIOTY. B HEKoTOphIX  ciyyasix
HENMpPUPOIHAs AMHUHOKHUCJIOTa Tpencraeisier coboii  N6-(2-amMuHOOYT-3-uHOMI)IM3NH. B
HEKOTOPBbIX CJIydasix HENPUPOIHAs AMHUHOKHCIIOTA TMpPEACTaBIsieT Cco0oH 2-aMuHO-6-((2-
aMHHOOYT-3-WHOWI)OKCH)I€KCAHOBYIO ~ KHUCJIOTY. B HEKOTOpBIX  Cily4asxX  HENpHPOAHAs
AMMHOKHCIIOTa TIpeacTaBisier co0oi NO-(aummiokcukapOOHII)IM3HH. B HEKOTOPBIX Citydasix
HETPUPOJHAsT aMHMHOKHCIOTA TmpeacTaBisier coboi NO-(OyreHumn-4-okcukapOoHWI)u3uH. B
HEKOTOPBIX CJIydasx HENPUPOAHAs AMHHOKUCJIOTA TMpencraBisieT coboii N6-(meHTeHw-5-
OKCHKAapOOHWI)IM3UH. B HEKOTOpBIX Cly4asx HENpPUPOIHAs aMUHOKHCIOTA IPENCTaBJISET
coboii  NO6-((OyT-3-uH-1-MIOKCH)KapOOHII)IM3NH. B HEKOTOPBIX Cly4asix HENpUpPOIHAs
aMHHOKHUCIIOTA TpeacTaBisieT coboii N6-((neHT-4-uH- 1 -unokcn)kapOoHm)n3uH. B HEKOTOphIX
Cly4asix ~ HENMpHUpPONHAsi  aMHUHOKHCIIOTa  MNpencraBisieT  coboii  N6-(THazonunuH-4-
KapOOHMIT)JIM3UH. B HEKOTOPBIX CilydasiXx HENMPUPOAHAS AMHHOKHCIIOTA MPEACTABISsIET COOOH 2-
aMHHO-8-OKCOHOHAHOBYIO KHCJIOTY. B HEKOTOpBIX Clydasx HENpUpPOJHAs aMHUHOKHCIIOTA
NPEACTaBIsIET COOON 2-aMHUHO-8-OKCOOKTAHOBYIO KHCIIOTY. B HEKOTOPBIX Cilydasx HEMPHPOIHAS
AMHHOKHCJIOTA NPEACTAaBIsieT co0or NO-(2-0KCoaneT ) In31H.

B HekoTOphIX ciydasix HENpUpPONHAs AaMHUHOKHCIOTA TpencTaBisieT coboit No6-
NPONHMOHWUTM3UH. B HEKOTOPBIX Ciydasx HENPUPOAHAs aMUHOKHCIIOTA MPEACTABISET COOOH
N6-OyTupmnnusuH. B HEKOTOPBIX Ciydasx HENpUpOAHAs aMHHOKHCIIOTA MPEACTaBIsIeT cOOOi
N6-(0yT-2-eHomN)iu3uH. B HEKOTOPBIX CiIy4asx HENMPHUPONHAs aMUHOKHUCIOTA IPEICTaBIIseT

coboii  N6-((bunmkino[2.2.1]rent-5-eH-2-n10kcn)KkapOOHMI)IU3UH. B HEKOTOpBIX — ciydasx
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HETIPUPOIHAs AMHUHOKHCIIOTA NPEACTaBIIsIET coboii N6-((cnmpo[2.3]rekc-1-en-5-
WIMETOKCH)KapOOHWI)MM3MH. B HEKOTOpBIX  ciay4asx  HENpUpPOAHas  aMUHOKHCIIOTA
MPENCTABIISIET co0oii NO6-(((4-(1-(Tpudropmerwn)uukionpon-2-eH-1-
W1)OEH3WIT)OKCH)KapOOHUI)IM3UH. B HEKOTOpBhIX ciydasx HENpUpPOIHAs aMUHOKHCIIOTa
npeacrasisier  coboit  NO-((6urmkno[2.2.1]rent-5-eH-2-uaMeToKCH )kapOoHmn)iu3ud. B
HEKOTOPBIX CIIydasix HENPUPOIHAs aMHUHOKHCIIOTA MpeAcTaBisier coOOH LUCTeMHWUIM3MH. B
HEKOTOPbIX ~ CIy4asX HENPUPOOHAas aMHHOKHCIOTa mpencraBiuser coboi  NO6-((1-(6-
HuTpoOen30[d][ 1,3 ]anokcon-5-1n)3TOKCH )KapOOHUIT ) TU3KH. B HEKOTOPBIX ciy4asix
HEeTPUPONHAs  AMHHOKHCJIOTa  MpenacTaBisier  cobodt  N6-((2-(3-merun-3H-nuasupun-3-
WJT)3TOKCH )KapOOHIIT)JIN3UH. B HEKOTOPBIX Cly4asix HEMPUPOAHAS AMHHOKHUCIIOTA MPENCTABIISET
coboit N6-((3-(3-metun-3H-nuaszupus-3-m)nponokCcH )KapOOHMI )JIM3UH. B HEKOTOPBIX Cllydasix
HENPUPOIHAsT  AMHUHOKUCJIOTAa  mpexactaBisier coboii  NO-((Mera-HUTPOOEeH3MIOKCH)NO-
METHIKApOOHWT)IM3UH. B HEKOTOPBIX CilydyasiX HENPUPONHAS aMHUHOKHCIOTA IPENCTABJISET
coboii NO-((6numkio[6.1.0]HOH-4-UH-9-MIIMETOKCH )KapOOHWIT)IM3HH. B HEKOTOPBIX  Clydasix
HENPUPOIHAS aMUHOKUCIIOTA MpeacTaBiisieT codoit NO-((uuknorent-3-eH- 1 -uiokcu)kapOoHwu)-
L-nusun.

B HEKOTOpBIX Ciydasx HENPHUPOAHAs AMHUHOKHCIIOTA MPENCTaBysieT coOoi 2-aMUHO-3-
(((((6en3unmokcH )kapOOHMIT )aAMUHO )METHJT ) CEJIAHIT ) IPONIAHOBYEO KHCIIOTY.

B HEKOTOpBIX BapuaHTaxX OCYILIECTBIEHUs HEMPUPOAHYI0 aMHUHOKHCIIOTY BCTPAHUBAIOT B
IUTOKUH (Hampumep, nojunentun I[L) ¢ momompro mnepenpoInpOBAHHOTO CTOM-KOJOHA
amOep, CTON-KOZOHA OMaJl HJI CTOM-KOAOHA OXpa.

B HEKOTOpBIX BapuaHTaxX OCYILIECTBIEHHs HENPUPOJHYI) AMHUHOKHCIOTY BCTPAUBAIOT B
LUTOKUH (Hanpumep, nonunentus [L) ¢ momolipio 4-HyKJI€OTHIHOTO KOAOHA.

B HexOTOpBIX BapuaHTax OCYIIECTBIEHUs HENMPUPOAHYI0 aMHUHOKUCIIOTY BCTPAaHUBAIOT B
UUTOKMH (Hampumep, mnomunentun IL) ¢ momompr nepenpoguIMpOBAaHHOTO PEIKOro
CMBICJIOBOTO KOJIOHA.

B HEKOTOpBIX BapuaHTaX OCYLIECTBJICHHs HEMPHUPOIHYIO aMHUHOKHUCIIOTY BCTPAHUBAIOT B
UUTOKMH (Hampumep, mosunentun IL) ¢ MOMOLIBI0 CHHTETHYECKOTO KOJIOHA, COAEpIKAIIEero
HETPUPOHYIO HYKJIEHHOBYIO KHCIIOTY.

B HeKOTOpBIX Cilydasix HENPUPOJHYK) AaMHUHOKHCIOTY BCTPAMBAIOT B LUTOKUH C
MOMOIIBE) OPTOrOHATBHON MOAU(UIIMPOBaHHOM napbl cuHTeTa3a/TPHK. Takue opToroHaibHbIe
naphl COAeprKaT HEMPUPOAHYIO CHHTETa3y, KOTOpas CocoOHa 3arpyskath HempuponHyro TPHK
HETPUPOIHOW AaMHHOKHUCIOTOW, NMPU 3TOM MHUHHUMH3HPYS 3arpy3Ky a) IPYTHX 3HAOTEHHBIX
aMHHOKHUCIIOT Ha HenpupoaHyo TPHK u b) HenmpuponHeIX aMUHOKHCIIOT Ha JPYTUe SHIOTCHHbIE
TPHK. Takme oproronanbubie mapbl comepxkar TPHK, koTtopele crmocoOHBI 3arpykarbest
HETIPUPOIHOW CHHTETa30H, wu30erass TMpW 5TOM 3arpy3kd JAPYTUMH  3HIOTEHHBIMH
AMHHOKHUCJIOTAMH C TIOMOIIBIO HOTEHHBIX CHHTETa3. B HEKOTOPHIX BapHAHTaX OCYIIECTBIICHHS
Takye Mapbl UIEHTHQULIUPOBAHBI Y PA3JIMYHBIX OPraHM3MOB, TAKUX KaK OaKTepHH, APONOKH,
apxen WIM JII0JU. B HEKOTOpbIX BapHaHTaX OCYLIECTBIEHUS OpPTOTOHAJbHAs Iapa

cuareta3za/TPHK conmep>kuT KOMIOHEHTHI W3 OAHOrO OpraHu3Ma. B HEKOTOpBIX BapHaHTax
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OCYILIECTBIIEHHsI OPTOroHajmbHast mapa cuHrera3a/TPHK conmep:kur KOMITIOHEHTBI W3 JABYX
pas3JMUYHBIX OpPraHu3MOB. B HEKOTOpBIX BapuUaHTaxX OCYLIECTBJIECHUs OpPTOrOHalbHas Mapa
cunteraza/TPHK  comepuUT KOMITOHEHTBI, KOTOpPbIe IO MOAH(PHUKALUU CIIOCOOCTBYIOT
TPAHCISALMU ABYX pAa3JIMYHBIX AMHHOKHMCIOT. B HEKOTOpBIX BapuUaHTax OCYIIECTBIEHUS
OpPTOTOHAJIbHAsI CUHTETa3a MpEeACTaBisieT co00i MOAM(PULIMPOBAHHYIO allaHWHCHHTeTasy. B
HEKOTOPbIX BapUAaHTaX OCYINECTBJCHUS OPTOTOHAJbHAsl CHHTETa3a HPEeACTaBIsieT COOOH
MOAMGUIIMPOBAHHYIO  APTHHUHCHHTETa3y. B HEKOTOpBIX  BapuaHTaX  OCYLIECTBICHHS
OpPTOTOHAJIbHASI CUHTETa3a MPENCTaBJsIeT COO0M MOAU(DHUIIMPOBAHHYIO aclapardiHCHHTETasy. B
HEKOTOPBIX BapHaHTaX OCYILIECTBJICHUS OpPTOTOHAJbHAS CHHTETa3a TPENCTaBIsIeT COOOM
MOIU(HUIMPOBAHHYKD CHHTETa3y acHaparMHOBOH KHCJIOTBL. B HEKOTOPbIX BapHUaHTax
OCYIIECTBJIEHHs] OpPTOTOHAJbHAS CHHTETa3a MPENCTaBJsieT COo00H  MOIU(HUIIMPOBAHHYIO
LUCTEMHCHHTETa3y. B HEKOTOphIX BapHaHTaXx OCYLIECTBIIEHUS OpPTOTOHAJbHAs CHHTETa3a
npeacTaBisier cobol MoaM(UUMPOBAHHYIO TJIyTAMHHCHHTETa3y. B HEKOTOpPhIX BapHaHTaX
OCYIIECTBIIEHHsI OpPTOTOHAJbHAs CHHTETa3a MpPENCTaBiseT Co0Ol  MOAM(ULIMPOBAHHYIO
CUHTETa3y IIyTaMHUHOBOW KHUCJIOTBHL B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHHS OPTOrOHAJIbHasI
CHHTETa3a NMPEeACTaBIsieT cO00H MOANMUIIMPOBAHHBIA alaHUH MIMLUH. B HEKOTOPBIX BapHaHTax
OCYIIECTBIIEHHUsI OPTOTOHAJbHAs CHHTETa3a IMPEACTaBJsIeT Co00i  MOAM(HUIIMPOBAHHYIO
TUCTUAMHCUHTETa3y. B HEKOTOpBIX BapuaHTax OCYIIECTBJEHHs OPTOrOHAajbHAasl CHHTETa3a
npeacTaBsieT co0oil  MOAU(UIMPOBAHHYIO JIEHIIMHCHHTETAa3y. B HEKOTOpBIX BapuaHTax
OCYILIECTBIIEHHsI OpPTOTOHAJbHAs CHHTETa3a IMPEACTaBIsieT COoO0OH  MOAU(HUIMPOBAHHYIO
M30JIEHLIMHCUHTETa3y. B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHHS OPTOrOHAJbHAs CHHTETAa3a
npeAcTaBsieT coboil  MOAM(UIMPOBAHHYIO JIM3MHCHUHTETa3y. B  HEKOTOpbIX BapuaHTax
OCYILIECTBJIEHHs] OPTOTOHAJbHAs CHHTETa3a MpPeNCTaBiseT co00M  MOAU(UIIMPOBAHHYIO
METHOHUHCUHTETa3y. B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHUS OPTOrOHAJbHAs CUHTETa3a
npencTaBisier co00i MOAM(UIIMPOBAHHYIO (EeHMIATAHUHCHHTETa3y. B HEKOTOpBIX BapuaHTax
OCYILIECTBJIEHHUs] OpPTOTOHAJbHASI CHHTETa3a MPENCTaBJsieT COo00H  MOIU(PHUIIMPOBAHHYIO
NPOJMHCUHTETa3y. B HEKOTOpbIX BapuaHTaX OCYIIECTBJIEHUS OPTOrOHAJbHAsl CHHTETa3a
npeAcraBisier coboil  MOMM(UIIMPOBAHHYIO CEPUHCHHTETa3y. B HEKOTOphIX BapuaHTax
OCYIIECTBIIEHHs] OPTOTOHAJbHAS CHHTETa3a MPENCTaBJseT CO00H  MOIU(HUIIMPOBAHHYIO
TPEOHUHCHUHTETa3y. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJIEHUS OPTOrOHAJbHAsl CHUHTETa3a
npeacraBisier coboll MoaudUUMpPOBaHHYIO TpUNTO(PAHCHHTETA3y. B HEKOTOPBIX BapHaHTaX
OCYIIECTBIIEHHUsI OPTOTOHAJbHAS CHHTETa3a MPENCTaBJseT Co00H  MOIU(HUIIMPOBAHHYIO
TUPO3UHCHHTETa3y. B HEKOTOpbIX BapuaHTax OCYILECTBIEHMs OPTOrOHAJbHAs CHUHTETa3a
npeacTaBisieT coboil  MOIU(UIMPOBAHHYIO BAJMHCHUHTETa3y. B  HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHs] OPTOTOHAJbHAS CHHTETa3a MPENCTaBJsieT Co00M  MOIU(HUIIMPOBAHHYIO
docdocepuHcuHTeTasy. B  HEKOTOPBIX BapHaHTax OCyIIeCTBIeHHss oproroHanbHas TPHK
npencraBisier coboii  momuduuupoannyro TPHK amanmra. B HekoTOphIX BapHwaHTax
ocymecteinenust oproroHanbHas TPHK mnpencrasmsier coboit momu¢punuposannyro TPHK
apruHyuHa. B HekoTOpBIX BapuaHTax ocyuiectiaeHus oproronanbHas TPHK npencrasnser coboit

monupuuuposannyro TPHK acmaparmHa. B HeKoTOpbIX BapuaHTax  OCYLIECTBJICHHS
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oproroHanpHast TPHK mnpencrasnser coboii momuduumposannyro TPHK acmaparuHoBoi
KHUCJIOTHI. B HEKOTOPBIX BapuaHTax ocyuiecTsiaeHus oproronanbHas TPHK npencrasnser codoii
momuduuuposanHyro TPHK  nucrenHa. B HekoTOphIX  BapuaHTax  OCYLIECTBIEHUS
oproroHanbHass TPHK mnpencrasmsier coboit mommupuumposannyro TPHK rnyramuna. B
HEKOTOPbIX  BapuaHTax ocymecTtsieHus optoroHaibHass TPHK mnpencrasmsier  coOoi
moau¢urposannyo TPHK riyramMuHOBOI KHCIOTEL. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHUS
oproronansHast TPHK npencrasnser codoit MoanduIMpoBaHHbIi aJaHUH MIHLKMH. B HEKOTOpBIX
BapHaHTax ocyuecTBieHust oproroHanbHass TPHK mpencrasnser coboli MOnupUIMPOBAHHYIO
TPHK ructuauna. B HEkOTOpbIX BapuaHTax oOcCylLlecTBiIeHUsi oproroHanbHas TPHK
npencraBisier coboit  momuduumposannyro TPHK nelinmHa. B HekoTOpbIX BapHWaHTax
ocymecteieHust oproroHanbHas TPHK mpencraBmsier coGoii mopuduuuposanHyro TPHK
n3osiemHa. B HEKOTOphIX BapuaHTax oOcyluecTBieHus oproroHanbHas TPHK npencrasmisier
cobori mommpuumposanHyro TPHK nm3mHa. B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS
oproroHanpHast TPHK mnpencrasnser coboit monu¢uuuposannyro TPHK wmernonunna. B
HEKOTOpBIX ~ BapHaHTax ocyliecTBieHuss oproroHambHas TPHK mpencrasBnser  coOoi
monupuuuposannyro TPHK (¢enunanannHa. B HEKOTOPBIX BapuUaHTaX OCYIIECTBJICHHS
optoronanpHast TPHK npencrasnsier coboit moguduuuposannyto TPHK nponnna. B HekoTOphIX
BapHUaHTax ocymecTsieHust oproroHanpHass TPHK mpencrasmsier coboii MonnpuIMpoOBaHHYO
TPHK cepuna. B HekoTOpBIX BapuaHTax ocyiuectsieHus oproronanbHas TPHK npencrasisier
coboit momudpuuuposannyro TPHK TpeoHmHa. B HEKOTOpBIX BapuUaHTaX OCYIIECTBICHHS
oproroHanpHast TPHK mnpencrasmsier coboit momudunmposannyro TPHK Tpuntodana. B
HEKOTOpBIX ~ BapHaHTax ocyulecTieHuss oproroHampHas TPHK mpencraBnser  coOoii
momuduuuposanHyro TPHK  Tuposuna. B HekoTOophIX  BapuaHTax  OCYLIECTBIIEHHs
oproronanbHast TPHK npencrasnser coboii monudunuposannyto TPHK Banuna. B HekoTopbIx
BapuaHTax ocyuecTBieHust oproroHanbHas TPHK mpencrasiser coboit MomuduuIupoBaHHYIO
TPHK dochocepuna.

B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUs HEMPUPOAHYIO aMUHOKHCIIOTY BCTPAUBAKOT B
uuToKuH (Hampumep, nonunentun IL) ¢ momompto napel amuHoarmi(aaRS mimm RS)-TPHK-
cuarera3za-TPHK. WnmocrparuBuabie mapel aaRS-TPHK BrimouatroT 0e3 orpaHuueHHs] mapbl
aaRS/TPHK Methanococcus jannaschii (Mj-Tyr), mapst TyrRS E. coli (Ec-Tyr)/TPHKcya B.
stearothermophilus, maper LeuRS (Ec-Leu) E. coli/TPHKcya B. stearothermophilus u mapst
nuppoausuia-TPHK. B HEKOTOpBIX ciydasx HENPUPOAHYI0 AMUHOKHCIOTY BCTPAaWBAKOT B
IUTOKUH (Harpumep, B nonunentun IL) ¢ momomsto napel RS/TPHK Mj-Tyr. UuroctpaTuBHbIe
UAA, kotopble MOXHO BcTpamBaTth ¢ momouipto mapsl Mj-TyrRS/TPHK, Bkmrouator 0Oe3
OTrpaHHYEHUs]  Mapa-3aMeLIeHHble  NPOM3BOAHBIE  (pEHHJIANAHWHA, Takue  Kak  h-
aMUHO(pEHWJIAIAHUH U 7-METOKCH()EHMITaIaHUH, MEeTa-3aMeLIeHHbIe MPON3BOIHBIE THPO3HHA,
Takye Kak 3-aMUHOTHUPO3UH, 3-HUTPOTUPO3UH, 3,4-IUTHIPOKCU(pEHUNIANAHNH U 3-HOATHPO3HH,
(b eHunceneHoUUCTenH, #-00p(eHnTaNaHuH U O-HUTPOOCH3MITHPO3HH.

B HEKOTOpBIX cCly4asiX HENPUPOAHYK) AaMHUHOKMCIOTY BCTPAaUBalOT B LUTOKUH

(manpumep, nomunentun IL) ¢ momompro mapsl Ec-Tyr/TPHKcya wimu Ec-Leu/TPHKcpa.
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Hnmoctpatusable UAA, KOTOpBIE MOXKHO BCTpanBaTh ¢ momoinbto napel Ec-Tyr/TPHKcya nnm
Ec-Leu/TPHKya, BKIIOWaOT O€3 OrpaHuYeHHss NPOU3BOAHbBIE (DEHHIIANAHWHA, CONEpIKallhe
OeH30(eHOHOBBIE, KETOHOBBIE, HOAMIHbIE WIIN a3uAHble 3amecTuTenu, O-nponapruiTHPO3UH; O-
AMUHOKAMNPUJIOBYEO KHUCIOTY, O-Mmerwnrupo3us, O-autpoOeH3wmmucrenH u 3-(HadTanuH-2-
WJIAMHHO )-2-aMHHOIPONAHOBYIO KHCIIOTY.

B HekoTOpeIX cCiy4asX HENPUPOAHYH) AMHHOKHUCJIOTY BCTPauBalOT B LUTOKHUH
(manpumep, nomunentun IL) ¢ momompro mapsl nupponusmi-TPHK. B HekoTopbIx ciyuasx
PylRS nonyuarot u3 apxebakTepun, HanmpuMep, U3 METAHOT€HHOM apxebakTepuu. B HEKOTOpPbIX
cnydasix PylRS  monmyuaror u3 Methanosarcina barkeri, Methanosarcina mazei wiun
Methanosarcina acetivorans. UmmocrpatuBasie UAA, KOTOpbIe MOXKHO BCTPaUBaTh C TOMOLIBIO
napel nupponu3wi-TPHK, Bkirouaror 0e3 orpaHuueHus: amua- U KapOamar-3aMerneHHbIe
JIU3UHBI, Takue Kak 2-amuHO-6-((R)-TeTparunpodypan-2-kapOOKCaMUIO0)TreKCaHOBAs KUCTIOTA,
N-g-p-niponui- -u3uH U N-&-HUKJIOTeHTUIOKCUKAPOOHUII-| - TH3UH;, N-g-aKpUJIOUI- -TU3UH, N-
e-[(1-(6-auTpoden3o[d][ 1,3 ] nnOKCOI-5- 1T )3 TOKCH )KapOOHMII |- -TU3HH u N-e-(1-
METHJILUKIIONPO-2-eH-KapOOKCAaMHUIO)IM3UH. B HEKOTOpBIX  BapHaHTax  OCYIIECTBIICHHS
KOoHbIOTaThl IL-2, packppiBaeMble B JaHHOM JOKYMEHTE, MOTYT OBITb IOJy4YEHBl MyTEM
npuMmenenuss Pyl TPHK M. mazei, koropas CeNeKTUBHO HAarpy>Kaercss HEMPUPOIHOM
AMHHOKHUCIIOTOH, Takoi kak NO6-((2-a3umosTokcu)-kapOonmn)-L-nmmsuH (AzK), ¢ momorbto
nuppommsuia-TPHK-cunreraser M. barkeri (Mb PylRS). Cneumanucram B nmaHHOH oOnactu
TEXHUKHU M3BECTHBI M APYTHE CIOCOOBI, KaK, HampuMep, crocoOsl, packpeiTeie B Zhang et al.,
Nature 2017, 551(7682): 644-647.

B HexkoTOpBIX ciay4dasx HENPUPOAHYHD AMUHOKHUCIOTY BCTPAauUBAOT B LIUTOKUH,
OMUCAHHBI B JAaHHOM JOKyMeHTe (Hampumep, nosunentun IL), ¢ THOMOIIBIO CHHTETAa3bl,
packpsoitoii B US 9988619 u US 9938516. UnmoctparuBHbie UAA, KOTOpbIE MOKHO BCTPauBaTh
C TOMOIIBI TAaKUX CHHTETa3, MPEAyCMAaTPUBAIOT  Mapa-mMeTmiasuno-L-¢ennnananuy,
HENPUPOIHbIE AMHUHOKHCIIOTBL, COJEpKAlfe apajKujl, TeTePOLUKIII, TeTepOapalkuil, |
npyrue. B HeKoTopeIX BapuaHTax ocyuiecTBieHus Takue UAA BKIIOYAOT MUPUAII, THPA3UHUTL,
MUPA30JIMII, TPUA3OJIII, OKCA30JMJI, THUA30JWI, TUOPEHWI WIM APYrod rereponuky. Takue
AMUHOKHCJIOTBl B HEKOTOPBIX BapHUaHTaX OCYIIECTBIIEHHUS COAEp KaT a3uAabl, TETPa3UHbI WU
APYTYIO XUMHYECKYIO TPYIITY, CHOCOOHYIO K KOHBIOTALIMH C MAPTHEPOM IO COYETAHHIO, TAKUM
KaK BOJOPACTBOPHUMBII (pparMeHT. B HEKOTOPBIX BapHaHTaxX OCYINECTBJIEHHS TAKHE CHHTETA3bI
SKCIIPECCUPYIOTCS U MPUMEHSIOTCS 11st BcTpanBaHusi UAA B IUTOKUHBI In Vivo. B HEKOTOpPBIX
BapHaHTaX OCYILIECTBICHMs] TaKU€ CHHTETa3bl MpUMEHsIOTCsl 1 BcTpauBaHus UAA B
LIUTOKWHBI C MPUMEHEHHEM OECKIIETOYHOW CUCTEMBbI TPAHCIISILIUH.

B HekoTOpbIX chy4dasx HENPUPOAHYKD AMUHOKMCIOTY BCTPAauMBAlOT B LIUTOKUH,
OIMCAHHBIN B TAHHOM JOKyMeHTe (Hampumep, nojunentun IL), ¢ moMompio BcTpeyaromeics B
NpUPOZie CUHTETa3bl. B HEKOTOpBIX BapMaHTaX OCYLIECTBJIEHUS HENPUPOAHYIO AMHUHOKHUCIOTY
BCTPAMBAIOT B [IUTOKUH C MOMOIINBI) OPraHHU3Ma, KOTOPBIN SIBJSIETCS ayKCOTPO(HBIM MO OJHOMN
WIM HECKOJbKUM aMHMHOKHCIOTaM. B HEKOTOpBIX BapHMaHTax OCYLIECTBIEHHs] CHHTETa3bl,

COOTBETCTBYIOLIME ayKCOTPO(HOM aMHHOKHCIOTE, CHOCOOHBI 3arpy’kaTh COOTBETCTBYIOLIYIO
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TPHK HenpupoaHON aMMHOKHUCIOTONH. B HEKOTOpBIX BapuaHTax OCYIUECTBJICHHUS HENPUPOAHAs
AMHHOKHUCIJIOTA TIPEICTAaBJIIET COOOM CENeHOLMCTENH WM €ero NpoM3BOAHOE. B HEKOTOpBIX
BapUAHTaX OCYLIECTBIEHHs HEMPUPOAHAS AMHHOKHUCIIOTA MPEACTABISIET COOOH CENEHOMETHOHUH
WIHM €ro NMPOU3BOJHOE. B HEKOTOPBIX BapHUaHTAaxX OCYLIECTBJIEHUS] HENPUPOAHAs aMHUHOKHCIIOTA
npencTaBisier coOOi apOMaTHYECKYI0 aMHUHOKHCIOTY, TA€ apOMaTH4Yeckas aMHHOKHCIOTA
BKJIFOUAET ApWITaJOreHH], TakoW Kak Homua. B BapmaHTax OCYyIIECTBIIEHUS HENPUPOAHAs
AMHHOKHCJIOTA CTPYKTYPHO MOI0OHA ayKCOTPOPHOM aMHUHOKHUCIIOTE.

B HekoTOphIX cClydasx HENMpUPOAHAs AMHUHOKHCIIOTa BKJIKOYAeT HENPUPOIHYIO
AMHHOKHCJIOTY, TTOKa3aHHYIO Ha ¢ur. 1.

B HexoTOpbIX cydasix HEMPUPOIHAsS AMUHOKHUCIIOTA BKJIIOYAET MPOU3BOAHOE WIIU AHAJIOT
JM3UHA WK (eHWIaJaHuHA. B HEKOTOPBIX CllydasX HENPHUPOIHAs aMHHOKHCIIOTAa BKJIFOYAET
IIPOU3BOJHOE JIM3MHA WJIM aHAJOr JU3MHA. B HEKOTOpBIX cilydasx HeNpUpOAHAas aMUHOKHCIIOTA
BKJIFOUaeT nupposnsud (Pyl). B HEKOTOpBIX ciydasix HEMpUpOOHAs aMUHOKHCIIOTA BKJIIOYAET
NPOM3BOIHOE (peHUIIAIAHIHA WITH aHAJIOT (peHMIamaHnHa. B HEKOTOPBIX Clydasix HEeMpHpPOIHAs
AMHHOKHCJIOTA TIPENCTABIISIET COOOH HEMPUPOIHYI0 aMHHOKHCIIOTY, OMHMCcaHHyi0 B Wan, et al,,
"Pyrrolysyl-tRNA synthetase: an ordinary enzyme but an outstanding genetic code expansion
tool,” Biochim Biophys Acta 1844(6): 1059-4070 (2014). B HEKOTOPBIX ClydasiXx HEMPUPOAHAsS
AMHHOKHUCJIOTA BKJIOYAET HENMPUPOAHYIO aMHHOKHUCIOTY, MOKa3aHHYK Ha ¢ur. 2 (Hampumep,
¢ur. 2A u ¢ur. 2B).

B HekoTOpBIX BapuaHTax OCYIIECTBJIEHUS HENPUPOAHAs AMUHOKHCIIOTA BKIIIOYAET
HETPUPOHYI0 AMUHOKHUCIIOTY, TIOKa3aHHYI0 Ha ¢ur. 3A - ¢ur. 3D (amantupoBaHbl U3 TaOIUIIBI
1 m3 Dumas et al., Chemical Science 2015, 6, 50-69).

B HekOTOpbIX BapHaHTax OCYLIECTBJICHUs HENPUPOJHAs aMMHOKMCIIOTA, BCTPOCHHAs B
LINTOKHH, OMMCAHHbIA B JAaHHOM JOKyMeHTe (Hanpumep, nojumnentun IL), packpeiBaercs B US
9840493, US 9682934, US 2017/0260137, US 9938516 wmu US 2018/0086734.
HUnmoctpatusabie UAA, KOTOpblE MOXKHO BCTPAUBATh C MOMOILIBIO TAKUX CUHTETA3, BKIKOYAOT
napa-MeTunasuno-L-peHunananuy, apajKuwi, TeTePOLUKII M TeTEePOapaiKWi, a TaKkKe
HETPUPOJIHbIE AMUHOKHUCIIOTBI, MPEACTABISIOIUe OO0 MPOU3BOAHbBIE JH3MHA. B HEKOTOPBIX
BapuaHTax ocyuiecTBieHuss Takue UAA BKIIOYAIOT MNUPUAWT, MNHPA3UHWI, MHPA30JINII,
TPHUA30JIHJI, OKCA30JIHJI, THA3OIHII, THOPEHIIT UK APYrod rerepouuki. Takine aMHMHOKUCIOTHI B
HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHUS COAEP:KaT a3uibl, TETPA3UHbI WU APYTYIO XUMHUUECKYIO
IPYIINY, CHOCOOHYIO K KOHBIOTAIIMU C MAPTHEPOM IO COYETAHUIO, TAKUM KaK BOAOPACTBOPUMBIN
¢parmenT. B HekoTOpBIX BapuaHTax ocyiuecTBieHns UAA BKIIOUAeT a3ujl, MPUCOCTUHEHHBIN K
apoMaTH4ecKoMy (parMeHTy MOCPENCTBOM AJIKHJIBHOIO JIMHKepa. B HEKOTOpBIX BapuaHTax
OCYIIECTBJICHUS] AJIKWJIbHBIA JIMHKep mpencrtaBisier codoit ymHkep C;-Cjp. B HexoTopsIx
BapuaHTax ocyiuecTsieHuss UAA BKIIOYaeT TETPa3UH, NMPUCOECIUHEHHbIH K apoOMaTHUYECKOMY
(dparMeHTy mocpencTBOM AKUIIBHOTO JIMHKEpa. B HEKOTOpBIX BapuaHTax ocyuiecTBieHuss UAA
BKJIFOYAET TETPAa3WH, NPUCOCAMHEHHBIH K AapOMaTU4ecKoMy (parMeHTy IOCPENCTBOM
amuHorpynnel. B HekoTopblx BapuaHTax ocyuectsieHuss UAA BKIIOYaeT TETPas3uH,

NPUCOEINHEHHBI K apOMaTHYeCKOMY (parMeHTy IOCPEACTBOM aJKWJIaMHHOrpymnmel. B
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HEKOTOPBIX BapuaHTax ocyuiecTBieHuss UAA Bkrouaer a3suj, NPUCOECAUHEHHBbINH K KOHLIEBOMY
azoty (Hampumep, N6 u3 mpousBomHoro jusuHa, win NS, N4 wmm N3 U3 mpou3BOIHOTO,
cozepxkaliero 0ojiee KOPOTKYIO AJKHIIbHYIO OOKOBYIO II€Tb) OOKOBOH IENHM aMHHOKHCIIOTBI
NOCPEACTBOM AJKUJIBHONW Lienu. B HexkoTopeix BapuaHtax ocyuectsieHus UAA BKIOYaeT
TeTPa3UH, MPUCOETUHEHHBIH K KOHLIEBOMY a30Ty OOKOBOH LieMU aMHHOKHUCIIOTBHI MOCPENCTBOM
aNKWIbHON Lienu. B HeKOTOpeIX BapuaHTax ocyuiecTBieHuss UAA BKIFOYAaeT a3ul WK TETPa3HH,
NPUCOEAUHEHHBbI K aMuAy MOCPENCTBOM AJKUJIbHOIO JIMHKEpa. B HEKOTOpBIX BapuaHTax
ocymectBieHnss UAA mpencrasiseT coOOW a3uI- WM TETPA3MHCOIAEpIKAIUil KapOamar WiH
aMuj 3-aMHUHOAJIaHWHA, CEPUHA, JIN3MHA WM UX MPOU3BOAHOrO. B HEKOTOpBIX BapuaHTax
ocymectBieHnst Takue UAA BCTpauBarOT B LUTOKHUHBI in vivo. B HEKOTOpBIX BapuaHTax
ocywmectBieHus Takue UAA BCTPaMBAIOT B LIUTOKUHBI B OECKIIETOYHOH CUCTEME.

Konbrorupywomue pparmeHTsI

B omnpenenenHpIx BapuaHTax OCYIIECTBJICHUs B AAHHOM JOKYMEHTE DPACKPBIBAIOTCS
KOHBIOTHPYIOIHE (PparMeHThl, KOTOpPbIE CBSA3aHbI C OJAHUM HJIM HECKOJBKHMH LHUTOKHMHAMH
(marmpumep, unHTepneiikuHamu, IFN wimm TNF), onmcaHHbIME BbIlle. B HEKOTOPBIX Cirydasx
KOHBIOTHPYIOIMUN  (parMEeHT TMpeAcTaBisieT co0OH  MOJeKyly, KOTopas  HapyluaeT
B3aUMOJECUCTBUE LUTOKMHA C €ro peunentopoM. B HEKOTOpBIX Cily4asX KOHBIOTHUPYIOIIHH
¢dbparmMeHT npencrapisieT cobol OOy MOJEKYJy, KOTOpasl MPHU CBSI3bIBAHHH C LIUTOKHHOM
MO3BOJIIET KOHBIOraTy LUTOKMHA MOJYJUPOBAaTb MMMYHHBIH OTBET. B HEKOTOpBIX ciydasx
KOHBIOTHPYIOIUN (ParMeHT CBSI3aH C IUTOKMHOM IOCPEACTBOM KOBAJIeHTHOW CBsI3H. B
HEKOTOPBIX ~ CJIyyasiX ONMCAHHBI B JaHHOM JIOKyYMEHTE€ LIUTOKMH @PUCOENUHEH K
KOHBIOTHPYIOLIEMY (PparMeHTy € IMOMOIIBIO TPHUA30JIbHOM Tpynmbl. B HEKOTOpBIX ciydasx
OINUCAHHBIN B JIAHHOM JOKYMEHTE LUTOKWUH NPHCOEANHEH K KOHBIOTHPYIOIEMY (parMeHTy C
NOMOUIBI0 JUTHAPONUPHUAA3UHOBON WM NUPUAA3UHOBOM TIpyNmbl. B HEKOTOPBIX Cilydasx
KOHBIOTUPYIOLIMHA (pparMeHT BKJIIOYAeT BOJAOPACTBOPUMBIN momumep. B nmpyrux ciyuasx
KOHBIOTHPYIOIUNA (parMeHT BKJIOYaeT OeNloK WM ero cessbiBaomuii  (parment. B
JOTIOJTHUTEJIBHBIX CIIy4asX KOHBIOTHPYIOLINI (PparMeHT BKIOYAET MenTua. B TONOTHUTENbHBIX
CJIydasix KOHBIOTHUPYIOIUH (pparMeHT BKJIIOYAET HYKJIEHHOBYIO KUCIIOTY. B IOMONHUTENBHBIX
CJIy4dasix KOHBIOTUPYIOIIUN (PParMEeHT BKIFOUAET HEOOJBINYI0 MOJIEKYJy. B IOMONHUTENbHBIX
CITy4asix KOHBIOTHPYIOIUN (PparMeHT BKIIIOUaeT OMOKOHBIOTAT (Hanpumep, aroHucT TLR, Takoii
kak aronuct TLRI1, TLR2, TLR3, TLR4, TLRS, TLR6, TLR7, TLR8 wumu TLRY, wunu
cuHTeTn4yecku jurann, takon kak Pam3Cys, CFA, MALP2 , Pam2Cys, FSL-1, Hib-OMPC,
nomu I:C, momu A:U, AGP, MPL A, RC-529, MDF23, CFA wmm ¢narennus). B HEKoTOphIx
CJIydasix KOHBIOTUPYIOIIMH (parMEeHT YBEJIHMYMBAET BPEMs IOJNYKU3HH B CBHIBOPOTKE KPOBU
W/WM yIaydInaeT cTa0MIIbHOCTh. B HEKOTOPBIX Cilydasx KOHBIOTHPYIOLINH (parMeHT CHHKAeT
B3aUMOJIEIICTBHE LIWTOKMHA C ONHMM MM HECKOJbKUMH JOMEHAMH WJIH CyOBETUHHLIAMHU
peuenTopa NUTOKMHA. B JNONMOMHHUTENBHBIX CIy4asx KOHBIOTUPYIOIIMN (pparmMeHT OjOKHpyeT
B3aUMOJIEHCTBHE [IUTOKUHA C OJHUM HJIH HECKOJBKUMH JOMEHAMH WIH CyOBbETUHHIIAMU CBOETO
(cBOMX) KOTHATHOTO (KOTHATHBIX) penenTopa (penenTopos) MUTOKMHA. B HEKOTOpBIX BapuaHTax

OCYHIECTBJICHHS OMNCAHHBIC B JAHHOM HOKYMECHTC KOHBIOIaThl HUTOKHWHA COACPIKAT HECKOJIBKO
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KOHBIOTHPYIOIUX (parMeHTOB. B HEKOTOPBIX BapMaHTax OCYLIECTBICHHS KOHBIOTHPYIOLIHI
(dparMeHT npucoenUHEH K HEMPUPOAHON WM MPUPOTHOW aMUHOKHCIOTE B MENTHUAE [IUTOKHHA.
B HekoTOpBIX BapMaHTax OCYIIECTBJEHHS KOHBIOraT LIUTOKHMHA COAEPKUT KOHBIOTUPYIOLIUI
¢parMeHT, NPUCOEAMHEHHBIH K MNPUPONHOW aMHUHOKHMCIOTE. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHUS] KOHBIOTAT LIUTOKMHA MPUCOECAUHEH K HENMPUPOAHOU aMHUHOKHUCIIOTE B MENTUAEC
LIUTOKMHA. B HEKOTOPBIX BapHaHTaX OCYINECTBIIEHHS KOHBIOTUPYIOLUIHH (PparMeHT NPUCOETIUHEH
K N- miu C-KOHIEBOH aMMHOKHCJIOTE INENTHAAa LUTOKMHA. B TaHHOM JOKyMEHTE PacKpBITHI
pa3Nu4Hble KOMOWHALIMU  CAaWTOB, HANpUMEP, TMEPBbIH KOHBIOTHPYIOLUIUH  (QparMeHT
MIPUCOEANHEH K HEeTPUPOAHON WM MPUPOAHON aMHUHOKHCIIOTE B MENTHUIE LIMTOKHHA, a BTOPOH
KOHBIOTHpYOIUi ¢parMeHT npucoequHeH K N- win C-KOHIEBOH aMHHOKHCIIOTE MENTHIA
LIUTOKWHA. B HEKOTOpBIX BapUaHTAX OCYLIECTBJIEHHS OIMH KOHBIOTUPYIOIIUN (parMeHT
NPUCOCIMHEH K HECKOJIbKMM OCTaTKaM MeNTHIa LUTOKKHA (Hampumep, K nerie). B HekoTopsix
BapPHUAHTAX OCYIIECTBJICHUS KOHBIOTHPYIOUIUH (parMeHT mpucoequHeH kak Kk N-, tak u k C-
KOHLIEBOM aMHHOKHCJIOTE NENTUAA IUTOKUHA.

Booopacmeopumvie nonumepoi

B HekoTOpeIX BapuaHTax OCYIIECTBJEHUS ONHCAHHBIHI B JAHHOM JIOKyMEHTe
KOHBIOTHPYIOIUN (pparMeHT mpeacTasiisieT coO0H BOAOPACTBOPUMBIN MojuMep. B HEKOTOPBIX
clly4asx BOAOPACTBOPUMBIM  IONMMEp  SBJSAETCS  HEMEeNTUIHBIM, HETOKCHYECKHM H
OMONOrnYeckn COBMECTHMMBIM. B KOHTEKCTE HaHHOrO JOKYMEHTa BELIECTBO CUHTAETCS
OHMONIOrNYeCK! COBMECTUMBIM, €CJIH TOJe3Hble 3P(PEKThI, CBI3aHHBIE C MPUMEHEHHUEM BEIEeCTBA
OTAENIbHO WJIM BMECTE€ C APYTUM BEIIECTBOM (HAIpUMep, aKTHBHBIM CPEICTBOM, TaKHUM Kak
(¢parMeHT LIUTOKMHA) B COYETAHUU C SKUBBIMU TKaHSAMH (HampuMep, IPHU BBEIACHUU MALUEHTY),
npeBocXonmaT JiroOble BpeaHble 5((QEeKTbl MO OLEHKe KIMHULKCTA, HampuMmep, Bpaua,
TOKCHUKOJIOTA WJIM CIHENMAINCTa 1O KJIMHMYECKOH paspaborke. Kpome TOro, B HEKOTOPBIX
Clly4asx BOJOPAaCTBOPUMBII IMOJUMEp SBJISIETCS HEMMMYHOT€HHbIM. B HEKOTOpBIX Ciydasx
BEIIIECTBO CUUTAETCS HEMMMYHOTEHHBIM, €CJIU TMPEANoiaraéMoe IpUuMeHeHHe BEeIeCTBa in Vivo
HE BBbI3bIBAET HEXKEJATEIbHBII UMMYHHBIH OTBET (HANpUMep, aHTHTEI000pa30BAHKE) WUJIH, €CITH
UMMYHHBII OTBET BO3HMKAET, TO TAaKOM OTBET HE CUYMTAETCA KIMHUYECKH 3HAYUMBIM WU
BAXHBIM IO OLEHKE KJIMHHUIMCTA, HAIpUMep, Bpada, TOKCUKOJIOra WIM CHIELHAINUCTA IO
KJIMHUYECKOH pa3paboTke.

B HexoTOpBIX cly4asXx BOAOPACTBOPUMBIN IONHMMEp XapaKTepU3yeTCs HaJIUdHueM OT
npuOMm3uTeNbHO 2 1o mpudamsuTenbHo 300 koHIOB. MInmrocTpaTHBHBIE BOIOPACTBOPUMBIE
NOJIMMEPBl  BKIFOYAOT  0e3  OrpaHuYeHus  NOJH(ANKWIEHTIHMKONHM),  TaKHe  Kak

nonmsTieHrnukons ("PEG"), momu(nporunenrnukons) ("PPG"), comonmumeps! 3THIEHITTHUKOISA

2

U TIPONMJIEHTIIMKONS U T. I1., TOJH(OKCHU3THIMPOBAHHBIN MONNON), MONU(0JIeQHHOBBINA CITUPT),

MO BUHIIITUPPOIUIOH), NOJH(TUIPOKCHANKHIIMETAKPIIIAMHIT ),
NOJTH(TUAPOKCHATKUIMETAKPHUIIAT), NoJin( caxapuel), NOJTH(OL- THAPOKCUKHCIIOTA),
NOJIH( BUHUJIOBBIH CIIHPT) (PVA), MOJINAKPUIIAMUT (PAAm), nomm(N-(2-

T'UPOKCUIIPOTINIT)METAKPUIIAMUL)) (PHPMA), MOJIMMETUNAKPUTIAMU]T (PDAAmM),
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nonudocdazeH, nomokcasonussl ("POZ") (xoropbie onucansl B WO 2008/106186), momm(N-
aKpUIOUIMOP(}OINH) U KOMOMHALINY JIFOOBIX U3 BhIIIENEPEUNCIEHHBIX.

B HekoTOpBIX cCiaydasx BOAOPACTBOPUMBIM MOJIMMEP HE OrPaHUYeH KOHKPETHOU
CTPYKTYypOii. B HEKOTOpBIX ciydasix BOAOPACTBOPUMBIM NOJUMED SIBISETCS JIMHEHHBIM
(HanmpuMmep, K3IMUPOBAHHBIM Ha KOHIE, Hampumep, ankokcu-PEG mnm OudyHKIMOHATBHBIA
PEG), pasBeTBieHHBIM WJIHM MHOrOJNy4eBbIM (Hampumep, pasasoeHHbli PEG wmmm PEG,
NPUCOENUHEHHBI K SIAPY TMOJHONA), XapaKTepu3yeTcs ACHAPUTHbIM (MM 3BE3JYaThIM)
CTPOEHHUEM, KaXblii C OTHON MJIM HECKOJbKUMH Pa3pylIaeMbIMH CBs3sIMU Win Oe3 Hux. Bosee
TOTO, BHYTPEHHSISI CTPYKTYpa BOIOPACTBOPHMOTO MOJUMEPA MOXKET OBITh OPraHM30BaHA B BUJIE
M000r0 KOJIMYECTBA PA3JIUYHBIX TMOBTOPSIOIIUXCS TATTEPHOB M MOXeT ObITh BbIOpaHa U3
IPYNIbI, COCTOALIEH M3 TOMONOJMMepa, YepedyoINerocs COMOJUMepa, CTaTUCTUYECKOTO
cormonuMmepa,  OJIOK-COMOJMMEpa,  YEepPEenyIOLIerocs  TPUIIOJUMEpa,  CTATHCTHYECKOTO
TPUIIOIUMEPA U OJIOK-TPUTIOTUMEPA.

B  HekoTOpBIX cCiy4asiX  BOAOPACTBOPUMBIM  MOJUMEDP MPENCTABIECH  AJIMHOU
MOBTOPSIFOLIMXCS MTOJIMMEPHBIX 3BEHBEB, HAIPUMEp, YUCJIOM N 3BEHbEB MOJUATHIEHINUKONA. B

HEKOTOPBIX CJIy4asiX BOAOPACTBOPUMBIN MOJUMEP UMEET CTPYKTYPY

,_ﬁa/\@/{v

, T7l€e BOJHUCTOM JIMHUEW IOKAa3aHO MPUCOEAUHEHHE K

JUHKEPY, PEaKLMOHHOCIIOCOOHOH TpyIie WM HeIPUPOAHOH aMHHOKHCIIOTE, U N COCTaBJsieT |-

5000. B HEKOTOPBIX Cily4asix BOAOPACTBOPUMBII MOJIUMEP UMEET CTPYKTYPY

(Cap] WOA%,GN 4«0/‘%
n

JMHKEPY, PEeaKLUHOHHOCHOCOOHOW Tpymme WM HenpupomHod amwuHokuciore, "Cap"

, TaeC BOJIHUCTOM JIMHUEH MOKAa3aHO MNPUCOCOAUHECHUEC K

npeAcTaBisieT co0oi KANMMUPYOLyro rpymnmny (Hanpumep, Takyro kak -OCHjs, -O(C-Ceankuin), -
SMe, -S(C;-Cgankun), -COH, -CO(Ci-Cgankui), -CONH,, -CONH(C;-Cgankun), -CON(C;-
Ceanmkun), -NHp, -SH wmu OH), u n cocraBiser 1-5000. B HeEKOTOpBIX BapHaHTax
ocyuecTBieHus: n cocrasisier 100-2000, 200-1000, 300-750, 400-600, 450-550, 400-2000, 750-
3000 umm 100-750. B HEKOTOPBIX BapHaHTAaX OCYINECTBJICHHUS N COCTABISIET MPHOIU3HTENIBHO
100, 200, 300, 400, 500, 600, 700, 800, 900 wmmu npubmuzurensHo 1000. B HexoTOpBIX
BapHaHTaxX OCYILECTBJEHUs N COCTaBJsieT 1o MeHblue mepe 100, 200, 300, 400, 500, 600, 700,
800, 900 mnu no menbment mepe 1000. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHs N COCTABJISET
He Oomnee 100, 200, 300, 400, 500, 600, 700, 800, 900 umm He Oonee 1000. B HekOTOpPBIX
BapHaHTaX OCYILLIECTBJICHUs N MPEACTABIIEH KaK CPeHss JUIMHA BOAOPACTBOPUMOIO MOJIUMEpPA.

B HexkoTOpBIX BapuaHTax OCYILECTBJIEHMsI CpeAHEBeCOBas MOJEKYJspHas Mmacca
BOZIOPACTBOPUMOTro mojimmepa B koHbtorate IL-2 cocrasisier oT npubiusurensHo 100 manbToH

no npubmmsurensHo 150000 manbsroH. MiumocTpaTHBHBIE IUANA30HbBI BKJIOYAIOT, HANpUMeEp,

CpeIHEBECOBbIE MOJIEKYJISIpHbIE MacChl B auama3oHe ot Oosnee 5000 pmambToH 10
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npubnusutensHo 100000 nanbTOoH, B auamasoHe OT mnpuOmmsurenbHo 6000 manbTOH 10
npubnusutensHo 90000 pmaneTOH, B AuamnazoHe or mnpubmusurtensHo 10000 manbTOH 1O
npubnusutensHo 85000 manpToH, B nuanasoHe ot Oonee 10000 nanbToH A0 MPHUONIHU3HUTENBHO
85000 manpToOH, B muamnazoHe oT npuOimsurensHo 20000 manbToH n0 mpubamsurensHo 85000
JaNbTOH, B AMANa3oHe oT npubmusutenasHo 53000 nansToH 10 npubausurensHo 85000 nanbToH,
B AuanazoHe or npubmmsutensHo 25000 mansroH mo mpuOnusurensHo 120000 nansToH, B
auanasoHe oT mnpuonusurensHo 29000 mansroH o mpubmmsurensHo 120000 naneTOH, B
nuana3oHe ot npudausuTenbHo 35000 manbToH Ao npubausutenbHo 120000 maabTOH U B
nauanaszoHe ot npudnusutenbHo 40000 naneToH no npudmmsureabHo 120000 nambToH.

HNnnroctpaTuBHBIE CPEAHEBECOBBIE MOJIEKYJISIPHBIE MACChl BOIOPACTBOPUMOIO NOJIUMEpa
BKJIFOYAIOT 3HAYEHHUs, COCTaBjsoune npudmmsurenbHo 100 maneToH, mpuOmusutensHo 200
nanbToH, npudamsutensbHo 300 nanbToH, npudmmsuteabHo 400 nansToH, npudamsuTensHo SO0
nanbToH, npubamsuTensHo 600 nanbToH, npudmm3uTeabHo 700 manbToH, NpUOIM3UTENBHO 750
nanbToH, npubnusutensHo 800 maneToH, npudamsurensHo 900 naneToH, npudausuTensHo 1000
naneToH, npudmmsutensHo 1500 manbron, mpuOmmsutensHo 2000 nanbTOH, MPUOIM3UTEIHHO
2200 pmaneroH, mnpuOmusurensHo 2500 manbroH, npubmmsurensHo 3000  manmbTOH,
npubnusutensHo 4000 nmanbroH, npubmusutenvHo 4400 nmanbToH, mpubIM3UTENHEHO 4500
nanbToH, nmpudmusutensHo 5000 nmaneroH, npuOmM3uTensHO S500 manbTOH, MPUOIUSUTEIHHO
6000 nampron, mpubmusutenbHo 7000 manmeroH, npuOMM3HTensHO 7500  HanmbBTOH,
npubnusutensHo 8000 manbroH, npuOmsurensHo 9000 manbToH, mpubmusuTensHO 10000
nanbToH, npuomusurenasHo 11000 nanbron, npudamsurensro 12000 nanbToH, MPUOIH3UTEIBHO
13000 pmaneroH, npubnusurenvHo 14000 nanbToH, mnpuOmM3uTEnbHO 15000 HanpTOH,
npubmmsutensHo 20000 naneroH, npubnusurenbHo 22500 manbroH, mpubmamsurensHO 25000
nanbToH, npuonusuTeasHo 30000 nanbToH, npubdausutenbHo 35000 nanbTOH, MPHOIU3UTETHHO
40000 panmproH, mnpuOmusurenbHo 45000 pmanbToH, mnpubmm3uTensHO S0000  mANBTOH,
npubnusutensHo 55000 manbToH, mpuOmusuTenbHo 60000 nanbroH, mpubOaM3HTEaHPHO 65000
nanbToH, npubdausutensHo 70000 nanasToH u npubmusutenbHo 75000 manpToH. Takske MOXKHO
NPUMEHSITh ~ PA3BETBJCHHBIE  BAPHAHTHI  BOJAOPACTBOPUMOrO  moyuMmepa  (Hampumep,
pPa3BETBJIICHHBI BOAOPACTBOPUMBIM MONMUMEpP C MOJNEKyJsapHbIM BecoM 40000 panbToOH,
COCTOSIIIMK U3 JIBYX MOJIMMEPOB C MOJEKYJsipHbIM BecoM 20000 HaNbTOH), UMEFOIIHE OOIIHiA
MOJIEKYJSIPHBIA BEC JIFOOOTO M3 BBILICTIEPEUUCIIEHHBIX. B OMHOM HIJIM HECKOJNBKHX BapHaHTAX
OCYIIECTBIIEHHsI KOHBIOrar He Oynmer coxmepkarb Kakux-nubo ¢parmenroB PEG,
MPUCOEIMHEHHBIX, HETIOCPENCTBEHHO WK onocpenoBaHHo, Kk PEG, uMeromemy cpenHeBecOBOM
MOJIEKYJIIPHBINA BeC MeHee uyeM npudnmsutebHo 6000 naabToH.

Kak mpasuno, PEG Oynyr comepxarb psim moHomepoB (OCH,CH;) [wnu mMoHOMEpOB
(CH,CH,0), B 3aBucumoctu oT Toro, kak ompenensercs PEG]. Ilpumensemoe B IaHHOM
JOKYMEHTE KOJIMYECTBO TMOBTOPSIIOIIMXCS 3BEHbEB O0O3HA4aeTcss UWHAEKCoM "n" B
"(OCH2CHy),". Takum obOpa3om, 3HaueHHe (n) OOBIMHO TOMAAAaeT B OAWH WK HECKOJIBKO M3
CIeNYIOIUX JUana3oHoB. OT 2 1o mnpudbmusurenbHo 3400, or npubmmsurensHo 100 mo

npubnusutensHo 2300, ot npubnusutensHo 100 no npubimsurensHo 2270, OT MPUOIU3UTENBHO
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136 no mpubmmsurensHo 2050, ot npubnusutensHo 225 no npubnusurensHo 1930, ot
npubnusuTensHo 450 no nmpubmmsutensHo 1930, ot npubnusurensHo 1200 10 MpUONIU3UTENBHO
1930, or npubnusurenpHo 568 no mnpubnusurenbHo 2727, or mnpubnusutenbHo 660 110
npubnusutensHo 2730, ot npubnusutensHo 795 no npubausurensHo 2730, OT npuOIM3UTENBHO
795 no mpubnusurensHo 2730, or mpubmusutenpHo 909 no npubmmsurensHo 2730 u oT
npubmmsutensHo 1200 no mpubnmsurensHo 1900. Jlns moboro maHHOro mnonumepa, A
KOTOPOTO H3BECTEH MOJIEKYJSIPHBIH BEC, MOXXHO OINPEAETUTb KOJINYECTBO MOBTOPSIOLINXCS

'

3BeHbeB (T.e. "n"), pasmenuB OOMIMI CPETHEBECOBOH MOJIEKYJISIPHBIM BeC TMOJUMEpPa Ha
MOJIEKYJIIPHBIN BEC MOBTOPSIOLIETOCS MOHOMEpA.

B HexoTOpBIX BapuaHTax OCYIIECTBJICHHS BOJOPACTBOPHUMBIN MOJUMEP MNPENCTABISAET
co0oli monuMep, K3MIUPOBAHHBIN Ha KOHIIE, TO €CTh MOJHMEp, UMEIOIIUI M0 MEHbLIEH Mepe
OIUH KOHeL], K3MMHPOBAaHHBIH OTHOCHUTENILHO WMHEPTHOM rIpynmoH, Takod kak Husmas Cj.
GAIKOKCUTPYIIIIA WM THAPOKCWIbHas rpynma. Korma mommumep mnpexncrasiser coboit PEG,
HarpuMep, MOXXHO PUMeHATbh MeTOKCU-PEG (00prarO HaspiBaemblii mPEQG), koTopsIii siBISIETCS
nuHeiHOU ¢dopmoit PEG, rme oamH koHel monumepa mpencrasisier coboii metokcu(-OCHj3)-
IPyIy, TOTAa Kak JPyrodl KOHEL TMpencTaBisieT COOOH THAPOKCHI WIH APYIYIO
(YHKIMOHATBHYIO TPYIINY, KOTOpask HE0Os3aTeIbHO MOXKET ObITh XMMUYECKH MOIU(UIIPOBAHA.

B Hexoropbix BapuaHTax ocyiuectsieHus rpynna PEG, copepxainasics B KOHbIOTATax
IL-2, packpbIBa€MbIX B JAHHOM AOKYMEHTE, SIBJISIETCS] IUHEWHOM WM Pa3BETBIECHHON IPyIION
PEG. B HexoTOprIX BapuaHTax ocyuiectieHus rpynna PEG sBnsercs nuneiinoi rpynnoii PEG.
B HekoTOpeIX BapuaHTax ocyiuectsieHus rpynna PEG ssnsercs passersnenHoi rpynnoii PEG.
B Hexotoprix BapuanTax ocyumectsieHus rpynna PEG ssnserca rpynmoii metrokcu-PEG. B
HEKOTOPBIX BapHaHTax ocyliecTBieHus rpynna PEG sBasercs nuHeHON WM pa3BETBIECHHOU
rpynmnoii Merokcu-PEG. B Hekoropeix Bapuantax ocyiuectieHusi rpynmna PEG sBnsercs
nuHeliHON rpynmnoit merokcu-PEG. B HexoTopbix BapuaHrtax ocymectsieHus rpynna PEG
SIBJIIETCSL pa3BeTBJICHHON rpynmnoil MeTokcu-PEG. B HekoTOphIx BapuaHTax OCYIIECTBJICHUS
rpynna PEG sBnsiercss nuHeiHON nimm passersyieHHoM rpynmnoit PEG co cpenneli MonekyisipHOi
maccoil ot mnpubmmurensHo 100  maneroH nmo  npuOmmsurensHo 150000 mambTOH.
HNnnroctpaTuBHbBIE AMANa30HbI BKIIOYAIOT, HAPUMED, CPEIHEBECOBBIE MOJIEKYJISIPHBIE MACChI B
nuanasone ot Oonee 5000 manbToH 0 mpudau3uTeapbHo 100000 nanbTOH, B aUANa3OHE OT
npubnusutensHo 6000 nmaneroH mo mpuOmmsurensHo 90000 nanbTOH, B JMAma3oHE OT
npubnusutensHo 10000 maneToH 1o mpubamsutensHo 85000 manbTOH, B AMamnasoHe OT Oojee
10000 manbroH mo mpubmusureapbHo 85000 manbToH, B AuamazoHe oT mpubmmsurensHo 20000
nanbToH A0 npubmmsureapbHo 85000 nanpToH, B AuamasoHe oT mpudausutenbHo 53000 nanbToH
no npubmusurenpbHo 85000 manbTOH, B Auama3oHe OT mpuOmmsutenbHo 25000 manbTOH 1O
npubnusutensHo 120000 manpTOH, B AmManaszoHe OT npubmusutenpbHo 29000 nmanbToH 10
npubnusutensHo 120000 manpTOH, B AMamnazoHe OT npubmmsutenbHo 35000 naneToH 10
npubnusutensHo 120000 manpTOH W B amamazoHe oT npubnusutenpHo 40000 nmanbToH 10
npudmmsuTensHo 120000 manmpron. MILTIOCTpAaTUBHBIE CPEIHEBECOBBIE MOJEKYJSIPHBIE MAaCChI

ana rpynnel PEG  BrmrouaroT 3HaueHus, cocrasisitomue npudnusurensHo 100 manbToH,
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npubnusutensHo 200 manbToH, npubausurenbHo 300 manbToH, npubmmsutenbHo 400 DambTOH,
npubnusutensHo 500 manbToH, mpubausurenbHo 600 nanbToH, npubmmsuTenbHo 700 DambTOH,
npubnusutensHo 750 manbToH, mpubnusurensHo 800 manpToH, npubnusuTensHo 900 nanbToH,
npubnusutensHo 1000 nmanbroH, npubnusutensHo 1500 nanbroH, npubmausurensHo 2000
nanbToH, nmpubmmsurenbHo 2200 nanbToH, npuOmM3nTeabHo 2500 nanbTOH, MPUOIU3UTENBHO
3000 pmanbroH, mnpubmusurensHo 4000 maneroH, npuOIM3MTEnbHO 4400  mANBTOH,
npubnusutensHo 4500 nmanbron, npubmusutTensHo 5000 nmanbToH, mpubAM3UTENHPHO 5500
nanbToH, npubmusutensHo 6000 nmanbToH, npuOmusuTenbHo 7000 manbTOH, MPUOIH3UTETHHO
7500 nmanbron, mpubmusutenbHo 8000  manmeroH, npuOmM3uTensHo 9000  manmbTOH,
npubnusutensHo 10000 manbToH, npuOnmsurensHo 11000 nanbron, mpubnusutensHo 12000
nanbToH, npuommsurenabHo 13000 manbToH, npudiamsurensao 14000 nanbToH, MPUOIU3UTEITHEHO
15000 pmaneroH, npubmusutensHo 20000 nanbToH, mnpuOMM3HTENBHO 22500 HaNmBTOH,
npubnusutensHo 25000 manbToH, mpubmmsurensHo 30000 maneroH, mpubmusuTensHO 35000
naneToH, npuonmsureabHo 40000 nanbToH, npudam3uTensHo 45000 nanbTOH, MPUOIU3UTEIHEHO
50000 pambron, mnpubmmsuTrenpHo 55000 pampToH, npuOmmsuTensHo 60000 mANBTOH,
npubnusutensHo 65000 manbToH, mpuOmmsuTensHo 70000 manbroH, mpubmusuTensHO 75000
nanbToH, npuommsurenasHo 80000 manbToH, npudamsurensao 90000 nanbToH, MPUOTU3UTEITHEHO
95000 maneroH u npubdamsuteapbHo 100000 manbToH. B HEKOTOPBHIX BapHaHTaX OCYIIECTBIICHHS
rpynna PEG sBnsiercs nunetinoit rpynmnoit PEG co cpenneit MonexkynsipHON Maccoi, pacKpbITOi
Bbllle. B HekoTOpeIX BapuaHTax ocyuiecteieHus rpynna PEG sBnsercss pa3BeTBIIEHHOM
rpynnoii PEG co cpenHeli MOnekysipHON Maccol, pacKpbITON Bblllle. B HEKOTOpPBIX BapUaHTax
ocywectBieHusi rpynna PEG, coxepxkamasics B koHbroratax 1L-2, packpbiBaeMbIX B JaHHOM
NOKYMEHTE, SBJISETCS JIMHEMHOW wiM pa3BerBieHHoi rpynnoii PEG ¢ onpenenenHoit
MoJIeKyJsipHOH Maccor £+ 10%, umm 15%, wmu 20%, wnu 25%. Hanpumep, B 00beM HacTOSIIErO
n3o0peTeHust BKJIIOYEeHBl KOHBIOTaThl 1L-2, comepamme rpynny PEG, umeromyro
MoJiekyJisipHyro maccy 30000 Jla + 3000 [la, wim 30000 Jda + 4500 [a, unu 30000 da £ 6000
Ha.

B Hexoropwix BapuaHTax ocyiuectsieHus rpynna PEG, cogepxamasics B KOHbIOTATax
IL-2, packpbIBa€MbIX B JAHHOM AOKYMEHTE, SIBJISIETCS] TUHEWHON WM Pa3BETBIEHHON IPyINION
PEG co cpenHeli MonekyisipHO Maccoli ot npubmmsutensHo  S000  mambTOH 0
npubnusutensHo 60000 nmanbToH. B HekoTOpRIX BapuaHTax ocymectsieHuss rpymmna PEG
SIBJIsIETCS JTMHENHONW win pa3BeTBieHHON rpynmnoil PEG co cpenHeill MonekyisipHOM Maccol,
cocraBisitomeit  mpuOmmsurensHo  S000  mameroH, npuOmm3uTensHo 5500  manbTOH,
npubnusutensHo 6000 nmanbToH, npubmusutenvHo 7000 nmanbToH, mpubmM3UTENHEHO 7500
naneToH, npubdmusutensHo 8000 manbToH, mpuOmm3uTensHo 9000 nanbTOH, MPUOIH3UTEIHHO
10000 pmaneroH, mnpubmusutenvHo 11000 nanbron, mnpubmmsurensro 12000  ngambTOH,
npubnusutensHo 13000 manbToH, mpuOmmsurensHo 14000 nanbron, mpubmmsutensHO 15000
naneToH, npuommsurenabHo 20000 nanbToH, npudan3uTensHo 22500 nanbToH, MPUOIU3UTETHEHO
25000 pmanproH, npubnusutensHo 30000 nanbroH, mnpubmM3uTensHO 35000  HanbTOH,

npubnusutensHo 40000 nmanbToH, npubmmsurensHo 45000 panbroH, nmpubausutensHO 50000
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nanbToH, npuonmsuTenabHo 55000 manbToH, mpudamsurensHo 60000 nanbToH, MPUOTU3UTETHEHO
65000 pmaneroH, mnpubausurenpHo 70000 panbToH, mnpuOMM3HTENHHO 75000 HanmpTOH,
npubnusutensHo 80000 manbToH, mpuOmusurensHo 90000 manbroH, mpubnusutensHO 95000
nanbToH U npubnusurensHo 100000 nanpToH. B HEKOTOPBIX BapHaHTax OCYINECTBJIEHUS IPyINa
PEG npencrasisier co0oli JuHEHHy0 Wi pa3BerBieHHyto rpynny PEG, uMeromyo cpemaHiow
MOJIEKYJSIPHYIO MacCy, COCTaBISIOLIYK npubam3utesbHo 5000 nanbToH, MPUOTHU3UTETHHO
10000 paneron, mnpubmusurensHo 20000 npanpToH, npuOmM3uTenbHO 30000  HaNBTOH,
npubnusutensHo S0000 nmaneroH wiam npubmusutensHo 60000 nanbToH. B HEKOTOPBIX
BapuaHTax ocyuiectsienus rpynmna PEG npeacrasisier coOoii THHEWHYIO MM Pa3BETBICHHYIO
rpynny PEG, umeronyro CpeaHIO MOJEKYISPHYIO MAacCy, COCTABJISIOLIYIO MPHOIU3HTENBHO
5000 nanbron, mnpuOmmsurensHo 30000 mambroH, npubaM3uTENPHO 50000 HaNBETOH WM
npubnusutensHo 60000 nmanbToH. B HekoTOpRIX BapuaHTax ocymectsieHuss rpymmna PEG
npeacTaBisier coOoil nuHelHyr rpynny PEG, MMy CpPeaHIO MOJIEKYJISPHYIO Maccy,
cocraBisitonnyro  npubnusureapHo  S000  mambron, mpubmusutensHo 10000 manbToH,
npubnusutensHo 20000 manbToH, mpuOmusurenbHo 30000 nanbroH, mpubOmmsuTensHo S0000
nanbToH wWiu npudmmsurensHo 60000 nanbToH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
rpynia PEG mnpencraensier coboii pasBeTBieHHyro rpymmny PEG, uMmenmyr CpeaHror
MOJIEKYJIIPHYIO MAacCy, COCTaBJsiIolIyro mpudausutenbHo 5000 nanbToH, NPUOIH3UTENBHO
10000 pmaneroH, npubmusutenvHo 20000 nanbToH, mnpuOmM3HTENsHO 30000 HamETOH,
npubnusuTensHo 50000 manpToH WK npuomM3uTenbHo 60000 nanbToH.

B HexoropbIx BapuaHTax ocyiuectsieHus rpynna PEG, copepxaimasics B KOHbIOTATax
IL-2, packpbiBaeMbIX B JAHHOM JIOKYMEHTE, sIBJIsieTCs JIMHENHHOH rpynmnoil merokcu-PEG co
CpeaHel MOJIEKYJIIpHON Maccoi ot mpubnusutensHo S000 panbToH 10 npubdausutensHo 60000
nanbToH. B HekoTOphIX BapuaHTax ocyiuecTBieHus rpynna PEG sBnsercs nuHeiHOH rpynmnoit
metokcu-PEG co cpenmHell MOJEKyJNsipHOH Maccoi, cocraBisiromed mnpudmmsurensHo 5000
nanbToH, npubmusuTensHo 5500 manbToH, mpuOmusuTenbHo 6000 NaabTOH, MPUOTU3UTETHHO
7000 nmambroH, mpubmusuTenbHo 7500  pmanmeroH, npuOmmsuTensHo 8000  manmbTOH,
npubnusutensHo 9000 manbToH, mpuOmusutenbHo 10000 mampToH, mpubmmsurensHo 11000
nanbToH, npuonmsureabHo 12000 nanbToH, npudamsurensro 13000 nanbToH, MPUOIU3UTETHEHO
14000 panproH, mnpubmusureapHo 15000 naneroH, npubmusutenpHo 20000 nmanBTOH,
npubnusutensHo 22500 manbToH, mpuOmusutenbHo 25000 nanbroH, mpubmmsuTensHo 30000
nanbToH, npuonmsuTenasHo 35000 manbToH, npudamsurensao 40000 nanbToH, MPUOIHU3UTEIHEHO
45000 pmanproH, mnpubmusuTenbHo S0000 pmaneroH, mnpubmusuTenpHO S55000  anbTOH,
npubnusutensHo 60000 manbToH, mpuOmusuTenbHo 65000 nanbroH, mpudmm3uTeasHO 70000
nansToH, npuommsuTenasHo 75000 manbToH, npudamsurensao 80000 nanbToH, MPUOIU3UTETHEHO
90000 nmanbroH, mpubmmsuTenpHO 95000 nampToH M mpubmusurensHo 100000 mansToH. B
HEKOTOpBIX BapHwaHTax ocymectsienus rpynna PEG npencrasnser coOoil nuHEHHYHO Trpymnmy
meTtokcu-PEG, nmermyo CpeaHiorn MOJEKYJSIPHYIO MacCy, COCTABISIFOIIYIO MPHOIU3UTENIBHO
5000 pmanproH, mnpubamsurenpHo 10000 pmaneroH, mnpubmusutensHOo 20000  HaNBTOH,

npubnusutensHo 30000 nanbToH, mpubdausutenbHo S0000 nanpToH Mim npudausuTensHo 60000
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nanbToH. B HexoTopbIx BapuaHTax ocyuiectsieHus rpynna PEG sBnsercs nuHelHON rpynmnoi
meTokc-PEG co cpemHelt MoJjiekyJsipHOM Maccoil, cocramisiromiel npubmusurensao 5000
naneToH, npubnusurensHo 30000 manbToH, mnpuOmm3urensHo S0000  manbTOH WM
npubnusutensHo 60000 nanbToH. B HekoTopeix BapuaHTax ocyumectsieHus rpymmna PEG
npencTaBisier coOoi JnHelHy rpynny MeTokcH-PEG, mMMeromyoo CpemHon MOJIEKYJSIPHYIO
Maccy, COCTaBJSIOLIy mpubnusurenbho S000 manbToH, mpubdmmsurenabHo 10000 manbToH,
npubnusutensHo 20000 manbToH, mpubnusutenbHo 30000 nanbroH, mpubamsureasHo 50000
nanbToH Wi npubmmsureabHo 60000 nanbToH. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHS
rpynna PEG sBnsercs nuneliHoi rpynmnoii metokcu-PEG co cpeaneit MonekyisipHO Maccoii
npubnusutensHo S000 nanbToH. B HEKOTOpBIX BapuaHTax ocymecTBieHusi rpynmna PEG
sSBsieTCsl  JUHEeWHOM rpynmoit  metokcu-PEG  co  cpemgHelt  MonekynsipHOW — Maccou
npubnusutensHo 10000 manbToH. B HekoTOpeIx BapuaHTax ocymectsieHuss rpymma PEG
SBJsieTCsl JMHEeWHOM rpynmoit  metokcu-PEG  co  cpemgHelt  MonekynsipHOM  Maccou
npubnusutensHo 20000 manbToH. B HEkOTOpBIX BapuaHTax ocymectsieHuss rpymmna PEG
SBJsieTCsl  JUHEeWHOM rpynmoit  metokcu-PEG  co  cpemgHelt  MonekynsipHOWT  Maccou
npubnusutensHo 30000 manbToH. B HekoTOpBIX BapmaHTax ocymectieHus rpynma PEG
SBJsieTCsl  JuHeWHOM rpynmoit  metokcu-PEG  co  cpemgHelt  MonekynsipHOMT  Maccou
npubnusutensHo 50000 manbToH. B HekoTopeIx BapuaHTax ocymectsieHus rpymma PEG
SBJsieTCs  JUHEeWHOM rpynmoit  meTokcu-PEG  co  cpegHelt  MonekynsipHOMT  Maccoi
npubmusutensHo 60000 nmanbToH. B HekoTOphIX BapuaHTax ocymecTBieHus rpymma PEG,
conepxkaiascst B kKonbproratax IL-2, pacKppIBa€MbIX B JAHHOM JOKYMEHTE, SIBJISIETCS] JIMHEHHON
rpynnoii Metokcu-PEG ¢ onpenenenHoil monexkynsapHoil maccoit = 10%, umu 15%, unu 20%,
wiu 25%. Hampumep, B 00beM HACTOSIIEro H300peTeHHsI BKIIOYEHbI KOHBIOTaThl [L-2,
cozepxalie JHHeHHyro rpynmy MeTokcu-PEG, uMmeromyro  MOJEKyJSIpHYIO — Maccy,
cocrasisirouyro 30000 Ha = 3000 Hda, niau 30000 a + 4500 Ha, niau 30000 Ia = 6000 [a.

B nexoropeix Bapuanrtax ocyiuectsieHus rpymnmna PEG, comepskarmasicss B KOHbIOraTax
IL-2, packppiBaeMbIX B JaHHOM JJOKYMEHTE, SIBJISIETCS pa3BeTBIeHHOMN rpynmnoi MeTokcu-PEG co
cpenHel MOJIEKYJISIpHON Maccoit ot mpubmmsuTenbHo 5000 nanbToH a0 npubdnusureasHo 60000
nanbToH. B HekoTophIX BapuaHTax ocyiuectsieHus rpynna PEG sBnsercss pa3BeTBIeHHON
rpymnmnoii Mmetokcu-PEG co cpenHeit MOneKyJIsIpHON MacCOH, COCTaBISIIOIIEH MPHOIU3HTENBHO
5000 pampToH, mpubmu3uTenvHO S500 nmambrToH, TpuOMM3uTensHO 6000  maNBTOH,
npubnusutensHo 7000 nmanbToH, npubmusutenvHo 7500 nmanbToH, mpubmmsurensHo 8000
naneToH, npuomusutensHo 9000 manbToH, mpuOmmsuTensHo 10000 nanbToH, MPUOIH3UTEIHHO
11000 pmaneroH, mnpubmusutenvHo 12000 nambroH, mnpudmm3uTensHo 13000  mameTOH,
npubnusutensHo 14000 manbToH, mpuOmusurenbHo 15000 nanbron, mpubmmsurensHo 20000
IanbTOH, npuoOmm3uTenabHo 22500 nanbToH, npuoamsuTeabHo 25000 nanbToH, MPUOIH3UTEIHHO
30000 pmamproH, mnpubmusuTenvHo 35000 paneToH, mnpuOmM3HTENnsHO 40000 anpTOH,
npubnusutensHo 45000 manbToH, mpuOmusurenbHo S0000 nanbroH, mpuOaM3uTENHHO 55000
naneToH, npuomsurenabHo 60000 nanpToH, npuoaH3uTensHO 65000 ManbTOH, MPUOIH3UTEIHHO

70000 pmanproH, mnpubausurenpHo 75000 panbToH, mnpuOm3uTensHo 80000  manmbTOH,
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npubnusuTensHo 90000 naneroH, npubnusuTenbHo 95000 manbToH U npubausuTensHo 100000
naneToH. B HekoTtopeix BapuaHTax ocymectsienus rpynna PEG mpencrasmsier coGoii
pa3BeTBiIeHHYI0 rpynny MeTokcH-PEG, wuMeruyro CpenHiow MOJEKYJSIPHYID — Maccy,
cocraBisitolIyro  npubnusurenpHo  S000  ganmbron, mnpudbmusurensHo 10000 manbToH,
npubmmsutensHo 20000 nameroH, npubnusurenbHo 30000 manbroH, mpubmmsurensHO 50000
nanbToH win npubnusurensHo 60000 nmanbToH. B HEKOTOpBIX BapHaHTaX OCYLIECTBIICHHS
rpynna PEG sBisiercss passerBieHHoi rpynmnoil metokcu-PEG co cpennelt monekynspHOMH
Maccol, cocrapisitomeii npubausutenpbHo 5000 maneroH, npubdmusutenbHo 30000 manbTOH,
npubnusutensHo 50000 paneToH WM npuOmusuTenbHo 60000 manbToH. B HEKOTOPBIX
BapuaHTax ocyuiecteienus rpynna PEG npencrasnsier co0oii pa3BeTBIECHHYIO TPYIITY METOKCH-
PEG, uMenIyr CpeqHIOI0 MOJIEKYJSPHYIO MAacCy, COCTaBJSIIONIYI0 mnpudausutenabHo 5000
naneToH, npuommsureasHo 10000 manbroH, npudnmmusureasHo 20000 nanbToH, TPUOTU3UTEITHEHO
30000 manmproH, mpuOmmsurensHo 50000 manbToH MM mpubmusutensHo 60000 mampToH. B
HEKOTOpBIX BapHaHTax ocymectsieHns rpymnna PEG npeacraBiser coOoii pa3BeTBIECHHYIO
rpynny MeTokcH-PEG, wuMeEIyr0 CpenHw MOJNEKYJSPHYID MacCy, COCTaBJISIOIIYIO
npubmmsutensHo 5000 manbron, mpuOmusutensHo 10000 mampToH, mpubmusurensHO 20000
naneToH, npubmusurensHo 30000 maneToH, mnpuOmm3urensHo S0000  manmbTOH - WIM
npubnusutensHo 60000 nmanbToH. B HekoTOpeIx BapuaHTax ocymectsieHuss rpymma PEG
ABJsEeTCS pa3BeTBleHHONW rpynnoil mertokcu-PEG co cpenHeill MonekynsipHOM  Maccoit
npubnusutensHo 5000 nanbToH. B HekoTOphIX BapuaHTax ocymecTBieHus rpynma PEG
ABJIETCS pa3BeTBIeHHONW rpynmnoil Metokcu-PEG co cpenHeill MonekynsipHOM  Maccoi
npubnusutensHo 10000 nmanbToH. B HekoTOphIx BapuaHTax ocyuiectBiaeHus rpynna PEG
ABJIAETCA pa3BeTBIeHHONW rpynnoil Metokcu-PEG co cpenHeill MonekynsipHOM  Maccoi
npubmmsutensHo 20000 mampToH. B HekOTOpbIX BapmaHTax ocymecTtBieHuss rpynma PEG
ABIII€TCS pa3BeTBIEeHHON rpynmoil Metokcu-PEG co cpemHelt MonekyJsipHOM Maccoit
npubnusutensHo 30000 manbToH. B HekoTOpbIX BapuaHTax ocyuiectBieHus rpynmna PEG
ABJISETCS pa3BeTBIeHHONW rpymnmoil Merokcu-PEG co cpenHeill MmonekynsipHOM  Maccoit
npubnusutensHo 50000 nmanbToH. B HekoTOpBIX BapuaHTax ocymectsieHuss rpymmna PEG
ABJIseTCS pa3BeTBiIeHHONW rpynmoil wmertokcu-PEG co cpennelt MonekynsipHOM  Maccoit
npubnusutensHo 60000 nmanbToH. B HekoTOphIX BapuaHTax ocymiecTBieHus rpymnma PEG,
comepxamascss B KoHbiorarax IL-2, packpblBaeMbIX B JaHHOM JOKYMEHTE, SIBJIIETCA
pasBeTBieHHON rpynmnoii metokcu-PEG ¢ onpenenenHoit monexynsipHoit maccoit + 10%, wnu
15%, wmu 20%, wmm 25%. Hanpumep, B 00beM HACTOSINETO HM300PETEHUS BKIIFOUEHBI
konbtoratel IL-2, comepskamue pa3BeTBICHHYKO rpymny MeTokcu-PEG, wumeromyro
MOJIEKYJISIPHYIO Maccy, cocTtasisiromyro 30000 a + 3000 [a, nau 30000 [la + 4500 Hda, wnu
30000 Jla + 6000 [la.

B HekOTOpbIX BapHaHTaX OCYLIECTBJICHUs] HWJUIIOCTPATUBHBIE BOAOPACTBOPHUMBIE
NOJIMMEpPhl BKJIFOUAIOT O€3 OrpaHuYeHHs JUHEWHBbIH WM pPa3BeTBIEHHbIM auckperHelii PEG
(dPEQG) ot Quanta Biodesign, Ltd, nuneiinbie, pasBersiennsie win pasasoeHHbie PEG ot Nektar

Therapeutics n Y-o0pasusie npoussonnbsie PEG ot JenKem Technology.
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B HekoTOpBIX BapMaHTaX OCYIIECTBJIEHHs MOJHIENTHI LWTOKMHA (HArpuMep,
unrepneiikuHa, IFN wmm TNF), omucaHHOro B HaHHOM JOKYMEHTE, KOHBIOTHPOBAH C
BOJIOPACTBOPUMBIM TOJUMEPOM, BBIOPAHHBIM M3 IOJNU(AJIKWIEHTIHUKONEH), ¢ TakuM Kak
MOJIU3TUIIEHTJIUKOJb ("PEG"), NOJHU(TTPONMIIEHT JINKOJIb) ("PPG"), COTOJIMMEPBIi

OTWJIICHIJIMKOJIA W HOPONUICHIVIMKOJIA W T. 1L HOJ'II/I(OKCI/ISTI/IJ'II/IpOBaHHHﬁ l'IOJ'[I/IO.]'[),

>
nou(oJaepUHOBBI CIMPT), MOJU(BUHWIMHPPOIUIOH), MOJU(THAPOKCHAIKHIMETAKPUIAMHIL),
NoIH(TUAPOKCHATKMIIMETAKPUIIAT), nonu(caxapuuel), noIH(0-THAPOKCUKHUCIIOTA),
noju(BuHmIoBkI cupT) (PVA), nommakpunamun (PAAm), nonumernnakpunamuzn (PDAAm),
nonu(N-(2-runpokcunponmn)merakpuwiamun) (PHPMA), nomudocdaszeH, MNOIMOKCA30IMHBI
("POZ"), nomu(N-akpunonMop@oiuH) U uxX KOMOUHAIMs. B HEKOTOPBIX Cly4asiX MOJMIENTU
nUTOKMHa KoHboTHpoBaH ¢ PEG (Hampumep, mnermmupoBaH). B HEKOTOpBIX —cCiydasix
MOJIIIETITHT IUTOKMHA KOHBIOTUPOBaH ¢ PPG. B HEKOTOPBIX Clydasix MOJUNENTHA LIUTOKHHA
KoHbIOTHpOoBaH ¢ POZ. B HEKOTOPBIX cydasix MOJUIENTHA LUTOKHHA KOHBIOTUpoBaH ¢ PVP.

B HexkoTOpBIX BapHMaHTax OCylIeCTBJIeHUs nomunentun lL-2, onucanHbIl B JaHHOM
IOKYMEHTE, KOHBIOTHPOBAH C  BOJOPACTBOPUMBIM  IIOJIUMEPOM,  BBIOPAHHBIM U3
NOJH(ANKWISHTJINKOJIH), ¢ TAaKUM Kak noimsTwieHraukons ("PEG"), momu(mponuieHrInKob)
("PPG"), comonumMepbl STHICHTJIMKOJISI U MPOMUJICHIJIHKOJIS U T. I1., MOJH(OKCUITHIINPOBAHHBIH
MIOJIHON), noJir(onep UHOBBIH CIIHPT), NOJIH( BUHIIIITUPPOIIHIOH),
NOJH(THIPOKCHANKMIIMETAKPIIIAMIT),  NOJMH(TMAPOKCHATKUIMETAKPIIIAT), TOJH(caxapuibl),
noJu(0-TUAPOKCUKUCIOTA), nonau(BUHWIOBbIH cnupt) (PVA), nommakpunamun (PAAm),
nonumermnakpuiamun  (PDAAm), nomu(N-(2-ruapoxcunpormn)merakpunamun) (PHPMA),
nonudocdaszen, nomokcazonunsl ("POZ"), momu(N-akpunonnmopdonut) u ux komouHanus. B
HeKOTOphIX ciydasx nojunentun IL-2 kowwvtorupoBan ¢ PEG (Hampumep, mermnuposan). B
HEKOTOpBIX ciydasx nojunentun IL-2 xowbtorupoBan ¢ PPG. B HekoTophIX ciydasx
nojgunentun IL-2 xonwtormpoBan ¢ POZ. B Hekoropblx ciydasx mnonunentun IL-2
KOHBIOTHpOBaH ¢ PVP.

B HekoTOpBIX Ciyuasix BOJOPACTBOPUMBIN mosumep Bkimouaer nonuraunepud (PG). B
HEKOTOPBIX CIIydasix MOJUTJIMLEPHH TMpeacTaBisier coboil runeppasserBieHHbii PG (HPQG)
(marmpumep, kak omucano B Imran, et al. "Influence of architecture of high molecular weight
linear and branched polyglycerols on their biocompatibility and biodistribution,” Biomaterials
33:9135-9147 (2012)). B mpyrux ciydasx NOJUTIHULEPUH MPEACTaBisieT coOol nuHelHbii PG
(LPG). B JOTIOJTHUTENbHBIX ciydasx NOJUIJIMLEPHH  TIPEACTaBiIsieT  coOoH
nonypyHkuuoHaneHbl PG, nmHeliHO-OnmouHO-TUneppasBerBieHHblii PG (Hampumep, Kak
onucaHo B Wurm et. Al., "Squaric acid mediated synthesis and biological activity of a library of
linear and hyperbranched poly(glycerol)—protein conjugates," Biomacromolecules 13:1161-1171
(2012)) unmu PG ¢ ¢pyHKIMOHATBPHBIMIA OOKOBBIMH LIETISIMH (HAaIIpUMep, Kak omucaHo B Li, et. al.,
"Synthesis of linear polyether polyol derivatives as new materials for bioconjugation,”
Bioconjugate Chem. 20:780-789 (2009).

B HekoTOpBIX Ciyuasx MONUMENTH LUTOKWHA (Hampumep, uHTepielkuHa, IFN wmin

TNF), omucaHHbIii B JaHHOM JOKyMeHTe, KoHbiorupoBan ¢ PG, wampumep, HPG, LPG,
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nonypyHKkIHoHaNbHEIM PG,  nuHelHo-Ono4HO-runeppassersieHHbiM PG wm PG ¢
(YHKIMOHATBEHBIMU OOKOBBIMH LIETISIMH. B HEKOTOPBIX Ciydasix LUTOKHUH MPEACTABISIET COOOH
nonunentun IL-2. B Hekoropsix cnydasx nonunentun IL-2 xonstorupoBan c¢ PG,
nonypyHkuoHaNbHbIM PG, nmuHeitHO-0o4HO-Tuneppa3seTsieHHbIM PG.

B HekOTOpBIX BapHaHTaxX OCYINECTBJIEHUS BOJOPACTBOPUMBIN MOJUMEDP MPEACTaBIISET
coboli paspyiraeMyro cuHTeTH4eckyro anbrepHaTnBy PEG. HMmtocTpaTuBHBIE paspyliaeMbie
CUHTETUYECKUE aNbTEPHATUBBI PEG BKJIFOYAIOT Oe3 OTrpPaHUYEHUS
noju[onuro(3TuneHraukosb)metmimerakpuwiar]| (POEGMA);,  npomssomueie PEG ¢
MOIU(PHUIMPOBAHHBIM OCTOBOM, MOJYYEHHBIE C MOMOIIBIO MOJHMMEPH3ALHNH TEIEeXeNaTHBIX HIIH
(YHKIMOHATM3UPOBAHHBIX ¢ 0OOMX KOHLIOB MakpoMoHOMepoB Ha ocHoBe PEG; mpousBomHblie
PEG, Bxirouarolue COMOHOMEpBI, COMAEprKallie pa3pylIaeMylo CBsI3b, TAKHE KaK COMOJUMEP
[(3runenokcuna) u (MerunenstwieHokcuna)|[P(EO-co-MEQ)], uukindyeckue amerain KeTeHa,
Takue Kak 5,6-0en3o-2-mermneH-1,3-guokcenan (BMDO), 2-metunen-1,3-auokcenan (MDO) u
2-metunen-4-¢pennn-1,3-quokconan (MPDL), cononmmepusosanneie ¢ OEGMA; wm
NOJH(3THIICHOKCUA) C IPUBHUTHIM Mou(g-kanponakronom) (PCL-g-PEO).

B HeKoTOpBIX CiyudasXx MOJUMENTH LUTOKWHA (Hampumep, uHTepielkuHa, IFN wmmn
TNF), onucaHHBII B JaHHOM AOKYMEHTE, KOHBIOTMPOBAH C Pa3pyLIA€MbIM CHHTETHYECKUM
ansrepHatuBHbIM PEG, Takum kak, Hanpumep, POEGM; c¢ mpoussogueiMu PEG c
MOIU(PHUIMPOBAHHBIM OCTOBOM, TIOJYYEHHBIMHU € MOMOIIBIO MTOJIMMEPHU3ALINH TEIEXENATHBIX UITH
(YHKIMOHATM3UPOBAHHBIX ¢ 0OOMX KOHIIOB MakpoMoHoMepoB Ha ocHoe PEG; P(EO-co-MEO);
LUKJINYECKUMHU aleTaIsiMu keTeHa, Takumu kak BMDO, MDO u MPDL, cononumepu3oBaHHbIe
¢ OEGMA; unu PCL-g-PEO. B HEeKoTOpBIX Clly4asix LIUTOKUH MPENCTABISAET COOOH MOTUIENTH
IL-2. B HexkoTOpbIX cayvasx nonunentup IL-2 koHBbIOTHPOBAH C pa3pylIaéMbIM CUHTETUYECKUM
anprepHaTuBHbIM  PEG, Takum kak, Hanpumep, POEGM; c¢ mnpoussogueiMu PEG ¢
MOAUGDUIIMPOBAHHBIM OCTOBOM, MOJYYEHHBIMH C MOMOLIBIO MOJUMEPH3ALINH TEIeXETaTHBIX UIN
(YHKLIMOHATM3UPOBAHHBIX ¢ 0OOMX KOHIIOB MakpoMoHoMmepoB Ha ocHoBe PEG; P(EO-co-MEO);
IUKJIMYECKUMH alleTaJsiMu keTeHa, Takumu kak BMDO, MDO u MPDL, cononnmepu3oBaHHbIE
¢ OEGMA; unmu PCL-g-PEO.

B HexkoTOphIX BapuaHTax OCYLIECTBJIEHHUS BOJOPACTBOPHUMBIM MONUMEDP BKIIOYAET
noju(uBUTTEP-HOHBI). MIUTOCTpaTuBHBIE MONU(LIBUTTEP-UOHBI) BKIIOYAIOT 0€3 OrpaHUYeHUs
nonu(cynbdpodberanamerakpunat) (PSBMA), monu(xapbokcuberanamerakpmnat) (PCBMA) u
nou(2-metakpunonnokcustuwidocopmxonun) (PMPC). B HEKOTOPBIX Ciy4asix MOJUNENTHN
uutoknHa (Hampumep, uHTepieiikuHa, IFN mmm TNF), onmcaHHBIH B JTaHHOM JIOKYMEHTE,
KOHBIOTHPOBaH ¢ mnonu(uBuTTep-uOoHOM), TakuM kak PSBMA, PCBMA wumn PMPC. B
HEKOTOPBIX CIy4asiX LMUTOKUH Mpencrasisier codoit momumnentua [L-2. B HeKOTOpBIX Ciydasix
nojunentun [L-2 kKoHBIOrHPOBaH ¢ monu(LBUTTEP-HOHOM), TakuM kak PSBMA, PCBMA wmu
PMPC.

B HexkoTOpBIX BapuaHTax OCYLIECTBJIEHHUS BOJOPACTBOPUMBIM MOJUMEDP BKIIOYAET
nonukapboHar.  MimoctpatuBHBIE — MONUKApOOHATHI  BKJIKOYAIOT  0€3  OrpaHUYeHUs

neHTadropdenmi-S-merui-2-okco-1,3-nuokcan-5-kapookcmnar (MTC-OCgFs). B HexoTopbIx
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clydasix MONUNeNnTua LuTOKWHAa (Hanpumep, uHTepneiikuna, IFN wmmm TNF), omucanHblil B
TAaHHOM JIOKYMEHTE, KOHBIOTHPOBaH ¢ nojukapooHarom, TakuM kak MTC-OCgFs. B HexoTopbIx
CJlyudasix LUTOKHUH IpeacTasisier codoit nmonunentus IL-2. B HEKOTOPBIX Cilydasx MOJIMIIENTHI
IL-2 xonbrorupoBas ¢ nojukapoonarom, TakuM kak MTC-OCgFs.

B HekoTOpbIX BapuaHTax OCYILIECTBJIEHHUs pACTBOPUMBIM B BOJAE IOJHUMED
npenyCMaTpuBaeT IOJMMEPHBbIH THOpUA, TaKOM Kak, Hampumep, MOJIUMEPHbI T'HOpHI
nonukapOoHat/PEG, konbrorar nentun/0eok-nonumep WM COAEPIKALIHMA TMAPOKCHI H/WIH
L[BUTTEP-UOHHBIH JE€PUBATU3UPOBAHHBIN MOJUMep (HampuMmep, COAepKAIUN THAPOKCUI H/HUIIH
L[BUTTEP-UOHHBIN nepuBaTu3upoBaHHblii PEG-nomumep). B HEKOTOpBIX Cllydasix MOJIUIMENTHN
uutokuHa (Hampumep, uHTepyeiikuHa, IFN mmm TNF), onucaHHBI B JaHHOM JOKYMEHTE,
KOHBIOTHPOBAH C THOPUIOM MOJUMEPOB, TAKUM Kak rubpua nojuMepos noiukapboHat/PEG,
KOHBIOTaT MenTuza/OeyoK-NoJuMep WM  THAPOKCHUICONEPKAIINN /MM  LBUTTEP-HUOHHBINA
IepUBATH3UPOBAHHBIA MONUMED (HAIpUMeEp, THAPOKCHIICONEPKAIIUN W/WUIM LBUTTEP-UOHHBINA
nepuBatu3upoBanHblii nomumep PEG). B HEKOTOPBIX cliydasx UTOKUH IMPENCTaBIseT COOOi
nojunentun IL-2. B Hekoropbx cinyuasx nomunentun IL-2 KOHBIOTHPOBaH € TUOPUAOM
NOJIMMEPOB, TaKUM Kak ruoOpun mnojgumepoB mnoimukapboHat/PEG, konbrorar mentuzn/Oenok-
NOJIMMEP WJIM THUAPOKCHIICOAEPIKALINHA W/MIIN BUTTEP-UOHHBINA 1€PUBATU3UPOBAHHBII MTOJUMED
(HarpuMep, TUAPOKCHIICOAEPKAIMNN W/WIM LBUTTEP-UOHHBIA JE€PUBATU3NPOBAHHBIN MOJHMED
PEG).

B HexkoTOpBIX Cly4asX BOJOPACTBOPUMBIM IOJHMMEDP BKJIKOYAET IOJHUCAXapUI.
HnmocTpaTUBHBIE TMONHCAXapyuabl BKIIOYAIOT 0€3 OrpaHUYeHHst AEKCTPaH, IOJMCHAIOBYIO
kucnory (PSA), rumanyponoByro kucnory (HA), amunosy, remapun, remapancyinbpar (HS),
nexcTpuH winu ruapokcudTwikpaxMan (HES). B HekoTOpbIX ciydasx MOJIMIENTHI LUTOKHWHA
(manpumep, unrepaerikuHa, IFN mmn TNF) xonbrorupoBan ¢ momucaxapuaoM. B HEKOTOpbIX
cnydasx nonunentun IL-2 KOHBIOTUPOBAH € AEKCTPAaHOM. B HEKOTOPBIX Ciy4asx MOJIUNENTUA
IL-2 xonbtoruposan ¢ PSA. B Hekoropsix cinydasx nonunentun IL-2 konvtoruposad ¢ HA. B
HEKOTOpBbIX ciy4dasx nojaunentun IL-2 xkoHBIOrMpoBaH ¢ amMuiIo30H. B HEKOTOpBIX ciaydasx
nonunentun IL-2 xoHblOrMpoBaH ¢ remapuHoM. B HekoTopeix ciaywasx nonunentun IL-2
koHblornpoBaH ¢ HS. B HekoTopbix cnyuasx nonunentun IL-2 koHbloruposaH ¢ aekctpuHom. B
HEKOTOpbIX ciyyasx nonunentun IL-2 konvtoruposad ¢ HES.

B  HekoTOpbIX  cioy4dasx  BOAOPACTBOPHMMBIM  MOJMMED  BKJIKOYAeT  [JIMKaH.
NnnrocTpaTuBHBIE KJAacChl INIMKAHOB BKIIIOUAIOT N-CBs3aHHbIE INTUKaHbI, O-CBs3aHHbIE TJIMKaHbI,
rmukomunuael, O-GIcNAC ¥ MIMKO3aMHUHOTJIMKAHBL. B HEKOTOpPBIX Cilydasix IOJIUIMENTHN
uToknHa (Hanpumep, unrepieiikuna, IFN nan TNF) KOHBIOTHPOBaH ¢ MIHKaHOM. B HEKOTOPBIX
cnyvasix nonunentun IL-2 konsrornposad ¢ N-CBsi3aHHBIMU ITTMKaHAMHU. B HEKOTOPBIX Ciydasix
nonunentu IL-2 xoHblorupoBaH ¢ O-CBSI3aHHBIMM TIJIMKAHAMU. B HEKOTOpBIX Ciyyasx
nonunentun IL-2 xoHblOTHpOBaH ¢ rukoIunuaamMu. B HekoTopbix ciydasx nonunentun IL-2
koHbtorupoBan ¢ O-GIcNAc. B Hekoropbix cinyuasx nomunentun IL-2 KOHBIOTHPOBaH €

I'TMKO3aMHUHOTJIMKaHAMM.
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B HEkOTOpBIX BapuaHTaxX OCYIUECTBJICHHUsS BOJOPACTBOPUMBINA IMOJUMEP BKJIKOYAET
MOJIUMEpP TOJIMOKCa30inHA. [lonmuMep TMONMOKCA30IMHA TIPEACTaBNIsIeT COOOW  JIMHEWHBIH
cuHTeTHueckuil nonumep u, kak U PEG, xapakrepusyercs HU3KOM MOMUANCIEPCHOCTHIO. B
HEKOTOPBIX CJIy4asiX IMOJIUMEP MOJHUOKCA30JIMH MPENCTaBIsAeT COOO0H MOMUANCTIEPCHBIN MOINMED
MOJIMOKCA30JIMH, UMEIOLUI CPEIHIOK MOJEKYJSIPHYIO Maccy. B HEKOTOpBIX ciy4asx cpenHss
MOJIEKYJIIpHasi Macca IOJIMOKCAa30JMHOBOrO IMONUMepa cocTasisieT, Hampumep, 1000, 1500,
2000, 2500, 3000, 3500, 4000, 4500, 5000, 5500, 6000, 6500, 7000, 7500, 8000, 10000, 12000,
20000, 35000, 40000, 50000, 60000, 100000, 200000, 300000, 400000 umu 500000 /a. B
HEKOTOPBIX CIyYasx MOJMMEP MOJMOKCA30JIMHA MPEeAyCMaTPUBAET MOJH(2-MeTHII-2-0KCa30JIHH)
(PMOZ), nomu(2-stun-2-okcazonus) (PEOZ) umu nonu(2-npomnun-2-okcazonun) (PPOZ). B
HEKOTOPBIX CIy4asx TOJHIENTHI LMTOKMHA (Hampumep, uHTepnelikuHa, I[FN wmmm TNF)
KOHBIOTMPOBAaH C IOJMMEPOM IOJMOKCAa30JMHOM. B HekoTopbix ciydasx nonunentun IL-2
KOHBIOTMPOBAaH C TOJMMEPOM IOJMOKCA30JMHOM. B HekoTopbIx ciydasx nomunentun IL-2
koHbtorupoBad ¢ PMOZ. B Hekotopsix cinyuasx nonunentup 1L-2 xonstoruposan ¢ PEOZ. B
HEKOTOpbIX ciyyasx nonunentun IL-2 konvtoruposan ¢ PPOZ.

B HekoTOpbhIX Ciydasix BOAOPACTBOPHMBIN IMONUMEpP BKIIOUaeT cOOOH momumep Ha
OCHOBE TOJIMAKPUJIIOBOH KHCIIOTHI. B HEKOTOPBIX Cydasx MOJUNENTHA LUTOKWHA (Hampumep,
untepneiikuHa, IFN nmm TNF) KOHBIOTMpOBaH € TNOJMMEPOM Ha OCHOBE ITOJIMAKPHIIOBOM
KUCJIOTEL. B HexkOoTOpbIX ciydasx nonunentup IL-2 xOHBIOrMpPOBaH C MOJUMEPOM Ha OCHOBE
MOJIUAKPUIOBOU KUCIIOTHI.

B HekoTOpBIX Ciy4asXx BOAOPACTBOPUMBIN MOJUMEp BKIHO4aeT nosuamuH. Ilonmuamun
npeAcTaBisieT cOOOH OpraHMYecKUi IMoNMMep, COAep)Kalui ABe WM Oojee NepBUYHbIE
aMUHOrpynnel. B HEKOTOPBIX BapHaHTAaxX OCYLIECTBJICHMs MOJMAMUH BKJIIOYAET PA3BETBIICHHBIN
NOJIMAMUH, JIMHEWHBIM MOJNMAMUH WM LUKJIMYECKUH MONMaMUH. B HEKOTOpBIX ciydasx
HOJIMAMHH TNIPEACTaBIIseT COOOH HU3KOMOJIEKYJISIPHBIHN JIMHEHHBIN nojmamMuH. MinmoctpaTuBHbIe
MOJIMAMMHBI BKJIFOYAKOT MYTPECLUMH, KaJaBEPUH, CIEPMUAMH, CIEPMHH, STUJIEHAUWaMuH, 1,3-
NUAMUHOIIPOINAH, TeKCAMETUJIEHANAMUH, TETPAaTWIMETWICHIUWAMUH W  nOunepasuH. B
HEKOTOPBIX CIy4asx TOJHIENTHI IMTOKMHA (Hampumep, uHTepnelikuHa, [FN wumum TNF)
KOHBIOTUPOBAH C MNOJMAMUHOM. B HekoTopeIx ciydasx nojunentup IL-2 xoHbroruposaH ¢
NONMaMUHOM. B HekoTopeIx ciydasx nonunentun IL-2 KOHBIOTMPOBAH C MYTPECLIUHOM,
KaJaBEepUHOM, CHEPMUAUHOM, CHOEPMHUHOM, OSTHJIEHAUAMUHOM, |,3-IMaMUHONPONAHOM,
reKCaMETUIEHAUAMUHOM, TETPAITUIMETUICHANAMUHOM WIN MUNIEPA3HHOM.

B HekoTOpBIX ciyuyasx BOJAOpPAcTBOPUMBIM monumMep omnucaH B mareHTtax CIITA NeNe
7744861, 8273833 wu 7803777. B HEKOTOpBIX ClydasX MOJUIMENTH LHUTOKWHA (Hampumep,
untepneiikuHa, [FN mmun TNF) koHBIOrHpOBaH ¢ JMHKEPOM, onucaHHbIM B naTeHTax CIITA NoNe
7744861, 8273833 wnu 7803777. B HekoTOpBIX ciydasx nonunentun IL-2 kKOHBIOTHpPOBaH C
nuHKepoM, onucaHHbIM B natenTax CLIIA NeNe 7744861, 8273833 unu 7803777.

Junuowr

B HexkoTOppIX BapuaHTax OCYLIECTBJICHHUs ONHUCAHHBIA B JAHHOM JOKYMEHTE

KOHBIOTHPYIOIIUN (pparMeHT MpencraBisier coOOH nunua. B HEKOTOphIX Ciiydasx JIUIH
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npeacTaBisieT coOOH JKUPHYIO KHCIOTY. B HEKOTOPBIX Cilydasix »KUpHAsi KHCJIOTa MPENCTaBISET
co0Ol HACBHIIEHHYIO JKUPHYIO KHUCIOTY. B npyrux ciydasx >KUpHash KHCJIOTa IPENCTaBISIET
co0Ol HEHACBILIEHHYIO KUPHYIO KUCIOTY. MIutocTpaTuBHBIE KUPHBIE KHCIOTHI BKIFOUAKOT 03
OrpPaHUYEHUs JKUPHbIE KUCIIOTHI, COAep Kallie OT MPHUOIU3UTENbHO 6 N0 MPUOIU3UTENBHO 26
aTOMOB YIJIepona, OT NPUONMM3UTENbHO O 10 NpuOMU3UTENbHO 24 aTOMOB yryiepona, OT
NpUOIU3UTENILHO 6 10 TPUONU3UTENbHO 22 aTOMOB Yrjepoia, OT MPUONU3UTENBHO 6 10
npubau3uTensHo 20 aTOMOB yIJIepoaa, OT MpuOIH3UTENbHO 6 10 npubnmsutensHo 18 atomos
yriepoaa, ot npubnusureapbHo 20 g0 npuOmu3UTENBHO 26 aTOMOB  yrjeponma, OT
npuOIM3UTENbHO 12 10 mpuOIU3uTENbHO 26 aTOMOB yIyiepoja, OT MPUONIM3UTENsHO 12 1o
npUOIU3UTENBHO 24 aTOMOB yriepoaa, OT MPUOIU3UTENbHO 12 10 mpubIU3UTENbHO 22 aTOMOB
yriaepona, OT npubmusutenvHo 12 go npubnmsurtenbHo 20 aTOMOB yriiepoAa WIH OT
npubnusuTensHo 12 1o nmpubnusurensHo 18 aromoB yriepoga. B HEKOTOPBIX Cydasx JIMITAN
CBSI3bIBAETCS] C OHHUM WJIM HECKOJBKUMH O€JIKaMU ChIBOPOTKH KPOBH, TE€M CaMbIM IOBBIIIAS
CTa0MJIBHOCTD B CBIBOPOTKE KPOBU W/HITH BPEMSI MOJTYKU3HU B CBIBOPOTKE KPOBH.

B HEKOTOpBIX BapuaHTax OCYLUECTBJIEHHUS JUIUA KOHBIOruposaH ¢ IL-2. B HexoTOphIX
CIydasix JIUMUZ TIPENCTaBJseT COOOHM JKUPHYIO KHCIOTY, HAalpUMep, HACBIIEHHYIO >KHPHYIO
KHUCJIOTY WJIM HEHACBIIEHHYIO JKUPHYHO KHUCJIOTY. B HEKOTOpbIX ciyudasix >XUpHas KHUCJIOTa
COIEPIKUT OT NMPHUOJIM3UTENBHO O A0 MPUOIU3UTENBHO 26 aTOMOB YIJIEpOAa, OT MPHOIU3UTENBHO
6 no npubau3uTeNbHO 24 aTOMOB YIJIepOna, OT MPHOIM3UTENIbHO 6 1O NMPUOIU3UTETBHO 22
aTOMOB yIJiepoza, OT NPUONM3UTENbHO 6 a0 mnpuOnmu3uTenbHo 20 aTOMOB yryiepoaa, OT
npuOIM3UTENIbHO 6 A0 mpubnusurenpbHo 18 aTtomoB yriepoma, oT mpuOmmurensHo 20 10
NpUONU3UTENBHO 26 aTOMOB yTriepoaa, OT NpuOIu3nuTenbHo 12 10 npubausuTenpHo 26 aTOMOB
yriaepona, OT npubmusutenbHo 12 no npubmmsurenbHo 24 aToMOB  yrjepona, OT
npubnu3uTensHo 12 10 mpubnu3uTenbHO 22 aTOMOB yrjiepoAa, OT HpUOIU3UTENbHO 12 10
npubausutensHo 20 aTOMOB yriiepoja Wid OT npudnusutenbHo 12 no npubnmsurensHo 18
aTOMOB yriiepoga. B HEKOTOPBIX Cllydasx >KMpPHasi KUCJIOTa COAEPIKUT MPUOIU3UTENBHO 6, 7, 8,
9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25 wnu 26 aTOMOB yIJIepOJia B IJIUHY.
B HEKOTOpBIX ciy4asix SKMpHasi KUCJIOTA MPEAyCMAaTPUBAET KAIPOHOBYIO KHCJIOTY (T€KCAHOBYIO
KHCJIOTY), SHAHTOBYKO KHCJIOTY (T€NTAaHOBYIO KHCJIOTY), KANpPUJIOBYIO KHCJIOTY (OKTaHOBYIO
KHCJIOTY), TEJaprOHOBYIO KHCJOTY (HOHAHOBYIO KHCIIOTY), KalIPHHOBYIO KHUCJIOTY (IE€KaHOBYIO
KHUCJIOTY), VHICILWJIOBYKO KHCIOTY (YHOEKAHOBYIO KHCJIOTY), JIAYPHUHOBYK  KHCJIOTY
(ToneKaHOBYIO KHUCIIOTY), TPUACLMIOBYIO KHCJIOTY (TPHUIEKAHOBYIO KHCIIOTY), MHPHUCTHHOBYIO
KHCJIOTY (TeTPaIeKaHOBYIO KHCIIOTY), MEHTAIEeHUIOBYI0 KUCJIOTY (TIEHTAaIeKaHOBYIO KHCIIOTY),
NAJIBMUTHHOBYK) ~ KHCIIOTY  (TEKCalleKaHOBYKO  KHCJOTY),  MaprapuHOBYK)  KHCJOTY
(remTaekaHOBYKD  KHCJIOTY),  CTEAPUHOBYIO  KHUCJIOTYy  (OKTAIEKaHOBYIO  KHCIIOTY),
HOHAQICLIMJIOBYIO KUCJIOTY (HOHAJEKAaHOBYIO KHCJIOTY), apaXxMIUHOBYIO KHCIOTY (3HKO3aHOBYIO
KHCJIOTY), TEHEHKO3WJIOBYIO KHCIOTY (TF€HEWKO3aHOBYIO KHCIOTY), OETeHOBYIO KHCIIOTY
(1IOKO3aHOBYIO KHCIIOTY), TPUKO3MIIOBYIO KUCIOTY (TPHKO3aHOBYIO KHCIIOTY), IMTHOLIEPHHOBYIO
KHUCJIOTY (TETPAKO3aHOBYIO KHCIIOTY), NMEHTAKO3MJIOBYIO KHCJOTY (TI€HTaKO3aHOBYIO KHCIOTY)

WA LEPOTOBYIO KUCIIOTY (T€KCAKO3aHOBYIO KUCTIOTY).
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B HexoTOpBIX BapHaHTax OCYLIECTBICHHUs] JUNUAHBINA KOHBIOrar IL-2 mnosblmaer
CTa0MJIBHOCTD B CBIBOPOTKE KPOBU H/HMJIH BPEMsI MTOJTY>KU3HU B CHIBOPOTKE KPOBU.

benxu

B HekoTOpBIX BapuaHTax OCYLIECTBJICHUs OINUCAHHBIA B JaHHOM JIOKYMEHTE
KOHBIOTUPYIOLUI (parMeHT MpencTaBlsieT cOOON OeNOK WM ero CBSI3BIBAIOLINKM (parMeHT.
WnnroctpaTuBHble OEIKU BKIIIOYAIOT aIbOYMHUH, TpaHCHEpPHH WIH TPAHCTUPETHH. B HeKoTOphIX
ciy4asix O€JIOK MJIM €ro CBSI3bIBAIOIINI (parMEeHT BKIIOYAET MPEeAyCMaTPUBAET aHTUTENO WIIH
ero CBsi3bIBarOINMe (parMeHThl. B HEKOTOPBIX Cly4asix KOHBIOTAT LIMTOKMHA CONEPIKUT OeJoK
WIN ero CBsi3bIBaOIUi (pparmeHT. B HekoTOpBIX ciiyuasx kowbtoraT IL-2, comepskamuii Genok
WINA €ro CBSI3BIBAIOINUN (PPArMEHT, XapaKTePU3YyEeTCsl YBEIMYEHHBIM BPEMEHEM IOJY)KU3HU B
CBIBOPOTKE KPOBU W/WJIH TIOBBIIIEHHOH CTa0MIbHOCTBIO. B HEKOTOPBIX ciiy4asix KoHbrorar IL-2,
comepxKamii O€JOK WM €ro CBs3BIBAKOIIMKA (parMeHT, XapakTepu3yeTrcs CHIDKEHHBIM
B3aumoneiicreueM IL-2 ¢ ogHON mnn HeckombkuMmu cyObenuaniamu [L-2R. B nonomHUTENbHBIX
ciydasix OeNIOK WM ero CBsi3bIBarOIINi (pparmedt Onokupyer B3aumonericteue IL-2 ¢ onmHol
WM HECKONbKUMH cyObenuanuamu [L-2R.

B HEKOTOpBIX BapHaHTaxX OCYIIECTBJICHHS KOHBIOTHPYIOIIUN (PparMeHT MpencTaBisieT
coboli anbOyMuH. AbOYMUH NpeAcTaBisieT co00i CeMeNHCTBO BOAOPACTBOPUMBIX TIIOOYIISIPHBIX
6enxoB. OObIMHO OH OOHApPYKUBAETCS B IJIa3Me KPOBH, COCTABIISII MPUONU3UTENbHO 55-60% oT
BCex OenkoB Tuia3Mbl KpoBHU. Uenosedeckuil cpiBOpoTouHbIN anpOymua (HSA) mpencrasnser
coboli nmonunenTHa U3 585 aMUHOKUCIIOT, B KOTOPOM TPETHYHAsl CTPYKTypa paszesieHa Ha TPU
nomMeHa: foMeH | (amuHOKHCTIOTHBIE ocTaTKu 1-195), nomen Il (amuHOKMCIOTHBIE OCTAaTKU 196-
383) u ngomen III (amuHOkHCIOTHBIE OcTaTKu 384-585). Kaxnblii HOMEH IOMOJHHUTEIBHO
CONEPKUT  CAaWT  CBsI3BIBAHMS, KOTOPBIH  crnocoOeH  oOpaTuMO  WMiM  HeoOpaTumo
B3aMMOAENCTBOBATb C SHAOTE€HHBIMU JIMTAHAAMHU, TAKUMU KaK JJIMHHO- U CPEIHELENOYEYHbIE
JKUPHbIE KUCJIOThI, OMJIMPYOMH HJIM TeMHH, WJIH 5K30T€HHBIMH COEIMHEHUSIMH, TAaKUMH Kak
reTepOLUKINYECKIE WM apOMAaTUUECKHE COSTUHEHNSI.

B HEKOTOpBIX Ciydasix MOJUIENTH LUTOKWHA (Hampumep, wHTepielkuHa, IFN wmin
TNF) KOHBIOTMPOBaH C aJbOyMHHOM. B HEKOTOpPBIX cChy4asx TMOJUNENTHA LUTOKUHA
KOHBIOTHPOBAH C YEJOBEYECKUM ChIBOPOTOYHBIM anbOymuHoMm (HSA). B nmomonHuTENnbHBIX
CJIy4asiX MOJIUMENTH IUTOKHHA KOHBIOTUPOBAH ¢ ()YHKIIMOHAJIBHBIM (pparMeHTOM aJIbOyMHHA.

B mekotopbix ciyudasx nonunentun 1L-2 KOHBIOTHPOBaH ¢ albOYMHUHOM. B HEKOTOPBIX
cnydasix momunentry [L-2 KOHBIOTHPOBAH C YEJOBEUECKHM CBhIBOPOTOYHBIM abOYMHHOM
(HSA). B nmomonuutenpHbIX ciydasx noiunentun [L-2 KOHBIOTHpOBaH ¢ (YHKUHOHAIBHBIM
¢parmeHTOM aNBOYMHUHA.

B HEKOTOpBIX BapHaHTaxX OCYIIECTBJICHHS KOHBIOTUPYIOIIMN (PparMeHT MpencTaBisieT
coboit Tpancdeppun. Tpaucheppun npencrasiser codoil momunentun u3 679 aMHUHOKHUCIOT,
KOTOPBINA uMeeT pasmep npudmmsutenbHo 80 k/la u comep:kuT nBa caiita CBSI3bIBAHHS Fe3+, OIWH
13 KOTOPBIX HaxXoAUTCs B N-KOHIIEBOM JOMEHE, a pyroi - B C-KOHLIEBOM AOMeHe. B HeKOTOphIX
CJIy4asix 4eJoBeYeCKUN TpaHCHEeppUH XapaKTepU3yeTCsl BpEMEHEM IOJTyKU3HHU, COCTABIIIOLINM

npubnu3nNTeNnBHO 7-12 nHel.
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B HekoTOpBIX Ciyuasx MONUMENTH LUTOKWHA (Hampumep, uHTepielknHa, IFN wmn
TNF) xonbrormpoBaH ¢ TpaHChepprHOM. B HEKOTOpBIX CiydasX MOJUIENTH LIUTOKHHA
KOHBIOTHPOBAH C YeJIOBEYECKUM TpaHCHeppHHOM. B MOMONHUTENBHBIX CIydasx MOJUIENTH
LIUTOKMHA KOHBIOTUPOBAH ¢ QYHKIIMOHAIBHBIM (pparMeHTOM TpaHceppuHa.

B Hekoropbx caywasx mnomunentun IL-2 kxoHblormpoBaH ¢ TpaHcdeppuHOM. B
HEKOTOPBIX ciydasix monunenty IL-2 KOHBIOTMPOBAH C 4eIOBeYeCKHM TpaHcdeppuHoMm. B
JOMOJHUTENBHBIX ciaydasx nonunentuy IL-2 KoHbIornpoBaH ¢ (yHKIHOHAIBHBIM (parMeHTOM
TpaHcheppuHa.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS KOHBIOTHPYIOIIMN (PparMeHT mpencTaBisieT
coboit tpanctupetruH (TTR). TpancTupeTuH mnpencraBisieT coOOW TPAHCIOPTHBIN OOk,
PACIIONIOKEHHBIN B CHIBOPOTKE KPOBH M CIIMHHOMO3TOBOW JKUAKOCTH, KOTOPBIA TPAHCIOPTHPYET
TUPEOUIHBINA TOPMOH THPOKCHH (T4) 1 peTHHON-CBA3BIBAIOIININ O€JIOK, CBSI3aHHBIN C PETUHOJIOM.

B HekoTOpBIX Ciyudasix MOJNUMENTH LUTOKWHA (Hampumep, wHTepielknnHa, IFN wmmn
TNF) KOHBIOTHPOBAaH C TPAHCTHPETHMHOM (IIOCPEICTBOM OJHOTO U3 €ro KOHIIOB HJIH
NOCPECTBOM BHYTPEHHEro IIAPHUPHOTO Y4YacTKa). B HEKOTOPBIX Ciydasx IOJUIENTH]
IIUTOKMHA KOHBIOTUPOB