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2420-559671EA/026
[TPOTUBOPAKOBEIE BAKIIMHEI M CIIOCOEH JIEUEHUA C UX I[IPMMEHEHUEM

[IEPEKPECTHAA CCHJIKA HA POICTBEHHHE 3AABKU

[0001] B o2TOoM 3adBKe 3adBJIeH IIPMOPUTET IO IIpelBapUTeJIEHOMU
3agBKe Ha naTeHT CIA N 61/799952, nomanHo¥ 15 Mmaprta 2013 roma,
ONMCaHMe KOTOPOM BKJIOUEHO B NaHHHM OOKYMEHT IIOCPEeICTBOM CCHUIKM.

OBJIACTE TEXHUKU

[0002] B I»DaHHOM IOKYMEeHTe OIMCAaHH KOMIIOSUIMM UM CIIOCOOH
JledeHusa paka WU, B  YacCTHOCTH, BaKLWHEL, KOTOPHE JleuaT U
oBbecneurBanT 3allUTy OT PaA3BUTUA OIIYXOJM.

YPOBEHL TEXHUKU

[0003] Pak 4BJAeTCHS OOHOM U3 OCHOBHHEX IIPMUMH CMEPTH BO BCEM
MUpeE, u B CoemmHeHHEX IllTarax, ABJIAETCSH BTOpoO¥  HamboJiee
pPaclIpoCTpPpaHeHHOW IIPUMUMHOM CMepTM, COCTaBJIAS OkoJIo 1 cjayuas us3
Kaxoux 4 cMepTel. Pak BO3HMKaeT U3 OIOHOM KJETKM, KoTopas
TpaHchopMMpPOBaJlaCch M3 HOPMAJILHOM KJETKM B OINYXOJEeBYVID KJIETKY.
Takasa TpaHchopMalMdg 3advacTyld IOIpeOcTaBjigeT cofoM MHOTOCTAaOUMHBIM
npoliecc, PO TeKalmUi oT IPenolyxX0oJIeBOTO COCTOSHUSA oo
3JIOKaUeCTBEHHEX OIyxXoJel. 3ToMy Pa3BUTHI CIIOCODOCTBYIT HECKOJBKO
bakTOpPOB, B TOM UMCJIe CTapeHue, TI'eHeTUUeCKre OQaKTOPE, a TaKxXe
BO3IEeVCTBME BHemMHUX (aKTOPOB, TakMUX KakK (U3MUeCKMe KaHIepOT'eHH
(HanpuMep, YIBTPadroJIeTOBOE 7 MOHUBUpPYIIee nU3JIydeHue) ,
XYMUUECKME KaHLepOoT'eHs (HalpuMep, acbecT, KOMIOHEHTH TabadHoTo
OEMa M T.HO.) W OMOJOTMUYECKME KaHLUEepOT'eHH (HaIpuMep, HeKOTOpPHE
BUPYCH, OaKTepuM U Iapa3UTH) .

[0004] [IpodmiiakTHKa, OVMarHOCTHKa W JIedeHue pakKa MOoTyT
IPMHMMATE pPasJIMuHble QOpMEI. I[IpodMilakKTMKa MOXeT BKJIOUATE CKPUHMHT
Ha npenpacrroJaranmye baKTOPEH (HanpuMep, crneunpuueckKme
TeHeTUMUEeCKMe BapMaHTH (aJlJleJin) ), W3MeHeHMe IIoBeleHUA (HalpuMep,
KypeHre, IMeTa M 00beM (QpUIUUeCKOM HaATPY3KM), a Takxe BaKLUMHALUI
IIPOTUE  BUPYCOB (HanpuMep, BMPYC TIalWJIJIOMEL UeJIOBeKa, BUPYC
renaTTa B). JledyeHrMe MOXeT BKJIOUATH XMMMOTEpPAIMO, JIYUEeBYIO
TepalMid M XUPYyPIMUecKoe YyIaJleHMe OIyXOoJM WM pPaKoBOM TKaHMU.
HecMoTps Ha HaJluuMe pPas3JIMYHBIX CIIOCOO0OO0B MNPOOMIAKTUKM W JIeYeHUSd,
Ha »OeJie TaKMe CHOCOOH 3adacTyl He IIPMHOCAT OOJIBIIMX pPes3yJIbTaTOB B
obisacTy 2bOeKTUBHON HPOOMIAKTUKU U/UIIM JIeUeHUS paka.

[0005] CooTBeTCTBEHHO, CVYIECTBYET IOTpeBHOCTL B IIOMCKe U
paspaboTke KOMIOZULUNM UM CIOCOOOB MNPOOMIIAKTUKM /MM JIedeHUS pakKa
C ULeJibp O0JIeTUeHUMA KIMHUUECKOT'O BeIeHMSA 3allMThH OT 3abojieBaHusa U

eTro pasmuTHUA. KpOMe TOT'O, OJIA SalePXKM Pas3BUTUA 3aboJieBaHmn g



/WA  CHWXKEeHMS CMEePTHOCTM Yy CYOLeKTOB, CcTpalabmMx OT paka,
HeoOxXoOMMEL OoJiee 30QeKTUMBHEE CIOCOOH JIEUEHUSA.

CYIIHOCTL M3OEPETEHNMA

[0006] Hacrosamee n3obpeTeHMe OTHOCUTCHA K BaKLMHE,
comepxamey omHY wMaM 0oJiee  HYKJEOTUOHEIX MM  aMMHOKMCJIIOTHEIX
IOCJIeIOBATEJILHOCTEY PaKOBHX aHTUITEHOB, KOTOpPHEe OoJiee He SABJIATCSH
ayToaHTUTeHaM ¥ CTUMYJIMPYIOT MMMYHHHEM OTBET Ha OlIpelesIeHHB BUI
paka WMIM OIyxXOJib, OOYCJIOBJIEHHYID OIpeIeJIeHHEIM BMIOM paka. JJaHHAaA
BaKLMHa MOXeT OOIOJIHUTEJILHO comepxaThb VHTUOUTOP VMMMYHHOM
KOHTPOJILHOM TOUKM, TakoM Kak aHTuTeJa Kk PD-1 m PDL-1, KOTOPRHM
openoTBpamaeT CcylIpeccun JodoTo KOMIOHEeHTa B MMMYyHHOM CHCTeMe,
HaopuMmep, OpeseHTauuio MHC, nOpeseHTaluuo U/ MM IUbdepeHLUPOBKY T-—
KJIETOK, npeseHTauun U/ WK  OUOPepeHIIMPOBKY  B-KJIETOK, JIOOTO
LUUMTOKMHA, XeMOKMHa WM CUTHadMs3aluuo OJg Opojaubepalmrn  M/UIIU
IMGOEepPeHUIMPOBKY  MMMYHHEIX KJIETOK . OoHMM  WJIN foJjiee  pPaKOBEMMA
AaHTUT'eHaMM IOaHHOM BaKIUMHE MOTYT SBJATLCHA HYKJIeMHOBas KUCJIOTA,
KooupyKlasa OOoHY WMIM 0oJee aMMHOKMCJIIOTHHX I[IOCJIeOOBAaTeJILHOCTEM WM
aMVHOKMCJIOTHYO [IOCJIEIOBATEJIbHOCTE, BHOPaHHY n3 TPYIIIIH,
cocToAmer M3: aMMHOKMCJIOTHOM IIOCJIeNOBaTeJIbHOCTM, MIeHTMUHOM Ha
95% wmmm OoJilee  aMMHOKMCJIOTHOM  IOCJeIOBATEJILHOCTM  THUPO3MHA3EH
(Tyr); aMMHOKMCJIOTHOM IIOCJIeOOBATEeJILHOCTM THPO3MHAa3a—3aBUCUMOTO
Bengka 1 (TYRP1l); aMMHOKMCJIOTHOM IIOCJIeIOBATeJIbHOCTHM, MUISHTUUHOMN
Ha 95% wmim 0OoJlee aMMHOKMCIIOTHOM IIOCJIENOBATEJILHOCTM THUPO3MHAa3a—
3aBUcCUMOTO ©Oejika 2 (TYRP2); aMMHOKMCJIOTHOM IIOCJIeHOBaTeJIbHOCTHU,
MOeHTUMYHOM Ha 95% wmiam ©6oJee aMMHOKMCIIOTHOM II0CJIeNOBATEJIbHOCTU
ACCOLUMMPOBAHHOTO C MeJlaHOMOM aHTuIreHa 4 (MAGEA4); aMMHOKMCJIOTHOM
[IOCJIEOOBATEJIbHOCTM, MISHTMUYHOM Ha 95% wuim ©0oJjilee aMMHOKMCJIIOTHOM
[IOCJIeIOBATEeJIbHOCTY TOPMOHAa, BHCBOOOXIAaKmMero IOPpMOH pocTa (GHRH);
AMMHOKMCJIOTHOM IIOCJIEOOBATEJIbHOCTM, MISHTMUYHOM Ha 95% wuim ©OoJee
AMMHOKMCJIOTHOM IIOCJIeHOBATEJIEHOCTM aHTureHa MART-1/melan-A (MART-
1/Melan—A); aMMHOKUCJIOTHOM IIOCJIEHOBaTEJLHOCTHM, MICHTHMUHOM Ha 95%
VI BoJiee aMVHOKMCJIOTHOM [IOCJIeIOBaTEeJIbHOCTHU PaKoOBO—
TEeCTUKYJIAPHOTO aHTUI'eHa (NY-ESO-1) ; AMMHOKMCJIOTHOMN
[IOCJIEOOBATEJIbHOCTM, WMISHTMYHOM Ha 95% wuim ©0oJjiee aMMHOKMCJIIOTHOM
[IOCJIENOBATEJIBHOCTY pPakKoBO—TECTUKYJIAPHOTO aHTureHa 11 (NY-ESO-2);
AMMHOKMCJIOTHOM IIOCJIEOOBATEJIbHOCTM, MIEHTHMUYHOM Ha 95% wuim ©OoJee
aMMHOKMCJIO THOM IIOCJIEIOBATEJILHOCTHU PRAME ; AMMHOKMCJIO THOM
I[IOCJIEOOBATEJIbHOCTM, WUISHTMUYHOM Ha 95% wuim ©oJjilee aMMHOKMCJIIOTHOM
[IOCJIEOOBATEJILHOCTHU WT1; aMMHOKMCJIO THOM [IOCJIenOoBaTEJILHOCTH,

MIOeHTUYHOM Ha 95% wnmiam 0oJiee aMMHOKMCIJIOTHOM IIOCJIeIOBAaTEeJILHOCTHU



hTERT; wmin w©ux xKoMOMHauMM. JHaHHasg BaKLUMHa MOXeT IOOIIOJHUTEJIBHO
comepxaThb HYKJIEMHOBYIO KNUCJIOTY, KOOVPYRIIYO OOVH WU DoJiee
AHTUTEeHOB, BHOPAaHHHX M3 TPYIINH, cocTodAmen wm3: PSA, PSMA, STEAP,
PSCA, MAGE Al, gplO0, BUpPYCHOTO aHTUIEeHa M UX KOMOMHaLUM.

[0007] Hacrosmee wm300peTeHMe  OOIOJIHUTEJBEHO OTHOCUTCH K
Criocofy MNpodMIIaKTUKU WM JIeUeHUA paka Yy CyOBeKTa, HYyXIawnleI'oCd B
5TOM, Ipy STOM JIaHHBEM chooco® BKJUaeT BBeleHMe CyOLeKTy,
HyXIawnmeMyCcss B STOM, BaKLMHBE, coIepXxallel olpenejleHHOe KOJIMUeCTBO
PakKOBEX AaHTUIT'€HOB IJIA JiedeHMSa WM [OPOOMIIaKTHUKM OIpeleJIeHHOTO
BUIOa Ppaka. [JaHHHM crIooco® MOXeT BKJOUATL BBeIdeHMe CYOLEeKTY,
HyXOawnmeMyCs B STOM, BaKIMHE, CcoIepXallel PaKOBHM aHTUTeH CMV 10Jsd
JIeUeHUS WIM OPpOOMJIaKTHUKM TJIMOBJIacTOMB, WIM BBeleHMe CyOBeKTy,
HyXJawnmeMyCcs B STOM, BaKULMHH, coIepXalel pakoBHM aHTUTeH CMV B
KOMOMHaUMM C JIOOBEM OIOHVM WM 0OoJiee pakKoBeMU aHTUI'eHaMut hTERT,
NY-ESO-1, MAGE-Al MJIn WT1 OJid JIeueHn A WJIIN IpodUIIaK TUKU
TJIMoBJIacTOMEL; BBelleHMEe CYOBEeKTY, HyXIawnleMycd B D2TOM, BaKIWHEH,
comepXxamel OIOVMH WM 0OoJiee PaKOBHX aHTHUT'eHOB PSA, PSMA wmim STEAP
OJI JeueHUS WIM OpodMIIaKTUMKM paka OpelcTaTeJIbHOM XeJie3H, WK
BBeleHMe CyOBeKTy, HyXIallmeMyCcsd B STOM, BaKUMHE, coIepxamen PSA,
PSMA wmmu STEAP B xoMOMHaUMM C JIIOOBM OIOHMM WM 0OoOJiee pPaKOBEMMU
anturedHamMmu hTERT, NY-ESO-1, MAGE-Al wmm WT1 1OJjsa JiedeHMS WK
OpodUIIakKTUKM pakKa [OpelCTaTeJIbHOM  KeJIes3H; BBelleHMEe CyOBEeKTy,
HyXOawnmeMyCsa B STOM, BaKLUMHE, CoOIOepXalmel OOMH WM 0oJiee PaKOBEX
QHTUTEeHOB — THUPO3UHAB3Y, PRAME wmam GP-100 mjgsa JedeHMsS WU
OpOodMIIaKTUKY MeJIaHOME, WJIM BBeIeHMe CyOBeKTy, HyXIDaKolleMyCsa B
3TOM, BAaKIIMHH, comepxamer  TUPO3MHABY, PRAME wmjm GP-100 B
KoMOMHaUMM C JIOOBEIM OIOHMM WM 0OoJiee pakKoBeMM aHTUI'eHaMut hTERT,
NY-ESO-1, MAGE-Al wam WT1 10Jd JedeHUS WMIM NOPOOMIIaKTUKM MeJIaHOMH;
BBeleHMe CcyOBekTy, HyXIallmeMyCcsd B STOM, BaKUMHE, coIepxalel OIMH
uinu ©6oJiee PakKOoBHX aHTuUreHos HPV 16 E6 wmigm HPV 16 E7 1OJ4 JjiedyeHUA
IV HOpodUJIakKTMKM paKa TOJIOBH M IIeM, WJIM BBeIeHMe CyOBeKTy,
HyXOawomeMyCcs B STOM, BAaKIMHH, coIepxamer HPV 16 E6 miam HPV 16 E7
B KOMOMHaLUUM C JIOOBEIM OIHMM WM ©OO0Jiee pakKoBeMU aHTUI'eHamu hTERT,
NY-ESO-1, MAGE-Al wmmm WT1l 1mj4d JieyeHMSI WIM TODPOOMIIaKTUKM paka
TOJIOBH W IIer; BBeldeHue CyOBeKTy, HyXIaKnleMyCsd B STOM, BaKIWHEH,
comepxame oOIMH WIM ©OoJiee PakKOBHX AaHTUTEeHOB — THPO3MHa3y, PRAME
miin GP-100 @mis JiedyeHMd WIM T[OPpOOUMIIaAKTUKM MEJIaHOMEB, WJIM BBeJeHNe
cyOBekTy, HyXIaloleMycsa B D2TOM, BaKLUMHE, CoOIepXalel TUpO3UHA3Y,
PRAME wmym GP-100 B koMOMHaUMM C JKOOEM OIOHMM WM OoJjiee pPaKOBEMU

anturedHammu hTERT, NY-ESO-1, MAGE-Al wiumu WT1l 1OJjsa JiedeHUMS WU



OpOodMIIaKTUKM MeJIaHOME; BBeleHMe CYOBeKTy, HyXIawolleMyCcs B DTOM,
BaKIMHE, CoIepXamey OIOVH WiIM ©0oJiee paKOBHX aHTMIeHOB HPV 6, HPV
11 nmam HPV 16 @»isg JiedeHMSa WM [OpodMIIaKTHUKM paka aHaJIbHOTO
KaHajla, WM BBeleHMe CyOBeKTYy, HyXIDawnleMyCcd B 5STOM, BaKLMHE,
comepxame HPV 6, HPV 11 wmim HPV 16 B KOoMOMHALMM C JIOOBM OIHUM
uiam 06oJiee PaKOBEMM aHTuUIeHaMu hTERT, NY-ESO-1, MAGE-Al wmium WT1
O0JIA JIeYeHMA WM OpooMIIaKTUKM paka aHaJIbHOT'O KaHajla; BBeleHUe
cy®BeKTy, HyXOaomeMyCs B STOM, BaKLMHH, comepxamel OOMH WK
BoJjiee PaKOBHX aHTUTEHOB — KOPOBOTO aHTUTeHa HBV, [DOBEepXHOCTHOTO
anTureHa HBV, HCV NS34A, HCV NSbA, HCV NSLHB wmiam HCV NS4B ngJjasa
JIeueHMsa WM OIpodMIIaKTUKM paka I[edeHM, WIM BBeleHue CyOBeKTy,
HyXIaoleMycsd B 9DTOM, BaKIMHHE, CoOIepXallel KOPOBHM aHTHUTIeH HRYV,
IIOBEPXHOCTHEM aHTuIeH HBV, HCV NS34A, HCV NSL5A, HCV NS5B wmuam HCV
NS4B B koMOMHaLUMM C JIOOBIM OHOHMM WM ©OO0Jiee PaKOBEMM aHTUIeHaMU
hTERT, NY-ESO-1, MAGE-Al wmium WT1 nOiag JedeHMS WIM OPpOOMIIaKTUKU
paka IleueHU; BBeleHMe CyOBEeKTY, HyXOaplleMyCss B DTOM, BaKUWHH,
comepxamey OonoMH WM 0oJiee PaKOBHX aHTuUTeHOB HPV 16 E6/E7 wmim HPV
18 E6/E7 mna JedyeHusd WIM OPOOMIAKTUKM paka MerKyM MaTKM, WIN
BBeIeHMe CYOBeKTy, HyXIawoleMyCs B BTOM, BaKUMHE, colepxXxamel HPV
16 E6/E7 miu HPV 18 E6/E7 B KOMOMHaUMM C JIOOBEIM OOHUM WM OoJiee
pakoBeMU aHTUI'eHamt hTERT, NY-ESO-1, MAGE-Al wmum WT1 14 JiedeHUd
WM  OpodMIIaKTUKKM paka WMeVMKM MaTKM; WM BBeIeHMe CYOBeKTy,
HyXIaolleMyCcsd B 9STOM, BaKUMHE, CcoOIOepXalle OOMH WM 0oJiee pPaKOBHX
aHTMTeHoB PRAME, WT-1 waum hTERT 10jsa JledeHMSa WIM [OIPOOMIIaKTUKU
paka KpOBM, WMIM BBeIOeHMe CyOBeKTY, HyXIanleMyCcsa B STOM, BaKLWHEH,
comepxamer PRAME, WT-1 wmiam hTERT B kxoMOMHALUMM C JIHOOBIM OOHUM WJIU
foJjlee pPakoBEIMM aHTUT'eHaM NY-ESO-1 wuam MAGE-Al 10jdg JiedeHUS WU
IpOodUIIaK TUKHA paka KpPOBH, npu 5TOM OaHHBIM crioco6 MOXET
OOIIOJIHUTEJILHO BKJIOUATL KOMOMHMPOBaHMEe DSTaloB BBeleHuda (a)-— (i),
Opy 5STOM MHIUOUTOP MMMYHHOW  KOHTPOJIEHOM TOUKM  BHOMpa0T U3
TPYIIH, COCTOAmeM wu3: aHTuTejla kK PD-1, a"HTuresa k PD-L1 u wux
KOMOMHALIUNA .

KPATKOE OIMCAHUE TPAOVYECKUX MATEPUAJIOR

[0008] Odurypr l1A-E WMIUNIOCTPUPYIT KOHCTPYyMpOBaHMe pTyr.

[0009] Odurypel 2A M 2B WUIRCTPUPYIT CTpaTel'M MMMyHU3alUUM U
VHOYKUVED KJIEeTOUHO—OIIOCPEOOBAHHEX MMMYyHHEX OTBEeTOB Ha BaKUMHALND
Tyr IHK, COOTBeTCTBEHHO.

[0010] durypa 3 WUIIRCTPUPYET IIPOTOUHYK COPTUPOBKY KIIETOK C
AaKTHUBUPOBAHHOM bayopeclueHUMEN (FACS) KOHTPOJIbHEIX u

VIMMYHI3VPOBAHHEIX MBIIEN .



[0011] OQuryps 4A u 4B WUIRCTPUPYIT MHIOYKIMID TUPO3MHAa3a—
CreUUPUUEeCKUX aHTUTeJ Yy MMMYyHM3MPOBAHHEIX MEIIEN.

[0012] OQuryps OSA ¥ 5B WIIIIOCTPUPYIRT KPWBLEE BEXMBAEMOCTU
Kanmana-Melepa ¥ KpMBHE 0OBbeMa OIYXOJM, COOTBETCTBEHHO, IIOCJe
BBeleHUSI OIIyXOJIM Yy KOHTPOJILHHX M MMMYyHU3UPOBAHHHX MHIIEH .

[0013] Odurypel 6A M 6B WIJIOCTPUPYIT KJIETOUHHEe MHonyaaumyu MDSC
Y MMMYyHM3UPOBAHHHX ¥ HEVMMMYyHU3UPOBAHHHX MEIIEH.

[0014] OQurypa 7 WUIIOCTPUPYET OKpamMpaHue MDSC Yy MweIIeH,
MMMyHM3UPOBaHHEX pVaxl u pTyr.

[0015] Oumrypel 8A u 8B mIOCTpUpYT cekpeuuno MCP-1 kjeTkaMu
MDsSC.

[0016] durypa 9 wumoCTpUpyeT  QUIIOTEHeTUUeCKOe  POLCTEBO
HYKJIEOTUIOHHEX IIOCJeOoBaTeJIbHOCTeM Tyr CcpelM yKa3aHHEX OpPTaHU3MOB.

[0017] Odurypa 10 WMILJIOCTPUPYET (A) CXeMy KapTH ILJIa3MUIH
PPRAME (TakXxe Ha3HBaeMO¥ B HaHHOM IOOKyMeHTe kak pGX1411); (B)
okpamreaHue kJjeTok RD m 293T misa dmep ¢ DAPI m OJid KOHCEHCYCHOTO
aHTUI'eHa PRAME ; nu (C) BecTepH-OJOTTUHT OoJis KOHCEHCYCHOT'O
aHTHUIeHa PRAME B Jm3arax ns HeTpaHCOUUMPOBaHHEIX KJIETOK
("KOHTPOJILHEX") , KJIETOK, TPAaHCOUUMPOBAHHEX  pPVAX ("PVAX™), a
TakXe KJIeTOK, TpaHcouuupoBaHHHX pPPRAME ("PRAME-pVAX").

[0018] durypa 11 wupocTpUupyeT Ha Ipadukax (A) m (B) MBIIMHYO
TPYyIny B 3aBUCHMOCTHU oT NDATHOOOpa3YIIMUX eOVHNL] (SFU) /10¢
CILJIEHOLUMTOR OJIA T'aMMa-MHTepbepoHa (IFN-v).

[0019] dmrypa 12 wmoCcTpupyeT (A) CxXeMy KapTe [LJIa3MUOE PNY-—
ESO-1 (Takxe Ha3HBaeMOM B IaHHOM IOKyMeHTe Kak pGX1409); (B)
OKpallMBaHMe KJIeTOK g dnmep ¢ DAPTI u IJjid KOHCEHCYCHOI'O aHTUIeHa
NY-ESO-1; m (C) BecTepH-OJOTTMHI nOJ9 KOHCEHCYCHOT'O aHTuIeHa NY-
ESO-1 B Jwm3saTax RD wm 2937 wu3 HeTpaHCOUUMPOBAHHEX KJIETOK
("KOHTPOJILHEX") , KJIETOK, TPaHCOUUMPOBAHHEX pPVAX ("pVAX™), a
TakXe KJIEeTOK, TpaHCOuuMpoBaHHEHX PpNY-ESO-1 ("pNY-ESO-1").

[0020] Odurypa 13 WMIIRCTPUMPYET MBIMHYI TPYINNIY B 3aBUCHUMOCTHU
OT [NATHOOOpa3ynlUMxX  eOWHUIL (SFU) /106 CILUIEHOUMTOB IJS TaMMa—
nHTepdepoHa (IFN-vy).

[0021] Odurypa 14 MINIOCTPUPRYET MBIMHYI TPYININY B 3aBUCHUMOCTHU
OT [NATHOOOpa3ynlUMX  eOUHUIL (SFU) /106 CILIEHOUMTOB IJIS TaMMa—
nHTepdepoHa (IFN-vy).

[0022] dumrypa 15 WMIUIOCTPUPYET CXeMy pPas3JIMUHBIX BUIOB paka C
HEeKOTOPEM nus3 aCCoOUUNPOBaHHEIX C HYIMM PaKOBEM AHTUTE€HOM
(aHTUTEeHaMI) .

[IOOPOBHOE OIIMCAHNME M30BPETEHNMA



[0023] HactTodmee wmM300peTeHMe OTHOCUTCS K BaKIUMHE, KOTOpad
MOXeT OBTb aJalTUMpOoBaHa K OIpendeJleHHEM BMIaM paka UM OIyxXoJiel.
KOHCeHCyCHEEe TIIOCJIENOBATEJIEHOCTM aHTUI'eHOB OBUJIM CKOHCTPYUPOBAHH
OJIS  OlpeleJIeHHEX  CBSA3aHHHX C pakoM aHTUI'eHOB, TakKMx  Kak
THMpPO3MHAa3a (Tyr), IpeuMylle CTBEHHO SKCIIPECCUPYEMEM  MeJlaHOMOM
anTureH (PRAME), THUpoO3MHaza-3aBUCUMEM Oejiok 1 (Tyrpl), pakoBO-
TEeCTUKYJIAPHEM aHTureH (NY-ESO-1), aHTHUIeH BUpyCa TenatuTrta B wu
AHTUTeH onyxoJu Buiabemca 1 (WT-1), xoTopree OyIyT MCIOJbB30BAaTHLCH B
BaKLUMHEe OJsS TOoro, dYTOOE ofeclneuMBaTh BO3MOXHOCTE aJalTaluu
OAaHHOM BAaKLUMHH K NPOPMIJIAKTHUKE M JeUeHMIO OIpeleJIeHHEX BMIOB paka.
HampuMep, aHTUIEeH TUPO3MHAaB3E MOXeT OBTbH MCIOJBE30BaAH B BaKIMHE
o019 TPOodMIIaKTUKM WM JedueHUsS MeJIJaHOM. BaKIMHa I[I0 HaCTOdleMy
M300peTeHN MOXeT ofeclHeurMBaTh JOOYyH KOMOMHALMKD OlpeleJIeHHBIX
PAKOBHX aHTUTEHOB NOJIA OIpelelJIeHHOV NPOdMIIaKTUKM WM JIeueHUSI paka
Yy cy®bekTa, KOTOPHM HYyXIaeTCsa B JIeUeHUM.

[0024] OnmHMM nus3 criocobonB KOHCTPYUPOBAHUSA HYKJIEMHOBOM
KMCJIOTE ¥ ee KOIOMPOBaAHHOM aMMHOKMCJIOTHOM I[IOCJIedOBaATEeJILHOCTHU
PEeKOMOMHAHTHOTO PaKOBOTO aHTUTeHa fABJAeTCcd BBeleHMe MyTallvi,
KOTOPHE V3MEHSIT OTIpelleJIeHHEIE aMMHOKMCJIO TH BO BCEM
AMMHOKMCJIOTHOM IIOCJIeIOBaTeJILHOCTM HaTUMBHOTO PakKOBOTO aHTUTEHAa.
BBeneHre MyTalu¥ M3MeHSeT PaKOBHM aHTUTeH He HaCTOJbKO, UTOOH
ero HeJlb34 OBLIIO YHUBepPCaJILHO [IPMMEHSATH K MJIEKOIIU T AIMM,
IpenrnouyTUTeJIbHO K UeJIOBEKY  MJIHU cobake, HO V3MeHHIeT ero

JOCTAaTO4YHO, UTOOH TIOJIYUHMBIIaACA B pesyJsieTaTe aMMHOKMCJIOTHAaA

IIOCJIEOOBATEJIBHOCTD HapymalJla TOJIEPaHTHOCTE VI cumTasachk
TYyXepPpOIHBIM AHTUIT' €eHOM OJIA CO3I0aHMA VIMMYHHOTI'O oTrBeTa. HpYPOﬁ
crioco® MOXeT InpenoCcTaBJIATb cobom cozaHNre KOHCEeHCYCHOTO

PEKOMOMHAHTHOTO PAaKOBOI'O aHTUIeHa, KOTOPHM obJjamaeT II0 MeHblIen
Mepe oT 85% oo 99% MOEHTUUHOCTEIO aMUHOKMCJIO THOM

II0CJIEOOBATEJIEHOCTM OTHOCHUTEJIEHO €I'0 COOTBeTCTBYyKIeI'O HaTMBHOTI'O

PaKOBOTO aHTuUIeHa; IOPpellouTUTeJIbHO — IO MeHblmel Mepe oT 90% 1o
98% MIEeHTUUYHOCTBI IIOCJIEeNOBaTeJNIbHOCTM,; ©OoJiee MNPenloUYTUTEJILHO — IIO

MeHbIle Mepe OT 93% mo 98% MIOEHTUUYHOCTLBI IMOCIeOOBaATEeJIbHOCTHU; WM

eme ©0oJiee MNOPeAdlOUTHTENBHO — IO MeHbBIel Mepe oT 95% 1mo 98%
MIOEHTUUYHOCTEIO [IOCJIENOBATEJILHOCTHA . B HEeKOTOPHX Clly4dasnax

PEeKOMOVMHAHTHHM PAaKOBHEM aHTHUTIeH oOJamaeT 95%, 96%, 97%, 98% wiwu
99% MOEHTMUHOCTBI AaMMHOKMCJIOTHOM II0CJIeOOBaTeJIbHOCTM OTHOCHUTEJILHO
ero COOTBETCTBYKIET'O HaTUBHOTO PaxKoBOTO aHTHUIEeHa. I aHHBM
HAaTMBHBI PAaKOBEM aHTUIeH IOpencTaBJgeT coboM aHTUI'eH, KOTOPHIM,

KakK IIpaBMJIO, accoumMmpyeTcHd C OoOllpeleJIeHHEIM BHMIOM PpPakKa WJIN paKOBOﬁ



Oy XOJIU . B  3aBUCHMMOCTM OT PakKoOBOI'O  aHTUIeHa  KOHCEeHCyCHad
[IOCJIeDOBATEJIbHOCTE pPaKOBOI'O  aHTUIeHa MOXeT I[IPUCYTCTBOBATH Y
MJIIEKONIMTAKIINVX WM B IIpemejlax I[IOOTUIIOB BMIOa, WM B BUPYCHEX
mTraMMax WM cepoTuiax. HeKOTOpHe paKOBEE aHTUIEeHH He CUIIBHO
OTJINMYUAITCA OT aMMHOKMCJIIOTHOM IIOCJIeHOBaATeJIbHOCTM  OUKOTO  THUIIa
PakKoBOTO aHTUTeHa. HexoToptre PaKoOBEEe AHTHUIeHE VIMEIT
HYKJIEOTUIHBE / aM/AHOKMCJIO THHE [IOCJIenOBaTEJILHOCTH, KOTOPEE
HAaCTOJIBKO pPacxXxomATCHa Y Pas3HHX BUIOOB, UYTO HeJb34 IOJYUUTH
KOHCEHCYCHYII [I0CJIeNOBaTeJILHOCTE . B BTUX cliydasax IoJIy4damnT
pekoMOVHAaHTHEIM PaKOBHM aHTUTEeH, KOTOPEM BynmeT HapylaThb
TOJIEPAHTHOCTL UM CO3HaBaTb MMMYHHEM OTBET, TaKOWM aHTUTEeH, KOTOPHM
MMeeT II0 MeHbIleM Mepe oOT 85% mo 99% UMIOEHTMUHOCTM aMMHOKMCJIOTHOM

II0CJIEOOBATEJIELHOCTM OTHOCHUTEJIEHO €I'0 COOTBeTCTBYyKIeI'O HaTMBHOTI'O

PaKOBOTO aHTUIeHa; IOPpellouTHTeJIbHO — IO MeHblel Mepe oT 90% 1o
98% MIOEeHTMUYHOCTM IIOCJIENOBAaTEJBHOCTHM,; Oo0Jiee TMPeldlloUTUTEJIBHO — IIO

MeHbIIe Mepe OT 93% mo 98% MOEHTUUHOCTM IIOCJHeOOBaTEeJILHOCTHU; WM

eme ©0oJiee MNOPeAlOUTHTENLHO — IO MeHbBIeV Mepe oT 95% 1mo 98%
UOEHTUYHOCTHU [IOCJIENOBATEJIELHOCTHA . B HeKOTOPHX Clly4danax

PEeKOMOMHAHTHEM PaKOBHEM aHTUTeH oO6jJamaeT 95%, 96%, 97%, 98% wiwu
99% MOEeHTUUYHOCTLI AaMMHOKMCJIOTHOM I[IOCJIeOOBATEeJILHOCTM OTHOCHUTEJILHO
€0 COOTBETCTBYKIIEI'O HATMBHOI'O PaKOBOI'O aHTUIeHa. W3JIOXEeHHHE
BHIIE TIOOXOOH MOTYT OHTL OOBEeIMHEeHH TaKuM ofpa30oM, UTOOB KOHEUHHM
PeKOMOVHAHTHEM PaKOBHM aHTUTEH MMeJl TakKoe IIPOLeHTHOEe CXONCTBO C
AMUMHOKMCJIOTHOM IIOCJIeNOBATEJbLHOCTBI HATUBHOTO PakKOBOTO aHTHUTeHa,
KaK ONIMCaHO BHIIE.

[0025] PekxOMOMHAHTHHEM PAaKOBHM aHTUITeH ClIocof0eH MHIOYLUPOBATDL
aHTUTeH-crHeluupnueckms T—-KJIETOUHLEM W/MUJIM UHTEHCUBHENM I'yMOPAaJIbHBI
VMMYHHEE OTBETH, TeM CaMbM MHIOYVLMPYS WMJIM BHS3HBAasS MMMYyHHHM OTBeT,
KOTOPHM HalpaBJIeH Ha pakK WIM OIyX0oJb MIM pearupyeT Ha HUX
SKCIpeccuen AHTHITEHAa . B HEKOTOPHIX BapMaHTax peann3aluun
n300peTeHrss WHIOYLUUMPOBAHHHM WMJIM BHE3BAHHBNM MWMMYHHBM OTBET MOXET
OpenCcTaBJIATE COOOM KJIETOUHHM, I'yMOPAallbHHM MM Kak KJIEeTOUHHM, Tak
¥ TyMOpaJibHHEM MMMyHHHE OTBeTH. B HEeKOTOPHX BapMaHTax pealr3alluu
n300peTeHrss MHIOYLUMPOBAHHHM WM  BHS3BAHHLEM  KJIETOUHEM  VMMYHHEMN
OTBET MOXET BKJIUYATH MHIOYKIMEKL WIM CeKpeluuw I'aMMa-MHTepdepoHa
(IFN-y) u/uiau dakKTopa HeKpos3a onyxoJjer anbda (TNF-o). B Opyrmux
BapMaHTax pealu3aluuy un300peTeHMa MWHOYUIMPOBAHHEM WM BHS3BaHHLHM
VMMYHHEM OTBEeT MOXeT YyMeHLIaThb WM MHTUMOMPOBATH OOMH MIM OoJiee
baxkTOpPOB CcyIpeccum VIMMYHHOT'O OTBETA, KOTOPHE CTUMYJIUPYIOT

PasBuTHME OIIYyXOJIM WJIM PpakKa, OSKCIIpeCCHpyAd aHTUI'eH, HallprMMep, Oes



OT'paHMUeHrd WM, O(QakKTOPH, [IoHaBJdKnmMe Ipe3eHTauuio MHC, GaKTOpPH,
aKTUBUPYRIIME AHTUT EeH—CIIelIUuPUUECKME PeTyJIATOPHEE T—KJIEeTKU
(Tregs), PD-L1, FasL, LIMTOKWHH, TakMe kak I1L-10 wu TFG-8,
aCCOLUMMPOBAHHEE C OIIYXOJIbI MaKpodaru, acCCOLUMMPOBAHHEE C OIIYXOJILIO
dnbpobiiacTH, PacTBOPUMHEE bakTOpPH, IpOoOyLUpyEeMEle VIMMY HHEIMI
KJIeTKaM—Ccylpeccopamyu, CTLA-4, PD-1, MDSC, MCP-1 u MOJIEeKYJIH
VIMMYHHEIX KOHTPOJIBHEIX TOUEK.

[0026] IaHHYI BaKLUMHY MOXHO IOOIOJHUTEJIEHO KOMOMHMPOBATH C
aHTUTeJlaM/ K MHIUMOMTOpaM KOHTPOJIBHEIX TOUeK, TakuMu kKak PD-1 mu
PDL-1, oJIs yBeJIMUeHNU CTUMYJISALN Kak KJIETOUHOTO, TaKk U
T'YMOPAJIbHOTO WMMMYHHEIX OTBETOBR. VCIOJNB30BaHMe aHTUTeJ kK PD-1 wim
PDL-1 npemorepamaeT PD-1 wmym PDL-1 oT cCylpecCCuUM OTBeTOB T-KJeTOK
u/ i B-KJIeTOK. B I1eJIoM, KOHCTPYUPOBaHME PaKOBHX AHTUIEHOB TaKUM
oBpaz3oM, yTOOE MX paclo3Hapaljla WMMyHHas  CUCTeMa, IIOMOTaeT
[IpeonoJIeEBATE IpyIMe QOPMH CYIIPECCUM MMMYHHOTO OTBeTa OIIyXOJIeBHEMU
KJIeTKaMy, ¥ 5STU BaKIMHHE MOXHO MCIIOJE30BaThE B KOMOMHalUUMM C
Tepanuemn cylnpeccum VI MHTUMOUPOBaAHU A (Takon Kak Tepalnmu
aHTUTeJlamMmM K PD-1 u PDL-1) 1OJj4 DajibHeMmeIro yRBeJIMUeHMS OTBeTOB T-
KJIETOK U/Miau B— KJIETOK.

1. OmnpenejseHusd

[0027] Ecam He vVyKa3aHO WMHOe, BCe TexXHHUUeCKMe UM HayudHHe
TEePMMVHE, VCIIOJIE30BaHHEIE B IOaHHOM  HOOKYMEHTE, VMenT TO  Xe
3HaueHre, KOTOopoe OOHUHO IoOpa3yMeBaeTCsd OOBUHBM CIelUMaJIMCTOM B
DaHHOM oBJacTV TexXHMKM. B cjlyyae KOHQJIMKTA HACTOSAMUM IOKYMEHT, B
TOM UMCJIe OIlpeneJieHusd, nonjexaT I[IpOBepKe. [IpennouTUTeJIbHEE
CIIOCOOE M MaTepMaJltl OIMCaHH HMWXe, XOTA CIOCOOE UM MaTepuallbl,
AHAJIOTMUHEE WMJIM DSKBUBAJIEHTHEE TeM, KOTOPHEE OIMCAHE B OaHHOM
OOKYMEHTe, MOTYT OBTE MCIOJIE30BaHE Ha [IPaKTHUKe WIM IIPpM [IPOBepKe
HacTOAmMETO M300peTeHUd. Bce nyOamukaumwu, 3agBKM Ha IaTeHT,
[IaTEHTH M IpYyTUe CCHJKM, VYIOMAHYTHE B OaHHOM JIOKYMEeHTe, BKJIOUEHEH
[IOCPEenCTBOM CCHUIKM B IIOJJHOM oO0OBeMe. JlaHHHE MaTepualJlbl, CIOCOOHE U
[IPVIMEDH, OINMCaHHEEe B OaHHOM OOKYMEHTE, ABJIAOTCSH TOJIBKO
WILJTIOC TP a TUBHBEMIA n He npelHas3HadeHH nJis OTpPaHMUEeHMS .
TepMMHOJIOTHSA, MCIOJb3yeMasd B IaHHOM IOKYMEHTe, IpeldHa3HadeHa IJIg
OTIMCaHusa OIlpeleJIeHHEX BapMaHTOR pealrM3aluy UM300peTeHusda UM He
nIperHas3HadeHa IJISd OTPaHUYEeHUd.

[0028] TepMUHEL "cocTaBJIART (cocrampJygeT) ", "BKJIIOUAKT
(BrymouaeT) ", "umenomun", "umeer", "moxeT", "comepxaT (comepxutT)"
VM UMX BapWaHTH, IIpU MCIOJb30BaHMUM I[I0 TEKCTY IaHHOT'O IOOKYMEHTa,

I[NpedHa3HaAYEeHEL OJIA MCIIOJIBE 3OBaHNMA B KauecCcTBe HeOI'PaHMUYNVBalIMX



[IEPEXONHHX  Qpas, TEPMMHOB  WMJIM  CJIOB, KOTOPHE He MCKJInYanT
BOBMOXHOCTL HOOIOJIHUTEJILHHX OeVMCTBUNM WMJIM CTPYKTYP. EIVMHCTBEeHHOe
UMCJIO BKJIOUAET CCHJIKY Ha MHOXEeCTBEHHOE UMCJIO, €eCJHM M3 KOHTeKCTa
ABHO He cijenyeT VHOEe. Hacrosmee n3obpeTeHuUe TakKxe
IpelycMaTpuBaeT OpyIMe BapMaHTH "conmepxammui", "cocrosamuy wus" u
"cocToAmMM, IO CYTM, U3", BapMAHTH WJIM BJIEMeHTH, IIpeldCcTaBJIeHHHE
B IOaHHOM JIOKYyMeHTe, He3aBUCUMO OT TOI'O, UYeTKO JM OHU W3JIOXEHE
WV HeT.

[0029] OJId  TIEePEeUMCIJIEHMS  UMCJIOBEIX IOIMaIllas30HOB B OaHHOM
OOKYMEHTe HABHO IpenrnojaraeTcsd KaxXIoe I[IPOMeXyTOUHOe UMCJIO Mexmny
HVMM C TOM Xe CTelleHbl TOUHOCTM. HamnpmuMmep, IJsS OManasoHa 6-9 B
OOIOJIHEHMEe k 6 M 9 mnpennojarawnTcd uucia / M 8, a IJ4 IMalas3oHa
6,0-7,0 sgBHO mnpennoJjarawmrca uuciaa 6,0, 6,1, 6,2, 6,3, 6,4, 6,5,
6,6, 6,7 6,8, 6,9 u 7,0.

[0030] "AODwlOBaHT", OpM MCHOOJB30BAHMM I[IO TEeKCTY ITaHHOTO
IOOKYMEHTa, O3HauvaeT JIOYKR MOJEKYIY, noGaBJIeHHYK K  BaKIMHaM
mlasmMuoHo IOHK, onMcaHHBEIM B ITaHHOM HOKYMeHTe, C 1LeJIblo IIOBLINEeHUA
VMMYHOT €HHOCTHM aHTUI'E€HOB, KOIMPYEMEHEX Inas3mMuaamu JJHK m xommMpymommx
OTIMCAHHHE HMWXEe HYKJIEOTHUIHHE IIO0CJIENOBATEJIEHOCTHA.

[0031] "AHTHUTeEJIO", OpM MCHOOJBL30BAHMM IO TEeKCTY IOaHHOTO
IOOKYMeHTa, O3HauaeT aHTUTeJIO KJjaccoe I1gG, IgM, IgA, IgD mmm IgE,
Wi ¢parMeHTEH, WJIM €TI0 IIPpOM3BOINHEE, B ToOM uucje Fab, F(ab')2,
Fd, a mTakXe OJIHOLEIIOUEeUHEle aHTUTeJla, »Ouareya, OUCIeUUudUUeCKUe
aHTUTeJla, OMOYHKUMOHAJIBHEIE aHTUTeJla WM UMX IIPpOM3BOOHHE. [aHHOE
AHTUTEJIO MOXeT TpPenNcTaBJIATE CcoBoM  aHTUTeJO, BHIOEJIEHHOEe U3
obpasua CHIBOPOTKM MJIEKONIMUTAKRMETO, IOJIMKJIOHAJIbLHOE aHTUTEJIO,
addPMHHO OUMIEeHHOEe AaHTUTEeJIO WMIM WUX CMecH, KOTOphHe MIPOABJISIT
OOCTATOUHY CIHeUMPUMUHOCTEL CBAS3EBaHMUA IIO OTHOMEHMID K XeJlaeMOMy
SIOUTONY WM IIOCJIeOOBATEeJILHOCTHM, IIOJIYUeHHOM M3 HeTo.

[0032] "Komupywoma s rocJyienoBaTeJILHOCTE " WM "kooupyoma g
HYKJIeMHOBasg kucJjora", IpM  MCIOJNB30BaHMM II0 TEeKCTY  HJaHHOTO
OOKYMeHTa, O3HauaeT HYKJEeMHOBEEe KMCJOTH (MoJlekyJia PHK wmiam JHK),
comepxamye HYKJIEOTHMIHYK IIOCJIEOOBATEJIBHOCTE, KOTOopad KoIoupyeT
feJioK. Kononpywoma s [IOCJIeIOBaTEJIBLHOCTD MOXeT IOOIOJIHUTEJILHO
comepxaThb CUT'HAJIEL MHMLIV Al u TepMUHAaLIUA, OYHKLUMOHAJBHO
CBA3aHHBE C PETYJATOPHBMM BJIEMEHTAaMM, B TOM UYMCJIe IIPOMOTOPOM U
CUTHaJIOM IIOJIMaleHUJIMPOBaAHUSA, CIOCOOHEMM pPeryJMpOBaTh BKCIPECCHU
B KJIeTKax MHIMBUIOYYMa WJIM MJIEKOIMUTaKrmero, KOTOPOMY BBOIAT

HYKJIEMHOBYIO KUCJIOTY .
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[0033] "KomMmriyieMeHT" MJIIN "KoMILJIeMeHTapHEM" , npu
VCIIOJIE 30BaHUU 10 TEeKCTY OaHHOT'O OOKYyMeHTa, O3HauaerT, yTo
HYKJIEMHOBAA KMCJIOTa MOXeT O3HauaThk ClapMBaHMe OCHOBAaHMM YOTCOHa—
Kpuka (Hanpumep, A-T/U m C-G) wumm XyTICTeHa MeXOy HYKJIeOTHIaMMU

VI HYKRJIEOTUMIHEIMM aHaJIOT'aMM MOJIEKYJI HYKJIEVMHOBEX KMCJIIOT.

[0034] "KoHceHcyc" wmam "KOHCeHCYCHasd IIocJlefoBaTeJIbHOCTL",
opu VICIIOJIL 30BaHUU 110 TEeKCTY OaHHOTO IOOKYMEeHTa, OBHauvaeT
[IOJIUIIENITUIHYIO [IOCJIeIOBATEeJILHOCTE, OCHOBAHHYIO Ha aHaJmse

BEHIPaBHMBAHMA HEeCKOJIBEKUX mocjiefoBaTeJIbHOCTEN IJIS OIOHOTO M TOTO Xe

I'eHa nus Pas3HEX OpPTaHVM3MOB. MoryT OBITH ITOJIYYEeHEI
IIOCJIEeIOBAaTEJIEHOCTHM HYKJIEMHOBEX KRMCJIOT, KOTOPEE KOIOIMPYKT
KOHCEHCYCHY IIOJIMIIEIITUIHYO II0CJIegoBaTEeJIEHOCTE . s VMHIOYKINN

IMPOKOTO MMMYyHMTEeTa K aHTUTeHY MOT'YT OBTL MCIOJb30BAaHH BaKIIMHE,
comepxalue Benku, KOTOPHE comepxaT KOHCEHCYCHEEe
IOCJIeNOBATEJILHOCTU U/MIM MOJIEKYJIH HYKJIIEMHOBHX KMCJIOT, KOIUPYIMUE
TaKkre OeJIKM.

[0035] "SyexkTponopaundga", "ailekTpollepMeadbuim3anma’ VI
"3JIEeKTPOKMHETUUECKOE ycuilieHmue" ("EP"), B3aMMO3aMeHIeMO
VCIIOJIE3YEMHEE I[10 TEeKCTY HOaHHOTO OOKYMEeHTa, O3HavalT WMCIOJb30BaHMUeE
VMMIIyJIbCa  TpaHCMeMOpaHHOTO  BJeKTPUUEeCKOTOo IIoJ4 IJIS  MHIOYKIWMK
MUKPOCKOIIMUECKUX NOyTerm (mop) B Ouo—MeMmOpaHe; UX IIPUCYTCTBUE
mo3BoJgeT OMOMOJIEKYJIaM, TaKMM KakK ILJJa3MMIOb, OJMIOHYKJIEOTUIH,
MMPHK, JleKapCTBEeHHHE CpPencTBa, MOHE M BOOa, MIPOXOIUTEL M3 OIOHOM
CTOPOHHE KJIETOUHOM MeMOpaHH B IOPYyITV.

[0036] "OdparMeHT", T[OIpPM MCIOJIE30BaAHMM IO TEKCTY IOaHHOTO
IOKYMEHTa, II0 OTHOmMEHMID K IIOCJIeOOBATEJIbHOCTAM HYKJIEMHOBBIX KUCJIOT
o3HauvaeT HYKJIEOTUIOHYIO [IOoCJIeIOBaTEeJIbLHOCTD VI ee Yy4acToOK,
KOOUPYIOMMM  [IOJIUIISITHUI, CIIOCOOHEI  BHBHBBATL MMMYyHHHB OTBEeT Y
MJIEKOIIMUTAKIMEeTro, KOTOPHM HaeT IIepekKpecTHYD peaklMio C aHTHUIeHOM,
OV CaHHEM B OaHHOM OOKYyMeHTe. OaHHbEe bparMeHTH MOTYT
IpencTaBJIATL cobo¥ odparMedHTel JHK, BoOpaHHBE IO MeHbllel Mepe U3
OOHOM U3 Pa3JIMUHBEIX HYKJIEOTHIHHX IIOCJIedOoBaTeJILHOCTEM, KOTOpHe
KoOupyioT OeJIKOBHe (parlMeHTH, OIMCaHHHe HWXKe. OpaTlMeHTH MOTYT
comepXaThb II0 MeHbmel Mepe 10%, 1o MeHbmeld Mepe 20%, IO MeHbIeM
Mepe 30%, no MeHbmel Mepe 40%, 1o MeHbmel Mepe 50%, IO MeHbIeN
Mepe 60%, no MeHbmenm Mepe 70%, 1o MeHbmel Mepe 80%, IO MeHbIEN
Mepe 90% wmIM 1o MeHbmeV Mepe 95% omHoOM wmiM ©6o0Jiee HYKJIEOTUIHBEIX
mocjienoBaTeJIbHOCTEN, ONMCAHHHX  HUXE. B HeKOTOPHX BapuaHTax
peagm3aluy M300peTeHMsa QparMeHTH MOTYT COOEepXaThb 10 MeHBIEM Mepe

20 HYKJeOoTHMIOOB MWIM 0OoJiee, IO MeHbmer Mepe 30 HYKIEOTHMIOB WJINU
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BoJiee, Mo MeHbmel Mepe 40 HYKJIEOTUMOOB MIM ©OoJiee, IIO MeHbIleM Mepe
50 wnykJeoTHOOB wmIM ©OoJiee, 1[I0 MeHblel Mepe 60 HYKIJIEOTUIOB WM
BoJiee, o MeHbmen Mepe 70 HYKJIEOTUMOOB MIM ©OoJiee, IIO MeHbIleV Mepe
80 HyKJeOTHMOOB WM 0OoJiee, I[IO0 MeHbmel Mepe 90 HYKJIEOTUIOOB WM
BoJiee, 1o MeHbmeV Mepe 100 HYKJIEOTHMIOB WM ©OoJiee, IIO MeHbIeM
Mepe 150 HykJIeoTHMIOB wau ©OoJiee, 10 MeHbmel Mepe 200 HYKJIEOTHUIOB
wiu 0BoJiee, IO MeHbmeM Mepe 250 HYKJIeOTHMIOB MM 0OoJiee, IO MeHbLIeM
Mepe 300 HYKJIeOTUIOOB uMIM OoJlee, 110 MeHblel Mepe 350 HYKJICOTUOOB
niam 6oJiee, 10 MeHbmel Mepe 400 HYKJIeOTHMIOB WM ©OoJiee, II0 MeHbIIeM
Mepe 450 HykJIeoTUMHOB uMIM OoJlee, 110 MeHblel Mepe 500 HYKJICOTUOOB
uim 6oJjiee, 10 MeHbmel Mepe 550 HYKJIeOTHMIOB WM ©OoJiee, IO MeHbLIIeM
Mepe 600 HYKJIeOTUMIOOB MIM OoJlee, 110 MeHbllel Mepe 650 HYKJISOTUIOB
uim 6oJjiee, 10 MeHbmel Mepe 700 HYKJIEOTHMIOB WM ©OoJiee, II0 MeHbLIIeN
Mepe 750 HyKJIeOoTUMIOOB MIM OoJlee, 110 MeHblel Mepe 800 HYKJISOTUIOB
uiam 6oJjiee, IO MeHbmel Mepe 850 HYKJIeOTHMIOB WM ©OoJiee, IO MeHbLIIeM
Mepe 900 HYKIJIeOTUMIOOB MIM OoJlee, 110 MeHblel Mepe 950 HYKJIEOTHUIOB
uam ©6oJiee WIM 110 MeHbme¥ Mepe 1000 HYKJIeOTHMIOB WM 0oJee IO
MeHbIIeM Mepe omoHOM n3 HYKJIEOTUIHEIX mocjienoBaTeJLHOCTEM,
OIIMCAHHEIX HIXE.

[0037] "oparMeHT" wmiIM "MMMYHOTEeHHHM OoparMeHT" B OTHOIMEHUU
IOJIMIIENITUOHEIX IIOCJIeNOBaTeJIbHOCTEeM oOB3HauvaeT IMIOJMIIENTHUI, CIOCOOHHM
BHI3HIBATDH VIMMY HHEIN OTBET N MJIEKONIMUTAKIETO, KOTOPHM oaer
[IEPEKPECTHYD peaklUMi C aHTUTeHOM, OIMCAaHHBEM B IaHHOM IOOKYMEHTe.
IDaHHBEE bparMeHTH MOT'Y'T IpelcTaBJIATh cobom [IOJIUIIEII TU IHEIE
bparmMeHTH, BHOpPaHHHE I1I0 MeHbLIeM Mepe M3 OIOHOM U3 pPa3JIMUHBIX
AMMHOKMCJIOTHEIX II0CJIeIOBaTeJIbHOCTEeY HUXe. OOpaTlMEeHTH KOHCEHCYCHBX
BeJIKOB MOTYT COIepXaThb II10 MeHbmel Mepe 10%, mo MeHbmer Mmepe 20%,
no MeHbmel Mepe 30%, 1o MeHbmel Mepe 40%, 1o MeHblmel Mepe 50%,
1o MeHbmel Mepe 60%, 1o MeHbmel Mepe 70%, 1o MeHblmel Mepe 80%,
10 MeHbmeM Mepe 90% MJIM IO MeHbIeV Mepe 95% KoHceHCcycHoOTo OeJika.
B HEKOTOPHIX BapMaHTax peanmus3anuumu nz3obpeTeHms dpaTrMeHTH
KOHCEHCYCHEIX BeJIKOB MOTYT comepxaThb 1o MeHblel  Mepe 20
AMMHOKMCJIOT MM OoJlee, IO MeHbmeld Mepe 30 aMMHOKMCIOT wmau OoJee,
o MeHbmeW Mepe 40 aMMHOKMCIIOT WIM 00Jiee, IO MeHbler wMepe 50
aMMHOKMCJIOT MM OoJlee, IO MeHbmelM Mepe 60 aMMHOKMCJIOT MIM OoJiee,
10 MeHbmeW Mepe 70 aMMHOKMCIIOT WM 00Jiee, T1IO0 MeHblley wMepe 80
aMMHOKMCJIOT MM OoJiee, IO MeHbmelM Mepe 90 aMMHOKMCIOT wmiau OoJee,
no MeHbmenm Mepe 100 aMMHOKMCIIOT WM ©OoJjlee, IO MeHbmen Mepe 110
aMMHOKMCJIOT wWaM ©oJiee, 10 MeHbmenm Mepe 120 aMMHOKMCIOT WM

BoJjiee, 1o MeHbmey Mepe 130 aMMHOKMCIIOTH WM ©OoJiee, IO MeHbIIEN
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Mepe 140 aMMHOKMCIIOT MM OoJiee, IO MeHbmel Mepe 150 aMMHOKMCIIOT
uam 6oJiee, 1O MeHbmeM Mepe 160 aMMHOKMCIIOT WM ©oJiee, IO MeHbIen

Mepe 170 aMMHOKMCIIOT WMJIM OoJiee, IO MeHbmel Mepe 180 aMMHOKMCIIOT

WIIn BoJiee IocJegoBaTeJIbLHOCTH Belika, OIIMCaHHOM B IOaHHOM
IOOKYMEHTe.
[0038] [Ipr MCHOJIB30BaHUM IO TeKCTyYy [OaHHOT'O IOKYMeHTa,

TepMMUH "T'eHeTHMueckasd KOHCTPYKUMA" OTHOCHUTCA K MoJiekyJam [THK wim
PHK, coepxalmmnMm HYKJIEOTUOHYIO IIOCJIeORaATEeJIbLHOCTE, KoTopasa
KooupyeT ©OeJiok. Komupyomas I[I0OCJIedOoBaTeJIbHOCTE COOEPXUT CUIHAJH
VHUIIMALUUM WM TepMMHalLUM, OQYVHKIMOHAJIBHO CBA3aHHHE C pPeryJISTOPHBEMU
2JIEMEeHTaMHM, B TOM umcie IIPOMOTOPOM u CUTHAaJIOM
[NOJIMaIeHMJIMPOBAaHMSA, CIOCOOHEIMM PeTyJIMPOBATE 3KCIPECCUD B KIeTKax
VHIVBUOYYMa, KOTOPOMY BBOIOAT MOJIEKYJIY HYKJIEeMHOBOWM KMUCJIOTH. IIpu
VICIIOJIL 30BaAHUA 1o TEeKCTY OaHHOTO OOKYMEHTa, TepMUH
"skcnpeccupyeMas ¢opMa'" OTHOCUTCS K TEe€HEeTHUUECKMM KOHCTPYKIMAM,
comepXxamyM  HeOOXOIOMMEIE  PEeTYJIATOPHHE 2JIEMEHTHI, OYHKIIMOHAJIBEHO
CBA3aHHEE C KOoIMpyoIeM I[I0CJIedoBaTeJIbHOCTLID, KOTOopasd KOOUPYEeT
BeJiok TakuMM oO60pa30M, UYUTO IIPM HaJlWuuuM MX B KJIETKe MWHIVMBUIYYMa
ByoeT MNPOUCXOOMTL SBKCIPEeCCHa KoOupyklel 10CJedoBaTeIbHOCTHU.

[0039] Tepmuu "rmomogioruga", OpM MCIOJBL30BaAHUM I[IO TEKCTY
OaHHOT'O HOOKYMeHTa, OTHOCUTCS K CTelleHM KOMIUJIEMEeHTapPHOCTU. MOXeT
VMEeTb MECTO UYacCTuuHad I'OMOJIOTMA WM IIOJIHasd TOMOJIOTHS (TO eCcThb
UIEHTUUYHOCTD) . JaCTUUHO KOMILJIEMeHTapHad [IOCJIeIOBATEeJIbHOCTE,
KOoTOpad 1o MeHbIIeM Mepe YaCTUUYHO MHITUOUpPpYyeT IIOJIHOCTHIO
KOMILJIEMEHTAPHYID IIOCJIeNOoBaTeJIbHOCTE OT I'MOpUMOM3AlMM C HYKJIEMHOBOM
KMCJIOTOM—MUIIEHBIO, OTHOCUTCHA K  MCIOJIB30BaHMI  QYHKLUMOHAJBHOTO
TepMMUHa "IMIO CYTU I'OMOJIOTMYHEBI" . IIpM MCIIOJb30BAHUM I10 OTHOUEHMI K
IBYXLEIOUeUHOY HYKJISOTUOHOM IIocJiedoBaTeJIbHOCTM, TakoM Kak KkIHK
W T'@HOMHEI KJIOH, TepPMVH "11o cCyTH I"OMOJIOT'MYHEIL" , npu
VCIIOJIE30BaAHUM TIIO TeKCTY IaHHOT'O IOOKYMEHTa, OTHOCUTCH K 30HIY,
KOTOPHM MOXeT TUOPUONBOBATECH C LENBO IBYXIEeIoUeUuHOM
HYKJIEOTUIHOM IIOCJIeIOBATEJILHOCTU B VCJIOBMAX IIOHMKEHHOM XEeCTKOCTMU.
[IpM MCIOJBb30BAHUM II0 OTHOMEHUI K OIHOIENOUeUHOM HYKJIeOTUIHOM
[IOCJIEOOBATEJIBHOCTHU TepPMVH "11o CyTH I"OMOJIOI'MYHEIL" , npu
VCIIOJIE30BaAHUM TIO TEeKCTY IaHHOT'O IOKYMEHTa, OTHOCUTCHS K 30HIY,
KOTOPHM MOXeT TIMOPUAOM30BATLCA (TO eCThb ABJIAeTCd KOMILJIEeMeHTAapPHEBM)
C OIOHOLEINOUEeYUHOM MaTPUUHOM HYKJEOTHMIHOM II0CJIeNOBaTEeJIbHOCTLIO B
YCJIOBUAX IIOHVWXEHHOM XeCTKOCTHU.

[0040] "MoeHTHMYHEM" WM "MIOEHTHWYHOCTE'", IIpPM MCIOJIb30BaHUU

I10 TEeKCTY IOJaHHOT'O OJOKYMEeHTa, B KOHTEKRCTE IBYX MJIn DoJiee
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HYKJIEMHOBHX KMCJIOT VI [TOJIUTIETI T THBIX mocjenoBaTeJIbHOCTEN
03HavaeT, UTO IOCJIeIOBaTeJILHOCTM MMelT OIpeldeJIeHHHM IIPOIeHT
OCTaTKOB, KOTOPHE ABJIAKTCSA OOMHAKOBEIMM IO BCelM  yKasaHHOMU
oBJjlacTu. ODaHHBEM  OPOLIEHT  MOXET OBITE paccumuTaH IIOCPenCTBOM
ONTUMAJILHOTO BHPAaBHMBAHUA IOBYX IIOCJIEeNOBATEJBHOCTEY, CpPaBHEHUS
IBYyX IIOCJIemoBaTeJIbHOCTEM B YyKa3aHHOM o00JlacTu, OIpenelJIeHus uMucia
IIOJIOXEHUY, B KOTOPHX MIOESHTUUHEE OCTAaTKM I[IPUCYTCTBYIT B 00eux
IOCJIeIOBATEJILHOCTAX, C IIOoJIyUdeHMeM uMcJla COBIaalmUx II0JIOXKeHUM,
neJIeHusdI uMcJla COoBIalalmMx IIOJIOXKeHUM Ha ofMlee UMCJO IIO3ULUNV B
yKasaHHOM ofJjJacTuM ¥ YMHOXeHUS pesyibTaTa Ha 100 ¢ nojyuyeHMeM
IpOoLleHTa MIEHTUUYHOCTM IIOCJIedoBaTeJIbHOCTM. B ciydadx, KoTrga 5BTU
IOBe TIOCJIENOBATEJNIBHOCTM MMERT Pa3JIMUHYK OJIMHY WM BHEHpPaBHMBaHUE
IPUMBOIMT K OOHOMYy WM 0oJiee CTYIeHYaTBEM KOHIlaM, U YyKa3aHHasd
oBJygacTb CpaBHEHUS  COIEPXUT TOJIBKO OIOHY IIOCJeIOBaTeJIbLHOCTE,
OCTaTKM OIHOM IIOCJIeIOBaTeJIbHOCTM BKJIOUAT B 3HaMeHaTeJlb, a He B
UMCJIUTeJIb pacdeTa. llpn cpabpHeHun IOHK m PHK Tuvmu (T) u ypauwui
(U) MOXHO paccCMaTpMBaTh B KadeCTBe DSKBMBAJIEHTOB. JVIOEHTUUYHOCTH
MOXeT OBTB  BHIIOJIHEHA BPYYHYKD MWMJIM C  TIOMOINBK  KOMIIBIOTEPHOT'O
aJiropMTMa IIOCJIENOBATEJIBLHOCTM, TakKoI'o kKak BLAST wmiam BLAST 2,0.

[0041] "YIMMY HHEBIV orBeT", OpM  MCIOJIB30BaHMM  IIO TEeKCTY
OaHHOTO IOOKYMeHTa, O3HauaeT aKTMUBaLMID MWMMYHHOM CHCTEeMH XO34MHa,
HalpuMep, Y MIEeKOIMTaKIero, B OTBeT Ha BBeIeHUe aHTHUIEeHa.
VMMYHHEI OTBeT MOXeT OBTbL B BMUIOEe KJIETOUHOTO WM I'yMOPaJbLHOT'O
oTBeTa, WIN OOOUX.

[0042] "HykjgeuHorasa kucjgora" wmam  "oJauroHykJeotTuno", W
"moJMHYKJIeoTHun", OpM MCIOJB30BAHMM II0 TEeKCTY OaHHOTO IOKYyMeHTa,
Oo3HavaeT II0 MeHblleM Mepe IBa HYKJIeOTUIa, KOBAJIEHTHO CBSI3aHHHX
OpyT C IOpyTOM. OnmcaHMe  OIOMHOUHOM  lLelM  TakKxe  OIpelnejser
[IOCJIeOOBATEJILHOCTE KOMILJIEMEeHTapHOM Henm. Taxum obpa3oM,
HYKJIeMHOBAa4g KMCJIOTa TaKxe OXBaTHBaET KOMILJIEMEHTaAPHY LIEeb
IpuBeIeHHOV  OOMHOUHOM LenlM. MHOXEeCTBO BapMaHTOB HYKJIEMHOBOM
KMCJIOTE MOXeT MCIOJbL30BATLCA C TOM Xe LeJlblo, UYTO U OaHHad
HYKJIEMHOBasd KMCJOTa. TakuMmM oO0pas3oM, HYKJEMHOBasA KUCIIOTa TakKxe
OXBaTHBaEeT infe} CyTHu MOeHTUYHEE HYKJIEMHOBHE KMCJIOTH U  UX
KOMILJIEMEeHTH . OOMHOUHAA Lelb OIpeloCTaBJIAeT BO0HO, KOTOPHIM MOXeT
TUOPUON30BATLECA C 1LeJIeBOM IIOCJelOBATEeJILHOCTLI B XKEeCTKUX YCJOBUAX
TUOPUON3aLNNA . Taxkum oBpaz3oM, HYKJIEMHOBAS KMCJIOTa TaKXe
OxXBaTHBAaET  3OHI, KOTOPEM THUOPUIM3YETCS B  XKEeCTKUX YCJOBUAX

ITMOPUON3ALINNA .
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[0043] HyKJIeMHOBHE KMCJIOTEL MOTYT OBTL OIHOILEIOUEUHBEIMM WJIU
IBYXIEINOUEeUHEMNM, WJIM MOTYT CcoIepXaThk UYacTM Kak IBYXIeloueuHOM,
Tak ¥ OOHOLIEIIOUEeUHOM IocJedoBaTelIbHOCTM. HykJIerMHOBasg KMUCJIOTa
MOXeT MOpenCcTaBJIATE coboym IOHK, Kak IeHOMHyW, Tak ¥ kIOHK, PHK wam
TUOPUI, B KOTOPOM HYKJIEMHOBAaS KUCJIOTa MOXeT COmepXaThb KOMOMHAalUM
nesokcupnudo— ¥ pPUOOHYKJIEOTHUIOB, a TakKxke KoMOMHAUMM OCHOBAHUI,
BKRJIDUAKIMX  ypalwu, aImeHVH, TVIMWVH, LIMTO3UH, T'yaHUH, MHOBUH,
KCaHTUH, TUIIOKCaHTHUH, M30UUTO3UH u M30TyYaHMH. HykJjlemMHOBHE
KMCJIOTE MOTYT OBTE IIOJIYyYeHH C I[IpUMMeHeHMeM MEeTOINOB XUMUUECKOTO

CHMHTe3a WMJIM C IIpVMMeHeHMeM peKOMGMHaHTHHX MeTOIOOB.

[0044] "OYHKUIMOHAJILHO CBA3aHHEM", IpM  MCIOJIBE30BaAHMM 110
TEeKCTY OaHHOTO OOKYMEHTa, O3HauaeT, uTo BKCIIpeCcCusd TeHa
KOHTPOJNPYETCSA IIPOMOTOPOM, c KOTOPHM OHa IIPOCTPaHCTBEHHO
CBA3aHa. I[IpoMOTOp MOXeT OHTH pPacloJIOXeH B HalpabBJeHMM 5' (IpoTHUB
xona TPaHCKPUIILN ) VI 37 (rmo xony TPaHCKPUIILUA) oT

KOHTPOJIMPYEMOTO MM T'eHa. PaCCTOSHME MeXOYy I[IPOMOTOPOM W T'€HOM
MOXeT OBTE I[IPMMEPHO TaKMM Xe, KaK pacCTOSHMEe MeXIy YKa3aHHBM
[IPOMOTOPOM WM KOHTPOJMPYEMEIM MM T'€HOM B T'€He, M3 KOTOPOTIo OBLI
IOJIydeH IaHHBM OpoMOTOp. Kak M3BecTHO B IaHHOM 00JlacTU TexXHUKHU,
VM3MEeHEHMEe BTOT'O PacCCTOSAHMSA MOXeT OHTb COIJIacOBaHO ©Oe3 I[IoTepu
OYHKLIMM IpOMOTOpPAa.

[0045] "TlenTuno", "Bejgok" W "nosmnenTtun", npu
MCIIOJIE30BaHUM IO TeKCTy OaHHOT'O  IOOKyMeHTa, MOXeT  O3HauaThb
CBA3aHHYD [IOCJIeIOBaTEeJIbHOCTE AMMHOKUCJIIOT n MOXeT OHITH
HaTypaJlbHEIM, CHUHTETHMUECKMM WJIM [IPpeICTaBJIATL coBoM MOAMOMKALIMAIO

MJIM KOMOMHALMIO HaTypaJIbHOT'O M CHUHTeTHUYeCKOIO.

[00406] "TIpoMmoTop", IprM MCIOJBE30BaAHMM IO TEKCTY IaHHOTO
IOOKYMeHTa, o3HadvaeT CHHTEeTHMUECKVYIO WM eCTeCTBEeHHOTO
[IPOUCXOXIEHU T MOJIEKYITY, KoTOopas criocofHa obecrneunBaTh,

aKTMUBUPOBATL MM YCUIMBATL DSKCIPECCUID HYKJIEMHOBOM KUCJIOTH B
KJeTKe. I[[POMOTOP MOXEeT COHNEepXaTh OOHY WM 0oJiee CcHeuudruecKUx
TPAaHCKPUIILMOHHEIX PeTyJIATOPHEX rnocjieqoBaTeJIbHOCTEM,
oBeCcreunBanmmx IOTOJIHVTEJIbHO e yCuJieHne SKCIpeCcCUun n/nnm
PeryJIauMio SKCIPEeCCUM B IIPOCTPaHCTBe U/MIM BO BpeMeHM. IIpoMOTOP
MOXeT TakKxXe comepXaTh OUCTAJLHHM 5SHXAHCep WM pPelpecCOpHHEe
3JIEMEHTH, KOTOPHE MOTYT OHTL PAacIoJOXeHH Ha YyIHaJleHWM HeCKOJIbKUX
THICSY IIap OCHOBaAHMI OT calTa MHUIMALNWK TPaHCKPpUILUK. [IPOMOTOP
MOXeT OHBTbL I[OJYUYeH M3 MCTOYHMKOB, B TOM UMCJe BUPYCHHX,
HakTepralibHEX, TPUOKOBHX, pacTeHun, HACeKOMHX UM  XUMBOTHHX.

HpOMOTOp MOXeT peryiimpoeraThb SKCIIPpeCCHIO KOMIIOHEHTAa I'eéHa
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KOHCTUTYTUBHO WM IOUbdepeHUMAJIEHO I[I0 OTHOUWEHMK K KJEeTKe, TKaHU
WM OpraHy, TI'Oe IIPOUCXOOUT SKCIPeCCHa, WM II0 OTHOIEHMI K CTaluM
Pas3BUTHUA, Ha KOTOPOM MPOMCXOOMUT BKCIpecCcHus, WJIM B OTBeT Ha
BHEIIHME  pa3mpaXuTesy, Takme Kak brzuoIOTMUEeCKME HaTpy3KH,
[IaTOT'E€HH, MOHE  MeTaJlIJIOB WM MHOYLUMPpYIIVEe  aTleHTH. TUNUYHEE
IIPMMEPHL [IPOMOTOPOEB BKJIOUAT IpoMOTOp OakTepuodara T7, MIpOMOTOP
BbakTepuodpara T3, npomoTop SP6, lac omnepaTop-mopoMoTop, tac-—
IPOMOTOP, MNO3OHUM NpoMOTOop SV40, paHHMM OpoMoTop SV40, OpPOMOTOP
RSV-LTR, mnpomoTop CMV IE, paHHUM nOpoMoTop SV40 wMiIM [DO3IHUN
npoMoTop SV40 m npomoTop CMV IE.

[0047] "CurHaldpHEM nentun" u "JIMIOepHas I[OCHIeOOBaTeJILHOCTH"
MCIIOJIB3YITCA IO TeKCTy ITaHHOT'O IOOKYMEHTa B3auMO3aMeHseMO U
OTHOCATCSA K aMMHOKMCJIOTHOM TIIOCJIeOOBaTeJILHOCTH, KOoTopas MOXeT
OBITE CBsA3aHa  Ha aMMHO—KOHILLE DeJsika, OIIMCAaHHOTO B IOaHHOM
noKyMeHTe. CUTHAJIbHHE [OelTUIL/JIVMIePHEEe [10CJIelOoBATEeJbLHOCTY, Kak
IpaBuJIo, KOHTPOJINPYIOT JIOKAJIN3aluo DeJika. CUIT'HaJIbHHE
NenTyaLn/ IuoepHbe [IOCJIENOBATEJIEHOCTH, MCIIOJIb 3y eMEle B OaHHOM
OOKYMEHTe, IPelllOUTUTEeJIEHO ofJieTuarnT cekpeluuio OeJjika M3 KIEeTKNM, B
KOTOpOU OH [IOJIYYEeH. CUTHaJILHEE NenTyUaOb/ IUuIepHbe
IIOCJIENOBATEJBHOCTM  3a4dacTyl OTHEIUIAKTCS OT OCTajIbHOM  YacTHu
OeJika, 3a4acTyl Ha3BEBaeMOT'O 3peJieiM OeJIkoM, I[IpM CeKpeluuu U3
KJIeTKM. CUTHaJIbHHE [IelTUIB/JIMIePHEEe [I0CJIeIOBATEJbHOCTM CBSA3aHH
Ha aMMHO-KOHILe (TO ecTb N-KOHUe) OeJKa.

[0048] "XecTkue ycJjoBMA ImMOpuouzaumm", OIPU MCIOJBb30BaHUM I10
TEeKCTY IOAaHHOT'O IOOKYMEHTa, O3HauvalnT YCJIOBMA, IIPM KOTOPHX IlepBad
HYKJIEOTHIOHAa I [IOCJIENORATEJILHOCTD (HanpuMmep, 3O0HI) OymeT
TUOPUON30BATLCSH co BTOpPOMU HYKJIEOTUIHOM [IOCJIENOBATEJIEHOCTELIO
(HanlpuMep, MMIIEHBI), TakMe KaK B CJOXHOM CMeCH HYKJIEeMHOBHX
KkucJyoT. XecTkue YyCJOBMSA 3aBMCAT OT IIOCJeOOoBaTeJIbHOCTM U OyIoyT
Pa3JIMUYHEIMKM IIPM PAa3JIMUHEX OO0CTOATeJIbCTBax. XeCTKMe YCIJOBUSA MOITYT
OLITL BHOPAaHE TakuM oO0pa3oM, UYToOH OHTL HMWXe, UeM TeMIepaTypa
[LJIaBJIEHU A (Tm) Ha OKOJIO 510°C 0JIs onpeneJIeHHOM
IOCJIENOBATENBHOCTY IIPM ONpemeJIeHHOW MOHHOM cujle M pH. Tm MOXeT
IpeICTaBJIATE COOOM TeMIepaTypy (IpM OIpelelIeHHOM MOHHOWM cuie, pH
Y KOHUEHTpaluM HYKJEeMHOBHX KUCJOT), Opu koTopou 50% 30HOOB,
KOMILJIEMEeHTapPHEIX MUIIEHN, PaBHOBECHO TUOPUOUBYIOTCHA C
[IOCJIeDOBATEJIbHOCTEIO—MUIIEHBE  (TaK Kak I[IOCJeloBaTeJIbHOCTU—MUIIEHN
IPUCYTCTBYIRT B WM30HTKe, Ipu Tm, B pPaBHOBECHOM cocTodgHMM 50%
30HIOOB 3aHATO) . XecTkre  ycCJoBuA  MOT'YT IIpPencTaBJIATh cobon

YCIJIOBMA, B KOTOPEX KOHIEHTpalllld COJIM COCTaBJIAE€T MeHee YeM OKOJIO
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1,0 M KOHUeHTpalMM MOHOB HaTpuia, HalpuMmep, okojo 0,01-1,0 M
KOHLIEHTpalMM MOHOB HaTpUA (MM OpyTIMX CcoJier) Opu pH, paBHOM OT
7,0 mo 8,3, a TeMmIepaTypa COCTaBJISeT IO MeHblel Mepe okoJjio 30 °C
0JI2 KOPOTKMX 3OHIOOB (HalpuMmep, oOkoJjio 10-50 HYKJI€eOTHMIOB) ¥ IO
MeHBIIe Mepe okoJio 60 °C mid OJIMHHHX 3O0HOOB (HampuMmep, O6oJiee UeM
okoJio 50 HYKJEOTHUHOB) . XKecTxkre ycJjoBMA  TakXe  MOT'yT  OHTH
OOCTUTHYTH IIOCPEeLCTBOM nOoOaBJieHUMA OeCTaluIM3MPYKRIMX al'eHTOB,
TakMx Kak dopMammn. [IJIS CeJIEKTUMBHOM MM CIelUuMOUUuHOM TUOPUAMI3ALIUU
IIOJIOXUTEJIEHEM CHUTHAJ MOXET COCTaBJIATHL 10 MeHbleM Mepe oT 2 no 10
pras ©GoHOBOM THUOPUAM3ALMM. TUIIOBEHE XeCTKMe YCJOBUA I'MOpUIM3aAlUNU
BKJIUAKT cJaenywomee: 50% dopmaMmia, 5x SSC m 1% SDS, wuHKyOaLMO
npm 42 °C wmim 5x SSC, 1% SDS, wmuHkybBaummo npu 65 °C, C NPOMEIBKOM B
0,2x SSC u 0,1% SDS mpmu 65 °C.

[0049] "Cy®wekT", OpM  MCHOOJIB30BaAHUM IO TEeKCTY IOaHHOTO
OOKYMEHTa, MOXeT O3HadaTb MIeKOoIuTaKniee, KOTOpOoe XOoueT WK
HyXIaeTCs B IIPUBMBKE OINMCAHHEIMM B OaHHOM HOOKYMeHTe BaKIMHaMMU.
DanHOe MJIEKONUTaree MOXET NpencraBliiaTh cobom JeJIOBeKa,
mMMIlaHze, cofaky, KOUWKY, JioWlaldb, KOPOBY, MbIIbL WU KPHCY .

[0050] "Ilo cyTHM, KOMILJIEMEHTApPHHM", T[OIpM MUCIIOJL30BaAHUM IIO
TEeKCTY OaHHOTO OOKYMEeHTa, O3HauvaerT, uTo epBagd
IoCJIeIOBaTEeJILHOCTE IIO0 MeHbley Mepe Ha 60%, 65%, 70%, 75%, 80%,
81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wmam 99% uUIEeHTHUUHa KOMILJIEMEHTY BTOPOM
nmocjemoBaTeJIbHOCTM Ha YydacTrtke wu3 8, 9, 10, 11, 12, 13, 14, 15,
le¢, 17, 18, 19, 20, 21, 22, 23, 24, 25, 30, 35, 40, 45, 50, 55,
60, 65, 70, 75, 80, 85, 90, 95, 100, 180, 270, 360, 450, 540 mm

BoJee HYKJIEOTHIOB VI aAMMHOKMCIIOT, VI UTo IBe OaHHBe
[IOCJIeOOBATEJILHOCTHU TUOPUIONBYIOTCHI B XeCTKUX YCJIOBUSAX
ITUOpPUOMN3ALNNA .

[0051] "Ilo cyTH, WUOSHTUUYHHN", T[OIPM MCHIOJIL30BaHUM II0 TEKCTY
OaHHOTO OOKYMEHTa, O3HauvaeT, uTo neprasd n BTOpasd

Q

IocjeIoBaTeJILHOCTM IO MeHblle¥ Mepe Ha 60%, 65%, 70%, 75%, 80%,
81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% mium 99% wMOeHTMUHH Ha YydYacTke u3 8, 9,
i0, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25,
30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100,
180, 270, 360, 450, 540 wmum OoJiee HYKJIEOTHMIOOB WMIJIM aMMHOKMCIIOT,
WK OTHOCHUTEJIBEHO HYKJIEMHOBEIX KMUCJIOT, eciu nepBad
IIOCJIENOBATEJBHOCTL, IO CYTHM, KOMILJIEMEHTapHa KOMILJIEMEeHTY BTOPOU

InocjienoBaTeJIbHOCTH .
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[0052] "Jleuenme" wmiam "JjeuuTws", OPM MCIOJB30BaAHUM I[1I0 TEKCTY
OaHHOT'O IOOKYMeHTa, MOXeT O3HauaTb 3allUMTy XUBOTHOTO OT OOJIe3HU
[IOCPEenCTBOM IMNPOQMIIaKTUKM, IIOLAaBJIEHUSA, CIOEPXMBAHUA WM IIOJIHOT'O
yCTpaHeHUd 3ab00JIeBaHNUA . [MpoduiakTUKa 3aboJieRaHMA BKJIIOUAET
BBeIeHUE BaKLMHE 1o HaCTOAleMy n300peTeHUn XMBOTHOMY oo
HacTyIJIeHUS OaHHOTO 3abojieBaHUdA. llomaBiieHMe 3abojieBaHMA BKJIKOUaeT
BBeOeHMe BaKUMHEL I[I0 HacTodAlleMy MU300peTeHMI XMBOTHOMY IIOCJIe
MHIYKLIUA 3aboJIeBaHMA, HO oo eTo KJIMHUYECKOT O PO SABJIEHUS .
CoepxuBaHMe 3aboJjieBaHMA BKJOUAET BBeleHMe BaKIUMHH II0 HaCTOAIeMy

MBO@peTeHMIO KMBOTHOMY I10CJIe KIIMMTHMYEeCKOTI'O IIPOABJIEHNA ITJaHHOTI'O

3aboJiIeBaHuAg .

[0053] "BapuaHtT", MCIIOJIb 3y €MEI B IaHHOM OOKYMEHTE
OTHOCHUTEJIbHO  HYKJIEMHOBEIX  KMCJIOT, oB3HauvaeT (i) y4acToK  WMJIK
bparMeHT STAaJIOHHOM HYKJICOTUMIHOMN ocJIefoBaTeJIbHOCTHU ; (ii)

KOMILJIEMEHT  STaJIOHHOM HYKJIEOTHMIHOM TIIOCJeOoBaTeJILHOCTM WM ee
ydacTKa; (iii) HYKJIEMHOBYIO KUCJIOTY, 1o CcyTH, UIOEeHTUUHYIO
STAaJIOHHOM HYKJIEMHOBOM KMCJIOTe WM ee KOMILJIeMeHTy; wiIn (1iv)
HYKJIEMHOBYIO KMCJIOTY, KOTopasa IMOPUIM3YEeTCS B XEeCTKMX YCJOBUAX C
STAaJIOHHOM HYKJIEMHOBOMW KMUCJIOTOM, ee KOMILJIEMEeHTOM, WM, IO CyTH,
UIOEHTUUHLEIMM €M II0CJIeNOBaTeJIbHOCTAMMA.

[0054] "BapmaHT" IIO OTHOIWEHUK K [NeNTUOYy WX IIOJIUIIEITUIY,
KOTOPHM oTJIMYaeTCcd 1o aMVUHOKMCJIO THOM IOCJIeIOBATEJILHOCTHU
MHCepLMrel, »ejielrel WM KOHCEepBATMBHOM 3aMeHOM aMMHOKMCJIOT, HO
opu 5TOM COXpaHseT 1o MeHbInen Mepe oOnoHY BMOJIOTUYECKYIO
AKTMBHOCTL . BapMaHT MOXeT TakKxXe O03HauaThb OeJIOK C aMMHOKMCJIOTHOM
IOCJIeIOBaATEeJILHOCTLI, IIO CYTU, MISHTUUYHOM STaJIOHHOMY OeJIky C
AMMHOKMCJIOTHOM II0CJIeIOBATEJIbHOCTLIO, KOTOoPas CoOxXpaHsSeT II0 MeHbIel
Mepe OnHY BMOJIOTUUECKYIO AKTUBHOCTL . KoHcepBaTUBHAaS 3aMeHa
AMMHOKMCJIOTE, TO €CTh 3aMeHa aMMHOKMUCJIIOTH IOIPpYTOoM aMMHOKMCIIOTOM
CO CXOIOHHMM CBOMCTBaMM (HaOpuMep, IUIPO(MUIILHOCTLIO, CTeleHbl U
pacrnpenejieHMeM 3apSXeHHEX o6JacTel) Opu3HaeTcd B OaHHOM o6JacTu
TexXHUKM, Kak I[IpaBMJIO, 3aMeHOV ¢ He3HauuMTeJIbHBEM M3MeHeHMeM. OTU
He3HauMTeJIbHEEe M3MeHeHMS MOTYyT OHThL olpenejleHhH, B UYacCTHOCTH, IIpU
paccMOTpeHun VHIOEeKCa TUOIPOOOBOHOCTHU aMMHOKMCJIOT, Kak 2TO
IIoOHMMaeTCcsd B OaHHOM objacTtu TexHUuku. Kyte et al., J. Mol. Biol.
157:105-132 (1982). IaHHHM MHOEKC TITHUAIPOOOOHOCTM aMMHOKMCJIIOTH
OCHOBAaH Ha pacCMOTpeHUM ee TITuIpodoBHOCTM M 3apsada. B »OaHHOM
oBJlacTM TexXHUKM M3BECTHO, UTO aMMHOKMCJIIOTH CO CXOIHHEMM MHIOEKCaMM
Tuapo®oBHOCTM MOTYT OHTL  3aMelleHBl M I[IOo-IpeXHeMy  COXPaHATb

q_)yHKLI,T/IIO OeJika. B oOIDHOM acIllekTe aMUMHOKMUCIIOTH, rmMermre VHIOEKCEI
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TUOPOOOOHOCTHU 2, ABJIAITCH 3aMelleHHEIMU . I'MopodmMIbHOCTE
aMMHOKMCJIOT TaKXe MOXeT OBTh MCIIOJIB30BaHa MJIS BHSABJIEHUS 3aMeH,
KOTOpPHE MOIJIM OB IIPUBECTM K OeJikaM, COXPaHAKIVM OMOJIOTUUECKYIO
byHrUIM©O. PaccMOTpeHMe IUOPOOMUIIBHOCTM aMMHOKMCJIOT B KOHTEKCTe
IenTmrna I[IO3BOJIAET pPaCCUMTHBATLH HaMOOJBIYKD JIOKAJBbHYKD  CpelHIK
ITUOPOOUIIBHOCTE HSTOTO IIelNTuna, IIOJIe3HOe M3MepeHMe, KOTOopoe, Kak
coofmaeTcHd, XOPOLO KoppeJsupyeT C AHTUTEHHOCTHIO u
VMMYHOTeHHOCTRI. IlaTedT CHIIA N 4554101, BKJIOUEHHHM B OaHHHM
OOKYMEHT IIOCPEeIdCTBOM CCHJIKM B IIOJJHOM oOBLeMe. 3aMeHa aMMHOKMCIIOT,
VMeKMMx [IONOOHEE 3HAUeHUA IUIPOOMIIBHOCTM, MOXeT TIIPMBECTM K
IenTmImaMm, COXpPaHAKIM OMOJIOTUUYECKYIO AKTMBHOCTL, HaIlprMep,
VMMYyHOT€HHOCTEL, Kak M3BeCTHO B [»OaHHOM o006JacTM TexXHUMKM. SaMeHH
MOTYT OHTH BEITIOJIHEHE AMMHOKMCJIOTaMM, VIMEIOIMIMI 3HAUEHUA
TUIPOOUIIBEHOCTM B Ipelejiax T2 OTHOCUTEJILHO OpyIl' »Opyra. Kak Ha
VIHIOEKC TunpodoOHOCTH, TakK u Ha 3HaueHue TUOPOPUIIEHOCTHA
AMMHOKMCJIOT BJMAET olpenejieHHas OOKoBasa Lellbk STOM aMMHOKMCIIOTEH.
B COOTBETCTBUU C 2TMM  HabOJIoIeHVMEeM  CJIeOyeT [IOHVMAaTh, UTO
aMVHOKMCJIO THEIE 3aMeHH, KOTOPHE COBMEC TVIMHL C BMOJIOTUUECKOM
byHKIIMEeNM, 3aBMUCAT OT OTHOCUTEJILHOTO CXOOCTBa aMMHOKMCJIIOT, WU
ocoBeHHO OOKOBEHX Lelel 5STUX aMMHOKMCJIOT, I[I0 OaHHBEIM MCCJIeOoBaHMA
TuapodoBHOCTH, TUAPOOMILHOCTM, 3apdla, pas3Mepa M OPYIMX CBOMCTB.

[0055] BapuaHT MOXeT npencTaBJigaTh codbom HYKJIEOTUIHYIO
IoCJIeIOBATEJILHOCTL, KoTopasd, IO CyTHU, MISHTHMUHa IO BCeM OJMHe
BCeM TIOoCJIeloBaTeJILHOCTM TeHa MM ero odparMeHTa. HyKJIeoTHMOHAS
IoCJIeDoOBRaTeJIbHOCTL MOXxeT OBHTHL Ha 80%, 81%, 82%, 83%, 84%, 85%,
86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%,
99% mim 100% MOEHTMUHA II0 BCeM MOJMHEe II0CJIeIOBATEeJIbHOCTM I'eHa WM
ero ¢parMeHTa. BapMaHT MOXeT IIpelcTaBJIAThL coBo¥ aMUHOKMCIIOTHYIO
IoCJIeIoOBaATEJILHOCTL, KoOTopasd I[I0 CYyTM MISHTMUHa I[I0 BCeM »OJMHe
AaMUHOKMCJIO THOM oCJIeIOBaTEeJIBLHOCTHU VI ee bparMeHTa.
AMMHOKMCJIOTHAS IIOCJIedOoBaTeJILHOCTE MOXeT OBTH Ha 80%, 81%, 82%,
83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,
96%, 97%, 98%, 99% MJIN 100% MIOEeHTHUYHAa rio BCel OJIMHE
AMMHOKMCJIOTHOM IOCJIeOOoBaTeJILHOCTY MJIM ee dpaTlMeHTa.

[0056] "BexkTop", Opr  MCIOJB30BAHUMU  TIO TEeKCTY  IOaHHOTIO
OOKYMEHTA, O3HadaeT HYKJIeOTHUIHYK IIOCJIelIOBaTeJIbHOCTE, COIepXallyk
TOUKY HauaJla pelJiMKaluu. BexTop  MOXeT IpencTaBJIATh cobom
BUPYCHEM BeKTOp, OaKTepuodpal, MCKYCCTBEHHYI XPOMOCOMYy OaKTepun
MM MCKYCCTBEHHYID XPOMOCOMY IPOXKeM. BeKTOp MOXeT IIpeldCcTaBJIAThH

cobom BekTop [HOHK wmam PHK. BeKTOp MOXeT NOpPelCTaBJIATL COOOM
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CaMOPEeIlIMUVPYIINUACS  BHEXPOMOCOMHEM  BeKTOp UM OPeIlOoUTUTEJIBHO
opencraByageT coborm mnasMuny OHK. [aHHBM BeKTOP MOXeT COoOepXaThb
W BKJIOUATH OOHY WU BoJiee TeTEePOJIOTUYHEIX HYKJI€OTUIHEX
IIOCJIENOBATEJIEHOCTEN .

2. BakuuHa

[0057] HacTosmee mu300peTeHMe HallpaBJIEHO Ha CO30aHMEe BaKLMHEH
OpOoTUE paka. J[JaHHad BaKLUMHa MOXeT CcomepXaTb OIOMH WM 0oJee
PaKOBHEHIX aHTUI'€HOB. BaKlLMHa MOXeT IPpeIOTEpallaTh pPa3BUTHUE OIIYyXOJH.
BakuyHa  MOXeT YMeHBIIaTh pasBuUTHUE OIyXOJIN . BakuyHa  MOXeT
openoTBpallaTe MeTacTa3UpOBaHME OIIYyXOJIEBHX KJIETOK. B 3aBUCUMOCTHU
OT pPakKoBOT'O aHTUI'eHa BaKUMHa MOXeT OHTH HallpaBJIeHa Ha JieueHUe
paka TIedeHM, paka MOpeldCTaTeJIbHOM XeJle3H, MeJlaHOMH, paka KpOBMU,
paka TOJIOBH ¥ meu, IJMOOJIaCTOME, PeLUUIVNBUPYHIETO PeCclIUpaTOPHOTO
nanujjioMaTo?3a, pakKa aHaJJbHOTO KaHajJla, paka eMKM MaTKM U paka
Mo3Ta.

[0058] [lepBEIM maroM B paszspaboTke BaKLMHEL aBJjigeTcda
paclro3HaBaHue PaxKoBOITO aHTHUIeHa, KOTOPEM He pacrosHaeTcd
VMMYHHOM CHCTEeMOM M MNpencTaBiigseT CcoOO0M ayTOaHTUIeH. PacHo3HaHHHM
PaKOBHM aHTUTEeH MeHSeTCS C ayTOoaHTMIeHa Ha UYyXepOIHHM aHTUITeH C
LeJIbIo pacro3HaBaHmAa VIMMYHHOM CUCTeMON . PekOHCTpyUpPOBaHUE
HYKJIEOTUIOHOM ¥ aMMHOKMCJIOTHOM I[IOCJIENOBATEJIEHOCTU PEeKOMOMHAHTHOTO
PakKoBOTO aHTUITeHa C ayTOaHTUIeHa Ha UYyXepOHOHBM aHTUIeH HapylaeT
TOJIEPAHTHOCTEL aHTUIeHa C IIOMOWBK MMMYHHOM CHCTeMH. [JIS TOI'O
UTOOEl HapyWMUTL TOJIEPAHTHOCTE, K pPaKOBOMYy AaHTUIEeHYy MOXeT OBTh
[IPUMEHEHO HECKOJIBKO CPelCTB PEeKOHCTPYMPOBaHMA, KakK OIMCaHO HUXe.

[0059] PexoMOMHaHTHEIN PaKOBHM aHTUTeH BaKLMHEL He
pacro3HaeTcsd KaK ayTOaHTUIeH, TeM CcaMeM Hapyllasgs TOJIEPaHTHOCTE.
HapymeHue TOJIEPAHTHOCTHU CIIOCOBHO MHIOYyLIMpPOBaTh AHTUTEeH—
crnenuomnueckrin T-KIJIETOUHBM /MY MHTEHCUBHEM TI'yYMOPAJILHHM VMMYyHHEE
OTBETH, TeM CaMHM VHIOYLUVPYS WM BHSBHEBAA MMMYHHHM OTBET, KOTOPHMU
HamnpaBJIeH Ha pakK WIM ONYyXOoJbk WIM pearvMpyeT Ha HUX DKCIpPeccHuen
aHTHUIeHa. B HEKOTOPEHIX BapMuaHTax peanm3alumm n300peTeHnd
VHIOIYUVMPOBAHHEM WJIM BHS3BAHHEM MMMYyHHE OTBET MOXeT IIPeldCcTaBJIATH
cobomn KJIE TOUHLI, TyMOPaJIb HHM VIV Kak KJIe TOUHHI, Tak u
TYyMOPAaJIbHHY MMMyHHEE OTBETH. B HEKOTOPHX BapuaHTax peaju3aluu
n300peTeHUd MHOYLUMPOBAHHEM WMJIM  BHBBAHHHM KJIETOUHEM  MMMYHHBIN
OTBET MOXEeT BKJOUATH MHIOYKLUVID WM CeKpelul IaMMa-MHTepbepoHa
(IFN-y) u/uiau daxTopa HeKpos3a onyxoJjer ajabda (TNF-o). B Opyrmux
BapMaHTax pealM3aluy u300peTeHusd UHIYLUVMPOBAHHEM WM BE3BaHHEM

T/H\AMVHHBIﬁ oTBeT MOXeT YMeHBIaThb WJIIN I/IHI‘I/I@I/IpOBaTb OOVH wmiIu 0oJee
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bakTOpPOB Cylnpeccum VIMMYHHOT'O OTBETA, KOTOPHE CTUMYJIUPYIOT
PasBUTHE OIYyXOJM WIM paka, 3KCIpPecCHupysd aHTUIeH, Halpumep, 0e3
OT'paHMUeHrd ¥MM, O(GakKTOpPH, [IomaBJjifdnlMe Ipe3eHTauuiw MHC, GaKTOpPH,
aKTUBUPYRIIME AHTUT eH—CIlelIuduUUeCcKre PeryJIATOPHEE T—KJIeTKU
(Tregs), PD-L1, FasL, LUMTOKWMHEL, Takue kKak I1L-10 wu TFG-B,
aCCoOUMMPOBAHHEE C OIYXOJIbID MaKpodaru, acCCOUMMPOBAHHEE C OIIYXOJIBIO
dmbpoBiacTtH, PacTBOPUMELE baxTOpH, IPOnoyLUMpyeMble VIMMY HHEIMI
KJIeTKaMM—-cylpeccopammu, CTLA-4, PD-1, MDSC, MCP-1 u MOJIEKYJIH
VIMMYHHEX KOHTPOJIBHHEX TOUEK.

[0060] B KOHKpPeTHOM BapMaHTe pealM3aluu u300peTeHUd BaKILMHAa
MOXeT OIIOCPelOoBaThb KIMPEHC WM OPedOoTBpallaThk Pa3BUTUE OIIYXOJIEBHX
KJIETOK TIOCPEeINCTBOM MHOYVKIMM (1) IyMOPaJIbHOTO MMMyHMTETa 3a CUeT
OTBETOB B-kJjeToK C [IOJIYYEHMEM  aHTUTeJ, KOTOPHE BIIOKUPYIOT
oBpa30BaHMEe MOHOLMTAPHOTO XeMoaTTpaKTaHTHoTo Oenka-—1 (MCP-1),
TeM CaMBM 3aMelJigsd CYIIPECCOPHEE KJIeTKM MMEeJIOMIHOTO IIPOMCXOXIEHUSI
(MDSC) " ronaBJIgs pasBmuTHE OIIYXOJIN ; (2) yBeJIMUeHN A
LUTOTOKCUUECKMX T-nuMpoLUMTOB, TaKMx Kak CD8* (CTL), YyTOBOEL
aTakoBaTk U YOMBATBH OIIYXOJIEBHE KJIETKM; (3) YBeJMUeHUd OTBETOB
KJeTok T-xejmnepoB; (4) ¥ YyBeJIMUeHMS BOCHAaJIMUTEJBbHHX peakKUuy 3a
cuer IFN-y m TFN-«&, MM OPeIlNOUTUTEJSIEHO BCEero M3 YKasaHHOTO
BHIIEe. BaKLUMHa MOXeT YBEeJIMUMBATE Oe30IYyXOJIEBYID BBEKMBAeMOCTL Ha
30%, 31%, 32%, 33%, 34%, 3b%, 36%, 37%, 38%, 39%, 40%, 41%, 42%,
43%, 44% um 45%. BaklMHa MOXeT YMEHbIaThk OIyxXoJieBoe ofOpa30BaHue
Ha 30%, 31%, 32%, 33%, 34%, 3b5%, 36%, 37%, 38%, 39%, 40%, 41%,
42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%, 51%, 52%, 53%, 54%,
55%, 56%, 57%, 58%, 59% m 00% nocjye UMMyHM3alLMUM. BakKlMHa MOXeT
IpenoTBpamaTh u BJIOKMPOBATE yBeJIMueHue MOHOLMTAPHOTO
XeMoaTTpaKTaHTHOTO OeJjka 1 (MCP-1), LMTOKMHAa, CEeKPeTUPYEMOTO
CYIIPECCOPHEIMM KJIETKaMM MMEJIOMIHOT'O IIPOMCXOXIEeHMSa. BaKIMHa MOXET
YBeJIMUMBATE OIIYXOJIEBYID BHXMBaeMOCThL Ha 30%, 31%, 32%, 33%, 34%,
3b5%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%,
48%, 49%, 50%, 51%, b52%, 5b3%, 54%, 5b%, 5be6%, bL7%, 58%, 59% wu
60%.

[0061] BakLMHAa MOXEeT VYBEJIMUMBATL KJIETOUYHHM MVMMYyHHEII OTBET Y
cybBeEKTa, KOTOPOMY BBOIAT BaKIMHY, IO OT OKoJO bO0-KpaTHOT'O IO
OKOJIO 6000—-kpaTHOTO, oT OKOJIO 50-kpaTHOTO oo OKOJIO 5500-
KpaTHOT'O, OT OKkKOJIO L50—-kpaTHOTO no OoOkoJo 5000-KpaTHOTO, OT OKOJIO
50-kpaTHOTO mO oOKoJO 4500-kpaTHOrO, OT OKOJO 100-KpaTHOTO IO
OKOJIO 6000—-kpaTHOTO, oT okoJio 1b50-kpaTHOTO mO oOKoJio 6000-

KpaTHOTO, OT oOkoJio 200-rpaTHOTO OO OKoJIO 6000-KpaTHOTO, OT OKOJIO
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250—kpaTHOTO nOo 6000-KpaTHOTO MM OT OKOJIO 300—-KpaTHOIO OO OKOJO
6000-KpaTHOTO pasMepa I[I0 CPaBHEHUI C KJIeTOUHHM KMMMyHHEM OTBETOM
y CcyOBekTa, KOTOPOMY He BBOOAT BaKUMHY. B HEKOTOPHX BapMaHTax
peanmMzauuM M300peTeHMs  BaKUMHa MOXET yBeJIMUMBATHL  KJIETOUHHIM
VMMyHHE OTBeT Yy CyOBeKTa, KOTOPpOMy BBOOAT BakKUMHY, IIOUTU B
okoJio 50, 100, 150, 200, 250, 300, 350, 400, 450, 500, 550, 600,
650, 700, 750, 800, 850, 9200, 950, 1000, 1100, 1200, 1300, 1400,
1500, 1600, 1700, 1800, 1900, 2000, 2100, 2200, 2300, 2400,
2500, 2600, 2700, 2800, 2900, 3000, 3100, 3200, 3300, 3400,
3500, 3600, 3700, 3800, 3900, 4000, 4100, 4200, 4300, 4400,
4500, 4600, 4700, 4800, 4900, 5000, 5100, 5200, 5300, 5400,
5500, 5600, 5700, 5800, 5900 wmmm 6000 pas3s 0O CpaBHEHUO C
KJIETOUHEM MMMYyHHEIM OTBEeTOM Y CyDBeKTa, KOTOPOMYy He BBOIAT
BaKLUVHY .

[0062] BakiiMHa MOXeT TIIOBHIIATE YPOBHM TaMMa-MHTepdepoHa
(IFN-vy) vy cyOBeKTa, KOTOPOMY BBOLAT BaKUMHY, OO OT OKOJIO 50—
KpaTHOoTOo no okoJo 6000-kpaTHOTO, OT oOKOJIO 5S50-kpaTHOTO nHo 5500-
KpaTHOT'O, OT OKOJIO L50—-kpaTHOTO no OokoJo 5000-xKpaTHOTO, OT OKOJIO
50-xkpaTHOTO mO OKoJO 4500-kparTHOrO, OT OKOoJO 100-KpaTHOTO IO
OKOJIO 6000—-kpaTHOTO, oT okoJio 150-kpaTHOTO mO OKoJiO 6000-
KpaTHOTO, OT oOkoJio 200-xpaTHOTO OO OKoJIO 6000-KpaTHOTO, OT OKOJIO
250—kpaTHOTO nO OKOoJIO 6000-KpPaTHOTO MM OT OKOJIO 300—-KpaTHOTO IO
okoJio 6000-xpaTHOTO pa3Mepa I[I0 CpPaBHEeHMK C YypoBHAMM IFN-y vy
cybbekTa, KOTOPOMYy He BBOIOAT BaKLUMHY. B HEKOTOPHX BapMaHTax
peanuszaluuu M300peTeHMd BaKLUMHa MOXeT YBeJIMUMBATE YPOBHU IFN-y vy
cydBeKTa, KOTOpOMy BBOIOAT BaKUMHY, IIOoUuTM B okoJo 50, 100, 150,
200, 250, 300, 350, 400, 450, 500, 550, 600, 650, 700, 750, 800,
850, 900, 950, 1000, 1100, 1200, 1300, 1400, 1500, 1600, 1700,
1800, 1%00, 2000, 2100, 2200, 2300, 2400, 2500, 2600, 2700,
2800, 2900, 3000, 3100, 3200, 3300, 3400, 3500, 3600, 3700,
3800, 3900, 4000, 4100, 4200, 4300, 4400, 4500, 4600, 4700,
4800, 4900, 5000, 5100, 5200, 5300, 5400, 5500, 5600, 5700,
5800, 5900 wmmm 6000 pas DO CpaBHeHU C ypoBHAMM IFN-y vy
cyOBekTa, KOTOPOMYy He BBOOAT BaKUUHY .

[0063] BaklMHa MOXeT IOIpedcTaBJATL cobort ITHK-BakumHy. ITHK-
BaKLUWHE PaCKPHTH B TIHaTeHTax CIMA NN 5593972, 5739118, 5817637,
5830876, 5962428, 5,981,505, 5580859, 5703055 m 5676594, xKOTOpPHEe
BKJIOUEHH B IaHHBM OOKYMEeHT IIOCPeICTBOM CCHJIKM B IIOJJHOM OOBEMEe.
IHK-BakLUMHa MOXET OOIIOJHUTEJILHO COHepXaThb DJIEMEHTE WM pealeHTH,

KOTOPHEE MHI‘I/I@I/IPYIOT ee OT MHTeTI'balMM B XPOMOCOMY .
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[0064] BakuMHa MOXeT IMIpeldCcTaBJIATL coborm PHK oOgHOTO WM
QoJiee PAakKOBHX AaHTUTEHOB. PHK-pakumvHa MOXeT OHBTL BBeJlleHa B
KJIETKY .

[0065] BaklMHa MOXeT IMIpedcTaBJIATE cobor ocjabljieHHYID XUBYI
BaKLUUHY, BaKUMHY C MCIOJILE30BaHMEM PeKOMOMHAHTHEX BeKTOPOB IJIA
OOCTaBKU aHTUTeHa, CyOBeOIMHUUHEE BaKLWHEL u BaKLMHEL
TJIMKOIIPOTENHOB, HalpuMep, tes OT'paHNUEeHU A VMU, BaKUMHEL,
OnMCaHHHEe B HaTeHTax CIA NN: 4510245; 4797368; 4722848; 4790987;
4920209; 5017487,; 5077044; 5110587, 5112749; 5174993; 5223424;
5225336; 5240703; 5242829; 5294441; 5294548; 5310668; 5387744;
5389368; 5424065; 5451499; 5453364; 5462734; 5470734; 5474935;
5482713; 5591439; 5643579; 5650309; 5698202; 5955088; 6034298;
6042836; 6156319 u 6589529, xOoTOpHEe BKJIOUEHH B IOaHHHM IOKYMEHT
[IOCPEOCTBOM CCBUIKU .

[0066] BakumHa I10 OaHHOMY  M300peTeHMI  MOXeT oBJjlamaTh
HeOOXONVMMEIMM XapaKTepUCTUKaMM 50PeKTUMBHEX BaKILMH, TaKMMM Kak
6e30I1acHOCTh, TakuM oBpaszoM, yTOOE BaKlMHa KaK TaKoBad He
BEI3EIBAJIA 3aboJieBaHMe WM CMEepTh,; 3allMTa OT 3abojieBaHMA; MHOYKIUA
HelTpalu3yomero aHTUTeJa; MHOYKUMSA 3allMTHHX OTBeTOB T-KJIEeTOK; a
TakKxe oOf0ecleueHre BOBMOXHOCTM I[NIPOCTOTH BBeNeHMA, He3HauuTeJIbHOe
KOJIMUEeCTBO TTOOOUHEIX 20dexTOB, OMOJIOTUYEeCKaAd CTabUMIILHOCTE u
HM3Kasg CTOMMOCTBL HO3H. BaKlUMHa MOXET BHIIOJHATE HEKOTOPHE WM BCe
U3 2TUX QYHKLUMM 3a CcUeT CcoIepXaHMsd PakKoBOT'O aHTHUITeHa, OIMCAHHOTO
HIXE .

[0067] Kakxk OoJjiee nompoOHO OINMCAHO HMWXe, BaKIMHaA MOXeT
IOOIIOJIHUTEJILHO CcOoIepXaThk OIUMH uMIu 0o0Jiee MHIMOMTOPOB OIOHOM WJIM
foJjiee MOJIEKYJI MMMYHHHX KOHTPOJIBHHX ToOoUuek (TO eCThk MHIUOUTOP
VMMYHHOM KOHTPOJILHOM TOUKM) . MOJIEKYJIE MMMYHHBX KOHTPOJILHEX TOUeK
OINMCAaHH HMXe HoJiee IOOPOBHO. ITaHHBI VHTUOUTOP MMMYHHOM
KOHTPOJILHOM TOUKM TIpedcTaBJIgeT cofol byl HYKJIEMHOBYK KUCJIOTY
i ©6eJIoK, KOTOPHM MOpeloTBpamaeT CyIpeccHuio JOOTO KOMIOHEeHTa B
VMMYyHHOM CHCTeMe, HalpuMmep, IIpeseHTaumio MHC, OpeseHTaumio u/WUian
IndpdepeHUVPOBKY T-KJIETOK, IMNpe3eHTalun ’/MiM IuddepeHUMPOBKY B-
KJIETOK, JI0B0TO LUMTOKVHAE, XEeMOKMHAa WU CUTHAaJIN3alLMo oI
npoaubepaunn uU/MiaIrM OUOOPEPEeHIMPOBKM MMMYHHHX KJEeTOK. Kak Takxe
BoJiee IIOOpPOBOHO OIIMCAaHO HIXE, BaKLUMHY  MOXHO OOTIOJIHUTEJILEHO
KOMOMHUPOBATE C AaHTUTeJaMM K MHI'MOMTOpaM KOHTPOJIBHEIX TOUEK,
TaKVUMU Kak PD-1 " PDL-1, oJid YBeJIMYeHU a CTUMYJIALIUU Kak

KRIJII€ETOUHOTI'O, Tark WM T'YMOPAJIBHOT'O WMNMMYHHEX OTBETOB. VICIIOJIE 30BaHMUE
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anturesn k PD-1 wmmm PDL-1 npenorepamaer PD-1 wmym PDL-1 oT
CymnpeccumM OTBeTOB T-KJIETOK U/UIM B-KJIETOK.

PakoBHIM aHTUIEH

[0068] IDaHHad BaklMHa MOXeT comoepXaTb OOMH wmiIu 0OoJiee
PAKOBHX AHTUTEHOB. [aHHBEM PaKOBHM aHTUTEeH MOXeT IIPpeldCTaBJIAThH
cobom HYKJIEOTUOHYIO [IOCJIeIOBATEJIbHOCTE, aMUHOKUCJIOTHYIO
[IOCJIeDOBATEJIbHOCTE VI X KOMOUHALUIO . HykjeoTunHas
IOCJIeIOBATEJILHOCTE MOXeT IMpelncTaBJsaTes cobdom IOHK, PHK, «IHK, wux
BapMaHT, nUx dbparMeHT VIV X KOMOMHALINIO . HykJjeoTunHas
[IOCJIeOOBATEJILHOCTE MOXET TaKxe comepxaThb OOIIOJIHMUTEeJIb HEE
[IOCJIeNOBATEJIbHOCTHY, KOOMPYKIME I[IOCJIeIOBaTeJIbHOCTHM JIMHKepa WK
MeTKM, KOTOPHE COeIMHEHH C PaKOBHM aHTUIEeHOM IIelTUMIHOM CBSA3bI0.
AMMHOKMCIIOTHAa A [IOCJIEIOBATEJILHOCTE MOXeT IpencTaBJIaATh cobomn
feJiok, TIenNTun, WX BapMaHT, WUX (palMeHT WJIM UWX KOMOMHAILMO.
PakoBHM aHTUIEeH MOXeT IIpeldCTaBJIATL coBo¥ pPeKOMOMHAHTHEM PaKOBHM
aHTUTEH.

[0069] OnmHMM nus3 criocobonB KOHCTPYUPOBAHUSA HYKJIEMHOBOM
KMCJIOTE ¥ ee KOIOMPOBaAHHOM aMMHOKMCJIOTHOM IIOCJIeOOBaATeJILHOCTHU
PEeKOMOMHAHTHOTO PaKOBOTO aHTUTeHa fABJSAeTCcd BBeldeHMe MyTallui,
KOTOPHE VI3MEHSIT OIIpelleJIeHHEIE aMMHOKMCJIO TH BO BCEM
AMMHOKMCJIOTHOM IIOCJIeIOBATEJILHOCTM HAaTUMBHOTO PakKOoBOTO aHTUTEHAa.
BBeneHMre MyTaluU¥ M3MeHSAeT PakKOBHM aHTUITeH He HaCTOJIbKO, UYTOOH
ero HeJlb34 OBLIIO YHUBepCaJIbHO [IPUMMEHSATE K MJIEKOIIU T A0MM,
IpenrIouTUTeJIbHO K UeJIOBEKY  WJIHU cobake, HO V3MeHHAeT ero

JOCTAaTOYHO, YUTOOE TIOJIYUMBIIaACA B pesysieTaTe aMMHOKMCJIOTHa#A

IIO0CJIeIOBaTeJIbHOCTD Hapyliajla TOJICPAaHTHOCTEB 2NNz curTalsiachkb
JYyXepPOIdHEM AHTUIT'€HOM IOJI4 CO30aHMAa VIMMYHHOTI'O oTBeTa. HpYPOﬁ
crioco® MOXeT InpenCcTaBJIATE cobom cozaHNre KOHCEHCYCHOTO

PEKOMOMHAHTHOTO PAaKOBOT'O aHTUIeHa, KOTOPHM obJjlajaeT II0 MeHbIlel
Mepe oT 85% oo 99% MOEHTUUHOCTELIO aMUHOKMCJIO THOM

II0CJIEOOBATEJIEHOCTM OTHOCHUTEJIEHO €eI'O COOTBeTCTBYyKIeI'O HaTMBHOTI'O

PaKOBOTO aHTUIeHa; IOPpellouTHTeJIbHO — IO MeHblel Mepe oT 90% 1o
98% MIEeHTUUYHOCTBI IIOCJIEeNOBaTeJNILHOCTM,; ©OoJiee MNPenloUTUTEJIEHO — IIO

MeHbIle Mepe OT 93% 1mo 98% MIOEHTUUYHOCTLBI IMOCHIeOOBaTEeJIbHOCTHU; WM

eme ©OoJiee MNOPeOlOUTHTENLHO — IO MeHbBIel Mepe oT 95% 1mo 98%
MIOEHTUUYHOCTBIO [IOCJIenOBATEJILHOCTHA . B HEKOTOPHX Clly4danax

PEeKOMOVMHAHTHHM PaKOBHEM aHTHUTeH o6JjgamaeT 95%, 96%, 97%, 98% wiwu
99% MOEHTMUHOCTBI AaMMHOKMCJIOTHOM II0CJIeOOBaTeJIbHOCTM OTHOCHUTEJILHO
ero COOTBETCTBYKIETO HaTUBHOTO PaxKoBOTO aHTUI'eHa. IDaHHBEM

HaTUBHEIM paKOBHﬁ AaHTUT'eH IIpelcTaBJIideT cobon aHTHI'eH, KOTOpHﬁ,
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KaK IIpaBuUJIO, aCCOUMMPYeTCs C OINpPeleJIeHHHM BMIOM paka WM pPaKOBOM
OIlyXOJIU . B  3aBUCHMMOCTM OT pPakKoBOI'O  aHTUIeHa  KOHCEeHCyCHad
[IOCJIeDOBATEJIBHOCTE pPaKOBOI'O  aHTUIeHa MOXeT IIPUCYTCTBOBATH Y
MJIIEKONIMTAKIINX WM B IOIpemejlax I[IOOTUIIOB BMIOa, WM B BUPYCHEX
mraMMax WM cepoTulnax. HeKOTOpHe paKOBEE aHTUIEeHB He CUIIBHO
OTJIMYAaTCSa OT aMMHOKMCJIOTHOM IIOCJIEIOBATEJILHOCTM IMKOTO THUIla
PakKoBOTO aHTUITeHa. HexoToptre PaKOBEEe AHTHUIeHE VIMET
HYKJI€OTUIHEE / aM/AHOKMCJIO THEE [IOCJIENOBRATEJILHOCTH, KOTOPEE
HAaCTOJIBKO pPacxomATCHd Y Pas3HHX BUIOB, UYTO HeJb34 IIOJYyUYUTH
KOHCEHCYCHYII [IOCJIeNOBaTEeJIEHOCTE . B BTUX cliydasax IoJIy4damnT
pexoMOVHAaHTHEM PaKOBHM aHTUTEeH, KOTOPEM BynmeT HapyllaTb
TOJIEPAHTHOCTL UM CO30aBaTb MMMYHHEM OTBET, TaKOWM aHTUITEeH, KOTOPHM
MMeeT II0 MeHbIleM Mepe oOT 85% mo 99% MIOEHTMUHOCTM aMMHOKMUCJIOTHOM

II0CJIEOOBATEJIEHOCTM OTHOCHUTEJIEHO €I'0 COOTBeTCTBYyKIeI'O HaTVMBHOTI'O

PaKOBOTO aHTUIeHa; IOPpellouTHTeJIbHO — IO MeHblel Mepe oT 90% 1o
98% MIOEeHTMYHOCTM IIOCJIENOBaTEJIBHOCTHM,; OoJiee TMPeldlloUTUTEJIBHO — TIO

MeHbIIe Mepe OT 93% mo 98% MOEHTUUHOCTM IIOCJHIeOOBaTEeJILHOCTHU; WM

eme ©0oJiee MNPeAlNOUYTHUTENBLHO — IO MeHbBIel Mepe oT 95% 1mo 98%
UOEHTUYHOCTHU [IOCJIenOBATEJILHOCTHA . B HeKOTOPHX Clly4danx

PEKOMOVMHAHTHHM PAaKOBHEM aHTHUTeH ob6jJamaeT 95%, 96%, 97%, 98% wiwu
99% MOEHTMUHOCTBI AaMMHOKMCJIOTHOM II0CJIeOOBaATeJIbLHOCTM OTHOCHUTEJILHO
€0 COOTBETCTBYKIETO HaTUBHOTO PakKOBOI'O aHTUIeHa. YKa3aHHBE BHIIE
IOOXOOE MOTYT OHTHL OOBEeIMHEeHE TakuM ofpasoM, UTOOH KOHEUHHM
PeKOMOVHAHTHEM  PaKOBHEM  aHTHMTeH MMeJ I[IPOleHTHOe CXOICTBO C
AMMHOKMCJIOTHOM I[IOCJIeNOBATEJLHOCTBI HATUBHOTO PakKOBOTO aHTHUTeHa,

KakK OIIMCaHO BHIIE.

[0070] PakoOBHM AaHTUI'€HOM MOXeT OBTbL OIOIMH MM 0Oojlee U3
cJleOyoImMX AHTUIT EeHOB : TUPO3MHa3a (Tyr), TUPO3VHABAa~3aBUCHUMEI
BeJlok 1 (TYRP1), TUPO3MHA'3a—3aBUCHUMEBI BeJlok 2 (TYRP2),

ACCOLMMPOBAHHEM C MeJlaHOMOM aHTuIeH 4 (MAGEA4), aMMHOKMCJIOTHAS
[IOCJIeIOBATEJIbHOCTE TOPMOHA, BHCBOOOXIAKIETO TOPMOH pocTa (GHRH),
aAaMMHOKMCJIOTHAaS IIOCJIeIOoBaTeJIbHOCTE aHTureHa MART-1/melan-A (MART-
1/Melan—-A4), PaKOBO—TECTUKYJIAPHEN aHTUIeH (NY-ESO-1), PaxKoBO—
TeCTUKYJIAPHEM aHTuren 11 (NY-ESO-1) nm PRAME. BakLMHa MOXeT
IpencraBliiaTh cobort  IOHK-BakIMHY, comepXallyld  IIOJIMHYKJI€OTUIOHEIE
[I0CJIenOBaTEJILHOCTH, KOOUpyKIe  THPO3MHA3ZY (Tyr), TUPO3MHa3za—
3aBUCUMEM OeJiok 1 (TYRP1), TUposMHa3a—3aBUCUMHM Oejiok 2 (TYRP2),
AaCCOLMMPOBAHHEM C MeJlaHoMOM aHTureH 4 (MAGEA4), aMMHOKMUCJIIOTHYIO
[IOCJIeDOBATEJIbHOCTE T'OPMOHAa, BECBODOXIAKIIE'O I'OPMOH pocTa (GHRH),

AMMHOKMCJIOTHYI IIOCJIeIOoBaTeJIbHOCTL aHTureHa MART-1/melan-A (MART-
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1/Melan—-A4), PaKOBO—TECTUKYJIAPHEN aHTUIEeH (NY-ESO-1), PaxKoBO—
TeCTUKYJIAPHEM aHTuTreH II (NY-ESO-1), PRAME, BUPYCHHBM aHTUTEH WA
X KOMOMHAalMM. BUPYCHEM aHTUITEeH MOXeT IM[IpeldCcTaBJIATE Cco0oM OIOMH
iy ©0oJiee AaHTUIEHOB M3 CJenOynlMrx BUPYCOB: BHMHPYC TenaTtuTa B
(HanpuMep, KOPOBHM OeJIOK M IIOBEPXHOCTHHM OeJIOK), BUPYC TelaTuTa
C (HampuMep, HeCTPYKTYpHEM ©Oejiok (NS) 34A (NS34A), NSLHA, NSOGB,
NS4B), a TakxXe BHPYC NalWJIJIOMH uYeJioBeka (HPV) 6, HPV 11, HPV 16
u HPV 18.

(1) TwmposzsmHaza (Tyr)

[0071] BakumMHa TII0 OaHHOMY M300peTeHMI MOXeT COOepXaThb
PAKOBHM aHTUIeH THuposuHaza (Tyr), ee OQpaIMeHT WIM ee BapuaHT.
Tupo3MHasza OpencTaBJsgeT coboM MeIbcomepXamui depMeHT, oOJamanoumni
KaTaJluTUUeCKOM AaKTHMBHOCTLI TUPRPOBUHTUAPOKCUIIAZH ¥ JOOA-OKCUIASIH,
KOTOPHE MOT'YT OBITH IIOJYYEHH M3 MUKPOOPTAHM3MOB M TKaHel pacTeHUM
M XMBOTHEIX. B 4YacTHOCTHM, THPO3MHAazRa KaTalusupyeT oOpa30BaHUE
MeJIaHMHa M JOPYITMX IIMI'MEHTOB IIOCPENCTEBOM OKMCJIeHMS (QeHOJIOB, TaKMuX
Kak TUPO3UH. MyTauumM B TeHe TYR TIIpUBOOAT K TJIa30KOXHOMY
albOUMHM3MY Y MIEKONIMTAaKMMX, a HeNaToJOTUMUeCKUM IoJIMMOpOM3M B
TeHe TYR CHOCOOCTBYET MBMEHEHMK IUIMEHTALUM KOXMN.

[0072] Kpome ToOTO, opM pake WM ONYXOJAax, TaKMX Kak
MeJlaHOMa, THPO3MHa3a MOXeT CTaTb HepelyJIMPpyeMOoM, UTOo IPUBOIUT K
[IOBEIIEHHOMY CHMHTE3y MeJlaHMHa. COOTBETCTBEHHO, THUPO3MHAa3a MOXeET
IpelCcTaBJIATE COOOM PaKOBHM aHTUIeH, aCCOLUMMPOBAHHHN C MeJIaHOMOM .
Y cy0BeKTOB, CTpalalmyx MeJlaHOMOM, TUPO3MHAaka MOXeT ABJISATLCSA
MUIIEHB LUMTOTOKCUUECKOTO T—KJIETOUHOT'O pacllo3HaBaHuga. TeM He
MeHee, B HEKOTOPHX CJIydasdx MMMYHHEM OTBeT Ha PakK WM OIyxoJib (B
TOM UMCJIe MeJlaHOMYy) MOXeT OBTbL II0OaBJIeH, IIPMBOOA K MHMKpOCpene,
KoTopasd IoOmepXxuBaeT ob6pasoBaHMe U/WIM PasBUTHUE OIOyXoJu U,
CJIeIoBaTEJILHO, pPa3BUTHMEe 3aboJieBaHUA.

[0073] Cymnpeccud MMMyHHOT'O OTBeTa MOXeT OHBTE oO6JerdeHa C
[IOMOIIEID CYIIPECCOPHBEIX KJIIETOK MUEJIOMOHOTO IIpoucxoxmeHmsa (MDSC),
KOTOPHE mpelCTaBJIgT cobom CMENIaHHY IOy JIALNIO HEe3PEJIEX

MaKpO@aPOB, T'PaHYyJIOLIMTOB, IOEHIPUTHEHX KJIETOK M MUEJIOMIHEX KJIETOK.

MueJsiomMOoHEE KJIETKMA MOTY'T NpencTaBJiaTh cobom TETEPOTEeHHYIO
[IOIIYJIALIUIO MMEJIOMIHEIX KJIETOK-IIPpeIleCTBEHHUKORB u HespeJbIx
MUEJIOMIOHHX KJeTok (IMC). Mapkepu MDSC MOI'YT BKJOUATE DSKCIPECCUIO

Gr-1 m CD11lb (10 ecTpr kJeTok Gr-1T m CD11b™).
[0074] Hupkymaumua MDSC MOXeT YBeJIMUMBaTLCAd B CBA3UM  C
XPOHMUECKOW MHbeKIMrelN, a YyBelIuueHue nonyasuuy MDSC wMoxeT OHTH

CBA3aHO C ayTOMMMYHHOﬁ peaKumeﬁ 1 BOCIIaJIEeHMEM. B uyacTHOCTH,
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yBeJimueHre MDSC (MM HaJIuuMe B OIYyXOJIeBOM WM PaKOBOM TKAaHU)
MOXeT CHOCODCTBOBATEL PaA3BUTUIL ONYXOJM M YCKOJBE3aHMKD OT MMMYHHOI'O
OeTEeKTUPOBAHUS U/UIM Peryaduuu, M, TakuMm obpasoMm, MDSC MOTYT
BJIMATEL Ha MMMyHHEE OTBETEH Ha [IPOTHUBOPAKOBLE BAaKIMHEL.

[0075] MDSC MOXHO peryamMpoBaTh c IIOMOIIB IO PerymsaTopa
CUTHaJIMU3alUn G—0DeJsika 2 (Rgs2), n Rgs2 MOXeT CUJIBHO
BKCIpeccupoBaThbca B MDSC, IIOJYUYEHHHEX M3 OIyxoJier. Rgs2 Takxe
MOXET MUPOKO DBKCIPECCUPOBATHECSA B Pa3JIMUHEIX KJEeTKax, HalpuMmep,
MUEJIOUMIOHEX KJIeTKaxX. MDSC, I[OoJIYUeHHBEe M3 MBIIeN—-OIIyxX0oJIeHOCUTeJIeH,
MOTYT (QYHKUMOHMPOBATEL MHaue, uyeM MDSC, IIOJIYyUeHHHE U3 MbIIeH,
KOTOpPHE He MABJIAITCA OIyXoJeHocuTeJdamu. OOHMM M3 TakUxX pPa3jInuui
MOXeT OHITH perynsaumsa obpasoBaHuUAa XEeMOKMVHa MCP-1, KOTOPHM
CeKpeTupyeTrcsda C rnoMomen  MDSC. MCP-1 MOXeT Criocod®CcTBOBATH
MUTPalMM KJIETOK 3a CcueT CcUulHalM3aluu uepes CCR2, CONPSXeHHBM C
G—-6eJIKOM pelenTop (GPCR), oOHapyXeHHHM Ha MOHOLIMTAax,
SHIOOTEJMAJIEHEX KJIeTKax UM T-kjeTkax. CoOTBeTCTBeHHO, MCP-1 wMoxerT
OpUBECTU K MUTPALUM SDHIOOTENUMAJILHEIX KJIIETOK, TeM CaMbEM CIOCOOCTBYA
BaCKyJIapU3alun. Binokuporanmne MCP-1 C IIOMOmbLI HeMTpaJIu3yKoIMX
QHTUTEJI MOXeT MHIUOMPOBATE AaHTMOTeHe3s U, TakuMM o0pa30oM, MOXeT
NIPUBOOUTE K CHMWXEHUID MeTacTas ONyXOJM U YBEeJIMUEeHUI BEXMBAEMOCTH.
TakuMm o6pas3oMm, MCP-1 MOXHO CUMTATb AaHIMOTEeHHBEM (QaKTOPpOM. I[IOMUMO
cekpeuum MCP-1 MDSC MOTYT CeKpeTHMpOBaTb (QaKTOPE pocTa, TeM CaMbM
OOIIOJIHUTEJIBHO CIIOCOBCTBY S Pa3BUTUI OIIYyXOJIN.

[0076] AHTUTEH Tyr criocoBeH MHOYyLMPOBaTh QHTUTEeH—
crnenupmuuecknin T-KIJIETOUHBEM WU/MUJIV MHTEHCUBHEM I'yYMOPAJIbHHM MMMYyHHEE
OTBETEH, TeM CaMbM MHIYLUPYS WM BHSHBAS MMMYHHEM OTBET, KOTOPHM
HaopaBJleH Ha Pak WIM OIIYyXOJb WIM pearMpyeT Ha HUX DKCIpeccuen
aHTUTeHa. B HEKOTOPHIX BapraHTax peanmsalnmum ns300peTeHn g
VHOYUUMPOBAHHEM WMJIM BHS3BAHHLEM MMMYyHHBM OTBEeT MOXeT IIpeldCTaBJISATh
cobon KJIETOUHEHIM, T'yMOPaJlb HEM WM Kak KJIETOUHHI, Tak u
TYMOPAJILHEM MMMYyHHEE OTBEeTH. B HEeKOTOPHX BapMaHTax pealu3aluu
n300peTeHrss MHIOYLUMPOBAHHHM WMJIM  BHS3BAHHLEM  KJIETOUHEM  MMMYHHEN
OTBET MOXeT BKJKOUATL MHIYKIMI WIM CeKpellui TaMMa-MHTepbepoHa
(IFN-vy) u/uiau daKTopa HeKpo3a onyxoJjer anbda (TNF-o). B Opyrmux
BapMaHTax peaJu3alur un300peTeHra MWHOYUIMPOBAHHEIM WM BHS3BaHHLHM
VMMYHHEM OTBEeT MOXeT YMeHLIaTh MWJIM MHTUMOMPOBATH OOMH WMIM OoJiee
baKTOPOR CyIIpecCcumn UMMYHHOT'O OTBETa, KOTOPHE CTUMYJINPYOT
PasBUTHEe ONYyXOJM WM Ppaka, »SKCIpecCHupysa aHTUIeH, HalpuMmep, 0es3
OTpaHMUeHUsa MM, OG(akTOpH, IoJaBjdgwplMe IIpes3eHTaluio MHC, ©(axToOpH,

aKTHBEMPpYKIME aHTMI‘eH—CHeLU/I(l)MT{eCKMe PeTYIIATOPHEIE T—-KJIETKMA
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(Tregs), PD-L1, FasL, UM TOKWHH, TakMe kak I1L-10 wu TFG-8,
aCCOLMMPOBAHHEE C OIIYXOJIBI MaKpodaryu, acCCOLUMMPOBAHHEE C OIIYXOJIBIO
dnbpobiacTH, pPacTBOPUMELE GaKTOPH, NponoyLUpyeMEe VIMMY HHEIMI
KJIeTKaMu—-cylpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 ©u MOJIEKYJIH
VIMMYHHEIX KOHTPOJIBHHIX TOUeK, 4UTo 0oJiee MNONPOOHO OIMCAaHO HMXe.
[0077] Kak r1nokaz3aHO B IOaHHOM IOOKYMEHTe, aHnTuren Tyr
VHOYLUUPYEeT AHTUTeH—-CleludruueCKUM T—-KJIETOUHBI u VHTEeHCHWBHEM
TYMOPAJILHEM MMMYHHBIE OTBETH IIPOTHME PAKOBHX MJIM OIIYXOJIEBHX KJIETOK
(HanmpuMep, KJIeTOK MeJIaHOMH) . B dYacTHOCTHM, aHTuITeH Tyr 4ABJISeTCsd
BaXHOM MMUIIEHBIOD OJIS MMMYyHO—-OIIOCPEINOBAHHOTO KJIMPEeHCa II0CPelCTBOM
MHOVKIMM (1) IDyMOopaJIbHOT'O MMMyHMTEeTa 3a CUeT OTBEeTOB B-KJIETOK C
[IOJIYUYEHMEM aHTUTEJI, KOTOpHEe OJOKMPYIRT oOO0Opa30BaHME MOHOLMTAPHOTO
XeMoaTTPaKTaHTHOTO Beakxa-1 (MCP-1), TeM CaMbIM 3aMeJIiaa

CYTIPECCOPHEIE KJIETKM MUEJIOMIOHOTO IMIPOUCXOoXxIeHMda (MDSC) m nomapJjigs

PasBUTHE ONyXOJM; (2) yBEeIMYEeHMSA LIUTOTOKCHUUECKUX T—JIMMQOLUTORB,
TakMx kak CD8* (CTL), YyTOBOE aTakKoBaTk U yOMBATE OIIYXOJIEBEE
KJIeTKU; (3) YBeJIMUEeHU A OTBETOB KJIETOK T—xXeJnepos; (4) nu

YBeJIMUeHUS BOCIaJIMTEeJIbHEX peakuuil 3a cueT I1FN-y m TFN-o, wIu
OpenriIouTUTEJILHO BCETO nu3 YKasaHHOTO BHIIE . TaxkuMm  oOpa3oM,
obecreurMBaeTCd 3allMTHHY MMMyHHBII OTBEeT Ha OHKOTeHe3 U pPa3BUTHUE
OIIYXOJIM C TIIOMOIBK BaKIMH, CcoIepXalMrx aHTureH Tyr (HaIpuUMep,
KOHCEHCYCHHM aHTuTeH Tyr, KOTOpPHM 0OoJee NOOPOOHO ONMCaH HUXe), B
CBA3M C TeM, UTO 5STM BaKUMHE IIPeIoTBpallaidT CYIPeCCUl UMMYHHOI'O
OTBeTa I[IOCPedNCTBOM YyMeHblleHMa nonyjasuum MDSC, oOHapyXeHHOM B
PaKoOBOV WMJM OIIYXOJIeBOW TKaHM, U OJOKMPOBAHMA BacCKyJIapU3aluu
PAKOBOV WMJIM OIIYXOJIEBOM TKAHM IIOCPEOCTBOM YMeHbIeHUS oOpa30BaHUM
uim cekpeuunr MCP-1. COOTBeTCTBEHHO, JOOOM I[I0JIL30BATEJIL MOXET
Cco3ImaThk BakKIMHY [0 HaACTOAMEMY M300peTeHM, COOepXallyld aHTUTeH
Tyr, C LeJgpild oOO0ecCledeHrsa [IUMPOKOTO UMMYHMTETa K OHKOT'eHe3y,
MeTacTa3MPOBAHNIO ONYXOJIeM M Pa3BUTUIO OIIYXOJIN.

[0078] A”HTMTeH Tyr MOXeT COIepXaThb DIMTONH OeJIKOB, KOTOPHE
oejianT ¥MX 0CODeHHO DO0PeKTUMBHEMM B KauecTBe MMMYHOTEHOB, Ha
KOTOPHE MOTYT MHOYLUVMPOBATBHCA MWMMYyHHEIE OTBeTH K Tyr. AHTUTeH Tyr
MOXeT CcOIepXaThb I[IOJHOPpAa3MepHEM IIPOOYKT TpaHCIAlIuM, eI'0 BapuaHT,
ero OQparMeHT WM UX KOMOMHaUMK. AHTUTeH Tyr MOXeT COIepXaThb
KOHCEHCYCHEM O0eJIoK.

[0079] HykJIeoTUIHYIO [IOCJIEDOBATEJIBHOCTE, KOOUPYIIIYIO
KOHCEeHCYCHHM aHTureH Tyr, MOXHO  ONTHMU3UPOBATE B  OTHOIEHUU
YaCTOTH MCIIOJB30BAaHMA KOIOHa M COOTBEeTCTBYKIMX PHK-TpPaHCKPUIITOB.

HywkiieMHoBasa KMUCJIOTA, KoIIMpyKla A KOHC@HCVCHBIﬁ aHTHI'eH Tyr, MOXeT
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OHTE KOHOOH— ¥ PHK ONTUMMM3UMPOBAHHOM IOJIA DKCIPEeCcCUM. B HEeKOTOPHX
BapmMaHTax peanmsanumnu n300peTeHnd HYKJIEOTHUOHAad
[IOCJIeIOBATEJIbHOCTEL, KOoIMpylmasa KOHCEHCYCHEM aHTuITeH Tyr, MOXeT
comepXaTb IIocJenoBaTeJIbHOCTL Kozak (HanpuMep, GCC ACC) njig
yBeJIMUeHNn A 20beKTMBHOCTHA TPaHCIIALUNA . HyxkiienHoBad KMUCJIOTa,
KoOoupyklas KOHCEeHCYCHHM aHTuTreH Tyr, MOXeT CcoIepXaTh HECKOJBKO
CTOII-KOOOHOB (HanpuMep, TGA TGA) @#nud yBeJIMUueHUS D20OeKTUMBHOCTU
TepM/UHALIUY TPaHCIALUNA .

[0080] HykJerHOBas KMCJOTa, KOOMPYKIAas KOHCEHCYCHHM aHTUIeH
Tyr, MOXeT Takxe KOOMPOBATH JINOEPHYIO [IOCJIENOBATEJIBHOCTE
MMMYHOTJIOOYJIMHA E (IgE) . HykilenHoBasa KucJjiora, KoIouVpyKla g
KOHCEeHCYCHHM AHTUTEeH Tyr, MOXeT OOTIOJIHUTEJILEHO KOOMPpOBATH
JIMOEPHYI [IOCJIEOOBATEJIbLHOCTE IgE TaKUM obpasoM, uTo
AMMHOKMCJIOTHASA IIOCJIeIOBaTeJIbHOCTL  JIMOEPHOM  IIOCJelOoBaTeJIbHOCTHU
IgE CBA3HBAETCH c aMMHOKMCJIIO THOM IOCIIeOOBaTEJIbHOCTRIO
KOHCEHCYCHOTO aHTUTeHa Tyr IenTuoHOM CBA3LBD. HywkJjieMHOBaAd
KMCJIOTa, KoIupylmasa KOHCEeHCYCHHEM aHTuren Tyr, MOXeT  TakKxe
comepXaTh HYKIJIEeOTUIHY [IOCIeOOBaATEeJIbHOCTE, KOOUMPYRIYI JHUISPHYI
IIOCJIEeDOBATEJILHOCTE IgE. B HEKOTOPEIX BapmMaHTax peanansaumm
n300peTeHrsa HYKJEeMHOBad KMCJIOTa, KOOMpyKIas KOHCEeHCYCHHM aHTUIeH
Tyr, He ¥WMeeT WM He COIOEPXUT HYKJIEeOTUIHYI IIOCIeOOBaTeJIbHOCTE,
KOOVPYRIYD JIMOEPHYI IOCJIeOOoBaTelIbHOCTE IgE.

[0081] KOHCEHCYCHHM aHTUTeH Tyr MOXeT IIpedcTaBJIaAThL Ccodon
HYKJIEOTUIHYI IIOCJiemoBaTeJIbHOCTE SEQ ID NO: 1, KoTopas KOOMPYeT
AMVMHOKMUCJIOTHYIO [IOCJIenOBaATEJIbLHOCTE SEQ ID NO: 2.
[locyenmoBaTeJibHOCTE SEQ ID NO: 1 kooMpyeT KOHCEeHCYCHEM Oejiok Tyr,
CBASAHHHM C JMIEPHOM IIocjlefoBaTeJIbHOCThID IgE. KOHCEeHCYCHEM OeJIOoK
Tyr MOXeT OHTL CBSA3aH C JMIOEPHOM IIocjeloBaTesIbHOCThI IgE m HA-
MeTKOM. B IOpyI'MxX BapMaHTax pealu3aluu u300peTeHud KOHCEHCYCHBM
Bejjok Tyr MOXeT He CoOOepXaTh MM He OHTb CBSA3aHHHM C JIMIEPHOMU
nocjenoBaTengrHoCThED IgE u/miam HA-MeTKOM.

[0082] B HEKOTOPEIX BapMaHTax peannusalnmnum n300peTeHuda
KOHCEHCYCHHM aHTuIedH Tyr MOXeT IOIpedcTaBJIATE CcoBoOM HYKJISOTUIHVYIO
IocjeIoBaTeJIbHOCTL, ob6Jamalmyil 10 MeHbIel Mepe okoJo 80%, 81%,
82%, 83%, 84%, 8b0%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% wmum 100% MIOEHTUMUHOCTLIO IIO BCeM OJIMHE
HYKJIEOTHMIHOM IIOCJIeIOBaTeJIbHOCTHM, IIpMBedeHHoM B SEQ ID NO: 1. B
IPpYTUX BapMaHTax pealu3aluy M300peTeHMSa KOHCEHCYCHEM aHTureH Tyr
MOXeT IpencTaBJIATh cobomr HYKJIEOTUIOHYIO [IOCJIeDOBaATEeJIbHOCTE,

KOTOpaAd KoIrMpyeT aMMHOKMCIJIOTHYIO IIoCJIegoBaTeJIBHOCTE, ofJlamaniyio
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10 MeHbIIEeM Mepe okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wum
100% UOEHTUUYHOCTBIO rio BCeM OJIVHE AMMHOKMCJIO THOM
IOCJIeIOBATEJIbHOCTH, IIpuBeIeHHOM B SEQ ID NO: 2. KOHCEHCYCHHM
aHTUT eH Tyr MOXET OpencTaBJIATh cobom AMMHOKMCJIO THYIO
IoCJIeIOBATEJILHOCTL, OfOJlajallyld II10 MeHbleld Mepe okoJjo 80%, 81%,
82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% wmmm 100% MIOEHTUMUHOCTLIO IIO BCeM OJMHEe
AMMHOKMCJIOTHOM IIOCJIeOOoBaTeJIbHOCTH, IHIpMBeneHHOM B SEQ ID NO: 2.
[0083] HekOTOpHEe BapMaHTH peajM3aluu KN300peTeHMSA OTHOCATCH
K HYKJI€O TUIHEM nocJjiefoBaTeJILHOCTAM, KOOUPYOIMM BeJku,
TOMOJIOTMUHEE KOHCeHCyCcHoMy Oesky Tyr, UMMYHOTeHHOMY OQpaTrMeHTy
KOHCeHcycHOTO Oeyka Tyr ¥ MMMyHOTeHHBIM (QparMeHTaM T'OMOJIOTUUHEIX
BeskoB. Takme MOJIEKYJIH HYKJIEMHOBHX KMUCJIOT, KOTOPHE KOOUPYIOT
VMMyHOTeHHEe OeJikM, obJjagjaomve 0o 95% ToOMOJIOTUMM OTHOCUTEJIBLHO
KOHCEHCYCHOM IIOCJIEODOBAaTEJILHOCTM, =IO 96% TOMOJIOTMM OTHOCHUTEJILHO
KOHCEHCYCHOM IIOCJIEODOBaTEeJILHOCTM, =IO 97% TIOMOJIOTMM OTHOCHUTEJILHO

KOHCEHCYCHOM IIOCJIeODOBaTEeJILHOCTM, =IO 98% TIOMOJIOTMM OTHOCHUTEJILHO

KOHCEHCYCHOM [IOCJIEOOBATEJIBHOCTHU " oo 99%, MOTYT OBITH
IpenoCTaBJIeHH . AHAJIOTUMUHEM oBpaszomM, TaKxe [IpenoCTaBJISRTCHI
HYKJIEOTUIHEE nocJenoBaTeJIbHOCTH, KOIOUpyolIme VIMMYHOT €HHHE

bparMeHTH, IpuBeleHHHE B ITaHHOM IOKYMeHTe, M  MMMYyHOTEHHEEe
dparMeHTH OeJIKOB, KOTOPHE TOMOJIOTMYHE 0OeJIKkaM, IpPMBEeIeHHBEM B
OaHHOM HOOKyMeHTe.

[0084] HexoTopHe BapMaHTH peajiM3allMy MKN300peTeHUs OTHOCATCH
K MOJIeKYyJIaM HYKJIEMHOBHIX KMCJIOT, KOIUPYIIMM MWMMYHOTeHHHEe OeJIKU,
oBJyajanmme 95% roMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KMUCJIOTH,
KoOupywle I[IocJefoBaTeJIbHOCTM B IJaHHOM HOKyMeHTe. HeKoTopue
BapMaHTH peann3alnmu n3006peTeHnd OTHOCSATCSHA K MOJIEKYJIaM
HYKJIEMHOBHX KUCJIOT, KOIOMPYIINIMM MMMYyHOTeHHEe OeJikM, ofJajalmue
96% ToOMOJIOTMENM OTHOCUTEJILHO HYKJIEMHOBOWM  KUCJOTEH, KOIOMPYIIeM
IoCcJjIeIoBaTEJILHOCTHU B OaHHOM  OOKYMeHTe. HexoTopue BapMaHTH
peaau3aluy M300peTeHMsS OTHOCATCA K MOJeKyJlaM HYKJEeMHOBEX KUCIIOT,
KOIVPYIMM MMMy HOT'@ HHHE BeJiku, obJlaganmye 97% TOMOJIOTHEN
OTHOCUTEJILHO HYKJIEMHOBOM KMUCJIOTH, KOIMPYIIEV I[IOCJIedOoBaATeJILHOCTH
B IOaHHOM IOKyMeHTe. HekKoToOpHe BapMaHTH peaju3aluy U300peTeHUd
OTHOCATCHA K MOJIEKYJIaM HYKJIEMHOBHX KMCJIOT, KOIMPYIOMMUM
VMMyHOT eHHEle  OeJIKl, obJlagamnmye 98% TOMOJIOTMEN  OTHOCUTEJILHO
HYKJIEMHOBOWM  KMCJIOTH, KOOMPYKIMEeM II0CJedOBaTeJIbHOCTM B  IaHHOM

IJOKYMEHTE . HeKOTOpre BapPMaHTE peaJiM3alvl MBO@peTeHMF{ OTHOCATCHA K
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MOJIEKYJIaM HYKJIEMHOBHX KMCJIOT, KOOMPYKIMM MWMMYHOTeHHHEe OeJIKH,
obJjlajanmme 99% TOMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KMCJIOTH,
KOOUpPYKIEeN II0OCJeNOoBaTeJIbHOCTM B HOaHHOM IOKYyMeHTe. B HeKOTOPHX
BapMaHTax pealu3aluM U300peTeHMS MOJIEKYJIE HYKJIEeMHOBEX KMUCJIOT C
KOOUPYIYMM I[IOCJIENOBATEJIBHOCTAMM, OIMCAHHEIMM B IOaHHOM OOKYyMeHTe,
KOTOPHEE TOMOJIOTUUHE KOOUPYWIEV II0CJIedoBaTeJIbHOCTM KOHCEHCYCHOTO
Belika, OIIMCaHHOTO B OaHHOM IOOKYMEHTE, BKJIIOUAIT
[IOCJIeIOBaATEJIbHOCTHY, KOOUPpYIIMMe JMIEePHYK I[I0CJemoBaTelJIbHOCThL IgE,
CBA3aHHYID C 5'-KOHLOM KOOMpPYKIEM II0CJeNoBaTeJIbHOCTM, KoIMpyouen
TOMOJIOTMUHEIE [IOCJIedOBaTeJIbHOCTU  OeJIKOB, ONMCAaHHEHE B  IOaHHOM
OOKYMEHTE.

[0085] HekOTOpHEe BapMaHTH peajiM3aluuu MN300peTeHUsa OTHOCATCH
K HYKJI€O TUIHEM IoCJIeIOBaTEJIbHOCTAM, KOIVPYIMM BeJku C
ompelleJIEHHEIM IIPOILIEHTOM MIEHTUMUHOCTM OTHOCHUTEJIBEHO IIOJIHOPAa3MEPHOTO
KOHCEeHCYyCHOTO ©0Oejyika Tyr, WVMMYHOT'€HHOTO (QpaIl'MeHTa KOHCEeHCYCHOTO
Besika Tyr u VIMMYHOT € HHEIX bparMeHTOB BeJIKOB, oBJIamammmx
UIEHTUYHOCTBI0  OTHOCHUTEJILHO KOHCEeHCYCHOTO BeJika Tyr. Takue
MOJIEKYJIEL  HYKJIEMHOBHX  KMCJIOT, KOTOpPEE  KOIUPYIT MMMYyHOTE&HHEE
BeJIku, oBJaganmme oo 80% MIOEHTUYHOCTHA OTHOCUTEJILHO
IIOJIHOPABMEepPHOM  KOHCEHCYCHOM IocjiedoBaTeJbHOCTM  Tyr, oo 85%
UIOEHTUUYHOCTHU OTHOCHUTEJILHO IIOJIHOPa3MepHOM KOHCEHCYCHOM
riocJjlenoBaTeJIbHOCTHU, 0o 90% MOEHTUUYHOCTHU OTHOCUTEJILHO

IIOJIHOpAasMepHOM  KOHCEHCYCHOM IocJjiedfoBaTeJibHocTM Tyr, no 91%

UIEHTUUYHOCTHA OTHOCUTEJILHO IOJIHOPaBMEepPHOM KOHCEHCYCHOM
riocJienoBaTeJIbHOCTHU Tyr, oo 92% MIOEHTUYHOCTHU OTHOCUTEJIBHO

[IOJIHOPAa3MEPHOM  KOHCEHCYCHOM ImocjermoBaTejbHocTu Tyr, mo  93%

MIOIEeHTUUYHOCTHU OTHOCUTEJILHO [IOJIHOPa3MEePHOM KOHCEHCYCHOM
IocJlefoBaTeJIbHOCTHU Tyr, oo 94% MOEHTUYHOCTHU OTHOCUTEJILHO

IIOJIHOPAas3MEpPHOM  KOHCEHCYCHOWM  TIocjeloBaTeJlbHocTH  Tyr, oo 95%

MIOEeHTUUYHOCTH OTHOCUTEJILHO [IOJIHOPa3MepHOM KOHCEHCYCHOM
rIocJlefoBaTeJIbHOCTHU Tyr, 0o 96% MOEHTUYHOCTHU OTHOCUTEJILHO

IIOJIHOPAas3MEPHOM  KOHCEHCYCHOW  ImocjeloBaTeJlbHoCcTM  Tyr, oo 97%

MIOEeHTUUYHOCTH OTHOCUTEJILHO IIOJIHOPa3MepHOM KOHCEHCYCHOM
rIocJlefoBaTeJIbHOCTHA Tyr, pife) 98% MOEHTUYHOCTHU OTHOCUTEJILEHO

IIOJIHOPAas3MEPHOM KOHCEHCYCHOWM MocJjeloBaTeJlbHOCTM Tyr u  mo 99%
MOEHTUYHOCTHU OTHOCUTEJILHO IIOJIHOpa3MepHOM KOHCEHCYCHOMI
nocyienoBaTeJibHOCTM  Tyr, MOI'YT OHTE [IPeOOCTaBJIEHH. AHAJOTIWNUHEM
ofpasoM, Takke IIPenNoCTaBJIAKRTCA HYKIJIEOTHUIOHHE I[IOCJeOOoBaTeJIbHOCTH,
KOoOUpyKmye VIMMYyHOT' €HHEIE bparMeHTH, IpUBeIeHHEE B OaHHOM

IJOKYMEHTE, 12 VMMMYHOT'€HHEE (]_)paI‘MeHTBI OeJIKOB C aHaJIOT'TMYHEIM
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IIPpOOUEeHTOM MIOEHTUMYHOCTH, KakK YKa3aHO BhIIE, OTHOCUTEJILHO OeJIKOB

Tyr, OIIMCAaHHEIX B IJaHHOM IOOKYMEHTE.

[0086] B HEKOTOPHIX BapMaHTax peanmsanmnum n300peTeHnd
HYKJIEOTHUIOHAA [IOCJIeHOBATEJIEHOCTE He COOEPXUT KOOVP YOI
[IOCJIENOBATEJIBHOCTE, KoTOpad KooupyeT JIUOEPHYIO

[IOCJIeNOBATEJIbHOCTE . B HEKOTOPEIX BapMaHTax pean3aluyr M300peTeHUd
HYKJIEOTUIOHA A [IOCJIeNOBATEJILHOCTD He COOEPXUT KOOMPYIIYIO
[IOCJIeNOBATEJIBHOCTE, KOTOpas KOIMPYEeT JMIOEPHYI IIOCJIeOOBaTeJIEHOCTD
IgE.

[0087] HekOTOpHEe BapMaHTH peajM3aluu KN300peTeHMSA OTHOCATCH
K OJparMeHTaM I[ocjiemnoBaTeJlbHoCcTM SEQ ID NO: 1. Opar'MeHTH MOTYT
COCTaBJIATL IIO MeHblel Mepe 10%, 1o MeHbmel Mepe 15%, IO MeHbIeM
Mepe 20%, 1no MeHbmeM Mepe 25%, 1o MeHbmel Mepe 30%, IO MeHbIeM
Mepe 35%, no MeHbmeln Mepe 40%, 1o MeHbmeM Mepe 45%, IO MeHbIeM
Mepe 50%, no MeHbmel Mepe 55%, no MeHbmelr Mepe 60%, IO MeHbIeM
Mepe 65%, no MeHbmen Mepe 70%, 0o MeHbIeM Mepe 75%, IO MeHbIeM
Mepe 80%, no MeHbmeM Mepe 85%, 0o MeHbmeMr Mepe 90%, [0 MeHbIeM
Mepe 95%, no MeHbmeM Mepe 96%, o0 MeHbmeM Mepe 97%, IO MeHbIEN
Mepe 98% mamM 1o MeHbHeM Mepe 99% nocJjgenoBaTesbHOCTM SEQ ID NO:
1. OparMeHTH MOTYT OHTL IIO MeHbIEM Mepe Ha 95%, IO MeHBIEW Mepe
Ha 96%, 1[0 MeHbmey Mepe Ha 97%, 0O MeHbIeM Mepe Ha 98% wiIm 10
MeHbIIeY Mepe Ha 99% TOMOJIOTMUHH @QparMeHTaM II0CJIeldOoBaTeJIbHOCTU
SEQ ID NO: 1. O®parMeHTH MOTYT OHBTL IIO MeHblel Mepe Ha 80%, 1o
MeHbIIEV Mepe Ha 85%, no MeHbmel Mepe Ha 90%, DO MeHBIIEM Mepe Ha
91%, no MeHbmel Mepe Ha 92%, O MeHBIeM Mepe Ha 93%, IO MeHbIleM
Mepe Ha 94%, 1o MeHbmel Mepe Ha 95%, 1o MeHbmel Mepe Ha 96%, IO
MeHbIIe Mepe Ha 97%, IO MeHbNeM Mepe Ha 98% MIM IO MeHbIIeM Mepe
Ha 99% wuOeHTHMUHH OQparMeHTaM IocJjienoraTenpHoCcTM SEQ ID NO: 1. B
HEeKOTOPHX BapMaHTax peajmM3aluy M300peTeHMsa QpalMeHTHE CcolepxXaT
[IOCJIenOBaTEJIEHOCTH, KOOUpyomme JIMOEPHY [IOCJIeDOBaTEJIEHOCTE,
TaKywn KakK, HallpuMep, JINOepHas [IOCJIeDOBaATEJIEHOCTE
VMMYyHOTJIOOYJIMHa, TaKyw KaK JHIepHasd I[OOoCcJHemoraTelIbHOCTE IgE. B
HeKOTOPHX BapMaHTax peajM3alMy M300peTeHUsa Qpal'MeHTH He colepxXarT
KOOUpyomye [IoCJIenOoBaTEeJIbHOCTH, KOTOPHE KOOVPYIOT JIUOEPHY
[IOCJIeDOBATEJIbHOCTE . B HEKOTOPHX BapMaHTax pealin3aluyr MN300peTeHUd
bparMeHTH He ComepXaT KoIMpyllMe IIOCIelOoBaTeJIbHOCTM, KOTOPHe
KOOUPYT JIMOEPHYK  I[IOCJEeNOBaTeJIbHOCTE, Takyno Kak, HallpuMep,
JmimepHad [IOCJIeOOBaTeJIbHOCTE IgE.

[0088] Kpowme TOTO, AMMHOKMCJIOTHA A [I0CJIeDOBATEJIBHOCTD

KOHCeHCyCcHOoTOo ©Oejyka Tyr mOpencraBjfgeT cobom SEQ ID NO: 2.
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AMMHOKMCIJIOTHAA [IOCJIeDOBATEJIbHOCTE KOHCEHCYCHOTO DeJika Tyr,
CBA3aHHOTO C JIMOEPHOM TIOCJHeHOBaTeJILHOCTEI IgE, [IpencTaBJIgeT
cobon SEQ ID NO: 2. AMVMHOKMCJIJIOTHaA I[IOCJIeOOBAaTEJIbHOCTE
KOHCEHCYCHOTO OeJika Tyr, CBA3aHHOTO c JINIEPHON
nocjiegoBaTeJIbHOCTEID IgE, MoxeT OHTH CcBg3aHa ¢ HA-MeTKOM.

[0089] HexoTopHe BapMaHTH peajM3alMy MKN300peTeHUs OTHOCATCH

Kk OeJikaM, KOTOPHE TI'OMOJIOTMUHH I[OCJeloBaTeJIbHOCTM SEQ ID NO: 2.

HexoTopte BapMaHTEH peannusaumnun n3obpeTeHmA OTHOCATCH K
VIMMY HOT'@ HHEIM BeJikamMm, KOTOPHE obJlaganT 95% TOMOJIOTUEN
OTHOCUTEJILEHO KOHCEHCYCHEIX OeJIKOBEIX nocJjienoBaTeNbHOCTEMN,
npuBeleHHEX B SEQ ID NO: 2. HekoTOphkle BapMaHTH peaju3aluu

MSO@peTeHMH OTHOCATCA K WMMYHOTEeHHBEM OeJiKkaM, KOTOPEIE obJjiamanT

96% TOMOJIOTMEN OTHOCUTEJILHO KOHCEeHCYCHHX DeJIKOBEIX
[IocJjienoBaTeJIbHOCTEN, pmeBeneHHEIx B SEQ ID NO: 2. HexoTopre

BAPMAHTH peaji3aluy M300peTeHMdI OTHOCATCA K MMMYHOT'€HHEM OeJjikaM,
KOTOPHE obJjamanT 97% TOMOJIOTMEN OTHOCUTEJIBHO KOHCEHCYCHHIX
BEeJIKOBEIX IIOCJIeOOBaTeJILHOCTEM, MNpMBeIeHHHxXx B SEQ ID NO: 2.
HexoTopre BapMaHTEH peannsanmnum n3obpeTeHmA OTHOCATCH K
VIMMyY HOT'@ HHEIM BeJikam, KOTOPHE obJjlagamnT 98% TOMOJIOTUEN
OTHOCUTEJIEHO KOHCEHCYCHEIX OeJIKOBEIX IOCJIENOBATENIBHOCTEN,
npuBeleHHEX B SEQ ID NO: 2. HekoTophle BapMaHTH peajiM3allnu
n300peTeHnd OTHOCATCA K MMMYHOTIeHHBM OeJikaM, KOTOpEe ofJjamarnT
99% TOMOJIOTHEN OTHOCUTEJIEHO KOHCEHCYCHEIX OeJIKOBEIX
IoCJIenoBaTeJIbHOCTEM, IIpMBedeHHHx B SEQ ID NO: 2.

[0090] HexoTopHe BapMaHTH peajiM3allMy MK300peTeHUs OTHOCATCH
Kk ©OeJikaM, KOTOPHE MIOEHTMUHE IIoCJiefoBaTeJibHOCTM SEQ ID NO: 2.
HexoTopre BapMaHTEH peannsanmnum n3obpeTeHmA OTHOCATCH K
MMMYHOT'€ HHEIM BeJikaMm, ofJlamanilrMm AMMHOKMCJIO THOM
[IOCJIeNOBATEJIBHOCTEID, koTopasa Ha 80% MIOIeHTHMUHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 2. HexkoToptle BApPMaHTH  peajM3almvu U300peTeHnd
OTHOCATCHA K KVMMYHOT'EeHHEM OeJiKaM, oflajanmyM  aMMHOKMCJIOTHOM
[IOCJIeDOBATEJIBHOCTE, KOoTopas Ha 85% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 2. HexkoTopLle BApMaHTH  peajM3alumu MU300peTeHUd
OTHOCATCHA K KMMYHOT'E€HHEM OeJikaM, ofajanilyM  aMUHOKMCJIOTHOM
[IOCJIeDOBaTEJIbHOCTED, koTopasa Ha 90% MIOIeHTMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHBEM B
SEQ ID NO: 2. HexoTopHe BAapMAHTE peajmM3aluM MU300peTeHu4d

OTHOCATCA K VMIMMYHOTI'€HHEIM OeJikaM, oOJlamanimMm aMMHOKMCJIO THOM
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[IOCJIeDOBaTEJILHOCTEID, kKoTopasa Ha 91% MIOIeHTMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 2. HexkoToptle BAapMaHTH  peajM3aluM MU300peTeHud
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofbJlaZanlM  aMUHOKMCJIOTHOM
IOCJIENOBATEJILHOCTEID, KoTopasd Ha 92% MOeHTMYHa I[IOJIHOPpa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIeOOBaTeJILHOCTAM, IIPUBEIOEeHHEM B
SEQ ID NO: 2. HexoToptle BapMaHTH peajus3aluy MU300peTeHud
OTHOCATCHA K KVMMYHOT'€HHEM OeJikaM, oblajanmyM  aMUHOKMCJIOTHOM
[IOCJIeNOBATEJIbHOCTEID, KoTopasa Ha 93% MIeHTHMUYHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBaATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 2. HexkoToptle BApMaHTH  peajlmMs3alumu U300peTeHUd
OTHOCATCHA K KMMyHOTEeHHEM OeJikaM, oflajanimyM  aMUHOKMCJIOTHOM
[IOCJIeDOBATEJIBHOCTEL, koTopasa Ha 94% MIOIeHTHMUHa IIOJIHOPa3MepPHBEM
KOHCEHCYCHEM aMUMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 2. HexkoTopHle BApMaHTH  peajlM3alumu U300peTeHud
OTHOCATCHA K MMMYHOT'E€HHEM OeJiKaM, oflajanmyM  aMMHOKMCJIOTHOM
[IOCJIeDOBaTEeJIbHOCTE, kKoTopasa Ha 95% MIOIeHTHMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 2. HexkoTopEle BApMaHTH  peajM3alumm M300peTeHUd
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofblajanmyM  aMMHOKUMCJIOTHOM
[IOCJIenOBAaTEJIbHOCTEID, KOoTopasa Ha 96% MIeHTMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIEeOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 2. HexkoTopte BapMaHTH peaju3alun MU300peTeHnd
OTHOCATCA K MMMyHOTEHHEM OeJiKaM, ofJjajmanmyM — aMMHOKMCJIO THOM
[I0CJIeNOBATEJILHOCTEID, KoTopad Ha 97% MOEeHTMUYHa I[IOJIHOPpa3MepHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBaATEeJIbHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 2. HexkoToptle BapMaHTH  pealmMs3alumu U300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJiKaM, ofblajanlyM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIBHOCTEID, kKoTopas Ha 98% MIeHTHMUHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 2. HexkoToptle BApPMaHTH  peajM3almu U300peTeHnd
OTHOCATCHA K KVMMYHOT'EeHHEM OeJiKaM, oflajanmyM  aMMHOKMCJIOTHOM
[IOCJIeDOBATEJIBHOCTEID, kKoTopasas Ha 99% KMIeHTHMUHa IIOJIHOPpAa3MEepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 2.

[0091] B HeKOTOPHX BapMaHTax peaju3almy uszobpeTeHUsa OeJIOK
He COHOEPXUT JIMIOEPHYK IIOCJIeNOBaATEeJIbHOCTLE. B HEKOTOPHX BapMaHTax
peanmszanmum n300peTeHnd DeJiok He COOEPXUT JIMOEPHYIO
[I0CJIenOBAaTEJIbHOCTD IgE. dparMeHTEl KOHCEHCYCHHX OeJIKOB MOTYT

comepXaTb I10 MeHbmey Mepe 10%, 1o MeHbmel Mepe 15%, 0O MeHbIEN
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Mepe 20%, no MeHbmeM Mepe 25%, 1o MeHbmenm Mepe 30%, IO MeHbIEN
Mepe 35%, no MeHbmenm Mepe 40%, 1o MeHbmeM Mepe 45%, 1[I0 MeHbIeM
Mepe 50%, no MeHbmenm Mepe 55%, no MeHbmenm Mepe 60%, IO MeHbIEN
Mepe 65%, 1o MeHbmelm Mepe 70%, IO MeHbIleM Mepe 75%, IO MeHbIIeM
Mepe 80%, 1o MeHbmeM Mepe 85%, 1o MeHbmeM Mepe 90%, IO MeHbIeM
Mepe 95%, 1o MeHbmen Mepe 96%, 0 MeHblel Mepe 97%, IO MeHbIlen
Mepe 98% MM IO MeHbIIeM  Mepe 99% KOHCEHCYCHOTO BeJika.
VMMYyHOT eHHEE QpaTlMeHTH IocJedoBaTeslbHOCTM SEQ ID NO: 2 MOTyT
BHITEL I[IpeldoCTaBJIeHH . JVMMyHOTeHHEe (QpaTlMeHTH MOITYT COIOepPXaTb IIO
MeHbmel Mepe 10%, 1o MeHbmeld Mepe 15%, no wMeHbmen wMmepe 20%, 1o
MeHbmel Mepe 25%, 0o MeHbmel Mepe 30%, 0o MeHbmeM Mepe 35%, 1o
MeHbmel Mepe 40%, 0o MeHbmel Mepe 45%, 0o MeHbmel Mmepe 50%, 1o
MeHbme¥ Mepe 55%, 1o MeHbmel Mepe ©60%, OO MeHbIeM Mepe 65%, 1o
MeHbmel¥ Mepe 70%, 00 MeHbmeM Mepe 75%, 0o MeHbmeM Mepe 80%, 1o
MeHbme¥ Mepe 85%, 0o MeHbme¥ Mepe 90%, 0o MeHbmeM Mepe 95%, 1o
MeHbIIeV Mepe 96%, [0 MeHbNeM Mepe 97%, 00 MeHbmeM Mepe 98% uam
10 MeHbIeV Mepe 99% nocraemorBaTeJbHOCTM SEQ ID NO: 2. B HEKOTOPHX

BapMMaHTaxXx pealJims3alunm MSO@peTeHMH @paPMeHTH comepxarT JIMOEPHYIO

[10CJIe0OBaTEeJILHOCTE, TaKylo Kak, HamnpuMmep, JuaepHas
[10CJIe0OBaTEeJILHOCTD VMMYHOTJIOOYJIMHA, Takasd Kak JuoepHas
[10CJIe0OBaTEJILHOCTD IgE. B HEeKOTOPHX BapuaHTax peanusauuu

nz30bpeTeHrsa Qparl'MeHTH He CcoIepXaT JMIEPHY [HOCJIemOBaTeJIbHOCTh. B
HEeKOTOPHX BapMaHTax peaju3alMy M300peTeHUs QpaTlMeHTH He COOepXaT
JIMIOEPHYK IOCJeNoBaTeJIbHOCTE, Takyrn Kak, HallpuMep, JIMaoepHasa
nocjienoBaTeJIbHOCTE IgE.

[0092] MMyHOT eHHEE (pparMeHTH OeJIKOB C  aMMHOKMCJIOTHBEMMA
IocJyIeIoBaTEeJILHOCT IMM, T'OMOJIO MU HEIMI VIMMYHOT'€HHEIM dparmMeHTaM
nmocjenoBaTeJibHOCTHM SEQ ID NO: 2, MoryT OHTH OpelocTaBJieHH. Takue
VMMYyHOTEHHEe (QparMeHTH MOTYT CcoIepXaThb II0 MeHble¥ Mepe 10%, 1o
MeHbmel Mepe 15%, 0o MeHbmel Mepe 20%, 0O MeHbmeM Mepe 25%, 1o
MeHbmel Mepe 30%, [0 MeHbmelM Mepe 35%, 0o MeHbmel Mepe 40%, 1o
MeHbme¥ Mepe 45%, 0o MeHbmer Mepe 50%, 0o MeHbmel Mepe 55%, 1o
MeHbme¥ Mepe 60%, IO MeHbmeM Mepe 6©65%, 0o MeHbmeM Mepe 70%, 1o
MeHbme¥ Mepe 75%, 0o MeHbme¥ Mepe 80%, OO MeHbmeM Mepe 85%, 1o
MeHbme¥ Mepe 90%, 1o MeHbmeM Mepe 95%, 0o MeHbmeM Mepe 96%, IO
MeHbIe Mepe 97%, O MeHbHeM Mepe 98% WM IO MeHbBIEM Mepe 99%
BeJIkOB, KOTOpHe Ha 95% wmiam ©6oJee TOMOJOTMUHE IIOCJIEeNOBaTEeJILHOCTHU
SEQ ID NO: 2. HexkoTopEle BApMaHTH  peajM3alummM M300peTeHud
OTHOCATCS K MMMYyHOTEeHHHM OQparMeHTaM, obOJamaimuM 96% TOMOJIOTHUEN

OTHOCHUTEIJIBHO VMIMMYHOT'€HHEIX @paPMeHTOB KOHCEHCYCHEIX DeJIKOBEIX
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IocjeoBaTeJILHOCTEM B  JaHHOM  OOKyMeHTe. HexoTopre  BapMaHTH
peaguzauuy u300peTeHMSI OTHOCATCA K MMMYyHOTEeHHEIM OdpaTlMeHTaM,
obJyapmanmyM 97% TOMOJIOTMEN OTHOCUTEJIBHO MMMYyHOTEHHHEHX O(GparMeHTOB
KOHCEHCYCHHX OeJIKOBHX I[IOCJIeOOBAaTeJIbHOCTEeNM B HaHHOM OOKyMeHTe.
HexoTopre BapMaHTH peanusauun nzobpeTeHmUA OTHOCATCH K
VMMYHOTEHHEM OdparMeHTaM, obJjamalmyM 98% TOMOJIOTHMEN OTHOCUTEJILHO
VIMMYHOT'€HHEIX bparMeHTOB KOHCEeHCYCHHX OeJIKOBEIX
mocjiefoBaTeJILHOCTEM B JaHHOM  OOKYMeHTe. HexoTopre  BapMaHTH
peadu3zaluy  MU300peTeHMsS OTHOCATCS K MMMYHOTEHHBIM (paIlMeHTaM,
obnamanmyM 99% TOMOJIOTHENM OTHOCHUTEJNIBHO WVMMYyHOT'EHHHX OGparMeHTOB
KOHCEHCYCHHX OeJIKOBEIX II0CJIeIOBaTeJIbHOCTEY B IaHHOM IOOKyMeHTe. B
HEKOTOPEX BapMaHTax pealu3aluuy u3obpeTeHMsa (QparMeHTH COoIepXaT
JMOEPHYK IIOCJIEeOOBaTeJIbHOCTE, Takyn kKak, HalpuMep, JuoepHasa
[IOCJIENOBATEJILHOCTE VMMYHOTJIOOYJIMHA, TakKas Kak JMunepHas
[IOCJIENOBATEJILHOCTE IgE. B HEKOTOPHX BapMaHTax peaau3aluun
n300peTeHUS QParMeHTH He COIOepXaT JIMIEePHYI IIOCJIelOoBaTeJIBHOCTHL. B
HEKOTOPEX BapMaHTax pealn3aluy M300peTeHMA (QparMeHTH He COIepXaT
JIMIOEPHYK IIOCJEeIOBaTEJIbHOCTE, Takyn Kak, HalpuMep, JMoepHasd
[IocJjienoBaTeJIbHOCTE IgE.

[0093] MoryT OHTH [IPEeOOCTAaBJIEHH MMMYyHOT'€HHEEe (QpalMeHTEH
BeJIKkOB C aMMHOKMCJIO THEIMU IOCJIeIOBaTEJIbHOCTAMA, VIOEeHTUYHBEMHI
OTHOCUTEJILHO MMMYHOTEHHEX (pparMeHTOB IIocjenoBaTesibHOCTM SEQ ID
NO: 2. Takxue MMMyHOTeHHHEe OQparlMeHTH MOT'YT COIepXaThb II0 MeHblleu
Mepe 10%, 1o MeHbmeM Mepe 15%, no wMmeHbmeM Mepe 20%, IO MeHbIeM
Mepe 25%, 1o MeHnbmen Mepe 30%, 1o MeHbmeM Mepe 35%, o0 MeHbIeM
Mepe 40%, 1o MeHbmelM Mepe 45%, no MeHbmel Mepe 50%, [0 MeHblel
Mepe 55%, no wMenbmel Mepe 60%, 10 MeHbIleM Mepe 65%, 10 MeHbIeM
Mepe 70%, 1no MeHbmeM Mepe 75%, 1o MeHbmel Mepe 80%, IO MeHbIeM
Mepe 85%, no MeHbmel Mepe 90%, 1o MeHbmeM Mepe 95%, IO MeHbIeM
Mepe 96%, 1o MeHbmeM Mepe 97%, 00 MeHbIeM Mepe 98% WM IO
MeHbe Mepe 99% 0OenkoB, KoTopHe Ha 80%, 85%, 90%, 91%, 92%,
93%, 94%, 95%, 96%, 97%, 98% wmam 99% MIOeHTHMUHH aMMHOKMCJIOTHBM
[IOCJIeNOBATEeJIbHOCTAM, IHpMBeOeHHEM B SEQ ID NO: 2. B HeKOTOPHX

BapMaHTaxXx pealJims3alulnm MSO@peTeHMH @paPMeHTH comepxaT JIMOEPHYIO

[10CJIe0OBaTeJIbLHOCTE, TaKylo Kax, HamnpuMep, JvaepHas
[10CJIe0OBaTEeJILHOCTD VIMMYyHOTJIOOYJIMHA, Takasd Kak JvaepHas
[10CJIe0OBaTEeJIbLHOCTD IgE. B HEeKOTOPHX BapuaHTax peannsanumuu

MBO@peTeHMH @paPMeHTH He coIepxaT JIMOEPHYK I[I0CJenoBaTeJIbHOCTE. B

HEeKOTOPEX BapPMaHTaxXx peajinmsallil MSO@peTeHMH @paPMeHTH He coepXxaT
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JIUOEPHYI  [IOCJIEODOBATEJIbHOCTE, Takyn Kak, HallpUMep, JIOepHas
[IocJyienoBaTeJIbHOCTE IgE.

[0094] CorJylacHO MBJIOXEHHOMY B HOaHHOM IOOKYMEHTe B OTHOIEHUMU
COeNMHEHMS CUTHAaJIbHOTO INeNTuIa WM JIMOEPHOM II0CJIeNOBATEJIBHOCTU C
N-xoHILIOM OeJiIka, CUTHAaJLHBEY [IeNTHUl/JIMIepHas I[IOCJIedOBaTeJIbHOCTE
3aMemaeT N-KOHLIeBOY MeTMOHMH OeJika, KOTOPHM KOIMUPYETCHS CTAapPTOBEM
KOIOHOM HYKJIEOTMIHOM I[IOCJIeNOoBaTeJIbHOCTM, 3aTeM KOoOUpyeT OeJloK
Be3 KOIUPYINUX CUTHAJBLHHENM MIeNTUI I0CJedOoBaTeJIbHOCTEMN.

(2) TuposuHa3za—3aBUCHUMHM Oejiok 1 (TYRP1)

[0095] BaklumHa IO HacTodmeMy M300peTeHMK MOXeT COoIepXaTb
PaKOBHM aHTUTEeH THUPO3MHAa3a—3aBUCHUMEM OGejokx 1 (TYRP1), ero
bparMeHT I ero BapMaHT. TYRPI1, KOIOUPY MBI redoMm TYRPI1,
opeIcTaBJgeT CoOO¥ TpaHCMeMOPaHHHM TUIMKONIPOTEeMH C MOJIEKYJISPHOM
Macco¥, cocTaBjagomer 75 xla, M BKCIPEeCCUPYETCsa KaK B HOPMAaJIbHHX,
TaK M B 3JOKAUECTBEHHHX MeJJaHOUMTAaX M KJIeTKaxX MeJIaHOME. I[IomoOHO
Tupo3uHaze, TYRP1 coIepXxuT MOOMOUUMPOBAHHEN [NOTeHUMAJBHEM M-
dokc, KOTOPHEM MOXeET CBA3EBATLCH c bakTOpPOM TPaHCKPUIILNA
vukpodpTameMum  (MITF), uIpamwmyM LeHTPallbHYyKR pPoJib B CTPYKType
MeJIaHOLUTOB oJis aKTUBaLUU NIUTMeHTalun, npoJmdepalmnm u
OUGOEepPeHUIMPOBKY KJIETOK. TYRP1 wMoOxeT T1oMOT'aTh CTabUIM3UPOBATH
TUPO3MHA3Y UM MOXeT OO0pa3OoBHBATE IeTepOoouMep, KOTOPHM  MOXEeT
npenoTBpamaTh NPpeXOeBpeMeHHYI TuleJib MeJIaHOLUMTOB  IIOCPEenCTBOM
ocylaBJIeHNsa THUPO3MHAa3a—O0lOoCPeNOBaHHOM LUUTOTOKCUUHOCTH .

[0096] Kak OIIMCaHO BEIIE IPUMMEHUTEJIbEHO K TUPO3UHAa3E,
THUPO3MHAa3a—-3aBUCUME Bejoxk 1 (TYRP-1) MOXeT TaKXe [IPMHMMATH
yyacTue B CHHTe3e MeJlaHMHa M OUIMEeHTHOTO alllapaTa MeJIaHOLUMTOB, a
TakXxe MOXeT pacllo3HaBaThbCAd MMMYHHOM CUCTeMOM Yy  CyOBLeKTOB,
CTpalalmlnx oT MeJIaHOMEL. COOTBETCTBEHHO, TYRP-1 MOXeT
NpelCTaBJIATE COOOM aCCOUMMPOBAHHHY C MeJIaHOMOMW aHTUIeH.

[0097] AHTUTEeH TRYP-1 criocobeH VHIOIYLUPOBATH AHTUT eH—
crienmdmUuecKuil T—-KJIIETOUHHI U/MJIM MHTEHCHMBHEIL I'YyMOPAJILHEI MMMYyHHEE
OTBETH, TeM CaMbBM MHIYLUUPYS WM BHS3HBAA MMMYHHHM OTBET, KOTOPHM
HanpaBJIeH Ha pakK WIM ONYyXOoJbk WIM pearvMpyeT Ha HUX DKCIpPeccHuen
aHTUT eHa. B HEKOTOPEHIX BapMaHTax peannsalnmnum n300peTeHud
VHOYUMPOBAHHEM WMJIM BHS3BAHHHM MMMYyHHBM OTBEeT MOXeT IMIpeldCTaBJIATh
cobon KJIE TOUHRI, T'yMOPaJibHEM VI KakK KJIETOUHHIM, Tak n
TYMOPAJILHEM MMMYyHHEE OTBETH. B HEeKOTOPHX BapMaHTax peaau3alun
n300peTeHrsa MHIOYLUMPOBAHHHM WMJIM  BHS3BAHHHEM KJIETOUHEM  VMMYHHEMN
OTBET MOXET BKJOUATH MHIOYKLVID WM CeKpelul IaMMa-MHTepbepoHa

(IFN-y) u/uiau daxKTopa HeKpos3a onyxoJjer ajdbda (TNF-o). B mpyrmux
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BapMaHTax peaJlu3aluy un300peTeHMS MWHOYUMPOBAHHEIM WM BHS3BaHHLHM
VMMYHHEM OTBEeT MOXeT YyMeHLIaThb WJIM MHITUMOMPOBATH OOMH WMIM OoJiee
baKTOPOR cynpeccum VMMYyHHOTO oTBETAa, KOTOPHE CTUMYJIVPYIOT
pPasBUTHE ONYXOJM WM Ppaka, »SKCIpPpecCHupyda aHTUI'eH, Halpumep, 0e3
OT'paHMUeHrd ¥uMM, OGakKTOpH, [IomaBJjidniMe IIpe3eHTauuio MHC, GaKTOpPH,
AKTUBUPYLIME AHTUT eH—ClIelupruuecKue PeryJIATOPHEE T-rJeTKHU
(Tregs), PD-L1, FasL, LUMTOKWMHEL, Takue kKak I1L-10 wu TFG-j,
ACCOLMMPOBAHHEE C OINYyXOJIbI MakpodpalM, acCOUUUPOBAHHEE C OIIYXOJBI
dnbpobiacTH, pPacTBOPUMEE barKToOpPH, NPpOoOyLUPYyeMEE VIMMY HHEIMI
KJIeTKaM/—CyIIpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 ¥ MOJIEKYJIH
VMMYHHBEIX KOHTPOJIBHHIX TOUeK, UTo BoJiee MNOOPOOHO ONMCAaHO HUMXE.

[0098] AutureH TYRP-1 MOXeT coIepXaThk D2IOUTONH OeJIKOB,
KOTOPHE IeJjlalkT MX OCOO0eHHO DOPeKTHMBHHMM B KadecCTBe MVMMYyHOTEHOB,
Ha KOTOPEE MOTYT MHIYLUMPOBATBLCS MMMyHHBEE OTBeTH K TYRP-1.
AHTUTEeH TYRP-1 MOXeT comepxaThb IOJIHOPa3MEPHHM IPOOYyKT
TPAaHCIALUY, €70 BapuaHT, eI'0 (pal'MeHT WM UX KOMOMHALMKD. AHTUTEH
TYRP-1 MOXeT coIepXaTh KOHCEHCYCHHM 0eJloK.

[0099] HykileoTHUIoHYIO riocJjlefoBaTeJIbHOCTE, KOOUPYIIIYIO
KOHCEeHCYCHHM aHTUuTeH TYRP-1, MOXHO OITMMM3UPOBATE B OTHOUEHUU
YaCTOTH MCIIOJB30BAaHMA KOIOHa M COOTBEeTCTBYKIMX PHK-TpPaHCKPUIITOB.
HywkileMHoBasa KwMcCJoOTa, KoOupykimasd KOHCEeHCYCHHM aHTureH TYRP-1,
MOXeT OHTb KOIOH— ¥ PHK OODTMMM3MPOBAHHOM IJIS SKCIOpeccum. B
HEKOTOPHIX BapMaHTax peaamsalnmum n300peTeHnd HYKJIeOTHUOHAa4a
[IOCJIenOBaATEJILHOCTE, KoIoupyoiaga KOHCEeHCYCHHM AHTUT eH TYRP-1,

MOXET COIOEPXaThb IIOCJIeIOoBaTeJIbHOCTE Kozak (Hanpumep, GCC ACC) @miuga

YBEeJIMUEeHU I 30OeKTUBHOCTHU TPaHCIIALUA . HyxkjienHoOBada KMCJIoTa,
KoomMpyoma g KOHCEeHCYCHEM AHTUT eH TYRP-1, MOXeT comepXxaThb
HEeCKOJIbEKO CTOII-KOIOHOB (HanpuMep, TGA TGA) 0Jid  yYBeJIMUEeHUA

9@@GKTMBHOCTM TepMMHaA MM TPaHCIIAOVNM .

[00100] HykJienMHoBad KMCJoTa, Kooupywoma g KOHCEeHCYCHHM
AHTUTEH TYRP-1, MOXeT TaKxe KOoIOIMpoBaThL JINIOEPHYIO
[IOCJIeNOBATEJIbHOCTE MMMyHOTUIOOyJiMHa E (IgE). HykijiewmHoBasd KMCJOTa,

KoOupywlmas KOHCEHCYCHEM aHTuren TYRP-1, MOXeT  IOOIIOJHUTEJIEHO
KOOVPOBATEL JIMOEPHYK [IOCIemoBaTeJIbHOCTE IgE TakuM o6pas3oM, UTo
AMMHOKMCJIOTHAA  I[IOCJemOoBaTeJIbHOCTE JMIOEePHOM  IIOoCJIedoBaTeJIbHOCTHU
IgE CBA3EBaAETCHA C aMMHOKMCJIIO THOM [IOCJIEeDOBATEJIBHOCTEIO
KOHCEeHCYCHOTO AHTUT eHa TYRP-1 [IeITUIHOM CBA3LBIO. HyxkJjileMHOBAa4a
KMCJIOTa, KoIupykmasd KOHCEeHCYCHHM aHTureH TYRP-1, MOXeT Takxe
comepXaThb HYKIJIEOTHUIHYID IIOCJeOOoBaTeJIbHOCTL, KOIOUMPYKIYD JIMISCPHY

[10CJIe0OBaTEJILHOCTD IgE. B HEeKOTOPHX BapuaHTax peanusauumu
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n300peTeHrsa HYKJIEeMHOBad KMCJIOTa, KOOMpyKIas KOHCEeHCYCHHM aHTUIeH
TYRP-1, He nMmeeT MJIn He COOEPXUT HYKJIEOTUIOHVYIO
[IOCJIEOOBATEJIbHOCTE, KOOUPYKIIYD JIMOEPHY [NOCIemoBaTeJIbHOCTE IgE.

[00101] KoHceHCyYyCHEM aHTuUIreH TYRP-1 MoXxeT MOpelCcTaBJIATH
cofo¥ HYKJIEOTUOHYIO IIOocJemoBaTelJIbHOCTE SEQ ID NO: 3, koTopasd
KoOoupyeT AMUHOKMCJIO THYIO [IOCJIEDOBATEJIBLHOCTE SEQ ID NO: 4,
IlocyenoBaTedabHOCTE SEQ ID NO: 3 KoOMPYeT KOHCEeHCYCHEM OeJIoK
TYRP-1, CBA3aHHLMN c JUIepHON [IOCJIENOBATEJILHOCTBIO IgE.
KoHCceHCYCHEM feJlok TYRP-1 MOXeT OHITE CBA3aH C JIMOEePHOM
[I0CJIefOBaTeJIbHOCTELIO IgE u HA-MeTKOM. B OIpyITUx BapMaHTax
peadu3z3aluy  U300peTeHMI  KOHCEHCYCHHM ©Oejiok TYRP-1 MoxeT He
comepXaThb WM He OHTL CBA3AHHEIM C JUISPHOM IIOCJIeIOoBaTEeJIbHOCTLIO
IgE n/van HA-MeTKOM.

[00102] B HEKOTOPHIX BapMaHTax peannusalnmum n300peTeHn
KOHCEeHCYCHHM AHTUTEeH TYRP-1 MOXeT IpencTaBJIaATh cobomn
HYKJIEOTUIOHYI TIIOCJIeNOBaTeJILHOCTE, obJlamanimyl IO MeHbllel Mepe
okoJio 80%, 81%, 82%, 83%, 84%, 8b5%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmim  100%
UIEHTUYHOCTLI0 I[I0 BCeM OJIMHe HYKJIeOTHMIHOM IIOCJedOoBaTeJIbLHOCTH,
npuBeneHHoM B SEQ ID NO: 3. B @»OpyruMx BapMaHTax peajlM3aluu
n300peTeHrsa KOHCEHCYCHHM aHTuTreH TYRP-1 MoXxeT OpedCcTaBJIATL cobon
HYKJIEOTUIOHYID I[IOCJIeIOBaATeJIbHOCTE, KOTOopasd KOIOUPYET aMMHOKUCIJIOTHYIO
[IOCJIeIOBATEJILHOCTE, ob6Jamanmyl II0 MeHbBIeM Mepe okoJo 80%, 81%,
82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% wmam 100% MUIOSHTHMUHOCTLIO IIO0 BCeM MOJMUHE
AMMHOKMCJIOTHOM IIOCJIeOOBaTeJILHOCTHM, IIpuBemeHHOM B SEQ ID NO: 4.
KoHCceHCYCHEM AHTUTEeH TYRP-1 MOXeT IpencTaBJIaATh cobom
AMMHOKMCJIOTHYIO II0CJIeOOoBaTeJIbHOCTL, of6Jamalmylo IO MeHbIel Mepe
okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmim 100%
UIOSHTUYHOCTLIO II0 BCeM IJMHe aMUMHOKMCIIOTHOM IIOCJIedoBaTeJIbHOCTH,
npuBeneHHoM B SEQ ID NO: 4.

[00103] HekoToOpHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCSH
K HYKJI€OTUIHEM MNOCJIeOOBaTEeJIbHOCT AM, KOOUPYIIOINUM OeJiky,
TOMOJIOTMUHEIE KOHCEHCYCHOMy ©OeJky TYRP-1, wuMMyHOTeHHOMY OQparMeHTY
KOHCEHCYCHOTO HeJika TYRP-1 " MMMYHOT' € HHEIM bparMeHTaM
TOMOJIOTMUHEIX OeJIKOB. TakKMe MOJIEKYJIH HYKJIEMHOBHEX KUCJIOT, KOTOPHE
KOINPYT MMMYHOT €HHEIE BeJkuM, obJlamanmme oo 95% TOMOJIOT UM
OTHOCUTEJILHO KOHCEHCYCHOM IIOCJIeIoBaTeJIbHOCTM, OO 96% TOoMOJIOTUM

OTHOCUTEJILHO KOHCEHCYCHOM IIoCJIedoBaTeJIbHOCTM, OO 97% ToMOJOTUM



39

OTHOCUTEJILHO KOHCEeHCYCHOM IIocJiefoBaTeJIbHOCTM, OO 98% ToMOJIOTUM
OTHOCUTEJIbLHO KOHCEHCYCHOM IIocJeloBaTeJIbHOCTM M Jo 99%, MoTyT
OHTE TIIPeloCTaBJIEeHE. AHAJIOTMUHEIM OO0pas30oM, TaKXe IIpedoCTaBJISRTCS
HYKJIEOTUIHEE [IOCJIeNOBaTEJILHOCTH, KOoIOUpyolme VIMMYHOT €HHEIE
dbparMeHTH, IpuBeldeHHHE B ITaHHOM IOKYMEHTe, M  MMMYyHOTE&HHEEe
bparMeHTE OeJIKOB, KOTOPHE TOMOJIOTMUHE OeJikaM, IIpUBEIOEHHEM B
OaHHOM HOOKYMeEeHTe.

[00104] HexkoToOpHEe BapMaHTH peajM3aluy U300peTeHUsS OTHOCATCH
K MOJIeKyJlaM HYKJIEMHOBEIX KMCJIOT, KOOUPYIIMM MMMyHOT'€HHEEe OeJIKH,
oBJylajanmme 95% roOMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KUCJIOTH,
KoOupywme IoCJedoBaTeJIbHOCTM B IaHHOM HOKyMeHTe. HekKoTopue
BapMaHTH peanu3aluum n300peTeHMn OTHOCATCH K MOJIEKYJIaM
HYKJIEMHOBEIX KMCJIOT, KOIVUPYKIMM MMMYHOTE&HHEe OeJikM, ofbJjlamanmmre
96% ToOMOJIOTHMENM OTHOCUTEJILHO HYKJIEMHOBOM  KMCJIOTH, KoIMpYyoomen
[IOCJIENOBATEJILHOCTHU B IOaHHOM  JOKYMeEeHTE. HexoTopee BapMaHTH
pealr3zalnu M300peTeHMS OTHOCATCSH K MOJIeKyJlaM HYKJIEMHOBHX KMCJIOT,
KOIVPYIMM MMMy HOT'@ HHHE BeJiku, obJlagamnmye 97% TOMOJIOTHEN
OTHOCUTEJILHO HYKJIEMHOBOW KMUCJIOTH, KOIMPYIIEN I[IOCJIedOoBaATeJILHOCTHU
B IaHHOM JIOKYMeHTe. HeKOTOphEEe BapMaHTH peaJu3aluy Kn300peTeHusd
OTHOCATCH K MOJIEKYJIaM HYKJIEMHOBEIX KMCJIOT, KOIMPYIOMMUM
VMMyHOT €HHEle  OeJIKH, obJlaganmye 98% TOMOJIOTMEN  OTHOCUTEJILHO
HYKJIEMHOBOWM  KMCJIOTHI, KOOUPYKIEN TIOCJIeOOoBaTeJJbHOCTM B  OaHHOM
OOKYMeHTe. HeKOTOpHE BapMaHTH pealin3alyuu M300peTeHMSI OTHOCATCH K
MOJIEKYJIaM HYKJIEMHOBEIX KUCJIOT, KOIUPYKRIMM MWMMyHOTeHHEEe OeJIKH,
obJjiamanmue 99% TOMOJIOTHMEN OTHOCHUTEJILHO HYKJIEMHOBOM  KMCJIOTH,
KoOuUpylel I0cJedoBaTeJIbHOCTM B HOaHHOM IOKYMeHTe. B HEeKOTOPHX
BapMaHTax pealu3aluMy Mu300peTeHUS MOJIEKYJIE HYKJIEMHOBHEX KMCJOT C
KOIVPYKIMMM IIOCJIeIOBATEeJIbHOCTAMM, OINMCAHHBEIMM B JaHHOM IOKYMeHTE,
KOTOPHE TOMOJIOTMUHE KOOMPYWIMEeM I[I0CJIeIOoBaTeJIbHOCTM KOHCEHCYCHOTO
BeJika, OIIMCAaHHOTO B OaHHOM OOKYMEHTE, BKJIOUAT
[IOCJIeNOBATEJIbHOCTH, KOOUPYIIMME JMIEPHYK II0CJemoBaTeJIbHOCTE IgE,
CBA3aHHYID C 5'-KOHIUOM KOOMPYKIEeM II0CJedoBaTelIbHOCTM, KoIMpyouen
TOMOJIOTMUYHEIE  [IOCJIEIOBATEJILHOCTU  OEJIKOE, OTIMCaHHHE B  ITaHHOM
IOKYMEHTE.

[00105] HekoTopHe BapMaHTH peajiM3aluu U300peTeHUs OTHOCATCH
K HYKJIEO TUIHBIM [IOCJIeIOBaTEJIBHOCTAM, KOIVPYIMM BeJku C
OIpeleJIEHHEIM IIPOILIEHTOM MIEHTUUHOCTM OTHOCHUTEJIEHO IIOJIHOPa3MEPHOTO
KOHCEHCYCHOTO BeJika TYRP-1, MMMYHOT'€HHOTO bparmMeHTa
KOHCeHCyCHOToO ©Oeyska TYRP-1 ¥ WMMMYHOTI'€HHHX OQparMeHTOB OeJIKOB,

ofJlamanliMxX WIEHTUUYHOCTBK OTHOCUTEJIBHO KOHCEHCYCHOTO ©Oejika TYRP-
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1. Takue MOJIEKYJIBL HYKJIEMHOBEIX KMCJIOT, KOTOPHE KOOUPYIT
VMMYHOT'eHHEEe OeJiku, objapawnmue 0o 80% MIOEHTUMUYHOCTM OTHOCUTEJIBHO
IIOJIHOPAa3MEPHOM KOHCEHCYCHOM IHocJjienoBaTesibHoCcTM TYRP-1, 1o 85%
UIOEHTUUYHOCTU OTHOCUTEJILHO [IOJIHOPa3MepPHOM KOHCEeHCYCHOM
nmocjlegoBaTeJibHoCcTM  TYRP-1, 0o 90% MOEeHTUMYHOCTM OTHOCHUTEJILHO
IIOJIHOpasMepHOM KOHCEHCYCHOM IocjienoBaTejibHocTu TYRP-1, mo 91%
UOEeHTUUYHOCTHU OTHOCUTEJIBEHO IOJIHOPa3MepHOM KOHCEHCYCHOM
nmocjiegopaTeJibHoCcTM  TYRP-1, oo 92% MOeHTUMUHOCTM OTHOCHUTEJILHO
IIOJIHOPAa3MEpPHOY KOHCEHCYCHOM mocJjemoBaTesbHocTM TYRP-1, 1o 93%
MIOEeHTUYHOCTHU OTHOCHUTEJIBHO [IOJIHOPa3MepPHOM KOHCEeHCYCHOM
nmocjiemopaTeJibHoCcTM  TYRP-1, oo 94% MOeHTUMUYHOCTM OTHOCHUTEJILHO
IIOJIHOPAa3MEPHOM KOHCEHCYCHOM mocJjiemoBaTelbHoCcTM TYRP-1, 1o 95%
MIOEeHTUYHOCTHU OTHOCHUTEJBHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM
nocjiemopaTeJibHoCcTM  TYRP-1, oo 96% MOEHTUMUHOCTM OTHOCHUTEJILHO
IIOJIHOPA3MEPHOM KOHCEHCYCHOM mocJjiemoBaTelbHOoCcTHM TYRP-1, 1o 97%
MIOEHTUYHOCTHU OTHOCHUTEJBHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM
nocjiemopaTeJibHOCTM  TYRP-1, oo 98% MOeHTUMUYHOCTM OTHOCHUTEJILHO
IIOJIHOPAa3MEPHOM KOHCEeHCYCHOM TociemoBaTeJbHOCTM TYRP-1 m mo 99%
MIOEHTUYHOCTHU OTHOCUTEJIBHO IIOJIHOPal3MepHOM KOHCEeHCYCHOM
nocjenorarTesibHOCTM TYRP-1, MOT'YT OBTH I[IPeOOCTaBJIEHE. AHAJIOTMUYHHBM
oBpas30oM, TaKxXe IPeloCTaBJIAKRTCA HYKIJIEOTUIOHHE II0CJIelOoBaTEeJIbHOCTH,
KOoIUpyolme VIMMY HOT'€@HHEIE bparMeHTH, [IpUBEeIeHHEEe B OaHHOM
OOKYMEHTE, Y  MMMYHOI'@HHHE bparMeHTEl  OEJIKOB C aHaJIOTUYHEM
IIPOLEHTOM MIOEHTUYHOCTM, KaK VYKasaHO BHIIe, OTHOCUTEJIBHO OeJIKOB

TYRP-1, OIMCAHHEX B IJaHHOM IOOKYMeHTe.

[00106] B HEKOTOPHIX BapMaHTax peanmuzaluuu  U300peTeHUd
HYKJIEOTHIOHAa I [IOCJIenOBaTEeJBEHOCTE He COOEepPXUT KOOUP YUY
[I0CJIENOBATEJIBHOCTE, KoTOpad KOOUpyeT JIUOEPHYIO

[IOCJIeIOBaATEJIbHOCTE . B HEKOTOPHIX BapMaHTax pealu3aluy M300peTeHUs
HYKJIEOTHIHA S IocJIeIoOBaTeJIbHOCTD He COOEePXUT KOIUPYIYIO
IOCJIeIOBATEJILHOCTE, KOTOopas KOoIUpYyeT JIMIOSPHYID II0CJIeOOBATEeJILHOCTD
IgE.

[00107] HekxkoTopHe BapMaHTH peajiM3alyuy U300peTeHUs OTHOCATCH
K OJparMeHTaM IMocjienoBaTeJlbHoCcTM SEQ ID NO: 3. Opar'MeHTH MOTYT
COCTaBJIATL IIO MeHblel Mepe 10%, 0o MeHbmel Mepe 15%, o MeHbIeM
Mepe 20%, no MeHbmIeM Mepe 25%, 1o MeHbmelr Mepe 30%, IO MeHbIEN
Mepe 35%, no MeHbmenm Mepe 40%, 1o MeHbmeM Mepe 45%, IO MeHbIeN
Mepe 50%, no MeHbmenm Mepe 55%, no MeHbmenm Mepe 60%, IO MeHbIEN
Mepe 65%, no MeHbmem Mepe 70%, 0o MeHbmeM Mepe 75%, IO MeHbIEeM

Mepe 80%, no MeHbmeMm Mepe 85%, no MeHbmenm Mepe 90%, IO MeHbIEN
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Mepe 95%, no MeHbmeM Mepe 96%, o0 MeHbIeM Mepe 97%, IO MeHbIEN
Mepe 98% wmam 1o MeHbHmeM Mepe 99% nocJjgenoBaTesbHOCTM SEQ ID NO:
3. dparMeHTH MOTYT OHTH IO MeHBIIeM Mepe Ha 95%, OO MeHBIIEN Mepe
Ha 96%, 10 MeHbmey Mepe Ha 97%, 10 MeHbIeM Mepe Ha 98% wmiaM 1o
MeHbIIEM Mepe Ha 99% TDOMOJIOTMUHHE (QpaTlMeHTaM I[IOCJIeIOBaTeJIbHOCTU
SEQ ID NO: 3. O®parMeHTH MOTYT OHBTbL IIO MeHblel Mepe Ha 80%, 1o
MeHbIIeY Mepe Ha 85%, 1o MeHbmel Mepe Ha 90%, o MeHbIIeM Mepe Ha
91%, mno MeHblleM Mepe Ha 92%, IO MeHblleM Mepe Ha 93%, IO MeHbleM
Mepe Ha 94%, 1[I0 MeHbmelV Mepe Ha 95%, o MeHbmelM Mepe Ha 96%, IO
MeHbIIe Mepe Ha 97%, IO MeHbBNeM Mepe Ha 98% MIM IO MeHbBIIeV Mepe
Ha 99% uIOeHTHMUHH OQparlMeHTaM IocJjienoeaTensHocT SEQ ID NO: 3. B
HEKOTOPEX BapMaHTax pealu3aluy u3obpeTeHMsa (paTrMeHTH CcoIepXaT
[I0CJIenOBaTEJIEHOCTH, KOOUpyomme JIMIOEPHY [IOCJIeIOBATEJIbHOCTE,
TaKywo Kak, HalpuMep, JMOepHad [IOCJIEOOBATEJIBHOCTE
VMMYyHOTJIOOYJIMHa, TaKyw KaK JuIepHasd IOoCJemoraTelIbHOCTE IgE. B
HEKOTOPEX BapMaHTax pealr3aluy M300peTeHMs OQparMeHTH He COoIepXaT
KOIVpyKomme MMOCJIEIOBATEJIBHOCTH, KOTOPHE KOIUPYIT JIMIEPHYO
[IOCJIENOBRATEJIbHOCTE . B HEKOTOPHX BapMaHTax pealu3aluy M300peTeHUsd
dparMeHTH He CcoIepXaT KOoIMpyKIMe IIOCJeOoBaTeJIbHOCTM, KOTOPHE
KOIVPYRT JIMOEPHYK IIOCJIENOBaTEJIEHOCTE, Takyn Kak, HalprMep,
JmiepHad [NOCJIeOOBaTeJIbHOCTE IgE.

[00108] Kpowme TOTO, AMMHOKMCJIIOTHAA [IOCJIeOOBATEJILHOCTE
KOHCeHCcycHoTo ©Oesnka TYRP-1 1mpencraByigeT cobom SEQ ID NO: 4.
AMMHOKMCJIOTHAS IIOCJIeHIOoBaTeJIbHOCTE KOHCeHcycHoro ©Oejgka TYRP-1,
CBA3aHHOTO C JIMOEPHOW TIIOCJemoBaTeJIbHOCThID IgE, [IpencTaBjigeT
cobom SEQ ID NO: 4., AMMHOKMCJIOTHAa A [IOCJIEOOBATEJIBHOCTE
KOHCEHCYCHOTO BeJika TYRP-1, CBA3aHHOTO e} JIMIePHOM
nocjienoBaTeJIbHOCTRID IgE, MoxeT OHTL CBA3aHa ¢ HA-MeTKOM.

[00109] HekoToOpHEe BapMaHTH peajiM3aluy U300peTeHUsS OTHOCATCH

Kk ©OeJikaM, KOTOPHE TOMOJIOTMYHE IIOocJemoBaTeJibHOCTM SEQ ID NO: 4.

HexoTopre BapMaHTEH peannsanmnum n300peTeHmnA OTHOCATCH K
VIMMY HOT'@ HHEIM BeJikam, KOTOPHE obJjlaganT 95% TOMOJIOTUEN
OTHOCUTEJIEHO KOHCEHCYCHEIX OeJIKOBEIX IoCJIeNOBaTENIbHOCTEMN,
npuBeneHHEXx B SEQ ID  NO: 4, HekxkoToOphle BapMaHTH peajin3aluu

MSO@peTeHMFI OTHOCATCA K WMMMYHOTeHHEM OeJikaM, KOTOPEE obJjiamamnT

96% T'OMOJIOTMEN OTHOCUTEJILHO KOHCeHCYCHEIX DeJIKOBEIX
nocJjienoBaTeJIbHOCTEN, IpmBeneHHEIXx B SEQ ID NO: 4. HexoTopre

BapMaHTH pealu3aluy M300peTeHMsS OTHOCATCHA K MMMYHOTeHHHM OeJjikaM,
KOTOPHE oBjlamamnT 97% TOMOJIOTMEN OTHOCUTEJIBLHO KOHCEHCYCHHIX

OEeJIKOBEIX IIOCJIeODOBaTeJIbHOCTEM, IMpMBeIeHHHxXx B SEQ ID NO: 4.
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HexoTopre BapMaHTE peannsanmnum nsobpeTeHmA OTHOCATCH K
VIMMyY HO '@ HHEIM BeJsikam, KOTOPHE oBJlagamnT 98% TOMOJIOTHEN
OTHOCUTEJIBEHO KOHCEHCYCHEIX OeJIKOBEIX IIOCJIENOBATEJILHOCTEMN,
npMBeneHHEx B SEQ ID NO: 4. HekxkoTophe BapMaHTH peajiM3alnu

n300peTeHusa OTHOCATCH K MMMYHOTeHHBM OeJikaM, KOTOphle obJjamarT
99% TOMOJIOTHEN OTHOCUTEJIEHO KOHCEHCYCHEIX BeJIKOBEIX
II0CJIeNOBaTeJILHOCTEN, IIpMBeOeHHHX B SEQ ID NO: 4.

[00110] HekOoTOpHE BapMaHTH peajM3aluy M300peTeHUSI OTHOCHATCH
Kk ©OeJikaM, KOTOPHE MIOEHTUUHE IIOoCJiefoBaTeJbHOCTM SEQ ID NO: 4.
HexoTopre BapMaHTEH peannsanmnum n3obpeTeHmnA OTHOCATCH K
MMMYHOT'€ HHEIM BeJikaM, ofJlamanilyMm AMMHOKMCJIO THOM
[IOCJIeDOBATEJIBHOCTEID, kKoTopasas Ha 80% MIeHTMUHa IIOJIHOPAa3MEepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 4, HexkoTopLle BApMaHTH  peajlmM3alumu MU300peTeHrd
OTHOCATCHA K MVMMYHOT'E€HHEM OeJiKaM, oflajanmyM  aMMHOKMCJIOTHOM
[IOCJIeDOBaTEJIBHOCTEID, kKoTopas Ha 85% MIeHTMUHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 4, HexoTopEle BapMaHTH  peajM3alummM MU300peTeHud
OTHOCATCHA K MMMYHOT'e€HHEM OeJikaM, ofblajanmyM  aMUHOKMCJIOTHOM
[IOCJIeDOBaTEJILHOCTEID, koTopasa Ha 90% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMUCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 4. HexoToptle BapMaHTH  peajmM3alumMm M300peTeHUd
OTHOCHATCHA K MMMYHOT' € HHEIM DeJikaM, oBJlamanIyMm AMMHOKMCJIO THOM
IOCJIeNOBATEJILHOCTEID, KoTopad Ha 91% MOeHTMUYHa I[IOJIHOPpa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIeOOBaTeJIbHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 4, HexkoToptle BapMaHTH peajlmM3almu U300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJikaM, obajanmyM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIBHOCTEID, KoTopasa Ha 92% MIeHTHMUYHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEM aMUHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 4, HexkoToptle BApPMaHTH peajlM3alumu U300peTeHnd
OTHOCATCHA K KVMMYHOT'e€HHEM OeJiKaM, oflajanimyM  aMMHOKMCJIOTHOM
[IOCJIeDOBATEJIBHOCTEL, kKoTopasa Ha 93% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 4, HexkoTopLle BApMaHTH  peajlmM3alumu U300peTeHrd
OTHOCATCHA K KMMYHOT'E€HHEM OeJiKaM, ofajanmyM  aMMHOKMCJIOTHOM
[IOCJIeDOBaTEJIbHOCTEID, kKoTopasa Ha 94% MIOIeHTMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 4, HexoTopHe BApMAHTE peajM3aluM MU300peTeHu4d
OTHOCATCH K MMMYHOT'eHHEM OeJikaM, ofjlaZanlM  aMMHOKMCJIOTHOM

[IOCJIeDOBaTEJIbHOCTEID, KoTopada Ha 95% MIeHTHMUHa I[IOJIHOPa3MepPHBM
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KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIENOBATEJBEHOCTAM, I[IPUBEIEHHHM B
SEQ ID NO: 4, HexkoTopEle BApMaHTH  peajM3alumM MU300peTeHu4d
OTHOCATCS K MMMyHOTeHHBM OeJkaM, ofbJlaZanlyM  aMUHOKMCJIOTHOM
[IOCJIeDOBaTEJIbHOCTRID, KOoTopada Ha 960% MIeHTHMUYHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMMHOKMUCJIOTHEIM I[IOCJIENOBATEJIEHOCTAM, I[IPUBEIOEHHEM B
SEQ ID NO: 4, HexoToptle BapMaHTH peaju3alun MU300peTeHnd
OTHOCATCH K MMMyHOTeHHBIM OeJjikaM, ofJjajmamnmyM  aMMHOKMCJIO THOM
[IOCJIeNOBATEJIbHOCTEID, kKoTopasa Ha 97% MIeHTMUYHa IIOJIHOPAa3MepPHBM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIENOBATEJBHOCTAM, IIPUBEISHHHM B
SEQ ID NO: 4, HexkoToptle BaApMaHTH  pealmM3almu U300peTeHUd
OTHOCATCA K MMMYHOTEeHHHM OeJKaMm, oflajanmyM  aMUHOKMCJIOTHOM
[IOCJIeNOBATEJIBHOCTEI, kKoTopasa Ha 98% MIOIeHTHMUHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[OCJIENOBATEJBHOCTAM, TIIPUBEIEHHHM B
SEQ ID NO: 4, HexkoTopLle BApMaHTH  peajmM3alumu U300peTeHrd
OTHOCATCS K MMMyHOTeHHEM OeJkKawm, oflajanmyM  aMMHOKMCJIOTHOM
[IOCJIeDOBATEJIBHOCTE, koTopasa Ha 99% MIOIeHTHMUHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIENOBATEJBHOCTAM, IIPUBEIEHHHM B
SEQ ID NO: 4.

[00111] B HEeKOTOPHX BapMaHTax peajiM3aluu M300peTeHUsa OeJIOK
He COIOEPXUT JIMIOEPHYK IOCJeIOBaTeJIbHOCTL. B HEKOTOPHX BapMaHTax
peanmMzaluum n300peTeHnsd BeJok He COOEpPXUT JINIOEPHY
IIOCJIEDOBATEJIEHOCTE IgE. dparMeHTE KOHCEHCYCHEIX OeJIKOB MOTYT
comepXaThb II0 MeHbIer Mepe 10%, 10 MeHbmeM Mepe 15%, o MeHbleM
Mepe 20%, 1o MeHbmel Mepe 25%, no MeHbmen Mepe 30%, IO MeHbIen
Mepe 35%, 1o wMenbmen Mepe 40%, 1o MeHbmeM Mepe 45%, o0 MeHbIeM
Mepe 50%, no MeHbmel Mepe 55%, no MeHbmel Mepe 60%, IO MeHbIeM
Mepe 65%, 1no MeHbmel Mepe 70%, 1o MeHbmeM Mepe 75%, IO MeHbleM
Mepe 80%, 1no MeHbmel Mepe 85%, o MeHbmel Mepe 90%, IO MeHbIeM
Mepe 95%, no MeHbmeM Mepe 96%, 10 MeHbmeM Mepe 97%, IO MeHbIleM
Mepe 98% wIM 100 MeHbIeV Mepe 99% KoOHCeHCYcHoTo Oejka TYRP-1.
VMMYHOT €HHEE QpaTl'MeHTH I[ocJeloBaTelbHOCTM SEQ ID NO: 4 wMormyT
OHITL IHIpelOoCTaBJIeHH. VMMyHOTeHHHe GparMeHTH MOTYT COOepXaThb IO
MeHbme¥ Mepe 10%, 0o MeHbme¥ Mepe 15%, 0o MeHbmen wMmepe 20%, 1O
MeHbIIeV Mepe 25%, 0o MeHbmen Mepe 30%, 10 MeHbBmeNM Mepe 35%, 10
MeHbme¥ Mepe 40%, 1o MeHbmeM Mepe 45%, 0o MeHbmen wMmepe 50%, 1o
MeHbmeM Mepe 55%, 1o MeHbmeM Mepe 60%, OO MeHbIeM Mepe 65%, 1o
MeHbIeM Mepe 70%, 0[O MeHbmeW Mepe 75%, 1o MeHbmel Mepe 80%, 10
MeHbImey Mepe 85%, 0o MeHbmey Mepe 90%, 0o MeHbmeM Mepe 95%, 1o
MeHbIIeV Mepe 96%, IO MeHbIleM Mepe 97%, 1O MeHbHelM Mepe 98% wmau

10 MeHbIley Mepe 99% nociemoraTeJibHOCTM SEQ ID NO: 4. B HEKOTOPHX
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BapMaHTaxXx pealimsallm MSO@peTeHMH @paPMeHTH comepxarT JIMOEPHY

[10CJIe0OBaTEeJILHOCTE, TaKylo Kak, HamnpuMmep, JuaepHas
[10CJIe0OBaTEJILHOCTD VMMYyHOTJIOOYJIMHA, Taxkasd KakK JuoepHas
[10CJIe0OBAaTEJILHOCTD IgE. B HEeKOTOPHX BapuaHTax peanusauumu

n300peTeHUa QparMeHTH He CcomepXaT JMIEPHYID II0CJeNoBaTeJIbHOCThL. B
HEeKOTOPHX BapMaHTax peaju3alMy M300peTeHMsa QpaTlMeHTH He coIepXarT
JIMIOEPHYK IOCJeNOoBaTeJIEHOCTE, Takyrn Kak, HallpuMep, JMOepHasa
rnocjyienopaTesIbHOCTE IgE.

[00112] VmMmMyHOTeHHEE (QparMeHTH OeJIKOB C aMMHOKMCIIOTHHEMM
IocJyleIoBaATEeJILHOCT MM, T'OMOJIO MU HEIMIA VIMMYHOT € HHEIM bparMeHTam
nocjenoBaTeJibHOCTHM SEQ ID NO: 4, MoryT OHTH OpelocCTaBJIeHH. Takue
VMMYyHOTEHHEe (QpaTlMeHTH MOTYT CoIepXaThb II0 MeHble¥ Mepe 10%, 1o
MeHbme¥ Mepe 15%, 0o MeHbmed Mepe 20%, 0O MeHbmeM Mepe 25%, 1o
MeHbme¥ Mepe 30%, 100 MeHbmeV Mepe 35%, 0o MeHbmel wMmepe 40%, 1o
MeHbIIe Mepe 45%, 0o MeHbmen Mepe 50%, 1o KpalHel Mepe 55%, 10
MeHbme¥ Mepe 60%, IO MeHbmeM Mepe 65%, 0o MeHbmeM Mepe 70%, 1o
MeHbmeM Mepe 75%, 0o MeHbme¥ Mepe 80%, 0O MeHbmeM Mepe 85%, 1o
MeHbmeV Mepe 90%, 0o MeHbmer Mepe 95%, 0o MeHbmeM Mepe 96%, IO
MeHbIIeM Mepe 97%, 0[O MeHbIEeM Mepe 98% wWIM IO MeHbIleM Mepe 99%
BeJIkOB, KOTOpHe Ha 95% wmiam ©6oJee TOMOJOTMUYHE II0OCJIEeNOBaATEJLHOCTHU
SEQ ID NO: 4, HexkoToptle BapMaHTH  peajM3alummM M300peTeHUd
OTHOCATCS K MMMYyHOTEeHHHM OQparMeHTaM, ob6JjJamaimmuM 96% ITOMOJIOTHUEN
OTHOCUTEJIEHO VIMMYHOT'€HHEIX dparMeHTOB KOHCEeHCYCHHX DeJIKOBEIX
IocJiefoBaTEJIBHOCTEY B IaHHOM  IOOKYMeHTe. HexoTopre BapMaHTEH
peanmzaumMu U300peTeHMsS OTHOCATCA K MMMYyHOT€HHEIM OGpaTrMeHTaM,
obJjamalommM  97% TOMOJIOTMEM OTHOCUTEJIBHO MMMYHOTEHHHX O(parMeHTOB
KOHCEHCYCHHX OeJIKOBHX IIOCJIeOOBAaTeJIbHOCTEeM B IHaHHOM OOKYMEHTe.
HexoTopue BapMaHTH peaam3alum n3o0bpeTeHns OTHOCSATCSA K
VMMYyHOTEHHBEIM QparMeHTaM, objlajanmuM 98% ToMoJIOTHMEeM OTHOCUTEJILHO
VIMMYHOT' € HHEIX bparMeHTOB KOHCEeHCYCHHX BeJIKOBEIX
mocjenoBaTeJIbHOCTEM B ITaHHOM  IOOKYMEeHTe. HexoTopre  BapMaHTH
peagu3zaluuy uU300peTeHMI OTHOCATCA K MMMYyHOTEeHHBEIM ¢dparMeHTaM,
obnamamnmyM 99% TOMOJIOTHMENM OTHOCHUTENBHO WVMMYyHOT'E€HHHX O(QparMeHTOB
KOHCEHCYCHHX OeJIKOBEIX II0CJIeIOBaTeJIbHOCTEY B IaHHOM IOOKyMeHTe. B
HEeKOTOPHX BapMaHTax peajJu3aluy M300peTeHMsa QparMeHTH CcoIepXaT
JUIEePHYD IIOCJeNoBaTeJIbHOCTE, Takymn Kak, HanopuMep, JuoepHasa
IoCJIeIOBaTEeJILHOCTE VMMYyHOTJIOOYJIMHA, Takasa Kak JMOoepHasd
IoCJIeIOBaTEJILHOCTE IgE. B HEeKOTOPEIX BapMaHTax peaam3alnmu
nz30bpeTeHrsa QparMeHTH He coIepXaT JMIEPHY [HOCJIeOOoBaTeJIbHOCTL. B

HeKOTOPEX BapPMaHTax peaJiMsallill MSO@peTeHMH @paPMeHTH He coImepXxaT
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JIMOEPHYK  IIOCJIEeOOBaTeJIbHOCTE, Takyn Kak, HalpuMep, JIOepHas
[IocJyienoBaTeJIbHOCTE IgE.

[00113] UVmMMyHOTeHHEE OQparMeHTH OeJIKOB C aMUHOKMCIIOTHEMM
[IOCJIeIOBaTEeJIbHOCT MU, U eHTUUYHEMN VIMMYHOT'€HHEIM bparMeHTaMm
nocjyenoratTeJsibHOoCTM SEQ ID NO: 4, MoOryT OHTH OpelocTaBlieHHl. Takue
VMMYHOTEeHHEHEe O(QparMeHTH MOTYT comepXaThb I10 MeHbmel Mepe 10%, 110
MeHbIme Mepe 15%, no MeHbmeyn Mepe 20%, 10 MeHbmel Mepe 25%, 110
MeHbme Mepe 30%, 10 MeHbmeM Mepe 35%, 1o MeHbment Mepe 40%, 10
MeHbmel Mepe 45%, no MeHbmed Mepe 50%, no MeHbmen Mmepe 55%, 1o
MeHbmel Mepe 60%, 1[I0 MeHbmelM Mepe 65%, 0o MeHbmel Mepe 70%, 1o
MeHbmel Mepe 75%, 1o MeHbmeld Mepe 80%, o0 MeHbmeM Mepe 85%, 1o
MeHbme¥ Mepe 90%, 0o MeHbmeV Mepe 95%, 1o MeHbmle¥ Mepe 96%, IO
MeHbIIeV Mepe 97%, 1O MeHbIeM Mepe 98% WMIM IO MeHblleM Mepe 99%
BeyxkoB, koTopeHe Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, ©98% wmim 99% MIOEHTHMUYHE aMMHOKMCJIOTHEIM IIOCJIeOOBATEJILHOCTAM,
npuBeleHHeM B SEQ ID NO: 4. B HeKOTOPHX BapMaHTax peajm3alun
nzobpeTeHUs  QparMeHTH  COIOepXaT JIMOEPHYK  IIOCJemoBaTeJIbHOCTH,
TaKywo Kak, HalpuMep, JMOepHad [IOCJIENOBATEJILHOCTD
VMMYHOTUIOOyYJIMHa, TakKad KaK JMIepHad I[IOoCJenoBaTelJIbHOCTE I1gE. B
HEKOTOPEIX BapuaHTax pealn3aluMy M300peTeHMa (QpaTlMeHTH He COoIepXaT
JIUOEPHYK IIOCJIENOBATEJIEHOCTE. B HEKOTOPHX BapuaHTax peajin3alnu
n3o0bpeTeHUsa QparMeHTH He colepXaT JMUIEPHYI IIO0CJIeNoBaTeJIbHOCTE,
TaKyln KakK, HalpuMep, JIMUIOepHas I[IOCJefoBaTeJIbHOCTE IgE.

[00114] CorJjlaCcHO WM3JIOXKEHHOMY B ITAaHHOM JOKYMeHTe B OTHOIEeHMUU
coenMHEeHMS CUTHAaJILHOTO IeNTUaa WM JIMOSPHOM II0CJIedOBaATEeJILHOCTU C
N-kKoHLOM 0OeJjiKa, CUTHaJLHBI [eldTul/JuiepHad I[IoCJeloBaTeJIbHOCTD
3amMemaeT N-KOHILEBOM MeTMOHMUH OeJiKa, KOTOPHM KOOMPYEeTCS CTapTOBBM
KOIOOHOM HYKJIEOTHMIHOM IIOCJedoBaTeJIbHOCTHM, 3aTeM KoIupyeT O0eJIok
fes KOOUPYIMX CUTHAJLHHM IelITHUI I0CJIedOoBaTeJIbHOCTENM.

(3) TuposMHa3a—3aBUCKUMHM OeJiok 2 (TYRP2)

[00115] BakuLmMHa I[IO HaCTOAMEMY MW300peTeHMI MOXEeT COIepXaThb
PAKOBHM AaHTUTEeH TUPO3MHa3a—3aBUCUMHM ©OeJIoK 2 (TYRPZ; TaKxe
M3BECTHEM KaK OOoNaxpoM TayToMepasza (DCT)), ero o¢parMeHT WIM eT0
BapmaHT. TYRP2/DCT, xkommpyemei TeHoM TYRP2/DCT, mOpencTaBJIgeT
cobom Beyiok, cocToammUi M3 519 aMMHOKMCIIOT, U DKCIPeCcCHUpyeTcsd Kak
B HOPMAaJIBHEIX, TaK M B 3JIOKAQUECTBEHHHX MEJIaHOLMTaxX W KIeTkKax
MeJIaHOMEHL. TYRP2/DCT nperncraBisaeT cobon XOpoumo M3Yy4JeHHEN
MeJIaHOUMT—CIlendmrue CcKUM bepmeHT, KOTOPHIM B codueTaHUMn C
TuposuHazon u TYRP1 yuyacTByeT B IIpeBpalleHuM L—TUpPO3MHa B MeJIaHUH

B MeJlaHoLMTax. DCT crieumaJsibHO KaTaamsmpyer TayToMepM3aluio
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NpenmeCcTBEeHHMKOB  MeJIaHUHAa L-pmonaxpomMa B 5, 6-IUTUOPOMHIOI—2—
KapboHOBOM KUCJOTH (DHICA), KOTOPHM BIOCJIENCTBUM OKUCISAETCHS C
noMomeio TYRP1 (KOTOPHM ONMCAaH BHMEe) C oOpa30BaHMEM >yMeJlaHMHA.
llccrnenoBaHua 1okasany, dYuTo TYRP2/DCT MOXeT SBJIATHLCA IIOCPEIHMKOM
YCTOMUMBOCTKY K JIeKAPCTBEHHHM IIperapaTaM B KJIeTKax MeJIaHOME, CO
CIIeUUPUUIHOCTHLIO oy IHK-mmoppexnanmmx ar'eHTOB. Tak Kak
HEeOOHOKpaTHO coobmayiock, uTo TYRP2/DCT CMJIBLHO DSKCIPECCHUPYeTCS B
MeJlaHOMax, DTOT MeJIaHOUUT-CIelupruueckuyt G(epMeHT UITpaeT BaXHVYIO
POJIb, CIHOCOBCTBYS (QEHOTUIIY MeJIaHOMBI C MCTUHHOM Pe3UCTEeHTHOCTLI K
Pa3JIMUHEM [IPOTUBOPAKOBEM HHK-TIOBpeXmanimyM IIpellapaTaM.

[00116] Kak OoInMcaHo BHIIIE NIPVUMEHUTEJIBEHO K TUMPO3MHa3e,
TUPO3MHAaZ3a—3aBUCHUMEIN OeJlok 2 (TYRP-2) wmMOXeT TakXe IIPUHUMATEH
yuacTMe B CHHTe3e MeJlaHMHa U Paclo3HaBaTbCa MMMYyHHOM CHCTeMOM VY
CyDBEKTOR, CTpalaKnmMx OT MeJlJaHOMH. KpomMe Toro, TYRP-2 MOXeT
ormocpeloBaTh YCTOMUMBOCTE K JEeKAapCTBEeHHHM IIpelapaTaM B KJIeTKax
MeJIaHOMEHL. CoOOTBEeTCTBEHHO, TYRP-2 MOXeT npeIncTaBJIAThb cobon
ACCOLMUPOBAHHLEM C MeJIJaHOMOM aHTUTEH.

[00117] AHTHUI'eH TRYP-2 criocobeH MHIOYLUMPOBATH AHTUT' eH—
crienmdmMuecKkuil T-KJIETOUHHBIN U/MJIM MHTEHCHMBHEI I'yMOPAJILHEIM MMMYyHHEE
OTBETH, TeM CaMbBM MHOYUMPYS WM BH3HBAA MMMYyHHHM OTBET, KOTOPHM
HamopaBJleH Ha pak WIM OIIyXOJb WIM pearMpyeT Ha HUX DKCIPecCuen
aHTHUTEeHa. B HEeKOTOPEIX BapraHTax peaamnsanmum nz3obpeTeHnda
VMHIOIYUIMPOBAHHEM WJIM BHS3BAHHEM MMMYyHHBM OTBEeT MOXET IIPeldCcTaBJIATh
cobom KJIE TOUHLIM, TYMOPaJIb HHM ZNRZN Kak KJIE TOUHHIM, Tak u
TYMOPAaJIbHHY MMMyHHBEE OTBETH. B HEKOTOPHX BapuaHTax peaju3aluu
n300peTeHrss UHIOYLUUPOBAHHHM MJIM  BHS3BAHHEM  KJIETOUHBM  MMMYHHEM
OTBET MOXET BKJIOUATL MHIOYKUMIO WJIM CeKpPeluin TaMMa-MHTepdepoHa
(IFN-v) u/uiau dakTopa HeKposza onyxoJjer anbdpa (TNF-o). B Opyrmux
BapMaHTax peaJu3aluy MK300peTeHMS MHIOYUIMPOBAHHEIM WM BHS3BaHHLHM
VMMYHHEM OTBEeT MOXeT YMeHLIATh MWJIM MHTUMOMPOBATL OOMH WIM OoJiee
barKTOpPOR cynpeccum VMMYHHOTO oTBETA, KOTOPHE CTUMYJIUPYIOT
Pas3BUTHE ONYXOJM WIM paka, »SKCIpPpecCUupysa aHTUIeH, Hanpumep, ©0es
OTpaHuUeHUsa ¥uMHr, O(aKTOpPH, NOoJaBJdgnIMe IIpes3eHTalnw MHC, (axkToOpH,
AKTUBUPYLIIVE AHTUT eH—CllelludpruuecKre PerTyIATOPHEE T—KIIEeTKU
(Tregs), PD-L1, FasL, LUUTOKMHH, Takme kak I1L-10 wum TFG-pB,
ACCOUMMPOBAHHEE C ONYyXOJIbD MakKpodalM, acCOLUUMMPOBAHHEE C OIYXOJLI
dnbpobiiacTH, pPacTBOPUMEIE GaKTOpPH, NponOyLUUpyeMEe VIMMY HHEIMI
KJIeTKaM—Cylpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 ® MOJIEKYJIH

VIMMYHHEIX KOHTPOJIBHEIX TOUWEK, UYTO DoJiee HOHpO@HO OIIMCaHO HIMXe.
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[00118] AuTurer TYRP2 wmMoxeT comepXaTb BIUTONE OEJIKOE,
KOTOPHE IeJjlalkT MX OCODEeHHO HBOPeKTMBHHMM B KaueCTBe MMMYyHOI'€HOB,
Ha KOTOpHE MOI'YT MHOYLUMPOBATHECHA MMMyHHEE OTBeTH kK TYRP2. AHTUIeH
TYRP2 MOXeT cCoOepXaTb IIOJIHOPa3MepHHM [IPOOYyKT TpaHCHIAUuu, eIro
BapuaHT, ero oO¢parMeHT WIM MX KoMOMHaluMio. AHTMTeH TYRP2 MoxeT
comepXaThb KOHCEHCYCHHM OeJIOK.

[00119] HYyKJI€OTUIHYIO [IoCcJyIenoBaTeJIbHOCTh, KOOUPYIIIYIO
KOHCEHCYCHHM aHTuTeH TYRP2, MOXHO OITUMMU3VPOBATL B OTHOIEHUU
YaCTOTHE MCIOJB30BaHUA KOIOOHaA M COOTBeTCTBYKHIMX PHK-TPaHCKPUIITOB.
HywkJjieMHoBasa KMUCJIOTa, KoOupylllas KOHCEHCYCHHEM aHTurexH TYRP2,
MOXeT OHTbL KOIOH— U PHK OODTMMM3MPOBAHHOM IJIS SBKCIOpeccum. B
HEeKOTOPHX BapraHTax peanmusauum n300peTeHnd HYKJIeOTUIOHAa4d
IOCJIeIOBATEJILHOCTEL, KOoIMpyImMasd KOHCEHCYCHBEM aHTuTeH TYRP2, MOXeT
comepXxaTh IIOoCJiemnoBaTeJIbHOCTE Kosak (HanpuMep, GCC ACC) oA
YBeJIMUeHU 50OeKTUBHOCTHU TPaHCJILUUNA ., HyxkjienHoBada KM1CJIOTa,
KoOupyKllasg KOHCEHCYCHHM aHTuTeH TYRP2, MoOXeT coIepXaTh HeCKOJBLKO
CTOINI-KOINOHOB (HamnpmuMep, TGA TGA) a4 yBeJuueHUdI 30PeKTUMBHOCTHU

TepMMHaAllMMMM TPaHCJIALIWNA.

[00120] HykJjenHoBad KMCJIOTa, KoOupywola g KOHCEHCYCHHM
AHTUTEH TYRPZ, MOXeT TakKxe KOIOIMpOBAaTH JINOEPHYIO
[IOCJIeIOBRATEJIBHOCTE MMMyHOTUIOOyJiMHa E (IgE). HykJjeMHOBad KHCJOTa,

kKomomupyoma g KOHCEeHCYCHEM AHTUT EeH TYRPZ2, MOXeT OOIIOJIHUTEJIEHO
KOOUPOBATE JIMIOEPHYK IIOCJenoBaTellIbHOCTE IgE TakmMm o60pasoM, dYTo
AMMHOKMCJIOTHaA  I[IOCJIeIOBaTeJIbHOCTH JUIEPHOM  IOCJIedoBaTeJIbHOCTHU
IgE CBASHBaETCHA C aAMMHOKMCJIO THOM [IOCJIeDOBAaTEJIbHOCTEIO
KOHCEHCYCHOT'O AHTHUI eHa TYRP2 [IeNITUOHOM CBA3BI. HykijienHoBas
KucJsiora, KOoIUpylmas KOHCEHCYCHHEM aHTuredH TYRP2, MOXeT TaKxe
ComepXaTh HYKIJIEOTUIHYK IIOCIeOOBaATEJIbHOCTE, KOOUMPYRIYD JUIEPHYI
[IOCJIeOOBaTEJIbHOCTE IgE. B HEKOTOPEIX BapmMaHTax peaau3sanumm
n300peTeHrsa HYKJeMHOBadg KMCJIOTa, KOOMPpyKIas KOHCEeHCYCHHM aHTUIeH
TYRP2, He mMMeeT MM He COIEPXUT HYKIJIEOTUIHYI I[IOCJIeIOBaTeJIbHOCTE,
KOOVPYRIYD JIMOEPHYID IOCIeNOoBaTelIbHOCTE I1gE.

[00121] KoHceHCyCHHM aHTureH TYRP2 MoXeT OpedCTaBJIATL CobOomn
HYKJEOTHUIHYK IIOoCJIenoBaTeJlIbHOCTE SEQ ID NO: 5, koTopad KOIOMPYeT
AMVMHOKUCJIOTHYIO [IOCJIenOoBaTeJIbHOCTE SEQ ID NO: ©.
llocnemoBaTeJIbHOCTE SEQ ID NO: 5 komoupyeT KOHCEHCYCHHM 0eJIok
TYRPZ, CBA3aHHEMN C JMIEPHON [IOCJIeDOBaATEJIEHOCTEIO IgE.
KoHceHCYCHHM OeJiok TYRP2 MOXeT OHITH CBA3aH C JIMOepHOM
ocJenoBaTeJIbHOCTLIO IgE u HA-mMeTKOM. B OpyTmUx BapMaHTax

peanmzaluuu  M300peTeHusd KOHCeHCYCHHM OeJiok TYRP2 MOXeT He
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comepXaThb WJIM He OHTH CBA3AHHEIM C JUISPHOM IIOCJIeIOoBaTeJIbHOCTLIO
IgE n/van HA-MeTKOM.

[00122] B HEKOTOPHIX BapMaHTax peanmmsauuu  M300peTeHUd
KOHCEeHCYCHHM aHTuTreH TYRP2 MOXeT NpPedcTaBJIATE COOOM HYKJIECOTUIHYIO
IOoCJIeIOBATEJIbHOCTL, OfOJlajallyld II10 MeHblel Mepe okoJo 80%, 81%,
82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% wmam 100% MUIOSHTHMUHOCTLIO IIO0 BCeM MOJMUHE
HYKJIEOTHMIHOM IIOCJIeIOBaTeJIbHOCTHM, IIpMBemeHHoOM B SEQ ID NO: 5. B
IPYIMX BapMaHTax pealu3aluuy Uu300peTeHMsS KOHCEHCYCHHM aHTUITeH
TYRP2 MOXeT IIPeOCTaBJIATL COOOM HYKJISOTUIOHYIO II0CJIeIOBATEeJILHOCTL,
KOTOopad KOoOMpYyeT aMMHOKUCJIIOTHYK IIOCJIelIOBaTeJIbHOCTE, oOJlagaliyio
10 MeHbIIeM Mepe okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmuu
100% UOEHTUUYHOCTBIO rio BCeM OJIVHE AMMHOKMCJIO THOM
IocjeloBaTeJILHOCTH, IIpuBeIeHHOM B SEQ ID NO: 6. KOHCEeHCYCHHM
AHTUTeH TYRP2 MOXeT IpencTaBJIaATh cobom AMVHOKWCJIOTHVYIO
IocjeIoBaTeJIbHOCTL, ob6Jjamalmyil I[I0 MeHbIel Mepe okoJo 80%, 81%,
82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% wmmm 100% MIOEHTUMUHOCTLIO IIO BCeM IOJIMHE
AMMHOKMCJIOTHOM IIOCJIeODOBaTeJIbHOCTHM, NIpMBeneHHOM B SEQ ID NO: 6.

[00123] HekOoTOpHE BapMaHTH peajiM3alyuy U300peTeHUda OTHOCATCH
K HYKJI€O TUIHBEIM [IoCJIeOBaTeJIbHOCTAM, KOIOVPYIOIMM OeJiku,
TOMOJIOTMUHEIE KOHCeHCyCHOMY ©Oejky TYRPZ2, MMMyHOT'eéHHOMY OGparMeHTy
KOHCeHCyCcHOTO Oejka TYRP2 M MMMyHOTE€HHEIM (QparMeHTaM IT'OMOJIOTMUHBIX
BeskoB. TakMe MOJIEKYJIEL HYKJEMHOBEIX KMCJIOT, KOTOPHE KOOUPYIOT
VMMYyHOT eHHEe OeJiklM, obJjajanmme Do 95% TOMOJOIMM OTHOCUTEJILHO
KOHCEHCYCHOM IIOCJIeODOBaATEeJILHOCTM, IO 96% TOMOJIOTMM OTHOCHUTEJILHO
KOHCEHCYCHOM IIOCJIeODOBATEeJILHOCTM, IO 97% TOMOJIOTMM OTHOCHUTEJILHO

KOHCEHCYCHOM IIOCJIeODOBATEeJILHOCTM, =IO 98% TIOMOJIOTMM OTHOCHUTEJILHO

KOHCEeHCYCHOM [IOCJIEOOBATEJIBHOCTHU " oo 99%, MOTYT OBITH
IpenoCTaBJIEHH . AHAJIOTUMUHEM oBpaszomM, TaKxe IpenoCTaBJIATCHI
HYKJIEOTUIHEE IOCJIeOOBATEJILHOCTH, KOoIVpyoImme VIMMYHOT @ HHEE

bparMeHTH, IpVBeNeHHEEe B IaHHOM JOKYMEHTe, M  VMMYHOTE&HHHE
bparMeHTH OeJIKOB, KOTOPHE IT'OMOJIOTMYHE 0OeJikaM, IIpUBEeIeHHEM B
DaHHOM HOOKyMeHTe.

[00124] HekoTOpHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCH
K MOJIeKyJlaM HYKJIEMHOBHEX KUCJIOT, KOIOUPYIIVM MWMMYyHOT'e€HHEEe OeJIKM,
obJjlajawnmme 95% roOMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KMCJIOTH,
KOOUPYKIIey TOCJIeOOBaTeJILHOCTM B JaHHOM JOKyMeHTe. HeKOTOpHEe

BapMaHTE pealimsalunm MBO@peTeHMH OTHOCATCHA K MOJIEKRYJIaM
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HYKJIEMHOBEIX KMCJIOT, KOIVUPYKIMM WMMMYHOTEHHHE OeJiku, objlaganmme
96% TOMOJIOTHMEN OTHOCUTEJILHO HYKJIEMHOBOWM  KMCJIOTH, KoIMpyomen
[IOCJIeOOBATEJIbHOCTHU B OaHHOM  JIOKYMeHTE. HexoTopre BapuaHTH
peann3zaluu M300peTeHMSI OTHOCATCSH K MOJIeKyJlaM HYKJIEMHOBHIX KMCJIOT,
KOIOUPYOLMM MMMYHOT'€HHHE OeJiku, obJlaganire 97% TOMOJIOTHEN
OTHOCUTEJILHO HYKJIEMHOBOM KMCJIOTH, KOOMPYKIEN I[I0CJeloBaTeJIbHOCTHU
B IOaHHOM IOOKYMeHTe. HeKOTOpEEe BapMaHTH peajMu3alluM U300peTeHusd
OTHOCATCH K MoOJIeKyJlaM HYKJIEMHOBEIX KMCJIOT, KOOUPYIIMM
VMMYyHOT eHHEe  OeJKlU, obJlajanmue 98% TOMOJIOTMEN  OTHOCUTEJILHO
HYKJIEMHOBOWV  KMUCJIOTHI, KoOupyley TIocJeOoBaTeJIbHOCTM B IOaHHOM
OOKYyMeHTe. HeKOoTOpHE BapMaHTH peallM3alluu M300peTeHMSa OTHOCATCH K
MOJIEKYJIaM HYKJIEMHOBEIX KMCJIOT, KOIVMPYKIMM WMMyHOTEeHHEEe OeJIKH,
obBJylajanmme 99% TOMOJIOTMEN OTHOCUTEJIEHO HYKJIEMHOBOM  KUCJIOTH,
KoOupyKler I[I0cJedoBaTeJIbHOCTM B HOaHHOM JOKYyMeHTe. B HeKOTOPHX
BapMaHTax pealr3aluMy uU300peTeHUMd MOJIEKYJIE HYKJIEMHOBHEX KMCJIOT C
KOIVPYKIVMM IIOCJIEIOBATEJIbHOCTAMM, OIMCAHHBEIMM B JaHHOM JIOKYMEHTE,
KOTOPHE TOMOJIOTMUHE KOOMPYWIEeM I[I0CJeldoBaTeJIbHOCTM KOHCEHCYCHOTO
BeJika, OIIMCaHHOTO B OaHHOM OOKYMEHTE, BKJIOYAT
[IOCJIENOBATEJIBHOCTH, KOOUPYIIME JIMIEPHYK IIOCJemoBaTeJIbHOCThE IgE,
CBA3aHHYl C 5'-KOHIUOM KOOMPYKIEeM II0CJedOoBaTeIbHOCTM, KoIMpyomen
TOMOJIOTMUHEIE  [IOCJIENOBATEJILHOCTU  OEJIKOEB, OIIMCaHHEE B  IOaHHOM
OOKYMEHTE.

[00125] HekoTOpHE BapMAaHTH peajM3aluM U300peTeHMSA OTHOCATCSH
K HYKJI€O TUIHEIM ocJiegoBaTeJIbHOCTAM, KOIOVPYIOIMM OeJiku c
OonpeleJIeHHEIM IIPOLEeHTOM MIOEHTUUHOCTM OTHOCUTEJIBHO IIOJIHOPa3MepHOT O
KOHCEeHCYyCHOTO 0Oejyika TYRP2, MMMYyHOTeHHOTO (paIl'MeHTa KOHCEeHCYCHOTO
HeJika TYRP2 " MMMYHOT'@HHEBIX dparMeHTOB DeJIKOB, oBJlaganmmx
MIOEHTUUHOCTBEID OTHOCUTEJIEHO KOHCEHCYCHOT'O HeJika TYRP2. Takue
MOJIEKYJIH  HYKJIEMHOBHIX  KUCJOT, KOTOPHE KOOUPYIT MVMMYHOT'€HHHE
BeJiku, oBJlaganmme oo 80% MIOIeHTUMYHOCTH OTHOCUTEJILHO
[IOJIHOPAaBMEPHOM KOHCEHCYCHOM mocjemoBaTeJbHoCcTM TYRP2, 1o 85%
MIOEHTUYHOCTHU OTHOCHUTEJIBHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM
riocJjlenoBaTeJIbHOCTH, 0o 90% MOEHTUYHOCTHU OTHOCUTEJILEHO
IIOJIHOPAaBMEPHOM KOHCEHCYCHOM mocjenoBaTedbHoCcTM TYRP2, 1mo 91%
MIOEHTUYHOCTHU OTHOCHUTEJBHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM
[IOCJIEDOBATEJIBHOCTHU TYRPZ2, oo 92% MOEHTUYHOCTHU OTHOCUTEJIBHO
IIOJIHOPAa3MEPHOM KOHCEHCYCHOM IocjiefoBaTedbHoCcTM TYRP2, 1o 93%
UIOEHTUYHOCTHU OTHOCUTEJIBLHO IIOJIHOPal3MepHOM KOHCEeHCYCHOM
[IOCJIEOOBATEJIBHOCTHA TYRPZ2, oo 94% UOEHTUUYHOCTHU OTHOCUTEJIBHO

IIOJIHOPAa3MEPHOM KOHCEHCYCHOM IHocJjenoBaTelbHoCcTM TYRP2, mo 95%
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UOEHTUUYHOCTHU OTHOCUTEJILHO IIOJIHOPal3MepHOM KOHCEeHCYCHOM’
[IOCJIEOOBATEJIBHOCTHA TYRPZ2, oo 96% MOEHTUUYHOCTHU OTHOCUTEJIBHO
IIOJIHOPAa3MEPHOM KOHCEHCYCHOM [ocyenoBaTelbHoCcTM TYRP2, 1nmo 97%
UOEHTUUYHOCTHU OTHOCUTEJILHO [IOJIHOPa3MepPHOM KOHCEeHCYCHOM
r1oCJIefOBaTEJIbLHOCTHA TYRPZ, oo 98% UOEHTUYHOCTHU OTHOCUTEJILHO
IIOJIHOPAaBMEPHOY KOHCEHCYCHOM IocjenoBaTesbHocT TYRP2 m mo 99%
UOEHTUUYHOCTHU OTHOCUTEJIbHO IOJIHOPa3MepHOM KOHCEHCYCHOM
nocjenmoBaTeJibHOCTHM TYRP2, MoOTryT OBTE OpelocCTaBJIeHH. AHAJOTWUHEM
obpasoM, TakKXe IIPeldOoCTaBJIAKRTCS HYKJIEOTUIHBEE IIOCJedOoBaTeJIbEHOCTH,
KoOupyoie VMMYHOT' €HHHE bparMeHTH, [IPMBEeIeHHEEe B OaHHOM
OOKYMEHTE, Y  VMMYyHOTEHHEE bparMeHTH DeJIKOB c aHaJIOTUUYHEIM
IPOLIEHTOM MIOEHTUMUYHOCTHM, KakK VYKAas3aHO BHIE, OTHOCUTEJILHO OeJIKOB

TYRP2, oOIMCAHHHX B IOaHHOM IOKYMeHTe.

[00126] B HEKOTOPHIX BapMaHTax peannusalnmum n300peTeHn
HYKJIEOTHUIOHAA [IOCJIeNOBaTEJBEHOCTE He CONEPXUT KOOVPYIIYIO
IIOCJIENOBATEJILHOCTE, KOoTOpad KOOUPYyeT JIUOEPHY

[IOCJIeNOBATEJIbHOCTE . B HEKOTOPHX BapMaHTax pealin3aluyr MN300peTeHUd
HYKJIEOTHUIOHAA [IOCJIENOBATEJIEHOCTE He COOEPXUT KOOMPYIIYO
[IOCJIeDOBATEJIBHOCTE, KOTOpas KOIUPYET JMIOEPHYI IIOCJeOOBATEeJILHOCTD
IgE.

[00127] HekOTOpHE BapMaHTH peajiM3alyuy U300peTeHUda OTHOCATCH
K ¢parMeHTaM I[ocjienoBaTejyibHocTM SEQ ID NO: 5. OpaI'MeHTH MOTYT
COCTaBJIATL II0 MeHbmeld Mepe 10%, 1o MeHbmel Mepe 15%, 10 MeHbleM
Mepe 20%, 1o MeHbmel Mepe 25%, no MeHbmen Mepe 30%, IO MeHblen
Mepe 35%, 1o wMenbmen Mepe 40%, 1o MeHbmeM Mepe 45%, o0 MeHbIeM
Mepe 50%, 1o wMenbmen Mepe 55%, no MeHbmeM Mepe 60%, IO MeHbIeM
Mepe 65%, 1o MeHbmen Mepe 70%, 1o MeHbmeM Mepe 75%, 0O MeHbIeM
Mepe 80%, 1no MeHbmel Mepe 85%, no MeHbmel Mepe 90%, IO MeHbIeM
Mepe 95%, no MeHbmeM Mepe 96%, 10 MeHbmeM Mepe 97%, IO MeHbIleM
Mepe 98% wmIM 1o MeHbmelM Mepe 99% nocJjgenoBaTelbHoCTM SEQ ID NO:
5. OparMeHTH MOTYT OHTH IIO MeHBIelM Mepe Ha 95%, OO MeHBIIEW Mepe
Ha 96%, 1[I0 MeHblleV Mepe Ha 97%, IO MeHbIeM Mepe Ha 98% MIM II0
MeHbIIe Mepe Ha 99% TOMOJOTHMUHH QparMeHTaM II0CJIeNOoBaTeJIbHOCTU
SEQ ID NO: 5. O®parMeHTH MOTYT OHTHL II0 MeHbIIeM Mepe Ha 80%, 1o
MeHble¥ Mepe Ha 85%, 1o MeHbmeM Mepe Ha 90%, 0o MeHbLIIEM Mepe Ha
91%, mno MeHbmeM Mepe Ha 92%, IO MeHblleM Mepe Ha 93%, IO MeHbleM
Mepe Ha 94%, OO MeHbBHEeM Mepe Ha 95%, IO MeHBIHEM Mepe Ha 96%, 10
MeHbIIeM Mepe Ha 97%, IO MeHbIIeM Mepe Ha 98% MM IO MeHbIIeM Mepe
Ha 99% KMOeHTHMUHH OQparMeHTaM I[IocJjenoeaTesbHoCcTM SEQ ID NO: 5. B

HEeKOTOPEX BapMaHTaXxX pealjlnsallli MSO@peTeHMH q_)paI‘MeHTbI comepxatT
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IoCJienoRaTeJIbHOCTH, KoOupyomye JIMOEPHY IOCJIeIORaTEJILHOCTE,
TaKyno Kak, HallpuMmep, JnuioepHasda [IOCJIEOOBATEJILHOCTE
NMMYyHOIUIOOYJIMHa, TaKyl KaK JuIepHad I[OocjiemoraTeIbHOCTE IgE. B
HEKOTOPHX BapMaHTax peaju3alumy MU300peTeHUAa QparMeHTH He comepXarT
Kooupywoime oCJjIenoBaTeJIbHOCTH, KOTOpPEHE KOOMPYIOT JINOEPHYIO
[IOCJIeOOBRATEJIbHOCTE . B HEeKOTOPHX BapMaHTax pealu3aluyr MU300peTeHUd
dparMeHTEl He coOepXaT KoIOMpyKllMe IIOCJeOOoBaTeJJbHOCTHY, KOTOPHE
KOOUPYIT JIMOEPHYK  IIOCJIedOBaTeJIbHOCTL, TakKyrn  Kak, HalpuMep,
JMioepHad [IOoCJlenoBaTesIbHOCTE IgE.

[00128] Kpome TOTO, aAMMHOKMCJIOTHAa A [I0CJIeIOBAaTEeJIbHOCTD
KOHCceHcycHOTO ©Oejka TYRP2 npencraBJageT cobom SEQ ID NO: o.
AMMHOKMCJIOTHAS IIOCJeIOoBaTeJIbHOCTD KOHCEHCYCHOTO DeJika TYRPZ,
CBA3aHHOTO C JMIEePHOM IIocjlefoBaTeJlbHOCThID IgE, npencrTaejgeT
cobou SEQ ID NO: 6. AMMHOKUCJIOTHAA [IOCJIEDOBATEJIEHOCTE
KOHCEeHCYCHOTO BeJika TYRP2Z, CBS3aHHOTO o} JIMOepHOM
nocJienoBaTelbHOCTEI IgE, MOXeT OHTE CBsS3aHa C HA-MeTKOM.

[00129] HekoTOpHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCH

Kk ©OeJikaM, KOTOPHE TOMOJIOTMYHE IIOoCJemoBaTeJibHOCTM SEQ ID NO: 2.

HexoTopre BapMaHTE peannsanmnum n3obpeTeHmA OTHOCATCH K
VIMMyY HOT'@HHEIM BeJsikam, KOTOPHE obJlagamnT 95% TOMOJIOTHEN
OTHOCUTEJIBEHO KOHCEHCYCHEIX OeJIKOBEIX IOCJIENOBATENILHOCTEN,
npMBeOeHHEx B SEQ ID NO: 6. HekOoTOpEEe BapMaHTH pean3alun

n300peTeHusa OTHOCATCH K MMMYHOTeHHHM OeJikaM, KOTOphle oOJjamanT

96% TOMOJIOTHEN OTHOCUTEJILHO KOHCEHCYCHEIX ©eJIKOBEIX
mocJjiemoBaTeJIbHOCTEN, npuBenmeHHEXx B SEQ ID NO: 6. HexkoToptre

BapMaHTH pealu3aluMy M300peTeHMSI OTHOCATCA K MMMyHOT'@HHEM OeJiKkaM,
KOTOPHE objlajmamnT 97% TOMOJIOTUEN OTHOCUTEJIBHO KOHCEHCYCHHX
BeJIKOBEIX TIIOCJIedOBaTeJILHOCTEeM, IMNpMBeIeHHEXx B SEQ ID NO: 6.
HexoToptre BapMaHTH peann3alunuu nzobpeTeHms OTHOCATCH K
VIMMY HOT'@ HHEIM BeJikam, KOTOPHE obJjlaganT 98% TOMOJIOTUEN
OTHOCUTEJIBHO KOHCEHCYCHHX BeJIKOBEIX nocjienoBaTeJIbHOCTEN,
npuBeneHHEx B SEQ ID  NO: 6. HekOoTOpHEe BapMaHTH peajiM3alun
n300peTeHnusa OTHOCHATCHS K MMMYHOTEeHHBM OeJIKkaM, KOTOphke oOJamarnT
99% TOMOJIOTHEN OTHOCHUTEJIBEHO KOHCEHCYCHEIX BeJIKOBEIX
IOCJIENOBATENBHOCTEN, NpMBeOeHHEX B SEQ ID NO: 6.

[00130] HekoToOpHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCH
Kk ©OeJikaM, KOTOPEE MIOEHTUUHH [IOoCJiefoBaTelbHOoCTM SEQ ID NO: 6.
HexoTopre BapMaHTH peanu3alunun n3obpeTeHms OTHOCATCH K
MMMYHOT'€ HHEIM teJsikaMm, ofJlamaniym AMMHOKMCJIO THOM

[IOCJIenOBaTEJIbHOCTEID, kKoTopasa Ha 80% MIeHTMUYHa IIOJIHOPa3MepPHBM
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KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: o. HexkoTopEle BApMaHTH  peajM3alummM M300peTeHud
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofJjamampmyM  aMMHOKMCJIO THOM
[IOCJIeDOBATEJIbHOCTRID, KOoTopada Ha 85% MIeHTHMUYHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIEeOOBaATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 6. HexoToptle BapMaHTH peajus3alun M300peTeHnd
OTHOCATCA K MMMyHOTEHHEM OeJiKaM, oBJjajamlMM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIbHOCTEID, koTopasa Ha 90% MIeHTHMUYHa IIOJIHOPAa3MepPHBM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBaATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 6. HexkoToptle BApPMaHTH  peajlus3aluu U300peTeHu4d
OTHOCATCHA K KVMMYHOT'€HHEM OeJiKkaM, ofBJjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeNOBATEJIBHOCTEL, kKoTopasa Ha 91% MIOIeHTHMUHa I[IOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 6. HexkoTopLle BAPMAHTEL peajlM3aluu U300peTeHu4d
OTHOCATCHA K MVMMYHOT'E€HHEM OeJiKaM, ofbJjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeIOBATEJIBHOCTEI, kKoTopasa Ha 92% MIOIeHTHMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: o. HexoTopEle BApMaHTH  peajM3aluM U300peTeHu4d
OTHOCATCHA K MMMYHOT'e€HHEM OeJikaM, ofbJjamampmyM ~ aMMHOKMCJIO THOM
[IOCJIeDOBATEJILHOCTEID, KoTopasa Ha 93% MIOIeHTMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: o. HexoToptle BapMaHTH  peajmM3alummM M300peTeHud
OTHOCHATCHA K MMMYHOT' € HHEIM DeJikaM, oBJlamanIyMm AMMHOKMCJIO THOM
IOCJIeNOBATEJILHOCTEID, KoTopasd Ha 94% MOEeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIeOOBaTeJIbHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 6. HexkoToptle BapMaHTH peajlmM3almu U300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJiKkaM, ofblajanmyM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIBHOCTEID, kKoTopasa Ha 95% MIeHTHMUHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEM aMUHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 6. HexkoToptle BApPMaHTH peajlM3alumu U300peTeHnd
OTHOCATCHA K KVMMYHOT'e€HHEM OeJiKaM, ofBJjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeDOBATEJIBHOCTEL, kKoTopas Ha 96% MIOIeHTHMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: o. HexkoTopLle BApMaHTH  peajlmM3alumu U300peTeHrd
OTHOCATCHA K KMMYHOT'E€HHEM OeJiKaM, ofjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeDOBaTEJIbHOCTEID, kKoTopasa Ha 97% MIOIeHTHMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: o. HexkoTopEle BAapMaHTH  peajM3alumm MU300peTeHUd
OTHOCATCH K MMMYHOT'eHHEM OeJikaM, ofJjajmampmyM  aMMHOKMCJIO THOM

[IOCJIeDOBaTEJIbHOCTRID, KOTOopada Ha 98% MIOIeHTHMUYHa I[IOJIHOPa3MepPHBM



53

KOHCEHCYCHHM aMMHOKMCJIOTHEIM IIOCJIeNOBaTEeJIbHOCTAM, IIPMBEeIeHHEM B
SEQ ID NO: o. HexkoTopEle BApMaHTH  peajM3alummM M300peTeHud
OTHOCATCS K MMMYyHOTE&HHEIM OeJIKaM, obJjajanmyM  aMMHOKMCJIOTHOM
[IOCJIenOBaTEJIbHOCTRID, KoTopada Ha 99% MIOeHTMUHa IIOJIHOPa3MEepPHBM
KOHCEHCYCHHM aMMHOKMCJIOTHEIM IIOCJIENOBATEJIBHOCTAM, IPMBEIEHHEM B
SEQ ID NO: 6.

[00131] B HeKOTOPHX BapMaHTax pealM3aluM u3o00peTeHUA OeJIOK
He COIOepXuUT JIMIEPHYID II0CJIelOoBATeJIbHOCTL. B HEKOTOPHX BapMaHTax
peaam3aluum n3o0bpeTeHns BeJlok He COOEPXUT JIMIOEPHYIO
IIOCJIEDOBATEJIEHOCTE IgE. dparMeHTE KOHCEHCYCHEIX DeJIKOB MOTI'YT
comepXaThb II0 MeHbmel Mmepe 10%, o MeHbmeld Mepe 15%, 1o MeHblIel
Mepe 20%, 0o MeHbmeM Mepe 25%, 0o MeHbmel Mepe 30%, IO MeHbIeM
Mepe 35%, no MeHbmeln Mepe 40%, 0o MeHbmel Mepe 45%, [0 MeHbleM
Mepe 50%, no MeHbmen Mepe 55%, no MeHbmelr Mepe 60%, IO MeHbIeM
Mepe 65%, no MeHbmeln Mepe 70%, o0 MeHbIeM Mepe 75%, IO MeHbIeN
Mepe 80%, no MeHbmeM Mepe 85%, 1o MeHbmelr Mepe 90%, IO MeHbIeM
Mepe 95%, no MeHbmeM Mepe 96%, 100 MeHbmeM Mepe 97%, IO MeHbIeM
Mepe 98% MJIIN infe) MeHbIIe  Mepe 99% KOHCEeHCYCHOTO BeJsika.
VMMYHOT' €HHEE QpaTl'MeHTH IocJeloraTelbHOCTM SEQ ID NO: 6 MOIyT
OBHITE IIpPedoCTaBJIeHH . JVMMyHOTEeHHHe OQpaTlMeHTH MOTYT COIOepXaTb IIO
MeHbmeM Mepe 10%, 1o MeHbmeM Mepe 15%, 0o wMeHbmenm wMepe 20%, 1o
MeHbImey Mepe 25%, 1o MeHbmeM Mepe 30%, 0O MeHbmeM Mepe 35%, 1o
MeHbe Mepe 40%, 0o MeHbmen Mepe 45%, 1o MeHbmel Mmepe 50%, 110
MeHbIIe Mepe 55%, no MeHbmen Mepe 60%, 10 MeHbmelM Mepe 65%, 110
MeHbIe Mepe 70%, 0o MeHbmeW Mepe 75%, 1o MeHbmeld Mmepe 80%, 110
MeHbIIe Mepe 85%, no MeHbmen Mepe 920%, 1o MeHbmelM Mepe 95%, 10
MeHbIIe Mepe 96%, O MeHbmeM Mepe 97%, 10 MeHbmel Mepe 98% wIu
o MeHbIeW Mepe 99% nociaemoBaTesJibHOCTM SEQ ID NO: 6. B HEeKOTOPHX

BapMmaHTaxXx pealJimsalulnnm MSO@peTeHMH (]_)paI‘MeHTBI comepxarT JIMOEPHYIO

[10CJIeOBaTeJIbLHOCTE, TaKyio Kak, HanpuMmep, JvaepHas
[10CJIeOBaTEeJILHOCTD VIMMYyHOTJIOOYJIMHA, Takasd Kak JvaepHas
[10CJIe0OBaTEeJILHOCTD IgE. B HEeKOTOPHX BapmMaHTax peanrsanmnmn

n300peTeHVda QpParMeHTH He CoIepXaT JIMIEPHY IIO0CJelOoBaTeJIbHOCTL. B
HEKOTOPHX BapMaHTax pealu3aumm Mn300peTeHMsa QpaTl'MeHTH He CcolepXaT
JMOEPHY  IIOCJIeNOoBaTeJIbHOCTL, Takyn Kak, HalnpuMmep, JUoepHasd
[nocJyienoBaTeJIbHOCTE IgE.

[00132] UViMMyHOTeHHEE QparMeHTH OeJIKOB C aMUMHOKMCIIOTHEMM
[IOoCJIeDOBRaATEJIbLHOCTAMHY, TOMOJIO MU HEIMU MMMYHOT'€ HHEIM bparMeHTaM
nocjyenoratTesibHOCTM SEQ ID NO: 6, MOryT OHTBE NpeloCTaBJlieHH. Takue

VIMMYHOT' €HHEIE q_)paI‘MeHTbI MOTYT cCoImepXaThk IIO MeHbIIemn Mepe 10%, I10
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MeHbImeM Mepe 15%, 0o MeHbmeM Mepe 20%, 0O MeHbmeM Mepe 25%, 1o
MeHbImeM wMepe 30%, 1o MeHbmeM Mepe 35%, 0o MeHbmen wMepe 40%, 1o
MeHbImeV Mepe 45%, no MeHbmen Mepe 50%, no MeHbmel wMmepe 55%, 1o
MeHbIeM Mepe 60%, [0 MeHbmeM Mepe 65%, 0o MeHbmeM Mepe 70%, 1o
MeHbIle Mepe 75%, no MeHbmeyn Mepe 80%, 1o MeHbmel Mepe 85%, 110
MeHbIe Mepe 90%, 1o MeHbmeW Mepe 95%, 1o MeHbmel Mepe 96%, 110
MeHbIEV Mepe 97%, 0O MeHbHEeM Mepe 98% MM IO MeHbIlel Mepe 99%
OeJIKOB, KOTOphHEe Ha 95% wmiam O6oJiee TOMOJIOTMUHE IIOCJIEIOBaATEJIbLHOCTHU
SEQ ID NO: 6. HexkoToptle BapMaHTH pealmMs3alumu U300peTeHUd
OTHOCATCS K MVMMYyHOTEeHHHM QparMeHTaM, oOJamaimmuM 96% IToOMOJIOTHUEN
OTHOCUTEJILHO VIMMYHOT €HHEIX bparMeHTOB KOHCEeHCYCHHX BeJIKOBHIX
mocjeoBaTeJILHOCTEM B IJaHHOM  OOKYyMeHTe. HexoTopre  BapMaHTH
peaau3zaluuy uU300peTeHMSI OTHOCATCA K  MMMYyHOTEeHHEIM OdpaTlMeHTaM,
obnamamnmyM 97% TOMOJIOTHMENM OTHOCHUTENBHO WVMMYyHOT'E€HHHX OGOparMeHTOB
KOHCEHCYCHHX OeJIKOBHX I[IOCJIeOOoBaTeJIbHOCTeM B HaHHOM OOKYMeHTe.
HexoTopue BapMaHTH peaamu3alumu n3obpeTeHns OTHOCATCSA K
VMMYyHOTEHHEIM OQparMeHTaM, objlajaomyM 98% ToMoJIoTMeM OTHOCUTEJILHO
VIMMYHOT' € HHEIX bparMeHTOB KOHCEeHCYCHHX BeJIKOBEIX
mocjeoBaTeJILHOCTEM B IJaHHOM  OOKyMeHTe. HexoTopre  BapMaHTH
peaguzaluy uU300peTeHMSI OTHOCATCA K MMMYyHOTEeHHEM (QpaTrMeHTaM,
obnamamnmyM 99% TOMOJIOTMENM OTHOCHUTEJNIEHO MMMYyHOT'€HHHX QparMeHTOB
KOHCEHCYCHHX OeJIKOBEX II0OCJIEIOBRaTEJIbHOCTEN B IaHHOM IOOKyMeHTe. B

HEeKOTOPHEX BapMaHTax pealuszalumM un300peTeHruda ©QpalMeHTH CcomepXaT

JUOEePHY I[OCJIeIOBaTeJIbHOCTE, Takyn Kak, Haopumep, JuUIOepHas
II0CJIeNOBaTEeJIEHOCTE VIMMYyHOTJIOOYJIMHA, Takasd KakK JuOepHas
IOCJIeNOBATEJIBHOCTE IgE. B HEKOTOPHX BapMaHTax peanrsanumnmn

n300peTeHrs QparMeHTH He CcoIepXaT JMIEPHYD IIOCJIedOBaTeJIbHOCTL. B
HEeKOTOPHX BapMaHTax pealu3aluy Mu300peTeHUs QpaTlMeHTH He coIepxaT
JMUIEPHYID IIOCJedOoBaTeJIbHOCTL, Takymn Kak, HanopuMmep, JuoepHasa
nocjienoBaTeJIbHOCTE IgE.

[00133] VmMmMyHOTeHHEE (QparMeHTH OeJIKOB C aMWMHOKMCJIIOTHEMM
IoCJyIeIOoBaATEJILHOCTAMA, MO eHTUUHEMN/ VMMMYHOT'€HHEM bparmMeHTaM
nocjenoraTeJpbHOCTM SEQ ID NO: 6, MOryT OHTH NpeloCTaBJIeHH. Takue
VMMYyHOTEHHEe (QparMeHTH MOTYT CcoIepXaTb II0 MeHblel Mepe 10%, 1o
MeHbme¥ Mepe 15%, 1o MeHbme¥ Mepe 20%, 0O MeHbmeM Mepe 25%, 1o
MeHbmeM Mepe 30%, 1o MeHbmeM Mepe 35%, 0o MeHbmeu wMepe 40%, 1o
MeHbmeV Mepe 45%, 0o MeHbmen Mepe 50%, 1o MeHbmen Mepe 55%, 1o
MeHbImer Mepe 60%, [0 MeHbmeM Mepe 65%, 0o MeHbmeM wMepe 70%, 1o
MeHbImen Mepe 75%, 1o MeHbmeM Mepe 80%, 0o MeHbmeM Mepe 85%, 1o

MeHbImeM Mepe 90%, 1o MeHbmeM Mepe 95%, 0o MeHbHmeM Mepe 96%, IO
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MeHbIIeM Mepe 97%, 0[O MeHbBIEeM Mepe 98% wWIM IO MeHbIleM Mepe 99%
BeJikoB, KoToOpee Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98% wmim 99% MIOEHTHMUYHH aMMHOKMCJIOTHBEIM IIOCJIedOBaTeJILHOCTSIM,
npuBeneHHsM B SEQ ID NO: 6. B HeKOTOPHX BapMaHTax peaju3aluu
n3obpeTeHmA bparMeHTH comepxartT JIMOEPHYI [IoCJIeIOBRaATEJIbHOCTE,
TaKyo Kak, Halpumep, JmumepHada [IOCJIeIOBATEeJIbHOCTE
VMMYHOIUIOOYJIMHa, TakKad KaK JMIepHad IIOoCJemoBaTeJJbHOCTE IgE. B
HEKOTOPHEX BapMaHTax pealu3alumm Mn300peTeHUsa QparMeHTH He comepXaT
JIMOEPHY TIOCJIeOoBaTeJIbHOCTE. B HEKOTOPHX BapMaHTax pealus3alun
n300peTeHUd O(parMeHTH He COOepXaT JMIEPHYIR II0CJIelOoBaTeJIbHOCTE,
TaKyKn KaK, HalpuMmep, JuIepHasd [NOCIemoBaTeJIbHOCTE IgE.

[00134] CorJjlacHO M3JIOXKEHHOMY B TAaHHOM IOKYMeHTe B OTHOIEeHUU
COeIMHEHMS CUTHaJLHOTO IMelTUIa WIXM JIMIePpHOM I[I0CJedoBaTeJIbHOCTU C
N-KOHLIOM 0OeJjiKka, CUTHaJbLHEI [IeldTHUI/JUIepHad IIOoCJIedoBaTeJIbHOCTE
3amMemaeT N-KOHILEeBOM MeTHMOHMH ©0eJiKa, KOTOPHM KOOMPYEeTCS CTapTOBHBM
KOIOOHOM HYKJIEOTHMIOHOM IIOCJedoBaTeJILHOCTHM, 3aTeM KoIupyeT OeJlok
fes KOOMPYHIMX CUTHAJLHHM IelTHUI HOoCJIedOoBaTeJIbHOCTEeN.

(4) ACCOUMMPOBAHHEIM C MeJlaHOMOM aHTureH 4 (MAGEA4)

[00135] BakLmMHa I[IO HaCTOAMEMY MW300pPeTeHMK MOXeT COIepXaThb
PaKOBHM aHTUTeH ACCOLUMMPOBAHHHM C MeJlaHOMOM aHTureH 4 (MAGEA4),
ero ¢parMeHT MJIM eT0o BapuaHT. MAGE-A4, komoupyeMmeli IeHoM MAGE-A4,
opencraBJjgeT cobom BeJiok, cocrodgmmm w3 317 aMMHOKMCJIOT, u
DKCIPEeCcCHUpyeTcad B MYyXCKMX I[IOJIOBBIX KJIETKax M OIYyXOJIEBHX KJIeTKax
PAa3JIMUHEIX IUCTOJIOTUUECKUX TUIIOB, TaKMX KakK KapLUMHOMEL XeJIYOOUHO—
KUIIEUHOT O TpakTa, nmuimerona u JIETKOTO. MAGE-A4 CBA3HBaeET
OHKODEJIOK, T'aHKUPUH. CLie) crieuudpmuuecroe CBSA3HBaHME MAGE-A4
ormocpenyercs ero C—KOHIOM. JMcclemoBaHMS IIOKa3aJM, UTO SK30TeHHHM
MAGE-A4 MOXeT 4YaCTHUUHO MHIUOMPOBATE all'e3MOHHO-HEe3aBUCHMHNM POCT
TaHKUPUH-CBEPXDKCIPEeCCUPYINX KJIETOK in vitro u NOOaBJIATH
obpaszoBaHMe MUTPUPYIIMX ONYXOoJleM M3 5STUX KJIEeTOK Yy TOJIEX MbIel.
3TO VHTUOUPOBaHME 3aBUCUT oT CBASLEIBAHUA Mexny — MAGE-A4 u
TaHKMPUHOM, IaBas OCHOBaHMe I[IpennojlaraTb, UYTO B3auMMOIelCTBUe
Mexny T'aHKUMpMHOM U MAGE-A4 wuHIMUOMpyeT TI'aHKUPMH—-ONOCPeIOoBaHHBEMN
KaHIIepOTeHes. BepodaTHO, sKcHopeccua MAGE B OOyxXOJIeBOM  TKaHWU
ABJISeTCA He IIPUUMHOM, a CJedCTBMEeM OHKOoTeHesa, ¥ TeHH MAGE
OIPMHUMAKnT ydyacTre B UMMYHHOM IIpollecce TMOoCPelCTBOM HalpaBJIEHHOTO
BOBIEVCTBUA Ha pPaHHME OIYyXOJIeBhHe KJIETKM C lLeJblo YHUUTOXEHUS .

[00136] ACCOUMMPOBAHHEIM C MeJlaHOMOM aHTureH 4 (MAGEA4)
MOXeT I[NIPpMHMMATL ydacTue B 5SMOPMOHAJLHOM pas3BUTHUM, a Takxe

TpaHchopMauMy UM/MIM  PasBUTUM  ONIyxoJim. MAGEA4, Kak I[IpaBUJIO,
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DKCIIPECCUPYETCHA B CEMEHHMKax M IujalleHTe. Tem He MeHee, MAGEA4
MOXEeT BKCIPeCCHMPOBATHLCA B PAa3JIMUHHX THUIIax OIIYyXoJiel, HalpuMmep,
MeJlaHOMe, IIJIOCKOKJIETOUHOM KaplMHOME TOJIOBH M IIeM, KaplMHOMEe
JETKOTO ¥ KaplUMHOME MOJIOUHOM Xeje3kl. COOTBeTCTBEHHO, MAGEA4
MOXEeT IMpeICcTaBJISATb Cco00M aCCOLUMMPOBAHHEM C Pa3JIMUHBEIMM OIIYyXOJISAMU
AHTUTEH.

[00137] AnTured MAGEA4 CriocofeH MHIOYLUPOBATH AHTUT eH—
crienmudmMuyeckuil T—-KIJIIETOUHLI U/MJIM MHTEHCHUBHEIL I'YyMOPAJILHEI MMMYHHEE
OTBETH, TeM CaMbBM MHIYLUUPYS WM BHBBBAS MMMYHHHM OTBET, KOTOPHM
HamopaBJleH Ha Pak WIM OIIYyXOJb WIM pearuMpyeT Ha HUX DKCIpeccuen
aHTHUTEeHa. B HEKOTOPEIX BapmMaHTax peaamnsanmum n300peTeHnd
VHOYUMPOBAHHEM WMJIM BHS3BAHHLEM MMMYyHHBM OTBEeT MOXeT I[IpeldCcTaBJIATh
cobon KJIETOUHRIM, T'yMOPaJib HEM MM Kak KJIETOUHEIN, Tak u
TYMOPAJILHEM MMMYHHEE OTBEeTH. B HeKOTOPHX BapMaHTax pealn3aluu
n300peTeHrsa MHIOYLUMPOBAHHHM WJIM  BHS3BAHHHEM  KJETOUHEM  MMMYHHEMN
OTBET MOXeT BKJIOUATL MVHIYKIMI WIM CeKpellMl TaMMa-MHTepbepoHa
(IFN-y) u/uiau daKTopa HeKposza onyxoJjer anbda (TNF-o). B Opyrmux
BapMaHTax peaJu3aluuy un300peTeHMA MWHOYIMPOBAHHEIM WM BHS3BaHHLHM
VMMYHHEM OTBEeT MOXeT YyMeHLIaThb MWJIM MHITUMOMPOBATH OOMH WIM OoJiee
baKTOPOR cynpeccum VMMYyHHOTO oTBETAa, KOTOPHE CTUMYJIVPYIOT
pPasBUTHEe ONYyXOJM WM Ppaka, »SKCIpecCHupysa aHTUIeH, HalopuMmep, 0e3
OTpaHMUeHUa ¥uMM, G(akToOpH, IIoJaBjdgwplMe IIpes3eHTaluio MHC, ©(axTopH,
AKTUBUPYLIVE QHTUT eH—ClleludruUecKre PeryJiATOpPHEE T-rjIeTKHU
(Tregs), PD-L1, FasL, LUMTOKWHEL, Takue kak I1L-10 wu TFG-B,
aCCoOUMMPOBAHHEE C OIIYXOJIbID MaKpodaryu, acCCOUUMPOBAHHEE C OIIYXOJILIO
dnbpobiiacTH, PacCTBOPUMEE baxTOpPEHL, IpOoOyLUMpPyeMEe VIMMY HHEIMI
KJIeTKaMM—-cynpeccopammu, CTLA-4, PD-1, MDSC, MCP-1 u MOJIEKYJIH
VMMYHHBEIX KOHTPOJIBHHEIX TOUeK, UTo BoJiee MNOOPOOHO ONMCAaHO HUMXE.

[00138] A”TMTeH MAGEA4 MOXeT COOEepXaThb SIOUTONE OeJIKOE,
KOTOPHE OeJjlaldT MX OCODOeHHO DOPeKTUMBHHMM B KaudueCcTBe MMMYHOI'€HOB,
Ha KOTOPEE MOTYT MHIYLUMPOBATBLCS MMMYyHHBEE OTBEeTH K MAGEA4.
AHTUTEeH MAGEA4 MOXeT comepxaTb TIOJIHOPa3MEPHHM IPOOYyKT
TPAaHCIIALUY, €70 BapuaHT, eI'0 (palMeHT WM MX KOMOMHALMKD. AHTUTEH
MAGEA4 MOXeT coIepXaThb KOHCEeHCYCHHM OeJIoK.

[00139] HykileoTUIHYO riocJlefoBaTeJIbHOCTE, KOOUPYRIY
KOHCEeHCYCHHM aHTUTeH MAGEA4, MOXHO OITMMM3UPOBATL B OTHOIEHUU
YaCTOTH MCIIOJBE30BAHMA KOIOHaA M COOTBETCTBYKIMX PHK-TpPaHCKPUIITOB.
HywkJleMHOBasa KucCJoOTa, KoOupykilasd KOHCEeHCYCHHM aHTureH MAGEA4,
MOXeT OHTb KOIOH— ¥ PHK OODTMMM3MPOBAHHOM IJISA SKCIOpeccum. B

HeKOTOPRIX BapMMaHTax pealimszalunm MSO@peTeHMH HYRJIIeOTMIHAaA
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IIOCJIEDOBATEJILHOCTE, KomMpyoma a KOHCEeHCYCHEM AHTUTEeH MAGEA4,

MOXeT COImepXaThk IIOCJIeloBaTeJIbHOCTE Kozak (HamnpuMmep, GCC ACC) g

YBEeJIMUeHN I 20PeKTUMBHOCTHA TPaHCIIALUNA . HykjiemHoBasda KMCJIOTa,
kKomomupyoma g KOHCEeHCYCHEM AHTUT EeH MAGEA4, MOXeT coInepxarTsb
HEeCKOJIBKO  CTOII-KOIOHOB (HanpuMep, TGA TGA) OJIS  YBeJIMUeHUS

50PeKTUBHOCTU TepMUHALUNM TPaHCJISALUNA.

[00140] HykJienMHoBas KMcJoTa, KoOoupyola s KOHCEHCYCHEHIM
AHTUTEeH MAGEA4, MOXeT TaKxe KOIOIMpOBAaThH JINOEPHYIO
[IOCJIeOOBaATEeJIbHOCTE MMMyHOTUIOOyJiMHa E (IgE). HykJemHOBas KMCJOTa,
KoOupyria g KOHCEeHCYCHEM AHTUT EeH Tyr, MOXeT OOTIOJIHUTEJIBEHO
KOOVPOBATE JIMOEPHYI I[IOCIemoBaTeJIbHOCTE IgE TakuM o6pas3oM, UTo
AMMHOKMCJIOTHaAA  I[IOCJeOOBaTeJIbHOCTE JMIOEePHOM  IIOCJHIeloBaTeJILHOCTHU
IgE CBA3HBAETCH C aMVMHOKMCJIIO THOM [IOCJIEDOBATEJIBHOCTEIO
KOHCEHCYCHOTO aHTMITeHa MAGEA4 [IEeIITUIOHOM CBA3LBI. HykJjieMHOBa4a
Kucjiora, KoOupylmas KOHCEeHCYCHHEM aHTUuTeH MAGEA4, MoOXeT Takxe
comepXaThb HYKIJIEOTHIHYID IIOCJeOOBaATEeJIbHOCTL, KOOUPYIIYD JIMIESPHYIO
[1OCJIeOBaATEJIEHOCTE IgE. B HEKOTOPHIX BapmUaHTax peaan3saumm
n300peTeHrsa HYKJEeMHOBad KMCJIOTa, KOOMpyKIas KOHCEeHCYCHHM aHTUIeH
MAGEA4, He uMmeeT MJIn He COOEPXUT HYKJIEOTUIOHVYIO
[IOCJIeDOBaATEJIbHOCTE, KOIOMPYKIYID JIMOEPHYI [IOCJemoBaTeJIbHOCTE IgE.

[00141] KoHceHCYCHEM aHTUTeH MAGEA4 MoOXeT MOpelCcTaBJIAThH
coBoM HYKJIEOTHMIHYI IIocjlemoBaTejlbHOCTL SEQ ID NO: 7, KoTopasa
KoOoupyeT AMMHOKMCJIO THYIO [IOCJIEDOBATEJIBLHOCTE SEQ ID NO: 8.
[locyenoBaTedabHOCTE SEQ ID NO: 7 KoOOMPYET KOHCEHCYCHEM OeJIOK
MAGEA4, CBS3aHHH c JUOepHOM [I0CJIeNOBATEJIEHOCTHIO IgE.
KoHceHCYCHEM feJlok MAGEA4 MOXeT OHITE CBA3aH C JIMOEePHOM
[IOCJIeIOBaTEeJIbHOCTELIO IgE u HA-MeTKOM. B OIpyITUX BapMaHTax
peanm3z3aluy U300peTeHMSI  KOHCEHCYCHHM 0OeJiok MAGEA4 MoxeT He
comepXaThb WM He OBTL CBA3AHHEIM C JMISPHOM IIOCJIeIOBaTEJIbHOCTLIO
IgE n/van HA-MeTKOM.

[00142] B HEKOTOPHIX BapMaHTax peannusalumnum n300peTeHuda
KOHCEeHCYCHHM AHTUTEeH MAGEA4 MOXeT IpencTaBJIaATh cobom
HYKJIEOTUIHYID I[IOCJenOoBaTeJIbHOCTE, obJlamanmylo IO MeHbllel Mepe
okoJio 80%, 81%, 82%, 83%, 84%, 8b5%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmim 100%
UIOEHTUMYHOCTLIO I[I0 BCeM OJIMHe HYKJIeOTHMIHOM I[IOCJedOoBaTeJIbLHOCTH,
npuBeneHHoM B SEQ ID NO: 7. B @»Opyrux BapMaHTax peajlM3aluu
n300peTeHMsa KOHCEHCYCHEM aHTUIeH MAGEA4 MOXeT NOpelCTaBJIATH COOOM
HYKJIEOTUIOHYID I[IOCJIeIOBaATEeJIbHOCTE, KOTOpasa KOOUPYeT aMMHOKUCIIOTHYIO

IOCJIeIOBaATEJIbHOCTE, ob6Jamalmyl I[I0 MeHbIeM Mepe okoJo 80%, 81%,



58

82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% wmmm 100% MOEHTUMUHOCTLIO IIO BCeM OJIMHE
AMMHOKMCJIOTHOM IIOCJIeOOBaTEeJILHOCTHM, IIpuBemeHHoM B SEQ ID NO: 8.
KoHCceHCYCHHM AHTUTEeH MAGEA4 MOXeT pencraBJIaTh cobon
AMUMHOKMCJIOTHYID IIOCJIeNOBaTeJLHOCTE, ofJjlajanmyld 10 MeHbIelr Mepe
okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmmm 100%
UIOSHTUYHOCTBIO II0 BCeM IJIMHE AaMUMHOKMCJIOTHOM IIOoCJIeldoBaTeJIbHOCTH,
npuBeneHHow B SEQ ID NO: 8.

[00143] HekoToOpHE BapMaHTH peajiM3aluy U300peTeHUsS OTHOCATCH
K HYKJI€O THUIHEM IoCJIeIOBaTeJIbHOCTAM, KOIVPYIMM Belku,
TOMOJIOTMUHEIE KOHCEHCYCHOMy ©Oeyky MAGEA4, wuWMMyHOTeHHOMY OQparMeHTy
KOHCEHCYCHOTO HeJika MAGEA4 " MMMYHOTI'€ HHEIM bparMeHTaM
TOMOJIOTMUHEIX OeJIKOB. TaKue MOJIEKYJIEl HYKJEMHOBEIX KMCJIIOT, KOTOPHE
KOIVPYT MMMYHOT €HHEIE BeJkuM, obJlamanmme oo 95% TOMOJIOT UM
OTHOCUTEJILHO KOHCEeHCYCHOM IIOCJIedoBaTeJIbHOCTM, OO 96% TOMOJIOTUM
OTHOCUTEJILHO KOHCEeHCYCHOM IIocjiefoBaTeJIbHOCTM, ITo 97% TOMOJIOTUM
OTHOCHUTEJILHO KOHCEeHCYCHOM IIoCcJiefoBaTeJIbHOCTM, OO 98% TOoMOJIOTUM
OTHOCUTEJIbLHO KOHCEHCYCHOM IIocJeloBaTeJIbHOCTM M nJo 99%, MoTyT
OHTE TIIPeNoCTaBJIEHE. AHAJOTMUHEIM OO0pas30M, TaKXe IMIpeloCTaBJISRTCHI
HYKJIEOTUIHEE [IOCJIeIOBATEJILHOCTH, KOIOUpyolIme VIMMYHOT'€HHEE
bparMeHTH, NpMBeleHHEe B  IOaHHOM HOOKYMEHTE, M  VMMYHOT'€HHHE
bparMeHTEH OeJIKOB, KOTOPHE TOMOJIOTMUHE OeJikaM, IIpUBEIOEeHHEM B
OaHHOM HOOKYMEHTE.

[00144] HekxoTOphE BapMAaHTH peajiM3aluM U300peTeHUSA OTHOCATCH
K MOJIeKyJlaM HYKJIEMHOBHX KMCJIOT, KOOUPYIRIMM MMMyHOT'€HHEEe OeJIKH,
oBJylajanmme 95% roMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KUCJIOTH,
KoOupywle IocJedoBaTeJIbHOCTM B IaHHOM HOKyMeHTe. HekKoTophle
BapMaHTH peanu3alumumn n3o00peTeHMns OTHOCATCH K MOJIEKYJIaM
HYKJIEMHOBEIX KMCJIOT, KOIVUPYKIMM MMMYHOTEeHHHEe OeJiku, obJjlamanmme
96% TOMOJIOTHMEN OTHOCUTEJNILHO HYKJIEMHOBOM  KMCJIOTH, KoIMpYyoomen
[IOCJIENOBATEJILHOCTHU B IOaHHOM  JOKYMeHTE. HexoTopee BapUaHTH
pealrzalnuu M300peTeHMS OTHOCATCSH K MOJIeKyJlaM HYKJIEMHOBHX KMCJIOT,
KOIVPYIMM MMMy HOT'@ HHHE BeJiku, obJlaganmye 97% TOMOJIOTHEN
OTHOCUTEJILHO HYKJIEMHOBOW KMCJIOTH, KOIMPYIIEV I[IOCIedOBaATeJILHOCTH
B IaHHOM JIOKYMEeHTe. HeKOoTOphle BapMaHTH peaJu3aluy Un300peTeHusd
OTHOCATCH K MOJIEKYJIaM HYKJIEMHOBEIX KMCJIOT, KOOUPYIMM
VMMyHOT eHHEle  OeJIKl, obJlagamnmye 98% TOMOJIOTMEN  OTHOCUTEJILHO
HYKJIEMHOBOW  KMCJIOTH, KOOUpYyKIe TIIOCJeOoBaTeJIJbHOCTM B  OaHHOM

IJOKYMEHTE . HeKOTOpre BapPMaHTE peaJiM3alvl MBO@peTeHMF{ OTHOCATCHA K
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MOJIEKYJIAM HYKJIEMHOBEIX KMCJIOT, KOIVMPYKIMM WMMYyHOTEeHHEEe OeJIKH,
obJjlajanmme 99% TOMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KMCJIOTH,
KOOUPpYyKIEeN IIOCJeNOoBaTeJIbHOCTM B MHOaHHOM JOKYyMeHTe. B HeKOTOPHX
BapMaHTax pealu3aluMy MU300peTeHUd MOJIEKYJIEl HYKJIEMHOBEX KMUCJIOT C
KOIVPYRIUMM I10CJIeIOBaATeJIbHOCTAMM, OIMCAHHBEIMM B IJaHHOM IOKYMeHTE,
KOTOPHEE TOMOJIOTUUHE KOOUPYWIEV II0CJIedoBaTeJIbHOCTM KOHCEHCYCHOTO
Belika, OIIMCaHHOTO B OaHHOM OOKYMEHTe, BKJIOUAT
[IOCJIeIOBaATEJIbHOCTHY, KOOUPpYIIMMe JMIEePHYK I[I0CJemoBaTelJIbHOCThL IgE,
CBA3aHHYID C 5'-KOHLOM KOOMpPYKIEM II0CJeNoBaTeJIbHOCTM, KoIMpyouen
TOMOJIOTMUHEIE [IOCJIedOBaTeJIbHOCTU  OeJIKOB, ONIMCaHHHE B  IOaHHOM
OOKYMEHTE.

[00145] HekoToOpHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCH
K HYKJIEO TUIHEM IoCJIeIOBaTEJIbHOCTAM, KOIVPYIMM BeJku c
ompelleJIEHHEIM IIPOILIEHTOM MIEHTUMUHOCTM OTHOCHUTEJIBEHO IIOJIHOPAa3MEPHOTO
KOHCEHCYCHOTO DeJika MAGEA4, MMMYHOT'€HHOTO bparmMeHTa
KOHCEeHCyCHOTO Oenka MAGEA4 ¥ WMMMYHOTEHHHX QparMeHTOB O€JIKOE,
oBJiaanmmx UIEeHTUYHOCTBIO OTHOCHUTEJIBEHO KOHCEHCYCHOTO Belika
MAGEA4 . TakrMe MOJIEKYJIH HYKJIEMHOBHX KMUCJIOT, KOTOpPEE KOIUPYIOT
VMMYHOT'eHHEEe OeJiku, objapanmue 0o 80% MIEHTUMUYHOCTM OTHOCUTEJIBHO
IIOJITHOPAa3MEPHOM KOHCEHCYCHOM IHocJjienoBaTeslbHOCTM MAGEA4, 1o 85%
UIOEHTUUYHOCTU OTHOCUTEJIBLHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM
riocJjlenoBaTeJIbHOCTHU, 0o 90% MOEHTUUYHOCTHU OTHOCUTEJILHO
IIOJIHOpasMepHOM KOHCEHCYCHOM IocjienoBaTesibHOCTHM MAGEA4, mo 91%
UIOEeHTUUYHOCTU OTHOCUTEJIBLHO IOJIHOPaBMEepPHOM KOHCEHCYCHOM
mocJjlemoBaTeJIbHOCTM MAGEA4, oo 92% MOeHTUYUHOCTM OTHOCHUTEJILHO
IIOJIHOPAa3MEpPHOM KOHCEeHCYCHOM IMocJjenoBaTesibHOCTM MAGEA4, 1o 93%
MIOEeHTUYHOCTHU OTHOCHUTEJIBHO [IOJIHOPa3MEePHOM KOHCEHCYCHOM
nocJenoBaTejyibHOCTM MAGEA4, oo 94% MOEHTUMYHOCTM OTHOCUTEJILHO
IIOJIHOPAa3MEPHOV KOHCEHCYCHOM IMocJjiefoBaTellbHOCTM MAGEA4, 1o 95%
MIOEeHTUYHOCTHU OTHOCHUTEJIBLHO [IOJIHOPa3MepHOM KOHCEeHCYCHOM
nocJiemoBaTejyibHOCTM MAGEA4, 0o 96% MIOEHTUMYHOCTM OTHOCHUTEJILHO
IIOJIHOPAa3MEPHOM KOHCEHCYCHOM MocJjiefoBaTelbHoOCTM MAGEA4, 1o 97%
MIOEHTUYHOCTHU OTHOCHUTEJBHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM
nocjJiemoBaTejyibHOCTM MAGEA4, 0o 98% MIOEHTMYHOCTM OTHOCHUTEJILHO
IIOJIHOPAas3MEPHOM KOHCEeHCYCHOM TociemoBaTeJbHOCTM MAGEA4 um pmo 99%
UIOEHTUYHOCTHU OTHOCUTEJIBHO IIOJIHOPal3MepHOM KOHCEeHCYCHOM
nocjenoraTejibHOCTM MAGEA4, MOTYT OBTE IIPEeOOCTAaBJIEHE. AHAJIOTMUYHHBM
oBpas30oM, TaKxXe IpPeloCTaBJIAKTCAI HYKJIEOTHUIHHE II0CJIeIOBaTEJIbHOCTH,
KOIMpyolme VIMMY HOT'€@HHHEIE bparMeHTH, [IPUBEIeHHEE B OaHHOM

IJOKYMEHTE, 12 VMMMYHOT'€HHEE (]_)paI‘MeHTBI OeJIKOB C aHaJIOT'TMYHEIM
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IIPpOOUEeHTOM MIOEHTUMYHOCTH, KakK YKa3aHO BhIIE, OTHOCUTEJILHO OeJIKOB

MAGEA4, oIMCcaHHBHX B IOaHHOM IOKYMEHTEe.

[00146] B HEKOTOPHIX BapMaHTax peanmmsauuu  M300peTeHUd
HYKJIEOTHUIOHAA [IOCJIENOBATEJIBEHOCTE He COOEPXUT KOOVP YOI
[IOCJIENOBATEJIBHOCTE, KoTOpad KooupyeT JIUOEPHYIO

[IOCJIeNOBATEJIbHOCTE . B HEKOTOPEIX BapMaHTax pean3aluyr M300peTeHUd
HYKJIEOTUIOHA A [IOCJIeNOBATEJILHOCTD He COOEPXUT KOOMPYIIYIO
[IOCJIeNOBATEJIBHOCTE, KOTOpas KOIMPYeT JIMIEPHYI IIOCJeOOBaTeJIbHOCTD
IgE.

[00147] HekxoTopHEe BapMaHTH peajiM3aluy U300peTeHUsS OTHOCATCH
K OJparMeHTaM I[ocjienoBaTeJlbHoCcTM SEQ ID NO: 7. Opar'MeHTH MOTYT
COCTaBJIATL IIO MeHblel Mepe 10%, 1o MeHbmel Mepe 15%, IO MeHbIeM
Mepe 20%, 0o MeHbmeM Mepe 25%, o MeHbmel Mepe 30%, IO MeHbIeM
Mepe 35%, no MeHbmeln Mepe 40%, 1o MeHbmeM Mepe 45%, IO MeHbIeM
Mepe 50%, no MeHbmel Mepe 55%, no MeHbmelr Mepe 60%, IO MeHbIeM
Mepe 65%, no MeHbmen Mepe 70%, 0o MeHbIeM Mepe 75%, IO MeHbIeM
Mepe 80%, no MeHbmeM Mepe 85%, o MeHbmeld Mepe 90%, IO MeHbIeN
Mepe 95%, no MeHbmeM Mepe 96%, o0 MeHbmeM Mepe 97%, IO MeHbIEN
Mepe 98% mamM 1o MeHbHeM Mepe 99% nocJjgenoBaTesbHOCTM SEQ ID NO:
7. dparMeHTH MOTYT OHTH IO MeHBIIe Mepe Ha 95%, OO MeHBIIEN Mepe
Ha 96%, 1[0 MeHbmey Mepe Ha 97%, 10 MeHbmeM Mepe Ha 98% wmiIM 1o
MeHbIIeY Mepe Ha 99% TOMOJIOTMUHH @QparMeHTaM II0CJIeldOoBaTeJIbHOCTU
SEQ ID NO: 7. O®parMeHTH MOTYT OHBTHL IIO MeHblell Mepe Ha 80%, 1o
MeHbIIEV Mepe Ha 85%, no MeHbmel Mepe Ha 90%, DO MeHBIIEM Mepe Ha
91%, no MeHbmelM Mepe Ha 92%, O MeHbBIeM Mepe Ha 93%, IO MeHblleM
Mepe Ha 94%, 1o MeHbmel Mepe Ha 95%, 1o MeHbmel Mepe Ha 96%, IO
MeHbIIe Mepe Ha 97%, IO MeHbNeM Mepe Ha 98% MIM IO MeHbIIeM Mepe
Ha 99% wuIOeHTHMUHH OQpar'MeHTaM IocJjienoeaTenpHoCcT SEQ ID NO: 7. B
HEeKOTOPHX BapMaHTax peajmM3aluy M300peTeHMsa QpalMeHTH colepxXaT
[IOCJIenOBaTEJIEHOCTH, KOOUpyomme JIMOEPHY [IOCJIeDOBaTEJIEHOCTE,
TaKywn KakK, HallpuMep, JINOepHas [IOCJIeDOBaATEJIEHOCTE
VMMYyHOTJIOOYJIMHa, TaKyw KaK JHIepHasd I[OOoCcJHemoraTelIbHOCTE IgE. B
HeKOTOPHX BapMaHTax peajM3alMy M300peTeHUsa Qpal'MeHTH He colepxXarT
KOOUpyomye [IOCJIENOBATEJIEHOCTH, KOTOpPEHE KOOVPYIOT JIUOEPHY
[IOCJIeDOBATEJIbHOCTE . B HEKOTOPHX BapMaHTax pealin3aluyr MN300peTeHUd
bparMeHTH He ComepXaT KoIMpyllMe IIOCIelOoBaTeJIbHOCTM, KOTOPHe
KOOUPYT JIMOEPHYK  I[IOCJEeNOBaTeJIbHOCTE, Takyno Kak, HallpuMep,
JmimepHad [IOCJIeOOBaTeJIbHOCTE IgE.

[00148] Kpowme TOTO, AMMHOKMCJIOTHA S [I0CJIeDOBATEJIBHOCTD

KOHCeHCyCcHOoTO ©Oejika MAGEA4 npezncrasJjdgeT cobom SEQ ID NO: 8.
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AMMHOKMCJIOTHasa IIOCJIeOOBaATeJIbHOCTE KOHCEeHCYCHoTo Oejyika MAGEA4,
CBA3aHHOTO C JIMOIEepHOM IIocjiedoBaTelbHOCThID IgE, opencrTapjgeT
cobour SEQ ID NO: 8. AMMHOKMCJIOTHAaA [IOCJIeDOBAaTEJIbHOCTE
KOHCEHCYCHOTO HeJika MAGEA4, CBSA3aHHOTO c JIMOEepPHOM
nocjiegoBaTeJIbHOCTEID IgE, MoxeT OHTH CcBg3aHa ¢ HA-MeTKOM.

[00149] HekxoTOpHE BapMAHTH peajiM3aluM U300peTeHUSA OTHOCATCSH

Kk OeJikaM, KOTOPHE TI'OMOJIOTMUHH I[OCJeloBaTeJIbHOCTM SEQ ID NO: 8.

HexoTopte BapMaHTEH peannusaumnun n3obpeTeHmA OTHOCATCH K
VIMMY HOT'@ HHEIM BeJikamMm, KOTOPHE obJlaganT 95% TOMOJIOTUEN
OTHOCUTEJILEHO KOHCEHCYCHEIX OeJIKOBEIX nocJjienoBaTeNbHOCTEMN,
npmuBeneHHEx B SEQ ID NO: 8. HekxoToprle BapMaHTH peajM3alun

MSO@peTeHMH OTHOCATCSA K WMMMYHOTeHHBEM OeJikaM, KOTOPEE obJjiamanT

96% TOMOJIOTMEN OTHOCUTEJILHO KOHCEeHCYCHHX DeJIKOBEIX
[IocJjienoBaTeJIbHOCTEN, pmeBeneHHEIx B SEQ ID NO: 8. HexoTopre

BAPMAHTH peaji3aluy M300peTeHMdI OTHOCATCA K MMMYHOT'€HHEM OeJjikaM,
KOTOPHE obJjamanT 97% TOMOJIOTMEN OTHOCUTEJIBHO KOHCEHCYCHEIX
BEeJIKOBEIX IIOCJIeOOBaTEeJILHOCTEM, MNpMBeIeHHEHX B SEQ ID NO: 8.
HexoTopre BapMaHTE peannsanmnum n3obpeTeHmA OTHOCATCH K
VIMMyY HOT'@ HHEIM BeJikam, KOTOPHE obJjlagamnT 98% TOMOJIOTUEN
OTHOCUTEJIEHO KOHCEHCYCHEIX OeJIKOBEIX IOCJIENOBATENIBHOCTEN,
npMBeneHHEx B SEQ ID NO: 8. HexoToprle BapMaHTH peajM3alun
n300peTeHnd OTHOCATCA K MMMYHOTIeHHBM OeJikaM, KOTOpEe ofJjamarnT
99% TOMOJIOTHEN OTHOCUTEJIEHO KOHCEHCYCHEIX OeJIKOBEIX
IoCJyienoBaTeJIbHOCTEM, IIpuBedeHHHx B SEQ ID NO: 8.

[00150] HekxoTOoOphle BapMAaHTH peajiM3aluM U300peTeHUSI OTHOCATCSH
Kk ©OeJikaM, KOTOPHE MIOEHTMUHE IIoCJiefoBaTeJibHOCTM SEQ ID NO: 8.
HexoTopre BapMaHTEH peannsanmnum n3obpeTeHmA OTHOCATCH K
MMMYHOT'€ HHEIM BeJikaMm, ofJlamanilrMm AMMHOKMCJIO THOM
[IOCJIeNOBATEJIBHOCTEID, koTopasa Ha 80% MIOIeHTHMUHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMUCJIJIOTHEM IIOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 8. HexkoToptle BApPMaHTH  peajM3almvu U300peTeHnd
OTHOCATCHA K KVMMYHOT'EeHHEM OeJiKaM, oflajanmyM  aMMHOKMCJIOTHOM
[IOCJIeDOBATEJIBHOCTE, KOoTopas Ha 85% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 8. HexkoTopLle BApMaHTH  peajM3alumu MU300peTeHUd
OTHOCATCHA K KMMYHOT'E€HHEM OeJikaM, ofajanilyM  aMUHOKMCJIOTHOM
[IOCJIeDOBaTEJIbHOCTED, koTopasa Ha 90% MIOIeHTMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHBEM B
SEQ ID NO: 8. HexoTopEle BaAapMaHTH  peajmM3alumMm M300peTeHUd

OTHOCATCA K VMIMMYHOTI'€HHEIM OeJikaM, oOJlamanimMm aMMHOKMCJIO THOM
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[IOCJIeDOBaTEJILHOCTEID, kKoTopasa Ha 91% MIOIeHTMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 8. HexkoToptle BaAapMaHTH  peajmMs3alumm M300peTeHUd
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofbJlaZanlM  aMUHOKMCJIOTHOM
IOCJIENOBATEJILHOCTEID, KoTopasd Ha 92% MOeHTMYHa I[IOJIHOPpa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIeOOBaTeJILHOCTAM, IIPUBEIOEeHHEM B
SEQ ID NO: 8. HexoToptle BapMaHTH peaju3aluy MU300peTeHud
OTHOCATCHA K KVMMYHOT'€HHEM OeJikaM, oblajanmyM  aMUHOKMCJIOTHOM
[IOCJIeNOBATEJIbHOCTEID, KoTopasa Ha 93% MIeHTHMUYHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBaATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 8. HexkoToptle BApPMaHTH  peajlusaluu Un300peTeHu4d
OTHOCATCHA K KVMMYHOT'e€HHEM OeJiKkaM, oflajanimyM  aMUHOKMCJIOTHOM
[IOCJIeDOBATEJIBHOCTEL, koTopasa Ha 94% MIOIeHTHMUHa IIOJIHOPa3MepPHBEM
KOHCEHCYCHEM aMUMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 8. HexkoTopHle BApMaHTH  peajlM3alumu U300peTeHud
OTHOCATCHA K KMMYHOT'E€HHEM OeJiKaM, oflajanimyM  aMUHOKMCJIOTHOM
[IOCJIeDOBaTEeJIbHOCTE, kKoTopasa Ha 95% MIOIeHTHMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 8. HexkoTopEle BApMaHTH  peajM3alumm M300peTeHUd
OTHOCATCH K MMMYHOTEeHHEM OeJikaM, ofblajanlyM  aMMHOKMCJIOTHOM
[IOCJIenOBAaTEJIbHOCTEID, KOoTopasa Ha 96% MIeHTMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIEeOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 8. HexkoTopte BapMaHTH peaju3alun MU300peTeHnd
OTHOCATCA K MMMyHOTEHHEM OeJiKaM, oBJyamamnmyM  aMMHOKMCJIO THOM
[I0CJIeNOBATEJILHOCTEID, KoTopad Ha 97% MOEeHTMUYHa I[IOJIHOPpa3MepHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBaATEeJIbHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 8. HexkoToptle BapMaHTH  pealmMs3alumu U300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJiKaM, ofblajanlyM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIBHOCTEID, KoTopasa Ha 98% MIOIeHTHMUHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 8. HexkoToptle BApPMaHTH  peajM3almu U300peTeHnd
OTHOCATCHA K KVMMYHOT'EeHHEM OeJiKaM, oflajanmyM  aMMHOKMCJIOTHOM
[IOCJIeDOBATEJIBHOCTE, koTopasa Ha 99% MIOIeHTHMUHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 8.

[00151] B HEeKOTOPHX BapMaHTax peajiM3aluu M300peTeHUs OeJIOK
He COHOEPXUT JIMIOEPHYK IIOCJIeNOBaATEeJIbHOCTLE. B HEKOTOPHX BapMaHTax
peanmszanmum n300peTeHnd DeJiok He COOEPXUT JIMOEPHYIO
[I0CJIenOBAaTEJIbHOCTD IgE. dparMeHTEl KOHCEHCYCHHX OeJIKOB MOTYT

comepXaTb I10 MeHbmey Mepe 10%, 1o MeHbmel Mepe 15%, 0O MeHbIEN
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Mepe 20%, no MeHbmeM Mepe 25%, 1o MeHbmenm Mepe 30%, IO MeHbIEN
Mepe 35%, no MeHbmenm Mepe 40%, 1o MeHbmel Mepe 45%, IO MeHbIEN
Mepe 50%, no MeHbmenm Mepe 55%, no MeHbmenm Mepe 60%, IO MeHbIEN
Mepe 65%, 1o MeHbmelm Mepe 70%, IO MeHbIleM Mepe 75%, IO MeHbIIeM
Mepe 80%, 1o MeHbmeM Mepe 85%, 1o MeHbmeM Mepe 90%, IO MeHbIeM
Mepe 95%, 1o MeHbmeM Mepe 96%, 1[I0 MeHbmeM Mepe 97%, IO MeHbIeM
Mepe 98% MM IO MeHbIIeM  Mepe 99% KOHCEHCYCHOTO BeJika.
VMMYyHOT eHHEEe QpaTlMeHTH IocJeloBaTeJbHOCTM SEQ ID NO: 8 MOTyT
BHITEL I[IpeldoCTaBJIeHH . JVMMyHOTeHHEe (QpaTlMeHTH MOITYT COIOepPXaTb IIO
MeHbme Mepe 10%, 1o MeHbmeV Mepe 15%, no MeHbmel Mepe 20%, 1o
MeHbmel Mepe 25%, 0o MeHbmel Mepe 30%, N0 MeHbmeM Mepe 35%, 1o
MeHbmel Mepe 40%, 0o MeHbmel Mepe 45%, 0o MeHbmel Mmepe 50%, 1o
MeHbme¥ Mepe 55%, 1o MeHbmel Mepe ©60%, OO MeHbIeM Mepe 65%, 1o
MeHbme¥ Mepe 70%, 1[I0 MeHbmeV Mepe 75%, 0o MeHbmeV wMepe 80%, 1o
MeHbmeM Mepe 85%, 0o MeHbme¥ Mepe 90%, 0o MeHbmeM Mepe 95%, 1o
MeHbIIeV Mepe 96%, [0 MeHbNeM Mepe 97%, 00 MeHbmeM Mepe 98% uam
10 MeHbIeW Mepe 99% nocraemorBaTeJbHOCTM SEQ ID NO: 8. B HEKOTOPHX

BapMMaHTaxXx pealJims3alunm MSO@peTeHMH @paPMeHTH comepxarT JIMOEPHYIO

[10CJIe0OBaTEeJILHOCTE, TaKylo Kak, HamnpuMmep, JuaepHas
[10CJIe0OBaTEeJILHOCTD VMMYHOTJIOOYJIMHA, Takasd Kak JuoepHas
[10CJIe0OBaTEJILHOCTD IgE. B HEeKOTOPHX BapuaHTax peanusauuu

nz30bpeTeHrsa Qparl'MeHTH He CcoIepXaT JMIEPHY [HOCJIemOBaTeJIbHOCTh. B
HEeKOTOPHX BapMaHTax pealu3aluy M300peTeHMsa QpaTlMeHTH He coIepXarT
JIMIOEPHYK IOCJeNoBaTeJIbHOCTE, Takyrn Kak, HallpuMep, JIMaoepHasa
nocjienoBaTeJIbHOCTE IgE.

[00152] VmMMmMyHOTeHHEE (parMeHTH OeJIKOB C aMMHOKMCJIIOTHEMM
IocJyIeIoBaTEeJILHOCT IMM, T'OMOJIO MU HEIMI VIMMYHOT'€HHEIM dparmMeHTaM
nmocjenoBaTeJibHOCTM SEQ ID NO: 8, MoOryT OHTH OpelocCTaBJIeHH. Takue
VMMYyHOTEHHEe (QparMeHTH MOTYT CcoIepXaThb II0 MeHble¥ Mepe 10%, 1o
MeHbmel Mepe 15%, 0o MeHbmel Mepe 20%, 0O MeHbmeM Mepe 25%, 1o
MeHbmel Mepe 30%, [0 MeHbmelM Mepe 35%, 0o MeHbmel Mepe 40%, 1o
MeHbmel¥ Mepe 45%, 1o MeHbmel¥ Mepe 50%, 0o MeHbmel Mmepe 55%, 1o
MeHbme¥ Mepe 60%, IO MeHbmeM Mepe 6©65%, 0o MeHbmeM Mepe 70%, 1o
MeHbme¥ Mepe 75%, 0o MeHbme¥ Mepe 80%, OO MeHbmeM Mepe 85%, 1o
MeHbme¥ Mepe 90%, 1o MeHbmeM Mepe 95%, 0o MeHbmeM Mepe 96%, IO
MeHbIIeM Mepe 97%, OO MeHbBmeNM Mepe 98% wWIM IO MeHbIleM Mepe 99%
BeJIKOB, KOTOpHe Ha 95% wmiam ©6oJee TOMOJOTMUYHE II0OCJEeNOBaTEeJILHOCTHU
SEQ ID NO: 8. HexkoTopEle BApMaHTH  peajM3alummM M300peTeHud
OTHOCATCS K MMMYyHOTEeHHHM OQparMeHTaM, obOJamaimuM 96% TOMOJIOTHUEN

OTHOCHUTEIJIBHO VMIMMYHOT'€HHEIX @paPMeHTOB KOHCEHCYCHEIX DeJIKOBEIX
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IocjeoBaTeJILHOCTEM B  JaHHOM  OOKyMeHTe. HexoTopre  BapMaHTH
peaguzauuy u300peTeHMSI OTHOCATCA K MMMYyHOTEeHHEIM OdpaTlMeHTaM,
obJyapmanmyM 97% TOMOJIOTMEN OTHOCUTEJIBHO MMMYyHOTEHHHEHX O(GparMeHTOB
KOHCEHCYCHHX OeJIKOBHX I[IOCJIeOOBAaTeJIbHOCTEeNM B HaHHOM HOOKyMeHTe.
HexoTopre BapMaHTH peaamu3alunm nz3obpeTeHns OTHOCATCSA K
VMMYHOTEHHEM OdparMeHTaM, obJjamalmyM 98% TOMOJIOTHMEN OTHOCUTEJILHO
VIMMYHOT'€HHEIX bparMeHTOB KOHCEeHCYCHHX DeJIKOBEIX
mocjiefoBaTeJILHOCTEM B JaHHOM  OOKYMeHTe. HexoTopre  BapMaHTH
peadu3zaluy U300 peTeHMsS OTHOCATCS K MMMYyHOTEHHBIM (paIlMeHTaM,
obnamanmyM 99% TOMOJIOTHENM OTHOCHUTEJNIBHO WVMMYyHOT'EHHHX OGparMeHTOB
KOHCEHCYCHHX OeJIKOBEIX II0CJIeIOBaTeJIbHOCTEY B IaHHOM IOOKyMeHTe. B
HEeKOTOPHX BapMaHTax peajJu3aluy M300peTeHMsa (QparMeHTH CcoIepXaT
JMUIEePHYID IIOCJedOoBaTeJIbHOCTL, Takyo Kak, HanopuMmep, JMnepHas
IOCJIeIOBaTEJILHOCTE VMMYyHOTJIOOYJIMHA, Takasg Kak JMunepHas
IIoCJIeIOBaTEJILHOCTE IgE. B HEeKOTOPEIX BapuaHTax peaau3aluun
nz30bpeTeHrsa QGparMeHTH He coIepXaT JMIEPHY [HOCJIedOoBaTeJIbHOCTL. B
HEeKOTOPHX BapMaHTax peaju3aluy M300peTeHUsS O(parMeHTH He COoIOepXar
JUIEePHYD II0CJeNoBaTeJIbHOCTE, Takymn Kak, HalopuMep, JuoepHasa
[IocJjienoBaTeJIbHOCTE IgE.

[00153] UVMMyHOTeHHEE OQparMeHTH OeJIKOB C aMUHOKMCIIOTHBMM
IIOCJIeIOBATEJILHOCT MM, VIO EeHTUUHEMHI VMMYHOT € HHEIM bparmMeHTaM
nocjyenoraTeJsibHOCTM SEQ ID NO: 8, MoOryT OHTBH NpelocTaBJIeHH. Takue
VMMYHOTEeHHEHEe O(QparMeHTH MOTYT CcoIepXaThb I10 MeHbmel Mepe 10%, 110
MeHbIle Mepe 15%, no MeHbmen Mepe 20%, 10 MeHbmel Mepe 25%, 110
MeHbmeM Mepe 30%, 1o MeHbmeW Mepe 35%, 1o MeHbmel Mmepe 40%, 110
MeHbIe Mepe 45%, no MeHbmen Mepe 50%, no wMeHbmed Mepe 55%, 1o
MeHbmel Mepe 60%, 1[I0 MeHbmelM Mepe 65%, no MeHbmen wMmepe 70%, 1o
MeHbIIe Mepe 75%, 0o MeHbmen Mepe 80%, 1o MeHbmelM Mepe 85%, 10
MeHbmel Mepe 90%, o0 MeHbmel Mepe 95%, 0o MeHbmeM Mepe 96%, IO
MeHbIe Mepe 97%, [0 MeHbmeM Mepe 98% WIM IO MeHbIeM Mepe 99%
BesikOB, KOTOpPHEe Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98% wmim 99% MIOIEeHTHMUHH AaMMHOKMCJIOTHEIM IIOCJIedOBAaTeJILHOCTIM,
npuBeleHHeM B SEQ ID NO: 8. B HeKOTOPHX BapMaHTax peajm3alun
nz3o0bpeTenus Q(parMeHTH  comOepXaT JMIOePpHYID IIOoCJIemoBaTeJIbHOCTE,
Takymo Kak, HaopuMep, JunoepHas IoCJIeIOoBaTEJILHOCTE
UMMYyHOTJIOOYJIMHAa, Takasd Kak JiMIepHas I[ocjleloBaTelJIbHOCTE IgE. B
HEeKOTOPHX BapMaHTax pealu3aluy u300peTeHMsa QpaTlMeHTH He coIepxaT
JMUIEePHYI IIOCJHIeIOoBaTeJIbHOCTL. B HEKOTOPHX BapMaHTax pealmMs3alluu
n30bpeTeHrsa OQparMeHTH He CcomepXaT JMIEePHYK II0CJedoBaTeJIbHOCTE,

TaKyln Kak, HalpuMmep, JuIepHas IIocjemoBaTesibHOCTEL IgE.
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[00154] CorJylaCHO WM3JIOXKEHHOMY B TaHHOM IOKYMeHTe B OTHOIEHUU
COeNMHEHMS CUTHAaJIbHOTO INeNTUIa WM JIMOSPHOM IIOCJIeNOBATEJBHOCTU C
N-xoHIIOM OeJIka, CUTHAJbHEM [IenTun/JIuIepHas I[I0CJIeIOoBaTeJIbHOCTE
3aMemaeT N-KOHLEBOM MeTHMOHUH OeJjika, KOTOPHM KOOUPYETCS CTapTOBHM
KOIOHOM HYKJIEOTMIHOM I[OCJIeNOoBaTeJIbHOCTM, 3aTeM KOoOupyeT OeJlok
6e3 KOIMPYHIMX CUITHAJLHEM IIelTUl [I0CJIeOTOBRaTeJILHOCTEMN.

(5) T'opMOH, BHCBOOOXIAaKIMM TOpMOH pocTa (GHRH)

[00155] BaklLmMHa I[IO HaCTOAMEMY M300peTeHMI MOXeT CoIepXaThb
PaKOBHM aHTUTeH I'OPMOH, BHCBOOOXIDAKMMUM TOpPMOH pocTa (GHRH; Takxe
M3BECTHEM Kak (akKTop, CTUMYyJIMPYIIMM BHOEJIeHMEe TOpMOHa pocTa (GRF
i GHREF), miIM COMaTOKPMHMH), eI'0 dpal'MeHT WM eTl'o BapmaHT. GHRH
npencraBJjsgeT cobon 44 AMMHOKMCJIO THHIM NenTUIHBM TOPMOH,
BHpabaTHBaeMBll B apKyaTHOM sAIpe TunoTalaMyca. GHRH cekxpeTupyeTcsd
TUIIOTAJIaMyCOM ¥ CTUMYJIMPYET BHIOEJIEHMEe TOpMOHAa poCTa, PeryJaTop
pocTa, MeTaboJMzaM M COMaTHMUeCKoe  CTPpOeHHMe, 13 TOUTYUTapHOU
XKeJIe 3. GHRH TaKXxe CTUMYJIMPYeT IPOOYyKT TOpPMOHAa pocTa.
AgTaroHmcTe GHRH MOTyT MHIMOMPOBATH pPa3BUTHE Pa3JIMUHEIX BUIOB
paka, HalpuMep, OCTeocCapkoM, T1auobjacToM, paka IIpeldcTaTesJIbHOM
XKeJle3H, paka I0UYKM, paKa I[IOIXeJIlyOOUHOM XeJle3H, paka OOOIOYHOM U
OpsAMOM KMIIKM, a TakKXe paKa MOJIOUHOM XxeJie3n. COoOTBeTCTBeHHO, GHRH
MOXeT IpeICTaBJIATE COOOM aCCOUMMPOBAHHEIM C Pa3JIMUHBEIMKM OIIYyXOJISAMU
QHTUTEH.

[00156] AHTUTEH GHRH criocoBeH VMHOYyLMPOBaTh QHTUTEeH—
cneuromueckutt T—-KIJIETOUHBIA M/MUJIM MHTEHCUBHHN TI'YMOPAJILHBM WMMMYHHHE
OTBETH, TeM CaMbM MHIOYLUMPYS WM BHBHBAasS MMMYHHHM OTBET, KOTOPHIM
HampaBJIeH Ha pakK WIM ONYyXOJbk WIM pearupyeT Ha HUMX DKCIpeccuen
aHTUTeHa. B HEKOTOPEHIX BapMaHTax peannsaumnum n300peTeHnd
VMHIOIYUMPOBAHHEM WJIM BHS3BaAHHBM MMMyHHEM OTBET MOXeT IIpPeldCcTaBJIATH
cobon KJIETOUHRHIM, T'YyMOPaJlb HEIM MM Kak KJIETOUHRI, Tak u
TYMOPAaJIbLHHY MVMMyHHEE OTBETH. B HEKOTOPHX BapuaHTax peaju3alluu
n300peTeHMa UMHOYUMPOBAHHHEM WMJM  BHBBAHHHM KJIETOUHBM  MMMYHHBIN
OTBET MOXET BKJIOUATL MHIOYKUIMIO WM CeKpeluon IaMMa-MHTepbepoHa
(IFN-v) u/uiau daKTopa HeKposza onyxoJjer anbdpa (TNF-o). B Opyrmux
BapMaHTax pealM3aluu U300peTeHud UWHIOYLUMPOBAHHEM WM BE3BaHHBEM
VMMYHHE OTBEeT MOXeT YyMeHbIaThk WM MKHIUMOMPOBATE OIMH WM Oojiee
baxTOPOB cylpeccumn VIMMYHHOTO oTBETA, KOTOPHE CTUMYJIUPYIOT
PazBUTHE OINYXOJMU WIM paka, D3BKCIPeCCUpYd aHTUTeH, Hallpumep, 0e3
OT'paHMueHrd ¥MM, OQakKTOpH, IomaBjdomMe npeseHTauuio MHC, (axToOpH,
AKTUBMPYKIIME AHTUTeH—ClleluduuecKme PeryJIATOPHEE T—kJIeTKM

(Tregs), PD-L1, FasL, LIMTOKWHEH, TakMe kak I1L-10 wu TFG-8,
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ACCOUMMPOBAHHEE C ONYyXOJIBD MakKpodpalM, acCOLUUMMPOBAHHEE C OIYXOJLI
dnbpobiiacTH, pPacTBOPUMEIE baKTOpPH, NpOonOyLUpPyeMEle VIMMY HHEIMI
KJIeTKaMu—-cylnpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 u MOJIEKYJIH
VMMYHHEIX KOHTPOJIBHEIX TOUeK, UTO BoJiee NOOPOOHO ONMCaHO HUMXE.

[00157] AHTMTeH GHRH wMoxeT comepxaTb SIOMTONE  OeJIKOB,
KOTOPHE [OejlalnT MX 0CO0eHHO 5OPeKTUBHHMM B KadeCTBe MMMYyHOI'€HOB,
Ha KOTOPHEe MOT'YT MHOYLUMPOBATHLCA MMMYHHEEe OTBeTH K GHRH. AHTHUTeH
GHRH wMoxeT coIepXaTh I[IOJIHOPA3MEpPHHEM IIPOOYKT TPaHCIALUUM, ero
BapMaHT, ero (parMeHT WM WUX KoMOMHaluiow. AHTUMTIeH GHRH MOXeT
cComepXaThb KOHCEHCYCHHM OeJIoK.

[00158] HykJIeoTHIHYIO riocJjlefoBaTeJIbHOCTL, KOOUPYIIIYO
KOHCEHCYCHHM aHTureH GHRH, MOXHO OITUMU3MPOBATL B OTHOIWEHUU
YaCTOTH MCIIOJBE30BAaHMA KOIOHa M COOTBETCTBYKIMX PHK-TPaHCKPUIITOB.
HyxkJeMHOBas KMCJIOTa, KOOMPYKIMAas KOHCEHCYCHHM aHTUTeH GHRH, Moxem
OHITL KOOOH— ¥ PHK ONTUMMM3UPOBAHHOM IJS DKCIPEeCcCUM. B HeKOTOPHIX
BapmMaHTax peanmsanmnuu n300peTeHnd HYKJIEOTUOHAa S
IOCJIeIOBATEJIbHOCTEL, KOOMPYKMas KOHCEHCYCHEM aHTureH GHRH, wMoxeT
comepXxaTh IIOCJIemDOBaTeJIbHOCTE Kos3ak (HanpuMmep, GCC ACC) oJisa
YBeJIMUeHNn A 20OEeKTUBHOCTHU TPaHCIIALUNA . HyxkJenHoOBada KMUCJIOTa,
KOoOupyKllasd KOHCEeHCYCHHM aHTuIeH GHRH, MoXeT coIepXaTh HEeCKOJBLKO
CTOII-KOINOHOB (HamnpuMep, TGA TGA) a4 yBeJguueHUsI >0PeKTUMBHOCTHU
TepM/HALUY TPaHCIIALUNA.

[00159] HykJjieMHOBa4g KMCJIoTa, KoOoupyola s KOHCEHCYCHEIM
anTured GHRH, MOxXeT TakXe KOIMPOBATE JIMOEPHYI [IOCJIEeOOBaATEeJIbHOCTH
MMMYHOTJIODYJIMHA E (IgE) . HykJjienmHorasa KMcJora, Kooupyoma g
KOHCEHCYCHBM AHTUT EeH GHRH, MOXeT OOTIOJIHUTEJIEHO KOIOMPOBATE
JIMOEPHYIO [IOCJIeOOBaATEJIbLHOCTE IgE TakKMM obpasoM, yTo
AMMHOKMCJIOTHaAA  I[IOCJeOOBaTeJIbHOCTE JMIEePHOM  IIOCJeloBaTeJILHOCTHU
IgE CBA3LEBAaETCA C AMMHOKMCJIOTHOM [I0CJIeDOBaTeJIbHOCTELIO
KOHCEHCYCHOTO aHTUT eHa GHRH INenTUIHOM CBA3LI0. HykJjienHoBasa
KucJjiora, KoIoVpyKla g KOHCEHCYCHEI aHTureH GHRH, MOXeT Taxkxe
comepXaThb HYKIJIEOTHUIHYID IIOCJeOOBaATEeJIbEHOCTL, KOOUPYIIYD JIMIEPHYIO
[IOCJIEOBATEJIEHOCTE IgE. B HEKOTOPEIX BapMaHTax peanmsanmnuu
n300peTeHrsa HYKJeMHOBad KMCJIOTa, KOOMpYyKIas KOHCEeHCYCHHM aHTUIeH
GHRH, He wumMeeT MM He COLDEPXUT HYKIJIECOTHUIHYID I[IOCJIEeODOBaTEJIbLHOCTE,
KOOUPYRIIYID JIMOEPHYID [IOCJenoBaTeJIbHOCTE IgE.

[00160] KoHceHCYCHEM aHTMT'eH GHRH MoxeT HOpelcTaBJIATL Cobou
HYKJIEOTHUIOHYK IIOoCJienoBaTeJIbHOCTE SEQ ID NO: 9, koTopad KOOUPYET
AMMHOKMCJIOTHYIO IIOCJIEOOBATEJILHOCTE SEQ ID NO: 10.

llocnemoBaTeJbHOCTE SEQ ID NO: 9 komouMpyeT KOHCEHCYCHHM OeJIok
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GHRH, CBA3aHHHM C JMIEPHOM IMIOCJemoBaTeJIbHOCThI IgE. KoHCeHCYCHHM
Besiok GHRH MoXxeT OHTH CBS3aH C JMIEPHOM I[IOCJelOoBaTeIbHOCTBI IgE
n HA-mMeTKOM. B OIPYyITUX BapMaHTax peanmszaunm n300peTeHnd
KOHCeHCyCHHM 0OeJiok GHRH MOXeT He coIepXaThk WMJIM He OHTb CBA3aHHBEM
C JIMOEPHOM IocJenoBaTelJIbHOCThEI IgE 1/miam HA-MeTKOM.

[00161] B  HeKOTOpPEHIX BapMaHTax peajlMsauumy  MU300peTeHud
KOHCEHCYCHHM aHTureH GHRH MoXxeT MNpencTaBJISTb CcoB0O0M HYKJISOTUIHYIO
IocJjleIoBaATEJILHOCTEL, o6Jamalmyilo II0 MeHblell Mepe okoJo 80%, 81%,
82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% wmm 100% MIOEHTUMUHOCTLIO IIO BCeM MOJIMHEe
HYKJIEOTHIHOM IIOCJIeIOoBaTeJIbHOCTHM, IMOIpMBeIdeHHoOM B SEQ ID NO: 9. B
IPYITUX BapMaHTax pealu3aluuy U300peTeHMsS KOHCEHCYCHHM aHTUITeH
GHRH MoXxeT IOpedCcTaBJIATL cobo¥ HYKIJISOTUIHYID II0CJedoBaTelIbHOCTDL,
KOoTopad KOIOUPYET AaMMHOKMCJIOTHYI I[IOCJIeNOBaATEJILHOCTE, OoO6Jananiyr
10 MeHbBIIEM Mepe okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wiu
100% UOEHTUUYHOCTBIO rio BCeM OJIVHE AMMHOKMCJIO THOM
IocjieIoBaTeJILHOCTH, OpuBeleHHoM B SEQ ID NO: 10. KOHCEHCYCHHM
AHTUT eH GHRH MOXeT IpencrarJjIaTh cobom AMVHOKMCJIOTHVYIO
IoCJIeIoOBaTeJIbHOCTEL, ob6Jamanmyl II0 MeHbMer Mepe okoJo 80%, 81%,
82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% wmium 100% MOEHTUMUHOCTLIO IIO BCeM IOJIMHEe
AMVHOKMCJIOTHOM IIOCJIeHOBATEJILHOCTM, IIpuBeIeHHOM B SEQ ID NO: 10.

[00162] HekoTOpHE BapMAaHTH peajiM3aluM U300peTeHUSA OTHOCATCSH
K HYKJI€OTUIHEIM [IocJiegoBaTeJIbHOCTAM, KOIOVPYIOLMM OeJiku,
TOMOJIOTMUHEE KOHCEeHCyCcHOMY OeJiky GHRH, MMMyHOT'eéHHOMY OQparMeHTy
KOHCEHCYCHOTO Oejyika GHRH ¥ WMMMYHOTE€HHBM QparMeHTaM T'OMOJIOTUUYHBIX
BeskoB. Takue MOJIEKYJIEL HYKJEMHOBEIX KMCJIOT, KOTOPHE KOOUPYIOT
VMMyHOT eHHEHe 0OeJikM, ofbJjajanmue o 95% TOMOJOIMM OTHOCUTEJILHO
KOHCEHCYCHOM IIOCJIEODOBATEJILHOCTM, OO 96% TIOMOJIOTMM OTHOCHUTEJILHO
KOHCEHCYCHOM IIOCJIEODOBAaTEeJILHOCTM, DO 97% TIOMOJIOTMM OTHOCHUTEJILHO

KOHCEHCYCHOM IIOCJIEODOBAaTEeJILHOCTM, =IO 98% TIOMOJIOTMM OTHOCHUTEJILHO

KOHCEeHCYCHOM [IOCJIEOOBATEJIBHOCTHU " oo 99%, MOTYT OBITH
IpenoCTaBJIEHH . AHAJIOTUMUHEM oBpaszomM, TaKxe IpenoCTaBJISRTCH
HYKJIEOTUIHEE IoCJIeOOBaTEJILHOCTH, KOIOVpyoIme VIMMYHOT' €HHEIE

bparMeHTH, IpuBeleHHEEe B  ITaHHOM IOKYMeHTe, M  UMMYyHOTE€HHEIe
bparMeHTH OeJIKOB, KOTOPHE ITOMOJIOTMYHE 0OeJikaM, IIpUBEeIeHHEM B
DaHHOM OOKYyMeHTe.

[00163] HekOTOpHE BapMaHTH peajiM3aluy U300peTeHUda OTHOCATCH

K  MOJIEKYyJIaM HYKJIEVMHOBEX KMCJIIOT, KoIIMpymrM VIMMYHOTI'€HHEE OeJiku,
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obJjlajanmme 95% DoOMOJIOTHMEM OTHOCUTEJILHO HYKJIEMHOBOM  KUCJIOTH,
KOOUpyKIen IOoCJedoBaTeJIbHOCTM B IOaHHOM HOKyMeHTe. HekKoTophe
BapMaHTH peanmn3alnmu n3obpeTeHnd OTHOCSATCHA K MOJIEKYJIaM

HYKJIEMHOBEIX KUCJIOT, KOOMPYIMMM MMMyHOTeHHBe OeJiku, ofJanawomme

96% TOMOJIOTMEM OTHOCUTEJIbLHO HYKJIEMHOBOWM KMUCJIOTH, KOIUPYIENR
IOCJEeNOBaTeJIbHOCTM B  HAHHOM  IOOKYMEHTe. HexoTophe  BapMaHTH

peanusaluu M300peTeHMI OTHOCATCH K MOJIeKyJlaM HYKJIEMHOBHX KUCJIOT,
KOOUPYIIOIMM MMMYHOT' €HHEIE DeJiku, obJlamanmme 97% TOMOJIOTMEN
OTHOCUTEJILHO HYKJIEMHOBOM KMCJIOTH, KOIMPpYIIEM II0CJIedOoBaTeJIbLHOCTH
B IaHHOM HIOOKYMeHTe. HekKOoTOphEEe BapMaHTH peaJu3aluy Kn300peTeHusd
OTHOCATCH K MOJIeKyJIaM HYKJIEMHOBEIX KMCJIOT, KOOUPYIIMM
VMMYyHOT eHHEe  OeJKHU, obJlaganmye 98% TOMOJIOTMEN  OTHOCUTEJILHO
HYKJIEMHOBOW  KMUCJIOTH, KoOupyolmey TIocJeOoBaTeJJbHOCTM B OaHHOM
OOKYyMeHTe. HeKOTOpHE BapMaHTH peallM3alluu M300peTeHMSa OTHOCATCH K
MOJIEKYJIaM HYKJIEMHOBEIX KMCJIOT, KOIVUPYKIMM WMMyHOTEeHHEEe OeJIKH,
obJjlajanmme 99% ToOMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KMCJIOTH,
KoOupyKlIen I[I0CcJedoBaTeJIbHOCTM B HOaHHOM IJOKYyMeHTe. B HeKOTOPHX
BapMaHTax pealr3aluy U300peTeHMd MOJIEKYJIEI HYKJIEMHOBHEX KMCJIOT C
KOIVPYKRIUMU IIOCJIENOBATEJIbHOCTAMM, OIMCAHHEIMM B JaHHOM JIOKYMEHTE,
KOTOPHE TOMOJIOTMUHE KOOMPYKIEeN I[I0CJeldOoBaTeJIbHOCTM KOHCEHCYCHOTO
BeJika, OIIMCaHHOTO B OaHHOM OOKYMEHTE, BKJIOY AT
[IOCJIEeOOBRATEJIBHOCTY, KOOUPYIIMEe JIMIOEPHYID IIOCJemoBaTeJIbHOCTE IgE,
CBABaHHYI C 5'-KOHLIOM KOOMPYKMEM II0CJIeNOoBaTeJILHOCTY, KOoOupyoilen
TOMOJIOTMUHEIE  [IOCJIeNOBaTEJIbHOCTU  OeJIKOB, ONMCaHHEE B  IOaHHOM
OOKYMEHTE.

[00164] HekxoToOpHEe BapMaHTH peajM3aluy U300peTeHUS OTHOCATCH
K HYKJI€O TUIHEIM nocJiegoBaTeJIbHOCTAM, KOIVPYIMM BeJku c
omnpeleJIeHHBEIM IIPOLIEHTOM MIOEHTUUHOCTM OTHOCHUTEJIBHO II0JIHOPAa3MEPHOTO
KOHCEHCYCHOTO ©OeJjika GHRH, WUMMYyHOTEHHOTO OQparMeHTa KOHCEHCYCHOTO
HeJika GHRH " MMMYHOTI'€HHEIX bparMeHTOB DeJIKOB, oBJlamanmmx
MIOIEHTUUHOCTHLIO OTHOCUTEJILHO KOHCEHCYCHOTO HeJika GHRH. Takue
MOJIEKYJIH ~ HYKJIEMHOBHIX  KUCJIOT, KOTOPHE KOOVMPYIRT MVMMYHOT'€HHHE
BeJku, obBJlamanmme oo 80% MIOISeHTUMYHOCTHU OTHOCHUTEJILHO
IIOJITHOPA3MEPHOM  KOHCEeHCYCHOM TocJjienoBaTelbHOoCTM GHRH, 1o 85%
MIOEHTUYHOCTHU OTHOCHUTEJBHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM
riocJjlenoBaTeJIbHOCTHU, jife) 90% MOEHTUYHOCTU OTHOCUTEJILEHO
IIOJIHOPA3MEPHOM  KOHCEeHCYCHOM TIocJjienoBaTesbHoCcTM GHRH, 1mo 91%
UIOEHTUYHOCTHU OTHOCUTEJIBLHO IIOJIHOPal3MepHOM KOHCEeHCYCHOM
[IoCJIefOoBaATEJIbBHOCTHU GHRH, 0o 92% MOEHTUUYHOCTHU OTHOCUTEJILHO

IIOJIHOPA3MEPHOM KOHCEeHCYCHOM TIocJjienoBaTesibHoCcTM GHRH, 1o 93%
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UIOEHTUYHOCTHU OTHOCUTEJIBHO IIOJIHOPal3MepHOM KOHCEeHCYCHOM
rIocJlefoBaTEeJIbHOCTHU GHRH, pife) 94% MOEHTUUYHOCTHU OTHOCUTEJILHO
IIOJIHOPAa3MEPHOM KOHCEeHCYCHOM TIocJjienoBaTesibHoCTM GHRH, 1o 95%
UIOEHTUUYHOCTU OTHOCUTEJILHO [IOJIHOPa3MepPHOM KOHCEeHCYCHOM
[IOCJIEDOBATEJIBHOCTHU GHRH, 0o 96% MOEHTUYHOCTHU OTHOCUTEJILHO
IIOJIHOPAa3MEpPHOV  KOHCEeHCYCHOM IocjiemoBaTeJbHOCTM  GHRH, oo 97%
UOEeHTUUYHOCTHU OTHOCUTEJIBEHO IOJIHOPa3MepHOM KOHCEHCYCHOM
IoCcJIefOoBaTeJIbHOCTHU GHRH, oo 98% MOEHTUYHOCTHU OTHOCUTEJILHO
IIOJIHOPAa3MEpPHOV KOHCEHCYCHOM IocjemoBaTesibHOCTM GHRH m mo 99%
MIOEeHTUYHOCTHU OTHOCHUTEJIBHO [IOJIHOPa3MepPHOM KOHCEeHCYCHOM
nocyenopaTesibHOCTM GHRH, ™MoOTyT OHBHTH OPelOoCTaBJIEHHE. AHAJIOTUUHBEM
oBpa30oM, TaKxXe TIIPpeloCTaBJIAKTCS HYKJIEOTHMIHHE II0CJIeIOBaTeJIbHOCTH,
KOoIVpyomme VIMMY HOT'€HHHEIE bparMeHTH, [IPMBEeIeHHEE B OaHHOM
OOKYMEHTE, Y  MMMYHOT'€HHHE bparMeHTEH ~ OEJIKOB c aHaJIOTUYHEM
[IPOLIEHTOM WMIOEHTHMYHOCTHM, KaK VYKa3aHO BHIIe, OTHOCUTEJIBHO OEJIKOB

GHRH, omImMcaHHEIX B IOTaHHOM IOOKYMEHTEe.

[00165] B HEKOTOPHIX BapMaHTax peannsalnmnum n300peTeHn
HYKJIEOTHUIOHAA [IOCJIENOBaTEJBHOCTE He COOEPXUT KOOVPYIY
[IOCJIENOBATEJIBHOCTE, KoTOpad KOOUpyeT JIUOEPHYIO

IIOCJIENOBATENBHOCTE. B HEKOTOPHX BapMaHTax peaM3aluy M300peTeHUsd
HYKJIEOTUOHASL IOCJIENOBATEJBHOCTE He COnEepXUT KOOUP YOI
IIOCJIENOBATEJIBHOCTE, KOTOpasd KOOUPYET JMIEPHYK I[IOCJeNOBaTeJIbHOCTDH
IgE.

[00166] HekxoToOphle BapMaHTH pealiM3aluM U300peTeHUSA OTHOCATCSH
K OJparMeHTaM IocJjiemoBaTejibHoCcTM SEQ ID NO: 9. OpaI'MEeHTH MOTYT
COCTaBJIATL IIO0 MeHblleV Mepe 10%, 1o MeHbmel Mepe 15%, o MeHblIeM
Mepe 20%, 1o MeHbmelM Mepe 25%, 1o MeHbmel Mepe 30%, IO MeHbIeM
Mepe 35%, no MeHbmel Mepe 40%, 1o MeHbllel Mepe 45%, IO MeHbIeM
Mepe 50%, no MeHbmel Mepe 55%, no MeHbmel Mepe 60%, IO MeHbIeM
Mepe 65%, no MeHbmel Mepe 70%, o0 MeHbmeM Mepe 75%, IO MeHbIeM
Mepe 80%, no MeHbmeM Mepe 85%, 1o MeHbmel Mepe 90%, IO MeHbIeM
Mepe 95%, no MeHbmeM Mepe 96%, IO MeHbllel Mepe 97%, 10 MeHbIeN
Mepe 98% maImM 1o MeHbmeM Mepe 99% nocjgenoBaTelbHOCTM SEQ ID NO:
9. Opar'MeHTH MOTYT OBTHL IIO MeHbIeM Mepe Ha 95%, O MeHBIEW Mepe
Ha 96%, 1[I0 MeHbmel Mepe Ha 97%, IO MeHbmeM Mepe Ha 98% MIM IO
MeHbBIIe Mepe Ha 99% TOMOJOTHMUHH (QparMeHTaM IIOCJIeHOBRaTeJIbHOCTH
SEQ ID NO: 9. OdparMeHTH MOTYT OHTHL II0 MeHbIIeM Mepe Ha 80%, 1o
MeHbIIeY Mepe Ha 85%, O MeHbmel Mepe Ha 90%, IO MeHbBIIeM Mepe Ha
91%, mno wMeHbmeM Mepe Ha 92%, IO MeHblleM Mepe Ha 93%, IO MeHbleu

Mepe Ha 94%, OO MeHbBIEM Mepe Ha 95%, IO MeHbBIIeN Mepe Ha 96%, 1o
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MeHbIIeV Mepe Ha 97%, IO MeHBIIeM Mepe Ha 98% MM IO MeHbIIeM Mepe
Ha 99% KMOeHTMUHH OQparMeHTaM IocJjenoeaTesbHoCcTM SEQ ID NO: 9. B
HEKOTOPHEX BapMaHTax pealusalumM un300peTeHrusa ©QpalMeHTH CcomepXaT
nocjiefoBRaTeJIbHOCTH, Kooupyomre JIMOEPHYI [IoCJIeIOBRaATEeJIbHOCTE,
TaKyn Kak, Halpumep, JumepHada [IOCJIeDOBaATEeJIbHOCTE
VMMYHOIUIOOYJIMHa, TaKyln KaK JMIepHad IIOoCcJemoBaTeJJbHOCTE IgE. B
HEKOTOPEX BapMaHTax pean3aluuMy MU300peTeHMd OQ(paTlMeHTH He comepXarT
KoOupyolme rnocJjienoBaTeJIbHOCTH, KOTOPHE KOOUPYIOT JINOEPHYIO
[IOCJIeOOBAaTEJIbHOCTE . B HEKOTOPHX BapMaHTax peajr3alluy U300peTeHUd
dparMeHTH He CoIepXaT KOoOUpyolMe IIOCJIeNOBaATEJILHOCTM, KOTOPHE
KOOVPYT JIMIOEPHYK IIOCJIeOOBaTeJIbHOCTL, TakKyrn  Kak, HalpuMep,
JMoepHad IIocjiefoBaTeJIbHOCTE IgE.

[00167] Kpowme TOTO, aAMMHOKMCJIOTHAa A [IoCcJIenoBaTeJIbLHOCTE
KOHCeHcycHOoTO ©Oejka GHRH npemcrTarJjsgeT cobom SEQ ID NO: 10.
AMVMHOKMCJIOTHAa A [IOCJIENOBaTEJIEHOCTE KOHCEHCYCHOTO DeJika GHRH,
CBA3aHHOTO C JIMIEepHOM IIocjlefoBaTelbHOCThID IgE, npencrTaejgeT
cobou SEQ ID NO: 10. AMMHOKUCJIOTHAA [1IOCJIEeDOBATEJIBHOCTE
KOHCEHCYCHOTO HeJika GHRH, CBS3aHHOTO c JIMOepHOM
IoCJIenOBaTeNbHOCTEI IgE, MOXeT OHTE CBsS3aHa C HA-MeTKOMU.

[00168] HekoTOpHEe BapMaHTH peajiM3aluy U300peTeHUsa OTHOCATCH

Kk OeJikaM, KOTOPBE TI'OMOJIOI'MUHH IIOCJiefoBaTeJibHOCTM SEQ ID NO: 10.

HeKOTOpre BapMaHTEL pealyimzalnnm MSO@peTeHMH OTHOCATCA K
VIMMY HO '€ HHEIM Besikam, KOTOpPHE oBJyaganT 95% TOMOJIOTMEN
OTHOCUTEJILHO KOHCEHCYCHHX BeJIKOBHEIX nocjienoBaTeJbHOCTEN,

npuBeneHHEIXx B SEQ ID NO: 10. HekKOTOpEHEe BapMaHTH peajns3alun

MBO@peTeHMFI OTHOCATCSH K MMMYHOT'e€HHEM OeJikaM, KOTOPEIE obJlamanT

96% TOMOJIOTMEN OTHOCUTEJILHO KOHCEeHCYCHHX BeJIKOBEIX
mocjiefoBaTeJILHOCTEM, IIpuBeleHHHxX B SEQ ID NO: 10. HexoTopre

BapMaHTH peajin3aluy M300peTeHUs OTHOCATCH K MMMYHOT'eHHHM OeJikaM,
KOTOPHE objamanT 97% TOMOJIOTMEN OTHOCUTEJIBHO KOHCEHCYCHHX
BEeJIKOBEIX TIOCJIeOOBaTeJILHOCTENW, IMNpuBeleHHEXx B SEQ ID NO: 10.
HexkoToptre BapUaHTH peanmuzaumnm n3o0bpeTeHNns OTHOCATCHA K
VIMMY HOT'@ HHEIM BeJikam, KOTOPHE obJjlaganT 98% ToMOJIOTHMEN
OTHOCUTEJIEHO KOHCEeHCYCHHX DeJIKOBEIX IOCJIeNOBaATENBHOCTEMN,
npuBeleHHEXx B SEQ ID NO: 10. HekOTOpHE BapMaHTH peaju3alun
n300peTeHrsa OTHOCATCA K NVMMyHOTeHHEM OejikaM, KOTOpPHe ofJjlafarnT
99% TOMOJIOTHUEN OTHOCUTEJILHO KOHCEHCYCHEIX OeJIKOBEIX
mocjiegoBaTeJIbHOCTEN, OpuBeleHHHX B SEQ ID NO: 10.

[00169] HekOTOpHEe BapMaHTH peajiM3aluy U300peTeHUda OTHOCATCH

Kk ©OeJikaM, KOTOpHEe MIOEHTHUYHE IIocjienoBaTeJibHOCcTM SEQ ID NO: 10.
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HexoTopre BapMaHTE peannsanmnum nsobpeTeHmA OTHOCATCH K
VMMYHOT'€ HHEIM teJsikaMm, ofJlamaniym AMMHOKMCJIO THOM
[IOCJIeDOBaTEJIbHOCTEID, kKoTopasa Ha 80% MIeHTMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIEeOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 10. HexoTOpEe BapMaHTH pealM3aluM MU300peTeHud
OTHOCATCA K MMMyHOTEHHEM OeJiKaM, oBJjajamMM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIBHOCTEID, KOoTopad Ha 85% MOeHTHMUHa I[IOJIHOPpa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBaATEeJIbHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 10. HexoTOpEe BapMaHTH peaju3aluy M300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJiKkaM, ofBJjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeNOBATEJIBHOCTED, koTopasa Ha 90% MIOIeHTHMUHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 10. HexoTOpEEe BapMaHTH peaju3aluy M300peTeHUd
OTHOCATCHA K KMMYHOT'Ee€HHEM OeJiKkaM, ofjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeDOBATEJIBHOCTEL, koTopasa Ha 91% KMIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 10. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'E€HHEM OeJikaM, ofJjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeDOBATEJIbHOCTEID, KoTopasa Ha 92% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 10. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOTEeHHEM OeJikaM, ofJjamammyM  aMMHOKMCJIO THOM
IOCJIENOBATEJIBHOCTEID, KOoTopasd Ha 93% MOEeHTMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIeOOBaTeJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 10. HexoTOpEEe BapMaHTH pealM3aluM MU300peTeHud
OTHOCATCHA K KVMMYHOT'€HHEM OeJikaM, ofJjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeNOBATEJIbHOCTEID, kKoTopasa Ha 94% MIeHTMUYHa IIOJIHOPa3MEepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBaATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 10. HexoTOpEEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJikaM, ofJjamamnmyM ~ aMMHOKMCJIO THOM
[IOCJIeDOBATEJIBHOCTEL, kKoTopas Ha 95% MIOIeHTHMUHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 10. HexoTopEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'E€HHEM OeJiKaM, ofbJamamnmyM  aMMHOKMCJIO THOM
[IOCJIeDOBaTEJIBHOCTEID, KkKoTopasa Ha 96% MIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 10. HexoTopEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofbJjamampmyM  aMMHOKMCJIO THOM
[IOCJIeDOBaTEJILHOCTEID, KoTopasas Ha 97% KMIeHTHMUYHa IIOJIHOPa3MepPHEM

KOHCEHCYCHEIM aMMHOKMCIJIOTHEIM IIOCJIeOBaTeJIBHOCTAM, IIPMBEIEHHEM B
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SEQ ID NO: 10. HexoTopEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCSA K MVMMYyHOTEHHEIM OeJKaM, obJjamanmyM  aMMHOKMCJIOTHOM
[IOCJIeDOBATEJILHOCTEID, KOoTopasa Ha 98% MIOeHTHMUHa I[IOJIHOPAa3MEepPHEM
KOHCEHCYCHHM aMMHOKMCJIOTHEIM IIOCJIENOBATEJIBHOCTAM, IPMBEeIEeHHEM B
SEQ ID NO: 10. HexoTOpEe BapMaHTH pealM3aluM MU300peTeHud
OTHOCATCS K MMMYyHOTE€HHEIM OeJIKaM, oblajanmyM  aMUHOKMCJIOTHOM
[IOCJIeNOBATEJIBHOCTEID, KoTopad Ha 99% MOeHTHMUHa I[IOJIHOPAa3MepPHBIM
KOHCEHCYCHEM aMMHOKMCJIOTHBEIM IIOCJIeNOBaATEeJIbHOCTAM, IIPUBEIEHHEM B
SEQ ID NO: 10.

[00170] B HEeKOTOPHX BapMaHTax peajiM3aluu M300peTeHMs OeJIOK
He COIOepXuUT JMIEPHYI II0CIeloBaATeJIbHOCTL. B HEeKOTOPHX BapMaHTax
peanmuzanuuu n300peTeHnsd BeJloK He COOEPXUT JIMOEePHYI
IIOCJIEDOBATEJIEHOCTE IgE. dparMeHTE KOHCEHCYCHEIX DeJIKOB MOTIYT
comepXaThb II0 MeHbmel Mepe 10%, o MeHbmeld Mepe 15%, 0o MeHbIen
Mepe 20%, 0o MeHbmeM Mepe 25%, 1o MeHbmelr Mepe 30%, IO MeHbIeN
Mepe 35%, no MeHbmel Mepe 40%, 0o MeHbmeM Mepe 45%, IO MeHbIeM
Mepe 50%, no MeHbmel Mepe 55%, no MeHbmel Mepe 60%, IO MeHbIeN
Mepe 65%, no MeHbmenm Mepe 70%, 0o MeHbIeM Mepe 75%, IO MeHbIeN
Mepe 80%, no MeHbmeM Mepe 85%, no MeHbmenm Mepe 90%, IO MeHbIEN
Mepe 95%, no MeHbmeMm Mepe 96%, 1o MeHbIeM Mepe 97%, IO MeHbIEN
Mepe 98% MJIIN infe) MeHBbIIe  Mepe 99% KOHCEeHCYCHOTO beJsika.
VMMyHOT' eHHEIe OQpal'MeHTH IocJeloeaTeJibHoCTM SEQ ID NO: 10 MoryT
OBITE I[IpPeOOCTaBJIEHH . JVMMyHOTEHHEEe OQpaTlMeHTH MOTYT COIOepXaTb IIO
MeHbIe Mepe 10%, 0o MeHbmeW Mepe 15%, 1o MeHbmelr Mmepe 20%, 110
MeHbIIe Mepe 25%, 0o MeHbmer Mepe 30%, 1O MeHbIEeW Mepe 35%, 1o
MeHbme Mepe 40%, 0o MeHbmen Mepe 45%, 1o MeHbmel Mmepe 50%, 110
MeHbmel Mepe 55%, no MeHbmed Mepe 60%, O MeHbImeM Mepe 65%, 1o
MeHbmel Mepe 70%, 10 MeHbmelM Mepe 75%, no MeHbmel Mepe 80%, 1o
MeHbmel¥ Mepe 85%, 1o MeHbmert Mepe 90%, 0o MeHbmel Mepe 95%, 1o
MeHbIIe Mepe 96%, O MeHbmeM Mepe 97%, 00 MeHbmel Mepe 98% uau
10 MeHblleM Mepe 99% mocjejoBaTeJbHocTM SEQ ID NO: 10. B
HEeKOTOPHX BapMaHTax peajJu3alluy M300peTeHUsa (QparMeHTH CcoIepXaT
JIMUIEePHYID IIOCJIedoBaTeJIbHOCTL, Takymn Kak, HaopuMep, JIMunepHasd
IIoCJIeIOBaTEJILHOCTE VMMYyHOTJIOOYJIMHA, Takasg Kak JMnepHasd
IOCJIeIOBaATEJILHOCTE IgE. B HEeKOTOPEIX BapuaHTax peaam3alnmu
nz30bpeTeHrsa QparMeHTH He coIepXaT JMIEPHY [HOCJIeOOoBaTeJIbLHOCTL. B
HEeKOTOPHX BapMaHTax peaju3almy M300peTeHUsS QpaTlMeHTH He CoIepXar
JMIOEPHYI II0CJeNoBaTeJIbHOCTE, Takyln Kak, HanopuMep, JuoepHasa

[IoCcJyieDOBaTeJIbHOCTE IgE.
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[00171] ViMMyHOTeHHEE QparMeHTH OeJIKOB C aMUMHOKMCIIOTHEMM
[IoCJIeDoBaTEeJIbLHOCTAMHA, T'OMOJIO MU HEIMIA VMIMMyYHOT'€@ HHEM bparMeHTaM
nocjenoratTejspHocT SEQ ID NO: 10, wMoryT OHTE IIpemoCTaBJIEeHH.

Takue MMMYyHOTeHHHEe O(QpaTrMeHTH MOTYT COIOepXaTb II0 MeHBIEN Mepe
10%, no w™MmeHbme¥ Mepe 15%, 1o MeHbmel Mepe 20%, IO MeHBIIEM Mepe
25%, 1o wMeHbmelm Mmepe 30%, o0 MeHbmel Mepe 35%, O MeHbIIEeM Mepe
40%, 1o MeHbmeM Mepe 45%, no wmeHbmel Mepe 50%, IO MeHbBIIEV Mepe
55%, mno wMeHbmel Mepe 60%, 1[I0 MeHblleV Mepe 65%, IO MeHblIlel Mepe
70%, 1o MeHbmel Mepe 75%, 1o MeHblel Mepe 80%, IO MeHblIleV Mepe
85%, mno MeHbmel Mepe 90%, no MeHbmel Mepe 95%, o0 MeHbIIEeM Mepe
96%, 10 MeHbmel Mepe 97%, IO MeHbIIeM Mepe 98% WMIM IO MeHbIeM
Mepe 99% BeJIkoB, KOTOPHE Ha 95% VI BoJiee T'OMOJIO MU HEI
nocyenosaTeJibHOCTM SEQ ID NO: 10. HekoToOphHEe BapMaHTH peaju3aluu
n300peTeHrsa OTHOCATCS K MMMYHOTeHHEM O(parMeHTaMm, obOJamalmmuM 96%
TOMOJIOTMEN  OTHOCUTEJILHO UMMMYHOTEHHHX (parMeHTOB KOHCEHCYCHEBX
BeJIKOBEIX IIOCJIeOoBaTeJILHOCTEeM B JaHHOM OOKyMeHTe. HexkoTopte
BapUaHTH peanu3alnu n3o0bpeTeHnd OTHOCATCHA K VIMMYHOT' € HHEIM
bparMeHTaM, objamalmuM 97% ToMoOJIOTMEeM OTHOCUTEJBHO WMMYHOTEeHHBIX
dparMeHTOBR KOHCEHCYCHHEX OeJIKOBEX IIOCJedoBaTeJIbHOCTEeM B IaHHOM
IOOKyMeHTe. HeKOoTOpHEe BapMaHTH pealu3aluM M300peTeHMsS OTHOCATCHA K
VMMyHOTEHHEIM QparMeHTaM, objlajalmyM 98% ToMOJIOTMEeN OTHOCUTEJBHO
VIMMYHO '@ HHEIX bparMeHTOB KOHCEeHCYCHHX DeJIKOBEIX
IoCcJiefOBATEJILHOCTEY B IaHHOM  IOOKYMEeHTe. HexoTopre  BapMaHTH
peanmzauMu U300peTeHMsS OTHOCATCA K MMMYyHOTE€HHEIM OQpaTMeHTaM,
oByapanmyM  99% TOMOJIOTMEM OTHOCUTEJILHO MMMYyHOT'€HHHX (QpaTrMeHTOB
KOHCEHCYCHHX OeJIKOBEIX II0CJIeIOBaATEJILHOCTEY B IaHHOM IOKyMeHTe. B
HEeKOTOPHX BapMaHTax peajJu3aluu U300peTeHMs QparMeHTH CcOoIepXaT
JMUIEPHYID IIOCJedOoBaTeJIbHOCTL, Takymon Kak, HanpuMmep, JuoepHasa
IoCJIeIoBaTEeJILHOCTE VMMYHOTJIOOYJIMHA, Takasg Kak JMoepHas
IoCJIeIOBaTEeJILHOCTE IgE. B HEeKOTOPEIX BapuaHTax peaam3alnmu
n300peTeHrsa QparMeHTH He coIepXaT JMIEPHYD [HOCJIedOBaTeJIbHOCTL. B
HEeKOTOPHX BapMaHTax pealu3aluy M300peTeHUsS QpaTlMeHTH He coIepxaT
JIMIEePHYID IIOCJedoBaTeJIbHOCTL, Takymn Kak, HanopuMmep, JIMunepHasd

[IocJyienoBaTeJIbHOCTE IgE.

[00172] ViMMyHOTEeHHEE QparMeHTH OeJIKOB C aMWMHOKMCIIOTHEMM
[IOCJIeOOBATEJILHOCTAMMA, MOEeHTUYHEMA VIMMyYHOT'@ HHEIM bparMeHTaMm
nocjenoraTeJpHOoCTM SEQ ID NO: 10, wMoryT OHTE IIpemoCTaBJIEHH.

Takve WMMMyHOTeHHEEe OQparMeHTH MOTYT COIepXaTb IO MeHBIeM Mepe
10%, mno wMeHbmeV Mepe 15%, 1o MeHbmeV Mepe 20%, IO MeHBIIEN Mepe

25%, 1o MeHbmenm Mepe 30%, DO MeHBHEeM Mepe 35%, IO MEHBIIEW Mepe
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40%, mno MeHbmel Mepe 45%, no MeHbmeM Mepe 50%, IO MeHbBIIEV Mepe
55%, mno wMeHbmeM Mepe 60%, O MeHbBIEM Mepe 65%, IO MeHbBIIEV Mepe
70%, ©Do MeHbmEeM Mepe 75%, 0O MeHbImeM Mepe 80%, IO MeHbBIIEV Mepe
85%, no wMmeHbmey Mepe 90%, [0 MeHbIeV Mepe 95%, IO MeHBIIEN Mepe
96%, 1o MeHbmel Mepe 97%, O MeHbBIeM Mepe 98% WMIM IO MeHLIIEN
Mepe 99% OeyikoB, KOTOpHe Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% WIIN 99% UIOEeHTUUHE aMMHOKMCJIO THEIM
IocJemoBaTeJIbHOCTAM, OpuMBeIeHHEM B SEQ ID NO: 10. B HeKOTOPHX

BapMaHTaxXx pealJimsallnm MSO@peTeHMH @paPMeHTH comepxarT JIMOEPHYIIO

IoCJIeOBaTeJIbLHOCTE, TaKylo Kak, HanpuMmep, JvaepHas
[10CJIeOBaTEeJILHOCTD VIMMYHOTJIOOYJIMHA, Takasd Kak JvaepHas
[10CJIeOBaTEeJILHOCTD IgE. B HEKOTOPHX BapMaHTax peanrsanmnmn

n300peTeHUsS QParMeHTH He COOepXaT JIMIEePHYI IOCJIedOoBaTeJIbBHOCTL. B
HEKOTOPEIX BapMaHTax pealn3aluMy M300peTeHMa (QparMeHTH He COIepXaT
JMOEPHYK IIOCJEeIOBaTEeJIbHOCTE, Takyn kKak, HalpuMep, JIMIOepHas
[IocJyienoBaTeJIbHOCTE IgE.

[00173] CorJylacHO WM3JIOXKEeHHOMY B TaHHOM IOKYMeHTe B OTHOIEeHUU
COeIMHEHUS CUTHaJbHOTO IMelTUIa WIX JIMIEePHOM II0CJedoBaTeJIbHOCTU C
N-KOHLOM 0OeJjiKka, CUTHaJbHE [IeldTHUl/JUIepHas I[IOCJIelOBaTeJIbHOCTE
3amMemaeT N-KOHIIEBOM MEeTHMOHMH ©OeJiKa, KOTOPHM KOOMPYEeTCS CTapTOBHEM
KOIOOHOM HYKJIEOTHMIOHOM IIOCJIedOoBaTeJILHOCTHM, 3aTeM KoIupyeT OeJlok
fe3 KOOMPYKIMX CUTHAJBHHEM IeNTHUI [HOCJIeOOBaTeJILHOCTEN.

(6) MART-1/Melan—-A

[00174] BakumMHa IO HaCTOAmeMy HM300peTeHuI0 MOXeT COoIepXaTb
PakKoOBHM aHTHUTeH MART-1 (Takkxe M3BeCTHHM KkKak Melan-A), ero
pparMeHT WM €TI0 BapMaHT. MART-1, KOoOUpyeMelM TeHoM MLANA,
npencrTaBjsgeT codor 118-aMMHOKMCJIOTHHY ©0eJIOK, CcoIepXamui OIUH
TpaHcMeMOpaHHBY IOMEeH, U BKCIpeccupyeTcsa B OOJILIIMHCTBE KJIETOK
MeJlaHOMEL. MART-1 of6pasyeT KOMIUJIEKC CO CTPYKTYPHBM OeJIKOM U
BJIMAET Ha eI'0 3KCIPecCcUuin, CcTabMJIBbHOCTEL, HalpaBJIEHHYKD MUTIPalLUi U
IPOLIECCHUHT, KOTOPEM  HeoBxoIMM  IOJIA CTPYKTYPH U co3peBaHuUA
MeJIaHOCOMEL . CoOOTBETCTBEHHO, MART-1 ABJISeTCHd He3aMeHVMBEIM  OJIA
PETYJIMPOBAHUSA MNUIMEeHTAalMM MIeKONIUTanIMX. HapyleHMsa B CO3peBaHUU
MeJIaHOCOM OBJIM CBS3aHBE C I[IPegpaclioJIOXKeHHOCTBK K paky. MART-1
MOXeT BKCIPEeCCHMPOBaATBCSH B Pa3JIMUHBEIX BUIax paka, B ToOM u4uucie, 0e3
OTPaHMUYEeHNd MMM, MeJlaHOMax .

[00175] Melan-A, TakXke M3BECTHHEM Kak aHTUIeH MeJIaHOMH,
pacrno3HaBaeMel T-xJjleTKaMM (MART-1), npencraBjigeT cobon
INOOePeHIMPOBOUHEM AaHTUIEeH MeJIaHOLUMTOB M MOXeT COIOepXaTbCHa B

Hopmaanoﬁ KOoXe, ceTuaTKe " MeJlaHOIMTax . Melan—-A MOXeT
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acCoLIMMPOBATBECA C DHIOOIJIa3MaTUUYECKMM PETUKYJIOMOM ¥ MEJIaHOCOMAaMM .
Melan—-A MOXeT paclO3HaBaTbCHd LUMTOTOKCHUUECKMMM T—-KJIETKaMM Kak
QHTUT'eH Ha KJIeTKax MeJIaHOME, HO TaKXe MOXeT acCoUuuMpoBaTbCSH C
IPYTVMM BMIaAMM OIIyXOJIeM, KVMEeKMMMM MeJIaHOLMTAapHOe IIPOUCXOXIEHUE
i  ouddepeHUUPOBKY (To eCThb KJIETKM COIepXaT MeJIaHOCOMEH) ,
HanpuMep, CBeTJIOKJIeTOuHasd capKoMa M MeJlaHOoTHuueckasa HeMpodmubpoma.
COOTBETCTBEHHO, Melan—-A  MOXeT IpenCcTaBJIATh cobom aHTUTEH,
KOTOPHM acCoUMMUpYyeTCcsS C Ppas3JIMUHBIMU BUIAMM OIIYXOJIeM, I[10JIyUeHHBMM
M3 KJIETOK, coIepXallMx MeJIaHOCOMEH.

[00176] AunTnreH Melan-A cnocofeH MHOYLUMPOBATH AHTUTIeH—
crienmudmMuecKkuii T—-KJIIETOUHHI /MM MHTEHCUBHEMN I'yMOPAJILHEI MMMYHHEE
OTBETH, TeM CaMbM MHIYLUUPYS WM BHS3HBAA MMMYHHHM OTBET, KOTOPHM
HamopaBJleH Ha Ppak WIM OIYyXOJb WIM pearuMpyeT Ha HUX DKCIpeccuen
aHTUT eHa. B HEKOTOPHIX BapMaHTax peann3zalumumn n3obpeTeHus
VHOIYUMPOBAHHEM WMJIM BHS3BAHHHEM MMMYyHHHM OTBeT MOXeT IIpeldCcTaBJIATh
coboun KJIE TOUHLHIM, T'yMOPAaJib HEM M Kak KJIETOUHRI, Tak u
TYMOPAJILHEM MMMYyHHEE OTBETH. B HEeKOTOPHX BapMaHTax pealu3aluu
n300peTeHrsa MHIOYLUMPOBAHHHM WMJIM  BHS3BAHHHEM  KJIETOUHEM  MMMYHHEMN
OTBET MOXET BKJIKUYATHL MHIOYKIMEKL WIM CeKpeluuw I'aMMa-MHTepdepoHa
(IFN-y) u/uiau daxKTopa HeKpos3a onyxoJjer ajabda (TNF-o). B Opyrmux
BapMaHTax peaJu3aluuy un300peTeHMa MWHOYUMPOBAHHEM WM BHS3BaHHLBM
VMMyHHEM OTBET MOXeT YyMeHBbIaThb MWJIM MHITUMOMPOBATEH OOMH WMIM OoJiee
baxkTOpPOB cyIpeccumn VIMMYHHOT O oTBETA, KOTOPHE CTUMYJIUPYIOT
pPasBUTHE OINYXOJIM WM paka, DKCIPeCcCUpyd aHTUITeH, Hallpumep, 0e3
OT'paHMuUeHVd UMM, OGakKTOpH, omaBJjdnlMe IIpe3eHTauuio MHC, (aKTOpPH,
aKTUBUPYIME AHTUTeH—-CIeluuduuecKue PeryJIATOPHHE T—KJIETKU
(Tregs), PD-L1, FasL, LMTOKWHEH, TakMe kKak I1L-10 m TFG-8,
ACCOLMMPOBAHHEE C OINYyXOJIbID MaKpodarM, acCCOLMMPOBAHHEE C OIIYXOJIBIO
dnbpobiacTH, pPacTBOPUMEE baKTOPH, NPpOoOyLUpPYeMEEe VIMMY HHEIMI
KJIeTKaMu—-cylnpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 u MOJIEKYJIH
VMMYHHHEX KOHTPOJIBHHIX TOUeK, UTo 0OoJiee MOApOOHO ONMCAaHO HMXE.

[00177] AnTHUreH Melan-A MOXeT CcoOIepXaTb 3IUTOINE OeJIKOE,
KOTOPHE »OeJjlaloT MX OCODEeHHO HOPeKTHMBHHMM B KadeCTBe MVMMYyHOTEHOB,
Ha KOTOPEE MOTYT MHIOIYLIMPOBaATBCSH WMMMyHHEE OTBeTH K Melan-—A.
AHTUT eH Melan—-A MOXET comepxXaThb IIOJIHOPa3MepPHHM MIPOOYyKT
TPaHCIALMM, €TI0 BapuaHT, €ro (QparlMeHT WM MX KOMOMHalMK. AHTUIEH
Melan—-A MOXeT COOEpXaThb KOHCEHCYCHHMU OeJloK.

[00178] HykileoTIOHYIO riocJlefoBaTeJIbHOCTE, KOOUPYIYIO
KOHCEHCYCHHM aHTuIreH Melan—-A, MOXHO OITUMM3UPOBATHL B OTHOUEHUU

YaCTOTEI MCIIOJNIBE30OBaHMA KOIOHa M COOTBETCTBYKINMX PHK—TpaHCKpI/IHTOB.
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HywxJjieMHOBasd KMCJIOTa, KoIMpykmasa KOHCEeHCYCHHM aHTUTreH Melan-A,
MOXeT OHTE KOODOH— ¥ PHK ONTMMM3UMPOBAHHOM IJS DKCIpeccum. B
HEKOTOPHX BapMaHTax peanuzanmnum n300peTeHNnd HYKJIEOTUIHAA
[IOCJIeOBATEJIbHOCTE, KoOupyklllas KOHCEHCYCHEM aHTUIeH Melan-A,
MOXET COOEepXaThb IIOCJIeIOoBaTeJIbHOCTL Koz3ak (Hanpumep, GCC ACC) @mug
YBeJIMUYeHn g 50PeKTMBHOCTHA TPaHCJIALUNA . HyxkJjienHoBasa KM1CJIOTa,
KOoOUpyKla g KOHCEHCYCHHM AHTUTEeH Melan-A, MOXEeT comepXaThb
HEeCKOJIbKO CTOII-KOIOHOB (HanpuMep, TGA TGA) 0Jid  YBeJIMUeHUA

SQ}@eKTMBHOCTM TepMMHaAI MM TPaHCIIAOVNM .

[00179] HykJiemHoBasd KMCJoTa, Kooupyroma g KOHCEHCYCHHM
AHTHUTEeH Melan—A, MOXeT Takxe KOIVMPOBATH JIMIOEPHYO
[IOCJIeIOBATEJIbHOCTE MMMyHOTUIOOyJiMHa E (IgE). HykJemHoBasd KMCJIOTa,

KoOupyKllasgs KOHCEHCYCHHM aHTuTeH Melan—-A, MOXeT OONOJHUTEJLHO
KOOMPOBATL JMIEPHYI IocJedoBaTellbHOCTL IgE TakuMmM o6pasoM, UTo
AMMHOKMCJIOTHASA IIOCJedOoBaTeJIbHOCTL  JIMOEPHOM  IIOCJeloBaTeJIbHOCTHU
IgE CBABHBAETCH c aMMHOKMCJIIO THOM I0CJIeIOBATEJILHOCTLIO
KOHCEeHCYCHOT'O aHTuIeHa Melan-A T[IeOTHUMOHOM CBA3b. HykJIeMHoBas
KMCJIOTa, KoOupykllas KOHCEHCYCHHEM aHTuredH Melan—-A, MOXeT TakKxe
comepXaThb HYKJIEOTHMIHYID II0CJIeIOBRaTeJIbHOCTL, KOOUPYNHIYD JUISPHYIO
IOCJIeIOBaATEJILHOCTE IgE. B HEeKOTOPEIX BapMaHTax peaam3alnmu
n300peTeHrsa HYKJEeMHOBad KMCJIOTa, KOOMpyKIas KOHCEeHCYCHHM aHTUIeH
Melan-A, He VMeeT VI He COOEPXUT HYKJIEOTUIHYIO
[IOCJIeIOBATEJILHOCTE, KOOUPYKIY JIMIOEPHYD INOCJIeOoBaTeJIbHOCTH IgE.

[00180] KOHCEHCYCHEM aHTuUIeH Melan-A MOXeT MIpelCcTaBJISATH
cofo¥ HYKJIEOTUOHYI IIocjemoBaTesJibHOCTL SEQ ID NO: 11, xoTopasd
KoOoupyeT AMUHOKMCIIO THYIO IIOCJIEOOBATEJIEHOCTE SEQ ID NO: 12.
IlocaenmoBaTeJibHOCTLE SEQ ID NO: 11 komoupyeT KOHCEHCYCHHM OeJlok
MELAN-A, CBA3aHHLMN c JVIepHON [IOCJIeNOBATEJIEHOCTEIO IgE.
KoHceHcycHHM  OeJijok Melan-A MoOXeT  OHTb CBA3aH C JMIepPHOMU
[I0CJIeDOBaTeJIbHOCTELIO IgE u HA-MeTKOM. B OpyITUx BapMaHTax
peaau3aluy Mn300peTeHMsa KOHCEeHCYCHEM ©OeJlok Melan—-A MOXeT He
comepXaThb WM He OHTL CBA3AHHEIM C JUISPHOM I[IOCJIeIOoBATeJIbLHOCTLIO
IgE n/van HA-MeTKOM.

[00181] B HEKOTOPHIX BapMaHTax peannusalnmnum n300peTeHn
KOHCEeHCYCHHM’ aHTUIeH Melan—-A MOXeET IpencTaBJIATh cobomn
HYKJIEOTUIHYI IIOCJedOoBaTeIbHOCTL, ofJjlajanmyld I[I0 MeHbIer Mepe
okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmiam 100%
UIEHTUMUYHOCTBIO I[1I0 BCeM OJIMHe HYKJIeOTHMIHOM I[IOCJIeOOoBaTeJILHOCTH,

npuBeneHHoM B SEQ ID NO: 11. B 1»OpyI'mx BapMaHTax peaju3alun
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n300peTeHrsa KOHCEHCYCHEM aHTUTeH Melan—-A MOXeT MIpedCcTaBJIATH
cobour HYKJIEOTUIHYI [IOCJIEIOBATEJILHOCTE, KoTOpada KOoOUpyeT
AaMMHOKMCJIOTHYI IIOCJIeOOoBaTeJIbHOCTL, ob6Jamanmyl IO MeHbIel Mepe
okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmim 100%
UOEHTUYHOCTBLIO I[I0 BCeMV OJMHEe aMMHOKMUCJIOTHOM I[IOCJIedoOBaTeJIbHOCTH,
opuBeneHHo¥ B SEQ ID NO: 12. KOHCEHCYCHHM aHTUIeH Melan—-A MOXeT
IpencTaBJIITh CcOBOOM aMMHOKMUCIIOTHYIO II0CJeIOBATeJIbHOCTL, O0Jlalalolylo
10 MeHbIIeM Mepe okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wum
100% UOEHTUUYHOCTBIO rio BCeM OJIVHE aMUHOKMCJIO THOM
IOCJIENOBATENBHOCTH, MNpUBeIeHHOM B SEQ ID NO: 12.

[00182] HekoToOpHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCH
K HYKJI€O THUIHEM IOCJIeIOBaTEJIbHOCTAM, KOIVPYIMM Benku,
T'OMOJIOTMUHEIE KOHCEHCYCHOMY Benky Melan-—-A, VMMYHOT €HHOMY
dparMeHTy KOHCeHCYCcHoTo Oejka Melan—-A M WMMMYHOT'€HHBIM OQpaTlMeHTaM
TOMOJIOTMUHEIX OeJIKOB. TaKue MOJIEKYJIEl HYKJEMHOBEIX KMCJIOT, KOTOPHE
KOIVPYRT VMMMYHOT €HHEIE BeJku, obJlamanmme oo 95% TOMOJIOT UM
OTHOCUTEJILHO KOHCEeHCYCHOM IIOCJIeIoBaTeJIbHOCTM, OO 96% TOMOJIOTUM
OTHOCUTEJILHO KOHCEHCYCHOM IIocJiefoBaTeJIbHOCTM, OO 97% TOoMOJIOTUM
OTHOCUTEJILHO KOHCEHCYCHOM IIoCJIefoBaTeJIbHOCTM, OO 98% ToMOoJIOTUM
OTHOCUTEJIbHO KOHCEHCYCHOM IIocJiefoBaTeJIbHOCTM M »Jo 99%, MoTyT
OLTE IIpelOoCTaBJIEHE. AHAJIOTMUHEIM OO0pas30oM, TaKXe IIpedoCTaBJISAnTCHI
HYKJI€OTUIHEE [IocJIeoBaTeJIbHOCTH, KOoOUpyolme VIMMYyHOT' €HHEIE
bparMeHTH, IpMUBEeIeHHEE B ITaHHOM IOKYMEHTe, M  MMMYyHOTEeHHEEe
bparMeHTH OeJIKOB, KOTOPHE TOMOJIOTMUHE 0OeJIkaM, IIPUBEIEHHEM B
OaHHOM IOKYMEeHTEe.

[00183] HekoToOpHEe BapMaHTH peajiM3aluy U300peTeHUsS OTHOCATCH
K MOJIeKyJlaM HYKJIEMHOBHX KUCJIOT, KOIUPYIIMM MWMMYHOTeHHHEe OeJIKU,
obJyajanmme 95% roMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KUCJIOTH,
KoOupyKle I[IoCJedoBaTeJIbHOCTM B IJaHHOM HOKyMeHTe. HekKoTopue
BapMaHTH peann3aluum nz3obpeTeHms OTHOCATCH K MOJIEKYJIaM
HYKJIEMHOBEIX KMCJIOT, KOIVUPYKIMM WMMMYHOTEHHHEe OeJiku, obJjlamanmmre
96% TOMOJIOTMENM OTHOCUTEJILHO HYKJIEMHOBOWM  KMCJIOTH, KoIMpyoomen
[IOCJIENOBATEJILHOCTHU B IOaHHOM  JOKYMeEeHTE. HexoTopue BapMaHTH
peanrzalnu M300peTeHMS OTHOCATCSH K MOJIEKYJIaM HYKJIEMHOBEX KMCJIOT,
KOIVPYIMM MMMy HOT' @ HHEIE BeJiku, obJlagamnmye 97% TOMOJIOTHEN
OTHOCUTEJILHO HYKJIEMHOBOW KMUCJIOTH, KOIMPYKIEN I[IO0CJIedOoBaATeJILHOCTHU
B IaHHOM HIOKYMeHTe. HeKOTOphle BapMaHTH peaju3aluu Kn300peTeHusd

OTHOCATCA K MOJIEeKYyJIaM HYKJIIEVMHOBEIX KMCJIOT, KOIOIMPYIVIM



78

VMMyHOT eHHEe  OeJIKl, obJlaganmye 98% TOMOJIOTMENM  OTHOCUTEJILHO
HYKJIEMHOBOWM  KMCJIOTH, KOoOUpyKIey TIOocJeOoBaTeJJbHOCTM B OaHHOM
OOKYMEeHTe. HeKOTOpHE BapMaHTH pealin3aluu M300peTeHrS OTHOCATCH K
MOJIEKYJIaM HYKJIEMHOBEIX KMUCJIOT, KOIUPYKRIMM MMMyHOT'€HHEEe OeJIKH,
obJyiamanmre 99% TOMOJIOTHMEN OTHOCHUTEJILHO HYKJIEMHOBOM  KMUCJIOTH,
KoOUpyKIey I[IOCJeloBaTeJIbHOCTM B HOaHHOM MHOOKyMeHTe. B HEeKOTOPHIX
BapMaHTax peajlu3aluMy MU300peTeHUd MOJIEKYJIEl HYKJIEMHOBEX KUCJIOT C
KOIVPYKIMMM II0CJIeIOBATEeJIbHOCTAMM, OIMCAHHBEIMM B IJaHHOM IOKYMeHTE,
KOTOPHE TOMOJIOI'MUHE KOOMPYWIEeM I[I0CJIeIoBaTeJIbHOCTM KOHCEHCYCHOTO
Besika, ONIMCAaHHOTO B OaHHOM OOKYMEHTE, BKJIOUAT
[IOCJIeIOBATEJIbHOCTHY, KOOUPYIIMMEe JMIEePHYK II0CJeOoBaTeJIbHOCThE IgE,
CBA3aHHYID ¢ 5'-KOHUOM KOOMpPYKIEeM II0CJedoBaTelIbHOCTM, KoIMpyolen
TOMOJIOTMUHEIE [IOCJIeNOBaTeJIbHOCTM  OeJIKOB, ONIMCaHHHE B  IOaHHOM
IOOKYMEHTE.

[00184] HekoToOpHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCSH
K HYKJI€O THUIHEM oCJIedOBaTEJIBHOCTAM, KOIVPYIMM BeJku C
OIIpelleJIEHHEIM IIPOILIEHTOM MIEHTUMUHOCTM OTHOCHUTEJIBEHO IIOJIHOPAa3MEPHOTO
KOHCEHCYCHOTO DeJika Melan—A4, MMMYHOT'€HHOT'O bparMeHTa
KOHCEHCYyCHOTO ©Oejika Melan-A ¥ MMMyHOT'€HHEIX (QpaIl'MeHTOB O€JIKOE,
oBJajanlux UIEHTUUHOCTBK OTHOCUTEJIEHO KOHCeHCyCHOToO OeJjika Melan-—
A. Takue MOJIEKYJIBL HYKJIEMHOBEIX KMCJIOT, KOTOPHE KOOUPYIT
VMMYHOT'eHHEe OeJiku, objlamawmue 0o 80% MOEHTUMUHOCTM OTHOCUTEJIBHO
IIOJIHOpasMepHOM KOHCEHCYCHOM I[ocjenoBaTesibHOCTUM Melan—-A, 1o 85%
UIOEeHTUUYHOCTU OTHOCUTEJIBLHO IOJIHOPaBMEepPHOM KOHCEHCYCHOM
mocjiemoBaTeJIbHOCTM Melan—-A, no 90% MIOIEHTMUHOCTM OTHOCUTEJILHO
[IOJIHOPABMEPHOM KOHCEHCYCHOM IocjlenoBaTeJibHOCTM Melan-A, 1no 91%
MIOEeHTUYHOCTHU OTHOCUTEJILHO [IOJIHOPa3MEePHOM KOHCEHCYCHOM
nocJenoBaTejyibHOCTM Melan—-A, @»no 92% MIEHTUMUHOCTM OTHOCUTEJILHO
IIOJIHOPAas3MEPHOV KOHCEHCYCHOM IMocJjeloBaTesIbHOCTHM Melan—-A, mo 93%
MIOEeHTUYHOCTHU OTHOCHUTEJIBLHO [IOJIHOPa3MepHOM KOHCEeHCYCHOM
nocjemoBaTejyibHOCTM Melan—-A, @»Do 924% WMIEHTUMUYHOCTM OTHOCUTEJILHO
IIOJIHOPAa3MEPHOM KOHCEHCYCHOM IMocCJelNoBaTesJIbHOCTHM Melan—-A, mo 95%
MIOEHTUYHOCTHU OTHOCHUTEJBHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM
nocjenmoBaTejylbHOCTM Melan—-A, @»Do 96% MISHTUMUYHOCTM OTHOCUTEJILHO
IIOJIHOPA3MEPHOM KOHCEHCYCHOM IocJeloBaTesIbHOCTHM Melan—-A, mo 97%
UIOEHTUYHOCTHU OTHOCUTEJIBHO IIOJIHOPal3MepHOM KOHCEeHCYCHOM
nocJemoBaTeJyibHOCTM Melan—-A, @»Do 98% MIEHTMUHOCTM OTHOCUTEJILHO
IIOJIHOPA3MEPHOM KOHCEHCYCHOM IocJenoBaTesIJbHOCTM Melan-A m mo 99%
UIOEHTUUYHOCTU OTHOCUTEJIBHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM

IIoCJIeIOBaTEeJILHOCTHU Melan—-A, MOTYT OHITD IpenoCTaBJIEHH .
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AHAJOTUYUHEM O@paBOM, TakKxe IpenoocCTaBJIAKTCA HYRIJIIeOTMIOHEIE
InocjienoBaTeJIbHOCTH, KoIIMpyromm1e VIMMYHOT' €HHEIE @paPMeHTH,
IIprmBelleHHEe B ITaHHOM IJOKYMEHTe, W IVMMYyHOI'€HHEE @paPMeHTH DeJIKOB
C aHaJIOT'MYHEIM IIPOLIEeHTOM MOIEeHTNYHOCTH, Kak YRasaHO BHIIE,

OTHOCUTEJILHO 0eJIKkoB Melan—A, OINMCAHHHX B JaHHOM INOKYMEHTE.

[00185] B  HeKOTOpPEHIX BapuaHTax peajlMsauuy  MU300peTeHUd
HYKJIEOTUOHASL [IOCJIeOBAaTEJIbLHOCTE He COOEPXKUT KOOVPYIIYIO
II0CJIeNOBAaTEJILHOCTE, KoTopas KOIUPYET JINIEPHYIO

[IOCJIeNOBATEJIbHOCTE . B HEKOTOPHX BapMaHTax pealM3alur M300peTeHUM
HYKJIEOTHIOHA A [IOCJIENOBATEJIEHOCTD He COOEPXUT KOIVP YOI
[IOCJIeNOBATEJIBHOCTE, KOTOpas KOIUPYET JMIOEPHYI IIOCJeOOBaATEeJIEHOCTD
IgE.

[00186] HekoToOpHEe BapMaHTH peajiM3aluy U300peTeHUsS OTHOCATCH
K OJparMeHTaM IMocjienoBaTeJibHoCcTM SEQ ID NO: 11. OdparMeHTH MOTYT
COCTaBJIATL IO MeHbmel Mepe 10%, 1o MeHbmel Mepe 15%, IO MeHbIIeM
Mepe 20%, 0o MeHbmeM Mepe 25%, 0o MeHbmelr Mepe 30%, IO MeHbIeM
Mepe 35%, no MeHbmen Mepe 40%, 1o MeHbmeM Mepe 45%, IO MeHbIeM
Mepe 50%, no MeHbmenm Mepe 55%, mo Menbmel Mepe 60%, IO MeHbIeM
Mepe 65%, no MeHbmenm Mepe 70%, 0o MeHbIEeM Mepe 75%, IO MeHbIeN
Mepe 80%, no MeHbmeMm Mepe 85%, no MeHbmenm Mepe 90%, IO MeHbIEN
Mepe 95%, no MeHbmeM Mepe 96%, Mo MeHbIEeM Mepe 97%, IO MeHbIEN
Mepe 98% wmImM 1o MeHbHeM Mepe 99% nocJjgenoBaTesibHOCTM SEQ ID NO:
11. dparMeHTH MOTYT OHTL I[IO MeHbIIeM Mepe Ha 95%, O MeHLbIIel Mepe
Ha 96%, 1o MeHbmeM Mepe Ha 97%, 10 MeHbNeM Mepe Ha 98% MM IO
MeHbIeV Mepe Ha 99% TDOMOJIOTMUHE QpaTlMeHTaM I[IOCJIeIOBaTeJIbHOCTU
SEQ ID NO: 11. OparMeHTH MOTYT OHTL IIO0 MeHbBIIeM Mepe Ha 80%, 1o
MeHbIIe Mepe Ha 85%, 1o MeHbmelM Mepe Ha 90%, o MeHbBIIeM Mepe Ha
91%, mno MeHblleM Mepe Ha 92%, IO MeHblleM Mepe Ha 93%, IO MeHbIeM
Mepe Ha 94%, 1o MeHbmeM Mepe Ha 95%, 10 MeHbmeM Mepe Ha 96%, 10
MeHbIIe Mepe Ha 97%, IO MeHbBNeM Mepe Ha 98% MM IO MeHbIIeM Mepe
Ha 99% MIOeHTUMUHE OTHOCHUTEJILHO OQpal'MeHTOEB IocjienoBaTeJIbHOCTHU SEQ
ID NO: 11. B  HEeKOTOpPHX BapMaHTax peaju3aluM U300peTeHu4d
bparMeHTH comepXar [IOCJIenOBATEJIEHOCTH, KOoOUpyomye JIUOEPHY
[IOCJIeDOBaTEJIEHOCTE, TaKywo Kak, HapuMep, JIuOepHasd
[IOCJIeDOBaTEJIEHOCTE VMMyHOTIJIOOYJIMHAE, TaKywn Kak JIMoepHasd
[IOCJIeDOBaTEJIbHOCTE IgE. B HEKOTOPEIX BapuaHTax peannzalumuu
n300peTeHrsa Qpal'MeHTH He CoIepXaT KOOUPYKIMe II0CJIeOOBaTeJILHOCTH,
KOTOPEHE KOOVPYRT  JIMOEPHY  I[IOCJEeNOBaTeJIbHOCTE. B HeKOTOPHX
BapMaHTax peanm3alunmn n3oBpeTeHnd bparMeHTH He comepxar

roompyroumre rnocjyiegoBaTeJIbLHOCTHM, KOTOPHE KOIOMPYRT JIMOEPHYIO
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[IOCJIENOBATEJIBHOCTE, TaKymwo KakK, HalpuMep, JIMIOepHasd
[IocJyienoBaTeJIbHOCTE IgE.

[00187] Kpowme TOTO, AMMHOKMCJIOTHA A [IO0CJIeDOBATEJIBHOCTD
KOHCeHCcycHOoTO Oesnka Melan—-A npencTaBysgeT cobom SEQ ID NO: 12.

AMMHOKMCJIOTHAS IIOCJIeIOBaTeJIbHOCTE KOHCEeHCycHoTo Oejika Melan-A,

CBA3aHHOTO C JIMOEPHOM IIocjemoBaTesJilbHOCTRIO IgE, npencrapjgaeT
cofou SEQ ID NO: 12. AMMHOKMCJIOTHA S rIocJienoBaTeJIbHOCTE
KOHCEHCYCHOTO HeJika Melan-—-A, CBSA3aHHOTO c JIMIEePHOM

nocjienoBaTeJIbHOCTRID IgE, MoxeT OHTL CBA3aHa ¢ HA-MeTKOM.
[00188] HekxoTophHe BapMaHTH peajiM3aluy U300peTeHUsS OTHOCATCH

Kk OeJkaM, KOTOpPHE TI'OMOJIOTMYHH IIOCJiedoBaTeJibHOoCTM SEQ ID NO: 12.

HexoTopue BapMaHTH peaam3alum n3obpeTeHns OTHOCATCSH K
VIMMY HOT'@ HHEIM BeJikam, KOTOPEE obJlaganT 95% TOMOJIOTHEN
OTHOCHUTEJILHO KOHCEeHCYCHHX BeJIKOBEIX mocjienoBaTeJILHOCTEN,

npuBeleHHEXx B SEQ ID NO: 12. HekOTOpHE BapMaHTH peaju3alun

MSO@peTeHM}I OTHOCATCSA K WMMYHOTeHHEM OeJikaM, KOTOPEE obJjlamamnT

96% T'OMOJIOTMEN OTHOCUTEJILHO KOHCEeHCYCHHX DeJIKOBEIX
mocjiegoBaTeJIbHOCTEM, IIpuBeldeHHHX B SEQ ID NO: 12. HexoTopre

BAPMAHTH peajiM3aluy M300peTeHMdI OTHOCATCA K MMMYHOT'€HHEM OeJjiKkaM,
KOTOPHE oBjlajmanT 97% TOMOJIOTMEN OTHOCUTEJIBLHO KOHCEHCYCHHIX
OEeJIKOBEIX IIOCJIeODOBaTeJILHOCTEM, IMpuBeIeHHEXx B SEQ ID NO: 12.
HexoToptre BapMaHTEH peanmnsanmum nsobpeTeHmA OTHOCATCH K
VIMMY HO '€ HHEIM Besikam, KOTOpPHE oBJyaganT 98% TOMOJIOTMEN
OTHOCUTEJIEHO KOHCEHCYCHEIX BeJIKOBEIX IocCJjiefoBaTeJIbHOCTEN,
npuBeneHHEIXx B SEQ ID NO: 12. HeKOTOpPHEe BapMaHTH peajnsalun
U300peTeHusa OTHOCATCA K MMMYHOTEeHHBM OeJikaM, KOTOphle ofJjamaiT
99% TOMOJIOTHEN OTHOCHUTEJILHO KOHCEeHCYCHHX DeJIKOBEIX
IoCJIeNOBATEJbLHOCTEV, NpMBedeHHEX B SEQ ID NO: 12.

[00189] HekoTopHEe BapMaHTH peajiM3aluy U300peTeHUsS OTHOCATCH
Kk ©OeJikaM, KOTOPHE WMIOEHTHMYHH IIOoCJiemoBaTellbHOCTM SEQ ID NO: 12.
HexoTopre BapMaHTEH peanmusaumumn n30bpeTeHmA OTHOCATCH K
VMMYHOT'€ HHEIM BeJikaMm, ofJlamanilrM AMMHOKMCJIO THOM
[IOCJIeDOBaTEJIBHOCTEL, koTopas Ha 80% MIOIeHTHMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 12. HexoToOpEe BapMaHTH peajM3aluy U300peTeHUd
OTHOCATCHA K KMMYHOT'E€HHEM OeJikaM, ofajanilyM  aMUHOKMCJIOTHOM
[IOCJIeDOBaTEJIbHOCTEID, KOoTopasa Ha 85% MIOIeHTMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHBEM B
SEQ ID NO: 12. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd

OTHOCATCA K VMMMYyHOT'€HHEIM OeJikaM, oOJlamanimMm aMMHOKMCJIO THOM
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[IOCJIeDOBaTEJILHOCTED, koTopasa Ha 90% MIOIeHTMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIENOBATEJBEHOCTEN, I[IPUBEIOEHHHM B
SEQ ID NO: 12. HexoTopEle BapMaHTH peaju3aluuy MU300peTeHUd
OTHOCATCHA K MMMYHOT'EeHHEM OeJikaM, ofJjamammyM  aMMHOKMCJIO THOM
IOCJIENOBATEJILHOCTEID, KoTopasd Ha 91% MOeHTMUYHa I[IOJIHOPa3MepHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIeOOBaTeJILHOCTAM, IIPUBEIOEeHHEM B
SEQ ID NO: 12. HexoToOpEe BapMaHTH pealM3aluM MU300peTeHud
OTHOCATCHA K KVMMYHOT'€HHEM OeJikaM, ofJjamamnmyM ~ aMMHOKMCJIO THOM
[IOCJIeNOBATEJIBHOCTEID, KoTopasa Ha 92% MIeHTHMUYHa I[IOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBaATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 12. HexoTOpEEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KVMMYHOT'e€HHEM OeJiKkaM, ofBjamamnmyM — aMMHOKMCJIO THOM
[IOCJIeDOBATEJIBHOCTE, kKOoTopasa Ha 93% MIOIeHTHMUYHa IIOJIHOPa3MepPHBEM
KOHCEHCYCHEM aMUMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 12. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KMMYHOT'E€HHEM OeJiKaM, ofjamamnmyM ~ aMMHOKMCJIO THOM
[IOCJIeDOBaTEeJIbHOCTE, KoTopasa Ha 94% MIOeHTHMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 12. HexoTopEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofbJjamampmyM ~ aMMHOKMCJIO THOM
[IOCJIeDOBATEJIbHOCTEID, KoTopada Ha 95% MIOeHTMUHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIEeOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 12. HexoToOpEe BapMaHTH pealM3aluM MU300peTeHud
OTHOCATCA K MMMyHOTEHHEM OeJiKaM, oBjajamMM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIBHOCTEID, KOoTopad Ha 96% MIOIEeHTHMUYHa I[IOJIHOPAa3MepPHBIM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBaATEeJIbHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 12. HexkoTOpEEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJiKaM, ofjamamnmyM ~ aMMHOKMCJIO THOM
[IOCJIeNOBATEJIBHOCTEID, kKoTopasa Ha 97% MIeHTHMUHa I[IOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 12. HexoTOpEEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KVMMYHOT'EeHHEM OeJiKaM, ofBJjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeDOBATEJIBHOCTEI, kKoTopasa Ha 98% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMUCJIOTHEM IIOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 12. HexoTOpEEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KMMYHOT'E€HHEM OeJikaM, ofJyamamnmyM  aMMHOKMCJIO THOM
[IOCJIeDOBaTEJIbHOCTEID, kKoTopasa Ha 99% MIOIeHTMUHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHBEM B
SEQ ID NO: 12.
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[00190] B HEeKOTOPHX BapMaHTax peajiM3aluM M300peTeHUsa OeJIOK
He COOepXuUT JMIEPHYI II0CIelOoBaATeJIbHOCTL. B HEeKOTOPHX BapMaHTax
peaam3alumm n3obpeTeHnsd BeJiok He COOEPXUT JIMOEPHYIO
[10CJIeDOBAaTEJIbHOCTD IgE. dparMeHTEl KOHCEHCYCHEHX OeJIKOB MOTYT
comepXaThb IIO0 MeHbIer Mepe 10%, 10 MeHbmeM Mepe 15%, 1o MeHbIeM
Mepe 20%, 10 MeHbmeM Mepe 25%, no MmeHbmeM Mepe 30%, IO MeHbIeM
Mepe 35%, 1o Menbmen Mepe 40%, 1o MeHbmeM Mepe 45%, o0 MeHbIeM
mMepe 50%, o wMenbmen Mepe 55%, no wMeHbmen Mepe 60%, IO MeHbIEN
Mepe 65%, 1o MeHbmeM Mepe 70%, 100 MeHbeM Mepe 75%, O MeHbIeM
Mepe 80%, 1no MeHbmeM Mepe 85%, no MeHbmel Mepe 90%, IO MeHbIeM
Mepe 95%, no MeHbmeM Mepe 96%, o0 MeHbmeM Mepe 97%, IO MeHbIeM
Mepe 98% MJIN 110 MeHbIe  Mepe 99% KOHCEeHCYCHOTO BeJika.
VMMYHOT €HHEE QpaTl'MeHTH IocJeloBaTeJibHoCTM SEQ ID NO: 12 MoryT
OBITEL I[IpedoCTaBJIeHH. JVMMyHOTeHHHe (QpaTlMeHTH MOTYT COIOepXaTb IIO
MeHbme¥ Mepe 10%, 0o MeHbmel¥ Mepe 15%, 0o MeHbmen Mepe 20%, 1o
MeHbme¥ Mepe 25%, 0o MeHbme¥ Mepe 30%, 0O MeHbmeM Mepe 35%, 1o
MeHbme¥ Mepe 40%, 1o MeHbmeM Mepe 45%, no MeHbmen wMmepe 50%, 1o
MeHbImeM Mepe 55%, 1o MeHbmeM Mepe 60%, OO MeHbIeM Mepe 65%, 1o
MeHbmer Mepe 70%, 0o MeHbmeM Mepe 75%, 0o MeHbmeM wMepe 80%, 1o
MeHbIey Mepe 85%, 1o MeHbmeM Mepe 90%, 0o MeHbmeM Mepe 95%, 1o
MeHbBIIEeV Mepe 96%, IO MeHbIleM Mepe 97%, 1O MeHbHeM Mepe 98% wmau
II0 MeHbleM Mepe 99% nociemoepaTeJbHOCTM SEQ ID NO: 12. B

HEeKOTOPHEX BapMaHTax pealuszalumM un300peTeHruda ©QpalMeHTH CcomepXaT

JUOEePHY I[OCJIeIOBaTeJIbHOCTE, Takyn Kak, HalpuMep, JuUIOepHas
II0CJIeNOBaTEeJIEHOCTE VMMyHOTJIOOYJIMHE, Taxkasd KakK JuOepHas
IOCJIeNOBATEJIBHOCTE IgE. B HEKOTOPHX BapMaHTax peanrsanumnmn

n300peTeHrs QparMeHTH He CcoIepXaT JMIEPHYD IIOCJIedOBaTeJIbHOCTL. B
HEeKOTOPHX BapMaHTax pealu3aluy Mu300peTeHUs QpaTlMeHTH He coIepxaT
JMUIEPHYID IIOCJedOoBaTeJIbHOCTL, Takyo Kak, HanpuMep, JMoepHas
nocjienoBaTeJIbHOCTE IgE.

[00191] VoryT OHTBH TIIPedOCTaBJIEHE WMMMYHOTEHHHEE (QpaTlMeHTH
BeJIKOB C aMMHOKMCJIOTHBEIMM IIOCJIeOOBaTeJIbHOCTAMM, T'OMOJIO TUUHEMM
VMMMyHOT'€HHEIM OQpal'MeHTaM IocJjienoparTesicHoCTH SEQ ID NO: 12. Takwue
VMMYyHOTEHHEe (QparMeHTH MOTYT COIepXaThb I[IO0 MeHblel Mepe 10%, 1o
MeHbme¥ Mepe 15%, 1o MeHbme¥ Mepe 20%, 0O MeHbmeM Mepe 25%, 1o
MeHbmeM Mepe 30%, 1o MeHbmeM Mepe 35%, 0o MeHbmeu wMepe 40%, 1o
MeHbmeM Mepe 45%, 1o MeHbmeM Mepe 50%, 0o MeHbmeM wMepe 55%, 1o
MeHbImeV Mepe 60%, IO MeHbmer Mepe 65%, 0o MeHbmeM wMepe 70%, 1o
MeHbImen Mepe 75%, 1o MeHbmeM Mepe 80%, 0o MeHbmeM Mepe 85%, 1o

MeHbImeM Mepe 90%, 1o MeHbmeM Mepe 95%, 0o MeHbHmeM Mepe 96%, IO
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MeHbIIeM Mepe 97%, 0[O MeHbBIEeM Mepe 98% wWIM IO MeHbIleM Mepe 99%
BeJIKOB, KOTOpPHe Ha 95% wmiam 0OoJjlee TOMOJIOTMUHH I[IOCJeIOBaTEJILHOCTHU
SEQ ID NO: 12. HexoTopEle BapMaHTH peaju3aluuy MU300peTeHUd
OTHOCATCSH K MMMYHOTEeHHBM OQparMeHTaM, obJjajaomuM 96% TOMOJIOTHEN
OTHOCUTEJILHO VIMMYHOT'€HHEIX bparMeHTOB KOHCEHCYCHEIX DeJIKOBEIX
IIOoCJIeOBaTeJIbHOCTEM B ITaHHOM  IOOKYMeHTe. HexoTopHe  BapMaHTH
peanmuzauuM MU300peTeHud OTHOCATCA K MMMYHOT'€HHEM @QpaIrMeHTaM,
obnamanmyM 97% TOMOJIOTMENM OTHOCHUTEJNIBHO WVMMYyHOTE@HHHX O(QparMeHTOB
KOHCEHCYCHEIX OeJIKOBHX IIOCJIefOoBaTeJILHOCTEeM B OaHHOM MHOOKYMeHTe.
HexoTophe BapMaHTH peanmuszauuu nz300peTeHnusd OTHOCATCSH K
VMMYyHOTEHHBEIM JparMeHTaM, objlajalmuM 98% ToMoJIoTHMEeM OTHOCUTEJILHO
VIMMYHO '@ HHEIX bparMeHTOB KOHCEHCYCHHX BeIKOBHEX
IOoCJIeNOBaATENBHOCTE B HaHHOM  IOOKYMeHTe. HexoTopre  BapMaHTH
peanmuzauuM MU300peTeHUds OTHOCATCS K MMMYyHOTE€HHHEM OdpaTrMeHTaM,
obnamamnmyM 99% TOMOJIOTHMENM OTHOCHUTEJNBEHO VMMYyHOT'€HHEIX O(OparMeHTOB
KOHCEHCYCHEIX OeJIKOBHX I[IOCJeIOBaTEJIbHOCTENM B IaHHOM OOKyMeHTe. B
HEeKOTOPHX BapMaHTax pealuszauuu wus3obpeTeHUs OQpaTrMeHTH COIOepXaT
JIUIEPHYD I[IOCJeIOBaTEeJIbHOCTE, Takyn Kak, HalpuMep, JunepHasd
IIOCJIENOBATENBHOCTD VMMYHOTJIOOYJIMHE, Takasa Kak JIMOepHasd
IIOCJIENOBATENIBHOCTD IgE. B HeKOTOPHIX BapMaHTax peannzaluuu
n300peTeHUa QpaTMeHTH He CcoIepXaT JMIEPHYK I[IOCJIeOOoBaTeJIbHOCTL. B
HEeKOTOPHX BapMaHTax peajM3aluM MK300peTeHMs OQpaTlMeHTH He COoIepXaT
JMIEPHYKD IIOCJeIOBaTeJIbHOCTE, Takyw Kak, HalpuMep, JunepHasd
nocjienoBaTeJIbHOCTE IgE.

[00192] MoryT OHTH OPEeIOCTAaBJIEHE VMMYyHOTEeHHBEe OGpalMeHTH
BeJIKoB c aMMHOKMCJIO THEIMA nocJyenoBaTesJIbHOCT AMHA, UIOEeHTUYUHBEMA
MMMyHOTEHHEIM QparMeHTaM IocjenoparTejicHOCTM SEQ ID NO: 12. Takwue
VMMYHOTEeHHEHEe OGparMeHTH MOTYT CoOoepXaThb II0 MeHbmer Mepe 10%, 110
MeHbmelM Mepe 15%, 0o MeHbmel Mepe 20%, 0O MeHbmeM Mepe 25%, 1o
MeHbmel Mepe 30%, [0 MeHbmel Mepe 35%, 0o MeHbmel Mepe 40%, 1o
MeHbIleV Mepe 45%, 0o MeHbmen Mepe 50%, 1o MeHbmelM Mepe 55%, 10
MeHbme¥ Mepe 60%, IO MeHblleV Mepe 65%, 1o MeHbmel Mepe 70%, 1o
MeHbme¥ Mepe 75%, 1o MeHbmel¥ Mepe 80%, 0O MeHbmeM Mepe 85%, 1o
MeHbIeV Mepe 90%, 0o MeHbmeM Mepe 95%, 10 MeHBmeN Mepe 96%, 10
MeHbIIeV Mepe 97%, [0 MeHbIeM Mepe 98% WIM IO MeHblleM Mepe 99%
BelkoB, KOTOpPHe Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98% wmim 99% MIOIEeHTHMUYHH AaAMMHOKMCJIOTHBEIM IIOCJIedOBAaTeJILHOCTIM,
npuBeleHHeEM B SEQ ID NO: 12. B HeKOTOPHX BapMaHTax peaju3aluu
n300peTeHUa  QparMeHTH COOepXaT JIMIOEPHYK I[IOCJIelNOoBaTeJIbHOCTE,

TakKy KakK, HallprMep, JIMOepPHaA I1ocJjiienoBaTeJIEHOCTDB
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VMMYyHOTIUIOOYJIMHa, TaKasd KaK JuIepHad I[OoCcJemoraTeIbHOCTE IgE. B
HEKOTOPHEX BapMaHTax peajlu3aumy Mn300peTeHUAa QparMeHTH He CcomepXarT
JMOEPHY I[IOCJIemOBaTeJIJbHOCTE. B  HEKOTOPHX BapMaHTax pealns3alnu
n300peTeHMd OQparMeHTH He CcomepXaT JMUIEPHYKD IIOCJIeOOBRaTeJIbHOCTE,
TaKyln KakK, HalopuMmep, JuIepHad [HoclenoBaTeJIbHOCTE IgE.

[00193] CorJjilaCcHO M3JIOXEeHHOMYy B OaHHOM IOKyMeHTe B OTHOIEeHUM
coenMHEeHMS CUTHAJILHOTO IeNTUIa WM JIMOSPHOM I10CJIedOBATEeJILHOCTU C
N-koHLIOM 0OeJjiKa, CUTHaJLHBI [eldTHun/JuiepHad I[IoCJeloBaTeJIbHOCTD
3amMemaeT N-KOHILEeBOM MeTMOHMH OeJiKa, KOTOPHM KOOMPYETCS CTapTOBBM
KOIOOHOM HYKJIEOTHMIHOM IIOCJIedOoBaTeJIbLHOCTHM, 3aTeM KoIupyeT O0eJIok
fes KOOUPYIMX CUTHAJLHHEM IelITHUI I0CJIedoBaTeJIbHOCTENM.

(7) NY-ESO-1

[00194] BakLmMHa I[IO0 HaCTOAMEMY MW300peTeHMKD MOXEeT COoIepXaThb
PaKOBHM aHTUTEeH HBO-MOPKCKOTO paka numeBoXa-1 (NY-ESO-1; Taxkxe
HaszbeBaemer CTAGl), ero oGparMeHT wWIM eT0o BapuaHT. NY-ESO-1,
KomgupyeMelt TeHoM CTAGIB, mnpencrabjgeT cobor 180-aMMHOKMCIIOTHHMA
BeJiok C TJIMUMH-00TaToV N-KOHIeBOM 0O6JIacThl M CBepxXIuipodobHOM C-
KOHILIeROM oOJjlacTbi. NY-ESO-1 of6jgamaeT OTPaHMUEHHOM SKCIPeCCUel B
HOPMAaJIbHEIX TKaHAX, HO 4YacTO BCTpeudaeTcsa Opu pake. NY-ESO-1 moxerT
DKCIPeCcCHUpOoBaTLECA B pPas3JIMUHEIX BMUIaxXx paka, B ToOM uucjie, 6es3
OTpaHMUYeHuSI MMM, paKe MOUeBOTO MNy3HpPsa, OOOIOUHOM M MNPAMOM KUIIKM,
numeepona, XeJjyokKa, TelaToKapLMHOMEe, pakKe TOJIOBH U ey, MeJlaHOMe,
HEMeJIKOKJIETOUHOM pake JIeTKOoTo, paxke AWYHUKOB, [IOmXeJIy IOUHOM
XKeJle3h, CUMHOBMAJBLHOM KapliMHOME U pakKe NpedcTaTeJIbHOM XeJIe3H.

[00195] PaKoOBO—TEeCTUKYJISAPHHM aHTUTeH (NY-ESO-1) MOXeT
BKCIpeccHUpoBaTLCA B CeMeHHUKax U ANYUHUKAX . NY-ESO-1 MOXeT
ACCOLUMMPOBATECHA C Pa3JIMUHEMKM BUIaMM paKa M CIOCOOeH MHIOYLMPOBATH
TyMOpaJibHEIE WMMYHHEE OTBeTH. CyOBeKTH, CTpalallue OT pakKa WInu
OIIyXOJIeu, MOI'YT BEpaboTaThb MMMYHOT'€HHOCTbB K NY-ESO-1.
CooTBeTCTBEHHO, NY-ESO-1 MOXeT IpencTaBJIaATh cobom
ACCOLUMMPOBAHHEY C Pas3JIMUHBEIMU OIYyXOJIAMM aHTUIeH.

[00196] AHTHMITeH NY-ESO-1 crnocobeH MHOYLUMPOBATbH aHTUIEH-—
crienmMdmUuecKuid T-KJIETOUHHIM U/MJIM MHTEHCHMBHEI I'YMOPAJIBLHEM MMMYyHHEE
OTBETH, TeM CaMbBM MHIYLUUPYS WM BHS3HBAA MMMYHHHM OTBET, KOTOPHM
HaopaBJleH Ha pak WMIM OIyXOoJb WIM peaTrupyeT Ha HUX DKCIpeccHuen
aHTHUTEeHa. B HEKOTOPEIX BapmMaHTax peaamnsanmum n300peTeHnd
VHOYUMPOBAHHEM WMJIM BHS3BAHHHM MMMYyHHBM OTBET MOXeT IIpeldCcTaBJIATh
cobour KJIE TOUHHIM, T'yMOPaJibHEM ZNNZN Kak KJIETOUHHIM, Tak u
TYMOPAJILHEM MMMYyHHEE OTBETH. B HEeKOTOPHX BapMaHTax peaau3alun

30 6p eTeHNnA VMHOYUIVPOB AHHHIM MJin BLI3BAaHHLM KJIE TOUHEM I/IlWMYHHbIﬁ
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OTBET MOXEeT BKJOUATL MHIOYKLUVID WM CeKpelulw IaMMa-MHTepbepoHa
(IFN-y) u/uiau daxTopa HeKpos3a onyxoJjer ajabda (TNF-o). B Opyrmux
BapMaHTax pealM3aluy U300peTeHusd UHIYLUVMPOBAHHEM WM BE3BaHHEM
VMMMYHHE OTBeT MOXeT YyMeHbllaThk WM MHIMOMpPOBATE OIMH WM OoJiee
baxTOopPOB CyIpecCcun VIMMYHHOT'O oTBETAa, KOTOPEHE CTUMYJIMPYOT
pPa3sBUTHE OIYyXOJIM WM Ppaka, SKCIpecCUupyd aHTUTeH, HalpuMmep, 0e3
orpaHMUeHMda ¥uMM, OQaKTOPEH, I[IoIaBJjdromue InpeseHTaumio MHC, ©QaKToOpH,
aKTHBUPYIIME AHTUTEeH—-ClleunduUIecKre PETYJIATOPHEE T-KJIeTKU
(Tregs), PD-L1, FasL, LUTOKWHEH, TakMe kKak I1L-10 wm TFG-8,
ACCOLUMMPOBAHHEE C OIYyXOJb MaKpodalyu, aCCOUMMPOBAHHEE C OIIYXOJbK
dnbpobiacTH, pPacTBOPUMEE baKToOpPH, NPOoOyLUPYeMEE MIMMY HHEIMI
KJIeTKaMMu—-cylnpeccopammu, CTLA-4, PD-1, MDSC, MCP-1 u MOJIEKYJIH
VMMYyHHEX KOHTPOJIBHEIX TOUeK, 4UTO 0oJiee NOOPOOHO OIMCaHO HUXEe.

[00197] AHTUT'eH NY-ESO-1 MOXeT YBeJIMUMBaTh KJIE TOUHEBIM
VMMYHHHM OTBeT Yy CcyObLeKTa, KOTOpOMy BBOIOAT aHTUIeH NY-ESO-1, 1o
oT oOkoJio 50-kpaTHOTO no0 oOkoJio 6000-kpaTHOTO, OT OKOJO 50—
KpaTHOT'O -HO OKoJIO 5500-kpaTHOTrO, OT OKOJO 50-KpaTHOT'O OO OKOJIO
5000—-kpaTHOTO OT OKOJIO bO0-kpaTHOT'O no0 okoJio 4500-KpaTHOTO, OT
okoJio 100-xpaTHOTO OO OKOJIO 6000-KpPaTHOTO, OT OKOJIO 150-KpaTHOTO
no okojgo 6000-xkpaTHOTO, OT OKoJO 200-KpaTHOTO nOO OKoJOo 6000-
KpaTHOTO, OT OKOoJO 250-kpaTHOTro »Ho 6000-KpaTHOTO MM OT OKOJIO
300-kpaTHOTO HO OKkoJio 6000-KpaTHOTO pas3Mepa IO CpaBHEHUI C
KJIETOUHBEM MMMYyHHEIM OTBEeTOM Y Cy0OBbeKTa, KOTOPOMYy He BBOIOAT
anTureH NY-ESO-1. B HeKOTOPEHX BapMaHTax peajM3alur U300peTeHUd
aHTurex NY-ESO-1 wMoxeT VYVBEJIMUMBATL KJIETOUHBM MMMYHHBEIM OTBET VY
cydBeKTa, KOTOpOMY BBOIOAT aHTUIreH NY-ESO-1, mnoutm B okoJio 50,
100, 150, 200, 250, 300, 350, 400, 450, 500, 550, 600, 650, 700,
750, 800, 850, 900, 950, 1000, 1100, 1200, 1300, 1400, 1500,
1600, 1700, 1800, 1900, 2000, 2100, 2200, 2300, 2400, 2500,
2600, 2700, 2800, 2900, 3000, 3100, 3200, 3300, 3400, 3500,
3600, 3700, 3800, 3900, 4000, 4100, 4200, 4300, 4400, 4500,
4600, 4700, 4800, 4900, 5000, 5100, 5200, 5300, 5400, 5500,
5600, 5700, 5800, 5900 mmm 6000 pas IO CpPaBHEHMI C KJIETOUHHM
VMMYyHHEIM OTBETOM Yy CYOBLEeKTa, KOTOPOMYy He BBOOAT aHTUTeH NY-ESO-
1.

[00198] AHTHMreH NY-ESO-1 MOXeT yBeJIMUMBATH YPOBHM I'aMMa-—
nHTepdpepoHa (IFN-y) y cyOBeKTa, KOTOPOMY BBOIOAT aHTUIeH NY-ESO-
1, B oT okojio 50-kpaTHOTO no oOkoJio 6000-xkpaTHOTO, OT OkKOJIO 50-
KpaTHOTO HO OkoJio 5500-kpaTHOTO, OT OKOJO 50-KpaTHOT'O OO OKOJIO

5000-kpaTHOTO, OT OKOJO bLO0—KpaTHOTO »0o okojio 4500-xKpaTHOTO, OT
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okoJio 100-xpaTHOTO OO OKOJIO 6000-KpPaTHOTO, OT OKOJO 150-KpaTHOTO
no okojgo 6000-xkpaTHOTO, OT OKoJO 200-KpaTHOTO 1O OKoJOo 6000-
KpaTHOTO, OT OKoJO 250-kpaTHOTo »Ho 6000-KpaTHOTO MM OT OKOJIO
300-kpaTHOTO HO OKoJiIo 6000-KpaTHOTO pasMepa IO CpaBHEHUI C
ypoBHAMM IFN-y y cyObekTa, KOTOPOMYy He BBOIAT aHTureH NY-ESO-1.
B HeKOTOpPHX BapMaHTax peajluzaluy un300peTeHMsa aHTUTeH NY-ESO-1
MOXeT yBeJMuMBaThL ypoBHM IFN-y y cCcyB6beKTa, KOTOPOMY BBOLAT
a"ntured NY-ESO-1, mnoutm B okoJgio 50, 100, 150, 200, 250, 300,
350, 400, 450, 500, 550, 600, 650, 700, 750, 800, 850, 900, 950,
1000, 1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900,
2000, 2100, 2200, 2300, 2400, 2500, 2600, 2700, 2800, 2900,
3000, 3100, 3200, 3300, 3400, 3500, 3600, 3700, 3800, 3900,
4000, 4100, 4200, 4300, 4400, 4500, 4600, 4700, 4800, 4900,
5000, 5100, 5200, 5300, 5400, 5500, 5600, 5700, 5800, 5900 wam
6000 paz mno CpaBHeHMK C ypoBHAMM I1FN-y vy cyOBeKTa, KOTOPOMY He
BBOOAT aHTUI'eH NY-ESO-1.

[00199] AHTHMreH NY-ESO-1 MOXeT COmepXaThk D3IOUTOMNH OEJIKOE,
KOTOPHE IOeJjlalkT MX OCODEeHHO HOPeKTMBHHMM B KadeCTBe MVMMYyHOTEHOB,
Ha KOTOPEE MOT'YT MHOYLUMPOBATBCH MMMYHHEE OTBETH kK NY-ESO-1.
AHTUTEeH NY-ESO-1 MOXeT comepxaThb IIOJIHOPa3MEPHEM IPOOYyKT
TPaHCJAUMM, €TI0 BapMaHT, ero (QpalMeHT WM UX KOMOMHalMo. AHTUIEH
NY-ESO-1 mMoOXeT comepXaTb KOHCEHCYCHHM OeJIoK.

[00200] HyKJI€OTUIHYIO [IOCJIenoOBaTEJIbHOCTD, KOOUPYIIYIO
KOHCEHCYCHEM aHTureH NY-ESO-1, MOXHO ONTUMMM3UPOBATL B OTHOIEHUMU
YaCTOTH MCIOJB30BAHMA KONOHA M COOTBeTCTBYKRIMUX PHK-TPaHCKPUIITOB.
HyxkJleMHOBas KMCJIOTa, KOOMPyKMas KOHCEHCYCHHM aHTureH NY-ESO-1,
MOXeT OHTHL KOOOH— ¥ PHK ONTMMM3UMPOBAHHOM HJA DSKCIOpeccum. B
HEKOTOPEHIX BapMaHTax peaamuzaluum n3obpeTeHns HYKJIeOTUIHA A
II0CJIeIOoBaTeJIbHOCTE, KoIMpVyomasa KOHCEeHCYCHHM aHTured NY-ESO-1,
MOXeT COIepXaThk IIOCeloBaTellbHOCTE Kozak (HanpuMmep, GCC ACC) g
yBeJIMUeHU g sbbexTUMBHOCTHU TPaHCJIALUNA . HyxkijenHoBas KUCJIOTa,
KomomMpyoma g KOHCEeHCYCHEM AHTUT eH NY-ESO-1, MOXeT CoIoepXaThb
HEeCKOJIBEKO CTOII-KOIOOHOB (HanpuMep, TGA TGA) oJjid YBeJIMUeHUd

9@@GKTMBHOCTM TepMMHALMMM TPaHCIIAOVINM .

[00201] HykJjenHoBad KMCJIoTa, Kooupymola g KOHCEHCYCHHM
AHTUTEH NY-ESO-1, MOXeT TaKxe KOIMpORBRAaTEL JINOEPHYIO
[IOCJIENOBATEJIBHOCTE MMMyHOTUIOOyJIMHa E (IgE). HykijienmHoBad KHCJOTa,

KoOupyKlas KOHCEHCYCHEM aHTureH NY-ESO-1, MOXeT HOONOJHUTEJBLHO
KOOVPOBATL JIMOEPHYK [IOCIemoBaTeJIbHOCTE IgE TakuM o00pasoM, UTo

AMMHOKMCIIOTHaA IIocjyienoBaTeJIbHOCTDB HMHepHOﬁ I1oCJIenoBaTeJIbHOCTHM
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IgE CBA3HBBAETCHA C AMMHOKMCJIOTHOM [IoCJIenoBaTeJIbHOCTLIO
KOHCEHCYCHOTO aHTureHa NY-ESO-1 menTumHOM CBA3bD. HykKJIeMHOBasdg
KMCJIOTa, KoOupykmas KOHCEeHCYCHHM aHTuIreH NY-ESO-1, MOXeT Takxe
comepXaTh HYKIJIEOTHUIHYI I[IOCJIEeOOBATEJIbHOCTL, KOOMPYRIYD JIHUISPHYIO
I[IOCJIEDOBATEJIbHOCTE IgE. B HEeKOTOPEIX BapMaHTax peanlmsaumm
nz0bpeTeHUa HYKJEMHOBAaS KMUCJIOTa, KOoOUpyWllas KOHCEHCYCHHIM aHTUTeH
NY-ESO-1, He uMeeT I He COOEPXUT HYKJIEOTUIHYIO
[IOCJIEOOBATEJIbHOCTE, KOOUPYKIIYID JIMOEPHYK [MOCJIemoBaTesJIbHOCTE IgE.

[00202] KoOHCeHCYCHHV aHTUTeH NY-ESO-1 wMoXeT OpelCcTaBJIATH
coboM HYKIJIeOTUIHYID IIocjiefoBaTeJibHoCT, SEQ ID NO: 13, koTopasd
KOIOMpPYeT AMUHOKMCIIO THVYIO IIOCJIEOOBATEJIEHOCTE SEQ ID NO: 14.
IlocaenoBaTeJIbHOCTE SEQ ID NO: 13 xooupyeT KOHCEHCYCHHM 0OeJiok NY-
ESO-1, CBA3aHHBMN C JVIEpPHON [IOCJIeDOBRATEJIbHOCTEI IgE.
KoHceHCcyCHHMI HeJiok NY-ESO-1 MOXeT OBITH CBA3aH C JIMOepHOM
[I0CJIenOBaTeJIbHOCTLIO IgE u HA-MeTKOM. B OpyITUX BapMaHTax
peaau3aluy Mn300peTeHMsa KOHCEeHCYCHHM Oejlok NY-ESO-1 wMoOXeT He
comepXaThb WM He OHTH CBA3AHHEIM C JUISPHOM I[IOCIemOoBaTeJIbHOCTLIO
IgE n/van HA-MeTKOM.

[00203] B HEKOTOPHIX BapMaHTax peanmusaluuu  MU300peTeHud
KOHCEeHCYCHHM’ AHTUTEeH NY-ESO-1 MOXeT [IpencTaBJIATE cobomn
HYKJIEOTUIOHYI IIOCJIeOOBATEJILHOCTE, obJjlamanmylo IO MeHbIey Mepe
okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmim 100%
UOEHTUYHOCTBIO IIO0 BCeM IJIMHEe HYKJEeOTHMIHOW II0CJedOoBaTeJIbHOCTH,
opuBeneHHou B SEQ ID NO: 13. B Ipyrux BapraHTax peajiM3alun
n300peTeHrss KOHCEHCYCHHM aHTureH NY-ESO-1 wMoxeT MOpedcTaBJISATh
cobom HYKJIEOTUOHYIO [IOCJIenOBaTEeJIbLHOCTE, KOoTOopad KOOUPYET
AMMHOKMCJIOTHYIO II0CJIeOOoBaTeJIbHOCTL, of6Jamalmylo IO MeHbIel Mepe
okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmim 100%
UIOSHTUYHOCTLIO II0 BCeM IJMHe aMUMHOKMCIIOTHOM IIOCJIedoBaTeJIbHOCTH,
npuBeneHHoM B SEQ ID NO: 14. KoHCeHCYyCHHM aHTUTeH NY-ESO-1 MoxeT
IpencTaBJIATE CcOOOM aMMHOKMUCIIOTHYID II0CJIeIOoBaATeJIbHOCTL, 006Jamdalllyio
10 MeHbIIeM Mepe okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 9b%, 96%, 97%, 98%, 99% wmm
100% UIOEHTUUHOCTLIO o BCEM OJIVHE aMUHOKMCJIO THOM
IOCJIENOBATENBHOCTH, NpUBeIeHHOM B SEQ ID NO: 14.

[00204] HexOoTOpHEe BapMaHTH peajM3aluy MU300peTeHUd OTHOCATCH
K HYKJI€OTUIHEIM [IOCJIeDOBaTEeJIbHOCT AM, KOOUPYIONM OeJiKy,

TOMOJIOTMUHEIE KOHCEHCYCHOMY OeJKy NY-ESO-1, MMMYyHOT €HHOMY
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dparMeHTy KOHCeHCycHoTo Oejyika NY-ESO-1 ¥ MMMYyHOTE€HHHM OQparlMeHTaMm
TOMOJIOTMUHHEX OeJikoB. Takue MOJEeKYJIH HYKJIEeMHOBEX KUCIJIOT, KOTOpPHE
KOIUPYT MMMYHOT €HHEIE BeJiklM, obJlamanmme oo 95% TOMOJIO T MM
OTHOCUTEJILHO KOHCEHCYCHOM IIOCJIeIOoBaTeJIbHOCTM, OO 96% TOoMOJIOTUU
OTHOCUTEJIbLHO KOHCEHCYCHOM IocjlefoBaTeJIbHOCTM, »Ho 97% ITOMOJIOTUM
OTHOCUTEJILHO KOHCEHCYCHOM IIoCJeNoBaTeJIbHOCTH, IO 98% TOMOJIOTHUMU
OTHOCUTEJILHO KOHCEHCYCHOM IIOCJIeOOBATEeJILHOCTM M po 99%, wMoTryT
BHITL IMPpemoCTaBJIeHB. AHAJOTUMUHEM 00pa3oM, Takxke I[IpedoCTaBJISITCSI
HYKJIEOTUIHEE nocJjiefoBaTeJILHOCTH, KoOupyolme VIMMYHOT' €HHEE
bparMeHTH, IpuBedeHHHEe B ITaHHOM IOKYMeHTe, ¥  VMMYHOTE€HHHE
bparMeHTH OeJIKOB, KOTOPHE TOMOJIOTMUHE 0OeJiIkaM, IIPUBEeIeHHEM B
OaHHOM OOKYMeHTe.

[00205] HekoTopHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCSH
K MOJIeKyJlaM HYKJIEMHOBHX KUCJIOT, KOIUPYIIMM MWMMYHOTeHHHEe OeJIKM,
obJjlajanmme 95% ToOMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KMUCJIOTH,
KoOupyKlme IoCJedoBaTeJIbHOCTM B IOaHHOM HOKyMeHTe. HekKoTopue
BapUaHTH peanu3alnmu n3obpeTeHnd OTHOCATCHA K MOJIEKYJIaM
HYKJIEMHOBHX KMUCJIOT, KOIOMPYINMM MMMyHOTeHHHe OeJiku, obJjajamue
96% TOMOJIOTMENM OTHOCUTEJILHO HYKJEMHOBOWM  KMCJIOTH, KoIMpYyoomen
IoCJIeIOBaATEJILHOCTHU B OaHHOM  OOKYMEeHTe. HexoTopue BapMaHTH
peagm3almuy M300peTeHMs OTHOCATCSA K MOJIeKyJjlaM HYKJIEMHOBEIX KUCJIIOT,
KOIOUPYIMM MMMy HOT'€HHHE BeJiku, oBJlaganimre 97% TOMOJIOTHEN
OTHOCUTEJILHO HYKJIEMHOBOM KMCJIOTH, KOOMPYOIEN I[I0CJeloBaTeJIbHOCTHU
B OaAHHOM IOKyMeHTe. HeKOTOpHE BapMaHTH peaju3aluy M300peTeHMs
OTHOCSATCHA K MOJIEKYJIaM HYKJIEMHOBEIX KMCJIOT, KOIMPYIIOIMM
MMMYyHOT eHHEe  OeJKl, obJlajanmue 98% TOMOJIOTMEN  OTHOCUTEJILHO
HYKJIEMHOBOW  KUCJIOTHI, KoOupyley TIocJeOoBaTeJIbHOCTM B OaHHOM
IOOKyMeHTe. HekKoTophe BapMaHTH pealM3allui M300peTeHMsS OTHOCATCHS K
MOJIEKYJIaM HYKJIEMHOBHIX KMCJIOT, KOOUPYIIMM MMMYHOTEeHHHEe OeJIKH,
obBJjlajanmme 99% TOMOJIOTMEN OTHOCUTEJIEHO HYKJIEMHOBOM  KUCJIOTH,
KoOuUpyKle II0ocJedoBaTe/IbHOCTM B HOaHHOM IJOKYMeHTe. B HeKOTOPHX
BapMaHTax pealu3aluMy U300peTeHMsS MOJIeKYJIE HYKJIEeMHOBHX KUCIJIOT C
KOOUPYIMMM II0CJIeNOBaTeJIbHOCTAMM, OINMCAHHEIMM B IOaHHOM OOKYMeHTe,
KOTOPHE TOMOJIOTMUHE KOOMPYWIEeM I[I0CJeldoBaTeJIbHOCTM KOHCEHCYCHOTO
BeJska, ONIMCAaHHOTO B OaHHOM IOOKYyMEeHTe, BKJIIOUAOT
IOCJIeIOBaATEJILHOCTHM, KOIMpYIIMe JMIOSPHYID IIocJedoBaTellbHOCTL IgE,
CBA3aHHYID C 5'-KOHILIOM KOOMPYKIMEeM II0CJedoBaTeIbHOCTM, KoIMpyomen
TOMOJIOTMUHEE IIOCJIeIOBaTeJIbHOCTM  0OeJIKOB, ONMCaHHHE B  IOaHHOM

IOKYMEeHTe.
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[00206] HekoTOpHEe BapMaHTH peajiM3aluy U300peTeHUsa OTHOCATCH
K HYKJI€O TUIHEM [IOCJIenOBATEJILHOCTAM, KOOUPYOIUM DeJiku C
omnpeneJieHHHEM IIPOLEeHTOM MIOEHTUUYHOCTM OTHOCUTEJIBHO IIOJIHOPAa3MEPHOTI'O
KOHCEHCYCHOTO DeJika NY-ESO-1, VMMYHOT'€HHOT O bparmMeHTa
KOHCeHCcycHOTO Oenka NY-ESO-1 ¥ WMMMyHOT'€HHEIX QparMeHTOB OeJIKOB,
obJjlajanlMxX MIOEHTUUHOCTBI OTHOCHUTEJIBHO KOHCEHCYCHOTO Oejika NY-—
ESO-1. TakmMe MOJIEKYJIEHL HYKJIEMHOBEX  KMCJIOT, KOTOPEE KOOUPYIOT
VMMyHOT €HHEe OeJiky, ob6Jjgamanmye o 80% MIEHTMUHOCTM OTHOCUTEJBHO
IIOJIHOPAa3MEpPHOM KOHCEHCYCHOM IocjemoBaTesJibHOCTHM NY-ESO-1, 1no 85%
UIEHTUUYHOCTHU OTHOCHUTEJILHO IOJIHOPas3MepHOM KOHCEHCYCHOM
rocjlenoBaTeJIbHOCTHU, 0o 90% MOEHTUYHOCTHU OTHOCUTEJILHO
IIOJIHOPAa3MEPHOM KOHCEHCYCHOM IocjemoBaTesJibHOCTHM NY-ESO-1, 1mo 91%
UIOEHTUUHOCTHU OTHOCUTEJIEHO IOJIHOPa3MEpPHOM KOHCEHCYCHOM
nocjiemopaTeJIbHOCTM NY-ESO-1, @mo 92% MOIeHTUMUYHOCTM OTHOCHUTEJILHO
IIOJIHOPA3MEPHOM KOHCEHCYCHOM IocJjiemoRaTeJbHOCTHM NY-ESO-1, 1mo 93%
UIOEHTUYHOCTHU OTHOCUTEJIEHO IOJIHOPa3MEpPHOM KOHCEHCYCHOMN
nocjiemopaTeJIbHOCTM NY-ESO-1, mo 94% MOeHTMUYHOCTM OTHOCHUTEJILHO
IIOJIHOPA3MEPHOM KOHCEHCYCHOM IocJiemorRaTeJlbHOCTHM NY-ESO-1, 1mo 95%
UOEHTUYHOCTHU OTHOCUTEJIEHO IIOJIHOPa3MEPHOM KOHCEHCYCHOM’
nocjiemopaTeJibHOCTM NY-ESO-1, @mo 96% MOeHTMUYHOCTM OTHOCHUTEJIBHO
IIOJIHOPAa3MEPHOM KOHCEHCYCHOM IocJjiemorRaTeJibHOCTHM NY-ESO-1, 1mo 97%
MIOEHTUYHOCTHU OTHOCUTEJILHO IIOJIHOPa3MEPHOM KOHCEHCYCHOU’
nocjiegoBaTeJIbHOCTM NY-ESO-1, nmo ©98% MIOIEHTUMYUHOCTM OTHOCHUTEJILHO

IIOJIHOpasMepHOM KOHCEHCYCHOM MocjenoBaTeJibHOCTM NY-ESO-1 m mo 99%

UOEHTUYHOCTHU OTHOCUTEJILHO IIOJIHOPa3MepPHOM KOHCEeHCYCHOM
IIoCJIeoBaTeJIbHOCTH NY-ESO-1, MOT'YT OBEITH [IpenoCTaBJIEHH.
AHAaJIOTUMUHEIM obpas3oM, Takxe NpenoCcTaBJIATCA HYKJIEO TUIHEE
nocjienoraTeJIbHOCTH, KoOuMpyrimme MMMYHOT'€HHEIE dparMeHTH,

IIpMBeleHHEEe B IJaHHOM IJOKYMeHTe, ¥V VMMYyHOI'©€HHEE Cl)paI‘MeHTBI HeJIKkoOB
C aHaJIOT'MYHBIM IIPOLIEeHTOM MIOeHTMYHOCTI, Kak YRaszsaHO BHIOIE ,

OTHOCUTeJIbHO OeJikoB NY-ESO-1, OIMCaHHHX B OaHHOM IOKYMeHTe.

[00207] B HEKOTOPEIX BapMaHTax peanusalnmnum n300peTeHn
HYKJIEOTHUIOHAA [IOCJIeNOBaTEJBLHOCTE He COLEPXUT KOOVUPYIIYIO
[IOCJIENOBATEJILHOCTE, KoTOpad KOOUPYyeT JIUOEPHY

[IOCJIeDOBATEJIbHOCTE . B HEKOTOPHX BapMaHTax pealin3aluyr MN300peTeHUd
HYKJIEOTUIOHAA [IOCJIENOBaTEJBHOCTE He COOEPXUT KOOVPYIOIY
[IOCJIENOBATEJIBHOCTL, KOTOpad KOOUPYET JIMIECPHYK I[IOCJEeNOBATEJILHOCTD
IgE.

[00208] HekoTOpHEe BapMaHTH peajiM3aluy U300peTeHUda OTHOCATCH

K OpparmMeHTaM nocjemnopaTesibHOCTM SEQ ID NO: 13. OparMeHTH MOTYT
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COCTaBJIATEL IO MeHbmel Mepe 10%, 1o MeHbmel Mepe 15%, o MeHbIeM
Mepe 20%, 1o MeHbmeM Mepe 25%, 0o MeHbmer Mepe 30%, IO MeHbIEM
Mepe 35%, no MeHbmenm Mepe 40%, 1o MeHbmeM Mepe 45%, IO MeHbIEN
Mepe 50%, no wMeHbmenm Mepe 55%, no MeHbmem Mepe 60%, IO MeHbIIEN
Mepe 65%, 1o MeHbmen Mepe 70%, 10 MeHblleM Mepe 75%, o0 MeHbleM
Mepe 80%, 1o MeHbmeM Mepe 85%, no MeHbmeM Mepe 90%, O MeHbIeM
Mepe 95%, 1o MeHbmeM Mepe 96%, 10 MeHbleM Mepe 97%, IO MeHbIeM
Mepe 98% maIM 1o MeHbmel Mepe 99% nocJjgenoBaTeslbHOCTM SEQ ID NO:
13. dparMeHTH MOTYT OHTH IO MeHbIeM Mepe Ha 95%, IO MeHbIIeV Mepe
Ha 96%, [0 MeHblel Mepe Ha 97%, IO MeHbleM Mepe Ha 98% MIM IO
MeHbIIe Mepe Ha 99% TOMOJOTHMUHH dparMeHTaM II0CJIelNOoBaTeJIbHOCTU
SEQ ID NO: 13. OdparMeHTH MOTYT OHTL IO MeHblleM Mepe Ha 80%, 1o
MeHbIIeV Mepe Ha 85%, 1o MeHbmelM Mepe Ha 90%, 1O MeHbBIIeM Mepe Ha
91%, mno MeHbleM Mepe Ha 92%, IO MeHblleM Mepe Ha 93%, IO MeHbleM
Mepe Ha 94%, OO MeHbBmMeM Mepe Ha 95%, IO MeHBIHEM Mepe Ha 96%, 10
MeHbIIeV Mepe Ha 97%, IO MeHbBNIeM Mepe Ha 98% MIM O MeHBIIeV Mepe
Ha 99% MIOeHTUUYHE OTHOCHUTEJILHO (QpalMeHTOEB IocjlenoBaTeJIbHOCTU SEQ
ID NO: 13. B  HEeKOTOpPHX BapMaHTax peaju3aluuM Un300peTeHu4d
bpaTrMeHTH comepxaT [IOCJIeDOBATEJILHOCTH, KoOupyomye JIUOEPHYI
[I0CJIenOBaTEJILHOCTE, Takyo KakK, HalpuMep, JIMOepHasd
[I0CJIeDOBaTEJILHOCTE VMMMYyHOIJIOOYJIMHAE, TaKyo Kak JMOepHad
[I0OCJIeDOBaTEJILHOCTE IgE. B HEeKOTOPEHIX BapmaHTax peannzaumun

MBO@peTeHMH dparMeHTH He CcoIepXaT KOoOUpyKIMe IIOCJeIoBaTeJIbHOCTH,

KOTOPEIE KOIOIMPYIT JIMOEPHYIO I10oCJIeIoBaTEeJIEHOCTE .« B HeKOTOPEX
BaprmaHTaxXx peanimzaumm MBO@peTeHMH @paPMeHTM He comgepxatT
KoIompyKmme II0CJIeJOBaTeJIBLHOCTH, KOTOPHEEe KOIMPYRT JIMOEPHYIO
II0CJIeIOBaTeJIbHOCTE , TakKyo KakK, HallpyMep, JmuoepHasd

rnocjienopaTeJIbHOCTE IgE.

[00209] Kpome TOTO, AMMHOKMCJIOTHAa A [I0CJIeIOBAaTEJIbHOCTD
KOHCeHcycHOTO Oeyka NY-ESO-1 mnpencraBjgeT cobor SEQ ID NO: 14.
AMMHOKMCJIOTHas II0CJedOoBaTeJIbHOCTE KOHCeHCyCcHoTro Oejgka NY-ESO-1,
CBA3aHHOTO C JMIEePHOM IIocjlefoBaTeJbHOCThID IgE, npencrTaejgeT
cobou SEQ ID NO: 14. AMMHOKUCJIOTHAA [IOCJIEDOBATEJIEHOCTE
KOHCEHCYCHOTO HeJika NY-ESO-1, CBS3aHHOTO c JIMOepHOM
nmocjenoBaTeJIbHOCTRID IgE, MoxeT OHTL CBA3aHa ¢ HA-MeTKOM.

[00210] HekoTOoOpHEe BapMaHTH peajiM3aluy U300peTeHUsS OTHOCATCH
Kk OeJikaM, KOTOPHE TI'OMOJIOTMUYHH IIOCJIieloBaTeJibHOCTM SEQ ID NO: 14.
HexoTopre BapMaHTH peaamsanumnum n300peTeHnd OTHOCATCHA K
VIMMYHOT'@HHEIM BeJsikam, KOTOPHE obJlagamnT 95% TOMOJIOTUEN

OTHOCHUTEJIBEHO KOHCEHCYCHEX OeJIKOBEIX HOCHGHOB&TGHBHOCT@%,
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npuBeleHHEX B SEQ ID NO: 14. HekOTOpHE BapMaHTH peaju3alun

MBO@peTeHMH OTHOCATCA K MMMYyHOTeHHEM OeJikaM, KOTOPEE obJjiamanT

96% T'OMOJIOTMEM OTHOCUTEJILHO KOHCEeHCYCHHX BeJIKOBEIX
IoCJIeIOBaTEJIbHOCTEN, IIpMBeOeHHHX B SEQ ID NO: 14. HexoToptrle

BapMAaHTH peain3aluy M300peTeHMA OTHOCATCA K MMMYHOTEeHHHM OeJjikaM,
KOTOPEHE obJiamamnT 97% TOMOJIOTHMEN OTHOCUTEJILHO KOHCEHCYCHEBIX
OeJIKOBEIX IIOCJeHOoBaTeJIbHOCTEM, NpMBeOeHHEXx B SEQ ID NO: 14.
HexoTopte BapMaHTEH peannusaumnun n3obpeTeHmA OTHOCATCH K
VIMMY HOT'@ HHEIM BeJikamMm, KOTOPHE obJlaganT 98% TOMOJIOTUEN
OTHOCUTEJILEHO KOHCEHCYCHEIX OeJIKOBEIX nocJjienoBaTeNbHOCTEMN,
npuBeleHHEX B SEQ ID NO: 14. HekOTOpHE BapMaHTH peaju3alun
U300peTeHrua OTHOCATCA K MMMYHOTEeHHBEM OeJiKkaM, KOTOpbEe ofJiamalT
99% TOMOJIOTHUEN OTHOCUTEJILHO KOHCEeHCYCHHX DEeJIKOBEIX
IOCJIeNOBATENBHOCTEV, NpMBeleHHEHX B SEQ ID NO: 14.

[00211] HekoTOoOpHEe BapMaHTH peajiM3aluy U300peTeHUs] OTHOCATCH
K OBeJsikaM, KOTOPHE MIOEHTUYHE OTHOCUTEJILHO IIOCJIenoBaTeJIbHOCTU SEQ
ID NO: 14. HekOTOpHEe BapMaHTH pealM3aluM MN300peTeHMsa OTHOCHATCH K
VIMMYHOT'€HHEIM OeykamM, oBJananlyM AMMHOKMCJIOTHOM
[IOCJIeDOBaTEJIbHOCTEID, koTopasa Ha 80% MIOIeHTMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 14. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofbJlajanlM  aMUHOKMCJIOTHOM
IOCJIENOBATEJIBHOCTEID, KOTopasd Ha 85% MOeHTMUHa I[IOJIHOPpa3MepHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEM IIOCJIeOOBaTeJIbHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 14. HexoTOpEEe BapMaHTH pealM3aluM MU300peTeHud
OTHOCATCHA K KVMMYHOT'€HHEM OeJikaM, obajanmyM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIbHOCTEID, koTopasa Ha 90% MIeHTMUHa IIOJIHOPa3MEepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBaATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 14. HexoTOpEEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJikaM, ofblajanimyM  aMMHOKMCJIOTHOM
[IOCJIeDOBATEJIBHOCTEL, koTopas Ha 91% MIOIeHTHMUHa I[IOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 14. HexoTopEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'E€HHEM OeJiKaM, oflajanimyM  aMUHOKMCJIOTHOM
[IOCJIeDOBaTEJIEHOCTEID, KoTopasa Ha 92% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 14. HexoTopEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofJlajanlyM  aMUHOKMCJIOTHOM
[IOCJIeDOBaTEJILHOCTEID, KOoTopada Ha 93% MIeHTHMUYHa IIOJIHOPa3MepPHEM

KOHCEHCYCHEIM aMMHOKMCIJIOTHEIM IIOCJIeOBaTeJIBHOCTAM, IIPMBEIEHHEM B
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SEQ ID NO: 14. HexoTopEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofJlajanlM  aMMHOKMCJIOTHOM
[IOCJIeDOBaTEJIbHOCTEID, kKoTopada Ha 94% MIOIeHTMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIEeOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 14. HexoTopEe BapUaHTH peajus3alur MU300peTeHud
OTHOCATCA K MMMyHOTEHHEM OeJiKaM, oBJyajmanmyM — aMMHOKMCJIO THOM
[IOCJIeNOBATEJIBHOCTEID, KoTopad Ha 95% MOeHTHMUHa I[IOJIHOPpa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBaATEeJIbHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 14. HekoTOpEEe BapMaHTH peaju3aluy U300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJiKkaM, ofblajanmyM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIBHOCTEID, KoTopasa Ha 96% MIeHTHMUHa I[IOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 14. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KMMyHOTEeHHEM OeJiKaM, oflajaniyM  aMUHOKMCJIOTHOM
[IOCJIeDOBATEJIBHOCTEL, kKoTopasa Ha 97% MIOIeHTHMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 14. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'E€HHEM OeJiKaM, oflajanilyM  aMMHOKMCJIOTHOM
[IOCJIeDOBaTEJIbHOCTEID, KkKoTopasa Ha 98% MIOIeHTMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 14. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofbJlajanlMM  aMMHOKMCJIOTHOM
IOCJIENOBATEJIBHOCTEID, KoTopasd Ha 99% MOeHTMUYHa I[IOJIHOPpa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIeOOBaTeJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 14.

[00212] B HEKOTOPHX BapMaHTax peajiM3aluu M300peTeHMsa OeJIOK
He COHNEPXUT JIMOEPHYK IIOCJIeNOBaATEeJIbHOCTLE. B HEKOTOPHX BapMaHTax
peannusalunum n300peTeHmnd OeJiok He COOEPXUT JIMOEPHYIO
IIOCJIEDOBATEJIEHOCTE IgE. dparMeHTE KOHCEHCYCHEIX DeJIKOB MOTI'YT
comepXaThb II0 MeHbmel Mmepe 10%, o MeHbmeld Mepe 15%, 1o MeHblIeM
Mepe 20%, 0o MeHbmeM Mepe 25%, 0o MeHbmel Mepe 30%, IO MeHbIeM
Mepe 35%, no MeHbmel Mepe 40%, 1o MeHbmeM Mepe 45%, I[IO0 MeHbIeM
Mepe 50%, no MeHbmel Mepe 55%, no MeHbmelr Mepe 60%, IO MeHbIeM
Mepe 65%, 1no MeHbmen Mepe 70%, 00 MeHbmeM Mepe 75%, IO MeHbIeM
Mepe 80%, no MeHbmeM Mepe 85%, 1o MeHbmel Mepe 90%, IO MeHbIeN
Mepe 95%, no MeHbmeM Mepe 96%, 1o MeHblel Mepe 97%, IO MeHbIEN
Mepe 98% MJIIN info) MeHbIIe  Mepe 99% KOHCEeHCYCHOTO BeJsika.
VMMYyHOT' eHHEE Qpal'MeHTH IocJeloraTeJibHOCTM SEQ ID NO: 14 wMoryT
ObLITL IIpenoCTaBJIeHBE. VMMYHOT'@eHHEEe (QparMeHTE MOTYT COLEepXaThb II0

MeHbmey Mepe 10%, 0o MeHbmer Mepe 15%, 1o MeHbmel wMepe 20%, 1o
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MeHbImeM Mepe 25%, 1o MeHbmeM Mepe 30%, 0O MeHbmeM Mepe 35%, 1o
MeHbmen Mepe 40%, 1o MeHbmeM Mepe 45%, no MeHbmenm wMmepe 50%, 1o
MeHbImeM Mepe 55%, 1o MeHbmeM Mepe 60%, OO MeHbImeM Mepe 65%, 1o
MeHbImeV Mepe 70%, 0o MeHbmey Mepe 75%, 1o MeHbmel Mepe 80%, 1o
MeHbIleV Mepe 85%, no MeHbmeyn Mepe 920%, 1o MeHbmel Mepe 95%, 110
MeHbIIEM Mepe 96%, IO MeHblleM Mepe 97%, O MeHblel Mepe 98% wmim
10 MeHbIeM Mepe 99% nociemoBaTessHOoCcTM SEQ ID NO: 14. B
HEeKOTOPHX BapMaHTax peajJu3aluu U300peTeHrsS (parMeHTH CcOoIepXaT
JUIEPHYID IIOCJeNOoBaTeJIbHOCTE, Takymon  Kak, HaopuMmep, JuoepHasa
[IoCJIeIOBaTEeJILHOCTE VMMYyHOTJIOOYJIMHA, Takasg Kak JMOoepHas
IoCJIeIOBaTEeJILHOCTE IgE. B HEeKOTOPEIX BapuaHTax peaams3alnmu
n300peTeHrsa QparMeHTH He CcoIepXaT JMIEPHYID HOCJIedOoBaTeJIbHOCTL. B
HEeKOTOPHX BapMaHTax pealu3aluy M300peTeHMsa QpaTlMeHTH He coIepxaT
JMIEePHYID IIOCJedoBaTeJIbHOCTL, Takyln Kak, HanopuMmep, JuoepHasa

ocjyienoBaTeJIbHOCTE IgE.

[00213] UViMMyHOTeHHEE QparMeHTH OeJIKOB C aMWMHOKMCIIOTHEMM
[IOCJIeOOBaTEJILHOCTAMHA, T'OMOJIO MU HEIMIA VIMMyYHOT'@ HHEM bparMeHTaM
nocjenoraTeJpHOCTM SEQ ID NO: 14, wMoryT OHBTE [IpeIoCTaBJIEHH.

Takye WMMMYyHOTEeHHEEe (QParMeHTH MOTYT COIEepXaTb I[I0 MeHLIEeN Mepe
10%, no wMmeHbmel Mepe 15%, no MeHbmer Mepe 20%, IO MeHBIIEM Mepe
25%, mo wmeHbmeyn Mepe 30%, IO MeHbmer Mepe 35%, IO MeHbIIeM Mepe
40%, no MeHbmem Mepe 45%, 1o MeHbmen Mepe 50%, OO MeHBIIEM Mepe
55%, mo wMeHbmeM Mepe 60%, IO MeHbIeM Mepe 65%, o0 MeHbBIIEV Mepe
70%, 1o MeHbmeM Mepe 75%, no wmMmeHbmel Mepe 80%, IO MeHbBIIEV Mepe
85%, mno w™MeHbme¥ Mepe 90%, 0o MeHbme¥ Mepe 95%, 10 MeHbIEW Mepe
96%, 10 MeHbmeV wMmepe 97%, IO MeHbIEeM Mepe 98% WMIM IO MeHbIeM
Mepe 99% BeJIkoB, KOTOPHE Ha 95% VI BoJiee T'OMOJIO MU HEI
nocyenoBaTeJibHOCTM SEQ ID NO: 14. HekoToOphHEe BapMaHTH peajiM3aluu
n300peTeHrsT OTHOCATCS K MMMYHOTeHHBM (QparMeHTaMm, ob6JjamanmmuM 96%
TOMOJIOTMEN OTHOCUTEJIBHO MMMYHOTEHHHX (parMeHTOB KOHCEHCYCHEHX
DeJIKOBEIX IIOCJIemoBaTeJILHOCTeM B  ITaHHOM OOKyMeHTe. HekKoTopre
BapUaHTH peann3aluu nsofpeTeHns OTHOCHATCSH K VIMMYHOT' € HHEIM
bparMeHTaM, objamalmuM 97% ToMoOJIOTMEeM OTHOCUTEJNLHO WMMYHOTEeHHBX
bparMeHTOBR KOHCEHCYCHEX OeJIKOBHEX I[IOCJeOoBaTeJIbHOCTEeM B IaHHOM
IOOKyMeHTe. HeKOoTOpHEe BapMaHTH pealM3alluu K300peTeHMS OTHOCATCHS K
VMMYyHOTEHHEIM QparMeHTaM, objlajaomyM 98% ToMoJIoTMeM OTHOCUTEJBLHO
VIMMYHOT'@HHEIX bparMeHTOB KOHCEHCYCHEIX BeJIKOBEIX
IocjiefoBaTeJILHOCTEM B  JaHHOM  OOKyMeHTe. HexoToOpEEe  BapMaHTH
peanmuzauumy MU300peTeHMs OTHOCATCS K KVMMYHOT'e€HHHM @dparMeHTaM,

obnamamnmyM 99% TOMOJIOTMENM OTHOCUTEJIEHO MMMYHOT'€HHHX QparMeHTOB
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KOHCEHCYCHEIX O€JIKOBHX I[IOCJIeIOBAaTEJILHOCTEM B IaHHOM HOOKYyMeHTe. B
HEKOTOPEX BapMaHTax peanus3aluum us3o0peTeHMda Q(parMeHTH comoepXxarT
JMIOEPHYK  IIOCJeNOoBaTeJIbHOCTE, Takyn Kak, HalpuMep, JnnepHasda
[I0CJIeIOBaTEeJIbHOCTE VMMMYyHOTIUIOOYJIMHAE, Taxkas Kak JMoepHad
I[IOCJIEDOBATEJIbHOCTE IgE. B HEeKOTOPEIX BapMaHTax peanlmsaumm
n3obpeTeHUd QpParMeHTH He COoOepXaT JIMIOEPHYI I[IOCJeOoBaTeJIbLHOCTBL. B
HEeKOTOPHX BapMaHTax peaau3aluy M300peTeHMAa QpaTl'MeHTH He comepxXarT
JMOEPHYK  IIOCJeNoBaTeJIbHOCTE, Takyn Kak, HalpuMep, JunepHasa

rnocjienopaTesIbHOCTE IgE.

[00214] ViMmMyHOTeHHEE (QparMeHTH OeJIKOB C aMMHOKMCIIOTHEMM
IIOCJIEOOBRATEJILHOCT MM, MOeHTUYUHBMA VMIMMYHOT'@ HHEIM bparMeHTaM
nocjenoratTeJbpHOoCTM SEQ ID NO: 14, wMoryT OBTE IpeOoCTaBJIEHH.

Takve WMMMyHOTeHHEEe OQparMeHTH MOTYT CoOIepXaTb IO MeHBIel Mepe
10%, no wMeHbmelM Mepe 15%, no MeHbmeM Mepe 20%, DO MeHBIIEM Mepe
25%, 1o MeHbmen Mepe 30%, IO MeHBHeM Mepe 35%, O MeHBIIEW Mepe
40%, 1o MeHbmeM Mepe 45%, 00 MeHbmeM Mepe 50%, OO MeHBIIEV Mepe
55%, mo MeHbmeM Mepe 60%, O MeHbBIENW Mepe 65%, IO MeHBIIEV Mepe
70%, mo MeHbmeM Mepe 75%, noO MeHbmeM Mepe 80%, IO MeHbBIIEV Mepe
85%, mno wMeHbmey Mepe 90%, [0 MeHbmeV Mepe 95%, O MeHBIIEN Mepe
96%, 1o MeHbIEeN Mepe 97%, OO MeHbIeN Mepe 98% MIM OO MeHBIEN
Mepe 99% OeskoB, KoOTOpee Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% W 99% UIOEeHTUUHEL aAMMHOKMCJIO THEIM
[IOCJIeNOBATEJILHOCTAM, IMIpMBeOeHHEIM B SEQ ID NO: 14. B HeKOTOPHX

BapmrmaHTaxXx peaimsaumnm MBO@peTeHMH CbpaI‘MeHTBI comepxaT JIMOEPHYIO

[I0OCJIeNOBaTEJIbHOCTD, TaKylo Kak, HalpuMep, JuOepHas
[oCJIeOBaTeJIbLHOCTD VIMMYHOTJIOOYJIMHA, Takas Kak JVoepHas
[10CJIeOBaTEeJIbLHOCTD IgE. B HEKOTOPHX BapMaHTax peanrsanumnmn

n3o00peTeHUsa QpParMeHTH He COoOepXaT JMIEePHYID IIOCJIedOoBaTeJIbHOCTL. B
HEKOTOPEIX BapMaHTax pealn3aluMy u3o00peTeHMA (QpaTrMeHTH He CcoIepXaT
JUOEPHYK IIOCJEeOOBaTeJIbHOCTE, Takyn Kak, HalpuMep, JInIepHasa
nocjyienoraTeJIbHOCTE IgE.

[00215] CorJylacHO WM3JIOXKEHHOMY B TaHHOM IOKYMeHTe B OTHOIEeHUU
COeIMHEHUS CUTHaJLHOTO IMelTUIa WIX JMIEePHOM II0CJedOoBaTeJIbHOCTU C
N-KOHLOM 0OeJjiKa, CUTHaJbLHEI [eldTHUl/JIuIepHad IIOoCJIelOoBaTeJIbHOCTD
3amMemaeT N-KOHIEeBOM MeTHMOHMH ©0eJiKa, KOTOPHM KOOMPYEeTCS CTapTOBBM
KOOOHOM HYKJIEOTHMIOHOM TIIOCJedoBaTeJILHOCTHM, 3aTeM KoIupyeT O0eJlok
fes KOOMPYKIMX CUTHAJLHHM IeITHUI HOCJIedOoBaTeJILHOCTEN.

(8) NY-ESO-2

[00216] BakumMHa I[IO0 HaCTOAlMEMY MW300pPeTeHMK MOXeT COoIepXaThb

PaKOBHI AaHTUIEeH HBO-MOPKCKOTO paka IumeBoZa-2 (NY-ESO-2; Takxe
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HasHBaeMHl pPaKOBO/TEeCTUKYJIAPHHM aHTUredH 2, ESO2 u LAGEl), ero
dparMeHT I ero BapMaHT. NY-ESO-2 npencTaBJjdgeT cobon
ayYTOMMMYHOTEHHHM  OIIyXOJIEBHM aHTUTEeH, KOTOPHM  HOPMHAOJIEXUT K
ceMeViCTBY ESO/LAGE PaAKOBO—TECTUKYJIAPHEIX AHTUITE€HOB. NY-ESO-2
MOXEeT 5SKCIPpeCcCHUpoBaTLECA B pPa3JIMUHEIX BUIaAxX paka, B TOM UMCIe
MeJlaHOMe, PpakKe MOJIOUHOM XKeJle3h, pake MOUeBOTO IIY3HPS U pake
npeIncTaTeJIbHOM XeJie3H M, Kak I[IpaBUJIO, BSKCIPecCUupyeTcs B TKaHU
CceMeHHMKOB. Kpome Toro, NY-ESO-2 wMmoxeT HabgomaTbca B 25-50%
00pasloB OIIyxXOoJIel MeJlaHOM, HeMeJIKOKJIETOUHHX KaplLMHOM JIeTKOTO,
paka MOUeBOTO IIy3HpPS, IMNPeOCTaTelJIbHOM XeJle3h, a Takxe paka TI'OJIOBH
n meu. I'eH, konoupywomui NY-ESO-2, TakxXe COIDEPXUT aJibTepHaTUBHYI
OTKPHTYK PaMKy CUMTHBaHMA, KOTOpad KOIMPYeT OeJIOK IOl Ha3BaHMEeM
CAMEL, OIIYyXOJIEBHIM AHTUTEH, pacro3HaBaeMBl MeJiaHoMa—
CHelMOUUECKUMY LUUTOTOKCUUeCKUMY T—JnuMolIMTaMA .

[00217] TlomoBHO NY-ESO-1, NY-ESO-2 MOXeT 3KCIPEeCCUPOBaATBCH
B CeMeHHUKax M [AMUHuMkax. NY-ESO-2 Takxe MOXeT acCOUMMPOBATBCSA C
Pas3JIMUHEIMM BUIaAMU paka M MMMYHOTEHHOCTBK Yy CYOBEeKTOB, CTpalallrx
oT praka MJIn OIIyXOJIEM . CoOoTBETCTBEHHO, NY-ESO-2 MOXeT
NpencTaBJsaTh cobom aCCOLUUMPOBaHHEMN C P a3JIMUHEMA OIIy XOJIAMUA
AHTUTEH.

[00218] Ax”THMITeH NY-ESO-2 cnocofeH MHOYLUMPOBATH aHTUI'EH—
crieumdmuueckuit T-KJIETOUHBIM W/MJIM MHTEHCHBHEM I'yMOPAJILHEM MMMYyHHEE
OTBETH, TeM CaMbM MVHIYLUMPYS WM BHB3HBAS MMMYHHHY OTBET, KOTOPHM
HanpaBJIeH Ha pPakK WIM ONYXOJb WIM pearupyeT Ha HUMX DKCIpeccuen
aHTHUIeHa. B HEKOTOPBIX BapraHTax peajmnsanmum n300peTeHnd
VHOYLUUMPOBAHHEM WMJIM BHS3BAHHHEM MMMYyHHBM OTBEeT MOXET IIpeldCTaBJISTh
cobom KJIETOUHLIM, T'YMOPaJlb HEIM W Kak KJIETOUHRI, Tak u
TYMOPAJILHEM MMMYHHEE OTBETH. B HEeKOTOPHX BapMaHTax pealu3aluu
n300peTeHrss MHIOYLUUPOBAHHHM MJIM  BHS3BAHHLEM KJIETOUHHBM  MMMYHHEM
OTBET MOXeT BKJIOUATL MHIOYKIMIO WJIM CeKpeluin TaMMa-MHTepbdepoHa
(IFN-v) u/uiau daKTopa HeKposza onyxoJjer anbdpa (TNF-o). B Opyrmux
BapMaHTax peaJu3aluy Mn300peTeHMa MWHOYUIMPOBAHHEIM WM BHS3BaHHLHM
VMMYHHEM OTBEeT MOXeT YMeHBIATb WM MWHIUMOMPpOBATL OOMH WMIM OoJiee
baKTOPOR cynpeccum VMMYyHHOTO oTBETA, KOTOPHE CTUMYJIVPYIOT
Pas3BUTHE ONYXOJM WIM Ppaka, »SKCIpPpecCUupysa aHTUIeH, Halpumep, ©0es
OTpaHMUeHusa ¥uMM, OG(akKTOpPH, IIoJaBJdgnIMe IIpes3eHTaluw MHC, (axkToOpH,
AKTUBUPYLIIVE AQHTUT eH—ClleludruecKre PeryJIATOPHEE T-rJIeTKNU
(Tregs), PD-L1, FasL, LUMTOKWHH, TakMe kak I1L-10 wu TFG-8,
aCCOUMMPOBAHHEE C OIIyXOJIbD MakKpodalM, acCOLUMMPOBAHHEE C OIIYXOJILIO

dmbpobiacTH, pPacTBOPUMELE GaKTOPH, NponoyLUMpyeMele VIMMY HHEIMI
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KJIeTKaMM—-cylnpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 wu MOJIEKYJIH
VIMMYHHEX KOHTPOJIBHEIX TOUeK, 4UTOo 0oJiee NOOPOOHO OIMCaHO HUXe.

[00219] AHTHUI'eH NY-ESO-2 MOXeT YBeJIMUUBaTh KJIE TOUHEBIM
VMMYyHHEM OTBeT y CyOBeKTa, KOTOpOMy BBOIOAT aHTuUIreH NY-ESO-2, 1o
oT okojyio 50-xpaTHOTO H»mO oOokoJo 6000-xpaTHOTO, OT OKoOJIO 50-
KpaTHOTO nOo okoJjio 5500-xpaTHOTO, OT OKOJO 5S0-KpaTHOTO IO OKOJIO
5000-xkpaTHOTO, OT OKOJIO 50-KpaTHOTO HO OkoJo 4500-xpaTHOTO, OT
okoJio 100-xpaTHOTO OO OKoJIO 6000-KpaTHOTO, OT OKOJO 150-KpaTHOTO
oo okoJjgo 6000-xkpaTHOTO, OT oOKoJO 200-KpaTHOTO IO OKoJo 6000-
KpaTHOT O, OT OKoJO 250-kpaTHOro »HO 6000-KpaTHOTO MM OT OKOJIO
300-kpaTHOTO @O0 oOKoJO 6000-KkpaTHOTO Ppas3Mepa IO CPaBHEHUI C
KJIETOYUHEM MMMYyHHEIM OTBEeTOM Y CyDBeKTa, KOTOpPOMy He BBOIAT
aHTuredn NY-ESO-2. B HeKOTOPHX BapMaHTax peajM3aluy Knu300peTeHusd
aHTUTeH NY-ESO-2 MOXeT YBeJIMUMBATE KJIETOUHHEM MMMYHHEIM OTBET VY
cydBeEKTa, KOTOPOMY BBOIAT aHTUIreH NY-ESO-2, mnoutm B oOkoJgo 50,
100, 150, 200, 250, 300, 350, 400, 450, 500, 550, 600, 650, 700,
750, 800, 850, 900, 950, 1000, 1100, 1200, 1300, 1400, 1500,
1600, 1700, 1800, 1900, 2000, 2100, 2200, 2300, 2400, 2500,
2600, 2700, 2800, 2900, 3000, 3100, 3200, 3300, 3400, 3500,
3600, 3700, 3800, 3900, 4000, 4100, 4200, 4300, 4400, 4500,
4600, 4700, 4800, 4900, 5000, 5100, 5200, 5300, 5400, 5500,
5600, 5700, 5800, 5900 wnmmm 6000 pas IO CpaBHEHUIO C KJIIETOUHHM
VMMYHHEIM OTBEeTOM Yy CyYOBeKTa, KOTOPOMYy He BBOOAT aHTUIeH NY-ESO-
2.

[00220] AxTHMTeH NY-ESO-2 MOXeT YEBeJMUMEBATE YPOBHM I'aMMa-—
uHTepdpepoHa (IFN-vy) y cydmeKTa, KOTOPOMY BBOIOAT aHTUTeH NY-ESO-
2, mo or okojyio 50-xkpaTHOTO nHo okoJjo 6000-kKpaTHOTO, OT OKOJIO 50—
KpaTHOTO HO OkoJio 5500-kpaTHOTOC, OT OKOJO 50-KpaTHOT'O OO OKOJIO
5000-kpaTHOTO, OT OKOJO bLO-KpaTHOTO no okoJjio 4500-xKpaTHOTO, OT
okoJio 100-xpaTHOTO nHO OKoOJIO 6000-KpPaTHOTO, OT OKOJO 150-KpaTHOTIO
no okoJjgo 6000-kpaTHOTO, OT oOKoJO 200-KpaTHOTO HJO OKoJo 6000-
KpaTHOT'O, OT OKOoJIO 250-kpaTHOro »HOo 6000-KpaTHOTO MM OT OKOJIO
300-kpaTHOTO HO0 oOKoJIO 6000-kpaTHOTO pas3Mepa IO CPaBHEHUK C
ypoBHAMU IFN-y y cyBBeKTa, KOTOPOMY He BBOIOAT aHTUIeH NY-ESO-2.
B HekKOTOpPHX BapMaHTax pealM3aluumy un300peTeHMd aHTureH NY-ESO-2
MOXeT yBeJMuMBaTL ypoBHM IFN-y y cCcyOBeKTa, KOTOPOMYy BBOIAT
anturen NY-ESO-2, mnoutm B oOKOJIO 50, 100, 150, 200, 250, 300,
350, 400, 450, 500, 550, 600, 650, 700, 750, 800, 850, 900, 950,
1000, 1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900,
2000, 2100, 2200, 2300, 2400, 2500, 2600, 2700, 2800, 2900,
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3000, 3100, 3200, 3300, 3400, 3500, 3600, 3700, 3800, 3900,
4000, 4100, 4200, 4300, 4400, 4500, 4600, 4700, 4800, 4900,
5000, 5100, 5200, 5300, 5400, 5500, 5600, 5700, 5800, 5900 wmm
6000 paszs 1O CpaBHeHUK C ypoBHAMM IFN-y vy cyOBeKTa, KOTOPOMY He
BBOOAT aHTUTeH NY-ESO-2.

[00221] AuTHMIreH NY-ESO-2 MOXeT coIepXaTb D2IUTONH OeJIKOB,
KOTOPHE [OejlaldT MX 0CO0eHHO 50PeKTUBHEMM B KadeCcTBe UMMYyHOTE€HOB,
Ha KOTOPEE MOTYT MHOYLUMPOBATBHLCHA MMMYyHHEE OTBEeTEH kK NY-ESO-2.
AHTUTeH NY-ESO-2 MOXeT comepxaTb IOJIHOPa3MEePHHM IPpOOoyKT
TPaHCJAUUM, eI'0 BapMaHT, €TI0 (palMeHT WM MX KOMOMHALMK. AHTUIEH
NY-ESO—-2 MOXeT CcoIepXaTb KOHCEHCYCHHM OeJIoK.

[00222] HykJjIeoTUOHYI riocJjlefoBaTeJIbHOCTE, KOOUPYIIIYO
KOHCEeHCYCHHM aHTureH NY-ESO-2, MOXHO OINTUMMUBUPOBATL B OTHOIEHUU
YaCTOTH MCIOJBE30BaHMA KOINOHA UM COOTBeTCTBYyRIUX PHK-TpaHCKPUIITOB.
HyxkJeuHoBas KMCJOTa, KOoOMpyKIas KOHCEeHCYCHHM aHTureH NY-ESO-2,
MOXeT OHTHE KOOOH— ¥ PHK ONDTMMM3UMPOBAHHOM IJA DKCIOpeccum. B
HEeKOTOPHX BapMaHTax peanmzanmnumn n306peTeHNnsd HYKJIeOTUIHA A
IIOCJIeIOBaATEeJILHOCTE, KoOupykiasd KOHCEeHCYCHEM aHTureH NY-ESO-2,
MOXeT COIepXaThk IIOCJeloBaTeJIbHOCTE Kozak (HanpmMmep, GCC ACC) g
YBeJINMUYeHU g 20deKTUBHOCTHA TPaHCJIALUNA . HyxkijenHoBasa K1CJIOTa,
KoIomupyoma g KOHCeHCYCHHM AHTUT EeH NY-ESO-2, MOXeT coIoepxarTsb
HEeCKOJIBEKO CTOII-KOIOOHOB (HanpuMep, TGA TGA) oJid YBeJIMUEeHU A

50OEKTUBHOCTY TepMMHAUUY TPAaHCISLUNA.

[00223] HykJieMHOBa4g KMCJIoTa, KoOoupyola s KOHCEHCYCHEIM
aHTUTEeH NY-ESO-2, MOXeT Takxe KOIVNPORBRATH JINOEPHYIO
IOCJIeIOBaTEeJIbHOCTE MMMyHOTUIOOyJIMHa E (IgE). HykJjemHoBas KMCJOTa,

KoOupyllas KOHCEHCYCHBEIM aHTHuIeH NY-ESO-2, MOXeT OOIOJIHUTEJILHO
KOOVPOBATE JIMOEPHYI I[IOCHemoBaTeJIbHOCTE IgE TakuM o6pas3oM, UTo
AMMHOKMCJIOTHAA  I[IOCJeOOBaTeJIbHOCTE JMIOEePHOM  IIOCJeloBaTeJILHOCTHU
IgE CBA3LBAETCSHA C AMMHOKMCJIOTHOM [I0CJIefOBaTeJIbHOCTLIO
KOHCEHCYCHOTO aHTureHa NY-ESO-2 NEenNTMOHOM CBA3bl. HyKJIeMHOBasdg
KMCJIOTa, KoOMpyomas KOHCEeHCYCHHM aHTuTeH NY-ESO-2, MOXeT Takxe
comepXaThb HYKIJIEOTHUIOHYID IIOCJeOOoBaTeJIbHOCTL, KOOUPYIIYD JIMIESPHYIO
[IOCJIEDOBATEJIEHOCTE IgE. B HEeKOTOPHX BapMaHTax peanmnsanmm
n300peTeHrsa HYKJIeMHOBad KMCJIOTa, KOOMpYyKIas KOHCEeHCYCHHM aHTUIeH
NY-ESO-2, He nMeeT MJIn He COOEPXUT HYKJIECOTUIOHVYIO
[IOCJIeDOBaATEJIbHOCTE, KOOMPYHIYID JIMOEPHYI [IOCJemoBaTeJIbHOCTE IgE.
[00224] KoHCeHCYCHBM aHTureH NY-ESO-2 MOXeT MOpeldCcTaBJIAThH
coboM HYKJIEeOTUMOHYI IIocjiefoBaTesbHocTs SEQ ID NO: 15, xkoTopasd

KoomupyerT AMUHOKMCIIOTHYIO IIOCJIEDOBATEJILHOCTE SEQ ID NO: lo.
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llocaenmoBaTeJIbHOCTE SEQ ID NO: 1 xoIvpyeT KOHCEeHCYCHHM O0eJjlok NY-
ESO-2, CBA3aHHHEN C JNIEPHON [IOCJIeOOBRaTEeJIbHOCTEIO IgE.
KoHceHCYyCHEM HeJIoK NY-ESO-2 MOXeT OBEITH CBA3aH C JIMOepHOM
rocJenoBaTeJIbHOCTLIO IgE u HA-MeTKOM. B OpyITmUx BapMaHTax
peanm3zaluMy U300peTeHMSa KOHCEeHCYCHHM 0Oejlok NY-ESO-2 MOXeT He
comepXaThb WM He OHTHL CBASAHHHM C JMIEPHOM II0CJIedOBaATEeJIEHOCTHLIO
IgE u/wmau HA-MeTKON.

[00225] B HEKOTOPEHIX BapMaHTax peanmusaluuu  U300peTeHud
KOHCEeHCYCHHIM AHTUTEeH NY-ESO-2 MOXeT IpencTaBJIaATh cobom
HYKJIEOTUIOHYI IIOCJIEeNOBATEJILHOCTE, obJlamanmyilo IO MeHbllel Mepe
okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmim 100%
UIOSHTUYHOCTLI0 I[I0 BCeM OJIMHe HYKJIeOTHMIHOM I[I0CJedOoBaTeJILHOCTH,
opuBeneHHoM B SEQ ID NO: 15. B 1OpyT'Mx BapMaHTax pealu3aluu
n300peTeHrsa KOHCEeHCYCHHM aHTuTreH NY-ESO-2 wMoxeT MOpedcTaBJIATh
coboun HYKJIICOTUIHYIO IOCIenoBaTeJIbHOCTE, KoTopad KOOUpPYyeT
AMMHOKMCJIOTHYIO II0OCJIeOoBaTeJIbHOCTL, ob6Jamalmyln IO MeHbIel Mepe
okoJio 80%, 81%, 82%, 83%, 84%, 8b%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmim 100%
UIEHTUMUYHOCTLIO II0 BCeM IJMHEe aMUHOKMCIIOTHOM IIOCJIemOoBaTeJIbHOCTH,
npuBeneHHOM B SEQ ID NO: 16. KOHCeHCYCHEM aHTUIeH NY-ESO-2 MOXeT
OpenCcTaBJIATE COOOM aMMHOKMCIIOTHYI II0CJIeIOBaATeJIbHOCTL, OOJlalalllylio
1o MeHbIeW Mepe okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wum
100% UOEeHTUUHOCTHIO 1o BCeM OJIHe AMUHOKMCJIO THOM
IoCJIeNOBaATEJbLHOCTH, MNpMBeIeHHOM B SEQ ID NO: 16.

[00226] HekoToOpHEe BapMaHTH peajiM3aluM U300peTeHUs OTHOCATCH
K HYKJI€EO TUIHEM MIOCJIenOBaTEeJIbHOCT AM, KOOUPYIINM OeJiku,
TOMOJIOTUUHEIE KOHCEHCYCHOMY DeJIKy NY-ESO-2, MMMYyHOT €HHOMY
dparMeHTyY KOHCeHcycHoTo Oejyika NY-ESO-2 M MMMYHOTE&HHHM OQpaTlMeHTaM
TOMOJIOTMUHEX OeJIKOB. TaKMe MOJIEKYJIH HYKJIEMHOBHX KUCJIOT, KOTOPHE
KOIVPYT MMMYHOT €HHEIE BeJkuM, obJlamanmme oo 95% TOMOJIOT UM
OTHOCUTEJILHO KOHCEeHCYCHOM IIOCJIedoBaTeJIbHOCTM, OO 96% TOMOJIOTUM
OTHOCUTEJILHO KOHCEeHCYCHOM IIocjiefoBaTeJIbHOCTM, OO 97% TOMOJIOTUM
OTHOCUTEJILHO KOHCEeHCYCHOM IIocJiefoBaTeJIbHOCTM, OO 98% TOoMOJIOTUM
OTHOCUTEJIbLHO KOHCEHCYCHOM IIocJiedoBaTeJIbHOCTM M nJo 99%, MoIryT
OHITEL TIPEemoCTaBJIEHH. AHAJOTMUHEIM 00pa30M, TaKXe IIpeloCTaBJIARTCHI
HYKJICOTUIOHEE IOCJIenoBaTeJIbHOCTH, KoOupymolire VMMYyHOT' €HHEIE

@paI‘MeHTBI, IIprBEeIIeHHEE B IJaHHOM JOKYMEHTE, n VIMMYHOT'€HHEIE
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bparMeHTEH O€JIKOB, KOTOPHE TOMOJIOTMYHE OeJiIkaM, I[IpPUBEIEHHEM B
OaHHOM IOKYMEHTE.

[00227] HekKOTOpHE BapMaHTH peajiM3alyuy U300peTeHUda OTHOCATCH
K MOJIEKYJIaM HYKJIEMHOBEX KMCJIOT, KOOUPYIIKM JMMYHOT'€HHEEe OeJIKH,
obJyiamammre 95% ToOMOJIOTHMEN  OTHOCHUTEJILHO HYKJIEMHOBOM  KMCJIOTH,
KoOupyKley IOoCJemoBaTeJIbHOCTM B ITaHHOM JOKyMeHTe. HeKoTophe
BapMaHTH peanusanmnum n3o00peTeHmA OTHOCATCHA K MOJIeKyJIaM
HYKJIEMHOBEIX KMCJIOT, KOIMPYKIMM MMMYHOTeHHHe OeJiku, ofbJjlaganmme
96% TOMOJIOTHMENM OTHOCUTEJILHO HYKJEMHOBOM  KMUCJIOTH, KOoIUpYyoomen
[IOCJIeOOBATEJILHOCTHU B OaHHOM  JOKYyMeHTe. HexoTopre BapMaHTH
peanuzalumM M300peTeHrMa OTHOCATCS K MOJIeKyJlaM HYKJIEMHOBHX KMCJIOT,
KOIVPYIMM MMMy HOT' @ HHEE BeJiku, obJlajanmyre 97% TOMOJIOTHEN
OTHOCUTEJILHO HYKJIEMHOBOV KMUCJIOTH, KOIMPYIIEV I[IO0CIedOBaATeJILHOCTH
B IaHHOM JIOKYMeHTe. HekKOoTOphEle BapMaHTH peaJlu3aluy Un300peTeHusd
OTHOCATCH K MOJIeKYyJIaM HYKJIEMHOBEIX KMCJIOT, KOIVPYIUM
MMMyHOT eHHEe  OeJIKHU, obJlaganmye 98% TOMOJIOTMEN  OTHOCUTEJILHO
HYKJIEMHOBOWM  KMUCJIOTH, KoOupylley TI[ocJeOoBaTeJJbLHOCTM B OaHHOM
OOKYMEHTe. HeKOTOpHE BapMaHTH pealiM3alluM M300peTeHMS OTHOCHATCSH K
MOJIEKYJIAM HYKJIEMHOBEIX KMCJIOT, KOIUPYKIMM WMMyHOTEeHHEEe OeJIKH,
obBJjlajanmme 99% TOMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KMCJIOTH,
KOOUPYKIEN IIOCJeNOoBaTeJIbHOCTM B HOaHHOM JIOKYyMeHTe. B HeKOTOPHX
BapMaHTax pealu3alumy MU300peTeHUd MOJIEKYJIEl HYKJIEMHOBEX KMUCJIOT C
KOIVPYRIUMU [TIOCJIeIOBaATEeJIbHOCTAMM, OIMCAaHHBEIMM B ITaHHOM LOOKYMeEeHTE,
KOTOPEE TOMOJIOTUMUHE KOOUPYNIMEV II0CJIedoBaTeJIbHOCTM KOHCEHCYCHOTO
BeJika, OIIMCaHHOTO B OaHHOM OOKYMEHTe, BKJIOUY AT
IOCJIeOOBaATEeJIbHOCTHY, KOOUPpYIMMe JMIEePHYK I[I0CJemoBaTelJIbHOCThL IgE,
CBA3aHHYID ¢ 5'-KOHLUOM KOOMpPYWIMEeM II0CJeNoBaTeJIbHOCTM, KoIMpyouen
TOMOJIOTMUHEIE I[IOCJIeHOBaTeJIbHOCTU  OeJIKOB, ONMCaHHHE B  IOaHHOM
OOKYMEHTE.

[00228] HekoTopHe BapMaHTH peajiM3aluy U300peTeHUsS OTHOCATCH
K HYKJI€O THUIHEM oCJIeIOBaTEeJIbHOCTAM, KOIVPYIMM BeJxku c
ompelleJIEHHEIM IIPOILIEHTOM MIEHTUMUHOCTM OTHOCHUTEJIBEHO IIOJIHOPAa3MEPHOTO
KOHCEHCYCHOTO DeJika NY-ESO-2, MMMYHOT'€HHOT'O bparmMeHTa
KOHCEHCYyCHOTO Oejika NY-ESO-2 ¥ WMMMYyHOTEHHHX Qparl'MeHTOB O€JIKOE,
oBJajanmuUx WIOEHTUUYHOCTEK OTHOCUTEJIEHO KOHCEeHCYCHOTo Oejyika NY-—
ESO-2. Takme MOJIEKYJIEL HYKJIEMHOBEX  KMCJIOT, KOTOpPEE KOIOUPYIT
VMMYHOT'eHHEEe OeJiku, objapanmue no 80% MIEHTUMUYHOCTM OTHOCUTEJIBHO
IIOJIHOPAaBMEPHOM KOHCEHCYCHOM IIocjiemoBaTeslbHoOCTM NY-ESO-2, mo 85%
UIOEHTUUYHOCTU OTHOCUTEJIBHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM

riocJlenoBaTeJIbHOCTHU, 0o 90% MOEHTUUYHOCTHU OTHOCUTEJILHO
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IIOJIHOPA3MEPHOM KOHCEHCYCHOM IocJiemorRaTeJilbHOCTHM NY-ESO-2, 1mo 91%
MOEHTUYHOCTHU OTHOCUTEJIEHO IIOJIHOPa3MEPHOM KOHCEHCYCHOM’
nocjiemopaTeJibHOCTM NY-ESO-2, @mo 92% MOeHTMYHOCTM OTHOCUTEJIBHO
IIOJIHOPAa3MEPHOM KOHCEHCYCHOM IocjiegoRaTeJibHOCTHM NY-ESO-2, 1no 93%
MOEHTUYHOCTHU OTHOCUTEJILHO IIOJIHOpasMepHOM KOHCEHCYCHOM
mocjiegoBaTeJIbHOCTM NY-ESO-2, nmo 94% MIOIeHTUMUYHOCTM OTHOCHUTEJILHO
IIOJIHOpasMepHOM KOHCEHCYCHOM IMocjemoBaTeJibHOCTM NY-ESO-2, mo 95%
UIEHTUYHOCTHU OTHOCHUTEJILHO IIOJIHOPas3MEepHOM KOHCEHCYCHOM
mocjiemoBaTeJIbHOCTM NY-ESO-2, @mo 96% MIeHTUMUHOCTM OTHOCUTEJILHO
IIOJIHOPAa3MEpPHOM KOHCEHCYCHOM IocjenoBaTesJibHOCTHM NY-ESO-2, 1mo 97%
UIEHTUUYHOCTHU OTHOCUTEJILHO IOJIHOPa3MEepPHOM KOHCEeHCYCHOM
nmocjiemopaTeJIbHOCTM NY-ESO-2, nmo 98% MIOIeHTMUHOCTM OTHOCHUTEJILHO

IIOJIHOPAa3MEPHOV KOHCEHCYCHOW MocJjeloBaTellbHOCTM NY-ESO-2 m mo 99%

MOEHTUUYHOCTHU OTHOCUTEJILHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM
IIOCJIeIOBaATEeJIbLHOCTHA NY-ESO-2, MOTYT OBEITH [IpenoCTaBJIEHH.
AHAJIOTUMUHEM obpaszoM, Takxe NpenoCcTaBJIARTCA HYKJIEOTUIHEE
IoCcyenoraTeIbHOCTH, KoOuMpyoimye MMMYHOT'€HHEIE bparMeHTH,

IIpmMBelleHHEEe B ITaHHOM IOKYMeHTe, M VMMMYyHOI'€HHEeE (]_)paI‘MeHTbI DeJIKOB
C aHaJIOT'MYHBEIM IIPOLIEeHTOM MIOeHTNMYHOCTH, Kak YRaszsaHoO BHIIIE ,

OTHOCUTEeJIbLHO OeJikoB NY-ESO-2, OINMCaAHHHX B OaHHOM IOKYMeHTe.

[00229] B HEKOTOPHIX BapMaHTax peanmmsauuu  MU300peTeHud
HYKJIEOTHUIOHA A [IOCJIENOBATEJIEHOCTE He COOEPXUT KOOVP YOI
[IOCJIENOBATEJIBHOCTE, KoTOpad KoOoupyeT JIUOEPHYIO

[IOCJIeOOBRATEJIbHOCTE . B HEeKOTOPHX BapMaHTax pealu3aluyr MU300peTeHUsd
HYKJIeOTHUOHAaSA [IOCJIeIOBaTEeJIbHOCTE He COOEPXUT KOOUPYIIYIO
[IOCJIeOOBaATEeJIbHOCTE, KOTOPpasd KOOUPYeT JMIEPHY II0CJemOoBaTeJIbHOCTH
IgE.

[00230] HekxoToOpHEe BapMaHTH peajiM3aluy U300peTeHUsS OTHOCATCH
K OJparMeHTaM IMocjienoBaTeJibHOCcTM SEQ ID NO: 15. OdparMeHTH MOTYT
COCTaBJIATL IIO0 MeHblel Mepe 10%, 1o MeHbmel Mepe 15%, O MeHbIeM
Mepe 20%, 0o MeHbmeM Mepe 25%, 0o MeHbmel Mepe 30%, IO MeHbIeM
Mepe 35%, no MeHbmel Mepe 40%, 1o MeHbmel Mepe 45%, IO MeHbIeM
Mepe 50%, no MeHbmel Mepe 55%, no MeHbmelr Mepe 60%, IO MeHbIeM
Mepe 65%, 1no MeHbmen Mepe 70%, 00 MeHbmeM Mepe 75%, IO MeHbIeM
Mepe 80%, no MeHbmeM Mepe 85%, 1o MeHbmel Mepe 90%, IO MeHbIeN
Mepe 95%, no MeHbmeM Mepe 96%, o0 MeHblel Mepe 97%, IO MeHbIEN
Mepe 98% wmamM 1o MeHbmeM Mepe 99% nocJjgenoBaTesibHOCTM SEQ ID NO:
15. OdparMeHTH MOTYT OBTE IO MeHBIEV Mepe Ha 95%, IO MeHbBIIeM Mepe
Ha 96%, 1[I0 MeHbmey Mepe Ha 97%, 10 MeHbmeM Mepe Ha 98% wmIM 1o

MeHbIIeMn Mepe Ha 99% TOMOJIOTMUHEL (]_)paI‘MeHTaM I1oCJIenoBaTeJIELHOCTU
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SEQ ID NO: 15. OdparMeHTH MOTYT OHTL IIO MeHblleM Mepe Ha 80%, 1o
MeHbIIeY Mepe Ha 85%, 1o MeHbmel Mepe Ha 90%, IO MeHbBIIeM Mepe Ha
91%, mno MeHbmeM Mepe Ha 92%, IO MeHblleM Mepe Ha 93%, IO MeHblen
Mepe Ha 94%, 1O MeHbmey Mepe Ha 95%, no MeHbmMeM Mepe Ha 96%, 1o
MeHbIIEeV Mepe Ha 97%, IO MeHbIeM Mepe Ha 98% MM IO MeHLBIIEN Mepe
Ha 99% MOEHTUMUYHE OTHOCUTEJILHO QparMeHTOB IocjeloBaTeJIbHOCTM SEQ
ID NO: 15. B  HeKOTOPHX BapuaHTax peajgmMsaluu MU300peTeHud
dbparMeHTH comepXxar [IOCJIENOBATEJIBHOCTH, KoOupymomme JIMOEPHYIO
[IOCJIenOBATEJIBHOCTE, Takyo Kak, HallpuMep, JIMOepHasd
[IOCJIeDOBATEJIEHOCTE VMMyHOTIJIOOYJIMHA, Takywo Kak JIMOepHasd
[IOCJIenOBATEJIEHOCTE IgE. B HEKOTOPEIX BapuaHTax peanmuzalunm

MSO@peTeHMH @paPMeHTH He coepXaT KoIMpykiMre IIoCJIedoBaTeJIEHOCTIH,

KOTOPEE KOIOIVMPYRT JIMOEPHYIO II0CJIeOoBaTeJIEHOCTE . B HeKOTOPEX

BapMmaHTaxXx pealJimsalulnm MSO@peTeHMH @paPMeHTH He comepxaT

KoIompyKure IIoCJIefoBaTeJIEHOCTH, KOTOPEE KOINMpynT JIMOEPHYIO

II0CJIeIOBaAaTEeJIEHOCTE, Takry Kakr, HallprMep, JIMOEePHaA

[IocJyienoBaTeJIbHOCTE IgE.

[00231]

KOHCeHcycHoTO Oenka NY-ESO-2 mnpencraBjygeT cobom SEQ ID NO:

Kpowme TOT'O, aAMVHOKNMCIIOTHa#4d II0CJIeIOBATEJIEHOCTE

lo.
AMMHOKMCJIOTHaS IIOCJedOoBaTeJIbHOCTE KOHCeHCYyCHoTro 0Oejgka NY-ESO-2,
CBA3aHHOTO C IgE,
SEQ

KOHCEeHCYCHOTI'O

JIMIEPHOM
ID NO:

I0CJIENOBATEJBEHOCTEI
16.
NY-ESO-2,
nocjienoBaTeNbHOCTBID IgE, MoxeT OHTL CBA3aHa C HA-MeTKOM.
[00232]

k OeJikaM,

IIpencraBjideT

cobour AMMHOKMCJIOTHAaA I1ocJjIienoBaTeJIbHOCTD

Benka CBA3aHHOTO c JOepHOM
HekxoToOpHEe BapMaHTH pealu3aluy U300peTeHMs OTHOCATCSH
16.

OTHOCATCHA K

KOTOPEE TOMOJIOTMUHEL IIoCJlefoBaTeJibHOCTM SEQ ID NO:

HeKOTOpMe BapMaHTEI pealimzalurn MSO@peTeHMH

VIMMY HOT'@ HHEIM BeJikam, KOTOPHE obJlaganT 95% TOMOJIOTUEN

OTHOCHUTEJIBHO KOHCEHCYCHHX OeJIKOBEIX
SEQ ID NO: 16.
n300peTeHuda OTHOCATCHA K WMMMYHOT'eHHEM OeJikaM,
96%

mocjienoBaTeJIbHOCTEN,

mocjienoBaTeJILHOCTEMN,

IIPMBEIOEHHEX B HeKOTOpHe BapMaHTE peajiln3alllil

KOTOpEE OOJamamnT
TOMOJIOTHEN OTHOCUTEJILHO KOHCEeHCYCHHX DEeJIKOBEIX
SEQ ID NO: 1e.
BapUAaHTH peajin3aluy M300peTeHUs OTHOCATCHA K MMMYHOTI'eHHHM OeJikaM,

97%

IIpMBeIIeHHEX B HeKOTOpHe

KOTOPEE oBiamanT TOMOJIOTMEN OTHOCHTEJIEHO

SEQ

KOHCEHCYCHHX
ID NO: 1le.

OTHOCATCHA K

OeJIKOBEIX HOCH@HOBaTeHbHOCTeﬁ, IIpMBEeIIeHHEX B

HeKOTOpHe BapMaHTEL pealJimszaln MSO@peTeHMH

VIMMyYHO '@ HHEIM BeJikam, KOTOPHE obJlagamnT 98% TOMOJIOTHEN

OTHOCHUTEJIEHO KOHCEHCYCHEX OeJIKOBEIX

SEQ ID NO:

mocjienoBaTeJIbHOCTEN,

IIPpUBENEeHHHX B 16. HekxoToOprHe BapMaHTH pealu3alluu
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M300peTeHruda OTHOCATCA K MMMYHOT'eHHBEM OeJikaM, KOTOpbe o0OJamakT
99% TOMOJIOTHUEN OTHOCUTEJILHO KOHCEHCYCHHX OeJIKOBEIX
IIOCJIENOBATENIBHOCTEN, NpMBeleHHEX B SEQ ID NO: 16.

[00233] HekKOTOpHE BapMaHTH peajiM3alyuy U300peTeHUda OTHOCATCH
K OeJikaM, KOTOPHE MIOEHTHUYHE OTHOCUTEJILHO IIOoCJiefoBaTeJIbHOCTU SEQ
ID NO: 16. HekOTOpHEe BapMaHTH peajiM3aluM M300peTeHMS OTHOCATCH K
VIMMYHOT'€HHEIM DeJsikaM, obJlamanmmuM AMVHOKMCJIO THOM
[IOCJIeNOBATEJIbHOCTEID, koTopasa Ha 80% MIeHTHMUYHa IIOJIHOPAa3MepPHBM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 16. HexoTOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJiKkaM, oflajanmyM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIEHOCTED, KOoTopasa Ha 85% MIeHTHMUHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 16. HexoTOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MVMMYHOT'E€HHEM OeJiKaM, oflajanmyM  aMMHOKMCJIOTHOM
[IOCJIeDOBaTEJIBHOCTEL, koTopasa Ha 90% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 16. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'e€HHEM OeJikaM, ofblajanmyM  aMUHOKMCJIOTHOM
[IOCJIeDOBaTEJIbHOCTEID, kKoTopasa Ha 91% KMIOIeHTMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 16. HexoTopEle BapMaHTH peaju3aluy MU300peTeHUd
OTHOCHATCHA K MMMYHOT' € HHEIM DeJikaM, oBJlamanIyMm AMMHOKMCJIO THOM
IOCJIeNOBATEJIBHOCTEID, KoTopasd Ha 92% MOEeHTMYHa I[IOJIHOPa3MepHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIeOOBaTeJIbHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 16. HekoTOpEe BapMaHTH peaju3aluy M300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJikaM, obajanmyM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIBHOCTEID, kKoTopasa Ha 93% MIeHTHMUYHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEM aMUHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 16. HexoTOpEEe BapMaHTH peaju3aluy M300peTeHUd
OTHOCATCHA K KVMMYHOT'e€HHEM OeJiKaM, oflajanimyM  aMMHOKMCJIOTHOM
[IOCJIeDOBATEJIEHOCTEL, koTopasa Ha 94% MIOeHTHMUHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 16. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KMMYHOT'E€HHEM OeJiKaM, ofajanmyM  aMMHOKMCJIOTHOM
[IOCJIeDOBaTEJIBHOCTEID, kKoTopasa Ha 95% MIOIeHTMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 16. HexoTopEle BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCH K MMMYHOTEeHHEM OeJikaM, ofjlajanlM  aMMHOKMCJIOTHOM

[IOCJIeDOBaTEJIbHOCTEID, KOoTopada Ha 96% MIeHTMUYHa IIOJIHOPa3MepPHBM
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KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIENOBATEJBEHOCTAM, I[IPUBEIEHHHM B
SEQ ID NO: 16. HexoTopEe BapMaHTH peaju3aluuy MU300peTeHUd
OTHOCATCS K MMMyHOTeHHBM OeJkaM, ofbJlaZanlMM  aMMHOKMCJIOTHOM
[IOCJIenOBaTEJIbHOCTRID, KoTopada Ha 97% MIOIeHTHMUYHa I[IOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMMHOKMUCJIOTHEIM I[IOCJIENOBATEJIEHOCTAM, I[IPUBEIOEHHEM B
SEQ ID NO: 16. HexoToOpEe BapMaHTH peajM3aluu MU300peTeHud
OTHOCATCH K MMMyHOTeHHBIM OeJjikaM, ofJjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeNOBATEJIbHOCTEID, kKoTopasa Ha 98% MIeHTHMUHa IIOJIHOPAa3MepPHBM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIENOBATEJBHOCTAM, IIPUBEISHHHM B
SEQ ID NO: 16. HexoTOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCA K MMMYyHOTEeHHHM OeJKawm, oflajanmyM  aMMHOKMCJIOTHOM
[IOCJIeNOBATEJIBHOCTEL, kKoTopasa Ha 99% MIOIeHTHMUHa I[IOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[OCJIENOBATEJBHOCTAM, TIIPUBEIEHHHM B
SEQ ID NO: 16.

[00234] B HEeKOTOPHX BapMaHTax pealiM3aluu M300peTeHUs OeJIOK
He COIOEPXUT JIMIOEPHYK IOCJIeIOBaTeJIbHOCTLE. B HEeKOTOPHX BapMaHTax
peanmuzaluuu n300peTeHUsd BeJok He CONEPXUT JINIOEPHY
IIOCJIEDOBATEJIEHOCTE IgE. dparMeHTE KOHCEHCYCHEIX OeJIKOB MOTYT
comepXaTb IO MeHbmey Mepe 10%, 1O MeHbImEM Mepe 15%, IO MeHbIEM
Mepe 20%, no MeHbmeM Mepe 25%, 1o MeHbmenm Mepe 30%, IO MeHbIEN
Mepe 35%, no MeHbmenm Mepe 40%, 1o MeHbmel Mepe 45%, IO MeHbIEN
Mepe 50%, no wMeHvbmem Mepe 55%, no MeHbmem Mepe 60%, IO MeHbIEN
Mepe 65%, 1o MeHbmel Mepe 70%, 10 MeHblleM Mepe 75%, 0O MeHbleM
Mepe 80%, 1o MeHbmeM Mepe 85%, no MeHbmeM Mepe 90%, O MeHbIeM
Mepe 95%, 1o MeHbmeM Mepe 96%, 110 MeHbmeM Mepe 97%, IO MeHbIeM
Mepe 98% MJIIN 10 MeHbIIeM  Mepe 99% KOHCEHCYCHOTO BeJika.
VMMYyHOT eHHEE QpaTl'MeHTH IocJeloBaTeJlbHOCTM SEQ ID NO: 16 MOoryT
OEITL TIIpelOoCTaBJIeHHE. JVIMMyHOTeHHHe GparMeHTH MOTYT COIOepXaThb IO
MeHbme¥ Mepe 10%, 0o MeHbmeV Mepe 15%, no MeHbmel Mepe 20%, IO
MeHbmel Mepe 25%, 0o MeHbmeld Mepe 30%, 0O MeHbmeM Mepe 35%, 1o
MeHbIeV Mepe 40%, 0o MeHbmeW Mepe 45%, 10 MeHbmel Mepe 50%, 10
MeHbmelM Mepe 55%, no MeHbmel Mepe 60%, OO MeHbIeM Mepe 65%, 1o
MeHbmel Mepe 70%, [0 MeHbmeV Mepe 75%, 0o MeHbmeM Mepe 80%, 1o
MeHbIIeV Mepe 85%, 0o MeHbmen Mepe 90%, 10 MeHbBmelM Mepe 95%, 10
MeHbIIeV Mepe 96%, IO MeHbmeM Mepe 97%, 10 MeHbmeM Mepe 98% wuam
1o MeHblle Mepe 99% mociemoBaTeJbHocTM SEQ ID NO: l16. B
HEeKOTOPHX BapMaHTax pealuzauuu us3obpeTeHuUd OQparMeHTH COIepXaT
JIUIEPHYD I[OCJeIOBaTEJIbHOCTE, Takyn Kak, HalpuMep, JunepHasd
IIOCJIENOBATENBHOCTD VMMYHOTJIOOYJIMHE, Takasa Kak JnOepHasd

[10CJIe0OBaTEJILHOCTD IgE. B HEeKOTOPHX BapuaHTax peanusauumu
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nz30bpeTeHrsa QparMeHTH He coIepXaT JMIEPHY [IOCJIedOoBaTeJIbLHOCTL. B
HEeKOTOPHX BapMaHTax pealu3aluy u300peTeHMsS QpaTlMeHTH He coIepXarT
JMIOEPHYI II0CJeNoBaTeJIbHOCTE, Takyln Kak, HalopuMep, JuaoepHasa
[IoCJIeDOBaTeJIbHOCTE IgE.

[00235] WVMMyHOTeHHEHEe (QparMeHTH OeJIKOB C aMMHOKMCJIIOTHEMU
[IOCJIeIOBATEJILHOCT MM, T'OMOJIO MU HEIMI VIMMYHOT' € HHEIM bparmMeHTaM
nocjyenoBaTesbHOoCTM SEQ ID NO: 16, wMODyT OHBTb [IPegoCTaBJIEHH.
Takre MMMYHOTeHHHEe O(QpaTlMeHTH MOTYT COIepXaTb II0 MeHbIlel Mepe
10%, no wMmeHbmel Mepe 15%, no wMeHbmel Mepe 20%, IO MeHbIIEM Mepe
25%, 1o MeHbmel Mepe 30%, IO MeHbIel Mepe 35%, IO MeHbllel Mepe
40%, 1no MeHbmel Mepe 45%, 1o MeHbmel Mepe 50%, O MeHbIeV Mepe
55%, mno wMeHbmel Mepe 60%, O MeHblleM Mepe 65%, IO MeHbIel Mepe
70%, 1o MeHbmel Mepe 75%, 0o MeHbmel Mepe 80%, O MeHbIleM Mepe
85%, mno MeHbmel Mepe 90%, 0o MeHbmeM Mepe 95%, o0 MeHbBIIEM Mepe
96%, 10 MeHbmel Mepe 97%, IO MeHbIIeM Mepe 98% WMIM IO MeHbIen
Mepe 99% BeJIkoB, KOTOPHE Ha 95% VI BoJiee T'OMOJIO MU HEI
nocyienoBaTeJibHoCcTM SEQ ID NO: 16. HekoToOphHEe BapMaHTH peaju3aluy
n300peTeHrsa OTHOCATCS K MMMYHOTeHHBM O¢parMeHTaMm, obJjamalmmuM 96%
TOMOJIOTMEN OTHOCUTEJILHO UMMMYHOTEHHHX (@parMeHTOB KOHCEHCYCHEBX
BeJIKOBEIX IIOCJIeOOoBaTeJILHOCTEeM B  JaHHOM  OOKyMeHTe. HekxoToprle
BapMaHTH peann3alunmu n3obpeTeHnd OTHOCATCHA K VIMMYHOT'€ HHEIM
dparMeHTaM, objamanmyM 97% TOMOJIOTMEN OTHOCUTEJIBHO WMMMYHOTEeHHBIX
bpaTrMeHTOB KOHCEHCYCHHX OeJIKOBHX IIOCJIeNoBaTeJIbHOCTEeM B IaHHOM
OOKyMeHTe. HeKOTOpHE BapMaHTH pealM3aluu K300peTeHMS OTHOCATCA K
VMMYHOTEHHEM OGparMeHTaM, objamanmyM 98% ITOMOJIOTHMEN OTHOCUTEJILHO
VIMMYHOT'@€ HHEIX bparMeHTOB KOHCEeHCYCHEX BeJIKOBEIX
mocjiefoBaTeJILHOCTEM B JaHHOM  OOKYMeHTe. HexoTopre  BapMaHTH
peaduzaluy  U300peTeHMsS OTHOCATCS K MMMYyHOTEeHHBIM O(parMeHTaM,
obnamanmyM 99% TOMOJIOTHMENM OTHOCHUTEJNIBHO WVMMYyHOT'E€HHHX OGOparMeHTOB
KOHCEHCYCHHX OeJIKOBEIX II0CJIeIOBaTeJIbHOCTEY B IaHHOM IOOKyMeHTe. B
HEeKOTOPHX BapMaHTax peajJu3aly M300peTeHMsa QparMeHTH CcoIepXaT
JMIEPHYID IIOCJedoBaTeJIbHOCTL, Takyln Kak, HanopuMmep, JMunepHas
IoCJIeIOBaATEJILHOCTE VMMYyHOTJIOOYJIMHA, Takasg Kak JIMunepHasd
IIoCJIeIOBaTEJILHOCTE IgE. B HEeKOTOPEIX BapuaHTax peaau3aluun
nz30bpeTeHrsa QparMeHTH He coIepXaT JMIEPHY HOCJIedOoBaTeJIbLHOCTL. B
HEeKOTOPHX BapMaHTax peaju3almy u3obpeTeHMsa QpaTlMeHTH He COIOepXar
JUIEePHY II0CJeNoBaTeJIbHOCTE, Takymn Kak, HanopuMmep, JuoepHasa
[IoCcJyieIoOBaTeJIbHOCTE IgE.

[00236] VMMyHOTeHHEE OQparMeHTH OeJIKOB C aMUHOKMCIIOTHBMM

InocjienoBaTeJIbHOCTAMI, MIOeHTVYHBEIMM OTHOCUMTEJIBEHO VIMMYHOT' €HHEIX



105

dparMeHTOB [IOCJIeOOBaATEJIbLHOCTHU SEQ ID NO: lo, MOTYT OBITH
IpenocTaBJieHH. Takue MMMyHOTeHHBe O¢parMeHTH MOTYT COIepXaThb IIO
MeHbmeM Mepe 10%, 1o MeHbmeM Mepe 15%, 0o MeHbmeM wMepe 20%, 1O
MeHbImeM Mepe 25%, 1o MeHbmeM Mepe 30%, 0O MeHbmeM Mepe 35%, 1o
MeHbe Mepe 40%, 0o MeHbmer Mepe 45%, no MmeHbmer Mepe 50%, 10
MeHbIIe Mepe 55%, no MeHbmen Mepe 60%, 10 MeHbmelM Mepe 65%, 110
MeHbIe Mepe 70%, 0o MeHbmeW Mepe 75%, 1o MeHbmel Mmepe 80%, 110
MeHbImel Mepe 85%, no Menbmed Mmepe 90%, no MeHbmen Mmepe 95%, 1o
MeHbIIe Mepe 96%, O MeHbmeW Mepe 97%, 10 MeHbIeW Mepe 98% wWu
10 MeHblle¥ Mepe 99% 0eJIKOB, KoTopele Ha 80%, 85%, 90%, 91%, 92%,
93%, 94%, 95%, 96%, 97%, 98% wmam 99% UIOeHTUMUHH aMVMHOKMCJIOTHEM
[IOCJIeIOBaATEeJIbHOCTAM, IpMBeleHHEM B SEQ ID NO: 16. B HeKOTOPHX

BapMMaHTaxXx pealJims3alunm MSO@peTeHMH (]_)paI‘MeHTBI comepxatT JIMOEPHYIO

[10CJIe0OBaTEeJILHOCTE, TaKylo Kak, HanpuMmep, JvaepHas
[10CJIe0OBaTEeJILHOCTD VIMMYyHOTJIOOYJIMHA, Takasd Kak JvaepHas
[10CJIeOBaTEeJILHOCTD IgE. B HEKOTOPHX BapmMaHTax peannzanumnm

n300peTeHUd QparMeHTH He CcomepXaT JIMIEPHVYID I[IOCJIeNOoBaTeJIbHOCTL. B
HEKOTOPEX BapMaHTaxX pears3aluM M300peTeHMd QpaTlMeHTH He comepxXarT
JIUOEPHYI  [IOCJIEODOBATEJIbHOCTE, Takyn Kak, HalpuMep, JnnepHasda
[IocJyienoBaTeJIbHOCTE IgE.

[00237] CorJylaCHO WM3JIOXKEHHOMY B ITAaHHOM IOKYMEeHTe B OTHOIEHUU
COeNMHEHMS CUTHAaJIbHOTO IeNTuIa WM JIMOEPHOM II0CJIeNOBATEJIBHOCTU C
N-xoHIOM OeJiIka, CUMTHAaJbHBEM [IenNTun/JIuIepHas II0CJIeIOoBaTeJILHOCTE
3aMemaeT N-KOHLIeBOY MeTMOHMH OeJika, KOTOPHM KOIMPYETCHS CTAapPTOBHEM
KOIOHOM HYKJIEOTMIHOM I[IOCJIeNOoBaTeJIbHOCTHM, 3aTeM KOoOUpyeT OeJloK
fe3 KOIUPYINUX CUTHAJBLHBN IIeNTUI I0CJeldoBaTeJIbHOCTEMN.

(9) PRAME

[00238] BaklLmMHa I[IO0 HaCTOAMEMY MW300peTeHMI MOXeT CoIepXaThb
PaKoBHM aHTUTeH PRAME, ero oGparl’MeHT WIM eT0o BapuaHT. PRAME,
KoOupyeMel TeHoM PRAME, mnpencrarJjsgeT cobol 6eJIoK, COCTOAMUN U3
509 aMMHOKMCJIOT, M BKCIpeccUupyeTcsa B CeMeHHMKax, [JlalleHTe,
SHIOMETPUM, AWYHMKAX, HANOIOUEeUHMKaAX M B TKaHAX, I[IOJIYYEHHEX U3
MeJIaHOMEBI, KapLUMHOM JIETKMX, I[IOUeK, TOJIOBH U mer. PRAME Takxe
SKCIPECCUPYETCS B OCTPHX JIeMKO3ax y B3POCJEX M IOeTel, a TaKXe BO
MHOXEeCTBEHHOM MMrejioMe. PRAME COOepXUT UMMYyHOTEeHHEM HOHAIENTUX,
CIIOCOOHEM BH3HBATL LUTOTOKCHUUECKMM OTBET, KOoTHa IIPe3eHTUPYeTCHd
HLA-A24. NccienoBaHMA IIOKa3HBAWT, UTO CBepXsKclpeccusas PRAME B
KYJIETUBMPYEMEIX  KJIETKaxX MHIOYLIMPYeT Kacllasza—He3aBUCUMyl I'MOeJb
KJIETOK, OTBETCTBEHHYI 3a 0oJlee HU3KYKD CKOPOCTL IIpoJinbpepalnn.

IpyTMe MCCJeIOBaHMsA IIOKa3HEBalT, UYTO CBepxskconpeccua PRAME Takxke
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obeclieurBaeT IpeMMylleCTBa pPoOCTa WM BEXMBAeMOCTM IIOCPeICTBOM
IPOTUBOOEMCTBMA CUTHaIM3AUUM pellelTopa pPeTHMHOeBOM KMcJIOTH (RAR),
u [IPUUMHHO [IPUHMMAET ydyacTue B OHKOT'€HHOM npolecce.
MHTepbepeHUMsa cCcHUTHaJuz3aluuyu RAR OPUBOOUT K IOTepe peryJiMpOoBaHUA
nposmbpepaunm, INOGOEPEHUUPOBKM M Pa3BUTUA KJIETOK.

[00239] PRAME MOXeT MMeThb NPOdQUJIL BKCIPeCcCHMM I'eHa, I[1OIOOHH
PaAKOBO—TECTUKYJIAPHEIM aHTuI'eHaMm MAGE, BAGE wu GAGE, TO eCThb
BKCIIpeccumn B CeMeHHMKaxX . Tem He MeHee, PRAME MOXeT
SKCIIPEeCCHUpPOBaATLCAI B MeJlJaHOMax M OCTPHX JelMko3ax uejloBeka. PRAME
MOXET pacrno3HaBaThLCHA UUTOJIUTUYECKUMA T—-JIMQOoLUMTaMN .
CooTBeTCTBEeHHO, PRAME MOXeT MNPeACTaBJIATE COOOM aCCOUMMPOBAHHHBIM C
MeJIaHOMOM U JIeMKO3aMM aHTUTEH.

[00240] AHTUT eH PRAME criocobeH VHIOIYLUPOBATH AHTUTI'eH—
crienmMdmUuecKuil T—-KJIIETOUHHI U/MJIM MHTEHCHMBHEI I'YMOPAJILHEIM MMMYyHHEE
OTBETH, TeM CaMbBM MHIYLUUPYS WJIM BHS3HBAA MMMYHHHM OTBET, KOTOPHM
HalopakBJleH Ha pak MWIM OIYyXOJb WIM pearMpyeT Ha HUX DKCIpeccuen
aHTUIT'eHa. B HEKOTOPHIX BapMaHTax peannzaluumn n300peTeHnd
VHOYUMPOBAHHEM WMJIM BHS3BAHHHEM MMMYyHHBM OTBEeT MOXeT IIpeldCcTaBJIATh
cobon KJIE TOUHHIM, T'yMOPAaJibHEM VIV KakK KJIETOUHHIM, Tak u
TYMOPAJILHEM MMMYyHHEE OTBETH. B HEeKOTOPHX BapMaHTax peaau3alun
n300peTeHrss MHIOYLUMPOBAHHHM WJIM  BHS3BAHHHEM KJIETOUHEM  VMMYHHEMN
OTBET MOXET BKJIOUATHL MHIOYKIMIL WMIM CeKpeluw IaMMa-MHTepdepoHa
(IFN-vy) u/uwin dakTopa Hekposa onyxoJjer ajgbda (TNF-o). B Opyrux
BapMaHTax peaJduszaluumy us3odbpeTeHMd UHIOYUMPOBAHHEM WMJIM BHE3BaHHBM
VMMYHHEI OTBEeT MOXEeT YyMeHbIAaTh WM MHTUMOMPOBATE OIMH WM ©OoJiee
baxTOpPOB cymnpeccumn VIMMYHHOT O oTBETAa, KOTOPHE CTUMYJINPYIOT
PasBUTHE ONYyXOJM WMJIM paka, 3KCIpecCcHupyd aHTHUIeH, Halpumep, 0e3
OoTpaHMUeHMsa UMMM, O(QaKTOPH, I[IoHaBJdlmMe IIpe3eHTaumio MHC, (aKTOpPH,
aKTUBUpPYKIME AHTUTeH—-CIIeluuPUuUIeCKMre PEeTYJIATOPHHE T—KJIETKU
(Tregs), PD-L1, FasL, LUUTOKWHH, TakMe kKak I1L-10 wu TFG-8,
acCCoOUMMPOBaHHEE C OIIYXOJIBK MaKpodalM, aCCOLUMMPOBAHHEE C OIIYXOJIBIO
dnbpobiacTH, pPacTBOPUMEE baKToOpPH, IpOoOyLUpyeMEe MIMMY HHEIMI
KJIeTKaM—CyIpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 ¥ MOJIEKYJIH
VIMMYHHHEX KOHTPOJIBHHIX TOUeK, 4UTo 0OoJiee MONpOOHO ONMCAaHO HMXE.

[00241] AnTUTeH PRAME MOXeT VYBeJIMUMBATEL KJIETOUHHM MMMYHHEBM
OTBeT y CyOBeKTa, KOTOpOMYy BBOIAT aHTUIeH PRAME, mo oT okoJjio 50-
KpaTHOTO HO OkKoJio 6000—-kpaTHOTO, OT OKOJO 50-KpaTHOT'O OO OKOJIO
5500-kpaTHOTO, OT OKOJO bLO0—KpaTHOTO no okojio 5000-xpaTHOTO, OT
okoJio 50-kpaTHOTO no okoJio 4500-xpaTHOTO, OT OKOJO 100-KpPaTHOTO

no okojgo 6000-kpaTHOTO, OT OKoOJO 150-kpaTHOTO nOO OKoJiO 6000-
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KpaTHOT' O, OT OkoJio 200-rpaTHOTO HO OKoJIO 6000-KpaTHOTO, OT OKOJIO
250—kpaTHOTO nmo 6000-KpaTHOTO MM OT OKOJIO 300—-KpaTHOTO OO OKOJO
6000-KpaTHOTO pasMepa I[I0 CPaBHEHMK C KJETOUHHEM MMMyHHEM OTBETOM
Yy CcyOBekTa, KOTOpOMY He BBOIOAT aHTuUI'eH PRAME. B HeKOTOPHX
BapMaHTax peajM3aluy u300peTeHMsa aHTureH PRAME MOXeT yBeJIMUMBATH
KJIETOUHHY MMMyHHEM OTBeT Yy CyOBbeKTa, KOTOPOMY BBOOAT aHTUTEH
PRAME, noutm B okoJio 50, 100, 150, 200, 250, 300, 350, 400, 450,
500, 550, 600, 650, 700, 750, 800, 850, 900, 950, 1000, 1100,
1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900, 2000, 2100,
2200, 2300, 2400, 2500, 2600, 2700, 2800, 2900, 3000, 3100,
3200, 3300, 3400, 3500, 3600, 3700, 3800, 3900, 4000, 4100,
4200, 4300, 4400, 4500, 4600, 4700, 4800, 4900, 5000, 5100,
5200, 5300, 5400, 5500, 5600, 5700, 5800, 5900 mmu 6000 pasz @o
CPpaBHEHMID C KJIETOUHHM MMMYHHEM OTEBETOM Yy CYOBEeKTa, KOTOPOMy He
BBOIOAT aHTUI'eH PRAME.

[00242] AHTUI'eH PRAME MOXeT [IOBHIIATH YPOBHU TaMMa—
nHTepdpepoHa (IFN-vy) vy cyOwekTa, KOTOPOMYy BBOIOAT aHTuUreH PRAME,
oo oT okoJjio 50-xkpaTHOT'O HO OKoJIo 6000-rpaTHOTO, OT OKOoJO 50—
kKpaTHOTO no 5500-kpaTHOTO, OT OKOJO bO—-kpaTHOTO mno okoJio 5000-
KpaTHOT'O, OT OKOoJO 50-kKpaTHOM »0oO OokoJio 4500-xpaTHOT'O, OT OKOJIO
100-xpaTHOTO @»DO OKOJO 6000-KpaTHOTO, OT OKOJO 150-KpaTHOTO HO
OKOJIO 6000—-kpaTHOTO, oT okoJio 200-kpaTHOTO HO OKoJio 6000-
KpaTHOTO, OT OKoJio 250-kpaTHOTO »O okoJjio 6000-KpaTHOTO WMJIM OT
okoJio 300-kpaTHOTO no okoJjio 6000-KpaTHOTO pas3Mepa IO CPaBHEHUI C
ypoBHAMU IFN-y y cyObeKTa, KOTOPOMYy He BBOOAT aHTuUIeH PRAME. B
HEeKOTOPHX BapMaHTax pealu3aluuu u3obpeTeHMA aHTUT'eH PRAME MOXeT
YBeJIMUMBATL YpPOoBHM IFN-y y cy®beKTa, KOTOPOMY BBOOAT AaHTUTEH
PRAME, mnoutmM B okoJio 50, 100, 150, 200, 250, 300, 350, 400, 450,
500, 550, 600, 650, 700, 750, 800, 850, 900, 950, 1000, 1100,
1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900, 2000, 2100,
2200, 2300, 2400, 2500, 2600, 2700, 2800, 2900, 3000, 3100,
3200, 3300, 3400, 3500, 3600, 3700, 3800, 3900, 4000, 4100,
4200, 4300, 4400, 4500, 4600, 4700, 4800, 4900, 5000, 5100,
5200, 5300, 5400, 5500, 5600, 5700, 5800, 5900 mmm 6000 pasz mo
CpaBHeHUI C ypoBHAMM IFN-y vy cCcyOBeKTa, KOTOPOMYy He BBONAT
aHTureH PRAME.

[00243] AuTMTeH PRAME MOXeT COOepXaThb DIUTONH OeJIKOB,
KOTOPHE IeJjlaloT MX OCOO0OeHHO 2O0PeKTMBHHMM B KadeCTBe MMMYyHOTEHOB,
Ha KOTOPEHE MOTYT MHIOYLMPOBaATbLCA MMMYHHEEe OTBeTH K PRAME. AHTUTEH

PRAME MOXeT COIepXaTb IIOJIHOPa3MepHHM [IPOOYyKT TpaHCHIAUuM, eTro
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BapMaHT, ero o¢parMeHT MWIM KMX KOMOMHaLMo. AHTHMIeH PRAME MOXeT
comepXaThb KOHCEeHCYCHHM OeJIoK.

[00244] HykijIeoTunHYy©n rIocJIefoBaTeJIbHOCTE, KOOUPYIIYIO
KOHCEeHCYCHHM aHTureH PRAME, MOXHO OITMMMU3UPOBATE B OTHOIEHUU
YaCTOTH MCIOJIB30BaHMA KOIOOHA M COOTBeTCTBYKIMX PHK-TpaHCKPUIITOB.
HykJjieMHOBasa KUCJIOTA, Kooupyomas KOHCEeHCYCHEM aHTuTeH PRAME,
MOXeT OHTHL KOOOH— ¥ PHK ONTMMM3UMPOBAHHOM IJIS DSKCIOpeccum. B
HEKOTOPEIX BapMaHTax peajamn3sanmnm n300peTeHnd HYKJIEOTUOHAaS
I0CJIeIOBATEJILHOCTEL, KOIMpYIMAasd KOHCEHCYCHBM aHTuT'eH PRAME, MOXeT
comepXxaThk IocJenoBaTeJIbHOCTL Kozak (HanpuMep, GCC ACC) ojig
YBeJIMUeHU S0PEeKTUBHOCTHU TPaHCIIALUNA . HyxkJenHoBad KMUCIIOTa,
KoOupyKllasgs KOHCEHCYCHHM aHTuTeH PRAME, MOXeT coIepXaTh HEeCKOJBLKO
CTOINI-KONOHOB (HanpmuMep, TGA TGA) a4 yBeJuueHUSI 30PeKTUMBHOCTHU

TepMMHAIlMM TPaHCJIALIWNA.

[00245] HykieMHoBad KMCJIoTa, Kooupymoia g KOHCEeHCYCHHM
AHTUTEH PRAME, MOXeT TaKxe KOIOIMpOBAaTH JINTEPHYIO
[IOCJIeNOBATEJIbHOCTE MMMyHOTUIOOyJiMHa E (IgE). HykijiewmHoBasd KMCJOTa,

KoOupyKmas KOHCEeHCYCHHM  aHTUTeH PRAME, MOXeT OOTIOJIHUTEJILEHO
KOOVPOBATEL JIMOEPHYK [IOCIemoOBaTeJIbHOCTE IgE TakuM o60pasoM, UTo
AaMMHOKMCJIOTHASA  IIOCJIeIOBaTEJIbHOCTL  JIMOEPHOM  IIOCJIeIOoBaTeJIbHOCTU
IgE CBA3HBAETCH C AMMHOKMCJIOTHOM ocJenoBaTeJIbHOCTLIO
KOHCEHCYCHOTO aHTUTeHa PRAME NIenTUIHON CBA3LIO. HyxkiienHorasa
KucJjora, KoIMpyklmasa KOHCEeHCYCHHEM aHTureH PRAME, MOXeT TakKxe
comepXaTh HYKIJIEOTHUIHY I[IOCJIEeOOBATEJIbHOCTL, KOOMPYHIYD JIMUISPHYIO
[IOCJIeIOBaATEeJIbHOCTE IgE. B HEeKOTOPEIX BapuaHTax peamsaumm
n300peTeHrs HYKJIEeMHOBAaS KMCJIOTa, KOOMPYKIas KOHCEHCYCHHM aHTUIeH
PRAME, He mMMeeT WMIM He COOEPXUT HYKIJIICOTUIOHYID [IOCJEeIOBaATeJIbHOCTE,
KOOVPYRIYD JIMOEPHYI IOCIeNOBaTe]IbHOCTE I1gE.

[00246] KOHCEHCYCHHM aHTHuIeH PRAME MoXeT OpeldCcTaBJIATL CoOoMu
HYKJIEOTHIOHYK IocCliefoBaTelbHOCTE SEQ ID NO: 17, koTopad KOOUPYeT
AMMHOKMCJIIOTHYIO IIOCJIEOOBATEJIEHOCTE SEQ ID NO: 18.
IlocaenmoBaTeJIbHOCTE SEQ ID NO: 17 koouMpyeT KOHCEHCYCHHM O0eJIoK
PRAME, CBSA3aHHEMN C JIVIEPHON [IOCJIeDOBATEJIEHOCTEIO IgE.
KoHceHCYCHHM DeJlok PRAME MOXeT OHITH CBA3aH c JIMOepHOM
[I0CJIenOBaTeJIbHOCTLIO IgE n HA-MeTKOM. B OpyITUX BapMaHTax
peaanszanmnum n300peTeHnda KOHCeHCYCHHM’ DeJiok PRAME MOXeT He
comepXaThb WMJIM He OBTH CBA3AHHEIM C JUISPHOM IIOCJIeIOoBaTeJIbHOCTLIO
IgE n/van HA-MeTKOM.

[00247] B HEKOTOPHIX BapMaHTax peanmmsauum  M300peTeHUd

KOHCEHCYCHHM aHTuIreH PRAME MOXeT NPelCcTaBJIATE COOOM HYKJIECOTUIHYIO
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IocjeIoBaTeJIbHOCTEL, ob6Jjamalmyl II0 MeHbIer Mepe okoJo 80%, 81%,
82%, 83%, 84%, 8b5%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% wmium 100% MOEHTUMUHOCTLIO IIO BCeM IOJIMHEe
HYKJIEOTUIHOM IIOCJIeIOBaTEJIbHOCTHM, IIpuBeIeHHOM B SEQ ID NO: 17. B
IPpYyTUX BapMaHTax peaausaluy u300peTeHMss KOHCEHCYCHHM aHTUTeH
PRAME MOXeT IIpelCTaBJIATL Co00O0V HYKJISOTUIOHYID II0CJIeNOoBaATeJIbHOCTL,
KOTOpad KooupyeT aMMHOKMCJIOTHY IIOCJIelOBaTeJIbHOCTL, Of6Jalakllyio
10 MeHbIIeM Mepe okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmum
100% UOEHTUUYHOCTBIO rio BCeM OJIHE AMMHOKMCJIO THOM
IocjleIoBaTeJILHOCTHU, IIpuBemeHHOM B SEQ ID NO: 18. KOHCEHCYCHHM
AHTUT eH PRAME MOXeT IpencTaBrJIATh cofbou AMMHOKWCJIOTHVYIO
IocJeIoBaTeJILHOCTEL, ob6Jamalmyilo 10 MeHblel Mepe okoJo 80%, 81%,
82%, 83%, 84%, 85%, 80%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% wmum 100% MIOEHTUMUHOCTLIO IIO BCeM OJIMHE
AMMHOKMCIJIOTHOM TIOCJIeOOBaTeJIbHOCTHM, INIpMBeneHHoOWM B SEQ ID NO: 18.
[00248] HekoTOpHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCH
K HYKJIEO THUIHEIM [IOCJIeIOBaTEJIBHOCTAM, KOIVPYIMM BeJku,
TOMOJIOTMUYHEIE KOHCeHCyCHOMy Oejky PRAME, MMMyYHOT'€HHOMY OQparMeHTY
KOHCEeHCYyCHOTO Oejyika PRAME M MMMyHOT'€HHEIM OQparMeHTaM I'OMOJIOTMYHEIX
BesikoB. Takye MOJIEKYJIEL HYKJEMHOBEIX KMCJIOT, KOTOPHE KOOUPYIOT
VMMyHOT' eHHEle OeJiku, obJjajanmue 0o 95% T1TOMOJOIMM OTHOCUTEJILEHO
KOHCEHCYCHOM IIOCJIeIOBaATEJILHOCTMU, IO 96% TOMOJIOTUM OTHOCUTEJILEHO
KOHCEHCYCHOM IIOCJIemoBaTeJIbHOCTM, IJO 97% ITOMOJIOTUM OTHOCUTEJILHO

KOHCEHCYCHOM IIOCJIeHOoBaTeJILHOCTM, HJO 98% IOMOJIOTUM OTHOCUTEJILHO

KOHCEHCYCHOM IIOCJIeOOBATEeJIbLHOCTH " oo 99%, MOTYT OHTEL
nIpenoCcTaBJIEHH . AHaJIOTUUHEM obBpasoM, Takxe IpenoCTaBJIATCS
HYKJIEOTUIHEE IIOCJIeJOBaTeJILHOCTH, KoOupyomme VIMMYHOT €HHHE

bparMeHTH, IpVBeNeHHEHEe B IOaHHOM JOKYMeHTe, M  VMMYHOTE&HHHE
dparMeHTH OeJIKOB, KOTOpPHE IT'OMOJIOTMYHE 0OeJikaM, IpUBEeIeHHEM B
DaHHOM HOOKyMeHTe.

[00249] HekoTOpHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCSH
K MOJIeKyJlaM HYKJIEMHOBEX KUCJIOT, KOOUPYIRIVM MWMMYyHOT'€HHEEe OeJIKMU,
obJjlajanmme 95% roMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KUCJIOTH,
KOOUPpYKIel TOCJIeOOBaTeJILHOCTM B JaHHOM JOKyMeHTe. HeKOTOpHE
BapUaHTH peanm3alunmn n300peTeHnd OTHOCATCHA K MOJIEKYJIaM
HYKJIEMHOBEIX KMCJIOT, KOOMPYKIVM MMMYHOT'eHHEEe OeJikK, ofbJjlajapmue
96% TOMOJIOTMEM OTHOCUTEJIBHO HYKJIEMHOBOM KMCJIOTH, KOIUpPYKIeN
[IOCJIeDOBaATEJILHOCTU B ODAaHHOM  IOOKYMeHTe. HexoToOpEHe  BapMaHTEH

peayimsalunm MBO@peTeHMFI OTHOCATCA K MOJIeKYyJlaM HYRJIEMHOBEX KMCJIOT,
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KOIVPYIMM MMMy HOT'@HHHE BeJiku, obJlaganmye 97% TOMOJIOTHEN
OTHOCUTEJILHO HYKJIEeMHOBOWM KMUCJIOTH, KOIMPYKIEN I[IOCJIedOoBaTeJILHOCTH
B IaHHOM HIOKYMeHTe. HeKOTOphle BapMaHTH peaju3aluu Kn300peTeHusd
OTHOCATCH K MOJIeKYJIaM HYKJIEMHOBEIX KMCJIOT, KOOUPYIOIMM
VMMYyHOT' €HHEle  OeJIKW, obJlamanimye 98% TOMOJIOTMEN  OTHOCUTEJILHO
HYKJIEMHOBOM  KMUCJIOTH, KoOupyomer IIoCJeldoBaTeJIbHOCTM B IaHHOM
OOKYMeHTe. HeKOTOpHEe BapMaHTH pealiM3aluu M300peTeHMI OTHOCATCHI K
MOJIeKyJIaM HYKJIEMHOBEIX KMCJIOT, KOIMPYKIMM MMMyHOTeHHEe OeJIKH,
oBJyajanmme 99% TOMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KUCJIOTH,
KoOupywle I[I0CcJedoBaTeJIbHOCTM B HOaHHOM JOKYMeHTe. B HeKOTOPHX
BapMaHTax pealu3aluMy uU300peTeHUMd MOJIEKYJIE HYKJIEMHOBHEX KMCJOT C
KOIVPYKIMMM IIOCJIEIOBATEJIbHOCTAMM, OINMCAHHBEIMM B JaHHOM JIOKYMeHTE,
KOTOPHE TOMOJIOTMUHE KOOMPYWIEeM I[I0CJedoBaTeJIbHOCTM KOHCEHCYCHOTO
BeJika, OTIMCaHHOTO B OaHHOM OOKYMEHTE, BKJIOUAKT
[IOCJIeNOBATEJIbHOCTH, KOOUPYIIMMEe JIMIEPHYK I[I0CJemoBaTeJIbHOCTE IgE,
CBA3aHHYID C 5'-KOHUOM KOOMPYKIEM II0CJedoBaTeIbHOCTM, KoIMpyomen
TOMOJIOTMUHEIE  [IOCJIEOBATEJILHOCTU  OEJIKOEB, ONIMCaHHHE B  TaHHOM
OOKYMEHTE.

[00250] HekoTOpHEe BapMaHTH peajiM3aluy U300peTeHUsa OTHOCATCH
K HYKJI€O TUIHBIM [IOCJIeNOBaTEJIbHOCTAM, KOIVPYIMM OeJiku C
OIpeleJIEHHEIM IIPOLIEHTOM MIOEHTUUHOCTM OTHOCHUTEJIEHO IIOJIHOPa3MEPHOTO
KOHCEHCYCHOTO Oejsika PRAME, uUMMYyHOTEHHOTO ¢palMeHTa KOHCEHCYCHOTO
BeJika PRAME u MMMYHOT' @HHEIX bparMeHTOB BeJIKoB, obJlamanmmx
MOEHTUUYHOCTRI OTHOCUTEJILHO KOHCeHCycHoTo 0Oejqka PRAME. Takue
MOJIEKYJIEL ~ HYKJIEMHOBEIX  KUCJIOT, KOTOPHE KOOUPYIRT MMMYHOI'€HHEE
BeJiku, oBJlamanmue o 80% MIOISHTUYHOCTHU OTHOCUTEJILHO
[IOJIHOPABMEPHOM KOHCEHCYCHOM mocjiemoBaTeJibHOCTM PRAME, 1o 85%
MIOEeHTUYHOCTHU OTHOCUTEJIBHO [IOJIHOPa3MEepPHOM KOHCEeHCYCHOM
rocjlenoBaTeJIbHOCTHU, 0o 90% MOEHTUYHOCTHU OTHOCUTEJILHO
[IOJIHOPABMEPHOM KOHCEHCYCHOM IocjeloBaTesibHOCTM PRAME, 1no 91%
MIOEHTUYHOCTHU OTHOCHUTEJIBHO [IOJIHOPa3MepHOM KOHCEeHCYCHOM
rIocJlefoBaTeJIbHOCTHU PRAME, o 92% MOEHTUYHOCTHU OTHOCUTEJILEHO
IIOJIHOPAasMEPHOM KOHCEHCYCHOM mocjeloBaTelbHOCTM PRAME, 1no 93%
MIOEHTUYHOCTHU OTHOCHUTEJBHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM
[IoCcJIefoBaTeJIbHOCTHA PRAME, pife) 94% MOEHTUYUYHOCTHU OTHOCUTEJILHO
IIOJIHOPAa3MEPHOM KOHCEHCYCHOM mocjeloBaTeJbHOCTM PRAME, 1o 95%
UIOEHTUYHOCTHU OTHOCHUTEJIBHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM’
rIocJjlefoBaTeJIbHOCTHU PRAME, pife) 96% MOEHTUUYHOCTHU OTHOCUTEJILHO
IIOJIHOPAaBMEPHOM KOHCEHCYCHOM IocjedoBaTelbHOCTM PRAME, 1no 97%

MOEeHTNYHOCTHM OTHOCHUTEJIBHO HOHHOpaSMepHOﬁ KOHCGHCYCHOﬁ
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[IOCJIEOOBATEJIBHOCTHA PRAME, oo 98% MOEHTUYHOCTHU OTHOCUTEJIBHO
IIOJIHOPAa3MEPHOM KOHCEeHCYCHOM IocJenoBaTesibHoCcTM PRAME u mo 99%
MUIOEHTUUYHOCTU OTHOCUTEJIBLHO IIOJIHOPa3MepHOM KOHCEeHCYCHOM
nocyenopaTtesibHOCTM PRAME, MOTYT OBTH I[IpeOOCTaBJIEHH. AHAJIOTUUHBEM

obpasoM, TakXe IIPeNoCTaBJIANTCHA HYKJEOTUIHEE I[IOCJeNOBaTeJIbHOCTH,
KoOupyKomme VMMYyHOT €HHEIe dparMeHTH, IpUBeIeHHEE B OaHHOM
OOKYMEHTe, M  VMMMYHOTEeHHHE dparMeHTE  OEJIKOB c AHAJIO TUUHEM
IIPOLIEHTOM MIEHTMUHOCTM, KaK YyKa3aHO BHIIE, OTHOCUTEJIEHO OeJIKOB
PRAME, omInMcaHHBEIX B IOaHHOM IOOKYMeHTEe.

[00251] B HEKOTOPHIX BapMaHTax peanmusaluuu  U300peTeHud
HYKJIEOTUIOHAaA [IOCJIENOBATEJIEHOCTE He COOEPXUT KOOVP YUY
[IOCJIenOBAaTEJIEHOCTE, KoTOpada KOOUPYeT JIUOEPHY

IOCJHIEeNOoBaTeJIbHOCTE . B HEKOTOPHX BapMaHTax peajiM3aluyu M300peTeHUd

HYKJIEOTHMIOHa4A IIOCJIeIOBATEJIEHOCTE He COOepXNnUT KOIMPYRIIYIO

II0CJIeIOBAaTEeJIELHOCTE, KOTOpaAd KoIMpyeT JIMOCEPHYID IIOCJIedOBaATEJIBHOCTE

IgE.

[00252] HekoTOpHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCH
K OQparMeHTaM I[ocjenopaTejyibHOCTM SEQ ID NO: 17. OparMeHTH MOTYT
COCTaBJIATEL IO MeHbmel Mepe 10%, 1o MeHbmel Mepe 15%, IO MeHbIeN
Mepe 20%, no MeHbmeM Mepe 25%, 1o MeHbmel Mepe 30%, IO MeHbIEN
Mepe 35%, no MeHbmenm Mepe 40%, 1o MeHbmeM Mepe 45%, IO MeHbIEN
Mepe 50%, no wMeHvbmem Mepe 55%, no MeHbmem Mepe 60%, IO MeHbIEN
Mepe 65%, 0o MeHbmel Mepe 70%, 1o MeHbIeM Mepe 75%, 1O MeHbIeM
Mepe 80%, 1o MeHbmeM Mepe 85%, no MeHnbmel Mepe 90%, IO MeHbleM
Mepe 95%, 1o MeHbmeM Mepe 96%, M0 MeHbeM Mepe 97%, IO MeHbIeM
Mepe 98% maIM 1o MeHbmel Mepe 99% nocJgenoBaTelbHOCTM SEQ ID NO:
17. dparMeHTH MOTYT OHTH IO MeHbIeM Mepe Ha 95%, IO MeHbIIeV Mepe
Ha 96%, 1[I0 MeHblel Mepe Ha 97%, IO MeHbmleM Mepe Ha 98% miIu 10
MeHbIIe Mepe Ha 99% TOMOJOTHMUHH GdparMeHTaM II0CJIelNOoBaTeJIbHOCTU
SEQ ID NO: 17. OdparMeHTH MOTYT OHTL IO MeHblleM Mepe Ha 80%, 1o
MeHbIIeV Mepe Ha 85%, 1o MeHbmelM Mepe Ha 90%, 0O MeHbBIIeM Mepe Ha
91%, mno MeHblmeM Mepe Ha 92%, IO MeHblleM Mepe Ha 93%, IO MeHbIIeM
Mepe Ha 94%, O MeHbmeV Mepe Ha 95%, @O MeHbmel Mepe Ha 96%, IO
MeHbIIeV Mepe Ha 97%, IO MeHbBNeM Mepe Ha 98% MIM IO MeHbBIIeV Mepe
Ha 99% MIOeHTUUHE OTHOCHUTEJILHO OQpalMeHTOEB IocjlenoBaTeJIbHOCTU SEQ
ID NO: 17. B  HEeKOTOpHX BapMaHTax peajM3aluM MU300peTeHUd
bparMeHTH comepxar [IoCJIenOoBaTEeJIbHOCTH, KoOupyomye JIUOEPHY
[I0CJIenOBaTEJILHOCTE, Takywo Kak, HallpuMep, JIUoepHad
[I0OCJIeDOBaTEJILHOCTE VMMYyHOIJIOOYJIMHA, Takywn Kak JIUOoepHad
[IOCJIeDOBaTEJILHOCTE IgE. B HEKOTOPEIX BapuaHTax peanmszalunmn
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MSO@peTeHMFI q_)paI'MeHTBI He comepXaT KoIVpykiye II0CJIedoBaTeJIBHOCTH,

KOTOPEE KROIMPYIT JIMOEPHYIO IIocJjyiefoBaTeJIEHOCTE . B HEeKOTOPEIX
BapMMaHTaxXx peaJimsallnnm MSO@peTeHMH @paI‘MeHTBI He comepxatT
roompyromre rnocjyiegoBaTeJIbLHOCTHM, KOTOPHE KOIOMPYRT JIMMOEPHYIO
II0CJIeIOBATEJIBHOCTE, TakKyo Kakr, HallprMep, JmuoepHasd

nocjienoBaTeJIbHOCTE IgE.

[00253] Kpowme TOTO, AMMHOKMCJIOTHA A [IoCJIeIOoBaTeJIbHOCTD
KOHCceHcycHOTO ©OeJika PRAME 1pencrTaiBJigseT cobor SEQ ID NO: 18.
AMMHOKMCJIOTHAA IIOCJIeOOBaTeJIbHOCTD KOHCEHCYCHOTO Oeska PRAME,
CBA3aHHOTO C JIMOIEPHOM IIocjlefoBaTeJIbHOCThID IgE, npencrTapjgeT
cobom SEQ ID NO: 18. AMVMHOKMCJIOTHAA [IOCJIEDOBATEJIEHOCTE
KOHCEHCYCHOTO HeJika PRAME, CBS3aHHOTO c JIMOepHOM
nocjienoBaTelbHOCTEID IgE, MOXeT OHITH CBA3aHa C HA-MeTKOM.

[00254] HekoTOpHEe BapMaHTH peajiM3aluy U300peTeHUs OTHOCATCSH

Kk OeJikaM, KOTOPHE TI'OMOJIOTMUHE IIOoCJiefoBaTeJibHoCTM SEQ ID NO: 18.

HexoTopue BapMaHTH peaamu3alumu n3obpeTeHns OTHOCATCSH K
VIMMyY HOT'@ HHEIM BeJikam, KOTOPHE obJjlagamnT 95% TOMOJIOTMEN
OTHOCUTEJILHO KOHCEeHCYCHHX BeJIKOBEIX mocjienoBaTeJIbHOCTEN,

npuBeleHHEXx B SEQ ID NO: 18. HekKOTOpHE BapMaHTH peajiM3aluu

MBO@peTeHMH OTHOCATCA K MMMYHOTeHHEM OeJikaM, KOTOPEE obJjiamanT

96% T'OMOJIOTMEM OTHOCUTEJILHO KOHCeHCYCHHX BeJIKOBEIX
IoCJIeIOBaTEJIbHOCTEN, IIpMBeOeHHHX B SEQ ID NO: 18. HexoToprle

BapMAaHTH peajin3aluy M300peTeHMA OTHOCATCA K MMMYHOTeHHHM OeJjikaM,
KOTOPEHE obJiamanT 97% TOMOJIOTHMEN OTHOCUTEJIEHO KOHCEHCYCHEIX
OeJIKOBEIX IIOCJeHNOoBaTeJIbHOCTEM, NpMBeOeHHEXx B SEQ ID NO: 18.
HexoToptre BapMaHTEH peannusanmnum n3obpeTeHmA OTHOCATCH K
VIMMY HOT'@ HHEIM BeJikam, KOTOPHE obJlaganT 98% TOMOJIOTUEN
OTHOCUTEJILEHO KOHCEHCYCHEIX OeJIKOBEIX nocjenoBaTeJIbHOCTEN,
npuBeleHHEX B SEQ ID NO: 18. HekOTOpHE BapMaHTH peaju3alun
MU300peTeHrua OTHOCATCA K MMMYHOTEeHHBEM OeJiKkaM, KOTOpbEe ofJamakT
99% TOMOJIOTHUEN OTHOCUTEJILHO KOHCEeHCYCHHX DEeJIKOBEIX
IOCJIeNOBaATENBLHOCTEV, NpMBeleHHEHX B SEQ ID NO: 18.

[00255] HekoToOpHEe BapMaHTEH peajiM3aluM U300peTeHUsS OTHOCATCSH
K OBeJsikaM, KOTOPHE MIOEHTUYHE OTHOCUTEJILHO IIOCJIenoBaTeJIbHOCTU SEQ
ID NO: 18. HekOTOpHEe BapMaHTH pealM3aluM MN300peTeHMSa OTHOCHATCH K
VIMMYHOT'€HHEIM OeykamM, oBJamanlyM AMMHOKMCJIOTHOM
[IOCJIeDOBaTEJIbHOCTEID, koTopasa Ha 80% MIeHTMUYHa I[IOJIHOPpAa3MEepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHBEM B
SEQ ID NO: 18. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd

OTHOCATCA K VMIMMYHOTI'€HHEIM OeJikaM, oOJlamanimMm aMMHOKMCJIO THOM
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[IOCJIeDOBaTEJILHOCTEID, KOoTopasa Ha 85% MIOIeHTMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 18. HexoTopEle BapMaHTH peaju3aluuy MU300peTeHUd
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofJjamammyM  aMMHOKMCJIO THOM
IOCJIeNOBATEJILHOCTEID, KoTopasd Ha 90% MOeHTMUYHa I[IOJIHOPpAa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIeOOBaTeJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 18. HexoToOpEe BapMaHTH pealM3aluM MU300peTeHud
OTHOCATCHA K KVMMYHOT'€HHEM OeJikaM, ofJjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeNOBATEJIbHOCTEID, kKoTopasa Ha 91% MIeHTHMUHa I[IOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBaATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 18. HexoTOpEEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KVMMYHOT'e€HHEM OeJiKkaM, ofBjamamnmyM — aMMHOKMCJIO THOM
[IOCJIeDOBATEJIBHOCTE, KOoTopasa Ha 92% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEM aMUMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 18. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KMMYHOT'E€HHEM OeJiKaM, ofjamamnmyM ~ aMMHOKMCJIO THOM
[IOCJIeDOBaTEJIbHOCTEID, KoTopasa Ha 93% MIOIeHTHMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEIOEHHEM B
SEQ ID NO: 18. HexoTopEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K MMMYHOT'eHHEM OeJikaM, ofbJjamampmyM ~ aMMHOKMCJIO THOM
[IOCJIeDOBATEJIbHOCTEID, kKoTopada Ha 94% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM IIOCJIEeOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 18. HexoToOpEe BapMaHTE pealM3aluM MU300peTeHud
OTHOCATCA K MMMyHOTEHHEM OeJiKaM, oBjajamMM  aMMHOKMCJIOTHOM
[I0CJIeNOBATEJILHOCTEID, KoTopad Ha 95% MOeHTHMUYHa I[IOJIHOPpa3MepHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBaATEeJIbHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 18. HekoTOpEEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KVMMYHOT'€HHEM OeJiKaM, ofjamamnmyM ~ aMMHOKMCJIO THOM
[IOCJIeNOBATEJIBHOCTEID, KOoTopasa Ha 96% MIeHTHMUHa IIOJIHOPa3MepPHBM
KOHCEHCYCHEIM aMUHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 18. HexoTOpEEe BapMaHTH peajU3aluy U300peTeHUd
OTHOCATCHA K KVMMYHOT'EeHHEM OeJiKaM, ofBJjamamnmyM  aMMHOKMCJIO THOM
[IOCJIeDOBATEJIBHOCTE, kKoTopas Ha 97% MIOIeHTHMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEOOBATEJILHOCTAM, IIPUBEOEHHEM B
SEQ ID NO: 18. HexoTOpEEe BapMaHTH peaju3aluy MU300peTeHUd
OTHOCATCHA K KMMYHOT'E€HHEM OeJikaM, ofJjamammyM  aMUMHOKMCJIO THOM
[IOCJIeDOBaTEJIbHOCTEID, KOoTopasa Ha 98% MIOIeHTMUYHa IIOJIHOPa3MepPHEM
KOHCEHCYCHEIM aMMHOKMCJIOTHEIM I[IOCJIEODOBATEJILHOCTAM, IIPUBEOEHHBEM B
SEQ ID NO: 18. HexoToOpEe BapMaHTH peaju3aluy MU300peTeHUd

OTHOCATCA K VMIMMYHOTI'€HHEIM OeJikam, oOJlamanimMm aMMHOKMCJIO THOM



114

[IOCJIeDOBaTEJIBHOCTEID, kKoTopasa Ha 99% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM
KOHCEHCYCHHM aMMHOKMCJIOTHEIM IIOCJIENOBAaTEJILHOCTAM, IPUBEeIEeHHEM B
SEQ ID NO: 18.

[00256] B HEKOTOPHX BapMaHTax peajiM3aluu M300peTeHUsa OeJIOK
He COHOEPXUT JIMIEPHYI IIOCJeIOBRaTEJIbHOCTE. B HEKOTOPHX BapMaHTax
peanm3alumum n300peTeHnd BeJioK He COOEPXUT JIMOEPHYIO
[10CJIenOBaTeJIbHOCTE IgE. dpaIMeHTH KOHCEHCYCHEX OeJIKOB MOTYT
comepXaTb II0 MeHbmel Mmepe 10%, 1o MeHbmeld Mepe 15%, 1o MeHblen
Mepe 20%, 1o MeHbmelM Mepe 25%, 1o MeHbmel Mepe 30%, [0 MeHbIIeM
Mepe 35%, no MeHbmel Mepe 40%, 1o MeHbmeM Mepe 45%, IO MeHbIeM
Mepe 50%, no MeHbmel Mepe 55%, no MeHbmel Mepe 60%, IO MeHbIeM
Mepe 65%, no MeHbmel Mepe 70%, o0 MeHbIleM Mepe 75%, IO MeHbIeM
Mepe 80%, 1no MeHbmeM Mepe 85%, 0o MeHbmel Mepe 90%, IO MeHbIeM
Mepe 95%, no MeHbmeM Mepe 96%, 0 MeHbmeM Mepe 97%, IO MeHbIeN
Mepe 98% MJIN 110 MeHbIIer  Mepe 99% KOHCEeHCYCHOTO Besika.
VMMYHOT eHHEE QpaTl'MeHTH IocJeloBaTeJibHoOCTM SEQ ID NO: 18 wMoryT
OBITEL I[IpedoCTaBJIeHH. JVMMyHOTeHHHe O(QpaTlMeHTH MOTYT COIOepXaTb IIO
MeHbme¥ Mepe 10%, 0o MeHbmeM Mepe 15%, 0o MeHbmen wMmepe 20%, 1O
MeHbMeM Mepe 25%, 0o MeHbmeM Mepe 30%, 0O MeHbmeM Mepe 35%, 1o
MeHbmen Mepe 40%, 1o MeHbmeM Mepe 45%, 0o MeHbmen wMmepe 50%, 1o
MeHbImeM Mepe 55%, 1o MeHbmeM Mepe 60%, OO MeHbIeM Mepe 65%, 1o
MeHbImeM Mepe 70%, 1o MeHbmeM Mepe 75%, 0o MeHbmeM Mepe 80%, 1o
MeHbIleV Mepe 85%, no MeHbmen Mepe 920%, 1o MeHbmel Mepe 95%, 110
MeHbIIEV Mepe 96%, IO MeHblleM Mepe 97%, IO MeHbllel Mepe 98% wim
10 MeHbIel Mepe 99% nociemoBaTessHocTM SEQ ID NO: 18. B
HEeKOTOPHX BapMaHTax peajJu3aluy U300peTeHUs QparMeHTH COoIepXaT
JUIEPHYID IIOCJeNOoBaTeJIbHOCTE, Takymon Kak, HaopuMmep, JuoepHasa
IoCJIeIOBaATEJILHOCTEL VMMYHOTJIOOYJIMHA, Takasga Kak JMOoepHas
IoCJIeIoBaTEeJILHOCTE IgE. B HEeKOTOPEIX BapuaHTax peaams3alumu
n300peTeHrsa QparMeHTH He CcoIepXaT JMIePHYD II0CHIedOoBaTeJIbLHOCTL. B
HEeKOTOPHX BapMaHTax pealu3aluy M3o0peTeHMsa QpaTlMeHTH He coIepxaT
JMIEePHYID IIOCJedoBaTeJIbHOCTL, Takyln Kak, HanopuMmep, JuoepHasa

nocjyienoBaTeJIbHOCTE IgE.

[00257] ViMMyHOTEeHHEE QparMeHTH OeJIKOB C aMMHOKMCIIOTHEMM
[IOCJIeOOBaTEJILHOCTAMHA, TOMOJIO I'MUHEIMIA VMIMMyYHOT'@ HHEIM bparMeHTaM
nocjenoraTespHOCTM SEQ ID NO: 18, wMoryT OHBTE IIpeIoCTaBJIEHH.

TakMe WMMMyHOTeHHEEe OQparMeHTH MOTYT COIepXaTb IO MeHBIeM Mepe
10%, no wmeHbmey Mepe 15%, 1o MeHbmeV Mepe 20%, 1O MeHBIIEN Mepe
25%, 1o MeHbmenm Mepe 30%, DO MeHBHEeM Mepe 35%, O MeHBIIEN Mepe

40%, mno wMeHbmel Mepe 45%, 0o MeHbmeM Mepe 50%, IO MeHBIIEV Mepe
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55%, mno wMeHbmem Mepe 60%, 10 MeHbIeM Mepe 65%, O MeHbBIEeW Mepe
70%, mno MeHbmew Mepe 75%, 1o MeHbmen Mepe 80%, O MeHbBIEeM Mepe
85%, no wMmeHwbmel Mepe 90%, 0o MeHbmeM Mepe 95%, 0O MeHbIEN Mepe
96%, 1o MeHbmey Mepe 97%, 1[I0 MeHbBIIEM Mepe 98% WMIM O MeHbIIEeM
Mepe 99% OeJIKOB, KOTOpPEE  Ha 95% wmam  ©oJjiee  T'OMOJIOTMUHEL
nocjyenoBaTesbHOCT SEQ ID NO: 18. HekoTOphle BapMaHTH peajnz3aluu
n300peTeHsa OTHOCATCS K MMMYHOT'eHHBM OQparMeHTaM, o6JjamanmmMm 96%
TOMOJIOTMEN  OTHOCUTEJIBHO MMMYHOT'@HHEX (parMeHTOB KOHCEHCYCHBIX
BeJIKOBEIX IIOCJIemOoBAaTeJILHOCTEeM B  IJaHHOM  OOKYMeHTe. HekoToprle
BapMaHTH pealn3alumu n3o0bpeTeHnd OTHOCSATCSH K VIMMYHOT'€ HHBEIM
bparMeHTaM, obJjamalmuM 97% ToOMOJIOTMEM OTHOCUTEJIBHO WMMYHOTEeHHBX
dparMeHTOBR KOHCEHCYCHHEX OeJIKOBEX IIOocJedoBaTeJIbHOCTEeM B OaHHOM
IOKyMeHTe. HeKoTophHe BapMaHTH pealM3aluu K300peTeHMI OTHOCATCHS K
VMMYyHOTEHHBEIM QparMeHTaM, objlajanmyM 98% ToMoJIoTHMeM OTHOCUTEJILHO
VMMYHOT' € HHEIX bparMeHTOB KOHCEeHCYCHHX BeJIKOBEIX
mocjiegoBaTeJIbHOCTEM B IaHHOM  JOKYMEeHTe. HexoTopre  BapMaHTH
peagu3zaluuy mu300peTeHMSI OTHOCATCA K  MMMYyHOTEeHHEIM ¢paTlMeHTaM,
obnamammyM 99% TOMOJIOTHMENM OTHOCHUTEJNBHO MVMMYyHOT'€HHHX O(QparMeHTOB
KOHCEHCYCHHX OeJIKOBEIX II0CJIeIOBaTeJIbHOCTEN B IaHHOM IOOKyMeHTe. B
HEeKOTOPHX BapMaHTax peajJu3aluu M300peTeHMsa OQparMeHTH CcoIepXaT
JMIOEPHYI II0CJeNoBaTeJIbHOCTE, Takyln Kak, HalpuMep, JuaoepHasa
IOCJIeIOBATEJILHOCTE VIMMyHOTJIOOYJIMHA, Takasg Kak JMOepHasd
[IOCJIeIOBATEJILHOCTE IgE. B HEKOTOPEIX BapMaHTax peanm3alunmu
nz3o0bpeTeHrsa Qparl'MeHTH He CcoOepXaT JIMIEPHY I[NOCJIeOOBaTeJIbHOCTh. B
HEKOTOPHX BapMaHTax peaju3aluy M300peTeHMsa QpaTlMeHTH He coIepXarT
JMIOEPHYID IOCJIeNOoBaTeJIbHOCTE, Takymon  Kak, HanpuMmep, JuoepHasa

rnocjyienopaTeJIbHOCTE IgE.

[00258] VmMMyHOTeHHEE (QparMeHTH OeJIKOB C aMMHOKMCIIOTHEMM
IIOCJIeOOBRATEJILHOCTAMM, MOeHTUYHBMA VIMMYHOT'@ HHEIM bparMeHTaM
nocjenoraTeJbHOoCTM SEQ ID NO: 18, wMoryT OBTE IpeOoCTaBJIEHH.

Takre MMMYHOTeHHHe O(QpaTlMeHTH MOTYT COIepXaTb II0 MeHbIlel Mepe
10%, no wMeHbmel Mepe 15%, no MeHbmeM Mepe 20%, OO MeHbBIIEM Mepe
25%, 1o wMeHbmel Mepe 30%, IO MeHbIel Mepe 35%, IO MeHbllel Mepe
40%, mno MeHbmelw Mepe 45%, 1o MeHbmel Mepe 50%, OO MeHbIeV Mepe
55%, mno wMeHbmeMw Mepe 60%, IO MeHblleM Mepe 65%, IO MeHbIeV Mepe
70%, 1no MeHbmew Mepe 75%, 1o MeHbmel Mepe 80%, O MeHbIeM Mepe
85%, mno wMeHbmel Mepe 90%, 0o MeHbmeM Mepe 95%, M0 MeHbBIIEM Mepe
96%, 1o MeHbIEeN Mepe 97%, DO MeHbBIeN Mepe 98% MIM IO MeHBIEN
Mepe 99% 0OeskoB, KoOTOpee Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%,

95%, 96%, 97%, 98% W 99% UOEeHTUYHEL AMMHOKMCJIO THEIM
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[IOCJIeNOBATEJIbHOCTAM, HIpuBeleHHEM B SEQ ID NO: 18. B HeKOTOPHX

BapMMaHTaxXx pealJims3alumm MSO@peTeHMH @paPMeHTH comepxarT JIMOEPHYIO

[I0CJIeIOBaTEJIbHOCTE, TaKywo KakK, HalpuMep, JIMOepHad
[I0CJIeIOBaTEeJIbHOCTE VIMMYHOTJIOOYJIMHE, Taxkas Kak JMoepHad
I[IOCJIEDOBATEJIbHOCTE IgE. B HEeKOTOPEIX BapMaHTax peanlmsaumm

n300peTeHUsa QparMeHTH He CcomepXaT JUIEPHYI IIOCIedoBaTeJIbHOCTL. B
HEKOTOPEX BapMaHTax pean3aluuMy MU300peTeHMd OQ(paTlMeHTH He comepXarT
JIMOEPHYK  IIOCJIedOBaATEJILHOCTD, Takyn  Kak, HallpuMmep, JIUOepHasd
rnocjienopaTesIbHOCTE IgE.

[00259] CorJylacHO M3JIOXKEHHOMY B TAaHHOM IOKYMeHTe B OTHOIEeHUU
COeIMHEHUS CUTHaJLHOTO IMelTUIa WIM JMIEPHOM IIOCJIedoBaTeJIbHOCTU C
N-KOHLOM 0OeJiKa, CUTHaJbLHBEI [IeldTHUl/JuiepHad IIOoCJIeloBaTeJIbHOCTD
3amMemaeT N-KOHIEeBOM MeTHMOHMH OeJiKa, KOTOPHM KOOMPYEeTCS CTapTOBBM
KOIOOHOM HYKJIEOTHMIOHOM IIOCJedoBaTeJILHOCTHM, 3aTeM KoIupyeT O0eJIok
fes3 KOOMPYHIMX CUTHAJLHHM IelTHUI IO0CJIedOoBaTeJIbLHOCTEN.

(10) PSA

[00260] BakLmMHa I[IO HaCTOAMEMY MW300pPeTeHMK MOXEeT COIepXaThb
PaKOBHM AQHTUT EeH opocTaTcneumupmuueCcKun AHTUTEH (PSA; Takxe
M3BECTHEM KaK TIaMMa—CeMMHOIPOTEeMH WM KaJulmkpemH—-3 (KLK3)), ero
dparMeHT wMIJIM €Tr0 BapuMaHT. PSA nOpencTaBjasgeT coBoM  aHIOPOTEeH-—
pPerymupyeMyrn CepMHOBYI IIpOoTeasy, BoHpafaTHBaeMyl SOUTeJIMAJIbHEMA
KJIeTKaM/ [OpelcTaTeJIbHOM XeJie3B U KJIeTKaMM pakKa IpedcTaTelIbHOM
KeJlesH, ¥  KoOoupyemyrn TeHoM KLK3. PSA 4YacTO MCIOJB3YeTCd B
KaueCTBe CHBOPOTOUHOT'O MapKepa paka IIpeIacTaTelJIbHOM XeJjes3un. PSA
ABJIAEeTCHA npencraBuUTeJIeM ceMeyrcTBa TKAaHEeBEIX KaJUIMKPENHOB u
pacuernjsgaeT CeMeHOTEeJIMHE B CEMEHHOM CI'YCTKe IIOCJIle pacllellJIeHUd
npodpepMeHTa C  BEHCBOOOXIEHMEM aKTHUBHOTO (depMeHTa, TeM CaMBM
pasxmrasgs CeMeHHYID  XUIKOCThb, oBecrieunBasa CcriepMe  BO3MOXHOCTH
cpoBomHO IIaBaTb. KpomMe TOTO, bepMeHTaTUMBHasa AaKTMBHOCTL PSA
peryaupyeTcsa KOHILeHTpaluey LMHKa, TO €eCTh BHCOKME KOHIeHTpalluu
IMHKA MHIUOMPYIT QepMeHTaTUBHYD aKTHMBHOCTL PSA.

[00261] AHTHUTEH PSA CIiocoBeH MHOYLUPOBATH AQHTUTEeH—
crienmMdmMuecKuid T-KJIETOUHHIN U/MJIM MHTEHCHMBHEI I'YMOPAJILHEIM MMMYyHHEE
OTBETH, TeM CaMbBM MHIYLUUPYS WM BHS3HBAA MMMYHHHM OTBET, KOTOPHM
HamopaBJleH Ha pak WIM OIyXOJb WIM pearMpyeT Ha HUX DKCIpeccuen
aHTHUTEeHa. B HEKOTOPEIX BapmMaHTax peaamnsanmum n300peTeHnd
VHOYUMPOBAHHEM WMJIM BHS3BAHHHM MMMYyHHBM OTBET MOXeT IIpeldCcTaBJIATh
cobour KJIE TOUHHIM, T'yMOPaJibHEM ZNNZN Kak KJIETOUHHIM, Tak u
TYMOPAJILHEM MMMYyHHEE OTBETH. B HEeKOTOPHX BapMaHTax peaau3alun

MBO@peTeHMH MHHyuMpOBaHHHﬁ MJin BEI3BAHHEIM KJIE TOUHEM MMMYHHHﬁ
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OTBET MOXeT BKJIOUATL MHIYKIMIO WIM CeKpellMln TaMMa-MHTepbepoHa
(IFN-y) u/uiau daKTopa HeKposa onyxoJjer ainbda (TNF-o). B Opyrmux
BapMaHTax peaJlu3aluy un300peTeHMS MWHOYUMPOBAHHEIM WM BHS3BaHHLHM
VMMyHHEM OTBEeT MOXeT YyMeHBbIaThb MWJIM MHITUMOMPOBATH OOMH MIM OoJiee
baxkTOpPOB cynpeccum UMMYyHHOTO oTBETa, KOTOPHE CTUMYJIUPYIOT
pPasBUTHE OINYXOJIM WM paka, DBDKCIPeCcCUpyd aHTUTeH, HalpuMmep, 0e3
OT'paHMUeHVd ¥MM, OGakKTOpH, [omaBJjdnliMe IIpe3eHTauuio MHC, (aKTOpPH,
AKTUBUPYLIIVE AHTUT eH—CleludruuecKue PEeTYJIIATOPHEE T-KIJIETKU
(Tregs), PD-L1, FasL, LUTOKWHEH, TakMe kKak I1L-10 wm TFG-8,
ACCOLMUPOBAHHEE C ONYyXOJIBID MakpodpalM, acCOUMUPOBAHHBE C OIIYXOJBI
dnbpobiacTH, pPacTBOPUMEE baKToOpPH, NPOoOyLUPYeMEE MIMMY HHEIMI
KJIeTKaM—CyIpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 ¥ MOJIEKYJIH
VMMYHHEIX KOHTPOJIBHHIX TOUeK, UTo BoJiee MNOOPOOHO ONMCaHO HUXE.

[00262] AHTHMIeH PSA MOXeT COIepXaTb 3IIUTOINH OEJIKOB, KOTOPHE
oejianT ¥MX O0CODeHHO DOPeKTUMBHEMM B KauecTBe MMMYHOTEHOB, Ha
KOTOpPHE MOI'YT MHIOYLIVPOBATHLCH MMMYHHEIEe OTBeTH K PSA., AHTHMI'eH PSMA
MOXeT COIepXaThb IIOJHOPpAa3MepHEM IIPOOYKT TpaHCHIAlIuM, eT'0 BapuaHT,
ero OQparMeHT WM UX KOMOMHaUMK. AHTUTeH PSA MOXeT COIepXaThb
KOHCEHCYCHEM 0OeJIoK.

[00263] HykieoTunHy®n riocJjlenoBaTeJIbHOCTE, KOOUPYIIIYIO
KOHCEeHCYCHHM aHTureH PSA, MOXHO  ONTMMU3UPOBATE B  OTHOIEHUU
YaCTOTH MCIOJB30BaHMA KOIOOHA M COOTBeTCTBYKIMX PHK-TpaHCKPUIITOB.
HykJjieMHOBas KUCJOTa, KOoOMPYKIAas KOHCEHCYCHHM aHTureH PSA, MOXeT
OHTEL KOHOOH— ¥ PHK ONTUMMM3MPOBAHHOM HJIS DKCIPEeCcCHUM. B HEeKOTOPHX
BapuaHTax peanmsanmnum n3obpeTeHmA HYKJIeOTHUOHAa4d
[I0CJIeIOBATEJILHOCTEL, KOIMpYyImMasd KOHCEHCYCHBM aHTUI'eH PSA, MOXeT
comepXxaThk IocJenoBaTeJIbHOCTL Kozak (HanpuMep, GCC ACC) ojig
YBeJIMUeHU S S0PEeKTUBHOCTHU TPaHCIALUNA . HyxkJenHoBad KMUCJIOTa,
KoOupywlas KOHCEHCYCHEM aHTUTeH PSA, MOXeT COIOepXaTb HeCKOJbLKO
CTOINI-KONOHOB (HanpmuMep, TGA TGA) 14 yBeJuueHUSI 30PeKTUMBHOCTHU
TepMUHALIUY TPaHCIALUNA .

[00264] HykJieMHoBad KMCJIoTa, Kooupymoia g KOHCEeHCYCHHM

aHTureH PSA, MOXeT TakKXe KOIOMPOBATH JIMOEPHYID IIOCIeIOBaATEeJIbBHOCTH

MMMYHOIUIODYJIMHA E (IgE) . HyxkJjienMHoOBa s KMcJjorTa, KoIOVpyKla g
KOHCEeHCYCHHM’ AHTUTEH PSA, MOXeT OOTIOJIHUTEJILEHO KOOMPpOBATH
JIMOEPHYI [IOCJIeDOBaATEJIbLHOCTE IgE TakKMM obpasoM, uTo

AMMHOKMCJIOTHA L IIOCJIEOOBATEJILHOCTE JIMIOepHOM [IOCJIENOBATEJILHOCTH
IgE CBA3HBAETCHA C AMMHOKMCJIOTHOM [IocJenoBaTeJIbHOCTLIO
KOHCEHCYCHOTO AHTUT eHa PSA [IenTUuIHOM CBS3LIO. HykijienHoBasga

KucijiorTa, ROoIOMpyKolaAa KOHC@HCVCHBIﬁ aHTHI'€H PSA, MOXeT Takrxe
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comepXaTh HYKIJIEOTHUIHYI I[IOCJIEeOOBATEJIbHOCTE, KOOUPYKIYD JIHUISPHYI
[IOCJIeDOBATEJIbHOCTE IgE. B HEKOTOPEIX BapmMaHTax peanansaumm
n300peTeHrsa HYKJEeMHOBad KMCJIOTa, KOOMpyKIasa KOHCEeHCYCHHM aHTUIeH
PSA, He uMeeT WM He COINEPXUT HYKIEOTUIHYK II0CJelOoBaTeJIbHOCTE,
KOOUPYRIYD JIMOEPHYI IOCJIeDoBaTelIbHOCTE IgE.

[00265] B  HeKOTOpPEHIX BapMaHTax peajlMsauumy  MU300peTeHud
HYKJIEMHOBAasa KUCJOTa, KoOupyKilas KOHCEHCYCHHM aHTureH PSA, MOXeT
npencTaBJgaTh cobom TeTEPOJIOTUUHYI HYKJIEOTUIOHYIO
[IOCJIeNOBaTeJILHOCTE U/MIM COIepXaTh OOHY WM 0OoJiee I'eTepPOJIOTUUHEX
HYKJIEOTHIHEX II0CJIeIoBaTeJIbHOCTEeN.

(11) PSMA

[00266] BaklLMHa I[1IO0 HaCTOdleMy M300peTeHMK MOXEeT COoIepXaThb
PAKOBHM aHTHUTEeH IIpocTaTclIelrMduuecku MeMOpaHHB aHTUTeH (PSMA;
Takxe M3BECTHHM KakK IUyTamMaTkapbokcunenrtumaza 11 (GCPII), N-
auneTmy—L—acnaprmi—L-—mulyTaMarienrmmasza 1 (NAALADaza 1) n NAAG

nenTmrmasza), ero oparMeHT WJIM eT'0 BapuMaHT. PSMA KOOUPYEeTCHa TeHOM

bomarrunposaszu 1 (FOLHI). PSMA mnpencTaBisgeT coBOM LMHKCOIepXalUM
MeTaJlJIobepMeHT, OOHapPyXeHHEN B MeMOpaHax n BHEKJIETOUHOM
[IpoCTpaHCTBe. PSMA  CMJIBHO SKCIpeccupyeTcd B npedCTaTeJIbHOM

XKeJjlese UeJIOBeKa UM aKTHUBUPYETCSA IIPpU pakKe IMIpelcTaTeJIbHOM XeJles3H.
YCTaHOBJIEHO, dYTO PSMA TakXe CBEPXBKCIPEeCCUpPyeTcd IIpM IPpYyTIUX
BUIOAX pakKa, TakKuxX KaK COJMIOHHE OIIYyXOJM I[I0YeK, MOJIOUHOM XeJIe3H U
TOJICTOM KUIIKMU.

[00267] AHTUTEH PSMA criocoBeH MHOYyLMPOBaTh QHTUTEeH—
crnenuomuuecknis T-KIJIETOUHBEM WU/MUJIV MHTEHCUBHEM I'YMOPAJILHEI MMMYyHHEE
OTBETEH, TeM CaMbM MHIYLUPYS WM BHSHBAS MMMYHHEM OTBET, KOTOPHM
HampaBJIeH Ha pakK WIM ONYyXOoJbk WIM pearvMpyeT Ha HUX DKCIpeccuen
aHTHUTeHa. B HEeKOTOPHIX BapraHTax peanuzauuu n300peTeHnd
VHOYUUMPOBAHHEM WMJIM BHS3BAHHLEM MMMYyHHBM OTBEeT MOXeT IIpeldCTaBJISATh
cobon KJIETOUHEHIM, T'yMOPaJlb HEM WM Kak KJIETOUHHI, Tak u
TYMOPAJILHEM MMMYyHHEE OTBEeTH. B HEeKOTOPHX BapMaHTax pealu3aluu
n300peTeHrss MHIOYLUMPOBAHHHM WMJIM  BHS3BAHHLEM  KJIETOUHEM  MMMYHHEN
OTBEeT MOXeT BKJIOUATL MVHIOYKIMI WM CeKpelMrin TaMMa-MHTepbepoHa
(IFN-y) u/uiau daKTopa HeKposa onyxoJjer anbdpa (TNF-o). B Opyrmux
BapMaHTax peaJu3alur un300peTeHra MWHOYUIMPOBAHHEIM WM BHS3BaHHLHM
VMMYHHEM OTBEeT MOXeT YMeHLIaTh MWJIM MHTUMOMPOBATH OOMH WMIM OoJiee
baxTOpPOB cymnopeccun VIMMYHHOTO oTBETa, KOTOPEHE CTUMYJIUPYIOT
pa3sBUTHE OIYyXOJIM WM Ppaka, SKCIpecCUupyd aHTUIeH, HallpuMmep, 0e3
oTrpaHMYeHUsa ¥MM, OGaKTOPH, I[OoIaBJAKIMe IIpeseHTaluio MHC, GaKTOpPH,

aKTHBEMPpYKIME aHTMI‘eH—CHeLU/I(l)MT{eCKMe PeTYIIATOPHEIE T—-KJIETKMA
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(Tregs), PD-L1, FasL, UM TOKWHH, TakMe kak I1L-10 wu TFG-8,
ACCOUMMPOBAHHEE C ONYyXOJIbID Makpodarm, acCOUMMPOBAHHEE C OIIYXOJLIO
dnbpobiacTH, pPacTBOPUMELE GaKTOPH, NponoyLUpyeMEe VIMMY HHEIMI
KJIeTKaMM—CylpeccopaMu, CTLA-4, PD-1, MDSC, MCP-1 u MOJIEKYJIH
VIMMYHHEIX KOHTPOJIBHHIX TOUeK, 4UTo 0oJiee MNONPOOHO OIMCAaHO HMXe.

[00268] AHTHMTeH PSMA MOXeT comepxaTb SIOMUTONIE  OeJIKOB,
KOTOPHE »OejlaloT MX 0CO0eHHO 50PeKTUBHEMM B KadeCcTBe UMMYyHOTE€HOB,
Ha KOTOPpHEE MOT'YT MHOYLUMPOBATHLCHA MMMYHHEE OTBeTH K PSMA. AHTUIeH
PSMA MOXeT COIepXaTh IIOJIHOPA3MEPHEM IPOOYKT TPaHCJISLUuM, ero
BapMaHT, ero (¢parMeHT WM UX KoMOMHalMK. AHTUTeH PSMA MOXeT
comepXaThb KOHCEHCYCHHM OeJIoK.

[00269] HykJjIeoTUOHYI riocJjlefoBaTeJIbHOCTE, KOOUPYIIIYO
KOHCEHCYCHHM aHTureH PSMA, MOXHO OINTMMU3UPOBATL B OTHOIEHUU
YaCTOTH MCIOJBE30BAaHMA KOIOHa M COOTBETCTBYKIMX PHK-TPaHCKPUIITOB.
HyxkJleMHOBas KMCJIOTAa, KOOMPYKIMAas KOHCEHCYCHHM aHTUTeH PSMA, MOXeT
OHITE KOOOH— ¥ PHK ONTUMMM3UMPOBAHHOW OJIA DKCIPEeCcCUM. B HEeKOTOPHX
BapmMaHTax peanmsanmnuu n300peTeHnd HYKJIEOTUOHAa A
IOCJIeIOBATEJIbHOCTEL, KOOMPYKMas KOHCEHCYCHEM aHTureH PSMA, MOXeT
comepXxaTh IIOCJIemDOBaTeJIbHOCTE Kos3ak (HanpuMmep, GCC ACC) oJisd
YBeJIMUeHNn A 20PeKTUBHOCTHU TPaHCIIALUNA . HyxkijienHoOBada KMUCJIOTa,
KOoOupyKllasd KOHCEeHCYCHHM aHTureH PSMA, MOXeT CcoIepXaTh HeCKOJBKO
CTOII-KOINOHOB (HanpuMep, TGA TGA) a4 yBeJguueHUsI >O0OeKTUMBHOCTHU
TepM/HALUY TPaHCIIALUNA.

[00270] HykJieMHOBa4g KMCJIoTa, KoOoupyola s KOHCEHCYCHEIM
aHTureH PSMA, MOXeT TakKXe KOIMPOBATH JIMOECPHYI I[IOCJIeOOBaTeJILHOCTD
MMMYHOTJIOOYJIMHAa B (IgE) . HykiienHoBasa KucJiora, KoIoupyola g
KOHCEeHCYCHHIM AHTUTEH PSMA, MOXEeT OOTIOJIHUTEJIEHO KOOMpOBAaTH
JIMOEPHYI [IOCJIeOOBaATEJIbLHOCTE IgE TakKMM obpasoM, yTo
AMMHOKMCJIIOTHAaS TIIOCJIeIOBaATEJIbLHOCTE JMIOEePHOM  IIoCcJIeIoBaTeJIbHOCTHU
IgE CBA3LBAETCSHA C AMMHOKMCJIOTHOM [I0CJIefOBaTeJIbHOCTLIO
KOHCEHCYCHOTO aHTUT eHa PSMA NenTUIHOM CBA3LI0. HykJienHoBasa
KHUCJIOTa, KoIupylmasa KOHCEHCYCHEM aHTuIeH PSMA, MOXeT  TakKxe
ComepXaTh HYKIJIEeOTUIHY I[IOCIeOOBaATEJIbHOCTE, KOOUPYKIYD JHUISPHYI
IIOCJIeOOBaTEJIbHOCTE IgE. B HEKOTOPEIX BapmMaHTax peanmsanmnuu
n300peTeHrsa HYKJIeMHOBad KMCJIOTa, KOOMpYyKIas KOHCEeHCYCHHM aHTUIeH
PSMA, He MMeeT WMJIM He COLEPXUT HYKIJIIEOTUIHYID I[IOCJemOBaTeJIbHOCTL,
KOOVPYRIYD JIMOEPHYK IOCIeOOBaTelIbHOCTE IgE.

[00271] B HEKOTOPHIX BapMaHTax peanmmsaummu  MU300peTeHUd
HYKJIEMHOBAA KMCJIOTa, KOOMpPyKMas KOHCEHCYCHHM aHTUTeH PSMA, MOXET

IpencTaBJIsATh cobom TeTepPOJIOTUUHYIO HYKJICOTHUIHYIO
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IOCJIeNOBATEJILHOCTE U/MIM COIepPXaTh OOHY WM 0OoJiee IeTepOJIOTUUHHX
HYKJIEOTUIHHEX IIOCJIeNOoBaTeJIbHOCTEN.

(12) STEAP

[00272] BakUMHa IIO HaCTOAlleMY MW300peTeHMI MOXeT CcolepXaThb
PAKOBHI aHTHUTEeH MeCTOV TpaHCMeMOPaHHEM SOUTEJMAaJIbHEY aHTUTeH
nperncraTeJbHOM XeJjie3sl (STEAP), ero o¢parMeHT WIM €TI0 BapMaHT.
STEAP 1pencTaBJdgeT cofoM MeTaJllopelyKTasy, KOoOUpyeMyln T'eHOM
STEAP1. STEAP B B3HaAUMTEJILHOM CTEeleHM 5SKCIPecCHupyeTcs B TKaHAX
opencraTesibHOM KeJie 3H u AKTUBUPYETCHA B PaKOBEIX KJIETKax.
[IpennoJjlaraeTcs, UTO STEAP npencrTaBJgeT cofou meCcTon
TpaHcMeMOpaHHBM OeJlok u ABJIAETCSA AHTUT €HOM KJIETOUHOM
IIOBEPXHOCTHM, PAaCIOJIOXKEHHEM B MEXKJIETOUHEX COeOVMHEHMUSAX .

[00273] AHTUT eH STEAP criocobeH VHIOIYLUPOBATH AHTUTI'eH—
crienmdmUuecKuid T—-KJIETOUHHIN U/MJIM MHTEHCHMBHEI I'YyMOPAJILHEI MMMYyHHEE
OTBETH, TeM CaMbBM MHIYLUUPYS WJIM BHS3HBAA MMMYHHHM OTBET, KOTOPHM
HalopakBJleH Ha pak MWIM OIYyXOJb WIM pearMpyeT Ha HUX DKCIpeccuen
aHTHUTEeHa. B HEKOTOPHIX BapMaHTax peaamnsanmm n300peTeHnd
VHOYUMPOBAHHEM WMJIM BHS3BAHHHEM MMMYyHHBM OTBET MOXeT IIpeldCcTaBJIATh
cobour KJIE TOUHHIM, T'yMOPAaJibHEM ZNRZN Kak KJIETOUHHIM, Tak u
TYMOPAJILHEM MMMYyHHEE OTBETH. B HEeKOTOPHX BapMaHTax peaau3alun
n300peTeHrss MHIOYLUMPOBAHHHM WMJIM  BHS3BAHHEM KJETOUHHM  VMMYHHEMN
OTBEeT MOXeT BKJIOUATL MHIYKIMIO WJIM CeKpeluin TaMMa-MHTepdhepoHa
(IFN-vy) u/uwin dakTopa Hekposa onyxoJjer ajgbda (TNF-o). B Opyrux
BapMaHTax peaJduszaluumy us3odbpeTeHMd UHIOYUMPOBAHHEM WMJIM BHE3BaHHBM
VMMYHHEI OTBET MOXEeT YyMeHbIaTh WM MHTUOMPOBATE OIOMH MM OoJiee
baxrTOpPOB cynpeccum VMMYHHOTO oTBETAa, KOTOPHE CTUMYJIUPYIOT
Pa3BUTHE ONYXOJU WIU Paka, »SKCIPeCCUPYS aHTUIeH, Halpumep, ©6es
OTpaHMUeHusa UMM, O(akKTOpPH, I[IoJaBJdwplMe Ipes3eHTaluw MHC, (akToOpH,
AKTUBUPYLIIVE AHTUT eH—ClelludpruuecKre PEeTYIIATOPHEE T—-KIIEeTKU
(Tregs), PD-L1, FasL, LUUTOKWHH, TakMe kKak I1L-10 wu TFG-8,
aCCOLMMPOBAHHEE C ONyXOJIbD MakpodalM, acCOUMMPOBAHHEE C ONYXOJLI
dnbpobiacTH, pPacTBOPUMEE baKToOpPH, IpOoOyLUpyeMEe MIMMY HHEIMI
KJIeTKaM—CyIpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 ¥ MOJIEKYJIH
VMMYHHEIX KOHTPOJIBHEIX TOUeK, UTOo BoJiee MNOOPOOHO ONMCAaHO HUXE.

[00274] AuTureH STEAP MOXeT CoOepXaThb DIUTONH OeJIKOB,
KOTOPHE IOeJjlalkT MX OCODEeHHO HOPeKTMBHHMM B KadeCTBe MMMYyHOTEHOB,
Ha KOTOpPHE MOT'YT MHIOIYLUMPOBATHLCH MMMYHHEE OTBeTH K STEAP. AHTUTEH
STEAP MOXeT COOepXaTb IIOJIHOPa3MEepHHM NPOOYKT TpaHCIAUMM, eTo
BapMaHT, ero (¢parMeHT MWIM HMX KoMOMHaluubon. AHTUTeH STEAP MoxeT

comepXxaTb KOHCEeHCYCHHM OeJIoK.
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[00275] HykieoTunHy©n rIocJlefoBaTeJIbHOCTE, KOOUPYIIYIO
KOHCEeHCYCHHM aHTureH STEAP, MOXHO OITUMMMU3MPOBATL B OTHOUEHUU
YaCTOTE MCIOJIE30BaHMA KOIOOHA M COOTBeTCTByHIMX PHK-TPaHCKPUITOB.
HywkJiiemMHoBad KHUCJIOTA, KoOupyKasa KOHCEHCYCHHEM aHTureH STEAP,
MoXeT OHTbL KOOOH— ¥ PHK OonNTMMM3MPOBaHHOM HOJIS SKCIpeccuu. B
HEeKOTOPHX BapraHTax peanmusaumnm nzobpeTeHmA HYKJIeOTUIHad
IOCJIeNOBATEJIbHOCTL, KOOMPYHMAas KOHCEHCYCHHEM aHTuTeH STEAP, MOXeT
comepXxaThk IIocJenoBaTeJIbHOCTL Kozak (HanpuMep, GCC ACC) oJjig
yBeJIMUeHN I S0PEeKTUBHOCTHU TPaHCJIAUUN . HyxkJienMHOBa4a KMCJIOTa,
KoOupyKllasgs KOHCEHCYCHHM aHTuTeH STEAP, MOXeT coIepXaTh HEeCKOJBLKO
CTOINI-KOIOOHOB (HanpmMep, TGA TGA) 104 yBeJuueHUSI 30PeKTUMBHOCTHU

TepMMHaAlMM TPaHCJIALINWNM.

[00276] HykienHoBad KMCJIoTa, Kooupymoia g KOHCEeHCYCHHM
AHTUTEH STEAP, MOXeT TaKxe KOIOIMpOBAaTH JINOEPHYIO
[IOCJIeIOBATEJIbHOCTE MMMyHOTUIOOyJiMHa E (IgE). HykJiewmHoBasd KHCJIOTa,

KommMpyoma g KOHCEeHCYCHEM AHTUT EeH STEAP, MOXeT OOTIOJIHUTEJIEHO
KOOVPOBATEL JIMOEPHYK I[IOCIemoBaTeJIbHOCTE IgE TakuM o60pasoM, UTo
AMMHOKMCJIOTHAA  I[IOCJIeOOBaTeJIbHOCTE JIMIOEePHOM  IIOCHIeloBaTeJIbHOCTHU
IgE CBA3LBBAETCHA C AMMHOKMCJIOTHOM [IoCJIenOoBaTeJIbHOCTLIO
KOHCEHCYCHOTO AHTUT eHa STEAP [IeITUIHOM CBA3BI0. HykJijlenHoBasa
KucJjiora, KoIMpyklmasa KOHCEeHCYCHEM aHTureH STEAP, MOXeT TaKxe
comepXaThb HYKIJIEOTUIHYID IIOCJeOOBaTeJIbHOCTL, KOIOUPYKIYID JIMIEPHYIO
rocJenoBaTeJIbHOCTD Igk. B HEeKOTOPHX BapraHTax peam3aunm
nzofbpeTeHUa HYKJEMHOBAaS KMCJIOTa, KoOoupyollas KOHCEHCYCHHBM aHTUTeH
STEAP, He uMeeT WIM He COOEPXUT HYKIJIEOTHUIHYI IIOCJIeIOoBaTeJIbHOCTEH,
KOOUPYRILYID JIMOEPHYID [NOCJenoBaTeJIbHOCTE Igk.

[00277] B HEKOTOPEHIX BapraHTax peanmusaluuu  U300peTeHud
HYKJIEMHOBaA4g KUCJIOTa, KoOupyasa KOHCEeHCYCHHM aHTurexH STEAP,
MOXeT pencTaBJdTh cobom TeTepPOJIOTUUHYIO HYKJIEOTUIHYIO
IOCJIeNOBATEJILHOCTE U/MIM COIepXaTh OOHY WM 0OoJiee ITeTepOoJIOTUUHHX
HYKJIEOTUIHEX IIOoCJedoBaTeJIbHOCTeN.

(13) PSCA

[00278] BakLMHa I[IO0 HaCTOAMEMY MW300pPeTeHMIK MOXEeT COIepXaThb
PAKOBHM aHTUIeH I[IpocTaTcHeuMduuecKUM aHTUTEeH CTBOJIOBHX KJIETOK
(PSCA), ero oGparMeHT WM eT'0 BapuaHT. PSCA mnpemcTaBiasgeT cobon
TJIMKO3MIJIGOChaTUIMIIMHO 3UTOJI (GPI) —3aAKOpPeHHHN DeJIoK KJIETOUHOM
IIOBEPXHOCTM UM KOIUPYETCHS aHIPOTIeH-UYBCTBUTEJILHEIM IT'€HOM. PSCA
ABJIAETCS [OpelncTaBuTeseM ceMmercrea Thy-1/Ly-6 GPI-3asKOpPEeHHBX

AHTUTEeHOB KJIETOUHOM TIOBEPXHOCTH. PSCA akTUBHPYETCA BO MHOTUX
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BMIOaxX pakKa, B TOM UMCJEe B pake IIpeOcTaTeJIbHOM XeJle3H, MOUeBOTO
Iy3HPA ¥ DOIXEJYOOUHOM XKeJies3H.

[00279] AHTUI'eH PSCA criocobeH MHIOIYLUPOBATH AHTUTeH—
crienmdmuueckuit T-KJIETOUHBIM W/MJIM MHTEHCHBHEM TI'yMOPAJIBLHEM MMMYyHHEE
OTBETH, TeM CaMbM MVHIYLUMPYS WM BHB3HBAS MMMYHHHY OTBET, KOTOPHM
HampaBJIeH Ha pPakK WIM ONYXOJbk WIM pearuMpyeT Ha HUX DKCIpeccuen
aHTHUIeHa. B HEeKOTOPELIX BapraHTax peaamnsanmum n300peTeHnd
VMHIOYLUUPOBAHHEM WMJIM BHS3BAHHEM MMMYHHBM OTBEeT MOXET IIpeldCTaBJISTh
cobom KJIETOUHLIM, T'YyMOPaJlb HEIM W Kak KJIETOUHLIM, Tak u
TYMOPAJILHEM MMMYHHEE OTBETH. B HEeKOTOPHX BapMaHTax pealu3aluu
n300peTeHrss UHIOYLUUPOBAHHHM MJIM  BHS3BAHHLEM  KJIETOUHBEIM  MMMYHHEM
OTBET MOXeT BKJIOUATL MHIOYKIMID WIM CeKpeluin TaMMa-MHTepbepoHa
(IFN-v) u/uiau dakTopa HeKposza onyxoJjer anbdpa (TNF-o). B Opyrmux
BapMaHTax peaJlu3aluy Mn300peTeHMa MWHOYUIMPOBAHHEIM WM BHS3BaHHHM
VMMYHHEM OTBeT MOXeT YMeHLIAaThb MWJIM MHTUMOMPOBATL OOMH WMIM OoJiee
baKTOPOR cynpeccum VMMYHHOTO oTBETA, KOTOPHE CTUMYJIVPYIOT
Pas3BUTHE ONYXOJM WIM Ppaka, »SKCIpPpecCUupysa aHTUIeH, HanpuMmep, ©0es
OTpaHMUeHUsa MM, O(akKTOpPH, IIOoJaBJgnIMe IIpes3eHTaluiw MHC, (axkToOpH,
AKTUBUPYLIIVE AQHTUT eH—ClleludruecKre PeryJIATOpPHEE T-rJIeTKNU
(Tregs), PD-L1, FasL, LUMTOKWHH, TakMe kak I1L-10 wu TFG-8,
aCCOUMMPOBAHHEE C OIIyXOJIbD MakKpodalM, acCOLUMMPOBAHHEE C OIIYXOJILIO
dnbpobiacTH, pPacTBOPUMELE baKTOpPH, OponoyLUMpyeMEle VIMMY HHEIMI
KJIeTKaMu—-cylnpeccopammu, CTLA-4, PD-1, MDSC, MCP-1 u MOJIEKYJIH
VMMYHHEIX KOHTPOJIBHHIX TOUeK, UTo 0oJiee MNOOPOOHO OIMCAaHO HMXe.

[00280] A”HTMTeH PSCA MoxeT comepxaTb SIOUTONE  OeJIKOB,
KOTOPHE OeJlalT MX OCODEHHO HDOPeKTUMBHHMM B KauecTBe MMMYHOI'€HOB,
Ha KOTOPpHEE MOI'YT MHOYLUMPOBATHLCHA MMMYHHEE OTBeTH K PSCA. AHTHUIeH
PSCA MOXeT COOepXaThb IIOJHOPasMEepPHHY NOPOIOYKT TpPaHCIALUUM, eTo
BapMaHT, ero o¢parMeHT WIM UX KoMOMHaALMK. AHTUTeH PSCA MOXeT
comepXaTh KOHCEHCYCHHM OeJIoK.

[00281] HykJjeoTunHy©n riocJjlefoBaTeJIbHOCTE, KOOUPYIIIYO
KOHCEeHCYCHHM aHTureH PSCA, MOXHO OITMMU3UPOBATL B OTHOUEHUU
YaCTOTH MCIOJB30BAaHMA KOIOHaA M COOTBETCTBYKIMX PHK-TPaHCKPUIITOB.
HyxkJeMHOBas KMCJIOTa, KOOMPYKIMAas KOHCEHCYCHHM aHTUuTeH PSCA, MOXeT
OHITE KOOOH— ¥ PHK ONTUMMM3UPOBAHHOM IIJIS BDKCOIpPecCUM. B HeKOTOPHIX
BapmMaHTax peanmsanumnuu n300peTeHnd HYKJIEOTHUOHAa A
IOCJIeIOBaATEJIbHOCTEL, KOOMPyKMas KOHCEHCYCHEM aHTureH PSCA, MOXeT
comepXaThb IIOCJIeODOBaTeJIbHOCTE Kos3ak (HanpuMmep, GCC ACC) oJisa
YyBeJIMUeHNn A 50OEeKTUBHOCTHU TPaHCIIALUNA . HyxkiienHOBad KMUCJIOTa,

KoOupyKllasd KOHCEeHCYCHHM aHTureH PSCA, MOXeT COIepXaTh HEeCKOJBKO
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CTOII-KOINOHOB (HamnpuMep, TGA TGA) a4 yBeJuueHUSI 30PeKTUMBHOCTHU
TepM/HAUUY TPaHCIIALUUNA.

[00282] HykienHoBad KMCJIOTa, KoOoupymola g KOHCEHCYCHHM
anTuren PSCA, MOXeT TakXe KOoOMpOBaATH JIMIOEPHYI IIOCJIIEeIOBaATEeJILHOCTDL
MMMYHOTUIODYJIMHA E (IgE) . HyxijlemHoBas KMcJoTa, Konoupymola s
KOHCEHCYCHEIM AHTUTEH PSCA, MOXeT OOIIOJIHUTEJIEHO KoOMUpOoBaThE
JIMOEPHYIO [IOCJIeOOBaATEJIbLHOCTE IgE TakKMM oBpas3oM, yTo
AMMHOKMCJIOTHAS IIOCJIeIOBaATEJIbHOCTL  JIMIOSPHOM  IIOCJIedOoBAaATEeJILHOCTHU
IgE CBA3LBBAETCHA C AMUHOKMCJIO THOM [IOCJIeIOBaTEeJIbHOCTELIO
KOHCEHCYCHOT'O AHTHUI' eHa PSCA [IeITUIOHOM CBA3BI. HykijienHoBasa
KucJjiora, KoIoupyKla g KOHCEHCYCHEI AHTUIT'eH PSCA, MOXeT Takxe
comepXaThb HYKIJIEOTHUIHYID IIOCJeNOBaTeJIbHOCTL, KOOUPYIIYID JIMIECPHYIO
[IOCJIEDOBATEJIEHOCTE IgE. B HEKOTOPEIX BapMaHTax peaau3sanmm
n300peTeHrsa HYKJEeMHOBad KMCJIOTa, KOOMpyKIas KOHCEeHCYCHHM aHTUIeH
PSCA, He uMeeT MJIM He COLEPXUT HYKIJIIEOTUIHYID I[IOCJIEeOOBaTeJIbHOCTE,
KOOUPYRIIYD JIMOEPHYID [IOCJenoBaTeJIbHOCTE IgE.,

[00283] B HEKOTOPHIX BapMaHTax peannsalnmnum n300peTeHn
HYKJIEMHOBAsA KMCJIOTAa, KOOMPYyKIMas KOHCEHCYCHHEM aHTUTeH PSCA, MOXeT
[IpencTaBJIAThb cobom TeTEePOJIOTUUHYIIO HYKJICOTUIOHYIO
IOCJIeNOBATEJILHOCTE U/MIM COIepPXaTh OOHY WM 0OoJiee IeTepOJIOTUUHHX
HYKJIEOTUIHHEX IIOCJIeNOoBaTeJIbHOCTEN.

(14) hTERT

[00284] BakumMHa IO HaCTOAmMeMy HM300peTeHu0 MOXeT CoIepXaTb
pakoBuM aHTured hTERT, ero odpaIMeHT uMIM ero BapuaHT. hTERT
npencTaBjsgeT codo¥ oO0paTHYID TPaHCKPUITazy TeJioMepash ueJloBeKa,
KoTopad CcuHTesupyeT MeTky TTAGGG Ha KOHIe TeJIOMEpPpOB C LeJibi
npenoTBpalleHM A Tudenmn KJIETOK n3-3a YKOpaumMBaHULI XPOMOCOM.
TunepnpoimudpepaTUBHEE KJIETKU MOTYT MMEeThb aHoMaJIbHO BHICOKUM
ypoBeHb skchonpeccur hTERT. AHoOMaJlbHasd »kKcopeccua hTERT Moxer
TaKXe [IPOUCXOOUTE B TUIIEPHPONIUPEPATUBHEX KIIETKax, MWHOUUIMPOBAHHEX
HCV m HPV. TakuMm oOpasoM, HUMMyHOTepanuiow HPV m HCV MOXHO OBHCUTH
C [IOMOIIBI0 HalpaBJIEHHOT'O BO3IOeCcTBUSA Ha KJIETKHY, KOTOPHE
srcrnpeccupyilT hTERT Ha aHOMallbHEIX YPOBHAX. AHTHUIeHw HPV m HCV
paccMaTpMuBalTCad HIke OoJlee NOOpoOHO. PakoBEM aHTuIed hTERT MoOXeT
OLITE OOIOJIHMTEJILHO OIpelelleH B 3adBKe Ha HnaTedHT CIA W 14/139660,
nomaHHou 23 gnmekxabpsa 2013 roma, OIMCaHME KOTOPOM BKJIOUEHO B
OAaHHHEM OOKYMEHT IOCPeICTBOM CCHIJIKM B IIOJIHOM oOmeMme.

[00285] Kpome Toro, »skcrnpeccuda hTERT B OeHOPUTHEX KJIeTKax,
TPAaHCOULMPOBAHHEIX TreHaMu hTERT, MOXeT MHOYLIUPOBATH

LMTOTOKCUUeckMe T-kjieTkM CD8' M BHARJIATL T-kJjJeTkM CD4T aHTHUTeH-
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cneuupnueckmm obpas3oM. TakuMm ofpasoM, MCIOJE30BaHMe BKCIPEeCCUmM
hTERT B aHTUI€HIIPEe3eHTUPpYIMX KJeTkaxX (APC) C LeJibl 3alepXKU
cTapeHusd u nonmepXaHu g X CIIOCOOHOCTH K rnpe3eHTalun
[IPenIouTUTEeJIbHOTO aHTUT'eHa MOXHO MCIIOJIE30BaTh B
VMMYHOTepalleBTUUeCKUX MeTomax, TaKuxX KaK MeTomax, OIMCaHHEX B
OaHHOM IOOKYMEHTE.

[00286] AxHTMTeH hTERT MOXeT acCouUMMpOBATBCHA CO MHOTMMU
BMIaMM paka WMJIM DSKCIPecCHUpoOBaTLCA MMM, BKJIOUasg, O0e3 oIpaHUUYeHUS
VMM, MeJIlaHOMYy, Pak IIpelcTaTelIbHOM XeJIe3h, pak IIeueHM, pakK IIelku
MaTKM, PELUVOMBUPYIOMNXIY  PecIMPaTOPHEN NaluJIJIOMaTos (RRP), pak
aHaJJbLHOTO KaHaJa, pak TOJIOBH U IIeWH, a TakKxe pakK KpOBU.
CooTBeTCTBEeHHO, BakKlMHa, comepxamas aHTUuTeH hTERT, oOIMCaHHBNM B
IOaHHOM IOKYMeHTe, MOXeT OHTh MCIOJIE30BaHa IOJIA JiedueHusda CyOBeKTOB,
CTpalanmMX MHOTKMM BUIaMM paka, B TOM umucie, 06e3 OI'pPaHUUYEHUS
VMM, MeJIlaHOMOM, pakoM IIpelcTaTeJIbHOM XeJie3H, pPakKoM IIeUeHM, pPaKoM
meykM MaTKM, PeUMIVMBUPYIIMM PeCcOIMPaTOPHEM IaoujjioMaToszsoM (RRP),
pPakKoM aHaJIbHOTO KaHaljla, pakoM TI'OJIOBH M Ieu, a TakXe pakoM KPOBU.

[00287] AHTUI'eH hTERT criocobeH VHIOIYLUPOBATH AHTUT' eH—
crienmdmMuecKkuil T-KJIETOUHHBIN U/MJIM MHTEHCHMBHEI I'yMOPAJILHEIM MMMYyHHEE
OTBETH, TeM CaMbBM MHIYLUUPYS WM BH3HBAaA MMMYyHHHM OTBET, KOTOPHM
HamopaBJleH Ha pak WIM OIIyXOJb WIM pearMpyeT Ha HUX DKCIPecCuen
aHTUI'eHa. B HEKOTOPHIX BapMaHTax peanusaluumn n300peTeHnsd
VMHIOIYUIMPOBAHHEM WJIM BHS3BAHHEM MMMYyHHBM OTBEeT MOXET IIPeldCcTaBJIATh
cobom KJIE TOUHLIM, TYMOPaJIb HHM NI Kak KJI& TOUHHIM, Tak u
TYMOPAaJIbHHY MMMyHHBEE OTBETH. B HEKOTOPHX BapuaHTax peaju3aluu
n300peTeHrss UHIOYLUUPOBAHHHM MJIM  BHS3BAHHEM  KJIETOUHBM  MMMYHHEM
OTBeT MOXEeT BKJIOUATHL MHIYKIMIOD WIM CeKpelun IaMMa-MHTepdepoHa
(IFN-v) u/uiau dakTopa HeKposza onyxoJjer anbdpa (TNF-o). B Opyrmux
BapMaHTax peaJu3aluy MK300peTeHMS MHIOYUIMPOBAHHEIM WM BHS3BaHHLHM
VMMYHHEM OTBEeT MOXeT YMeHLIATh MWJIM MHTUMOMPOBATL OOMH WIM OoJiee
bakTOpPOB CcyTipeccumn VIMMYHHOT' O oTBETA, KOTOPHE CTUMYJINPYIT
PasBUTHE OIIYXOJU WJIM paka, 3KCIPpecCHupyd aHTUIeH, HaIpumep, 0e3
OTpaHMUeHVd UMM, O(QaKTOPH, I[IoHaBJdKlmMe Ipe3eHTauuio MHC, (aKTOpPH,
aKTUBUPYKRIIME AHTUTEeH—CIIelIUuPUUECKHKE PETYJIATOPHHE T—KJIeTKU
(Tregs), PD-L1, FasL, LUUTOKMHH, TakrMe kak 1L-10 wu TFG-(,
aCCOLMMPOBAHHEIE C OIIYXOJIBD MakKpodaryu, acCCOLUMMPOBAHHEE C OIIYXOJIBI
dmdpoBiacTH, PacCTBOPHUMEE baKTOPHL, IpOoOyLUpyEeMEIe VIMMY HHEIMI
KJIeTKaMu—-cylnpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 u MOJIEKYJIH

VIMMYHHEIX KOHTPOJIBHEIX TOUWEK, UYTO DoJiee HOHpO@HO OIIMCaHO HIMXe.
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[00288] AuTured hTERT wMoxeT comepXaTb SIOUTONE OEJIKOEB,
KOTOPHE IOeJjlalT MX OCODEeHHO BOPeKTMBHHMM B KadeCTBe MMMYyHOTEHOB,
Ha KOTOpHE MOT'YT MHOYLUMPOBATHECHA MMMyHHEEe OTBeTH K hTERT. AHTUIeH
hTERT MOXeT cCoIepXaThb IIOJHOPA3MEPHHY IPOOYKT TPaHCJALUM, €TI0
BapuaHT, ero oO¢parMeHT WIM MX KoMOMHaluMio. AHTMTeH hTERT MoxeT
comepXaThb KOHCEHCYCHHM OeJIOK.

[00289] HykJIeOTHUIOHYI IIOCJEOOBATEJILHOCTEL, KOIOUPYIIYID aHTUIeH
hTERT MM KOHCEHCYCHHM aHTuTeH hTERT, MOXHO OITMMU3UPOBATL B
OTHOIEHUM YaCTOTHE MCIOJB30BaHMA KOOOHa W COoOTBeTCcTBYKIMX PHK-

TPaHCKPUIITOB. HyKJeMHOBad KMUCIIOTa, Kooupyomasda aHTureH hTERT wiam

KOHCEHCYCHHM AHTUT' eH hTERT, MOXeT OBITH KOIOOH— " PHK
OINITUMM3UPOBAHHOM OJid BKCIpeCcCUun. B HEKOTOPHX BapuaHTax
peanmnsaumnm n300peTeHn g HYKJIEOTUIOHAS [IOCJIeENOBATEJILHOCTE,

Komupywomasa aHTured hTERT WMIM KOHCEHCYCHEM aHTured hTERT, MoxeT
comepXxaTh IIOCJIemIoBaTeJIbHOCTE Kos3ak (HanpuMep, GCC ACC) oA
YBeJIMUeHU g 50OeKTUBHOCTHU TPaHCIIALUNA . HyxkJenHoBada KMUCIIOTa,
Kogupywomasa aHTured hTERT MIM KOHCEHCYCHEM aHTuredH hTERT, MoxeT
comepXxaTb HECKOJIbKO CTOIN—KOIOOHOB (HanpuMmep, TGA TGA) o4
yBeJIMUeHna 50OeKTUBHOCTY TepMMHALUM TPaHCIALWNA.

[00290] HykJeMHOBad KUCIOTa, Komgupyomasda aHTUureH hTERT wam
KOHCEeHCYCHHM aHTureH hTERT, MOXeT TakXe KOIOIUPOBATL JIUIEPHYIO
[IOCJIeOORATEJIBHOCTE MMMyHOTUIOOYyJiMHa E (IgE). HykJemMHOBad KMUCJOTa,
Komupywomasa aHTuredH hTERT wMJIM KOHCEHCYCHEM aHTureH hTERT, MoxeT
OOIIOJIHUTEJILHO KOOUPOBATL JIMIEPHYK IIocjiemoBaTelIbHOCTE IgE TaxkuMm
oBpas3omM, UTo AMMHOKMCJIOTHA A [IoCJIenOoBaTeJIbHOCTE JINIEePHOM
[IOCJIeDOBaATEJIbBHOCTHA IgE CBA3EBaAETCHA C aMUHOKMCJIO THOM
[IOCJIEOOBATEJIbHOCTRI aHTUuIeHa hTERT MM KOHCEHCYCHOI'O aHTMUI'eHa
hTERT mnDenTuMOoHOM CBA3LD, COOTBETCTBEHHO. HyxkJjleMHOBasg KMUCJIOTA,
Komupywomasa aHTured hTERT MJIM KOHCEHCYCHEM aHTured hTERT, MoxeT
TakKxe comepxaThb HYKJIEOTUIHYIO [IOCJIenOoBaTEJIbLHOCTE, KOOUPYIIIYIO
JIMOEPHYI II0CJIeDOBaTeJIELHOCTE IgE. B HEeKOTOPHX BapMaHTax
peanmsaluy MU300peTeHMA HYKJIEMHOBAas KHUCJIOTa, KoOupyKias aHTUTeH
hTERT ™MJIM KOHCEHCYCHBEM aHTUuTeH hTERT, He uMeeT MJIM He COIEPXUT
HYKJIEOTUIOHYIO [I0CJIeDOoBaTEeJIbHOCTE, KOOUPYIIYIO JIMOEPHYIO
[ocJyienoBaTeJIbHOCTE IgE.

[00291] B HEKOTOPHIX BapMaHTax peanusaumnum n3o0peTeHud
HYKJIeMHOBasa KMUCJIOTa, komoupyklmas aHTuredH hTERT MM KOHCEHCYCHHM
AHTUT EeH hTERT, MOXeT IpencTaBJIaTh cobomr TeTEPOJIOTUUHYIO
HYKJEOTUOHYI I[I0CJeOOBATEJIbHOCTL M/UJIM COIepPXaTh OOHY WK O0oJiee

I'eTepPOJIOTMUYHEX HYKJIIEOTHMIHEX mocJjiegoBaTeJIbHOCTEN . HyxiiemHoBad



126

KucJjiora, KoIoMpyola s anTmured hTERT wMJIM KOHCEHCYCHHM aHTUI'eH
hTERT, MOXeT OHTb MYyTHMPOBAHHOM OTHOCUTEJILHO antureHa hTERT
OVMKOTO THIla TaKuM o0pasoM, UTO OoOHa WM 0oJiee AaMMHOKUCIIOT WIIN
OCTAaTKOB B AaMMHOKMCIIOTHOM IIOCJeOOoBaTeJIbHOCTM aHTureHa hTERT wmim
KOHCEHCYCHOTO aHTUIT'eHa hTERT, COOTBETCTBEHHO, 3aMeHeHE  UJIU
3aMelleHs OPpYTOo¥ aMMHOKMCJIOTOM MM OCTaTKoOM. HyKJIeMHOBas KMCIIOTa,
Kooupykmas aHTuTeH hTERT MM KOHCEHCYCHEM aHTureH hTERT, MoOXeT
BEHITE MYTHMPOBAHHOM OTHOCHUTEJILHO aHTuTreHa hTERT IOIMKOTO THIIAa TaKMUM
obpasoM, yTo OIoVH WJIN foJiee OCTaTKOB B aMUHOKMCJIO THOM
[IOCJIeOOBATEJIbHOCTM aHTuIeHa hTERT MM KOHCEHCYCHOTO aHTMUI'eHa
hTERT, COOTBeTCTBEHHO, 3aMeHeHH WJIM 3aMelleHH OPYTMM OCTaTKOM,
TeM CaMbBM BacTaBJIgd MMMYyHHYID CcHUcTeMy ©O0oJiee He OBThL TOJEePaHTHOW K
hTERT y MIeKooMTawnmero, KOTOPOMY BBOIAT HYKJIEMHOBYK KMCJIOTY,
Komgupyomylo aHTuredH hTERT MM KOHCEHCYCHHM aHTUTeH hTERT, aHTUTeH
hTERT MM  KOHCEHCYCHHM AHTUT EeH hTERT, WM  UX KOMOVHALIUA .
HyxkJeuHoBas KUCJIOTa, komoupyomas aHTuredH hTERT MM KOHCEHCYCHHM
auTured hTERT, wMoxeT OHTbL MyTHUPOBAHHOM OTHOCUTEJILHO aHTHUIeHa
hTERT nuxkoro Tuia TakuM obpas3oM, 4YTo apruHuH 589, acnapratr 1005
WM KkKakKk apruHMH 589, Taxk u acnaprar 1005 B aMMHOKMCJIOTHOM
nmocjiemnopaTeJIbHOCTM aHTUIeHa hTERT MM KOHCEHCYCHOTO aHTUI'eHa
hTERT 3aMeHeHH WM 3aMelleHb OCTaTKOM THMPO3MHA.

[00292] AHTMTeH hTERT MOXeT MNPeOCTaBJIATL COOOM HYKJIEOTUIHYIO
[IOCJIeDOBAaTEJIbHOCTE SEQ ID NO: 23, KoTOpas“d KoOoupyeT
AMVHOKMUCJIOTHYIO [I0CJIenOoBaTeJIbHOCTE SEQ ID NO: 24,
IlocyenoBaTedbHOCTE SEQ ID NO: 23 xomupyeT Oejiok hTERT, CcBA3aHHBM
C JIMOepHOW mocJjenoBaTelbHOCTBbID IgE. Bejgoxk hTERT wMoxeT OHTH
CBA3aH C JMUIEepHOM IocjenoBaTeslbHOCTRI IgE m HA-MeTKOM. B IpyTux
BapMaHTax peam3auum ms300peTeHMsa Oejiok hTERT MoxeT He cComepXaThb
WM He OHBTL CBS3aHHEM C JMIOSPHOM I[HocjedoBaTelIbHOCTh IgE u/uman
HA-MeTKOM.

[00293] B HEKOTOPBIX BapMaHTax peannusalumnum n300peTeHuda
AHTUTeH hTERT MOXeT IpencrTarJIaATh codom HYKJIIEOTUIOHVYIO
IocjeloBaTeJIbHOCTL, ob6Jamalmyil I[I0 MeHbIel Mepe okoJo 80%, 81%,
82%, 83%, 84%, 8b5%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% wmmm 100% MIOEHTUMUHOCTLIO IIO BCeM OJIMHE
HYKJIEOTHIHOM IIOCJIeIoBaTeJIbHOCTHU, IIpuBeIeHHOM B SEQ ID NO: 23. B
IPpYyI'MX BapuaHTax peajus3auuu u3o00peTeHuda aHTUreH hTERT MoxeT
[IpencTaBJIaAThb cobomn HYKJIEOTUIHYIO [IoCJenoBaTeJIbHOCTE, KoTOpad
KOOUpyeT AMVMHOKMUCJIOTHYIO [IOCJIeDOBAaTEeJIbLHOCTE, ofJlamaninyo 1o

MeHBIIeM Mepe okoJo 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%,
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89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmmm 100%
MOEHTUYHOCTBI II0 BCeMV OJMHe aMMHOKMCJIOTHOM I[IOCJIeNOBaTeJIbHOCTH,
npuBeneHHom B SEQ ID NO: 24. AHTuTeH hTERT MOXeT NOpeICTaBJIATH
cofOoM aMMHOKMCJIOTHYK IIOCJIENOBATEJIBHOCTEL, o6Jjalapnmyl 10 MeHbIleM
Mepe okoJo 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmmm 100%
VMOEeHTUYHOCTRI0 II0 BCeM IJIMHEe AaMMHOKMCJIOTHOM I[IOCJIeIOBaTeJILHOCTH,
npuBeneHHoM B SEQ ID NO: 24.

[00294] HexkoToOpHEe BapMaHTH peajiM3aluy MU300peTeHUsS OTHOCATCH
K HYKJI€O TUIIHEM [IOCJIENOBATEJILHOCT AM, KOOUPYOIUM DeJikl,
TOMOJIOTMUHEe Oesnky hTERT, wuMMMyHOTeHHOMY oOparMeHTy Oesnka hTERT wu
VMMYyHOTE€HHEIM (QparMeHTaM T'OMOJIOTMUHEX OeJIKOB. Takue MOJIEKYJIEL
HYKJIEMHOBHIX KNCJIOT, KOTOpPEHE KOOUPYOT VIMMYyHOT'€HHEIE DeJiky,
obJjlamammye 0o 95% I'OMOJIOTMM OTHOCHUTEJIEHO IIOCJeHOBaTeJILHOCTHM, IO
96% TOMOJIOTMM OTHOCUTEJILHO IIOCJIeOOBAaTEJILHOCTM, IO 97% I'OMOJIOTUMU

OTHOCUTEJILHO IIOCJIeOIOBAaTEeJIbHOCTM, OO 98% TIOMOJIOTMM OTHOCUTEJILHO

[IOCJIEOOBATEJIBHOCTHA " oo 99%, MOTYT OBITH IpenoCTaBJIEHH.
AHAJIOTMYHBEIM oBbpaszomMm, TakKxe NIpenoCTaBJISKOTCSA HYKJIEOTUIOHEE
[IOCJIeNOBATEJIBHOCTH, KOoOUpyoIme MMMy HOT eHHEE dparMeHTH,

IpuBeIeHHLHEe B IaHHOM NOKYMeHTe, UM MMMYHOTeHHHe (palMeHTH OeJIKOB,
KOTOpPHE TOMOJIOTMUHHE OeJjikaM, IPpMBEeIeHHHM B IOaHHOM OOKYyMeHTe.
[00295] HekOTOpHE BapMaHTH peajiM3alyuy U300peTeHUda OTHOCATCH
K MOJIeKyJlaM HYKJIEMHOBHIX KMCJIOT, KOIMPYIIMM MWMMYHOTeHHHEe OeJIKU,
obJyiamammre 95% ToOMOJIOTHMEN  OTHOCHUTEJILHO HYKJIEMHOBOM  KMCJIOTH,
KoOupyKley IOocCJIemoBaTeJIbHOCTM B IJaHHOM JOKyMeHTe. HeKoTopre
BapMaHTH peanmu3alnm n3obpeTeHma OTHOCSATCSH K MOJIEKYJIaM
HYKJIEMHOBHX KUCJIOT, KOIOMPYINMM MMMYyHOTeHHHe OeJiku, ofJajalmue
96% TOMOJIOTHMENM OTHOCUTEJILHO HYKJIEMHOBOM  KUCJOTH, KOIOMPYIIEeM
IoCcJjleIoBaTeJILHOCTHU B OaHHOM  IOOKYMeHTe. HexoTopue BapMaHTH
peaau3aluy M300peTeHMsS OTHOCATCSA K MOJeKyJlaM HYKJIEeMHOBEX KUCJIOT,
KOIVPYIMM MMMy HOT' @ HHEE BeJiku, obJlajanmye 97% TOMOJIOTHEN
OTHOCUTEJILHO HYKJIEMHOBOV KMUCJIOTH, KOIMPYIIEV I[IOCIedOBaATEeJILHOCTH
B IOaHHOM IOKyMeHTe. HekoTophe BapMaHTH peaju3aluy U300peTeHUs
OTHOCATCHA K MOJIEKYJIaM HYKJIEMHOBHX KMCJIOT, KOIMPYIIOMMM
VMMyHOT eHHEEe  OeJKHM, obJlaganmye 98% TOMOJIOTMEN  OTHOCUTEJILHO
HYKJIEMHOBOWM  KMCJIOTH, KOOMPYKIEeM II0CJedoBaTeJIbHOCTM B  HaHHOM
IOOKyMeHTe. HeKOTOopHEe BapMaHTH pealM3aliuu M300peTeHMS OTHOCATCHA K
MOJIEKYJIaM HYKJIEMHOBHX KMCJIOT, KOIUPYKIMM MMMYHOTeHHHEe OeJIkH,
obJslajanmme 99% TOMOJIOTMEN OTHOCUTEJILHO HYKJIEMHOBOM  KMCJIOTH,

KO,JIT/IPYIOH.IGIZ rnocjyieoBaTeJIbHOCTM B IOaHHOM ITOKYMEHTE. B HeKOTOPEHX
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BapMaHTax pealmMsaluy UN300peTeHUA MOJIEKYJIE HYKJIEMHOBEHX KUCJIIOT C
KOOUPYIVMM [IOCJenOoBaTeJIbHOCTAMM, OIMCAHHEMM B OaHHOM IOKYyMeHTe,
KOTOPHE TOMOJIOTMUHE KOOMPYKIEN I[I0CJeldOBaTeJIbHOCTM KOHCEHCYCHOTO
OeJika, OIIMCAaHHOTO B ODaHHOM OOKYMeHTe, BKJIOY AT
[IOCJIeDOBATEJIbHOCTY, KOIOUPYKIMe JMUIOEPHYID I[IocjJeloBaTeJIbHOCTL IgE,
CBA3aHHYI C 5'-KOHIOM KOOMPYyKmMEM I[I0CJIeNoBaTeJLHOCTY, KOoOupyllen
TOMOJIOTUUYHEIE IIOCJIEOOBATEJILHOCTHU OeJIkoB, OIIMCaHHLEIEe B OIaHHOM
OOKYMEHTE.

[00296] HekxoTopHEe BapMaHTH peajiM3aluy MU300peTeHUsS OTHOCATCH
K HYKJIEO TUOHEM [IoCJIenoBaTEeJIbHOCTAM, KOOUPYIIOMM OeJiku C
OIpemeJIeHHEM IIPOLUEeHTOM MIOEHTUUHOCTM OTHOCUTEJIBHO IIOJIHOPpasMepHOI'O
Benka hTERT, wuMMyHOTeHHOTO ¢QparmMeHTa Oejka hTERT M MMMyHOT'€HHEIX
dparMeHTOB OeJIKOB, oOJalaniliMX WMIEHTUUYHOCTB OTHOCUTEJILHO OeliKa
hTERT. TakrMe MOJIEKYJIEL HYKJIEMHOBHX KucJjior, KOTOpPHE KOIOVPYIT
VMMYHOT eHHHEe OeJiku, obinamanomue 0o 80% MIEHTUMYHOCTM OTHOCUTEJIBHO

IIOJIHOPpAasMepHOW IocJenoBaTeibHocTM hTERT, 1no 85% UMIOIEHTHMUHOCTHU

OTHOCUTEJIEHO IOJIHOPa3MEepPHOM [IOCJIeNOBATEJILHOCTH, oo 90%
MIOEHTUYHOCTHU OTHOCHUTEJIBHO IIOJIHOPa3MEPHOM [IOCJIeDOBaTEJIEHOCTHU
hTERT, oo 91% UOEHTUUYHOCTHU OTHOCUTEJILHO [IOJIHOpa3MepHOM

nocjiemopaTeJibHOCTM  hTERT, oo 92% MOEHTUUYHOCTHU OTHOCUTEJIBHO
IIOJIHOpasMepHOW IocJjenoBaTesibHocTM hTERT, 1no 93% UMIOIEHTUUYHOCTHU
OTHOCUTEJILHO IIOJIHOPpAa3MEepHOM mocjernoBaTeJibHOCTM hTERT, mo 94%
UIOEHTUUHOCTU OTHOCUTEJIBLHO [IOJIHOPa3MepPHOM [IOCJIEOOBATEJILHOCTHU
hTERT, oo 95% UOEHTUUHOCTHU OTHOCUTEJILEHO [IoJIHOPa3MepHOM
nmocjlegoraTeJibHOCTM  hTERT, oo 96% MIOEHTUUYHOCTHU OTHOCUTEJIBHO
[IOJIHOPAasMepHOM IocJenopaTejyibHocT hTERT, 1no 97% UMIEHTHUUHOCTU
OTHOCUTEJILHO IIOJIHOPAa3MepHOM ImocjenoBaTelJbHOoCTM hTERT, mo 98%
MIOEeHTUYHOCTHU OTHOCHUTEJIBEHO [IOJIHOPa3MepPHOM [IOCJIeOOBaATEJIbLHOCTHU
hTERT u oo 99% UOEHTUUYHOCTHU OTHOCUTEJILHO [IOJIHOPa3MepHOM
nocjyenoraTeJibHOCTM hTERT, MoTryT OBTE NOpeloCTaBJIeHH. AHAJOTWUYHHM
oBpa30oM, TaKxXe TIIPpeloCTaBJIAKTCS HYKJIEOTHMIHHE II0CJIeIOBaTeJIbHOCTH,
KOoIVpyomme VIMMY HOT'€HHHEE bparMeHTH, [IPUEBEeIeHHEE B OaHHOM
OOKYMEHTE, Y  MMMYHOTE€HHEE dparMeHTEH  OeJIKOB C aHaJIOTUYHEM
[IPOLIEHTOM WMIOEHTHMYHOCTHM, KaK VYKas3aHO BHIIe, OTHOCUTEJIBHO OeJIKOB

hTERT, oOIMCaHHHEX B IaHHOM IOKYyMeHTe.

[00297] B HEKOTOPHIX BapMaHTax peanusaumnum n300peTeHn
HYKJIEOTHUIOHAA [IOCJIENOBaTEJBHOCTE He COLEPXUT KOOVPYIOIY
IIOCJIENOBATEJIBHOCTE, KoTOpad KOOUpyeT JIMOEPHYIO

IoCJIenoBaTeJIbHOCTE . B HEKOTOPHX BapMaHTax peajM3alun K300peTeHusd

HYKJIEOTHMIOHaA IocjyienoBaTeJIbHOCTB He COOepXxmMT KROIOIVMPYRIYIO
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[IOCJIeDOBaATEJIBHOCTE, KOTOpas KOIUPYET JMIOEPHYI IIOCJeOOBATEeJIEHOCTD
IgE.

[00298] HekOTOpHEe BapMaHTH peajiM3aluU U300peTeHUda OTHOCATCH
K ¢parMeHTaM I[ocjienoBaTeJibHOCTM SEQ ID NO: 23. OdparMeHTH MOI'YT
COCTaBJIATL II0 MeHbmeld Mepe 10%, 1o MeHbmel Mepe 15%, 10 MeHbIeM
Mepe 20%, 10 MeHbmeM Mepe 25%, no MmeHbmeM Mepe 30%, IO MeHbIeM
Mepe 35%, 1o Menbmen Mepe 40%, 1o MeHbmelr Mepe 45%, 1[I0 MeHbmeM
mMepe 50%, mo wMenbmen Mepe 55%, no wMeHbmeM Mepe 60%, IO MeHbIeM
Mepe 65%, 1o MeHbmeM Mepe 70%, 100 MeHbeM Mepe 75%, O MeHbIeM
Mepe 80%, 1no MeHbmeM Mepe 85%, no MeHbmel Mepe 90%, IO MeHbIeM
Mepe 95%, no MeHbmeM Mepe 96%, 0 MeHblleM Mepe 97%, IO MeHbIeM
Mepe 98% wmaIM 1o MeHbmeM Mepe 99% nocJjgenoBaTelbHOCTM SEQ ID NO:
23. OpaT'MeHTH MOTYT OHTL IO MeHBNel Mepe Ha 95%, 1O MeHBIENW Mepe
Ha 96%, 1[I0 MeHblel Mepe Ha 97%, IO MeHbmeM Mepe Ha 98% MIM IO
MeHbIIe Mepe Ha 99% TOMOJOTHMUHH (QparMeHTaM IIOCJIeOOoBaTeJIbHOCTH
SEQ ID NO: 23. JdparMeHTH MOTYT OHTL IO MeHblleM Mepe Ha 80%, 1o
MeHbIIeV Mepe Ha 85%, 1o MeHBmelM Mepe Ha 90%, O MeHbBIIeM Mepe Ha
91%, mno MeHbmeM Mepe Ha 92%, IO MeHblleM Mepe Ha 93%, IO MeHbIen
Mepe Ha 94%, OO MeHbBIEeM Mepe Ha 95%, 1O MeHBIeM Mepe Ha 96%, 1O
MeHbIIeM Mepe Ha 97%, IO MeHbIIeM Mepe Ha 98% MM IO MeHbIIeM Mepe
Ha 99% MIOEeHTUUHE OTHOCHUTEJIBHO (QparlMeHTOB II0oCJieloBaTeJIbHOCTU SEQ
ID NO: 23. B HeKOTOpHX BapMaHTax peajgMsaluumM Mn300peTeHu4d
bparMeHTH comepxar [IOCJIenOBaTEJIBHOCTH, KOoOupyKomme JINOEPHYIO
[I0CJIenOBaTEJILHOCTE, Takyo Kak, HalpuMep, JMOepHasd
[IOCJIeDOBATEJILHOCTD VMMYyHOIUIOOYJIMHA, TaKkywo Kak JIMOepHasd
IOCJIeIOBATEJIEHOCTE IgE. B HEKOTOPEIX BapMaHTax peanuzaluuu

MBO@peTeHMH @paPMeHTH He CcoepXaT KoIMpyKiMre IIoCJIedOoBaTeJILHOCTH,

KOTOPEE KOIOVMPYIT JIMOEPHY I1oCJyIegoBaTeJIEHOCTE .« B HeKOTOPEX
BapMmaHTaxXx pealJinsalulnnm MSO@peTeHMH @paPMeHTH He comepXxatT
KoIompyKure IIoCJIefoBaTeJIEHOCTH, KOTOPHEE KOIMpynT JIMOEPHYIO
II0CJIeOOBaTEeJIEHOCTE, Taryw Kakr, HallprMep, JIMOePHaAa

nocjienoBaTeJIbHOCTE IgE.

[00299] Kpome TOT'O, aMMHOKMCIIOTHASA I[IOCJIeIOBaTeJIbHOCTE OelKa
hTERT IpencraBJigeT cobon SEQ ID NO: 24, AMMHOKUCJIOTHAA
[IOCJIeDOBaTEJIEHOCTE DeJika hTERT, CBSA3aHHOTO C JINIOEePHOMT
nmocjemoBaTeJIbHOCTRID IgE, mpencraBjggeT cobomt SEQ ID NO: 24,
AMMHOKMCJIOTHAA IIOCJIeOOBATEeJILHOCTE HeJika hTERT, CBA3aHHOTO C
JUIEPHOM IocJenoBaTeJIbHOCTREK IgE, MoXeT OHTB CBA3aHa C HA-

MEeTKOM.
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[00300] HekxkoToOpHEe BapMaHTH peajiM3aluy U300peTeHUsa OTHOCATCH
Kk OeJikaM, KOTOPHE TI'OMOJIOI'MUHH IIOCJiefoBaTeJIbHOCTM SEQ ID NO: 24.
HexoTopre BapMaHTEH peaamsalumnum n300peTeHnd OTHOCATCH K
VIMMYHOT'€@HHBEIM BeJsikam, KOTOPHE obJlagamnT 95% TOMOJIOTHEN
OTHOCUTEJILHO OeJIKOBEIX I[I0CJIENOBATEJILHOCTEN, IMOIPMBEeOeHHHX B SEQ ID
NO: 24. HeKOTOpPHE BapMaHTH pealM3aluy M300peTeHMsa OTHOCATCH K
VIMMY HOT'€ HHEIM Beskam, KOTOpPEHIE oBJyaganT 96% TOMOJIOTMEN
OTHOCUTEJILHO OeJIKOBEIX II0CJIefOoBaTeJIbHOCTEM, IOpMBeOeHHEX B SEQ ID
NO: 24. HeKOTOpHE BapMaHTH pealu3aluM M300peTeHMsS OTHOCATCS K
VIMMY HOT'@ HHEIM BeJikam, KOTOPHE obJlaganT 97% TOMOJIOTUEN
OTHOCUTEJILHO OeJIKOBEIX IIoCcJlefoBaTeJIbHOCTEeM, IOIpMBeOeHHEX B SEQ ID
NO: 24. HekoTOpHE BapMaHTH pealM3aluy MN300peTeHUsS OTHOCATCA K
VIMMY HOT'@ HHEIM BeJikam, KOTOPHE obJjlaganT 98% TOMOJIOTUEN
OTHOCUTEJILHO OeJIKOBEIX IIoCJIefoBaTeJIbHOCTEeM, IOpMBeOeHHEX B SEQ ID
NO: 24. HekoTOpHE BapMaHTH pealM3aluy M300peTeHUsS OTHOCATCHS K
VIMMY HOT'@ HHEIM BeJikam, KOTOPHE obJjlaganT 99% TOMOJIOTMEN
OTHOCUTEJILHO OeJIKOBEIX II0CJIeIoBaTeJIbHOCTEeM, IOpMBeOeHHEX B SEQ ID
NO: 24.

[00301] HexkoTopHe BapMaHTH peajiM3aluy U300peTeHUsa OTHOCATCH
K OeJyikaM, KOTOpPHE WIEHTUUYHH OTHOCUTEJIEHO I[IOoCJemoBaTeJIbHOCTU SEQ
ID NO: 24. HekOTOpHEe BapMaHTH pealM3aluM MN300peTeHMSa OTHOCHATCH K
MMMYHOT'€ HHEIM teJikaM, ofJlamaniym AMMHOKMCJIO THOM
IOCJIENOBATEJILHOCTEID, KoTopasd Ha 80% MOeHTMUHa I[IOJIHOPa3MepHEM
AMMHOKMCJIOTHEIM I[IOCJIeHOBATeJIbHOCTAM, IIpuBeOeHHEM B SEQ ID NO: 24,
HexoToptre BapUaHTEH peagmsalnmum n3obpeTeHmA OTHOCATCH K
MMMYHOT'€ HHEIM BeJsikaMm, obJlamaniyMm AMMHOKMCJIO THOM
[IOCJIeNOBATEJIbHOCTEID, KOoTopasa Ha 85% MIeHTMUHa I[IOJIHOPa3MepPHBM
aMVUHOKMCJIOTHEIM I[IOCJIEONOBATEJIEHOCTAM, IIpMBeOeHHEM B SEQ ID NO: 24.
HexoTopre BapMaHTH peaamnsalumnum n300peTeHnd OTHOCHATCH K
VMMYHOT'€ HHEIM teJikaMm, ofJlamanilyM AMMHOKMCJIO THOM
[IOCJIeDOBATEJIBHOCTEL, KoTopas Ha 90% MIOIeHTHMUYHa IIOJIHOPa3MepPHEM
aMVHOKMCJIOTHEIM I[IOCJIeONOBaTeJILHOCTAM, IIpMBeOeHHEM B SEQ ID NO: 24.
HexoTopre BapMaHTH peaamnsanumnum n300peTeHnd OTHOCHATCH K
VMMYHOT'€ HHEIM OeJikaM, oBJamaniMm aMUHOKMCJIO THOM
[IOCJIeDOBaTEJIbHOCTEI, koTopasas Ha 91% MIeHTHMUYHa I[IOJIHOPAa3MepPHEM
aMVHOKMCJIOTHEIM I[IOCJIeOOBaTEeJIEHOCTAM, IIpMBeOeHHEM B SEQ ID NO: 24.
HexoTopre BapMaHTH peaamsanmnum n300peTeHnd OTHOCATCHA K
VMMYHOT'€ HHEIM teJikaMm, ofJlamaniym AMMHOKMCJIO THOM
[IOCJIeDOBaTEJILHOCTEID, KOoTopada Ha 92% MIOIeHTHMUYHa I[IOJIHOPa3MepPHEM

AMVHOKMCJIOTHEIM I[IOCJIeODOBaTEeJIbHOCTAM, IIpMBeOeHHEM B SEQ ID NO: 24.
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HexoTopre BapMaHTE peannsanmnum nsobpeTeHmA OTHOCATCH K
VMMYHOT'€ HHEIM teJsikaMm, ofJlamaniym AMMHOKMCJIO THOM
[IOCJIeDOBAaTEJIbHOCTEID, KOoTopasa Ha 93% MIeHTMUYHa I[IOJIHOPa3MepPHEM
AMVHOKMCJIOTHEIM I[IOCJIeODOBaTEeJIbHOCTAM, IIpMBeOeHHEM B SEQ ID NO: 24.
HexoTopte BapMaHTEH peannsanumnum n3obpeTeHmAa OTHOCATCH K
VMMYHOT'€ HHEIM BeJikaM, oBJlamanimM aMUHOKMCJIO THOM
IIOCJIeNOBATEJIbHOCTEID, KoTopad Ha 94% MOEeHTHMUYHa I[IOJIHOPa3MepPHBEM
aMMHOKMCJIOTHEIM IIOCJIEOOBATEJIEHOCTAM, IIpMBeOeHHEM B SEQ ID NO: 24.
HexoToptre BapMaHTEH peannsanmnum n3obpeTeHmA OTHOCATCH K
MMMYHOT'€ HHEIM teJikaM, ofJlamanilyM AMMHOKMCJIO THOM
[IOCJIeNOBATEJIBHOCTEID, kKoTopasa Ha 95% MIeHTHMUHa I[IOJIHOPa3MepPHBM
AMVHOKMCJIOTHEIM I[IOCJIeONOBaATEJILHOCTAM, IIpMBeOeHHEM B SEQ ID NO: 24.
HexoTopre BapMaHTE peannsanmnum n300peTeHuAd OTHOCATCH K
MMMYHOT'€ HHEIM BeJikaM, ofJlamanilyM AMMHOKMCJIO THOM
[IOCJIeDOBATEJIBHOCTE, kKoTopas Ha 96% MIOIeHTMUYHa IIOJIHOPa3MepPHEM
aMVHOKMCJIOTHEIM I[IOCJIeONOBaTEeJILHOCTAM, IIpMBeOeHHEM B SEQ ID NO: 24.
HexoTopre BapMaHTE peannsanmnum n30bpeTeHmA OTHOCATCH K
VIMMYHOT'€HHEIM OeJsikawM, oBJananlyM AMMHOKNWCJIO THOM
[IOCJIeDOBaTEJIbHOCTEID, kKoTopasa Ha 97% MIOIeHTHMUYHa IIOJIHOPa3MepPHEM
AMVHOKMCJIOTHEIM I[IOCJIeODOBaTEeJIEHOCTAM, IIpMBeOeHHEM B SEQ ID NO: 24.
HexoTopte BapMaHTE peannsanmnum nsobpeTeHmA OTHOCATCH K
MMMYHOT'€ HHEIM OeJikaM, ofJlamaniym AMMHOKMCJIO THOM
IOCJIENOBATEJIBHOCTEID, KOoTopasd Ha 98% MOeHTMUYHa I[IOJIHOPa3MepHEM
AMMHOKMCJIOTHEIM I[IOCJIeHOBATeJIbHOCTAM, IIpuBeOeHHEM B SEQ ID NO: 24,
HexoToptle BapMaHTEH peanmnsaumnum n300peTeHnA OTHOCATCH K
MMMYHOT'€ HHEIM BeJsikaMm, obJlamaniyMm AMMHOKMCJIO THOM
[IOCJIeNOBATEJIbHOCTEID, kKoTopas Ha 99% MIeHTMUHa I[IOJIHOPAa3MEepPHBM
aMVUHOKMCJIOTHEIM IIOCJIEHOBATEJILHOCTAM, IIpMBeOeHHEM B SEQ ID NO: 24.
[00302] B HEeKOTOPHX BapMaHTax pealiM3aluu M300peTeHUs OeJIOK
He COHOEPXUT JIMOEPHYK IIOCJIEeNOBATEJIbHOCTL. B HEKOTOPHX BapMaHTax
peannsalnmnum n300peTeHmnd OeJiok He COOEPXUT JIMOEPHYIO
nocjenopaTeJIbHOCTE IgE. OdparMeHTH OeJIKOBE MOTYT COOepXaThb II0
MeHbme¥ Mepe 10%, 0o MeHbme¥ Mepe 15%, 0o MeHbmen Mepe 20%, 1O
MeHbme¥ Mepe 25%, 0o MeHbme¥ Mepe 30%, OO MeHbmeM Mepe 35%, 1o
MeHbme¥ Mepe 40%, 0o MeHbmeV Mepe 45%, 0o MeHbmen Mepe 50%, 1o
MeHbmeM Mepe 55%, 1o MeHbmeM Mepe 60%, OO MeHbIeM Mepe 65%, 1o
MeHbmeV wMepe 70%, 1o MeHbmeM Mepe 75%, 0o MeHbmeM wMmepe 80%, 1o
MeHbImey Mepe 85%, 0o MeHbmey Mepe 90%, 0o MeHbmeM Mepe 95%, 1o
MeHbIIeV Mepe 96%, IO MeHbIleM Mepe 97%, 01O MeHbIeN Mepe 98% wu

1o MeHbIen Mepe 99% OeJika. MMy HOT' eHHEIE bparMeHTH
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nocyenosaTesibHoCcTM  SEQ ID NO: 24 wMoryT OBTE [IPeOOCTaBJIEHH.
VMMyHOT eHHEIe (QparMeHTH MOTYT COIOepXaTb II0 MeHbmel Mepe 10%, 110
MeHbImeM Mepe 15%, no MeHbmeM wMepe 20%, 0O MeHbImeM Mepe 25%, 1o
MeHbImeM Mepe 30%, 1o MeHbmeM Mepe 35%, 0o MeHbmenm Mepe 40%, 1o
MeHble Mepe 45%, no MeHbmeyn Mepe 50%, 1o MeHbmelm Mmepe 55%, 110
MeHbIIe Mepe 60%, o0 MeHbmeV Mepe 65%, 1o MeHbmel Mmepe 70%, 10
MeHbIIeM Mepe 75%, no MeHbmen Mepe 80%, 1o MeHbmel Mmepe 85%, 110
MeHbmel Mepe 90%, 1o MeHbmeM Mepe 95%, 1o MeHbmel Mepe 96%, IO

MeHbIIe Mepe 97%, 1[0 MeHbmeM Mepe 98% wWIM IO MeHblleM Mepe 99%

nocjenmoraTesbHOoCTM  SEQ ID  NO: 24, B HeKOTOpPHX BapuaHTax
peanmMsanuum n300peTeHnd bparMeHTH comepxarT JIMOEPHY
[IOCJIENOBATEJIBHOCTE, TaKyo Kak, HallpUMep, JIMoepHasd
[IOCJIENOBATEJILHOCTD VMMMYHOTJIOOYJIMHA, Takasd Kak JIMOoepHasd
[IOCJIENOBATEJILHOCTD IgE. B HEKOTOPHIX BapuaHTax peanmuzalunmu

n300peTeHUda OQpaTMeHTH He CcolepXaT JMIEPHYK IIOCIedOBaTeJIbHOCTH. B
HEeKOTOPHX BapMaHTax pealu3aluy u3obpeTeHUsa OQpaTlMeHTH He coIepxaT
JIUIEPHYK I[IOCJIeNOBaTeJIbHOCTL, Takyn Kak, HanopuMep, JMnoepHasd
[IocJyienoBaTeJIbHOCTE IgE.

[00303] UVMMyHOTeHHEE OQpaIrMeHTH OeJIKOB C aMUMHOKMCIIOTHEMM
IOCJIENOBATEJBLHOCTAMA, T'OMOJIO TMUHEIMI VIMMYHOT € HHEIM bparmMeHTaMm
nocJjenoratTeJspHoCcTM SEQ ID NO: 24, wMoryT OHTE I[IpemOoCTaBJIEHH.
Takue MMMYHOTeHHHEe O(QpaTrMeHTH MOTYT COIepXaTb II0 MeHBIEN Mepe
10%, no w™MmeHbme¥ Mepe 15%, 1o MeHbmer Mepe 20%, IO MeHBIIEM Mepe
25%, 1o wMeHbmel Mmepe 30%, 10 MeHbmelr Mepe 35%, O MeHbIIEeM Mepe
40%, 1o MeHbmeM Mepe 45%, no wmMmeHbmel Mepe 50%, o MeHbBIIEV Mepe
55%, no wMeHbmel Mepe 60%, 110 MeHblleM Mepe 65%, O MeHblIlel Mepe
70%, 1o MeHbmel Mepe 75%, 10 MeHblel Mepe 80%, IO MeHbIeV Mepe
85%, no wMeHbmel Mepe 90%, no MeHbmel Mepe 95%, o0 MeHbIIEN Mepe
96%, 1O MeHblmeV Mepe 97%, IO MeHbIIEM Mepe 98% WMIM IO MeHbIeM
Mepe 99% BeJIkoB, KOTOPHE Ha 95% VI BoJiee T'OMOJIO TMUHEI
nocyenoBaTeJibHOCTM SEQ ID NO: 18. HekoTOphHEe BapMaHTH peaju3aliu
n300peTeHns OTHOCATCH K VIMMYHOT € HHEIM bparmeHnTaMm, KOTOpPEIEe
obnamanT 96% TOMOJIOTMEN OTHOCUTEJIEHO MMMYyHOTEHHEX O(OparMeHTOB
BEeJIKOBEIX  IIOCJIeNOBaTeJIJbHOCTEM B HOaHHOM IOKyMeHTe. HeKoTophe
BapMaHTH peann3alnmu n3o0bpeTeHnd OTHOCATCHA K VIMMYHOT'€ HHEIM
bparMeHTaM, KOTOPEE oBiamanT 97% TOMOJIOTHUEN OTHOCUTEJIBLHO
VMMYyHOTEHHEIX (QparMeHTOR OeJIKOBHX IIOCJIeIOoBaTeJIbHOCTEeM B IOaHHOM
IOOKyMeHTe. HeKOoTOopHe BapMaHTH pealM3aliuu u300peTeHuSI OTHOCHATCH K
VIMMYHOT'€ HHEIM bparmMeHTaM, KOTOpPEIe obJjlamamnT 98% TOMOJIOTHEN

OTHOCHUTEIJIBHO VMIMMYHOT'€HHEIX (]_)paI‘MeHTOB DeJIKOBEIX
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IOCJIENOBATENIBHOCTE B  @HaHHOM OOKYMEHTe. HexoTopre  BapMaHTH
peaguzauuy u300peTeHMSI OTHOCATCA K MMMYyHOTEeHHEIM OdpaTlMeHTaM,
KOTOPHE oByagamnT 99% TOMOJIOTUEN OTHOCUTEJIBLHO VIMMYHOT'€HHHEIX
dparMeHTOR O€JIKOBHX IIOCJIeNOBaTeJIbHOCTEY B IaHHOM IOKyMeHTe. B

HEeKOTOPHEX BapMaHTax pealuszalum Kn300peTeHnud @paPMeHTM cogepxaT

JUOEPHYID IOCJIeNOBaTeJIbHOCTE, Takyn Kak, HallpuMep, JHUIOepHas
[I0CJIeNOBAaTEJIbHOCTD VIMMYyHOTJIOOYJIMHE, Taxkasd KakK JuOepHas
oCJIeOBaTeJIbLHOCTD IgE. B HEKOTOPHX BapMaHTax peanrsanumnmn

n30bpeTeHrs GparMeHTH He CcoIepXaT JMISPHYD IIOCJIedOBaTeJIbHOCTL. B
HEeKOTOPHX BapMaHTax pealu3aluy u300peTeHUs QpaTlMeHTH He coIepxaT
JMIEPHYID IIOCJedOoBaTeJIbHOCTL, Takymn Kak, HaopuMmep, JuoepHasa
nocjienoBaTeJIbHOCTE IgE.

[00304] ViMmMyHOTeHHEE (QparMeHTH OeJIKOB C aMMHOKMCIIOTHHEMM
IoCcyIeIoBaATEJILHOCTAMA, VIO eHTUUHEMN VIMMYHOT € HHEIM bparmMeHTaM
nocjenoraTeJpbHOCTM SEQ ID NO: 24, wMoryT OHBTE IIpemoCTaBJIEHH.
Takre MMMYHOTeHHHEe O(parMeHTH MOTYT CcoIepXaTh I[I0 MeHLIeM Mepe
10%, no wMeHbmel Mepe 15%, no MeHbmeM Mepe 20%, IO MeHBIIEM Mepe
25%, 1o wMeHbmeyn Mepe 30%, [0 MeHbmel Mepe 35%, IO MeHbIel Mepe
40%, mno MeHbmewm Mepe 45%, 1o MeHbmel Mepe 50%, OO MeHbBIEeW Mepe
55%, mno wMeHbmem Mepe 60%, 1o MeHbIelM Mepe 65%, IO MeHBIIEN Mepe
70%, 1no MeHbmeMm Mepe 75%, 1o MeHbmen Mepe 80%, O MeHBIEeM Mepe
85%, no wMmeHwbmel Mepe 90%, no MeHbmeMm Mepe 95%, O MeHBIIEM Mepe
96%, 10 MeHbImeM Mepe 97%, IO MeHbmeM Mepe 98% wWIM IO MeHbIen
Mepe 99% OeyikoB, KOTOpHe Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% WIIN 99% UIOEeHTUUHE aMMHOKMCJIO THEIM
IocJegoBaTeJIbHOCTAM, IOpMBeIeHHEM B SEQ ID NO: 24. B HeKOTOPHX

BapMmaHTaxXx pealJimsallnm MBO@peTeHMH @paPMeHTH comepxarT JIMOEPHYIO

[oCJIeOBaTeJIbHOCTE, TaKylo Kak, HanopuMmep, JvaepHas
[10CJIeOBaTEeJILHOCTD VIMMYHOTJIOOYJIMHA, Takasd Kak JvaepHas
[10CJIeOBaTEeJILHOCTD IgE. B HEKOTOPHX BapMaHTax peanrsanmnmn

n3o00peTeHUS QParMeHTH He COOepXaT JIMIEePHYI IIOCJIedOoBaTeJIbHOCTL. B
HEKOTOPEX BapMaHTax pealn3aluMy M300peTeHMA (QparMeHTH He COoIepXaT
JMOEPHYK IIOCJEeOOBaTeJIbHOCTE, Takyn Kak, HalpuMep, JMIOepHasd
[IocJyienoBaTeJIbHOCTE IgE.

[00305] CorJylacHO WM3JIOXKEHHOMY B TaHHOM IOKYMeHTe B OTHOIEeHUU
COeIMHEHUS CUTHaJbLHOTO IMelTUIa WIM JIMIEePHOM II0CJedOoBaTeJIbHOCTU C
N-KoOHLOM 0OeJiKa, CUTHaJbHEIN [eldTHUl/JIuIepHasd IIOCJIelOBaTeJIbHOCTD
3amMemaeT N-KOHIIEBOM MEeTHMOHMH 0eJiKa, KOTOPHM KOOMPYETCS CTapTOBHEM
KOIOOHOM HYKJIEOTHMOHOM IIOCJIedOoBaTeJILHOCTHM, 3aTeM KoIupyeT OeJlok

Oes KOIOIMPYyKmMX CUTHAJIBLHHM IEeNTUI [NOCJeOOoBaTeJIbLHOCTEN.
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[00306] OdparMeHTH IocyelopaTeJyibHoCcTM SEQ ID NO: 23 MOIyT
comepxaTk 30 wmim 0OoJiee HYKIJIEOTUIORB, BKJOUYASA I[IPEeOloUdTUTEJIBHO
[IOCJIeIOBaTEJIbHOCTH, KoOUpyolmme VIMMYHOOOMVHAHTHEI SIWTOI. B
HEKOTOPEHIX BapraHTax peanu3aumun nz3obpeTeHms bparMeHTH
nocyenoBaTeJbHOCTM SEQ ID NO: 23 mMmoryT comepxaThb 45 wmiam ©OoJiee
HYKJIEOTUIOB, BKJIOUA A IpenllouTUTeJIbEHO [IOCJIeIOBATEJIbHOCTH,
Kooupyomye  UMMMYyHOIOOMMHAHTHEIM  SIMUTOII. B HeKOTOPHIX BapMaHTax
peanmzaluun mnU300peTeHUd Q(parMeHTH IocJenoBaTelJibHocT SEQ ID NO:
23 MOTYT comepxaThb 60 MJIIN HoJiee HYKJIEOTUIOB, BKJIIOUA A
OPenrnouTUTEeJIbHO I[IOCJIeOOoBaTeJILHOCTY, KOIMpYIIMe MMMYyHOIOMMHAHTHLIM
STIUTOIN. B HEKOTOPHX BapMaHTax pealM3alluM u300peTeHMs O(QpaTlMeHTH
nocjenoraTeJbHOCTM SEQ ID NO: 23 MOryT comepXaTb /5 wmiam 0OoJiee
HYKJIEOTHUIOB, BKJIOUA g NIpennouTUTEeJIbEHO [IOCJIeIOBaTEJIbHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMUTOI. B HeKOTOpPHX BapMaHTax
peanmMsaluu M300peTeHUA QparMeHTH IIocJjenoBaTesibHOCTM SEQ ID NO:
23 MOT'YT comepXxaThb 90 I BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPenrnouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
SIUTONN. B HEKOTOPHX BapMaHTax pealiM3alluM Kn300peTeHUs O(QpaIlMeHTH
nocjyenoratTeJqpHOoCTHM SEQ ID NO: 23 MoryT comepxaTbk 120 wmiam ©OoJiee
HYKJIEOTUIOB, BKJIOUA A NIPenIouTUTEJIBEHO [IOCJIeNOBATEJIBHOCTH,
KoOgupyomye  MMMYHOIOMMHAHTHEM  SIIMTOII. B HeKOTOpPHX BapMaHTax
peanmmsauuu Mn300peTeHMA QparMeHTH IocJjenoBaTesibHOCTM SEQ ID NO:
23 MOTYT comepXxaThb 150 WJIIN boJiee HYKJIEOTULOOR, BKJIOUA S
NPenlouTUTEeJIbHO IIOCJIeOOoBaTeJIbHOCTHY, KOIOUMPpYKIMe MMMYHOIOMMHAHTHLIM
SIUTON. B HEKOTOPHX BapMaHTax pealrM3aluu K300peTeHMUSa O(palMeHTH
nocjenmoBaTeJibHOCTM SEQ ID NO: 23 MoryT comepxaTb 180 wmam ©OoJiee
HYKJIEOTHUIOB, BKJIOUA g IpenIouTUTeJIbHO [IOCJIeIOBaTEeJIbHOCTH,
Kogupyomye  MMMYHOIOMUHAHTHENM  SIIMTOII. B HekKOTOpPHX BapMaHTax
peanmzaluu unU300peTeHUd OQ(parMeHTH IocJenoBaTelJibHocT SEQ ID NO:
23 MOT'YT comepxaThb 210 WMJIIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPennouTUTeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
SIIUTOINN. B HEKOTOPHX BapMaHTax pealM3alluM Kn300peTeHMs O(QpaTlMeHTH
nocjyenoraTeJpHOCTM SEQ ID NO: 23 MoryT comepxaTb 240 wmiam 0OoJiee
HYKJIEOTHUIOB, BKJIOUA g NIpennouTUTEeJIbEHO [IOCJIeNOBaTEJIbHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIMUTOI. B HeKOTOpPHX BapMaHTax
peanmMsalum M300peTeHmuA QparMeHTH IIocJjenoBaTesibHOCTM SEQ ID NO:
23 MOT'YT comepXxaThb 270 MJIIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpyoIMe MMMYyHOIOMMHAHTHHM
SIUTOIN. B HEKOTOPHX BapMaHTax pealin3aluu unu300peTeHMsa O(palMeHTH

nocjyenoratTeJsibHoCTM SEQ ID NO: 23 MoryT comepxaTb 300 wmiam OoJgiee
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HYKJIEOTUIOB, BKJIOUA A NIPennouTUTEJIBEHO [IOCJIeNOBATEJIBHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMTOII. B HeKOTOpPHX BapMaHTax
peanmmsauuu Mn300peTeHMA QparMeHTH IlocJjenoBaTesibHOCcTM SEQ ID NO:
23 MOT'YT comepXxaThb 360 WJIN boJiee HYKJIEOTULOOR, BKJIOUA A
NPenlouTUTEeJSIbHO II0CJIeNOoBaTeJIbHOCTHY, KOIOMPYWMMEe MMMYHOIOMMHAHTHBIM
SIUTONN. B HEKOTOPHX BapMaHTax pealiM3aluu Kn300peTeHUsa O(palMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 23 moryT comepxaThk 420 wmiam OoJee
HYKJIEOTHIOB, BKJIOUA g IpenIouTUTeJIbLHO [IOCJIeIOBaTEeJILHOCTH,
Kogupyomye  MMMYHOIOMUMHAHTHEM  SIIMUTOII. B HekKOTOpPHX BapMaHTax
peanmzalun mnU300peTeHUd OQ(parMeHTH IocJenoBaTelJibHOCTH SEQ ID NO:
23 MOT'YT comepxaThb 480 MJIIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbLHOCTY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM/
STIUTOIN. B HEKOTOPHX BapMaHTax pealM3alluM un300peTeHUs O(QpalMeHTH
nocjenoraTeJpbHOoCTHM SEQ ID NO: 23 MoryT comepxaTb 540 wmiam 0OoJiee
HYKJIEOTHUIOB, BKJIOUA g NIpennouTUTEeJIbEHO [IOCJIeNOBaTEJIbHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMUTOI. B HeKOTOpPHX BapMaHTax
peanusaluu M300peTeHUuA Q(parMeHTH IIocJjenoBaTesibHOCTM SEQ ID NO:
23 MOT'YT comepXxaThb 600 MJIIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPenrnouTUTEJIbHO I[IOCJIeOOoBaTeJILHOCTHY, KOoIMpYoIMe MMMYyHOIOMMHAHTHHM
SIIUTOIN. B HEKOTOPHX BapMaHTax pealiM3aluu unu300peTeHUs O(palMeHTH
nocjenoratTespbHoCTHM SEQ ID NO: 23 MoryT comepxaTb 300 wmiam OoJiee
HYKJIEOTUIOB, BKJIOUA A IpenllouTUTeJIbEHO [IOCJIeIOBAaTEJIbHOCTH,
KoOoupymye  VMMYHOIOMMHAHTHEM  DIMTOII. B HeKOTOpPHX BapMaHTax
peamM3auMn mn300peTeHUd QpalMeHTH [ocjenoBaTeJibHOCTM SEQ ID NO:
23 MOTYT comepxaTb 660 MJIN foJiee HYKJIEOTUIOOB, BKJIOUA g
OPenrnouTUTEeJIbHO IIOCJIeOOBaTeJIbHOCTHY, KOIUPpYIIMEe MMMYHOIOM/HAHTHLIM
SIIMUTOIN. B HEKOTOPHX BapMaHTax pealu3aluM u300peTeHMs (QpaTlMeHTH
nocjenoBaTeJibHOCTM SEQ ID NO: 23 MoryT comepxaTb 720 wuam ©OoJiee
HYKJIEOTHUIOB, BKJIOUA A IpennouTUTEeJIbHO [IOCJIeIOBaTEJILHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHBENM  SIIMUTOI. B HeKOTOpPHX BapMaHTax
peanmusaluu M300peTeHMA OQ(parMeHTH IIocJjenoBaTesibHoCcTM SEQ ID NO:
23 MOT'YT comepxaThb 780 MJIIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPednouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
SIIUTONN. B HEKOTOPHX BapMaHTax pealM3alluM Kn300peTeHMs O(QpaTlMeHTH
nocjenoraTeJpHOCTHM SEQ ID NO: 23 MoryT conmepxaTb 840 wmiam 0OoJiee
HYKJIEOTHUIOB, BKJIOUA A NIPennouTUTEJIBEHO [IOCJIENOBATEJIBHOCTH,
Kogupymye  MMMYHOIOMUMHAHTHEM  SIIMTOI. B HeKOTOpPHX BapMaHTax
peanMsauum Mn300peTeHMA QparMeHTH IIocJjenoBaTesibHOCTM SEQ ID NO:
23 MOT'YT comepXxaThb 900 MJIN boJiee HYKJIEOTUIOB, BKJIOUA A

InpenliouTrTeJIbHO IIoCJIeJOoBaTeJIBHOCTHM, KOIOMpPpYKIMEe T/Il\dMyHOILOWHaHTHbIﬁ
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SIIUTOINI. B HEKOTOPHX BapMaHTax pealiM3alluu un300peTeHUs O(QpalMeHTH
nocjenoraTeJspHoCTHM SEQ ID NO: 23 MoryT comepxaTb 960 wmam 0OoJiee
HYKJIEOTUIOB, BKJIOUA A IPenlouTUTEeJIbHO [IOCJIeOOBATEJIbHOCTH,
Kogupymye  MMMYHOIOMMHAHTHEIM  SIIMTOII. B HeKOTOpPHX BapMaHTax
peamm3aumMn MU300peTeHUd OQparlMeHTH I[ocjenoBaTeJibHOCTM SEQ ID NO:
23 MOTYT comepxaTb 1020 WJIN BoJiee HYKJIEOTUIOOB, BKJIOUA A
NPenlouTHUTEeJIbHO IIOCJIeNoBaTeJIbHOCTHY, KOOUMPpYKIMe MMMYHOIOMMHAHTHBIM
SIIMUTOIN. B HEKOTOPHX BapMaHTax pealu3aluM u300peTeHUs (QpaTrMeHTH
nocjenmoBaTeJibHOCTM SEQ ID NO: 23 MoryT comepxaTb 1080 miam O6oJiee
HYKJIEOTHUIOB, BKJIOUA g IpenlIouTUTEeJIbHO [IOCJIeIOBaTEeJIbHOCTH,
Kogupyolmye  MMMYHOIOOMUMHAHTHBENM  SIIMUTOII. B HeKOTOpPHX BapMaHTax
peanmsalunu mn300peTeHMd OQ(parMeHTH IocjenoBaTelJibHocT SEQ ID NO:
23 MOT'YT comepxaThb 1140 WJIIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPedrnouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
STIUTONN. B HEKOTOPHX BapMaHTax pealM3alluM un300peTeHMs O(QpaTlMeHTH
nocjyenoraTeJpHOCTHM SEQ ID NO: 23 MoryT comepxaTb 1200 wmiam OGoJiee
HYKJIEOTHUIOB, BKJIOUA A NIpPennouTUTEJIBEHO [IOCJIeNOBAaTEJIBHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMTOI. B HeKOTOpPHX BapMaHTax
peanMsalum Mn300peTeHUA QparMeHTH IIocjenoBaTesibHOCTM SEQ ID NO:
23 MOT'YT comepXxaThb 1260 WJIIN boJiee HYKJIEOTUIOB, BKJIOUA A
OPennouTUTEJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYyoIMe MMMYyHOIOMM/HAHTHHM
SIUTOIN. B HEKOTOPHX BapMaHTax pealiM3aluu u300peTeHMsa O(palMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 23 mMoryT comepxaTk 1320 wmam ©OoJee
HYKJIEOTUIOB, BKJIOUA A IpenlouTUTeJIbEHO [IOCJIeIOBATEJIbHOCTH,
Kooupyomye  MMMYyHOIOOMMHAHTHEIM  SIMUTOII. B HeKOTOpPHIX BapMaHTax
peanmzaluun mn300peTeHUd Q(parMeHTH IocJenoBaTelJibHocT SEQ ID NO:
23 MOTYT comepxaThb 1380 MJIIN HoJiee HYKJIEOTUIOB, BKJIIOUA A
OPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIUpYIIMe MMMYyHOIOM/HAHTHLM
SIIMUTOIN. B HEKOTOPHX BapMaHTax pealM3alluM u300peTeHUs (QpaTlMeHTH
nocjenoraTeJbHOCTHM SEQ ID NO: 23 MoryT comepxaTb 1440 wmiam OGoJiee
HYKJIEOTHUIOB, BKJIOUA A NIpennouTUTEeJIbEHO [IOCJIeIOBaTEJIbHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIMUTOI. B HeKOTOpPHX BapMaHTax
peanmusalum M300peTeHMA Q(parMeHTH IIocJjenoBaTeJibHOoOCTM SEQ ID NO:
23 MOT'YT comepxaThb 1500 WJIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPenrnouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
SIIUTONN. B HEKOTOPHX BapMaHTax pealiM3alluM Kn300peTeHMs O(QpalMeHTH
nocjyenoraTeJsbHOCTHM SEQ ID NO: 23 MoryT comepxaTb 1560 wmiam OGoJiee
HYKJIEOTUIOB, BKJIOUA A NIPennouTUTEJIBEHO [IOCJIeNOBATEJIBHOCTH,
Kogupymye  MMMYHOIOMMHAHTHEM  SIIMTOII. B HeKOTOpPHX BapMaHTax

peammsaluum Mn300peTeHMA QparMeHTH IIocJjenoBaTesibHOCcTM SEQ ID NO:
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23 MOT'YT comepXxaThb 1620 WMJIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPenrnouTUTEJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpyoIMe MMMYyHOIOMMHAHTHHM
SIUTOIN. B HEKOTOPHX BapMaHTax pealiM3aluu unu300peTeHMsa O(palMeHTH
nocjyenoraTeJsibHOCTHM SEQ ID NO: 23 MoIyT comepXaTb 1680 wmiam 6oJiee
HYKJIEOTUIOB, BKJIOUA A IpenllouTUTeJIbEHO [IOCJIeIOBATEJIbHOCTH,
Kooupyomye  UMMMYyHOIOOMMHAHTHEI  SIMUTOII. B HeKOTOpPHIX BapMaHTax
peanuszauMn mM300peTeHUd QparlMeHTH [ocjenoBaTeJibHOCTM SEQ ID NO:
23 MOTYT comepxaThb 1740 WNIIN HoJiee HYKJIEOTUIOOB, BKJIIOUA A
IPenrnouTUTeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOIUPpYIIMEe MMMYyHOIOM/HAHTHLIM
SIIMUTOIN. B HEKOTOPHX BapMaHTax pealu3aluM u300peTeHUMs (QpaTlMeHTH
nocjenoBaTeJbHOCTHM SEQ ID NO: 23 MoryT comepxaTb 1800 miam OGoJiee
HYKJIEOTHUIOB, BKJIOUA A IpenlouTUTeJIbEHO [IOCJIeIOBaTEJILHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMUTOI. B HeKOTOpPHX BapMaHTax
peanmusaluM M300peTeHMA Q(parMeHTH IIocJjenoBaTesibHoCcTM SEQ ID NO:
23 MOT'YT comepxaThb 1860 WJIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPenrnouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
SIIUTOIN. B HEKOTOPHX BapMaHTax pealiM3alluu Knu300peTeHUs O(QpalMeHTH
nocjenoraTespHOCTHM SEQ ID NO: 23 MoryT comepxaTb 1920 wmiam OGoJiee
HYKJIEOTHUIOB, BKJIOUA A NIPennouTUTEJIBEHO [IOCJIeNOBATEJIBHOCTH,
Kogupymye  MMMYHOIOMMHAHTHEM  SIMTOII. B HeKOTOpPHX BapMaHTax
peanmsauuu Mn300peTeHMA QparMeHTH IlIocJjenoBaTesibHOCcTM SEQ ID NO:
34 MOT'YT comepXxaThb 1980 WJIN boJiee HYKJIEOTULOOR, BKJIOUA A
IPenlouTUTEeJIbHO II0CJIeNOoBaTeJILHOCTY, KOIOUMPYHMMEe WMMMYHOIOMMHAHTHBIM
SIUTON. B HEKOTOPHX BapMaHTax pealiM3aluu Ku300peTeHUsa OGpalMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 23 moryT comepxaTk 2040 wmam ©OoJiee
HYKJIEOTHUIOB, BKJIOUA g IpenIouTUTeJIbLHO IocJenoBaTeJIbHOCTH,
KoOupyomye  MMMYHOIOMUMHAHTHEM  SIIMTOII. B HeKOTOpPHX BapMaHTax
peanmzaluun unU300peTeHUd OQ(parMeHTH IocJenoBaTelJibHoOCcTH SEQ ID NO:
23 MOT'YT comepxaThb 2100 MJIIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPedlouTUTEeJILHO I[IOCJIeOOoBaATeJIbHOCTHY, KOoIUpYyIIMe WMMMYyHOIOM/HAHTHLM
STIUTOIN. B HEKOTOPHX BapMaHTax pealM3alluM Hn300peTeHMs O(QpaTlMeHTH
nocjyenoraTeJibHOCTHM SEQ ID NO: 23 MoryT comepxaTb 2160 wmiam OGoJiee
HYKJIEOTHUIOB, BKJIOUA g NIpennouTUTEeJIbEHO [IOCJIeNOBaTEJIbHOCTH,
Kogupylmye  MMMYHOIOMMHAHTHEM  SIIMUTOI. B HeKOTOpPHX BapMaHTax
peanmMsaluM M300peTeHUuA QparMeHTH IIocJjenoBaTesibHOCTM SEQ ID NO:
23 MOT'YT comepXxaThb 2220 I BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPenrnouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYyoIMe MMMYyHOIOMMHAHTHHM
SIUTOIN. B HEKOTOPHX BapMaHTax pealiM3aluu un300peTeHMsa OQpalMeHTH
nocjyenoraTeJsbHoCTM SEQ ID NO: 23 MoOIyT comepXaTb 2280 wuiam 6oJiee

HYRKJIIEOTMOOB, BRJIIOUAa A INpenliodyTrmMTeJIEHO rnocjienoBaTeJIbHOCTH,



138

Kogupymye  MMMYHOIOMMHAHTHEM  SIMTOII. B HeKOTOpPHX BapMaHTax
peanmsaluu M300peTeHUA QparMeHTH IIocjenoBaTesibHOCTM SEQ ID NO:
23 MOT'YT comepXxaThb 2340 WJIIN boJiee HYKJIEOTUIOB, BKJIOUA A
OPEennouTUTEJIbHO I[IOCJIeOOBaTeJIbHOCTHY, KOoIMpYyoIMe MMMYyHOIOMMHAHTHHIM
SIUTOIN. B HEKOTOPHX BapMaHTax pealin3aluu u300peTeHMsa O(palMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 23 moryT comepxaTk 2400 wmam ©OoJiee
HYKJIEOTUIOB, BKJIOUA A IpenllouTUTEeJIbEHO [IOCJIeDOBATEJIbHOCTH,
Kogupylmye  MMMYHOIOMUHAHTHEM  SIIMUTOII. B HeKOTOpPHX BapMaHTax
peanmzalunu mnU300peTeHUd OQ(parMeHTH IocJenoBaTelJibHoCcTH SEQ ID NO:
23 MOTYT comepxaThb 2460 MJIIN HoJiee HYKJIEOTUIOB, BKJIIOUA A
OPennouTUTEeJIbHO I[IOCJIeOOoBaATeJIbHOCTHY, KOoIUpYIIMEe WMMMYHOIOM/HAHTHLM
SIIUTOIN. B HEKOTOPHX BapMaHTax pealM3alluM u300peTeHMs O(QpaTlMeHTH
nocjyenoraTeJbHOCTHM SEQ ID NO: 23 MoryT comepxaTb 2520 wmuiam 0O6oJiee
HYKJIEOTHUIOB, BKJIOUA g NIpenlouTUTEeJIbEHO [IOCJIeIOBaTEJIbHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMUTOI. B HeKOTOpPHX BapMaHTax
peanMsalum M300peTeHUA Q(parMeHTH IIocJjenoBaTesibHOCTM SEQ ID NO:
23 MOT'YT comepxaThb 2580 WJIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
SIIUTOIN. B HEKOTOPHX BapMaHTax pealiM3alluM Hn300peTeHMsa O(QpalMeHTH
nocjenoraTesipbHOCTM SEQ ID NO: 23 MoryT comepxaTb 2640 wmiam 6©GoJiee
HYKJIEOTUIOB, BKJIOUA A IPenlouTUTEeJIbEHO [IOCJIeIOBaTEJIbHOCTH,
KoOgupymye  MMMYHOIOMMHAHTHEM  SIMTOII. B HeKOTOpPHX BapMaHTax
peamm3auMn M300peTeHUd OQpalMeHTH [ocjenoBaTeJibHOCTM SEQ ID NO:
23 MOTYT comepxaTb 2700 WJIN BoJiee HYKJIEOTUIOOB, BKJIOUA g
NPenlouTHUTEeNIbHO IIOCJIeNoBaTeJIbHOCTY, KOIOUPpYKMMe WMMMYHOIOMMHAHTHBIM
SIMUTOIN. B HEKOTOPHX BapMaHTax pealu3aluM u3o00peTeHMs (QpaTrMeHTH
nocjenmoBaTeJibHOCTM SEQ ID NO: 23 MoT'yT comepxaTb 2760 miam 0OoJiee
HYKJIEOTHUIOB, BKJIOUA g IpennouTUTeJIbLHO [IOCJIeIOBaTEeJIbHOCTH,
Kogupyomye  MMMYHOIOOMMHAHTHEM  SIIMUTOII. B HeKOTOpPHX BapMaHTax
peanmzaluu unU300peTeHUd OQ(parMeHTH IocJenoBaTeJibHocT SEQ ID NO:
23 MOT'YT comepxaThb 2820 WJIIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPennouTUTEeJILHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIUpyIMe MMMYHOIOMMHAHTHHM
STIUTONN. B HEKOTOPHX BapMaHTax peallM3alluM un300peTeHMs O(QpaTlMeHTH
nocjenoraTespHOCTHM SEQ ID NO: 23 MoryT comepxaTb 2880 wmiam 0O6oJiee
HYKJIEOTHUIOB, BKJIOUA g NIpPennouTUTEJIBEHO [IOCJIeNOBATEJIBHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMUTOII. B HeKOTOpPHX BapMaHTax
peanmsaluy M300peTeHUA QparMeHTH IIocJjenoBaTesibHOCTM SEQ ID NO:
23 MOT'YT comepXxaThb 2940 MJIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPennouTUTEJIbHO I[IOCJIeOOoBaTeJILHOCTHY, KOoIMpYyoIMe MMMYyHOIOMM/HAHTHHIM

snmTon. B HEKOTOPEX BapMaHTaX peaJiiMsallll MBO@peTeHME{ q_)pal"MeHTbI
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nocjyenoraTespHOCTHM SEQ ID NO: 23 mMoryT comepxaTb 3000 wmiam OGoJiee
HYKJIEOTUIOB, BKJIOUA A NIPenlouTUTEeJIbEHO [IOCJIeNOBATEJIbHOCTH,
KoOgupymye  MMMYHOIOMMHAHTHHEM  SIIMTOII. B HeKOTOpPHX BapMaHTax
peanmmsauum Mn300peTeHMA Q(parMeHTH IIocJjenoBaTesibHOCTM SEQ ID NO:
23 MOTYT comepxaTb 3060 WJIN BoJlee HYKJIEOTUIOOB, BKJIOUA S
NPenlouTHUTEeJIbHO IIOCJIeNoBaTeJIbHOCTY, KOIOUPYKIMe WMMMYyHOIOMMHAHTHBIM
SIUTON. B HEKOTOPHX BapMaHTax pealr3aluu Kn300peTeHMAa O(palMeHTH
nocjenmoBaTeJibHOCTM SEQ ID NO: 23 MoTyT comepxaTb 3120 miam O6oJiee
HYKJIEOTHUIOB, BKJIOUA g IpenIouTUTeJIbHO [IOCJIeOOBaTEeJIbHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHENM  SIIMUTOII. B HeKOTOpPHX BapMaHTax
peanmsaluu unU300peTeHUd OQ(parMeHTH IocjenoBaTeJibHoCcT SEQ ID NO:
23 MOT'YT comepxaThb 3180 MJIIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPenrnouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIUpyIMe WMMMYHOIOMMHAHTHHM
SIIUTONN. B HEKOTOPHX BapMaHTax pealM3alluM un300peTeHUs O(QpaTlMeHTH
nocjenoraTeJpHOoCTHM SEQ ID NO: 23 MoryT comepxaTb 3240 wuiam OGoJiee
HYKJIEOTHUIOB, BKJIOUA g NIpennouTUTEeJIbEHO [IOCJIeNOBaTEJIbHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIMUTOII. B HeKOTOpPHX BapMaHTax
peanmnsalum M300peTeHUuA QparMeHTH IIocJjenoBaTesibHOCTM SEQ ID NO:
23 MOT'YT comepXxaThb 3300 MJIN BoJiee HYKJIEOTUIOB, BKJIIOUA A
OPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYyoIMe MMMYyHOIOMMHAHTHHM
SIUTOIN. B HEKOTOPHX BapMaHTax pealiM3aluu unu300peTeHMsa O(palMeHTH
nocjyenoraTesibHoOCTM SEQ ID NO: 23 MoIyT comepXaTb 3360 wuiam OoJiee
HYKJIEOTUIOB, BKJIOUA A IpenilouTUTeJIbEHO [IOCJIeOBaTEeJIbHOCTH,
Kooupyomye  UMMYyHOIOOMMHAHTHEI  SIMUTOII. B HeKOTOpPHIX BapMaHTax
peanuzauuu un3o00peTeHUA OQ(parlMeHTH IIocJjenoBaTesibHOCcTM SEQ ID NO:
23 MOTYT comepxaThb 3420 WMIIN HoJiee HYKJIEOTUIOOB, BKJIIOUA A
OPenrnouTUTeJIbHO I[IOCJIeOOBaATeJILHOCTHY, KOIMPpYIIMe MMMYHOIOMMHAHTHLIM
SIIMUTOIN. B HEKOTOPHX BapMaHTax pealru3aluM u300peTeHUs (QpaTlMeHTH
nocjenoBaTeJbHOCTHM SEQ ID NO: 23 MoryT comepxaTb 3480 miam OoJiee
HYKJIEOTHUIOB, BKJIOUA g IpenlouTUTEeJIbLHO [IOCJIeIOBaTEeJIbHOCTH,
Kogupyomye  MMMYHOIOOMMHAHTHBEM  SIIMUTOI. B HeKOTOpPHX BapMaHTax
peamMsaluu M300peTeHMA Q(parMeHTH IIocJjenoBaTesibHoCcTM SEQ ID NO:

23 MOTYT COIOepXaThb KoIMpyHIMVe IIOCJIeIOBaTeJIEHOCTM IJIA JIMIOCSPHEIX

IOCJIENOBATEJBEHOCTEN IgE. B HEKOTOPHX BapMaHTax peannsalnm
n300peTeHnda (QparMeHTH HocjemopaTeJibHoCcTM SEQ ID  NO: 23 He
comepxarT KOOUpYyom/e [IOCJIenOBaTEJIEHOCTH nJis JIMIEPHEBIX

nocjienoBaTenbHOCTen IgE.
[00307] Q®parMeHTH MOI'YT COHOepXaTb MeHee 60 HYKJIeOTHUIOB, B
HEKOTOPEIX BapMaHTax peanusauumn nz3obpeTeHms - MeHee 75

HYRKJIIEOTMOOB, B HEeKOTOPEIX BaplmaHTax peayimsalnm MBO@peTeHMﬂ -
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MeHee 90 HYKJIEOTUIOB, B HEKOTOPHX BapMaHTax peann3alumum
nz3obperTeHus - MeHee 120 HYKJIEOTHMIOB, B HEKOTOPHX BapMaHTax
peanmnzauuu unU300peTeHrMsa — MeHee 150 HYKIJIE€OTUIOB, B HEKOTOPHX
BapMaHTax peajmMz3almu mu300peTeHrds — MeHee 180 HYKIJIeOTHHOOB, B
HEKOTOPEIX BapraHTax peanusauum nz3obpeTeHmUA - MeHee 210
HYKJIEOTHUIOOB, B HEKOTOPHX BapMaHTax peajlusaluu uU300peTeHusd -—

MeHee 240 HYRJI€OTMIOOB, B HEeKOTOPEX BaprmaHTaxXx peanms3aumnm

nzobpeTeHmusas - MeHee 270 HYKJEOTMIOB, B HEKOTOPHX BapMaHTax
peanuzauumu uzobpeTeHMa — MeHee 300 HYKJIE€OTUMIOB, B HEeKOTOPHX
BapMaHTax peaJuzauuu uzsobpeTeHrusa — MeHee 360 HYKJIeOTHMOOB, B
HEKOTOPHIX BapraHTax peann3aumum nzobpeTeHms - MeHee 420

HYKJIEOTHMIOB, B HEKOTOPHX BapMaHTax peaJluM3alumu un300peTeHusd -—
MeHee 480 HYKJIEOTUIOB, B HEKOTOPHIX BapMaHTax peann3alumumn
nz3obpeTeHus - MeHee 540 HYKJIeOTHMIOB, B HEKOTOPHX BapMaHTax
peanuzaluu un300peTeHMa — MeHee 600 HYKJIEOTUIOB, B HEKOTOPHX
BapMaHTax peaJMz3aluu mu300peTeHMa — MeHee 660 HYKIJIeOTHUIOB, B
HEKOTOPHIX BapraHTax peann3anumum nz3obpeTeHms - MeHee 720
HYKJIEOTHMIOB, B HEKOTOPHX BapMaHTax peaJlM3alumu mn300peTeHusd -—
MeHee 780 HYKJIEOTUIOB, B HEKOTOPHX BapMaHTax peann3alumumn
nz3obperTeHus - MeHee 840 HYKJEOTHMIOB, B HEKOTOPHX BapMaHTax
peanmuzauumu un300peTeHrMda — MeHee 900 HYKJIEOTMIOB, B HEKOTOPHIX
BapMaHTax peajmMz3alumu mus300peTeHrMda — MeHee 960 HYKIJIeOTHOOB, B
HEKOTOPEHIX BapMaHTax peanusauum nzobperTeHms - MeHee 1020
HYKJIEOTHUIOOB, B HEKOTOPHX BapMaHTax peajlmusaluu u3o0peTeHusd -—

MeHee 1080 HYKJIEOTULOOB, B HEKOTOPEHIX BapMaHTax peanusalnmnum

nzobperTeHmusa - MeHee 1140 HYKJIeOTHMOOB, B HEKOTOPHX BapMaHTax
peanuzauumu wmz0bpeTeHMa — MeHee 1200 HYKJIE€OTUMIOB, B HEKOTOPHX
BapMaHTax peaJguzaluuu us3obpeTeHMsa - MeHee 1260 HYKJIEOTUIOOB, B
HEKOTOPHIX BapmMaHTax peaamn3anmm n300peTeHnd - MeHee 1320

HYRKJIeOTMOOB, B HeKOTOPEIX BapMmaHTax pealJinmsalumm MBO@peTeHMH -

MeHee 1380 HYKJIEOTUIOB, B HEKOTOPEIX BapmMaHTax peaan3sanmm

nzobpeTeHus - MeHee 1440 HYKJIeOTHMIOOB, B HEKOTOPHX BapMaHTax
peannzalumu wm300peTeHMa — MeHee 1500 HYKJI€OTUMIOB, B HEKOTOPHX
BapMaHTax peaJMz3alur us300peTeHMda - MeHee 1560 HYKJIEOTUMIOOB, B
HEKOTOPHIX BapMaHTax peannsanmm n300peTeHnd - MeHee 1620

HYKJIEOTHMIOB, B HEKOTOPHX BapMaHTax pealM3alumu un300peTeHusd -—
MeHee 1680 HYKJIEOTULOOB, B HEKOTOPEIX BapmUaHTax peanansaumm
nzobperTeHus - MeHee 1740 HYKJIeOTHMIOOB, B HEKOTOPHX BapMaHTax
peanmnzauuu m300peTeHUsS — MeHee 1800 HYKIJIEOTUIOB, B HEKOTOPHX

BapMaHTax peajM3aluu u300peTeHrMsa - MeHee 1860 HYKIJIEOTHUMIOOB, B
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HEKOTOPEHIX BapmMaHTax peanmnsanmm n300peTeHnd - MeHee 1920
HYKJIEOTHMIOB, B HEKOTOPHX BapMaHTax peajlM3aluu unU300peTeHud -—

MeHee 1980 HYKJIEOTUIOB, B HEKOTOPEIX BapuaHTax peanusaumm

nz3obpeTeHus - MeHee 2040 HYKJIeOTHMIOOB, B HEKOTOPHX BapMaHTax
peanmuzauuu m300peTeHrsd — MeHee 2100 HYKIJIEOTUIOB, B HEKOTOPHX
BapMaHTax peaju3aumuu uns300peTeHrs - MeHee 2160 HYKJIeOTUMIOOB, B
HEKOTOPEIX BapMaHTax peanusaumnum n3obpeTeHmA - MeHee 2220

HYRJIeOTMIOOB, B HeKOTOPEIX BapMmaHTaXx pealinzallm MSO@peTeHMH -

MeHee 2280 HYKJIEOTUIOB, B HEKOTOPEIX BapmMaHTax peaan3zanumm

nzobpeTeHus - MeHee 2340 HYKJIeOTHMIOB, B HEKOTOPHX BapMaHTax
peanuzaluumu wmz300peTeHMa — MeHee 2400 HYKJIEOTUMIOB, B HEKOTOPHX
BapMaHTax peaJuzalumu muzsobpeTeHMsa - MeHee 2460 HYKJIEOTUIOOB, B
HEKOTOPHIX BapMaHTax peaansanmum n300peTeHnd - MeHee 2520

HYRKJIeOTMIOOB, B HeKOTOPEIX BapMMaHTax pealimsalnm MSO@peTeHMH -

MeHee 2580 HYKJIEOTUIOB, B HEKOTOPEIX BapmUaHTax peanmMsanmnuu

nzobpeTeHus - MeHee 2640 HYKJIeOTHMIOOB, B HEKOTOPHX BapMaHTax
peanmnzalnu wm300peTeHMa — MeHee 2700 HYKJIEOTUIOB, B HEKOTOPHX
BapMaHTax peajJM3aluy n300peTeHrMda - MeHee 2760 HYKJIEOTUMIOOB, B
HEKOTOPEHIX BapMaHTax peannsanmm n300peTeHnd - MeHee 2820

HYRJIIeOTMOOB, B HEeKOTOPEIX BaplMmaHTax pealimsalnnm MBO@peTeHMﬂ -

MeHee 2860 HYKJIEOTUIOB, B HEKOTOPEIX BapmMaHTax peanusaumm

nz3obperTeHus - MeHee 2940 HYKJIeOTHMIOOB, B HEKOTOPHX BapMaHTax
peanmuzauumu m300peTeHrsa — MeHee 3000 HYKJI€OTUIOB, B HEKOTOPHX
BapMaHTax peaju3alumuu uns300peTeHus - MeHee 3060 HYKJIeOTMIOOB, B
HEKOTOPEIX BapMaHTax peanusaumnum n3obpeTeHmA - MeHee 3120

HYRJIeOTMIOOB, B HeKOTOPEIX BapMmaHTaxXx pealinzallm MSO@peTeHMH -

MeHee 3180 HYKJIEOTUIOOB, B HEKOTOPEIX BapmMaHTax peaan3zanumm

nzobpeTeHmus - MeHee 3240 HYKJIeOTHMIOOB, B HEKOTOPHX BapMaHTax
peanuzaluumu wmz300peTeHrMa — MeHee 3300 HYKJIEOTMIOB, B HEeKOTOPHX
BapMaHTax peaJuz3aluy us300peTeHMsa - MeHee 3360 HYKJIEOTUMIOOB, B
HEKOTOPHIX BapMaHTax peaamnsanmm n300peTeHnd - MeHee 3420

HYKJIEOTUIOB, B HEKOTOPHX BapMaHTax pealM3aluur Kn300peTeHus -
MeHee 3480 HYKJEOTUIOB, a B HEeKOTOPHX BapMaHTax pealu3alun
n3o0bpeTeHnsa — MeHee 3510 HYKJIeOTUIOB.

[00308] O®dparMeHTH TMoclelopaTeJibHoCcTM SEQ ID NO: 24 MoOTyT
comepxaTk 15 wmim ©Oojilee aMMHOKMCJIOT, BKJKUASA I[IPeOIIOUTUTEJIBEHO
[I0CJIenOBaTEJILHOCTH, KOoOUpyomme VIMMYHOIOMMHAaHTHEI SIMUTOI. B
HEKOTOPHX BapMaHTax peaauzanmnm n300peTeHnd bparMeHTH
nocyienoBaTesqibHoCcTM SEQ ID NO: 24 wmMoryT comepxaThk 18 wmiam ©Oojiee

aMVMHOKMCJIIOT, BRJIIOUAa A INpenliodyTrmMTeJIEHO rnocjienoBaTeJIbHOCTH,
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Kogupymye  MMMYHOIOMMHAHTHEM  SIMTOII. B HeKOTOpPHX BapMaHTax
peanmzaluy Mn300peTeHMA OQparMeHTH IocJjenoBaTejibHocT SEQ ID NO:
24 MOT'YT comepXxaThb 21 WJIIN boJiee AMMHOKMCJIIOT, BKJIOUA A
OPEennouTUTEJIbHO I[IOCJIeOOBaTeJIbHOCTHY, KOoIMpYyoIMe MMMYyHOIOMMHAHTHHIM
SIUTOIN. B HEKOTOPHX BapMaHTax pealin3aluu u300peTeHMsa O(palMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 24 wmoryT comepxaThb 24 wiam 0OoJiee
aMMHOKMUCJIIOT, BKJIOUA A IpenllouTUTEeJIbEHO [I0CJIenOBaTEJILHOCTH,
Kogupylmye  MMMYHOIOMUHAHTHEM  SIIMUTOII. B HeKOTOpPHX BapMaHTax
peanmzalunu mnU300peTeHUd OQ(parMeHTH IocJenoBaTelJibHoCcTH SEQ ID NO:
24 MOTYT comepxaThb 30 MJIIN HoJiee aMMHOKMCJIIOT, BKJIIOUA A
OPennouTUTEeJILHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMUpYyIIMe MMMYyHOIOM/HAHTHHM
SIIUTOIN. B HEKOTOPHX BapMaHTax pealM3alluM u300peTeHMs O(QpaTlMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 24 wmMoryT comepXxaThk 36 wmim 0OojJiee
aMMHOKMCJIOT, BKJIOUA g NIpenlouTUTEeJIbEHO [IOCJIenOBaTEJIEHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMUTOI. B HeKOTOpPHX BapMaHTax
peanmsaluu un300peTeHMA OQ(parMeHTH IocJenoBaTeJibHocT SEQ ID NO:
24 MOT'YT comepxaThb 42 WJIIN BoJiee aMMHOKMCJIIOT, BKJIIOUA A
OPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
SIIUTOIN. B HEKOTOPHX BapMaHTax pealiM3alluM Hn300peTeHMsa O(QpalMeHTH
nocyienoBaTeJsqibHoCcTM SEQ ID NO: 24 wmMoryT comepxaThk 48 wmiam 0OojJiee
aMMHOKMUCJIIOT, BKJIOUA A IPenlouTUTEeJIbEHO [I0CJIenOBaTEJILHOCTH,
KoOgupymye  MMMYHOIOMMHAHTHEM  SIMTOII. B HeKOTOpPHX BapMaHTax
peanuzauumu u3obpeTeHUAa OQ(pal'MeHTH IocJjenoBaTesibHOCcTM SEQ ID NO:
24 MOTYT comepxaTb 54 WJIN BoJiee aMMHOKMCJIOT, BKJIOUA g
NPenlouTHUTEeNIbHO IIOCJIeNoBaTeJIbHOCTY, KOIOUPpYKMMe WMMMYHOIOMMHAHTHBIM
SIMUTOIN. B HEKOTOPHX BapMaHTax pealu3aluM u3o00peTeHMs (QpaTrMeHTH
nocyenoBaTeJqibHOCTM SEQ ID NO: 24 wmoryT comepxaTk 60 wmiam ©OoJiee
aMMHOKMCJIOT, BKJIOUA g IpennouTUTeJIbLHO [IOCJIeNOBATEJIBHOCTH,
Kogupyomye  MMMYHOIOOMMHAHTHEM  SIIMUTOII. B HeKOTOpPHX BapMaHTax
peanmzaluu unU300peTeHUd OQ(parMeHTH IocJenoBaTeJibHocT SEQ ID NO:
24 MOT'YT comepxaThb 66 WMJIIN BoJiee aMMHOKMCJIIOT, BKJIIOUA A
OPennouTUTEeJILHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIUpyIMe MMMYyHOIOMMHAHTHHM
STIUTONN. B HEKOTOPHX BapMaHTax peallM3alluM un300peTeHMs O(QpaTlMeHTH
nocyenoBaTeJibHoCcTM SEQ ID NO: 24 wmMoryT comepXxaThk /2 wim 0OojJiee
aMMHOKMCJIOT, BKJIOUA g NIpPennouTUTEJIBEHO [IOCJIenOBaTEJIEHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMUTOII. B HeKOTOpPHX BapMaHTax
peanmszaluy un300peTeHMI OQ(parMeHTH I[ocJenoBaTejibHocT SEQ ID NO:
24 MOT'YT comepXxaThb 90 MJIN BoJiee AMMHOKMCJIIOT, BKJIOUA A
OPennouTUTEJIbHO I[IOCJIeOOoBaTeJILHOCTHY, KOoIMpYyoIMe MMMYyHOIOMM/HAHTHHIM

snmTon. B HEKOTOPEX BapMaHTaX peaJiiMsallll MBO@peTeHME{ q_)pal"MeHTbI
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nocyienoBaTeJsibHoCcTM SEQ ID NO: 24 mMoryT comepXxaTk 120 wmiam 6OoJee
aMVUHOKMUCJIOT, BKJIIOUA A IPenrIoYTUTEJILHO [I0CJIenOBaTEJILHOCTH,
KoOgupymye  MMMYHOIOMMHAHTHHEM  SIIMTOII. B HeKOTOpPHX BapMaHTax
peanmzaluu MnU300peTeHMAd OQ(parMeHTH I[ocJenoBaTejibHocT SEQ ID NO:
24 MOTYT comepxaTb 150 WJIN BoJlee aMMHOKMCJIIOT, BKJIOUA A
NPenlouTHUTEeJIbHO IIOCJIeNoBaTeJIbHOCTY, KOIOUPYKIMe WMMMYyHOIOMMHAHTHBIM
SIUTON. B HEKOTOPHX BapMaHTax pealr3aluu Kn300peTeHMAa O(palMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 24 moryT comepxaThk 180 wmiam OoJee
aMUHOKMCJIOT, BKJIIOUA I NPenrnodTUTEJILEHO [IOCJIenOBaTEJILHOCTH,
Kogupyomye  MMMYHOIOMUMHAHTHBENM  SIIMUTOII. B HeKOTOpPHX BapMaHTax
peanmsaluu unU300peTeHUd OQ(parMeHTH IocjenoBaTeJibHoCcT SEQ ID NO:
24 MOT'YT comepxaThb 210 WMJIIN BoJiee aMMHOKMCJIIOT, BKJIIOUA A
OPenrnouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIUpyIMe WMMMYHOIOMMHAHTHHIM
SIIUTONN. B HEKOTOPHX BapMaHTax pealM3alluM un300peTeHUs O(QpaTlMeHTH
nocyenosaTeJqibHoCcTM SEQ ID NO: 24 moryT comepxaTk 240 wmiam OoJee
aMVUHOKMUCJIOT, BKJIIOUA I NPenrIodTUTEJIEHO [IOCJIenOBaTEJIEHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIMUTOII. B HeKOTOpPHX BapMaHTax
peanmsaluu Mn300peTeHMA OQ(parMeHTH I[ocJenoBaTejibHocT SEQ ID NO:
24 MOT'YT comepXxaThb 270 MJIIN BoJiee aAMMHOKMCJIIOT, BKJIOUA A
OPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYyoIMe MMMYyHOIOMMHAHTHHM
SIUTOIN. B HEKOTOPHX BapMaHTax pealiM3aluu unu300peTeHMsa O(palMeHTH
nnocyenosaTesibHoCcTM SEQ ID NO: 24 wmoryT comepxaTk 300 wmiam OoJee
aMVHOKMCJIOT, BKJIIOUA A NPEenrIouTUTEJILHO [I0CJIenOBaTEJILHOCTH,
Kooupyomye  UMMYyHOIOOMMHAHTHEI  SIMUTOII. B HeKOTOpPHIX BapMaHTax
peanuzauuu un3o00peTeHUA OQ(parlMeHTH IIocJjenoBaTesibHOCcTM SEQ ID NO:
24 MOTYT comepxaThb 330 MJIIN HoJiee aAMMHOKMCJIOT, BKJIIOUA A
OPenrnouTUTeJIbHO I[IOCJIeOOBaATeJILHOCTHY, KOIMPpYIIMe MMMYHOIOMMHAHTHLIM
SIIMUTOIN. B HEKOTOPHX BapMaHTax pealru3aluM u300peTeHUs (QpaTlMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 24 moryT comepxaTk 360 wmiam OoJee
aMUHOKMUCJIOT, BKJIIOUA I NPenrnoYTUTEJIEHO [IOCJIenOBaATEJIBHOCTH,
Kogupyomye  MMMYHOIOOMMHAHTHBEM  SIIMUTOI. B HeKOTOpPHX BapMaHTax
peanmsaluu mn300peTeHMd OQ(parMeHTH IocjenoBaTejibHocT SEQ ID NO:
24 MOT'YT comepxaThb 390 WMJIN BoJiee aMMHOKMCJIIOT, BKJIIOUA A
OPenrnouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
STIMUTONN. B HEKOTOPHX BapMaHTax pealiM3alluM Hn300peTeHMs O(QpaTlMeHTH
nnocyenoBaTeJsqibHoCcTM SEQ ID NO: 24 moryT comepxaTk 420 wmiam 0OoJee
aMUHOKMUCJIOT, BKJIIOYUA 4 NPenrIoYTUTEJILHO [I0CJIenOBaTEJILHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMTOII. B HeKOTOpPHX BapMaHTax
peanmzaluy Mn300peTeHMA OQ(parMeHTH I[ocJenoBaTejibHocT SEQ ID NO:

24 MOT'YT comepXxaThb 450 WJIIN boJiee AMMHOKMCJIIOT, BKJIOUA S
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OPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYoIMe MMMYyHOIOMMHAHTHHM
SIUTOIN. B HEKOTOPHX BapMaHTax pealiM3aluu Knu300peTeHMsa O(palMeHTH
nocyenosaTesibHoCcTM SEQ ID NO: 24 mMoryT comepxaTk 480 wmiam OoJee
aMMHOKMUCJIIOT, BKJIIOUA A NPEenrouTUTEJILHO [I0CJIenOBaTEJILHOCTH,
Kooupyomye  UMMYyHOINOMMHAHTHEI  SIMUTOII. B HeKOTOpPHIX BapMaHTax
peanuzauuu un3obpeTeHUA OQ(pal'MeHTH IIocJjenoBaTesibHoCcTM SEQ ID NO:
24 MOTYT comepxaTb 510 WJIN foJiee aMMHOKMCJIOT, BKJIOUA A
OPenrnouTUTEeJIbHO IIOCJIeOOBaATeJILHOCTHY, KOIMPpYIIMe MMMYHOIOM/HAHTHLIM
SIIMUTOIN. B HEKOTOPHX BapMaHTax pealu3aluM u300peTeHUs (QpaTlMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 24 moryT comepxaTk 540 wmiam OoJee
aMMHOKMCJIOT, BKJIIOUA 1 NPenrnoYTUTEJIEHO [IOCJIenOBaATEJIBHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHBEM  SIIMUTOI. B HeKOTOpPHX BapMaHTax
peanmsaluu mn300peTeHUd OQ(parMeHTH IocJenoBaTeJibHocT SEQ ID NO:
24 MOT'YT comepxaThb 570 I BoJiee aMMHOKMCJIIOT, BKJIIOUA A
OPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
SIIUTOIN. B HEKOTOPHX BapMaHTax pealM3alluM Kn300peTeHMs O(QpaTlMeHTH
nnocyienoBaTeJibHoCcTM SEQ ID NO: 24 moryT comepxaTk 600 wmiam OoJee
aMMHOKMCJIOT, BRJIIOUA A NIPenrIoYTUTEJILHO [I0CJIenOBaTEJILHOCTH,
Kogupyomye  MMMYHOIOMUMHAHTHEM  SIMTOII. B HeKOTOpPHX BapMaHTax
peanmszaluy un300peTeHMAd OQ(parMeHTH IocJenoBaTejibHocT SEQ ID NO:
24 MOT'YT comepXxaThb 630 MJIN boJiee AMMHOKMCJIIOT, BKJIOUA A
OPEennouTUTEJIbHO I[IOCJIeOOoBaTeJILHOCTHY, KOoIMpYyIIMe MMMYyHOIOMM/HAHTHHIM
SIUTOIN. B HEKOTOPHX BapMaHTax pealM3aluu u300peTeHUsa O(palMeHTH
nocjienoBaTesbHOoCTM SEQ ID NO: 24 mMoryT comepxaThb 660 wmim 0OoJiee
aMMHOKMUCJIIOT, BKJIOUA A NPEenrIoYTUTEJILHO [I0CJIeDOBaTEJILHOCTH,
Kooupyllmre  MMMYHOIOMUHAHTHENM  SIIMTOII. B HeKOTOpPHX BapMaHTax
peanmzaluun mnU300peTeHUd OQ(parMeHTH IocJenoBaTelJibHoCcT SEQ ID NO:
24 MOTYT comepxaThb 690 MJIIN HoJiee aAMMHOKMCJIIOT, BKJIIOUA A
OPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbLHOCTHY, KOoIMpYIIMe MMMYyHOIOM/HAHTHLM
SIIUTOIN. B HEKOTOPHX BapMaHTax pealM3alluM u300peTeHUs (QpaTlMeHTH
nocyenoBaTeJqibHOCTM SEQ ID NO: 24 moryT comepxaTk 720 wmiam OoJee
aMMHOKMCJIOT, BKJIIOUA 1 NPenrIoYTUTEJIEHO [IOCJIenOBaTEJIEHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIMUTOII. B HeKOTOpPHX BapMaHTax
peanmsaluu un300peTeHMA OQ(parMeHTH IocJenoBaTejibHocT SEQ ID NO:
24 MOT'YT comepXxaThb 750 WJIIN BoJiee aMMHOKMCJIIOT, BKJIIOUA A
OpPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYoIMe MMMYyHOIOMMHAHTHHM
SIIUTONN. B HEKOTOPHX BapMaHTax pealiM3alluu Kn300peTeHMsa O(QpalMeHTH
nocyenosaTesqibHoCcTM SEQ ID NO: 24 mMoryT comepxaThk /780 wmiam 6OoJee
aMMHOKMUCJIIOT, BKJIIOUA A IPenriouTUTEJILHO [I0CJIenOBaTEJILHOCTH,

roompyroumre I/II\EMYHO,JIOMMHaHTHBIﬁ SIIMTOIT. B HeKOTOPRIX BapraHTaXx
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peanmszaluu Mn300peTeHMA OQ(parMeHTH IocJjenoBaTejibHocT SEQ ID NO:
24 MOT'YT comepXxaThb 810 MJIIN BoJiee AMMHOKMCJIIOT, BKJIOUA A
OPEennouTUTEJIbHO I[IOCJIeOOoBaTeJILHOCTHY, KOoIMpYyoIMe MMMYyHOIOMMHAHTHHM
SIUTOIN. B HEKOTOPHX BapMaHTax pealiM3aluu u300peTeHMsa O(palMeHTH
nocjyenoBaTengbHoCcT SEQ ID NO: 24 wmoryT conmepxaThk 840 wmim OoJiee
aMMHOKMUCJIIOT, BKJIOUA A IpenllouTUTeJIbEHO [IOCJIeIOBATEJIbHOCTH,
Kooupyomye  UMMMYyHOIOOMMHAHTHEM  SIOMUTOII. B HeKOTOPHIX BapMaHTax
peanmzaluun mnU300peTeHUd Q(parMeHTH IocJenoBaTelJibHocT SEQ ID NO:
24 MOT'YT comepxaThb 870 MJIIN HoJiee aAMMHOKMCJIIOT, BKJIIOUA A
OPenrnouTUTEeJIbHO I[IOCJIeOOoBaTeJILHOCTY, KOIMpYIIMe MMMYyHOIOMMHAHTHLIM
STIUTOIN. B HEKOTOPHX BapMaHTax pealM3alluM u300peTeHMs O(QpaTlMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 24 moryT comepxaTk 900 wmium OoJee
aMMHOKMCJIOT, BKJIOUA g NIpennouTUTEeJIbEHO [IOCJIeIOBaTEJIbHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMUTOII. B HeKOTOpPHX BapMaHTax
peanmsaluu un300peTeHUd OQ(parMeHTH IocjenoBaTejibHocT SEQ ID NO:
24 MOT'YT comepxaThb 930 WJIN BoJiee aMMHOKMCJIIOT, BKJIIOUA A
OPenrnouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
SIIUTONN. B HEKOTOPHX BapMaHTax pealiM3alluM Kn300peTeHUsa O(QpaTlMeHTH
nnocyienoBaTesqibHoCcTM SEQ ID NO: 24 moryT comepxaTk 9600 wmiam 0OoJee
aMMHOKMCJIOT, BKJIOUA A NIPenIouTUTEJIBEHO [IOCJIeNOBATEJIBHOCTH,
KoOgupymye  MMMYHOIOMMHAHTHEM  DIIMTOII. B HeKOTOpPHX BapMaHTax
peanmMzaluuu Mn300peTeHMAd OQ(parMeHTH I[ocJjenoBaTejibHocT SEQ ID NO:
24 MOTYT comepXxaThb 990 WJIIN boJiee AMMHOKMCJIIOT, BKJIOUA S
NPenlouTUTEeJIbHO IIOCJIeNoBaTeJIbHOCTY, KOIOUPYHMMe WMMMYHOIOMMHAHTHBIM
SIUTON. B HEKOTOPHX BapMaHTax pealrM3aluu K300peTeHMUSa O(palMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 24 moryT cozepxaTbk 1020 wmim OGoJee
aAMMHOKMCJIIOT, BKJIOUA g IpenIouTUTeJIbHO [IOCJIeIOBaTEeJIbHOCTH,
Kogupyomye  MMMYHOIOMUMHAHTHENM  SIIMTOII. B HeKOTOpPHX BapMaHTax
peanmzaluu unU300peTeHUd OQ(parMeHTH IocJenoBaTelJibHocT SEQ ID NO:
24 MOT'YT comepxaThb 1050 WMJIIN BoJiee aMMHOKMCJIIOT, BKJIIOUA A
OPennouTUTeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
SIIUTOINN. B HEKOTOPHX BapMaHTax pealM3alluM Kn300peTeHMs O(QpaTlMeHTH
nocyenoBaTeJibHoCcTM SEQ ID NO: 24 moryT comepxaTk 1080 wmim 0OoJiee
aMMHOKMCJIOT, BKJIOUA g NIpennouTUTEeJIbEHO [IOCJIeNOBaTEJIbHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIMTOI. B HeKOTOpPHX BapMaHTax
peanmmsaluu un300peTeHMI OQ(parMeHTH I[ocJenoBaTejibHocT SEQ ID NO:
24 MOT'YT comepXxaThb 1110 WJIN BoJiee aAMMHOKMCJIIOT, BKJIIOUA A
OPennouTUTEeJIbHO I[IOCJIeOOoBaTeJIbHOCTHY, KOoIMpyoIMe MMMYyHOIOMMHAHTHHM
SIUTOIN. B HEKOTOPHX BapMaHTax pealin3aluu unu300peTeHMs OQpalMeHTH

nocjyenoratTesibHoCTM SEQ ID NO: 24 mMoryT comepxaTb 1140 wmiam ©GoJiee
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aMMHOKMCJIOT, BKJIOUA A NIPennouTUTEJIBEHO [IOCJIeNOBATEJIBHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMTOII. B HeKOTOpPHX BapMaHTax
peanmzaluu Mn300peTeHMAd OQ(parMeHTH I[ocJjenoBaTejibHocT SEQ ID NO:
24 MOT'YT comepXxaThb 1170 WJIIN boJiee AMMHOKMCJIIOT, BKJIOUA A
NPenlouTHUTEeJIbHO II0CJIeNOoBaTeJIbHOCTY, KOIOMPYHIMe WMMMYHOIOMMHAHTHBIM
SIUTONN. B HEKOTOPHX BapMaHTax pealiM3aluu Kn300peTeHUsa O(palMeHTH
nocjyenoBaTesbHoCcT SEQ ID NO: 24 mMoryT comepxaTk 1200 mim 6oJiee
aAMMHOKMCJIIOT, BKJIOUA g IpenIouTUTeJIbLHO [IOCJIeIOBaTEeJILHOCTH,
Kogupyomye  MMMYHOIOMUMHAHTHEM  SIIMUTOII. B HeKOTOpPHX BapMaHTax
peanmzalun mnU300peTeHUd OQ(parMeHTH IocJenoBaTelJibHOCTH SEQ ID NO:
24 MOT'YT comepxaThb 1230 MJIIN HoJiee aMMHOKMCJIIOT, BKJIIOUA A
OPennouTUTEeJILHO IIOCJIeOOoBaTeJIbLHOCTY, KOIMpYIIMe MMMYyHOIOMM/HAHTHHM
STIUTOIN. B HEKOTOPHX BapMaHTax pealM3alluM un300peTeHUs O(QpalMeHTH
nocyenoBaTeJqibHoCTM SEQ ID NO: 24 moryT comepxaTk 1260 wmim 0Oojiee
aMMHOKMCJIOT, BKJIOUA g NIpennouTUTEeJIbEHO [IOCJIeNOBaTEJIbHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHEM  SIIMTOI. B HeKOTOpPHX BapMaHTax
peanmsaluu un300peTeHMA OQ(parMeHTH I[ocJenoBaTeJibHocT SEQ ID NO:
24 MOT'YT comepXxaThb 1290 WJIN BoJiee aMMHOKMCJIIOT, BKJIIOUA A
OPenrnouTUTEJIbHO I[IOCJIeOOoBaTeJILHOCTHY, KOoIMpYoIMe MMMYyHOIOMMHAHTHHM
SIIUTOIN. B HEKOTOPHX BapMaHTax pealiM3aluu unu300peTeHUs O(palMeHTH
nocyienoBaTesqibHOCTM SEQ ID NO: 24 moryT comepXxaThk 1320 wmam 0OoJiee
aMMHOKMUCJIIOT, BKJIOUA A IpenllouTUTeJIbEHO [IOCJIeIOBAaTEJIbHOCTH,
KoOoupymye  VMMYHOIOMMHAHTHEM  DIMTOII. B HeKOTOpPHX BapMaHTax
peanmuzauuu un3obpeTeHUA OQ(pal'MeHTH IocJjenoBaTesibHocTM SEQ ID NO:
24 MOTYT comepxaTb 1350 WJIN foJiee aMMHOKMCJIOT, BKJIOUA A
IPenrnouTUTEeJIbHO IIOCJIeOOBaATeJILHOCTHY, KOIMPpYIIMe MMMYHOIOM/HAHTHLIM
SIIMUTOIN. B HEKOTOPHX BapMaHTax pealu3aluM u300peTeHMs (QpaTlMeHTH
nocyenoBaTeJibHOCTM SEQ ID NO: 24 moryT cozepxaTk 1380 wmim OoJee
aMMHOKMCJIOT, BKJIOUA A IpennouTUTEeJIbHO [IOCJIeIOBaTEJILHOCTH,
Kogupyomye  MMMYHOIOMMHAHTHBENM  SIIMUTOI. B HeKOTOpPHX BapMaHTax
peanmsaluu mn300peTeHUd OQ(parMeHTH IocjenoBaTeljibHocT SEQ ID NO:
24 MOT'YT comepXxaThb 1410 MJIIN BoJiee aMMHOKMCJIIOT, BKJIIOUA A
OPedrnouTUTEeJIbHO IIOCJIeOOoBaTeJIbHOCTHY, KOoIMpYIIMe MMMYyHOIOMMHAHTHHM
SIIUTONN. B HEKOTOPHX BapMaHTax pealM3alluM Kn300peTeHMs O(QpaTlMeHTH
nocyenoBaTeJibHoCTM SEQ ID NO: 24 wmoryT comepxaTk 1440 wmaum 0OoJiee
aMMHOKMCJIOT, BKJIOUA A NIPennouTUTEJIBEHO [IOCJIENOBATEJIBHOCTH,
KoOgupymye  MMMYHOIOMUMHAHTHBEM  SIMTOII. B HeKOTOpPHX BapMaHTax
peanmsaluu Mn300peTeHMA OQ(parMeHTH IocJjenoBaTejibHocT SEQ ID NO:
24 MOT'YT comepXxaThb 1470 MJIIN BoJiee AMMHOKMCJIIOT, BKJIIOUA A

InpenliouTrTeJIbHO IIoCJIeJOoBaTeJIBHOCTHM, KOIOMpPpYKIMEe T/Il\dMyHOILOWHaHTHbIﬁ
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SOUTON. B HEKOTOPHX BapMaHTax pealM3aluu u300peTeHUs O(QparMeHTH
nocjyenoraTespHOoCTM SEQ ID NO: 24 mMoryT comepxaTb 1500 wmiam 6GoJiee
AMMHOKMUCJIIOT, BRJIOUA S IPedloUYTUTENILHO II0CJIENOBATEJIBHOCTH,
Kooupyllyre  MMMyHOOOMMHAHTHEM  BIOUTOII. B  HEKOTOPHX BapMaHTax
peamm3aumMn MU300peTeHUd OQparlMeHTH I[ocjenoBaTeJibHOCTM SEQ ID NO:

24 MOTyT comepXaTbk KoIOMpyKmre IIOCJIeIOBaTeJIBHOCTYM IJIA JIMOEPHEIX

IoCJIenoBaTeJIbHOCTEN IgE. B HEeKOTOPHIX BapMaHTax pealmsaumm
n300peTeHnd QparMeHTH IIocjiemopaTeJibHoCcTM SEQ ID NO: 24  He
comepxaT Kooupyomme [IOCJIeDOBATEJIbLHOCTHU ojga JIMIOEPHEIX

nocjienoBaTelbHOCTen IgE.
[00309] OdparMeHTH MOI'yT COHOEPXaThb MeHee 24 aMUHOKUCIIOT, B
HEKOTOPEX BapMaHTax peanm3aumm n3obpeTeHNs - MeHee 30

AaMMHOKRMCJIOT, B HeKOTOPEIX BapMmaHTax pealimsalnm MSO@peTeHMH -

MeHee 36 aMMHOKMCJIIOT, B HEKOTOPHIX BapMaHTax peann3alumum
nzobpeTeHus - MeHee 42 aMMHOKMCIIOT, B HEKOTOPHX BapMaHTax
peannzanuuu un300peTeHMd — MeHee 48 aMMHOKMCJIOT, B HEKOTOPHX
BapMaHTax pealM3aluumu wmn3obpeTeHmus — MeHee 54 aMMHOKMCIIOT, B
HEKOTOPHIX BapMaHTax peann3anumum nz3obpeTeHms - MeHee 60

aMMHOKMCJIOT, B HEeKOTOPHX BapMaHTax pealu3aluy Kn300peTeHus -
MeHee 72 aMMHOKMCJIIOT, B HEKOTOPHX BapMaHTax peanu3auum
nz3obperTeHus - MeHee 90 aMMHOKMUCIIOT, B HEKOTOPHX BapMaHTax
peanmuzauuu m300peTeHrsa — MeHee 120 aMMHOKMCIIOT, B HEKOTOPHX
BapMaHTax peagu3auuu u3obpeTeHusa - MeHee 150 aMMHOKMCJIIOT, B
HEKOTOPEIX BapraHTax peanusaumum nzobpeTeHmA - MeHee 180
aMMHOKMCJIOT, B HEeKOTOPHX BapMaHTax pealu3aluM un300peTeHUsa -
MeHee 210 aMMHOKMCJIIOT, B HEKOTOPHIX BapuaHTax peanu3alumumn
nzobperTeHusas - MeHee 240 aMMHOKMCIIOT, B HEKOTOPHX BapMaHTax
peanuzaluumu mz300peTeHMa — MeHee 260 aMMHOKMCIIOT, B HEeKOTOPHX
BapMaHTax peaJmuzaluuu muzsobpeTeHrusa — MeHee 290 aMMHOKMCJIIOT, B
HEKOTOPHIX BapMaHTax peann3alumum nz3obpeTeHms - MeHee 320
aMMHOKMCJIOT, B HEeKOTOPHX BapMaHTax pealu3aluM un300peTeHus -
MeHee 350 aMMHOKMCJIIOT, B HEKOTOPHX BapMaHTax peann3aumum
nzobpeTeHus - MeHee 380 aMMHOKMCIIOT, B HEKOTOPHX BapMaHTax
peannzanuu wm300peTeHMa — MeHee 410 aMMHOKMCIIOT, B HEeKOTOPHX
BapMaHTax peaJmuzaluumu muz300peTeHusa — MeHee 440 aMMHOKMCIIOT, B
HEKOTOPHIX BapMaHTax peann3aumum nz3obpeTeHms - MeHee 470
aMMHOKMCJIOT, B HEKOTOPHX BapuaHTax pealu3alum un300peTeHus -
MeHee 500 aMMHOKMCJIIOT, B HEKOTOPHX BapraHTax peanu3aluum
nz3obperTeHus - MeHee 530 aMMHOKMCIIOT, B HEKOTOPHX BapMaHTax

peanuzauuu m300peTeHrsa — MeHee 560 aMMHOKMCIIOT, B HEKOTOPHX
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BapMaHTax peaJmMzalummu mnz300peTeHusa — MeHee 590 aMMHOKMCIIOT, B
HEKOTOPEIX BapMaHTax peanuszauumn n3obpeTeHms - MeHee 620
aMMHOKMCJIOT, B HEeKOTOPHX BapMaHTax pealu3alumM un300peTeHusd -
MeHee 650 aMMHOKMUCJIIOT, B HEKOTOPHIX BapraHTax peanu3alumum
nz0bpeTeHua - MeHee 680 aMMHOKMCIIOT, B HEKOTOPHX BapMaHTax
peammzaumuu u3o0bpeTeHUs — MeHee 710 aMMHOKMCJIOT, B HeKOTOPHX
BapMaHTax peagu3aumuu us3obpeTeHusa - MeHee 740 aMMHOKMCJIIOT, B
HEKOTOPHIX BapraHTax peann3alumum nz3obpeTeHms - MeHee 770
AMMHOKMCJIOT, B HEeKOTOPHX BapMaHTax peaJu3aluM un300peTeHusa -
MeHee 800 aMMHOKMCJIIOT, B HEKOTOPHX BapMaHTax peann3alumun
nzobpeTeHmusas - MeHee 830 aMMHOKMCIIOT, B HEKOTOPHX BapMaHTax
peanuzaluumu unz3obpeTeHMa — MeHee 860 aMMHOKMCIIOT, B HEKOTOPHX
BapMaHTax peaJmuzaumumu mus3o00peTeHrMsa — MeHee 890 aMMHOKMCIIOT, B
HEKOTOPHIX BaprMaHTax peann3alumum nz3obpeTeHmUs - MeHee 920
aMMHOKMCJIOT, B HEeKOTOPHX BapMaHTax pealu3alumM un300peTeHus -
MeHee 950 aMMHOKMCJIIOT, B HEKOTOPHX BapMaHTax peannsalunmu
nzobpeTeHus - MeHee 980 aMMHOKMCIIOT, B HEKOTOPHX BapMaHTax
peanmnzanuu wm300peTeHMsa — MeHee 1010 aMMHOKMCIIOT, B HEKOTOPHX
BapMaHTax peaJmMzaluu uns3o00peTeHrMsa - MeHee 1040 aMMHOKMCJIIOT, B
HEKOTOPHIX BapmMaHTax peaamnsanmm n300peTeHnd - MeHee 1070
aMMHOKMCJIOT, B HEeKOTOPHX BapMaHTax pealu3alum Un300peTeHus -

MeHee 1200 AMMHOKMCJIOT, B HEKOTOPEIX BapmuaHTax peanusaumm

nz0bpeTeHua - MeHee 1230 aMMHOKMCIIOT, B HEKOTOPHX BapMaHTax
peanmzaumuu mn300peTeHUs — MeHee 1260 aMMHOKMCJIOT, B HeKOTOPHX
BapMaHTax peaju3alumuu uns300peTeHus - MeHee 1290 aMMHOKMUCIIOT, B
HEKOTOPEIX BapmMaHTax peaan3anmm n300peTeHnd - MeHee 1320

aMIMHORMCJIOT, B HeKOTOPEIX BapMmaHTaxXx pealinzallm MBO@peTeHMH -

MeHee 1350 aAMMHOKMCJIOT, B HEKOTOPEIX BapmMaHTax peaau3sanumm

n3obpeTeHrsa - MeHee 1380 aMMHOKMCJIIOT, B HEKOTOPHX BapMaHTax
peanuzaluumu wmz300peTeHMa — MeHee 1410 aMMHOKMCIIOT, B HEKOTOPHX
BapMaHTax peaJMz3aluuu us3o0peTeHMsa - MeHee 1440 aMMHOKMCJIIOT, B
HEKOTOPHIX BapMaHTax peaansanmm n300peTeHn g - MeHee 1470

aMMHOKMCJIOT, a B HEeKOTOPHX BapMaHTax pealM3aluy WU300peTeHusd -
MeHee 1500 aMMHOKMCJIIOT.

(15) MAGE Al

[00310] BakumHa I[IO HaCTOAMEMY MW300pPeTeHMK MOXEeT COIepXaThb
PaKOBHM aHTUIEeH aCCOUMMPOBAHHENM C MeJlaHOMOM aHTureH 1 (MAGE Al),
ero ¢parMeHT WJIM eTo BapuaHT. MAGE Al, xoIupyeMel TI'eHoM MAGEA],
nopencraBygeT coboy 280-aMMHOKMCJIOTHHEM O0eJlok, U OwJIO oOHapyXeHO,

UTO OH 3JSKCIIpecCccHupyeTCd TOJIBKO OIIYXOJIEBEIMM KJI€TKaMlM W IIOJIOBEMUM
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kJIeTkaMu. MAGE Al 3aBuCHUT OT MeTummpoBaHusa [JHK 1mjd ero penpeccun

B HOPMaJIBEHEIX COMATUMUECKUMX TKaHAX . 3THU I'€HHE AKTUBMPYRTCA BO
MHOTUX THUIIax OHYXOJ'IQIZ B Xonoe Inpouecca IIOJIHOTT€HOMHOT'O
TeMeTVIIMPpOBaHMA, KOTOpBIﬁ SadacTVyIo CollpoBOXIOaeT OHKOTI'eHeS3. B
JaCTHOCTHU, IIpn 3JIOKauYeCTBeHHOM IIepepPOoXIeHNNM STU I'eHEHl
aKTUBMPYKOTCHA, SKCIIpeCCHpPYKRTCA u MOTYT CTaTb AHTUI' e HHBEIMI

MUIIEHAMM, KOTOPHE pPacClOo3HaAlTCS M aTakylTcsa MWMMYyHHOM CHUCTEeMOM.
TakuM oO6pasoM, TeHH MAGE OprHMMaKRT ydacTHMe B MMMYyHHOM IIPOlLlecCe,
OKa3HBasg HallpaBJIeHHOE BOBIEWCTBME Ha HEKOTOPHE pPaHHME OIIYyXOJIeBHe
KJIeTKU C 1IeJIbIo MMMYHHOT'O TIOBPEXIeHN A, MAGE Al MOXeT
DKCIIPEeCCUPOBATECA B Pa3JIMUHHX BMUIax paka, B TOM uucie, 06e3
OTpaHMUeHMSd MMM, MeJlaHOMaxX, KaplUMHOMax JIETKMX W ILJOCKOKJIE TOUHEIX
KapLUMHOMax MIUIeBOIa .

[00311] AxTMTen MAGE Al cnocobeH MWHIOIYIMPOBATH aHTUI'EH—
crienmdmUuecKuil T-KJIETOUHHIM U/MJIM MHTEHCUBHHEMN I'YMOPAJIBLHEIM MMMYyHHEE
OTBETH, TeM CaMbBM MHIYLUPYS WM BHS3HBAA MMMYHHHM OTBET, KOTOPHM
HaopaBJleH Ha pak WMIM OIYyXOJb WIM pearMpyeT Ha HUX DKCIpeccuen
aHTUT eHa. B HEKOTOPHIX BapMaHTax peannzalumumn n3obpeTeHus
VHOYUMPOBAHHEM WMJIM BHS3BAHHHM MMMYyHHBM OTBET MOXeT IIpeldCcTaBJIATh
cobour KJIE TOUHHIM, T'yMOPAaJibHEM W Kak KJIETOUHHI, TakK u
TYMOPAJILHEM MMMYyHHEE OTBETH. B HEeKOTOPHX BapMaHTax peaau3alun
n300peTeHrsa MHIOYLUMPOBAHHHM WJIM  BHS3BAHHBEM KJIETOUHEM  VMMYHHEMN
OTBEeT MOXeT BKJIOUATHL MHIOYKLIMIO WM CeKpeluui ITaMMa-MHTepbepoHa
(IFN-vy) u/uwin dakTopa Hekpos3a onyxoJjel ajgbda (TNF-o). B IOpyrux
BapMaHTax peaJduzaluumr usodbpeTeHUd UWHIYUMPOBAHHEM WM BHE3BaHHBM
VMMYHHEM OTBEeT MOXeT YMEeHLIATL MWJIM MHTUOMPOBATL OOMH WM OoJiee
baxkTOpPOB cymnpeccumn VIMMYHHOT O oTBETa, KOTOPHE CTUMYJIUPYIOT
PasBUTHE ONYyXOJM WM paka, 3KCIpeccHupyd aHTHUIeH, Halpumep, 0e3
OTpaHMUeHMsa UMMM, O(QakKTOPH, I[IoHaBJdlmMe IIpe3eHTauuio MHC, (aKTOpPH,
aKTUBUPYKIME AHTUTeH—CIIeUUuPUUIEeCKMUE PEeTYJIATOPHHE T—KJIeTKU
(Tregs), PD-L1, FasL, LUUTOKWHH, TakrMe kak I1L-10 wum TFG-B,
ACCOLMMPOBAHHEE C OIYXOJIbI MakKpodarm, acCCOLUMMPOBAHHEE C OIIYXOJBIO
dmdpoBiacTH, PacTBOPHUMEE baKTOPH, IpOoOyLUpyEMEIE VIMMY HHEIMI
KJIeTKaMM—-cyrnpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 u MOJIEKYJIH
VIMMYHHEX KOHTPOJIBHHIX TOUeK, 4UTo 0OoJiee MOANPpOOHO ONMCAaHO HMXE.

(16) WT1

[00312] BakumMHa I[IO0 HaCTOAMEMY MW300pPeTeHMK MOXEeT COIepXaThb
PaKOBHM aHTUTEeH OINyxoJu Buiabmca 1 (WT1l), ero o¢parMeHT MJIM eTo
BapuaHT. WT1 mpencraBjgeT cobol GaKTop TPaHCKPUIILMKM, COIOepXallii

IPOJIMH/ TUIy TaMMH— 00 T'a THIA IHK-CB 4 3HBaommui OOMEeH Ha N—kKOHIIe "
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yeTHpe MOTMBa "LUMHKOBHEX HajiklleB" Ha C-koHue. WT1l y4yacTByeT B
HOPMAaJILHOM Pa3BUTUM MOUEIIOJIOBOM CHCTEeMH U B3auMMOIeMCTBYeT C
pasJInYHEMU baxkTOpamMm, HalpuMep, p53, M3BECTHHM  OIIYyXOJIE€BEIM
CYIIPeccopoOM M CepMHOBOM HpoTea3zoM HELrA2, koTopas pacmernygeTrT WT1
B HEeCKOJIBEKUMX MecTax Iocjie 00paloTKM LIUTOTOKCHUUECKMM CPelCTBOM.

[00313] MyrTaumsa WT1l MOXeT TIPUMEECTM K OOpa30BaHM OIIYyXOJU
NI paka, HalpuMep, OIIYyXOJIN BuieMca NI onyxoJiemn,
sKcHpeccupybomux WT1. OnyxoJb BujbMca B3avacTyio obpal’yeTcs B OIHOM
i obemx Iodukax IO MeTacTa3MPOBaHMA B OpyIT'Me TKaHM, HalpuMep,
Bes oTI'paHUUEeHMS MMM, TKaHM IIeUueHM, TKaHM MOUEBHBOIANEM CUCTEMEH,
JMMpaTHUUdeCckKMe TKaHM U JIeTOUHHE TKaHM. COOTBETCTBEHHO, OIIYXOJIb
BujJbMca MOXHO CUMTATh MeTacTaTHUYeCKOM OonyxoJibi. ONyxoJib Buibmca,
Kak IpaBuUJIO, BCTpedvaeTcd VYV IeTel MIadlero Bo3pacTa (HaopuMmep,
MeHee 5 JjeT) u MOXeT OHITH KakK criopamnuuyeckou, Tak u
HacJeICTBeHHOW. PakoBHM aHTHUTIeH WT1 MoxeT OHTb JOIOJHUTEJBLHO
onpemejyien B PCT/US13/75141, mnomaHHoM 23 @mexabpa 2013 roza,
KOTOPHM BKJIOUEH B IaHHHM »JOKYMEeHT IIOCPeIOCTBOM CCHJIKM B IIOJIHOM
obweme.

[00314] AHTUI'eH WT-1 criocobeH VHIOIYLUPOBATH AHTUT eH—
crienmdmUuecKuil T-KJIETOUHHBIM U/MJIM MHTEHCHMBHEIM I'yMOPAJILHEM MMMYyHHEE
OTBETH, TeM CaMbBM MHIYLUPYS WM BHS3HBAaA MMMYyHHHM OTBET, KOTOPHM
HamopaBJIeH Ha pak MWIM OIIyXOJb WIM pearMpyeT Ha HUX DKCIPEeCcCHUuen
aHTUIT'eHa. B HEKOTOPHIX BapMaHTax peanusaunumn n300peTeHnsd
VMHIOIYUIMPOBAHHEM WJIM BHS3BAHHEM MMMYyHHBEM OTBET MOXET IIpeldCcTaBJIAThH
cobom KJIE TOUHLIM, TYMOPaJIb HHM W Kak KJIETOUHRIM, Tak u
TYMOPAJILHEM MMMYHHEE OTBETH. B HEeKOTOPHX BapMaHTax pealu3aluu
n300peTeHrss MUHIOYLUUPOBAHHHIM WMJIM  BHS3BAHHHEM  KJETOUHBIM  MMMYHHEM
OTBEeT MOXEeT BKJIOUATHL MHIYKIMID WMIM CeKpeluun IaMMa-MHTepdepoHa
(IFN-v) u/uiamu dakTopa HeKposza onyxoJjer anbda (TNF-o). B Opyrmux
BapMaHTax peaJu3aluy Mn300peTeHMS MWHIOYUMPOBAHHEIM WM BHS3BaHHLHM
VMMYHHEM OTBEeT MOXeT YMeHLIATh MWJIM MHTUMOMPOBATL OOMH WMIM OoJiee
bakTOpPOB cynpeccumn VIMMYHHOT'O oTBETA, KOTOPHE CTUMYJINPYIT
PasBUTHE ONYyXOJU WJIM paka, 3KCIPpecCHupyd aHTUI'eH, Halpumep, 0e3
OTpaHMUeHVd WM, O(QaKTOPH, I[IoHaBJdlmye Ipe3eHTauuio MHC, (aKTOpPH,
aKTUBUPYKRIIME aHTUT eH—-CcleluupruuecKrue PEeTYJIATOPHEE T-xJIeTKHU
(Tregs), PD-L1, FasL, LUMTOKWHH, TakmMe kak I1L-10 wu TFG-8,
aCCOLMMPOBAHHEIE C OIIYXOJIB MaKpodaryu, acCCOLUMMPOBAHHEE C OIIYXOJIBI
dnbpobiiacTH, pPacTBOPUMELE baKTOpPH, NIponOyLUMpyeMEe VIMMY HHEIMI
KJIeTKaM—CylpeccopaMmu, CTLA-4, PD-1, MDSC, MCP-1 u® MOJIEKYJIH

VIMMYHHEIX KOHTPOJIBHEIX TOUWEK, UYTO OoJiee HOHpO@HO OIIMCaHO HIMXe.
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[00315] COOTBETCTBEHHO, OaHHad BaKLMHa MOXeT OBTH
VCIIOJIbE30BaHa IJId JiedeHud CyOBEKTOR, CTpafapnlyx OT  OIIYyXOJIU
BuneMca. BaklyHa MOXeT OHTHb MCIIOJIBE30BaHa OJIA JIeueHUSd CyOBeKTOB,
CTpalanlyxX MHOTVMM BUIaMM paka, B TOM uucje, 06e3 OI'PaHUUYEHUS
VMM, MeJIaHOMOM, pakKoM IIpedCcTaTeJIbHOM XeJes3h, pPakoM IIeueHM, PaKoM
meMKy MaTKM, PeUUIVMBUPYIIUM PeCcHUMPaTOPHHM IanujijioMaTo3oM (RRP),
pakoM aHaJIbHOT'O KaHajla, pakKOM TOJIOBEL M 1eM, a TaKXe pakKoOM KpPOBU.
BaklMHa Takxe MoOxeT OHTb MCIOJIb30BaHa OJa JledeHusa CyOBEeKTOR,
CTpalanmMX pPakoM WM OIYXOJIAMM, KOTOpHEe »KcopeccupyoT WT1 mj4
IpenoTBpalleHUs Pa3BUTUSA TaKMX ONyxoJle Yy CcyObeKToB. AHTUTeH WT1
MOXeT OTJMYAaTBCH OT HaTMBHOTO, "HopMaJlbHOTO" TeHa WT1, mu, Takum
oBpaz3oM, obecreurBaTh Tepalnuio VI IpodUIaKTUKY IIPOTHUB
SKCIpeccupywmen AHTUTEeH WT1 OIIYXOJIN . COOTBETCTBEHHO,
[IOCJIeNOBATEJIbHOCTY aHTUTeHa WT1, KOTOpPHE OTJIMUAKTCH OT HATMBHOTO
reHa WT1 (Hampumep, MyTHMPOBAaHHBE TeHH MWMIM IIOCJIENOBATEJBHOCTHA
WT1l) npuBeOeHH B JaHHOM IOKYMEHTE.

[00316] TpaHCKPUIITH HaTMBHOI'O I'eHa WT1l mnpeobpaszyonTcd B pan
MPHK, n TIOJIYUEeHHEE B pesyJkTare OeJIkn He BCe ABJIATCA
PaBHOLEHHEMM IJIS MHIOYKLUUM MMMYHHOTO OTBeTa. MyTHPOBaHHLE TeHH
WT1l, omnmMcaHHEE B @»OaAHHOM JIOKYMeHTe, He IOINyCcKalT aJibTepHaTHBHEMN
[IPOLIEeCCHUHT, OPpOOYyLUMPYIRIMY  OOMH  IIOJIHOPA3MEPHHM  TPAHCKPUIT U
OpuBOOAMMM kK OoJiee CUJBHOM MHOYKLUMM OTBETOB 50QeKTOpHEX T- U B-
KJIeTOk. IlepBad MyTHMPOBaHHad I[OCJemoBaTeJIbHOCTE WT1 Ha3HBaeTcsd
CON WT1 c¢ wmMOOMOUUMPOBAHHEMM "UMHKOBEMM Hajiblavu" wmiam ConWT1-L.
[locoenmoBaTeJibHOCTE SEQ ID NO: 19 mnpemcTaBjigeT Cco0O0M HYKIJICOTUIHYIO
[IocJIenoBaTeJIbHOCTD, KOOUMPYRIIYO aHTUTeH WT1 CON WT1 c
MOOMOUUMPOBAHHEMM "LUMHKOBEMM HaJiblamu'". IlocjiegoBaTeJIbHOCTE SEQ
ID NO: 20 mnpencrTaBjiseT coOOM aMMHOKMCIIOTHYIO II0CJIedOoBaTeJIbHOCTDL,
Kooupywomyln aHTureH WT1 CON WT1 ¢ MOIMOUMUIMPOBAHHBEIMM "LUMHKOBHEMMU
nanelamu" . BTopas MyTHMpOBaHHas IIOCJHeOOoBaTeJIbHOCTE WT1 Has3eBaeTcHd
CON WT1 ©6e3 "umHKOBHX HajwkleB" wmiam ConWT1-S. IlocjemoBaTesJIbHOCTH
SEQ ID NO: 21 npencraejgeT codour HYKJIEOTUIHYIO
[IOCJIeNOBATEJIbHOCTEL, KoIoMpykmykln aHTureH WT1 CON WT1 ©6e3 "UMHKOBHX
nancuer" . ITlocJemoBaTesibHOCTL SEQ ID NO: 22 nOpezncraBjsgeT cobon
AMMHOKMCJIOTHYID IIOCJIeOOBaATeJIbHOCTE aHTuIeHa WT1 CON WT1 ©Ges
MOOUOMUMPOBAHHEX "LIMHKOBEX IajibleB".

[00317] AuTMTeH WT1 MOXeT TMpPeICTaBJATL COOOM KOHCEHCYCHYI
[IOCJIeNOBRATEJIbHOCTE aHTUIeHa (MJIM MMMYyHOTE€Ha), IIOJIYyUeHHYK M3 IOBYX
i BoJjee BUOOB. AHTHUIeH WT1 MoOxeT cCcolepXaThb KOHCEHCYCHY

I0CJIeNOoBaTeJIbHOCTE n/nam MOIOUOUKALINIO (MOOMOUKALIN) IJIs
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VIIYUINIeHHOV BSKCOpeccum. MoamdmkaluMsa MOXeT BRJOUATL OITHUMM3ALINO
KOIOOHOB, onTtmMmszauvio PHK, IOOODOJIHUTEJBEHO M3 IIOCJIeIOoBaTeJIbBHOCTU
Kozak (HanpuMmep, GCC ACC) 1mjd YBeJUMUEeHMS MHULUMALUUU TPaHCJIALUNn
/. pofaBJIeHUS JIMIEPHOM IMOCJIelOBATEJIbHOCTY MMMYHOIJIOOYJMHA MOJId
YBeJIMUeHU D MMMYHOT €HHOCTHU AHTUI'eHa WT1. AuTuren WT1 MOXeT
comepxaTb CUTHAJILHHEY — [IelTur, Takou Kak CUTHAJILHBEM — TIeNTUL
VMMYHOTIUIOOYJIMHAE, HalpuMep, 0e3 OoT'paHUUEeHUS UMH, CUTHAJIbLHBIN
nenTtmn uMMmyHorJioOyivHa E  (IgE) wmiam wmMMmyHorJio®ysamHa G (IgG). B
HEeKOTOPHX BapMaHTax peaju3aluy M300peTeHUs KOHCEHCYCHHEM aHTUITeH
WT1l wMOXeT coIepXaTh I'eMalTJIOTUHMHOBYID (HA) wMeTky. KoHCeHCYCHHM
aHTuren WT1 wMoxeT OBTE IOpelHas3HadueH OIS TOI'o, UYTOOHB BH3BAThb
foJjlee CUJILHEIE U MUPOKME KJIETOUHHE U/WUIM TYyMOPaJIbHEE MMMYyHHEE
OTBETH, UYeM COOTBETCTBYWINVM KOOOH-OITHMMUIUPOBAHHHM aHTUTeH WT1.

[00318] KoHCeHCYCHHM aHTUTeH WT1l MoxeT coIepXaTh OIHY WU
foJjlee MyTaluMM B OIOHOM WM 0OoJiee "UMHKOBHIX IaJibllax", TeM caMbM
BHISHIBasg 0OoJlee CHUJIBHEE U MUPOKME KJIETOUHHE U/UJIM TI'yMOpAaJibHHE
VIMMY HHEIE OTBETH, yeM  COOTBETCTBYIIIUMN KOIOOH—OIITUMU3VPOBaHHLIN
auturexn WT1. OmHa wmiIm ©OoJee MyTalMM MOXeT IOpelcTaBJIATL cobon
3aMeHy OOHOM wWIM ©0oJiee aMMHOKMUCIIOT, KOTOPHE KOOPIOMHUPYIT MOH
IMHKa B OIOHOM WM ©OoJjiee "UMHKOBEX HajJblax". OnHa wiu 0oJiee
aMMHOKMCJIOT, KOTOPHEE KOOPIOMHMPYIT MOH LMHKAa, MOXET IIPeldCcTaBJISaThb
cobon MOTHUB CCHH. COOTBETCTBEHHO, B HEeKOTOPEIX BapMaHTax
peanuzauumy uz3odBpeTeHMUS OIOHa WM OoJiee MyTauuM MOXeT 3aMeHaTb 1,
2, 3 mam Bce 4 aMMHOKMUCIIOTH MOoTMBa CCHH.

[00319] B mpyrux BapMaHTax peajuz3aluy M300peTeHMsa ONoHa WK
foJjlee MyTallMM ABJISIOTCS TakKMMM, 4YTO ocTaTkm 312, 317, 342 u 347
rocjyenoBatTeJsibHOCTM SEQ ID  NO: 20 npencraBJgT cobol  Jnodon
OCTAaTOK, OTJIMUHHEM OT LUmMcTemHa (C), a ocrarkm 330, 334, 360 m 364
rocjyemoBaTeJsibHOCTM SEQ ID  NO: 20 nOpencTaBJART cobol  Jnodon
OCTaTOK, OTJMYHEI OT IucTuIMHa (H). B uacTHOCTHM, OIHa WM OoJjee
MyTalui gBJISOTCS TakumM, UYTO ocTaTrku 312, 317, 330, 334, 342,
347, 360 m 364 mnocxenmoraTeJqbHOoCTM SEQ ID NO: 20 nOpelcTaBJIglRT
cobom TamMuuH (G) .

[00320] B mpyrux BapMaHTax peaju3aluy MN300peTeHMsa OIOVH WJIU
BoJjiee "UMHKOBHX HaJbklleB" MOTYyT OBTE VYIOaJIEHE M3 KOHCEHCYCHOTO
aHTureHa WT1. OmmH, ©OBa, TpWU WIM BCe 4YeTHpe "IMHKOBHX MHaJblia"
MOTYT OHTB yIOaJIeHH M3 KOHCEHCYCHOT'O aHTuI'eHa WTI.

[00321] KoHCeHCYCHHEM aHTHUTIeH WT1 MoOXeT MOIpeICcTaBJISTb Ccoboun
HYKJIEOTHUIOHYK IocjienoBaTeslbHOCTE SEQ ID NO: 19, koTopad KOOUPYET

[IOCJIeOBATEJIbHOCTE SEQ ID NO: 20. B HekOTOpHX BapuaHTax
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peann3zaluumn n3obpeTeHmns KOHCEeHCYCHHM aHTUITeH WT1 MOXeT
OpenCcTaBJATE COo0OM HYKJEOTHMIHYI II0CJeNOoBaTeJIbHOCTL, oOfJjalaliyio
10 MeHbIIEM Mepe okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmum 99%
UOSHTUUHOCTBIO I[I0 BCeM OJMHE HYKJIeOTHMIHOM IIOCJIemOoBaTeJILHOCTH,
opuBeneHHou B SEQ ID NO: 19. B Ipyrux BapraHTax peaju3aluu
nz300peTeHnsa KOHCEHCYCHHM aHTuTeH WT1 MOXeT TINIpedcTaBJIaATh coboM
HYKJIEOTHUIHYI II0CJIeIOBaTeJIbHOCTEL, KOTOopafd KOIMPYeT aMMHOKMCIIOTHYIO
IocJjleIoBaTeJILHOCTEL, obJamalmyilo II0 MeHbIel Mepe okoJo 80%, 81%,
82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% wmim  99% MIOIEHTUMUHOCTBI IIO BCceM IJIMHE
AMMHOKMCJIOTHOM TOCJIeOOBaTeJIbHOCTHM, INIpuBeneHHOWM B SEQ ID NO: 20.
[00322] B OIPYyTUX BapMaHTax peannusalnmnum n300peTeHnd
KOHCEHCYCHHM aHTuTed WT1l MoOXeT OpedcTaBJIATE Cco00OM HYKJISOTUIHVYIO
[IOCJIeOOBRATEJILHOCTE, KOoTOopasd KOIOVpyeT AMMHOKMCJIO THYIO
IocjeIoBaTeJIbHOCTL, ob6Jamalmyil I[I0 MeHblel Mepe okoJo 80%, 81%,
82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% wmyim  99% MIOIEHTUMUHOCTBI IIO BCeM  IOJIMHE
AaMMHOKMCJIOTHOM TIIOCJIemoBaTeJIbHOCTHM, IOpMBedeHHoM B SEQ ID NO: 20,
opM YyCJIOBMM, 4YTO ocTaTku 312, 317, 342 m 347 nocjaemoBaTeJIbHOCTHU
SEQ ID NO: 20 mnpezncrapjasaoT coboy JwodoM O0CTaTOK, OTJMUHEM OT
umcrerHa (C), a ocraTkm 330, 334, 360 m 364 nocjemoBaTeJIbHOCTHU
SEQ ID NO: 20 mopencraBJagoT coboy Jmodo¥ oCTaToK, OTJIMYUHBIM OT
TUCTUOMHA (H) . B IOpyruMx BapMaHTax peajuMs3aluuM  MU300peTeHud
KOHCEHCYCHEM aHTuTeH WT1l MOXeT IM[IpelcTaBJIATE CcoBO0M HYKJISOTUIHYIO
IIOCJIeOOBAaTEJILHOCTD, KoTopasda KoOoupyeT AMMHOKMCJIO THYIO
IocjleIoBaTeJILHOCTL, o6Jamalmyilo II0 MeHblel Mepe okoJo 80%, 81%,
82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% wmyim  99% MIEHTUMUHOCTBI IIO BCeM IJIMHE
AMMHOKMCJIOTHOM IIOCJeOoBaTeJIbHOCTHM, IOpMBedeHHoM B SEQ ID NO: 20,
opmM ycJIOoBMM, 4YTO ocTaTkm 312, 317, 330, 334, 342, 347, 360 m 364
nocjemoBaTeJbHOCTM SEQ ID NO: 20 mpenmcTabBhagioT cobor TymMUMH (G) .
[00323] KOHCeHCYCHBEM aHTuIreH WT1 MoxeT OpelcTaBJIATb Ccobomn
aMMHOKMCJIOTHYK IocJeloBaTeJIbHOCTE SEQ ID NO: 20. B HeKOTOPHX
BapMaHTax pealMs3alluu u300peTeHUsS KOHCEHCYCHHEM aHTUTeH WT1 MoOXeT
OpenCcTaBJIATE COOOM aMMHOKMCIIOTHYI II0CJHIelOoBaTeJIbHOCTL, O06Jamalllyilo
10 MeHbBIIEM Mepe okoJjio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmum 99%
MIeHTUUYHOCTLIO IIO BCeM OJMHEe aMMHOKMCIIOTHOM IIOCJIedoBaTeJIbHOCTH,

npuBeneHHom B SEQ ID NO: 20. KOHCeHCYCHHM aHTuUTeH WT1l MOXeT
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OpenCcTaBJIATE CcOOOM aMMHOKMCIIOTHYI II0CJHIeIOoBaTeJIbHOCTL, OoOJlalallylo
10 MeHbIIEM Mepe okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmum 99%
MIOEHTUMUYHOCTBIO II0 BCeM IJIMHe aMMHOKMCJIIOTHOM IIOCJIeIOBaTeJIbHOCTH,
npuBeneHHom B SEQ ID NO: 20, npmu ycJoBMM, uUTO ocTaTkm 312, 317,
342 u 347 nocaemoBaTeJbHoCTM SEQ ID NO: 20 mnpelcTaBJagoT coboM
JoBoM oCTaToOK, OTJIMUHHEM oT umcrTemHa (C), a ocraTkm 330, 334, 360
n 364 nocJyepmoBaTesibHOCTM SEQ ID NO: 20 npencTaBijgoT coboi Jiodom
OCTAaTOK, OTJIMUHEIY OT TIUCTUIMHA (H). B HekOTOPHEHX BapMaHTax
peann3zanumn n3obpeTeHns KOHCEeHCYCHEM aHTUT eH WT1 MOXeT
IpencTaBJIATL CcOOOM aMMHOKMUCIIOTHYIO II0CJeIOBATEeJILHOCTL, OOJlalallylo
10 MeHbIIeM Mepe okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmum 99%
UIOEHTUYHOCTLIO II0 BCeM IJMHe aMUHOKMCIIOTHOM IIOCJIedOoBaTeJIbLHOCTH,
npuBeleHHo B SEQ ID NO: 20, nOpu yCcJIOBMM, dYTO ocTaTku 312, 317,
330, 334, 342, 347, 3060 m 364 nocisemoBaTeJibHoCTM SEQ ID NO: 20
OpeICTaBJAT cobou TauuuH (G) .

[00324] KoOHCeHCYCHBEM aHTuIeH WT1 MoxeT MOpeIcTaBJIATb Ccoboun
HYKJIEMHOBYK KUCJIOTY IoclenoBaTenbHOoCcTM SEQ ID NO: 21, koTopasd
KOOUpyeT IHocjemopaTesibHOCTE SEQ ID NO: 22. B HEKOTOPHX BapuaHTax
peanusaunumn n300peTeHns KOHCEeHCYCHHEM’ aHTUT'eH WT1 MOXeT
OpenCcTaBJIATE COOOM HYKJIEOTHUIHYH IIOCJENOBATEJIbHOCTL, OOJlaJallyo
o MeHbIeW Mepe okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmmm 99%
MOSHTUYHOCTBLIO IO BCeM IJIMHEe HYKJEeOTHMIHOV I[OoCJeldoBaTeJIbHOCTH,
npuBemeHHoM B SEQ ID NO: 21. B I»OpyI'Mx BapMaHTax peaJamM3alun
n300peTeHrsT KOHCEHCYCHBM aHTureH WT1 MoXeT TIMPeInCcTaBJISTL cobol
HYKJIEOTHUIOHYI IIOCJeIOBaTeJIbHOCTE, KOTOopad KOIMPYET aMMHOKMCIIOTHYIO
IocjleIoBaTeJILHOCTL, ob6Jamalmyilo II0 MeHbllel Mepe okoJo 80%, 81%,
82%, 83%, 84%, 8b5%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% wmim  99% MIOIEHTUMUHOCTBI IIO BCeM IJIMHE
AMMHOKMCIJIOTHOM TIOCJIeOOBaTeJIbHOCTHM, INpMBeneHHOWM B SEQ ID NO: 22.

[00325] KoHCeHCYCHBEM aHTuIreH WT1 MoxeT OpelcTaBJIATbL Ccobomn
aMMHOKMCJIOTHYK IocJefoBaTelbHOCTE SEQ ID NO: 22. B HEeKOTOPHX
BapMaHTax pealMs3alluu u300peTeHUsS KOHCEHCYCHHEM aHTUTeH WT1 MoOXeT
OpencTaBJIATE CcOOOM aMMHOKMCIIOTHYI II0CJHIelOoBaTeJIbHOCTL, OOJlalallylio
10 MeHbBIIEM Mepe okoJjio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmum 993
UIEHTUMUYHOCTBIO II0 BCeM IJMHEe aMUHOKMCIIOTHOM IIOCJIeOOBaTeJILHOCTH,

npuBeneHHoM B SEQ ID NO: 22.
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[00326] VMMyHOTeHHEEe OparMeHTH IocJemoBaTeJibHoCcTeM SEQ 1ID
NO: 20 m SEQ ID NO: 22 wMoryT OBTE IIpemoCTaBJIeHB. VMMYyHOT'€@HHHE
dparMeHTH MOTYT COIepXaThb II0 MeHbler Mepe 60%, IO MeHbIIeM Mepe
65%, 1o MeHbmey Mepe 70%, 0O MeHbIeM Mepe 75%, IO MeHBIEeM Mepe
80%, 1o wMeHbmeV Mepe 85%, 1o MeHbmer Mepe 90%, IO MeHBIIEM Mepe
95%, mno wMeHbmEeV Mepe 96%, [0 MeHbmeV Mepe 97%, IO MeHBIIEM Mepe
98% wmIM 1o MeHbmelM Mepe 99% mnocjgenoBaTedabHocTM SEQ ID NO: 20
u/ U SEQ ID NO: 22. B HEeKOTOPEIX BapMaHTax peanmsaunm
n300peTeHrss MMMYyHOTEHHBEe (QparMeHTH MOTYT COoIOepXaThb II0 MeHbIlel
Mepe 60%, 1o MeHbmeM Mepe 65%, 1o MeHbmel Mepe 70%, IO MeHbIeM
Mepe 75%, 1no MeHbmeM Mepe 80%, IO MeHbllel Mepe 85%, IO MeHbIeM
Mepe 90%, no MeHbmel Mepe 95%, 1o MeHbmleM Mepe 96%, IO MeHbIeM
Mepe 97%, 100 MeHbBIeM Mepe 98% wIM IO MeHblleM Mepe  99%
nocjenoraTejpHOoCTM SEQ ID NO: 20, m0OpM YCJOBMM, UTO €eCIM B
VMMYHOTE€HHOM QparMeHTe IPUCYTCTBYIT ocTaTkm 312, 317, 342 wn 347
nocyienoBaTeJsibHocT SEQ ID NO: 20, TO 5BTM OCTaTKM I[IpelcTaBJIART
cobom JmoboM O0OCTaTOK, OTJIMUHHM oT uIucrtemHa (C), U OpU YCJIOBUH,
UTO e€CJIM B MMMYHOT'€HHOM OQparMeHTe IPUCYTCTBYKT ocTaTkm 330, 334,
360 m 364 mnocjgemoBaTeJsibHocTM SEQ ID NO: 20, TO 2TM OCTAaTKHU
OpencTaBJIgT cobo¥ JodoM OCTaToOK, OTJIMYUHEM OT TucTuivHa (H). B
IPYTUX BapuaHTax peajJu3alnu unu3odbpeTeHrd MMMyHOTeHHEEe O(parMeHTH
MOTYT COIepXaThb II0 MeHbleMr Mepe 60%, IO MeHbBIIEM Mepe 65%, 1o
MeHbIe Mepe 70%, o MeHbmeW Mepe 75%, 1o MeHbmeld Mmepe 80%, 10O
MeHbIle Mepe 85%, no MeHbmen Mepe 920%, 1o MeHbmel Mepe 95%, 110
MeHbIIEV Mepe 96%, [0 MeHblleM Mepe 97%, 0O MeHbllel Mepe 98% wim
1o MeHbmeM Mepe 99% mocinemoBaTesbHoOCTM SEQ ID NO: 20, npwm
YCJIOBUM, UTO €CJM B MVMMYyHOT'€HHOM OQparMeHTe IIPUCYTCTBYIOT OCTaATKMU
312, 317, 330, 334, 342, 347, 360 m 364 nocijemoBaTeJibHOCTM SEQ
ID NO: 20, TO »TM OCTaTKM HNpeldCTaBJAKT codo¥ TamuuuH (G) .

[00327] B HEKOTOPHIX BapMaHTax peannsanmnum n300peTeHn g
VMMYyHOTEHHEe (QparMeHTH CcoIepXaT JUMISPHYD [IOCJIedOoBaTeJILHOCTL,
HaopyMep, JUISPHYID II0CJIeNOoBaTeJIbHOCTL MMMyHOIJIOOVYJIMHA, TaKyl Kak
JMOepHas I[IOCJeNoBaTeJIbHOCTE MMMyHOIJIOOyJiMHa E  (IgE). B HeKOTOPHX
BapMaHTax pealu3alluu U300peTeHra MMMYHOTeHHHEe  (QpaTMeHTH  He
comepxaT JIMOEPHYK IIOCJIENOBATEJIEHOCTSD .

[00328] MWMMyHOTEeHHEEe QparMeHTH OeJIKOB C aMUMHOKMCJIIOTHEMM
[IOCJIENOBATEJIbHOCT MU, oBJ1aaniy M1 UIEeHTUUHOCTBIO OTHOCUTEJILHO
VMMYyHOTEHHEX (QparMeHTOB IIocjiefoBaTesnbHoCcTe SEQ ID NO: 20 um 22,
MOTYT OHTE TIIpemocTaBJIeHE. Takue @QpaTMeHTH MOTYT COIepXaThb IIO

MeHbImey Mepe 60%, [0 MeHbmeM Mepe 65%, 0o MeHbmeM Mepe 70%, 1o
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MeHbImeM Mepe 75%, 1o MeHbmeM Mepe 75%, 0o MeHbmeM wMmepe 80%, 1o
MeHbImeM Mepe 85%, 1o MeHbmeM Mepe 90%, 0o MeHbmeM Mepe 95%, 1o
MeHbIIeV Mepe 96%, IO MeHbIleM Mepe 97%, 1O MeHbmelM Mepe 98% wmau
10 MeHbIIeM Mepe 99% BeJIKoB, obJlamanimx 95% uiam  BoJblen
MOEHTUYHOCTBI OTHOCUTEJIEHO IocjeloBaTesbHoCcTM SEQ ID NO: 20
u/mam SEQ ID NO: 22. HeKOTOpPHE BapMAaHTH peajiM3aluy U300peTeHUd
OTHOCATCH K MMMYHOTEHHHM OpaIlMeHTaM, KOTOpHe obJjiamainT 96% wuiu
BoJibmen UIOEHTUUHOCTHIO OTHOCUTEJILHO VIMMYHOT' € HHEIX dparMeHTOB
BeJIKOBEIX IocJeloBaTeslbHOCTe WT1 B JIaHHOM JIOKyMeHTe. HeKoTophe
BapUaHTH peanu3alunmu nz3obpeTeHn s OTHOCSATCSH K VIMMYHOT'€ HHBEIM
bparmMeHTaM, KOoTopele ofJjamalT 97% wuiIu OoJibllel UIOISHTUUYHOCTLIO
OTHOCUTEJILHO VIMMYHO T'€HHEIX bparMeHTORB BeJIKOBEIX
nocjienoBaTenbHOCTe WT1 B JaHHOM JOKyMeHTe. HeKOTOpHE BapMaHTH
peanmuzauuM MU300peTeHUds OTHOCATCS K MMMYyHOTE€HHHEM OdpaTrMeHTaM,
KoTopHe ob6JjgamanT 98% wam OoJblle¥ MISHTUUHOCTBID OTHOCUTEJIBLHO
VMMYHOTEHHHX  (QpaTMeHTORB OeJIKOBHX IIOCJeloBaTeJibHOCTe WT1 B
DaHHOM IOKyMeHTe. HeKOTOpHEe BapMaHTH pealu3aluy MU300peTeHUsd
OTHOCATCS K MMMYHOTEHHHM OQpaTMeHTaM, KOTOpHe obJjazmaiT 99% wuiu
BoJibmen UIOEHTUUHOCTBIO OTHOCUTEJILHO VIMMYHOT € HHEIX bparMeHTOB
BeJIKOBEIX IocJenoBaTesibHOCTeM WT1 B HaHHOM HOOKYMeHTe. B HeKOTOPHX

BapMaHTaxX peaJin3alllil MSO@peTeHMH VIMMYHOT' €HHEIE @paPMeHTH comepxatT

JIVIEPHYIO IOCJIeIOBaTEeJIbHOCTE, HapuMep, JUIEPHYIO
[IOCJIeIOBaATEJIbLHOCTD UMMYHO TJIOOYJIMHA , TaKyIo Kak JuIepHas
[IOCJIeIOBATEJIbHOCTD IgE. B  HEKOTOPHIX BapMaHTax  peajamM3aliuu
n3o0bpeTeHus VIMMYHOT €HHEIE bparmMeHTE He comepxar JUIEPHYO

[IOCJIeNOBATEJIBHOCTE .

[00329] HekoToOpHE BapMaHTH peajM3aluy U300peTeHUs OTHOCATCH
K MMMYyHOTEeHHEM ¢parMeHTaM IocJenmoBaTeJibHocTel SEQ ID NO: 19 wu
SEQ ID NO: 21. VMMyHOTeHHHEe O(QpaTMeHTH MOTYT COIepXaThb I10 MeHbIeM
Mepe 60%, 1o MeHbmeM Mepe 65%, 1o MeHbmel Mepe 70%, IO MeHbIeM
Mepe 75%, no MeHbmeln Mepe 80%, 0o MeHbeM Mepe 85%, IO MeHbIen
Mepe 90%, no MeHbmeM Mepe 95%, 0o MeHbmeM Mepe 96%, 10 MeHbIEN
Mepe 97%, 100 MeHbBImEeM Mepe 98% wIM IO MeHbmeW Mepe  99%
nocjenoBarTensHocT SEQ ID NO: 19 wu/miam SEQ ID NO: 21. B
HEeKOTOPHX BapMaHTax peanmzaumnm n30bpeTeHNns VIMMYyHOT'€HHEIE
bparMeHTH CcomepXaT IIOCJIeIOBaTeJIbHOCTM, KOTOPHE KOOUPYIT JIMISPHYIO
[I0CJIeDOBaTEJILHOCTE, HallpuMep, JIUOEPHY [IOCJIeDOBaTEJILHOCTE
VMMYyHOTIUIOOYJIMHa, TaKylw KaK JuIepHad [OoCJemoraTelIbHOCTE IgE. B

HeKOTOPEIX BapMMaHTax pealylmszallnm MSO@peTeHMH VIMMYHOT'€HHEIE
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dparMeHTH He CcoIepXaT KOoIMPpYyKIMEe IIOCJeOOoBaTeJIbHOCTM, KOTOPHE
KOIVPYT JIMOEPHYK IIOCJIENOBATEJIEHOCTE.

[00330] VIMMYHOT €HHEIE bparMeHTH HYKJIEMHOBHX KMCJIOT c
HYKJIEOTUIOHEIMM  IIOCJIEOOBaTEJIEHOCTAMHA, oBJajanlyM  MUIOEHTUMUHOCTHIO
OTHOCUTEJILHO MMMYHOTEeHHHX O(parMeHTOB IIocjiemoBaTeJibHoCcTelr SEQ ID
NO: 19 m SEQ ID NO: 21, wMoryT OHTbH IIpeOocTabBJiIeHH. Takue
bpaTMeHTH MOTYT COIepXaTb II0 MeHbmel Mepe 60%, IO MeHbIIeM Mepe
65%, 1o MeHbmeyr Mepe 70%, 10 MeHbIeM Mepe 75%, O MeHbIEeM Mepe
75%, 1o wMeHbmeM Mepe 80%, o MeHbmeM Mepe 85%, Mo MeHbBIIEV Mepe
90%, no MeHbmel Mepe 95%, no MeHbmel Mepe 96%, IO MeHbBIIEM Mepe
97%, 1o MeHblleM Mepe 98% MIM II0 MeHblle¥ Mepe 99% HYKJIEMHOBHX
KMcJoT, ofJjgajpamomMx 95% wiam QoJiblleM MIEHTUYHOCTLI OTHOCHUTEJILHO
nocjenoBarTensHocT SEQ ID NO: 19 mu/muim SEQ ID NO: 21. HekoTOpHe
BapMaHTH peann3zaumum n3obpeTeHms OTHOCATCHA K VIMMYHOT € HHEIM
bparMeHTaM, KOTOpee objamalnT 96% wuiIu OoJblle MISHTUUYHOCTLIO
OTHOCUTEJIBHO VIMMYHOT €HHEIX bparMeHTOB HYKJI€O TUIHEX
nmocjemoBaTeJbHOCTe WT1l B OaHHOM »OOKyMeHTe. HeKOoTOpHe BapMaHTH
peanrzaluu U300peTeHMd OTHOCHATCHA K MVMMYHOT'€HHEM (QpaTlMeHTaM,
KoTopee obJjgamanT 97% wiam OoJbllel MISHTUUHOCTBID OTHOCUTEJIBHO
VMMYyHOTEHHEIX (QparMeHTOB HYKJIEOTHMIOHEX IIocjenoBaTeJibHOCTen WT1 B
OaHHOM IOOKYMeHTe. HeKOoTOopHE BapMaHTH peajiM3aluu U300peTeHUsd
OTHOCATCH K MMMYHOT'€HHHM OQpal'MeHTaM, KOTOpHe obJjamawnT 98% wWiu
BoJibmen UOEHTUUHOCTHIO OTHOCUTEJILHO VIMMYHOT' €HHEIX bparMeHTOB
HYKJI€OTUIHBIX mocjenoBaTesibHOCTEN WT1 B OaHHOM OOKYMEHTeE.
HexoTopte BapMaHTH peannusanmnun n3obpeTeHmA OTHOCATCH K
VMMyHOTE€HHEIM QpaTlMeHTaM, KOoTopre obJjganmaiT 99% wim  OoJsbmen
UISHTUUHOCTBI OTHOCUTEJIEHO UMMYHOTEHHHX (parMeHTOB HYKJIEOTUIHEX
IoCcJIeNOBaTEJIBHOCTEN WT1 B ODaHHOM IOOKYMeEHTe. B HEKOTOPHX
BapMaHTax peajJMu3alluu M300peTeHMSa MMMYyHOT'eHHHE QParMeHTH CoIepXaT
[IOCJIeIOBaTEJIbHOCTH, KOTOPHE KOIVPYT JIMIOEPHYIO
[IOCJIeIOBATEJIbHOCTE, HalpuMep, JIMIOEPHY [IOCJIEOOBATEJIBHOCTE
VMMYyHOTJIOOYJIMHa, TaKyw KaK JHIepHasd I[OOoCcJHemoraTelIbHOCTE IgE. B
HEKOTOPHIX BapMaHTax peann3alnun nz3obpeTeHms VIMMYHOT' €HHHEE
dparMeHTEH He CcoIepXaT KOoIMpyKIMe IIOCJeOoBaTeJIbHOCTM, KOTOPHE
KOIVPYRT JIMIOEPHYK IIOCJIENOBATEJIEHOCTE.

(17) gpl0O

[00331] BakumMHa I[IO0 HACTOAINEeMy M300peTeHMK MOXeT COIepXaThb
PaKOBHM aHTUTeH ITJmMkonpoTemH 100 (gpl00; Taxxe WM3BECTHHM Kak
Trp2 w® T[OpeMeJlJaHOCOMHEM Oejiok (PMEL)), ero ¢parMeHT WM eTo

BapMaHT. gpl0O0 KommpyerTcsa TeHoM  PMEL. 3TO TpaHcMeMOpaHHB
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TJIMKOIIPOTEeMH 1-To THUIIa C MOJIEKYJApHOM Maccol, cocTarjgsgwomen 70
kIla, cocToamuy u3 661 aMMHOKMCJIOTH, KOTOPHM MIpPaeT LeHTPaJIbHY
poJIb B OuUOT'eHe3e MEJIaHOCOM, TakK KakK OH I[IPpUMHMMaAeT YydacTue B
coszpeBaHMM MejilaHocoM oT I mo II cramum. dJgplOO0 ofOycinaBauBaeT
oBpa30oBaHMe CTpaT M3 MyJIbTUBE3UKYJIAPHEX TeJlell UM HeloCpeICTBEHHO
IpMHYMMaeT YydacTue B OuoI'eHe3e IIpeMesaHocoM. gplO00 oborameH
opeMejlaHoCOMaMM  II0 CpaBHEHMK  CO 3peJIElMM  MeJIaHOCOMaMy, HO
CBEPXB2KCIIPEeCCHUPYEeTCad HeOHAaTaJIbHHEMMY IPOJUPEepPUPYRIMMA MeJIaHOLUMTaMn
U  BO BpeMsa pa3BUTHUSA OIIYXOJIN . Besoxk gpl00 COOEepXUT pPAan
VMMYHOTEHHEX BSIUTOINOB, KOTOPHE PaclOo3HAKRTCAd LIMTOTOKCUUECKMMM T-
JuMboMTaMm  InepudepmuuyecKomM  KPOoBUM  IallMEeHTOB C  MeJIJaHOMOM U
IIPOHMKAKMKX B OIIYXOJIb JIMMQOLUTOR .

[00332] AHTUT eH gpl00 criocobeH VHIOIYLUPOBATH AHTUTI'eH—
crienmdmUuecKuid T—-KJIETOUHHIN U/MJIM MHTEHCHMBHEI I'YyMOPAJILHEI MMMYyHHEE
OTBETH, TeM CaMbBM MHIYLUUPYS WJIM BHS3HBAA MMMYHHHM OTBET, KOTOPHM
HalopakBJleH Ha Ppak WIM OIYyXOJb WIM pearMpyeT Ha HUX DKCIpeccuen
aHTUIT'eHa. B HEKOTOPHIX BapMaHTax peannzaluumn n3obpeTeHuUs
VHOYUMPOBAHHEM WMJIM BHS3BAHHHEM MMMYyHHBM OTBET MOXeT IIpeldCcTaBJIATh
cobour KJIE TOUHHIM, T'yMOPAaJibHEM VIV KakK KJIETOUHHIM, Tak u
TYMOPAJILHEM MMMYyHHEE OTBETH. B HEeKOTOPHX BapMaHTax peaau3alun
n300peTeHrss MHIOYLUMPOBAHHHM WJIM  BHS3BAHHHEM KJIETOUHEM  VMMYHHEMN
OTBET MOXET BKJIOUATHL MHIOYKIMIL WMIM CeKpeluw IaMMa-MHTepdepoHa
(IFN-vy) u/uwin dakTopa Hekposa onyxoJjer ajgbda (INF-o). B IOpyrux
BapMaHTax peaJduszaluumy us3odbpeTeHMd UHIOYUMPOBAHHEM WMJIM BHE3BaHHBM
VMMYHHEI OTBEeT MOXEeT YyMeHbIAaTh WM MHTUMOMPOBATE OIMH WM ©OoJiee
baxkTOpPOB cymnpeccumn VIMMYHHOT O oTBETAa, KOTOPHE CTUMYJIUPYIOT
PasBUTHE ONYyXOJM WM paka, 3KCIpecCHupysd aHTUIeH, Haopumep, 0e3
OoTpaHMUeHMsa UMMM, O(QaKTOPH, I[IoHaBJdlmMe IIpe3eHTaumio MHC, (aKTOpPH,
aKTUBUpPYKIME AHTUTeH—-CIIeluuPUuUIeCKMre PEeTYJIATOPHHE T—KJIETKU
(Tregs), PD-L1, FasL, LUUTOKWHH, TakMe kKak I1L-10 wu TFG-8,
aCCOLMMPOBAHHEIE C OIIYXOJIbID MaKpodparyu, acCCOUMMPOBAHHEE C OIIYXOJBI
dnbpobiacTH, pPacTBOPUMEE baKToOpPH, IpOoOyLUpyeMEe MIMMY HHEIMI
KJIeTKaM—CyIpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 ¥ MOJIEKYJIH
VIMMYHHHEX KOHTPOJIBHHIX TOUeK, 4UTo 0OoJiee MONpOOHO ONMCAaHO HMXE.

(18) BuUpyYCHEEe aHTHUI'eHE

[00333] PakoOBHM aHTUIEeH MOXeT IMIpeICTaBJIATL CO0OM BUPYCHHMN
aHTHUTeH, ero O(parMeHT WJIM eT0 BapuaHT. BUPYCHEM aHTUTEeH MOXET
IpencTaBJIATE cobo¥ aHTUITeH BUpPyca TrenatuTra B, Bupyca renatuta C
WM BUpPpyCa IDaloMJIJIOMEL UYeJIOBeKa (HPV) . HPV wMOXeT IpencTaBJISaThb

cobom HPV 6, HPV 11, HPV 16 muam HPV 18, ONIMCAHHEM HIMXE.
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[00334] BMpPYCHEM aHTUTeH choocodeH UMHOYLUMPOBATEL AaHTUIEeH-—
crienmdmUuecKuid T-KJIETOUHHBIN W/MJIM MUHTEHCHMBHEM I'yMOPAJILHEM MMMYyHHEE
OTBETH, TeM CaMbBM MHIOYLUPYS WM BHS3HBAaA MMMYyHHHM OTBET, KOTOPHM
HalopakBJIeH Ha pak MWIM OIIyXOJb WIM pearMpyeT Ha HUX DKCIPEeCCUen
aHTHUIeHa. B HEKOTOPHIX BapMaHTax peanusaumnumn n300peTeHnsd
VMHIOIYUMPOBAHHEM WJIM BHS3BAHHEM MWMMYyHHBEM OTBET MOXET IIpPeldCcTaBJIAThH
cobom KJIE TOUHLIM, T'YMOPaJIb HHM WIIN Kak KJIE TOUHRIM, Tak u
TYMOPAJILHEM MMMYHHEE OTBETH. B HEeKOTOPHX BapMaHTax pealu3aluu
n300peTeHrss UHIOYLUUPOBAHHHIM WMJM  BBI3BAHHBI  KJIETOUHBIM  MMMYHHEM
OTBEeT MOXET BKJIOUATHL MHIOIYKIMIL WMIM CeKpeluuin IaMMa-MHTepdepoHa
(IFN-v) u/uiamu dakTopa HeKposza onyxoJjer anbdpa (TNF-o). B Opyrmux
BapMaHTax peaJlu3aluv Mn300peTeHMa MWHIOYUIMPOBAHHEIM WM BHS3BaHHLHM
VMMYHHEM OTBEeT MOXeT YMeHbLIATb WM MWMHIUOMPpOBaATL OIMH WIM OoJiee
bakTOpPOB cymnpeccumn VIMMYHHOT'O oTBETa, KOTOPHE CTUMYJIUPYIOT
PasBUTHE OINYyXOJU WIM paka, 3KCIPpecCHupyd aHTUIeH, Halpumep, 0e3
OTpaHMUeHVd ¥MMM, O(QaKTOPH, I[IoHaBJdKlmMe Ipe3eHTauuio MHC, (aKTOpPH,
aKTUBUPYKRIIME aHTUT eH—-CcleluupruuecKmue PETYJIATOPHEE T-KJIeTKU
(Tregs), PD-L1, FasL, UM TOKWHH, TakmMe kKak I1L-10 wu TFG-8,
aCCOLMMPOBAHHEIE C OIIYXOJIBK MakKpodpary, acCCOLUMMPOBAHHEE C OIIYXOJIBIO
dnbpobiiacTH, pPacTBOPUMELE baxKToOpPH, NIpOonoyLUpPyeMEe VIMMY HHEIMI
KJIeTKaMu—-cylpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 u MOJIEKYJIH
VIMMYHHEIX KOHTPOJIBHHIX TOUeK, 4UTo 0oJiee MNONPOOHO OIMCaHO HMXEe.

AuTHMTeH BUpYyCca TremnaTtuTa B

[00335] BUPYCHHM aHTUITeH MOXeT IIpelCcTaBJIAThL CcoOoM aHTUTeH
n3 BUpyca TIenatuTa B (HBV), ero ¢parMeHT WJIM €TI0 BapMaHT.
AuTureH HBV wMOXeT accouuMMpoBaTbBCHAd C PakoM IIeUeHM WM BE3BAThH
ero. B HeKOTOPHX BapMaHTax peajJus3aluy Hn300peTeHMs aHTUureH HBV
MOXeT TIIPeOCTaBJIATL CcOo00OM TeTepOoJIOTUUHYID MOJIEeKYJIY (MOJIEKYJIH )
HYKJIEMHOBOM KMCJIOTH, Takyl Kak IJlasMuia (I[LJIa3MMIBE), KoTopasd
KooupyeT OOVH wWiIn ©0oJjiee aHTUT'eHOB M3 HBV. AHTMIeH HBV MOXeT
OpencTaBJIATE CcoOOM MOoJIHOPasMepHHEe WMJIM MMMyHOTeHHEEe (parMeHTEH
[IOJIHOPAa3MEPHHX OeJIKOB.

[00336] AHTUI'eH HRV MOXeT comepXxaThb KOHCEHCYCHEE
[IOCJIENOBATEJILHOCTHU n/nnm OOHY VIV BoJee MOIMPUKALIM oJis
VIIYUIIeHHOV DKCIpecCuMr. IlI'eHeTMUeCcKMe MOIMOMKALNWM, B TOM UMCIEe
onTUMM3alnNg KOIOOHOBRB, oHnTMMM3alIN4g PHK n noSaBJieHUE
BHICOKO2OPEeKTUMBHOM JIMOEPHOM II0CJelOoBaTEeJIbHOCTM UMMMYyHOTJIOOYJIMHAa C
11eJIbI0 TIOBEIMEHMS MMMYyHOT&€HHOCTM KOHCTPYKLUMUM, MOTYT OHBTH BKJIOUEHEH
B MOIMOULMPOBaAHHEE KOHCEHCYCHHE II0CJIeIOBRaTeIbHOCTM. KOHCEeHCYCHHM

aHTHI'eH HBV MOXeT comepxaThb CUTHAaJILHEN rnelriTmn, Takom Kak
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CUTHaJBLHHM HNelTUI MMMYyHOTIJIOOYJMHAa, TaKoM KaK CUTHAJLHBM I[IedTHun
Ige wmmm IgG, M B HEKOTOPHX BapMaHTax peaju3aluM MU300peTeHUd
MOXeT comepxaTbk HA-MeTKYy. VMMyHOTEeHH MOI'YT OBTEH CKOHCTPYUPOBAHH
TakK, UYTOOH BHS3HBATL 00Jiee CUJILHHE M MUPOKMEe KJIIETOUHHE WMMYHHEE
OTBETH, UYeM COOTBETCTBYNIME KOODOH-OITUMMUIMPOBaAHHEE MMMYyHOIT'€HEH.

[00337] AHTMTeH HBV MoOXeT IIpelCTaBJIATE CcoO00M KOPOBHM OeJIoK
HBV, moBepxHOCTHHM ©Oejiok HBV, [»OHK-nonguMmepaszy HBV, KOIUPYEMBIM
reHoM X ©OeJjiok HBV, ero ¢parMeHT, eTro BapMaHT WIM UX KOMOMHALMD.
AuTuTeH HBV MOXeT MOpedcTaBJATE Cco00M KOPOBHM Oejiok HBV TeHoTHUIIa
A, xopoBHM Oejioxk HBV TeHOTMIIa B, XKOopoBHM Oejiok HBV reHoTuna C,
KOpOBHM Oejiok HBV TeHoTuna D, kopoBHM Oejok HBV r1menoTtumna E,
KOpoBEM ©Oejiok HBV reHoTuna F, kopoBeM ©Oejiok HBV TeHoTHMIA G,
KOpOBEM Oejiok HBV TeHOoTMNa H, HOOBEepXHOCTHHM O0ejok HBV TeHOTHIIA
A, TOBepPXHOCTHHM O0ejiok HBV TeHoTHMNa B, IIOBepXHOCTHHM Oejok HBV
TedHoTunna C, IIOBEepPXHOCTHEM ©0eJjiok HBV reHoTtuna D, [TOBEePXHOCTHHM
Hesjok HBV renoTuna E, [IOBEePXHOCTHEM ©Oejjok HBV TeHoTuna F,
IIOBEPXHOCTHHM Oejok HBV rmenHOoTMIa G, [OBEepPXHOCTHEM 0eJiok HBV
TeHOTUNIa H, ero QoparMeHT, €TI0 BapMaHT WM MX KOMOMHALMID. AHTUTEH
HBV MoOXeT OpedcTaBJIATL CcODOM KOHCEHCYCHEM KOPOBHM Oejiok HBV wmiau
KOHCEeHCYCHHM [IOBEpPXHOCTHHM 0OeJiok HBV.

[00338] B HEKOTOPHIX BapMaHTax peanmmsauumu  MU300peTeHUd
AHTUTEeH HBV  mMOxeT [IpencrTaBJaTh cobom KOHCEHCYCHVYIO KOPOBYIO
KOHCTpYKLMIO IocjenmoBaTeJyibHocTH [JHK HBV  renoTmmna A, JINOEPHYIO
[I0CJIeDOBaTeJIbHOCTE IqgE, CBABAHHYIO C KOHCEeHCYCHOM
[IOCJIeOORATEJIbHOCTRID OJIA KOpoBoro Oejyka HBV reHoOTMIa A, WK
KOHCEHCYCHYI KOPOBYI IIOCJIeIOBaTEeJIbLHOCTE OeJika HBV reHoTuUNa A.

[00339] B 1mpyrmMx EBapMaHTax pealM3aluM WM300peTeHUs aHTUI'eH
HBV MOXeT IIpencTaBJIAThL CODOM KOHCEHCYCHYID KOPOBYID KOHCTPYKIIMIO
IIOCJIEDOBATEJIEHOCTHU IOHK HRV TeHOTHUIIa B, JINITEPHYIO
[IOCJIEDOBATEJIEHOCTE IgE, CBA3aHHYID C KOHCEeHCYCHOM
IIOCJIeOOBaTEJIbHOCTE IJIS KOpOBOTO ©Oejyika HBV rTeHoTHMna B, win
KOHCEHCYCHYI KOPOBYI IOCJeIOoBaTeJIbHOCTE 0Oesylka HBV rTeHoTHna B.

[00340] B InpyI'Mx BapMaHTax pealM3aluM W300peTeHUs aHTUI'eH
HBV MOXeT IIpeOcTaBJATL COBDOM KOHCEHCYCHYI KOPOBYID KOHCTPYKIIMIO
IIOCJIEDOBATEJIBEHOCTHU IOHK HRV TeHOTHUIIa C, JINOEPHYIO
[1OCJIEeDOBATEJIEHOCTE IgE, CBA3aHHYID C KOHCEeHCYCHOM
INOCJIeOOBaTEJIbLHOCTE IJIS KOpPOBROTO Oejyka HBV  reHoTHMna C, wWiIn
KOHCEHCYCHYID KOPOBYI IIOCJeIoBaTeJIbHOCTEL Oesyika HBV reHoTuna C.

[00341] B HEKOTOPHIX BapMaHTax peanmmsauum  M300peTeHUd

AHTUTEeH HBV  mMOxeT IIpenCcrTaBiaTh cobom KOHCEHCYCHVYIO KOPOBYIO
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KOHCTpYKLUMIO IocJienoBaTeJyibHocTH [THK HBV  remoTmmna D, JINTEPHYIO
[IOCJIeDOBATEJIbHOCTE IgE, CBA3aHHYD C KOHCEeHCYCHOM
[IOCJIeDOBaATEJIbHOCTE IJIS KOpOBROTO Oejska HBV reHoTHMna D, wiau
KOHCEHCYCHYID KOPOBYI IIOCJeIoBaTeJIbHOCTL Oesyika HBV renHoTumna D.

[00342] B nmpyr'ux BapMaHTax peajausalmy Ku300peTeHUus aHTUTeH
HBV MOXeT TIpencTaBJATL COOOM KOHCEHCYCHYK KOPOBYH KOHCTPYKILIMUIO
[I0CJIeDOBAaTEJIbLHOCTHA OHK HBV TeHOTHUuIla E, JINOEePHYI
[IOCJIeOOBaTEJIbHOCTD IgE, CBA3aHHYD C KOHCEeHCYCHOM
[IOCJIeOOBATEJIbHOCTB IJIS KOpOBOTO Oejyka HBV reHoTHMIa E, wWiu
KOHCEHCYCHYID KOPOBYI IOCJeIOBaATEeJIbLHOCTE OeJika HBV reHoTHNa E.

[00343] B HEKOTOPHIX BapMaHTax peanusaumnum n300peTeHn g
AHTUT eH HBV  mMoxeT IIPenCcTaBJIATh cobom KOHCEHCYCHVID KOPOBYIO
KOHCTPpYKLUMIO IIocJienmoBaTeJsibHoCcTH [THK HBV  remHoTuna F, JINITEPHYIO
IIOCIIenOBaTEJIbHOCTE IgE, CBA3aHHYD c KOHCEeHCYCHOM
NOCJIeOOBaTEeJIbLHOCTE IJIS KOpOrROTO Oejyka HBV rTeHoTHMna F, win
KOHCEHCYCHYI KOPOBYK IMOCJeIOoBaTeJIbHOCTEL Oesylka HBV reHoTuna F.

[00344] B InpyI'Mx BapMaHTax pealM3aluM W300peTeHUs aHTUI'eH
HBV MOXeT I[OIpeOcTaBJIATE COBOOM KOHCEHCYCHYI KOPOBYID KOHCTPYKIIMIO
IIOCJIEDOBATEJIBEHOCTHU IOHK HRV TeHOTHUIIa G, JINOEPHYIO
[IOCJIEDOBATEJILHOCTE IgE, CBA3aHHYD C KOHCEeHCYCHOM
[IOCJIeDOBaTEeJIbHOCTR IJIS KOpOBOTO Oejyka HBV  reHoTHMna G, WK
KOHCEHCYCHYID KOPOBYI IIOCJeIoBaTeJIbHOCTL Oesyika HBV reHoTuna G.

[00345] B  HeKOTOPHIX BapMaHTax pealMsauuy  MU300peTeHUd
AHTUT eH HBV  wmoxeT [IpenCcTaBJIATh cobon KOHCEHCYCHVYIO KOPOBYIO
KOHCTPYKLMKI IHocjenoparTejibHocT IHOHK HBV  renmormna H, JINOEPHYIO
[IOCJIeOOBaTEJIbHOCTD IgE, CBA3aHHYD C KOHCEHCYCHOM
[IOCJIeOOBaTEJIbHOCTR IJIS KOpoOBOTO Oejyika HBV rTeHoTMna H, wiu
KOHCEHCYCHYI KOPOBYI IOCJeIOoBaTEeJIbLHOCTEL Oesika HBV reHoTuMna H.

[00346] B 1mpyrMx EBapMaHTax pealM3aluM WM300peTeHUs aHTUI'eH
HBV MOXeT IpencTaBJIATE cobom KOHCEHCYCHVYID IIOBEPXHOCTHYIO
KOHCTPpYKLUMID IocJienoBaTejibHoCcTH THK HBV  reHoTHMIa A, JINITEPHYIO
IIOCIIenOBaTEJIbHOCTE IgE, CBA3aHHYD c KOHCEeHCYCHOM
INOCJIeOOBaATEJIbHOCTE MJISA MNOBEPXHOCTHOTO Oesika HBV TeHoTHMna A, WU
KOHCEHCYCHYI TIOBEPXHOCTHYK IIOCJIeNOoBaTeJIEHOCTEL Oejyika HBV TeHoOTUIIA
A,

[00347] B HEKOTOPHIX BapMaHTax peanusaumnum n3o0peTeHud
aHTureH HBV MOXeT OpelcTaBJIATEL COOOM KOHCEHCYCHYI IIOBEPXHOCTHYIO
KOHCTpYKLUMIO IocJienoBaTeyibHocTH [THK HBV  remoTmna B, JINOEPHYIO
[IOCJIeDOBaATEJIbHOCTE IgE, CBA3aHHYD C KOHCEeHCYCHOM

[IOCJIeOOBATEJIbHOCTEI MOJIA IIOBEPXHOCTHOTO Oesika HBV reHoTmna B, wniamu
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KOHCEHCYCHYID IOBEPXHOCTHYK IIOCJIeNOBaTeJIbLHOCTL Oejsika HBV TreHoTHUIIA
B.

[00348] B ImpyrmMx BapMaHTax pealM3aluM M300peTeHUsa aHTUIeH
HBV MOXeT IpencTaBJIaATh cobom KOHCEHCYCHVYIO IIOBEPXHOCTHYIO
KOHCTPYKLMKI IocjenoBarTejibHocT IHTHK HBV  renmoruna C, JINOEPHYIO
[IOCJIeDOBaATEeJIbHOCTE IqgE, CBA3aHHYID C KOHCEHCYCHOM
[IOCJIeOOBRATEJIbHOCTRIO IJIA I[IOBEPXHOCTHOTO Oejyika HBV renHoTmna C, wWiu
KOHCEHCYCHYI IIOBEPXHOCTHYI IIOCJIeNOoBaTeJIEHOCTE Oejyika HBV TeHOTUIIa
C.

[00349] B 1mpyruMx EBapMaHTax pealM3aluM WM300peTeHUs aHTUI'eH
HBV MOXeT IpencTaBJIAThE cobou KOHCEHCYCHVID IIOBEPXHOCTHYIO
KOHCTPpYKLUMIO IIocJyienoBaTejibHoCcTHM [THK HBV  remHoTuna D, JINOEPHYIO
[IOCIIenOBaTEeJIbHOCTE IgE, CBA3aHHYD c KOHCEeHCYCHOM
NOCJIeOOBaATEJIbHOCTE JIA INOBEPXHOCTHOTO Oesika HBV rTeHoTuna D, win
KOHCEHCYCHYK TOBEPXHOCTHYK IIOCJIeNOoBaTeJIEHOCTE Oejyika HBV TeHOTHUIIA
D.

[00350] B HEKOTOPHIX BapMaHTax peannsalnmnum n300peTeHn
anTurex HBV MoOXeT OpelcTaBJIATL COOOM KOHCEHCYCHYID IIOBEPXHOCTHYIO
KOHCTpYKLUMIO IIocJienoBaTeJibHocT ITHK HBV  rexoTmmna E, JINOEPHYIO
[IOCJIEDOBATEJILHOCTE IgE, CBA3aHHYD C KOHCEeHCYCHOM
[IOCJIeOOBATEJIbHOCTEI OJIA IIOBEPXHOCTHOTO Oesika HBV reHoTuna E, wnim
KOHCEHCYCHYIO IOBEPXHOCTHYI I[IOCJIeNOoBaTeJIbHOCTL Oejsika HBV reHoTUIIA
E.

[00351] B mpyrux BapMaHTax peajausalmy Ku300peTeHUuda aHTUTeH
HBV MOXeT IpenCcTaBJIATE cobon KOHCEHCYCHVYIO [IOBEPXHOCTHYIO
KOHCTPYKLUMIO IocyenoBaTejibHoCcTH [JHK HBV  renoTuna F, JINTEPHYIO
[IOCJIeOOBAaTEJIbHOCTD IgE, CBA3aHHYD C KOHCEeHCYCHOM
IIOCJIEOOBATEJIbHOCTBI MIJISA INOBEPXHOCTHOTO Oesika HBV rTeHoTuna F, wiu
KOHCEHCYCHY TIOBEPXHOCTHYI TIOCJIeNOoBaTeJIbEHOCTE Oejyika HBV TeHOTUIIA
F.

[00352] B InOpyrmMx BapMaHTax pealM3aluM W300peTeHUs aHTUI'eH
HBV MOXeT IpencTaBJIAThE cobomr KOHCEHCYCHVIO IIOBEPXHOCTHVYIO
KOHCTPpYKLUMID IIocJienoBaTejibHoCcTH THK HBV  remHoTuna G, JINOEPHYIO
IIOCJIeOOBaTEJIbHOCTE IgE, CBA3aHHYD C KOHCEeHCYCHOM
NOCJIeOOBATEJIbHOCTE JIA [NOBEPXHOCTHOTO Oesika HBV reHoTHMna G, wWin
KOHCEHCYCHYI I[IOBEPXHOCTHYK IIOCJIeNOBaTeJIbLHOCTEL Oesika HBV TeHoTHUIIA
G.

[00353] B ImpyrmMx BapMaHTax pealM3aluM WM300peTeHUs aHTUIeH
HBV MOXeT IpencTaBJIaATh cobom KOHCEHCYCHVYIO IIOBEPXHOCTHYIO

KOHCTpYKLMIO IocJenmoBaTesyibHocTHM [JHK HBV  renoTmna H, JINOEPHYIO
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IIOCJIEeDOBaTEJIbHOCTE IgE, CBA3aHHYD C KOHCEeHCYCHOM
[NOCJIeOOBATEJIbHOCTE OJIA IIOBEPXHOCTHOTO Oesika HBV reHoTmMna H, wnin
KOHCEHCYCHYID IOBEPXHOCTHYI I[IOCJeNOoBaTeJIbHOCTL Oejsika HBV reHoTUIIA
H.

AHTMTeH BUpyca remnatura C

[00354] BUPYCHHM aHTUIeH MOXeT IIpelCcTaBJIAThL CcoOoM aHTUTeH
n3 Bupyca Trenaturta C (HCV), ero o¢parrMeHT WJIM €TI0 BapMaHT.
AuTureH HCV MOXeT acCcouMMpoOBaTbBCHA C PakoM IIeUeHM WM BE3BATh
ero. B HEKOTOPHX BapMaHTax peajMu3alluyM M300peTeHMsa aHTureH HCV
MOXeT TIIPeOCTaBJIATL CcO0OM TeTepOoJIOTUUHYID MOJIEeKYJIY (MOJIEKYJIH )
HYKJIEMHOBOW  KMCJIOTH, TakKylw KakK ILJlasMuna (mmas3MmOe) , KOTOopad
KoOoupyeT OIMH wuiu ©0oJee aHTUureHok u3 HCV. AuTturen HCV MoxeT
OpencTaBJIATE CcoOoOM IMoJIHOPasMepHHEe WMJIM MMMyHOTeHHEEe (parMeHTH
MIOJIHOPAa3MEPHHEX OeJIKOB.

[00355] AHTUI'eH HCV MOXeT comepXxaThb KOHCEHCYCHEE
IOCIIenOBaTEeJIbHOCTHA n/nnm OoHY WU DoJiee MOIOUDUK AN oI
VIIYUIIeHHOV DKCIpeccCur. IlI'eHeTMUeckKMe MOIMOMKALMM, B TOM UMCIe
onTUMM3alng KOOOHOBRB, OoHnTMMM3alIN4g PHK n noSaBJieHHUE
BHICOKO20PEeKTUBHOM JIMOEPHOM II0CJeIOBaTEeJIbHOCTM MMMYyHOTJIOOYJIMHAa C
11eJIbI0 TIOBHIMEHMS MMMYyHOTE&HHOCTM KOHCTPYKLUMM, MOTYT OBTH BKJIOUEHE
B MOIMOULMPOBAHHEE KOHCEHCYCHHE II0CJIeIOBRaTeJIbHOCTM. KOHCEeHCYCHHM
anturen HCV  mMoOxeT comepxaThb CUTHaJBbHHEM IenTum, TakoM Kak
CUTHAJILHBIM I[IeNTUI MMMYHOTIJIOOYJMHAa, TakKoM KakK CHUTHAJbLHBM IIelTUn
Ige mmm IgG, ¥ B HEKOTOPHX BapMaHTax pealu3aluM Un300peTeHnd
MOXeT comepXaTb HA-MeTKy. VIMMyHOTEeHH MOTYT OBTH CKOHCTPYUPOBAHE
TakK, UYTOOH BH3HBaATL 00JIee CUJIBHHE UM IUPOKME KJIETOUHHEE WMMYHHEE
OTBETH, UYeM COOTBETCTBYKHIME KOOOH—OITHMMUI3IUPOBaAHHEE MMMYyHOT'€HH .

[00356] AHTUT eH HCV MOXeT npencTaBJgaTh cobom
HYKJIEOKAIICUOHEL 0OeJiok  HCV (TO ecTb KOPOBEM  0eJIok), BeJiok
oboJiouku HCV  (Hanpumep, El1 wm E2), HeCTPYKTYypHHM ©Oejijok HCV
(ranpmMmep, NS1, NS2, NS3, NS4a, NS4b, NSba wm NSbb), ero
dparMeHT, eTr0 BapMaHT WM MX KOMOMHALIWD.

BupycCc OanmiJjiOMEl UeJIOBeKa

[00357] BUPYCHHM aHTUTEeH MOXeT IMIpeldCcTaBJIATL CcoOoM aHTUIeH
n3 HPV, ero OGparMeHT MM €TI0 BapMaHT. AHTHTIeH HPV MoxeT OHTHL U3
HPV 16, 18, 31, 33, 35, 45, 52 m 58 THUNOB, KOTOPHE BH3HBAKLT pak
merKyM MaTKM, pakK IOpAMOM KUIIKKM W/MIM IPpyTMe BUIOH paka. AHTUIEH
HPV wmoxeT OHTb M3 HPV 6 wu/may 11 THUIOB, KOTOPHE BHS3HBAOT
OCTPOKOHEUHEEe KOHOWJIOMH, M, KaK WM3BEeCTHO, ABJAKIMECS IPUUMHOM

pakKa TOJIOBH M meu. AHTUTeH HPV wMoxeT ObTL M3 HPV 16 u/wam 18
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TUIIOB, KOTOpPHE BEH3HBAKT pPak MeVKM MaTkK. AHTHUTeH HPV MoxeT OHTH
us HPV 6, 11 wu/mwam 16 THIOOB, KOTOPHEe BH3HBaLT RRP U pak
aHaJIbHOTO KaHajla. PakKOBHM aHTUTeH HPV MoXeT OBTH HOOMIOJHUTEJBHO
ornpelnejyieH B IaTeHTe CIA N 8168769, nomanHoM 30 wmwojgg 2007 rona,
nateHTte CIA N 8389706, nomaHHoOM 21 gHBapa 2010 roma, 3asBKe Ha
naTeHT CHA N 13/271576, mnomauHo¥ 21 okTabps 2011 roma, ¥ 3asgBKe
Ha naTeHT CIA N 61/777198, nomaHHoW 12 wMapTa 2013 rToma, Kaxmhe
M3 KOTOPBIX BKJIOUEHH [IOCPEINCTBOM CCBUIKM B IIOJIHOM OOBLEME.

[00358] AuTurensl HPV MOT'YT NpencTaBJIAThL cob®o¥ IoMeHH E6 mMiu
E7 HPV wm3 kaxgmoro Twula HPV. Hamnpumep, njaga HPV 16 Tuna (HPV16)
aHnTureH HPV16 MoOXxeT BKJIOUATL aHTHUI'eH HPV16 E6, anTured HPV16 E7,
bparMeHTE, BapMaHTH WIM MX KOMOMHaUMM. AHAJOIMUYHEM 0O0pasoM,
aHTuTeH HPV MOXeT TIpencTaBJ ST, cobom HPV 6 E6 wu/miam E7, HPV 11
Ee u/mim E7, HPV 16 E6 u/myam E7, HPV 18 E6 wu/umim E7, HPV 31 EG6
n/mimm E7, HPV 33 E6 u/wam E7, HPV 52 E6 u/wam E7, wmiam HPV 58 E6
u/mnu E7, bparMeHTH, BapMaHTH WJIM UX KOMOWHAIINU.

Bupycr Teplieca

[00359] BUpPYCHHM aHTUTEH MOXeT IIpeldCcTaBJIATL cobo¥ aHTUIeH
BUpyCa Tepleca. AHTHUIeH BMpPyCa Teplleca MOXeT IMIpeACTaBJIATL coBoMn
aHTHUTeH, BHOPaHHBEM M3 IPYIIIHE, cocTodAmew m3 CMV, HSV1, HSV2, VZV,
CeHV1, EBV, po3e0JIOBMPYCA, AaCCOUMMPOBAHHOTO C capkomoy Kanomwm
TepliecBUpyCca, winM Muhv, wu nOpegmpnourtuTesibHO - CMV, HSV1, HSVZ,
CeHV1 m VZV.

[00360] KoHceHcycHEM  OeJiok  HCMV-gB (SEQ ID NO: 26),
KOHCEeHCYCHEM ©Oejijok HCMV-gM (SEQ ID NO: 28), KOHCEHCYCHHN OeJIOK
HCMV-gN (SEQ ID NO: 30), KOHCeHCYCHHM ©Oejjok HCMV-gH (SEQ ID NO:
32), KOHCeHCyCHHM ©0eJijok HCMV-gL (SEQ ID NO: 34), KOHCEHCYCHHM
Bejjok HCMV-gO (SEQ ID NO: 36), KOHCeHCYCHHM OeJijok HCMV-UL128
(SEQ ID NO: 38), KOHCeHCYyCHHM 0Oejiok HCMV-UL130 (SEQ ID NO: 40),
KOHCEeHCYCHHEM 0Oejiok HCMV-UL-131A (SEQ ID NO: 42), KOHCEHCYCHHM
Besiok HCMV-UL-83 (pp65) (SEQ ID NO: 44).

[00361] HykileoTHunHEE riocJjlenoRaTeJILHOCTH, B TOM yncJie
[IoCJIeIOBaATEeJIbHOCTHY, Koaupywomme SEQ ID NO: 26, SEQ ID NO: 28, SEQ
ID NO: 30, SEQ ID NO: 32, SEQ ID NO: 34, SEQ ID NO: 36, SEQ ID
NO: 38, SEQ ID NO: 40, SEQ ID NO: 42 wmmm SEQ ID NO: 44. Brpum
[IOJIYYEHE MOJIEKYJIH HYKJIEMHOBEX KUCJIOT, KOOUPYKIMe KOHCEeHCYCHHE
AMVUHOKMCJIOTHEIE IIOCJIeOOBATEJIEHOCTH . BaKUMHE MOI'YT COOepXaThk ONHY
nian  0oJiee HYKJIEOTMIHBX I[IOCJeHOBaTEeJIEHOCTEM, KOTOPHE KOIOUPYIT
OOVMH WM ©OoJiee KOHCEHCYCHBEX BapMaHTOB MMMYyHOT'E€HHEX OeJIKOB,

BBI@paHHBIX nus 2TOM T'OYIIIIEL HOCJ’Ie,JIOBaTeJ'H:HOCTeﬁ, CO3IIaHHEX IJIA
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ONTUMM3ALUUNM CTabMIJIIBHOCTM WM DKCIPeCCHM B OplaHM3Me UJeJlIOBeKa.
HywxjieoTnmHasda [IOCJEIOBATEJILHOCTL, KOOMPyoMasd KOHCEHCYCHEM OeJIoK
HCMV-gB (SEQ ID NO: 25), HYKJIEOTUIOHAS I[IOCJEeOOBaTEJIbHOCTE,
Kooupywola g KOHCEHCYCHEIM DeJIoK HCMV-gM (SEQ ID NO: 27),
HYKJIeOTHOHAas I[IOCJIeNoBaTeJIbHOCTL, KoOupyklmas KOHCEHCYCHEM OeJloK
HCMV-gN (SEQ ID NO: 29), HYKJIEOTHMOHAaS IIOCJedOoBaTeJIbHOCTE,
KoOoupywola s KOHCEeHCYCHEHIM HeJiok HCMV—-gH (SEQ ID NO: 31),
HYKJIEOTHIOHAS I[OCJelOoBaTeJIbHOCTL, KOAOMPylmas KOHCEeHCYCHEM OeJloK
HCMV-gL (SEQ ID NO: 33), HYKJIeOTHIOHAaS I[IOCJemoBaTeJIbHOCTD,
KoOupyria g KOHCEHCYCHEI HeJlok HCMV-gO (SEQ ID NO: 35),
HYKJIEOTHIOHAaS I[OCJelOBaTEeJIbHOCTL, KOOMPylmas KOHCEHCYCHEM OeJIoK
HCMV-UL128 (SEQ ID NO: 37), HYKJEeOTHMIHas II0OCJIeOOBaTeJIbLHOCTD,
KoOupyllas KOHCEeHCYCHHM ©Oejjok HCMV-UL130 (SEQ ID NO: 39),
HYKJIEOTHIOHaS [OCJelOBaTEJIbHOCTL, KOOMPyKmMas KOHCEHCYCHEM OelJloK
HCMV-UL-131A (SEQ ID NO: 41), HYKJeOoTMIHada II0CJIeOIOBaTeJILHOCTL,
KOOMpPYKIas KOHCeHCYCHEM 0Oejiok HCMV-UL-83 (pp65) (SEQ ID NO: 43).
HyxkijeoTnnHada [IOCJIENOBATEJIEHOCTE MOXET OOIIOJIHUTEJIEHO VMeThb
KOOUPYRIYD JIMOEePHYI [ocJjenoeaTesibHOCTE IgE, cBA3aHHy© C  5'-—
KOHIIOM.

[00362] B cBeTe 5SBOJOUMOHHOM OMBEPTEHUUMM OT KJIMHUUECKUX
MTaMMOB ¥ OOJIBIIMX TEeHeTHUEeCKMX pazjiMuull CcpelM pPaclIpOoCTpaHEeHHHX
UVPKYJIMPYOIMX — MTaMMOB  deJlIoBeKa OBUIM  I[IOJIYYEHH  KOHCEHCYCHHE
AMMHOKMCJIOTHEIE I[IOCJIeOOBaTeJIbHOCTY IOJIAd KaXOoT'0 U3 MMMyHOT'€HHEIX
OesikoB. KOHCEHCYCHBE aMMHOKMCJIOTHEIE IIOCJIeOOBaTeJIbHOCTM 1OJsa JB,
gM, gH, gL, gE, gI, gK, gC, gD, UL128, UL130, UL-131A u UL-83
(pp65) OBLUIM OCHOBAHEL Ha I[OCJEeHOOBAaTEeJIEHOCTAX M3  KIMHUUECKUX
mTaMMOB UYeJloBeKa. I[lo OpuumHe OOJBIIONM BBOJOLUMOHHOW IMBEepPTeHLUN
Besika gN KOHCEeHCyCHas IIOCJIeIOBaTeJIbHOCTE OBJla IIOJIydeHa TOJIBKO U3
omHOoTO (gN-4c) wu3 cCceMM CepOTHUIIOB, KOTOPHM ABRJIAeTCA Haubdojee
cepomnpeBaJIeHTHEM (gN-4). AHaJJOTMYHEM oBOpasoM, B ciayuyae g0,
KOHCEeHCYCHHE aMMHOKMCJIOTHHE IIOCJIENOBATEJIEHOCTM OBUIM IIOJIYYEHH U3
onHOoTO (g0-5) ™3 BOCBMM CEPOTHIIOB IO TPUUMHE T[IOATBEPXIEHHOM
CBA3U BTUX OIpPeleJIEHHEIX CEPOTUIIOB C cepoTurioM gN-4c.

[00363] Kak ommMcaHO BHIIE, AaHTUI'E€H BUpyCa Tepleca MOXeT

IpencTaBJISTh cobom KOHCEHCYCHEIM aHTUTeH BUpPYCa Tepreca.
KoHCeHCYCHEM AHTUTEeH BUpPYyCa Tepreca MOXeT OHTb cHabxeH
CUTHAJIb HEM eI TUIOM. B HEKOTOPHX BapmaHTax peanmnsalnumn

MSO@peTeHMH JIUODepHada IIOoCJIemoBaTeJIbHOCTE IgE cekdazaHa ¢ N—-KOHLOM.
Kak ommMcaHO B IOaHHOM IOOKYMEeHTe, IIpM CCHEUIKEe Ha CUTHAaJIbLHBEM IneriTmn,

CBS'3aHHLBIM c N-KOHIIOM KOHCEeHCYCHOM nocJjlegoBaTeJILHOCTH, OH
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openHaszsHayeH OJj4d  TOoTro, UyTOOHE  CIelMalJIbHO BKJKOUYATh  BapMaHTH
peagM3almMn  M300peTeHUsd, B KOTOPHX  N-KOHILIEBOM oOCTaTok Xaa
KOHCEHCYCHHX IIOCJIeOOoBaTeJILHOCTEM 3aMeHeH CUTHAaJIbHBEM OendTuioM. To
eCcThb, IpM  MCIOJIB30BaHUM IIO TEeKCTY IHOaHHOT'O IOKYyMeHTa, Xaa
openHaszHaueH OJg o0003HaueHMsa JIOOOM aMUHOKMCJIOTH MM OTCYTCTBUA
aMVUHOKMVCJIOTEI. Beunku, KOTOpPEIe cComepXxarT KOHCEHCYCHYI
[I0CJIenOBATEJIbHOCTE, [IPUBEIEeHHYIO B OaHHOM OOKYMEHTe
mocJjlegoraTeJibHocTaMmu SEQ ID NO: 26, 28, 30, 32, 34, 36, 38, 40,
42, 44, MOTYT cCoIepXaThk STHU IIOoCJemoBaTeJIbHOCTM ©e3 N—KOHILEeBOI'O
Xaa.

[00364] BoIM IIOJYYeHH aMMHOKMCJIOTHHE IIOCJIeDoBaTeJIbLHOCTH,
KOTOPHE conepxam B KaXIoM KOHKPETHOM ciydae JIUOEPHY
IIOCJIEDOBATEJIBHOCTE IgE Ha N-xoHIIe KOHCEHCYCHEIX
IOCJIENOBATENBHOCTEN  MMMYHOTEHHOTO DeJika BUpPYCA Teplieca. B
HEKOTOPHIX BapMaHTax peann3alnum nz3obpeTeHms npencTaBJIEHE
KOHCTPYKIMM  HYKJEMHOBEX  KMCJIOT, B KOTOPHX I~OBa win 0DoJiee
AaHTUT'eHOB BMpPYyCa TIeplieca B3KCIPEeCCHUPYRTCS B BUIe CIUTHX OeJIKOB,
CBABaHHHEX OpyT' C IOPYTOM calTaMM IIPOTEeOJIMTUUEeCKOTO paclellJIeHU.
CaiT T[pOTEeOJIMTUUECKOTO paclellylIeHusa ooypMrHa ABJIAeTCS [IpUMepoM
caiTa MOPOTeOoJIMTUUECKOTO pPAaclellJIeHra, KOTOPHM MOXeT CBA3HBATDH
aHTUT €HEL BHUpPYyCa replieca B CJIMTOM DeJsike, BKCIIPeCCUPYEMOM
KOHCTPYKLUMEN . BHPYCHHM pPaKOBHM aHTUIeH CeMelMCTBa TIeplleca MOXeT
OOTOJIHUTEJILHO IPeacTaBJIATL coboy JioboM aHTUIeH, OIMCAHHHM B
3asgBKe Ha naTeHT CIIA N 13/982457, comepxaHue KOTOPOM BKJIOUEHO B
OAaHHBEM OOKYMEHT IIOCPeldCTBOM CCHJIKM B IIOJIHOM oObeMe.

3. BakumHa B KOMOMHALMM C MHIMOUTOPOM MMMYHHOM KOHTPOJILHOM
TOUKMU

[00365] BaklumHa MOXeT OOIOJIHMTEJIBHO CcOomepXaThk OIOMH WU
BoJjiee MHIUOMTOPOB OOHOM WMJIM O0o0Jiee MOJIEKYJI MMMYHHEX KOHTPOJIbHEX
TOoUueK (TO eCTb MHIMOMTOPOB MMMYHHBEX KOHTPOJIBHEIX TOuUek) . MOJIeKYJIB
VMMYHHEX KOHTPOJILHEIX TOUEeK OIIMCaHbE HIke O0oJiee oapoOHO. JaHHHEM
MHTUOUTOP MMMYHHOM KOHTPOJILHOM TOUKM IIPeOcTaBjigeT cobor Jobyo
HYKJIEMHOBYK KUCJIOTY WM OeJIoK, KOTOPHM I[IpeloTBpamaeT CyIpeccCuio
JIOBOOTO KOMIIOHEHTa B MMMYyHHOWM CHCTeMe, HalpuMep, Ope3eHTaumo MHC,
OIpeseHTalnrn U/ UiIKM IUdOepeHLUUpPOBKY T-KJIEeTOK, IMIpe3eHTalubon M/UINu
InOPepeHIPOBKY B-kJjeToOK, Jodoro HMTOKMHA, XEeMOKMHa VI
CUTHaIM3auuin g nOposmbepanmy u/miamn  IUbOepeHIMPOBKY  VIMMYHHBIX
KJIETOK.

[00366] Takom VHTUOUTOP MOXeT NpencTaBJigaTh cobom

HYKIJIIEOTMIOHYIIO rnocjienoBaTeJIbHOCTE, AMVMHOKMCIIOTHYIO
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[IOCJIENOBATEJIBHOCTE, MaJlywn MOJIEKYJITY VI X KOMOMHAaLMD.
HyxkJeoTuIHasd I[IOCJeIOBaTEeJIbHOCTLE MOXeT IIpeacTaBJaTh cobom IOHK,
PHK, kIIHK, nx BapMaHT, nx bparMeHT NI nux KOMOMHALIMD.
HyxkJjienHOBa4a KKCJIOTa MOXeT TaKxe comepxaTb OOIIOJIHUT eJIb HElE
[IOCJIeOBaTEeJIbHOCTH, KoOoUpyolme JIMHKEPHEBIE NI MapKepHHEe
[IOCJIeIOBaTEeJIbHOCTH, KOTOPHE CBA3aHE C MHIUOMTOPOM  MMMYyHHOM
KOHTPOJILHOM TOUKU NIenTUIHOM CBA3LBI. Majiad  MOJIEKyJla  MOXET
IpencTaBJIITE COOOM HMIKOMOJIEKYJISPHOe, HalpMMep, BeCOM B MeHee
yem 800 @»maJbTOH, OpTraHMUYeCcKOoe WJIM HeopTlaHMUecKoe COeIMHeHUue,
KOTOpOEe MOXEeT CJYXMUTbL B KadecTBe OQepMeHTHOTI'O cyOcTpaTa, JuITaHIa
(MM ero aHaJjiora), CBS3aHHOTO OeJIKOM WJIM HYKJIEMHOBOM KMCJIOTOM,
VI peryJjgaTopa BMOJIOTUUYECKOT O npoliecca AMMHOKMCJIIOTHAA
IOCJIeIOBATEJILHOCTE MOXeT IIPeOCcTaBJIATL cobol 0eJlok, MHelTUn, UX
BapMaHT, UMX QOparMeHT WM MX KOMOMHAIIMI.

[00367] B HEKOTOPHIX BapMaHTax peannsalumnum n300peTeHn g
VHTUOUTOP MMMYHHOM KOHTPOJILHOM TOUKM MOXeT IIpeldCTaBJIATL coboln
ooHy wmIM 0OoJiee HYKJEOTHMIHHX II0CJedoBaTeIbHOCTEMN, KOOUPYIMMX
aHTUTEJIO, €TI0 BapMaHT, €TI0 QparMeHT WIM MX KOMOMHaALMK. B IOpyTIMX
BapMaHTax pealu3aluuy uz3odbpeTeHMd MUHIUOMTOP MMMYyHHOM KOHTPOJBLHOM
TOUKM MOXeT IIpPeICTaBJIATL cobo¥ aHTUTeJO, ero BapuaHT, ero
dparMeHT WM MX KOMOMHALMIO.

MoJiekyJia MMMYHHOM KOHTPOJIBHOM TOUKMU

[00368] MoJekyJia MMMYHHOM KOHTPOJILHOM TOUKUA MOXeT
IpencTaBJIATh cobon HYKJI€OTUOHYIO [IOCJIeIOBATEJIbHOCTE,
aMVHOKMUCJIO THYIO [IOCJIeIOBaATEeJIbHOCTE, MaJIyn MOJIEKYJTY VIV X
KoMOMHaLuMo. HykJeoTHOHas I[IOCJIeIOBaATEeJIbBHOCTL MOXeT IMIpeOCcTaBJIAThH
cobom IOHK, PHK, kIHK, ®X BapMaHT, UX (parMeHT WM UX KOMOMHALIUIO.
HykJjenHoBasga KMCJIOTa MOXET TaKxe comepxaThb OOIIOJIHUTEJIbHEE
[IOCJIeIOBaTEeJILHOCTH, KoOMpyoIme JIMHKEPHEIE VI MapKepHHE
[IOCJIeIOBaTEJIbHOCTH, KOTOPHE CBA3aHEl C MHIUOUMTOPOM  MMMYHHOM
KOHTPOJILHOM TOUKU INenTUIHOM CBA3B. Majiad  MOJIeKyJla  MOXeT
IpenCcTaBJIATE COOOM HMIKOMOJEKYJIApHOe, HalpMMep, BeCOM B MeHee
yem 800 1DaJlbTOH, OpPIaHMUYECKOE WJIM HeOopTaHMUYEeCKOEe COeIuMHEeHUue,
KOTOpOEe MOXET CJYXUTbH B KadecTBe OQepMeHTHOT'O cyOcTpaTa, JuUTaHIa
(MM ero aHajiora), CBS3aHHOTO OeJIKOM WJIM HYKJIEMHOBOM KMCJIOTOM,
VI peryJjdaTropa OMOJIOTUYECKOT O npoliecca. AMMHOKMCJIOTHASA
IOCJIeIOBATEJILHOCTE MOXeT IIPeOCcTaBJIATL cobol 0eJlok, MHOeldTurn, UX
BapMaHT, UX OparMeHT WM MX KOMOMHAaIMIO.

(1) PD-1 m PD-L1
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[00369] MoJekyJia MMMYHHOM KOHTPOJILHOM TOUKMA MOXET
OpencTaBJIATE coboM OeJlok IpoTpaMMupyemoyn rtubenm kJjgeTok 1 (PD-1),
JMUTaHO OporpaMMupyeMon Tubenm kJjetoxk 1 (PD-L1), ero o¢parMeHT,
ero BapMaHT WM WUX KoMOMHauuw. PD-1 mnpencraiBjseT cobol OeJIok
KJIETOUHOM TIIOBEPXHOCTHM, KOIMPYEeMEM TeHoM PDCDI. PD-1 daBjseTcsda
npeIcTaBUTeJIeM CYyIIepceMelCcTBa MMMYyHOTJIOOYJIMHOB ¥ BKCIpeCcCUupyeTcs
Ha T-xJjeTkax ¥ Opo—-B-kijeTkax, M, TakuM o0Opa3oM, YydacCTBYeT B
cynobbe u/unm  gubdbepeHLMPOBKe 5STUX KJIEeTOK. B UYacTHOCTH, PD-1
opencraBjgeT cobol MeMOpaHHHNM ©6eJiok 1 Tuna ceMmelicrea CD28/CTLA-4
T—KJIETOUHEIX PeryJIATOPOB WM HeTlaTMBHO pPeIyJIupyeT CUTHaJe T-—
KJIETOUHEIX PeLEelTOpPOB (TCR), TeM CaMeIM HeTaTUMBHO pPelyinupyAd
VMMyHHEE OTBeTEl. PD-1 MOXeT HeTraTMBHO pPeIlyJIMpoBaThk oOTBeTH CD8+
T-KJIETOK, u, TaKUM obpasoM, MHTUOUPpYyeT CD8-omnocpeloBaHHY
IUTOTOKCUUYHOCTE UM YCUIIMBAET pPa3BUTHE OIYXOJIU.

[00370] PD-1 wmmeerT npBa JurasHma, PD-L1 wmu PD-1L2, KOTOpPHE
ABJIAITCA MOpelcTaBUTeJIAMM ceMeldcTBa B7. PD-L1 axkKTHBMpPYeTCS Ha
Makpodparax MM IOeHIPUTHHX KiJIeTkax (DC) B oTBeT Ha JedueHue LPS wm
GM-CSF, a Takxe Ha T-kijleTkax UM B-xjleTkax I[IpU curHamszauum TCR u
B-KJIeTOYUHOTO peLemnropa. PD-11 SKCIpeccupyeTrcs MHO I'VIMU
OIIYyXOJIE BEIMI KJI€ TOUHEIMU JIMHV AMMU, B TOM umcie My eJioMaMi,
MacTOLUMTOMaMM M MeJlaHOMaMu.

AHTUTEJIO K MOJIEKYJIE MMMYHHOM KOHTPOJILHOM TOUKMU

[00371] Kak OIMCAHO BHIME, MHIUOUTOP MUMMYyHHOM KOHTPOJILHOM

TOUKU MOXeT IpencTaBJIATh coBo aHTUTEJIO. AHTHUTEJIO MOXET
CBA3HBATBHCHA WIM BCTyNaTk B peakUM©w C aHTMI'eHOM (TO ecCcThb
MOJIEKYJIOM VIMMY HHOM KOHTPOJILHOM TOUKM, onMCcaHHOM BLOIE) .

COOTBETCTBEHHO, AaHTUTEJIO MOXEeT CUMTaThbCHa aHTUTeJIOM K MOoJIeKyJe
VMMYHHOM  KOHTPOJIBHOM  TOUKM WMJIM AaHTUTEJIOM MOJIEeKYJIH  MVMMYyHHOM!
KOHTPOJILHOM  TOUKM. AHTHUTEJO MOXeT KOIOMPOBATLCA HYKJIEOTUIHOM
IOCJIeIOBATEJILHOCTRIO, colepXamelcsa B

[00372] AHTHUTEJIO MOXeT coIepXaThb IIOJUIENTUI TaKeJION Lelu u
IOJIUMIIENITU JIeTKOoV Lenu. I[IOJUIEeNTUO TEKeJION LelM MOXeT COoOepXaThb
BaprabesbHy® 00JlacTb TaxeJon 1enu (VH) u/MiIM IO MeHbIel Mepe
OOHY KOHCTaHTHYI o00JacTb TaxeJion uenu (CH). Ilo MeHbIleM Mepe OIHa
KOHCTaHTHasa o0JacTb TIXeJOM LelrM MOXeT COoIepXaTb KOHCTAaHTHYIO
obytacTe TaxeJoMm Lemnm 1 (CHL), KOHCTaHTHYIR 00JIaCTb TIKEJIOWM Lelu 2
(CH2), KOHCTaAHTHYK O00JacTbh TSxeJoM lenu 3 (CH3) u/UIM MapHUPHLIA
y4acToK.

[00373] B HEKOTOPHIX BapMaHTax peanmmsauuu  MU300peTeHud

INOJIMIIENTHU  TSKEJOM LelM MOXeT colepxaTk VH ob6jgacte wm CHI
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obJjacTb. B IOpyIMxX BapMaHTax pealmMs3alluu Uu300peTeHUa IOJUIIENITUN
TOKEJIOM Lenr MOXeT colepxaTb VH obmacTk, CH1 o6llacThb, TapHUPHEM
yuacTok, CH2 o6jlacTte m CH3 obJjlacThb.

[00374] [MoumnenTun  TAXKeJION LendrM MOXeT COoOepXaTb Habop
OIpenesgmMx KOMILJIEMEHTapHOCTL obJjacTen ("CDR"). HabGop CDR MOXeT
comepxaTh TpuU IulepbBapuabelibHEe objlacTM VH objactu. Mexonma m3s N-
KOHIla IIOJIMIIeNTUOma TaxeJion uenm, 5T CDR  obosHauvaoT "CDR1",
"CDR2" m "CDR3", coorBeTcTBeHHO. CDR1, CDR2 m CDR3 mnoJjuIenTuIa
TAXKEJION el MOTYT CIOCOBCTBOBATL CBASHBAHMIO WMJIM PAaCIIO3HABAHUIO
aHTHUTeHa.

[00375] IMoaunenTun JIeTKOM LelM MOXeT COOepXaTh BapMuadelIbHY
ofJjlacTh JerkoM uenu (VL) ¥/MIM KOHCTAHTHYI O00JacTh JIeTKOM Lelu
(CL) . TomunenTun JeTKOWM LenM MOXeT COomOepXaThk Habop oIpeleISnmMx
KOMIIJIEMEHTApPHOCTE o6JjacTenn ("CDR"). HaGop CDR MOXeT COIepXaTb
TpM THunepBapuabesibHEe oOjacTy VL objgacTtu. Mcxoma w3 N-KOHIA
IIOJIMIIeNTHUIOa JeT'koM uLenu, 5T CDR o6oszHauvawoT "CDR1", "CDR2" wu
"CDR3", coorBeTcTBeHHO. CDR1, CDR2 m CDR3 noJjuIentuna JeT'KOM

LIeIM MOTYT CIOCOOCTBOBATEL CBSA3BBAHUKD WMJIM PacllIOBHaBaHMIO aHTHI'€Ha.

[00376] AHTUTEJIO MOXeT comepxaThb Habop onpenesanmnx
KOMILJIEMEHTAapHOCTL ob6JjacTer ("CDR") TaxeJOM LenM M JeTKOoW Ilenu,
COOTBETCTBEHHO PAacCIOJIOXKEHHEM MeXxIOy HabopoM KapKacoB ("FR")

TOKeJIOM Lelr M JIETKOM LelM, KOTOPHEM obecledMBaeT Honmepxky CDR u
oIlpenesideT IIPOCTPaAHCTBEHHOEe pacloJiokeHrme CDR OTHOCUTEJIBHO IpyT
opyra. Hat®op CDR MOXeT comepXaTb TpM I'MIepeBapuabesibHEEe oOjacTtu V
oBJacTM TSAXKEJIOM MM JIeTKoM Uenu. Mcxomsa u3 N-KOHIa TSXeJION WK
Jerkom lemnu, 5T objlactu o6os3HauvanT "CDR1", "CDR2" wm "CDR3",
COOTBETCTBEHHO. AHTUIEHCBA3HBAKINMY YUaCcTOK, CJeloBaTeJIbHO, MOXeT
comepxaThb mecThb CDR, BrIoUakmMx Habop CDR M3 kaxmon V-objlacTu
TAXEeJION UM JIeTKOM Lenu.

[00377] AHTHUTEJIO MOXeT IIPeOCTaBJIATL Cco00M MMMYyHOIJIOOYJIMH
(Ig). Ig MOXeT TMpPelCcTaBJIATE coboM, Hanpumep, IgA, IgM, IgD, IgE
n IgG. VMMyHOTJIOOYJIMH MOXeT CONepXaThb IMIOJIMIENTUI TIKeJOM Lendu U
NOJUIENTHT JIETKOW Lenu. IONUIENTUR TSKeJIOoM LelM VMMyHOTJIOOYJIMHAa
MOXeT comepxaTb VH obJjacTtk, CH1 o6jlacTh, mMapHUPHBEM ydyacTok, CH2
obJjlacTs M CH3 obJjgacTtk. IoJNMIENTUI JIeTKOM LelM MMMYHOIJIOOYJIMHA
MOXeT comepXxaThb VL-oOsacTk m CL-00JIacThb.

[00378] Kpowme TOTO, IPOTEOINUTHUIE CKUN bepmMmeHT nanamy
IperMyIeCTBEHHO pacllellJIgeT MOJIeKYJIH 1gG C I[IOoJIydeHMeM HeCKOJIbKUX
dparMeHTOB, OBa M3 KOTOPHIX (pparmenTH F (ab)) comepxaT IO

KOBaJIEHTHOMY reTepodrnMepy, comepxXxalmemy MHTaKTHBEN
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AHTUTEeHCBA3HBaAKIMY YyUacToK. JPepMeHT IelcHMH chnocobeH pacHeryiaTh
MOJIEKYJIHL 1gG ¢ ofeclleueHUMeM HEeCKOJBbKUX QpalMeHTOB, B TOM UMCJIe
dparmMeHTa F(ab’)2, KOTOPHM’ COOEPXUT oba AHTUTEHCBA3EBalINX
ydyacTka. COOTBETCTBEHHO, AaHTUTEJIO MOXeT IpelCTaBlIATbL cobon Fab
mwimm F(ab’)2. Fab wMoxeT coIepXaTb IIOJUIENTUL TSXKeJION ULUelu U
INOJIUIIENTHI JleTKoM uenu. IoJUIenTun TaxeJjor uLenmu Fab wMoxer
comepxaTb VH o6jgacte mu CHl1 o6jxacrte. Jlerkasa uUenb Fab Moxer
comepxaThk VL-objacTe M CL-06JacTh.

[00379] AHTHTEJIO MOXeT IIPeOCTaBJIATL CoB0OM IIOJIMKJIOHAJILHOE
MM MOHOKJIOHAJIbHOE aHTUTEeJIO. AHTUTEJIO MOXeT IIPeOCTaBJIATbL Ccobol
XUMEPHOE AaHTUTEJIO, OIOHOIIEIIOUEeUHOE aHTUTEJIO, addMHHO—3pPEeJIoe
AHTUTEJIO, UeJIOBeUeCKOe aHTUTEeJIO, I'YMaHM3MPOBAHHOE AaHTUTEJIO WU
[IOJIHOCTRID UeJIOBEUEeCKOe AaHTUTEJIO. I['YMaHM3UMPOBAHHOE aHTUTEJIO MOXeT
OpencTaBJIATE coOo¥ aHTUTEeJIO, OTJIMUYHOEe OT BMIOB HeueJJOBeuecKOoTO
IPOUCXOXIEHNI, KOTOPpOe CBA3HBAeT HeOOXOIMMEIM aHTUTeH, oOJalalomni
OOHOV WM 00Jiee ONpelelidlmMMMM KOMIJIEMEeHTAapHOCTL objacTaMu (CDR)
V3 BUIOB HEUeJIOBEeUeCKOTO IPOUCXOXIEeHUd M KapKacHBEMM oOOJIacCTaAMU U3
MOJIEKYJIH MMMYyHOTJIOOYJIMHA YeJIOBEKaA.

(1) AuTmTesio PD-1

[00380] AHTMTEJIO K MOJIeKyJe MMMYHHOM KOHTPOJIBHOM TOUKMU
MOXeT IIpencTaBJIATE cobo aHTuTeJo K PD-1 (Takxe Hal3HBaeMoOe B
ODaHHOM IOOKyMeHTe "anTurejsio PD-1"), ero BapuaHT, €TI0 QparMeHT WK
Ux KoMOMHaLMIO. AHTUTeJO PD-1 MOXeT NIpedcTaBJIATL cobor HuBosgyMad
(Nivolumab). AHTHTes O Kk PD-1 cnocoBHo MHIUOMPOBATH AaKTMUBHOCTDL
PD-1, TeM caMHM MVHIOYLUMPYS, BHS3HBAaS WJIM YCUIMBAS MWMMYHHBEM OTBET
Ha OIIyXOJIb MJM pak M yMeHbIasd Pa3BUTUE OIYyXOJIM.

(2) AuTmMTeJsi0 PD-L1

[00381] AHTMUTEJIO K MOJIEKYJIe UMMYHHOM KOHTPOJIBHOM TOUKU
MOXeT IIPeOCTaBJIATL coboM aHTuTeJlo K PD-L1 (Takxe Ha3HBaeMoe B
IDaHHOM IokyMeHTe "aHTureso PD-L1"), ero BapuaHT, €TI0 OQparMeHT
WM Mx  KoMOMHauuio. AHTHMTes0o k PD-L1 cHoocoBHO MHIMOMPOBATH
akKTMBHOCTL PD-L1, TeM caMeM WHIYIMPYS, BHB3HBAS WJIM YCUJIMBAA
VMMYHHEM OTBEeT Ha ONYyXOJIb MJIM paK UM yMeHbIlad pasBUTHUE OIIYyXOJM.

4. KOHCTPYKUMM M ILJIa3MUIOH BaKIIWHE

[00382] BakumMHa MOXeT COIepXaThk KOHCTPYKUMM WM I1J1a3MUIE
HYKJIEMHOBEIX KMCJIOT, KOTOPHEE KOIVPYIT OIMCAHHEE BHIIE AaHTUIEHH
U/ aHTuTesa. KOHCTPYKUMM WM IIJIa3MUIOLE HYKJIEMHOBEIX  KUCJOT
MOTYT BKJIOUaATh MWJIM COIOEpXaThb ONOHY WM 0oJlee TeTepOJIOTUUHHX
HYKJI€O TUIIHBIX IoCcJIeIOBaTEeJIbHOCTEN . B OaHHOM OOKYMEHTE

InpenoCTaBJIARTCA I'eHeTHn4dYeCKHMe KOHCTPpYKRLNI, CIIOCOOHEE cooepXxaTb
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HYKJIEOTHUIHYK IIOCJIeOOBaATEJIbHOCTE, KOTOpasd KOIMPYET OIMCAaHHBE BHIIE
AHTUIT eHH n/uiam aHnTuTesa. I'eHeTnueckasda KOHCTPYKLUMA MOXeT
IPUCYTCTBOBATL B KJeTKe B BuIe O(YyHKUMOHUMPYKIENW BHEXPOMOCOMHOM
MOJIEKYJIEI. I'eHeTruecKas KOHCTPYKLUMA MOXeT TIpPeICTaBJIATL cobon
JVHEMHYID MMHM-XPOMOCOMY, B TOM UMCJIe LEeHTPOMepyYy, TeJIOMepy WK
IJIa3MUIOE, WJIM KOCMUIH. ['eHeTUUeCKMe KOHCTPYKUMM MOT'YT BKJIIOUATH
NI comepXxaTb OOHY WU BoJiee TeTepPOJIOTUUHEIX HYKJIEO TUIIHEIX
mocJjienoBaTeJILHOCTENM .

[00383] T'eHeTHMUeCcKMe KOHCTPYKUMM MOTYT OBTL B BMIe ILJIa3MMUI,
SKCIPEeCCUPYIINMX ONMCaHHEE BRIIe aHTHUTEeHH U/UIM aHTHuTeJla B JIoOoM
nopsanke.

[00384] I'eHeTHUeckasda KOHCTPYKILIMA  MOXeT Takxe ABJIATHCHA
JacThl T'€HOMa pPeKOMOMHAHTHOTO BMPYCHOTO BeKTOpa, B TOM UMCJIE
PEKOMOMHAHTHOTO aleHOBMPYCa, acCCOUMUPOBAHHOTO C pPekKoOMOMHAHTHHM
aleHOBMPYCOM  BHpycCa u PeKOMOMHaHTHOTO BUpPYCa OCIIOBAKIIMHEL.
Tl'eHeTnUeckasa KOHCTPYKIMA MOXET HABJATBECH UYaCTbl T'€HEeTUUECKOTO
MaTepMaljla B OCJHabJIEHHHX XMBHX MUKPOOPTaHM3Max WM PeKOMOMHAaHTHEX
MUKPOOHHX BEeKTOpax, KOTOPHE XUBYT B KIETKaxX.

[00385] I'eHeTHUeCcKHue KOHCTPYKLIUU MOT'YT comepXxaThb
PEeTYJIATOPHEE BJIEMEHTEH OoJis DKCIIPECCUN T'eHOB KOOUPYIIMX
[IOCJIeIOBATEJILHOCTENM HYKJEMHOBOM KUCJIOTH. PeryJIaTOpHEE DJIEMEHTH
MOTYT MNpelCcTaBJIATE COOOM MIPOMOTOP, DHXaHCep, MWHUIMMPYINUM KOIOH,
CTOII—KONOH WMJIM CHUIT'HAaJ [NOJIMaleHUJIMPOBaHU .

[00386] HykJeoTMIHEE IIOCJeINoBaTeJIbHOCTM MOI'YT COCTAaBJIATH
TeHeTUUEeCKY KOHCTPYKUMD, KOoTopasd MOXeT IIpeldCcTaBJIATh cobon
BeKTOp. BekTop MoxeT OHTbH cCcHocofeH B3KCIPeCcCUMpPOBaAThH OIMCAaHHEE
BEHOIE AHTUTEHE  U/WiIn aHTMUTeJa B KJIeTKe MJIEKONMTaKMeI o B
KoJIMuecTBe, 5S0OeKTMBHOM IOJII TOI'O, UYUTOOH BHSBHBATE MMMYyHHBM OTBET

Y MJIeKOIIMTaKnmeIro. BeKTOp MOXeT OBITH peKOMGMHaHTHHM. BeKTOp MOXeT

comepXaThb TeTepPOJIOTUUHYIO HYKJIEMHOBYIO KMUCJIOTY, KOOMP YUY
onMcaHHHe BLIIE AHTHUT eHEI n/nim aHTHUTesa. BekTop MOXEeT
IpencTaBJISTh cobon IJIasMumy . BexTop MOXeT CIIYXUTEL nJId

TpaHCcheKUIUM KJIETOK C HYKJIEeMHOBOM KMCJOTOM, KOIMpVYIIEeM OoIMCaHHBEe
BEHOIE AHTUT eHH n/ anTurTea, npu 2TOM KyJIb TUBUPYIOT
TPaHCOPOPMMPOBAHHYK KIIETKY—XO03SAMHa M BHIEPXMBAKT B YCIOBMAX, IIpU
KOTOPHX MNPOUCXOOUT SKCIOPECCUS ONMCAHHEX BHIIE AaHTUTEHOB W/MUJIINU
aHTUTEJI.

[00387] Komupywmre riocJlenoBaTeJIbHOCTHU MOTYT OHTH
ONITUMM3UPOBAHH IJIS CTaOMJIBHOCTM M BHCOKMX YPOBHEM »BKCIpecCcuu. B

HeKOTOPRIX CJIydaAaxXx KOIOOHEI BH@MpaDT OJIA  YMEHBIIEHNMA O@paBOBaHMﬂ



172

BTOPUUHOW CTPYKTypH PHK, TakKou, KoTopad obpasyeTcsa 3a CuUeT
BHY TPUMOJIEKYJISPHOM CRBSA3MU.

[00388] BekTOp MOXET COIEepXaThk TIeTEPOJIOTUMUHYKD HYKJIEMHOBYIO
KMCJIOTY, KOIOVPYKIYl OINMCAaHHBE BHIIE AaHTUTEHH W/WIM aHTuTeJa, U
MOXeT HONIOJIHUTEJILHO CcoOepXaTh MHUIMUPYIMMY KOOOH, KOTOPHIM MOXET
OLITE pPAacIOJIOXeH IMIPOTUB XOHOa TPaHCKPUILUMM OT OOHOM uiau OoJiee
KOIMPYIIUX PakKOBHM aHTUIeH II0CJIeHOoBaTeJIbHOCTENM, a TaKXe CTOI—
KOINOH, KOTOPHM MOXeT OHTL PAacCIOJIOXeH II0 XOOy TPAaHCKPUIILIUM OT
KoOUpyKIe IocJIefoBaTeJIbHOCTH (mocJyenoBaTeJIbHOCTEN) OIIMCaHHEX
BHIIE AHTUTEHOB U/UJIM AHTUTEJ. VHUIUMPYIUNI M TEePMUHUPYIUY KOIOH
MOTYT OBITHB B paMKe C Kooupyrme [IOCJIeDOBATEJILHOCTLIO
(mocjenoBaTeJIbHOCTAMM) ONMCAHHHX BhHINEe AHTUTEHOB W/MJIM aHTUTEJI.
BexTop MOXeT TakKXe COIepXaThb IIPOMOTOP, KOTOPHM OQYHKIMOHAJIBHO
CBA3aH C KOIOMpYyKIel I[IOCJIeNoBaTeJILHOCTEI ([IOCJeloBaTEILHOCTAMA)
ONMVCAHHBIX BHIIEe AHTUTEHOB U/UJIM aHTUTeJI. I[IPpOoMOTOp, OYHKIMOHAJBHO
CBA3aHHHEN C Kooupyrmen [IOCJIEDOBATEJIbHOCTRIO
(mocyenoBaTeILHOCTAMM) OINMCAHHEIX BHIIe AaHTUTEHOB W/UIM aHTUTE,
MOXeT IIpelCTaBJATE CODOM NIPOMOTOP M3 BUpyca o6e3vgH 40 (SV40),
IIPOMOTOP BUMpPyCa OIyXOJM MOJIOUHOM XeJle3H Memer (MMTV), OpoMOTOpR
BMpPyCa MMMyHOOeduLUUTa  UYeJIOBeKa (BU4) , TakKOM KakK I[IpOMOTOP
OJMHHOTO KOHLeBOro noBTopa (LTR) BMpyca MMMyHOOeQULNTa KPYIHOI'O
poraToro ckoTa (BIV), mnpomMoTop BUMPpyCca MOJIOHM, IIPOMOTOPR BHUpycCa
Jevkozsa nTuu (ALV), OPOMOTOp LMTOMeTraJjioBupyca (CMV), TakoM Kak
IpelpaHHUM OpoMoTop CMV, HOpoOMOTOpP BUPpyca JnmTelHa-Bapp (EBV) wiu
IIPOMOTOP BUpyCa capkoMel Payca (RSV). IIpoMOTOp MOXET TaKxXe
IpenCcTaBJIATh cobo¥ IOpoMOTOpP U3 T'eHa  UeJIOBEKa, Tako¥  Kak
yeJIOBeueCKUn AKTHUH, yeJioBeueCKUM MMO3UH, yeJIoBeueCKUn
TeMOTJIOOUH, yeJIOBeUeCK M  MBIIEUHHY  KpeaTHMH WM  UYeJIOBeueCKUM
MeTaJIJIOTUOHENH . [IpoMoTOP MOXeT TaKxe IpencraBJIATh cobon
TKaHeCHeludUUeCcKky IPOMOTOP, TaKoM KaK MBIIEeUHOCHeUUOUUIeCKUN WK
KOXHOCHelUndUUIeCKUl  IPOMOTOP, HaTypaJbHEM WK CUHTEeTUUYECKUN .
[lpyMepsl TaKMX I[IPOMOTOPOB ONMCAHEL B NOYyOJMKALMM 3aABKM Ha I[IaTEeHT
ClA N US20040175727, comepXaHre KOTOPOWM BKJINUEHO B  IOaHHBEMU
OOKYMEHT B IIOJIHOM OOBeMe.

[00389] BexkTop MOXeT Takxe comepXxaThb CcUITHaJl
[IoJIMaDeHUIIMPOBAaHU A, KOTOPHM MOXeT OHTb pPacHoJIOXEeH IO XOOYy
TPaHCKPUIILUN oT KoOupyKe [IOCJIeDOBATEJILHOCTH
(mocyemoBaTeJILHOCTENM) ONMCAHHEIX BHIIE AHTUTEHOB WU/WUIM aHTUTEJ.
CurHasm [IOJIMAOEHUIIMPOBAHUA  MOXET NIpencTaBJIATh cobonr CHUTHAaJ

nosimmaneHmamMporaHma SV40, curHajl nomaneHmmMporaHuda LTR, curHad
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IoJIMaIeHWJIMPOBaHMA TOPMOHa pocCTa KpPYIHOT'O poraToro ckorTa (bGH),

CUTHaJI I[OJIMaIeHUJIMPOBaHMSA TOPMOHa pPoCTa JeJlIoBeKa (hGH) wmam
CUTHaJ IoJIMaldeHUJINPOBaHU g B-1Jy06KnHa yeJIoBeKa. CurHamn
IoJIMaleHUINPOBaAHNU A Sv40 MOXET IpencTaBJIATh cobon CUTHAaJ

NoJMaleHUINPoOBaHusa u3 BekTopa pCEP4 (Invitrogen, CaH-Iuero, mrTarT
KamndpopHusa) .

[00390] BekxTOop MOXeT TaKXe CoIepXaTb DHXaHCep IIpOTUB XOoIa
TPAHCKPUIILUKY OT OIMCAHHHEX BHIIe AHTUIEHOB MU/MJIM aHTUTeJI. DHXaHcep
MOXeT OBITH HeoB®x0oOuM oJid DKCIPpeCcCUn IHK. JHXaHCep MOXeT
IpencTaBJIaTL CcoOoM UeJIOBEeUeCKUM akKTUH, yeJIOBEUEeCKUM  MMOBUH,
yeJIOBeUeCKUM  T'eMOIJIOOUH, YeJIOBeUeCKMY  MBIIEeUHHM  KpeaTUMH - WMIIK
BUPYCHBEIM DSHXaHCep, TakoM kak oomH us CMV, HA, RSV wmwimu EBV.
SHXaHCcepH OQOYHKUMM TIOJIMHYKJIEOTUIOOB ONMCAaHE B [DaTeHTax CIIA NN
5593972, 5962428 wum W094/016737, comepxaHMe KOTOPHX BKJIOUEHO B
OAaHHHEM OOKYMEHT IIOCPeICTBOM CCHIJIKM B IIOJIHOM oObeMme.

[00391] BexkTop MOXeT Takxe comepXxaThb TOUKY HadaJla
perMKaluy MIEKONIUTAKIINX C LeJibl IIOOOepXaHMId BHEeXPOMOCOMHOTI'O
BeKTopa M IOoJIydeHMS psAla KOOMM BeKTopa B KJeTke. BeKTOp MOXeT
IpeICTaBJIATE cobom pVAX1l, pCEP4 wmmm pREP4 or Invitrogen (CaH—
Inero, mTaT KaamdopHMA), KOTOPHM MOXEeT COIepXaThb TOUKY HauaJla
pelIMKalMKY BUpPyCa OnmTeMHa-bapp ¥ Kooupyomyl o006JacTb SIepHOTO
aHTUTeHa EBNA-1, KOTOpPHE MOTYT [NPUBOIOUTE K IIOJIYYeHUIO
MHOTOKOIIMMHOM BIMCOMHOM pellyiMKauumu ©6e3 MHTeIpaluM. BeKTop MOXeT
npencTaBJsaTbL cobor pVAX1l wmiam BapuaHT pVaxl C MBMeHeHMSMM, TaKou
KakK BapMaHT ILJIa3MMOB, OINMCAaHHEM B IJaHHOM MHOOKyMeHTe. BapMaHT

mjaasvmaoel pVaxl OpencraBJgerT cobor  BapmaHT c 2998 napamm

OCHOBAaHUM ocTOBAa IJIa3MUIOHOTO BEeKTOpa pVAX1 (Invitrogen,
Kapscban, mrat KammpopHusda) . IpomoTop CMV pacHoJioXeH B OCHOBAaHMAX
137-724. [TPOMO T OPHEIN / TPUMUP YOI Yy4acToK T7 PacIIOJIOXeH B
OCHOBAaHMAX 664-683. Pan CanToB BCTpaMBaHU4g PacCIIOJIOXEH B
OCHOBAaHMAX 696-811. CurHas IOJIMaIeHUIIMPOBAHN A GH KPYIIHOTO
poraToro CKOTa PacCIoJIOXeH B OCHOBAHUAX 829-1053. T'eHn

YCTOMUMBOCTM K KaHaMMLIMHY PAacCIIOJIOXeH B OCHOBaHMAX 1226-2020.
Touka HauaJla pemmmkaumy pUC pacloJioXeHa B OCHOBaHMAX 2320-2993.
[00392] Cyma mno nocieiopareJibHoCTM pPVAX1, HOOCTYIHOTO OT
Invitrogen, clenymomye My Taln OBLIIN oBHapyXeHH B
mocjegoBaTeJIbHOCTM PVAX1, KOTOPHM MCIOJL30BaJIM B KaudecTBe OCTOBAa
oJig rjaasMun 1—-6, TIPpMBEIEHHBIX B HOaHHOM IOKYMEHTE:
[00393] C>G241 B mnpomMoTope CMV
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[00394] C>T1942 ocTOB, IO XOOY TPAHCKPUIILMKM OT CUITHalJa
IoJiMaleHUJIMPOBaHM A T'OpPMOHa pocTa KPYIIHOT'O poraToro cKoOTa
(bGHpolyA)

[00395] A> - 2876 o0oCTOB, IIO XOOYy TPaHCKPUIILUMM OT TI'€Ha
KaHaMMIMHa

[00396] C>T 3277 MHOTOKOIMMHOCTE MyTalni (cMoTpu Nucleic
Acid Research 1985) B Touke HaualJla perumkauuy pUC (Ori)

[00397] G>C 3753 B camoMmM koHUe pUC Ori npoTuB xXoIa
TPaHCKpUILMM OT yuyacTka PHKaswel H

[00398] Ilapel ocHOBauuM 2, 3 u 4 wmsMeHdgwoTcs oT ACT mo CTG B
OCTOBe, IMNPOTUB XOIOa TPAHCKPUIILMM OT IpoMoTopa CMV.

[00399] OcTOB BeKTOpa MOXeT IIPedCcTaBJIATEL cobor pAV0242.
BexkTop MOXeT OpelCTaBJIATL COBOM BeKTOp aleHOBMPyca Tumna 5 (AdD)
C nebeKTHOV pelJMKalMeNn.

[00400] BexkTOop MOXeT TakKxe comepXxaThb PETYIATOPHYI
[IOCJIeNOBATEJIbHOCTE, KOoTOopasd MOXET XOPOIIO MIOOXOINTH s
DKCIIPECCUNM TEHOB B KJIETKaxX MIEKONUTAKIMX WM UYeJIoOBeKa, B KOTOPHE
BBOOAT BEKTOP. OmHa wmIM 0OoJiee TIIOCJeIOBaTeJIbHOCTEN  PaKOBEHX
AHTUT'E€HOB, OIMCAHHEIX B IaHHOM JIOKYMEHTe, MOXeT COIepXaThk KOIOH,
KOTOPHM MOXeT oBecrnieurBaTh BO3MOXHOCTBb BoJiee 20bexkTMBHOM
TPAaHCKPUIILIMY KOIMPYIIMEN NOCJIeOOBATEJILHOCTU B KJIETKEe—XO3AUHE.

[00401] BekxTOop MOXeT IMNpelCTaBJIATL cobom pSE420 (Invitrogen,
Can—-Iuero, mTaT KaandopHMA), KOTOPHM MOXeT OHTL MCIOJb30BaH IJA
nojgyuenus Oenka B Escherichia coli (E. coli). BeKTop MOXeT TakKxe
NpencTaBJIaATb coBom PYES2 (Invitrogen, CaH—-Iuero, mTaT
KammpopHMsa), KOTOPHM MOXeT OHTbL MCIOJL30BaH OJS IIoJIyueHUs OeJika
B mTaMMax Saccharomyces cerevisiae ppoxxel. BeKTOp TakxXe MOXeT
OBITH nus3 IIOJIHOM BakyJIOBUPYCHOM CUCTEMEBI BSKCIpeccum MAXBAC™
(Invitrogen, Cau-Juero, mraT KaaudopHmMa), KOTopas MOXeT OHTh
VCIIOJIbE30BaHa IJIAd [oJiydyeHusa OeJIka B KJeTKaxX HaCeKOMEX. BekTop
TakXe MOXeT NpelCTaBJATE cobo¥ njuasmuiHyilo IOHK pcDNA I wmiam pcDNA3
(Invitrogen, Can-Juero, mTaT KaaudopHHMA), KOTOopas MOXeT OHTH
VCIIOJIbE30BaHa MIJIA I[IOoJIydeHMAa OeJika B KJIeTKaxX MIeKONUTaKnIuX, TaKUX
KakK OBapMalJibHHE KJIeTKM KUTalckoro xoMsauka (CHO). BeKTOp MOXeT
OpencTaBJIATE CODOM  DKCIPECCUMOHHHE BEeKTOPH MM CUCTEeMB  OJIA
IoJiyuyeHusa ©OeJika C TIOMOmBK OOBMUHEX METOOMUK WM JIETKOIOCTYITHHX
VMCXOOHHX MaTepualJloB, B TOM umucje nybjgukaumm Sambrook at al.,
Molecular Cloning and Laboratory Manual, Second Ed., Cold Spring
Harbor (1989), oTopas BKJKOUeHa B OaHHEM »OOKYMEHT IIOCPEedCTBOM

CCHUJIKM B IIOJIHOM obmeMe.
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[00402] B HeKOTOPHX BapMaHTax peajiM3aluM M300peTeHUs BEeKTOP
MOXeT CcOoHmepXaThb OOHY MM OoJlee HYKJEOTHIHHX I[I0CJIeNOBaTeJIbHOCTEN
SEQ ID NNe: 1, 3, 5, 7, 9, 11, 13, 15 wn/wmm 17.

5. dapmMalleBTHMUECKME KOMIIOZMUUNM BaKLMHE

[00403] BakumHa MOXeT OBIThH B BUIE bapMalleBTUUECKOM
koMnosuuum. dapMalleBTUUeCKasad KOMIIOSMLIMA MOXeT COOepXaThb BaKIMHY.
bapMalleBTUUECKME KOMIIO3ULMM MOITYT COIepXaTk OT OKOJIO 5 HaHOI'paMM
no okoJio 10 Mr [OHK BakUMHEL. B HEKOTOPHX BapMaHTax peajM3alliu
n3obpeTeHmAa bapMalleBTUUECKUE KOMIIO 3ULIUN B COOTBETCTBUU c
HaCTOAMM M300peTeHMeM comepXaT OT OKOJIO 25 HaHOoI'paMM IO OKOJIO 5
M IOHK BakUMHE. B HeKOTOPHEX BapMaHTax pealM3alumvu U300peTeHnd
bapMalleBTUUECKME KOMIIOBULUMM CcomepXaT oOT okoJio 50 HaHOT'paMM IO
okojjo 1 w~Mr [JHK BakLUMHEH. B HeKOTOPHX BapMaHTax pealusalun
n300peTeHnsa QapMalleBTUUEeCKMe KOMIIO3MUUKM comepXaT oT okojio 0,1 mo
OKOJIO 500 wMmkporpamMm [OHK  BaKUMHH. B HEeKOTOPHX BapMaHTax
peanmusauuu mn300peTeHUda QapMalleBTUUECKMEe KOMIIO3MIUMKM COLEepXaT OT
okojjio 1 mo oxkojio 350 wmmkporpamM HHK BakKUMHEL. B HEKOTOPHX
BapMaHTax peajguzalumM MU300peTeHrd dpapMalleBTUUECKMEe  KOMIIO3ULUN
comepxaT OT OKoJiOo 5 @no okojio 250 wmukporpamm [ITHK pBakuuHbel. B
HEKOTOPEX  BapMaHTax pealmMsalumm  U300peTeHnd bapmMaLeBTHUUECKHUE
KOMIIOBULMM comepXxaT oT okojio 10 mo oxkojsio 200 wmkporpamm [IOHK
BaKLMHE. B HEKOTOPEHIX BapMaHTax peannsaumnum n300peTeHmnA
bapMalleBTUUECKME KOMIIO3MLUMUKM COOepXaT OT OokoJio 15 mo oxkojgo 150
MuKporpamM  ITHK  BakKIMHE. B HEeKOTOPEIX BapMaHTax  peajamsalnmn
nz00peTeHMUda QapMalleBTUUEeCKMe KOMIIO3MLUMM comepXaT oOT okojio 20 mo
OKOJIO 100 wmmxporpamMm THK  BakLMHE. B HEKOTOPHX BapraHTax
peanusaluu unU300peTeHUda QpapMalleBTUUeCKMe KOMIIO3MUUM COOepXaT OT
OKOJIO 25 mo okojo 75 wmmkporpamm IOHK BakKUMHEH. B HEKOTOPHX
BapMaHTax peajguzaumu muU300peTeHMd OdpapMalleBTUUECKMEe  KOMIIO3ULUN
comepxaT oOT okoJio 30 mpmo okxojo 50 wmkporpamm [ITHK pBakuuHel. B
HEKOTOPEX  BapMaHTax peajlmMsalumuu U300peTeHrd bapMalLeBTHUUECKHUE
KOMIIOBULMM CcoepXaT OT OKoJio 35 po okojo 40 wmkporpamm [ITHK
BaKLMHEL. B HEKOTOPHIX BapMaHTax peannsalnmnum n300peTeHmnd
bapMalleBTUUECKME KOMIIO3MUMKM comepxaT oT okojio 100 mo oxkojio 200
MKporpaMm  ITHK BaKIIVHE . B HEeKOTOPHX BapraHTax peamm3aunm
n300peTeHNsa QapMalleBTHUeCKMe KOMIIO3MUMM comepXaT oT OokoJo 10
MUKpOTpaMM 0O okoJio 100 wmmrporpamM OHK pBakUuHbEL. B  HEeKOTOPBIX
BapMaHTax peajJguzaumm M300peTeHMd dpapMalleBTUUeCKMe - KOMIIO3ULUU
comepxaT OT oOkoJo 20 MHUKpoT'paMM OO oOkoJio 80 wMukporpamMm [JHK

BaKIUMHH . B HEeKOTOPHIX BapuaHTax peaauzauuu n300peTEeHNUA
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bapMalleBTUUECKME KOMIIO3MLUMKM COOepXaT OT OKOJO 25 MMKpOoTI'paMM IO
OKOJIO 60 MUKPOT'paMM IHK BaKLVHE . B HEeKOTOPHX BapMaHTax
peagm3almy M300peTeHMA OQapMalleBTHMUECKMe KOMIIOSMLUMKM ComoepXaT OT
okoJjio 30 HaHoOrpaMMmM KO OkoJo 50 wMumkporpamMm [IOHK BakUuHEL. B
HEeKOTOPHX  BapMaHTax pealMsaluuu MU300peTeHMA  dapMaleBTUUYeCKUE
KOMIIOZULMKM COOepXaT OT OKOJIO 35 HaHoI'paMM OO OKOJIO 45 MMKpoTIpaMMm
IOHK BakKUMHEL. B HEKOTOPHX MIPEeldllOUTUTEeJIbHEIX BapMaHTax peajM3alun
n300peTeHMda QapMalleBTUUEeCKMe KOMIIO3ULMK comepXxaT oT okojo 0,1 1mo
okoJio 500 wmmkporpamm [THK BakUMHEI. B HEKOTOPHX IPEeNIIOUTUTEIEbHBIX
BapMaHTax peaju3aluy M300peTeHrd dapMaleBTHUUYeCKMEe  KOMIIO3ULUN
comepxaT oOT okoJjo 1 1nmo okxojio 350 wMukporpamMm [HOHK BakUMHHL. B
HEeKOTOPHX  I[IPeOlOoUTUTEJIbHEX  BapMaHTax  peajM3aluu UK300peTeHUd
bapMalleBTUUECKME KOMIIO3MUUNM COOepXaT OT OKOJIO 25 nmo okojo 250
MMKpoTpaMM [JHK BakKUMHEH. B HEKOTOPHX MOPellNOoUTUTEJIBHEX BapMaHTax
peamM3aumy Mn300peTeHrd OQapMalleBTHMUECKMe KOMIIOSUMUMKM COOepXaT OT
okoJio 100 mo okoJsio 200 mmkporpamM IOHK BakLMHEL.

[00404] B HEKOTOPHIX BapMaHTax peannsalnmnum n300peTeHn
bapMalLleBTUUECKUE KOMIIO 3ULIUN B COOTBETCTBUU C HaCTOAlUM
nz3obpeTeHreM comepXxaT IO MeHbmeM wmepe 10, 15, 20, 25, 30, 35,
40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95 wmmm 100 HaHOTpPaMM
IOHK  BaKLMHEH. B HeKOTOpHX BapMaHTax peaju3aluM MU300peTeHu4d
bapMalleBTHUECKME KOMIIO3ULUMM MOTYT COIepXaThb II0 MeHbIel Mepe 1,
5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80,
85, 90, 95,100, 105, 110, 115, 120, 125, 130, 135, 140, 145,
150, 155, 160, 165, 170, 175, 180, 185, 190, 195, 200, 205, 210,
215, 220, 225, 230, 235, 240, 245, 250, 255, 260, 265, 270, 275,
280, 285, 290, 295, 300, 305, 310, 315, 320, 325, 330, 335, 340,
345, 350, 355, 360, 365, 370, 375, 380, 385, 390, 395, 400, 405,
410, 415, 420, 425, 430, 435, 440, 445, 450, 455, 460, 465, 470,
475, 480, 485, 490, 495, 500, 605, 610, 615, 620, 625, 630, 635,
640, 645, 650, 655, 660, 665, 670, 675, 680, 685, 690, 695, 700,
705, 710, 715, 720, 725, 730, 735, 740, 745, 750, 755, 760, 765,
770, 7775, 780, 785, 790, 795, 800, 805, 810, 815, 820, 825, 830,
835, 840, 845, 850, 855, 860, 865, 870, 875, 880, 885, 890, 895,
900, 905, 910, 915, 920, 925, 930, 935, 9240, 945, 950, 955, 960,
965, 970, 975, 980, 985, 990, 995 wmmm 1000 wmmkporpamm JITHK
BaKILWHEH. B HeKOTOPEIX BapMUaHTax peaam3alunm n300peTeHnd
bapmalleBTHMUEeCKass KOMIIO3MLMA MOXEeT COIepXaThk IO MeHbmelw Mmepe 1,5,
2, 2,5, 3, 3,5, 4, 4,5, 5, 5,5, 6, 6,5, 7, 7,5, 8, 8,5, 9, 9,5

i 10 MmMr, mam doJjee JTHK BaKLMHEH.
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[00405] B IpYyTUxX BapMaHTax peannsanmnum n300peTeHud
bapmMalleBTHMUECKasd KOMIIO3MIMA MOXET COIOepXaTb BIJIOTB pno 15, 20,
25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95 wnm
100 wHavorpamMm [IOHK BakUMHBEL. B HEeKOTOPHX BapMaHTax peaju3alun
n300peTeHNa QapMalleBTHUUEeCKad KOMIIOZMUMA MOXeT CcomoepXaTb BILJIOTH
no 1, 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75,
8o, 85, 90, 95,100, 105, 110, 115, 120, 125, 130, 135, 140, 145,
150, 155, 160, 165, 170, 175, 180, 185, 190, 195, 200, 205, 210,
215, 220, 225, 230, 235, 240, 245, 250, 255, 260, 265, 270, 275,
280, 285, 290, 295, 300, 305, 310, 315, 320, 325, 330, 335, 340,
345, 350, 355, 360, 365, 370, 375, 380, 385, 390, 395, 400, 405,
410, 415, 420, 425, 430, 435, 440, 445, 450, 455, 460, 465, 470,
475, 480, 485, 490, 495, 500, 605, 610, 615, 620, 625, 630, 635,
640, 645, 650, 655, 660, 665, 670, 675, 680, 685, 690, 695, 700,
705, ‘710, 715, 720, 725, 730, 735, 740, 745, 750, 755, 760, 765,
770, 7775, 780, 785, 790, 795, 800, 805, 810, 815, 820, 825, 830,
835, 840, 845, 850, 855, 860, 865, 870, 875, 880, 885, 890, 895,
900, 905, 910, 915, 920, 925, 930, 935, 9240, 945, 950, 955, 960,
965, 970, 975, 980, 985, 990, 995 wmmm 1000 wMmrporpamm IIHK
BaKLVHEL. B HEKOTOPEIX BapmuaHTax peaamu3aunm n300peTeHnA
bapmMaleBTHMUeCKaS KOMIIO3MIMA MOXET CoOImepXaTb BILJIOT pno 1,5, 2,
2,5, 3, 3,5, 4, 4,5, 5, 5,5, 6, 6,5, 7, 7,5, 8, 8,5, 9, 9,5 wnnu
10 Mmr JHK BakKLMHH.

[00406] dapMalleBTHUECKasA  KOMIIOBMUMA  MOXET  OOIOJIHUTEJIBHO

comepXaTb OpyI'rMe ar'eHTH IOJIA JIeKapCTBEeHHEX @OpM B COOTBEeTCTBMM CO

criocoBoM BBeIeHMS, KOTOpHM OyIeT MCIOJL30BaThCA. B cjiyuaax,
KoTma bapMalleBTHUUECKHKE KOMIIO 3ULIMUU NpencTaBJISoT cobon
VHBEKUMOHHEE bapmMalleBTHUUECKHKE KOMIIO 3ULINH, OHU ABJIAITCS

CTEPUJIbLHEMI, ANMPOTEHHHEMM WM He COoHOepXaT IIPUMECHHX  YJacCTHIl.
[MpennouTuTeJIbHO MUCIOJB3YRT M30TOHMUECKYK JIeKapCTBEHHYLD (QOopMYy.
Kak mnpaBwmio, 1noBaBkM IOJIA M30TOHMYHOCTM MOTYT BKJIKUATH XJIOPUI
HaTpusa, HOeKCTPpOo3y, MaHHUTOJ, COpOMTON U JaKTo3y. B HEeKOTOPHX
Cllydyadax IMNPenlouTUTEJIbHEIMUY SBJIAITCH M30TOHMUECKME pPacCTBOPH, TaKMue
Kak o¢ocdaTHO—CcoOJIeBOM OydepHHM pacTBop. CTabuiIM3aToOpHE BKJIOUAT
KeJJaTMH M allbOyMMH. B HEeKOTOPHX BapMaHTax pean3aluy M300peTeHUS

B KOMIIOBULIMI IDODABJIAKT COCYLOCYXMBaKIEe CpeldCcTBO.

[00407] BakumHa MOXeT IOOIIOJIHUTEJIEHO comepXxaThb
bapMalleBTUUECKU npremMiIeMoe BCIIOMOTaTeJIbHOEe BEmeCTBO.
dapMalleBTUUECKU npremiIeMoe BCIIOMOT'aTeJIbHOe BEmMEeCTBO MOXeT

IIpencCTaBJIATE cobom @yHKHMOHaHbHHe MOJIEKYJIH, TaxKune KakK
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HallOJIHMTEeJIN, alBIOBAHTEI, HOCHUTeIJIN 2NNz paB@aBMTeﬂM.
dapMalleBTUUECKU InpruemMiIieMoe BCIIiOMOT'aTeJIEHOE BemeCTBO MOXeT

IpelcTaBJATE cobol ofjeruvanmui TpaHcbeKUMIO aTreHT, KOTOPHM MOXET

BKJIIOUATH MIOBEPXHOCTHO—aKTUBHEE BelleCTBa, TaKkue Kak
MMMYHOCTUMYJIMP YoM e KOMILJIIEKCEL (ISCOMS), HEeIIOJIHEIM Ao BIOBaAHT
dperHIa, anajgior JIIC, B TOM UMCJIe MOHoochopmn  Jgmnung A,

MypaMUJINEeNITUOE, aHaJIOTM XWHOHAa, Be3MKYJE, TaKMe KakK CKBajlaH "
CKBaJIeH, IHMaJlypOHOBasa KUCJIOTa, JMUIUIOB, JWUIOCOMB, WOHE KaJlbLWHIg,
BUPYCHEE OeJIKM, I[IOJIMaHMOHH, TIOJIMKATUMOHE WJIM HAaHOUYACTMULE, WU
OpYyTHe M3BECTHHEe obJjileTdyaniiMe TpaHCOEeKIMI aleHTH .

[00408] OBJ1eryanmyMm TpaHCheKIUD areHTaMun ABJIAITCA
[IOJIMAHMOH, IIOJIMKAaTMOH, B TOM UMCJle OoJIu-L-rjayTamatr ((JII'C), wWIu
Jgunurn. OfJervanmuiy TpaHcheKLM al'eHT IOIpeOcTaBjisgeT coboM OoJamu—L-—
TJyTaMar, " DoJiee NpennouTuTEeJILHO, UTOOH noJgu—L—TJyTaMaT
IPpUCYTCTBOBAJI B BaklMHe B KOHIEHTpallMM, COCTaBJdLmel MeHee 6
MT/MJI. B coueTaHuMM C TeHeTHUUeCKOM KOHCTPYKLMelM MOXHO TakKXxe
BBOIUTL oOJeTrvanmui TpaHcheKUuon areHT, KOTOPHM MOXeT TaKxe
BKJIIOUATH MNOBEPXHOCTHO—aKTUBHHE BelleCTBa, TaxKkue Kak
MMMYHOCTUMYJIMP YN E KOMILJIIEKCEL (ISCOMS), HEeIIOJIHEM AOBIOBAHT
OpenHOa, aHajior  JIIC, B TOM UMCJIe MOHOpocoopms Jmnmnm A,
MypaMUJINIEeNITUOE, aHaJIOTM XMHOHAa ¥ Be3MKYJH, Takue KaK CKBaJlaH U
CKBaJIeH, a TakKxXe TIHaJlypOHOEBad KHKCJIOTa. B HEeKOTOPHX BapMaHTax
peajnusaluum ns3obpeTeHms IHK-BexTOpHEIE BaKLMHE MOTYT Takxe
comepxXxaTh ofJjleTvanmMi TpaHcheKUMo aTeHT, TakoM Kak  JIMIIMIH,
JIMIIOCOMBI, B TOM UMCJIe JIMUIIOCOMEI Ha OCHOBe JIeUMTUMHa WM »OpyITue
JIMIIOCOMEI, M3BECTHHEE B »OaHHOM o00JlacTM TexXHMKM, Takue Kak [OTHK-
JIMIIOCOMHasa CMechkb (CcMOTpHM, Hamnpumep, W09324640), WMOHBE KaJbLUA,
BUPYCHEEe OeJIKM, I[IOJIMaHMOHH, TIOJIMKATUMOHE MWJIM HAaHOUYACTMUILE, WU
opyrue M3BECTHHE obJervanume TPpaHCOEeKINIO aT'eHTH.
[MpennouTuTeJIbEHO, oB6JeTyuanmmu TpaHChHEeKIND areHT npencrTaejgeT
cobo¥ MOJIMAaHMOH, IIOJIMKATMOH, B TOM uMcJe HOoJu-L-rnJjyTamaT (JII'C),
WM  JIMIOUG. KoHlleHTpaluusa  TpaHCOeKUIMOHHOTO areHTa B  BakIlMHE
cocrTaBJjigeT MeHee 4 wMr/mj, MeHee 2 Mr'/Mi, MeHee 1 wMI/MiI, MeHee
0,750 mr/mi, wMexHee 0,500 wmr/mi, MenHee 0,250 mr/mia, MenHee 0,100
Mr/mMi1, MeHee 0,050 Mr/min wiam MeHee 0,010 mr/Mil.

[00409] JdapmMaleBTHMUECKM IIpHMEMIIEMOE BCIOMOT'aTeJIbHOe BelleCTBO
MOXeT IIPeICTaBJIATL CoOB0OM aObioBaHT. ANBOBAHT MOXeT IIPeOCTaBJIATH
cobom IOpyruMe TeHH, KOTOPHE HSKCIPEeCCUPYITCS B aJIbTepHaTHMBHOMU
JasMmne  MWJIM — OOCTaBJIAKTCA B BUIE OeJIKOB B KOMOMHaUMN C

yHOMHHyTOﬁ BHIIe ILJIa3MMIOOM B BaKUMHe. AIBOBAHT MOXeT OHBTbL BH@paH
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13 TPYINHE, cCcocTodmer wu3: wuHTepbdbepoHa o (IFN-o), wuHTepdbepoHa R
(IFN-B), wmHTepdepoHa VY, TpoMbouMTapHOTOo O¢akTopa pocTa (PDGF),
TNFc, TNE@, GM-CSF, BOUOEePMaJIbHOTO baxkTopa pocTa (EGF),
npmueJekawomero T—-JauMMOOUMTE KOXM xXeMokuHa (CTACK), »OUTeIMallIbHOT'O
BKCIIPEeCCUPYEMOTO B BUJIOUKOBOM xKejiese XEeMOKMHa (TECK) ,
aCCOLUMMPOBAHHOT'O Cco CJIM3UCTEIMA ofoJIoUuKaMm SOUTEJIMAJIBEHOTO
XeMoOkuHa (MEC), IL-12, IL-15, MHC, CD80, CD86, B ToM umcje IL-15
C yIOaJIeHHOM CUITHaJIbHOM IIOCJIeHOBAaTEeJIbHOCTLEI M, HeoOsa3aTeJIbHO, C
CUTHAJIbHEIM IHenTuioM u3 IgE. AOBOBaAHT MOXeT IIpelCcTaBJIATHL CcoboM
IL-12, 1IL-15, 1IL-28, CTACK, TECK, TpoMBdoUMUTAPHEM O(akTop pocTa
(PDGF), TNFo, TNFB, GM-CSF, osomumepMalJibHBEM QakTop pocTa (EGE),
1.-1, IL-2, IL-4, 1IL-5, 1IL-6, 1IL-10, IL-12, 1IL-18 wum ux
KOMOMHaAUMK. B THUIIOBOM BapMaHTe pealiM3aluM KWN300peTeHVs adbloBaHT
npencTaBJsgeT codbom IL-12.

[00410] Hpyrme TeHH, KOTOPHE MOTYT CIYXUTH alblBaHTaMM,
BKJIOUAKT T'eHH, Komupykmue: MCP-1, MIP-la, MIP-1p, IL-8, RANTES,
L—-cemnexkTuH, P-cejexkTuH, E-cejexTtnH, CD34, GlyCAM-1, MadCAM-1,
LFA-1, VLA-1, Mac-1, pl50.95, PECAM, ICAM-1, ICAM-2, ICAM-3,
Ccb2, LFA-3, M-CSF, G-CSF, 1IL-4, wMyTaHTHEe ¢QopMel I11-18, CD40,
CD40L, cocymuCcTHM oakTop pocTa, dakTop pocTa ¢udpobdsgacrtor, IL-7,
bakTOp poOCTa HepBOB, OGaKTOpP poOCTa SHIOOTeNMA cocynos, Fas,
peuentop TNF, Flt, Apo-1, pbb, WSL-1, DR3, TRAMP, Apo-3, AIR,
LARD, NGRF, DR4, DR5, KILLER, TRAIL-R2, TRICK2, DR6, xacnasy
ICE, Fos, c-jun, Sp-1, Ap-1, Ap-2, p38, p65Rel, MyD88, IRAK,
TRAF6, IkB, HeakTuBHyH NIK, SAP K, SAP-1, JNK, pearupyomye Ha
MHTepbepOH TI'€HH, NFkB, Bax, TRAIL, TRAILrec, TRAILrecDRCDH,
TRAIL-R3, TRAIL-R4, RANK, RANK JIMTAHI, Ox40, Ox40 JMIAHI, NKG2D,
MICA, MICB, NKG2A, NKG2B, NKG2C, NKG2E, NKG2F, TAPl, TAP2 u ux
OYHKLIMOHAJIBHEIE (OpaTlMeHTH.

6. KOMGMHMpOBaHHHe BaKLIMHEL IIJIA JIedeHMA OIIpeleJIEeHHEX BHMIOB

paka

[00411] BaxuMHa MOXeT OBTL B BMIOE Pa3JIMUHEIX KOMOMHALUMN
PaKOBEIX aHTUTEHOB, KOTOpPEHE OV CaHEl BHIIE, 0JIs JleueHms
OIpeleJIeHHEIXx  BUIOB paka MM  OINYyXOJeW. B 3aBUCUMOCTU  OT

KOMOMHALIMM OOHOTO WM 0Oo0Jiee PAaKOBHX AaHTUIEHOB BAaKIMHA MOXET
BOBIOEMCTBOBATE HA Pa3JIMUHHE BMUIOH pakKa WIM IPpyITMe TUIH OIIYXOJIeHl.
STM BMOE paka MOTYT BRJIOUATL MeJIAHOMY, PaK KpoBM (HaAIpUMep,
Jerkos, JwumboMa, MMUeEeJIOMA), KapPUMHOMH JIETKMX, IIJIOCKOKJIETOUHHE
KapUMHOME IIMIIEBOIAa, pPakK MOUYEBOTO IIY3HPS, Pak OBOIOUHOM M IIPSIMOM

KMIKM , Pak nmmepona, KeJIYOOUHO-—KMIIEeWYHOTI'O TPakKTa,
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rernaToKaplUVMHOMY, pPaK TOJIOBH M IIeu, MO3Ta, pakK aHaJIbHOTO KaHala,
HeMeJIKOKJIETOUHYID KapUMHOMY JIeTKOT'O, Pak I[IOIKeJYyOOUHOM XeJle3H,
CUMHOBMAJIbBHYI KaplMHOMY, pakK IOpeIlcTaTeJIbHOM XeJIe3H, pak gMuKa,
pak IIedeHHu, pak ImeuKu MaTKM, PELUIMBUPYINM  pPeclIrpaTOPHEN
nanmjJjioMaTo3, paK KOXM M pak xejgylka. O®urypa 15 wmIoCcTpUpyeT
IpVMepPH OlpeneJjIeHHHX KoMOMHAalMM aHTUTEeHOB, KOTOPHEe MOTYyT OHTH
MCIIOJIE30BAHE IJIA JIeUeHUA OlpeleJIeHHEX BMIOOB paka.

MeJjsiaHOMa

[00412] BakumMHa MOXeT KOMOMHMPOBATH OIMH WJIM ©OoJiee PaKOBEX
AHTUTEHOB, TakMx KakK THUpO3MHasza, PRAME wmim gplO00-Trp2 miu4
JIeUeHUS WM OpodMIIaKTUMKM MeJlaHoMbl (cMoTpm Ourypy 15). BakKlLMHa
MOXeT IOOIIOJIHUTEJILHO KOMOMHMPOBATH OOVMH  WJINU foJjiee  PaKOBHX
aHTUIEeHOB — TUpo3MHazy, PRAME wmmn gplO00-Trp2 ¢ J0OBM OIHVM WJINU
foJjiee pakoBEMM aHTUT'eHamy hTERT, NY-ESO-1, MAGE-Al wmmm WT1 g
JIEUEeHUSS WM TPOOMIIaKTUKM MeJIaHOMH. [IJId JIeueHMS WIM OTPpOOMIIaKTUKMU
MeJIaHOMHE TakXe MOTYT OHTH I[IPMMEHEHH JIpyI'Me KOMOMHAallMM PaKOBEX
AHTUT'EHOB.

Pak T'OJIOBH M HEU

[00413] BaklMHa MOXeT CcoIepXaThb PaKOBEM aHTuUIeH HPV 16
E6/E7 miag JIeYeHMS WIM OpOodMIaKTUKM pakKa TOJIOBH ¥ mIer (CMOTPH
durypy 15). BaklMHa MOXeT OOINOJHMTEJILHO KOMOMHUPOBATEL pPaKOBHM
aHTured HPV 16 E6/E7 ¢ JioOnM OOHMM MM OoJiee PaKOBHMM AHTUTEeHaMM
hTERT, NY-ESO-1, MAGE-Al wmuum WT1l @»njas JedeHMS WIM OPOOMIIaKTUKU
paka TOJIOBH M Wer. g JedeHUAa WM [IPpOOMIIaKTUKM pakKa TITOJIOBE U
mey  TakXe MOTYT OBTHL IIPMMEHeHH IOpyI'Me  KOoMOMHaAUMM  PaKOBEHX
AHTUTEHOB.

PellMIVBUPYIOMMI pecnmpaToOpPHLM nanmjjioMaTo3/pak aHaJILHOTO
KaHaJla

[00414] BaklMHa MOXeT KOMOMHMPOBATH OIMH WJIM ©OoJiee PaKOBEX
AHTHUITEeHOB, TakMux KkKak HPV 6, HPV11l wnam HPV 16 @Ojasa JiedeHMS WIKU
OIPOOMIIaKTUKY PelUMIVMBMPYKIETO PECOVMPaTOPHOTO HaluJIJioMaTo3a WM
paka aHaJIbHOTO KaHaJa (cMoTpU  dUTYpPY 15). BakiiMHa  MOXeT
OOIOJIHMTEJIbHO KOMOMHMPOBATE OOMH MIM OoJiee pPaKOBHEX aHTUI'eHOB HPV
6, HPV11l wmam HPV16 c omHuM uam O6oJiee PaKOBHMM aHTUTI'eHaM hTERT,
NY-ESO-1, MAGE-Al mwm  WT1 o4 JIeUueHM A VI IPOdUIIaK TUKN
PELUOMBUPYIRIMETO PECIMPaTOPHOTO IMNaluJIJIOMaTo3a MM pakKa aHaJIbHOT'O
KaHaJya. Hos JIeueHm VI NIpodUIIaKTUKHA PELUOUBUPYIOIMETO
PEeCIMpaTOPHOTO HNalujJiIoMaTo3a WMJIM pakKa aHaJIbHOTO KaHajla TaKxe
MOTYT OHTBH I[IPMMEHEHH IOPpYyIMe KOMOMHAalMM PaKOBEX aHTUIEHOB.

Pak meMKM MaTKMU



181

[00415] BakumHa MOXeT KOMOMHUPOBATH OINOMH WM 0OoJiee PaKOBEX
AaHTUITEeHOB, TaKux Kak HPV 16 E6/E7 wmnu HPV 18 E6/E7 mOjd JedyeHUd
WM NOpoduiIakTUKM paka MeMKM MaTku (cMoTpu Ourypy 15). BakuuHa
MOXET  HOONIOJIHUTEJIBHO  KOMOMHMPOBATEH OOVMH wWiIu  0OoJiee  PaKOBHX
aHTUTEeHOB, Takux Kak HPV 16 E6/E7 wmiumum HPV 18 E6/E7 C OIHUM WJIMU
BoJjiee pPakKoOBEMM aHTMIeHaMs hTERT, NY-ESO-1, MAGE-Al wmmm WT1 g4
JledyeHMsa WIM OpodMJlakTHMKM pakKa MeVku MaTku. [OJIsa JiedeHusd WIK
NpodMIIaKTUKM paka MeVKM MaTKM TakXe MOTYyT OHTbL IIPUMEHeHH IOpyTHue
KOMOMHaUMM PaKOBHX aHTUI'EHOB.

Pak IeueHU

[00416] BakumHa MOXeT KOMOMHMPOBATH OIOMH WM 0OoJiee PaKOBHX
AHTUTEHOB, TaKMX KaK KOPOBHEHM aHTUTeH HBV, NOOBEpPXHOCTHHM aHTUTEH
HBV, HCVNS34A, HCVNSLA, HCV NSLB wmam HCVNS4B mjsa JieyeHUMS WK
OpodUIIaKTUKM pakKa I[IedeHUr (cmMoTpm Odurypy 15). BakumMHa MOXeT
OOIIOJIHUTEJIEHO KOMOMHMPOBATE OIMH WM 0OoJiee PAaKOBEX aHTUIEHOB,
TakKMx KakK KOPOBEM aHTUI'eH HBYV, IIOBEPXHOCTHHM aHTHUTeH HRYV,
HCVNS34A, HCVNSbA, HCV NS5B mym HCVNS4B ¢ omHMM MM OoJiee
pakoBeEMU aHTMIT'eHam hTERT, NY-ESO-1, MAGE-Al wmam WT1 1nJjd JiedeHUd
WM NPpOQMIIaKTUKM paka [edeHU. HJg JiedeHMA WM [OIPOQUIIAKTUKM paka

IIedeHn TaxKXxe MOI'YT OBITH IIPVMMEHEHE IOpYyINe KOMOMHAaLIUN PaKOBEIX

AHTUTEHOB.
T'mmobmnacTomMma
[00417] BakuyHa MOXeT COOepXaThb CMV  mjg JledyeHusa  WIKu
OpOodUIIaKTUKM TJIMoOJacToME (cMoTpu OuTrypy 15). BakKLuMHa MOXeT

OOIIOJIHUTEJIBHO KOMOMHMpoBaTs CMV ¢  OoODHMM WIM 0oJiee PaKOBHMU
anTuredHaMmu hTERT, NY-ESO-1, MAGE-Al wiam WT1l 1OJjag JiedeHMSI WU
IPpOodMIIaKTUKNK TJIMOOJIaCTOMH . Os JeueHms VI IpodMIakK TUKM
TaMoBJIacTOMEL  TakKxe MOT'yT OBTE [OPMMEeHeHH  IOpyTMe  KOMOMHAalUM
PakKOBEX aAHTUIEHOB.

Paxk mpelCcTaTeJIbHOM XeJle3H

[00418] BakumHa MOXeT KOMOMHUPOBATEH OINMH WM 0OoJiee PaKOBEHX
AHTUI'€HOB, TakmMx kKakxk PSA, PSMA wym STEAP 1OJjid JIeUyeHMd WK
OpodUIakKTUKM Ppaka OpelcTaTeJIbHOM XeJle3n (cMoTpu durypy 15).
BaklMHa MOXET IOMIOJIHUMTEJIbHO KOMOMHMPOBATE OOMH MM ©OoJiee PaKOBHX
aHTUIeHOBR PSA, PSMA wmmm STEAP ¢ oOoHMM wWiIM ©0oJiee paKOBEMU
anturedHamMmu hTERT, NY-ESO-1, MAGE-Al wimm WT1l 1Ojasa JiedeHMS WK
NIpodMJIaKTUKM  paka opencraTellbHOM  XeJle3H. s JledyeHUMsS WK
NpodMIIakKTUKM  paka opencTaTelIbHOM  XeJle3k  TakXe  MOTYT OHITH
[IpMMeHEeHH IPpyIMe KOMOMHAalMM PaKOBEX aHTUIEHOB.

Pak KpoOBM (HaIpuMep, JIEMKO3, JuMboMa, MMeJoMa)
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[00419] BakumHa MOXeT KOMOMHMPOBATHL OIOMH WM 0OoJiee pPaKOBHX
AHTUTEHORB, TaKmUx Kak PRAME, WT-1, hTERT OJd JIeueHud WU
OpodMIIakKTUKM pakKa KpPOBM, TakKoro Kak JerkKos, JuMpoMa UM MMeJioMa
(cMoTpu Ourypy 51). BakumMHa MOXeT HOOIOJIHUTEJIEHO KOMOMHMPOBATH
oovH wmaM ©OoJiee PaKOBHX aHTUTeHOB PRAME, WT-1, hTERT C OIHMM WM
foJjiee pakKoOBEMM aHTUIeHaM NY-ESO-1 wmnu MAGE-Al 10Jjd JiedeHUI WK
NpodUIIaKTUKM paka KPOBM, TakKoT'o KakK JieVkos, JuMbpoMa U MUeJIOMa.
Ona JleyeHUI WIM OPOOMIIAKTUKM PpakKa KPOBM, TaKoT'o Kak JIeMKoS3,
JuMmMpoMa M MMeJIOMa, Takke MOTYT OBTE [IPMMEeHeHH IpyIMe KOMOMHAaLUM
PaKOBEX aHTUIEHOB.

7. Cnoco6 BakLUIMHaLUMU

[00420] TIlpenmocTaBasgeTCcsa CIOoco® JedeHUMA WMIM [OIPpOOMIIaKTUKU
paka c VICIIOJIb 30BaHMEM bapMalleBTUUYECKMUX KOMIIO 3ULIUM oI
obeclrieueHnUsa TeHEeTUUECKMX KOHCTPYKUMM M OeJIKOB OOHOTO WMIM OoJee
PaKOBEX AaHTUI'€HOB, OIMCAHHEX BHIIE, KOTOPHE COIepXaT SIUTOIIH,
nejlarmmre MX OCOO0eHHO 30PeKTHMBHEMM WMMMyHOTEeHaMM, IIPOTHUB KOTOPHX
MOXeT MHIYLUMPOBATLCSA MMMYyHHBM OTBeT Ha OIMH MIM O0o0Jlee PaKOBEHX
aHTUTreHoB. Crnioco® BBeOeHMS BaKIMHE, WJIM BaKIMHALWA, MOXeT OHTH
npenocTaBJieH OJIS TOTO, UYUTOOH MHIYUIUPOBATE TepaleBTUUeCKMUM uM/WUIn
OpOodUIaKTUUECKUN  VMMMYHHEMN OTBET. [lpouecc BaKUIMHALIMM  MOXET
BHI3EHIBATL Y MJIEKONMTaKMero MMMYHHEI OTBeT Ha OOMH WiIM 0oJiee
PaKOBEX aHTUI'E€HOB, OIMCAHHEX B HOaHHOM IOKyMeHTe. BaKLUMHa MOXET
BHITL BBeIdeHa MHIUMBMIYYMY @OJIS MOIOYJIALUM AKTUMBHOCTM  MMMYHHOM
CUCTEeMEl MIEKONUTaKnIero U YCUJIEHMA WMMMYyHHOT'O OTBeTa. BBelleHUe
BaKLUMHE MOXET IIPeIcTaBJIATk cCcoBoM TpaHCcheKIMIo OOHOTO uIM O0oJee
PakKOBEX AaHTUIE€HOB, OIMCAHHEX B IOaHHOM IOKYMeHTe, B BMIe MOJIEKYJIH
HYKJIEMHOBOM KMCJIOTH, KOTOpas BSKCIpeccHUupyeTcsd B KJIeTKe U, TaKuM
oBpa30M, OOCTaBJIAEeTCH Ha I[IOBEPXHOCTHL KJEeTKM, II0OCJle Uerlo MMMyHHas
cucTeMa PpaclosHaeT UM MHIYLUPYeT KJIeTOUHEHIM, TYMOPAJILHEM — WMJIU
KJIETOUHHM ¥ TYMOPAaJbLHHEM OTBeT. BBeIeHMe BaKIUMHE MOXeT OHTh
MCIIOJIL30BAHO IOJIS TOTO, UYTOOH MHOYLUMPOBATL WMJIM BH3BATHL WMMYHHEN
OTBEeT Yy MIEKONIMUTAKIMX Ha OIWMH WIM 0oJiee pPaKOBHEHX aHTUI'EHOR,
OTIMCAHHHX B IOaHHOM JOKYMeHTe, IIOCPeICTBOM BBEIEHMS MIIEKOIUTaKIUM
BaKIIMHE, OIMCAHHOM B IaHHOM OOKYMeHTe.

[00421] TIlocJge BBeIeHMS BaKIMHB MIeKoNMTawleMy M BcJen 3a
STUM BeKTOpa B KJIEeTKM MIEKONIMTAaKmMero, TPaHCOUMIIMPOBAHHEE KJIETKU
OyOyT BKCIPEeCCUPOBATE WM CEKPEeTHMPOBaATh OIOMH WM 0oJiee pPaKOBHX
aHTUIT'€HORB, OINMCAaHHEIX B HOaHHOM HOOKYMeHTe. OTU CeKpeTUpyEMEEe
OeJIkM, WM CHUHTETHUUYECKME AaHTUIEeHH, OyIyT paclo3HaBaTkCsa Kak

UyXepPOOHEE I/IMNIYHHOﬁ CMCTeMOﬁ, KoTOpad OymeT YCTaHaBJIMBaTB
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VMMYHHEM OTBEeT, KOTOPHEM MOXeT BKJIOUATL: aHTUTeJla K OIHOMY WU
foJjlee PaKOBHM aHTHUIeHaM U T-KJETOUHHEM OTBeT ClelMallbHO Ha OIOMH
i 06oJiee PakKOBHX aHTUIEHOB. B HEKOTOPHX IIpUMepax MIeKOoIUTawlee,
BaKLUVMHUPOBaAHHOE BaKLMHaM/, OIMCAHHEIMM B IaHHOM JIOKYMeHTe, OymerT
VMETE IIPUMMMPOBAHHYI MMMYHHYID CUCTEMY U IOIPU CTUMYJIALUMM OIHVM WMJIU
foJjilee pPaAKOBHMM aHTUIeHaMy, OIIMCAaHHEIMM B  JaHHOM OOKYMEHTe,
IpUMUPOBAHHAS MMMyHHas cucTeMa ofeclIeuuT BO3MOXHOCTL OHCTPOM
OUMCTKM IOOIOJIHUTEJILHEIX PaKOBEX AaHTHUIeHOB, OIMCAHHEIX B IaHHOM
OOKyMeHTe, JmMbO TI[IOCPeICTBOM I'yMOPAaJIbHOTO, KJEeTouHoTo, JmMbo Kak
KJIETOUHOTO, TaK ¥ TIyYyMOPaJIbHOTO MMMYyHHEX OTBETOB. BaklMHa MOXET
OHTE BBeldeHa MHIOIMBUIOYYMY IJIS MOIOYJISLUM AaKTUMBHOCTM  MMMYHHOM
CUCTEeMBE MHIMBUIOYYMa, TeM CaMbeM YCUJIMBasS MMMYHHEIM OTBET.

[00422] Cnoco®r BRemeHMd JHK BakKUMHE OIIMCAaHH B IaTeHTax CIA
NN 4945050 m 5036006, oBa M3 KOTOPHX BKJIOUEHH B OAHHBM OOKYMEHT
[IOCPEeICTBOM CCHUIKM B IIOJIHOM OOBeMEe.

[00423] BaklumMHa MOXeT OHTL BBeIeHa MIeKoIMTawnleMy IOJIS ToTO,
UTOOH BHS3BATL MMMYHHEM OTBeT Y MIeKoIMTanmero. MiekonuTaoimee
MOXeT TIIPpeIOCTaBJAThL CcoOoM ueJjloBeKa, HeueJoBeKooOpa3HOoTo IpuMaTa,
KOPORY, CBUHBIO, OBLY, KO3y, AHTWUJIIONY, OM30Ha, oymBoJia,
IOJIOPOTUX, OJIeHeM, exel, CJOHOB, JaMy, aJibllaKy, MHIIeV, KPHC WK
LEILJIEHKAa, ¥ IOPenlouYTUTEJIEHO — UJeJIOBeKa, KOPOBY, CBMHB WK
LIBITIJIEHKA .

[00424] IOo3a BaKUMHHE MOXET COCTABJIATHL B Ipenejlax OT 1 MKD
no 10 MI' aKTMBHOTO KOMIIOHEeHTa/KI' MacCh TeJja/BpeMS U MOXeT
cocTarjaaTe oT 20 MKT mo 10 MI' KOMIOHEeHTa/KI' MaCCH TeJja/BpeMs.
BakluMHy MOXHO BBOIMUTHL Kaxmowe 1, 2, 3, 4, 5, o, 7, 8, 9, 10, 11,
12, 13, 14, 15, 1e¢, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27,
28, 29, 30 mim 31 »meHb. KoJgmMuecTBO O3 BaKUMHH IJII 20OPeKTUBHOIO
JeueHMa MoOXeT cocTaBjgdTs 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 miam OoJee
oo3.

Crioco6 co3IaHMAd MMMYyHHOT'O OTBeTa C IIOMOWBI BaKIIMHE

[00425] BakumHa  MoOXeT OBITH MCIIOJIL30BaHa oJisa co3daHnAg
VMMYHHOTO OTBEeTa Yy MJIEKONIMTAKIETOo, B TOM UMCIIe TepalleBTUYeCKOT'O
WM OpOodMIIaKTUUEeCKOTO MMMYyHHOTO OTBeTa. VMMYyHHHM OTBET MOXET
cos3maBaTh aHTUTeJla U/UiIu T-KJIeTKU-KUJIJIEPH, KOTOPHE HalpaBJIEHH Ha
OOouMH wWiIn ©OoJlee PaKOBHX aHTUI'E€HOB, OIMCAHHEX B JaHHOM JOKYyMeHTE.
Takme aHTHUTeJa M T-KJIeTKM MOI'YT OHTEH BEIOESJISHEH.

[00426] HexoTopte BapMaHTE peanmsanmnum n300peTeHnd
IpenoCTaBJISgRT CIOCOOH CO3OaHMsa MMMYHHEIX OTBETOB Ha OIMH WK

OoJiee PakKOBEHX aHTUI'€HOB, OIIMCaHHEX B IJT4daHHOM IOKYMeHTe, KOTOPEIE
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BKJIOU AT BBeIIeHMe VHIOVUBULOYYMY BaKILMVHEH . HexkoTopee BapMaHTH
peaau3aluy U300peTeHMa MNPpeloCTaBJISKT CIOCOOH OpOodMJIaKTUUeCKOMN
BaKLUUMHALUNM MUHIVMBUIYYMa I[IPOTUE pakKa WM OIyXOJM, DKCIPeCCUPYRIMUX
OOuH WM B6oJiee PaKOBHX aHTUI'EHORB, OIIMCAaHHEIX  BHIIE, KOTOPEIE
BKJIOU AT BBeIIeHUe BaKLWHH. HexoToprle BapMaHTH peanu3zaumum
nzobpeTeHUa IIPeloCTaBJIAIT CIOCOOH TepalleBTUUeCKOM  BaKUMHAUUU
MHOUMBUOYYyMa, CTpalanlero OT pakKa WIM OIyXOJM, 5BKCIPeCCUPYIINX
OOMH WM ©OoJlee PaKOBEX aHTUIEeHOB, KOTOPHE BKJWOUAKT BBeIeHNe
BaKLUMHE. [IMarHOCTMKA paka WM OINyxXOJM, BKCIPEeCCUPYIRIUX OIOMH WK
foJjlee PaKOBHX aHTUI'€HOB, OIMCAHHHX B »OaHHOM IOKYMEeHTe, MOXEeT
OHTBH BEIIOJIHEHA B YCTAHOBJIEHHOM IIOpPAIKe IO BBeIeHMS BaKLMHEH.

Crioco® JiedyeHUSA paka C IIOMOMBK BaKLWHE

[00427] BaklMHa MOXeT OBTbL MCIOJIB30BaHa OJ9 TOIO, UYTOOH
COo3IOaBaThb WMJM BHB3HBATL Y MIEKOIMTAKMIEI'0 MWMMYHHEM OTBET, KOTOPHM
pearMpyeT WM HalpaBJIEH Ha pak WM OINYXOJIk (HalpuMep, MeJIaHOMY,
pak TOJIOBH ¥ MeM, MmeKM MaTKM, I[IeUeHM, I[IpedcTaTelIbHOM XeJies3H,
pPakK KpPOBM, ILJIOCKOKJIETOUHEM pak IMIUIeBoIa, pPakK XKeJyIOoUHO—-KMUIeUHOTO
TpaxkTa) MJIEKONMUTAKIETO WMIM CyOBeKTa, HYXIaKIerocsa B  STOM.
BHI3BAHHHEM MMMYHHEIM OTBET MOXeT IIPpemoTBpalaTh pakK WIKM pa3BUTHUE
OIIYXOJIN .

[00428] BH3BaHHHNM MMMYHHEI OTBeT MOXET IMIpeloTBpamllaTh M/UIIU
YMeHbIIaTh MeTacTasupoBaHue PaKoOBHX WJIIN OIIYXOJIEBBIX KJIETOK.
COOTBETCTBEHHO, BaKLMHa MOXeT OBTL MCIOJb30BaHa B crocobe,
KOTOPEIM JIeUnT n/Uim npenoTepalaeT pak NI Oy XOJIU N4
MJIEKONUTaKIe I o VI cyOBeKTa, KOTOPHEM BBOIAT BaKLVHY . B
3aBUCHMMOCTM OT aHTUI'eHa, MCIOJb3yeMOI'O B BakKIMHe, POCT Ha OCHOBE
nomjiexamero JieUeHUIO paka WIM OIYyXOoJIM MOXeT IIPpeICcTaBJISTh codon
JodoM TUIl paka, TaKoM kak, 06e3 oI'paHMUeHMS UMMM, MeJlaHOMa, pak
KpoBU (Halpumep, Jehko3, JuMdoMa, MMeJIoMa), KaplLMHOMEL JIeTKOTO,
[JIOCKOKJIETOUHEE KapLUMHOMH I[IMIMEBOOa, pPakK MOUeBOTO IIY3HPHA, pak
000IOUHOY ¥ OPAMOM KMIIKM, Pak IIMIeBoOda, Pak XeJyIOUHO—KUIIeUHOTO
TpakTa, TI'elnaTokapliMHOMa, pakK TI'OJIOBE M Ieu, TOJIOBHOT'O MO3Ta, pak
aHaJILHOTO KaHala, HEMEJIKOKJIETOUHA A KapLUMHOMAa JIeTKOTO, pak
IIOIIKeJIYOOUHOM XKeJle3h, CHMHOBMAJLHAad KaplMHOMa, pakK OpedcTaTelIbHOM
%keJle3H, Ppak gMUKa, Ppak IIeueHM, pak Me¥KM MaTKM, PeUMIVBUPYOIUNA
pPecIMpaTOpPHEM HaOlMJIJIOMATO3, Pak KOXM UM paK XeJyIoka.

[00429] B HEKOTOPHIX BapMaHTax peannsanmnum n300peTeHn
BaKlLMHa MOXeT OIOCPemoBaThk KJMPEHC WM I[IpemoTBpallaTk pa3BUTHUE
OIIY XOJIEBBIX KJIETOK [IOCPenCcTBOM VHOYKUIUA (1) T'YMOPaJIbHOT'O

VMIMMYHHWTETAa 3a cyueT OTBETOB B—-kJIeTOK C IIOJIYyUYEeHEeEM aHTnTeJI,
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KOTOpPHE OJIOKMPYRT 0OO0pa30oBaHMe MOHOUMTAPHOT'O XeMOoaTTpaKTaHTHOI'O
Besika—1 (MCP-1), TeM caMeIM ~ 3aMeljifgad CYIIPeCCOpPHEe KJIETKU

MMEJIOMIOHOTO IpOoMCXoxXmeHmsa (MDSC) wu 1nogapJigsd pPasBUTHME OIIYXOJIU;

(2) YBEJIMUEHUA LUTOTOKCUUECKUX T—-JIuMPOLIUTOB, TakMx kak CD8*
(CTL), yTOOE aTaKoBaThb u yduBaThL OIIYXOJIEBEIE KJIETKIU; (3)
YBeJINU4YeHU S OTEBETOB KJIETOK T-XeJIInepor; (4) u YBeJIMUeHU
BOCIIAJIMTEJIb HEIX peakuum 3a cuer IFN-v 1z TEN-c, W

IpenlIouTUTEeJIbHO BCEeIr'o M3 YIOMSHYTOI'O BHIIE.

[00430] B HEKOTOPHIX BapMaHTax peanmusalumu  U300peTeHUd
VMMYHHEIX OTBET MOXEeT CcO3OaBaTh I'YMOPAaJIbHHIN MMMYHHEM OTBeT M/Win
OTBEeT aHTHUITeH-CHelIMPUUeCKMX LIUTOTOKCHMUecKMxX T-guMmpoumToB (CTL),
KOTOPHEM He BHBHBAET IIOBPEeXIeHUNM WMJIM BOCIAaJIEHUS pPas3JIMUHBIX TKaHeM
WM CcucTeM (HaopuMep, TOJOBHOTO MO3Ta WJIM HEepPBHOM CUCTEMB U
T.O.) Yy CyDBeKTa, KOTOPOMY BBOIOAT BaKIMHY .

[00431] B HEKOTOPHIX BapMaHTax peannsalumnum n300peTeHn g
BBOOMMAaS BaKIMHa MOXET YBeJIMUMBATh 0Oe30MNyX0OJIEBYK BEXMBAEMOCTE,
YyMeHbIIaTh OIIyXOJIEBOE oBpa3oBaHuUe, YBeJIMUYVBAaTh BEIKMBAEMOCTH
OMIYXOJIM WM T[NPUBOIUTHE K KOMOMHAIMM D2TOTO0 Yy CyObeKTa. BroomMas
BaKIMHa MOXET YBeJMUMBATE O€30MyXOJIEBYK BEDKMBAeMOCTE Ha 20%,
21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%, 29%, 30%, 31%, 32%, 33%,
34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%,
47%, 48%, 49%, 50%, b51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%
u 60% vy cybrekTa. BRODMMas BakKlMHa MOXeT YMeHBIIATh OIIyXoJieBoe
obpaszoraHue Ha 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%, 29%,
30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%,
43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%, 51%, 52%, 53%, 54%, 55%,
5%, 57%, 58%, 59%, ©0%, 61%, 62%, 63%, 64%, 65%, 66%, 067%, 68%,
69% m 70% vy cydbekTa IIOoCJle MMMYyHMI3alMM. BBOIMMAasS BakKIMHAa MOXeT
nperoTBpamaTh n BJIOKMPOBATE POCT MOHOLMTAPHOTO
xeMoaTTpaKTaHTHOTO OeJyka 1 (MCP-1), LMTOKMHa, CEeKPeTUPYEMOTO
CYTIPECCOPHEIMM KJIETKaMM MMEJIOMIHOTO IIPOUCXOXIeHUsa, y cyOwekTa. B
HEKOTOPEX BapMaHTax pealus3aluuy un300peTeHMs BBOIMMAasa BaKIMHAa
MOXeT IIpeloTBpamaTh M OJOKMpoOBaThL pocT MCP-1 B pakKoOBOW WK
OIIyXOJIEBOM TKaHM VYV CyObLekTa, TeM CaMbM CHWXAasa BacCKyJIApU3aluio
PAaKOBOV WMJIM OINYyXOJIEBOW TKaHM y CcyObeKTa.

[00432] BpommMas BaKIMHa MOXeT VYVBeJMUMBATEL BLBIKMBAEMOCTD
onyxoJsim Ha 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%, 29%,
30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%,
43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%, 51%, 52%, 53%, 54%, b55%,
56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%,
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69% wm 70% y cCcyOBekTa. B HekKOTOpPHX BapMaHTax peajJu3aluu
n300peTeHNa BaKLMHa MOXeT OHTH BBeIOeHa B Iepudpepuno (kKak 0OoJiee
IIOOPOOHO ONMCAaHO HIDKE ) c LeJIbIo YCTaHOBJIEHU A QHTUTEeH—
CrieuMdnUUeCcKOTro0 MMMYyHHOTI'O OTBeTa, HalpaBJIEHHOT'O Ha pPaKOBHEe WK
ONyXOJIEBEHE KJIETKM WM TKaHW, IOJ4 OUMCTKM WM yCTPaHEeHMA paKa WK
ONIyXOJIM, DKCIPECCUPYRINX OOVH WM ©0oJiee PpPaKOBHX AaHTUI'EHOB, He
[IOBpexXnasg ¥ He BH3HBagd 3ab0oJjieBaHMe WM CMepTh Y CyOBeKTa,
KOTOPOMY BBOIOAT BaKLMHY.

[00433] BpommMas BaKLMHa MOXeT IIOBHIATL KJIETOUHHM MMMYHHEBI
oTBeT y cyOBekTa OO OT okoJIo b0-kpaTHOTo »Oo okoJo 6000-kpaTHOTO,
oT okoJio 50-kpaTHOTO no okoJjio 5500-xpaTHOTO, OT OKOJO 50—
KpaTHOTO Ho OkoJio 5000-kpaTHOTO, OT OKOJO 50-KpaTHOT'O OO OKOJIO
4500-kpaTHOTO, OT OKOoJIO 100-kpaTHOTO nHO oOKoJIO 6000-KpPaTHOTO, OT
okoJio 150-kpaTHOTO OO OKOJIO 6000-KpPaTHOTO, OT OKOJO 200-KpaTHOIO
no okoJjgo 6000-kpaTHOTO, OT OKoOJO 250-KpaTHOTO HJO OKoJo 6000-
KpaTHOTO WM OT OkoJio 300-kpaTHOTO »mO OkoJio 6000-xkpaTHOTO
pa3Mepa. B HEKOTOPHX BapMaHTax pealu3aluy K300peTeHUd BBOOMMASA
BakKlLMVHa MOXeT YBeJIMUMBATE KJE€TOUHHY MMMYyHHHM OTBeT Yy CyOBekTa
nourtu B OkoJO 50, 100, 150, 200, 250, 300, 350, 400, 450, 500,
550, 600, 50, 700, 750, 800, 850, 900, 950, 1000, 1100, 1200,
1300, 1400, 1500, 1600, 1700, 1800, 1900, 2000, 2100, 2200,
2300, 2400, 2500, 2600, 2700, 2800, 2900, 3000, 3100, 3200,
3300, 3400, 3500, 3600, 3700, 3800, 3900, 4000, 4100, 4200,
4300, 4400, 4500, 4600, 4700, 4800, 4900, 5000, 5100, 5200,
5300, 5400, 5500, 5600, 5700, 5800, 5900 mam 6000 pas.

[00434] BBommMasd BaklMHaA MOXET IIOBHIIATE YPOBHM TI'aMMa-—
nHTepdepoHa (IFN-y) y cyBwexkTa OO OT OKOJO 5S0-KpaTHOTO IO OKOJO
6000-kpaTHOTO, OT OKOJO 50-kpaTHOTO HO OKoJO b5500-KpaTHOTO, OT
okoJio 50-kpaTHOTO no okoJjio 5000-xpaTHOTO, OT OKOJO bHO0-KpaTHOTIO
no oxkoJjgo 4500-xpaTHOTO, OT oOKoJO 100-KpaTHOTO OO OKoJOo 6000-
KpaTHOT'O, OT OkoJio 150-kpaTHOTO HO OKOoJIO 6000-KpaTHOTO, OT OKOJIO
200-kpaTHOTO nOo OkoJio 6000-KpaTHOTO, OT OKOJO 250-KpaTHOT'O IO
okoJio 6000-xpaTHOTO MM OT OkoJiIo 300-KpaTHOTO OO OKoJO 6000-
KpaTHOT'O pa3Mepa. B HEeKOTOPHX BapMaHTax pealM3aluu M300peTeHUs
BBOOMMAaSA BaKIMHa MOXeT yBeJIMUMBATEL YPOBHUM IFN-y y cCcy®BbekTa [IOUTHU
B okxojyio 50, 100, 150, 200, 250, 300, 350, 400, 450, 500, 550,
600, 650, 700, 750, 800, 850, 900, 950, 1000, 1100, 1200, 1300,
1400, 1500, 1600, 1700, 1800, 1900, 2000, 2100, 2200, 2300,
2400, 2500, 2600, 2700, 2800, 2900, 3000, 3100, 3200, 3300,
3400, 3500, 3600, 3700, 3800, 3900, 4000, 4100, 4200, 4300,
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4400, 4500, 4600, 4700, 4800, 4900, 5000, 5100, 5200, 5300,
5400, 5500, 5600, 5700, 5800, 5900 mmm 6000 pas.

[00435] @Ooza BakKUMHE MOXET COCTAaBJATE B IIpenejlax oOT 1 MKD
mo 10 MI' aKTMBHOTO KOMIIOHEeHTa/KI' MACCH Tejla/BpeMsS U MOXET
cocTaBasaTe oT 20 Mrr mo 10 MI' KOMIIOHEHTa/KI' MacCCH Teja/BpeMs.
BakumMHy MOXHO BBOIMTL Kaxowe 1, 2, 3, 4, 5, o6, 7, 8, 9, 10, 11,
12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27,
28, 29, 30 mim 31 »geHb. KoJMuecTBO O3 BaKUMHH IJS 20OPeKTUBHOIO
JedueHMUsS MOXeT cocTamJagaTs 1, 2, 3, 4, 5, 6, 7, 8, 9 mmm 10.

(1) KoMOMHMpPORBaHHas Tepalusa C OpuMeHeHUeM aHTuTes PD-1
u/nnu PD-L1

[00436] HacTodmee wun300peTeHMe TakKXe OTHOCUTCHA K CHocody
[IOBEIIEHV A MMMYyHHOTO OTBETa VY MJIEKOIMTAaKIEro C IIOMOMBK BaKIMHE,
ONIMCAaHHOM BHIe. BaKlMHa, ONMCaHHAad BHINEe, MOXeT COIepXaTh PaKOBHM
aHTHMIeH, a Takxe a”HTuTesyio PD1 wu/mium a”HTuTesio PDL1, ooMCaHHEE
BrIle. KoMOMHaLMSA MOXEeT OPelCTaBJIATE COOOM eOMHYK KOMIO3UIMID WU
MOXeT OBHTBE OTHEJIEHOWM ¥ BBOOMTECA @O odepemm (Jaubo CHadajJa
PaKOBHM aHTUTEeH, a 3aTreM aHTuTreJsyio PDl1 wmiam aHTuTeJso PDL1, Jsmubo
CHadaJla aHTurejsio PDl1  wmiam a”HTuUTesio PDLI, a 3aTeM pPaKOBHM
aHTHTeH). B HEeKOTOPHX BapMaHTax pealu3aluM u300peTeHrS PaKOBHU
QHTUTeH MOXeT OBTh BBeleH CYyOBeKTYy 3a okoJiIo 30 cekKyHIO, 1 MHUHYTY,
2 MMHYTH, 3 MMUHYTH, 4 MMHYTH, 5 MuHYT, 10 MuMHYT, 15 MmHYyT, 20
MyuyT, 25 wvmpyT, 30 MmyayTr, 35 wMmayr, 40 MmuyT, 45 MmuyT, 50
vuHyT, 55 MmuyT, 60 MMHYT, 0,25 waca, 0,5 waca, 0,75 uwaca, 1
yac, 2 uyaca, 3 uyaca, 4 uyaca, 5 uyacoB, 6 uyacoB, 7/ yacoB, 8 uUYacoB,
9 uwacor, 10 wyvacoB, 11 wuyacorB, 12 uacoB, 13 uyacon, 14 wuacor, 15
yacop, 16 uvacoB, 17 uacor, 18 uvacoB, 19 uacoB, 20 uacor, 21 uac,
22 4yaca, 23 uyaca, 24 wuyaca, 36 uyacor, 48 wuacor, 60 wuacor, 72
yaca, 84 uaca, 96 uyacoB, 1 »OeHb, 2 @»OH4S, 3 1OH4, 4 ©DHS, 5 gHeM, ©
oHey, 7 5nHew, 8 gnHelM, 9 nHeml, 10 gHel, 11 npHed, 12 §pHeM, 13
nHey, 14 npHed, 15 nHel, 16 gnHelM, 17 nHelM, 18 npHel, 19 npHeM, 20
oHey, 21 @»eHb, 22 5»gHLS, 23 1nH4A, 24 §pHsS, 25 npHel, 26 nHewl, 27
oHel, 28 pHeM, 29 nHel, 30 pHed, 31 HeHb, 1 HejeJo, 2 Hejeau, 3
Hepmesu, 4 Hemesm, 5 HemeJb, © HemeJb, / HeIleJlb WJIM 8 HeOeJlb OO
BBeOeHUsa CcyOBekTy aHTuTesna PD-1 wmiam aHTHMTesna PD-L1. B 1Opyrux
BapMaHTax pealus3aluuy unus3obpeTeHMsa aHTUTeJo PD-1 wmiam aHTuUTeJo PD-
L1 mMoxeT OBTL BBeIeHO CyOBLeKTy 3a OkKoJio 30 cexkyHnO, 1 MHMHYTY, 2
MMHYTBE, 3 MMHYTH, 4 MMHYTH, b5 wMmyHyT, 10 M™MMHYT, 15 MumayT, 20
MMHYT, 25 wyuHyT, 30 MmMHYT, 35 MmyHyT, 40 MuMHYT, 45 MmHyT, 50

MyHyT, 55 wMmuyT, 60 MUMHYT, 0,25 waca, 0,5 waca, 0,75 wuaca, 1
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yac, 2 Yaca, 3 4yaca, 4 yaca, 5 yacoB, 6 uyacoB, / UYacoB, 8 UacoBs,
9 wyacor, 10 wyacomB, 11 wuyacos, 12 4acoB, 13 uyacon, 14 uyacorp, 15
yacoB, 16 uyacoB, 17 uacoB, 18 uyacorB, 19 uyacor, 20 uyuacor, 21 uyac,
22 4yaca, 23 dyaca, 24 w4yaca, 36 uyacoB, 48 wuyacorB, 60 wuyacor, 72
yaca, 84 uyaca, 96 uyacoB, 1 @meHb, 2 @OHa, 3 nH4a, 4 npHg, 5 gHel, ©
nHew, 7 n$Hew, 8 gngHew, 9 ngHel, 10 gHem, 11 g»ghHem, 12 g#gHew, 13
nHe, 14 nHew, 15 nguem, 16 npHeM, 17 nhewn, 18 nHel, 19 nuew, 20
nHey, 21 @meHbL, 22 @»gHS, 23 @§DHa, 24 §H4a, 25 pHew, 26 pHewm, 27
oHeM, 28 pHeM, 29 pHewl, 30 pHeM, 31 »DeHb, 1 HejeJo, 2 Hejeau, 3
Hepmeyu, 4 Hemesim, 5 HemeJb, © HemeJb, / HeIleJlb WJIM 8 HeOeJlb OO
BBelIeHUSI CyObekKTy PakKoBOT'O aHTUIeHa.

[00437] KomOuHalMad PaKOBOT'O aHTUI'eHa M aHTUTesa PD1 wim
anTuTeJa PDL]1 wmMHOyLUMPYET MMMYyHHYID CcuUcTeMy O0oJiee 20OeKTHMBHO, UeM
BaklMHa, comepxamas TOJILKO PaKOBHIM AHTUTEeH. SToT BoJee
20beKTUBHEM MMMYHHBIM OTBeT ofecleuMBaeT IIOBHIEHHYD 20QeKTHMBHOCTL
B JIeUeHUM U/MIM TOpodMUIIaKTUKe OIpenesIeHHOTO paka. B 3aBUCHMMOCTH
OT MCIIOJbB3YEeMOTO B BaklMHe aHTUITeHa B KOMOMHALUMM C AaHTUTEJIOM
PDL1 wmim aHTUTeJioM PD1, poCT Ha OCHOBe IOoAJieXallel'o JIEUEeHMK paka
MM ONYyXOJIM MOXeT NpedcTaBJIATE cobo¥ JoboM TUIl paKa, TaKou Kak,
Bes oTrpaHMUEeHMA ¥VMM, MeJlaHOMa, PpakK KpOoBM (HaopuMmep, JenkKos,
JmMdoMa, MMeJIoMa), KapLUMHOMH JeTKOTO, IIJIOCKOKJIETOUHEE KapLMHOME
OMmeBONa, pPakK MOUeBOTO IIy3HPHA, pak OOOONOUHOM M NIPAMOM KUIKM, pPak
OMmeBONa, pPak XeJyIOUHO—-KMIIeUHOT'O TpakKTa, TIelaToKaplMHOMa, pak
T'OJIOBH u meu, T'OJIOBHOT O MO3Ta, pax aHaJILHOTO KaHala,
HeMeJIKOKJIeTOUHAasa KaplMHOMa JIeTKoTOo, Ppak IIOIKeJYIOOUHOM XKeJle3H,
CUHOBMAJIbHAA KaplMHOMa, pakK I[OIpelcTaTelJIbHOM XeJle3H, pakK sauuka,
pak IieueHWu, pak memKuM MaTKM, PEUUINBUPYIOMNUM  pPeclInpaTOPHBIM
IanmjIJIOMaTo3, Pak KOXM UM pakK XKeJyIoka.

[00438] B HEKOTOPHIX BapMaHTax peannusanmnum n300peTeHn g
VMMYHHEM OTBEeT MOXeT OHTL IIOBHIMEH OO OT oKoJo 0,5-kpaTHOTO IO
okoJIO 1b-kpaTHOTO, OT oOKoJoO O0,b-KpaTHoTro @mo okoJo 10-KpaTHOTO
VI oT OKOJIO 0, 5—xkpaTHOTO oo 8—KpaTHOTO pasmMepa. B
aJbTepHaTUBHOM BapMaHTe MMMYHHEM OTBeT Y CcyObeKTa, KOTOpoMy
BBOIOAT BaKLUMHY, MOXeT OHTL IIOBHIIEH II0 MeHbeM Mepe B okoJjo 0,5
paza, IO MeHbel Mepe B oOkKoJo 1,0 pas, IO MeHLIIEM Mepe B OKOJO
1,5 paza, 0o MeHbBIIEM Mepe B okoJjio 2,0 pasa, IO MeHbIel Mepe B
okKoJIO 2,5 pasa, oo MeHbmeM Mepe B okoJo 3,0 pasa, IO MeHbIeN
Mepe B OKoJIO 3,5 pa3a, IO MeHbmey Mepe B okoJjyio 4,0 pasz3a, IO
MeHbIle Mepe B okoJio 4,5 pas3a, N[O MeHbBIIEeM Mepe B okoJo 5,0 pas,

II0 MEeHBIIEM Mepe B OKoJIO 5,5 pasz, IO MeHBIEM Mepe B OKoJO 6,0
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paz3, IO MeHbIeM Mepe B OKOJO 6,5 pas, IO MeHbllel Mepe B OKOJO
7,0 pas3, OO MeHbIIeW Mepe B OKoJo 7,5 pas, IO MeHbley Mepe B
okoJio 8,0 pas, IO MeHBIIEM Mepe B OKoJO 8,5 pas, IO MeHbIey Mepe
B okoJo 9,0 pas3, IO MeHBIIEM Mepe B OKoJO 9,5 pas, O MeHbIeM
Mepe B okojo 10,0 pas, 00 MeHbHleM Mepe B OkoJjio 10,5 pasz, 1o
MeHbIIe Mepe B okoJo 11,0 pas3, O MeHbNEeM Mepe B okoJo 11,5 pas,
II0 MeHblleM Mepe B oOkoJio 12,0 pas, IO MeHblleM Mepe B okoJjio 12,5
pas3, II0 MeHbIleM Mepe B okoJio 13,0 pas, IO MeHbIlel Mepe B OKOJO
13,5 pas3, 1o MeHbmeM Mepe B okoJio 14,0 pas3, II0 MeHblel Mepe B
okoJio 14,5 pas miamM IO MeHbllel Mepe B okoJio 15,0 pas.

[00439] B OIPYyTUX aJIb TEPHATUBHEIX BapMaHTax peannsanmnum
n300peTeHrss MMMYHHHM OTBeT Yy CyObLeKTa, KOTOPOMY BBOIOAT BaKLUMHY,
MOXeT OBTE IIOBBIIEH Ha OT okoJio 50% mo okxoJjo 1500%, oT okxojo 50%
no oxkoJjo 1000% wmiam oT oxoyo 50% mo oxoso 800%. B 1OpyTux
BapMaHTax peajJdus3alluu u3obpeTeHMI MMMyHHHIM OTBeT Yy CyObekTa,
KOTOPOMY BBOOAT BAaKIMHY, MOXeT OLITL IIOBHIIEH IO MeHbIIeM Mepe Ha
okoJio 50%, 1o wMeHbmel Mepe Ha okoJo 100%, 10 MeHbBIIEM Mepe Ha
okoJio 150%, mo MeHBmEeM Mepe Ha okoJjio 200%, 1O MeHbIey Mepe Ha
okoJio 250%, 1o MeHBmEM Mepe Ha okoJjio 300%, 1o MeHbIeM Mepe Ha
okoJio 350%, 1o MeHBmEeM Mepe Ha okoJjio 400%, 1o MeHbBIEeM Mepe Ha
okoJio 450%, 1o MeHBmEM Mepe Ha okoJjio 500%, 1o MeHbBIEeM Mepe Ha
okoJio 550%, mo MeHBmEM Mepe Ha okoJjio 600%, 1o MeHbIeM Mepe Ha
okoJIO 650%, 10 MeHbBIeV Mepe Ha okoJio 700%, 1o MeHbIEel Mepe Ha
okoJio 750%, 1o MeHbIeV Mepe Ha okoJio 800%, 1o MeHbIEel Mepe Ha
okoJio 850%, 1o MeHbmEV Mepe Ha okoJio 900%, no MeHBIEM Mepe Ha
okoJio 950%, mno MeHbmEeM Mepe Ha okoJo 1000%, 1o MeHbBIIEM Mepe Ha
okoJio 1050%, mno MeHbmelM Mepe Ha okoJo 1100%, 1o MeHbIleM Mepe Ha
okoJio 1150%, mno MeHbmelM Mepe Ha okoJo 1200%, o MeHbIleM Mepe Ha
okoJio 1250%, mno MeHbmelM Mepe Ha okoJo 1300%, 1o MeHbIleM Mepe Ha
okoJio 1350%, mno MeHbBmEeM Mepe Ha OKoJio 1450% uMIM 1O MeHbIIeV Mepe
Ha okoJjio 1500%.

[00440] Hoza BaKIMHHE MOXET COCTAaBJIATH B IIpenejlax oOT 1 MKD
o 10 MI' aKTMBHOTO KOMIOHEHTa/KI MacCCH TeJjla/BpeMS U MOXET
cocTaByaaTL oT 20 MKT po 10 MI' KOMIOHeHTa/KT MacCCH TeJjla/BpeMd.
BakumMHy MOXHO BBOOMTHL Kaxowe 1, 2, 3, 4, 5, o, 7, 8, 9, 10, 11,
12, 13, 14, 15, 1e¢, 17, 18, 19, 20, 21, 22, 23, 24, 25, 20, 27,
28, 29, 30 mim 31 »meHb. KoJgmMuecTBO »OO3 BaKUMHH OIS 20QeKTHUBHOIO
JledeHUsS MOXeT cocTaBJagaTe 1, 2, 3, 4, 5, 6, 7, 8, 9 mmm 10.

(2) MeJsaHoMa
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[00441] BaxlLMHa MOXeT OBTbL MCIOJB30BaHa mOJ9 TOI'Oo, UYTOOH
COo3IaBaThb WMJM BHB3HBATL Yy MIEKONMTAKMETI'0 MWMMYHHEM OTBET, KOTOPHM
pearMpyeT WM HallpaBJIeH Ha MeJIaHOMYy Y  MJIEeKONUTAaKIeIro WU
cybbekTa, HyXOIawomerocsad B STOM. BH3BaHHBY MMMYyHHHM OTBET MOXET
IpenoTBpalaTh pPasBUTHME MeJIAHOMEI. BE3BAHHBIN MMMYHHB OTBET MOXET
YMeHBIIATE Pa3BUTHE MeJIaHOMBI. BEI3SBAHHEIM MMMYHHEM OTBET MOXeT
npeloTBpamaTs U/MJIM  yMEeHbIlaTh MeTacTa3MpoBaHMEe  PaKOBHX MK
OIIYXOJIEBEHX KJIETOK MeJjlaHOMEI. COOTBEeTCTBEHHO, BakKIMHa MOXeT OHThH
MCIIOJIbE30BaHa B  crocobe, KOTOPHM JeunuT u/WiK OpefoTBpamaeT
MeJIaHOMY Yy MJIEKONIMTAaKMero MIM CyObeKTa, KOTOPEM BBOIOAT BaKLMHY.

[00442] B HEKOTOPHIX BapMaHTax peanusaumnum n300peTeHuda
BBOOMMAaS BakKIMHa MOXET OIOCPeloBaTh KIMPEHC WM OIPpeldoTBpPalaTh
PasBUTHE KJIETOK MeJIaHOMBE IIOCPEOCTBOM MHAOYKIMM (1) IyMOpPaJIbHOT'O
VMMYHUTETa 3a CUeT OTBETOB B-KJeTOK C TIOJYYEeHMEeEM aHTUTeJ,
KOTOpPHE OJOKMPYIT oOOpa30BaHME MOHOLUMTAPHOTO XeMoaTTpaKTaHTHOTO
Besyika—1 (MCP-1), TeM caMeIM  3aMelJifad CYIpPeCCOpPHEEe KJIETKU
MMEJIOMIHOTO MNpoucxoxneHmusa (MDSC) © nolapJjigsd pPas3BUTUE MEJIaHOMH;
(2) YBEJIMUEHUA LUTOTOKCUUECKUX T-JIMMPOLIUTOB, TakMxX kKak CD8T
(CTL), 4uTOoOH aTakKoOBaTh M YOMBATL KJETKM MeJlaHOME; (3) yBeJIMUeHMS
OTBETOB KJIETOK T—XeJIIepoB; (4) VM  YBeJIMUEeHMS  BOCIAJIMTEJIbHBEX
peakuuy 3a cueT IFN-y u TFN-&, WIM [OPeOIoUYTUTEJILHO BCETO U3
YIIOMAHYTOT'O BHIIE .

[00443] B  HeKOTOPHIX BapMaHTax pealMsauuy  MU300peTeHUd
BBOOMMAaSA BaKLMHa MOXeT YBeJIMUMBATL BEXMBAEMOCTL 0e3 MeJIaHOMEH,
YMeHbIIaTh MeJIaHOMHOe oBpaszoBaHue, YBeJIMUMBaTh BEIKMBAEMOCTE
MeJIaHOMH WJIM T[IPMBOIOMTE K KOMOMHalMM 5STOTro Yy CyObekTa. BBoOMMasd
BaKlMHa MOXeT YBeJIMUMBATL BLBIKMBaAaeMOCTbL 0Oes MeJlaHoMel Ha 30%, 31%,
32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%
u 45% y cybmekTa. BBomMMas BakKIMHa MOXeT YMEHBIATE MeJIaHOMHOE
obpazopaHue Ha 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%,
40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%, 51%, 52%,
53%, 54%, 55%, 56%, 57%, 58%, 59% m 060% y cy®wekTa IOCJe
VMMYHU3alUuK. BBoIMMad BakKIMHA MOXeT IMIpeloTBpamaThk M OJOKUMPOBATH
POCT MOHOUMTAaPHOT'O XeMoaTTpaKTaHTHoro Oenka 1 (MCP-1), LMTOKMHA,
CEeKpPeETHUPYEMOTO CYIPECCOPHEMU KJIIETKaAM/M MMEJIOMIHOTO IMIPOUMCXOXIEeHWS,
Y cybBeKTa. B  HEKOTOPHX BapMaHTax pealmM3alumy M300peTeHnd
BBOOMMAaS BakKIMHaA MOXeET IpemoTBpamaTbk M OJoKMpoBaThk pocT MCP-1 B
TKaHM MeJIaHOME Yy CyOBeKTa, TeM CaMbM CHMWXasd BaCKYyJIApU3aLUID TKaHU
MeJIaHOMEL N CcyOBeEKTA. BroommMmas BaKLWHa MOXeT YBEJINUYMBATH

BEIKMBAEeMOCTb MeJlaHOMEl Ha 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%,
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38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%,
51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 59% m 60% y cydwekTa.

8. CrocoOB BBeleHUSA

[00444] BaxkumHa wmin OdapMalleBTHUUeCcKasd KOMIIOBULMA MOXeT OBTH
BBeIeHa PasInYHEIMA criocobamu, B TOM uucie rnepopalibHO,
napeHTepaJibHO, CcyOJMHTBAJIBLHO, BHYTPUKOXHO, PEeKTaJIbHO,
TPaHCMyKO3aJIbHO, MECTHO, [IOCPenCTBOM  MHITAJALUUY, ocpencTBOM
TpaHCOYKKaJIbHOTO BBeIeHUS, BHYTPUILJIEBPAJIBHO, BHYTPMBEHHO,
BHYTpMapTepHrallbHO, BHY TPUOPIIIMHHO, IIOOKOXHO, BHYTPMMBIIEYHO,
MHTpaHa3aJIbHO, MHTpaTeKaJIbHO UM BHYTPUCYCTABHO WJIM IIOCPEeICTBOM MX
KOMOMHauuM. [JIg T[OIpMMeHeHMS B BeTepMHApUMM KOMIIO3UMIMA MOXeT OHTH
BBelleHa B BUIe IIPaBUJILHO HOOOOPAHHOM OpHeMJIeMOM JeKapCTBeHHOM
bopMEHL B COOTBETCTBUM C OOHUHOM BeTepMHaAPHOM NPaKTHKOM. BeTepuHap
MOXeT JIETKO OIpelesyIMTE CXeMy I[IPUMEHEeHUS WM CclIoco® BBeIeHUd,
KOTOPHM ABJIAETCA HamboJlee MIONX O I AMMM nJs ONpeleJIEHHOTO

KMBOTHOTO. BaklimHa MOXeT OBTH BBellcHa C IIOMOIEBK TPaIMIVMOHHEX

WIIpULER, OEe3EIOJIBHEX MHBEKTOPOB, "OaJINIMCTUUECKOV  TpaHCheKUUH
(reHHBHEe nymKM)" MIM TOCPEICTBOM IOPYI'MX QU3UUECKUX CIOCODOOR,
TaKMX Kak B»JjiekTponopauus ("EP"), "IMIpOoOMHaMMUECKMM CIOCOO" wWiu
YJIbBTPasByK.

[00445] BekTop BaKLUMHEL MOXeT OHTE BBEIEH MIeKOoIMTawleMy C
IIOMOMBI0 HECKOJIBKMX XOPOWO M3BECTHHX TEXHOJIOTUM, B TOM UYMCIe
vHBeklmyu JTHK (Takxke Ha3bHBaeMol BakliMHalumer JTHK) ¢ m 6e3 Iin vivo
BJIeKTpolIopalun, JIMIIOCOMAa—OIIOCPeIOBaHHEX, YCKOPEeHHBIX
HaHOUaCTHIIaMM, PeKOMOMHAHTHEIX BEKTOPOB, TaKMX KaK pPeKOMOMHAaHTHHIM
aleHOBUPYC, AaCCOUMMPOBAHHEM C PeKOMOMHAHTHEM aleHOBMPYCOM BUPYC
U PeKOMOMHAHTHHM BUPYC OCHOBaKUMHE. OIMH MJIM 0o0Jlee PaKOBHX
AHTUIEeHOB BaKLMHBEL MOTYT OBITL BBeIeHH IOCPeICTBOM MHBekluu ITHK, a
TakXe HapgaOy C I1In Vivo 2JIeKTpolopalMen.

JJIeKkTporopaumnda

[00446] BakumHa WM OQapMalleBTUUeCKasd KOMIIO3UMLUSA MOXeT OHTH
BBelleHa IIOCPEeIOCTBOM SDJIeKTpolopaliMM. BBeIOeHMe BaKIUIMHBE [IOCPeICTBOM
SJIEKTPOIOPalMuY MOXeT OHTL IOOCTUTHYTO C IIPUMMeHeHMeM YCTPOWMCTB IJiA
BJIEKTPOIIopaluy, KOTOPHE MOTYT OHTEL BHIIOJHEHH C BO3MOXHOCTLIO
IOOCTAaBKM K HeOoOXOOMMOM TKaHM MIeKOoNuTaKnmero MMIyJbca D2HepITuH,
OOCTATOUHOTO HOJIA TOT0, UYTOOH BE3BaThL 0O0pasoBaHMe O0O0paTHMMHX IIOP B
KJIETOUHHX MeMOpaHax, " IIPeOlouTUTEJIbHO, UYTOOH UMIIYJILC BSHEePITUM
OpencTaBJal coB®o¥ TOK IIOCTOAHHOM BeJMUMHE, [NOIOOOHHEM 3alaHHOMY
II0JIL30BATEJIEM BXOOHOMY TOKY. YCTPOMCTBO OJA D2JEKTPOIopalMy MOXeT

comepXxaTb KOMIIOHEHT SJIEKTPOIIOpal u SJIEKTPOO B c6ope I
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PYKOATKY B cbope. KOMIIOHEHT BJIEKTPOIOpaluM MOXEeT BKJIKUAThL U
006wenuMHATE B cebe ooMH MM O0oJlee pas3JIMUHBEX DJIEMEHTOB YCTPOMCTB
OJI SBJeKTpolopaluy, B TOM UMCJEe: KOHTPOJJIEP, I'eHepaTop TOKOBHX
CUTHAaJIOB, TecTep nMIenaHca, permcTpaTop curHala, BXOIHOM
BJIEMEHT, HBJIEMEHT CcO3OaHMsA OTUeTOB O COCTOSAHMM, IIOpT CBA3MH,
KOMIIOHEHT IIaMATH, MCTOUHUK IIMTAaHUA M BHKJOUATEJb. JSJIeKTpolliopaluus

MOXeT OBITE BEITIOJIHEHA C IIPpMMEeHEHMEM in vivo YCTpOﬁCTBa IOJIA

BJIeKTpollopalny, HalpuMmep, CUCTEMEL CELLECTRA® EP (Inovio
Pharmaceuticals, Inc., Boy Bes, mTaT [leHCUJILBAHUSA) MJIIN
RJIEKTpOoIopaTopa Elgen (Inovio Pharmaceuticals, Inc.) oJs

oBJeTdyeHMsa TpaHCOeKUMM KJIETOK IJIasMUION.

[00447] TlpuMepH YCTPOWMCTE NJA BJeKTpolopaluMM ¥ CIOCOOOB
DJIEKTPOINopalluy, KOTOpEEe MOTYyT ofjleruaTh BeeleHMe JTHK-BakUMH 110
HacTodAmeMy MW300peTeHu, BKILUAKT IIPUMEPH M CIOCOOH, OINMCAHHEE B
nmaTeHTe CIA N 7245963 Draghia-Akli, et al., nybiamKauuy IDaTeHTa
CIIA Ne 2005/0052630, IpencTaBJIeHHOM Smith ¢} coaBTOpaMu,
comepXaHMe KOTOPHX BKJIOUEHO B NaHHHM HOOKYMEeHT I[IOCPEeOCTBOM CCHUIKU
B I[OJJHOM 00BeMe. [IpyTMe YCTPOMCTBa HOJA DJeKTPpOolopaluM ¥ CIOCOOH
BJIeKTPOoIOpaluy, KOTOPHE MOTYT OHTH MCIOJB30BAaHE IJIS OOJeTUeHUId
BBeOeHUA IHK—-BaKIUMHEL, BRJIOUAIT YCTPOMCTBA n CIIOCOOHI,
IpeOOoCTaBJIEHHHE B IprHanjexamen 3TOMY xe 3aABUTEIIO u
ODHOBPEMEHHO HaxOoIfAlleMCHA Ha pacCMOTPeHMM 3asaBKe Ha naTeHT CIA cC
cepurHeiM N 11/874072, nomauuHow 17 okTabpsa 2007 Toma, IO KOTOPOM
UCIpallMBaeTCcsa OpuopuTeT B cooTBeTcTBMM C § 119(e) pasmesia 35
Komexkca CIIA (35 USC) Ha OCHOBaHMM IIpelBapUTeJIbHEIX 3asaBok CIA c
cepumHeiMM N 60/852149, momaHHoM 17 okTabps 2006 Toma, u N
60/978982, mnomauuom 10 oxTsabps 2007 Toma, BCe U3 KOTOPHX
BKJIOUEHH B IAaHHBM OOKYMEHT B IIOJIHOM OOBLeMe.

[00448] TlaTenT CIA N 7245963 Draghia-Akli, et al. omnucweBaeT
MOIYJIBHEE BJIEKTPOIHEE CUCTEMH UM WUX MCHOJb30BaHMe Jsa OoOJIeTUeHUs
BHeOpeHUs OMOMOJIEKYJIHL B KJIeTKM BHOpPaHHOM TKaHM B Tejle WU

pacTeH1n. MonmyJibHEE SJIEKTPOIOHEE CHMCTeMBEI MOT'WYWT comepXxaThb rAan

MIT'OJIBYaTEIX SJIEKTPOOORB, NIJry IOJIA IIOOKOXHEBIX MHBEKIINN ;
SHGKTqueCKMﬁ COeOMHUTEJILHEN SJIEMEeHT, KOTOpHﬁ obecClrieuuBaeT
IpoBoOdimee COelVMHEeHNEe oT IIpoIrpaMMpyeMoIro VIMITYJIBCHOTI'O

KOHTpPOJIIIEpa C TOKOM IIOCTOSHHOM BeJIMUNMHEL K pamy MT'OJIBYaTEIX
SJIEKTPOIOOB,; WM MCTOUHMK IIMTaHMA. OnepaTop MOXeT 3aXBATEBATE PAIL
MIT'OJIBYaTEIX SJIEKTPOOORB, KOTOPEIE YCTaHOBJIEHEL Ha OHOpHOﬁ
KOHCTPYKLIMNV, M IIJIOTHO BCTABJIATE WMX B BH@paHHyD TKaHbE B TeJle WJIM

pacTeHn. 3aTeM OMOMOJIEKYJIEL BBOIAT uepes MnIJly HOJIA TIIOOKOXHEBEIX
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VHBEKINN B BHOPaHHYIO TKaHb . [IpoTpaMMUPy EMEI VIMITY JIb CHEI
KOHTPOJLJIEP c TOKOM IIOCTOSAHHOM BeJIMUMHE aKTUBUPYeETCH, u
SJIEKTPUUECKUM MMIIYJBC C TOKOM IIOCTOSHHOM BeJIMUMHE IIoOaeTcsd Ha
PAO0 UTOJBYATHX BJEKTPOIOB. I[IpUMMEHSAEMHM DJIEKTPUUECKUM MMIIYJIbEC C
TOKOM IIOCTOSHHOM BeJIMUMHE ofJjleTuaeT BBeIdeHMe OMOMOJIEKYJIH B
KJIETKY MexXOy pPAOOM 5SJeKTponoB. [loJHOe comepXaHue IraTeHTa CIA N
7245963 BKJIIOUEHO B IaHHBEM IOKYMEHT IIOCPEeICTBOM CCHJIKM B IIOJIHOM
obweMe.

[00449] I[Iy®ankKalumsa raTeHTa CIIA \E 2005/0052630,
npencTaBJIeHHAas Smith, et al. OIIMCHBAaET YCTPOMCTBO oJjisg
DIJIEKTPOIopalluy, KOTOpoe MOXeT OBTH MCIOJIBE30BAHO OJiAd 20PeKTUMBHOTO
obJieTUeHMs BBeIOeHUS OMOMOJIEKYJIEL B KJEeTKM BHOPpaHHOM TKaHM B TeJle
WM PpacTeHuM. YCTPOMCTBO NOJIA BJEeKTPOolopaluM COOEPXUT BJIIeKTPO—
KMHEeTHUeCKoe YCTPOMUCTBO ("ycrpoictBo EKD"), paboTa KOTOPOTO
onpeneyigeTcsa NIPOTPaMMHBEIM ofOecllieueHMeM WMJIM BCTPOEHHEM IPOTpPaMMHBM
obecrieueHreM. YCTpoUcTBO EKD [OpOMBBOOUT Cepuid IpOoTpPaMMUPYeMEBIX
VIMIIYJIbLCHEIX IIOCJIeIOBaTEJIbHOCTEN C TOKOM IIOCTOSHHOW BEJIMUMHEL MEeXIy
2JIeKTpooaMM B MacCuUBEe Ha OCHOBe IIOJIb30BATEeJIbCKOTO  2JIeMeHTa
yIopaBJeHMa ¥ BBOI IIapaMeTpOoB UMIyJbLca, a Takxke obecrneuuBaeT
BOBMOXHOCTL XpaHeHMS U TI[IoJyUYeHMd TeKymMxX OaHHEIX O CUuTHaJe.
YCTPOMCTBO OJIA DJIEKTPOIIopalMM TaKXe COOEPXMUT CMEHHBEMW SJIeKTPOIHBN
OVCK C MaCCHMBOM MI'OJIBUYATHX BSJEKTPONOB, LEHTPAaJbHEM WHBEKLIMOHHLIM
KaHaJ IJS MHBEeKLUMOHHOW MIJIE ¥ CBhEeMHBM HalpaBJgmUM OUCK. I[IoJHOoe
comepxaHme IyOauMKauuy aTeHTa CIA N 2005/0052630 BKJIOYEHO B
OAaHHBEM OOKYMEHT IIOCPeldCTBOM CCHJIKM B IIOJIHOM oObeMe.

[00450] MacCuBH D2JIEKTPOIOB WM CIOCOOH, OIMCAaHHEE B IIaTeHTe
CIIA N 7245963 wm nyouamkaluuM HaTeHTa CHIA N 2005/0052630, MOTyT

OBITH angallITUpPpOBaHEl IIJIA TJIyOOKOTO IIPOHMKHOBEeHNMA He TOJIBKO B TKaHNM,

TakKNre Kak MBIIITEL, HO n B opyrue TKaHM MJin OpPT'aHEHI. M3—-3a
KOH(]_)I/II‘ypaLU/H/I MacCCHBa SJIEKTPOIOOB VMHBEKIMOHHYIO NIy (B
HeBPOJIOTUUECKYIO CUCTeEMy HpeHHOqTMTeHbHOﬁ GMOMOﬂeKy.J'H:I) Takrxe
IIOJIHOCTEIO BCTaBJIAKRT B OpraH—MMIIEHB n BBOIOAT VMHBEKINIO

[EPIEeHIUKYJIAPHO TKaHM-MMIIEHV, B o0O6JlacTM, KOTopasd [IpelBapUTeJIbBHO
QouUuepueHa BJeKkTpolaMM. OIJIEKTPOIH, OIIMCaHHLEIe B IaTeHTe CIA N
7245963 u nyoaurauuMmM mnaTeHTa CIA N 2005/005263, OpedloudTUTEJIbLHO
MernT mrHy 20 MM 1 kaJimbp 21.

[00451] Kpowme TOTO, OpennojlaraeTcsHd, yTo B HEeKOTOPEIX
BapMaHTax pealus3auuu M300peTeHusd, BKJIOUAKIMX YCTPOMCTBa  IOJIA
2JIEKTPOIOpallMM M UMX I[IPUMMEeHeHMe, YCTPOMCTBa IJA D2JIeKTpOolopallnu

InpencraBJIART cobon TEe, KOTOPEHE OIIMCaHE B CdJleYKIMX IIaTeHTaX:
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naTeHt CHA N 5273525, BoOaHHHM 28 nekabpsa 1993 roma, naTeHTe CIA
N 6110161, BeOmaHHHM 29 aBrycTa 2000 Toma, N 6261281, BHOAHHBM 17
uiona 2001 rToma, m W 6958060, BHpoaHHEM 25 okTabpsa 2005 roma, a
TakXe naTeHT CIA N 6939862, BHOaHHEM 6 ceHTAO0ps 2005 roma. Kpowme
TOT'O, B IOaHHOM [OKyMeHTe pacCMaTpMBalTCA I[IaTeHTH, OXBaThHBakIlMe
00BeKT wu300peTeHUd, MNpenOcTaBJIeHHHM B IaTeHTe CIA N 6697669,
BHIOaHHOM 24 ¢deBpasna 2004 r1oma, KOTOPHM kacaeTcsa BBenmeHus IOHK c
MCIIOJIb30BaHMeM JIOOT0 M3 MHOXeCTBa YCTPOMCTB, M B IaTeHTe CIIA N
7328004, BHOmaHHOM 5 @deBpasigs 2008 roma, KOTOPHM ofOpamaeTcs K
MeTony BBeleHUsS UHBekUMuM [OHK. VYkasaHHBE BHIIe IIaTEeHTH BRJIOUEHE
[IOCPEeICTBOM CCHUJIKM B IIOJIHOM OOBeMe.

9. Cnocof® mnoJy4dyeHMS BaKUWHE

[00452] B HacToOAleM OOKyMeHTe npencTaBJIeHH CIIOCOBOEL
nojgyueHusa jazmmn JHK, kKoTopele comepXaT BaKLUWHE, PaCCMOTPEHHEE B
OaHHOM OOKYMEeHTe. IImasMUOE IOHK, ocJjie KOHEUHOTO sTara
CyDOKJIOHMPOBAHMA B 3KCIPECCUMOHHHE I[IJIa3MUIOE MJIEKONIMTAKMMX, MOTYT
OBITEL MCIIOJIL30BAHE IOJIS MHOKYJIALUMM KJIETOUHOW KYJIbLTYPH B OpPOOMJILHOM
yaHe OOJIBIIOTO pasMepa, C MUCIOJbL30BaHMEM M3BECTHHEX B OaHHOMU
oBJIaCTU TEeXHUKM CIOCODOB.

[00453] TImasmmou IOHK 101 MCHOOJIB30BaHMUA C YyCTpOMCTBaMM EP 1o
HacToAleMYy MW300peTeHMK MOTI'yT OBTB I[IOJIYYEHH WJIM M3TOTOBJIEHH C
MCIIOJIb30BaHMEM KOMOMHALUM M3BECTHHX YCTPOMCTB W TexXHOJOIMM, HO
NPenlIouTUTEeJSIbHO MX II0JIy4YalT C MCIOJbL30BaAHUEM OITUMUBUPOBAHHOM
TEeXHOJIOTUM IIOJIyUEeHMS ILJIa3MUIL, OMINMCAaHHOM B ONyOJMKOBAHHOM 3adBKe
Ha naTeHT CIIA N 20090004716, koTopasa Orula HnomaHa 23 wMag 2007
roma. B HeKOTOpHX OpuMepax I[asMupoel IHHK, #McoosgbsyeMele B 5TUX
MCCJIeIOBaHMAX, MOTYT OHTBH IIPUIOTOBJIEHH B KOHIEHTpalMAaX, KOTOPHE
foJiblie WM paBHE 10 Mr/MiI. TexXHOJIOTHM IIOJIyYeHMS Takke BKJIOUAT
VI OOBEeIVMHAKT  pPa3JIMJHEE ycTponcTBa U pabouue CTaHIapPTH,
ofmeM3BeCTHEEe IJIS CHeluMaJMCTOB B IHaHHOM 00JacTM TexXHMKM, B
OOIIOJIHEHME K TeM, KOTOPHE OINMCaHe B 3asgBke Ha narteHT CIA cC
CepUMHEIM HOoMepoM N 60/939792, B TOM UMCJe K TeM, KOTOPHE OIMCAaHH
B IIaTeHTe, COCTaBJAKIEM IIPpelIMeT JIMIeH3MM, HaTeHTe CIA N 7238522,
BEIDaHHOM 3 wmiojia 2007 r1oma. VYKas3aHHBEE BHIIle 3afdBKa WM IIaTeHT,
3adaBKa Ha natTeHT CHIA c cepuiHeM HOMepoM N 60/939792 m marenT CIIA
N 7238522, COOTBETCTBEHHO, BKJIOUEHH B IJaHHHM IJOKYMEHT B IIOJIHOM
obweme.

[00454] Hacrosmee wm300peTeHMe UMMeeT HEeCKOJIBKO AacIeKTOoB,
INIPOUJJIIOCTPUPORBAHHEIX CJIEOYIIVMY HeOT'PaHUUUBAKIVMY [IPVMMepaMn .

10. IlpumMmepH
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Ipumep 1
KoHcTpymnpoBaHne plTyr
[00455] Kak mnpowumocTpuporaHo Ha Our. 1A m 9, THMpO3MHA3a

(Tyr) MOXeT CoOepXaTbCA B Pa3JIMUHEIX OpPI'aHM3MaXx. COOTBETCTBEHHO,

KOHCEHCYCHYIO Tyr IoJIy4daJm IIOCPenCcTBOM BHPABHUBAHUA
[ocJieoBaTeJILHOCTEN, COOTBETCTBYIIINX Tyr nus OpPT'aHM3MOB,
IIPOMJIIIIOC TPUPOBaHHEIX Ha dur. 1A, " BHIOOPA HauboJee

paCHpOCTpaHeHHOﬁ AMVHOKIMCJIOTEL M/MHM HYRKJIeOTHMOa -OJIA KOHCGHCYCHOﬁ

Tyr. CoOTBeTCTBYyIMNE IIOCJIe0OBATEJILHOCTHU Tyr s KaXmoTo
opIraHu3Ma IoJIydalin nus GenBank (NCBI) . TaxkuMm obpaszomM,
KOHCEHCyYCHasa Tyr oTpaxala KOHCepBaTHBHLEE 3JIeMEeHTH

nmocjienoBaTeJIbHOCTeM Tyr y PasHHX BUIOB.

[00456] HykieoTunHy©o riocJjlefoBaTeJIbHOCTE, KOOUPYIIIYO
KOHCEHCYCHYIO Tyr, analnTupoBalu c BKJIOUEHUEM JIMOepHOM
rociyienoBaTeJyibHOCTM IgE. B uYWaCcTHOCTH, JIMIOEPHYI I[IOCJIeIOBaATeJIbEHOCTH
IgE cJuBaJIM B paMkKe IIPOTUBR XoIa TPaHCKPUIILMM OT KOHCEeHCYCHOM
HYKJIEOTHIHOM IocjemoBaTeJlbHOCTHM Tyr (dur. 1B). 3aTeM DOJYUYEHHYIO

IOCJIeNoBaTeJIbHOCTE BCTAaBJAIM B DSKCIPECCHMOHHBEM BeKTOop pVaxl cC

IIOoJIydYeHrMeM KOHCTPYKIUNU TUPO3MHA3El WJIN IJIa 3MIMIOEL (pTyr) TaKVM
O@paBOM, UTOOH IIoCJIenOoBaTEJIELHOCTE Koszak IIpenmecTBOBAaJIa
HyKHeOTMHHOﬁ rnocjyiegopaTeJIEHOCTIH, KOHMpmeeﬁ JIMOEPHYO

[IoCJIefoBaTeJIbHOCTE IgE M KOHCEHCYCHYI Tyr.

[00457] VHCcepLMo KOHCEHCYCHOM HYKJIEOTUIHOM
nocjienoBaTesbHOCTM Tyr B pVaxl HOOTBepXIalld PEeCTPUKLIMOHHBM
aHaJIM30M. Kak OpoMIiioCcTPUPOBaHO Ha dur. 1c, KOHCEHCYCHYIO
HYKJIEOTUIHYK I[IOCJIENOBATEJIbHOCTE Tyr oOTOesldaauM oOT IasMuib pVaxl
Ha arapo3HOM rejie IOHK (To eCThb OOPOXKaA, o0B03HaueHHa4a
BamH1/Xhol), TeM caMeM DOOTBepXOasg, UTO BeKTOp pVaxl coIepxall
KOHCEHCYCHYID HYKJIEOTUIOHYK I[IOCJEeNOBaTEeJIbHOCTL Tyr.

[00458] OKCIIPeCCH KOHCEeHCYCHOM Tyr OO TBEPXI AN
[IOCpenCcTBOM TpaHchexkuun kJjJeTok Hela ¢ pTyr. BecTepH-OJOTTHUHT C
aHTUTeJioM K Tyr deJjijoBeKa IIOOTBEPXIAJ SKCIPECCHUID KOHCEHCYCHOTO
DeJika Tyr B KJIeTKAax Hela (dur. 1D) . OkpallMBaHNE GPF
OOIOJIHUTEJIBHO IIOKAazaJio SBKCIPEeCCHI KOHCEHCYCHOro Oenka Tyr B
TPaHCOUUMPOBAHHEIX KJleTkax Hela (dur. 1E). B o0oMX DKCIepMMeHTax
BeCTepH—OJIOTTUHI'A M OKpallMBaHWA,

[IpumMmep 2

BakumuHauma pTyr ¢ MHOYUMPOBAHHEM KJETOUHO—-OIOCPEeIOBaHHEM

VIMMYHHEIM OTBETOM
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[00459] OnwmcanHHy®w Beme pTyr MCHOJNB30BaJM IJIA BaKUMHaLUU
MBIOIE¥ C OLeHKOM TOToO, Op1 JM  C noMombrn  pTyr MHOYLMPOBAaH
KJI€ TOUHEM VIMMY HHEIN oTBET. Menmet C57/B6 VIMMYHU3UPOBaJIn c
IpUMeHeHMeM CTpaTelMy WMMyHU3alluM, OPOMJIJIOCTPMPOBAHHOM Ha Our.

2A. HeKOTOPHX MBIIEV UMMYyHM3VpOBaM pVaxl, B TO BpeMsa Kak IPYTUX

MEIIEN VIMMYHU3UPOBaJIU pTyr. Memnelr, VIMMYHU3UPOBaHHEIX pTyr,
OOIIOJIHUTEJIEHO pa3buBajiM Ha cJjelyomye Tpynne: (1) nosmpobka pTyr
5 Mrr; (2) mosumpoBka pTyr 20 Mrr; (3) nposmupoBka pTyr 30 MKI; u

(4) mozsupoBka pTyr 60 MKI.

[00460] Ha 35-11 @meHb cCcTpaTelMM MMMyHM3alMM M3 Mbemmell C57B/6
BHIOEJIANIM CIJIEHOUMTH M OlleHMBaJM Ha MHIOYKIMD WHTepdepoHa-y (IFN-
v) ¢ nomomp ELISPOT aHammza IFN-y. Kak OpoMJUIOCTPMPOBaHO Ha
dur. 2B, nosuporka B 20 Mrr pTyr wuMHOyUMpoBaJia HauboJiee BECOKMUE
YPOBHU IFN-v.

[00461] [HOONOJHUTEJILHO OlLeHMBaJIM Y MMMYyHU3VPOBAHHEX MBIIEN
Ralb/c wu C57B/6 KJIETOUHBM MMMYHHBE OTBeT Ha pTyr. Momen

UMMy HVB3VpPOBaJM Jmdo pVaxl, Jmbo pTyr. CIUJIEHOUMTH BHIOEIAIN UYepes

IoBe HenoeJin 1o CJIe TPeTb en VIMMYHV 3alllil n CTHMYJIMPOBAJIN
KOHCEeHCYCHEIM IIelITMIOOM Tyr . IlocJuie CTVIMYJIALIN KOJIMYeCTBO
CIIJIEHOLMTORB, CeKpeTHMPYyRIIMX IFN—Y, PacCcCUMTHEaJIN Kak CpellHee

KOJIMUECTBO TOUEK B Tpex IIOBTOpax CTUMYJMPOBAHHEX JIYHOK. 3TOT
aHaJM3 TIokasaJ, uTo Memy C57/B6 HOOXOOWMIM IOJIA BaKuuHauuy pTyr

(DaHHEe He IIOKa3aHH) .

[Ipumep 3

BakumHauma pTyr ¢ yBeJiMUeHMeM LUMTOKMHOB IFN-y m TNE-o

[00462] IToJlydyeHMne LUTOKMHOB nccJengoBalin v MHIIEM,
VIMMY HUB3WPOBaHHBIX pTyr u pVaxl. Meme VIMMYHU3UPOBaJIn c

IpUMMEeHEeHVEeM CTpaTeTruM, IPOMJIJIDCTPUPOBaHHOM Ha Owur. 2A. Ha 35-1

IOeHb crTparTerumn MMMYHW3aln KJIETKHU, BEIIEJIEHHEE us
VMMYHU3MPOBAaHHEIX MEIIe, CTUMYJIMPOBAJIN [enTuIgaMm Tyr Ha
NPOTIKEHVM  HOUMU. [locyie CTUMYJIALWM aHaJu3 [DOJIUMPYHKILIMOHAJEHEX
OTBETOB WU3MepAlIM ¢ noomomein FACS. B uvacTHOCTH, IpM aHajJ1ze

nccyenoraygu CD8Y m CD4* T-rjeTku. FACS NO3BOIWMII UIOEHTUOMUIUPOBATH
T—-KJIeTKM, I[IOJIOXUTEeJILHHE B OTHOMEeHUMM LIMTOKMHOB IL-2, TNEF-o m IFN-
Y. V3 kjgeToxk CD44 hi 3HauMTeJBHHM [OpolleHT CD8Y T-KJETOK
npomseoamya IFN-y y MBIIEM, MMMYHUM3MPOBaHHEHX pTyr, IO CpaBHEHUI C
MBIIAMV, WMMMyHU3UpOBaHHEMM pVaxl (dur. 3).

[Ipumep 4

Tyr choneuupmuueckue aHTUTeJIa [NpoOyLUMuMpylnTcd B OTBeT Ha

BaKIMHaAIIMIO pTyr
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[00463] T'yMOopaJbHEM WMMMyHHHM OTBeT MCCJeloBaJM Yy MHIIEH,
BaAKLUMHUPOBAHHEIX pTyr. B JacTHOCTH, MBI C57BI/6 (n=4)
MMMyHM3MpOoBagu Jmbo pTyr, Jsmbo pVaxl Tpu pasa C 2-HeOeJIbHEMU
VMHTepBaJlaMA . Kaxnasa VIMMyHM3aLA cocro4arna ns3 20
MKT/BHY TPUMBIIEUHOY MHBEKUIMY C [OCJelyllel sJiekTpornopaumuen MID-
EP. Ilocjyie TpeTbey UMMyHU3aLUUU (To ecTr 35 @meHL) M3 MBIIEN
cobupalii CHEHBOPOTKY U M3MEPAJIM TUTPE aHTUTeJ nocpencrsoM ELISA ¢

MCIIOJIb30BaHMeM Bcex IgG—chneumMdpmuecCKnUx MeueHEX HRP BTOPUUHEX

aHTuTeJ. CHBOPOTKY Pa3BOOMJIM, KaK IokasaHo Ha Our. 4A. Kak
OIpoMJIIDCTPUpPOBaHo Ha Our. 4A, crneuuduueckue k Tyr aHTHUTeJa
NpoOoyLUMPORBRaJIMCh MEBIIaAMU, VMMYHU3VUPOBaHHBEMU pTyr. Memi,

NMMyHM3UpPOBaHHEe pTyr, OpencTaBJIeHE 3aKpalleHHBEM KpyXKoM Ha our.
4A, B TO BpeMsa Kak MHIM, KJMMyHU3UpPOBaHHHEe pVaxl, IpeOcCTaBJIeHE
He3aKpalleHHEM TpeyTl'oJIbHUKOM Ha dur. 4A.

[00464] KpoMmMe TOT'O, CHBOPOTKY U3 MWMMYHM3UPOBAHHHX MBIIEN
cepuMHoO pasBomouau nopmu 1:20, 1:40, 1:80, 1:160, 1:320 m 1:040.
Kaxnoe paszBeleHMe CHBOPOTKM L0OOABJAIM B TpexX IIOBTOPHOCTHAX B
oTHmeJibHEIe JyHKM (50 MKJI/JIyHKa), coIepxamue MNenTums Tyr. IIMKOBOe
yBemMueHue Tyr—-cneunudpmuueckoro THUTPa, [0 CPaBHEHMK C HeMMMYHHOM
CEIBOPOTKOM, OOHaApyXMBalM BO BCeX MMMYHU3MPOBAHHHEX TIpyllax MeIel
IpK TIOBTOPHOM HNpoBepke Ha 90- m 120-¥ mHM. TUNMUHEE pPEe3YJbTaTEH
TpexX He3aBUCHUMEIX HSKCIEPUMEeHTOB IIpM KaXIoM CTaluM CepUMHOTO
praspeneHusa IIPOUJIJIC TPUPOBaHE Ha dur. 4B. 31U OaHHEEe
OOIIOJIHUTEJIBHO CBUIOETEJILCTBOBAJIM O TOM, UYTO MMMyHU3auma plTyr
VMHOyLMpOBaJa IpoAylLupoBaHMe Tyr cCcHeuudUUuecKMX aHTUTEJ Yy MBIIel,
VUMMyHU3UPOBaHHEX pPTyr.

[Ipumep 5

Memm , BaKUVHUPOBAaHHEE pTyr, obJjiamamnT TIOBHIIEHHOM
BEDKMBAEMOCTBIO IIPY BBEOEHUN OIIYXOJIU

[00465] pTyr OOHOJHUTEJIBEHO aHallM3MpOBalIM C OlpelelIeHUEM
TOTO, MOXeT JIM BakUMHalua pTyr o0ecHeuuTh 3allUTy OT OIyxoJjew. B
Y4acTHOCTM, Memelr CbH7BI/6 (10 Ha Tpyomny) WMMYHU3UPOBaIM JHMOO
pTyr, Jsmbo pVaxl C Z2-HeHOeJIbHEMM MHTepBajlaMM. Kaxnasd MMMyHM3allnsd
cocTrosana w3 20 MKT/BHYTPUMMBIIEUHOW  MHBEKLIVM C  IIOCJenylmen
sJleKkTponopaumer MID-EP. Uepes HeIeJo IIoCJe TpeTbel MMMyHM3alluKU
(To ecTr 35-¥ »OeHb) UMMYyHU3VMPOBAHHEIX MHIIEM 3apaXalld BHYTPUKOXHO
MeJlaHoMOM Bl6 mO Tex HOpP, IIoKa IOMaMeTp ONyxXoJiM He npeBeicui 200
MMZ

[00466] BrnocJaencreum, B VMMYyHMBUPOBAHHHX TpyIlax MBIen

OlleHMBaJIM 0es30IIYyX0JIeBYI  BBXMBAEeMOCTE U oObeM OIOyxoJu. Kak
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NIPpOMJUJIDCTPUMPOBaHO Ha  dur. 5A (KpuBas BEXMBaeMOCTHM KaruiaHa-—
Mewnepa) , v MBIIEN, VIMMY HUBUPOBaHHEIX pTyr, OrlIIa yIlydleHa
BenonyxojieBas BHXMBaeMOCTb (To ecTb Ha 40% Ha 40 »geHb M TIIocje
BBEeIOEeHUSA OIIyXOJIM) II0 CpaBHEHUK C MblIaMM, BaKUMHUPOBaHHEMKM pVaxl
(p=0,05), BCe W¥MX KOTOPHX yMepJgu Ha 20 IeHb [IOCJIe BBeleHUHA
ONyXOJIM. Y MHIEeM, WMMYHMBUPOBAHHEX PTyr, Takxe yMeHbIIMJICS OOBeM
OIlYyXOJIU (Tro ecTbp Ha okoJo 50%) 10 CpaBHeHMI C  MbIlaMy,
UMMyHMU3UpPpOBaHHEIMM pVaxl (dur. 5B). Kak Ha dur. LHA, Tak u Ha Odur.
5B, MM, WMMMyHM3MPOBaHHEE pVaxl, OpenOcTaBJIeHE 3akKpalleHHBEMU
KBagpaTaMy, B TO BpeMa Kak  MBIK, VMMYHU3UPOBaHHEEe pTyr,
IpenCcTaBJIEHE 3aKpalleHHBEMM KpyXkKaMr. COOTBETCTBEHHO, STH IaHHHE
mokKaszajM, 4YTO BaklUMHauma pTyr ofecrneumyia 3alMTy OT MeJIaHOMH, a
VMEHHO IIOBHIIEHHYK 0Oe30MMyXO0JIEBYKD BHXMBAEMOCTB M yMeHbIIeHMe ofObeMa
OTIYXOJI .

[Ipumep 6

ITonyJiaumsa MDSC CHIMXaeTCcHd B Oy XOJIax nus3 MBI,
BaKLUVMHUPOBaAHHHX pPTyr

[00467] ¥V UMMyHM3UPOBAHHHX pTyr MHEIIeVM ¥ HEeMMMYHU3UPOBAaHHBIX
MBOIEN, WMCCIemoBaJM HOOonyJaaumy MDSC IOJiSa M3ydeHMS TOTO, W3MeHSeT JIU
BakumHalua pTyr ypoBHM MDSC B OIYXOJIEX M3 COOTBETCTBYHIMUX I'PYIII
MBOIEM. B dYacTHOCTM, HU3y4dYaJadM OpoleHT Gr-1+ um CDllb+ KJEeTOK Yy
VMMYyHM3UPOBAHHEX M HEVMMYyHU3UPOBAHHHX MEBIIEN .

[00468] Kak MNpOoMJUIOCTPUPOBaHO Ha Oour. 6 um 7, ypoBHM MDSC
OBUIM 3HAUMTEJILHO CHMXEHB B OIYXOJAX M3 MBIeM, WUMMYyHU3UPOBAaHHEBIX
pTyr, 11O CpaBHEHMK C HEeMMMYyHU3MPOBaHHBEIMM MbmaMu (p=0,0004).
[IpoueHT momnyJasummu MDSC VYV HEeMMMYHM3UPOBAHHEX MBIIEM COCTaBJIAJ]
40,00 + 4,826. IlpoueHT mnonyjaauum MDSC y MbBINEM, WMMMYHV3UPOBAHHEX
pTyr, cocTramrjgasg 5,103 £ 0,7718. CooOTBeTCTBEeHHO, D2TM »IOaHHHe
rokasaju, yTOo mMMMyHU3aumd plTyr yMeHbiMJa Hoonyaduuion MDSC B
OIIYyXOJIAX MHIIEM, BaKUMHUPOBAHHEX PTVYr.

Mpumep 7

BakumHauua pTyr cHu3MIa ypoBHM MCP-1

[00469] MDSC MOTYT CeKpeTHUpOBaTh UMTOKMH MCP-1, KOTOpPHM
CTUMYJIMPYET aHTMOT'eHes WM BacKyJlapM3alMn I[IOCPEeICTBOM MUTPalUM
SHIOOTEJMAJIEHEX  KJIETOK. YUMTHBAaSA  OINMCAaHHOE  BHIIe  BO3IEeMCTBUE
BakuvHaluy pTyr Ha ypoBHM MDSC B OIYyXOJAX, IIOoCJe BakumMHaumm pTyr
paccMaTprBalin ypoBHU MCP-1.

[00470] Kak NpOWJUIKCTPUPOBaAHO Ha our. 8A, MDSC B MeJlaHOME
Blo MOTYT CeKpeTHupoBaTh MCP-1. B CBA3U C S5TMM  MBIIEN,

VIMMYHI3VPOBAHHEIX pTyr, n MbI[Heﬁ, VIMMYHWMISVPOBAaHHEIX pVaxl, 3apaXxalir
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MeJlaHoMoM Bl6 mJjsg wMccJIeOoBaHMSA TOTO, M3MeHAeT JIM MWMMyHM3alus
pTyr YPOBHU MCP-1. MHTaKTHEIX MEIIEN BRJIIOUAJIN B kKauecTBe
OOTOJIHUTEJILHOM KOHTPOJIBHOM TPYHIH. Ilocie 3apaxeHusa MDSC BHOEJIAIU
HeIOCPeACTBEeHHO M3 OIYXOJIEBOM TKaHM U aHaJlM3MPOBaJM YPOBHU
UMTOKMHOB MCP-1 nocpemcTtBoM ELISA. OSKCIEPMMEHT BHIIOJHAIM B Tpex
[IOBTOPHOCTAX UM IOBTOPAJIM OBaXOH.

[00471] Kak HOpouJoCTpupoBaHO Ha dur. 8B, MDSC B MeJjiaHOMe
B16 miIM oOnNyxoJIeBOM TKaHM 3HauMTeJILHO cekpeTupoBasu MCP-1 (cMmoTpwu
MEIIEN, VIMMYHU3UPOBaHHEIX pVaxl) . Tem He MeHee, y  MHIIEN,
VMMYHU3WPOBAHHEX PTyr, He OBJIO 3HAUMTEJILHOTO YBeJMUEeHUS YPOBHeM
MCP-1. Ckopee, ypoBHM MCP-1 y MbIIel, MMMYHM3UPOBAHHEIX PTyr, OBUIK
IpMMEpPHO B 3 pas3a HMWXe, UYeM Yy MbIEeNr, WMMyHM3UMPOBAHHEX pVaxl.
COOTBETCTBEHHO, 5STHM IaHHEEe I[I0oKasaJliM, UYTO BakUMHaAIMAg pTyr CHU3MUIIA
YPOBEHL CeKpelummn MCP-1 KJIeTKaMu1 MDSC B OIIYyXOJIU MBIIEN,
VMMYHU3UPOBAHHEX pPTyr.

[Ipumep 8

KoHcTpyupoBaHue pPRAME

[00472] CozmaBaljiM KOHCEHCYCHVYI IIOCJeloBRaTeJIbHOCTL nJjid PRAME
n BCTaBJIAJIA HYKJIEOTUIHYIO [IOCJIenOBaTeJIbHOCTE, KOOMPYIIYIO
KOHCEHCYCHEM aHTureH PRAME, B CalTH pPeCTPUKUMOHHOTO (QepMeHTa
BamHI u Xhol 5SKCHOPeCCHMOHHOT'O BEeKTOpa WM I[a3Muoe pVAX (Takxe

HasEBaeMoM B IaHHOM JIOKyMeHTe Kak pPVAX1l) ¢ nogydeHmeMm pGX1l411

(TaxkXke WM3BEeCTHOT'O B HOaHHOM HOOKyMeHTe Kak pPRAME) (cMmoTpu Our.
10A) .

[00473] OJ1g [DoOTBepXOeHud  TOoro, uro pPRAME 1npuees K
BSKCIPEeCCUn KOHCEHCYCHOTO aHTHUTIeHa PRAME, PVAX u pPRAME

TpaHCOUUMPOBaIM B KJeTKM RD u kJjeTkm 293T. g oKpamllMBaHUA SIOep
ucnoJbzopalu DAPI, U Takxe QJIYOPECLEeHTHO OKpallMBaJIM KOHCEHCYCHEHM
aHTured PRAME. OJ5T0O oOKpallMBaHMeEe, Hap4dOy CO CJIMAHMEM OKpallMBaHUA
DAPI M KOHCEHCYCHOTO aHTMI'eHa PRAME, 1oka3aHo Ha Oomumr. 10B. 3THm
OKpallMBaHMUA IOIPOOEeMOHCTPUPOBAJM, UTO KOHCEHCYCHEM aHTuITeH PRAME
SKCHOpeccupoBajica M3 PPRAME, U KOHCEHCYCHEM aHTUTIeH PRAME He OHLI
OeTeKTUPORaH B KJIeTKax, TPAaHCOULIMPOBAHHEIX PVAX (To eCThb
OTPUIlATEJILHEM KOHTPOJL) .

[00474] Kpome TOT'O, MCIOJBb30BaJM BECTEepH—OJOTTUHT aHaJn3
JIM3aTOB M3 TPaHCOUUMPOBAHHEX KJIETOK IJIA [IONTBEPXIEHUSA DKCIPeCCUMr
KOHCEHCYCHOTO aHTuI'eHa PRAME B TpaHCOMUIMPOBAHHEX KJeTkKax (dur.
10C). HeTpaHCcOuUMpPOBaHHBE KJIETKM U KJETKH, TPaHCOULUPOBAHHEE
PVAX, MCIOJIE30BaliM B KaudeCTBe OTPULUATEJIBHOTO KOHTPOJIA (CMOTPHU

OOPOXKM, 0O0O3HaueHHEe "kKoOHTpoJsib" u "pVAX", COOTBETCTBEHHO Ha
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dur. 10C) . Ha dur. 10C OeTa—aKTMHOBOE OeTeKTUPOBaHUe
MCIIOJIE30BaJIM B KauvuecTBe KOHTPOJIA HaHeCeHUud. TaxkuMm o6pasoM,
OKpallMBaHMe TPpaHCOUUMPOBAHHEIX KJIETOK M BeCTepH-OJOTTUHI JIM3aTOB
nus TPAHCOULUPOBAHHEIX KJIETOK nokasaJju, uTo BEKTOP PpPRAME
oBecrieurBalJl BKCIPEeCCHUI0 KOHCEHCYCHOT'O aHTuIl'eHa PRAME B KJleTKax.

[Iprmep 9

OTBeT raMMa—-UMHTepdepoHa Ha BaKUMHaluuon pPRAME

[00475] Omnmcanuelt Bome PPRAME wmcnoJsib30BaJM OJIS BaKLUMHALIUU
MEIIEX C OILIeHKOM Toro, OHJI JKM C [omombio pPRAME MHOYLUMPOBAaH
KJIETOUHHI MMMYHHEI OTBeT. Momel C57BL/6 pas3feidilr Ha TPYIIH.
[lepBasg Tpylla ObJla MHTAKTHOM ¥ He IoJydajla pPRAME. Btopas,
TpeThsa, UYeTBepTas, NaTad ¥ mecTad TPYIINE MHIey OoJgydalu 5 MKT,
10 mxr, 15 Mxr, 25 MKD M 50 Mxr pPRAME, COOTBEeTCTBEHHO.

[00476] ITocJie MMMYHW3aLUun nus3 MBI EN C57BL/6 BHIIEJIAJIN
CILJIEHOLMTH ¥ OIlleHMBAaJM Ha MWHIYKIMWKD TaMMa-uHTepdepoHa (IFN-y) cC
noMomen ELISPOT anammza IFN-y. Kak npowmmocTpupoBaHo Ha our. 11A
n 11B, Kaxmadg nosza pPRAME wuHOyLMpOBaJia IIPOIOYLMPOBaAHME MU
cekpeumutoo IFN-y B OTJMUME OT MHTAKTHBEX MBIIEe OTPULIATEIbLHOTO
KOHTPOJIA. B YacTHOCTHM, VY BaKIUMHMPOBAHHEIX MBIEM II0 CpaBHEeHUID C
HEBAKUMHVPOBAHHEIMM MBIIaMM YPOBHM IFN—-y OBJIM YBEJIMUEHH OO OT
OKOJIO 3000-kpaTHOTO oo OKOJIO 4500-KpaTHOTO pasMepa.
COOTBEeTCTBEHHO, 5T IOaHHBEe IIokKaszaJu, yTO BakumHaumga pPRAME,
KOTOPEIM KomoupyerT KOHCEHCYCHEBI AHTUT EeH PRAME, MHOyLMpoOBaJla
KJIETOUHLM MMMYHHHM OTBeET, O UeM CBUIOETEeJIbLCTBYIT IIOBBIIEHHEE
YpoBHM IFN-y, B CpaBHEHMM C OTCYTCTBMEM BaKUMHALIUN.

Ipumep 10

KoncrpyupoBaHue pNY-ESO-1

[00477] Co3pmaBaJiM KOHCEHCYCHYI IIOCJIegoBaTeJIbHOCTE IOJIg NY-—
ESO-1, M BCTaBJIAJIM HYKJIEOTUIHYK IIOCJENOBATEJIEHOCTL, KOIUPYIIYIO
KOHCEHCYCHEM aHTUuTeH NY-ESO-1, B CcalTH PpPeCcTPUKUMOHHOTO (epMeHTa
BamHI u Xhol 5»SKCIHpPeCCHMOHHOI'C BeKTOpa WM Ila3MuOe pVAX (Takxe

HasBBaeMoOM B IaHHOM JIOKyMeHTe Kak pPVAX1) ¢ nojaydeHueM pGX1409

(TakXe M3BeCTHOI'O B IAHHOM HOOKyMeHTe kKak pNY-ESO-1) (cmorpm our.
124).

[00478] Hns nonreepxieHMd Toro, uyrto pNY-ESO-1 m#npueesn K
SKCIIpeccun KOHCEHCYCHOTO AHTUT eHa NY-ESO-1, B KJIIETKU
TPaHCOULIMPOBAJIN PVAX u PNY-ESO-1. I OKpallMBaHUA amep

ucnoaesoranu DAPI, u Takxe OQJIYOpPeCLeHTHO OKpallMBaJlM KOHCEeHCYCHHM
aHTUTeH NY-ESO-1. 3TO OKpalmrpaHMe, HapAany co CIIMAHUEM

OKpallMBaHMA DAPI n KOHCEHCYCHOTO aHTUT eHa NY-ESO-1,
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OIPOMILJIIOC TPUPOBAHO Ha dur. 12B. 31U OKpallBaHU A
[IPOIOeMOHCTPHUPOBAJIM, UTO KOHCeHCYCHHM AHTUTEH NY-ESO-1
sKCHOpeccupoBajica M3 PNY-ESO-1, ¥ KOHCEHCYCHHM aHTureH NY-ESO-1
He OBUI OeTEeKTUPOBaAH B KJEeTKaX, TPaHCOMUMPOBaHHEHX pPVAX (TO eCcTb
OTpHULATEJILHEN KOHTPOJIL) .

[00479] Kpome TOIO, MCIOJbL30BaJM BeCTepH-OJIOTTMHI aHaJu3
JM3aTOB M3 TPaHCOMUMPOBAHHEIX KJeTOok 293T m RD 1mJjd HOOTBEepPXIEHUA
SKCIPECCHUM KOHCEHCYCHOT'O aHTureHa NY-ESO-1 B TpaHCOMUMPOBAaHHEIX
KJIeTKax (dur. 12C). HeTpaHcdmUMpOBaHHEE KJETKM ¥  KJIEeTKU,
TpaHCOULUMPOBaHHEEe PVAX, MCIOJNL30BaJIM B KaudeCTBe OTPULATEJLHOIO
KOHTPOJIA (CMOTPM HOOPOXKM, oOo3HaueHHBe "kKOHTpoJsib" mu "pVAX",
COOTBETCTBEHHO Ha  our. 12C). Ha  Qur. 12C anesda—-aKTMHOBOE
OETEKTUPORBAHME MCIIOJLE30BaJIM B KaueCTBEe KOHTPOJIA HaHeceHMd. TaKuM
oBpas3oM, OKpallMBaHME TPaHCOUUUMPOBAHHEIX KJIIETOK M BeCTEepPH—OJIOTTUHT
JIM3aTOB M3 TPaAaHCOUMUIMPOBAHHEIX KJIETOK I[IOKasajiM, UYTO BEeKTOp pPNY-
ESO-1 of6ecneumBall BKCIPECCHMI KOHCEHCYCHOTO aHTureHa NY-ESO-1 B
KJIETKaxX.

[00480]

Ipumep 11

OTBeT raMMa-MHTepdepoHa Ha bakKUuuHauuo pNY-ESO-1

[00481] OmnmcaHHBM BHIIE PNY-ESO-1 MCIIOJIE30BaJIA oJis
BaKUMHaALMM MBIIEM C OLEHKOM TOoTo, OBJI JM C »OoMombl PNY-ESO-1
UMHOYLUMPOBAH KJIETOUHHIM MMMYHHEIM OTBeT. Memelt C57BL/6 pasmeidiu Ha
Tpynmnel. IlepBas TIpylla ObJla MHTaAKTHOM M He IoJjydajia pNY-ESO-1.
BTopasd M TpeThbsa TPYNIH MHIEY OoJdydanu 25 MxTD u 50 mMxr pNY-ESO-1,
COOTBETCTBEHHO.

[00482] Ilocae MMMYHMW3alln nus MBI e C57BL/6 BRI EJISAJIN
CILJIEHOUMTE ¥ OLIEHMBaAJM Ha MHOYKUMID IaMMa-MHTepbepoHa (IFN-y) cC
noMomeilo ELISPOT anasmmza IFN-y. Kak nOpouwuiocTpupoBaHo Ha our. 13,
Kaxnmada nposa pPRAME umMHOyLMpOBaJia NPOOYLMPpOBaHMe MM CceKpeluio IFN-
Y B OTJMYUMEe OT MHTaKTHEX MBIIEW OTpUIATEeJIbHOTO KOHTpoJa. B
YacTHOCTH, N4 BAKLUMHUPOBAHHEX MEIIEN 1o CpaBHEHND C
HEBAKUVMHVPOBAHHEMM MBIIaMM YPOBHM IFN—-y OBUIM YBEJMUEHH OO OT
OKOJIO 700-KpaTHOTO oo OKOJIO 1100—-kpaTHOTO pasMepa.
COoOTBETCTBEHHO, DBTM IaHHHE IIOKas3aJlM, 4YTO BaKUMHauua pNY-ESO-1,
KOTOPHM KOIMPYET KOHCEeHCYCHHM aHTuredH NY-ESO-1, MHOYyLMpOBaJla
KJIETOUHHM MMMYHHB OTBET, O UeM CBUIETEeJIbCTBYKT IIOBBIIEHHEE
ypoBHU IFN-Yy, B CpaBHEHMM C OTCYTCTBMEM BaKLUMHALIUM.

Ipumep 12

OTBeT raMMa—MHTepdepoHa Ha BakKUMHaLuuo pNY-ESO-2
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[00483] Co3maBajiM KOHCEHCYCHYI IIOCJIegoBaTeJIbLHOCTE IOJ9 NY-—
ESO-2 ® BCTaBJAJIM HYKJIIEOTUIHYK I[IOCJEeIOBaATEeJIbHOCTE, KOIOUPYIIYI
KOHCEeHCYCHHM aHTureH NY-ESO-2, BO MHOXECTBEHHH CalT BCTpauMBaHUA
SKCIPECCHMOHHOTO BEeKTOpa MWMIM ILJas3Muie pVAX (Takxe WM3BECTHOM B
OaHHOM OOKyMeHTe Kak pVAX1) c noaydeHueMm pNY-ESO-2.

[00484] SToT pPNY-ESO-2 HMCHOOJL30BAJM OJIS BaKUMHALMWM MBIIEN C
OLIEHKOM TOTO, OBJI JIM C TIoMOmb PNY-ESO-2 MHIOIYLUMPOBAH KJI€TOUHHM
VMMYyHHEIM OoTBeT. Momielt C57BL/6 pasmesanM Ha TpyHIOH. llepBad Ipylna
OpJIa MHTAKTHOM M He mnoJiydajla pNY-ESO-2. BTopas M TpeTbsda TPYIIIH
MBIIEeM noJiyuyaJin 25 MKD u 50 MKT pNY-ESO—-2, COOTBETCTBEHHO.

[00485] ITocJie MMMy HM 3 a Ll nus3 MEITI e C57BL/6 BHIIEJIAJIN
CILJIEHOLMTH M OIlleHMBAaJM Ha MWHIYKIMID TaMMa-uHTepdepoHa (IFN-y) cC
noMomel ELISPOT anasmza IFN-y. Kak HOpowiocTpupoeaHo Ha owur. 14,
Kaxnasa pno3a pNY-ESO-2 wuHIOIyLMpoBaJla NPOOYLMPOBaHUE WMJIM CeKPEelUro
IFN-y B OTJMUME OT MHTAKTHEIX MHIIEeV OTPUIATEJILHOTO KOHTPOJNd. B
YacTHOCTH, v BaKUMHVPOBAHHEIX MEBIIEN 1o CPaBHEHUD C
HEBAKUVMHVPOBAHHEMM MBIIaMM YPOBHM IFN—-y OBUIM YBEJIMUEHH OO OT
OKOJIO 400-KpaTHOTO oo OKOJIO 500-kpaTHOTO pasMepa.
COOTBETCTBEHHO, DBTM IaHHHE IIOKas3aJlM, 4YTO BakKUMHauusga pNY-ESO-2,
KOTOPHM KOIMPYET KOHCEeHCYCHHMW aHTureH NY-ESO-2, MHOyLMpOBaJla
KJIETOUHHM MMMYHHHEI OTBET, O UeM CBUIETEJILCTBYIT IIOBHIIEeHHHE
ypoBHU IFN-Vy, B CpaBHEHUM C OTCYTCTBMEM BaKUMHALIUN.

[00486] IIOHATHO, UYTO IIPMBEIEHHOE BHIIE [IOOPOOHOE ONMCaHue U
npujiaraeMele OPUMEPH ABJIARTCH TOJBKO MWIUIOCTPATUMBHEIMM UM He OOJDKHEL
paccMaTpMBaThLCA KaK oOl'paHMuMBawlMe O0BeM HacCTOAWeI'0 U300peTeHud,
KOTOPHM oOlpenelieH MCKIJIOUMTEJILHO IpuilaraeMoy QopMyJioM M300peTeHUs
M ee BKBUBAJIEHTaMM.

[00487] CrneumajmcrTaM B OaHHOM obJlacTH TeXHUKU OyaoyT
OUEeBMIOHE Pa3JIMUHBEE M3MEeHEHUS UM MOOUGHUKALMM B PACKPHTHX BapMaHTax
peanmzalunu m300peTeHUsaA. Takue WM3MeHeHMda U MoOuduKalumm, B TOM
umce Bes3 OTpaHUUEeHUSA TeMU, KOTOPHE KacawnTcsa XUMUUECKUX
CTPYKTYP, 3aMecTuTeJiel, I[IPOM3BOIHLEX, IPOMEXYTOUHHX COeIVHEeHUN,
KOMIIO3ULIUM, COCTaBOB WU criocobos VCIIOJIE30BaHMA  HACTOMAMETO
n300peTeHra, MOTYT OHBTBH cCOeJlaHEl 60e3 0TXoma OT eI'0 CYIMHOCTU U

obweMa.
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$OPMYIJIA MSBOBPE TEHUA

1. MoJjekyJja HYKJIEMHOBOWM KMCJIOTE, CoOIepXamas

(a) HYKJIEOTUIHYIO [IOCJIenOBaATEJILHOCTD TOPMOHa,
BHICBOOOXIOawnIerro T'OpMOH pocTa (GHRH) (SEQ ID NO:10);

(b) HYKJIeOTHUIHAaS [I0CJIENOBATEJILHOCTE, KOOUpylla s
AMMHOKMUCJIOTHYIO IIOCJI€IOBAaTEJIbHOCTE, KOoTopasa Ha 95% MOeHTUMUYHa WU
BoJiblne aMMHOKMCJIO THOM [IOCJIenOBaATEJILHOCTHU TOPMOHA,
BHICBOOOXIDamMero IopMoH pocTa (GHRH) (SEQ ID NO: 10); wim

(c) koMbmHauusa (a) m (b).

2. MoJekyJla HYKJIEMHOBOM KMCJOTH IO II.l1, KoTopasd COIEepPXHUT
HYKJIEOTUOIHYIO IIOCJIeIOBATEJILHOCTE SEQ 1D NO: 9, HYKJIEOTUIHYIO
[IOCJIeIOBATEeJIbHOCTE, KoTopasd Ha 95% wmieHTuuHa wiaM ©OoJseme SEQ ID
NO:9, MM Mx KOMOMHAaLMIO.

3. DMoJiekyJjla HYKJEMHOBOM KMCJIOTH IO JwodomMy ™3 II.l1-2,
KOTOopasd NpelcTaBJgeT CcoO0OM ILIa3MuUOy .

4. BaklMHa, coIepXamlas MOJEKYJly HYKJEMHOBOM KMUCJIOTH IIO
JiodoMy M3 II.l1-3.

5. BakumHa 1o 1.4, OOIIOJIHUTEJIEHO  comepXallasgd  MOJIeKYJIY
HYKJIEMHOBOM  KMCJIOTEH, KOOUPpYKIYHD OOVH WM  0OoJiee  aHTUIEHOB,
BHOPAHHHX W3 TPYIIH, cocTodmen u3: PSA, PSMA, STEAP, PSCA, MAGE
Al, gpl0O0, BUPYCHEM aHTUIEeH, M MX KOMOMHAILIUM.

6. BakluMHa IO .5, I'Ie BUPYCHHIM aHTUIeH IIpeaCcTaBJgeT coboun
aHTHUIeH BuUpyca TrenatuTa B (HBV), Bupyca TremnatuTa C (HCV) wim
BUpyCa NaluJIJIOMEl dejioBeka (HPV) .

7. BaklUMHa IO II.6, B KOTOpOoM aHTUI'eH HBV mnpencraBjseT coBoM
KOPOBEM aHTUTeH HBV mIM [OBEPXHOCTHHM aHTuUTeH HBV, wiIM UX
KOMOMHALUIO .

8. BaklMHa IO II.6, B KOTOpOM aHTureH HCV mnpemncraBJjseT cobomn
antured NS34A HCV, aHTturen NSLA HCV, aHTuren NS5B HCV, aHTUIeH
NS4B HCV miam uMx KOMOMHAIIMD.

9. BaklMHa IO II.6, B KOTOPOM aHTuUTeH HPV mnpencrTaiBJgeT cobon
E6 Tmuna 6 HPV, E7 Tuna 6 HPV, E6 Tuna 11 HPV, E7 Ttumna 11 HPV, E6
Tumna 16 HPV, E7 Tuna 16 HPV, E6 Tuna 18 HPV, aHTuren E7 Tuna 18
WY MX KOMOMHALIM.

10. BakxumHa 1o JgwoboMy M3 nmn.4-5, OOIIOJHUTEJBHO COIepXallasd
MHTUOUTOP MMMYHHOM KOHTPOJLHOM  TOUKM, BHOPaHHEM U3 TPYIIIH,
cocTodmen U3: anTmu—PD-1 aHTuTesa, antu—PD-Ll-a"HTHUTeJla U UX
KOMOMHaLWN .

11. BakumHa 1o JwodoMy u3 Orn.4-10, IOONOJHUTEJNBEHO CoImepXalas

aldblOBAHT .
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12. BakumHa 0o n.ll, rme agweoBaHTOM ABJAeTcsa 1L-12, IL-15,
IL-28 mam RANTES.

13. IIlpuMeHeHMe BaKUMHBE I[I0 JwooOoMy 3 nOmn.4-13 B crnocobe
JIeUeHUSa 3JIOKaUeCTBEHHOT'O HOBOOOpas30OBaHMA y OOJIBHOTO.

14. IIpuMeHeHMe BaKUMHHE IO JmoboMy M3 nn.4-13, 1rOe BakLMHA
IpenHaszHaueHa OJII BBeOeHMA IIYTeM BJIeKTpollopallM.

15. IlpuMeHeHMe BaKLUMHE 10 JoboMy u3 nmn. 4-14, Dme BakLMHAa
IpenHaszHadeHa  OJIA BBeIOeHMA BMECTe C  MHTUOUTOPOM  MVMMYHHOM!
KOHTPOJILHOM TOUKMU.

16. IIpuMeHeHMe 10 II.15, r©DOe BakUMHA U MVHIUOUTOP WMMYHHOM!
KOHTPOJILHOM TOUKM IIpedHas’HaYeHH OJI BBeleHUS OOJLHOMY B OIOHOM
npernaparTe, VIV B KOTOpOM BaKLMHa n UHTUBUTOP MMMYHHOM
KOHTPOJILHOM TOUKM IIpelHa3HaueHH IJId BBeldeHMUS OOJIbHOMY OTIOEeJILHO.

17. IlpmMeHeHMe IO II1.13, TIOe 3JI0KAYeCTBEHHOEe HOBOOOpa3OBaHUE
BHOpPAaHO M3 TPYINE, COCTOAMeX M3: MeJIaHOMEl, paka TOJIOBH U IIeu,
paka IpeacTaTeJIbHOM XeJle3H, Ppaka IIedueHM, paka MekKM MaTKM,
PELVIMBUPYRIIETO pPecOMpaTopHOTo nammioMaTrosa (RRP), aHalbHOTO
paka, B3JI0KaueCTBEHHOM ONYyXOJM KPOBU M MX KOMOMHALUMU.

18. MoJiekyJla AMMHOKMCJIOTEL, comepxamas OIOHY  WJINU BoJiee
aMMHOKMCJIO THEIX mocJjieIoBaTeJIbHOCTEN, BHOPaHHEIX nus TPYIIH,
cocrodmerm wm3: SEQ ID NO:10, aMMHOKMCJIOTHOM IIOCJIeIOBAaTeJIbLHOCTH,
KoTOpad Ha 95% wumeHTMuUHa wiaM OoJsikme SEQ ID NO: 10, wm wux
KOMOUHALUN .

19. VmMyHOTEeHHasd KOMIIO3MUMA JIA JIedeHMS 3JI0KaueCTBEeHHOTO
HOBOOOpPAasOBaHMsA, coIepxamas noJunentuny GHRH ¢ aMMHOKMCIIOTHOM
nmocjenmoBaTeJIbHOCTRI SEQ ID NO:10.

[Io mDOBepeHHOCTHU
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. PATENT COOPERATIoN/HR20#/029479 10.10.2014

PCT

INTERNATIONAL SEARCH REPORT
(PCT Article 18 and Rules 43 and 44)

Applicant’s or agent’s file reference FOR FURTHER see Form PCT/ISA/220
UPVGO0049WO ACTION as well as, where applicable, item 5 below.
International application No. International filing date (day/month/year) (Earliest) Priority Date (day/month/year)
PCT/US 14/29479 14 March 2014 (14.03.2014) , 15 March 2013 (15.03.2013)

ME¥AYSTEES OF THE UNIVERSITY OF PENNSYLVANIA

‘This international search report has been prepared by this International Searching Authority and is transmltted to the applicant
according to Article 18. A copy is being transmitted to the International Bureau.

This international search report consists of a total of ég sheets.
D It is also accompanied by a copy of each prior art document cited in this report.

1. Basis of the report
a. With regard to the language, the international search was carried out on the basis of:
the international application in the language in which it was filed.

D a translation of the international application into which is the language of
a translation furnished for the purposes of intemational search (Rules 12.3(a) and 23.1(b)).

b. El This international scarch report has been established takmg into account the rectification of an obvious mlstake
authorized by or notified to this Authority under Rule 91 (Rule 43.6bis(a)).

c. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I.

2. D Certain claims were found unsearchable (see Box No. II).
- 3. |X| Unity of invention is lacking (see Box No. III).

4. With regard to the title,
the text is approved as submitted by the applicant.
D the text has been established by this Authority to read as follows:

5. With regard to tﬁe abstract,
' D the text is approved as submitted by the applicant.

V7 . .
.the text has been established, according to Rule 38.2, by this Authority as it appears in Box No. IV. The applicant
may, within one month from the date of mailing of this international search report, submit comments to this Authority.

6. With regard to the drawings,
a.” the figure (_)f the drawings to be published with the abstract is Figure No.
EI as suggested by the applicant.
D as selected by this Authority, because the app]icént failed to suggest a ﬁgure;
D as selected by this Authority, because this figure better characterizes the invention.

b. IX] none of the figures is to be published with the abstract.

Form PCT/ISA/210 (first sheet) (July 2009)



[NTERNATIONAL SEARCH REPORT PCTIUSZ International application No.

PCT/US 14/29479

Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item I.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the mtcmatlondl application, the international search was
carried out on the basis of a sequence listing filed or furnished: .

a. (means)

[] on paper

[X] in electronic form

b. (lime)
ZN  in the international application as filed
D together with the international application in electronic form
D subsequently to this Authority for the purposes of search
2. I:I In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that in the application as filed or does
not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/ZIO_ (continuation of first sheet (1)) (July 2009)



INTERNATIONAL SEARCH REPORT

PCT/US 14/29479

Box No. I - Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

D Claims Nos.:

- because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international ap?llcation, as follows: .
This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group I+, claims 1-12, 20-23 drawn to a vaccine comprising a nucleic acid encoding one or more amino acid sequence; a nucleic acid
-molecule, or an amino acid molecule. The first invention is restricted to the first named nucleic acid sequence having SEQ ID NO: 1
encoding amino acid sequence of tyrosinase (Tyr) (SEQ ID NO:2) (Specification: para {0081]), and wherein the vaccine further
comprising a nucleic acid encoding PSA. Group I+ will be searched to the extent that it reads on SEQ ID NO: 1 encoding SEQ ID NO: 2,
and wherein the vaccine further comprising a nucleic acid encoding PSA, without fee. It is believed that claims 1-2, 8-12, 20-23 read on
this first named invention. Applicants must indicate, if applicable, the claims which read on the first named invention if different than what
was indicated above for this group. Failure to clearly identify how any paid additional invention fees are to be applied to the "+" group(s)
will result in only the first claimed invention to be searched/examined. An exemiplary election would be: 1) nucleic acid sequence having
SEQ ID NO: 3 encoding amino acid sequence of tyrosinase-related protein 1 (TYRP 1) (SEQ ID NO:4) (Specification: para [00101]), and
wherein the vaccine further comprising a nucleic acid encoding PSMA (claims 1-2, 8-12, 20-23). ***Continued in the extra sheet********

D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2, [:l As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. I:l As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. }X{ No required additional search fees were timely paid by the applicant. Consequently, this international search report is

restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-2, 8-12, 20-23, limited to SEQ ID NO: 1, SEQ ID NO: 2, and PSA.

.

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:l The additional search fees were accompamed by the applicant’s protest but the apphcable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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PCT/US 14/29479

Box No. IV Text of the abstract (Continuation of item 5 of the first sheet)

Disclosed are vaccine compositions comprising one or more nucleic acid encoding one or more amino acid sequence(s) selected from
the group consisting of amino acid sequences of tyrosinase (Tyr), tyrosinase-related protein 1 (TYRP1), tyrosinase-related protein 2
(TYRP2), melanoma-associated antigen 4 protein (MAGEA4), growth hormone release hormone (GHRH), MART-1/melan-A antigen,
cancer testis antigen NY-ESO-1, cancer testis antigen NY-ESO-2, preferentially expressed antigen in melanoma (PRAME), Wilms'
tumor 1.(WT1), and human telomerase reverse transcriptase (nTERT). The vaccine compositions can further comprise a nucleic acid
encoding one or more other antigens including prostate specific antigen (PSA). Further disclosed are methods of preventing or treating
cancer in a subject in need comprising administering to the subject a vaccine composition comprising a particular number of cancer
antigens for treating or preventing a particular cancer.

Form PCT/ISA/210 (continuation of first sheet (3)) (July 2009)



INTERNATIONAL SEARCH REPORT PCTIUSZ International application No.
PCT/US 14/28479

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - A61K 48/00; A61K 38/00; CO7K 14/00; CO7H 21/04 (2014.01)

CPC - C12N 15/86; A61K 38/00; CO7K 14/47; C12N 15/52
According to International Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

Minimum documentation searched (classification ssstem followed by classification symbols)
IPC(8) - A61K 48/00; A61K 38/00; CO7K 14/00; CO7H 21/04 (2014.01)

CPC - C12N 15/86; A61K 38/00; CO7K 14/47; C12N 15/52; USPC - 424/93.2, 514/44R; 514/19.3; 530/350; 536/23.2

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched .
IPC(8) - AB1K 48/00; A61K 38/00; CO7K 14/00; CO7H 21/04 (2014.01) - see keyword below

CPC - C12N 15/86; AB1K 38/00; CO7K 14/47; C12N 15/52; USPC - 424/93.2, 514/44R; 514/19.3; 530/350; 536/23.2

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
PubWEST(USPT,PGPB,EPAB,JPAB); PatBase; Medline, Google: tyrosinase, vaccine, polynucleotide, DNA, nucleic acid, encoding,
plasmid, administer, peptide, protein, polypeptide, antigen, epitope, treat, therapy, cancer, tumor, Prostate-Specific Antigen, PSA, DNA,
adjuvant IL-12 IL-15 IL-28, RANTES, TuAAs or TAA, amino acid, sequence, express, isolated

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X 1, 9-11
- US 2003/0138808 A1 (SIMARD et al.) 24 July 2003 (24.07.2003), Abstract, para [0019), [0022), | ———
Y [0024]. [0025], {0031], [0032], [0034], [0041], [0077], [0081], [0115], [0132], (0142}, [0147], 2,12, 23
- [0163], and SEQ ID NO: 4 JE—
A _ o 8, 20-22
Y US 2011/0081498 A1 (SCHLOM et al.) 21 April 2011 (21.04.2011), para [0060), [0098], and 2
[0107] : :
Y KRAYNYAK et al. Plasmid-Encoded Interleukin-15-Receptor a Enhances Specific Immune 12

Responses Induced by a DNA Vaccine In Vivo. Hum Gerie Ther. 2009, Vol. 20(10), p. 1143-
-1156. Abstract ' .

Y US 2005/0158332 A1 (TOPALIAN et al.) 21 July 2005 (21.07.2005), Abstract, para [0066}, - 23
[0067], and [0104] ,

A US 2008/0171711 A1 (HOERR et al.) 17 July 2008 (17.07.2008), Abstract, and SEQ ID NO: 72 | 8, 20-22
(1587 nt), nucleotides between 94-1587

A US 2004/0132972 A1 (KANG et al.) 08 July 2004 (08.07.2004), Abstract, para [0005], [0006], | 1-2, 8-12, 20-23
[0009], and [0031]

BUONAGURO et al. Translating Tumor Antigens into Cancer Vaccines. Clin Vaccine Immunol. | 2
A 2011, Vol. 18(1), p. 23-34. Abstract; pg 24, col 1, last para and col 2, top para; and pg 25, col 2,
last para, and Table 1 .

}I{ Further documents are listed in the continuation of Box C. D
*  Special categories of cited documents: "“T” later document published after the international filing date or priority
- “A” document defining the general state of the art which is not considered date and not in conflict with the aptﬁhqauon but cited to understand
to be of particular relevance the principle or theory underlying the invention
“E” carlier application or patent but published on or after the international  “X” document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive
“L” document which may throw doubts on priority claim(s) or which is step when the document is taken alone

c1tc::::|i at]o estabh(sh the pf\_xbgcanon date of another citation or other «y» 4o o oo particular relevance; the claimed invention cannot be
special reason (as specificd) : considered to involve an inventive step when the document is

“O” document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the art

“P” document published prior to the international filing date but later than  «g» 45cument member of the same patent family
the priority date claimed .

Date of the actual completion of the international search . ' Date of mailing of the international search report

01 August 2014 (01.08.2014) ‘ . 10 0 CT 2014
Name and mailing address of the ISA/US ' Authorized officer: '
Mail Stop PCT, Attn: ISA/US, Commissioner for Patents : Lee W. Young"
P.O. Box 1450, Alexandria, Virginia 22313-1450
o PCT Helpdesk: 571-272-4300
Facsimile No. 571-273-3201 PCT OSP: 571-272-7774
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Continuation of;
Box No ill (unity of invention is lacking)

Group 11, claims 13-19, drawn to a method of treating cancer in a subject comprising administering the vaccine of claim 1 to the subject.

Group IlI, claim 24, drawn to a method for preventing or treating cancer in a subject comprising: administering to a subject in need
thereof a vaccine comprising a cancer antigen. (Pleases Note: claim 24 contains different methods for treating different types of cancer,
if Group IV is elected, Only One of the methods on the list "(a)...; or (I)" will be searched; Further note: by including different methods in
one claim can NOT unit all different methods, but only creates unnecessary burden for breaking unity).

The inventions listed as Groups I+-HI do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding spec1al technical features for the following reasons:

Special Technical Feature .

Groups I+-ll are related as a product (Group I+) and a method of usmg the product (Group.Il).

Group I+ includes the special technical feature of a vaccine comprising a nucleic acid encodlng one or more amino acid sequence
represented by a specified sequence of SEQ ID NO, not required by Group il

Group 1l includes the special technical feature of administering the vaccine comprising a nucleic acid, not required by Groups | and lIi.

Group 1l includes the special technlcal feature of administering a vaccine comprising a cancer antigen (protein or peptide), not required
by Groups I+-1I.

Among Groups I+, each SEQ ID NO represents a structurally different nucleic acid sequence encoding/or a structurally and functionally
different protein (claims 1, 8, 20, and 23; Specification: para {0081], [0095], {001 15] etc.), and each additional antigen (claims 2-7) is
structurally and functlonally different from all others.

Common Technical Features ’
The inventions of Groups I+-1ll share the technlcal feature of tyrosinase; Group I+ further shares the technical feature of a vaccine
comprising a nucleic acid molecule comprising one or more amino acid sequence incluing tyrosinase;

The inventions of Groups i+ and Il further share tHe technical feature of one or more antigens selected from the group consisting of
tyrosinase and PAS (Group I+: a vaccine comprising a nucleic acid encoding an antigen, which is a nucleotide vaccine; Group lil- a
vaccine comprising an antigen, which is a peptide vaccine) for treating cancer.

The inventions of Groups Il and 1li further share the technical feature of a method of treating cancerin a subject comprising
<‘adm|n|ster|ng a vaccine composition;

However, these shared technical features do not represent a contribution over prior art as being anticipated by US 2004/0132972 A1 to
KANG et al. (hereinafter 'Kang'), or being obvious over US 2003/0138808 A1 to SIMARD et al. (hereinafter "Smiard’) as follows:

Kang discloses a vaccine comprising (a) a nucleic acid encoding one or more amino acid sequence( s) selected from the group,

consisting of: amino acid sequence of tyrosinase (Tyr) (para [0006] - ‘clinical vaccine trials targeting the tyrosinase family of proteins are
underway to treat melanoma.... tyrosinase’; Abstract - 'novel tri-hybrid melanoma antigens, including ... a tyrosinase (TYR) antigen,...and
nucleic acids encoding them. ... useful in ..., treatment ...human neoplasms, including malignant tumors'). .

Kang further discloses a method of treating cancer in a subject in need thereof, the method comprising administering the vaccine to the
subject (Abstract - 'novel tri-hybrid melanoma antigens, including ... of a tyrosinase (TYR) antigen,...and nucleic acids encoding them. ...
useful in ..., treatment ...human neoplasms, including malignant tumors'; para [0031] - 'administering the tri-hybrid melanoma antigen are
known in the art.... virus carrying nucleic acid encoding the tri-hybrid melanoma antigen can be administered. ... naked DNA or other
nucleic acid encoding the tri-hybrid melanoma antigen can be administered').

Further more, Simard discloses a vaccine comprising (a) a nucleic acid encoding one or more amino acid sequence( s) of epitopes from
tyrosinase (Abstract - ‘a nucleic acid construct encoding ... an antigen .. used as a vaccine against ...neoplastic cells'; para [0132] -
‘constructing the polynucleotides encoding the polypeptides of the invention, the gene sequence of tyrosinase can be used'; para [0142]
- 'DNA vaccine encoding epitopes from tyrosinase’). Although Simard does not specificaily teach using the full length tyrosinase, one of
the ordinary skill in the art at the time the invention was made would have known to do so, because full length tyrosinase had been used
for treating cancer in the art at the time the invention was made (See Kang above).

Simard further discloses the vaccine further comprising a nucleic acid encoding one or more antigens selected from the group
consisting of: PSA (Abstract - 'a nucleic acid construct... can further include a second sequence encoding a housekeeping epitope...
used as a vaccine against ...neoplastic cells'; para [0081} - 'Examples of TuAAs and other TAAs ...include ... PSA"; para [0022] - 'tumor-
associated antigens (TAAs)'; para [0067] - ' TUMOR-ASSOCIATED ANTIGENS (TuAA)...target cell is a neoplastic cell'); and a method of
treating cancer in a subject in need thereof (para [0021] - 'against cancer ... generation and use of anticancer vaccines'; para [0011] -
‘anticancer ... treatment or therapy'; para [0163] - ‘Twenty six patients with stage IV melanoma were treated'), the method comprising
administering the vaccine to the subject (para [0034] - 'a vaccine that includes any of the foregoing nucleic acid construct ... treating an
animal by administering such a vaccine; para [0142] - 'DNA vaccine encoding epitopes from tyrosinase'; para [0147] - 'TA2M ...vaccine...
DNA vaccine, encodes two peptides, tyrosinase (207-216) and tyrosinase (1-17-)... from human tyrosinase'; Abstract; para [0163] -
'Twenty six patients with stage IV melanoma were treated'), as well as administering to a subject in need thereof a vaccine comprising
one or more cancer antigens including PSA (para [0024] - 'anticancer vaccines involves administering a.composition containing isolated
tumor antigens’; Abstract; para [0081] - "Other useful protein antigens include ... PSA’).

P Continued in the next extra sheet o
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Simard further discloses tyrosinase sequence (para [0115] - 'FIG. 18 depicts the sequence of Tyrosinase (SEQ ID NO: 4)', which shares
95.9% of Query Match to the claimed SEQ ID NO: 2).

Without a shared special technical feature, the inventions lack unity with one another.

Groups |+-1ll therefore lack unity under PCT Rulé 13 because they do not share a same or corresponding special technical feature.

N

Note:

Claim 24 is objected to as using an improper alternative claim limitation in the "wherein the method may further comprise combining the
administrative steps of (a )-(i) with an immune checkpoint inhibitor" limitation. For the purposes of this ISR, an alternative format "any of"
is introduced into the limitation, and further the verb "is" after "an immune checkpoint inhibitor” is removed from the limitation. The
wherein limitation of Claim 24 is construed as: "wherein the method may further comprise combining any of the administrative steps of (a
)-(i) with an immune checkpoint inhibitor selected from the group consisting of: anti-PD-1 antibody, anti-PD-L1 antibody, and a
combination thereof.
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