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IepexpecTHasi cCHLIIKA HA POJACTBEHHBIE 3asIBKH

B aT0ii 3as1BKe 3as1BJIEH MPHOPHUTET MO NpeBapuTeIbHol 3asBke Ha nateHT CHIA Ne 61/799952, noxanHoii
15 mapta 2013 roga, onucanue KOTOPOH BKIIFOUCHO B TaHHBIM JOKYMEHT MTOCPEACTBOM CCBHUIKH.

00J1acTh TEXHUKH

B manHOM MOKyMEHTE ONMMCAHBI KOMIO3HMINHU M CIOCOOBI JICUSHHS paka W, B YaCTHOCTH, BAKIIMHBI, KOTO-
pBIe JiledaT i 00eCTIeYMBAIOT 3AIUTY OT Pa3BUTHA OILYXOJIH.

YpoBeHb TeXHUKH

Pak siBisieTcss OgHOM M3 OCHOBHBIX IPUYHMH CMEPTH BO BceM mupe, 1 B Coenunennsix llltaTtax, aBnsercs
BTOpOY HanOOJee PacpOCTPAaHCHHOW MPUIMHOM CMEPTH, COCTABIISASA OKOJIO 1 ciydast U3 Kaxabix 4 cMepTeil. Pak
BO3HHMKACT M3 OJIHOW KIIETKH, KOTOpas TpaHC(HOpMUPOBANIACH W3 HOPMAJBHOHN KICTKH B OMYXOJICBYIO KIETKY.
Taxkas TpaHCQOpMAIU 3a9acTyIO MPEACTABISCT COO0W MHOTOCTAAUHHBIN MPOIIECC, MPOTEKAONIUA OT MPEIOMy-
XOJICBOTO COCTOSIHUS J0 3J0KaYCCTBEHHBIX OMYyXOJIeld. DTOMY pa3BUTHIO CIIOCOOCTBYIOT HECKOJBKO (haKTOpPOB, B
TOM YHCIIC CTapCHUE, TCHETHYECKHE (haKTOPHI, a TAKXKE BO3JCHCTBHE BHEIIHUX (DaKTOPOB, TAKUX Kak (pusmue-
CKHE KaHIIEPOTCHBI (HAIpUMep, YIbTPa(HOIETOBOC U HOHU3UPYIOIICE U3TYUCHUE), XUMHICCKIE KaHI[CPOTCHBI
(manpumep, acbecT, KOMIOHEHTHI TA0AYHOTO bIMa U T.J.) U OHOJIOTHYECKUE KaHIIEPOTeHbI (HalpuMep, HEKOTO-
pbIe BUPYCHI, OAaKTEPUH U MTapa3uTHI).

[IpodmmakTika, AMaTHOCTHKA U JICYEHUE paka MOTYT MPHHUMATH pasnudHsie Gopmel. [Ipodrraktrka mMo-
JKeT BKIIIOYATh CKPHHUHT Ha TIpejapacroaraoniie GakTopsl (HampuMep, crenuuieckne TeHeTHYeCKUe BapH-
aHTHI (aJIenn)), U3MEHEHUE MOBeAeHMs (HanpuMep, KypeHne, Jueta 1 00beM (GU3NIECKON Harpy3KH), a TakKe
BaKIMHAIIMIO IIPOTHB BHPYCOB (HAIpHUMep, BUPYC MaNIUIOMBI YeJOoBeka, BHUpyc rematuta B). Jleduenne moxer
BKITIOYATh XUMHUOTEPAITHIO, TYUCBYIO TCPAIHIO M XHPYPTUICCKOE YAAJICHUE OIyXOJH WM paKkoBoi Tkanu. He-
CMOTpsI Ha HAJMYUE PA3TMIHBIX CIIOCOOOB MPO(UIAKTHKH M JICUCHHS, HA JIeJIe TaKHE CIIOCOOBI 3a4acTyr0 HE
HNPUHOCAT OOJBIIHNX PE3YIIBTATOB B 00JacTH (P PEKTUBHOM MPOPHMITAKTUKY W/MITH JIEYESHUS paKa.

COOTBETCTBEHHO, CYIIECTBYET MOTPEOHOCTh B MOUCKE M pa3pabdOTKe KOMIIO3UIMH U CIIoco00B Ipoduiiak-
TUKU W/WJIH JICYCHUS paka C IEJIb0 00JEerYeHUs] KIMHHYCCKOTO BEICHHS 3aIllUThI OT 3a00JICBaHHS U €T0 Pa3BU-
tus. KpoMe Toro, ams 3amepXku pa3BUTHS 3a00J€BaHNS W/IIIH CHIDKEHHS CMEPTHOCTH Y CyOBEKTOB, CTpagaro-
IIUX OT paka, HeoOXo UMbl OoJtee 3P (HEKTUBHBIE CTIOCOOBI JIEUCHUS.

CyurHocTh u300peTeHust

Hacrosmee n300peTeHne OTHOCUTCS K BakKIIMHE, COAEPIKAIIel OHY WIN 0ojiee HYKJICOTHAHBIX MU aMU-
HOKHCJIOTHBIX IIOCIIEOBATEIFHOCTEH PAKOBBIX aHTHTEHOB, KOTOpBIe Ooiiee HE SBISAIOTCS ayTOAHTHTCHAMH U
CTUMYJINPYIOT UMMYHHBIH OTBET Ha OIPEACICHHBIH BHJ paka WIN OIyXO0Jlb, 00YCIOBJICHHYIO OIpPENeICHHBIM
BUIOM paka. /laHHas BaKIIMHA MOXET JOTOJHUTEIHHO COACPIKAaTh HHIMOUTOP UMMYHHON KOHTPOJIBHON TOYKH,
Tako# kak aHTutena k PD-1 u PDL-1, koTopsIii peaoTBpaniaeT Cynpeccuio JII000ro KOMIOHEHTa B IMMYHHOM
cucrteMe, Hampumep, npeseHtanuio MHC, mpeseHtanmro w/wmu auddepeHnupoBky T-KIETOK, MPE3cHTAIUIO
w/wm nuddepeHnupoBKy B-KieTok, JFOO0ro MUTOKWHA, XEMOKHHA WM CHUTHAJIHM3ALUIO U mpoiudepanun
w/wm quddepeHIMPOBKH IMMYHHBIX KJIeToK. OTHUM MK 00Jiee paKOBBIMH aHTUTCHAMHM JTAHHOH BaKIIMHBI MO-
TYT SBISTHCS HYKICHHOBAs KUCIOTA, KOAUPYIOIIAs OAHY WK 00Jee aMUHOKHCIOTHBIX IOCIICAOBATCIBHOCTEH
WIIM aMAHOKHCJIOTHYIO TTOCIIEA0BATEIHLHOCTD, BRIOPAHHYIO W3 TPYIIIBI, COCTOSIIEH M3: aMHHOKHCIIOTHO Tocie-
JIOBAaTEIFHOCTH, UACHTUIHOW Ha 95% wmnm Oojiee aMHHOKHCIIOTHOW MOCJENOBaTeNbHOCTH THpo3uHa3bl (Tyr);
aMUHOKHUCIJIOTHOH ITOCIIEZIOBATENLHOCTH THPO3uHAa3a-3aBucuMoro 6enka 1 (TYRP1); aMrUHOKUCIIOTHOH mTOCIIE0-
BaTENFHOCTH, HACHTUYHOM Ha 95% wmim 6ojee aMHHOKHCIOTHOM MOCIE0BAaTEIEHOCTH THPO3UHA3a-3aBUCUMOT0
6enka 2 (TYRP2); aMHHOKHCIIOTHOH MOCIIEAOBAaTEIHLHOCTH, HACHTHYHON Ha 95% wim Goitee aMHHOKHCIOTHON
MOCJIEIOBATEIEHOCTH aCCOMMUPOBAHHOTO ¢ MenaHoMol antureHa 4 (MAGEA4); aMHHOKHCIOTHOH MoceoBa-
TENBHOCTH, WICHTUYHOHN Ha 95% wim Oojee aMHHOKUCIIOTHOM MOCIIEIOBATEIPHOCTH TOPMOHA, BRICBOOOKIA0-
miero ropmoH pocta (GHRH); aMHHOKHCIOTHOM MOCIEIOBATEIEHOCTH, HACHTHYHON Ha 95% wiu Gojee aMUHO-
KHACJIOTHOH mocnenoBarenbHocTd antureHa MART-1/melan-A (MART-1/Melan-A); aMHHOKUCIIOTHOH TOCTE-
JIOBATCIILHOCTH, WICHTUYHOM Ha 95% wim Oonee aMHHOKUCIOTHOW IOCICIOBATEIBHOCTH PaKOBO-
tecTuKyisipHoro anturena (NY-ESO-1); aMHHOKHCIOTHOW TMOCIENOBAaTENbHOCTH, WACHTHYHOW Ha 95% wmm
Oonee aMHUHOKHCIIOTHOW IMOCIIEA0BATEIHLHOCTH pakoBO-TecTUKYIsipHOTo anTtureHa II (NY-ESO-2); amuHOKHC-
JIOTHOH ITOCJIENOBATENBHOCTHA, HIACHTHYHOM Ha 95% wuau 0Oojlee aMHHOKHMCIIOTHOM II0CJIEIOBATEILHOCTH
PRAME; aMHHOKHCIOTHOMH IIOCIIEIOBATEILHOCTH, HACHTHYHON Ha 95% wuian Oojiee aMHMHOKUCIOTHOM TOCIIEI0-
BarenbHOCTH WT1; aMHUHOKHCIIOTHO# MOCICA0BATCIIBHOCTH, HACHTUYHOW HA 95% wmiau 0ojiee aMHMHOKUCIOTHOM
nocnenoBareabHOocTH hTERT; mim nx komOuHanmu. J[aHHas BaKIIMHA MOKET JOTIOJHUTEIBHO COACPXKaTh HYK-
JICMHOBYIO KHCIIOTY, KOIMPYIOUIYI0 OIUH WIH 00Jee aHTUTEHOB, BEIOPAHHBIX M3 TPYIIIBI, COCTOAIEH u3: PSA,
PSMA, STEAP, PSCA, MAGE Al, gp100, BupycHOro aHTUT€HA 1 UX KOMOMHAIIHH.

Hacrosee n300peTeHUe JOMOTHHUTEIEHO OTHOCUTCS K CIIOCOOY MPOGUIAKTHKU WM JICYCHUS paka y
CyOBeKTa, HyKIAIOMIET0Cs B 3TOM, IPH 3TOM JAHHBIH CIIOCO0 BKIIOYAET BBEACHUC CYOBEKTY, HYKIAIOMEMYCS B
9TOM, BaKIMHEI, COJICPIKAIIEH OMpPEeICHHOS KOJHYECTBO PAKOBBIX AaHTUTCHOB JUIS JICUCHHSI HITH MPO(DUITAKTUKH
OTIPENICIICHHOTO BHUJA paka. JlaHHBIH croco0 MOXKET BKIIIOYATh BBEACHUC CYOBEKTY, HYXKIAIOMIEMYCS B 3TOM,
BaKIUHBI, coJiepiKaieii pakoBblii antureH CMV st iedeHus Wik MpOoQUIAKTHKU TITHOOIaCTOMBI, WA BBEJC-
HHUE CYOBEKTY, HYXKIaIoMEMyCsl B 9TOM, BaKIIMHBI, CoJepKaIiei pakoBblii antTureH CMV B KOMOWHAIIMU C JTIO-
O0pIM ogaUM WiH Oonee pakoBbiMu aHTUreHamMu hTERT, NY-ESO-1, MAGE-A1 win WT1 mns nedenus wiu
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NpoQUIAKTHKY TITHOOIACTOMBI; BBEJCHNE CyOBEKTY, HY)KIAIOIEMYCsl B 9TOM, BaKIIHHBI, COAEp Kallel OMH HITH
6osiee pakoBbix aHTHreHOB PSA, PSMA nnn STEAP nunst nedeHus wimm npoWIaKTHKHA paka NpeCcTaTeIbHOMI
JKeNe3bl, WU BBEICHHE CYOBEKTY, Hy)KIAIoNeMycs B 3TOM, BaKIMHBI, coaepxkamieid PSA, PSMA wim STEAP B
KOMOHMHauu ¢ JII00bIM ogHUM Win Ooiiee pakoBbiMu aHTHreHaMu hTERT, NY-ESO-1, MAGE-A1 umu WT1
JUISL JIEYCHUST WM PO IIIAKTHKY paKa MpecTaTeIbHON JKeJe3bl; BBEACHHE CyObEKTY, HyKIAIOMIEMYCsl B 3TOM,
BaKIIMHBI, COEePIKaIeH OMMH MU OoJiee PAKOBBIX aHTUTEHOB - Tupo3uHazy, PRAME wm GP-100 mist neuenus
WU TIPO(MITAKTUKY MEJAHOMBI, HJIH BBEICHHE CyOBEKTY, HYXKJIAIOMEMyCs B 3TOM, BaKIIMHBI, COAEpKaleH TH-
po3unaszy, PRAME wmm GP-100 B xomOuHaIuu ¢ Jr00bIM OJHUM WU Oojiee pakoBbiMU aHTHreHamu hTERT,
NY-ESO-1, MAGE-A1 wmu WT1 st nedenust nim npoHiIakTHKN MeJIaHOMBI; BBEJICHHE CYOBEKTY, HYXKIaro-
IIEMYCs B 3TOM, BaKIMHBI, CO/IepXKallel oJuH nim 6osiee pakoBbeix antureHoB HPV 16 E6 winu HPV 16 E7 s
JIeYeHUs WM PO(UIIAKTHKY paKa TOJOBHI U IIEH, WM BBEJCHUE CYOBEKTY, HYKIAIOMEMYCs B 9TOM, BaKIIMHBI,
conepkamer HPV 16 E6 wnn HPV 16 E7 B komOuHauu ¢ Jito0bIM OHUM WK OoJiee PaKOBBIMHM aHTHTCHAMH
hTERT, NY-ESO-1, MAGE-A1 nimm WT1 mnsa nedenust wim npodriiakTUKK paka TOJIOBBI U IIIEH; BBEICHHE
CYOBEKTY, Hy>KIAIOIIEMYCsI B 9TOM, BaKLUHBI, COJEPIKalle OMH WK 0oJiee paKOBBIX aHTHI'CHOB - THPO3WHA3Y,
PRAME wim GP-100 ans nedenus uiv npoQUIaKTHKA MEeTaHOMBI, HJTH BBEelIEHHE CyOBEKTY, HYKIAIOMEMYCS B
9TOM, BaKIWHBI, coaepkameit Tuposnnasy, PRAME wmnu GP-100 B xoMOuHanmu ¢ 00BIM OJHUM WK OoJiee
pakoBeiMu aHnTureHaMu hTERT, NY-ESO-1, MAGE-A1 wu WT1 ni1s nedeHnst Wiy mpoQpUIaKTHKA MEJTaHOMBI;
BBE/IEHHE CYOBEKTYy, HyKJAIOLIEMycsi B 3TOM, BaKIWHBI, COZAEpXallel oAWH MiIn OoJice PAKOBBIX AHTHICHOB
HPV 6, HPV 11 wim HPV 16 nns nedenus win npodHIaKTHKY paKa aHAJIBHOTO KaHalla, WA BBEICHUE CYOBhEK-
Ty, HYXJAIOIEMYyCsl B 9TOM, BakIuHbI, coaepxameid HPV 6, HPV 11 wim HPV 16 B xomOuHaIuu ¢ mr00bIM
oxuuM wi 6onee pakoBeiMu antureHamMu hTERT, NY-ESO-1, MAGE-A1 wim WT1 nns nedenns nim npodu-
JIAKTUKHU paKka aHaJbHOTO KaHajla; BBEACHHE CYOBEKTY, HYXKNAIOIEMYCs B 3TOM, BaKIHHBI, coJlepiKaliei oanH
Wi OoJiee paKOBBIX aHTUTEHOB - KopoBoro antureHa HBV, mosepxHoctHoro anturena HBV, HCV NS34A,
HCV NSS5A, HCV NS5B mnn HCV NS4B nuist neuenust win npodriiakTHKHY paka Ie4eHH, WK BBEICHHE CyOb-
€KTy, HyX/JIaIoIleMyCsl B 5TOM, BaKIUHBI, coAepKalleil kopoBblil antureH HBV, nosepxnoctHeiil anturen HBV,
HCV NS34A, HCV NS5A, HCV NS5B mmn HCV NS4B B koMOMHAIINY ¢ JTFOOBIM OJTHUM WJIH 00JIee paKOBBIMH
aaturenamMu hTERT, NY-ESO-1, MAGE-A1 nan WT1 ans nedenns wiv npoQHUIAKTHKHA paka IMeYeHH; BBEIe-
HUE CYOBEKTY, HYKIaloMEMyCsl B TOM, BaKIIMHBI, CONEpIKaIeil oauH win 0ojee pakoBeiX antureHoB HPV 16
E6/E7 umn HPV 18 E6/E7 mst nedenust wiid Mpo(IakTUKY paka MEeHKH MaTKH, HITH BBEJIEHUE CYOBEKTY, HYX-
JaronieMycs B 3TOM, BakiuHbl, coaepxkameit HPV 16 E6/E7 wim HPV 18 E6/E7 B koMOuHammu ¢ JI0OBIM Of1-
HUM Wi OoJiee pakoBbiMu aHTureHaMu hTERT, NY-ESO-1, MAGE-A1 unu WT1 ans nedenus wim npoduak-
THKH paka HIEHKH MaTK{; WIK BBEJCHUE CYOBEKTY, HY)KIAIOMIEMYCsl B 9TOM, BaKIMHBI, COAEpKaleld OJuH WU
6osiee pakoBbix anTureHoB PRAME, WT-1 unu hTERT muist neuenust mnu npoQuitakTHKH paka KpOBH, WIH BBe-
JICHHE CYOBEKTY, HY)KIAroMmeMycs B 3ToM, BakiHbI, conepxkaineii PRAME, WT-1 win hTERT B komOunaruu ¢
T00BIM OHUM WK Ooiiee pakoBeIMHU anTHreHaMH NY-ESO-1 wnmn MAGE-A1 anst neuennst wiv npopuiIakTUKA
paka KpoBH, IIPU 3TOM JAHHBIA CIIOCOO MOXET JOMOJHUTENIHHO BKIOYATh KOMOMHUPOBAHUE STAINOB BBEICHHMS
(a)-(1), mpu 5TOM UHTHOMTOP UIMMYHHOI KOHTPOJIGHON TOYKH BBIOMPAIOT U3 TPYIIIBI, COCTOSIIEH U3: aHTUTENA K
PD-1, anturena xk PD-L1 1 ux xoMOMHALIMH.
KpaTkoe onucanue rpaguyecKux MaTepuaioB

Ourypsl 1 A-E WiumiocTpupyoT KOHCTpyHUpoBanue pTyr.

Qurypsl 2A u 2B WUTIOCTPUPYIOT CTPATErui0 MMMYHH3ALUH U WHAYKIHIO KJIETOYHO-OMOCPETOBAHHBIX
MMMYHHBIX 0TBeTOB Ha BakuuHaiuio Tyr JIHK, cooTBeTcTBEeHHO.

®ur. 3 WUTIOCTPUPYET NMPOTOYHYIO COPTHPOBKY KIETOK C aKTHBUpoBaHHOH Quryopecuenunueit (FACS)
KOHTPOJIbHBIX ¥ IMMYHHU3HPOBAHHBIX MBIIICH.

@urypst 4A n 4B WITIOCTPUPYIOT MHIYKIXIO THPO3WHA3A-CIICIU(DUIECKUX aHTUTENT Y MMMYHU3HPOBAH-
HBIX MBILIEH.

@urypsl SA u 5B munocTpupyloT KpuBble BEDKHBaeMocTH Karutana-Meiiepa 1 KpuBble 00beMa OIyXOJIH,
COOTBETCTBEHHO, OCIIE BBECHHS OIYXOJIU Y KOHTPOJIBHBIX 1 UMMYHU3UPOBaHHBIX MBIIIEH.

Ourypsl 6A u 6B WuIFOCTpUPYIOT KieTodHble monysiud MDSC y IMMYHHU3HPOBAaHHBIX 1 HEUMMYHHU3HU-
POBaHHBIX MBIIIEH.

@wur. 7 mumoctpupyeT okpammBaane MDSC y mbimeit, tMMyHU3upoBaHHbIX pVax1 u pTyr.

Ourypsl 8A u 8B mmmroctpupytot cekperuio MCP-1 kmetkamu MDSC.

@ur. 9 nnmocTpupyeT GUIOreHETHIECKOe POICTBO HYKJICOTHIHBIX HocienoBarensHocTeil Tyr cpenn yka-
3aHHBIX OPTaHU3MOB.

@ur. 10 ummroctpupyet (A) cxemy kapTsl wiazMuasl pPPRAME (taxske Ha3bpIBaeMOl B JaHHOM JOKYMEHTE
kak pGX1411); (B) oxpammuBanue riretok RD wm 293T mnsa snep ¢ DAPI u s KoHCEHCYCHOTO aHTHUTEHa
PRAME; u (C) Becrepu-6noTTHHT 17151 KOHCeHCYcHOro anTHreHa PRAME B nm3atax u3 HeTpaHc(UIMPOBaH-
HBIX KJIEeTOK ("KOHTPOJBHBIX"), KIeTOK, TpaHcuuupoBaHHbX pVAX ("pVAX"), a Takxke KIETOK, TpaHCHHULIHU-
poBanHeix pPRAME ("PRAME-pVAX").

@ur. 11 wunoctpupyeT Ha rpadukax (A) n (B) MpImHYyIO Ipymniy B 3aBUCHMOCTH OT IISITHOOOPa3yIOIUX
eqununi (SFU)/ 10° CIUICHONIUTOB 1 ramMmMa-uHTepdepona (IFN-y).

®ur. 12 nnmoctpupyet (A) cxemy kapThl mwiasMuasl pNY-ESO-1 (Taxke Ha3bIBaeMOW B JAHHOM JOKY-

-2



045958

MeHTe kak pGX1409); (B) okpammBanue kierok s saep ¢ DAPI u s koncencycnoro anturena NY-ESO-1;
u (C) Becrepr-OnoTTHHT M1 koHCeHCycHOTO aHTHreHa NY-ESO-1 B nm3zarax RD u 293T w3 Herpanchuimpo-
BaHHBIX KJIETOK ("KOHTPOJBHBIX"), KIETOK, TpaHchuuupoBanHbiXx pVAX ("pVAX"), a Taxke KIETOK, TpaHCHHU-
upoBaHHbIX pPNY-ESO-1 ("pNY-ESO-1").

®ur. 13 WITIOCTPUPYET MBIIKHYIO TPYIIY B 3aBHCHMOCTH OT MATHOOOpasyrommx emumami (SFU)/10°
CIUICHOUUTOB Juts1 TamMMa-uHTepdepona (IFN-y).

®ur. 14 WUIOCTPUPYET MBILIHHYIO TPYIITy B 3aBHCHMOCTH OT IsITHOOGpasyommx eauant (SFU)/10°
CIUICHOUUTOB Juts1 TamMMa-uHTepdepona (IFN-y).

@ur. 15 WoTIOCTPUpYET CXeMy Pa3TUYHBIX BUAOB paka ¢ HEKOTOPHIM M3 aCCOI[MMPOBAHHBIX C HUMH PaKo-
BBIM QHTUT'€HOM (aHTHTECHAMH).

IMoapo6Hoe onucanne N300peTeHnst

Hacrosiee n300peTeHne OTHOCHUTCS K BaKIMHE, KOTOpas MOXET OBITh aJalTHPOBaHA K OMPEACICHHBIM
BUJaM paka W omyxojeil. KoHCeHCYCHBIE MOCIeA0BaTeIFHOCTH aHTHICHOB OBLITH CKOHCTPYHPOBAHBI JJIS OIpe-
JICIICHHBIX CBSI3aHHBIX C PAKOM aHTUTEHOB, TaKWX Kak TuposuHasza (Tyr), mpenMyIecTBeHHO SKCIPECCUPYEMBbI
menanomoil anturen (PRAME), tuposuna3za-zaBucumsiii 6enox 1 (Tyrpl), pakoBo-TeCTHKYJSIpHBIH aHTHUICH
(NY-ESO-1), anTures Bupyca rematura B u anturen omyxonu Buiemca 1 (WT-1), koTopble OYAyT UCHOIB30-
BaThCs B BaKIMHE JIJIS TOTO, YTOOBI 00CCIIEYNBATh BO3MOXKHOCTD aIaNTAllMU JAHHOW BAKIIMHBI K MPOQUIAKTHKE
W JICYCHHIO OTPEICTICHHBIX BUIOB paka. Hampumep, aHTHTreH THPO3MHA3ZEI MOXET OBITh MCTIOIB30BaH B BAKIIMHE
JUTS IPO(MITAKTHKY FUTH JICYCHHUS MEJIAaHOM. BakIlMHa Mo HacTOAIMEeMYy M300pETEHHIO MOXKET 00eCIieunBaTh JIo-
Oy10 KOMOWHAIIHIO OIIPEeSICHHBIX PAKOBBIX aHTUTEHOB I ONPEICICHHON MPO(UIAKTHKY HITH JICYCHUS paKa y
Ccy0BeKTa, KOTOPBIN HyKIaeTCs B JICICHUH.

OmHuM U3 crtocoO0B KOHCTPYHUPOBAHUS HYKJIEHHOBOHW KHCIOTHI M €€ KOAMPOBAHHONW aMHHOKHCIIOTHOM I10-
CIIEZIOBATEIFHOCTH PEKOMOMHAHTHOTO PAaKOBOTO AHTHTCHA SIBIISIETCS BBEIEHHE MYTAallMii, KOTOPHIE M3MEHSIOT
OTIpeIeIICHHBIC aMHHOKHUCIIOTHI BO BCEH aMHHOKHUCIIOTHOM MOCIICIOBATEIPHOCTH HATHBHOTO PaKOBOTO aHTHICHA.
Benenue myTanuii U3MEHIECT PAaKOBBIH AaHTUTCH HE HACTOJIBKO, YTOOBI €r0 HEIb3sl OBUIO YHUBEPCAIBHO MpUME-
HATHh K MJICKOITUTAFOIINM, MPEIMOYTHTEIBHO K YSIIOBEKY WM COOaKe, HO M3MEHSET €ro JOCTaTOYHO, YTOOHI MO-
JMYYHBIIASCS B PE3yJbTaTe aMHHOKHCIIOTHAS TOCIIEIOBATEIFHOCTh Hapyliala TOJCPAHTHOCTh HIIM CUUTAJAChH
YyKEPOTHBIM aHTUTEHOM ISl CO3JIaHHM UMMYHHOTO OTBeTa. JIpyroi crmocod MOKET MPEICTaBIATh COO0H co3-
JTaHWE KOHCEHCYCHOTO PEKOMOMHAHTHOTO PaKOBOTO aHTHUT€HA, KOTOPBIHA 001agaeT mo MeHbIei Mepe ot 85% 1o
99% WACHTUYHOCTHI0O AMHHOKHCIOTHON TTOCIICAOBATEIFHOCTH OTHOCHTEIFHO €T0 COOTBETCTBYIOIIETO HATHBHO-
TO0 PAKOBOT'O AHTHUTCHA; MPEANOYTUTEILHO - MO0 MeHbIne Mepe oT 90% mo 98% HIEHTHYHOCTHIO ITOCIIE0BA-
TEJIHHOCTH; O0Jiee MPEANOYTHUTENBHO - M0 MEHbIIeH Mepe oT 93% no 98% HIACHTHYHOCTHIO MOCIIEIOBATEILHO-
CTH; W enie 0oJiee MPENIMOYTUTENBHO - IO MEHbIIeH Mepe oT 95% mo 98% MIEHTUIHOCTHIO TIOCTIEA0BATEIHHO-
cTH. B HEKOTOPHIX CiIydasx PeKOMOMHAHTHBIM PakoBbIM aHTHreH oOiamaetr 95%, 96%, 97%, 98% wumm 99%
UICHTUYHOCTBI0 aMUHOKHCJIOTHOM TOCJIEOBATEIEHOCTH OTHOCHUTEIFHO €r0 COOTBETCTBYIOIIETO HATUBHOTO
PaKOBOrO aHTHT¢HA. [[aHHBIA HATUBHBIN PAKOBBIN AaHTHICH MPEICTABIICT COOOH aHTHTCH, KOTOPHIH, KaK MpaBu-
JI0, ACCOIIMUPYETCS C OMPEICICHHBIM BUIOM paKa MM PAaKOBOM OIMyXOJH. B 3aBUCUMOCTH OT PaKOBOTO aHTHI'CHA
KOHCEHCYCHAsl TOCJIC0BATEIFHOCTh PAKOBOTO aHTHT'CHA MOXKET IMPUCYTCTBOBATH Y MIICKOTIUTAIOIINX WM B IIpe-
JieNaxX TOJTHIIOB BHJA, WM B BUPYCHBIX IITaMMaX MU cepoTHIax. HekoToprie pakoBBIC aHTUTCHBI HE CHIIBHO
OTIIMYAIOTCS OT AMUHOKHCIIOTHOM TOCIIEI0BATEIIFHOCTH AUKOTO THIIA PAKOBOTO aHTHTeHa. HekoTopble pakoBbie
AQHTUTCHBI MMEIOT HYKJICOTHIHBIC/aMHHOKHCIOTHBIE TOCIEI0BAaTEIFHOCTH, KOTOPhIE HACTONBKO PAacXOAATCS Y
Pa3HBIX BUIOB, YTO HEJIB3S MOIYYUTh KOHCEHCYCHYIO MTOCTIEIOBATEIBHOCTE. B 3THX CiIydasx MOIy9aroT peKOM-
OMHAHTHBIN PaKOBBIN aHTHTEH, KOTOPBIA OyJIeT HApYyIIaTh TOJEPAHTHOCTh M CO3/1aBaTh MMMYHHBIH OTBET, TAKOH
aHTHUTEH, KOTOPBIA UMeeT 10 MeHbIIel Mepe oT 85% 10 99% MACHTUIHOCTH aMUHOKUCIIOTHON TOCIIEIOBATEIb-
HOCTH OTHOCHTEIFHO €T0 COOTBETCTBYIOIIETO HATHBHOTO PAaKOBOTO aHTHUTEHA; MPEATIOUTUTEIHHO - IO MEHBIICH
mepe oT 90% 10 98% HMIOCHTHYHOCTH TOCIIEI0BAaTEILHOCTH; 0oJiee MPEAIIOYTUTENHHO - 10 MEHBIIEH Mepe OT
93% 1o 98% WAEHTHYHOCTH IOCIEAOBATEILHOCTH; MM elie 0oJjiee MPeANOYTUTEIHHO - 110 MEHbIIEH Mepe OT
95% no 98% MAEHTHYHOCTH TOCIEeI0BATEILHOCTH. B HEKOTOPHIX Cilydasx peKOMOWHAHTHBIH PaKOBBIH aHTUTCH
obmagaer 95%, 96%, 97%, 98% wnaun 99% UAEHTHYHOCTHI0 aMHHOKHCIIOTHOH IIOCIIEI0BATEILHOCTH OTHOCH-
TEJNEHO €T0 COOTBETCTBYIOIIETO HATUBHOT'O PAKOBOTO aHTUTeHA. V3710:)KEHHBIC BBINIE MOXObI MOTYT OBITH 00B-
CIMHEHBI TaKUM 00pa30M, YTOOBI KOHECYHBIH PEKOMOWHAHTHBIN PAaKOBBIA AHTUTCH HMMEN TaKOe MPOIICHTHOE
CXOJICTBO C aMHHOKHCIIOTHON TIOCJIE0BATEIFHOCTHIO HATUBHOT'O PAKOBOTO AaHTHUTEHA, KAK OIMCAHO BEIIIE.

PexoMOWHAHTHBIH pPaKOBBI aHTHUTEH CIOCOOCH HWHIYIIMPOBATH aHTUTCH-CHEIUPUICSCKUN T-KIeTOUHBIN
W/WIIA MHTEHCUBHBIN T'yMOpANbHBIA HUMMYHHBIE OTBETHI, TEM CaMbIM HHIAYLUPYS WM BBI3BIBas AIMMYHHBIA OT-
BET, KOTOPHI HANpPaBJICH HA pak WM OIyXOJIb WM pearupyeT Ha HUX JKCIpeccHell aHTWTeHa. B HEKOTOpHIX
BapHaHTaX peajn3aliyd W300pETeHUS] WHAYIMPOBAHHBINA MM BBHI3BAHHBIH MMMYHHBIH OTBET MOXXET IPEICTaB-
JISITH COOOU KJIETOYHBIHM, TYMOPAIbHBIA MM KaK KJIETOYHBIH, TaK M TYMOPAJIbHBI HIMMYHHBIE OTBETH. B HEKOTO-
pPBHIX BapHaHTaX pealu3allii M300pCTCHUS WHIYIUPOBAHHBIN WM BBI3BaHHBINH KICTOYHBIH UMMYHHBEIH OTBET
MOXKET BKJIIOYATh MHIYKIHIO WK cekpennto ramma-uatepdepona (IFN-y) w/mimm dakropa Hekposa omyxoiei
anpda (TNF-a). B npyrux BapuaHTax peaqn3anuyd W300peTeHUs] WHAYIMPOBAHHBIN WIIH BHI3BAHHBIA HMMYHHBIH
OTBET MOXKET YMCHBIIIATh WM MHTHOUPOBATH OJWH WMWiK Ooyice (HaKTOPOB CYyNMPEecCHU UMMYHHOTO OTBETa, KOTO-
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pBIe CTUMYJIHMPYIOT Pa3BUTHE OIYXOJH WJIM paka, SKCIPECCHPYsl aHTUIEH, Hanpumep, 0e3 OrpaHHyYeHUs] UMH,
(axTopsl, nogasinstomue npesenraunio MHC, Gakropsl, akTHBHPYIOIIUE aHTUTCH-CIIEHU(DUIECKUE PerysTop-
uele T-xiretku (Tregs), PD-L1, FasL, uurokunsl, Takue kak [L-10 u TFG-f, acconnupoBaHHBIE C OITyXOJbIO
Makpodaru, accoupoBaHHBIE C OMYXOJIBI0 (PHOPOOIACTEI, PACTBOPUMBIE (DAKTOPBI, IPOAYLHPYEMble UMMYH-
HBIMH KJIeTKaMu-cynpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 1 MOJIeKyJTbl HMMYHHBIX KOHTPOJILHBIX TOYEK.

JlaHHYyIO BaKIMHY MOYKHO TOTIOJIHUTEIHFHO KOMOMHHPOBATH C aHTUTEIAMH K WHTHOMTOpPAM KOHTPOJBHBIX
Touek, TakuMu kak PD-1 u PDL-1, mis yBenudeHHus CTUMYJISIUMKM KaK KIETOYHOTO, TaK U TYMOPAIbHOTO MM-
MYHHBIX 0TBeTOB. Mcnonp3oBanue anturen k PD-1 wim PDL-1 npenorspamaer PD-1 wim PDL-1 ot cynpeccuun
otBeToB T-KiTeTOK n/mimm B-kietok. B menoM, KOHCTpyHpOBaHHE PaKOBBIX AHTHI'CHOB TAKHM 00pa3oM, 4TOOBI UX
pacro3HaBajla UMMYHHasl CHCTE€Ma, IIOMOTAaeT IIPEOo0IeBaTh Apyrue (HOPMBI CYNpPECCHH MMMYHHOTO OTBETa
OITyXOJIEBBIMH KJIETKaMH, ¥ 9TH BaKIMHBI MOXKHO HCIIOJIb30BaTh B KOMOMHAIIMY C Tepanuel Cynpeccuy Wik HH-
ruOupoBanus (Takoi kak Tepanuu aHtutenamu K PD-1 u PDL-1) mis manpHeiniero yBeandeHust oTBeToB T-
KJIETOK W/uiu B- KieToxk.

1. Onpenenenus.

Ecnu He yka3zaHO MHOE, BCe TEXHUYECKUE M HAayYHBbIE TEPMHUHBI, UCIOIb30BAHHBIE B JAaHHOM JOKYMEHTE,
MMEIOT TO K€ 3HaueHHe, KOTOpoe OOBIYHO MOIPa3yMeBaeTCs] OOBIYHBIM CIICIIMAIMCTOM B JAHHOW 00NacTH TeX-
HUKHU. B ciaydae KOH(INKTAa HACTOAMNN JOKYMEHT, B TOM YHCIIE ONpeIeNeHNs, MmoLIexkar nposepke. Ipeamod-
TUTETBHBIC CIOCOOBI M MaTepPHaJbl OMHMCAHBI HIDKE, XOTS CHOCOOBI M MaTepHajbl, aHAJOTHYHBIC WM HKBUBA-
JICHTHBIE TEM, KOTOPBIE ONMCaHBI B TAHHOM JOKYMEHTE, MOTYT OBITh HCIOJIH30BAaHBI HA MIPAKTUKE WIIH TIPH IPO-
BEpKe HACTOSAIIETO n300pereHus. Bee myOnmkanmy, 3asBKH Ha MATEHT, TATEHTHl U IPYTHE CCBUIKH, YIIOMSHYTHIC
B TaHHOM JOKYMEHTE, BKIIIOYCHBI NOCPEICTBOM CCBUIKH B TONHOM oObeMe. JlaHHBIE MaTepHalbl, CIIOCOOBI U
NPUMEpHI, ONMCAHHBIE B JAHHOM JIOKYMEHTE, SIBIISIOTCS TOJBKO MJUTIOCTPATUBHBIMU M HE TpeIHAa3HAYEHBI /IS
orpanudeHus. TepMHUHOIOTHS, UCIIONIb3yeMasl B TaHHOM JAOKYMEHTE, IpeAHa3HaueHa AJs ONUCaHUS ONpeeIeH-
HBIX BAPHAHTOB peal3allii N300peTeHNsI U He MpeJHa3HaueHa sl OTPaHUIEHUSL.

Tepmunsbl "cocTaBisor (cocrasisier)", "BKmovaoT (BKIoyaer)", "umerommid”, "umeer", "Moxer", "co-
JeprkaT (COAEpKUT)" W MX BapUaHTHI, IIPH MCIIOJIB30BAHUH 110 TEKCTY JAHHOTO JOKYMEHTA, IpeIHa3HAYeHbI IS
UCIIOJNIb30BaHMS B KaYeCTBE HEOTPAHUUUBAIOLINX MEPEXOIHBIX (pa3, TEPMHUHOB HIIH CJIOB, KOTOPBIE HE HCKIIIO-
YaroT BO3MOJKHOCTH JIOTIONIHUTEIBHBIX NEHCTBUI WM CTPYKTYp. EAMHCTBEHHOE YHCIIO BKIIIOYAET CCHUIKY Ha
MHOYXECTBEHHOE YHCII0, €CITH U3 KOHTEKCTa SIBHO He cliexyeT nHoe. Hacrosmee m3o0peTeHne Taxke mpeaycMmar-
pUBaeT Apyrue BapuaHTHI "comepikamuii’, "cocrosmuii u3" 1 "cocToSmuM, Mo CyTH, U3", BAPHAHTHI WA dJe-
MEHTBI, IPECTABICHHBIC B TaHHOM JIOKyMEHTE, HE3aBUCHMO OT TOTO, Y€TKO JIF OHH M3JI0KEHBI WIIH HET.

Jlng mepednciaeHns YUCIOBBIX IUANa30HOB B TJAHHOM JOKYMEHTE SIBHO IPEAIIOIaracTcs KaKIoe IPOMEeKy-
TOYHOE YHCIIO MEXIy HUMH C TOW )K€ CTENeHbI0 TOYHOCTH. Hanpumep, ans nuamnazona 6-9 B momosiHeHHE K 6 1
9 npeanonaratotcs yucna 7 u 8, a Ans Auanaszona 6,0-7,0 sBHO mpenmnonararoTcs yucna 6,0, 6,1, 6,2, 6,3, 6,4,
6,5,6,6,6,76,8,6,91u7,0.

"ABbIOBAaHT", TIPH HCIOJIBb30BaHUH 110 TEKCTY JAHHOTO JTOKYMEHTa, O3HAYaeT JIo0yIo MOJIEKYy, 100aB-
JICHHYIO K BakiMHaM IuiasMuanoi IHK, onucaHHbIM B TaHHOM JTOKYMEHTE, C LIEJIbIO MOBBIIIEHHS] IMMYHOT'€H-
HOCTH aHTUTE€HOB, KoaupyeMbix muasmunamu JHK u koqupyromux onucaHHble HUXKE HYKIEOTHIHBIE IOCIEN0-
BaTEIFHOCTH.

"AHTHUTENO", TIPY WCIIOJIb30BAHUH TI0 TEKCTY JaHHOTO JOKYMEHTa, O3HadaeT aHTuTesno kiaccoB IgG, IgM,
IgA, IgD wmu IgE, umm gparmenTsl, uiu ero nmpou3BoHbIe, B ToM uucie Fab, F(ab'),, Fd, a Takxe omHomemno-
YeyHbIe aHTHUTENa, JUaTena, OucrenuduyecKkine anTuTena, OnpyHKINOHATIBHBIE aHTUTENa U UX NPOU3BOIHBIC.
JlaHHOE aHTHUTEIIO MOKET MPEICTABIATE COOOH aHTHUTEINO, BEIACICHHOE U3 00pa3iia CHIBOPOTKH MIIEKOTUTAIOMIC-
T0, TOJMKJIOHATBHOE aHTUTENO, ah(HUHHO OYUIIEHHOE aHTHUTEIIO MU MX CMECH, KOTOPBIE MPOSBISIIOT JOCTaTOY-
HYIO CHELM(HUIHOCTD CBS3BIBAHMS 110 OTHOLICHUIO K JKEJIAEMOMY SITUTOITY HJIH IOCIIEI0BATEILHOCTH, TTOJTyYeH-
HOM U3 HEro.

"Koaupyromas nocienoBaTeIbHOCTh" WK "KOAUPYIOLIas HyKJIEHHOBAsI KUCIOTA", IPU UCIOIb30BaHUH 110
TEKCTY JAAHHOTO JOKYMEHTa, O3HadaeT HykienHoBble kKHcIoThl (Monekyna PHK mmu THK), conepxamiue Hyk-
JICOTUAHYIO MOCIIEA0BATEIFHOCTD, KOTOpass KoaupyeT Oenmok. Komupyromas mocienoBaTeIbHOCTh MOXKET J0-
TIOJIHUTENBHO COZAEPKaTh CUTHAIBI MHULMAMH ¥ TePMHUHAINH, (QYHKIIMOHAJIBHO CBSI3aHHBIC C PETyJSTOPHBIMH
3JIeMEHTaMH, B TOM YHCIIE TPOMOTOPOM W CHTHAJIOM MOJHAJCHUIMNPOBAHMUS, CIIOCOOHBIMHU PETYIHPOBATh IKC-
TIPECCHIO B KJIETKaX MHINBUAYYMA HIN MIICKOMTUTAIONIETO, KOTOPOMY BBOJSAT HYKJICHHOBYIO KHUCIIOTY.

"KommnemeHT" niu "KOMITTIEMEHTApHBIN'", TIPH KCIIOIH30BAaHUH TI0 TEKCTY JAHHOTO JTOKYMEHTA, O3HAYaeT,
YTO HYKJICMHOBAs KHCIIOTa MOKET 03HAYATh criapuBaHue ocHoBaHMi Y oTcoHa-Kpuka (manmpumep, A-T/U u C-G)
i XyrcTeHa MeXIy HyKJICOTHAAMH W HyKJICOTHIHBIMU aHAIOTaMH MOJICKYJI HYKJICHHOBBIX KHCIIOT.

"KoHceHcyc" unm "KOHCEHCYCHasl TOCJIE0BAaTENbHOCTS'!, IPU UCTIONB30BaHUM MO TEKCTY JAHHOTO AOKY-
MEHTa, 03Ha4aeT MOJUINENTUIHYI0 MOCIEe0BAaTENbHOCTh, OCHOBAaHHYIO Ha aHAJINW3€ BBIPABHUBAHUSA HECKOJBKHX
MIOCJIC/IOBATENILHOCTEH JUIsl OJTHOTO M TOTO € I'eHa M3 pa3HbIX OPraHu3MOB. MOTYT OBITh ITOJTyYEHBI TOCIIEI0Ba-
TEJIBHOCTU HYKJIEMHOBBIX KHCJIOT, KOTOPBIE KOAUPYIOT KOHCEHCYCHYIO TMONMIENTHIHYIO MOCIEI0BATENbHOCTb.
J1st MHOYKIUY IIUPOKOTO MIMMYHHUTETa K aHTUTCHY MOTYT OBITh MCIIOJIb30BaHBI BAKIIMHBI, COJEpKaIIUe OCNKH,
KOTOpBIE COZIepKAaT KOHCEHCYCHBIE TTOCIIEJOBATEIbHOCTH H/WITM MOJICKYJIbl HYKJIIEHHOBBIX KHUCIIOT, KOAMPYIOIIUE
Takye OeNKH.

n
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"Onexrponopanus’, "anekrpornepmeabmzanus’” wim "anekrpokuHeTndeckoe ycuienue" ("EP"), Bzaumo-
3aMEHAEMO HCIIOIb3YeMbIe MO TEKCTY AaHHOTO NOKYMEHTA, O3HAuYaloT MCIIOJIb30BAaHHE MMITYJIbCAa TPaHCMEM-
OpaHHOTO AIEKTPUIECKOTO TOJIS IS MHIYKITMH MUKPOCKOITMYECKUX TyTel (1Mop) B OMO-MeMOpaHe; uX MPUCYT-
CTBHE ITO3BOJISIET OMOMOJIEKYJIaM, TAaKAM Kak ITUTa3MuBl, oduronykieotuasl, MuUPHK, nekapcTBenHbIe cpecTsa,
HOHBI ¥ BOJA, IPOXOIUTH U3 OJHOW CTOPOHBI KIIETOYHONH MEMOpaHBI B IPYTYIO.

"®parMeHT", MPU WCIOJIB30BAHUN MO TEKCTY JAHHOTO JOKYMEHTA, M0 OTHOIICHUIO K IOCJIEI0BATEILHO-
CTSIM HYKJIEMHOBBIX KHCJIOT O3HA4YaeT HYKJICOTHIHYIO MOCIIECIOBATEIFHOCTh WIH €€ YJaCTOK, KOTUPYIONIUH TMo-
JIUTIETITH]I, CIIOCOOHBIN BBI3BIBATH IMMYHHBIA OTBET y MJICKOIUTAIONIETO, KOTOPHIH AaeT MEePEeKpPEeCcTHYIO peak-
IO C aHTHI'€HOM, OIIMCAaHHBIM B JaHHOM JIOKyMeHTe. J[aHHbIe ()parMeHTBHl MOTYT IPEICTaBIATh co0oi (par-
menTsl JIHK, BoIOpaHHBIE 110 MEHbBIIEH Mepe M3 OAHOW M3 Pa3IMYHBIX HYKJICOTHUIHBIX MOCIEIO0BATEILHOCTEH,
KOTOpBIE KOAUPYIOT OEIKOBBIE ()parMeHTHI, ONMCaHHbIE HIDKe. PparMeHThl MOTYT COAEpIKaTh 110 MEHbIIEH Mepe
10%, no mensbieit mepe 20%, nmo Menbiieit mepe 30%, no menbieit Mepe 40%, mo mensuie mepe 50%, mo
MeHbLIel Mepe 60%, o menbliel mepe 70%, mo MeHsIueit mepe 80%, no Mensuei Mepe 90% i Mo MeHbIIeH
Mmepe 95% onHol nim OoJiee HYKICOTHAHBIX MOCIIET0BATENLHOCTEH, OMTMCaHHBIX HIKE. B HEKOTOPBIX BapHaHTax
peanmzanuu U300peTeHUsT PparMeHThl MOTYT COJEpKaTh MO MeHbIneld mepe 20 HYKICOTHIOB WM Oosee, 1o
MeHbIe Mepe 30 HyKJICOTHIOB WK OoJiee, 1o MeHbIel Mepe 40 HyKJICOTHIOB WK OoJiee, 10 MEHbIIIeH Mepe
50 HyKII€OTHAOB MM OoJiee, TI0 MEeHbIeH Mepe 60 HyKJICOTHIOB WK OoJiee, TI0 MeHbIel Mepe 70 HyKIICOTHIOB
nm Oosee, o MeHbIIe Mepe 80 HYKICOTHIOB WK OoJiee, 10 MeHbIIel Mepe 90 HYKIICOTHIIOB WK OoJiee, 1o
MeHbIei Mepe 100 HykIIeoTHIOB MU OoJiee, 10 MeHbIIer Mepe 150 HykIeoTHIOB WM 0ojee, TI0 MEHbIIEH
Mepe 200 HyKICOTHIOB WM Oojee, 0 MeHbIIeld Mepe 250 HyKJICOTHAOB Win Ooliee, Mo MeHbImeld mepe 300
HYKJIEOTHIOB MM Oostee, 1o MeHbplIel Mepe 350 HykieoTH10B i Oojee, 1o MeHbInei Mepe 400 HyKII€OTHIOB
wi GoJiee, o MeHbIIei Mepe 450 HyKIeOTHIOB WM OoJiee, o MeHbIIeH Mepe 500 HyKiIeoTHI0B M OoJee, 1Mo
MeHblIei Mepe 550 HykieoTHoB WM Oonee, o MeHbIei Mepe 600 HyKJICOTHIOB WK Oolee, M0 MEHBINCH
Mmepe 650 HykneoTHnoB MM Ooiee, Mo MeHbIneil Mepe 700 HykIeoTHAOB MM OoJiee, O MeHblIeH Mepe 750
HYKJIEOTHI0B MiH Oostee, o MeHpuiel mepe 800 HykieoTH 0B Miu OoJjiee, 0 MeHbIel Mepe 850 HyKIIeoTHI0B
nnu Gosiee, o MeHbIed Mepe 900 HyKICOTHIOB WK OoJiee, IO MEHbIIEH Mepe 950 HYKJICOTHIOB WiH OoJiee
nu 1o MeHbIei Mepe 1000 HyKIeoTHAOB WK 6ojiee IO MEHbIIIEH Mepe OMHON M3 HYKJICOTHIHBIX MOCIea0Ba-
TENBHOCTEH, OIMMCAaHHBIX HIKE.

"®parMeHT" WM "MMMYHOTEHHBIH (parMeHT" B OTHOIICHUH TOJHMIETITUIHBIX TOCISI0BATEILHOCTEH 03-
HaydaeT MOJIUIENTH/, CTIOCOOHBIN BBI3BIBATH MMMYHHBIH OTBET Y MJICKOIHUTAIOIIET0, KOTOPBIN JaeT MepeKpecT-
HYIO PEaKIMIO C aHTUTEHOM, ONFMCAaHHBIM B TAHHOM JTOKyMeHTe. J[aHHBIe (parMeHTH MOTYT MPEACTaBIATh CO-
0011 monunenTuaAHBIe (GParMeHTHl, BHIOPaHHBIC 110 MEHBILIECH Mepe W3 OJHOM M3 pPa3IMYHBIX aMHHOKHCIIOTHBIX
nocJieioBatesibHOCTe HIKe. DparMeHThl KOHCEHCYCHBIX O€JIKOB MOTYT CoepKaTh 1o MeHsblueit mepe 10%, mo
Menbleil Mepe 20%, no mensmeit Mepe 30%, no mensmeil Mepe 40%, o mensuei Mepe 50%, Mo MeHblIeH
Mepe 60%, o menblieit mepe 70%, no mensbiei mepe 80%, mo mensbieit Mepe 90% winM Mo MeHbIIEH Mepe
95% koHceHcycHOro Oeinka. B HEKOTOpHIX BapwaHTax peann3aly U300peTeHHs (parMeHTH KOHCEHCYCHBIX
OCITKOB MOTYT COAEPKATh MO MEHbIICH Mepe 20 aMIHOKHUCIIOT WK Ooliee, Mo MeHbIIei Mepe 30 aMHHOKHUCIIOT
nnm 6osee, Mo MeHbIel Mepe 40 aMHUHOKHCIIOT WK OoJiee, 1o MeHbIIel Mepe 50 aMUHOKHUCIIOT WiH 6oJiee, 1Mo
MeHbIIe Mepe 60 aMHHOKUCIIOT WK OoJiee, 1o MeHbIer Mepe 70 aMHHOKHCIIOT WK OoJiee, 1Mo MEHBIIeH Mepe
80 aMHHOKHUCIIOT Wi OoJiee, TT0 MeHbIel Mepe 90 aMMHOKHUCIIOT Wik OoJiee, o MeHbIel Mepe 100 aMmuHOKMC-
noT win OoJiee, o MeHbIeld Mepe 110 aMHMHOKHUCIIOT MK OoJiee, o MeHbIel Mepe 120 aMUHOKHCIIOT WK 00-
nee, o MeHbIeld Mepe 130 aMUHOKHCIOTH WM OoJjiee, 0 MeHbIel Mepe 140 aMHHOKHCTIOT WU OoJiee, o
MeHsbleit Mepe 150 amuHOKHCIIOT MK OoJee, IO MeHbIneil Mepe 160 aMMHOKHCIOT MM OoJiee, 0 MEHBILEH
mepe 170 amuHOKHMCIOT WK OoJee, Mo MeHbluei Mepe 180 amMmuHOKHCIIOT Win GoJiee Mocie0BaTeIbHOCTH Oell-
Ka, OIIMCAaHHOH B JAHHOM JJOKyMEHTE.

[Tpn ncronp30BaHUM 110 TEKCTY AAHHOTO JOKYMEHTa, TEPMUH "TeHEeTHUYeCKasi KOHCTPYKIHA" OTHOCHTCS K
mozekynam JJHK wmu PHK, conepskaniM HyKI€OTHIHYIO TOCIEI0BATEIBHOCTD, KOTOpast KoxupyeT oenok. Ko-
JUPYIOIIAs TTOCIIEI0BATEIbHOCTh COIEPKHUT CUI'HAIbI MHHUIMAIIMY ¥ TEPMUHAIMH, (YHKIIMOHAIBLHO CBSI3aHHBIE C
PETYISTOPHBIMH JIEMEHTAMH, B TOM YHCIIC IPOMOTOPOM U CHTHAJIOM IIOJIMAACHIIHPOBAHUS, CIIOCOOHBIMH pe-
TYJIHPOBATH IKCIPECCHIO B KIETKaX MHIUBUAYyMa, KOTOPOMY BBOISAT MOJEKYIY HYKICHHOBOW KHCIOTHL [Ipn
WCTIOJIb30BaHUH TI0 TEKCTY TAHHOTO IOKYMEHTa, TEPMUH "3Kcrpeccupyemas popMma’ OTHOCUTCS K TEHETHIECKUM
KOHCTPYKLIMSM, COACPKAIlUM HEOOXOOUMBIE PEeryJsATOPHBIE 3JIEMEHTHI, (YHKIMOHAJIHHO CBS3aHHBIE C KOIH-
pyIOIIeH MOCIIe0BaTEIFHOCTBIO, KOTOPask KOAUPYET OENIOK TaKuM 00pa3oM, UTO MPH HAJHYUHM UX B KIETKE HH-
IUBHIyyMa OyIeT MPOUCXOTUTH SKCIPECCHs KOAUPYIOIEH MOCIeJ0BATEIEHOCTH.

TepmuH "romMosorus", Ipu MCHONB30BAaHUH 10 TEKCTY NaHHOTO JOKYMEHTAa, OTHOCHUTCS K CTEIEHH KOM-
IUIEMEHTapHOCTH. MOKET MMETh MECTO YaCTHYHAsI TOMOJIOTHS WIIM TIOJIHAst TOMOJIOTHS (TO €CTh UJIICHTUYHOCTB).
YacTH4HO KOMIUIEMEHTapHas I10CIIeJ0BATEIbHOCTD, KOTOPast 10 MEHBIIEH Mepe YaCTUYHO MHIMOMPYET IHOJIHO-
CTBI0O KOMIUIEMEHTapHYIO HOCIIEI0BATEILHOCTh OT THOPHIN3AMK C HYKJICHHOBOW KHCIOTOW-MHUILIECHBIO, OTHO-
CHUTCSl K MCIIOJIBb30BaHMIO (PYHKIIMOHAJIBHOIO TEPMHHA "HO CyTH romonoruyHslii”". [Ipu ucrnons3oBaHuM MO OT-
HOILIEHUIO K JIBYXILIETIOUEYHOM HYKJICOTUIAHOU MOCHeAOBaTEIbHOCTH, Takoi kak KIHK nianm reHOMHBIN KJIOH,
TepMHUH "TIO CYTH TOMOJOTHYHBIN", TP MCHOJIB30BAHUHU IO TEKCTY NAHHOTO AOKYMEHTa, OTHOCHTCSA K 30HIY,
KOTOPBIIl MOXET THOPHIN30BATHCS C LENbI0 ABYXIEIIOUYECTHON HYKICOTHIHOHN MOCIECIOBATEIHHOCTH B YCIOBHIX
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MOHW)KCHHOW JKECTKOCTH. [Ipy MCIOIh30BAHUH MO OTHOUICHHIO K OJTHOICTIOYEYHOIN HYKJICOTHIHOM MOCIeI0Ba-
TENBHOCTH TEPMHUH "T0 CYTH TOMOJIOTHYHBIN", TIPU HCIIOJIB30BAHUM TI0 TEKCTY JTAHHOTO TOKYMEHTA, OTHOCUTCS K
30HAY, KOTOPBII MOXKET THOPHUIAN30BATHCS (TO €CTh SIBISICTCS] KOMIUIEMEHTAPHBIM) C OJHOLICNIOYCYHONH MaTpHd-
HOM HYKJIEOTUIHOM IOCIEA0BATENBHOCTBIO B YCIOBUSAX MOHM)KEHHOM KECTKOCTH.

"UnenTryHbIiA" WM "HOSHTHYHOCTH", TIPH MCIIOIB30BAHUM 10 TEKCTY JAHHOTO TOKYMEHTa, B KOHTEKCTE
IBYX WM 0oJiee HyKJICHHOBBIX KHCIOT WIHM HOJHUIIEITHIHBIX MOCIEI0BATEIBHOCTEH 03HAYaeT, YTO MOCIIeI0Ba-
TEIBHOCTH WMEIOT OTIPENEeNICHHBIN MPOIEHT OCTaTKOB, KOTOPHIE SBISIIOTCS OAMHAKOBBIMHU IO BCEH yKa3aHHOW
obmactu. JlaHHBIA TPOIICHT MOXET OBITh PACCUMTAH MOCPEICTBOM ONTHMAIBFHOTO BBIPABHMBAHUS JIBYX IOCTE-
JIOBAaTCIILHOCTEH, CPaBHEHUS JIBYX MOCJIEIOBATEILHOCTEH B YKa3aHHOW 00JaCTH, OMPEACICHUS YHCIa MOJIOKE-
HUH, B KOTOPBIX HJCHTUYHBIC OCTATKU MPHUCYTCTBYIOT B OOCUX MOCIEJIOBATEIHLHOCTSIX, C MOTYYCHUEM YHUCIA
COBMAAOIIUX ITOJIOKEHUH, JTSICHUS YHCIa COBIAAIONINX MOJOXKCHUN Ha 00IIee YUCIIO TO3HIUHN B YKa3aHHON
o0nacTé U yMHOXEHHUs pe3ynpTata Ha 100 ¢ MOTyYeHHEM MPOICHTA UIACHTUYHOCTH IOCICIOBATEIBHOCTH. B
CiIydasix, KOTJIa STH JIBE TMOCIICAOBATCIFHOCTH UMEIOT PA3IMYHYIO JUIMHY ¥ BHIPABHUBAHUC MPUBOIUT K OJHOMY
win OoJiee CTYNCHYATHIM KOHIIAM, W YKa3aHHas 00JacTh CPaBHEHUS COJNCPXKHUT TOJNBKO OIHY MOCIEIOBATENb-
HOCTB, OCTATKH OJHOW TOCJIEI0BATEIIFHOCTH BKIIIOYAIOT B 3HAMCHATEINb, & HE B YHUCIUTENb pacueTa. [Ipu cpas-
Henun JIHK n PHK tumun (T) u yparmr (U) MOXKHO paccMaTprBaTh B Ka4eCTBE DKBUBAJIEHTOB. MIIEHTUIHOCTH
MOJKET OBITH BBHIIIOJIHEHA BPYYHYIO WJIH C IMIOMOIIBIO KOMITBIOTEPHOTO alITOPUTMA ITOCIEAOBATEILHOCTH, TAKOTO
kak BLAST win BLAST 2,0.

"UMMyHHBIH OTBET", TIPH HCIIOJIE30BAHUHU IO TEKCTY JAHHOTO JOKYMEHTA, O3HAYaeT aKTHUBAIIUI0 UMMYH-
HOW CHCTEMBI X035MHa, HalIpUMep, Y MICKONUTAIOIIETO, B OTBET Ha BBEJACHUE aHTUTEeHA. VIMMYHHBIH OTBET MO-
JKET OBITh B BUJE KICTOYHOTO WJIH TYMOPAIBHOTO OTBETA, WIIK 000UX.

"HyxnenunoBas kucnora" wiu "OJUTOHYKIEOTHA", UM "TOJUHYKICOTHA", IPU UCIOIB30BAHUU 1O TEKCTY
JMAHHOTO JOKYMCHTA, 03HAYacT MO MCHBIICH Mepe N1Ba HYKICOTHIA, KOBAJICHTHO CBS3aHHBIX JPYT C JIPYTOM.
Onvcanue OMUHOYHOM IEMH TAaKKe OMPEACISICT IMOCICAOBATCIFHOCTh KOMIUICMEHTapHOU 1emu. Takum oOpa-
30M, HYKJICHHOBAsI KUCIIOTa TAKXKE OXBATHIBACT KOMILUIEMCHTAPHYIO IIETIb MPUBEICHHON OTMHOYHOH 1ieru. MHo-
JKECTBO BApHAHTOB HYKJIEHHOBOH KUCIIOTHI MOKET HCIIOIB30BATHCS C TOM XK€ LENbI0, UTO U JaHHAs HyKIEHHOBAs
KrcIoTa. TakuM 00pa3oM, HyKIEHHOBAs KHCJIOTa TaK)KE OXBATHIBACT IO CYTH MICHTHYHBIC HYKJICHHOBBIC KH-
CJIOTHI U WX KOMIUIEMeHTHl. OIMHOYHAS LeNb MIPEJOCTABISET 30HA, KOTOPBIA MOXET THOPHUAN30BATHCA C IIeie-
BOM MTOCIIEIOBATEIHHOCTHIO B JKECTKHX YCIOBUAX rHOpuau3anmu. TakuM 00pa3oM, HyKICHHOBAs KHCIOTa TaKKe
OXBATBIBACT 30H/I, KOTOPHIA THOPUAN3YETCS B )KECTKUX yCIOBHAX THOPHIU3AIIHH.

HyxrlenHOBBIE KHUCIOTHI MOTYT OBITH OJHOIETIOYEYHBIMH WM JBYXIICTIOUYCYHBIMH, MM MOTYT COJIEPKaTh
YacTH KaK JABYXIICIIOYCYHOW, TaK W OJHOLECTOYCYHOW MOCICAOBATCIFHOCTH. HYyKICHHOBas KHCIOTa MOXET
npeactaBiaTe cobort JJHK, kak renomuyto, Tak u kJJHK, PHK wiu rubpun, B KOTOpOM HYKJIEHHOBas KHUCIOTa
MOJKET COJICpKaTh KOMOWHAIINH JE30KCHPHOO- U pUOOHYKIICOTHIOB, a TAK)Ke KOMOWHAIIMKA OCHOBAHWH, BKITIO-
YAIOIIUX ypalluil, aJCHUH, TAMUH, IIUTO3WH, TYaHUH, WHO3WH, KCAHTUH, THITOKCAHTUH, U30I[UTO3MH U U30TyaHHUH.
HyxienHOBBIC KUCIOTEI MOTYT OBITH IOJIYYCHBI ¢ IPUMCHEHUEM METOIO0B XUMHIUYCCKOTO CHHTE3a WIH C TIpUME-
HCHHEM PEKOMOWHAHTHBIX METOJIOB.

"@DYHKITMOHATHFHO CBSI3aHHBINA", TIPU HMCITOJIE30BAHUU IO TEKCTY NAHHOTO JOKYMEHTA, O3HA4yaeT, 4TO JKC-
MPecCHsl TeHa KOHTPOJIUPYETCS MPOMOTOPOM, C KOTOPHIM OHA IPOCTPAHCTBEHHO CBsizaHa. [IpomoTop MoXker
OBITH PACIIOJNIOXKEH B HampaBiIeHUH S5' (MPOTUB X0a TPaHCKPUIIHH) WiH 3' (TI0 X0y TPAaHCKPHITIIMKA) OT KOHTPO-
JHPYEMOT0 UM T'eHa. PaccTostHre MeXIy POMOTOPOM U T€HOM MOJKET OBITh MMPUMEPHO TAKUM XKe, KaK paccTosi-
HHE MEXIY YKa3aHHBIM IIPOMOTOPOM U KOHTPOJIHPYEMBIM UM I'€HOM B T€HE, 3 KOTOPOTo OBLI MOTyYeH JaHHBIN
npomoTop. Kak n3BecTHO B TaHHOI 00JIACTH TEXHHUKH, H3MEHEHHE STOTO PACCTOSIHHS MOXKET OBITh COTJIACOBAHO
0e3 motepu QYHKIMH IPOMOTOPA.

"[entuxn", "0enox" win "HOMUIEOTH", IPU UCTIONIBE30BAHUY IO TEKCTY TaHHOTO JOKYMEHTA, MOKET O3Ha-
YaTh CBSA3aHHYIO MOCJICOBATEIEHOCTh AMUHOKHCIIOT H MOXET OBITh HATYPaJbHBIM, CHHTCTUUCCKUM HIIH TIPE]-
CTaBIATH COOOM MOTUPUKAIMIO WIH KOMOWHAIIMIO HATYPAIBHOTO W CHHTETHYCCKOTO.

"[IpomoTop", MpH UCIIOTB30BAHUY IO TEKCTY JAHHOTO JOKYMEHTA, 03HAYaeT CHHTETUYCCKYIO WIIH €CTECT-
BEHHOTO MPOHMCXOXKICHHU MOJIEKYIy, KOTOpasi ClIoCOOHa obecnedynBaTh, aKTHBUPOBATH MM YCHIIUBATh SKCIIPEC-
CHIO HYKJICMHOBOH KHCIIOTHI B KJIeTKE. [IpoMOTOp MOXKET comepkaTh OAHY WM Oojee cnenu()uIecKux TpaHc-
KPHUIIIIMOHHBIX PETYSTOPHBIX MOCIEI0BATEINbHOCTEH, 00€CIeunBaONINX JONOJHUTEIEHOE YCHIICHHE KCIIpec-
CUH W/WIN PETYJIIHI0 SKCIPECCHH B NMPOCTPAHCTBE W/IIM BO BpeMeHH. [IpOMOTOp MOXKET TakXKe COIepiKaTh
JIUCTATBHBIA DHXAHCEP I PEIPEecCOpHBIC 3JIEMEHTHI, KOTOPBIE MOTYT OBITh PACIIONOKEHBI Ha YIAJICHHHU He-
CKOJIBKMX THICSIY Map OCHOBAaHUH OT caiiTa MHUIIMAINN TPAHCKPHUIIUH. [IpoMOTOp MOKET OBITh HMOIYYEH U3 HC-
TOYHHKOB, B TOM YHCJIC BUPYCHBIX, OAKTCpUANBHBIX, TPUOKOBBIX, PACTCHHIA, HACEKOMBIX U XHBOTHBIX. [Ipomo-
TOpP MOXET PEryJIUpOBaTh HKCIPECCUI0 KOMIIOHEHTA TeHA KOHCTUTYTHBHO WK Au(QepeHIHANTEHO MO0 OTHOIIIE-
HUIO K KJICTKE, TKaHU WU OpraHy, TJ¢ IMPOUCXOJUT IKCIPECCHS, WIM MO OTHOIICHUIO K CTaIUH Pa3BUTHs, HA
KOTOPOH MPOUCXOAUT IKCIPECCHUs, WM B OTBET HAa BHEIIHUC PA3JPaKUTENU, TaAKHE KaK (DU3MOIOTUUCCKUC Ha-
TPY3KHU, TaTOTCHBI, HOHBI METAJUIOB WJIM WHAYIHUPYIONIUE areHThl. THITUYHBIC IPUMEPHI IPOMOTOPOB BKITFOYAIOT
npoMotop Oakreprodara T7, mpomorop Oakrtepuodara T3, mpomorop SP6, lac omeparop-mpomorop, tac-
poOMOTOp, To3nHui mpomotop SV40, pannuit mpomotop SV40, mpomotop RSV-LTR, npomorop CMV IE,
pauHMit mpomoTtop SV40 wm no3aawmii mpomMoTtop SV40 u mpomorop CMV IE.
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"CursnanbHbli nentun" U "nuaepHas MOCIEA0BATEIbHOCT' UCIONB3YIOTCS 10 TEKCTY AaHHOTO JOKYMEHTa
B3aMMO3aMEHSIEMO M OTHOCATCS K aMUHOKHCIIOTHOHM MOCIIE0BATEIILHOCTH, KOTOpasi MOXKET OBITh CBs3aHa Ha
aMHUHO-KOHIIe 0eJKa, ONMUCAHHOTO B JaHHOM MOKyMeHTe. CHTHaJbHBIC TENTHABI/INACPHBIE TOCIeI0BATEIFHO-
CTH, KaK TPABHUJIO, KOHTPOIUPYIOT JOKanu3anuio Oenka. CHUrHaNbHBIC MENTHIBI/IUACPHBIC TOCIEI0BATEIBFHO-
CTH, UCTIOJIb3YeMbI€ B JAHHOM JOKYMEHTE, MPEIMOYTHTEIEHO 00IerdaloT CeKperuio Oesika U3 KIeTKH, B KOTO-
poit oH momydeH. CUTrHAJIBHBIEC MTENTHIBI/TUACPHBIE MOCIEIOBATEIHHOCTH 3a9acTyI0 OTIICIUIIOTCS OT OCTallb-
HOW YacTH OenKa, 3a9acTyi0 Ha3bIBAEMOTO 3pEbIM OelKOM, NMpH ceKperuu u3 KieTku. CHTHaJIbHBIC IENTH-
IIbI/TAAICPHBIE TTOCIICIOBATEILHOCTH CBSA3aHBI HA aMHHO-KOHIIE (TO ecTh N-KOHIIEe) OemKa.

"Xectkue ycinoBus rudpuanzanyn’, IpH UCHOIB30BAHUH 110 TEKCTY TAHHOTO JOKYMEHTa, 03HAYaIOT YCIIO-
BUSI, TIPU KOTOPBIX MEepBasi HYKJICOTUIHAS MOCICIOBATEIILHOCT (HAIPUMED, 30HI) OyAeT THOPUIN30BaThCS CO
BTOPOH HYKJICOTHHO ITOCIE0BATENEHOCTRIO (HAIpUMeEp, MHIIECHBIO), TAKHE KaK B CIIOKHOM cMecH HYKJIEHHO-
BBIX KHCIIOT. JKEeCTKHE YCIIOBUS 3aBUCST OT MOCIICIOBATEIIEHOCTH M OyIyT Pa3IUYHBIMU NPU PA3ITHYHBIX 00CTOS-
TenbcTBaX. JKeCTKUE YCIIOBHS MOTYT OBITh BEIOpaHBI TaKUM 00pa3oM, 4TOOBI OBITh HUKE, YeM TeMIlepaTypa
miasyieHus (Tm) Ha okoso 510°C miis onpeieIeHHON MOCIe0BaTeILHOCTH MPH OTPESIICHHON HOHHOHN CHJIe U
pH. Tm MosxeT nmpeacTaBisATh co00i TemiiepaTypy (IpH OompeaeeHHONH HOHHOW cuiie, pH ¥ KOHIEHTpaluy HyK-
JICMHOBBIX KHCJIOT), TpU KOTOpoil 50% 30HIOB, KOMIUIEMEHTAPHBIX MHIICHH, PAaBHOBECHO THOPHUAM3YIOTCS C
MOCJIEI0BATEIFHOCTRIO-MHIICHBIO (TaK KaK MOCIIEI0BATEIEHOCTH-MHIIICHA TIPUCYTCTBYIOT B M30BITKE, IpHu Tm,
B PaBHOBECHOM cOCTOSHUH 50% 30HIOB 3aHATO). JKECTKHE yCIOBHUS MOTYT IPEACTABIATE COOOH YCIIOBHSA, B KO-
TOPBIX KOHIIEHTPAIHS COJIM COCTABIISICT MEHEe YeM oKoJo 1,0 M KOHIIeHTpaluy HOHOB HATPHs, HATIPIMED, OKO-
70 0,01-1,0 M KoHIIEHTpaIlu HOHOB HATpHs (MM IPYruX coseid) npu pH, paBaom ot 7,0 10 8,3, a TemmepaTypa
COCTaBJIET N0 MeHbIIeH Mepe okoio 30°C it KOpOTKUX 30HIO0B (Harmpumep, okoso 10-50 HyKIeOTHIOB) U 110
MeHbIIeH Mepe okono 60°C it IIHMHHBIX 30HIOB (Hampumep, Oojiee yem okono 50 HykieoTumos). XKectkue
YCIIOBHS TaKXe€ MOTYT OBITh JOCTHTHYTHI IOCPEACTBOM J00ABICHUS NECTaOMIN3UPYIONINX areHTOB, TAKUX KaK
tdopmamun. {ns ceneKTHBHON WM cHeUH(DUIHON TMOPUAN3AINY TOJIO0KUTENBHBIA CUTHAI MOXXET COCTaBIIATH
1o MeHbIie Mepe ot 2 1o 10 pa3 ¢poHoBo rubpuauzanuy. THUIIOBBIE KECTKHE YCIOBUS THOPUAN3AIMN BKIIIO-
yaroT cuexyromee: 50% dopmamunma, 5x SSC u 1% SDS, unky6ammro mpu 42°C wm 5x SSC, 1% SDS, unky6a-
aro ipu 65°C, ¢ mpomeikoii B 0,2x SSC u 0,1% SDS mpu 65°C.

"CyObeKT", IpH UCIIOJIb30BAaHUH MO TEKCTY JaHHOTO JIOKYMEHTa, MOXKET 03HayaTh MIIEKOIHUTAIOIIee, KOTO-
pO€ XOYeT WM HYXIAeTCs B PUBUBKE OMUCAHHBIMU B JAHHOM JOKYMCHTE BaKIMHAMH. J[aHHOE MIICKOIIHTAIO-
I11ee MOJKET MPEJICTABIATh COOOH YesloBeKa, MIMMIIaH3€e, CO0aKy, KOLIKY, JIONIa b, KOPOBY, MBIIIb WIIN KPBICY.

"ITo cyTH, KOMIJIEMEHTapHBINA", IPU UCIIOJIB30BAHUU MO TEKCTY JAHHOTO IOKyMEHTa, O3HA4aeT, YTo Mep-
Bas MOCJEI0BaTENIbHOCTD N0 MeHbIel 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% unu 99% uneHTU4YHa KOMIIEMEHTY BTOPOMl
TocIieIoBaTeIbHOCTH Ha ydacTke u3 8, 9, 10, 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 wm GoJjiee HYKJICOTHIOB M aMHUHOKHC-
JIOT, WJIM 9TO JIBE JAHHBIE ITOCIICAOBATEILHOCTH THOPHUIM3YIOTCS B )KECTKHUX YCIOBHSX THOPUAN3ALINH.

"ITo cyTH, HAEHTUYHBIN", IPHU KCIOJIL30BAHUU TI0 TEKCTY JAHHOTO JOKYMEHTA, O3HAYaeT, YTO IMepBas H
BTOpas IMOCIIEJ0BATEILHOCTH 10 MeHbIIeH 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% wmn 99% uAeHTHIHBI HA YIaCTKE U3
8,9,10,11, 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 wnu 6oJee HyKICOTUAOB WM AMUHOKHCIIOT, FJTH OTHOCHUTEIFHO HYKJICHHOBBIX
KHUCIIOT, €CJIU TIepBasi MOCIIeI0BATENHLHOCTD, 110 CYTH, KOMIUIEMEHTapHa KOMIUIEMEHTY BTOPOIl MOCIea0BaTeb-
HOCTH.

"Jleuenne" unaM "nednTs", MPU UCHOIB30BAHUU MO TEKCTY JAHHOTO JOKYMEHTA, MOXKET O3HA4aTh 3aILUTY
JKUBOTHOTO OT OOJIE3HHM TOCPEACTBOM TNPO(MIAKTHKH, TOAABICHUSA, CICPKUBAHUI WIH IMOJHOTO YCTPaHEHHS
3aboneBanus. [IpodmnakTrka 3a00JIeBaHNS BKIIOYACT BBEJCHUE BAKIIMHBI M0 HACTOSIIEMY H300PETCHHIO KH-
BOTHOMY JI0 HACTYIUICHHS TaHHOTO 3aboneBanus. [lomaBnenne 3abosieBaHMS BKIIIOYACT BBEICHNE BAKIIMHEI 110
HACTOSIIEMY H300pETEHHIO KUBOTHOMY TOCIIEC HHAYKINU 3a00JIeBaHMS, HO JI0 €r0 KIMHHYECKOTO MPOSBICHHUS.
CraepxuBaHue 3a00JIeBaHUA BKJIIOUACT BBEJCHME BAKIIMHEI MO0 HACTOSIIEMY H300PETCHHIO KHBOTHOMY IIOCIIE
KIMHAYECKOTO TIPOSBICHHUS JAHHOTO 3a00JICBAHMS.

"Bapuant", ncronbs3yemblii B JaHHOM JOKyMEHTE OTHOCHTENHFHO HYKJIEMHOBBIX KHCIIOT, O3Hadaer (i) y4a-
CTOK WK (pparMeHT ITAJOHHOW HYKICOTHIHOW TOCICAOBATEIFHOCTH, (i) KOMIUIEMEHT 3TAJIOHHON HYKIICOTH-
HOW IOCTICTOBATEIBHOCTH WM €€ YJacTKa; (iil) HyKJIEHHOBYIO KHUCJIOTY, IO CYTH, WACHTHYHYIO 3TAJIOHHON HYK-
JIEMHOBOW KHCIIOTE WJIM €€ KOMIUIEMEHTY; MM (1V) HyKJICMHOBYIO KHCIIOTY, KOTOpas THOPUAN3YETCS B KECTKHX
YCIIOBUSIX C 9TaJOHHOHW HYKJIICMHOBOI KHCIIOTOHM, €€ KOMIUIEMEHTOM, WJIH, [0 CYTH, UICHTUYHBIMH €H Iocie0-
BaTCIBHOCTSIMH.

"BapuaHT" 110 OTHOIIEHHWIO K MENTHIY WIH TMOJUNIETTHTY, KOTOPBIH OTIMYAETCS 10 AMHHOKHCIOTHOM TT0-
CJIEZI0BATEIbHOCTU MHCEPIUEH, JleNielueld Wi KOHCEPBAaTUBHOM 3aMEHO aMHUHOKHUCIIOT, HO TIPU 3TOM COXpaHs-
€T TI0 MEHBIICH Mepe OJHY OMOJIOTHYECKYI0 aKTUBHOCTh. BapHaHT MOXKET Takke O3Ha4aTh OCNOK ¢ aMHHOKHIC-
JIOTHOHU TTOCIIEAOBATEIFHOCTHIO, TIO0 CYTH, WACHTHYHON 3TATOHHOMY O€IKy C aMHHOKHCIOTHOH ITOCIIeI0BATEIb-
HOCTBIO, KOTOpasi COXpaHseT 10 MEHBIIEH Mepe OAHY OMOIOTHYEeCKYI0 aKTHBHOCTh. KoHcepBaTHBHas 3aMeHa
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AMHUHOKHUCIIOTHI, TO €CTh 3aMEHA aMHHOKHUCIIOTBI JPYTrOi aMUHOKUCIIOTOH CO CXOTHBIMU CBOHCTBaMU (HATIPUMED,
TUIPOGUIEHOCTBIO, CTEIICHBIO M PACIIPEICIICHIEM 3apsHKCHHBIX 00JIacTell) MpU3HASTCS B TaHHOW 00JIacTh TeX-
HHUKH, KaK TPaBIIIO, 3aMEHON C HE3HAYUTEIBHBIM W3MEHCHHEM. DTH HE3HAUNTEIbHBIE N3MEHEHUS MOTYT OBITh
OTIpeNieNIeHBI, B YaCTHOCTH, IPH PACCMOTPEHHUH MHICKCA THAPOPOOHOCTH aMHHOKHCIIOT, KaK 3TO IIOHUMAeTCs B
naHHOM obnactu TexHukn. Kyte et al., J. Mol. Biol. 157:105-132 (1982). JlarHblit nHAEKC THAPOGOOHOCTH aMH-
HOKHCJIOTHI OCHOBAaH Ha pacCMOTpeHHH ee TuapodoOHOCTH U 3apsaa. B maHHON 00MacTH TEXHUKU U3BECTHO, YTO
AMHUHOKHUCIIOTHI CO CXOAHBIMH MHIEKCAaMH THAPO(GOOHOCTH MOTYT OBITH 3aMEIICHBI U MO-TIPEKHEMY COXPAHATH
¢dbyHKIHI0 Oenmka. B ogHOM acriekTe aMUHOKHCIIOTHI, MMEIOIINE WHACKCH THAPO(GOOHOCTH 12, SIBIIIOTCS 3aMe-
MIEHHBIMU. [ HAPOPHUIBPHOCTS AMHHOKHCIIOT TaKXKe MOKET OBITh MCIOIB30BaHa ISl BEISIBICHHS 3aMEH, KOTOPBIE
MOTJTI OBl TIPUBECTH K OeKaM, COXPaHSIONMM OHOJIOTHYECKYIO (yHKIUIO. PaccMoTpeHue ruapoduIbHOCTH
AMHUHOKHUCIIOT B KOHTEKCTE TENTHAA TO3BOJISET PACCUUTHIBATH HAMOOIBIIYIO JIOKAEHYIO CPEIHIO THAPO(UITE-
HOCTB ATOTO IENTH[A, TOJe3HOE U3MEPEHUE, KOTOPOE, KaK COOOIIACTCs, XOPOIIO KOPPEIUPYET ¢ aHTUTCHHO-
CThI0 1 UMMYHOTeHHOCTBIO. [laTenT CIIIA Ne 4554101, BKIIOUEHHBIH B TaHHBIA TOKYMEHT HOCPEACTBOM CChLI-
KU B MMOJTHOM 00BbeMe. 3aMeHa aMHHOKHCIIOT, IMEIOIIMX MOJOOHBIC 3HAYCHUS TUAPO(PHIBHOCTH, MOXKET IPHUBEC-
TH K TCNTUAAM, COXPAHSIOIIUM OHWOJIOTHYCCKYH) aKTHBHOCTH, HANPHMEP, UMMYHOTEHHOCTh, KaK H3BECTHO B
JAHHOM 00JacTH TEXHUKH. 3aMEHBI MOTYT OBITH BBIIIOJIHEHBI aMHHOKHCIIOTaMH, UMEIOIIMMH 3HAYCHUS THAPO-
¢bupHOCTH B Tipeieniax 2 OTHOCUTENBHO APYT Apyra. Kak Ha uHAekc ruapodoOHOCTH, TaK U HA 3HAYCHUC TUJI-
porIEHOCTH aMHHOKHUCIIOT BIUSET ONpeeiIeHHas: O0KOBAas Eb 3TOM aMHUHOKHCIOTH. B COOTBETCTBHH € 3THM
HaOJIOIEHUEM CIIeIyeT TMOHMMAaTh, YTO AMHUHOKHCIOTHBIE 3aMEHBI, KOTOPhIE COBMECTUMBI C OHMOJIOTHYECKON
(yHKIMEH, 3aBUCAT OT OTHOCHUTEIBHOTO CXOJCTBa AMHHOKHCIIOT, 1 OCOOCHHO OOKOBBIX IETIeN 3THX aMHHOKIIC-
JIOT, 110 JAHHBIM HCCIIEAOBaHUS THAPOGOOHOCTH, THAPOPIIFHOCTH, 3apsaa, pa3Mepa 1 APYTHX CBOUCTB.

BapuaHT MOXeT mpeAcTaBIATh cO00H HYKIICOTHAHYIO TIOCIE0BATENIFHOCTE, KOTOPAsi, 10 CYTH, HICHTHIHA
1o Bcell [uInHe BCcel TOCIeN0BaTeNIFHOCTH TeHa WK ero (pparmenta. HykiaeoTuaHas mocienoBaTeIbHOCTh MO-
xet ObITh Ha 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98%, 99% unmm 100% upeHTHYHA 10 BCell [UIMHE MOCIIEA0BAaTEILHOCTH TeHa Win ero (parMeHTa. Bapuant
MOJKET TMPEICTABIIATH COOONW aMHUHOKUCIIOTHYIO TOCIIEIO0BATEILHOCTh, KOTOpAas MO CYTH HACHTUYHA O BCeH
JUTMHE aMUHOKHCJIOTHOH ITOCIICA0BATEILHOCTH WK €€ (PparMeHTa.

AMUHOKHCIIOTHAST IOCIEA0BATEILHOCTL MOKET ObITH Ha 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% unu 100% uaeHTHYHA 10 BCEH JIMHE aMU-
HOKHCJIOTHOH ITOCIIEIOBAaTEIFHOCTH WK €€ (pparmenra.

"BekTop", mpy MCIIOIL30BAaHUH IO TEKCTY JAHHOTO JOKYMEHTa, 03Ha4YaeT HYKJICOTHIHYIO TIOCTIEeI0BATEb-
HOCTB, COJIEPIKAITYI0 TOUKY Hadala pPelUIMKanud. BeKTop MOXeT MpeacTaBiIATs co00il BUPYCHBIN BEKTOp, Oak-
Teprodar, ICKYCCTBEHHYIO XPOMOCOMY OaKTEepHil MM MCKYCCTBEHHYIO XPOMOCOMY ApOXoKed. Bekrop moxker
npenctaBiaaTh coboit Bexktop JJHK mmm PHK. Bextop MokeT mpemcTaBisiTh co00¥ CaMOpEIUTAIIAPYIOMIUHACS
BHEXPOMOCOMHBIH BEKTOP W MPEINOYTHTEIBEHO MpeacTaBiseT codor mrasmuny JAHK. JlaHHEIN BEeKTOp MOXKET
COJIEPKATh WIIK BKJIFOYATh OJHY WIIH 00JIee TeTePOIOTHYHBIX HYKJICOTHIHBIX OCIEI0BATEIEHOCTEH.

2. BakuuHa.

Hacrosiee n3o0pereHre HapaBICHO Ha CO3JAaHMC BAKIUHBI NPOTHB paka. JJaHHAs BaKIIMHA MOXET CO-
JiepKaTh OJMH WK OOJiee PaKOBBIX aHTUTCHOB. BakinHa MOXKET MpenoTBpamaTh pa3BUTHE OMyXOJH. BakiuHa
MOJKET YMEHBIIIATh PA3BUTHE OMYXOJIM. BakIiiHa MOXeT NMpeoTBPalaTh METACTa3HPOBAHUE OMYXOJIEBBIX KJie-
TOK. B 3aBHCHMMOCTH OT pakOBOI'O aHTHUTEHA BAaKIIMHA MOXKET OBITh HalpaBlieHa Ha JICUECHHE paka MeueHH, paka
MpeICTAaTeIFHON JKeIe3bl, METaHOMBI, paka KPOBH, paka TOJIOBHI W IIIEH, TTTHOOIACTOMBI, PEIHIUBUPYIOIIETO
pecnrpaTopHOTo MaMMIOMaTO3a, paka aHAJIFHOTO KaHajla, paKka MeWKH MaTKH U paka Mo3ra.

[TepBeIM marom B pa3paboTke BaKIMHBI SBISIETCS pacliO3HaBaHUE PAKOBOTO aHTHUTE€HA, KOTOPBIA HE pacro-
3HaeTCI IMMYHHOM CHCTEMOU M TPEACTaBIIECT COO0H ayToaHTHreH. PacTioO3HAHHBIN PaKOBBI aHTUTCH MEHSETCS
C ayTOAHTUTCHA HA YYXKCPOJIHBIA aHTUICH C [ENBI0 PACIO3HABAHUS UMMYHHOU CHCTeMOU. PekoHCTpyHpoBaHue
HYKJICOTHUTHOW ¥ aMHHOKHUCIIOTHOH TOCIICAOBATEIFHOCTH PEKOMOMHAHTHOTO PAKOBOTO aHTUTEHA C ayTOAHTHUTE-
Ha Ha 9YXXKCPOJHBIN aHTUTEH HApyIIaeT TOJICPAHTHOCTh AHTUTCHA C IMIOMOIIBI0 HMMYHHOUW CHCTeMBL. [l TOro
YTOOBI HAPYIIUTH TOJCPAHTHOCTh, K PAKOBOMY aHTHI'CHY MOXET OBITh IPUMEHEHO HECKOJIBKO CPEACTB PEKOHCT-
PYHMPOBaHUs, KaK OIIMCAHO HIDKE.

PekoMOVHAHTHBIA PaKOBBIA aHTUTCH BAaKIMHBI HE PACIIO3HACTCS KaK ayTOAHTUICH, TEM CaMbIM HapyIlas
TOJIEpAaHTHOCTh. HapyiieHue TonepaHTHOCTH CIIOCOOHO MHIYIMPOBATh aHTUTCH-CIIEUPUIeCKUi T-KIeTOUHBIN
W/WIIA MHTEHCUBHBIN T'yMOpANbHBI WMMYHHBIE OTBETHI, TEM CaMbIM HHAYLHUPYS WIN BBI3BIBas AIMMYHHBIA OT-
BET, KOTOPHI HANpaBJICH HA pak WM OIyXOJIb WM pearupyeT Ha HUX JKCIpeccHeil aHTWTeHa. B HEKOTOpHIX
BapHaHTaX pean3aliyd W300pETeHUS WHAYIMPOBAHHBINA MM BBI3BAHHBIH MMMYHHBIH OTBET MOXXET IpPEICTaB-
JISITH COOOM KJIETOYHBIHM, TYMOPAJIbHBIA MM KaK KJIETOYHBIN, TaK M TYMOPAJIbHBI KIMMYHHBIE OTBETHL. B HEKOTO-
PBIX BapHaHTaX peajn3alid W300peTeHUs WHAYLIUPOBAHHBIM WM BBI3BAaHHBIN KICTOYHBIH MMMYHHBIH OTBET
MOXKET BKJIIOYATh MHIYKIHIO WK cekpennto ramma-uatepdepona (IFN-y) w/mimm dakropa Hekpo3a omyxolei
anpda (TNF-a). B npyrux BapuaHTax peaqn3anuyd W300peTeHUs] WHAYIMPOBAHHBIN WIIH BHI3BAHHBIA HMMYHHBIH
OTBET MOKET YMEHBIIIATh WM MHTHOUPOBATH OAWH WK Oosiee (haKTOPOB CYNPEecCHH HMMYHHOTO OTBETa, KOTO-
phIe CTUMYIHPYIOT Pa3BHTHC OIYXOJIM HIIM Paka, dKCIPECCHPYS aHTHUICH, HalpUMep, 0¢3 OTpaHUYCHUS HMH,
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(akropsl, monasisromue mpesenrarpo MHC, hakTopsl, aKTHBUPYIOIINE aHTUTCH-CIICIIUPHYSCKUE PETYISATOP-
uele T-xretku (Tregs), PD-L1, FasL, nuroxunsl, Takue kak [L-10 u TFG-B, acconnupoBaHHBIE C OITyXOJBIO
Makpo(aru, acCOIMUPOBAHHEBIC C OMYXOJbI0 (GUOPOOIACTHI, pACTBOPUMEBIC (DAKTOPBI, TPOIYIUPYEMBIC HMMYH-
HBIMU KJeTKaMu-cynpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 1 MoaeKynbl MMMYHHBIX KOHTPOJIBHBIX TOUEK.

B KOHKpeTHOM BapHaHTe pean3aliy H300peTCHHS BaKIITHA MOXET OMOCPEI0BATh KIMPEHC WIIH MPEHoT-
BpaIaTh pa3BUTHE OIYXOJIEBBIX KIETOK ITOCPEACTBOM MHIYKIMH (1) TyMOpaIbHOTO MMMYHHUTETA 32 CUET OTBE-
TOB B-KJI€TOK ¢ moirydeHreM aHTUTEN, KOTOphIe OJOKUPYIOT 00pa30oBaHNEe MOHOIIUTAPHOTO XEMOATTPAKTaHTHO-
ro Oenka-1 (MCP-1), TeM caMbIM 3aMeIsisi CYIPECCOPHBIE KISTKH MHUeTOUIHOTO TiporcxoxacHus (MDSC) u
TIO/IABIIAS PA3BUTHE ONMYXOJH; (2) yBeIMUCHHs IUTOTOKCcHUeckuX T-mumdornuTos, Takux kak CD8' (CTL), uto-
OBI aTakoBaTh M yOWBAThH OITyXOJIEBBIE KJIETKH; (3) YBEIMUCHHUS OTBETOB KJIETOK T-XenmepoB; (4) U yBeIHMUEHUS
BocnanuTedbHbIX peakiuit 3a cueT IFN-y u TFN-o, uiau npeanouTuTenbHO BCEro U3 yKa3aHHOTO Bbie. Bakiu-
Ha MOXET yBEIUYUBATh 030MyX0JIeBYIO BhDKUBaecMOocCTh Ha 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%,
39%, 40%, 41%, 42%, 43%, 44% u 45%. BakiiiHa MOKET YMEHBIIATh OMyXoyieBoe oopa3zoBanue 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% u 60% mnocine uMMyHH3auuu. BakinHa MOXeT npeaoTBpa-
IaTh ¥ OJOKHPOBATh YBEIMYCHHUE MOHOIIMTAPHOTO XeMoarTpakTanTHoro Oemka 1 (MCP-1), murtokuHa, cexpe-
TUPYEMOTO CYIPECCOPHBIMY KJIETKAMU MHUEJIOUIHOTO IPOUCXOKICHHS. BaKkInHa MOXET YBEIIMYUBATh OITyXOJIc-
BYIO BeDKHBaeMocTh 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% u 60%.

Baknyna MOXXeT yBeIWIHBATh KICTOUYHBIH MMMYHHBIH OTBET y CyOBEKTa, KOTOPOMY BBOIST BaKIUHY, 10
oT okoJio 50-kpatHOTO 10 0K0JI0 6000-KpaTHOTO, OT 0KOJIO 50-KpaTHOTO 10 0KOJ0 5500-KpaTHOTO, OT OKOJIO 50-
KpaTHOTro 10 okoyio 5000-kpaTtHOTO, OT OKOJI0 S0-KpaTHOTO M0 0KOJIO 4500-KpaTHOTO, OT OKOJIo 100-KpaTHOTO
1o okoiio 6000-kpaTHOTO, OT 0KOJIO 150-KpaTHOTO M0 OKOJO 6000-KpaTHOTO, OT OKOJI0 200-KpaTHOTO J0 OKOJIO
6000-kpaTHOTrO, OT OKOJNIO 250-KpaTHOrOo A0 6000-kpaTHOro MM OT okojo 300-kpatHOro a0 okojo 6000-
KpPaTHOTO pa3Mepa MO CPAaBHEHUIO C KIICTOYHBIM UMMYHHBIM OTBETOM y CYOBEKTa, KOTOPOMY HE BBOJST BAKIIH-
Hy. B HEKOTOpBIX BapHaHTax peajn3alud U300pETCHUs BAKIIMHA MOXET YBEIMYHBATH KICTOUYHBIH WMMYHHBIN
OTBET y CyOBeKTa, KOTOPOMY BBOJAST BaKIIMHY, Mo4TH B okoyro 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 umu 6000 pa3 1Mo cpaBHEHHUIO C KJIETOYHBIM UMMYHHBIM OTBETOM Yy CyOBEKTa, KOTOPOMY HE
BBOJIAIT BaKIMHY.

Bakmiaa MosxeT noBeImath ypoBHu ramma-uaTepdepona (IFN-y) ¥V cyobekTa, KOTOpOMy BBOAAT BaKLIKHY,
1o oT okoyio 50-kpatHOTO 70 OKOJI0 6000-KpaTHOTO, OT OKOJIO 50-KpaTtHOrO A0 5500-KpaTHOTO, OT OKOJIO 50-
KpaTHOro 10 okoyio 5000-kpatHOTO, OT OKOJIO S0-KpaTHOTO M0 OKOJIO 4500-KpaTHOTO, OT OKOJo 100-KpaTHOTO
1o okoiio 6000-kpaTHOTO, OT 0KOJIO 150-KpaTHOTO M0 OKOJO 6000-KpaTHOTO, OT OKOJI0 200-KpaTHOTO A0 OKOJIO
6000-kpaTHOrO, OT OKOJIO 250-KpaTHOTrO A0 0KO0JIO 6000-KpaTHOrO MK OT oKoJI0 300-KpaTHOTO A0 0KOJIO 6000-
KpaTHOT'O pasMepa 1o cpaBHEHHUIO ¢ ypoBHsMHE [FN-y V cyObekTa, KOTOpOMY He BBOIST BaKIMHY. B HEKOTOPHIX
BapHaHTaX pean3aliy H300peTeHHS BaKIIMHA MOXKET yBenuunBath ypoBHHU IFN-y V cyObekTa, KOTOpOMY BBO-
JISIT BaKLMHY, mouTH B okoso 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 umu 6000 pa3
1o cpaBHeHUIO ¢ ypoBHIMH [FN-y ¥V cy0bekTa, KOTOpOMY HE BBOJST BaKITUHY.

Baknuna moxet mpencraBisate codoit [IHK-pakuny. JJHK-pakiuaer packpbitel B mateHTax CIIA NoNe
5593972, 5739118, 5817637, 5830876, 5962428, 5,981,505, 5580859, 5703055 u 5676594, xoTopble BKIIOYEHEI
B JIaHHBIM JOKYMEHT IOCPEJCTBOM CCBUIKH B MOJHOM oObeMe. JIHK-BakmmHa MOXET NOMOJHUTENBHO COIEp-
JKaTh AIIEMEHTHI WM PEareHThl, KOTOPhIe MHTHOUPYIOT €€ OT HHTETPAI[ii B XPOMOCOMY.

Baxkimna mosxet npencraBisaTh coboit PHK omHoro mim 6ostee pakoBeix anturenoB. PHK-Bakimaa MosxeT
OBITH BBEJICHA B KIECTKY.

Baknyna MoeT TpeAcTaBIsATh CO00H OCMabICHHYIO KHUBYIO BAKIMHY, BAaKIUHY C HCIIOJIE30BaHHEM pe-
KOMOWHAHTHBIX BEKTOPOB UIA TOCTaBKH aHTWUTEHA, CYOBEIMHWYHBIC BAKIIMHBI M BAaKIWHBI TIHKOIPOTEHHOB,
Harpumep, 0e3 orpaHHYEeHUs] UIMH, BaKIMHBI, onrcaHablie B nateHTax CIIIA NeNe: 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, xotopsie
BKITIOYCHBI B JAHHBIN JJOKYMEHT ITOCPEICTBOM CCBUIKH.

BakiuHa 1o 1aHHOMY H300PETEHHIO MOXKET 00JIaaTh HEOOXOIUMBIMH XapaKTePUCTHKAMHU 3(PPEKTUBHBIX
BaKIIMH, TAKUMHU Kak 0e30MacHOCTh, TAKUM 00pa3oM, 4TOOBI BaKIIMHA KaK TaKOBas HE BbI3BIBala 3a00JieBaHME
WIIA CMEPTh; 3aIlUTa OT 3a00JIeBaHMS;, MHAYKINSA HEHTPaTU3yIOWIETO aHTUTENa; HHAYKINS 3allIUTHBIX OTBETOB
T-k1eTok; a Takke oOecriedeHne BO3MOXHOCTH IPOCTOTH BBEICHHS, HE3HAUNTEIFHOE KOJIMYECTBO MOOOYHBIX
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3¢ dekToB, OHoNornYeckas CTabMILHOCTh M HU3Kasi CTOMMOCTD J03bl. BakliHa MOXKET BBIMOJIHATH HEKOTOPHIC
WK BCE U3 ITHX (YHKIUH 32 CYET COACpIKaHUS PAKOBOTO aHTUTEHA, OIMCAHHOTO HIXKE.

Kak 6osree mogpoOHO OIMMCaHO HIDKE, BAaKIIMHA MOXKET JOMOJHUTEIBHO COAePKATh OAWH Win Oojiee MHTH-
O6uTopoB OmHOI WM OoJiee MOJEKYI MMMYHHBIX KOHTPOJIBHBIX TOUEK (TO €CThb WHTHOMTOP MMMYHHOH KOH-
TPOJBHOW TOYKN). MoKyl MMMYHHBIX KOHTPOJIBHBIX TOUEK ONHMCAHBI HIDKE Oonee moapoOHo. J{aHHBIH HHTH-
OMTOpP MMMYHHOW KOHTPOJBHON TOYKH MPEJCTABISIET COOO0H JI0OYI0 HYKIIEHHOBYIO KHCIIOTY WIIH OEIIOK, KOTO-
PBII TIPEIOTBPAIIACT CYIMPECCHIO JTIOOOT0 KOMIIOHEHTa B HMMMYHHOM CHUCTeMe, Hampumep, npeserranuto MHC,
npe3eHTanuio u/uiu nuddepeHIupoBKy T-KIETOK, Mpe3eHTanuio u/uin muddepeHIupoBky B-kieTok, modoro
IMUTOKWHA, XEMOKHHA WJIA CHTHAIU3AIMIO0 U1 Tpoaudepanuu u/umi nudGepeHIIMPOBKH UMMYHHBIX KIIETOK.
Kak Taxoke 6ojee moapoOHO OMHMCAHO HUXKE, BAKIIMHY MOKHO JOMOTHUTEIIEHO KOMOMHHPOBATH C AHTUTEIAMH K
MHTHOUTOpaM KOHTPOJIBHBIX TOYEK, TakMMHU Kak PD-1 u PDL-1, st yBenuueHHs1 CTUMYJISIIMK KaK KJIETOYHOTO,
TaKk U TyMOpPaldbHOTO MMMYHHBIX 0TBeTOB. Mcnonb3oBanue anturen x PD-1 unu PDL-1 npenorspamaer PD-1
wm PDL-1 ot cynpeccun otBeToB T-kieTok n/mmu B-kieTok.

PaxoBblit aHTHTEH.

JlanHas BaKIIMHA MOYKET COJIEPKaTh OJUH MU 00Jiee paKOBBIX aHTUT'CHOB. JIaHHBIA PAKOBBIM aHTUTEH MO-
JKET MPEJCTAaBIATh CO00I HYKICOTHIHYIO MOCIEI0BATENEHOCTh, AMHHOKHICIOTHYIO ITOCTIEIOBATEIBHOCTD WIIH UX
koMOuHanmoo. HykieoTnaHas mocnenoBaTeIbHOCTh MoXeT npenactasiath codoit JIHK, PHK, k/IHK, ux Bapu-
aHT, X (parMeHT WM UX KoMOuHamwo. HykneoTnaHas mociie1oBaTeIbHOCTh MOYKET TakKe COepKaTh JOTIOJ-
HHUTEJBHBIC MOCIEI0BATEIHHOCTH, KOAUPYIOINE MOCIEI0BATEIEHOCTH JIMHKEpA U METKH, KOTOPHIE COCIIMHE-
HBI C PAaKOBBIM aHTHI'C€HOM IMENTHIHON CBA3bI0. AMHHOKHCIIOTHASI TOCIIEIOBATEIFHOCT MOXKET IPEACTaBIATH
co0oii OeIoK, MEeNTHI, UX BapUAHT, X (PParMeHT WIH UX KOMOMHAIUIO. PakoBbIi aHTHICH MOXKET NPEACTaBIATh
c000¥ peKOMOWHAHTHBIH PAKOBBIA AaHTUTCH.

OmHEUM U3 cIT0COO0B KOHCTPYUPOBAHUS HYKICHHOBOM KUCIOTHI M €€ KOAMPOBAHHONW aMHUHOKHCIIOTHOM 110-
CJIEZIOBATEIIFHOCTH PEKOMOMHAHTHOTO PAaKOBOTO AHTHICHA SIBJISICTCS BBEACHUC MYTAIUi, KOTOPBIC H3MCHSIOT
OTpeJieNIeHHbIe AMUHOKUCIIOTHI BO BCEH aMUHOKHUCIOTHON MOCIEA0BAaTEIbHOCTH HATUBHOTO PAKOBOT'O aHTUTEHA.
Benenne myTanunii n3MEHsIET paKOBBIH aHTUTCH HE HACTOJIBKO, YTOOBI €r0 HeJb3sl OBLIO YHHBEPCAIBHO IpUMe-
HATHh K MJICKOITUTAIOIINM, TIPEAMOYTHTEIBHO K YeJIOBEKY WIH cobake, HO M3MEHSAET ero JOCTaTOYHO, YTOOHI MO-
JYYHUBIIAsCS B pe3yJabTaTe aMHUHOKHCIIOTHAS IOCIIEOBAaTEIbHOCTh Hapyliajia TOJEPAHTHOCTh HIIM CUUTAJIAChH
YyXEPOTHBIM aHTUTEHOM ISl CO3JaHUA MMMYHHOTO OoTBeTa. JIpyroi crmocod MOKeT MpencTaBIIsATh cOO0H co3-
JaHWE KOHCEHCYCHOTO PEKOMOMHAHTHOTO PAaKOBOTO aHTHUT€HA, KOTOPHIHA 001agaeT mo MeHsIei Mepe ot 85% 1o
99% WACHTUYHOCTHI0O AMHHOKHCIOTHON TTOCIIEAOBATEIFHOCTH OTHOCHTEIHFHO €T0 COOTBETCTBYIOIIETO HATHBHO-
0 PaKOBOI'O aHTUTECHA; NPEANOUYTUTENLHO - MO0 MeHbIIe mepe oT 90% 1m0 98% HIEeHTUYHOCTHIO MOCINIENOBA-
TENBHOCTH; 00Jiee MPEIIOYTHTENILHO - M0 MEHbIIeH Mepe oT 93% mo 98% HIEHTHYHOCTBIO MOCIICIOBATEIBHO-
CTH; WIH eIIe 0oJiee MPeANOYTHTEIHHO - M0 MEHbIIeH Mepe oT 95% o 98% MACHTHYHOCTHIO OCIIC0BATEIFHO-
cTH. B HEKOTOpBIX cCitydasx peKOMOWHAHTHBIH paKOBBIH aHTHI'eH obOnamaer 95%, 96%, 97%, 98% wumm 99%
UIGHTUYHOCTBI0 aMUHOKUCIOTHON MOCNEN0BATENIBHOCTH OTHOCHUTENIBHO €r0 COOTBETCTBYIOLIETO HATUBHOIO
PaKOBOTO aHTHTcHA. [[aHHBIM HATUBHBIN PAKOBBIH aHTHICH MPEICTABIICT COOOH aHTHTCH, KOTOPHIH, KaK IpaBu-
JI0, ACCOIIMUPYETCS C ONMPEICTCHHBIM BAIOM paka MIIM paKOBOH OITyXOJH. B 3aBUCMMOCTH OT paKOBOTO aHTHI'CHA
KOHCEHCYCHasl IIOCJIeI0BAaTEIFHOCTh PAKOBOTO aHTHT'€HA MOKET IIPUCYTCTBOBATH Yy MIICKOTIMTAIOIINX WM B IIpe-
Jienax MOATHIIOB BHJA, WIIM B BUPYCHBIX IITaMMaX MM cepoTHrax. HexoToprie pakoBbIe aHTUTEHBI HE CHIIBHO
OTIMYAIOTCS OT AaMHHOKHCIIOTHOM TOCIIE0BAaTEIFHOCTH AUKOTO THIIA PaKOBOTO aHTHTeHa. HekoToprle pakoBbIe
AQHTHTCHBI MMEIOT HYKJICOTHIHBIC/aMHHOKHCIOTHBIE TOCIEI0BATEIFHOCTH, KOTOPhIE HACTONBKO PAaCXOAATCS Y
Pa3HBIX BUJOB, YTO HEJb3s MOJYUYUTh KOHCEHCYCHYIO MOCIEA0BATEIbHOCTh. B 3THX cllydasx moiay4yaroT peKoM-
OWHAHTHEI PAaKOBBIN aHTUTEH, KOTOPBIA OYAET HAPYIIATh TOJCPAHTHOCTh U CO3/1aBaTh HIMMYHHBIH OTBET, TAKOH
AQHTUTEH, KOTOPBI UMeeT 1o MeHbIeld Mepe oT 85% 10 99% MAEHTUYHOCTH aMUHOKUCIIOTHON MOCeI0BaTeNb-
HOCTH OTHOCHUTEJIHHO €r0 COOTBETCTBYIOIIETO0 HATUBHOTO PAKOBOTO aHTUT€HA; NPEANOYTUTEIBHO - TI0 MEHbIIEH
mepe oT 90% 10 98% HMOCHTHYHOCTH TOCIIEI0BAaTEILHOCTH; OoJiee MPEAIIOYTUTENHHO - 10 MEHBILIEH Mepe OT
93% 1o 98% WAEHTHYHOCTH IOCIEAOBATEILHOCTH; WM elie 0oJiee MPeANOYTUTEIHHO - 110 MEHBIIEH Mepe OT
95% 1o 98% MIEHTHIHOCTH TOCIIEAOBATEIFHOCTH. B HEKOTOPHIX CiTydasx peKOMOMHAHTHBIA PaKOBBIM aHTHUTEH
oonagaet 95%, 96%, 97%, 98% wuan 99% UACHTUYHOCTBIO aMHHOKHCIIOTHOHM ITOCIIEIOBATEILHOCTH OTHOCH-
TEJIBHO €T0 COOTBETCTBYIOIIETO HATUBHOT'O PAKOBOTO AHTHTCHA. YKa3aHHBIE BBIIIE MOIXOABI MOTYT OBITH 00Be-
JTUHEHBI TAKIM 00pa3oM, 9TOOBI KOHEYHBIH PEKOMOWHAHTHBIA PAaKOBBIN aHTHTCH UMEN MIPOIIEHTHOE CXOICTBO C
AMHUHOKHCIIOTHOM TOCTIEIOBATEIFHOCTHIO HATHBHOTO PAKOBOTO AaHTUT'eHA, KaK OTMCAHO BBIIIE.

PakoBBIM aHTUTEHOM MOXET OBITh OJIMH WM OOJiee U3 CISAYIONIUX aHTUTeHOB: Tupo3uHasa (Tyr), Tupo3n-
Ha3za-3aBucuMbIid O6enok 1 (TYRP1), Tuposunaza-3aBucumerii 6enok 2 (TYRP2), accormupoBaHHEIi ¢ MenaHO-
Moii anTrreH 4 (MAGEA4), aMUHOKHCIIOTHAS TTOCIIEIOBATEIEHOCTh TOPMOHA, BEICBOOOKIAIOIIECTO TOPMOH POC-
ta (GHRH), amuHokuciotHas nocienosarenbHocTh anturena MART-1/melan-A (MART-1/Melan-A), pakoBo-
TecTUKYJIsIipHbIA aHTureH (NY-ESO-1), pakoBo-tectukynsapusiii anturen II (NY-ESO-1) u PRAME. Baknuna
MOXKET TpeacTaBiATh coboit JJHK-BakiuHy, comepiKaliyro MOJUHYKICOTHAHBIC MOCICAOBATCIBHOCTH, KOJIH-
pyrouue tuposunazy (Tyr), Tuposmnaza-3aBucumebiii 0emok 1 (TYRP1), Tupo3unHaza-3aBUCHMEIN Oemok 2
(TYRP2), accommmpoBanubiii ¢ Mmenanomorr antured 4 (MAGEA4), aMHHOKHCIIOTHYIO TIOCITIEI0BATEIHHOCTh
TOpMOHa, BbICBOOOXKHaromero ropmoH pocta (GHRH), aMHHOKHCIOTHYIO TOCJIEIOBAaTEILHOCTh aHTUTCHA
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MART-1/melan-A  (MART-1/Melan-A),  pakoBo-tectukyisipubiii  anturen  (NY-ESO-1),  pakoBo-
tectukyysipHbId anTureH 11 (NY-ESO-1), PRAME, BupycHBIN aHTHTEH WM MX KOMOWHanuu. BupycHslit aHTH-
TeH MOJXET MPEICTaBIATh CO00W OMUH WK OoJiee aHTUTEHOB U3 CIEAYIOIINX BHPYCOB: BHpYC remarura B (Ha-
TIpUMep, KOPOBEIH O€JIOK M TTOBEPXHOCTHBIN 0ellok), Bupyc rematuta C (HampuMep, HeCTPYKTYpHBIN Oestok (NS)
34A (NS34A), NS5A, NS5B, NS4B), a takxe Bupyc nanwiioMsl 9enoseka (HPV) 6, HPV 11, HPV 16 u HPV
18.

(1) Tuposunasa (Tyr).

BakimHa 1o maHHOMY H300pETEHHIO0 MOXKET COep aTh PaKoBBIH aHTHUTeH Tupo3uHasa (Tyr), ee pparmMeHT
WM ee BapHaHT. THpOo3KHa3a MpeacTaBisieT coboi Meabcoaepkamui GpepMeHT, o0aaromuil KaTanuTHYeCKOH
AKTHBHOCTBIO THPO3UHrHIpoKkcHia3bl u JJODA-okcniaspl, KOTOpbIE MOTYT OBITH MONYyYEHBI U3 MUKPOOPTaHU3-
MOB M TKaHEW pacTeHWi M )KUBOTHHIX. B wacTHOCTH, THpO3MHA3a KaTalU3UpyeT 00pa3oBaHUE MEJIAaHWHA U APY-
THX IUTMEHTOB ITOCPEJCTBOM OKHCIIECHHS (DEHOJIOB, TAKMX KakK THpo3uH. Mytanuu B reHe TYR npuBoasT K ria-
30K0KHOMY aJbOMHN3MY y MJIEKONUTAIOUINX, a HEMaToJOrn4eckuii moaumopdusM B rene TYR crmocobcrByer
M3MEHEHHIO TIMTMEHTAIN KOXKH.

Kpowme Toro, mpu pake WM OIyXOJISAX, TAKHX KaK METaHOMa, THPO3WHA3a MOXKET CTaTh HEPEryIHPYeMOH,
YTO MPHUBOAMT K MOBBIICHHOMY CHHTe3y MelaHnHA. COOTBETCTBEHHO, TUPO3MHA3a MOXKET MPEICTABIATE COOO0M
PaKOBBI aHTUTEH, aCCOIMUPOBAHHBIN ¢ METAHOMOW. Y CYOBEKTOB, CTPAJAIONINX MEITAaHOMOM, THPO3UHA3a MO-
JKET SBIATHCS MHUIICHBIO IUTOTOKCHYECKOTO T-KJIeTO4HOTO pacmo3HaBaHusA. TeM HEe MeHee, B HEKOTOPBIX CITy-
YasX IMMYHHBIA OTBET Ha paK WIHA OMYyXOJb (B TOM YHCJIe METaHOMY) MOKET OBITh MOAABIICH, IPUBOJS K MUK-
pocpenie, KOTopas HOIEpKUBacT 00Opa3oBaHKUE ¥/WMIIN Pa3sBUTHE OITyXOJH W, CIEJOBAaTEIBLHO, Pa3BUTHE 3a00JIe-
BaHUS.

Cymnpeccrss IMMYHHOTO OTBETa MOXKET OBITh 00JIETUEHA C ITOMOIIBIO CYITPECCOPHBIX KJICTOK MHEIOMTHOTO
npoucxoxaenus (MDSC), koTopsle TpencTaBiIsioT cO00i CMEIIaHHYIO MOMYJISIIUI0 HE3peNbIX Makpodaros,
TPaHyJIOLUTOB, ACHIPUTHBIX KJIETOK M MHUEJIOMIHBIX KJIETOK. MUEIOuAHbIC KIETKH MOTYT IPEICTABIATh COO0H
TETEPOTEHHYIO MOMYJISIINI0 MUETIOUIHBIX KIICTOK-TIPEIIECTBCHHUKOB M HE3pebIX MUeTouIHbIX kieTok (IMC).
Mapxkepst MDSC moryT Bmodath skcnpeccnio Gr-1 u CD11b (o ects k1etok Gr-1"n CD11b").

Hupkymsaus MDSC MOXeT yBEIHMUNBATHCS B CBS3HM C XPOHUUECKON MH(EKINEH, a YBEIMUEHUE TIOIMYJIIs-
muit MDSC MokeT OBITh CBSI3aHO C ayTOMMMYHHOH peakiiedl W BochajeHHeM. B YacTHOCTH, yBeIWMUeHHUE
MDSC (wmm Halm9ue B OIMyXOJICBOW HMITM PAKOBOW TKaHW) MOXKET CIIOCOOCTBOBATH PA3BUTHIO OMYXOJH M yC-
KOJIb3aHUIO OT UMMYHHOTO JIETEKTHUPOBAHWS W/WIU PETYISIINH, U, TakuM odpazoM, MDSC MoryTt BiHsTH Ha
WMMYHHBIC OTBETHI Ha TIPOTHBOPAKOBBIE BAKIIHHEL.

MDSC moxHO perynupoBath ¢ rmoMouipio Perynsropa curnanusannu G-6enka 2 (Rgs2), n Rgs2 moxer
CHIIBHO 3KcrpeccupoBaTtbes B MDSC, nonyueHHbIX U3 omyxoieil. Rgs2 Taxke MOXKET MIMPOKO AKCIPECCHPO-
BaTbCsl B pPAa3MUYHBIX KJIETKaX, HalpuMep, MHUeNouaHbIX Kietkax. MDSC, mnoxydeHHble U3 MBbIIIEH-
OITyXOJICHOCUTENICH, MOTYT (DYHKIIMOHUPOBATh WHade, yeM MDSC, moirydeHHbIC U3 MBIIICH, KOTOPBIC HE SBIIS-
I0TCs oIyXoJieHocuTeNsiMU. OJTHAM M3 TaKUX Pa3Induil MOXKET OBITh peryssiuust oopazoBanus xemokuna MCP-1,
KOTOPEIH cekpeTupyetcs ¢ momompio MDSC. MCP-1 MokeT ciocoOCTBOBaTh MHUTPAITHH KJICTOK 32 CUCT CHTHA-
mu3anuu yepe3 CCR2, compsokennstit ¢ G-6enkom pernentop (GPCR), oOHapyeHHBI HA MOHOIIUTAaX, YHAOTE-
TMHaIBHBIX KIeTKax U T-kierkax. CoorBeTcTBeHHO, MCP-1 MOXeT MpHUBECTH K MUTPAIlH SHAOTEIHAIBHBIX KIle-
TOK, TEM CaMbIM CIIOCOOCTBYSI Backyisipuzamuu. biokuposanne MCP-1 ¢ moMonipio HEHTPATU3YIONTNX aHTHUTE
MOJKET WHTHOMPOBATH AHTHOTEHE3 M, TAKUM 00pa3oM, MOXKET NMPHUBOIUTH K CHIDKCHHIO METACTa3 OMyXOIH U
YBEIMUYEHUIO BBDKUBaeMOCTH. TakuM oO0pazoM, MCP-1 MOXHO cUnTaTh aHTHOTeHHBIM (hakTopoM. [TomMmumo cek-
peumu MCP-1 MDSC moryT cekpeTupoBath (akTopbl pocTa, TEM CaMBIM JOIOJHUTEIBEHO CIIOCOOCTBYS pa3BH-
THUIO OITyXOJIH.

Amnturen Tyr cnocobeH MHIYIHMPOBaTh aHTUTEH-crenududecknii T-KIETOUHBIH W/MiIN UHTCHCUBHBIHA T'y-
MOpAJIbHBIl HIMMYHHBIC OTBETHI, TEM CAMBIM HHIYIIUPYS WIH BBI3BIBAS HMMYHHBIA OTBET, KOTOPBIA HApaBJICH
Ha paK WM OIyXOJIb MJIM pearupyeT Ha HUX DKCIIPECCHEH aHTUreHa. B HEKOTOPBIX BapHaHTax pean3anuyl H30-
OpeTeHHs] MHIyIMPOBAHHBIA WM BBI3BAHHBII IMMYHHBIH OTBET MOXKET IPEJCTABIATh COO0H KIETOUHBIH, I'yMO-
paNBHBIN N KakK KJIETOYHBIH, TaK M TYMOPAIbHBI UMMYHHBIC OTBETHl. B HEKOTOPHIX BapHaHTax pearu3alliy
n300peTeHNs] WHAYIMPOBAHHBIA WM BBI3BAHHBIN KJICTOYHBIH MMMYHHBIH OTBET MOXET BKJIIOYATh WHIYKIHIO
W cexpermio ramma-uaTepdepona (IFN-y) n/unu daxropa Hexposa omyxosneit ansgpa (TNF-a). B npyrux Ba-
pHaHTaxX pealu3aluy M300peTeHHs MHIYyIHPOBAHHBIN WM BBI3BAaHHBII MMMYHHBIH OTBET MOXXET YMEHBIIAThH
WM MHTHONPOBATh OJWH WM Oojiee (PaKTOPOB CYNPECCHH MMMYHHOTO OTBETA, KOTOPBIE CTUMYJIHPYIOT Pa3BH-
THE OIyXOJM WM paka, SKCOPECCHpys aHTUTEH, HampuMep, 0e3 OrpaHHdeHUs] UMH, (aKTOPHI, MOIABISIONINE
npeseHTanuio MHC, dakTopsl, akTHBUpYIONTHE aHTUTeH-ciennduaeckue perynstopuabie T-kinerkn (Tregs), PD-
L1, FasL, mutokunsl, Takue kak [L-10 u TFG-f, accormupoBaHHbIE ¢ OITyXO0JbI0 MaKpodaru, aCCOMNPOBAHHBIC
C OmyXoJibto (UOPOOIACTHI, PACTBOPUMBIC (PAKTOPHI, MPOAYIIPYEMbIE HMMYHHBIMH KJIETKAMH-CYIPECCOPaMH,
CTLA-4, PD-1, MDSC, MCP-1 u MONeKyJIbl HMMYHHBIX KOHTPOJIBHBIX TOYEK, YTO OoJiee TOAPOOHO OMUCAHO
HIDKE.

Kak rmokazaHno B JaHHOM JIOKyYMEHTe, aHTHTeH Tyr MHIYLHMpYeT aHTHIeH-criennpuueckuid T-KIeTOYHbBIH 1
WHTEHCUBHBIN T'yMOPaJbHBIH UMMYHHBIE OTBETHI IIPOTHB PAKOBBIX MIIM OITYXOJIEBBIX KJIETOK (HAIpHMeEp, KIETOK
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MenaHoMbl). B wactHoctn, anTiren Tyr sBiseTcCs BaKHOM MHIIEHBIO JJIs1 HMMYHO-OMIOCPEIOBAHHOTO KIMpEHca
MOCPENCTBOM MHAYKIUU (1) TyMOpanbHOTO MMMYHHUTETa 3a CUET OTBETOB B-KIETOK ¢ MOITy4eHUEM aHTHUTE,
KOTOpBI€ OJOKHPYIOT 00pa3oBaHWe MOHOIIMTAPHOTO XeMoarTpakTanTHoro Oenka-1 (MCP-1), Tem cambiM 3amen-
JISISL CYIPECCOpPHBIe KIETKN MuenonaHoro npoucxoxaeans (MDSC) u momaBiss pa3BuTHE OMYyX0mH; (2) yBemnu-
YeHMs IUTOTOKCHYecknX T-mumdpormtos, Takux kak CD8' (CTL), uroGbl aTakoBaTh U yOMBATH OMyXOJNEBbIE
KIeTKH; (3) yBeMUYEeHHS OTBETOB KIIETOK T-xenmepoB; (4) W yBETWYEHUS BOCHAIUTEIBHBIX pEakIuil 3a cUeT
IFN-y u TFN-0, nim npearnoyTuTenbHO BCETo M3 yKa3aHHOTO BhIIIe. TakuM o0pa3oM, 00ecrednBaeTcs 3aluT-
HBIA UMMYHHBIH OTBET Ha OHKOTEHE3 M Pa3BUTHE OITyXOJHU C MOMOIIBIO BaKIIMH, COAEpKAIMMX aHTureH Tyr (Ha-
npuMep, KOHCEHCYCHBIH aHTHTeH Tyr, KOTOPHIi Ooslee MOapOOHO OMHCAaH HIKE), B CBS3U C TEM, YTO STH BaKIIH-
HBI MPEIOTBPAIIAIOT CYMIPECCHI0 MMMYHHOTO OTBETa MOCPEICTBOM yMeHbIIeHus momyisuua MDSC, o6Hapy-
JKCHHOM B paKOBOM WIIH OITyXOJICBOW TKaHH, U OJOKHPOBAHUS BaCKYJISIPU3AI[UH PAKOBOH U OMyXOJICBON TKAHH
MOCPENICTBOM YMEHbBINCHUS 00pa3zoBanus win cekpenul MCP-1. CooTBEeTCTBEHHO, TF000M MOJIE30BATEIh MOXKET
CO37aTh BaKIMHY 110 HACTOSIIEMY N300pETEHHIO, COJIEPIKAIIYIO aHTHIeH Tyr, C IeIbi0 00eCIedeH sl ITUPOKOTO
UMMYHHUTETa K OHKOT€HE3Y, METaCTa3MPOBAHUIO OITyXOJeH U pa3BUTUIO OIYXOJH.

Amnturen Tyr MOXeT coziepKaTh SMUTOIbI OEIIKOB, KOTOPBIE IENIAI0T UX 0COOCHHO (P (EKTUBHBIMH B Kaye-
CTBE IMMYHOTEHOB, Ha KOTOPbIE MOTYT HHIYITUPOBATHECA MMMYHHBIE OTBETHl K Tyr. AHTHTeH Tyr MOXeT comep-
JKaTh TIOJTHOPA3MEPHBIA MPOIYKT TPAHCIAINH, €T0 BApUAHT, €ro (hparMeHT win uX KoMOuHaImio. AaTures Tyr
MOJKET COJIEPKATh KOHCEHCYCHBIH OCIOK.

HyxreoTnaayio mocienoBaTenbHOCTh, KOAUPYIOMIYI0 KOHCEHCYCHBIH aHTHIeH Tyr, MOKHO ONTHMHU3HPO-
BaTh B OTHOIIEHUW YAaCTOTHI UCIOJIb30BaHUA KoAoHAa U cooTBercTByromux PHK-tpanckpunros. Hyknennosas
KHCIIOTa, KOJIUPYIOMas KOHCEHCYCHBIH aHTUTeH Tyr, MOXeT ObITh KoJ0oH- 1 PHK onTUMu3npoBaHHOM ISt DKC-
npeccul. B HEKOTOPBIX BapHaHTaxX peaju3aliy M300peTeHns] HyKJIEOTHUAHAs IOCIIeI0BATEIbHOCTh, KOIUPYIO-
mas KOHCEHCYCHBIN aHTureH Tyr, MOXeT cojepxath nocnenosarensHocTs Kosax (Hanpumep, GCC ACC) ans
YBEJIMYCHUS dPPEKTUBHOCTU TpaHCIAUH. HyKkiienHOBas KHCIOTa, KOAMPYIOIas KOHCCHCYCHBIN aHTureH Tyr,
MOXET COJIepPKaTh HECKOJBKO CTON-KooHOB (HampuMep, TGA TGA) ans yBenndenust 3ppekTHBHOCTH TepMHU-
HAIIMW TPAHCISAIUH.

HyknenHoBast knuciiota, KOIUPYIOIIass KOHCEHCYCHBIH aHTUreH Tyr, MOXKeT TakKe KOIMPOBATh JHIAECPHYIO
nocieaoBareapbHOCT, UMMYyHOTIIOOYIHHA E (IgE). HyknenHnoBas kucioTa, KOgupyromas KOHCEHCYCHBIH aHTUTEH
Tyr, MOXKET HOTIOTHUTENHFHO KOIUPOBATh JHUACPHYIO MOCIenoBaTebHOCT IgE Takum oOpa3om, 9TO0 aMHHOKWHC-
JIOTHAS MOCJIEI0BATENIbHOCTD JUAECPHON MOCiIen0BaTeIbHOCTH IgE CBs3BIBaeTCA ¢ aMUHOKHUCIIOTHOM MOCIIEI0BA-
TEJNBHOCTHI0 KOHCEHCYCHOTO aHTHIeHa Tyr menTuaHoW cBsA3bi0. HykiemHoBas KHCIOTa, KOOUPYOMas KOHCEH-
CYCHBIN aHTHTEH Tyr, MOXKET TakKe COJIePKAaTh HyKICOTHIHYIO TIOCIEJ0BATEIFHOCTh, KOTUPYIONIYIO JTHACPHYIO
nocienoBatenbHOCTs IgE. B HEeKOTOpBIX BapmaHTax peanu3aliiii W300peTeHUs HYyKICHHOBAsl KHCIOTa, KOIH-
pyrolas KOHCEHCYCHBIH aHTUreH Tyr, He UMeeT UK He COAEPKUT HYKIEOTHUIHYIO IOCIEN0BaTEIbHOCTh, KOIHU-
PYIOLLYIO THIEPHYIO Nocaen0BaTeabHOCTh IgE.

Koncencychslit anturen Tyr MOXeT IpeNCTaBIATh CO00I HYKIICOTHIHYIO nocienoBarenbHocTs SEQ 1D
NO: 1, xoTopast KOIUpyeT aMHHOKHUCIOTHYIO0 nocaenoBatenbHocTs SEQ ID NO: 2.

[Mocnenosarensnocts SEQ ID NO: 1 xoqupyet koHceHcycHBIH Oenok Tyr, CBI3aHHBIH ¢ IMAEPHON MOCIe-
noBatenbHOCTBIO IgE. KoHcencycHbIN 6emok Tyr MOXKeT OBITh CBS3aH C JIMAEPHOH TociaenoBaTeNbHOCThIO IgE 1
HA-MmeTko#i. B npyrux BapmaHTax peanu3anuy H300peTeHHs KOHCEHCYCHBIH Oenok Tyr MoKeT He comepiKaThb
WK He OBITh CBSI3aHHBIM C JIMAEPHON mociiefioBarenbHoCThIO IgE n/nmm HA-MeTkoi.

B HEKOTOPHIX BapHaHTaX peayu3aliyi H300peTeHNsI KOHCEHCYCHBIH aHTHTeH Tyr MOXEeT MpeaCTaBIsATh CO-
001 HYKJICOTHAHYIO TIOCIIEI0OBATEILHOCTD, 00JIaAIONIYI0 10 MEHBIeH Mepe okoso 80%, 81%, 82%, 83%, 84%,
85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% nmm 100% wuneHTHIHO-
CTBIO 110 BCE ATMHE HYKJICOTUAHOM mocaenosarensHocty, npuseneHHoi B SEQ ID NO: 1. B npyrux BapuanTax
peanuzanuy n300peTeHUs] KOHCEHCYCHBIH aHTHIeH Tyr MOKeT MpeACTaBIsTh COO0H HYKIEOTHIHYIO MOCIIEA0Ba-
TENIBHOCTh, KOTOPasi KOJUPYET aMUHOKHUCIOTHYIO ITOCIIEI0BATENEHOCTD, 00JIaIal0IIyI0 10 MEHBIIEH Mepe OKOJIO
80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%,
99% wunu 100% UAEHTUYHOCTHIO MO BCEW JJIMHE aMHUHOKHUCIOTHOM MOCienoBaTebHOCTH, puBeaeHHOM B SEQ
ID NO: 2. Koncencycuslif anTureH Tyr MOXKeT MpeAcTaBlsATh COOOH aMHHOKHCIIOTHYIO HOCIIEO0BAaTEILHOCTS,
obnamaronryio o MeHbInen mepe okosio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% unu 100% UACHTUIHOCTHIO 1O BCEH IJIMHE aMUHOKHCIOTHOM ITO-
cienoBaTelbHOCTH, TpuBeaeHHOHN B SEQ ID NO: 2.

HexoTtopbie BapuaHTHI peann3anii H300peTeHUsI OTHOCATCS K HYKICOTHIHBIM ITOCIIEIOBATEIHHOCTSAM, KO-
TUPYIOIIUM OEJIKH, TOMOJIOTHYHBIE KOHCEHCYCHOMY Oenky Tyr, AIMMyHOT€HHOMY (parMeHTy KOHCEHCYCHOTO
oenmka Tyr 1 IMMYHOTEHHBIM (pparMEHTaM TOMOJIOTHYHBIX OCNKOB. Takhe MOJICKYJBI HYKJICHHOBBIX KHCIIOT,
KOTOpBIE KOAMPYIOT UMMYHOTEHHBIE Oenku, oOnamatomue 10 95% romMonorud OTHOCHTENLHO KOHCEHCYCHOM
MOCJIeA0BATEIBHOCTH, 10 96% TrOMOJIOrMM OTHOCUTEIHLHO KOHCEHCYCHOM MOCIeA0BaTeIbHOCTH, A0 97% romo-
JIOTUM OTHOCHUTEIBHO KOHCEHCYCHOM MOCIeA0BaTENbHOCTH, 10 98% roMOIOruM OTHOCHUTEIBHO KOHCEHCYCHOM
MOCJICIOBATENLHOCTU U 10 99%, MOTYT OBITh MPEAOCTaBICHBl. AHAIOTHYHBIM 00pa3oM, TaKkKe IPeI0CTaBIISIOT-
Csl HYKJIGOTUIHBIC IOCIIEA0BATEIFHOCTH, KOIUPYIOUIHNE HMMYHOT€HHbIE ()parMeHTHI, PUBEICHHBIC B JaHHOM
JOKYMEHTE, 1 UMMYHOT'CHHBIC (DparMeHTHI OEIKOB, KOTOPHIE TOMOJIOTHYHBI OelKaM, MPHUBEICHHBIM B JAHHOM
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JIOKYMCHTE.

HekoTopbie BapuaHTHI peann3anud U300pPETCHUS OTHOCATCS K MOJIEKYJaM HYKICHHOBBIX KHCIIOT, KOJU-
PYIOLIMM UMMYHOTE€HHBIE Oenku, obmamatomue 95% romMoaorueli OTHOCUTENFHO HYKJICHHOBOW KUCIIOTHI, KOJTH-
pyIOIIeH MOCIIeAOBATEIFHOCTH B TaHHOM JOKyMeHTe. HekoTopble BapMaHTHI peann3alui W300pETeHUs OTHO-
CATCS K MOJIEKYJIaM HYKJIEMHOBBIX KHCIIOT, KOAMPYIOIINM HMMYHOTEHHBIe Oenku, obmanatomue 96% romoioru-
ell OTHOCUTEJIbHO HYKJIEMHOBOM KHCJIOTHI, KOJUPYIOIIEH MOCIEeI0BaTeIbHOCTH B IaHHOM J0KyMeHTte. HekoTo-
pBIE BapHaHTHI pean3aliii H300PETeHNS OTHOCITCA K MOJIEKYJIaM HyKJICHHOBBIX KHCIIOT, KOIUPYIONIM HMMY-
HOTEHHBIE OeJKH, obmanarontie 97% roMoiornef OTHOCHTENFHO HYKJICHHOBOH KHCIIOTHI, KOJUPYIOMIEH mocie-
JIOBATCIILHOCTH B TAHHOM JTOKyMeHTe. HekoTophie BapHaHTHI peamu3alii H300peTeHIUsI OTHOCITCS K MOJICKyJIaM
HYKJICHHOBBIX KHCIIOT, KOJUPYIOIIMM UMMYHOTCHHBIC Ociiku, oOnanaroimue 98% romonorueil OTHOCUTEIHHO
HYKJICHHOBOW KHCJIOTHI, KOJUPYIOIIECH TOCICAOBATEIFHOCTH B JaHHOM JOKyMeHTe. HekoToprie BapuaHTHI pea-
JU3aIMA U300PETCHUST OTHOCITCS K MOJICKYJIaM HYKJICHHOBBIX KHCIIOT, KOJUPYIOIUM UMMYHOTCHHBIC OCJIKH,
obmanarorue 99% TOMONOTHEH OTHOCHTEIBHO HYKIICMHOBOM KHCIIOTHI, KOAUPYIOMICH MOCIICAOBATCIFHOCTH B
JAHHOM JTIOKYMCHTE. B HEKOTOpBIX BapHaHTaX pealiu3allid W300pPETCHHsI MOJICKYINBI HYKJICHHOBBIX KHCIOT C
KOJWPYIOIIMMH TOCIIEIOBATEIBHOCTSAMH, OIMMUCAHHBIMHA B JAaHHOM JOKYMEHTE, KOTOpPBIE TOMOJIOTHYHBI KOZIH-
pYIOIIEH TOCIeI0BaTeIFHOCTH KOHCEHCYCHOTO OeJIKa, OMMMCAHHOTO B JaHHOM JOKYMEHTE, BKIFOUAIOT IOCIIEI0-
BaTEIHbHOCTH, KOJIUPYIONINE JTUACPHYIO MOCIenoBaTeNbHOCTh IgE, CBsA3aHHYIO ¢ 5'-KOHIIOM KOAMPYIOIIEH TO-
CIIeZIOBAaTENIFHOCTH, KOAWUPYIOMIEH TOMOJOTHYHBIC IMOCIICIOBATEIBHOCTH OENKOB, OMHCAHHBIC B JTAHHOM JIOKY-
MEHTE.

HexoTtopeie BapmaHTHI peann3anii H300peTeHUsI OTHOCATCS K HYKICOTHIHBIM ITOCIIEIOBATEIHHOCTSAM, KO-
JUPYIOIIUM OCJIKH ¢ ONpPEACICHHBIM MPOLECHTOM HICHTHYHOCTH OTHOCHUTEIBHO TOJTHOPa3MEPHOTO KOHCEHCYC-
Horo Oenka Tyr, ”IMMYHOTCHHOTO ()parMeHTa KOHCEHCYCHOTo Ocnka Tyr 1 IMMYHOTEHHBIX ()parMeHTOB OENKOB,
00aaroIUX WICHTUYHOCTHI0O OTHOCHTEIBHO KOHCeHCYcHOro Oenmka Tyr. Takue MOJEKyNbl HYKICHHOBBIX KH-
CJIOT, KOTOpPBbIC KOAMPYIOT UIMMYHOTEHHBIC Oeiku, oOmanaromue 10 80% HASHTUYHOCTH OTHOCHTEIBHO IOJIHO-
pa3MepHOIl KOHCEHCYCHOU mocienoBareabHocTd Tyr, 10 85% HWIEHTHYHOCTH OTHOCHUTEIBHO IMOJHOPAa3MEPHOI
KOHCEHCYCHOW TOCIenoBaTeNbHOCTH, 10 90% HICHTUYHOCTH OTHOCHTEIHHO ITOJIHOPa3MEPHOW KOHCEHCYCHOU
nocienoBatenbHocTH Tyr, 10 91% HOCHTUIHOCTH OTHOCHUTEIHHO MOJHOPAa3MEPHOI KOHCEHCYCHOM IMOCeI0Ba-
tenpHOCTH Tyr, 10 92% WACHTUYHOCTH OTHOCHTEIHHO MOJTHOPAa3MEPHOI KOHCEHCYCHOW ITOCIIEeT0BATEIHHOCTH
Tyr, 1o 93% MAEHTHIHOCTH OTHOCUTEIHHO MOTHOPAa3MEPHON KOHCEHCYCHOW mocienoBaTeabHoCTH Tyr, 10 94%
HICHTUYHOCTH OTHOCHUTENBHO MOJHOPa3MEPHOH KOHCEHCYCHOM mocienoBaTenisHocTH Tyr, 1o 95% naentuaHo-
CTH OTHOCHTEIHHO MOJTHOPa3MEepHONW KOHCEHCYCHOH mocienoBatensHocTH Tyr, 10 96% MICHTHYHOCTH OTHOCH-
TEJNBHO TIOJTHOPa3MEPHOI KOHCEHCYCHOM MocieoBaTenbHOCT! Tyr, 10 97% HICHTUYHOCTA OTHOCHTEIBHO TOJ-
HOpa3MEepHOW KOHCEHCYCHOM mocienoBaTenbHOCTH Tyr, 10 98% HMICHTUYHOCTH OTHOCHTEIBEHO TOJTHOpPa3Mep-
HOM KOHCEHCYCHOMU mocienoBaTenbHocTd Tyr 1 10 99% MAEHTUYHOCTH OTHOCUTENBHO MOJHOPa3MEpPHOU KOH-
CEHCYCHOM TOCIIeA0BATEIFHOCTH Tyr, MOTYT OBITh IPEIOCTABICHEI. AHAOTHYHBIM 00pa30M, TaKXKE TPEIOCTaB-
JSFOTCS HYKJICOTHIHBIC MTOCIICIOBATEIFHOCTH, KOJUPYIOIINE UMMYHOTCHHBIC ()parMEHTBI, IPUBEIICHHBIC B JIaH-
HOM JIOKYMEHTE, 1 IMMYHOTEHHbBIC (DparMeHTHI OCIKOB C aHAJNIOTUYHBIM IPOLICHTOM HICHTUYHOCTH, KaK yKa3a-
HO BBIIIIE, OTHOCHUTENEHO 0enKoB Tyr, OMMCaHHBIX B JAHHOM JOKYMEHTE.

B HEKOTOPHIX BapHaHTaX pealu3aliyi N300peTeHNs HYKJICOTHIHAS TOCIEI0BATEIEHOCTh HE COEPKHT KO-
JUPYIONIYIO TTOCIIEA0BATEIFHOCTD, KOTOPast KOAUPYET JUACPHYIO MOCIEI0BATEIHbHOCTE. B HEKOTOPHIX BapuaH-
Tax pearn3aniy H300peTeHUS HYKICOTHIHAS IOCIECAOBATEIFHOCTh HE COICPKHUT KOAMPYIOMIYIO ITOCIEeI0Ba-
TEJNBHOCTB, KOTOpasi KOAUPYET JUAEPHYIO Iociea0BaTeIbHOCTh IgE.

HexoTophie BapuaHTHI peann3anud U300peTeHUsI OTHOCATCS K (hparMeHTaM mocienoparensHoctd SEQ 1D
NO: 1. ®parMeHTsI MOTYT COCTaBIATH o MeHbLIel Mepe 10%, no Menbeit Mmepe 15%, o menseit mepe 20%,
no MeHsIuei mepe 25%, no mensiel mepe 30%, no menbmei Mepe 35%, no MeHsbieil mepe 40%, Mo MeHbIIEH
Mmepe 45%, no mensbiiei mepe 50%, no menbel mepe 55%, mo Menblieilt Mepe 60%, Mo MeHbIIeH Mepe 65%,
no MeHsIueil mepe 70%, mo mensiiel mepe 75%, no mensmeit Mepe 80%, mo MeHsbIel Mepe 85%, Mo MeHbIIeH
Mepe 90%, no menbiueit mepe 95%, no mensluel Mmepe 96%, o MensbIIel Mepe 97%, o menblueit mepe 98%
i 1o MeHsieit mepe 99% mnocnenosarensHoctd SEQ ID NO: 1. @parmeHTs! MoryT OBITH IO MEHBIIEH Mepe
Ha 95%, mo MeHbIIel Mepe Ha 96%, o MeHbIIel Mepe Ha 97%, o MeHbIel Mepe Ha 98% wim o MeHbIIeH
Mepe Ha 99% romonornussl ¢parmentam nocienosarenbHocTd SEQ ID NO: 1. @parmeHTs! MOTYT OBITH 1O
MeHbIIe Mepe Ha 80%, o MeHbIIeH Mepe Ha 85%, o MeHbIeit Mepe Ha 90%, o MeHbIIelt Mepe Ha 91%, mo
MeHbIIel Mepe Ha 92%, o MeHbeit Mmepe Ha 93%, o MeHbIIel Mepe Ha 94%, o MeHbIIel Mepe Ha 95%, mo
MeHbIIeH Mepe Ha 96%, mo MeHbei mepe Ha 97%, mo MeHbIeld Mepe Ha 98% wmmu o MeHsbIei Mepe Ha 99%
UICHTUYHBI (hparMeHTam nociegoBaTensHocTH SEQ ID NO: 1. B HeKOTOpHIX BapuaHTax pean3alii H300peTe-
HUS (parMeHTHI COMEpPKAT TOCICAOBATEILFHOCTH, KOAUPYIOIIAE JTUACPHYIO IOCIEAOBATEIBHOCTD, TAKYIO Kak,
HaNpUMep, JIWACPHAS MMOCICI0BATEIPHOCTh HIMMYHOTJIO0YIIMHA, TAKYIO KaK JIUACPHAs MMOCIeI0BaTeabHOCTh IgE.
B HeKoTOpBIX BapHaHTaX peasn3aliiyl U300peTeHus (ParMeHTHI HE COJCPIKAT KOJUPYIOIIUE MOCIEIOBATEIBHO-
CTH, KOTOPbIC KOAMPYIOT JIUACPHYIO MOCIEIOBATEIEHOCTh. B HEKOTOPBIX BapHaHTaX pealn3alliil H300peTCHUS
(hparMeHTBI HE cOoZepKaT KOAMPYIOIUIHE MOCIEIOBATEIIEHOCTH, KOTOPBIE KOJUPYIOT JTHICPHYIO MOCICIOBATEIb-
HOCTB, TaKyI0 KaK, HallpuMep, JTUAepHas mocienoBaTensHocTh IgE.

Kpome Toro, aMMHOKHCIIOTHAS MOCIEN0BATEILHOCTh KOHCEHCYCHOTO Oenka Tyr npeacraBiseT coboit SEQ
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ID NO: 2.

AMMHOKHCIIOTHAsI TI0CIIEI0BATEIbHOCTh KOHCEHCYCHOTo Oenka Tyr, CBSI3aHHOTO C JIMJIEPHOH ITOCie0Ba-
tenapHOCTRIO IgE, mpencrasnser coboit SEQ ID NO: 2. AMUHOKHUCIIOTHAS TTOCIEA0BATEILHOCTh KOHCEHCYCHOTO
Oenka Tyr, CBA3aHHOTO C JIMACPHOH MocieoBaTelbHOCThIO IgE, MoXkeT ObITh CBsi3aHa ¢ HA-MeTKOM.

Hexotopbie BapuaHTBI peann3anny M300pEeTeHUS OTHOCATCSA K OelTkaM, KOTOpPBIe TOMOJIOTHYHEI ITOCIIEH0-
BarenpHOCTH SEQ ID NO: 2. HekoTopbie BapHaHTHI pean3aliii W300pETEHUSI OTHOCATCS K WMMYHOTCHHBIM
Oemkam, KOTOpble 007aatoT 95% roMooruel OTHOCHTEIHHO KOHCEHCYCHBIX OCIKOBBIX IOCIIEI0BATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 2. HexoTopsle BapruaHThl peatn3aliii H300peTeHUs] OTHOCATCS K UMMYHOTCHHBIM
OesnkaM, KoTopble 00anaroT 96% romMonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 2. HexoTopble BapuaHTHI pean3aiiuy H300peTeHNsT OTHOCATCS K IMMYHOT€HHBIM
OeinkaM, KoTopble 00manaroT 97% romMonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 2. HexoTopble BapuaHTHI peain3aniuy H300peTeHNsT OTHOCITCS K IMMYHOT€HHBIM
6ernkaM, KoTopble 00nmanaroT 98% romonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 2. HexoTopble BapuaHTHI pean3aiiy H300peTeHNsT OTHOCSTCS K HIMMYHOT€HHBIM
6emkam, KoTopble 007amatoT 99% roMoornel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX MOCIIEI0BATEIHHOCTEH,
npuBeneHHbIX B SEQ ID NO: 2.

Hexotopbie BapraHTH peanm3anuy W300peTeHUsI OTHOCATCS K OenkaM, KOTOpble HACHTUYIHBI TOCIIeA0Ba-
teapHOCTH SEQ ID NO: 2. HekoTopble BapHaHTHI peasin3aiii N300pETSHHSI OTHOCATCS K MMMYHOTCHHBIM Oell-
KaM, 00JamaloluM aMUHOKHCIOTHON IOCIIeI0BAaTEIBHOCTHIO, KoTopas Ha 80% HACHTHYHA MOITHOPa3MEpHBIM
KOHCEHCYCHBIM aMHHOKHUCIIOTHBIM TIOCTIeIOBATEILHOCTIM, TipruBeneHHBIM B SEQ ID NO: 2. Hekotopbie BapuaH-
TBI peasM3alui N300PETEHUsT OTHOCSTCS K MMMYHOTEHHBIM OelKaM, 00J1aaloliuM aMHHOKHCIIOTHOH TToCie0-
BaTEJIBbHOCTHIO, KOTOpas Ha 85% WMICHTHYHA MOJHOPA3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM TOCIIEI0Ba-
TenbHOCTsIM, npuBeaeHHBIM B SEQ ID NO: 2. Hekoropsle BapuaHTBl peajn3allii M300pETeHUsI OTHOCATCS K
MMMYHOTCHHBIM OellkaM, 00JIaJarolIiM aMUHOKHCIOTHOW HOCIeI0BaTebHOCThI0, KoTopast Ha 90% wuueHTndHa
MOJIHOPA3MEPHBIM KOHCEHCYCHBIM aMHUHOKHUCIOTHBIM IMOCJIE€0BATeIbHOCTSM, MpuBeaeHHbBIM B SEQ ID NO: 2.
HexoTopsie BapHaHTHI peanu3anii W300PETEHUSI OTHOCATCS K MMMYHOTEHHBIM OenkaM, 00aJaroiuM aMHHO-
KHCJIOTHOH IMOCIIeTOBATEIbHOCTRIO, KOTOpas Ha 91% WaeHTHYHA MTOTHOpPa3MEepHBIM KOHCEHCYCHBIM aMHUHOKHC-
JIOTHBIM TIOCTIE0BATEIBHOCTSIM, NpuBeAeHHBIM B SEQ ID NO: 2. HekoTopbie BapuaHThI peann3aiii n300peTe-
HUS OTHOCATCS K IMMYHOTCHHBIM OesikaM, 00J1aarolnM aMIHOKHCIIOTHOM TIOCIeJ0BaTeIFHOCTRIO, KOTOpast Ha
92% mneHTHIHa MOTHOPAa3MEPHBIM KOHCEHCYCHBIM aMHUHOKHCIIOTHBIM ITOCIIEI0BATEIHLHOCTM, IPUBEACHHBIM B
SEQ ID NO: 2. HekoTopble BapHaHThI peatu3alii H300pETeHHUs OTHOCATCS K UIMMYHOTEHHBIM Oenkam, o0ia-
JIAfOIIMM aMHHOKHCIIOTHOH IOCIIEA0BAaTEILHOCTEIO, KoTopas Ha 93% uaeHTHYHa HOIHOPa3MEpHBIM KOHCEHCYC-
HBIM aMUHOKHCJIOTHBIM MOCIEN0BaTeNbHOCTAM, npuBeaeHHBIM B SEQ ID NO: 2. HexoTopsle BapuaHThI peanu-
3alUK M300pETEHHs OTHOCITCS K MMMYHOTE€HHBIM OejikaM, 00JalafoliM aMHHOKHCIIOTHOH IOCIIe0BaTeIbHO-
CTBI0, KOTOpasi Ha 94% nAEHTHYHA ITOJIHOPa3MEPHBIM KOHCEHCYCHBIM aMUHOKHCIIOTHBIM ITOCIIEA0BATEIEHOCTSM,
npuBeseHHbIM B SEQ ID NO: 2. HekoTopble BapuaHThl peann3aui H300peTeH s OTHOCATCS K MMMYHOT€HHBIM
OernkaM, 00JaaOMUM aMHHOKHCIIOTHON IOCIIEN0BAaTEIbHOCTBIO, KOTOpas Ha 95% WAeHTHYHA MOJIHOpa3Mep-
HBIM KOHCEHCYCHBIM aMHUHOKHCIIOTHBIM TOCIEI0BaTeNbHOCTIM, mpuBeaeHHbIM B SEQ ID NO: 2. Hekoropsie
BapHaHTHl peai3aluyd W300pETCHUS OTHOCITCS K MMMYHOTCHHBIM OeikaM, O0JIaJalolIiM aMHHOKHCIOTHON
MOCJIEIOBATENEHOCTRIO, KOTOpas Ha 96% WMIeHTHYHA MOTHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM IO-
cienoBaTelbHOCTSIM, ipuBeneHHBIM B SEQ ID NO: 2. HekoTopble BapHaHThI peain3anuy H300pETeHUs OTHO-
CATCI K MMMYHOTCHHBIM OeikaM, OONaIarolIiM aMHHOKHCIIOTHOW ITOCIIEAOBATEIHHOCTHIO, KOoTopas Ha 97%
WJICHTUYHA TTOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCIIEI0BATEILHOCTSM, MpuBeieHHBIM B SEQ
ID NO: 2. HexoTopsle BapHaHTHI peain3alliy H300peTeHNsI OTHOCATCS K MIMMYHOTEHHBIM Oellkam, 00J1alatoIiuM
AMHMHOKHCIIOTHOH IOCIIEA0BATENFHOCTEIO, KOTOpas Ha 98% WaeHTHYHA MOJHOPa3MEPHBIM KOHCEHCYCHBIM aMH-
HOKHUCJIOTHBIM TOCJIeJoBaTeNbHOCTAM, NpuBeAeHHBIM B SEQ ID NO: 2. HekoTopble BapHaHThI peau3aluy U30-
OpeTeHHs1 OTHOCATCS K IMMYHOTEHHBIM OeJKaM, 00JIalalolliM aMUHOKUCIIOTHOH 1OCIIeJ0BAaTEIbHOCTHIO, KOTO-
past Ha 99% wWIEHTHYHA TTOJIHOPA3MEPHBIM KOHCEHCYCHBIM aMHUHOKHCIIOTHBIM IOCIIEI0BATEILHOCTSIM, MpPUBE-
neauasiM B SEQ ID NO: 2.

B HEKOTOPHIX BapHaHTax peaji3aluy H300peTeHns OSIOK He COACPKUT JIUACPHYIO TOCIEeI0BATEIFHOCTb.
B HekoTOpHIX BapHaHTaxX peaju3alud U300peTeHHs OEJIOK HEe CONEPKUT JHACPHYIO HOocienoBaTensHOCTh IgE.
®parMeHTsl KOHCEHCYCHBIX OEIKOB MOTYT cojiepxatb mo MeHbmeil mepe 10%, mo mensmeit mepe 15%, mo
MeHbei mepe 20%, no Menpmed Mepe 25%, no menpmei Mepe 30%, o menbmei Mepe 35%, Mo MeHbIIEH
Mmepe 40%, o mensmieit Mepe 45%, no mensmmel mepe 50%, mo MeHbmelr Mepe 55%, mo meHbIei Mepe 60%,
1o MeHblel mepe 65%, no menbieit Mmepe 70%, mo Mensleit mepe 75%, nmo MeHsbIel Mepe 80%, Mo MeHbILEH
Mepe 85%, no mensbiei mepe 90%, no menbuieit Mmepe 95%, o MeHblIel Mepe 96%, o MeHbIelH Mepe 97%,
no MeHslueit Mepe 98% wim no Menseit Mepe 99% koHceHcycHOro Oeinka. ViIMMyHOreHHBIE (parMeHTHI HO-
cienoBarensHocTH SEQ ID NO: 2 MoryT ObITh IpeocTaBieHbl. IMMyHOTeHHBIE (parMeHTB MOTYT COJIEpIKaTh
no MeHsIueit mepe 10%, nmo mensiielt mepe 15%, no mensmeit mepe 20%, mo MeHsbIell Mepe 25%, Mo MeHbIIeH
Mmepe 30%, no mensbiei mepe 35%, no menbueit mepe 40%, o MeHblIel Mepe 45%, o menbiei mepe 50%,
o MeHsInei mepe 55%, mo mensmel mepe 60%, o MeHbIIeH Mepe 65%, mo MeHbIeit Mmepe 70%, Mo MeHbIIEH
Mmepe 75%, o mensmeit Mepe 80%, mo meHsIel Mepe 85%, mo menbmel mepe 90%, mo meHbIeH Mepe 95%,
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o MeHsIel mepe 96%, no mensel Mepe 97%, no MensuIel Mepe 98% unu o MeHsIIel Mepe 99% nocneno-
BatenpHOCTH SEQ ID NO: 2. B HEKOTOpBIX BapHaHTax pean3aliy H300peTeHus] GparMeHThl COJepIKaT JIuIep-
HYIO0 TIOCJIEIOBATEIFHOCTh, TaKyl0 KakK, HallpuMep, JUICpPHas MOCIEeI0BATEIHHOCTh IMMYHOTTIOO0YJIMHA, TaKas
Kak JujepHas mociemoBaTenbHOCTh IgE. B HekoTOphIX BapmaHTax peanu3anuy n300peTeHus (parMeHThl HE
CoZIepXKaT JINACPHYIO ITOCIIEAOBATEILHOCTh. B HEKOTOPHIX BapHaHTaxX pealn3aluy H300peTeHns pparMeHTH He
CoJZIepXKaT JIUACPHYIO MOCIE0BATEIFHOCTE, TAKYIO KaK, HAIPUMED, JINACPHAS MOCIeI0BaTeNbHOCTE IgE.

HNmmyHOTeHHBIE (hparMEeHTH OEIKOB ¢ aMHHOKUCIOTHBIMU ITOCIIEIOBATEIHHOCTAMH, TOMOJIOTHYHBIMU UM-
MyHOTeHHBIM (pparmenTam nocienoBatesbHOCTH SEQ ID NO: 2, MoryT ObITh IpenocTaBiieHbl. Takue HMMYHO-
TeHHbIe (PparMeHTHl MOTYT coJiep kaTh 1o MeHbIneit mepe 10%, mo mensieit mepe 15%, mo Mensiueit mepe 20%,
no MeHsIuei mepe 25%, no mensiel mepe 30%, no menbmei Mepe 35%, mo Mensieil mepe 40%, Mo MeHbIIeH
Mmepe 45%, no mensiieit Mmepe 50%, no menbeit mepe 55%, mo Menblieil Mepe 60%, Mo MeHbIIeH Mepe 65%,
no MeHbIueil mepe 70%, nmo mensiiel mepe 75%, no mensmeit Mepe 80%, mo MeHsbIell Mmepe 85%, Mo MeHbIIeH
Mepe 90%, no menbiueit mepe 95%, no mensluelt Mmepe 96%, o MeHsblei mepe 97%, no menblueit mepe 98%
WM TI0 MeHbLIeH Mepe 99% OenkoB, koTopbele Ha 95% nim Gosree ToMosIOrHYHbI TocnenoBatenbHocTH SEQ 1D
NO: 2. HexoTopble BapHaHThI pealln3aliid U300peTeHMsI OTHOCATCS K MMMYHOTCHHBIM (yparMeHTam, ooJaaaro-
mmM 96% TOMOIIOTHEH OTHOCHTEIFHO MMMYHOTCHHBIX (D)parMEeHTOB KOHCEHCYCHBIX OCITKOBBIX IMOCIIEIOBATENb-
HOCTEH B JaHHOM JOKyMeHTe. HeKoTopsle BapHaHTHI pean3alliid M300pETeHUs] OTHOCATCS K MMMYHOTEHHBIM
¢parmenram, obmagaromuM 97% roMosoruel OTHOCUTEIHPHO HMMYHOTEHHBIX ()parMEeHTOB KOHCEHCYCHBIX Oel-
KOBBIX IIOCJIEJOBATEIFHOCTEH B JAaHHOM AOKyMeHTe. HekoTopsie BapraHTHI pean3alid H300pETeHUSI OTHOCST-
¢Sl K IMMYHOTE€HHBIM (hparMeHTam, obianaommM 98% romonorreil OTHOCHTEIHHO IMMYHOT€HHBIX (pparMeHTOB
KOHCEHCYCHBIX OEJIKOBBIX IIOCIIE/IOBATEIbHOCTEH B JTAaHHOM JIOKyMEHTe. Hekoropble BapuaHTBl peann3anuu
M300peTeHNs OTHOCATCS K IMMYHOTEHHBIM (pparmMeHTam, obiagaronmm 99% romosorueii OTHOCUTENBHO HMMY-
HOTEHHBIX ()parMEHTOB KOHCEHCYCHBIX OEIIKOBBIX IOCIIEIOBATEILHOCTEH B TaHHOM JOKyMeHTe. B HekoTophIx
BapHaHTaX peaju3aluy H300peTeHUsT (parMeHTHI COACPIKAT JTHICPHYIO TOCIEIOBATEILHOCTh, TAKYIO KaK, Ha-
IpuUMep, TUACPHAs TOCICA0BATEIFHOCTS MIMMYHOTIIOOYIIMHA, Takasl KaK JHJCpHas mocienoBarenbHOCTh IgE. B
HEKOTOPBIX BapHaHTaX pealn3aliii H300peTeHus (parMeHTHl He COAepKAaT INACPHYIO ITOCIIeA0BaTeILHOCTE. B
HEKOTOPBIX BApHAHTAX peaji3alyd M300peTeHHs (QparMeHThl HE COAEpIKaT JUICPHYIO MOCIEI0BATEIbHOCTS,
TaKyro Kak, Hanpumep, JuiepHas nocienoBareabHOCcTh IgE.

MoryT OBITh NIperOCTaBICHE HMMYHOTEHHBIE (parMeHTHl OCITKOB C aMUHOKHCIOTHBIMH TIOCIIEIOBATEIb-
HOCTSIMH, WJICHTUIHBIMH OTHOCUTEIIbHO UMMYHOTEHHBIX (parMeHToB nocienoBatenbHocTd SEQ ID NO: 2. Ta-
K€ UMMYHOTEHHBIE (hparMeHTHl MOTYT COAEpKaTh 1o MeHbeil mepe 10%, mo mensmmeit mepe 15%, mo MeHb-
meit Mmepe 20%, no menbeit Mepe 25%, no Menblieit mepe 30%, no meHsiueid Mmepe 35%, Mo MeHbLIEH Mepe
40%, no menblIet Mmepe 45%, no menbleit Mepe 50%, mo meHbluei mepe 55%, mo Menbuieit mepe 60%, o
MeHblIe Mepe 65%, mo menbieit Mmepe 70%, mo Mensiiei mepe 75%, no menblueit Mmepe 80%, Mo MeHbILEH
Mepe 85%, no mensbliei mepe 90%, no menbueit Mmepe 95%, nmo MeHblIel Mepe 96%, o MeHbIelH Mepe 97%,
mo MeHbIned mepe 98% wnu mo MeHemiel Mepe 99% OenkxoB, koTopeie Ha 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wunu 99% MACHTUUHBI AMUHOKHUCIOTHBIM IMOCIEI0BATEIbHOCTSM, IPUBEACHHBIM B
SEQ ID NO: 2. B HEKOTOpPBIX BapHaHTaX peaau3aliii H300peTeHus (parMeHThl COJEpKaT JTUASPHYIO TIOCTIeIO0-
BaTENIFHOCTh, TAKYIO KaK, HAIIpHMeEp, JHACPHAs IIOCIICA0BATEIFHOCTF HIMMYHOTJIO0OYINHA, TaKas KakK JIHIEpHAs
nocienoBatenbHOCTh IgE. B HEKOTOPBIX BapraHTax peann3anndy H300peTeHus pparMeHTH He COAep KaT JHIep-
HYIO TIOCJIEZIOBAaTEIFHOCTh. B HEKOTOPHIX BapHaHTaX peann3aluil N300peTeHus! (pparMeHTHl HE COAEPIKaT JIH-
JIEpHYIO TOCTIEeIOBATENBHOCTD, TAKYIO KaK, HalIpUMED, JINAepHas MociIenoBaTenbHOCTh IgE.

CornacHO M3JI0)KEHHOMY B IaHHOM JIOKYMEHTE B OTHOIICHHH COEAMHEHUS CUTHAJIBHOTO MENTHA WU JIU-
JIepHOH TOCe10BaTeNbHOCTH ¢ N-KOHIIOM OeJiKa, CHTHAJIbHBIA MENTHA/IHICpHas M0CIe0BaTeNbHOCTD 3aMe-
maer N-KOHIIEBOH METHOHHMH OelKa, KOTOPBIH KOJUPYETCS CTapTOBBHIM KOJIOHOM HYKJIEOTHIHOHM ITOCIenOoBa-
TENILHOCTH, 3aTeM KOJUPYeT OeoK 0e3 KOAMPYIOMMX CUTHANBHBIH METNTH/ TI0CIIeI0BATEIbHOCTEH.

(2) Tupozunaza-3aBucumslii 6enox 1 (TYRP1).

BakmiHa 1o HacTosimeMy N300pETEHHI0 MOKET COJEpP)KaTh PaKOBBIH aHTHUICH TUPO3MHAa3a-3aBUCHMBIN Oe-
mok 1 (TYRP1), ero pparment uinu ero BapuanT. TYRPI1, xomupyemsrit renom TYRP1, npencrasiser coboi
TpaHCMeMOpaHHBIH TIMKONIPOTEHH ¢ MOJIEKYJIIPHOW Maccoi, cocTaBisromen 75 k/la, u akcrpeccupyeTcst Kak B
HOPMAaJIbHBIX, TaK M B 3JI0KAYECTBEHHBIX MEJAHOIUTAX W KIIeTkax MenaHoMbI. [TomoOHo Tthuposmnaze, TYRP1
COJIEPKUT MOIU(MUIIMPOBAHHBIN MMOTEHIMAILHBIA M-00KC, KOTOPBIH MOXET CBSI3BIBATHCS ¢ (DAKTOPOM TpaHC-
kpuniun Mukpoptaemun (MITF), urparomuM 1eHTpaibHYIO POIbh B CTPYKTYPE MEIAHOIIUTOB JJIsI aKTHBAIUN
MMUTMEHTANWH, Ipoiudepannu u auddepeHnnpoBku kieTok. TYRP1 MoxeT moMorats cTaOMIM3UpoOBaTh THPO-
3MHa3y U MOXET 00pa30BBIBAaTh IeTEPOANMED, KOTOPHIH MOXET NPEIOTBPAIATh MPEKACBPEMEHHYIO THOEIb Me-
JIAHOLIUTOB ITOCPEICTBOM OCJIa0JIEHHs THPO3WHA3a-0MOCPEAOBAHHON IMTOTOKCHYHOCTH.

Kak omnmcaHo BbIlle PUMEHHUTENIBHO K THPO3WHA3E, THpOo3nHa3a-3aBucuMbIi Oemok 1 (TYRP-1) moxer
TaKXKe MPUHUMATh YYaCTUC B CHHTE3¢ MEJIaHWHA W MUTMECHTHOTO amlapara METaHOIMTOB, a TAaKXKe MOXET pac-
MO3HABATHCSI IMMYHHOH CHCTEMOH Y CYOBEKTOB, CTpaarolux oT MeiraHoMbl. CoorBercTBeHHO, TYRP-1 Moxer
MPE/ICTABISATH COOOW acCOMMPOBAHHBIN C MEJTAHOMOW aHTHUTCH.

AnTturer TRYP-1 criocoGeH WHIyIMPOBAaTh aHTUTECH-CIIETUGUICCKU T-KIeTOYHBIA W/WIH WHTCHCUBHBIN
TYMOpaJIbHBIA UIMMYHHBIE OTBETBHI, TEM CaMBIM MHIYIHPYS WIN BBI3BIBas IMMYHHBIH OTBET, KOTOPHIN HAIrpaB-
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JICH Ha paK WU OIyXOJIb WM PEardpyeT Ha HUX 3KCIpeccruell aHTHIeHa. B HEKOTOPHIX BapHaHTaX peau3alliu
M300peTeHNs] WHAYIIMPOBAHHBIA WJIN BBI3BAHHBI MMMYHHBIH OTBET MOJXKET IMPEICTABIATH COOOHM KICTOYHBIH,
TYMOpAJIBHBIA WIN KaK KIETOYHBIN, TaK ¥ TyMOPAIbHBI HMMYHHBIE OTBETHL.. B HEKOTOPHIX BapHaHTaX peajn3a-
UM M300pETeHNST WHIYIUPOBAHHBIN WIIM BBI3BAHHBIM KJICTOYHBI MMMYHHBIH OTBET MOJKET BKJIIOYATh MHIYK-
IIMIO WK cekpennio ramma-uaTepdepona (IFN-y) u/nmm daxropa Hekposa omyxouneit anpda (TNF-o). B npyrux
BapHaHTax peann3aniy N300peTeHs HHIYIUPOBAHHBIN WM BbI3BAaHHBII MMMYHHBIH OTBET MOYKET YMEHBIIATh
WM MHTHOUPOBATh OJWH WM Oojiee (PaKTOPOB CYNPECCHH MMMYHHOTO OTBETA, KOTOPBIE CTUMYJIHPYIOT Pa3BH-
THE OIyXOJM WM paka, SKCOPECCHpys aHTUTEH, HampuMmep, 0e3 OrpaHHdeHUs] UMH, (aKTOPHI, MOABISIONINE
npesenTanuio MHC, dakTopbl, akTHBHUpYIONTHE aHTUTeH-ciennduueckue perynstopuabie T-kinerkn (Tregs), PD-
L1, FasL, nmutokunsl, Takue kak [L-10 u TFG-f, accormupoBaHHEIC ¢ OMMyXOJbI0 MaKpO(aru, aCCOUHUPOBAHHBIC
C OmyXoJibi0 (GUOPOOIACTHI, PACTBOPUMBIC (PAKTOPHI, MPOAYIIPYEMbIE HMMYHHBIMH KJIETKAMH-CYIPECCOPaMU,
CTLA-4, PD-1, MDSC, MCP-1 u MONeKyJIbl HMMYHHBIX KOHTPOJIBHBIX TOYEK, YTO OoJiee TOAPOOHO OMUCAHO
HIDKE.

Antures TYRP-1 MoxeT comepikaTh SIHUTONEI OSIKOB, KOTOPBIE IENAr0T UX 0coOeHHO 3 deKkTuBHBIMU B
KayecTBE IMMYHOTEHOB, Ha KOTOPBIE MOTYT HHAYLIUPOBaThCsI NMMYHHbIE OTBeTH K TYRP-1. Anturen TYRP-1
MOJKET COJICPXKATh MOJHOPA3MEPHBIA MPOIYKT TPAHCIIALUY, €r0 BAPHUAHT, €ro ()parMeHT WIH UX KOMOUHAIHIO.
Anturen TYRP-1 Moxer coepxaTh KOHCEHCYCHBIN OEJIOK.

HyxkneoTnaHyo mociaenoBaTeIbHOCTh, KOJAUPYIONIYI0 KOHCEHCYCHBIH aHTureH TYRP-1, MokHO omTHMH-
3UPOBaTh B OTHOIIEHUH YaCTOTHI UCTIOIB30BaHuUs KojloHA U cooTBeTcTBYyroIuX PHK-TpanckpunTos. Hyknenno-
Bas KHCJIOTa, Koaupyromas KoHceHcycHbI anTureH TYRP-1, moxeT ObiTh kKoJ0H- 1 PHK ontumusnpoBanHoi
JUTS DKCTIpECCHH. B HEKOTOPHIX BapHaHTaX pealn3aldé M300peTeHHs HYKICOTHAHAS IIOCIEeA0BAaTeIFHOCTD, KO-
JIupytomas KoHceHcycHblid antured TYRP-1, MoxeT conmepkats mocienoBaTelbHOCTh Ko3ak (Hampumep, GCC
ACC) mst yeenmmueHus dhpexTuBHOCTH TpaHCsmun. HykiienHOBas KUCIIOTa, KOAUPYIOIIass KOHCEHCYCHBIH aH-
tured TYRP-1, moxer conepkaTh HeCKOJbKO cTomn-kogoHoB (Hanpumep, TGA TGA) ans yBennuenust sddek-
TUBHOCTH TCPMUHAIIMH TPAHCIIAIIUH.

HyxneunoBas kucioTa, Koaupymomas KoHceHCycHbIN aHTuren TYRP-1, MoxeT Takxke KOAUPOBATh JUIEP-
HyI0 mocienoBareibHOcTh uMMyHornoOynuHa E (IgE). HykienHoBas KuCIOTa, KOAUPYIOIIas KOHCEHCYCHBIN
aatureH TYRP-1, MOXeT JDOMOTHHUTENBHO KOAMPOBAThH JHICPHYIO IMOCienoBaTelbHOCTh IgE Takum oOpaszom,
YTO aMHHOKHCIIOTHAS TOCIIEI0BATEIbHOCTD JHACPHON MOCciIeqoBaTeNbHOCTH IgE CBS3bIBaeTCS C aMHUHOKHCIIOT-
HOU TocCJe0BaTeIbHOCThIO KOHCEHCYyCcHOro anTureHa TYRP-1 nentugHoit ces3pio. HykiiennoBas kuciora, Ko-
mupyromas KoHceHCycHbIN anTureH TYRP-1, MoxeT Takxke coaepkaTh HYKJICOTHIHYIO IOCIIECIOBATEILHOCTD,
KOAWPYIOIIYIO JHIEPHYIO TocnenoBaTensHOCTh IgE. B HeKoTOpBIX BapmaHTax peann3anné M300peTeHHs HyK-
JIEMHOBas KUCIOTa, KOAUPYIOIIasi KoHCeHCYCHBIN aHTureH TYRP-1, He uMeeT win He COEPKUT HYKICOTHAHYIO
MIOCJIEI0BATENBHOCTh, KOTUPYIONIYIO JHICPHYIO IMocien0BaTeaIbHOCTh IgE.

Koncencycnsiit antures TYRP-1 moxer npencraBisats co00i HYKIEOTHAHYIO HochenoBatenbHocTh SEQ
ID NO: 3, xoropast KogupyeT aMUHOKHUCIOTHYI0 mocienoBatenbHOCcTs SEQ ID NO: 4. IlocnegoBaTensHOCTh
SEQ ID NO: 3 komupyet koHceHCYcHBIN O0enok TYRP-1, cBsi3aHHBIA ¢ TUAEpHON mocieaoBaTeabHOCTRIO IgE.
Koncencycnsrit 6eok TYRP-1 moxer ObITh cBsizaH ¢ nuaepHoi nocnenosatenbHocThio IgE n HA-metkoii. B
JPYTUX BapUaHTaX peaiau3aluu n300peTeHus KoHceHCYCHBIH Oenok TYRP-1 MoxkeT He conepath WK HE OBITH
CBSI3aHHBIM C JIMAEpPHON TocnenoBatenbHocThio IgE n/mm HA-MeTkoi.

B HekoTOphIX BapHaHTaX pealn3aluy U300peTeHus KOoHCeHCycHbI anTureH TYRP-1 moxer mpencras-
JATH COOOH HYKJICOTHIHYIO IMOCIEIOBATENBHOCTh, 00JaafonIylo Mo MeHbIned mepe okono 80%, 81%, 82%,
83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmmu 100%
WUIACHTHYHOCTHIO 110 BCEH ITMHE HYKICOTHIHON MOCeoBaTenbHOCTH, puBeneHHo B SEQ ID NO: 3. B apyrux
BapHaHTax pean3allii N300peTeHust KoHCEHCYCHBIN anTureH TYRP-1 MoXeT npeacTaBiarh co00i HYKICOTH I-
HYIO TOCJICIOBATEIIFHOCTh, KOTOpas KOAWPYET aMHHOKHCIIOTHYIO IIOCIEAOBATEIBFHOCTh, OOJAAaIoNIylo 110
MeHblIed Mepe okono 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% umu 100% HIEeHTUYHOCTHIO IO BCEH JIMHE aMUHOKHCIOTHOM IIOCIIeI0BAaTEILHOCTH,
npusenerHoid B SEQ ID NO: 4. Koncencycnsiit anturen TYRP-1 mMoxxeT npencTaBisaTe cob6oif aMHMHOKHCIIOT-
HYIO TOCIICIOBATEIFHOCTh, O0JIATAONIYI0 1T0 MeHbIeH Mepe okono 80%, 81%, 82%, 83%, 84%, 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100% HaEeHTUYIHOCTBIO 1O BCEil
JUTHHE aMUHOKHUCIIOTHOU TTOCIeIoBaTebHOCTH, puBeaeHHoi B SEQ ID NO: 4.

HexoTtopbie BapuaHTHI peann3anui H300peTeHUsI OTHOCATCS K HyKICOTHIHBIM ITOCIIEIOBATEIHHOCTAM, KO-
JTUPYIONAM O€JIKH, TOMOJIOTHYHBIE KOHCeHCYycHOMY Oenky TYRP-1, ummyHOTeHHOMY (PparMeHTy KOHCEHCYC-
Horo 6enka TYRP-1 m "MMyHOT€HHBIM (parMeHTaM TOMOJIOTUIHBIX OenkoB. Takue MOJEKYJIbl HYKJICHHOBBIX
KHCJIOT, KOTOPbIe KOANPYIOT MMMYHOT€HHBIE OelKH, obnanatomme 10 95% roMoIOTHH OTHOCHTEIBHO KOHCEH-
CYCHOM ITOCIIEIOBATEIBHOCTH, 10 96% TOMOJIOTHH OTHOCHTEIFHO KOHCEHCYCHOH MOCIEI0BATENbHOCTH, 10 97%
TOMOJIOTUM OTHOCUTEIBHO KOHCEHCYCHOU MOCIEA0BAaTENbHOCTH, 10 98% roMOoJI0ruu OTHOCUTENIEHO KOHCEHCYC-
HOW TIOCIICIOBATEIBHOCTH U 10 99%, MOTYT OBITH IPEIOCTABICHEI. AHAJOTHYHBIM 00pa30M, TaKkKe TPEIOCTaB-
JSFOTCS HYKJICOTHIHBIC MTOCIICIOBATEIFHOCTH, KOUPYIOIINE HMMYHOTCHHBIC ()parMEHTBI, IPUBEIICHHEBIC B JIaH-
HOM JIOKyMEHTE, 1 UMMYHOTCHHBIC ()parMEeHTHI OCIKOB, KOTOPBIC TOMOJIOTUYHBI OEIKaM, IPUBEICHHBIM B JaH-
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HOM JOKyMEHTE.

HekoTopbie BapuaHTHI peann3anud U300pPETCHUS OTHOCATCS K MOJIEKYJaM HYKICHHOBBIX KHCIIOT, KOJU-
PYIOLIMM UMMYHOTE€HHBIE Oenku, obmamatomue 95% roMoaorueli OTHOCHTENFHO HYKJICHHOBOW KUCIIOTHI, KOJTH-
pyIOIIeH MOCIIeAOBATEIFHOCTH B TaHHOM JOKyMeHTe. HekoTopble BapMaHTHI peann3alii W300pETeHUs OTHO-
CATCS K MOJIEKYJIaM HYKJIEMHOBBIX KHCIIOT, KOAMPYIOIINM HMMYHOTEHHBIe Oenku, obmanatomue 96% romoioru-
el OTHOCUTEJIbHO HYKJIEMHOBOM KHCJIOTHI, KOJUPYIOIIEH MOCIeI0BaTeIbHOCTH B IaHHOM JOKyMeHTte. HekoTo-
pBIE BapHaHTHI pean3alii H300PETeHNS OTHOCITCA K MOJIEKYJIaM HYKJICHHOBBIX KHCIIOT, KOIUPYIONIM HMMY-
HOTEHHBIE OeJKH, obmanarontie 97% roMoiornef OTHOCHTENFHO HYKJICHHOBOH KHCIIOTHI, KOJUPYIOMIEH mocie-
JIOBATCIILHOCTH B TAHHOM JTOKyMeHTe. HekoTophie BapHaHTHI peamu3alii H300peTeHIUsI OTHOCITCS K MOJICKyJIaM
HYKJICHHOBBIX KHCIIOT, KOJUPYIOIIMM UMMYHOTCHHBIC Ociiku, oOnanaroimmue 98% romonorueil OTHOCUTEIHHO
HYKJICHHOBOW KHCJIOTHI, KOJUPYIOIICH TOCICAOBATEIFHOCTH B JaHHOM JOKyMeHTe. HekoToprie BapuaHTHI pea-
JU3aIMA U300PETCHUST OTHOCITCS K MOJICKYJIaM HYKJICHHOBBIX KHCIIOT, KOJUPYIOIUM UMMYHOTCHHBIC OCJIKH,
obmanarorue 99% TOMONOTHEH OTHOCHTEIBHO HYKIICHMHOBOM KHCIIOTHI, KOAUPYIOMICH MOCIICAOBATCIFHOCTH B
JAHHOM JIOKYMCHTE. B HEKOTOpBIX BapHaHTaX pealiu3allid W300pPETCHHsI MOJICKYINBI HYKJICHHOBBIX KHCIOT C
KOJWPYIOIIMMH TOCIIEIOBATEIBHOCTSAMH, OIMMUCAHHBIMHA B JAaHHOM JOKYMEHTE, KOTOpPBIE TOMOJIOTHYHBI KOIH-
pYIOIIEH TOCIeI0BaTeIFHOCTH KOHCEHCYCHOTO OeJIKa, OMMMCAHHOTO B JaHHOM JOKYMEHTE, BKIFOUAIOT IOCIIEI0-
BaTEIHbHOCTH, KOJIUPYIONIHE JTUACPHYIO MOCienoBaTebHOCTh IgE, CBsA3aHHYIO ¢ 5'-KOHIIOM KOAMPYIOIIEH TO-
CIIeZIOBAaTENIFHOCTH, KOAWUPYIOMIEH TOMOJOTHYHBIC IMOCIICIOBATEIBHOCTH OENKOB, OMHCAHHBIC B JTAHHOM JIOKY-
MEHTE.

HexoTtopeie BapmaHTHI peann3anii H300peTeHUsI OTHOCATCS K HYKICOTHIHBIM ITOCIIEIOBATEIHHOCTSAM, KO-
JUPYIOIUM OEJIKM C ONpeeNICHHBIM IPOLEHTOM HICHTUYHOCTH OTHOCHTEIHHO MOJHOPa3MEPHOTO KOHCEHCYC-
Horo Oenka TYRP-1, nmmyHnorennoro ¢parmenta koncencycHoro 6enka TYRP-1 u ummyHoreHHBIX (parmen-
TOB O€JIKOB, 00J1a1aI0MNX UICHTUYHOCTBIO OTHOCUTENIFHO KOHCeHCycHOro Oenka TYRP-

1. Takue MOJIEKYITBI HYKJIICHHOBBIX KUCIIOT, KOTOPhIE KOAUPYIOT IMMYHOTCHHBIC OCIKH, 00IaJaroIue 10
80% HIEHTUYHOCTH OTHOCHUTENBHO MOJIHOPa3MEPHOI KOHCeHCycHOU mocienoBarenbHocTd TYRP-1, 1o 85%
WUIACHTHYHOCTA OTHOCHTEIHHO TOJHOPa3MepHON KOHCeHCycHOH mocienoBarensHoctn TYRP-1, no 90% wnen-
THIHOCTH OTHOCHTEIHHO TMOJIHOPa3MEPHON KOHCEHCYCHOH mocienoatensHocT TYRP-1, mo 91% nnenTryHo-
CTH OTHOCHTEIHHO ITOJIHOpa3MEepHOW KOHCEHCYCHOH mocienoarensHoctd TYRP-1, mo 92% upenTryHOCTH OT-
HOCHTENFHO TIOJIHOpa3MEepHONH KOHCEHCYCHOW mocnenoBaTensHOCcTH TYRP-1, mo 93% wnpeHtudHOCTH OTHOCH-
TEJNBHO TOJTHOPa3MEpPHOI KOHCeHCYCHOH mocienoBarenbHocTd TYRP-1, mo 94% mueHTHYHOCTH OTHOCHTEIIEHO
TIOJTHOPa3MEePHOI KOHCeHCYCHOM nocienoBarenbHocTH TYRP-1, 1o 95% naeHTHYHOCTH OTHOCHTEIHHO MOJTHO-
pa3MepHOil KoHCeHcycHOI nocneaoBaTenbHOCTH TYRP-1, 10 96% HAEHTUYHOCTH OTHOCUTENBHO MOJIHOpa3Mep-
HOM KOHCeHcycHOH mocnenoBarensHocTd TYRP-1, no 97% HIEHTUYHOCTH OTHOCUTENIBHO MOJHOPa3MEpHOU
KoHceHcycHOM nocienoBatenbHOCTH TYRP-1, 1o 98% maeHTUYHOCTH OTHOCUTENBHO MOJHOPA3MEPHOM KOHCEH-
cycHoi nocnenosatensHOCTH TYRP-1 1 10 99% uaeHTHYHOCTH OTHOCUTENBHO MOJIHOPa3MEPHOH KOHCEHCYCHOU
nocienoBatenbHOcTH TYRP-1, MOTyT OBITE IpeIOCTaBICHBL. AHAIOTUYHBIM 00pPa30M, TAKXKE MPEIOCTABISIOTCS
HYKIICOTHIHBIC MOCIICIOBATEIBHOCTH, KOJUPYIOIINE UIMMYHOTCHHBIC (DparMEHTHI, TIPUBCACHHBIC B JAHHOM J0-
KYMEHTE, I IMMYHOT€HHBIE ()parMEeHTHI OEIIKOB C aHAJIOTHYHBIM IPOIEHTOM HISHTHIHOCTH, KaK yKa3aHO BHIIIE,
oTHOCUTENbHO O0ekoB TYRP-1, onmrcaHHBIX B JaHHOM JIOKYMEHTE.

B HEKOTOPHIX BapHaHTaX pealu3aliy W300peTeHNs HYKJICOTHIHAS TOCIEI0BATEIEHOCTh HE COIEPKHUT KO-
JUPYIONIYIO TIOCIIEA0BATEIFHOCTD, KOTOPAst KOAUPYET JHUACPHYIO MOCIEI0BATEIHHOCTE. B HEKOTOPHIX BapuaH-
Tax pearn3aliy H300peTeHUS HYKICOTHIHAS IOCIEAOBATEIFHOCTh HE COICPKUT KOAMPYIOMIYIO ITOCIEeI0Ba-
TENBHOCTh, KOTOpasi KOAUPYET JUACPHYIO IMOCIeA0BaTeIbHOCTD IgE.

HexoTtophie BapuaHTHI peann3anuy U300peTeHUsI OTHOCATCS K (hparMeHTaMm mocienoparensHoctd SEQ 1D
NO: 3. ®parMeHTsI MOTYT COCTaBIATH 0 MeHbLIei Mepe 10%, no Menbeit mepe 15%, o mensmeit mepe 20%,
no MeHsIuel mepe 25%, no mensielt mepe 30%, no menbmei Mepe 35%, mo Mensieil mepe 40%, Mo MeHbIIeH
Mmepe 45%, no mensbiei mepe 50%, no menbleit Mmepe 55%, mo Menblieit Mepe 60%, o MeHbIIeH Mepe 65%,
no MeHsIueil mepe 70%, mo mensiiel mepe 75%, no mensmeit Mepe 80%, mo MeHsbIell Mepe 85%, Mo MeHbIIEH
Mmepe 90%, mo menbmel Mepe 95%, o Merbmel Mepe 96%, mo MeHsmiel Mmepe 97%, mo mensieit mepe 98%
i o MeHsineit mepe 99% mnocnenosarensHoctd SEQ ID NO: 3. ®@parmeHTs! MOryT OBITH TIO MEHBIIEH Mepe
Ha 95%, mo MeHbIIel Mepe Ha 96%, o MeHbIIel Mepe Ha 97%, o MeHbIel Mepe Ha 98% wim o MeHbIIeH
Mepe Ha 99% romonornunsl ¢parmentam nocienosarensHocTd SEQ ID NO: 3. @parmMeHTH MOTYT OBITH 1O
MeHbIIe Mepe Ha 80%, o MeHbIIeH Mepe Ha 85%, o MeHbIeit Mepe Ha 90%, o MeHbIIel Mepe Ha 91%, mo
MeHbIIe Mepe Ha 92%, o MeHbei Mepe Ha 93%, o MeHbIIei Mepe Ha 94%, 1o MeHbIIel Mepe Ha 95%, mo
MeHblIeH Mepe Ha 96%, no MeHble Mepe Ha 97%, no MeHblIed Mepe Ha 98% unu o MeHsbIel Mepe Ha 99%
UICHTUYHBI (hparMeHTaM nociegoBaTenbHocTH SEQ ID NO: 3. B HeKOTOpHIX BapuaHTax pean3aliii H300peTe-
HUS (DparMeHTHI COMEpPKAT TOCICAOBATEILHOCTH, KOJUPYIOMIAE JTUACPHYIO IOCIEIOBATEIBLHOCTD, TAKYIO KAk,
HaTpUMep, JIWACPHAS MMOCICI0BATEIPHOCTh HIMMYHOTJIO0YIIMHA, TAKYIO KaK JIUACPHAS MMOCIeI0BaTeaIbHOCTh IgE.
B HeKkoTOpBIX BapHaHTaX pean3aliuyl 300peTeHus (ParMeHTHI HE COJCPIKAT KOJUPYIOIIUE MOCIEIOBATEIBHO-
CTH, KOTOPbIC KOAMPYIOT JIUACPHYIO MOCIEIOBATEIEHOCTh. B HEKOTOPBIX BapHaHTaX pealn3alliil H300peTCHUS
(hparMeHTHI He cozepKaT KOAMPYIOIINE MOCIEI0BATEIEHOCTH, KOTOPBIE KOTUPYIOT JIHACPHYIO MOCIIEI0BATEb-
HOCTB, TaKyI0 KaK, HalpuMep, JTUAepHas ocienoBaTensHocTh IgE.
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Kpome Toro, aMMHOKHCIOTHAS TIOCIEOBATEIEHOCTE KOHCCHCYcHOTO Oenmka TYRP-1 mpexncrarnser coboi
SEQ ID NO: 4. AMHHOKHUCIIOTHAS ITOCIICAOBATEILHOCTh KOHCCHCYCcHOTO Oenka TYRP-1, cBsa3anHOTrO C© nuaep-
HOW mociienoBarenbHoCThIO IgE, mpencraBiseT co6ori SEQ ID NO: 4. AMHHOKHCIOTHAS TTOCIIEA0BATEIHHOCTh
KoHceHcycHoro Oenka TYRP-1, cBs3aHHOTO ¢ JMUAEpHON TOCIeIOBaTENbHOCTRIO IgE, MokeT OBITH CBs3aHa C
HA-meTkoii.

Hexotopbie BapuaHTHI peann3anny M300pEeTEeHUS OTHOCATCSA K OellkaM, KOTOpPBIe TOMOJIOTHYHEI ITOCIIEH0-
BarenpHOCTH SEQ ID NO: 4. HekoTopble BapHaHTHl peau3allii W300pETEHUSI OTHOCATCS K WMMYHOTCHHBIM
6emkam, KOTOpble 00JaatoT 95% roMoornel OTHOCHTEIHHO KOHCEHCYCHBIX OCIKOBBIX IOCIIEI0BATEIHHOCTEH,
npuseneHHbIX B SEQ ID NO: 4. HexoTopble BapuaHTHI pean3aiiy H300pETeHNsT OTHOCSATCS K IMMYHOT€HHBIM
OeinkaM, KoTopble 00anaroT 96% romMonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 4. HexoTopble BapuaHTHI peai3aniyl H300pETeHNsT OTHOCATCS K MMMYHOT€HHBIM
OeinkaM, KoTopble 00nanaroT 97% romMonorueli OTHOCHTEIFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseaeHHbIX B SEQ ID NO: 4.

HexoTtopeie BapuaHTHI pean3aluy H300pETCHUS OTHOCITCS K IMMYHOTEHHBIM OelTkaM, KOTOpBIe 00iana-
10T 98% romMosoruei OTHOCUTEIHHO KOHCEHCYCHBIX OEIKOBBIX ITOCIIEA0BaTeIFHOCTEH, MpuBeaeHHbIX B SEQ ID
NO: 4. HekoTopble BapuaHTBl peaTu3aliii N300pETEHUSI OTHOCATCS K MIMMYHOTEHHBIM O€JKaM, KOTOpbIe 00Jia-
maroT 99% romonorueif OTHOCHUTENIFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEIOBATEIBHOCTEH, IPUBEACHHBIX B SEQ
ID NO: 4.

Hexotopbie BapraHTHI peanm3anuy H300peTeHUsI OTHOCATCS K OenkaM, KOTOpble HACHTUYIHBI IOCIIeA0Ba-
teapHOCTH SEQ ID NO: 4. HekoTopble BapHaHTHI peasin3aiii N300pETSHHSI OTHOCATCS K MMMYHOTCHHBIM Oell-
KaM, 00JalaroliM aMUHOKHCIOTHOU MOCICI0BAaTEIbHOCTBIO, KOTOpas Ha 80% HACHTHYHA MOIHOPa3MEPHBIM
KOHCEHCYCHBIM aMHHOKHUCIIOTHBIM MOCJeI0BaTeNbHOCTIM, puBeaeHHBIM B SEQ ID NO: 4. Hekotoprlie Bapuan-
TBHI PEaHM3aluy U300PETCHHUS OTHOCATCS K MMMYHOTCHHBIM OelKaM, 00JIaJaroluM aMUHOKHCIOTHOM MOCIe/10-
BaTEIBHOCTHIO, KOTOpas Ha 85% WICHTHYHA MOJHOPA3MEPHBIM KOHCCHCYCHBIM aMHHOKHCIOTHBIM MOCIEIOBAa-
TenpHOCTsIM, TipuBeaeHHBIM B SEQ ID NO: 4. Hexoropsle BapuaHTBl peajn3allii M300pETeHUsI OTHOCATCS K
MMMYHOTCHHBIM OelikaM, 00JIalaloNiM aMHHOKHCIOTHOM MOCIIeIOBATeNILHOCTRIO0, KoTopas Ha 90% wmmeHTHIHA
MOJTHOPa3MEPHBIM KOHCEHCYCHBIM aMHUHOKHCIIOTHBIM ITOCJIEIOBATEILHOCTSM, NIpuBeaeHHBIM B SEQ ID NO: 4.
HexoTopsie BapHaHTHI peanu3anii W300pPETEHUSI OTHOCATCS K MMMYHOTEHHBIM OenkaM, 00agaroiuM aMHHO-
KHCJIOTHOH IOCIIeTOBAaTEeIbHOCTRIO, KOTOpas Ha 91% WaeHTHYHA MOTTHOpPa3MEepHBIM KOHCEHCYCHBIM aMHUHOKHC-
JIOTHBIM TIOCTIE0OBATEIBHOCTSIM, NpuBeAeHHBIM B SEQ ID NO: 4. HexkoTopbie BapuaHThI peann3aiiii n300peTe-
HUS OTHOCATCS K IMMYHOTCHHBIM OeJikaM, 001aarolnM aMHHOKHCIIOTHOM TOCIeJ0BaTeIFHOCTRIO, KOTOpast Ha
92% wmIeHTHYHA MOTHOPAa3MEPHBIM KOHCCHCYCHBIM aMHUHOKHCIIOTHBIM ITOCIIEIOBATCIBHOCTSIM, IPUBEACHHBIM B
SEQ ID NO: 4. HexoTtopble BapuaHThl peau3annuy H300peTeHnsI OTHOCATCS K IMMYHOTCHHBIM Oenikam, o0Jia-
JTAFOIIIM aMUHOKHUCIIOTHOH TOCIEI0BATEIILHOCTRIO, KOTOpas Ha 93% HMICHTHYHA TOJTHOPa3MEPHBIM KOHCEHCYC-
HBIM aMUHOKHCJIOTHBIM MOCIEeN0BaTeNbHOCTAM, npuBeaeHHbIM B SEQ ID NO: 4. HexoTopsle BapuaHThI peanu-
3alUu U300PETCHHST OTHOCATCSA K UMMYHOTCHHBIM OelikaM, 00JIaJIalolIiM aMHUHOKUCIIOTHOH MOCIIeIOBaTEIbHO-
CTBIO, KOTOpast Ha 94% HMICHTUYHA TIOJTHOPAa3MEPHBIM KOHCCHCYCHBIM aMUHOKHCIIOTHBIM ITOCIICIOBATCIBHOCTSIM,
npuBeaeHHBIM B SEQ ID NO: 4. HekoTopble BapraHThI peau3allii N300peTEHUSI OTHOCATCS K UMMYHOT€HHBIM
Oemkam, 00JTagarOIINM aMHUHOKHCIOTHOHM ITOCIIEIOBATEIHHOCTRIO, KOTOpas Ha 95% wuaeHTHYHA TONHOpa3Mep-
HBIM KOHCEHCYCHBIM aMHUHOKHCIIOTHBIM TOCIEeI0BaTeNbHOCTIM, mpuBeaeHHbIM B SEQ ID NO: 4. Hekoropbie
BapHaHTHl peai3aliyd W300pETCHUS OTHOCITCS K MMMYHOTCHHBIM OeikaM, O0JIaJafomliM aMHHOKHCIOTHON
MIOCJIEIOBATENFHOCTRIO, KOTOpas Ha 96% WMIeHTHYHA MOTHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM IO-
cieioBarenbHOCTAM, npuBeseHHBIM B SEQ ID NO: 4. Hekoropsle BapHaHTBI peanu3ally H300pEeTeHHsI OTHO-
CATCS K MMMYHOTCHHBIM O€lKkaM, OOJaJaroluM aMHHOKHCIIOTHOW ITOCIICAOBAaTEILHOCTHIO, KOoTOpas Ha 97%
UJICHTUYHA MOJTHOPa3MEPHBIM KOHCEHCYCHBIM aMHUHOKHCIOTHBIM ITOCIIEI0BATEIBHOCTSIM, IpUBeACHHBIM B SEQ
ID NO: 4. HekoTopble BapHUAHTHI peai3aliy U300peTEeHHsI OTHOCSITCSA K UMMYHOTCHHBIM OelikaM, 00J1aIaroIiM
AMUHOKHUCIIOTHOM TIOCIIEIOBATEILHOCTBIO, KOTOpast Ha 98% HMIeHTHYHA TIOJTHOPa3MEPHBIM KOHCEHCYCHBIM aMH-
HOKHUCJIOTHBIM TOCIIeoBaTeNbHOCTAM, puBeAeHHBIM B SEQ ID NO: 4. HexoTopble BapHaHThI peaiu3aluy U30-
OpeTeHnsT OTHOCATCS K MNMMYHOTCHHBIM OeKaM, 00J1aJaloNIiM aMHHOKHCIIOTHON TTOCIIeI0BATEIbHOCTHIO, KOTO-
past Ha 99% WOCHTHYHA TOJTHOPAa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCJIEIOBATEIBHOCTSM, IpHUBE-
neaasiM B SEQ ID NO: 4.

B HEKOTOPBIX BapHaHTax peaji3aluy H300peTeHns OSIOK He COACPKUT JIUACPHYIO TOCIEe0BATEIFHOCTb.
B HekoTOpHIX BapHaHTaxX peaju3aluy M300peTeHHs OEJIOK HEe CONEPKUT JHACPHYIO HOocienoBaTensHOCTh IgE.
®parMeHTsl KOHCEHCYCHBIX OEIKOB MOTYT cojiepxathb mo MeHbmieil mepe 10%, mo mensmieit mepe 15%, mo
Menbleil Mepe 20%, no Mensmeit Mepe 25%, no mensmeil Mepe 30%, o menslei Mepe 35%, Mo MeHblIeH
Mmepe 40%, no mensbiiei mepe 45%, no menbueit mepe 50%, mo MeHblIel Mepe 55%, mo MeHsbiel Mepe 60%,
1o MeHblel mepe 65%, no menbieit Mmepe 70%, mo Menbleit mepe 75%, no MeHsbIel Mepe 80%, Mo MeHbILEH
Mepe 85%, no mensbiiei mepe 90%, no menbueit mepe 95%, o MeHblIel Mepe 96%, o MeHbIelH Mepe 97%,
1o MeHsblueit Mepe 98% nnu o MensIei Mepe 99% koncencycHoro 6enka TYRP-1. iMmyHorenHsle parmen-
ThI TIocenoBarenbHocTd SEQ ID NO: 4 MoryT OBITh mpefocTaBicHbl. IMMyHOTEHHBIC (DparMEHTHI MOTYT CO-
nepxath 1mo Menbiiei mepe 10%, mo mensmeit mepe 15%, o mensmeit mepe 20%, mo MeHsIei Mepe 25%, mo
Mmenbmeit mepe 30%, no menpmei Mepe 35%, no menpmei Mepe 40%, o menbmel Mepe 45%, Mo MeHbIIEH
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Mmepe 50%, no mensbiei mepe 55%, no menbueit mepe 60%, Mo MeHelIe Mepe 65%, o Menbiel Mepe 70%,
no MeHsIueit mepe 75%, no mensiel mepe 80%, no meHbLel Mepe 85%, mo MeHsbiell mepe 90%, o MeHbIIeH
Mepe 95%, mo menbmiel Mepe 96%, o Menbme mepe 97%, o MeHbmeH Mepe 98% niaM Mo MeHbIIeH Mepe
99% mnocnenoBarenprOCTH SEQ ID NO: 4. B HEeKOTOPHIX BapHaHTax pean3aluy H300peTeHns GpparMeHTsl co-
JepXxKaT JUIEPHYIO TOCIEI0BaTeIFHOCTh, TaKyl0 KaK, HapUMep, JUAepHas MOCIeN0BaTEIFHOCTE HMMYHOTIIO-
OynmHa, Takas Kak JIHIEpHas mocienoBaTenbHOCTh IgE. B HEKOTOpHIX BapmaHTax peann3aliii H300peTeHUs
(hparMeHTHI He coAepKaT JIMACPHYIO ITOCIIeA0BATEIFHOCTh. B HEKOTOPHIX BapHaHTax pean3alii H300peTeHUs
(hparMeHTHI HE cozepkaT JHUIACPHYIO TOCIIEAOBATEIHLHOCTh, TaKyI0 KakK, HallpUMep, JIHAEPHAs MOCIIeI0BATENb-
HocTb IgE.

HNmmyHOTeHHBIE (hparMeHTHI OENKOB ¢ aMHMHOKHCIIOTHBIMH T10CIIEIOBATEIBHOCTSIMH, TOMOJIOTHYHBIMH HM-
MYHOTEHHBIM (parmeHnTaMm nocienoBareirsHoct SEQ ID NO: 4, moryT ObITh npeiocTaBiieHbl. Takiue IMMYHO-
TeHHbIe (PparMeHTHl MOTYT coJiep kaTh 1o MeHbIneit mepe 10%, mo mensieit mepe 15%, o Mensiueit mepe 20%,
no MeHsIuei mepe 25%, no mensiiel mepe 30%, no mensmei Mepe 35%, mo Mensbiueil mepe 40%, Mo MeHbIIEH
Mepe 45%, no mensielt Mmepe 50%, o kpaitneit mepe 55%, mo Menseil Mepe 60%, o MeHsLIel Mepe 65%, o
MeHbei Mmepe 70%, o MeHpmei Mepe 75%, no menpmei Mepe 80%, o menbmel Mepe 85%, Mo MeHbIIEH
Mmepe 90%, mo menbmel Mepe 95%, o Menbmeld Mepe 96%, o MeHsmiel Mmepe 97%, mo Mensmeit Mepe 98%
WK TI0 MeHbIIei Mepe 99% OenkoB, koTopsie Ha 95% wim Gosee ToMoNOrHYHEI ocnexoBarenbHOCcTH SEQ 1D
NO: 4. HexoTopble BapHaHThI peali3alliid U300peTeHMsI OTHOCATCS K UMMYHOTCHHBIM (parMeHTam, ooJaaaro-
mmM 96% TOMOIIOTHEH OTHOCHTEIFHO MMMYHOTCHHBIX (DparMEHTOB KOHCEHCYCHBIX OCITKOBBIX IMOCIIEIOBATENb-
HOCTEH B JaHHOM JOKyMeHTe. HeKoTopsle BapHaHTHI pean3aliid H300pETeHUs] OTHOCATCS K MMMYHOTEHHBIM
¢parmenram, obaagaroumM 97% romMonorueli OTHOCUTEIEHO HIMMYHOTEHHBIX (hparMeHTOB KOHCEHCYCHBIX Oell-
KOBBIX IOCJIEZ0BATEIFHOCTEH B JTAaHHOM J0KyMeHTe. HekoTopele BapnaHThl peann3anuy n300peTeHust OTHOCST-
Csl K IMMYHOTEHHBIM (pparMeHram, odiasaroiuM 98% roMosoruei OTHOCUTENIHO IMMYHOT'€HHBIX ()parMEHTOB
KOHCEHCYCHBIX OEJIKOBBIX IIOCIIE/IOBATEIbHOCTEH B JAHHOM JIOKyMEHTe. Hekoropble BapuaHTBI pean3anuu
M300peTeHNs OTHOCATCS K IMMYHOTE€HHBIM (pparMeHTam, obiagaronmm 99% roMmosorueii OTHOCUTENBHO HMMY-
HOTEHHBIX ()parMEHTOB KOHCEHCYCHBIX OCJKOBBIX IOCIENOBATEIFHOCTEH B JaHHOM JOKYMEHTE. B HEKOTOpBIX
BapHaHTaX peaJn3aluyd H300peTeHusT (PparMeHTHl COAEp)KaT JTHUICPHYIO TOCIEN0BAaTEIFHOCTh, TAKYIO Kak, Ha-
puMep, TUAEepHAs TOCIEA0BAaTeIFHOCTE MMMYHOTIIOOYIIMHA, Takasl KaK JHUepHas rmocienoBareiabHocTh IgE. B
HEKOTOPBIX BapHaHTaX pealn3alii U300peTeHus (parMeHTsl He COAepKAaT INACPHYIO ITOCIIeA0BAaTeILHOCTE. B
HEKOTOPBIX BapHAHTaX peajii3aluyd M300peTeHHs (parMeHThl HE COAEpiKaT JUACPHYIO MOCIEI0BATEIbHOCTS,
TaKyro Kak, Hampumep, JuaepHas nocienoBareabHocTh IgE.

HNmmyHOTeHHBIE (hparMeHTHI OEJTKOB ¢ aMHHOKHCIIOTHBIMH T10CIIEI0BATEIBHOCTSIMH, UIICHTUYHBIMH HMMY-
HOreHHBIM (parmenTam nocnenosarenbHoctn SEQ ID NO: 4, MoryT ObITh IpeiocTaBiIeHbL. Takne IMMYHOT€H-
Hble (PparMeHThl MOTYT coJiepKaTh 1o MeHbIel Mepe 10%, o MeHbmel Mepe 15%, no Mensiuei mepe 20%, mo
MeHblIel Mepe 25%, no Mensmeil Mepe 30%, no mensmeil Mepe 35%, o mensuei Mepe 40%, no MeHbIIeH
Mepe 45%, no mensbiei mepe 50%, no menbleit mepe 55%, mo Menbliel Mepe 60%, o MeHbIIeH Mepe 65%,
no MeHsIueil mepe 70%, nmo mensiiel Mepe 75%, no menbueit Mepe 80%, mo MeHsbIell Mmepe 85%, Mo MeHbIIeH
Mmepe 90%, mo menbmel Mepe 95%, o Menbmel Mepe 96%, mo MeHsmiel Mepe 97%, mo mensmeit mepe 98%
WM TI0 MeHbIel Mepe 99% OenkoB, koTopsie Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%., 98%
i 99% WOCHTUYHBI AMUHOKHCIOTHBIM HOcenoBaTenbHoCTsM, puBeaeHHBIM B SEQ ID NO: 4. B HekoTOphIX
BapHaHTaX peajn3aluyd H300peTeHust (PparMeHThl COAEP)KaT JTHUICPHYIO TOCIEIOBAaTENFHOCT, TAKYIO0 Kak, Ha-
npuMep, TUAEpHAs TOCIEA0BaTeIFHOCTF MMMYHOTIIOOYIIMHA, TaKasl KaK JHUepHas mocienoBareilbHocTh IgE. B
HEKOTOPBIX BapHaHTaX peajHu3alliii H300peTeHnst pparMeHThl He CoAepIKaT JIMIEPHYIO MOCIe0BaTelbHOCTh. B
HEKOTOPBIX BapHaHTaX pean3aliu M300peTeHus: GparMeHTHl HE colepKaT JIMICPHYIO IOCIeI0BaTEIbHOCTS,
TaKylo KakK, HalpuMmep, JTUAepHas mocienosaTeabHocTs IgE.

CornacHO U3JI0O)KEHHOMY B JIAaHHOM JIOKYMEHTE B OTHOIICHHH COEAMHEHUS CUTHAJIBHOTO IENTH/A WU JIU-
JIEpHOH TOoCe10BaTeNbHOCTH ¢ N-KOHIIOM OeJiKa, CUTHAJIBHBIA MENTHA/IUIepHas M0CIe0BaTeNbHOCTD 3aMe-
maer N-KOHIIEBOH METHOHHMH OelKa, KOTOPBIH KOJUpYETCS CTapTOBBIM KOJOHOM HYKJIEOTHIHOHM ITOCIENOoBa-
TENBHOCTH, 3aT€M KOJUPYeT OeJ0K 6e3 KOAMPYIONNX CUTHAIBHBIN MEeNTH]I IOCIEe0BATEIIEHOCTEH.

(3) Tuposunaza-3aBucumsiii 6enok 2 (TYRP2).

Baknyna no HacTosmIeMy H300pETEHHI0 MOKET COIEP)KaTh PAKOBBIA aHTHTCH THPO3WHA3a-3aBUCHMBIH Oe-
ok 2 (TYRP2; Tarxke m3BecTHBIH Kak jomaxpoMm Tayromepaza (DCT)), ero ¢parMeHT WM €ro BapHaHT.
TYRP2/DCT, komupyemsiii renoM TYRP2/DCT, npencraBnseT co0oii 6e10K, cocTosAIMi u3 519 aMHHOKHCTIOT,
M DKCIPECCHPYETCs KaK B HOPMANBHBIX, TaK M B 3JIOKAYECTBCHHBIX MEJAHOIMUTAX M KIETKaX MEJIaHOMBI.
TYRP2/DCT npencrasiser co00i XOPOIIO M3YUYCHHBIN METaHOIMT-CIICIU(BUICCKUN (epMEHT, KOTOPHIA B CO-
yetaHuH ¢ THUpo3uHa3oil U TYRP1 yuactByer B mpeBpameHun L-tupos3unHa B menanuH B MenaHonurax. DCT
CTHEIMAJIbHO KaTAIM3UPYET TAayTOMEPU3AlMIO IIPEANICCTBEHHHUKOB MellaHMHa L-momaxpoma B 5,6-
quruapouHnon-2-kapoonosoi kuciaotel (DHICA), koTopslii BrocieacTBuM OKHcIseTcs ¢ momoinsio TYRPI
(xoTOpBIi omuMcaH BbINE) ¢ oOpa3oBaHuMeM dymenannHa. MccnenoBanmst moxaszamu, uro TYRP2/DCT moxer
SBJISITBCSI TOCPEAHUKOM YCTOMYMBOCTH K JIGKAPCTBEHHBIM IIpenaparaM B KJIETKaxX MEJIaHOMBI, CO CIelH(UIHO-
cteio as JIHK-moBpexxnatonux areHToB. Tak Kak HEOJHOKpaTHO coobmanock, uto TYRP2/DCT cunbpHO dKC-
MPECCUpPYeTCsl B MEJIAHOMAX, 3TOT MEJaHOIUT-CIenn(puIeckuii pepMeHT HrpaeT BaXXHYIO pOJb, CIHOCOOCTBYS
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(heHOTUITY METaHOMBI C MCTHHHOM PE3UCTCHTHOCTBIO K Pa3IMYHBEIM MpoTHBOpakoBbiM JIHK-moBpexmarommm
mpernapaTam.

Kax omucaHo BbIIIe TPUMEHUTENBHO K THPO3WHA3e, THpO3WHa3a-3aBUcUMBIi Oenok 2 (TYRP-2) moxer
TaKKe NMPUHUMATh ydacTHEe B CHHTE3E MEJIaHWHA M PACIO3HABAaThCS MMMYHHOW CHCTEMOH y CyOBEKTOB, CTpa-
Jaronmux ot MemanoMel. Kpome Toro, TYRP-2 MokeT onocpeioBaTh yCTOWYHBOCTD K JICKAPCTBEHHBIM TIperapa-
TaM B KieTkax MenaHoMbl. CooTBeTcTBeHHO, TYRP-2 MokeT mpencTaBisTh co00H acCONMUPOBAHHBIN ¢ Mema-
HOMOM aHTHIEH.

AnTturer TRYP-2 crioco6eH WHIyIMPOBaTh aHTUTECH-CIIEUGUICCKUi T-KIeTOYHBIA W/WIH WHTCHCHUBHBIN
TYMOpAJIBHBIA UMMYHHBIC OTBETHI, TEM CaMbIM WHIYIHUPYS WIN BBI3BIBas HMMYHHBIH OTBET, KOTOPBIH HAIlpaB-
JICH Ha paK WU OIyXOJIb WM PEarrpyeT Ha HUX IKCIPecCcUuell aHTHIeHa. B HEKOTOPHIX BapHaHTaX peau3alliu
n300peTeHNs] WHAYIIMPOBAHHBIA WM BBI3BAHHBI MMMYHHBIH OTBET MOJXKET IMPEICTABIATH COOOH KICTOYHBIM,
TYMOPAJGHBIA WK KaK KICTOYHBIN, TaK ¥ T'yMOPAIBbHBI HIMMYHHBIC OTBETHL. B HEKOTOPBIX BapHaHTaX peaun3a-
UM M300pETCHUS WHIYIIMPOBAHHBIN WM BBI3BAHHBIA KIICTOYHBI MMMYHHBIH OTBET MOXET BKJIIOYATh HMHIYK-
IIUIO WU cekpeturo ramma-uaTepdepona (IFN-y) w/unmm dakropa Hekposa onmyxodeit anbda (TNF-a). B npyrux
BapHaHTaxX pealu3aliy N300peTeHIsT WHAYIIMPOBAHHBIN WM BBI3BAaHHBIN MMMYHHBIH OTBET MOXKET YMEHBIIAThH
WM MHTHONPOBATh OJWH WM Oojiee (aKTOPOB CYNPECCHH MMMYHHOTO OTBETA, KOTOPBIE CTUMYJIHPYIOT Pa3BH-
THE OIyXOJM WM paka, SKCOPECCHpys aHTUTEH, HampuMep, 0e3 OorpaHHdeHUs] UMH, (aKTOPHI, MOIABISIONINE
npesenTanuio MHC, dakTopsl, akTHBUpYIONTHE aHTUTeH-cTiennduueckue perymstopabie T-knerkn (Tregs), PD-
L1, FasL, nmutokunsl, Takue kak [L-10 u TFG-f, accoruupoBaHHEIEC ¢ OMMyXOJBI0 MaKpOQaru, aCCOUHUPOBAHHBIC
C OmyXoJibl0 GUOPOOIACTHI, PACTBOPUMBIC (PAKTOPHI, MPOAYIIPYEMbIE HMMYHHBIMH KJIE€TKAMH-CYIPECCOPaMH,
CTLA-4, PD-1, MDSC, MCP-1 u MoseKkyasl HMMYHHBIX KOHTPOJBHBIX TOUYEK, YTO 0oJiee TIOAPOOHO OTHMCAHO
HIDKE.

Anturer TYRP2 MoxeT comepaTh MUATONBI OEITKOB, KOTOPBIE NENAIOT HX 0COOCHHO A(P(EKTHUBHBEIMU B
KayecTBE UMMYHOT€HOB, Ha KOTOPBIE MOTYT MHAYLHMPOBaThCS UMMYyHHbIE OTBETHI K TYRP2. Anturen TYRP2
MOJKET COJICPXKATh MOJHOPA3MEPHBIA MPOIYKT TPAHCIIALUY, €r0 BAPUAHT, €ro (PparMeHT WIH UX KOMOUHAIHIO.
Anturen TYRP2 moxeT conepkaTb KOHCEHCYCHBIH O€JIOK.

HyxneoTuanyro nociaeoBaTeNnbHOCT, KOAUPYIOIY0 KOHCEHCYCHBIN aHTHreH TYRP2, MoxHO onTumusu-
pOBaTh B OTHOIIICHUH YaCTOTHI HCIIOJIB30BaHUA KOIOHA U cooTBeTcTBYromMX PHK-TpanckpunToB. HyknennoBas
KHCIIO0Ta, KOAUpYIoNIass KoHceHCycHbIH anTureH TYRP2, moxer ObiTh kom0H- 1 PHK onTtumusupoBanHoit mis
SKCIIPEeCCHH. B HEKOTOPHIX BapMaHTaX peajH3aluyd H300peTeHHs] HYKJICOTHIHAS IMOCIEIOBATENBHOCTh, KOIHU-
pyromas kKoHceHCycHbIH aHTureH TYRP2, MoxkeT comepkarh mocienoBaTesibHOCTh Kozak (Hampumep, GCC
ACC) mnst yeenmmueHus dhpexTuBHOCTH TpaHCsun. HykiienHOBas KUCIIOTa, KOAUPYIOIIass KOHCEHCYCHBIH aH-
tured TYRP2, MoxeT comepkath HECKOIBKO CTOM-KOom0HOB (Hampumep, TGA TGA) mis yBenudenus s dek-
TUBHOCTH TEPMUHAINH TPAHCIISAIIIH.

Hyxneunosas kuciora, Kogupyromas koHceHCcycHbI antured TYRP2, MoxeT Takxke KOIUpOBaTh JIUIEP-
HyI0 mocienoBareibHOcTh uMMyHortoOynuHa E (IgE). HykienHoBas KuCIOTa, KOAUPYIOMIas KOHCEHCYCHBIN
aaturedH TYRP2, MOkeT TOMONHUTETHHO KOIUPOBATh JTUACPHYIO MOCIEI0BaTeNbHOCTh IgE Takum 00pazom, uto
AMHUHOKHUCIIOTHAS TTOCIIEAOBATCIFHOCTD JHICPHON TocienoBatensHocTd IgE CBsi3pIBacTCS ¢ aMUHOKHCIOTHOM
MOCJIeA0BATEIbHOCTEI0O KOHCEHCYCcHOro aHTureHa TYRP2 mentuanoit cBsizbto. HykiiemHoBast KucioTta, KOJAU-
pyromas koHceHcycHbIH anTtureH TYRP2, Moxer Takke colepxaTh HYKICOTHAHYIO ITOCICAOBATEILHOCTD, KO-
JTUPYIONIYIO JHCPHYIO MocaenoBaTenbHOCTh IgE. B HEKOTOPBIX BapHaHTaxX pealu3aiiiii W300peTeHHs HyKJICH-
HOBas KHCIIOTa, KOTUPYIOIas KOHCEHCYCHBIH anTureH TYRP2, He nMeeT nin He COEpKUT HYKICOTHIHYIO TI0-
CIIeZI0BAaTENIFHOCTh, KOAUPYIOUIYIO JIUACPHYIO MOCIEI0BaTENbHOCTE IgE.

Koncencycneiit antures TYRP2 MokeT nmpeactaBisaTh cOO0W HYKICOTHIHYIO TIOcea0BaTenbHOCTE SEQ
ID NO: 5, xoTopast KOIUpyeT aMHHOKHUCIOTHYIO TiocienoBaTeibHOCTh SEQ ID NO: 6.

[Mocnenosarensnocts SEQ ID NO: 5 xoampyer koHceHcycHbld 6enok TYRP2, cBszaHHBIN ¢ JamaepHOH
nocnegoBareabHocThIO IgE.

Koncencycnsiit 6enok TYRP2 moxxeT ObITh CBsi3aH ¢ uaepHOH nocienosarenbHocThio IgE 1 HA-MeTKOH.
B npyrux BapmaHTax peanm3anuu n3o0peTeHus: KoHceHCycHBIH Oenok TYRP2 moxer He comepkaTh WM HE
OBITH CBSI3aHHBIM C JIMJIEPHOH mocienoBaTenbHocThio IgE n/mmn HA-mMeTkoi.

B HEKOTOPBIX BapHaHTaX pealu3aliy U300pETeHUsT KOHCEHCYCHBIN aHTHreH TYRP2 Moxer mpeacTaBiusaTh
c000¥ HYKJICOTHUIHYIO TOCIEA0BATEIHPHOCTh, 00JAAAIONIyI0 TI0 MeHbIIel Mepe okoio 80%, 81%, 82%, 83%,
84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wnm 100% wunen-
THYHOCTBIO TI0 BCEH JINTMHE HYKJICOTHIHOH TocieaoBaTeabHocTH, pueaeHHoi B SEQ ID NO: 5. B apyrux Ba-
pHaHTax peanu3anuu n300peTeHnst KoHceHCYCHbIH anTureH TYRP2 MoxeT mpencTaBiasaTh OO0 HYKICOTHIHYIO
MOCJIEI0BATENEHOCT, KOTOPasi KOAUPYET aMHHOKHCIOTHYIO ITOCIIEAOBATEIHLHOCTD, 00IaMal0NIyI0 M0 MEHBIIEH
Mmepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%., 98%, 99% nnu 100% UIEHTUIHOCTHIO MO BCEH AJIMHE aMUHOKHUCIOTHOM MOCJIEOBATEIbHOCTHU, TPUBEICH-
Ho#t B SEQ ID NO: 6. Koncencycusriii anturer TYRP2 moxkeT npeactaBisats coboif aMHHOKHCIOTHYIO MOCIIe-
JIOBAaTCIILHOCTh, 00JIAAAIONIYI0 MO MEHbIed Mepe okono 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%,
89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wnnu 100% HIECHTUYHOCTHIO IO BCEH JIMHE aMU-
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HOKHUCJIOTHOW MociieoBaTeabHOCTH, NpuBeaeHHoi B SEQ ID NO: 6.

HexoTophie BapuaHThI peann3alui H300pETCHHUsI OTHOCATCS K HYKICOTHIHBIM ITOCICIOBATEIBHOCTSM, KO-
JTUPYIONM OCJIKH, TOMOJIOTHYHBIE KOHCeHCycHOMY Oenky TYRP2, uMMyHOreHHOMY (hparMeHTy KOHCEHCYCHO-
ro 6enka TYRP2 u uMMyHOTeHHBIM (PparMeHTaM TOMOJIOTUYIHBIX OeNKOB. Takue MOJIEKYJIbI HYKJIEHHOBBIX KH-
CJIOT, KOTOpBIE KOAMPYIOT IMMYHOTEHHBIE OelkH, obmanatomue 10 95% roMoJIoruy OTHOCUTEIHHO KOHCEHCYC-
HOM TOCJIEeNOBATENILHOCTH, 10 96% TOMOJIOTMH OTHOCHUTEBHO KOHCEHCYCHOU IMOCienoBaTelbHOCTH, 10 97%
TOMOJIOTHH OTHOCHUTEIHFHO KOHCEHCYCHOH IOCIIEA0BATEIFHOCTH, 10 98% TOMOJIOTHH OTHOCHTEIIEHO KOHCEHCYC-
HOM TIOCIIEIOBATEIHHOCTH M 10 99%, MOTYT OBITH IpEIOCTAaBICHEI. AHAJOTHYHBIM 00pa3oM, TakXKe TPEaOCTaB-
JSFOTCS HYKJICOTHIHBIC MTOCIICIOBATEIFHOCTH, KOJUPYIOIINE HMMYHOTCHHBIC ()parMEHTBI, IPUBEIICHHEBIC B JIaH-
HOM JIOKyMEHTE, 1 UMMYHOTCHHBIC ()parMEHTHI OCIKOB, KOTOPBIC TOMOJIOTUYHBI OeIKaM, IPUBEICHHBIM B JaH-
HOM JIOKYMEHTE.

HekoTopbie BapuaHTHI peann3anud U300pPETCHUS OTHOCATCS K MOJIEKYJaM HYKICHHOBBIX KHCIIOT, KOJU-
PYIOIIUM UMMYHOTCHHBIC OeKH, obnanaronue 95% roMonorueii OTHOCUTEIHFHO HYKIGHHOBOM KUCIIOTHI, KOJIU-
pYIOIIEH MOCIeI0BaTEILHOCTH B JTaHHOM JOKyMeHTe. HeKkoTopble BapHaHTHI peaiu3allid H300pETCHUS OTHO-
CATCS K MOJIEKYJIaM HYKJIEMHOBBIX KHCIIOT, KOAUPYIOIINM HMMYyHOTEHHBIe Oenku, obmanatomue 96% romoioru-
ell OTHOCUTEJIbHO HYKJIEMHOBOM KHCJIOTHI, KOJUPYIOIIEH MOCIEeI0BaTeIbHOCTH B IaHHOM J0KyMeHTte. HekoTo-
pBIE BapHaHTHI pean3alii H300PETeHNs OTHOCITCA K MOJIEKYJIaM HyKJICHHOBBIX KHCIIOT, KOIUPYIONIIM HMMY-
HOTEHHBIE OeJKH, obmanarontie 97% romMosorneif OTHOCHTENFHO HYKJICHHOBOH KHCIIOTHI, KOJUPYIOUIEH mocie-
JIOBAaTEIIFHOCTH B TAHHOM JTOKyMeHTe. HekoTophie BapHaHTHI peanu3aniy H300peTeHIsI OTHOCITCS K MOJICKyIaM
HYKJICMHOBBIX KHCIIOT, KOAWPYIOIINM MMMYHOTCHHBIE Oenku, oOmamaromue 98% romomorneil OTHOCHUTEIHHO
HYKJICHHOBOW KHCJIOTHI, KOJUPYIOIICH TOCICAOBATCIFHOCTH B JaHHOM JOKyMeHTe. HekoToprie BapuaHTHI pea-
JU3aIMA U300PETCHUST OTHOCITCS K MOJICKYJIaM HYKJICHHOBBIX KHCIIOT, KOJUPYIOIUM UMMYHOTCHHBIC OCJIKH,
obmanarormue 99% TOMONOTHEH OTHOCHTEIBHO HYKIICHMHOBOM KHCIIOTHI, KOAUPYIOMICH MOCIICAOBATCIFHOCTH B
JAHHOM JTIOKYMCHTE. B HEKOTOpBIX BapHaHTaX pealiu3allid W300pPETCHHsSI MOJICKYIBI HYKJICHHOBBIX KHCIOT C
KOJUPYIOIIMMHU TOCJICIOBATEIEHOCTSMH, OMUCAHHBIMA B JAHHOM JOKYMEHTE, KOTOPHIE TOMOJIOTHYHBI KOIH-
pYIOIIEH TOCIeJ0BAaTeIFHOCTH KOHCEHCYCHOTO OeJIKa, OTMMCAaHHOTO B JaHHOM JOKYMEHTE, BKIFOUAIOT IOCIIEIO0-
BaTEIbHOCTH, KOJTUPYIONIHE JTUACPHYIO MOCienoBaTebHOCTh IgE, CBsA3aHHYIO ¢ 5'-KOHIIOM KOAMPYIOIIEH TO-
CIIEZIOBATENIFHOCTH, KOAWUPYIOMIEH TOMOJOTHYHEIC MOCIIECIOBATEIBHOCTH OENKOB, OMHCAHHBIC B JAHHOM JIOKY-
MEHTE.

HexoTtopeie BapuaHTHI peann3anii H300peTeHUsI OTHOCATCS K HYKICOTHIHBIM ITOCIIEIOBATEIBHOCTSAM, KO-
JUPYIOMUM O€JKH C ONpeAENICHHBIM MPOILEHTOM HISHTHYHOCTH OTHOCHTEIHHO TOJTHOPAa3MEPHOTO KOHCEHCYC-
Horo Oenka TYRP2, nmmyHorennoro ¢parmenra koncencycHoro 6enka TYRP2 u uMMyHOTeHHBIX ()parMeHTOB
0enKoB, 00JIAAONIUX HICHTHYHOCTBIO OTHOCHUTENIFHO KOHCeHCycHOoro Oenka TYRP2. Takue MoNeKymsl HYK-
JICMHOBBIX KHUCIIOT, KOTOPHIC KOIMPYIOT UMMYHOTCHHEIC Oenku, oOnanaromue 10 80% UIACHTHYHOCTH OTHOCH-
TEJIBHO MOJIHOpa3MEepHOH KOHCEHCycHOM mocnenoBaTenbHocTH TYRP2, 1o 85% MAeHTHYHOCTH OTHOCHUTENBHO
MOJTHOPa3MEPHOI KOHCEHCYCHOH MOCIeI0BATEIbHOCTH, 10 90% HICHTUIHOCTH OTHOCHUTEIEHO MTOTHOPa3MEPHOU
KoHceHcycHOM nmocnenoBarenbHocTd TYRP2, 1o 91% MaeHTHYHOCTH OTHOCUTENBHO MOJTHOPa3MEpPHON KOHCEH-
cycHoii mocienosarensHoctd TYRP2, no 92% WOeHTHYHOCTH OTHOCHUTENBFHO MOJHOPa3MEpHON KOHCEHCYCHOMN
nocienosatensHocTd TYRP2, no 93% MOeHTHYHOCTH OTHOCHTENBHO MOJTHOPAa3MEPHOH KOHCEHCYCHOH mmocie-
nmosarenbHOCTH TYRP2, mo 94% wmaeHTHYHOCTH OTHOCHUTENHHO IOJTHOPa3MEPHON KOHCEHCYCHOM IMocieroBa-
tenpHOCTH TYRP2, 10 95% MAEHTHYHOCTH OTHOCHTENHEHO MOTHOPAa3MEPHOM KOHCEHCYCHOH IMOCIEI0BATEIBHO-
ctu TYRP2, mo 96% WICHTUYHOCTH OTHOCHTENIFHO ITOTHOPa3MEpHOW KOHCEHCYCHOW IOCIIEIOBATEIbHOCTH
TYRP2, 1o 97% WACHTUIHOCTH OTHOCUTENBHO MOJHOPa3MEpPHON KOHCEHCYCHOU mnocienoBaTenbHocT TYRP2,
110 98% UAEHTUYHOCTU OTHOCUTENIBHO TOJTHOPa3MEPHON KOHCEHCYCHOU nocieaoBatenbHocTH TYRP2 u 1o 99%
UICHTUYHOCTH OTHOCUTEIHHO MOJHOPa3MEepHON KOHCEHCYCHOU mocienoarenbHocTH TYRP2, MoryT ObITE mpe-
JIOCTAaBJICHBI. AHAJIOTHYHBIM 00pa30M, TaKKe MPEAOCTABISIOTCS HYKICOTHIHBIC TOCICIOBATEIEHOCTH, KOJH-
pyIOIe UMMYHOT'CHHBIC ()parMEHTHI, IPUBEIACHHBIC B JAHHOM JIOKYMEHTE, H IMMYHOTCHHBIC (pparMeHTHI Oel-
KOB C aHAJIOTUYHBIM IIPOIICHTOM HJCHTUYHOCTH, KaK YKa3aHO BBIIIE, OTHOCUTEIhHO OeiakoB TYRP2, onucanHbix
B JaHHOM JOKYMEHTE.

B HEKOTOPHIX BapHaHTaX peau3aliy H300peTeHNsT HYKJICOTHIHAS TIOCIEI0BATENLHOCTh HE COEPKHT KO-
JUPYIONIYIO TIOCIIEI0BATEIFHOCTh, KOTOPAst KOAUPYET JUACPHYIO MOCIEeI0BATEIHHOCTE. B HEKOTOPHIX BapuaH-
Tax pearn3aniy H300peTeHUS HYKJICOTHIHAS IOCIEAOBATEIFHOCTh HE COICPKHUT KOAMPYIOMIYIO ITOCIEeI0Ba-
TENBHOCTB, KOTOpasi KOAUPYET JUASPHYIO IocieaoBaTeIbHOCTh IgE.

HekoTtopblie BapraHThI peann3anuy N300peTeHmsI OTHOCATCS K (pparmentam mnocienoBaTenbHocTr SEQ 1D
NO: 5. @parMeHTsI MOTYT COCTaBIATH o MeHbIIei Mepe 10%, no Menbeit Mmepe 15%, o mensmeit mepe 20%,
no MeHsIuei mepe 25%, no mensiielt mepe 30%, no mensmeit Mepe 35%, mo Mensiueil mepe 40%, Mo MeHbIIeH
Mmepe 45%, no mensbiei mepe 50%, no menbuelt mepe 55%, mo MenelIeilt Mepe 60%, Mo MeHbIIeH Mepe 65%,
no MeHsIueil mepe 70%, mo mensiel mepe 75%, no mensueit Mepe 80%, mo MeHbIell Mepe 85%, Mo MeHbIIeH
Mmepe 90%, no menblueit mepe 95%, no mensluel Mmepe 96%, o MeHbIIel Mepe 97%, no menblueit mepe 98%
win 1o MeHbineit mepe 99% nocnenosarensHoctd SEQ ID NO: 5. dparMeHTH MOTYT OBITH 10 MEHBIICH Mepe
Ha 95%, mo MeHbIIel Mepe Ha 96%, o MeHbIIel Mepe Ha 97%, o MeHbIIel Mepe Ha 98% wim o MeHbIIeH
Mepe Ha 99% romonornussl ¢parmentam nocienosarenbHocTd SEQ ID NO: 5. @parMeHTs MOTYT OBITH 1O
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MeHblIel Mepe Ha 80%, o MeHblIeil Mepe Ha 85%, o MeHbIIel Mepe Ha 90%, o MeHbIel Mepe Ha 91%, no
MeHblIel Mepe Ha 92%, o MeHsIeil Mmepe Ha 93%, o MeHbIIel Mepe Ha 94%, o MeHbILel Mepe Ha 95%, no
MeHbIIeH Mepe Ha 96%, mo MeHbmel mepe Ha 97%, mo MeHbmel Mepe Ha 98% wmmu o MeHbIei Mepe Ha 99%
uaeHTHIHBI pparmentam nocieaoareabHocTd SEQ ID NO: 5. B HEKOTOPHIX BapraHTaX pean3aiuy H300peTe-
HUS (hparMeHTHl coAepiKaT IOCIeNOBAaTEIFHOCTH, KOAUPYIOMKE JTHACPHYIO ITOCIIEA0BATEILHOCTD, TAKYyI0 Kak,
HaIpuMep, JINACPHAs IMOCIeI0BaTeIbHOCTh IMMYHOTIIO0YINHA, TaKyI0 KaK JIMACepHAs IocienoBaTeabHoCTh IgE.
B HEKOTOpHIX BapHaHTaX pean3aliii H300peTeHMs (parMeHThl He COAEPIKAaT KOTUPYIOIIHE MOCIEI0BATEIBHO-
CTH, KOTOpbIe KOAUPYIOT JIUACPHYIO MOCIEI0BATENFHOCTE. B HEKOTOPHIX BapHaHTax peann3aliil H300peTeHUs
(parMeHTHI He coepKaT KOAUPYIOIINE MOCIEA0BATEIILHOCTH, KOTOPhIE KOAUPYIOT JIMAEPHYIO MOCIIEI0BATEIb-
HOCTb, TaKyl0 Kak, HalpuMep, JInepHas nociieoBatenbHocTs IgE.

Kpome TOro, aMMHOKHCIOTHASI TTOCIEIOBATEIBHOCTE KOHCEHCYyCcHOTO Oenka TYRP2 mpencraBnser coboit
SEQ ID NO: 6. AMUHOKHCIIOTHAsI IOCJIEIOBATENILHOCTE KOHCeHCYcHOTo Oenka TYRP2, cBsi3anHOTO € IMaepHOM
nocienoBatenbHOCTRIO IgE, mpenctaBnser cobort SEQ ID NO: 6. AMHHOKHCIIOTHAS ITOCIICAOBATEILHOCTh KOH-
cencycHoro Oenka TYRP2, cBszannoro ¢ nmaepHoi nociepoBarensHocThIo IgE, Moxer ObITh cBsizaHa ¢ HA-
METKOM.

Hexotopbie BapraHTHI peann3anny M300pEeTeHUS OTHOCATCSA K OelTkaM, KOTOPBIe TOMOJIOTHYHEI ITOCIIE0-
BarenpHOCTH SEQ ID NO: 2. HekoTopbie BapHaHTHl peau3aliii W300pETEHUSI OTHOCATCS K WMMYHOTCHHBIM
Oemkam, KOTOpble 00Ja1atoT 95% roMoIorHel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX IMOCIEI0BATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 6. HexoTopsle BapruaHTBl peann3alii H300peTeHUs] OTHOCATCS K UMMYHOTCHHBIM
Oemkam, KOTOpble 00Ja1atoT 96% roMoIoTHeH OTHOCHTEIHHO KOHCEHCYCHBIX OCIKOBBIX IMOCIEI0BATEIHHOCTEH,
npuseneHHbIX B SEQ ID NO: 6. HexoTopble BapuaHTHI peai3aniy H300pETeHNsT OTHOCSTCS K MMMYHOT€HHBIM
OernkaM, KoTopble 00manaroT 97% romMonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 6. HexoTopble BapuaHTHI peai3aniy H300pETeHNsT OTHOCITCS K IMMYHOT€HHBIM
OeinkaM, KoTopble 0OnanaroT 98% romonorueli OTHOCHTEIFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 6. HexoTopble BapuaHTHI peain3aniy H300pETeHNsT OTHOCSITCS K IMMYHOT€HHBIM
Oemkam, KoTophle 007amatoT 99% roMoorHel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX MOCIEI0BATEIHHOCTEH,
npuBeneHHbIX B SEQ ID NO: 6.

Hexotopbie BapraHTH peanm3anuy W300peTeHUsT OTHOCATCS K OenkaM, KOTOpble HACHTUYIHBI IOCIIeA0Ba-
teapHOCTH SEQ ID NO: 6. HekoTopble BapHaHTHI peasin3aiiy H300pETSHHSI OTHOCATCS K MMMYHOTCHHBIM Oell-
KaM, 00JaaloliM aMHUHOKHCIOTHON IOCIIeI0BaTEIbHOCTHIO, KoTopas Ha 80% HACHTHYHA MOIHOPa3MEPHBIM
KOHCEHCYCHBIM aMHHOKHCIIOTHBIM TIOCTIeIOBaTEILHOCTIM, TipuBeneHHBIM B SEQ ID NO: 6. Hexotopbie BapuaH-
TBI peasTM3alui N300PETEHUsT OTHOCSTCS K MMMYHOTEHHBIM OelKaM, 00J1afaloluM aMHHOKHCIIOTHOH TTocie0-
BaTEJIBbHOCTHIO, KOTOpas Ha 85% WMICHTHYHA MOJHOPAa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM TIOCIIEI0Ba-
TenpHOCTsIM, TpuBeaeHHBIM B SEQ ID NO: 6. Hexoropsle BapuaHThl peajn3alii M300pETeHUsI OTHOCATCS K
MMMYHOTCHHBIM OellkaM, 00JIaJaroliM aMUHOKHCIOTHOW HOCIeI0BaTeIbHOCThI0, KoTopast Ha 90% wuueHTnIHa
MOJIHOPA3MEPHBIM KOHCEHCYCHBIM aMHUHOKHUCIOTHBIM IMOCJIE€0BAaTeNbHOCTSAM, MpuBeaeHHbBIM B SEQ ID NO: 6.
HexoTopble BapuaHThI peanu3aliu M300peTeHHs] OTHOCSTCS K UMMYHOTEHHBIM OenkaMm, 00JaqalolyuM aMHuHO-
KHCJIOTHOH IMMOCTIeTOBATEIbHOCTRIO, KOTOpas Ha 91% WaeHTHYHA MOTTHOpa3MEepHBIM KOHCEHCYCHBIM aMHUHOKHC-
JIOTHBIM TIOCTIE0BATEIBHOCTSIM, NpuBeAeHHBIM B SEQ ID NO: 6. HekoTopbie BapuaHThI peann3aiii n300peTe-
HUS OTHOCATCSI K IMMYHOTCHHBIM OeJikaM, 00J1aarolnM aMIHOKHCIIOTHOM TIOCIeJ0BaTeIbHOCTRIO, KOTOpast Ha
92% mueHTHIHa MOTHOPAa3MEPHBIM KOHCEHCYCHBIM aMHUHOKHCIIOTHBIM ITOCIIE0BATEIHHOCTSM, IPUBEACHHBIM B
SEQ ID NO: 6. HexoTopble BapraHThI peanu3aliii H300pETeHHUs OTHOCATCS K UIMMYHOTEHHBIM Oeikam, o0Ja-
JIAIOIUM aMHUHOKHUCJIOTHOM IOCIeN0BaTEeNbHOCTBIO, KOTOpasd Ha 93% HIeHTHYHA MOIHOpPa3MEPHBIM KOHCEHCYC-
HBIM aMUHOKHCJIOTHBIM MOCIEN0BaTeNbHOCTAM, npuBeaeHHbIM B SEQ ID NO: 6. HexoTtopsle BapuaHThI peanu-
3alUK M300pETEHHs OTHOCITCS K MMMYHOT€HHBIM OeJiKkaM, 00JalafoliM aMMHOKHCIIOTHOH IOCIIe0BaTeIbHO-
CTBI0, KOTOpasi Ha 94% MAEHTHYHA ITOJIHOPAa3MEPHBIM KOHCEHCYCHBIM aMUHOKUCIIOTHBIM ITOCIIEA0BATEIEHOCTSM,
npusesneHHbIM B SEQ ID NO: 6. HekoTopble BapuaHThl peann3aiui H300peTeH s OTHOCATCS K IMMYHOT€HHBIM
OeinkaM, 00JIaaOMUM aMHHOKHCIIOTHOH IOCIIE0BAaTEIbHOCTBIO, KOTOpas Ha 95% WaeHTHYHA MOJIHOpa3Mep-
HBIM KOHCEHCYCHBIM aMHUHOKHCIIOTHBIM TOCIEI0BaTeNbHOCTIM, mpuBeaeHHbIM B SEQ ID NO: 6. Hekotopbie
BapHaHTHl pea3aliyd H300pETCHUS OTHOCITCS K MMMYHOTCHHBIM OeikaM, O0JIaJalomIiM aMHHOKHCIOTHON
MOCTIEIOBAaTENFHOCTRIO, KOTOpas Ha 96% WMIeHTHYHA MOTHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM IO-
cienoBaTelbHOCTIM, ipuBeneHHBIM B SEQ ID NO: 6. HekoTopbie BapHaHThI peanu3anuy H300pETeHUs OTHO-
CATCI K MMMYHOTCHHBIM OeikaM, OONafarolIiM aMHHOKHCIOTHOW ITOCIIEAOBATEIHHOCTHIO, KoTopas Ha 97%
WICHTUYHA MTOJTHOPa3MEePHBIM KOHCEHCYCHBIM aMHUHOKHCIOTHBIM ITOCIIEI0BATEILHOCTSIM, IpuBeAeHHBIM B SEQ
ID NO: 6. Hexotopsle BapHaHTHI peain3alliy H300peTeHNs! OTHOCATCS K MMMYHOTEHHBIM Oellkam, 00J1a1aloIuM
AMHUHOKHUCIIOTHOM MOCIIE€J0BATENBHOCTBIO, KOTOpast Ha 98% HIeHTHYHA OTHOPa3MEPHBIM KOHCEHCYCHBIM aMH-
HOKHUCJIOTHBIM TOCJIe0BaTeNbHOCTAM, NpuBeAeHHBIM B SEQ ID NO: 6. HexkoTopsle BapHaHThI peau3aliu U30-
OpeTeHHs] OTHOCATCA K IMMYHOTEHHBIM OeJKaM, 00J1a/lalolliM aMUHOKHCIIOTHOH MOCIIeJ0BAaTEIbHOCTHIO, KOTO-
past Ha 99% WIEHTHYHA TTOJHOPA3MEPHBIM KOHCEHCYCHBIM aMHWHOKHCIIOTHBIM IOCIIEIOBATEILHOCTSIM, MpPUBE-
nennbiM B SEQ ID NO: 6.

B HEKOTOPBIX BapHaHTax peai3aluy H300peTeHns OSIOK He COACPKUT JIUACPHYIO TOCIEe0BATEIFHOCTb.
B HekoTOpHIX BapHaHTaxX peajn3aluy U300peTeHHs OEJIOK HEe CONEPKUT JHACPHYIO HOocienoBaTensHOCTh IgE.
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®parMeHTHl KOHCEHCYCHBIX OEJIKOB MOTYT cojepkaTb mo MeHbmei mepe 10%, mo meHpmelr mepe 15%, 1o
Menbleil Mepe 20%, no Mensmeit Mepe 25%, no mensmeil Mepe 30%, o menslei Mepe 35%, Mo MeHblIeH
Mmepe 40%, o mensmeit Mepe 45%, no mensmel mepe 50%, mo MeHbmelr Mepe 55%, mo meHsbei Mepe 60%,
1o MeHbInei mepe 65%, mo mensmel mepe 70%, mo MeHbmIeH Mepe 75%, mo MeHbIneit Mmepe 80%, Mo MeHbIIEH
Mmepe 85%, mo mensmieit Mepe 90%, mo meHsIel Mepe 95%, mo mMenbmel Mepe 96%, mo MeHbIeH Mepe 97%,
mo MeHbIeit Mmepe 98% wnu mo meHsei Mepe 99% KoHceHCcycHOTO Oenka. MIMMyHOTeHHBIE (parMeHTHI MO-
cienoBatenbHOCTH SEQ ID NO: 6 MoryT ObITh TIpeocTaBieHbl. IMMyHOTEHHBIE (PparMeHTHl MOTYT COJIEPIKATh
no MeHbIneit mepe 10%, mo mensmel mepe 15%, mo merpmei mepe 20%, mo MeHbIeit Mmepe 25%, Mo MeHbIIeH
Mmepe 30%, no mensbiei mepe 35%, no menbueit mepe 40%, mo MeHblIeil Mepe 45%, o menbiei mepe 50%,
1o MeHblel mepe 55%, no menbieit Mmepe 60%, mo Menbleit mepe 65%, o MeHsbIel Mepe 70%, Mo MeHbILEH
Mepe 75%, no mensbieir mepe 80%, no menbieit mepe 85%, mo Menplieit Mepe 90%, mo MeHwIel Mepe 95%,
1o MeHsIeil mepe 96%, no mensiel Mepe 97%, no MensuIel Mepe 98% unu no MeHsIel Mepe 99% nocneno-
BatenpHOCTH SEQ ID NO: 6. B HEKOTOpBIX BapHaHTax pean3aliy H300peTeHus (parMeHThl COJepKaT JTuIep-
HYI0 TIOCJICIOBATEIFHOCTh, TAKYI0 KakK, HAMPHUMEp, JIUICPHAs MOCICIOBATEIEHOCTh UMMYHOTTIOOYJIMHA, TaKas
Kak JujepHas mociexoBaTenbHOCTh IgE. B HekoTOphIX BapmaHTax peanu3anuy n300peTeHus (parMeHThl He
coZlepXKaT JINACPHYIO ITOCIIEAOBATEILHOCTh. B HEKOTOPHIX BapuaHTaxX pealn3alnuy H300peTeHns pparMeHTH He
CoJZIepXKaT JIUACPHYIO MOCIE0BATEIEHOCTE, TAKYIO KaK, HAIIPUMED, JINACPHAS MOCIeI0BaTeNbHOCTE IgE.

HmmyHOTeHHBIE ()parMEeHTH OENKOB ¢ aMHHOKUCIOTHBIMU ITOCIIEIOBATEIHHOCTAMH, TOMOJIOTHYHBIMU UM-
MYyHOTeHHBIM (pparmenTam nocnenoBatesbHOCTH SEQ ID NO: 6, MoryT OBITh IpenocTaBiIeHbl. Takue HMMYHO-
TeHHBIE (hparMEeHTHI MOTYT COAepKaTh Mo MeHbIIeH Mepe 10%, mo mensmeit mepe 15%, mo mensIel mepe 20%,
1o MeHsIuei mepe 25%, no mensiiel mepe 30%, no mensmei Mepe 35%, mo Mensbiueil mepe 40%, Mo MeHbIIeH
Mepe 45%, no mensbiei mepe 50%, no menbuelt mepe 55%, nmo Menelieil Mepe 60%, Mo MeHbIIeH Mepe 65%,
no MeHsIueil mepe 70%, nmo meHsiiel Mepe 75%, no menbmeit Mepe 80%, mo MeHsbIell Mepe 85%, Mo MeHbIIeH
Mepe 90%, no menbiueit mepe 95%, no mensluel Mmepe 96%, o MeHsblel Mepe 97%, no menbleit mepe 98%
WM TI0 MeHbLIeld Mepe 99% OenkoB, koTopble Ha 95% nim Gostee ToMosorHYHbI TocnenoBatenbHocTd SEQ 1D
NO: 6. HexoTopble BapHaHThI peaii3aliiyd U300peTeHMsI OTHOCATCS K MMMYHOTCHHBIM (yparMeHTam, ooJaaaro-
mmM 96% TOMOIIOTHEH OTHOCHTENIFHO MMMYHOTCHHBIX (DparMEHTOB KOHCEHCYCHBIX OCITKOBBIX IMOCIIEIOBATENb-
HOCTEH B JaHHOM JOKyMeHTe. HeKoTopsle BapHaHTHI peajn3allid H300pETeHUs] OTHOCATCS K MMMYHOTEHHBIM
¢parmenram, obmagaromuM 97% roMosorue OTHOCUTEIHPHO HMMYHOTEHHBIX ()parMEeHTOB KOHCEHCYCHBIX Oelr-
KOBBIX IIOCJIEJOBATEIFHOCTEH B JAHHOM JAOKyMeHTe. HekoTopsie BapraHTHI pean3alid H300pETeHUS OTHOCST-
¢Sl K IMMYHOT€HHBIM (hparMeHTam, obmanaommM 98% romonorreil OTHOCHTEIHHO IMMYHOT€HHBIX (pparMeHTOB
KOHCEHCYCHBIX OEJIKOBBIX IIOCIIE/IOBATEIbHOCTEH B JTAHHOM JIOKyMEHTe. Hekoropble BapuaHTBl peann3anuu
M300peTeHNs OTHOCATCS K IMMYHOTEHHBIM (pparMeHTam, obiagaronmm 99% romosorueii OTHOCUTENBHO HMMY-
HOTEHHBIX ()parMEHTOB KOHCEHCYCHBIX OCIIKOBBIX IOCIIEIOBATEILHOCTEH B TaHHOM JOKyMEHTEe. B HekoTophIx
BapuaHTax pean3alii U300peTeHus (parMeHThl coaepKar JHICPHYIO IOCIeI0BaTeIbHOCTh, TaKyl0 KakK, Ha-
mpuUMep, TUACPHAs TOCICA0BATEIFHOCTS MIMMYHOTIIOOYIIMHA, Takasl Kak JHJepHas mocieaoBareabHoCTh IgE. B
HEKOTOPBIX BapHaHTaX peajlHu3alliii H300peTeHnst GpparMeHTsl He CoAepiKaT JIMAEPHYIO MOCIe0BaTelbHOCTh. B
HEKOTOPBIX BApHAHTAX peaji3aliyd M300peTeHHs (parMeHThl HE COAepiKaT JUACPHYIO MOCIEIOBATEIBHOCTS,
TaKyro Kak, Hanpumep, JuaepHas nocienoBareabHoCcTh IgE.

NmmyHOTeHHBIE (DparMeHTHl OETKOB ¢ aMHHOKHCIIOTHBIMH ITOCTICIOBATEIBHOCTAMH, HACHTHIHBIMI UMMY-
HOTEeHHBIM pparmeHTam nocienoBaTelbHOCTH SEQ ID NO: 6, MOTyT OBITH IIpEeIOCTaBICHBI. Takue MMMYHOTEH-
HBIE (PparMEeHTHI MOTYT COAepkaTh o MeHbiiei mepe 10%, mo mensmeit Mepe 15%, mo mensmeit mepe 20%, o
MeHblIed Mepe 25%, no Mensmeil Mepe 30%, no mensmeil Mepe 35%, o menslei Mepe 40%, no MeHblIeH
Mepe 45%, no mensbiei mepe 50%, no menbuelt mepe 55%, mo Menelieil Mepe 60%, Mo MeHbIIeH Mepe 65%,
no MeHsIueit mepe 70%, mo mensiiel mepe 75%, no mensueit Mepe 80%, mo MeHsbIell Mmepe 85%, Mo MeHbIIeH
Mepe 90%, no menblueit mepe 95%, no mensluelt Mmepe 96%, o MeHsbIIel Mepe 97%, o menblueit mepe 98%
WK TI0 MeHbIei Mepe 99% OenkoB, koTopeie Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%
i 99% UaEeHTHYHBl aMUHOKHUCIOTHBIM MOcieAoBaTeabHOCTsM, MpuBeaeHHbIM B SEQ ID NO: 6. B HekoTOphIX
BapHaHTaX peajn3aluy H300peTeHusT (hparMeHThl COAEp)KaT JTHUICPHYIO TOCIEI0BAaTEIFHOCT, TAKYIO0 KaK, Ha-
npuMep, TUAEpHAs TOCIEA0BaTeIFHOCTF MMMYHOTIIOOYIIMHA, Takasl KaK JHUepHas mocienoBareabHocTh IgE. B
HEKOTOPBIX BapHaHTaX pealn3alii H300peTeHus (parMeHTHl He COAepKAaT INACPHYIO ITOCIIeA0BATEILHOCTE. B
HEKOTOPBIX BapHAHTAX peajii3aluy M300peTeHus (parMeHThl HE COAEpIKaT JUICPHYIO MOCIEI0BATEIbHOCTS,
TaKyro Kak, Hanpumep, JTugepHas nocieaoBareabHocTh IgE.

CornacHo U3J0)KEHHOMY B TaHHOM JOKYMEHTE B OTHOIICHWH COCIMHEHUS CUTHAIBHOTO IENTHAA WIH JIH-
JIEpHOI TOCIeI0BaTeNbHOCTH ¢ N-KOHIIOM OeJiKa, CHUTHAJIbHBIA MENTHA/IUICpPHas M0CIe0BaTeNbHOCTD 3aMe-
maer N-KOHIIEBOH METHOHHMH OelKa, KOTOPBIH KOJUPYETCS CTapTOBBHIM KOJIOHOM HYKJIEOTHIHOHM IIOCIENO0Ba-
TENBHOCTH, 3aTeM KOJUPYeT OeoK 0e3 KOAMPYIOIMX CUTHANBHBIH METNTH I TTOCIIeI0BATEIbHOCTEH.

(4) AccounupoBanHEIii ¢ MeTaHoMoi antureH 4 (MAGEA4).

Bakmuna no HacrosimeMy n300pETEHHIO MOKET COJEpKaTh PaKOBBIA aHTUTEH. ACCOIMUPOBAHHBIA C Me-
nanomoii antureH 4 (MAGEA4), ero ¢parment mim ero Bapuant. MAGE-A4, xogupyemsiii renom MAGE-A4,
TpencTaBisieT co0ol Oerok, cocTosnmii 3 317 aMUHOKHCIIOT, M OKCTIPECCUPYETCS B MY)KCKHX TOJIOBBIX KJIET-
Kax M OIyXOJIEBBIX KJETKaX Ppa3IMYHBIX THUCTOJOTHYCCKUX THIOB, TaKUX KaK KapIMHOMBI JKEIyIO0YHO-
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KHIIEYHOTO TpakTa, muineBoja u jJerkoro. MAGE-A4 ces3eiBaeT oHK0OCOK, ["aHKupuH. D10 crernuduyeckoe
ces3piBanie MAGE-A4 onocpenyercs ero C-konuom. MccnegoBanus mokazanu, yTo 3k30reHHbii MAGE-A4
MOJKET YaCTHYHO MHTHOHNPOBATh aIr€3MOHHO-HE3aBUCUMBIN pOCT ['aHKHPHH-CBEPXIKCIIPECCUPYIOMINX KIIETOK in
Vitro ¥ MoAaByIATh 00pa3oBaHUE MUTPUPYIOMINX OMYXOJEH M3 ITHUX KIETOK Y TOJBIX MBIIIEH. ITO HHrHONpOBa-
HUE 3aBUCHUT OT cBia3biBaHUSA MeXny MAGE-A4 u ["'ankupuHOM, aBasi OCHOBaHWE MPEATOaraTh, 4TO B3aMMO-
nerictBue Mexay I'ankupuaom 1 MAGE-A4 warnoupyer ['aHKupHUH-OTIOCpEeIOBaHHBINA KaHIleporeHe3. BeposT-
HO, dkcripeccust MAGE B omyxosieBoit TKaHH SIBISIETCS HE MPUYMHOM, a CIeCTBUEM OHKOTeHe3a, M reHsl MAGE
MPUHUMAIOT yYacTHe B UMMYHHOM IIPOIIECCE ITOCPEACTBOM HAIPABICHHOTO BO3ICHCTBHUS HAa PaHHUE OIMyXOJe-
BBI€ KJICTKH C LIEJIBI0 YHHUTOXKCHHSI.

AcconmnpoBanHblil ¢ MexanoMoil antured 4 (MAGEA4) MoxkeT IpHHUMATE y4acTHe B SMOPHOHAILHOM
pa3BuUTHH, a TaKkXke TpaHchopMaunu w/wian pa3Butuu omyxonmu. MAGEA4, kak mpaBuio, sKcpeccupyercst B
ceMeHHuKax ¥ mianenre. Tem He Menee, MAGEA4 Mo)eT SKCIIPecCHpOBATLCS B Pa3IUYHBIX THIAX OMYXOJEH,
HarpuMmep, MelaHoMe, INIOCKOKJICTOYHON KapIMHOME TOJIOBBI U IIEH, KapILMHOME JIETKOTO U KapI[HHOME MOJIOY-
HoH kene3bl. CoorBercTBeHHO, MAGEA4 MOXET npencTaBiIiaTh co00i acCONMUPOBAHHEIN C Pa3IMuHBIMH OIy-
XOJISIMH aHTHTCH.

Anturer MAGEA4 cnocober WHAYIMPOBaTh aHTUTeH-crienuduuecknii T-KIeTOYHBIN W/UITM HHTEHCUB-
HBI TYMOpaJIbHBI UMMYHHBIE OTBETHI, TEM CaMBIM HHIYLUPYS WM BBI3BIBas MMMYHHBIN OTBET, KOTOPBIA Ha-
MPaBJICH Ha PaK WM OMyXOJb WIIM pearupyeT Ha HUX dKCIpeccreil aHTureHa. B HEKOTOPHIX BapHaHTaX pean-
3anru N300peTeHUs] MHAYIIMPOBAHHBIN WM BRI3BAHHBIH IMMYHHBIA OTBET MOXET NPEICTABIATH COOON KIIETOU-
HBIM, TYMOpaJbHBIN WIM KaK KIETOYHBIM, TaK U TyMOpaJbHBI MMMYHHBIE OTBEThl. B HEKOTOpBHIX BapuaHTax
peau3anuy H300pETCHUS WHIYIIMPOBAHHBIN WM BBI3BAHHBIA KICTOYHBIN MMMYHHBIH OTBET MOXKET BKJIFOUYAThH
WHAYKIHAIO WK cekpenuto ramma-uaTepdepona (IFN-y) u/umm dakxropa Hexposa omyxoneit ansha (TNF-a). B
JIPYTUX BapHaHTaX peaM3aluil HW300pPCTCHUS HWHIYIUPOBAHHBIA WM BBI3BAHHBI UMMYHHBIH OTBET MOXKET
YMEHBIIIATh WU HHTHOMPOBATH OJWH WK OoJice ()aKTOPOB CYNMPECCHH UMMYHHOTO OTBETA, KOTOPHIC CTHMYITHU-
PYIOT pa3BUTHE OIYXOJIM WM paka, SKCIPECCHPYs aHTUIeH, HAaIlpuMep, 0e3 OorpaHUuCHUsS UMU, (HaKTOPEI, IMO-
nmasistrontue npesenranuio MHC, ¢hakTopsl, aKTHBUPYIOIINE aHTHICH-CIICNA(DUICCKUE PEryIsITOpHbIe T-KIeTKu
(Tregs), PD-L1, FasL, nuroxunsl, Takue kak IL-10 u TFG-f3, accormmpoBaHHbIE C OIMYX0IbI0 MaKpodarm, acco-
IIUMPOBAHHBIC C OMYXOJBI0 (UOPOOIACTHI, PACTBOPUMEIC (haKTOPHI, IPOAYIUPYEMbIC UMMYHHBIMU KICTKAMH-
cymnpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 u MoyieKyJ bl UMMYHHBIX KOHTPOJIbHBIX TOUYEK, UTO OoJiee Mmoj-
pOOHO OMUCAHO HUXKE.

Antures MAGEA4 MoeT coiep kaTh SITUTOITBI OEITKOB, KOTOPBIE ACTA0T UX 0COOCHHO () ()EKTUBHBIMU B
KauyeCcTBE HMMMYHOTEHOB, Ha KOTOPBIE MOTYT WHIYIIMPOBATHCS HMMMYyHHBIE OTBeThI kK MAGEA4. Anturen
MAGEA4 MoxeT coaepkaTh IOJTHOPA3MEPHBIN MPOTYKT TPAHCIISIMH, €r0 BApUAHT, €ro (parMeHT WA UX KOM-
ounammro. AaTureH MAGEA4 MoxeT coaepxkaTh KOHCEHCYCHBIH OeIoK.

HyxneoTuanyro nocnenoBaTebHOCTb, KOAUPYOUIYI0 KOHCEHCYCcHbIH aHTureH MAGEA4, MoxkHO onTUMU-
3MPOBATH B OTHOIIICHHH YaCTOTHI UCIIOJIL30BaHMS KOJOHA U cooTBeTcTBYIoIX PHK-TpanckpunTos. Hykneunno-
Basi KMCJIOTa, KOANpYIoNIas KoHceHCycHbIH anTureH MAGEA4, mosxet 06Tk k0710H- 1 PHK onTrumusnpoBanHOM
JUISL OKCIpeccuy. B HEKOTOpBIX BapmaHTax pealu3aluy W300peTeHHsl HYKJICOTHAHAs MOCIeI0BaTeIbHOCTD, KO-
qupyromas koHceHcycHbll anTureH MAGEA4, moxer comepxxarh mocnenoBaTenbHocTh Kozak (Hampumep,
GCC ACC) nns yBenmdenust 3¢ dexTuBHOCTH TpaHCIsMU. HykienHoBas KHCIOTa, KOAUPYIOIash KOHCEHCYC-
He1id antureH MAGEA4, MoxeT comep)kaTh HECKOIbKO cTomn-KoaoHoB (Hanmpumep, TGA TGA) miis yBenudeHus
3 PeKTUBHOCTH TEPMHUHAIIUN TPAHCIISIITAH.

HyxknennoBas KMCIIOTa, KOgUpyomias KoHceHCycHbI anTureH MAGEA4, MoXeT Takke KOAMPOBATH JIH-
JIepHYIo TocneoBarenbHoCcTh MMMYHOTIIOOY IMHA E (IgE). HyknenHoBas kuciioTa, Kogupyromnas KOHCEHCYCHBIH
agTures Tyr, MOXKET INOIOJHHUTEIRHO KOAMPOBATH JIMACPHYIO mocienoBaTenbHOCTh IgE TakmM oGpaszom, 4To
AMHMHOKHCIIOTHAsI TIOCIIeI0BAaTEeNIbHOCTh JHACPHOM nocienoBarenbHocT IgE cBs3bIBaeTCs ¢ aMUHOKHCIOTHOM
MoCJIeA0BaTEIbHOCTRI0 KOHCEeHCYcHOro anTurena MAGEA4 nentuaHo# cBs3plo. HykiienHoBast KMCIIOTa, KOAU-
pytomiast koHceHcycHbIN aHTUreH MAGEA4, MOXeT Takke ColepKaTh HYKICOTHIHYIO MOCIEeI0BATEIbHOCTD,
KOJMPYIOIIYIO JINIEPHYIO TMocienoBarensHOCTh IgE. B HeKoTOpBIX BapuaHTax peanu3aliii H300peTeHUsS HyK-
JIEMHOBAasl KUCIIOTA, KOAUpYIomias kKoHceHcycHbIN anTureH MAGEA4, He uMeeT uiu He COACPKUT HYKICOTU-
HYIO OCEI0BATENBHOCTD, KOJUPYIONIYIO TUASPHYIO NMOCIeA0BaTeNbHOCTD IgE.

Koncencycueiit antured MAGEA4 MoXeT mpencTaBiaTh COO0H HYKICOTHIHYIO TOCEIOBATEIBHOCTh
SEQ ID NO: 7, xotopas KOAUpYeT aMHHOKHCIOTHYIO TmocienoBarenbHocTh SEQ ID NO: 8. ITocnemoBarens-
Hocth SEQ ID NO: 7 xomupyeT koHCeHCYCHBIH O0e1o0k MAGEA4, cBA3aHHBIN C JTHIEPHON MOCIEA0BATEIHHO-
ctrio IgE. Koncencycnerit 6enok MAGEA4 MoxeT OBITh CBSI3aH ¢ TUAEpHON mocienoBaTensHOCcThiO IgE 1 HA-
METKOH. B mpyrux BapuaHTax peanm3ariy n300peTeHusi KoHCeHCYCHBINH O0e10k MAGEA4 MoXeT He conepKaTh
WK He OBITh CBSI3aHHBIM C JTUAEPHOU mociiefoBarenbHoCThIO IgE n/nmm HA-MeTkoi.

B HekoTophIX BapHaHTax peajn3aly M300peTeHnst KoHceHCycHbIH anTureH MAGEA4 mosxer npencras-
JATh COOOW HYKJICOTHIHYIO IMOCICIOBATEIBHOCTh, 00JMANAIONIYI0 0 MeHbIIed mMepe okono 80%, 81%, 82%,
83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100%
UIGHTUYHOCTBIO 110 BCEH JUIMHE HYKJICOTUAHON nocneaoBaTenbHOCTH, TpuBeaeHHoH B SEQ ID NO: 7. B apyrux
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BapUaHTax peajM3aluy N300peTeHust KoHceHCcycHbIH anTureH MAGEA4 MoxeT mpeactaBisTe co0oil Hykieo-
TUIIHYIO TIOCJIEIOBATEIBbHOCTh, KOTOpPasi KOAMPYET aMHHOKHCIOTHYIO MOCIIEIOBATENLHOCTh, 00JIaJaronylo 1o
MeHbIe mepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% unu 100% HAESHTUYHOCTHIO MO BCCH IIMHE aMUHOKHUCIOTHOM TOCIIEI0BATEILHOCTH,
npuseaenHoit B SEQ ID NO: 8. Koncencycusrit antured MAGEA4 MoXeT npecTaBisITh COO0W aMHUHOKHCIIOT-
HYIO TTOCIIEIOBATEILHOCTD, 00JIaNalonyto o MeHblneld mepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100% HOCHTUIHOCTHIO IO BCEH
JUTHHE aMUHOKHUCIIOTHOU TTOCIeIoBaTebHOCTH, puBeaeHHoi B SEQ ID NO: 8.

HexoTopeie BapuaHThI peann3alui H300pETCHHUsI OTHOCATCS K HYKICOTHIHBIM ITOCICIOBATEIBHOCTSM, KO-
JUPYIOINM OeJIKH, TOMOJIOTHYHBIE KOHCeHCycHOMY O0enky MAGEA4, nmMmyHOreHHOMY (pparMeHTy KOHCEHCYC-
Horo Oenka MAGEA4 1 nMMyHOTEHHBIM (pparMeHTaM TOMOJIOTHYHBIX OenkoB. Takue MoseKysbl HyKIEHHOBBIX
KHUCIIOT, KOTOpPBIE KOAMPYIOT HMMYHOTEHHBIE Oenku, oOnanatomue 10 95% roMoJIorHi OTHOCHTENIBHO KOHCEH-
CYCHOH IOCJIEI0BATENBbHOCTH, 10 96% roMoJIOTMU OTHOCUTEIBHO KOHCEHCYCHOH Mociaea0BaTeabHOCTH, 10 97%
TOMOJIOTUHM OTHOCHUTEIIHHO KOHCEHCYCHOH MOCie10BaTeIbHOCTH, 10 98% TOMOJIOTHH OTHOCHTEIILHO KOHCEHCYC-
HOH TIOCIIEIOBATENHHOCTH M 10 99%, MOTYT OBITH IpEIOCTAaBICHEI. AHAJOTHYHBIM 00pa3oM, TakKe TMPEIOCTaB-
JISFOTCS HYKJICOTHAHBIE TTOCIIEI0BATEIFHOCTH, KOUPYIOIINE HMMYHOTEHHbBIE ()parMEHTHI, IPHBEICHHBIC B JTaH-
HOM JIOKyMEHTE, I UMMYHOTCHHBIE ()parMeHTHI OEIKOB, KOTOPBIE TOMOJIOTHYHBI OeIKaM, IPUBEICHHBIM B JaH-
HOM JOKYMEHTE.

Hexotopbie BapuaHTHI peann3anuy W300pPETEHUS OTHOCATCA K MOJIEKYJaM HYKJICHHOBBIX KHCIIOT, KOIH-
PYIOLIMM UMMYHOTE€HHBIE Oenku, obmanatomue 95% roMoaorueli OTHOCUTENFHO HYKJICHHOBOW KHUCIIOTBI, KOJTH-
pYIOIIEH MOCIeIOBATEILHOCTH B JJaHHOM JOKyMeHTe. HeKoTophle BapHaHTHI peaiu3allid H300pETCHUs OTHO-
CATCS K MOJICKYJIaM HYKJICHHOBBIX KHCJIOT, KOAMPYIOIINM UMMYHOTEHHEIC Oeiku, oOnanaromme 96% romMoioru-
€l OTHOCHUTEIBHO HYKJIEHHOBOW KHCIIOTHI, KOIUPYIOUIEH OCIeI0BaTeIbHOCTH B JaHHOM J0KyMeHTe. HekoTo-
phIC BapUAHTHI pealn3aliui N300pEeTEeHHS OTHOCATCS K MOJICKYJIaM HYKJICHHOBBIX KHCJIOT, KOJUPYIOIIAM UMMY-
HOTCHHBIC OeJKH, oOnanaronme 97% roMoorueif OTHOCUTEIFHO HYKJICHHOBOH KHCIOTHI, KOJUPYOMICH TOcie-
JIOBAaTEIIHOCTH B TAHHOM JTOKyMeHTe. HekoTophie BapHaHThI peanu3aiy H300peTeHIsI OTHOCITCS K MOJICKyJIaM
HYKJICMHOBBIX KHCIIOT, KOAWPYIOIIMM MMMYHOTCHHBIE Oenku, oOmamaromue 98% romomorneil OTHOCHUTEIHHO
HYKJICMHOBOW KHCJIOTHI, KOAHUPYIOIIEH MOCIeI0BAaTEIFHOCTH B JaHHOM JOKyMeHTe. HexoTopsie BapHaHTHI pea-
T3 U300PETEHUSI OTHOCITCSA K MOJIEKyJaM HYKJICHHOBBIX KHCIIOT, KOJHPYIOIUM UMMYHOTCHHBIC OCNKH,
obnamaromue 99% romosornell OTHOCHTEIHHO HYKJIEWHOBOW KHCIOTHI, KOJUPYIOMICH MOCIeIOBaTeILHOCTA B
JAHHOM JIOKYMEHTE. B HEKOTOpBIX BapHMaHTaX peau3alid W300pEeTEeHHs] MOJIEKYJBI HYKIEHHOBBIX KHCIOT C
KOJUPYIOIIMMHU TOCICIOBATEIBEHOCTSMH, OMUCAHHBIMA B JAHHOM JOKYMEHTE, KOTOpPHIE TOMOJIOTHYHBI KOIH-
pyIOIIEei MOCIeA0BaTeIFHOCTH KOHCEHCYCHOTO Oellka, ONMMCaHHOTO B JJAHHOM JIOKYMEHTE, BKIIFOUAIOT MOCIIE/I0-
BaTEJIBHOCTH, KOAMPYIOLINE JIMAEPHYIO IOcieqoBaTeabHOCTh IgE, cBsA3aHHYIO ¢ 5'-KOHLIOM KOAMpYIOLIEH mo-
CJICZIOBATEIILHOCTH, KOJUPYIOIICH TOMOJOTHYHEIC MOCICIOBATEIBEHOCTA OCIKOB, OMUCAHHBIC B JTAHHOM JIOKY-
MEHTE.

HexoTtopbie BapuaHTHI peann3alui H300pETCHUsI OTHOCATCS K HYKICOTHIHBIM ITOCICIOBATEIBHOCTSM, KO-
JUPYIOIUM O€JNKH C ONpEeAENICHHBIM MPOILEHTOM HIASHTHYHOCTH OTHOCHTEIHHO TOJHOPA3MEPHOTO KOHCEHCYC-
Horo Oenka MAGEA4, nmMmyHoreHHoro (parMenrta koHcencycHoro 6enka MAGEA4 1 uMMyHOTEeHHBIX (par-
MEHTOB O€ITKOB, 00IaIalONIUX WISHTUIHOCTHIO OTHOCUTENIBHO KoHCceHcycHoro O6enmka MAGEA4. Takue morne-
KYJIBI HyKJIEMHOBBIX KHCJIOT, KOTOPBIE KOOUPYIOT IMMYHOTeHHBIE Oeku, oOnanaromue 10 80% MISHTUIHOCTH
OTHOCHTEINIFHO TIOJTHOPa3MEpHOH KOHCeHCYCHOH nocienoBarenbHoctTd MAGEA4, o 85% maeHTHIHOCTH OTHO-
CHUTEJIFHO TOJHOPa3MEPHOH KOHCEHCYCHOW IocieoBaTelbHOCTH, 10 90% HISHTUYHOCTH OTHOCHUTEIBHO IIOJI-
HOpa3MepHOU KoHceHCycHO# nocnenoBatenbHocTh MAGEA4, no 91% HIEHTUYHOCTH OTHOCUTENBHO MOJIHO-
pa3MepHOil KoHceHcycHoM nociaenoBaTenbHOCTH MAGEA4, no 92% uUaeHTHYHOCTH OTHOCHUTEILHO MOJHOpa3-
MepHOU KoHCeHCycHoH nocaenosarensHoctTd MAGEA4, 1o 93% naeHTUYHOCTH OTHOCUTENIBHO HOTHOpPa3Mep-
HOI KOHceHcycHOH mocnenoBarensHocTd MAGEA4, 1o 94% MaeHTUYHOCTH OTHOCUTENIBHO MOJHOPa3MEpHOU
KOHCeHCycHoU nociaenosarensHoctTd MAGEA4, 1o 95% UASGHTUYHOCTH OTHOCUTENBHO MOJHOPAa3MEPHOM KOH-
ceHcycHoil mocienoBaTensHOCTH MAGEA4, no 96% HISHTUIHOCTH OTHOCHTENBHO ITOJIHOPAa3MEPHOW KOHCEH-
cycHoii mocnenoarerbHOCTH MAGEA4, 1o 97% WOCHTUYIHOCTH OTHOCHTENIFHO ITOJTHOpa3MEepHOW KOHCEHCYC-
HOU mocnenoBarenbHOCTH MAGEA4, no 98% WICHTHYHOCTH OTHOCHTENHHO TOJHOPAa3MEPHOH KOHCEHCYCHOMN
nocienosatensHocT MAGEA4 n 10 99% HICHTHYHOCTH OTHOCHTENHHO TOJTHOPAa3MEPHOH KOHCEHCYCHOM MO-
cienoBaTenbHOCTH MAGEA4, MoTyT OBITh IPEIOCTABICHBI. AHAJIOTHYHBIM 00pa3oM, TakKe MPEAOCTaBISIOTCS
HYKJICOTHIHBIE MOCIICIOBATEIHHOCTH, KOJUPYIOIINE IMMYHOT€HHBIC ()parMeHTHI, TIPUBEACHHBIC B JAHHOM J0-
KYMCHTE, I UMMYHOTCHHBIC ()ParMEHTBI OCIIKOB C aHAJIOTHYHBIM IPOIIEHTOM HICHTHYHOCTH, KaK yKa3aHO BHIIIE,
otHOcUTeNbHO OerkoB MAGEA4, onucaHHBIX B JAHHOM JIOKYMEHTE.

B HEKOTOPBIX BapHaHTaX pealiu3alliy U300PETCHUS HYKICOTHIHAS TOCICIOBATEIIEHOCTE HE COJICPKHUT KO-
JUPYIOIIYIO MTOCIIEA0BATEIFHOCTD, KOTOPas KOAUPYET JUIEPHYIO TOCIeI0BaTeIbHOCTh. B HEKOTOPBIX BapuaH-
Tax peaNu3aldy W300peTEeHHs HYKJICOTHHAs IOCIIEA0BATEIHFHOCTh HE COACPKHT KOIMPYIOUIYIO IOCIeNI0Ba-
TENILHOCTB, KOTOPasi KOANUPYET JINJIEPHYIO IocieoBaTeabHocTh IgE.

HekoTopbie BapHaHThI pean3anuy N300peTeHmsI OTHOCATCS K pparmentam mnocienoBaTenbHocTH SEQ 1D
NO: 7. ®parMeHTs MOTYT COCTaBIIATH o MeHbIIeit Mepe 10%, mo mensmeit mepe 15%, o menbmeit mepe 20%,
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no MeHsIuei mepe 25%, no mensiel mepe 30%, no mensmei Mepe 35%, no Mensieil mepe 40%, Mo MeHbIIEH
Mmepe 45%, no mensbiei mepe 50%, no menblelt mepe 55%, mo Menelieilt Mepe 60%, o MeHbIIeH Mepe 65%,
o MeHsbIneit mepe 70%, mo meHsIel Mepe 75%, mo Menbmei Mmepe 80%, mo MeHbIeit mepe 85%, Mo MeHbIIeH
Mmepe 90%, mo menbmel Mepe 95%, no Menbmel Mepe 96%, o MeHsmel Mepe 97%, mo mensmeit mepe 98%
i o MeHsIneit mepe 99% nocnenosarensHoctd SEQ ID NO: 7. @parmeHTs! MOTyT OBITH TTO MEHBIIEH Mepe
Ha 95%, mo MeHsIIel Mepe Ha 96%, o MeHbIIel Mepe Ha 97%, o MeHbIIel Mepe Ha 98% wim o MeHbIIeH
Mepe Ha 99% romonornussl ¢parmentam nocienosarensHoctd SEQ ID NO: 7. @parMeHTH MOTYT OBITH 1O
MeHbIIei Mepe Ha 80%, o MeHbIIeH Mepe Ha 85%, o MeHbIeit Mepe Ha 90%, o MeHbIIelt Mepe Ha 91%, mo
MeHblIel Mepe Ha 92%, o MeHbIeil Mmepe Ha 93%, o MeHbIIel Mepe Ha 94%, o MeHbILel Mepe Ha 95%, no
MeHblIeH Mepe Ha 96%, no MeHsle Mepe Ha 97%, o MeHblIed Mepe Ha 98% unu o MeHsbIel Mepe Ha 99%
UICHTUYHBI (hparMeHTaM nocienoBaTenbHocTH SEQ ID NO: 7. B HEKOTOpPHIX BapuaHTax pean3alii H300peTe-
HUS (parMeHTHl COJepIKaT IMOCIEAOBATEIFHOCTH, KOJUPYIONINE JIHJICPHYIO MOCIEA0BATENbHOCTD, TAKyl0 Kak,
HarpuMmep, JIUIepHast 0CIeA0BaTeNbHOCTh NIMMYHOTIIO0YIMHA, TAKYIO KaK JIMIepHas rmocjeaoBareilbHocTh IgE.
B HekoTOpBIX BapHaHTax peanu3alyu n300peTeHus! GparMeHThl He CoJep)KaT KOJUPYIOIHE MOCIEA0BaTEIbHO-
CTH, KOTOpbIe KOAUPYIOT JIUACPHYIO MOCIEI0BATENbHOCTE. B HEKOTOPHIX BapHaHTaxX peann3alliil H300peTeHUs
(hparMeHTHI He cozepKaT KOAMPYIOIINE MOCIEI0BATEIEHOCTH, KOTOPBIE KOTUPYIOT JIHACPHYIO MOCIIEI0BATEb-
HOCTB, TaKyI0 KaK, HalpuMep, JTUAepHas mocienoBaTensHocTh IgE.

Kpome TOro, aMMHOKHCIIOTHAS TIOCIIEA0BAaTEIHLHOCTh KOHCEHCYcHOTO Oennka MAGEA4 mpencraBiseT co-
601 SEQ ID NO: 8.

AMHHOKHCIIOTHAS TIOCIIEA0BATEIHLHOCTh KOHCEHCYCHOTO Oesika MAGEA4, CBA3aHHOTO ¢ TUASPHON MOCITe-
nosatenbHocThIO IE, mpeacrasnser coboit SEQ ID NO: 8. AMMHOKHCIIOTHAS TTOCIIEA0BATEILHOCTh KOHCEHCYC-
Horo Oenka MAGEAA4, cBszanHOro ¢ JmAepHO# mocnenosarenbHocThio IgE, Moxker ObITh cBsizana ¢ HA-
METKOM.

HexoTopble BapuaHThl peanu3anny H300peTeHUs] OTHOCATCS K OelKaM, KOTOpbIe TOMOJIOTHYHBI ITOCIIE0-
BatenpHOCcTH SEQ ID NO: 8. HekoTopble BapHaHTHI peaju3annuil U300pETEHHs OTHOCATCS K MMMYHOTE€HHBIM
Oemkam, KOTOphle 007a1atoT 95% roMoornel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX IOCIIEIOBATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 8. HexoTtopsle BapuaHThl peann3aiii H300peTeHUs] OTHOCATCS K UMMYHOTCHHBIM
Oemkam, KOTOpble 00Ja1aloT 96% roMoIoTHel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX IOCIIEI0BATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 8. HexoTopsle BapruaHThl peann3aiii H300peTeHUs] OTHOCATCS K UMMYHOTCHHBIM
Oemkam, KOTOpble 007a1atoT 97% roMoIOTHEH OTHOCHTEIHHO KOHCEHCYCHBIX OCIKOBBIX IOCIIEIOBATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 8. HexoTopsle BapuaHTBl peann3aliii H300peTeHUs] OTHOCATCS K UMMYHOTCHHBIM
OernkaM, KoTopsle 00nanaroT 98% romonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCIIKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 8. Hexotopble BapuaHTHI peain3aniy H300peTeHNsT OTHOCSATCS K IMMYHOT€HHBIM
OeinkaM, KoTopble 00manaroT 99% romonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseaeHublx B SEQ ID NO: 8.

HexoTopble BapuaHThl peayM3alliy M300pETEHUSI OTHOCATCS K OeJIkaM, KOTOpbIe MJICHTHYHBI TOCIIe10Ba-
tensHOcTH SEQ ID NO: 8. HekoTopble BapuaHThl pealn3aliii H300peTeHUsT OTHOCITCS K IMMYHOT€HHBIM Oell-
KaM, 00JaaloliM aMHUHOKHCIIOTHON ITOCIIeI0BAaTEIHHOCTRIO, KoTopas Ha 80% HACHTHYHA MOIHOPa3MEPHBIM
KOHCEHCYCHBIM aMHHOKHUCIIOTHBIM TIOCTIeIOBaTeILHOCTIM, ipuBeneHHBIM B SEQ ID NO: 8. Hekotopbie BapuaH-
THI PeATM3aluN H300PETEHNSI OTHOCATCS K MIMMYHOTEHHBIM OelKaM, 00IagaroniM aMUHOKHCIIOTHOH Mocie1o-
BaTENFHOCTHIO, KOTOpas Ha 85% WIEHTHYHA IOJHOpPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM IOCIEI0Ba-
TeapHOCTsIM, TipuBeneHHBIM B SEQ ID NO: 8. HekoTopbie BapHaHTHI pean3alii U300pETEHUSI OTHOCATCS K
MMMYHOTCHHBIM OellkaM, 00JIaJarolIiM aMUHOKHCIOTHOH HOCIeI0BaTeNIbHOCThI0, KoTopast Ha 90% wuieHTndHa
MOJIHOPA3MEPHBIM KOHCEHCYCHBIM aMHUHOKHUCIOTHBIM IMOCJIE0BAaTeNbHOCTSAM, MpuBeaeHHBIM B SEQ ID NO: 8.
HexoTopble BapuaHThI peanu3aliu M300peTeHHsT OTHOCSTCS K UIMMYHOTEHHBIM OelkaMm, 00JaJalolmyuM aMHuHO-
KHCIJIOTHOH IOCIIE0BATENFHOCTRIO, KOTOpas Ha 91% WaeHTHYHa MMOJHOpa3MEPHBIM KOHCEHCYCHBIM aMHHOKHC-
JIOTHBIM TMOCJEI0BaTeNbHOCTIM, puBeAcHHBIM B SEQ ID NO: 8. HekoTopble BapuaHTHI peanu3anuu u3oopere-
HHS OTHOCATCS K MMMYHOTEHHBIM O€JIKaM, 00JIa/IalolliM aMUHOKUCIIOTHOH 1OCIIe10BaTeIbHOCTBIO, KOTOpasi Ha
92% mneHTHYHA MOIHOPAa3MEPHBIM KOHCEHCYCHBIM aMHUHOKHCIIOTHBIM ITOCIIE0BATEIHHOCTM, IPUBEACHHBIM B
SEQ ID NO: 8. HexoTopble BapHaHThI peanu3alii H300pETeHHUs OTHOCATCS K UIMMYHOTEHHBIM Oeikam, o0Ja-
JATOIINM aMHUHOKHCIIOTHOHM TOCJIeI0BAaTEIbHOCTRIO, KOTopas Ha 93% HMIeHTHYHA TOTHOPa3MEpPHBIM KOHCEHCYC-
HBIM aMHUHOKHCJIOTHBIM TIOCJIeI0BaTeNbHOCTIM, puBeaeHHBIM B SEQ ID NO: 8. HekoTopble BapuaHTHI peai-
3aKu M300PETeHNST OTHOCATCS K MMMYHOTCHHBIM OellkaM, 00JIalaloInM aMHUHOKUCIIOTHOH MOCIeI0BaTeIbHO-
CTBIO, KOTOpast Ha 94% WAeHTHYHA TIOJTHOPAa3MEPHBIM KOHCEHCYCHBIM aMUHOKHCIIOTHBIM ITOCIICI0BATEIHLHOCTSIM,
npuseneHHsM B SEQ ID NO: 8. HekoTopble BapuaHThl peann3aiyn N300peTeH s OTHOCATCS K MMMYHOT€HHBIM
OeinkaM, 00JIaalOMUM aMHHOKHCIIOTHOH IOCIIEN0BAaTEIbHOCTBIO, KOTOpas Ha 95% WAeHTHYHA MOJIHOpa3Mep-
HBIM KOHCEHCYCHBIM aMUHOKHCIIOTHBIM MOCJEeA0BaTeNbHOCTSIM, MpuBeaeHHbIM B SEQ ID NO: 8. Hekoropsie
BapUaHThl pealn3alid W300pETEeHHs] OTHOCATCS K MMMYHOTCHHBIM OejikaM, 00JiafaloliuM aMHUHOKHCIIOTHOM
MIOCJIC/IOBATENILHOCTBIO, KOTOpast Ha 96% HMISHTHYHA MOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM MO-
cieioBarenbHOCTSIM, npuBeseHHBIM B SEQ ID NO: 8. Hekoropsle BapHaHTBI peanu3aldy M300peTeHHsI OTHO-
CATCI K MMMYHOTCHHBIM OeikaM, OONaIarolIiM aMHHOKHCIOTHOW ITOCIIEOBATEIHHOCTHIO, KOoTopas Ha 97%
WICHTUYHA MTOJTHOPa3MEePHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM ITOCIIEI0BATEIHLHOCTSIM, TIpuBeAeHHBIM B SEQ
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ID NO: 8. HekoTopble BapHaHTHI pea3aluy H300peTeHHsI OTHOCSITCSA K UMMYHOTCHHBIM OelikaM, 00J1aIaroIuM
AMUHOKHUCIIOTHOM TOCIIEIOBATEILHOCTBIO, KOTOpast Ha 98% HMIeHTHYHA TIOJTHOPa3MEPHBIM KOHCEHCYCHBIM aMH-
HOKHUCJIOTHBIM ITOCJIeIOBaTeLHOCTSM, NpuBeAeHHBIM B SEQ ID NO: 8. HexkoTopsie BapuaHThI peali3aiun U30-
OpeTeHnsT OTHOCATCS K MNMMYHOTEHHBIM OeKaM, 00J1aJaloNIiM aMHHOKHCIIOTHON ITOCIIET0BATEIbHOCTHIO, KOTO-
past Ha 99% WOCHTHYHA TOJHOPAa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCJIEIOBATEIHHOCTSM, IpHUBE-
neaasiM B SEQ ID NO: 8.

B HexoTOpBIX BapmaHTax peaju3alii H300peTeHHs OCIOK HE COACPXKHUT JINACPHYIO ITOCIEIOBATEIb-
HOCTb. B HEKOTOpHIX BapHMaHTax pealn3alud W300peTeHus: OelOK He COMEPKUT JHISPHYIO IOCIEI0BATENb-
HocTh IgE. dparMeHTHl KOHCEHCYCHBIX OEITKOB MOTYT COJIepKaTh 1o MeHbuied mepe 10%, o MeHbIIeH Mepe
15%, no menbei mepe 20%, no Menbuiel mepe 25%, no menbiueit Mepe 30%, mo mensuieit mepe 35%, mo
MeHb1Iel Mepe 40%, no mensiueil Mepe 45%, no menseil Mepe 50%, no Mensuiei mepe 55%, Mo MeHbIIEH
Mepe 60%, o meHsIeit mepe 65%, no menbiei mepe 70%, o MenblIel Mepe 75%, o Menblueit mepe 80%,
o MeHsel mepe 85%, mo mensieil Mmepe 90%, mo mensmeil Mepe 95%, no mensweil Mmepe 96%, Mo MeHb-
meit mepe 97%, o menbiei Mepe 98% unu o MeHbIei Mepe 99% koHceHcycHoro Oenka. IMMyHOTeHHbIE
(dparmentsl nocnegoatenbHocTH SEQ ID NO: 8 MoryT ObITH MpenocTaBieHbl. IMMyHOTEHHBIE (parMeHTHI
MOTYT cojiepaTh o MeHbmIeil mepe 10%, mo mensiei mepe 15%, mo menspmeit mepe 20%, IO MEHBIICH Me-
pe 25%, o mensmren mepe 30%, mo menbmeit mepe 35%, mo mensiel mepe 40%, mo menspmeit mepe 45%, o
MeHsbIel Mepe 50%, mo mensmeit mepe 55%, mo menbmeit Mepe 60%, Mo MeHbIIeH Mepe 65%, Mo MeHbIIEH
Mmepe 70%, mo MmensIei Mepe 75%, mo mensiei mepe 80%, o MeHbIIel Mmepe 85%, mo menbmeit mepe 90%,
mo MeHbIneit Mepe 95%, mo Mmenemeil Mepe 96%, mo MeHbe mepe 97%, mo mensmei Mepe 98% wunm 1Mo
MenbIeir Mepe 99% nocnenoBatensHOCcTH SEQ ID NO: 8. B HEeKOTOpHIX BapHaHTax peaiu3alliy H300peTe-
HUS (pparMEHTHl COJCPKAT JUACPHYIO IOCICIOBATEIEHOCTD, TAKYI0 KaK, HallpUMeEp, JIUACPHAs MOCIea0Ba-
TEJIBHOCTh HIMMYHOTJIOOYJIMHA, TaKas Kak JUAepHas mocienoBaTensHocTh IgE. B HekoTOpBIX BapuaHTax pea-
JMU3aIUU U300peTeHUs (GparMeHThl HEe COICPKAT JIMJACPHYIO MOCIEAOBATEIBHOCTh. B HEKOTOPBIX BapHaHTaX
peanm3anuu u300peTeHus pparMeHTHl He COJepKAT JTUACPHYIO MOCIEA0BATEIBHOCTh, TAKYIO0 KaK, HapuUMep,
nuaepHas nocienoBarenbHocTh IgE.

HmmyHOTeHHBIE (hparMEeHTH OEIKOB ¢ aMHHOKUCIOTHBIMU TTOCIIEIOBATEIHHOCTAMHU, TOMOJIOTHYHBIMU UM-
MyHOTeHHBIM (pparmenTam nocnenoBatesbHOCTH SEQ ID NO: 8, MoryTt ObITh IpenocTaBiieHbl. Takue HMMYHO-
TeHHBIE (hparMEeHTHI MOTYT COAEpKaTh Mo MeHbIIeH Mepe 10%, mo meHsmeit mepe 15%, mo mensiel mepe 20%,
o MeHsbInei mepe 25%, mo mensmel mepe 30%, mo Merbme Mepe 35%, mo MenbIeit mepe 40%, Mo MeHbIIEH
Mmepe 45%, o mensmeit Mepe 50%, mo meHsmel Mmepe 55%, mo menbmel mepe 60%, mo MeHbIIeH Mepe 65%,
no MeHsIueil mepe 70%, mo mensiiel Mepe 75%, no mensuieit Mepe 80%, mo MeHsbIell Mmepe 85%, Mo MeHbIIEH
Mepe 90%, no menbiueit mepe 95%, no mensluel Mmepe 96%, o MensbIiei Mepe 97%, no menblueit mepe 98%
WM TI0 MeHbLIeld Mepe 99% OenkoB, koTopele Ha 95% nim Gosiee ToMosIOrHYHbI ocnenoBatenbHocTH SEQ 1D
NO: 8. HekoTopsle BapuaHThI pean3aluy H300pETCHUS OTHOCATCS K UMMYHOTCHHBIM (hparMeHTam, o0Jamaro-
M 96% TOMOIIOTHEH OTHOCHUTEIIFHO UMMYHOTCHHBIX ()ParMEHTOB KOHCEHCYCHBIX OCIKOBBIX MOCIICIOBATEIb-
HOCTCH B JaHHOM JOKyMeHTe. HeKoTophle BapHaHTHI peau3aliyd H300pETeHUS OTHOCATCS K MMMYHOTCHHBIM
¢parmenram, obmagaromuM 97% roMosoruel OTHOCUTEIHHO HMMYHOTEHHBIX ()parMEeHTOB KOHCEHCYCHBIX Oel-
KOBBIX IIOCJIEIOBATEIFHOCTEH B JAaHHOM JAOKyMeHTe. HekoTopsie BapraHTHI peain3alii H300pETeHUST OTHOCST-
¢Sl K IMMYHOT€HHBIM (hparMeHTam, obmanaomuM 98% romonorrueil OTHOCHTEIHHO IMMYHOT€HHBIX (pparMeHTOB
KOHCEHCYCHBIX OEJIKOBBIX ITOCIIETOBATEIHHOCTEH B NAaHHOM JOKyMeHTe. HeKoToprle BapMaHTHI peaan3aluu
n300peTeHNsI OTHOCATCS K MMMYHOTCHHBIM (pparmMeHTaM, obragaromuM 99% romosnorueit OTHOCHTENEHO HMMY-
HOTCHHBIX ()ParMEHTOB KOHCEHCYCHBIX OCIIKOBBIX TOCJIECOBATCILHOCTEH B JaHHOM JOKYMCHTE. B HEKOTOpBIX
BapHaHTaX peaju3aluyd H300peTeHUsT (PparMeHThl COACPIKAT JTHICPHYIO TOCIEIOBATEILHOCTh, TAKYIO KaK, Ha-
mpuUMep, TUACPHAs TOCICA0BATEIFHOCTS MIMMYHOTIIOOYIIMHA, TaKasl KaK JHJCpHas mocieaoBareabHoCTh IgE. B
HEKOTOPBIX BapHaHTaX pealn3alui n300peTeHus ()parMeHTHI HE COJCPKAT IMACPHYIO IMOCIICAOBATEILHOCTE. B
HCKOTOPBIX BapUAHTaX pealii3aliyd W300peTeHus (parMeHTH HE COACPIKAT JIUACPHYIO MOCICIOBATEILHOCTS,
TaKy0 Kak, HalpuMep, TUACPHAs TOCIe0BaTeIbHOCTh IgE.

HmmyHOTeHHBIE (DparMEHTHl OETKOB ¢ aMHHOKHCIIOTHBIMH ITOCTICIOBATEIBHOCTAMH, HICHTHYHBIMI UMMY-
HOTEeHHBIM pparmeHTam nocienoBaTenbHOCTH SEQ ID NO: 8, MOryT OBITH IIpenOCTaBICHBI. Takue MMMYHOTEH-
HBIE (PparMEeHTHI MOTYT CoAepkaTh o MeHbiiei mepe 10%, mo mensmeit Mepe 15%, mo mensmeit mepe 20%, mo
MeHbIe Mepe 25%, no menpmei Mepe 30%, o menpmei Mepe 35%, o menbmei Mepe 40%, Mo MeHbIIEH
Mmepe 45%, o mensmeit Mepe 50%, mo meHsIel Mmepe 55%, mo menbmel mepe 60%, mo MeHbIIeH Mepe 65%,
no MeHsbIeit mepe 70%, mo meHsIel Mepe 75%, mo Menbmei Mmepe 80%, mo MeHbIeit Mmepe 85%, Mo MeHbIIeH
Mepe 90%, no menbiueit mepe 95%, no mensluelt Mmepe 96%, o MensbIIei Mepe 97%, o menblueit mepe 98%
WK TI0 MeHbIei Mepe 99% OenkoB, koTopeie Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%
i 99% UAEeHTHYHBI aMUHOKHUCIOTHBIM MociiegoBaTeabHOCTsIM, puBeaeHHbIM B SEQ ID NO: 8. B HekoTophIx
BapHaHTaX peaju3alnyd U300peTeHUsT (PparMeHTHI COACPIKAT JTHICPHYIO TOCIEIOBATEILHOCTh, TAKYIO KaK, Ha-
npuUMep, TUACPHAs TOCICA0BATEIFHOCTS MIMMYHOTIIOOYIIMHA, Takasl KaK JHJCpHas MmocieaoBarenbHOCTh IgE. B
HCKOTOPBIX BapHaHTaX pealn3alii n300peTeHus ()parMeHTHI HE COJCPKAT IMACPHYIO IMOCIICAOBATEILHOCTE. B
HEKOTOPBIX BapHAHTAX peaji3alnyd M300peTeHHs (parMeHThl HE COAepiKaT JUICPHYIO MOCIEIOBATEIbHOCTS,
TaKyro Kak, Hanpumep, JTuaepHas nocieaoBareabHocTh IgE.
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CornacHo U3J0)KCHHOMY B TJAaHHOM JOKYMCHTE B OTHOIICHUU COCIMHCHUS CHUTHAIBHOTO IENTHA HIH JIU-
JICPHOW TIOCIICAOBATCIFHOCTH ¢ N-KOHIIOM O€JKa, CUTHANBHBIA MENTHI/IUICPHAs MMOCICAOBATEIBbHOCT 3aMe-
maer N-KOHIIEBOM METHOHWH Oellka, KOTOPBIM KOIUPYETCS CTAapTOBBIM KOJIOHOM HYKJICOTHIHOH MOCIEeaoBa-
TENBHOCTH, 3aT€M KOJUPYeT OeJI0K 6e3 KOAMPYIONNX CUTHAIBHBIN IMEeNTH T IOCIEe0BATEIIEHOCTEH.

(5) T'opmoH, BrIcBOOOXK matomuii ropMoH pocta (GHRH).

BakimHa o HacTosIeMy H300peTEHUIO MOKET COJIEPKaTh PaKOBBIN aHTUTEH [ OpMOH, BRICBOOOXKIAIOIITHH
ropmoH pocta (GHRH; Takke n3BecTHBIN Kak (aKkTop, CTUMYJIUPYIOMUi Beiaenenue ropmona pocta (GRF wmm
GHRF), i comatokpunuH), ero ¢pparmenT wim ero Bapuant. GHRH mnpencrasisier co6oii 44 aMUHOKHCIIOT-
HBIN MENTHIHBIA TOPMOH, BhIpabaThIBaeMbIi B apkyaTHOM sipe rumotanamyca. GHRH cekperupyercs runora-
JIAMYCOM M CTUMYJIHPYET BEIICICHAC TOPMOHA POCTa, PETYIATOP pOCTa, METa0OJIM3M H COMAaTHUECKOE CTPOCHUE,
u3 nutyutapHoi xene3sl. GHRH Takxke crumynupyer npoaykT ropMoHa pocra. Antaronuctst GHRH moryt
WHrUOMPOBATh PA3BUTHC PA3IMYHBIX BUAOB paka, HAPHMEp, 0CTEOCAPKOM, IITHO0IACTOM, paKa MPeACTATeIFHON
JKEIe3bl, paka MOYKH, PaKa IMOKEITYIOYHON JKeNe3bl, paka 0000YHON U MPSMON KHIIIKH, a TAKXXKE paka MOJIOY-
HoH xene3bl. CootBercTBeHHO, GHRH Moxker mpencraBinsiTe co00i acCOLMUPOBAHHEIN C Pa3INYHBIMH OITyXO-
JISIMH QHTHTCH.

Anturer GHRH cnocoben mHayupoBaTh aHTUTeH-criennuaeckuid T-KIETOYHBIA W/WIIH WHTCHCHBHBIN
TYMOpaJIbHBIA IMMYHHBIE OTBETHI, TEM CaMBIM MHIYIHPYS WIN BBI3BIBas IMMYHHBIH OTBET, KOTOPHIH HaImpaB-
JIeH Ha pak WU OIyXOJIb WJIM pearrpyeT Ha HUX DKCIpeccrueil aHTUreHa. B HEKOTOPHIX BapHaHTaX pearu3alliy
M300peTeHUST WHIYIIMPOBAHHBIM WJIM BBI3BAHHBI MMMYHHBIH OTBET MOXKET MPEICTaBIATh COOOW KIETOUYHBIH,
TYMOpAJIBHBIA WIH KaK KIETOYHBIN, TaK H TyMOPAIbHBI IMMYyHHBIE OTBETHL.. B HEKOTOPHIX BapHaHTaX peajn3a-
UM M300pETCHUS WHIYIIMPOBAHHBIN WM BBI3BAHHBIA KIICTOYHBI MMMYHHBIH OTBET MOXKET BKJIIOYATh HMHIYK-
IIUIO WU cekpetuio ramma-uaTepdepona (IFN-y) w/umm dakropa Hekposa onyxodeit anbda (TNF-a). B npyrux
BapHaHTaxX peanu3aliy N300peTeHIsT WHIYIIMPOBAHHBIN WM BBI3BAHHBIN MMMYHHBIH OTBET MOXKET YMEHBIIATH
WX MHTHOUPOBATh OJWH WIH Oojee (aKTOPOB CYNMPECCHU MMMYHHOTO OTBETa, KOTOPBIC CTUMYJIHPYIOT Pa3BH-
THE OIyXOJIM WM pPaka, SKCOPECCHPYs aHTUTCH, HApUMep, 0¢3 OTpaHUYCHUS UMH, (PaKTOPHI, MOJABISIONINEC
npeserranuio MHC, dakropsl, akTUBHpYyIOIINe aHTHIeH-criennduueckue perynstopusie T-kerku (Tregs), PD-
L1, FasL, mutokunsl, Takue kak [L-10 u TFG-f, accormmupoBaHHbIE ¢ OITyXO0JBI0 MaKpodaru, aCCOUNPOBAHHBIC
¢ omyxoJbi0 (pubpoOIaCThI, pacTBOpUMBIC (HAKTOPHI, MPOAYIIHMPYEMbIE IMMYHHBIMU KIIETKAMH-CYIPECCOPAMH,
CTLA-4, PD-1, MDSC, MCP-1 u MoseKyasl HMMYHHBIX KOHTPOJBHBIX TOUYEK, YTO 0oJiee TOAPOOHO OTHCAHO
HIDKE.

Anturer GHRH MoxeT comepaTh 3MHATONBI OSIKOB, KOTOPBIC NENAIOT WX O0COOEHHO d(PPEKTUBHBIMH B
KauyecTBE MMMYHOTEHOB, Ha KOTOpbhIE MOTYT WHAYIUpoBaThcs mMMyHHBIE 0TBeThl Kk GHRH. Anturen GHRH
MOJKET COJIepXKaTh MOJHOPA3MEPHBIA MPOIYKT TPAHCIALINH, €r0 BapHAHT, €ro (parMeHT WIH UX KOMOHMHAILIHUIO.
Anrured GHRH moxeT copepxaTh KOHCEHCYCHBIN OEIOK.

HyxireoTuaHy0 Mocie10BaTeIbHOCTD, KOTUPYIOIIY0 KoHCeHCycHBI antureH GHRH, MoxHO onTuMu3u-
pOBaTh B OTHOIIICHHH YaCTOTHI HCIIOJB30BaHUA KOI0HA U cooTBeTcTBYromX PHK-TpanckpunToB. HyknennoBas
KHCJIOTa, KOAHUpYIolias koHceHcycHbl antured GHRH, moxer Ob1Th koq0H- 1 PHK onTumusupoBaHHON 1ist
IKCIPECCHH. B HEKOTOPBIX BapHaHTaX peau3alyd U300pEeTCHUs] HYKJICOTHIHAS IMOCICIOBATEIBHOCTD, KOIU-
pyromas koHceHcycHbl antureH GHRH, moxer coxepxarts mocnepoBaTenbHocTh Koszak (Hanmpumep, GCC
ACC) mns yBennueHus 3(p(HEeKTUBHOCTH TpaHCIAMK. HykienHoBast KUCIOTa, KOAUPYIOIas KOHCEHCYCHBIH aH-
tured GHRH, MokeT comepxaTh HECKOJILKO CTOM-KOMoHOB (Hampumep, TGA TGA) ans yBenmueHus s dex-
TUBHOCTH TEPMUHAINH TPAHCIISAIIIH.

HyxknennoBas kuciora, KoAupyromias koHceHcycHbIH antured GHRH, MoxeT Takke KOIUpOBaTh JIUIEP-
HYyI0 TocienoBaTebHOCTE UMMyHOTIoOymHa E (IgE). HyknenHoBast kuciota, KOAMPYIOIIass KOHCEHCYCHBIN
antured GHRH, MoeT JOMmoTHUTEIHHO KOIUPOBATh JUACPHYIO MOCeoBaTenbHOCTh IgE Takum obpa3zom, 9To
AMHUHOKHUCIIOTHAS TOCIIEAOBATCIFHOCTD JHICPHON TocienoBatensHocTd IgE CBsi3pIBacTCS ¢ aMUHOKHCIOTHOM
MOCJIEIOBATENLHOCTRI0 KOHCeHCYcHOTo aHTureHa GHRH mentuanoi#t cBsizpio. HykiiemHOBask KHCIIOTa, KOMIM-
pyromas koHceHcycHbI aHTHTeH GHRH, MOXeT Tarxke colepkaTh HYKICOTHIHYIO MMOCICIOBATEIBHOCTD, KO-
JUPYIOIIYIO JTHICPHYIO MOCIeI0oBaTenbHOCTh IgE. B HEKOTOPBIX BapHaHTaX peau3alliy W300peTCHIs HYKIICH-
HOBasl KUCIIOTa, KOAUPYIOIIas KoHceHCcycHbIi anTureH GHRH, He uMeeT wim He COAEPKUT HYKICOTHIHYIO TO-
CJIC/IOBATENILHOCTD, KOANPYIOLIYIO JINIEPHYIO TTocieioBaTebHOCTh IgE.

Koncencycneiit anturen GHRH MoxeT npenacTaBisith co00W HYKJICOTHAHYIO IMOCiIenoBaTebHOCTh SEQ
ID NO: 9, xoTopast KOIUpyeT aMHHOKHUCIOTHYIO TiocaenoBaTebHocTs SEQ ID NO: 10.

IMocnenoarensHOCcTh SEQ ID NO: 9 koaupyeT koHceHcycHbIl 6emok GHRH, cBsi3aHHBIN ¢ TMaepHOi T0-
cnenoBaTenbHOCTBIO IgE. KoHcencycubrit 6enok GHRH mMoskeT ObITh CBSI3aH C IMACPHOH MOCIEeI0BATEILHOCTHIO
IgE u HA-metkol. B apyrux BapuaHTax peanu3aruu u3o0peTeHust konceHcycHbin 6emok GHRH mosxet He co-
JIepKaTh I He OBITh CBSI3aHHBIM C JIMIEPHOH TochenoBaTenbHOCTRIO IgE /i HA-meTkoi.

B HEekOTOpBIX BapHaHTax peaiu3aluu U300peTeHus: KoHceHcycHbI antureH GHRH Mosker npencTaBinsaTh
co00¥ HYKJICOTHIHYIO TOCIICAOBATEIHLHOCTD, 00JQAAoNIy0 IO MeHbIel Mepe okono 80%, 81%, 82%, 83%,
84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% nmu 100% unen-
TUYHOCTBIO 10 BCEH ANMHE HYKJICOTUAHOMN mocneaoBareabHocTH, npuseaeHHoi B SEQ ID NO: 9. B apyrux Ba-
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pHaHTaX peanu3aly n300peTeHus koHceHcycHbIN anTureH GHRH MoxeT npencTaBisaTh co00i HYKICOTHAHYIO
MOCJIEIOBATENEHOCTh, KOTOpasi KOAUPYET aMHHOKHUCIOTHYIO MOCIICA0BATEILHOCTD, 00IaAIONIYIO MO0 MEHBIICH
Mmepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98%, 99% nnu 100% HIEHTUIHOCTHIO MO BCEH JJTMHE aMUHOKUCIIOTHON MOCJICIOBATEILHOCTH, TIPHBEICH-
Hoit B SEQ ID NO: 10. Koncencycusrit antures GHRH mosxeT npenctaBisaTh co00i aMHHOKHUCIOTHYIO TTOCIIe-
JIOBATEILHOCTD, 00JIAJAIONIYI0 10 MeHbIeH Mepe okoso 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%,
89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wnu 100% HAECHTUYHOCTHIO MO BCEH JITMHE aMH-
HOKHUCJIOTHOU TIociieoBaTeIbHOCTH, puBeaeHHoi B SEQ ID NO: 10.

HexoTophie BapuaHThI peain3alui H300pETCHUsI OTHOCATCS K HYKICOTHIHBIM ITOCICIOBATEIBHOCTSM, KO-
JTUPYIOIIUM OEJIKH, TOMOJIOTHUYHEIC KOHCeHCycHOMY Oenky GHRH, nMMyHOTeHHOMY ()parMeHTY KOHCEHCYCHOTO
6emka GHRH v uMMyHOTEHHBIM ()parMeHTaM TOMOJIOTHYHBIX OenKoB. Takue MOJEKyIbl HYKJICHHOBBIX KUCIIOT,
KOTOPBIC KOIMPYHOT UMMYHOTCHHBIC OCNKH, oOnamaronie 10 95% roMonoruud OTHOCHUTEIHHO KOHCEHCYCHOM
MOCJIeA0BATEIBHOCTH, 10 96% TrOMOJOrMM OTHOCHTEIHLHO KOHCEHCYCHOM MOCIeA0BaTeIbHOCTH, A0 97% romo-
JIOTHH OTHOCUTEIBHO KOHCEHCYCHOW MOCIIEAOBATCIBLHOCTH, 10 98% TOMOJOTHH OTHOCHUTEIBHO KOHCEHCYCHOM
MOCIIEI0BATENEHOCTH U 10 99%, MOTYT OBITh TIpeIOCTaBICHBl. AHAIOTHYHBIM 00pa30oM, TakKe MPeI0CTaBIIIIOT-
Csl HyKJICOTHIHBIE ITOCIIEIOBATEIBHOCTH, KOAUPYIONINEe UMMYHOTCHHBIE (parMeHTHI, IPUBEICHHBIC B JTaHHOM
JIOKYMEHTE, 1 UMMYHOT'CHHBIC (DparMEHTHI OEITKOB, KOTOPHIE TOMOJIOTHYHBI OelKaM, MPHUBEICHHBIM B JaHHOM
JIOKyMEHTE.

HekoTopbie BapraHTH peaqu3alni H300pPETEHUS OTHOCITCS K MOJIEKYJIaM HYKJICHHOBBIX KHCJIOT, KOJTH-
PYIOIINM UMMYHOTEHHBIE Oenkn, obnanatontiue 95% roMonorueil OTHOCUTENTFHO HYKICHHOBOM KUCIIOTHI, KO-
JTUPYIONICH MOCIEAOBATEIBPHOCTH B JAHHOM JOKyMeHTe. HekoTophle BapHWaHTBHI peamu3aliu H300peTCHUS
OTHOCATCS K MOJICKYJIaM HYKJICHHOBBIX KHCIIOT, KOJAUPYIOIIUM HMMYHOTCHHBIC Oeliku, oOmamarormme 96%
TOMOJIOTHEH OTHOCUTEIFHO HYKJICHHOBOM KHCIIOTHI, KOIUPYIOMICH MOCICIOBATEIIFHOCTH B JAHHOM JIOKYMCH-
Te. HekoTophie BapHaHTHI peaau3alliil U300pETCHUS OTHOCATCS K MOJICKYJIaM HYKICHHOBBIX KHCIIOT, KOIH-
PYIOIIMM UMMYHOTEHHBIC Oenku, obnamaronme 97% roMonaorueii OTHOCUTENBHO HYKICHHOBOU KUCIOTHI, KO-
TUPYIOMIEH MOCIEA0BATEIHHOCTH B JAaHHOM AOKyMeHTe. HekoToprle BapHWaHTHI pean3aldél H300peTEeHUs
OTHOCATCSI K MOJIEKyJIaM HYKJIEHHOBBIX KHCIIOT, KOAWPYIOIINM HMMYHOTCHHBIE Oeyiku, oOmamatomme 98%
TOMOJIOTHEH OTHOCUTEIHFHO HYKICHMHOBOM KHCIOTHI, KOIMPYIOMIEH MOCIeI0BAaTEIFHOCTH B JAHHOM JTOKYMEH-
Te. HekoTopeie BapHaHTHl peajn3aliil U300pETEHHUS OTHOCATCS K MOJIEKYJIaM HYKJIECHHOBBIX KHCIIOT, KOZIH-
PYIOIINM UMMYHOTEHHBIE Oenkn, obnanatoniiue 99% romMonorueii OTHOCUTENTFHO HYKICHHOBOH KUCIIOTHI, KO-
TUPYIOMIEH IMOCIeI0BaTeIFHOCTH B TAHHOM TOKYMEHTE. B HEKOTOPHIX BapHaHTaX pealu3alliyl H300peTeHUS
MOJICKYJIBI HYKJICHHOBBIX KHCJIOT C KOJUPYIOIIMMHU ITOCICIOBATCIBHOCTSIMY, ONMCAHHBIMHA B JTAHHOM JOKY-
MEHTE, KOTOPHhIC TOMOJIOTHYHBI KOTUPYIOMICH MOCICAOBATEILHOCTH KOHCEHCYCHOTO O€iKa, OMHCAHHOTO B
JAHHOM JTOKYMEHTE, BKJIIOUYAIOT IOCIIECIOBATCILHOCTH, KOIUPYIOUINE JIUICPHYIO IMOCIeqoBaTenbHOCTE IgE,
CBSI3aHHYIO C 5'-KOHIIOM KOJMPYIOLICH MOCIEAOBATEIHHOCTH, KOAUPYIOMEH TOMOJIOTHYHBIC IOCICIOBATEIIb-
HOCTH OCITKOB, OTIMCAHHBIC B TJAHHOM TOKYMEHTE.

HexoTophie BapuaHTHI peain3alui H300pETCHHUsI OTHOCATCS K HYKICOTHIHBIM MTOCICIOBATEIBHOCTSM, KO-
JUPYIOMUM O€JKH C ONpeAeNICHHBIM MPOLEHTOM HIASHTHYHOCTH OTHOCHTEIHHO TOJTHOPAa3MEPHOTO KOHCEHCYC-
Horo 6enka GHRH, nmMyHorenHoro ¢parmenrta koHcencycHoro 6enka GHRH n uMMyHOTeHHBIX (hparMeHTOB
0enkoB, 00JIaTAOIINX UACHTUIHOCTRI0O OTHOCHTENBHO KOoHCeHCYycHOTO Oennka GHRH. Takne Monekybl HyKJIeH-
HOBBIX KHCJIOT, KOTOPBIE KOJUPYIOT UMMYHOTeHHBIE Oenkn, oOmamaromntue 10 80% MASHTUIHOCTH OTHOCUTEIHHO
MOJTHOPa3MepHOi kKoHceHcycHoW mocnenoBarenbHocTH GHRH, mo 85% mMmeHTHYHOCTH OTHOCHTENBHO ITOJTHO-
pa3MEpHOI KOHCEHCYCHOM MOCIeN0BATeIbHOCTH, 10 90% HICHTUYHOCTH OTHOCHTEIBHO MOTHOPAa3MEPHON KOH-
ceHcycHoil nocienoBatenbHoctd GHRH, 10 91% MAEHTUYHOCTH OTHOCUTENHLHO MOJTHOPa3MEpHONH KOHCEHCYC-
Hoit nocnenoarensHocTt GHRH, 10 92% HMIeHTUYHOCTH OTHOCUTENBHO MOJHOPA3MEPHOM KOHCEHCYCHOH MOo-
ciegoBatensHOocTH GHRH, 10 93% MACHTHYHOCTH OTHOCHUTENIEHO TOJTHOPA3MEPHON KOHCEHCYCHOU TMOCIEI0BA-
teapbHOCTH GHRH, 10 94% MAEHTUYHOCTH OTHOCUTENBHO MOJHOPA3MEPHON KOHCEHCYCHOM TOCIEN0BATEIbHO-
ctu GHRH, 1o 95% uOeHTUYHOCTH OTHOCUTENBHO MOJIHOPa3MEPHON KOHCEHCYCHOM MOCIEA0BATEIbHOCTH
GHRH, mo 96% HOSHTHIHOCTH OTHOCHTEIBHO IOJHOPAa3MEpHOW KOHCeHCycHOH mociemoBaTensHocTH GHRH,
10 97% WACHTUIHOCTH OTHOCHUTENLHO MOJHOpa3MepHOi KoHceHcycHou mocienoBaTenbHocTt GHRH, mo 98%
WICHTUYHOCTH OTHOCHTENHHO IMMOJTHOpa3MepHOH KoHceHcycHou mocienoBareasbHocT GHRH u no 99% wnnen-
THIHOCTH OTHOCHUTENIBHO ITOJIHOPAa3MEpHOH KoHCeHCycHou mocienoBarenbHocTh GHRH, mMoryt Ob1Th mipemoc-
TaBJICHBL. AHAJOTHYHBIM 00pa3oM, TaKKe MPEIOCTaBIAIOTCS HYKJICOTHIHBIC IOCIIEAOBATEIHLHOCTH, KOIUPYIO-
e UMMYHOTEHHBIE ()parMeHTHI, IPUBEACHHBIC B JaHHOM TOKYMEHTE, 1 HUMMYHOT'CHHBIC ()parMEeHTHI OCITKOB C
AHAJIOTUYHBIM TPOIICHTOM HACHTUYHOCTH, KaK YKa3aHO BbIIIE, oTHOCUTENIbHO OeinkoB GHRH, omucanHbBIX B
JTAHHOM JTOKYMCHTE.

B HEKOTOPBIX BapHaHTaX peau3alliy U300PETCHUS HYKJICOTHIHAS TOCIICIOBATEIIEHOCTh HE COJICPKHUT KO-
JUPYIOIIYIO TTOCIIEA0BATEIFHOCTD, KOTOPask KOJIUPYET JHUIACPHYIO MOCICIOBATCIBHOCTE. B HEKOTOPHIX BapuaH-
Tax pealu3alii H300peTCHHUS HYKJICOTHIHAS IOCICAOBATCIFHOCTh HE COICPKUT KOAHMPYIOMIYIO IMOCIEI0BA-
TENBHOCTH, KOTOpasi KOAUPYET JUACPHYIO IMOCIeA0BaTeIbHOCTD IgE.

HekoTopbie BapraHThI pealn3anuy N300peTeHmsI OTHOCATCS K pparmentam mnocienoBatesbHocTH SEQ ID
NO: 9. ®parMeHTBI MOTYT COCTaBIATH o MeHbIIei Mepe 10%, mo mensmeit mepe 15%, mo menbmeit mepe 20%,
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no MeHsIuei mepe 25%, no mensiel mepe 30%, no mensmei Mepe 35%, no Mensieil mepe 40%, Mo MeHbIIEH
Mmepe 45%, no mensbiei mepe 50%, no menbelt mepe 55%, mo Menblieilt Mepe 60%, o MeHbIIeH Mepe 65%,
o MeHsbIneit mepe 70%, mo meHsIel Mepe 75%, mo Menbmei Mmepe 80%, mo MeHbIeit mepe 85%, Mo MeHbIIeH
Mmepe 90%, mo menbmel Mepe 95%, o Menbmel Mepe 96%, mo MeHsmel Mepe 97%, mo mensmeit mepe 98%
i o MeHsieit mepe 99% nocnenosarensHoctd SEQ ID NO: 9. ®@parmeHTs! MoryT OBITH 1I0 MEHBIIEH Mepe
Ha 95%, mo MeHsIIel Mepe Ha 96%, o MeHbIIel Mepe Ha 97%, o MeHbIIel Mepe Ha 98% wim o MeHbIIeH
Mepe Ha 99% romonornussl ¢parmentam nocienosarensHoctd SEQ ID NO: 9. @parmeHTH MOTYT OBITH 1O
MeHbIIei Mepe Ha 80%, o MeHbIIeH Mepe Ha 85%, o MeHbIeit Mepe Ha 90%, o MeHbIIel Mepe Ha 91%, mo
MeHblIel Mepe Ha 92%, o MeHbIeil Mmepe Ha 93%, o MeHbIIel Mepe Ha 94%, o MeHbILel Mepe Ha 95%, no
MeHblIeH Mepe Ha 96%, no MeHble Mepe Ha 97%, o MeHblIed Mepe Ha 98% unu o MeHsbIel Mepe Ha 99%
UICHTUYHBI (hparMeHTam nocienoBaTenbHocTH SEQ ID NO: 9. B HeKOTOpHIX BapuaHTax peanu3alu H300peTe-
HUS (parMeHThl COJepIKaT IMOCIEA0BATEIFHOCTH, KOJUPYIONIUE JIHJEPHYIO MOCIEA0BATEIbHOCTh, TAKyl0 Kak,
HarpuMmep, JIUIepHast 0CIeA0BaTeIbHOCTh NIMMYHOTIO0YINHA, TAKYIO KaK JIMIepHas rnocjeaoBareilbHocTh IgE.
B HekoTOpBIX BapHaHTax peanu3alyu n300peTeHus! GparMeHThl He CoJep)KaT KOJUPYIOIHE MOCIEA0BaTEIbHO-
CTH, KOTOpbIe KOAUPYIOT JIUACPHYIO MOCIEI0BATENFHOCTE. B HEKOTOPHIX BapHaHTaxX peann3aliil H300peTeHUs
(parMeHTHI He cozepKaT KOAMPYIOIINE MOCIEI0BATEIEHOCTH, KOTOPBIE KOTUPYIOT JTHACPHYIO MOCIIEI0BATENb-
HOCTB, TaKyI0 KaK, HalpuMep, JTUAepHas mocienoBaTensHocTh IgE.

Kpome Toro, aMMHOKHCIOTHAS TOCIIENOBaTEILHOCTh KoHCeHcycHoro 6enmka GHRH mpexacraBnser coboit
SEQ ID NO: 10. AMHHOKHCIIOTHAs TIOCIIeA0BaTeIbHOCTL KoHceHCycHoro 6enka GHRH, cBsizanHOTO ¢ numep-
HOW mocienoBatenbHOCTHIO IgE, mpeacraBnser coboit SEQ ID NO: 10. AMUHOKHCIIOTHAS TOCIIEA0BATEIHHOCTh
koHceHcycHoro Oenka GHRH, cBsizanHOTO ¢ InepHoit nocnenoBatenbHOCThIO IgE, MoskeT ObITE cBsi3ana ¢ HA-
METKOM.

HexoTopble BapuaHThl peanu3annuy H300peTeHUsI OTHOCATCS K OelKaM, KOTOpbIe TOMOJIOTHYHBI ITOCIIE0-
BatenpHOCcTH SEQ ID NO: 10. HekoTopble BapuaHThl peaM3anud U300pEeTeHNSI OTHOCSTCS K MIMMYHOT€HHBIM
OernkaM, KoTopble 00manaroT 95% romonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCIIKOBBIX MOCIIEI0BATEIILHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 10. HekoTopble BapraHThI peaTn3aiii H300peTeHNsT OTHOCATCS K UMMYHOTCHHBIM
Oemkam, KoTOpble 00JaatoT 96% roMoIoTHeH OTHOCUTEIFHO KOHCEHCYCHBIX OCIKOBBIX MOCIIEI0BATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 10. HexoTopble BapraHThI pean3aii H300peTeHNsT OTHOCATCS K UMMYHOTCHHBIM
Oemkam, KOTOphle 00Ja1atoT 97% roMOIOTHEH OTHOCHTEIHHO KOHCEHCYCHBIX OCIKOBBIX IOCIIEIOBATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 10. HekoTopble BapraHThI pean3aiii H300peTeHNsT OTHOCATCS K UMMYHOTCHHBIM
Oemkam, KoTopble 067anatoT 98% roMooruel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX MOCIEI0BATEIHHOCTEH,
npuseneHHbIX B SEQ ID NO: 10. HekoTopble BapHaHThI peaan3alii H300peTeHHsT OTHOCITCS K IMMYHOT€HHBIM
OeinkaM, KoTopble 00manaroT 99% romonorueli OTHOCHTEIFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseaeHHblx B SEQ ID NO: 10.

HexoTopble BapuaHThl peasiM3allii M300pPETEHUSI OTHOCATCS] K OeJIkaM, KOTOpbIe MJICHTHYHBI T0CIIe10Ba-
teapHocTH SEQ ID NO: 10.

HexoTopble BapuaHTBI pealn3alliy W300pETEHUs] OTHOCSTCS K MMMYHOTEHHBIM OenkaM, 00JalaroIum
AMHHOKHUCIIOTHOM TIOCIIEIOBATEIFHOCTRIO, KoTopas Ha 80% HMIEeHTHYHA TOJTHOPa3MEPHBIM KOHCEHCYCHBIM aMH-
HOKHUCJIOTHBIM TocliefioBaTeabHOCTsIM, TipuBeneHHBIM B SEQ ID NO: 10. HekoTopbie BapuaHTBI pealu3anud
n300peTeHNsT OTHOCATCS K MMMYHOTCHHBIM OelkaM, OOJIaJafoliM aMHUHOKHCIOTHON IMOCIIEI0BATEIbHOCTHIO,
KoTopas Ha 85% WACHTHYHA MOJHOPAa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCIIEIOBATEIBHOCTSAM, MPH-
BegeHHBIM B SEQ ID NO: 10. HexoTopble BapHaHTHI peaqu3alliid W300peTEeHUsI OTHOCATCS K UMMYHOTCHHBIM
OenkaM, 00JaalOMUM aMHHOKHCIIOTHOH IOCIIE0BAaTEIbHOCTBIO, KoTopas Ha 90% HAeHTHYHA MOJHOpa3Mep-
HBIM KOHCEHCYCHBIM aMHHOKHUCIIOTHBIM IOcIen0BaTenbHOCTAM, NpuBeaeHHbIM B SEQ ID NO: 10. Hexoropsie
BapUaHThl pealn3alid W300pETEeHHsI OTHOCATCS K MMMYHOTCHHBIM OeikaM, o0JiafaloliuM aMUHOKHCIIOTHOH
MIOCJIE/IOBATENILHOCTBIO, KOTOpast Ha 91% WMIeHTHYHA MOJIHOpPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM MO-
cieioBarenbHOCTsIM, ipuBeaeHHbIM B SEQ ID NO: 10. Hexotopsle BapraHThI peann3anuy n300peTeHus! OTHO-
cATCS K MMMYHOTEHHBIM OellkaM, 00JaaloliiM aMHHOKHCIOTHOM TOCIe0BaTeIbHOCTRIO, KoTopas Ha 92%
HICHTUYHA MTOJTHOPa3MEePHBIM KOHCEHCYCHBIM aMHUHOKHCIOTHBIM ITOCIIEI0BATEIHHOCTSIM, IpUBeAeHHBIM B SEQ
ID NO: 10. HexoTopbsle BapHaHTHI peaan3aliiid H300pETEHHsI OTHOCATCS K IMMYHOTEHHBIM OelkaM, o0anaro-
MM aMHHOKHCJIOTHON ITOCIIeOBAaTEIHHOCTHIO, KOTOpas Ha 93% HMOeHTHYHA MOITHOPAa3MEPHBIM KOHCEHCYCHBIM
aMUHOKHUCIIOTHBIM TTOCTieioBaTenbHOCTIM, puBeaeHHBIM B SEQ ID NO: 10. HekoTopbie BapHaHThl peau3anin
n300peTeHNsT OTHOCATCS K MMMYHOTCHHBIM OelkaM, OOJIaJaroliM aMHUHOKHCIOTHON IMOCJIEeI0BATEIbHOCTHIO,
KoTopas Ha 94% WACHTHYHA MOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCIIEIOBATEIBHOCTSAM, MIPH-
BeseHHbIM B SEQ ID NO: 10. Hexoropsle BapraHTHl peaan3aliii W300peTeHUsI OTHOCATCS K MIMMYHOT€HHBIM
OenkaM, 00IaalOMUM aMHHOKHCIIOTHOH IOCIIE0BAaTEIbHOCTBIO, KOTOpas Ha 95% WaeHTHYHA IMOJIHOpa3Mep-
HBIM KOHCEHCYCHBIM aMHHOKHUCIIOTHBIM IOcIeN0BaTelnbHOCTAM, NpuBeaeHHbIM B SEQ ID NO: 10. Hexoropsie
BapUaHThl pealn3alid W300pETEeHHsI OTHOCATCS K MUMMYHOTCHHBIM OeikaM, 00JiafaloliuM aMUHOKHCIIOTHOM
MIOCJIC/IOBATENILHOCTBIO, KOTOpast Ha 96% HMISHTHYHA MOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM MO-
cieioBarenbHOCTIM, ipuBeaeHHbIM B SEQ ID NO: 10. Hexotopsle BapraHThI peann3auy n300peTeHus! OTHO-
CATCI K MMMYHOTCHHBIM OejkaM, OONaIarolIiM aMHHOKHCIIOTHOW ITOCIIEOBATEIHHOCTHIO, KoTopas Ha 97%
WICHTUYHA MTOJTHOPa3MEePHBIM KOHCEHCYCHBIM aMHUHOKHCIOTHBIM ITOCIIEI0BATEILHOCTSIM, IpuBeAeHHBIM B SEQ
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ID NO: 10. HexoTopble BapuaHThl peanu3anny n300peTeHus] OTHOCATCS K IMMYHOTEHHBIM OeikaM, o0Jaiaro-
MM aMHHOKHUCIIOTHOU IOCIIEIOBATEIHLHOCTBIO, KOTOpast Ha 98% HMICHTUYHA MOJHOPAa3MEPHBIM KOHCEHCYCHBIM
aMUHOKHUCIIOTHBIM TTOcIieioBaTenbHOCTIM, puBeaeHHBIM B SEQ ID NO: 10. HekoTopbie BapHaHThI peau3anin
n300peTeHNsT OTHOCATCS K MMMYHOTCHHBIM OellkaM, OOJIaJafoliM aMHUHOKHCIOTHON MOCIIEI0BATEIbHOCTHIO,
KoTopas Ha 99% WACHTHYHA MOJHOPAa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCIIEIOBATEIBHOCTSAM, IIPH-
BeneHHsM B SEQ ID NO: 10.

B HEKOTOPBIX BapHaHTax peai3aluy H300peTeHns OSIOK He COACPKUT JIUACPHYIO TOCIE0BATEIFHOCTE.
B HekoTOpHIX BapHaHTaxX peaju3aluy U300peTeHHs OEJIOK HE CONEPKUT JHACPHYIO HOCienoBaTensHOCTh IgE.
®parMeHTBl KOHCEHCYCHBIX OEJIKOB MOTYT cojepkaTh mo MeHbmei mepe 10%, mo menpmelr mepe 15%, 1o
MeHbleil Mepe 20%, no Mensmeit Mepe 25%, no mensmeil Mepe 30%, o mensei Mepe 35%, Mo MeHblIeH
Mmepe 40%, no mensbiei mepe 45%, no menbueit mepe 50%, mo MeHblIe Mepe 55%, no meHsbiIel Mepe 60%,
o MeHblel mepe 65%, no menbieit mepe 70%, mo Menbleit mepe 75%, no MeHsbIel Mepe 80%, Mo MeHbILEH
Mepe 85%, no mensbiei mepe 90%, no menbueit mepe 95%, mo MeHblIel Mepe 96%, o MeHbIIelH Mepe 97%,
no MeHslueit Mepe 98% mim no Mmensleit Mepe 99% koHceHcycHOro Oenka. VIMMyHOreHHBIE (parMeHTHI HO-
caenoBatenbHOCTH SEQ ID NO: 10 MoryT ObITH mpemocTaBiieHbl. IMMyHOTE€HHBIE ()parMeHTBI MOTYT COJIEp-
KaTb 1o MeHbmer mepe 10%, mo menbpmei mepe 15%, mo menbmerr mepe 20%, mo MeHbinel mMepe 25%, 1o
Mmenbmeil mepe 30%, no menpmei Mepe 35%, no menpmei Mepe 40%, o menbmei Mepe 45%, Mo MeHbIIEH
Mmepe 50%, mo mensmeit Mepe 55%, mo mensmel mepe 60%, mo Menbmel Mepe 65%, mo meHsbIei Mepe 70%,
o MeHsbIneit mepe 75%, mo mensmel mepe 80%, mo MeHbmIeH Mepe 85%, mo MeHbIeit Mmepe 90%, Mo MeHbIIeH
Mepe 95%, mo menbmiel Mepe 96%, o Menbme mepe 97%, o MeHbmeH Mepe 98% niaH Mo MeHbIIeH Mepe
99% mnocnenoBatenbHoctd SEQ ID NO: 10. B HekoTOphIX BapmaHTax peann3anuy H300peTeHus: GparMeHTh
CoJlepKaT JUACPHYIO MOCIEIOBATEIILHOCTh, TAKYIO0 KaK, HAlPUMEp, JTUACPHAS MOCICI0BATEIPHOCTh HMMYHOT-
NOOyJMHA, TaKas KakK JHICpHas MOCIeI0BaTeNFHOCTh IgE. B HEKOTOPBIX BapHaHTaX peajH3alud U300peTCHHS
(hparMeHTBI He COIep kAT JIUACPHYIO ITOCIIEAOBATEIFHOCTh. B HEKOTOPHIX BapUaHTaX peau3alii H300peTCHUS
(bparMeHTBI HE coepKaT JIUJACPHYIO MOCICAOBATCILHOCTD, TAKYI0 KaK, HAlPUMED, JHICPHAS MOCICIOBATEb-
HocTh IgE.

HNmmyHOTeHHBIE (h)parMeHTH OEIKOB ¢ aMHHOKHUCIOTHBIMU ITOCIIEIOBATEIHHOCTAMH, TOMOJIOTHYHBIMU UM-
MYHOT€HHBIM (hparmMeHnTam nociuenoBatenbHocTH SEQ ID NO: 10, MOoTyT OBITH NIPEIOCTABICHEI. Takre HMMYHO-
TeHHBIE (hparMEeHTHI MOTYT COAepKaTh Mo MeHbIIeH Mepe 10%, mo mensmeit mepe 15%, mo mensiel mepe 20%,
o MeHsbIneit mepe 25%, mo mensmel mepe 30%, mo Merbme Mepe 35%, mo MenbIeit mepe 40%, Mo MEeHbIIEH
Mmepe 45%, o mensmeit Mepe 50%, mo meHsIel Mepe 55%, mo menbmel mepe 60%, mo MeHbIIeH Mepe 65%,
no MeHsIueil mepe 70%, nmo mensiiel Mepe 75%, no mensmeit Mepe 80%, mo MeHsbIell Mmepe 85%, Mo MeHbIIEH
Mepe 90%, no menbiueit mepe 95%, no mensluel Mmepe 96%, o MeHsble Mepe 97%, no menbleit mepe 98%
WM TI0 MeHbLIelH Mepe 99% OenkoB, koTopele Ha 95% nim Gosree ToMosIOrHYHbI TocnenoBatenbHocTH SEQ 1D
NO: 10. HekoTopsle BapHaHTHI pealnd3allid H300PETCHHS OTHOCATCS K MMMYHOTCHHBIM (pparMeHTam, oOia-
naroumM 96% romonorueil OTHOCHTEIBPHO HMMYHOTCHHBIX (PparMEeHTOB KOHCEHCYCHBIX OEJIKOBBIX ITOCIIEI0Ba-
TENBHOCTEH B TaHHOM JOKyMeHTe. HekoTopble BapHaHTHl pean3anud U300peTCHHS OTHOCITCS K UMMYHOTCH-
HBIM (pparmenTam, obnagaromuM 97% roMoyioruei OTHOCHTETFHO HMMYHOTEHHBIX (pparMeHTOB KOHCEHCYCHBIX
OETKOBBIX MOCIICAOBATEIFHOCTEH B TaHHOM JOKyMeHTe. HeKoTophie BapuaHTHI peaan3anni n300peTeHus! OTHO-
cATCI K MIMMYHOTEHHBIM (pparmenTaM, obnamatommuM 98% romoJioruell OTHOCHTEIHHO UMMYHOTEHHBIX (par-
MEHTOB KOHCEHCYCHBIX OCJKOBBIX IIOCIIEOBATEIFHOCTEH B TAaHHOM IOKyMeHTe. HekoTopble BapHaHTHI pean-
3aru N300pETEHUs] OTHOCATCS K MMMYHOT€HHBIM (pparmMeHTaMm, obmanatomuM 99% romonorneii OTHOCHTENBHO
UMMYHOT'CHHBIX ()parMEHTOB KOHCCHCYCHBIX OCITKOBBIX IMOCIICIOBATEIBHOCTEH B JAHHOM OKYMEHTE. B HekoTo-
PBIX BapHaHTaX peaiu3aliuu n300peTeHus (GparMeHThl COepKaT JUACPHYIO MOCICAOBATEIFHOCTD, TAKYIO Kak,
HaNpUMep, JHJCPHAs MMOCICI0BATEIPHOCTh UMMYHOTIIOOYTUHA, TaKas Kak JIMAepHas MOciIeoBaTeNbHOCTE IgE.
B HEKOTOpBIX BapHaHTaX peasu3alliy U300peTeHus (ParMEeHTHI HE COACPIKAT JTUACPHYIO MMOCICIOBATEIBHOCTb.
B HEKoTOpBIX BapHaHTaX pealu3alliy U300peTeHus ()ParMEeHTHI HE COJCPIKAT JTUACPHYIO MMOCICIOBATCIBHOCTD,
TaKyo Kak, HalpuMep, TUICPHAs TOCIe0BaTeIbHOCTh IgE.

HmmyHOTeHHBIE (DparMEHTHl OETKOB ¢ aMHHOKHCIIOTHBIMH ITOCTICIOBATEIBHOCTAMH, HACHTHYHBIMI UMMY-
HOTeHHBIM PparmeHTaMm mocienoBaTensHocTH SEQ ID NO: 10, MoryT OBITH TIpenocTaBlieHbl. Takue HMMYHO-
TeHHBIE (hparMEeHTHI MOTYT COAEpKaTh Mo MeHbIIeH Mepe 10%, mo mensmeit mepe 15%, mo mensIel mepe 20%,
o MeHsbInei mepe 25%, mo mensmel mepe 30%, mo Merbmer Mepe 35%, mo Menbieit mepe 40%, Mo MeHbIIEH
Mmepe 45%, o mensmeit Mepe 50%, mo meHsIel Mepe 55%, mo menbmel mepe 60%, mo MeHbIIeH Mepe 65%,
o MeHsbIneit mepe 70%, mo meHsIel Mepe 75%, mo Menpmei Mepe 80%, mo MeHbIeit Mmepe 85%, Mo MeHbIIeH
Mepe 90%, no menbiueit mepe 95%, no mensluelt Mmepe 96%, o MensbIiel Mepe 97%, no menblueit mepe 98%
WK TI0 MeHbIeH Mepe 99% 6enkoB, koTopeie Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%
ik 99% WAEHTUYHBl aMUHOKHUCIOTHBIM IOCNeAoBaTeabHOCTAM, MpuBeaeHHbIM B SEQ ID NO: 10. B Hekoto-
PBIX BapHaHTaX peaiau3aliuy n300peTeHus (GparMeHThl COepKaT JHACPHYIO MOCICAOBATEILHOCTD, TAKYIO Kak,
HaNpUMep, JHUJCPHAs MMOCICI0BATEIPHOCTh UMMYHOTIIOOYTUHA, TaKas Kak JIMAepHas MOociIeoBaTenbHOCTh IgE.
B HeKoTOpBIX BapHaHTaX pealiu3alliy U300peTeHus ()ParMEeHTHI HE COACPIKAT JTUACPHYIO MMOCICIOBATEIBHOCTb.
B HEKOTOpHIX BapHaHTaX pean3alliy H300peTeHHsI (ParMeHTHI HE COAEPIKAT JTUACPHYIO ITOCIEI0BATEIHHOCTD,
TaKyro Kak, Hampumep, JTuiepHas nocienoBareabHoCcTh IgE.
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CornacHo U3J0K€HHOMY B JaHHOM JOKYMEHTE B OTHOIIEHUHU COEAUHEHUS CUTHAJIBHOTO MENTHAA WU JIU-
JIEpHOH TOCe10BaTeNbHOCTH ¢ N-KOHIIOM OeJiKa, CHUTHAJIBHBIA MENTHA/IUICpHas M0CIe0BaTeNbHOCTh 3aMe-
maer N-KOHIIEBOM METHOHWH Oellka, KOTOPBIM KOIUPYETCS CTAapTOBBIM KOJIOHOM HYKJICOTHIHOH MOCIeaoBa-
TENBHOCTH, 3aT€M KOJUPYeT OeJI0K 6e3 KOAMPYIONNX CUTHAIBHBIN IMEeNTH I IOCIe0BATEIIEHOCTEH.

(6) MART-1/Melan-A.

BakimHa mo HacTosIeMy H300peTeHHI0 MOKET COJlepKaTh pakoBblii aHTHreH MART-1 (Takke M3BECTHBIN
kak Melan-A), ero ¢parment nim ero Bapuant. MART-1, konupyemsbrii reHom MLANA, npeacraBiseT coboi
118-aMHHOKHCIIOTHBINH OEJIOK, COAep KAl OJUH TPAaHCMEMOPAHHBIN JTOMEH, H SKCTIPECCUPYETCS B OOJBIITHH-
cTBe KieTok MenaHoMbl. MART-1 o0pa3yer KOMIUIEKC CO CTPYKTYPHBIM OGJIKOM M BIHMSIET Ha €T0 SKCIPECCHIO,
CTaOMIIBHOCTD, HANPABICHHYIO MHUIPAIMIO U MPOLECCHHT, KOTOPHIH HEOOXOIUM Ul CTPYKTYPBHI U CO3pPEBaHUSA
MenaHocoMbl. CootBeTcTBeHHO, MART-1 sBisieTcsl HE3aMEHUMBIM Ul PETryJIUPOBaHUS MUIMEHTAIMH MIIEKO-
nuTaromux. Hapymenns B co3peBaHHN MeJIaHOCOM OBUTH CBSI3aHBI C TIPEIPACIIONOKEHHOCTHIO K paky. MART-1
MOXET SKCIPECCUPOBATHCS B PA3INYHBIX BU/IAX paka, B TOM YHCIIE, O3 OrpaHUIEeHUS] MU, MEJTaHOMAaX.

Melan-A, Taxke M3BECTHBIH KaK aHTHI'€H MEJIaHOMBI, pacrno3HaBaeMblii T-kmetkamu (MART-1), npen-
cTaBiseT coboi andHepeHIINPOBOYHBIN aHTHTEH MEIAHOIUTOB M MOXKET COIEp)KaThCs B HOPMAaJIbHOM KOXKe,
ceTyaTKe M MeJaHonuTax. Melan-A MOXET acCOIMUPOBATHCS C IHIOIIIA3MATHICCKAM PETUKYITIOMOM M MEJIaHO-
comamu. Melan-A MOeT pacrio3HaBaThCS IUTOTOKCHIECKUMH T-KIIeTKaMH KaK aHTUTEH Ha KJIETKaX MEeJIaHOMBI,
HO TaKkK€ MOXXET aCCOIMHPOBATHCS C APYTMMHU BHIAMH OITyXOJIeH, UMEIOIINME MEaHOIIUTapHOE MPOUCXOXKAC-
Hue Wi AuPepeHInpoBKyY (TO €CTh KIETKH COAEpkKAT MEJIAHOCOMBI ), HaIlpUMeEpP, CBETIOKIICTOYHAs capKkoMa U
MernaHoTudeckas Heripodubpoma. CooTBeTCTBEHHO, Melan-A MOKeT TpencTaBisiTh cOO0H aHTHUTEH, KOTOPHIH
aCCOLMMPYETCS ¢ PA3IUUHBIMU BHAAMH OIyXOJEH, IOyYeHHBIMU U3 KIETOK, COAEPKAIUX MEIaHOCOMBI.

AmnTures Melan-A crocoOeH HHAYIIMPOBATh aHTHICH-CICHIU(UIeCKUN T-KIICTOYHBIN W/YITH MHTCHCUBHBII
TYMOpPaJIbHBI IMMYHHBIE OTBETHI, TEM CaMbIM MHIYLIUPYs WJIN BBI3bIBAs HIMMYHHBIH OTBET, KOTOPBIH HaIpas-
JIEH Ha paK WIU OIyXOJIb WM pearupyeT Ha HUX 3KCIpeccruell aHTUreHa. B HEKOTOpBIX BapHaHTaX peanu3aliu
M300peTeHNs MHIAYLMPOBAaHHBIH WM BBI3BAaHHBIM MMMYHHBIH OTBET MOXKET NMPEACTAaBISATH COOOH KIIETOYHBIH,
TYMOpAJIbHBIA WIN KaK KIETOYHBIN, TaK ¥ TyMOPAIbHBI IMMYHHBIE OTBETHL.. B HEKOTOPHIX BapHaHTaX peajmn3a-
IIUM U300pETeHNST WHIYIMPOBAHHBIN WIIM BBI3BAHHBIM KJICTOYHBI MMMYHHBIH OTBET MOJKET BKJIIOYATh MHIYK-
IIMI0 WK ceKkpenunio ramma-uaTepdepona (IFN-y) u/nmm daxropa Hekposa omyxouneit ansda (TNF-o). B npyrux
BapHaHTax peann3aniy N300peTeHIs HHIYIUPOBAHHBIN WM BBI3BAaHHBII MMMYHHBIH OTBET MOXKET YMEHBINIATh
WM MHTHONPOBATh OJWH WM Oojiee (PaKTOPOB CYNPECCHH MMMYHHOTO OTBETA, KOTOPBIE CTUMYJIHPYIOT Pa3BH-
THE OIyXOJM WM paka, SKCOPECCHpys aHTUTEH, HaImpuMmep, 0e3 OrpaHHYeHUs] UMH, (aKTOPHI, MOJABISIONINE
npesenTanuio MHC, dakTopbl, akTHBHUpYIONTUE aHTUTeH-ciennduueckue perynstopuabie T-kinerkn (Tregs), PD-
L1, FasL, mutokunsl, Takue kak [L-10 u TFG-f, accormupoBaHHEIC ¢ OIMyXOJbI0 MaKpo(aru, aCCOUUPOBAHHBIC
C OmyXoJibio (pUOPOOIACTHI, PACTBOPUMBIEC (PAKTOPHI, MPOAYIIMPYEMbIE HMMYHHBIMH KJIETKAMH-CYIPECCOPaMH,
CTLA-4, PD-1, MDSC, MCP-1 u MONeKyJIbl HMMYHHBIX KOHTPOJIBHBIX TOYEK, YTO OoJiee TOAPOOHO OMUCAHO
HIDKE.

Amntrren Melan-A MOXeT cofepKaTh AMUTONBI OEIKOB, KOTOPBIE JENAIOT UX 0COOCHHO 3()(EKTHBHBIMHU B
Ka4yecTBEe MMMYHOTI'€HOB, Ha KOTOpPBIE MOTYT HHAYLIMPOBATHCSI IMMYHHBIE 0TBEeTHI K Melan-A. Anturen Melan-A
MOXET COJIep KaTh MOJHOPAa3MEPHBIN MPOAYKT TPAHCISIMH, €0 BapHaAHT, ero ()parMeHT WIM NX KOMOWHALUIO.
Anturen Melan-A MoeT coepkaTh KOHCEHCYCHBIH OJIOK.

HyxreoTnanayto mocieoBaTensHOCTh, KOAUPYIONTYI0 KOHCEHCYCHBIH aHTUTeH Melan-A, MOXXHO ONTHMU-
3MpOBAThH B OTHOIICHUH YacTOTHI HCIIOJIB30BAHUSA KOIOHA M cooTBeTcTBYIomuX PHK-TpanckpumnToB.

HyxknenHoBas kucioTa, KOAUPYIOIIass KOHCEHCYCHBIN aHTUTeH Melan-A, MoxeT ObITh kKomoH- 1 PHK or-
TUMH3UPOBAHHON LTS SKCIIpeccHd. B HEKOTOPBIX BapHaHTax pean3alliil M300peTeHHs HYKICOTHIHASA ITOCIIe-
JIOBATEILHOCTD, KOAUPYIOIIAas KOHCEHCYCHBIN aHTUTeH Melan-A, MOXET cojiepaTh MOCIeI0BaTeIbHOCTh Ko3ak
(manpumep, GCC ACC) mis yBennuenust 3p(eKTHBHOCTH TpaHCHsnuu. HykienHoBas KHUCIoTa, KOAUpPYomas
KOHCEHCYCHBII aHTureH Melan-A, MOXeT copepKaTh HECKOJBKO CTON-KoxoHOB (Hampumep, TGA TGA) mis
yBeIM4YCeHUS (P PEKTUBHOCTH TEPMUHALIH TPAHCIISILINH.

HyknenHoBast kuciiora, KoJupyromas KOHCEHCYCHBIH aHTHreH Melan-A, MOXeT Taxke KOIUpOBaTh JIU-
JIepHYIO rocieoBareabHocTh nMmyHornooynnHa E (IgE). HyknennoBas kuciora, Konupyronias KOHCEHCYCHBIH
anTtureH Melan-A, MOXeT JOIOJHUTENBFHO KOANPOBATH JHUAEPHYIO IocienoBaTeabHoCcTh IgE Takum oOpasowm,
YTO aMHHOKHCIIOTHAS TTOCIIEI0BATEIbHOCTD JHACPHON MOCIeq0BaTeNbHOCTH IgE CBS3bIBaeTCS C aMHUHOKHCIIOT-
HOM TIOCTIEIOBATEIBPHOCTHI0 KOHCEHCYCHOTO aHTHIeHa Melan-A menTuaHoi cBsi3bio. HykiemHoBas KHCIIOTa,
KOAWpYIOIIass KOHCEHCYCHBIH aHTWreH Melan-A, MOXeT Tarxke CoAepiKaTh HYKJICOTHAHYIO ITOCIIEIOBATENb-
HOCTB, KOIUPYIOIIYIO JTHACPHYIO TIOCIea0BaTeNbHOCTh IgE. B HEKOTOPHIX BapHaHTax pean3aluy H300peTeHUs
HYKJICMHOBAs KHCJIOTa, KOAMPYIOMIasi KOHCEHCYCHBIN aHTUTeH Melan-A, He UMeeT WM He COAEP)KUT HYKIIEO-
TUAHYIO TTOCIIEA0BATEIHFHOCTD, KOANPYIOIIYIO JINACPHYIO HOocienoBaTensHOCTh IgE.

Koncencychslit anturen Melan-A MOXeT NpeACTaBIATh OO0 HYKICOTHIHYIO MOcienoBaTebHOCTh SEQ
ID NO: 11, xoTopast KoAUpYeT aMHHOKHUCIOTHYIO nocnenoBarensHocts SEQ ID NO: 12. IocnenoarenbHOCTh
SEQ ID NO: 11 xomupyet koHceHcycHBIH 0eqok MELAN-A, cBS3aHHBIH ¢ JIMAEPHON IMOCIIEA0BATEIHLHOCTHIO
IgE. Koncencycusiii Oenok Melan-A Moxer ObITh CBsI3aH C JMAEPHOH mocnenosarenbHOcThi0 IgE m HA-
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MeTKOU. B mpyrux BapmaHTaxX peanu3alud U300pETCHUS KOHCEHCYCHEIHN Oemok Melan-A MOXKET HE COIepiKaTh
WM He OBITH CBSI3aHHBIM C JIMAEPHON nocienoBaTenbHocThIo IgE n/mm HA-MeTkoi.

B HEKOTOPHIX BapmaHTaxX peann3alnudl W300peTeHHss KOHCEHCYCHBIN aHTureH Melan-A MoXeT mpeacTas-
JATH COOOH HYKJICOTHIHYIO IMOCIEIOBATENbHOCTh, 00JaafonIylo Mo MeHbIned mMepe okono 80%, 81%, 82%,
83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmmu 100%
WIACHTHYHOCTHIO TI0 BCEH JUTMHE HYKJICOTHIHOW TOcea0BaTenbHOCTH, puBeneHHor B SEQ ID NO: 11. B npy-
TUX BapuaHTaX peanu3aliiy N300peTeHHsI KOHCEHCYCHBIH aHTUTeH Melan-A MOXeT MmpencTaBisaTh cOO0W HyK-
JICOTHIHYIO MOCTIEIOBATENBHOCTD, KOTOPAsk KOOUPYET aMHHOKHCIOTHYIO ITOCIIEI0BATEIHHOCTD, 00JITaf0MIyI0 IO
MeHbLIeH Mepe okono 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% umu 100% HAEHTUYHOCTHIO IO BCEH JIMHE aMUHOKHCIOTHOM IOCIIeI0BAaTEILHOCTH,
npusenerHoid B SEQ ID NO: 12. KoHceHcycHbIN aHTHTeH Melan-A MoXeT npeacTaBisTh cO00H aMHUHOKUCIIOT-
HYIO TOCIICIOBATEIFHOCTh, 00JIATAONIYI0 1T0 MeHbIneH Mepe okono 80%, 81%, 82%, 83%, 84%, 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100% HaeHTUYIHOCTBIO 1O BCEil
JUTMHE aMUHOKHUCJIOTHOU MocieoBaTenbHoCTH, npuBeaeHHoi B SEQ ID NO: 12.

HexoTtopeie BapmaHTHI peann3anui H300peTeHUsI OTHOCATCS K HYKICOTHIHBIM ITOCIIEIOBATEIHHOCTSAM, KO-
JUPYIOMUM O€IIKH, TOMOJIOTHYHBIE KOHCEHCYCHOMY Oenky Melan-A, nMMyHOTeHHOMY ()parMeHTy KOHCEHCYC-
Horo Oenka Melan-A 1 IMMyHOTE€HHBIM (hparMEeHTaM TOMOJIOTHIHBIX OeIKOB. Takue MOJICKYIIbl HyKJICHHOBBIX
KHCJIOT, KOTOPbIe KOANPYIOT MMMYHOT€HHBIE OenKH, obnanatomme 10 95% roMOIOTHH OTHOCHTEIBHO KOHCEH-
CYCHOM ITOCIIEIOBATEIBHOCTH, 10 96% TOMOJOTHH OTHOCHTEIHFHO KOHCEHCYCHOH MOCIEI0BAaTENbHOCTH, 10 97%
TOMOJIOTHH OTHOCHUTEIFHO KOHCEHCYCHOH IOCIIEA0BATEIFHOCTH, 10 98% TOMOJIOTHH OTHOCHTEIIEHO KOHCEHCYC-
HOW TOCIIEOBATEIBHOCTH U 10 99%, MOTYT OBITH IPEIOCTABICHEI. AHAIOTHYHBIM 00pa30M, TaKkKe TPEAOCTaB-
JSFOTCS HYKJICOTHIHBIC MTOCIICIOBATEIFHOCTH, KOJUPYIOIINE HMMYHOTCHHBIC ()parMEHTBI, IPUBE/ICHHBIC B JIaH-
HOM JIOKyMEHTE, 1 UMMYHOTCHHBIC ()parMEeHTHI OCJIKOB, KOTOPBIC TOMOJIOTUYHBI OeIKaM, IPUBEICHHBIM B JaH-
HOM JIOKYMEHTE.

HekoTopbie BapuaHTHI peann3alud W300pPETCHUS OTHOCATCS K MOJIEKYJaM HYKICHHOBBIX KHCIIOT, KOJU-
PYIOLIMM UMMYHOTE€HHBIE Oenku, obmamatomue 95% roMoaorueli OTHOCHTENBHO HYKJICHHOBOW KUCIIOTHI, KOJTH-
pYIOIIeH MOCIIeAOBATENFHOCTH B TAaHHOM JNOKyMeHTe. HekoTopble BapMaHTHI peann3alii W300pETeHUs] OTHO-
CATCS K MOJIEKYJIaM HYKJIEMHOBBIX KHCIIOT, KOAUPYIOIINM HMMYyHOTEHHBIe Oenku, obmanatomue 96% romorioru-
el OTHOCUTEJIbHO HYKJIEMHOBOM KHCJIOTHI, KOJUPYIOIIEH MOCIIEeI0BaTeIbHOCTH B IaHHOM J0KyMeHTe. HekoTo-
pBIE BapHaHTHI pean3aliii H300PETeHNS OTHOCITCA K MOJIEKYJIaM HyKJICHHOBBIX KHCIIOT, KOIUPYIONIM HMMY-
HOTEeHHBIE OeJKH, oOmanarontie 97% roMosorneif OTHOCHTENFHO HYKJICHHOBOH KHCIIOTHI, KOJUPYIOMIEH mocie-
JIOBATCIILHOCTH B TAHHOM JTOKyMeHTe. HekoTophie BapHaHTHI peau3alii H300peTeHIUsI OTHOCITCS K MOJICKyJIaM
HYKJICHHOBBIX KHCIIOT, KOAUPYIOIIMM UMMYHOTCHHBIC Ociikm, oOnanaroimmue 98% romonorueil OTHOCUTEIHHO
HYKJICHHOBOW KHCJIOTHI, KOJUPYIOIICH TOCICAOBATEIFHOCTH B JAaHHOM JOKyMeHTe. HekoToprie BapuaHTHI pea-
JU3aIMA U300PETCHUST OTHOCITCS K MOJICKYJIaM HYKJICHHOBBIX KHCIJIOT, KOJUPYIOIUM UMMYHOTCHHBIC OCJIKH,
obmanarorue 99% TOMONOTHEH OTHOCHTEIBHO HYKIICHMHOBOM KHCIIOTHI, KOAUPYIOMICH MOCIICIOBATCIFHOCTH B
JAHHOM JTIOKYMCHTE. B HEKOTOpBIX BapHaHTaX pealiu3allid W300pPETCHHsI MOJICKYINBI HYKJICHHOBBIX KHCIOT C
KOJWPYIOIIMMH TOCIEIOBATEIBHOCTSAMH, OIMCAHHBIMHA B JaHHOM JOKYMEHTE, KOTOpPBIE TOMOJIOTHYHBI KOIH-
pYIOIIeH TOCIeI0BAaTeIFHOCTH KOHCEHCYCHOTO OeJIKa, OMMMCAHHOTO B JaHHOM JOKYMEHTE, BKIFOUAIOT ITOCIIEI0-
BaTEIHbHOCTH, KOJIUPYIONINE JTUACPHYIO MOCienoBaTebHOCTh IgE, CBsA3aHHYIO ¢ 5'-KOHIIOM KOAMPYIOIIEH MO-
CIIEZIOBATENIFHOCTH, KOAWUPYIOMIEH TOMOJOTHYHBIC IMOCIICIOBATEIHHOCTH OENKOB, OMHCAHHBIC B JAHHOM JIOKY-
MEHTE.

HexoTopkie BapuaHTHI peann3alii H300pETCHHUsI OTHOCATCS K HYKICOTHIHBIM ITOCICIOBATEIBHOCTSM, KO-
JUPYIOIIUM OCJIKH ¢ ONpPEACICHHBIM MPOIEHTOM HICHTHYHOCTH OTHOCHUTEIBHO TOJTHOPa3MEPHOTO KOHCEHCYC-
Horo Oenka Melan-A, ”MMyHOTeHHOTO (hparMeHTa KOHCEHCYCHOTo Oenka Melan-A 1 MMMyHOTeHHBIX (parmeH-
TOB OEJIKOB, O0JIQTAIONINX HICHTUYHOCTHIO OTHOCUTEIHHO KOHCEHCYCHOTo Oenka Melan-A. Takue MOJCKYIIBI
HYKIJICHHOBBIX KHCJIOT, KOTOPEIC KOIUPYIOT MMMYHOT'CHHBIC OelKky, obnanaromme 10 80% MISHTHIHOCTH OTHO-
CUTENHPHO IMOJTHOPa3MEpHOW KOHCEHCYCHO# mociemoBarenbHOcTH Melan-A, no 85% HICHTUYHOCTH OTHOCH-
TEJNBHO TIOTHOPAa3MEpHOI KOHCEHCYCHOH mocienoBarensHocTd Melan-A, 1o 90% MAEHTHYIHOCTH OTHOCHUTEIBHO
TIOJTHOPa3MEPHOI KOHCEHCYCHOHU mocienoBarenbHOcTH Melan-A, 1o 91% MaeHTHIHOCTH OTHOCHUTENHHO MOJTHO-
pa3MepHO KOHCEHCYCHOU mocienoBarenbHocTd Melan-A, 1o 92% HOCHTHYHOCTH OTHOCHUTEIBFHO MOJHOpPA3-
MEpHOM KOHCEHCYCHOM mocienoBarenbHocTH Melan-A, 1o 93% uaeHTHIHOCTH OTHOCHTENBFHO MTOTHOPa3MepHON
KOHCEHCYCHOW mocnenoBaTenbHocTH Melan-A, 10 94% HOEHTUYHOCTH OTHOCHTEIHHO ITOJHOPa3MEpHOW KOH-
CEHCYCHOH mocnenoBaTenbHOCTH Melan-A, 1o 95% HICHTUYHOCTH OTHOCHUTEIHHO MOJTHOPAa3MEPHOH KOHCEH-
CyCHOW moclnenoBareabHOCTH Melan-A, mo 96% MISHTHYHOCTH OTHOCUTEIBHO MOJHOPAa3MEPHON KOHCEHCYCHOM
nocienoBatenbHocTH Melan-A, 10 97% HICHTHYHOCTH OTHOCUTEIBHO MOJHOPa3MEPHON KOHCEHCYCHOM TocIie-
noBatenbHOCTH Melan-A, 1o 98% WMISHTUYHOCTH OTHOCHTENHHO MOJHOPa3MEPHOW KOHCEHCYCHON IOCIeoBa-
TenbHOCTH Melan-A u 10 99% MAEHTHYHOCTH OTHOCHUTEIILHO TIOJTHOPa3MEPHO KOHCEHCYCHOW MOCIICI0BATEIIh-
HocTH Melan-A, MOTYT OBITh IPEIOCTABICHEI.

AHAJNOTHYHBEIM 00pa30M, TaKXe MPEIOCTABISIOTCS HYKICOTHIHBIC MOCICIOBATCIFHOCTH, KOIUPYIOIIUE
MMMYHOTCHHBIE (pparMeHTHI, IPUBEACHHBIC B TaHHOM JOKYMEHTE, 1 IMMYHOT€HHBIE (pparMeHTHI OETIKOB C aHa-
JIOTHYHBIM TMIPOIICHTOM HISHTHYHOCTH, KaK yKa3aHO BEIIIE, OTHOCUTENHHO OenkoB Melan-A, ONMMCaHHBIX B JaH-
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HOM JIOKyMEHTE.

B HexoTOpHIX BapuaHTax peaM3alnuy H300peTeHHsT HYKICOTHIHAS TT0CIIeI0BATEIBHOCTh HE COJIEPIKUT KO-
JUPYIONIYIO TIOCIIEA0BATEIHFHOCTh, KOTOPast KOAUPYET JHUIACPHYIO MOCIEI0BATEIHHOCTE. B HEKOTOPHIX BapuaH-
Tax pearn3alii H300peTeHUS HYKICOTHIHAS IOCIEAOBATENFHOCTh HE COICPKHUT KOAMPYIOMIYIO ITOCIEeI0Ba-
TENBHOCTB, KOTOpasi KOAUPYET JUASPHYIO ITociea0BaTeIbHOCTh IgE.

HekoTopbie BapraHThI pean3anuy N300peTeHHsI OTHOCATCS K (pparmentam mnocienoBaTenbHocTH SEQ ID
NO: 11. ®parMeHTs MOTYT COCTaBIATH 1Mo MeHbIIeld Mepe 10%, mo Mensiieii mMepe 15%, mo MeHbIIei Mepe
20%, mo MeHsbIe mepe 25%, mo MeHbmei mepe 30%, mo menbmeir Mepe 35%, mo menbmiel mepe 40%, mo
MeHblIel Mepe 45%, no Mensmeit Mepe 50%, no mensmei Mepe 55%, o menslei Mepe 60%, Mo MeHbIIEH
Mepe 65%, o mensbiei mepe 70%, no menbueit mepe 75%, no Menblieilt Mepe 80%, mo MeHbIel Mepe 85%,
no menbiei mepe 90%, no menbleit Mmepe 95%, no MeHsbleit mepe 96%, Mo MeHsbIIeH Mepe 97%, Mo MeHbILeH
Mepe 98% wim mo MeHbIneit Mepe 99% mocnemoarensHocTd SEQ ID NO: 11. dparMeHTH MOTYT OBITH 1O
MeHblIel Mepe Ha 95%, no MeHsbIel Mepe Ha 96%, o MeHsbIIel Mepe Ha 97%, o MeHbLIed Mepe Ha 98% wn
1o MeHblIel Mepe Ha 99% romosornunsl pparmenram nocienosarensHoctd SEQ ID NO: 11. dparmenTs! Mo-
TyT OBITH IO MeHbIIeH Mepe Ha 80%, mo MeHbIIel Mepe Ha 85%, mo MeHbmIel Mepe Ha 90%, o MeHbIIeH Mepe
Ha 91%, o MensbIeit Mepe Ha 92%, mo MeHsbIIei Mepe Ha 93%, mo MeHbIIel Mepe Ha 94%, o MEHbIIEH Mepe
Ha 95%, mo MeHbIIel Mepe Ha 96%, o MeHbIIel Mepe Ha 97%, o MeHbIIel Mepe Ha 98% wim o MeHbIIeH
Mepe Ha 99% HOeHTHYHBI OTHOCUTENRHO (pparmenToB mocienosarensHocTd SEQ ID NO: 11. B HekoTophIx Ba-
pHaHTaxX peanu3alid H300peTeHusT (HparMeHTsl COAepKaT MOCIEN0BATENIFHOCTH, KOOUPYIOUINE JINACPHYIO I10-
CIIeZIOBAaTENIFHOCTD, TAKYI0 KaK, HAPUMEp, JHIEPHAs IOCIEI0BATEIFHOCTh HMMYHOTIIOOYIINHA, TAKYIO KaK JIH-
JepHast ocieroBaresibHOCTh IgE. B HeKOTOPHIX BapuaHTax peanu3anuy H300peTeHnsT GparMeHTsl He collepiKaT
KOJIMPYIOIINE MOCIEA0BATEIILHOCTH, KOTOPBIE KOAUPYIOT JUJIEPHYIO MTOCIEA0BATENEHOCTh. B HEKOTOPHIX Bapu-
aHTaX peaju3aliy M300peTeHnst PparMeHThl He COEpKAT KOAUPYIOLIHE MOCIE0BaTEIbHOCTH, KOTOPhIe KO/IU-
PYIOT JMJEPHYIO ITOCIIE0BATEIbHOCTD, TAKYIO KaK, HAPUMED, JIMIEpHas MOCIea0BaTebHOCTh IgE.

Kpome Toro, aMMHOKHCIIOTHAS TIOCIIEA0BATEILHOCT KOHCEHCYCHOTO Oenka Melan-A npencraBiser coboi
SEQ ID NO: 12. AMHHOKHCIIOTHAs MTOCIIE0BATEILHOCTh KOHCEHCYCHOTO Oenka Melan-A, CBA3aHHOTO ¢ JUAEp-
HOW mocienoBaTenbHOCTHIO IgE, mpeacraBnser coboit SEQ ID NO: 12. AMUHOKHCIIOTHAS TOCIIEA0BATEIHHOCTh
KOHCEHCYCHOTO Oenka Melan-A, CBA3aHHOTO ¢ JUACPHON TOCIEIOBATENBHOCTRIO IgE, MOXeT OBITh CBs3aHa C
HA-meTkoii.

HexoTtopbie BapraHTHI peann3anny M300pEeTEeHUS OTHOCITCSA K OelTkaM, KOTOpPBIe TOMOJIOTHYHEI ITOCIIEH0-
BarenpHOCTH SEQ ID NO: 12. HekoTopbie BapHaHThI pean3alii H300PETEHHUS OTHOCATCS K UMMYHOTCHHBIM
OeinkaM, KoTopble 00anaroT 95% romonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCITKOBBIX MOCIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 12. HekoTopble BapHaHThI peain3aliiii H300pETeHHUsT OTHOCITCS K IMMYHOT€HHBIM
OeinkaM, KoTopble 00sanaroT 96% romMonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 12. HekoTopble BapHaHThI pean3aliii U300pETeHHsT OTHOCSTCS K IMMYHOT€HHBIM
OernkaM, KoTopble 00nanaroT 97% romMonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 12. HekoTopbie BapHaHThI peain3aliii H300peTeHHUsT OTHOCSITCS K IMMYHOT€HHBIM
6emkam, KoTophle 00JamatoT 98% roMoornel OTHOCHTEIHHO KOHCEHCYCHBIX OCIKOBBIX MOCIIEI0BATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 12. HekoTopble BapHaHThI peaTn3aiiii H300peTEeHUsT OTHOCATCS K UMMYHOTCHHBIM
6emkam, KoTophle 00amatoT 99% roMooruel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX MOCIIEI0BATEIBHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 12.

Hexotopbie BapraHTH peanm3anuy W300peTeHUsI OTHOCATCS K OenkaM, KOTOpble HACHTUYIHBI IOCIIeA0Ba-
tensHOcTH SEQ ID NO: 12. HekoTopblie BapHaHTHI peaan3alii H300peTeHUsI OTHOCATCS K UMMYHOTEHHBIM Oell-
KaM, o0JaaronM aMUHOKHCIIOTHOM IIOCIIeI0BaTeIbHOCThIO, KoTopas Ha 80% HAeHTHYHA MOJHOPa3MEPHBIM
KOHCEHCYCHBIM aMUHOKHCIIOTHBIM MOCIEN0BAaTeNbHOCTAM, npuBeaeHHbIM B SEQ ID NO: 12. HexkoTtopsle Bapu-
AHTBI peayM3anny N300pETeHUsI OTHOCSATCA K MIMMYHOT€HHBIM OeJkaM, 00JaJaroliuM aMUHOKUCIOTHOH mociie-
JIOBaTEIbHOCTHIO, KOTOpast Ha 85% HAEHTHYHA TOJIHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM ITIOCIIEJO-
BaTenbHOCTSIM, npuBeneHHsIM B SEQ ID NO: 12. HekoTopsie BapuaHTHI peaii3alii H300pETEHHsT OTHOCATCS K
MMMYHOTCHHBIM OelikaM, 00JIalaloNIiM aMHHOKHCIOTHOM MOCIIeIOBATENILHOCTRIO0, KoTopas Ha 90% wumeHTHIHA
MOJTHOPa3MEPHBIM KOHCEHCYCHBIM aMUHOKHCIIOTHBIM TOCIieioBaTenbHOCTEH, mpuBeaeHHbpM B SEQ ID NO: 12.
HexoTopsie BapHaHTHI peanu3anii W300PETeHUsI OTHOCATCS K MMMYHOTEHHBIM OenkaM, 00agaroiuM aMHHO-
KHCJIOTHOH IMOCIIeTOBAaTEeIbHOCTRIO, KOTOpas Ha 91% WaAeHTHYHA MOTHOpa3MEepHBIM KOHCEHCYCHBIM aMHUHOKHC-
JIOTHBIM TIOCHIeIoBaTebHOCTIM, TipuBeneHHBIM B SEQ ID NO: 12. HekoTopble BapuaHTHI pealn3aiiuu u3o0pe-
TEHHUSI OTHOCSTCS K HMMYHOTEHHBIM OellkaM, 00JIaZalonIiM aMUHOKHACIOTHOM MOCIIeI0BAaTEIFHOCTHIO, KOTOPas
Ha 92% WMIeHTHYHA MTOJTHOPa3MEPHBIM KOHCEHCYCHBIM aMUHOKHUCIIOTHBIM IOCIIE0BATEILHOCTSM, TPUBEACHHBIM
B SEQ ID NO: 12. HexoTopble BapHaHTbI pealin3alii n300pETeHUS] OTHOCITCS K MMMYHOTEHHBIM OeJkaM, 00-
JaJafolMM aMUHOKHUCIIOTHOM MOCIen0BaTeNbHOCTBI0, KoTopas Ha 93% HMIeHTHYHA MOJHOpPa3MEpPHBIM KOHCEH-
CYCHBIM aMHMHOKHUCIOTHBIM IOCJIeA0BaTeNbHOCTAM, npuBeaeHHbBIM B SEQ ID NO: 12. HekoTopble BapHaHTBI
peanu3anyy M300peTeHNs] OTHOCATCS K MMMYHOTCHHBIM OellkaM, o0JaJaloliuM aMHHOKHCIIOTHON IOCIIenoBa-
TENBHOCTBIO, KoTopass Ha 94% WIEHTHYHA IOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHMHOKHCIOTHBIM TOCIEI0Ba-
TeapbHOCTsIM, TipuBeaeHHBIM B SEQ ID NO: 12. HekoTopble BapuaHThI pealu3allii W300peTEeHUsI OTHOCATCS K
MMMYHOTCHHBIM OelikaM, 00JIalaloNIiM aMHHOKHCIOTHOM MMOCIIeIOBATEILHOCTRIO0, KOoTopas Ha 95% wuneHTHIHa
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MOJHOPa3MEPHBIM KOHCEHCYCHBIM aMUHOKHCIOTHBIM IOCIEeN0BaTeNbHOCTAM, npuBeaeHHbIM B SEQ ID NO: 12.
HexoTopble BapuaHThI peanu3aliu M300peTeHHs] OTHOCSTCS K UIMMYHOTEHHBIM OenkaMm, 00JaJaiolmmuM aMHuHO-
KHCJIOTHOH MOCIIeT0OBATEIbHOCTRIO, KOTOpas Ha 96% WAEHTHYHA MTOTHOPa3MEepHBIM KOHCEHCYCHBIM aMHUHOKHC-
JIOTHBIM TIOCHIeIoBaTebHOCTIM, TpuBeneHHbBIM B SEQ ID NO: 12. HekoTopble BapuaHTHI peanu3aliuu u3o0pe-
TEHUSI OTHOCSTCS K HMMYHOTEHHBIM OellkaM, 00JIaafonIiM aMUHOKHCIOTHOM IOCIeI0BAaTEIFHOCTHIO, KOTOPas
Ha 97% WOeHTHYHA MTOTHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHUCIIOTHBIM MTOCTIEIOBATEIEHOCTSM, IIPHUBEICHHBIM
B SEQ ID NO: 12. HekoTopsle BapHaHThl peain3alii U300pETeHHS OTHOCATCS K MIMMYHOTEHHBIM Oesikam, 00-
JAAIOMIM aMHHOKHCIIOTHOM ITOCIIEIOBATEIBHOCTEI0, KOTOpas Ha 98% HMIOCHTHYHA MOJHOPa3MEPHBIM KOHCEH-
CYCHBIM aMHMHOKHUCIOTHBIM IOCJIEAOBaTeNbHOCTAM, npuBeaeHHbBIM B SEQ ID NO: 12. HekoTopble BapHaHTBHI
peanu3anyy M300peTeHNs] OTHOCATCS K MMMYHOTCHHBIM OellkaM, 00JaJaloliuM aMHHOKHCIIOTHON IOCIIeaoBa-
TENBHOCTBIO, KoTopast Ha 99% WIEHTHYHA MOJHOPAa3MEPHBIM KOHCEHCYCHBIM aMMHOKHCIOTHBIM IIOCIIEIOBa-
TenbHOCTAM, npuBeaeHHbIM B SEQ ID NO: 12.

B HexoTOpBIX BapHaHTax peanu3anuy U300peTeHus OesIOK He CONCPKHT JIHUACPHYIO MOCIEI0BATEIHLHOCTS.
B HEKOTOpHIX BapHaHTax peajn3aliy N300peTeHust OeNOK He CONEPIKUT JIMAEPHYIO HocienoBaTeabHocTh IgE.
®parMeHTsl KOHCEHCYCHBIX OEITKOB MOTYT cojiepxatb mo MeHbmeil mepe 10%, mo mensmeit mepe 15%, mo
MeHbei mepe 20%, no MeHpmei Mepe 25%, no menpmei Mepe 30%, o menbmei Mepe 35%, Mo MeHbIIEH
mepe 40%, o mensmeit Mepe 45%, no mensmelt mepe 50%, mo MeHbmelr Mmepe 55%, mo meHsbei Mepe 60%,
1o MeHbIei Mmepe 65%, mo mensmel Mepe 70%, mo MeHbIIeH Mepe 75%, mo MeHbIeil Mmepe 80%, Mo MEeHbIIEH
Mmepe 85%, mo mensmeit Mmepe 90%, mo meHsIel Mmepe 95%, mo mMenbmel Mepe 96%, mo MeHbIeH Mepe 97%,
mo MeHsbIed Mepe 98% wmnu mo MeHsei Mepe 99% KoHceHCcycHOTO Oenka. MIMMyHOTeHHBIE (parMeHTHI Mo-
ciegoBatensHOCcTH SEQ ID NO: 12 MoryT OBITh TpefocTaBicHbl. IMMyHOTeHHBIE (pparMeHTHI MOTYT COJCP-
*aTb 1o MeHbled mepe 10%, nmo mensmel Mepe 15%, no mensiiei Mepe 20%, nmo meHsliel mMepe 25%, mo
Menbeil Mepe 30%, no mensmeit Mepe 35%, no mensmeil Mepe 40%, o menblei Mepe 45%, Mo MeHblIeH
Mmepe 50%, no mensbiei mepe 55%, no menbueit mepe 60%, Mo MeHblIe Mepe 65%, no menbiei mepe 70%,
no MeHsIuei mepe 75%, no mensiel Mepe 80%, no menbLel Mepe 85%, mo MeHsbIell mepe 90%, no MeHbIIeH
Mepe 95%, mo menbmiel Mepe 96%, o Menbme Mepe 97%, o MeHbmeH Mepe 98% niam Mo MeHbIIeH Mepe
99% mnocnenoBarensHOocTH SEQ ID NO: 12. B HEKOTOPHIX BapHaHTaX peaii3alliyd H300peTeHHsS (parMeHTHI
colepXKaT JUACPHYIO MOCIEeN0BATEIFHOCT, TAKYIO0 KaK, HaIpUMep, JTUAEPHAs MOCIeI0BAaTEIHbHOCTh HMMYHOT-
no0yJrHA, Takas Kak JHIepHas MocieqoBaTeNsHOCTh IgE. B HEKOTOPBIX BapHaHTaxX peaan3alud M300peTeHHS
(hparMeHTHI He coAepiKaT JUACPHYIO ITOCIIeA0BATEIFHOCTh. B HEKOTOPHIX BapHaHTax pean3alii H300peTeHus
(parMeHTHI HE cozepkaT JHUIACPHYIO IOCIEAOBATEIHLHOCTh, TaKyI0 KakK, HallpUMeEp, JHAEPHAs MOCIIEeI0BATEb-
HocTb IgE.

Moryt OBITh IpeAoCTaBICHBl IMMYHOT€HHbIE ()parMeHTHl OEIKOB ¢ aMHHOKHCIIOTHBIMH IOCIIEA0BATEIb-
HOCTSIMH, TOMOJIOTHYHBIMH UMMYHOTEHHBIM (parMeHnTam nocnenosateabHoctd SEQ ID NO: 12. Takue nmmy-
HOTEHHbIE ()parMeHTHI MOTYT coJiepkaTh o MeHbuied mepe 10%, o meHbmel mepe 15%, o MeHbIIEH Mepe
20%, no menblIeit Mepe 25%, no menbieit Mepe 30%, mo meHbliuei mepe 35%, mo Menbuieit mepe 40%, o
MeHblIel Mepe 45%, no mensueil Mepe 50%, no mensmei Mepe 55%, o menblei Mepe 60%, Mo MeHbIIeH
Mepe 65%, mo mensmeit Mepe 70%, mo meHsIel Mepe 75%, mo menbmen mepe 80%, mo meHbIeH Mepe 85%,
o MeHsbIneit mepe 90%, mo meHsIIel Mepe 95%, mo Menbmer Mepe 96%, mo MeHbIeit Mmepe 97%, Mo MeHbIIeH
Mepe 98% wnnm mo MeHsbeil Mepe 99% OenkoB, kKoTopbie Ha 95% wm Goslee TOMOJIOTHYHBI TTOCIIEOBATEIFHO-
ctu SEQ ID NO: 12. Hexotopble BapHaHThI peau3aliui N300pETeHHsI OTHOCATCS K IMMYHOTEHHBIM (PparMeH-
TaMm, obmamaromM 96% romonorneil OTHOCHTENTFHO WMMYHOTCHHBIX (PparMeHTOB KOHCEHCYCHBIX OEIKOBBIX
MOCJIC/IOBATENILHOCTEH B JIAaHHOM JIOKyMeHTe. HekoTopble BapumaHTBI peann3alyu H300peTeHHs OTHOCATCS K
MMMYHOTCHHBIM (parMenTam, obiagarommM 97% ToMosorHeil OTHOCHTENBHO MMMYHOTEHHBIX ()pParMeHTOB
KOHCEHCYCHBIX OEJKOBBIX IIOCIIEIOBATEIbHOCTEH B JTAaHHOM JOKyMEHTe. Hekoropble BapuaHTBl pean3anuu
M300peTeHNs OTHOCATCS K IMMYHOTEHHBIM (pparmMeHTam, obiagaronmm 98% roMmosorneii OTHOCUTENBHO HMMY-
HOTEHHBIX ()parMEHTOB KOHCEHCYCHBIX OEJIKOBBIX IOCIIEIOBATENHLHOCTEH B JaHHOM JoKyMeHTe. Hexoropsle
BapUaHThl pealn3aly n300pETeHUsI OTHOCSTCS K IMMYHOTE€HHBIM (pparMenTam, obnazaromum 99% romosnoru-
eii OTHOCHUTEIEHO MMMYHOTCHHBIX (pparMEeHTOB KOHCEHCYCHBIX OCIKOBBIX MOCIEIOBATEIFHOCTEH B TaHHOM [0-
KyMEHTE. B HEKOTOpBIX BapHaHTax pealu3alud H300peTeHHs (parMeHTHl comepKaT JTUACPHYIO IMOCIeI0Ba-
TENBHOCTh, TaKyl0 KakK, HaIpuMmep, JUACpHas IOCISAOBATCILHOCTh UMMYHOTJIOOYINHA, Takasg Kak JIHAepHas
nocienoBatenbHOCTh IgE. B HEKOTOPHIX BapraHTax peann3anny H300peTeHus pparMeHTH He COAepIKaT JHIep-
HYIO TIOCJIEZIOBATEIFHOCTh. B HEKOTOPHIX BapHaHTaX pealn3aluil N300peTeHus (pparMeHTHl HE COAEPIKaT JIH-
JIEpHYIO MOCTIEeIOBATEIBHOCTD, TAKYIO KaK, HAIPUMED, JINAepHas MocienoBaTensHOCTh IgE.

Moryt OBITh IpeAOCTaBICHBl IMMYHOT€HHbIE (DparMeHTHl OEIKOB ¢ aMHHOKHCIIOTHBIMH IOCIIEA0BATEIb-
HOCTSIMH, MJICHTUYHBIMH UMMYHOTE€HHBIM (parmentam nocieposarensHoctu SEQ ID NO: 12. Takue nmmyHo-
reHHbIe (PparMeHTHl MOTYT coJiep kaTh 1o MeHbInei mepe 10%, mo mensiueit mepe 15%, mo Mensiueit mepe 20%,
no MeHsIuel mepe 25%, no mensiel mepe 30%, no menbmeit Mepe 35%, no MeHsieil mepe 40%, Mo MeHbIIEH
Mepe 45%, no mensbiiei mepe 50%, no menblel Mepe 55%, o Menblieit Mepe 60%, Mo MeHbIIeH Mepe 65%,
no MeHsIueit mepe 70%, nmo mensiiel Mepe 75%, no menbmeit Mmepe 80%, mo MeHsbIel Mepe 85%, Mo MeHbIIEH
Mmepe 90%, mo menbmel Mepe 95%, o Merbmeld Mepe 96%, o MeHsmel Mmepe 97%, mo Mmensmeit Mepe 98%
WM 110 MeHbIel Mepe 99% 6enkoB, koTopsie Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%., 98%
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i 99% WAEHTUYHBl aMUHOKHUCIOTHBIM IOCNIEA0BaTeNbHOCTAM, MpuBeaeHHbIM B SEQ ID NO: 12. B Hekoto-
PBIX BapuaHTax peaju3aluy n300peTeHus (parMeHTHl COAEpIKaT JUAEPHYIO MOCIEA0BATEIFHOCTD, TAKyI0 Kak,
HaIpuMep, JHJepHas IMOCIeT0BaTeIbHOCTh MMMYHOTTIOOYTHHA, TaKas KakK JuAepHas mocieaoBarenbHocTs IgE.
B HEKOTOpHIX BapHaHTaX peayn3alliii N300peTeHNs (ParMeHTHI HE COAEPIKaT JTUACPHYIO ITOCIEeI0BATEIHHOCTb.
B HEKOTOpHIX BapHaHTaX peayn3alliyi H300peTeHHsI (ParMeHTHI HE COAEPIKAT TUACPHYIO ITOCIEI0BATEIHHOCTD,
TaKyro Kak, Hanmpumep, JTugepHas nocienoBareabHocTh IgE.

CornacHO U3J0)KEHHOMY B TaHHOM JOKYMEHTE B OTHOIIEHWH COCIWHEHUS CUTHAIBHOTO IENTHAA WIH JIH-
JIEpHOW TIOCIIEAOBATEIFHOCTH ¢ N-KOHIIOM OeJKa, CUTHAIBHBIA MENTHI/IHIEpHAs IOCIeA0BaTeIHLHOCT 3aMe-
maer N-KOHIIEBOH METHOHHMH OelKa, KOTOPBIH KOJUpYETCs CTapTOBBIM KOJIOHOM HYKJICOTHIHOHM ITOCIENO0Ba-
TENILHOCTH, 3aTeM KOJUPYeT Oe0K 0e3 KOAMPYIOIMX CUTHAIBHBIHN MEeTNTH T TTIOCIIeI0BATEIbHOCTEH.

(7) NY-ESO-1.

Bakmiaa 1o HacrosimeMy H300peTeHUIO MOKET COJEPKaTh PAKOBBIM aHTUTEH HBIO-HOPKCKOTO paka IHIe-
Boma-1 (NY-ESO-1; taxke HazpiBaemblit CTAGI), ero ¢parment uim ero Bapuant. NY-ESO-1, xonupyemsrii
reaoM CTAGIB, npencrapnser cobor 180-aMUHOKUCIOTHEIH OEJI0K ¢ TIHIMH-00TraTON N-KOHIIEBOH 00IaCThIO
u cBepxruapodoonoit C-konmeBoi o6macteio. NY-ESO-1 obnamaeT orpaHU4eHHOHN SKCIpPEcCHe B HOPMAaIb-
HBIX TKaHSIX, HO 4acTo BcTpedaercs npu pake. NY-ESO-1 MoxeT 3KcTipeccHpoBaThCs B pa3IMIHBIX BUAAX paka,
B TOM 4HcCIie, 0€3 OTpaHWICHUS UMH, paKke MOYEBOTO ITy3bIps, 000I09YHON W MPSIMON KHUIIKH, IHIIEBOA, JKEITy I~
Ka, TermaToKapIuHOME, PaKe TOJOBHI M IIEH, MEIAHOME, HEMEIKOKIETOYHOM pake JIETKOTO, PaKe SUIHHUKOB,
MOKEITYA0YHOM )Kelle3bl, CHHOBUAJIbHOW KAPIIMHOME U paKe MpeCTaTeIbHOM JKee3bl.

PakoBo-tectukymsapubiii antureH (NY-ESO-1) mMoxer 3kcmpeccHpoBaTbcs B CEMEHHUKAX M SUIHHUKAX.
NY-ESO-1 MOXeT acCOIMUPOBATHECSA C PAa3IMYHBIMHA BUAAMH paka M CIOCOOCH WHAYIHPOBATH T'YMOpPAJbHEIC
UMMYHHBIC OTBeThl. CyOBEKTHI, CTpajalollie OT paka WM OIyXoJiei, MOTYT BBIpabOTaTh MMMYHOT€HHOCTH K
NY-ESO-1. CoorsercrBenHo, NY-ESO-1 moxeT npeacTaBisiTe co00H acCOMMPOBAHHBIN C Pa3INYHBIMH OITy-
XOJISIMH QaHTHTCH.

Antures NY-ESO-1 cniocob6eH WHAYIMPOBATh aHTUICH-cHie(UIeCKuil T-KIICTOYHBIA W/WIH MHTCHCHB-
HBI TYMOpaJIbHBI MMMYHHBIE OTBETHI, TEM CaMBIM HHIYLUPYS WM BBI3BIBas MMMYHHBIN OTBET, KOTOPBIA Ha-
MPaBJICH Ha PaK WM OMyXOJb WM pearupyeT Ha HUX JKCIpeccreil aHTureHa. B HEKOTOPHIX BapHaHTaX pean-
3anru N300peTeHUs] MHAYIIMPOBAHHBIN WM BBI3BAHHBIH IMMYHHBIH OTBET MOXET NPEICTABIATH COOOH KIIETOU-
HbIM, TYMOpaJbHBIN WIM KaK KJIETOYHBIM, TaK U TYMOpaJbHBI MMMYHHBIE OTBEThl. B HEKOTOpBIX BapuaHTax
peanm3anuy W300peTeHUs] MHIYINPOBAaHHBIN WM BBHI3BAHHBIA KICTOYHBIH MMMYHHBIH OTBET MOXET BKIIIOYATh
MHIYKIUIO WK cekpenuro raMmma-uarepdepona (IFN-y) n/umm dakropa Hekposa onyxoner anbda (TNF-o)). B
IPYTUX BapHaHTaX pean3alldil HW300peTeHUs MHIYIIUPOBAHHBIM WM BBI3BAHHBIA MMMYHHBIH OTBET MOJXKET
YMEHBIIATh MJIN WHTHOMPOBATh OIWH WK OoJiee (haKTOPOB CYNPECCHH HMMYHHOTO OTBETa, KOTOPHIE CTHUMYIIH-
PYIOT pa3BUTHE OMYXOJHM WMJIM pakKa, SKCIpPECcCUpysl aHTHI'€H, HanpuMmep, 0e3 orpaHuyeHus] UMH, (GakTopbl, mo-
nasistronue npeseHranuo MHC, GakTopsl, akTHBUPYIOLIHE aHTUTeH-Cenu(pIecKue peryasTopusle T-KiIeTku
(Tregs), PD-L1, FasL, nuroxunsl, Takue kak IL-10 u TFG-f3, accormmpoBaHHbIE C OIMYX0JIbI0 MaKpodarm, acco-
IIUMPOBAHHBIC C OIMYXOJbI0 (hUOpOOIACTHI, pacTBOPUMEBIE (PAaKTOPHI, MPOAYLUPYEMbIE HUMMYHHBIMHU KJIETKaMH-
cynpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 n Monekysibl IMMYHHBIX KOHTPOJIbHBIX TOUYEK, 4TO OoJiee moj-
pOOHO ONMHUCAHO HUXKE.

Antrren NY-ESO-1 Moxer yBenMuuBaTh KIETOYHBIH MMMYHHBIH OTBET y CyOBEKTa, KOTOPOMY BBOIST
aatured NY-ESO-1, 1o ot okoso 50-kpatHoro mo okojo 6000-kpaTHOr0, OT OKOJO 50-KpaTHOTO O OKOJIO
5500-kpatHOTO, OT OKOJIO S50-KpaTHOTO A0 OKOJO S5000-KpaTHOrO OT OKOJO S50-KpaTHOTO MO0 OKOJO 4500-
KpaTHoro, oT okoJio 100-kpaTHOTO 110 OKOJI0 6000-KpaTHOTO, OT 0KOJIO 150-KpaTHOTO MO OKOJIO 6000-KpaTHOTO,
ot okoJyio 200-kpatHoro j0 okojo 6000-kpatHOTO, OT O0KOJIO 250-KpaTtHOrOo M0 6000-KpaTHOTO WM OT OKOJIO
300-kpatHOTO 10 0KO0JI0 6000-KpaTHOTO pa3Mepa Mo CPAaBHEHHUIO C KIIETOYHBIM HMMYHHBIM OTBETOM Y CyOBEKTa,
kotopoMy He BBOzAT aHTureH NY-ESO-1. B HexoTophIX BapuaHTax peanu3anuy u3o0pereHus aHTureH NY-
ESO-1 mMoxeT yBenn4nBaTh KIETOYHBIH HMMYHHBIH OTBET Y CyOBeKTa, KoTopoMmy BBOIsT anTtured NY-ESO-1,
noutu B okono 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 nnmu 6000 pa3 no cpaBHe-
HUIO C KJIETOYHBIM UMMYHHBIM OTBETOM Y CYOBEKTa, KOTOpOMY He BBOAAT aHTUTeH NY-ESO-1.

Anturen NY-ESO-1 moxer yBenmmuuBats ypoBHH ramma-unTepdepona (IFN-y) ¥V cyObekra, koTopomy
BBOZAT aHTHTEeH NY-ESO-1, B 0T 0k0110 50-KkpaTHOTo 50 0KOJIO0 6000-KpaTHOTO, OT 0KOJIO 50-KPaTHOTO IO OKO-
mo 5500-kpaTtHOTO, OT OKOJIO 50-KpaTHOTO 10 OKOJIO S000-KpaTHOTO, OT OKOJNO S0-KpaTHOTO 10 OKOJO 4500-
KpaTHoro, oT okoJio 100-kpaTHOTO 110 OKOJI0 6000-KpaTHOTO, OT 0KOJIO 150-KpaTHOTO MO OKOJIO 6000-KpaTHOTO,
oT okoJyio 200-kpatHoro J0 okojo 6000-kpatHOTO, OT OKOJIO 250-KpaTtHOTO M0 6000-KpaTHOTO WM OT OKOJIO
300-xpaTHOTO 110 OKOJIO 6000-KpaTHOTO pazmepa 1o cpaBHEHHIO ¢ ypoBHsIMHU [FN-y V cyObekTa, KOTOpoMy He
BBOIAT aHTUTeH NY-ESO-1. B HekoTophiX BapmaHTax peanm3anuu nzoOperenus antureH NY-ESO-1 moxer
yBenuuuBath ypoBHH IFN-y V cyObekra, koropomy BBOIAT antured NY-ESO-1, nouru B okoso 50, 100, 150,
200, 250, 300, 350, 400, 450, 500, 550, 600, 650, 700, 750, 800, 850, 900, 950, 1000, 1100, 1200, 1300, 1400,
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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 nnm 6000 pa3 o cpaBaeHHto ¢ ypoBHsAMH [FN-y ¥V cy0On-
€KTa, KOTOpoMy He BBOIAT aHTUreH NY-ESO-1.

AnTturer NY-ESO-1 MoxeT copepKaTh SIUTONHI OEITKOB, KOTOPBIE NENA0T X 0COOCHHO 3¢ ()EKTUBHBIMHU
B Ka4eCTBE NMMYHOTEHOB, Ha KOTOPBIE MOTYT HHIYIIUPOBATHCSI IMMYHHBIE OTBETHI K NY-ESO-1. AnTuren NY-
ESO-1 moxer comepxkaTh MOJTHOPA3MEPHBINA MPOAYKT TPAHCIALNHN, €0 BaPHAHT, €ro GparMeHT WiIN UX KOMOH-
Haruto. Aatured NY-ESO-1 MoxeT comepikaTh KOHCEHCYCHBIN O€II0K.

HyxkneoTnaHyo mociaenoBaTeIbHOCTh, KOAUPYIONIYI0 KOHCeHCYCHBIH aHTureH NY-ESO-1, MoxxHO omTH-
MH3UPOBAaTh B OTHOILIEHUM YaCTOTHI MCMOJB30BaHUS KoJgoHa M cooTBercTByrommux PHK-tpanckpunros. Hyk-
JIEWHOBAasl KHUCIJIOTa, Koaupytomasi KoHceHcycHbIH anTured NY-ESO-1, moxer 061t KogoH- 1 PHK ontummzn-
POBaHHOM JUTSI 3KCTIPECCHU. B HEKOTOPBIX BapHaHTaX pealu3alliyl H300PETCHHS HYKICOTHIHAS TTOCICI0BATEIIh-
HOCTh, KOJUpyromas koHceHcycHbIN antureH NY-ESO-1, moxer conepxathk mocienoBarenbHOocTh Ko3ak (Ha-
npumep, GCC ACC) mns yBenmdenus 3pdexTuBHOCTH TpaHCIAK. HyKkiienHoBast KMCII0Ta, KOJUPYIOIas KOH-
cencycHblit anturen NY-ESO-1, MoxxeT conepikaTh HECKOJIBKO cTomn-KomoHoB (Hanpumep, TGA TGA) s yse-
nrraeHust 3¢ HEeKTUBHOCTH TePMUHAINN TPAHCIISIHH.

HyxknennoBas kucnora, Kogupyromas KoHceHCycHbIH anTureH NY-ESO-1, MoXeT Takyke KOIUpOoBaTh JIn-
JIepHYIO TocneoBarenbHoCcTh HMMYHOTIIOOY IMHA E (IgE). HyknenHoBas kuciioTa, Kogupyromnas KOHCEHCYCHBIH
aatured NY-ESO-1, MOXeT JOMOJHUTENBHO KOJUPOBATh JUACPHYIO MTOCIIeNoBaTeIbHOCTh IgE TakuM oOpaszom,
YTO aMHHOKHCIIOTHAS TOCIIEI0BATEIbHOCTD JHACPHONW MOCIeq0BaTeNbHOCTH IgE CBS3bIBaeTCS C aMHHOKHCIIOT-
HOW TTOCIIeI0BaTeIbHOCThIO KOHCEHCYcHOTO aHTureHa NY-ESO-1 nmentunHo#t cBsa3pro. HykienHoBas kuciora,
Koaupytomasi KoHceHCycHbIl anturen NY-ESO-1, MoxeT Takke colepkaTh HYKICOTHIIHYIO MOCIIEI0BaTelNb-
HOCTB, KOJTUPYIOIIYIO JTHICPHYIO TOCICAOBATeNIbHOCTh IgE. B HEKOTOPHIX BapHaHTaxX peain3alid H300peTCHUS
HYKJIEMHOBAsl KUCJIOTa, KOAUPYIolas KoHceHCcycHbI anTureH NY-ESO-1, He uMeeT miin He COOEep>KUT HYKJIeO-
TUJIHYIO NOCNIEA0BATEIbHOCTD, KOAUPYIOIIYIO JINAEPHYIO OCIeA0BaTeNbHOCTE IgE.

Koncencycnsiit anturer NY-ESO-1 Mosker mpencraBinsiTeh coOOH HYKJICOTHAHYIO IOCIEIOBATEIbHOCTD
SEQ ID NO: 13, koTopas KoAupyeT aMHUHOKUCIOTHYIO nocienoarenbHocth SEQ ID NO: 14. [TocnenoBarens-
HocTh SEQ ID NO: 13 kogupyet koHCeHCYCHBINH O0enok NY-ESO-1, cBs3aHHBIN ¢ JIUASPHOH MOCIIEA0BATEIHLHO-
ctrio IgE. Koncencycusiii 6emok NY-ESO-1 MoxeT ObITh CBsI3aH ¢ JTUACPHON mociienoBareabHocThIO IgE m HA-
METKOH. B apyrux BapuaHTax peaim3ainnuu n300peTeHust KoHCeHCYCHBIH 0etok NY-ESO-1 MokeT He conepkaTh
WK He OBITh CBSI3aHHBIM C JTUAEPHOU mociiefioBarenbHoCThIO IgE n/nmm HA-MeTkoi.

B HEexoTOpHIX BapHaHTax pean3annui H300peTeHns KoHceHCyCHBIH aHnTureH NY-ESO-1 Moxer npemcraB-
JATH COOOH HYKJICOTHIHYIO IMOCIEIOBATEIBHOCTh, 00JMaalonIylo Mo MeHbIned mMepe okono 80%, 81%, 82%,
83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100%
WACHTUYHOCTBIO TIO BCEH JUIMHE HYKJICOTHIHOM MocieaoBaTenbHOCTH, puBeneHHo B SEQ ID NO: 13. B npy-
THX BapHaHTaxX peaju3aluy n3o0pereHust KoHceHcycHblid anTureH NY-ESO-1 mMoxeT npencraBisTe co00H HyK-
JICOTHUAHYIO NOCIIEIOBATENLHOCTD, KOTOPasi KOAUPYET aMUHOKHCIIOTHYIO ITOCIIE0BATEIEHOCTD, 00J1aJafOIIyIO 110
MeHbLIed Mepe okono 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% unu 100% HAESHTUYHOCTHIO MO BCCH IIMHE aMUHOKHUCIOTHOM TOCIIEI0BATEILHOCTH,
npuseaenHoit B SEQ ID NO: 14. Koncencycusorit anturer NY-ESO-1 MoxeT npencTaBisith co60i aMHUHOKHC-
JIOTHYIO TTOCJIEJIOBATEIILHOCTh, 00JIAAIONIYIO IT0 MeHbIIeH Mepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100% HACHTUIHOCTHIO IO BCE
JUTHHE aMUHOKHUCIIOTHOU TocIeioBaTebHOCTH, mpuBeaeHHoi B SEQ ID NO: 14.

Hexotopeie BapuaHTHI peann3anui H300peTeHUsI OTHOCATCS K HYKICOTHIHBIM ITOCIIEIOBATEIBHOCTSAM, KO-
JUPYIOIIUM OEJKH, TOMOJOTHYHBIE KOHCeHcycHOMY Oenky NY-ESO-1, nmMMyHOreHHOMY (parmMeHTy KOHCEH-
cycHoro 6enka NY-ESO-1 1 nMMyHOreHHBIM pparMeHTaM TOMOJIOTHYHBIX OenkoB. Takne MoJeKynbl HyKJIeH-
HOBBIX KHCJIOT, KOTOpbIE KOIUPYIOT MMMYHOT'€HHBIE O€JKH, oOnanaromue 10 95% roMoiorud OTHOCHTEIBHO
KOHCEHCYCHOW MOCIeN0BAaTENBHOCTH, 10 96% rOMONIOTMU OTHOCUTEIBHO KOHCEHCYCHOW MOCIENI0BATENbHOCTH,
10 97% TroMoJIOTUH OTHOCHUTEIBHO KOHCEHCYCHOW MOCIeN0BaTelbHOCTH, A0 98% roMOoIOruM OTHOCHUTENBHO
KOHCEHCYCHOW IOCIIEIOBATENBHOCTU U 10 99%, MOTYT OBITH MPEIOCTaBICHBI. AHAIOTHYHBIM 00pa30M, TaKKe
TIPEIOCTABIIAIOTCS HYKJICOTHAHBIE TOCIEAOBATSIFHOCTH, KOTUPYIOIIHE MMMYHOTCHHBIE (parMeHTHI, IPUBEICH-
HBIC B TaHHOM JIOKYMEHTE, I HMMYHOTCHHbIC (hparMeHThl OENIKOB, KOTOPBIE TOMOJIOTHYHBI OelIKaM, ITPUBEICH-
HBIM B TJaHHOM JTOKyMEHTE.

Hexotopbie BapuaHTHI peann3annuy W300pPETEHUS OTHOCATCA K MOJIEKYJaM HYKJICHHOBBIX KHCIIOT, KOIH-
PYIOIIMM UMMYHOTEHHBIE Oenku, obmamatomue 95% roMoaorueli OTHOCHTENBHO HYKJICHHOBOW KUCIIOTHI, KOJTH-
pYIOIIEH MOCIeI0BATEILHOCTH B JJAHHOM JTOKyMeHTe. HeKoTophle BapHaHTHI peaiu3allid H300pETCHUs OTHO-
CATCS K MOJICKYJIaM HYKJICHHOBBIX KHCJIOT, KOAMPYIOIINM UMMYHOTEHHBIE Oeku, oOnanaromme 96% romMoioru-
eil OTHOCUTEJIbHO HYKJIEMHOBOW KHCIIOTHI, KOJUPYIOWIEH MOCIEA0BATEILHOCTH B JaHHOM JIOKyMeHTe. HekoTo-
phIC BapUAHTHI pealn3aliui N300pEeTECHHUS OTHOCSATCS K MOJICKYJIaM HYKJICHHOBBIX KHCJIOT, KOJUPYIOIIAM UMMY-
HOTCHHBIC OeJKH, oOnanaronme 97% roMoorueif OTHOCUTENFHO HYKJICHHOBOM KHCIOTHI, KOJUPYOMICH TOcie-
JIOBATCIILHOCTH B TAHHOM JTOKyMeHTe. HekoTophie BapHaHTHI peamu3aiii H300peTeHIUsI OTHOCITCS K MOJICKyJIaM
HYKJICMHOBBIX KHCIIOT, KOAWPYIOIINM MMMYHOTCHHBIE Oenku, oOmamaromue 98% romomorneil OTHOCHUTEIHHO
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HYKJICMHOBOM KHUCJIOTBI, KOAUPYIOIIEH MOCIEA0BaTENbHOCTH B JaHHOM AOKyMeHTe. HekoTopele BapuaHThI pea-
JM3ali U300pETeHNsT OTHOCSTCS K MOJIEKYJIaM HYKJICHMHOBBIX KHCIIOT, KOJMPYIOIINM HMMMYHOTEHHBIE OCNKH,
obnamaromue 99% romosornell OTHOCHTEIHHO HYKJIEWHOBOW KHCIIOTHI, KOJUPYIOMICH MOCIeI0BATEILHOCTA B
JAHHOM JIOKYMEHTE. B HEKOTOpBIX BapHaHTaxX pealn3aldl W300PETEHHUs MOJCEKYJbl HYKIEHHOBBIX KHCIOT C
KOJIUPYIOMHUMH TI0CIEJOBAaTEIbHOCTSIMY, ONMHCAHHBIMH B JAaHHOM JOKYMEHTE, KOTOPBIC T'OMOJIOTHYHBI KOJH-
pYyIOIIEH MOoCIeI0BaTENbHOCTH KOHCEHCYCHOTO OelKa, OMMCAaHHOTO B JJAHHOM JOKYMEHTE, BKIIFOUAIOT ITOCIIEI0-
BaTEIbHOCTH, KOJIUPYIONINE JTUACPHYIO MOCienoBaTebHOCTh IgE, CBsA3aHHYIO ¢ 5'-KOHIIOM KOAMPYIOIIEH TO-
CJICIOBATENIFHOCTH, KOJUPYIOUMIEH TOMOJIOTHYHBIE TTOCIEJOBATEIBHOCTH OENKOB, ONUCAHHBIE B JaHHOM JOKY-
MEHTE.

HexoTopble BapuaHTHI peanu3aliy H300pETeHNsT OTHOCSTCS K HYKJICOTHIHBIM IOCIIEI0BATEIHHOCTSIM, KO-
JUPYIOIUM OEJIKM C ONpEeeNICHHBIM IPOLEHTOM HICHTUYHOCTH OTHOCHTENIBHO MOJHOPa3MEPHOTO KOHCEHCYC-
Horo Oenka NY-ESO-1, ummyHoreHHoro ¢parmenra koHceHcycHoro Oemka NY-ESO-1 u MMMyHOTeHHBIX
(parmMeHTOB OENKOB, 00JIANAIOINX HICHTHYHOCTBIO OTHOCHTENIBHO KOHceHcycHoro Oenka NY-ESO-1. Takue
MOJIEKYJIBl HyKJICMHOBBIX KHCJIOT, KOTOpbIe KOJUPYIOT HMMYHOTEHHBIE Oesku, oOnanatomue 10 80% uaeHTHY-
HOCTH OTHOCHTEJIHHO TOJTHOPA3MEPHON KOHCEHCYcHOU mocienoBaTesbHOCTH NY-ESO-1, no 85% waeHTHIHO-
CTH OTHOCHUTENBHO MOTHOPa3MEPHON KOHCEHCYCHOM MOCIE0BATENbHOCTH, 10 90% MICHTHIHOCTH OTHOCHUTEIb-
HO TIOJTHOpa3MepHOIl KoHceHcycHoM mocnenoBaTensHOCTH NY-ESO-1, mo 91% uaeHTHYHOCTH OTHOCHUTEIHHO
MOJTHOPa3MEePHOI KoHCeHCycHOM mocnenoBaTensHOCTH NY-ESO-1, 1o 92% maeHTHYHOCTH OTHOCHUTENFHO TIOJ-
HOpa3MepHOW KOHCEHCycHOH mocnenoBatedbHOCTH NY-ESO-1, 10 93% HOSHTHYHOCTH OTHOCHUTEIBHO ITOJTHO-
pa3MepHOi KOHCeHCYCHOH mocienoBaTensHOCTH NY-ESO-1, no 94% MIeHTHYHOCTH OTHOCHTENBHO MOTHOPAas3-
MepHOU KOoHCeHCcycHOH nmocnenoBarensHocTd NY-ESO-1, 10 95% HMaeHTHYHOCTH OTHOCHUTENBHO HOTHOpPa3Mep-
HOI KOHceHCycHoU nocnenosarensHocTd NY-ESO-1, 1o 96% HIeHTUYHOCTH OTHOCHUTENBHO MOJHOPa3MEpHOU
KOHCeHCycHoM nocnenoBaTenbHOCTH NY-ESO-1, 10 97% uAeHTHYHOCTH OTHOCHUTENBLHO MOTHOPa3MEpPHOH KOH-
ceHcycHoll nocnenoBarensHocTd NY-ESO-1, 10 98% HMAEHTHYHOCTH OTHOCHTENBHO MOTHOPAa3MEPHON KOHCEH-
cycHoi mocnegoBaTenbHOCTH NY-ESO-1 u 10 99% MAEHTHYHOCTH OTHOCHUTENBHO MOIHOPAa3MEPHON KOHCEH-
cycHo# nocienoBaTebHOCTH NY-ESO-1, MOTyT OBITH TIPEIOCTABIICHBI.

AHanorndHeIM 00pa3oM, TaKke MPEAOCTaBIISIOTCA HYKJICOTHIHBIE ITOCIEIOBATEIBHOCTH, KOIMPYIOIIUE
UMMYHOTCHHBIE ()parMEHTBI, IPUBEJICHHBIC B JAHHOM JOKYMEHTE, 1 HIMMYHOTEHHbIE (pparMeHTHI OENKOB C aHa-
JIOTUYHBIM TIPOIICHTOM HICHTUYHOCTH, KaK yKa3aHO BbINIe, OTHOCUTEeNbHO OenkoB NY-ESO-1, ommcaHHBIX B
JAHHOM JIOKYMEHTE.

B HeKOTOpPBIX BapHaHTaxX peaM3alni H300pETCHHSI HYKICOTHAHAS TTOCIEI0BATEIHHOCTh HE CONEPIKUT KO-
JUPYIOLIYIO0 MOCIEA0BATEIbHOCTh, KOTOPAst KOAUPYET JIUAEPHYIO MOCIEN0BATEIbHOCTh. B HEKOTOpBIX BapuaH-
Tax peanu3aliy W300peTeHHs HYKJICOTHHAs IOCIIEAOBATEIHFHOCTh HE COACPKHT KOIMPYIOUIYIO IOCIeNI0Ba-
TEJNBHOCTh, KOTOpast KOAUPYET JUAEPHYIO OoCIeA0BaTeIbHOCT IgE.

HexoTtopeie BapuaHTHI peann3anui W300peTeHUS OTHOCATCS K (hparMeHTaM mnocienosatenbHoctd SEQ ID
NO: 13. ®parMeHTsl MOTYT COCTaBIATh Mo MeHbIIeld Mepe 10%, mo Mensueit mMepe 15%, no MeHsIeill Mepe
20%, no menblieit Mmepe 25%, no menblieit Mepe 30%, mo meHbluei mepe 35%, nmo Menbuieit mepe 40%, o
MeHbIe Mepe 45%, no menpmei Mepe 50%, mo menpme Mepe 55%, o menbmei Mepe 60%, Mo MeHbIIEH
Mmepe 65%, mo mensiieit Mepe 70%, mo meHsIel Mepe 75%, mo menbmen mepe 80%, mo meHbIIeH Mepe 85%,
o MeHsbIeit mepe 90%, mo meHsIIel Mepe 95%, mo Menbmer Mepe 96%, mo MeHbIeit Mmepe 97%, Mo MeHbIIeH
Mepe 98% wmimm mo meHsneit Mepe 99% mocnenosarensHocTd SEQ ID NO: 13. @parmentsr MoryT OBITH 1O
MeHbIIeH Mepe Ha 95%, mo MeHsbIei Mepe Ha 96%, mo MeHbIel Mepe Ha 97%, o MeHbIIeH Mepe Ha 98% wn
1o MeHblIel Mepe Ha 99% romosornunsl pparmenram nocienosarensHoctd SEQ ID NO: 13. dparmenTs! Mo-
ryT OBITh 1T0 MeHbIIeH Mepe Ha 80%, no MeHbIeil Mepe Ha 85%, o MenbpuIel Mepe Ha 90%, 0 MeHbIIeH Mepe
Ha 91%, o MeHbIel Mepe Ha 92%, no MeHsbIel Mepe Ha 93%, mo MeHbIIel Mepe Ha 94%, o MeHbIIel Mepe
Ha 95%, no MeHbIIel Mepe Ha 96%, 10 MeHblIel Mepe Ha 97%, 1o MeHblIel Mepe Ha 98% win Mo MeHbIIeH
Mmepe Ha 99% upeHTHYHBI OTHOCUTENBHO (parmenToB nocinenoBarensHocTH SEQ ID NO: 13. B HexoTopbIx Ba-
pHaHTax peanu3alui M300peTeHUs] (PParMeHTHl COIEPKaT MOCIEN0BaTEIbHOCTH, KOIUPYIOINE JINAEPHYIO I10-
CJICIOBATENIFHOCTD, TAKYIO KaK, HaIPUMEp, JHUCPHAs MOCIECIOBATEIbHOCT UMMYHOIIIOOYIMHA, TAKYIO KaK JIH-
JepHasi ociienoBaresbHOCTh IgE. B HEKOTOPBIX BapHaHTax peann3anuy H300peTeHns: GparMeHThl HE COJEpKaT
KOJUPYIOIINE MOCIEA0BATEILHOCTH, KOTOPBIE KOAUPYIOT JUICPHYIO MTOCIEA0BATENbHOCTh. B HEKOTOPBIX Bapu-
aHTaX peaan3aliy H300peTeHNsT (PParMEHTHI HE COAEPKAT KOAUPYIOLINE MOCIEA0BATENbHOCTH, KOTOPhIE KO-
PYIOT THAEPHYIO MOCIEA0BATENILHOCTD, TAKYIO KaK, HallpHIMep, JINJIepHas OCIe10BaTeNbHOCTh IgE.

Kpome Toro, aMHHOKHCIIOTHAS ITOCIIENOBATEILHOCTh KOHCeHCYycHOTO Oenmka NY-ESO-1 mpexacrasnser co-
6ot SEQ ID NO: 14. AMUHOKHCIOTHAs TIOCJIEIOBATEIEHOCTh KOHCCHCYCHOTO Oenka NY-ESO-1, cBsi3aHHOTO ¢
JMUJIEpHON mocienoBatenbHOCcThI0 IgE, mpencrasmser coboit SEQ ID NO: 14. AMHHOKHCIOTHAs MOCIEIOBa-
TENBHOCTh KOHCeHCycHOro Oeska NY-ESO-1, cBsizaHHOTO ¢ nuaepHOH HocienoBaTenbHOCThI0 IgE, MoXeT OBITh
cBs3aHa ¢ HA-MeTkoi.

HexoTopble BapuaHThl peanu3anny H300peTeHUs] OTHOCATCS K OelKaM, KOTOpbIe TOMOJIOTHYHBI 1TOCIIe0-
BatenpHOCTH SEQ ID NO: 14. HexkoTopble BapuaHThl peaM3anud M300pEeTeHNsT OTHOCSTCS K MIMMYHOT€HHBIM
6emkam, KOTOphle 00Ja1atoT 95% roMoornel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX MOCIIEI0BATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 14. HexoTopble BapHaHThI peaTn3aiii H300peTeHUsT OTHOCATCS K UMMYHOTCHHBIM
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OernkaM, KoTopble 00anaroT 96% romMonorueli OTHOCHTEIFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 14. HekoTopble BapHaHThI peain3aliiii H300peTeHHUsT OTHOCITCS K IMMYHOT€HHBIM
Oemkam, KOTOpble 007a1at0T 97% TroMOIIOTHEH OTHOCHTEIHHO KOHCEHCYCHBIX OCIKOBBIX IOCIIEIOBATEIHHOCTEH,
npuBeneHHbIX B SEQ ID NO: 14. HekoTopble BapHaHThI peaTn3aliii H300peTeHUsT OTHOCATCS K UMMYHOTCHHBIM
6emkam, KoTophle 00anaoT 98% roMoornel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX IMOCIIEI0BATEIHHOCTEH,
npuBeneHHbIX B SEQ ID NO: 14. HekoTopble BapraHThI peaTn3aliii H300peTeHNsT OTHOCATCS K UMMYHOTCHHBIM
6emkam, KoTopble 00JamatoT 99% roMooruel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX IOCIIEI0BATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 14.

HexoTopble BapuaHThI pealli3aluy N300peTeHHst OTHOCATCS K OeslkaM, KOTOpbIe HICHTHYHBI OTHOCHTEIb-
Ho nocnenoBaresnsHOCTH SEQ ID NO: 14. Hekotopsle BapraHThI peanu3aniy H300peTeHHsI OTHOCITCS K UMMY-
HOTEHHBIM 0eJKaM, 001agalonM aMHHOKHCIOTHON TIOCIIeI0BaTeIbHOCThI0, KoTopast Ha 80% HMIeHTHYHA 1MOoJI-
HOpa3MEPHBIM KOHCEHCYCHBIM aMUHOKHCIOTHBIM TOCJIEN0BaTeNbHOCTIM, npuBeneHHbIM B SEQ ID NO: 14. He-
KOTOpBIC BapHaHTHI peau3alnui N300PETeHUs] OTHOCSITCS K MMMYHOTEHHBIM OeikaM, 001a1alonM aMHHOKHC-
JIOTHOM TOCJIEIOBATENLHOCTHIO, KOTOpas Ha 85% HMIEHTHYHA MOJIHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOT-
HBIM ITOCIIeIOBaTeIbHOCTSIM, puBeAeHHBIM B SEQ ID NO: 14. HekoTopsle BapuaHTHI pealn3aiui n300peTeHUs
OTHOCATCS] K UMMYHOTCHHBIM OellkaM, 00J1aJaloIIiM aMIHOKHCIOTHOH ITOCIIeI0BaTeILHOCTRIO, KoTopas Ha 90%
WICHTUYHA MTOJTHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM ITOCIIEI0BATEIHHOCTSIM, TIpuBeAeHHBIM B SEQ
ID NO: 14. HexoTopble BapHaHTHI peaan3aliui H300pETCHHSI OTHOCATCS K IMMYHOTEHHBIM OenkaM, o0anaro-
MM aMHUHOKHCJIOTHON ITOCIIeOBAaTEIHHOCTHIO, KOTOpas Ha 91% HWOeHTHYHA MOTHOpPa3MEPHBIM KOHCEHCYCHBIM
aMUHOKHUCIIOTHBIM TTOCIIeIoBaTenbHOCTIM, puBeaeHHBIM B SEQ ID NO: 14. HekoTopbie BapHaHThI peau3alin
M300peTeHNs OTHOCATCS K MMMYHOTEHHBIM OejiKaM, O0JaJaroliM aMHHOKHCIOTHOH IOCIIEI0BATEILHOCTHIO,
KoTopast Ha 92% HAEHTHYHA MTOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCJIEI0OBATENEHOCTSM, MIPHU-
BeseHHBIM B SEQ ID NO: 14. Hekoropsle BapHaHTHl peaan3aliiii W300pETEHUsI OTHOCATCS K MIMMYHOT€HHBIM
OeinkaMm, 00JIaIal0MUM aMHHOKHCIIOTHOH IOCIIEI0BATEIbHOCTBIO, KOTOpas Ha 93% HAEeHTHYHA IMOJIHOpa3Mep-
HBIM KOHCEHCYCHBIM aMHHOKHUCIIOTHBIM IOcIeN0BaTelnbHOCTAM, npuBeaeHHbIM B SEQ ID NO: 14. Hexoropsie
BapHaHTHl peai3aluyd H300pETCHUS OTHOCITCS K MMMYHOTCHHBIM OeikaM, O0JIaJalolIiM aMHHOKHCIOTHON
MOCJIEIOBATENFHOCTRIO, KOTOpas Ha 94% WIeHTHYHA MOTHOPa3MEpHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM IO-
cienoBaTebHOCTSIM, ipuBeaeHHBIM B SEQ ID NO: 14. HekoTopsie BapraHThI peasin3alid U300pETeHMSI OTHO-
CATCI K MMMYHOTCHHBIM OeikaM, OONamarolIiM aMHHOKHCIOTHOW ITOCIIEOBAaTEIHHOCTHIO, KOoTOopas Ha 95%
WICHTHYHA MTOJTHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM ITOCIIEI0BATEIHHOCTSIM, IpuBeAeHHBIM B SEQ
ID NO: 14. HexoTopble BapHaHThI peaan3aliii H300pETCHHSI OTHOCATCS K IMMYHOTEHHBIM OenkaM, o0anaro-
UM aMHHOKHCJIOTHOH ITOCIIE0BATEILHOCTEIO, KOTOpas Ha 96% WAEHTHYHA [TOJHOPa3MEPHBIM KOHCEHCYCHBIM
aMUHOKHUCIJIOTHBIM MOCeoBaTeabHOCTAM, MpuBeaeHHbIM B SEQ ID NO: 14. HekoTopbie BapHaHThI pealiu3aluu
M300peTeHNs OTHOCATCS K MMMYHOTEHHBIM O€jiKaM, O0JaJaroliM aMHHOKHCIOTHOH IOCIIEI0BATELHOCTBIO,
KoTopast Ha 97% HAEHTHYHA MTOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM ITOCJIEIOBATEIEHOCTSM, MIPHU-
BeseHHBIM B SEQ ID NO: 14. Hekoropsle BapHaHTHl peaan3alliii N300pETEHUsI OTHOCATCS K MMMYHOT€HHBIM
OeinkaMm, 00JIaaOMUM aMHHOKHCIIOTHOH IOCIIEN0BAaTEIbHOCTBIO, KOTOpas Ha 98% WAeHTHYHA IMOJIHOpa3Mep-
HBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM TOCIefoBaTenbHOCTAM, puBeaeHHRIM B SEQ ID NO: 14. Hekotopsie
BapHaHTHl peai3aluyd M300pETCHUS OTHOCITCS K MMMYHOTCHHBIM OeikaM, O0JIaJalomIiM aMHHOKHCIOTHON
MOCJIEIOBATENFHOCTRIO, KOTOpas Ha 99% WIeHTHYHA MOTHOPa3MEpHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM IO-
cieoBaTeIbHOCTSIM, IpuBeaeHHBIM B SEQ ID NO: 14.

B HEKOTOPHIX BapHaHTax peai3aluy H300peTeHns OSIOK He COACPKUT JIUACPHYIO TOCIEe0BATEIFHOCTE.
B HEKOTOpHIX BapHaHTax peaju3aliy N300peTeHust OeNIOK He CONEPIKUT JIMIEPHYIO HocienoBaTeabHocTh IgE.
@®parMeHTHl KOHCEHCYCHBIX OEJIKOB MOTYT cojepkaTh no MeHbmei mepe 10%, mo menemeir mepe 15%, 1o
Menbleil Mepe 20%, no Mensmeil Mepe 25%, no mensmeil Mepe 30%, o mensei Mepe 35%, Mo MeHblIeH
Mmepe 40%, no mensbiei mepe 45%, no menbueit mepe 50%, mo MeHblIet Mepe 55%, no MeHsbIel Mepe 60%,
o MeHblel mepe 65%, no menbieit Mmepe 70%, mo Mensleit mepe 75%, no MeHsbIe Mepe 80%, Mo MeHbILEH
Mepe 85%, no mensbiei Mmepe 90%, no menbueit mepe 95%, o MeHplIel Mepe 96%, o MeHbIeH Mepe 97%,
mo MeHbIel Mepe 98% wnu mo meHseir Mepe 99% KoHceHCcycHOTO Oenka. MIMMyHOTeHHBIE (parMeHTHI MO-
caenoBatenbHOCTH SEQ ID NO: 14 MoryT ObITh TpemocTaBiieHbl. IMMyHOTE€HHBIE ()parMeHTBI MOTYT COJIEp-
KaTb 1o MeHbmer mepe 10%, mo menbpmeir mepe 15%, mo menbmer mepe 20%, mo mMeHbinel mepe 25%, 1o
Mmenbmei Mmepe 30%, no menpmei Mepe 35%, no menpmei Mepe 40%, o menbmei Mepe 45%, Mo MeHbIIEH
Mmepe 50%, mo mensmeit Mepe 55%, no mensmmel mepe 60%, mo Menbmel Mepe 65%, mo meHbei Mepe 70%,
o MeHsbIneit mepe 75%, mo mensmel mepe 80%, mo MeHbmer Mepe 85%, mo MeHsbIeit Mmepe 90%, Mo MeHbIIeH
Mepe 95%, o Mmenblieil Mmepe 96%, o MeHble Mepe 97%, no menbielt Mepe 98% wiM Mo MeHbIIEH Mepe
99% mnocnenoBatenbHoctd SEQ ID NO: 14. B HeKOTOpHIX BapuaHTax pealn3aluyd M300peTeHus: GparMeHTh
CoJIeprKaT JIMJEPHYIO IOCIIE0BATENHLHOCTh, TAKYI0 KaK, HalpUMep, JIMAEPHAs MOCIIeI0BATEILHOCTh HMMYHOT -
n00ynuHa, Takasl Kak JIMAepHas rocienoBatenasHocTh IgE. B HeKoTOphIX BapmaHTax peanu3aunny U300peTeHuUs
(parMeHTHI He colepiKaT JIUACPHYIO MOCIIEN0BATEILHOCTE. B HEKOTOPBIX BapHaHTax peaslM3alnuy N300peTeHUs
(parMeHTHI HE copepKaT JHICPHYIO MOCIEeN0BAaTEIbHOCTh, TAKyI0 KaK, HAlpUMep, JHUICpHAs MOCIIEI0BATEIb-
HocTh IgE.

HNmmyHOTeHHBIE (hparMeHTH OENKOB ¢ aMHHOKUCIOTHBIMU ITOCIIEIOBATEIHHOCTAMHU, TOMOJIOTHYHBIMU UM-
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MYHOTeHHBIM (hparmeHTam nocienosarensHoctd SEQ ID NO: 14, moryt ObITh peiocTaBiieHsl. Takne UMMyHO-
reHHble (PparMeHThl MOTYT coJiepykaTh 1o MeHbIneit mepe 10%, mo mensieit mepe 15%, o Mensiueit mepe 20%,
o MeHsbIeit mepe 25%, mo mensmel mepe 30%, mo Menbme Mepe 35%, mo MenbIeit mepe 40%, Mo MeHbIIEH
Mmepe 45%, o mensmeit Mepe 50%, mo meHsIel Mepe 55%, mo menbmen mepe 60%, mo MeHbIIeH Mepe 65%,
o MeHbIneit mepe 70%, mo meHsIel Mepe 75%, mo Menbmei Mmepe 80%, mo MeHbIeit Mmepe 85%, Mo MeHbIIeH
Mmepe 90%, mo menbmel Mepe 95%, o Menbmeld Mepe 96%, mo MeHsmel Mepe 97%, mo mensieit Mmepe 98%
WK TI0 MeHbIIei Mepe 99% OenkoB, koTopsie Ha 95% wim Gosee ToMoIOrHYHEI ocneaoBarenbHocTH SEQ 1D
NO: 14. HekoTopsle BapuaHTBl peali3aliid H300peTEeHUs OTHOCATCS K MMMYHOTEHHBIM (parMeHTaMm, oOJia-
naronmM 96% romonorueil OTHOCHTEIHPHO HMMYHOTCHHBIX (PparMEeHTOB KOHCEHCYCHBIX OEJIKOBBIX ITOCIIEI0Ba-
TENBHOCTEH B JAaHHOM JIOKyMeHTe. HekoTopble BapHaHTHI pean3allii U300pETEeHHUs OTHOCSTCS K MMMYHOT€H-
HBIM (parmenTam, oOnamaromuM 97% romMonorueii OTHOCUTENILHO UMMYHOTCHHBIX (PparMeHTOB KOHCEHCYCHBIX
0EJIKOBBIX IOCIIEI0BATEIBHOCTEN B JAaHHOM JOKyMeHTe. HekoTopsle BapHaHThI peann3anny H300peTeHns: OTHO-
cATCS K MIMMYHOTEHHBIM (parmMenram, obiagarommM 98% romosnoruell OTHOCHTEIBHO MMMYHOTEHHBIX (par-
MEHTOB KOHCEHCYCHBIX OEJIKOBBIX ITOCJIEJOBATEIbHOCTEH B JaHHOM JOKyMeHTe. HexoTopsle BapuaHTHI peanu-
3aru N300pETEHUs] OTHOCATCS K MMMYHOT€HHBIM (pparmMeHTaMm, obmanaromuM 99% romonorneii OTHOCHTENBEHO
MMMYHOTCHHBIX ()parMEHTOB KOHCEHCYCHBIX OEIKOBBIX ITOCIIEIOBATEIHHOCTEH B JAHHOM JOKyMeHTe. B HexoTo-
PBIX BapHaHTaX pealn3aluy M300peTeHHs (ParMeHTHl COASpKAT JUACPHYIO MMOCIeN0BATEIbHOCTD, TAKYIO Kak,
HaNpuMep, JHUepHas MOCIeI0BaTeIbHOCTh MMMYHOTTIOOYTHHA, TaKas KakK JuAepHas mocienoBarenbHocTs IgE.
B HEKoTOpHIX BapHaHTaX peayn3alliiy N300peTeHNs (ParMEeHTHI HE COAEPIKaT JTUACPHYIO ITOCIEI0BATEIHHOCTb.
B HEKOTOpHIX BapHaHTaX peayn3alliy H300peTeHHsI (ParMEeHTHI HE COAEPIKAT TUACPHYIO ITOCIEI0BATEIHHOCTD,
TaKylo Kak, HalpuMep, JTUAepHas mocienoBaTeabHocTh IgE.

HNmmyHOTeHHBIE (hparMeHTHI OEJTKOB ¢ aMHHOKHCIIOTHBIMH T10CIIEI0BATEIBHOCTSIMH, UIICHTUYHBIMH HMMY-
HOTeHHBIM (hparmeHTam nocienosatenbHocT SEQ ID NO: 14, moryt ObITh mpenocTaBieHsl. Takue UMMYyHO-
reHHble (PparMeHThl MOTYT coJiep kaTh 1o MeHbInei mepe 10%, mo mensieit mepe 15%, mo mensiueit mepe 20%,
no MeHsIei mepe 25%, no mensielt mepe 30%, no menbmei Mepe 35%, mo Mensbieil mepe 40%, Mo MeHbIIEH
Mmepe 45%, o mensmeit Mepe 50%, mo meHsIel Mmepe 55%, mo menbmel mepe 60%, mo MeHbIIeH Mepe 65%,
o MeHsbIeit mepe 70%, mo meHsIel Mepe 75%, mo Mmenbmei Mmepe 80%, mo MeHbIeit Mmepe 85%, Mo MeHbIIeH
Mmepe 90%, mo menbmel Mepe 95%, o Menbmeld Mepe 96%, mo MeHsmel Mmepe 97%, mo mensmeit Mepe 98%
WM TI0 MeHbIel Mepe 99% OenkoB, koTopsie Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%., 98%
i 99% MIeHTHYHBI aMHHOKHCIOTHBIM IMOCTEN0BaTeNbHOCTIM, TpuBeaeHHBIM B SEQ ID NO: 14. B Hekoro-
PBIX BapHaHTaX pealn3aluy M300peTeHus (ParMeHTHl COASpKAT JUACPHYIO MMOCIEeN0BATEIBHOCTD, TAKYIO Kak,
HarpuMmep, JUAEpHas MOCIeA0BaTeNbHOCTh IMMYHOTIJIOOYIIMHA, Takash Kak JIMAepHas nocienoBaresibHOCTh IgE.
B HekoTOpBIX BapHaHTax peann3alyu n300peTeHus GparMeHThl He COJepKaT JIHICPHYIO MOCIIET0BATENILHOCTS.
B HeKkoTOpBIX BapuaHTax peann3anyu n300peTeHus (parMeHThl He colepkKaT JIUICPHYIO MOCIIEI0BATENLHOCTS,
TaKylo KakK, HalpuMmep, JTUJAepHas mocienoBaTeasHocTh IgE.

CornacHo U3JI0)KEHHOMY B JIAaHHOM JIOKYMEHTE B OTHOIICHHU COEAMHEHUS CUTHAJIBHOTO MENTH/A WU JIU-
JIEpHOM TOCIeI0BaTeNbHOCTH ¢ N-KOHIIOM OeJiKa, CUTHAJIBHBIA MENTHA/IHICpHas M0CIe0BaTeNbHOCT 3aMe-
maer N-KOHIIEBOM METHOHWH Oellka, KOTOPBIM KOIUPYETCS CTAapTOBBIM KOJIOHOM HYKJICOTHIHOH MOCIenoBa-
TENBHOCTH, 3aT€M KOJUPYeT OeJI0K 6e3 KOAMPYIONNX CUTHAIBHBIN IMEeNTH T IOCIe0BATEIIEHOCTEH.

(8) NY-ESO-2.

Baknuna no HacrosmeMy H300pETSHIIO MOXKET COAEP)KaTh PaKOBBIH aHTUTEH HBIO-HOPKCKOTO paka MHIIe-
Boga-2 (NY-ESO-2; takxe Ha3pIBaeMblii pakoBo/TecTHKYIsApHBIN anTureH 2, ESO2 u LAGEL), ero ¢parment
wn ero BapuaHT. NY-ESO-2 npencraBisier co00i ayTOMMMYHOTE€HHBIH OITyXOJIEBBI aHTUTeH, KOTOPBIH MpH-
HajuiexxuT Kk cemerictBy ESO/LAGE pakoBo-tecTukyssipHbix anTureHoB. NY-ESO-2 MoxkeT skcnpeccupoBaThes
B pa3NMYHBIX BHIAX Paka, B TOM YHCJIE MEJIAHOME, pake MOJIOYHOM jKele3bl, pake MOYEBOTO ITy3BIpS M pake
IpeJCcTaTeNbHON XKeNe3bl U, KaK IMpaBUIo, dKCIIpeccupyercsa B TkaHu ceMeHHUKoB. Kpome Toro, NY-ESO-2 mo-
keT HaOmromaThes B 25-50% 00pa3ioB omyxoJieil MeTaHOM, HEMEIKOKICTOYHBIX KapIHHOM JIETKOTO, paka Mo-
YEeBOrO My3bIPsl, NPEACTaTEIbHOM Kee3bl, a TAKXKe paka ToyIoBsl U men. I'en, kogupyromuii NY-ESO-2, Taxxke
COJZIEPKHT ANBTEPHATHBHYIO OTKPBITYIO paMKy CUHTHIBaHHUSA, KOTOpas Koaupyet Oemok nox HasBanneM CAMEL,
OITyXOJICBBI aHTUTEH, PAaCIIO3HABAEMBII METaHOMA-CIIeNN(PUISCKIMHU IUTOTOKCHYECKIMH T-rMporuramu.

IMomo6H0 NY-ESO-1, NY-ESO-2 MOXeT dKCIIpeccHpoBaThCs B CeMEHHUKaxX U smdHukax. NY-ESO-2 tak-
K€ MOKET aCCOLMHPOBATHCS C PA3NUYHBIMU BHIAMH Paka U HIMMYHOTEHHOCTBIO ¥ CYOBEKTOB, CTPAJarOIIuX OT
paka wiu omyxoJieli. CooTBeTcTBeHHO, NY-ESO-2 MOXET mpencTaBisiTh coOO0H acCONMMUPOBAHHBIN C pas3iind-
HBIMHU OIIYXOJISIMH aHTHTEH.

Antures NY-ESO-2 cioco6eH WHAYIMPOBATh aHTUTCH-CIICH(UIeCKUil T-KIICTOYHBIA W/WIH MHTCHCHB-
HBIIl TYMOpaJIbHBIII HMMYHHBIE OTBETHI, TEM CAMBIM MHAYLHPYS WIN BBI3bIBas HMMYHHBIA OTBET, KOTOPBIH Ha-
IpaBJICH Ha paK WM OMYyXOJb WJIN pearupyeT Ha HUX SKCIPECCHEeH aHTHreHa. B HEKOTOpPHIX BapHaHTax peaiu-
3alUK U300peTeHNs] MHTYLIUPOBAHHBIH MM BBI3BAHHBIH UMMYHHBIN OTBET MOJKET MPECTaBISATh COOOH KIIeTOU-
HBII, TyMOpaJbHBIA WM KaK KJIETOYHBIH, TaK W I'yMOpPaJIbHBIH MMMYHHBIC OTBETHl. B HEKOTOPBIX BapHaHTaX
peanuzanuy W300peTeHUs] MHAYINPOBAHHBIN MM BBI3BAHHBIM KICTOYHBI MMMYHHBIH OTBET MOXET BKIIOYATh
MHIYKIUIO WIN cekpeuuro raMmma-uarepdepona (IFN-y) n/umm dakropa Hekposa onyxoner anbda (TNF-o)). B
JIPYTUX BapHaHTaX pean3aliil W300peTeHUs] MHAYIIMPOBAHHBIM WM BBI3BAHHBIA MMMYHHBIH OTBET MOJXKET
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YMEHbIIATh WM MHIMOMPOBAaTh OAWH WK Oosee (aKTOpPOB CYNPEecCHMH MMMYHHOTO OTBETAa, KOTOPBIE CTHMYJIH-
PYIOT pa3BUTHE OMYXOJM WMJIM pakKa, 3KCIPECcCUpysl aHTHI'€H, HapuMep, 0e3 orpaHuyeHus] UMH, (GakTopbl, Mmo-
nmasistrortue npeseHtanuio MHC, ¢akTopsl, akTHBHPYIOIINE aHTHICH-CIIENIN(UIECKHE PeryasITopHble T-KIeTKu
(Tregs), PD-L1, FasL, uutoxunsl, Takue kak IL-10 u TFG-f, acconmmupoBaHHEIE ¢ OMYXOJIbEO Makpodaru, acco-
IIUAPOBAHHBIE C OMYXOJbI0 (UOPOOIACTHI, PAaCTBOPHMEIE (DaKTOPHI, IPOAYIHPYEMBbIE HMMYHHBIMH KIJIETKaMH-
cymnpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 u MoJieKyJTbI UMMYHHBIX KOHTPOJIbHBIX TOUYEK, UTO OoJiee Mmoj-
pOOHO OMUCAHO HUXKE.

AnTurer NY-ESO-2 MOXeT yBeJMYMBaATh KIIETOUYHBIH UMMYHHBIH OTBET Y CYOBEKTa, KOTOPOMY BBOJIST
aatured NY-ESO-2, mo ot okoso 50-kpatHoro mo okojo 6000-kpaTHOr0, OT OKOJO 50-KpaTHOTO O OKOJIO
5500-kpaTtHoro, ot okojo 50-kpaTHoro a0 okojo 5000-kpaTHoro, oT okojio 50-kpaTHoro a0 okojo 4500-
KpaTHOro, oT okosio 100-kpaTHOro o okoino 6000-kpaTHOro, OT OK0sO 150-KpaTHOro A0 0KON0 6000-KpaTHOrO,
oT okoso 200-kpatHoro 1o oxono 6000-kpaTHOro, 0T 0koy0 250-kpaTtHOro 10 6000-KpaTHOTO WM OT OKOJIO
300-xpaTHOTO 10 0KOJI0 6000-KpaTHOTO pa3Mepa 110 CPABHEHHMIO C KJICTOUYHBIM HMMYHHBIM OTBETOM Y CyOBEKTa,
KoTopoMy He BBOAT aHTureH NY-ESO-2. B HeKoTOpBIX BapHaHTax peanu3anuy u3oOpereHus aHTureH NY-
ESO-2 MoxeT yBenn4nBaTh KIETOYHBIH HMMMYHHBIH OTBET Y CyOBeKTa, KoTopoMy BBOIsAT anTureH NY-ESO-2,
moutH B okoxo 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 nmm 6000 pa3 mo cpaBHe-
HUIO C KJIETOYHBIM UMMYHHBIM OTBETOM Y CYOBEKTa, KOTOPOMY He BBOAAT aHTUTeH NY-ESO-2.

Anturen NY-ESO-2 moxer yBenmnuuBats ypoBHH ramma-uHTepdepona (IFN-y) ¥V cyObekra, koTopomy
BBOIAT aHTUTeH NY-ESO-2, mo ot okomo 50-kpatHoro mo oxoso 6000-kpaTHOTO, OT OKOJIO 50-KpaTHOTO JIO
okoJio 5500-kpaTtHOTO, 0T 0KO0JI0 50-KpaTHOTO 110 O0KOJ0 S000-KpaTHOTO, OT 0KOJIO S0-KpaTHOTO 70 0KOJIO 4500-
KpaTHoro, oT okosio 100-kpaTHOro a0 okozno 6000-kpaTHOrO, OT OKOJIO 150-KpaTHOro A0 0KOJ0 6000-KpaTHOrO,
oT okoso 200-kpatHoro 1o oxono 6000-kpaTHOro, 0T 0K0JI0 250-kpaTtHOro 10 6000-KpaTHOTO WM OT OKOJIO
300-kpatHOTO 10 OKOJIO 6000-KpaTHOTO pa3Mepa Mo cpaBHEHHUIO ¢ ypoBHAMH IFN-y ¥V cyObekTa, KOTOpoMy He
BBOIAT aHTHreH NY-ESO-2. B HekoTOphIX BapuaHTax peanuzanuu n3odpereHus antureH NY-ESO-2 moxer
yBennunBath ypoBHHU IFN-y ¥V cy06nekra, koropomy BBomAT antureH NY-ESO-2, moutu B okoio 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 nnm 6000 pa3 o cpaBaeHHto ¢ ypoBHsIMH [FN-y ¥V cy0On-
€KTa, KOTOpoMy He BBOAAT aHTUreH NY-ESO-2.

AnTturer NY-ESO-2 MoxkeT copepKaTh SIMUTONBI OEITKOB, KOTOPBIE ENA0T X 0COOCHHO 3¢ ()EKTUBHBIMU
B Ka4eCTBE NMMYHOTEHOB, Ha KOTOPBIE MOTYT HHIYIIHPOBATHCSI IMMYHHBIE OTBETHI K NY-ESO-2. AnTuren NY-
ESO-2 moxer coaepxkaTh MOJTHOPA3MEPHBINA MPOAYKT TPAHCIIALNHN, €0 BAPHAHT, €ro GparMeHT WiIN UX KOMOH-
Haruto. Aatured NY-ESO-2 MoxeT comepikaTh KOHCEHCYCHBIN O€I0K.

HyxkneoTnaHyo mociaenoBaTeIbHOCTh, KOJAUPYIONIYI0 KOHCeHCYCHBIH aHTureH NY-ESO-2, MoxxHO omTH-
MH3UPOBATh B OTHOILIEHUM YaCTOThI MCMOJB30BaHUS KoJgoHa M cooTBercTByrommx PHK-tpanckpunros. Hyk-
JIEWHOBAas KHUCJIOTa, KOIUpytomasi KoHceHCycHbIH anTured NY-ESO-2, moxer ObITh KogoH- 1 PHK ontummzn-
POBaHHOM JUIsl SKCTIpecCcHr. B HEKOTOPBIX BapHaHTaX pean3alliii H300peTeHUs] HyKICOTHIHAs TT0CIIeI0BaTENb-
HOCTB, KOJUpYyomas koHceHCycHbIN antureH NY-ESO-2, Moxer conepxath mocienoBarenbHOCTh Ko3ak (Ha-
npumep, GCC ACC) mns yBenmdenus 3G dexTHBHOCTH TpaHCIAK. HyKkiienHoBast KMCII0Ta, KOJUPYIOIas KOH-
cencycHblil anturen NY-ESO-2, MoxkeT conepkaTh HECKOJIBKO cTOMN-KoAoHOB (Hanpumep, TGA TGA) s yse-
nrraeHust 3¢ GEeKTUBHOCTH TEPMUHAINN TPAHCIISIHH.

HyxknennoBas kuciora, Kogupyromas KoHceHCyCcHbIH anTureH NY-ESO-2, MoXeT Takke KOIUpOBaTh JIM-
JIepHYI0 TTocneoBarenbHoCcTh MMMYHOTIIOOY IMHA E (IgE). HyknenHoBas kuciioTa, Kogupyromnias KOHCEHCYCHBIH
aatured NY-ESO-2, MOXeT AOMOJHUTENBHO KOJUPOBATh JTUACPHYIO MOCHIeNoBaTeIbHOCTh IgE TakuM oOpaszom,
YTO aMHHOKHCIIOTHAS TIOCIIEI0BATEIbHOCTD JHACPHON MOciIeqoBaTenbHOCTH IgE CBS3bIBaeTCS C aMHHOKHCIIOT-
HOM TTOCIIeI0BATEIbHOCThIO KOHCEHCYCcHOTO aHTureHa NY-ESO-2 nmentunHo#t cBsa3pro. HykienHoBas KucioTa,
Koaupytomiasi KoHceHCycHbI anTturen NY-ESO-2, MoxeT Takke colepkKaTh HYKIECOTHIIHYIO MOCIIEN0BaTElNb-
HOCTb, KOJUPYIOLIYIO JIMAEPHYIO MocieaoBaTenbHoCTh IgE. B HeKOTOPHIX BapHaHTax pealn3alyuy N300peTeHus
HYKJIEMHOBAsl KUCJIOTa, KOAUPYIolas KoHCeHCycHbI anTureH NY-ESO-2, He uMeeT Wi He COIEeP>KUT HYKJIeO-
THUITHYIO TT0CJIEI0BATEIbHOCTD, KOIUPYIONIYIO JTHACPHYIO MocIea0BaTenbHOCTh IgE.

Koncencycnsiit anturer NY-ESO-2 Moxer mpencraBisiTh coO00OH HYKJICOTHAHYIO IOCIEIOBATEIbHOCTD
SEQ ID NO: 15, koTopas konupyeT aMHIHOKUCIOTHYIO nocneaoBaTenbHocTs SEQ ID NO: 16.

IMocnenoarensHOCcTh SEQ ID NO: 1 koampyeT koHceHCYCHBIH 0emok NY-ESO-2, cBs3aHHBIN C JIHAEPHON
nocienoBarenbHOCTHIO IgE.

Koncencycneiit 6emoxk NY-ESO-2 MoxeT ObITh CBSI3aH ¢ JUAEpHON mMmocneaoBarenbHocThIO IgE 1 HA-
METKOH. B apyrux BapuaHTax pealm3ainy n300peTeHus: KOHCEHCYCHBIH 0etok NY-ESO-2 MokeT He conepkaTh
WM He OBITh CBSI3aHHBIM C JTUAEPHOU mociiefoBarenbHOCThIO IgE n/nmm HA-MeTkoi.
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B HekoTOpHIX BapuaHTax peanu3alun u300peTeHus KoHceHcycHbIl anTured NY-ESO-2 moxeT npencras-
JATh COOOW HYKJICOTHIHYIO IMOCICIOBATEIBHOCTh, 00JMANAONIYI0 0 MeHbIIed Mepe okoio 80%, 81%, 82%,
83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmmu 100%
WACHTHYHOCTBIO TI0 BCEH UTMHE HYKJICOTHIHOW Tocea0BaTenbHOCTH, puBeneHHor B SEQ ID NO: 15. B npy-
TUX BapHaHTaX peaju3alui n300peTeHus KoHCeHCYCHBIH anTureH NY-ESO-2 MoxeT mpeactaBisaTh coO00i HyK-
JICOTHIHYIO MTOCTIEIOBATEIBHOCTD, KOTOPAsk KOOUPYET aMHHOKHCIOTHYIO ITOCIIEI0BATEIHHOCTD, 00JIIaf0MTyI0 IO
MeHbIe mepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% unu 100% HAESHTUYHOCTHIO MO BCCH IIMHE aMUHOKHUCIOTHOM TOCIIEI0BATEILHOCTH,
npusenenHoid B SEQ ID NO: 16. Koncencycusiii anturen NY-ESO-2 moxer npencraBisiTh co00ii aMHUHOKHC-
JIOTHYIO TOCIICIOBATEIBHOCTD, 00IaIar0IIyI0 0 MeHbIel Mepe okono 80%, 81%, 82%, 83%, 84%, 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100% HaEeHTUYIHOCTBIO 1O BCEHl
JUTMHE aMUHOKHUCIIOTHOU MociieoBaTenbHoCTH, npuBeaeHHoi B SEQ ID NO: 16.

HexoTophie BapuaHThI peann3alui H300pETCHUsI OTHOCATCS K HYKICOTHIHBIM ITOCICIOBATEIBHOCTSM, KO-
JUPYIOIIMM OEJKH, TOMOJOTHYHBIE KOHCeHCycHOMY Oenky NY-ESO-2, nMMyHOreHHOMY (parMeHTy KOHCEH-
cycHoro 6enmka NY-ESO-2 1 UMMyHOT€HHBIM ()parMeHTaM TOMOJIOTHYHBIX OelkoB. Takue MOJIEKyIbl HyKIIeH-
HOBBIX KHCJIOT, KOTOPBIE KOAMPYIOT HUMMYHOTEHHBIe Oenku, obmamaromue 10 95% roMoJorud OTHOCHUTEIHHO
KOHCEHCYCHOW TOCTIEIOBATENBHOCTH, 10 96% TOMOIOTHH OTHOCHTEIHFHO KOHCEHCYCHOW ITOCIIeOBATEIHHOCTH,
0 97% TroMOJOTHH OTHOCHTEIHLHO KOHCEHCYCHOW ITOCIIeNOBATeLHOCTH, M0 98% TrOMOJIOTHH OTHOCHTEIHHO
KOHCEHCYCHOW ITOCTIEIOBATENBHOCTU U 10 99%, MOTYT OBITH IpenoCTaBIeHBl. AHAIOTHYHBIM 00pa3oM, TaKke
MIPEIOCTABIIAIOTCS HYKJICOTHAHBIE TOCIEAOBATCIFHOCTH, KOTUPYIOIIHE MMMYHOTCHHBIE (parMeHTHI, IPUBEICH-
HBIC B JAHHOM JTOKYMECHTE, 1 UMMYHOTCHHBIC (DparMeHTHl OCIKOB, KOTOPBIC TOMOJIOTUYHBI OEITKaM, IIPUBEICH-
HBIM B JAHHOM JIOKYMCHTE.

Hekotopbie BapuaHTHI peann3anud U300pPETCHUS OTHOCATCS K MOJIEKYJaM HYKICHHOBBIX KHCIIOT, KOJU-
PYIOIIUM UMMYHOTCHHBIC OeKH, oOnanaronue 95% roMoiorueii OTHOCUTEIFHO HYKIGHHOBOHM KHCIIOTHI, KOJIU-
pYIOIIEH MOCIeI0BATEILHOCTH B JJaHHOM JOKyMeHTe. HeKkoTophle BapHaHTHI peaiu3allid H300pETCHUs OTHO-
CATCS K MOJIEKYJIaM HYKJIEMHOBBIX KHCIIOT, KOAUPYIOIINM HMMYyHOTEHHBIe Oenku, obnanatomue 96% romoioru-
ell OTHOCUTEJIbHO HYKJIEMHOBOM KHCJIOTHI, KOJUPYIOIIEH MOCIIEeI0BaTeIbHOCTH B IaHHOM J0KyMeHTte. HekoTo-
pBIe BapHaHTHI pean3alii H300PETeHNs OTHOCITCA K MOJIEKYJIaM HyKJICHHOBBIX KHCIIOT, KOIUPYIONIM HMMY-
HOTEHHBIE OeJKH, oOmanarontie 97% roMosornef OTHOCHTENFHO HYKJICHHOBOH KHCIIOTHI, KOJUPYIOUIEH mocie-
JIOBAaTEIIHOCTH B TAHHOM JTOKyMeHTe. HekoTophie BapHaHTHI peanu3aiy H300peTeHISI OTHOCITCS K MOJICKyJIaM
HYKJICMHOBBIX KHCIIOT, KOAWPYIOIIMM MMMYHOTCHHBIE Oenku, oOmamaromue 98% romomorneil OTHOCHUTEIHHO
HYKJICHHOBOW KHCJIOTHI, KOJUPYIOIIECH TOCICAOBATCIFHOCTH B JaHHOM JOKyMeHTe. HekoToprie BapuaHTHI pea-
JU3aIMA U300PETCHUST OTHOCITCS K MOJICKYJIaM HYKJICHHOBBIX KHCIIOT, KOJUPYIOIUM UMMYHOTCHHBIC OCJIKH,
obmanarormue 99% TOMONOTHEH OTHOCHTEIBHO HYKIICHMHOBOM KHCIIOTHI, KOAUPYIOMICH MOCIICAOBATCIFHOCTH B
JAHHOM JTIOKYMCHTE. B HEKOTOpBIX BapHaHTaX pealiu3allid W300pPETCHHsS] MOJICKYIBI HYKJICHHOBBIX KHCIOT C
KOJUPYIOIIMMHU TOCICIOBATEIEHOCTSMH, OMUCAHHBIMA B JAHHOM JOKYMEHTE, KOTOPBIE TOMOJIOTHYHBI KOIH-
pyIOIIei MoCIe0BaTeIFHOCTH KOHCEHCYCHOTO Oellka, OMMMCAaHHOTO B JJAHHOM JIOKYMEHTE, BKIIIOUAIOT MOCIIE/I0-
BaTEIHbHOCTH, KOJIUPYIONIHE JTUACPHYIO MOCienoBaTeNbHOCTh IgE, CBsA3aHHYIO ¢ 5'-KOHIIOM KOAMPYIOIIEH TO-
CIIEZIOBATENIFHOCTH, KOAWUPYIOMIEH TOMOJOTHYHEIC IMOCIICIOBATEIHHOCTH OENKOB, OMHCAHHBIC B JTAHHOM JIOKY-
MEHTE.

HexoTtopbie BapuaHTHI peann3anii H300peTeHUsI OTHOCATCS K HYKICOTHIHBIM ITOCIIEIOBATEIHHOCTSAM, KO-
JUPYIOIUM O€JKH C ONpeAENICHHBIM MPOLEHTOM HIASHTHYHOCTH OTHOCHTEIHHO TOJHOPAa3MEPHOTO KOHCEHCYC-
Horo Oenka NY-ESO-2, ummyHoreHHoro ¢parmenra koHceHCycHoro Oemka NY-ESO-2 n MMMyHOTeHHBIX
(parmMeHTOB OENKOB, 00JIAAIOINX HICHTHYHOCTBIO OTHOCHTENIBHO KOHceHcycHoro Oenka NY-ESO-2. Takue
MOJICKYJIBl HYKJICHHOBBIX KHCJIOT, KOTOPBIC KOJAUPYIOT HMMYHOTCHHBIC Oenku, obnanaromue 10 80% uaeHTHY-
HOCTH OTHOCHUTEJBHO TMOJHOPAa3MEPHON KOHCeHcycHoM mocienoBaTenbHocT NY-ESO-2, 1o 85% uaeHTH4HO-
CTH OTHOCHUTEJIEHO MOJHOPa3MEPHOH KOHCEHCYCHOM IOCIIE0BAaTENbHOCTH, 10 90% HICHTHYHOCTH OTHOCHTEIb-
HO MOJIHOpa3MepHOI KoHceHCycHOHM mocnenoBaTebHOCTH NY-ESO-2, 1o 91% HIEHTUYHOCTH OTHOCUTEIBHO
MOJTHOPa3MEPHOI KoHCeHCycHOM nocienoBaTensHOCTH NY-ESO-2, no 92% MaeHTHYHOCTH OTHOCHUTENFHO TIOJ-
HOpa3MepHOW KOHCEHCycHOU mocnenoBatedbHOCTH NY-ESO-2, 10 93% HOCHTHYHOCTH OTHOCHUTEIBHO ITOJTHO-
pa3MepHOi KOHCeHCYCHOH mocienoBaTensHOCTH NY-ESO-2, no 94% MIeHTHYHOCTH OTHOCHTENBHO MOTHOPAas3-
MEpHOM KOHCEHCYCHOH mocinenoarenbHOcTd NY-ESO-2, 10 95% HOEHTHYHOCTH OTHOCHTENBHO TOJTHOpPa3Mep-
HOW KOHCeHCycHOU mocnenoBarenbHOCTH NY-ESO-2, 1o 96% HIeHTHIHOCTH OTHOCHTENBHO MTOJTHOPa3MEepHON
KoHceHCycHoU mocnenoBaTensHOCTH NY-ESO-2, 10 97% MAeHTHIHOCTH OTHOCHTENFHO TOJTHOPAa3MEpPHOH KOH-
ceHcycHoll nocnenoBarenbHocTd NY-ESO-2, 10 98% HMAEHTHYHOCTH OTHOCHTENBHO MOTHOPAa3MEPHON KOHCEH-
cycHoi mocnegoBaTenbHOCTH NY-ESO-2 u 10 99% MAEHTHYHOCTH OTHOCHUTENBHO MOTHOPAa3MEPHON KOHCEH-
cycHoit nocnenoBaresbHOCTH NY-ESO-2, MOTyT OBITH IPEJOCTABIICHBI.

AHaNOTUYHBEIM 00pa30M, TAKXe MPEIOCTABISIOTCS HYKICOTHIHBIC MOCIICIOBATCIFHOCTH, KOIUPYIOIIUE
UMMYHOT'CHHBIC ()parMeHTHI, IPUBCACHHBIC B TAHHOM JOKYMCHTE, © HMMYHOTCHHBIC (pparMeHTHI OEIKOB C aHa-
JIOTHYHBIM TIPOLICHTOM HJCHTUYHOCTH, KaK YKa3aHO BBIIIC, OTHOCHUTENBHO OeinkoB NY-ESO-2, onmcaHHBIX B
JAaHHOM JTOKYMEHTE.

B HEKOTOPHIX BapHaHTaX peayu3alii N300peTeHNs HYKJICOTHIHAS TIOCIEI0BATEIEHOCTh HE COIEPKHT KO-
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JUPYIOIIYIO MTOCIIEA0BATEIFHOCTD, KOTOPas KOMUPYET JUIEPHYIO TOCIeI0BaTeIbHOCTh. B HEKOTOPBIX BapuaH-
Tax peaNu3aldy W300peTEeHHs HYKJICOTHIHAs IOCIEA0BATEIHFHOCTh HE COACPXKHT KOIMPYIOUIYIO IOCIeNI0Ba-
TEJNBHOCTB, KOTOPasi KOAUPYET JUAEPHYIO ITocieaoBaTeIbHOCTh IgE.

HekoTopblie BapHaHTHI pean3anuy N300peTeHHsI OTHOCATCS K pparmentam mnocienoBaTenbHocTH SEQ 1D
NO: 15. ®parMeHTs MOTYT COCTaBIATH 1Mo MeHbIIeld Mepe 10%, mo mensineit mMepe 15%, mo meHbIIei Mepe
20%, mo MeHsbIe mepe 25%, mo MeHbmei mepe 30%, mo menbmeir Mepe 35%, mo menbuiel mepe 40%, mo
MeHbIe Mepe 45%, no menpmei Mepe 50%, mo menbme Mepe 55%, o menbmei Mepe 60%, Mo MeHbIIEH
Mepe 65%, o mensmeit mepe 70%, mo meHsIel Mmepe 75%, mo menbmen mepe 80%, mo meHbIeH Mepe 85%,
no menblei mepe 90%, no menbleit Mmepe 95%, o MeHblIet Mmepe 96%, Mo MeHbIIeH Mepe 97%, Mo MeHbILeH
Mepe 98% wim mo MeHbineit Mepe 99% mocnemoarensHocTH SEQ ID NO: 15. dparMeHTH MOTyT OBITH 1O
MeHblIel Mepe Ha 95%, mo MeHsbIel Mepe Ha 96%, o MeHsbIIel Mepe Ha 97%, no MeHbLIed Mepe Ha 98% wn
1o MeHblIel Mepe Ha 99% romosornunsl pparmenram nocienosarensHoctd SEQ ID NO: 15. dparmenTs! Mo-
ryT OBITh 1O MeHbIIeH Mepe Ha 80%, no MeHbIeil Mepe Ha 85%, o MenbIIel Mepe Ha 90%, 0 MeHbIIeH Mepe
Ha 91%, o MeHb1el Mepe Ha 92%, no MeHsbIel Mepe Ha 93%, mo MeHbIIel Mepe Ha 94%, o MeHbIIel Mepe
Ha 95%, mo MeHsIIel Mepe Ha 96%, o MeHbIIel Mepe Ha 97%, o MeHbIel Mepe Ha 98% wim o MeHbIIeH
Mepe Ha 99% HOeHTHYHBI OTHOCUTENRHO (pparmenToB mocienosarensHocTd SEQ ID NO: 15. B HekoTophIX Ba-
pHaHTaxX peanu3aliyd H300peTeHusT (HparMeHThl COAepKaT MOCIEN0BATENIFHOCTH, KOOUPYIONINE JIHACPHYIO I10-
CIIeZIOBAaTENIFHOCTD, TAKYIO KaK, HAPUMEp, JHIEPHAs MOCIEA0BATEIFHOCTh HMMYHOTIIOOYIINHA, TaAKYIO KaK JIH-
nepHas ocienoBatensHOCTh IgE. B HEKOTOPBIX BapmaHTax peann3aniy H300peTeHns (parMeHTsl He CoepKat
KOJWPYIOIINE TTOCIIEA0BATEIFHOCTH, KOTOPhIe KOTUPYIOT JTHACPHYIO MOCIE0BATEIFHOCTE. B HEKOTOPHIX BapH-
aHTaX peajn3aliy U300peTeHnsT HparMeHThl He COEpKAT KOAUPYIOUIHE MOCIEI0BaTEIbHOCTH, KOTOPhIe KO/IU-
PYIOT JIMJEPHYIO ITOCIIE0BATEIbHOCTD, TAKYIO KaK, HAPUMED, JIMIEpHas MOCIea0BaTeNbHOCTh IgE.

Kpome Toro, aMHHOKHUCIIOTHAS TTOCIIE0BATEILHOCTh KOHCEHCYcHOTO Oenka NY-ESO-2 npezncrasisier co-
6ot SEQ ID NO: 16. AMUHOKHCIOTHAs TIOCJIEIOBATEIEHOCTh KOHCCHCYCHOTO Oenka NY-ESO-2, cBsi3aHHOTO ¢
JMHUJIEpHON mocienoBarenbHocThi0 IgE, mpencrasmser coboit SEQ ID NO: 16. AMHHOKHCIOTHAS MOCIEIOBa-
TeIHHOCTh KOHCEHCYCcHOTO Oenka NY-ESO-2, cBsi3aHHOTO ¢ THUASpHON MociaenoBaTelbHOCTRIO IgE, MoxkeT OBITh
cBa3aHa ¢ HA-meTkoil.

Hexotopbie BapraHTHI peann3anny M300pEeTeHUS OTHOCATCSA K OellkaM, KOTOPBIe TOMOJIOTHYHEI ITOCIIE0-
BarenpbHOCTH SEQ ID NO: 16. HekoTopbie BapHaHThI pean3aliy H300PETEHHUS OTHOCATCS K UMMYHOTCHHBIM
Oemkam, KOTOphle 00Ja1atoT 95% roMooruel OTHOCHTEIHHO KOHCEHCYCHBIX OCIKOBBIX IOCIIEI0BATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 16. HexoTopble BapraHThI pean3aiii H300peTeHNsT OTHOCATCS K UMMYHOTCHHBIM
OeinkaM, KoTopble 00anaroT 96% romMonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 16. HekoTopblie BapHaHTHI peain3aliiii H300peTeHHUsT OTHOCITCS K IMMYHOT€HHBIM
OeinkaM, KoTopble 00manaroT 97% romMonorueli OTHOCHTEIFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 16. HekoTopblie BapHaHThI peain3aliiii H300pETEHHUsT OTHOCSTCS K IMMYHOT€HHBIM
OeinkaM, KoTopsle 00nanaroT 98% romonorueli OTHOCHTENFHO KOHCEHCYCHBIX OCIIKOBBIX MOCIIEI0BATEILHOCTEH,
npuseneHHbIX B SEQ ID NO: 16. HekoTopblie BapHaHTHI peain3aliiii H300pETEeHHUsT OTHOCITCS K IMMYHOT€HHBIM
6emkam, KoTophle 00anatoT 99% roMooruel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX MOCIIEIOBATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 16.

Hexotopbie BapuaHThI peaan3anui H300pETEHUS OTHOCATCA K OeKaM, KOTOPBIE HIACHTUYHBI OTHOCHUTEIh-
Ho mocnenoBatenbHOCTH SEQ ID NO: 16. HexoTopsle BapuaHThI peann3aiii H300peTeHUs] OTHOCATCS K UMMY-
HOTEHHBIM OeJkaM, 00JIaJaroMM aMHHOKHCIIOTHON TOCJIEIOBATEILHOCTRIO, KoTopas Ha 80% WAeHTHYIHA ITOJI-
HOpa3MEPHBIM KOHCEHCYCHBIM aMUHOKHCIOTHBIM TOCJIEN0BaTeNbHOCTIM, npuBeneHHbIM B SEQ ID NO: 16. He-
KOTOpBIC BapHaHTHI peasu3alnui N300PETeHUs] OTHOCSTCS K MMMYHOTE€HHBIM OeikaM, 001a1alomnM aMHHOKHC-
JIOTHOM TOCJIEIOBATENLHOCTHIO, KOTOpast Ha 85% HMIEHTUYHA MOJHOpPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOT-
HBIM I0CJe0BaTeNbHOCTSIM, puBeaeHHBIM B SEQ ID NO: 16. HekoTopsie BapraHThI peain3aliyi H300peTeHHs
OTHOCSITCS] K IMMYHOT€HHBIM OeitkaM, 00J1alaloliiM aMHHOKHCIIOTHO! TIOCIIeI0BAaTEIbHOCTRIO0, KoTopas Ha 90%
WJICHTUYHA TTOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCIIE0BATEILHOCTSM, MpuBeeHHBIM B SEQ
ID NO: 16. HexoTopble BapHaHTHI peaan3aliii H300pETeHHsSI OTHOCATCS K IMMYHOTEHHBIM OenkaM, o0anaro-
IIIMM aMHUHOKHCJIOTHON ITOCIIeIOBAaTEIHHOCTHIO, KOTOpas Ha 91% HWOeHTHYHA MOIHOpPa3MEpPHBIM KOHCEHCYCHBIM
aMUHOKHUCIIOTHBIM TTOCIIeIoBaTenbHOCTIM, puBeaeHHBIM B SEQ ID NO: 16. HekoTopbie BapHaHThI peau3anin
n300peTeHNsT OTHOCATCS K MMMYHOTCHHBIM OellkaM, OOJIaJafolliM aMHUHOKHCIOTHON IMOCJIEI0BATEIbHOCTHIO,
KoTopas Ha 92% WACHTHYHA MOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCIIEIOBATEIBHOCTSM, MPH-
BegeHHBIM B SEQ ID NO: 16. HekoTopble BapHaHTHI pealu3alliid HW300peTEeHUsI OTHOCATCS K UMMYHOTCHHBIM
OenkaM, 00IaalOMUM aMHHOKHCIIOTHOH IOCIIEN0BAaTEIbHOCTBIO, KOTOpas Ha 93% WAEeHTHYHA IMOJIHOpa3Mep-
HBIM KOHCEHCYCHBIM aMHHOKHUCIIOTHBIM IMOCIEN0BaTeNbHOCTAM, NpuBeaeHHbIM B SEQ ID NO: 16. Hexoropsie
BapUaHTBl pealn3alid W300pETEeHHs] OTHOCATCS K UMMYHOTCHHBIM OeikaM, 00JiafaloluM aMHUHOKHCIOTHOM
MIOCJIC/IOBATENILHOCTBIO, KOTOpast Ha 94% HMISHTHYHA MOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHUHOKHCIOTHBIM MO-
cieioBarenbHOCTSIM, ipuBeaeHHBIM B SEQ ID NO: 16. Hexotopsle BapraHThI peann3anuy n300peTeHus! OTHO-
CATCS K MMMYHOTEHHBIM OellkaM, 00JaJaloliM aMHHOKHCIOTHOM TOCIIeN0BaTeNbHOCTRIO, KoTopas Ha 95%
WICHTUYHA MTOJTHOPa3MEePHBIM KOHCEHCYCHBIM aMHUHOKHCIOTHBIM ITOCIIEI0BATEIHOCTSIM, IpUBeAeHHBIM B SEQ
ID NO: 16. HexoTopsle BapHaHTHI pean3aliiid H300pETCHHSI OTHOCATCS K IMMYHOTEHHBIM OelkaM, o0anaro-

-43 -



045958

UM aMHHOKHCJIOTHOH ITOCIIE0BATEILHOCTEI0, KOTOpas Ha 96% WAEHTHYHA [TOJHOPa3MEPHBIM KOHCEHCYCHBIM
aMUHOKHUCIJIOTHBIM MOCIeoBaTeNbHOCTAM, MpuBeAeHHbIM B SEQ ID NO: 16. HekoTopsie BapuaHThI pealiu3aluu
n300peTeHNsT OTHOCATCS K MMMYHOTCHHBIM OellkaM, OOJIaJafoliM aMHUHOKHCIOTHON MOCJEI0BATEIbHOCTRIO,
KoTopas Ha 97% WACHTHYHA MOJHOPAa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCIIEIOBATEIBHOCTSAM, MPH-
BegeHHBIM B SEQ ID NO: 16. HexoTopble BapHaHTHI pealu3alliid HW300peTEeHUsI OTHOCATCS K UMMYHOTECHHBIM
Oemkam, 00JTagarOIINM aMHUHOKHCIOTHOHM ITOCIIeIOBATEIHHOCTRIO, KOTOpas Ha 98% HaeHTHYHA TOIHOpa3Mep-
HBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM TOCIefoBaTenbHOCTAM, puBeaeHHRIM B SEQ ID NO: 16. Hexotopsie
BapHaHTHl peai3alid M300pETCHUS OTHOCITCS K MMMYHOTCHHBIM OeiKkaM, OO0JIaJafolliM aMHHOKHCIOTHON
MIOCJIC/IOBATENILHOCTBIO, KOTOpast Ha 99% HMIEHTHYHA MOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM MO-
cienoBaTeNbHOCTSIM, puBeaeHHbIM B SEQ ID NO: 16.

B HexoTOpBIX BapHaHTax peann3anuy U300peTeHus OesOK He CONEPKHT JIUIACPHYIO MOCIEI0BATEIHLHOCTS.
B HEKOTOpHIX BapHaHTax peajn3aliy N300peTeHust OeOK He CONEPIKUT JIMIEPHYIO TocienoBaTeabHocTh IgE.
®parMeHTHl KOHCEHCYCHBIX OEJIKOB MOTYT cojepkaTh mo MeHbmei mepe 10%, mo menpmelr mepe 15%, 1o
Menbleil Mepe 20%, no mensmeil Mepe 25%, no mensmeil Mepe 30%, o mensei Mepe 35%, Mo MeHblIeH
mepe 40%, o mensmeit Mmepe 45%, no mensmelt mepe 50%, mo Menbmel Mepe 55%, mo meHsbei Mepe 60%,
1o MeHsInei mepe 65%, mo mensmel mepe 70%, mo MeHbIIeH Mepe 75%, mo MeHbIeit Mmepe 80%, Mo MEeHbIIEH
Mmepe 85%, mo mensmeit mepe 90%, mo meHsIel Mepe 95%, mo mMenbmel Mepe 96%, mo MeHsbIeH Mepe 97%,
mo MeHsbIei Mepe 98% wnu mo MeHse Mepe 99% KoHceHcycHOTO Oenka. MIMMyHOTeHHBIE (parMeHTHI MO-
caenoBatenbHOCTH SEQ ID NO: 16 MoryT ObITh TpemocTaBiieHbl. IMMyHOT€HHBIE ()parMeHTBI MOTYT COJIEp-
KaTb 1o MeHber mepe 10%, mo menbpmeir mepe 15%, mo menbmer mepe 20%, mo MeHbinel mMepe 25%, 1o
Menbeil Mepe 30%, no mensmeit Mepe 35%, no mensmeil Mepe 40%, o menblei Mepe 45%, Mo MeHbIIEH
Mmepe 50%, no mensbiei mepe 55%, no menbueit mepe 60%, Mo MeHblIe Mepe 65%, o Menbiei mMepe 70%,
1o MeHsIueil mepe 75%, no mensiel Mepe 80%, no meHbLel Mepe 85%, mo MeHsbIell mepe 90%, Mo MeHbIIeH
Mepe 95%, o MmenblIeil Mmepe 96%, o MeHblIe Mepe 97%, no mensbiel Mepe 98% wiM Mo MeHbIIEH Mepe
99% mnocnenoBatenbHoctd SEQ ID NO: 16. B HekoTOphIX BapmaHTax pealn3anuy H300peTeHus: GparMeHThI
collepXKaT JUACPHYIO MOCIEeN0BATEIFHOCT, TAKYI0 KaK, HaIpAMep, JTUAEPHAs MOCIeI0BaTeIHbHOCTh HMMYHOT-
no0yJrHa, Takas Kak JHIepHas MocieqoBaTensHOCTh IgE. B HEKOTOPBIX BapHaHTaxX peajn3alud M300peTeHHS
(hparMeHTHI He coAepKaT JMACPHYIO ITOCIIeA0BATEIFHOCTh. B HEKOTOPHIX BapHaHTax pean3alui H300peTeHus
(hparMeHTHI HE cozepkaT JHUIACPHYIO IOCIEAOBATEIHLHOCTh, TaKyI0 KakK, HallpUMep, JHAEPHAs MOCIIEeI0BATEb-
HocTh IgE.

HNmmyHOTeHHBIE ()parMEeHTH OEIKOB ¢ aMHHOKUCIOTHBIMU ITOCIIEIOBATEIHHOCTAMH, TOMOJIOTHYHBIMU UM-
MYHOTeHHBIM (hparmMeHTam nocienoBarensHocTd SEQ ID NO: 16, Moryt ObITh ipeiocTaBiieHsl. Takne UMMyHO-
TeHHbIe (PparMeHTHl MOTYT CoJiep kaTh 1o MeHbIneit mepe 10%, mo mensiueit mepe 15%, o mensiueit mepe 20%,
no MeHsInei mepe 25%, no mensiiel mepe 30%, no mensmei Mepe 35%, mo Mensiueil mepe 40%, Mo MeHbIIEH
Mepe 45%, no mensbiiei mepe 50%, no menblelt Mmepe 55%, mo Menblieil Mepe 60%, Mo MeHbIIeH Mepe 65%,
no MeHsIueit mepe 70%, nmo mensiiel Mepe 75%, no mensmeit Mepe 80%, mo MeHsbIel Mepe 85%, Mo MeHbIIeH
Mepe 90%, no menbiueit mepe 95%, no mensluel Mmepe 96%, o MeHsblei Mepe 97%, no menblueit mepe 98%
WK TI0 MeHbIIei Mepe 99% OenkoB, koTopsie Ha 95% wiu Gosee ToMoJIOTHYHEI ocneaoBarenbHocTH SEQ 1D
NO: 16. HexoTopsle BapuaHTBl peaM3alid H300peTEeHUs OTHOCATCS K MMMYHOTEHHBIM (parMeHTam, o0Jia-
nJaromuM 96% roMoIIoTHel OTHOCUTENEHO HMMYHOTEHHBIX (PparMeHTOB KOHCEHCYCHBIX OCIKOBBIX IMOCIIEIOBA-
TENBHOCTEH B TaHHOM JOKyMeHTe. HekoTopble BapHaHTH peaan3alnuid N300pEeTeHUS OTHOCITCS K HMMYHOTCH-
HBIM (pparmenTam, obragaromuM 97% roMosoruei OTHOCHTETFHO HMMYHOTEHHBIX (pparMeHTOB KOHCEHCYCHBIX
0EJIKOBBIX IOCIIEI0BATEIBHOCTEN B JAHHOM JOKyMeHTe. HekoTopble BapraHThI peann3anny H300peTeHns: OTHO-
CATCS K MIMMYHOTEHHBIM (parmMenram, obiagarommM 98% romosnoruell OTHOCHTEIBHO MMMYHOTEHHBIX (par-
MEHTOB KOHCEHCYCHBIX OEJIKOBBIX ITOCJEIOBATEIbHOCTEH B JaHHOM JOKyMeHTe. HexkoTopsle BapuaHTHI peann-
3alUK U300pEeTeHNs] OTHOCATCS K MMMYHOT€HHBIM (parMeHTaM, obnanaromuM 99% romMosorueii OTHOCUTEIBHO
MMMYHOTCHHBIX (JparMEeHTOB KOHCEHCYCHBIX OEJIKOBBIX MOCIIEIOBATENILHOCTEH B TaHHOM JIOKyMeHTe. B HekoTo-
PBIX BapuaHTax peaju3aluy n300peTeHust (parMeHTHl COAepIKaT JHUAEPHYIO MOCIEA0BATEIFHOCT, TAKyl0 Kak,
HanpuMep, JHUepHas MOCIeI0BaTeIbHOCTh MMMYHOTTIOOYTHHA, TaKas Kak JIuAepHas mociaeaoBarenbHocTs IgE.
B HEKOTOpHIX BapHaHTaX pean3aliiy N300peTeHHsI (ParMeHTHl He COAEPIKAT TUACPHYIO ITOCIEI0BATEIHLHOCTD
B HexoTOpHIX BapHaHTaX peam3aliii H300peTeHus (parMeHTsl He CoAepKaT JTHACPHYIO ITOCIET0BaTEIHLHOCTD,
TaKyro Kak, Hampumep, JTuaepHas nocieaoBareabHOCcTh IgE.

HNmmyHoTeHHBIE (hparMeHTHl OETKOB ¢ aMHHOKHCIOTHBIMU TIOCIIEAOBATEIFHOCTIMH, UICHTHYHBIMI OTHO-
CHUTEJIbHO MMMYHOTEHHBIX (parmMeHToB mocienaoBarenbHoct SEQ ID NO: 16, Moryt OBITh MpeaoCTaBIICHbI.
Takue MMMyHOTeHHBIE (PparMEeHTHI MOTYT colepikaTh 1o MeHbmiel mepe 10%, mo mensmei mepe 15%, mo
Menbleil Mepe 20%, no Mensmeil Mepe 25%, no mensmeil Mepe 30%, o mensuei Mepe 35%, Mo MeHblIeH
Mmepe 40%, no mensbiei mepe 45%, no menbueit mepe 50%, mo MeHblIel Mepe 55%, no MeHsbIel Mepe 60%,
1o MeHblel mepe 65%, no menbieit mepe 70%, mo MenbIeit mepe 75%, o MeHsbIel Mepe 80%, Mo MeHbILEH
Mepe 85%, no mensbiei mepe 90%, no menbuieit Mmepe 95%, nmo MeHplIel Mepe 96%, o MeHbIeH Mepe 97%,
mo MeHbIned mepe 98% wnu mo MeHeliel Mepe 99% OenkoB, koTopeie Ha 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wnmu 99% MASHTUIHBI AMUHOKHUCIOTHBIM TOCIIEA0BATEIHHOCTSIM, TPUBEACHHBIM B
SEQ ID NO: 16. B HEeKoTOpBhIX BapHaHTax peaqn3aliii H300peTeHuss GparMeHThl COMEPIKAT JIUASPHYIO TIoCTe-
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JIOBaTEIbHOCTD, TaKyl0 Kak, HalpHMep, JINAEPHas MOCIeI0BaTeIbHOCTh NMMYHOTIIOOYIIMHA, Takash Kak JIHJep-
Has nocnenoBatenbHOCcTh IgE. B HekoTophIx BapmaHTax peann3aluy M300peTeHust GparMeHTH HE COJEpKaT
JHUIEPHYIO MOCIIECIOBATEIFHOCTE. B HEKOTOPBIX BapHaHTaX pealn3alié W300peTeHus (pparMeHTsl HE ComepKaT
JUIEPHYIO TTOCIIEI0BATEIHHOCTD, TAKYIO KaK, HAIPAMED, JHAepHAas mociea0BaTeasHoCTh IgE.

CornacHo U3J0)KEHHOMY B TaHHOM JOKYMEHTE B OTHOIIEHWHM COCIWHEHUS CUTHAIBHOTO MENTHAA WIH JIH-
JIEpHOU TIOCIIEAOBATEIFHOCTH ¢ N-KOHIIOM OeJKa, CUTHAIBHBIA MENTHI/IHISpHAs MOCIeA0BaTeIHLHOCT 3aMe-
maer N-KOHIIEBOM METHOHWH Oellka, KOTOPBIM KOIUPYETCS CTApTOBBIM KOJIOHOM HYKJICOTHIHOH MOCIeaoBa-
TENBHOCTH, 3aT€M KOJUPYeT OeJI0K 6e3 KOAMPYIONNX CUTHAIBHBIN IMEeNTH T IOCIEe0BATEIIEHOCTEH.

(9) PRAME.

Bakmina o HacrosimeMy n300peTeHUI0 MOKET coaepskarh pakoBblid antured PRAME, ero ¢parment uinm
ero Bapuant. PRAME, xonupyemsiii reHom PRAME, npencrasiser coboii Oenok, coctosmuit n3 509 amuno-
KHUCIIOT, U DKCIIPECCHPYETCsS B CEMEHHMKaX, IUIALlCHTE, PHIOMETPHH, SIMYHHMKAX, HAAIIOYEYHHKaX M B TKaHIX,
MOJYYCHHBIX M3 MEJIaHOMBI, KapLHHOM JIETKUX, II0YeK, rojoBel 1 men. PRAME Taxke skcrpeccupyercst B ocT-
PBIX JIeHK03aX y B3pPOCHBIX U JETeH, a Takke BO MHOXKeCTBEeHHOM Muenome. PRAME coaep Ut IMMyHOTEHHBIH
HOHAITCTITH/I, CIIOCOOHBIH BBI3BIBATH IIMTOTOKCUICCKUH OTBET, Korma npe3eHTupyetcst HLA-A24. VccnenoBanus
MOKa3bIBaIOT, yTo cBepxakcinpeccusi PRAME B KynbTUBHpYEMBIX KJIETKaX MHAYLHMPYET Kacla3a-He3aBUCHUMYIO
rubenb KIeTOK, OTBETCTBEHHYIO 3a 0oJiee HM3KYIO CKOPOCTh mpoiudepammu. [pyrue ucciegoBaHus MOKa3bIBa-
10T, 4T0 cBepxdkcnpeccusi PRAME Ttakke obecrieunBaeT MperMYyIIecTBa POCTa MM BBDKUBAEMOCTH MTOCPEACT-
BOM IMPOTUBOJACHUCTBUS CHUTHAIM3AIMH pelenTopa peTuHoeBoi KUCIoThl (RAR), n mpuuuHHO MpUHUMAaET yda-
CTHE B OHKOTEHHOM mporecce. MaTephepernms curnanuzanud RAR npuBoIUT K TIOTEpe PETYIUPOBAHHS TIPO-
madeparyu, 1uddepeHIPOBKY U pa3BUTHS KIICTOK.

PRAME wmoxer uMeTh NpoMIb 3KCIPECCHH TeHa, MOJOOHBIH PaKOBO-TECTUKYJSIPHBIM aHTHI'CHAM
MAGE, BAGE u GAGE, 10 ectb 3kcnpeccun B ceMeHHuKax. Tem He menee, PRAME moxer skcnpeccupoBaTh-
Ccs1 B MeJNaHOMax U OCTpBIX JieHko3ax uenoBeka. PRAME Moxer pacno3HaBaTbCsi LUTOJUTHUYECKUMHU T-
TUMQpOLUTAMH.

CootBerctBeHHO, PRAME MOXeT nmpeacTaBisiTh co00H acCONMMPOBAHHBIN ¢ METAHOMOH U JIHKO3aMH aH-
THUTEH.

Anturer PRAME crniocobeH MHAyIMpoBaTh aHTUTeH-CIIenuIecKuil T-KIeTOYHBIA W/MIIM WHTCHCUBHBIN
TYMOpaJIbHBIA IMMYHHBIE OTBETHI, TEM CaMBIM MHIYIHPYS WIN BBI3BIBas IMMYHHBIH OTBET, KOTOPHIN HAIrpaB-
JIeH Ha pakK WU OIyXOJIb WJIM pearrpyeT Ha HUX DKCIpeccrueil aHTUIeHa. B HEKOTOPHIX BapHaHTaX pearu3alliy
M300peTeHUs] WHIYIMPOBAHHBIA WJIM BBI3BAHHBI MMMYHHBIH OTBET MOXKET MPEICTaBIATh COOOW KIETOUHBIH,
TYMOPAJIbHBIN WM KaK KJICTOUHBIH, TaK ¥ TYMOPaJbHBIH MIMMYHHBIE OTBETHI. B HEKOTOPHIX BapHaHTaxX peansa-
MM U300pEeTEeHNs WHIYLIUPOBAHHBIM MM BBI3BAaHHBIM KJIETOYHBIH MMMYHHBIH OTBET MOXET BKJIIOYATh MHIYK-
U0 WU cekpeturio raMmma-uaTepdepona (IFN-y) w/unmm dakropa Hekposa onmyxodeit anbda (TNF-a). B qpyrux
BapuaHTax peajn3alliy M300peTeHNs] MHAYINPOBAHHBIN WIIN BBI3BAHHBIH HMMYHHBIH OTBET MOKET YMEHBIIATH
WM MHTUOMPOBATh ONMH WM Oosiee (pakTOpoB Cynpeccud MMMYHHOTO OTBETa, KOTOPHIE CTUMYJIHPYIOT pa3Bu-
THE OIYXOJM WJIM paka, 3KCIPECCHPYsl aHTHIeH, HAlpUMep, 0e3 OrpaHuueHHs] UMH, (aKTOpPbI, IMONABIISIOIINE
npeserranuio MHC, dakropsl, akTuBHpYyoImue aHTHreH-crienuduueckue perynstopusie T-ketku (Tregs), PD-
L1, FasL, nmutokunsl, Takue kak [L-10 u TFG-f, accormupoBaHHEIEC ¢ OMMyXOJbI0 MaKpoQaru, aCCOUHUPOBAHHBIC
C omyxouspio (pUOpoOIaCThI, pacTBOPUMBIE (DaKTOPHI, MPOIYLHPYEMble IMMYHHBIMH KJIETKaMH-CYIIPECCOpPaMH,
CTLA-4, PD-1, MDSC, MCP-1 u MoseKkyasl HMMYHHBIX KOHTPOJBHBIX TOUYEK, YTO 0oJiee TOAPOOHO OTHCAHO
HIDKE.

Anturer PRAME MokeT yBeTMUWBaTH KICTOYHBI UMMYHHBIH OTBET y CyOBEKTa, KOTOPOMY BBOJST aH-
tureHd PRAME, 1o ot okono 50-kpatHoro mo okosio 6000-kpaTHOTO, OT OKOJIO S0-KpaTHOTO 10 OKOJIO 5500-
KpaTHOTo, OT 0KoJio 50-kpaTHOTO 110 0K0JI0 S000-KpaTHOTO, OT 0KOJIO S0-KpaTHOTO 10 0KO0JI0 4500-KpaTHOTO, OT
okono 100-kpatHoro no oxono 6000-kpatHOro, oT okono 150-kpaTHOoro no oxomno 6000-kpaTHOro, OT OKOJIO
200-xpatHOro mo oxono 6000-kpaTHOrOo, OT OK0jJ0 250-kpatHOro mo 6000-kpatHOro mmu ot okono 300-
KpaTHOTO 110 0KoJ0 6000-KpaTHOTO pa3Mepa Mo CPaBHEHUIO C KICTOYHBIM HMMYHHBIM OTBETOM y CyObeKTa, KO-
Topomy He BBOAAT anTHreH PRAME. B HekoTophIx BapuaHTax peanusanuu nzodperenus: antured PRAME mo-
JKET YBEIMYHMBATh KJIETOUHBIII IMMYHHBIH OTBET Y CyOBeKTa, KoTopoMy BBOIAT aHTHreH PRAME, mouTtn B oxo-
no 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 nmm 6000 pa3 MO cpaBHEHHUIO C KJe-
TOYHBIM IMMYHHBIM OTBETOM Y CYObeKTa, KOTopoMmy He BBOAAT aHnTureH PRAME.

Anturen PRAME mosxet nosblmats ypoBHu ramma-uaTepdepona (IFN-y) ¥ cyobekTa, KoTopoMy BBOIST
aatured PRAME, 10 ot okono 50-kpatHoro mo okono 6000-kpaTHOrOo, OoT OKoyio S50-kpatHOoro ao 5500-
KpaTHOTo, OT 0KoJio 50-kpaTHOTO 110 0KOJI0 S000-KpaTHOTO, OT 0KOJIO S0-KpaTHOTO 10 0KO0JI0 4500-KpaTHOTO, OT
okono 100-kpatHOro n0 okono 6000-kpatHOro, oT okoao 150-kpaTHOro no oxomno 6000-kpaTHOrO, OT OKOJIO
200-xpaTtHOTO 10 OKONO 6000-KpaTHOrO, OT 0KOJIO 250-KpaTHOro A0 oKoso 6000-kpaTHOrO MM OT oKono 300-
KpaTHOTo 10 0kojo 6000-kpaTHOTO pazMepa 1o cpaBHeHHIO ¢ ypoBHIMH IFN-y V cyObekTa, KOTOpoMy HE BBO-
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it autured PRAME. B HekoTopbIx BapuaHTax peannsanun n3odperenus antured PRAME moxer yBennun-
BaTh ypoBHU IFN-y ¥V cyOnekra, koTopomy BBOAST antureH PRAME, moutu B okomno 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 wmu 6000 pa3 o cpaBHeHuto ¢ ypoBHsImu IFN-y V cyObekra, KoTO-
pomy He BBOAAT aHTureH PRAME.

Anturer PRAME moxeT copepxaTh SIUTOIBI OSJIKOB, KOTOPBIE AENAIOT HX 0COO0eHHO 3()()EKTHBHBIMU B
KauecTBe MMMYHOT'€HOB, Ha KOTOpbIE MOTYT UHIYyIUpOoBaThcsd UMMYHHBIE 0TBeThl K PRAME. Anturen PRAME
MOJKET COJIepXKaTh MOJHOPA3MEPHBIH MPOIYKT TPAHCIALINH, €r0 BAPHAHT, €ro (parMeHT WM UX KOMOMHAIHUIO.
Antured PRAME Moxet comepkaTh KOHCEHCYCHBIHN O€JIOK.

HyxneoTuaHyo nocneaoBaTeNbHOCT, KOTUPYIOIYt0 KOHCeHCycHbI anTureH PRAME, MoxHO ontumu-
3MPOBATH B OTHOIIICHHH YaCTOTHI UCIIOJIL30BaHMS KOJOHA U cooTBeTcTByIoImX PHK-TpanckpunTos. Hykneunno-
Basl KHCJIOTa, KOJUpYyIomas KoHceHcycHbli antTureH PRAME, moxer ObiTh k0700~ 1 PHK onTumusupoBanHoi
JUTSL DKCTIPECCHH. B HEKOTOPBIX BapHaHTaX pealn3allid H300pETCHUs HYKICOTHIHAS IOCICAOBATCIFHOCTD, KO-
Jqupylomas KonceHcycHslil antureH PRAME, Mosket cozmepxats nocienoBaresibHocTh Kozak (Hanpumep, GCC
ACC) mns yBennueHus 3(p(HEKTUBHOCTH TpaHCIAMK. HykienHoBast KUCIIOTa, KOAUPYIOIash KOHCEHCYCHBIH aH-
tureH PRAME, MoxkeT comepxkath HECKOJIBKO cTon-KoaoHOB (Hampumep, TGA TGA) ans yBenudenus 3¢ dek-
TUBHOCTH TEPMUHAINH TPAHCIISAIIIH.

HyxkneunoBas kuciora, kogupyroiiasi KoHceHcycHbIM antTureH PRAME, moser Takxe KoaupoBaTh JUAEp-
HYyI0 TocienoBaTebHOCT, uMMyHOTIoOynHa E (IgE). HyknenHoBast kuciota, KOAMPYIOIIass KOHCEHCYCHBIN
antured PRAME, MoXeT JOMONHHUTENHHO KOAMPOBATh JTHACPHYIO IociienoBarenbHoCcTh IgE Takum oOpasom,
YTO aMHHOKHCIIOTHAS TIOCIIEI0BATEIbHOCTD JHACPHON MOCIeq0BaTeNbHOCTH IgE CBSA3BIBaeTCA C aMHHOKHCIIOT-
HOM TocieA0BaTeIbHOCTRI0 KOHCeHcycHoro antureHa PRAME mnentugnoii cBsizpro. HykieumHoBas kuciora,
KOJUPYIOIIas KOHCeHCYCHBIH aHTHIeH PRAME, MoeT Takke comepikaTh HYKICOTHIHYIO MOCICIOBATEIBHOCTS,
KOJUPYIOIIYIO JHICPHYIO TOCIeA0BaTeNbHOCTh IgE. B HEeKOTOpBIX BapuaHTax peanu3alnud U300peTeHUs HyK-
JICMHOBAsI KUCIIOTa, KOTUPYIOIIAs KOHCeHCYCHBIN anTureH PRAME, He MMeeT M He COACPKUT HYKICOTHTHYIO
MOCIE0BATENBHOCTD, KOJUPYIONIYIO TUIEPHYIO Nocaea0BaTeabHOCTh IgE.

Koncencycueiit anturen PRAME moskeT npenctaBisaTh co00i HYKICOTHIHYIO IMOCIeoBaTebHOCTh SEQ
ID NO: 17, koTopas KogupyeT aMHHOKUCIOTHYIO rociienoBatensHocTh SEQ ID NO: 18.

IMocnenoarensHOoCcTh SEQ ID NO: 17 komupyeT koHceHCYCHBIH O6e1ok PRAME, cBsi3aHHBIH ¢ JTHaepHOR
nocyienoBarenbHOCTHIO IgE.

Koncencycueiit 6enok PRAME moskeT ObITh CBsi3aH ¢ JmAepHON mochenoBareidbHOCThi0 IgE m HA-
METKOH. B apyrux BapuwaHTax peanm3ariii u300peTeHns KoHceHCycHbIN 6emok PRAME Moker He conmepkaTh
WM He OBITH CBSI3aHHBIM C JIMAEPHON nocienoBaTenbHocThIo IgE n/mm HA-MeTkoi.

B HekoTOpBIX BapHaHTax peaiu3alu H300peTeHHs KOoHceHCYcHbIN anTHreH PRAME moxer mpencras-
JATh COOOW HYKJICOTHIHYIO IMOCICIOBATEIBHOCTh, O0JAAlONIYI0 0 MeHbIIed Mepe okomo 80%, 81%, 82%,
83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100%
UACHTUYHOCTBIO TIO BCEH JUIMHE HYKJICOTHIHOM MocieaoBaTenbHOCTH, puseneHHoi B SEQ ID NO: 17. B npy-
THX BapHaHTax pealu3aluyl M300peTeHHsi KOHCeHCycHBIH anTureH PRAME MoxeT mpeacTaBisTe co0oi HyK-
JICOTHIHYIO MOCIIEI0BATEINEHOCTD, KOTOPAsk KOOUPYET aMHHOKHCIOTHYIO ITOCIIEI0BATEIHHOCTD, 00JIIaf0MTyI0 IO
MeHbIe mepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% unu 100% HAESHTUYHOCTHIO MO BCCH IIMHE aMUHOKHUCIOTHOM IOCIIEI0BATEILHOCTH,
npuBeaenHoit B SEQ ID NO: 18. Koncencycnsiit antured PRAME MokeT mpeAcTaBiIsiTh OO0 aMHUHOKHCIIOT-
HYIO TTOCJIEIOBATEILHOCTD, 00JIanaronlyto o MeHblneld Mepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100% HaEeHTUYIHOCTBIO 1O BCEil
JUTMHE aMUHOKHUCIIOTHOU MociieoBarenbHoCTH, npuBeaeHHoi B SEQ ID NO: 18.

HexoTopbie BapuaHThI peann3alui H300pETCHHUsI OTHOCATCS K HYKICOTHIHBIM ITOCICIOBATEIBHOCTSM, KO-
JTUPYIOIIUM OEJIKU, TOMOJIOTHYHBIC KOHCCHCYcHOMY O0enky PRAME, nuMMyHOreHHOMY ()parMEeHTy KOHCEHCYC-
Horo Oemka PRAME u MMMyHOTEHHBIM (hparMeHTaM TOMOJIOTHYHBIX OeIKOB. Takue MOJICKYIBI HYKJICHHOBBIX
KHUCIIOT, KOTOpPBIE KOAMPYIOT HMMYHOTEHHBIE Oenku, oOnanatomue 10 95% roMoJIorui OTHOCHTENIBHO KOHCEH-
CYCHOM ITOCIIEIOBATEIBHOCTH, 10 96% TOMOJOTHH OTHOCHTEIHFHO KOHCEHCYCHOH MOCIEI0BAaTeNbHOCTH, 10 97%
TOMOJIOTHH OTHOCHUTEIHFHO KOHCEHCYCHOH IOCIIEAOBATEIFHOCTH, 10 98% TOMOJIOTHH OTHOCHTEIEHO KOHCEHCYC-
HOH TIOCIIEIOBATEIHHOCTH M 10 99%, MOTYT OBITH IpEIOCTaBICHEI. AHAJIOTHYHBIM 00pa3oM, TakXkKe TPEIOCTaB-
JSFOTCS HYKJICOTHAHBIE TTOCIIEI0BATEIFHOCTH, KOJUPYIOIINE HMMYHOTEHHbBIC ()parMEHTHI, IPUBEICHHBIC B JTaH-
HOM JIOKyMEHTE, I UMMYHOTCHHBIC ()parMeHTHI OEIKOB, KOTOPBIE TOMOJIOTHYHBI OeIKaM, IPUBEICHHBIM B JaH-
HOM JOKYMEHTE.

HexoTopbie BapuaHTHI peann3alud U300pPETCHUS OTHOCATCS K MOJIEKYJaM HYKICHHOBBIX KHCIIOT, KOJU-
PYIOIIUM UMMYHOTCHHBIC OeKH, obanaronue 95% roMoorueii OTHOCUTEIFHO HYKIEHHOBOM KUCIIOTHI, KOJIU-
pYIOIIEH MOCIeI0BATEILHOCTH B JJaHHOM JTOKyMeHTe. HeKkoTophle BapHaHTHI peaiu3alid H300pETCHUS OTHO-
CATCS K MOJICKYJIaM HYKJICHHOBBIX KHCJIOT, KOAMPYIOIINM UMMYHOTEHHEIE Oelku, oOnanaromme 96% romMoioru-
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el OTHOCUTEIHHO HYKJICHHOBOW KHCIIOTHI, KOAMPYIOMICH MMOCICIOBATEIBHOCTH B JAHHOM JOKyMeHTe. Hekoro-
phIC BapUAHTHI pealn3aliui N300pEeTEeHHS OTHOCATCS K MOJICKYJIaM HYKJICHHOBBIX KHCJIOT, KOJUPYIOIIAM UMMY-
HOTEHHBIE OeJKH, obmanarontie 97% roMosorneif OTHOCHTENFHO HYKJICHHOBOH KHCIIOTHI, KOJUPYIOMIEH mocie-
JIOBAaTEIIFHOCTH B TAHHOM JTOKyMeHTe. HekoTophie BapHaHThI pearu3aiy H300peTeHISI OTHOCITCS K MOJICKYyIaM
HYKJICMHOBBIX KHCIIOT, KOAWPYIOIIMM MMMYHOTCHHBIE Oenku, oOmamaromue 98% romomorneil OTHOCHUTEIHHO
HYKJICMHOBOW KHCJIOTHI, KOAHUPYIOIIEH MOCIeI0BAaTEIFHOCTH B JaHHOM JOKyMeHTe. HexoTopsie BapuaHTHI pea-
T3 U300pPETeHUST OTHOCITCSA K MOJIEKyJaM HYKJICHHOBBIX KHCIIOT, KOJHPYIOIUM UMMYHOTCHHBIC OCNKH,
obnamaromue 99% romosornell OTHOCHTEIHHO HYKJIEHWHOBOW KHCIOTHI, KOJUPYIOMIEH MOCIe0BaTEILHOCTA B
JAHHOM JTIOKYMCHTE. B HEKOTOpBIX BapHaHTaX pealiu3allid W300pPETCHHsI MOJICKYINBI HYKJICHHOBBIX KHCIOT C
KOJUPYIOIIMMHU TOCJICIOBATEIEHOCTSMH, OMUCAHHBIMUA B JAHHOM JOKYMEHTE, KOTOPBIC TOMOJIOTHYHBI KOIH-
PYIOIIEH MOCIeNOBaTeIEHOCTH KOHCEHCYCHOTO OCliKa, OMMCAHHOTO B JJAHHOM JOKYMCHTE, BKIFOYAIOT TIOCIEI0-
BaTCIFHOCTH, KOMUPYIOIIKE JTUACPHYIO MOCIeA0BAaTeIbHOCTh IgE, cBsA3aHHYIO ¢ 5'-KOHIIOM KOIUPYOMICH MMO-
CJICZIOBATEIILHOCTH, KOJUPYIOIICH TOMOJOTHYHEIC MOCICIOBATEIBHOCTA OCIKOB, OMUCAHHBIC B JAHHOM JIOKY-
MCHTE.

Hexotopbie BapuaHTHI peann3aniui H300peTeHUsI OTHOCATCS K HYKICOTHIHBIM ITOCIIEIOBATEIHHOCTSAM, KO-
JUPYIOIUM O€JNKH C ONpeAeNICHHBIM MPOILEHTOM HIASHTHIHOCTH OTHOCHTEIHHO TOJHOPAa3MEPHOTO KOHCEHCYC-
Horo Oenka PRAME, nmmyHorenHoro ¢gparmenta koHceHcycHoro 6enka PRAME u nMMyHOTeHHBIX (hparMeH-
TOB O€JIKOB, 00JIAJAIOIINX HICHTHIHOCTHIO OTHOCHTENHLHO KoHCeHCycHOTo Oenka PRAME. Takue MoyeKysbl
HYKJICMHOBBIX KHCJIOT, KOTOPbIe KOIUPYIOT HMMYHOT'€HHBIE OenKH, obnamaronue 10 80% MIeHTHIHOCTH OTHO-
CUTETIFHO TIOJTHOPa3MEpHOi KoOHCeHCYCHOH mocienoatensHocTd PRAME, mo 85% HOSHTHIHOCTH OTHOCHTEINb-
HO TOJTHOPa3MEpPHOH KOHCEHCYCHOU MOCIeNOBaTeNbHOCTH, M0 90% HICHTHYHOCTH OTHOCUTEIBHO IOIHOPA3-
MepHOU KoHCeHcycHOH nocnenoBaTenbHOCTH PRAME, 1o 91% uaeHTHUHOCTH OTHOCUTENBHO MOJHOPa3MEpHOU
KoHceHcycHOM nocnenoBatenbHOCcTH PRAME, 10 92% uaeHTHYHOCTH OTHOCUTENBHO MOJHOPAa3MEPHOI KOHCEH-
cycHoi nocnepoBatenbHOoCTH PRAME, 1o 93% uaeHTHYHOCTH OTHOCUTENILHO MOJHOPa3MEPHON KOHCEHCYCHOM
nocnenoBareabHocTd PRAME, 1o 94% MIeHTUYHOCTH OTHOCHUTEIBHO MOJHOPA3MEPHOM KOHCEHCYCHOM mocie-
noBatenbHOCTH PRAME, 1m0 95% WAIEHTHYHOCTH OTHOCHTENBHO IMOJTHOPa3MEPHOH KOHCEHCYCHOH IoCiieIoBa-
tenbHOCTH PRAME, 110 96% HACHTHYIHOCTH OTHOCHUTENHHO MOJTHOPa3MEepHON KOHCEHCYCHOW MOCTIeI0BaTEIbHO-
ctu PRAME, mo 97% WOEHTHYHOCTH OTHOCHTEIHHO ITOJHOPa3MEpHOW KOHCEHCYCHOHM IOCIEeIOBATEIBHOCTH
PRAME, no 98% uaeHTHYHOCTH OTHOCUTEIHHO OJTHOPa3MEpHOI KOHCEHCYCHOM mocienosarensHoctTd PRAME
1 10 99% MIEHTUIHOCTH OTHOCHUTEIIFHO MTOJTHOpa3MEepHOHW KOHCEHCYCHOM mocnenoarenbHoctd PRAME, Moryt
OBITH TIPEIOCTABIICHBI. AHAJOTHIHBIM 00pa3oM, TaKkKe MPEIOCTABISIOTCS HYKICOTHIHBIE ITOCIEI0BATEIBHOCTH,
KOJUPYIOIINE UMMYHOTCHHBIC (DparMeHThI, IPUBEACHHBIC B JAHHOM JOKYMEHTE, 1 UMMYHOT'CHHBIC ()parMEHTHI
OCIKOB C aHAJIOTHYHBIM MPOIIEHTOM HICHTHYHOCTH, KaK yKa3aHO BBIIIE, OTHOCUTENIbHO OeiakoB PRAME, omm-
CaHHBIX B JAHHOM JIOKYMCHTE.

B HEKOTOPBIX BapHaHTaX peaiu3alliy U300PETCHUS HYKICOTHIHAS TOCICIOBATEIIEHOCTE HE COJICPKHUT KO-
JUPYIOIIYIO TTOCIIEA0BATEIFHOCTD, KOTOPast KOJIUPYET JHUIACPHYIO MOCICIOBATECIBPHOCTE. B HEKOTOPHIX BapuaH-
TaxX pealu3aly H300peTCHHUS HYKJICOTHIHAS IOCICAOBATCIFHOCTh HE COICPKUT KOAHMPYIOUIYIO IMOCIEI0BA-
TEJNBHOCTB, KOTOpasi KOAUPYET JUASPHYIO ITocieaoBaTeIbHOCTh IgE.

HekoTopbie BapraHThI pealn3anuy N300peTeHmsI OTHOCATCS K (pparmentam mnocienoBaTenbHocTH SEQ 1D
NO: 17. ®parMeHTs MOTYT COCTaBIATH 1Mo MeHbIIeld Mepe 10%, mo Mensmei mMepe 15%, mo MeHbIIei Mepe
20%, mo MeHsbIe mepe 25%, mo MeHbmei mepe 30%, mo menbmei Mepe 35%, mo menbmiel mepe 40%, mo
MeHbIIe Mepe 45%, no menpmei Mepe 50%, mo menpmed Mepe 55%, o menbmei Mepe 60%, Mo MeHbIIEH
Mepe 65%, o mensbiei mepe 70%, no menbueit mepe 75%, nmo Menblieilt Mepe 80%, mo MeHbIIel Mepe 85%,
no menbieit mepe 90%, no menbleit Mmepe 95%, no MeHbleit Mmepe 96%, Mo MeHbIIeH Mepe 97%, Mo MeHbILeH
Mepe 98% wim mo MeHbineit Mepe 99% mocnemoarensHocTH SEQ ID NO: 17. dparMeHTH MOTYT OBITH IO
MeHblIel Mepe Ha 95%, o MeHsbIel Mepe Ha 96%, o MeHsbIIel Mepe Ha 97%, o MeHbLIed Mepe Ha 98% wn
1o MeHblIel Mepe Ha 99% romosornunsl pparmMenram nocienosarenbHoctd SEQ ID NO: 17. dparmenTs! Mo-
ryT OBITH 1T0 MeHbIIeH Mepe Ha 80%, no MeHbIei Mepe Ha 85%, o MenbpuIel Mepe Ha 90%, 0 MeHbIIeH Mepe
Ha 91%, o MeHbIeit Mepe Ha 92%, mo MeHbIei Mepe Ha 93%, mo MeHpIIel Mepe Ha 94%, Mo MEHbIIEH Mepe
Ha 95%, mo MeHbIIel Mepe Ha 96%, o MeHbIIel Mepe Ha 97%, o MeHbIIel Mepe Ha 98% wim o MeHbIIeH
Mepe Ha 99% HOeHTHYHBI OTHOCUTENRHO (pparmenToB mocienosarensHocTd SEQ ID NO: 17. B HekoTOphIX Ba-
pHaHTaxX peanu3alid H300peTeHusT (HparMeHThl COepKaT MOCIENOBATENIFHOCTH, KOOUPYIOUINE JIUACPHYIO I10-
CIIeZIOBAaTENIFHOCTh, TAKYI0 KaK, HAPUMEp, JHIEPHAs IOCIEI0BATEIFHOCTh HMMYHOTIIOOYIINHA, TaAKYIO KaK JIH-
nepHas ocienoBaTensHOCT IgE. B HeKOTOPBIX BapmaHTax peann3anii H300peTeHns (parMeHTsl He CoepKatT
KOJUPYIOIIHE TTOCIEA0BATSIFHOCTH, KOTOPhIE KOMUPYIOT JHICPHYIO MOCIECIOBATEIEHOCTE. B HEKOTOPBIX BapH-
aHTax peaju3alnnuy H300peTeHusT (PparMeHTHl He CONEpKAT KOMUPYIOIINE MOCICIOBATEIPHOCTH, KOTOPBIC KOIH-
PYIOT JIMICPHYIO MOCIEIOBATEIBHOCTD, TAKYIO KaK, HAPUMED, JIUACPHAs TOCIeI0BaTeIbHOCTE IgE.

Kpome Toro, aMHMHOKHCIOTHAS TIOCJIEIOBATEILHOCTh KOHCEHCYycHOTO Oeika PRAME npexacrariser coboit
SEQ ID NO: 18. AMHHOKHUCIIOTHAS MTOCIIEIOBATEIBHOCTh KOHCEHCYCHOTO Oenka PRAME, cesi3anHHOTO C uaep-
HOW mocnenoBarenabHOCTRIO IgE, mpencraBnser coboit SEQ ID NO: 18. AMHHOKHCIOTHAS TOCIECIOBATEIIEHOCTh
koHceHcycHoro Oenka PRAME, cBsizaHHOTO ¢ MUAEpHON mocienoBarenbHocThio IgE, MokeT OBITH CBs3aHa C
HA-meTkoii.
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HexoTopble BapuaHThl peanu3anny H300peTeHUsI OTHOCATCS K OelKaM, KOTOPbIE TOMOJIOTHYHBI 1TOCIIE 0~
BatenpHOCTH SEQ ID NO: 18. HexkoTopble BapuaHThl peasM3anud M300pEeTeHMSI OTHOCSTCS K MIMMYHOT€HHBIM
Oemkam, KOTOpble 00JaatoT 95% roMoornel OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX IMOCIEI0BATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 18. HekoTopble BapraHThI pean3aiyi H300peTeH!sT OTHOCATCS K UMMYHOTCHHBIM
6emkam, KoTOphle 00JaatoT 96% roMoIoTHe OTHOCHTEIFHO KOHCEHCYCHBIX OCIKOBBIX IOCIEI0BATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 18. HekoTopble BapraHThI pean3aii H300peTeHNsT OTHOCATCS K UMMYHOTCHHBIM
Oemkam, KOTOpble 00Ja1atoT 97% TroMOIIOTHEH OTHOCHTEIHHO KOHCEHCYCHBIX OCIKOBBIX IOCIIEIOBATEIHHOCTEH,
npuBeaeHHbIX B SEQ ID NO: 18. HekoTopble BapraHThI pean3aii H300peTeHNsT OTHOCATCS K UMMYHOTCHHBIM
OernkaM, KoTopble 0OnanaroT 98% romonorueli OTHOCHTEIFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuseneHHbIX B SEQ ID NO: 18. HekoTopblie BapHaHThI peaan3aliii H300pETeHHUsT OTHOCSITCS K IMMYHOT€HHBIM
OernkaM, KoTopble 00nmanaroT 99% romonorueli OTHOCHTEIFHO KOHCEHCYCHBIX OCITKOBBIX MOCIIEI0BATEIILHOCTEH,
npuBeaeHHblx B SEQ ID NO: 18.

HexoTopble BapuaHThI peasi3aluy N300peTeHHs OTHOCATCS K OellkaM, KOTOpbIe HICHTHYHBI OTHOCHTEIb-
Ho nocnenoBarensHOCTH SEQ ID NO: 18. Hekotopsle BapraHThI peanu3annuy H300peTeHHsI OTHOCITCS K HMMY-
HOTEHHBIM OeJKaM, 00JaJaroMM aMHHOKHCIIOTHON TOCIIeIOBATEIFHOCTRIO, KoTopas Ha 80% WAIEHTHYIHA ITOJI-
HOpa3MepHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM TIOCIIeIOBaTELHOCTIM, ipuBeieHHBIM B SEQ ID NO: 18. He-
KOTOpPBIE BapHaHTHl pealn3alliil N300PETEHUsI OTHOCATCA K MMMYHOT'CHHBIM OelkaM, 00JaJarolnM aMUHOKIC-
JIOTHOW TOCIE0BaTEIFHOCTRIO, KOTOpas Ha 85% HMIeHTHYHA MOTHOPAa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOT-
HBIM ITOCIIeIOBaTeIbHOCTSIM, puBeAeHHBIM B SEQ ID NO: 18. HekoTopsie BapuaHTHI peain3aini n300peTeHus
OTHOCATCS] K UMMYHOTCHHBIM OellkaM, 00J1aJaloNIiM aMIHOKHCIOTHOH ITOCIIeI0BaTeIbHOCTRIO, KoTopas Ha 90%
WJICHTUYHA [TOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM IOCIIEI0BATENEHOCTSM, NpUBeAeHHBIM B SEQ
ID NO: 18. HexoTopble BapuaHThl peanu3anuy H300peTeHus] OTHOCATCS K MMMYHOTEHHBIM Oesikam, o0Jaiaro-
UM aMHHOKHCJIOTHOH ITOCIIE0BATEILHOCTEI0, KOTopas Ha 91% uaeHTHYHA MOJHOpa3MEPHBIM KOHCEHCYCHBIM
aMUHOKHUCIJIOTHBIM MOcieoBaTenbHOCTAM, MpuBeaeHHbIM B SEQ ID NO: 18. HekoTopsie BapHaHThI pealiu3aluu
M300peTeHNs OTHOCATCS K MMMYHOTEHHBIM O€jiKaM, 00JalaroliM aMHHOKHCIOTHOH IOCIIEI0BATELHOCTBIO,
KoTopas Ha 92% WACHTHYHA MOJHOPAa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCIIEIOBATEIBHOCTSAM, MIPH-
BegeHHBIM B SEQ ID NO: 18. HekoTopble BapHaHTHI pealu3alliid H300peTEeHUsI OTHOCATCS K UMMYHOTCHHBIM
Oemkam, 00JTagarOIINM aMHUHOKHCIOTHOH ITOCIIeIOBATEIHHOCTRIO, KOTOpas Ha 93% HOeHTHYHA TOIHOpa3Mep-
HBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM TOCIefoBaTenbHOCTAM, TpuBeaeHHbRIM B SEQ ID NO: 18. Hekotopsie
BapHaHTHl peai3aluyd H300pETCHUS OTHOCITCS K MMMYHOTCHHBIM OeikaM, O0JIaJalomliM aMHHOKHCIOTHON
MOCJIEIOBATENFHOCTRIO, KOTOpas Ha 94% WIeHTHYHA MOTHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIOTHBIM IO-
cieioBarenbHOCTSIM, ipuBeaeHHBIM B SEQ ID NO: 18. Hexotopsle BapraHThI peann3anuy n300peTeHus! OTHO-
cATCS K MMMYHOTEHHBIM OellkaM, 00JaJaloliM aMHHOKHCIOTHOM MOCIe0BaTeIbHOCTRIO, KOoTopas Ha 95%
WJICHTUYHA MTOJHOPa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM IOCIIEA0BATENLHOCTSM, NpUBEAeHHBIM B SEQ
ID NO: 18. HexoTopble BapuaHThl peanu3alnyl n300peTeHus] OTHOCATCS K MMMYHOTEHHBIM OesikaM, o0Jaiaro-
UM aMHHOKHCJIOTHOH ITOCIIE0BATEILHOCTEI0, KOTOpas Ha 96% WAEHTHYHA MTOJHOPa3MEPHBIM KOHCEHCYCHBIM
aMUHOKHUCIJIOTHBIM MOcieoBaTeabHoCTAM, MpuBeaeHHbIM B SEQ ID NO: 18. HekoTopsie BapHaHThI pealiu3aluu
n300peTeHNsT OTHOCATCS K MMMYHOTCHHBIM OelkaM, OOJIaJafoliM aMHUHOKHCIOTHON MOCJEI0BATEIbHOCTHIO,
KoTopas Ha 97% WACHTHYHA MOJHOPAa3MEPHBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM ITOCIIEIOBATEIBHOCTSAM, MIPH-
BegeHHBIM B SEQ ID NO: 18. HekoTopble BapHaHTHI peaqu3allid W300peTEeHUs] OTHOCATCS K UMMYHOTCHHBIM
Oemkam, 00JTagarOIINM aMHUHOKHCIOTHOH ITOCIIeIOBATEeIHHOCTRIO, KOTOpas Ha 98% HOeHTHYHA TOIHOpa3Mep-
HBIM KOHCEHCYCHBIM aMHHOKHCIIOTHBIM TOCIefoBaTenbHOCTAM, puBeaeHHbIM B SEQ ID NO: 18. Hekotopsie
BapUaHThl pealn3alid W300pETEeHHs] OTHOCATCS K MMMYHOTCHHBIM OejikaM, 00JiaJaloliuM aMUHOKHCIIOTHOM
MOCJIC/IOBATENILHOCTBIO, KOTOpast Ha 99% HIeHTHYHA MOJHOpPa3MEPHBIM KOHCEHCYCHBIM aMHUHOKHCIOTHBIM MO-
cienoBaTelbHOCTSIM, puBeaeHHbIM B SEQ ID NO: 18.

B HexoTOpBIX BapHaHTax peanu3anuy U300peTeHus OelOK He CONEPKHT JIHUACPHYIO MOCIEI0BATEIHLHOCTS.
B HEKOTOpHIX BapHaHTax peaju3aliy N300peTeHust OeNOK He CONEPIKUT JIMISPHYIO TocienoBaTeabHocTh IgE.
®parMeHTHl KOHCEHCYCHBIX OEJIKOB MOTYT cojepkaTh no MeHbmei mepe 10%, mo menpmelr mepe 15%, 1o
MeHbei Mepe 20%, no MeHbme Mepe 25%, no menpmeid Mepe 30%, o menbmei Mepe 35%, Mo MeHbIIEH
Mmepe 40%, o mensmeit Mepe 45%, no mensmelt mepe 50%, mo MeHbmelr Mepe 55%, mo meHsbei Mepe 60%,
1o MeHsbInei mepe 65%, mo mensmel mepe 70%, mo MeHbmIeH Mepe 75%, mo MeHbIeit Mmepe 80%, Mo MeHbIIEH
Mmepe 85%, mo mensmeit Mmepe 90%, mo meHsIel Mmepe 95%, mo mMenbmel Mepe 96%, mo MeHbIel Mepe 97%,
mo MeHbIei Mmepe 98% wnu mo MeHsmeir Mepe 99% KoHceHCcycHOTO Oenka. MIMMyHOTeHHBIE (parMeHTHI MO-
caenoBatenbHOCTH SEQ ID NO: 18 MoryT ObITh mpemocTaBieHbl. IMMyHOT€HHBIE ()parMEeHTBI MOTYT COJIEp-
*aTb 1o MeHbled Mepe 10%, nmo mensmei Mepe 15%, no mensiei Mepe 20%, no meHsliel mMepe 25%, mo
Menbleil Mepe 30%, no Mensmeit Mepe 35%, no mensmeil Mepe 40%, o menblei Mepe 45%, Mo MeHbIIeH
Mepe 50%, no mensbiei mepe 55%, no menbueit mepe 60%, Mo MeHblIe Mepe 65%, o MeHbiel Mepe 70%,
no MeHsIueil mepe 75%, no mensiiel mepe 80%, no meHbLIel Mepe 85%, mo MeHsbIell mepe 90%, Mo MeHbIIeH
Mepe 95%, o MmenblIeil Mmepe 96%, o MeHble Mepe 97%, no mensbielt Mepe 98% wiM Mo MeHbIIEH Mepe
99% mnocnenoBatenbHoctd SEQ ID NO: 18. B HekoTOphIX BapmaHTax pealn3anuyd H300peTeHus: GparMeHTh
coIlepXaT JHASPHYIO MOCIEeN0BATEIIFHOCT, TAKYIO0 KaK, HallpAMep, JTUAEpHAs MOCIeI0BAaTEIHbHOCTh HMMYHOT-
no0yirHa, Takas Kak JHIepHas MocieqoBaTensHOCTh IgE. B HEKOTOPHIX BapHaHTaxX peajn3alud M300peTeHHS
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(parMeHTHI He colepiKaT JIUACPHYIO MOCIIEN0BATENILHOCTE. B HEKOTOPBIX BapHaHTaxX peaslu3alnui U300peTeHUs
(bparMeHTBI HE coepKaT JIHICPHYIO MOCICAOBATCILHOCTD, TAKYI0 KaK, HAlPUMED, JHICPHAS MOCICIOBATEb-
HocTh IgE.

HNmmyHOTeHHBIE (hparMeHTH OENKOB ¢ aMHHOKUCIOTHBIMU ITOCIIEIOBATEIHHOCTAMHU, TOMOJIOTHYHBIMU UM-
MYHOT€HHBIM (hparmMeHnTam nocnenoBatenbHocTH SEQ ID NO: 18, MOoTyT OBITH MPEIOCTABICHEI. Takre HMMYHO-
TeHHBIE (hparMEeHTHI MOTYT COAEpKaTh M0 MeHbIIeH Mepe 10%, mo mensmeit mepe 15%, mo mensIel mepe 20%,
o MeHsbIei mepe 25%, mo mensiel mepe 30%, mo Menbme Mepe 35%, mo Mensbieit mepe 40%, Mo MeHbIIEH
Mmepe 45%, o mensmeit Mepe 50%, mo meHsIel Mepe 55%, mo menbmen mepe 60%, mo MeHbIIeH Mepe 65%,
no MeHsIueil mepe 70%, nmo mensiiel Mepe 75%, no mensmeit Mepe 80%, mo MeHsbIell Mepe 85%, Mo MeHbIIEH
Mepe 90%, no menbiueit mepe 95%, no mensluel Mmepe 96%, o MeHsblei Mepe 97%, no menblueit mepe 98%
WM TI0 MeHbLIeH Mepe 99% OenkoB, koTopble Ha 95% nim Gosree ToMosIOrHYHbI TocnenoBatenbHocTH SEQ 1D
NO: 18. HekoTopsle BapHaHTHI pealu3allid H300PETCHHS OTHOCATCS K MMMYHOTCHHBIM (parMeHTam, oOia-
naronmM 96% romonorueil OTHOCHTEIPHO HMMYHOTCHHBIX (PparMeHTOB KOHCEHCYCHBIX OEJIKOBBIX ITOCIIEI0Ba-
TENBHOCTEH B JAaHHOM JIOKyMeHTe. HekoTophle BapHaHThl pean3allii U300pETEeHHUs OTHOCSTCS K MMMYHOT€H-
HBIM (pparmenTam, obragaromuM 97% roMoyoruel OTHOCUTETFHO HMMYHOTEHHBIX (pparMeHTOB KOHCEHCYCHBIX
OETKOBBIX MOCIICAOBATEIFHOCTEH B TaHHOM JOKyMeHTe. HeKoTophie BapuaHTHI peaan3anni n300peTeHus] OTHO-
CATCSI K MIMMYHOTEHHBIM (pparmeHTaM, obnamatommM 98% romoJioruell OTHOCHTEIHHO WMMYHOTCHHBIX (par-
MEHTOB KOHCEHCYCHBIX OCJKOBBIX IOCIIEOBATEIFHOCTEH B TAaHHOM IOKyMeHTe. HekoTopble BapHaHTHI pean-
3aru N300pPETEHUs] OTHOCATCS K MMMYHOT€HHBIM (pparmMeHTaMm, obmanatomuM 99% romonorneii OTHOCHTENBEHO
MMMYHOTCHHBIX ()parMEHTOB KOHCEHCYCHBIX OEIKOBBIX ITOCIIEIOBATEIHHOCTEH B JAHHOM JOKyMeHTe. B HexoTo-
PBIX BapHaHTaX peaiau3aluu n300peTeHuss (GparMeHThl COepKaT JUACPHYIO MOCICAOBATEIFHOCTD, TAKYIO Kak,
HaNpUMep, JHJCPHAs MMOCICI0BATEIPHOCTh UMMYHOTIIOOYTUHA, TaKas Kak JIMAepHas MOciIeoBaTebHOCTE IgE.
B HekoTOphIX BapHaHTax peann3anyu n300peTeHus (parMeHThl He COJepKaT JIHICPHYIO MOCIIET0BATENILHOCT
B HEKoTOpBIX BapHaHTax peanu3alu n300peTeHus: GparMeHThl He CoJepiKaT JIMACPHYIO HOCIeI0BATEIHLHOCTS,
TaKy¥o Kak, HalpuMep, TUACPHAs TOCIe0BaTeIbHOCTh IgE.

mmyHOTeHHBIE (DparMEHTHI OEJTKOB ¢ aMHHOKHCIIOTHBIMH ITOCTICIOBATEIBHOCTAMH, HACHTHYHBIMI UMMY-
HOTEeHHBIM PparmeHTaMm mocienoBaTensHocTH SEQ ID NO: 18, MoryT OBITh TIpemocTaBlieHbl. Takue HMMYHO-
TeHHBIE (hparMEeHTHI MOTYT COAepKaTh M0 MeHbIIeH Mepe 10%, mo mensmeit mepe 15%, mo mensiel mepe 20%,
o MeHsbInei mepe 25%, mo mensiel mepe 30%, mo Menbmel Mepe 35%, mo MenbIeit mepe 40%, Mo MeHbIIEH
Mmepe 45%, o mensmeit Mepe 50%, mo meHsmel Mmepe 55%, mo menbmel mepe 60%, mo MeHbIIeH Mepe 65%,
no MeHsbIneit mepe 70%, mo meHsIel Mepe 75%, mo menbmei Mmepe 80%, mo MeHbIei Mmepe 85%, Mo MeHbIIeH
Mepe 90%, no menblueit mepe 95%, no mensluel Mmepe 96%, o MeHbIIel Mepe 97%, o menblueit mepe 98%
WK TI0 MeHbIeH Mepe 99% OenkoB, koTopeie Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%
i 99% WAEHTUYHBl aMUHOKHUCIOTHBIM IOCNIEAoBaTeabHOCTAM, MpuBeaeHHbIM B SEQ ID NO: 18. B Hekoto-
PBIX BapHaHTaX peaiau3aluu n300peTeHus (GparMeHThl COepKaT JHACPHYIO MOCICAOBATCILHOCTD, TAKYIO Kak,
HaNpUMep, JHJCPHAs MMOCICI0BATEIPHOCTh UMMYHOTIIOOYTMHA, TaKas Kak JIMAepHas MOociIeoBaTenbHOCTE IgE.
B HekoTOpBIX BapHaHTax peann3anyu n300peTeHus (parMeHThl He cOoJepKaT JIUICPHYIO MOCIIET0BATENILHOCT
B HeKoTOpHIX BapHaHTaX pean3aliii H300peTeHus (parMeHTsl He CoAepkKaT JTUACPHYIO ITOCIEI0BATEIHLHOCTD,
TaKyro Kak, Hanpumep, JuaepHas nocienoBareabHOCcTh IgE.

CornacHo U3J0)XKEHHOMY B TaHHOM JOKYMEHTE B OTHOIICHWH COCIWHEHUS CUTHAIBHOTO IENTHAA WIH JIH-
JIEpPHOU TIOCIIEAOBATEIFHOCTH ¢ N-KOHIIOM OeJKa, CUTHAIBHBIA MENTHI/IHISpHAs IOCIeA0BaTeILHOCT 3aMe-
maer N-KOHIIEBOM METHOHWH Oellka, KOTOPBIM KOIUPYETCS CTAapTOBBIM KOJIOHOM HYKJICOTHIHOH MOCIenoBa-
TENBHOCTH, 3aTeM KOJUPYeT OeoK 0e3 KOAMPYIOIMX CUTHANBHBIH METNTH T TIOCIIeI0BATEIbHOCTEH.

(10) PSA.

Bakmuna 1o HactosimieMy H300pETEHHIO MOXKET COJEp)KaTh PAKOBBIM aHTHIE€H MPOCTATCIELH(DUIECKUH
anture (PSA; Taxke M3BECTHBIN KaK TaMMa-CEMHUHONPOTENH win KaumkpenH-3 (KLK3)), ero dparment uinm
ero BapuaHT. PSA mpexacTtaBnsier co00H aHIPOTEH-PETYIHPYEMYIO CEPHHOBYIO IpOTeasy, BBIPaOATHIBAEMYIO
SMUTEINATBHBIME KICTKAMH MPEICTATSILHON KeJe3bl U KICTKaMHU paka MpeICTaTeIbHOMN JKeIe3bl, H KOAUpye-
myto reHoM KLK3. PSA gacTo ucmonb3yercss B KaueCTBE CHIBOPOTOYHOTO MapKepa paka MpeacTaTeIbHON Kelle-
3. PSA sBiseTcs mpencTaBUTeNeM CeMENCTBa TKaHEBBIX KAJUIMKPEHHOB M PACIICIUISIET CEMEHOTCIHHBI B Ce-
MEHHOM CTYCTKE TOCIIe PacCIICIUICHUS MpOoQepMeHTa C BBHICBOOOXIECHHEM aKTUBHOTO (hepMEHTa, TeM CaMBIM
pazKmKasi CeMEHHYIO KHIKOCTh, 00ecriednBasi criepMe BO3MOKHOCTh ¢cBOOOIHO miaBath. Kpome Toro, depmen-
TaTHBHAS aKTUBHOCTh PSA perynmpyercsi KOHIICHTpanuei MMHKA, TO €CTh BBICOKHE KOHIICHTPALUU IIMHKA MH-
THOUPYIOT PepMEHTATUBHYIO aKTUBHOCTH PSA.

Anturen PSA cnocobeH MHIyIMpOBaTh aHTUTEH-cHienUpuYecknii T-KIeTOYHbIH W/MiM MHTEHCUBHBIN T'y-
MOpAJIbHBIl HIMMYHHBIC OTBETHI, TEM CAMBIM HHIYIIUPYS WIH BBI3BIBAS HIMMYHHBIA OTBET, KOTOPBIA HANpaBJICH
Ha paK WU OITyXOJb WM PearupyeT Ha HUX HKCIPECCHEH aHTUreHa. B HEKOTOPBIX BapHAHTAX pean3allid U30-
OpeTeHUsT MHAYIIMPOBAHHBIN WM BEI3BAaHHBIN UMMYHHBIN OTBET MOXET MPEICTABIATh COOON KICTOYHBIN, TYMO-
PANBHBIA WM KaK KJICTOYHBINA, TaK U TYMOPAJIbHBIN IMMYHHBIC OTBETHl. B HEKOTOPBIX BapHaHTaX peau3allui
U300peTeHNs] WHAYIIMPOBAHHBIA WU BBI3BAHHBIN KICTOYHBIA UMMYHHBIH OTBET MOXCET BKJIIOYATh HHIYKIUIO
W cexpermio ramma-uaTepdepona (IFN-y) n/unu daxropa Hekposa omyxosneit ansdpa (TNF-a). B npyrux Ba-
pHaHTaxX pealu3aluy M300peTeHHs MHIYyIHPOBAHHBIN WM BBI3BAaHHBII MMMYHHBIH OTBET MOXXET YMEHBIIAThH
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WJIM MHTUOMPOBATh ONMH WM Oosiee (pakTOpoB cynpeccud MMMYHHOTO OTBETa, KOTOPHIE CTUMYJIHPYIOT pa3Bu-
THE OIYXOJM WJIM paka, 3KCIPECCHPYsl aHTHIEeH, HAlpuMep, 0e3 OrpaHuuYeHHs] MU, (aKTOpPbI, IMONABIISIOIINE
npeseHTanuio MHC, dakTopsl, akTHBHUpPYIONTUE aHTUTeH-cTiennduueckue perymstopasie T-kinerkn (Tregs), PD-
L1, FasL, nmutokunsl, Takue kak [L-10 u TFG-f, accormupoBaHHEIC ¢ OIMyXOJbI0 MaKpo(aru, aCCOUHPOBAHHBIC
C OmyXoJiblo (pUOPOOIACTHI, PACTBOPUMBIC (PAKTOPHI, MPOAYIIPYEMbIE HMMYHHBIMH KJIETKAMH-CYIPECCOPaMU,
CTLA-4, PD-1, MDSC, MCP-1 u MoseKkyasl HMMYHHBIX KOHTPOJBHBIX TOUYEK, YTO 0OoJiee TOAPOOHO OTHMCAHO
HIDKE.

AnTHTeH PSA MOXET ConeprKaTh JIUTOIBI OEJIKOB, KOTOPHIE JeNaloT X 0COOCHHO 3P PEKTUBHBIMH B Ka-
YecTBE MIMMYHOTEHOB, Ha KOTOPBIE MOTYT HHIYLIUPOBAThCSI UMMMYHHBIE 0TBETH K PSA. AnTnren PSMA moxet
COJZIEPXKATh TOJTHOPA3MEPHBIA MPOAYKT TPAHCILIMH, €TO BapHAHT, €ro (pparMeHT WM WX KOMOWHAIHIO. AHTH-
reH PSA MoxeT conep)kaTb KOHCEHCYCHBIH OEJIOK.

Hykneornanyro mocienoBaTebHOCTh, KOJUPYIONIYI0 KOHCEHCYCHBIN aHTureH PSA, MOXHO ONTHMH3HPO-
BaTh B OTHOLIEHHH YacTOTHl MCIIOJb30BaHMs KOIOHA M cooTBercTByrommx PHK-TpanckpunrtoB. Hyknennosas
KHCIIOTa, KOAUPYIOIas KOHCEHCYCHBIN anTureH PSA, Moxxet ObITh KooH- 1 PHK ontummsnpoBanHoO# 11 9KC-
npeccul. B HEKOTOPBIX BapHaHTaxX peaju3aliy M300peTeHns] HyKJIEOTHAHAs IOCIeI0BATEIbHOCTh, KOIUPYIO-
masi KOHCEHCYCHBIN aHTUTeH PSA, MoXkeT comeprkaTh mociienoarenbHocTh Kozak (manmpumep, GCC ACC) ms
yBenudeHus: 3QPEKTUBHOCTH TpAaHCIAUH. HyKiIenHoOBass KUCIOTa, KOAUPYIOIIas KOHCEHCYCHBIN aHTUTeH PSA,
MOXKET COZepKaTh HECKOJIBKO cTON-KoAoHOB (Hampumep, TGA TGA) nns yBenwdeHus 3QPEeKTUBHOCTH TEPMHU-
HAIMX TPAHCIISAIIH.

HyxnenHoBas KucioTa, KOAUPYIOIIass KOHCEHCYCHBIM aHTUTeH PSA, MOXKeT Takke KOIUPOBAThH JINICPHYIO
nocieaoBareabHOCT, UMMYyHOTIIOOYIMHA E (IgE). HyknenHnoBas kucioTa, KOgupyromas KOHCEHCYCHBIH aHTUTEH
PSA, MOXET JONONHUTENEHO KOAUPOBATh JIUJICPHYIO MOCiIe0BaTeNbHOCTh IgE TakuM 00pa3oM, 4T0 aMHUHOKHC-
JIOTHAS TIOCJIEI0BATENILHOCTD JIMEPHOI 1ocienoBaTeabHOCTH IgE cBsA3BIBacTCS ¢ aMMHOKHCIIOTHON MOCIIEI0Ba-
TENIBHOCTHIO KOHCEHCYCcHOTO aHTHreHa PSA menTtuanoii cBs3pio. HykienHoBast KHUCoTa, KOAMPYIOAs KOHCEH-
CycHbIH aHTHreH PSA, MOXeT Takke colepkaTh HYKJICOTHIHYIO IOCIEI0BATEIbHOCTD, KOJUPYIOILYIO JIHJEp-
HYIO rocienoBaTenbHoCTh IgE. B HEKOTOPHIX BapnaHTax peaiu3aliy H300peTeHHsT HyKJICHHOBAsI KUCIOTa, KO-
JUPYIOIIasi KOHCEHCYCHBIH aHTHreH PSA, He mMeeT WM HE COICPKUT HYKICOTHIHYIO MOCIIEI0BATEIBHOCTS,
KOJIMPYIONLYIO JIMIEPHYIO MocieaoBaTesbHOCTh IgE.

B HekoTOphIX BapHaHTax peayu3aliy W300peTeHUs] HyKICHHOBAsI KUCIOTa, KOAUPYIOIIAast KOHCCHCYCHBIN
aaTured PSA, MOXeT IpeAcTaBIATh co00i TeTEepOSIOTHIHYI0 HYKJICOTHAHYIO ITOCIEIOBATEIHHOCTD H/IIIN CO-
JiepKaTh OTHY WU OoJiee TeTePOIOTHIHBIX HYKJICOTHAHBIX ITOCIIEA0BATEILHOCTEH.

(11) PSMA.

Baknpna mo HacrosmeMy H300pETEHHIO MOXKET COIEp)KaTh PAKOBBIM aHTHTEH INPOCTATCIEIM(pHIeCKHiA
MeMOpanHublii anturen (PSMA; taxxke msBectHbIil kak [myramaTtkapOokcunentunasa 11 (GCPII), N-anerun-L-
acraptui-L-riyramarnentugasa I (NAALADasa 1) u NAAG nenrtunasza), ero (parMeHT WM €ro BapUaHT.
PSMA komupyetcs renoM ¢onarruaposassl 1 (FOLH1). PSMA npencrasiser co0oi IMHKCOAEPIKAIIMA MeTal-
no¢epMeHT, OOHapyKEHHBIH B MeMOpaHaxX M BHEKJIETOYHOM HpocTpaHcTBe. PSMA cuilbHO dKcTIpeccupyeTcs B
MPE/ICTATEeNILHOM JKesie3e YeJOBeKa M aKTUBUPYETCS INPH pake IPeACTAaTeIbHOW JKeJe3bl. Y CTaHOBIICHO, YTO
PSMA Ttaxske cBepXdKCTIpECCUPYETCS MPH IPYTHX BUIAX paka, TAKUX KaK COJUIHBIE OIMYXOJIH IMMOYEeK, MOJOYHOM
JKeJIe3bl U TOJICTOW KUIIIKH.

Anturer PSMA criocoOeH MHIYyIHPOBATh aHTUTCH-CHEUGUIeCKU T-KIeTOYHBIA W/WIN WHTCHCHBHBIN
TYMOpaJIbHBIA IMMYHHBIE OTBETHI, TEM CaMBIM MHIYIHPYS WIN BBI3BIBas IMMYHHBIH OTBET, KOTOPHIH HaImpaB-
JIeH Ha pakK WU OIyXOJIb WJIM PearrpyeT Ha HUX DKCIpeccrueil aHTUIeHa. B HEKOTOPHIX BapHaHTaX pealu3alliy
M300peTeHUS] WHIYIMPOBAHHBIA WJIM BBI3BAHHBI MMMYHHBIM OTBET MOXKET MPEICTaBIATh COOOW KIETOYHBIH,
TYMOPAJGHBIA WK KaK KICTOYHBIN, TaK M T'yMOPAIBHBIH HIMMYHHBIC OTBETHL. B HEKOTOPBIX BapHaHTaX pean3a-
UM M300pETCHUST WHAYIIMPOBAHHBIN WM BBI3BAHHBIA KIICTOYHBI MMMYHHBIH OTBET MOXKET BKJIIOYATh HHIYK-
IIUIO WU cekperurio ramma-naTepdepona (IFN-y) w/umm dakropa Hekposa onyxodeit anbda (TNF-a). B qpyrux
BapHaHTaxX pealu3aliy N300peTeHIs WHAYIIMPOBAHHBIN WM BBI3BAaHHBIN MMMYHHBIH OTBET MOXKET YMEHBIIAThH
WJIM MHTUOMPOBATh ONMH WM Oosiee (pakTOpoB Cynpeccu MMMYHHOTO OTBETa, KOTOPHIE CTUMYJIHPYIOT pa3Bu-
THE OIYXOJH WM paka, 3KCIPECCHPYsl aHTHIeH, HAlpHMep, 0e3 OrpaHuueHHs] UMH, (aKTOpPbI, IOJABIISIOIINE
npeserranuio MHC, dakropsl, akTuBHpyoImue aHTHreH-crienupuueckue perynstopusie T-ketku (Tregs), PD-
L1, FasL, mutokunsl, Takue kak [L-10 u TFG-f, accoruupoBaHHEIC ¢ OIMyXOJIbI0 MaKpo(aru, acCOUHPOBAHHBIC
¢ omyxouspio (pUOpoOIaCThI, pacTBOPHMBIE (DaKTOPHI, IPOIYLHPYEMble IMMYHHBIMH KJIETKaMH-CYIIPECCOpPaMH,
CTLA-4, PD-1, MDSC, MCP-1 u MoseKkyasl HMMYHHBIX KOHTPOJBHBIX TOUYEK, YTO 0oJiee TOAPOOHO OTHMCAHO
HIDKE.

AnTturer PSMA MoXeT coiepiaTh SIHUTOINBI OEITKOB, KOTOPHIE AENAlOT UX 0COOCHHO 3(PPEeKTUBHBIMH B
KauyeCcTBE MMMYHOTEHOB, Ha KOTOPBIE MOTYT WHAYIIUPOBATHCSI UMMYHHBIE OTBETHI K PSMA. Antnren PSMA
MOJKET COJIepXKaTh MOJHOPA3MEPHBIH MPOIYKT TPAHCIALNH, €r0 BApHAHT, €ro (parMeHT WIH UX KOMOHMHAIIHUIO.
Anturen PSMA MoxeT cozepkaTh KOHCEHCYCHBIH OEIoK.

HyxneoTuanyro nocieaoBaTelIbHOCTb, KOAUPYIOIIYI0 KOHCEHCYCHBIN aHTUreH PSMA, MOXXHO onTUMU3U-
pOBaTh B OTHOLIEHHH YaCTOTHI HCIOJIB30BaHMUs KOJoHA U cooTBeTcTBYrommx PHK-TpanckpuntoB. Hyknennoas
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KUCIIOTa, KOAUpYIoLIas KOHCEHCYCHBIH anTureH PSMA, mosxer ObITh komoH- 1 PHK ontumusnpoBanHO#M s
IKCIPECCHH. B HEKOTOPBIX BapHaHTaX peaiu3alyd W300pEeTCHUs] HYKJICOTHIHAS IMOCICIOBATEIBHOCTD, KOIU-
pyrolas KOHCEHCYCHBIM aHTUTeH PSMA, MoxeT cojepxaTh mocienoBaTenbHocTh Kozak (Hampumep, GCC
ACC) mnst yeenmmueHus dhpexTuBHOCTH TpaHCHsmun. HykiienHOBas KUCIIOTa, KOAUPYIOIIass KOHCEHCYCHBIH aH-
tureH PSMA, MOXeT cojepaTh HECKOJIBKO cTOM-KomoHOB (Hampumep, TGA TGA) mist yBenmmdeHus ¢ dek-
TUBHOCTH TEPMUHAINH TPAHCIIAIIIH.

HyxknenHoBast KMCIIOTa, KOTUPYIOIAas KOHCEHCYCHBIH aHTUTeH PSMA, MOXeT Takke KOAWPOBATh JIUICP-
HYyI0 TocienoBaTelbHOCTE uMMyHOTIoOymHa E (IgE). HyknenHoBast kuciota, KOAMPYIOIIass KOHCEHCYCHBIN
anTureH PSMA, MOXeT JONOTHHUTEIEHO KOIUPOBATh JIMACPHYIO MMOCICA0BATEIbHOCTE IgE TakuM 0Opa3om, 94To
aMUHOKHCIIOTHAsI MOCJIEN0BATEeIbHOCTD JUAEPHON mocienoBarenbHOCTH IgE cBs3piBaeTcsi ¢ aMUHOKHCIOTHON
MOCJIe0BATEIbHOCTEI0O KOHCEHCYCHOro aHTureHa PSMA mentuaHolt cBsi3pio. HykiilemHoBasi KHCIOTa, KOJAU-
pytoiasi KOHCEHCYCHBIH aHTureH PSMA, MoXeT Takxke coaepKaTh HyKICOTHAHYIO MOCIE0BATENbHOCTD, KO-
PYIOIIYIO JHICPHYIO MOCIeNoBaTeNbHOCTE IgE. B HEKOTOPBIX BapHaHTax pealu3alii U300peTeHHs HYKICHHO-
Bas KUCJIOTa, KOAUPYIOIasi KOHCEHCYCHBIN aHTuren PSMA, He uMeeT Win He COACPKUT HYKJICOTUIHYIO MOCIIe-
JIOBAaTEIbHOCTH, KOAUPYIOUTYIO JIUACPHYIO MOCIe10BaTeNbHOCTD IgE.

B HekoTOpHIX BapHaHTax peayu3aliy W300peTeHUs HyKICHHOBAsI KHCIOTa, KOAUPYIOIAast KOHCCHCYCHBIN
anTuren PSMA, MokeT npeACcTaBlIATh COO0H TeTePOJOTHIHYIO HYKICOTHIHYIO ITOCIISIOBATEIFHOCTD W/MIIH CO-
JiepKaTh OTHY WU 0oJiee TeTePOIOTHIHBIX HYKJICOTHAHBIX ITOCIIEA0BATEIFHOCTEH.

(12) STEAP.

BakimHa mo HacToseMy H300pETeHNI0 MOXKET COJIEPKaTh PaKOBBIM aHTUIEH MIECTON TpaHCMEeMOpaHHBIH
SMUTEINATBHEIA aHTUTEH mpencTarenbHoi xene3bl (STEAP), ero ¢pparment wnu ero Bapuant. STEAP mpen-
CTaBJIsIeT co00H Metamopenykrasy, kogupyemyto renoM STEAP1. STEAP B 3HaunTensHON cTeneHu dKcIpec-
CUpYeTCs B TKaHSX MPeACTaTeIbHOMN jKeNe3bl U aKTUBUPYETCS B PAaKOBBIX KieTkaX. [Ipenmonaraercs, uto STEAP
TpPEJICTABISIET COOOM MIECTO TpaHCMEMOpPaHHBIN OCIOK U SBISCTCS aHTUTCHOM KIICTOYHOW MOBEPXHOCTH, pac-
MOJIO’KEHHBIM B MEKKJIETOUHBIX COCTUHEHUSIX.

Anturer STEAP cniocobeH WHAyNHpOoBaTh aHTHreH-crienuduaeckuii T-KIeTOYHBINA W/UIM WHTCHCUBHBIN
TYMOpaJIBHBIA IMMYHHBIE OTBETHI, TEM CaMBIM MHIYIHPYS WX BBI3BIBas IMMYHHBIH OTBET, KOTOPHIH HAIrpaB-
JIeH Ha pak WU OIyXOJIb WJIM pearrpyeT Ha HUX DKCIpeccreil aHTUIeHa. B HEKOTOPHIX BapHaHTaX pearu3alliy
M300peTeHUS] WHIYIMPOBAHHBIA WJIM BBI3BAHHBI MMMYHHBIA OTBET MOXKET MPEICTaBIATh COOOW KIETOUYHBIH,
TYMOpAJIBHBIA WIH KaK KIETOYHBIHN, TaK H TyMOPAIbHBI HMMYHHBIE OTBETHL. B HEKOTOPHIX BapHaHTaX peajn3a-
IIUA M300pETeHNSI WHAYIMPOBAHHBIN WIIM BBI3BAHHBIM KJICTOYHBI MMMYHHBIH OTBET MOKET BKJIIOYATh MHIYK-
U0 WU cekpeturo ramma-uaTepdepona (IFN-y) w/umm dakropa Hekposa onmyxodeit anbda (TNF-a). B npyrux
BapHaHTax peann3aniy N300peTeHIs NHIYIUPOBAHHBIN WM BBI3BAaHHBIN MMMYHHBIH OTBET MOYKET YMEHBINIATh
WX MHTHOUPOBATh OJWH WIN Oojee (aKTOPOB CYNMPECCHU MMMYHHOTO OTBETa, KOTOPBIC CTUMYJIHPYIOT Pa3BH-
THE OIyXONU WM PaKa, SKCIOPECCHPYsS aHTUTCH, HANpUMep, 0e3 OTpaHUYCHUS UMHU, (PaKTOPHI, MOJABIISIONINEC
npeserranuio MHC, dakropsl, akTuBHpYyIoIue aHTHreH-criennduueckue perynstopusie T-kerku (Tregs), PD-
L1, FasL, mutokunsl, Takue kak [L-10 u TFG-f, accormupoBaHHEIE ¢ OITyXO0JbI0 MaKpodaru, aCCOUNPOBAHHBIC
¢ omyxolbi0 (pubpo0IacThI, pacTBOpUMBIC (HAKTOPHI, MPOAYIHMPYEMbIE IMMYHHBIMU KIIETKAMH-CYIPECCOPAMH,
CTLA-4, PD-1, MDSC, MCP-1 u MONeKyJIbl HMMYHHBIX KOHTPOJIBHBIX TOYEK, YTO OoJiee TOAPOOHO OMUCAHO
HUXKE.

Anturer STEAP Moxet comepaTh MUATOINBI OEITKOB, KOTOPBIE NENAIOT HX 0COOCHHO A (EKTUBHBEIMU B
KauyecTBE UMMYHOTEHOB, Ha KOTOpPBIE MOTYT HHAYIHpPOBaThCs UMMYyHHBIE 0TBeTHl K STEAP. Anturen STEAP
MOJKET COJIepXKaTh MOJHOPA3MEPHBIH MPOIYKT TPAHCIALNH, €ro BapHaHT, ero (parMeHT WIH UX KOMOMHAIHUIO.
Anrtured STEAP MoxkeT conepkaTh KOHCEHCYCHBIH OEJIOK.

HyxneoTrnaHyto mociaenoBaTeIbHOCTh, KOAUPYIOMYI0 KOHCEHCYCHBIH aHTuTeH STEAP, MOXHO ONTUMU3H-
poBaTh B OTHOIIEHUH YaCTOTHI UCIOIb30BaHMs KojJoHa U cooTBeTcTBYIomnX PHK-TpanckpunTtos. HyknenHoBast
KUCIIOTa, Koaupytommas koHceHcycHbli antured STEAP, moxer ObiTh KomoH- 1 PHK ontumusnpoBanHON 1s
IKCIPECCHH. B HEKOTOPBIX BapHaHTaX peau3ally U300pEeTCHUs] HYKJICOTHIHAS IMOCICIOBATEIBHOCTh, KOIU-
pytomas koHceHcycHbIil anTureH STEAP, Moxer comepkaTh mocienoBarensHocTh Kozak (manpumep, GCC
ACC) mns yBennueHus 3(p(HEKTUBHOCTH TpaHCIAMK. HykienHoBast KUCIOTa, KOAUPYIOIas KOHCEHCYCHBIH aH-
tured STEAP, MoxeT comeparh HECKOJBKO CTON-KoAoHOB (Hampumep, TGA TGA) s yBennuenus s¢dek-
TUBHOCTH TEPMUHAINN TPAHCIISAIIIH.

HyxnewnoBas kucnora, kogupyromas koHceHCycHbIH anTureH STEAP, MoXxeT Takke KOIUpOBaTh JIUICP-
HYyI0 TocienoBaTeibHOCTE uMMyHOTIoOynHa E (IgE). HyknenHoBas kuciota, KOAMPYIOIIas KOHCEHCYCHBIN
antureH STEAP, MokeT JOMOJIHUTENBHO KOAUPOBATH JIUIAEPHYIO MOCIe0BaTeIbHOCTh IgE Takum o6pa3oM, 9To
AMUHOKHCJIOTHAsI TIOCJIEN0BATEIbHOCTD JUAECPHON NOCIEN0BaTeNbHOCTH IgE cBs3bpIBaeTCS ¢ aMUHOKHCIOTHOM
MOCIIE0BATEIHHOCTRIO KOHCeHCYycHOTO aHTureHa STEAP menTumHo# cBs3pro. HykienmHoBas KHCIOTa, KOJIW-
pytomiast koHceHcycHbld anTuren STEAP, MoxeT Takxke colepkaTh HYKJICOTHIHYIO MOCIEA0BAaTEIbHOCTh, KO-
JTUPYIOIIYIO JTHICPHYIO MOCIeI0BaTenbHOCTE IgE. B HEKOTOPBIX BapHaHTaX pealu3alliy W300pEeTCHIs HYKIICH-
HOBasi KUCIIOTa, Kogupyouiasi KoHceHCycHbI antureH STEAP, He uMeeT Wi He COEPKUT HYKJICOTUIHYIO TO-
CJI€JI0BaTENbHOCTh, KOAUPYIOLIYIO IUIEPHYIO MOCIEeI0BATENbHOCTD IgE.
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B HeKkoTOpBIX BapuaHTax peayn3aliy M300pEeTeHUs] HyKJICHHOBAs KUCIOTA, KOJUPYIOIIas KOHCEHCYCHBIH
antured STEAP, moxeT mpencraBisiTe co0OH TeTEpOJIOTHYHYIO HYKJICOTHAHYIO MOCIIEAOBATEILHOCTD W/HMIIH
COJZIepXKaTh OTHY MK O0Jiee TeTePOIOTHIHBIX HYKJICOTHIHBIX ITOCIIEA0BATEIFHOCTEH.

(13) PSCA.

Baknpna mo HacrosmeMy H300pETEHHIO MOXKET COIEp)KaTh PAKOBBIH aHTHTCH INPOCTATCHCIM(pUICCKHA
aHTUreH cTtBONIOBEIX KieTok (PSCA), ero gparment wim ero BapuanT. PSCA mpencrasisier coO0H TIITMKO3HMII-
dbocharuaumuaozuton (GPI)-3askopeHHBI O€NOK KJIETOYHOW TOBEPXHOCTH M KOJUPYETCS aHIPOTEH-
qyBCTBUTENbHBIM TeHOM. PSCA sBnsieTcst pencraButeneM cemeiictBa Thy-1/Ly-6 GPI-3askopeHHBIX aHTHTE-
HOB KJIeTOUHOH noBepxHOocTH. PSCA akTHBHpYyeTCsl BO MHOTHX BHIAX paka, B TOM YHCIIE B paKke MpeACTaTellb-
HOM keJe3bl, MOUEBOTO Iy3bIPsI U MOAXKEIYJOUHON JKeIe3bl.

Antures PSCA crnocoOeH WHAYIMPOBATh aHTUTCH-cennu(puieckuil T-KICTOYHBIA W/WIN UHTEHCUBHBII
TYMOPAJIBHBIA UMMYHHBIC OTBETBHI, TEM CaMbIM WHIYIHUPYS WIW BBI3BIBAs HMMYHHBIH OTBET, KOTOPBIH HAIpaB-
JIeH Ha paK WM OIyXOJIb WM pearnpyer Ha HUX DKCIpeccHel aHTUreHa. B HEKOTOpBIX BapHaHTaxX peallu3aluy
M300peTeHNs MHIYLMPOBAaHHBIH WM BBI3BAaHHBIH MMMYHHBIH OTBET MOXKET NPEACTAaBISTH COOOH KIIETOYHBIH,
TYMOpAJIBHBIA WIN KaK KIETOYHBIN, TaK ¥ TyMOPAIbHBI HMMYHHBIE OTBETHL. B HEKOTOPHIX BapHaHTaX peajn3a-
UM M300pETeHNST WHAYIMPOBAHHBIN WIIM BBI3BAHHBIM KJICTOYHBI MMMYHHBIH OTBET MOKET BKJIIOYATh MHIYK-
IIMI0 WK cekpennio ramma-uaTepdepona (IFN-y) u/nmm daxropa Hekposa omyxouneit anbda (TNF-o). B npyrux
BapHaHTax peann3aniy N300peTeHNsT HHIYIUPOBAHHBIN WIIM BBI3BAaHHBII MMMYHHBIH OTBET MOYKET YMEHBIIATh
WM MHTHONPOBATh OJWH WM Oojiee (PaKTOPOB CYNPECCHH MMMYHHOTO OTBETA, KOTOPBIE CTUMYJIHPYIOT Pa3BH-
THE OIyXOJM WM paka, SKCOPECCHpys aHTUTEH, HampuMmep, 0e3 OrpaHHYeHUs UMH, (aKTOPHI, MOABISIONINE
npesenTanuio MHC, dhakTopbl, akTHBUPYIONTHE aHTUTeH-cTiennduueckue perymstopabie T-knerkn (Tregs), PD-
L1, FasL, mutokunsl, Takue kak I[L-10 u TFG-f, accormupoBaHHEIE ¢ OITyXO0JBI0 MaKpodaru, aCCOMNPOBAHHBIC
C OmyXoJibto (UOPOOIACTHI, PACTBOPUMBIC (PAKTOPHI, MPOAYIIPYEMbIE HMMYHHBIMH KJIETKAMH-CYIPECCOPaMH,
CTLA-4, PD-1, MDSC, MCP-1 u MONeKyJIbl HMMYHHBIX KOHTPOJIBHBIX TOYEK, YTO OoJiee TOAPOOHO OMUCAHO
HIDKE.

Amnturen PSCA mMoxeT coziepkaTh SIUTOIBI OEIIKOB, KOTOPBIE JEaloT UX 0CO0eHHO 3(h()EeKTUBHBIMU B Ka-
4ecTBE UMMYHOTEHOB, Ha KOTOpPBIE MOTYT HHAYLUPOBaThcd UMMYyHHBIE 0TBETHI K PSCA. AnTuren PSCA moxer
COJIepIKaTh IOJIHOPA3MEPHBIH MPOAYKT TPAHCISILUH, €T0 BapHaHT, €ro (parMeHT WM UX KOMOWHANWIo. AHTH-
reH PSCA MoseT coniepkaTh KOHCEHCYCHBIH OEJIOK.

HyxreoTnaayio mocieqoBaTeNbHOCTb, KOTUPYIONIYI0 KOHCEHCYCHBIN aHTureH PSCA, MOXXHO ONTHMU3U-
pOBaTh B OTHOIIIEHWH YaCTOTHI UCIIOJIB30BaHUs KoJloHA U cooTBeTcTBYIOMUX PHK-TpanckpuntoB. Hyknennosas
KHCIIOTa, Komupyromas KoHceHcycHbI anTtured PSCA, Moxker ObITh KofoH- 1 PHK ontumusupoBanHON st
SKCIIPEeCCHH. B HEKOTOPHIX BapMaHTaX pean3aliy H300peTeHHs HYKJICOTHIHAS IOCIEIOBATENBHOCTh, KOIHU-
pyromas KoHceHCycHbIH aHTureH PSCA, Moxer copepxkaTh mocienoBaTenbHOCTh Ko3zak (Hampumep, GCC
ACC) mns yBennueHus 3(p(HEKTUBHOCTH TpaHCIAMK. HykienHoBast KUCIOTa, KOAUPYIOIash KOHCEHCYCHBIH aH-
tureH PSCA, MOeT coziep>kaTh HECKOJIBKO CTON-KogoHOB (Harnpumep, TGA TGA) s yBenndeHus 3¢pexTus-
HOCTH TEPMUHALUH TPAHCIISLIUH.

HyxneunoBas xuciota, KoAUpyomas KOHCEHCYCHbIN aHTuren PSCA, MoXkeT Takke KOIUPOBaTh JUAEP-
HyIO TocienoBaTenbHocTh nMmyHornoOynuna E (IgE). HyknennoBas kuciora, Komupyromas KOHCEHCYCHBIH
antured PSCA, MOXET ZOTOJHUTENFHO KOANPOBATH JIMIEPHYIO ITOCIea0BaTenbHOCTh IgE Takum o06pasoM, 4To
AMUHOKHCJIOTHAsI TIOCIIEN0BATEIbHOCTD JUAEPHON NOCIEN0BaTeNnbHOCTH IgE cBs3bpIBaeTCS ¢ aMUHOKHCIOTHOM
MOCIIE0BATEIBHOCTRI0O KOHCEHCYycHOTO anTtureHa PSCA menTtumHo#l cBs3plo. HykinewHoBas KuciaoTa, KOIW-
pytomiast KoHCeHCYCHBIH aHTHTeH PSCA, MOXeT Takke ColepKaTh HyKICOTHIHYIO ITOCIEA0BAaTEILHOCTD, KOH-
PYIOLIyIO THACPHYIO TocienoBaTensHocTh IgE. B HEKOTOPEIX BapmaHTax peanm3anuy H300peTeHNs HyKICHHO-
Bas KHCJIOTa, KOTUPYIOMas KOHCeHCYCHBIH anTureH PSCA, He MMeeT min He CONEPKUT HYKICOTHAHYIO TOCie-
JIOBaTENIbHOCTh, KOAUPYIOLIYIO THAEPHYIO MOCIe0BaTeNbHOCTD IgE.

B HEKOTOpBIX BapHaHTaxX peayn3aliy M300pEeTeHUS] HyKJICHHOBAs KUCIOTA, KOJUPYIOIIas KOHCEHCYCHBIH
antured PSCA, MoXeT IpeAcTaBisiTh cO00H TeTepoNIOTHYHYI0 HYKJICOTHIHYIO MTOCIEA0BATEIbHOCTD M/HIH CO-
JIep>KaTh OJJHY WIH 00JIee TeTePOIOTUUHBIX HYKICOTHIHBIX OCIIET0BATEILHOCTEH.

(14) hTERT.

Bakmiaa o HacrosieMy M300peTeHHIO MOXET cojepkaTh pakoBblii antureH hTERT, ero ¢parment wim
ero BapuanT. hTERT mnpencraBnseT co6oit 0OpaTHYIO TpaHCKPHUIITAa3y TeJIOMEpasbl YeJIOBEKa, KOTOpask CUHTE3H-
pyetr Metky TTAGGG Ha KOHIIE TEJIOMEPOB C IENbI0 MPEIOTBPAIICHNsI THOETH KJICTOK M3-332 YKOpadWBaHUS
xpoMocoM. 'uneprnponudepaTuBHbIE KIETKH MOTYT UMETh aHOMAaJIbHO BBICOKHH ypoBeHb dkcrpeccun hTERT.
AnomanbHas skcnipeccuss hTERT MoskeT Takke MpOUCXOAUTh B THIIEPIPOTH(EPATUBHBIX KIETKaX, HHPHUIHPO-
BanHbIX HCV u HPV. Takum o6pazom, nmmyHnotepanuio HPV u HCV M0XHO MOBBICHTH C MTOMOIILIO HAMpaB-
JIEHHOTO BO3JCHCTBUS Ha KJIETKH, KOTOphle akcnipeccupyioT hTERT Ha aHOManbHBIX ypoBHSX. AHTHTeHB HPV
n HCV paccmatpuBatotcs Hnxe 6osee noapooHo. Pakossrit anturedr hTERT MoxeT OBITH TOMIOIHHUTENBHO OI-
penenen B 3asBke Ha mateHT CLIA Ne 14/139660, nonannoii 23 nexadpst 2013 rona, onucanne KOTOPOH BKIIIO-
YEHO B IAHHBIH JIOKYMEHT ITOCPEJICTBOM CCBHIJIKH B TIOJIHOM OOBEME.

Kpome Toro, sxcnpeccust hTERT B nennpuTHbIX KineTkax, TpaHcduiupoBanHbeix reHamMu hTERT, moxer
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WHAYUUPOBATh IIUTOTOKCUYECKHE T-KIeTKH CDS8" u BoistBisTh T-kiterkn CD4* aHTHUTCH-crienn(UIecKuM oOpa-
3oM. Takum o6pazom, ucnosnp3oBanue skcnpeccurt hTERT B anTurennpesentupyrommx kiaerkax (APC) c nenbro
3alIepXKKU CTapeHUs W TOANCPKAHUSA MX CIIOCOOHOCTH K TNPE3CHTAIlMH MPEAIIOYTUTEIFHOTO aHTUTeHa MOYKHO
HCIIOJIb30BaTh B UMMYHOTEPATIEBTHUECKAX METOAX, TAKAX KaK METOaX, ONMCAHHBIX B JAHHOM JOKYMEHTE.

Anturer hTERT MoeT acconMUpOBaThCS CO MHOTHMH BHJIAMH paka WM JKCIPECCHPOBATHCS WMHU,
BKITI04asA, 0e3 OrpaHUdeHUs UMH, MEJIAHOMY, PaK IPEACTaTEeIbHO KeJe3bl, paK NeueHH, paK MeHKH MaTKH, pe-
MUAUBUPYIONTNN pecriuparopHbiii mamwuiomaro3 (RRP), pak anampHOro KaHaja, pak TOJIOBHI M IIIEH, a TaKKe
pak kpoBHu. COOTBETCTBEHHO, BaKIMHA, cofeprkarias antured hTERT, onucannbiii B JaHHOM JOKYMEHTE, MOYKET
OBITH MCIOJNB30BaHA JUISl JICUCHHSI CYOBEKTOB, CTPAIAIONINX MHOTUMH BHJIaMH paka, B TOM 4Yucie, 0e3 orpaHu-
YEHUs] UMU, METAaHOMOM, paKoM IMpeACTaTeIbHON KeJle3bl, PAKOM MEeUeHHU, PAKOM IIEHKH MaTKH, PeLUIUBUPYIO-
MM pecrupaTopHbiM nammuioMaro3oM (RRP), pakom aHambHOTrO KaHaja, pakoM TOJIOBBI U IIICH, a TaKXKe pa-
KOM KpPOBH.

Antures hTERT crnocobeH WHAyIMpOBaTh aHTHTeH-crielu(uyeckuii T-KIeTOYHBIN W/WITH WHTEHCUBHBII
TyMOpPaJIbHBIM UIMMYHHBIE OTBETHI, TEM CaMbIM HHIYIUPYS WIH BbI3bIBas UMMYHHBIN OTBET, KOTOPBIH HampaB-
JIeH Ha pakK WU OIyXOJIb WJIM PearnpyeT Ha HUX DKCIpeccruell aHTHIeHa. B HEKOTOPHIX BapHaHTaX pearu3alliy
M300peTeHUS] WHIYIIMPOBAHHBIM WJIM BBI3BAHHBI MMMYHHBIH OTBET MOXKET MPEICTaBIATh COOOW KIETOUYHBIH,
TYMOpAJIBHBIA WIH KaK KIETOYHBIN, TaK ¥ TyMOPAIbHBI HMMYyHHBIE OTBETHL. B HEKOTOPHIX BapHaHTaX peajn3a-
IIUH M300pETeHNST WHIYIMPOBAHHBIN WIIM BBI3BAHHBIM KJIETOYHBI MMMYHHBIH OTBET MOJKET BKIIOYATh MHIYK-
W10 WK cekpenunio ramma-uaTepdepona (IFN-y) u/nmm daxropa Hekposa omyxoueit anbda (TNF-o). B npyrux
BapHaHTaxX peann3aniy N300peTeHIsI NHIYIUPOBAHHBIN WM BbI3BAaHHBII MMMYHHBIH OTBET MOXKET YMEHBIIIATh
WM MHTHOUPOBATh OJWH WM Oojiee (aKTOPOB CYNPECCHH MMMYHHOTO OTBETA, KOTOPBIE CTUMYJIHPYIOT Pa3BH-
THE OIyXONM WM Paka, SKCOPECCHPYs aHTUTCH, HANpUMep, 0e3 OTpaHUYCHUS UMHU, (PaKTOPHI, MOJABISIOININEC
npeserranuio MHC, dakropsl, akTuBHpYyIOIIne aHTHIeH-criennduueckue perynstopusie T-kerku (Tregs), PD-
L1, FasL, mutokunsl, Takue kak [L-10 u TFG-f, accormupoBaHHEIE ¢ OITyXO0JbI0 MaKpodaru, aCCOMNPOBAHHBIC
¢ omyxouspio (pUOpoOIacThl, pacTBOPUMBIE (DaKTOPHI, MPOIYLHPYEMble HIMMYHHBIMH KJIETKaMH-CYIPECCOpPaMH,
CTLA-4, PD-1, MDSC, MCP-1 u MONeKyJIbl HMMYHHBIX KOHTPOJIBHBIX TOYEK, YTO OoJiee TOAPOOHO OMUCAHO
HIDKE.

Anturen hTERT Moxer coneprkarh 3MUTONbI OEITKOB, KOTOPBIE JIENAI0T UX 0COOEHHO 3((EeKTHBHBIMU B
KauyecTBE HMMMYHOTE€HOB, Ha KOTOpPbIE MOTYT MHAYIHUpoBaThcs MMMYHHBIE OTBETHI K hTERT. Anturen hTERT
MOJKET COJIepXKaTh MOJHOPA3MEPHBIH MPOIYKT TPAHCIALINH, €r0 BApHAHT, €ro (parMeHT WIH UX KOMOMHAIIUIO.
Anrtured hTERT moxeT comepxkath KOHCEHCYCHBIH O€JIOoK.

HyxneotnaHyto mocieaoBaTeabHOCTh, Komupytomrylo antureH hTERT wnm KOHCEHCYCHBIM aHTHTeH
hTERT, MOXXHO ONTHMHU3HPOBATh B OTHOIIEHUH YACTOTHI MCIIONB30BAHUS KOJOHA M COOTBeTCTBYyrOmuX PHK-
TpaHckpunToB. HykienHnoBast kucnora, koaupytomas antureH hTERT wmm xoncencycHsiii anturen hTERT,
MoxeT ObITh K0Z0H- 1 PHK ontuMusnpoBanHO# U1 9Kcnipeccuy. B HEKOTOpBIX BapuaHTaxX pealn3alyd H30-
OpeTeHUsT HYKJICOTHIHAs TOCIEI0BaTeILHOCTh, Koaupyromas antureH hTERT wim KOHCEHCYCHBIH aHTUTCH
hTERT, moxer copepxath nocienobarenbHocts Koszak (Hanpumep, GCC ACC) st yBennueHust 3¢ GeKTHBHO-
ctu TpaHcisinuu. Hyknennosas kucnora, konupytomasi antiured hTERT wnu koncencycusiit anturen hTERT,
MOXET COJIepP>KaTh HECKOJBKO CTON-KOoHOB (HampuMep, TGA TGA) ans yBennuenust 3ppekTHBHOCTH TepMH-
HAIlUU TPAHCIISILIUN.

Hyxneunosas kucnota, kogupytomias antured hTERT nnm koncencycusiit antured hTERT, MmoxkeT Takxke
KOJMPOBATh JHASPHYIO TOCIen0BaTeIbHOCTh MMyHOTI0OyHa E (IgE). HykiennoBas kucmora, Kogupyromas
antured hTERT wim koncencycHbiil antured hTERT, MokeT TOMOTHUTENEHO KOAUPOBATH JIMJACPHYIO MOCIIEN0-
BaTeNbHOCTH IgE TakuMm 00pa3oM, YTO aMHHOKHCIIOTHAS ITOCIEIOBATEIBHOCTD JHICPHONW MOCIEI0BATEIEHOCTH
IgE cBs3bIBacTCS ¢ aMUHOKUCIIOTHON TMOcCienoBaTenbHOCThI0 aHTureHa hTERT wim KOHCEHCYCHOTO aHTHTEHa
hTERT nenTtunHoii cBsi3pio, cooTBeTCTBeHHO. HykienHoBas kuciora, kogupytomas antured hTERT wnn kos-
cercycHblii antureH hTERT, Moxxer Taxke comepaTh HYKICOTHAHYIO MOCIEAOBATEIEHOCTD, KOJUPYIOIIYIO
JIMIEpHYI0 nocienoBaresibHOCTh IgE. B HeKOoTOpHIX BapuaHTax peanu3anuy U300peTeHHs HyKICHHOBas KUCIIO-
ta, koaupyrontas aHtureH hTERT wnn xoncencycusiit anturen hTERT, He umeeT mim He colepXKUT HYKIICO-
TUJIHYIO NOCIIEA0BATEIbHOCTD, KOAUPYIOIIYIO JINAEPHYIO OCIeA0BaTeNbHOCTE IgE.

B HEKOTOPBIX BapHaHTaX peaiu3aliy H300peTeHUS HYKICHHOBAs KUCIoTa, kKonupyomas antured hTERT
nnu koHceHcycHbIH anTureH hTERT, MokeT mpencTaBisTh COOO0M reTepOIOTHYHYIO HYKJICOTHIHYIO TIOCTIEI0Ba-
TENBHOCTh W/WIIU COJIEp’KaTh OJHY WIH 0oJee TeTepOJIOTHYHBIX HYKJICOTHIHBIX MocienoBarenbHocTeil. Hyk-
nenHoBas kuciorta, koaupyomas antTured hTERT wim xoucencycHsbiii antured hTERT, MoxeT ObITh MyTHpO-
BaHHOU oTHOCUTeNbHO aHTUTeHa hTERT mukoro Tuma TakuM o0pa3om, 9TO OJHA WK 00Jiee aMHHOKUCIIOT TN
OCTaTKOB B aMHUHOKHCIIOTHOH mocienoBaTesbHOCTH aHTUreHa hTERT wmm xoHcencycHoro anturena hTERT,
COOTBETCTBEHHO, 3aMEHEHBI WJIM 3aMEIleHbl APYrodl aMHHOKHCIOTOM WM OocTaTkoM. HykiiemHOBas KMCIOTa,
xonupytomast antured hTERT wnn koncencycHsiit antured hTERT, MoskeT ObITH MyTHPOBaHHOH OTHOCHUTEIIHHO
anturena hTERT nukoro Tuma takuM oOpa3oMm, YTO OJMH WM OoJiee OCTaTKOB B aMUHOKHCIIOTHOI TocieoBa-
tenbHOCTH anTureHa hTERT wnu xoncencycHoro anturena hTERT, cooTBeTCTBEHHO, 3aMEHEHBI HITH 3aMEIICHBI
JPYTMM OCTaTKOM, TEM CaMbIM 3acTaBilsisi HIMMYHHYIO cucTeMy Oosee He ObITh TodepanTHO# kK hTERT y mieko-
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MUTAOIIETO, KOTOPOMY BBOJST HYKJICHHOBYIO KHCIOTY, kKomupyromyr antureH hTERT wiu koHCEHCYCHBIN
antured hTERT, anturen hTERT wmu xoncencycHsiit anturen hTERT, wim ux xomOunaunu. Hyxnennosas
kuciora, konupytomas antured hTERT winu koncencycusiii antured hTERT, MoxkeT ObITh MyTHPOBAaHHOM OT-
HocutenbHO aHTureHa hTERT nukoro tuma Takum o6pasom, 4to apruauH 589, acnaprart 1005 nim kak apruHuH
589, tak u acmaptar 1005 B ammHOKHCIOTHOM mocnenoBarenbHocT antureHa hTERT uimm koHCEeHCYyCHOTO aH-
tureHa hTERT 3ameHeHb! Wi 3aMeeHbl 0CTATKOM THPO3WHA.

Anturer hTERT moxxer npeacTaBiarh co0oil HyKIeoTHAHYI0 mocienaoBareabHocTh SEQ ID NO: 23, ko-
TOpast KOOUPYET aMHHOKUCIIOTHYIO TiocienoBaTesbHocTh SEQ ID NO: 24.

[Mocnenosarensrocts SEQ ID NO: 23 xoaupyet 6esok hTERT, cBsi3aHHBIN ¢ IHIEpHOI MOCIIEI0BATEINb-
HocTblo IgE. Benok hTERT mosker ObITh cBs3aH ¢ smaepHoi nocienoBarensHocThio IgE 1 HA-MeTkoi. B npy-
TUX BapuaHTax peanusaiuu nzooperenus 0enoxk hTERT MoxeT He comepikaTh WU HE OBITh CBS3aHHBIM C JIU-
JepHoit nocnenosarensHocThIO IgE n/nnn HA-meTko#.

B HekoTopbIx BapnanTax peanusanuu uzodperenus antureH hTERT moxer npencraBiars co6oi Hykieo-
TUIHYIO TIOCJIEJIOBATEILHOCTh, 00JIQIAONIYIO 0 MEHbIel Mepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100% HOCHTUIHOCTHIO IO BCEH
JUTHHE HYKJICOTHIHON MociieioBaTeabHoCTH, ipuBeneHHoi B SEQ ID NO: 23. B npyrux BapuaHTax pean3aiuu
n3o0perenus antured hTERT moxer mpeactaBisaTh coO0W HYKICOTHIHYIO TOCIEIOBATEIBHOCTD, KOTOpast KO-
IUpyeT aMHHOKHUCIIOTHYIO ITOCIIEI0BATEIFHOCTD, 00IaJaroNIyro To MeHbIIeH Mepe okoio 80%, 81%, 82%, 83%,
84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wnm 100% wuneH-
THYHOCTBIO TIO BCEH JUTMHE aMUHOKHCIOTHOH mocienoBaTensHocTh, nmpuseaeHHol B SEQ ID NO: 24. AnTurexn
hTERT moskeT mpeactaBisaTh OO0l aMHHOKHCIOTHYIO ITOCIICAOBATEIFHOCTD, O0JIAAAONIYI0 TI0 MEHBIIEH Mepe
oko1o 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
98%, 99% unu 100% uAEHTUYHOCTHIO MO BCEH JIMHE aMUHOKHCIOTHON MOCIIeI0BaTeIbHOCTH, IPUBEIECHHON B
SEQ ID NO: 24.

HexoTtopbie BapuaHThI peann3anui H300pETCHHUsI OTHOCATCS K HYKICOTHIIHBIM ITOCICIOBATEIBHOCTSM, KO-
mupytomuM 6enkn, romonorudnbie 0enky hTERT, ummyHnorennomy @parmenty O6enka hTERT n ummyHOTeH-
HBIM (pparmMeHTaM rOMOJIOTHYHBIX OenkoB. Takwe MOIEeKyNbl HyKJICHHOBBIX KHUCIIOT, KOTOPBIE KOAUPYIOT HMMY-
HOreHHBIE OeKH, oOamaromue 10 95% TroMoJIOrdd OTHOCHUTEIBHO MOCIEAOBATENBHOCTH, 10 96% romMomaoruu
OTHOCHTEJBHO ITOCIEA0BATENBHOCTH, 10 97% roMOJOIMH OTHOCHUTENIBHO ITOCIEA0BATENBHOCTH, 10 98% romoJio-
THH OTHOCHUTEIBHO TOCIEI0BATENFHOCTH U 10 99%, MOTYT OBITH IIPENOCTaBICHB. AHAIOTHYHBIM 00pa3oM, TaK-
JKe TIPEOCTABIIAIOTCS HYKJICOTHAHBIC TIOCIEOBATEIFHOCTH, KOAUPYIOIINE HIMMYHOTEHHBIE (hparMeHTHI, TIPHBE-
JICHHBIC B JaHHOM JOKYMEHTE, 1 IMMYHOTCHHBIC ()parMEHTHI OCIKOB, KOTOPhIC TOMOJOTHYHEI OeKaM, pUBE-
JICHHBIM B JJAHHOM JOKYMECHTE.

HekoTopbie BapuaHTHI peann3anud U300pPETCHUS OTHOCATCS K MOJIEKYJaM HYKICHHOBBIX KHCIIOT, KOJH-
PYIOIIUM UMMYHOTCHHBIC OeKH, oOamgaronue 95% roMoiorueii OTHOCUTEIHFHO HYKIEHHOBOH KHUCIIOTHI, KOJIU-
pYIOIIEH MOCIeI0BATEILHOCTH B JJAHHOM JTOKyMeHTe. HeKkoTophle BapHaHTHI peaiu3allid H300pETCHUs OTHO-
CATCS K MOJICKYJIaM HYKJICHHOBBIX KHCJIOT, KOAMPYIOIIMM UMMYHOTEHHEIC Oeku, oOnanaromme 96% romMoioru-
ell OTHOCUTEJIbHO HYKJIEMHOBOM KHCJIOTHI, KOJUPYIOIIEH MOCIIEeI0BaTeIbHOCTH B IaHHOM J0KyMeHTe. HekoTo-
pBIE BapHaHTHI pean3aliii H300PETeHNS OTHOCITCA K MOJIEKYJIaM HyKJICHHOBBIX KHCIIOT, KOIUPYIONIM HMMY-
HOTEHHBIE OeJKH, obmanarontie 97% roMosorneif OTHOCHTENFHO HYKJICHHOBOH KHCIIOTHI, KOJUPYIOMIEH mocie-
JIOBAaTEIILHOCTH B TAHHOM JTOKyMeHTe. HekoTophie BapuaHTHI peanu3aiy H300peTeHISI OTHOCITCS K MOJICKYyIaM
HYKJICMHOBBIX KHCIIOT, KOAWPYIOIINM MMMYHOTCHHBIE Oenku, oOmamaromue 98% romomorneil OTHOCHUTEIHHO
HYKJICHHOBOW KHCJIOTHI, KOJUPYIOIICH TOCICAOBATEIFHOCTH B JAHHOM JOKyMeHTe. HekoToprie BapuaHTHI pea-
JU3aIMA HU300PETCHUST OTHOCITCS K MOJICKYJIaM HYKJICHHOBBIX KHCIIOT, KOJUPYIOIUM UMMYHOTCHHBIC OCJIKH,
obmanarormue 99% TOMONOTHEH OTHOCHTEIBHO HYKIICMHOBOM KHCIIOTHI, KOAUPYIOMICH MOCIICAOBATCIFHOCTH B
JAHHOM JTIOKYMCHTE. B HEKOTOpBIX BapHaHTaX pealii3allid W300pPETCHHsI MOJICKYIBI HYKJICHHOBBIX KHCIOT C
KOJUPYIOIIMMHU TOCJICIOBATEIEHOCTSMH, OMUCAHHBIMA B JAHHOM JOKYMEHTE, KOTOPBIE TOMOJIOTHYHBI KOIH-
PYIOIIEH MOCIeNOBaTEIEHOCTH KOHCCHCYCHOTO OCliKa, OMMCAHHOTO B JJAHHOM JOKYMCHTE, BKIFOYAIOT TIOCIEI0-
BaTEIbHOCTH, KOJIUPYIONINE JTUACPHYIO MOCienoBaTeNbHOCTh IgE, CBsA3aHHYIO ¢ 5'-KOHIIOM KOAMPYIOIIEH TO-
CIIEZIOBATENIFHOCTH, KOAWUPYIOMIEH TOMOJOTHYHEIC IMOCIICIOBATEIHHOCTH OENKOB, OMHCAHHBIC B JTAHHOM JIOKY-
MEHTE.

HexoTtopbie BapmaHTHI peann3anui H300peTeHUsI OTHOCATCS K HYKICOTHIHBIM ITOCIIEIOBATEIHHOCTSAM, KO-
TUPYIOIIUM OCJKH C OIpENeIeHHBIM MNPOIEHTOM HICHTUYHOCTH OTHOCHTENFHO IIOJIHOpa3MEpHOro Oenka
hTERT, ummyHorenHoro ¢parmenta 6emka hTERT W MMMyHOT€HHBIX (PparMeHTOB OEJIKOB, OO0JIaMarONTUX
UICHTUYHOCThIO OTHOcUTenbHO Oenka hTERT. Takue MONeKyinbl HYKICHHOBBIX KHCIOT, KOTOPBIC KOIHPYIOT
UMMYHOT'CHHBIC Oenku, oOnanaromue 10 80% MICHTHYHOCTH OTHOCHUTEIHHO TOJHOPAa3MEPHOM MOCIeI0BaTEb-
Hoctd hTERT, mo 85% WAEHTHYHOCTH OTHOCHUTEIHHO MOTHOPA3MEPHOU MocienoBaTenbHOCTH, 10 90% wuiacH-
TUYHOCTH OTHOCHUTEIHFHO TOTHOpa3MepHoil mocnenoareabHocTd hTERT, no 91% uaeHTHIHOCTH OTHOCUTEIBHO
nonHopasMepHoii mocienoBarenbHocTH hTERT, 1o 92% wnaeHTHYHOCTH OTHOCHTENIBHO IMOJHOPa3MEpPHOH Mo-
cnegoBatensHocTH hTERT, 10 93% WAGHTHYHOCTH OTHOCHTEIHLHO TOJTHOPa3MEPHOH MOCICIOBATEIBHOCTU
hTERT, mo 94% HMOeHTHYHOCTH OTHOCHUTENILHO MOTHOpa3MepHoi nocienoBatenbHocTH hTERT, mo 95% unen-
THIHOCTH OTHOCHUTEILHO MOTHOpa3MepHo# nmocienoBaTesbHOCTH hTERT, mo 96% MIeHTHIHOCTH OTHOCHTEIHHO
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nonHopasMepHoii mocienoBarenbHocTH hTERT, 1o 97% wnaeHTHYHOCTH OTHOCHTENBHO MOJHOPa3MEPHOH Mo-
cnegoBatensHOocTH hTERT, 10 98% WAGHTHYHOCTH OTHOCHTEIHLHO TOJTHOPa3MEPHOH MOCIEeIOBATEIEHOCTU
hTERT u mo 99% maeHTHYHOCTH OTHOCHTEIBHO MOJHOpa3MepHoil mocnenoBaTensbHOCTH hTERT, MoryT ObITH
MPEIOCTaBIICHBI. AHATOTHYHBIM 00pa3oM, TAaKKe MPEJOCTABISIOTCS HYKICOTHAHBIE IOCIEIOBATEIFHOCTH, KO-
JIUPYIOIIHEe WMMYHOTEHHEBIE (pparMeHThbl, IPUBEACHHBIC B JaHHOM JOKYMEHTE, I MMMYHOTCHHBIE (hparMeHTHI
0CIIKOB C aHAIOTHMYHBIM TPOIICHTOM HICHTHYHOCTH, KaK yKa3aHo BbIlIe, oTHocuTenbHO OenkoB hTERT, omm-
CaHHBIX B TAaHHOM JTOKYMEHTE.

B HEKOTOPHIX BapHaHTaX peau3alii N300pETeHNs HYKJICOTHIHAS TIOCIEI0BATEIEHOCTh HE COJEPKHT KO-
JUPYIOLIYIO MOCIEA0BAaTEIbHOCTh, KOTOPAst KOAUPYET JIUAEPHYIO MOCIEN0BATEIbHOCTh. B HEKOTOpPBIX BapuaH-
Tax peaNu3aldy W300peTEeHHs HYKJICOTHIHAs IOCIEA0BATEIHFHOCTh HE COACPKUT KOIMPYIOUIYIO IOCIeNI0Ba-
TEJNBHOCTh, KOTOpast KOAUPYET JUAEPHYIO OoCIeA0BaTeIbHOCT IgE.

HexoTtopbie BapuaHTHI peann3anui W300peTeHUs OTHOCATCS K (hparMeHTaM mnocienosatensHoctd SEQ ID
NO: 23. ®parMeHTsl MOTYT COCTaBIATh Mo MeHbIIeld Mepe 10%, mo Mensueit mMepe 15%, no meHsmeil Mepe
20%, no menblIeit Mmepe 25%, no menbieit Mepe 30%, mo meHsluei mepe 35%, nmo Menbuieit mepe 40%, o
MeHbIIe Mepe 45%, no menpmei Mepe 50%, mo menpme Mepe 55%, o menbmei Mepe 60%, Mo MeHbIIEH
Mmepe 65%, o mensieit mepe 70%, mo meHsIel Mmepe 75%, mo menbmel mepe 80%, mo meHbIeH Mepe 85%,
o MeHbIeit mepe 90%, mo meHsIIel Mepe 95%, mo Menbmer Mepe 96%, mo MeHbIeit Mmepe 97%, Mo MeHbIIEeH
Mepe 98% wmimm mo meHsineit Mepe 99% mocnenosarensHocTd SEQ ID NO: 23. @parmeHTs MoryT OBITH IO
MeHbIIe Mepe Ha 95%, mo MeHbIneil Mepe Ha 96%, mo MeHbIel Mepe Ha 97%, o MeHbIIeH Mepe Ha 98% wm
1o MeHsIIel Mepe Ha 99% romornorudssl ¢pparmentam mocienoarensHoctd SEQ ID NO: 23. @parmeHTsr Mo-
ryT OBITH 10 MeHbIIeH Mepe Ha 80%, no MeHbIeil Mepe Ha 85%, o MenbpuIel Mepe Ha 90%, 0 MeHbIIeH Mepe
Ha 91%, o MeHb1el Mepe Ha 92%, no MeHsbIel Mepe Ha 93%, mo MeHbIIel Mepe Ha 94%, o MeHbIIel Mepe
Ha 95%, no MeHbIIel Mepe Ha 96%, 10 MeHblIel Mepe HA 97%, 1o MeHblIel Mepe Ha 98% wiIu o MeHbIIeH
Mmepe Ha 99% uaeHTHYHBI OTHOCUTENBHO (parmenToB nocnenoBarensHocTH SEQ ID NO: 23. B HexoTopbIX Ba-
pHaHTax peanu3aluy M300peTeHUs] PParMeHTHl COIEPIKaT MOCIENOBaTEIbHOCTH, KOJUPYIOINE JINACPHYIO I10-
CIIeZIOBAaTENIFHOCTD, TAKYI0 KaK, HAIPUMEp, JHIEPHAs MOCIEI0BAaTEIbHOCTh HMMYHOTIIOOYIINHA, TaKYIO KaK JIH-
JepHas mocienoBaTensHOCTE IgE. B HeKOTOPBIX BapmaHTax peann3aniii H300peTeHns (parMeHTsl He CoepKat
KOJMPYIOIINE TTOCIIEA0BATEIFHOCTH, KOTOPhIe KOTUPYIOT JTHACPHYIO MOCIE0BATEIFHOCTE. B HEKOTOPHIX BapH-
aHTax peajm3anuy U300peTeHus (parMeHThsl He CoNepKaT KOMUPYIOIINE MTOCIeI0BATEIbHOCTH, KOTOPBIE KOAH-
PYIOT JINAEPHYIO TOCIE0BAaTEIFHOCTE, TAKYIO KaK, HAaIpUMep, TUAEpHas ocienoBaTebHoCTh IgE.

Kpome Toro, amuHOKHCIOTHas ocienoBaTenbHOCTh Oenka hTERT mpexacraensier coboit SEQ ID NO: 24.
AmuHOKHCIIOTHAsE mocienoarenbHOCTh Oenmka hTERT, cBsi3aHHOrO ¢ JHACPHON MOCIeAOBAaTEIbHOCTRIO IgE,
npeacrasisier coboit SEQ ID NO: 24. AmuHokucnoTHas mocienoBarenbHocTh O0enka hTERT, ces3anHOTO €
JHUJICPHOM mocaeIoBaTeNbHOCTEIO IgE, MoXkeT ObITh cBsi3ana ¢ HA-MeTkoii.

HexoTopble BapuaHThl peanu3anny H300peTeHUs] OTHOCATCS K OelKaM, KOTOpbIe TOMOJIOTHYHBI ITOCIIe 0~
BatenpHOCTH SEQ ID NO: 24. HexkoTopble BapuaHThl peasM3anud U300pEeTeHNsT OTHOCSTCS K MIMMYHOT€HHBIM
6eikaM, KOTopble 00nanaroT 95% roMooruelt OTHOCUTENIHHO OEITKOBBIX MTOCIIEI0BATEIEHOCTEH, TPUBEICHHBIX B
SEQ ID NO: 24. HekoTopble BapHaHThl pean3aiii U300pETEHHS OTHOCATCS K IMMYHOTEHHBIM OellkaM, KOTo-
prie obmamatoT 96% romMostoruei OTHOCHTENBEHO OSITKOBBIX MTOCIIeIoBaTeIbHOCTEH, TpuBeneHHBIX B SEQ ID NO:
24. HekoTopble BapHaHTHI pean3aliid N300PETEHHUS OTHOCATCS K MIMMYHOT€HHBIM OeJikaM, KOTOpbIe 00JIanaroT
97% ToMOJIOTHEW OTHOCHUTENBHO OENKOBBIX MocienoBarenbHocTel, mpuBeneHHBIX B SEQ ID NO: 24. Hekoto-
pBIE BapHaHTHI pean3alrui N300pEeTEeHIsI OTHOCATCS K MMMYHOTEHHBIM OeKkaM, KoTopsle o0manarot 98% romo-
JIOTHEH OTHOCUTEIBHO OENKOBBIX TocienoBaTenbHocTel, npuBeneHHbIX B SEQ ID NO: 24. Hekotopsie BapuaH-
TBI peas3anny N300pEeTeHUsI OTHOCATCS K MMMYHOT'CHHBIM OeiikaM, KoTopble oOmanator 99% romomnorueit ot-
HOCHTEJIFHO OJIKOBBIX TOocieioBaTebHOCTeH, npuBeneHHbIX B SEQ ID NO: 24.

HexoTopble BapuaHThI peaslu3alui N300peTeHHst OTHOCATCS K OeslkaM, KOTOpbIe HCHTHYHBI OTHOCHTEIb-
Ho nocnenoBarensHOCTH SEQ ID NO: 24. Hekotoprle BapraHThI peani3aniy H300peTeHHsI OTHOCITCS K HMMY-
HOTEHHBIM 0eJKaM, 001aalonM aMHHOKHCIOTHON TIOCIIeI0BaTeNIbHOCThI0, KoTopast Ha 80% HMIeHTHYHA 1MOoJI-
HOpa3MepHBIM aMHHOKHCIIOTHBIM IOCIIeoBaTebHOCTIM, NpuBeaeHHBIM B SEQ ID NO: 24. Hekotopble Bapu-
AHTHI peann3aii H300peTeHUs] OTHOCITCS K MMMYHOTEHHBIM OellkaMm, 00JIafalouM aMHHOKHCIIOTHOM Tocye-
JIOBAaTEILHOCTBIO, KOTOpas Ha 85% WACHTHYHA MOTHOPa3MEPHBIM aMHHOKHCIOTHBIM IIOCIICAOBATEIHLHOCTSIM,
npuBeaeHHBIM B SEQ ID NO: 24. HexoTopble BapHaHThI pealu3allid N300pETEHUSI OTHOCATCS K MMMYHOTCH-
HBIM OeJKaM, 00TaJarolnM aMHHOKHCIOTHON TOCIEI0BaTeIFHOCTRIO, KoTopas Ha 90% HOeHTHYHA TOITHOpPa3-
MEpHBIM aMHUHOKHCIIOTHBIM IOCienoBarenbHocTsM, ipuBeneHHsiM B SEQ ID NO: 24. HekoTopsie BapuaHTHI
peanuzanuy M300peTeHNs] OTHOCATCS K MMMYHOTCHHBIM OellkaM, 00JaJaloluM aMHHOKHCIIOTHON IOCIIeaoBa-
TENBHOCTHIO, KOTOpast Ha 91% HICHTUYHA TOJTHOPA3MEPHBIM aMHHOKUCIOTHBIM ITOCJICAOBATSIFHOCTSIM, TIPUBE-
neansM B SEQ ID NO: 24. HekoTopsle BapHaHThI pealii3aliy n300peTeHUs] OTHOCATCSI K IMMYHOT€HHBIM Oell-
KaM, o0JalaronM aMUHOKHUCIIOTHOM IIOCIIeIOBaTEeIbHOCThIO, KOoTopas Ha 92% WaeHTHYHA MOJIHOPa3MEpPHBIM
aMUHOKHUCIIOTHBIM TIOCIeA0BaTENbHOCTSIM, puBeaeHHBIM B SEQ ID NO: 24.

HexoTopble BapuaHTBI pealn3alliy W300pETEHUs] OTHOCSTCS K MMMYHOTEHHBIM OeikaM, 00JaaroIum
AMHUHOKHUCIIOTHOM IIOCIIEIOBATEIHHOCTHIO, KOoTopas Ha 93% WAeHTHYHA MOJTHOpPAa3MEPHBIM aMHUHOKHCIOTHBIM
nocieaoBaTeabHOCTIM, puBeaeHHBIM B SEQ ID NO: 24. HekoTopble BapuaHThl peaau3alui H300peTeHUs OT-
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HOCSITCS K MMMYHOTCHHBIM OelkaMm, 00JaJaronuM aMHHOKHCIIOTHOH ITOCIIeJOBAaTEIbHOCTBIO, KoTopas Ha 94%
UIGHTUYHA OTHOPa3MEPHBIM aMHUHOKHUCIOTHBIM MOCIEA0BaTeNbHOCTIM, puBeaeHHbIM B SEQ ID NO: 24. He-
KOTOpBIC BapHaHThI pealu3alnui N300PETEHUs] OTHOCATCS K MMMYHOTEHHBIM OelkaMm, 00/1a1alouM aMHHOKHC-
JOTHOM THOCINEI0BATENBHOCTHIO, KOTOpast Ha 95% HMIOCHTHYHA TOJIHOPA3MEPHBIM AMHUHOKHCIOTHBIM IIOCIIEI0BA-
TeapbHOCTsIM, TipuBeaeHHBIM B SEQ ID NO: 24. HekoTopble BapuaHThl pealu3allii W300peTEeHUsI OTHOCATCS K
MMMYHOTCHHBIM OelikaM, 00JIalaloNIiM aMHHOKHCIOTHOM MMOCIIeIOBATEILHOCTRIO0, KOTopas Ha 96% wIeHTHIHA
MOJTHOPa3MEPHBIM aMHUHOKHCIOTHBIM ITOCJIeIoBaTebHOCTAM, ipuBeaeHHBIM B SEQ ID NO: 24. Hekotopsie Ba-
PHAHTBI peann3aliy U300pPETEHUSI OTHOCSTCS K MMMYHOTCHHBIM O€KaM, 00JalaroliM aMHHOKHCIOTHON IO-
CJIC/IOBATENILHOCTHIO, KOTOpast Ha 97% HICHTHYHA [TOJTHOPa3MEpPHBIM aMUHOKHCIOTHBIM IOCIIEI0BATEIILHOCTSM,
npuseneHHsM B SEQ ID NO: 24. HekoTopble BapHaHTHI peai3aliil H300peTeHUsI OTHOCSTCS K MIMMYHOT€H-
HBIM OeJiKkaM, 00JaJaroliM aMUHOKUCIIOTHOM IMOCIIeA0BaTeNbHOCTEI0, KOTopast Ha 98% WIeHTHYHA MOJTHOpas3-
MEpPHBIM aMHHOKHCIIOTHBIM IOCIIEA0BaTeNbHOCTSIM, NpuBeaeHHBIM B SEQ ID NO: 24. HekoTopble BapHaHTHI
peanu3anyy M300peTeHNs] OTHOCATCS K MMMYHOTCHHBIM OellkaM, 00JaJaloluM aMHHOKHCIIOTHON IOCIIea0oBa-
TENBHOCTHIO, KoTopast Ha 99% HMICHTHYHA MTOJHOPa3MEPHBIM aMHHOKHCIIOTHBIM TOCIIEI0BATEILHOCTSIM, TIPHBE-
neauasiM B SEQ ID NO: 24.

B HEKOTOPBIX BapHaHTaxX peann3alui H300peTeHns OCNOK HE COAEPKUT JIUICPHYIO MOCIEI0BATEIHHOCTS.
B HEKOTOPHIX BapHaHTaxX peaan3aly N300peTeHUs] OEOK HE COINECPIKUT JHAEPHYIO HOClIeIoBaTebHOCTh IgE.
®parMeHTsI 0€JIKOB MOTYT COZep KaTh o MeHbIel Mepe 10%, mo menbpmeit mepe 15%, mo menseit mepe 20%,
o MeHsbIei mepe 25%, mo mensmel mepe 30%, mo Menbmel Mepe 35%, mo MenbIeit mepe 40%, Mo MeHbIIEH
Mmepe 45%, o mensmeit Mepe 50%, mo meHsIel Mmepe 55%, mo menbmel mepe 60%, mo MeHbIIeH Mepe 65%,
no MeHsIueil mepe 70%, nmo mensiiel Mepe 75%, no menbmeit Mepe 80%, mo MeHsbIell Mmepe 85%, Mo MeHbIIEH
Mepe 90%, no menbiueit mepe 95%, no menbluel Mmepe 96%, o MeHsblei Mepe 97%, no menbleit mepe 98%
WM 110 MeHbInei Mepe 99% Oenka. IMmyHoreHHble (parmMeHTHl nocienoBarensHoctd SEQ ID NO: 24 moryr
ObITH mpenocraBieHsl. VIMMyHOreHHBIe (PparMeHTBl MOTYT cozepskaTh 1o MeHslueil Mepe 10%, mo MeHbIIei
Mmepe 15%, no mensbieit mepe 20%, no menbueit mepe 25%, no menblieit Mepe 30%, no mensiei mepe 35%,
no MeHsbIneit mepe 40%, mo meHsIIel Mepe 45%, mo Merpmei Mmepe 50%, mo MeHbIeit Mepe 55%, Mo MeHbIIeH
Mmepe 60%, mo MensIIeit Mepe 65%, no mensmel mepe 70%, mo MeHbmelr Mmepe 75%, mo meHbel Mepe 80%,
o MeHsbIei mepe 85%, mo mensmel mepe 90%, mo Menbmer Mepe 95%, mo MeHbIeit Mmepe 96%, Mo MeHbIIEeH
Mepe 97%, o meHbme Mmepe 98% unu o MenbIel Mepe 99% mocnenosarensaocTr SEQ ID NO: 24. B Heko-
TOPBIX BapHaHTaX pealn3aliyd HW300peTEHUs] (pParMeHTHl COACPKaT JIHJICPHYIO MOCIIEAOBATEIBLHOCTD, TAKYIO
Kak, HalpuMep, JUEepHas MOCIe0BAaTEIbHOCTh HMMYHOTIIOOYIMHA, TaKasl KaK JHUIEPHAs MOCIEI0BATEIbHOCTD
IgE. B HeKOTOpBIX BapHaHTax peaju3aliy U300peTeHus (QparMeHThl HE COAEpIKaT JIMAEPHYIO MOCIIEA0BaTEIb-
HOCTb. B HEKOTOPBIX BapHaHTaxX pealn3aliyd M300peTeHHs (parMeHThl HE COAEpKaT JIMAEPHYIO IOcielIoBa-
TENBHOCTH, TaKyI0 KakK, HalpuMep, JIMAepHas IocienoBaTeabHocTh IgE.

HNmmyHOTeHHBIE (hparMeHTHI OENKOB ¢ aMHUHOKHCIIOTHBIMHE T10CIIEIOBATEIBHOCTSIMH, TOMOJIOTHYHBIMH HM-
MYHOTeHHBIM (hparmMeHTam rocienoBarensHoctd SEQ ID NO: 24, moryt ObITh peiocTaBiieHsl. Takne UMMyHO-
reHHble (PparMeHTHl MOTYT coJiep kaTh 1o MeHbIneit mepe 10%, mo mensieit mepe 15%, o mensiueit mepe 20%,
o MeHsbIneit mepe 25%, mo mensmel mepe 30%, mo Merbme Mepe 35%, mo MenbIeit mepe 40%, Mo MeHbIIEH
Mmepe 45%, o mensmeit Mepe 50%, mo meHsmel Mmepe 55%, mo menbmel mepe 60%, mo MeHbIIeH Mepe 65%,
o MeHsbIneit mepe 70%, mo meHsIel Mepe 75%, mo Menbmei Mmepe 80%, mo MeHbIeit Mmepe 85%, Mo MeHbIIeH
Mmepe 90%, mo menbmel Mepe 95%, o Menbmel Mepe 96%, mo MeHsmel Mmepe 97%, mo Mensieit Mepe 98%
WK TI0 MeHbIIei Mepe 99% OenkoB, koTopsie Ha 95% wiu Gosee ToMoNOTHYHEI ocneaoBareabHOCTH SEQ 1D
NO: 18. HexkoTopble BapHaHTHl pealn3anuy H300peTeHUsI OTHOCATCS K HUMMYHOTEHHBIM ()parMeHTaM, KOTOpbIe
obnamator 96% romoJorueil OTHOCHTENIFHO MMMYHOTE€HHBIX ()parMEeHTOB OEJNKOBBIX IOCIIEI0BATEILHOCTEH B
JTAaHHOM JIOKyMeHTe. HeKoTopble BapnaHThl pealn3allii M300pETEeHHsI OTHOCSTCS K MIMMYHOT€HHBIM (pparmeH-
TaM, KoTopble 00nanaoT 97% roMmosorueil OTHOCUTENILHO MIMMYHOTE€HHBIX (pparMeHTOB OEJKOBBIX IOCIIEI0Ba-
TENBHOCTEH B JaHHOM JIOKyMeHTe. HekoTopble BapHaHTHI peaan3allii U300pETeHHUs OTHOCSTCS K MMMYHOTEH-
HBIM (pparmeHTam, KoTopbie 00anaroT 98% romosoruell OTHOCUTENILHO MMMYHOT€HHBIX ()parMEHTOB OEIKOBBIX
MOCJICIOBATENIPHOCTEN B JaHHOM JIOKyMeHTe. HekoTopele BapumaHTBHI peann3aluu H300pETEHHs OTHOCATCA K
MMMYHOTCHHBIM (hparMeHTam, KOTopsle 00mamaoT 99% romMonorneifi OTHOCUTEIEHO IMMYHOTEHHBIX (hparMeH-
TOB OEJIKOBBIX MOCIIEOBATENbHOCTEH B JaHHOM JOKyMEHTE. B HEKOTOPBIX BapHaHTax peanu3aliud H300peTeHUs
(hparMeHTsI cozepKaT TUAECPHYIO TOCIE0BATEIbHOCTD, TAKYIO KaK, HAIPUMED, JHACPHAs MTOCIEI0BATEIbHOCTD
UMMYHOTJIOOYJIMHA, TaKasl KaK JHIEpHAs MocienoBarenbHocTh IgE. B HEKOTOpPBIX BapuaHTax peanu3aliy H30-
OpeTeHns pparMeHTHI HE COAEPIKAT JIMACPHYIO MOCIEI0BATEILHOCTE. B HEKOTOPBIX BapHaHTaX pean3aluu H30-
OpeTeHHs1 pparMeHTH HE COZEPXKAT JIHJICPHYIO ITOCIE0BATEIbHOCTD, TAKYIO KaK, HalpUMeEp, JIUEpHas mocie-
noBatenbHOCTD IgE.

HNmmyHOTeHHBIE (hparMeHTHI OEJTKOB ¢ aMHHOKHCIIOTHBIMH T10CIIEI0BATEIbHOCTIMH, UIICHTUYHBIMH HMMY-
HOTeHHBIM (hparmMeHTam nocienosatensHoctH SEQ ID NO: 24, moryt ObITh IpenocTaBieHsl. Takue HUMMYyHO-
reHHbIe (PparMeHTHl MOTYT coJiep kaTh 1o MeHbIneit mepe 10%, mo mensiueit mepe 15%, o Mensiueit mepe 20%,
no MeHsIuel mepe 25%, no mensiiel mepe 30%, no menbmei Mepe 35%, mo Mensiueil mepe 40%, Mo MeHbIIEH
Mmepe 45%, o mensmeit Mepe 50%, mo meHsIel Mmepe 55%, mo menbmel mepe 60%, mo MeHbIIeH Mepe 65%,
o MeHsbIneit mepe 70%, mo meHsIel Mepe 75%, mo Menbmei Mmepe 80%, mo MeHbIei Mmepe 85%, Mo MeHbIIEH
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Mepe 90%, no menblueit mepe 95%, no mensluel Mmepe 96%, o MeHsble Mepe 97%, no menblueit mepe 98%
WK TI0 MeHbIei Mepe 99% GenkoB, koTopbie Ha 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%
i 99% MIeHTHYHBI aMHHOKHCIOTHBIM IMOCIEN0BaTENbHOCTSIM, TpuBeaeHHBIM B SEQ ID NO: 24. B Hekoro-
PBIX BapHaHTaX pealu3aluy M300peTeHus (ParMeHThl COASpKAT JUACPHYIO MOCIeN0BaTEIbHOCTD, TAKYIO Kak,
HapuMep, JHUepHas IOCIeI0BaTeIbHOCTh MMMYHOTTIOOYTHHA, TaKkas Kak JIuAepHas mocieaoBarenbHocTs IgE.
B HEKOTOpHIX BapHaHTaX peayn3alliiy N300peTeHHs (ParMeHTHI HE COAEPIKAT JTUACPHYIO ITOCIEI0BATEIHHOCTb.
B HEKOTOpHIX BapHaHTaX peayn3alliyi N300peTeHHsI (ParMeHTHI HE COAEPIKAT TUACPHYIO ITOCIEI0BATEIHHOCTD,
TaKyro Kak, Hanpumep, JTugepHas nocienoBareabHoCcTh IgE.

CornacHO U3JI0)KEHHOMY B JIAaHHOM JIOKYMEHTE B OTHOIICHHH COEAMHEHUS CUTHAJIBHOTO MENTH/IA WU JIU-
JIEpHOH ToCe10BaTeNbHOCTH ¢ N-KOHIIOM OeJiKa, CUTHAJIBHBIA NMENTHA/IUICpHas M0CIe0BaTeNbHOCTD 3aMe-
maer N-KOHIIEBOH METHOHHMH OelKa, KOTOPBIH KOJUPYETCS CTapTOBBHIM KOJIOHOM HYKJIEOTHIHOHM ITOCIENO0Ba-
TENILHOCTH, 3aTeM KOJUPYeT OeoK 0e3 KOAMPYIOIMX CUTHAIBHBIH METNTH/ TTOCIIeI0BATEIbHOCTEH.

®parmenTsl nmocnenoBatenbHocTH SEQ ID NO: 23 moryt coaepxkats 30 wmu 6ojee HyKICOTHIOB, BKIFO-
Yast IPEATIOYTUTEIHHO 1T0CIIE0BATEIbHOCTH, KOIUPYIOINE HIMMYHOJOMHHAHTHBIH SITUTOI. B HEKOTOpBIX BapH-
aHTax peaymzanuu n3odpereHus pparmentsl nocienoBatenbHOCTH SEQ ID NO: 23 moryt comepxarb 45 wim
Ooiee HYKJICOTHIOB, BKIIOYAS TPEANOYTHTEIBHO ITOCICIOBATEIHHOCTH, KOAUPYIOMNE UMMYHOIOMHUHAHTHBIN
3MUTOI. B HEKOTOPHIX BapHaHTaX peanu3anuy u3o0pereHus ¢pparmeHTs nocienoBatenbHocT SEQ ID NO: 23
MOTyYT cozepkats 60 mmu 6osiee HyKICOTHIOB, BKIIFOYAst MPEANOYTHTEIBHO TTOCIEI0BATEIFHOCTH, KOAUPYIOIIHE
MMMYHOJOMHUHAHTHBIA SMHUTON. B HEKOTOpBIX BapmaHTax peann3alud U300peTeHHs (QparMeHTH MOCIeI0Ba-
teapHOCTH SEQ ID NO: 23 MoryT coaepkath 75 wim 0ojee HyKICOTHAOB, BKIIOYAs MPEAMOYTHTEIHHO TOCTe-
JIOBATEIBbHOCTH, KOAUPYIOLINE NMMYHOIOMUHAHTHBINA SIUTOI. B HEKOTOPHIX BapHaHTax pealn3alnuy u3odpere-
Hus pparMenTsl nocienoBarensHocT SEQ ID NO: 23 mMoryT comepskats 90 unm Gosee HyKJICOTHIOB, BKIOYAs
NPEANOYTUTETBHO MOCIEI0BATEIEHOCTH, KOJUPYIOIINE IMMYHOJOMHHAHTHBIN SIUTOIN. B HEKOTOpPHIX BapHaH-
Tax peanu3anuu n3zobpereHus ¢pparments! nocienoBarensHocT SEQ ID NO: 23 moryt conepxats 120 wmun
OoJiee HYKJICOTHAOB, BKIIOYAs MPEANOYTHTEIFHO ITOCIEI0BATEIbHOCTH, KOAUPYIOIINE UMMYHOJIOMHUHAHTHBIA
SMUTOI. B HEKOTOPHIX BapHaHTaX peanu3anuy u3o0pereHus ¢pparmMeHTs nocienoBatenbHocT SEQ ID NO: 23
MOryT cofepxartk 150 unm Oosiee HyKICOTHIOB, BKIIFOYAS MPEANOYTHTENBHO ITOCIIEAOBATEIFHOCTH, KOAUPYIO-
e IMMYHOJZOMHHAHTHBIN SMHUTON. B HEKOTOPHIX BapHaHTax peanu3aliu U300peTeHHs (hparMeHThl MOCIea0-
BarenpHOCTH SEQ ID NO: 23 MoryT comepxatb 180 nmu Gojiee HyKICOTHIOB, BKITIOYAs MPEAMIOYTHTEIHHO TI0-
CJIEZIOBATENIFHOCTH, KOAMUPYIOIINE UMMYHOJOMHHAHTHBIN STHUTON. B HEKOTOPHIX BapHaHTax pealu3alliid H30-
Operenust pparmentsl nocienoBatenbHocTH SEQ ID NO: 23 Moryt conepxath 210 win Gonee HYKJICOTHIIOB,
BKJTIOYAsl IPEAOYTUTENBHO TI0CIIEI0BATEIbHOCTH, KOUPYIOIINE UMMYHOIOMUHAHTHBIA S1UTOMN. B HEKOTOpPBIX
BapuaHTax peanu3aluu n3oopereHus ¢pparmentsl nocienosarenabHoct SEQ ID NO: 23 moryT conepkars 240
win Gojiee HyKJICOTHIOB, BKJIIOYas MPEATTOYTHTEIBHO ITOCIECI0BATENbHOCTH, KOJUPYIOINE HIMMYHOAOMHUHAHT-
HBII snuTON. B HEKOTOpHIX BapmaHTax peanu3anuy nM3o0peTeHust ¢pparMeHTsl nociexosarensHoctn SEQ ID
NO: 23 moryT conepxatb 270 wnu 60yiee HyKJICOTHIOB, BKIIFOYAs MPEAMOYTUTECIHHO MOCICIOBATEIBHOCTH, KO-
JUPYIOIIME MMMYHOJOMHHAHTHBIH SMUTON. B HEKOTOpBIX BapHaHTaxX peanu3aluy H300peTeHHs (hparMeHTHI
nocnenoBareabHocTH SEQ ID NO: 23 MoryT comepxats 300 umu 6oree HyKICOTHIOB, BKIIOYAs MPEAIIOYTH-
TEJNBHO TIOCIIEI0BATEIFHOCTH, KOAUPYIOIINEe HMMYHOIOMHUHAHTHEIN 3UTOI. B HEKOTOPBIX BapHaHTax peaiu3a-
U n300pereHus pparmMentsl nocnenoBatenbHocTH SEQ ID NO: 23 moryt comepxath 360 wimm 6osiee HyKIeo-
TH/IOB, BKJIIOYAs MPEAMOYTHTEIHHO ITOCIEIOBATEIFHOCTH, KOAUPYIOIIHEe HMMYHOIOMUHAHTHBINA »mUTOoI. B He-
KOTOPBIX BapuaHTaX pealu3anuy u3o00peTeHus ¢parMeHTsl mocienoBareiabHocTd SEQ ID NO: 23 moryt co-
nepxatb 420 unu Oojiee HYKICOTHAOB, BKIIIOYAs IIPEATIOYTHTEIHHO MOCIEI0BATEIBHOCTH, KOAUPYIOIINE HMMY-
HOZOMMHAHTHBIHM SIUTOI. B HEKOTOPBIX BapuaHTax pean3aliy n300peTeHust pparMeHThl 0CIe0BaTeIbHOCTH
SEQ ID NO: 23 moryT conepxatb 480 mnu Ooiee HyKJICOTHIOB, BKIIIOYas IIPEIIOYTHUTEIBHO TOCIIEI0BATEIHHO-
CTH, KOIUPYIOUINE UMMYHOJOMUHAHTHBIH SMUTOIN. B HEKOTOPBIX BapHaHTaxX pealu3aluy W300peTeHus Qpar-
MeHTH nocnenoarenbHocTd SEQ ID NO: 23 moryT comepxkath 540 mim Ooyiee HYKICOTHIOB, BKIFOYAS TPE]-
MOYTUTENBHO I10CIIEI0BATEIBHOCTH, KOAMPYIOIINE MMMYHOJOMHHAHTHBIN 3MUTON. B HEKOTOPHIX BapHaHTax
peanmmzanuu uzodpeteHus pparmentsl nocnenoarenbHocT SEQ ID NO: 23 moryt comepsxats 600 mmm 6osee
HYKJICOTH/IOB, BKITIOYAsl IPEAIIOYTHTEIBHO MOCIEI0BATEIBHOCTH, KOAUPYIOIINE HMMYHOIOMHHAHTHBIN 3IIHATOIL.
B HExoTOpBIX BapHaHTax peanu3anuu u3o0pereHus pparmentsl nmocienoBareabHocTd SEQ ID NO: 23 moryt
conepxath 300 mim Oonee HYKICOTHIOB, BKITIOUYAs MPEATIOYTUTEIHHO MOCIEA0BATEIbHOCTH, KOIUPYIOITUE HM-
MYHOJIOMWHAHTHBIA 3MUTOI. B HEKOTOPHIX BapHMaHTaX pealn3aliiil M300peTeHHs (parMeHTHl MOCIeI0BATEb-
Hoctu SEQ ID NO: 23 moryT conmepkats 660 win 6oJjiee HYKJICOTHIOB, BKITIOYAs MPEIMOYTHTEIIEHO TIOCTIEI0Ba-
TENIBHOCTH, KOAMPYIOIINE MMMYHOJOMHHAHTHBIN 3MUTON. B HEKOTOPBIX BapHaHTaX peaju3alii H300peTeHus
¢parmentsr nocienoBarensHocTd SEQ ID NO: 23 moryr comepxkarts 720 mim Gosiee HyKJICOTHIOB, BKIIOYAs
MPEANOYTUTETBHO MOCIE0BATEIBHOCTH, KOJUPYIOIINE UMMYHOJIOMHHAHTHBIN SIUTOIN. B HEKOTOpPHIX BapHaH-
Tax peanu3anuu nzobpereHus ¢pparments! nocienoBarensHocT SEQ ID NO: 23 moryt conepxats 780 mim
OoJiee HYKJICOTHAOB, BKIIOYAs MPEANOYTHTEIFHO ITOCIEI0BATEIbHOCTH, KOIUPYIOIINE UMMYHOJIOMHUHAHTHBIA
9NMTOI. B HEKOTOPHIX BapuaHTax peajn3anuu n3o0pereHus ¢pparMeHTsl nocienosarensaoctd SEQ ID NO: 23
MOTYT cofepkaTh 840 win Oojlee HYKJICOTHAOB, BKIIIOUAs MPEANOYTHTEIHHO MMOCICIOBATEILHOCTH, KOTUPYIO-
e IMMYHOJZOMHHAHTHBIN SIHUTON. B HEKOTOPHIX BapHaHTax peanu3ali U300peTeHHs (hparMeHThl MOCIea0-
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BarenpHOCTH SEQ ID NO: 23 Moryt conepxats 900 miu 6osiee HyKI€OTHIOB, BKIIIOYAs MIPEATOYTHTEIHHO HO-
CJIC/IOBATENILHOCTH, KOJIUPYIONIME MMMYHOJIOMUHAHTHBIA SMUTON. B HEKOTOPHIX BapuaHTax pealn3aliid H30-
Operenust pparmentsl nocienoBatenbHocTH SEQ ID NO: 23 MoryT conepxath 960 min Gonee HYKJICOTHIIOB,
BKITIOYAasl TPEATIOYTUTEIHHO ITOCIEA0BATEIFHOCTH, KOIUPYIOIINE HMMYHOIOMHHAHTHBIA AMHUTOI. B HEKOTOpPHIX
BapHaHTaxX peau3alny nu300pereHus pparmeHTsl nocienoareasuoct SEQ ID NO: 23 MoryT coneprxath 1020
i 6osee HyKJICOTHIOB, BKIIIOUYAs MPEATIOYTUTEIHHO MOCIE0BATEIFHOCTH, KOAUPYIONINE MMYHOIOMHHAHT-
HBIA SMUTOI. B HEKOTOpBHIX BapWaHTax peanu3allii u300peTeHus (parMeHTsl mocienoBaTensHoctn SEQ ID
NO: 23 moryt conepxath 1080 mmu Ooylee HYKICOTHIOB, BKIIOYAsl MPEAMOYTHTEIHHO TOCIEIOBATEIHHOCTH,
KOJIUPYIOIINE NMMYHOJOMHHAHTHBIN SMUTOIN. B HEKOTOPBIX BapHaHTaX pealn3aluy U300peTeHHs (parMeHTHI
nocnenosarensHoctn SEQ ID NO: 23 moryt conepxars 1140 mnu 6osiee HYKICOTHAOB, BKIFOYask MPEATIOYTH-
TEJIBHO TMOCIIEA0BATEIFHOCTH, KOIUPYIOIINE UMMYHOIOMUHAHTHBIA SNIUTOI. B HEKOTOPHIX BapHaHTax peausa-
UK u300peTeHus GpparmeHTsl mocienoparensHoctd SEQ ID NO: 23 moryr comepxate 1200 wmum Oosee HyK-
JIEOTHIOB, BKIIIOUasl MPEANOYTUTENBHO MOCIEN0BATEAbHOCTH, KOAUPYIOIINE HMMYHONOMUHAHTHBIN 3nuTon. B
HEKOTOPBIX BapuaHTax peajlu3aluu u3odperenus pparmentsl nocnenosarenbaoctu SEQ ID NO: 23 moryT co-
nepxath 1260 win 6onee HYKICOTHIIOB, BKIIOUYAs MPEANOYTHTENBHO MOCIEA0BATEILHOCTH, KOAUPYIOINIHE M-
MYHOJIOMWHAHTHBIA 3MUTOIN. B HEKOTOPHIX BapHaHTaX pealn3aliiil M300peTeHHs (parMeHTHl MOCIIeI0BATEb-
Hoctr SEQ ID NO: 23 MoryT comepxarth 1320 nmu 6onee HyKICOTHIOB, BKIIOYAs PEIIMOYTHTENBHO MTOCIE0-
BaTEIFHOCTH, KOAMPYIOIIIE NMMYHOIOMHHAHTHEIHN SITUTOI. B HEKOTOPHIX BapHaHTaX pearn3alliii H300peTeHUs
¢dparmentsr nocinenoarensHocT SEQ ID NO: 23 moryt comepkars 1380 nmm Gosiee HyKJICOTHAOB, BKIIOYAs
MPEIIOYTUTENHFHO MOCTIEI0BATEIHPHOCTH, KOAUPYIOIINE HMMYHOJOMUHAHTHBIA SIUTON. B HEKOTOPHIX BapHaH-
Tax peanuzanuy nzobpereHus Gpparmentsl nocienosarenasHoctH SEQ ID NO: 23 moryr comepxkars 1440 mmm
OoJiee HYKIICOTHIOB, BKIIOYAs MPEANOYTHTEIFHO ITOCIEI0BATEIBHOCTH, KOAUPYIOIINE MMMYHOJIOMHUHAHTHBIA
9MMTOI. B HEKOTOPHIX BapuaHTax peajn3anuu n3o0pereHus ¢pparMeHTsl nocienosarensaoctd SEQ ID NO: 23
MoryT cozepxath 1500 wmu Oosiee HyKJICOTHIOB, BKIIIOYAs MPEANIOYTUTEIHHO TOCIIEI0BATEILHOCTH, KOJUPYIO-
M€ UMMYHOJOMUHAHTHBIN SIUTOI. B HEKOTOPBIX BapHaHTaxX peaju3aliy M300peTeHHs (parMeHTsl Mocien0-
BarenpHOCTH SEQ ID NO: 23 moryt comepxats 1560 win Gosiee HYKJICOTHIIOB, BKIIIOYAsl MPEIITOYTUTEIHHO
MOCJIEIOBATENEHOCTH, KOIUPYIOIINE UMMYHOJOMUHAHTHBIA SIHUTON. B HEKOTOPBIX BapuaHTax peann3aliuil U30-
Operenust pparmenTsl nocaenoBatenbHocTH SEQ ID NO: 23 moryt conepxath 1620 win 6osiee HyKJICOTHIIOB,
BKITIOYAasl TPEAIOYTUTEIHHO ITOCIIEA0BATEIFHOCTH, KOIUPYIOIINE HMMYHOIOMHHAHTHBIN AMHUTOI. B HEKOTOpPHIX
BapHaHTaxX peanu3anny nu3o0pereHus pparmeHTsl nocienopareasHoct SEQ ID NO: 23 MoryT conepxath 1680
nr 6osee HyKJICOTHIOB, BKIIIOUYAs TPEATIOUYTUTEIHHO TOCIE0BAaTEIFHOCTH, KOAUPYIONINE HMMYHOIOMUHAHT-
HBII snuTON. B HEKOTOpHIX BapmaHTax peanu3anuy M3o0peTeHust ¢pparMeHTsl nociexosarensHoctn SEQ ID
NO: 23 moryt coxepxars 1740 wnu Ooiiee HYKJICOTUIOB, BKIFOYAs MPEIIOYTHTEIHLHO MOCIEIOBATEILHOCTH,
KOJIUPYIOIINE NMMYHOJOMHHAHTHBIN SMUTOIN. B HEKOTOPBIX BapHaHTaX pealn3aluy U300peTeHHs (parMeHTHI
nocienosarensHoctn SEQ ID NO: 23 moryt conepxars 1800 mmu Gosiee HYKICOTHAOB, BKIIFOYasi MPEATIOYTH-
TEJILHO TMOCIJIEA0BATEILHOCTH, KOIUPYIOIINE NMMYHOIOMUHAHTHBIA SNUTOI. B HEKOTOPHIX BapHaHTaxX peaiusa-
UK u300peTeHus GpparMeHTsl mocienoparenbHoctd SEQ ID NO: 23 moryt comepxatk 1860 mmm Oosee Hyk-
JICOTHIOB, BKIIIOYAs MPEIIOYTUTEIHHO MOCIEI0BATEIBHOCTH, KOAUPYIOIINE HMMYHOJIOMHHAHTHBIA 3muTOI. B
HEKOTOPBIX BapUaHTaX peaau3annu u3o0peteHus ¢pparMeHTsl nocnenaoBatenbHocTd SEQ ID NO: 23 moryT co-
nepxath 1920 wau Gonee HYKIICOTHIIOB, BKIIOUYAs MPEANOYTHTENBHO MOCIEA0BATEILHOCTH, KOAUPYIOIIHE M-
MYHOJIOMHHAHTHBIA 3MUTOI. B HEKOTOPHIX BapHMaHTaX pealn3aliiil M300peTeHHs (parMeHTHl MOCIIeI0BATENb-
Hoctr SEQ ID NO: 34 MoryT comepxath 1980 nmm 6onee HyKI€OTHIOB, BKIIOYAs PEIIMTOYTHTENBHO MTOCIE0-
BaTEJIbHOCTH, KOJUPYIOIINE MIMMYHOJOMHHAHTHBIN SIIUTOI. B HEKOTOPBIX BapHaHTaX pean3aliy U300peTeHus
¢parmentsr nocnenosarensbHoctd SEQ ID NO: 23 moryt comepxars 2040 mim Ooniee HyKI€OTHIOB, BKIIOYAs
HPEANOYTUTETBHO MOCIIE0BATEIEHOCTH, KOJUPYIOIINE UMMYHOJIOMHHAHTHBIN SIUTOIN. B HEKOTOpPHIX BapHaH-
Tax peanu3anuy n3obpereHus Gpparmentsl nocienosarenasHoctH SEQ ID NO: 23 moryt comepkars 2100 mmm
OoJiee HYKIICOTHIOB, BKIIIOUYAs MPEANOYTHTEIFHO ITOCIIE0BATEIbHOCTH, KOAUPYIOIINE MMMYHOJIOMHUHAHTHBIA
9NMTOI. B HEKOTOPHIX BapuaHTax peajn3anuu n3o0pereHus ¢pparMeHTsl nocienosarensaoctd SEQ ID NO: 23
MOTYT conepkath 2160 wiu 6ojiee HYKICOTHIOB, BKIIIOYAs TIPEATIOYTUTEIHLHO TIOCIEA0BATEIHbHOCTH, KOTUPYIO-
e AIMMYHOJZOMHHAHTHBIN SIHUTON. B HEKOTOPHIX BapHaHTax peanu3alii U300peTeHHs (YparMeHThl MOCIea0-
BarenpHOCTH SEQ ID NO: 23 moryt comepxats 2220 win 6ojiee HYKJICOTHIOB, BKIIOYAsl MPEIITOYTUTEIHHO
MOCJIEI0BATENEHOCTH, KOIUPYIOIINE UMMYHOJOMUHAHTHBIA SIUTON. B HEKOTOPBIX BapHaHTax peann3aliuil U30-
Operenust pparmenTsl nocaenoBatenbHocTH SEQ ID NO: 23 moryt conepxats 2280 win 6oyiee HyKJICOTHIIOB,
BKITIOYAas TPEATIOYTUTEIHHO ITOCIIEA0BATEIFHOCTH, KOIUPYIOIINE HMMYHOIOMHHAHTHBIN AMHUTOI. B HEKOTOpPHIX
BapuaHTax peannzanuu nzooperenus gpparmentsl nociaenosatenasaoct SEQ ID NO: 23 moryt conepsxats 2340
i Gojiee HyKJICOTHIOB, BKJIIOYas MPEATIOYTHTEIBHO ITOCIECI0BATEIBHOCTH, KOJUPYIOINE HIMMYHOAOMHUHAHT-
HBII snuTON. B HEKOTOpHIX BapmaHTax peanu3anuy n3o0OpeTeHust ¢pparMeHTHl nociexosarenbHoctn SEQ ID
NO: 23 moryt comepxars 2400 win Oojiee HYKJICOTUIOB, BKIFOYAs MPEIIOYTHTEIHLHO MOCIEI0BATEILHOCTH,
KOJIUPYIOIINE NMMYHOJOMHHAHTHBIN SMUTOIN. B HEKOTOPBIX BapHaHTaX pealn3aluy W300peTeHHs (parMeHTHI
nocnenosarensHoctd SEQ ID NO: 23 moryT conepxars 2460 mnu 6osiee HYKICOTHAOB, BKIIFOYasi MPEATIOYTH-
TEJNBHO TIOCIIEI0BATENFHOCTH, KOAUPYIOIINE HMMYHOTOMHUHAHTHBIN MHUTOI. B HEKOTOPBIX BapHaHTax peain3a-
U u3o0peteHus ¢pparmeHTsl nocienoarenbHocT SEQ ID NO: 23 MoryT comepxath 2520 umm 6osee HYK-
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JICOTUIOB, BKIIIOYAsl MPEANOYTUTEIHHO ITOCIIEI0BATEIBHOCTH, KOAUPYIOUIHNEe NMMYHOJIOMUHAHTHBIA snuTon. B
HEKOTOPBIX BapuaHTax peajlu3aluu u3odpereHus pparmentsl nocnenosarenbaoctu SEQ ID NO: 23 moryT co-
nepxath 2580 win Gonee HYKIICOTHIIOB, BKIIIOUYAs MPEANOYTHTENBHO MOCIEA0BATEILHOCTH, KOAUPYIOIIHE M-
MYHOJIOMWHAHTHBIA 3MUTOI. B HEKOTOPHIX BapHaHTaX pealn3aliiil M300peTeHHs (parMeHTHl MOCIeI0BATENb-
Hoctr SEQ ID NO: 23 MoryT comepxarh 2640 nnu 6ojee HyKICOTHIOB, BKIIOYAs MPEIIMOYTHTENBHO MTOCIEI0-
BaTEIFHOCTH, KOAUPYIOIIIE NMMYHOIOMHHAHTHEIHN SITUTOI. B HEKOTOPHIX BapHaHTaX pearn3aliiii H300peTeHUS
¢dparments nocienoarensHocT SEQ ID NO: 23 moryt comepkars 2700 nimu 6ojiee HyKJICOTHAOB, BKIIOYAs
MPEIIIOYTUTENHFHO MOCIEI0BATEIHPHOCTH, KOAUPYIOIINE HMMYHOJOMUHAHTHBIA SIHUTON. B HEKOTOPHIX BapHaH-
Tax peanuzanuy n3obpereHus gpparments! nocienosarenabHoctH SEQ ID NO: 23 moryt comepkars 2760 mmu
OoJiee HYKJIICOTHAOB, BKIIIOYAs MPEANOYTHTEIFHO ITOCIIEI0BATEIbHOCTH, KOAUPYIOIINE UMMYHOJIOMUHAHTHBIA
9NMTOI. B HEKOTOPHIX BapuaHTax peajn3anuy n3o0peTeHus ¢pparMeHTsl nocienosarensaoctd SEQ ID NO: 23
MOTryT cozepxath 2820 wiu OoJiee HyKJICOTHIOB, BKIIIOYAs MPEANIOYTUTEIHHO TOCIIEI0BATEILHOCTH, KOJUPYIO-
M€ UMMYHOJOMUHAHTHBIN SIUTOI. B HEKOTOPBIX BapHaHTaX peaju3aluy M300peTeHHs (parMeHThl IMocie0-
BatenpHOCTH SEQ ID NO: 23 moryT comepxath 2880 win OoJjice HYKICOTHAOB, BKIIOYAs MPEAMOYTUTCIHHO
MOCJIEI0BATEIEHOCTH, KOIUPYIOIINE UMMYHOJOMUHAHTHBIA SMHUTON. B HEKOTOPBIX BapHaHTax peann3aliuil U30-
Operenust pparmenTsl nocaenoBatenbHocTH SEQ ID NO: 23 moryt conepxats 2940 win 6osiee HyKJICOTHIIOB,
BKITI0YAas MPEANIOYTUTEIHHO ITOCIEA0BATEIFHOCTH, KOIUPYIOIIHE HMMYHOIOMHHAHTHBIA AMHUTOI. B HEKOTOpPHIX
BapHaHTax peau3anny n300pereHus pparmeHTsl nocienopareasuoct SEQ ID NO: 23 MoryT coneprxath 3000
nr 6osee HyKJICOTHIOB, BKIIIOUYAs TPEATIOUYTUTEIHHO TOCIE0BATEIFHOCTH, KOAUPYIONIIE HMMYHOIOMUHAHT-
HBIA AMUTOI. B HEKOTOpBHIX BapwaHTax peanu3allii u300peTeHus (parMeHTsl mocienoBaTensHoctn SEQ ID
NO: 23 moryr conepxkatb 3060 mmu Gosiee HyKICOTHIOB, BKJIIOYAS NMPEAIOYTHTEIHHO MOCIEI0BATEIbHOCTH,
KOJIUPYIOIINE NMMYHOJOMHHAHTHBIN SMUTOIN. B HEKOTOPBIX BapHaHTaX pealn3aluyd U300peTeHHs (parMeHTHI
nocienosarensHoctn SEQ ID NO: 23 moryt conepskars 3120 mnu 6osiee HYKICOTHAOB, BKIFOYasi MPEATIOYTH-
TEJIBHO TMOCIIEA0BATEIFHOCTH, KOIUPYIOIINE UMMYHOIOMUHAHTHBIA SNIUTOI. B HEKOTOPBIX BapHaHTax peaiusa-
UK u300peTeHus pparmenTsl mocienoparenbHoctd SEQ ID NO: 23 mMoryt comepxatk 3180 mwmm Oosee Hyk-
JICOTHIOB, BKJIIOYAs MPEIIOYTUTEIHHO MOCIEI0BATEIbHOCTH, KOANPYIOIINE HMMYHOJOMHHAHTHEIA 3muTom. B
HEKOTOPBIX BapHaHTaX peaau3annu m3o0peTeHus ¢parMeHTsl nocnemoBatenbHocTd SEQ ID NO: 23 moryT co-
nepxath 3240 wiu Oonee HYKIICOTHIIOB, BKIIIOUYAs MPEANOYTHTENBHO MOCIEA0BATEILHOCTH, KOAUPYIOIIHE M-
MYHOJIOMHHAHTHBIA 3MUTOI. B HEKOTOPHIX BapMaHTaX pealn3aliil M300peTeHHs (parMeHTHl MOCIIeI0BATEb-
Hoctr SEQ ID NO: 23 MoryT comepxats 3300 umu 6ojee HyKI€OTHIOB, BKIIOYAs IPEIITOYTHTENBHO MOCIE0-
BaTEIFHOCTH, KOAMPYIOIIIE NMMYHOJIOMHHAHTHEIH SITUTOI. B HEKOTOPHIX BapHaHTaX pearn3alliii H300peTeHUS
¢parmentsr nocnenosarensbHoctd SEQ ID NO: 23 moryT comepxars 3360 mim Oonee HyKI€OTHIOB, BKIIOYAs
MPEANOYTUTEIBHO MOCIIEI0BATENEHOCTH, KOJUPYIOIINE IMMYHOJOMHHAHTHBIN SIUTOIN. B HEKOTOpPHIX BapHaH-
Tax peanuzanuy nzobpereHus gpparments! nocienosarenasHoctH SEQ ID NO: 23 moryr comepxkars 3420 mmm
OoJiee HYKJICOTHIOB, BKIIOYAs MPEANOYTHTEIFHO ITOCIEI0BATEIbHOCTH, KOAUPYIOIINE MMMYHOJIOMHUHAHTHBIA
9MMTOI. B HEKOTOPHIX BapuaHTax peajn3anuu n3o0pereHus ¢pparMeHTsl nocienosarensaoctd SEQ ID NO: 23
MOryT cozepxath 3480 wiu Oojiee HyKJICOTHIOB, BKIIIOYAs MPEANIOYTUTEIHHO TOCIIEI0BATEILHOCTH, KOJUPYIO-
e IMMYHOJZOMHHAHTHBIN SMHUTON. B HEKOTOPHIX BapHaHTax peanu3aiii H300peTeHus (hparMeHThl MOCIea0-
BarenpbHOCTH SEQ ID NO: 23 MoryT conmepxath KOIUPYIOIIHE TOCISIOBATEIBHOCTH IS TUACPHBIX TIOCIIEI0Ba-
tenpHOCTel IgE. B HEeKOTOPHIX BapuaHTax peanusannu n3o0pereHus GpparMeHTsl mocieaopareabHoctd SEQ ID
NO: 23 He comepkaT KOAUPYIOIIHE MOCIEA0BATSILHOCTH IS JIMJEPHBIX MociieoBarenbHocTel IgE.
@parmMeHTsl MOTYT cofepkaTh MeHee 60 HyKJICOTHIOB, B HEKOTOPHIX BapHaHTaX peaan3aliu u3odpere-
HUS - MEHEe 75 HyKJIEOTHIOB, B HEKOTOPBIX BapHaHTaX peann3aluu n3oOpereHus meHee 90 HYKIEOTHIOB, B
HEKOTOPBIX BapHaHTaX pealn3aluy n3oopereHus - MeHee 120 HyKJICOTHIOB, B HEKOTOPHIX BapHaHTaX peain3a-
MK M300peTeHus - MeHee 150 HyKJICOTHIOB, B HEKOTOPBIX BapHaHTaxX peajn3aluy u3o0pereHus - menee 180
HYKJIEOTH/IOB, B HEKOTOPBIX BapHaHTax pealn3anuy n3obdpereHus - meHee 210 HyKI€OTHIOB, B HEKOTOPBIX Ba-
puaHTax peanusanuy n3o0peTeHuss Mmenee 240 HyKICOTHIIOB, B HEKOTOPBIX BapHaHTaX pealn3aliy n3odpere-
HUS - MeHee 270 HyKJICOTHIOB, B HEKOTOPBIX BapuaHTax peanu3anuu n3zoopereHus - Mmenee 300 HyKICOTHIOB, B
HEKOTOPBIX BapHaHTaX peau3alii n300peTeHus - MeHee 360 HyKJICOTHIOB, B HEKOTOPHIX BapHaHTaX pean3a-
1y u300peTeHust - MeHee 420 HyKIICOTHIOB, B HEKOTOPBIX BapHaHTaX pealM3aiuu n3o0pereHus - menee 480
HYKJICOTH/IOB, B HEKOTOPBIX BapHaHTaX pearu3aliy n3o00pereHus - MeHee 540 HyKI€OTHIOB, B HEKOTOPHIX Ba-
pHaHTax peanm3aiu n3oopereHus - MmeHee 600 HYKICOTHIOB, B HEKOTOPHIX BapHaHTaX pealln3alud u300peTe-
HUS - MeHee 660 HyKIICOTHIOB, B HEKOTOPBIX BapHaHTaX pean3aliiy n300peTeHus - MeHee 720 HyKJICOTHIIOB, B
HEKOTOPBIX BapHaHTaxX pealn3alui u300peTeHns MeHee 780 HyKICOTHIOB, B HEKOTOPHIX BapHaHTaX pean3a-
MK u300peTeHus - MeHee 840 HyKJICOTHIOB, B HEKOTOPBIX BapHaHTaxX pealn3anuu u3o0pereHus - mexee 900
HYKJIEOTH/IOB, B HEKOTOPBIX BapHaHTaX peaju3aliy M300peTeHus - MeHee 960 HyKI€OTHIOB, B HEKOTOPHIX Ba-
pHuaHTax peanuzanyu nzodperenus - menee 1020 HyKJIEOTHIOB, B HEKOTOPHIX BapHaHTaX peali3aluy n3oodpere-
Hus MeHee 1080 HyKII€O0THIOB, B HEKOTOPBIX BapHaHTaX pealn3anuy n3ooperenus - Menee 1140 HykIeoTHIOB,
B HEKOTOPBIX BapHaHTaxX peann3anuu n3ooperenus - MeHee 1200 HyKI€OTHIOB, B HEKOTOPBIX BapHaHTaX pea-
3anuu n300peTeHns - meHee 1260 HYKIEOTHAOB, B HEKOTOPBIX BapHaHTaxX pealii3allid M300peTeHus! - MeHee
1320 HyKJI€OTHIOB, B HEKOTOPEIX BapHaHTaX pealu3annuu n3oopereHus MmeHee 1380 HyKICOTHIOB, B HEKOTOPBIX
BapHaHTax peanu3anny n3oopereHus - Mmeree 1440 HyKICOTHIOB, B HEKOTOPHIX BapHaHTaX pealln3aiiu n300pe-
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TeHus - MmeHee 1500 HyKII€OTHIOB, B HEKOTOPHIX BapHaHTaX peajn3alny u3o0pereHus - Menee 1560 HykieoTu-
JIOB, B HEKOTOPBIX BapHaHTaX pealn3alliy M300peTeHus - MeHee 1620 HyKJICOTHIOB, B HEKOTOPBIX BapHaHTax
peanmmzanuu n300pereHuss MeHee 1680 HyKICOTHIOB, B HEKOTOPHIX BapHaHTaX peaau3alii U300peTeHHS - Me-
Hee 1740 HyKJI€OTHIOB, B HEKOTOPHIX BapHaHTax peanu3anuu n3oopeteHus - Menee 1800 HyKI€OTHIOB, B HEKO-
TOPBIX BapHaHTax pean3aiuy n300peTeHus - MmeHee 1860 HYKIICOTHIOB, B HEKOTOPHIX BapHaHTaX pealln3aiiu
n3o0pereHus - meaee 1920 HYKICOTHIOB, B HEKOTOPBHIX BapHaHTaX peaiu3aliuu n3ooperenus meree 1980 Hyk-
JICOTHIOB, B HEKOTOPBIX BapHaHTaX peanu3anud u3o0pereHus - MmeHee 2040 HyKICOTHIOB, B HEKOTOPHIX BapH-
aHTax peanmu3anuu n3obperenus - meHee 2100 HyKICOTHIOB, B HEKOTOPBIX BapHaHTax peanu3annu u3odpere-
HUs - MeHee 2160 HyKJICOTHIIOB, B HEKOTOPHIX BapHaHTax peajn3aluu n3o0peTeHus - meHee 2220 HyKICOTH-
JIOB, B HEKOTOPBIX BapHaHTax peayM3anuy n3o0pereHus mMeHee 2280 HyKJICOTHIOB, B HEKOTOPBIX BapHaHTax
peanuzanun n3o0peTeHus - MeHee 2340 HyKICOTHIOB, B HEKOTOPBIX BapHaHTaX pean3allii H300peTEeHUs - Me-
Hee 2400 HYKJIEOTHIOB, B HEKOTOPHIX BapHaHTaX pean3alliy n300peTeHus - MeHee 2460 HyKIEOTHIOB, B HEKO-
TOPBIX BapHaHTaX pealn3aluy U300peTeHus - MeHee 2520 HyKICOTHIOB, B HEKOTOPBIX BapHaHTaX peallu3alnui
n3o0pereHus - MeHee 2580 HYKICOTHAOB, B HEKOTOPHIX BapHaHTaX peaju3allii M300pereHHs - MeHee 2640
HYKJICOTH/IOB, B HEKOTOPBIX BapHaHTaX peaju3aluu n3oopereHus - MeHee 2700 HYKICOTHIOB, B HEKOTOPBIX
BapHaHTaxX pean3alny u300peTeHus - MeHee 2760 HyKICOTHIOB, B HEKOTOPHIX BapHaHTaX peallu3aiiy u300pe-
TeHus: - MeHee 2820 HyKJI€OTHIOB, B HEKOTOPBHIX BapHaHTax peaju3anuu n3odperenns menee 2860 HyKI€OTH-
JIOB, B HEKOTOPBIX BapHaHTaX pean3aifi U300peTeHus - MeHee 2940 HyKICOTHIOB, B HEKOTOPHIX BapHaHTaX
peammzanuu u3odperenus - meaee 3000 HyKJICOTHIOB, B HEKOTOPBIX BapHaHTaX pean3allui U300peTeHMs - Me-
Hee 3060 HyKJIEOTHIOB, B HEKOTOPHIX BapHaHTax peanu3aiuu n3oopeteHus - MeHee 3120 HyKI€OTHIOB, B HEKO-
TOPBIX BapuaHTax peanu3aluu u3oOpereHus MeHee 3180 HyKJICOTHIOB, B HEKOTOPHIX BapHaHTax peasli3aluy
n3o0pereHus - Menee 3240 HYKICOTHAOB, B HEKOTOPHIX BapHaHTax peaju3aliu u3odpereHus - menee 3300
HYKJIEOTH/IOB, B HEKOTOPBHIX BapMaHTax peann3anuu n3o0pereHus - MeHee 3360 HYKJICOTHIOB, B HEKOTOPBIX
BapHaHTax peajn3aluy u300peTeHus - MeHee 3420 HyKJIICOTHAOB, B HEKOTOPBIX BapHaHTaxX peaju3anuu U30-
OpeteHust - MeHee 3480 HYKJICOTHIOB, 2 B HEKOTOPBIX BapuaHTax peaju3anuu nzobperenus - menee 3510
HYKJICOTHIOB.

®parmenTtsl nocienoarenbHocT SEQ ID NO: 24 moryT comepxath 15 wimn 6ojlee aMHHOKHCTIOT, BKITIO-
Yast IPEATNIOYTUTEIHHO 1T0CIE0BATEIbHOCTH, KOJUPYIOINE HIMMYHOJOMIHAHTHBIHN 3ITUTOIN. B HEKOTOPBIX BapH-
aHTax peaym3zanuu u3o0pereHus pparmentsl nocienoBatenbHOCTH SEQ ID NO: 24 moryt coxepxarb 18 wim
6osiee aMMHOKHCIIOT, BKIIIOUYas MPEATIOYTHTEIHHO MOCIEA0BATEIILHOCTH, KOAUPYIOUINE UMMYHOJAOMHUHAHTHBIA
SMUTOI. B HEKOTOPHIX BapHaHTaxX peanu3anuy u3o0peTeHus ¢pparMeHTsl nocienoBatenpbHoctd SEQ ID NO: 24
MOTYT coziepkaTb 21 nnm 6ojiee aMMHOKHUCIIOT, BKIIFOUYas! TPEIIOYTHTENHLHO TTOCIEJ0BATEIbHOCTH, KOJUPYIOIINE
MMMYHOJIOMHUHAHTHBIA 3MUTON. B HEKOTOPBIX BapuaHTax peanu3aluu U300peTeHHs (parMeHTHl MocienoBa-
tensHOcTH SEQ ID NO: 24 MoryT conepsxarts 24 nnn 6oee aMHUHOKUCIIOT, BKJIIOYas MPEIIOYTHTENBHO MOCIIe-
JIOBATEIBbHOCTH, KOJUPYIOLIHE NMMYHOIOMUHAHTHBINA SIUTOI. B HEKOTOPHIX BapHaHTax pealu3alnuy u3odpere-
Hus pparMenTsl nocnenoBarensHocTH SEQ ID NO: 24 moryt conepskars 30 uian 6osiee aMHHOKHCIIOT, BKITIOYast
MPEANOYTUTEIBHO MOCIIE0BATENBHOCTH, KOJUPYIOIINE UMMYHOJOMHHAHTHBIN SIUTOIN. B HEKOTOpPHIX BapHaH-
Tax peanusanuu u3odperenus ¢pparmeHTs! nocienoBaTenbHocTH SEQ ID NO: 24 MoryT comepxath 36 uinu 60-
Jee aMHHOKHCIIOT, BKJIIOYas IPEANOYTUTEIBHO IOCIEIOBATEIBHOCTH, KOIUPYIOIIHE HMMYHOIOMHHAHTHBIN
SMUTOI. B HEKOTOPHIX BapHaHTaxX pealu3anuy u3o0peTeHus ¢pparMeHTsl nocienoBatenbHoctd SEQ ID NO: 24
MOTYT cofiepkaTb 42 nnu 0oJiee aMUHOKHUCIIOT, BKITFOUas! IPENIOYTHTENBHO ITOCIEI0BATEIbHOCTH, KOJUPYIOIINE
UMMYHOJOMHHAHTHBIN 3MUTON. B HEKOTOPBIX BapumaHTax peanu3aluu H300peTeHus (parMeHTHl MociegoBa-
tensHOCTH SEQ ID NO: 24 MoryT conepsxars 48 nnn 6oee aMHHOKHCIIOT, BKJIIOYas MPEIIOYTHTENBHO MOCIIe-
JIOBATEIBHOCTH, KOAUPYIOLINE NMMYHOOMUHAHTHBINA SIUTOI. B HEKOTOPHIX BapHaHTax pealn3alnuy u3odpere-
HUs pparMenTsl nocnenoBarensHocTH SEQ ID NO: 24 moryt conepskats 54 wiam 6osiee aMHHOKHCIIOT, BKITIOYast
MPEANOYTUTEIBHO MOCIIEI0BATEIEHOCTH, KOJUPYIOIINE UMMYHOJIOMHHAHTHBIN SIUTOIN. B HEKOTOpPHIX BapHaH-
Tax peanu3anyu nzodperenus ¢pparments! nocnenoarensHocTH SEQ ID NO: 24 moryT conepskars 60 nin 60-
Jee aMHHOKHCIIOT, BKJIIOYAsl MPEANOYTUTEIHHO IIOCIENI0BATEIBHOCTH, KOIMPYIOIINE HMMYHOJIOMHHAHTHBIN
SMUTOI. B HEKOTOPHIX BapHaHTaxX pealu3anuy u3o0peTeHus ¢pparMeHTsl nocienoBatenbHoctd SEQ ID NO: 24
MOTYT cofiepkaTh 66 nnm 0ojiee aMMHOKUCIIOT, BKITFOUas! IPEATIOYTHTENHHO ITOCIEI0BATEIbHOCTH, KOJUPYIOIINE
UMMYHOJOMHHAHTHBIN 3MUTON. B HEKOTOPBIX BapmaHTax peanu3aluu H300peTeHus (parMeHTHl MocieqoBa-
teapHOCTH SEQ ID NO: 24 MoryT conepxats 72 wiu 60jee aMHHOKHCIIOT, BKITIOYAs MPEANOYTHTEIHHO TTOCIIe-
JIOBATEIbHOCTH, KOAUPYIOUINE NMMYHOIOMUHAHTHBIA SIHUTOI. B HEKOTOPHIX BapHaHTax pealn3aluu u3odpere-
HuUs pparmMentsl nocienoBaTesbHocTH SEQ ID NO: 24 moryT conepkats 90 mimu 60jee aMHHOKHCIIOT, BKITIOYas
MPEANOYTUTEIBHO MOCIEI0BATEIEHOCTH, KOJUPYIOIINE UMMYHOJIOMHHAHTHBIN SIUTOI. B HEKOTOpPHIX BapHaH-
Tax peanu3anyu n3zobpereHust Gpparments! nocienosarensHocT SEQ ID NO: 24 moryt conepxats 120 wmm
0oJiee aMMHOKHCIIOT, BKJIIOYas MPEANOYTHTEIHHO MOCIEA0BATEIILHOCTH, KOAUPYIONINEe UMMYHOJIOMHUHAHTHBIH
9nMTOI. B HEKOTOPHIX BapuaHTax peann3anuu n3o0peTeHus pparMeHTsl nocienosareiabaoctn SEQ ID NO: 24
MOryT conepxarb 150 mnm Gonee aMHHOKHCIIOT, BKJIIOYAsi MPEANOYTHTEIBHO MTOCIE0BATEIBHOCTH, KOJUPYIO-
M€ UMMYHOJOMUHAHTHBIN SIUTOI. B HEKOTOPBIX BapHaHTaxX peaju3aliy M300peTeHHs (parMeHTsl mocie 0-
BarenpHOCTH SEQ ID NO: 24 moryt conepxath 180 unu 6ojlee aMUHOKHUCIIOT, BKITIOYAsT MPEAIOYTHTEIHHO TI0-
CJICIOBATENBHOCTH, KOJUPYIOMINE MMMYHOJOMUHAHTHBIA 3MUTON. B HEKOTOPBHIX BapHMaHTaxX pealH3alllid H30-
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opetenus ¢parmentsl nocienoarenbHocTd SEQ ID NO: 24 moryt conepxarts 210 wim 6oee aMHHOKHUCIIOT,
BKJTIOYAs IPEIOYTUTENBHO TI0CIIEI0BATEIbHOCTH, KOUPYIOIINE UMMYHOIOMUHAHTHBIA 31UTOIN. B HEKOTOPBIX
BapHaHTax peann3aryu u300peTeHus GparMenTsl mocieaoarenbHoctd SEQ ID NO: 24 moryT comepxath 240
i 6oyiee aMUHOKHCIIOT, BKIJIIOYAs MPEINOYTHTENHHO MMOCIEI0BATEIBHOCTH, KOJUPYIONHE HMMYHOIOMUHAHT-
HBIA SMUTOI. B HEKOTOpBHIX BapWaHTax peanu3allii u300peTeHus (parMeHTsl mocienoBaTensHoctn SEQ ID
NO: 24 moryT comepxath 270 wim 60jiee aMHHOKHCIIOT, BKITIOYAs MPEIIIOYTHTEIHLHO TOCIEA0BaTEIHhHOCTH, KO-
JUPYIOIIHEe UMMYHOJOMHUHAHTHBIA 3MUTON. B HEKOTOPHIX BapHMaHTaX peann3alufl H300peTeHus (pparMeHTHI
nocnenoBareabHocTH SEQ ID NO: 24 moryt conmepkath 300 umu 6ojiee aMHMHOKHCIIOT, BKITIOUYast MPEAIIOYTH-
TEJNIEHO TIOCJIEIOBATEIIEHOCTH, KOAUPYIOIINE HMMYHOIOMHUHAHTHEIN 3MHUTOIN. B HEKOTOPBIX BapHaHTaX peaiiu3a-
uu u3o0pereHus GpparmMeHTsl nocienaoBaTenbHocTH SEQ ID NO: 24 Mmoryt conmepkath 330 wiu 6oee aMUHO-
KHCJIOT, BKIIOYAs MPEIIIOYTHUTEIHFHO MOCIEI0BATEIFHOCTH, KOAUPYIONIME WMMYHOJOMUHAHTHBIA 3MUTON. B
HEKOTOPBIX BapuaHTax pealu3aluu u3odpereHus pparmentsl nocnenosarenbnoctu SEQ ID NO: 24 moryT co-
nepxatb 360 mim 6osiee aMUHOKHUCIIOT, BKITIOYAs IPEIIOYTHTEIEHO MOCIIEA0BATEIILHOCTH, KOJUPYIOIINE HMMY-
HOJJOMUHAHTHBIN AMHUTOI. B HEKOTOPHIX BapHAHTAX pealIU3allii H300pETeHUS (ParMEeHTHI MOCIEIOBATEIIEHOCTH
SEQ ID NO: 24 moryt conepxath 390 nimm Oojiee aMHHOKHCIIOT, BKITIOYAs MPEANOYTHTEIHHO MOCIEA0BaATEIh-
HOCTH, KOJUPYIOIINEe NMMYHOJOMUHAHTHBIN STHUTOI. B HEKOTOPBIX BapHaHTax peann3alnui U300peTeHus ¢par-
MeHTHI TiocnenoBatenbHocTH SEQ ID NO: 24 moryt comepkars 420 minm 6ojiee aMHHOKHCIIOT, BKITIOYAsl MTPE]I-
MOYTHTENBHO MOCIEI0BATENEHOCTH, KOAUPYIOMINEe MMMYHOJIOMHHAHTHBIN STHUTON. B HEKOTOPHIX BapHaHTax
peanmmzanuu u3oopeteHus pparmentsl nocienoarenbHocTd SEQ ID NO: 24 moryT comepsxath 450 wm 6osee
AMHUHOKHCIIOT, BKITIOYAs MPEAMOYTHTEIBHO TOCIE0BATEIFHOCTH, KOJUPYIONHEe IMMYHOAOMHUHAHTHBIN IIHATOIL.
B HekoTOpHIX BapmaHTax peaM3aluy u300pereHust ¢pparmentsl nocnenoBarensHocTd SEQ ID NO: 24 moryr
conepskatb 480 wim Oojee aMUHOKHCIIOT, BKITIOUAsl IPEANOYTUTEIBHO TTOCIIEI0BATEIBHOCTH, KOANPYIOLIHE M-
MYHOJIOMHHAHTHBIM 3MUTOIN. B HEKOTOPHIX BapHaHTaX pealn3alliil U300peTeHHs (parMeHTHI MOCICIOBATEb-
Hoctu SEQ ID NO: 24 moryt conepxkath 510 wim 60Jee aMUHOKHUCIIOT, BKITFOYAS IPEAIIOYTUTEIHHO MOCIeI0Ba-
TENBHOCTH, KOIUPYIOIINE UMMYHOIOMUHAHTHBIM 3MUTOIN. B HEKOTOPHIX BapHaHTaX pean3alliil M300peTCHHS
¢dparmentsr nocienoBatebHOCTH SEQ ID NO: 24 moryt coaepxath 540 mnmm 6ojiee aMHUHOKHCIIOT, BKITIOYast
MPEIIOYTUTENHFHO MOCTIEI0BATEIHPHOCTH, KOAUPYIOIINE HMMYHOJOMUHAHTHBIA SIHUTON. B HEKOTOPHIX BapHaH-
Tax peanu3anuu u3obOperenus ¢pparmMeHTsl nocnenoBatenbHocTH SEQ ID NO: 24 moryT conmepkath 570 wmm
0oee aMMHOKHCIIOT, BKJIIOYAs MPEINOYTHTENHHO MOCIEN0BATENbHOCTH, KOIUPYIONINE WMMYHOJOMUHAHTHBIN
3MUTOI. B HEKOTOPHIX BapHaHTaxX peanu3anuy u3o0peTeHus ¢pparMeHTsl nocienoBatenbHoctd SEQ ID NO: 24
MOTYT cojepxaTh 600 umu 6oee aMHHOKHCIIOT, BKITIOYAs MPEANOUYTHTEIHLHO IOCIEeIOBATEILHOCTH, KOTUPYIO-
[IMe UIMMYHOJIOMHHAHTHBIU SMHUTON. B HEKOTOPBIX BapHaHTaX peanu3aliu U300peTeHust YparMeHThl MOCIeI0-
BatenpHOCcTH SEQ ID NO: 24 moryt conepxatb 630 mim 60siee aMUHOKHUCIIOT, BKJIIOYAsl TPEATOYTHTEIBHO TI0-
CJIEZIOBATEIIFHOCTH, KOAUPYIOIINE HMMYHOJOMHHAHTHBIM STHUTON. B HEKOTOPHIX BapHaHTaX peau3allii H30-
opetenus ¢parmentsl nocienoarenbHocTd SEQ ID NO: 24 Moryt comepxars 660 win 6oee aMHHOKHUCIIOT,
BKJIFOYAs IPEIOYTUTENBHO TI0CIIEI0BATEIbHOCTH, KOUPYIOIINE UMMYHOIOMUHAHTHBIN SMHUTOI. B HEKOTOPBIX
BapuaHTax peann3alyu n3oopereHus ¢pparments! nocienosarenasHoct SEQ ID NO: 24 moryT conepkats 690
i 6oyiee aMUHOKHCIIOT, BKIJIIOYAs MPEINOYTHTENHHO MMOCIEI0BATEIHHOCTH, KOJUPYIONINE HMMYHOIOMUHAHT-
HBIM DIUTOIL. B HEKOTOpBHIX BapWaHTax peanu3allii u300peTeHus (parMeHTsl mocienoBaTensHoctn SEQ ID
NO: 24 moryT comepxatb 720 wim 60jiee aMHHOKHCIIOT, BKITFOYAs MPEAIOYTHTEIHLHO TTOCIEA0BaTEIHLHOCTH, KO-
TUPYIOIIHEe UMMYHOJOMHUHAHTHBIM SMUTON. B HEKOTOPHIX BapHMaHTaX peann3aluil H300peTeHus (pparMeHTHI
nocnenoBareabHocTH SEQ ID NO: 24 moryT conmepkath 750 umu 6ojiee aMHHOKHCIIOT, BKITIOYas MPEAIIOYTH-
TEJNIEHO TIOCJIEIOBATEIIEHOCTH, KOAUPYIOIINE HMMYHOIOMHHAHTHEIN 3MHUTOI. B HEKOTOPBIX BapHaHTaX peaiiu3a-
un u3o0pereHus GpparMeHTsl nocieaoBaTenbHocTH SEQ ID NO: 24 Mmoryt conmepkath 780 wiu 6oee aMUHO-
KHCJIOT, BKIIOYAs MPEIIOYTUTEIHFHO MOCIEI0BATEIFHOCTH, KOAUPYIONIME WMMYHOJOMUHAHTHBIA 3MUTOI. B
HEKOTOPBIX BapuaHTaXx peajlu3aliu u3odpereHus pparmentsl nocnenosarenbHoctu SEQ ID NO: 24 moryT co-
nepxatb 810 nm Gosilee aMUHOKHUCIIOT, BKITIOYAs IPEIIOYTHTEIEHO MOCIIEA0BATEIILHOCTH, KOJAUPYIOIINE HMMY-
HOJJOMUHAHTHBIN AMHUTOI. B HEKOTOPHIX BapUAHTAX pealIU3alli H300pETeHUS (ParMEeHTHI MOCIEI0BATEIIEHOCTH
SEQ ID NO: 24 moryt conepxath 840 nimm Oojiee aMHHOKHCIIOT, BKITIOYAs MPEANIOYTHTEIHHO MOCIEA0BaATEIh-
HOCTH, KOJUPYIOIINEe NMMYHOJOMUHAHTHBIN SIHUTOI. B HEKOTOPBIX BapHaHTax peann3alnui U300peTeHus ¢par-
MeHTHI TiocnenoBatenbHocTH SEQ ID NO: 24 moryt comepxars 870 minm 6ojiee aMHHOKHCIIOT, BKITIOYAsl MPE]I-
MOYTHTENBHO MOCIEI0BATENEHOCTH, KOAUPYIOMINE MMMYHOJIOMHHAHTHBIN STHUTON. B HEKOTOPHIX BapHaHTax
peanmmzanuu u3oopeteHus pparmentsl nocienoarenbHocTd SEQ ID NO: 24 moryt comepxath 900 mm 6osee
AMHUHOKHCIIOT, BKITIOYAs MPEAMOYTHTEIBHO TOCIE0BATEIEHOCTH, KOJUPYIONTHEe HIMMYHOAOMHUHAHTHBIHN 3IIHATOIL.
B HekoTOpHIX BapmaHTax peaM3alny 300peTeHust ¢pparmenTtsl nocneposarensHocTd SEQ ID NO: 24 moryr
conepkath 930 wam Oojee aMUHOKHCIIOT, BKITFOUAsi IPEANOYTUTEIBHO TTOCIIEI0BATEIBHOCTH, KOANPYIOLIHE M-
MYHOJIOMHHAHTHBIA 3MUTOIN. B HEKOTOPHIX BapHaHTaX pealn3aliiil W300peTeHHs (parMeHTHI MOCICIOBATEIb-
Hoctu SEQ ID NO: 24 moryt conepxkatb 960 wiam 607ee aMUHOKHUCIIOT, BKITFOYAsT MPEAIIOYTUTEIHLHO MOCIeI0Ba-
TEJNBHOCTH, KOIUPYIOIINE UMMYHOIOMUHAHTHBIA 3MUTON. B HEKOTOPHIX BapHaHTaX pean3alliil W300peTCHUS
¢parmentsr nocnenoBarensHOcTH SEQ ID NO: 24 moryt conepkars 990 nnm Gosiee aMHHOKHCIIOT, BKITIOYAs
MPEIIOYTUTENHFHO MOCIEI0BATEIHPHOCTH, KOAUPYIOIINE HMMYHOJOMUHAHTHBIA SIUTON. B HEKOTOPHIX BapHaH-
Tax peanu3anuu u3obpereHust ¢pparmeHTsl mocieaoareabHocTd SEQ ID NO: 24 moryt comepxath 1020 wmm
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0oJyiee aMMHOKHCIIOT, BKJIIOYas MPEANOYTHTEIHHO MOCIEA0BATEIILHOCTH, KOAUPYIOUINE UMMYHOJIOMHUHAHTHBIHA
9NMTOI. B HEKOTOPHIX BapuaHTax peann3anuy n3o0peTeHus ¢pparMeHTs! nocienosareiabaoctn SEQ ID NO: 24
MOTYT conepkath 1050 nimm 6oee aMUHOKHCIIOT, BKITFOYAs MPEAMOYTUTENBHO MOCIE0BATEILHOCTH, KOUPYIO-
e IMMYHOJZOMHHAHTHBIN SMHUTON. B HEKOTOPHIX BapHaHTax peanu3aniy H300peTeHus (hparMeHThl MOCIea0-
BarenpHOCTH SEQ ID NO: 24 mMoryT comepxarb 1080 mmu Gojiee aMHHOKHCIIOT, BKJIIOYAsl MPEIMOYTHTEIHHO
MOCJIEIOBATENEHOCTH, KOIUPYIOIINE UMMYHOJOMUHAHTHBIA SIHUTON. B HEKOTOPHIX BapuaHTax peann3aliuyl U30-
Operenust pparmentsl nmocienoBatenbHocTH SEQ ID NO: 24 MoryT conmepxkats 1110 umu Gojiee aMHHOKHCTIOT,
BKITI0YAasl TPEAIOYTHUTEIHHO ITOCIEA0BATEIFHOCTH, KOIUPYIOINE UMMYHOIOMHHAHTHBIN AMHUTOI. B HEKOTOpPHIX
BapuaHTax peannzanuu nzodpereHus gpparmentsl nociaenosatenasaoct SEQ ID NO: 24 moryt conepsxats 1140
Wi 0ojiee aMHHOKHCIIOT, BKIIIOYas MPEINOYTHUTEIBHO MOCIEI0BATENILHOCTH, KOIUPYIOIINE UIMMYHOAOMHUHAHT-
HBII snuTON. B HEKOTOpHIX BapmaHTax peanu3anuy n3o0OpeTeHust ¢pparMeHTHl nociexosarensHoctn SEQ ID
NO: 24 moryt coxepxkath 1170 mwin Oojiee aMUHOKHUCIOT, BKJIFOYAs MPEIIOYTHTEILHO MOCIEOBATEIILHOCTH,
KOJIUPYIOIINE MMMYHOJOMHHAHTHBIN SMUTOIN. B HEKOTOPBIX BapHaHTaX peann3aluy W300peTeHus (parMeHTHI
nocienosarensHoctn SEQ ID NO: 24 moryt conepxats 1200 mmu 6osiee aMMHOKHCIIOT, BKIIIOYasi MPEATIOYTH-
TEJBHO TIOCIIEIOBATEIFHOCTH, KOAUPYIOIMINE HMMYHOIOMHHAHTHEIN 3MHUTOI. B HEKOTOPBIX BapHaHTax peaiu3a-
iy n300peTeHus ¢pparmenTs! nmocienoarenbHoctd SEQ ID NO: 24 moryT comepxarh 1230 wim Goniee aMUHO-
KHCJIOT, BKIIIOYas MPEIIIOYTHUTEIHFHO MOCIEIOBATENFHOCTH, KOAMPYIONINE MMMYHOJOMUHAHTHBIA >muTON. B
HEKOTOPBIX BapHaHTaX peaau3anuu m3o0peTeHus ¢parMeHTsl nociemaoBatenbHocTd SEQ ID NO: 24 moryT co-
nepxath 1260 nmu 6osiee aMHHOKHUCIIOT, BKITIOYAs TPEANOYTHTEIHLHO TIOCIEeI0BATEILHOCTH, KOTUPYIONTHE M-
MYHOJIOMHHAHTHBIA 3MUTOIN. B HEKOTOPHIX BapHaHTaX pealn3aliiil M300peTeHHs (parMeHTHl MOCIIeI0BATENb-
Hoctr SEQ ID NO: 24 moryt conepxath 1290 nim 6ojiee aMUHOKHCIIOT, BKIIIOYasi IPEINOYTHUTENBHO MTOCIEN0-
BaTEJIBbHOCTH, KOJUPYIOIINE MIMMYHOJOMHHAHTHBIN SITUTOI. B HEKOTOPBIX BapHaHTaX pean3aliy N300peTeHHs
¢parmentsr nocnenosatenbHoctd SEQ ID NO: 24 moryt comepars 1320 nnm Ooniee aMUHOKHCIIOT, BKJIIOYast
MPEANOYTUTEIBHO MOCIEI0BATEIEHOCTH, KOJUPYIOMINE UMMYHOJOMHHAHTHBIN SIUTOIN. B HEKOTOpPHIX BapHaH-
Tax peanuzanuy n3obpereHus gpparments! nocienosarenabHoctH SEQ ID NO: 24 moryt comepkats 1350 mmm
0oyee aMMHOKHCIIOT, BKJIIOYAs MPEINOYTHTENHHO MOCIEN0BATENbHOCTH, KOIUPYIONINE WMMYHOJOMUHAHTHBIN
SMUTOI. B HEKOTOPHIX BapHaHTaxX peanu3anuy u3o0peTeHus ¢pparMeHTsl nocienoBatenbHoctd SEQ ID NO: 24
MOTYT conepkath 1380 mnm O6ojee aMUHOKHCIIOT, BKITIOYAs MPEAMOYTUTENBHO MOCIE0BATEILHOCTH, KOTUPYIO-
e IMMYHOJAOMHHAHTHBIN SMHUTON. B HEKOTOPHIX BapHaHTax peanu3anii H300peTeHus (hparMeHThl MOCIen0-
BarenpbHOCTH SEQ ID NO: 24 mMoryT comepxath 1410 wiu Gojiee aMHHOKHCIIOT, BKJIIOYAsl MPEIMOYTHTEIHHO
MOCJIEIOBATENEHOCTH, KOIUPYIOIINE UMMYHOJOMUHAHTHBIA SIUTON. B HEKOTOPBIX BapuaHTax peann3aliuil U30-
opetenus pparmentsl mocnenoBarenbHocTd SEQ ID NO: 24 moryt conmepxath 1440 wiu Oojiee aMHHOKHUCIIOT,
BKJIFOYAs IPEIIOYTUTENBHO TI0CIIEI0BATEIbHOCTH, KOUPYIOIINE UMMYHOIOMUHAHTHBIA 31UTOI. B HEKOTOPBIX
BapuaHTax peannzanuu n3ooperenus gpparmentsl nociaenosatenasHoct SEQ ID NO: 24 moryt conepxats 1470
Wi 0ojiee aMHHOKHCIIOT, BKIIIOYas MPEINOYTHUTEIBHO MOCIEI0BATEILHOCTH, KOIUPYIOINE UIMMYHOAOMHUHAHT-
HBII SnuTON. B HEKOTOpHIX BapmaHTax peanu3anuy M3o0OpeTeHust ¢pparMeHTHl nociexosarensHoctn SEQ ID
NO: 24 moryt comepxkath 1500 mwin Oojiee aMUHOKHUCIIOT, BKJIFOYAsl MPEIIOYTHTEILHO MOCIEIOBATEIILHOCTH,
KOAWPYIOIINE NMMYHOJOMUHAHTHBIA ATHTON. B HEKOTOPHIX BapHaHTaX pealn3alud H300peTeHus (pparMeHTHI
nocnenoBareabHOocTH SEQ ID NO: 24 MoryT comepkaTh KOIUPYIOUIUE TOCIEIOBATSIIBHOCTH IS JTUACPHBIX
nocnenoBarenabHocTel IgE. B HEKOTOPHIX BapuaHTax peanu3allii H300peTeHus GparMeHThl TIOCIeA0BaTEIbHO-
ctu SEQ ID NO: 24 He comepaT KOAWPYIOIIKE TOCIEAOBATEIBHOCTH IS JUACPHBIX MOCIEA0BaTeIbHOCTEN
IgE.

@parmMeHTBl MOTYT cofepKaTh MeHee 24 aMHHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peai3allid u3o0pere-
HUA - MeHee 30 aMMHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peann3aluu U300peTeHus - MeHee 36 aMHHOKHCIIOT, B
HEKOTOPBIX BapHaHTaX peaji3aluy N300peTeHus - MeHee 42 aMUHOKHCIIOT, B HEKOTOPBIX BapHaHTaxX peain3a-
MK M300peTeHnst - MeHee 48 aMUHOKHCIIOT, B HEKOTOPHIX BapHaHTaX pealu3alud U300peTeHus - MeHee 54
AMHMHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peau3aluy n3o0peTeHus - MeHee 60 aMMHOKHUCIIOT, B HEKOTOPBIX Ba-
pHaHTax pealn3aliy M300peTeHHs - MeHee 72 aMHHOKHUCIIOT, B HEKOTOPBIX BapHaHTaxX peau3alnuy nzobpere-
HUs - MeHee 90 aMHHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peaau3aluu n300peTeHus - MeHee 120 aMHHOKHUCIIOT, B
HEKOTOPBIX BapHaHTax peaan3anud n3o0pereHus - MeHee 150 aMHUHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peannsa-
iy n300peTeHnst - MmeHee 180 aMUHOKHUCIIOT, B HEKOTOPHIX BapHaHTax peaju3anuu u3obperenus - meHee 210
aMUHOKHCJIOT, B HEKOTOPBIX BapHaHTaX peaau3aluu n3oopereHus - MeHee 240 aMHHOKHCIIOT, B HEKOTOPHIX Ba-
pHaHTaxX peanu3ary u300peTeHus - MeHee 260 aMHHOKHCIIOT, B HEKOTOPBIX BapHaHTaX pean3aluy u300peTe-
HUs - MeHee 290 aMHMHOKHCIIOT, B HEKOTOPHIX BapHaHTaX pean3ali n300peTeHus - Meree 320 aMHHOKHCIIOT, B
HEKOTOPBIX BapHaHTax peal3alny n300peTeHns - MeHee 350 aMHHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peain3a-
MK 1300peTeHns - MeHee 380 aMMHOKHMCIIOT, B HEKOTOPBIX BapHaHTaX pealu3aluy u3o0pereHus - menee 410
AMHMHOKHCIIOT, B HEKOTOPBIX BapHaHTax peain3aluu u3o0peTeHus - MeHee 440 aMHHOKHCIIOT, B HEKOTOPHIX Ba-
pHaHTax peayu3anuy u300pereHus - MeHee 470 aMHHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peajn3aliu u3o0pere-
HUA - MeHee 500 aMHHOKHCIIOT, B HEKOTOPBIX BapHaHTaX pealn3aliiy n300peTeHus - MeHee 530 aMHHOKHCIIOT, B
HEKOTOPBIX BapHaHTaxX peasi3alny H300peTeHus - MeHee 560 aMHHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peain3a-
U n300peTeHnst - MeHee 590 aMUHOKHUCIIOT, B HEKOTOPHIX BapHaHTax peaju3aluu u3obpeTeHus - MmeHee 620
AMHHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peann3aluil H300peTeHus - MeHee 650 aMHHOKHCIIOT, B HEKOTOPHIX Ba-
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pHaHTax peayu3anuy u300peTeHus - MeHee 680 aMHHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peajn3aliu u3o0pere-
HUA - MeHee 710 aMHHOKHCIIOT, B HEKOTOPHIX BapHaHTaX pean3aliiy n300peTeHus - MmeHee 740 aMHUHOKHCIIOT, B
HEKOTOPBIX BapHaHTax peajn3anud n300pereHus - MeHee 770 aMHHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peannsa-
uu m300peTernst - MmeHee 800 aMUHOKHUCIIOT, B HEKOTOPBHIX BapHaHTax peaju3anuu u3obperenus - meHee 830
aMUHOKHCJIOT, B HEKOTOPBIX BapHaHTaX peaau3aluu n3o0pereHus - MeHee 860 aMHHOKHCIIOT, B HEKOTOPHIX Ba-
pHaHTax peanu3auu u300peTeHus - MeHee 890 aMHHOKHCIIOT, B HEKOTOPHIX BapHaHTaX pean3aliy U300peTe-
HUs - MeHee 920 aMHMHOKHCIIOT, B HEKOTOPBIX BapHaHTaX pean3alii H300peTeHus - MeHee 950 aMHHOKHCIIOT, B
HEKOTOPBIX BapUAHTAX pean3aluy n300peTeHns - MeHee 980 aMHMHOKHCIIOT, B HEKOTOPHIX BapHaHTaxX peain3a-
1K u300pereHus - MeHee 1010 aMMHOKHCIIOT, B HEKOTOPBIX BapHaHTax peaiu3anuu n3ooperenus - menee 1040
AMHMHOKHCIIOT, B HEKOTOPBIX BapuaHTax peanu3aluu u3odpereHus - meHee 1070 aMHHOKHCIOT, B HEKOTOPBIX
BapuaHTax peayu3anuy u3o0pereHus - Menee 1200 aMHHOKHCIIOT, B HEKOTOPBHIX BapHaHTax peaU3anud H30-
Operenus - MeHee 1230 aMHHOKHCIIOT, B HEKOTOPBIX BapHaHTaX peasM3annuy n3o0pereHus - MeHee 1260 amuHO-
KHUCIIOT, B HEKOTOPBIX BapHaHTaX pealii3aluy u300peTeHuns - MeHee 1290 aMMHOKHCIIOT, B HEKOTOPBIX BapHaH-
Tax peajau3auuu u3obpereHus - MeHee 1320 aMHHOKHCIIOT, B HEKOTOPHIX BapuaHTax peaau3aluu uzobpere-
HUs - MeHee 1350 aMMHOKHCIIOT, B HEKOTOPBIX BapHaHTax peaim3aliy n3oopereHus - Menee 1380 amMuHOKHC-
JIOT, B HEKOTOPBIX BapHaHTaX peall3aluy n300peTeHus - MeHee 1410 aMUHOKHUCIIOT, B HEKOTOPHIX BapHaHTaX
peanu3ayn n300pereHus - MmeHee 1440 aMHHOKHUCIIOT, B HEKOTOPBIX BapHaHTaX pean3alii N300peTeHHS - MEHEe
1470 aMAHOKHCIIOT, & B HEKOTOPBIX BapHaHTaX peasn3auu n3oopereHus - MeHee 1500 aMHHOKHCTIOT.

(15) MAGE Al.

Baknpna mmo HacTosIeMy H300peTeHNI0 MOXKET COIEepKaTh PAKOBBIA aHTUTEH aCCOLMMPOBAHHBINA ¢ Mela-
HoMmol antured 1 (MAGE Al), ero ¢parment mwim ero Bapuant. MAGE Al, kogupyemsiii reHom MAGEAL,
npesacTaBisieT coooii 280-aMUHOKUCTIOTHBIH 0€JI0K, ¥ ObLIO 0OHApYKEHO, YTO OH AKCIIPECCHPYETCS TONBKO OIy-
XOJIEBBIMM KJIeTKaMu U noioBbiMU KieTkaMud. MAGE Al 3aBucur ot metunupoBanust JJHK anst ero penpeccun
B HOPMAJBHBIX COMAaTHUECKUX TKaHAX. DTH T€HBl aKTHBHPYIOTCS BO MHOTHX THIIaX OITyXOJIeil B Xoze Ipolecca
MOJHOT€HOMHOT'O JE€METUINPOBAHUS, KOTOPBII 3a4acTyl0 COIPOBOXKAAET OHKOreHe3. B wacTHocTH, IpH 3710Ka-
YECTBEHHOM IEPEPOXKICHUN 3TU T€HBI aKTUBUPYIOTCS, KCIIPECCUPYIOTCS U MOTYT CTaTh aHTUTCHHBIMU MHUIIIE-
HSIMH, KOTOPBIE PACIO3HAIOTCS M aTaKyIOTCS UIMMYHHO# cuctemoit. Takum obpazom, reasl MAGE npunumaror
yJacTHe B MMMYHHOM IIpoIlecce, OKasbIBas HAIPABICHHOE BO3ICHCTBHE HA HEKOTOPHIE PAHHUE OIYXOJICBBHIC
KJIIETKH C [eJIbI0 IMMYHHOTO TIoBpexkaeHus. MAGE Al MoseT skcrpeccupoBaThCs B pa3IMYHBIX BUAX paka, B
TOM YHcie, 63 OTpaHUYCeHUS UMH, MEJTAHOMAaX, KapIIMHOMAaX JIETKUX W IUIOCKOKJICTOYHBIX KapIIMHOMAaXx IHIIe-
BOJIA.

Antures MAGE Al cniocoGeH MHAYIUPOBATh aHTHICH-CHiCHU(GUIeCKUil T-KICTOUYHBIH W/ WHTCHCUB-
HBIA TYMOpAaJIbHBI HMMYHHBIC OTBETHI, TEM CaMBIM HHIYLIUPYS WM BBI3bIBas UMMYHHBIN OTBET, KOTOPBIA Ha-
NpaBJICH Ha paK WM OMYyXOJIb WIN pearupyeT Ha HUX SKCIpPECCHel aHTHreHa. B HEKOTOpPHIX BapHaHTax peaiu-
3alUK U300peTeHNs] MHIYIIUPOBAHHBIH WM BBI3BAHHBIH UMMYHHBIN OTBET MOJKET NPECTABISATh COOOH KIIEeTOU-
HBIH, TYMOpAIIbHBIA WM KaK KJICTOYHBIHA, TaK M TYMOPaJbHBI MMMYHHBIC OTBETHL. B HEKOTOPBIX BapHaHTax
peau3anuy H300pETCHUST WHIYIIMPOBAHHBIN WIIM BBI3BAHHBIA KICTOYHBIN MMMYHHBIH OTBET MOXKET BKJIFOUYATh
MHIYKIHUIO WK cekpenuro raMmma-uarepdepona (IFN-y) n/umu dakropa Hekposa onyxoner anbda (TNF-o)). B
JIPYTUX BapHaHTaX pean3alldil W300peTeHUs] MHIYIIMPOBAHHBIM WM BBI3BAHHBIA MMMYHHBIH OTBET MOJXKET
YMEHBIIATh M WHTHOMPOBATh OIWH WK OoJiee (PaKTOPOB CYNPECCHH HMMYHHOTO OTBETa, KOTOPHIE CTHUMYIIH-
PYIOT pa3BHUTHE OIyXOJH M PaKa, SKCIPECCUPYs aHTHICH, HampuMmep, 0e3 orpaHHYeHHs UMU, (PaKTOPHI, MMO-
nmasirstrortue npeseHtanuio MHC, ¢akTopsl, akTHBHPYIOIINE aHTHICH-CIIENN(UIECKUE PeryasITopHble T-KIeTKu
(Tregs), PD-L1, FasL, uutoxunsl, Takue kak IL-10 u TFG-f, acconmupoBaHHEIC ¢ OIMYXOJIbEO Makpodaru, acco-
IIUHPOBAHHBIE C OMYXOJbI0 (PUOPOOIACTHI, PaCTBOPHMEIE (DaKTOPHI, IPOAYIHPYEMBbIE HMMYHHBIMU KIIETKaMH-
cynpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 u MoyieKy bl UMMYHHBIX KOHTPOJIBHBIX TOUYEK, UTO OoJiee Mmoj-
pOOHO ONMUCAHO HUXKE.

(16) WTT.

Bakmina o HacrosimeMy n300peTeHUIO MOKET COAEpKaTh PaKOBbIH aHTUreH omyxoiu Buismca 1 (WT1),
ero ¢parment wim ero BapuaHT. WT1 mpencraBuser coboi (hakTOp TPaHCKPHIIIMHU, COJIEPKallHi IIpo-
muH/TayTaMuH-60rateiid JITHK-cBsi3pIBaronuii fomeH Ha N-KOHIE M YeThIpe MOTHBA "IIMHKOBBIX naibieB" Ha C-
koHe. WT1 yyacTByeT B HOpMaJIbHOM Pa3BUTHH MOYEINOJIOBOW CHCTEMBI M B3aUMOJACHCTBYET C pa3IMYHBIMU
(haxkropamu, HarpuMep, pS3, U3BECTHBIM OMYXOJIEBBIM CYIIPECCOPOM M CEpHHOBOM mpoTeazoit HtrA2, kotopas
pacmrerisier WT1 B HECKOJIBKUX MeCTaX Mmociie 00paboOTKH IUTOTOKCHYECKAM CPEICTBOM.

Mytamus WT1 MoxeT npuBecT K 00pa3oBaHHUIO OIyXOJHM WM paka, HalpuMep, ONmyxoJii Buiabmca win
omyxoJei, skcrpeccupyrommx WT1. Onyxons BunbMmca 3agactyro oOpasyeTcss B OQHON MIIM 00€uX MOYKax JI0
METacTa3upOBaHMA B JPYTHE TKaHHU, HAIpUMeEp, Oe3 OTpaHUYCHUS UMH, TKAaHHU MEUYEHHU, TKAaHH MOYEBBIBOSAIICH
CUCTEMBI, TUM(aTHIECKHe TKAHU U JIeTOYHbIe TKaHW. COOTBETCTBEHHO, OIYX0JIb BHIbMca MOKHO CUUTATH Me-
TacTaTH4ecKol omyxoibio. Omyxons BunbMmca, kak mpaBuilo, BcTpedaeTcst y AeTei Milaamero Bospacra (Ha-
npuMep, MeHee 5 JIeT) U MOXKET OBITh Kak CIIOpaJInuecKoi, Tak U HaciencTBeHHOW. PakoBerii antures WT1 mo-
KeT ObITh JonosHuTebHO omnpezneneH B PCT/US13/75141, nonannom 23 nexadpst 2013 roaa, KOTOPBIA BKIIIO-
YeH B JaHHBIH TOKYMEHT MOCPEACTBOM CCBUIKH B ITIOJTHOM 0OBEME.
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Antures WT-1 cniocoOeH MHIYIUPOBATH aHTUTCH-CICHU(PUUICCKUi T-KIeTOYHBIA W/WIIM WHTCHCUBHBIN
TYMOPAJIBHBIA UMMYHHBIC OTBETHI, TEM CaMbIM WHIYLHUPYS WIN BBI3BIBAs HMMYHHBIH OTBET, KOTOPBIH HAIpaB-
JIeH Ha paK WU OIyXOJIb WJIM PearrpyeT Ha HUX DKCIpeccrell aHTHreHa. B HEKOTOPHIX BapHaHTaX pearu3alliy
M300peTeHUs] WHIYIIMPOBAHHBIA WJIM BBI3BAHHBI MMMYHHBIH OTBET MOXKET MPEICTaBIATh COOOW KIETOUYHBIH,
TYMOpAJIBHBIA WX KaK KIETOYHBIN, TaK ¥ TyMOPAIbHBI HMMYHHBIE OTBETHL. B HEKOTOPHIX BapHaHTaX peajn3a-
IIUH M300pETeHNST WHAYIUPOBAHHBIN WIIM BBI3BAHHBIM KJICTOYHBI MMMYHHBIH OTBET MOKET BKJIIOYATh MHIYK-
W10 WK cekpennio ramma-uaTepdepona (IFN-y) u/nmm daxropa Hekposa omyxouneit anbda (TNF-o). B npyrux
BapHaHTax peann3aniy N300peTeHIs HHIYIUPOBAHHBIN WM BBI3BAaHHBIN MMMYHHBIH OTBET MOXKET YMEHBIIIATh
WM MHTHONPOBATh OJWH WM Oojiee (PaKTOPOB CYNPECCHH MMMYHHOTO OTBETA, KOTOPBIE CTUMYJIHPYIOT Pa3BH-
THE OIyXOJM WM paka, SKCIOPECCHpys aHTUTEH, HampuMmep, 0e3 OrpaHHYeHUs] UMH, (aKTOPHI, MOIABISIONINE
npeserranuio MHC, gakropsl, akTUBHpYIOIINe aHTHIeH-criennduueckue perynstopusie T-ketku (Tregs), PD-
L1, FasL, mutokunsl, Takue kak [L-10 u TFG-f, accormupoBaHHbIE ¢ OITyXO0JbI0 MaKpodaru, aCCONNPOBAHHBIC
¢ omyxoIbi0 (pudpoOIaCTHI, pacTBOPUMBIC (HAKTOPHI, MPOAYIIHMPYEMbIE IMMYHHBIMU KIICTKAMH-CYIPECCOPAMH,
CTLA-4, PD-1, MDSC, MCP-1 u MONeKyJIbl HMMYHHBIX KOHTPOJIBHBIX TOYEK, YTO OoJiee TOAPOOHO OMUCAHO
HIDKE.

COOTBETCTBEHHO, JIJaHHAsI BAaKIIMHA MOXKET OBITh MCIIOJB30BaHA IS JICYCHUS CYOBEKTOB, CTPANAIOIIUX OT
omyxonmu Bunmemca. BaknmHa MOkeT OBITH MCIIONB30BaHA IS JICYCHUS] CYOBEKTOB, CTPAJAONIMX MHOTUMH BH-
JaMH pakKa, B TOM 9YHCIIe, 0e3 OrpaHIYCHHUS UMM, METAaHOMOH, PAKOM IIPEICTATEIbHOM KeNe3bl, paKOM MeUeHH,
pakoM IIEHKN MaTKH, PEIUINBUPYIONIAM pPecIiupaTOpHbIM nanwniomaro3oM (RRP), pakom aHaiapHOTO KaHana,
paKoM TOJIOBHI U IIEH, a TAK)KE PAKOM KpOBU. BakiinHa TakKe MOXKET OBITh HCIIOJIB30BAaHA IS JICUCHHS CyOBeK-
TOB, CTPAJAIOINX PAKOM WM OIyXOJISIMH, KOTOpBIe dKcnpeccupyioT WT1 s mpempoTBparieHus: pa3BUTHS Ta-
KHX OMyXoJjeH y cyObekToB. AHTUTeH WT1 MOXET OTIMYaThCs OT HATUBHOTO, "HOopManbHOTO" Tena WTI, u,
TakuM 00pa3oM, 00eCTieunBaTh TEPAIUIO WM MPOQPIIAKTHKY MPOTHB dKcIpeccupyromiei antureH WT1 omyxo-
. CoOTBETCTBEHHO, MociiefoBareabHocTH aHTureHa WT1, koTopele oTinyaroTcsi oT HaTuBHOTO rena WT1
(HampuMep, MyTUPOBaHHEIC TCHEI WM MocenoBaTenbHocTd WT1) mpuBeieHBI B TaHHOM TOKYMEHTE.

Tpanckpunts! HatuBHOTO reHa WT1 npeo6pasytotes B psin MPHK, 1 nonyuenHsle B pe3ysibTare OClKH He
BCE SIBJISIFOTCS PABHOLICHHBIME JIISI MHIYKIIMM MMMYHHOTO OTBeTa. MytupoBaHHbIC TeHb WT1, omnucanHbie B
JTAHHOM JOKYMEHTE, HE JOMYCKAIOT albTCPHATHBHBIA IMPOIECCCHHT, MPOIYIHUPYIONINA OJWH ITOJTHOPA3MEPHBIH
TPAHCKPHIIT ¥ TIPUBOAIIHNA K 00Jiee CHIIbHOM MHIYKINU OTBETOB dddekTopHbx T- u B-knetok. [lepBas myTn-
poBanHas nocienoBaTebHOCTF WT 1 HazsiBaeTcss CON WTI1 ¢ MoguduIupoBaHHBIMA "TTUHKOBBIMH TaIbIlaMu"
i ConWT1-L. ITocenoBarensHocts SEQ ID NO: 19 mpeacraBnseT co00i HYKICOTUIHYIO TOCIEIOBATEb-
HOCTb, kogupytomntyto antureH WT1 CON WT1 ¢ mogudummpoBaHHbpIMU "TIMHKOBRIMU Nasibiiamu”. [Tocmenosa-
teapHOCTHE SEQ ID NO: 20 mpencraBnseT co00ii aMUHOKHCIOTHYIO TIOCIIEI0BATEBHOCTD, KOAUPYIONIYIO aHTH-
red WT1 CON WTI1 ¢ mMomudpuimpoBaHHBIMH "TIMHKOBBIMH TaibllamMu". BTopas MyTHpOBaHHas IMOCIEOBA-
teabHOCTh WT1 HaseiBaeTcs CON WT1 6e3 "muakoBeiX nanbieB" win ConWT1-S. TTocnenosatenbroctsh SEQ
ID NO: 21 npeacrapinsieT co00if HyKJICOTHIHYIO ITOCIIEI0BATEIBHOCTD, Koxupyronryto antures WT1 CON WT1
6e3 "tmHKOBBIX maibleB". [TocnenoBatensHocts SEQ ID NO: 22 mpencraBiseTr co00l aMMHOKHCIOTHYIO TIO-
cienoBarenbHocTh anTurena WT1 CON WT1 6e3 MoanpuumupoBaHHbIX "IMHKOBBIX MaJIbLEB".

AnTtures WT1 MOXeT TIpeCTaBIATh COOOW KOHCEHCYCHYIO ITOCIICI0BATEIFHOCTh AaHTUTCHA (W HMMYHO-
TeHa), TOIYYCHHYIO U3 IBYX WU Ooyiee BUaOB. AHTUTeH WT1 MOXET comepikaTh KOHCEHCYCHYIO MOCIIeIOBa-
TEIHHOCTh W/WIIN MomubuKanuio (MoAU(HUKAINN) I yIyYIIeHHON 3KcTpeccuu. MoauduKaIus MOXeT BKIIO-
4aTh ONTHMH3AIMIO KOJOHOB, ontruMm3anuio PHK, nomomauTensHo 13 nocienoBatenbHOCTH Ko3ak (Hampumep,
GCC ACC) ans yBenndeHUs] HHALUMAAN TPAHCISIIWKA /WA T0OaBIeHUS JIUJACPHOHN MOCIeI0BATEILHOCTH UM-
MYHOTJIOOYJIMHA ISl yBENWYeHHs] IMMYHOTeHHOCTH aHTureHa WT1. Arturen WT1 MoOXeT comepkaTh CHT-
HAJIBHBIN TENTHI, TAKOH KaK CHTHAJBHBIM MENTH] HMMYHOTJIOOYNIHHA, HanpuMep, 0e3 orpaHNueHHs] MU, CUT-
HanbHBEIA nentun uMMyHorioOynnHa E (IgE) nim ummynornoOGynuna G (IgG). B HekoTophIx BapnaHTax peau-
3alUK M300peTeHNsT KOHCeHCYCHbIH anTureH WT1 Moxker comepxars remarrimoTnHiHOBYI0 (HA) Metky. Kon-
ceHcycHblil antureH WT1 MoxkeT ObITh NpeAHA3HAYCH U TOTO, YTOOBI BHI3BATh 0OJiee CIIIBHBIC U IIUPOKUE
KJICTOYHBIC W/WJIM TYMOPAJbHBIC UMMYHHBIC OTBETBI, YeM COOTBETCTBYIOIIMIA KOJOH-ONTUMHU3UPOBAHHBIN aHTH-
redH WTI.

Koncencycnsiit antures WT1 Moxer copepxars oHy WM Oojiee MyTaluidi B OJJHOM WM OoJiee "IMHKO-
BBIX HaJbIax", TEM CaMbIM BBI3bIBast OoJiee CHIBHBIC W IIMPOKHE KIETOYHBIC W/WIM T'yMOpPAaJIbHBIE HMMYyHHBIC
OTBETHI, YeM COOTBETCTBYIOIINKA KOIOH-ONTUMHU3UpOBaHHbIN anTureH WT1. OnmHa win Goilee MyTanuidi MOXKET
MPEICTABIATE COOOH 3aMEeHY OJHOM M 00Jiee aMIHOKHCIIOT, KOTOPhIE KOOPAWHUPYIOT HOH IIHKA B OTHOM TN
Oonee "MUHKOBBHIX Manblax". OgHa wim 0ojee aMHHOKHCIOT, KOTOPbIE KOOPAWHUPYIOT WOH ITMHKA, MOXET
npenctaBiaTh coboit MoTrB CCHH. CoOTBETCTBEHHO, B HEKOTOPHIX BapHaHTaX peasi3alui H300pETeHUs OTHA
nnm 0oJiee MyTaIluit MOXKET 3aMeHsATh 1, 2, 3 nim Bce 4 amuHOKHCI0TH MoTHBA CCHH.

B npyrux BapmaHTax peanu3aiiii H300pETCHUS OJHA WIIM 00JIee MYTAIUi SBISIOTCS TAKHMMH, YTO OCTaTKH
312, 317, 342 u 347 nocnenoBatenbHocTH SEQ ID NO: 20 mpenctaBisiroT co0oit M000# 0CTaTOK, OTIHYHEIN OT
muctenna (C), a ocratku 330, 334, 360 u 364 mocnenoparensHocTd SEQ ID NO: 20 mpeacTaBisitor co0oi Jito-
0ol ocraTok, oTauuHbIi oT ructuanHa (H). B wacTHOCTH, 0/THA MuTh ©OJIee MYyTAIlUid SIBIISTFOTCS TAKUMH, 9TO OC-
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tatku 312, 317, 330, 334, 342, 347, 360 u 364 nocnenoBarensHoctd SEQ ID NO: 20 npeacTaBisitoT OO0 TITH-
uuH (G).

B npyrux BapuaHTax pealn3alii H300peTEeHUs OJUH UM OoJiee "IMHKOBBIX MaIbIEB" MOTYT OBITh yaiie-
HBI U3 KOHCceHcycHoro anturera WT1. OnuH, 1Ba, TpU WIK BCEe YEThIpE "MMHKOBBIX Majbla" MOTYT OBITh yalie-
HBI U3 KOHCEHCYCHOTO aHTurena WT1.

KoncencycHneiit anturer WT1 MOXeT TIpencTaBiIsiTh co00i HyKICOTHAHYIO TIochenoBaTenbHOCTh SEQ ID
NO: 19, xoropas kogupyeT mocienoBatesbHOCTh SEQ ID NO: 20. B HEKOTOPBIX BapHaHTaX peasin3aiid U30-
OpereHust KOHCEHCYCHBIN aHTUTeH WT1 MOXET IpeCTaBIsITh COO0W HYKICOTHIHYIO TIOCIEI0BATEIBHOCTh, 00-
JaIa0MyI0 I0 MeHblIel Mepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%,
93%, 94%, 95%, 96%, 97%, 98% wunu 99% MIEHTUUHOCTHIO IO BCEH UIMHE HYKJICOTHIHOM MOociaea0BaTeIbHO-
ctu, npuBenenHor B SEQ ID NO: 19. B npyrux BapuaHTax peanu3anuy W300peTeHHss KOHCEHCYCHBIN aHTUTeH
WTI1 moxer nmpeAcTaBisaTh OO0 HYKICOTHAHYIO MOCIEAOBATEILHOCTD, KOTOPas KOAUPYET aMHHOKHCIOTHYIO
MOCJIEIOBATEIEHOCTh, O0JIAIAOIIYI0 10 MeHbIIeH Mepe okono 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nmu 99% UACHTHUYHOCTHIO IO BCEH IIIMHE aMU-
HOKHUCJIOTHOU TIocIieioBaTeIbHOCTH, puBeaeHHoi B SEQ ID NO: 20.

B npyrux BapuaHTax peaym3anuy H300peTeHUsT KOHCEHCYCHBIN anTureH WT1 MOXKeT peacTaBiIiaTh co00i
HYKJICOTHIHYIO TOCIEI0BATEIBHOCTh, KOTOPas KOIUPYET aMHHOKHCIOTHYIO TOCIIEZOBAaTEIFHOCTH, 00JIamaro-
IyIo 1o MeHbIei Mmepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% umu 99% UACHTUIHOCTHIO IO BCECH JUIMHE aMHHOKHCJIOTHON IOCIEI0BATEILHOCTH,
npuseaenHoi B SEQ ID NO: 20, nmpu ycnosuw, uto octatku 312, 317, 342 u 347 nocnenoBarenpHoctd SEQ ID
NO: 20 npeacraBisroT coboit 000 ocTaTok, ommmdHbI oT nuctenHa (C), a ocratku 330, 334, 360 u 364 no-
cienoBarensHocTn SEQ ID NO: 20 npeacraBisirot co6oit mro00ii ocTaTok, oTnuHbli oT ructuauHa (H). B apy-
TUX BapHaHTaX peaju3alliy U300peTeHUs KOHCEHCYCHBIH aHTHreH WT1 MOXeT mpeacTaBisTh coOOW HYKIICO-
TUHYIO TIOCJICAOBATEIFHOCTh, KOTOpas KOJUPYET aMHHOKUCIOTHYIO TOCIIEIOBATEIFHOCTh, O0JIAJAONIYI0 IO
MeHb1Ie Mepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% unu 99% HUASHTUIHOCTHIO 1O BCEH TMHE aMUHOKHCIIOTHON TOCIIEeN0BATEIILHOCTH, TIPH-
BegeHHor B SEQ ID NO: 20, mpu ycioBuu, uto octatku 312, 317, 330, 334, 342, 347, 360 u 364 mocnenona-
teapHOCTH SEQ ID NO: 20 npencraBisroT coboit riuruH (G).

Koncencycuerit antured WT1 MOXeT mpeacTaBisaTh cO00H aMHHOKHCIOTHYIO TIOCTeA0BaTeNbHOCTE SEQ
ID NO: 20. B HEKOTOpBIX BapHaHTaX peaan3aliy n300peTeHUss KOHCEHCYCHBIN aHTUreH WT1 MoxkeT npencras-
JISITH COOOH aMHUHOKHCIIOTHYIO TIOCTIEI0BATEIHHOCTh, 00JIAAt0NIyI0 TT0 MeHbIeH Mepe okoio 80%, 81%, 82%,
83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99% uneHTHU-
HOCTBIO 10 BCEHl UIMHE aMUHOKHUCIOTHON mocienoBaTenbHocTH, npuBeaeHHol B SEQ ID NO: 20. Kouncencyc-
Held aHTUreH WT1 MOXET mpencTaBisiTh COOOH aMUHOKHCIOTHYIO IOCIEIOBATEIBHOCTh, OOJIANAONIYIO II0
MeHb1Iei Mepe okoio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% unu 99% HUAESHTUYHOCTHIO MO BCEH JIMHE aMUHOKHCIOTHON MOCJIEI0BaTeIbHOCTH, IPU-
BegenHoi B SEQ ID NO: 20, npu yciaoBuu, uro octatku 312, 317, 342 u 347 nocnenosatensnoctu SEQ ID NO:
20 mpeacTaBusAIOT coO0¥ 000N ocTaToK, oTIMYHBIH 0T nuctenHa (C), a octatku 330, 334, 360 u 364 moceno-
BarenpHOCTH SEQ ID NO: 20 mpeacraBisitor coboit mo00# ocTaTok, oTaudHbIi oT ructuanHa (H). B HexoTo-
pPBIX BapHaHTaX peanu3alii W300peTeHus] KOHCEHCYCHBIM aHTureH WT1 MoXeT mpeactaBisaTh co0oit aMuHO-
KHCIIOTHYIO TIOCIIEZIOBATEIHLHOCTh, 00IaMaonIyo mo MeHbiei Mepe okono 80%, 81%, 82%, 83%, 84%, 85%,
86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99% UAEHTHIHOCTHIO IO BCEH
JUTMHE aMUHOKHCIOTHOM mocienoBaTenbHocTH, npuBeneHHoi B SEQ ID NO: 20, npu ycioBUH, YTO OCTaTKU
312, 317, 330, 334, 342, 347, 360 u 364 nocnenoBarenbHocTr SEQ ID NO: 20 nmpeacraBisror coOOW TIUIIMH
(G).

KoncencycHeiii anturer WT1 MOXET NMPEICTaBIATh cO00I HYKICHHOBYIO KHUCIOTY MOCIICIOBATCIBHOCTH
SEQ ID NO: 21, kotopas koaupyeT nocienoBateabHocTs SEQ ID NO: 22. B HeKoTOpbIX BapHaHTax peajiusa-
UM W300pETeHUsT KOHCCHCYCHBIH aHTHreH WT1 MOXXET mpeAcTaBiiaTh coOOW HYKICOTUIHYIO MOCIEIOBATENb-
HOCTb, 00JIaJaIoNTyt0 TI0 MeHbIIel Mepe okosio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nm 99% UACHTHIHOCTHIO TIO BCEH JTMHE HYKJICOTHIHOM IOCIe-
noBaTenbHOCTH, ipuBeaeHHOM B SEQ ID NO: 21. B npyrux BapuanTax peaau3aiiiud U300peTeHHsI KOHCEHCYC-
HeIid aHTHTeH WT1 MOXET MpeacTaBiIsaTh cOO0H HYKJICOTHIHYIO IOCIEIOBATEILHOCTD, KOTOPask KOJUPYET aMH-
HOKHUCJIOTHYIO TIOCJIEIOBATEIHHOCTh, 00JIAAIONIYI0 110 MeHbIIeH Mepe okosio 80%, 81%, 82%, 83%, 84%, 85%,
86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99% UAEHTHIHOCTHIO IO BCEi
JUTMHE aMUHOKHUCIIOTHOU MoceqoBaTenbHOCTH, npuBeaeHHoi B SEQ ID NO: 22.

Koncencycnsiit anturen WT1 MokeT npencTaBisTe co00i aMHHOKHCIOTHYIO IocienoBaTeiabHocTs SEQ
ID NO: 22. B HEKOTOpBIX BapHaHTaX pealn3aliu U300peTeHus KOHCeHCycHBIH anTiureH WT1 Moxer npencras-
JATh COOOW aMHHOKHCIIOTHYIO TIOCJIEIOBATEIIFHOCTh, 00TaaroIIyro Mo MeHbIei Mepe okoo 80%, 81%, 82%,
83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99% uneHTHU-
HOCTBIO 110 BCEH AJIMHE aMHHOKUCIIOTHOM MocaenoBaTenbHOCTH, npuseaeHHol B SEQ ID NO: 22.

NmvmyHoreHHBIe PparmenTsl nocienoBatenbHocTedt SEQ ID NO: 20 m SEQ ID NO: 22 MoryT ObITh TIpe-
JOCTaBJIeHBl. VIMMyHOTE€HHBIE ()parMEeHTH MOTYT COIIEpKaTh MO MeHbIIe mepe 60%, mo MeHbniei Mepe 65%,
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no MeHsIueil mepe 70%, nmo meHsel Mepe 75%, no menbmeit Mepe 80%, mo MeHsbIel Mepe 85%, Mo MeHbIIeH
Mepe 90%, no menblueit mepe 95%, no mensluel Mmepe 96%, o MeHsble Mepe 97%, no menblueit mepe 98%
WM 1o MeHbIner Mepe 99% mocnenoBarensrocTr SEQ ID NO: 20 w/mmm SEQ ID NO: 22. B HEKOTOpBIX BapH-
aHTax peanu3aliy N300peTeHNs] IMMYHOTEHHBIE (parMeHTHl MOTYT CoIepKaTh 1Mo MeHbIned mepe 60%, 1o
MeHbIe Mepe 65%, no Menpmei Mmepe 70%, mo meHbmed Mepe 75%, o menbmei Mepe 80%, Mo MeHbIIEH
Mmepe 85%, mo mensmieit Mmepe 90%, mo meHsIIel Mepe 95%, mo mMenbmel Mepe 96%, mo MeHbIeH Mepe 97%,
1o MeHbIIe mepe 98% wm no mensirel Mepe 99% mocnenoarensrocTH SEQ ID NO: 20, mpu ycnoBuu, 910
€CJIM B UMMYHOT€HHOM (pparMeHTe mpucyTCTBYIOT octatku 312, 317, 342 u 347 nocnenoBarensHocTH SEQ ID
NO: 20, To 5T OCTaTKHU NPEACTABISIOT cOOO0H JII000# 0cTaToK, OTINYHBIN OT muctenHa (C), U IPH yCIOBHH, YTO
€CJIH B UMMYHOTCHHOM (hparMeHTe npucytcTByroT octaTku 330, 334, 360 u 364 mocnemosarensHoctd SEQ 1D
NO: 20, To 3TH OCTaTKH NPEACTABISIOT c000it 000 ocTaToK, oTIMuHBIN oT ructuauHa (H). B npyrux Bapunan-
Tax peaju3aliy W300peTeHHss UMMYHOTEHHBIC (DparMeHTHI MOTYT cCOJepkaTh IO MeHbmed mepe 60%, 1o
MeHblIei Mepe 65%, mo menbuieit Mmepe 70%, no Mensliei mepe 75%, no menblueit Mmepe 80%, Mo MeHbILEH
Mmepe 85%, no mensbiei mepe 90%, no menbelt mepe 95%, mo MeHblIel Mepe 96%, o MeHbIIel Mepe 97%,
o MeHbIIel mepe 98% wnm o mensiiel Mepe 99% mnocnenosarensrocTH SEQ ID NO: 20, mpu ycnoBuu, 9to
€CJIH B IMMYHOTEHHOM (parMeHTe MpUCyTCcTBYIOT ocTatku 312, 317, 330, 334, 342, 347, 360 u 364 mocnenosa-
teapHOCTH SEQ ID NO: 20, TO 3TH OCTaTKH NMpeacTaBistoT co6oit rimumuH (G).

B HEKOTOPHIX BapHaHTaX peann3aliil H300peTeHUI HMMYHOTEHHBIE ()parMeHTHI COIepIKaT IUACPHYIO T10-
CIIeZIOBAaTENIFHOCTD, HAIIPUMED, JHIEPHYIO MOCIEI0BATEIFHOCTE MMMYHOTJIOOYTHHA, TaKyl0 KakK JHISpHas IMO-
cienoBaTelbHOCTh MMYyHOTI0OOyIMHA E (IgE). B HekoTOphIX BapWaHTaxX peain3aluyd U300pETeHHS] UMMYHO-
TeHHBbIE (PparMEHTHI He COJIEPIKaT JIMAECPHYIO MOCIIEA0BATEIEHOCTb.

HMMmyHOTCHHBIE (DparMEeHTHI OCITKOB ¢ aMHHOKUCIIOTHBIMHU TTOCIICIOBATEIBHOCTSAMH, 00JIaJAFOIIUMK HJICH-
TUYHOCTBIO OTHOCHTEIBHO MMMYHOTEHHBIX (hparmeHToB nocneposaresnsHocTeit SEQ ID NO: 20 u 22, moryT
ObITh mpenocTaBieHbl. Takue GparMeHTH MOTYT COJep)KaTh MO MeHbInei mMepe 60%, mo MeHbeil Mepe 65%,
no MeHsIueil mepe 70%, nmo mensiiel mepe 75%, no MeHbLIel Mepe 75%, no MeHsbIuell mepe 80%, Mo MeHbIIeH
Mmepe 85%, mo mensmeit Mmepe 90%, mo meHsIel Mepe 95%, mo mMenbmel Mepe 96%, mo MeHbIeH Mepe 97%,
1o MeHsbIei Mepe 98% nnu o Mensmiei Mepe 99% OenkoB, obragaromux 95% wiaw OoNbIIeH HACHTUYHOCTHIO
oTHOCUTENbHO nocienoBaTessbHOCTH SEQ ID NO: 20 /i SEQ ID NO: 22. HekoTopbie BapuaHThI peali3aiun
n300peTeHNsT OTHOCATCS K MMMYHOTEHHBIM (pparMeHTaM, KOTOpble oOmanaoT 96% wnu OonbInell HASHTHIHO-
CTBIO OTHOCUTEIHHO MIMMYHOTCHHBIX ()parMEeHTOB OEIKOBHIX MocienoBaTeapbHOCTe WT 1 B JaHHOM TOKyMEHTE.
HexoTopsie BapraHTHI pean3aiiii H300peTeHUs] OTHOCATCA K IMMYHOT€HHBIM (parMeHTaMm, KOTopbie o0raga-
10T 97% wm GoJIbIIei HICHTHYHOCTHIO OTHOCUTENILHO UIMMYHOT'€HHBIX (DParMEeHTOB OEJIKOBBIX MOCIIEA0BATEIb-
Hocteit WT1 B manHOM nokymeHTe. HekoTopble BapHaHThl peau3aiy H300peTeHns] OTHOCSTCS K IMMYHOT€H-
HBIM (parMeHram, KoTopble obOianaior 98% wim Oosbliell MACHTUYHOCTHIO OTHOCHTENIBHO MMMYHOTEHHBIX
(bparMeHTOB OENKOBBIX MmociieaoBaTenbHOCTe WT1 B maHHOM JOoKyMeHTe. HekoTophle BapHaHTBI peain3aiuu
M300peTeHNs OTHOCATCS K MMMYHOTE€HHBIM (pparMeHTaM, KOTopble 00aanaoT 99% unm Gonblied MIeHTUYHO-
CTBIO OTHOCHTEJIFHO IMMYHOT'€HHBIX ()parMeHTOB OENTKOBBIX TocienoBaTeabHocTeit WT1 B 1TaHHOM JOKyMEHTE.
B HEKOTOPHIX BapHaHTaxX pean3aliy N300peTeHUs] MMMYHOTCHHBIE (PParMeHTHl COAEPIKaT IUACPHYIO ITOCTIEIO0-
BaTENFHOCTH, HALIPUMED, JINACPHYIO MOCIEI0BATEIEHOCTE MMMYHOTTIOOYIMHA, TAKYIO KaK JUACpHAs MOCIeI0Ba-
tenbHOCTH IgE. B HEeKOTOPHIX BapmaHTax peanu3aliii W300pETeHUS UMMYHOTCHHBIE (pparMeHTHI HE COIepKaT
JUJIEPHYIO MTOCIIEI0BATEIHHOCTb.

Hexotopbie BapHaHTHI peann3anuil N300pETeHUS OTHOCSITCS K MMMYHOTCHHBIM (pparMEeHTaM IOCIIeIOBa-
tensHOcTeit SEQ ID NO: 19 n SEQ ID NO: 21. UMMyHOreHHBIE ()parMeHTHl MOTYT COJEp)KaThb MO MEHBIIECH
Mepe 60%, mo meHsblIel Mepe 65%, no menbueit mepe 70%, mo MeHblIe Mepe 75%, o meHbiel mMepe 80%,
o MeHblel mepe 85%, no menbieit Mmepe 90%, mo MenbIeit mepe 95%, Mo MeHsbIIel Mepe 96%, Mo MeHbILeH
Mepe 97%, mo MeHsbIei mepe 98% wim o Menbmeir Mepe 99% nocnenoBatensHOcTH SEQ ID NO: 19 w/nmm
SEQ ID NO: 21. B HEeKOTOpBIX BapHaHTaxX peaju3anud N300peTeHHss MMMYHOT'CHHBIE (DparMeHTHI COAepKar
MIOCJIC/IOBATENILHOCTH, KOTOPBIE KOAUPYIOT JIMJIEPHYIO MTOCIEN0BaTEIbHOCTD, HAIPUMED, JIMIEPHYIO T10CIIe0Ba-
TENBHOCTh IMMYHOTTIOOYJIMHA, TAKYIO KaK JINIEepHas nocienosatensHocTs IgE. B HeKoTOpBIX BapHaHTax peaji-
3aIu M300peTeHUS WMMYHOTCHHBIE (pparMeHTH HE COIepKaT KOIMPYIOUINE ITOCIEeI0BATEIHHOCTH, KOTOPHIC
KOAWPYIOT TUACPHYIO TTOCIIEA0BATEIFHOCTD.

NmmyHOTeHHBIE (DparMeHTHl HYKJIEWHOBBIX KHCIIOT C HYKICOTHIHBIMH IIOCIEIOBATEIBHOCTSIMHU, O00Ja-
JTAIONTUMH UICHTHIHOCTHI0 OTHOCHTEIHPHO MMMYHOTEHHBIX (hparMeHToB nociemoBarenpHocTedt SEQ ID NO: 19
u SEQ ID NO: 21, moryT ObITh IpeocTaBieHbl. Takue pparMeHTs MOTYT colepKaTh 0 MeHbIei mepe 60%,
1o MeHblel mepe 65%, no menbieit mepe 70%, mo Menbleit mepe 75%, Mo MeHbIIeH Mepe 75%, Mo MeHbILEH
Mmepe 80%, mo mensbIiei mepe 85%, no menbueit mepe 90%, mo MeHplIeil Mepe 95%, mo MeHsbIIelH Mepe 96%,
1o MeHblIel Mepe 97%, no menbmel Mepe 98% mim no MenpIel Mepe 99% HYKIEHHOBBIX KHCIIOT, 001anato-
mwmx 95% wnu OonbIIeH HICHTHIHOCTBI0 OTHOCHUTENRHO TocienoBarensHoctd SEQ ID NO: 19 w/umu SEQ ID
NO: 21. Hexotopsie BapuaHTHI peaiu3allid H300pETCHHUS OTHOCATCS K MIMMYHOTCHHBIM (PparMeHTaMm, KOTOPEIC
obnamatoT 96% mnm GonblIel NASHTHYHOCTHIO OTHOCHTEILHO MMMYHOTEHHBIX (PparMeHTOB HYKJICOTHIHBIX TO-
cienoBaTtenbHOCTe WT1 B nanHOM mokyMmeHTe. HekoTopble BapuaHTHI pealu3aliii n300peTeHUST OTHOCSATCS K
MMMYHOT€HHBIM (pparMeHTaM, KOTopble o0samatoT 97% nnn 0ombineil HIeHTHIHOCTHIO OTHOCHTEIFHO HMMYHO-
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TCHHBIX (DparMeHTOB HYKJICOTHIHBIX TocienoBatensHocTet WT1 B manHOM nokymeHTe. HekoTopeie BapUaHTHI
peam3anuu H300peTeHUsT OTHOCITCA K MMMYHOTCHHBIM (pparmMeHTaM, KOTOphie oOnmanaroT 98% win Goibmicit
HICHTUYHOCTHIO OTHOCHUTEIHHO MMMYHOTEHHBIX (DParMeHTOB HYKJICOTHIHBIX IocienoBareiapHocTer WT1 B
JAHHOM JOKyMeHTe. HekoTopble BapHaHTHI pean3aliiid W300peTeHHs] OTHOCATCS K MMMYHOT€HHBIM (hparMeH-
TaM, KOTopbie obagaoT 99% wunn 6oJbIIeii HASHTHYHOCTRI0 OTHOCUTEIEHO MMMYHOTCHHBIX ()parMeHToOB HYK-
JICOTHIHBIX TIocenoBaTenbHOCTet WT1 B JaHHOM JOKyMeHTe. B HEKOTOPBIX BapHaHTaxX peaim3aliii n3o0pere-
HUSI UMMYHOTCHHBIE (DparMEHTHI COMEpPXKAT IOCIIEAOBATEIFHOCTH, KOTOPBIE KOAUPYIOT JIHIEPHYIO MOCIEI0Ba-
TENBHOCTB, HANPUMEP, JINACPHYIO MOCIEI0BATEIEHOCTh HMMYHOTIIOOYIMHA, TaKyl0 KakK JIMAEpHAas IOCIeI0Ba-
TenbHOCTH IgE. B HEKOTOpBIX BapmaHTaxX peanu3alliii H300pETCHUS UMMYHOTCHHBIC (DparMeHTHI HE colepiKaT
KOJIMPYIOIINE MTOCIIEI0BAaTEIbHOCTH, KOTOPHIE KOJUPYIOT JIMJIEPHYIO IT0CIEJ0BATEIbHOCTD.

(17) gp100.

Bakmiaa o HactosiieMy M300pETEHHIO MOXKET COJEep)KaTh pakoBbI aHTHUTeH TimkonporenH 100 (gpl100;
TaKXke U3BECTHHIN Kak Trp2 u mpemenanocomuslii 6erok (PMEL)), ero dparment win ero Bapuant. gpl00 ko-
mupyetcst reHoM PMEL. 310 TpaHcMeMOpaHHBIH TJIMKONPOTEHH 1-ro THMa ¢ MOJIEKYJISIPHOW Maccoi, COCTaB-
nsrroneit 70 x/la, cocTosmnuit n3 661 aMUHOKHUCIOTHI, KOTOPBIN UTPpacT MEHTPATLHYIO POJIh B OMOTeHe3e MellaHO-
COM, TaK KaK OH MPUHUMAET y4acThe B co3peBaHUM MermanocoM ot | mo II ctaguu. gpl100 oOycmaBnuBaeT oOpa-
30BaHHE CTPAT U3 MYJIbTUBE3UKYIISIPHBIX TENEI M HETIOCPEACTBEHHO MPUHUMACT yJacTHe B OHOTeHe3e mpemerna-
HocoM. gpl00 oGorameH mpeMenaHoCOMaMH 110 CPABHEHUIO CO 3PEIBIMH MEIaHOCOMAaMH, HO CBEPXIKCIPECCH-
pyeTcsl HEOHATATBHBIMHU MPOIH(EPUPYIOMIIMIA MEJAaHOIIUTaMI W BO BpeMs pa3BuTus omyxomu. bemox gpl00
COZIEPXKHT PSAA UMMYHOTCHHBIX SIUTOIOB, KOTOPBIE PACIO3HAIOTCS IIUTOTOKCHIECKUMH T-TUMQOIUTaMH IIepH-
(hepryeckoii KPOBU MAIUCHTOB C MEJIAHOMOM U MPOHUKAIOIINX B OTYXOJIb JTUM(OIIUTOB.

Amntnren gpl00 cnocobeH MHAYIHMPOBAaTh aHTHIeH-crel(uIecKuil T-KIeTOYHBIH W/WIM WHTEHCHBHBIN
TYMOPAJIBHBIA UMMYHHBIC OTBETBHI, TEM CaMbIM WHIYLIHUPYS WX BBI3BIBas HMMYHHBIH OTBET, KOTOPBIH HAIpaB-
JICH Ha paK WU OIyXOJIb WJIM PEardpyeT Ha HUX IKCIpeccruell aHTHIeHa. B HEKOTOPHIX BapHaHTaX pealu3aliu
M300peTeHNs] WHAYIIMPOBAHHBIA WM BBI3BAHHBI MMMYHHBIH OTBET MOJXKET IMPEICTABIATH COOOHM KICTOYHBIM,
TYMOPAJIBHBIA WX KaK KIETOYHBIN, TaK ¥ TyMOPAIbHBI HMMYyHHBIE OTBETHL. B HEKOTOPHIX BapHaHTaX peajn3a-
IIUH M300pETeHNST MHIYIUPOBAHHBIN WIIM BBI3BAHHBIM KJIETOYHBI MMMYHHBIH OTBET MOJKET BKIIOYATh MHIYK-
IIMIO WK ceKkpennio ramma-uaTepdepona (IFN-y) u/nnmm daxropa Hekposa omyxouneit anbda (TNF-o). B npyrux
BapHaHTax peann3aniy N300peTeHIs NHIYIUPOBAHHBIN WM BBI3BAaHHBII MMMYHHBIH OTBET MOXKET YMEHBIIIATh
WM MHTHONPOBATh OJWH WM Oojiee (PaKTOPOB CYNPECCHH MMMYHHOTO OTBETA, KOTOPBIE CTUMYJIHPYIOT Pa3BH-
THE OIyXOJM WM paka, dKCOPECCHpys aHTUTEH, HapuMep, 0e3 OrpaHHYeHUs] UMH, (aKTOPHI, MOJABISIONINE
npe3eHTanuio MHC, dakTopsl, akTHBUpYIONTUE aHTUTeH-ciennduueckue perynstopubie T-kinerkn (Tregs), PD-
L1, FasL, nmutokunsl, Takue kak [L-10 u TFG-f, accormupoBaHHEIC ¢ OIMyXOJBI0 MaKpO(aru, aCCOUHPOBAHHBIC
C OmyXoJiblo (pUOPOOIACTHI, PACTBOPUMBIC (PAKTOPBI, MPOAYIIPYEMbIE HMMYHHBIMH KJIETKAMH-CYIPECCOPaMH,
CTLA-4, PD-1, MDSC, MCP-1 u MONeKyJIbl HMMYHHBIX KOHTPOJIBHBIX TOYEK, YTO OoJiee TOAPOOHO OMUCAHO
HIDKE.

(18) BupycHble aHTHI'CHBI.

PakoBBIfl aHTUTEH MOXKET MPEACTABIIATH COO0M BUPYCHBIN aHTHICH, ero (JparMeHT WM €ro BapuaHT. Bu-
PYCHBII aHTUTECH MOXET IPEICTABIATh COOOW aHTHIeH BUpyca renatuta B, Bupyca rematura C win BUpyca ma-
mnioMsl yenoseka (HPV). HPV moxer npencrasnsate coboit HPV 6, HPV 11, HPV 16 wiu HPV 18, onucan-
HBIA HUXKE.

BupycHblii aHTHreH crocoOeH MHIYIIUPOBATh aHTHIeH-crienupudeckuii T-KIIETOUYHBIN W/WIM HHTEHCUB-
HBI TYMOpPaJIbHBI MMMYHHBIE OTBETHI, TEM CaMBIM HHIYLUPYS WM BBI3BIBas MMMYHHBIH OTBET, KOTOPBIA Ha-
MPaBJICH Ha PaK WM OMyXOJb WM pearupyeT Ha HUX dKCIIpeccreil aHTureHa. B HEKOTOPHIX BapHaHTaX pean-
3anru N300peTeHUs] MHAYIMPOBAHHBIN WM BRI3BAHHBIH IMMYHHBIH OTBET MOXET MPEICTABIATH COOOH KIIETOU-
HBIH, TYMOpAIIbHBIA WM KaK KJICTOYHBIHA, TaK M TYMOPaJbHBI MMMYHHBIC OTBETHl. B HEKOTOPBIX BapHaHTax
peau3anuy H300pETCHUST WHIYIIMPOBAHHBIN WM BBI3BAHHBIA KICTOYHBI MMMYHHBIH OTBET MOXKET BKJIFOUYATh
WHAYKIHIO WK cekpennto ramma-uaTepdepona (IFN-y) u/mwmm dakxropa Hekposa omyxoneit ansha (TNF-a). B
JPYTUX BapHaHTaX peaM3aliil HW300pPCTCHUS HWHIYIUPOBAHHBIA WM BBI3BAHHBIA UMMYHHBIH OTBET MOXKET
YMEHBIIIATh WU WHTHOMPOBATH OJWMH WK OoJice ()aKTOPOB CYNPECCHH UMMYHHOTO OTBETA, KOTOPHIC CTHMYIIHU-
PYIOT pa3BUTHE OIYXOJIM WA paka, SKCIPECCHPYsl aHTUIeH, HAIpuUMep, 0e3 OorpaHUueHUs UMU, (HaKTOPEI, IMO-
nasistrontue npeseHranuio MHC, ¢hakTopsl, aKTHBUPYIOIINE aHTHICH-CIICNA(DUICCKUE PEryIsITOpHbIe T-KIeTKu
(Tregs), PD-L1, FasL, nuroxunsl, Takue kak IL-10 u TFG-f3, accormmpoBaHHbBIE C OIMYX0JIbI0 MaKpodaru, acco-
IIUMPOBAHHBIC C OMYXOJbI0 (UOPOOIACTHI, PACTBOPUMEIC (haKTOPHI, IPOAYIUPYEMbIC UMMYHHBIMU KIICTKAMH-
cymnpeccopamu, CTLA-4, PD-1, MDSC, MCP-1 u MoyieKy bl UMMYHHBIX KOHTPOJIbHBIX TOUYEK, 4TO OoJiee Mmo/-
pOOHO OMTMUCAHO HUXKE.

AHTHreH Bupyca renatuta B.

BupycHbBIIi aHTUTEH MOXET MPEICTaBIATh cO00M aHTUreH u3 BUpyca rematuta B (HBV), ero ¢parment
wiu ero Bapuant. AutureH HBV moxxer acconuupoBaThCcsi ¢ pakoM TNEYEHH WJIM BbI3BAaTh €ro. B HEKOTOphIX
BapHaHTax peann3anuu u300pereHus antureH HBV MoxeT mpencTaBisaTh coO0# TeTepoIOTHIHYI0 MOJIEKYITY
(MOJIEKyNbI) HYKJICHHOBOW KHCIOTHI, TAKYIO0 KaK TUIa3Muaa (IDIa3MHIBI), KOTOpas KOAUPYET OMUH Win Ooee
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antureHoB u3 HBV. Arturen HBV Mmoxer npencraBisTe co0o0il MoiHOpa3MepHbIE WM MMMYHOTEHHBIE (par-
MEHTHI ITOJTHOPa3MEPHBIX OCITKOB.

Anturer HBV MoxeT conepikaTh KOHCEHCYCHBIC MOCIIENOBATEILHOCTH W/WIIH OAHY WM OoJiee Momuu-
Kaluil U1 yIydIIeHHON 3KcTpeccud. [ eHeTndeckne MOAM(PHUKANNN, B TOM YHCIE ONTHMHU3AIUSI KOJOHOB, OII-
tumusanus PHK u noGaBnenne BBICOKOI(PGEKTUBHON NTHAESPHON IOCIEIOBATEILHOCTH UMMYHOTJIOOYIMHA C
[ENBI0 TTOBBIIICHNS UMMYHOTEHHOCTH KOHCTPYKIIUH, MOTYT OBITh BKJIIOUEHBI B MOIU(HUIMPOBAHHBIE KOHCEH-
cycHble nocnenoBaTenbHocTH. KoHceHcycHbl anTuren HBV MoxeT conmepxaTh CUTHAJIBHBIA MENTHII, TAaKOU
KaK CUTHAJbHBIM TIENTHIT IMMYHOTJIO0YIIMHA, TaKOH Kak curHabHbIN nentua IgE nnm [gG, u B HEKOTOPHIX Ba-
pHaHTaX pearu3aliy H300peTeHUs MoXeT conepxkath HA-MeTky. IMMYHOT@HBI MOTYT OBITH CKOHCTPYHPOBAHEI
TaK, 4TOOBI BBI3BIBATH 00OJIEEC CHIIBHBIC M MIMPOKHE KICTOYHBIC MMMYHHBIC OTBETBI, Ye€M COOTBETCTBYIOIIHE KO-
JIOH-ONTUMHU3UPOBAHHBIE UMMYHOT€HBI.

Anturen HBV moxer mpezncraBnste coboii kopoeiii 6eok HBV, mosepxnoctHslit 6enox HBV, JTHK-
nomumepasy HBV, xomupyemsrit renom X 6ernok HBV, ero ¢parMeHT, ero BapuaHT WIH UX KOMOWHAIMIO. AH-
tured HBV moxer npencraBiars coboii koposelit 6ennok HBV renoruna A, xopossiii 6enok HBV renorumna B,
kopoBbIit 6eok HBV renorumna C, kopoBsiii 6etok HBV renotuna D, kopossiii 6etok HBV renotuna E, kopo-
BhIit 6enok HBV renorumna F, kopoBerit 6enox HBV renorumna G, koposserii 6enox HBV renoruna H, moBepxHo-
ctablid 6enok HBV renoruna A, moBepxHocTHbIi Oeok HBV renotuna B, moBepxnocTHbil 6e10k HBV reno-
tumna C, moBepxHocTHBIN Oemok HBV renotuna D, moBepxHocTHBINH Oenok HBV renotuna E, moBepXHOCTHBIN
6emox HBV renotuna F, moBepxnocTHbIi 6en0k HBV renorumna G, moBepxHocTHBIN Oetok HBV renotumna H,
ero ()parMeHT, ero BapuaHT WM uX KoMOuHaiuio. Autured HBV mMosxeT npencTaBisarh cob00it KOHCEHCYCHBIN
KopoBbIii Oestok HBV min koHCeHCYCHBIH TOBepXHOCTHEIH Oetok HBV.

B HekoTOphIX BapuaHTaxX peanusanuu u3o0peTeHus antureH HBV moxer mpencraBnsaTs co0ON KOHCEH-
CYCHYIO KOPOBYIO KOHCTpyKLHI0 nocinenoarensHoct JJTHK HBV renoruna A, nuaepHyro Nociae10BaTeIbHOCTh
IgE, cB3aHHYIO ¢ KOHCEHCYCHOM HOCIIeI0BAaTENLHOCTHIO JUIsl KopoBoro Oenka HBV renoruna A, nim KOHCEH-
CYCHYIO KOPOBYIO MoCeIoBaTenbHOCTh Oenka HBV renotnma A.

B npyrux BapmaHTax peanuzanuy nzoopeteHus antureH HBV MoxkeT nmpencTaBisith co00i KOHCEHCYCHYO
KOpOoBYyI0 KOHCTpyKuuio mnocienoBareinsHocTd JJHK HBV renoruna B, munepuyio mocnenosarenbHocTh IgE,
CBSI3aHHYIO ¢ KOHCEHCYCHOH TOCTIeIOBATEIBHOCTRIO I KopoBoro Oenka HBV renotuna B, mim koHCEHCYCHYIO
KOPOBYIO TIoclieioBaTebHOCTh Oenka HBV renoruma B.

B npyrux BapmaHTax peanuzanuy nzoopeteHus antureH HBV MoxkeT nmpencTaBisiTh co00i KOHCEHCYCHYO
KOPOBYIO KOHCTpyKIuto mocienoBarenpbHoctd JJHK HBV renoruma C, nmunmepHyto mocnegoBareiabHocTh IgE,
CBSI3aHHYIO C KOHCEHCYCHOM MOCIIEI0BaTEILHOCTHIO A7t KopoBoro Oenka HBV renotnna C, mim KOHCEHCYCHYIO
KOpPOBYIO TocieoBarensHocTh O0einka HBV renotuna C.

B HekoTOpBIX BapuaHTaxX peanusanuu u3o0peTeHus anTureH HBV moxer mpencraBnsaTh co0Od KOHCEH-
CYCHYIO KOPOBYIO KOHCTpyKLHI0 nocinenoarensnoct JJTHK HBV renoruna D, nuaepHyto nociaenoBaTeIbHOCTh
IgE, cBs3aHHYIO ¢ KOHCEHCYCHOM HOCIIeI0BATENLHOCTHIO JuIsl KopoBoro 6enka HBV renoruna D, nim xoHceH-
CYCHYIO KOPOBYIO MocieIoBaTenbHOCTh Oenka HBV renotuma D.

B npyrux BapmaHTax peanuzanuy nzodpeteHus antureH HBV MoxkeT nmpencTaBisiTh co00i KOHCEHCYCHYO
KOpoBYyI0 KoHCTpykuuio nocienoBarensHoctd JJIHK HBV renotuna E, munepuyto mocnemosarenbHocTh IgE,
CBSI3aHHYIO ¢ KOHCEHCYCHOH TIOCIIeI0OBaTEIPHOCTRIO T KopoBoro 6enka HBV renorumna E, nnmm koHCEHCYCHYIO
KOPOBYIO TIocliefoBaTeIbHOCTh Oenka HBV renorumna E.

B HExoTOpBIX BapwaHTax peanu3anuu n3o0pereHus antureH HBV MoxeT mpenctaBisaTh co00i KOHCEH-
CYCHYIO KOPOBYIO KOHCTpYKIHIO nociegoBarenbHoctu JJTHK HBV renoruna F, nuaepuyto nocienoBaTenbHOCTh
IgE, cBsi3aHHYIO C KOHCEHCYCHOH ITOCIIEe0BATEIbHOCTBIO 1i1si KopoBoro Oenka HBV renornna F, nnm xoHcen-
CYCHYIO KOPOBYIO MOCJeIoBaTeNbHOCTE Oeinka HBV renotuma F.

B nmpyrux BapmaHTax peanuzanuu m3o0peteHus antureH HBV MoxkeT mpenctaBiasaTe co0oit KOHCEHCYCHYIO
KOpOBYIO KOHCTpyKuuio nocneaoBarensHoctd JJHK HBV renotuna G, mupepHyro nocnenoBarenbHocTh IgE,
CBSI3aHHYIO C KOHCEHCYCHOM MOCIJIEI0BATEIFHOCTHIO s KopoBoro 6enka HBV renotuna G, niim KOHCEHCYCHYIO
KOPOBYIO TIoclieioBaTeIbHOCTh Oenka HBV renorumna G.

B HExoTOpBIX BapwaHTax peanu3anuu n3o0pereHus antureH HBV MoxeT mpenctaBisaTh co00i KOHCEH-
CYCHYIO KOPOBYIO KOHCTpYyKLHIO nociienoBarensHoctu JJHK HBV renoruna H, nunepryto nocsienoBaTeibHOCTD
IgE, cBs3aHHYIO0 C KOHCEHCYCHOH IOCIIeIOBATEILHOCTRIO 711 KopoBoro Oenka HBV renorumna H, nnu koHCEH-
CYCHYIO KOPOBYIO TIociieZioBaTebHOCTh Oenka HBV renoruma H.

B npyrux BapmaHTax peanuzanuy nzodpereHus antureH HBV MoxkeT mpencTaBisith co00i KOHCEHCYCHYO
MOBEPXHOCTHYIO KOHCTpYKIHIO nocienoarensHoctu JJHK HBV renotuna A, nunepHyro nocieaoBaTeabHOCTh
IgE, cBs3aHHYIO0 ¢ KOHCEHCYCHOM TOCIIEIOBATEIFHOCTBIO I MOBepXHOCTHOro Oenka HBV reHoTtuma A, win
KOHCEHCYCHYIO MTOBEPXHOCTHYIO MOCIeI0BaTeNbHOCTE Oenka HBV renotumna A.

B HekoTOpHIX BapuaHTaX peanusanuu u3o0peTeHus antureH HBV moxer mpencraBnsaTs co0OH KOHCEH-
CYCHYIO MOBEPXHOCTHYIO KOHCTpyKuuio nocienoBatenbHoctd JJHK HBV renoruna B, nuaepHyro nmocnenosa-
TenbHOCTh IgE, CBSI3aHHYIO C KOHCEHCYCHOW MOCIIEI0BATENFHOCTRIO JUIs MOBEpXHOCTHOTO Oenka HBV reHoTumna
B, unmn KOHCEHCYCHYIO TTOBEPXHOCTHYIO TIocliefoBaTenbHOCTL Oenka HBV renoruna B.

B npyrux BapmaHTax peanuzanuy nzoopeteHus antureH HBV MoxkeT nmpencTaBisiTh co00i KOHCEHCYCHYIO
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MOBEPXHOCTHYIO KOHCTpYKIMIo nocienoatensHoct JJHK HBV renotuna C, nuaepHyio mociaea0BaTeNbHOCTh
IgE, cBs3aHHYI0 C KOHCEHCYCHOH ITOCIIEJOBAaTEIbHOCTHIO /Il TToBepXHOCTHOTO Oenka HBV renoruna C, uiu
KOHCEHCYCHYIO TIOBEPXHOCTHYIO IMOCIIeIoBaTeLHOCTE Oeska HBV renotuma C.

B npyrux BapmaHTax peanuzanuy nzodpereHus antureH HBV MoxkeT nmpencTaBisith co00i KOHCEHCYCHYO
MMOBEPXHOCTHYIO KOHCTpyKIHIo nocnenoateiabHocTd JJHK HBV renoruna D, nuaepHyto mocienoBaTenbHOCTb
IgE, cBsi3aHHYI0 ¢ KOHCEHCYCHOH IMOCIIENOBATEILHOCTRIO A TIOBEpXHOCTHOTO Oenka HBV renorumna D, wmun
KOHCEHCYCHYIO TIOBEpXHOCTHYIO IOCIIeI0BaTeIbHOCTh Oenka HBV renotuma D.

B HEexoTOpBIX BapwaHTax peanu3anuu n3o0pereHus antureH HBV MoxeT mpenctaBisaTh co0oi KOHCEH-
CYCHYIO MOBEPXHOCTHYIO KOHCTpykimio nocnenoBarenbHoctd JHK HBV renotuna E, nunepuyio nocnenosa-
TeNnbHOCTH IgE, CBA3aHHYIO ¢ KOHCEHCYCHOM MOCIIECIOBATEIBHOCTEIO I TOBEpXHOCTHOTrO Oenka HBV renoruna
E, nim KoHCEeHCYCHYT0 MOBEPXHOCTHYIO IOcieoBaTelbHOCTh Oenka HBV renoruna E.

B nmpyrux BapmaHTax peanuzanuu m3oopereHus antureH HBV MoxkeT mpenctaBisaTe co0oit KOHCEHCYCHYIO
MOBEPXHOCTHYIO KOHCTpYyKIUIo nocnenoBarenbHoctd JHK HBV renoruna F, nuaepHyio mocinegoBareabHOCTh
IgE, cBsi3aHHYI0 ¢ KOHCEHCYCHOU IMOCIICIOBATEIBHOCTRIO sl MmoBepXxHOCTHOTO Oenka HBV renotuma F, wmu
KOHCEHCYCHYIO TIOBEpXHOCTHYIO IMOCIIeIoBaTeNLHOCTE Oesika HBV renotuma F.

B npyrux BapmaHTax peanuzanuy nzoopeteHus antureH HBV MoxkeT nmpenctaBisith co00i KOHCEHCYCHYIO
MMOBEPXHOCTHYIO KOHCTpYKIHio nocienoarensaoctn JJHK HBV renoruna G, nmunepHyro mociieaoBaTelbHOCTh
IgE, cBsi3aHHYI0 ¢ KOHCEHCYCHOH IMOCIIENOBATEILHOCTRIO JJIs MOBEpXHOCTHOTO Oenka HBV renoruna G, wiun
KOHCEHCYCHYIO TIOBEpXHOCTHYIO IMOCIIeI0BaTeIbHOCTh Oenka HBV renotnma G.

B npyrux BapmaHTax peanuzanuy n3odpeteHus antureH HBV MoxkeT nmpenctaBisiTh co00i KOHCEHCYCHYO
MOBEPXHOCTHYIO KOHCTpYKIMIo nocienoarensnoctu JJHK HBV renotuna H, nunepnyro nocinenoBaTteiabHOCTh
IgE, cBsi3aHHYIO ¢ KOHCEHCYCHOM TOCIIEOBATEIFHOCTRIO I MOoBepXHOCTHOrO Oenka HBV renotuna H, wim
KOHCEHCYCHYIO MTOBEPXHOCTHYIO MOCIeI0BaTeNbHOCTE Oenka HBV renotumna H.

AmnTureH Bupyca renatura C.

BupycHbIif aHTUreH MOET MpeAcTaBisATh co00it anTuren n3 Bupyca remaruta C (HCV), ero ¢parment
nnmu ero BapuanT. AHTEreH HCV MOXET accormupoBaThCSA ¢ PaKOM IEYEHH WM BBI3BAaTh €ro. B HEKOTOPHIX
BapHaHTax peanm3anuu u3odpereHns antureH HCV MoxeT mpencTaBisTe co00il TeTepOIOTHIHYI0 MOJCKYITY
(MoJeKyJIbI) HYKJICHMHOBOM KHUCIIOTHI, TaKyl0 Kak Tuiasmua (TUIa3MHUIbI), KOTOpas KOTUPYET OAWH WM OoJiee
aatureHoB n3 HCV. Auturer HCV MoxeTt mpencTaBisaTh cOOOH MOJHOpa3MepHbIe WM HMMYHOTEHHBIE (hpar-
MEHTHI ITOJTHOPa3MEPHBIX OCIKOB.

Anturer HCV MoxeT coneprkaTh KOHCEHCYCHBIC MOCIIENOBATEILHOCTH W/WIIH OAHY WM OoJiee MoIupu-
Kaluil Ui yIy4dIIeHHOU 3KCTpeccuu. [ eHeTndeckne MOAU(HUKAINN, B TOM YHCIC ONTHMHU3AIUS KOJJOHOB, OII-
tummsanms PHK u moGaBnenue BbICOK03(D(EKTHBHONM TUACPHON MOCIEIOBATEIFHOCTH UMMYHOTJIOOYIHHA C
LENBIO TOBBIIICHUS UMMYHOTEHHOCTH KOHCTPYKIIUH, MOTYT OBITh BKJFOUYCHBI B MOIU(HUIIMPOBAHHBIC KOHCCH-
cycHble nocienoBaTenbHOCTH. KonceHcycHblil anturen HCV MoxeT copepkaTh CUTHAJIBHBIN MENTUI, TaKoH
KaK CUTHAJIBHBIA IENTHA MMMYHOTJIOOYJIMHA, TaKOW Kak curHanbHbli nentux IgE nim IgG, n B HeKOTOpHIX Ba-
pHaHTaX peanu3aliy H300peTeHUs MOXKeT conepxkath HA-MeTky. IMMYHOT@HBI MOTYT OBITH CKOHCTPYHPOBAHEI
TaK, YTOOBI BBI3BIBATh 0OJ€E€ CHIIBHBIC M MIMPOKHE KIETOYHBIC MMMYHHBIC OTBETHI, Y€M COOTBETCTBYIOIIHE KO-
JOH-ONTHMH3UPOBAHHBIC HIMMYHOTEHBI.

Anturer HCV moxer npenctaBisaTh codoit Hykieokancuanbii 6eaok HCV (To ecth KOpoBbIii 0€loK), Oe-
nok o6onouku HCV (mampumep, E1 u E2), HectpykrypHubiii 6emok HCV (mampumep, NS1, NS2, NS3, NS4a,
NS4b, NS5a u NS5b), ero pparmenr, ero BapuaHT WJIH UX KOMOHWHAITHIO.

Bupyc manmuiioMsl 4enoBeka.

BupycHbIi aHTHTeH MOXET NpeNCcTaBiIATh coboi antured n3 HPV, ero ¢parmMent mim ero Bapuant. AHTH-
red HPV moxer Ovite 13 HPV 16, 18, 31, 33, 35, 45, 52 u 58 TuUNoB, KOTOpHIC BBI3BIBAIOT PAK MICUKH MATKH,
pax npsAMOil KMIIKK W/viy apyrue Buasl paka. AntureH HPV moxer 0b1Th 13 HPV 6 w/umm 11 Tunos, kotopsie
BBI3BIBAIOT OCTPOKOHECUHBIC KOHAMIOMBI, U, KAK U3BECTHO, ABJISIFOIIUCCS TPUYUHONW paka rOJOBHI U IIeH. AHTH-
red HPV moxer 6611 n3 HPV 16 w/unm 18 Tumos, KoTopble BBI3BIBAIOT pak HIelku Matku. AHtured HPV mo-
ket ObITh U3 HPV 6, 11 w/unun 16 tumos, koTopsie BeI3bBaloT RRP u pak ananpHOTO KaHana. PakoBblii aHTUTEH
HPV wmoxet ObITh nomonauTensHO omnpenerneH B nateHTe CIIA Ne 8168769, momannom 30 wmtons 2007 roxa,
nateHte CIIIA Ne 8389706, momannom 21 saBapst 2010 roxna, 3asske Ha mateHt CIIIA Ne 13/271576, moganaoi
21 okts0ps 2011 roxa, u 3asBke Ha mateHt CIIA Ne 61/777198, momanuoii 12 mapta 2013 roma, kaxmuele u3
KOTOPBIX BKIFOUEHBI IOCPEICTBOM CCHUIKH B ITOJIHOM 00BEME.

Anturensl HPV MoryT npencrasiste co6oit momensl E6 wmu E7 HPV u3 kaxnoro tuna HPV. Hampumep,
st HPV 16 tuna (HPV16) anturen HPV16 moxer Bkimouars antured HPV16 E6, anturen HPV16 E7, dpar-
MEHTHI, BAPUAHTHI WM WX KOMOWHAIMU. AHAJOTHYHBIM oOpa3oM, anTureH HPV Mmoxker mpencraBisaTh coOOM
HPV 6 E6 w/unu E7, HPV 11 E6 u/umu E7, HPV 16 E6 w/unu E7, HPV 18 E6 u/unu E7, HPV 31 E6 n/unu
E7, HPV 33 E6 w/umu E7, HPV 52 E6 w/unu E7, unmu HPV 58 E6 w/unu E7, ¢parMeHTsI, BapHaHThI WIA UX
KOMOHWHAIIHH.

Bupycs! repneca.

BupycHbIli aHTHTEH MOXKET TIPEICTaBIATh COO0H aHTHIeH BHpYyca reprieca. AHTUTEH BHpyca Teprieca Mo-
JKET TIPENCTaBISITh COOOM aHTHIeH, BRIOPaHHBIN U3 rpymibl, cocrosmeld n3 CMV, HSV1, HSV2, VZV, CeHV1,
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EBV, pozeonoBupyca, accoumupoBaHHOTo ¢ capkoMmoil Kamomm repmecBupyca, mimm Muhv, u npeamouru-
tenpHO - CMV, HSV1, HSV2, CeHV1 u VZV.

Koncencycnsrit 6enok HCMV-gB (SEQ ID NO: 26), korcercycHbii 6eiok HCMV-gM (SEQ ID NO: 28),
koHceHcycHbI 6emok HCMV-gN (SEQ ID NO: 30), xorcencycusiit 6enok HCMV-gH (SEQ ID NO: 32), koH-
cencycHelit 6eok HCMV-gL (SEQ ID NO: 34), xorcencycusiii 6enok HCMV-gO (SEQ ID NO: 36), koHCEH-
cycubrit 6emoxk HCMV-ULI128 (SEQ ID NO: 38), koncencycusrit 6emoxk HCMV-UL130 (SEQ ID NO: 40), koH-
cencycHelii 6e1ok HCMV-UL-131A (SEQ ID NO: 42), xoncencycusiii 6enmoxk HCMV-UL-83 (pp65) (SEQ ID
NO: 44).

Hyxneotuansie nmocienoBaTeIbHOCTH, B TOM YHCIIE TocienoBaTeibHOCTH, kKoaupyomue 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 umu SEQ ID NO: 44. Bsuin nony4eHsl MOJIEKYJIbl HyKJIEHHOBBIX KUCIIOT, KOTUPYIOIUE
KOHCEHCYCHBIE aMHHOKHCJIOTHBIE TIOCIIEIOBATEIbHOCTH. BaKIIMHBI MOTYT cofep)kaTh OJHY WM Ooliee HyKIeo-
TUIHBIX TOCIIEIOBATEIBHOCTEH, KOTOPhIC KOJUPYIOT OJMUH WK 0O0Jice KOHCEHCYCHBIX BapUAHTOB MUMMYHOTCH-
HBIX OCJIKOB, BEIOPAHHBIX U3 ATOW IPYIIIEI TOCIEA0BATSIFHOCTEH, CO3TaHHBIX IS ONTUMHU3AINN CTaOMIBHOCTH
M 9KCIIPECCHH B OpraHn3Me dejoBeka. HykineoTuaHas mocie10BaTebHOCTh, KOIUPYIOAas KOHCEHCYCHBIH OeoK

HCMV-gB (SEQ ID NO:

HCMV-gM (SEQ ID NO:

HCMV-gN (SEQ ID NO:
HCMV-gH (SEQ ID NO:
HCMV-gL (SEQ ID NO:
HCMV-gO (SEQ ID NO:

25),
27),
29),
31,
33),
35),

HYKJIICOTHIHAA
HYKIJIICOTHIHAA
HYKJICOTHUAHAA
HYKJICOTHUAHAA
HYKJICOTHUAHAA
HYKJICOTUAHAA

I0CJIEa0BATCIBHOCTD,
I0CJICA0BAaTCIBHOCTD,
oCIC10BATCIIBHOCTD,
oCIC10BATCIIBHOCTD,
I0CJIC10BAaTCIBHOCTD,
noCICa0BaTCIIbHOCTD,

KOAHpPYIOIIast
KOAHpPYIOIIast
KOJHpPYIOIIast
KOJHpPYIOIIast
KOJHpPYIOIIast
KOAUPYIOIIast

KOHCEHCYCHBIH
KOHCEHCYCHBIH
KOHCEHCYCHBIH
KOHCEHCYCHBIH
KOHCEHCYCHBIN
KOHCEHCYCHBII

0eJIoK
0eJIoK
0eJIoK
0eJoK
0eJoK
0eJIoK

HCMV-UL128 (SEQ ID NO: 37), HykIeoTHAHAS TOCIEI0BATEIbHOCTD, KOJUPYIOMAs KOHCEHCYCHBIH OeJok
HCMV-UL130 (SEQ ID NO: 39), HykneoTHaHas MOCIEI0BATEIbHOCTD, KOJUPYIOMAs KOHCEHCYCHBIH 0ok
HCMV-UL-131A (SEQ ID NO: 41), HykJIeoTHIHAs MOCICA0BATEIBHOCTD, KOJUPYIOIIAs KOHCCHCYCHBIH 0EIOK
HCMV-UL-83 (pp65) (SEQ ID NO: 43). HykneoTuaHas HOCIEAOBATEIFHOCTh MOXKET JTOMOTHUTEIBHO UMETh
KOJMPYIONIYIO JTUACPHYIO IMOCIIeI0BaTeNIbHOCTD IgE, cBA3aHHYyIO0 ¢ 5'-KOHIIOM.

B cBeTe 3BOMONMOHHON AWBEPTeHINH OT KIMHHYECKUX INTAMMOB M OOJBINUX T€HETHYECKUX Pa3IHIHA
CpeIy pacHpOCTPAHEHHBIX IUPKYIHUPYIOMHUX IITAMMOB YeJIOBeKa OBLIM MOJIYYCHBI KOHCEHCYCHBIE aMHHOKHC-
JIOTHBIE TIOCIIEOBATEIFHOCTH JJIS KaXIOTO M3 MMMYHOTEHHBIX OenkoB. KoHCEHCyCHBIE aMHHOKHCIIOTHBIE I10-
cienoBaTensHOCTH It gB, gM, gH, gL, gE, ¢gl, gK, gC, gD, UL128, UL130, UL-131A u UL-83 (pp65) Obutn
OCHOBAHBI Ha IMOCJIEIOBATEIBHOCTAX W3 KIMHUYECKAX MTaMMOB dejoBeka. [1o mpuunHe OOBIION 3BOIONHOH-
HOW nuBepreHIun Oenka gN KOHCEHCYCHAs TIOCIIeIOBATEIFHOCT ObLIA MOJTyYeHa TONBKO U3 oxHoro (gN-4c) u3
CeMHU CEpOTHIIOB, KOTOPHIN sIBIIsieTCsl Hanbosee ceponpeBaieHTHBIM (gN-4). AHalIOrHYHBIM 00pa3oM, B ciydae
20, KOHCEHCYCHBIE aMUHOKHCIIOTHBIE MOCJIEA0BATEIILHOCTH OBIIM NOTyYeHb! 13 ogHoro (gO-5) U3 BOCbMH cepo-
THUIIOB O NIPUYUHE MOATBEP>KICHHON CBSI3U STUX ONPEIEIIEHHBIX CEPOTHIIOB € CEpOTUIIOM gN-4c.

Kak ommcaHo BhIIIe, aHTHTCH BUpYyCa I'eprieca MOXKET MPECTABIATh COO0M KOHCEHCYCHBIN aHTUTEH BUpPYyCa
reprieca. KOHCEHCYCHBIN aHTHI'CH BHpYCa Tepreca MOXKeT ObITh CHA0KEH CHTHAIBHBIM MENTUAOM. B HEKOTOPBIX
BapHaHTaxX pealln3aliy W300peTeHHS JIUepHas TocienoBaTenbHOCTh IgE cBs3ana ¢ N-koniom. Kak onmcano B
JTaHHOM JTIOKYMEHTE, MIPH CChUIKE Ha CUTHAJIbHBIA MENTHJ, CBsI3aHHBIH ¢ N-KOHIIOM KOHCEHCYCHOM IMOcCiea0Ba-
TENBHOCTH, OH TIpeIHa3HaueH ISl TOTO, YTOOBI CIIEIHaIbHO BKIIOYATh BAPHUAHTHI peai3alii H300peTeHI, B
KOTOpBIX N-KOHIIEBOM OCTaTOK Xaa KOHCEHCYCHBIX IOCJIEI0BATEIbHOCTEN 3aMEHEH CUTHAIIBHBIM IeNTHIOM. To
€CTb, TIPH UCIIOJH30BAHUH TI0 TEKCTY JAHHOTO JOKYMEHTa, Xaa MpeaHa3HadeH A 0003Ha4eHUs TI000H aMHUHO-
KHUCIIOTBI WM OTCYTCTBHSI aMUHOKHUCIOTHL. Bellku, KoTopble coiepikaT KOHCEHCYCHYIO IMOCIIEIOBAaTEIbHOCTb,
MpHUBEJCHHYIO B JaHHOM JokyMmeHTe nocnenosarenbHocTsiMu SEQ ID NO: 26, 28, 30, 32, 34, 36, 38, 40, 42, 44,
MOT'YT COZIEpIKaTh 3TH MOCIeA0BaTeNbHOCTH 06e3 N-KoHIeBoro Xaa.

Brumn moJy4eHsl aMUHOKHCIIOTHBIC MOCIIEAOBATEIBHOCTH, KOTOPBIC COACPKAIMA B Ka)XIOM KOHKPETHOM
cilydae JuIepHYyIo nocieaoBatenbHOCTh IgE Ha N-KOHIIE KOHCEHCYCHBIX TOCEI0BaTENbHOCTEN KMMYHOIE€HHO-
ro Ocimka BUpyca reprieca. B HEKOTOPHIX BapHaHTaX peaH3alUU H300PETCHHS MPEICTABICHBI KOHCTPYKIHH
HYKJICMHOBBIX KHCJIOT, B KOTOPHIX JIBa MJIM O0Jiee aHTUTEHOB BUpPYyCa reprieca 3KCIPECCUPYIOTCS B BUAE CIUTHIX
0eTKOB, CBS3aHHBIX IPYT C OPYrOM CalTaMH HPOTEONUTHUYECKOro pacimervieHus. CafiT mpoTeoIuTHdecKoro
pacmerieHns (GypuHa SBISETCS MPUMEPOM CaiTa MPOTEONUTHUECKOTO PACHICTIICHNS, KOTOPBI MOXKET CBS3HI-
BaTh aHTUTECHBI BUpYyCa Teprieca B CIIMTOM Oellke, SKCIPECCUPYEMOM KOHCTPYKITMEeH. BUpYCHBIH pakoBBI aHTH-
TeH ceMeHCTBa repreca MOXKET JOMOJHUTEILHO MPEACTABIATL COO0H JIF000# aHTUTEH, ONMMCAHHBIA B 3asBKE Ha
nateHT CIIIA Ne 13/982457, comepxaHue KOTOpOH BKIIOYEHO B JaHHBIH JOKYMEHT IOCPEICTBOM CCHUIKH B
MIOJIHOM O0BeMe.

3. BakunHa B KOMOWHAIIMK ¢ HTHTHOUTOPOM UMMYHHON KOHTPOJIGHON TOYKH.

BaknuHa MOXeET TOTONHUTEIBHO CONEPkKATh OJWH WIH 0OJice HHTHOUTOPOB ONHOW MM OOJiee MOJEKYI
UMMYHHBIX KOHTPOJBHBIX TOYCK (TO €CTh HHTMOUTOPOB MMMYHHBIX KOHTPOJBHBIX TOYEK). MOJEKYJIBI HMMYH-
HBIX KOHTPOJBHBIX TOYCK OMUCAHEI HUXE Oosee moapoOHo. J[aHHBIH HHTHOUTOP HMMYHHOW KOHTPOJIBHOW TOYKH
HPECTaBISIET CO00it JII0OYI0 HYKIEHHOBYIO KHCJIOTY WM OEJIOK, KOTOPBIH MPEA0TBPAIIAET CYIPECCHIO JII0O0TO
KOMITOHCHTa B IMMYHHOU CUCTeMe, Hanpumep, npe3eHTtanuio MHC, npe3entanuto u/mim audhepeHIupoBKy
T-kneTok, Mpe3eHTAIHIO W/ U GEepeHITHPOBKY B-K1eTok, 1F000T0 MMUTOKUHA, XeMOKHHA WA CUTHAJIM3AITUIO
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Jutst iponudepanny u/wii quddepeHInpOBKH HMMYHHBIX KIIETOK.

Takoif MHIHOUTOP MOXKET MPEACTABIIATH COOOW HYKICOTHIHYIO IOCICIOBATEIFHOCTh, aMHHOKHCIOTHYIO
MOCJIEIOBATEIFHOCTh, MAIYI0 MOJIEKYJy WM WX KomOwHarmio. HykieoTwmHas mociemroBaTeNbHOCTH MOXKET
npencraBiaTh coboit JIHK, PHK, k/IHK, nx Bapuant, ux ¢parmenT uinu nx koMOuHammio. HykienHoBas KACiIo-
Ta MOYXKET TaKXe COepKaTh JOTOIHUTEIBHBIC IIOCIIEA0BATEIFHOCTH, KOAUPYIOIINE JTHHKEPHBIC MITH MapKepHBIC
MOCJIEIOBATEIEHOCTH, KOTOPBIE CBA3AaHBI ¢ MHTHOMTOPOM MMMYHHOW KOHTPOJBHON TOYKH MENTHIHON CBS3BIO.
Mamnast MoJIeKyJia MOXET MPEACTaBIATh COO0H HIU3KOMOJIEKYJSIpHOE, HalpuMep, BecoM B MeHee dem 800 maib-
TOH, OPTaHUYECKOE WM HEOPTAaHMUECKOE COSANHECHNE, KOTOPOE MOXKET CIYXKHTh B KauecTBe ()epMEHTHOTO CyO-
CTpaTa, Muranaa (WIH ero aHajora), CBI3aHHOTO OCIIKOM WIIM HYKJICWHOBOHM KHCJIOTOM, WX PETyIsATOpa OUOIo-
THYECKOTro Tporecca AMUHOKUCIIOTHAS TTOCIENOBATEIbHOCTh MOXKET HPEICTABIATh CO00H OeNoK, MeNnTHI, MX
BapHaHT, X ()ParMeHT WK UX KOMOMHAIUIO.

B HEKOTOpBIX BapHaHTaX pean3aldd M300PCTCHUS MHTHOUTOP UMMYHHOH KOHTPOJIBHOW TOYKH MOXKET
MPEJICTABIATE COOOW OHY MIIK OoJice HYKICOTHIHBIX MOCICIOBATEIBHOCTEH, KOAUPYIONINX aHTUTEINO, €r0 Ba-
pHaHT, ero (gparMeHT WM WX KOMOWHanuio. B Apyrux BapuaHTax peanu3aluil U300peTeHUs UHTHOUTOP WM-
MYHHOW KOHTPOJIBHOHM TOYKH MOXKET NPEICTABIATH COOOM aHTHUTENO, €ro BapHaHT, €ro (parMeHT WIH X KOM-
OMHALIHIO.

Moznekyna UMMYHHOM KOHTPOJIBHOM TOUKHU.

Moutekyna IMMYHHOW KOHTPOJLHOW TOYKH MOXKET MPEICTaBIATh COOOH HYKICOTHIHYIO ITOCIEI0BATEIh-
HOCTh, aMHHOKHCIIOTHYIO ITOCIIEIOBATEIHHOCTD, MAIYIO0 MOJIEKYJTy WIH UX KoMOmHanmio. Hykneotnanas nocie-
JoBaTeNbHOCTh MOXeT npeactasiath codoit JIHK, PHK, k/IHK, ux Bapuant, ux ¢pparMeHT Win uX KOMOWHa-
0. HykiiemHOBasl KHCIIOTa MOXET TaKKe COJEPKATh OTIONHUTEIBHBIC MOCICIOBATEIBEHOCTH, KOIUPYIOIIHE
JUHKECPHBIC WA MapKepHBIC MMOCIIEIOBATEIFHOCTH, KOTOPHIC CBSI3aHBI C HHTHOMTOPOM UMMYHHO! KOHTPOJIBHOM
TOYKH MENTHIHOU CBsI3bI0. Malas MOJIEKyJia MOXKET MPEJCTABIATh COO0N HU3KOMOICKYISIPHOE, HAIIPUMED, Be-
coM B MeHee yeM 800 manbToH, OpraHMYECKOe WIN HEOPTaHHMYECKOE COEIMHEHUE, KOTOPOE MOXKET CIYXKUTh B
KadyecTBe (pepMEHTHOTrO cyOcTpara, Turanga (MM ero aHaiora), CBI3aHHOTO OCNIKOM WIIM HYKJICHHOBOM KHCIIO-
TOW, WIIM perynsTopa OMOJIOTHYECKOTO Mporiecca. AMHHOKHCIIOTHAS ITOCIIEI0BATEIFHOCTh MOYKET MIPEACTABIIATh
co0oii 0esoK, MeNnTH/I, UX BapUaHT, UX PparMeHT WU UX KOMOHHAIIHIO.

(1) PD-1 u PD-L1.

Moutekysia IMMYHHOW KOHTPOJIEHOW TOYKH MOJKET MPEICTABIATH COO0M OETOK MporpaMMUPyeMOM rHOeNn
kietok 1 (PD-1), murann nmporpammupyemoii rudenu kimetok 1 (PD-L1), ero dbparMeHT, ero BapuaHT WIA HX
koMOuHanmo. PD-1 npencrasisier coboit 6ok KIETOYHOW MOBEPXHOCTH, KoaupyeMbiii reHom PDCDI1. PD-1
SIBIISICTCS TIPCJICTABUTEIICM CYIIEPCEMECTBA UMMYHOTIIOOYJIMHOB M AKCIpEccCHpyeTcs Ha T-KieTkax u mpo-B-
KJIETKaX, M, TAKAM 00pa3oM, y4acTByeT B cyap0Oe w/mm auddepeHuupoBke 3Tux Kietok. B wactHocTH, PD-1
HpesCcTaBisieT coboit MeMOpaHHbIN Oenok 1 Tuma cemeiictBa CD28/CTLA-4 T-KIIETOUHBIX PETYIATOPOB U HeTa-
TUBHO perynupyer curHaibl T-kieTodHbix pernentopoB (TCR), TeM caMbIM HETaTHBHO PETYIHPYsS MMMYHHBIC
otBeThl. PD-1 MokeT HeraTHBHO perynupoBath oTBeThl CD8 + T-kinetok, n, Takum obpazom, narudupyer CDS8-
OIIOCPEIOBaHHYIO IIUTOTOKCHYHOCTD U YCWIINBAET PA3BUTHE OIYXOJIH.

PD-1 umeer nBa nuranaa, PD-L1 u PD-L2, koTopsie sBIstOTCS NpeacTaBuTeNsiMu cemeiicta B7. PD-L1
aKTHBUpYeTCcs Ha Makpodarax u aeHapuTHeIX kietkax (DC) B oTtBer Ha neuenne LPS u GM-CSF, a taxke Ha
T-knetkax u B-knetkax npu curHanm3anun TCR u B-knetounoro penenropa. PD-L1 akcnpeccupyercss MHOTH-
MU OIYXOJIEBBIMH KJICTOYHBIMH JINHUSAMH, B TOM YUCIIE MACIOMaMH, MAaCTOIIMTOMAMH U METaHOMaMH.

AHTHTEIIO K MOJIEKYJIE HUMMYHHOW KOHTPOJIBHOM TOUYKH.

Kak ommcaHo BbIlIe, HHTHOUTOP HMMYHHOW KOHTPOJBHON TOYKH MOXKET HPEACTABIATH COOOW aHTHUTEIIO.
AHTHUTEIO MOXET CBSI3bIBATHCS WM BCTYNATh B PEAKIUIO C aHTHTCHOM (TO €CTh MOJCKYJIOH MMMYHHON KOH-
TPOJIGHOW TOYKH, OMHCAHHOW BhIIIc). COOTBETCTBEHHO, aHTUTEIO MOXET CUHTATHCS AHTUTEIOM K MOJCKYJe
UMMYHHON KOHTPOJIbHOW TOYKH WJIM QHTUTEIIOM MOJICKYJBl IMMYHHO!H KOHTPOJIBHOH TOYKH. AHTUTEIO MOXET
KOJIMPOBATHCS HYKJICOTUIHOH ITOCIIEJOBATEIbHOCTBIO.

AHTHUTETIO MOXKET COJEPKATh MOJTHUICIITH TSHKEIOHN Iey M MONUIeNTHA Jerkoi nenu. [lomunentun Ts-
JKEJION IeTH MOXET COJIepKaTh BapruadeslbHyI0 00yiacTh Tspkenoi mernv (VH) w/unm mo MeHbIed mMepe OnHy
KOHCTaHTHYI0 oOnacTth Tspkenoi menu (CH). [To MeHbIe#t Mepe olHa KOHCTaHTHAsE 00JIaCTh TSHKEIOW e MO-
JKET CoJlepKaTh KOHCTAaHTHYIO obnacTh Tsokenoi nenu 1 (CH1), koHcTanTHYI0 001acTh Tspkenoi nenu 2 (CH2),
KOHCTaHTHYIO 001acTh Tspkenoi nenw 3 (CH3) w/wimm mapHUpHBIN yIacTOK.

B HekoTophIX BapHaHTaX pealiM3aluyd U300pETCHHS IMOJIAIMETITHA TAXKEIION IeNnu MOXeT coaepxarb VH
obnmacte u CH1 oGmacte. B apyrux BapwaHTax peau3alud M300pEeTEeHHUs MOJMITCTITH] TSKEIION e MOXKET
conepxatk VH obnacts, CH1 o6nacts, mapaupHslii yuactok, CH2 o6macts u CH3 obnacTs.

[MomunenTua TSHKETOW MEMd MOXKET COACpKaTh HAOOp OMPEACIAIOIINX KOMIUIEMEHTAPHOCTh OOJACTeH
("CDR"). Habop CDR mosxeT comepkats Tpu runepsapuadensasie oonactu VH obnactu. Mexons n3 N-koHia
nmonunenTuaa Tsokenoi meru, 3t CDR o6o3navator "CDR1", "CDR2" u "CDR3", cootBercTBeHHO. CDRI,
CDR2 u CDR3 nonwmmentuaa TsKeIoi Hel MOTYT CIToCOOCTBOBATh CBS3BIBAHUIO WM PACIIO3HABAHHIO AaHTUTCHA.

[MonumenTux NErkod HEmM MOXXET colepKaTh BapHaOenbHylo obnacth nerkod nemu (VL) m/wimm xom-
ctanTHy!o ob6mactp nerkoi nenu (CL). ITonumenTuy Jerkoi e MOXET COAep)kKaTh HAOOP OMpeIesIFOIIIX
KoMIuieMeHTapHocTh obnacteit ("CDR"). Habop CDR MoseT comepxath Tpu runepBapuadensHbie oomacta VL
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obmactu. Mcxoas u3 N-koria nmonunentuia jgerkoi memnu, 3t CDR o6o3nauaror "CDR1", "CDR2" u "CDR3",
cootBerctBeHHO. CDR1, CDR2 u CDR3 nosnunenTtuaa jJerkoi Iemy MOTYT CIIOCOOCTBOBATH CBSI3BIBAHUIO HMIIH
pacro3HaBaHUIO aHTUICHA.

AHTHUTEIIO MOXET COJepKaTh HabOp OmpeleNsommux KoMIuieMeHTapHocTh obnactei ("CDR") Tspkenoit
IETN ¥ JIETKOM TIeTIH, COOTBETCTBEHHO PaCTIOIOKEHHBIN Mex 1y HabopoM kapkacoB ("FR") Tsokenmoit menm u jer-
KO IIeTH, KOTophlii obecreunBaeT moanepkky CDR u ompenenser mpoctpaHcTBeHHOE pacrionokenne CDR
OTHOCHUTENLHO ApyT npyra. Habop CDR mMoxeT comepkaTh TpH THIIepBapHuadenbHbie 00macTi V 00JacTh Tshke-
JIoi man jerkoi menu. Mcexons m3 N-KOHIA TSDKEIOH WM JIErKOW Ienu, 3TH obOiactu obo3nauaroT "CDR1",
"CDR2" u "CDR3", coOTBETCTBEHHO. AHTHICHCBS3BIBAIOUINN y4acTOK, CIENOBATEIbHO, MOXET COAEPKaTh
mects CDR, Brirouaronux Ha6op CDR u3 xaxknoit V-o0macTu TsKeIoi 1 IeTKoH 1er.

AHTHTENO MOXKET IIPEACTAaBIATE co00i nMMyHornoOysuH (Ig) . Ig MoxeT npencraBisaTs coOOH, Harpumep,
IgA, IgM, IgD, IgE n IgG. MMyHOr100yIMH MOXKET COJEep KaTh MOJHUIIEHTH TSHKEIOH HEeNH W MOJIHICITH
nerkoit nenu. [lonunenTtun TsHKEIOH LENM UMMYHOTIIOOyIMHA MOXeT conepxkath VH obmacts, CH1 oGnacts,
mapHUpHEI yyactok, CH2 obnacts u CH3 o6nacts. [TonmmnenTun jerkoit enu MMMyHOTIIOOYIHHA MOXKET CO-
nepxath VL-o6macts m CL-001acTh.

Kpome Toro, nporeonutudeckuii (pepMEHT MananH NPEUMYIIECTBEHHO pacIlieIuisieT Mosekyisl 1gG ¢ mo-
TydeHUEeM HECKOJIbKUX (PparMeHToB, MBa U3 KOTOpHIX (pparmMenTsl F(ab)) comepxaT 1mo KOBaJICHTHOMY T'eTepO-
JVMepy, COAEpIKalleMy WHTAKTHBIH aHTUT€HCBS3BIBAOMINNA yyacTOK. DepMEeHT MENCHH CIOCOOEH pacUIeIUIATh
MoutekyJbl IgG ¢ obecniedeHneM HECKOIBKUX (parMeHTOB, B TOM dncie ¢pparmenTa F(ab'),, KoTopbliii comep>kut
00a aHTUTEHCBA3BIBAIOINX y4dacTKa. COOTBETCTBEHHO, AaHTHTEIO MOXKET IPEICTaBiIsATh coboii Fab nmm F(ab'),.
Fab Moxer comepskaTh HMOJMIENTH] TSHKEIOH LENH W IOJUNENTHA jerkod nenu. [lomumentun Tsokenol menu
Fab moxer conepxars VH ob6nacts m CH1 o6nacts. Jlerkas nens Fab moxer conepxats VL-o6macts u CL-
o0JacTs.

AHTHTENIO MOXKET TPECTABIATh COO0H MONMKIOHAIBHOE MM MOHOKJIIOHAIBHOE aHTUTENIO0. AHTUTEIO MO-
JKET TPEJCTABISATh COO0H XMMEPHOE aHTHTEJNO, OJHOLETIOUEYHOE aHTHTENO, ah(HUHHO-3peIoe aHTUTENIO, YelIo-
BEYECKOE AHTHUTEINIO, TYMAaHU3UPOBAHHOE AHTHUTENO WM TOJHOCTHIO YEJIOBEUECKOE aHTHUTENO. | yMaHW3UpOBaH-
HOE aHTHUTEJIO MOKET MPEACTABISATE COO0H aHTHUTENO, OTIIMYHOE OT BHJOB HEUYEIOBEUECKOTO MPOUCXOXKICHUS,
KOTOpOE CBSI3bIBACT HEOOXOAMMBIN aHTUTEH, 00Mafaomuii O1HOH M OoJiee OMpeNeAIOIUMI KOMIITIEMEHTap-
HOcTh obmactssmMu (CDR) u3 BUIOB HEUEITOBEYECKOTO TIPOUCXOKICHUS H KAPKACHBIMU 00JIACTAMHU U3 MOJIEKYJIBI
UMMYHOTJIOOYJIMHA YeJIOBEKa.

(1) Aarureno PD-1.

AHTHTENO K MOJIEKYJe UMMYHHOH KOHTPOJIBHOH TOYKM MOJKET HPENCTaBIATh coOoi aHTHTesno k PD-1
(Takxe Ha3pIBaeMoOeE B JaHHOM jgoKyMmeHTe "antureno PD-1"), ero Bapuanrt, ero ¢parMeHT WM UX KOMOWHALIUIO.
Anrtnteno PD-1 moxer npenctasists coboit HuBommyma6 (Nivolumab). Antureno k PD-1 cnocobno nnrubupo-
BaTh aKTHBHOCTh PD-1, TeM caMbIM MHAYLMPYS, BBI3BIBAst WM yCHIIMBas IMMYHHBI OTBET Ha OIYXOJIb MJIH PaK
Y YMEHbIIIasi Pa3BUTHE OITyXOJIH.

(2) Aurureno PD-L1.

AHTHUTENIO K MOJIEKyJIe IMMYHHOW KOHTPOJIbHOH TOYKH MOJKET MPEICTaBIATh co00il anTuteno k PD-L1
(Tarke Ha3pIBaeMOE B JJAHHOM JokyMeHTe "anTtuteno PD-L1"), ero BapuaHT, ero gparMeHT WM ux KOMOHWHA-
ruto. AaTtureno k PD-L1 croco6HO mHTHOMpOBaTh akTUBHOCTH PD-L1, TeM caMbIM WHAYIHUPYS, BHI3bIBAS A
YCHUINBasi IMMYHHBIN OTBET Ha OITyXOJIb MJIM PaK M yMEHbIIas Pa3BUTHE OIYXOIIH.

4. KOHCTPYKIINHY U TUIa3MHU/Ibl BAKIIWHBI.

Bakiuaa MoXeT cojepikaTh KOHCTPYKIMH WM TUIa3MHJbI HYKJICHMHOBBIX KHCIIOT, KOTOPBIE KOAMPYIOT
ONMCaHHbBIC BBIINIE AHTUTCHBI W/WIM aHTHTeNna. KOHCTPYKIMHM WM IIa3MUABI HYKJICHHOBBIX KHCJIOT MOTYT
BKJIIOYATh WIN COJEPKaTh OAHY MM 00Jiee reTepoJIOTMYHBIX HYKICOTHAHBIX MOCNIe0oBaTeNbHOCTel. B nanHOM
JOKyMEHTE INPEIOCTaBISIOTCS TeHETHUECKHE KOHCTPYKINH, CIIOCOOHBIE CO/IEPKATh HYKICOTHAHYIO TIOCIIe10Ba-
TENIBHOCTh, KOTOPasi KOAUPYET ONMCAHHBIEC BEIIIEC aHTUTEHBI W/WIN aHTUTENa. [ eHeTHyeckasi KOHCTPYKIHS MO-
JKET MPUCYTCTBOBATh B KJIETKE B BHJE (DYHKIIMOHUPYIOLIECH BHEXPOMOCOMHOM MOJIEKYIbl. [ eHeTndeckast KOHCT-
PYKIHMS MOXET NPEACTaBIIATh COOOH JTHMHEHHYI0 MHHH-XPOMOCOMY, B TOM YHCJIE LIEHTPOMEPY, TEIOMEPY HIIN
TUIa3MHIBI, WM KOCMUABL. | eHeTHuecKkre KOHCTPYKIUH MOTYT BKJIIOYATh MIIH COJEPKaTh OAHY MK Oolee rere-
POJIOTHYHBIX HYKJICOTHUIHBIX MOCIIEI0BATEILHOCTEH.

I'eHeTHUECKHE KOHCTPYKIIMK MOTYT OBITh B BUJE TUIA3MHJ, SKCIIPECCHPYIOIIUX ONUCAHHBIC BBIIIE aHTUTE-
HBI W/WJIN aHTHUTENA B TI0O00M MOPSIIKE.

I'eHeTHUecKass KOHCTPYKIUS MOXKET TAK)XKe SBISATHCSA YaCThIO FEHOMAa PEKOMOWHAHTHOTO BUPYCHOTO BEKTO-
pa, B TOM 4Hcie PeKOMOMHAHTHOTO aJeHOBHPYCA, aCCOLMMPOBAHHOIO C PEKOMOMHAHTHBIM a/ICHOBHPYCOM BH-
pyca 1 peKOMOMHAHTHOTO BHpYyca OCIIOBAaKIMHEL. [ 'eHeTHuecKast KOHCTPYKIHS MOXET SIBJISTHCS YacThIO TeHETH-
YeCcKOro MaTepHana B OCIAa0JICHHBIX JKUBBIX MUKPOOPTaHHU3Max MM PEKOMOWHAHTHBIX MHKDOOHBIX BEKTOpaXx,
KOTOpBIC KMBYT B KJIETKAX.

I'eHeTHUECKHE KOHCTPYKIMH MOTYT COJEPXKATh PETYISATOPHBIE 3JIEMEHTHI ISl AKCIIPECCHH TeHOB KOJH-
PYIOIINX TOCIIEN0BATENHHOCTEI HYKJIEHHOBOW KHCIIOTHL. PeryssiTopHbIe 3JIeMEHTHI MOTYT HPEICTAaBISTE cOO0M
MPOMOTOP, YHXAHCEP, MHUIIUHPYIOIUHA KOJOH, CTOI-KOJIOH HJIM CHI'HAJ MOIHaACHUINPOBAHHUS.

HykneoTtnaHele MOCIEI0BATEIPHOCTH MOTYT COCTaBJISATh M€HETHYECKYIO KOHCTPYKIHIO, KOTOPas MOXET
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NPE/CTaBIATE cO00H BeKTOp. BekTop MoXeT OBITh CHOCOOEH SKCIPECCHPOBATH ONMCAHHBIC BHIIIE aHTHUICHEI
W/WJIM aHTHUTENA B KIETKE MIJIEKONUTAIOIIETO B KOJINYECTBE, Y(Y(PEKTUBHOM JUISi TOTO, YTOOB! BBI3BIBATH MMMYH-
HBIH OTBET y MJICKONHTAIOIMIET0. BeKTop MokeT OBITH peKOMOMHAHTHBIM. BEKTOp MOXKET colepKaTh TeTepoiio-
TUYHYI0 HYKICWHOBYIO KHCJIOTY, KOAUPYIOIIYIO ONMCAaHHEBIC BBHIIIE aHTUTEHBI W/WIN aHTHTENa. BekTop Moxer
MIPENCTaBIATh COO0H Ta3Muy. BEeKTOp MOXKET CIIYKUTh IS TPAaHC(EKITNN KIETOK ¢ HYKJICHMHOBOW KHCIIOTOH,
KOAWPYIOIIEH ONMCaHHbBIC BBIIIEC aHTUTCHBI W/WIN aHTUTENa, IIPH 3TOM KYJIbTHBHPYIOT TPaHC(HOPMHUPOBAHHYIO
KJIIETKY-XO35IMHA ¥ BBIJCPKUBAIOT B YCIOBHAX, P KOTOPBIX MPOMCXOINT 3KCIIPECCHS ONMMCAHHBIX BBIIIC aHTH-
TEHOB W/WMJIM aHTHUTEI.

Konmupyromue mocneoBaTeIbHOCTH MOTYT OBITh ONTHMH3HPOBAHBI JUIsl CTAOMIBHOCTH U BBICOKUX YPOB-
Hel 9Kcpeccuy. B HEKOTOPBIX ciiydasx KOJOHBI BRIOMPAIOT ISl yMEHBLICHUS] 00pa30BaHHs BTOPHYHOM CTPYK-
typsl PHK, Tako#i, koTopas oOpasyercst 3a cueT BHYTPUMOJICKYJISIPHOI CBSI3H.

BexTop MoxkeT comepkaTh reTepOJOrHYHYI0 HYKJIEHHOBYIO KUCIIOTY, KOAUPYIOUIYIO ONMCAHHEIEC BBIIIE aH-
TUTCHbI W/WIN aHTUTENa, ¥ MOXET JOMOJHUTEIBHO COAEpKaTh HMHUIMUPYIOUIUH KOJAOH, KOTOPBIH MOXET OBITh
pacroyio)keH MPOTUB XOJAa TPAHCKPUILIMHU OT OJHOW min 0Oojee KOAMPYIONIIMX PAKOBBIH aHTUTEH MOCIENI0Ba-
TENBHOCTEH, a TAaKXKe CTOI-KOJOH, KOTOPBIH MOXET OBITh PACHOJI0KEH 0 XOAy TPAHCKPHUIIIHUK OT KOAUPYIOMIEeH
MOCJIEIOBATENEHOCTH (TIOCIIETOBATEIHFHOCTEN) ONMMCAHHBIX BHIIIE AaHTHI'CHOB W/HMIIN aHTUTEN. VIHUITMHUPYIOMHHA 1
TEPMUHHUPYIOMINI KOJOH MOTYT OBITh B paMKe ¢ KOAMPYIOIIEH IMOCIeI0BaTEIHHOCTEIO (TI0CIE0BATEIIEHOCTIMH)
OTIMICAaHHBIX BHIIIE AHTUTCHOB W/WJIM aHTUTEI. BEKTOp MOXKET Takke colepKaTh MPOMOTOP, KOTOPHIH (yHKIHO-
HAJIBHO CBSI3aH C KOJUPYIOMIEH MOCIEeI0BATEIRHOCTEIO (TIOCIIEAOBATEIFHOCTSIMI) OIIIICAHHBIX BBIIIE AHTHTCHOB
w/mm antuten. IlpomoTop, GyHKIMOHAIBHO CBS3aHHBIA C KOAMPYIOMICH MOCIIEIOBAaTENFHOCTHIO (IIOCIEN0Ba-
TENIBHOCTSIMH) OTIMCAHHBIX BBIIIE aHTHI'€HOB V/WMJIM aHTHUTEIN, MOXET MPEACTAaBIATE cOO0W MPOMOTOp M3 BUpYca
06e3bstH 40 (SV40), mpoMoTOp BUpYca OIyXO0JIH MOJIOYHOM skene3bl Mbleil (MMTV), mpomoTop Bupyca nMMy-
Honedunuta yenoeka (BUY), takoi kak mpoMoTop JUIMHHOTO KoHIeBoro nosropa (LTR) Bupyca mmmyHOmC-
¢unuTa xkpymHoro poraroro ckora (BIV), mpomoTop Bupyca Mosonu, npoMoTop BHUpyca Jieiiko3a nturl (ALV),
npoMoTop 1uroMeranopupyca (CMV), Takoil kak npeapannauii npomorop CMV, npomoTop BHpyca DmmureiiHa-
Bapp (EBV) wmu nmpomoTop Bupyca capkombl Payca (RSV). TIpoMoTOp MOXKET Takke MpeaCcTaBIATh COOOH Mpo-
MOTOp U3 T€Ha YeJIOBEKa, TAKOH KaK YeJIOBEUSCKUH aKTHH, YeJOBEUECKUN MHUO3WH, YEJIOBEUCSCKHIA TeMOTIIO0NH,
YEJIOBEYECKUN MBILIICYHBIM KPEaTHH WIIM YeJIOBEYECKH MeTa/IoOTHOHEHH. [IpoMOTOp MOXKET Takke MpelicTaB-
TTH CO00# TKaHECTIEITU(PUIESCKII TIPOMOTOP, TAKON KaK MBIIICYHOCTIETUPUISCKUN WITH KOKHOCTICITU(PIISCKHMA
MIPOMOTOP, HATYPAJIbHBIN WM CHHTeTHYeCKUi. [IprMepsl TaKUX MPOMOTOPOB OMICAHBI B IIyOTUKAI[NH 3aIBKH Ha
nateHT CIIIA Ne US20040175727, conepikaHne KOTOPOH BKJIIOUEHO B IAHHBIA JOKYMEHT B TIOJTHOM 00BeMe.

BekTop MoeT Taxke cojep)KaTh CHI'HAJ IMOJHaACHIIIUPOBAHMS, KOTOPBIH MOXET OBITH PacIoi0oXKeH IO
XOJy TPAHCKPUIILUHU OT KOAUPYIOLIEH MOCIeI0BATENBHOCTH (IIOCIEA0BATENILHOCTEH) ONMMCAHHBIX BBIIIE aHTHUIE-
HOB W/min antutesl. CHrHAJ TOJIMaICHUINPOBAHUSI MOXKET TPECTaBISATh COOO0M CUTHAJ MOJIHaACHIITUPOBAHHS
SV40, curnan nonuanenunuposanus LTR, curnan nonuaneHunnpoBaHusl TOPMOHA POCTa KPYIHOTO POTaToro
ckora (bGH), curnan nosmaneHnIMpoBaHus ropMoHa pocta yenoBeka (hGH) wmu curHai nmonmaaeHUIIMPOBaHUS
B-rmobuna yemosexa. Curnan nonuaneHmIHpoBannus SV40 MOXeT MPeaCTaBIATh COOOH CHTHAN ITOHAACHUIN-
posanus u3 Bekropa pCEP4 (Invitrogen, Can-/{uero, mrat Kamudophus).

BexTop MoXkeT Takke cofepKaTh YHXaHCEP MPOTHUB X0Ja TPAHCKPHIIIIUH OT OMMCAHHBIX BHIIIE AaHTUTECHOB
W/WIHM aHTHTEI. DHXaHCep MOXeT ObITh HeoOxomuM 1t skcnpeccun JJHK. DHXaHCcep MOXKET peaCcTaBiIsITh CO-
001f yeIoBeUeCKUN aKTHH, YeJIOBEUECKHA MHUO3HH, Y€JIOBEUESCKUN TeMOTIO0NH, YeIOBEIECKII MBIIIETHBIN Kpe-
aTUH WIK BUPYCHBIN dHXaHCEp, Takoi kak oquH u3 CMV, HA, RSV wiu EBV. Duxanceps! QyHKINN TOJMHYK-
neotunoB onucanbl B mateHTtax CIIA NeNe 5593972, 5962428 u W094/016737, conepxkaHue KOTOPHIX BKITO-
YEeHO B TaHHBIN JOKYMEHT IMOCPEICTBOM CCHUTKH B IIOJTHOM 0OBEMe.

BekTop MoXkeT Taxke coJep)kaTh TOUKY Hadajla PEeIUIMKallMi MIIEKONUTAIOUINX C LENbI0 MOAJep KaHHs
BHEXPOMOCOMHOTO BEKTOpa M IOJIyYEHHUS psijia KOIMH BEKTOpa B KJIETKE. BEKTOp MOXET MpeacTaBisTh COO0M
pVAXI1, pCEP4 unmu pREP4 ot Invitrogen (Can-/uero, mrat KanndopHus), KOTOPBIH MOKET COJEPKATh TOUKY
Hayajla peIuIMKanuy Bupyca OmmreiiHa-bapp n koxupyrontyto o6nacts sinepHoro antureHa EBNA-1, xotopsie
MOTYT NPUBOJMTH K IOJYYEHHIO MHOTOKONHMHHON SHMHCOMHOW pEIUIMKaluKu 0e3 WHTerpauuu. BekTop Moxer
npeacTaBisTh coboit pVAXI nn Bapuant pVaxl ¢ U3MEHEHHSIMH, TaKOH KaK BapHaHT IIa3MH/bl, OIMCAHHBIH B
JTaHHOM JTIOKyMeHTe. BapuanT masmunbl pVax|1 npeacrasiser co0oit BapuaHT ¢ 2998 mapamu 0CHOBaHHH OCTO-
Ba uasmMuHOro Bektopa pVAXI (Invitrogen, Kapncoan, mrar Kamudopnuus). [Ipomotop CMV pacmoniokeH B
ocHoBaHUAX 137-724. TIpOMOTOPHBINH/TIPUMHUPYIOMIHKA ydacTok T7 pacmojioxeH B OCHOBaHHUAX 664-683. Psn
CalTOB BCTpamBaHUs PACIIONIOXKEH B ocHOBaHMIX 696-811. Curnan nonuaaenunuposanus GH kpymHoro pora-
TOTO CKOTa PACIoJoXKeH B OCHOBaHUAX 8§29-1053. ['eH yCTOMYNBOCTH K KAHAMUITMHY PACIIOJIOXKEH B OCHOBAHHIX
1226-2020. Touka Hauana permnukanuu pUC pacnonoxkeHa B ocHoBaHUsIX 2320-2993.

Cyns no nocienosatensHocT pVAX], nmoctynHoro ot Invitrogen, cienyromue MyTanun Oblt oOHapy-
>KeHBI B mociieoBarebHOCTH pVAXI], KOTOpBIA HCIONB30BAIM B KaYECTBE OCTOBA IS Iiazmup 1-6, mpuBe-
JICHHBIX B JaHHOM JOKYMEHTE!

C>G241 B nmpomotope CMV.

C>T1942 octoB, 10 X0Ay TPAHCKPUIIMK OT CUrHAJIA TONIHAJEHUINPOBAHUS TOPMOHA POCTa KPYIHOTO PoO-
ratoro ckota (bGHpolyA).
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A> - 2876 ocTOB, 10 XOAY TPAHCKPUILIUU OT 'eHa KaHAMUIIVHA.

C>T 3277 muorokonuitHocTh MyTanuit (cMoTpu Nucleic Acid Research 1985) B Touke Hauana perumka-
uu pUC (Ori).

G>C 3753 B camomM kon1ie pUC Ori poTHB X0/a TpaHcKkpuiyu oT ydactka PHKa3er H.

ITapst ocHoBauuii 2, 3 u 4 m3menstroTcst oT ACT mo CTG B ocToBe, MPOTHB X012 TPAHCKPHITIIAN OT MPOMO-
topa CMV.

OCTOB BEKTOpa MOXKET MPEACTABIATE co0oit pAV0242. BekTop MOXKET MPeACTaBIsATh, COO0M BEKTOp aje-
HoBHpYyca tuma 5 (AdS) ¢ neekTHOM peruThKaIuei.

BexTop MoXeT Taxke COAepxkKaTh PETyISTOPHYIO MOCIEJ0BATENIBHOCTh, KOTOPas MOXKET XOPOIIO MOIXO-
JUThH AJIS1 KCIIPECCUH T€HOB B KJIETKaX MIICKOMUTAIOIUX WM YeIOBeKa, B KOTOpbIe BBOAAT BekTop. OnHa unu
OoJiee MMocen0BaTENbHOCTEH PAKOBBIX aHTUTCHOB, OIIMCAHHBIX B JAHHOM JIOKYMEHTE, MOXET CO/IEPXKATh KOJIOH,
KOTOPBI MOXET 00ecrneYnBaTh BO3MOXKHOCTH Ooiiee 3(p(hEeKTHBHON TPaHCKPHIIIMM KOAMPYIOLIEH MOcienoBa-
TEJIBHOCTH B KJIETKE-XO3SIMHE.

Bekrop moxet npezacraBisath coboii pSE420 (Invitrogen, Can-/Iuero, mrat Kamudopuus), KOTOpBIH Mo-
JKeT OBITH MCITONIB30BaH i ToiydeHus Oenka B Escherichia coli (E. coli). BexkTop MoxkeT Taxke peacTaBiIsTh
coboit pYES2 (Invitrogen, Can-/Iuero, mrat KamudopHus), KOTOPBIH MOXKET OBITh UCTIOIB30BaH IJIS MOJTyde-
HUs Oenka B mrTamMmax Saccharomyces cerevisiae npoxokeid. BekTop Takxke MOXeT OBITh M3 IOJIHON OaKyJIoOBH-
pycHoii cuctemsl skcnpeccut MAXBAC™ (Invitrogen, Can-/luero, mrar Kanndopaus), KoTopas MOXeT ObITh
UCTIONIb30BaHa TSI MOMydeHUs Oellka B KIETKaX HACEKOMBIX. BEKTOp Taxyke MOXKET NPEeCTaBIIsATh CO0O0il uias-
mugayto JTHK pcDNA I umn pcDNA3 (Invitrogen, Can-/luero, mrar KanudopHus), KoTopas MOXKeET OBITh HC-
MOJIb30BaHa AJISI MOMY4YeHHUs Oellka B KIETKaX MIICKOIUTAIOMNX, TAKUX KaK OBapHaJbHBIE KIETKH KUTAHCKOTO
xomsuka (CHO). Bekrop MokeT HpencTaBiiaTh co00il 3KCIIPECCHOHHBIC BEKTOPBI MIIM CUCTEMBI ISl TIOJTyYEeHUS
0eKa ¢ MOMOIIBI0 OOBIYHBIX METOAMK U JIETKOJOCTYITHBIX MCXOIHBIX MaTepHaloOB, B TOM YHCIE ITyOJIHKALUH
Sambrook at al., Molecular Cloning and Laboratory Manual, Second Ed., Cold Spring Harbor (1989), xotopas
BKJIIOYECHA B JAHHBII TOKYMEHT NOCPEACTBOM CCBUIKH B ITOJIHOM 0OBbeMe.

B HEeKOTOpHIX BapMaHTax peanu3alii M300pEeTeHUs] BEKTOP MOXET COJEpXkaTh OAHY WIH Ooliee HYKIICO-
TUAHBIX MocnenoBaTenbHocTet SEQ ID NeNe: 1,3, 5,7,9, 11, 13, 15 w/uu 17.

5. dapmarieBTHYECKHE KOMIIO3UIIUN BaKIIWHBI.

Bakiaa MoeT ObITh B BHIE (hapManeBTHIECKOH KoMno3unuu. @apMarieBTHIeCKass KOMIO3UIIUS MOKET
coziepkaTh BakIuHy. PapMaleBTHIECKHe KOMIIO3HUIIMN MOTYT COJEP)KaTh OT OKOJIO 5 HAHOTpaMM 10 okojo 10 mMr
JIHK BaknuHbl. B HEKOTOPBHIX BapuaHTaX peanu3aruy M300peTeHus (apMareBTHIECKUE KOMITO3HUIIUH B COOT-
BETCTBUHU C HACTOSIIIUM H300pPETEHHEM COAepkaT OT OKoyo 25 HaHorpamMm 1o okoyo 5 mr JIHK Bakiuubl. B
HEKOTOPBIX BapHaHTaxX pealu3anud H300peTeHus (apMaleBTHUECKHE KOMIIO3UIIMK COJAEPXKAT OT OKOJIO
50 nanorpamm 1o oxono 1 mr JIHK BakunHbl. B HEeKOTOPBIX BapHaHTax peayu3anuy n300peTeHus papMareBTu-
yecKkre KOMIo3unuu cogepkat ot okono 0,1 mo okono 500 mukporpamm JJHK BaknuHsl. B HEKOTOpBIX BapuaH-
Tax peanu3anyu n300peTeHus (papMaleBTHYECKHEe KOMIIO3UINU COAepKaT OT okojio 1 mo okoso 350 mukpo-
rpamm JIHK Bakiusbel. B HEeKOTOpBIX BapuaHTax peain3anyy H300peTeHus (apMalneBTHYECKHE KOMITO3HLIUU
cozepxar oT okono 5 1o okoso 250 muxporpamm JIHK BakiuHel. B HEKOTOpBIX BapHaHTaxX peaau3allid U30-
OpereHust papMaleBTHIECKHEe KOMITO3UITUU coepikaT oT okoio 10 mo oxomno 200 mukporpamm JIHK BakiuHbl.
B HexoTOpBIX BapuaHTax pealn3anuy H300peTeHus hapMaLeBTHIECKHE KOMIIO3UIINHI COEPAKAT OT OKoJo 15 mo
okosio 150 mukporpamm JIHK Bakumubl. B HEKOTOPHIX BapuaHTax peanu3alviu W300peTeHus (apmareBTHie-
CKHe KOMITO3HUIINU coaepxar oT okoyio 20 mo okoiso 100 mukporpamm JIHK Bakinabl. B HEKOTOPBIX BapHaHTax
peanuzanuy u300peTeHns hapManeBTUIECKHE KOMIIO3HLIUHM COAEPXKAT OT OKOJIO 25 10 OKOJIO 75 MHKpOTpaMm
JIHK Bakiuabl. B HEKOTOPHIX BapHaHTax peaau3aliy n300peTeHus hapMarieBTHIEeCKHe KOMITO3HUIIUN COIEepPKAT
ot okoino 30 o okono 50 mukporpamm JHK BakumHbel. B HEKOTOpBIX BapHaHTax peaau3anudl U300peTeHHS
(hapmaneBTHYECKHE KOMIIO3HIMH COEPKAT OT 0KoJio 35 o okono 40 mukporpamm JIHK Bakuuuel. B HexoTo-
PBIX BapHaHTax pealn3aliiy M300peTeHus GapMalieBTHUeCKre KOMIIO3UIMU coaepkaT oT okoso 100 1o okoio
200 mukporpamm JJHK BakimHbl. B HEKOTOPHIX BapHaHTax peayu3aluyl H300peTeHns papManeBTHIeCKue KOM-
MO3ULHUU cojepxar oT okono 10 muxporpamm 1o okono 100 muxporpamm JJHK Bakuuuel. B HekoTopeix Bapu-
aHTaX peann3alyu u300peTeHus GapMareBTHUSCKIE KOMITO3HUIUH COJIEPKaT OT 0KoJIo 20 MUKpOTpaMM JI0 OKO-
o 80 mmkporpamm JIHK BakumHbel. B HEKOTOPHIX BapuaHTaxX pealin3aliid W300peTeHust (apMareBTHIECKUES
KOMITO3HUITUH COJIEPIKAT OT OKOJIO 25 MUKporpamm a0 okoio 60 mukporpamm JIHK Bakmuabel. B HEKOTOPHIX Ba-
pHaAHTaX pealM3alud H300peTeHus (papMalreBTHICCKuE KOMIIO3UITMHM COAepKaT OT okojo 30 HaHorpaMM [0
oxoiio 50 mukporpamm JIHK Bakiuabl. B HEKOTOPBIX BapHaHTax pealn3alny u300peTeHus GapMareBTHIeCKue
KOMITO3HUITUH COJEpIKAT OT OKOJIO 35 HaHorpamm 10 okoJio 45 mukporpamMm JIHK Bakmuabl. B HEKOTOPEIX Mpe-
MOYTUTENBHBIX BapHaHTaX peaju3aliii N300peTeHHs (apMaleBTHUYeCKHe KOMIIO3UIMK coepxar oT okouo 0,1
1o okoio 500 mukporpamm JJHK BakiuHbl. B HEKOTOPBIX NMPENIIOYTHTENBHBIX BapUaHTaX peaan3aliy H3oope-
TeHHs (hapMaleBTHIECKHUE KOMIIO3UIIMU cojepar oT okoso 1 10 oxoso 350 mukporpamm JIHK Bakumuel. B
HEKOTOPBIX IPEANOYTHTENBHBIX BapHaHTaX peau3anny n3o0peTeHus (apMareBTHYeCKHe KOMIIO3UINN COJep-
kKat OT 0KoJIo 25 1o okoio 250 mukporpamm JJHK BakiuHbl. B HEKOTOPBIX NpeINOYTUTENBHBIX BapUaHTaxX pea-
Iu3anuy 1300peTeHus (apMaleBTHYECKUEe KOMIIO3UIMHU coaepxkar oT okoo 100 mo okoso 200 MuKporpamMm
JIHK BakItuHEL.
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B HEKOTOpBIX BapHaHTax pealii3alliyd H300peTeHUs (apMaleBTUYeCKAE KOMIIO3HIMU B COOTBETCTBHHU C
HACTOSIIUM H300pETCHUEM Cco/iepkaT mo MeHbIei mepe 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80,
85, 90, 95 wim 100 manorpamm JIHK Bakmuabl. B HEKOTOPBIX BapuaHTax peanm3aliii n300peTeHus Gapmarien-
THYECKUE KOMITO3UITMU MOTYT COjAep kaTh 1o MeHbmei 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, 775, 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, 940, 945,
950, 955, 960, 965, 970, 975, 980, 985, 990, 995 unu 1000 mukporpamm JJHK Bakuuubl. B HeKoTOpBIX BapuaH-
TaxX peaju3anuu u300peTeHus (hapMareBTHICCKass KOMIO3HIINSA MOXKET COJCPKATh IO MEeHbIIeH mepe 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 unu 10 mr, uinu 6onee JJHK BakiuHEL.

B npyrux BapmaHTax peanm3alMu M300peTeHHs (apMareBTHYECKas KOMIIOZHIIUS MOXKET COJIepKaTh
BILIOTH 70 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95 unu 100 Hanorpamm JIHK Bakumub. B
HEKOTOPBIX BapHAHTAX Pea3aliy H300peTeHNs (hapMarieBTHIeCcKast KOMIO3HIINS MOXKET COJEepPKaTh BIUIOTh 10
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, 775, 780, 785,
790, 795, 800, 805, 810, 815, 820, 825, 830, 835, 840, 845, 850, 855, 860, 865, 870, 875, 880, 885, 890, 8§95,
900, 905, 910, 915, 920, 925, 930, 935, 940, 945, 950, 955, 960, 965, 970, 975, 980, 985, 990, 995 umu 1000
mukporpamm JIHK BakmuHbl. B HEKOTOPHIX BapuaHTaX peanu3aiiy H300peTeHus GpapMareBTHIECKas KOMITO31-
IIUsT MOXET colepkaTh BIUIOTH 1o 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 wm 10 mr THK
BaKIUHBI.

dapmareBTHIECKass KOMITO3UIAA MOXET JOTIOHUATENFHO COACPIKATh IPYTHE areHTHl IS JIEKapCTBEHHBIX
(hopM B COOTBETCTBHH CO CITIOCOOOM BBEJICHUS, KOTOPHIH OyaeT UCTOIb30BaThCs. B cinydasx, korma ¢gapmaries-
TUYECKHEe KOMITO3UIHNU TIPEACTABIAIOT CO00H MHBEKIIMOHHBIE (papMaleBTHIeCKHe KOMITO3UINN, OHH SBISIOTCS
CTEPUIILHBIMH, aIMPOTCHHBIMU M HE COJICPIKAT MPUMECHBIX YacTHIL. [IpemouTUTEIFHO UCTIONB3YIOT U30TOHUYC-
CKYIO JIeKapcTBeHHYI0 (opmy. Kak mpaBmio, 1o6aBKU T M30TOHHYHOCTH MOTYT BKIFOYATH XJIOPUJ HATpU,
JICKCTPO3Y, MAHHUTOJ, COPOUTON M JIAKTO3y. B HEKOTOPBIX CIydasX HMPEANOYTUTCIBHBIME SBISIOTCS M30TOHU-
YECKHE PacTBOPHI, Takue Kak (ocdarHo-coneBoii OydepHbIid pacTBop. CTaOMIM3aTOPHI BKIIFOYAIOT JKEIATHH H
anp0yMuH. B HEKOTOPHIX BapHaHTaX peau3anui U300peTCHIsI B KOMITO3HIIMIO JOOABISIOT COCYIOCYKUBAIOIICEe
CpEJCTBO.

Bakiiaa MOXKeT JOTIOTHUTEIBEHO CO/IepKaTh (papMarieBTHUECKH IPUEMIIEMOE BCTIOMOTATEIbHOE BEIIIECTBO.

dapmaneBTHIECKU MPHEMIIEMOE BCIIOMOTATEIFHOE BEIIECTBO MOXKET IPEACTABIATE cO00H (PyHKIIMOHATb-
HBIE MOJIEKYJIbI, TAKHE KaK HAITOJHHUTENH, aIbIOBAHTHI, HOCUTEIN WM Pa30aBUTEIN.

dapmaneBTHIECKU IPUEMIIEMOE BCTIOMOTATEIFHOE BEIIECTBO MOXET MPEACTABIATE CO00H 00Ierdarontiii
TpaHCQEKINIO areHT, KOTOPHIH MOKET BKJIIOYATh MTOBEPXHOCTHO-aKTHBHBIC BEIIECTBA, TAKHE KaK MMMYHOCTH-
mynupyroniie komriekesl (ISCOMS), nenonueli anproBanT @peitnaa, ananor JIIIC, B Tom uncie MmoHodocho-
pwIT TUnHI A, MypaMUJIIICITHIBI, aHAIOTH XHHOHA, BE3WKYJBI, TAKHE KaK CKBaJaH M CKBAJICH, THAIIyPOHOBAs
KHCJIOTA, JITU/IBL, JTUITOCOMBI, HOHBI KAJIBIIHsI, BUPYCHBIC OCIKHU, MTOJIMAHUOHBI, TOJIMKATHOHBI WK HAHOYACTH-
1B, FJTH IPYTUE U3BECTHBIC 00JIErYaroye TPaHC(EKIIUIO areHTHI.

OO6neryaromuMu TpaHCHEKIUIO arcHTaMU SIBJISTFOTCS TOJIMAHUOH, MOJMKATHOH, B TOM YHCJIE MoJu-L-
riyramat (JIC), wmm munua. O6nerdaromuii TpaHC(EKIMIO areHT NpelcTaBiIseT coboil nonm-L-riryramar, u
0oJee MPEAIOYTHTENHHO, YTOOBI TONK-L-TIIyTamMar MpUCyTCTBOBAJ B BAaKIIMHE B KOHIICHTPAIIWH, COCTABIISIOMICH
MeHee 6 MTI/Mil. B coderaHuu ¢ reHeTHYecKoi KOHCTPYKIIMEH MOYKHO TaKXe BBOAWTH OOJIETUYAIONINHA TpaHCHEK-
ITUIO areHT, KOTOPBII MOXKET TaKkKe BKIIOUATh IIOBEPXHOCTHO-aKTHBHBIC BEIIECTBA, TAKHE KaK HMMYHOCTHUMYJIH-
pytomue komimiekcsl (ISCOMS), nermonnbtit agptoBant @petinaa, anaior JIIIC, B Tom dnciae MOHOGOCHOPHIT
Tunug A, MypaMIIIIENTHIB], aHAJIOTH XWHOHA M BE3UKYJIBI, TAaKHEe KaK CKBaJlaH U CKBAJICH, a TaK)Ke THAIYPOHO-
Bas KHcCJIoTa. B HEKOTOpHIX BapuaHTax peanusanuu n3obperenus JJHK-BekTopHBIe BaKIIMHBI MOTYT Tak)Ke CO-
JiepKaTh 00JeTYAIONTHA TPAHC(HEKIUIO areHT, TAKOH KaK JUIMHIBI, JIUITOCOMBI, B TOM YHCJIE JTIUTIOCOMBI Ha OCHO-
BC JICIIUTHHA WM JPYTUC JUIOCOMBI, U3BECTHBIC B JAaHHOW OOJIACTH TeXHUKH, Takue kak JJHK-mumocomuas
cMmech (cMotpu, HanpuMmep, W09324640), HOHBI Kanblus, BUPYCHBIC OCJIKH, MOJMAHUOHBI, TOJUKATHOHBI WA
HAHOYACTHIIBI, WIH APYTHE U3BECTHHIC 00JICTYarONIue TPAHC(HEKITUIO aTCHTEL.

[IpennovTuTensHO, 0ONErYaroInii TPAaHCHEKIIUIO areHT MPEACTABIACT cO00M MOJMAHUOH, TIOJIMKATHOH, B
ToM unciie nos-L-riryramar (JII'C), wnm nmunma. Konnenrparyst TpaHC()EKIMOHHOTO areHTa B BaKIMHE COCTaB-
ngeT MenHee 4 mr/mia, menee 2 wmr/mi, menee 1 mr/mi, menee 0,750 mr/mi, menee 0,500 mr/mii, MeHee
0,250 mr/ma, menee 0,100 mr/mit, meree 0,050 mr/mn win menee 0,010 mr/mit.
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dapMareBTUYCCKU MPUEMIIEMOE BCIIOMOTATEIFHOE BEIECTBO MOXKET MPEICTABIATh COOOH aIbIOBAHT.
AJTBIOBaHT MOXET MPEICTABIATH COOOH APYTHE TeHBI, KOTOPBIC SKCIPECCHPYIOTCS B ATbTCPHATUBHOMN TUIA3MUJIC
WM JTOCTABIIAIOTCS B BUe OENKOB B KOMOWHAIIMM C YIIOMSHYTOH BBIIIE TUIA3MUAON B BaKIMHE. AITBIOBAHT MO-
KeT OBbITh BBIOpaH W3 TPYIIIb, cocTosimei u3: uarepgepona o (IFN-a), unrepdepona B (IFN-B), narepdepona v,
tpomborrapHoro dakropa pocta (PDGF), TNFa, TNFB, GM-CSF, snunepmansHoro ¢akropa pocra (EGF),
npuBJiekaromiero T-muMdoruTel koxu xemoknHa (CTACK), snuTennanbHOro SKCIPECCUPYEMOTO B BUJIOYKOBOMH
xkene3e xeMmoknHa (TECK), accommmpoOBaHHOTO CO CIM3UCTBIMHA OOOJIOYKAMH JMHUTEITHAIBHOTO XEMOKHHA
(MEC), IL-12, IL-15, MHC, CD80, CD86, B ToM gncine IL-15 ¢ ynaneHHON CUTHAJILHOM MOCIEeI0BATEILHOCTHIO
1, HeoOsA3aTeNbHO, ¢ CHTHAJIBHBIM TentuaoM u3 IgE. AnproBaHT MOXET mpencTaBisaTh coboit 1L-12, IL-15,
IL-28, CTACK, TECK, TpomboumTapusiii aktop pocra (PDGF) , TNFa, TNFB, GM-CSF, snunepmanbHblii
¢dakrop pocra (EGF), IL-1, IL-2, IL-4, IL-5, IL-6, IL-10, IL-12, IL-18 wimm ux komOuHaImio. B TunioBoM Bapu-
aHTe peanmn3alii H300peTeHUs aabIOBAHT MpeAcTaBiseT codoi 1L-12.

Jlpyrue reHpl, KOTOPbIE MOTYT CITY>KUTh aIbIOBAHTaMHU, BKIIOYAIOT TeHbl, Koaupyromue: MCP-1, MIP-1a,
MIP-1p, IL-8, RANTES, L-cenextuH, P-cenextun, E-cenektun, CD34, GlyCAM-1, MadCAM-1, LFA-1, VLA-1,
Mac-1, p150.95, PECAM, ICAM-1, ICAM-2, ICAM-3, CD2, LFA-3, M-CSF, G-CSF, IL-4, myTranTHbIC (DOPMEI
IL-18, CD40, CD40L, cocyaucTslii ¢akTop pocra, dakrop pocra ¢pudpodnactos, IL-7, pakrop pocta HEpBOB,
(akrop pocra supoTenus cocynos, Fas, penientop TNF, Flt, Apo-1, p55, WSL-1, DR3, TRAMP, Apo-3, AIR,
LARD, NGRF, DR4, DRS5, KILLER, TRAIL-R2, TRICK2, DR6, xacna3y ICE, Fos, c-jun, Sp-1, Ap-1, Ap-2,
p38, p65Rel, MyD88, IRAK, TRAF6, kB, neaktusuyro NIK, SAP K, SAP-1, JNK, pearupyroriue va narepde-
por rensl, NFkB, Bax, TRAIL, TRAILrec, TRAILrecDRC5, TRAIL-R3, TRAIL-R4, RANK, RANK JIU-
T'AHZ, Ox40, Ox40 JINT AH/I, NKG2D, MICA, MICB, NKG2A, NKG2B, NKG2C, NKG2E, NKG2F, TAPI,
TAP2 u ux QyHKIMOHAIbHBIE (pParMEHTHI.

6. KomOuHMpOBaHHBIC BaKIIMHEI IS JICUCHHUS OIIPEACIICHHBIX BUAOB paKa.

Bakmyna MokeT OBITH B BHJE Pa3lIWYHBIX KOMOWHAITMI PaKOBBIX aHTHICHOB, KOTOPHIE ONHCAHHI BEIIIE,
JUTSL JICUCHUsI OIIPEICIICHHBIX BHJOB paKa WM OMyXxoyied. B 3aBHcHMOCTH OT KOMOWHAIMH OIHOTO WK Oojee
PAKOBBIX aHTHICHOB BaKIIMHA MOXET BO3JICHCTBOBATh HA PAa3JIMYHBIC BHJBI PaKa WM JPYTHUC THITBI OITYXOJICH.
OTH BUIBI paka MOTYT BKIIIOYATh MEJIAHOMY, PaK KpOBH (HampuMep, JeWKo3, TuMpoma, MUEIOMa), KapIIHOMBI
JICTKUX, TUIOCKOKIICTOYHBIC KapIIMHOMBI THIIEBO/IA, PAK MOYECBOTO MY3bIPs, pak 000JOYHON M MPSIMON KHUIIKH,
pak MHIICBOJA, KEIYIOYHO-KHUIIICYHOTO TPAKTa, FeMaTOKAPIIMHOMY, PaK TOJIOBHI U IIIEH, MO3Ta, paK aHAJIbHOTO
KaHaJla, HEMEIKOKJICTOYHYIO KapIMHOMY JIETKOTO, PaK IOJDKEITYA0YHON JKEJIe3bl, CHHOBHAIBHYIO KapIUHOMY,
paK mpencTaTeabHOM JKeye3bl, pak sM4Ka, paK MeYeHHU, paK MIEHKH MaTKU, PEUANBUPYIOUIUN PECITUPATOPHBII
MANWIIOMATO3, PaK KOKH U pak xkeiryaka. dur. 15 mwumrocTpupyeT NpuMephl ONPEISIICHHBIX KOMOWHAITII aHTH-
TEHOB, KOTOPBIE MOTYT OBITH HCITOJIB30BAHBI [UIS JICUCHHUS OIIPEICIICHHBIX BUAOB paka.

Menanoma.

BakimHa MoxeT KOMOMHUPOBATh OJUH WIIM 0OJiee paKOBBIX aHTHUTCHOB, TAKMX Kak THpo3uHa3a, PRAME
i gpl00-Trp2 ans nedeHus] uiau MpoQHUIAKTHKH METaHOMBI (cMoTpu ur. 15). BakupHa MOXET TOIOTHH-
TEJILHO KOMOWHHMPOBATh OJIMH WM OoJiee PaKOBBIX aHTUTEHOB - THpo3nuHa3y, PRAME wumm gp100-Trp2 ¢ moObm
oxuuM wi 6onee pakoBeiMu antureHamMu hTERT, NY-ESO-1, MAGE-A1 wim WT1 ans nedenns nim npodu-
JIAKTHKH METaHOMBI. J[JIsl JIedeHus: Win MpOo(UIAKTHKA MEJTaHOMBI TAK)KE MOTYT OBITh IIPUMEHEHBI IPYTHUC KOM-
OMHAIIUH PAKOBBIX AaHTUTCHOB.

Pak roynoBs! u mew.

BaxkimHa MoxkeT conepkath pakoBblii antureH HPV 16 E6/E7 nns nedenus wim npodUIaKTHKA paka To-
7oBBI U e (cMoTpu ¢ur. 15). Bakmuaa MOXeT TOTOJHUTEILHO KOMOMHUPOBATh pakoBblii anTureH HPV 16
E6/E7 ¢ mo6siM omauM win 6osee pakoBbiMu aHTureHamMu hTERT, NY-ESO-1, MAGE-A1 wmu WT1 mis se-
YeHHS WIN TPOQUIAKTHKHN paka TOJOBHI W mIed. [t neueHus mwin npoIakTHKH paka TOJIOBBI M IIEH TaKkKe
MOTYT OBITh IPUMEHEHBI JPYTrue KOMOMHAITMH PAKOBBIX AHTUTCHOB.

PemmnuBupyronuii pecrupaTopHbIi ManuuIoMaTo3/pak aHaJIbHOTO KaHama.

BaknuHa MOXeT KOMOMHUPOBATh OJHMH WA 0OJEe PaKOBBIX aHTHICHOB, TakuxX kak HPV 6, HPV11 wumm
HPV 16 mis nedeHus win mpoWIAKTUKA PEIUIUBUPYIONICTO PECIUPATOPHOTO MAMMIIOMATo3a WIH paka
aHAITFHOTO KaHaia (cMOTpH ¢ur. 15). BakimHa MOXET TOTMOJHUTEIFHO KOMOMHUPOBATh OJMH WU Oojee pako-
BbIX antureHoB HPV 6, HPV11 umu HPV16 ¢ ogaum unu 6onee pakoBeiMu antureHamu hTERT, NY-ESO-1,
MAGE-A1 mm WT1 nns nedeHus Wi MpoQUIAKTUKH PELMIUBUPYIONIETO PECHHPATOPHOTO IaNmiuIoMaTo3a
WIX paka aHAJLHOTO KaHama. J{JIst JIeYeHUsT Wi MPOQUIAKTHKHE PEIUANBUAPYIOIIETO PECIIUPATOPHOTO MAMMILIO-
MaTo3a WM paka aHaJIbHOTO KaHaja TakKe MOTYT OBITh IPUMEHEHBI Apyriue KOMOMHAIINH PAKOBBIX AHTUTEHOB.

Pak meiiku MaTKu.

Bakimaa Mo)keT KOMOMHUPOBATH OJMH WM 0OJiee PaKOBBIX aHTHUreHOB, Takux kak HPV 16 E6/E7 wim
HPV 18 E6/E7 mnst nedenust win popUIaKTHKH paka meikn MaTku (cMoTpu ¢ur. 15). Bakmuaa MoXeT ToToi-
HUTEJILHO KOMOMHHUPOBATH OJIMH MM O0Jiee paKOBBIX aHTUT'eHOB, Takux kak HPV 16 E6/E7 unmm HPV 18 E6/E7
¢ ogauM win Oonee pakoBeiMu aHTUreHamu hTERT, NY-ESO-1, MAGE-A1 wmu WT1 ans nedeHus wid mpo-
(bunaKkTUKY paka MEeHKH MaTKu. [[Jis JIeYeHus Wik IPOPUIAKTHKHN paKa IEeHKH MATKH TaKXKE MOTYT OBITh MPH-
MEHCHBI IPYyTrue KOMOMHAIIUH PAKOBBIX aHTUTCHOB.
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Pak neuenmu.

BaknuHa MOXeT KOMOWHUPOBATh OAWH WM 0OOJiCe PAKOBBIX AHTUTCHOB, TAaKUX KaK KOPOBBIA aHTHICH
HBYV, nosepxunoctasiii anturesr HBV, HCVNS34A, HCVNSSA, HCV NS5B nnn HCVNS4B mutst jtedeHus wim
npodunakTuku paka medeHu (cMotpu dur. 15). BakimHa MOXET JOMOJHUTEIHPHO KOMOWHHUPOBATH OJIUH FUTH
OoJee pakOBBIX aHTUTEHOB, TaKWX Kak KopoBbll anTureH HBV, moBepxHocTHbIi anTren HBV, HCVNS34A,
HCVNSSA, HCV NS5B mnn HCVNS4B ¢ ogaum wim 6onee pakoBbiMu antureHamu hTERT, NY-ESO-1,
MAGE-A1 wmu WT1 mia nedenust Wi npouIaKTUKKY paka nedeHu. Jlis nedeHnus wid npoQuiIakTHKe paka
TIEYEHH TAaKXKe MOTYT OBITh IPUMEHEHBI IpyTHe KOMOMHAIINN PAKOBBIX aHTUT€HOB.

I'muoGnactoma.

Bakmna moxer conepxkats CMV i nedeHnst Wi NpoQUIaKTHKU TITH00IacTOMBl (cMOTpH dur. 15).
BakmuHa MOXET MOMOJHUTENBHO kKoMOuHUpoBaTh CMV ¢ omuuM i Oosee pakoBeiMu aHTHreHamMu hTERT,
NY-ESO-1, MAGE-A1 i WT1 st nedenust winu npodritakTUKy rauo0nactomsl. J{ins nedenus wim npodu-
JIAKTHKH TJIHO0IACTOMBI TAK)KE MOTYT OBITh IPUMEHEHBI JPYTHUe KOMOMHAIIUH PAKOBBIX AaHTUTCHOB.

Pak npezacrarenbHOMN jKene3bl.

BakimHa MokeT KOMOWHHUPOBATh OJWH WM 0OOJiee PAaKOBBIX aHTHUTEHOB, Takux kak PSA, PSMA wmu
STEAP s neuenus: winu nporIakTHKH paka MpencTaTeNIbHOH xkene3nl (cMoTpu ¢ur. 15). Bakmmuaa mMoxeT
JTOTIOTHATENTFHO KOMOMHHUPOBATh OAWH WK OoJiee pakoBeiX aHTHTreHOB PSA, PSMA wmn STEAP ¢ omHuM wim
6onee pakoBbiMu anTureHaMu hTERT, NY-ESO-1, MAGE-A1 unu WT1 g jtiedeHus win npoUIaKkTHKA paka
TpeACTaTeNFHON Jkene3bl. s tedeHus Wil MpoMIaKTHKN paka MPeICcTaTeIbHOMN Kele3bl Takke MOTYT OBITh
MPUMEHEHBI JpyTHue KOMOMHAIIMH PAKOBBIX AaHTUTCHOB.

Pax xpoBu (Hanpumep, Je#ko3, TuM¢pomMa, MUETIOMa).

BaknuHa MOXeT KOMOWHHMPOBATH OIMH WM OoOJiee PaKOBBIX aHTHUIEHOB, Takux kak PRAME, WT-1,
hTERT muist nedeHus uian npoHIIakTHKY paka KPOBH, TAKOTO KakK JICHKO03, TuMpoma n Muesoma (cMotpu dur. 51).
BakiuHa MOXET JOTONHUTEIFHO KOMOWHHPOBATh OJUH MM Ooyiee pakoBbiX aHTHreHOB PRAME, WT-I1,
hTERT c ogaum nim 6ostee pakoBeiMu aHTHreHaMu NY-ESO-1 wmn MAGE-A1 nuist niedennst wim npogpuiakTy-
K{ paka KpOBH, TAKOTO KakK JICHKO3, TuMdoMa 1 Muenoma. J{Jis iedeHus Wi npo(GUIakTHKA paKa KPOBH, TAKOTO
Kak JIeWK03, TuM(pOoMa 1 MHUEIIOMa, TAK)Ke MOTYT OBITh IPIMEHEHBI IpyTHe KOMOMHAIINN PAaKOBBIX AHTHTCHOB.

7. Crioco6 BakIIMHALINH.

[IpenocraBnseTcs coco0 JIe9eHNs WK MPOPIIAKTHKN paKa C CIOIB30BaHUEM (hapMaIeBTHIECKIX KOM-
MO3UIUH IS 00ecTIeYeHNsI TeHETHUECKUX KOHCTPYKIHI U OETIKOB OHOTO HITH O0Jiee pPaKOBBIX AaHTUTEHOB, OTIH-
CaHHBIX BBIIIE, KOTOPBIE COAEPKAT SIHUTOIIBI, IENAOIINE UX 0COOCHHO 3(p(peKTHBHBIMU UMMYHOTCHaMH, IIPOTUB
KOTOPBIX MOXET WHAYIIMPOBATHECS IMMYHHBIH OTBET Ha OJHMH WK 00Jiee PaKOBBIX aHTUTeHOB. Crioco0 BBEICHHUS
BaKIMHBI, WIM BaKIWHAIMSA, MOXET OBITh NMPEIOCTABJICH JUI1 TOTO, YTOOBI MHIYIHUPOBATH TEPANICBTUYCCKHUL
W/WIM poUIAKTHUICCKAH UMMYHHBINA OTBET. [Iporiecc BaKIIMHAIIMN MOXET BBI3BIBATH Y MIICKOMUTAIOIIETO M-
MYHHBIA OTBET Ha OJMH WK OoJice paKOBBIX aHTUTCHOB, OMUCAHHBIX B JTAHHOM JOKYMEHTE. BakimHa MokeT
OBITh BBEJICHA MHIUBUAYYMY UL MOIYJISIUU aKTHBHOCTH MMMYHHOW CHCTEMBI MIICKOITMTAIOIICTO M YCHUJICHUS
UMMYHHOTO OTBeTa. BBeJIcHHE BaKIIMHBI MOXKET MPEICTABIATH CO00I TpaHC(HEKIUIO OJHOTO MITH 00Jiee PaAKOBBIX
AQHTHUT'CHOB, OTIMCAHHBIX B JAHHOM JOKYMEHTE, B BUIE MOJEKYJBl HYKJICHHOBOW KHCIIOTHI, KOTOPas SKCIPECCH-
pyeTcsl B KJIETKE W, TaKUM 00pa3oM, IOCTABIACTCS HA MOBEPXHOCTH KIIETKH, MOCJTEC Yer0 MMMYHHAs CHCTEMa
pacro3HaeT U MHAYUHUPYET KIETOUHBIN, TYMOPaIbHBIM WM KIETOYHBIM U TyMOpaJIbHBIA OTBET. BBeseHue Bak-
IIUHBI MOKET OBITh MUCIIONB30BAHO ISl TOTO, YTOOBI MHAYIIMPOBATH WM BBI3BATH IMMYHHBIH OTBET y MIIEKOIIH-
TAIOMMX Ha OJWH WK Oolee PaKOBBIX aHTUTEHOB, ONFCAHHBIX B TAHHOM JOKYMEHTE, TOCPEACTBOM BBEICHHS
MJICKOTITUTAIOIINM BaKIWHBI, ONIICAHHOW B TAHHOM JIOKYMCHTE.

IMocne BBemeHUs BaKUWHBI MIJICKOMUTAIONIEMY W BCIEN 332 3TUM BEKTOpPA B KICTKH MIICKOIHUTAIOIICTO,
TpaHCHUIMPOBAHHBIC KICTKUA OYAYT IKCIPECCHPOBATH M CEKPETUPOBATh OJUH HIIM 0OJEEe PAKOBBIX aHTHUTCHOB,
OINHCAHHBIX B TAHHOM IOKYMCHTE. DTH CEKPETHPYEMBbIC OCIKU, WM CHHTCTHYCCKUEC aHTUTCHBI, OyIyT pacro-
3HABAThCS KaK YYXKCPOJHBIC HIMMYHHOW CUCTEMOM, KOTOopas OyJIeT ycTaHABIUBATh HMMYHHBIH OTBET, KOTOPBIH
MOJKET BKIIFOYATh: aHTHUTENIA K OJHOMY WIJIH OoJiee paKOBBIM aHTUTCHAM M T-KJIETOYHBIN OTBET CHCIHMATBHO Ha
OIIMH WM 00Jiee PaKOBBIX aHTHUTECHOB. B HEKOTOPHIX MpHMepax MIEKOMHUTAIONIee, BAaKIIMHIPOBAHHOE BaKI[MHA-
MU, OIINCAaHHBIMH B JAHHOM JOKYMEHTE, Oy/IeT IMEeTh MPUMHAPOBAHHYIO0 IMMYHHYIO CHCTEMY U IIPH CTUMYJISIIIAN
OITHUM ¥JTH 0OJiee PaKOBBIMH aHTUTEHAMH, OIMCAHHBIMHU B TAHHOM JOKYMEHTE, IPUMHUPOBAaHHAs UMMYHHAs CH-
cTeMa 00eCIeYUT BO3MOXKHOCTh OBICTPOH OYMCTKH IOTIONHUTEIHHBIX PAKOBBIX aHTHTCHOB, ONMCAHHBIX B JaH-
HOM JOKYMEHTE, THOO IMOCPEACTBOM T'yMOPAIbHOTO, KJICTOYHOTO, JIN00 KaK KICTOYHOTO, TaK U TYMOPAJIHHOTO
MMMYHHBIX OTBETOB. BakumHa MoXeT ObITH BBEICHA MHIWBHUAYYMY UIS MOIYJSAINHA aKTUBHOCTH WMMYHHOU
CUCTEMBI HHIUBUAYYMA, TEM CAMBIM YCHIMBAs UMMYHHBIH OTBET.

Cnoco6s! BBenenus JJHK Bakuunbr onmcansl B matentax CIIA NeNe 4945050 n 5036006, 06a u3 KOTOpBIX
BKITIOYCHBI B JJAHHBIN JJOKYMEHT ITOCPEACTBOM CCBUIKH B ITOJITHOM O0OBEME.

BaknuHa MokeT OBITH BBEIICHA MIICKOITUTAIOMIEMY JUIS TOTO, YTOOBI BEI3BATh MIMMYHHBIA OTBET y MIICKO-
muTaronero. MIlekouTaronee MoOXKeT MPEACTaBIATh COO0M YelloBeKa, HEUYEIOBEKOOOPA3HOTO pUMaTa, KOPORBY,
CBUHBIO, OBIY, KO3y, aHTHJIOIY, OU30HA, OYHBOIIA, TIOJIOPOTHX, OJICHEH, eKeil, CIIOHOB, JIAMY, aJbIIaKy, MBIIICH,
KPBIC FIJIH [BIIIJICHKA, ¥ MPEIMOYTHTENBHO - YEIOBEeKa, KOPOBY, CBHHBIO MM IIBITUICHKA.

Jlo3a BakIMHBI MOKET COCTaBIATH B mpenenax oT 1 MKr 0 10 Mr akTHBHOTO KOMITOHEHTA/KI MacChl Te-
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Ja/BpeMsi B MOKET cOCTaBIATH OT 20 MKr 70 10 Mr KOMITOHEHTa/KI Macchl Teia/Bpems. BaknnHy MOXHO BBO-
itk Kaxaeie 1,2, 3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29,
30 wmm 31 nenp. KomudecTBo 103 BaKIMHBI 1151 3(G(HEKTHBHOTO JISYSCHHUSI MOXET COCTaBiATh 1, 2, 3,4, 5,6, 7, 8,
9, 10 wm Oojee 103.

Crioco6 co31aHusi IMMYHHOTO OTBETa C MTOMOIIBIO BAaKITMHEI.

Baknnna MoeT OBITh HCIIOIF30BaHA IS CO3IAaHUS UMMYHHOTO OTBETa Y MIICKOITUTAIONIETO, B TOM JHCIIC
TEPANEeBTHYECKOTO WM MPOPIIAKTHISCKOTO IMMYHHOTO OTBeTa. IMMYHHBIH OTBET MOXKET CO3/1aBaTh aHTHUTEIA
n/mn T-KIeTKU-KWUIephl, KOTOPEIE HAIpaBICHBl HA OAWH WK Ooliee PaKOBBIX aHTHTCHOB, ONFCAHHBIX B JaH-
HOM JoKyMeHTe. Takue anTuTena U T-KIeTKA MOTYT OBITh BBIJCIICHEI.

HexoTophie BapuaHTHI peau3aluy H300pETCHUS MPEIOCTABISIOT CIIOCOOBI CO3aHUs IMMYHHBIX OTBETOB
Ha OJIUH WK 0OJice paKOBBIX AaHTUT'CHOB, OMUCAHHBIX B JJAHHOM JTOKYMCHTE, KOTOPBIC BKIIFOYAIOT BBEJICHHUE HH-
JTUBHUIYYMY BaKIMHBL. HEeKOTOphIC BapuaHTHI pealn3alui U300pEeTEeHHS MPEIOCTABISIOT CIIOCOOBI MPOQIIAKTH-
YECKOW BaKIMHALIMK WHIUBUAYYMA TPOTHUB pPaKa MM OMYXOJH, YKCHPECCHPYIOUINX OJUH WM 0OJice paKOBBIX
AHTHI'CHOB, OIMMUCAHHBIX BBIIIC, KOTOPHIC BKJIFOYAIOT BBEJCHUEC BaKIUHBI. HEKOTOpBIC BapHaHTHI peaH3allid
n300peTeHNs MPEJOCTABIIAIOT CIIOCOOBI TEPareBTUUECKOW BaKIIMHAIMK WHAMBHIYYMa, CTPAJAIOIIETO OT paka
WA OIYXOJIH, SKCIIPECCUPYIOMNX OJMH MU 00jiee paKOBBIX aHTUTEHOB, KOTOPHIC BKIIOYAIOT BBEJCHNE BAKIIH-
HBL. J[marHocTika paka WM OIyXOJIH, SKCIPECCUPYIONUX OJIUH WIH 00Jiee paKOBBIX aHTHI'CHOB, OIMCAHHBIX B
JTAHHOM JTOKYMEHTE, MOJKET OBITh BHIITOJTHEHA B YCTAHOBJICHHOM TMOPSAKE 0 BBEACHUS BaKIMHEI.

Crioco0 jiedeHus paka ¢ MOMOIIBIO BaKIHHEI.

Bakmuna MoeT OBITh HCIIONB30BaHa IS TOTO, YTOOBI CO3aBATh HIJIM BBI3BIBATH y MIICKOIUTAIOIIETO UM-
MYHHBIA OTBET, KOTOPBIA pearupyeT WIH HANPAaBICH HA PAK WU OMYyXOJb (HAIIPUMED, MEIAHOMY, PaK TOJIOBBI U
IIed, IICWKN MaTKH, TICYCHH, MPEICTATEIBHOM Kee3bl, paKk KPOBH, TUIOCKOKIICTOUHBIA pakK MUIICBOJA, paK XKe-
JYJOYHO-KHUIIICYHOTO TPAKTa) MJICKOMUTAIONICTO WM CYObeKTa, HYXKIAIOIIEroCs B 3TOM. BBI3BaHHBIA MMMYH-
HBIH OTBET MOXKET MPEIOTBPAINATh PAK MM Pa3BUTHE OITYyXOITH.

BrI3BaHHEBIN HMMYHHBIA OTBET MOXKET IPEAOTBPAIIATE H/HIH YMECHBIIIATH METACTa3UPOBAHUC PAKOBBIX HJIH
OITyXOJIEBBIX KIIETOK. COOTBETCTBEHHO, BaKI[MHA MOXET OBITh MCIIOJIb30BaHA B CIIOCO0E, KOTOPBIN JICUUT W/MIIN
MPEIOTBPAIIAET PaK MM OIMYXOJIH Y MICKOIHTAIOIETO WM CyObeKTa, KOTOPBIM BBOIAT BaKIMHYy. B 3aBucuMo-
CTH OT aHTHT'€HA, FCIIOJIF3YEMOT0 B BAKIIMHE, POCT HAa OCHOBE IMOJIEKAIIETO JICUSHHUIO PaKa MM OITyXOJIM MOXET
MIPENCTaBIATh CO00M JIFOOOH THT paka, TaKoH Kak, 0e3 OTpaHHMYCHHsS MMM, MEJaHOMa, pak KpoBH (HAIpUMep,
Je#Ko3, TuMdomMa, MUEIIOMa), KAPIIHOMBI JIETKOTO, IIOCKOKJICTOYHbIC KapIHHOMBI ITHIIEBOA, paK MOYEBOTO
My3BIpA, pak 000JOYHON M MPSAMOU KHUIIKH, pak MHIICBOAA, PaK KETyIOYHO-KHIIEYHOTO TPaKTa, TeraTOKapIIH-
HOMa, paK TOJIOBBI W IIICH, TOJIOBHOTO MO3Tra, PaK aHAJIBHOTO KaHAaa, HEMEIKOKICTOYHAS KapIUHOMA JIETKOTO,
PaK TOKEITYIOYHOM Kee3bl, CHHOBHAIbHAS KapIIMHOMA, paK MPEICTATeIbHOM Kelle3bl, pak suYKa, paK mede-
HU, PaK MICHKN MATKH, PEUUIUBUPYIOUIHA PECIUPATOPHEIH MATUIIIOMATO3, paK KOKU M PAK KEITyIKa.

B HEekOTOpBIX BapHaHTax pealu3alliy U300peTeHHs BaKIIMHA MOXKET OITOCPEIOBATh KIMPECHC U MPEIOT-
BpaIaTh pa3BUTUE OIYXOJIEBBIX KICTOK IMOCPEACTBOM MHIYKIMH (1) TYMOpaIhbHOTO MMMYHHUTETA 32 CUET OTBE-
TOB B-KJIETOK ¢ MoITydeHHEeM aHTUTEN, KOTOPhIC OJOKHUPYIOT 00pa30BaHUE MOHOIIMTAPHOTO XEMOATTPAKTAHTHO-
ro Oenka-1 (MCP-1), TeM caMbIM 3aMeIsisi CYIPECCOPHBIE KISTKH MHUETOUIHOTO TiporcxoxacHus (MDSC) u
TIO/IABIIAS PA3BUTHE ONMYXOJH; (2) yBeIMUCHHS IUTOTOKCHUeckuX T-mamdornuTos, Takux kak CD8' (CTL), uto-
OBI aTakoBaTh M yOWBAThH OITyXOJIEBBIE KJIETKH; (3) YBEIMUCHHUS OTBETOB KJIETOK T-XenmepoB; (4) U yBeIHMUEHUS
BOCHaUTENbHBIX peakuuit 3a cuet [FN-y u TFN-a, min npeinouTUTeIbHO BCEro U3 YIIOMSHYTOTO BBILIE.

B HexoTOphIX BapuaHTax peanu3allii N300peTeHUs] NMMYHHBIH OTBET MOXET CO3/1aBaTh 'yMOPAaJIbHBIN
MMMYHHBIH OTBET W/MJIM OTBET aHTUTeH-cieluaecknx nurorokcndeckux T-mumdonuroB (CTL), koTopsiii He
BBI3BIBACT TIOBPEKACHUI WIIM BOCHAJICHMS PA3IMYHBIX TKAaHEH MM CHCTeM (HampuMep, TOJIOBHOTO MO3Tra WIIN
HEPBHOW CUCTEMBI U T.J1.) Y CYObEKTa, KOTOPOMY BBOJSAT BaKI[HHY.

B HEKkOTOPHIX BapuaHTax peaan3aliuy W300peTEeHUs BBOIUMAs BAaKIIMHA MOXKET YBEJIMYHBATH OC30ITyX0Jie-
BYIO BBDKHBA€MOCTb, YMEHBIIIATH OIYXOJICBOEC 00pPa30BaHUE, YBEIIMINBATH BEDKUBAEMOCTH OITYXOJIH U TPUBO-
JUTh K KOMOWHAIIMU 3TOTO Y CyOBekTa. BBoaMMAas BaKIMHA MOXKET YBEJIIMYHBATH OC30ITYXOJICBYHO BBEDKHBAC-
MocTb 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%,
56%, 57%, 58%, 59% u 60% y cyObekTa. BBognmas BakIimHa MOXET YMEHBIIATh OIyX0JIeBOe 00Opa3oBaHHE 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%, 56%, 57%,
58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%, 68%, 69% n 70% y cyObeKTa MMoCiie NMMYHH3AIIHH.
BBoammas BaknHa MOKET IPEIOTBPAIIATh U OJOKHPOBATH POCT MOHOIIUTAPHOTO XeMOATTPAKTaHTHOTO Oemka 1
(MCP-1), 1IMTOKHHA, CEKPETHPYEMOTO CYIIPECCOPHBIMU KIIETKAMH MHUCIIOUTHOTO TMPOUCXOXKICHUS, y CyOheKTa.
B HEkOTOpBIX BapHaHTax pealu3alliy H300pETCHHS BBOUMAs BAaKIIMHA MOXET MPEIOTBPAIIaTh U OJIOKUPOBATH
poct MCP-1 B pakoBOH HJIH OITyX0JIEBOW TKaHU Y CyOBEKTa, TEM CaMbIM CHIKAsl BACKYJISIPU3AIMIO PAKOBOM N
OITyXOJICBOW TKaHH y CyOBEKTA.

BBonumasi BakiiMHa MOXKET yBEJIMYUBATh BBDKUBAEMOCTh omyxonu 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%, 56%, 57%, 58%, 59%, 60%, 61%, 62%., 63%,
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64%, 65%, 66%, 67%, 68%, 69% u 70% y cyOBekTa. B HEKOTOPHIX BapHaHTaX peain3alii U300pEeTCHHS Bak-
IIMHAa MOXET OBITH BBellcHA B mepudepuro (kak 6ojee moApoOHO OMICAHO HIDKE) C LENbI0 YCTAHOBJICHUS aHTH-
TeH-Cenn(pUIecKOro IMMYHHOTO OTBETA, HAIIPABJICHHOTO HA PAKOBBIE FITH OMYXOJIEBBIC KIICTKH WM TKaHU, IS
OYHMCTKH WM YCTPAHEHHS paKa MM OITyXOJIH, SKCIIPECCUPYIOMNX OTMH MU 00JIee paKOBBIX aHTUTEHOB, HE II0-
BpEKAas ¥ HE BRI3BIBAs 3a00JIeBaHIE WM CMEPTh ¥ CYyOBEKTa, KOTOPOMY BBOJST BaKIIHHY.

BBoamMas BakIimHa MOJKET MOBHIIIATH KIETOYHBI IMMYHHEIH OTBET y CyOBEKTa 0 OT OKOJIO0 50-KpaTHOTO
Jo okoJio 6000-kpaTtHOTO, OT 0KOJO S0-KpaTHOTO 10 O0KOJIO 5500-KpaTHOTO, OT OKOJIO S50-KPaTHOTO O OKOJIO
5000-kpaTHOTO, OT OKOJIO S50-KpaTHOTO A0 OKONo 4500-KkpaTHOTO, OT OKOJIO 100-KpaTHOTO A0 OKOJIO 6000-
KpaTHOro, 0T 0KoJio 150-kpaTHOro a0 okoixo 6000-kpaTHOrO, OT OKOJIO 200-KpaTHOro A0 0Koa0 6000-kpaTHOrO,
oT okoJo0 250-kpaTHOro 1o okono 6000-kpaTHOro MK OT okono 300-kpaTtHOTrO 70 OKOJI0 6000-KpaTHOrO pasme-
pa. B HEKOTOpHIX BapuaHTax peaiu3alid U300peTCHHS BBOAMMAS BAaKI[MHA MOXCT YBEIUYMBATH KIICTOYHBIH
UMMYHHBIH OTBET y cyOBekTa moutu B okono 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 nmm 6000 pas.

BBoauMast BakmHa MOXKET MOBBIIIATH YpoBHH ramma-uHTepdepona (IFN-y) ¥V cyObekra 10 oT OKoJIO
50-kpatHoro 10 okoyio 6000-kpaTHOTO, OT 0KOJIO SO-KpaTHOTO A0 0K0JIo 5S500-KpaTHOTO, OT 0KOJIO 50-KpaTHOTO
1o okosio 5000-kpatHOTO, OT OKOJIO 50-KpaTHOTO MO 0KO0JIO 4500-KpaTHOTO, OT O0KOJO 100-KpaTHOTO O OKOJIO
6000-kpaTtHOTO, OT OKOJIO 150-KpaTtHOTO 10 OKOJO 6000-KpaTHOTO, OT OKOJIO 200-KpaTHOTO A0 OKOJO 6000-
KpaTHOTOo, OT OkoJIo 250-kpatHoro mo okosio 6000-kpaTHOro miu OoT okoyio 300-kpaTHOro a0 OKOJIO 6000-
KpaTHOTO pa3Mepa. B HEKOTOPBIX BapHaHTaX pealiu3allii U300PETEHUS BBOJUMAs BAKIIMHA MOXKET YBCIIMYUBAThH
ypoBHHU [FN-y ¥V cybwekra moutu B okosio 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
wiu 6000 pas.

Jlo3a BakIMHBI MOKET COCTaBIATH B mpeaenax oT 1 Mkr g0 10 Mr akTHBHOTO KOMITOHEHTA/KI' MAacChl Te-
Ja/BpeMsl 1 MOXeT cOCTaBJATh OT 20 Mkr 1o 10 Mr KOMIOHEHTa/KI' MacChl Tesia/BpeMs. BakimHy MOXKHO BBO-
itk Kaxaele 1,2, 3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29,
30 wmm 31 nenp. KomudecTBo 103 BakMHEI 1151 3G (HEKTHBHOTO JISYCHHUSI MOXKET COCTaBiATh 1, 2, 3,4, 5,6, 7, 8,
9 wmm 10.

(1) KomOuarpoBaHHas Tepanus ¢ IpuMeHeHneM antuten PD-1 w/wim PD-L1.

Hacrosmee m300peTenne Takke OTHOCHTCS K CIIOCO0Y MOBBIIIEHISI IMMYHHOTO OTBETa y MJICKOITUTATOIIE-
TO C MOMOIIBIO BaKIIMHBI, ONIMCAHHOH BhINIC. BakIHa, onrcaHHAas BEIIIC, MOXET COJICPKATh PAKOBBIA aHTHUICH,
a Taxke anTureno PD1 w/mnm antureno PDL1, onucannbie Boimre. KoMOWHANMSA MOXKET MPENCTABIIATH COOOM
CAMHYI0 KOMITO3UIIMIO M MOXET OBITh OTACIHHON U BBOAUTHCS MO ouepeu (100 CHavaja paKOBBIA aHTHUICH,
a 3atem antuteno PD1 wimn antuteno PDL1, nmu6o cravana antureno PD1 wim antureno PDLI, a 3arem pako-
BBII aHTHT'CH). B HEKOTOPHIX BapHaHTaX pealn3alnuy H300peTCHHS PAKOBBIA aHTUTCH MOXKET OBITh BBEACH CyOh-
exTy 3a okoio 30 cexynn, 1 MuHyTy, 2 MUHYTHI, 3 MUHYTHI, 4 MUHYTHI, 5 MUHYT, 10 MunyT, 15 MunyT, 20 MU-
HyT, 25 MunyT, 30 MUHYT, 35 MUHYT, 40 MUHYT, 45 MuHyT, 50 MUHYT, 55 MuHyT, 60 MUHYT, 0,25 Yaca, 0,5 Jaca,
0,75 4aca, 1 gac, 2 gaca, 3 yaca, 4 gaca, 5 gyacoB, 6 yacoB, 7 4acoB, 8 4yacos, 9 gacos, 10 gacos, 11 gacos, 12
yacoB, 13 4gacos, 14 gacos, 15 gacoB, 16 gacos, 17 gacos, 18 gacos, 19 gacos, 20 yacos, 21 4gac, 22 yaca, 23
yaca, 24 gaca, 36 gacos, 48 gacos, 60 gacos, 72 yaca, 84 yaca, 96 gacos, 1 geHs, 2 gus, 3 nHs, 4 A0, 5 THEH, 6
nHeilt, 7 nueit, 8 nuent, 9 auert, 10 gueit, 11 nueit, 12 nue#t, 13 gueit, 14 gueit, 15 nueii, 16 nueit, 17 quei, 18
nuelt, 19 nuei, 20 muei, 21 nenb, 22 mus, 23 gus, 24 nas, 25 nHel, 26 nuent, 27 muert, 28 muer, 29 muei, 30
nueit, 31 nenp, 1 Henento, 2 Hepenu, 3 HeAenu, 4 HEJEH, 5 Helleb, 6 Helelb, 7 HeeNb Wi § HeJlelb 10 BBEe-
HUA cyObekTy antutena PD-1 wim anturena PD-L1. B apyrux BapuaHTax peanu3anuy H300peTEHHUs aHTHTEINO
PD-1 unu antuteno PD-L1 moxeT ObITh BBeZieHO cyOBbekTy 3a okouio 30 cekyHn, | MUHYTY, 2 MHHYTHI, 3 MUHY-
Tbl, 4 MUHYTBI, 5 MUHYT, 10 MuUHYT, 15 MunHyT, 20 MUHYT, 25 Munyt, 30 MunyT, 35 MuHyT, 40 MUHYT, 45 MUHYT,
50 MuHyT, 55 MunyT, 60 MUHYT, 0,25 4daca, 0,5 yaca, 0,75 4daca, 1 vac, 2 yaca, 3 Jaca, 4 4yaca, 5 yacos, 6 4yacos, 7
yacoB, 8 yacos, 9 gacos, 10 gacos, 11 gacos, 12 gacos, 13 gacos, 14 gacos, 15 gacos, 16 gacos, 17 gacos, 18
yacoB, 19 gacos, 20 gacos, 21 4gac, 22 yaca, 23 yaca, 24 gaca, 36 gacos, 48 gacos, 60 gacos, 72 Jaca, 84 4Jaca,
96 yacos, 1 menb, 2 aus, 3 a8, 4 14, 5 nHEH, 6 nHeH, 7 nHel, 8 nueit, 9 nuei, 10 quen, 11 aueit, 12 guei, 13
nHeit, 14 nueit, 15 gueit, 16 queit, 17 queit, 18 mueit, 19 nuei, 20 nueit, 21 nens, 22 nus, 23 aud, 24 qas, 25
nHel, 26 nueit, 27 nuei, 28 nuei, 29 nneit, 30 guei, 31 geus, 1 Hememo, 2 Heaenn, 3 Henenu, 4 Hexenu, 5 He-
Jiens, 6 Henelnb, 7 HeJelb MITH 8 HeJelb 10 BBeICHH CyOBhEeKTY paKOBOTO aHTHUTEHA.

Kom6unanus pakoBoro anturena u anrurena PD1 nimm antutena PDL1 uHaynupyeT MMMYHHYIO CHCTEMY
6osiee 3pdexTHBHO, UEM BaKIMHA, COJEPXKAIIAsl TOJBKO PAKOBBIM aHTHT€H. JTOT Oosiee 3 PEKTUBHBIH UMMYH-
HBIH OTBET 00ECIICUMBACT MOBBIMICHHYIO 3P (EKTUBHOCTD B JICUCHUH W/WITU MPO(IIAKTHKE ONPEACICHHOTO PaKa.
B 3aBHCHMMOCTH OT HCHOJB3yeMOTO B BAaKIIMHE aHTHTCHAa B KOMOWHaiuu ¢ aHTHTenioM PDL1 wnm aHTHTEINIOM
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PD1, poct Ha 0CHOBE MOICHKAIIETO JICUCHHUIO paKa MIIH OITyXOJU MOXET MPEJCTaBIATh CO00H 000 THIT paka,
TaKOW Kak, 0e3 OrpaHUYCHUS MU, MEIIAHOMA, PaK KPOBU (HAIIPUMED, JICHKO03, TUM(OMa, MAEIOMa), KaPIIUHOMBI
JIETKOTO, TUIOCKOKJIETOYHBIE KapIMHOMBI IHIIEBOAA, PaK MOYEBOTO ITy3bIps, paKk 00010YHON M MPSIMON KHIIIKH,
paK MHIIEBOAA, paK >KEIYIOYHO-KHIIEYHOTO TPaKTa, FelaTOKapIHOMAa, PaK TOJOBHI U IIEH, TOJIOBHOTO MO3Ta,
paK aHaJIBHOTO KaHala, HEMEJIKOKJICTOYHAsl KapIWHOMA JIETKOTO, paK MOKETyIOYHON JKeJe3bl, CHHOBHAIbHAS
KapIMHOMA, PaK MPEJCTaTeIbHON JKeIe3bl, paK SNdKa, pak IIeUeHH, PaK MICHKH MATKH, PEIIUBUPYIOMNI pec-
MUPATOPHBIHN MAIMIIIOMATO3, paK KOKHU U PaK KeTyIKa.

B HeKkoTOpHIX BapHaHTaX pean3anui H300peTeHNs] IMMYHHBIH OTBET MOXKET OBITh IMOBBIIICH O OT OKOJIO
0,5-xkpatHOro 1m0 okoso 15-kpatHoro, ot oxono 0,5-kpatHoro o okoio 10-kpaTtHoro mmu ot okono 0,5-
KpaTHOTO JI0 8-KpaTHOTO pa3Mepa. B anpTepHATHBHOM BapHaHTe MMMYHHEIH OTBET y CyOBEKTa, KOTOPOMY BBO-
JIIT BaKIMHY, MOKET OBITh MOBBIIICH IO MEHBIIEH Mepe B okoio 0,5 pa3a, mo MeHbIIeld mepe B okoio 1,0 pas,
1o MeHbIIel Mepe B okoJio 1,5 paza, mo MeHsblIei Mepe B okoJio 2,0 pa3a, o MEHbIIEH Mepe B 0KOJIO 2,5 pasa,
1o MeHblIel mepe B okoJio 3,0 pasa, o MeHblIeH Mepe B 0KoJio 3,5 paza, o MeHblIel mepe B okoio 4,0 pasa,
1o MeHblIel Mepe B okoJIo 4,5 pasa, o MeHbIIel Mepe B 0koJo 5,0 pa3, mo MeHbllIel Mepe B 0KoJIo 5,5 pas, 1o
MeHbIIeH Mepe B okoio 6,0 pa3, mo MeHbIIeH Mepe B OKkojio 6,5 pas, 1Mo MeHbleld Mepe B okoyio 7,0 pas, mo
MEHBIIIeH Mepe B OKoJo 7,5 pa3, mo MeHblel Mepe B okojo 8,0 pas, mo MeHbIIeld Mepe B OKoJIO 8,5 pas, 1o
MeHbIIe Mepe B okojio 9,0 pa3, o MeHbIeH Mepe B okosio 9,5 pa3, mo MeHbInel mepe B okoso 10,0 pa3, mo
MeHbIIe Mepe B okoJio 10,5 pas, mo MeHbIel Mepe B okoiio 11,0 pa3, mo MeHbIe# Mepe B okotio 11,5 pas, mo
MeHbIIe Mepe B okoJio 12,0 pas, mo MeHbIIel Mepe B okoJio 12,5 pas, mo MeHbIe# Mepe B okotio 13,0 pas, mo
MeEHbIIeH Mepe B okoo 13,5 pa3, mo MeHbIei mepe B okoso 14,0 pa3, mo MeHbIe Mmepe B okosio 14,5 pa3 wiun
1o MeHblIel Mepe B okoio 15,0 pas.

B nmpyrux anpTepHaTUBHBIX BapHaHTaX PealH3aldd H300pETCHUS UMMYHHBIH OTBET ¥ CYObEKTa, KOTOPOMY
BBOJIAT BakIMHY, MOXET OBITH MOBBINIEH HA OT okoyo 50% 1o okoxo 1500%, ot okomno 50% no oxoxo 1000%
w ot okoso 50% mo okoso 800%. B npyrux BapmaHTax pealn3anny U300peTeHNs UIMMYHHBIH OTBET Y CyOb-
€KTa, KOTOPOMY BBOJST BAKI[MHY, MOXET OBITH MMOBBIIICH 110 MEHBIICH Mepe Ha okoiio 50%, o MeHbIel Mepe
Ha okojo 100%, mo meHsIelt Mepe Ha okono 150%, mo MeHbIeit Mmepe Ha okosio 200%, Mo MeHbIIeH Mepe Ha
okoo 250%, mo meHsiIei Mepe Ha okono 300%, mo MeHbIIel Mepe Ha okoiio 350%, 1Mo MEHbIIEH Mepe Ha 0KO-
10 400%, o meHbIel Mepe Ha okoio 450%, o Menbireit Mepe Ha okono 500%, Mo MeHbIIeH Mepe Ha OKOJIO
550%, mo menbmel mepe Ha okoso 600%, mo MeHbIIeH Mepe Ha 0koJo 650%, Mo MeHbIIEH Mepe Ha OKOJIO
700%, mo menpmeld mepe Ha okoso 750%, mo MmeHsImel Mepe Ha okoio 800%, Mo MeHbIIEH Mepe Ha OKOJIO
850%, mo mensIeit Mepe Ha okoio 900%, mo MeHbmeil Mepe Ha okoio 950%, Mo MeHbIIeH Mepe Ha OKOJIO
1000%, o meHsb1eit Mepe Ha okono 1050%, mo menbel Mepe Ha okoso 1100%, mo MeHsIIEeH Mepe Ha OKOIO
1150%, o menbiieit Mepe Ha okosio 1200%, o menbieit Mepe Ha okosio 1250%, mo MeHblIeH Mepe Ha OKOJIO
1300%, no menbie Mepe Ha okoao 1350%, mo meHblel Mepe Ha okono 1450% umu mo MeHsled Mepe Ha
oxono 1500%.

Jlo3a BakIMHBI MOKET COCTaBIATH B mpenenax oT 1 Mkr g0 10 Mr akTHBHOTO KOMITOHEHTA/KI' MacChl Te-
Ja/BpeMsi B MOKET COCTaBIATH OT 20 MKr 70 10 Mr KOMITOHEHTa/KI MaccChl Teia/Bpems. BaknnHy MOXKHO BBO-
itk Kaxaee 1,2, 3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29,
30 wmu 31 genp. KomudecTBo 103 BakMHBI 1151 9 (HEKTHBHOTO JISYSHUSI MOXET COCTaBiATh 1, 2, 3,4, 5,6, 7, 8,
9 wmm 10.

(2) Menanoma.

Bakmmna MoeT OBITh HCIIONB30BaHa IS TOTO, YTOOBI CO3aBATh TN BBI3BIBATH y MIICKOIUTAIOIIETO UM-
MYHHBIA OTBET, KOTOPBIA pearupyeT WU HAIpaBICH Ha MEIAHOMY Y MJICKOMHUTAOLICTO WA CYOBEKTa, HYXK-
JTAFOIETOoCs. B 3TOM. BBI3BaHHBIN MMMYHHBIH OTBET MOXKET MPEAOTBPAIIATh PAa3BUTHEC MEIAHOMBI. BBI3BaHHBIH
UMMYHHBIH OTBET MOKET YMCHBIIATh Pa3BUTHE MEJIAHOMEI. BBI3BaHHBIN MMMYHHBIA OTBET MOXKET MPEIOTBPA-
IIaTh W/WIK YMCHBIIATh METACTA3MPOBAHME PAKOBBIX WIJIM OIyXOJEBBIX KJICTOK MeTaHOMBI. COOTBETCTBEHHO,
BaKIMHA MOXET OBITh HCIIOJNB30BaHA B CIIOCOOE, KOTOPBIH JICYUT /WM MPEAOTBPAIIACT MEIAHOMY Y MIICKOTIH-
TAIOMIETO MK CYOBEKTa, KOTOPHIM BBOJIST BaKIUHY.

B HexoTOphIX BapmaHTax peaM3alliiil M300pPETeHUs BBOAMMAS BAKIIMHA MOXKET OIOCPEIOBATH KIHUPEHC
WM TIPEJOTBPANIATh Pa3BUTHE KICTOK MEITaHOMBI TIOCPEICTBOM MHIAYKIHHK (1) TyMOpaasHOrO MMMYHHTETa 3a
CYeT OTBETOB B-KIIETOK C MOJy4eHHEM aHTUTEN, KOTOpbIe OJIOKHPYIOT 00pa3oBaHHE MOHOIMTAPHOTO XeMOAaT-
TpaktanTHoro Oenka-1 (MCP-1), TeM caMbIM 3aMemIsisi CYNPECCOPHBIE KIETKH MHEIOMIHOTO TPOUCXOMKICHUS
(MDSC) 1 noziaBisst pa3BUTHE MEIAHOMEI; (2) yBeIMUeHHs IMTOTOKCHueckux T-mumporuToB, Taknx kak CD8”
(CTL), 4To0bI aTakoBaTh M yOWBAaTh KIETKH MEIAHOMBI, (3) yBETHMYEHHs OTBETOB KJIETOK T-xemmepoB; (4) u
YBEIIMYEHUsI BOCTIATUTENbHBIX peakiuii 3a cueT [FN-y u TFN-o, uinu npeanodTuTesIbHO BCEro U3 YIOMSIHYTOrO
BHIIIIE.

B HEekoTOpBIX BapHaHTaX pealu3aldd M300PETCHUS BBOIUMAS BaKIMHA MOXKCT yBEIUYHMBATH BBEDKHBaC-
MOCTh 0€3 MEJTaHOMBI, YMEHbBIIATh METAHOMHOC OOpa30BaHUE, YBEIMYMBATH BHDKUBACMOCTH MEIAHOMBI WU
MPUBOJIUTH K KOMOMHAIIUYU 3TOTO y CyObekTa. BBoAMMAas BaKIMHA MOXKET YBEIMYUBATh BBDKHBAEMOCTh Oe3 Me-
nanomsl Ha 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44% u 45% y
cyObekTa. BBoMMas BakI[HA MOXKET YMEHbBIIATh MeTaHOMHOe oOpaszoBanue 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%,
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54%, 55%, 56%, 57%, 58%, 59% u 60% y cyObekTa mociie UMMyHH3aIMKA. BBoMMas BakIMHA MOXKET MPEIOT-
BpaIlaTh ¥ OJIOKMPOBATh POCT MOHOLMTAPHOTO XeMoarTpakranTHoro oenka 1 (MCP-1), nurokxuna, cekperupye-
MOTO CYIPECCOPHBIMH KIETKAMH MHEJIOMIHOTO MPOMCXOXKACHHUS, y CyObheKTa. B HEKOTOPHIX BapHaHTaX peau-
3aru H300pETeHNS BBOANMAsI BaKIIMHA MOXKET IPEAOTBpaIaTs u 0sokupoBats poct MCP-1 B TKaHM MeTaHOMBI
y Ccy0OBeKTa, TeM CaMbIM CHIKas BacKYJLIPH3AIMIO TKAaHM MEJAaHOMBI y CyObekTa. BBoanMas BaKIMHA MOXET
YBEIMYMBATh BBDKHBaeMOCTh MenaHoMbl 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% u
60% y cyObekra.

8. CriocoObI BBEICHHSI.

Baknuna wnm ¢apManeBTHYCCKasT KOMITO3UIIMS MOXKET OBITh BBEICHA Pa3IMYHBIMU CIIOCOOAMH, B TOM
YHUCIIC TEPOPATHHO, MAPEHTEPANTBEHO, CYOJIMHIBAILHO, BHYTPHUKOXKHO, PEKTaJIbHO, TPAHCMYKO3aJIbHO, MECTHO,
MOCPENICTBOM HHTAJSINH, ITOCPEACTBOM TPAHCOYKKAILHOTO BBEACHUS, BHYTPHILICBPAIbHO, BHYTPHUBEHHO,
BHYTpPHAPTEPHATbHO, BHYTPHUOPIOUIMHHO, IOJKOKHO, BHYTPUMBINICYHO, HHTPAHA3AIBHO, HWHTPATCKAIBHO U
BHYTPHCYCTABHO HJIM MOCPEACTBOM HMX KOMOWHanuu. /[ MpUMEHCHHS B BETCPUHAPUU KOMITO3UIIHS MOXKET
OBITH BBEJICHA B BHJE NMPABWIHHO TOJOOPAHHON MPHUEMIIEMON JIEKapCTBEHHONW ()OPMBI B COOTBETCTBUHU C OOBIU-
HOW BETEPUHAPHOW MPAKTHKOW. BeTeprHap MOXET JIeTKO ONPEeNeTIUTh CXeMy IMPUMEHEHUS M CIOCcO0 BBEICHUS,
KOTOPBII ABNseTCA HamboJiee MOIXOMSIIUM IS ONPeNeIeHHOTO XKUBOTHOTO. BakmmHa MoxeT ObITh BBEJCHA C
MTOMOIIBIO TPAAWIIMOHHBIX IIIPHUIEB, OE3BITOIBHBIX HWHBEKTOPOB, '"OaUIMCTHYECKOW TpaHCheKnuu (TeHHbIS
MYIIKA)" WIK TOCPEICTBOM IPYTHX (PU3UIECKUX CITOCOO0B, TakuX Kak anekrponoparust ("EP"), "ruapoauaamu-
YeCcKUi croco0" MM yIbTpa3ByK.

BekTop BakIMHBI MOXKET OBITh BBEJCH MIICKOIHTAIOIIEMY C TOMOIIBI0 HECKOJIBKUX XOPOIIO M3BECTHBIX
TexHoJsoru#, B ToMm guciie uabekiuu JJHK (Taxke HaszeiBaemoit aknmHarme JJTHK) ¢ u 6e3 in vivo 3nexTporio-
palyy, JUIOCOMAa-OMOCPEIOBAHHBIX, YCKOPCHHBIX HAHOYACTHIIAMH, PCKOMOMHAHTHBIX BEKTOPOB, TaKHUX KakK
PEKOMOMHAHTHBIN aJCHOBUPYC, aCCOIMAPOBAHHEIN ¢ PEKOMOMHAHTHEIM aJCHOBUPYCOM BHUPYC U PEKOMOWHAHT-
HBII BHPYC OCHOBaKIWHBL. OIUH WK 0oJice PAKOBBIX aHTUTCHOB BaKI[MHBI MOTYT OBITh BBEACHBI MOCPEICTBOM
nabekiuu JJHK, a Takxke Hapsay ¢ in vivo 3JIeKTporiopanuen.

DNeKTpOoIIopanysl.

Bakmuna wim ¢apmaneBTHUecKas KOMITO3HIMS MOXET OBITh BBEIEHA ITOCPEICTBOM AIIEKTPOIOPALINH.
BBenenne BaKIMHBI IIOCPEACTBOM DJIEKTPOIIOPAIIIH MOXKET OBITh JOCTUTHYTO C MPUMEHEHHEM YCTPONCTB IS
3JIEKTPOIOPAINH, KOTOPbIE MOTYT OBITH BEITIONTHEHB! C BO3MOKHOCTBIO JOCTABKH K HEOOXOANMON TKaHU MIIEKO-
MHUTAIONIETO UMITYJIbCA YHEPTHH, JOCTATOYHOTO IS TOTO, YTOOBI BRI3BATh 00pa30BaHNE OOPATUMBIX TOP B Kie-
TOYHBIX MEMOpaHaX, ¥ MPEAMOYTUTEIHHO, YTOOBI IMITYJIbC SHEPTHH MPEICTABISIT COO0H TOK MOCTOSTHHOW BEITH-
YUHBI, TOJOOHBIN 3aJaHHOMY II0JI30BaTElICM BXOIHOMY TOKY. YCTPOHCTBO IUIS DJICKTPOMOPAIMU MOXKET CO-
JIep>KaTh KOMITOHEHT 3JICKTPOIOPAIMU M AJIEKTPOJ B cOOpe MM pyKosITKy B cOope. KommoneHT anexTpornopa-
IIUM MOKET BKJIFOUATh M OOBEAMHATH B ceOe OUH WK 0oJiee pa3IHMYHBIX YIEMEHTOB YCTPONCTB [UIS AJIEKTPOIIO-
palyy, B TOM YHCJIE: KOHTPOJUICP, TCHEPaTOp TOKOBBIX CHUTHAIIOB, TECTEP UMIICAHCA, PETUCTPATOP CHUrHAIA,
BXOJHOH DIIEMEHT, JIEMEHT CO3JIaHHsI OTYETOB O COCTOSIHUH, TIOPT CBSI3M, KOMIIOHECHT MaMsTH, HCTOYHHUK MTUTa-
HUS ¥ BBIKITIOYATENb. DJIEKTPOIIOPAIS MOXKET OBITh BRIIIOJIHEHA C MPIMEHEHUEM in Vivo YCTPOWCTBA AJIS HJIEK-
tpomnoparuu, Harpumep, cucteMbl CELLECTRA® EP (Inovio Pharmaceuticals, Inc., by bemn, mrar [ercuns-
BaHus) win dekrpornoparopa Elgen (Inovio Pharmaceuticals, Inc.) mis obnerdenust TpaHcheKIMH KIETOK
I1a3MUA0H.

[Ipumeps! ycTpOHCTB IS SIEKTPOIIOPAIINH M CIIOCOO0B 3JIEKTPOIIOpAINH, KOTOPBIEe MOT'YT 00IerdyaTh BBe-
neane JJHK-BakmuH mo HacToAmeMy M300peTeHHUI0, BKIIOYAIOT NMPUMEPHI W CIIOCOOBI, ONMCAaHHBIC B ITATEHTE
CIIIA Ne 7245963 Draghia-AKkli, et al., my6nukaruu matenta CIIIA Ne 2005/0052630, npeacraBnenHoi Smith ¢
COaBTOpaMH, COJICP)KAHWE KOTOPHIX BKIIFOYCHO B JAHHBIA JOKYMECHT IMOCPEACTBOM CCHUIKH B MOJHOM OOBEME.
Jpyrue yctpoiicTBa Ui 3JIEKTPOIOPAIH U CIIOCOOBI 3JIEKTPOTIOPALNH, KOTOPhIE MOTYT OBITh HMCIOIB30BaHBI
it obsreruenus BBeaeHus [JHK-BakIMHBI, BKIFOYAIOT YCTPOUCTBA U CIOCOOBI, MMPEIOCTABICHHBIC B MIPHHAJIJIC-
JKalei ATOMyY e 3asBUTEII0 M OJHOBPEMCHHO HAXOJNAIICHCs Ha paccMoTpeHun 3asBke Ha mateHt CLIA c ce-
puiiasM Ne 11/874072, noganHoit 17 oktsa6pst 2007 roza, Mo KOTOPOH UCIIPAIINBACTCS IIPHOPUTET B COOTBETCT-
Bum ¢ § 119(e) paznena 35 Konexca CIIA (35 USC) na ocHoBanuu npenBapureibHbix 3asBok CIIIA ¢ cepuii-
HeiMH Ne 60/852149, monmanHoii 17 oktadpst 2006 roxa, u Ne 60/978982, momannoit 10 oxtsidps 2007 rona, Bce
13 KOTOPBIX BKJIIOYEHBI B TAHHBII JOKYMEHT B TIOJTHOM OOBEMe.

IMatent CIITA Ne 7245963 Draghia-Akli, et al. omucheiBaeT MOAYJIBHBIE DJIEKTPOIHBIE CHCTEMBI M X HC-
MOJIF30BAHUE IS OOJIETYeHHsI BHEAPEHUST OMOMOJIEKYNBI B KJICTKHM BHIOPAHHON TKAaHU B Telle WM PACTCHHM.
MonynpHBIE 3JEKTPOIHBIE CHCTEMBI MOTYT COAEPXATh PSI WUTONBYATHIX DJICKTPOIOB; UIITY A HOIKOKHBIX
UHBCKIUH; JCKTPUICCKUN COCIMHUTCIBHBINA 3JICMEHT, KOTOPBIA 00CCIIEYHBACT MPOBOJIICE COCTUHCHHUE OT
MPOTPAMMHUPYEMOTO UMITYJIBCHOTO KOHTPOJUICPA C TOKOM ITIOCTOSTHHOM BEIMYHMHEI K PSAAY UTOJBYATHIX IEKTPO-
JIOB; ¥ UCTOYHUK TTUTaHUs. OIepaTtop MOXKET 3aXBaThIBATH PSJI UTOJBYATHIX JJIEKTPOIOB, KOTOPBIC YCTAHOBJICHBI
Ha OMOPHON KOHCTPYKIIUH, U IUIOTHO BCTABIATH MX B BEIOPAHHYIO TKaHb B TEJIC WM PACTCHUH. 3aTeM OHOMOJIe-
KYJIBI BBOJST Yepe3 WLy ISl TIOAKOXHBIX WHBEKIMH B BEIOPAHHYIO TKaHb. [IporpaMMHpyeMbIii UMITYJIbCHBIN
KOHTPOJIIEP C TOKOM TOCTOSHHOM BEITUYMHBI aKTUBUPYETCS, W AIEKTPHUYCCKUI MUMITYIhC C TOKOM MOCTOSIHHOU
BEJIMYMHBI TIOJAETCS Ha PAJ UTOJIFYATHIX AJIEKTPOAOB. [IpUMEHIEMBIN FIEKTPHYSCKUN HMITYJIEC C TOKOM HOCTO-
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STHHOW BEJIMYMHBI 00JIerYaeT BBEICHUE OMOMOJICKYJIIBI B KIIETKY MEXIY PSAAOM 3J1eKTpo1oB. [lonHOE comepkaHue
narenra CIIIA Ne 7245963 BxitoueHO B JaHHBII JJOKYMEHT MOCPEACTBOM CCBUIKH B ITOJTHOM OOBEMeE.

[Ty6mukanus matenra CIIA Ne 2005/0052630, npeacraBnenHas Smith, et al. onmuceIBaeT yCTpOHCTBO ISt
3JICKTPOTIOPAITUH, KOTOPOE MOXET OBITH UCITOJIE30BAHO JJIsl 3P (HEKTUBHOTO OOJIETUCHISI BBEICHUS OMOMOJIEKYJIBI
B KJIETKH BBHIOPAHHOI TKAHH B TeJIe WJIM PACTEHUH. Y CTPOHCTBO IUIA 3JICKTPOTIOPALINH CONEPKHUT DIEKTPOKUHE-
THdeckoe ycTpoicTBo ("ycTporictBo EKD"), paboTa KOTOpOro omnpenensercs mporpaMMHBIM 00eCTICUeHUEM HITH
BCTPOCHHBIM TIPOTpaMMHBIM obecrieuenneM. YcrpoiictBo EKD mpow3BOAUT cepuio MPOTPaMMHUPYEMBIX HM-
MyJIBCHBIX MOCIEI0BATENFHOCTEH ¢ TOKOM MTOCTOSTHHOW BEIMYMHBI MEXKIY DJICKTPOJAMH B MACCHBE Ha OCHOBE
MOJIB30BATEIECKOTO 3JICMEHTA YIPABJICHUS U BBOJ[ IIAPAMETPOB UMITYJIbCA, & TAKXKE 00CCICUNBACT BOBMOXKHOCTh
XpaHCHHS M TOJNYYCHHS TEKYIIUX MAHHBIX O CHUTHAJNE. YCTPOWCTBO AJSL AJICKTPOIOPAIMH TAKXKE COICPIKUT
CMCHHBIH 3JEKTPOIHBIN TUCK C MAaCCHBOM HIOJBYATHIX AJIEKTPOJIOB, IICHTPAIHHBIN MHBEKIIMOHHBINA KaHAT IS
WHBEKIIMOHHON WIJIBI U CheMHBIH HarmpaBisaomuii auck. [lonHoe conepikanne nmyonmkanuu nareHra CHIA Ne
2005/0052630 BkIIOYEHO B JAHHBIN JOKYMEHT OCPEICTBOM CCBUIKU B ITOJTHOM 00BEME.

MaccuBBI 2JIeKTPOJIOB U c1toco0bl, onncannble B natenTe CLIA Ne 7245963 u nyonukaruu narenra CIIA
Ne 2005/0052630, MoTyT OBITH aaNTUPOBAHBI JJISI TITyOOKOTO MPOHUKHOBEHMSI HE TOJIBKO B TKaHH, TaKHE Kak
MBIIIIEL, HO U B IPYTHE TKaHW WX OpraHbl. M3-3a KOHGUTYpanny MaccuBa 3JIEKTPOIOB HHBEKITHOHHYIO Ty (B
HEBPOJIOTHYECKYIO CHCTEMY MPEANOYTUTEIFHON OMOMOJIEKYJIBI) TAKXKe TOJTHOCTHIO BCTABJISIIOT B OpraH-MHUIICHB
¥ BBOJST WHBEKIHNIO NEPICHIUKYIIPHO TKAHU-MUIICHH, B 00IACTH, KOTOpPask MPEABAPUTEIHHO OUYepUeHa HIIeK-
TpoJaMu. DeKTpoapl, onrcanubie B mateHTe CIIIA Ne 7245963 u mybnmukanuu natenta CHIA Ne 2005/005263,
MPEAMOYTHUTENHHO UMEIOT THHY 20 MM U Kamop 21.

Kpome Toro, npeamonaraetcs, 4To B HCKOTOPBIX BApUAHTAX PEaTU3alUU H300PETCHHUS, BKIFOYAOIIIX YCT-
po¥icTBa AJIS 3NMEKTPONOPAIMU M MX TMPUMCHEHUE, YCTPOWCTBA JIJIS SJICKTPOIIOPALIUH TIPEACTABIISIOT COOOU Te,
KOTOpBIC OMHUCAaHbBI B cieayronmx mateHrax: nateHt CHIA Ne 5273525, Beigannsiii 28 gexabps 1993 rona, ma-
tenThl CIHA Ne 6110161, Beinanusiii 29 aBrycra 2000 rona, Ne 6261281, Beraannsiit 17 urons 2001 roxa, u Ne
6958060, BermanHbii 25 okTa0ps 2005 roga, a Takke mateHT CIIIA Ne 6939862, BeimanHbiid 6 ceHTIOps 2005
roga. Kpome Toro, B JaHHOM IOKYMEHTE PAacCMAaTPHBAIOTCS IMAaTEHTHI, OXBAaTHIBAIOIINE OOBEKT M300pETEHHS,
npencraBieHabd B matenTe CIIIA Ne 6697 669, Bermannom 24 ¢espans 2004 roga, KOTOPBIA KacaeTcsi BBEICHUS
JIHK ¢ ncrnons3oBaHrEM JIF000TO U3 MHOXKECTBA YCTpOHCTB, U B mateHTe CIIIA Ne 7328064, BeiganHOM 5 (eB-
paist 2008 roma, KOTOpEI oOpamaeTcs k MeToay BBeAcHU nHbekuil JIHK. Yka3anHbple BBIIE TATEHTHI BKITIO-
YEeHBI IOCPEICTBOM CCBUIKH B TIOJTHOM 00BeMe.

9. Crioco0 moydeHust BaKIIUHEI.

B Hacrosiem ToKyMeHTe TpeACTaBICHBI criocoObl monydyeHnus miazmun JJHK, kotopeie comepkaT BakIu-
HBI, PACCMOTPEHHBIC B TaHHOM nokymeHte. [lnasmunel JJHK, mocne koHeYHOTO 3Tana cyOKIOHHPOBAHUS B IKC-
MPECCUOHHBIC TUIA3MUIBI MIICKOIUTAIOIINX, MOTYT OBITh HCIIOJIH30BAHBI ISl HHOKYJISIIHH KICTOYHOH KYJIBTYPHI
B OpOJMIILHOM YaHe OOJBIIOTO pa3Mepa, C UCIIONIb30BaHHEM H3BECTHBIX B TJAHHOH 00JIACTH TEXHHUKH CIIOCOOOB.

[Mnazmuasr AHK i ncnons3oBanust ¢ yerpoiicrBamu EP no Hacrosimemy n300peTeHHIO MOTYT OBITH TIO-
JYYCHBI WA U3TOTOBIICHBI C MCIOJIh30BAHNEM KOMOWHAIIMY U3BECTHBIX YCTPOICTB M TEXHOJIOTUH, HO MPEIIoY-
TUTEIHHO UX MOJIYYaloT C UCIIONBb30BaHIEM ONITUMHU3UPOBAHHON TEXHOJIOTHH MOTyYeHHS IIa3MHUIBI, OITHUCAHHON
B onyOymkoBaHHOM 3asBke Ha mateHT CIITA Ne 20090004716, xoTopas 6puta monana 23 mas 2007 rona. B Heko-
TOpBIX mpuMepax 1iasMuabl JJHK, ncnonp3yeMblie B 3THX HCCIIEIOBAHUIX, MOTYT OBITh IPUTOTOBJICHB B KOH-
MEHTPAIUAX, KOTOpbIe Oobine Wik paBHbl 10 Mr/Mi. TeXHOIOTHHM MOTYYSHUS TAKXKe BKIIOYAIOT HIH O0BEIH-
HSIOT Pa3IMYHbIE YCTPOMCTBAa M paboume CTaHAAPTHI, OOIIEN3BECTHBIC JJIS CIICIHAJIICTOB B JaHHOW obiacTu
TEXHUKH, B JOMOJHCHHUE K TEM, KOTOphIe omucaHbl B 3asBke Ha mateHT CIIIA ¢ cepuiiHpiM HOMepom Ne
60/939792, B TOM uHCIle K TEM, KOTOPBIC OMHCAHBI B MATEHTE, COCTABISIOIICM IMPEIMET JHIICH3UHU, MATCHTE
CIHIA Ne 7238522, Beinanaom 3 uronis 2007 rona. Yka3zaHHBIE BBINIE 3asiBKA U MMATEHT, 3asBKa Ha nateHT CIIA ¢
cepuitaeiM HoMepoM Ne 60/939792 u matent CHIA Ne 72 3 8 522, cOOTBETCTBEHHO, BKIIIOUYCHBI B TAHHBIH JIOKY-
MEHT B TIOJTHOM O0BEME.

Hacrosiee n3o0peTeHre UMEET HECKOJIBKO aCMEKTOB, MPOMUIIOCTPHPOBAHHBIX CICTYIOIUMH HEOTPaHH-
YUBAIOIIUMH TIPAMEPaMH.

10. ITpumepsl.

ITpumep 1.

Konctpyuposanue pTyr.

Kax npounmmoctpupoBano Ha dur. 1A u 9, Tuposzunasa (Tyr) MOXKET COEPIKATHCSA B PA3IMIHBIX OpraHM3-
Max. COOTBETCTBEHHO, KOHCEHCYCHYIO Tyr MOJy9ay IMOCPEICTBOM BRIPABHUBAHMUS IOCIIEIOBATEIFHOCTEH, CO-
OTBETCTBYIOIIMX Tyr W3 OpraHW3MOB, MPOMLUTIOCTPUPOBAHHBIX Ha (ur. 1A, u BeIOOpa HamboIee pacmpocTpa-
HCHHOM aMHHOKHUCIIOTHI W/WIM HYKJICOTHIA s KOHCeHCYCHON Tyr. COOTBETCTBYIOIIUE MOCICIOBATEIBHOCTH
Tyr mna xaxporo opranusma nonydanu u3 GenBank (NCBI). Takum oGpasom, koHceHcycHas Tyr orpaxaina
KOHCEPBATHBHBIC DIIEMEHTHI IocienoBaTebHOCTel Tyr y pa3HbIX BUIOB.

HyxireoTuaHy0 MOCIEI0BATENEHOCT, KOMUPYIOIIYI0 KOHCEHCYCHY0 Tyr, aIanTHPOBAIU C BKIIOUYCHUEM
JHUIEpHOM mocneaoBaTenbHOCTH IgE. B wacTHOCTH, MHIEpHYIO TIOCIeA0BaTeNbHOCTh IgE cimBanu B pamke mpo-
THB X0Jla TPAHCKPHIIIHHA OT KOHCEHCYCHOW HYKICOTHIHOH mociemoBaTebHOCTH Tyr (Pur. 1B). 3aTtem moiry-
YEHHYIO TIOCIIeI0BATEIFHOCTh BCTABIIIIIM B SKCIIPECCHOHHBIN BEKTOp pVax! ¢ morydeHneM KOHCTPYKIIMH THPO-
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3uHa3bl WM 1wa3Muael (pTyr) Takum oOpa3oM, 4ToOBI MocinenoBaTeslbHOCTh Ko3ak mpenmiecTBoBaia HyKIIEO-
TUAHOM MOCIEN0BATENBHOCTH, KOAUPYIOLIEH MHAepHYt0 nocaenoBareabHocTh IgE u koHceHCcycHyt0 Tyr.

WHcepuurio KOHCEHCYCHON HYKIICOTHIHOW TMociieoBatenbHOCTH Tyr B pVax1 moaTBepkIand pecTpuKIr-
OHHBIM aHanu3oM. Kak mpowmmmoctpuposaHo Ha ¢ur. 1C, KOHCEHCYCHYIO HYKICOTHAHYIO MOCIEI0BAaTEIbHOCTD
Tyr otaensu ot wiazMuabl pVaxl wa araposnom rene JIHK (to ects mopoxka, o6o3naueHHas BamH1/Xhol),
TEM caMbIM NOJATBEPKAas, 4TO BEKTOp pVaxl coneprkan KOHCEHCYCHYIO HYKICOTHIHYIO IOCIENOBAaTEIbHOCTD
Tyr.

DKcTpeccuio KOHCeHCYcHOH Tyr moAaTBepKaan mocpenctsoM Tpanchekimu kinetok Hela ¢ pTyr. Bec-
TEpH-OJIOTTHHT ¢ aHTHUTENOM K Tyr yesoBeka IMOATBEP)KIal SKCIPECCUIO KOHCeHCycHoro Oenka Tyr B kireTkax
HeLa (®wur. 1D). OkpammBanne GPF nomosHHTENFHO MOKa3alno JKCIPECCHI0 KOHceHCycHoro Oenmka Tyr B
tpaHchumpoBanHbIx kietkax HeLa (Pur. 1E). B 00onx skcriepuMeHTax BeCTepH-OIOTTHHTA U OKPAIINBaHMUS.

ITpumep 2.

Baknunanus pTyr ¢ HHAYIHPOBaHHBIM KJIETOYHO-OIIOCPEIOBAHHBIM UMMYHHBIM OTBETOM.

Onwcannyto Bbime pTyr HCHONB30BaIM ISl BaKIMHAIIMK MBIIICH ¢ OIIEHKOW TOro, OBLT JIM C IOMOIIBIO
pTyr HHIyIHPOBaH KIETOYHBIM UMMYHHBIH OTBeT. Mpimeit C57/B6 IMMyHU3UPOBAIN ¢ IPUMEHEHHUEM CTpaTe-
TUU UMMYHH3AIUH, TPOWILTIOCTpUpOBaHHOW Ha (ur. 2A. HexkoTopsIX MbIe MMMyHU3UpOBanu pVaxl, B TO
BpeMsl Kak APYrux Mbled uMmMyHu3npoBaiu pTyr. Meimei, “UMMyHU3UpOBaHHBIX pTyr, JOMOIHUTENBHO pa3-
OouBaym Ha cienytomtie rpynmsl: (1) mo3uposka pTyr 5 Mkr; (2) mo3uposka pTyr 20 mkr; (3) mo3uposka pTyr 30
MKT; ¥ (4) mo3upoBka pTyr 60 MKT.

Ha 35-it nenp crpaternn uMMyHH3aIUK U3 Mbiieid C57B/6 BBIIENSIN CIUICHOUTHI W OTICHUBAJIA HAa WH-
nykiuto uaTepdepona-y (IFN-y) ¢ momomnisio ELISPOT ananmuza IFN-y. Kak nmpousumoctpupoBano Ha ¢ur. 2B,
no3upoBka B 20 MxT pTyr mHIynHpoBaia Haubosee Beicokue ypoBHH IFN-y.

JIOTIOTHUTENTFHO OIIEHUBAM Y IMMYHH3HPOBaHHBIX MbImel Balb/c m C57B/6 kineTouHBI IMMYHHBIH OT-
BeT Ha pTyr. Mblmeit mmmyHm3upoBanyu 1ubo pVaxl, mu6o pTyr. CryieHOUNTHI BBLACISIN Yepe3 JBE HEIeH
nocje TpeTbel UMMYHHU3AlUK U CTUMYIHPOBAIN KOHCEHCYCHBIM nentunoM Tyr. Ilocne ctumymnsanuu Konuyect-
BO CIUICHOIIMTOB, cekpeTupyrommx IFN-y, paccunTbIBaiy Kak cpegHee KOIMIECTBO TOYEK B TPEX NMOBTOPAX CTHU-
MYJIMPOBAaHHBIX JIYHOK. DTOT aHaJM3 IoKazai, uyTo Meimu C57/B6 moaxoawnu juis BakuuHauuy pTyr (maHHbIC
HE TIOKa3aHbl).

IIpumep 3.

Bakuunanus pTyr ¢ yennuennem nutokuHoB [FN-y u TNF-a.

INomyyeHne HUTOKUHOB HCCAEIOBANIN Y MbIIIEH, IMMYHU3UPOBaHHBIX pTyr u pVaxl. Melmeit uMMyHU3U-
POBAIM C PUMEHEHHEM CTPATETHH, MPOWJLTIOCTpUpOBaHHOM Ha ¢ur. 2A. Ha 35-if nenb ctpaTernn MMMyHH3a-
IIUM KJETKH, BBIACICHHBIE U3 MMMYHU3HPOBAHHBIX MBIIICH, CTUMYIMPOBAIN HEeNTHAAMU Tyr Ha MPOTSKECHUH
Houw. [Tocne ctuMyIInny aHamu3 MoTM(yHKIIMOHAIBHBIX OTBETOB M3Mepsut ¢ momotipio FACS. B wactHoCTH,
npu anamuse uccnenosann CDS™ u CD4" T-kierkn. FACS mo3Bonnn uaeHTHOUIHPOBATh T-KIETKHU, MOJIOXKH-
TeJbHBIE B OTHOIIEHHH IMTOKUHOB IL-2, TNF-o, u IFN-y. U3 xietok CD44 hi 3HaunTensubiii mporent CDS' T-
knetok npousBoaun IFN-y V melmelf, ”MMyHU3HpOBaHHBIX pTyr, 0 CPaBHEHUIO C MBIIIAMU, UMMYHU3UPOBaH-
HeiME pVax1 (pur. 3).

[Ipumep 4.

Tyr cnenuduyeckne aHTUTENA NIPOLYUPYIOTCS B OTBET Ha BakIMHanuio pTyr.

I'ymopanbHbIil UMMYHHBIN OTBET MCCIIEOBAIM Y MbIIIEH, BaKIIUHUPOBaHHBIX pTyr. B uacTHOCTH, MBIIIIEH
C57Bl/6 (n=4) mmmyHusupoBanmu 160 pTyr, mubo pVaxl Tpu pasa ¢ 2-HenenbHBIMU MHTepBanamMu. Kaxnas
MMMYHHU3aIMs cocTosia U3 20 MKI/BHYTPUMBIIIEYHON MHBEKIMU ¢ TOoclenyrome anekrponoparmeiit MID-EP.
[ocne Tperbelt MUMMYHH3ALMH (TO €CTh 35 €HB) U3 MBIIIEH COOMPANIN CHIBOPOTKY M M3MEPSUIA TUTPBI aHTUTET
nocpeactBoM ELISA ¢ ucnonb3oBannem Beex [gG-cnennduyecknx medensix HRP Bropuunbix antuten. CeiBo-
POTKY pa3BOAMIHN, Kak Noka3zaHo Ha ¢ur. 4A. Kak npowmnmroctpupoBaHo Ha ¢ur. 4A, cietmdpuueckue K Tyr aH-
TUTENA MPOLYIUPOBAINCH MBIIIAMH, UMMYHH3UPOBaHHBIMU pTyr. Meimm, uMMyHn3upoBanHeie pTyr, npen-
CTaBJICHBI 3aKPALICHHBIM KPY>KKOM Ha (ur. 4A, B To BpeMs KaK MBI, UMMYHU3UPOBaHHbIe pVax1, mpencras-
JIEHBI He3aKpaIICHHBIM TPEYTOJIBHUKOM Ha Gur. 4A.

KpoMme TOro, CHIBOPOTKY M3 WMMYHH3MPOBAHHBIX MBIIMIEH cepuiiHo pasBomwiau npu 1:20, 1:40, 1:80,
1:160, 1:320 u 1:640. Kaxknoe pa3BeneHne CBIBOPOTKH TOOABIISUIH B TPEX MOBTOPHOCTSX B OTIEIbHBIC JTYHKH
(50 mxu/nynka), couepkamue nentuasl Tyr. [TukoBoe yBenmmuenue Tyr-crieninpuaeckoro TUTpa, Mo CPAaBHEHHUIO
C HEMMMYHHOI CBHIBOPOTKOH, OOHapy>KMBaJIM BO BCEX MMMYHH3HPOBAHHBIX I'PYIIAaX MBIIMICH NPU MOBTOPHOM
npoBepke Ha 90-it u 120-i1 quu. TunuyHble pe3yabTaThl TPEX HE3aBUCHMBIX 3KCIIEPHMEHTOB MpU KaXJIOH CTa-
JIMH CEPUHHOTO pa3BeJCHUs PONIUTIOCTPUPOBAHBI Ha ¢ur. 4B. DTH naHHBIE TOMOIHUTEIHHO CBUAETEILCTBOBA-
JM O TOM, YTO MMMYyHHU3auus pTyr HHAyIHMpoBaia NpoaynupoBanue Tyr cnennuyeckux aHTHTEN y MBbIIIEH,
UMMYHHU3UpPOBaHHbIX pTyr.

ITpumep 5.

Mprimi, BakiimHEpOBaHHbBIE PTyr, 001a1al0T MOBBIMIEHHOW BEDKUBAEMOCTHIO TIPH BBEACHHUH OMyXoJH pTyr
JOTOHUTENBHO aHAM3UPOBAIN C ONpPEEJICHUEM TOTO, MOXKET JIM BaknMHauus pTyr oOecreuuTs 3amiuTy OT
omnyxoneit. B wactnoctn, mermeir C57BI/6 (10 Ha rpymmy) umMmyHH3upoBamu audo pTyr, mubo pVaxl ¢ 2-
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HeJIeNIbHBIMU HHTepBaiaMu. Kaxiast mMMyHU3anus coctosuia u3 20 MKI/BHYTPUMBIIICYHONH HHBEKIMHN C TOCIIe-
nyromeit anektponopanueit MID-EP. Uepes Henento nocie TpeTbeld IMMYHH3AIUU (TO €CTh 35-U IeHb) UMMY-
HU3MPOBAHHBIX MBIIIEH 3apaXkaii BHYTPUKOKHO MellaHoMol B16 1o Tex mop, moka AuaMeTp OmyXoJid He Tpe-
BoICHT 200 MM,

BrocneacTBuM, B MIMMYHH3HPOBAHHBIX TIPYIIAX MBIIIEH OLCHUBAIN OC30ITyXOJIEBYIO BBIKHBACMOCTh H
obweMm omyxosn. Kak nmpomuttoctpupoBaHo Ha ¢ur. SA (kpuBasi BeDkHBaeMocTd Karurana-Meiiepa), y MBIIIei,
UMMYHU3UpOBaHHBIX pTyr, OplIa ymydmeHa 6e30myxoneBas BbkuBaeMocTh (To ects Ha 40% Ha 40 neHs u mo-
cJie BBEICHHS OIYyXOJIM) TIO0 CPaBHEHHWIO C MBIMIAMH, BakIWHUpoBaHHBIMH pVaxl (p=0,05), Bce MX KOTOPHIX
yMmepiau Ha 20 1eHb Tociie BBEICHHS OIyXOJH. Y MbIIIeH, NMMYHU3UPOBaHHBIX pTyr, TakKe YMEHBIIWICS 00b-
eM oIyxoJii (To ecTh Ha 0koJsio 50%) 10 CpaBHEHHUIO C MBIIIAMH, MMMYHH3UpoBaHHbIMH pVax]1 (¢ur. 5B). Kax
Ha ¢wur. SA, Tak u Ha ¢ur. 5B, MBIIHM, IMMYHU3UPOBaHHBIE pVax1, IpeacTaBIeHbl 3aKpalIeHHBIMU KBaIpaTaMHy,
B TO BpeMs KaK MBIIIY, IMMYHU3UPOBaHHbIE pTyr, IpeacTaBIeHbl 3aKpalleHHbIMU KpyXkKaMHi. COOTBETCTBEHHO,
9TH JaHHBIE TIOKAa3aJlk, YTO BakiuHanus pTyr odecneynsia 3alUTy OT MEJIAaHOMBI, 2 UMEHHO HOBBIIICHHYIO 0€3-
OITyXOJIEBYIO BBDXKHBAEMOCTh M YMEHBIIEHHE 00beMa OITyXOJIH.

[Ipumep 6.

Monymnsmus MDSC cHmkaeTcs B OMYXOJIsAX U3 MBITIEH, BAKIIMHUPOBAHHBIX pTyr.

Y uMmmyHU3HpOBaHHBIX PTyr MbIIIeld 1 HEUMMYHH3UPOBAHHBIX MBITIECH, UcclenoBanu momyisiun MDSC
JUISL M3YYEHHs TOTO, W3MEHseT oM BakiuHauus plyr ypoBHn MDSC B omyXoisx U3 COOTBETCTBYIOUIMX IPYIIT
Mbimeid. B wactHoctr, n3ydanu mpoueHTt Gr-1+ u CDI11b+ kieTox y ”MMYHH3UPOBAHHBIX U HEUMMYHHU3UPO-
BaHHBIX MBILIEH.

Kak nmpowmmmoctpupoBano Ha ¢ur. 6 u 7, ypoBHu MDSC ObUH 3HaYMTENBFHO CHIDKCHBI B OIYXOJISIX M3
MBIIIEH, IMMYHU3HUPOBAaHHBIX pTyr, M0 CpaBHEHUIO ¢ HEMMMYHU3UpOBaHHBIMU MbimaMu (p=0,0004). IIponent
nomyssiiut MDSC y HenMMyHU3UpOBaHHBIX MbImel coctaBisut 40,00+4,826. TIponent momymsiuu MDSC y
MBbIIIel, UMMYHU3UpOBaHHBIX pTyr, coctaBmsn 5,103+£0,7718. CoOTBETCTBEHHO, OTH NaHHBIE ITOKA3alld, YTO
ummyHn3anua pTyr ymensimuna nomyssanuo MDSC B omyxomsiX MbllIeH, BAaKIIMHUPOBaHHBIX pTyr.

Ipumep 7.

Baxuunanus pTyr causuna yposau MCP-1.

MDSC moryt cexperupoBaTh TUTOKHH MCP-1, KOTOpBII CTUMYJIUPYET aHTHOTEHE3 UM BACKYIAPH3ALHIO
MOCPEACTBOM MUTPALUH SHIOTENHATIBHBIX KICTOK. Y UUTHIBAsI OIMCAHHOE BBIIIE BO3ACHCTBHE BaKIMHAINU pTyr
Ha ypoBar MDSC B omyxoJisix, mocie BakiuHanuu pTyr paccmatpuBanu yposaun MCP-1.

Kax nponmmoctpuposano Ha ¢ur. 8A, MDSC B menanome B16 moryT cekpetupoBats MCP-1. B cBsi3u ¢
9TUM MBIIIeH, UMMYHH3UPOBAaHHBIX pTyr, U MbIeH, UMMYHH3UPOBAaHHBIX pVaxl, 3apaxkann memaHnomoi B16
JUTSL UCCJICIOBAHMSI TOTO, M3MEHSIET i UMMYyHn3amus pTyr ypoBarn MCP-1. IHTakTHBIX MBIIIEH BKIIOYAIH B
KayecTBE JOTOTHUTEIHLHOW KOHTpOJbHOUW Tpynmbl. [Tocie 3apakenns MDSC BBIIENSIN HEMOCPEACTBEHHO H3
OIlyXOJICBOM TKaHW U aHANU3UPOBaIM ypoBHU IMUTOKMHOB MCP-1 mocpenctBom ELISA. DxkcnepuMeHT BbINOI-
HSUIA B TPEX MOBTOPHOCTSIX U MOBTOPSIH JBAXKIBI.

Kak nponmmoctpuposano Ha ¢ur. 8B, MDSC B menanome B16 i onyxonieBoi TKaHH 3HAYNTEIBHO CEK-
petupoBanu MCP-1 (cMoTpu Mblel, UMMyHU3UpoBaHHbIX pVaxl). Tem He MeHee, y Mbllell, IMMyHHU3UPO-
BaHHBIX pTyr, He ObUTO 3HauMTENbHOTO yBenuueHus yposHeir MCP-1. Ckopee, ypoan MCP-1 y mbimeit, nm-
MYHHU3HPOBaHHBIX pTyr, ObUTH IpUMEpHO B 3 pa3a HMKE, YeM Y Mblllel, MMMyHn3upoBaHHbIX pVaxl. CooTBer-
CTBEHHO, 3TH JaHHBIC TTOKa3aJIv, 9YTO BakiuHaIus pTyr cHu3mia ypoenb cexkpennn MCP-1 knerkamu MDSC B
OMYXOJIM MBbIIIEH, UMMYHU3UPOBaHHBIX pTyr.

IIpumep 8.

Konctpyuposanue pPRAME.

CoznaBany KOHCEHCYCHYIO TOocleZioBaTelbHOCTh it PRAME u BcTaBisiim HYKJICOTHAHYIO TIOCTIEIOBa-
TENIBHOCTh, KOJIUPYIOIIYI0 KOHCeHCYCHbIN aHTureH PRAME, B caiiTbl pectpukumonHoro ¢epmenta BamHI u
Xhol skcnpeccroHHOTO BekTOpa Witk masMuzabl pVAX (Takke Ha3bIBaceMO B JaHHOM JIOKyMeHTe Kak pVAX1)
¢ oimyuenreM pGX1411 (Takxe u3BecTHOro B 1aHHOM JokyMmeHTe kKak pPRAME) (cmotpu dur. 10A).

Jna nmoarBepxnaenus toro, uto pPRAME mnpuBen k skcmpeccun KoHceHCycHoro antureHa PRAME,
pVAX u pPRAME TtpancounmpoBanu B etk RD u knerku 293T. [{ns okpamvBaHus siiep UCIOJIB30BAIN
DAPI, u taxxe diyopecueHTHO okpammBanyu KoHceHCycHbIH anTureH PRAME. Oto okpammmBanune, Hapsay co
ciustareM okpammBanusg DAPI u koHcercycHoro anturera PRAME, mokasano Ha ¢ur. 10B. O1i okpammBaHus
MIPOIEMOHCTPUPOBAIH, UTO KOHCeHCYCHbIN anTureH PRAME skcnipeccupoaiics 3 pPRAME, u konceHcycHbIN
antured PRAME He ObUT JeTEKTUPOBAH B KJIETKaxX, TpaHCHUITUPOBaHHBIX PVAX (TO €CTh OTPHUIATEIHHBIA KOH-
TPOJIB).

Kpome Toro, ucronp30Baiu BECTEpPH-OJOTTHHT aHAIHN3 JIN3aTOB U3 TPAHC(HUIMPOBAHHBIX KIETOK AT IOJ-
TBEPKICHUS dKCIIpeccun KoHceHcycHoro antureHa PRAME B tpancumupoBanusix kinetkax (¢ur. 10C). He-
TpaHCUIMPOBaHHBIE KIETKH U KJIETKH, TpaHCHHUIMpoBaHHBIE pVAX, HCIIOIb30BANIM B KAYECTBE OTPUIATEIHLHO-
TO KOHTPOJISI (CMOTPH HOPOKKH, 0003HaueHHbIe "KoHTpons" u "pVAX", coorBercTBenHO Ha dur. 10C). Ha ¢wur.
10C Oera-akTHHOBOE AETEKTHPOBAHUE MCIIOIH30BAJIM B KaueCTBE KOHTPOJIST HaHeceHus. Takum oOpazom, okpa-
IIMBaHNE TPaHC(UIIMPOBAHHBIX KJIETOK U BECTEPH-OJOTTHUHT JM3aTOB M3 TPAaHCHUIIMPOBAHHBIX KJIETOK MOKa3a-

-84 -



045958

1, yto BekTop pPRAME obGecnieunsan sxcnpeccuro koHceHcycHoro antureHa PRAME B xireTkax.

ITpumep 9.

OtBer raMma-uHTepdepona Ha BaknuHanuto pPRAME.

Ormucannbiii Boitie pPRAME wmcronb3oBaiy i BaKIIUHAIIMM MBIIIEH ¢ OIEHKON TOro, OB JI C ITOMO-
mpio pPRAME uHIympoBaH KJIETOYHBIM UMMYHHBIH 0TBeT. Mblmeit C57BL/6 pasnensim Ha rpynmsl. [TepBas
rpynma ObuTa HHTaKTHOM U He monydasia pPRAME. Bropas, TpeThs, deTBepTas, msaTas U MecTasi TPYIITbI MBIIICH
nosrydanu 5 mkr, 10 Mkr, 15 Mxr, 25 Mxr u 50 mxr pPRAME, cooTBeTCTBEHHO.

ITocie mmmyHm3anmu u3 Mbimed C57BL/6 BeimeIsuM CTIUIGHOIMTH W OIIEHWBANM Ha WHIYKIIMIO TaMMa-
natepdepona (IFN-y) ¢ momompio ELISPOT anammza IFN-y. Kak nmpownmmoctpupoBano Ha ¢ur. 11A u 11B,
kaxnas noza pPRAME ungynuposana npoxyuupoBanue uinu cekpenuto IFN-y B oTinH4YHe OT MHTAKTHBIX MBI-
el OTPUIATEIHHOTO KOHTPOJA. B 4acTHOCTH, y BAKIMHUPOBAHHBIX MBIIICH TI0 CPaBHEHUIO C HEBAKIIMHUPOBAH-
HBIMU MbITIIaMu ypoBHU [FN-y Obutn yBemders! 1o ot okoso 3000-kpatHoTro 10 okoto 4500-kpaTHOTO pazMepa.

COOTBETCTBEHHO, 3TU JaHHBIE ToKa3anu, 4To BakmuHanus pPRAME, koTopsiii KogupyeT KOHCEHCYCHBIN
antured PRAME, nanynmpoBaia Ki1eToYHbIH IMMYHHBIH OTBET, O YeM CBHIETEIILCTBYIOT MOBBIIICHHBIE YPOBHH
IFN-y, B cpaBHEHUU C OTCYTCTBHEM BaKI[MHAIMU.

ITpumep 10.

Konctpyuposanue pNY-ESO-1.

Co3naBany KOHCEHCYCHYIO mociiefoBatelabHOCTh Mg NY-ESO-1, u BCTaBIsIu HYKJICOTHUAHYIO MOCIEN0-
BaTEJIbHOCTh, KOAUPYIOLTYI0 KoHCeHCYcHBIH anTHreH NY-ESO-1, B caiiTsl pectpukunonHoro ¢pepmenta BamHI
n Xhol skcmpeccrnoHHOro BekTopa WiM IiasMunsl pVAX (Takke Ha3plBaeMOl B JaHHOM JOKYMEHTE Kak
pVAX1) ¢ nonyaennem pGX1409 (Takke u3BecTHOTO B JaHHOM JoKyMeHTe Kak pNY-ESO-1) (cmotpu dwur. 12A).

Jlnst moaTBepkaeHus Toro, uto pNY-ESO-1 npuBen k axcnpeccun kKoHceHCycHOTO anTtureHa NY-ESO-1, B
kieTku TpanchumupoBasm pVAX u pNY-ESO-1. [Ins okpamuBanus siaep ucnonb3oBanu DAPI, u taxoke ¢iryo-
PECIICHTHO OKpamnBaiu KoHceHCycHbI aHTHTeH NY-ESO-1. DT0 okpammBaHue, HapsAIy CO CIUSHHUEM OKpa-
muBaHus DAPI u koncencycunoro anturena NY-ESO-1, npowmntroctpupoBano Ha ¢ur. 12B. OTi okpammBaHus
MIPOJIEMOHCTPHUPOBANIH, UTO KOHCeHCYCHBIH aHTUTeH NY-ESO-1 skcnpeccupoBancs u3 pNY-ESO-1, u koHCeH-
cycublif antured NY-ESO-1 He Obl1 eTekTHpOBaH B KJeTKaX, TpaHCPHUIUPOBaHHEIX pVAX (TO ecTh oTpHIa-
TEeJIbHBIA KOHTPOJb).

Kpome Toro, ncmosp30Baiy BeCTEpH-OJIOTTHHT aHAJIHM3 JIM3aTOB U3 TPaHCHHUIMPOBAHHBIX KiIeToK 293T u
RD nmis moarBepaeHHs1 dKcrpeccHn KoHceHcycHoro aHtureHa NY-ESO-1 B TpaHcUIMpOBaHHBIX KIIETKax
(¢wur. 12C). HerpanchunupoBaHHbIE KIETKH U KIETKH, TpaHCGHUIHUpOBaHHBIE pVAX, HCIONB30BAIN B Kaye-
CTBE OTPHIIATEIHPHOTO KOHTPOJSA (CMOTPH JOPOXKKH, 0003HaueHHbIe "KOHTpob" U "pVAX", COOTBETCTBEHHO
Ha ¢ur. 12C). Ha ¢ur. 12C anpda-akTHHOBOE NETEKTHPOBAHNE UCTIONB30BATH B KAU€CTBE KOHTPOJIS HAHECESHUSI.
TakuM 00pa3oM, OKpalrBaHUuE TPAHCHHUIIMPOBAHHBIX KIETOK W BECTEPH-OJOTTHHT JIM3aTOB U3 TPaHCHUIIUPO-
BaHHBIX KJIETOK IMOKa3anu, 4To BekTop pNY-ESO-1 obecneunBan sKcrpeccrio KOHCEHCYCHOTo aHTHreHa NY -
ESO-1 B xieTkax.

ITpumep 11.

OtBet ramma-nHTepdepona Ha BakumuHanuio pNY-ESO-1.

Onucanneiii Boie pNY-ESO-1 ucnonp3oBany Ui BaKIMHAIMK MBIIIEH ¢ OLIEHKOH TOro, OBLI JIK ¢ HO-
mombio pNY-ESO-1 mHIynupoBaH KIETOYHBIH MMMYHHBIN oTBeT. Mbimeit C57BL/6 paspmensun Ha rpymmsl.
[lepBast rpynmna Obl1a MHTaKTHOI 1 He Tony4ana pNY-ESO-1. Bropas ¥ TpeThs rpymnibl MBIIIEH HOJTydanu 25 MKT
u 50 Mxr pNY-ESO-1, cooTBeTCTBEHHO.

IMocne ummynm3anuu u3 Meimed C57BL/6 BBIACISUTH CIUIGHOIUTHI M OICHUBAIM Ha WHIYKIMIO TaMMa-
unreppepona (IFN-y) ¢ momomsio ELISPOT ananmza IFN-y. Kak npommtroctpupoBano Ha dur. 13, kaxnas
no3a pPRAME unnynupoBana npoayuupoBanue uian cexperuto IFN-y B oTIuune 0T MHTAKTHBIX MBIIIEH OTpU-
[aTeJILHOTO KOHTpOJIL. B 4acTHOCTH, y BaKIMHHMPOBAHHBIX MBIIICH 10 CPAaBHEHHIO C HEBAKIMHWPOBAHHBIMU
mblimamu ypoBHH [FN-y Obin yBenm4aeHs! 10 ot okoso 700-kpatHoro 1o okoio 1100-kpaTHOTO pazmepa.

COOTBETCTBEHHO, ATH JaHHBIE MOKa3zanu, 4to BakmuHaus pNY-ESO-1, koTopslii KOQUpyeT KOHCEHCYC-
He1id anTured NY-ESO-1, uHnyupoBana KJIeTOYHBIH HMMYHHBIH OTBET, O Y€M CBUJECTEILCTBYIOT MOBBIIICHHBIE
ypoBHH [FN-y, B cpaBHEHNH ¢ OTCYTCTBHUEM BaKIIMHALIUH.

IIpumep 12.

OrtBer raMmma-uHTepepona Ha BakuuHanuo pNY-ESO-2.

Co3znaBany KOHCEHCYCHYIO TTociieoBaTeabHOCTh st NY-ESO-2 1 BCTaBIsUM HYKICOTHIHYIO TIOCTIEI0Ba-
TEJIHHOCTh, KOAUPYIONIYI0 KOHCeHCYCHBbIH aHTuTeH NY-ESO-2, BO MHOKECTBEHHBI CAWT BCTpaWBaHHUS JKC-
MIPECCHOHHOTO BEKTOpa MITH T1a3Muabl pVAX (Takke U3BECTHOUW B TaHHOM JOKyMeHTe kak pVAXI1) ¢ momryde-
HueM pNY-ESO-2.

Orotr pNY-ESO-2 ucnons3oBanu s BaKIIMHAIIMHA MBIIICH C OIEHKOW TOTO, OBLT JH ¢ mMOMOMIBI0 pNY-
ESO-2 uHaynupoBaH KJI€TOYHBIH UMMYHHBIA oTBeT. Mbrmeit C57BL/6 paznensmu Ha rpynmsl. [lepBas rpynma
Obuta MHTaKTHOH M He mony4ana pNY-ESO-2. Bropast u TpeTbs rpynmnsl Mblmeid noiaydannd 25 MKr 1 50 MKr
pNY-ESO-2, cooTBETCTBEHHO.

ITocie mmmyHm3anmu u3 Mbimedn C57BL/6 BeimeIsuM CTUIGHOIMTH W OIIEHWBAIW Ha WHIYKIMIO TaMMa-
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naTepdepona (IFN-y) ¢ momompio ELISPOT ananmsza IFN-y. Kak mpoumutroctpupoBano Ha ¢wur. 14, kaxmas
no3a pNY-ESO-2 nnaynupoBana mpoaynupoBanue win cekpennto IFN-y B oTIIH4He OT HHTAKTHBIX MBIIIEH OT-
pHULATEIHHOTO KOHTPOJSL. B 4acTHOCTH, Yy BaKIMHUPOBAHHBIX MBIIIEH MO0 CPaBHEHUIO C HEBaKIIMHUPOBAHHBIMU
MbIimamMu ypoBHH [FN-y Op1té yBenmuaeHs! 10 oT okojio 400-kpaTtHOro 10 0kojo 500-kpaTHOTO pa3Mepa.

COOTBETCTBEHHO, 3TH JAaHHBIE MoKa3anu, 4o BakiuHanus pNY-ESO-2, KoTopslil KOAUPYET KOHCEHCYC-
Hblll aHTUreH NY-ESO-2, nHaynupoBana KI€TOYHBIN UIMMYHHBII OTBET, O 4YeM CBUAETENbCTBYIOT MOBBIIICHHBIE
ypoBHU [FN-y, B cpaBHEHHU C OTCYTCTBHEM BaKIMHAIUH.

[TonsiTHO, YTO MpHBEAEHHOE BHIIIE MOAPOOHOE ONMCAHUE M TIPHJIaraeéMble MPUMEPHI SBIISTIOTCS TOJIBKO WII-
JTIOCTPAaTHBHBIMHU U HE JOJDKHBI paCCMaTPHBAThCS KaK OrpaHWYMBAIOIINE 00BEM HACTOSAIIEr0 M300pETeHHs, KO-
TOPBII ONPEETICH HCKITIOUUTENBHO NpHiIaraeMoit popMyroii n300peTeHus u ee SKBUBAJICHTAMH.

CrenpanucraM B JaHHOH O0JACTH TEXHUKH OyAyT OYEBHIHBI Pa3IUYHbIE M3MEHEHHS U MOAW(DHUKALUH B
PAcKpBITHIX BapHaHTaX peain3anuy n3o0pereHus. Takue n3MeHeHUs U MOAN(HKALUY, B TOM 4HciIe 0e3 orpaHu-
YEHUs] TEMH, KOTOpPBIE KAacaloTCsd XUMHUYECKUX CTPYKTYP, 3aMECTUTEICH, MPOU3BOAHBIX, MPOMEKYTOUHBIX CO-
€IMHEHUH, KOMITO3UINI, COCTaBOB MM CIIOCOOOB HCIIOIB30BAHHUS HACTOSIIETO U300PETEHHs, MOTYT OBITH Clie-
JaHbl 0€3 0TX0/1a OT €ro CYIIHOCTH 1 00beMa.

OOPMVIIA U30BPETEHUA

1. Mosekyna HyKJI€MHOBOM KHUCIIOTHI, COJIEpIKaIast

(2) HYKJICOTHAHYIO MTOCJIEOBATEILHOCTh TOPMOHA, BhICBOOOXKMatonero ropmoH pocta (GHRH) (SEQ ID
NO: 10);

(b) HyKIIEOTHIHYIO MTOCTIEIOBATEIHHOCTD, KOAUPYIOMIYI0 aMHHOKHCIOTHYIO ITOCIIEAOBATEIFHOCTD, KOTOPAs
Ha 95% wim GoJiee WACHTHYHA aMUHOKHCIIOTHOW TOCIIENOBATEILHOCTH TOPMOHA, BRICBOOOKIAIOIIETO TOPMOH
poctra (GHRH) (SEQ ID NO: 10); umu

(c) xombunarnuto (a) u (b).

2. MonekyJia HyKI€MHOBOM KUCIOTHI 1O 1.1, TAe MoJieKyJia HyKJIEMHOBON KUCIOTHI COAEPKUT HYKJICOTH I~
Hyto nocnenoBarenbHocTs SEQ ID NO: 9, HykIeoTHIHYIO MOCIeN0BaTENbHOCTh, KoTopas Ha 95% wnnm Goinee
uaentrnyHa SEQ ID NO: 9, unu ux KOMOHUHAIHIO.

3. Monekya HyKJICHHOBOM KHCIIOTHI IO JIIOOOMY U3 111 1-2, KOTOpas MpecTaBIsieT co00 rua3Muy.

4. BaknuHa 1151 JICYCHUS 37I0KaYECTBEHHOTO HOBOOOPAa30BaHUs Y MAIUEHTA, TJIC BAKI[MHA COJICPIKUT MOJIe-
KyJIy HyKJIEMHOBOW KHCIIOTHI TIO JTFOOOMY |3 1. 1-3.

5. BaknuHa 1o 1.4, JOTOTHUTEIRHO CoAep Kamas MOJIEKYTy HYKICHHOBOH KHCIOTHI, KOAUPYIOMIYIO OAHH
nnm 0oJiee aHTUTEHOB, BRIOPAHHBIX W3 TPYIIBI, cocTostei u3: PSA, PSMA, STEAP, PSCA, MAGE Al, gp100,
BUPYCHBII aHTUTCH U UX KOMOMHAIINH.

6. BakmuHa 110 1.5, T7i¢ BUPYCHBIM aHTHUTEH MpeACcTaBsieT co0oil aHTureH Bupyca renatuta B (HBV), Bu-
pyca renaruta C (HCV) mim Bupyca nanwmiomsl yenoseka (HPV).

7. Bakiuna no 1.6, tae anturen HBV npencrasiser coboit kopoBslit anTiured HBV mimm noBepXxHOCTHBIH
anrtured HBV, wim ux xoMOUHALIHIO.

8. BakmwmHaa mo 1.6, e antured HCV npexacrasisier codoii anturen NS34A HCV, anturen NS5A HCV,
antured NS5B HCV, anturen NS4B HCV unu nx KoMOHWHAITHIO.

9. BaknuHa 1o 1.6, rae antured HPV npencrasusier co6oit E6 tuma 6 HPV, E7 tuma 6 HPV, E6 tuma 11
HPV, E7 tuna 11 HPV, E6 tuma 16 HPV, E7 tuna 16 HPV, E6 tuna 18 HPV, anturen E7 tuna 18 minm nx
KOMOWHAIIHIO.

10. Baknuna mo ro6oMy U3 min4-5, JOTOJHUTENBHO COAepIKallas HHTHOUTOP UMMYHHOH KOHTPOJIBHON
TOYKH, BRIOPAHHBIA U3 TPYIIIBI, COCTOSIIEH 13: aHTU-PD-1 anTtutena, antu-PD-L1-anTuTena u uX KOMOWHAITUH.

11. Baknuaa 1o mo6omy u3 nim.4-10, TOTOTHUTEIHHO coAepkKaas aIbloBaHT.

12. Bakumna 1o 11.11, rae axproBadToMm sBisercs 1L-12, IL-15, IL-28 mwim RANTES.

13. IlpumeHeHHe BakUMHBI 1O Jr000My 13 mi.4-12 B crioco0e JedeHust 3110KaueCTBEHHOTO0 HOBOOOpa3oBa-
HHS y OOJIBHOTO.

14. TlpuMeHeHNe BaKIUHEBI MO JFOO0MY 3 mi4-13, T BakIMHA NpeIHA3HAYCHA UIS BBCACHUS ITyTEM
9JIEKTPOINOPALIUH.

15. TlpuMmeHeHre BaKIUHEI 110 TI0O00MY U3 mil.4-14, rie BakIMHA NpeIHA3HAYCHA JUIS BBEJCHUS BMECTE C
WHTHOUTOPOM MMMYHHOM KOHTPOJIBHON TOUKH.

16. IIpumenenwne 1o 1.15, rae BaknuHa U MHTHOUTOP MMMYHHON KOHTPOJBHOW TOYKH MpeaHA3HAYCHBI JIIS
BBEZICHUS OONBHOMY B OJHOM IIperapare, Wik B KOTOPOH BaKI[HA M HHTHOUTOP HMMYHHOU KOHTPOJIBHOHM TOYKH
MpeIHa3HaYCHbI U1 BBEACHUS OOJIBHOMY OTAENBHO.

17. llpumenenne 1o 1.13, rae 370KkadyecTBEHHOE HOBOOOPA30BaHKME BHIOPAHO W3 TPYIIIBI, COCTOSIICH H3:
MEIIaHOMBI, paKa TOJIOBBI U III€H, paka MPEICTaTeIbHON KeNe3bl, paka MEeUeHH, paka MEHKH MaTKH, PeIHIHBH-
pytomiero pecnuparopHoro nanuuiomarto3a (RRP), ananbHOro paka, 3710Ka4eCTBEHHON OIyXOJM KPOBH U UX
KOMOUWHAIIHH.

18. Monekyna aMHHOKHCIIOTEI, COJEpIKaIIas OJHY MU 00Jice aMHHOKHCIOTHBIX MOCJIECIOBATEIBHOCTEH,
BBIOpaHHBIX W3 Tpynmsl, cocrosimierd u3: SEQ ID NO: 10, aMMHOKHCIIOTHOH 1TOCIIE0BAaTEIbHOCTH, KOTOpas Ha
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95% unentruna win 6osbine SEQ ID NO: 10, 1 X KOMOMHALINH.
19. IMMyHOTEeHHasT KOMIO3HIUSA JIUISl JICUCHHSI 3I0KAYECTBEHHOTO HOBOOOPA30BaHUs, COepKaIasl moJu-
nentug GHRH ¢ amuHOKHCIOTHOM TTocnenoBarensHocThi0o SEQ ID NO: 10.
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