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JIJEHEHUE PAKA I'OJIOBBI 1 IIEN

OBJACTH TEXHUKH, K KOTOPOH OTHOCHUTCS H30BPETEHHUE

JlaHHOe M300peTeHre OTHOCUTCS K IPIMEHEHUIO CpeAcTB, HaleneHHbIX Ha NKG2A, ns
JIeYeHUs] BHIOB Paka, B YAaCTHOCTH BMJIOB Paka rojioBbl M Lied. B Hacrosmem m3oOpereHnu
TAaKKE€ TMPEAYyCMOTPECHbI MNPECUMYIICCTBCHHBIC KOM6I/IHI/IpOBaHHbIe CXE€Mbl TIIPUMCHCHUA C

HaueneHHbIMU Ha NKG2A cpencrBamu A1l ieueHUs] BUIOB paka.

HOPEANNOCBUIKHU H30OBPETEHUA

AKTHBHOCTh €CTECTBEHHBIX KieTOK-kujuiepoB (NK) perymupyercss ¢ MOMOIIBIO
CJIOKHOTO MEXaHHM3Ma, KOTOPBIN MPENyCMaTPUBAET KaK aKTUBUPYIOIINH, TaK U HHTHOUPYIOIINT
CUTHAJIBL. BpIIO MIEHTUPUIHMPOBAHO, YTO HECKOJIBKO PA3JIMUHBIX PELIETITOPOB, CIEHUPUUHBIX K
NK, urparoT Ba)XKHYIO pOJIb B PacliO3HABAHHUH, OrMocpenoBaHHOM NK-KJIeTKOH, U YHUYTOKEHUH
kierok-mumenerd ¢ aedpuuurom HLA kmacca 1. Ilpupomsble pernentopel HUTOTOKCHYHOCTH
(NCR) oTHOCATCS K KJIAaCCy aKTHBHPYIOLINX PELEITOPHBIX OEJNKOB U Fe€HaM, 3KCIPECCUPYIOIIUM
uX, KoTopele crneundudecku skcnpeccupyrorcs B NK-kmerkax. ITpumepst NCR BrmouaroT
NKp30, NKp44 u NKp46 (cm., nampumep, Lanier (2001) Nat Immunol 2:23-27). Ipyrum
BXXHBIM AKTHUBUPYIOIIUM PELIEITOPOM, BOBJIEUEHHBIM B JIM3UC KIJIETOK-MHUINEHEH C MOMOIIBIO
NK-knerok, sBusgercs NKG2D. NKG2D pacrnozHaer aHTUT€HBI, POACTBEHHBIETTIABHOMY
komruiekcy rucrocoBmectumoctu (MHC) I knacca, u3 cemeiicts 6enkos MICA/B u ULBP;
NpUYeM MOCTeIHUE MPEICTABISIOT COO0H OeJKH, CBA3aHHBIE CO CTPECCOM, KOTOPBIE CIIOCOOHBI
JEeMCTBOBATh KaK OMyXoJieCenu(pUIecKue aHTUreHbl, nmo3Bosisis NK-kieTkam pacrno3HaBaTh U
YCTPAHATD KJIETKH OMyXOJIH.

CD94/NKG2A mpencrasisier co0Oi WHTHOWPYIOLIMI peuenTop, HAWACHHBIA Ha
MOATPYIIAx €CTeCTBEHHBIX KieTOK-KuiuiepoB (NK-kierok), ecrectBeHHbIX T-kmiepos (NKT-
kyetok) u T-xierok (o/f u 7/8). CD94/NKG2A orpaHu4YuBaeT BBICBOOOKICHHE LIMTOKWUHA U
[IUTOTOKCUYECKHE  OTBEThl  BBIMIEYKA3aHHbIX JHUM(POLUTOB B  OTHOLIEHWH  KJETOK,
skcrpeccupyromux CD94/NKG2A-murann HLA-E (cm., nampumep, WO099/28748). Taxxe
Obut0 0OHapyskeHo, uTo HLA-E cekpernpyercs B pacTBopuMoii (popMe HEKOTOPBIMU KJIETKaMHU
ornyxonmu (Derre et al., J Immunol 2006; 177:3100-7) u akTUBUpPYeTCS SHAOTENHAIbHBIMU
knerkamu (Coupel et al., Blood 2007;109:2806-14). AnTHTeNa, KOTOPBIE HHTHOUPYIOT IEepenady
curHana CD94/NKG2A, MOryT TOBBICUTH VYpPOBEHb BBICBOOOXIEHUS LUTOKMHA M|

LUTOJIUTHYECKON aKTUBHOCTH JIUM(GOUUTOB B OTHOIIEHHH HLA-E-MONOXUTEeNbHBIX KJIETOK-
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muineHe, Hanpumep, orBeTbl CD94/NKG2A-nonoxurensHbix NK-kieTok B OTHOLIEHHUH
MHQULIUPOBAHHBIX BUPYCOM KJeTOK. ClieoBaTeNbHO, TEPaNeBTHUECKHE AHTUTENA, KOTOpPbIE
uHruoupyror CD94/NKG2A, HO KOTOpble HE BbI3BIBAIOT YHHUUYTOXKEHHME  KJIETOK,
skcnpeccupyromux CD94/NKG2A (1. e. HEHCTOINAOINME AaHTHTENA), MOTYT HHAYLHPOBAThH
KOHTPOJIb POCTA OMYXOJIH Y HALUEHTOB, OOJBHBIX PAKOM.

Paznuunbie antutena k NKG2A onwmcanel B ypoBHe TexHHkH. B WO02008/009545
onucaHo rymanusupoannoe antuteno Z270 k NKG2A, npu atom B W02009/092805 omnucaHo
rymaauzupoBanHoe antuteno Z199 k NKG2A. Vance et al. (J Exp Med 1999;190: 1801-12)
oTHOCcUTCST K aHTHuTeny Kpbickl 20DS k NKG2 wmpmum (ceiiyac KOMMEPYECKH JOCTYITHOE
nocpencteom BD Biosciences Pharmingen, Homep mno karamory 550518, CIHA), a B
nyOsmkanuu 3asBku Ha mateHT CIIIA 20030095965 onucano MblmuHOe aHTUTENO 3S9, KOTOpOE
npennonoxurenbHo cesazbiBaeTcs ¢ NKG2A, NKG2C u NKG2E.

ITnockoknerounerii pak rojoBel u mmen (HNSCC) xapakrepusyercs dacTOTOH
BO3HUKHOBeHUs1 mnpudbnmsurenpbHo 600000 ciaydyaeB B Trog M MOKas3aTelleM CMEPTHOCTH,
cocTaBysiroM npuoIm3uTeabHo 50%. OcHoBHBIMU (akTopamu pucka B otHomennn HNSCC
ABIIIETCS KypeHue Tabaka, ynorpeOieHue ajkoroyis M MHPUIMPOBAHHE BHPYCOM MAIHIUIOMBI
gyenoseka (HPV). Hecmotps Ha ycnexu B M3y4eHMU SMHMAEMUOJIOTUH M NATOT€HE3a, YPOBEHb
BbDKUBaEMOCTH 1J1si MHOkecTBa THNOB HNSCC He3HauuTenbHO yAydLIWJICS 3a IMOCIEIHHE
copok Jer. ITokasatens oOmied S-meTHel BbDKMBAEMOCTH mNailueHToB, crpagaromux HNSCC,
coctaByisieT Bcero mnpubmmsurenbHo 50%. Kypenwe Ttabaka, ymoTtpeOnieHHe alkoroyis |
BUPYCHBIE BO30YAUTENH SIBISIFOTCS OCHOBHBIME (pakTopamu pucka ains passurus HNSCC. Takue
(bakTOpBl pUCKA BMECTE€ C T'€HETHYECKOW MPEenpacroyioKEHHOCThIO MPHUBOAAT K HAKOTLIECHHUIO
MHOKECTBA T'€HETHUECKUX M STHI€HETUYECKHX W3MEHEHUH B XOA€ MHOTOSTAITHOTO MPOLEecca
pa3BUTHSA paka, U MOHUMaHHE TaKoro MojekyssipHoro kanueporeHesa HNSCC npumensiercst nist
pa3paboTKu HanenuBaromuxcs cpencts A jgeuenuss HNSCC.

WUnes npumeneHus ummyHotepanuu B KkadecTBe JsedeHuss HNSCC cymectByer B
TedeHUH Jnecatwietud, W mnonbiTku Jedennss HNSCC  BkiIO9aroT  HalleTMBaHUE
OIyXOJieCTIEU(UIECKUX AHTUT€HOB. XOTsI OBLIIM JOCTUTHYTHI VIIYULICHHUS B TPUMEHEHHH TAKHUX
CTpaTeruii MMMYHOCTHMYJIMPYIOIIETO JICUEHUS] PA3IMYHbIX COJUIHBIX BUIOB paKa, MPUMEHEHNE
TAKUX CTPATErHi B OTHOIIEHHWH MAL[MEHTOB, CTPAJAIOIINX IMJIOCKOKJIETOUYHBIM PAKOM TOJIOBBI U
men (HNSCC), orcraer. UmmyHoTepanesTiueckue noaxoasl B otHomennu HNSCC ocobenno
OCJIOKHSAIOTCS 3HAYUTENBbHOM HMMYHOCYIIpECCHEH, KOTOpas HWHAYLUpPOBaHA MOCPEACTBOM
HNSCC, uro moreHumanpHO CHMXKaeT 3()(PEeKTUBHOCTh MMMYHOCTHMYJIMPYIOIIEH aKTHBHOCTH.

O630p wmexanusmoB, mnocpenctBoM kotopeix HNSCC wusleraer mpoTHBOOMYXOJIEBOTO



MMMYHHOT'O OTBE€Ta, TaKuX Kak cympeccupyroias moayssiuus HLA I knacca, mpencrtasieH B
Duray et al. (2010) Clin. Dev. Immunol. Article ID 701657; 2010: 1-15.

Cranpmapr oxaszanuss wmenunuHckod mnomowmu it HNSCC  Bkmowaer  BUIBI
XUMUOTEPAIM Ha OCHOBE IMCIUIATHHA, BKJIIOYAass KOMOMHALMU C LETYKCUMAaOOM MJIsl JIeYEeHUsI
meracratndeckoit HNSCC. [lnsa neuenuss HeonepaOenpHoro Hemeracratmueckoro HNSCC,
BUBI JICUEHHs BKIIFOYAIOT BUIbI XMMHOTEPAIMUA HA OCHOBE IMCIIJIATHHA, a TaKXKe KOMOWHALIHIO
eTykcumada ¢ ydeBoi Tepamuen. Antuteno ¢225 (uerykcumad, ERBITUX®) npencrasisier
coboti antuteno k EGFR, nemonctpupyromee nnarundbuposanune EGF-onocpenoBanHOro pocra
KJIETOK OMyXOJH in vitro, kotopoe Obuto omodpeno FDA nst nedeHus paka TOJOBBI U IIEH B
2011. Cuwmraercs, YTO LETYKCHMMad IEeHCTBYET TMOCPEACTBOM OJOKHPOBAHHS OHKOTE€HHOH
nepenauu curHainos peuentopHoro nytd EGF u myTem MHAyLHMpOBaHMsI ONOCPEIOBAHHOM
perentopoM Fcy aHTHTEN03aBUCHUMOM KJIETOYHOOMOCPenoBaHHONW UTOTOKCHYHOCTH (ADCC).
Opnnaxo mpu HNSCC ADCC moxeT BO3AeiCTBOBAaTh MyTEM HHIYLMPOBAHHONW 3HAYMTEJBHOM
umMMyHocytipeccun. B To ske Bpems Vantourout et al., Sci. Transl. Med. 6: 231ra49 (2014)
cooOmiarT, 4To ONOKMpOBaHME OHKOTEHHOW mepenaun curHana penentopHoro mytu EGF
NPUBOJUT K MOCTTPAHCKPUNLIMOHHON PETryJISILUM B KJIETKAX OMYyXOJH AHTUI'€HOB, OTHOCSALIUXCS
K rnaBHOMy komruiekcy rucrocosMmectumoctd (MHC) I knacca, u3 cemeiictsa 6enkos MICA/B
u ULBP, xoropble pacno3znatotcst aktusupyromuM peuenrtopoM NKG2D na NK-knerkax u
noarpynnax T-knetok. B uacTHOCTH, 3KCHpeccust KJI€TKAMH OINYXOJU TaKUX AHTUIEHOB,
CBSI3aHHBIX CO CTPECCOM, KOTOpbIe sIBIAIOTCS npupoaHbiMu juranaamu NKG2D, cHukaercs ¢
NOMOIIBIO  KIMHUYeckuXx uHruouropos EGFR, Takum 00pa3soM NOTEHIMAIbHO YMEHbIIAs
BUIUMOCTD KJieToK onyxonu uist NK u T-knetok.

OpnHako, TOCKOJNbKY MHOXeCTBO manueHToB, crpagarommx HNSCC, mnonyuaror
Pa3JINYHbIE PE3YJIbTATHI JEUSHHsI, HECMOTPS Ha ONOOPEHHBIE B HACTOSIIEE BPEMS BUIbI TEPAIIUH,
B JIaHHOM YPOBHE TEXHUKH CYIIECTBYET HEOOXOOUMOCTh B HWACHTU(PUKALMM MOMYJISLUN
MAIMEHTOB, KOTOPBIM JIeU€HHEe HNMMYHOTEPANIEBTHUECKUMH CPEACTBAMH MOIJIO OBl MPHHECTH

OOJIBIIVIO TIOJTB3Y.

I(pamlcoe ORUCAHUE HACmMoAULEeco u306pemeuu}l

Hacrosiimee n3o0pereHne BO3HUKAET, IOMUMO MPOYEro, U3 HaOONEHUs, 4TO OJoKama
unruoupyromero peuentopa NKG2A ¢ npumenennem antutena k NKG2A B xomOuHammu c
LETYKCUMa0OM 00ecreynBaeT KJIMHUYECKHUH OTBET Y TAIMEeHTOB, CTPANAIOIIUX PAaKOM, B
YaCTHOCTH pakoM rojioBbl u mmen, u ocoberHo HNSCC, B ToM uucie y MHalMeHTOB, paHee

MNOABEPTaBIINXCA TEPAINIHUU C NIPUMECHCHUEM IperiapaTa Ha OCHOBEC IJIATUHBI, U Y KOTOPBIX pakK



4

nporpeccupyer (Hampumep, He NMPOSBUI OTBET, PELUAMBHPOBAJT HIIM IMPOTPECCUPOBAN HHBIM
obpazom). Kpome toro, komOuHarusi antutena kK NKG2A B xoMOMHALMU ¢ LETYKCMMaOOM
BBI3bIBAET KJIMHUYECKHE OTBETHI JJaXke Y MALMEHTOB C MPOrpPEeCCHUPYIOLUM PakoOM BO BpeMs HIIN
HOCJIe MPEALIECTBYIOIIEro JIEYeHUs] C MOMOIIBI LeTyKcMMaba. B HekoTopeIx BapuaHTax
OCYLIECTBJIEHHs MAIMEHT MOT paHee JIEYUThCS C IOMOLIBI0 LETyKCcMMada u/min
XUMHOTEPANIeBTUYECKOTO CPEeCTBa (HAIpUMep, Teparnuu ¢ IPUMEHEHHEM perapaTa Ha OCHOBE
IUTATUHBI) WM LeTykcumabda W JydeBOil Tepanuu. B OogHOM BapuaHTe OCYINECTBJICHUS BHUJIbI
KOMOWHHUPOBAHHOM TEPANuH, PACKPHITHIE B JTAHHOM JOKYMEHTE, MOTYT ObITh OCOOEHHO MOJIE3HbI
IUIE  TPUMEHEHHUS] TpPH JICYCHHH TOMYJSIIUH MAalMEeHTOB, CTPAJAIOIINX HEU3JICUYUMbIM
HeonepabenpHbIM 1/ 1 MetactatndeckuM HNSCC, mpu 3ToM Heo0s3aTeNbHO JOMOTHUTEIBHO
NAlMEeHT TOABEPrajicsi TepalmuH C NPUMEHEHHEM Iperapara Ha OCHOBE IUIATHHBI, JIy4EBOH
TEpaNuu W/ WK JISYEHHIO ¢ TIOMOLIBIO LIeTyKCHMala.

CooTBeTcTBEHHO, B OAHOM acrekTe HehTpanusyromee aHtutenso k NKG2A B
KOMOWHAIIMY C LETYKCUMAa0OM MOXET O0eCIeYNTh 3HAYUTENbHOE YMEHbIIEHNE HHTEHCUBHOCTH
paka B TONMyJSIUH WHIWBUAYYMOB, XapaKTEePHU3YIOLIEHCS HeornepadenbHbIM (Hampumep,
HEeW3JIeYNMbIM, HeonepaOenbHbIM W/WIJIM METAaCTATHUECKUM) PAKOM T'OJIOBBI U LIEH, B YACTHOCTH
HNSCC, rae pak cunuraercs yCTOHUUBBIM K HeTykcuMaOy. /[aHHOE KOMOMHUPOBAHHOE JIEUEHHE
MOKeT O00eCHeYUTh BO3MOXKHOCTb JUIsI 3HAYUTEbHBI YacTH MONYJSIMM WHIWBUAYYMOB,
cTpajaromux pakom ronoBsl U men, ocobeHHo HNSCC, y KOTOpBIX pak HpOrpeccupyer,
HECMOTpsI Ha JIeYeHHEe C MOMOINbI0 IieTykcuMmada. B dyacTHOCTH, KOMOMHUpPOBAHHOE JIEYEHUE
MOXET OBbITb MOJIE3HBIM ISl MIPEJOTBPAIIEHHS JAIbHEHIIero NpOrpecCUPOBaHUS, B YaCTHOCTH
IUI OTCPOYKM WJIM TMPENOTBPAINEHHs] METACTaATHYECKOro paka (Harmpumep, y WHAWBHIAYYMOB,
CTPAIAIOLINX OT HEMETACTATHUECKOTO PaKa).

[IpencraBneHHble B JaHHOM JOKYMEHTE CHOCOOBI JIEUEHHs] paka TOJOBbI U LIEH Y
WHIMBUAYYMOB, CTPAAAOIIUX OT paka TOJIOBBI U LIeH. B OJHOM BapuaHTe OCYLIECTBICHUS PaK
SIBJIIETCSI HEONepadebHbIM (PaK TOJIOBBI U LIEH, KOTOPBIH HE MOXKET OBITh MOJHOCTBIO YIAJIeH
NOCPENCTBOM XHPYpruu). B ogHOM BapuaHTe OCYIIECTBICHHS MPEACTABIEH CHOCOO
YMEHBLICHUSI OMyXOJEeBOH HArpy3kw (HampuMep, YMEHbLIEHHE CYMMBl IHAMETPOB OYaros
MOPa’KEHHsI KJIETOK-MULICHEH M0 CPABHEHUIO C MCXOIHONW CYMMOW THAMETPOB) Y HHAUBHIYYMA,
CTPaJAOLIETO HeonepadebHbIM W/ MIIH METACTATUYECKUM PAKOM TOJIOBHI H LIEH.

B ongHOM BapmaHTe OCYIIECTBIIEHHs CIIOCOO BKJIFOYAET JIEUSHHE pPaKa rOJIOBBI U IIEH Y
UHIUBUAYYMa, TPH 3TOM CIOCOO BKJIIOYAET BBEACHHWE WHAMBHIYYMY TEPaNeBTUYECKH
AKTUBHOTO KOJIMYECTBA CPEACTBA, KOTOPOE HEHTpann3yeT HWHrUOMPYIOIIYI0 aKTHBHOCTB

nonunentuna NKG2A uyenoseka, B koMOMHammum ¢ uLeTrykcumabom. B omHOM BapuaHTe



OCYIIECTBIIEHHS] HHANBUAYYM CTPaaeT PakoM, KOTOPBIH IMPOrpecCHpOBal BO BPEMs MIIH IOCIE
NPEAIIECTBYIOIIEr0 Kypca JIEYeHUS C IOMOMIbI0 LeTykcumada (TpeAmecTBYIOIUNA Kype
JIEYeHHs C TOMOIIBIO LeTyKCcuMala He BKJIIOYAET BBEIEHHE COeIMHEHNs, KOTOPOe HEUTpaIn3yeT
akTHBHOCTE NKG2A, HO OHO MOXXET OBITh BBEIEHO B KOMOMHAIIMU C JPYTUMH BUIAMH JICUSHHUS],
B YaCTHOCTH JIY4€BOH Tepanueil /i XumuoTepamnueii). B oqHOM BapraHTe OCyILIeCTBIEHHS B
JOTIOJTHEHHE K TPEIIECTBYIOIIEMY KypCy TEparnuu ¢ MOMOIIbI0 HeTykcuMada (HeoOsi3aTebHO
O0BETUHEHHOMY € XHMMHUOTEPAIEBTUYECKUM CPEICTBOM WJIM JIy4EBOW Tepanueii), UHANBHAYYM
NOJly4aJl  JOTMOJHUTENbHBIH  MPENIIECTBYIOLIMA  KypC  Tepamud € [OMOLIBIO
XUMHOTEPAIeBTUYECKOTO  CPENCTBAa,  HANpUMep,  HMHAUBHAYYM  TONy4al  IEPBBIA
NPEAIIECTBYIOIINNA KypC TEPANUU ¢ MOMOINBIO CPEACTBA HA OCHOBE IUIATHHBI, C MOCIENYIOIUM
BTOPBIM MPEAIIECTBYIOLINM KypPCOM TEpanuy ¢ MOMOLIbI0 IeTykcnmada. B ogHOM BapuaHTe
OCYIIECTBIIEHHUsI pPaK TMPEACTaBIsieT COOOH HeomepalenbHblid (HAampuMep, HEU3JIEUUMbIH,
HeonepabeTbHbIN) W/WIN METACTATUYECKHH PaK rOJIOBBI U IIEH.

B oxgHOM BapuaHTe OCYIIECTBIICHUS MPEACTABICH CIIOCOO JICYEHUsT paKa rOJIOBBI U IIEH Y
UHIMBUAYYMA, CTPAJAlOINero HeomnepalOeNbHbIM, HEOOSA3aTeNbHO HEMETACTATUYECKUM PaKOM
rosiosel U 1men, B yacTHocTt HNSCC, npu 3TOM cnoco0 BKIIOYaeT BBEEHNE HHIUBUAYYMY: (A)
TEPANeBTHUECKH AaKTHUBHOIO KOJIMYECTBA CPEACTBA, KOTOPOE HEHTpanu3yer aKTUBHOCTD
nonunentuna NKG2A uenoseka, (b) TepaneBTniyeckn akTHBHOrO KOJIWYeCTBa LieTykcumaba. B
OJTHOM BapUaHTe OCYLIECTBIICHHS UHIUBUAYYM paHee HOJTy4al JIeueHue
XUMHOTEPATIeBTUYECKIM CPEACTBOM (HApuMep, Tepanus ¢ IPIMEHEHUEM NperapaTa Ha OCHOBE
IUTATHHBI), JIy4€BOH Teparuy 1/ nerykcumada (Harpumep, NpeaIecTBYIOIUH Kype JISUeHHUs,
KOTOPBIM BKJIFOYAE€T BBEACHHE 3TOTO XMMHOTEPAIEBTUYECKOrO CPENCTBA, JYYEBYIO TEPAITHIO
u/vm netykcumada) U pak TOJIOBBI U IE€U KOTOPBIX MPOrPECCUPYET BO BPEMS UITH MOCIIE TAKOTO
NPEAIIECTBYIOIIEro JieueHus1. B 0HOM BapuaHTe OCYLIECTBICHUS HHANBHIAYYM CTPAIaeT PaKoOM
T'OJIOBBI U IIEH, KOTOPBIH HE MPOSIBIISIET OTBET MJIM HEJOCTATOYHO MPOSIBIISIET OTBET HA JIEYEHUE C
MIOMOIIBIO TAKOTO XUMHOTEPANIEBTUYECKOr0 CPEACTBA, JIY4EeBOH Tepanuu u/uim netykcumada. B
OJHOM BAapUAHTE OCYIIECTBJICHUS WHAMBHIYYM CTPaZaeT pPaKkoOM TOJIOBbl M INEH, KOTOPBIH
PELUANBUPOBAT TIOCHE JICYEHHS C TMOMOINBI) TAaKOTrO XHUMHOTEPANeBTUYECKOTO CpPEACTBa,
Jy4eBOH Tepanmuu W/wium ueTykcumaba. B omHOM mpuMmepe UMHAMBHAYYM  TOJyYal
NPEAIIECTBYIOIINNA KypC JIEUEHHs, KOTOPBIH BKJIIOYA] BBENEHHE XHUMHOTEPAIEBTUYECKOTO
cpeactsa (HampuMep, Tepanus ¢ NPUMEHEHHWEM Ipernapara Ha OCHOBE IUIATHHBI), JIyYEBYIO
TEpaNuI0 W/WIA JIeYeHHE C IOMOINBI0 LETYKCMMa0a, M WCIBITAl MPOrPECCHPOBAHUE WU
peLMaNB paka Mocie 3aBepllIeHus Kypca JISUeHUs, HalpuMep, B Te€UeHUe 3 JIET UM MEHee 1ocIie

3aBCPUICHUA KypcCa JICHCHUS. B OOHOM BapUAaHTE OCYILICCTBJICHNUA HWHAUBUAYYM IOJIy4dall
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LeTYKCUMa0, KOMOMHHUPOBAHHBIN C JIyueBOW Tepamueil. B ogHOM BapmaHTE OCYIIECTBIICHHS
UHAMBUIYYM TMOJy4YaJl Tepanul ¢ [PUMEHEHHEeM IpenapaTa Ha OCHOBE IIJIaTHHBI C
NOCJIENYIOLIeH WIn Tepanuell HeTyKcuMaOoM Wid B KoMOMHAIMM ¢ He. B npyrom BapuanTte
OCYLIECTBJICHHSI MHAUBHIYYM paHee MOIydal JIe4eHHe HEeTyKCuMaOoM.

B onHOM BapmaHTe OCYIIECTBIJICHHUS MPENCTABIIEH CIOCO0 JIEUEHUS paKa rOJIOBbI U IIEH Y
UHAMBUIIyYMa, CTPAJAlOIIEero PakoM TOJIOBBI U IE€H, KOTOPBIH paHee MOojydal JIeYeHHE C
MOMOIIBIO IeTYKCuMada (Hampumep, MPeIIeCTBYIOLINA KypC JICUEHHsI, KOTOPBIH BKJIFOYAET
BBEJICHUE LIETYKCHMaba), ¥ paK KOTOPOTO MPOTrPeCCUPYET, IPU 3TOM CIOCOO BKIFOUAET BBEICHHE
UHIUBUAYYMY: (A) TEeparneBTUYECKU AKTUBHOTO KOJIMYECTBA CPEACTBA, KOTOPOE HEUTPAIH3YET
aktuBHOCTh moymmnentuaa NKG2A denoseka, (b) TepameBTHUECKH aKTHBHOIO KOJMYECTBA
nerykcumaba. B omHOM mpumepe WHAWBHUAYYM, CTPAIAOIIUIl PAKOM TOJIOBBI U IIEH, MOIyYall
NPEAIIECTBYIOIINNA KypC JIEYEHHUS, KOTOPBI BKJIOYAJ BBEIEHHE LeTykcnMaba, M HE MOJydal
OTBET WJIM HE MOJIy4yasl JOCTaTOYHOI'O OTBETA HAa Takoe JieueHue. B oqHOM npumepe HHAUBUAYYM
NOJTy4aJjl MPEeAIEeCTBYOMHA KypC JISYSHHs, BKIIOYAIOIUN BBECHHE eTyKCUMada, U KOTOPBIH
UCHBITA] TNPOTPECCUPOBAHME WIM PELMINUB paka BO BpeMs WJIM IOCHAE€ YKa3aHHOrO Kypca
JIeUeHHs], KOTOPBIN BKJIIOUYaN BBEAEHUE LeTykcuMaba. B omHOM mpumepe WHAMBUAYYM HOJy4Yal
NPEAINECTBYIOIIMNA KypC JIEUeHMs, BKIIOYAIOLUINI BBeNeHHE LeTykcuMaba, W  HCIbITAN
IIPOrPEeCCUPOBAHUE paKka WIM PELUUAUB IOCJIE 3aBEpPLICHMs] YKA3aHHOTO MpPEeALlECTBYIOILEro
Kypca JIeueHus, KOTOPBIH BKJIFOYAJ BBEJEHHE LieTykcuMaba, HarpuMep B T€YEHHE 3 JIET Mocie
3aBEPLIEHUS YKa3aHHOTO MPeALIECTBYIOLEro Kypca jedenus. lIpenmecTsyomuil Kype geueHus,
KOTOpBI BKJIFOYAJ BBEIEHHE IIeTyKcHMada, MOXET, HalpuMmep, BKIOYATh BBEICHHE
Herykcumaba, KOMOMHUPOBAHHOTO C JIy4eBOW Tepamnuel. B ogHOM BapuaHTe OCYIIECTBIIECHHS
NPEAIIECTBYIOIIMNA KypC JICUEHUs, KOTOPBIH BKJIIOYAN BBEACHHE LETYKCHMada, BKIIOYAET
BBEJICHUE LIETYKCMMa0a, KOMOWHHPOBAHHOTO C JIYYEBbIM W/WIM XUMHOTEPANIEBTHYECKHM
CPEICTBOM, HaIpUMep, CPEICTBOM Ha OCHOBE IJIATHHBL

B omHOM BapmaHTe OCYLIECTBICHMS TPEACTABICH CIOCOO MUl JICUEHUs WU
npeaynpexnaenus nporpeccupoBanust HNSCC y  wHamBmayyma, Brmodaromui: (1)
uneHTugukanuo HHAUBHAYyMa, kKoropelid crpamaer HNSCC, ycTOW4YMBBIM K JIEYEHHIO C
NOMOIIBI0 LeTykcuMada (Hampumep, MPOTrpecCHpOBAHHUE, HECMOTPS Ha JIUEHHE C TOMOLIBIO
nerykcumada, HeoOs3aTeNnbHO IeTykcnMaba, KOMOMHHPOBAHHOIO C JIy4eBOHW Tepanueil u/uim
XUMHOTepanuei), u (i1) BBeAeHne HHANBUAYYMY 3P (EKTUBHOIO KOJIMYECTBA CPEACTBA, KOTOPOE
Helrpanusyer uHruoupyromuii perenrop NKG2A, B komOunaiuu ¢ nerykcumabom. B ogaom

BapHaHTe OCYILIECTBJICHUS WHAUBUAYYM ©3 craauu (1) uUMeeT HeomnepaOelbHbIH,
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HEMETAaCTaTUYECKUH pak rojioBbI U IIed. B OJHOM BapuaHTe OCYLIECTBICHHS HHIUBUAYYM U3
craguu (1) UMeeT HeonepadeNbHbIH U METACTATHUECKUI paK TOJIOBBI U LIEH.

B npyrom BapuaHTe OCyLIECTBIEHUs MPEACTABIIEH CIIOCOO ONpPEeNeH s TOr0, MOXET JIU
UHIUBUAYYM (WM, HampuMep, Mnonysiuus HHAuBUAYyyMoB), crpagatomuii  HNSCC,
HeoOs3aTeNIbHO HeonepabenbHbIM PAaKOM TOJIOBBI U IIeH, HEOOA3aTebHO HEMETaCTaTHYeCKUM
pPaKoOM TOJIOBBI U IIEH, HEOOS3aTENbHO METACTATUYECKUM PAKOM TOJIOBBI M LIEH, MOJYy4YaTh
OTPENEICHHYIO MOJIb3Yy OT, OBITh BOCIPUUMYHBBIM K H/HJIHM MOAXOAUTD JJISl JIEYSHHUS C TIOMOLIBIO
CpencTBa, KOTOpoe Heurpanusyer wuHruoupyroommii penentop NKG2A, B koMmOuHamuu ¢
LETYyKCUMa0OM, TpH 3TOM CIOco0  BKIKOYAET ONpeAesieHHe TOro, CTpajgaerT Jin
UHIUBUAYYM(MHIUBUAYYMbI) PAaKOM TOJIOBBI M IIEH, KOTOPBIH YCTOMYMB K LETYKCUMAaOy
(HampumMep, HeTyKCMMady B KayecTBE MOHOTEPANUH, LETYKCHMal0y B KOMOMHALIMU C JIy4eBOH
Tepanuei u/uim nerykcumMady B KOMOMHALIMK ¢ XUMHOTEPAIUel), PU 3TOM OINpeesieHHe, TOTO,
YTO WHAMBHAYYM(MHAMBHUIYYMBI) CTPaAaeT PAaKOM TOJIOBbI M IIEH, KOTOPBIH YCTOMYUBBIA K
LeTyKCUMaly, YKa3blBa€T Ha TO, YTO WHAWBUAYYM(MHIWBHUAYYMBI) MOJXKET IMOJyYaThb
OTIPENENIEHHYIO MOJIb3Yy OT, OBITh BOCIPUUMYHBBIM K H/HJIH MOAXOAUTD AJIS JIEYEHHUS C TIOMOLIIBIO
CpencTBa, KOTOpoe HeWrpanmsyer uHruOupyrooumii peuentop NKG2A, B komOuHaumu c
nerykcumadom. HeoOsi3aTenpHO crioco0 AOMOMHUTENBHO BKIIFOUAET CTAAMIO BBEIEHHSI CPENICTBA,
KOTOpoe HeWrpanusyer uHruoOupyoomuil peuentop NKG2A, B koMOMHALMU € LETYKCUMaOOM,
UHIUBUAYYMY, UII KOTOPOTO OIPEIENEHO, YTO OH IIOJIy4aeT OMpENENeHHYIO IOJb3y OT,
BOCIIPUMMYHB K /WU MTOJXOAUT AJISl TAKOTO JICYEHUSL.

Taxoke B TaHHOM JOKyMEHTE INpPEJICTaBJIeHbl KOMIO3ULIUU Il IPUMEHEHUs] B JIEUEHUU
3a0oneBaHMsl, HANpUMEP paka, yCTOHYMBOrO K IeTykcuMaly. B HEKOTOpbIX BapHaHTax
OCYIIECTBIIEHHSI MPEICTABJIEHO CPEACTBO, KOTOPOE HEHTPATU3yeT MHTHOUPYIOIIYIO aKTHBHOCTb
NKG2A uenoseka, w/mnu nerykcumad s npuMmenenus: B jedeann HNSCC unnuBunyyma, y
kotoporo pak HNSCC ycroiiuuB k jeueHUro (Hampumep, MPEIIIECTBYIOMIEMY JIEYEHHIO) C
MOMOIIBIO IeTyKCHMada (Hampumep, OTAETbHO LETYKCHMaOOM HJIM B KOMOWHALUH C APYTHM
CPEACTBOM, TaKMM KaK XHUMHOTEpamus WIM JydeBas Tepamusi). B omHOM BapuaHTe
OCYIECTBIIEHHSI MPEICTABIEHO CPEACTBO, KOTOPOE HEUTPaTU3yeT HHTHOUPYIOIIYIO aKTHBHOCTB
NKG2A denoBeka, IJisi NPUMEHEHHs B JIEUEHUH paka y WHIWBUAYYMA, IIOJy4aBIIEro
NPEAIIECTBYIOIIEE JICYEHHE C MOMOIIBI0 LeTykcuMaba. B ogHOM BapmaHTe OCYIIECTBIIEHUS
CPEICTBO, KOTOPOE HEeWTpain3yeT MHruOupyromy aktuBHOCT NKG2A denoBeka, BBOIST B
KOMOMHAIMU ¢ meTykcumMaboM. B omHOM BapuaHTe OCYLIECTBIIEHHS IMPENCTABICHO CPEACTBO,
KOTOpO€ HeWTpanu3yeT MHruOupyromy akTuBHOCTE NKG2A dyenoBeka, IUisi MPUMEHEHUS B

nedenun HNSCC y wuHauBMayyMa-denoBeKa, IOJyYABLIErO MPEALIECTBYIOIEE JIEYEHUE C



MOMOIIBIO eTYKcHMaba, P 3TOM JieUueHHe BKJIIOUAeT BBEACHUE MHANBUAYYMY 3(()EeKTUBHOTO
KOJIMYeCTBAa KaXJaoro u3: (a) cpencrsa, HeOOs3aTeNbHO AHTUTENA, KOTOPOE HEHUTpaIu3yer
uHruOupyroomryro aktuBHOCTh NKG2A uyenoseka, u (b) uerykcumada. B omHOM BapuaHTe
OCYILIECTBIIEHHs] pak wiu kKapiuHoma mnpencrasisier coboit HNSCC. B omHom BapuaHTe
OCYLIECTBJICHHSI IIPEICTABIEHO CPEACTBO, KOTOPOE HEHTPAIN3yeT MHIHOMPYIOIYI0 aKTHBHOCTD
NKG2A uenoBeka 1 IPUMEHEHUs B JICUEHUH PaKa y 4eJOBEKa, MMEIOLIEero HeonepadenbHyIo,
HEeOoOs3aTeNIbHO HEMETACTATHMYECKYK KAapLUHOMYy, IMPH 3TOM JIEYEHHE BKJIIOYAE€T BBEICHHE
UHIUBUAYYMY 3(PPEKTHBHOrO KOIMYECTBA KAKAOTrO U3: (a) CpeAcTBa, HEOOsS3aTeIbHO aHTUTENA,
KOTOpOe HelTpann3yeT HHruoupyoyr aktuBHOCTh NKG2A yenoseka, u (b) nerykcumaba. B
OJHOM BapHaHTE OCYLIECTBIIEHHs paK WM KapumHoMa mnpezacrasisier coboir HNSCC. B onrom
BapHUAHTE OCYINECTBJICHUS] MpPEACTaBJeH LeTykcumad misa npumeHenus B jedennn HNSCC vy
WUHIMBUAYYMA, TIOJYYABIIETO MPENIIECTBYIONIEe JIeUeHne (HApUMep, MEPBbIi Kypc JIEUEHUs C
NOMOIIBIO [EeTyKchMaba), IAe YKa3aHHOE JIEYeHHE BKJIIOYAET BBEACHHE HWHIUBUAYYMY
3¢ pexTUBHOrO KOJMMYECTBA KaXIOro u3: (a) cpenacrBa, HEOOS3aTENIbHO AHTHUTENA, KOTOPOe
HelTpanusyer nHruoupyomyo aktuBHOCTe NKG2A venoseka, u (b) nerykcumada (Harmpumep,
BTOPOH KypC JIEUEHUsI C TOMOIIBIO LIETyKCHMaa).

B moOom BapmaHTe OCYINECTBJIEHHS B JAHHOM JIOKYMEHTE€ HWHAWBUAYYM
xapaktepusyercs: kak crpagaromuii pakom HNSCC, xoropslii mporpeccupyer, HECMOTpsl Ha
JedeHue ¢ momoinbio nerykcumaba. HeoOszatenpHo mumuBunyym crpagaer pakom HNSCC,
KOTOPBIH MPOrPECCUPYET, HECMOTPSI Ha IPEIIIECTBYOIIee JeUeHNe ¢ MOMOLIBI0 LeTyKcuMada,
KOMOWHHUPOBAHHOTO C JIy4€BOM TeparHei.

B mo0om BapuaHTe OCYLIECTBICHUSI B JAHHOM JOKYMEHTE PaK TOJIOBBI U IIEH, KOTOPbIH
YCTOHUMB K JIEYCHUIO C TMOMOMIBI0 LeTykcuMaba, mpeacTaBisieT coOOH pak, KOTOPBIM
NPOTPECCUPOBA MITH PELIUAUBHPOBAJ BO BPEMS HJIH MOCJIE MPEAIIECTBYIOIIEro Kypca JISUeHUs],
KOTOPBIM BKJIOYAJI JICYCHHUE C MOMOIIBI0 LeTykcuMada. B ogHOM mpumepe pak, YCTOHYMBBIN K
JICYSHHIO C MOMOIIBI0 IEeTyKcuMaba, mpeacTaBisier coO0l pak, KOTOPBIH MPOrpecCHpOBa WU
pPELUANBHPOBANl TIOCJTE 3aBEPLICHUS TMPENUIECTBYIOLIErO Kypca JICUEHHs, BKJIFOYAIOIIEro
JIeYeHHEe C TIOMOLIBIO IIeTyKCHMMaba, HarmpuMep, B TeUeHue 3 JieT wiu MeHblue. Hampumep, pak
MOYKET MPOrpecCUpOBaTh B TEUEHHE 2 JIET WM B TeueHue 12 mecsues, 6 Mecsues, 4 MECALEB,
WM 3 MECSILIEB MOCIIE 3aBEPIIEHHS PEAIIECTBYIOMIErO Kypca JIEUEHUs], BKIIOYAIOIIETO JIeUeHUe
¢ moMoIbI merykcuMada. Heobs3aTenbHO peluANBUPYIOIIMIA pak MpencTaBisier coboi pak,
KOTOPBII HE SIBJISIETCS HOBBIM MEPBUYHBIM PAKOM, HO NPEACTABISIET COOOH peLnaNBUPOBAHUE
ucxoxHoro HNSCC. Heobsi3aTenbHO pelIUBHPYIOIMIUN paK MPEACTaBIsieT COO0M pak B TOH ke

oOjlacTv W/WJM JIaTepalibHOCTU (HampuMep, MpaBol WK JieBol cTopone). IlpenmecTByromimii
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KypC JIe4eHMs, KOTOPBIH BKJIOYAJ BBEIEHHE ILeTyKCHMMada, MOXKET, HalpuMep, BKIIOYaTh
BBeJleHUe LeTykcuMada, KOMOMHHUPOBAHHOIO C Jy4eBOil Tepammei. IIpemmecTByrommii Kypc
JIeYeHUs], KOTOPBIH BKJIIOUAJ BBEAECHHE LETYKCHMMaba, MOXKET, HalmpuMep, BKJIIOYaTh BBEICHUE
HeTykcumMada, KOMOMHHUPOBAHHOTO C XMMHOTEpaIruei, Hampumep, Tepanuedl ¢ MpUMEHEHHEM
npernapaTa Ha OCHOBE IUIATHHBI.

B oxgHOM acnekte JiF0OOT0 U3 BAPUAHTOB OCYIIECTBJICHHUS B TAHHOM JOKYMEHTE JICUSHHE
IO HACTOSIIEMY M300PETEHUIO BBI3BIBAET YMEHBIIEHHE OMYyXOJEBOH HArpy3KH, HEOOS3aTENIbHO
YMEHBLICHHE CYMMbl JHAMETPOB OYAaroB IOPAXKEHHs KJIETOK-MHUIIEHEH MO CpPaBHEHHIO C
HUCXOAHON CyMMOM auameTpoB. B OOHOM BapuaHTE OCYILIECTBJICHUS JICUEHUE 3aJ€P>KUBAET
nporpeccupoBaHre paka. B OZHOM BapHaHTe OCYILIECTBICHUS JICUEHHE 3aeP’KUBACT HIIH
NpPEAOTBpALlaeT METACTa3sUPOBaHUE TPHU pake. B OMHOM BapHaHTE OCYINECTBJICHUS JIEUCHUE
IyTEM YMEHBIIECHHUS POCTa WM 3aJePXKKU POCTa paka yJydlIaeT MOKa3aTesld CHMIITOMOB MU
CaMOYYBCTBHSI MAL[HEHTA.

B moOom BapuaHTe OCYLIECTBICHHMS B HAaHHOM JOKYMEHTE WHAMBHAYYMa MOYHO
OXapaKTepPU30BaTh KaK MOJYYABLIMN MPENLIIECTBYIOIIYIO TEPANUIO C MPUMEHEHUEM Ipernapara
Ha OCHOBE TUIATHHBI (M, BO3MOXKHO, MOJKET CTPagaTh PAKOM, KOTOPBIIl POrPECCHPYET, HECMOTPS
Ha Takyro Tepanuioo). Tepamusi ¢ IpuUMEHEHHMEM IIpernapara Ha OCHOBE IUIATHHBI MOJKET
BKJIFOYATh, HANpUMep, BBEACHHE II0 CXEMe JIEYeHMs, BKJIIOYAIOINEH LUCIUIATHH WM
KapOoIIaTUH, HamnpuMep, B CXeMe, BKIIOYAIOIEell CpeACTBO HAa OCHOBE IUIATHHBI U
JOTIOJIHUTEJIPHO MaKJIUTaKCeN, qouerakcen, remiuradun wu SFU (5-ropyparmn).

B ongHOoM BapuwaHTe oOcyiiecTBieHus mnpenctasieH crnocod Jeudenuss HNSCC 'y
WHIMBUAYYMA, BKJTFOYUAFO LM

(a) BBeneHHe MHIUBUAYYMY LeTyKcuMaba (Hampumep, BBEIEHHE MO LUKJY WU KypCy
TEparuy, BKJIIOYAOIIEMY LETyKcuMad, HeoOs3aTeNIbHO 1O KypCey Teparuy,
BKJIFOYAIOLIIEMY IIETYKCHMAa0 ¥ JIYYEBYIO TEPAITHIO FJTH, BKJIIOYAOIIEMy LEeTyKCUMab
U XUMHOTEPAIHIO ), U

(b) cnyuali, ecnmu pak y HWHIMBHAyyMa Ha cTaguu (@) yCTOWYHB K LETyKCUMady
(HampuMep, K Kypcy Tepanuu Ha cTaaud (a)), HeoOsA3aTeNbHO MPU 3TOM MALUEHT
CTpailaeT PaKoM, KOTOPBIA MPOTPECCHPYET, PACTIPOCTPAHSETCS HA OPYTHUE OpTaHbl
WIA HE pearupyer), BBENEHHE WHANBHAYYMY TEPAEBTUYECKH AKTHBHOTO
KOJIMYECTBA CPEACTBA, KOTOpOe HelTpanusyeT akTuBHOCTH nojunentuaa NKG2A
4YeoBeKa, B KOMOMHAIMM C TEPAaleBTUYECKH AaKTUBHBIM  KOJHYECTBOM

HeTykcumaoa.
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B opnHOM BapuaHTe OCYLIECTBIEHUS HMHAMBUAYYM CTpajaeT HEMETacTaTU4YeCKUM
HNSCC.

B onHOM BapuaHTe OCYILECTBJICHHU MHAUBUAYYM IMOJYUUSI MIPEALUIECTBYIOLYIO TEPAIIUIO
C NMPUMEHEHHEM IpernapaTa Ha OCHOBE IJIATUHBI (HAIIPUMEp, U paK MpOrpecCHpOBa, HECMOTPS
Ha TaKyI0 TEPAIHIO).

B onHOM BapuaHTe OCYIIECTBJIEHHS JIEUEHHE ¢ MOMOINBIO LETyKchuMaba Ha craguu (a)
BKJIFOYAeT KOMOMHHPOBAHHOE JICYCHUE C JIYYEeBOH Tepanueil 1/ il XUMHOTEpaue.

B onHOM BapuaHTe OCYIIECTBJICHHUS JIFOOOTO achekTa B JAaHHOM JOKYMEHTE CPENCTBO,
KOTOpO€ HEHTpadu3yeT WHrHOUpYIyr akTuBHOCTh mnojunentuna NKG2A uyenoseka,
npeacTasisieT cobol anTuTeno, cnocodHoe csa3bBaTbesi ¢ NKG2A. B omHOM acniekte CpeacTso,
KOTOpO€ HEHTpanu3yer WHrHOMPYIIy akTuBHOCTh mnojunentina NKG2A genoseka,
npeAcTaBisieT coO0 HEHCTOLIAIIee aHTUTENIO (HApUMep, aHTUTENO, ¢ OTCYTCTBYOIUM Fc-
IOMeHOM WiH obnanaromee Fc-moMeHOM, XapakTepU3VIOIleecsi MUHHUMAJIbHBIM CBSI3bIBAHUEM
WJIM OTCYTCTBHEM CBSI3bIBAHMS C OHUM HJIM HECKOJIbKUMHU Fey-penientopamu).

B omHOM BapmaHTEe OCYIIECTBJIEHHS pPaK IMPEACTABISAET COOOH OMyXOJib POTOTJIOTKH,
OMyXOJlb TOPTaHM, OIYyXOJb POTOBOW IIOJOCTH, OIYXOJb HOCOIJIOTKM, HJIH OINyXOJb
runoapunkca. B oqnom Bapuante ocymectsienuss HNSCC npencrasisier coboit SCC poTosoit
nojoct (OCSCC). OCSCC BkimOuUaeT IJIOCKOKJIETOYHYI KapuuHOMy ry0, mepenHeit 2/3
A3bIKA, JTHA POTOBOH TIOJIOCTH, CIHM3UCTOW OOOJIOYKH INEKH, JECHbI, TBEpAOro Heba u
PETPOMOJISIPHOTO TPEYTOJIbHUKA.

B oxgnom BapuanTe ocymectsieHust HNSCC npencrasnsier coO0ii HeMeTacTaTUYeCKHiA
pax.

B opnHOM BapuaHTe OCYIIECTBIIEHUS WMHIUBUAYYM SIBISETCS TOJOXXUTENbHBIM B
OTHOLIEHHH BUpyca nmammuiomsl denoseka (HPV) (Hanpumep, xapakrepusyercst MpUCYyTCTBUEM
BHUpYyCa MalnuJIJIOMbI YeJIOBEKa, MOJOXKUTENbHBIM B OTHolleHuHn reHoruna HPV, ces3zanHoro c
BBICOKUM PHUCKOM BO3HUKHOBEHMs Paka, MOJOKUTEJIbHBIM B OTHOWIEHMHM reHoruna HPVI6
W/VJTH TIOJIOKUTENIbHBIM B OTHOIIEHUH 3K CIIPECCHH Pl6INKa).

B onHOoM BapuaHTe OCYILIECTBIEHHs MHIMBUAYYM SBJSAETCS OTPULATENbHbIM B
OTHOILIEHNH BUpyca mammwuioMmsl denoBeka (HPV) (Hampumep, XxapakTepusyercss OTCYTCTBHEM
BUpyCa NaNMWIJIOMbI 4YeJlOBeKa, OTCyTcTBHeM reHotuna HPV, cBsi3aHHOro ¢ BBICOKUM PHCKOM
BO3HHKHOBEHUS paka, OTPULATEIbHBIM B OTHOWeHNH reHotuna HPV16 wunu otpunarensHbiM

B OTHOMIEHNH SKcrpeccu P16 2),
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B opHOM BapuaHTe OCYLIECTBJIEHHUS HHAMBHIYYM CTpPaJaeT PakOM TOJIOBbI U ILEH,
XapaKTEePU3YIOIIUMCS NIPUCYTCTBUEM JHUM(OIUTOB B OMYXOJIEBOM OKPY)KEHUHU (Harmpumep, B
npeaenax TKaHU OIMyXOJIM /WU B MpeJieNiaX TKaHU, CMEXKHON € OMyXOJIbiO).

B onnom BapuanTe ocymectsiaeHus antuteno k NKG2A BBOIAT B KOJMUYECTBE, KOTOPOE
NPUBOINT K HeWTpanusaiuu uHruoupyromeii aktusHoctn CD94/NKG2A 4enoseka y marueHTa-
yenoBeka (in vivo), mpu 3ToM HeoOsi3arenbHO aHTuTeno k NKG2A BBomsT B 103e, KOTOpas
npuBoauT K HaceimeHuro nojunentuaoB NKG2A Ha NK u T-numdonnrax nepudepuydeckoit
KPOBU B TEUEHHE MO MEHBLIEH Mepe ABYX HEeAeb, He0OS3aTEeNbHO MO MEHbIIEH Mepe YeThIpex
Henenb. B ogHOM BapuaHTe ocyuiectBieHus: aHTuTeso K NKG2A BBOAST B 103€ OT 1 MI/KT 10
10 mMr/kr, HeoOs3aTeNIbHO MPUOTH3UTENEHO 4 MI/KT, HeoOs3aTeNIbHO puOmm3uTenbHo 10 MI/Kr.
B oxgHom BapmanTte ocymectBieHus antureno k NKG2A BBonmaT B (UKCHpPOBaHHOH 03¢ B
nuamazoHe 100-1000 mr, Heobs3atenbHo B quamazoHe 200-1200 mr, Harpumep, 750 mr.

Heobs3aTensro craryc HLA-E paka MOXHO OLIEHUTD JIO JIEUEHUS C TIOMOIIBIO CPEICTBA,
HanpasieHHoro mpotuB NKGA. B omHOM BapuaHTe OCYLIECTBICHHS IPENCTaBJIEH CIOCO0,
oOpenuHsoIuil cranmio ooHapyxkenuss HLA-E s naeHTHUKAIMKU NAMeHTOB, CTPAA0IINX
HLA-E+ HNSCC; mocne 3Toro 3TUx MaiMeHTOB MOKHO JIEYUTh C MOMOIIBIKO CPEACTBA, KOTOPOE
HeNTpanu3yeT HHruOUpYyIOIyI0 akTUBHOCTG nonunentunaa NKG2A.

B onHOM BapuaHTe OCYLIECTBJIEHUS CPEACTBO, KOTOPOE HEUTpalnu3yeT aKTUBHOCTb
nonunentuna NKG2A denoseka, npeacrasisier codoii antureno k NKG2A, kotopoe BBOIST B
5(GPEeKTUBHOM KOJIMYECTBE, YTO NPHBOAUT K HEHTpaNW3alMyd WHTHOMPYIOMIEH aKTHBHOCTH
CD94/NKG2A 4yenoBeka y manueHTa-4ejoBeka (in vivo), MPH 3TOM HEOOs3aTeNIbHO aHTUTENO K
NKG2A BBozAT B 103e, kotopas npuBoaut k Herrpanusanun NKG2A B NK u T-nmumdormrax
nepudpepuIeckoll KpOBM B TEUEHHE IO MEHbLIEH Mepe IBYX HeIelb, HeoOs3aTeNbHO I10
MEHbIIEH Mepe 4YeTblpeX Helenb. B OgHOM acmekre KOMOMHAIMIO BBOISIT (MM OHA
NpeaHa3HaYeHa JUIsl BBEACHHSI) B COOTBETCTBHH C KOHKPETHON KJIIMHUYECKOW CXEMOW BBEICHUS,
B YACTHOCTH, B KOHKPETHOM KOJMYECTBE 103l U B COOTBETCTBHUU C KOHKPETHBIM PEKHUMOM
TIO3UPOBaHUS (HApUMep, B KOJHMUYECTBE HO3bI M/MIIM B COOTBETCTBUU C KOHKPETHBIM PEXHMOM
IO3UPOBAHUS, IPEACTABICHHBIM B JAHHOM JJOKYMEHTE).

B onHOM BapuaHTe OCYLIECTBJIEHUS CPEACTBO, KOTOpOE€ HENTpanu3yeT aKTHUBHOCTb
nomunentuna NKG2A denoBeka, mNpeacTaBisieT COOOW aHTUTENO, KOTOPOE CHHUXKAET
uHrnoupyromyr aktuBHOCTh NKG2A nmyrem Onokuposanus cesi3piBaHusi ero juranga HLA-E,
T. €. antuteno k NKG2A npensarcteyer cassbiBannio NKG2A nocpencrsom HLA-E. Anrureno,
umerornee Tspkensle Henu no grodomy uz SEQ ID NO: 2-6 u nerkyro nens nox SEQ ID NO: 7

npeAcTaBisieT coO0M mpuMep TaKoro aHTtuTena. B onMHOM BapuaHTe OCYIIECTBIIEHUS aHTHUTENO K
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NKG2A cumxaer uHruOupyromyo aktuBHOCTh NKG2A 6e3 OMOoKupOBaHUSI CBSI3BIBAHUSI €0
muraina HLA-E, 1. e. cpeacrtBo, HampaBneHHoe mnpotuB NKG2A, mnpencrasnsier coOoi
HEKOHKYPEHTHBIN aHTaroHUCT U He npensaTtcTByeT cBs3biBaHu0 NKG2A nocpencrtsom HLA-E.
AwnTHTeN0, nMeroLiee BapuabenbHble 00macTu jerkoit u Tsokenoi uenu nog SEQ ID NO: 16 u 17
COOTBETCTBEHHO,IPEACTABIISET COOOI MpUMep TAKOTro aHTUTEIIA.

B opHOM BapuaHTe OCyIIECTBJIEHHS CPEeACTBO, HampasieHHOoe mpoTuB NKG2A,
NpeACTaBIsieT COOOM aHTUTENO, KOTOPOE CBS3BIBAETCS CO 3HAYMTEIBHO 0OOJiee BBICOKOM
apdpunnocThro ¢ NKG2A, yeM C OOHUM WM HECKOJIbKHUMH AKTUBHPYIOLIMMH PELENTOPAMHU
NKG2. Hampumep, B OZHOM BapHWaHTe OCYIIECTBIEHHUS CPEICTBO MPEACTABISET COOOM
AHTHTEJIO, KOTOPOE CBSI3bIBAETCS CO 3HAYUTENbHO Ooee Bricokol apdurHOCTBIO ¢ NKG2A, uem
¢ NKG2C. B nonojHUTENBbHOM WM albTePHATHUBHOM BapUaHTE OCYLIECTBJIEHUS CPEACTBO
NpPEACTaBIsieT COOOH aHTUTENO, KOTOPOE CBS3BIBAETCS CO 3HAYMTEIBHO OOJiee BBICOKOM
apdunnOCTEIO ¢ NKG2A, yvem ¢ NKG2E. B nononHuTenbHOM HIIM alIbTEPHATUBHOM BapHaHTE
OCYIIECTBIIEHHUSI CPENCTBO TMPENCTABJSAET COOOH aHTHTENO, KOTOPOE CBS3BIBAETCA CO
3HaUUTEIBHO OoJiee BrICOKOH adpuuHoCcTEIO ¢ NKG2A, yem ¢ NKG2H. AHTtuTeno, umeroiiee
Tsokenple nern nox JoOsiM w3 SEQ ID NO: 2-6 u merkyro nens mox SEQ ID NO: 7
coorBeTcTBeHHO, cBs3biBaeT NKG2A 6e3 HenocpencreeHHoro cassbiBanust ¢ NKG2C, NKG2E
nmu NKG2H.

B nmononHMTENbHOM WM aNbTEPHATHBHOM BAapUaHTE OCYLIECTBJIEHHUS CPEICTBO,
HanpasieHHoe npoTuB NKG2A, KOHKypHpYeT C aHTHUTEJIOM, HUMEIOLIUM TsDKeJble LEMU IOA
ar06b6iM w3 SEQ ID NO: 2-6 u nerkyro uenb nox SEQ ID NO: 7, u/unu aHTUTENIOM, UMEIO UM
BapuadesbHbIe 00acTu jerkoi u Tspkenoit nernu nox SEQ ID NO: 16 u 17 COOTBETCTBEHHO, B
cessbiBanun ¢ CD94/NKG2A. CpenctBo MoxeT ObITh, HAmpuUMep, 4YEJOBEUECKUM HIIH
ryMaHu3upoBaHHbIM aHTUTENOM K NKG2A.

B opHom Bapmante ocymectBieHus aHtureno k NKG2A mpexncrasiser coOoi
I'YMaHU3UPOBAHHOE AHTHUTEJNIO, UMeroInee Tskenble nenu nox grodeM u3 SEQ ID NO: 2-6 u
nerkyro uenb mox SEQ ID NO: 7. UnmocTtpaTuBHBIE OCTAaTKH WM TOCIEAOBATENIBHOCTU
OTIPEAEISIONEro KoMIieMeHTapHOCTh yudacTka (CDR) w/wnu caiiThl 1jisi aMUHOKHCJIOTHBIX
3aMeH B KapkacHOH oOmactu (FR) Takux ryMaHH3HpPOBAHHBIX AHTHUTEN, XaPAKTEPHU3YIOLIUXCS
yIYUYLIEHHBIMA CBOMCTBAMH, TAaKUMH KakK, Hampumep, Oojee HHU3Kash HMMYHOT€HHOCTb,
yIYUYIIEHHOE CBS3bIBAHME AaHTUT€HA WM Jpyrue (PyHKIMOHAJIbHBIE CBOKMCTBA, W/ HIK
YIYUYIIEHHBIMA  (U3MKO-XUMHUYECKUMH CBOWCTBAMH, TaKUMH Kak, HalpuMep, Jydmas

CTAaOWJIBHOCTb.
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B npyrux BapuaHTax OCyIIECTBIIEHHS MPENCTaBICHbI (papMalleBTUIECKHE KOMIO3HLIUU 1
HaOOpBI, a TAKXKe CIIOCOOBI UX TPUMEHEHHSI.

OTu acnekTel Oojiee TOYHO OMMCAHBI B, a AONOJHHUTEJIbHbIE ACMEKThbI, NPU3HAKH U
nperMyLecTBa OyayT OUEBHIHBIMH U3 OMHCAHUS HACTOSIIETO M300pPETEeHHs, PEICTABIEHHOIO

B IaHHOM JOKYMCHTE.

OnpenenieHus
Ecnu npumeHsroT TepMuH "conmepikaliuii’, ero MOKHO HeoOs3aTeNIbHO 3aMEHHTD
TepMHUHAMHU "MO CYTH COCTOSIIMM u3" unu "cocrosuiuil us".

NKG2A (OMIM 161555, nosmHOe pacKpbITHE KOTOPOrO BKIFOYEHO B JAHHBINA JOKYMEHT
NIOCPENCTBOM CCBUIKH) siBJsieTcsl mpeacrasuteneM rpymnnbl NKG2 tpanckpunros (Houchins, et
al. (1991) J. Exp. Med. 173:1017-1020). NKG2A xonupyercs 7 3K30HaMH, OXBaThIBAIOIIUMHU
25 kb, nemoncTpupyst HekoTopbii nuddepenmanpabiii cruaiicuar. Bmecre ¢ CD94, NKG2A
oOpasyer rerepogumepHblii uHruoumpyrommii perentop CD94/NKG2A, oOHapy)KeHHBIH Ha
nosepxHoctu noxarpynmn NK-knerok, o/f T-kmerok, v/6 T-xmerok m NKT-knerok. IlogobnHo
uHruoupyrommm perenropam KIR, on nmeer ITIM B cBoeM HHMTOIIIA3MaTHYECKOM IOMEHE.
IIpumensiembiii B naHHOM pnokymeHte TepMuH "NKG2A" ortHOCHTCA K M0OOOMY BapuaHTy,
npousBogHoMy win uszodopme rea NKG2A wnmu xonupyemoro Oenka. Takske OXBaThIBAOTCS
moOble MOCIeNOBaTEIbHOCTH HYKJIEMHOBON KHCIIOTHI WK O€NKa C OAHUM WJIM HECKOJIbKUMU
OMONOrMYeCKUMH CBOMCTBAMU WIIH (DYHKLMSIMU C AUKUM THITOM, noiHopa3MepHbiM NKG2A u ¢
no menbweit mepe 70%, 80%, 90%, 95%, 96%, 97%, 98%, 99% wnu Ooyee BBICOKOH
HYKJICOTHTHON WM aMUHOKHCIOTHON wuaeHTHUHOCThIO. NKG2A uenoseka copepxur 233
AMUHOKMCIIOTHI B 3 JOMEHAX, MPU 3TOM LUTOINIA3MaTUYECKUI JOMEH COAEpPKUT ocTaTku 1-70,
TPAaHCMEMOpPAaHHBIH yYaCcTOK COAEPKUT ocTaTku 71-93 u BHekyeTOuHass OOJIACTh COMEPIKUT
ocTtaTku 94-233 crnenyroieil NoCcaeI0BaTENbHOCTH:
MDNQGVIYSDLNLPPNPKRQQRKPKGNKSSILATEQEITYAELNLQKASQDFQGNDKTY
HCKDLPSAPEKLIVGILGIICLILMASVVTIVVIPSTLIQRHNNSSLNTRTQKARHCGHCPE
EWITYSNSCYYIGKERRTWEESLLACTSKNSSLLSIDNEEEMKFLSIISPSSWIGVFRNSSH
HPWVTMNGLAFKHEIKDSDNAELNCAVLQVNRLKSAQCGSSIIYHCKHKL (SEQ ID
NO:1).

NKG2C (OMIM 602891, nonHOe pacKpbeITHE KOTOPOTO BKJIIOUEHO B JTAHHBIH JOKYMEHT
nocpencreoM ccpuik) U NKG2E (OMIM 602892, mosHOEe OnmucaHue KOTOPOTO BKIIOYEHO B
TAHHBIA JOKYMEHT ITOCPEICTBOM CCBUIKH) SBJISIOTCS ABYMS APYTHMMH wieHamu rpymnmsl NKG2

tpanckpunros (Gilenke, et al. (1998) Immunogenetics 48:163-173). Penenropsr CD94/NKG2C
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u CD94/NKG2E sBnsitoTCSI aKTHBUPYIOIIMMH PeLienTOpaMy, OOHAPYyKEHHbIMU Ha TIOBEPXHOCTH
noArpynns! tumdounuTtos, Hanpumep NK-knerkax u T-kierkax.

HLA-E (OMIM 143010, packpblTHe KOTOPOrO BKJIIOYEHO B JaHHBIH JOKYMEHT
IIOCPE/ICTBOM CCBUIKM) MpEeACTaBisieT coOol Hekymaccuueckyro wmosekyny MHC, koropas
SKCIIPECCUPYETCsT HAa IOBEPXHOCTU KJIETKM M PEryJUPYyeTCsl TMOCPEACTBOM CBSI3bIBAHUS
NEeNTUAOB, Hampumep, (pparMeHTamu, MOJYYEHHBIMH M3 CHUTHAJIBHOW TMOCIIEAOBATEIbHOCTH
apyrux wmojekyn MHC 1 «knacca. PactBopumble Bapuantel HLA-E Takke Obutu
uneHTuguuUpoBaHbl. B nomonHeHue k ero cBoiicTBam cBsi3biBaHus peuentopa T-kierku, HLA-
E cBsspiBaeT moxarpymmy ectecTBeHHBIX KieTok-kmuiepoB (NK), ecrectBeHHbIX T-Kmiepos
(NKT) u T-xkmerok (o/fp u v/8) myrem cneuupuueckoro cpsisbiBanusi ¢ CD94/NKG2A,
CD94/NKG2B u CD94/NKG2C (cm., nanpumep, Braud et al. (1998) Nature 391:795-799,
NOJTHOE PACKPBITHE KOTOPOrO BKJIIOYEHO B MAHHBIM JOKYMEHT IOCPEICTBOM CCBUIKH).
Oxcnpeccuss HLA-E Ha moBepXHOCTH 3allUIIAeT KIETKU-MULIEHH OT JIN3HUCA KJIETKAMU-KJIOHAMU
CD94/NKG2A+ NK, T wmmu NKT. Ilpumensiembrii B naHHOM nokymeHTte TepmuH "HLA-E"
OTHOCHTCS K JIIOOOMY BapuaHTy, npousBogHomy uin n3opopme rena HLA-E nnmn xogupyemoro
Oenka. Taxke OXBATBIBAIOTCS JIFOOBIE TTOCIEAOBATENIHOCTH HYKJIEMHOBOW KHCIIOTHI U OefKa ¢
OJHUM WJIM HECKOJBbKUMH OHOJOTMYECKHMMU CBOWCTBAMM WJIN (PYHKLUSMH C JAUKHM THIIOM,
nonHopasMmepHbiM HLA-E u ¢ no menbiueit mepe 70%, 80%, 90%, 95%, 96%, 97%, 98%, 99%
wu Oosee BBICOKON HYKJIEOTHIHON MIJIM AMUHOKHCIIOTHOM HAEHTUYHOCTBIO.

B xontekcre Hacrosimero mzobperenus "CD94/NKG2A-nonoxurenbHbiil tumdorur”
OTHOCUTCST K KieTtkaM JjumbounHoii nunum (Hampumep, NK-, NKT- u T-knerkam),
skcnpeccupyrommm CD94/NKG2A Ha KJI€TOYHON MOBEPXHOCTH, KOTOPbIE MOKHO BBISIBUTH C
MOMOIIBIO, HAmpUMep, TMPOTOYHON LUTOMETPUU C TPUMEHEHHEM aHTHUTEN, KOTOpbIe
crieruQpUIecK pacrno3HarT o0benuHeHHbIi dnuTon Ha CD94 u NKG2A wiu 3nuTon TONbKO Ha
NKG2A. "CD94/NKG2A-noJoXHUTeNbHbIH JTUMPOUUT" TaKKe BKIOUYAET OeCCMEpPTHYIO
KJIETOYHYIO JIMHUIO JTUM(POUIHOTO nporcxoxaeHus (Hanpumep, NKL, NK-92).

B koHTEKCTe HACTOAIIEr0 N300PETEHHsI TEPMUH "CHUKAET MHIHOUPYIOIIYI0 aKTUBHOCTD
NKG2A", "neitrpanmuzyer NKG2A" wnu "HelTpanuzyer HHrHOUPYIOImyo akTuBHOCTE NKG2A"
oTHOcUTCsT K mpoueccy, B kortopoM CD94/NKG2A wuHruOupyercs B OTHOIICHHUU CBOEH
CIOCOOHOCTH OTPULIATENIPHO BJIHMATH HAa BHYTPUKIETOYHBIE TMPOLECCHI, MPHUBOMSAIINE K
TUM(QOIUTAPHBIM OTBETAM, HAIPUMEP, BBICBOOOXKIEHHIO LHUTOKMHA M IUTOTOKCHYECKHUM
OTBETaM. JTO MOKHO M3MEpUTh, HAIIPUMEp, C MOMOIIbIO aHAIN3a LIUTOTOKCUYHOCTU Ha OCHOBE
NK- wmn T-kneTok, B KOTOPOM M3MEPSIIOT CIIOCOOHOCTh TEpPANeBTHYECKOIO COENUHEHHS

crumyaupoBath yHHUTOXKEeHUEe HLA-E-nonosxkurtenbubix kietok ¢ nomousio CD94/NKG2A-
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MOJIOXKUTENbHBIX JUM(OIUTOB. B OZHOM BapMaHTe OCYIIECTBJIEHHs NOJY4YeHHE AHTHTENA
BbI3bIBAET Mo MeHblIer mepe 10% ycunenus nurorokcndHoct CD94/NKG2A -orpaHnueHHOro
muMornura, NpennouTUTENbHO o MeHbleil Mepe 40% nmu 50% ycuneHne MUTOTOKCHYHOCTH
auMbouuTa uian Oonee MPennoYTUTENBHO O MeHbInel Mepe 70% ycuieHne HUTOTOKCHYHOCTH
NK, ccouiasich Ha OIMMCaHHBIE aHAJKU3bl HUTOTOKCHYHOCTH. Ecinu antureno k NKG2A cHuxaer
win  Onokupyer B3aumoperictBusi CD94/NKG2A ¢ HLA-E, 3T0 MOXET YBEIUYHTH
UTOTOKCHYHOCTE  CD94/NKG2A-orpaHuyeHHbIX  JTUM(POLUTOB. ITO MOXKHO OLEHHTD,
HampuMep, C MOMOINBI0 CTAHJAPTHOTO 4-X YacOBOTO aHAIM3a IIUTOTOKCHYHOCTH in VItro ¢
npuMeHeHueMm, Hampumep, NK-knerok, koropbie skcnpeccupytor CD94/NKG2A, u kieTok-
muineHer, koropelie skcrpeccupyror HLA-E. Ot NK-knerkn He cnocoOHBI 3¢(¢ekTHBHO
YHHYTOXATh MUIIEHH, KoTopble skcnipeccupyoT HLA-E, nockonpky CD94/NKG2A pacrno3Haer
HLA-E, uTto mpMBOAMT K BO3HHUKHOBEHHIO M PACIPOCTPAHEHHIO HHTHOUTOPHOW mepenayu
CHTHAJIOB, KOTOpas MpPENOTBpalIaeT JUM(pOLUT-OMOCPENOBAHHbIN LuToNM3. Takod aHamm3
IIUTOTOKCUYHOCTH 1N VItro MOXHO MPOBOAHTH C MOMOIIBK CTAHNAPTHBIX CIIOCOOOB, KOTOPBIE
IIMPOKO M3BECTHBI B YPOBHE TEXHMKH, M onucanbl, Hanpumep, B Coligan et al., eds., Current
Protocols in Immunology, Greene Publishing Assoc. and Wiley Interscience, N.Y ., (1992, 1993).
BricBOOOXKAEHHE XpoMa W/WIM Apyrue MapameTpbl Ajsl OLEHKH CHOCOOHOCTH aHTUTENa
CTUMYJIIPOBATh JUM(POLIHUTHl YHUUTOXKATh KJIETKU-MHUIIEHH, Takue kak kietku P815, K562 umu
NOAXOAALINE KJIETKU OIyXOJIH, Takke packpeITel B Sivori et al., J. Exp. Med. 1997;186:1129-
1136; Vitale et al., J. Exp. Med. 1998; 187:2065-2072; Pessino et al. J. Exp. Med. 1998;188:953-
960; Neri et al. Clin. Diag. Lab. Immun. 2001;8:1131-1135; Pende et al. J. Exp. Med.
1999;190:1505-1516, nonHOE pacKphITUE KAKAOIO U3 KOTOPHIX BKJIIOYEHO B AAHHBIN JOKYMEHT
TOCPENCTBOM CCHUIKH. KITeTKHM-MUIIEHH MeTHIH ¢ momormpio 'Cr mepen nobasnermem NK-
KJIETOK, 4 3aTeM YHHUTOXKEHIE OLEHHUBAIN [POMOPLHOHATBHO BHICBOGOKICHMIO ~ CT U3 KJIETOK
B cpeny B pesyibTaTe yHUYTOKeHUs. JloOaBieHWe aHTUTENa, KOTOPOE MpeaoTBpAIIaeT
ceszbiBane CD94/NKG2A ¢ HLA-E, nmpuBoguT K NpPEOOTBPALICHUIO BO3HUKHOBEHHS M
pacmpocTpaHeHHsi HMHTHOWTOpHON mepemauu  curHaioB mnocpeactsom  CD94/NKG2A.
CnenoBarenbHO, [n00aBIEHHE OTUX CPENCTB MPHUBOAUT K MOBBILNEHUIO  JHM(OIHT-
OMOCPEOBAHHOTO YHUYTOXKEHUS KJIETOK-MHUlIeHed. Tem caMbIM NaHHas CTajusl OIpenemnseT
CpencTBa, KOTOpble mpenorBpamaroT uHayuupoBanayro CD94/NKG2A orpunatenbHyrO
nepenady CHUTHAJIOB TIOCPEACTBOM, Hampumep, OJIOKMPOBAHMS CBSI3bIBAHUS JIUTaHaa. B
KOHKPETHOM aHaJM3¢ LIUTOTOKCHYHOCTH BbICBOOOXKIeHHsT ~ Cr sddexropHbie Kietkn NK,
skcripeccupyromue CD94/NKG2A, wmoryr yauutoxkars HLA-E-oTpunarensHble KJIETKH-

mumenu LCL 721.221, Ho xyxxe koHTponbHble kieTku LCL 721.221-Cw3, skcnpeccupyroiue
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HLA-E. Hamporus, s¢dexropubie kinerku YTS, B kotopeix orcyrctByer CD94/NKG2A,
3¢ (}eKTUBHO YHUYTOXKAIOT 00e KieTouHble TuHUM. Takum oOpasoM, sddexropHbie kiaeTkun NK
meHee »(dekTuHo yHHuTokaroT HLA-E™ xnmerkm LCL  721.221-Cw3, BciencTsue
unayuuposanHoit HLA-E unruGupyromeii nepenaun curnanos nocpenctsom CD94/NKG2A.
Korga NK-kjmeTku mnpenBapuTespHO HHKYOUPYIOT C  OJIOKHPYIOIIMMH — aHTUTENAMH K
CD94/NKG2A B COOTBETCTBHUM C HACTOSIIIUM H300pEeTEHHEM B TaKOM aHaJH3e
LIUTOTOKCHYHOCTH BbICBOGOkmeHus 'Cr, knerkn LCL 721.221-Cw3, skcmnpeccupyromue HLA-
E, yHuuroxarorcsi Oonee >PPeKTHBHO 3aBHCAIIMM OT KOHLEHTPAIMU AHTHTENIa O0pa3oMm.
WHruOupyomyo akTHBHOCTh (T. €. MOTEHLUAJ MOBBIEHHUs] TUTOTOKCUYHOCTH) aHTUTENA K
NKG2A MOXHO TakXe OLEHHTb JIFOOBIM U3 MHOXKECTBA APYIHX CIOCOOOB, HAaNpUMEp, MO €ro
BJIUSTHUEO HA BHYTPUKJIETOYHBIN CBOOOMHBIN KaJIbIUI, KaK OMICAHO, Harpumep, B Sivori et al., J.
Exp. Med. 1997;186:1129-1136, packpbITHE KOTOPOTO BKJIOYEHO B IaHHBIH JOKYMEHT
MOCPEICTBOM CCBUIKH. . AKTHBALIUIO UTOTOKCUYHOCTH NK-KJI€TKH MOKHO OLIEHUTh, HAIIPUMED,
C MTOMOIIBIO U3MEPEHHSI TOBBIIIEHHS POIYLIUPOBAHUS IUTOKHHA (HATIPUMED, MPOAYLUPOBAHUS
IFN-y) mnu MapkepoB LUTOTOKCHYHOCTH (Hampumep, MoOwmmmszaunu CD107 wimm CD137). B
WUIIOCTPAaTUBHOM mpoTokojie mnpoayuuposanue IFN-y u3 PBMC oueHuBaroT ¢ HOMOILBIO
OKpAIIMBAHUS MMOBEPXHOCTU KIJIETKH M BHYTPHLMUTOIUIA3MATUYECKOTO OKPALIMBAHUSA M aHAIU3a
MOCPEACTBOM MPOTOYHOM LIMTOMETPUU MOCIE 4 THEU B cpene s KyJbTUBUPOBaHUA. Bkparue,
Opedpenpaun A (Sigma Aldrich) noGaBnisitOT B KOHEYHON KOHLEHTPALMK 5 MKI/MJI B T€YEHUE
nocnefHux 4 yacos KyJabTuBHpOBaHus. Kierku 3arem nHkyOupyror ¢ mAb x CD3 u k CD56 no
nepmeabummsarmu (IntraPrep ™ Beckman Coulter) i okparunsanust ¢ momousio PE anTHTeNa K
IFN-y unu PE-IgG1 (Pharmingen). IIponyuuposanne GM-CSF u IFN-y u3 MONMKJIOHATBHBIX
akTuBUpoBaHHbIX NK-KieTok u3mepsitoT B cynepHaTantrax ¢ npuMeHeHneMm ELISA (GM-CSF:
DuoSet Elisa, R&D Systems, Minneapolis, MN, IFN-y: OptEIA set, Pharmingen).

Besikuii pa3, xorma Bo BceM pgaHHOM onucaHuu "iedenue HNSCC" wunmu T 1.
ynomuHaeTcsi ¢ ccbutkoir Ha NKG2A-HelTpanusyromee cpenctBo (Hampumep, aHTHUTENO),
umeercs B Buay: (a) cnocod neuernnsst HNSCC, mpu 3TOM yka3aHHBIN CrIOCOO BKIIFOYAET CTAIHIO
BBeJIeHUs] (U1 TIO MEHbIIed Mepe OIHOTrO JIeYeHUs) cpencTBa, HedTpamusyromero NKG2A,
(IpennouYTHTENPHO B MaTepuasie (papMameBTUYECKH MPUEMIIEMOTO HOCHUTENsS]) WHIWBUAYYMY,
MJIEKOIIUTAIOLIEMY, B OCOOEHHOCTH YEJIOBEKY, HYXKAAIOLIEMyCsl B TaKOM JIEUEHHH, B JI03€,
kotopasi obecrieunBaer JeueHne HNSCC (tepaneBrrueckn 3(QPEKTUBHOM KOJHYECTBE),
NPEATIOYTUTENBHO B 703€ (KOJMYECTBE), yKa3aHHOHW B JAaHHOM aokymeHte; (b) mpumenenue
cpenctra, Heilirpanusyromero NKG2A, nns neuenus HNSCC unu cpenctsa, HeMTpanu3yoIero

NKG2A, nns npuMeHeHus: B YKa3aHHOM JIedeHUU (B OCOOEHHOCTH uesoBeKa); (C) MpUMeHeHHe
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cpeactsa, HenTpammsyroumero NKG2A, nis nsroropneHue (papMaLeBTHUECKOrO mpernapara s
neuenuss HNSCC, (d) cmoco® mnpumenenusi cpencrta, Heitpammsyromero NKG2A, s
usroroBjeHust (papmauestudyeckoro mnpemnapara g JedeHus HNSCC, coxepskarero
cMelaHHoe cpenctBo, Heirpammyromee NKG2A ¢ dapmaneBTudecku mpHEMIEMbIM
HOCHTENeM I (papMaleBTUYeCKOro mpenapara, coaepkamero 3pQGeKTHBHYIO 103y CPECTBa,
Heitpanmyromero NKG2A, koropoe mnoaxomutr mis jedeHuss HNSCC; wmm (e) mrobast
koMOuHauus u3 (a), (b), (¢) u (d) B COOTBETCTBHM C OOBEKTOM, TOMYCTUMBIM JIJIsl TATEHTOBAHMSI
B CTpaHe, T JaHHAs 3asBKa MOJaHA.

Tepmun "Ouoncusa", NMpPUMEHsSEMBbIH B JaHHOM JIOKYMEHTE, OIpPEHENIIOT Kak
ylaJeHne TKaHU C LENbI0 MCCIENOBAHUS, HAIPUMEp, AJsl YCTAHOBJIEHHUs auarHo3a. [Ipumepsl
TUMOB  OWONCHMM  BKIIFOYAOT TNPUMEHEHHE OTCACBIBAHMS, HAMpUMEp Uepe3  UIIy,
NPUCOCAMHEHHYIO K LINPUIY, HHCTPYMEHTAJIBHOE yIajeHHe (pparMeHTa TKaHU C TIOMOLIBIO |
ylajJeHne C TIOMOILIBK0 MOIXOMSIIUX WHCTPYMEHTOB IIOCPEICTBOM SHIOCKOMNA, YAAJIEHHE
XUPYPTUYECKUM ITyTEM, HAIIPUMEP BCETO OYara MOopakeHus;, v T. II.

Tepmun "aHTuTENno", TmpUMEHseMbIi B JAaHHOM JOKYMEHTE, OTHOCUTCS K
NOJIMKJIOHAJIBHBIM M MOHOKJIOHAJIbHBIM aHTHTEJIaM. B 3aBUCHMOCTH OT THUIa KOHCTaHTHOTO
JIOMEHA B TSDKENBIX LIETsAX aHTUTENIAa OTHOCAT K OJHOMY M3 IISITH OCHOBHBIX Kiaccos: IgA, IgD,
IgE, IgG u IgM. Hekoropple U3 HHMX AONOJHUTENBHO MOAPA3AENAOT HAa IOAKJIACCHI WU
u3zorunsl, Takue kak IgGl, 1gG2, IgG3, IgG4 u 1. n. MurocTpatuBHas CTPYKTypHAas €AUHULA
UMMYHOIIIOOyJMHA (aHTHUTENa) comepkuT TerpaMep. Kakablii Terpamep COCTOMT U3 ABYX
UJACHTUYHBIX Tap TOJUNENTHIHBIX Leneil, rae Kakaas Mapa HMeeT OAHy 'Jerkyrwo"
(mpubnmsurensHo 25 x/la) u omny "Tsokenyro" uenb (npubmmsurensHo 50-70 k/la). N-koner
KOKIOU LEMH XapaKTepusyeTcsi BapuabesbHOi obnacTeio npudausureapbHo ot 100 no 110 wiu
Oosee aMUHOKHCIIOT, KOTOpas B OCHOBHOM OTBETCTBEHHA 3a pACIIO3HABAHHE AHTUTCHA.
Tepmunbl BapuabenpHast obnacTh Jierkoir nenu (Vi) u BapuadesibHas OONACTh TSDKEJIOW LEnH
(Vi) OTHOCATCS K 3THUM JIETKUM M TSDKEJIBIM LIEIsIM COOTBETCTBEHHO. KOHCTaHTHBIE JTOMEHBI
TSDKEJIOW LENH, KOTOPbIE COOTBETCTBYIOT PAa3IMYHBIM KJIacCaM MMMYHOTJIOOYJIMHOB, HA3bIBAIOT
"anpa", "mempra", "smcunoH", '"ramma" um "MIO" COOTBETCTBEHHO. XOpOIIO W3BECTHBI
CTPYKTYpbl ~ CyOBENMHUI] W  TpPeXMEpHble  KOHPUIYypalMu  Pa3IMYHbIX  KJIACCOB
umMmyHornoOynuHoB.  IgG  mpencraensier  coOOfl  WIUTIOCTPATUBHBIE  KJIACCHI  AHTHUTEN,
UCTIONB3YEMBIX B JIaHHOM JOKYMEHTE, IIOCKOJbKY OHH TPENCTaBISIIOT co0oi Hambonee
pacrpoCTpaHEHHbIE aHTUTENA B (PU3UOJOTHYECKOM CIy4ae M IIOCKOJBKY WX JIerde BCEro
NOJyYUTh B JIA0OPAaTOPHBIX yCIOBHAX. HeoOs3aTenbHO AaHTUTENO NPEACTaBiIsieT CcoOOH

MOHOKJIOHAJIbHOEe ~ aHTuTeNo. KOHKpeTHble mpuUMepbl aHTHUTEN MPENCTaBISIIOT  COOOM
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I'YMaHU3UPOBAHHBIE, XUMEPHBIE, YEJIOBEUECKHE HITH MHbIE ITOIXOSIINE JJIs YEIOBEKAa aHTUTEIIA.
TepmuH "anTutena" Taxke BKIFOYAET JIFOOOH (pparMeHT WM MPOU3BOAHOE JTIOOOT0 U3 aHTHUTEI.

Tepmun "cneunduyecku CBsi3pIBae€TCs C" O3HAYAET, YTO AHTUTEJIO MOXKET CBSI3bIBATHCS
NPEATIOYTUTENIBHO B AHAJNNW3€ KOHKYPEHTHOTO CBSI3BIBAHUS C IAPTHEPOM IO CBS3BIBAHHIO,
Harpumep, NKG2A, 4To oLeHHBaeTcsi ¢ MpUMEHEeHneM JIHO0 PeKOMOMHAHTHBIX (OpM OEKoB,
WX SMHTONOB WM HATHUBHBIX OEJIKOB, MPHUCYTCTBYIOIIUX HA MOBEPXHOCTU BBIACIEHHON KJIETKU-
MUINEHH. AHaJIM3bl KOHKYPEHTHOTO CBS3BIBAHMSI M JIPyrHe CHocOObI  OmpenesieHHs
cneun(pUIecKoro CBS3BbIBAHMS MIMPOKO M3BECTHBI B YPOBHE TEXHUKU. Hampumep, CBs3bIBaHHE
MOJKET OBbITh BBISBJIEHO C MOMOIIBIO PAJHOAKTHBHBIX METOK, (PU3MUYECKUX CIIOCOOOB, TAKUX KaK
MacC-CIIEKTPOMETPHUS MM TPSMBIX WIH HENpsIMbIX (PJIyOPECHEHTHBIX METOK, BBISBISIEMBIX C
NpUMEHEHHEeM, HarmpuMmep, uuTodayopumerpuueckoro asammsa (Hampumep, FACScan).
Cps3pIBaHNE BBIIIE KOJHMYECTBA, HAOMIOAAEMOr0 C KOHTPOJBHBIM, HECMeH()HIECKIM
CPEACTBOM, YKa3blBae€T Ha TO, YTO CPENCTBO CBS3bIBAETCS C MHUIIEHbIO. CpeacTBo, KOTopoe
cnenuduueckn cBszbiBaeT NKG2A, moxker cBs3biBath NKG2A otmensHo mim NKG2A B
kauecTBe qumepa ¢ CD94.

Korma ykasaHO, 4YTO aHTUTENO "KOHKYpPHpPYeT C" KOHKPETHBIM MOHOKJIOHAJIBHBIM
AHTUTEJIOM, 3TO O3HAYaeT, YTO AHTHUTEJIO KOHKYPUPYET C MOHOKJIOHAJbHBIM AHTHTEJIOM B
aHaM3e CBS3bIBAHUS C NPHMEHEHHEM JHOO0 peKOMOMHAHTHBIX MoJjekyn (Hampumep, NKG2A),
ar00 MOJIEKYJI, SKCIIpecCUpyromuxcsi Ha nosepxHocTu (Hampumep, NKG2A). Hanpumep, eciu
UCCIIelyeMO€e aHTHUTENO CHIDKAET CTETEHb CBA3BIBAHMS AHTUTENA, UMEIOINEro TSKENYIO LIeTb I10
arobomy u3 SEQ ID NO: 2 u nerkyro menb noa SEQ ID NO: 7 ¢ nmonunentunom NKG2A unu
kyeTkoi, sxcnpeccupyromeii NKG2A, B aHanmuse CBsI3bIBaHUS, TO, COOTBETCTBEHHO, aHTHUTEIO
Ha3bIBAIOT "KOHKYPHUPYIOIIHUM" COOTBETCTBEHHO C 3TUM aHTHTEJIOM.

Tepmunr "adpuHHOCTB", NHPUMEHAEMbII B JAHHOM JOKYMEHTE, O3HAa4aeT CHITY
CBSI3bIBAHUSI AHTUTENA C SNUTONOM. AQQUHHOCTH aHTUTENA MPEACTABICHA C ITOMOLIBIO
koHCTaHThl nuccoumanmu Kd, onpenensemoii kak [Ab]x [Ag]/[Ab-Ag], rme [Ab-Ag]
NpPEACTaBIsieT COOOM MOJSPHYEO KOHLEHTPALMIO KOMIUIEKCA aHTHUTENO-aHTUreH, [Ab]
npeacTaBisieT cOO0H MOJISIPHYIO KOHIEHTPAIIMIO HECBSI3aHHOTO aHTHTeNa u [Ag]| mpencrasisier
co0Ol MOJIPHYIO KOHLEHTPALMIO HeCBs3aHHOrO aHtureHa. Koncranty addunHOCTH K,
onpenenstot kak 1/Kd. Criocobsl onpenenenns apdunnoctn mAb npusenens! B Harlow, et al.,
Antibodies: A Laboratory Manual, Cold Spring Harbor Laboratory Press, Cold Spring Harbor,
N.Y., 1988), Coligan et al., eds., Current Protocols in Immunology, Greene Publishing Assoc.
and Wiley Interscience, N.Y., (1992, 1993), and Muller, Meth. Enzymol. 92:589-601 (1983),

CCbUIKM Ha KOTOpPBIC BKIIIOYCHBI B I[aHHbeI AOKYMEHT TIOCPECACTBOM CCBUIKH. O):[HI/IM
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CTaHIAPTHBIM CIIOCOOOM, IIMPOKO HW3BECTHBIM B YPOBHE TEXHHKH, MJISI OIpEdeNIeHHs
appunHOCTH MAD sIBNIsIeTCS MPUMEHEHNE CKPUHUHTA TOBEPXHOCTHOT'O TUIA3MOHHOTO PE30HAHCa
(SPR) (Hampumep, MOCPENCTBOM aHAJIM3a C MOMOLIBIO aHAIUTHYECKOro ycrpoiictBa BIAcore™
SPR).

B  koHTekcTe HaHHOrO JOKyMeHTa "nmerepmuHanta'  oOo3Hadaer  oOjacThb
B3aMMOJEICTBYSI UJTN CBSI3bIBAHUS HA MOJIUIICTITH/IE.

Tepmunr ">muTOn" OTHOCHTCS K AHTUT€HHOH NETEPMHHAHTE W MPEACTaBIsieT COOOH
00J1aCTh MM YYACTOK HA AHTUTE€HE C KOTOPBIM CBSI3bIBAETCSI AHTUTEJO. BEJIKOBBIN 3TTUTON MOKET
COJZIep>KaTh aMUHOKHCJIOTHBIE OCTATKH, HETIOCPECTBEHHO BOBJIEUEHHbIE B CBS3bIBAHUE, & TAKKE
AMHHOKHUCJIOTHBIE OCTaTKH, KOTOPBIH 3((PEeKTUBHO OIOKHPYIOTCS C OMOIIBIO CHEHU(PUIECKOTO
AHTUTEHCBSA3BIBAIOLEr0 aHTUTENAa WIM MEeNTUaa, T. €. aMUHOKHCIOTHbIE OCTATKU B Ipefaenax
«0o0nmacTi y3HaBaHUS» AaHTUTENA. JTO MpocTedmas ¢GopMa WIM HaWMEHbINAs CTPYKTypHAs
00yacTe Ha CJIOKHOM MOJIEKyJe AaHTHUT€HA, KOTOpas MOXET OOBeAMHSTHCS C, HampuMmep,
aHTUTEJIOM  WJIH  PEeLEenTOpPOM. Onuronsl MOTYyT  ObITh  JHHEHHBIMH YN
KOH(pOPMALMOHHBIMI/ CTPYKTYPHBIMHA. TepMUH "JIMHEHHBIA 3mUTON" ONMpPENeNstoT KakK SIUTOIL,
COCTOALIMA M3  aMHHOKHCJIOTHBIX  OCTaTKOB,  KOTOpPbIE  CMEXHbI C  JIMHEHHOU
NIOCJIEIOBATENIbHOCTBIO AMUHOKHCIIOT (TepBUYHAs CTpykTypa). TepmuH "KoH(pOpMAIMOHHBIN
WIM CTPYKTYPHBIH BIUTON" ONPEAENA0T KaK 3SMMTON, COCTOSIIUH W3 aMHUHOKHCJIOTHBIX
OCTAaTKOB, KOTOpbIe HE BCE SIBISIIOTCS CMEXKHBIMH M, TaKMM 00pasoM, MpeAcTaBisieT coOOH
OT/EeJIbHbIE YaCTH JIMHEHMHON MOCIEeN0BAaTENIbHOCTH AMUHOKHUCIOT, KOTOpPBbIE OKa3bIBAKOTCS Ha
OJMM3KOM pACCTOSHUM 110 OTHOLIEHWIO APYr K APYrY B pe3yJbTaTe YKJIAAKH MOJIEKYJIbI
(BTOpUYHAs, TPETHYHAS W/WJIM YETBEPTUUHAsS CTPYKTypa). KOoH(pOpMAIMOHHBIN STTUTON 3aBUCUT
oT 3-mepHON CTpPyKTypblL IlosTOMYy TEepMUH ‘KOH(POPMALMOHHBIH', YacTO MPUMEHSIOT
B3aUMO3aMEHSIEMO C TEPMHUHOM ‘CTPYKTYPHBIIT'.

Tepmun "cpencTBo" MpUMEHSIOT B TaHHOM JAOKYMEHTE JJIsi O0O3HAYEHUs] XHMHYECKOTO
COEAMHEHUS], CMECH XMMHYECKIX COEAMHEHHH, OMOIIOTNYeCKON MaKpOMOJIEKYJIbI MITH SKCTPAKTA,
MOJIYY€HHOTO U3 OMOJIOrHYeCKUX MaTepHuajoB. TepMuH "TepaneBTHIecKOoe CPEenCTBO" OTHOCUTCS
K CPEACTBY, KOTOPOE XapaKTEPU3YETCsl OMOJIOTHUECKOH aKTUBHOCTBIO.

B koHTekcTe Hacrosimero u3oOpeTeHHs 'TyMaHH3HUpPOBaHHOE" WM "deoBeueckoe"
AHTHUTEJIO OTHOCHUTCSI K aHTHTENy, B KOTOPOM KOHCTaHTHas M BapuabenbHast KapkacHas obiacTb
OHOTO WJIM HECKOJBKHX HMMYHOTJIOOYJMHOB 4YeJOBeKa CIUThI C OOJIACTBIO CBSI3bIBAHUS,
Hanpumep, CDR uMMyHOrnoOyinHa »KUBOTHOTO. DTH aHTHTENA pa3paboTaHbl sl COXPAHEHUs
creun(pUIHOCTH CBSI3bIBAHUS AHTUTENA, OTJIIMYHOTO OT YeJIOBEYECKOro, U3 KOTOPOro MOJyHaroT

obnactu CBA3bIBAHUsA, HO MJIA NPECAOTBPALLCHUA I/IMMYHHOI\/'I p€akiiui B OTHOLUCHHWU AHTHUTECIA,
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OTJIMYHOTO OT 4YesnoBedeckoro. Takoe aHTUTEN0 MOKET ObITh MOJYYEHO U3 TPAHCTEHHBIX MBbILIEH
WIN JPYTUX KMBOTHBIX, KOTOPbIE OBUIM "CKOHCTPYHUPOBAaHBI" IJIsI MOJYYEHHs CIELUPUUECKUX
AHTUTEJ YeJIOBeKa B OTBET HAa AHTUIEHHYIO CTHMYJisALuio (cM., Harpumep, Green et al. (1994)
Nature Genet 7:13; Lonberg et al. (1994) Nature 368:856; Taylor et al. (1994) Int Immun 6:579,
BCE HJIEM KOTOPBIX BKJIOYEHBI B JIAHHBIH JOKYMEHT IIOCPENCTBOM CCbUIKM). IloTHOCTBIO
YeJIOBEYECKOe AHTUTENIO TaKKE€ MOXKET OBbIThb CKOHCTPYHUPOBAHO IMpU MOMOIIM CHOCOOOB
TeHETHYECKOW MJIM XPOMOCOMHOM TpaHC(HEKLNH, a TaKKe TeXHOJOrnH (HaroBOro TUCILIEs, BCE
U3 KOTOPBIX M3BECTHBI B ypOBHe TeXHHKH (cM., Hampumep, McCafferty et al. (1990) Nature
348:552-553). AHTHTENA YeNIOBEKa TAK)KE MOTYT BbIpadAaThIBATHCS AKTHBHPOBAHHBIMH in VItro
B-knerkamu (cM., Hanpumep, mateHTsl CIITA Ne. 5567610 u 5229275, koTOpBIE BKIFOYEHBI BO
BCEH CBOEH MOJHOTE MOCPEICTBOM CCBUIKH).

"XumepHoe aHTHTENO" TpencTaBisier cOOOH MOJIEKyJly aHTUTeNa, B KOTOpoi (a)
KOHCTaHTHass OOJAacTh WJIM €€ YacTH W3MEHEHbI, 3aMeIleHbl WM 3aMEHEHBl, TaK YTO
AHTUTeHCBS3BIBAIOIIMN y4acTOK (BapualenbHas 00JacTb) CBA3aH C KOHCTAHTHOM OOJIACTBIO
APYTOro WM U3MEHEHHOTO KJjacca, Y ekropHast GyHKIUS W/WIH BUABI, WIH COBEPIIEHHO HHASI
MOJIeKyJIa, KOTOpasi o0ecreynBaeT HOBbIE CBOWCTBA Ui XMMEPHOIO AHTHUTENA, HalpuMep,
(dbepMeHT, TOKCHH, TOpPMOH, (akTOop pocCTa, JIeKapCTBEHHOE CpenacTBo u T. 1., wm (b)
BapuabenbHast OOJNACTh €€ 4YacTH, H3MEHEHbL, 3aMeLIeHbl WM 3aMEeHEHbl BapuaOeIbHOMH
00J1aCThI0, UMEOIIIeH HHYIO HJIH U3MEHEHHYIO CIIeM(PUIHOCTD K aHTUTEHY .

Tepmunsl "Fc-nomen", "Fc-uacts" u "Fc-oOmacts" otHOcATcs Kk C-KOHIIEBOMY
(parMeHTy TSDKENOH ey aHTUTeNa, HampumMep, ot npubiausutenbHo 230 (aa) aMHMHOKHUCIOT 110
npubnusutensHo 450 aa Tsokenoi Y (raMma) Lend  YejoBeKa WIM €€  aHaJOTMYHOH
NIOCJIEIOBATEIbHOCTA B APYTUX THIAX TSDKEJBIX Lerned aHTurena (Hampumep, o, O, € U W A
aHTHTENIa YEJIOBEKA) MJIM BCTPEUAOLIMMCS B MPUPOAE €ro ajyioTunaM. Eciu He yka3aHO WHOE,
BO BCEM HACTOSIIIEM H300pPETeHHUH MPUMEHSIOT OOMICTIPHHATYI0 HYMEpPALUI AMHUHOKHCIIOT IO
Kabat nns ummynornobynnaoB (cm. Kabat et al. (1991 ) Sequences of Protein of Immunological
Interest, 5th ed., United States Public Health Service, National Institute of Health, Bethesda,
MD).

Tepmunbl "BbimeneHHbIN", "OYHIIEHHBbIN" WM "OMONOTHMYECKH YHCTBIH"' OTHOCSTCS K
Marepuaily, KOTOPbI B 3HAYUTENBbHOH CTENEHW WMIHM 1O CYyTH CBOOOAEH OT KOMIIOHEHTOB,
KOTOpble OOBIYHO COMPOBOXKIAIOT €ro B TOM BHAE, B KOTOPOM OH IPHCYTCTBYET B CBOEM
€CTeCTBEHHOM COCTOSIHMM. YHMCTOTY M OZHOPOIHOCTb OOBIYHO ONPEAEISIOT C NMPUMEHEHUEM

MPOLEAYp AHATUTHYECKOH XHMHH, HAIpuMep, 3JieKTpodope3a B MOJHAKPUIAMUAIHOM Irejie WK
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BbICOKOO((EKTUBHOW  JKMAKOCTHOM  Xxpomartorpaduu.  benok,  KOTOpblii  sABIseTCA
npeo0asaroIuM BUIOM, IIPUCYTCTBYIOLIUM B IPenapare, B 3HAYUTEIbHON CTEIIEHN OYHILEH.

Tepmunbl "nonmunentun”, "nenrun" u "Oenok" HUCMONB3YIOTCS B JAHHOM IOKYMEHTE
B3aUMO3aMEHSIEMO II0 OTHOLICHUIO K IIOJIMMEPY W3 aMMHOKHCIOTHBIX OCTAaTKOB. TepMHHBI
NPUMEHHUMBI K TIOJMMEpaM U3 aMUHOKHUCIIOT, B KOTOPBIX OAMH MJIM HECKOJIBKO aMUHOKHCIOTHBIX
OCTaTKOB TMPENCTABISIOT COOOM HMCKYCCTBEHHBIM XHUMHYECKHI MHMETHK COOTBETCTBYIOLICH
BCTPEYAIOLIEHCS B MPUPONE AMHHOKUCIIOTHI, a TaK)Ke K TMOJIMMEpaM U3 BCTPEHYAOLIMXCS B
NPUPOAE AMUHOKHUCIIOT U K TIOJIMMEPY U3 HE BCTPEHAIOLINXCS B MPUPOIE AMHHOKHCIIOT.

TepmuH "pekOMOWHAHTHBIA" MPU MPUMEHEHUHU CO CCBUIKOH, HANPHMEp, Ha KJIETKY HJIH
HYKJICMHOBYIO KHCJIOTY, O€JIOK HJIM BEKTOp, YKa3blBa€T HA TO, YTO KJIETKA, HYKJIEHHOBAs
KHCJIOTa, OENIOK MM BEKTOP ObUTH MOAU(DUIIMPOBAHBI TOCPEICTBOM BBEIACHHS I'€TEPOJIOTMIHOM
HYKJICMHOBOW KHCIIOTBI HJIM O€Nlka, WJIM TOCPEACTBOM HM3MEHEHHUS HATHBHON HYKJIEHHOBOW
KUCJIOTBl WM O€NKa, WM YTO KIEeTKAa IOJy4YeHa M3 KJIETKH, MOOU(PHUIMPOBAHHOW TaKUM
obpazom. Takum obpazom, HanpuMep, peKOMOUHAHTHBIE KIIETKH SKCIIPECCUPYIOT I'€HbI, KOTOPbIE
He OOHapy’XMBAIOTCS B HATUBHOH (HEPEKOMOMHAHTHOH) (pOopMe KIIETKH, MM SKCIPECCHUPYIOT
HATUBHbIE T€HBI, KOTOPblE B HMHOM CJIy4ae 3KCIPECCUPYIOTCS aHOMAJbHO, HEIOCTATOYHO
SKCIIPECCUPYIOTCS WIIN HE SKCIPECCUPYIOTCS BOOOIIE.

B xoHTeKCTE MaHHOTO JOKYMEHTA TEPMUH aHTUTENO, KOTOPOE "CBS3BIBAET" MOJIUIETITH
WIN BOUTOIN, OOO3HAYaeT AaHTUTENO, KOTOPOE CBSA3BIBACT YKA3aHHYIO JETEPMHHAHTY CO
cneun(pUIHOCTBIO W/ uiu ahPUHHOCTHIO.

TepmuHbl "MOEHTUYHOCTH" WM "WAEHTUYHBIA", TNpPU NPUMEHEHUH B KOHTEKCTE
B3aUMOCBSI3H MEXJy MOCIENIOBATEIbHOCTAMU ABYX WMJIHM 0OJjiee MOJUNENTUAOB, OTHOCATCS K
CTENEHU POJCTBA MOCIENOBATEIBHOCTH MEKAY MOJUIMENTHIAMH, ONpPENeNIEHHONH MOCPEACTBOM
KOJINYECTBA COBMAJCHUN MEXAy HUTSIMU JBYX WJIU 0OJee aMUHOKHCIOTHBIX OCTaTKOB.
"MneHTuyHOCTh" HM3MepsieT MPOLIEHT UAEHTHUYHBIX COBMAAEHUM MEXIy MeHbIleld U3 JBYX WU
Ooree mocnenoBaTEIBHOCTEH C BBIPABHMBAHUEM IdMNa (MPU HAJIWYHMH), PACCMATPUBAEMOTO
MOCPEICTBOM KOHKPETHOH MaTeMaTUYeCKOW MOJETH WM KOMIBIOTEPHOH MporpamMmsl (T. €.,
"anroputmMoB"). MIEHTUYHOCTh CBSI3aHHBIX IOJUIIENTHAOB MOXET OBITh JIETKO paccuuTaHa C
MOMOIIBI0 HM3BECTHBIX CMOCOOOB. Takue CrmocoObl BKIIOYAIOT O€3 OrpaHWYeHUs] METOIBI,
ommcannbie B Computational Molecular Biology, Lesk, A. M., ed., Oxford University Press,
New York, 1988; Biocomputing: Informatics and Genome Projects, Smith, D. W, ed., Academic
Press, New York, 1993; Computer Analysis of Sequence Data, Part 1, Griffin, A. M., and
Griffin, H. G, eds., Humana Press, New Jersey, 1994; Sequence Analysis in Molecular Biology,

von Heinje, G., Academic Press, 1987; Sequence Analysis Primer, Gribskov, M. and Devereux,
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J., eds., M. Stockton Press, New York, 1991; and Carillo et al., SIAM J. Applied Math. 48, 1073
(1988).

CniocoObl ompeneneHus: UOEHTUYHOCTH pa3paOoTaHbl 1isi oOecriedeHuss HauOOJbIIero
COBMAJICHUST MEXIy HCCIEAYeMbIMH TIocienoBaTenbHOCTAMU.  CrocoObl  ompeneneHus
UIEHTUYHOCTH OMNHMCAaHbl B OOINENOCTYMHBIX KOMIBIOTEPHBIX mporpammax. Croco0el ¢
UCTIOJIb30BAHUEM KOMITBIOTEPHOM MPOTPaMMbI JUIsl OMPEAESIEHUs] UISHTHYHOCTH MEXKAY ABYMs
MOCJIEIOBATEIBHOCTIMU BKItoUaroT maketr nporpamm GCG, Bkimtouass GAP (Devereux et al.,
Nucl. Acid. Res. 12, 387 (1984); Genetics Computer Group, University of Wisconsin, Madison,
Wis.), BLASTP, BLASTN, u FASTA (Altschul et al., J. Mol. Biol. 215, 403-410 (1990)).
IIporpamma  BLASTX  sBnsercas  obmenmocrynHod w3  HamuonanpHOro — HeHTpa
onorexHonornyeckor nHpopmanuu (NCBI) u npyrux ncrounnkos (BLAST Manual, Altschul et
al. NCB/NLM/NIH Bethesda, Md. 20894; Altschul et al. Bbite). XopoImo H3BECTHBIH aNrOpUTM

CMI/ITa-BaTepMaHa MOJKET TaKKe OBbITh UCITOJIb30BaH AJig OnpeEACICHUA WACHTUIHOCTH.

Honyuyenne cpeacrs, HeliTpanusywmux NKG2A

CpenctBo, kotopoe HeWTpanusyer wuHrnompyromuii peuenrop NKG2A, wmoxer,
HarpuMep, BKIIOYATh CPEACTBO (Hampumep, OeJOK), KOTOPOe CBSI3bIBAET BHEKJIETOUHYIO HacTh
peuentopa CD94/NKG2A wuenoBeka wunm ero mnpupomHbiii surann HLA-E wu cHmxaer
uHruoupyrouyo akTuBHocTh peuentopa CD94/NKG2A uyenoBeka, 5KCIPECCHPOBAHHOTO Ha
nosepxHoctd  CD94/NKG2A-nonoxurensHoro  numdormra. B omHomM  BapuaHTte
ocymectBieHuss cpeactso koHkypupyer ¢ HLA-E 3a cesseBanue ¢ CD94/NKG2A, T e.
cpenctso Onokupyet B3aumoperictue mesxkny CD94/NKG2A u ero nurangom HLA-E. B ogHoM
BapHaHTe OCYIIECTBJICHHsI CpencTBO (Hampumep, aHTuTe0) cBsisbiBaercs ¢ CD94/NKG2A wu
onokupyer B3aumoneiicteue Mmexny CD94/NKG2A wu ero nuranmom HLA-E. B npyrom
BApUAHTE OCYILIECTBICHHUS CPENCTBO, KOTOPOE HEHTPaJU3yeT HMHTUOUPYIOIIUN PelenTop
NKG2A, mnpexncrasisier coOoli Oenok (Hampumep, AaHTUTENO), KOTOPBIA CBSI3bIBAETCS C
nojunentuaoM HLA-E uenoBexka m uHrubupyer s3ammopeictBue Mmexny Oenxom HLA-E
yenoseka u 6enkom CD94/NKG2A uenoseka. B npyrom BapuaHTe OCYLIECTBICHUSI CPENCTBO HE
koHkypupyeT ¢ HLA-E 3a cBszpiBanue ¢ CD94/NKG2A; 1. e. cpenctso cBsizbiBaeT NKG2A wu
cniocoOHO k cBs3biBaHII0O CD94/NKG2A onrOoBpemeHHO ¢ HLA-E. AHTUTENO MOKET CBSI3BIBATH
koMOuHupoBanHbIi sruton Ha CD9%4 n NKG2A unn n anuron Ha NKG2A otnensHO. B ogHOM
BapHaHTEe OCYLIECTBIEHUS aHTUTENO cBsA3bIBaeT 3nuTon Ha NKG2A, KOTOpbIii O MEHbIIEH Mepe

YaCTUYHO MepeKpbIBaeTcsi yuacTkoM cBsizbiBanust HLA-E.
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B opmHom acmekte cpenctso, HampasienHoe mnpotuB NKG2A, mpencrasisier coOoit
AHTUTEJIO, BEIOPAHHOE W3 MOJHOCTHIO YEJIOBEYECKOr0 aHTUTENA, TYMaHU3UPOBAHHOIO aHTUTENA
U XHUMEpPHOro aHTuTena. B OJHOM acmekTe CpeacTBO BKJFOYAET KOHCTAHTHBIH JIOMEH,
nojiydeHHbll u3 anturena denoseka I1gGl, I1gG2, IgG3 unn IgG4. B onHOM acnekTe cpencTBo
npencTaBisieT co0ol (parMeHT aHTuTeNa, BeiOpanHoro u3 anrurena IgA, IgD, IgG, IgE u IgM.
B onHOM acmekTe CpencTBO MpencraBisieT coOoii (parMeHT aHTHTENa, BhIOpaHHbIN u3 Fab-
¢parmenta, Fab'-pparmenra, Fab'-SH ¢parmenra, F(ab)2-pparmenra, F(ab')2-pparmenta, Fv-
¢dparmenta, Tsoxenoi nenu Ig (Ig namer unn Bepomona), Vyy-pparmenta, onnonomennoro FV u
OJHOLIETIOYEeYHOro (hparmMeHTa aHTuTesa. B OOHOM acmekTe CpeacTBO MpEeACTaBisieT CoOOi
CHHTETHUYECKYIO WJIN TOJYyCHUHTETUYECKYIO MOJIEKYJy, TIPOU3BOJHOE OT aHTHUTENA, BBIOPAHHYIO
u3 scFV, dsFV, wmunuanturena, nwmarena, TpuoTena, Tenbla kamma, IgNAR; w
NOJHCTICU(PUUECKOTO aHTHTENA.

B onnom Bapmante ocymecteiaeHusi antureno k NKG2A He neMoHCTpupyer
CyLIeCTBEHHOE crieruduueckoe CBsi3biBaHue ¢ Fcy-penentopamu, HarpuMep, OOHUM Win Oonee
(mmm Bcemn) n3 CD16, CD32a, CD32b u CD64 uenoseka. Takoe aHTUTENO MOXET BKJIIOYATh
KOHCTaHTHbIE OOJIACTH PA3JIMUHBIX TSDKEJIBIX LeTel, KOTOpbIe, KaKk N3BECTHO, HE CBSI3bIBAIOTCS C
Fc-peuenropamu. Onun Takoi npumep npeacrasisier coboli koHcTaHTHYIO o0nacthb IgG4. 1gG4
B xadecTBe anbTepHATHBBL, (PparMeHTHl AHTUTENA, KOTOpPble HE BKJIOYAIOT KOHCTAHTHbBIE
obnactu, Takue kak Fab- umu F(ab')2-¢pparmMeHTs, MOTYT HCIIONB30BATHCS JIsI IPEIOTBPALLICHHS
cBsizbiBaHus Fc-peunenTopa. CessbiBanue Fc-penientopa MOMKHO OLEHHTh B COOTBETCTBUH CO
ciocoO0amMy, W3BECTHBIMH B YPOBHE TEXHHKH, BKJIIOYAIOIIMMH, HAIpUMep, HCIbITAaHUE
cBsi3bIBaHUs aHTHTENA ¢ Oenkom Fe-penentopa npu nomorny anannsa BIACORE. Takxke MoxkeT
OBITh UCTIONB30BaH JI000H THI aHTUTENa YenoBeka (Hanpumep, IgGl, 1gG2, IgG3 wn 1gG4), B
kotopoM Fc-dyacTte mMomuduuupyrOT Ui MUHUMH3ALMM WIA YCTPAaHEHHs CBs3bIBaHUs ¢ Fc-
peuenTopamu (cm., Hampumep, WO03101485, packpbiTHe KOTOPOrO BKIIOYEHO B JAaHHBIN
JIOKYMEHT TOCPEACTBOM CCBUIKH). AHAJIM3bI, TAKUE KaK, HAMPUMEp, KJIETOYHbIE AHAJIU3BI, JJIS
OLIEHKU CBsi3bIBaHMsI Fc-perenrTopa IMMPOKO HM3BECTHbI B YPOBHE TEXHUKH U OIHCAHBI B,
Hanpumep, WO03101485.

Takum oOpa3oM, HacTosmlee HM300pETEHHE OTHOCUTCS K AaHTHUTENy WIH JPYyTUM
cpencram cBs3biBaHusl ¢ NKG2A. B ognom acniekre antureno cesizbiBaercss ¢ NKG2A ¢ KD no
menbineit mepe B 100 pa3 ke, uem ¢ NKG2C n/umn NKG2E uenoseka.

B opmHOM acmekTe HacTOAIIEro H300pETEHUs] CPENCTBO CHIDKAET ONOCPENOBAHHOE
CD94/NKG2A unrudbuposanue gumdounra, sxcrpeccupyromero CD94/NKG2A, nocpeacrsom

BMeInaTenscTBa B mepenady curHana CD94/NKG2A nyrem, Hampumep, BMEINATENbCTBA B
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cszbiBanne HLA-E ¢ momomsio NKG2A, npeporspaiuas win HHAYLUPYsT KOHOPMAIIMOHHbIE
m3meHeHus: penenropa CD94/NKG2A w/unum  BO3AeicCTBYs Ha OUMEPHU3ALMIO  W/HIK
kiactepusauuio perenropa CD94/NKG2A.

B omHOM acmekTe HacTosimero u300peTeHHs CPEACTBO CBSI3BIBAETCS C BHEKJIETOYHOM
gacTeio NKG2A ¢ KD no menbieit mepe B 100 pa3 Huxe, uem ¢ NKG2C. B nononnurensHom
MPEATIOYTUTEIFHOM acIekTe CPEACTBO CBs3biBaeTcsi ¢ BHekyeTouHou dyacThio NKG2A ¢ KD B
no meHbleit mepe 150, 200, 300, 400, umu 10,000-pa3 mmke, ueM ¢ NKG2C. B npyrom acrniekte
PaCKpPBITHSI, CPEICTBO CBsI3bIBaeTCs ¢ BHEeKIeTOUHOM YacThio NKG2A ¢ KD B o meHbleit mepe
100 pa3 mmwxke, yem c¢ monekynamu NKG2C, NKG2E w/umun NKG2H. B nononHuTensHOM
MPEATIOYTUTEIPHOM aCleKTe CPEACTBO CBsA3bIBaeTCs ¢ BHekJeTouHoH dacTeio NKG2A ¢ KD B
no meHbled mepe 150, 200, 300, 400, umu 10000 pa3 Hmxke, yem ¢ NKG2C, monexkynamu
NKG2C wumn NKG2H . 310 MOXHO M3MepuTh, Hampumep, B skcrepuMeHTtax BiaCore, B
KOTOPBIX CIOCOOHOCTb CPEICTB CBSI3bIBATH BHEKJIETOYHYIO YaCTh HMMOOMIM3UPOBAHHOTO
CD94/NKG2A (Hampumep, BBIAECIEHHOTO M3 KIETOK, s3kcnpeccupyrommx CD94/NKG2, wnm
MOJIYY€HHOTO B OMOCHCTEME) H3MEPSIFOT U CPABHUBAIOT CO CBSI3bIBAHUEM CPEICTB C aHAJIOTHYHO
nonydeHHbIM CD94/NKG2C w/umu npyrumu Bapuantamu CD94/NKG2 B Tom ke anamuze. B
Ka4yeCTBE AJbTEPHATUBBI CBSI3bIBAHHUE CPEACTB C KJIETKAMH, KOTOpbIE JIMOO 3KCIPECCUPYIOT
€CTeCTBEHHBIM 00pa3oM, JHOO CBEPXIKCIPECCUPYIOT (HAampuMep, IOCIE€ BPEMEHHOM WM
crabunmpHOM TpaHchekuuu), CD94/NKG2A MOXKHO HU3MEPUTh M CPABHUTH CO CBSI3bIBAHUEM
kJeTok, skcnpeccupyromux CD94/NKG2C w/nmn npyrue Bapuantel CD94/NKG2. Anturena x
NKG2A wmoryt HeoOsi3aTenbHO cBsizbiBaTh NKG2B, koTOphIf mpenctaBisier coOOW BapUaHT
crutaiicuara NKG2A, ofpasyroomuii MHruOuTOpHBIH peuentop Bmecte ¢ CD94. B opHOoMm
BApUAHTE OCYINECTBJIICHUS a(pPUHHOCTb MOKHO H3MEPHTb C TPUMEHEHHEM CIoco0OB,
packpoITeix B mateHTe CIIIA Ne 8206709, HanpuMmep IyTeM OLIEHKU CBSI3bIBAHMSI C KOBAJIEHTHO-
uMMoOMIT3upoBaHHBIM cIUThIM OenkoM NKG2A-CD94-Fc ¢ nomomipro Biacore, kak moka3aHo
B npuMepe 8 nmatenta CIIIA Ne 8206709, packpbiTHe KOTOPOIO BKJIIOYEHO B JaHHBINH TOKYMEHT
MOCPEACTBOM CCBLIKH.

AnTHTENnO MOXxer, HanpuMmep, umetrb ECsy st cBs3piBaHMs (BbICOKast ahPUHHOCTD) ¢
kietkamu, skcnpeccupyromumu NKG2A, B kommuectBe 0,5-10 Hr/mu, HeoOs3atenbHO 1-
5 Hr/mn, HeoOs3atenpHO 1-10 Hr/mu, HeoOsi3aTenpHO 1-20 HI/MII, HampuMep, NMPHOIU3HTEIBHO
4 ar/mn.  Knerkamu, skcnpeccupyromumua  NKG2A, wmoryt ObiTh, Hampumep, KIETKH,
skcnpeccupyromue NKG2A B PBMC uyenoseka. B onHOM BapuaHTe OCYIIECTBJICHHUS KJIETKH,
skcnpeccupyromue NKG2A mnpenctaBisitoT coOOM KIIETKH, TOJMYYEHHbIE IJIsi SKCIPECCUU

CD94/NKG2A, nanpumep, kinerku Ba/F3, crabunbho cBepxakcnpeccupyroume CD94/NKG2A,
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kak nokasaHo B mpumepe 13 marenta CIIHA Ne 8206709, packpbiTHEe KOTOPOrO BKJIFOUEHO
NOCPEACTBOM CCBUIKM. B OIHOM BapuaHTe OCYLIECTBJICHHMs AHTUTENO XapaKTepU3yeTcs
appunnoctero cBsizbiBaHusl (Kp), mpu sToM HeobOs3aTenbHO apUHHOCTL CBSI3BIBAHHS
nByxBanentHa, ;s nomunentuna NKG2A uenoseka menee 10 M, HeoGs3aTenbHO MeHee 107
M unmn Heobszarensro menee 107 M, neobszarensro ot 107 M 1o 10"?M, Heobs3aTensHo
or 10 M mo 10""M. MoxHO OuEHHTH apPUHHOCTb, HampuMmep, HJsl CBSI3BIBAHUS C
onHouenovyeuHor koHcTpykuuelh NKG2A-CD9%4-mFc¢, onucannoit B matente CIIIA Ne 7932055,
PACKPBITHE KOTOPOTO BKIIFOYEHO MOCPENCTBOM CCHUIKH).

Antrreno k NKG2A mMokeT ObITh 4eJOBEYECKHM WJIM TYMaHU3HPOBAHHBIM aHTUTEINIOM,

HanpUMep, COAep KaIluM COOTBeTCTByromMe obmactu VH m VL aHTUTeNn, MOKa3aHHBIX B

TabJIMLUE HUKE.

AnTuTeno VH VL
VH6 SEQ ID NO: 2 SEQ ID NO: 7
VHI SEQ ID NO: 3 SEQ ID NO: 7
VHS SEQ ID NO: 4 SEQ ID NO: 7
VH7 SEQ ID NO: 5 SEQ ID NO: 7
VHS8 SEQ ID NO: 6 SEQ ID NO: 7
7199 SEQ ID NO: 16 SEQ ID NO: 17

Antureno k NKG2A MokeT ObITh 4€IOBEYECKHM WJIM TYMAHU3HPOBAHHBIM aHTUTENIOM,
HampuMep, COAEPIKALIMM aKLENTOPHYI0 KapkacHylo obnactb VH uenoBeka M3 akLENTOPHOH
NIOCJIEIOBATEIbHOCTH YeJIOBeKa, BbIOpaHHOH, Hanpumep, u3 VH1 18, VHS a, VHS 51, VHI f
u VHI 46, u JH6 J-cermeHTa, Wiu IOpyrux MOCIENOBAaTEIbHOCTEH KapkacHoW obmactu VH
3apOABIIIEBOrO  TUIA  YEJNOBEKa, M3BECTHOTO B  YPOBHE TEXHUKU.  AKLENTOpPHas
NOCJIe0OBATENbHOCTD oOnactu VL uenoseka MoskeT ObIiTh, Harpumep, VKI 02/JK4.

B onHOM BapmaHTe OCYIIECTBIIEHHS aHTHTEJO MPEACTABISIET COO0 r'yMaHU3UPOBAHHOE
AHTHUTENIO U (PparMeHT aHTHUTENa Ha OCHOBE aHTUTeNa Z270. PasHble ryMaHHU3UPOBAHHBIE LIETH
Z270VH mnoxkasanel mog SEQ ID NO: 2-6 (aMHHOKHCIOTBI BapHaOeNbHOW OOJNACTH AOMEHa
noguepkHyThl). ['ymanusupoBanHast nerkas nemnb Z270VH mokazana mox SEQ ID NO: 7.
Antuteno HumZ270 takke packpeiro B mareHte CIIA Ne 8206709 (packpbITHe KOTOPOTO
BKJIFOYEHO B JAHHBIH JOKYMEHT mocpenctsoM ccbuikn). HumZ270VH6 (SEQ ID NO: 3)
ocHoBad Ha VHS 51; HumZ270VH1 (SEQ ID NO: 2) ocHoBan Ha VHI 18; humZ270VHS

(SEQ ID NO: 4) ocxoBan Ha VHS5 a; humZ270VH7 (SEQ ID NO: 5) ocnosan Ha VHI f; u
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humZ270VHS8 (SEQ ID NO: 6) ocaoBan Ha VH1 46; Bce ¢ JH6 J-cermenrom. Kaxnoe ux atux
AHTHUTENl COXpaHseT BbICOKYyI adduaHOCTh cBs3biBaHusA ¢ NKG2A, ¢ HU3KOH BEpOSITHOCTBHIO
BO3HHKHOBEHHSI IMMYHHOT'O OTBETa XO35IMHA B OTHOIIEHUH aHTHUTENA, TOCKOJIbKY 6 C-KOHIIEBBIX
aMuHOKHMCIIOTHRIX octatka CDR-H2 mo Kabat kaxnod TryMaHW3UpOBaHHOW KOHCTPYKIIMH
UJICHTHYHBI aKLENTOPHOM KapKacHOW oOnmactu 4enoBeka. C MpUMEHEHHEM MpOTrpaMMbl s
BbIpaBHUBaHUsl VectorNTI nmonyyanu cnenyroimue UISHTUYHOCTH MOCIEN0BATEIbHOCTH MEXKAY
humZ270VH1 u humZ270VHS, -6, -7 u -8: 78,2% (VHI1 no cpaBuenuto ¢ VHS), 79,0% (VHI
no cpasaeHuro ¢ VHO), 88,7% (VHI no cpasaenuro ¢ VH7) u 96,0% (VHI no cpaBHeHHIO C
VHBS).

B onHOM acrmiekte cpenctBo BKrOUaeT (i) BapuabeNbHYIO OOJNACTh TSKEJIOW IEnH MOJ
ar00eiM w3 SEQ ID NO: 2-6, win aMUHOKHCJIOTHYIO MOCJIEAOBATEIHPHOCTD C MO MEHBIIEH Mepe
50%, 60%, 70%, 80%, 90%, 95%, 98% wau 99% HAEHTHUYHOCTBIO eif, u (i1) BapuadeTbHYIO
obnacte nerkoii nenu nmox SEQ ID NO: 7 min aMUHOKHCIIOTHYIO MOCJIENOBATENBHOCTD C 10
Menbinei mepe 50%, 60%, 70%, 80%, 90%, 95%, 98% unu 99% uneHTHUHOCTHIO eii. B ogHOM
aCmeKTe CpPeACTBO BKMOYaeT (1) TSOKENYI Lenb, COAEPXKAIMYK) aMUHOKHCIOTHYIO
nocienosarenbHOCTh  mox  modbM m3  SEQ ID NO: 2-6 wuim  aMMHOKHCIIOTHYIO
MOCJIEIOBATENbHOCTh € MO MeHbIueil mepe 50%, 60%, 70%, 80%, 90%, 95%, 98% wunu 99%
UJACHTUIHOCTBIO el U (i1) JIETKYIO IIeTb, COAEPKAIYI0 aMUHOKHUCJIOTHYIO MOCJI€IOBATEIbHOCTD
nox SEQ ID NO: 7 unu aMMHOKHUCIIOTHYIO ITOCJIEA0BATENbHOCTD € M0 MeHbIneil mepe 50%, 60%,
70%, 80%, 90%, 95%, 98% mnu 99% UAEHTHYHOCTBIO €il. AHTUTENO, HMEI0Iee TSKENYIO Leb,
CoZep ALY TocienoBarenbHocTh nog JoObiM w3 SEQ ID NO: 2-6, u nerkoi wLemnsbio,
comepskameit mnocaenoBatenbHocTh mog SEQ ID NO: 7 HedTpanusyer HHTHOHPYIOIIYIO
aktTuBHOCTh NKG2A, HO He CBSI3BIBAET HEMOCPEACTBEHHO akTuBUpyromue perentopbl NKG2C,
NKGE wnu NKG2H. /lanHoe aHTUTENO, KpoMme Toro, koukypupyer ¢ HLA-E 3a cBs3biBaHue ¢
NKG2A Ha nmoBepxXHOCTH KJIETKH. B OIIHOM acrekTe cpencTBO BKIKOYAET MOCIEN0BATEIbHOCTU
HCDRI1, HCDR2 w/unu HCDR3, mnonydeHHble W3 TSDKENIOW LIEMH, XapaKTepH3YIOLIEHCs
AMHHOKHCJIOTHOH MOCIEN0BaTeNbHOCTRIO o Jr00bM 13 SEQ ID NO: 2-6. B ogHOM acnekre
HACTOSIIEr0 M300peTeHust cpenctso BkmouaeT nocnenosareapbHoctd LCDRI1, LCDR2 w/umm
LCDR3, nmomy4yeHHble W3  JIETKOM  LEMH, XapaKTePU3YIOLIEHCS  aMUHOKHCJIOTHOM

nocJieIoBaTeIbHOCTRIO 1o Jr0ObM 13 SEQ ID NO: 7.

Tskenble uenu (BapuadeabHble 00,1aCTH MOAYEPKHYTbI)

VHI.
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QVOLVQSGAEVKKPGASVKVSCKASGYTFTSYWMNW VRQAPGQGLEWMGRIDPYDS
ETHYAQKLQGRVTMTTDTSTSTAYMELRSLRSDDTAVYYCARGGYDFDVGTLYWFFD
VWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALT
SGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTK VDKRVESKYGPPCP
PCPAPEFLGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLT
VLHQDW

LNGKEYKCK VSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGF
YPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYT
QKSLS LSLGK (SEQ ID NO: 2)

VHG.
EVOLVQSGAEVKKPGESLKISCKGSGYSFTSYWMNWVRQMPGKGLEWMGRIDPYDSE
THYSPSFQGQVTISADKSISTAYLQWSSLKASDTAMYYCARGGYDFDVGTLYWFFDVW
GO
GTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHT
FPAV

LQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTK VDKRVESKYGPPCPPCPAPEFLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAK TKPREEQ
FNSTYR

VVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEK TISKAKGQPREPQVYTLPPSQEEMTK
NQ
VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGN
VFSCS VMHEALHNHYTQKSLSLSLGK

(SEQ ID NO: 3)

VHS.

EVOLVOSGAEVKKPGESILRISCKGSGYSFTSYWMNW VROMPGKGLEWMGRIDPYDSE
THYSPSFQGHVTISADKSISTAYLQWSSILKASDTAMYYCARGGYDFDVGTLYWFFDVW
GOGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGV
HTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCP
APE
FLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPR
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EEQFN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQE
EMTKNQVS
LTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVF
SCSVMHE ALHNHY TQKSLSLSLGK (SEQ ID NO: 4)

VH7.
EVQLVQSGAEVKKPGATVKISCKVSGYTFTSYWMNW VQQAPGKGLEWMGRIDPYDSE
THY

AEKFQGRVTITADTSTDTAYMELSSLRSEDTAVY YCATGGYDFDVGTLYWFFDVWGQ
GTTVTVS
SASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS
SGLY

SLSSVVTVPSSSLGTKTYTCNVDHKPSNTK VDKRVESKYGPPCPPCPAPEFLGGPSVFLFP
PKPKDT
LMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTV
LHQDW

LNGKEYKCK VSNKGLPSSIEK TISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGF
YPSDIAV

EWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDK SRWQEGNVFSCSVMHEALHNHYT
QKSLS LSLGK (SEQ ID NO: 5)

VHS.
QVOQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMNW VRQAPGQGLEWMGRIDPYDS
ETHY
AQKFQGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARGGYDFDVGTLYWFFDVWGQ
GITVTVS
SASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS
SGLYS
LSSVVTVPSSSLGTKTYTCNVDHKPSNTK VDKRVESKY GPPCPPCPAPEFLGGPSVFLFPP
KPKDTL

MISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPREEQFNSTYRVVSVLTVL
HQDWL
NGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYP
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SDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQK
SLSLSLGK (SEQ ID NO: 6)

Jlerkasi uennb
DIQMTQSPSSLSASVGDRVTITCRASENIYSYLAWYQQKPGKAPKLLIYNAKTLAEGVPS
RFSGS
GSGTDFTLTISSLQPEDFATYYCQHHYGTPRTFGGGTKVEIKRTVAAPSVFIFPPSDEQLK
SGTASVVC
LLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQG LSSPVTKSFNRGEC (SEQ ID NO: 7)

B omHom acriekte antureno k NKG2A npexacrasisier coboif aHTUTENO WM (parMeHT
antutena, conepxamuii CDR-H1, coorBercTByromuii octatkam 31-35 mox modbmv u3 SEQ ID
NO: 2-6 (ammuokucnotHas mnocnenoareabHoctb SYWMN (SEQ ID NO: 8)), CDR-H2,
cooTBeTcTByromUi ocrarkam 50-60 (amuHOKHCHOTHAs mocienoBaresbHOcTh RIDPYDSETHY
(SEQ ID NO: 9)) (meobszarenpHo 50-66, mpu 5TOM BKIOYas O KOHIEBBIX AMHHOKHCIIOT
YeJIOBEYEeCKOro MpoucxokaeHus, T. €. mocienoBarenbHocTs RIDPYDSETHY SPSFQG (SEQ ID
NO: 10) nns tsoxenoit uenu VHO, nocnenosatenshocts RIDPYDSETHYAQKLQG (SEQ ID
NO: 11) pnsa tsoxenoit nenn VH1 u 1. 1) nox modbim w3 SEQ ID NO: 2-6, u CDR-H3,
COOTBETCTBYIOIIHUI ocTatkam 99-114 (95-102 B coorBercTBuu ¢ Kabat), mox mro6eiM 13 SEQ ID
NO: 2-6 (amunokucnotHas nocienosarenbHoctb GGYDFDVGTLYWFFDV (SEQ ID NO: 12)).
B onnom BapuanTe ocymectBienus CDR-H2 coorBercTByer octatkam 50-66 mon Ji0ObIM U3
SEQ ID NO: 2-6. Heobszatenbno CDR Moxker comep:kaTh ONHY, BE, TPU, YeThIpe WK Ooyee
AMUHOKHUCJIOTHBIX 3aM€H.

B omnom acmekte anTuteno k NKG2A mpexacrasisier coOOH aHTUTENO WM (pparMeHT
antutena, comepkamuii CDR-L1, coorBerctByrommii ocratkam 24-34 mox SEQ ID NO: 7
(amuHOKHCcnoTHast mocnenoBaredbHOCTH RASENIYSYLA (SEQ ID NO: 13)), CDR-L2,
cootBercTBYIOLIHH octatkaM 50-56 moxg SEQ ID NO: 7 (aMHHOKHCIIOTHASI ITOCIIEI0BATENIbHOCTD
NAKTLAE (SEQ ID NO: 14)), u CDR-L3, coorBercTByromuii octatkam 89-97 mon SEQ ID
NO: 7 (ammuokucnotHas mnocinenosarenbHocte QHHYGTPRT (SEQ ID NO: 15)).
Heo0Gsi3atensno CDR MokeT comep:kaTh OfHY, BE, TPH, YeThIpe WK OOJiee aMUHOKHCIOTHBIX

3aMCH.



30

B onmnom acniekre antureno k NKG2A npexncrasisier coboif aHTUTENO WM (pparMeHT
anturena, conepxamuii CDR-H1, coorBercrByrommii octatkam 31-35 mox mo0bmv u3 SEQ ID
NO: 2-6, CDR-H2, coorBercTByromuii ocratkam 50-60 (Heobs3aTenbHo 50-660) mox o0bM U3
SEQ ID NO: 2-6, u CDR-H3, coorBercTBytomuii ocratkam 99-114 (95-102 B cooTBeTCTBUH C
Kabat), mox mobsiMm w3 SEQ ID NO: 2-6, CDR-L1, coorBercrByromumii octatkam 24-34 mon
SEQ ID NO: 7, CDR-L2, coorBerctByrouuii ocratkam 50-56 moxg SEQ ID NO: 7, u CDR-L3,
cooTBeTcTByrOIUH octatkam 89-97 mox SEQ ID NO: 7.

B oxgHOM acnekTe cpencTBO MpeAcTaBisieT cOOOH MOJHOCTBIO YEJIOBEYECKOE aHTHUTEINO,
KoTopoe Obuio HampasyieHo mnpotruB snurona CD94/NKG2A, ¢ kortopeiM Jroboe w3
BBILIEYKA3aHHBIX AaHTUTEJ CBS3BIBACTCS.

Byner mNOHATHO, YTO B TO BpeMs KakK BBIIICYKA3aHHbIE AHTHUTEIA MOTYT
UCTIONBb30BAThCS, APYTrUe aHTUTeNa MOryT ObITh monydeHsl. Hampumep, mroboit ¢parmeHT
NKG2A, npennodtutenbHo, HO He uckmounTtenbHo NKG2A uesoBeka wiu jiro0asi KOMOMHALNS
¢parmenToB NKG2A, MOXET HUCIONB30BATHCS B KAa4eCTBE HMMYHOT'€HOB Ui BBIPAOOTKH
aHTHUTEN, ¥ AHTHTEJIa MOTYT PAaCMO3HABATH SIUTOIBI B JIEOOOM MOJOXEHUH B TIOJHIIENTHIE
NKG2A, ecnu oHu MoryT caenaTb 310 Ha skcmpeccupyromux NKG2A NK-knerkax, kak
OMHUCAaHO B JAaHHOM JOKyMeHTe. Hambonee mnpenmnouTHUTENbHO 3MUTON MPEACTaBiIsAeT COOOH
STUTOM, CHeNU(PUUECKH Pacro3HaBAEMblil aHTUTENIOM, MMEIOIIUM TSDKENYIO IIeTlb MO JIFOOBIM U3
SEQ ID NO: 2-6 u nerkyro uens nog SEQ ID NO: 7.

B onmnom acnexre antureno k NKG2A cBsA3bIBaeTCS HEMOCPEACTBEHHO C TEM JKe
SIUTONOM, YTO M AHTUTENIO, UMeErolee Tsokenyr uernb nof JjrodsiM u3 SEQ ID NO: 2-6 u
aerkyio 1tenb nox SEQ ID NO: 7, Hanpumep, MoHamu3ymad. AHTHUTENO, UMEOIIee TSHKETYIO
uens nox JiroobiM u3 SEQ ID NO: 2-6 u nerkyro nenb nog SEQ ID NO: 7, xapakrepusyercs
notepeil cBsaspiBaHus ¢ MyTaHTHbIM NKG2A, wumenomuM creayrolye aMHUHOKHCIOTHBIE
3amenbl.  K199A/D202A/V213S/R215A/K217A  (ccbuika  Ha Ne  nmocryma  GenBank
AAL65234.1). B omHom BapmanTe ocyiuectBieHusi antureno Kk NKG2A, npumeHsemoe B
COOTBETCTBUH C JAaHHBIM m300peTeHueM, cBsisbiBaercs ¢ smuronoM NKG2A, koTopwlii Mo
MeHbIIIeH Mepe YaCTUYHO IEPEeKPbIBAETCS] MJIM BKJKOYAET [0 MEHbIIeH Mepe OAUH OCTaTOK B
STIUTOIE, CBS3aHHOM IOCPEACTBOM AHTHTENA, UMEIOLIETrO TSDKENYIO Lenb nox JirooeiM u3 SEQ
ID NO: 2-6 u nerkyro uenp mox SEQ ID NO: 7, nanmpumep, MoHamuzymada. MOKHO
OTIPEAENNUTD, YTO OCTATKH, CBA3aHHbBIE MOCPEICTBOM aHTUTENA, IPUCYTCTBYIOT Ha MOBEPXHOCTH
nonunentuna NKG2A, nanpumep, B nomunentuae NKG2A, skcnpecCUpOBaHHOM Ha
MOBEPXHOCTU KJIETKU. AMUHOKUCIOTHBIE ocTaTku Ha NKG2A, cBA3aHHOM IOCPEICTBOM

aHTUTENA, MOTYT OBbITh BBIOPAHBI, HAIIPUMED, U3 I'PYMIIbI OCTATKOB, coctosmen u3 K199, D202,
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V213, R215 u K217 (cceika Ha GenBank ¢ Ne nocrtyma AAL65234.1 umn NKG2A
AMUHOKUCJIOTHas rocienosarenbHocTh mox SEQ ID NO: 1).

CesspiBanne antutena k NKG2A c¢ kierkamy, TpaHCOUUUPOBAHHBIMH C TOMOLIBIO
mMyTaHTHbIX NKG2A, MOXHO M3MEpUTh M CPaBHUTb CO CocOOHOCThIO aHTuTena k NKG2A
ceszpiBaTh monunentun NKG2A pukoro tuma (SEQ ID NO: 1). CHumkeHue CBsI3bIBAHHSA
anturena Kk NKG2A u myrtantHoro nojunentuna NKG2A (Hanpumep, mytantHoro NKG2A,
umeromero 3ameHel K199A/D202A/V213S/R215A/K217A) o3Hayaer, 4YTO NPUCYTCTBYET
cHkeHne adUHHOCTH CBsI3bIBaHUS (HAIPUMeEp, H3MEPEHHOW C TOMOINBI HM3BECTHBIX
cnoco0oB, Takux kak uccienosanue FACS kieTok, 3KCHpPeCcCHPYIOIMX KOHKPETHBIH MYTaHT,
WINA C MOMOINBI0 MCCIENOBAHUS CBSI3bIBaHUS Biacore ¢ MyTaHTHBIMH TOJMIIENTHAAMH) H/HIIH
CHIKeHne oOmel cnocoOHocTH cBsispiBaHusl aHTUTena K NKG2A (Hanmpumep, dTO
MOATBEPIKIAETCS ~ MOCPENCTBOM  yMeHbLIeHHs Bmax Ha rpaduke, u300pakaromem
kKoHIeHTpauuro aHturena Kk NKG2A 1o CpaBHEHHMIO € KOHLEHTpPALMEH MOJHUIENTH/IA).
3HAaYNTENbHOE CHIDKEHHE CBS3bIBAHUS YKa3blBa€T HA TO, YTO MYTAHTHBIA OCTAaTOK
HEMOCPEICTBEHHO BOBJIEUEH B CBsi3biBaHUE ¢ aHTUTeNnoM K NKG2A unu B HEemocpeACTBEHHOMN
0M30CTH CO CBsI3bIBaOIIUM OenikoMm, korna antutesio kK NKG2A cs3biBaercst ¢ NKG2A.

B HekOTOpBIX BapuaHTax OCYINECTBJEHHUS 3HAUUTEIbHOE CHUKEHHE CBS3bIBAHUSA
O3Ha4aeT, 4To a(PUHHOCTD CBSI3bIBAHUS W/WIIM CIIOCOOHOCTH CBSA3BIBAHHUS MEXIY AHTUTENIOM K
NKG2A u myrantabiM nonunentuaomM NKG2A ymensuraercst Ha Gonee, uem 40%, Oonee, yem
50%, Gonee, ueM 55%, Gonee, uem 60%, Gonee, yem 65%, Gonee, uem 70%, Oonee, uem 75%,
oonee, uem 80%, OGosee, yem 85%, Oonee, yem 90% wuau OGosee, yeM 95% OTHOCHUTEIHLHO
CBSI3bIBaHUS MexAy aHtutenioM u nojunentuaoM NKG2A nukoro tuma. B HekoTOphIX
BapHaHTaX OCYLIECTBJIEHUs CBS3bIBAHHE YMEHBIIAETCS 10 3HAUEHUHN, KOTOpPbIE HAXOASATCS HUXKE
BBIIBJISIEMOrO Tpefena. B HEKOTOpPBIX BapuUaHTaxX OCYILIECTBJICHUsS 3HAUUTEIbHOE CHIKEHHE
CBSI3bIBAHUS TOATBEpKAAeTCs, Korma cBsisbiBanue aHtutenna k NKG2A ¢ MyTaHTHBIM
nonunentunoM NKG2A cocraensier meHee 50% (Hanpumep, meree yem 45%, 40%, 35%, 30%,
25%, 20%, 15% wnu 10%) cesi3biBaHusi, HaOmomaeMoro mexnay antutesnioM k NKG2A wu
nonunentunaoM NKG2A pukoro Tumna.

B HekoTOphIX BapuaHTax OCyIIeCTBJIeHUs npeacTaBieHbl anTuTena k NKG2A, koropsie
NPOSIBJIIIOT B 3HAYUTENbHOW CTENEHU OoJieeé HU3KOE CBS3bIBAHHE B OTHOIIEHWH MYTAHTHOTO
nonunentuna NKG2A, B KOTOpOM OCTaTOK B CErMEHTE, COAep)KallleM aMHHOKHCIOTHBIN
OCTaTOK, CBSI3aH IMOCPEICTBOM aHTHUTENA, UMEIOIIEro TsHKENyr Lenb nox grodemM 3 SEQ ID
NO: 2-6 u nerkyro nenp nox SEQ ID NO: 7, nanpumep MoHanusyma0a, 3aMelleH APYroi

AMUHOKMCIIOTOW MO CPAaBHEHHUIO CO CBs3bIBaHHMEM C mnosunentugoM aukoro tuma NKG2A
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(manpumep nonunentuaoMm nox SEQ ID NO: 1). B ogHoM BapuaHTe OCYLIECTBIEHHS MyTaHT
xapakrepusyercs 3ameHamu K199A, D202A, V213S. R215A u K217A co cebuikoit Ha NKG2A
nukoro tuma mog SEQ ID NO: 1.

B onnom acmekte cpenctBo Bkiouaer nocienoBaTenpHoctd HCDR1, HCDR2 w/umm
HCDR3, nonyuennsle u3 VH, xapaxTtepusyrouieiics aMUHOKUCIOTHON MOCJIEA0BATENbHOCTBIO
nog moOeM w3 SEQ ID NO: 16. B omHOM acmekTe HACTOALIEr0 H300pETeHHsI CPEACTBO
Bkimouaer mnocnenosaresbHoct LCDR1, LCDR2 w/umu LCDR3, nonyudenusie u3 VL,
XapaKTePU3YIOLIEHCS] aMUHOKHCIIOTHOM MOCIeNoBaTENbHOCTHIO o JioObiM 3 SEQ ID NO: 17,
B oxgHoMm acmiekte cpenctBo BkirouaeT nocienosareabHoctd HCDR1, HCDR2 w/unu HCDR3,
nonyyeHHele u3 VH, xapakrepusyrolnelics aMHUHOKHCIOTHOH IOCJIENOBATENbHOCTBIO O]
ar0obiM w3 SEQ ID NO: 16, u mocaenoBarenbHocThio LCDR1, LCDR2 w/unmu LCDR3,
nony4yeHHele U3 VL, XapakTepusyroueiicss aMMHOKUCIOTHOM MocnenoBareabHOCThi0 1oa SEQ
ID NO: 17. Anrureno, umeromee Tsokenyio uenb nox SEQ ID NO: 16 u nerkyro uens mon
SEQ ID NO: 17, neiitpanm3yer uHruOupyroomyro aktuBHOCTh NKG2A, a Takke CBSI3bIBaeT
axtusupyrouue perentopsl NKG2C, NKGE nnu NKG2H. Anrureno He koHkypupyer ¢ HLA-
E 3a cBaspiBanne ¢ NKG2A Ha MOBEpXHOCTU KIETKH (T. €. OHO SIBJISIETCS HEKOHKYPEHTHBIM
antaronrcrom NKG2A).
EVQLVESGGGLVKPGGSLKLSCAASGFTFSSYAMSWVRQSPEKRLEWVAEISSGGSYTY
Y
PDTVTGRFTISRDNAKNTLYLEISSLRSEDTAMYYCTRHGDYPRFFDVWGAGTTVTVSS
(SEQ ID NO: 16)

QIVLTQSPALMSASPGEKVTMTCSASSSVSYIYWYQQKPRSSPKPWIYLTSNLASGVPAR
FSGSGSGTSYSLTISSMEAEDAATYYCQQWSGNPYTFGGGTKLEIKR
(SEQ ID NO: 17)

B onHOM acrniekTe CpeAcTBO COAEPKUT aMUHOKUCIOTHBIE ocTaTku 31-35, 50-60, 62, 64,
66 u 99-108 BapuabenpHOro nomena Tsokenoi nenu (Vy) (SEQ ID NO: 16) u aMUHOKHCIIOTHBIE
ocratku 24-33, 49-55 u 88-96 BapumabenbHoro nomena jerkoi uemu (Vi) (SEQ ID NO: 17)
Heo0s3aTeNIbHO C OHOM, ABYMsI, TPEMsI, YeThIPbMsI WJIH 00Jiee aMUHOKUCIOTHBIMHU 3aMEHAMH.

B onmHOM acnekTe cpencTBO MpeAcTaBisieT cOOOH MOJHOCTBIO YEJIOBEUYECKOE aHTUTEINO,
KoTopoe Opuio HampasieHo mnpotrus snurona CD94/NKG2A, ¢ koropeiM moboe u3
BBILICYKA3aHHBIX AHTUTEN CBSA3bIBACTCS.

Byner moHSTHO, YTO B TO BpeMsl KaK BbILIEYKa3aHHbIE AHTUTEJA MOTYT HUCIIOJIb30BATHCS,

ApyTHe aHTUTEIa MOTYT PAacliO3HaBaTh U BbIpabaThIiBaThCs MPOTUB yactu nojunentuaa NKG2A
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70 TeX IOp, NMOKAa aHTUTEJO BBI3bIBAET HEWTpanu3aluio uHruoupyromen akrueHoctd NKG2A.
Hampumep, moboii ¢pparmentr NKG2A, mpenmnoututenbHo, HO He UCKirounTeNbHO NKG2A
yenoBeka miu Jrobass komOuHaims gpparmeHToB NKG2A, MOXKET HCIONb30BaThCS B KAUeCTBE
UMMYHOT€HOB JUIl BBIPAOOTKH aHTUTEJ, W aHTUTENA MOTYT PaclO3HABAaTh SMUTOMBI B JIOOOM
nojoxenun B nonunentuae NKG2A, eciau oHM MOTyT chenaTb 3TO Ha SKCIPECCUPYOLIUX
NKG2A NK-krierkax, Kak OMHCaHO B TaHHOM JOKyMeHTe. B ofHOM BapuaHTe OCyIneCTBJICHUS
SIUTON MPEACTABIsIET COOOH AMUTOM, CeHUPUUECKH PacIIO3HABAEMbIH MTOCPEACTBOM aHTUTENA,
UMEFOIIET0 TsoKeyro 1emnb nox modbiM 13 SEQ ID NO: 2-6 u nerkyro uens nog SEQ ID NO: 7.

B onHOM acnekTe cpencTBO KOHKYPUPYET ¢ aHTUTENoM humZ270, pacKpbITBIM B ITATEHTE
CIIA Ne 8206709 (packpbiTHe KOTOPOTO BKJIFOUEHO B JAHHBIN TOKYMEHT MOCPEACTBOM CCHLIKH)
3a CBSI3bIBAHUE C BHEKJIETOUHOH "acThio perentopa CD94/NKG2A yenoseka. B oqHom acmekre
CPEICTBO KOHKYPHPYET C I'YMaHH3UPOBAHHBIM aHTUTENOM Z199, packpeiTeiM B marente CIITA
Ne 8 796 427 (packpbITHE KOTOPOTO BKJIIOUEHO B NAHHBIH JOKYMEHT IMOCPENCTBOM CCBUIKH) 32
CBSI3bIBAHHE C BHEKJIETOUYHOH uacThio perentopa CD94/NKG2A wuenoseka. KoHkypeHTHOe
CBSI3bIBAHME MOXET OBITh H3MEpPEHO, HampuMmep, ¢ mnomompro 3kcrnepuMmentoB BiaCore, B
KOTOPBIX ~ H3MEPSIFOT  CIIOCOOHOCTH ~ CPEACTB  CBA3BIBATH  BHEKJIETOYHYKO  4acTb
umMoOunmsuposanHoro CD94/NKG2A peuentopa (Hampumep, BBIACJIEHHOTO W3 KIIETOK,
skcnpeccupyrommux CD94/NKG2, unu nosydyeHHOro B OMocucreme), HachlmeHHoro humzZ270.
B xauecTBe anbTEpPHATHBBI H3MEPSIIOT CBSI3bIBAHHE CPEACTB C KJIETKAMM, KOTOpbIe JHOO
HKCIPECCUPYIOT €CTECTBEHHBIM 00pa3oM, MO0 CBEPXIKCIPECCHPYIOT (HAmpUMep, Iocie
BpeMeHHOW wiu  crabunbHOil  TpaHchekumu) peuenrop CD94/NKG2A, u  KOTOpbIe
NPEABAPUTENPHO WHKYOHMpOBAJIM C HAchILAmOIuMU Ao3amu Z270. B ogHOM BapuaHTe
OCYIIECTBJIEHHUS] KOHKYPEHTHOE CBSI3bIBAHME MOJKHO HM3MEPHUTh C NPHUMEHEHHEM CIOCO0O0B,
packpoiTeix B nateHTe CIIIA Ne 8206709, nanpumep, myTeM OLIGHKH CBSI3bIBAHUS C KJIETKAMHU
Ba/F3-CD94-NKG2A ¢ mnoMOLIbIO TPOTOYHOW IUTOMETPUH, KaK IOKa3aHO B mpumepe 15
natenta CIITA Ne 8206709, packpriTHe KOTOPOrO BKJIIOUEHO B JAHHBINH JOKYMEHT IOCPEICTBOM
CCBUIKH.

CpenctBo, HanpaeneHHoe npoTuB NKG2A, Takoe Kak aHTUTENIO, MOXKET ObITh BKITFOYEHO
B (hapMaLeBTHUECKUI COCTaB, COMAEpKAIIWH AaHTHUTENO B KOHLEHTpauuu OT 1 Mr/mim a0
500 mr/mn, roe ykasaHHbIH coctaB xapakrepusyercs pH or 2,0 mo 10,0. CocraB moxer
JOTIOJTHUTEIBHO BKJIFOUYATh OydepHyro CUCTEMY, KOHCEPBAHT(KOHCEPBAHTBI),
CpencTBO(CpPEencTBa), pPEryJHpyrllee TOHUYHOCTb, XeJAaTHPYIoIee CpPeacTBO(CPencTna),
CTa0MIN3aTOPBl U TOBEPXHOCTHO-aKTHBHBIE BelleCTBa. B OJHOM BapHaHTE OCYINECTBIICHHS

(dapmaneBTHUECKUN COCTaB MpencTaBisieT cOOO BOAHBINA COCTaB, T. €. COCTaB, CONEP KALIHIA
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Bony. Takoil cocTaB mpencTaBisieT cOOOH, Kak IpaBMJIO, PacTBOP WM CycleH3uo. B
JOTIONIHUTENIBHOM BapUaHTE OCYINECTBIIEHHs (papMaleBTHUEeCKUN COCTaB MPENCTaBisAeT COOOM
BOAHBIN pacTBOp. TepmuH "BOAHBIN COCTaB" ONpEAENAOT KaK COCTaB, COAEpXKAIUN IO
meHbineit mepe 50% Bec/Bec BOIbI. AHAJIOTUYHO, TEPMUH "BOAHBIN PacTBOP" ONMPEnENsOT Kak
pacTBoOp, conmeprkamuii mo Menbleil mepe 50% Bec/BeC BOABL, U TEPMUH "BOAHAS CyCHeH3Hs"
OTIPENAEISIOT KaK CYCIEH3HUIO, COMEPIKAIIYIO 1O MeHblieil mepe 50% Bec/Bec BOIBI.

B npyrom BapmaHTe ocyuiecTBieHHs (hapMalEeBTHUECKUH COCTAB MPEICTABISIET COOOM
BBICYIIEHHBIH TOCPENCTBOM CyOJMManMKM COCTaB, KyAa Bpad WM MAUEHT J00aBISIOT
pacTBOpUTENH W/ WK pa30aBUTENN NIEpe TPUMEHEHUEM.

B npyrom BapmanTe ocyuiecTBieHHs (apMalEeBTHUECKUH COCTAaB MPEACTABISIET COOOM
BBICYIIEHHBIN COCTaB (HAIPHUMEDP, BBICYIIEHHBIH MOCPEACTBOM CYOIMMAIIMH MM BBICYLICHHBIH
NyTeM  pacClbUIMTENbHONH  CYINKW), TOTOBBIM JUii TPUMEHEHusT 0e3  Kakoro-imdo
MIPEBAPUTEIBHOIO PACTBOPEHHUS.

B nononmHuTensHOM acnekTe (apMaleBTHUECKHUH COCTaB COAEPIKUT BOAHBIN PacTBOP
TAKOro aHturena u Oydep, rae aHTUTENO MPUCYTCTBYET B KOHLEHTPALIMU OT 1 MI/MJI WJIH BBILIE,
U TAe yKa3aHHBIA cocTaB Xxapakrepusyercs pH or mpubmmsurensro 2,0 10 MpHOIM3HTENBHO
10,0.

B npyrom Bapuante ocymectsieHus pH cocraBa HaxOAWUTCs B AMAna3oHe, BBIOPAHHOM
U3 MEPeYHs, COCTOSINEro M3 3HaueHWd oT mpubnusutenvHo 2,0 no npudnusurensHo 10,0, ot
npubmuzutensHo 3,0 1o npubausurensHo 9,0, oT npubnusuTensbHo 4,0 10 npuOIM3UTENIHHO 8,5,
oT npubnuzuTeNnbHO 5,0 1o mpubausutensHo 8,0 ¥ OT NPUOIU3UTENBHO 5,5 10 MPUOIU3UTENBHO
7,5.

B nononHuTeNnsHOM BapuaHTe OCyIIecTBiIeHUs Oydep BbIOpaH M3 TPYIIIbL, COCTOSIIEH U3
arierata HaTpus, kKapOOHaTa HATPHsS, LUTPATA, TIULMI-TIUINHA, THCTHINHA, MIALUHA, JTH3HHA,
apruHuHa, Hatpus aurunpodocdara, nByHaTpueBoro ruzapodocdara, Qocdara Hatpus u
TpUC(TUAPOKCUMETHIT)-aMUHOMETaHa, OHWIMHA, TPULHMHA, SOJOYHOW KHCJIOTBL, CYKLHHATA,
MaJIEeMHOBOUM KHCJIOTBI, ()yMapOBOH KHUCJIOThI, BHHHON KHCJIOTBI, aCIIAPArHHOBON KHCIIOTHI WJIH
ux cMmecedl. Kaxnplii U3 3TUX KOHKPETHBIX Oy(hepoB MpencTaBisieT aJbTePHATHBHBIN BapHUAHT
OCYILIECTBIICHHUSI.

B nononHuTENPHOM BapHaHTE OCYIIECTBJIEHMs] COCTaB JOIMOJHUTEIBHO COAEPKHUT
bapManeBTHUECKH NMPUEMIIEMBbI KOHCEPBAHT. B IOMONHUTENPHOM BapHaHTE OCYLIECTBIICHHS
COCTaB JOTIOJHUTENIBHO COAEPKUT H30TOHMYECKOE CpencTBO. B 1OMONHUTENBHOM BapuaHTe
OCYIIECTBJIEHUs] COCTAB TAaK)XXe COAEPXKUT XeJIaTHpyollee CpeAcTBo. B nomonHuTenbHOM

BapHUaHTEC OCYyILICCTBJICHUSA COCTaB JOINOJIHUTCJIBHO COACPIKUT CTa6I/IJ'II/I3aTOp . B
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JOTIONTHUTEIBHOM BapHAHTE OCYLIECTBJIEHUSI COCTAaB JOMOJHUTENBHO COAEPIKUT MOBEPXHOCTHO-
akTuBHOE BeuecTBo. [l ynoOcTea nenaercs ccbuika Ha Remington: 7he Science and Practice
of Pharmacy, 19" edition, 1995.

B03MOXHO, YTO Apyrue HHrPEeAUEHTbl MOTYT OBITh IPENCTABICHBI B (hapMalleBTHYECKOM
cocTaBe MnenTuaa. Takue MONOJHUTENbHbIE WHIPEIUEHTHl MOIYT BKJIIOYaTb CMAuMBAIOLINE
CPEACTBa, 3MYJIbraTOPbl, AHTUOKCHIAHTBI, 00BEMOOOpa3yIOLINe CPEACTBa, MOTUPUKATOPHI
TOHMYHOCTH, XEJaTUPYIOLINE CPEACTBA, MOHbI METa/Ula, MACIOCOMAEpKAIINe HOCHTEH, OesKu
(HampuMep, YeNOBEYECKUIl CBHIBOPOTOYHBIH AJIbOYMHUH, JKEJATHH WM OENKH) U LBUTTEPHOH
(HampuMep, aMHHOKHUCIIOTA, TaKast Kak OeTauH, TaypyH, apTHHUH, TIWLUH, JTU3HH U TUCTHIUH).
OTU JONOJHHUTENbHBIE MHIPEIUEHTHI, Pa3yMeeTcs, He MOJUKHBI OTPULATENBHO MOBJIHATH Ha
o01Iyro cTabMIIbHOCTH (PapMaIeBTHUECKOrO COCTaBa.

dapmaneBTHUECKHE KOMIIO3HMLIUY, CONEpKAIlUe AaHTHUTENO, MOTYT ObITh BBEICHBI
NALMEHTy, HYXXTAIOIIEeMyCs B TaKOM JICUEHHM, B HECKOJBKO obnacted, Hampumep, o0iacTb
MECTHOTO NeHCTBUS, HAampuMep, Ha KOXY H CIU3UCTYIO, OOJacTH ¢ OOXOJOM BCACBIBAHUS,
HampuMep, BBEIEHHE B apTEPHUIO, B BEHY, B Ceplle, W B 00JACTH, KOTOpPBIE MOAPA3yMEBAIOT
BCAChbIBaHME, HANPUMEpP, BBEACHHE B KOXY, MO KOXY, B MBIIIIY HJIA B OPIOIIHYIO ITOJIOCTb.
BBenenue ¢apmaneBTHUECKUX KOMITO3UIMH MOXET OCYIIECTBISATBCS HECKOJbKUMH IyTAMHU
BBEICHUS, HANpUMep, IOAKOXKHO, BHYTPHUMBIIIEYHO, BHYTPUOPIOIIMHHO, BHYTPUBEHHO,
JIMHTBAJIbHO, CYOJIMHIBAJIbHO, TPAHCOYKKAIBHO, B POT, MEPOPAIBHO, B JKEIYAOK U KHILICYHUK,
Ha3aJIbHO, MHTAJSIIMOHHO, HAlpHuMep, depe3 OpPOHXHUOIbI M ajlbBEONbl MM MX KOMOHMHALHIO,
SMUAEPMANIBHO, AEPMAJbHO, TPAHCAEPMAIbHO, BAarMHAIBHO, PEKTAJIbHO, IJIA3HBIM IIyTEM,
Harpumep, 4epe3 KOHBIOHKTHBY, YPETPAIbHO M MAaPEHTEPATbHO MALEHTaM, HYKIAOIIMMCS B
TAKOM JICUECHHH.

[Monxoxnsimue COCTaBbl HAa OCHOBE AaHTUTENA MOXHO TaKXe ONPEAENHTbh IyTeM
UCCIIEIOBAHMS OMBITA C IPYTHMH YK€ pa3pabOTaHHBIMH TEPANEBTUYECKUMH MOHOKJIOHAJIBHBIMH
aHTUTeNaMu. J{J1s1 HECKONIBKUX MOHOKJIOHAJIBHBIX AHTHUTEIN MOKa3aHO, YTO OHU 3((EKTUBHBI MIPH
KJIIMHUYECKUX COCTOSIHUAX, Hampumep, Rituxan® (purykcumad), Herceptin® (Tpactyzymad)
Xolair® (omanuszymabd), Bexxar® (tocurymomad) m Campath® (amemry3symad) m momoOHbIe
COCTaBbl MOTYT TPHUMEHATHCS C AHTHTENAMH IO HacTosmeMmy wu3o0perennto. Hampumep,
MOHOKJIOHAJIbHOE aHTUTEJIO MOJKET IMOCTaBJATHCA NMPU KOHHEHTpauuu 10 mMr/mia Bo QuakoHax
11 ONHOKpPATHOro mnpumeHeHust oobemoMm iubOo 100 mr (10 mur), smubo 500 mr (50 mm),
coctaBieHHbIX Ui [V BBenenus B 9,0 Mmr/mi xmopuaa Hatpus, 7,35 MI/Mil IUTHIpaTa LUTpaTa
Hatpus, 0,7 mr/mn nonucopOara 80 u cTepuyibHON BoAe IUIsi MHbeKIMi. 3HaueHue pH mosoasit

1o 6,5. B apyroMm BapuaHTe OCYIUECTBJICHHsI aHTUTEJIO MOCTABJISIIOT B COCTaBe, COAEPIKALIEM
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npubnusutensHo 20 MM Na-uutpara, npuommsurensHo 150 MM NaCl, npu pH

npuOIU3NUTENBHO 6,0.

Jleuenne HNSCC

Omnucanbl cocoObl, MPUMEHUMBIE TIPH JIEYEHUH KapuuHOM, B yacTHocTH paka HNSCC, B
yacTHOCTH HeomnepadenbHOi KapuuHOoMbl wiu HNSCC, KOTOphIH SIBISETCS YCTOMYUBBIM K
nerykcumady. Llerykcumab (ERBITUX®) npencrasnsier coboii antuteno k EGFR, xoropoe
Obu10 onobpeHo koHTpompyrommumu opraHamu (FDA) B 2011 g HNSCC.

VYcroiiunBas k wneTykcuMaly KapIHOMa MOXKET MpOrpeccHpoBaTh (HAmpuMmep, He
NPOSIBJIIET OTBET, PELUANBHPYET, PACIPOCTPAHSETCS HA JPyTUe OpraHbl), HECMOTPsl Ha
MPEeIIIeCTBYIOIIEe JISYEHUE C MMOMOIIBIO LeTyKcuMaba (M HeoOs13aTeNbHO JTYYeBOU Teparuu WiH
APYyTUX BHIOB JieUeHHs)). B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS HWHIUBUAYYM, Ybe
3a0o0neBaHNe PakoM MPOTrPECCUPOBANIO, MOT MOJYYaTh MPEAIIECTBYIOLIEE JEUEHHE C TTOMOILIBIO
[eTyKCcuMala B KaueCTBe MOHOTEpaNHH. B HEKOTOPBIX BapHAHTaX OCYIIECTBJICHUS] HHANBUIYYM,
ybe 3a00JI€BaHHME PAKOM IMPOrPECCHPOBAIO, MOT IOJNYYaThb IMPEALIECTBYIOIEE JIEUEHHE C
MOMOIIBI0 ETYKCUMada, OOBbEIUHEHHOIO ¢ XHMHOTEPANeBTUYECKUM CPEACTBOM (Hampumep,
Teparnus ¢ MpUMEHEHUEM IpenapaTa Ha OCHOBE IIJIATHHbI), MU IIeTyKcuMada, 0ObeIMHEHHOTO €
Ay4eBOM Tepanued. B  HEKOTOpPBIX BapuaHTax OCYIUECTBJIEHUs B  JONOJHEHHE K
NPEAIIECTBYIOIIEMY KYPCY TEpaIuy C IIOMOLIBIO LieTyKcuMada (HeoO0s3aTeIbHO JONOIHUTENBHO
B KOMOMHAIMM C JIy4eBOH Tepamuel, XWUMHOTEpalued W/WIM JApPyTUMH CPEACTBAMH)
UHIUBUAYYM TIOJIy4aj] JOMOJHUTENIbHBIM MNPEAIIECTBYIOIMNA Kypc TEpanud C IOMOLIBIO
XUMHOTEPAIeBTUYECKOrO  CPEACTBA HA  OCHOBE  IUIATHHBI, IN€  JOTOJHUTENbHbIN
NPEAIIECTBYIOIINNA KypC TEepaluu C TOMOIIBIO CPEACTBA HAa OCHOBE IUIATHHBI BBOIST Tepen
KyPCOM TepaIuH ¢ TOMOLIBIO [eTyKCHMa0a.

B onmHom Bapuante ocymectBieHuss kapuuHoMa ssisercs HNSCC. HNSCC
NpPEACTaBIsieT COOON TUIOCKOKJIETOYHYIO WM Oa3ajOMAHYIO OIyXOJb, KOTOpash BO3HUKAET B
00JTaCTH TOJIOBBI MJIH IIEH, W BKJIIOYAET OMyXOJH HOCOBOW MOJIOCTH, HOCOTJIOTKH, IMa3yx, ryo,
pTa U POTOBOM MOJIOCTH, CIFOHHBIX JKeJie3, TIIOTKH, runodapuHKca WM TOpTaHu. Buasl nedenus,
PACKPBIThIE B HACTOSIILEM TOKYMEHTE, MOTYT ObITh, B YaCTHOCTH, IPUMEHNMBI, HAIPUMED, TPU
JIEYEHUH OMyXOJIE€H POTOTJIOTKH, OMyXOJeH roOpTaHu, OMyXOJied POTOBOM MOJIOCTU M OMyXOJen
runoapuHKca. ITH OMYXOJIH PETYJSIPHO BBIIBISIIOTCA MPAKTUKYIOIIUMHU BpadaMy B OOJACTH
OHKOJIOTMH, HalpuMep, BpadyaMH, XUMHOTEPANIEBTAMH, ITATOTUCTOJIOTAMH U OTOJIAPHHIOJIOTaMH,
u xupypramu rojiosl u meu. HeoOsizarensHo HNSCC mpencrasisier coO0i HeMeTacTaTHYeCKHiA

HNSCC.
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B mo0ObIx BapwaHTax OCYINECTBJIEHUS B JaHHOM JOKYMEHTE, €CIM KOHTEKCT He
yKa3biBaeT uHOe, pak rojosel u meu (Hampumep, HNSCC) HeoOs3aTenbHO MOKeT ObITh
ONpeNeNleH KaK MECTHO pPELUUAMBHUPYIOLIMH, OTAAJEHHO METacCTaTUUeCKUN W/MIM MOKET
CUMTATbCS HEW3NeuuMbIM (M Jro0as uX KOMOMHALMS, Takas Kak, HampuMep, MECTHO
PELUANBHUPYIOLINI, MECTHO pPELUAUBHPYIOLUINI M OTAAJEHHO METAacTaTMYeCKHH, MEeCTHO
PELUANBHUPYIOLUINI M HE OTAAJIEHHO METAaCTaTUYECKHii, BO3MOXHO, KPpOME TOro, B JIOOOM H3
BBILIEYKA3aHHBIX CIYYaeB CUUTACTCS HEU3JICYHMBbIM.

B ogHOM WIUTFOCTPATHMBHOM aCHeKTe MPENCTaBJIeH Croco0 MpeKpalieHusi, oOparieHus
win cHuxkeHuss mnporpeccupoBanus HNSCC y  Miekonuraroimero-xo3siiHa (Hampumep,
NalueHTa-4ejioBeKa), crpangarmomero HeornepabenbHbiM pakomM HNSCC, u y koroporo
3a00NeBaHNE WM PaK MPOTrPECCUPOBAT HECMOTPSl HA MPEALIECTBYIOIIEE JICUEHHE C MOMOIIBIO
[eTYKCUMada OTAENIbHO WJIM LeTyKCHMada, OObeJMHEHHOrO0 ¢ XUMHOTEpANed WM C JIy4eBOH
Teparuei, Mpu 3TOM CHoco0 BKIIIOYAET BBENEHHE MALMEHTY CPENCTBA, HAIMPABICHHOTO NMPOTUB
NKG2A (manpumep, anturensa kK NKG2A), komnosunmu anturena k NKG2A  wim
COOTBETCTBYIOLIEH KOMIO3ULIMH (HANPUMep, HYKJIEHHOBOH KUCIIOTBI, KOAUPYIOLIEH aHTUTENO K
NKG2A) B ko4ecTBe, JOCTATOUHOM JIJIsl BBISIBJIIEMOT0 CHIKeHUs rporpeccuposanuss HNSCC
y XO3sIMHA.

B npyrom acnekre mpencrasien crioco0 npenotrspaieHus: nporpeccuposanust HNSCC
0 METAaCTaTU4YeCKOro paka y MJIEKOMUTAIOIIero-Xo3suHa (HampuMmep, MNalleHTa-4eloBeKa),
CTPaJaOLIero HeomnepadeNbHbIM HEMETACTATUYeCKUM PaKOM, IIPH 3TOM HeoOs3aTeNbHO
JOTIOTHUTEIPHO PaK IMPOrpecCHpOBall, HECMOTpPSI Ha NPEIIIECTBYIOLIEE JIEYEHHE C MOMOIIBIO
Herykcumada, TpU 3TOM CIMOcoO BKJIIOUAET BBEACHUE MAILMEHTY CPEACTBA, HAMPABJICHHOTO
npotuB NKG2A.

B nrobom BapuaHTe OCYILIECTBJICHHS B JaHHOM JOKYMEHTe 3a00JieBaHHE, PaK WM
HNSCC, xoropslii mporpeccupyer, HECMOTPsI Ha NPEIUIECTBYIOIIEE JICUEHHUE C IOMOIIBIO
[eTyKCuMala, MOXET OTHOCUTBhCS K 3a0oneBanmto, paky wmwin HNSCC, ycroiuuBeM K
nerykcumady. ManuBuayyma, Kotopslii ctpagaer pakoMm i HNSCC, KoTopslil mporpeccupyer,
HECMOTPSl Ha TMPENLIECTBYIOINee JIeUeHHEe C IIOMOINBI ILeTyKCMMada, MOXKHO Ha3bIBaTh
UHIMBUAYYMOM, KOTOpBIA sBisiercs (wnu ube 3aboneBanue, pak mwmm HNSCC sBnsercs)
YCTOMYUBBIM K LIETYKCUMaOy.

B onHoMm BapuaHTe ocyiiecTBIeHUs CpencTBo, HanpasieHHoe npotuB NKG2A, BBozsT B
KOMOMHAIMU C neTykcuMaboMm. Pak, KOTOpBIN SBJAETCS YCTOMUMBBIM WJIH, HampUMep,
IPOTPECCUPOBaJl, MOKHO HEOOsA3aTeIbHO OXAapaKTePU30BaTh KaK OIyXOJNlb, YCTOWYHBYI K

JIEYEHHIO C MTOMOIIBIO LIeTYKCUMala, a He, HalpuMep, HOBYIO NIEPBUYHYIO ONyXOJb. Y CTOHYNBAs
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K LEeTyKCUMaly OMyXOJIb MOJKET, HAIpUMep, BOSHUKHYTb B TOU e 00JacTH M BO BpeMs Kypca
JIEYeHHs C MTOMOIIBIO IIeTyKCMMala UM B OrpaHMUYEHHBIN MEPUO NOCIe OKOHYAHUS JIEYEHUS C
NOMOIIBI0 1eTyKcumaba (Hanpumep, 1, 2 wuinm 3 roma wim MeHble, Hampumep 3, 4, 6, 9
MECSILIEB).

B onaHOM BapuaHTe OCYLIECTBJIEHHUs NMPEACTAaBJIEHbl KOMIO3ULIUU AJs1 IPUMEHEHUs MIPU
JeyeHnH 3a00JIeBaHMsI, HAMPUMED PakKa, YCTOMYMBOTO K LeTyKcuMady. B HEKOTOpBIX BapraHTax
OCYIIECTBIIEHHSI MPEICTABJIEHO CPEACTBO, KOTOPOE HEUTPATU3yeT MHTHOUPYIOIIYIO aKTHBHOCTb
NKG2A uyenoseka, w/wiu uetykcumad st npuMmenenus B jedeHnd HNSCC unouBuayyma, y
kotoporo pak HNSCC ycToiiuuB K JiedeHHIO (HAMpUMEp, MPENIIECTBYIOMEMY JIEYCHHIO) C
MOMOIIBIO IeTyKCHMada (HampuMmep, OTAETbHO LETYKCHMaOOM I B KOMOWHALUH C APYTHM
CPEACTBOM, TaKMM KaK XHUMHOTEpamusi WJIM JydeBas Tepamusi). B omgHOM BapuaHTe
OCYIIECTBIIEHHSI MPEICTABJIEHO CPEACTBO, KOTOPOE HEUTPATU3yeT MHTHOUPYIOIIYIO aKTHBHOCTB
NKG2A wdenoseka, nnsi mnpumeHenuss B JjeueHun HNSCC y wuHIuBMAyyma-deloBeka,
NOJIyYaBIIEr0 MPEAIIECTBYIOIIEE JIeUeHHEe C IOMOILIbI0 LEeTykcuMada, TMpH 3TOM JieUeHUe
BKJIFOYAET BBEICHHE HHIUBUAYYMY 3((PEKTHBHOrO KoJIMYecTBa KaKAOro H3:. (a) Cpencrsa,
HeoOs13aTeNIbHO aHTUTENa, KOTOpOoe HelTpanuzyer WHruOupyromy aktuBHOcTh NKG2A
gyenoseka, u (b) merykcumaba. B omHOM BapuaHTe OCYIIECTBIEHHS pPaK MM KapLUHOMA
npexncrasisier coboit HNSCC.

B opHOM BapmaHTe OCYLIECTBJIEHMs IPEACTABIEH LETyYKCUMaOd i NPUMEHEHUs B
neuenun HNSCC y wuHaMBHMAyyMa, NOJydYaBIIEro IpeALIECTBYIOINee JedeHue (Hampumep,
HePBBIN Kype JIEUeHHs ¢ MOMOLIBIO IIeTYKcuMada), I7ie YKa3aHHOE JIeUeHHEe BKIIIYAeT BBEICHHUE
UHIUBUAYYMY 3(PPEKTHBHOrO KOIMYECTBA KAKAOTO U3: (a) CpeacTBa, HeOOsS3aTeIbHO aHTUTENA,
KOTOpoe Helrpanusyer MHrubupyroomyr aktuBHOcTb NKG2A wyenoseka u (b) merykcumaba
(HarmpuMep, BTOPOH KypcC JICUEHHs C MOMOIIBIO LeTykcuMada). Takum oOpa3oM, HHOUBUIYYMA,
KOTOPBIH MOJIyYaJl MEePBBIH, MPEAIECTBYIOLINI KypC JIEYEHUsS] ¢ TIOMOLIBIO LeTyKCcuMaba, 1 4be
3a0oNeBaHNe MPOrPECCHPOBAJIO BO BPEMsl WJIM IIOCIE TAaKOro IEPBOrO Kypca JIEUEHHUs C
MOMOIIBIO IIETYKCHMMa0a, MOYKHO JIEYHTb C IMOMOINBID BTOPOrO Kypca JICYEHHs C IOMOIIBIO
HeTyKcnMada, B KOTOPOM MHeTyKcuMad TPHMEHSIOT B KOMOWHAIMHM CO  CPEICTBOM,
HEeOoOs3aTeNIbHO aHTUTENIOM, KOTOpPO€ HelTpanusyer HHrudupyromyr akTuBHOCTH NKG2A
gyenoBeka. TakuM 00pa3oM, WHAMBHUAYYM, KOTOPBIA MOJNydasa MEePBbIH MPEIIIECTBYIOMUN Kype
JEYEHHUsT C MOMOILIBI0 LEeTyKcuMaba MOXKHO JIEUYHUTh € MOMOINBI 3(P(EeKTHBHOrO KONINYECTBA
KaKa0ro u3: (a) CpeacTna, HEOOS3aTebHO aHTUTENA, KOTOPOE HEHTpaanu3yeT MHTHOHPYIOIIYIO
aktuBHOCTh NKG2A wuenoseka u (b) werykcumaba (BTOpPOH Kype JI€UEHHS C TOMOIIBIO

LeTyKcruMada).
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B onHOM acmekTe mpuMeHeHHe IeTyKCcHMMada W/WJM CPeACTBa, KOTOPOE HeHTpanu3yer
uHruoupyrouyro aktuBHOCTh NKG2A, oOycnaBnuBaer yMeHbIIEHHE OIyXOJIEBOM HArpyskH,
HeoOs13aTeNTbHO 00YCIIaBIMBAET YMEHbIIEHHE CYMMbl AMAMETPOB OYaroB MOPAKEHHs KIETKH-
MHUULIEHU [0 CPABHEHMIO C UCXOAHON CyMMON AuameTpoB. B onHOM BapuaHTe OCYLIECTBIECHUS
NpUMEHeHHe LeTykcumaba W/WiM CpencTBa, KOTOPOEe HEWUTPaau3yeT WHTHOMPYIOLIYIO
aktuBHOCTh NKG2A, mpenHazHayeHO ISl 3aMEMJICHHs] MPOrpecCHpoBaHusl paka. B omHOM
BapHUaHTE OCYLISCTBIEHHUs MPUMEHEHHE LEeTyKCuMada W/WIN CPelcTBa, KOTOPOe HEHTpaiusyer
uHruoupyrouyr aktuBHOCTh NKG2A, npeaHasHa4eHo U 3aMEIJICHUs] MU MPEeIOTBPAIIEHHS
MeTacTa3upOBaHUs MPU PaKe.

ITopxopsiye NPOTOKONbI JIEUeHUsl AJs JIeUeHUs] MHIUBUAYyMa BKJIIOYAIOT, HampuMep,
BBEJICHUE WHIUBUAYYMY 3((EKTUBHOTO KOJMYECTBA AHTHTENA, KOTOPOE HEUTpPaIH3yeT
uHrnoupyromyr aktuBHOCTE NKG2A yenoBeka, mpu 3TOM criocod BKIIFOYAET MO MEHbIIEH Mepe
OJIMH LIMKJI BBEAECHUs], B KOTOPOM IO MeHblel Mepe oAHy ao3y aHTturena kK NKG2A BBoasT B
nose 1-10 mr/kr Beca Tena. B oqHOM BapHaHTe OCYIIECTBICHHS LIUKJ BBEACHHUS COCTABIISET OT 2
Hezenb 10 8 Henenb.

B onHOM BapmaHTe OCYIIECTBJIEHHS CIOCOO BKJIIOYAET MO MEHBIIEH Mepe OAWH IHKJI
BBEICHUS, TI€ LIUKJI MIPEJCTABIIAET COOOH Mepruon n3 BOCbMHU HeeNb WM MEHbIIE, IPU 3TOM IS
KaKAO0rO MO MEHbIIEH Mepe OJHOro LMKJIA ABE, TPU WM 4YeTbipe A03bl anturena k NKG2A
BBOZAT B 103e 1-10 MI/kr Beca Tena.

B ogHOM BapuaHTe OCyIecTBIIeHUs] CPeaCTBO, HanpaBaeHHoe MpoTuB NKG2A, BBOISAT B
Konu4ecTse, 3¢ PekTuBHOM aiisi HachiueHus peuentopoB NKG2A Ha muMdonurax B TeUeHHE 10
MEHbIIIeH Mepe OIHOI HeNeNu, ABYX Heelb, TPeX Helelb WU 4YeThlpex Henenb. B HekoTopbIx
BapHaHTaX OCYILIECTBJICHUs 103y (Hampumep, Kaxaywo no3y) antutena k NKG2A BeomsT B
KOJIMYECTBE, COCTABJISIIOIEM puOm3uTenbho 1,2, 3,4, 5,6, 7, 8, 9 wnu 10 mr/kr.

B oxHOM acriekTe mo 1000My BapHaHTy OCYLIECTBICHHS B TAHHOM JIOKYMEHTE aHTUTEJIO
k NKG2A BBOAST OMH pa3 NpUOIM3UTENBHO KaXK/IbIE IBE UM YE€ThIPE HEIEH.

Hocraeka anturena k NKG2A uHauBunyymy (1100 MOCPEICTBOM MPSIMOTO BBEICHHS,
7100 SKCIPECCHH M3 HYKJIEMHOBOW KUCJIOTHI B HEM, HAIIPUMED, M3 BEKTOPA MEPEHOCA BUPYCHOTO
I'€Ha OCIIbI, COMEPIKAIIETO MOCIEN0BATENbHOCTH(TIOCIEAOBATENIbHOCTH) HYKJIEUHOBOH KHUCIIOTBHI,
konupyromyro antuteno kK NKG2A), u npuMeHeHne Ipyrux crnocoOOB B JAaHHOM JOKYMEHTE
MOJKET HCIOJIb30BAThCS U CHUKEHUS, JIEUEHMs], NMPEAOTBPALlEeHNUs WJIH WHOTO YMEHBIICHMUS
MHTEHCUBHOCTH JIFOOOTO MOAXOASINErO aclekTa IPOrpecCHpoBaHus paka (B YaCTHOCTH,
nporpeccupoBanusi HNSCC). PackpbiThie B JaHHOM IOKYMEHTE CIHOCOOBI MOTYT OBITh, B

YaCTHOCTHU, IMPUMCHHUMbI MIPU CHUKCHHUU 15007 M 071 YMEHBIICHUHU MHTCHCHUBHOCTU POCTAa OIYXOJIH,
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KOJINYECTBA KJIETOK OINYXOJNU U JIOOOro mapaMmerpa WM CHMIITOMA, CBSI3aHHOTO C HUM
(Hampumep, OmomapkepoB). PackpeiTble B JaHHOM JOKYMEHTE CHOCOOBI MOTYT OBITh, B
YaCTHOCTH, TNPUMEHMMbl TIpU  MPEJOTBPAIIEHUH  PELUANBA  ONYXOJH, YBEJIUYEHUU
IPOOJKUTEIBHOCTH BBDKHUBAEMOCTHU 6e3 IPOTPECCUPOBAHNH, NPEAOTBpPALEHUN
meractasupoBaHusi. CrocoObl, KOTOpble CHMXKAKOT, NPEJOTBPALIAIOT MM HMHBIM 00pa3oM
OCHa0JISIIOT TSDKECTh TaKMX ACMEeKTOB TMPOTPECCUPOBAHMS Paka, HE3aBUCHMO U COBMECTHO,
SIBJIIFOTCSI TIPEMMY LIECTBEHHBIMU 3JIEMEHTaMU.

B npyrom acnekre mpeacraBiieH Crnoco0 CHU)KEHUS PUCKA MPOTPECCUPOBAHHS paka,
CHIDKEHHsI PUCKA IAJbHEHIIEro MpOTrPecCUPOBAHMS paka B MOMYJSIIHH KJIETOK, KOTOPYHO
MOJBEPIJIM CTUMYJIMPOBAHUIO, W/WINA OOECIIEUEeHHUS] TEPANEBTHUECKOTO PEXXHMA JUIS CHIDKEHHS
NPOTPECCUPOBAHMS PaKa y TMAIlHEHTa-ueIOBeKa. B JOMONHUTENPHOM AaCHeKTe MpeaCTaBleH
croco0 TOBBIIIEHUs] BEPOSTHOCTH BBDKMBAHUS B TEYEHHE COOTBETCTBYIOIIErO NepHoma Y
nalyeHTa-4enoBeka, y koroporo nuarsocruposaiu HNSCC. B apyrom acnekte npeacTaBiieH
crocod yiydIIeHHWe KadecTBa JKU3HHM ManueHToB, crpagarommx HNSCC, Bkmrouaromuii
BBEJICHUE MAILMEHTY KOMIIO3ULIUH B KOJNYECTBE, d(P(PEKTUBHOM JJIsl YIYUIIEHUS KauyecTBa UX
KU3HU. B JOMONHUTENPHOM acmeKkTe CIOCOOBl, OMHMCAHHBIE B JAHHOM JOKYMEHTE, MOXKHO
NPUMEHSTH Ul 3HAYUTEJIbHOTO YMEHBIIEHHs pa3Mepa ONyXOJH HIIM OINyXOJIEeBOW Harpy3ku. B
JOTIOJIHUTENIBHOM aCIeKTe CIIOCOOBI, ONMMCAHHBIE B JAHHOM JOKYMEHTE, MOJKHO NMPUMEHSTh JJIS
3HAYUTENBHOrO CHIDKeHUs1 konndectBa kieTok HNSCC y mo3BOHOYHOrO *KMBOTHOTO-XO35MHA,
Tak, 4roObl, Hampumep, obmee uuciao kinetok HNSCC ymensmanocs. B cBsizu ¢ 3Tum
NPEACTaBICH CHoco0 YHHYTOXKEHHs (Hampumep, MNPsIMOTO HWJIM KOCBEHHOTO oO0ecredeHus
rudesn) kietok HNSCC y mo3BOHOYHOTO, TAKOTO Kak OOJIbHOM pakoM 4YesiOBeK.

Kak mpaBuiio, mporpeccCupoBaHHe paka M OTBETHBIE PEAKLIUU MOTYT OBITh ONpeesIeHbI
UCCIIEIOBATE]IeM B COOTBETCTBHHM CO CTAHAAPTHBIMH COTJIAIICHHSMH O KPUTEPHsIX OTBETa
OIyXOJIM, Harpumep, B cooTBeTcTBUU ¢ "KpurepusMu olieHKH OTBeTa Ha COJNMAHBIE OMyXOJau"
(RECIST) vl.1, xak nogpodno omucano B Eisenhauer, EA, et al, New response evaluation
criteria in solid tumours: Revised RECIST guideline (Bepcust 1.1), Eur J Cancer 2009:45:228-
247, pacKpbITHE KOTOPOTO BKJIKOYEHO B JAHHBIN JOKYMEHT NOCPEICTBOM CCBUIKH.

PackpbeiToe B HaHHOM JOKyMeHTe CpeAcTBO, Heurpammsyromee NKG2A (manpumep,
aaturenno k NKG2A), MOXXHO HCHONB30BaTh s JIEUEHUs] MHANBUAYyMa B KOMOHMHALUU C
nerykcumadbom. CrenoBarenvHo, npu nporpeccupoBannn HNSCC Bo Bpemsi uiam mocie
MIPEIIECTBYIOIIEr0 Kypca Ha OCHOBE LieTykcuMada (MpeamecTBYIOMUNd Kype LeTykcumada He
BKJIFOYaeT KOMOWHUPOBAHHOE JIedeHHe cpencTtsomM, Hehrpamusyroumm NKG2A) naauBuayyma

(HampuMmep, cTpajmaroIero HeornepadeNbHbBIM HEOOsS3aTeIbHO HEMETAaCTaTHUYECKUM PaKOM)
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MOXHO JIeYWTh C TIOMOINBI0 KOMOMHAUWU cpenctsa, HedTpammsywoomero NKG2A, u
nerykcumada. IlpenimecTByronuii kype meTykcumada MOXKET BKJIIOUaTh OFHO WJIM HECKOJBKO
JOTIONIHUTENIBHBIX CPENCTB WM BUAOB TEPAllMM, B YACTHOCTH, JIYYEBYIO TEpaNHiO W/WIU
XUMHOTEPATHIO.

B HekoTOpBIX Cilydasx mepen NPenuIeCcTBYIOIINM KypcoM Lerykcumaba (imbo B
Ka4yecTBE MOHOTepamnuu, JUOO HeoOs3aTeNbHO B KOMOWHALIMU C JIyYEBOW Tepamuen W/Muiu
XUMHOTepanuel) WHIUBUAYyM OyneT Tmojydarh eme Oojee paHHUH Kype JICYeHHs
XUMHOTEPANEeBTUYECKIM CPEACTBOM Ha OCHOBE IUIATUHBI, HANPHUMEP, WHAWBUAYYM MOJyYal
KypC JIEYEHHUS TIpenapaToM Ha OCHOBE IUIATUHBI C TIOCIEAYIOIIMM KypCOM JICYCHHUS
LETYKCUMaOOM. B NaHHBIX yCIOBUSX HHIUBUAYYM MOT NEPEHECTH MPOTPECCHPOBAHME PaKa,
HECMOTPSI Ha JIEUEHHE CPEICTBOM Ha OCHOBE IIJIATHHBIL, & 3aTeM IOJTy4all MOCIEeAYIOLIee JIUeHUe
LETYKCUMa0OM (TIpeNIeCTBYIOIUN Kype LeTyKCuMada), TPy 3TOM IEeTyKCHMad HeoOsS3aTeNbHO
BBOJIMJIM B COYETAHHWU C JIYUYE€BOH Tepamuel W/WiIM XUMHOTEPAeBTUYECKHM CpencTBoM. Ecim
UHIMBUAYYM 3aT€M MEPEHOCUT MPOTPECCUPOBAHME PaKa, HECMOTPS HA JIEYEHHE C TOMOLIBIO
NPEAIIECTBYIOIIErO Kypca IMeTyKCcMMada, WHAMBHIYyMa MOXKHO JIEUUTh C ITOMOILBIO
KOMOHWHaLMK CpencTsa, Helrpanusyromero NKG2A u nerykcumada.

KomOunupoBanHoe BBenmeHue cpenctsa, Heurpammsyromero NKG2A, u nmerykcumaba
BKJIFOYA€T OJHOBPEMEHHOE BBEJEHHE COEIUHEHHs B HACGHTHYHBIX WM  Pa3JIHYHBIX
JIEKapCTBEHHBIX (POpMax MM pa3feNbHOE BBEACHNE COEAMHEHNH (Hanpumep, MocieoBaTeIbHOe
BBeneHne). Takum oOpasoMm, cpencrso, Herrpamusyromee NKG2A, u nerykcumad MOryT ObITh
OIIpeAeNeHbl, KaK COCTABJICHHBIE JJISI PA3[ebHOTO BBEAECHUS U BBOAMMBIC OJHOBPEMEHHO WM
nocienoBatenbHo. JleueHne HeoOs3aTeNbHO MOXKET OBITh OOBEIUHEHO C BBEIEHHEM OJTHOTO MJIH
HECKOJIbKUX JIOTIOJIHUTEIbHBIX TEPANEBTHUECKUX CPENCTB. B OMHOM BapHaHTE OCYINECTBIICHHS
Kypc JieueHuss C IMOMOLIbIO cpencTBa, HeWrpanusyroumero NKG2A, Bkirodaer CpencTso,
Heiitpammyromee NKG2A, u uerykcumad 0e3 Jpyrux TepaneBTHYECKUX (HAmpuMep,
NPOTHBOPAKOBBIX) CPEeACTB. B IpyroM BapuaHTe OCYLIECTBICHHS KypC JIEUEHUsS] C TTOMOLIBIO
cpencrea, Heurpanusyromero NKG2A, Bkimodaer cpeactso, HehlrTpammsyromee NKG2A,
LEeTYKCUMa0 W eIe OJHO IONOJHHUTENbHOE TepaneBTH4Yeckoe (Harmpumep, MPOTHBOPAKOBOE)
CPEACTBO.

JlonoHUTENbHOE WIM KOMOMHMPOBAHHOE BBEIEHHE CPEICTBA, HANPABIEHHOI'O NMPOTUB
NKG2A, u nerykcumada, Kak UCHOJB3YeTCs] B JAHHOM JOKYMEHTE, BKIFOYAaeT OJHOBPEMEHHOE
BBEJICHUE COCOUHEHWH B MIASHTHYHBIX MM PA3JUYHBbIX JIEKAPCTBEHHbIX (opMax, WM
pa3zenbHOe BBEIEHUE COeNUHEHUH (HampumMep, NocienoBaTenbHoe BBenenue). Takum obpasom,

cpenctso, HarpasieHHoe npoTuB NKG2A, u nerykcuma® MOKHO BBOAHTH OJHOBPEMEHHO B
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OJIHOM cocTaBe. B kadecTBe albTE€pHATUBBI CPEACTBO, HampasieHHoe npotuB NKG2A, u
LETYKCUMa0 MOTYT OBITb COCTaBJIEHBI JUIsl Pa3[eNbHOTO BBEAECHUS U BBOISATCS OJHOBPEMEHHO
WJIU TIOCIEAOBATENBHO.

B cnocobax neuenns antureno Kk NKG2A u nerykcumad MOXKHO BBOIUTH Pa3AeibHO,
BMECTE WJIM MOCJIEJ0BATENbHO, WUIM B CMeCU. B HEKOTOPBIX BapuaHTaxX OCYILECTBICHMUS
nerykcumad BBoasT nepen BeeneHueMm anturena kK NKG2A. Hampumep, antuteno k NKG2A
MO>KHO BBOAMTH 3a OT mpubnusurenbHo 0 1o 30 gHei 1o BBeneHus neTykcumada. B HeKoTopbIx
BapuaHTax ocyectsieHus: aHtuteno kK NKG2A BBomsT 3a oT nmpubiusutenbHo 30 MUHYT 110
NPUOIU3UTENBHO 2 HEAeNb, OT MpHOMM3UTEIbHO 30 MUHYT OO MPUOIU3UTENBHO | Henmenu, oT
npubnu3uTenbHOo 1 byaca 10 MPUONM3HUTENBHO 2 HYacoB, OT MPHOJM3HTENBHO 2 YacoB 10
NpUONU3UTENBHO 4 YacoB, OT MPUONM3UTENBHO 4 YacoB A0 MNPHUONHM3UTENBHO 6 HYacoB, OT
NpUOIU3UTENBHO 6 YacOB A0 NMPHUOIM3UTEIBHO 8 4acoB, OT MpUOIM3NUTENBHO 8 HacoB 10 1 mHs,
Wi oT npubnmsutenbHo 1 10 5 nHEH no BBemeHMs LeTykcuMmada. B HEKOTOpBIX BapHaHTax
ocymecteineHust antureno k NKG2A BBOAST OMHOBPEMEHHO C BBeIeHHEM IlieTykcumaba. B
HEKOTOpBIX BapuaHTax ocyuiectBieHus aHtureno K NKG2A BBoadT mnocie BBeAEHUs
nerykcumaba. Harmpumep, antuteno k NKG2A MoxHO BBOAUTH 4Yepe3 oT npudansutensHo 0 10
30 nHeli mocie BBeeHMs LieTykcuMaba. B HEKOTOpPBIX BapMaHTax OCYLIECTBIEHHs aHTUTENO K
NKG2A BBogsT uepe3 oT npudbausutesbHo or 30 MUHYT A0 NPUONU3UTENBHO 2 Henlelb, OT
npubausutensHo 30 MUHYT A0 npuOnusutenasHo 1 Hemenw, OT mpubiam3uTesnpHO 1 waca 10
npuOIM3UTENPHO 2 4acoB, OT NPHOJM3UTENBHO 2 YacoB 1O MNPUOIU3HTENbHO 4 4YacoB, OT
npUOIU3UTENILHO 4 YacoB O MPHONM3HMTENBHO 6 4YacoB, OT MPHOIM3UTENBHO 6 HYacoB 1O
NpUOU3UTENBHO 8 YacOB, OT MPHUOIM3UTEIBHO § 4acoB A0 | AHs Win OT mpubnu3uTenbHo 1 10 S
IHEeH 1ocye BBEACHUS LIeTyKCHMaoa.

IMogxonsue TPOTOKOJBI JICUCHHs] Ui JiedeHus: denoBeka, crpamatomero HNSCC,
BKJIFOYAIOT, HANpPUMeEpP, BBEIAEHHE MarueHTy 3((EKTHBHOTO KOJMYECTBA KaXIOTO AHTHUTENA,
KOoTOpoe HeWTpanu3yeT akTUBHOCTh NKG2A, u nerykcumaba, mpu 3TOM CHoco0 BKIIFOYAET IO
MEHbIIEH Mepe OJMH LIMKJ BBEACHUs, B KOTOPOM IO MEHbLIEH Mepe OAHY A03y aHTUTENA K
NKG2A BBOzAT B 103€, cocTaBjsitomneit 1-10 mr/kr Beca Tena (HampuMep KaskIble IBe HENEIH),
U BBOIAT IO MEHbIIEH Mepe OHY 03y, HeoOs3aTeNbHO IO MEHbLIEH Mepe ABe J03bI
HeTykcnuMada, HeoOs3aTeIbHO TIPU 3TOM LETYKCHMAal BBOISIT B 103€, COCTaBsIroel 250 MF/MZ,
eXKEeHeIeIbHO, He00s3aTeIbHO MPH 3TOM LIETYKCUMa0 BBOIST B 1103€, cocTaisitomeit 400 MF/MZ,
B Kau€CTBE HAYAJIbHOM J103BI, C MOCAEAYIOLIEH 10 MEHbILIEH Mepe OAHOM A030M, COCTABIAIOLICH

250 mr/m” exenenensHo. B moGom BApUAHTE OCYIUECTBJIEHUS B JAHHOM JOKYMEHTE Ka’KIyIO
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no3y anturena k NKG2A MoxXHO BBOIUTH B (PMKCHPOBAHHOW [103€, HanpuMep, UKCHPOBAHHON
no3ze, cocrapisronteii ot 100 no 1000 mr, HeobsizaTenbro oT 200 no 1200 mr, Hanpumep, 750 mr.

B onHOM BapuaHTe OCYIIECTBJIEHHUS CIIOCOO BKIJIIOYAET IO MEHbLIEH Mepe OIUH MEePHOA
BBEJIEHMs (HAIpuMep, LUKJ BBEACHUs), TIe LUK MM MePUOJ COCTABISIET BOCEMb HElemb (UiH
MEHBbIIE), IPU ITOM IS KaXKAOT0 U3 MO MEHbLIEH Mepe OAHOro Nepuosa e, TPH WM YeThbIpe
no3el antutena k NKG2A BBoasT B 103e, cocTaBjsiroinei 1-10 Mr/kr Beca Tena (Hampumep,
dbukcupoBaHHast 103a, cocraBisitomas ot 100-1000 mr, Heobsi3atenpHO oT 200-1200 M,
Hanpumep, 750 mr). B omHOM BapuaHTe OCYIUECTBJICHUS KaKIAbIH LUK IOMOJHHTEIBHO
BKJIFOYAET BBEIEHHE JBYX, TPEX, YETBIPEX, MATH, IECTH, CEMU HJIM BOCBMH J03 LIETyKCHMada B
nose, cocrapisromeii 250 mr/m’.  HeoGs3aTeNbHO LHKJI  BKIIOUYAET Harpy304Hyl 03y
Herykcumada, T. €. mepBas 1032 B LUKJIE BKIIOYAET BBEIECHHE OIHOW HAYaIbHON HO3bI
neTykcumaba B 103e, cocTapisiorneii 400 Mr/M%, U MOCTeAyomeil 103bl LeTyKcnMaba B 103e,
cocrapsromeit 250 mr/m’.

Antuteno k NKG2A MOXHO MNpeuMyLIeCTBEHHO BBOJUTb B KOJHYECTBE, KOTOpPOE
JOCTUIaeT KOHLEHTPALMHU B KPOBOTOKE, sBJsitoLIelica no MeHbled mepe B 10, 20 unmm 30 pas
BbIIIE, YeM KOHIICHTpAIHsi, HeoOXoauMasi IJisl MpakTudecku nojHoro (Hampumep, 90%, 95%)
HACBIIEHHUs perenTopa (Hampumep, nmo oneHke TuTpoBanus aHturen kK NKG2A Ha kierkax,
skcrnpeccupyromux NKG2A, vanpumep, 8 PBMC), nnu HeoOs3aTenbHO B KOJIHMUYECTBE, KOTOPOE
JOCTUTaeT KOHIEHTPALMU B 3KCTPABACKYJSIPHOW TKaHM (HarpuMep, ONyXOJIEeBOW TKaHU HIIN
OKpykarIel cpene), kotopas nmo menbweld mepe B 10, 20 wiam B 30 pa3 Bblme, 4eMm
KOHLIGHTpALUs,, HeoOXOoAuMas JIJIsl MPAKTHYECKH TMOJIHOTO HACBIIEHUs perentopa (Hampumep,
o ouieHke TutpoBanus aHTUTeN K NKG2A Ha knetkax, skcnpeccupyromux NKG2A, Hanpumep,
B PBMC).

OtBer NKG2A+ NK-kj1€TOK MOXXHO OLIEHUTh C IOMOUIBIO MOAXOJSIIEr0 aHajan3a
nuTorokcuyeckol aktuBHocTH NK-knerok, skcmpeccupyromux NKG2A, B oTHOLIEHUH
skcnpeccupyromux HLA-E knerok-mumeneii. Ilpumepsl BKIIOYAIOT aHalu3bl Ha OCHOBE
mapkepoB  aktuBauuu NK-knerku, Hanpumep, okcopeccun CD107 wumm  CDI137.
IIpenmymectBenHo KonmuecTBO aHTuTena K NKG2A MOXXHO BBOOUTH TaKUM 00pa3oM, 4TOOBI
IOCTUYb W/WIM TONAEPKUBATH IOCTOSIHHYI0 (MMHHUMAJIbHYKO) KOHIIEHTPALMIO B TKAaHHU,
COCTABJISIFOLIYIO0 1O MeHblned mepe 10 mxr/mu. Hampumep, KOHIEHTpauusi B KPOBH, KOTOPYIO
HEOOXOIMMO NOCTHYD W/WIIN MOANIEPKUBATh JJIsl OCTHKEeHUs/moanepskanust 10 MKr/Mi1 B TKaHH,
MoxkeT coctaBysaTh 100-110 mxr/mi, 100-120 mxr/mn, 100-130 mxr/min, 100-140 mxr/mi, 100-

150 mxr/mu, 100-200 mxr/mu, 100-250 mxr/mi wiau 100-300 Mxr/mot.
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HNnmroctpaTuBHBbIE TPOTOKOJBI JieueHus: aist antutena k NKG2A, takoro kak humZ270
(marmpumep, MoHanu3ymal), HCHOJIB3yeMOro B IpUMepax B JaHHOM JOKYMEHTE,
xapaktepusyromerocs ECjo mnsa orBera NKG2A+ NK-knmerku 1-10 mkr/mu, Hamnpumep,
npubaM3uTeNnbHO 10 MKI/MII, BKJIFOYAIOT IO MEHBIIEH Mepe OUH LIUKJI BBEJEHHS, B KOTOPOM 10
MeHblIeH Mepe onHy 103y antutena kK NKG2A BBOAST B 103€, COCTABIISAIOLIEH TPUOIU3UTETBHO
10 mr/kr, Heobsi3aTeapbHO 2-10 Mr/kr, HeoOsi3aTeabHO 4-10 Mr/kr, HeoOsi3aTeapbHO 6-10 MI/KT,
Heo0s13aTeIbHO 2-6 MI/KT, HeoOsi3aTeabHO 2-8 MI/Kr MM HeoOsi3aTeabHO 2-4 MI/KI Beca Tea,
HeoOs3aTeIbHO (PUKCHPOBAHHOW 103, cocTasjisiromieid or 100 mo 1000 mr, HeoOsI3aTeNbHO OT
200 mo 1200 mr, Hanpumep, 750 mr. BBogsT HeoOsi3aTeNnbHO TIO MeHbIIel mepe 2, 3, 4, 5, 6, 7
wu 8 no3 antutena k NKG2A. B oqHOM BapuaHTe OCYLIECTBICHUS LIUKJ BBEAEHUs COCTaBIISIET
oT 2 Henmenb 10 8 Hexenb. B OOHOM BapuaHTe OCYLIECTBJICHUS LUKJ BBEICHUS COCTAaBJIAET 8
Hezenb. B ojHOM BapuaHTe OCYLIECTBJIEHUS LIMKJI BBEACHUs COCTABIIET 8 HeleNb U BKIIOYAeT
BBeZIeHUe oqHOM 1036l anTHTena K NKG2A kaxkabie 1Be Hefenu (T. €. BCEro YeThIpe T03bI).

B onHOoM acmekte mo mr0OOMYy M3 BapHAHTOB OCYIIECTBJICHHS B JAHHOM JOKYMEHTE
aatuteno k NKG2A BBOAAT OUH pa3 NPHUOIM3UTENBHO KaKIbIE IBE HENENH.

UnnroctpaTuBHbBIE TPOTOKOJBI JIEUSHUS [IJIs1 UCMIONIb30BaHus ¢ aHTuTeNnoM kK NKG2A
BKJIIOYAIOT, HaNpuMep, BBefeHne nauueHTy antutena kK NKG2A nBa pasa B mecsl u
KOJIN4ECTBO, 3P PeKTHBHOE I MOAAEP KAHUS ITOCTOSTHHON KOHLIEHTPALMK B KPOBU aHTUTENA K
NKG2A, cocrasnstoniei no Menblueii Mmepe 40 MKI/mil, MEKAY 1O MEHBIIEH Mepe ABYyMsI
nocnenyooumumu BeenernsMu anturena Kk NKG2A cocrasisier ot 2 1o 10 mr/kr, HeoOs3aTeTbHO
2-6 Mr/kr, HeoOs13aTeNbHO 2-4 MI/KT, HeoOs3aTeIbHO MPUOTU3UTENIbHO 4 MI/KT Beca Tesia I
HeoOs3aTeIbHO (PUKCHPOBaHHYIO 103y B Auamnasone 100-1000 mr, HeoOs13aTENBHO B AMAMAa30HE
200-1200 wmr, Hanmpumep, 750 mr. Takue 703bI MOKHO HEOOS3aTEILHO BBOAUTD TAKHM 00pa3oM,
4TOOBI 00ECTIEUNTh B KPOBH IMOCTOSTHHYIO KOHIeHTpanuto aHTuTena K NKG2A, cocTaBsromyro
1o MeHbIIei Mepe 40 MKI/MJT Ha IPOTSDKEHUU BCETO LUKJIA JieueHus. OKuaaercsi, 4To
JIOCTIKeHHe KOHILIEHTpauuu B Kposu antutena kK NKG2A, cocrapnstomeit 40 Mkr/mt,
o0ecreunT KOHIEHTPALMIO B TKAHH (HAIIPUMED, IKCTPABACKYJISIPHON TKAHH, B OIMyXOJIEBOH
cpele), COCTaBISIOLIYIO MPUOTU3UTENbHO 4 MKI/MIT, o0ecnieunBas 1o kpaitaeit mepe ECsy mist
aHTHUTEJa, TAKOTO KaK TyMaHH3UpoBaHHOe Z270 (Hanpumep, MOHAIH3YMao).

UnnroctpaTuBHBIE TPOTOKOJBI JIEUSHUS [IJIs1 UCTIONIb30BaHusA ¢ aHTuTeNnoM kK NKG2A
BKJIFOYAIOT, HAIIPUMEP, BBEACHNE MauneHTy 3¢ dekTuBHOro koamuectsa antutena kK NKG2A,
I7I€ AaHTUTEJIO BBOJAT 2 pasa B MeCALl, H KOJIH4YeCTBa, 3P(HEKTUBHOTO 1T NOAAEPKAHHS
MOCTOSIHHON KOHLieHTpauuu B kpoBu anturena k NKG2A, cocraBistolieil 1o MeHbllel Mepe

100 MKI/mM1 MEXAY IO MEHbLIEH Mepe ABYMsI MOCIEAYIOIUMY BBEICHUSIMHU aHTUTENA K
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NKG2A, cocraBnsier ot 4-10 mr/kr, HeoOs13aTeabHO 4-6 MI/KT, He00s3aTeIbHO 4-8 MI/KT,
HeoO0s13aTeNbHO MPUOIU3UTENBHO 4 MI/KT, HeOOs3aTeNIbHO MPUOIU3UTENBHO 6 MI/KT,
HeoOs3aTeIbHO MPHOM3UTENBHO 8 MI/KT, HeoOs3aTebHO npubnu3uTeabHo 10 MI/Kr Beca Tena,
WM HeoOs13aTeIbHO (PUKCHPOBAHHOM 03Bl B AMana3oHe, coctaBisitoniem 100-1000 wmr,
HeoOs3aTeNbHO B Auamnas3oHe, cocrasisiomeM 200-1200 mr, Hanpumep, 750 mr. Takue 103bl
MOJKHO HeoOsI3aTeIbHO BBOJUTH TAKUM 00pa3oM, 4TOObI 00eCeUnTh MOCTOSIHHYIO
KOHIIEHTpaLuio B kpoBH aHTHTeNa K NKG2A, cocTaBisiroIyo o MeHbliei mepe 100 Mkr/mi Ha
MPOTSKEHUU BCETro LUKJa JeueHus. OKuaaercs, 4To JOCTHKEHNE KOHLIEHTPALUU B KPOBH
aatutena Kk NKG2A, cocrasmsromeit 100 Mkr/mi, 00ecrieuuT KOHLEHTPALUIO B TKAHH
(HarmpuMep, SKCTPaBACKYJISIPHON TKAHH, B OIYXOJIEBOU CPeZie), COCTABIISIOLIYIO
npuOIM3UTEeNbHO 10 MKI/MJI, 4TO, B CBOKO O4Yepeb, COOTBETCTBYET 1O MeHbInel Mepe EC oo st
aHTUTENA, TAKOTO KaK rymaHusuposanHoe Z270.

ITanineHTa, CTpajaroIlero pakoM TOJOBbI U lIeH, MPOTPECCUPYIOIUM WU He
pearupyroumuM B JOCTATOYHOM CTENEHH Ha MPEALIeCTBYIOLIEEe JEYEHHEe C IOMOIIBI)
LeTyKCcuMala WJIHM TOCJ€ HEro, MOKHO JIEYUTh C IOMOIIBI0 CPEACTBA, HEUTPAIH3YIOLIETO
NKG2A, 6e3 mpenmectByromeii craguu oOHapyskeHust myisg oueHku skcrpeccun HLA-E Ha
MIOBEPXHOCTH OIYXOJIEBbIX KJIETOK. TakuMm oOpa3zoMm, HeoOA3aTeabHO CIOCOOBI JIEUYEHHUS MOTYT
BKJIFOYATh CTAaIUI0 OOHApPYKEeHUS HYKJIEHMHOBOH Kuciaorel win nojunentuga HLA-E B
OuonornyeckoM oOpasle Oomyxonu (HampuMep, Ha KIETKe OIMyXOJHM) OT WHAWBUAYYMA.
Omnpenenenne Toro, 4ro Owuonormueckuii oOpasen sxcrpeccupyer HLA-E (manpumep,
skcnpeccupyer HLA-E Ha nerextupyemom yposHe, skcnpeccupyer HLA-E, no xpalineii mepe,
Ha 3apaHee ONpPENeICHHOM YypOBHE, B 3HauuTeNpbHOW creneHu skcnpeccupyer HLA-E,
skcnpeccupyer HLA-E Ha BBICOKOM ypOBHE WJIM € BBICOKOW MHTEHCHUBHOCTBK) OKpalIMBAHUS
antuteioM kK HLA-E, B KakaoM ciy4dae HeOoOsI3aTeNbHO MO CPABHEHHIO C 3TAJIOHOM) MOKHO
UCTIONB30BATh JUJIsi 00O3HAYEHHUs MAIEHTa KaK CTPAJaroIlero pakoM TOJIOBBI U LIEH, KOTOPBIH
MOJKET TOJYYUTh OCOOEHHO CHIJIbHYIO TOJIb3y OT JICUEHHUs] CPEICTBOM, KOTOPOE HEHTpaiusyer
aktTuBHOCTh NKG2A. B ongHOM BapuaHTe OCYIIECTBIIEHHS CIOCOO BKIIFOYAET OMpeaesieHHe
YPOBHSI 3KCIPECCHH HYKJIEHHOBOW KHCIOTHI win nonunentuna HLA-E B Ouonormdeckom
oOpasie U CpaBHEHHE YPOBHS C 3TAJOHHBIM YPOBHEM (Hampumep, 3HaUYEHHEM, HHTEHCHUBHBIM
OKpAIIMBAHUEM MOBEPXHOCTH KJETKH U T. A.), COOTBETCTBYIOIIUM HHAMBHAYYMY, KOTOPBIA
NOJIy4aeT TOJNb3y OT JICYEHHs CPEACTBOM, KOTOPO€ HHTHOMpPYET, HEUTPaTN3yeT aKTHBHOCTH
NKG2A. Omnpenenenne TOro, 4ro OHOJOrHYecKHil oOpaser] 3KCIpeccHpyeT HYKIEHHOBYIO
kucyory wnu nojunentiy HLA-E Ha ypoBHe, KOTOPBIII COOTBETCTBYET M/MUJIM IOBBIIIAETCS J10

OTAJIOHHOI'O YPOBHs, YKa3bIBA€CT HAa TO, YTO Yy HWHAWUBUAYYMA, KOTOprﬁ MOXET MNOJYYUTH
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O0COOEHHO CHJIBHYIO IIOJIb3y OT JIEYEHHs C IIOMOLIBK0 CPEICTBA, KOTOPOE HHIHOUpYET,
Helrpanusyer aktuBHOCTE NKG2A, ectb pak rojosbl u meu. HeoOs3aTenpHO oOHapyskeHHe
nonunentuna HLA-E B Ounonoruueckom oOpasue BkIrouaeT oOHapyskeHue nojunentuaa HLA-
E, sxcnpeccupoBanHOro Ha nosepxHocTH 3okauecTBeHHOoH kietkn HNSCC. B onHom BapuaHTe
OCYLIECTBJICHHsI OIpPEAETIeHHe TOro, 4ro Ouosornmdeckuii oOpasel B 3HAUUTEIBHOH CTENEeHU
SKCIIpECCUpPyeT HYKJIEHHOBYIO0 Kucioty wiu nojunentun HLA-E, ykaspBaer Ha TO, 4TO
UHIUBUAYYM, KOTOPBIH MOXKET MOJYYHTb OCOOEHHO CHJIBHYIO TMOJIB3y OT JICUEHHs] CPEACTBOM,
HelTpanusyromuM akTuBHOCTE NKG2A, cTpagaer pakoM royioBsl U Ied. "DKCIPecCUpPyeMblil B
3HAYUTENIBHON cTeneHu" B orHoeHun nonunentuna HLA-E o3nauaer, yro mojmunentun HLA-
E skcnpeccupyercs B 3HAUUTENbHOM KOJHYECTBE OIYXOJEBBIX KJETOK, B3SITBIX Yy JAHHOTO
nanueHTa. XoTs OINpeAesieHHe TepPMHHA "SKCIPEeCCHUPYEeMbli B 3HAYMTENBHON CcTeneHu" He
OTpaHUYMBAETCS] TOYHBIM MTPOLIEHTHBIM 3HaU€HHEM, B HEKOTOPBIX IPUMepax peLenTop, KOTOpPbIi
cunTaercs "IKCIPECCHPYEMbIM B 3HAYUTENbHON cTeneHn", OyeT MpUCyTCTBOBATh MO MEHbLIECH
mepe Ha 20%, 30%, 40%, 50%, 60 %, 70%, 80% wumu Oonee kiaerok HNSCC, B3ATBIX y
NaLueHTa.

Omnpenenenue TOro, €CTh JIM Y HHAUBUAYYMA PAKOBblE€ KJIETKU TOJIOBBI U II€H, KOTOPBIE
skcnpeccupyror  nosnunentun  HLA-E, wmoker, Hanmpumep, BKIOYaTb  [OJIyuY€HUE
Oouosnornueckoro odpasua (Hampumep, MyTeM MPOBEACHUs OHOINCHUU) OT YeJIOBEeKa, KOTOPBIM
HMeEET PAaKOBbIE KJIETKH T'OJIOBBI U LIEH, IPUBEACHUE YKa3aHHbBIX KJIETOK B KOHTAKT C AHTUTENIOM,
koTopoe cBssbiBaeT nojunentun HLA-E, u onpenenenue Toro, 3KCHpPECCUPYIOT JH KIETKH
HLA-E Ha cBoeii moBepxHoctu. HeoOsi3aTenbHO oOmnpeneneHue HaIu4us y HHIAUBHIyyMa
pPaKOBBIX KJETOK ToNOBbl U 1meu, skcrnpeccupyrommx HLA-E, Bkmowaer mnposeneHue
UMMYHOTHCTOXUMHUYECKOr0 aHajin3a. HeoOs3aTeNnbHO OmpeneneHne HaTu4uus y WHIUBUAYyYMA
PaKOBBIX KJIETOK TOJIOBBI U 1ew, skcrpeccupyromux HLA-E, Bxirodaer nposeneHue aHanusa ¢
MOMOLIbIO IPOTOYHON LIUTOMETPHH.

[TaumenTa, cTpagaromiero pakom royossl U meu, B yactHoctd HNSCC, MoxxHO, Kpome
TOTO, JIEYUTb C TIOMOINBIO CpPEACTB, HampaBieHHbIXx mnpotuB NKG2A, ¢ wumm  Ge3
NpeABAPUTENBHON CTaIUU OOHAPY KEHHSI IJIs1 OLIEHKU TOTO, SIBJISIETCS JIM MALUEHT (MJIH OMyXOJb
nanrenta) HPV-nmonoxxurensHeIM. B HEKOTOpPBIX BapuaHTaX OCYIIECTBICHUS HHIANBHIAYYM,
MOJIYYaBIINKA  JIeYeHWe CcrocobaMu 1O HacTosmeMmy wu3o0pereHmto, siBisiercss HPV-
MOJIOKUTENbHBIM. B HEKOTOpPBIX BapHUaHTax OCYLIECTBJICHUS WHIMUBUAYYM, MOJy4YaBLINM

JeYeHne crocobamu 1o HacTosmeMy n3obperenuto, spisiercst HPV-orpunarensHpiM.
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INPUMEPBI
IIpumep 1 —Cayuaii orsetHoro JieueHusi HNSCC noBToOpHbIMH HHbEKIUSIMHU
MOHAJIN3YMa0a B KOMOMHALIMH € HEeTYKCUMA00M y NALMEHTAa, YCTOHYHBOI0 K HeTYyKCcuMaly
dazy A 1b/2 uccnenoBanusi B otHoumienun [PH2201 u uerykcumaba mpoOBOAMIIM Ha

nanMeHTax ¢ BupycoMm mnamwuiomsl uenoBeka (HPV) (+) u HPV (-), crpanmaroumx
TJIOCKOKJIETOYHON KapLUMHOMOM T'OJIOBbI U 1ier. HecMOTpst Ha TO, 4TO 1eTykcumad ono0peH st
neuenuss HNSCC mnocne Tepanuu ¢ NpUMEHEHHEM IIperapara Ha OCHOBE IUIATUHBI, OH
XapaKTepPU3yeTCss OTPAHUYCHHOW AaKTUBHOCTBIO B 3THUX YCJIOBHUsX (dactota orBera 12%). B
KJIIMHUYECKOM HCCIIeOBaHNU oLeHuBaN 3¢ dexktuBHocTh eueHuss HNSCC ¢ ucnonb3oBaHueM
MOHaiM3ymada B koMOumHaumu ¢ nerykcumadbom. Monammsymad (cMv. WHO Drug Information
Vol. 30, Ne 1, 2016), Takxke HasbiBaembiii IPH2201, npencrasisier coboli HeWTpau3yroliee
antuteno k NKG2A, wumeromiee aMUHOKHCIOTHYIO TOCIEAOBATENBHOCT TSKEIOW LM,
nokazanHyro nox SEQ ID NO: 2, u aMHHOKHCIOTHYIO TMOCHIEAOBATEIbHOCTD JIETKON LEMnH,
nokasaHHyto noa SEQ ID NO: 7.

Kputepun BritO4eHNs1 ObUTH CIENYIOIIUMHE:

Bospacr > 18 ner

1. T'mcromoruyuecky WM LUTOJOTHYECKH MOATBepxneHHbl cratryc HPV (+) umm
HPV (-) miockokyeToYHON KapuuHOMbI HOCOTNIOTKM (T 1 mo kiaccuduxanun
WHO), pororiorku, runopapuHkca, ropTaiu (HaAropTaHHUKA, TOJIOCOBOMH LIeNH,
HIOATOJIOCOBOM TOJIOCTH) HUTH MTOJIOCTH PTAa.

2. PemmauBupymoolee WJIH MeTAacTaTUYeCKoe 3a0ojieBaHHe, IOATBEPIKICHHOE
BU3yanu3anuein  (komnbtoTepHas Tomorpadus, MPT, pentren) w/umm
¢dusnueckum obcnenoanueM. B ¢ase Il Tpebyercsi mokaszaresb MOATAOIIETOCS
U3MEPEHUI0 3a00JIeBaHUSI B COOTBETCTBHHM C KPHUTEPUSMH OLICHKH OTBETa Ha
comuguble onyxomu [RECIST] 1.1. B ¢ase Ib nomyckaroTrcs maumeHTsl ¢
NOJJTAIOLIMMCS U3MEPEHUI0 3a00IeBaHUEM UK €3 HEero.

3. IlporpeccupoBaHue TIOCJI€ TMPOBEACHUS XUMHOTEpAUMUd C IPUMEHEHUEM
npenapaTa Ha OCHOBE TUIATHHBL.

4. Tonbko mist ¢assel Ib: TlaumeHTsl, npolienmue NpeaBapuUTENbHOE JIEYCHUE, U He
noJyIesKallie fajabHeiel Tepanuy ¢ Leblo U3JIeUeHUs. JTa 4YacTb OTKPbITA JJIs
MAMEHTOB, MPOIIEAINX MPEABAPUTENILHOE JIeUeHUE, HE3aBUCUMO OT KOJIMYECTBA

MPEALIECTBYOIMNX JIMHUH JICUCHUS.
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Toneko mns ¢daser II: IlanupeHThl, KOTOpBIE paHee Mosydand He Oosee ABYX
CHCTEMHBIX CXE€M JIEYeHHUS PeLUANBa U/ UM METACTaTUIECKOro 3a00IeBaHMs U He
TIOIAIOTCS NaJIbHEHIeH Tepanuu ¢ LeJbio U3JIeYEeHUs.

OTcyTcTBHE NPEALIECTBYIOIIErO JIeUeHHs LETYKCUMaOOM, 3a HCKIIOYEHHEM
CJIy4aes, Koraa OH Ha3HauYeH it NEepBUYHOTO JIeUeHHUsI
(MecTHOpacripocTpaHeHHOe 3a00JIeBaHUE) MPH OTCYTCTBUH MPOTPECCHPOBAHUS
3a0oneBaHKMss B TEYEHHWE IO MeEHbIIEH Mepe 4 MecsleB IOcie OKOHYaHHS
NPEALIECTBYIOIIETrO JICYSHHST LIETYKCUMaOOM.

BoccranoBieHne mocie npenmecTByoIel onepanuu 1 BOCCTAHOBJICHUE IOCTE
no0ouHbIX 3(dekToB 1o creneHu | win MeHee (KpoMe allOTMENNH) BCIEICTBUE
NPEIIeCTBYIOIIEH JIy4eBOH Tepanuu 1 JF000H CUCTEMHOMN Tepariu.

WHpekc  oOmero  COCTOSHHMS ~ COTJIACHO ~ BOCTOYHOH — OObeAMHEHHOH
onkojiorndeckoii rpynme (ECOG) cocrasmsier 0-1.

Osxknnaemasi IpOJOJDKUTENBHOCTD JKU3HH > 3 MECSLIEB.

[TareHThl ¢ TOABEPraBIINMHUCS JIEYEHUIO METACTa3aMH B TOJIOBHOM MO3T UMEIOT
NpaBO Ha ydacTHe, €CIHM MNpPOIUIO > 4 Henmenb IOCie 3aBEPIIEHHs Teparuu
(BKJTFOUAs JTyUEBYIO TEPANMIO W/WIM XUPYPrUYeCKOe BMELIATENIbCTBO), €CIU OHU
SBJIIFOTCS] KIIMHUYECKU CTAOMIIbHBIME HA MOMEHT BKJIIOUEHHsSI B UCCIIEIOBAHHE U
HE TMOJy4aloT Teparnuil KOPTUKOCTEPOUAHBIMU CPEACTBAMH HAa MOMEHT
BKJIFOUEHUS B HCCJIEJOBAHUE.

Hanneskamass remaroynoruueckas, HMMYyHONorudeckass (yHkuus, QyHKIHs
MIEYEHH U TIOYEK, OmpenensieMas Kak

reMoryiooux > 9,0 r/m,

abCOIFOTHOE YKCIIO HeUTpoduiioB > 1500/mMm3,

TpomboruTel > 100000/MM3,

obmuii Ounmnpyous < 1,5 X ycTaHoBjIeHHas BepxHsis rpaHina Hopmsl (UNL),
acnapratamuHoTpanchepasa (AST) u anannaamuaOoTpanchepasa (ALT) <25 X
yctaHoByieHHas UNL,

YPOBEHb KpeaTHHHHA B CbIBOPOTKe KpoBH <I,5 X ycranosnennas UNL wnu
pacuetHast (o ¢opmyne Kokpodra-I'onta) wnm W3MEpEeHHBIH KIUPEHC
KpeaTuHuHa > 50 MJ/MHH.

OTpunarenpHbIil pe3yapTaT TecTa Ha OEPEMEHHOCTh CIBOPOTKH KPOBH B TEUEHHE
72 4acoB 10 Havajla UCCJIEAYEMOrO JICUEHMs IJIsl SKEHIUWH C PENpOAYKTHUBHBIM

MNOTCHLHAJIOM. )KGHH_[I/IHI)I C PCIPOAYKTHUBHBIM IIOTCHIHAJIIOM U BCC MYIKYUHWHbI
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JIODKHBI JaTh COIJIACHE HAa WCTONb30BaHME HAJJIeXKalled KOHTpALeNuu
(ropMoHanbHBIM wnM OapbepHBI CIIOCOO NpeAynpexneHus OepeMeHHOCTH,;
BO3/Iep>KaHKe) 0 BKJIIOUYEHHs B UCCIENOBaHNE, HA BpeMs IIpHeMa MOHaIu3yMada

Y B TEUEHHE 5 MECSILIEB TOCIIe MOCIeIHeN 103bl MOHAIH3yMala.

12. CiocoOHOCTh NOHMMATh MTUCbMEHHBIH TOKYMEHT NH(OPMHUPOBAHHOTO COTJIACHS.

13. [lonnucannoe MHGOPMHUPOBAHHOE CoOrjacue mepen JOObBIMU TMPOLEAYpPaMH,

OTHOCSILIUMUCS K TIPOTOKOJTY.

Kpurepun uckimrodeHus: ObUTH CISTYIOLUTUMH:

1.

Tonbko ninst daser II: [TanmeHTs, KOTOPBIE paHee Nojy4anu O0ojee 2 CUCTEMHBIX
CXEM JICYCHUs] PELUINBHPYIOLIET0 W/HIN MeTacTaThudeckoro 3abonesanus (6e3
OTpaHWYEHUH B HACTH HCcaenoBanus ¢assl Ib).

Tomeko nist ¢aser II: IlanuweHnTtsl, monyuaBIine LETYKCUMa® WM APYrou
UHTUOUTOpP perenTopa SMUAepMaIbHOrO (pakTopa pocTa, HCKIIFOYATC U3 (as3el
II nccnenoBanus, 3a UCKIIIOYEHUEM CIIydaeB, Korjaa nerykcuMad Obul Ha3HAUEH B
paMKax MEPBUYHOTO MOAXOMA K JICUEHUIO NPU OTCYTCTBUH MPOTPECCHPOBAHUS
3a0oneBaHMss B TEYEHHE KaK MHUHUMYM 4 MeCsIeB TIOCie OKOHYaHHS
NPEALIECTBYIOIIETO JIEYSeHHUs LIETYKCUMaOOM.

Hanuune B aHaMHe3e aIeprUYeCKUX pPEaKLUi, CBA3AHHBIX C COECIUHEHUSMU,
AQHAJIOTUYHBIMH 110 XHUMHUYECKOMY WJIN OMOJIOTHYECKOMY COCTaBY LIETYKCHUMAaOly.
Hckmo4aroTesl MalUeHTbl ¢ M3BECTHBIMHU, HE IOABEPTraBLUIMMUCS JIEYEHUIO U
HEKOHTPOJIUPYEMBbIMH METacTa3aM{ B TOJOBHOH Mo3r. OmHAKO HCCIEeNOBaHUS
TOJIOBHOTO MO3ra He TpeOyroTcsl st oTOOpa, €CiIM Yy MalMeHTa OTCYTCTBYIOT
HEBPOJIOTUYECKUE TIPU3HAKYU FITH CUMIITOMBI.

Cepbe3HOe CONMyTCTBYIOIIEE HEKOHTPOJIUPYEMOE METUIITHCKOE PAaCCTPOHCTBO.
AyTOMMMYHHOE 3a00JIeBaHHE, KOTOPOE:

1. B Hactosimee  Bpemss  wWiM  paHee  TpebOBaJO  CHUCTEMHOM
UMMYHOCYTIPECCUBHON WM MMMYHOMOAYJHMPYIOLIEH Tepanuu (BKIOUas
KOPTHKOCTEPOUIBI, BBOIUMBIE CHCTEMHO), W/ WK

2. WMeeT  3HAUMTENbHYK)  BEPOATHOCTb  NPUYMHUTH  HEOOpaTumoe
MOBPEKACHUE JTFOOON TKaHU, W/ HUITN

3. OBUIO OUArHOCTUPOBAHO MeHee uYeM 3a 3 Mecsla 0 BKJIIOYEHHUS B
HCCIEIOBAHUE, W/ UK

4. KJIMHUYECKU HECTAOWIIbHO, H/WUIN
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5. XapakTepu3yeTcsl CyLIeCTBEHHbIM PHUCKOM IPOrpeccUpoBaTb U BbI3BATh
CEPBE3HBIE OCIIOKHEHUS.
7. AHOMAaJbHBIN CEPAEUHBIN CTATYC C JIIOOBIM U3 CIEAYIOLIETO:
1. HecraOunpHast CTEHOKapIUs
2. Apurmus, TpeOyromas JeueHns, KOTopas He CTaOUIM3UPYETCs JIeueHHEeM
3. QTc> 450 mc (M) mm 470 mc (F) (popmyna baserra - unrepsan QT / v
(uatepBan RR), rne narepsan RR = 60/HR).
8. Hasmune B aHaMHe3e cepaeyHON TUCPYHKLNH, BKIIIOYAst IIOO0E U3 CIENYIOIEro:
1. HHubapkT MHOKapAa B TEUEHHE MOCIETHUX 6 MECSIIECB
2. 3aJ0KyMEHTHPOBaHHAasl 3acCTOMHas cepJevyHas HeAOCTaTOYHOCTh B
aHamuese (III-IV cragum cormacHo pykoBoacTBY @DyHKIIMOHAIbHAS
knaccuduxarms Horo-Hopkekoit accoLUaIig KapIuosioros).

9. H3BecTHOe MHTEPCTULIMATBHOE 3a00JIeBAaHUE JIETKHX .

10. bepeMeHHbBIE KEHIMUHBI MCKJIIOYEHbl M3 O3TOr0 MCCIENOBAHUS, TIPYyAHOE
BCKapMJIMBaHHE HEOOXOIUMO IPEKPATUTD.

11. [Ipyrue akTUBHbIE WHBA3WBHBIC 3JIOKAYECTBEHHBbIE HOBOOOpasoBaHus (32
UCKJIFOUEHHEM  [IOJIBEPraBLICHCS  JICUeHUIO  0a3aJbHOKJIETOYHOH WU
TUIOCKOKJIETOYHOM KapIIMTHOMBI KOKH MJTH KapLIMHOMBI IIEHKH MaTKH in situ).

12. Jleuenne napyrumu HCCIEAyEMBIMH CpEACTBAMH MeHee 4eM 3a 14 gHeill 1o
BKJIFOUEHHS B UCCIIEAOBAHHUE.

13. CucremHOe JieueHHE CTepOMAAMU WM JPYTUMH HMMYHOIENpPEeCCaHTaMH B
teueHue 30 gHeW 10 BKJIKOYEHMsT B ucchaenoBaHue.  Jlomyckaercs
¢usnonormyueckas 3aMeHa TUAPOKOPTH30HOM WIJIU €r0 SKBUBAJICHTOM.

14. Tekyiiee akTHBHOE WH(PEKIIHMOHHOE 3a00JIEBAHUE.

15. ITonoxurensHas ceponorus B oTHomennu BHUY.

16. Tlonoxutenbubiit HBs-Ag unu nonoxurensHas supemus HBV, ITonoxurensHast
Bupemust HCV.

17. Tlcuxonoruyeckue, ceMelHbIe, COIUOJIOTHYECKIE WK TeorpapuiecKue yCIOBUs,
KOTOpbIE HE IMO3BOJIIIOT MPOBOANTH MEOUIMHCKOE HAOMIOAEHWE U COONIOIEHHE
IIPOTOKOJIA UCCIENOBAHUS.

HcnbiTanue BKIOYANO 4acTh IOBBIIIEHUS J03bl, B KOTOPOH MalMeHThl MOJy4aiu
yBEJIMYUBAIOLINECS] YPOBHU N103bI MOHanmu3ymaba, cocrapisiromue 04, 1, 2, 4 wnu 10 mr/kr,
KQKIbIe JIB€ HEleU B KOMOWHALMU ¢ (PUKCHPOBAHHBIMU J103aMU IeTyKcuMaba (Harpy3odHas

noza 400 mr/m2, a 3arem 250 Mr/m2 exxeHenenbHO) no cxeme 3+3. B wactu pacumpeHus
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KOTOPTBI UCIOJB30BAIN MOHAJIM3yMal0 B CaMOI BBICOKOM HCIBITAHHOW 1103€, COCTaBIISIOINEH
10 Mr/kr, ¥ BKJIIOHYAJIM aHAJIN3 HelejecooOpa3HocTH mocie nepBbix 11 manuenTtos. Yacroty
orBeta oueHuBaiu corjacHo RECIST xaxnbie 8 Henmenb. IlanueHTsl nojayyanu jiedeHUe 10
IIPOrPEeCCUPOBAHUS paKa WU IO HEMPHUEMIEMON TOKCUYHOCTH. McnbpITaHus NPOAOIIKAOTCA C©
LENbI0 BKJIIOUYEHHUs AOMOJHUTENBHBIX MALMEHTOB M OLIGHKU MNPOAOJDKUTENBHOCTH OTBETA,
OTCYTCTBHSI IPOTPECCUPOBAHUS M OOLIEH BBKUBAEMOCTH.

Cpenu HaOMIOJAEMbIX HAYAJIbHBIX YaCTHMYHBIX OTBETOB ObUI MALIMEHT, UMEKOINUN B
aHaMHe3€ IUIOCKOKJIETOYHYIO KapLMHOMY IIPaBOro albBEOJISIPHOTO OTPOCTKA HIKHEH
yemocTH, cragusi T4aN2bMO/IVA, kotopomy Oblia IpoBefeHAa XUPYpPrHUYECKass pe3eKLus C
NpaBoOW 3aJHEW JIATEePabHOW MaHIUOYJIIKTOMHEH C PEeKOHCTPYKIHMEW CBOOOIHOTO JIOCKyTa
Maio0epLoBO KOCTH € TMOCIEOYIOIIUM aXbIOBAaHTHBIM OOJydeHneM. Y mauueHTa Oblia
PELMANBHUPYIOLIAs TUIOCKOKJIETOUHAS KapLIMHOMA TMOJIOCTH pTa (KOTOpasi HE SIBJIIETCS HOBBIM
NEePBUYHBIM pakoM), plo-orpunarenbHas, KoTopas Obuia HeomepabenbHOH. IlanmeHT paHee
nojydan 3 [UKIa HMHAYKUMK nucruiatuH-takcorep-5-FU (TPF) (3amena unumcruiaTiHa
KapOOIJIATUHOM) € MOCHenyrolnell  ONHOBPEMEHHOH  XHWMHOJYYE€BOH  Tepamued ¢
€XKEHe/IeTIbHbIM JIeUeHHeM LeTykcumaOoM. IIpumepHo uepe3 4 mecsla mocie 3aBepIISHHS
Kypca uerykcumada ¢ nomoupo PET/CT y nanmenTa BbisiBiiM penuaus paka. [lanueHt Obut
NPU3HAH YCTOWYMBBIM K LIETYKCUMa0y, Tak Kak peluauB HaOIronancs 4yTh Oonee uem uepes 4
Mecslla TOCNe 3aBepUIeHHs Kypca LeTykcumaba IUIOC pajuKanbHas JydeBas Teparus,
peLuauB paka MOJOCTH PTa MOSBHJICS B T€YEHHE TpeX JieT (U, TaKuM 00pa3oM, He CUHTAJICS
HOBBIM MEPBUYHBIM PAKOM) U HAXOIWIICS B TOH ke 00JIaCTH, B JAHHOM Clly4ae BCe Ha MPaBoil
cropone. [TaunenTa pexomennosanu st dasbl 1b/2 uccnenosanus [IPH2201 u nerykcumada.
JleyeHne ¢ MOMOIIBIO MOHAIM3yMada M IeTyKCHMada B COOTBETCTBUH C IPOTOKOJIOM MPHUBEJIO
Kk obObekTuBHOMY OTBerTy (PR), ¢ jay4mum otBetoMm, cocTaBisomuM 50% yMeHbIIEHUEM
LIEJIEBBIX OYaroB MOPAKEHUs] MpPH JIEYEHUH IO CPABHEHHUIO C HCXOOHBIM YPOBHEM (10
neuyennst). [lokazarenb MopakeHUs1 MPEACTABISIET COO0M CyMMYy CaMbIX JUTHHHBIX JHAMETPOB
WA CAMBIX KOPOTKHX OCEH B Cilydae TUM(paTHIECKUX Y3JIOB.

Taxke cpenu HaOMIOIAEMOrO HAYaJbHOIO YAaCTUYHOTO OTBETa OBbUT MAIMEHT C
IUIOCKOKJIETOYHON KapLMHOMOW POTOIJIOTKH, IPaBOCTOPOHHEH JaTepaibHOCTBIO, CTaAuU
TxN2bMO/IVA. IlpenmecTByromue Kypchbl JIEYEHUS MALUEHTa BKIIOYAIN XHUMHOTEPAIHIO
(mmcrumatun/nouerakcen/SFU) Ha HavanbHOM cTaany 3a00J€BaHUS C MOCIENYIOLIEH JIy4eBOH
Teparuen. IIpu MIPOrPECCUPYIOLLEM 3a0oneBaHNH MaLHUeHTa JIEYUIIN oT
PEeLUANBHUPYIOLIEr0/METACTATUYECKOrO  3a00eBaHusl € TIOMOLIBI0  XHUPYPTrHUECKOTrO

BMEINATENbCTBA B HMCXOAHOM oOmactd M JauMpaTudeckux y3jgax ¢ MOCIeAyrolnen
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xumuorepanuein (ucruiatun/kapdorutatun/SFU), 3arem nerykcumaOoM. Y marueHTa BbIsiBUIH
nporpeccupyomee 3adojieBaHre (KaK HAWIYYIIUNA OTBET) MOCHE JICYCHUsS] LETYKCUMaOoM,
1oCJIe 4ero MalfeHTy BBOAMIM MakiuTakcena U kapOomatud. Ilo mepe mporpeccupoBanus
3aboneBanusi mauueHta Bkio4anu B (asy 1b/2 wuccnenmosanusi [IPH2201 u uerykcumada.
JleueHne ¢ MOMOIIBIO MOHAU3yMaba M HEeTyKCHMada B COOTBETCTBUH C MPOTOKOJIOM TPHUBEIIO
k otBety (PR).

OOnapysxeHue TOro, 4ro Hehlrpanmsyromee antuteso k NKG2A B coderaHuu ¢
LETYKCUMAaOOM MOXKeT 00ecneunTh 3HauuTeNbHOe yMeHblieHne nHTeHcuBHOCTH HNSCC y
MAI[UEHTOB, KOTOpbIe OBUIM TpPH3HAHBI YCTOHYMBBIMHU K UETYKCUMaly, NpPeIOCTaBIsIET
BO3MOXKHOCTb i 3HauuTenbHOW mnomyssinuu nanueHtoB ¢ HNSCC, koropsle umeroT
HeonepabeTbHBIN pak Uy KOTOPBIX Pak MPOTrpecCUpyeT, HECMOTPS Ha JICUEHHE LETYKCUMaOOoM,
0COOEHHO B COYETaHHWH C JIy4eBOW Tepamueil. JledeHHe MOXKET SIBISTbCS TOJE3HBIM IS
NPEAOTBPALICHNS] JaJbHEHINIEro MPOrPEeCCHPOBAHUS, B OCOOEHHOCTH Ui OTCPOYKH WIIH
NPEAOTBPALICHUS METACTATUIECKOTO Paka.

Bce ccputku, BKJIFOYAs MyOJIMKAlWW, 3asBKM HA MATEHTHl W TATEHTHI, [TUTHPYEMbIE B
JAHHOM JOKYMEHTE, BKJIFOUYEHbI B JAHHBIM JOKYMEHT TOCPENCTBOM CCBHUIKM BO BCEH CBOEM
MOJIHOTE W B TOH K€ CTEMEeHH , KaK eCIi Obl KaKIbIi TOKYMEHT ObUI KOHKPETHO U OTAEIBHO
yKa3aH KaK BKJKOYEHHBIH MOCPEICTBOM CChUIKU M ObUI NPEACTaBJIEH BO BCEH CBOEH IMOJHOTE B
JAHHOM JIOKYMEHTe (B MAaKCUMaJbHOM CTENEeHM, pPa3peLIeHHONW 3aKOHOM), HE3aBHCHUMO OT
mo00ro OTAENBHO NMPENyCMOTPEHHOTO BKJIIOYEHHUS ONPEAETICHHBIX JOKYMEHTOB, CIEIAaHHOTO B
IPYTOM MECTe HaCTOSLIEro JOKYMEHTA.

Hcnonb3oBaHWe TEPMHUHOB B €IUHCTBEHHOM 4YHCJIE U MONOOHBIX OMpenejeHHi B
KOHTEKCTE OIMUCAHUS HACTOSIIIEro W300peTEeHUs NOJIKHBI TOJIKOBATHCS KaK OXBATHIBAIOIIUE KAK
€IMHCTBEHHOE YHCIIO, TAK U MHOXXECTBEHHOE YHWCJIO, €CJIM B JAHHOM JOKYMEHTE He YKa3aHO
WHOE WJIM UHOE SIBHO HE MPOTHUBOPEUUT KOHTEKCTY.

Ecnu He yka3aHO WMHOE, BCe TOYHBIE 3HAYECHHUS, MPEICTABJICHHBIE B JAHHOM JOKYMEHTE,
SIBJISIFOTCSI WULTFOCTPATUBHBIME JIJI1 COOTBETCTBYIOIINX MPUOIN3UTEIBHBIX 3HAYSHHI (HAIIpUMep,
BCE TOUHbIC WIIFOCTPATUBHBIC 3HAYEHHS, MPEIOCTABICHHbIE MO OTHOIIEHHI) K KOHKPETHOMY
dakTOopy WM HM3MEPEHHIO, MOIYT TaKXKe pPacCMaTpPUBAaTbCS Kak OOeCcrednBaroLIne
COOTBETCTBYIOIEE MPUONMZUTEIPHOS H3MEPEHHe, H3MEHEHHOe Ha "mpuONMM3uTensHO", rie
HeoOxoaumo). Ecnm "mpubnusurensHO" HCIONB3YeTCS B CBSI3U € YHCIIOM, 3TO MOXKET OBITh
YKa3aHO KaK BKJIOYAOIIee 3HAUEHHsI, COOTBETCTBYIOLIME /- 10% OT yKa3aHHOTro 4Hca.

Onncanue B [aHHOM JOKyMEHTE JHOOOro acmekTa WM BapHaHTa OCYINECTBIICHHS

n300peTeHNs] C HCIONB30BAaHMEM TaKUX TEPMMHOB, Kak "coxmepskamui", "mmeromuii”,



53

"BKIIIOYArOLUI" MM "BMEIIAIOLIUNA" CO CCBUIKON Ha 3JIEMEHT WJIM 3JIEMEHTHI, MPeAHA3HAYEHO
I TIOJAEPIKKM AHAJIOTMYHOTO AaclieKTa WM BapUaHTa peaju3aliid H300peTeHUs, KOTOPbIH
"cocrout u3", "COCTOMT MO CylecTBy M3" MM "MO CYIIECTBY BKJIIOUAET' 3TOT KOHKPETHBIN
SJIEMEHT WM 3JIEMEHTBI, €CIIM HHOE€ HEe YKa3aHO MM SIBHO HE INPOTUBOPEUUT KOHTEKCTY
(HampuMmep, KOMIIO3WIIMS, ONMCAHHAsl B JAQHHOM JOKYMEHTE Kak coiepkainasi KOHKPETHBIH
SJIEMEHT, JOJDKHA TIOHHUMAThCS TAKXKe KaK OMHCAHWE KOMIIO3MLIMH, COCTOSIIEH M3 3TOro
3JIEMEHTA, €CJTU MHOE HE YKA3aHO MJIH SIBHO HE TIPOTUBOPEYHUT KOHTEKCTY).

[IpuMeHeHre BCeX BO3MOXKHBIX MPUMEPOB WM WJUTFOCTPATHUBHBIX (pa3 (Hampumep,
"Takol Kak"), MPEeOyCMOTPEHHBIX B JAHHOM JOKYMEHTE, MPEeIHA3HAYEHO HCKIFOYHTEIBHO IS
JyYIIEro OCBELICHMs HACTOALIEr0 H300peTeHHs, a He i (OpMyJHMPOBAHUS OTPAHUYEHUS
o0BeMa HACTOSIILEro H300peTeHHs, €Ciu He 3asBieHo nHoe. Hukakas ¢pasza B Hacrosiem
ONHCAaHNM HE JIOJDKHA TOJKOBATHCS KaK YKa3aHHE, YTO KAKOW-THOO HE3asIBICHHBIA 3JEMEHT

ABJIACTCH CYLHECTBEHHBIM AJIsI OCYIIECTBICHUA HACTOAIICTO I/1306peTeHI/I$I Ha IIPaKTUKE.



®OPMYVYJIA H30BPETEHUA

1. CpencrBo, KOTOpoe HeHTpanu3yer UWHruOupyromyw akTuBHOCTE NKG2A
yenoBeka, s npuMeHeHuss B siedenud HNSCC y  uHAuMBHAyyMa, TOJYYMBLIETO

IpeLIeCTBYIOIIEee JIEUeHHE LIETYKCUMa0OM.

2. CpeactBo st mpuMeHenust 1o 1. 1, rne uHauBuayyMm crpanaer pakom HNSCC,

KOTOPBII MPOrPECCUPYET, HECMOTPS Ha MPEALIECTBYIOIIEe JIeUeHNEe LIeTYKCUMaOOM.

3. CpenctBo myiss mpuUMEHEHHs] TO JIIOOOMY U3 MPEAbIAYIINX IyHKTOB, T
uHauBunyyMm crpanaer pakom HNSCC, xortopslli mporpeccupyer, HECMOTpsl Ha
MPeIIIeCTBYIONee JICUeHHe IeTYKCMMaOOM B KOMOWHAIMKM C JIy4€BOH Tepamued WiH

XUMHOTEPANTHUEN.

4.  CpencrBo i TPUMEHEHHS MO JHOOOMYy U3 TMPEObIAYIIMX IYHKTOB, TI7i€
uHauBunyym crpagaer pakom HNSCC, xortopslii mporpeccupyer, HECMOTps Ha

NpeaACCTBYOLICE JICUCHUEC I_IeTYKCI/IMa6OM B Ka4€CTBE MOHOTECPpAIINU.

5. CpeacTtBo 11 NPUMEHEHUs MO JMIOOOMYy U3 TMpPEbIAYIIUX IyHKTOB, TI7€

UHIUBHAYYM cTpanaer HeonepadbeabubiM HNSCC.

6.  CpencTBo Ajsi MPUMEHEHHUS IO JIIOOOMY M3 MPEAbIAYIINUX MyHKTOB, I7i€ CPEACTBO,
KOTOpOE HeWTpanu3yeT WHruOupyomy akTuBHOCTh NKG2A denoBeka, BBOOUTCS B

KOMOUWHALIUU C [IETYKCUMAOOM.

7. lerykcuma® s mnpumeHeHuss B JjedeHun HNSCC y  uHauBuayyma,
NOJIYYMBIIETO MPEAIIECTBYIONIEE JICYCHHE LEeTYKCHMaOOM, MpH 3TOM YKa3aHHOE JIeUueHUe
BKJIFOYAET BBEICHHE HHIUBUAYYMY 3((PEKTHBHOrO KOJIMYeCTBA KaKAOro u3: (a) Cpencrsa,
HEeoOs3aTeNIbHO AaHTUTENA, KOTOpPO€ HEHTpajdm3yeT MHIHOUpPYHIyH akTuBHOCTH NKG2A

yenoBeka, u (b) uerykcumada.

8.  CpencTBo IUIsi IPUMEHEHUS 10 M. 7, Te MHAUBUAYYM CTpaiaeT HeonepabeabHbIM

HNSCC.

9. CpencrtBo, KOTOpOe HEWTpanu3yeT HHrHOUPYOyr akTuBHOCTE NKG2A
YCJIOBCKA, MJis1 NMPUMEHCHUS B JICUCHUU pPaKa y HHAWBUAYYMaA, SBIAKOLICTOCA YCJIIOBEKOM C

HeonepabenbHbIM, HeoOs3aTenbHO HemeractaTueckuM HNSCC, HeobOs3arenbHO mpu 3TOM
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HNSCC sBnsercst ycroiumBbIM K LeTykcuMalOy, NMpPH 3TOM JIEUYEHHE BKJIIOYAE€T BBEACHUE
UHIUBUAYYMY 3(PPEKTHBHOrO KOIUYECTBA KAKAOTO U3: (a) CpeacTBa, HeoOsA3aTeIbHO AaHTUTENA,

KOTOpOe HelTpanuzyer nHruoupyrouryto aktuBHocte NKG2A genoseka, u (b) nerykcumada.

10. CpenctBo s THPUMEHEHHMs N0 JIOOOMYy W3 MPEObIAYIIUX IYHKTOB, TI7ie
uHauBunyyMm crpamaer pakom HNSCC, xoropslii  mporpeccupyer, HECMOTps Ha

IpeLIeCTBYIOIIee JIEUeHHE LIETYKCHMa0OM.

11. CpencrBo misi TPUMEHEHHUS MO JIOOOMY U3 TNPEAbIAYIIUX MYHKTOB, TJE
uHauBunyym crpamaer pakom HNSCC, xoropslii mporpeccupyer, HECMOTps Ha

IpeLIeCTBYIOIIee JIeUeHNEe eTYKCUMaOoM B KOMOMHALINH C JIy4eBOH Teparnueii.

12. CpenctBo st MPUMEHEHHs 110 JIIOOOMY U3 MPENbIOYLINX MYHKTOB, /i€ JICYCHNE

HNSCC y unnuBuayyma BKJIIOUAET:

a) ompenenenue Toro, crpamaer Jju uHAuBHUAYYyM HNSCC, xoTopwlii sBisieTcs
YCTOMUUBBIM K LETyKCUMaly (Hampumep, B KadecTBE MOHOTEpPANMU WM B KOMOWHALUU C

Jy4eBOH Tepanueil W/ Ui XMMAOTEPAIIEBTUIECKIM CPEICTBOM), U

b) mocne onpenenenust Toro, uro uHAUBUAYYM crpagaer HNSCC, koropelii siBnsiercs
YCTOWYHBBIM K LeTYKCHMaly, BBeAEHHE UHAUBUAYYMY: (1) CpeACTBa, HEOOs3aTeIbHO aHTHUTENA,

KOTOpOe HelTpanusyeT nHruoupyomyro aktueHocTh NKG2A yenosexka, u (i1) nerykcumada.

13.  CpenctBo ajsi MPUMEHEHUs O JIFOOOMY M3 MPENbIyLINX MYHKTOB, I7ie JICYCHUE

HNSCC y unnuBuayyma BKJIIOUAET:

a) ompeneneHue Toro, skcmpeccupyercs ju nojmnentun HLA-E 310kadecTBeHHBIMU

KJIeTKaMHu HHAnBUAyyMa, ctpanatomero HNSCC, u

b) mocne ompeneneHWss TOro, 4YTO 3JI0KAYECTBEHHBIE KIETKH OSKCIPECCHPYIOT
nojunentun HLA-E, BBenenue nnausuayymy (i) cpencrea, HeoOs3aTeIbHO aHTUTENA, KOTOPOe

HelTpanusyer nHrudupyromyo aktusHOCTE NKG2A deroBeka, u 1) nerykcumada.

14. CpenctBo s nMpUMEHEHUs 10 1. 13, rae ompeneaeHue Toro, 3KCIPECCUPYyETCs
JIX ITOJINIICIITU HLA-E 310Ka4ecTBEHHBIMUA KJICTKaMH, BKJIHOYACT MMOJTYUYCHHUE OT MHAWBHUAYYMa
ounonorndeckoro odpasua, koTopsiii conepkut kietku HNSCC, mpuBeneHne yka3aHHBIX KIIETOK
B KOHTAKT C QHTHUTECIIOM, KOTOPOC CBA3BIBACT IOJIMIICIITUA HLA—E, N BBIABJICHUC KIICTOK,

koTopele skcnpeccupyrorT HLA-E.



15. CpenctBo uisi MPUMEHEHUS 10 JI0OOMY U3 MPENbIAYIINX MyHKTOB, TAE CPEICTBO,
KOTOpOe HeHTpanusyer MHruoupyomyo aktuBHOCTh NKG2A yenoseka, mpencrasiseT coOoi

autureso k NKG2A.

16. CpenctBo s npumeneHus no 1. 15, rae antureno k NKG2A xapakrepusyercs
CHIDKEHHEM CBSI3bIBaHUSI C MyTaHTHbIM mnojunentuaoM NKG2A, wuMeromuM 3aMeHbl
K199A/D202A/V213S/R215A/K217A (co ccbuikori Ha SEQ ID NO: 1), mo cpaBHEHHIO C
nonunentuaoM NKG2A nukoro tuna (SEQ ID NO: 1).

17. CpencrBo 1t mpumeHeHus no 1. 15 wim n. 16, rme antuteno k NKG2A

COZIEP>KUT KOHCTaHTHYIO oOnacteb IgG4 yenoseka.

18. CpenctBo st nmpuMeHeHHs 1o Jrodomy m3 mi. 15-17, roe antuteno k NKG2A
comepxkuT Fc-CKOHCTPYHMpPOBAaHHYO KOHCTAHTHYIO OOJACTh, COAEPIKALIYI0 aMHHOKHCIOTHYIO

Monu(pUKAIHIO, KOTOpasi CHUKAET CBSI3bIBAHUE C perenTopoM Fey venoseka.

19. CpenctBo st mpuMeHeHus1 o Jrobomy u3 . 15-18, roe antureno k NKG2A
KOHKYPUPYET C aHTUTEJaMH, UMEIOLIMMU TSDKENYI0 U JIerKyro 1enu, cogepxamue SEQ ID NO:

2 1 7 COOTBETCTBEHHO, 3a cBsi3biBaHue ¢ NKG2A denoseka.

20. CpencrBo mis nmpuMeHeHHUs: mo Jirobomy u3 mm. 15-19, roe antureno k NKG2A
comepxxkut nomensl CDRI1, CDR2 u CDR3 Tskenoil nenu, uMerOInel MOCIeN0BaTeIbHOCTD,
npencrasiennyro nog SEQ ID NO: 2, u gomenst CDR1, CDR2 u CDR3 nerkoii unenw,

UMEIOIIEH MMOCIeI0BaTeNIbHOCTD, ipencrapiennyro nmog SEQ ID NO: 7.

21. CpenctBo st mpuMeHeHus: o Jrobomy u3 . 15-20, roe antureno k NKG2A
BBOAUTCS B BUAE (papMaLeBTUYECKU MPUEMJIEMON KOMIIO3HLIMH, COMEPKAIlel TepaneBTUYeCKH

s dexTuBHOE KOTMUecTBO anTUTENa K NKG2A.

22. CpenctBo sl MPpUMEHEHHs 110 1. 21, r/ie KOMIO3UIMS He CONEPIKUT KAKUX-JTHOO

Apyrux (papMaleBTHUECKH aKTHUBHBIX CPEICTB.

23.  CpenctBo il MPUMEHEHHS 110 JOOOMY M3 MPEIbIAYLINX MyHKTOB, I71€ aHTUTEJIO
kK NKG2A BBOOUTCSI HECKOJIBKO pa3 C 4YaCTOTOW BBENEHUS O3 OT OJHOTO pasza MPUOIH3UTEBHO

KXXITYI0 HEAEIIO 10 OHOTO pa3a NMPUOIU3UTENbHO KaXKIbIH MECSLI.

24. CpenctBo misi TPUMEHEHUs MO JOOOMY U3 TPEAbIAYLIUX IYHKTOB, TJe

LETYKCHUMa0 BBOIHUTCS €KEHEETHHO.
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25. CpenctBo ajsi MPUMEHEHUs 10 JII00OOMY M3 MPEIbIAYLINX IMYHKTOB, I'7ie JIEYEHNE
BKJIFOUAET IO MEHbLIEH Mepe OJUH LIMKJ BBEAEHHUS, [P 3TOM CPEACTBO, KOTOPOE HEUTPATIU3YET
uHruoupyrouyro aktuBHOcTb NKG2A denoBeka, BBOOUTCA Kak[ble JIBE€ HENENH, a LieTykcumMad

BBOOUTCA €KCHCCJIBHO.

26. CpencrBo Ui NPUMEHEHHs IO JII0OOMY M3 MPEABbIAYIINX ITYHKTOB, 7€ JICUSHHe
BKJIFOYAET 10 MEHbLIEH Mepe OAUH NEePUOA MPONOJIKUTENbHOCTBIO JABE HENeNIH, TAe st
KOKAOTO W3 IO MeHbIIeH Mepe OIHOro IMepuoja aHTUTENO, KOTOpoe HeHTpalu3yer
uHruoupyromyr aktuBHOCTh NKG2A yenoBeka, BBOIUTCS B A03€, cocTaBisomeii 1-10 mr/kr
Beca Tejia, a IeTyKcuMad BBOIUTCS B HAa4YaJlbHOU no3e, cocrasisitomeii 400 MF/M2, a 3areM

eXeHenenbpHo 1o 250 MI/M.

27. CpenctBo aisi IPUMEHEHHUS 1O JIF0OOMY M3 MPENbIIYLINX MYHKTOB, I7I€ JICYCHNE
BKJIIOYAET MO MEHbLIeH Mepe OJUH NEepUOA MNPOJOJIKUTENbHOCTHIO JABE HENEeNU, A€ Ui
KaXJIO0ro M3 MO MeHbIIeH Mepe OAHOrO IEepUOAa AaHTUTENO, KOTOpPOe HEWTpaIu3yeT
uHruoupyromyro aktuBHOcTh NKG2A dyenmoBeka, BBOAWUTCS B (PUKCHPOBAHHOW J103€,
cocrapysiroiet or 100 mo 1000 mr, HeoOs3aTenpHO 750 Mr, a IeTyKCMMad BBOAWTCS B

. . 2 2
HavaJbHOM 103e, cocTaBiisaolieit 400 Mr/m”, a 3aTeM exxeHeneabHo 1mo 250 mr/m™.
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