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OAPMALIEBTUYECKAA KOMBUHALIUA ANA NEYEHUA PAKA

OBJIACTb TEXHUKU
Hacroslwee u3obpeTeHne oTHocuTcA K npumeHeHuio ABTL0812 ans neyeHuss paka y nauueHTa-
YyeroBeka, Npyu 9TOM fleYeHne paka OTHOCUTCH K XMMUoTepanun, fie4YeHnio ¢ NOMOLLbIO HaleneHHol Tepa-

nan, NMMyHoTepannun Unn nyquon Tepanuu.

YPOBEHb TEXHUKU

B zaaske EP2409963B1 (Lipopharma, nogaHHoin B 2010 r.) onucaHo NpuUMeHeHue coeguHeHun - 1,2-

NPOWN3BOAHBIX MOSIMHEHACHILEHHbIX XUPHbIX KNCIOT (HasbiBaeMbix D-PUFA) ansa nevyeHns paka.

OnncaHHble COeJNHEHUS - MPON3BOAHbBIE XXUPHBIX KUCIOT UMEeIOT crneyloLlylo dhopmyny:
COOR-CHR2-(CH2)a-(CH=CH-CH2)b-(CH2)c-CH3

Mpumepom Npeano4TUTENBHOIO COeMHEHNS ABNAETCS:

COOH-CHOH-(CH2)s-(CH=CH-CH>)2-(CH2)3-CHs (182A1)

YnomsHyToe Bbille coeauHeHue (182A1) Gonee noapobHo onucaHo B cTatbe “Erazo, et al.; Clinical
Cancer Research; 22(10) May 15, 2016” - B yKka3aHHOW cTaTbe 3TO COeAMHEHWe Ha3blBaeTcs
«ABTL0812», n 3TOT TEPMUH UCNOMb3YETCH B HACTOSILLEM AOKYMEHTE.

7! YPOBHA TEXHUKN U3BECTHO, 4YTO (bapmakonorvlqecme ne4vyeHune paka B LleniloM OCHOBAHO Ha NpuUMeHe-
HUN YeTblpexX OCHOBHbLIX rpynn nekapCTtBeHHbIX CpeACTB, BKIoYaa XuMunotepanuto, HalernieHHyto Tepanuto,
ropMoOHaribHylo Tepannuio 1 UMMyHOTepanuio.

Kpome TOro, 0 HMM N3 OCHOBHbLIX METOJO0B JNeYeHUA paKka TakkKe ABnAeTca rydyeBaa Tepannd, KoTopyto

4yacTo NPUMEHSIIOT COBMECTHO ¢ hapMmakoTepanuei.

B 3aaeke W02018/210830A1 (Ability Pharmaceuticals) onncaHo npumeHeHue coeanHenna ABTLO812 B
KOMOMHaUMm ¢ ApyrMMu XUMWUOTEpPaNeBTUMECKUMW areHTamu Ansi fie4YeHus paka, NpumepoMm SIBrseTcs
dapmaleBTudeckas KombuHaumss ABTL0812 ¢ XumuoTepaneBTUHECKUMMW areHTamMu [AoLeTaKceriom,

naknuTakcernom, Kap6OI'IJ'IaTI/IHOM nnn uncnnatuHoM NpuMeHUTENbHO K Tepanun ﬂepBOﬁ NNHNN.

KPATKOE ONMNCAHUE U3OBPETEHUA

Ucxoaa ns WO2018/210830A1 (Ability Pharmaceuticals) kak Hanbonee peneBaHTHOIO AOKYMeHTa U3
YPOBHS TEXHUKM (TaK Ha3blBAaeMOro bnwkaiiero JoKkyMmeHTa u3 ypoBHSA TEXHUKN), - 3aJava, koTopas noa-
NEXUT peLUeHnIo C MOMOLLbIO HacTosLero M3obpeTeHusi, MOXET paccmaTpuBaTbcsi Kak obecneyeHue
anbTepHaTUBHLIX BapuaHToB npumeHeHns ABTL0812, koTopble MOryT yBenuuntb achbheKTUBHOCTL Neve-

HUA paka.

Kak Obino oTMeyeHo Bbillie, B HacTosileM AokymeHTe coeanHeHne COOH-CHOH-(CH2)s-(CH=CH-CH>)2-
(CH2)3-CHs obo3HayeHo kak ABTL0812.
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Kak 6bino oTMeuveHo Bhbille, B 3asBke WO2018/210830A1 (Ability Pharmaceuticals) onucaHo npumeHeHune
coeauHeHna ABTL0812 B koMOuHaUuu ¢ ApyrMMU XMMUOTEPANEBTUMECKUMUN areHTaMmun Ans nevyeHus pa-
Ka, npumepom siensetca dapmaueBTuieckass komobuHauma ABTL0812 ¢ xummnoTepaneBTUHECKUMI areH-
Tamu JoueTakcernoMm, naknuTakcesioMm, kapbonnaTuHOM MU UUCMNaTUHOM NPUMEHUTENBHO K Tepanuu

nepBon NUHUN.

B WO02018/210830A1 (Ability Pharmaceuticals) oTcyTcTBYeT npsmoe U ogHO3Ha4yHoOe onucaHue npume-
HeHua ABTL0812 B Tepanuu BTOPOW NUHUKN ANS NevYeHns paka - B YacTHocTu, B WO2018/210830A1 Tep-
MUHbI «BTOPOW JFIMHMW» UM «BTOpas NuHusA» («second-line» nnn «second line») B KOHTEKCTe Tepanuu

BTOpOI?I JINHNN AaKe He YNOMWHAaIOTCA.

B AEMOHCTpPaUNOHHbLIX NMpuMepax HactoAalwero AoKyMeHTa npejcraBlieHbl I'IO,ClpOGHbIe SKCNnepnmeHTarb-

Hble JaHHble, Yy6eauTernbHO AEMOHCTPUPYIOLIME 3HAYMMbIN CUHepruyecknini addekT npu npuMeHeHUn

YNOMSIHYTOro Bbllle coeanHeHuss ABTLO812 B kombuHaymm ¢ Apyrumm XuMmnoTepaneBTUYECKUMN areHTa-

MU, Hanpumep, and ne4yeHnAa paka ¢ noMoLlbio Tepanun BTOpOl‘/’I JIMHUN Yy nayneHTa-4erioBekKka.

CoegunHeHne ABTL0812 mmeeT cTpyKTypHOE U (DYHKUMOHANbHOE CXOACTBO C APYIMMU COEAUHEHUAMM -
1,2-NpoOM3BOAHLIMM NOSIMHEHACHILLEHHbIX XUPHbIX KucnoT (D-PUFA), onucaHHbIMM B YNOMSIHYTOM BblLLe
nctodHuke EP2409963B1.

CoOTBETCTBEHHO, NpU OTCYTCTBUU JOKa3aTernbCTB B NOSb3y NPOTUBHOIO, UMEIOTCS OCHOBaHWUA npeanona-
ratb, YTO MO CYLUECTBY BCE COEAUHEHUS - MPOU3BOAHbIE XUPHBIX KUCNOT cornacHo EP2409963B1 6yayt
UMETb CYLLECTBEHHbII B KOHTEKCTE HACTOSILLEro OonucaHus cuHepruiecknii ekt B KoMOUHaUUm ¢ xu-
MMOTepaneBTMYECKUM areHTOM W/Unu ApYyruMmu NpeanovTUTENbHbIMA MeTo4aMun JNliedeHuns paka, uTo pac-

cMaTpuBaeTCcAa B HacTodLWwemM JOKyMeHTe.

CoOTBETCTBEHHO, NEPBLIN acNEKT HacTosILLero U3obpeTeHnst oTHocuTCs K hapmaLeBTMYECKON KOMOUHa-
umm, cogepxallen:
(A): coefMHeHne, KoTopoe npeAcTaBrnsieT coOON MOSNIMHEHACHILEHHYIO XUPHYIO KUCNOTY hOopMyrbl
COOR1-CHR2-(CH2)a-(CH=CHCH2)b-(CH2)c-CHs, ee dapmaLeBTUYECKM NpUeMNemMylo cofb WU UX
KombuHauuio, rae
() a moxeT npeacTaBnATL cobon nioboe Lenoe unucno ot 0 ao 7,
(i) b moxeT npeactaBnATb coboit nioboe Lenoe Yucno ot 2 40 7,
(i) ¢ moxeT npeacTaBnsaTb coboli nobdoe Uenoe uucno ot 0 go 7,
(iv) R1 npeactaBnset cobon H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHzs)2, n
(v) Rz npeactaBnset coboit OH, OCHs3, O-CH.COOH, CHs, Cl, CH2OH, OPO(O-CH>-CHz)2, N(OH)2, F,
HCOO unu N(OCH2CHa)z;
u
(B1): coeanHeHne - XummnoTepaneBTUYECKUIN areHT
ANs OAHOBPEMEHHOTO, Pa3/leNbHOro UMM nocrieoBaTerNlbHOro NPUMEHEHUs NPU NEYEHUN paka y nauueH-
Ta-yenoBeka, Npu 3TOM yKazaHHOe fNeyeHue npeacTaBmnsieT cobol neyeHne paka ¢ NOMOLbIO Tepanuu

BTOPON NUHMUN.
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U3 YPOBHA TEXHUKN N3BECTHO, YTO TepanuAa I'IepBOI7I JINHN NpeacTaBnaeT coboli CXeMy Unun cxembl neve-
HUA, KOTOopble 00ObIYHO npUHNMAalOTCA MEeANUUHCKUM Yy4YpexaeHnem AnA HavalrbHOro neYvyeHuda AaHHOoro
TaNa n ctaann paka. Ee Takke HasbiBaloT NnepBnYHbLIM NeYyeHnem urnn nepsquon Tepanme|7|. LleJ'IbIO Te-
panun I'IepBOI7I JINHNN ABNAEeTCA n3riedeHue paka, ecrin 3ro0 BO3MOXKHO. OTa nepBuUYHaA Tepanusd, Takke
Ha3blBaeMasn I/IH,CI,yKLI,I/IOHHOI‘/'I Tepanme|7|, ABIAETCA nepBoﬁ aTakon XnMnorTepaneBTU4YECKUX nekapcTtBeH-

HbIX CpeACTB, Hal'lpaBJ'IeHHOI7I NPOTUB 3J1OKa4€CTBEHHOTO HOBOOﬁpGSOBaHI/IFI.

B cooTBeTCcTBMM C 00LEN3BECTHBIMI ANS chieyuanucTa B JaHHONW obnacT TEXHUKWN CBEAEHUSAMU TEPMUH
«Tepanusi BTOPOMN NIMHUU» COrMacHO NepBOMY acneKTy OTHOCUTCS K NTEYEHUI0 C NOMOLLbIO Tepanuu BTOPON
NUHUNK, KoTopoe NpoOyioT NMPUMEHUTb, Koraa Tepanus nepBoON JIMHUU He AeCTBYET AOMKHbIM 0bpasom.
BeaeHne nayneHta B criydae paka TpebyeT perynsipHOW OLEHKW NeYeHUss U KOPPEeKTMPOBKU MO mepe
HeobxoaumocTu. MNMepepbiB B NEPBUYHOM NIEYEHNN C NOMOLLIbIO Tepanuy NepPBON JIMHUU U NPUHATME HOBON
CXeMbl CBUAETENLCTBYET O JIEYEHUMN C MOMOLLbIO «Tepanun BTOPON NUHNN.

Cneynannucty B gaHHOW 06nacTu TEXHUKN MOHSATHO, YTO B AAHHOM KOHTEKCTE TEPMUH «Tepanusi BTOPON
NuHMNY» TpebyeT, YTobbl NayueHT, nonyvalLmnii Tepanuio NepBon NMHUK, Nofnyyan fieyeHne ¢ NnpuMeHe-
HMeM CXeMbl/KOMOUHaL MU NPOTUBOPAKOBLIX areHTOB, KOTOpblE OTNNYAIOTCA OT CXeMbl/KOMOUHaLMKn npo-
TUBOPAKOBLIX areHToB «Tepanuu BTOPON NIUHUNY.

MoXXHO ckasaTb, UTO ecnu Obl AeNCTBME CXEeMbI/KOMOMHALMN NPOTUBOPAKOBLIX areHTOB Tepanuu nepeon
NWHUK OKa3anochb yA0BMETBOPUTENbHLIM (TO eCTb 0becneyunno usrevyeHne paka y nayueHTa), To, BEposT-
Ho, He noTpeboBanock Obl NPUMEHeEHNE «Tepanui BTOPON NINHUNY .

B kayecTBe npumepa — B JaHHOM KOHTEKCTe Tepanusi NepBoil NMUHMK Morna Obl, Hanpumep, BKNoYaTb
npumMeHeHne aoueTakcena, naknurakcena u, Bo3MoXxHo, Takke ABTL0812, u B aToM crnyyae Tepanus
BTOPOW NuUHMM Morna Obl npeAcTaBnsATb cobol Apyryilo cxemy/koMOuHaLuio NpoTUBOPAKOBLIX areHToB,
KoTopasi, Hanpumep, morna 6bl npeactaBnaTh coboit ABTL0O812 B koMOUHaL UM C TEMO30NOMUAOM, YTO

paccmaTpuBaeTcsl, Hanpumep, B IeMOHCTpaLUoHHOM NpuMepe 1.1 B HacTosILLiEM JOKYMEHTe.

Kak usBecTHO B AaHHOI obnacTu, xumuoTepanus npeactaBnseT coboit TUN NneveHus paka, Npu KOTOpoM
NpUMeHsIOT OAHO UnM Gonee NPOTUBOPAKOBLIX NEKapCTBEHHbLIX CPeACTB (XMMUOTepaneBTUYEeCKUX areH-
TOB) B KayecTBe YacTW CTaHAapTM3MPOBAHHOI CXeMbl XuMuUoTepanun. TEPMUH «XUMUOTepanus» cran
obo3HayaTb HecnelndpUYHOE NPUMEHEHNE BHYTPUKIETOUYHOIO TOKCMYECKOTO CoeIHeHNs1 ANs UHIMGuMpo-
BaHMs MWUTO3a, JeneHnUsl KNeTok, TO eCTb COeMHEHME - XUMUOTepaneBTUYECKUI areHT NoHUMaeTcs Kak
coellnHeHWe, NpensATCTBYIOllee pennukauuu knetok. Mockonbky pennukauus OHK/kneTok siBnsieTcss 06-
LMM NPOLIECCOM, KOTOPbI UCMONb3YIOT BCe KNETKM Al CaMOBOCNPOU3BEAEHMS, XUMUOTepaneBTudeckne
areHTbl He MOTYT OTMMYUTbL PaKoBble KNETKU OT HopMarbHbIX. Takum o6pa3om, Knaccuieckas XxummoTepa-

MUsi MOXET UMETb CYLLIECTBEHHbIE NOGOYHbIE 3 DEKTDI.

Kak 6bino ykaszaHo Bbille, B WO2018/210830A1 (Ability Pharmaceuticals) onucaHo npumeHeHne coeam-
HeHnst ABTLO812 B KOMOMHaLUKU ¢ APYrMMA XUMUOTEpPaneBTUYECKUMM areHTaMu Npu fieYeHnmn paka — co-
OTBETCTBEHHO, B 3TOM AOKYMEHTE NPAMO M OAHO3HAYHO He onucaHo npumeHeHne ABTLO812 npu Haue-

NeHHoN Tepanun, UMMyHOTepanum W/vunu ny4eBoil Tepanui AnNs fie4eHns paka.

B ASMOHCTpPaUWUOHHbLIX MNMpuMepax B HacToALleM JOKYyMeHTe npejcTaBlieHbl I'IO,CI,pO6HbIe SKCNepnmeH-
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TalnbHble JaHHbIE€, KOTOPble JOCTOBEPHO JEMOHCTPUPYIOT 3HaYUMbIN NONOKUTENLHBLIN 3¢PDEKT B OTHOLLIE-

HUN NPUMEHEHNA paccmaTpuBaemoro Bbilwe coeauHeHna ABTLO812 npu HaueneHHoW Tepanun, UMMYHO-

Tepanun nunn nyquon Tepanun anda nevyeHnd paka y nauyneHta-4enoBeka.

CoOTBETCTBEHHO, BTOPOIi acneKkT HacTosILero usobpeTeHnss oTHocuTCa K papmaleBTUHeCcKon KOMOUHa-
unu, coaepKallen:
(A): coefmHeHne, KoTopoe MpeAcTaBrsieT COOON MONIMHEHACHILEHHYIO XUPHYIO KUCNOTY (hOopMyrbl
COOR1-CHR2-(CH2)a-(CH=CHCH2)b-(CH2)c-CHs, ee dapmaveBTnyeckn npuemnemyio cofb WUnmn ux
KoMmbOuHauuio, rae
() a moxeT npeactaenATb cobon nioboe Lenoe ynucno ot 0 go 7,
(i) b moxeT npeactaBnATk coboin nioboe Lenoe Yucno ot 2 40 7,
(i) ¢ moxeT npeacTaBnaTb coboli nwbdoe yenoe uncno ot 0 go 7,
(iv) R1 npeactaenset cobon H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHa)2, 1
(V) R2 npeactasnsiet coboit OH, OCHs, O-CH2COOH, CH3, Cl, CH.0OH, OPO(O-CH2-CHzs)2, N(OH)2, F,
HCOO unun N(OCH2CHa)y;
u
(B2): coegnHeHue - areHT Ans HaleneHHon Tepanun
AN OAHOBPEMEHHOTO, pa3jenbHOro UNn nocrieoBaTeslbHOro NPUMEHeHNs Npu NevYeHnn paka y nauneH-
Ta-yenoseka, MpyU 9TOM yKkasaHHOe feyeHue npejcTasnseT coboii neyeHne paka ¢ NOMOLLbIO HaLeneH-

HOW Tepanuu.

TepMUH «HaleneHHasi Tepanus» CornacHo BTOPOMY acnekTy crneayeT NOHUMaTb B COOTBETCTBUM C YPOB-
HEM TEXHUKM.

M3 ypoBHSI TEXHUKU U3BECTHO, YTO HalleNleHHas Tepanus W1 MorekynspHo-HaleneHHas Tepanus siBns-
€TC OJHMM M3 OCHOBHbLIX METOJOB reyeHus (dapmakoTepanuu) paka, APYrMM MeTOAOM SIBMsieTCs,
HanpumMep, LUMTOTOKCMYecKasl XxuMmuoTepanus. Kak dopma MonekynsipHoit MeAULMHbI, HalleneHHas Tepa-
nusi GNOKNpPYeT POCT PaKoBbIX KNETOK, BO3AENUCTBYS Ha KOHKPETHble MOMEKymnbl-MULLIeHN, Heobxoanmble
ANsi KaHLleporeHesa W pocTa ONyxonu, a He MPOCTO BO3AeilCTBYS Ha Bce Aenslyuecs kneTkn (Kak, Hanpu-

Mep, Npu TpaauLUNOHHON XMMUoTEPanuu).

TpeTuit acnekT HacTosILLEro M3006peTeHnst OTHOCUTCS K hapmaLeBTUYECKON KOMBUHaLUK, CoAepXaLleit:
((A): coeanHeHune, koTopoe npeAcTaBnsieT coOOW NONMMHEHACHILEHHYIO XUPHYIO KUCNOTY (OPMYIbl
COOR1-CHR2-(CH2)a-(CH=CHCH2)b-(CH2)c-CHs, ee dapmaLeBTUYECKN NpUEeMNeMmMylo COfb WUMNKN UX
KombuHauuio, rae
() a moxeT npeacTaBnATb cobon noboe Lenoe ynucno ot 0 ao 7,

(i) b moxeT npeactaBnaTb coboit nioboe Lenoe Yucno ot 2 40 7,

(i) ¢ moxeT npeacTaBnsaATb coboli nobdoe Uenoe uucno ot 0 go 7,

(iv) R1 npeactaBnset cobon H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHzs)2, n

(v) Rz npeactaBnset coboit OH, OCHs3, O-CH>.COOH, CHs, Cl, CH2OH, OPO(O-CH>-CHz)2, N(OH)2, F,
HCOO unu N(OCH2CHa)z;

"

(B3): coeanHeHne - UMMYHOTEpaneBTUYECKUI areHT
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Ana oAHOBpPEMEHHOro, pas3eribHOro unm nocrieaoBaTteribHOro NpuMeHeHud npu nev4yeHnn paka y naumneH-
Ta-4yenoBeka, npn 3ToM ykadaHHoe JrieyeHne npeacraBnder coboll neveHune pakKka ¢ NoMoLblO UMMYHOTE-

panuu.

TepMI/IH «KMMMYHOTEepanuAa» CornacHo TpeTbeMy acCnekTy crieayeTt noHnMmartb B COOTBETCTBUU C YPOBHEM
TEXHUKW.

U3 YPOBHA TEXHUKN U3BECTHO, YTO UMMYHOTepanuna npeacrtaBlideT cobol neyeHne 3aboneBaHus nyTem
akTusaunnm unn nogasneHnsA I/IMMyHHOI?I CUCTEMBDI. VlMMyHOTepaI'IVIﬂ, npejHasHa4vyeHHada aAnd nHaykuyun nnn
ycuneHna UMMyHHOTo oTBeTa, OTHOCUTCA K aKTI/IBaU,VIOHHOI‘ﬂ UMMYHOTEpanun, Toraga Kak UMMyHoTeparnuAa,
CHMXatrwuwaa unn noaasndiwowias MMMYHHbIVI OTBET, OTHOCUTCA K CynpeCCMBHOVI NWMMYHOTEepanun. B no-
cneadne roabl UMMyHOTEpPannAa Bbl3Bana 6onbLuon NnHTepec y nccrnegosaTtenen, MNPAaKTUKYIOLLINX Bpaqe|7| n
CbapMaLl,eBTI/I‘-IeCKI/IX KOMMNaHWA, B YaCTHOCTU B CBS3N C nepcnekTusammn ee npumMmeHeHna anda neyvyeHuA

pasnuyHbIX hopm paka.

YeTBepTbll acnekT HacToALero U3obpeTeHnss OTHOCUTCA K hapMaLeBTUYECKO KOMMNO3nLuK, cofepxa-
Lwen:
((A): coeanHeHne, koTopoe npeacTaBnsieT cobol NONMMHEHAaCLILWEHHYIO XUPHYIO KUCNOTY ¢opmynbl
COOR-CHR2-(CH2)a-(CH=CHCH2)b-(CH2)c-CHs, ee dapmaLeBTuyeckn npuemnemyio cofb Unm nx
Kom6uHauuio, rae
() a moxeT npeacTaBnaTb coboin nioboe Lenoe yncno ot 0 go 7,
(i) b MmoxeT npeacraBnATb coboii noboe Lenoe yncno ot 2 o 7,
(i) ¢ moxeT npeacTaBnaTb coboli noboe Lenoe yncno ot 0 go 7,
(iv) R1 npeactaBnset cobon H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHz)2, n
(v) R2 npeactaBnset coboit OH, OCH3, O-CH>.COOH, CHjs, Cl, CH2OH, OPO(O-CH>-CHz)2, N(OH)2, F,
HCOO unu N(OCH2CHa)z;
ANs NpUMEHEHNs1 NPU NEeYeHU paka y nauueHTa-4enoBeka, Npyu 3TOM ykazaHHOe NlevyeHue npejcraBnseT

coGoil nyyeBylo Tepanuio paka.

TepMUH «lydeBasi Tepanusi» CorfacHo YeTBepTOMY acrnekTy crieayeT NMoHUMaTh B COOTBETCTBUM C YPOB-
HEM TEXHUKM.

M3 ypoBHSA TeXHWKM W3BECTHO, YTO NydyeBasi Tepanus (Takke HasblBaeMmas paanalWoHHOI Tepanueil)
npeacTaBnsieT coboi nevyeHne paka, Npyu KOTOPOM MPUMEHSIIOT BbICOKIE [03bl U3NYyYeHNs ANsl YHUYTOXeE-

HUA pakoBbIX KINETOK N YMEeHbLUIEeHNA onyxXorn.

MATBIN acnekT HacTosILero n3obpeTeHns OTHOCUTCA K hapmaLleBTUYECKO KoMOMHaLMK, coepxkalleli:
(A): coefmHeHne, KOTopoe MpeAcTaBrnsieT COOON MONMHEHACHILEHHYIO XUPHYIO KUCNOTY hOopMyrbl
COOR1-CHR2-(CH2)a-(CH=CHCH2)b-(CH2)c-CHs, ee dapmaieBTyeCKM Npuemnemylo cofb Unn ux
KombuHauuio, rae
() a moxeT npeacTaenATb cobon nioboe Lenoe yucno ot 0 ao 7,

(i) b moxeT npeactaBnaTb coboin noboe Lenoe Yucno ot 2 40 7,
(i) ¢ moxeT npeacTaBnsaATb coboli nobdoe Uenoe uucno ot 0 go 7,
(iv) R1 npeactaBnset cobon H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHzs)2, n
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(v) Rz npeacrtaBnset coboit OH, OCH3, O-CH2COOH, CHs, Cl, CH20H, OPO(O-CH2-CHz)2, N(OH)2, F,

HCOO nnn N(OCH2CHa)2;

u

(B1): coeanHeHne - XummnoTepaneBTUIECKUI areHT
AN OAHOBPEMEHHOr0, pa3aernbHOro Unu nocrneaoBaTenbHOro NPUMEHEHUS NpU NeYeHUn paka y naumneH-
Ta-yernoBeka, rae coeanHeHne (B1) npeacraBnset coboi No MeHbLUEW Mepe OAHO COeANHEHNE - XUMUO-
TepaneBTUYECKUI areHT, BbiIOpaHHOe 13 rpynnbl, COCTOALLEN 3.

Temo3sonomuaa;

TONnoTeKaHa;

UpUHOTEKaHa;

yuknodochamumaa;

hTopypauuna;

okcanunnaTuHa;

NenkoBopuHa un

JokcopybuumHa.

B HacTosiwem aokymeHTe npu 0600LeHHOM ynomuHaHun coeaunHenns (B) noapasymeBaeTcsi, YTO OHO
oTHocUTCH K niobomy n3 coegunHerus (B1), coeguneruns (B2) n/unu coegnHexuns (B3).

CneyunanucTty B AaHHON obnacTu TEXHUKN MOHATHO, YTO B J@HHOM KOHTEKCTe areHT coefuHeHus (B) Cco-
rnacHO COOTBETCTBYWOLMM acneKkram, yKka3aHHbIM Bbllle, 6e3ycn03|-|o, He ABndaeTcA coejuHeHuem, BXo-

Adaumm B 00 beM coeiuHeHus (A) CornacHoO COOTBETCTBYIOLWUM acnekram, yKadaHHbIM BblLLe.

CneumnanucTty B 4aHHOIN 0b6racTu TEXHUKM MOHSATHO, YTO B AAHHOM KOHTEKCTE B OTHOLUEHUW paccMaTpu-
BAeMOro B HacTOSILLEM JOKYMEHTe KOMOWHUPOBAHHOIO neyeHuss He obs3aTenbHO, YTOOLI ABa coeauHe-
Husa (A) n (B) BBOAMNN, Hanpumep, OAHOBPEMEHHO B BUAE €AWHON KOMNO3ULMK UMK, HanpuMep, nocne-
[OBaTeNbHO B BMAe ABYX OTAENbHbIX KOMNO3NLMin. BaxHbiM ABNsieTCA To, UTO ahpeKTUBHOE KONIMYECTBO
coefuHeHusl/areHTa, BBEAEHHOIO NepBbIM, HAaXOAUTCSA B OpraHM3Me nauueHTa U/mnu okasblBaeT CBoe

JeNncTBue Ha opraHm3m nauyueHTa, Korga BBoAAT BTOpoe coeiMHeHne/areHT.

CneumnanucTy B JaHHON 0bracTn TEXHUKN MOHATHO, YTO B J@HHOM KOHTEKCTe acneKTbl HacTosiLero n3ob-
peTeHus1 OTHOCATCS K KOMOUHaUMM coeanHeHnsi (A) n No MeHbLUEN Mepe oHoro coeauHennsa (B), Hanpu-
Mep, KomOMHauun coeanHeHne (A)+coeauHeHne (B1), coeanHenne (A)+coeaunHenne (B2), coeanHeHue
(A)+coeanHeHne (B3) unu coeauHeHune (A)+coeanHeHune (B1)+coeanHeHne (B3). Takke MOHATHO, 4TO,
nockonbKy coeguHeHne (A) MoXeT ObITb BBeAEHO B KOMOWHAUMW C Sly4eBON Tepanueil corfacHo YeTBep-
TOMY acnekTy HacTosiLero n3obpeTeHus, nydyeBas Tepannus Takke MOXeT ObiTb MpUMeHeHa B KOMOMHa-

LMK C YNOMSIHYTBIMM Bbillie KOMOUHaUUaAMN ¢ NobbiM coeanHeHnem (B).

CoOTBETCTBEHHO, TEPMUH «KOMOWHALUUSA» COrfacHO COOTBETCTBYIOLMM acnekraMm, yka3aHHbIM Bbille, B
HacTosiLLEM AOKYMEHTe OTHOCWUTCS K pasnu4YHbiM KOMOUHaumam coeauHenunn (A) u (B), Hanpumep, B oa-
Hol chapmaLeBTUYECKON KOMNO3UUMW, B KOMOMHUPOBaAHHON CMecu, COCTosILLEN U3 OTAeNbHbIX dapma-

LUeBTUYEeCKNX COCTaBOB/KOMI'IOSI/ILI,I/II7I OTAESbHbIX aKTUBHbIX COeANHEHUN, TaKoW Kak npeaBapuTesibHO NMpun-
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rotoBneHHas cmecb («tank-mix»), n npy KOMOMHMPOBAHHOM NPUMEHEHUUN OTAENbHbIX aKTUBHbLIX UHIpeau-

€HTOB NMpu NocriegoBaTeNbHOM BBEAEHUMN, TO €CTb OAMWH 3a APYrMM C OCTAaTOYHO KOPOTKUM MPOMEXYTKOM

BPEMEHU, TAKUM KaK HECKOIbKO YacoB UNn AHEN, UNn Npu 0gHOBPEMEHHOM BBeAeHUn. Mopsaok npume-

HeHua coeguHeHuin (A) n (B) He SABNSIETCA CyLLECTBEHHLIM.

KombuHaums coeauHeHnin (A) n (B) MoXeT ObITb NPUroToBNeHa Ans 04HOBPEMEHHOIO, pa3AenbHOro unu

nocnegoBaTenbHOro BBeAeHNs. B yacTHoCTU, ecnu BBeAeHNE He SBMNSIETCS OAHOBPEMEHHbIM, COelUuHe-

HUS' BBOAAT C OTHOCUTENbHO KOPOTKUM MPOMEXKYTKOM BPEMEHU MEXAY BBEAEHMEM OAHOr0 U APYroro co-

eauHeHuns. Kpome Toro, coequHeHnst BBOASAT B OJHON N TOW XK€ UNU B pasfnUYHbIX NekapcTBEHHbIX op-

Max, WM OAHUM U TEeM Xe UMK pasnMYHLIMU NYTAMU BBEAEHUS, HAaNpUMep, OAHO COeAWHEHNEe MOXET

ObITb BBEJEHO BHYTPUBEHHO, a ApYyroe coeAuHeHWe MOXeT ObiTb BBeAeHO nepopanbHo. KombuHauums

ABYX coeAMHeHU MoXeT ObiTb BBeAeHa, Hanpumep:

— B Buae KomOGuHauuu, KoTopasi ABNAETCS YacTbio OAHOIO NIeKapcTBEHHOIO cocTaBa, Npu 3TOM ABa
COeauHeHus Bceraa BBOAAT OJ4HOBPEMEHHO;
— B BUAe KoMOBMHaLMKU ABYX A03/KOMMO3NLUN, KaXaasi U3 KOTOPbIX COAEPXKUT OAHO U3 BELLECTB, YTO

obecneunBaeT BO3MOXHOCTb OAHOBPEMEHHOro, NocrnefoBaTeNnbHOIO UNKU pasfenbHOro BBeje-
HUS;

Hanpumep, coegmHeHne (A) BBOAAT He3aBUCUMO OT coeauHeHus (B) (To ecTb B Buae ABYX 403), HO B 0J-

HO 1 TO Xe BpeMs.

B apyrom noaxoasuiem npumepe cHayarna BBoAsAT coegunHeHune (A), n 3aTem OTAENbHO UMK nocnejosa-

TenbHO BBOAAT coeAuHeHne (B), B kayecTBe anbTepHaTMBbI, CHavyana BBOAAT coeuHeHue (B), n 3atem

oTAenbHO NN NocreAoBaTeNbHO BBOAAT coeAnHeHne (A).

B apyrom noaxoasuwiem npumepe, Koraa BeoaaT ABa coeaunHeHus (B), coeauHeHue (A) BBOAAT NEPBbIM,

nepeoe coeanHeHune (B) oTaenbHO Unu nocrieaoBaTenbHO BBOASAT BTOPbLIM, U 3aTEM BTOpPOE COeAUHEeHNe

(B) oTaenbHO Unu nocreaoBaTenbHO BBOASAT TPeTbMM. B kauecTBe anbTepHaTuBbI, NEPBOE COeANHEHNE

(B) BBOAAT nepBbIM, BTOpOe coeguHeHne (B) oTaenbHO nnu nocneaoBaTenbHO BBOASAT BTOPbLIM, U 3aTeEM

coeauHeHne (A) oTaenbHO UNKU NocneAoBaTeNbHO BBOAAT TPETbUM. B kauyecTBe anbTepHaTMBLI, NepBOe

coeanHeHne (B) BBoAAT nepBbiM, coeauHeHne (A) oTAeNbHO UNu nocrneaoBaTenibHO BBOAAT BTOPbLIM, U

3aTeM BTopoe coeuHeHne (B) OoTAEeNTbHO UNK nocrneaoBaTeribHO BBOAAT TPETbUM.

TepMUH «apMalleBTUYEeCKUil», Hanpumep, B OTHOLUEHUN «apmaleBTUYECKol KOMNO3ULMUy», crieayeT
MoOHMMaTb B COOTBETCTBUU C YPOBHEM TEXHUKM, TO €CTb OH OTHOCUTCS K NpenapaTy/KoMNo3nLK, KOTopble
HaxoasaTcs B Takol chopme, KoTopasi obecneunBaeT appeKTUBHOCTb NPOSIBIEHMS] GUONOrMYecKoil akTuB-
HOCTW aKTUBHbIX MHIPEANEHTOB, U SIBNSAOTCA (HU3MONOTMYECKU NEePEeHOCMMBIMU, TO €CTb He coAepKallumu
JOMOMHUTENbHBLIX KOMMOHEHTOB, SIBMSIOLIMXCA HENPUEMIIEMO TOKCMYHLIMU ANA cyObekTa, KOTOPOMY BBO-
AAT KOMMo3numio. B yacTHOCTH, TepMUH «hapMaLieBTUYECKM NpUeMneMblii» o3Ha4yaeT 000peHHbIN pery-
NUpYIOLMM OpraHoM LiTata unu ceaepanbHbIMU OpraHamy BRacTU MNK BKMIOYEHHbLIN B dapmakoneto
CLUA unu apyryto o6Llienpu3HaHHylo dpapmakoneio Ansi NpUMeHeHUs Y XXUBOTHbIX U, Gonee KOHKPETHO, y

noaen.

BapI/IaHTbI peanun3aunn HacrtoAaLllero |/|306peTeH|/|;| OonucaHbl HWXe TOJTbKO B Ka4eCTBe NMpUMepoB.
KOM6I/IHaLI,I/IFI OMUCaHHOIo B HacToALleM JOKYMEeHTE NpeAnoyYTUTENIbHOIO BapnaHTa peanm3aunn ¢ Apyrum

ONMUCaHHbIM B HacToALleM AOKYMEeHTEe npeano4vYTUTeNibHbIM BapuaHTOM pearnun3aunumn ABNdAeTcA eLlle bonee
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npeanovTuTenbHbIM BapnaHTOM peann3ayun.

KPATKOE OMUCAHMUE YEPTEXEW

Ob6o3HavyeHus ABTL0812 n ABTL ucnonb3yloTcs B HACTOSILLEM ONMUCaHUU KaK Hepasnuinumble.

durypa 1: LutotokcuuHoctb ABTLO812 (ABTL) n Temosonomuga (TMZ) B oTHowweHUn knetok LA1-5S u

SK-N-BE(2). NMoapobHee cMm. AeMOHCTPaUNOHHbIV NPUMEp B HAaCTOSILLEM AOKYMEHTE.

Purypa 2: LiutotokcmuHocts ABTL0812 n TonotekaHa B oTHowweHun LA1-5S. MNMoapobHee cM. AeMOH-

CTpaLMOHHbIN NPUMEp B HACTOSILLEM [ OKYMEHTE.

Purypa 3: LiutotokcuyHoctb ABTLO812 n npuHotekaHa B oTHoweHun LA1-5S. MNMoapobHee cM. AEMOH-

CTpaLMOHHbIN NPUMEp B HACTOSILLEM [ OKYMEHTE.

durypa 4: LintotokcnuHoctb ABTL0812 n uuknodoctammaa B otHoweHun LA1-5S. MNMogpobHee cMm. ae-
MOHCTPaLMOHHbI MPUMep B HAcTOSALLEM AOKYMEHTE.

Purypa 5: ABTLO812 n 6opte3omud nposiBNAIOT BblpakeHHble cuHepruyeckue addekTol in vitro B 0THO-
LUEHMWN TIMHWIA KNeToK MHoXecTBeHHoN muenombl JUN-3 n OPM2. MogpobHee cM. 4eMOHCTPaLUOHHbIN

npuMep B HacTosLLIEM JOKyMEHTe.

durypa 6: ABTLO812 cyuwecTBeHHO ycunuBaeT NpoTUBOPaKoBoe AeicTBue Tepanuu Folfirinox, He noBbi-
LIasi Mpu 9TOM TOKCUYHOCTb, B MOAENN KCeHOoTpaHCNaHTaTa paka noaXenyzouHon Xenesbl YenoBeka ¢
ucnonb3oBaHuemM knetok MiaPaca2, umnnaHTupyembix 6€CTUMYCHbIM MblliaMm. Pe3ynbTaThl cBUAETENb-
CTBYIOT O TOM, YTO yKazaHHOe KOMOMHWPOBaHHOE NevYeHne MOXET NPeAcCTaBnATb KNMMHUYECKUI UHTepec
ANS NIeYeHns paka nozKenyaovHon xenesbl. NMoapobHee CM. AEMOHCTPALMOHHLIN NPUMEP B HACTOSLLEM

AOKYMeHTe.

Purypa 7: ABTLO812 cyllecTBeHHO ycunuBaeT NpoTUBOpaKoBOe AeiicTBUe AoKcopybuumHa, He NoBblLLas
Mpn 9TOM TOKCMYHOCTb, B MOZENU KCEeHOTPaHCMaHTaTa paka 3HAOMEeTpus YenoBeka ¢ UCNONb30BaHNEM
krneTok Ishikawa, uMnnaHTupyembix 6€CTUMYCHbIM MbiliaMm. Pe3ynbTaTbl CBUAETENLCTBYIOT O TOM, YTO
KoMmOuHupoBaHHasa Tepanusa ABTL0812 coBMecTHO ¢ AOKCOpPYOMLIMHOM MOXET NMpeACTaBnATb KMUHUYe-
CKUW MHTepec ANs neyeHus paka sHgomeTpus. MNMoapobHee cM. AEMOHCTpPaLUMOHHbLIA NpUMepP B HacTosi-

LLieM JOKyMEHTe.

Purypa 8: ABTLO812 yBenuuneaeT BbXXMBAaeMOCTb 6€3 Npu3HaKkoB 3aboneBaHusl y MblLIel C ONyxXonsmu-
rmuobnacTomamu U ycunuBaeT NPOTUBOONYXONEBYIO aKTUBHOCTb Temo3onomuaa MoapobHee cM. AEMOH-

CTPaLMOHHbIN NPUMEp B HACTOSILLEM [10KYMEHTE.

Purypa 9: ABTL0812 cokpawyaeT pocT onyxonen-rnuobnacrom (knetkn US7MG, T98G) u ycunmeaeT npo-
TMBOOMYXONEBYIO aKTUBHOCTb NTy4eBON Tepanun. MNMoapobHee cM. Ae€MOHCTPaLUOHHLIA NpUMep B HAcTos-

LLieM JOKYMEHTeE.
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Purypa 10: ABTL0812 yBennumBaeT BbbKMBAEMOCTb 6€3 NMpuU3HaKoB 3aboneBaHus y MblLLEN C Onyxons-
MU-rnuobrnacToMaMy U ycunuBaeT NPOTMBOOMYXONEBYIO aKTUBHOCTL fydeBoii Tepanuu. MogpobHee cwm.

AEeMOHCTPaLWOHHBI NpuMep B HacTosILLEM JOKYMeHTe.

Purypa 11: ABTL0812 cywlecTBeHHO ycunmneaeT MPOTUBOpPAKOBOE AeWCTBUE onanapuba, He NoBblLLas
Mpu 3TOM TOKCMYHOCTb, B MOJENN KCeHOTpaHCnaHTaTa paka aH40METpUs YeroBeKka ¢ NCNoNb3oBaHNEM
krneTok Ishikawa, uMnnaHTupyembix 6€CTUMYCHbIM MbiliaMm. Pe3ynbTaTbl CBUAETENLCTBYIOT O TOM, YTO
KoMOuHMpoBaHHasa Tepanusad ABTL0812 coBmecTHO ¢ onanapubom MOXET NpeAcCTaBMnATb KIMHUYECKMIA
UHTepec Ana neyeHus paka aHaomeTpus. MogpobHee CM. AEMOHCTPaALMOHHBLIN NPUMEpP B HACTOSALIEM

AOKYMEHTe.

Purypa 12: ABTL0812 cyllecTBEHHO ycunuBaeT NpoTMBOpaKkoBoe AeiicTBue beauusymada, He NoBblLLas
Mpu 9TOM TOKCMYHOCTb, B MOJENu KCeHoTpaHcnnaHTaTa paka SHAOoMeTpus YeroBeka ¢ UCMONb30BaHNEM
krneTok Ishikawa, uMmnnaHTupyembix 6€CTUMYCHbIM MbilaMm. Pe3ynbTaTel CBUAETENbCTBYIOT O TOM, YTO
KombuHupoBaHHas Tepanuss ABTL0812 coBmecTHO ¢ onanapuboM MOXeT NpeAcTaBnsATb KMMHWUYECKUIA
NHTEpec Ans nedveHus paka aHAomeTpus. MoapoOHee CM. AEMOHCTPaALUOHHbLIA NPUMEpP B HacTosLEM

OOKYMEHTe.

Purypa 13: ABTLO812 noTeHuupyeT nonspusaumnio makpodaroB B HanpasfeHUn npoBocnanuTerbHOro
npoTmsoonyxornesoro ¢eHotTuna M1 nytem cyLecTBEHHOro yBenuyeHus akcnpeccun reHos IL-1B n $HO-
a. BaxHo otmeTuTb, uTo ABTL0812 nogaBnsieT nonspusauunio B HanpaefneHUn NpoTMBOBOCNANUTENBHOIO
npoonyxonesoro cdeHotTuna M2 nytem BblpaXeHHOro MHrMbupoBaHus akcnpeccumn reHa IL10, ogHoro us
OCHOBHbIX perynatopoB uMmmyHocynpeccun. TBP npeactaensieT coboii cBasbiBatowmin TATA-60kc benok.
NT o3sHayaeT HenonsipusoBaHHble Makpodarn. ABTL50mMkM o3HavaeT HenonspusoBaHHble makpodaru,
obpaboTaHHble 50 MkM ABTL0812. M1 o3HayaeT nonsipusoBaHHble no deHoTuny M1 makpodaru.
M1+ABTL50 o3HayaeT nonsipusoBaHHble no deHotuny M1 makpodarn, obpaboTaHHble 50 MKM
ABTL0812. ABTL100mMKkM o3HauyaeT HenonsipusoBaHHble Makpodarn, obpaboTaHHble 100 mMkM
ABTL0812. M1+ABTL100 o3HavyaeT nonspusoBaHHblie no dpeHoTuny M1 makpodaru, obpaboTtaHHblie 100
MKkM ABTLO812. M2 o3HavaeT nondpu3oBaHHble no cdeHoTuny M2 makpodarn. M2+ABTL50 o3HavaeT
nonsipusoBaHHble no dpeHoTuny M2 makpodaru, obpabortaHHble 50 mkM ABTL0812. MoapobHee cm. ae-

MOHCTpPaLMOHHBI NpUMep B HacTOsILLIEM JOKYMeHTe.

durypa 14: ABTLO812 unayumpyet akcnpeccuio PDL1 B NMHMAX KNETOK paka 3HAOMETPUSA U NogXKeny-
AOYHoOW Xenesbl, onocpegoBaHHas ABTL0O812 akcnpeccnss PDL1 3HauuTenbHO HUXKe YPOBHEN IKCnpeccun
PDL1, nHayunpoBaHHon IFNy, rmaBHbIM perynstopom akcnpeccun PDL1. 3Tu pesynbTaThl obpaljaioT
BHUMaHUe Ha noTeHUWanbHylo kKomOuHayumo ABTLO812 ¢ MHIMOMTOpaMn UMMYHHbBIX KOHTPOIbHBIX TOYEK,
MOCKOMbKY onocpejoBaHHas MHAYKLMS ypoBHeln PDL1 caenaeT pakoBble KNETKU MULLEHSAMMW ASS UHIMOU-
TOPOB MMMYHHBIX KOHTPOJILHBIX ToYeK. MNogpobHee CM. JeMOHCTPaLVOHHEIA MPUMeEpP B HAacTOSLLEM AOKY-

MEHTe.

Purypa 15: ABTL0812 cnocobcTBYeT MMMYHOTEHHON rnbenu pakoBbIX KNETOK B NMUHUM KNETOK paka noja-
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Xenyao4yHon Xenesbl YenoBeka MiaPaca2, yTo nHayumpyeT BbiCBODOXAEHME NMMYHOTEHHbIX (haKTopoB,
KoTopble CMOCODCTBYIOT YCTONYMBOW aKTUBaLUU MakpodaroB Hapsigy ¢ UX nonspusauuen no nposocna-
nuTensHOMy M NpoTuBoonyxornesomy gpeHoTuny M1 nytem BblpaXeHHOW UHAYKLMW MOCTOSHHOIO YPOBHS
IL-1b 1 nocTosiHHOM akcnpeccun reHa PHO-a. 3T AaHHble, Hapsay ¢ durypoin 13, cBMAETENLCTBYIOT O
ToM, yTo ABTL0812 obnagaeT cnocoOHOCTbIO K UMMYHOMOAYIALUN MUKPOOKPY)KEHUS ONYXOMnK 3a cyeT
ero NpoTUBOPaKOBOro AEWCTBUS B OTHOLUEHUN PaKOBbLIX KMNETOK NOMWMO €ro NpsiMoro AeicTBMS Ha Mak-
podcharn yenoseka, YTo obpallaeT BHUMaHME Ha ero noTeHumarnbHylo KOMOMHaLMio ¢ UHrIMbuTopamu UM-
MYHHBIX KOHTPOSIbHbIX TOYEK ANS NOTeHUMpoBaHus npotueBopakoBon adektusHoctTn. RPMI nnn NT oT-
HOCUTCS K MCXOAHbIM KOHANLNOHNPOBaHHbIM cpegam (koHTporb). MiaPACA-2 NT unu MiaPACA-2 CM NT
OTHOCWUTCS K KOHAWULWOHNPOBAHHLIM cpeaaM OT HeobpaboTaHHbIX kneTtok MiaPaca2. MiaPACA-2 40mkM
ABTL oTHOCMTCSl K KOHAMLMOHUPOBAHHLIM cpeaam oT obpaboTaHHbix ABTL0812 knetok MiaPaca2 (40
MKM ABTL0812). MiaPACA-2 CM 70 mkM OTHOCMTCS K KOHAWULMOHUPOBAHHbLIM cpefaM OT 06paboTaHHbIX
ABTL0812 knetok MiaPaca2 (70 mkM ABTL0812). TBP npeactaBnset coboi cessbiBatownini TATA-60kC

6enok. MoapobHee cM. AEMOHCTpPALMOHHLIN NPUMEp B HACTOSILLEM JOKYMEHTE.

Purypa 16: ABTLO0812, BBEAEHHbIN OTAENLHO, YBENMMYNBAET BLDKMBAEMOCTb B CMHIEHHOW MoAenu paka
nerkoro y Moilen ¢ ncnonb3oBaHneMm knetok LLC1, noaKOXHO MMNiaHTUpOBaHHbLIX Mbilwam C57BL6.
ABTLO0812 B kombuHauum ¢ antutenom Kk PD1 npogemoHcTpupoBan 6onbluee yBenuyeHme BbhKMBaemo-
CTMW N0 cpaBHEHMIO ¢ nneyeHneM aHtutenom kK PD1, ABTL0812 n Hocutenem. [laHHble CBUAETENLCTBYIOT O
NoTeHUMpoBaHMN nedyeHns aHtutenom k PD1 B npucytctBum ABTLO812, 4To npuBOAUT K YBENUYEHMIO
BbIXKBAEMOCTU MbILLE. OTOT pe3ynbTaT yka3biBaeT Ha NoTeHUUanbHoe NpeumyLecTBO KOMOMHaLMM aH-
TuTena k PD1 n ABT10812 y naunexToB-nioaei. MoapobHee cM. AeMOHCTPaLMOHHbI NPUMeEpP B HacToNA-

LLieM JOKyMeHTe.

Purypa 17: ABTLO812, BBeA€HHbIN OTAENbHO, EMOHCTPUPYET YMEHbLUEHNE 0DbEMa ONyXONn, CXOXee C
TaKoBbIM MpK nedeHnn aHtTuTenom k PD1 nntoc kapbonnatuH/naknutakcen, oba Buaa fevyeHns 3Haummo
YMeHbLUAOT 00 beM OMyXOmnu NO CpaBHEHMIO C NOfyYaBLUE HOCUMTENL rPYNMNON B CUHTEHHON MOJENN paka
Nerkoro y mMblliei ¢ ncnonb3oBaHnem knetok LLC1, noakoXHO MMNNaHTUPOBaHHLIX Mbiwam C57BL6. Jle-
YeHne ¢ NpUMeHeHNeM TPEXKOMMOHeHTHoW kombuHaumm ABTL0812 nntoc aHTuTeno k PD1 nnioc kap6o-
nnaTuH/naknuTakcen Bbl3blBaeT MakCcMMarnbHOe yMeHblleHne obbema OMnyxomnu, 3HAYUTESNbHO YBENUYU-
Bas apheKTUBHOCTb OCTarnbHbIX METOAO0B JeveHns. OTa 6onee Bbicokas NpoTuBopakoBas 3addeKTmB-
HOCTb KOPpPENUpYeT ¢ yBenu4eHnemM ypoBHei akcnpeccum reHoB CD8/CD4 B onyxonsax, YTo NoATBEPXKAa-
eT in vivo npeablayume HabnwoaeHus, nomnyveHHble in vitro (durypbl 15 n 13). OTHoweHne CD8/CD4
0ObIYHO OLeHMBAIOT ANS aHanm3a LMTOTOKCUYECKUX MpOTUBOONyXoneBbiX T-NMMEOLUTOB Npu Meauka-
MEHTO3HOM JlevyeHun. PesynbTaTbl CBUAETENLCTBYIOT O TOM, YTO KOMOMHUpOBaHHas Tepanus ABTL0812
nnoc aHTuTeno Kk PD1+naknutakcen/kapbonnaTuH, ctaHaapT fledeHns AN nayueHToB ¢ pakoMm Jierkoro,
MOXET NMpeAcTaBnsATb KIMHUYECKNIA NHTepec AN NeyYeHus paka nerkoro. MNogpobHee cM. AeMOHCTpauu-

OHHbIN MPUMEpP B HACTOSALLIEM JAOKYMEHTE.

Purypa 18: ABTL0O812 B komOMHauum ¢ nedeHnem aHtutenom Kk PD1 nnioc kapbonnaTuH/naknurakcen
WHAYLMpOBan MakcuMasibHOe yMeHblueHne obbema OMyXonu B CUHreHHOW MOoAEenu paka Nerkoro y Mbi-

wen ¢ ucnonb3oBaHuem knetok LLC1, BHyTpUOPIOLLIMHHO MMNNaHTUPOBaHHbIX Mbillam C57BL6. Pe3ynb-
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TaTbl CBUAETENbLCTBYIOT O TOM, 4YTO KOMOMHMpoBaHHas Tepanusa ABTL0812 nmnioc aHTMTENnO K
PD1+naknutakcen/kapbonnaTuH, cTaHAapT fNevYeHns Ans nayueHToB ¢ pakoM JIerkoro, MoXeT npejacras-
NATb KIIMHUYECKUI MHTEpec ANs fiedeHus paka nerkoro. MNogpobHee cM. JeMOHCTPaLUOHHbLIA NpumMep B

HacToALlleM JOKYMEHTe.

Purypa 19: ABTLO812 unayuympyet akcnpeccuio PDL1 B NMHMAX KMETOK paka 3HAOMETPUA U Nogxeny-
JOYHON Xenesbl in vifro. 3T pesynbrathl obpallaldT BHUMaHME Ha MOoTeHuMarnbHylo KoMOuHauuio
ABTL0812 ¢ HrMbMTOpaMmn NMMYHHBIX KOHTPONbHBLIX TOYEK, MOCKONbKY MHAYKUMSA ypoBHeW PDL1 caenaet
paKkoBble KNEeTKM MULLEHAMMU AN UHIMOUTOPOB UMMYHHbIX KOHTPOSbHbIX Tovek. [MogpobHee cMm. AeMOH-

CTpaLMOHHbIN NPUMEp B HACTOSILLEM [ OKYMEHTE.

Purypa 20: ABTLO812 nHrubmpyet akcnpeccuto PD1 B akTMBMpPOBaHHLIX U HEAKTUBUPOBAHHbLIX NEpPBUY-
HbiX T-kneTkax yenoseka. PD1 onocpeayeT curHan, MHIMOUPYIOLWMIA aKTUBHOCTb T-KIETOK, MO3TOMY CHU-
XeHune ero ypoBHsA noa aencrenem ABTL0812 moxeT cnocobcTBoBaTb akTuBauuy T-KNeToK AN NposiB-
neHus ux npoTusoonyxoneBoi akTuBHocTM. RFU o3HayaeT oTHocUTenbHble eAnHULbI hriyopecLeHumnn.

WB o3HavaeT BecTepH-6noTTuHr. MoapobHee cM. AeMOHCTPaLMOHHBIN MPUMEP B HACTOSILLEM JOKYMEHTe.

Purypa 21: ABTL0812 cnocobcTBYEeT MHIMOMPOBAHWIO BbICBOOOXAEHNS NWMMYHOCYNPECCUBHbIX XEMOKM-
HOB B paKoOBbIX KneTKax YenoBeka, YTo NPUBOAUT K pasBUTUIO MPOBOCNANUTENbHOTO OKpYy)KeHus. Moapob-

Hee CM. 1eMOHCTPaLIMOHHLIN NPUMEP B HACTOALLEM JOKYMEHTe.

Durypa 22: ABTL0812 nHayunpyet uMmmyHoreHHyto rmbens knetok (ICD) B kneTkax paka nomxenyao4Houn
XKernesbl YenoBeka NyTeM MHAYKUUWM J0303aBMCMMOrO NOBbILIEHUS cogepxaHusi mapkepoB ICD BHekne-
TouHbIX Hmgb1 n AT®, noBEpXHOCTHOIO KanbpeTUKYNUHA U akTUBMpPOBaHHbIX Kacnas 3 un 8. MNoapobHee

CM. 1eMOHCTPALMOHHbI MPUMEP B HACTOALLIEM JOKYMEHTE.

Purypa 23: ABTL0812 cnocobcTByeT MHpUnbTpauyum T-knetok CD3 B onyxoneBbiX NOpaeHUsIX y MblLUel
PTEN-KO, noaseprimxcsa KaHueporeHedy SHAOMETPUS, YTO CONPOBOXAAETCA TOPMOXEHMEM Nporpeccu-
poBaHUsi KaHueporeHesa W yMeHblUeHWeM Heomnmnactudeckux nopaxeHuin (EIN, BHyTpuanuTenuanbHas

HeonnasnAa er,omeTpvm). UN o3HavaeTt OTCYyTCTBUE JIe4YEeHUA.

durypa 24: ABTLO812 noTeHumpyeT nonapusaumnio UMMopTann3oBaHHbIX makpodaros THP-1 n nepsuy-
HbiX MaKpodaroB 4YenoBeka B HanpaBfieHUW MPOBOCNaNUTENbLHOrO NpoTuBoonyxonesoro dpeHotTuna M1
NyTeM CYLLIECTBEHHOIo yBenuyeHusa akcnpeccun reHoB IL-18 n ®PHO-a. BaxxkHo oTmeTuTh, YTOo ABTL0812
noAaenseT Nonsipusauuio B HanpaefieHUM NPOTMBOBOCNANUTENLHOIO Npoonyxonesoro ¢gpeHotuna M2 ny-
TeM BblpaXeHHOro UHrMbupoBaHnsa akcnpeccun reHa IL10, 04HOro U3 OCHOBHLIX PErynsitTopoB UMMYHOCY-
npeccun. 3TN JaHHble CBUAETENbLCTBYIOT 00 MMMyHOMoAynupytollem aencteum ABTL0812 B makpodarax
B HanpaBfeHWn NPOTUBOONYXONEBOro heHoTHNa, MOTEHUMaNbHO obecnevynBaoLLM CUHEPTU3M C UMMY-
HoTepanuel. @ o3Ha4yaeT HocuTenb. [ogpobHee CM. 4EMOHCTPALMOHHLIA NpUMEpP B HAcTOSALLEM [OKYy-
MeHTe.

Purypa 25: ABTL0812 cnocobcTByeT BbICBODOXAEHNIO NMPOBOCNANUTENbHBLIX LUTOKMHOB U UHrMOUpoBa-

HUO cekpeunn NMMyHOCYNpPeCCUBHbLIX UUTOKUHOB B NMEepPBUYHbIX MaKPOCbaFaX yenoBeka n B UMMOPTaIin3o-
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BaHHbIX Makpodarax THP1, 4To npuBoaUT K pa3BUTUIO NPOBOCNASNIMTESNILHOIO OKPYXXEHUS. DTN pe3ynbTa-
Tbl MOATBEPXKAAIOT NOTEHUNANbHbLIA CUHEPTN3M ¢ UMMyHoTepanueil. CTRL o3HayvaeT KoHTporb. [Moapob-

Hee CM. ,Cl,eMOHCTpaLI,I/IOHHbIﬁ npuMep B HacCTodLleM JOKYMEHTE.

Purypa 26: ABTLO812 noTeHuMpyeT UNTOTOKCUYECKOE AENCTBUE aKTMBUPOBaHHLIX T-KMETOK NPOTUB pa-

KOBbIX KIe€TOK Npnu COBMECTHOM KyJIbTUBUPOBaHNN oboux TUMOB KNETOK in vitro.

Purypa 27: MoHoTepanusa ABTL0812 aeMoHCTpUpyeT yMeHbLUeHNe 00 beMa OMyxornn, CXOXKee C TaKOBbIM
npu npuMeHeHun aHtutena k PD1, oba Buaa nevyeHns 3Ha4nMo yMeHbLUalT 06beM onyxonun no cpaBHe-
HWIO C MoflyyaBLUed HOCUTENb FPYNnoi B CUHTEHHOW MOAENW Y MbILLei C UCNONb30BaHNEM KIETOK paka
noa)kenyaouHoi xxenesbl MT5, NOAKOXHO MMMNIAaHTUPOBaHHLIX Mbiwam C57BL6. ABTL0812 cnocobcTsy-
eT co3JaHuIio NpoBocCnanuTeNnbHOro NPOTUBOONYXOSEBOro OKpYXKeHus 6ornee adpeKTUBHO, YeM neveHue
aHTutenom K PD1, 4yTo NpMBOAMUT K YBENTMYEHNIO KOSTMYECTBA MUENOUAHbIX KNeToK u npoTuBopakoBbix NK-

KNeToK B ONyxonax n ysenuyeHuio oTHoweHus Th1/Th2 B ceneseHke.

Purypa 28: ABTL0812, BBeaeHHbIN B komOuHauum ¢ aHtutenom k PD1 n FOLFIRINOX, aemoHcTpupyet
MaKcuUMarnbHOe yMeHblleHue obbemMa OnyxXosnn Mo CpaBHEHWIO C OCTalbHLIMK rpynnaMu, BKIioYas aHTu-
Teno Kk PD1 oraensHo n ABTL0812 + FOLFIRINOX, cnoco6cTBysl co3gaHmnio NpoBocnanmTenbHOro npo-
TMBOOMYXONEBOr0 OKPY)XEHUSI C MOBbILEHHON UHMUMbTPaALNEn MUENONAHbIX KNETOK U NPOTUBOPAKOBbIX

knetok CD8 B onyxonu.

NnoAaPOBHOE ONMUCAHUE N3OBPETEHUA

CoeanHeHune (A) cornacHo COOTBETCTBYIOLUMM acnekram

MpeanovTUTENbLHLIM BapUaHTOM peanusauun SBASeTCS BapuaHT peanusauun, B KOTOPOM
() a moxeT npeacTaBnATb cobon nioboe Lenoe Yynucno ot 5 ao 7,
(i) b moxeT npeactaBnATb coboi nioboe Lenoe unucno ot 2 Ao 4,

(i) ¢ moxeT npeacTaBnsaTb coboli noboe Lenoe uucno ot 1 go 5.

MpeanoututenbHo R1 MoxeT npeactaBnath coboit H, Na, K, CHs, CH3-CH2 unu PO(O-CH>-CHa)o.
MpeanoututenbHo Rz MoxeT npeacraBnaTb cobon OH, OCH3, O-CH>COOH, CHs, Cl, CH20H, OPO(0O-
CH2-CH3)2, N(OH)2, F, HCOO unu N(OCH2CHz3)o.

B npeanoytutensHom BapuaHTe peanusauun Rq npeacraBnset cobon H, n Rz npeacraensaet coboi OH.
B apyrom npegnovtuTenbHoM BapuaHTe peanu3aumm R4 npeacraBnset coboit Na, n Rz npeacrasnser
coboi OH.

MpeanoytuTenbHO coeanHeHne (A) NnpeacTaBnseT cobol N0 MeHblUeNn Mepe 0AHO coeAUHeHNe, BbIOpaH-
HO€E 13 rpynnbl, COCTOALLEN U3:
COOH-CHOH-(CH2)s-(CH=CH-CH2)>-(CH2)3-CH3 (ABTL0812),
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COOH-CHOH-(CHy)s-(CH=CH-CH>)3-CHz (183A1),
COOH-CHOH-~(CH2)3-(CH=CH-CH2)3-(CH2)s-CHs (183A2),
COOH-CHOH-(CH2)2-(CH=CH-CHz)4-(CH2)s-CHs (204A1),
COOH-CHOH-(CH2)2-(CH=CH-CHz)s-CH3 (205A1) u
COOH-CHOH-CH:-(CH=CH-CH2)s-CHs (226A1).

Hanbonee npeanoututenbHo coeauHeHne (A) npeactaenser cobon COOH-CHOH-(CH2)s-(CH=CH-
CH2)2-(CH2)s-CHs (ABTL0812).

dapmaueBTU4ECKM NpuemrieMas comnb coeanHeHns (A) oTHocuTca K nioboi hbapmayeBTUIECKN Npuemne-
MO conu coeguHeHunsa (A). N3 ypOBHA TEXHUKN M3BECTHO, YTO CYLLECTBYET MHOXECTBO U3BECTHbLIX dhap-
MaLeBTUYeCKN npuemnembix conei. MNMpumepbl hapmaleBTUYECKU NpuemMneMblX coseil BKoYaloT, HO He
orpaHu4MBaloTCs nepeyvnucrieHHbiMmun, Hatpuesble (Na) conu, kanuesble conu, aueTaThbl, cynbdarbl, NUPo-
cynbdatbl, bucynbdatbl, cynbputbl, UcynbdUTbl, docdaTtel, MOHOrMApPOgOocdaThl, Aurngpodocdarsl,
meTadocdatbl, nupodocdaTsl, xrnopuabl, 6pomuasl, NoAUAbI, aueTaTbl, NPONUOHATLI, AeKaHoaThl, Ka-
npunartel, akpunarbl, hopmuaTsl, U300yTUpaThl, KanpoaTbl, renTaHoaTkl, MPONUOHATLI, OKcanaTbl, Mano-
HaTbl, CyKuuHaThl, cybepaThl, cebauuHaTthl, pymapatbl, maneatbl, 6yTuH-1,4-anoatbl, rekcuh-1,6-amoatsl,
OeH3oaTbl, xnopbeHaoaTbl, MeTUN6eH30aThl, ANHUTPOOEH30aThl, TMAPOKCUbeH30aThl, METOKCMOEH30aTHI,
dbTanarbl, cynbgoHaThl, KcUneHcynbgoHaThl, deHunauetTartbl, deHunnponuoHaTthbl, ¢GeHundyTuparhbl,
uUMUTpaThl, NakTaTbl, ramma-rugpokcmbyTuparbl, FMMKOMATHI, TapTpaTbl, ankaHcynbdoHaTbl (Hanpumep,
MeTaHcynbdoHaT MNM  Me3unart), nponaHcynbgoHaThl, HadTanuH-1-cynbdoHaTel, HadTanuH-2-
cynbgoHaTbl U CONU MUHAANbLHOW KUCNoTbl (MaHaenarbl). B KOHKpeTHOM BapuaHTe peanusauuu corlb

coeaAuHeHus (A) npeacTaBnsieT coboll HaTpUEBYIO COrb.

CneumnanucTy B AaHHON obnacT TEXHUKN NOHATHO, YTO B AaHHOM KOHTEKCTe Npu yNOMUHaHUN B HAcTOS-
LeM AOKYMeHTe npeanovTutenbHon dopmynbl coeauHeHns (A), Takoro kak, Hanpumep, ABTL0812, cne-
AyeT NOoHUMaTb, YTO OHO TakkKe BKMIOYEHO B BUAE €ro COMu, Hanpumep, Npu ynoMUHaHUM B HAcTOSALLEM
[IOKyMeHTe, 4To coeauHeHne (A) npeactaensieT cobon COOH-CHOH-(CH2)s-(CH=CH-CH2)>-(CH2)3-CHs3
(ABTL0812), ato Takke oTHocuTcs K conn ABTL0812.

MpeanoytutenbHo coeaunHeHne (A) npeactaBnseT coboit HatpueBylo conb COOH-CHOH-(CH:)s-
(CH=CH-CH2)2-(CH2)3-CHs (ABTL0812).

XnMuoTepaneBTUMECKUI areHT - coeaunHenue (B1) cornacHo nepBoMy acnekTy

B HekoTopbix BapuaHTax peanu3auun coeauHeHune (B1) npeacraBnsieT coboil No MeHbllen mepe 0AHO
coefuHEHNe - XUMNOTepaneBTUYECKNI areHT, BbIbpaHHOe 13 rpynnbl, COCTOSILLEN U3:

Temo3onommuaa;

ToMnoTekaHa;

UPUHOTEKaHa;

yuknodocdammaa;

dpTopypauuna (5-cptopypauyuna, 5-dY);
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uucnnaTtuHa;
KapbonnartuHa;
okcanunnaTtuHa;
NenKoBoOpuHa;
JOKCopyOuMUuHa;
brneoMuuunHa;
KaneuutabuHa;
MUTOMULUNHa B;
naknuTakcena;
Hab-naknuTakcena;
JoueTakcena;
remuutabuHa;
MeToTpeKcaTa;
nemeTtpekceaa;
uutapabuHa;
MepKanTonypuHa;
rnycgpochamnga;
nkcabenunoHa;
HUMYCTUHaA;
KapMycCTuHa;
NOMYCTUHa;
MUTOKCaHTpoHa;
aTonosnaa;
BUHKPUCTWHA;
BUHONacTMHa u

TamokcudeHa.

Kak noHATHO B J@aHHOM KOHTEKCTe, B OTHOLLUEHUW MI0DOro U3 nepevyncrneHHblX NpeanovTUTENbHbLIX NpuMe-
poB coeaunHeHusn (B1) Hanbonee npeanovtTuTenbHO, YTobbl coeanHeHne (A) npeactaBnsno co6oit COOH-
CHOH-(CH2)s-(CH=CH-CHz)2-(CH2)3-CHs (ABTL0812).

B apyrux BapuaHTax peanusauuun coeaumHeHue (B1) npeacrtaBnsetr coboi No MeHblUel Mepe OHO CO-
efJHEHWe - XUMNOTepaneBTUYECKNI areHT, BbibpaHHOe 13 rpynnbl, COCTOALLEl U3:

TemMo30nomMuaa;

TonoTekaHa;

UPUHOTEKaHa;

uuknodochammaa;

hTopypauuna;

oKcanunnaTuHa;

nenkoBopuHa n

JoKcopybuumHa.
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B apyrmx BapuaHTax peanusauum coegunHeHune (B1) npeacrtaBnsieT coboil Mo MeHbLUEW Mepe OAHO CO-
efJHEHWe - XUMNOoTepaneBTUYECKNI areHT, BbibpaHHOe 13 rpynnbl, COCTOALEl U3:

Temo3onomuaa;

ToMnoTekaHa;

hTopypauuna;

okcanunnaTuHa u

nenkoBopuHa.

B apyrux BapuaHTax peanusauumn coegunHenue (B1) npeacrtaBnsetr cobol Mo MeHbLUEN Mepe O4HO CO-
eflUHeHNe - XUMMoTepaneBTUYECKUIN areHT, BbibpaHHoe 13 rpynnbl, COCTOSALLEl U3:

NpUHOTEKaHa;

Topypauuna;

okcanunnaTuHa u

nenkoBopuHa.

B apyrux BapuaHTax peanusauum coeauHeHue (B1) npeacrtaBnsieT coboll N0 MeHblUen Mepe OAHO Co-
eMHeHNe - XMMNoTepaneBTUYECKNIA areHT, BbiGpaHHOe U3 rpynnbl, COCTOSILLEN U3:
kapbonnaTtuHa u

naknurtakcena.

MoxeT OblTb NpeanovYTUTENbHLIM, YTOObI coeunHeHne (B1) cormacHo nepBOMy acnekTy BKMo4vano jBa
unu 6omnee pasnNUUHLIX XUMUOTEpPaNEBTUYECKMX areHTa (B YaCTHOCTU Koraa coegnHeHune (A) npeacTaBns-
eT coboit COOH-CHOH-(CH.)s-(CH=CH-CH2)2-(CH2)s-CHs (ABTL0812)) — B yacTHOCTM, NpeanodTuTeNb-
HO, Koraa coeauHeHue (B1) cornacHo nepBOMy acnekTy BKIOYaeT:

UPUHOTEKaH, NEWKOBOPUH, oKcanunnaTuH u pTopypauun; unu

MPUHOTEKaH, TonoTekaH 1 uuknodgochamua.

Cneu,manMCTy B [laHHOW obnacTu TEXHWKW NOHSITHO, YTO B AaHHOM KOHTEKCTE MOXHO KOM6I/IHI/IpOBaTb
npuMmeHeHne coeaunHeHuna (B1) C Apyrumm areHTamu/coeANHeHNaAMU, NnMepLWnMn OTHOLLEeHUe K nevYyeHunto

paka, Takumm Kak, Hanpumep, oAnH Unu bonee areHToB AnNs HaleneHHon Tepanun (B2).

OcobeHHO npeanoyTUTENbHO, YTOOLI coeauHeHue (A) npeactaBnsno coboit ABTL0812, u coeauHeHue
(B1) npeactaensano coboll TeMo30MoMIUa, B YaCTHOCTU Koraa Koraa pak npeactaBnseT coboii pak Tuna

Helipo6nacTombl (CM. NpUMep 3TOro NpeanoYTUTENLHOrO BapuaHTa peanusauun B npumepax 1.1).

OcobeHHO nNpeanouTUTENbHO, YTOOLI coeauHeHue (A) npeactaBnsno coboit ABTL0812, u coeauHeHue
(B1) npeactaBnsno coboii TonoTeKkaH, B YaCTHOCTU Koraa pak npeacTaBnseT cobon pak Tuna Hellpobna-
cToMbl. (CM. Mpumep 3TOro NpeanovYTUTENLHOIO BapuaHTa peanusauuu B npumepe 1.2 HacTosiLero onu-
caHug). B apyrux BapunaHTax peanusauuu coeaumHeHune (A) npeacrtaensaeT cobonn ABTL0812, u coeanHe-
Hue (B1) npeactaBnsieT coboil TonoTeKkaH, B YaCTHOCTU Koraa pak npeacTaBnsieT coboi pak nomkeny-

JOYHOW Xenesbl Unn FJ'II/IO6J'IaCTOMy.
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OcobeHHO NpeanoyTUTENbHO, YTOOLI coeauHeHue (A) npeactaBnsno cobont ABTL0812, u coeauHeHue
(B1) npeacrtaBnsano cobol npMHoTeKaH, B YaCTHOCTU Koraa pak npeacTaBnsieT cobol pak Tuna Henpo-
6nactomel. (CM. Mpumep 3TOro NpeanovYTUTENbLHOIO BapuaHTa peanu3ayuu B npumepe 1.3 HacTosiero
onucaHus). B apyrux sapuaHTax peanusauum coeauHeHne (A) npeacraBnsieT cobonn ABTLO812, u coeam-
HeHne (B1) npeactaBnsieT coboii MpUHOTEKaH, B YACTHOCTK KOrga pak npeacTaBnseT coboi pak noaxe-

nyp,qu0|7| xXenesbl Unun FJ'II/IO6J'IaCTOMy.

OcobeHHO NpeanouTUTENbHO, YTOOLI coeauHeHne (A) npeactaensano cobon ABTL0812, u coeguHeHue
(B1) npeactaBnano coboit uuknodocdamui, B 4acTHOCTM Koraa pak npeacrtaBnseT cobon pak Ttuna
Henpobnactombl. (CM. NpuMep 3TOro NPeanoyYTUTENBHOrO BapuaHTa peanusauun B npumepe 1.4 HacTo-

ALLEr0 ONUCaHus).

OcobeHHO nNpeanouTUTENbHO, YTOOLI coeauHeHne (A) npeactasnsano cobon ABTL0812, u coeguHeHue
(B1) npeactaenano coboin upuHoTekaH, NENKOBOPUH, OKcanuniaTtuH u gptopypaynn, B YacTHOCTM Koraa
pak npeacTaBnseT coboi pak noaxenyao4uHon xenesbl. (CM. Npumep 3TOro NpeAnovYTUTENbHOIMO BapuaH-

Ta peanusauuu, Hanpumep, B Nnpumepe 3.1 HACTOSLLETO ONUCAHUS).

OcobeHHO npeanouTUTeNnbHO, YTOOLI coeanHeHne (A) npeacraensno coboin ABTL0812, u coeanHeHne
(B1) npeactaBnsano coboit AoKcopybuULMH, B 4aCTHOCTU Korga pak npeacraBnsieT cobon pak KrneToK SH-
aomeTpus. (Cm. npumep 3TOro NpeanovYTUTENbLHOTO BapuaHTa peanusauun B npumepe 3.2 HacTOSILLErO

onucaHus).

OcobeHHO npeanoyTUTENbHO, YTOOLI coeauHeHne (A) npeactaensno coboit ABTL0812, u coeauHeHue
(B1) npeactaBnsano coboii Temo3zonomui, B 4acTHOCTUM Korga pak npeAcTaBnsieT coboil pak Tuna
rnuobnacTombl. (CM. Npumep 3TOro NPeanoYTUTENbLHOrO BapuaHTa peanusauun B npumepe 3.3 HacTos-

Llero onnucaHus).

OcobeHHO npeanoyTUTENbHO, YTOObLI coeanHeHne (A) npeactaBnsano cobonn ABTL0812, n coeanHeHue

(B1) npeactaBnsano coboil nemeTpekces, B YaCTHOCTU Koraa pak npeacTaBnsieT cobol pak fnerkoro.

OcobeHHO npeanoyTUTENbHO, YTOOLI coeauHeHue (A) npeactaBnsno coboit ABTL0812, u coeauHeHue

(B1) npeactaBnsano cobonn meToTpeKkcaT, B YaCTHOCTU KOraa pak npeAcTaBnsieT cobol pak fnerkoro.

MpeanodTuTenbHo apmaueBTUyYeckas KomOuHauusi, paccmaTpuBaemasi B HacTosILEM JOKYMEHTe,
npeacraensetr coboll dapMmaleBTUYecKylo KomOuHauuio, rae coeauHeHue (A) npeacTtaBnsaer cobon
ABTLO0812, un

- coeanHeHue (B1) npeacrtaenseT coboil TeMO30MOMIUA, U pak npeacTaBnsieT cobon HellpobnacTomy;

- coeanHeHue (B1) npeactaBnseT coboll TonoTekaH, 1 pak npeacTaBnsieT coboi HelipobnacTomy;

- coeanHeHue (B1) npeactaenseT coboil UpUHOTEKAH, U pak NpeAcTaBnsaeT coboi HelipobnacTomy;

- coeanHeHue (B1) npeactaenseT cobon yuknodocdamna, u pak npeacraBnseT cobon HelipobnacTomy;
- coeanHeHne (B1) npeacraBnseT cobon NpUHOTEKaH, NENKOBOPWH, OKCanunnaTtuH 1 gpTopypauun, u pak

npeactaBnseT coboll pak noaxenya04Hol Xenesbl;
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- coeanHeHne (B1) npeacrtaBnsieT coboi AoKCopyOuUMH, N paK npeacTaBnseT coboil pak SHAOMETPUS;
unu
- coeanHeHue (B1) npeactaBnseT coboil TEMO30MOMUA, U pak NpeacTaBnseT cobol rnuodbnacromy.

CoeaunHenune (A) (B yactHocTn, ABTLO812) npeanovtTnTeNbHO BBOAAT NepoparibHO.

Beoaumasn gosa coeauHeHus (A) (B yactHocTu, ABTL0812) npeanovTuTenbHO NpeacTaBnsieT coboli cy-
TouHyto ao3y ot 200 mr go 7000 mr, 6onee npeaAnoOYTUTENBHO CYTOUHYIO A03y oT 1500 mr go 5000 wmr, ewye
b6onee npeanoyTUTENLHO CyTOYHyl0 Ao3y oT 3000 mr go 4700 mr, n Hanbonee NpeanOYTUTENBHO CYTOY-
Hyto ao3y oT 3500 mr go 4300 wmr.

MpeanoyTuTenbHO CcyTouHas Ao3a coeauHeHus (A) (B yactHocTu, ABTL0812) npeactaBnser coboli cy-

TOUHYIO 403y, BBOAUMYIO 3 pa3a B AeHb, Hanbonee npegnovtutensHo 3 pasa no 1200-1400 mr.

AreHT Ans HaueneHHon Tepanuun - coegmHenmne (B2) cornacHo BTOPOMY acnekTy

MpeanoytuTenbHo coeanHeHune (B2) npeacTtaBnsieT coboit No MeHbLIEN Mepe OAHO COeAUNHEeHUe - areHT
ANs HaueneHHow Tepanuu, BbiIbpaHHOE 13 rpynnbl, COCTOSALLEN U3:

nMaTuHnoa;

recoutnHn6ba;

3pnoTnHNoGa;

copadeHunba;

CYHUTUHNOAa;

JasaTtuHnoba;

nanatuHuoa;

HUNOTUHNOA;

nHrMbutopa npoteacom (NpeanoyvTUTENbLHO Kapdunzommba, nkcasommba unu 6opresomnda);
TamoKcudeHa;

UHrMbUTOpa SAHyC-KMHa3bl (NPeanodTUTENbHO TodaunTuHNba);

uHrmnbnTopa ALK (NnpeanovtutenbHO KpU3oTuHMba);

uHrnbuTopa Bcl-2 (npeanouTUTENbHO 06aToKNakca, HABMTOKMAaKca I roccunona);
uHrnbntopa PARP (npeanoututensHo nHunapuba unu onanapuba);

uHrnébutopos PI3K (npeanoutntenbHo nepndo3nHa)

anaTuHuoa;

uHrnbuTopa Braf (npeanouturensHo BemypadeHudba nnu gabpaderHnbda);

uHrnéntopa MEK (npeanoytutenbHo TpameTuHnba);

uHrnébutopa CDK;

uHrnbuTopa Hsp90;

canMHOMMLUWHA;

VAL-083 (anaHrugporanakrurona);

BUHTadhonuaa;

UHrMbUTOpa CepuH-TPEOHMHOBOW KMHa3bl (MPeAnoYTUTENLHO TEMCUPONMMYyca, 3Beponumyca, Bemypade-

H1ba, TpameTuHNba unu gabpadeHnda) n
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MOHOKMOHanbHbIX aHTUTen (npeanoytutensHo MAT Kk VEGF; putykcumaba, Tpactysymaba, aneMmrysyma-
6a, uetykcumaba, naHuTymymaba unu 6esaumsymada).
Kak noHATHO B J@aHHOM KOHTEKCTe, B OTHOLLUEHUW Mi0DOro U3 nepevyncrneHHblX NpeanoYTUTENbHbLIX NpuMe-
poB coeaunHeHus (B2) Hanbornee npeanovTuTenbHO, YToObl coeamHeHne (A) npeactasnsno coboit COOH-
CHOH-(CHz2)s-(CH=CH-CH2)2-(CH2)s-CHs (ABTL0812).

B apyrux BapuaHTax peanusauuu coeauHeHue (B2) npeacrtaBnsieT coboi Mo MeHblUelh Mepe O4HO Co-
eflHeHNe - areHT AN HaueneHHon Tepanun, BoibpaHHOe U3 rpynnbl, COCTOSALLEN U3:
nHrMbutopa npoteacom (NpeanovTuTenbHo kapdunzomnba, nkcasommnba nunu Gopresommoda);
uHrnébntopa PARP (npeanoututensHo nHmnapnba unu onanapuba); u
MOHOKMOHanbHbIX aHTuTen (npeanovtutenbHo MAT Kk VEGF, putykcumaba, Tpactysymaba, anemTtysy-

maba, uetykcumaba, naHutymymaba unu 6esaymsymada).

B apyrux BapuaHTax peanusauuun coeauHeHune (B2) npeacrtaensetr cobon No MeHbLUeN Mepe O4HO Co-
eflUHeHWe - areHT AN HaueneHHon Tepanuu, BbibpaHHOe U3 rpynnbl, COCTOALLEN U3:

6opTesomunba;

onanapuba u

6eBaumsymaba.

MoxeT 6OblITb NPeAnoYTUTENbHLIM, YTOOLI coeanHeHne (B2) cormacHo BTOpOMY acnekTy BKMiovarno ABa
unn Gonee pasnUYHbLIX areHTa Ana HaueneHHo Tepanuu (B YaCTHOCTU Korga coefuHeHne (A) npeacras-
nsiet co6oi COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3-CH3 (ABTL0812)).

Cneu,manMCTy B [laHHOW obnactu TEXHWKW NOHSITHO, YTO B AaHHOM KOHTEKCTE MOXHO KOM6I/IHI/IpOBaTb
npuMmeHeHne coeaunHeHuna (B2) C Apyrumm areHTamu/coeANHeHNaAMHU, NnMeLWnMnNn OTHOLLEHUe K nevYyeHunto

paka, TakKnMun Kak, Hanpumep, oagHO Unn bonee coeanHEHUN - XUMunoTepaneBTU4EeCKNX areHToB.

OcobeHHO npeanoyTUTENbHO, YTOObLI coeauHeHne (A) npeactaBnsno coboit ABTL0812, n coeanHeHue
(B2) npeactaBnsano coboit 6opTtezomnd, B YaCTHOCTU Koraa pak npeacraBnseT coboi pak Tuna MHoxe-
CTBEHHOMN MMENoMbl (CM. MPUMepbI 3TOro NPeANoYTUTENBHOTO BapuaHTa peanusauun B npumepax 2.1).

BopTesomnb siBnsietcs MHMOMTOPOM NPOTEACOM, U MOXKHO CKasaTb, YTO pasfMYHble MHIMOMTOpPLI NpoTea-
com obecneynBaloT neyeHne paka NocpefCcTBOM CXOXEro MexaHusMa — COOTBETCTBEHHO, MOXHO nora-
ratb, YTO paccMaTpuBaeMble B HACTOALIEM AOKYMEHTE NONOXMUTENbHbIE PE3YNbTaThl 3KCNEePUMEHTOB A5
bopTesomunba CBUAETENLCTBYIOT B NOJSIb3Yy TOrO, YTO CXOXWE NONOXWUTENbHbIE pe3ynbTaTbl MOMYT OblTb
nony4veHsl U NpU NPUMEHEHUN MHIMOUTOPOB NPOTEACcOM, OTNIMYHBIX OT BopTe3omuba, Takux Kak, Hanmpu-

mep, Kapunaommod UM nkcasommo.

OcobeHHO NpeanouTUTENbHO, YTOOLI coeanHeHne (A) npeactaBnsano cobon ABTL0812, n coeanHeHne
(B2) npeactaBnsano cobou onanapud, B YaCTHOCTU Koraa pak npeacTaBnsieT coboi pak 3HAOMEeTpUs (CM.
npuMepbl 3TOro NpeAno4YTUTENBLHOIO BapuaHTa peanusayun B npumepax 5.1).

Onanapn6 gaensietcs nHrnbutopom PARP, 1 MOXHO cKkasaTb, UTO pasnuyHble MHrnoutopbl PARP obecne-

YuBaloT Nie4yeHne paka nocpeCrBOM CXOXero mexaHun3Mma — COOTBETCTBEHHO, MOXHO nonararb, YTo pac-



10

15

20

25

30

35

40

19

cMaTtpuBaemMble B HacTodALEeM JOKYMEHTE NONMOXUTErbHbIE pe3ynbTaTbl 3KCNEPUMEHTOB ANA onanapvl6a
CBUAETENbCTBYIOT B NMOJIb3Y TOr0, YTO CXOXXWNE NONOXKUNTENbHbIE pe3yrnbTaTbl MOTYT ObITb nony4vyeHbl U npu

npumMeHeHun nHrmbntopos PARP, oTnnYHbIX OT onanapuba, Takux Kak, HanpuMmep, uHUNapnoG.

OcobeHHO NpeanouTUTENbHO, YTOOLI coeauHeHne (A) npeactaensno cobon ABTL0812, u coeguHeHue
(B2) npeacraBnsno cobon 6eBaumsymad, B YaCTHOCTW Koraa pak npeactaBnseT coboi pak aHAOMeTpusl
(cM. npuMepbl 9TOro NPeANoYTUTENBHOrO BapuaHTa peanusayumn B npumepax 5.2).

Bepauusymab gelicTByeT nocpeCTBOM 3aMe/fIeHNS pocTa HOBbIX KPOBEHOCHBLIX COCYAOB NyTeM UHMMOU-
poBaHus hakTopa pocta aHgoTenus cocyaoB (VEGF), To ecTb ero MoXHO paccmaTpuBaTb Kak npumep
MAT k VEGF.

CooTBeTCTBEHHO, 6GeBaum3ymadb MOXHO paccMmaTpuBaTb kak npumep MAT kK VEGF, n MoXHO ckasaTb, 4To
apyrme MAT k VEGF obecneunBaloT neyeHme paka nocpeacTBOM CXOXEro MexaHu3Ma — COOTBETCTBEHHO,
MOXHO nonaratb, YTO paccMaTpuBaeMble B HacCTOSILLEM [JOKYMEHTE MOMOXUTENbHbIE pesynbTaThl JKcne-
pumeHTOB Ans 6eBauymsymaba cBUAETENbCTBYIOT B NOMb3y TOr0, YTO CXOXUE MONOXUTENbHbIE pe3yrnbTa-
Tbl MOTYT OblTb MOMyYeHbl U NPU MPUMEHEHUN MOHOKMOHanNbHbIX aHTuTen npotus VEGF, OTRAMYHbLIX OT

6eBaumsymaba.

MpegnoytutencHo apmaueBTudeckass kombuHauusi, paccmaTpuBaemasi B HacTOsILIEM [OKYMEHTe,
npeactaenseTr coboit capmaueBTUYeckylo KomOuHauumio, rae coeauHeHue (A) npeacTaBnsieT coboii
ABTLO0812, n

- coeguHenmne (B2) npepcraBnsieT coboit 6opTesomud, n pak npeacraBnsieT coboi pak Tuna MHOXe-
CTBEHHOIN MMWENOMbI;

- coeanHeHune (B2) npeactaenseT coboll onanapub, n pak npeacraBnsaeT coboi pak 3HAOMETPUS; Unn

- coeanHeHune (B2) npeactaenseT coboll beBauusymad, n pak npeacrtaBnseT coboi pak 3HAOMETpUS.

CoeaunHenune (A) (B yactHocTn, ABTLO812) npeanoututensHO BBOAAT NepoparnbHo.

Beoaumasn aosa coeauHeHus (A) (B yacTtHocTu, ABTL0812) npeanoyTuTenbHO NpeacTaBnsieT coboin cy-
TouHyto ao3y ot 200 mr go 7000 mr, 6onee npeaAnoYTUTENbHO CYTOUHYIO A03y oT 1500 mr go 5000 wmr, eLye
bonee npeanoyuTUTENBLHO CYTOYHYI0 Ao3y oT 3000 mr go 4700 mr, n Hanbonee NpeaNOYTUTENbBHO CYTOY-
Hyto ao3y oT 3500 mr go 4300 wmr.

MpeanoyTuTenbHO cyTouHas Ao3a coeaAuHeHus (A) (B yactHocTu, ABTL0812) npeactaBnset coboli cy-

TOYHYlO 403y, BBOAUMYIO 3 pa3a B AeHb, Hanbonee npeanoyTuTensHo 3 pasa no 1200-1400 mr.

MMMyHoTepaneBTUYECKU areHT - coeanHeHne (B3) cornacHo TpeTbeMy acnekTy

N3 ypOBHSI TEXHWKM M3BECTHO, YTO Tepanusi WHIMGUTOpamMi KOHTPONbHbLIX TOYeK NpeicTaBnsieT coboi
cdopMy UMMyHOTepanun paka. YkazaHHas Tepanusi HalueneHa Ha UMMYHHbIE KOHTPOMbHbIE TOYKM, Krlove-
Bble Perynsitopbl UMMYHHOW CUCTEMbI, KOTOpble NpW CTUMYNALWA MOTYT ocrabuTb UMMYHHBI OTBET Ha
MMMYyHOMOrMYeckuit ctTuMyn. MHrmbuTopbl KOHTPONbHBLIX TOYEK NpeACTaBnsaioT coboi MOneKynbl, Cnoco6-
Hble GrokMpoBaTb GEnkn - UMMYHHbIE KOHTPOSbHblE TOYKU. CriegoBaTenbHO, MHIMGUTOPLI KOHTPOMbHbIX

TOYeK ycunumearoT I/IMMyHHbII?I OTBET, CI'IOCO6CTByF| YHUYTOXEHUIO PpaKOBbIX KIETOK.
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OpobpeHHble B HacTosiLee BpeMsi MHIMOUTOPbI KOHTPOJSbHbLIX TOYEK 0ObIYHO NpeAcTaBnsAlT cobon aHTu-
Tena u HaueneHbl Ha monekynsl CTLA4, PD-1 n PD-L1 — 3T MHIIMOMTOpPbI KOHTPOIbHbIX TOMEK MOXHO

HasBaTb MHIMOUTOPAMM KOHTPOIbHbLIX TOYEK, HaleneHHbiMu Ha PD1, PDL1, CTLA4.

3akniodyeHne JeMOHCTpaLnoHHoro npumepa 6.1 HKe rmacuT:

«3TN pesynbTaTbl CBUAETENLCTBYIOT 0 TOM, YTo ABTLO812, nomMMo ero npoTuBOpakoBOro AeNCTeus B
OTHOLLUEHWUN OMyXOSeBbIX KNETOK, CTUMYNMPYET UMMYHHYIO CUCTEMY B HanpasfeHMU NpoBOCNanuTeNnbLHOro
cdeHoTMNA, N3MEHAA MUKPOOKPYKEHMEe OMyXomnu, cnocobCTBYS MPUBIEYEHUIO APYTUX MMMYHHbIX KINETOK,
TaKkux Kak LuToToKkcudeckne T-nuMdoLnUTbl, TEM caMbiM NpeBpaLlas «XONoAHYI0» ONyXorfb, KoTopas Bbl-
3blBaeT nojaBfieHNe UMMYHHOWN CUCTEMbI, B «FOPAYYIO» U UMMYHOTEHHYIO OMyXoflb, YTo obpallaeT BHU-
MaHWe Ha noTeHyuanbHylo kombuHauyuio ABTLO812, B 4acTHOCTM, C MHIMOMTOPaMU UMMYHHBLIX KOHTPOSb-
HbIX TOY€EK ANS NOTEHUUPOBaHMSA NPOTUBOPAKOBON 3hPeKTUBHOCTU NyTEM CO3aHUS NpPOBOCNanmnTENbHO-

ro N NpoTNBOONYXOJsIEBOro MUKPOOKPYXXEHNA».

3akrnoueHne AeMOHCTpaLMOHHOro NpyumMepa 7 HuKe rnacuT:

«... UmmyHomoaynupyowee aeinctsue ABTLO812 in vivo AeMOHCTPUPYET, Kak OH Bbi3biBaeT UH(pUNbTPa-
unio T-NnMMcounTOB B ONMYXONEBLIE MOPAKEHUS, YTO yKa3blBaeT Ha HanuM4yme NpoBoCNanMTENIbHOro Npo-
TUBOOMYXONEBOr0 MUKPOOKPYXKEHUS, KOTOpoe CnocobCTBYET MHMUNbTPaLMU UMMYHHBIX KIETOK ANS YHW-
YTOXEHUS PaKOBbIX KIETOK. ... obpallas BHUMaHNe Ha ero NoTeHuunarnbHylo KOMOUHaLmMIo, B YacTHOCTH, C

MHIMOUTOPaMU UMMYHHBIX KOHTPOMbHBIX TOYEK, ANS NOTEHLUPOBaHUS NPOTUBOPAKOBOI 3P(PEKTUBHOCTIY.

CoOTBETCTBEHHO, NpUBEAEHHbIE B HACTOSILLEM JOKYMEHTE SKCNepuMeEHTanbHble AaHHble (CM. NpUMepbl 6-
8) cBmaeTenbCTBYIOT B Nonb3y Toro, 4to ABTL0812 no cyllecTBy oka3biBaeT NONOXUTENbHOE UMMYHOMO-
Aynupylolee aeiicTBUe B OTHOLLUEHMM UMMYHOTEPaNeBTUYECKOrO NieYeHnsl paka Kak TakoBOro, B 4acTHO-

CTHU, B OTHOLLUEHNN NPUMEHEHNA I/IHFI/I6I/ITOpOB MMMYHHbBbIX KOHTPOJbHbIX TOY€EK.

Onyxonu mMoryT Mcnonb3oBaTtb MyTU UMMYHHbIX KOHTPOnbHbIX Touek PD-1/PD-L1, yTobbl 6rnokupoBath T-
KIMeTKW, HaueneHHble Ha pakoBble KIeTKW. Takum obpa3om, B HEKOTOPLIX BapuaHTax peanusauum coeaun-
HeHne (B3) npeactaBnseT coboit MHIMOUTOP KOHTPONbHOWM TOYKK, HalemneHHbi Ha nyTb PD-1/PD-L1, Tak-
e HasblBaeMblil aHTutenom K PD-1 unn aHtutenom kK PD-L1, KOTopbIn MOXeT No3BONUTL T-KNeTKam yHU-

YTOXUTb paKOBbl€ KITETKW.

CTLA-4 aBnisieTcs elle OAHUM NyTEM, Ha KOTOPbIA MOTYT ObITb HaueneHbl MHIMOUTOPbLI KOHTPOMbHbIX TO-
yek, cnocobHble bnokupoBaTh peuentop CTLA-4. B HekoTopbIx BapuaHTax peanu3sauum coeamHeHne (B3)

npeacraBnseT coboi MHIMOUTOP KOHTPONbHOW TOUKW, HaleneHHbIn Ha CTLA-4.

B HEKOTOpbIX BapunaHTax peanuniaugun I/IHFI/I6I/ITOpr KOHTPOJIbHbIX TOYEK MOTYT NpeACcTaBNATb coboli areH-
Tbl HAQ OCHOBE€ aHTUTEN WU areHTbl, BblMOJIHEHHbIE HE HAQ OCHOBE aHTUTET (Hanpmmep, Marible MOJ1eKyrnbl

UnNu NenTuasl).
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B KOHKpeTHOM BapuaHTe peanusauum UHIMOUTOP KOHTPOMBLHON TOYKU NpeacTaBnseT coboit aHTUTENo -
MHIMOUTOP KOHTPOSbHOW TOUKKM. MpumepamMmn MHIMBUTOPOB KOHTPOSbHBIX TOYEK, HaLeneHHbIX Ha nyTe PD-
1/PDL-1, aBnsiotca ate3onnsymab, aBenymabd, uemunnumab, aypsanymab, HUBonymad u nemoponusy-

mab. Ununumymab aensaeTcst npUMepoM MHIIMOUTOPa KOHTPONbHON TOYKM, HalueneHHoro Ha nyTe CTLA-4.

B apyrom BapuaHTe peanusauun MHIMOUTOP KOHTPONbHOW TOUYKN NpeacTaBnseT coOOMN areHT, BbIMOMHEH-
HblA He HAa OCHOBe aHTUTen (Hanpumep, Manble MOMNeKynbl U nenTuabl). NMpuMepom HU3KOMONEKYNsp-
HbIX MHIMOWTOPOB KOHTPOSbHLIX TOYEK SABMAIOTCS MUMMYHOMOAYNATOPLI HA OCHOBE MenTuaoB. B yacTHo-
CTH, ObINO NoKasaHo, YTO HEKOTOpble MaKpouuKnuyeckme nentuabl MHrmdumpyiot PD-1 u PDL-1. Kpome
Toro, ObLINO AOKa3zaHO, YTO YCTOWYMBLIE K ruaponnsy D-nentuabl gensiotca aHtaroHuctamu PD-L1. Opy-
MMU NnpuMepaMmyn UMMYHOMOZYNUPYIOLNX ManblX MOSEKYN, OTHOCALUUXCA K MHIMOUTOpaAM KOHTPOSbHbIX
TOYeK, SABMAOTCA NPON3BOAHLIE CyNbdaMOHOMETOKCUHA 1 cynbdameTnsona (cynbgammuabl), coegnHeHns
- BuapunbHble NPoM3BOAHbLIE U HENeNTUAHbIE MOMEKynbl, NnpeobpasoBaHHble B NENTUAOMUMETUKA, UMK

Marible MOJieKyJbl Ha OCHOBE aMUHOKUCIIOT.

B apyrux BapuaHTax peanusaunym UHMMOMTOPbLI KOHTPOMbHLIX TOYEK MOTYT OblTb HauerieHbl Ha curHasb-
Hele nyTn VISTA n CD47/SIRPq, koTopble UrpaloT posib B YCKOSIb3aHMM ONyXOMnn OT pacno3HaBaHUsi UM-
MYHHOW CUCTEMOW U nporpeccupoBaHnn paka. MNentuabl, He SBNAIOLMECH aHTUTENAMMN, HaLemNeHHble Ha
3TV NYTW, ABNAIOTCSA NpUMepamMn MarnbiX MOSEKYNT UMMYHOMOAYNSATOPOB C NPOTUBOONYXONEBLIM AECTBU-

eM.

MpeanoytutenbHo coeauHeHne (B3) npeacraBnsieT coboit No MeHbLLUENn Mepe 0JHO COeANHEHNE - UMMY-
HOTepaneBTUYECKUI areHT, BbibpaHHOe U3 rpynnbl, COCTOSILLEN U3:
aHTUTEna - UHrMbuUTopa KOHTPONbHON ToUKM (MpeanoyTuTenbHo aHTutena k PD1, k PDL1 unu k CTLA4 -

UHrMGUTOpPA KOHTPOIbHOW TOYKMN).

Kak noHATHO B J@aHHOM KOHTEKCTe, B OTHOLLUEHUW MI0OOro U3 nepevyncrneHHblX NpeanovTUTENbHbLIX NpUMe-
poB coeaunHeHusn (B3) Hanbonee npeanouTuTenbHo, YToObl coeanHeHmne (A) npeactaensano coboit COOH-
CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)s-CHs (ABTL0812).

Mpumepamu npeanouTUTENbHbLIX aHTUTEN K PD1 - MHIMOUTOPOB KOHTPOMNbLHON TOYKU ABNSIOTCS HUBOIMY-

mab, nembponusymab unu cnaptanusyman.

B neMoHCTpaLUoHHOM NpuMepe B HAcTosiLLeM AOKYMeHTe Oblnu nonydveHbl NONoXuTeNbHbIe pe3ynbTaTthl
npu npuMeHeHnn aHTuTena k PD1 - MHIMGMTOpa KOHTPONBHOM TOYKM, KOTOPbIE MOXHO paccMaTpuBaTh Kak
cornocTaBiMble C TaKOoBbIMU Ansi nemGponuaymaba. KpaTko, nembponusymab npegHasHavyeH Ans npume-
HEeHUs1 y NioJeil, 1 B JaHHOM JEMOHCTPaLUMOHHOM NpUMepe NMPUMEHSINM MoAUMULMPOBaHHbIA BapuaHT,
ONTUMU3UPOBAHHBII AN NPUMEHeHUs1 B MOJernn Y MblLLEN, UCMONb3yeMoi B AaHHOM A€MOHCTPaLMOHHOM

npumMepe.

COOTBETCTBEHHO, B npeanoyYTuTeribHOM BapuaHTe peanun3auumn aHTuTeno K PD1 - I/IHFI/I6I/ITOp KOHTpPOINb-

HOW TOYKM NpeacTaBnsAeT coboli nembponnsymab.
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MpuMmepamn npeaAnoYTUTENbHLIX aHTUTeN K PDL1 - MHTIMOMTOPOB KOHTPONBLHON TOYKU SAABMAIOTCS aTe3osn-

3ymab, aBenymab unu aypsanymab.

Mpumepom npeanoutTutenbHoro aHtutena K CTLA4 - uHrmbutopa KOHTPOSNbHOW TOYKU SABMSIETCA UMUMK-

Mymab.

B npumMepe 8 B HacTosiLleM AOKYMEHTe nokasaHbl NONOXUTENbHbIE pe3ynbTaTbl B OTHOLLEHWN NMpUMeHe-
HUst aHTuTena k PD1 - MHrMGMTOpa KOHTPOMbHOW TOYKM, COOTBETCTBEHHO, NPeANOYTUTENbHbI BapuaHT
peanusauun oTHOCUTCS K BapuaHTy peanusauuu, rae coeanHeHue (B3) npeacrasnsieT coboil aHTUTENo K
PD1 - nHriM6UTOP KOHTPOrbHOW TOUKM (MpeaAnodTUTENbHO HUBOMYMad, nembponusymab unu cnaptanusy-

mab), npu 3TOM, B YaCTHOCTU, yKazaHHOe coeanHeHune (A) npeactaensieT cobon ABTL0812.

MoxeT 6biTb NpeanoYTUTENbHLIM, YTOObLI coeanHeHne (B3) cornacHo TpeTbeMy acnekTy BKMoyano ABa
unn Gonee pasnuyHbIX aHTUTENa-UMHIMGUTOpa KOHTPONbHOW TOYKM (B YaCTHOCTW Koraa coefuHeHue (A)
npeacrasnser coboit COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3:-CH3s (ABTL0812)).

Cneynanucty B AaHHOW obnactn TEeXHUKW NOHATHO, YTO B JAHHOM KOHTEKCTEe MOXHO KOM6VIHI/IpOBaTb
npuMmeHeHue coefuHeHus (B3) ¢ gpyrumm areHTamu/coeguHEHNAMUN, UMEIOLLUMUN OTHOLLEHUE K NeYEHMIo
paka, TakuMKn Kak, Hanpunmep, oaHoO Unn fonee coeanHeHUN - XnMunotTepaneBTU4eCKUX areHToB.

OcobeHHO npeanoyTUTENBHO, YTOOLI coeanHeHne (A) npeactaBnsano coboi ABTL0812, n coeanHeHue
(B3) npeacrtaBnsno coboi aHtuteno k PD1 - nHrméutop KoHTponbHol Toukn (Hanbonee npeanovTuTenb-
Ho nembponusymab), B 4aCTHOCTW Korga pak npejcraBnsieT coboii pak nerkoro (CM. npumepbl 3TOro

NnpeAnoyMTUTENBLHOMO BapuaHTa peanusauun B npumepe 8.1).

OcobeHHO npeanoyTUTENbHO, YTOOLI coeauHeHne (A) npeactaBnsno coboit ABTL0812, u coeauHeHue
(B3) npeacrtaBnsno coboit aHtuteno k PD1 - nHrméutop KoHTponbHoN Toukn (Hanbonee npeanoyvTUTEnNb-
Ho nembponuaymab), koTopble Jaree BBOAAT B KOMOMHALMM NO MEeHbLUeN Mepe C OLHUM COeLUHEHNEM
(B1), HanpuMep, naknuTakcenom M KapbonnaTuHOM, B YACTHOCTU Koraa pak npeacrtaBnseT coboii pak

nerkoro (CM. npuMepbl 3TOro NPeAnoYTUTENLHOIO BapuaHTa peanusayuu B npumepax 8.2 n 8.3).

MpeanodtuTensHo apmaueBTUdeckas KombOuMHauusi, paccmaTpuBaemasi B HacTOSILEM [JOKYMEHTE,
npeacraensetr cobol dapMmaleBTUYecKylo KomOuHauuio, rae coeauHeHue (A) npeacTaBnsaer cobon
ABTLO0812, un

- coeanHeHne (B3) npeacrtaBnsieT cobon aHTUTEno K PD1 - MHIMGUTOP KOHTPONbHOW TOUKM (Haubonee
npeanovTuTensHo nembponusymab), n pak npegctaBnsieT cobon pak ferkoro; unm

- coeanHeHne (B3) npeacrtaBnsieT cobon aHTUTEno K PD1 - MHIMGUTOP KOHTPONbHOW ToukM (Hanbonee
npeanovTuTensHo nembponuaymab), KOTOpoe BBOAAT B KOMOMHALMM NO MEHbLUEN Mepe C OJHUM Coeau-

HeHneM (B1), B YaCTHOCTU, MAKUTaKCceNloM 1 kapbonnaTuHOM, 1 pak npeacTaBnseT coboil pak nerkoro.

3aknioyeHne 4eMOHCTPaLMOHHOIO Npumepa 6.7 HXKe rmacuT (BblgeneHo aBTopamu):
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«ABTL0812 moxeT nHayumnpoatb ICD (MMMyHOreHHyio rmbenb KIeToK) B ONMyXonsixX, Aenas ux bonee um-

MYHOT€HHbLIMWU W NOJABEPXKEHHLIMU _HALENEeHHOMY AENCTBUIO MMMYHHOW CUCTEMbI, NoMoras npespalwiaTtb

«XOJMoAHYIO» ONyXOoJlb, Bbi3blBaOLyO noaaBlrieHne I/IMMyHHOI‘/'I CUCTEMbI, B «IropaYvyio» N UMMYHOIE€HHYIO

onyxonb...»

3aknioyeHne 4eMOHCTpaLMOHHOIo npumepa 6.9 HuxKe rnacut (BblAeneHo aBTopami):

«ABTL0812 cnocobcTByeT cekpelmmn npoBocnanuTenbHbIX (dakTopoB U NogaBnsieT BbiICBODOXAEHUE UM-
MYHOCYNpeccuBHbIX (hakTOpOB B PaKoBbIX KIeTKax. OTW AaHHble B COYEeTaHUM C NoTeHUUpoBaHueM heHo-
Tnna makpodraros M1 n nogasneHuem cpeHotTunos M2 cBnaetenbcTByloT 0 ToM, YTo ABTLO812 moxeTt
cnocobcTBOBaTb CO34aHUI0 NPOBOCMANUTENBLHOIO NPOTUBOOMYXONEBOrO OKPY)KEHUSI C TOUKN 3pEHUS CBOE-

ro 4encTBmA Ha NWMMYHHbI€ KINeTKN, 4TO o6pau4aeT BHMMaHNe Ha ero NoTeHunanbHyl KOMOMHaUNIO C Apy-

rmvnm MUMMyHoTepaneBTuYeCKMMn areHramum Anda noBblLLIEHUA SCb(beKTVIBHOCTVI AencTeus NPOTUB ONyxo-

nen, B YacTHOCTH, NMMeLWnX BblPaXEHHYI0O UMMYHOCYNPECCUBHYIO aKTUBHOCTb, TaKUX KaK paK noaxeny-

JOMHOMN XXernesbl».

COoOTBETCTBEHHO, NPUBEAEHHbIE B HACTOSILLEM JOKYMEHTE SKCNEPUMEHTarbHble AaHHble (CM. NpuMepsbl 6-
8) cBMaeTenbCTBYIOT B Nofb3y Toro, Yto ABTLO812 no cyuwjecTBy okasbiBaeT NONOXUTENbHOE UMMYHOMO-
aynupyioliee AeiicTBNe B OTHOLLEHMU NOBbILIEHNSA NPOTUBOPakoBOW 3h(PEKTUBHOCTN areHToB, KOTopble
B3aMMOAECTBYIOT C OTBETOM UMMYHHOW CUCTEMbI U €ro perynsaunei (Hanpumep, LUMTOKUHBI), OTIINYHBIX
OT MHIMOUTOPOB KOHTPOSbHLIX ToueK. Takum obpasom, cneumanucty ovyeBuaHo, Yto ABTLO812 moxeT

MoTeHUUpoBaTh NPOTUBOPAKOBbIN 3peKT UMMYHOMOAYNATOPOB.

Takum obpa3om, B HEKOTOpPbLIX BapuaHTax peanusauumn coeanHeHne (B3) npeacrasnset cobol coenHe-
HWe - NPOTUBOPaAKOBLIN UMMYHOMOAYIINPYIOLMIA areHT. TEpMUH «COeAUHEHUE - NPOTUBOPAKOBLI UMMY-
HOMOAYNMPYIOLMIA  areHT»  (TaKKke Ha3blBaeMoOe  «COeAMHEHUEe - MpPOTUBOPAKOBLIN  areHT-
UMMYHOMOZASTOP») MCNOMb3yeTCs B KOHTEKCTE HAacTOSLLEro onucaHus Ans o603HavyeHns UMMyHOMOZYS-
TOPOB KaK MOJeKyrn, CMOoCODHbLIX HanpaBfiEHHO BO3A4ENCTBOBaTb Ha MYyTWU, KOTOPbIE PErynupyloT akTue-
HOCTb UMMYHHOW CUCTEMBI, yrydLlas ee CNoCOOHOCTb aTakoBaTk U YHUUTOXAaTb pakoBble KIeTkn. Mmmy-
HOMOAYNATOPLI NpeacTaBnAlT coO0N N3BECTHYIO IPYNNy MOMEKYN B YKUCMEe areHTOoB AN UMMYHOTepanum
paka u MOTyT BKMoYaTb, Hanpumep, UHIMOUTOPLI KOHTPOSbHbLIX TOYEK, LMTOKUHbI, arOHUCTbI U aj bloBaH-
Thl. PerynsumMs UMMyHHOI CMCTEMbI BKITIOYAET CTUMYMALUIO UM UHTMBMpPOBaHNE MEXaHU3MOB UMMYHHOMN

CUCTEMbI.

B HeKkoTopbIXx BapuaHTax peanusauunm coeauHeHune (B3) npeacrtaBnsieT cobol coeAnHeHUEe - UMMYHOTe-
paneBTUMECKMI areHT, KOTopoe NpeacTaBnsieT coboil coeuHEHNE - MPOTUBOPAKOBLI MMMYHOMOAYNUPY-
IOLWMIA areHT, KoTopoe npeacTaBnseTr coboil LUMTOKMH. LIMTOKUHBI NpefcTaBnsiioT cobON MOMeKyrnbl-
nocpeAHWKN, KOTOopble PeryrnupyloT co3peBaHue, pocT U pPeaKTUBHOCTb UMMYHHbLIX KreTok. Mpumepamu
LMTOKUHOB-UMMYHOMOAYNATOPOB SABASIOTCA UMTOKMHLI, HaueneHHole Ha nyTb IL-2/IL-2R, n UWTOKWHBI,
HaueneHHble Ha nyTn IFNAR1 n/unu IFNAR2. Angecnelikud (MponeiknH (Proleukin®)) aensetca npume-
pOM  UMTOKMHA-UMMYHOMOAYNATOpA, HaueneHHoro Ha nyTb IL-2/IL-2R. [lpumepamn LUTOKMHOB-
MMMyHOMOAYNATOPOB, HaueneHHbiXx Ha nyTn IFNAR1 n/unu IFNAR2, asnsioTca nHtepdepoH anbga-2a,

uHTepcdepoH anbda-2b (UHTpoH A (Intron A®)) u neruHtepdepoH anbga-2b (CunaTpoH
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(Sylatron®/MerHTpoH (PEG-Intron®)). [Opyrum npuMepom LUTOKWHOB SIBRSIETCA [paHynoLuTapHo-

MakpodaranbHblii KonoHuectumynupytowmii paktop (MM-KC®) ans neveHus HelipobnacToMbl.

B HekoTopbix BapuaHTax peanusauum coeauHeHne (B3) npeacraBnsieT coboi coenHeHUe - UMMYHOTe-
paneBTUMECKMI areHT, KOTopoe NpeacTaBnseT cobol coeuHeHNe - MPOTUBOPAKOBLI UMMYHOMOAYNNPY-
IOLLMI areHT, KOTOpoe SABMSIETCA aroHUCTOM. ATOHWUCTbLI NPeACTaBnsaioT cobol Monekyrnbl, CnoCobHbIe ak-
TMBMpPOBaTb NyTW, KOTOpble CMOCOBCTBYIOT aJanTUBHLIM WMMYHHbIM peakuusim. Hanpumep, aroHuCTbl-
UMMYHOMOAYNATOPbl MOTYT YCUNUBaTb akTUBALMIO «KUINEpHbIX» T-KNeToK Win CTUMynupoBaTb akTuB-

HOCTb KIeTOK BPOXAEHHOr0 MMMYyHUTETa (HanpuMep, AeHAPUTHBIX KNETOK).

B HekoTopbix BapuaHTax peanusauum coeguHeHne (B3) npeacraenset coboii coeanHeHUe - UMMYHOTe-
paneBTUMECKNI areHT, KoTopoe npeactaBnseT coboi coejuHEeHNe - MPOTUBOPAKOBLIN MMMYHOMOAYNMNPY-
IOLLIMI areHT, KOTopoe ABMAeTCS ajbloBaHTOM. AAbIOBaHThl NPeACcTaBnsaioT cobon Monekynbl, cnocobHble
aKTMBMPOBATb NYTU, y4acTBYIOLLNE B CUCTEME BPOXAEHHOIO UMMYHUTETA, KOTOPblEe MOTYT CTUMYNUPOBaTb
oblne MMMYHHble peaKkuun M, B KOHEYHOM cyeTe, CTUMYNUpOBaTb ajanTUBHble UMMYHHblE peakuuu.
MpuMepammn ajbIOBaHTOB-UMMYHOMOAYNATOPOB SIBAAIOTCA aAbloBaHThl, HaLleNEeHHble Ha Tomnn-nogo0Hble
peuenTopbl (Hanpumep, TLR7 unm TLR3). Umuksumoa n Poly ICLC (XuntoHon (Hiltonol®)) siBnsioTcs

npumepamn agbioBaHTOB, HalleNmieHHbIX Ha ToNN-noao6Hble peuenTopbl ANA NeYeHna paka.

CoeguHeHue (A) (B yacTHocTn, ABTLO812) npeanoyTuTenbHO BBOAAT NepoparibHo.

Beoaumasn aosa coeauHeHus (A) (B yactHocTu, ABTL0812) npeanoyTuTenbHo npeacTtaBnsieT coboin cy-
TouHyto ao3y ot 200 mr ago 7000 mr, 6onee npeaAnoYTUTENBHO CYyTOYHYI0 A03y oT 1500 mr Ao 5000 wmr, ewle
6onee npeanoYTUTENBLHO CYTOYHYI0 Ao3y oT 3000 mr Ao 4700 mr, n Hanbonee NpeANOYTUTENBHO CYTOM-
Hyto Ao3y oT 3500 mr go 4300 wmr.

MpeanoyTuTenbHO cyTouHas Ao3a coeauHeHus (A) (B yactHocTu, ABTL0812) npeactaBnset coboli cy-

TOYHYIO 403y, BBOAUMYIO 3 pa3a B AeHb, Hanbonee npeanoyTuTensHo 3 pasa no 1200-1400 mr.

JleueHne ¢ NOMOLLIbIO NYYEBON Tepanum - YeTBEPTLIN acnekT

MpeanoYTUTENLHO NevYeHne C NOMOLLLIO Ny4EeBON Tepanun NpoBoAAT 40301 nanydeHns ot 2 go 200 IMp,

HanpuMep, oT 5 ao 100 'p, unu 6onee npeano4TuTensHo ot 15 g0 85 Np.

B cnyyae numdomM npeanodTuTensHo, YTobbl fievyeHne ¢ NOMOoLLbIo My4YeBoii Tepanuy NPoOBOAUIOCE A0-
301 nanyvyenna ot 15 g0 45 Ip.
B cnyyae conuaHbix onyxoren NpeanovTUTENbHO, YTOObI IeYeHne ¢ NOMOLLLIO Jly4eBON Tepanuu NpoBo-

Aunock 40301 n3nyyeHns ot 55 go 85 Ip.

MpeanovTuTENbLHO A03Y 0OMYYEHUS NPUMEHSIIOT NOocne BBeAeHUs coeauHeHns (A) (NpeanodTuTensHO
ABTL0812), Hanpumep, N0 MeHbLUEN Mepe Yepe3 AeHb NOcre NepBoOro BeBeaeHusa coeanHerHns (A) (npea-
noututensHo ABTL0812).
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Kak noHATHO B AaHHOM KOHTEKCTe, B OTHOLUEHMU NOObIX BapuMaHTOB peanu3aunn SieYeHUsi ¢ MOMOLLbIO
ny4yeBoli Tepanuu, oNUCaHHbIX B HACTOSLIEM AOKYMeHTe, Haubonee npeanovTUTENbHO, YTobbl coeauHe-
Hue (A) npegcraensano cobot COOH-CHOH-(CH2)e-(CH=CH-CH2)2-(CH2)3-CHs (ABTL0812).

CI'IeLI,I/IaJ'II/ICTy B AaHHON 00J1acTu TEXHUKN NOHATHO, YTO B JaHHOM KOHTEKCTe npuMeHeHune nyquon Tepa-
MM MOXXHO KOM6I/IHI/IpOBaTb C nNpnMeHeHnem CcOoOTBETCTBYIOLLNX areHToB/coeauNHEHUN, NnMerLwmx OTHO-
LIeHNne K NnevYyeHUio paka, Takmx Kak, Hanpumep, ogHO UIn bGonee coeauMHeHUn - XnMunoTepaneBTN4eCKnux

areHToB.

B oTHoweHun NMPUMEeHEeHnA nyquon Tepanun cornacHo 4eTBepToMy acChnekTy pakK npeanoydTuTeribHoO

npeacrasnsiet coboii rmuobnacromy.

B oTHOLWEHNN NpMMEHEHNs Fy4eBOW Tepanuu CornacHo YeTBEPTOMY acnekTy 0COOEeHHO npeanoYTUTENb-
HO, uTobblI coeauHeHune (A) npeactaenano cobon ABTLO812, B yacTHOCTM Koraa pak npeacTaBnsieT co-
6on pak Tuna rnmobnactomsbl. (CM. npumMep 3TOro NpPeanoYTUTENLHOIO BapuaHTa peanusauun B npumepe

4 HaCTOSILLEro onucaHus).

B oTHOLLEHMUM NpUMEHEHMS Ny4eBOW Tepanumn CorflacHo YeTBEPTOMY acnekTy ocobeHHO npeanouTUTENb-
Ho, UTOObI coeauHeHmne (A) npeacraBnsno coboi ABTL0812, koTopbilt BBOAAT B KOMOMHAL MU MO MEHb-
wen mepe ¢ oAHUM coeaunHeHnem (B1) (coeagnHeHnem - XummoTepaneBTUYECKUM areHToMm). B yacTHOCTH,
coeguHeHne (B1) npeactaensieT cobolt Temosonomug unm TonoTekaH. B yacTtHocTu, pak npegcraBnset
coboit pak Tuna rnmobnacTomsl.

CoeaunHenune (A) (B wactHocTn, ABTLO812) npeanovtntenbHO BBOAAT NepoparnbHO.

Beoaumasn posa coeauHeHus (A) (B yactHocTu, ABTL0812) npeanoyTuTenbHO NpeacTtaBnsieT cobon cy-
TouHyto ao3y oT 200 mr go 7000 mr, Gonee npeaANoOYTUTENBHO CYTOYHYIO A03Yy oT 1500 mr Ao 5000 wmr, elle
6onee npeanoYTUTENBLHO CYTOYHYI0 A03y oT 3000 mr ao 4700 mr, n Hanbomnee NPeaNOYTUTENBHO CYTOM-
Hyto ao3y oT 3500 mr go 4300 wmr.

MpeanoyTuTeNbHO CcyTOuHas Ao3a coeAuHeHus (A) (B yacTtHocTu, ABTL0812) npeactaBnseT coboli cy-

TOYHYIO 403y, BBOAUMYIO 3 pa3a B AeHb, Hanbonee npeanoyTuTensHo 3 pasa no 1200-1400 mr.

MpeanoyTUTENbHLIE XMMUOTEPANEBTUYECKNE areHThbl — NATLIN acnekT

B oTHOWweEeHUn naToro acnekrta, pacCMOTpPEeHHOro Bhbille, Npeano4vYTUuTeNbHO coeJuHeHne (B1) npeacraB-
naet cobon no MeHbLen Mepe 0JHO coeuHeHue - XI/IMI/IOTepaneBTI/I‘-IeCKI/II7I areHT, Bbl6paHHoe n3 rpyn-
nbl, COCTOFILI.|eI7I nN3:

TeMo3oJioMunaa;

TONoTeKaHa,

thTopypauuna;

OoKcanunmatuHa un

nenkoBopuHa.



10

15

20

25

30

35

40

26

B apyrmx BapuaHTax peanusauuu coeanHenune (B1) npeactaBnsieT coboli Mo MeHblUeW Mepe OAHO CO-
efJHEHWe - XUMNOoTepaneBTUYECKNI areHT, BbibpaHHOe 13 rpynnbl, COCTOALEl U3:

UPUHOTEKaHa;

hTopypauuna;

okcanunnaTuHa u

nenkoBopuHa.

B apyrux BapuaHTax peanusauun coeauHeHune (B1) npeacraBnsieT coboii Mo MeHblUeh Mepe O4HO Co-
eflHeHNe - XMMnoTepaneBTUYECKUI areHT, BblbpaHHOe M3 Tpynmbl, COCTOSILLEN U3:
KapbonnatuHa u

nakKnuTakcena.

Kak noHATHO B J@HHOM KOHTEKCTe, B OTHOLLUEHUW Mioboro u3 nepevyncrneHHblX npeanovTuTenbHbIX npumMe-
poB coeaunHeHus (B1) Hanbonee npeanoututensHo, YTobbl coegnHeHne (A) npeactasnsno co6oit COOH-
CHOH-(CH2)6-(CH=CH-CH2)2-(CH2)3-CHs (ABTL0812).

MoxeT 6bITb NpeanoYTUTENbHBLIM, YTOOLI coenHeHne (B1) cornacHo nAToMy acnekTy BKIOYano ABa unu
Ooree pasnuuHbIX XUMUOTEpaneBTUYECKUX areHTa (B YacTHOCTW Koraa coepuHeHue (A) npencrasnsier
cobon COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3-CHs (ABTL0812)) — B 4acTHOCTU, NpeAnoYTUTENbHO,
koraa coeauHeHne (B1) cornacHo nepBoMy acnekTy BKIioYaeT:

WPVHOTEKaH, NeKoBOPUH, oKcanunnaTuH u hTopypauun; unu

MPUHOTEKaH, TonoTekaH 1 uuknodgochamus.

Cneu,manMCTy B [laHHOW obnactu TEXHWKW NOHATHO, YTO B AAHHOM KOHTEKCTE MOXHO KOM6I/IHI/IpOBaTb
npuMmeHeHne coeaunHeHuna (B1) C Apyrumm areHTamu/coeANHeHNaAMHU, NnMeLWnMnNn OTHOLLEHUe K nevYyeHunto

paka, TakKnMun Kak, Hanpumep, oaAnH nnn Oonee areHToB Ans HaLleJ'IeHHOI‘/'I Tepanun.

OcobeHHO npeanoYTUTENbHO, YTOObLI coeauHeHne (A) npeacTaBnano cobon ABTL0812, n coeamHeHune
(B1) npeactaBnsno coboil TeMo30noMua, B YaCTHOCTM Kora pak npeacTtaBnseT cobol pak Tuna Henpo-

6nacTombl (CM. NpuMep 3TOro NpeAnoYTUTENLHOIO BapuaHTa peanusauum B npumepax 1.1).

OcobeHHO npeanoyTUTENbHO, YTOOLI coeanHeHue (A) npeacTtaensano cobon ABTL0812, n coeanHeHue
(B1) npeactaBnsano coboii TonoTeKkaH, B YaCTHOCTU Koraa pak npeacTaBnsieT cobol pak Tuna Hellpobna-
cToMbl. (CM. MpUMep 3TOro NPeAnoYTUTENLHOTO BapuaHTa peanu3auun B npumepe 1.2 HacTosLero onu-
caHug). B apyrux BapuaHTtax peanusauum coeaunHeHune (A) npeactaBnsaeT cobonn ABTL0812, u coeanHe-
Hue (B1) npeacTtaBnsieT cobol TonoTekaH, B YaCTHOCTU Korga pak npeacTaBnsieT coboli pak nomkerny-

JOYHOW Xenesbl Unn FJ'II/IO6J'IaCTOMy.

OcobeHHO NpeanouTUTENbHO, YTOObI coeauHeHne (A) npeacrtaBnano cobon ABTL0812, n coeauHeHue
(B1) npeactaBnsano cobol MpMHOTEKaH, B YaCTHOCTU Koraa pak npeAcTaBnsieT cobol pak Tuna Henpo-
b6nactomel. (CM. MpumMep 3TOro NpeAnovYTUTENbLHOrO BapuaHTa peanusayun B npumepe 1.3 HacTosiero

onucaHus). B apyrux BapuaHTax peanusauumn coeauHeHmne (A) npeacrtaBnseT coboit ABTL0812, u coeau-
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HeHne (B1) npeactaBnsieT coboli MpUHOTEKaH, B YACTHOCTK KOrga pak npeacTaBnsieT coboi pak noaxe-

nyp,qu0|7| xXenesbl Unun FJ'II/IO6J'IaCTOMy.

OcobeHHO NpeanouTUTENbLHO, YTOOLI coeanHeHne (A) npeacrtaenano cobon ABTL0812, n coeanHeHue
(B1) npeactaBnano coboi uuknodocdamui, B 4acTHOCTM Koraa pak npeacraBnseTr cobon pak Ttuna
Hepobnactombl. (CM. MpuMep 3TOro NPeAnoYTUTENBHOMO BapuaHTa peanusauyun B npumepe 1.4 HacTo-

ALLErO ONUCaHUs).

OcobeHHO nNpeanouTUTENbHO, YTOOLI coeauHeHne (A) npeactaensano cobow ABTL0812, n coeguHeHune
(B1) npeactaenano cobon upMHoTekaH, NENKOBOPUH, OKcanuniaTtuH u gpTopypaynrn, B YacTHOCTM Koraa
pak npeacTaBnseT coboi pak noAxenyaouHon xenesbl. (CM. npumep 3TOro NpeanoYTUTENbHOIO BapuaH-

Ta peanusauum, Hanpumep, B npumepe 3.1 HacTOSILLEero onucaHus).

OcobeHHO npeanouTUTENbHO, YTObLI coeauHeHne (A) npeactaensano cobon ABTL0812, u coeguHeHue
(B1) npeactaenano cobon AoKcopybuLMH, B YaCTHOCTU Koraa pak npeactaBnseT coboii pak KrneToK 3H-
aometpua. (CM. npumep 3TOro NpeanoyTUTENbLHOTO BapuaHTa peanusayum B npumepe 3.2 HacTosLero

onucaHus).

OcobeHHO npeanouTUTeNnbHO, YTOOLI coeaunHeHne (A) npeacraensno coboin ABTL0O812, u coeanHeHne
(B1) npeactaBnsino coboii Temosonomui, B 4acTHOCTU Koraa pak npeacraBnsieT coboll pak Tuna
rmnobnacTomMbl. (CM. npumep 3Toro NpeanovYTUTENBLHOIO BapuaHta peanusauuv B npumepe 3.3 HacTos-

LUero onnucaHus).

MpeanoyTuTenbHo apmaueBTUYeckass KomOuHauusi, paccmaTpuBaemasi B HacTOSILEM JOKYMEHTe,
npeacraensetr cobol dapmaleBTUMEecKylo KomOuHauuio, rae coeauHeHue (A) npeacTaBnser coboi
ABTLO0812, n

- coeanHeHune (B1) npeactaBnseT coboil TeMO30noMUA, U pak npeacTtaBnsieT cobol HelpobnacTomy;

- coeanHeHue (B1) npeactaBnsieT coboll TonoTekaH, 1 pak npeacTaBnsieT coboi HelipobnacTomy;

- coeanHeHune (B1) npeactaenseT coboll MpuUHOTEKaH, U pak npeacTaBnseT coboii HellpobnacTomy;

- coeanHeHue (B1) npeactaenseT coboi unknodocdammua, u pak npeacraBnseT coboit HelipobnacTomy;
- coeanHeHune (B1) npeacraBnseT cobon MpUHOTEKaH, NENKOBOPWH, OKCanunnaTuH u gpTopypauun, u pak
npeacTaBnsieT cobol pak NoJxenyso4HoN Xenesbl;

- coeanHeHne (B1) npeacrtaBnsieT coboi AokcopyOuULMH, U pak npeacTaBnsieT cobol pak 3HAOMEeTpus;
unu

- coeanHeHue (B1) npeactaBnseT coboil TeMO30NOMUA, U pak NpeacTaBnseT cobol rnuobnacTomy.

CoeaunHenune (A) (B yactHocTu, ABTLO812) npeanoututTenbHO BBOAAT NepoparbHO.

Beoaumasn gosa coeauHeHus (A) (B yacTtHocTu, ABTL0812) npeanovTuTenbHO NpeacTaBnsieT coboi cy-
TouHyto ao3y ot 200 mr go 7000 mr, 6onee npeaANoOYTUTENbLHO CYTOYHYIO A03y oT 1500 mr go 5000 wr, eLye
b6onee npeanoyvTUTENLHO CYTOYHyl0 Ao3y oT 3000 mr go 4700 mr, n Hanbornee NpeANOYTUTENBHO CYTOMY-

Hyto ao3y oT 3500 mr go 4300 wmr.



10

15

20

25

30

35

40

28

MpeanoyTuTenbHO CyTouHas Ao3a coeAuHeHus (A) (B yacTtHocTu, ABTL0812) npeactaBnset coboli cy-

TOYHYIO 403y, BBOAUMYIO 3 pa3a B AeHb, Hanbonee npeanovTuTensHo 3 pasa no 1200-1400 mr.

Opyrve KOHKPETHbIE KOMOWHALMK, OTHOCALLUNECS KO BCEM acnekTaM B HACTOSLLEM JOKYMEHTE

B AeMOHCTpaLMOHHbIX MpUMepax B HAacTOSALLEM AOKYMEHTE Obif NonyYyeHbl NONOXKUTENbHbIE pe3ynbTaThl
npu NpUMeHeHUNn KoMOMHauun coegmHeHns (A), coeanHenus (B1) u coegnHenuns (B3), To eCTb TPEXKOM-

MOHEHTHOW KoMGMHaL M.

CooTBEeTCTBEHHO, HacTosillee M3obpeTeHUe Takke OTHOCUTCA K dhapmaueBTU4eckol KomOuHauuu, co-
aepxatlen:
(A): coeanHeHne, KoTopoe npeAcTaBrnsieT COOON MONIMHEHACHILEHHYIO XUPHYIO KUCNOTY hopMyrbl
COOR1-CHR2-(CHz)a-(CH=CHCH2)b-(CH2)c-CHs, ee dapmaueBTUYeCKU NpUemMneMyio cosfib UM ux
KombuHaumio, rae
() a moxeT npeactaenATb cobon nioboe Lenoe yncno ot 0 go 7,
(i) b moxeT npeacraBnATb coboit noboe uenoe yncno ot 2 Ao 7,
(i) c moxeT npeacTaBnaTb cobont noboe uenoe yucrno ot 0 go 7,
(iv) R1 npeactaBnset cobon H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHzs)2, n
(v) Rz npeacraensiet coboit OH, OCHs, O-CH2COOH, CH3, Cl, CH20OH, OPO(O-CH2-CHzs)2, N(OH)2, F,
HCOO unu N(OCH2CHa)z;
(B1): coegnHeHune - xumnoTepaneBTUYECKNIA areHT, 1
(B3): coeanHeHne - UMMyHOTEpaneBTUYECKUIN areHT
AN OAHOBPEMEHHOTO, pa3AenbHOro UMK NocnefoBaTeNlbHOro NPUMEHEHUS NPU NeYeHUn paka y nauueH-

Ta-4yenoBeka.

B KoHKpeTHOM BapuaHTe peanusauuu: (i) a MOXeT npeacTaBnsATb coboit noboe Lenoe yucno ot 5 ao 7,
(i) b moxeT npeactaBnATb coboi noboe Uenoe uucno ot 2 Ao 4, u (jiii) ¢ MoxeT nNpeacTaBnNATb coboM
nioboe uenoe uucrno ot 1 o 5. B apyrom BapuaHTe peanusauum Ry npeacraensaet coboit H, n Rz npea-

ctaBngaet cobolt OH.

B KOHKpeTHOM BapuaHTe peanusauuu coeaunHeHne (A) npeacTaBnseT coboil N0 MeHbLLe Mmepe 0HO CO-
eflHeHWe Unu ero hapmaueBTUYECKU MPUEMITEMYIO COSlb, BbiOpaHHbIE U3 TPYNMbl, COCTOALLEN U3;
COOH-CHOH-(CH2)s-(CH=CH-CH3)2-(CH2)3-CH3 (ABTL0812),

COOH-CHOH-(CH2)s-(CH=CH-CH-)3-CHs (183A1),

COOH-CHOH-(CH2)3-(CH=CH-CH2)3-(CH2)3-CHs3 (183A2),
COOH-CHOH-(CH2)2-(CH=CH-CH2)4-(CH2)3-CHs (204A1),

COOH-CHOH-(CH2)2>-(CH=CH-CH2)5-CH3 (205A1) n

COOH-CHOH-CH2-(CH=CH-CH2)s-CHs (226A1).

B uvactHocTu, coeaunHeHue (A) npeacrtaBnseT cobonn COOH-CHOH-(CH:)s-(CH=CH-CH2)>-(CH2)3-CHs
(ABTLO0812) unu ero cdapmaueBTUYECKN NpueMnemylo conb. bonee KoHKpeTHO, coeauHeHue (A) npea-
ctaBnset coboii HaTpuesyto corib COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3-CHs (ABTL0812).
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B HeKkoTOpbIX BapuaHTax peanusauuu pak npeactasnsieT coboii Mo MeHblUelh Mepe OAMH BUA paka, Bbl-
OpaHHbI U3 TPYNNbl, COCTOSALLEN N3:

paka nerkoro;

HEMEeINKOKIETOYHOro paka ferkoro;

MIOCKOKIETOYHOTO paka;

aJeHOKapLHOMBI;

paka aHaOoMeTpUs;

CEpO3HOro paka sHAoMeTpus;

9HA0METPUOUAHOTO paka;

paka noaxenyao4HON xenesbl;

rmmobnacTomsl;

pe3nCTEHTHOTO PeLuanMBUPYIOLLErO paka MOMOYHON XKenesbl,
paka ronoBbl 1 LUEN;

paka Tuna MHOXXeCTBEHHON MUEeNoMbl;

HelpobnacTombl 1

XO0slaHrMoKapLMHOMbI .

B HekoTopbIx BapuaHTax peanusauuun coeauHeHue (B3) npeacrtaBnseT coboii coeUHEHNE - UMMYHOTe-
paneBTMYECKUIA areHT, KoTopoe NpeacTaBnseT coboil coeaUHEHUE - NPOTUBOPAKOBbI UMMYHOMOAYNMPY-
oW areHT. B KOHKpeTHOM BapuaHTe peanu3auumn coeauHeHue (B3) npeactaBnseT coboil MHIMOUTOpP
KOHTPOMNbHOWN TOUKN. KOHKpeTHble BapuaHThl peanu3aumn W NpUMepbl ONucaHbl B pasjene HacTosLero

onucaHusa «MMmMyHoTepaneBTUYECKUIN areHT - coeanHeHune (B3) cornacHo TpeTbeMmy acnekTy».

B HekoTopblx BapuaHTax peanusauun coeamHeHue (B3) npeacraBnseT coboit No MeHbLUERn Mepe OHO
coefJuHeHne - UMMYHOTepaneBTUYECKUIA areHT, BblbpaHHOe 13 rpynnbl, COCTOSALEN U3: UHIMOUTOpa KOH-
TPOMbHON TOYKW, NPEeANOYTUTENBHO aHTUTeNa - MHIMGUTopa KOHTPONbHOW Toukn. MpeanoyTUTENsHO aH-
TUTENO - UHIMOMTOP KOHTPONbHOW TOYKM npeAcTaBnsieT cobol aHtuteno k PD1, antuteno k PDL1 unu

aHTuteno Kk CTLA4.

B HekoTopbix BapuaHTax peanusauun coeauHeHune (B3) npeactaBnsieT coboil No MeHblle mepe 0AHO
coeAUHeHNe - UMMyHOTepaneBTUYECKUI areHT, BbiOpaHHOEe U3 Tpynibl, COCTOSILLEN U3:

- aHTuUTena Kk PD1, npeanouTuTenbHO npu 3ToM aHTUTeno kK PD1 npeacraBnseT coboit HUBonymab, nemo-
ponnsyMab unu cnaptanuayman;

- aHTuTena k PDL1, npeanoytuTenbHo npu aTom aHTuTeno kK PDL1 npeacTtaBnseT cobol ates3onuayman,
aBenymab unu aypanymao;

- aHTuTena k CTLA4, npeanoytuTenbHo npu 3ToM aHTuteno kK CTLA4 npeactaBnsieT cobon ununumyman.

B vactHocTu, coeanHeHne (B3) npeactaBnsieT coboit aHTuTeno Kk PD1, npeanovTUTENbLHO NpU 3TOM aHTK-

Teno Kk PD1 npeactaenset coboli nemb ponusymab.

B HeKkoTopbIX BapuaHTax peanusaluu:
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- coeanHeHune (B3) npeacraensaeT coboit aHTUTENo K PD1 - UHIMOUTOP KOHTPONbHOW TOYKU, NpeanoyuTu-
TenbHo nembponuaymab, n pak npeactasnseT cobon pak ferkoro; unu

- coeanHeHune (B3) npeacraensaeT coboit aHTUTENo K PD1 - MHIMOUTOP KOHTPONbHOW TOYKU, NpeanoyuTu-
TenbHo nembponusymab, kKoTopoe BBOAAT B KOMOMHALMK NO MEHbLUEN Mepe C O4HUM coeanHeHnem (B1),

npeanovYTUTENbHO NAaKIUTaKCerniom n Kap6OI'IJ'IaTI/IHOM, n pak npeacraBnder cobot pakK nerkoro.

B HekoTopbix BapuaHTax peanu3auun coeauHeHne (B1) npeactaBnseT coboi No MeHblUeNn mepe 0AHO

coefJuHeHne - XUMMoTepaneBTMYECKNIN areHT, BbIbpaHHOe 13 rpynnbl, COCTOSILLEN U3:
Temosonomuaa;
TonoTekaHa;
NpUHOTEKaHa;
yuknodochammaa;
hTopypauuna;
uucnnaTtuHa;
KapbonnartuHa;
okcanunnaTuHa;
NekoBOpUHa;
JoKkcopybuuuHa;
6neomnymnHa;
KaneuutabuHa;
MUTOMULUNHA B;
naknuTakcena,
Hab-naknuTakcena;
JaoueTakcena;
remuutabuHa;
MeToTpeKkcaTa;
neMmeTpekceaa;
5-¢pTopypauyuna,;
uutapabuHa;
MepKanTonypuHa;
rnydocamnaa;
nkcabenunoHa;
HUMYCTUHa;
KapMycTuHa;
NIOMYCTUHa;
MUTOKCaHTPOHa;
aTono3nga;
BUHKPUCTIHA;
BMHOMacTMHa un

TamokcudeHa.
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B KOHKpeTHOM BapuaHTe peanusaumm coeanHeHue (B1) npeacraBnsieT coboit No MeHblUel Mmepe 0AHO
coefJMHeHNe - XUMNOTepaneBTUYECKNI areHT, BbIbpaHHOe 13 rpynnbl, COCTOSILLEN U3:

Temo3onomuaa;

ToMnoTekaHa;

UPUHOTEKaHa;

yuknodochamumaa;

hTopypauuna;

oKkcanunnaTuHa;

nenkoBopuHa n

JoKcopybuumnHa.

B uacTHocTn, coegnHeHue (B1) npeacrtaBnseT coboi No0 MeHbLUEN Mepe OAHO COeaUHEeHNe - XMMUoTepa-
NeBTMYECKMI areHT, BblOpaHHOEe U3 rpynnbl, COCTOSLLEN U3:

Temosonomuaa;

TonoTeKaHa;

Topypauuna;

oKkcanunnaTuHa n

nekoBopuHa.

B apyrom BapuaHTe peanusauun coegnHeHune (B1) npeagcraBnsieT coboil No MeHbLlen Mepe 04HO coeau-
HeHune - XUMnoTepaneBTUYECKUIA areHT, BbiIOpaHHOe K3 Irpynibl, COCTOSLLEN U3:

UpUHOTEKaHa;

hTopypauuna;

okcanunnaTuHa u

nenkoBopuHa.

B apyrom BapuaHTe peanusauum coeauHeHne (B1) npeacraBnseT coboii No MeHbLUe Mepe 04HO coeaun-
HeHune - XUMMoTepaneBTUYECKUIA areHT, BbibpaHHOe 13 rpynibl, COCTOAALLEN U3:
kapbonnatuHa u

naknutakcena.

B apyrom BapuaHTe peanusauum coeauHeHne (B1) npeacraBnseT coboi no MeHblUel Mepe 04HO coeamn-
HeHue - XUMnoTepaneBTUYECKUIA areHT, BbiOpaHHOe U3 rpynnbl, COCTOSALLEN U3:

TemMo3onomuaa;

TonoTekaHa;

VPUHOTEKaHa;

uyuknodocamumaa;

hTopypauuna;

okcanunnaTtuHa;

NenKoBopuHa;

ZAoKkcopybuuuHa;

kapbonnatuHa u
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naknuTakcena.

B vacTHocTu, coeanHeHune (B1) npeactaensaeT coboi naknuTakcen n kapoonnaTuH.

B apyrom BapnaHTe peanusauumn coeanHeHne (B1) npeacraBnsieT cobon upuHoTeKaH, NeNKoBOPUH, OKca-

nunnaTuH 1 Topypauun.

B KOHKpeTHOM BapuaHTe peanusauum coeauHeHue (A) npeacrtaenseT cobow ABTL0812, coeguHeHue
(B1) npeactaBnsiet cobon naknutakcen u kapbonnartuH, u coeanHeHue (B3) npeacraenseT coboil aHTuH-

Teno K PD1 - NHrMOUTOP KOHTPOJSTbHON TOUKH.

B ogHOM u3 BapuaHTOB peanusauunn coeanHeHune (A) npeacraensaet coboin ABTL0812, coeanHeHne (B1)
npeacraenseT cobon npUHoTEKaH, NENKOBOPUH, oKcanunnatuH u dTopypauun, u coeauHeHne (B3) npea-
ctaBnsieT coboit aHTuteno Kk PD1 - MHrMOGUTOP KOHTPOMbHOW ToUkK. B yacTHocTu, coeauHeHne (B3) npea-
cTaBnset cobon aHTuteno K PD1 - NHIMGUTOP KOHTPOMbHON TOYKK, BeibpaHHOe U3 HUBonymaba, nembpo-

nusymaba n cnaptanusymaba, npeanoytuTenbHo neméponusymab.

OcobeHHo npegnovTuTenbHoO, YTobObI coeanHeHne (A) npeactaensno coboit ABTLO812, coeguHeHmne (B1)
BKMovano naknutakcen/kapbonnartuH, n coeauHeHue (B3) npeactasnsano cobou aHtuteno k PD1 -
WUHMMOUTOP KOHTPOSbHOWN TOUKKU. B KOHKpEeTHOM BapuaHTe peanu3auun pak npeacrtaenseT coboi pak ner-

Koro (cMm. npumMep 3Toro npeAnoyTUTENbLHOrO BapuaHTa peanusayum B npumepax 8.2 n 8.3).

OcobeHHO npeanoYTMTENBHO, YTOOLI coeanHeHune (A) npeactaensno cobon ABTL0812, coeanHeHne (B1)
BKITIOManNo UPUHOTEKaH, NeNKoBOPUH, okcanunnatuH u dTopypauun, n coeauHeHune (B3) npeacraensano
coboi aHTuTeno Kk PD1 - MHIMOMTOP KOHTPONbHOW TOUKW. B KOHKPETHOM BapuaHTe peanusauun pak npej-
cTaBnseT cobol pak NOoMKeNyA04HON Xenesbl (CM. MpUMep 3TOro NpPeanovYTUTENbLHOIO BapuaHTa peanu-

3auun B npumepe 8.5).

B 3aBucumocTtn oT Tuna coeanHeHuns (B1) ero MOXHO BBOAWUTL, HanpuMmep, BHYTPUBEHHO (Hanpumep, B
criyvyae aHTWTena) unu nepopansHo (Hanpumep, B criydae Marnoii Monekynel). B yacTHOCTU, coeanHeHne

(3) BBOAAT BHYTPUBEHHO B BUAE MH(Y3UOHHOIO pacTBopa.

B yacTHoCcTW, coeguHeHmne (A) BBOAAT NepopanbHo. B KOHKpeTHOM BapuaHTe peanusauun BBogMMas Ao-
3a coeAuHeHus (A) npeactaBnseT coboi cyTouHyio ao3y oT 200 mr go 7000 mr, 6onee npeanoyTUTENBLHO
cyTouHylo ao3y oT 1500 mr go 5000 mr, ewle 6onee NpeaANOYTUTENBHO CYTOUHYIO Ao3y oT 3000 mr go 4700

MT, U Hanbornee NpeAnoYTUTENbHO CYTOUHYIO A03y oT 3500 mr Ao 4300 wmr.

Pak — oTHOCUTCA KO BCEM acnekTam B HacToALEM AOKYMEHTE

B oTHolLEeHUM Nio6oro 13 acnekToB C NEPBOrO MO NSATLIA B HACTOSILLEM JOKYMEHTE NpeAnoYTUTENbHO pak
npeacrasnsieT coboii No MeHbLUEN Mepe OAVH BUA paka, BbiOpaHHbI U3 rpynnbl, COCTOsILLEN U3:

pakKa nerkoro,
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HEMEeINKOKIETOYHOro paka ferkoro;
MIOCKOKIETOYHOTO paka;

aJeHOKapLHOMBI;

paka sHaoMeTpus;

CEepO3HOro paka 3HAoMeTpust;

3HJ0METPUOUAHOTO paKa;

paka nomxenyao4HON Xenesbl;

rmmMoGnacTomsl;

pe3nCTEHTHOTO PeLuanMBUPYIOLLErO paka MOSTIOMHON XKenesbl;
paka ronoBbl 1 LUEW;

paka Tuna MHO)XXeCTBEHHON MUENoMbl;

Helipo6nacTombl 1

XOnaHrnokapuyuwHOMbI.

Bonee npeanoytuTenbHO pak npeacTaBnseT coboil No MeHbLUel Mepe OAWH BWUA paka, BblopaHHbIN U3
rpynnel, cocTosILLEen n3:

HeMeJKOKIeTOYHOro paka ferkoro;

MAOCKOKIETOYHOro paka;

paka aHAOMETpUS;

paka nopkesnyao4Hon xenesbl;

rmuobnacTombl;

paka MOJIOMHON Xenesbl;

paka Tuna MHOXeCTBEHHON MUENOMbI;

HelpobnacTombl 1

XonaHrnokapyuHOMbI.

Bonee KoHKpeTHO, pak npeacTaBnseT coboll N0 MeHbLUEN Mepe OAMH BUA paka, BblOpaHHbIA U3 Tpynmbl,
COCTOSILLEN U3:

paka ferkoro;

paka 3HAOMETPUS;

paka NnoxesnyAo4HON Xeneasbl;

rmuobnacTombl;

paka MOJOYHON Xene3kbl;

HelpobnacTombl 1

XonaHrnokapuuHOMbI.

B KOHKpeTHOM BapuaHTe peanu3auun pak npeacraenseT cobol conmaHyto onyxonb. «ConuaHble onyxo-
Nu» UMW CONUAHLIA paK NpeAcTaBnsiloT co6oil HoBoOOpa3oBaHMs (HOBLIN KIETOUHbIA POCT) UIK Nopaxe-
HUS (MoBpeXAeHne aHaTOMUYECKUX CTPYKTYP UIM HapylueHne dusnonorndyecknx pyHkumin), obycnosneH-
Hble HETUMUYHBIM POCTOM KIETOK TKaHel opraHuama, OTIIMYHbLIX OT KIETOK KPOBU, KOCTHOTO Mo3ra unwu
numMmdarndeckux knetok. ConuaHas onyxofb COCTOUT U3 HETUNNYHBIX 0Opa30BaHUN KIeToK, KoTopble MO-

YT UMETb NPOUCXOXAEeHNe U3 pasfinyHbiX TUMOB TKaHeN, Takmx Kak rneyeHb, TONCTas KuLLKa, MOSoYHas
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xKernesa unu rnerkoe, U Kotopble n3Ha4yaribHoO pactyT B opraHe CBO€ro Kneto4yHoro npoucxoxaeHuma. OpaHa-
KO Takme BUAbl paka MOryT pacnpoCTpaHATbLCA Ha JApyrue opraHbl 3a CHeT MeTacTaTu4eCcKkoro pocrta ony-

XOMnn Ha No3gHuX cTaauax 3aboneBaHus.

B KOHKpeTHbIX BapuaHTax peanusauuu pak npeacTaBnsieT coboil kapLuuHOMy, cCapKomy, FepMUHOMY MIN

onacTomy.

B kOHKpeTHOM BapuaHTe peanusauumn pak npeacrasnseT coboin KapunHomy. KapunHombl npeactaBnsioT
coboi pakoBble 3aboneBaHusl, UMelOLLMEe NPOUCXOKAESHUE U3 ANUTENMarnbHbIX KNeToK, U COCTaBnAT OT
80% pno 90% Bcex cnyvyaeB paka, MOCKOSIbKY anuTenuanbHble TKaHW npeacTaBsfieHbl B OpraHusme B
HanmbonblueM konuyecTBe. B KOHKpeTHbIX BapuaHTax peanu3auuu KapuuHoma BKMloYaeT MHorue w3
Hanbonee YacTo BCTpevaloLnxcs BUAOB paka, B YAaCTHOCTU, Hanpumep, pak ferkoro, KonopekTanbHbli
pak, pak nomxernyao4HoON xenesbl, pak ropTaHu, pak A3blka, pak npeicraTeribHON Xerne3bl, pak MOSIOYHON
Xernesbl, pak AUYHWUKa, pak NeyeHu, pak rofioBbl U LWen, pak NuweBoja, pak Nnovku, pak dHaoMeTpus, pak

XKENYHOro Nysblpsi, pak MOYEBOTO My3bipsl UMK paK XXenyaka.

KapunHombl GbiBalOT AByX TWUMOB: ajeHoKapLMHOMa U MIOCKOKNEeToYHas kapuuHoma. AdeHokaplLuHoMa
pa3BuUBaeTCA B ANUTenuanbHbIX KreTkax Unm xernese, a NOCKOKIETOYHas KapLyuHoMa BO3HUKAEeT B Nnoc-
KOM anuTenun. AaeHokapLHOMbI MOTYT MopaxaTb CMM3NCTbie 060M0YKM U cHavana nposiBNAoTCs B BUAe
YTOMLWEHHOM HaneTonoao6HoN cnnancTon obonoykyu Genoro uBeta. ATo GLICTPO pacnpocTpaHsiowmecs

BUAbI paka.

B KOHKpeTHOM BapuaHTe peanu3aluu pak npeacraBnseT coboi ajeHoKapLuHOMY.

B KOHKpeTHbIX BapuaHTax peanusauuu pak NpeacTaBnsieT coboli pak Nerkoro, pak aHAOMETpUs Unu pak

nogxenyaou HOW Xenesbl.

B KOHKPETHOM BapunaHTe peanunsaunn pak npeacraBideT coboli pak Inerkoro, Gonee KOHKPETHO HeMeIKo-

KNeTOYHbIN pak nerkoro.

B KOHKpeTHOM BapuaHTe peanu3aluu pak npeactaBnseT coboi NNOCKOKNETOYHbIN pak.

B KOHKpeTHOM BapuaHTe peanusauun pak npeactaBnsieT coboii pak aHaomeTpusi, 6oriee KOHKPETHO 3H-

JAOMETPUOMNIHBINA paK NN Cepo3Hblil pak SHAOMETPHSI.
B KOHKpeTHOM BapuaHTe peanusauuu pak npeacTaBnsieT coboil pak nomkenyaoyHol xenesbl. Bornee
KOHKPETHO, pakK Noxenyao4HON xene3bl NpeAcTaBnsieT co6oii 3K30KPUHHBIN pak NoMKenya04HON XKene-

3bl (Hanbonee pacnpocTpaHeHHbI) NN HEWPOSHAOKPUHHbIV pakK MOAXKEIy04YHON XKenesbl.

B KOHKpeTHOM BapuaHTe peanu3auuu pak npeactaBnsieT coboi XxonaHrmokapLUmHoOMy.
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B KOHKpeTHOM BapuaHTe peanusauun pak npeAcTaBnsieT coboi pak MOMNOYHON enesbl U, Gonee KoH-

KPETHO, PE3UCTEHTHBIN PeLunANBUPYIOLLMIA paK MOJIOYHOM JKenesbl.

B KOHKpeTHOM BapuaHTe peanu3aunuu pak npeicTaBnsieT coboi pak ronosbl 1 LLEW.

B koHKpeTHOM BapuaHTe peanusauuu pak npeacrtaenset coboi capkomy. Capkombl NnpeAcTaBnsioT coboii
pakoBble 3abofneBaHunsl, MeloLLNe NPOUCXOXAEHNE U3 COEANHUTENbHON TKaHWU, BKMOYasA MbILLbl, KOCTHU,
XPALUM M KUPOBYIO TKaHb. B KOHKpeTHbIX BapuaHTax peanusauun capkoma npejcrasnser coboi, Hanpu-
Mep, ocTeocapkomy (KOCTW), XOHApocapkomy (Xpsiwa), neromumocapkoMy (rmagkue Mblllubl), pabdbao-
MMocapKoMy (CKerneTHble MbILLLbI), Me30TenuanbHylo capkoMy Mnum mesoTenuomy (cnusmcras obonouka
nonocrten Tena), pubpocapkomy (pnbposHas TkaHb), aHIMOCAPKOMY UMKN remaHrnoaHgoTenmomy (kpoee-
HOCHble cocyAbl), NMnocapkomy (KupoBas KreTyaTka WnM XWpoBas TKaHb), FMIMOMY WM acTpouuToMy
(HenporeHHas coeAuHUTEmNbHas TKaHb, pacrnosioXeHHas B FOSIOBHOM MO3re), MUKcocapkomy (MpUMUTuUB-
Has ambpuoHanbHas coeAUHUTENbHAsa TKaHb) UM Me3eHXUMarbHYIO UKW CMELLAaHHYI0 Me3oJepMarbHyio

onyxornb (CMeUJaHHbIe TUNbI COEAUHUTENBHON TKaHVI).

B KoHKpeTHOM BapuaHTe peanusauuu pak npegcrasnseT coboil pak ronoBHOro mosra. B yactHocTu, pak
FONOBHOrO Mo3ra npeAacTaBnsieT coboil rnuomy. Bonee KOHKpeTHO, rnvoma npeAacTaBnsieT cobol
rmuobnacTomy.

B KOHKpeTHOM BapuaHTe peanusauuu pak npeactaBnsieT coboit repMMHOMY. FepMUHOMBI OTHOCATCS K
OMNyXonsaM 3apo/blLLEBbLIX KNETOK, UMEIOLMM NPOUCXOXKIeHNe M3 NMIOPUNOTEHTHLIX KNeToK, Yalle BCcero

MNPUCYTCTBYIOLLUX B ANYKE NN ANYHUKE (CeMI/IHOMa n ancrepmnuHoma, COOTBeTCTBeHHO).

B KOHKpeTHOM BapuaHTe peanusauuu pak npeactaenseTt coboii Gnactomy. bnactombl npeacTaBnsioT
coboil pakoBble 3aboneBaHus, UMeloLIMe MPOUCXOXKAEHNE U3 He3perblX KMNeToK-NnpeLecTBEHHUKOB Unn
ambpuoHanbHoll TkaHU. BriacTombl Yalle BCTpeyaloTcsl y AeTeil, YeM Y NOXUNbIX fogeil. B KOHKPeTHbIX
BapuaHTax peanusauuu Gnactoma npeactasnsieT coboil, HanpuMep, renatobnacromy, HeiipoGnacTomy,
meaynnobnactomy, HedppobnacTtoMy, naHkpeaTobnacTomy, nneBponyribMoHarnbHylo 6rnactomy, peTUuHo-
6nactomy unu mMynbTuopMHyto rmrobnactoMy. B KOHKpeTHOM BapuaHTe peanusauuu pak npeacTaBnseT

coboit HelipobnacTomy.

PakoBble 3aboneBaHusl, KOTOpPblE MOXHO NEYNTb C NOMOLLbIO hapMalLleBTUYeCcKMX KoMGMHaLWIA cornacHo
HacTosi LLieMy 1300peTeHuio, NpeACcTaBnsaoT co6oi ConMaHble OMyXomnu, HaNnPUMep, pak Nerkoro, KONopek-
TamnbHbIN pak, pak NoAXenyao4Hoii Kenesbl, pak ropTaHu, pak s3blka, pak MOINOYHOMN Xernesbl, pak SUYHU-
ka, paKk npeAcTaTernbHO Xemnesbl, pak NevyeHW, pak rofioBbl U LUEW, pak MuLieBoja, NNOCKOKNETOUHYIO
kapuuHoMy, 6a3arnbHO-KNEeTOUYHYIO KapLMHOMY, aAeHoKapLUHOMY, KapUMHOMY NOTOBLIX JKenes, KapLuUuHOMY
canbHbIX Xenes, NanunsApHy0 KapuMHOMY, MeAymnsipHYI0 KapLUHOMY, GPOHXOreHHylo KapLWUHOMY, Mo-
YEeYHO-KNEeTOUYHYI0 KapLUUHOMY, TenaTomy, KapLWHOMY EMNYHbIX NMPOTOKOB, XOPUOKAPLUHOMY, CEMUHOMY,
ANCTepMUHOMY, 3MOpUOHanbHYI0 KapLMHOMY, onyxorb BunbMca, pak LIenku maTku, onyxorib sinuka, kap-

LIHOMY MOYEBOTO My3bIpsl, SNUTENUanbHylo KapLUHOMY, IMUOMY, acTpoLuuToMy, MeaynnobnactoMy, kpa-
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HUOapUHIMOMy, 3NEeHAUMOMY, MUHearoMmy, reMaHrnobrnacTomy, HeBPUHOMY CIlyXOBOFO HepBa, OfUIo-

AeHAPOrNMoMy, MEHMHIIOMY, MeNlaHoMy, Helipo6riacToMy, peTuHoGnacTomy.

B KOHKpeTHOM BapuaHTe peanusauun pak npegcrasnseT coboil MeTacTaTUYECKUi, UMK pacnpocTpaHeH-

Hbl1, pakK.

B KOHKpeTHOM BapuaHTe peanusauuu pak npegcrasnseT coboil remaTonornyeckoe 3riokayecTBeHHoe
HoBoObOpa3soBaHue. TepMUH «remMaToNormyeckoe 3fokayecTBeHHoe HoBooOpa3oBaHUe» OTHOCUTCS K TUMY
paka, nopaxaroLleMy KpoBb, KOCTHbI MO3T U NuMmdaTUieckne y3nbl, U BKIoYaeT NM¢oMbl, MUENOMbI U
neiikosbl. icTopuyeckn CrnoXunoch Tak, YTo y4YeHble U Bpauun knaccuduyupoBanu atu 3abonesaHnsi no ux
nokanusauum B opraHuaMe, BHELUHEMY BMAY MOPaXKEHHbLIX KNETOK NoJ MUKPOCKONOM U eCTeCTBEHHOMY
pasBuTuio 3abonesaHuit. Mpu neikose obHapPYXUBAIOT paKkoBble KNETKU, LIMPKYNMpYoLIMe B KPOBM U KOCT-
HOM Mo3re, Torga Kak npu numMcoMe KIeTKM MMeloT TEeHAEHUMIO K arperayun n obpa3oBaHuio CKoNeHni
Unu onyxonei B nuMmdatndeckux TkaHsx. Muenoma npeactasnsieT coboit onyxonb KOCTHOrO Moa3ra, no-

paxkaioLLyio onpeaeneHHylo cybnonynsumio neinkouuToB, BolpabaTbiBalOLMX XapakTepHbI 6enok.

B KOHKpeTHbIX BapuaHTax peanusauum remarosiormdeckoe 3fiokayecTBeHHOe HoBooOpasoBaHue npej-
cTaBnseT coboii nenkos, numdomy unu Muenomy.

B KOHKpeTHOM BapuaHTe peanu3auum remaTofiormyeckoe 3rnokavyecTBeHHoe HoBoobOpasoBaHue npej-
cTaBnsieT coboi neiikos. bornee KOHKPETHO, NeNko3 npeacTaBnseT coboil, HanpuMep, OCTPbI MUenouna-
HblA neiko3 (OMIT), ocTpblit numdobnacTHbii nenkos (OJ1JT), xpoHuyecknin nuMdoLnTapHbIN Nenkos

(XIJT), xpoHnueckuin mmenonaHeiii nenkos (XMIJ1) n ocTpblii MOHOUUTapHLIN neikos (OMoll).

B KOHKpeTHOM BapuaHTe peanusauuu reMaToriorMyeckoe 3rokayecTBEHHOe HOBOODOpa3oBaHue npea-
cTaBnsieT coboi numcomy. bonee KoHKpeTHO, NuMdoma npeacTaBnseT cobon numdomy XomkkuHa (J1X)

UNN HEXOAXKKUHCKYI0 numdomy (HXIT).

B KOHKpPETHOM BapuaHTe peanusauun remartornorn4yeckoe 3riokavyecCtBeHHOe HOBOOGpaSOBaHI/Ie npea-
cTaBnsieT coboli MUenomy, TaKke N3BeCTHYIO Kak MHOXeCTBeHHadaA MUerioMa (TO €CTb pakK nnasmatunye-

CKMX KNeToK, 00bIYHO NEeNKoLUTOB, KOTOpble 06LIYHO NPOAYLMPYIOT aHTUTENa).

B APYroMm KOHKpPETHOM BapuaHTe peanusauun remartoriormnyeckoe 3Jrioka4yecrtBeHHoe H03006pasoBaH|/|e
HaxoauTcA Ha npep,paKOBoﬁ craaun. TepMI/IH «npejapakoBad ctTagna» B KOHTEKCTE HacTodLlero onmcaHma
OTHOCUTCA K OAHOMY rmnepnponmq)epaTMBHomy 3aboneBaHuIoO uUnu npeaonyxorneBomMmy COCTOAHUIO, KOTO-

poe MOXeT nepepacTu B pak.

BBeaeHune coeanHenunsi (A) n/unm coeanHeHuss (B) — oTHOCMTCH KO BCEM acnekram B HACTOSILLEM J1OKY-

MEHTEe!:

Kak 6bino pacCMOTpEeHO Bblille U B OTHOLLUEHUN noboro 3 acnekToB ¢ nepBoro no NATLIA B HacToALlem

AOKYMeHTe, B OTHOLUeHn paccMmaTtpuBaemMoro B HaCToALlleM JO0KyMeHTe KOM6I/IHI/IpOBaHHOFO nevyeHnsa He
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obsazaTenbHo, YToObl ABa coeanHeHus (A) n (B) BBOAWNW, HanNpuMep, OAHOBPEMEHHO B BUAE €AWHON
KOMMNO3MUUN UMK, Hanpumep, NocrneaoBaTerNbHO B BUAE ABYX OTAENbHbIX KOMNO3ULNIA. BaxkHbIM SBNsieTcs
TO, YTOo 3hhEKTUBHOE KOMNMUYECTBO COEAMHEHUsi/areHTa, BBEAEHHOro NepBbiM, HAXOAUTCS B OpraHuame
nauueHTa w/unu okasbiBaeT CBOe [JelCTBME Ha OpraHu3M nauueHTa, Korga BBOAAT BTOpOEe COoeauHe-

Hue/areHT.

B HacTosilem gokymeHTe npu 0606LeHHOM ynoMuHaHuMM coeauHeHust (B) noapasymeBaeTtcsl, YTO OHO

oTHocuTCA K niobomy ns coegnHenns (B1), coeanHeruns (B2) n/unu coeamHenns (B3).

MoxeT 6biTb NpeAnoYTUTENbHBIM, YTODLI paccmaTpuBaemasi B HAcTOsILLEM AOKYMEHTe hapMaleBTnye-
ckas koMbuHaums npeacTasnsna coboit eanHylo KOMNO3ULUIO, coepKallylo Kak coeauHeHue (A), Tak u

coeagnHeHue (B).

CoeaunHenune (A) (B yactHocTu, ABTLO812) npeanovtutenbHO BBOAAT NepoparibHO.

Beoaumasn gosa coeamHeHus (A) (B yactHoctu, ABTL0812) npeanoytutensHo npeacraBnsieT coboin cy-
TOYHyto ao3y oT 200 mr go 7000 mr, 6onee npeanoYTUTENBHO CYTOUHYIO A03y oT 1500 mr go 5000 mr, ewe
b6onee npeanouTUTENLHO CYTOYHYIO A03y oT 3000 mr go 4700 mr, n Hanbonee NpeanOYTUTENBHO CYTOY-
Hyto ao3y ot 3500 mr go 4300 mr.

MpeanoyTuTenbHO cyTovHas Aos3a coeauHeHus (A) (B yactHoctu, ABTL0812) npeactaenset coboii cy-

TOYHyIO 403y, BBOAUMYIO 3 pa3a B JeHb, Hanbonee npegnoututensHo 3 pasa no 1200-1400 wmr.

B naHHOM cnyyae ObInn ycnewHo npoBeaeHbl COOTBETCTBYIOLWUE KIMTMHUYECKNe nccnegoBaHna y nioaen c

npumeHeHnem ABTL0812 B cyTouHol aose 3900 mr npu BBeaeHumn 3 pasa no 1300 mr.

CooTBEeTCTBEHHO, Haubonee npeanovYTUTENLHO, YTOOLI coeanHeHue (A) npeacTaBnano cobon ABTL0812
u BBOAMMasn ao3a coctaBnsna ot 3800 mr ao 4000 mr (Hanbonee npeanoyTuTenbHo 3900 mr), B YacTHO-

cTu, npu BBeaeHnn 3 pasa no 1300 mr.

B oTHoweHun coeguHeHmns (B) npeanoyuTuTenbHbIA NyTh BBEAEHNUA 0ObLIMHO OyAeT 3aBuUceTb OT paccmart-
puBaemoro coeauHeHus (B).
Cneumnanuct MoXeT 0bbl4HBIM 06pa3omM onpeaenuTb NPeAnoYTUTENbHLIN MYTb BBEAEHUS ANSA KOHKPETHO-

ro paccmaTtpusaemoro coegmHeHus (B).

MpeanoyTuUTenbHbI NyTh BBeAEHWUS ANsi NPeAnoYTUTENbHOrO coeanHeHus (B) KpaTKko onucaH Hibke:
TEMO30MOMIUA - NPeAnoYTUTENbLHO BBOAAT B BUA e Kancymn unu TabneTok Ans nepopanbHOro NpUMeHeHNS;
TONoTEeKaH - NPeANoYTUTENbHO BBOASIT BHYTPUMBEHHO B B NHGY3NOHHOIO pacTBopa;

MPUHOTEKaH - NPeANoYTUTENbHO BBOAST BHYTPUBEHHO B BUAE MH(Y3NOHHOIO pacTBopa;
umknodocdamua - NpeaAnodYTMTENbHO BBOAST BHYTPUBEHHO B BiAEe MH(Y3NOHHOIO pacTBopa;
cTopypauun - npeanoYTUTENLHO BBOAST BHYTPUBEHHO B BMe WH(Y3MOHHOIO pacTBopa;

OKCanunnaTiH - NpeAnodTUTENbHO BBOAST BHYTPUBEHHO B BiAe MHGY3NOHHOIO pacTBopa;

ﬂeﬁKOBOpMH - NpeanoyYTuTernbHoO BBOAAT BHYTPUBEHHO B BUae MH¢)y3MOHHOFO pacTBopa;
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AOKCOPYGULMH - NpeAnoYTUTENIbHO BBOAST BHYTPUBEHHO B BrAe MHGY3NOHHOIO pacTBopa;

6opTe3omnd - NpeaAnoYTUTENBHO BBOAST BHYTPMBEHHO B BUAE MHGY3MOHHOIO pacTBopa;

onanapu6 - npeanoYTUTENbLHO BBOAST B BUAE Kancyrn Unu TabrneTok Ans nepopanbHOro NpuMeHeHUs;
6eBaLu3yMab - npenoyTUTENbHO BBOASIT BHYTPUBEHHO B BUAe WH(Y3MOHHOMO pacTBopa;

MHIMOUTOP KOHTPOMbHOM TOYKM - aHTUTeno k PD1 - npeanoyTUTenbHO BBOAST BHYTPUBEHHO B BUAE UHMY-

3UOHHOIo pacTBopa.

AcnekTbl/BapuaHTbl _peanusauny _HacTosllero m3obpereHuss B Tak HasbiBaeMoM hopmaTe ¢hopmynbl

n300peTeHus:

3T0T pasgen «B dopmare Ghopmynbl N300peTeHnsi» pasaeneH Ha 6 noapaszenoB, NOCBSLLEHHbIX OT-
AeflbHO acnekTam ¢ nepBoro No NSATbLIA U BapuaHTaMm WX peanusayuu, paccMatpuBaeMbiM B HAcTOSILLEM

AOKYMEHTEe.

Tlepebili acnekm u coomeemcmeyioujue sapuaHmei peanusayuu - (B1): coeduHeHue - xumuomeparies-

muyeckull a2eHm - fie4eHue paka ¢ roMouwbro meparuu emopoli TUHUU

1. dapmaueBTnyeckas kombuHaL s, coaepxallyas:
(A): coeanHeHne, KoTopoe npeAcTaBnsieT COOON MONIMHEHACILEHHYIO XUPHYIO KUCnoTy dopMyrbl
COOR1-CHR2-(CH2)a-(CH=CHCH2)b-(CH2)c-CHs, ee dapmaLleBTUYECKM MpUEMNEMYIO COfb WU KX
KoMmbuHauuio, rae
() a moxeT npeacTaBnATb cobon nioboe Lenoe yucno ot 0 Ao 7,
(i) b moxeT npeactaBnATb coboi nioboe Lenoe yucno ot 2 40 7,
(i) ¢ moxeT npeacTaBnaTb coboli noboe Lenoe yucno ot 0 go 7,
(iv) R1 npeactaBnset cobon H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHzs)2, n
(v) R2 npeactaBnset coboit OH, OCH3, O-CH>.COOH, CHs, Cl, CH2OH, OPO(O-CH>-CHz)2, N(OH)2, F,
HCOO unu N(OCH2CHa)z;
"
(B1): coeanHeHne - XummnotTepaneBTUYECKUN areHT
ANsi OAHOBPEMEHHOTO, Pa3AenbHOro UMM NocneAoBaTENbLHOIO NPUMEHEHUS MPU NeYEeHUN paka y nauueH-
Ta-yenoBeka, Npu 3TOM yKazaHHOe NneyeHue NpeacTaBnsieT cobol neyeHwe paka ¢ NOMOLIbIO Tepanuu

BTOPON NUHMUN.

2. bapmaueBTuYeckasd KombuHauus no n. 1, rae
() a moxeT npeacTaBnATb cobon nioboe Lenoe 4ynucno ot 5 go 7,
(i) b moxeT npeactaenATb coboii nioboe Lernoe Yucno ot 2 Ao 4, n

(i) ¢ moxeT npeacTaBnsaTb coboli nobdoe Uenoe uucno ot 1 go 5.

3. dapmaleBTUdeckas KOMGUHaLMA no NioGoMy 13 NpeLLecTBYIOLUX MYHKTOB, rae Rq npeacTtaBnsieT co-

6on H, n Rz npeactasnset coboi OH.
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4. dapmaueBTudeckass komGuUHaUus no MOOMY M3 NpeALlecTBYIOLMX MyHKTOB, rae coeAuHeHue (A)
npeacraBndeT cob0oll Mo MeHbLuen Mepe OAHO coeluHeHue Uunnm ero CbapMaLl,eBTl/l‘-leCKl/l npueMinemyto
COMb, BbIOpaHHbIe U3 rPynMbl, COCTOSALIEN U3:

COOH-CHOH-(CH2)s-(CH=CH-CHz)2-(CH2)3-CHs (ABTL0812),

COOH-CHOH-(CH2)s-(CH=CH-CH2)3-CHs (183A1),

COOH-CHOH-(CHz2)3-(CH=CH-CHz)3-(CH2)3-CHs (183A2),
COOH-CHOH-(CH2)2-(CH=CH-CHz)4-(CH2)3-CHs (204A1),

COOH-CHOH-(CHz)2-(CH=CH-CH2)5-CHs (205A1) u

COOH-CHOH-CH:-(CH=CH-CH2)s-CHs (226A1).

5. dapmaueBTUYeckass kombuHauusi no noboMy M3 NpeaLUecTBYIOLMX MYHKTOB, rae coeAWHeHue (A)
npeacraensaet coboit COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)s-CHs (ABTL0812) unu ero dgapmauen-

TUYEeCKN npueMmnemylo Collb.

6. dapmayeBTuyeckas kombuHauma no n. 5, rae coeguHeHne (A) npeacTtasnseT cobon HAaTpPUMEBYIO COrb
COOH-CHOH-(CH2)s-(CH=CH-CH>)2-(CH2)3-CH3s (ABTL0812).

7. dapmaueBTuyeckas kKomGuHaLus no NioGomy U3 NpeALLEeCcTBYIOLMX MYHKTOB, NpU 3TOM pak npejcTas-
nsieT coboi No MeHbLUe Mepe OAUH BUA paka, BbiIOpaHHbIN U3 rpynnbl, COCTOsILLEN 13:
paka nerkoro;

HEMenKOoKNeToYHOro paka nerkoro;

NMNOCKOKNETOYHOro paKa;

afieHoKapLUHOMBbI;

paka sHAOMETpUs;

CEpO3HOro paka 3H10MeTpus;

9HA0METPUOUAHOIO paKa;

paka noa)enyao4uHol Xenesbl;

rMuo6bnacToMmsl;

PE3UCTEHTHOrO PeLMANBUPYIOLLIETO paKa MOMOYHON XKemnesbl;

paka ronosbl U LLeU;

paka Tuna MHOXeCTBEHHON MUENOMbI;

Helpo6nacTomsbl 1

XonaHrnokapuuHOMbI.

8. dapmaueBTyeckasd KoMOMHaUuusa no mnobomy M3 NpeaLlecTBYIOLWIMX MYHKTOB, rae coeauHeHue (B1)
npeacTaBnsieT coboi N0 MeHbLUEN Mepe O4HO COEANHEHNE - XMMUOTEepaneBTUYECKUI areHT, BelbpaHHoe
U3 rpynnel, COCTOSILLEN U3;

Temo3onommuaa;

ToMnoTeKaHa;

UPUHOTEKaHa;

yuknodochammaa;

thTopypauuna;
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uucnnaTtuHa;
KapbonnartuHa;
okcanunnaTtuHa;
NenKoBoOpuHa;
JOKCopyOuMUuHa;
brneoMuuunHa;
KaneuutabuHa;
MUTOMULUNHa B;
naknuTakcena;
Hab-naknuTakcena;
JoueTakcena;
remuutabuHa;
MeToTpeKcaTa;
nemeTtpekceaa;
5-¢pTopypauyuna;
uutapabuHa;
MepKanTonypuHa;
rnycgpochamnga;
nkcabenunoHa;
HUMYCTUHA;
KapMyCTuHa;
NOMYCTUHa;
MUTOKCaHTpoHa;
aTonosnaa;
BUHKPUCTWHA;
BUHONacTMHa u

TamokcudeHa.

9. dapmaueBTuYeckas komouHauums no n. 8, rae coeanHeHne (B1) npeacraBnsaeT coboii N0 MeHbLLEN Me-

pe oAHO coeANHEeHne - XI/IMI/IOTepaI'IeBTI/I‘-IeCKI/Iﬁ areHrT, Bbl6paHHoe N3 rpynnel, COCTOFILL[GI?I n3:

TemMo30nomMuaa;
TonoTekaHa;
UPUHOTEKaHa;
uuknodochammaa;
hTopypauuna;
oKcanunnaTuHa;
nemnkoBopuHa n

JloKcopyOuumHa.

10. ®apmaueBTUYeckasd KombuHaumsa no n. 9, rae coeauHeHne (B1) npeacraBnsieT coboN NO MeHbLUel
Mepe OHO COeJAUHEHNe - XUMUOTepaneBTUYECKNI areHT, BbibpaHHOe 13 rpynnbl, COCTOSILLEN U3:

Temosornomumaa,
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TONoTeKaHa,
hTopypauuna;
OoKcanunmatTuHa n

nenkoBopuHa.

11. ®apmaueBTnieckass kKomouHaumsa no niodomy ns3 nn. 8-10, rae coeanHeHme (A) npeacraensieT coboli
COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3-CH3 (ABTL0812) unu ero cgpapmaueBTuiyeckun npuemmnemyio

COIb.

12. dapmaneBTnyeckas komouHauymsa no n. 11, rae

- coeanHeHue (B1) npeacraensaeT coboi TeMO305IOMUA, U pak npeacTaBnseT cobon HelipobnacTomy;

- coeanHeHue (B1) npeactaBnseT coboi TonoTekaH, 1 pak npeacraBnseT coboin HelipobnacTomy;

- coeanHeHune (B1) npeactaensaeT cobon UpUHoTEKaH, U pak npeacTaBnsaeT coboi HelipobnacTomy.

- coeanHeHue (B1) npeactaenseT cobon yuknodochamua, n pak npeacraBnseT cobom HelpobnacTomy.
- coeanHeHne (B1) npeacraBnsaeT cobon MpUHOTEKaH, NENKOBOPUH, OKCanunnaTuH u gpropypaunn, u pak
npeacraBnseT cobol pak NoaxernyaouHon xenesbl;

- coeanHeHne (B1) npeacraBnsieT coboi AoKcopyOuLMH, U pak npeacTaBnsieT coboii pak sHAOMETPUS;
nnu

- coeguHeHue (B1) npeacraenset coboit Temo3onomua, U pak npeacrasnsieT cobolt rmmobnacTomy.

13. dapmaleBTUdeckas KomGuHaUms no noGomy U3 NpesLLecTBYIOLWMX NYHKTOB, rae ykasaHHas dapma-
LleBTUYecKass KoMOWHaLKUA npeacTaBnsieT coboi elnHylo KOMMO3ULUIO, colepXalllylo Kak coelUHeHue

(A), TaKk n coeauHeHne (B1).

14. ®apmaueBTUYeckas KombuHauus no niobomy U3 npejLlecTBYIOLWUX NYHKTOB, rae coefuHeHue (A)

BBOAAT nepoparibHo.

15. dapmaueBTUieckass KOMOMHaLMs No NoboMy U3 NpejLIecTBYIOLMX MYHKTOB, rAe BBOAMMAas jo3a CO-
eiuHeHns (A) npeactaBnsAeT cobon cyTouHyio Ao3y oT 200 mr ao 7000 mr, 6onee nNpeanoYTUTENBLHO CYy-
TouHyto Ao3y oT 1500 mr go 5000 wmr, ewle 6onee npeANoOYTUTENBHO CYTOYHYI0 Ao3y oT 3000 mr ao 4700

MT, 1 Hanbonee NpeANoOYTUTENBHO CYTOYHYIO A03y oT 3500 mr Ao 4300 mr.

16. ®apmaleBTUYeckas komOuHauua no niodomy n3 nn. 14-15, rae coeanHeHne (A) npeactaBnsaeT cobolt
COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3-CH3 (ABTL0812) unu ero capmaueBTU4eckn npuemnemyio

COIb.

17. dapmaueBTnyeckas komouHauumsa no n. 16, rae

CoeanHenue (B1) npeacraBnsieT coboln TeMO30roMuKA, U €ro BBOAAT B BUAE Kancyn unu Tabnetok ans
nepoparnbHOro NPUMeHeEHUS;

CoeanHenue (B1) npeacraBnsieT coboil TonoTekaH, U ero BBOAAT BHYTPUBEHHO B BUAE MHEY3MOHHOIO

pacTBopa;
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CoeanHenue (B1) npeactaBnsieT coO0ON MPUHOTEKAH, U ero BBOASAT BHYTPUBEHHO B BUAE MHAY3MOHHOIO
pacTBopa;

CoeanHenue (B1) npeacraBnseTt cobon yuknodocdamua, n ero BBOAAT BHYTPUBEHHO B BUAE MHY3NOH-
HOro pacTBopa;

CoeanHenue (B1) npeactaenseT cobon pTopypaunun, n ero BBOAAT BHYTPUBEHHO B BUAe WUHEY3MOHHOIO
pacTBopa;

CoeanHenue (B1) npeactaBnsaeT coboi oKcanunnaTtuH, U ero BBOASAT BHYTPUBEHHO B Buae UHY3MOHHOIO
pacTBopa;

CoeanHenue (B1) npeacraBnseT coboi NeNKoBOPUH, U ero BBOASAT BHYTPUBEHHO B BUAE MHEY3MOHHOTO
pacTBopa; unm

CoeaunHernue (B1) npeactaBnsieT coboin AOKCOpYOMLMH, N ero BBOASAT BHYTPUBEHHO B BUAE UH(Y3NOHHOIO

pactBopa.

Bmopoli acnekm u coomeemcmsyiowjue sapuaHmsl peanuszayuu - (B2): coeduHeHue - azeHm 055

HaueneHHol meparnuu - JleYeHue paka ¢ NnoMouwibio HauyesleHHolU meparuu

1. dapmaveBTndeckas kombuHaL s, coaepxallas:
(A): coeanHeHne, KoTopoe npeAcTaBnsieT COOON MONIMHEHACILEHHYIO XUPHYIO KUCnoTy dopMyrbl
COOR1-CHR2-(CH2)a-(CH=CHCH2)b-(CH2)c-CHs, ee dapmaLleBTUYECKM MpUEMNEMYIO COfb WU KX
KoMmbuHauuio, rae
() a moxeT npeacTaBnATb cobon nioboe Lenoe yucno ot 0 Ao 7,
(i) b moxeT npeactaBnATb coboi nioboe Lenoe yucno ot 2 40 7,
(i) ¢ moxeT npeacTaBnaTb coboli noboe Lenoe yucno ot 0 go 7,
(iv) R1 npeactaBnset cobon H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHzs)2, n
(v) R2 npeactaBnset coboit OH, OCH3, O-CH>.COOH, CHs, Cl, CH2OH, OPO(O-CH>-CHz)2, N(OH)2, F,
HCOO unu N(OCH2CHa)z;
"
(B2): coeanHeHne - areHT Ansg HaUeneHHon Tepanuu
ANsi OAHOBPEMEHHOTO, pa3JeNbHOr0 UMM nocrieoBaTeslbHOro NPUMEHEHUs NPU NEYEHUN paka y nauueH-
Ta-yenoBeka, Npyu 9TOM yKasaHHOe NeyeHne npejcTaBnsieT coboii NnevyeHne paka ¢ MOMOLLbIO HaLeneH-

HOW Tepanuu.

2. bapmaueBTuYeckasd KombuHauus no n. 1, rae
() a moxeT npeacTaBnATb cobon nioboe Lenoe Yynucno ot 5 ao 7,
(i) b moxeT npeactaenATb coboii nioboe Lernoe Yucno ot 2 Ao 4, n

(i) ¢ moxeT npeacTaBnsaATb coboli nobdoe Lenoe uucno ot 1 ao 5.

3. dapmaleBTUdeckas KOMGUHaLMA no NioGoMy 13 NpeLLecTBYIOLUX MYHKTOB, rae Rq npeacTtaBnsieT co-

6on H, n Rz npeactasnsieT cobon OH.
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4. dapmaueBTudeckass komGuUHaUus no MOOMY M3 NpeALlecTBYIOLMX MyHKTOB, rae coeAuHeHue (A)
npeacraBndeT cob0oll Mo MeHbLuen Mepe OAHO coeuHeHune unun ero CbapMaLl,eBTl/l‘-leCKl/l npuemMmnemyio
COMb, BbIOpaHHbIe U3 TPyNMbl, COCTOSLLEN U3:

COOH-CHOH-(CH2)s-(CH=CH-CHz)2-(CH2)3-CHs (ABTL0812),

COOH-CHOH-(CH2)s-(CH=CH-CH2)3-CHs (183A1),

COOH-CHOH-(CHz2)3-(CH=CH-CHz)3-(CH2)3-CHs (183A2),
COOH-CHOH-(CH2)2-(CH=CH-CHz)4-(CH2)3-CHs (204A1),

COOH-CHOH-(CHz)2-(CH=CH-CH2)5-CHs (205A1) u

COOH-CHOH-CH:-(CH=CH-CH2)s-CHs (226A1).

5. dapmaueBTUYeckass kombuHauusi no noboMy M3 NpeaLUecTBYIOLMX MYHKTOB, rae coeAWHeHue (A)
npeacraensaet coboit COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)s-CHs (ABTL0812) unu ero dgapmauen-

TUYEeCKN npueMmnemylo Collb.

6. ®apmayeBTuyeckas kombuHauma no n. 5, rae coeguHeHune (A) npeacrtaBnseT cobo HaTPUEBYIO COSb
COOH-CHOH-(CH2)s-(CH=CH-CH>)2-(CH2)3-CH3s (ABTL0812).

7. dapmaueBTuyeckas KomGuHaLMsa No NioGoMy U3 NPeALLEeCTBYIOLMX MYHKTOB, NPW 3TOM pak NpeicTaB-
nsieT coboi No MeHbLUe Mepe OAUH BUA paka, BbiIOpaHHbIN U3 rpynnbl, COCTOSALLEN U3:
paka nerkoro;

HEMenKOoKNeToYHOro paka nerkoro;

NMNOCKOKNETOYHOro paKa;

afieHoKapLUHOMBbI;

paka sHAOMETpUs;

CEpO3HOro paka 3H10MeTpus;

9HAOMETPUOUAHOIO paKa;

paka noa)enyao4uHol Xenesbl;

rMuo6bnacToMmsl;

PE3UCTEHTHOrO PeLMANBUPYIOLLIETO paKa MOMOYHON XKemnesbl;

paka ronosbl U LIeW;

paka Tuna MHOXeCTBEHHON MUENOMbI;

Helpo6nacTomsbl 1

XonaHrnokapuuHOMbI.

8. dapmaueBTMyeckasd KoMOMHaUuMs no nobomy M3 MpeALlecTBYIOLUUX MYHKTOB, rae coeauHeHue (B2)
npeacTaBnseT coboii N0 MeHbLIeNn Mepe O4HO COEAUHEHNE - areHT ANs HaueneHHol Tepanuu, BbiOpaH-
Hoe U3 rpynnbl, COCTOALLEN N3;

MMaTuHuoba;

reputnHNGa;

3proTUHNG a;

copadeHunba;

CYHUTUHNOAa;
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JasaTuHnba;

nanatuHunba;

HUNOTUHNGA;

nHrMbuTopa npoteacom (NpeanovTUTENbLHO Kapdunsomnbda, nkcazommba nnm bopresommbda);
TamoKcudeHa;

UHrIMbUTOpa AHyC-KMHa3bl (NpeanodYTUTENbHO TodaunTuHnba);

uHrnbnTopa ALK (npeanoytutenbHO KpU3oTuHuba);

uHrnéunTopa Bcl-2 (npegnouTuTenbHoO obaToknakca, HaBUTOKMAKca Ui roccunona);
uHrnébntopa PARP (npeanoututensHo nHunapuba unm onanapuda);

uHrnébuntopos PI3K (npeanoutntenbHo nepudo3nHa)

anaTuHuoa;

uHrnbunrtopa Braf (npeanoyturensHo BemypadeHunba nnu gabpaderHnbda);

uHrnbnTopa MEK (npeanoyrutenbHo TpameTuHnba);

uHrnbuntopa CDK;

uHrnbunTopa Hsp9o;

canuHOMUUUHA;

VAL-083 (anaHrugporanaktuTona);

BUHTadonuaa;

NHIMGUTOpa CEepUH-TPEOHUHOBON KMHAa3bl (NPeAnoYTUTENBHO TEMCUPONMMYyca, 3BeposninMyca, Bemypade-
HubGa, TpameTHnba unu agabpadeHnbda) un

MOHOKIOHanbHbIX aHTUTen (npeanoututensHo MAT k VEGF; putykcumaba, Tpactysymaba, anemtysyma-

6a, uetykcumaba, naHutymymaba unu 6esaumsymada).

9. dapmaueBTuYeckas kombuHauusa no n. 8, rae coeanHeHne (B2) npeacraBnsieT coboil N0 MeHbLUEN Me-
pe 0 HO coefHEHWe - areHT AN HaleneHHolh Tepanun, BoibpaHHOe U3 rpynnbl, COCTOALLEN U3:
UHrMbuTopa npoteacom (NpeanovTuTeNbHO Kapdunzomnbda, nkcazommdba unu boprezommnoda);
uHrnbutopa PARP (npeanoututensHo nHmnapuba unu onanapuba); u
MOHOKMoHanbHbIX aHTuTen (npeanoytutenbHo MAT Kk VEGF, putykcumaba, Tpactysymaba, aneMmTtysy-

maba, uetykcumaba, naHuTymymaba unu 6esaumsymada).

10. ®apmaueBTUydeckass kombuHauua no n. 9, rae coeanHeHne (B2) npeacraBnseT coboii Mo MeHbLUel
Mepe OHO COeAUHEHWe - areHT AMs HaleneHHol Tepanun, BbIbpaHHOe U3 rpynnbl, COCTOALLEN U3:
6opTezomnoba;
onanapuba u

6eBalusymaba.
11. ®apmaueBTUyeckas kombuHauus no niodomy n3 nn. 8-10, rae coeanHeHme (A) npeacraBnsieT coboli
COOH-CHOH-(CH2)s-(CH=CH-CH3)2-(CH2)3-CH3 (ABTL0812) unu ero cgapmaueBTU4eckun npuemnemyio

COIb.

12. dapmaueBTnyeckas komouHaums no n. 11, rae
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- coeauHeHne (B2) npeacrtaBnsieT coboit 6opTe3omnd, N pak npeactaBnseT cobon pak Tuna MHoOXe-
CTBEHHOIN MMWENOMBI;
- coeanHeHune (B2) npeactaenseT coboil onanapub, n pak npeacraBnsieT coboi pak 3HAOMETPUS; UIKn

- coeanHeHue (B2) npeactaenseT cobon beBaumsymad, n pak npeacrtaBnsaeT coboi pak sHAOMETpUS.

13. dapmaueBTUdeckass KoMGUHaUMs no fo6oMy U3 NpeLUecTBYIOLIMX NYHKTOB, rAe ykasaHHas dapma-
LeBTUYecKasi kKoMOWHauua npeacTaBnsieT coboil eAMHY0 KOMMNO3NULMIO, COAepXallylo Kak coefuHeHue

(A), TaKk n coeauHeHne (B2).

14. ®apmaueBTnyeckas kombuHaumsi no niobomy U3 npealuecTBYOLUUX MYHKTOB, rae coeaunHeHue (A)

BBOAAT nepoparibHoO.

15. dapmaueBTUdeckass KombuHaums no noboMy 13 npeaLlecTBYIOLMX NMYHKTOB, raie BBOAMMAs Ao3a CO-
euHeHnsa (A) npeactaBnaeT cobon cyTouHyio Ao3y oT 200 mr go 7000 mr, 6onee npeanovTUTENLHO Cy-
TouHylo Ao3y oT 1500 mr go 5000 mr, ewle 6onee npeanoYTUTENbLHO CyTOUHYIO Ao3y oT 3000 mr go 4700

MT, U Hanbonee nNpeAanoYTUTENbBHO CYTOYHYIO A03y oT 3500 mr g0 4300 mr.

16. PapmaueBTMyeckas kombuHauusa no noéomy us nn. 14-15, rae coegunHeHmne (A) npeacraenseT cobon
COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3-CHs (ABTL0812) unn ero dapmaueBTU4ECKM NpUemnemyio

COnnb.

17. dapmaueBTnyeckas komobuHaumsa no n. 16, rae

coeauHeHne (B2) npeacraenseTt coboit 6opTezomnd, n ero BBOAAT BHYTPUBEHHO B BUAe UHADY3NOHHOTO
pacTBopa;

coeguHeHne (B2) npeacrtaenseT cobolt onanapub, n ero BBOAAT B BUAE Kancyn Uiy TabneTok Ans nepo-
panbHOro NPUMEHEHNUS; UNu

coeauHeHne (B2) npeactaBnseT coboi 6eBaumsymad, n ero BBOASAT BHYTPUBEHHO B BUAE MHAY3NOHHOIO

pacTBopa.

Tpemuil acnekm u coomeemcmsyioujue sapuaHmsl peanusayuu — (B3): coeduHeHue - ummyHomepa-

rneemudecKuli azeHm — JjiedeHue paka ¢ rnoMouwbro UMMyHomeparnuu

1. dapmareBTdeckas KOMbUHaL s, cofepxallas:
((A): coeanHeHne, koTopoe NpeAcCTaBNsieT coOOW NONMMHEHACHILEHHYIO XUPHYIO KUCMNOTY (hOPMYIbl
COOR1-CHR2-(CH2)a-(CH=CHCH2)b-(CH2)c-CHs, ee dapmaLeBTuyeckn npuemnemylo corb Unu ux
KombuHauuio, rae
() a moxeT npeacTaBnATb cobon nioboe Lenoe yucno ot 0 Ao 7,
(i) b moxeT npeactaBnaTb coboin noboe Lenoe Yucno ot 2 40 7,
(i) ¢ moxeT npeacTaBnsaATb coboli nbdoe Uenoe uncno ot 0 go 7,
(iv) R1 npeactaBnset coboii H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHzs)2, n
(v) Rz npeacrtaBnset coboit OH, OCH3, O-CH>.COOH, CHs, Cl, CH2OH, OPO(O-CH>-CHz)2, N(OH)2, F,
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HCOO unu N(OCH2CHz3)2;

n

(B3): coeanHeHne - UMMYHOTEpaneBTUYECKUIA areHT
ANsi O4HOBPEMEHHOI0, pa3jernbHOro UM NocrejoBaTeNbLHOrO NPUMEHEHNS NPY NIeYeHUn paka y nayueH-
Ta-yernoBeka, Npy 9TOM yKa3aHHOE fieYyeHne npeacTaBnseT cobol neyeHme paka ¢ NOMOLLbI0O UMMYHOTe-

panuu.

2. bapmaueBTuyeckass KombuHauus no n. 1, rae
() a moxeT npeacTaBnATb cobon nioboe Lenoe ynucno ot 5 o 7,
(i) b moxeT npeacTaBnsaTb coboii Noboe Lenoe Yncno ot 2 40 4, n
(i) ¢ moxeT npeacTaBnsaTb coboli nboe yenoe uncno ot 1 go 5.
3. dapmaueBTnyeckas komOuHaLms no nwbdomy U3 npeaLlecTBYIOLMX MYHKTOB, rae Ry npeacraBnseT co-

6on H, n Rz npeactasnsiet cobon OH.

4. dapmaueBTuyeckas kombuHauus no niobomy M3 nNpeaLlecTBYIOLMX MYHKTOB, rae coeAuHeHue (A)
npeacrasnaeTt coboil N0 MeHbLuen Mepe OAHO coeAUHEeHue unm ero (bapmaueBqueCKm npnemnemyto
COrb, BbiOpaHHbIE U3 TPYNMbl, COCTOALLEI U3:

COOH-CHOH-(CH2)s-(CH=CH-CH>)2-(CHz)3-CHs (ABTL0812),

COOH-CHOH-(CH2)s-(CH=CH-CH2)3-CHs (183A1),

COOH-CHOH-(CHz2)3-(CH=CH-CHa)3-(CH2)3-CHs (183A2),
COOH-CHOH-(CHz2)2-(CH=CH-CHa)4-(CH2)3-CHs (204A1),

COOH-CHOH-(CHa)2>-(CH=CH-CHy)s-CH3 (205A1) 1

COOH-CHOH-CH:-(CH=CH-CH2)s-CHs (226A1).

5. dapmaueBTUdeCcKass KOMOMHauusi no nNioGomy U3 NpeaLlecTBYOLWMX MYHKTOB, rae coeauHeHue (A)
npeacraenset coboit COOH-CHOH-(CH2)s-(CH=CH-CH>)2-(CH2)3-CHs (ABTL0812) unu ero dapmauen-

TUYEeCKN npueMmnemylo collb.

6. ®apmaueBTuyeckas kKombuHauma no n. 5, rae coeanHeHne (A) npeacraBnseT coboi HaTPUEBYIO COMb
COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3-CH3 (ABTL0812).

7. dapmaueBTUYeckass KomOUHaLUMA No NoboMy 13 NpeALLECTBYIOLIMX MYHKTOB, NpW 3TOM pak npejcras-
nsieT coboil No MeHbLLUe Mepe OAWNH BUA paka, BbIOpaHHbIN U3 rpynnbl, COCTOsILLENR U3:

paka nerkoro;

HEMEeIKOKNEeTOYHOro paka Nerkoro;

MIOCKOKINETOYHOTO paka;

aJeHoKapLVHOMBI;

paka sHaoMeTpus;

CEepO3HOro paka aH40MeTpus;

3HJ0METPUOUIHOTO paKa;

paka nomxenyao4HON XKenesbl;

rmuobnacTomsl;
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pe3MCTEHTHOTO PeLUuanBUPYIOLLErO paka MONOYHON XKenesbl;
paka ronoBbl 1 Lew;

paka Tuna MHOXXeCTBEHHOI MUENoMbl;

Helipo6nacTombl 1

XonaHrnokapuuwHOMbI.

8. dapmaueBTHyeckasd KoMOMHauus no nobomMy M3 NpeaLlecTBYIOWMX MYHKTOB, rae coeguHeHune (B3)
npeacTtaBnseT cobol No MeHbLIeN Mepe O4HO COoeUMHEeHWe - UMMyHOTepaneBTUYECKUIA areHT, BbibpaH-
Hoe U3 rpynnbl, COCTOALLEN N3:

AHTUTENA-UHIMOUTOPA KOHTPOSbHON TOYKW, NPEANOYTUTENbHO NPU STOM aHTUTENO - UHIMBUTOP KOH-

TPONbHON TOUYKKN NpeacTaBnsaeT cobon aHTuTeno k PD1, aHtuteno k PDL1 unu aHtuteno kK CTLA4.

9. dapmaueBTuyeckass kombuHauumsa no n. 8, rae coeanHeHne (B3) npeacraBnsaeT coboi No MeHbLUEN Me-
pe 0flHO coefluHEeHNe - UMMYHOTepaneBTUYECKUIN areHT, BbibpaHHOe 13 rpynnbl, COCTOSILLEN U3:

- aHTUTena Kk PD1, npeanouTtutensHo npu 3ToM aHTuTeno k PD1 npeactaenseTt coboit HuBonymab, nemob-
ponuaymab unu cnaptanusymao;

- aHTuTena k PDL1, npeanoututensHo npu 3ToM aHTuTeno kK PDL1 npeactaensieT cobon atesonusymab,
aBenymab unu gypsanymab;

- antutena Kk CTLA4, npegnoytutenbHo npu 3ToM aHTuTeno k CTLA4 npeacraensieT cobon ununumyman.

10. dapmaueBTudeckass kombuHaums no n. 9, rae coeguHeHne (B3) npeacrtaBnseT coboll aHTUTENO K

PD1, n ykasaHHoe aHTuTeno k PD1 npeacraBnseT coboii nembponusymab.

11. ®apmaueBTUyeckass KombuHauusa no nmodomy us nn. 8-10, rae coeanHeHne (A) npeactaBnseT coboli
COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3-CHs (ABTL0812) unu ero dapmaueBTU4ECKU NpPUEMITIEMYIO

COlnb.

12. dapmaueBTnyeckas komouHauusa non. 11, rae

- coeanHeHune (B3) npeactaBnsaeT coboit aHTUTENo K PD1 - UHIMGUTOP KOHTPOMNbHOW TOYKU, NpeanoyTu-
TenbHo nembponunaymab, n pak npeactaBnseT coboi pak ferkoro; unu

- coeanHeHune (B3) npeactaensaeT coboit aHTUTENno K PD1 - MHIMGUTOP KOHTPOMNbHOW TOYKU, NpeanoyTu-
TenbHO nembponmaymab, KoTopoe BBOAAT B KOMOMHALNM NO MEHbLUEN Mepe ¢ 04HUM coejuHeHuem (B1),

npeanovYTuTEeNbHO NaKiMUTakceriom n Kap6OI'IJ'IaTI/IHOM, n pak npeacraBnder cobolt pak nerkoro.

13. dapmaleBTUYeckass KOMOUHALMS Mo NoGoMy M3 NpeaLLUecTBYIOLINX NYHKTOB, rae ykasaHHas dapma-
LeBTUYecKasi KoMOWHaLua npeacTaBnsieT coboil eAnHyl0 KOMMNO3ULMIO, COAepXkallylo Kak coefuHeHue

(A), TaKk n coeanHeHne (B3).

14. ®apmaueBTUYeckass KoMOuHaUus Mo nioboMy U3 NpeallecTBYIOLUX NYHKTOB, rae coefuHeHue (A)

BBOAAT nepoparibHo.
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15. dapmaueBTUieckasd KoMOMHaLus no noboMy 13 NpejLIecTBYIOLMX MYHKTOB, r4e BBoAMMAas A03a CO-
eiuHeHns (A) npeactaBnsAeT cobon cyTouHyio Ao3y oT 200 mr go 7000 mr, 6onee nNpeanovYTUTENLHO CYy-
TouHyto Ao3y oT 1500 mr go 5000 wmr, ewle bonee nNpeANoOYTUTENBHO CyTOYHyl0 Ao3y oT 3000 mr go 4700

MT, U Hanbonee NpeANOYTUTENBHO CYTOUHYIO A03y oT 3500 mr ao 4300 mr.

16. PapmaueBTnieckas KomMOuHaumMsa no nobomy N3 npeallecTBYOWMX NYHKTOB, rae coeauHeHue (A) (B

yacTHocTn, ABTLO812) BBOAAT Nepes BBEAEHNEM COEANHEHNS - UMMYHOTepaneBTU4Yeckoro areHta (B3).

17. ®apmaueBTUYeckas komOuHauua no nobdomy ns3 nn. 14-16, rae coegnHeHne (A) npeactaBnsaeT coboi
COOH-CHOH-(CH2)s-(CH=CH-CH3)2-(CH2)3-CH3 (ABTL0812) unu ero cgpapmaueBTuyeckn npuemmnemyio

COIb.

18. dapmaneBTnyeckas komobuHaumsa no n. 17, rae
CoeaunHenune (B3) npeactaBnsieT cobon aHtuteno Kk PD1 - MHIMOUTOP KOHTPOSbHON TOYKW, NpeanodTu-

TenbHo Nnem6ponuaymab, n ero BBOAAT BHYTPUBEHHO B BMAE UH(Y3UOHHOIO pacTBopa.

Hemeepmbili acnnekm u coomeemcemsyrouwjue sapuaHmbl peanuzayuu - jie4YeHue paka Cc rnoMouwbo y-

yesol meparnuu

1. dapmalieBTUYecKas KOMNO3ULUsS, coJepallas:

((A): coeanHeHne, koTopoe npeacTaBnsieT coboll NONMMHEHACHILEHHYIO XUPHYIO KUCMNOTY (OpPMYIbl
COOR1-CHR2-(CH2)a-(CH=CHCH2)b-(CH2)c-CHs, ee dapmaLeBTUYECKM NMpUEMNEMYIO COfb WU KX
KombuHauuio, rae

() a moxeT npeacTaensATb cobon nioboe Lenoe yucno ot 0 Ao 7,

(i) b moxeT npeactaBnATb coboit nioboe Lenoe yucno ot 2 4o 7,

(i) ¢ moxeT npeacTaBnsaTb coboli noboe Lenoe uucno ot 0 go 7,

(iv) R1 npeactaBnset cobon H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHzs)2, n

(v) Rz npeactaBnset coboit OH, OCH3, O-CH>.COOH, CHs, Cl, CH2OH, OPO(O-CH>-CHz)2, N(OH)2, F,
HCOO unu N(OCH2CHa)z;

Ana npumMeHeHuA npun nevYeHnn paka y nayuneHra-4eriopeka, rnpn 3Tom ykasaHHoe rie4yeHune npejcrasnaert

coboil nyyeBylo Tepanuio paka.

2. dapmaueBTnyeckas komnosmumua no n. 1, rae
() a moxeT npeacTaBnATb cobon nioboe Lenoe Yynucno ot 5 ao 7,
(i) b moxeT npeactaenATb coboii nioboe Lernoe Yncno ot 2 Ao 4, n

(i) ¢ moxeT npeacTaBnsaATb coboli nobdoe Uenoe uucno ot 1 go 5.

3. dapmaueBTUyeckas kKoMno3uuus no noboMy U3 nNpeaLUecTBYOLMX NYHKTOB, rae Ry npeacTasnsieT co-

6on H, n Rz npeactaBnsiet cobon OH.
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4. dapmaleBTUdeckas KoOMMosuuus no nioGomy M3 NpejLlecTBYIOLUX NYHKTOB, rAe coefuHeHue (A)
npeacraBndaeT cob0ol No MeHbLuen Mepe OAHO coeluHeHue Uunnm ero CbapMaLl,eBTl/l‘-leCKl/l npueMinemyto
COMb, BbIOpaHHbIe U3 rPynMbl, COCTOSLLEN U3:

COOH-CHOH-(CHz2)s-(CH=CH-CHz)2-(CH2)3-CHs (ABTL0812),

COOH-CHOH-(CH2)s-(CH=CH-CH2)3-CHs (183A1),

COOH-CHOH-(CHz2)3-(CH=CH-CHz)3-(CH2)3-CHs (183A2),
COOH-CHOH-(CH2)2-(CH=CH-CHa)4-(CH2)3-CHs (204A1),

COOH-CHOH-(CHz)2-(CH=CH-CH2)5-CHs (205A1) u

COOH-CHOH-CH:-(CH=CH-CH2)s-CHs (226A1).

5. dapmaueBTMYECKass KOMMO3NLUA MO MoOOMY M3 MpejLUecTBYIOWUX NYHKTOB, rAe coefuHeHue (A)
npeacraensaet coboit COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)s-CHs (ABTL0812) unu ero dgapmaven-

TUYECKN npuemnemyto cosb.

6. dapmaleBTuyeckas Komnosmuus no n. 5, rae coeamHeHne (A) npeacTtaeBnsieT coboli HaTPUEBYIO COMb
COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)s-CHs (ABTL0812).

7. dapmaueBTMYECKass KOMMNO3ULKS Mo NoGoMy U3 NpejLwecTBYIOLWMX NYHKTOB, NpK 3TOM pak npejcras-
nseT coboit Mo MeHblLen Mepe OAWUH BUA paka, BblGpaHHbI U3 rpynMbl, COCTOSLLEN N3:
paka nerkoro;

HEMenKOoKNeToYHOro paka nerkoro;

NNOCKOKNETOYHOro paKa;

afeHoKapLUHOMbI;

paka SHAOMETpUs;

CEpO3HOTo paka 3HA0MeTpus;

9HAOMETPUOUAHOIO paKa;

paka noaXenyao4Hol Xenesbl;

rmuo6bnacTomsl;

PE3UCTEHTHOrO PEeLMANBUPYIOLLIETO paKa MOMOYHON Xenesbl;

paka ronosbl U LUeW;

paka Tuna MHOXeCTBEHHON MUENOMbI;

Helpo6nacTomsbl 1

XonaHrnokapuuHOMbI.

8. dapmaleBTHYeckass KOMNo3nuMs no nobomMy U3 NpejLLecTBYOLUX NMYHKTOB, rAe NnyvyeBas Tepanus
npoBoAMTCA 40301 uanydeHns ot 2 go 200 Mp, npeanoytuTtensHo ot 5 ao 100 Np unu Gonee npeanoyTn-

TenbHoO oT 15 o 85 Ip.

9. dapmaueBTdeckas komnosuums no n. 8, rae coeamHeHne (A) npeacraenset cobonn COOH-CHOH-
(CH2)6-(CH=CH-CH2)2-(CH2)3-CHs (ABTL0812) unu ero papmaveBTU4eckn Npuemnemylo corlb.
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10. ®apmaleBTMYECKas KOMMNO3MLMS MO flo6oMy U3 NpeALLECTBYIOLMX MYHKTOB, rae 403y U3Ny4YeHus
NpUMEHSIIOT nocrie BBeAeHuUs coeauHeHnst (A), NpeanoYTUTENbHO MO MeHbLUel Mepe Yepes CyTKU nocre

nepBoro BBeAeHUA coegmHeHuns (A).

11. ®apmaueBTuueckas komnosuumsa no n. 10, rae coeanHeHue (A) npeacraensaet cobon COOH-CHOH-
(CH2)6-(CH=CH-CH2)2-(CH2)3-CH3s (ABTL0812) nnu ero hapmavneBTU4eCKN NPUEMIIEMYIO COSb.

12. ®apmaueBTUYecKasi KOMNO3NLUNA MO NOOOMY M3 NpeaLlecTBYIOLWMX MYHKTOB, rae coeunHeHue (A)

BBOAAT nepoparibHoO.

13. dapmaueBTUYeckass KoMnos3nuus no nobomy 13 npeLUecTBYIOLNX NYHKTOB, Ae BBOAMMAas jo3a CO-
euHeHns (A) npeactaBnaeT cobon cyTouHyio Ao3y oT 200 mr go 7000 mr, 6onee npeanovTUTENLHO Cy-
TouHylo Ao3y oT 1500 mr go S000 wmr, ewe 6onee nNpeanoYTMTENBLHO CYTOYHYI0 Ao3y oT 3000 mr go 4700

MT, 1 Hanbonee NpeAnNoOYTUTENBHO CYTOUHYIO 403y oT 3500 mr Ao 4300 mr.

14. dapmaueBTmyeckas Kkomnoauumsa no niobomy us nn. 12-13, rae coeanHeHune (A) npeacraBnset cobon
COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3-CHs (ABTL0812) unu ero cdapmaleBTU4ECKU Npuemremyto

COrb.

15. dapmaueBTMYecKas KOMNo3uLUs no No6oMy U3 Npe/LecTBYIOLLMX NYHKTOB, NPU 3TOM pak npeacTaBs-

nset coboll rmmobnacTtomy.

16. ®apmaueBTMdeckas komnosmuusa no n. 15, rae coeanHeHune (A) npeacraensaet cobonn COOH-CHOH-
(CH2)6-(CH=CH-CH2)2-(CH2)3-CHs (ABTL0812) nnu ero chapmaveBTU4eCK NpUemremyio cosb.

Tambili acnekm u coomeemcmeyroujue sapuaHmsl peanusayuu - npednoymumersbHoe (B1) coedure-

Hue - xumuomeparesmu4yeckuli aeeHm - Jjie4YeHue paka 8 Uesiom

1. dapmaneBTUYeckas kKomOUHaLUs, cojepkallas:
(A): coefMHeHne, KoTOopoe NpeAcTaBnsieT coOOW MONMUHEHACHILLEHHYIO XUPHYIO KUCMOTY ¢hopmMynbl
COOR1-CHR2-(CH2)a-(CH=CHCH2)b-(CH2)c-CHs, ee dapmaLeBTUYECKM NpUeMnemylo cofb WUNn ux
KombuHauuio, rae
() a moxeT npeacTaBnATb cobon noboe Lenoe ynucno ot 0 Ao 7,
(i) b moxeT npeactaBnaTb cobon nioboe Lienoe Ynucno ot 2 4o 7,
(i) ¢ moxeT npeacTaBnsaTb coboli nobdoe Uenoe uncno ot 0 go 7,
(iv) R1 npeactaBnset cobon H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHzs)2, n
(v) Rz npeactaBnset coboit OH, OCH3, O-CH>.COOH, CHs, Cl, CH.OH, OPO(O-CH>-CHz)2, N(OH)2, F,
HCOO unu N(OCH2CHa)z;
u

(B1): coeanHeHne - XummnoTepaneBTUYECKUIN areHT
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AN 0AHOBPEMEHHOr0, pa3aernbHOro Unu nocrneaoBaTenbHOro NPUMEHEHUs NpU NeYeHnn paka y nalueH-
Ta-yeroBeka, rae coeanHeHne (B1) npeacraBnset coboi No MeHbLUEW Mepe OAHO COeANHEHUE - XUMUNO-
TepaneBTUMECKUN areHT, BblOpaHHOe U3 rpynmbl, COCTOSALLEN U3:

TeMmo3onomuaa;

TonoTeKaHa;

UPUHOTEKaHa;

yuknodochamumaa;

hTopypauuna;

okcanunnaTuHa;

nenkoBopuHa n

JoKcopybuuuHa.

2. dapmaueBTuyeckass kKombuHauus no n. 1, rae
() a moxeT npeacTaenATb coboin noboe Lenoe ynucno ot 5 go 7,
(i) b moxeT npeactaenATb coboit nioboe Lernoe Yncno ot 2 4o 4, n

(i) c moxeT npeacTaBnaTb cobont nioboe Lenoe uucrno ot 1 go 5.

3. dapmaueBTUdeckas KoMGUHaumsa no nioboMy U3 NpeaLLecTBYIOWMX NYHKTOB, rae Rq npeacTaenser co-

6ot H, n Rz npeactasnset cobon OH.

4. dapmaueBTuyeckas KomGuHauus no nMoOOMy M3 NpeALlecTBYIOLMX MYHKTOB, rae coeAuHeHue (A)
npeacrasndaeT coboll No mMeHbLUeNn Mepe OAHO coenHeHue unnm ero CbapMaLl,eBTI/NeCKI/I npuemnemyto
COMb, BbIOpaHHbIe U3 rPyMnMbl, COCTOALLEN U3:

COOH-CHOH-(CH2)s-(CH=CH-CHz)2-(CH2)3-CHs (ABTL0812),

COOH-CHOH-(CH2)s-(CH=CH-CH>)3-CHs (183A1),

COOH-CHOH-(CHz2)3-(CH=CH-CHa)3-(CH2)3-CHs (183A2),
COOH-CHOH-(CH2)2-(CH=CH-CHa)4-(CH2)3-CHs (204A1),

COOH-CHOH-(CHz)2-(CH=CH-CHz)5-CHs (205A1) u

COOH-CHOH-CH:-(CH=CH-CH2)s-CHs (226A1).

5. dapmaueBTUYdecKass KoMOUHauus no noboMy M3 NpeAaLlecTBYOLMX MYyHKTOB, rae coeAWMHeHue (A)
npeacraenset coboint COOH-CHOH-(CH2)s-(CH=CH-CH>)2>-(CH2)3-CHs (ABTL0812) unu ero dapmalen-

TUYEeCKNn npueMmnemylo collb.

6. ®apmaueBTUyeckas KomOuHaumsa no n. 5, rae coeanHeHne (A) npeacraBnsieT coboii HAaTPUEBYIO COMb
COOH-CHOH-(CH2)s-(CH=CH-CH3)2-(CH2)3-CH3 (ABTL0812).

7. dapmaueBTUYeckass KoMOUHaUMA No MoboMy 13 NpeaLLECTBYIOLIMX MYHKTOB, NpW 3TOM pak npeacras-
nsieT coboi No MeHbLLUE Mepe OAWNH BUA paka, BbIOpaHHbIN U3 rpynnbl, COCTOsILLENR U3:

paka nerkoro;

HEMEINKOKIETOYHOro paka ferkoro;

MITOCKOKINETOYHOro paka,
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aJeHoKapLVHOMBI;

paka sHaoMeTpus;

CEepO3HOro paka sHAoMeTpus;

3HJ0METPUOUAHOTO paKa;

paka noaxenyao4HON XKenesbl;

rMMoGnacTomsl;

pe3nCTEHTHOTO PeLUuaMBUPYIOLLErO paka MONOYHON Kenesbl;
paka ronoBbl 1 LWEK;

paka Tuna MHO)XXeCTBEHHON MUENoMbI;

Helipo6nacTombl 1

XOonaHrnokapuyuHOMbI.

8. dapmaueBTuyeckasd kombuHauymsa no nobomy M3 NpeaLlecTBYIOWMX MYHKTOB, rae coeauHeHue (B1)
npeacraenseT cobon No MeHbLUEN Mepe OHO COeUHEHNE - XUMUOTepaneBTUYECKUI areHT, BblbpaHHoe
13 rpynnel, COCTOALLEN U3:

Temosonomuaa;

ToMnoTeKaHa,;

(hTopypauuna;

okcanunnaTuHa u

nemnkoBopuHa.

9. dapmaueBTuyeckas KkomouHauus no n. 8, rae coeauHeHne (A) npeactaenset cobont COOH-CHOH-
(CH2)6-(CH=CH-CH2)2-(CH2)3-CHs (ABTL0812) unu ero cpapmaveBTU4eckn NpueMnemyto cosb.

10. dapmaueBTnyeckas kKomobuHaumsa no n. 9, rae

- coeanHeHue (B1) npeactaBnseT coboil TEMO30NOMUA, U pak npeacTaBnsieT cobol HelpobnacTomy;

- coeanHeHune (B1) npeactaBnsieT coboll TonoTekaH, U pak npeacTaBnsieT coboi HelipobnacTomy;

- coeanHeHue (B1) npeacraBnseT coboli MpUHOTEKaH, U pak npeacTtaBnseT coboit HelpobnacTomy;

- coeanHeHue (B1) npeactaenseT coboi unknodocdammua, u pak npeacraBnseT coboit HellpobnacTomy;
- coeanHeHne (B1) npeactaBnseT coboin NpUHOTEKAH, NENKOBOPWH, OKCanunnatuH 1 gpropypauun, n pak
npeacTaBnsieT cobol pak NoJxenygo4HoN Xenesbl;

- coeanHeHne (B1) npeactaBnsieT coboi AokcopyOuULMH, U pak npeacTaBnsieT cobol pak 3HAOMeTpus;
unu

- coeanHeHue (B1) npeactaBnseT coboil TEMO30NOMUA, U pak NpeacTaBnsieT cobol rnuobnacTomy.

11. dapmaueBTUdeckass KoMGuHaLMsa no nobomy M3 NpealIecTBYIOLIMX NYHKTOB, rAe ykasaHHas dapma-
LeBTUYecKasi KoMOWHaLua npeacTaBnsieT coboil eAnHyl0 KOMMNO3ULMIO, COAepXkallylo Kak coefuHeHue

(A), TaKk n coeauHeHne (B1).

12. ®apmaueBTUYeckas KomObuHauuss no niobomy U3 npejllecTBYIOLUX NYHKTOB, rae coeauHeHue (A)

BBOAAT nepoparibHo.
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13. dapmaueBTUieckasd KoMOMHaLus no NoboMy 13 NpejLIecTBYIOLMX MYHKTOB, r4e BBoOAMMAas A03a CO-
eiuHeHns (A) npeactaBnsAeT cobon cyTouHyio Ao3y oT 200 mr go 7000 mr, 6onee nNpeanovYTUTENLHO CYy-
TouHyto Ao3y oT 1500 mr go 5000 wmr, ewle bonee NpeAnoOYTUTENBHO CyTOYHYIO Ao3y oT 3000 mr go 4700

MT, U Hanbonee NpeANOYTUTENBHO CYTOUHYIO A03y oT 3500 mr ao 4300 mr.

14. ®apmaueBTUYeckas komOuHauua no nobdomy n3 nn. 12-13, rae coeanHeHne (A) npeactaBnsaeT coboi
COOH-CHOH-(CH2)s-(CH=CH-CH3)2-(CH2)3-CH3 (ABTL0812) unu ero cgpapmaueBTuyeckn npuemmnemyio

COIb.

15. dapmanyeBTnyeckas komouHauumsa no n. 14, rae

coenHeHne (B1) npeactaenser coboi Temo3onomui, U ero BBOASAT B BUAE Kancyn unu tabnetok ans
nepoparbHOro NPUMeHeHUs;

coeauHeHne (B1) npeactaensieT coboll TonoTekaH, U ero BBOAAT BHYTPUBEHHO B BuAE WHEY3NMOHHOIO
pacTBopa;

coefimHeHne (B1) npeactaBnser coboil UpUHOTEKaH, U ero BBOAAT BHYTPUBEHHO B BUAE UH(Y3NOHHOIO
pacTBopa;

coegunHeHne (B1) npeacraBnset cobol umnknodocdammua, n ero BBoAAT BHYTPUBEHHO B BuAe UHEY3NOH-
HOro pacTBopa;

coeguHeHne (B1) npeactaensieT coboii hTopypauun, n ero BBOAAT BHYTPUBEHHO B BUAE UH(Y3NOHHOTO
pacTBopa;

coeguHeHne (B1) npeactaenset coboii okcanunnaTuH, U ero BBOAAT BHYTPUBEHHO B BUAE UH(Y3NOHHOTO
pacTBopa;

coeauHeHne (B1) npeacraBnseTr coboil NEWKOBOPUH, U €ro BBOAAT BHYTPUBEHHO B BUAE UHMY3NOHHOIO
pacTBopa; unm

coeauHeHne (B1) npeacrasnset coboi AoKcopyOuLIMH, N ero BBOAST BHYTPUBEHHO B BUe MHAY3NOHHOIO

pacTBopa.

/.'Ipyaue KOHKpemHblie KOM6UHauuu, OomHocAawuecs Ko eceM acrieKmam 8 HacmosAaweM OOKymeHme -

kombuHayuu (A) ¢ 6oniee yem odHUM coeduHeHuem (B).

1. dapmaveBTndeckas KOMbUHaL s, cofepxallas:
(A): coefnHeHne, KoTopoe MpeAcTaBmnsieT coOON MONMHEHACHILEHHYIO XUPHYIO KUCNOTY hOopMyrbl
COOR1-CHR2-(CH2)a-(CH=CHCH2)b-(CH2)c-CH3, ee dapmaLeBTUYECKN NPUEMMNEMYIO COfb UNN UX
KombuHauuio, rae
() a moxeT npeacTaBnATb cobon nioboe Lenoe ynucno ot 0 Ao 7,
(i) b moxeT npeactaBnaTb coboit nioboe Lenoe Yucno ot 2 40 7,
(i) ¢ moxeT npeacTaBnsaATb coboli nobdoe Uenoe uucno ot 0 go 7,
(iv) R1 npeactaBnset cobon H, Na, K, CHs, CH3-CH2 unu PO(O-CH2-CHzs)2, n
(v) Rz npeactaBnset coboit OH, OCHs3, O-CH>.COOH, CHs, Cl, CH2OH, OPO(O-CH>-CHz)2, N(OH)2, F,
HCOO unu N(OCH2CHa)z;
(B1): coeanHeHne - XummnotTepaneBTUYECKUN areHT, n

(B3): coeanHeHne - UMMYHOTEpaneBTUYECKUI areHT
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Ana oAHOBpPEeMEHHOro, pas3aesfibHoro unun nocrieaoBarternbHOro NpuMeHeHna npu rnevYeHnn paka y nauneH-

Ta-4yenoBeka.

2. bapmaueBTuyeckass KombuHauus no n. 1, rae
() a moxeT npeacTaenATb cobon nioboe Lenoe yucno ot 5 go 7,
(i) b moxeT npeactaenATb coboit nioboe Lernoe Yncno ot 2 Ao 4, n

(i) ¢ moxeT npeacTaBnsaATb coboli nbdoe yenoe uncno ot 1 go 5.

3. dapmaleBTUdEeCKas KOMOUHaLMA no NoboMy U3 NpeaLLecTBYIOLWUX MYHKTOB, rae Rq npeacTtaBnsieT co-

6on H, n Rz npeactasnsiet cobon OH.

4. dapmaueBTuyeckas kombGuHauusi no nMioGoMy U3 NpeaLlecTBYIOLMUX NMYHKTOB, rae coeAuHeHune (A)
npeacraBsndaeT coboil No MeHbLUeNn Mepe OAHO coeJuHeHue Uunn ero (bapMaLleBTVNeCKVI npueMnemyto
CoMb, BbiOpaHHbIe U3 rpynMbl, COCTOSILLEN U3:

COOH-CHOH-(CHz2)s-(CH=CH-CH>)2-(CHz)3-CHs (ABTL0812),

COOH-CHOH-(CH2)s-(CH=CH-CH2)3-CHs (183A1),

COOH-CHOH-(CHz2)3-(CH=CH-CH2)3-(CH2)s-CHs (183A2),
COOH-CHOH-(CH2)2-(CH=CH-CHz)4-(CH2)3-CHs (204A1),

COOH-CHOH-(CH2)2-(CH=CH-CH2)5-CHs (205A1) u

COOH-CHOH-CH,-(CH=CH-CH2)s-CHs (226A1).

5. dapmaueBTUdeCcKass KOMOWHauus no noboMy M3 NpeaLlecTBYIOLMX MYyHKTOB, rae coeAWMHeHue (A)
npeactaensaeT cobot COOH-CHOH-(CH2)s-(CH=CH-CH>)2-(CH2)3-CHs (ABTL0812) unu ero dapmalen-

TUYEeCKN npueMmnemylo collb.

6. ®apmaueBTudeckas kombuHaumsa no n. 5, rae coeanHeHne (A) npeacrtaBnsieT coboil HaTpUEBYIO COIb
COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3-CH3 (ABTL0812).

7. dapmaueBTUYeckas KomOUHaLMUA No NioboMy 13 NpeALLECTBYIOLIMX MYHKTOB, NpW 3TOM pak npejcras-
nsieT coboi No MeHbLUe Mepe OAWNH BUA paka, BbIOpaHHbIN U3 rpynnbl, COCTOsILLEN U3:
paka nerkoro;

HEMEeInKOKNEeTOYHOro paka fnerkoro;

MMOCKOKINEeTOYHOrO paka;

aJleHoKapLHOMBI;

paka 3HAOMETpPUS;

CEepO3HOro paka H10MeTpus;

3HJ0METPUOUAHOTO paKa;

paka nomxenyao4HON XKenesbl;

rmmMoGnacTomsl;

pe3nCTEHTHOTO PeLUUaMBUPYIOLLErO paka MOMOYHON XKenesbl;

paka ronoBbl 1 LLEW;

paka Tuna MHOXECTBEHHON MUENOMBI;
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Helipo6nacTombl U

XOonaHrnokapLuuHOMbI.

8. dapmaueBTUYeCcKas KOMOMHaUMa no NMboMy U3 NpeaLUecTBYIOLMX NYHKTOB, rae coeauHeHue (B3)
npeacTtaBnseT coboi Mo MeHbLIEN Mepe O4HO COeMHEeHWe - UMMYHOTepaneBTUYECKUIA areHT, BbibpaH-
Hoe U3 rpynnbl, COCTOSALLEN N3;

aHTuUTENna-nHrImbuTopa KOHTPOMbLHOW TOYKM, NPEANOYTUTENBHO NPU STOM aHTUTENO - UHIMOUTOP KOH-

TPONbHON TOYKU NpeacTaBnsaeT cobon aHTuTeno k PD1, aHtuteno k PDL1 unu aHtuteno kK CTLA4.

9. dapmaueBTuYeckasd komOuHauma no n. 8, rae coeanHeHne (B3) npeactaBnsaeT coboil N0 MeHbLUEN Me-
pe 0fHO coeflUHEeHNe - UMMYHOTepaneBTUYECKUIN areHT, BbiIbpaHHoe U3 rpynnbl, COCTOALLEN U3:

- aHTUTena kK PD1, npeanouTtutensHo npu aTtoM aHTuTeno Kk PD1 npeacraenseTt coboit HuBonymab, nemob-
ponnsymab unu cnapranuaymab;

- aHTuTena Kk PDL1, npeanoytutenbHo npu aTom aHtuTeno kK PDL1 npeacTtasnset cobon atesonuaymab,
aBenymab unu aypsanymab;

- antutena Kk CTLA4, npeanoytutenbHO npu 3ToM aHTuTeno k CTLA4 npeacraensieT cobon nnunumyman.
10. dapmaueBTudeckass kombuHaums no n. 9, rae coeanHeHne (B3) npeactaBnsieT coboil aHTUTENO K

PD1, npeanoyTutenbHO ykazaHHoe aHTuTeno k PD1 npeactaBnseT coboi nembponusymab.

11. dapmaueBTuyeckas kombuHauma no mobdomy us nn. 8-10, rae coeguHeHune (A) npeacTaBnsieT cobon
COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH2)3-CH3 (ABTL0812) unu ero capmaueBTU4eckn npuemnemyio

COnnb.

12. dapmaueBTuyeckas komobuHaumsa no n. 11, rae

- coeanHeHune (B3) npeactaBnseT coboit aHTUTENo K PD1 - UHIMGUTOP KOHTPOMNbHOW TOYKU, NpeanoYTu-
TenbHO nembponuaymab, n pak npeactaBnseT coboi pak ferkoro; unu

- coeanHeHune (B3) npeacrtaenseT coboit aHTUTENo K PD1 - UHIMGUTOP KOHTPONbHOW TOYKU, NpeanoyTu-
TenbHO Nnembponmaymab, KoTopoe BBOAAT B KOMOMHALNM NO MeHbLUEN Mepe ¢ 04HUM coejuHeHunem (B1),

npeanovYTuTeNbHO NakKiUTakceriom n Kap60ﬂﬂaTI/IHOM, n pak npeacraBnder cobolt pakK nerkoro.

13. ®apmaueBTMyeckasd KoMOMHaUUA No MoboMy M3 NpeALLecTBYIOLUMX NYHKTOB, rae coeauHeHune (B1)
npeacTaBnsieT coboi N0 MeHbLUEN Mepe O4HO COEANHEHNE - XUMUOTEpaneBTUYECKUIA areHT, BelbpaHHoe
U3 rpynnel, COCTOSILLEN U3;

Temo3onommuaa;

TonoTekaHa;

VPUHOTEKaHa;

uuknodochammaa;

hTopypauuna;

uucnnaTuHa;

kapbonnartuHa,

oKcanunnaTuHa;

NenKoBoOpuHa;
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JIOKCOpyOMLUMHa;
b6rneoMuuuHa;
KaneuutabuHa;
MUTOMULUNHa B;
naknuTakcena;
Hab-naknuTakcena;
JoueTakcena;
remuutabuHa;
MeToTpeKcaTa;
nemeTtpeKkceaa;
5-¢pTopypayuna;
uutapabuHa;
MepKanTonypuHa;
rnydochamnaa;
nkcabenunoHa;
HUMYCTUHaA;
KapMyCTuHa;
NOMYCTUHa;
MUTOKCaHTpoHa;
atonosnaa;
BUHKPUCTWHA;
BUHONacTuMHa u

TamokcudeHa.

14. dapmaueBTnyeckass komouHauus no n. 13, rae coeanHeHne (B1) npeacraBnsieT coboit No MeHbLUEl
Mepe O4HO COeAUHEHNE - XUMUOTepaneBTUYECKNIA areHT, BbIbDpaHHOe 13 rpynnbl, COCTOSILLEN U3:

TemMo30110Muaa;

ToMnoTeKaHa;

UpUHOTEKaHa;

uuknodocdammaa;

hTopypauuna;

oKcanunnaTuHa;

nemnkoBopuHa n

JloKcopybuuuHa.

15. dapmauneBTnyeckass komouHauus no n. 13, rae coeauHeHne (B1) npeacraBnsieT coboit No MeHbLUel
Mepe OHO COeAUHEHNe - XUMUOTepaneBTUYECKNI areHT, BbIbpaHHOe 13 rpynnbl, COCTOSILLEN U3:
TemMo30nomMuaa;
ToMnoTekKaHa;
thTopypauuna;
okcanunnaTuHa u

nenkoBopuHa.
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16. PapmaueBTuieckass komouHauus no n. 13, rae coeauHeHne (B1) npeacraeBnsieT coboi No MeHbLUel
Mepe OHO COeAUHEHNe - XUMUOTepaneBTUYECKNI areHT, BbIbpaHHOe 13 rpynnbl, COCTOSILLEN U3:
VpUHOTEKaHa;
hTopypauuna;
okcanunnaTuHa u

nenkoBopuHa.

17. dapmaueBTnieckass kombuHauus no n. 13, rae coeanHeHne (B1) npeacraesnsieT coboi No MeHbLUel
Mepe OHO COeAUHEHNe - XUMUOTepaneBTUYECKNIN areHT, BbIbpaHHOe 13 rpynnbl, COCTOSILLEN U3:
KapbonnatuHa u

naknuTakcena.

18. dapmauneBTnyeckas kombnHauma no n. 17, rae coeguHeHne (B1) npeactaBnsaeT cobomn naknurakcen u

KapbonnaTuH.

19. dapmaueBTuyeckass kombuHauus no n. 16, rae coeguHeHne (B1) npeacraBnsieT coboit MpUHOTEKaH,

NEeNKOBOPUH, OKcanuniaTuH 1 (propypawur.

20. dapmaueBTHdeckas kombuHaums no nioéomy ns nn. 1-19, rae coeauHeHue (A) npeacraBnseT coboii
ABTLO0812, coeauHeHue (B1) npeactaBnseT coboi naknuTakcen u kapbonnatuH, U coeguHeHune (B3)

npeacraBnset coboi aHTuTeno kK PD1 - MHIMOGUTOP KOHTPOMNbHON TOUKN.

21. dapmaueBTuyeckas kombuHauma no nodomy ns nn. 1-19, rae coeanHernne (A) npeacraBnsaeT cobon
ABTL0812, coeanHeHune (B1) npeacraBnsieT coboil MpMHOTEKaH, NENKOBOPUH, okcanunnaTui u dgpropypa-

uun, n coeauHeHune (B3) npeacraBnsieT cobon aHTuteno kK PD1 - MHIMGUTOP KOHTPONbHOWN TOYKM.

22. dapmaueBTnyeckas kKombuHauma no nodomy u3 nn. 20-21, rae coeanHeHue (B3) npeacTaBnsieT co-
6oi aHTUTENO K PD1 - MHIMOUTOP KOHTPONbHOW TOYKM, BbiDpaHHOe U3 HUBoNymaba, nembponusymaba u

cnapTanusymabta, npeanoyYTuTensHo nembponmaymab.

23. dapmaueBTnyeckass KoMOMHaUMsA no Nobomy M3 NpeaLllecTBYIOLWMX NYHKTOB, rAe coeAuHeHue (B1)

BBOJSIT BHYTPUBEHHO B BUe NH(Y3MOHHOIO pacTBopa.

24. dapmaueBTUYeckass komOuHaUumsa no nobomy M3 NpejLllecTBYIOLIMX MYHKTOB, rae coeauHeHue (A)

BBOAAT nepoparibHo.

25. ®apmaueBTudeckas KombuHauma no nobomy 13 NpejLlecTBYIOLWMX NYHKTOB, A€ BBOAUMAs J03a CO-
eiuHeHns (A) npeacTaBnsAeT cobon cyTouHyio Ao3y oT 200 mr go 7000 mr, 6onee nNpeanoYTUTENBHO CYy-
TouHyto Ao3y oT 1500 mr go 5000 wmr, ewle bonee nNpeANoOYTUTENBHO CYTOYHYIO Ao3y oT 3000 mr go 4700

MT, U Hanbonee NpPeaNoYTUTENBHO CYTOUHYIO A03y oT 3500 mr ao 4300 mr.
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26. dapmaueBTUYecKkas kKOMOMHaUUA no nobomy us nn. 1-7, 13-19 n 23-25, rae coeanHeHune (B3) npea-

cTaBnsieT co6oii coeHeHNE - MPOTHNBO PAKOBbLI UMMYHOMOAYIMPYIOLLWIA areHT.

27. apmaueBTUYeckasd kKomOuHaums no n. 26, rae coeanHeHne (B3) npeacraenseT coboi coeAiuHeHNE -
NpPOTUBOPaKOBLIA UMMYHOMOZYMNUPYIOLWUIA areHT, BblbpaHHOe U3 TpynMnbl, COCTOALEN U3 LUTOKMHA, UHIU-

6|/|Topa KOHTpOJ'IbHOI?I TOYKN, aroHUCTa N aagbloBaHTa.

NMPUMEPDI

NMPUMEP_1: ABTL0812 & KombuHauuu c Opyaumu/OornoniHumersibHbIMU Xumuomeparieemu4eckumu

azeHmamu:. uccnenoBaHua in vitro

1.1: AHanu3s xusHecriocobHocmu Kinemok npu npumeHeHuu ABTL0O812 omdenbHo unu 8 KomMbuHayuu ¢

memo30/10MUGOM C UCIOob308aHUeM KIlemok Helipobnacmombi

3apaum: N3yuutb noTeHymanbHbin cuHeprnam ABTL0812 npu gobaBneHun K TemMo3oriommay B OTHOLUe-
HUM NUHUIA KNneTok HelipobnacTtombl SK-N-BE(2) n LA1-5S. Temo3onomua siBNsieTcs U3BECTHLIM XUMWO-
TepaneBTUYECKUM areHTOM, MPUMEHSIEMbIM, HAaNpPUMep, B OCHOBHOW Tepanun BTOPON JIMHUM NpU NeYeHnm
HelpobnacTom ¢ BbICOKOW CTeneHblo pucka. CriegoBaTernibHO, NpeACTaBnseT MHTEPEC BO3MOXHOCTb Cy-

LLlecTBOBaHUS Kakoro-nubo acdekta noteHunpoaHus mexay ABTL0O812 n Temosonomuaom.

MeTtoabl: Knetkn LA1-5S n SK-N-BE(2) uHKyGupoBanu ¢ Bo3pacTalolUMmM KOHLEHTpaLUMsMm TEMO30M0-
muga (500 mkM, 1000 mkM n 1500 mkM) n dpukcupoBaHHbIMU KOoHUeHTpaunamu ABTL0812 Hke [C50.
(30 mkM B cnyyae SK-N-BE(2) n 40 mkM B cnyyae LA1-5S). KneTku noasepranu Bo3aencTBuio B Te4EHNE
48 yacos B IMDM c aobaBneHnem 0,5% SBC. XKnsHecnocobHOCTb KNETOK OLEHUBanNu nocpeacrBoM aHa-
nM3a ¢ KpuctannmyeckuMm uoneToBbiM. PasnuyHble A03bl OLeHUBaNu B LUECTU MOBTOPHOCTAX, U NMpej-
CTaBfieHHble pe3ynbTaTbl NPEACTaBAT COO0N CpeagHNe 3Ha4YEeHMs ABYX HE3aBUCUMBIX 3KCMEPUMEHTOB.
CraTucTudeckuii aHanu3 NpPoBOAMIIM MO MPUHLKUNY onpejerneHns t-kputepns ¢ NOMOLLbIO MPOrPaMMHOI0

obecneueHns GraphPad Prism® 5.0.

PesynbTtathbl: [Jo6arneHne ABTL0812 B koHueHTpauun 30 mkM unu 40 MkM yBenuumMBano LUTOTOKCKY-
HOCTb Temo3sonomuia. 3TO YBENMUYEHNE ObINO CTaTUCTUHMECKN 3HAYMMbIM NpU BCEX KOHUeHTpaumsax (**

p<0,01; *** p<0,001) — cMm. dpurypy 1 B HacTosALLEM JOKYMEHTE.

BbiBoabl: ABTL0812 noTeHUMpYeT LMTOTOKCUYECKOE AeNCTBUE TeMo3onoMmuaa in vitro B OTHOLUEHUN NK-
HUWA KneTok Helpobnactombl SK-N-BE(2) n LA1-5S. 3Tu pesynbTatbl NOATBEPKAAOT MCCreaoBaHUe

kom6uHauum oboux npenapaTos in vivo.
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1.2: AHanu3 xusHecriocobHocmu Knemok npu npumeHeHuu ABTL0812 omdesnbHo unu 6 KomMbuHayuu ¢

moriomeKaHoOM C UCTI0JIb308aHuUeM KitemoK Heap06ﬂacmOMbl

3apaum: M3yuutb noteHuynanbHbil cuHepruam ABTL0812 npu gobaBneHun K TonotekaHy B OTHOLLEHWUU
NUHMK KNeToK HelpobnacTtombl LA1-5S. TonoTekaH ABNsieTCA U3BECTHBIM XUMUOTEPANEBTUMECKAM areH-
TOM, NPUMEHSEMbIM, HaNnpuMep, B OCHOBHON Tepanuy BTOPON NMUHUM NPU NeYeHUn HelpobnacToM C Bbl-
COKOW cTeneHblo pucka. CnegoBaTenbHO, NPeAcTaBNsAeT UHTEPEC BO3MOXHOCTb CyLLECTBOBaHMS KaKoro-

nunéo acpekta noteHympoBaHus mexay ABTL0812 n TonoTekaHoM.

MeTtoabl: Knetkn LA1-5S uHkybupoBanu ¢ BospacTalowmmMn KoHUeHTpaumusimu tonotekaHa (0,5 mkM, 1
MKM 1 2 MkM) n dpukcuposaHHol kKoHueHTpaumen ABTL0812 (30 mkM). KneTkun nogsepranu Bo3gencTeuio
B TeueHue 72 vacoB B IMDM c pobaBneHnem 0,5% 3BC. »KnsHecnocobHOCTb KNETOK oueHuBanu no-
CpefCTBOM aHanusa c kpucrannuyeckum cpuonetoBbiM. [JaHHble npeAcTaBneHbl B BUAe cpeHero 3aHavye-
HMUA + cTaHaapTHas owmnbka cpeaHero (C.0.C.) Ang Tpex He3aBUCUMbIX IKCMEPUMEHTOB. CTaTUCTUYECKUIA
aHanus nNpoBOAMNN NO MNPUHUUMY onpejerneHus t-kputepusi ¢ NOMOLIbIO NMporpamMHoOro obecneyeHus
GraphPad Prism® 5.0.

PesynbTatbl. [Jo6aBneHne ABTL0812 B koHUeHTpauun 30 MkM 3Ha4YMMo yBENMYMBANo LUTOTOKCMYHOCTb
TonotekaHa. (* p<0,05, ** p<0,01 no cpaBHeHuIo ¢ HocuTenem; ¢ p<0,05 no cpaBHEHUIO C COOTBETCTBYIO-
Lel KOHLEeHTpaLmen KaXaoro fiekapcTBEHHOro cpecTBa Npu NPUMEHEHUN B Ka4eCTBe OTAENbHOIO areH-

Ta). CMm. dourypy 2 B HacTOALLEM JOKYMEHTE.

BbiBoabl: ABTL0O812 noTeHUuupyeT LUUTOTOKCUYECKOe AeNcTBUE TonoTekaHa in vifro B OTHOLLEHUN NUHUK
KneTok Helpobnactombl LA1-5S. 3Tu pesynbTaThl NOATBEPKAAIOT UccreaoBaHMe KoMOUHauUUM obounx

npenapaTos in vivo.

1.3: AHanu3 XxusHecriocobHocmu Kinemok rnpu npumeHeHuu ABTL0O812 omdesnbHo unu 8 KombuHauuu ¢

UupuHomeKaHoM C UcCrioJsib3ogaHueM Kiiemok HeL'Ipo6nacm0Mb;

3apgaum: M3yuntb noTeHumanbHbli cuHepruam ABTLO812 npu ao6aBneHUmn K UpMHOTEKaHy B OTHOLLEHUN
NUHMK KNeToK Helpobnactombl LA1-5S. WpuHoTekaH sIBNSIETCA U3BECTHbIM XUMMUOTEpPANeBTUYECKUM
areHToMm, NpUMeHsIeMbiM, HanpuMep, B OCHOBHOW Tepanuu BTOPOW NMUHUM NMpU NeYyeHun HelpobnacTtom ¢
BbICOKOW CTeneHblo pucka. CneaoBarternbHO, NpeACcTaBnsieT UHTepec BO3MOXHOCTb CyLLIECTBOBaHUS Kako-

ro-nnéo adpdekra noteHunposaHus mexay ABTL0812 n npuHotekaHoMm.

MeTtoabl: Knetkn LA1-5S nHKyOMpoBanu ¢ Bo3pacTaloWUMU KOHLUEHTpaUusaMu upnHotekaHa (4 mkM, 8
MKM 1 16 MkM) n cdukcupoBaHHoin KoHueHTpaunen ABTLO812 (30 mkM). KneTku noasepranu Bosaen-
CTBUIO B TeueHue 72 yacoB B IMDM c ao6aBneHnem 0,5% 3BC. XXn3HecnocobHOCTb KNETOK OLleHUBanu
nocpeACTBOM aHanu3a ¢ Kpuctannmyeckum ouoneToBbiM. [laHHble NpeAcTaBrieHbl B BUAE CpefHero 3Ha-
UYeHns + cTaHaapTHas owwmnbka cpeaHero (C.O.C.) AN Tpex He3aBUCUMMbIX 3KCNepuMeHToB. CTaTuctuye-
CKWUW aHanu3 NpoBOAWUNM NO NPUHLUNY onpeAeneHuns t-Kputepusi ¢ NOMOLLbIO MPOrpamMmmMHOro obecneyeHns
GraphPad Prism® 5.0 (* p<0,05; ** p<0,01; *** p<0,001).
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PesynbTtathbl: Jo6asneHne ABTL0812 B koHUueHTpauun 30 MKM 3Ha4YMMO yBENMUYMBANO LUMTOTOKCUYHOCTb
npuHoTekaHa. (* p<0,05, ** p<0,01 no cpaBHeHuo ¢ Hocutenem; * p<0,05 no cpaBHeHuio ¢ ABTLO812 npu
NpUMeHeHUN B KayecTBe OTAenbHoro areHTa; ® p<0,05 no cpaBHEHMIO C COOTBETCTBYIOLLEN KOHLEHTpaL-
eli KK 0ro fiekapCTBEHHOTO CpeacTBa Npu NPUMEHEHUN B Ka4ecTBe OTAEeNbHOro areHTa). Cm. durypy 3 B

HacToALleM JOKYyMEeHTe.

BbiBoabl: ABTL0812 noTeHUMpyeT LMTOTOKCUYECKOE AEeNCTBME UpUHOTEKaHa in Vvifro B OTHOLUEHUU Nu-
HUW KNeToK HenpobnacTtombl LA1-5S. 3Tu pesynbTaThl NOATBEPXAAIOT UccnegoBaHne KoMmobuHaumm o6o-

MX npenapartos in vivo.

1.4: AHanus xusHecriocobHocmu Kinemok rpu rpumeHeHuu ABTL0O812 omdesnbHo unu 8 KoMbuHayuu ¢

yuxknogochamudom ¢ ucriosib3ogaHueM Kiiemok Helipobjiacmombi

3apgaum: MN3yuntb noteHumnanbHbin cuHepruam ABTLO812 npu gobasneHumn Kk yuknodgochamuay B 0THO-
LUEHMW NUHUK KNeTOoK HelpobnacTtombl LA1-5S. Liuknodocthamna sBnsieTcs U3BECTHbIM XUMUOTEpanes-
TUYECKUM areHTOM, NpUMEHSAEMbIM, Hanpumep, B OCHOBHO Tepanuu BTOPOWN NINHUK NPU fle4eHnn Henpo-
BnacTtom c BbICOKOI cTeneHblo pucka. CriejoBaTernibHO, NpeACTaBnseT NHTEPEC BO3MOXHOCTb CYLLECTBO-
BaHUs Kakoro-nnbo acpekra noteHumnpoBaHus mexay ABTL0812 u unknodochamugom.

MeTtopabl: Knetkn LA1-5S uHkyGupoBanu c Bo3pacTalowuMu KOHUeHTpauusamu uyuknodocdamuaa (1
MkM, 1,5 MkM n 2 mkM) n dukcnposaHHomn koHueHTpaumen ABTLO812 Hmxke IC50 (30 mkM). KneTku noa-
Bepranu Bo3aencTeuio B TedyeHne 72 yacos B IMDM ¢ gob6aenenuem 0,5% 3BC. KnsHecnocobHocThb Kne-
TOK OLeHMBanu nocpeAcTBOM aHanu3a ¢ Kpuctannmnyeckum ¢pmoneToBbiM. [JaHHble NpeacTaBneHbl B BUAe
cpefHero 3HavyeHus + ctaHaapTHas owwmbka cpeaHero (C.0.C.) ana Tpex He3aBUCUMbIX 3KCMEPUMEHTOB.
CraTucTudeckuii aHanu3 NPoBOAMIIM MO MPUHLKNY ONpejerneHns t-kpuTtepnus ¢ NOMOLLbIO MPOrPamMMHOro
obecneveHns GraphPad Prism® 5.0 (* p<0,05; ** p<0,01; *** p<0,001).

PesynbTtathbl: [Jo6aBneHne ABTL0812 B koHUeHTpauyuu 30 MkM 3Ha4YMMO yBENUYUBANO LIMTOTOKCUYHOCTb
uuknodocdammuaa B kKoHueHTpauumn 1 mkM. (¢ p<0,05 no cpaBHEHUIO C COOTBETCTBYIOLLIEH KOHLIeHTpaLueil
Ka)KAoro riekapcTBEHHOro cpefcTBa Npu NPUMEHEHUN B KayecTBe OTAeNbHOro areHta). Cm. curypy 4 B

HacTosILUeM JOKYMEHTe.
BbiBoabl: ABTL0O812 noTeHUmnpyeT LUTOTOKCUYECKOE AencTBUE LuKnodocdhamuaa in vitro B OTHOLIEHUN
NUHMK KNeToK Hewnpobnactombl LA1-5S. 3Tu pesynbTaThbl NOATBEPXKAAKT MUCCreAoBaHUe KOMOUHaL MK
obounx npenaparoB in vivo.

NMPUMEP 2: ABTL0812 8 KombuHayuu ¢ HaueseHHol mepanuel: uccnenoBaHus in vitro

2.1: AHanus xusHecriocobHocmu Knemok npu npumeHeHuu ABTL0O812 omdesnbHo unu 8 KoMbuHauuu ¢

60pme3OMU6OM C UCTI0J1b308aHUEM KI1IeMOK MHOXeCmeeHHOU MUesioMbl
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3apgaum: M3yuutb noteHynanbHblil cuHepruam ABTL0O812 npu gobaeneHnn k 6opTe3omudy B OTHOLLEHUM
NWHUIA KNETOK MHOXecTBeHHON Muernombl JUN-3 u OPM2. BopTe3oMub SBnsSieTcs areHToM Ans HaueneH-
HOM Tepanuu, NepBbIM NpPeAcTaBUTENEM Krnacca WHIMOUTOpPOB NpoTeacoM, oA0OpEeHHbIM ANS feyeHus
nayueHToB ¢ MHOXXECTBEHHON Muerniomoi. CrnegoBaTenibHO, NpeAcTaBnseT UHTEPEC BO3MOXHOCTb Cylle-

CTBOBAHUS Kakoro-nnbo aganTMBHOIO SCbeeKTa MeXay yKkasaHHbIMU JieKapCTBEHHbIMU CpeaCTBaMN.

MeToabl: Knetkn JIN-3 n OPM2 BbiceBanu B 24-niyHOYHble MaHLWeETbl U nogBepranu BO3aelcTBUIO
ABTL0812 (5 mkM), 6opTteszomuba (0,5 n 1 HM, COOTBETCTBEHHO) UM KOMOUHaL MK 000UX NeKapCTBEHHbIX
cpeacTB, U ocTaBnanu B nHkybatope Ha 48 4 (0,5% 3BC). >KnsHecnocobHOCTb KNETOK uccrnegoBanu ¢
nomouybio MTT-TecTa 1 onpeaensnu nHaekc kKomouHnpoBaHusi (combination index) AN OUEHKN BO3MOX-

HOro cuHeprunsma.

PesynbTtatbl: Knetkn JJN-3 nukybuposanu ¢ ABTL0812 B koHUeHTpauun 5 MKM (KOHUEHTpauus Huxe
IC50) n c 6opresommbom B KoHUeHTpauun 0,5 HM (koHueHTpauusa Huxke IC50), yTo BbI3bIBAET rmbensb
npumepHo 10% un 15% KneTok, COOTBETCTBEHHO. [pn KoMOMHMPOBaHUK 060OKX NeKapCTBEHHbIX CPeacTB
rnbenb KNeTok Bo3pacTaeT, YTo NpuBoAMT K rmbenn npumepHo 40% knetok. >KnN3HecnocobHOCTb KIeTok
BO BCEX cCryyasix oueHusanu ¢ nomolubto MTT-Tecta, n nHaekc komouHuposanus (Cl) Ans oueHKn cuHep-
rmsma paccumtbiBanu no metogy Yoy n Tananas (Chou and Talalay) (Chou 2006; Chou 2010) cneayio-
wum obpasom: Cl = (D)1/(Dx)1 + (D)2/(Dx)2, rae Cl<1, =1 n >1 yka3blBaloT HAa CUHEPIN3M, aaaNTUBHBIN
addeKkT n aHTaroHM3M, cooTBeTcTBeHHo. B 3HameHaTene (Dx)1 cooTBeTcTBYeT KoHUeHTpayun D1 «oT-
JenbHOo», KoTopasi MHrMbupyet cuctemy Ha x%, n (Dx)2 cooTBeTCTBYET KoHLUeHTpauun D2 «oTaenbHoO»,
KoTopasi uHriMbupyet cuctemy Ha x%. B yncnutensax koHueHTpauum (D)1 n (D)2 «B KomOUHaLUUN» Takke
UHrMOMpyloT Ha x%. Cl ana stoi kombuHauum coctaensieT 0,049, yTo ykasbiBaeT Ha OYeHb BbICOKUN CU-
Heprusm. B cnyyae knetok OPM2 nx nHkybuposanu ¢ ABTL0812 B koHUeHTpauun 5 MkM (KoHLeHTpaLums
Hwke 1C50) n c 6optesomnbom B KoHUeHTpauumn 1 HM (KoHueHTpauusa Hke |C50), uTo Bbi3biBalOT rmbenb
npumepHo 20% 1 10% KneTok, COOTBETCTBEHHO. [1pn KOMOMHMPOBaHUN 060UX NEKAPCTBEHHbIX CPeACTB
rmbenb KNeTok Bo3pacTaeT, YTO NpUBOAUT K rubenu npumepHo 55% kneTok. MIHAeKC KOMOWHUpPOBaHMS
coctaBnset 0,50, 4To ykasblBaeT Ha CUHEPrn3m — cM. purypy 5 B HacTosiLLEM AOKYMEHTE.

BbiBoabl: ABTL0812 n 6opTe3omnd NposBnsitOT BblpaXXeHHbI CUHepruiyeckuin acdbdekT in vitro B OTHO-
LUEeHUN NUHUIA KNETOK MHoXecTBeHHon Muernombl JIN-3 nu OPM2. Mpu kombuHupoBaHun oboux nekap-
CTBEHHbIX CpeACTB B KOHLeHTpauusax Hwke IC50 nponcxoaut NOTEHUMPOBaHUE NPOTUBOOMYXONEBON ak-
TMBHOCTHU, YTO yKa3biBaeT Ha CUHEPIM3M MEXAY YKazaHHbIMU NieKapCTBEHHLIMU cpeAcTBaMu. OTU pe3ylb-

TaTbl OTKPbIBAOT BO3SMOXXHOCTb A4 KOM6I/IHI/IpOBaHI/IF| YKa3aHHbIX neKapCTBeHHbIX CPeACTB in vivo.

NMPUMEP 3: ABTL0812 8 KombuHayuu ¢ pasjiudHbiMU XUMUomepanesmu4ecKkuMmu azeHmamu. uccrneno-

BaHMA in vivo

3.1: lpomusopakosasi akmusHocmb ABTL0812 omdenbHo unu & KombuHayuu ¢ FOLFIRINOX (5-®Y,
NelikogopuH, UpUHOMEKaH U OKcasurjiamuH) 8 Modesiu KceHompaHciviaHmama paka nooxesy0o4yHol

JKenesbl yesiogeka ¢ ucrionib3osaHuem Knemok MiaPAca2, umrnnaHmupogaHHbix 6ecmumMyCHbIM Mbiliam
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Tecmoeass cucmema: camku mMblilen Nu/nu.

3apava: WM3yuuTb npoTuBOONyXoneBylo akTuBHOCTb ABTL0812 oTaenbHO M B komMOuHauum c

FOLFIRINOX, cTraHgapTHON Tepanuei Ana neyvyeHns paka nogxenyaouHom xenessl.

MeToabl: Mulliam BBoaunm 5x10° knetok MiaPaca2 nytem uHbeKkuun B oauH 60k, 4Tobbl BhI3BaTh 0Opa-
3oBaHue onyxonu. Koraa onyxonu umenu o6bem npumepHo 100 MM3, KMBOTHbIX paBHOMEPHO CRyYaiHbIM
obpasom pacnpedensanu B rpynnbl U HAYMHaNM pasnuyHble cxembl fedeHns. ABTL0812 Beoaunu nepo-
panbHbiM nyTem B Ao3e 120 mMr/kr/geHb. XummnoTtepanesTudeckyio kombuHayuio FOLFIRINOX BBogunu B/6
OAMWH pa3 B Heaenio, Bcero 4eTblpe BBeaeHus. 5-PY B gose 30 mr/kr, nenkoBopuH B go3e 50 Mr/Kr, MpUHO-
TekaH B go3e 50 mr/kr n okcanunnaTtuH B go3e 2,5 Mr/kr BBoaunu B/6 B ABa pasHbIX AHA. 5-OY 1 neikoBo-
pVH BBOAWNM NO BTOPHMKAM, a UPMHOTEKAH U oKcanunnaTuH - no yetsepram. O6bem onyxonu u maccy

Tena peructpuposanu 3 pasa B Heaernio.

PesynbTatbl: KombuHayms ABTL0812 ¢ Folfirinox 3HaunTenbHO noBbicua TepaneBTMYeCKUin NoTeHunan
XumMuoTepanumu n NpoAeMOHCTpUpoBana Hanbonee BblpaXeHHOE YMeHbLUeHne obbema onyxonu no cpa.-
HeHulo ¢ rpynnamu, nonyvaswmmu Folfirinox, ABTL0O812 n HocuTenb. CTaTUCTUYECKMIN aHann3 nokasarn,
4YTO KOMBMHMpPOBaAHHasA Tepanusi 3HaYNMMO YCUIIMBAET BblPAXXEHHOCTb CHIDKEHUSI pocTa ONyxomnu no cpa.-
HeHuio ¢ npumeHeHnem Folfirinox oTaenbHO, KOTOpoe ABNSAETCA CTAaHAAPTOM JfieYeHUst pacnpocTpaHeHHo-
ro paka nogxenyaodHon xenesbl (p<0,001 no t-kputepuio). Kpome Toro, He Habnoganocb CHUXKEHMS
Macchbl Tena unu nokasartenen KpoBu (gaHHble He NpeAcTaBrieHbl) HA B O4HON U3 Tpynn rieyveHuns, BKIio-
yasa rpynnbl, koTopbim BBOoAUNU ABTL0812 coBmecTHO ¢ Folfirinox, 4To no3BonsieT npeanonoXuTb, YTO

9Ta KOMOUHaLMS He oKa3biBana ToKCUYeckoro AeiicTeusi. CM. courypy 6 B HacTosiLLIEM AOKYMEHTE.

BbiBoa: ABTL0812 3Haunmo noTeHuumpyeT npotusopakoBoe aencreue Folfirinox, He noBbiwas npn aTom
TOKCUYHOCTb, B MOAENW KCEHOTPaHCNIaHTaTa paka MoKenyAo4HON Kenesbl YenoBeka ¢ UCMONb30BaHU-
em knetok MiaPaca2, umnnaHTupoBaHHbIX GecTuMycHbIM Mbiliam. Folfirinox sBnsieTca ctaHaapTom ne-
YeHMs NauUMeHTOB C pacnpoCTPaHEHHbLIM PakoM NOAXKENYAOYHON XKere3bl, MOSTOMY 3TW pe3yrnbTaTbl CBU-
[eTeNbCTBYIOT O TOM, UTO KOMOUHMpoBaHHan Tepanusi ABTL0812 nnioc Folfirinox moxeT npeacraBnsTb
KIMUHUYECKUI MHTEpEeC ANA NeYeHUst paka nogXenyao4Hol XXenessbl.

3.2: [lpomusopakosas akmusHocmb ABTL0812 omdenbHo uiu 8 KoMbuHayuu ¢ JoKCopybuyUuHOM 8 Mo-
denu KceHompaHcnnaHmama paka sHOoMempusi yesiogeka € UCrofib3osaHUeM Kiiemok Ishikawa, um-

riaHmuposaHHbIX becm UMYCHbIM Mbiluam.

3apava: M3yuutb npotmBoonyxonesylo akTuBHocTb ABTL0O812 oTaenbHO 1 B KOMOUHaUMK ¢ AoKcopybu-

LUWHOM, 3TAlNIOHHbIM NneKapCcTBeHHbIM CpeJCTBOM Tepanun BTOpOI7I JTIMHUN AnNd nevyeHna paka aHa0MeTpUA.

MeToabl: Mbiwam Beoaunu 4x108 knetok Ishikawa nyrem nHbekumm B oanH 60k, 4To6blI BbI3BaTh 06pa-
3oBaHue onyxonu. Koraa onyxonu nmenu o6bem npumepHo 50 MM3, XUBOTHBLIX paBHOMEPHO CrydYaiHbIM

obpasom pacnpedensanu B rpynnbl U HAYMHANM pasnuyHble cxembl neveHus. ABTL0812 Beoaunu nepo-
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panbHbiM NyTem B Ao3e 120 mr/kr/aeHb. [JokcopybuuuH B Ao3e S5 MI/Kr BBoAUNM B/6 oauH pa3 B Heaerio.

O6bem onyxonu 1 maccy Tena peructpuposanu 3 pasa B Heaernio.

Pesynbtatbl: ABTL0812 n aokcopybuunH 3HaYMMo yMeHbLUanu o6bem OMyXomnu No CPaBHEHMIO C KOH-
TponbHbiMM XuBoTHbIMM (ANOVA ¢ nocneaywowum onpeaeneHnem t-kputepus). O eKTUBHOCTL
ABTL0812 chakTuyeckn 6bina nogobHa achhekTuBHOCTU, HabnogaemMon Npu nevyeHnn 4oKcopyouLHOM.
UHTepecHo oTMeTuTb, YTo ABTLO812 ycunuean npoTuBoonyxosieBoe AeicTene agouetakcena. Cratucrtu-
Yeckuin aHamnu3 nokasasn, 4YTo 3Ta KOMOMHMpPOBaHHasA Tepanus 3HAYUMO YCUNMBAET BblPaXXEHHOCTb CHU-
XEHMs1 pocTa OMyXonMm MO CpaBHEHMIO C NpUMeHeHueMm AokcopybuumHa oTtaenbHo (*p<0,05 no t-
Kputeputo). Kpome Toro, He Habnioganocb CHWXEHWS Macchl Tena unu nokasatenen KpoBu (4aHHble He
npeacTaBfeHbl) HU B O4HON U3 rpynn nevyeHuns, BKIoYas rpynnel, KoTopbiM BBoagunn ABTL0812 coBmecT-
HO C AOKCOPYBULIMHOM, YTO NO3BONSAET NPEANONOXUTb, YTO 3Ta KOMOUHaLUS He OKa3biBana TOKCUYECKoro

aencreus. CM. purypy 7 B HaCTOALLEM JOKYMEHTE.

BbiBoa: ABTL0812 cHuxaeT pocT onyxonu B MOAeNsaX KCeHOoTpaHCnnaHTarta paka SHAOMeTpusi, umelo-
Lero npoucxoxaeHue ot knetok Ishikawa. B stoit moaenu ABTL0812 nmeeT acpdhekTUBHOCTb, NOA06HYI0
ahheKTMBHOCTU cTaHAapTa neyveHus - gokcopybuumHa. ABTLO812 noTeHUMpyeT NpOTMBOOMYXONEBYIO
aKTUBHOCTb AOKCOpybuumnHa, He oKka3blBas TOKCUYECKOTo AEeNCTBUS. STU pe3ynbTaTbl CBUAETENLCTBYIOT O
TOM, 4YTO KOMOMHUpoBaHHas Tepanus ABTL0812 nnioc AokcopyOULMH MOXET NpeACTaBnATh KMMHUYECKUI

NHTepec Anda ne4vYeHnsa paka aHAOMeTpuA.

3.3: MNpomusopakoeas akmusHocmb ABTL0812 omdenbHo unu e KombuHayuu ¢ memMo30/10MUGoM 8 Mo-
deJ1u opmMomMonuU4YecKoeo KceHompaHcryiaHmama auob1acmombl Hesl08eKa C UCTOob308aHUEM KITemoK

U8B7MG, umnnaHmupogaHHbIX 8 20/108HOU M0o32 6eCmUMYCHbIX MbilUel.

3apava: M3yuntb npoTuBoonyxonesyto akTuBHocTb ABTL0812 oTaenbHO M B KOMOMHALUKM C TeMO30M0-

MUAOM, 3TANIOHHbIM JNeKapCTBEHHbIM CPpe1CTBOM ANA nevYeHuna rmmobnacTombl.

MeTtopgbl: Mbilwam uHTpauepebpanbHO NyTeM MHBbEKUMWM BBOAUNN TpaHCchUUUpOBaHHbIe nioundepasoii
knetkn US7MG. Yepes 5 AHel nocre NHOKYNALMK KNEeTOoK XXUBOTHbIX cnyvyaiiHbiM obpa3om pacnpeaensanu
B rpynnbl U Havyanu neveHne. ABTLO812 BBoaunu nepopanbHo B Ao3e 240 mr/kr 5 AHeW B HeAenio; u Te-
MO30fIOMUA BBOAUNM NepoparnbHO B Ao3e 32 MI/Kr B nepBble 5 agHen. Onyxonu oueHMBanu nyTem Konuye-

CTBEHHOrO onpejeneHnsl MHTEHCUBHOCTK GuontoMuHecueHuyumn (BLI) nHTepecyiolleil obnactu.

Peaynbtatbl: ABTL0812 n Temo3onomuj B KayecTBe MOHOTEpanuu 3HA4YMMO yBeNuYMBanu BbhKWBae-
MoCTb 6e3 npuaHaKkoB 3aborieBaHns Yy XXUBOTHLIX C OMyXonsMu-rnuobnactoMmaMy B rofioBHOM Mo3are. VH-
TEepecHo OTMeTUTb, YTo KombuHauns ABTLO812 ¢ Temosonomuaom Obina 3HauuTenbHo Gornee addek-

TUBHOW, YeM WX NpUMeHeHMne oTAenbHO. CM. durypy 8 B HacTosILLIEM JOKYMEHTE.

BbiBoa: ABTL0812 B kauecTBe MOHOTEpaNUn yBeNuYMBaeT BbXXKUBaeMoCTb 63 NpusHakoB 3aboneBaHus

Yy MblLLEN C onyxondamMmm n noTeHUnpyeT NpoTUBOONYXONeBylo akTUBHOCTbL TeEMO30JioMuaa. 3N pe3ynbTaThbl
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CBUAETENLCTBYIOT O TOM, YTO KOMOMHUpoBaHHasa Tepanus ABTL0812 nnioc Temo3onomua MoxeT npea-

CTaBNATb KMUHUYECKUI NHTEepecC And ne4vyeHunsd rmmobnacTombi.

NMPUMEP 4: ABTL0812 e kombuHayuu c siy4egoll meparnuel: Uccrie4oBaHuUA in vivo

4.1: pomusopakosas akmusHocmb ABTL0812 omdenbHo usnu 8 KombuHayuu c sy4eeol meparnueli 8
modesnu rMoOKoXHO20 KceHompaHcriaHmama 2/1uob1acmombl Yesioeeka C UCTob308aHUEeM KI1emokK

U8B7MG u T98G, umnnaHmupogaHHbIXx 6ecmuMyCHbIM MbiliaMm.

3apava: M3yuyntb npoTnBoonyxornesyto akTuBHocTb ABTL0812 oTaenbHO M B KOMOMHaUMKM ¢ nyvyeBoi Te-

panuei, OCHOBHOIA CTpaTermei Tepanun rnmobnacTombl.

MeToabl: Mbiwam nogkoxHo BBoaunu 1x10° knetok US7MG unu T98G nyTemM UHBLEKLUMN B Kaxablil 60K,
yTOoObl BhI3BaTh 0OpasoBaHue onyxonu. Koraa onyxonu nmenu obbem 0,8-1,3 cm3, KUBOTHbIX paBHOMEp-
HO crnyyaiiHbiM 0Opa3om pacnpefenanu B rpynnbl U HAaYMHaNM pasnuyHble cxembl nedveHus. ABTL0812
BBOAWUMN NnepopanbHo B fo3e 240 Mr/kr 5 gHen B Heaenio, 1 fy4eBylo Tepanuio NPUMEeHAnn B Buae oaHo-
KpaTHoW f03bl 4 'p Ha 3 AeHb.

Pesynbtatbl: ABTL0812 B kayecTBe MOHOTepanuu 3HAYMMO CHWKan poCT MNOAKOXKHbLIX Onyxonemn-
rmmobnacTtomM. Bonee Toro, kombuHauua ABTL0812 ¢ nyyeBon Tepanuel 6bina sHauyuTenbHo bonee ad-
dektnBHon, yem ABTLO812 unun nydyeBas Tepanua npun npumeHeHun otaenbHo. Cm. durypy 9 B HacTos-

LLieM JOKyMeHTe.

3aknroueHue: ABTL0812 B kauyecTBe MOHOTEpaNUU CHUXKAET POCT onyxonen-rnmobnactoMm n NoTeHuupy-
€T NPOTMBOOMYXOJSIEBYIO AKTUBHOCTbL JTy4eBON Tepanuu. ST pesynbTaTbl CBUAETENMLCTBYIOT O TOM, UTO
KomOuHnpoBaHHasa Tepanus ABTL0812 nnioc nyvyeBasi Tepannust MOXeT NpeAcTaBNAaTb KITMHUYECKUIA UHTe-

pec ana ne4vyeHuA rmuobnacTombl.

4.2: lpomusopakosas akmusHocmb ABTL0812 omdenbHO unu e KomMbuHauyuu ¢ ny4esoll meparuel 8
Modesiu opmomoruYecKo20 KceHompaHcryiaHmama 2/1uob51acmombl Yesioeeka C UCI0/Ib308aHUEM Kile-

mok U8S7MG, umnnaHmuposaHHbIX 8 M032 becmumMycCHbIX Mbiwed.

3apava: M3ayuntb npoTuBoonyxornesyo akTuBHocTb ABTLO812 oTaenbHO M B KOMOMHALMKM C Ny4yeBOW Te-

panueii, OCHOBHOIA cTpaTernei Tepanuu rmuobnacToMbl.

MeTtogbl: Mbilwam uHTpauepebpanbHO NyTemM MHBbEKUMW BBOAUNN TpaHcduMUUpoBaHHble nioundepa3soi
kneTkn US7MG. Yepes 5 AHel nocre MHOKYNALMN KNEeTOK XKUBOTHbLIX cryvaliHbiM 00pa3omM pacnpeaensnu
B rpynnbl U Havyanu neyveHne. ABTLO812 Beoaunu nepopansHo B A03e 240 Mr/kr 5 gHein B Heaernio, U ny-
YeBylo Tepanuio NPMMEHSNNU B BUAe ogHoKpaTHoN Ao3bl 4 'p Ha 10 geHb. Onyxonu ouyeHMBanu NyTemM Ko-

NUYeCTBEHHOTro onpeaeneHnst MUHTEHCUBHOCTK BruomntoMuHecueHyum (BLI) nHTepecylolleit obnactu.
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Pesynbtatbl: ABTL0812 n nyyeBas Tepanusa B Ka4yecTBe MOHOTEpanUn 3HA4YMMO YBENUYMBANN BblXKNBa-
eMocTb 6e3 Npu3HaKkoB 3aboreBaHns Y )XMBOTHLIX C ONyXONAMU-INnobnacToMaMiy B rofiloBHOM Mo3re. VH-
TepecHo OTMeTUTb, YTo KomouHaunst ABTLO812 ¢ nyyeBol Tepanuei 6bina 3HaumTenbHo Oonee acddek-

TUBHOWN, YeM UX NpUMeHeHue oTaenbHo. CM. durypy 10 B HacToALLEM AOKYMEHTE.

BbiBoa: ABTL0812 B kauecTBe MOHOTEpanun yBenuumBaeT BblXKUBaeMoCTb O6e3 npusHakoB 3aboneBaHusi
Yy MbILIEN ¢ ONyXonsMU U NOTEHLMPYET NPOTUBOOMNYXONEBYIO aKTUBHOCTb JIy4eBON Tepanun. 3TN pesyrib-
TaTbl CBUAETENbLCTBYIOT O TOM, YTO KOMOMHUpoBaHHas Tepanusa ABTL0812 nnioc nyyeBas Tepanusi MoxeT

npeacraBnAaTb KMUHUYECKNIA NHTEepecC And nevyeHnsd rnmobnacTomsl.

NMPUMEP 5: ABTL0812 8 kombuHayuu ¢ HauesneHHol meparuel: nccnenoBaHua in vivo

5.1: MNpomusopakosas akmusHocmb ABTL0O812 omdesnbHO unu 8 KombuHayuu ¢ osiariapubom e modesnu
paka sHOoMempus Yesioeeka ¢ ucriosib3ogsaHueM Kilemok Ishikawa, umrnaHmuposaHHbIX 6eCmuMyCHbIM

Mbiliam.

3apava: N3yunTtb npoTmBoonyxoneByio akTuBHocTb ABTL0812 oTaenbHo n B KoMOMHaUuM ¢ onanapnbom,

STalTOHHbIM NNeKapCTBEHHbIM CPeACTBOM ANA NeYyeHna paka sSHAOMeTpuA.

MeToabl: Mbilam BBoaunu 4x10° knetok Ishikawa nytem nHbekUUnM B 0ANH OOK, YTOObLI BbI3BaTh 0bpa-
3oBaHue onyxonu. Koraa onyxonu umenu o6bem npumepHo 50 MM3, )KUBOTHbIX paBHOMEPHO CryYaiHbliM
obpasom pacnpedensanu B rpynnbl U HaYMHaNM pasnuyHble cxembl neveHuss. ABTL0812 BBoaunu nepo-
panbHbiM NyTem B Ao3e 120 mr/kr/aeHb. Onanapu®b BBOAUNK nNepoparnbHbiM NyTeM B Ao3e 50 MI/Kr/cyTKu.

O6bem onyxonu n maccy Terna peructpuposanu 3 pasa B HeZlenio.

Pesynbtatbl: ABTL0812 n onanapnb 3Hauumo yMmeHbLUanum obbemM onyxonu no cpaBHEHUO C KOHTPOIb-
HbIMK XUBOTHbIMM (ANOVA ¢ nocneayiowmm onpeaeneHunem t-kputepus). SddektnsHocts ABTLO812
cdhakTuyeckn 6bina nogobHa adekTMBHOCTU, HAbNogaemoli npu nedeHun onanapubom. MIHTepecHo oT-
MeTUTb, YTo ABTL0812 ycunusan npoTuBoonyxonesoe Aencteue gouetakcena. CTaTucTu4eckuin aHanums
nokasars, YTo aTa KOMOMHWpPOBaHHas Tepanusi 3Ha4MMO YCUITMBAET BbIP@OKEHHOCTb CHWXKEHUSI pocTa ony-
XOMnnW No cpaBHEHUIO C NpumeHeHWeM onanapuba otaenbHo (**p<0,01 no t-kputepuio). Kpome ToOro, He
HabnoAanock CHMKEHUS1 Macchl Tena Ny nokasaTernein KpoBU (AaHHble He NpeAcTaBreHbl) HA B OAHON
U3 rpynn rievyeHus], BKMoyas rpynnel, KotopbiM BBoAMMM ABTL0812 coBMecTHO ¢ onanapubom, 4To nos-
BONISIET NPeANoNoXKUTb, YTO 3Ta KOMOMHaUMA He oKa3biBana Tokcuyeckoro geicteusi. Cm. curypy 11 B

HacToALlleM JOKYMEeHTe.

BbiBoa: ABTL0812 cHuXaeT pocT ONyXonu B MOAENSAX KCeHOoTpaHCnnaHTaTa paka SHAOMETPUs, UMelo-
LLero npoucxoxaeHne ot knetok Ishikawa. B atoit mogenu ABTL0812 nmeeT achekTMBHOCTb, NoA00HYI0
ahpekTUBHOCTU NnedeHuss onanapubom. ABTLO812 noTeHUMpyeT NpOTMBOOMYXONEBYI0 aKTUBHOCTb Ona-

napm6a, He OKa3blBasi TOKCUYECKOro AeNCTBUsA. 3Tn pe3ynbTaTtbl CBUAETENBCTBYIOT O TOM, YTO KOMOUHN-
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poBaHHasa Tepanus ABTL0812 nnioc onanapnd mMoXeT NpeAcTaBNATb KMMHUYECKUI NHTepec ANs nevYeHus

paka SHAOMETPUA.

5.2: pomusopakogas akmusHocmb ABTL0812 omdenbHo unu e KombuHayuu ¢ besayusymabom e Mo-
denu paka sHOoMempus Yesiogeka C UCrojib3osaHuUeM Kinemok Ishikawa, umnnaHmuposaHHbix becmu-

MYCHbIM Mbiliam.

3apava: M3yuntb npoTmBoonyxonesylo akTuBHocTb ABTL0812 oTaenbHo M B KOMOUHauuu ¢ 6eBaynsy-

MaboM, KOTOpbI NPOAEMOHCTpPUPOBan NoTeHUNanbHyto 3 eKTMBHOCTb NPKU pake 3HAOMETpUs.

MeTtoabl: Mbiwwam Beoaunu 4x108 knetok Ishikawa nyrem nHbekuum B oauH 60k, 4ToOblI BhI3BaTh 06pa-
3oBaHue onyxonu. Koraa onyxonu nmenu o6bem npumepHo 50 MM3, XUBOTHBLIX paBHOMEPHO CrydYaiiHbIM
obpasom pacnpedensanu B rpynnbl U HAaYMHaNM pasnuyHble cxembl fedeHns. ABTL0812 Beoaunu nepo-
panbHbiM nyTem B Ao3e 120 mr/kr/aeHb. beBauyumsymab seoaunu B/6 B konudectse 100 MKr/ao3y Kaxable
yeTblpe AHA BNMOTb A0 YeTbipex BBegeHun. O6beM onyxonu U maccy Tena peructpuposanu 3 pasa B

Hejenio.

PesynbTatbi: ABTL0812 n 6eBauymaymab 3Ha4yMMo ymeHbluanu o6beM OMyXosninm No CpPaBHEHUIO C KOH-
TponbHbiMK XMBOTHbIMM (ANOVA ¢ nocnegyiowum onpeaenennem t-kputepusi). OpdheKTMBHOCTb
ABTL0812 cbakTudeckn 6bina nogobHa addpekTuBHOCTU, Habnogaemon npu neveHnn Gesayusymadbom.
WNHTepecHo oTMeTuTh, YTo ABTLO812 ycunmean npoTneBoonyxoneBoe AelcTBue goueTtakcena. Ctatuctu-
YecKuin aHamnu3 rnokasarsn, YTo aTa KOMOWHUPOBaHHasA Tepanusi 3HAYUMMO YCUNMBaET BbIPaXKEHHOCTb CHU-
XKEHUs pocTa onyxomnu No cpaBHEHUIO C NpUMeHeHnem beBaumsymabda otaenbHo (*p<0,05 no t-kputeputo).
Kpome Toro, He Habnioganocb CHUXEHUS Macchbl Tena Unu nokasarenei KpoBu (4aHHble He npeacTaBne-
Hbl) HU B OAHOW M3 TPYNN NeYeHus, BKMiovas rpynnbl, KoTopbiMm BBoAMNM ABTL0812 coBmecTHo ¢ beBa-
Luusymabom, 4To No3BONSET NPEANONOXMUTL, YTO 3Ta KOMOMHALMSA He OKa3biBana TOKCUYECKOro AeNCTBUS.

Cwm. durypy 12 B HacTosILLEM AOKYMEHTE.

BbiBoa: ABTL0812 cHuXaeT pocT Onyxonu B MOAENSX KCEHOoTpaHCnnaHTaTa paka SHAOMETpUsi, UMelo-
LLero npoucxoxaeHune ot krneTok Ishikawa. B stoin mogenu ABTL0812 nmeet 3¢ heKkTMBHOCTb, NoA00OHYI0
acbdekTuBHOCTU nNeveHnst Gepaynsymadbom. ABTL0O812 noTeHUMpyeT MPOTUBOOMYXONEBYID aKTUBHOCTb
beBaumsymabdba, He oKasblBass TOKCUYECKOrO AeNCTBUSl. OTW pesynbraThl CBUAETENLCTBYIOT O TOM, YTO
KoMmOuHupoBaHHas Tepanus ABTL0812 nnioc 6eBaumsymad MoXeT NpeAcTaBNsATb KIMHUYECKUIA UHTEepecC

Ana nevyeHna paka sHa0OMETpUA.

NMPUMEP 6: immyHomodynupyrouue achcbekmsl ABTLO812: uccnenoBaHus in vitro

6.1: MmmyHomodynupyrowee deticmeue ABTLO812 Ha makpoghazanbHbie knemku THP-1 yenoseka ny-
mem riomeHyuposaHus rposocriaaumersibHoeo heHomuna M1 u nodasneHus npomuso8ocnanaumesibHo-

20 ¢heHomuna M2
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3apava: Nayuutb ummyHomoaynupytowee aencresne ABTLO812 Ha nonapusauuio makpodaros no gpeHo-
TNy M1 (npoBocnanuTenbHbIA U NPOTUBOONYXONEBLIN) U No deHoTuny M2 (npoTuBoBOCNaNUTENbHLIN
NpoonyxorneBbii), KOTopble OyAYT BNMATH HA MUKPOOKPYXEHNE onyxonu npu nedeHun ABTL0812.

MeToabl: MoHouutel THP-1, KynbTuUBMpPYEMbIE B CycneH3nn, AnddpepeHunpytoT B Makpodarn nytem UH-
KybuposaHua ¢ PMA B TeuyeHue 24 4yacoB, UHAYLUUPYS UX MpUKpenneHune K nnawkam. Kak tonsko THP-1
anddepeHympytotcs B Makpodparu, nx nonsapusytot no dgeHotuny M1 nytem nHkyouposanus c¢ JIMNC B
TeyeHne 6 nnun 24 yacos B npucytcteun ABTLO812 (50 nnn 100 mkM). MNapannensHo aguddepeHympo-
BaHHble Makpodarn nonapusyloT no cdeHotuny M2 nytem nHkybuposaHusi ¢ IL-4 u IL-13 B TeueHue 24
yacoB B npucytcreun ABTL0812 (50 mkM). 3aTeM nondpusoBaHHble Makpodarn nuanpyioT, BblAENAIOT
obwyto PHK, npoBoaAat obparHyto TpaHckpunyuio ¢ nonyvyeHnem kAHK n oueHusaiot ypoHun MPHK IL1[3,
PHOa (mapkepbl M1) n IL-10 (mapkep M2) ¢ nomoulbio OT-KIMNLP ¢ ncnonb3oBaHnem cneunguyHbIX 30H-

Jl0B.

PesynbTaTtbl: ViIMMmyHoMoaynupyiowee aencteue ABTLO812 3Hauumo nosbiwaet ypoBHu MPHK IL-1B n
PHOaq, korga makpodparn nonapusobaHsl No dpeHotTuny M1, n s3Hayumo cHmxkaet yposHu MPHK IL-10, ko-
raa makpodarn nonsapusoBaHbl no deHotTuny M2. (t-kputepun **p<0,01 n ***p<0,001). Korga andpdepen-
LupoBaHHble Makpodarn nHkybupyiot ¢ ABTL0812 otaenbHo 6e3 ux nonspusauum, ABTL0812 cnocobeH
CyLUeCTBEHHO UHAYLMpoBaTh akcnpeccuio IL-1B, 4To obpallyaeT BHMMaHWe Ha ero MUMMYHOMOAYNupyioLiee
AeicTBue B oTHoleHun knetok THP-1 yenoseka. Cm. purypy 13 B HacTosiLLeM AOKYMEHTE.

BbiBoa: ABTL0O812 noteHuupyeT nonsipusaunto moHoyutos THP-1 yenoseka no ceHotuny M1, sHa4yumo
yBenu4yuBas akcnpeccuto reHos IL-1p n PHOq, yto cnocobcTBYET co3aaHunio NPOBOCNANUTENBHOIO OKpY-
XXeHusl, okasblBaloLlero npotmeoonyxonesoe aevcteue. Kpome toro, ABTLO812 nogasnseT nonapusauuio
moHouutoB THP-1 yenoBseka no deHoTuny M2, s3HauMMo cHmxas akcnpeccuio reHa IL-10, yto nosBonsaet
nsbexarb MMMyHOCYNpeCCUm, onocpesoBaHHON Makpodaramu M2, - obLlero mexaHuama, UCMONb3yeMoro
OMyXONIeBbIMU KNeTKaMu ANt YCKONb3aHUA OT UMMYHHOW CUCTEMbI. DTU pe3yrnbTaTbl CBUAETENLCTBYIOT O
ToM, uTo ABTL0O812, noMumo ero npoTMBOpPaKoBOro 4eNCTBUA B OTHOLLEHUMN OMYXONEBbLIX KMETOK, CTUMY-
nupyeT MMMYHHYIO CUCTEMY B HanpaBfieHUn NpoBocnanuTenbHoro heHoTuna, NpuBnekas apyrue UMMyH-
Hble KNeTKn, Takne Kak uuToTokcuyeckne T-numdolynTbl, TEM caMmbiM NpeBpaLlasi «XOfoAHyI0» OMyXOrib,
KoTopasl Bbi3blBAaET NojaBreHne UMMYHHOW CUCTEMbI, B «FOPSIYYIO» U UMMYHOTEHHYIO OMyXOfib, YTO 0bpa-
llaeT BHUMaHWe Ha noTeHuuanbHylo kombuHauyuio ABTL0812, B 4aCTHOCTU, C MHIMOMTOpPaAMU UMMYHHbIX
KOHTPOSbHbLIX TOYEK ANS MOTEHLMPOBaHUS NPOTUBOPaKoBoii acheKTUBHOCTM NyTEM CO34aHNsA NpoBocna-

JNIUTENbHOIo N NPOTUBOONYXOJTIEBOI0 MUKPOOKPYXEHUAY .

6.2: Nndykyus skcnpeccuu PDL1 e pakosbix kinemkax, obpabomarHbix ABTL0O812

3apava: N3yuuts nmmyHomoaynupytowee aencrsne ABTLO812 Ha akcnpeccuio PDL1 B pakoBbIX KneT-

Kax, oTAenbHO unu B codetaHun ¢ IFNy, xopoLlo onmcaHHbIM OCHOBHbLIM perynatopom akcnpeccun PDLA1.

MeToabl: JluHMM pakoBbIX KNeTok YenoBeka MHKydbuposanu co 100 mkM ABTL0812 B TeueHue 48 yacoB u
cobupanu Ans okpalumBaHus aHTuTenom kK PDL1, meveHHbIM chriyopocopom. Mocne okpallmBaHus Kre-

ToK aHTUTenom K PDL1 kneTkn aHanuaupoBanu ¢ nomoLlbio npotoyHon uyutometpumn (Facs Canto) ans
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aHanunsa ypoBHelt PDL1 B pakoBbIx krneTkax. Kpome Toro, kneTku Panc-1 uHkyoupoanu ¢ ABTL0812 (50
MKM), IFNy (2,5 Hr/mMn), OCHOBHbIM perynsaropom akcnpeccun PDL1, unu nx komonHaumen. 3atem KrneTku
cobupanu, okpalumeanu aHTutenom K PDL1 u aHanuaupoBanu B OTHOLLeHUU akcnpeccun PDL1 ¢ nomo-

LLbIO MPOTOYHON LLMTOMETPUN.

PesynbTatbl: ABTLO812 nnayumnpyet akcnpeccuio PDL1 Bo Bcex nccrnefoBaHHbIX NIMHUAX PaKOBbIX Kre-
TOK cOo cxoxei adhpeKTMBHOCTLIO, B AnanasoHe oT 34% (kneTkn MiaPaca2) go 86% (knetku Capan-2) ot
ncxoaHoro ypoBHa (T-kputepuin *p<0,05, **p<0,01). MNpu aHanuse yposHen PDL1 B kneTtkax Panc-1, nHky-
6upoBaHHbIX ¢ IFNy coBmecTHo ¢ ABTL0812 nnn 6e3 Hero, IFNy nHayuupyet 3HauutenbHo 6onee BbICO-

M Rk

kne yposHu PDL1 no cpasHeHuio ¢ ABTLO812 (T-kputepuin **p<0,01). UHTepeCcHO OTMETUTb, YTO KINETKHU,
UHKy6npoBaHHble ¢ ABTL0812 n IFNy, aemoHcTpupoBanu nHaykuuio yposHein PDL1, 6nnskyio K cymme
onocpeaoBaHHoro ABTL0812 aeiictBusi n onocpeaoBaHHoro IFNy agenctens. ABTL0812 B kombuHaumm ¢
IFNy nHayumpyeT 3HauyuTenbHo 6onee Bbicokne ypoBHU PDL1 no cpaBHeHuio ¢ obpaboTkonn ABTL0812

F*ekk

(T-kputepun ***p<0,001), xoTa 3TO yBENUYEHUE HEe SABNAETCHA 3HAYMMbIM MO CpaBHEHUIO ¢ obpaboTkon
IFNy, uTo cBMaeTenbCTBYET 00 aaaAUTUBHOM 3dhcpekTe B OTHOLIEHUN aKkcnpeccum PDL1 npu coBMecTHOM

NnpMMeHeHn 06onxX NeKapcTBEHHbLIX CpeaAcTB. CM. urypy 14 B HacTosiLLIEM JOKyMEHTe.

BbiBoa: ABTL0812 nngyuupyet akcnpeccuio PDL1 B pakoBbIX KneTkax NoaXesyaovHoN xenesbl U SHAO-
meTpust Yenoseka. IFNy, ocHoBHol perynstop akcnpeccun PDL1, nHayumpyet Gonee BbiCOKME YPOBHU
PDL1 no cpaBHeHuio ¢ ABTL0812, xoTsi npu COBMECTHOM NMpUMeEHeHU 0bonx nekapcTBEHHbLIX CPeAcTB
HabnoaaeTca agaAuTUBHbLIA 3D EKT B OTHOLLEHUM YPOBHEN akcnpeccun PDL1, 4yTo npuBogNUT K UHAYKLNN
6onee Bbicokux ypoBHell. ABTL0812 aBnsieTc ULUTOTOKCMYECKUM B OTHOLLIEHUW PaKOBbIX KNETOK U CTUMY-
nupyeT makpodaru B HanpaeneHUM NPOBOCNanNUTENbHOro deHoTuna, 4To, NOMMMO Npo4vero, obycnosnu-
BaeT MpoAyKuuio BbiCOKUX ypoBHel IFNy. OTu pesynbrarthl obpaljaioT BHUMaHUE Ha MOTeHUUuarnbHylo
kombuHauuio ABTL0812 ¢ MHrMOBUTOpaMW UMMYHHbIX KOHTPONbHbIX TOYEK, MOCKOMNbKY ONocpeaoBaHHas
uHAyKuua ypoeHeit PDL1 caenaeT pakoBble KMETKM MULLEHAMMW AN UHIMOUTOPOB MMMYHHbLIX KOHTPOSb-

HbIX TOY€eK.

6.3: MHdykuusa nposocnanumersbHO20 OKPYXeHUS 8 Kylibmype Makpoghaezos

3apaua: MNocne oueHkn ummyHomoaynupylollero aeicteuss ABTL0812 Ha makpodparu yernoBeka Oblno
uccnegosaHo aencreme ABTL0812 Ha pakoBble KIETKU M TO, KaK KOHAULMOHUPOBaHHbLIE Cpeabl OT 3TUX
pakoBbIX KneTok, obpaboTaHHbix ABTL0812, BNMAIOT Ha XXN3HECNOCOOHOCTL U nonsipusaunto MakpodaroB

YyernoBeka.

MeTtoabl: Knetkn MiaPaca2 nnkybupoanu ¢ 40 mkM ABTL0812 B TeueHue 72 yacoB u cobupanu KoHAW-
LunoHupoBaHHyto cpeay (RPMI) ot aTux knetok, obpaboTaHHbix ABTL0O812. MapannensHo knetkn THP-1
yenoseka AncdepeHympoBanu B Makpodarn nytem nHkyouposaHusa ¢ PMA (dbopbonmupucraTtayerarom)
B TeYeHue 24 4acoB, MHAYLMPYS WX NpUKpensnieHne K nnawkam. 3aTeMm KOHAULMOHWPOBaHHYIO cpely oT
knetok MiaPaca2, obpaboTtaHHbix ABTL0812, nepeHocunu K akTuBupoBaHHbiM PMA makpodaram THP-1
U MHKyOupoBanu B TedeHne 24 4yacoB AnNs aHanu3a mapkepoB deHotuna M1 IL-1B n PHO-a meToaom

OT-kMUP wnn B TeyeHne 48 yacoB Ans MUccrieoBaHMsl XXU3HECMOCOOHOCTU KIEeTOK ¢ nomoulbio MTT-
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TecTa. [ins aHanu3a mapkepoB M1 kneTku cobupanu, ussnekanu PHK, npoBoaunu obpaTHyto TpaHCKpun-

yuio ¢ nonyvyeHnem KQHK n oueHnsanu yposHn mMPHK IL-1B n $HO-a ¢ nomouybio OT-kIMLP.

PesynbTtathbl: Mpeablaywme pesynbtathl nokasanu, 4yto ABTL0812 sensaeTtca LUTOTOKCUYECKUM B OTHO-
weHun knetok MiaPaca2 ¢ IC50 50 mkM, uTo Takke MHAYUMPYET BbICBODOXAEHNE pasfMYHbIX (hakTopoB
B KynbTypanbHylo cpeay. Koraa aty cpeay ot obpaboTtaHHbix ABTL0812 knetok MiaPaca2 nepeHocaT K
aKTMBMpOBaHHbIM Makpodaram THP-1, 3To Bbi3biBaeT UX MeTabonmyeckyio akTuBauuio, YTo 3Ha4YuTeNnbHO
yBeNUUMBaeT Xn3HecnocobHocTb knetok THP-1. Bonee Toro, koHanunoHupoBaHHass ABTL0812 cpeaa
nHAyumMpyeT nonspusauuio makpodaros THP-1 B HanpaBneHUn NpoBOCNanmnTESNIbHOrO NPOTUBOONYXOrie-
BOro dheHoTuna, 3Ha4YUTeNbHO yBenuumeas akcnpeccuto reHos IL-1B n PHO-q, 4yTo nogTBEPKAAET UMMY-
Homoaynupytowee aenctene ABTLO812, onocpegoBaHHOe ero BAUSIHUEM Ha pakoBble KneTku. CM. dury-

py 15 B HacTosLLEM JOKYMEHTE.

BbiBoa: ABTL0812 nposasnseT uMMyHoMoOAynupylollee AeNCTBME He TOSIbKO NOCpeCcTBOM NPAMOro BO3-
JEeNCTBMA Ha nonsdpusauunio Makpodaros, HoO U 3a cyeT AeCTBUS Ha pakoBble KNEeTKW, NOCKONbKY KOHAU-
unoHupoBaHHass ABTL0812 cpeaa oT knetok MiaPaca2 cnocobHa He TONbKO MOBbILIATL XU3HECNoco0-
HOCTb U MeTabornmyeckylo akTUBHOCTb MakpodaroB THP-1 yenoseka, HO N MHAYLMPOBaTL UX Monsipusa-
uuio B HanpaeneHun M1 nytem ysenuyeHus akcnpeccun IL-1B n ®HO-a B aTux makpodarax. 3Tu JaHHble
B cOMeTaHumn ¢ AaHHbIMKU 06 nHAYKUMKM ICD (npumep 6.7) n nHrMbmupoBaHUM cekpeuun MMMYHOCYNpPeccuB-
HbiX bakTopoB (Npumep 6.6) ybeautenbHo cBMAETENLCTBYIOT 0 TOM, YTo ABTL0812 cnocobeH kK MMMYHO-
MOZYNALMN MUKPOOKPY)KEHWUSI ONYXOMK 3a CYET ero NpoTUBOPaKOBOro AeNCTBUSI HA paKoBble KIETKU, YTO,
B CBOI0 ovyepedb, obecneynBaeT NpeBpalleHne «XOSOAHbLIX» ONyXoriell B «ropsiune» u NoABeEpPXKeHHble
HalueneHHoMy AelCTBUI0O UMMYHHOW CUCTEMbl ONyXosnu, B AONOJSIHEHME K ero npssMoMy BO3AeNCTBUIO Ha
mMakpocpary yenoseka, YTo obpaljaeT BHUMaHME Ha ero NoTeHUnarnbHylo KOMOMHaLUMIO ¢ UHIMbUTopaMu

MMMYHHBIX KOHTPOJbHBIX TOYEK AN YCUINEHNUs1 NPOTMBOONYX0oneBoin 3 eKTUBHOCTY.

6.4: Nndykyus akcnipeccuu PDL1 e pakoebix kilemkax, obpabomarHbix ABTL0812

3apava: M3yunts ummyHomoaynupyiowee aeincrtesme ABTLO812 Ha akcnpeccuio PDL1 B pakoBbIX KneT-
Kax, NoTeHuuanbHo nojBepras pakoBble KIETKM UMMYHOTEpanuu MHrMbuTopamu UMMYHHBIX KOHTPOMbHBIX

TOYeK.

MeToabl: JIMHUM KNETOK paka nomxenyaoudHou xenesbl 4venoBeka (MiaPaca2, Panc-1, Capan-2 un
SU.86.86) 1 nuHUM KNeToK paka sHaomeTpus yernoBeka (Ishikawa, ANC3, Hec-1A, Ark1 n Ark2) nHkyou-
poBanu ¢ ABTL0812 B gosax oT 0 go 80 MkM B TeueHue 24 yacoB. [locre 3TOro KrneTkn cobupanu u
okpawmBanu aHtutenom K PDL1 agna npoBeaeHuss aHanusa npoueHTHoOro cogepxaHua PDL1-

MONOXUTENbHbLIX KNETOK C NOMOLLbIO I'IpOTO‘-IHOI;I LUUTOMETPUN.

Pesynbtatbl: ABTL0812 nnayumnpyet akcnpeccuio PDL1 Bo Bcex nccrnefoBaHHbIX NIMHUAX PaKOBbIX Kre-
TOK B Anana3soHe oT 34% [0 86% yBenuueHust 3skCnpeccumn B KneTkax paka nojxenyJo4yHom xxenesbl n oT
10 po 35% B knetkax paka aHaomeTpusa (T-kputepuin *p<0,05, **p<0,01). Cm. durypy 19 B HacTosLleM

AOKYMEHTEe.
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BbiBoa: ABTL0812 nHayumupyet akcnpeccuio PDL1 B pakoBbIX KreTKax NoAXenyao4HON xenesbl 1 3H40-
MeTpusl YenoBeka, NoTeHUNarnbHO Aenas pakoBble KINETKU MULLEHbIO AfSi MHTMOUTOPOB UMMYHHbIX KOH-
TPOMbHLIX TOYEK. DTN pe3ynbTaThl NOATBEPXAAIOT NOoTeHUManbHbIn cuHepruam ABTL0812 n nmmyHoTe-

panun ang nevyeHna paka.

6.5: HaubupoeaHue skcripeccuu PD1 e obpabomanHbix ABTL0812 ex vitro nepsuuHbix T-kiiemkax CD4

u CD8 yenoegeka, nonydyeHHbix U3 nepugepuydeckoli Kposu 300posbix GOHOPO8

3apava: Nsyuynts ummyHomoaynupytowee aenctsne ABTLO812 Ha akcnpeccuio PD1 B nepBudHbIX T-

KneTkax YyenoBeka, aKTUBUPOBAHHLIX UNKN He akTuBupoBaHHbIX CD3 n CD28.

MeToabl: MKIK yenoBseka BbliAenanu us nepudepu4eckon KpoBu 340pPOBbIX AOHOPOB C MOMOLbIO (hu-
Konna u KynbTUBUpOBanu in vitro. T-KNeTKN YenoBeKa akTMBMpoBanu nytem uHkybuposaHus ¢ IL-2 u aHTm-
Tenamu K CD3 n CD28 B TeueHne 10 aHel, n 3atem obpabatbiBanm ABTL0812 B TeueHue 6 yacoB. 3aTem
ypoBHu PD1, akcnpeccupoBaHHOro B MembpaHe T-kneToK, aHanu3npoBarnu ¢ NOMOLLbIO MPOTOYHOW LTO-
METPUM C UCnonb3oBaHWeM crneyududHbix aHTuTen. PesynbTatbl NpeacTaBneHbl B BUAe % NONoXuTenb-
HbIX KNMETOK U NpeacTaBnsioT coboii cpegHee 3HaYeHUe TPex He3aBUCUMBIX SKCMEPUMEHTOB (t-KpuTepuin
**p<0,01 n ***p<0,001).

PesynbTtarbl: ABTL0812 Bbi3biBaeT UHrMbupoBaHue akcnpeccun PD1 B HeaKTUBUPOBAHHBIX U aKTUBUPO-

BaHHbIX NepBuYHbIX T-numdouuntax CD4 n CD8 yenoseka. Cm. durypy 20 B HacTosILLEM AOKYMEHTE.

BbiBoa: ABTL0812 Bbi3biBaeT MHrMbupoBaHue akcnpeccum PD1 kak B akTUBMPOBaHHbIX, Tak U B HEaKTU-
BUPOBaHHbIX nepBu4HbIX T-knetkax CD4 n CD8 yenoBeka, BblAeMNeHHbIX U3 KPOBU 340POBbLIX AOHOPOB.
OTo noTeHUManbHO MOXET NMOMOYb CTUMYNMPOBATb UMMYHHYIO CUCTEMY NPOTUB PaKOBLIX KINETOK MyTeM

6roKUpoBaHNst UMMYHOCYNPECCUM N MHAKTUBaLUKN T-KNeTok, onocpeaoBaHHoi PD1.

6.6: MmmyHomodynupyiowee delicmeue ABTLO812 Ha cekpemoMm Kiiemok paka rnodxesny0oyHoll xenesbl

yejioseKa

3apava: MNayuntb mmmyHomoaynupyilowee aeinictene ABTL0O812 Ha ceKpeToM paKkoBbIX KMETOK MyTeM
aHanmsa CeKkpeTMpyeMblX B KymnbTyparnbHyl0 cpeay (hakTopoB C MOMOLLbIO MUKPOMATPUYHOIO aHanuaa

6enkoB, KOTOpPbI 0OHapy:MBaeT 40 38 pa3NUYHbIX XEMOKNHOB.

MeTtoabl: KneTkn paka noaxenyaovHon xenesbl YenoBeka obpabaTtbiBanm ABTL0812 B KOHUEHTpauuu
100 mkM B TeueHue 24 yacoB M cobupanu KynbTypanbHylo cpeay Ans ee UHKYOMpPOBaHUS C NaHenblo
RayBio C-Series Human Chemokine Antibody Array C1 (RayBiotec). KynbTypanbHyto cpeay UHKyOMpoBa-
nu ¢ MembpaHoi, coaepallen aHTuTena K 38 pasnuyHbiM XeMoKMHaM. 3atem membpaHy MHKyOupoBanm
CO BTOPWYHLIMM @HTUTENaMMn 1 Aanee NposBnsANM ¢ ucnonb3oBaHuem cybctpata HRP. MHTeHcuBHOCTL
curHana oueHMBanyu ¢ NOMOLLbIO JeHCUTOMETPUM, U rpaduyeckn NokasaHbl pesynbraTthl TPeX pasfIndHbIX

B1OoNornYeckux I'IOBTOpHOCTGI?I.
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PesynbTtatbl. iIMMyHOoMoaynupyiowee aeinctesue ABTL0812 Bbi3biBaeT CHUXKEHWE YpOBHEW UMMYHOCY-
NPeccuBHbIX XeMoKnHOB CXCL6 (cBA3aHHOTO C UMMYHOCYNpeccuen, MHBa3uei u HebnaronpuATHLIM Mpo-
rHozom); CXCL16 (cnocobcTByeT MHBA3UM ONMyxXonu U akTUBMPYETCHA NPU pake MOoAKeNyaovHON XKenesbl);
aHrnoreHnHa (cnocobCTBYeT MMMyHocynpeccun u aHrmoreHesdy) m CCLS (cnocobcTtByeT MHpUNLTpauun

OoNyXxonu perynaTopHbiMu T-kneTkamu n ummyHocynpeccun). Cm. curypy 21 B HacTosILLEM JOKYMEHTE.

BbiBoa: ABTL0812 cnocobcTByeT UHIMOMPOBaHUIO BbICBOOOXAEHNS UMMYHOCYNPECCUBHBLIX (DaKTOPOB B
KrneTKax paka Nnoj)Xernyao4yHOWN Keresbl YernoBeka. OTU JaHHble CBUAETENbCTBYIOT O TOM, 4YTO AelcTBue
ABTL0812 Ha ceKpeTOM paKOBbIX KIMeTOK MOAynupyeT MUKPOOKPY>KEHMEe OMyxonu B CTOpOHy bonee npo-
BOCNanuTENbHOro N NPOTUBOONYXONEBOro (heHOTUNOB, MHIMBUPYS CeKpeLnio MUMMYHOCYNPECCOPHbLIX dak-

TOpPOB.

6.7: UmmyHomodynupyrwee deticmeue ABTL0812 Ha KiilemKu paka rodesy0o4yHoU xeJie3bl YesioeeKa

rocpedcmeom UHOYKUUU UMMYHO2EHHOU 2ubesnu Kiiemok

3apgava: M3yuntb ummyHomoaynupyiowee aeinctene ABTLO812 Ha pakoBble KNETKM NyTEM OLEHKU WUH-

AYKLUMU MMYHoreHHon rubenu knetok (ICD).

MeTopbl: KneTkn paka nogxenyao4yHon xernesbl YenoBeka obpabaTbiBanu Bo3pacTaiolmmMmn KOHLEeHTpa-
umamm ABTLO812 (B ananasoHe ot 0 go 150 mMkM) B TeueHne 24 yacos, n oyeHmeanu mapkepbl ICD BHe-
KnetouHbln Hmgb1 n AT®, noBepXHOCTHbLIN KanbpeTUKYNuH 1 akTueauuio kacnas 3 n 8 ¢ nomouubio ELISA
(Hmgb1 n AT®), npoTouHON uUnTOMETPUN (KanbpeTUKYNUH) U UMMyHOONoTTUHra (kacnasbl 3 u 8). [ns
onpeaeneHns BHeknetoyHoro Hmgb1 n AT® cobupanu kynbTypanbHylo cpeay oT KneTok, obpaboTaHHbIX
ABTL0812, u uHkybumpoBanu co cneunuduyHbiMKM aHTUTENaMn ANS AanbHERLero obHapy)XeHuss ¢ nomo-
LWbIO KONIOPUMETPUYECKOro aHanusa. Ons onpeaeneHns NOBEPXHOCTHOIO KanbpeTukynuHa cobupanu pa-
KOBble KIeTKW W WHKYOUpoOBanu co cneuuduyHbiMKU aHTuTenamun Ansa AanbHelwero obHapyXeHus ¢ no-
MOLL|bIO MPOTOYHON LMTOMETpUK. [na onpeaenexuns aktueayum kacnas 3 n 8 cobupanu pakoBble KNeTKu,
nony4vanu 6enkoBbIN NU3aT, NHKYOUpoBanu co cneundUYHBIMN aHTUTeNamMmn Ans ganbHellwero obHapy-
XEHMS C MOMOLbI0 UMMYHODNOTTUHIA, U 3aTeEM NPOBOAWNMMN KONMYECTBEHHOE ONpejerfieHue ¢ NOMOLLbIO

AEeHCUTOMETpUN.

PesynbTatbl. VMiIMmyHomoaynupylowee aeinctesne ABTL0812 Bbi3biBaeT [0303aBUCUMOE YBeNUYeHUe
ypoBHel Bcex MapkepoB ICD: BHekneTouHoro Hmgb1 n AT®, noBepXHOCTHOrO KanbpeTUKynuHa n akTu-
Bauun kacna3s 3 n 8 no gaHHeiM ELISA, aHanusa reHa nioyndepasbl, NPOTOYHON ULUTOMETPUN U aHanusa ¢
ucnonb3oBaHMeM (ryopecLeHTHbIX cybcTpaToB, cooTBeTCTBEHHO (t- TecT **p<0,01 n ***p<0,001). Cm.
churypy 22 B HacTosLleEM AoKymeHTe. CXoXue pesynbTarhl ObinM NOyYeHbl ¢ pa3NUYHBIMUA JIMHUSMU KIe-
TOK paka noaxenyaoudHol Xenesbl YernoBeka; Ha durype 23 nokasaHbl pesynbTaThl 4na KneTok MiaPaca2

B Ka4eCTBe pernpe3eHTaTuBHOIo aKCrnepumMmeHTa.

BbiBoa: ABTL0O812 nHayuunpyet ICD B KneTkax paka noAXenyao4HON Xenesbl YenoBeka, Ha YTO yKasbl-

BaeT A40303aBUCMMOE NoBbiLeHNe mapkepoB ICD: BHekneTo4Horo Hmgb1 n AT®, noBepXHOCTHOIO Kanb-
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peTukynuHa n aktusayun kacnas 3 n 8. 3Tn pesynbTaTbhl NO3BONAIOT NPeAnonoXuTs, yTo ABTL0812 mo-
XeT nHayuuposatk ICD B onyxonsix, genas ux 6onee MUMMYHOreHHbIMU U NOABEPXKEHHBIMU HaLENEHHOMY
AENCTBUIO UMMYHHOW CUCTEMbI, MOMOrasi NpeBpallaTb «XONO4HYIO» ONyXOJb, Bbi3biBaIOLLyIO NoAaBrieHne
UMMYHHOWN CUCTEMbI, B «FOPAYYIO» U UMMYHOTEHHYIO ONyXofb. OTW AaHHble CBUAETENbCTBYIOT B MOMb3y
BO3MOXHON kombuHauum ABTL0812 ¢ ummyHoTepanuein Ansg NoTeHUMPOBaHMSA NMPOTUBOONYXONEBON 3dh-

heKTUBHOCTN.

6.8: immyHomodynupyrowee delicmeue ABTLO812 Ha ummopmarnusosaHHbie kiiemku THP-1 yenoseka u
rnepeuyHblie MaKkpochazasibHblie KIemKu 4yesioeeka rymem romeHyuposaHus rnposocriaiumenbHoe2o ¢he-

Homuna M1 u nodaessnieHus npomusogocranumersibHo20 heHomurna M2

3apava: Nsyuntb ummyHomoaynupytowjee genctsne ABTLO812 Ha nonapusayuio MMopTann3oBaHHbIX 1
nepBUYHbLIX Makpodaros no gpeHotuny M1 (npoBocnanuTenbHbI U NPOTUBOONYXOSEBLIN) U N0 heHoTUNy
M2 (npoTuBoBOCNanNUTENbHbLIA NPOONYXONEBLIN), KOTOpble OyAYT BAUSATb Ha MUKPOOKPYXKEHWE ONyXosiun
npu nevyeHmn ABTL0812.

MeTtoabl: MoHouuTbl THP-1, KynbTUBMpYyemble B cycneHsnu, anddpepeHyumpoBanu B Makpodarn nyrem
nHKybupoBaHus ¢ PMA B TeueHue 24 4yacoB, MHAYLMPYS UX NpuKpenneHne K nnawkam. MoHounTel and-
dhepeHyupoBanu B Makpodaru nytem nHkyomposaHusi ¢ M-KC®1 B koHueHTpayuu 20 Hr/mMn B TeueHue 7
AHel. MapannensHo cobupanu LenbHylo KpOBb 340POBbIX JOHOPOB U BbIAENANN LMPKYNMpPYIOLMe MOHO-
LUUTbI C MOMOLLbI0O UMMYHOMarHUTHoOro pasaenexHus. MoHouuTbl oTOMpanu ¢ UCNonb3oBaHUEM aHTUTEN K
CD14, cBA3aHHbIX ¢ MarHUTHBIMUA YacTuLamMn, yaepXNBaeMbiMU HA MarHUTHOWN KOJMIOHKe, U Aanee anoun-
poBanu Ans KynbTUBMpPOBaHWUA in vitro. Mocne nony4yeHnsi akTMBUPOBaHHbIX Makpodaros (MMMOPTann3o-
BaHHbIX 1 NepBUYHBLIX) UX nonspusoBanu no deHotTuny M1 nytem nHkybuposaHus c JINC + IFNy B Teve-
Hue 6 yacoB B npucytcteun ABTLO812 B koHUeHTpauum 100 mkM. MapannensHo anddepeHympoBaHHbIE
Makpodaru nonsipusoBanu no cgeHotuny M2 nyrem nHkybupoBaHnus c IL-4 n IL-13 B TeueHne 24 yacoB B
npucytcteun ABTL0O812 (100 mkM). Mocne atoro nonsipusoBaHHble Makpodary nuampoBanu, akcTparu-
poBanu obulyio PHK, npoBoaunu obpartHyo TpaHckpunuyuio ¢ nonydeHnem kOHK u oueHuBanu ypoBHU
MPHK IL1B, ®HOa (mapkepbl M1) n IL-10 (mapkep M2) ¢ nomowlbio OT-KIMNLP ¢ ncnonb3oBaHuem cneuyu-

(PUYHBIX 30HA0B.

PesynbTtatbl: iMMyHoMoaynupylowee aeicteue ABTL0812 3Hauumo nosbiwaeT ypoBHu MPHK IL-1B n
®HOaq, korga makpodarn nonapusobaHbl no deHoTuny M1, n s3Ha4yumo cHmxkaet ypoBHU MPHK IL-10, ko-
raa makpocdparn nonsapusoBaHsl no gpeHotuny M2 (t-kputepui **p<0,01 n ***p<0,001). Koraa auddepen-
LUupoBaHHble Makpodarn uHKyoupyiloT ¢ ABTL0812 oTtaenbHo 6e3 ux nonsapusauuun, ABTL0O812 cyule-
CTBEHHO MHAYUMpyeT akcnpeccuio IL-1B, 4yTo obpaljaeT BHMUMaHWE Ha ero UMMyHoMoAynupyiolee Aei-

cTBUE B OTHOLeHUN knetok THP-1 yenoeeka. CM. purypy 24 B HacTosILLEM JOKYMEHTE.

BuiBoa: ABTL0O812 noTeHuupyeT nonapusaunio kak makpodparos THP-1, Tak 1 nepBuyHbIX Makpodaros
yenoseka no geHoTuny M1, 3Haunmo yBenuumeas akcnpeccuto reHoB IL-13 n ®HOq, uto cnocobcTByeT
€03 aHUNI0 NPOBOCNANMTENLHOIO OKPYKEHNS, OKa3biBaloLero npotusoonyxonesoe geictene. Kpome Toro,
ABTL0812 nopasnsieT nonapusauunio moHouutoB THP-1 yenoseka no ¢eHoTMny M2, 3Ha4Mmo cHuKas

akcnpeccuio reHa IL-10, uto nosponseT nsbdbexaTb MUMMYHOCYNpPecCUu, onocpeaoBaHHON Makpodaramu
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M2, - obero mexaHuama, UCNONbL3YEMOro OMyXONeBbIMU KIETKaMK ASS YCKONb3aHWs OT UMMYHHOW Cu-
CTeMbl. OTU pe3ynbTaTbl CBUAETENLCTBYIOT 0 TOM, YTo ABTL0812, noMuMo ero npoTMBOpaKoBOro Aei-
CTBMS B OTHOLLUEHWUMN OMYyXONEBbIX KNETOK, CTUMYNUPYET UMMYHHYIO CUCTEMY B HanpaBreHnn npoBocnanu-
TenbHoro dpeHoTuna, NpuBMekas Apyrue UMMyHHbIE KIETKU, Takme Kak LuToTokcndeckme T-nuMdoLuThbI,
Tem caMblM NpeBpallas «XoroAHylo» ONyxofb, KOTopas Bbl3biBAeT NOAaBlIEHNE UMMYHHOW CUCTEMBI, B
«TOPAYYIO» U UMMYHOTEHHYIO OMyXOoJflb OTU pe3ynbTaTbl CBUAETENLCTBYIOT B MOMb3y BO3MOXHON KOMOU-
Hauun ABTLO812 ¢ uMmmyHoTepanuen Ans nNoTeHUMpoBaHUSA NPOTMBOONYXONneBon 3appeKTUBHOCTU MNo-

cpeaCTBOM COo3JaHUA npoBoCnariuTesibHOro 1 NpOTUBOONYXONIeBOro MUKPOOKPYXEHNA.

6.9: mmyHomodynupyrowee delicmeue ABTL0812 Ha cekpemoM uMMoOpmasnu3o8aHHbIX MaKpoghazos
THP1 yenoseka u nepsu4HbIX Makpoghazoe yesioeeka rpu orpedesieHuU ¢ noMoWbio MUKpOMampu4yHo20

aHarusa besikos

3apava: N3yuntb mmmyHomoaynupyowee aencrsne ABTLO812 Ha cekpeToM MMMOpPTanmn3oBaHHbLIX U
nepBUYHbIX Makpodaros NyTeM aHanumsa cekpeTupyemblX B KynbTyparbHylo cpeay akTopoB ¢ NOMOLLbIO
MUKpOMaTpUYHOro aHanmaa 6enkoB, KOTOpbIi 06HapyKuBaeT A0 42 pasnuyHbIX LUTOKUHOB, Nocre obpa-
6otk ABTLO812.

MeToabi: Cobupanu uenbHylo KPOBb 340POBbIX AOHOPOB U BbIAENANU LUPKYNMPYIOLUE MOHOLUTBI C MO-
MOLLIbIO UMMYHOMAarHUTHoOro pasaenenus. MoHouutel oTéupanu ¢ ucnonb3oBaHnem aHtuten k CD14, cea-
3aHHbIX C MarHUTHbIMMW YacTMLamMK, yaepKMBaeMbiM HA MarHUTHOW KOMOHKe, U Jaree arnoupoBanu ans
KynbTUBUpPOBaHMUA in vitro. MoHouuTbl aAnddepeHumpoBanu B mMakpodarn nytem UHKyoupoBaHus ¢ M-
KC®1 B koHUeHTpauuun 20 HI/mMn B TedyeHne 7 AHel. Kak Tonbko nepBuYHbie MOHOLUTLI AnddepeHUnpo-
Banucb B Makpodarm, ux nonspusosanu no geHotuny M1 nytem nnkyéuposanus c JINMC B TeueHne 6 nnu
24 vacos B npucytcteun ABTL0812 (50 unn 100 mkM). MapannenbHo anddepeHunpoBaHHble Makpoda-
rm nonspusoBanu no cgpeHotuny M2 nytem nHkybuposanus c IL-4 n IL-13 B TeueHne 24 4yacoB B NpUCYT-
cteBun ABTL0812 (50 mkM). MoHountel THP-1, KynbTuBUpYyeMble B cycneH3un, auddepeHuympoBanm B
Makpodaru nytem uHKybupoBaHust ¢ PMA B TeueHue 24 yacoB, UHAYLMPYS UX NPUKPENTeHne K nnaLuKam.
Kak Tonbko THP-1 audpdepeHuuposanucb B Makpodaru, ux nongpusosanu no gpeHotuny M1 nytem uH-
KybupoaHus c¢ JINC B TeueHue 6 unu 24 yacoB B npucytcteum ABTL0812 (50 mkM). MapannenbHo and-
dhepeHUmMpoBaHHble Makpodary nonsipusoBanu no gpeHotuny M2 nytem nHkybuposaHus ¢ IL-4 n IL-13 B
TeuyeHne 24 vacoB B npucytcteun ABTL0812 (50 mkM). KynbTypanbHylo cpeay oT o6paboTaHHbIX
ABTL0812 makpodaros M1, M2 u audcdepeHunporaHHbix Mmakpodaros (M0) nHKkybupoBanu ¢ UCNonb3o-
BaHuMeMm Habopa RayBio C-Series Human Cytokine Antibody Array C3 (RayBiotec). KynbTypanbHyto cpeay
UHKYy6unpoBanu ¢ membpaHoi n3 PVDF (nonuenHunuaeHdpTopuaa), cogepxallen aHTuTena K 42 pasnuy-
HbIM LUUTOKMHaM. [ocne MHKYOUpoBaHUsi ¢ KynbTyparbHOW cpefoi MeMbpaHy MHKYOMpoBanu co BTOpUY-
HbIMW aHTUTenamu u Janee MpoOsIBNANM C uUcnonb3oBaHuem cybctpata HRP (nepokcugasbl M3 KopHeii
XxpeHa). NHTEHCMBHOCTbL CUrHarna oueHUBanu ¢ MOMOLLbIO AEHCUTOMETPUU, 1 rpacnyeckn nokasaHbl pe-

3ynbTaThbl TPeX pa3fInYHbIX Buonornyecknx I'IOBTOpHOCTGI?I.

Pesynbtatbl: MMmyHomoaynupytowee aeicteue ABTL0812 BbI3bIBaeT CHUXKEHUE YPOBHA WMMYHOCY-

MPECCMBHBLIX XEMOKWHOB M aKTWBALMIO pasnuUyHbIX MPOBOCNanMTeNbHbIX (hakTopoB, Takux kak IL-1B u
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®HO-a. U3 Bcex MMMYHOCYNPECCUBHbIX LMTOKUHOB, KOTOpble MHIMOUpYloTca npu obpaboTke ABTL0O812,
NATb OblM OOLMMK AN MMMOpTanu3oBaHHbIX kKneTok THP1 n nepBuyHbIX Makpodaros: IL-10 (cBs3aH ¢
UMMYyHOCynpeccuei, HBasnel U HebnaronpusiTHLIM NPOrHO30M MpPU pasnuyHbIX Buaax paka); CCL22
(cBsizaH ¢ UMMyHoOCynpeccuei, nHBasuemn N HebnaronpusATHBIM NPOrHO30M MpPU Pa3fNNYHbIX BUAAX paka);
CCL17 (cBsAA3aH ¢ MMMYyHOCynpeccuein, MHBasnel U HebnaronpuUsATHLIM NPOrHO30M MPMU pasfMYHbIX BUgax
paka); CCL8 (cBA3aH ¢ ummyHocynpeccuein, nponudepaynein n niesasuei); n CCL7 (cBsizaH ¢ UMMYyHOCY-

npeccuen n nuesasmen). Cm. courypy 25 B HacTosLLEM JOKYMEHTE.

BbiBoa: ABTL0O812 cnocobcTBYeT cekpeunn npoBocnanuTenbHblX hakTopoB M NoaasnsieT BbICBODOXAe-
HWe UMMYHOCYNPECCUBHbIX (haKTOpPOB B pPaKoBbIX KMeTKax. OTW JaHHble B COMETaHUN AAHHLIMU O NOTEH-
umpoBaHun peHoTmna makpodgaros M1 n nogasneHum dpeHotTunos M2 (npumep 6.8) cBUAETENLCTBYIOT O
ToM, uyTo ABTLO812 mMoOXeT cnocobcTBOBaTb CO3AaHUIO MPOBOCMANMUTENBHONO MPOTMBOOMNYXOMEBOrO
OKPY)XEHUSI C TOYKW 3pEHUst CBOEro JeNCTBUSA Ha UMMYHHbIE KNeTKU. OTW pesynbTaThl CBUAETENbCTBYIOT B
nonb3y BO3MOXHON KombuHauum ABTLO812 ¢ ummyHoTepanuen ansa ycuneHusi TepaneBTUYeCKoro ad-
cdekTa NpoTMB ONyXOrieN, B YaCTHOCTU, UMEIOLLUX BblpaXKEHHYI0 UMMYHOCYNPECCUBHYIO aKTUBHOCTb, Takux

KaK pak noKenyao4Hon xenesbl.

6.10: MmmyHomodynupytowee peinctene ABTLO812 nosbituaem yumomoKcu4HoCmb T-KIIeMOK 8 OmHo-

WwieHUuU paKkosbiX Kiiemok.

3apaua: MN3yuntb ummyHomoaynupyiollee aeinctene ABTLO812 Ha coBMeCTHble KynbTypbl pakoBbIX Kre-

TOK C aKTUBUpPOBaAHHbIMU T-kneTkamu.

MeToabl: MKIK yenoseka Bbliaensnu us nepudepuyeckont KpoBu 340pOBbIX AOHOPOB C NOMOLbIO dhu-
Konna 1 KynbTUBUpOBanu in vitro. T-KNeTKN YenoBeKka akTUBMpPOBanu nytem UHKyobuposaHus ¢ IL-2 un aHTu-
Tenamu kK CD3 u CD28 B TeueHne 10 gHel. MNapannenbHO KNeTKn paka aHaoMeTpus Ishikawa obpabathbl-
Banun ABTL0812 B koHUeHTpauun 50 mkM B TeueHne 6 YacoB U 3aTeM KyNbTUBMPOBANN COBMECTHO C ak-
TMBUPOBaHHLIMK T-NMuMdoLuTamMm B TeveHne 24 yacoB. 3aTem OLEeHUBanu >XM3HECNOCOOHOCTb KIEeTOK C
nomolbio MTT-TecTa. B kauecTBe KOHTponsi ucnonb3oBanu HeobpaboTaHHblie kneTku Ishikawa. Pesynb-

TaTbl NpeacTaBleHbl B BUAe CpeHEero 3Ha4YeHus Tpex pasHbiX akcnepumeHToB (t-kputepuin *p<0,05).

PesynbTtaTtbl: aeiictBue ABTLO812 Ha pakoBble KNETKN yCUNUBAET LUTOTOKCUYECKOE AEWCTBUE aKTUBU-
poBaHHbIX T-KNEeTOK Mo CpaBHEHUIO C UX AENCTBUEM Ha paKoBble KNeTKu, He obpaboTaHHble ABTL0812,
4YTO KOppenupyeT C co3gaHWemM MNpOBOCMNASNIUTENBHOIO OKPY)XEHUsSI, OMOCPEAOBAHHOIO JEeNCTBUEM

ABTLO0812 Ha pakoBble KreTkn. CM. courypy 26 B HacTOALIEM JOKYMEHTE.

BbiBoa: [eiictBue ABTL0812 Ha pakoBble KNEeTKM CnocobCTBYeT akKTUBaLUN UMMYHHOW CUCTEMBbI, YCUIU-

BaA LUTOTOKCHNYeCKoe aencTteune AKTUBNPOBAHHbIX NEPBUYHbIX KITETOK HAa pPaKOBbl€ KINETKNU.

NPUMEP 7: immyHomodynupyrouiee deticmsue ABTLO812: uccnepoBaHusa in vivo
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7.1: MHdykyusa askcnipeccuu PDL1 e obpabomaHHbix ABTL0812 pakosbix Kriemkax 6 MoOesiu KCeHo-
mpaHcryiaHmama paka jle2Kkoeo 4Yerioseka npu umnnaHmauyuu knemok H157 u e modenu paka rnodxesny-

O0YHOLI Xenesbl Yesioeeka npu umninaHmayuu knemok MiaPaca2

Lenb: MoaTteepantb nHaykuuio akcnpeccun PDL1 nog agevicteuem ABTL0O812, Habniogaemyto in vitro, B
ABYX MoAensix in vivo ¢ UCnosib3aoBaHWeM fANHUN KNeTok nrockoknetovyHoro HMPJ1 yenoseka H157 u nu-
HUM KNEeTOK paka MopKernyaovHo xernesbl YenoBeka MiaPAca2, umnnaHTMpoBaHHbIX 0€CTUMYCHBIM Mbl-

wam.

MeToabl: mMbiliam BBoaunu 4x108 knetok H157 nnu 5x10 ¢ knetok MiaPAca2 nyTem MHbLEKLUUU B OAWH
60K, uTo6bl BhI3BaTh 0Opa3oBaHue onyxonu. Korga onyxonu nMenu obbem npumepHo 50 Mm3, KUBOTHbIX
paBHOMEpPHO cryyaiHbiM obpa3om pacnpeaensanu B rpynnbl U HAYMHANW pasfiMyHble CXEeMbl NeYvYeHus.
ABTLO0812 BBoaunu nepopanbHbiM nytem B Ao3e 120 mMr/Kr/aqeHb B TedeHue Tpex Hegenb. [Nocne neveHns
XXUBOTHBIX YMEPLUBAANMW, U3BNEKanu onyxonb W aHanusmpoBanu ypoBHu 6enka PDL1 B pakoBbiX KneTkax

C NOMOLWbIO BeCTepH—GJ'I OTTUHIAa.

PesynbTatbi: ABTL0812 noBbiwaeT ypoBeHb benka PDL1 B onyxonu in vivo, 4To elye pa3 noaTBepxaaeT
npeabiaywe pesynbTaTthl, NonyvyeHHble in vitro (purypa 14). 3Tn pesynbrathl obpalyaloT BHUMaHMe Ha
noTeHynanbHylo kKombuHaumio ABTLO812 ¢ mHrMbutopamm MMMYHHbLIX KOHTPOJSIbHbLIX TOYEK, MOCKONbKY
onocpefoBaHHas MHAYKUMS ypoBHel PDL1 caenaeT pakoBble KNeTKW MULLEHAMMW ANS UHIMOMTOPOB M-

MYHHbIX KOHTPOJIbHbIX TOY€EK.

7.2: MHOyKyus uHunsmpauyuu T-Kremxkamu 8 OryxosieebiX MopaxeHUsIX Mamku y caMoK Mbluell ¢ Kap-
uuHomol aHdomempus, nonyqaswiux ABTL0O812

3apava: NMoaTBepaUTb NPOTMBOPAKOBYIO 3 EKTUBHOCTL U MUMMYHOMOAyNnupylollee aelicteue ABTL0O812
B CMHIeHHOW MOAENn KaHUeporeHesa aHAOMEeTpusd, BbldaBaHHoro aeneunenn PTEN B anuTenunansHbIX KneT-
Kax, npuBoAsLyeil K pa3BuTUIO rUnepnnasun, KOTopas B UTOre Bbi3bIBAET BHYTPUIANUTENUANbHYIO Heonna-

310 BHAOMETPUA.

MeToabl: MbiluaM BBOAMNK TaMOKcUdeH NyTeM MHbeKUMK, YToDObl BbidBaTh Aeneunto PTEN. Yepes Tpu
HeZenu nocrie BBeAeHUs TaMoKcudeHa, Koraa y XXMBOTHBIX pasBuiachk runepnnasus, XUBOTHEIM BBOAUIN
ABTL0812 B a03e 120 Mr/Kr exxeAHEBHO U HOCUTENDb B TeveHne 3 Heaenb. B 310 BpemMs y XXUBOTHBbIX,
nony4yaBLUUX HOcUTeMb (Y4epe3 6 Hedenb Nocrne MHbLEKUMM TaMoKcudeHa), pa3BMBaETCs Heonnasuu, Ko-
TOPYIO KOJIMYECTBEHHO OLEHMBAIOT C MOMOLLbIO UMMYHOTMCTOXMMUYECKOTO UCCEA0BaHNSA U3BIEYEHHON
matku. MNocne nevyeHns ABTLO812 XXUBOTHLIX YMEPLUBSANNU, MaTKy U3BMeKanu 1 3aknoyanu B napadpuH
ANs AanbHenwero MMMYHOTMCTOXUMWYECKOTO aHanm3a ¢ OKpalUMBaHWEM reMaTOKCUITMH-303UHOM Ans
OLEHKN KaHUeporeHesa unu ¢ aHtutenom Kk CD3 ans oueHkn uHdpunsTpayum T-numdoumntamm B onyxo-

NEeBbIX NopaXXeHnAX, CBNAETENbCTBYIOLLIEM 06 MMMYHOMOAYINAL NN MUKPOOKPYXXEHUA ONMyXOoJln.

Pe3ynbTatbl: Y Mblllel, NOABEPrLUNXCA KaHLeporeHesy 3HAOMeTpUs, nomny4vaswmx ABTL0812, Habnio-
Janu 3Ha4Yumoe CHUXEHWe pa3BUTUSA BHYTpuanuTenuanoHow Heonnasuum sHaomeTpus (EIN), octaHoBKY

nporpeccnpoBaHna KaHueporeHesa npu runepnnas3vm, npun 3ToMm cpean nornydyasLUUX HOCUTEIb MblLLEN
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Habnoaann 80% xuBoTHbIX ¢ EIN, B oTnuune ot 80% nonyyaswmx ABTLO812 XXMBOTHbIX, Y KOTOpPbIX
Habnoaanu runepnnasuio, No AaHHLIM aHanu3a ¢ oKpaluMBaHUEM reMaTOoKCUITNH-303MHOM. Mpu aHanu3e
obpaboTaHHOW MaTKu B OTHOLWEHUN akcnpeccumn T-numcouutoB CD3 Habnioganu, uto ABTLO812 uHay-
yuposan nHpuneTpayuo T-numdountamm CD3 B 0NyxosieBbiX NOpPaXKEHUSAX, B TO BPEMS KaK Y XXUBOTHbIX,
norny4yaBLUUX HOCUTENb, obHapyxusanu T-numdountsl CD3 B OKpyXalollell CTPOMe, BbiCTUMAlOLEN ony-

XoneBble nNopaxeHus, 6e3 nHpunbTpaLumn BHyTpK onyxonein. CM. ourypy 23 B HacTosILLEM AOKYMEHTe.

BbiBoa: immyHomoaynupyiowee aeinctesme ABTLO812 in vivo AeMOHCTpUpYeT, Kak OH Bbl3blBaeT WH-
dunbTpaumio T-numdoLMTOB B ONyXONeBble NOPaKEHUS, YTO yKasblBaeT Ha Hanuyue npoBocnanuTenb-
HOro NPOTMBOOMYXOSIEBOIO MUKPOOKPY)KEHUS, KOTOpPOe CnocobCTBYET UHMUNbTPaLUN UMMYHHBIX KNeTOK
ANS YHUYTOXEHMUS PaKoBbIX KNETOK. OTWN AaHHble KOPPENUPYIOT C AaHHBIMU O BblpaXeHHOW 3 eKTUBHO-
ctn, rae ABTL0812 cnocobeH ocTaHaBnuBaTb NPOrpeccMpoBaHue KaHleporeHesa SHAOMETPUS MpM ru-
nepnnasuun, B TO BpeMs Kak Y >KMBOTHbIX, NOfy4yaBLUMX HOCUTENb, oBHapyXuBaeTca BHYTpUINUTenuanb-
Has Heonmnaswusl, YTo obpaljaeT BHUMaHMEe Ha noTeHuuanbHylo kombuHauuio ABTLO812 ¢ uHrnbntopamu

MMMYHHbIX KOHTPOJSbHbIX TOYEK ANs YCUINEHNs! NPOTMBOPaKoBOii 3pheKTUBHOCTY.

NMPUMEP 8: ABTL0O812 e kombuHayuu ¢ uMmMyHomepariesmu4yeckumMu azeHmamu: uccriefoBaHua in

vivo

8.1: lpomueopakosas akmusHocmb ABTL0812 omdenbHo unu e KombuHayuu ¢ aHmumesiom Kk PD1 8
Modesnu paka Jjieekoeo y Mbiuiell ¢ ucrionib3osaHuem kiiemok LLC1, ummnnaHmuposaHHbIX Mbiliam
C57BL6.

3apaua: M3yuntb npoTuBoonyxoneBylo akTuBHoCTb ABTL0812 oTaenbHO U B KOMOMHALMKN C aHTUTENOM K
PD1, aTanoHHbIM NeKapCTBEHHLIM CPEACTBOM ASISi NIeYEeHUs] paka Nerkoro, ¢ TOUKU 3peHUs BbbKUBAEMO-
CTWU M Ha OCHOBE KpUTEPUEB KOHEYHOW TOUKU, OPUEHTUPOBAHHLIX Ha onyxonu pasmepom 6onee 800 mm3
UNy BbISIBIIEHUE KITMHMYECKUX MPU3HAKOB WHTOKCUKaUMKU Unu cTpagaHusa oT 3abonesaHus. MNembponnay-
mab npeacTaBnseT coboi aHTUTENo K PD1 - MHIMGUTOP KOHTPOMNbLHON TOUKK ANsi TPUMEHEHNUs y nioaen, B
3TOM MpUMepe MPUMEHSNN COOTBETCTBYIOWMNI MOAUMMUNPOBaHHLIN BapuaHT, ONTUMU3UPOBaHHLIN AN

npuMeHeHnAa B mogenn 'y MblLLER, I/ICI'IOJ'Ib3y6MOI7I B 3TOM Mnpumepe.

MeTtoabl: KneTkn kapumnHomMbl nerkoro Jlbtonca (LLC1) npeactaBnsitoT coboi NMUHUIO KNETOK MbILLUN C Bbl-
COKOWN OHKOFeHHOCTbIO, NepBOHAYanbHO NOSTyYeHHyIo U3 nerkoro melwm C57BL, koTopol umnnaHTupoBanu
MepBUYHYIO KapuuHOMY fnerkoro Jlblonca. 3TN KINEeTKM MOXHO BblpalyuBaTh NOAKOXHO Y CUHTEHHBIX MblLLE
C57BL6, npu 3TOM Yy HMX pa3BMBaETCs OYEHb arpeccuBHad OMyXoflb, U UX MOXHO WCMONbL30BaTb AN
OLleHKU NeYyeHust ¢ nomolibio UMMyHoTepanuu. Melwam C57BL6 seoaunu 0,25x108 knetok LLC1 nyTtem
UHbEKUUN B 0auH 60K, YTOOLI BhI3BaTh 0bpasoBaHue onyxonu. Korga onyxonu nmenu obbeMm npumMepHo
50 MM3, JKMBOTHLIX paBHOMepHO cnyyaliiHbiM o6pa3oM pacnpeaensanu B rpynnbl nevyeHus (n=7) n HauynHa-
nun pasnuyHsble cxembl neveHnsa. ABTL0O812 sBoaunu nepopanbHblM nyTeM B Ao3e 120 Mr/kr/geHb. AHTU-
Teno npotue PD1 BBoaunu B/6 B konu4vectBe 100 MKr/go3y Kaxable TpU AHS, BCEro A0 YeTblpeX BBeae-

Huil. O6bEM OMyXOomnu U Maccy Tena percTpupoBanu 3 pasa B Hegento. Kputepun KOHEYHOW TOUKM OCHO-
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BbiBaliuCb Ha pasmMmepax onyxosiu 6onee 800 MM3 UK KNMHNYECKUX npu3HakKkax TOKCUYHOCTU, ANCTpecca

nnun cTtpagaHnuAa ot 3aboneBaHus, ABNAKLWNXCA NOKa3aHNAMUN And 3BTaHa3NnN XXNBOTHLIX.

Pesynbtatbl: ABTL0812, BBeA€HHbIN 0TAENbHO, CMOCOOEH HEMHOIO YBEMUYUTL BbKMBAEMOCTb MblLLEN
Mo cpaBHEHUIO C rpynnamu, MosnyyaBLUMMKU HOCUTENMb M aHTuTeno K PD1, npu 9TOM BbIKMBaeMOCTb CO-
ctaBnseT 15% nocne 14 gHen neyeHns no cpaBHeHuto ¢ 0% BbIRKMBAEMOCTM B rpynnax, nosyvyasLUMX HO-
cutenb n aHtuteno kK PD1. IHTepecHO OTMEeTUTb, YTO ABYXKOMMOHEHTHasa kombuHaumsa ABTL0O812 + aH-
TnTeno Kk PD1 geMOHCTpUpyeT Haumnyuyllylo BbXKMBAEMOCTb, NPU 3TOM BbDKMBaeMOCTb cocTaBnseT 38%
nocrie 14 gHen ne4veHns. MNocne 9 AHen nevyeHnsa B rpynne, nosyyasLleil HOCUTENb, BbKUBAaEMOCTb CO-
ctaBuna 29%, B rpynne, nony4vasliein aHTuteno kK PD1, BbhkuBaemocTb coctaBuna 15%, B rpynne, nony-
yaBwen ABTLO0812, BblxkuBaemocTb coctaBuna 43%, u B rpynne, nonyyaswen ABTLO812 + aHTuTeno K

PD1, BbbknBaemocTb coctaBuna 62%. Cm. purypy 16 B HacTosLLEM JOKYMEHTE.

BbiBoa: JleueHne ABTLO812 B kombuHayum ¢ aHtutenom K PD1 (MHIMOGUTOPOM MMMYHHOIN KOHTPOJSTbHOW
TOYKM) 3HAYUMO YBENUYUBAET BbDKUBAEMOCTb MbILUEN MO CPaBHEHUIO C fleYeHMeM HocuTenem, aHTuTe-
nom kK PD1 n ABTL0812. ABTL0812, BBOAUMBIN OTAENbHO, HEMHOTO MOBbLILLAN BbXXWBAEMOCTb MblLLEN
nocne 14 aHen neyeHns, xoTa ero acpdekT Npu BBeAEHUN OTAENbHO Gonee BbipaxeH npu 6onee KOpoT-
KUX NpOMeXyTkax BpemeHW. 3TN [aHHble CBUAETENbCTBYIOT O CUHepruvyeckom adypekte reyveHus
ABTLO0812 n neyeHuss aHtutenom k PD1, 4To npMBOAUT K YBENMYEHMIO BbIXKMBAEMOCTM MblLLEN U obpa-
LaeT BHMMaHME Ha MoTeHuuanbHyl0 KOMOUHaUUIO yKa3aHHbIX areHTOB ANsi MPUMEHEHNUs y NalueHTOoB-

noaen.

8.2: [lpomuseopakoeas akmusHocmb ABTL0812 omdenbHO unu 6 KoMOUHauuu ¢ aHmumesoMm K
PD1/naknumakcenom/kapborinamuHom 8 Molesiu paka /1eekoz2o y Mbiulell ¢ UCrofib308aHueM Kiemok

LLC1, umnnaHmupogaHHbix mbiuiam C57BL6.

3apaua: M3yuntb npoTuBoonyxoneByio akTuBHoCcTb ABTL0812 oTaenbHO U B KOMOUHALMKU C @aHTUTENOM K
PD1 u kapbonnaTuHom/naknuTakcenom, KOMOMHMPOBaHHOW STANOHHON Tepanuen Ansa nevyeHus paka ner-
KOro 4YernoBeka, OUeHUTb NoTeHUMUanbHbI cuHepruam mexay nedyeHnem ABTLO812 n neveHnem aHTute-
nom Kk PD1+kapbonnaTtuHom/naknmrakcenomM ¢ TOYKN 3pEHUS] YMEHbLLEHNS 00bema ONyXofn KCEHOTpaHC-

nnaHtatoB LLC1 npu nogKoXXHOM pocTe.

MeTtoabl: KneTku kapumHombl nerkoro Jlbionca (LLC1) npeacraBnsiioT co00M NUHMIO KIMETOK MbILUN C Bbl-
COKOWM OHKOFeHHOCTbI0, NepBOHAYanbHO NOSTyYeHHyIo U3 nerkoro melwm C57BL, koTopol umnnaHTupoBanu
MepBUYHYIO KapuuHOMy nerkoro Jlblonca. OTW KNETKM MOXKHO BblpalynBaTh MOAKOXHO Y CUHIEHHBIX MblLLUE
C57BL6, npu 3TOM Yy HUX pa3BMBaETCS OYEHb arpeccuBHad OMyXoflb, U UX MOXHO WCMONb30BaTb ANS
OLIEHKN NeYeHus ¢ noMollblo uMMyHoTepanuu. Melwam C57BL6 BBoaunu 0,25x108 knetok LLC1 nytem
UHbEKUUN B 0ANH DOK, YTOOLI BbI3BaTb 0bpa3oBaHne onyxonu. Ha cneaytowmii AeHb nocne nMnnaHTauum
ONYXOMNW XXNMBOTHLIX pacnpeaenanu no rpynnamM nevyeHns n HadymHanu nedenue (n=5). ABTLO812 BBoaunu
nepopanbHo B Ao3e 120 Mr/kr/aeHb; aHTuteno kK PD1 BBogunu BHyTpubpiownHHo (B/6) B konuyectee 100

MKI/103y KaXKable TpW [HS, BCero Ao NATU BBeAeHWil; kapbonnaTuH U naknutakcen BBoAUNU B/6 B J03ax
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15 1 5 Mr/kr, COOTBETCTBEHHO, OJIUH pa3 B HeZero, BCero Tpu-4ethipe BBeAeHusA. O6bem onyxonu u mac-

cy Tena peructpuposanu 3 pasa B Hegernio.

PesynbTtathl: JleueHne ABTL0812 n aHTutenom k PD1 + naknutakcen/kapéonnaTH 3Ha4MMo yMeHblLLa-
no o6bEM ONYXONnu No CPaBHEHMIO C KOHTPONbHbLIMM XMBOTHbIMU (ANOVA c nocrneaylowm onpeaeneHu-
em t-kputepus). ddpdektneHoctb ABTLO812 dhakTuyeckn 6bina nogobHa adcpekTnBHoCTU, Habnogaemon
npu nevyeHun gouetakcenom. MIHTepecHo oTmeTuTb, YTo ABTLO812 ycunuean npoTuBoonyxonesoe Aei-
cTBMe gouetakcena. CTaTUCTUYECKMIA aHanu3 nokasar, YTo 3aTa KOMOWHMpOBaHHas Tepanus 3Ha4YuMo
yCUNMBaeT BblPaXEHHOCTb CHWXKEHUS pocTa ONyxonu Mo CpaBHEHWUIO C MPUMEHeHneM JoueTakcena oT-
aenbHo (p<0,001 no t-kputepuio). Kpome Toro, He Habnioganocb CHWKEHMSA Macchl Tena unu nokasate-
nen KpoBu (aHHble He NpeAcTaBrieHbl) HU B OAHON W3 TPYNN fie4eHNns, BKoYas rpynnbl, KOTOPbIM BBOAU-
nn ABTLO812 coBMeCTHO C AOLIETaKCeNoMm, YTo No3BONSAET NpeAnonoXuTb, YTo 3Ta KOMOMHALNS He OKa-

3blBana Tokcuveckoro gencteus. Cm. courypy 17 B HacTosILLEM AOKYMEHTE.

3akntovyeHue: B nutepartype, NocBsLeHHON KceHoTpaHcnnaHntatam LLC1, onucaHo, 4To nevyeHne aHtu-
Tenom kK PD1 HeadhpeKTMBHO Npu 3TUX ONyXOMsiX, XOTS KOMOMHaUus ¢ naknutakcenom/kapbonnaTtuHom
BbI3blBaET 3HAYMMOE YMeHbLUEHNe o6bema onyXonn No CpaBHEHMIO C KOHTPOMbHON rPpynnoii, nonyyasLuei
HocuTenb, 6narogaps NeYeHnto ¢ NPUMEHEHNEM XUMNOTEpanumn KIeTKN ONyxonu CTaHOBATCA UMMYHOTEH-
HbIMW U pacno3HaBaeMbiMU UMMYHHOW CUCTEMON, YTO ycunuBaeTcs noj AelcTBueMm aHTuTena k PD1.
ABTL0812, BBeAEHHbIN OTAENbHO, AEMOHCTPUPYET 3PP EKTUBHOCTb, CXOXKYIO C 3PP EKTUBHOCTLIO aHTK-
Tena k PD1 + naknutakcen/kapbonnaTuH, ogHaKo MNpU BBEAEHUU TPEXKOMMOHEHTHOW KOMOGuHauuu
ABTL0812 + aHTuTteno k PD1 + naknutakcen/kapbonnaTuH ykazaHHasi KOMOMHaALNS Bbi3blBAET 3HAYMMOE
YMeHbLLEHNe obbeMa onyxonu no cpaBHeHMIO ¢ aHTuTenom kK PD1 + naknutakcen/kapbonnatuH, gonon-
HUTENbHO AEMOHCTpPUpPYSA NnoTeHuunanbHbii cuHeprnam ¢ ABTLO812, koTopbll Takke AeNCTBYET Kak UMMY-
HOMOAYNATOP, UHAYLMPYIOWUIA NpoBOCNanUTeNlbHOE NPOTUBOONYXOSIEBOE MUKPOOKPY)KEHNE OMyXOnu, Ko-
TOpO€e MUMeeT CUHEPTUM3M C UHTMOUTOPaMM MMMYHHBIX KOHTPOJSIbHbIX TOYEK, YTO obecneynBaeT 6oree Bbl-
paXeHHOe yMeHblueHUue obbema onyxonu. 3TN pesynbTaTbl CBUAETENLCTBYIOT O TOM, YTO KOMOUHMPO-
BaHHas Tepanusa ABTL0812 nnioc aHTuTeno k PD1 + naknutakcen/kapbonnaTuH, cTaHAapT neveHus ans

nayneHToB C pakoM Nerkoro, MOXetT npeacraBnAaTtb KNUHUYECKNIN NHTEepeC And nevyeHna paka nerkoro.

8.3: [lpomuseopakosass akmusHocmb ABTL0812 omdenbHO wiu 6 KoMbuHauuu ¢ aHmumesiom K
PD1/naknumakcenom/kapbornamuHom 8 Modesu paka /1e2Kkoz20 y Mblulell ¢ UCrofib308aHUeM Kiiemok

LLC1, ssedeHHbIx Mbilwam C57BL6 nymem eHympubproWUHHOU UHbeKyUU.

3apava: M3yuutb npoTuBoonyxoneByio akTuBHOCTb ABTL0812 oTaenbHO U B KOMOUHALMKU C @aHTUTENOM K
PD1 u kapbonnaTtuHom/naknuTakcenom, KOMOMHMPOBaHHOW 3TANOHHOW Tepanuein Ans nevyeHnus paka ner-
KOro 4YernoBeka, OUEeHUTb NoTeHUManbHbI cuHepruam mexay nedyeHnem ABTLO812 n neveHnem aHTute-
nom k PD1+kapbonnaTnHom/NaknmTakcesioM ¢ TOYKU 3PEHUSI YMEHbLUEHUS1 obbema Onyxonu npu UHTpa-

neputoHeanbHoOM pocTe onyxonei LLC1.

MeTtoabl: KneTku kapumHombl nerkoro Jlblonca (LLC1) npeacraBnsiioT cOO0M NUHMIO KIMETOK MbILUK C Bbl-

COKOWN OHKOFeHHOCTbI0, NepBOHAYarnbHO NOSTyYeHHyIo U3 nerkoro melwm C57BL, koTopol uMmnnaHTupoBanu
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MepBUYHYIO KapuuHOMY fnerkoro Jlblonca. 3TU KIEeTKM MOXHO BblpalyuBaTh BHYTPUOPIOLWMHHO Y CUHTEHHBIX
Mblwen C57BL6, npu 3TOM Yy HUX pa3BMBAETCH OYEHb arpeccuBHas oNyxorsb, NPUKpPeNnneHHasa K KULIEYHN-
KY, U MX MOXXHO NCMNOMb30BaTh AS1S OLUEHKN Sie4eHna ¢ NoMoLLbio MMyHoTepanuu. Melwam C57BL6 BBoO-
annu 1x10° knetok LLC1 nyTeM uHbekuuu B GplolLMHY, YToObI Bhi3BaTh obpasoBaHue onyxonu. Ha cne-
AYyIOLNiA JeHb Mocrne UMNMaHTaLMm onyxonm KMBOTHLIX pacnpeaensny no rpynnamM feyeHns N HauymHanm
neveHne (n=2). ABTL0812 seBoaunu nepoparnsHo B 4o3e 120 mr/kr/aeHb; aHTuteno npotus PD1 BBoaunn
BHYTpMOpIoLIMHHO B KonnyecTBe 100 MKI/Ao3y Kaxable TpW AHS, BCEro 40 NATU BBEAEHUIA; naknuTakcen u
kapbonnatuH BBogWUnM B/6 B o3ax 15 n 5 Mr/kr, COOTBETCTBEHHO, OWH pa3 B HeJento, BCero Tpu-vyeTbipe
BBeAeHus. Mocne 14 fHeN neYeHns XMBOTHLIX NoJABeprany 3BTaHa3un n cobupanm onyxonu, pactyLyue B

KNLUEeYHUKe.

Pesynbtatbl: ABTL0812 B koMbuHauum ¢ antutenom k PD1 + naknutakcen/kapbonnaTuH 3Ha4umo
yMeHbLuan o6 bemM onyxonun no cpaBHEHUIO C KOHTporieM, nedyeHnem ABTLO812 u nevyeHnem aHTUTENOM K
PD1 + naknuTakcen/kapbonnatuH B Mogenu KceHoTpaHcnnaHTaTa knetok LLC1 npu BHYTpUO plolULMHHOM
pocTe y mbiwen C57BL6, aeMOHCTpupya BABOe MeHbLnii pa3amep. CMm. durypy 18 B HacTosLem JOKy-

MeHTe.

BoiBoa: Knetku LLC1 MOXHO BblpalyuBaTbh BHYTPUOPIOLWNHHO Yy Mbilieit C57BL6, y koTopbiXx pa3BMBaeTcs
O4YeHb arpeccuBHasi onyxonb, NPUKPENieHHas K KuwevyHnky. TpexkoMnoHeHTHas kombuHaumsa ABTL0812
+ aHtuteno k PD1 + naknuTtakcen/kapbonnaTH CHWKaeT poCcT ONyXonu No CpaBHEHUO C NpUMeHeHUueM
HocuTens, ABTL0812 n aHtuTena k PD1 + naknutakcen/kapbonnatuH. 3Tu pesynbTaTbl CBUAETENLCTBY-
IoT 0 TOM, 4YTO KOMOMHMpoBaHHas Tepanusa ABTL0812 nnioc aHtTuteno k PD1 + naknutak-
cen/kapbonnaruH, ctaHaapT fevyeHus ANns NauueHTOB C pakoM JIerkoro, MOXeT NpeAcTaBnsaTh KNMHUYe-

CKMIn NHTepecC Ana ne4vyeHnsa paka nerkoro.

8.4: MNpomusopakosasi akmusHOCMb U UMMYHOMOOY/IUUS MUKPOOKPYKEHUS OryXxoJiu, oriocpedosaHHas
ABTL0812, e modenu paka nodxesydoyHol ernesbl y Mblel ¢ ucriosib3osaHueM kKnemok MT5, um-

nnaHmuposaHHbix Mbiulam C57BL6.

3apava: M3yunTb NpPOTMBOONYXOSEBYI0O aKTUBHOCTb U UMMYHOMOAYNMpYyloLlee AeNCTBME Ha OMyXornb in
vivo npn npumeHeHun ABTLO812 oTaenbHO M CpaBHUTbL C NpUMeHeHueMm aHTutena Kk PD1, atanoHHoro
neKkapCcTBEHHOIO cpeAcTBa ANS NlieYeHUs pa3nnyHbIX TUNOB paka Yyenoseka. [MpoTusBopakoByto addekTms-
HOCTb OYyAYT OUeHUBaTbL MO YMEHbLUEHUIO 06 beMa Onyxonu, a UMMyHOMOAYNSALMIO MUKPOOKPYKEHUST ony-
XOnu OyAyT oueHMBaTb MO aHanuay MHpUIbLTPaUMM onyxonu WMMYHHBIMU KreTkamu. Nembponusymab
npeacraenset cobom aHTuTeno K PD1 - MHIMBUTOP KOHTPONbHOM TOUKM ANSA NPUMEHEHMUS Y NIOAEN, B 3TOM
npumepe NPUMEHSININ COOTBETCTBYIOLLMIA MOAUULMPOBaHHLIN BapuaHT, ONTUMU3NPOBAaHHbLIV AN NnpuMe-

HEHNA B MoJeENNny MblILLE, I/ICI'IOJ'IbSyeMOI‘/'I B 3TOM npumepe.

MeTtopbl: KneTku MTS npegcraBnsioT coboii MMHUIO KNETOK MbILUW C BbICOKOW OHKOT€HHOCTbIO, UMEeIoLLMX
myTaumn B reHax KRAS 1 p53, nepBoHayanbHO MOMYyYEHHYIO U3 NOAXENYA04HON Xenesbl TPUXKAbl TpaHc-
reHHelX mbliwenn KRAS-p53-Cre (KPC) ¢ ageHOKapLMHOMOW NPOTOKa NOAXKENYA0UYHON Xeneabl. 3TN KneT-

KM MOXHO BblpalyMBaTb MOAKOXHO Y CUHreHHbIX Mblwen C57BL6, npu aTOM y HUX pa3BUBaAETCA OvYeHb
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arpeccumBHasl onyxorib, 1 UX MOXHO WUCMONb30BaTb ANsl OLEHKU NIEYEeHNs1 C MOMOLLbIO MMMYHOTepanuu.
Melwam C57BL6 BBoaunu 2x10° knetok MT5 nyTem uHbekUuu B oauH 60K, YToOLI Bbi3BaTh 0bpasoBaHue
onyxonu. Korga onyxonun umenun o6beMm npumepHo 50 MM3, XXMBOTHbLIX paBHOMEPHO Crny4YallHbiM 0b6pa3om
pacnpedenanu B rpynnbl nevyeHnss (n=9) M HaumHanM pasnuyHble cXeMmbl neveHus. [pynnbl nevyeHus
npeacraenanu coboi rpynnel Hocutens, ABTL0812 n aHTuTena k PD1. ABTL0812 BBogUNM nepoparnbHo
B Ao3e 480 mr/kr/aeHb. AHTuTeno k PD1 BBoaAUNM BHYTPUOPIOLUMHHO B KonmdecTBe 200 MKr/4o3y Kaxable
Tpu aHA. O6beM onyxonu u maccy Tena perucrpuposanu 3 pasa B Hegernto. 10 OKOHYaHUM NeYeHnst Mbl-
Luen noaBepranu aBTaHa3uKM, cobupanu onyxonu u nonyyanu CycneHsnto oTAemNbHbIX KIMEeTOK NyTeM pac-
LenneHns onyxonen ¢ UCNonb3oBaHWEM Cpeabl ANsi pacluenneHns, cogepxalleln KonnareHasy u nunasy,
U JanbHenwen obpaboTtkn TpuncuHom u OHKasoin. Kpome Toro, cobupanu ceneseHkn oT nony4vaBLUMX
nevyeHne Mblllen, n3Menbyanu ¢ NOMOLLbI0 CMTa 1 Nonyvyanu oTAenbHble KIeTKn nocne obpaboTku Tpun-
cuHom n [HKason. Mocrne nonyvyeHnsa KreTOYHbIX CYCNEeH3UN paKkoBble KIEeTKU U UMMYHHbIe KNeTKWU, WH-
GhunbTpUpoBaHHLIE B OMYXONN, OKpalUMBanu ¢ NOMOLLbIO aHTUTeN, cneunduYHbIX K pa3nuyHbiM cybnony-
NAUNSM UMMYHHbBIX KNEeTOK, U Aanee aHanuanpoBanu ¢ NOMOLLbIO NPOTOYHON yuTomeTpun. Mcnonb3osa-
nn cneayowme kombuHayum: knetkn Th1 = CD45+ CD4+ CCR4- CXCR3+, knetkn Th2 = CD45+ CD4+
CCR4+ CXCR3-, muenongHole knetkn = D45+ CD11b+ Ly6C+, n NK-knetkn = CD45+ NK1.1+.

Pesynbtatbl: ABTL0812, BBeAEHHbIN OTAENbHO, AEMOHCTPUPYET NPOTMBOPAKOBYIO 3(hHEKTUBHOCTL B
OTHOLWeHUN onyxonen MT5, 3HauMTeNbHO yMeHbLUass 06beM ONyXonu MO CPaBHEHUIO C rPynmnow, nomny-
YyaBLUeN HOCUTENb, U AEMOHCTpPUpPYET Takylo e 3 eKTUBHOCTb, Kak U neveHne aHtutenom Kk PD1 npu
BBeAEHUW oTAenbHO. Hu npu ofHON U3 cxem fnevyeHust He Habnoganu Kakux-nubo nameHeHWin B macce
Tena Mbllell, a TakKe Kakux-nnbo KMMHUYECKMX MPU3HaKOB TOKCUYHOCTU, Bonm unu ctpagaHus ot 3abo-
neBaHus y XNBOTHbIX. Bonee Toro, ABTL0O812 nHayunpyet yBenuyeHne Konnm4yectsa MMENonaHbIX KNeTok
B ONYXOMnsiX, YTO KOPPENUpPYET C ero cnocobHoCTbio NoTeHuupoBaTb deHoTunbl M1 in vitro, yto conpo-
BOXJAAeTcs yBenuyeHMeM NpoLEHTHOro cogepxaHus B onyxonu NK-KNeToK, KNeTok ¢ NpoTMBOPaKOBOIA
aKTUBHOCTbI0. Kpome Toro, B ceneseHke Mblllen, nonyyaswwimnx ABTL0812, HabnoaaeTcs yBenuyeHne oT-
ek

HoweHna Th1/Th2, 4To CcBUAETENLCTBYET O MNPOBOCNANUTENIbHOM OTBETE WMMYHHOW CUCTEMBI

p<0,001). Cm. curypy 27 B HacToALLEM AOKYMEHTE.

BuiBoa: ABTL0O812 gemoHCTpupyeT npoTuBoonyxonesyo aheKTMBHOCTbL B MOAENN paKa NoaKenyaou-
HOI Xene3bl Y MbILE ¢ UCNONb3oBaHMEM KneTok MT5 nocpefCTBOM MOAYMSALUN MUKPOOKPY)KEHNSA OMy-
XO0nu B HanpaBreHun 6onee NpoBocNanuTENbLHOrO U NPOTUBOOMYXOMNEBOro oKpyeHusi. ABTL0812 yeenu-
yuaeT oTHolleHne Th1/Th2 B ceneseHke, ykasblBalollee Ha NpoBocnanuTernbHOe OKpYXXeHue B cerneseH-
Ke, 0ObIYHO UCMOMb3yeMOe B Ka4eCcTBE MapKepa akTUBaLMu UMMYHHOIM cucTeMbl Mblleli. Kak cneacTeue,
ABTLO0812 nHayumpyeT yBenuyeHne konuyectsa muenonaHolx n NK-kneTok B onyxonsix, YTo ykasbiBaeT
Ha npoBocCnanuUTenbHyo MPOTUBOONYXONIEBYI0 UMMYHHYIO MHUNbTpauuio. BaXHO OTMETUTb, YTO 3TO UM-
MyHOMoOAYNupylolllee AeicTBue, onocpeaoBaHHoe ABTL0812, cyllecTBeHHO Oonee BblpakKeHO MO cpaB-
HeHuio ¢ neyveHnem aHTutTenom kK PD1. Pak nompKenyao4Hol xenesbl CYNTAETCS BbICOKO MMMYHOCYNpec-
CUBHbLIM U HU3KOUMMYHOTEHHbLIM BUAOM ONyXOofewn, Npyu 3TOM UMMYHOTepanusi, npumeHsemas oTAENbHO,
He oKa3sblBaeT Bblpa)KeHHOro 6naronpusATHOrO BO3AENCTBUSA. DTN AaHHble CBUAETENLCTBYIOT O TOM, YTO
ABTL0812 cnocobeH cnocobcTBoBaTh TpaHcopMaL M XONoAHbIX ONyXoren NoaKenya0vHON Xenesbl B

ropsiume u Gonee MMMyHoreHHble onyxonu Gonee acpdekTBHO, YeM aHTuUTeno k PD1, yto obpaljaet
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BHUMaHWEe Ha ero noteHuunanbHyto KOM6I/IHaLI,I/IIO Cc MmmyHOTepanmeﬁ n XI/IMI/IOTepaI'II/IeI7I AnA noBblLLEeHNA

npoTusoonyxoneson ahpekTUBHOCTHN.

8.5: Mpomusopakosas akmusHocmb U UMMYHOMOOYISUUS MUKPOOKPYXeHUs oflyxosu, orocpedosaHHas
ABTL0812 e kombuHayuu ¢ aHmumersnom K PD1 u FOLFIRINOX e modesnu paka rodxeny0o4Holl xenesbl

¥ Mblwel ¢ ucriosibaogaHueM Kiemok MT5, umnnanmuposaHHbix Mbiwam C57BL6

3apava: V3yunTb NpOTMBOOMYXONEBYIO aKTUBHOCTb U UMMYHOMOAYNMpYloLlee AelCTBME Ha OMyXornb in
vivo npu npumeHeHun ABTL0O812, BBogumoro B kombuHauum ¢ aHtutenom kK PD1 un Folfirinox. Mpeabiay-
Lme nccneaoBaHus nokasanu cnocobHoctb ABTL0812 ycunueaTtb NpoTUBOONYXoneBylo 3¢heKTMBHOCTb
Folfirinox, ctaHgapTHON Tepanun ANs NevYeHns nauueHToB ¢ pacnpoCTpaHEeHHbIM pakoM NoaKenyao4HON
Xenesbl, B MOAENN KCeHOTpaHCNnaHTata paka MoXernyAo4vHol Xernesbl YernoBeka C UCMOfb30BaHWEM
knetok MiaPaca2, umnnaHTupoBaHHbIX 6ecTUMyCHbIM Mblliam (npumep 3.1). Ha ocHOBaHMM JaHHbIX O
MOAYNALMU MUKPOOKPY)KEHMS onyxonu, onocpegoBaHHon ABTL0812 in vivo (npumep 8.4), 6bIN0 NpUHATO
pelleHWe NpoTecTUpoBaTb TPEXKOMMNOHEHTHYIO KOMOUHaUWIO C Lenblo oueHkn ee 3P EeKTUBHOCTM ANs
yMeHbLUeHnsi obbema onyxonu. Membponusymab npegcrasnseT coboi aHTuTeno kK PD1 - MHIMbutop KoH-
TPOMbHON TOYKU ANSA NPUMEHEHUs y fnioJen, B 3TOM NpuMepe NPUMEHSANN COOTBETCTBYIOLWMIA MoauduLU-
pOBaHHbLIN BapuaHT, ONTUMU3UPOBaHHLIN ANA NPUMEHEHUS B MOAENN Y MblLUEeN, UCTONb3yeMoll B 3TOM

npumMepe.

MeToabl: Kak u B npumepe 8.4, mbiluam C57BL6 BBoaunu 2x 10° knetok MT5 nytem MHbeKUUn B OAMH
60K, UToObI BbI3BaTb 0Opa3oBaHue onyxonu. Korga onyxonu umenn o6bem npumepHo 50 Mm3, JKUBOTHBIX
paBHOMEPHO cryvaiiHbiM 06pa3oM pacnpeensanu B rpynnbl neveHns (n=9) n HauynHanu pasnuyHble cxe-
Mbl NievyeHuns. Tpynnbl nevyeHns npeactaBnAnyM coboi rpynnel, NonyyaBLlMe HOCUTENb, aHTUTENO K PD1,
ABTL0812 + Folfirinox n TpexkoMmnoHeHTHylo kombuHauuio ABTL0812 + aHTuteno k PD1 + Folfirinox.
ABTL0812 BBOAUNK NepopanbHo B Ao3e 480 mr/kr/aeHb. AHTUTeno k PD1 BBoAUNU BHYTPUOPIOLLMHHO B
konundecTtBe 200 MKr/ao3y Kaxable TP AHS. XUMUoTepaneBTU4eckylo kombuHauuio Folfiinox BBoagunu B/6
OAMWH pa3 B Heaenio, Bcero 4YeTblpe BBeaeHus. 5-PY B gose 30 mr/kr, NeiikoBopuH B Ao3e 50 MI/Kr, MpUHO-
TekaH B Ao3e 50 mMr/kr n okcanunnaTtuH B 1o3e 2,5 Mr/kr BBoaunu B/6 B ABa pasHbIX AHSA. 5-OY 1 neiikoBo-
pWH BBOAWMM MO BTOPHUKaM, @ UPUHOTEKAH M OKcanuniaTtuH - no 4yeTBepram. O6beMm onyxonu u maccy
Tena pernctpupoBanu 3 pasa B Hegermno. o OKOHYaHUN NeYvyeHns MblLen nogBeprany aBTaHasumu, cobu-
panu onyxonu U nosiy4anu CycneHano oTAENbHLIX KEeTOK NyTeM pacLlensieHns onyxonei ¢ NCnosnb3oBa-
HWeMm cpelbl ANs paclyensieHusl, cogepalleil KonnareHasy v nunasy, U ganbHelwein obpaboTkm Tpun-
cuHom n OHKasoi. Mocne nonyvyeHnsa KNeTOYHbIX CYCNEH3UN paKkoBble KIETKU U UMMYHHbIE KNEeTKU, UH-
hbunbTpUpPOBaHHbIE B OMYXONU, OKpaLUMBanu ¢ NOMOLLLIO @aHTUTEN, cneundUYHbIX K pasnnuyHbiM cybnony-
NALMAM UMMYHHBIX KIEeTOK, U Aanee aHanusuposany ¢ NOMOLbIo MPOTOYHON LuToMmeTpun. cnonbaoBa-
nu criegyolwmne KOMOuHauuM: muenounaHole knetkm = CD45+ CD11b+ Ly6C+ u knetkm CD8 = CD45+
CD3-CD8+.

Pesynbtatbl: TpexKoMNoOHEHTHOe KOMOWHMpoBaHHOe rneveHune ABTL0812, aHtTuTenom Kk PD1 u
FOLFIRINOX aemoHcTpupyeT Hanbonee BbipaXeHHOE NMPOTMBOOMYXOIEBOe AeicTBUE ¢ Hanbornee 3Ha-

YAMbIM YMEHbLUEHNEeM obbema onyxoJin no cpaBHeHUto ¢ oCTtanbHbIMU BUAaMN NeYeHnA. Hu npu oaHoMN
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U3 CXeM FeyeHnsi He Habnoganu Kaknx-nmbo M3aMeHeHUn B Macce Tena Mbillei, a Takke Kakux-nméo
KIMUHUYECKMX MPU3HAKOB TOKCUMHOCTM, Gonu nnu ctpaganus ot 3aborneBaHusi y XUBOTHbIX. Mpu aHanuse
MMMYHHON WHUNbTPaLMM onyxonu Habnioganu, YTo npoTuBopakoBasi 3(HeKTUBHOCTb B OTHOLLUEHUN
onyxoneit MT5 6bifia cBsi3aHa CO 3HAYMMbIM YBENUYEHNEM B OMYXOJsIX KONMYECTBa MUENOUAHBIX KNeToK
1 kneTtok CD8, nposiBRsiioLLMX NpOTMBOPAKOBYIO aKTUBHOCTbL W CTUMYFMPYIOLLMX NPOBOCNAnMTENbHbIN e-
HoTun. Hu npu ogHOM W3 ApYrMX BUAOB feYeHns He Habnioganu 3HaYMMOro YBENIMYEHUS KONnM4yecTBa

npoTusoonyxonesbiX kKNnetok CD8 **** p<0,001). Cm. purypy 28 B HacTosILLEM AOKYMEHTE.

BbiBoa: ABTL0812 B kombuHauum ¢ aututeniom kK PD1 n FOLFIRINOX aemMoHCTpupyeT NoTeHUMpoBaHne
npoTuBoonyxonesoi 3heKTMBHOCTU B MOAENN paka NoAKenya04HO enesbl Y Mblllei ¢ UCnonb3oBa-
Huem knetok MTS nocpeACTBOM MOAYMNALMM MUKPOOKPYKEHWS OMyXonu B HanpasreHun 6ornee npoBoc-
nanuTenbHOro u npoTusoonyxornieBoro okpyxeHusa. ABTLO812 BbisbiBaeT yBenuveHne Konuyectsa mue-
NOWAHBLIX KNETOK B OMYyXOSsX, CBA3aHHOE C YBENMYEHNEM KOnnM4ecTBa NPOTUBOPAKOBbLIX UMMYHHBIX KNEeTOK
CD8, uto moxeT obecneunBaTtb Honee npoBocnanuTenibHOe U NPOTUBOPAKOBOE OKpyXeHue. Pak nogxe-
Ny 04HON Xenesbl cHuTaeTcsl BblICOKOUMMYHOCYMPECCUBHON U HU3KOMMMYHOTEHHOWM OMyXOrblo, MpU 3TOM
UMMyHOTepanusl, NnpuMeHsieMasl OTAENbHO, He OKa3blBaeT BblpaXXE€HHOro BnaronpusTHOrO BO3JENCTBUS.
3TN AaHHble CBMAETENbLCTBYIOT O TOM, YTO TPEXKOMMNOHEHTHas kombuHauymsa ABTL0812 + aHTuteno k PD1
n FOLFIRINOX moxeT npeacTtaBnsiTb coboin bonee acphekTUBHYIO anbTepHaTMBY AN NeYeHUst 3Toro

TUNa paka.
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®OPMYIJIA USBOBPETEHUA

1. MpumeHeHne hapmMaueBTUYECKON KOMOMHaLUMM ANS NeyYeHus paka y nayueHTa-4enoBeka,

copeprraLlen:

(A): coeamHerHne COOH-CHOH-(CH2)s-(CH=CH-CH2)2-(CH>)s-CH3 (ABTL0812) unu ero

hapmaLeBTUYECKN NpUeMeMYIO COMb; U

(B1): coeauHeHMe - XUMUOTEpPaneBTUYECKMA areHT, rae coeauvHeHne (B1)
npeacraenseTr cobon No MeEHbLUEN Mepe OAHO COeAUHEHUEe-XMMUOTEPaneBTUYECKUN

areHT, BbiGpaHHbIN U3 rPynnbl, COCTOALEN U3:
TEMO301oMUA3;
TOMOTEKaHa;
NPUHOTEKaHA;
ymknogocdammaa;
pTopypayumna;
okcanunnaTtuHa;
NEenKoBOPUHA; 1
JOKCOPYOULIMHA;

rae A u B1 npeaHasHadeHbl 4Ns 04HOBPEMEHHOrO, pasaenbHOro Unu NocneaoBaTensHOro

BBEJEHUS.

2. MNpumeHeHne apmayeBTU4eckon komOumHauum no n. 1, B KoTopown coegmHeHne (B1)
npeacraensieT cobon MO MEHbLUEN Mepe OAHO COE€AUMHEHUE-XMMUOTEPANEBTUYECKMA areHT,

BbIOPaHHbIN U3 FPYNMbl, COCTOSILLEN U3:
TEMO30NOMUNAQ;
TONOTEKaH3,;
pTopypaumna;

oKcanmnnaTtuHa; n
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NEeNKoBOPUHA.

3. lNpumeHeHne dapmayesTnyeckon komOumHauum no n. 1, B KOTOpon coeguHeHne (B1)
npeacraensieT cobon MO MeEHbLUEN MEPE OAHO COeAUHEHUE-XMMUOTEPANEBTUYECKMA areHT,

BbIOpPaHHbIN U3 rPYMMbl, COCTOSILLEN U3;
NPUHOTEKaHA;
pTopypaumna;
okcanunnaTtuHa; un

NenkoBopuHa.

4. TlpumeHeHue apmayeBTU4eckon KkomOuHauum no n. 1, B KOTOPOW yKasaHHas
dapmaveBTnyeckas komMBuHayms BKIOYaeT ABa nnm 6onee pasnunyHbIX

XMMUOTEPAaNeBTUYECKUX areHTa, U B KOTOPOW coeanHeHne B1 Bknovaer:
WNPUHOTEKAH, NENKOBOPWH, OKCanunnaTuH 1 otopypauun; unm

WPUHOTEKaH, TOMOTEKaH 1 UmMknogochamma.

5. TlMpumeHeHne apmMaleBTUYECKOn KomOuHauMm no nwbomy m3 nn. 1-4, B KOTOPOM
coeguHeHme (A) npegcraesnseT cobon HaTpuesyro conb COOH-CHOH-(CH2)e-(CH=CH-CH>)»-
(CH2)s-CHs (ABTL0812).

6. MNpumeHeHne dapmayesTudeckorn komOuHauum no nwbomy M3 nn. 1-5, B KOTOPOM pak
npeacraensieT cobon No MeHbLUEW Mepe OAWH BUA paka, BbliOpaHHbIA U3 FPYnMbl, COCTOSALLEN

n3:
paka nerkoro;
HEMEINKOKNETOYHOro paKka nerkoro;
MMOCKOKMNETOYHOIO paka;

paka Tvna ajeHoKapLUHOMbI;
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paka 3HAOMETpPUS;

CEepPO3HOro paka 3HAOMETPUS;

3HAOMETPUONIHOIO paKa;

paka noaenyao04HON xenesbl;

rnmobnacTomsl;

PE3NCTEHTHOrO peLnauBMPYIOLLErO paka MONTOYHOM Xenesbl;
paka ronosbl U LLEW;

paka Tuna MHOXXEeCTBEHHOWN MUENOMbI;

HenpobnacTtombl n

XOMNaHMMoKapLHOMbI.

7. MNpumeHeHne dapmaleBTUYecKon koMmOuHaUum no n. 1, B KOTOPOW:

-coegunHeHne (B1) npeacraBnseTr cobOM TEMO3ONOMUE U pak npeacraBnseTr cobon

Henpobnacromy;

-coegunHeHne (B1) npeacraBnsetr coboOM TEMO3ONOMUE U pak npeacraBnsieT cobon

rmuobnacTromy;

-coegnHeHne (B1) npeacraBnser cobon TOMOTEKAH W pak npeacTaBnsieT cobou

Henpobnacromy;

-coegunHeHne (B1) npeacraensieT cobon TONOTEKAH U pak NpeacTaBnsieT cobon pak

NoAXENyL04HOM XKenesbl Unn rmmobnacTomy;

-coegnHeHne (B1) npeacrtaBnsieT cobon UPUHOTEKAH WM pak npeacTaBnsieT cobou

Henpobnacromy;

-coegunHeHune (B1) npeacraBnaeT cobon MPUHOTEKAH U pak npeactaBnseT cobon pak

NoAXKENYA04HON Kenesbl Unu rnmodnacromy;

-coegmHeHune (B1) npeacraesnseTt cobon ymknodochamma v pak npeacrasnseT cobon

Henpobnacromy;
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-coegunHeHne (B1) npepcrtaBnset cobor MPUHOTEKAH, NMEWKOBOPWH, OKCANUMMaTUH W

dhTOPYpPaUMn, 1 pak npeacrasnseT cobon pak NoAKeny 04HON XKenesbl; Unn

-coeguHeHune (B1) npeacrasnset cobon fokCopyOuUMH U pak npeacTaBnsaeT cobon pak

3HLOMETPUS.

8. lpvmeHeHne apmauyeBTU4eckon kombumHauum no nwbomy M3 nn. 1-7, B KOTOPOM

coefunHeHune (A) BBOAAT NepoparnbsHo.

9. lNpumeHeHne dapmayesTnyeckon kombumHauum no n. 8, B KOTOPOM BBOAMMAS 403a
coeauHeHus (A) npeacrasnaet coboun cyTounyto gosy ot 200 mr go 7000 mr, 6onee KOHKPETHO
CYTOYHYI0 03y oT 1500 mr go 5000 wmr, ewe 6onee KOHKPETHO CyTOYHYO fo3y oT 3000 mr go

4700 mr, n 6onee KOHKPETHO CyTOYHYIO 403y oT 3500 mr go 4300 wr.

10. lMpwmeHeHue dapmayeBTU4eckon kombuHaumm no nwbomy m3 nn. 1-9, B KOTOPOM

coeguHeHue (B1) BBOAAT nepoparnbHO.

11. NMpumeHeHne dapmaleBTUHeCcKon kKomounHaymm no ndomy 13 nn. 1-10, B KOTOPOM:

-coeguHeHune (B1) npeacraenseTt cobon TEMO30noMma 1 ero BBOASAT B BUAE Kancyn Unu

TabneTok ANs NepopanbHOro BBEAEHWS;

-coeguHeHune (B1) npeacraBnsaer cobon TONOTEKaH U €ro BBOAAT BHYTPUBEHHO B BUAE

MHY3NOHHOrO pacTBopa;

-coeguHeHune (B1) npeacrasnset cobon MPUHOTEKAH U €ro BBOAAT BHYTPUBEHHO B BUAE

WMHY3NOHHOMO PacTeopa,

-coeguHeHune (B1) npeacrasnsaeT cobon ymknodochamma 1 ero BBOAAT BHYTPUBEHHO B

BUAE MHAY3NOHHOrO PacTBopa;

-coegunHeHne (B1) npeacrasnsier cobon prtopypauun m ero BBOAAT BHYTPUBEHHO B

BUAE MHAY3NMOHHOrO PacTBopa;

-coeguHeHune (B1) npeacraensietr cobon okcanunnatvH U €ro BBOASAT BHYTPUMBEHHO B

BUAE MHAY3NMOHHOrO PacTBopa;
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-coeguHeHune (B1) npeacraenseTt cobon NeNKOBOPUH 1 €ro BBOAAT BHYTPUBEHHO B BUAE

WNHPY3NOHHOIO pacTeopa; Unu

-coeguHeHune (B1) npeacraensietr cobon gOKCOPYOMUMH N €ro BBOASIT BHYTPUBEHHO B

BUAE NHPY3IMOHHOrO pacTeopa.

12. lpumeHeHne apmayeBTuieckon kombuHauum no nwbomy u3s nn. 1-11, B KOTOPOM
hapmaueBTuyeckas KomOmHaumsa npeacrasnsetr cobon eauHy KOMMO3ULMIO, BKITHOHAOLLYHO

coefuHeHune Kak (A), Tak n coeanHeHue (B1).
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