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INPUMEHEHUE AHTUTEJIA K PD-1 B KOMBUHAIINU C AHTUTEJIOM K
CD30 BJIEYEHUH PAKA

OIIMCAHUE

006JaCcTh TEXHHKH, K KOTOPOIi OTHOCUTCH HACTOsIIee H3o0peTeHue

[0001] Hacrosiimee packpbIThe OTHOCHTCS K CIOCOOaM JIeYeHHsI OMyXOJU y CyObeKTa,
npeayCMaTPUBAKOIINM BBeeHHE CyObekTy aHTuTeNna K Oenky-1 3anporpaMMUpOBaHHOM rubesH
kjetok (PD-1) u anturena k CD30. CorjiacHO HEKOTOPBIM BapUaHTaM OCYIIECTBIICHUS OMyXOJIb
npoucxoaut u3 JumMpombl. COraCHO OMpeAeNieHHbIM BapHaHTAM OCYINECTBJICHHS OMyXOJb

NPOUCXOIUT U3 JTUM(POMBI XOKKHHA, HEXOIKKUHCKON JTUM(POMBI MITH UX KOMOWHALHH.

IlpenmecTBYOIINHA YPOBEHb TEXHHKH HACTOSIIET0 I/I306D6T€HI/IH

[0002] Dopmbl paka y 4YenOBEKa MNPEAYyCMATPUBAIOT MHOXKECTBO TI€HETUYECKHX H
SIMUTEHETUYECKNX  HM3MEHEHHWH, B  pe3yJibTare KOTOPbIX OOpa3ylOTCs  HEOAHTHUI€HBI,
NOTEHIMAJIBHO Y3HaBaeMble UIMMYHHOH cuctemoit (Sjoblom et al., (2000) Science 314:268-74).
AnanTuBHas IMMYHHAs cUCTeMa, ipeaycMarpusaromas T- u B mumorursl, o0nanaer MOLUTHBIM
NPOTUBOPAKOBBIM TOTEHIMAJIOM, C IIHPOKUM JAHUANAa30HOM CIOCOOHOCTEH M HCKIIOUUTENBbHON
cneun(pUYHOCTBIO B OTHOIIEHHHM OTBETA HAa pasjM4YHbIE OIyXOJieBble aHTUreHbl. Kpome ToOro,
UMMYHHAasI CUCTEMA XapaKTEePU3YeTCsl CYLIECTBEHHON IIACTUYHOCTBIO U COCTABIISIOLIECH B BUIE
UMMYHHOH MaMsATH. Y CHEIIHOE HCIONb30BAHME BCEX STUX CBOWCTB aAalTHUBHON HMMYHHOHN
CHCTEMBI Cl1eNajio Obl IMMYHOTEPAITHIO YHUKAJIBHON CPEIN BCEX METOJOB JICUEHUS PaKa.

[0003] /o HemaBHEro BpeMeHH MpH Pa3pabdOTKe UMMYHOTEpANUHM pakKa 3HAYUTEIbHbIC
ycwnust  Obutn  COKYCHpPOBaHBI HAa  MOAXOJAX, KOTOpble OOECIEeYHBAIOT  yCUIICHHE
NPOTHUBOOIYXOJIEBBIX MUMMYHHBIX OTBETOB 32 CYET AJONTHBHOTO IMEPEHOCA AKTUBHPOBAHHBIX
5P PEKTOPHBIX KIETOK, MMMYHHM3aLMH B OTHOLIEHHUH COOTBETCTBYIOLIUX AHTUI'CHOB WJIH
obecrieyeHns1 HecTeU(UIECKUX HMMYHOCTHMYJIUPYIOIIMX CPEACTB, TAKHX KaK LUTOKHUHBL
OnHako 3a moOCienHee AECATUIICTHE HAMpPSDKEHHbIE YCWIHSA MO pa3paboTke crenuduyecKux
UHTHOUTOPOB CHTHAJIBHBIX NMyTEH C y4acTHEM KOHTPOJIBHBIX TOYEK MMMYHHOTO OTBETa Halli
Ha4yajo HOBBIM HMMYHOTEPANEBTHUECKUM MOJAXONaM K JICYCHUIO paka, BKIIOYas pa3padoTKy
anrutena, umummmymada (YERVOY®), koropoe cessbiBaercs ¢ CTLA-4 u unrubupyer ero,
IUISl JIEYeHUs] TAIMEeHTOB ¢ reHepaiuszoBaHHoW menmaHomoin (Hodi et al., 2010 N Engl J Med
363:711-23) u pa3paboTKy aHTUTEN, TaKUX Kak HUBOIyMad u memOponm3ymad (paHee
U3BECTHBI Kak JsamOponm3ymad;, HasHaueHne cosera USAN, 2013 rom), xortopsie

crieln(pUIeCKU CBSI3BIBAIOTCS € perentopoM-1 3amporpammupoBanHoi rudenu kiaerok (PD-1) u
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onokupyrot naruoupyomuii nyte PD-1/murann PD-1 (Topalian ef al., N Engl J Med 366:2443-
54 (2012a); Topalian et al., Curr Opin Immunol 24:207-12 (2012b); Topalian et al., J Clin Oncol
32(10):1020-30 (2014); Hamid ef al., N Engl J Med 369:134-144 (2013); Hamid and Carvajal,
Expert Opin Biol Ther 13(6):847-61 (2013); u McDermott and Atkins, Cancer Med 2(5):662-73
(2013)).

[0004] HampasnenHas Tepanusi B OTHOLICHUHM HMMYHHBIX OTBETOB, PEryJIHpYyeEMbIX
HECKOJIbKUMH HEU30BITOUHBIMH MOJIEKYJISIPHBIMH ITyTSIMH, MOXKET OOECIeuuTh YIIydllIeHHe
NPOTUBOOIYXOJIEBOW UMMyHoTepanuu. OJHAKO HE BCe KOMOMHALMH XapaKTEePH3YIOTCS
npuemjieMori  Oe3omacHocThio  wuimu 3 dexTuBHOCTRIO. OcTaercss MOTPeOHOCTH B
KOMOWHHPOBAHHBIX TEPANIEBTUYECKHUX IMpenaparax ¢ NpuemiaeMbIM npoduiaeM Oe30macHOCTH U
BBICOKOH  3(p(EeKTHBHOCTBIO, KOTOpble O00ECHEUMBAIOT YCHJIEHHE IPOTHBOOITYXOJIEBbIX
UMMYHHBIX OTBETOB IO CPAaBHEHUIO C MOHOTEpanuedl W JAPYrUMH UMMYHOTEPaIeBTUUECKUMHU

KOMOUHALASIMUA.

Kpartkoe packpbITHE HACTOSIIEr0 H300pPEeTeHU

[0005] Hacrosiimee packpbITHEe OTHOCUTCSI K CIOCOOY JiedeHHs] CyOBeKTa, CTPaTaroIero
OT OIyXOJH, MPOUCXOAIMEH U3 HEXOMKKUHCKON JTUM(POMBI, MpenyCcMaTPUBAIOLIEMy BBEICHUE
cyOBekTy: (a) aHTUTeNa WJIM €ro AaHTUT'CHCBS3BIBAIOIICH YacTH, KOTOPbIe CHeHU(pUUIECKH
CBSI3BIBAIOTCS C peLentopoM-1 3amporpammupoBaHHOll rudenn kinerok (PD-1) u uHrnOupyrot
akTuBHOCTH PD-1 («antuTeno k PD-1»); u (b) aHTHTENa MK €r0 aHTUT'€HCBA3BIBAIOIIEH YacTH,
Kotopsle cnenuduuecku cps3biBaoTcs ¢ CD30 («antuteno k CD30»). CornacHO HEKOTOPHIM
BApUAHTAM OCYILNECTBIICHUS HEXOIKKUHCKAs JTMM(pOMa MPeNCcTaBiIsieT COO0H PelMANBHYIO HIIH
pedpakTepHyr0  HEXOKKMHCKYyr0  JuMmpomy. CormacHoO  OmpenejeHHbIM  BapHaHTaM
OCYILECTBIICHHUs HEXOJKKUHCKasl JTuM(poMa BbIOpaHa U3 IPyMIibl, cocTosimen u3 nuddysHoit B-
kpynHokyerounoit mumdomer (DLBCL), nepudepuueckoit T-knerounoit mumdomer (PTCL),
kokHOM T-knerounoit mumdomer (CTCL) u mroboi mx KoOMOMHALINAY.

[0006] Hacrosiimee packpbITHe TakKe OTHOCHTCS K CIOCOOy JiedeHusi CyObekTa,
CTPAJIAIOIIEro OT OMyXOJH, MPOHCXOAAIIeH u3 JUMGpOMBbI XOMKKHUHA, MPEnyCMaTPUBAIOLIEMY
BBeneHne cyOwekty: (a) antutrena k PD-1; u (b) antutena x CD30. CorinacHO HEKOTOpPBIM
BapUAHTaM OCYIIECTBICHUs JuMpoMa XOKKHHA TPEACTaBIAET COOOH KIIACCHYECKYIO
mm¢pomy Xomxkkuna (cHL).

[0007] CornacHO HEKOTOPBEIM BapHUaHTaM OCYILIECTBJIEHUs OMyXOJb COAEPKUT OIHY WU
HECKOJIBKO KJIETOK, KOTopble skcmpeccupyiorT CD30. CornacHo ompeneaeHHbIM BapHaHTam

OCYIECTBJIEHNsI 110 MeHbIlel Mepe 1% onyxoneBbIx ki1eTok 3kcnpeccupyrot CD30.
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[0008] CormacHo HeKOTOpPBIM BapuaHTaM oOcyliecTBieHus aHtuteno k CD30
nepekpecTHO KOHKypupyeT ¢ cACI10 3a cBsazpiBanue ¢ CD30. CornacHO HEKOTOPBIM BapUaHTaM
ocymectsienus antureno k CD30 npenycmarpusaer cAC10. CornacHo HEKOTOPBIM BapuaHTaM
ocymectsineHus antureno k CD30 npencrasnser codoii antureno k CD30, KOHBIOTHPOBAHHOE €
TEpaNeBTHUECKUM CpeACTBOM («koHbrorar anturena Kk CD30 u nexapCTBEHHOrO CPENCTBay).
CornmacHo  ompeneNeHHbIM  BapUaHTaM  OCYLIECTBJIEHMs  TEpAaleBTUYECKOE  CPEICTBO
npeaycmarpuBaer MoHomerua aypuctaTiH E (MMAE). CornacHo OIHOMY KOHKPETHOMY
BapuaHTy ocyuiectBieHus antureno kK CD30 npencrasnsier codoii OpeHTykcuMad BEIOTHH.

[0009] CormacHO HEKOTOpPHIM BapuaHTaM OCYyINECTBJIEHUs aHtuTeno k PD-1
NEePEKPECTHO KOHKYpUpPyeT ¢ HuBoaymabom 3a cBsisbiBaHue ¢ PD-1 uyenoseka. Coriacho
HEKOTOPBIM BapHUaHTaM OCYILECTBIEHUs aHTUTENO K PD-1 cBs3bIBaeTCs C TEM K€ SMUTOINOM, YTO
u HuBOJIyMaO. CorlacHO OIHOMY KOHKPETHOMY BapHaHTy OCYIIECTBJICHHs aHTUTENO K PD-1
npesacTaBisieT coboit HUBOIyMao.

[0010] CormacHo ompeneseHHbIM BapHaHTaM OCyLIECTBIeHHUs aHTUTENO0 K PD-1 BBOZSAT
B /103¢ TO MeHbIIeH Mepe NMPUOIM3UTENbHO 3 MI/KI Beca Tejla OAWH pa3 NPUOIH3UTEIHHO
kaxaplie 2 Henenu. CormacHO HEKOTOPBIM BapuaHTaM ocyluecTBieHus: antureso k CD30 BBogsT
B 03¢ 1,8 MI/Kr Beca Tena OauH pa3 NPUOIH3UTEIBHO KaKbIe 3 HENeIH.

[0011] CornacHO HEKOTOPBIM BapHUaHTaM OCYLIECTBJICHHS OMyXOJb COACPIKUT OAHY HIIH
HECKOJIbKO KJIETOK, KOTOpbIe okcnpeccupytoT PD-L1, PD-L2, unu xak 0HO, Tak U APyTroe.

[0012] CormacHO HEKOTOPBIM BapHaHTAM OCYIIECTBIEHHS CYOBEKT TMOJy4aa [0
MEHbLIEH Mepe OJHO TpeALIecTBYIOIlee XUMHOTepaneBTudeckoe JjedeHue. CoriacHo
OIIpeIeJICHHBIM BapHAaHTAM OCYLIECTBJIEHHs Y CyObekTa He Ha0momaincs OTBET Ha
MpEeILIECTBYOLEEe XUMUOTEPAIIEBTUUECKOE JICUEHUE.

[0013] CormacHO HEKOTOPHIM BapUaHTaM OCYILIECTBJICHUS CHOCOO TOMOJHUTEIBHO
NpelyCMaTpuBaeT MPUMEHEHHWE Yy TNalMeHTa TPAHCIUIAHTALMM CTBOJIOBBIX KJIETOK MOCIe
BBeneHust anturteia Kk PD-1 u anturena xk CD30.

[0014] Hacrosimee packpbITHE IOMOJHUTENBHO OTHOCHTCS K HaOOpy Ui JICUEHHS
CTpajaroIIero OT paka cyObekTa, mpudeM Habop comepkuT: (a) JO3MPOBKY aHTUTENa K PD-1 B
aHanasoHe OT NMPUOIM3UTENBHO 4 Mr 10 npudbausuTenpHo S00 mr; (b) mo3y anturena k CD30 B
nuanaszoHe oT mnpudmmsurensHo 0,1 Mr no mpubmmsurensHo 500 Mr; u (C) MHCTPYKLIUH IO
npumeHeHuro anturtena k PD-1 u anturena k CD30 B ciocobe.

[0015] Hacrosimee packpbITHE IOMOJHUTENBHO OTHOCHTCS K Ha0Opy Ui JIeUEHHs
cTpajaromero ot JuM(poMel CyObekTa, mpuaeM Habop conepKuT: (a) JO3UPOBKY aHTHTENA K PD-

1 B nuanaszone ot npubmusutensHo 4 Mr 1o npubdausurensHo S00 mr; (b) no3y OpeHTykcnmada
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BEJIOTMHA B auamna3oHe oOT mnpudmmsutensHo 0,1 Mr go npubnusurensHo 500 mr; u (¢)
MHCTPYKLUH 10 puMeHeHmto antutena k PD-1 u 6pertykcumada BenoTrHa B criocode.

BapuanTe! ocy1iecTBieHUs

[0016] E1.  Cmocob neuennsi cyObeKTa, CTPaJaroLIero OT OMyXOJIH, MPOUCXOIALIEH 13
HEXOJIKKUHCKOH JTMM(OMBI, MpeayCcMaTpUBAIOIINN BBeieHHe CyOBeKTy: (a) aHTUTeNa MU ero
AHTUTEHCBSI3BIBAIOIIEH YacTH, KOTOpble CHELU(UUECKH CBS3BIBAIOTCA C  PelenTopoM-1
3arnporpaMMupoBaHHO# rudenu kietok (PD-1) u unruOupyror aktuBHocTh PD-1 («aHTHTENO K
PD-1»); u (b) aHTHTEeNa WIM €ro AHTHICHCBS3BIBAIOIIEH YacTH, KOTOpbIE CHeUU(pUIeCKU
cesi3biBaroTCst ¢ CD30 («anTTeno k CD30»).

[0017] E2. Cmocob6 cornmacHo BapuwaHTy ocyumiectBieHuss El, B koTopom
HEXO/UKKUHCKast JUM(pOMa TMpencTaBiseT co0OH  pPEeUUIMBHYIO WIH  peppaKkTepHYIO
HEXOJIKKHUHCKYIO JIUM(pOMY .

[0018] E3. Cnoco0 cormacHo Bapuanty ocymectBieHuss E1 wimn E2, B koropom
HEXO/UKKMHCKass JuMdoma BbiOpaHa U3 Tpymmel, cocrosimed u3 audpdysHoi B-
kpynHokinerounoit mumdomer (DLBCL), nepudepuueckoit T-knerounoit mumdomer (PTCL),
kokHOM T-knerounoit mumdomer (CTCL) u mroboit nx KoMOMHAINY.

[0019] E4.  Cmocob neuyernnsi cyObeKTa, CTPAJAIOLIEro OT OMyXOJIH, MPOUCXOISIICH 13
muM¢pombl XOKKUHA, NIPEayCMaTPUBAOIUN BBeAeHHe cyObekTy: (a) antutena k PD-1; u (b)
anturena k CD30.

[0020] ES. Cmocob corimacHo BapuaHTy ocyiuectBieHusi E4, B xoropom numdpoma
XOomKKIHA IPEACTaBIIsieT OO0 Kiaccuueckyro numbpomy XomkkuHa (CHL).

[0021] E6. Cnocob cormacHo nroboMy u3 BapuaHToB ocyuiectBienus E1-ES5, B
KOTOPOM OMYyXOJIb COAEPKUT OAHY MJIM HECKOJIBKO KIIETOK, KOTOpble skcrpeccupyroT CD30.

[0022] E7. Cnoco0 coriacHo BapuaHTy ocyliecTBieHus: E6, B KOTOPOM MO MeHbLIEH
mepe npudmusutesnpHo 0,1%, mo menbmeidl mepe npudamsurenbHo 1%, mo MeHbluel mepe
npubnusutensHo 2%, MO MeHbled Mepe mnpuOnm3urenbHo 3%, TO  MeHbIIeH Mepe
npubnusutensHo 4%, 1O MeHbled Mepe mnpuOnm3uTensHo 5%, WO MeHbIueH Mepe
npubnusutensHo 6%, MO MeHbIed Mepe mnpuOIm3uTensHO 7%, TO MeEHbIIeH Mepe
npubnusutensHo 8%, MO MeHbled Mepe mnpuoOnmsuTensHo 9%, WO  MeHbIueld Mepe
npubnusutensHo 10%, mo MeHpeld wMepe npubmmsurensHo 15%, 1o MeHblueld Mepe
npubnusutensHo 20%, 1o MeHbplned wMepe npuOmM3uUTEeNnsHO 25%, MO MeHbIIed Mepe
npubnusutensHo 30%, mo MeHbplned Mepe npubamsuTenbHo 35%, MO MeHbIIeH Mepe
npubnusutensHo 40%, 1o MeHbplied wMepe npubmmsuTrensHo 45%, 1Mo MeHbIIed Mepe

npubnusutensHo 50%, 1o MeHbplned Mepe mnpubmmsurenbHo 60%, 1Mo MeHblued Mepe



5
npubnusutensHo 70% wunu mo MeHbined Mmepe npuOnm3nuTenbHO 80% OMyXONEBBIX KIIETOK
skcnpeccupyrot CD30.

[0023] E8. Cnoco0 coriacHo BapuaHty ocyiiectsieHuss E6 wnmu E7, B koropom
npubIU3UTENBHO 1O MeHbLIeH Mepe 1% onyxoneBbIx KJIeToK skcnpeccupyoT CD30.

[0024] E9. Cnocob cormacHo nroboMy u3 BapuaHToB ocyuiectBienus E1-E8, B
KOTOPOM BBeJIeHHE 00eCTIeYNBAET JICYEHUE OITyXOJIH.

[0025] E10. Cmocob corjacHo nr0OOMy U3 BapHaHTOB ocyiuectBieHus E1-E9, B
koTopoM anTuTeso k CD30 nepexpectHo koHKypHpyeT ¢ cAC10 3a cesaspiBanue ¢ CD30.

[0026] E11. Cmocob corimacHo nr0OOMy U3 BapuaHTOB ocyluectBieHus E1-E9, B
koTopoM anTuteno k CD30 npenycmarpusaer cAC10.

[0027] E12. Cmnocob cormacHo mobOomy u3 BapuaHtoB ocyinectsieHuss EI-El1, B
kotopoMm antuteno k CD30 mpencraBisier codoit amtuteno k CD30, KOHBIOTHPOBAHHOE C
TEPANeBTHUECKUM CPEeNCTBOM («KOHBIOTAaT aHTHTeNa K CD30 1 IeKapCTBEHHOTO CPENICTBAY ).

[0028] E13. Cmocob® cormacHO BapuaHty ocymecTBienus El2, B KoTOpom
TeparneBTUYECKOE CPEICTBO MpeyCMaTPUBAET AaHTUHEOIUIACTUYECKOE CPECTBO.

[0029] E14. Cmocob6 cormacHO BapuaHty ocymecTsienus El13, B koTopom
AHTHHEOIUTACTUIECKOE CPEICTBO MPEACTABIAECT COOOH aHTUMUTOTHYECKOE CPEICTBO.

[0030] E15. Cmocob cormacHo jrobomy w3 BapwaHTOB ocyinectsieHust E12-El14, B
KOTOPOM TE€paIeBTHYECKOE CPEACTBO Mpeny cMaTpusaeT MoHoMeTHn aypuctatud E (MMAE).

[0031] E16. Cmocob cormacHo jrobomy u3 BapuantoB ocyiuectsieHuss E12-E15, B
KOTOpOM KoHbIOraT aHturenra k CD30 u nexkapCTBEHHOrO CpEeACTBa JOMOJHUTEJIBHO
NpeayCMaTpUBaeT JIUHKEP MEXKAY TePareBTUYECKUM CPEACTBOM U AHTUTEJIOM.

[0032] E17. Cmnocob cormacHO BapuaHTy ocyluecTBieHHss E16, B KOTOPOM JIMHKEp
npeACTaBIIsIeT COOOM pacIlerIsieMblii JIMHKED.

[0033] E18. Cmnocob cormacHo mobOomy u3 BapuaHtoB ocyiuectsieHuss EI1-E17, B
koTopom antuteno k CD30 npencrasisier co0oit OpeHTy KCcUMad BETOTHH.

[0034] E19. Cmocob cormacHo mobOomy u3 BapuaHtoB ocyinectsieHuss EI-E18, B
KOTOpOM aHTuTeNo K PD-1 mepekpecTHO KOHKYpHUpYeT ¢ HHBOJIyMaOoM 3a cBsizbiBaHHe ¢ PD-1
YeloBeKa.

[0035] E20. Cmocob cormacHo mobOomy u3 BapuaHtoB ocyinectsieHuss EI1-E19, B
KOTOPOM aHTUTENO K PD-1 CBSI3BIBAETCSI ¢ TEM K€ SMUTOIOM, YTO U HUBOJIyMad.

[0036] E21. Cmocob cormacHo mobOomy u3 BapuaHtoB ocyiuectsieHus: EI1-E20, B
koTopoMm aHtuteno k PD-1 mpencraBisier coOolf XMMepHOE aHTHTENO, TyMaHH3UPOBAHHOE

AHTHUTECJIO, MOHOKJIOHAJIbBHOC aHTHUTECJIO YCJIIOBCKA WM UX YaCTh.
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[0037] E22. Cmocob cormacHo mobOomy u3 BapuaHtoB ocyiuectsieHuss EI1-E21, B
KoTopoM aHTHTeNno K PD-1 comepkuT KOHCTaHTHYIO OONacTh TSDKEIOH LemH, KOoTopas
npoucxoaut u3 uzoruna IgG1 wnu IgG4 uenosexa.

[0038] E23. Cmocob cormacHo moOomy u3 BapuaHtoB ocyiuectsieHust EI1-E22) B
KOoTOpoM anTuteno k PD-1 npencrasser coboit HuBOIyMao.

[0039] E24. Cnoco0 cormacHo mo0OoMy M3 BapuaHTOB ocyuectBienus E1-E22, B
KoTOpoM aHTuTeNo Kk PD-1 npencrasser codoit memOposn3ymad.

[0040] E25. Cmnocob cormacHo moOomy W3 BapuaHTOB ocyiuectsieHuss E1-E24, B
KOTOpOM aHTHUTeNIo K PD-1 BBOAST B 03¢ B IMANa3OHE OT MO MEHbINEH Mepe MPUOITH3UTENBHO
0,1 Mr/kr 100 mo MeHblIeH Mepe mnpuoOmmsHTeapbHO 10,0 MI/Kr Beca Tena OXMH a3
npuOIU3UTENBHO Kaxble 1, 2 nim 3 Hepenu.

[0041] E26. Cnoco0 coriacHo BapuaHTy ocyuiecTsierus E25, B KOTOpoM aHTHTENO K
PD-1 BBOmAT B m03¢ MO MEHbLIEH Mepe NPUONU3UTENBHO 3 MI/KT Beca Teja OOUH pas
NpUOIU3UTENBHO KaXK/IbIe 2 HEeTIH.

[0042] E27. Cmocob cornmacHo mobOomy w3 BapuaHToB ocyinectsieHus: E1-E24, B
KOTOpOM aHTUTeNO K PD-1 BBOAAT B MOCTOSIHHOM 103€.

[0043] E28. Cmocob coriacHo obomy u3 BapuaHToB ocymuecteienus: E1-E24 u E27,
B KOTOpOM aHTHUTENO K PD-1 BBOAST B MOCTOSHHON 103€ MO MEHbIIEH Mepe MPUOITH3UTEIBHO
200 Mr, mo MeHblnelt Mepe npudbau3uTenpHO 220 Mr, Mo MeHbLIEH Mepe NPUOIH3UTEIBHO
240 Mr, mo MeHbIlIel Mepe NpuOIM3UTENBbHO 260 Mr, Mo MeHbLIeH Mepe NPUOIH3UTEIBHO
280 mr, mo MeHbwed Mepe npuOnuuTenbHo 300 Mr, MO MeHbLIeH Mepe NPHOIU3UTEIBHO
320 Mr, mo MeHbLIeH Mepe npuOMU3UTENbHO 340 MI, MO MeHbIIeH Mepe NPUOIH3UTEIBHO
360 mr, mo MeHblneil Mepe npudIU3UTENbHO 380 Mr, MO MeHbLIEH Mepe NPHUOIH3UTETHHO
400 Mr, mo MeHblnel Mepe npubIU3UTENEHO 420 Mr, Mo MeHbIIEH Mepe NPUOIH3UTEIHHO
440 mMr, mo MeHbInel Mepe NpuUOIU3UTENBbHO 460 Mr, Mo MeHbIIEH Mepe NPUOIH3UTEIHHO
480 mr, mo MeHbIueil Mepe npuOIM3UTENHHO S00 MI WJIM 1O MEHbIIEH Mepe MPHOIH3UTEIHHO
550 mr.

[0044] E29. Cmocob cornacHo mobomy u3 BapuaHToB ocyinecteienus: E1-E24, E27 u
E28, B xoropom anTtHTeno k PD-1 BBOmAT B MOCTOSIHHOW 03¢ MPHUOJIM3UTENBHO OOWH pa3
kaxzapie 1, 2, 3 unu 4 Hepgenu.

[0045] E30. Cmocob cormacHo mobOomy u3 BapuaHTtoB ocyinectsieHuss EI1-E29, B
kotopoM aHTHUTENO K PD-1 BBOZAT mo Tex mop, moka He Oyaer HaOMIOAATbCS KIMHUYECKAs
MOJIb3a WM II0OKa HE BO3HHMKHET HEKOHTPOJHpPyeMas TOKCHUYHOCTb WIM INPOrPeCcCUPOBAHUE

3a00J1eBaHUsL.
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[0046] E31. Cnoco0 cormacHo moOoMmy u3 BapuaHToB ocymectsierus E1-E30, B
koTopoMm aHturesio Kk CD30 BBOIAT B A03€ B AMANA30HE OT IO MEHBIIEH Mepe MPUOIH3UTENIbHO
0,1 Mr/kr no mo MeHblIeH Mepe npubmusuTenpHo 180 Mr/kr Beca Tema OOUH  pas3
npubIN3NUTENBHO Kaxable 1, 2 nnm 3 Hepenu.

[0047] E32. Cnocob cormacHo mobOoMmy u3 BapuaHToB ocymectsienus E1-E31, B
kotopoM aHtutesno k CD30 BBOAAT B A03€ B AMANa30HE OT MO0 MEHbIIEH Mepe MPUOIH3UTETbHO
1,0 Mr/kr 10 Mo MeHblIeH Mepe mpUOIM3UTENbHO 10 MI/KT Beca Tesla OJUH pa3 MPUOIU3UTETHHO
Kaxzpie 1, 2 wiu 3 Hemenu.

[0048] E33. Cnoco0 cormacHo moOoMmy M3 BapuaHToB ocymectsienus E1-E32, B
koTopoM aHtuTeso kK CD30 BBOAST B 03¢ MO MeHbIIEH Mepe MPUONTH3UTENLHO 2 MI/KT Beca
TeJa OJUH Pa3 NMPUOIH3UTEIIPHO KaXKIble 3 HENeIH.

[0049] E34. Cnoco0 cormacHo moOoMmy u3 BapuaHToB ocymectsienus E1-E32, B
koTopoMm aHtHTeno k CD30 BBomsaT B mo3e 1,8 MI/Kr Beca Tena OOWH pa3 NMPUOIH3UTENBHO
KaKZble 3 HEOEeu.

[0050] E35. Cnoco0 cormacHo moOoMmy M3 BapuaHToB ocymectsienus E1-E34, B
kotopoMm antuteno k CD30 BBOmAT m0 Tex mop, moka He OyaeT HaOmomaTbCs KIMHHUYECKas
NOJjib3a WJIM TOKAa HE BO3ZHUKHET HEKOHTPOJHUpPYeMas TOKCUYHOCTb WM MPOrpecCUpOBaHUE
3a00NeBaHMUs.

[0051] E36. Cnoco0 cormacHo moOomy u3 BapuaHToB ocywectsienus E1-E35, B
xoTopoM antutena k PD-1 u CD30 cocraBneHsl 111 BHy TPUBEHHOT'O BBEJICHUSI.

[0052] E37. Cnocob® cormacHo moOoMy Hu3 BapuaHTOB ocyuiectBieHus E1-E36, B
koTopoMm antutena k PD-1 u CD30 BBOIsT nocnenoBaTeNbHO.

[0053] E38. Cnoco0 cormacHo moOoMmy u3 BapuaHToB ocywmectsienus E1-E37, B
kotopoM antutena k PD-1 u CD30 BBomsAT ¢ pa3nuueit B 30 MUHYT IpyT OT apyra.

[0054] E39. Cnoco0 cormacHo moOoMmy u3 BapuaHToB ocymectsienus E1-E38, B
koTopoM aHTuteno kK PD-1 BBomsAT 10 BBeaeHust antutena k CD30.

[0055] E40. Cmocob cormacHo mobOomy u3 BapuaHtoB ocyinectsienuss EI1-E39, B
koTopoM antuteso k CD30 BBonAT 10 BBeaeHus: antutena k PD-1.

[0056] E41. Crocob cormacHo mobOomy w3 BapuaHTtoB ocyinectsieHuss EI1-E36, B
koTtopoM aHTHTENO K PD-1 u antutreno k CD30 BBOAST OOHOBPEMEHHO B BUAE OTAEIBHBIX
KOMIO3ULIM.

[0057] E42. Cnoco0 cormacHo moOoMmy M3 BapuaHToB ocymectsierus E1-E36, B
xoTopoM aHTuteno k PD-1 u antureno k CD30 cMemmuBaroT B BUAE €IUHON KOMIO3ULIMM IS

OOHOBPEMCHHOI'O BBCACHUS.
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[0058] E43. Cmocob cormacHo mobOomy w3 BapuaHToB ocyinectsieHuss E1-E42, B
KOTOpOM aHTHUTeNO K PD-1 BBOZAT B cyOTepaneBTHUECKON 103€.

[0059] E44. Cmnocob cormacHo modOomy u3 BapuaHTtoB ocyiuectsieHus: E1-E43, B
kotopoM anTureno k CD30 BBogAT B cyOTepaneBTHUECKON 103€.

[0060] E45. Cnocob cormacHo mo0oMmy u3 BapuaHTOB ocyuectBienus E1-E44, B
KOTOpOM Kaknoe u3 antutena k PD-1 u antutena k CD30 BBOAsT B CyOTepaneBTUYECKOI 103€.

[0061] E46. Crocob cormacHo moOomy U3 BapuaHTOB ocyiuectBieHuss E1-E45, B
KOTOPOM OMyXOJIb COAEPKUT OAHY WM HECKOJIBKO KJIETOK, KOTOpble skcrmpeccupyror PD-L1,
PD-L2, unu xak OIHO, TaK U IPyToe.

[0062] E47. Crnocob cormacHo mobOomy w3 BapuaHTOB ocyinectsieHuss E1-E46, B
KOTOpPOM y CyObekTa HaOMIOAaeTcsi BBDKMBAEMOCTb 0O€3 MPOrpecCHpOBAaHUSI B TEUYEHHE I10
MEHbILIEH Mepe NPUOIU3UTENPHO OHOrO MeCsla, MO MEHbIIeH Mepe NPUOIU3UTEIHHO
2 MecsIeB, 10 MEHbLIEH Mepe MPUOIH3UTEIBHO 3 MECSIIEB, IO MEHbLIEH Mepe MPUOIH3UTEIBHO
4 MecsieB, 1O MEHbLIEH Mepe MPUOIH3UTEIBHO S5 MECSIIEB, IO MEHbLIEH Mepe MPUOIH3UTEIHHO
6 MecsILeB, 10 MEHBIIEH Mepe MPUOIM3UTENBHO 7 MECSLEB, IO MEHbLIEH Mepe MPHOIU3UTEIHHO
8 MecsLeB, IO MEHbIIEH Mepe MPUOIN3UTENBHO 9 MeCsLIEB, O MEHbIIEH Mepe MPUOIU3UTENBHO
10 mecsitieB, 1o MeHbIIell Mepe mnpubausuTenbHO 11 MecsneB, TO MeHbLIEH Mepe
npUOIU3UTENBHO OTHOTO T0Ja, IO MEHBIIEH Mepe MPUONIN3UTENBHO BOCEMHAIIIATH MECSLIEB, 110
MEeHbLIeH Mepe MPUONU3UTENBHO ABYX JIET, M0 MEHbIIEH Mepe MPUONU3UTENBHO TPEX JIET, IO
MEHbLIeH Mepe MPUONNU3UTENBHO YEThIPEX JIET MM 10 MeHbIIeH Mepe NMPUOIU3UTENbHO IMATH
JIeT NOCJI€ HA4aJbHOTO BBEJICHUS.

[0063] E48. Cnoco0 cormacHo mo0oMy M3 BapuaHTOB ocywectBieHus E1-E47, B
kotopoMm anturesio k CD30 npencrasnsier coboit ADCETRIS®.

[0064] E49. Crocob cormacHo moOomy W3 BapuaHTOB ocyiuectBieHuss E1-E48, B
kKoTopoM anTureno k PD-1 npencrasnser coboit OPDIVO®.

[0065] ESO. Cmocob cormacHo mobOomy w3 BapuaHToB ocyinectsieHuss E1-E49, B
KOTOPOM CYOBEKT MOJIydaj MO MEHbLIEH Mepe OIHO NMPEAIIECTBYIOIIEee XUMHOTEPAIeBTHIECKOEe
JieueHue.

[0066] ES1. Cmocob cormacHo mobOomy u3 BapuaHtoB ocyinectsieHuss EI1-ESO, B
KOTOPOM CyOBEKT Tmoyydajd 1O MeHbIIell Mepe JABa BHAA  NPEALIECTBYIOIIETrO
XUMHOTEPANEBTHUECKOTO JIEUEHMUSI.

[0067] ES2. Cmocob cormacHo mobOomy u3 BapuaHtoB ocymectsieHuss EI1-ES1, B
KOTOpPOM y cyOBbekTa He HaOMIomajcs OTBET Ha NPEALIECTBYIOINEEe XHUMHOTEPANeBTHIECKOEe

JICUCHUC.
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[0068] ES3. Cmocob cormacHo soOOMy U3 BapuaHTOB ocymecTieHuss E1-ES52,
JOTIOJIHUTENBHO MPENyCMaTPUBAIOIINI NMPUMEHEHHE y MallMeHTa TPAaHCIIJIAHTALlUU CTBOJIOBBIX
KJIETOK 1ocye BBefieHus anrurena k PD-1 u anturena k CD30.

[0069] ES4. Cmocob6 cormacHO BapuaHty ocymecTBienus ES3, B koTropom
TPAaHCIJIAHTALMsI CTBOJIOBBIX KJIETOK MPEAYyCMAaTPUBAET Ay TOJOTHUHBIE CTBOJIOBBIE KJIETKH.

[0070] E55. HaGop mis JedeHHs] CTpagaroliero OT paka cyObekTa, mpudeM Habop
comepkuT: (a) AO3MpPOBKY aHTuTena k PD-1 B nuamnasoHe OT NpUOIH3UTENBHO 4 MI' 10
npubnusuTensHo S00 mr; (b) mo3y anturena k CD30 B auanaszone ot npubnusutesabho 0,1 Mr 1o
npubnusuTensHo 500 Mr; U (C) MHCTPYKLUK NO NMPUMEHEHHIo aHtutena Kk PD-1 u aHTHTena k
CD30 B criocobe cornacHo JF0O0My U3 BapuaHTOB ocyinecTienus E1-ES4.

[0071] ES6. Habop mist nedeHus CTpagaromero otT JuMQpoMbl CyObeKTa, MpudeM Habop
comepskuT. (a) AO3MPOBKY aHTuTena k PD-1 B nuamasoHe OT NpUOIU3UTENBHO 4 MT IO
npubnusutensHo 500 Mr; (b) 103y OpeHTykcHMMaba BEJOTHHA B IHANA30HE OT MPUOIU3UTEIBHO
0,1 mr no mpubmmsurensHo 500 Mr; U (C) MHCTPYKLUH MO NPUMEHEHuro aHtutena k PD-1 u
OpenTykcumada BEIOTHHA B CIIOCOOE COMTACHO JIF0OOOMY M3 BapUaHTOB ocymiecTsyieHus: E1-E54.

[0072] ES7. Cmocob cormacHo moOomy W3 BapuaHTOB ocyinectsieHus: E4-ES4, B
koTopoM JsmM¢poma XOMKKHHA TMPEACTABIsIET COOOM pPEeUMAMBHYI WIH peppaKkTEepPHYIO
miMpomy XOmMKKHHA.

[0073] ES8. Cmocob coriacHo BapuaHTy ocyiuectBiieHus: E25, B KOTOpOM aHTHUTENO K
PD-1 BBOmaAT B m03¢ MO MeHbLIEH Mepe NPUONU3UTENBHO 3 MI/KI Beca Tela OUH pas
NpUOIM3UTENBHO KaKAbIE 3 HEeJeu.

[0074] E5S9. Cnocob cormacHo mo0OoMmy u3 BapuaHTOB ocywectBienus E1-E24, B
kotopoMm antuteno k CD30 BBogsT cyObekTy B IeHb 1 mepBOro 21-AHEBHOTO LIMKJIA, & AHTHTEJIO
k PD-1 BBOAST CyOBEKTY B 1eHBb 8 IepBOro 2 1-1HEBHOTO LUKIIA.

[0075] E60. Crnocob cornmacHO BapuaHty ocymecTsienus ES9, NONOJHUTENBHO
npeaycMaTpUBarOIii BBeneHue koMmOuHarmu antutena k CD30 u antutena k PD-1 B nenb
1 xaxxnoro u3 BTOPOro 21-AHEBHOro LMKJA, TPEThEero 21-AHEBHOro LMKIA U 4eTBepTroro 21-
JHEBHOIO LIMKJIA, T€ BTOPOMN 21-mHEBHBIN LUKJ, TpeTUN 21-AHEBHBIM LUKJI U 4eTBepThId 21-
JHEBHBIN LUKJI CIEAYIOT MO NOPSAAKY MOCHE NEePBOro 21-AHEBHOro HUKIIA.

[0076] E61. Cnocol cormacHo BapuaHTy ocymectienust ES9 nwmm E60, B xotopom
anruteno k CD30 BBozAT B 1o3e npudam3urensHo 1,8 Mr/kr.

[0077] E62. Cnocol cormacHo nmrobomy u3 BapuaHToB ocymecteieHus ES9-E61, B

KOTOpOM aHTHUTeNO K PD-1 BBOZAT B 103€ MPpUOIU3UTENBHO 3 MIV/KT.
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[0078] E63. Cnoco0 cormacHo mrobomMy u3 BapuaHToB ocymecteieHus ES9-E62, B
koTopoM antutesio k CD30, antutesno k PD-1 unu kak antureno k CD30, Tak u antuteno k PD-
1 BBOZAT CyOBEKTY BHYTPUBEHHO.
[0079] E64. Cnoco0 cornmacHo nmrobomy u3 BapuaHToB ocyuectBieHus ES9-E63, B
kotopoM antureno k CD30 npenycmarpuBaer OpeHTyKcHMad BEIOTHH.
[0080] E65. Cmnocob cormacHo nmobomy u3 BapuaHTOB ocyuectsienus ES59-E64, B

KOoTOpoM aHTuTeNo k PD-1 npenycMarpuBaet HUBOyMad.

KDaTKOC ONMHCAHME YePTeKeH

[0081] Ha ¢ur. 1 mnokazaHo cxemaTH4yeckoe H300paKeHUE CHUTHAJIBHOTO MyTH C
yuactrueM PD-1 u wmexanmm3m geiictBusi HuBonmymaba. MHC = rnaBHBIH KOMIUIEKC
rucrocopmectumocT; NFKB = sinepnsiii ¢pakrop kanma B; PI3K = ¢ochonnozntun-3-kuHasa,
Shp2 = conepskamiast tomeH romojioruu Src TuposuHpocarasa 2.

[0082] Ha ¢ur. 2 mnokazaHoO cxemMaThdeckoe H300pakeHHe MeXaHM3Ma JeHCTBUS
OpeHTyKkcuMada BeIOTHHA U BTOPUYHBIE 3(PPEKTHI.

[0083] Ha ¢ur. 3 mokazaH am3aiiH UCCIAENOBAHUS U KYpC JICYSHUS I KIMHUYECKOTO
ucrbITaHus OpeHTykcumada senotuHa (BV) B komOunaium ¢ HuBoiaymabom dassr /1L

[0084] Ha ¢ur. 4 mokazaH Kypc JIedeHUs! 1151 KIIMHUYECKOTO UCTIBITAaHMs OpeHTyKcuMada
Benotusa (BV) B xomOnHaumu ¢ HuBoymadom ¢assr V11

[0085] Ha ¢urypax SA u 5B mokaszaH OTBET OMyXOJH y MAaLEHTOB, KOTOPBIX JICUUIIH
Opentykcumabom BenoTHOM (BV) B komOuHaumu ¢ HuBomymabom. CR o3Ha4yaeT mOJHBIN
otBeT, PR 03Hauaer yactuuHbiil oTBeT; SD 03Ha4aeT, 4TO MeTabOIUYECKUN OTBET OTCYTCTBYET,
u PD o3Hauaet nporpeccupoBanue 3a00JI€BaHUS.

[0086] Ha ¢urypax 6A-6D nokasaHO NPUMHPOBAHUE UMMYHHOH CHCTEMBI Y MALUCHTOB,
KOTOPBIX Jieursin OpeHTykcrnMadoM BenoTHHOM (BV) B komOuHaium ¢ HuBOMymMabom. YpoBHH
TARC B ChIBOpPOTKE KPOBU OBLIM 3HAYUTEIBHO HI)KE MO CPABHEHHMIO C MCXOAHBIM YPOBHEM
nocyie BBefieHnss BV B kauecTBe MOHOTEPANEBTUYECKOIO CPEACTBA U MOCHE BBEIEHUs 103kl BV
u HuBoiymada (dur. 6A). Yposuu T-knerounoro xemokuHa IP10 Obutu 3HAUWUTENBHO BBIIIE
nociie Beenenust 103b C1D1 BV u nocne BBenenus no3bl C1D8 HuBonymaba (pur. 6B). YpoBHu
MPOBOCTAUTENBHOrO HUTOKUHA 1L-18 Obln 3HAYNTENHHO BBIIIE TIOCTe BBeAeHHs 10361 C1D1
BV, u ocraBanuch ctabuibHBIMU TpU BBeneHNH 1036l BV u HuBonmymaba (¢ur. 6C). YposHH
NPOBOCHANTENBHBIX [IUTOKUHOB, TakuxX kak IFNy, Obuii 3HaYMTENIBHO BBILIE TOCIIE BBEIEHHS
no3sl BV u HuBonymata (C1D15) o cpaBHEHUIO ¢ HCXOAHBIM ypoBHEM (ur. 6D).

[0087] Ha ¢urypax 7A-7C mokas3aHbl pe3ysibTaTbl UMMyHO(EHOTUIUPOBAHUS KJIETOK

nepudepudeckoit kposu. CyOmomymaumu T-xenmepos, Ttakux xkak Treg, (¢ur. 7A),
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aktuBupoBanHbix CD4" T-kierok (¢ur. 7B) u nponudepupyrompx CD4" T-knetok (¢pur. 7C),
KOTOpBbIE YMEHbINANNCh B KOJMYECTBE Iocjie BBeAeHUs 1o03bl BV B kauecTse
MOHOTEPAINEBTUUECKOTO CPENCTBA, PA3MHOMKAINCH IOCe BBENEHHUS A03bl KoMOMHauuu BV u
HUBOJIyMada.

[0088] Ha ¢ur. 8 mokazaHbl HeKeJaTEIbHbIE SIBJICHUS, ACCOLMUPOBAHHbBIE C BBEICHUEM
no3bl BV 1 HuBOSIyMaba.

[0089] Ha ¢ur. 9 mnokazanel uH(py3uonubie peakiuu (IRR), accomuupoBaHHBIE C
BBeZIeHHEM 71036l BV 1 HUBONyMaba.

[0090] Ha ¢ur. 10 mokazan qu3aiiH UCCIEAOBAHMS U KyPC JIEYSHUS ISl KIMHUYECKOTO
ucnbITaHus OpeHTtykcumada senotuHa (BV) B komOuHaiuu ¢ HuBoaymabom ¢dassr 111

[0091] Ha ¢ur. 11 nokasano, uro uUMMyHu3auusi BV-yHMYTOKEHHBIMHU KIJIETKAMH
muM@ombl Mbita A20 obecriedrBaeT MPOTUBOOMYXOJIEBYIO 3AIIUTY .

[0092] Ha ¢urypax 12A wu 12B mnoka3aHO, 49TO mnepeHoc T-KJIETOK OT MbIei,
UMMy HI3UPOBAHHBIX B V-yHUUTOKEHHBIMH KJIETKAMH, OOECIIEYNBAET 3ALIUTHBIA HIMMY HUTET.

[0093] Ha ¢ur. 13 moka3aHO yJyd4IIEHHOE YCTpPaHEHHE ONYyXOJH M BBDKHBAEMOCTb,
acCOLMMPOBAaHHBIE C KOMOMHUPOBaHHOH Tepanueii BV u HuBoaymabom.

[0094] Ha ¢urypax 14A-14D mnokasana wWHQUIBTPaNMS WMMYHHBIX KIETOK B
ayTOJIOTHUYHBIE OIMYyXOJIHU IOCJ]e MPUMEHEHHs] KOMOMHUpPOBaHHON Teparuu BV u HuBomymabom.
Komuuectsa CD8+ T-kinerok m NK-kiIeTok OTHOCHTENBHO OmnyxosieBoi macchl (¢ur. 14A) u
obmee konuuecTBO kietok (¢pur. 14B) nocie BBenenus no3el komOuHarmu BV u HuBoaymada
ysennuusaiuchk. CD8+ T-knerku u onmyxonesble kieTku LCL skcnpeccupoBaiyl MOBBILIEHHBIE
yposuu PD-1 (¢ur. 14C) u PD-L1 (¢pur. 14D). TIL = uHGUABTPUPYIOIINI OMyXOJb JUM(OLHUT;
PBMC = MOHOHYyKJIeapHasi KJIeTKa nmepudpeprudeckoil KpOBH.

[0095] Ha ¢urypax 15A-15B mnokazano, uro BV ycunuBaer MMMyHOONOCPEIOBAHHOE
yCTpaHEHHE OIMyXOJIU OTAENbHO W B KOMOWHAIMK ¢ HUBOJNyMaOboM. OTHOCUTENbHBIH 00BbeM
OmnyxoJiu mociyie 00padoTku co BpeMeHeM yMmenbiiancs (¢ur. 15A), u cpenauii 00beM omyxonu
CYLIECTBEHHO YMeHbIIajcs rnocyie oopaborku BV u HuBomymabom B xomOuHaumu (¢ur. 15B).
BV = Openrykcumab BemotuH; Nivo = HuBomymad, PBMC = MoHOHykJeapHas KJeTKa

nepudepudeckoit kposu;, hIgG-MMAE = koHTpOJIb.

TloapoOHOE pACKPHITHE HACTOSIINEI0 H300peTeHus

[0096] Hacrosiimee packpbITHe OTHOCHTCSI K CIIOCOOAM JIEYSHHsI OMyXOJU Yy CyOBeKTa,
NpeayCMaTPUBAIOIINM BBeleHHEe CyObeKTy aHTuTena K Oenky-1 3anporpaMMUpOBaHHON rudemH

ketok (PD-1) u aaturena k CD30. CoriacHO HEKOTOPBIM BapUaHTaM OCYIIECTBIICHUS Oy XOJIb
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MNpOUCXOAUT U3 J'II/IM(I)OMI)I. CornacHo ONpeEAcCJICHHBIM BapuUaHTaM OCYIICCTBJICHUA OIyXOJIb

NPOUCXOIUT U3 TUM(POMBI XOKKHHA, HEXOMIKKUHCKON JTUM(POMBI UITH UX KOMOWHALHH.

TepmuHbI

[0097] Mlnst Toro, yToObl HACTOSIIIEE PACKPBITHE MOTJIO ObITh OOJIee MOHSATHBIM, CHavYaja
NPUBOJIATCST ONpEAENICHHblE TepMUHBI. B KOHTeKCTe HacTosIell 3asBKH, €CIM HACTOSIIUM
JOKYyMEHTOM $IBHO HE TNPEAyCMOTPEHO HWHOE, KaXKAbld M3 CIEAYIOIIUX TEPMUHOB HMEET
3HAYCHUE, HM3JIOKEHHOE HUXKe. J(OTOJHUTENbHBIE ONpPEAENIEHUs] U3JIOKEHBI 10 BCEMY TEKCTY
3asIBKH.

[0098] BripaskeHue «u/uimm» TpU TPUMEHEHWHW B HACTOSINEM JOKyMEHTE CIIeayeT
paccMaTpuBaTh KaK KOHKPETHOE PACKPBITHE KAKAOTO M3 JIByX YKa3aHHBIX MPU3HAKOB HIIH
KOMITOHEHTOB C ApyruM miu 0e3 Hero. Takum o0pa3om, MmonapasyMeBaeTcs, YTO BbIpAKEHUE
«W/UI» B KOHTEKCTE TaKOH (pasbl, Kak «A u/nian B» B HacTOSIEM TOKYMEHTE BKIIIOUAET A U
B», «A umu By», «A» (otmensHo) u «B» (otnensHo). TlogoOHbM 00pa3zom, moapa3symeBaercs,
YTO BBIPAKEHUE «W/WIN» B KOHTEKCTE Takou (pas3bl, Kak «A, B n/umn C», oXBaThIBaeT KaXKabIi
u3 crnenyomux acnekToB. A, BuC; A, Bum C, A C, AuwmuB; Bum C;, AuC; AuB; B
u C; A (otnensHo); B (otnenbho); u C (oTHeIbHO).

[0099] Cnenyer noHMMaTh, YTO BO BCEX Ciy4asx, IJi€ ACHEKThl OMHCAHbI B HACTOSIIEM
JIOKYMEHTE C HCIOJb30BAHHEM BBIPAKEHUS «COMAEPKAIUiDy, Ipyrue aHaJOTHYHBbIE ACIIEKTHI,
OINHCAaHHbIE B KOHTEKCTE (COCTOSALIMHA W3» W/WIM «COCTOSIIUI TJIaBHBIM OOpa3oM H3», TaKKe
Ipey CMOTPEHBI.

[0100] Ecnn He yka3aHO WHOE, BCE€ IMPUMEHsEMble B HACTOSLIEM JOKYMEHTE
TEXHUYECKHE W HAyYHbIE TEPMHHBI HMMEIOT T€ JK€ 3HAYEHUS, KOTOpPble OOBIYHO TIOHSTHBI
PSITOBOMY CIIELMAJIUCTY B JAHHOW 00JaCTH, K KOTOPOW OTHOCHTCSl HACTOSIIEE PACKPBITHE.
Hanpumep, Concise Dictionary of Biomedicine and Molecular Biology, Juo, Pei-Show, 2-e
wznanue, 2002 r, CRC Press; The Dictionary of Cell and Molecular Biology, 3-e usnanue,
1999 r, Academic Press; m Oxford Dictionary Of Biochemistry And Molecular Biology,
nocnenssist penakuus, 2000 r, Oxford University Press, mpenocTaBisitoT CenUAIUCTy OOIMi
CJIOBapb MHO)KECTBA MPUMEHSIEMBIX B HACTOSIIIEM PACKPBITUH TEPMHHOB.

[0101] Enunannel, mnpeduKChl W CUMBOJIBI OOO3HAYEHBI B WX MPHHATONW COTJIACHO
Mexnaynaponuoit cucreme enunul (CH) ¢opme. Uuncnoble nuama3oHbl BKIOYAIOT YHCIA,
OTpeneNsronIe nuamna3oH. llpeaycMOTpeHHble B HACTOSINEM MJOKyMEHTE 3arojIOBKH HE
SIBJISTFOTCSI OTPAHHYEHHMSIMH PA3JIMYHBIX aCIIEKTOB HACTOSIIETO PACKPBITHS, KOTOPhIE MOTYT OBITh

CllelaHbl CO CCBUIKOM Ha OIMCAaHHE B IICJIOM. COOTBGTCTBGHHO, TEPMHHBI, ONPCACICHHDBIC
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HETIOCPEACTBEHHO HIDKE, OoJiee MOJIHO OINpENeNeHbl CO CChUIKOM Ha ONMUCaHWE BO BCEH CBOEH
MIOJIHOTE.

[0102] «Benenue» oTHOCUTCS K (PU3UUECKOMY BBEACHHIO CYOBEKTY TEPareBTUYECKOTO
CpeAcTBa C IpPUMEHEHHeM Jo00ro mu3 psga crnocoOOB M CUCTEM JOCTaBKH, H3BECTHBIX
CreLaliiCTaM B AaHHOW oOnactu. HMiumtocTpatuBHBIE NyTH BBeAeHUst aHtutena k PD-1
BKJIIOYAIOT ~ BHYTPHBEHHBIH,  BHYTPUMBIIIEYHBIN,  MOAKOXHBIHA,  BHYTPUOPIOLIMHHBIN,
CIIMHHOMO3TOBOI WJIM ApYTrHe NapeHTepasibHble MyTHU BBENEHUS, HANPUMED, IMyTeM HHBEKLUU
win uHpy3uu. Ppasza «mapeHTepasbHOE BBEACHHWE» B KOHTEKCTE HACTOSILEro JIOKYMEHTa
O3Ha4YaeT CrocoObl BBENEHUs, OTJIIMYHBIE OT SHTEPATBHOIO W MECTHOTO BBEIEHUs, OOBIYHO
NyTeM HWHBEKIMH, M BKIOYaeT Oe3 OrpaHWYeHHs BHYTPUBEHHYIO, BHYTPUMBILICYHYIO,
BHYTPHAPTEPHAIBHYIO,  HMHTPATEKAJIbHYI0,  BHYTPHJIMM(ATHYECKYyI),  BHYTPHOYArOBYIO,
MHTPAKAICYJISIPHYIO, HUHTPAOPOUTANIBHY O, UHTpaKapAUalbHYy1o, BHYTPUKOXKHY IO,
BHYTPHOPIOIINHHY IO, TPAHCTPAXEATIbHYIO, MIOAKOXKHYIO0, CyOKYTHUKYJISIPHYIO, BHYTPUCYCTABHYIO,
CyOKarcyJIsipHy 1o, cyOapaxHOMIATBHYIO, UHTPACIIUHAJIBHYO, SMUAYPATBHY O u
UHTPACTEPHAJBHYI0 HMHBEKIMIO H HHPY3HIO, a Takke i1 Vivo 3IEKTPONOPALHIO.
TepaneBTuueckoe CpeACTBO MOXKHO BBOAUTbH IyT€M, OTJIMYHBIM OT MapEeHTEPabHOIO, WU
nepopaipHO. Jlpyrue OTIHMYHBIE OT MapeHTEpPajbHOrO IMyTH BKJIKOYAIOT MECTHBIN,
SMUAEPMAJIbHBIN MM  MyKO3aJbHBIM IyTb BBENEHHUS, HaIpuMep, HWHTPAHA3AJIbHBIN,
BarMHAJIbHBIA, PEKTAJIbHBIH, CYOJMHIBAJbHBI WIM MeCTHBIH. BBenmeHue Takxke MOXKHO
OCYIIECTBIISATh, HAINPUMEpP, OJHOKPATHO, MHOXKECTBO pa3 W/HWINM B TeUeHHE OAHOTO WU
HECKOJIBKUX JJINTENbHBIX NEPUOIOB.

[0103] «HexenatenbHoe siBaeHue» (AE) B KOHTEKCTE HACTOSINErO JOKYMEHTA
npeacTaBisier coOoi OO HeOMarompusiTHbli W OOBIMHO —HENPEeqyCMOTPEHHBIN TN
HEeMpUEeMJIeMbIil TpU3HAK (BKJIFOYAs OTKJIOHSIOIIMECS OT HOPMBI JaHHbIE J1aOOPATOPHOTO
UCCJIEIOBAHNUS ), CHMIITOM MJIU 3a00JIeBaHUE, aCCOLIMUPOBAHHBIE C IPUMEHEHUEM METULITHCKOTO
BMelIaTeIbCcTBA. MeEAULMHCKOE BMEIIATENbCTBO MOXKET COMPOBOXKAATHCS OJHUM WU
HECKONIbKUMU accouuupoBaHHbiMu AE, u npu stom kaxnoe AE Moxer xapakTepu3oBaThbCs
OMHAKOBOHM WJIM OTJIMYHOW CTeNeHbr0 TshKecTH. OTChbUIKAa K crocodaM, ¢ MOMOIIBI0 KOTOPBIX
MOYKHO «UI3MEHHUTh HEXKEJIaTeIbHbIE SBJICHU», 03HAYAET CXEMy JICUCHHS, KOTOpasi 00ecreunBaeT
CHIDKEHHE 4YacTOThl BO3HHKHOBEHHS W/WMIM TSDKECTH OOHOro Wi Heckoimbkux AE,
aCCOLMHUPOBAHHBIX C MPUMEHEHUEM JIPYTOH CXeMbl JIEUEHUS.

[0104] «AnTHTEno» (Ab) Brmouaer Oe3 OrpaHMYEHHs SBISIFOIIUNACS TIIMKOMPOTEHHOM
UMMYHOTJIOOYJIUH, KOTOPBIA CHEU(PHIECKH CBS3bIBAETCS C AHTHUTEHOM U COIEPXKUT I10
MmeHblIel Mepe nBe Tsokensle (H) nenu u nse nerkue (L) menu, coenuHEHHbIE IPYT C IPYroM

HI/ICy.H]D(bI/IHHbIMH CBA3AMU, WIN €r0 aHTUTCHCBA3BIBAOIIYIO YaCTh. Ka;ma;{ H-]_Iel'lb COACPIKUT
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BaprabenpHy0 O0NacTh TSDKENOH wLemu (B HACTOSAILIEM OKYMEHTE COKpAaIleHO Kak Vy) U
KOHCTaHTHYIO o0nacth TspKenod uenu. KoHCTaHTHast OONacTh TSDKENOM LEMU CONEPIKUT IO
MeHbLIeH Mepe Tpu KOHCTaHTHbIX nomeHa, Crm;, Cpz u Cps. Kaxnas nerkas nens comepskuT
BapuabenbHy0 O0NacTh JIErKOW wLenmu (B HACTOSINEM JOKYMEHTE COKpalleHO Kak Vi) u
KOHCTaHTHYIO oOnacTh jerkod uemu. KoHcTaHTHas 00JacTh JIETKOH LEMH COXEPXKHUT OIUH
KOHCTaHTHbIH noMeH, Cr. Vy- u V. -00nacTu [OMOJHHUTENPHO MOTYT OBITH pa3fesieHbl Ha
runepBapradeNbHbie 00J1aCTH, HAa3bIBAEMbIE OMPEACISTIOIIMMUA KOMIUIEMEHTAPHOCTh 00JIaCTSMU
(CDR), mnepemeskaromuecss ¢ OONACTIMH, KOTOpbIE SBJISIFOTCS Oojieeé KOHCEPBATUBHBIMHU,
Ha3biBaeMbIMU KapkacHeiMu oOnactsimu (FR). Kaxknas Vi u Vi comepxxut tpu CDR 1 yerbipe
FR, pacnonoskeHHbIE, OT aMUHO-KOHIIA K KapOOKCH-KOHIy, B cieayromeM nopsiake: FR1, CDR1,
FR2, CDR2, FR3, CDR3 u FR4. BapuabenbHble 00JaCTH TSKENBIX U JIETKUX IeTIeld COMepsKaT
CBSI3bIBAIOLIUI JIOMEH, KOTOPBI B3aUMOAEHCTBYeT ¢ aHTHreHoM. KoOHCTaHTHBIE 0OJacTu
aHTUTEJI MOTYT OIOCPENOBAaThb CBSI3bIBAHUE HMMYHOIJIOOYJMHA C TKaHIMH WiH (hakTopamu
XO35IMHA, BKIIFOYAsl Pa3JIMYHbIE KJIETKH UMMYHHOU CUCTeMBI (HarpumMep, 3pdeKTopHbIe KIETKN),
u niepBbiM KoMmoHeHTOM (C1q) K1accu4eckoii CHCTEMBI KOMILIEMEHTA.

[0105] MMmyHOTIOOYJIMH MOKET OTHOCHUTCSI K JIFOOOMY M3 OOINEHN3BECTHBIX H30THUIIOB,
BKJIOUas Oe3 orpanndenus IgA, cexperopusie IgA, IgG u IgM. TTogknacces! IgG Taxke xoporro
U3BECTHBI CIELMAIMCTaM B TJaHHON 00JyacTu U BKIro4aroT O0e3 orpanndenus 1gGl, IgG2, 1gG3 u
IgG4 yenoseka. «M30TUI» OTHOCHUTCS K KJIacCy WMJIM MOAKJaccy aHturen (Hampumep, IgM mnu
IgGl), xoTopeIii KOOUpyeTCs TeHaMH KOHCTaHTHOW oOjactu Tspkenod wnernu. TepmuH
«AHTUTEIO» BKJIOYAET, B Ka4yeCcTBE IpHUMepa, KAk BCTPEHAKOLIUEeCcss B NPUPOAE, TaK U HE
BCTpEYAIOIIMECSs B MPUPOAE AHTUTENA, MOHOKJIOHAJIbHBIE M MOJUKJIOHAJIBHBIE AHTHUTENA,
XUMEpHblE U T'YMaHU3UPOBAHHBbIE AHTHTENA, YEJOBEYECKHE WM OTJIUYHBIE OT YEeJIOBEUYECKHX
aHTUTENIA, MOJHOCTBIO CUHTETHUECKHUE aHTHUTeNa, U OAHOLenoueyHble aHtutena. OTIu4HOe OT
YEJIOBEYECKOrO AHTHUTEIO MOXKET ObITh T'yMAaHHU3MPOBAHO C IMOMOINBIO CHOCOOOB HAa OCHOBE
TexHosmoruu pekomOuHaHTHBIX JIHK ¢ wmenpro CHIDKEHHsS €ro MMMYHOT€HHOCTH y YeJIOBEKa.
Ecnu siBHBIM 00pa3oM He yKa3aHO, M €CJIM U3 KOHTEKCTa He CIEeNyeT MHOE, TEPMHH «aHTHTEJIO»
TaKXKe BKJIIOYAET aHTUTCHCBS3bIBAIOIIUN (PParMeHT WJIM aHTHUTCHCBS3BIBAIOINYIO YaCTh JIFOOOTO
U3 BBIIIEYNOMSHYTbIX HMMYHOIJIOOYJIMHOB, W BKJIFOYAeT OJHOBAJICHTHBIE M JIBYXBAJCHTHBIE
(parMeHT WK 4acTh U OTHOLETIOYEYHOE AHTUTEJIO.

[0106] «BpiaeneHHOE AHTUTENO» OTHOCUTCSA K AHTUTENY, KOTOPOE MNPAKTUYECKH HE
COIEPIKUT APYTUX AHTUTEN C JAPYTUMH THUIAMH AHTUT€HHOW Ccreru@UIHOCTH (Hampumep,
BBIJICIEHHOE AHTHUTENO, KOTOpoe crernupuyeckn cps3bBaercss ¢ PD-1, mpaktuueckun He
COIEP>KUT aHTHUTEJ, KOTOPbIE CIIEM(PUUECKU CBSI3bIBAIOTCS C OTINYHBIMU OT PD-1 aHTHUreHamu).

Beinenennoe antuTeno, koropoe crenuduuecku cpsasbiBaercs ¢ PD-1, moxer, onHako,
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XapaKTEePU30BaTbCsl MEPEKPECTHOM pPEAKTUBHOCTBIO C APYITMMU aHTUIE€HAMH, TaKUMHU Kak
moniekysiel PD-1 npyrux Bunos. bonee TOro, BbIIENIEHHOE aHTHUTEIO MOXKET NMPAKTHYECKU HE
COZIep>KaTh APYroro KJIETOYHOTO MaTepuaja W/ WM XUMHU4YecKHx BemecTB. COrlacHO OJHOMY
BAPUAHTY OCYLIECTBJIEHUs AHTUTEIO OTHOCUTCA K KOHBIOraTy C MNPUCOSAUHEHHBIM IPYyrUM
CpeAcTBOM (HampuMmep, HU3KOMOJIEKYJISIPHBIM JIeKapCTBEHHBbIM cpenctsoMm). CornacHo
HEKOTOpBIM BapHaHTaM ocylnecTBieHus: anTuresao k CD30 oTHOCHUTCS kK KOHBIOraTy aHTHUTENa K
CD30 ¢ HU3KOMOJIEKYJISIPHBIM JIEKAPCTBEHHBIM CpencTBoM (Hanmpumep, MMAE).

[0107] TepmuH «MOHOKJIOHAJIbHOE aHTUTENO» (MAD) OTHOCUTCS K HE BCTPEYAIOIEMY CsI
B MPUPOJE Mpenapary MOJIEKyJ] AHTUTE] OJHOIO MOJIEKYJSIPHOTO COCTaBa, T. €. MOJIEKYJ
AHTUTEJ, EPBUYHbIE MTOCIEI0BATEIbHOCTH KOTOPBIX SIBJISIOTCS MPAKTUYECKU UIACHTUYHBIMHU, U
KOTOpbIE XapaKTePU3YIOTCS ONHOW CrHenu(UIHOCTBIO CBsi3biBaHUST u  apPUHHOCTBIO B
OTHOLIEHUH KOHKPETHOrO JnuTona. MOHOKIOHANBHOE AHTUTENO SBJISIETCS NPUMEpPOM
BBIICICHHOIO aHTHUTeNa. MOHOKJIOHAJNBHBIE aHTUTEJIAa MOXKHO IOJNy4aTb C IMOMOLIBIO
rUOpUAOMHON, PEKOMOMHAHTHOH, TPAHCT€HHOH WM JPYTHX TEXHOJOTHH, H3BECTHBIX
CTHeLMAINCTAM B IAaHHOM 00JIaCTH.

[0108] «AnTuTteno uyenoBeka» (HuMAb) oOTHOCHTCS K aHTHTENy, COAEpKaIIeMy
BapuabenpHble 00nacTH, B KOTOphIX Kak FR, Tak 1 CDR mpoucxonsar n3 nocienosarenbHOCTEN
UMMYHOTJIOOYJINHOB 3apOBIIIEBOI JIMHUM 4esnoBeka. Kpome TOro, €cim aHTUTENO CONEPIKUT
KOHCTaHTHYIO OOJIaCTb, TO KOHCTAHTHAsi OOJACTh TaKXKe NMPOUCXOAUT U3 MOCIENOBATEIbHOCTEN
UMMYHOTJIOOYJINHOB 3apOABbIIIEBON JIMHUU dYesoBeka. AHTHUTENa YeloBeKa I10 HACTOSIIEMY
PacCKpBITUIO MOTYyT  COAEpP)KaTb  AMUHOKHMCJIOTHBIE  OCTATKH, HE  KOAHUPYEMBIE
HIOCJIEIOBATEIbHOCTSIMA UMMy HOTJIOOYJIMHOB  3apOJBIIIEBON JIMHUM YeJioBeKa (Hampumep, B
cllydyae MyTallMii, BBEJEHHbIX C MPHUMEHEHHEM CIy4YailHOrO WK CalT-crnenupuyeckoro
MyTareHesa in Vifro WM COMaTHYeCKOW MyTauuu in vivo). OQHAaKo MOAPa3yMEBaeTCs, 4TO B
KOHTEKCTE HACTOSIIEr0 AOKYMEHTAa TEPMHMH «AHTHUTEJIO YEJNIOBEKa» HE BKIIOYAET aHTUTENA, B
kKoTopbix mocnenosatenbHocTu CDR, mpoucxonsimue U3 3apoAbIIEBON JUHUU IPYroro BUIA
MJIEKOTIMTAIOLINX, HAMPHMEP, MBIIIY, OBLIM NPUBUTHI HAa KapKaCHBbIE TMOCIEIOBATEIbHOCTH
yenoBeka. TepMHMHBI «aHTUTENA 4YENOBEKa» U «IOJHOCTBK) YEIOBEUECKHE aHTUTEJa»
MPUMEHSIOT KaK CHUHOHUMBL.

[0109] «I'yMaHM3UPOBAHHOE AHTUTEIO» OTHOCUTCA K aHTUTENY, B KOTOPOM HEKOTOpBIE,
Oonblrast yacTe WK BCe M3 aMUHOKHCIOT BHE CDR OTIMYHOrO OT 4YeIOBEYECKOro aHTUTENa
3aMeIIeHbl COOTBETCTBYIOIIMMU AMHHOKHCIOTAMH, NPOUCXOISAIUMH M3 HMMYHOTJIOOYJIMHOB
yenoBeka. COrjlacHO OJHOMY BapUaHTy OCYINECTBJICHUS I'YMaHM3HUPOBAHHOW (POPMBI aHTUTENA
HEKOTOphle, OombInas uacTb WIM Bce U3 aMuHOKUCIOT BHe CDR Obuin  3amerneHsl

AMHWHOKHCJIOTAMHU U3 I/IMMYHOF.]'IO6y.]'II/IHOB YCJIOBCKA, TOrga Kak HCKOTOPBIC, OoJibIlIast YaCTh HJIH
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BCE€ M3 aMHHOKHUCJIOT B mpenenax onHou win Heckogpkux CDR ocrannce HenM3MeHEHHBIMU.
Homnyckarorcss HeOomibimue Ao0aBiIeHUs, AEJEeLNH, BCTaBKU, 3aMEHbl W MOAU(UKALNIU
AMMHOKHCJIOT, TIPHU YCJIOBHM, YTO OHM HE YCTPAHAIOT CIIOCOOHOCTb AHTHUTENA CBSI3bIBATHCS C
KOHKPETHbIM  aHTUIeHOM. «l'yMaHM3UPOBAaHHOE  AHTUTEJIO»  COXPAHAET  AHTUIECHHYIO
cne(pUIHOCTh, AHAJOTMYHYK) TAKOBOH wucxomHoro asturena. COrgacHO HEKOTOPBIM
BapuaHtaMm ocyectsieHuss CDR rymanmsupoBanHoro anturena npenycmartpusatoT CDR wu3
OTJIMYHOTO OT YEeJIOBEUECKOTro aHTurena MiekonuTaromero. COriacHO APYyrdM BapUaHTaMm
ocymecteienusi CDR  rymanusupoBanHoro anrurena npenycmarpuBaior CDR - w3
CKOHCTPYHMPOBAHHOI'O CUHTETUYECKOIO aHTUTENA.

[0110] «XumepHOEe aHTUTENO» OTHOCUTCS K AHTUTENy, B KOTOPOM BapuadesbHbIE
00JIaCTH MPOUCXOAAT U3 OJHOTO BHAA, & KOHCTAHTHBIE 00JACTH MPOUCXOAST M3 JIPYroro BUIA,
KaK, HaIpUMep, aHTUTEJIO, B KOTOPOM BapuadebHbIE O0JACTH MPOUCXOIST U3 aHTUTENA MBIIIH,
a KOHCTaHTHBIE O0JIACTH MPOUCXOIAT U3 aHTHUTEJIA YEJIOBEKa.

[0111] «AHTUTENO K aQHTUTeHY» OTHOCUTCSI K aHTUTENy, KOTOpOe CHelu(pUuIecKH
cBsi3bIBaeTCs ¢ anTureHoM. Hanpumep, antuteno x PD-1 cnenmduuecku cesspiBaercs ¢ PD-1, a
anruteno k CD30 cnemmguyeckn cesaszbiBaercs ¢ CD30.

[0112] «AHTUTEHCBS3BIBAIOIIAS 4acTb» AHTHUTENA (Takke Ha3bIBAEMasi
«aHTUTE€HCBS3bIBAIOINUM (ParMeHTOM») OTHOCHTCSI K OJHOMY HJIM HECKOJbKUM (pparmMeHTam
aHTUTENA, KOTOPbIE COXPAHSIOT CHOCOOHOCTh CHEUU(PUYECKU CBA3BIBATBCA C AHTHIEHOM,
CBSI3aHHBIM TOJIHBIM aHTUTEJIOM.

[0113] «Pak» oTHOcHUTCA K  IWIMPOKOW  Tpymnme  pasiuuHbIX  3a0oseBaHuil,
XapaKTePU3YHOLINXC HEKOHTPOJUPYEMBbIM POCTOM AHOMAJBHBIX KJIETOK B opraHusme. «Pax»
WIN «PAKOBasi TKaHb» MOTYT BKJIIOUATh OMyXoJb. HekoHTponupyemoe neneHne u pocT KIETOK
NPUBOIIUT K OOPA30BAHMIO 3JIOKAUYECTBEHHBIX OIMYXOJIeH, KOTOPbIE MPOHUKAIOT B COCETHUE TKAHU
U MOTYT TakKe JaBaTh METacTa3bl B YIAJEHHbIE YaCTH OpraHM3Ma d4epe3 JTHM(ATHUECKYIO
CUCTEMY WJIM KpOBsHOE pycio. Ilocie MeracTazupoBaHys yaJleHHbIE Oy XOJIM MOTYT Ha3bIBaTh
CIPOUCXOALIMMU U3» Mpe-MeTacTaTudeckor omyxonu. Hanpumep, «omyxoinb, npoucxoasmas
U3» HEXOIKKMHCKON JMM(OMBI OTHOCUTCS K OIYXOJH, KOTOpasi SIBJISIETCSl Pe3yJIbTaTOM
METaCTa3UPOBAHUS U3 HEXOKKUHCKOH JMM(oMBL T1oCKONbKY yaaneHHast Oy X0Jb MPOUCXOAUT
U3 MPE-METACTaTUYECKOW OINyXOJH, «OMNyXOJb, MPOUCXOASAIIAas H3» MOXET TaKXke
NpefyCMaTpPUBaTh MPE-METACTATHYECKYI0 OINyXOJb, HAIMpUMEpP, OMyXOJb, MPOUCXOASALIAs W3
HEXOKKUHCKOH JIUM(OMBI, MOXKET MPEyCMATPUBATh HEXOIKKUHCKYIO TUM(OMY.

[0114] «CD30» unu «TNFRSF8» ortHOCHMTCS K pelentopy, KOTOpBIM SBISETCS
NpeACTaBUTENIEM CyTepceMeiicTBa penentopos (akTopa Hekposa omyxoian. CD30 npencrapisier

co0oit TpaHCMeMOpaHHbIH TITUKOIPOTENH, SKCIIPECCUPYEMBbII HA TOBEPXHOCTH aKTHBHPOBAHHBIX
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CD4" u CD8" T-kierok u B-kinetok u uHOUUUPOBaHHBIX BUpycom numponuto. CD30
B3aumozneiicteyeT ¢ TRAF2 u TRAF3 nns conmelicTBUs CUTHANbHOM TPAaHCAYKLMM, KOTOpas
npuBoaut k aktuBauuu NF-kB. CD30 pelicTByeT Kak MOJOKUTEIbHBIN PEryJIATOp arnonros3a, u
ObUIO MOKA3aHO, YTO OH OIPAHUYMBAET NPOJIH(EepaTUBHBIN MOTEHIMAN ayTopeakTuBHbIX CD8
sdpdexropubix T-knerok. CD30 Taxke SKCHpecCHpyeTcss MpH pasinyHbIX (popmax JumMpoMmsl,
Bmouast guMmpomy Xomxkkuna (CD30 skcmpeccupyercst knerkamu Pun-IlrepuGepra) u
HEXOJIKKMHCKYI0 Jiumbomy (Hampumep, nuddysHyro B-kpynHoknetounyto numpomy (DLBCL),
nepudepudeckyro T-knerounyro mumdpomy (PTCL) u koxnyro T-knerounyro sumdpomy (CTCL).

[0115] TepmuH «MMMyHOTEpamnusl» OTHOCHTCS K JICYEHHIO CyObeKTa, CTPAJarolIero OT
3a00NeBaHMsl, TIOABEPKEHHOTO PHUCKY PAa3BUTHsI WJIM TIOBTOPHOTO MPOSIBJICHUs 3a00JI€BaHUS, C
MOMOLIBIO CTIIOC00a, MPEAYyCMAaTPUBAIOINET0 HHAY IUPOBAHUE, YCHIICHHE, TOIABJICHUE WITH KaKOe-
mbo apyroe MOAUGPUIMPOBAHHE UMMYHHOTO OTBETA.

[0116] «Jleuenne» wnm «Tepanus» CyOBEKTa OTHOCHUTCS K JFOOOMY THITy BO3IEHCTBUS
WIN TIPOLIECCa, OCYIIECTBIISIEMBIX MO OTHOIICHUIO K CYOBEKTY, MJIM BBEACHUIO €My aKTHBHOIO
CPeACTBa, C LENBbI0 peBepCcHH, OcCialieHus, OOJerdeHusi, WHrMOUpPOBAHUS, 3aMEIUICHUS WJIH
NpeaynpeXaeHus MOsBIEHUs, MPOTrPeCCUPOBAHMsI, PA3BUTHUA, TSDKECTH MWMIN TOBTOPHOTO
NPOSIBIEHUS] CUMIITOMA, OCJIOKHEHHs, COCTOSHUSI WM OMOXMMHYECKHX TOKa3aTeneH,
aCCOLIMMPOBAHHBIX € 3a00JI€BaHUEM.

[0117] «benok-1 3amporpammupoBanHOW rTuOenu kierok» (PD-1) otHOcuTCS K
UMMYHOUHTHOMPYIOIEMY — peLenTopy, MNpuHajiexameMmy Kk cemeilictsy CD28. PD-1
3KCIIPECCUPYETCs NMPEUMYLIECTBEHHO HA MOBEPXHOCTH NPEKAE aKTUBUPOBAHHBIX T-KIETOK in
vivo U cBsi3biBaeTcs ¢ AByMs jura"gamu, PD-L1 u PD-L2. Tepmun «PD-1» B koHTekcTe
HacTosero nokyMmeHTa Bkmouaer PD-1 uenoseka (hPD-1), BapuanThl, u30GOpMbl 1 BHIOBBIE
romoyiorn hPD-1 u aHanmoru, uMmerIue MO MeHbIIeW Mepe oauH oOmuii smuron ¢ hPD-1.
[Monnyro nmocnenosarenpbHOCTh hPD-1 MOXkHO HaliTH Mo HOMepoMm aoctyna B GenBank U64863.

[0118] «JIurann Genka-1 3anmporpammupoBaHHO# rubenmu kierok» (PD-L1) sasiercs
OOHMUM U3 J1ByX JjuraHgoB PD-1, mpencraBnsiommx coOOM  TNIMKOMPOTEHHBI KJIETOYHON
NOBEPXHOCTH (apyrum siisiercst PD-L2), KOTOpBIi OCYINECTBIISIET OTPHLIATENBHYIO PETYJISLIHIO
akTUBaLUUU T-KJIETOK M CEKpeLuu LUTOKUHOB nocne cesaspiBaHus ¢ PD-1. Tepmun «PD-L1» B
KOHTEKCTE HacTosIero nokyMmeHTta Bimoudaer PD-L1 uenoseka (hPD-L1), BapuaHTh,
u30¢opMbl 1 BUIOBbIe romosiors hPD-L1 u aHanoru, IMeroIye o MeHbIIeH Mepe OuH 001Ut
snuron ¢ hPD-L1. ITonnyro mocnenosarenbHocTh hPD-L 1 MOKHO HAlTH 1O HOMEPOM JIOCTYIIA
B GenBank Q9NZQ7.

[0119] «CyObekr» BkIOYaeT JIOOOE KUBOTHOE, SIBJSIFOIIEECS YEJOBEKOM, WM He

ABJIAIICCCA YCITOBEKOM. TepMI/IH OKUBOTHOEC, HE SABJHOMMICCCA YCIOBCKOM», BKIIHOUACT oe3
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OTpaHUYEHUs] TIO3BOHOYHBIX, TAKMX KaK OTJIMYHBbIE OT 4YeJOBEKa MPUMAThl, OBL@, COOAKU U
IPBI3YHBI, TAaKW€ KaK MBIIIH, KPbICHI U MOpckue CBHUHKH. COrJIaCHO HEKOTOPBIM BapHaHTaM
OCYILECTBIIEHUS CYOBEKTOM SIBJIACTCS UeIOBEK. TePMHUHBI «CYOBEKT» M «IALIMEHT» B HACTOSIIEM
JOKYyMEHTE MPUMEHSIOT B3aUMO3aMEHAEMO.

[0120] «TepaneBruueckn  >(PQPEKTHBHOE  KOJMYECTBO» WM  «TEPANeBTUUECKH
s¢pdexTuBHasT NO3UPOBKA» JIEKAPCTBEHHOTO CPEACTBA WJIM TEPANEeBTUYECKOTO CpPEACTBA
npeacTaBisier ool JIo0oe KOIMYECTBO JIEKAPCTBEHHOTO CPECTBA, KOTOPOE, MPU MPUMEHEHUN
OTAEJBbHO WM B KOMOWHALMH C APYTUM TEPANIeBTHYECKUM CPEACTBOM, OOECIEYHBAET 3aLIUTY
CcyOBbeKTa OT MPOsiBJeHUs 3a00JeBaHUS WM CIIOCOOCTBYET pEerpeccuu 3a00JieBaHUs, O YeM
CBHJIETEJIbCTBYET CHIDKEHHE TSDKECTH CHMIITOMOB 3a0OJIeBaHMs, IOBBIIIEHHE YacTOTHI U
NPOIOJIKUTENBHOCTH  OSCCUMITOMHBIX ~ MEPUOAOB  3a00JI€BaHUS, WIH HPEAYIPEKIECHHUEO
YXYALUICHUS WIH yTPaThl 1€ECIIOCOOHOCTH BCJIENCTBUE NopaskeHust 3aboneBanneM. CriocoOHOCTH
TEPANEeBTHUECKOTO CPENCTBA CIOCOOCTBOBATh PErpeccuu 3a00JeBaHHsT MOXKHO OLEHHBATH C
NPUMEHEHHEM psia CHOCOOOB, H3BECTHBIX NPAKTUKYIOIIEMY CIELHUAINCTY, HAmNpuMep, VY
CyOBEKTOB-JIFOAECH B XOA€ KIMHUYECKHX HCIBITAHUH, B paMKaxX CHUCTEM C HCIOJIb30BAHHUEM
MOJZIENIbHBIX KMBOTHBIX, C BO3MOKHOCTBIO NMPOTHO3UPOBaHMs 3(dexTnBHOCTH y TrOneH, Win ¢
MIOMOLIBIO AHAJIN3a aKTUBHOCTU CPEACTBA B i1 VIlFO aHAIN3aX.

[0121] B koHTekcTe HACTOSIIEro NOKyMEHTa «CyOTepameBTHUeCKas J03a» O3HayaeT
703y TEPareBTHYECKOrO0 COEAMHEHUs (HampuMep, aHTUTeNa), KOTopas HUXKe OOBIYHON uiu
TUNNYHONW 103l TEPAINEBTHUYECKOIO COEIUHEHHMs IPU BBEACHUU OTHAENBbHO MJs JIEYeHUs
runeprnpoudepaTuBHOTO 3a00eBaHus (HaIpUMep, paka).

[0122] B xauectBe mpumepa, KIPOTHBOPAKOBOE CPEACTBO» CIIOCOOCTBYET pErpeccuu
paka y cyObekta. COrjjacHO HEKOTOPBIM BapUaHTAM OCYINECTBIICHHS TEPaNeBTUUECKU
3¢ (PEeKTUBHOE KOJHYECTBO JIEKAPCTBEHHOTO CPEACTBA CHOCOOCTBYET pErpeccuu paka o
MOMeHTa ycTpaHeHusi paka. «CroCOOCTBOBAaHHE PErpeccHH paka» O3HA4aeT, YTO BBEACHUE
5(p(PEKTUBHOrO KOJHYECTBA JIEKAPCTBEHHOTO CPEACTBA, OTAENBbHO WIM B KOMOHMHALMH C
NPOTUBOPAKOBBIM CPENICTBOM, NMPHUBOANT K YMEHBIICHUIO TEMIIa POCTa OIMyXOJIU WM Pa3Mepa,
CTETIEHH HEKPO3a OIyXOJH, CHIDKEHUIO TSDKECTH 10 MEHbLIEH Mepe OIHOrO CHMITOMa
3a00NeBaHNs, MOBBIIEHUIO YaCTOTBI U MPOAODKUTEIBHOCTH OECCHMIITOMHBIX NEPHOIOB
3a0oneBaHus, TPEAYNPEKICHUIO YXYALUIGHUS WM yTPaTbl JEECIOCOOHOCTH BCJIEICTBHE
nopaxxeHust 3adoneBanneM. Kpome Toro, tepmunbl «3¢pdexruBHblii» u «3dpdekTuBHOCT) B
OTHOIIEHWH JICYEHHUs] BKIIOYAIOT KakK (hapMakoJOorudeckyr 3(pQexTuBHOCTb, TaK U
¢usnonornueckyro  OesomacHocTh.  Papmakonormueckas S((PEKTHUBHOCTD OTHOCHUTCA K
CTIIOCOOHOCTH JIEKAPCTBEHHOT'O CPEACTBA CIIOCOOCTBOBATH PErPECCHH 3JI0KAYECTBEHHOMN OIyXOJIN

y nauueHta. Pusnonorudeckasi 0€30MacHOCTb OTHOCUTCS K YPOBHIO TOKCHYHOCTH WJIHM APYTUX
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HeKeNaTeNbHbIX (pu3nonornyecknx 3((eKkToB Ha ypOBHE KIIETKH, OpraHa W/WiIM OpraHu3Ma
(nexenatenbHble 3 (HEKThI), 00YCIOBIEHHBIX BBEIEHHEM JIEKAPCTBEHHOTO CPEICTBA.

[0123] B kauecTBe mnpumMepa J€UEHUs OMNyXOJieH, TepaneBTHUYECKH 3(PPeKTUBHOE
KOJINYECTBO MPOTUBOPAKOBOIO CpPEACTBAa OOECIeYNBAET HHTUOMPOBAHUE POCTA KIETOK WU
poCTa OMyXOJM MO MeHblIed Mepe Ha npubmmsutenbHo 10%, mo MeHblieil Mepe Ha
npudamsuTensHo 20%, 1mo MeHblneil Mepe Ha npuOam3uTenbHO 30%, MO MeHbLIeH Mepe Ha
npubm3uTenbHo 40%, 1Mo MeHblell Mepe Ha npuOIM3UTENbHO 50%, MO MeHbIIeH Mepe Ha
npubnu3uTensHo 60%, Mo MeHbLIeH Mepe Ha mpudanu3uTenbHo 70% MM MO MEHbIIEH Mepe Ha
npubnusutensHo 80%, mo MeHbwed Mepe Ha npubmmsuTrensHo 90%, MO MeHbIIelH mepe
npubnu3uTensHo 95% wnm mo MeHblied Mepe mnpuOnusurensHo 100% TO CpaBHEHUIO C
CcyOBbeKTaMH, He TIOIEKALIIMH JICYCHHUIO.

[0124] CormacHo fpyruM BapuaHTaM OCYLIECTBIIEHHS HACTOSALIErO PaCKPbITHS
perpeccust OnmyXxoJH MOXKET HaOJFOIaThCs M MPOAOIDKATHCS B TEUEHNE NIEPUOA, COCTABISIIOIIErO
10 MeHblIeH Mepe npudnusuTensHo 20 qHel, Mo MeHblIed Mepe npudansuTenbHo 30 qHel, mo
MeHbLIeH Mepe mpubnmsnuTenbHo 40 THEH, Mo MeHbInel Mepe npuoOan3uTeabHO SO THeH UiH 1o
MeHblIeH wmepe mpuOnusurenbHo 60 nHeil. HecMoTpss Ha 3TH  KOHEYHBIE W3MEPEHUS
TepaneBTHUECKOW 3(P(EKTUBHOCTH OIEHKA HMMMYHOTEPAIEeBTUYECKUX IIPENapaToB TaKxke
JOJDKHA YUUTBIBATh KIIATTEPHBI UMMYHHBIX OTBETOBY.

[0125] «IIaTTepH MMMYHHBIX OTBETOB» OTHOCHUTCSI K NATTEPHY KIMHUYECKUX OTBETOB,
3a4acTyr0 HAONIIOAAeMbIX y MAIEHTOB C PAKOM, KOTOPBIX JIEUWIH UMMYHOTEPANeBTUUECKUMHU
cpencrBaMy, OOECHeUMBAIOIMMU TPOTHBOOMYXONEBbIe 3(PQPEKTHl MOCPEACTBOM HHAYKLHH
crelpUIeckuX B OTHOIIEHMM Paka MMMYHHBIX OTBETOB WJIM MOCPEACTBOM MOAM(UKALINM
HATHUBHBIX MMMYHHBIX MPOIECCOB. DTOT MATTEPH OTBETOB XapaKTEPU3YeTCsl OJarOnpHUsiTHHIM
TepaneBTHUECKUM 3(P(PEKTOM, KOTOPBIH CIeIyeT 3a MEPBUYHBIM YBEJINYEHHUEM OITyXOJIEBOM
MacCbl WM TIOSIBJIEHHMEM HOBBIX OUYaroB, KOTOpblE B paMKax OLEHKH TPaAULMOHHBIX
XUMHOTEPAIEBTUYECKUX ~ CPEACTB  KJIACCU(UIMPOBAIUCH OBl KaK  MIPOTrPECCUPOBAHHE
3a0oneBaHus, U OHH OyIyT acCCOLMUPOBATHCA C OE3yCHEIHOCThIO JIEKAPCTBEHHOTO CPENCTBA.
CoOTBETCTBEHHO, [ JOCTOBEPHON OLEHKH MMMYHOTEPANeBTUUECKUX CPEICTB MOXKET
noTpe0OBaThCS ATUTENbHBIE MOHUTOPUHT 3(PQPEKTOB TAKHX CPEACTB B OTHOIIEHHH LIEJIEBOTO
3a001eBaHMUs.

[0126] Tepameprmuecku 5(¢ekTHBHOE KOJHUYECTBO JIEKAPCTBEHHOTO  CPEACTBA
BKJIFOUAET «MNPOHIAKTHIECKH 3PPEKTHBHOE KOJHMUECTBOY», KOTOPOE MPEACTaBiIsieT CcoOoi
mo0oe KOJIMYECTBO JIEKAPCTBEHHOI'O CPENCTBA, KOTOPOE NPU BBEIEHHH OTAENbHO WIH B
KOMOMHAIUU C MTPOTUBOPAKOBBIM CPEICTBOM CyOBEKTY, MOABEPKEHHOMY PUCKY Pa3BUTHS paka

(Hampumep, CyOBEKTy, y KOTOpPOro HaOJMIOJAeTcss MPenomyXxoJieBOe COCTOSHUE) WU
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NEPEHECEHNsT peLuanBa paka, OOeCneunBaeT HHIHOWPOBAHHE pPAa3BUTHS WM TIOBTOPHOTO
nposiieHus1 paka. COrjacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBIEHUS NPOPHIAKTHIECKU
3¢ peKTUBHOE KOJIUYECTBO O0ECreYnBaeT NPEAYNpPEXKIEHUE Ppa3BUTHS WJIH IOBTOPHOIO
NPOSIBJIEHUS paka MoJHOCThIO. « MIHruOupoBaHuey» pa3BUTUS WM MOBTOPHOTO IMPOSIBJICHUS paka
O3Ha4aeT JHOO yMEHbIIEHHE BEPOSTHOCTH PAa3BUTUS WM IOBTOPHOIO MPOSIBICHUS paka, JUOO
npeaynpexIeHue pasBUTHs UM MOBTOPHOTO MPOSIBIEHUS PaKa MOJHOCTHIO.

[0127] TepmuH «no3a, pacCuUTaHHasl HA BEC», KaK U3JI0OKEHO B HACTOSIIIEM JIOKYMEHTE,
O3HAYaeT, YTO BBOJUMYIO MALMEHTY A03y PACCUUTHIBAIOT HA OCHOBE Beca manueHta. Hanpuwmep,
€CJIH TIAIIMeHT ¢ BecoM Tena 60 Kr Hyskaaercst B 3 MI/Kr antutena k PD-1, MOXHO paccuutaTh U
NPUMEHSITh COOTBETCTBYIOLIEe KoanmuecTBO anTuTena k PD-1 (1. e. 180 mr) nuist BBeneHus.

[0128] HMcnonb3oBaHue TepMHUHA «(PUKCUPOBAHHAS 1032» IO OTHOIIEHHIO K CIIOCOOY IO
HACTOSIIIEMY PACKPBITHIO O3HAYaeT, YTO IBAa WM OOJiee Pa3HbIX AHTUTEN B COCTABE OIHOMN
kommnosuiwn (Harpumep, antutena k PD-1 u anrurena k CD30) npuCyTCTBYIOT B KOMITO3HIIUA
NpU KOHKPETHBIX ((PUKCHPOBAHHBIX) COOTHOIIEGHUsIX APYr K npyry. CoriacHO HEKOTOPBIM
BapUaHTaM OCYINECTBIICHUS (PUKCHPOBAHHAS 1032 PACCUMTAaHA UCXOJs W3 Beca (HampuMep, Mr)
aatuten. COrNacHO OIpEeNeNeHHBIM BapHaHTaM OCYINECTBJICHUS (PUKCHUPOBAHHAS 11032
paccuMTaHa HMCXOAs W3 KOHLEHTparmu (Hampumep, mr/mu) antures. CoOriacHO HEKOTOPBIM
BapUaHTaM OCYLIECTBJIEHHs COOTHOLIEHHE MI IIEPBOro aHTuTeNa (Harpumep, anturtena k PD-1)
U Mr BTOporo antutena (Hanpumep, anturena k CD30) cocraBimsier mo MeHbLIEH Mepe
npubmmutensuo 1:1, mpubmusurensho 1:2, npubnusurensHo 1:3, mpubnusurensHo 1:4,
npubmmsutensHo 1:5, mpubmusurensHo 1:6, npubmumsutensHo 1:7, npubmmsurensHo 1:8,
npubmmsutensHo 1:9, mpubmusutensro 1:10, mpubnmsurensro 1:15, mpubmmsurensHo 1:20,
npubnusutensHo 1:30, nmpubnusurensuo 1:40, npubmusutensHo 1:50, mpubmusurensuo 1:60,
npubnusutensHo 1:70, npubnusutensHo 1:80, mpubmusurensHo 1:90, npubmisurensHo 1:100,
npubnusutensHo 1:120, npubmmsurensro 1:140, npubnusurtensHo 1:160, npubausuTensHO
1:180, mpubmmsutensho  1:200, npubnmsurensuo 200:1, npubmmsurensuo  180:1,
npubnusutensHo 160:1, mpubmmsurensro 140:1, npubnusurensHo 120:1, npubnmusuTenbHO
100:1, mpubnusutensHo 90:1, mpubnusutensHo 80:1, mpubnmsurensHo 70:1, nmpuOIM3UTENTHEHO
60:1, mpubnusutensHo 50:1, nmpubmmsurensro 40:1, mpubnusutensHo 30:1, nmpuOAM3UTENHHO
20:1, npubmusurensHo 15:1, mpubnusutensro 10:1, npubnusurensHo 9:1, npubnusuresbHo 8: 1,
npubnusutensHo 7:1, mpubmusutensHo ©6:1, mpuOnmsurensHo 5:1, mpubmmsurensHo 4:1,
npubnusuTensHo 3:1 wim npubmmusurensHo 2:1. Hanpumep, coorHomenne antutena k PD-1 u
anrutena k CD30 3:1 mMoker 03Ha4aTh, 4TO (PJIAKOH MOXKET COAEPKaTh MpuONnu3nTensHo 240 Mr
anrutena k PD-1 u 80 mr antutena k CD30 unu npubnusutensHo 3 mr/mi anturena k PD-1 u

1 mr/ma aatutena k CD30.
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[0129] Ucnonb3oBaHMe TepMHHA «IIOCTOSIHHAS 103a» IO OTHOIIEHUIO K Crioco0aM |
JO3UPOBKAaM IO HACTOSIIEMY pACKPBITHIO O3HA4aeT [03y, KOTOPYK BBOAST MALMEHTY
HE3aBHCHMO OT Beca WM Iuiomanu nosepxHoctu Tena (BSA) mammenta. IloctosHHast nosa,
CJIEZIOBATENIbHO, HE MPUBOAMTCS B BHJE JO03bI B MI/KI, a CKOpee B BHAE aOCOIIOTHOTO
KonudecTBa cpenactsa (Hanpumep, antutena k CD30 w/mnm anturena k PD-1). Hampumep,
UHIUBUAYYM BecoM 00 kr W uHauBUAYYyM BecoMm 100 kr OyayT mojy4aTh OJUHAKOBYHO HO3Y
anturtena (Hanpumep, 240 mr antutena k PD-1).

[0130] Crnenyer moHMMATh, YTO HCIOJB30BAHHE AJbTEPHATHBBI (HATIPUMED, «HUJIH»)
o3HayvaeT b0 oxHy, 00e, mudo OOy KOMOMHALIMIO aIbTEPHATHUB. B KOHTEKCTE HACTOSIIETO
JIOKyMeHTa (POPMBbI EAMHCTBEHHOT'O YHCIIA CIEAYET MOHUMATh KaK OTHOCSIINECS K «OHOMY MU
HECKOJIbKUM» U3 JIFOOBIX YKA3aHHBIX WJIH MMEPEUHUCICHHBIX KOMIIOHEHTOB.

[0131] TepmuHbl «IPUOTU3UTENILHO» WM «COCTOSIIUN TJIaBHBIM O0pa3oM  u3»
OTHOCSTCSI K 3HAQYEHMIO WJIM KOMIIO3ULIMM, KOTOpblE HaxXOASTCs B IMPUEMIIEMOM Juana3oHe
MOTPELIHOCTEN U1 KOHKPETHOrO 3HAYEHUsSI MM KOMIIO3ULIUH, KaK ONPENEIeHO CIEeLUaIuCcTOM B
TAHHOM O0JIACTH, KOTOPBIE YaCTUYHO OYAYT 3aBHCETh OT TOTO, KAKUM 00pa3oM M3MepsieTCst WIn
ONpenesseTCss 3HaUeHNe WM KOMITO3ULMSA, T. €. OTPaHUYEHUN CUCTeMBbl u3mepenui. Hanpumep,
«TPUOIM3UTEIBHO» WUIIM «COCTOSIIIUN TJIAaBHBIM 00pa3oM HM3» MOXKET O3Ha4aTh B mpenenax 1 mim
Oomee 1 craHmAapTHOrO OTKJIOHEHUS B COOTBETCTBUU C TPAKTUKON B naHHOH obmactu. B
Ka4eCTBE aJbTEPHATHBBI, (IIPUOTUIUTEIHHO» WM «COCTOSIIUN TJIABHBIM OOPa3oM H3» MOXKET
O3Ha4aTh nuanaszoH BIIOTH A0 20%. Kpome Toro, ocoOeHHO B OTHOIIEHUM OHMOJIOTHYECKUX
CHUCTEM WJIM NIPOLIECCOB, TEPMUHBI MOTYT IPEAyCMATPUBATh PA3HULYy 3HAYEHHUS BIUIOTH 10
NopsiiIka WIM BIUIOTh A0 S pa3. B cioydae, xorma KOHKpPETHbIE 3HAYEHUS WM KOMIIO3ULUHU
NPeNyCMOTPEeHbl B 3asiBKe W (opmyse H300peTeHHs, €ClIM He YKa3aHO HWHOEe, 3HA4YeHUe
«TPUOJMZUTEIBHO» WM «COCTOSIIUI TJIaBHBIM 00pa3oM U3» ClEAyeT pacCMaTPUBATh Kak
Haxofsleecss B Mpeaenax MNPUeMIIEMOro AUana3OHa MOrPELIHOCTEN Al TAKOrO KOHKPETHOIO
3HAYCHUS WM KOMITO3ULINH.

[0132] BripaskeHuss «OonmH pa3 NPUONUZUTENBHO KAXKIYK HENENo», «OOWUH pas
NpUOU3UTENBHO KaXK/IbIe 1BE€ HENENN» WIH JIOObIE IPyrHe MOAOOHBIE BBIPAKEHUS KACATEIbHO
WHTEPBAJIOB BPEMEHU MEXAYy NPUEMaMHU J03bl B KOHTEKCTE HACTOALIErO0 AOKYMEHTAa O3HAYaroT
npubnkeHHble 3HaYeHus. «OAMH pa3 MPUOIM3UTENBHO KaXIYH0 HEIEN0» MOXKET BKIFOYATh
KOKIblE CEeMb IHEW + OAWH JIeHb, T. €. MHTEPBAJ BPEMEHU OT «KaXKIblE MIECTh AHEW» 0
«Kaxnple BoceMb mHe». « OmUH pa3 MpHUOTHU3UTENBHO KAXIble IBE HEIST» MOXKET BKIIIOYATh
KaKIbl€ YEThIpHAALATh THEW + TPU IHA, T. €. MHTEPBAJ BPEMEHU OT «KaKIble OAMHHAALATH
OHEW» 1O «Kakaple ceMHaauath aHe». llogoOHble TPUOIIDKEHUS PacIPOCTPAHSIIOTCS,

HarpuMep, Ha MHTEPBAJIbl BPEMEHU OAWH pa3 MPUOIU3UTENbHO KaXKIble TPU HENEH, OJUH pa3
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NpUOIU3UTENBHO KaXK/ble YEThIpe HENENH, OAMH pa3 NPUOIU3UTENBbHO KaXXIble ISATh HEIelNb,
OOUH pPa3 NPUONU3UTENBPHO KaXk[Able ILIECTh HEAENb M OAWH pa3 NPUOIU3UTENBHO KaKIble
ABeHaauaTh Henenb. COrnacHO HEKOTOPbIM BapHaHTaM OCYILECTBJIEHMs] HMHTEPBall BPEMEHU
MEXAy TNpUEMaMH A03bl OAMH pPa3 NMPUOIM3UTENBHO KaXK[ble IIECTh HENENb WJIH OIUH pa3
NpUOIM3UTENPHO KaXIble ABEHAILATh HEAEIb O3HAYAET, YTO MEPBYIO 03y MOXHO BBOIHTDH B
moOOH AeHb MEepPBOI HEIeNH, a 3aTeM CJIEAYIOLIYIO 03y MOXKHO BBOAUTH B JIFOOOW JIEHb MIECTOM
WIN JBEHAJLATON Hemenu CcOoOTBETCTBEHHO. COriacHO IPyruM BapUaHTaM OCYINECTBIICHHUS
UHTEPBAJl BpEMEHH MEXKIYy MpHEeMaMH J03bl OJUH pa3 NMPUOJM3UTEIbHO KaXKIble IECTh HEIeNb
WIH OIWH pa3 NPHUOJIM3UTENBHO KaXKIble IBEHANLATh HENEJIH O3HAYaeT, YTO MEPBYIO H03Y
BBOISIT B KOHKPETHBII JI€Hb MEPBON Henenu (Hampumep, MOHENENbHHK), a 3aTeM CIEeIYHOIIYI0
703y BBOAAT B TOT JK€ J€Hb IIECTOW WM JABEHAAUATON Henmenw (T.€. TOHEIENbHUK)
COOTBETCTBEHHO.

[0133] Kak ommcaHo B HacTOsIEM JOKyMEHTe, JF00OW IHamna30H KOHIEHTPAIUH,
AVana3oH MPOLICHTHBIX 3HAYEHUH, IUana30H COOTHOLIECHUN U AUANa30H LENbIX YACEI CIeNyeT
NOHMUMATh KaK BKIIOYANOIIUI 3HAYEHHWE JI000ro LEeNoro 4Yucia B Mpefenax YKa3aHHOTO
IMana3oHa M, B COOTBETCTBYIOLIMX CIy4asx, €ro ApoOHbIe 4acTH (Kak, HAmpUMep, necsTas u
COTasi YacTh LEJIOTO YHCIIa), €CIIH HE YKa3aHO HHOE.

[0134] PasnuuHble OnHMCaHHBIE B HACTOSIIEM PACKPBITUH ACHEKThI ONMUCBIBAIOTCS Oolee

noAPOOHO B CIEAYIOLINX MMOApa3aeax.

Croco0bl 110 HACTOSAIIEMY PACKPBITUIO

[0135] Hacrosiiee packpbITUE OTHOCHTCSI K CIOCOOY JIEUEHHsI OMyXOJH MM CyObeKTa,
CTPAJIAOIIEero OT OIyXOJIM, MpPeayCMaTPUBAIOIIEMYy BBEICHHE CYOBEKTy TepaneBTHUYECKU
5(p(PEKTUBHOrO KOJMYECTBA AHTHTEJIA WJIM €ro AaHTUICHCBSA3BIBAIOIIEH YacTH, KOTOpbIC
creur(pUIeCKH CBSI3BIBAIOTCS C perentopoM-1 3amporpaMmupoBaHHoi rudenn kiaerok (PD-1) u
UHruOUpyroT aktuBHocth PD-1  («anwtureno k PD-1»), wuiam  aHTUTENa WM €ro
AHTUTCHCBS3BIBAIOIIEH YaCTH, KOTOPbIE CIIELN(HUECKH CBS3BIBAIOTCS C JIMTAHIOM perenTtopa-1
3arporpammupoBanHoi rudenu kiaetok (PD-L1) u unrunbupyrot akrusHocTh PD-L1 («anTHTENO
k PD-L1»), wu TepaneBTHuecku 5((PeKTHBHOrO KOJIMYECTBA AHTUTENA WM  €ro
AHTUTEHCBS3BIBAIOIIEH 4YacTH, KOTOpble cneundudecku cps3bBatorcs ¢ CD30 («antureno k
CD30»).

[0136] CornmacHO HEKOTOPHIM BapHaHTaM OCYLIECTBJIEHUS OIyXOJb IMPOUCXOAUT U3
mum¢pomsl Xomkkuaa (HL), HexomxkuHckoi mumgpomel (NHL) mnn ux komObunanumn. CornacHo
OTIpEeIEHHBIM BapUaHTaM OCYLIECTBIEHHs CyOBEKT MOJyyal OUH, 1B, TPH, YETHIPE, MATh WU

Oonee mpeAIIECTBYIOUMX BUIOB JedeHus: paka. COrIacHO APYTHMM BapUaHTaM OCYIIECTBIICHUs
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CyObeKT He TOojJydYasn npeamecTByromero JjedeHus. CoOrjlacHO HEKOTOPbIM BapHaHTaM
OCYIIECTBIIEHHS y CyOBeKTa HAOII0IAI0Ch MPOrPECCUPOBAHUE TPH IPYTHX BUAX JICUCHHS PaKa.
CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHUS HAOI0NANOCh IOBTOPHOE IOSIBJICHUE
omyxonu. CormacHO  HEKOTOPbIM  BapUaHTaM  OCYLIECTBJIEHUS  OIYXOJIb  SIBJISIETCS
meractatudyeckoi. CoOrjacHO APYruM BapHaHTaM OCYINECTBJIEHUS OIyXOJb HE SBISETCS
METaCTaTUIECKOM.

[0137] CormacHO ompeneNieHHbIM BapUaHTAM OCYIIECTBJIEHHUS OIMyXOJb MPOUCXOANT U3
HL (manpumep, omyxosb, mpenycmarpuBaromas HL). CormacHo omnpeneneHHbIM BapuUaHTaM
ocymectenennss HL mpencrasmsier coboii knaccuueckyro HL (cHL; mampumep, HOIyJSIPHYEO
ckaeposupyromyr HL, cmemanno-knerounyro HL, HL ¢ GonpiinM komu4decTBOM JTUM(OLIUTOB
win HL ¢ mumdounnsM uctomenuem). CorjmacHo OpyruM BapuaHTam ocyinectsieHust HL
npexacrasisier coboit HopysapHbId THIT HL ¢ tumdonaHeiM npeobiaganmem.

[0138] CormacHo npyrum BapuaHTaM OCYINECTBJIEHUs! OMyXojb mpoucxoauT u3z NHL.
CornacHO HEKOTOPBIM BapHaHTaM OCYyIIeCTBJIeHUs omyxoisb npeaycmarpuBaer NHL. CornacuHo
OnpeneNeHHbIM BapuaHtaM ocyinecTsieHuss NHL mnpencraBnsier coOoW penUIUBHYIO WIH
pedpakrepuyro NHL. CormacHo HeKOTOphIM BapuaHTam ocymectsieHuss NHL npencrasnser
coboit B-kmerounyro mumdomy, nHampumep, nuddysHyro B-kpynHOKIETOUHYIO IHMpOMY
(DLBCL), ¢onmukymspuyro mumbpomy (FL), numbpomy bepkutra, uMMyHOOIACTHYIO
KPYITHOKJIETOUHYIO JuMbpoMy, B-mumdoOnactHyro nuMdomMy M3 KIETOK-IPEIIIeCTBEHHUKOB,
muMQpOMy M3 KJIETOK MapTUHAJIbHON 30HBI WM JIEOOYI0 MX KoMOMHaImo0. CorjiacHO HEKOTOPBIM
BapuaHtam ocyinectienuss NHL npencrasisier coboii T-knerounyro numdomy, Hampumep,
koxkHyt0 T-xnerounyro mumdomy (CTCL), nepudepuueckyro T-knerounyro mumpomy (PTCL),
(DYHTOUAHBI MMKO3, AHAIUTACTHYECKYIO KpPYNMHOKJIETOuHYyro Jumdpomy, T-mumdobdnactHyro
miM(poMy U3 KJIETOK-TIPEIIIECTBEHHHKOB WM o0yl wux komOumHauumio. CornacHo
onpeneneHHbIM Bapuantam ocyinectsienuss NHL Boidpana uz DLBCL, PTCL, CTCL u nmo6oii
WX KOMOUWHAIIHH.

[0139] CormacHo apyruM BapuaHTaM OCYIIECTBIIEHUS CIOCOOBI TIO HACTOSIIEMY
U300pETeHUI0 TpeayCMaTpUBAOT BBeAeHHe 3¢ (ekTuBHOrO Koyimvectsa antutena k PD-1 u
s¢dexTuBHOro kommyectsa antutena Kk CD30. D¢ddexruBroe xomuuectBo anturena k PD-1
wwum antutena k CD30 wmokeT mnpenctaBisiTb COOOH TOCTOSHHYKO J03y WM 103V,
pacCYMTaHHYIO Ha BEC.

[0140] CormacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJEHUS HACTOSIIEE PACKPBITHE
BKJIFOYAET CIOCO0 JICUEHHUsI paka WM CTPAAAIOLIEr0 OT paka cyObeKTa, MpeayCMaTpHBArOIUN
BBeneHHe aHTtaroHucra PD-1 B komOuHammu ¢ antutenom k CD30 mns neyenust paxa.

«Anrarornct PD-1», kak W3JI0)KEHO B HACTOSIIEM JOKYMEHTE, BKJIIOYAET JIOOYI0 MOJEKYJy,
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KOTOpas uHrubupyer B3aumozeiicteue mexnay PD-1 (peuenrrop) u PD-L1 (siurann), 3a cuer gero
NPOUCXOAUT OJOKMpOBaHUE CHrHaibHOro myTu ¢ ydacruem PD-1/PD-L1. Cormacro apyrum
BapHaHTaM OCyLIecTBIeHHs aHTaroHucT PD-1 mpencrapnsier coboit ciuteiii Oenok PD-1-Fc.
CornacHO ompeneNeHHbIM BapuaHTaM OCyINecTBJeHMs aHTaroHuct PD-1  Bkirouaer
cBs3biBatoluiicss ¢ PD-1 cinuthiii O€NOK, aHTHCMBICJIOBYH) MOJIEKYJY, Malyl0 MOJIEKYJy,
pubO3UM WM HAHOAHTHUTEJO, KOTOPble WHTHOMPYIOT WM MPENOTBPALIAIOT B3aHMOJEHCTBHUE
mexxay PD-1 u PD-L1.

[0141] CormacHO ompeneneHHbIM BapHaHTaM OCYIIECTBJIEHHUS TEPaIus MO0 HACTOSIIEMY
packpeiTuiO (Hampumep, BBeneHue aHTHTenaa K PD-1 u anturena x CD30) obecneumBaer
5(p(peKTUBHOE  yBENIMYECHHE MPOAOCJDKUTENBHOCTH  BbDKHBaHMA cyOwekta. Hampumep,
NPONOJDKUTENBHOCTh  BBDKMBAHUS CyOBEKTa yBEJIMYMBAECTCS IO MEHbLIEH Mepe Ha
npuOIU3UTENBHO | MecsI, MO MEHbIIEH Mepe MPHUONM3HTENIBHO 2 Mecsla, IO MEHbIIeH Mepe
npuOIU3UTENBHO 3 MecsLa, IO MEHbIIEeH Mepe MPHOJIM3UTENbHO 4 MecsIa, M0 MEHbIIEH Mepe
NpUOIU3UTENBHO 5 MECALEB, IO MEHbIIEH Mepe MPUOIM3UTENBHO 6 MeCsLEB, IO MEHbINEH Mepe
npUOIU3UTENEHO 7 MECALEB, IO MEHbIIEH Mepe MPUOIU3UTENBHO 8 MeCsLEeB, IO MEHbINEH Mepe
npuOIU3UTENBHO 9 MecsleB, MO MeHbIneld Mepe npuOnmsutensHo 10 MecsleB, MO MeHbIIeH
Mepe npuoOIM3uTenpHO 11 MecsIeB uiu o MeHbLIeH Mepe NpuoIn3uTeNbHO 1 rox miu Oosee 1o
CPaBHEHMIO C TaKOBOH y ApPYyroro cyObeKkTa, MOAJIEKAIIErO JIEUEHUIO C UCIIONIb30BaHUEM JIHOO
Apyroi Tepanuu, JUOO TOJIBKO OAHOTO M3 JABYX KOMIIOHEHTOB KOMOMHHPOBAaHHOH Tepamnuu
oTaenpHO (Hampumep, anturena k PD-1 ornenbHO) mnM anbTepHATUBHOW KOMOMHHpPOBaHHOMN
teparmuu. CoOryacHO JpPYrUM BapHaHTaM OCYLIECTBJIEHHS KOMOWHHPOBAHHAs Tepamusi C
ucroyp3oBaHueM antutena Kk PD-1 u anturena x CD30 oOecrieunBaer yBeJIMYEHHE
NPOJOJIKUTEIBHOCTH BBDKMBAHUS CyOBEKTa Ha YPOBHE, AHAJOTMYHOM MPOJOJUKUTENBHOCTH
BBDKHBAHUS CYOBEKTa C MOMOIIBI0 KOMOWHUPOBAHHON Tepamiy ¢ MCIOJNb30BAaHUEM aHTUTENA K
PD-L1 u Openrykcumaba BepotuHa (antuteno k CD30). CornmacHo eme OgHMM BapuaHTaM
OCYIECTBIIEHHsT KOMOMHHPOBAHHAS TepPaIusl C MCIOJb30BaHUEeM aHTuTena K PD-1 (Hanpumep,
HUBOJyMaba win nemOponu3ymada) u anturena k CD30 (Hampumep, OpeHTykcrMada BeJOTHUHA)
o0ecrieynBaeT yBEIMYEHHE MPOAOCDKUTENPHOCTH  BBDKMBAHUS CyOBeKTa Ha  YPOBHE,
NpeBbIIAImeM (MPEeBBIIAONIEM Ha NPUOJU3UTENBHO OIWH MECAL, MPEBBINAINIIEM Ha
NpUOIU3UTENBHO ABAa MECSIA, MPEBBIIIAIOIIEM Ha MPHOIU3UTEIBHO TPH MECSIIA, TIPEBBILIAIOIIEM
Ha TPHOJIM3UTENBHO YETHIPE MECsLa, MPEBBIIIAOMEM Ha MPUONU3UTENbHO IISATh MECALEB,
NPEBBIIAOIEM Ha MPHOJIM3UTEIBHO MECTh MECALIEB, MPEBBIIAIOIIEM HA MPUOIN3UTENBHO CEMb
MECSLIEB, TPEBBIIIAIOIEM HAa NPUOJIU3UTEIBHO BOCEMb MECSIEB, IPEBBINAIOLIEM Ha
NpUOIU3UTENIBHO AEBATh MECSLEB, IPEBBINAIONIEM HAa NPUOIM3UTENIBHO OECATbh MECSLEB,

MpEBBIIIAOIEM Ha l'IpI/I6J'II/ISI/ITeJ'IbHO OOAWHHaALIATh MECALCB WM IIPCBBIMIAOMIEM Ha
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NpuONU3UTENPHO OAMH TOJ) MPOJOJDKUTENbHOCTh BBDKUBAHUS CyOBEKTa C ITOMOIIBIO
KOMOMHHMPOBAHHON Tepamuu C HCrosb3oBaHueM aHtutena k PD-L1 (manpumep, MPDL3280A
Wi ate3onmzymada) u Openrykcumada BenotuHa (antutesno k CD30).

[0142] CornacHO onpeneseHHbIM BapUaHTaM OCYLIECTBJEHUS TEpamusi Mo HACTOALEMY
packpbiTuio  obecrieunBaer 3(QeKkTHBHOE yBEIMYEHHE NPOAOJIKUTENBHOCTH BbDKHBAHUS
cybwekra Oe3 mporpeccupoBanusi. Hanmpumep, mpoaomKUTENbHOCTh BbDKMBAHUS CyObekTa 0e3
IPOTPECCUPOBAHUS YBEJIIMUMBAETCS IO MeEHbLIEH Mepe Ha NpuUOMM3UTENbHO | Mecsl, o
MEHbLIEH Mepe NMPUOIU3UTENIbHO 2 MecsLa, IO MEHbIIeH Mepe NMPUOJU3UTENBHO 3 Mecsila, 1o
MEHbLIEH Mepe MPUOTU3UTENBEHO 4 MeCsIIa, IO MEeHbLICH Mepe MPUOIH3UTEIPHO 5 MeCsILEeB, 10
MEHbLIEH Mepe MPUOIH3UTEIHHO 6 MECSIIEB, 10 MEHbLIEH Mepe NMPUOIH3UTEIBbHO 7 MECSIIEB, I10
MEHbLIEH Mepe NMPUOIH3UTENBHO 8 MECSIIEB, M0 MEHbLIEH Mepe NMPUOIM3UTEIBPHO 9 MECSIIEB, 1O
MeHbLIeH Mepe npubmusnutenbHo 10 Mecsines, o MeHbInel Mepe npuoOam3uTensHo 11 Mecsies
WIN TI0 MEHbLIeH Mepe MPUOTU3UTENbHO | o Mo CPaBHEHUIO C TAKOBOH Yy APYroro cyObekTa,
MOJISKAIIETO JISYEHUIO C HCIOJNBb30BaHUEM JIMOO APYrod Tepamuu, JMOO TOJIBKO OFHOTO W3
IBYX KOMIIOHEHTOB KOMOWHHPOBAHHOHM Tepamuu OTHENbHO (Hampumep, aHTHTena k PD-1
OTAEJIbHO) WJIH aJIbTEPHATUBHON KOMOMHHPOBAHHON TEPAITHH.

[0143] CornacHo ompeneneHHbIM BapHaHTaM OCYLIECTBJEHUS TEPaIus M0 HACTOALIEMY
packpbITHIO ObecrieunBaeT >((EeKTHBHOE YBEJIMUYEHHUE YacTOThl OTBETA B IpyIme CyOBeKTOB.
Hanpumep, wacrora orBera B rpynne CyOBEKTOB YBEIMUMBAETCS IO MeEHbIIEH Mepe Ha
npubnusurensHo 2%, MO MeHblied Mepe mnpuOnusurenbHo 3%, 1O  MeHblIeH Mepe
npubamsutenvHo 4%, MO MeHbIIed Mepe mnpuOmu3uTenbHo 5%, N0 MeHblIeH Mepe
npudmmsutensHo  10%, mo wMesblield Mepe npuOnusutenvHo 15%, 1o MeHbluel mepe
npubnusutensHo 20%, 1O MeHblueld wMepe npuOIM3uTEeNsHO 25%, MO MEHbIIeH Mepe
npubnusutensHo 30%, 1o MeHblueld wMepe npubIM3UTENbHO 35%, MO MEHbIIeH Mepe
npubnusutensHo 40%, mo MeHblued wmepe npubmm3uTeNnsHo 45%, MO MeHbIIeH Mepe
npubnusutensHo 50%, 1o MeHblueld wMepe npuOIM3UTENBbHO 55%, MO MEHbIIeH Mepe
npubnusutensHo 60%, 1o MeHbplied wMepe npubmmsurensHo 70%, MO MeHbIIeH Mepe
npubnusutensHo 75%, mo MeHeplield wMepe mnpubmmsurensHo 80%, Mo MeHblueld Mepe
npubnusutensHo 85%, mo MeHbpneld wMepe mnpubmmsurensHo 90%, 1Mo MeHbIueld Mepe
npubnusuTensHo 95%, Mo MeHbLIeH Mepe npuONM3uTeNsHO 99% WM NO MEHbLIeH Mepe
npubnusuTensHo 100% 1o cpaBHEHHIO C APYTOH rPyMION CyOBEKTOB, MOIIEKALINX JICYEHHIO C
UCTIOJIB30BAHMEM JIMOO JIpyrodl Tepamuy, JHOO TOJNBKO OJHOrO M3 JABYX KOMIIOHEHTOB
KOMOMHHMPOBAHHOW Tepanuu OTAeNbHO (Hampumep, aHtutena k PD-1  ormenpHO) wmim

aNbTEepHATUBHON KOMOMHUPOBAHHON TEPAIHH.
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[0144] CornacHo ompenesieHHbIM BapHaHTaM OCYIIECTBJICHUS C TTOMOIIBIO CIIOCOOOB IO
HACTOSILEMY PACKPBITUIO CHHUXKAKOT YPOBEHb PEryJIUPYEMOrO TUMYCOM M aKTUBALMEN XEMOKHHA
(TARC) B cbIBOpOTKE KpOBH y cyOBeKTa mocie BBeneHus: anrurena k PD-1 u anturena xk CD30
B KOMOMHAIMHU, IO CpaBHEHUIO ¢ ucxonHbiM ypoBHeM TARC B cbiBopoTke kpoBu (0e3 BBenEeHUs
WIA 0 BBEACHUS) WM MOCje BBeneHus antutena k PD-1 unm anturena x CD30 oraenbHO
(MonoTepamnust). CorlacHO HEKOTOPBIM BapHAaHTaM OCYLIECTBJICHUs IOCJE BBEICHUS YPOBEHb
TARC B cbIBOpOTKE KPOBH CHHXKAETCS 10 MEHbIIEH Mepe B OAMH pa3, IO MEHbLIell Mepe B
1,5 pa3a, mo meHbLIEN Mepe B Ba pas3a, IO MEHbIIEH Mepe B TPU pasa, IO MEHbIIEH Mepe B
YeThIPE pas3a, O MEHbILEH Mepe B IIATh pas3, 10 MEHbIIEH Mepe B LIECThb pa3, 10 MEHbIIEH Mepe B
CEMb pa3, IO MEHbIIEH Mepe B BOCEMb pa3, 10 MEHbILEH Mepe B IEBATH pa3, [0 MEHbLIEH Mepe B
JeCsTh pas3, N0 MeHblIel mepe B 11 pas, no mensiuel Mepe B 12 pas, no MeHbluel Mepe B 13 pas,
no MeHblIed Mmepe B 14 pa3, mo MeHblueil Mepe B 15 pa3, mo MeHbuiell Mepe B 16 pas, mo
MeHblIel Mepe B 17 pa3, no meHblneld mepe B 18 pa3s, mo Menbwen mepe B 19 pas unu no
MeHbLIel Mepe B 20 pa3 mo cpaBHEHHIO ¢ McxonHbIM ypoBHeM TARC B ceiBOpoTke KpoBu (0e3
BBEACHUS WIM OO BBEIEHHWs) WM Tmociie MoHorepanuu. COrnlacHO ApyTrdM BapHaHTaMm
OCYIIECTBIIEHUS C TOMOINBIO CHOCOOOB IO HACTOSILEMY PACKPBHITHIO MOBBIMAIOT YPOBEHb
MPOBOCTIAJIUTEIBHOTO INTOKWHA, Hanpumep, unrepieiikuna-18 (IL-18) w/win uarepdepona-y, y
cyObekTa nocie BBeneHus antutena k PD-1 u antutena k CD30 B koMOnHaLMK, IO CPaBHEHUIO
C HUCXOIHBIM YPOBHEM IPOBOCHAIUTENBHOrO MUTOKMHA (O€3 BBENEHHs WM O BBEICHUS) WIN
nocne BBefeHus antutena kK PD-1 wnn anturena k CD30 otnenpHO (MOHOTepamusi). YpPOBEHb
NPOBOCHAIUTENIBHOIO LUTOKHMHA MOKET MOBBILIATBHCS MO MEHbIIEH Mepe B 1 pas, Mo MeHbLIen
Mmepe B 1,5 pasa, no MeHbLIeH Mepe B 2 pa3a, IO MEHbLIEH Mepe B 3 pasa, 10 MEHbLIEH Mepe B
5 pa3, o MeHblIEW Mepe B 6 pas, 1O MeHbLIEH Mepe B 7 pa3, 0 MeHblIel Mepe B 8 pas, no
MeHbLIel Mepe B 9 pa3, no menblueil mepe B 10 pa3, no MeHbiueil Mepe B 11 pas, no meHblien
Mepe B 12 pa3, no menblieil Mepe B 13 pa3, mo menblueil Mepe B 14 pas3, no MeHblIElH Mepe B
15 pas, no menb1el Mepe B 16 pa3, no menbuieit Mepe B 17 pa3, no Menbiueit mepe B 18 pas, no
MeHbLIeH Mepe B 19 pas minu o MeHbineit mepe B 20 pa3 mocie npuMeHeHHs: KOMOMHHUPOBAHHON
tepamui. COriacHO eme OAHMM BapHaHTaM OCYIIECTBJICHHS C IOMOIIBIO CIIOCOOOB TIO
HACTOSILEMY PAaCKPBITUIO MOBBIIIAOT YPOBEHb T-KJI€TOYHOro xeMmokuHa, Hampumep, IP10, y
cyObekTa nocie BBeneHus antutena k PD-1 u antutena k CD30 B koMOMHALINK, TIO CPABHEHHIO
C HUCXOIHBIM YPOBHEM T-KJIETOYHOrO XeMOKHMHA (0€3 BBEEHMs WM 1O BBEACHHS) WM TIOCHE
BBeneHUs1 aHturena Kk PD-1 wmm amtutena k CD30 ormenpHO (MoHOTepamusi). CoriacHo
HEKOTOPBIM BAapHAaHTAM OCYLIECTBJEHUS YPOBEHb T-KJIETOYHOIO XEMOKHHA IOBBIIIAETCS IO
MeHbLIen Mepe B 1 pa3, mo MeHbluel mepe B 1,5 pasa, Mo MeHblel Mepe B 2 pa3a, 0 MEHbLIEH

Mepe B 3 pasa, IO MEHbLIEH Mepe B 5 pa3, IO MEHbLIEH Mepe B 6 pa3, IO MEHbILIEH Mepe B 7 pas,
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10 MEHbLIEH Mepe B 8 pa3, mo MeHblIen Mepe B 9 pas, no menblie Mepe B 10 pas, no MeHbIIEH
Mmepe B 11 pas, no menpment Mepe B 12 pa3, mo menbluen Mepe B 13 pa3, mo MeHbLIEH Mepe B
14 pa3, no menb1uel Mepe B 15 pa3, no menbLient Mepe B 16 pas, no Menben mepe B 17 pas, o
MeHbLIerH Mepe B 18 pa3, mo menbuienn mepe B 19 pas unu no Menswen mepe B 20 pa3 mocie
NPUMEHEHHs] KOMOMHUPOBAHHOMN TEPAITHH.

[0145] CormacHO apyruM BapuaHTaM OCYLIECTBIEHHS CIIOCOO IO HACTOSLIEMY
U300PETEHUIO OTHOCUTCS K Crtoco0y cHrkeHus: ypoBHs TARC B ChIBOPOTKE KPOBH Y CyOBEKTa,
CTpaJiaoIIero OT OmyXoiH, nmpoucxopsuiein u3 auMpomsl XomxkuHa (HL), HEXOMKKUHCKON
mimpombl (NHL) wnim ux KOMOMHAIMM, TNPenyCMaTPUBAIOLIEMy BBENEHUE CyOBEKTY
TepaneBTHUeCKH 3P dexTuBHOr0 KommuecTBa antutena k PD-1 u anturena k CD30. CornacHo
HEKOTOPBIM BapuUaHTaM OCyllecTBieHus rnocie BeenaeHus ypoBeHb TARC B ChIBOpOTKE KpOBU
CHI)XAETCsl IO MEHbLIEH Mepe B OAMH pa3, MO MeHblIel mepe B 1,5 pasa, IO MeHbIIEH Mepe B
71Ba pa3a, MO MEHbLIEN Mepe B TPU Pas3a, 10 MEHbILIEH Mepe B UEThIPE Pas3a, 0 MEHbIIEH Mepe B
ISITh pa3, IO MEHbLIEH Mepe B IIECTb Pa3, MO MEHbLIEH Mepe B CEMb pas, 10 MEHbIIEH Mepe B
BOCEMb Pas, IO MEHbLIEH MePe B AECBATH pPa3, 10 MEHbIIEH Mepe B AECATh pa3, 10 MEHbLIEH Mepe
B 11 pa3, no MeHbinel mepe B 12 pa3, no MeHbleld Mepe B 13 pas, mo menblIen Mepe B 14 pas,
o MeHbLIEeH Mepe B 15 pa3, mo MeHbluel Mmepe B 16 pa3, mo MeHbuiel Mepe B 17 pas, no
MeHblIed mepe B 18 pa3, mo MeHbwen mepe B 19 pas wimu no menewein mepe B 20 pas mo
cpaBHeHMIO ¢ ucxonHbIM ypoBHeM TARC B cbiBOpoTKe KpoBH (0€3 BBEICHHS MU 10 BBEICHMS)
WIH TOCJIE MOHOTEPAIUH.

[0146] CornacHO HEKOTOPBIM BapHAHTAM OCYINECTBJICHHUS CIOCOO MO HACTOSIIEMY
M300pETeHNI0 OTHOCHUTCSI K CIocoOy IOBBIIIEHUS YPOBHS NPOBOCHAIUTENBHOIO LUTOKHHA
(marmpumep, IL-18 w/umu IFNy) w/unu T-knerouHoro xemokuHa (Hanpumep, IP10) y cyObekra,
CTpaJIAOIIero OT OmyXoiH, nmpoucxopsuien n3 aumpomsl XomxkuHa (HL), HEXOMKKHHCKON
mimpombl (NHL) wnmm ux KOMOMHAIMM, TNPenyCMaTPUBAIOLIEMy BBENEHUE CyOBEKTY
TepaneBTHUeCKH 3P dexTuBHOr0 KommuecTBa antutena k PD-1 u anturena k CD30. CornacHo
HEKOTOpPBIM BapHaHTaM OCYLIECTBJICHUS ypPOBEHb NPOBOCHAIUTENBHOTO IUTOKMHA w/mmu T-
KJIETOYHOI'O X€MOKHMHA MOBBILIAETCS IO MEHbIIEe Mepe B 1 pas3, no MeHbliel Mepe B 1,5 pasa, no
MEHbIIEH Mepe B 2 pa3a, MO MEHbIIEH Mepe B 3 pasa, IO MEHbLIEH Mepe B 5 pa3, 0 MEHbIIEH
Mepe B 6 pa3, o MeHbLIEH Mepe B 7 pas, IO MEHbIIEeH Mepe B 8 pa3, o MeHbLIEH Mepe B 9 pas,
no MeHbwed mepe B 10 pa3, mo mensiueir mMepe B 11 pa3, mo Mmenbieil mMepe B 12 pas, no
MeHbLIel Mepe B 13 pas, mo menbuiel Mepe B 14 pas, mo MeHblueil Mepe B 15 pa3, no MeHbLIEH
Mepe B 16 pas, no menplent Mepe B 17 pa3, mo meHbluel Mepe B 18 pas3, mo MeHbLIEH Mepe B

19 pa3 wnu no meHbLel Mepe B 20 pa3 nocyie NpUMEHEeHUs] KOMOMHUPOBAHHON TepaIyu.
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[0147] CormnacHo ompenesieHHbIM BapHaHTaM OCYIIECTBIICHUS C TTIOMOIIBIO CIIOCOOOB IO
HACTOSIEMY M300peTeHrI0 (HampuMmep, KOMOMHHMPOBAHHOW Tepamnuu C HCTIOJIb30BAHHEM
anturena kK PD-1 u antutena k CD30) takke 00eCcrednBarOT aKTHBALMIO W/WITH TPOJIU(EePaLHIo
T-knerok, Hanpumep, CD4+ T-knerok, Hanpumep, pommukynsapubix xennepHeix CD4 T-knerox
(Tth), xemmepubix T-knerok (Thl wwumu Th2), xemmepubix T-xmerox 17 (T17) wumm
peryasitopubix T-knerok (Treg) mnu CD8+ T-kieTok, Mo CpaBHEHUIO C BBEACHHEM aHTUTENA K
CD30 otnenbHO WM UCXONHbIM ypoBHeM (Oe3 BBemeHuss wnu 10 BBeneHus). CoryiacHo
HEKOTOPBIM BaPHAHTaM OCYLIECTBJICHHs C TIOMOIIBIO CIIOCOOOB MO HACTOSLIEMY H300PETEHUIO
HOBBIIIAIOT 4ucno T-knerok, Hanpumep, CD4" T-knerok, perymstopubix T-knetok (Treg), mo
cpaBHeHHIO ¢ BBereHueM aHtutena Kk CD30 oTnenpHO WM UCXOOHBIM YpOBHEM (0e3 BBEIEHHS
WU 710 BBEJICHUSI ).

[0148] CormacHo HekOTOphIM BapuaHTaM ocyliecTBieHusi aHturena k PD-1 u CD30
COCTaBJSIOT [Nl  BHYTpUBEHHOro BBeaeHus. (CorynacHO ONpeAeNeHHbIM BapHaHTaM
ocyuectsieHus anturena k PD-1 u CD30 BBozsaT nocnenosarenbHo. CoOraacHoO OnpeseneHHbIM
BapuaHTaM ocyinectsiaeHus anrtutena k PD-1 u CD30 BBoasaT ¢ pasHuueil B 30 MUHYT ApyT OT
npyra. CormacHO OIHOMY BapHaHTy OCyIIeCTBIeHUs aHtuTeno Kk PD-1 wumum  ero
AHTUIEHCBA3BIBAIOLIYI0 YacTb BBOAAT 10 BBedeHus antutena k CD30 wmm  ero
aHTUreHcBsA3bIBaroLel yacTi. CornacHo ApyroMy BapHaHTy OCyILIecTBieHMs aHTuTeno k CD30
WIM €ro aHTUIEHCBSA3BIBAIOLIYIO YacTb BBOAAT 10 BBeaeHust anturena k PD-1 wumm ero
aHTUreHcBsA3bIBaroLel yactu. CoracHO ApyroMy BapHaHTY OCYILIECTBJIEHUs aHTUTeNo K PD-1
WIN €r0 aHTUI'€HCBA3BIBAIOIIYIO 4acTh W aHTUTEN0 K CD30 mim ero aHTUreHCBSA3BIBAIOILYIO
4acTb BBOJSAT OJHOBPEMEHHO B BHUJE OTHENbHBbIX Komnosuuuil. CoriacHO AOMOJHHUTEIbHOMY
BAPUAHTY OCYILECTBJIEHUs1 aHTUTENO K PD-1 unu ero aHTUreHCBA3BbIBAIOLIYI0 YaCTh U AHTUTENO
k CD30 unu ero aHTUreHCBS3BIBAIOILIYIO YacThb CMEIIMBAIOT B BUAE €AMHON KOMIIO3ULIMU IS
OIHOBPEMEHHOI'O BBEJICHHUSI.

[0149] CormnacHo HEKOTOPBEIM BapuaHTaM OcCyliecTBieHUsl anTuteno k PD-1 u anTuteno

k CD30 BBOAST B QUKCUPOBAHHOM J103€.

Antutena k PD-1 u PD-L1

[0150] Tlpu KOMOMHHMPOBAHHOW TepamUH IO HACTOSIIEMY PACKPBITHIO MOTYT OBITH
UCTIONBb30BaHbl aHTHTENO K PD-1 mmu ero anturencesspiBaroumii gpparment. PD-1 sBisercs
KJIFOUEBbIM PELENTOPOM, MPEACTABISIOMIUM COOOH KOHTPOJBbHYIO TOYKY MMMYyHHOI'O OTBETA,
SKCIPECCUPYEMBbIM aKTUBUPOBAaHHbIMU T- u B-kieTkamu, M OH ONOCpEenyeT CyHMpeCcCHUr0
uMMyHHOTO oTBeTa. PD-1 siBisiercst mpencraButenem cemeiictBa peuentopo CD28, koropoe

Bkmouaer CD28, CTLA-4, ICOS, PD-1 u BTLA. bouto unenruduiuposano asa nurasaa PD-1,



29

NPEACTABISIIOIIe COOOH  TJIMKOMPOTEMHBI  KJIETOYHOW IMOBEPXHOCTH, JHraHa Oenka-1
3arporpammupoBaHHoil rubenu kinerok (PD-L1) m smurang Oenka-2 3amporpaMMHpPOBAHHOM
rubenn  kinetok (PD-L2), xoropble 3KCHpecCHpYIOTCS HA  IOBEPXHOCTH  AHTUTEH-
NPEACTaBJSIIOINX KIETOK, a TAKXKe ITPU MHOKECTBe (POPM paka desoBeKa, U ObLIO MOKa3aHO, YTO
OHU OCYILECTBJISIET OTPULATENBHYIO PETyJIALMI0 aKTUBALMUU T-KJIETOK M CeKpeLuu LIUTOKUHOB
nocne cBsasbiBaHus ¢ PD-1. Murubuposanue B3ammopneiictsusi PD-1/PD-L1 copelictByer
CHJIBHOH MPOTUBOOMYXOJIEBbIH AKTUBHOCTH B TOKJIMHUYECKUX MOJEIISIX.

[0151] MoHoOKIOHAIbHBIE AHTUTENA YeJIOBEKA, KOTOpPbIe Crielu(UIECKH CBSI3bIBAIOTCS C
PD-1 ¢ Bbicokoit apduHHOCTBIO, ObLTH packpbIThl B nateHTe CIIIA Ne 8008449. JIpyrue mAB k
PD-1 Obutn omnucanbl, Hanpumep, B mateHtax CIITA NeNe 6808710, 7488802, 8168757 u
8354509 u nyOmukammu cornacao PCT Noe WO 2012/145493. Bbuio mpoaeMOHCTPUPOBAHO, UTO
Kakaoe u3 packpbIThix B mateHte CIIIA Ne 8008449 MOHOKJIOHANBHBIX aHTHUTEN YeioBeka k PD-
1 mposiBNsieT OfHY WM HECKOJBKO M3 CIENYIOIMUX XapakTepuCTHK: (a) ces3biBaercs ¢ PD-1
uesnoseka ¢ Kp 1 x 107 M uu MeHblle, Kak ONpeseeHo ¢ MOMOIIBIO METO/Ia MOBEPXHOCTHOTO
IUTA3MOHHOT'O PEe30HAaHCa ¢ MPUMEHeHHeM OMOCEHCOpHOM cucteMsl Biacore; (b) mpakTudecku He
ceszbiBaercst ¢ CD28, CTLA-4 unu ICOS wenoseka; (c¢) moBblmaer crenens nponudeparym T-
KJIETOK B AHAJIM3€ Ha OCHOBE pEAKLUMUH CMeImaHHON KynabTypel jumdoruroB (MLR); (d)
MOBBIIIAET MPOAYKLHI0 HHTephepoHa-y B MLR-ananmse; (€) moBblmaer creneHb cekperuu [L-2
B MLR-ananuze; (f) cBsaspiBaercsa ¢ PD-1 yenoseka u PD-1 sBanckoro makaka; (g) uHruoupyer
cszbiBanue PD-L1 w/umu PD-L2 ¢ PD-1; (h) crumynupyer anTureHcneundpuieckue BTOpUIHbIE
UMMYHHBIE OTBETHI; (1) CTUMYJIUPYET TYMOpaJIbHbIE UMMYHHBIE OTBETHI, W/HIH (j) HHrHOUpyeT
POCT OIMyXOJEBbIX KJIETOK /77 vivo. Icmonbp3yeMble B HACTOSAIIEM PACKpbITUU aHTUTEna K PD-1
BKJIFOYAIOT MOHOKJIOHAJIbHBIE aHTUTENA, KOTOpble crenuduyecku CBsi3biBalOTCS ¢ PD-1
4eJIOBEKA U MPOSIBJISIFOT 10 MEHbLIEH Mepe OJIHY, [0 MEHBIIEH Mepe ABE, IO MEHbLIEH Mepe TPH,
IO MEHBLIEH Mepe YEThIPE UK MO MEHbIIEH Mepe MATh M3 YIOMSHYTBIX BBILIE XaPAKTEPUCTHK.

[0152] CormacHo ogHOMYy BapuaHTy OCyllecTBieHHs aHTuTeno k PD-1 mpencraBnser
coboit nuBonyma6. Husonmymab (Takxke usecTHbIl kak «OPDIVO®y; panee 0603HauaeMslil Kak
5C4, BMS-936558, MDX-1106 unmn ONO-4538) npencrasinsier co60ii HHTHOUTOP KOHTPOJIBHOM
TOYKH UMMyHHOro oteBera PD-1 B Buae mosmHOCThIO denoBeueckoro IgG4-anturtena (S228P),
KOTOpOe M30MpaTeNIbHO MpeoTBpaiaeT p3aumosencTeue ¢ aurangamu PD-1 (PD-L1 u PD-L2),
TEM caMbIM OJIOKHpYS TMOJABJIEHHWE NMPOTUBOOMyXoyeBbIX (yHkumit T-xnerok (marent CIIA
Ne 8008449; Wang et al, 2014 Cancer Immunol Res. 2(9):846-56). Husomymad
XapaKTepU30BAJICS aKTUBHOCTBIO MPH PA3JIMYHBIX 3aMyLIEHHBIX COJUIHBIX OMyXOJsX, BKJIIOUas
NOYE€YHO-KJIETOYHYIO0 KapLUUHOMY (aI€HOKAapLMHOMY IOYKH WIH THIepHeppOoMy), MENaHOMY U

HemenkokyeTouHbli pak jierkoro (NSCLC) (Topalian et al., 2012a; Topalian et al., 2014; Drake
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et al., 2013; WO 2013/173223). CornacHo IpyroMy BapHaHTy OCYIIECTBJIEHHUS aHTUTENO K PD-1
WIH ero (parMeHT NEepPeKPeCTHO KOHKYPUPYIOT ¢ HuBOmymMaboM. CoOriacHO HEKOTOPBIM
BapuUaHTaM OCYyLIECTBJICHUs aHTuTeno K PD-1 cBsA3biBaeTcs ¢ TeMm ke BNUTONOM, YTO U
HuBOJyMad. CoriacHO OmpeesieHHbIM BapHaHTaM OCYyINeCTBIeHHs aHTuTesno k PD-1 comepskut
Te ske CDR, uTo 1 HHBOJNyMaO.

[0153] CormacHo npyromy BapuaHTy oOcyluecTBieHHs aHTuTeno k PD-1 (wmm ero
AHTUIEHCBS3BIBAIOIIAS YaCTh) MMEPEKPECTHO KOHKypHpyeT ¢ mnemOponusymadbom. CoriacHo
HEKOTOPBIM BapHaHTaM OCYLIECTBIEHUS aHTUTENO K PD-1 cBsi3piBaeTcs ¢ Te€M ke SMUTOMNOM, YTO
u nemOponanm3ymad. CoriacHO OMpeeNeHHbIM BapHaHTaM OCYINECTBJEHHS aHTUTENOo k PD-1
comepxxut Te ke CDR, uro u memOponuzymad. CorjlacHO APyromMy BapHUaHTy OCYIIECTBIICHUS
antuteno k PD-1 mpencrasisier coboit memOponnzymad. [TemOponusymad (Takke W3BECTHBIN
kak «KKEYTRUDA®», nam6ponusymab u MK-3475) npencrapiseT coboii Ir'yMaHH3MpOBaHHOE
MOHOKJIOHaNbHOe 1gG4-aHTuTeNno, HAapaBJIeHHOEe NMPOTUB peLenTopa KJIETOYHOW MOBEPXHOCTH
PD-1 udenoeeka (peuentop-l 3amporpaMMHUpPOBAHHOW THOENM KIETOK WM penenTtop-1
3anporpamMMmupoBaHHON ruOenu). [lemOponm3ymadb omucan, Hanpumep, B mareHte CIIIA
Ne 8900587, cm. Taxke http://www.cancer.gov/drugdictionary?cdrid=695789 (mocnemuuit
noctym: 14 nexkabps 2014 rona). IlemOponuzymad 6vu1 ogodper FDA nnst nedeHus: penuanBHON
win pedpakrepHoi MegaHoMbl U 3amymenHoi NSCLC.

[0154] CormacHo napyruM BapuaHTaMm OCyLIeCTBiIeHHs aHTUTeNo K PD-1 (wmm ero
AHTUT€HCBA3BIBAIOINAs YacTh) nepekpecTHo koHKypupyer ¢ MEDI0680. CornacHo HEKOTOPBIM
BapMaHTaM OCylLleCTBIeHUs aHTuTeno kK PD-1 cBsA3biBaeTcs ¢ TeM k€ 3MUTONOM, 4YTO H
MEDI0680. CornacHo onpeneseHHbIM BapHaHTaM OCyliecTBieHus: antuteno k PD-1 cogepxur
te ke CDR, uro u MEDIO680. CornacHo apyruM BapuaHTaM OCYIIECTBJIEHUS aHTUTENo k PD-1
npencrasisier coboi MEDIO680 (panee msBectHoe kak AMP-514), koTopoe mpencraBiisieT
co0ol MOHOKJIOHaIbHOE aHTuTeno Kk peuentopy PD-1. MEDIO680 onmcano, Hampumep, B
MATEHTE CIIA Ne 8609089B2 1581051 Ha calirte 1o azpecy
http://www.cancer.gov/drugdictionary?cdrid=756047  (mocmemuuii  mocTym 14 nexabps
2014 rona).

[0155] CormacHo  ompeneneHHBIM  BapHaHTaM  OCYINECTBIEHHS  MHTHOUTOPOM
KOHTPOJIBHON TOYKH MMMYyHHOTO OTBeTa siBisiercst AMP-224, koTopslii mpenctasisier coboi
ciuteiii Oenmok Ha ocHoBe B7-DC m Fc. AMP-224 olcyxnaercs B nybmukammm CIIA
Ne 2013/0017199 WIH Ha caiite o anpecy
http://www.cancer.gov/publications/dictionaries/cancer-drug?cdrid=700595 (mocnemuuit moctyn

8 uroist 2015 roma).
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[0156] CormacHo npyrum BapuaHTaM OCYINECTBICHHs aHTUTeNn0 K PD-1 (wmm ero
AHTUT€HCBA3BIBAIOINASL YaCTh) MEepPeKpecTHO KOHKypupyer ¢ BGB-A317. CornacHo HEKOTOPBIM
BapUaHTaM OCyllecTBieHUs: aHTureso k PD-1 cessbiBaercsa ¢ Tem ke snuronoMm, uro u BGB-
A317. CornacHO onpeAeNeHHbIM BapUaHTaM OCyLecTBieHus antuTeno k PD-1 comepxut te xe
CDR, uro u BGB-A317. CornacHo onpeneneHHbIM BapHaHTaM OCYLIECTBIEHHs aHTUTeNo kK PD-
1 mpencrasisier coboit BGB-A317, kotopoe sBIsIeTCs] TyMaHU3UPOBAHHBIM MOHOKJIOHAJIBHBIM
antutenoM. BGB-A317 onucano B nybmukarwn CIITA Ne 2015/0079109.

[0157] CormacHo npyrum BapuaHTaMm OCyLIeCTBieHUs aHTUTeNo K PD-1 (wmm ero
AHTUTCHCBS3BIBAIOINAS 4YacTh) nepekpectHo KoHkypupyer ¢ INCSHR1210 (SHR-1210).
CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHUS aHTUTENO K PD-1 cBs3bIBaeTcss ¢ Tem ke
snuronoM, urto u INCSHR1210 (SHR-1210). CornacHo onpeneneHHbIM BapUaHTaM
ocymecteieHuss antuteno k PD-1 comepxxut Te ke CDR, yto m INCSHR1210 (SHR-1210).
CornacHo ompeneneHHbIM BapuaHTaM OCyIIeCTBJeHHsI aHTUTeNno k PD-1 mpencrasnsier coboit
INCSHR1210 (SHR-1210), xoTtopoe sBJS€TCS MOHOKJIOHAJIBHBIM aQHTHUTEJIOM YeJIOBEKa.
INCSHR1210 (SHR-1210) ortucano 8 W0O2015/085847.

[0158] CormacHo npyruM BapuaHTaM OCYINECTBICHHS aHTUTeno K PD-1 (wmm ero
AHTUT€HCBA3BIBAIOINAS YacTh) nepekpecTHo KOHKypHupyeT ¢ REGN-2810. CornacHO HEKOTOPBIM
BapUaHTaM OCYyLIeCTBJIeHUs1 aHTUTEN0 kK PD-1 cBsaA3bpiBaercs ¢ Tem ke snutornom, yto u REGN-
2810. CornacHo onpeneneHHbIM BapuaHTaM OCyIleCTBIeHUs! aHTuTeno k PD-1 comepxut Te xe
CDR, uro u REGN-2810. CornacHo omnpeneieHHbIM BapUaHTaM OCYLIECTBJIEHUS AHTUTENO K
PD-1 mnpencrasnsier coboit REGN-2810, koTOpoe $BISA€TCS MOHOKJIOHAJIBHBIM AHTUTEIOM
yenoBeka. REGN-2810 onmcano 8 W0O2015/112800.

[0159] CormacHo npyrum BapuaHTaMm OCyLIeCTBieHUs aHTUTeNo K PD-1 (wnmm ero
AHTUTEHCBS3BIBAIOINAS YaCTh) MepekpecTHO KoHkypupyeT ¢ PDROO1. CorjmacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJICHUs] aHTUTENO K PD-1 cBs3biBaeTcs ¢ TeM ke snuronom, uro u PDROO1.
CornacHo omnpeaeneHHbIM BaprHaHTaM ocyiecTBieHus: antureno kK PD-1 conepxur te ske CDR,
yro u PDROO1. CornacHo ompeneineHHbIM BapuaHTaM OCYILIECTBJIeHUs aHTuUTeno k PD-1
npencrasisier codoir PDRO0O1, xotopoe sBisSeTCS T'yMaHH3UPOBAHHBIM MOHOKJIOHAJIBHBIM
aarutenioMm. PDROO1 onmcano 8 W02015/112900.

[0160] CormacHo npyruM BapuaHTaMm OCYIIECTBIeHHs aHTUTeNo K PD-1 (wnmm ero
AHTHTE€HCBS3BIBAIOINASI 4YacTh) MepekpecTHO KoHkypupyer ¢ TSR-042 (ANBO11). Cornacho
HEKOTOPBIM BapHaHTaM OCyLIECTBIEHUs aHTUTENO K PD-1 cBs3piBaeTcs ¢ TEM K€ SMUTOMNOM, YTO
u TSR-042 (ANBO11). CoriacHo onpeneeHHbIM BapHaHTaM OCYLIECTBJICHUs aHTHTENO K PD-1
cogepxxutr Te ke CDR, uro m TSR-042 (ANBO11). CornacHo ompeneiseHHbIM BapHaHTaM

ocymectsineHus antuteno k PD-1 npencrasiser codoit TSR-042 (ANBO11), kotopoe siBiseTcs
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I'YMaHU3UPOBAHHBIM MOHOKJOHaNbHBIM aHTHTEenoM. TSR-042 (ANBO11) omnumcano B
WO02014/179664.

[0161] CormacHo npyruM BapuaHTaM OCYyINECTBiIeHHs aHTuTeno k PD-1 (wmm ero
AHTUT€HCBA3BIBAIOINAs 4acTh) nepekpectHo KOHKypupyeT ¢ STI-1110. CormacHoO HEKOTOPBIM
BapHaHTaM ocyluecTBieHus: anrureno k PD-1 cessbiBaercst ¢ TeM ke snuronoMm, uto u STI-
1110. CornacHo omnpeeneHHbIM BapHaHTaM OCYIIECTBIeHUs aHTUTeNno k PD-1 conmepxur Te xe
CDR, uto u STI-1110. CornacHo onpeneneHHbIM BapuaHTaM OCYIIEeCTBJICHHs] aHTUTeNo K PD-1
npencrasisier codorr STI-1110, koTOpoe SABNSETCS MOHOKJIOHAJIBHBIM AHTHUTEJIOM YEJIOBEKa.
STI-1110 omucarno B W02014/194302.

[0162] Hcnonb3yemble B pacKpbIThIX crnocobax antutena k PD-1 Takke BKIIFOYAIOT
BBIJICJIEHHBIE AaHTUTEJA, KOTOPbIE CrieludruecK cBs3biBatoTCs ¢ PD-1 yenoBeka 1 mepekpecTHO
KOHKYPUPYIOT C HUBOJyMaOoM 3a cBsizbiBaHue ¢ PD-1 uenoseka (cMm., Hanpumep, nateHT CIIIA
Ne 8008449; WO 2013/173223). CiocOOHOCTh aHTUTEN K MEPEKPECTHOMY KOHKYPHPOBAHHUIO 32
CBA3BIBAHUE C AHTUICHOM YKAa3blBA€T HAa TO, YTO TaKHE AHTUTEJA CBS3BIBAIOTCA C TOH K€
COOTBETCTBYIOLIEH 3MUTOMy OOJACTBIO AHTUI€HA M CIIOCOOCTBYIOT INPOCTPAHCTBEHHOMY
3aTPYAHEHUIO CBA3BIBAHUS JPYTHUX NEPEKPECTHO KOHKY PUPYIOIINUX AHTUTEN C TAKONH KOHKPETHOMN
COOTBETCTBYIOLIEH snuTomny o0sacTbro. OXHUIAETCs, YTO TaKHE MEePEKPECTHO KOHKYPHUPYIOIINe
aHTuTeNna OO0JamaroT (PYHKUMOHAJIBHBIMH CBONCTBAMH, OYEHb IIOXOKUMH C TaKOBBIMHU Y
HHUBOJyMaba, Oaronapst X CBSA3BIBAHUIO C TOH JK€ COOTBETCTBYIOLIEH snuTony obmacteio PD-1.
IlepekpecTHO KOHKYpHUPYIOLIME AHTUTENA MOMKHO JIETKO WAEHTU(HUIMPOBATH HA OCHOBE WX
CIIOCOOHOCTH K MEPEKPECTHOMY KOHKYPHPOBAHHMIO C HHUBOJYMAaOOM B CTaHOAPTHBIX aHAJIM3AX
cBs3biBanusl PD-1, takux kak aHanu3 Biacore, ELISA-aHamu3bl WM MPOTOYHAS LIUTOMETPUS
(cm., Hanpumep, WO 2013/173223).

[0163] CormacHO oOmpeneneHHbIM BapUaHTaM OCYIIECTBJIEHUSI AHTHUTENA, KOTOpPbIE
NEPEKPECTHO KOHKYPHPYIOT C HHUBOJNyMaOOM 3a cBs3biBaHHMe ¢ PD-1 denoseka, wim
CBSI3BIBAIOTCS C TOH K€ COOTBETCTBYWOINEH smuromy obmacteio PD-1 uenoBeka, 4TOo U
HUBOJYMal, SIBISIFOTCS MOHOKJIOHAJIBHBIMU aHTHTEIaMU. J{yisi BBe#EHHS CyOBEKTaM-JIFOISM
TaKWe TEPEKPECTHO KOHKYPHUPYIOIIHE AaHTUTENAa MOTYyT TMPENCTaBIATh COOOH XHUMEpPHBIE
aHTUTENAa WJIA MOTYT NPEACTaBISATh COOOH TIyMaHU3WPOBAHHBIE AHTUTENA WIIM aHTUTENA
4yenoBeKka. Takue XUMepHble, 'YMAaHU3UPOBAHHBIE WM MOHOKJIOHAJBHBIE AHTUTENIA YEJIOBEKa
MOYKHO TIOJTy4aTh U BBIIEISITH C TIOMOLIBIO XOPOIIO U3BECTHBIX B JAHHOM 00JIACTH CIIOCOOO0B.

[0164] Hcnonbsyemble B cioco0ax Mo HACTOSIIIEMY PacKpbIThiO aHTHTENa K PD-1 Takxke
BKJIFOUAIOT AHTUTCHCBS3BIBAIOIME YacTH OIUCAHHBIX BBINE aHTUTEN. bbuto mompobHO
NPOJIEMOHCTPUPOBAHO, YTO (PYHKLHMS aHTUTENA, 3aKJIIOYAIOIIAsCsl B CBSA3BIBAHUM AHTUICHA,

MOXKET OCYLICCTBIISATHCA (bpaFMeHTaMI/I MOJIHOPA3MEPHOTO aHTUTEIA. HpI/IMepbl CBA3BIBAIOIIUX
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(parMeHTOB, OXBATHIBAEMBIX TEPMHHOM «AHTUT€HCBS3BIBAIOINAS YACTh» AHTHUTENA, BKIIOYAOT
(1) Fab-dpparmenT, ogHoBaneHTHbIH Pparment, cocrosuuii u3 Vi-, Vi-, Cr- u Crj-noMeHos; (i)
F(ab’)2-pparment, OuBanentHblii pparment, copepkammii 18a Fab-pparmenra, coennHeHHbIX
auCyNb(UAHBIM MOCTHKOM B IIapHupHOW oOnacty, (ii1) Fd-¢pparment, cocrosmmit u3 Vy- u
Cui-nomenos; (iv) Fv-parmenT, cocrosumii u3 Vi- 1 Vy-IOMEHOB OIHOTO IjieYa aHTUTEJA,
WIH JIFOOYI0 MX KOMOMHAIHIO.

[0165] CormacHo onpeneneHHbIM BapHaHTaM OCYIIECTBIIeHUs aHTuTeNno K PD-1 umm ero
AHTUTCHCBS3BIBAIOIIAS YaCTh COMEP’KAT KOHCTAHTHYIO OOJAaCTh TSDKEJIOW LemnH, KOTopas
npoucxoautr u3 uszoruna IgGl wnu IgG4 uyenoseka. CornacHo oOmnpeAeneHHbIM IPYTUM
BapUAHTAM OCYIIECTBJICHHUs TOCJIEAOBATEIbHOCTh KOHCTAHTHOW OOnacTu Tspkenoi uenu I1gG4
antutena Kk PD-1 unu ero aHTtureHcBsi3bIBaIOLIEl yacTu MpeaycMmarpuBaeT MyTtauuto S228P,
KOTOpasi 00yCIIaBJIMBAET 3aMELICHHE CEPUHOBOIO OCTaTKa IMAPHUPHOH OOJNACTH MPOJMHOBBIM
OCTaTKOM, OOBIYHO HAXOISIIUMCS B COOTBETCTBYIOIIEM MOJOXKEHNH aHTHTeN n3otumna IgGl. DTa
MyTalus, KOTOpas TNPUCYTCTBYeT B HHUBONyMabe, mnpenorsBpamaer obmen Fab-ruied c¢
sHAOreHHbIMU 1gG4-aHTUTENaMHU, COXpaHss MPH 5TOM HHU3KYHO apPUHHOCTH B OTHOIIEHHH
axTuBupyromux Fc-penentopos, accormnpoBannbix ¢ IgG4-anrurenamu aukoro tumna (Wang ef
al., 2014). CornacHo erie OHUM BapUaHTAM OCYIIECTBIIEHHS aHTUTEJIO COAEPIKUT KOHCTAHTHYIO
o0NacTh JIETKOW LemH, KOTOpasl MPEeACTaBisgeT COOOM KOHCTAHTHYIO OONacTh Kamma- WIN
msimOna-nienu denoseka. CoOrjlacHO JIPyruM BapuaHTaM OCYINECTBJIEHHs! aHTUTeNo K PD-1 wu
€ro aHTUI'eHCBS3BIBAIOINAs YACTh IMPEACTABISIOT COOOM MOHOKJIOHAJBHOE AHTHUTENO WM €ro
AHTUTE€HCBS3BIBAIONIYIO YacThb. COIJIaCHO ONMpeNeNeHHbIM BapUaHTaM OCYILIECTBICHHs JIF0OOro
U3 ONMCAHHBIX B HACTOSIIEM AOKYMEHTE CIIOCOOOB TEpaIruy, MpenyCMaTPUBAIOIINX BBEACHHE
antutena k PD-1, antureno k PD-1 mpencraBnser coboit HuBoiaymad. CorjmacHo apyrum
BapHaHTaM OCYINEeCTBIIeHUs aHTUTeNN0 K PD-1 npencrasnsier coboii nemOponnzymad. CorinacHo
APYTUM BapHaHTaM OCYLIECTBICHUs aHTHTENO K PD-1 BbIOpaHO u3 anTuTen udenoBeka 17D8,
2D3, 4H1, 4A11, 7D3 u 5F4, onucannabix B mareHTe CIITA Ne 8008449. CornacHo eime OTHUM
BapuaHTaM ocyuiectBiieHust aHtuteno k PD-1 mpencrasmser coboii MEDIO680 (panee
u3BecTHOEe kKak AMP-514), AMP-224 unn BGB-A317.

[0166] CormacHo npyrum BapuaHTaMm ocyluecTBieHusi aHtuteno k PD-1 wmm ero
AHTUTCHCBS3BIBAIOINAS YaCTh TPEACTABIIIOT COOOH XHMEpPHOE, TyMAaHHU3HPOBAHHOE WIIU
MOHOKJIOHAJIbHOE€ AHTHUTENO 4YesloBeka WM ero dactb. CorjnacHo ompeeseHHbIM BapHaHTaM
OCYII€CTBJIEHHS JIEUEHUsI cyOBeKTa-uenoBeKa AHTUTEJIO MIPEACTABIISIET coboii
ryMaHU3UpoBaHHOe aHTuTeno. CorjgacHoO ApyrMM BapUaHTaM OCYLIECTBJICHUS JIEYEHMsI
CyObeKTa-ueIoBeKa aHTUTENIO MPEACTABIsIeT COOOW aHTUTENO dYesoBeka. MOXKHO NPUMEHATH

antutena uzoruna IgGl, IgG2, IgG3 unu IgG4.
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[0167] CormnacHo onpeneneHHbIM BapHaHTAM OCYLIECTBICHHS IPUMEHSIEMOE B CII0co0ax
antuteno k PD-1 moxnO 3amMeHuTb apyrum aHtaroHuctom PD-1 unu PD-L1. Hanpuwmep,
nockonbKy antureno k PD-L1 mpeporspamaer B3aumoneiicrsue mexay PD-1 u PD-L1, tem
CaMbIM TIPOSBIISAS aHAJOTHYHbIE 3((EKThl B OTHOLIEHUH CUTHAJIBHOTO MyTH ¢ ydactueM PD-1,
antureno k PD-L1 MoxeTr 3ameHuTh npumMeHeHne anturena k PD-1 B packpbITEIX B HACTOSIIEM
nOKyMeHTe criocobax. CienoBaTenbHO, COrIACHO OJHOMY BAPHAHTY OCYIIECTBJIEHUS HACTOSINEE
packpbITHe OTHOCUTCA K crnocoly JedeHus CyOBeKTa, CTPaJaroIiero OT OIyXOJH,
NpeIyCMaTPUBAIOIIEMY BBEIEHHE CyOBEKTy TepaneBTHUeCKH 5()(HEKTUBHOTO KOJIUYECTBA
anturena k PD-L1 u anturena k CD30.

[0168] CormacHo ompeneneHHbIM BapuaHTaM oOcyluecTBieHuss aHtuteno k PD-LI
npencrasisier coboit BMS-936559 (panee wusBectHoe kak 12A4 wim MDX-1105) (cm,
Harpumep, natert CLIIA Ne 7943743; WO 2013/173223).

[0169] CornacHo apyrum BapuaHTaM OCyllecTBJIeHUs aHTUTeno k PD-L1 npencrasnser
coboit MPDL3280A (taxxe nzBectHoe kak RG7446 u arezonuzymad) (cm., Harpumep, Herbst et
al. (2013) J Clin Oncol 31(suppl):3000. Abstract.; matent CIIIA Ne 8217149).

[0170] CornacHo npyrum BapuaHTaM ocyluecTBieHus aHtuteno k PD-L1 npencrasnser
coboii MEDI4736 (rakke HaseiBaemoe nypBaitymadom; Khleif (2013) B mnportokomax
EBpomneiickoro onkosnorndeckoro kourpecca 2013 roapa; ¢ 27 cenrsa6ps mo 1 oktadps 2013 rona;
Awmcrepnam, Hunepnauner. Pedepar 802, cm. marent CLITA Ne 8779108 umm US 2014/0356353,
nopanHyo 6 mast 2014 rona).

[0171] CormnacHO NOMOJHUTENBHBIM BapUaHTAM OCyllecTBIeHUs aHTuTeno k PD-L1
npenacrassier coboit MSB0010718C (takke HazbiBaeMoe aBesnymadbom; cm. US 2014/0341917).

[0172] CornacHo apyruM BapuaHTaM OCyLIecTBJIeHUs aHTUTeNno k PD-L1 npencrasnser
coboit CX-072 (taxxke HazpiBaemoe CytomX; cm. W0O2016/149201).

[0173] CormacHo omnpeneseHHbIM BapuaHTaM oOcyliecTBieHus aHTturena k PD-L1
MEPEKPECTHO KOHKYPUPYIOT C BBHILLECYMOMAHYThIMU aHTUTenamu k PD-L1 3a cBssbiBanue ¢ PD-
L1 denoBeka, Wi CBSI3BIBAIOTCS C TOW K€ COOTBETCTByIOLIEH smutory obmacteio PD-L1
4eloBeKa, 4TO U BeluleynomsiHyTble aHtutena k PD-L1. CorjmacHo apyruMm BapuaHTam
ocywecTBieHus anTutena kK PD-L1, npuMeHnMble 111 KOMOMHUPOBAHHOHN TEPAITUH aHTHTEIIOM
k CD30, sSBISFOTCS MOHOKJIOHAJIBHBIMHU aHTUTeNnaMu. [[J1s1 BBeeHUs CyOBEKTaM-JIFOASIM TaKHe
NEPEKPECTHO KOHKYPHUPYIOLINE aHTHTENA MOTYT MPEACTABIATh COOOH XUMEpPHBIE aHTUTENA WU
MOTYT MpPEACTaBIATh COOOH T'yMaHH3UPOBAHHbIE AHTUTENA WJIM AaHTUTENA 4YejoBeka. Takue
XUMEpPHbIE, T'YMAHU3UPOBAHHBIE MJIM MOHOKJIOHAJIBHBIE AHTUTEJIA YEJIOBEKa MOXHO IMOJy4aTh U

BBIACIIATH C IOMOIIBIO XOPOLIO U3BCCTHBIX B JIaHHOM o0nacTu crocoOoB.
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Antutena k CD30

[0174] TIpu xOMOMHUPOBAHHON Tepamuu IO HACTOALIEMY PACKPBITHIO TaKXKe
ucnonb3yoT antureno Kk CD30 wnu ero anturencsssbiBaromnii gpparment. Penenrropsr CD30
ABJISIFOTCSL  TIPEACTABUTENSIMH  CyllepceMelcTBa peLenTopoB (¢akTopa HEKpo3a OIyXOJH,
BOBJICYCHHBIX B OrpaHHYEHHe MNpoiu(pepaTHBHOTO TOTEHIMada ayTropeakTuBHbIX CD8
s¢pdexropubix T-kinerok. Hanpaenennbie Ha CD30 aHTHTENa NOTEHUMAIBHO MOTYT OBITh JTHOO
ArOHUCTAaMH, JIMOO aHTArOHMCTAMM TaKuX BHIOB akTuBHOCTH CD30.

[0175] CormacHo HeKOTOpBIM BapHaHTaM oOcCyllecTBieHus anHtuteno k CD30
npencrasisier coboit cAC10. cAC10 nmpencrasnsier codoit xumMepHoe MOHOKJIOHaNIbHOe IgGl-
aHtuTeno, kortopoe cneunpuueckn cwszpiBaeT CD30. cACl0 wHayuupyer 3aaepikKy
npomudepanuu  CD30"  kjeTouHbIX JuHME  in vitro u  obnamaer  BBIPAKEHHOU
NPOTHUBOOITYXOJIEBOH aKTHBHOCTBIO B KCEHOTPAHCIIAHTATHBIX MOJENAX Ooje3HH XOMKKHHA Y
MBIIIEH C TsDKENbIM KoMOuHUpoBaHHbIM nMMyHOAeuuToM (SCID). Cwm. Francisco et al., Blood
102(4):1458-64 (2003).

[0176] CormacHo HeKOTOpPbBIM BapuaHTaM oOcCyliecTBieHus aHtuteno k CD30
KOHBIOTUPOBAHO C  TEpaleBTUYECKUM CpEACTBOM, Hampumep, aHtuteno k CD30
npeaycMmarpuBaer KoHbroraT aHtutena k CD30 u nekapcrBeHHoro cpencrsa. (CorznacHo
HEKOTOPBbIM BapUaHTaM OCYILECTBJICHMsI TepareBTHUUECKOE CPEACTBO IMpeayCMaTpUBaeT
AHTHUHEOIJIACTUYECKOE CPEACTBO (HampuMep, AaHTUMUTOTHYecKoe cpenctso). CormacHo
OTIpEIENIEHHBIM BapUaHTaM OCYLIECTBJICHUS TEPANEeBTHUECKOE CPEACTBO BBIOPAHO W3 TPYIIIHI,
cocrosimieit n3 mMoHoMmermna aypucratuia E (MMAE), aHanoroB JiekapCTBEHHBIX CPEACTB Ha
OCHOBE aypHCTaTHHA, MaWTaHCUHOWIOB (MaiTaHcuH, DM), R0nacTaTMHOB, KPHUNTOQUIIMHA,
Iy OKapMHIINHA, TIPOU3BOAHBIX Ny OKapMHIIMHA, 3CIepaMULIHa, KaJIMXe€aMHULIMHA,
nupponiodenzonunazenuHa (PBD) u moboit ux xomOunaumu. COrjacHO OJHOMY KOHKPETHOMY
BapHaHTy ocyinectBieHus antutesio k CD30 konbtorupoBano ¢ MMAE. AHTUTENO MOKET OBITh
KOHBIOTUPOBAHO MO MEHBLIEH MEpe C OAHUM, MO MEHBILIEH MeEpe C IABYMs, IO MEHBIIEH Mepe ¢
TpeMs, IO MEHbIIEN Mepe C YEeThIPbMs, MO MEHbIIEH Mepe C MATHI0, N0 MEHBIIEH Mepe ¢
LIECTHIO, 10 MEHBIIEH Mepe C CEeMbIO, O MEHblIEeH Mepe C BOCEMbIO, IO MEHbLIEH Mepe C
AEBATBI0 WM [0 MEHbIIeH Mepe C JecsATbI0 MOJIEKyJaMH TeparneBTHUeCKOro CpPeiCTBa.
CornacHo ogHOMY BapuaHTy ocyuiecTBiieHus1 aHTUTEN0 K CD30 KOHBIOTUPOBAHO C YETHIPbMsI
MOJIEKYIAMU TEPaNeBTUYECKOr0 CPEACTBA, HANIPUMeEp, 4eTblpbMsi MojieKyiaMmu MMAE.

[0177] CormacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHUS KOHBIOraT antutena k CD30
U JIEKapCTBEHHOTO CPEACTBA MAOIMOJHUTENBHO COMAEPKUT JIMHKEP MEXIYy TepaneBTUUYECKUM
cpencTBoM U aHturesoM. CornacHO HEKOTOPBIM BapHaHTAM OCYIECTBJIEHUS JIUHKED COAEPKUT

OOHY HWJIM HECKOJIbKO BCTPCHANOLIUXCA B HNPUPOAC AMHUHOKHCIIOT, OAHY WHJIM HECKOJIbKO HE
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BCTPEUAIOIINXCST B MPUpOAe (HApUMeEp, CHHTETHYECKUX) aMHHOKHUCIIOT, TPEACTaBIsIET COOOM
XUMUYECKHI JMHKEp WM TpeaycMarpuBaeT oOyro ux komOumHaumio. CoriacHo
OTpENeNIEHHbIM BapUaHTAM OCYINECTBJIEHHUS JIMHKEP TMpPeACTaBlsseT COoOOH pacueruisaeMblit
JVHKEp, HapuMep, pacllensieMblii nporeas3ol JuHkep. COrnacHo onpeneneHHbIM BapUaHTaM
OCYLIECTBJICHUS] JINHKEP CIEeU(PUUECKH PACIIEIISIeTCs] MOCe MOTJIOMEHNsT LeIeBONH KJIETKOH,
HampuMmep, mocjie mnoromenus: skcnpeccupyromeir CD30 knetkoi. CorjjacHO HEKOTOPBIM
BapHaHTaM OCYIIECTBJICHHS pacllelyIeHHe JUHKepa aKTUBUPYET LIUTOTOKCHUECKYH) aKTUBHOCTb
TEPareBTUYECKOr0 CPECTBA.

[0178] CormacHo omHOMY BapuaHTy ocywecTsieHus aHTuteno k CD30 comepskur
Opentykcumad BenoTHH. COrIaCHO OJHOMY KOHKPETHOMY BapUaHTY OCYLIECTBIICHHS aHTHTEIO
k CD30 npexncrasusier coboit Opentykcumad BenotuH. bpentykcumab BemotnH (BV; Tarke
mBecTHbIl kak «ADCETRIS®») mnpencrasmser coboii konstorar (CD30-HampaBieHHOTO
anTuTena u JekapcTBeHHOro cpeactsa (ADC), comepkammii xumepHoe aHTtHTeno k CD30
(cAC10), tepanerruueckoe cpeactso (MMAE) u pacieruisieMblii MpoOTea3oil JUHKEP MEXIy
cAC10 u MMAE. BV conepxut npumMepHo uerbipe Monekyjasl MMAE, kaxpaas U3 KOTOPBIX
coequHeHa ¢ Monekyyon antutena cAC10. CorjacHO OIHOMY BapUaHTY OCYILECTBICHMUS
antuteno k CD30 npencrapnsier coboii ADCETRIS®. ADCETRIS® onobpeno FDA njs
JeYeHUs TalnueHTOB ¢ JuMpomol XOKKHMHA TOcie Oe3yCHemHON — ayTOJOTHYHON
TpaHCIUIaHTauuu cTBONIOBBIX KieTOK (ASCT) nnm nmocne Ge3ycrnemnHpIx Mo MEeHbLIeH Mepe IByX
NPEAIECTBYOIINX CX€M MHOTOKOMIIOHEHTHOM XMMMOTEpANuu y MalUeHTOB, HE SBISAIOLIUXCS
kanaunataMu Ha ASCT, w 1ia JeyeHus MAIlMEeHTOB ¢ CHCTEMHOM aHAIUIaCTHYECKOMH
KPYMHOKJIETOYHOH  nuMdomMoit  mocie  Oe3yCrnemHoi 1Mo  MEHbIIed Mepe  OZHOH
MPEIIEeCTBYIOIIEH CXeMbl MHOTOKOMITOHEHTHOM XUMHOTEPAIHH.

[0179] CormacHo omHOMy BapuaHTy ocymectsieHust antuteno k CD30 mpencrasnser
coboii anturesio k CD30 uu ero (parMeHT, KOTOPbIE CBS3BIBAIOTCS C TEM K€ SIMUTOIOM, YTO U
cAC10, HanpuMep, TEM Ke SMUTOIOM, YTO U OpeHTykcumad BenoTuH. COrNIaCHO OMpeIeIeHHbIM
BapuaHTaM ocymecTtieHuss antuteso k CD30 mpencraBnser coboOH aHTUTENO, KOTOpOe
comepxkut Te ke CDR, uto u cAC10, Hanpumep, Te xe CDR, uto u OpeHTyKcMMad BEIOTHH.
Oskupaercs, 4TO aHTUTENA, KOTOPBIE CBSI3BIBAIOTCS C OAHHUM U TE€M JK€ SIHTONOM, OOJagaroT
(yHKIMOHAJIBHBIMU CBOWMCTBAMH, O4Y€Hb MOXOXKHUMH ¢ TakoBbiMH y cACI10, Omaromaps ux
CBSI3bIBAHUIO C TOH K€ COOTBETCTBYIOIIEH smurony obmactbio CD30. Takue aHTHTENa MOXKHO
JeTKO WACHTH(GHUUMPOBATP HA OCHOBE HX CHOCOOHOCTH, HAmpuMep, K IEPEeKPECTHOMY
koHKypupoBaHuto ¢ cAC10 B cranmapTHeIX aHanu3ax cBs3biBaHus CD30, Takux kak aHanu3

Biacore, ELISA-aHanu3bl WM IPOTOYHAS IUTOMETPHSL.
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[0180] CormacHO oOmnpeneneHHBIM BapuUaHTaM OCYLIECTBJIEHUS AHTHUTENA, KOTOpbIE
MEPEeKPEeCTHO KOHKYPUPYIOT C HuBOoiymMaboMm 3a cBs3biBanue ¢ CD30 denmoBeka, wiH
CBSI3BIBAIOTCS C TOM K€ COOTBETCTBYIOIEH smuTomny obnacteio CD30 wenoseka, uro u cACIO0,
ABJIIFOTCSI  MOHOKJIOHAJIbHBIMU ~ aHTUTenaMu. i  BBeneHHs CyOBEKTaM-TIONAM — TaKHe
NEePEKPECTHO KOHKYPHUPYIOLINE aHTUTENa MOTYT MPEACTABISATh COOO XMMEpHBbIE aHTHTENA UIIH
MOT'YT TpPEACTaBIATh COOOM I'yMaHHM3HMPOBAHHbIE AHTHTENIA WIM AHTHUTENA 4eloBeka. Takue
XHUMEpHbIE, T'YMAHU3UPOBAHHBIE UJIM MOHOKJIOHAJIbHbIE AaHTUTEJA YEJIOBEKa MOXKHO MOJy4aTh U
BBIJICJISITH C TOMOIIBIO XOPOIIO M3BECTHBIX B JAaHHOW obmactu crnocoboB. Hcnomnp3yembie B
cnocobax Mo  HacTosmeMmy  packpbitr  aHturena k  CD30  Takke — BKJIFOYAKOT
AHTUT€HCBS3BIBAIOIINE YaCTH OMMCAHHBIX BbILIE AHTUTEIL.

[0181] CormacHo npyrum BapuaHTaMm ocyluecTBieHus: aHTuteno k CD30 wnmm ero
AHTUTEHCBS3BIBAIOIIAS YaCTh TPEACTABIIIOT COOOH XHMEpPHOE, TyMAaHHU3HPOBAHHOE WIIH
MOHOKJIOHAJIbHOE€ AHTHUTENO 4YesloBeka WM ero dactb. CorjacHO oOmpeseseHHbIM BapHaHTaM
OCYLECTBJICHUS JIeYeHUsl cyOBeKTa-uenoBeKa AHTUTEJIO MIPENCTABIISAET coboii
ryMaHu3upoBaHHoe aHTtuTeno. CorjgacHo ApyrMM BapUaHTaM OCYLIECTBJICHUS JIEUEHMsI
CyObeKTa-ueioBeKa aHTUTENIO MPEACTABIsIET COOOW aHTUTENO dYesoBeka. MOXKHO NPUMEHSATH
anturena usoruna IgGl, IgG2, IgG3 nunu IgG4.

Pak ¥ BUIBI CTAHAAPTHON TEpAIIun

[0182] CormacHO HEKOTOpPHIM BapUaHTaM OCYILIECTBJICHHs PACKPBITbIE B HACTOSALIEM
IOKYMEHTe CrocoObl MNPUMEHSIOT BMECTO BHAOB craHmapTHoW Tepamuu. CoryiacHo
OIpe/ieJICHHBIM BapUAHTAM OCYIIECTBJICHUS CTAHAAPTHYIO TEPANUI0 NPUMEHSIOT B KOMOWHALINH
c MOOBIM PAacKpbhITBIM B HACTOSIIEM AOKYMEHTe crocoOoM. Bunbl cranmapTHOW Tepamuu
pa3IMYHBIX THIIOB paka XOpPOLIO M3BECTHBI CIELHAINCTaM B JaHHOW obmactu. Hampuwmep,
HauwmonaneHast xomrutekcHass oHkosiormdeckasi cerb CIIIA (National Comprehensive Cancer
Network, NCCN), oObenuHeHne 21 OCHOBHBIX OHKojiormueckux I1eHtpoB B CIIIA,
omy0OJIMKOBajia PyKOBOACTBO MO KimHUYeckoi npaktuke B oHkoysoruu NCCN (NCCN Clinical
Practice Guidelines in Oncology, NCCN GUIDELINES®), B KkOTOpOM mNpencTaBiIeHbI
noipoOHbIe HOBEHMINNE JaHHBIE TI0 BUIAM CTAHIAPTHOIO JIUEHHs CaMbIX Pa3IHYHbIX (OPM paka
(cm. NCCN GUIDELINES®, 2014 ropa, JOOCTYTTHO o aapecy:
www.ncen.org/professionals/physician_gls/f guidelines.asp, mocnegnmii  goctyn 14 mas

2014 rona).

Jlumdoma

[0183] KoMOMHMpPOBAaHHYIO TEpANUIO MO HACTOSIIEMY PACKPBITUIO MOKHO NPHUMEHSTh

IUI JIEYEHUs OIyXOJNH, MpoHucxondmed u3 aumdombl. Jlumpoma sBisercs ¢Gopmol paka,
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KOTOpasi MopakaeéT UMMYHHYIO cucTeMy. BonbmuHCTBO (hOpM JIUMGPOMBI OTHOCATCS K JIBYM
kareropusim: sumpoma XomkknHa (HL) n Hexomxkkuuackas yumdpoma (NHL). NHL sBisiercs
HanOonee pacrpocTpaneHHOH (opmoii juMdomsl, coctaBisisi npubmmsuTenbHo 90% Beex
cnyuyaeB suMbomsl, Ttorga kak HL cocrabmser snump npuOmmsurensHo 10% Bcex ciyuaes
mumpomel. COOTBETCTBEHHO, COIJIACHO HEKOTOPbIM BAapHAHTAM OCYLIECTBJICHHs JHUM(pOoMa
npencrasimsier codorr HL. CormacHo [1pyrum  BapuaHTaM — OCyLIECTBIEHHs JuMdoma
npeznctasisier codoit NHL.

[0184] ITo ouenkam, NHL Oynmer cocrapmsite 72000 HOBbIX ciyuaeB (4,3% oOT Bcex
HOBBIX cyydaeB paka) u 20000 ciyuaeB cmeptu (3,4% OT BCEX CBSA3aHHBIX C PAKOM CJIy4daeB
cmeptu) B CIIIA B 2017 rony. Howlader N et al., SEER Cancer Statistics Review, 1975-2014,
Ha OCHOBE TMpenocTaBieHHbIXx B HosOpe 2016 roga nanneix SEER. Jluddysnas B-
kpynHokneroynas Jumdpoma (DLBCL), HnHambonee pacnpoctpaneHHsiii mnoarun  NHL,
xapakrepusyercs: koadduuenrom 3adboneBaemoctu 7,14 na 100000 uamuBuayymoB B ron (P-
Y), Burouast 1o 10% cny4yaeB nepBUYHON MenuacTUHaNbHOW B-kierounoit mumdomer (PMBL).
Dunleavy K et al, Blood 2015;125:33-39. Koaddunuentsr 3aboneBaeMocTd  Is
nepudepuueckoit T-knerounoit mumpomsl (PTCL) u ¢pyHrongHoro mukosza/curnpoma Cesapu
(MF/SS) cocrasnsitor 0,60 u 0,52 Ha 100000 P-Y. Morton LM et al., Blood 2006; 107:265-276.
B mpenenax nByx ocHoBHbIX Kateropuii numdombl, HL u NHL, nMmeroT MecTo HEeCKOIbKO
cneunduyeckux noarpymnn ¢opm muMpomsl. Popmel uMPombl XOMKKHHA MOTYT BKIIFOYAThH
0e3 orpanmuenus knaccuueckyro HL (cHL; nampumep, HonmynspHyro ckieposupyrouryro HL,
cmemmanHo-kietounyro HL, HL ¢ Gonbmmm komruectBoM aumbouutoB 1 HL ¢ mumbonaHbm
ucromenueM) u HopysspHbli THn HL ¢ snumdoupHeiM  npeobnamanuem.  Dopmel
HEXOJKKUHCKOH JTMM(OMBI MOTYT BKJIFOYATh Oe3 orpann4enus: B-kinerounbie Gpopmbl tuMpoMbl
(manmpumep, nuddysnyro B-kpynaokinerounyto mumpomy (DLBCL), domnukynspryto tumpomy
(FL), numpomy bepkurra, MIMMyHOONIACTHY IO KPYITHOKJIETOUHYIO JTuMbpomy, B-mumdobdnactayro
mM(pOMy M3 KIETOK-NPEAIIECTBEHHUKOB U JTMM(POMY U3 KJIETOK MaprUHAJbHOW 30HBI) U T-
KJIeTouHble Gopmbl JuMboMbl (Hampumep, koxHyr T-knerounyro gumpomy (CTCL),
nepudepudeckyro T-knerounyro numbpomy (PTCL), GyHrommsHslii MHUKO3, aHAIUIACTHYECKYIO
KpyMHOKJIeTOUHY 0 TuMmpomy u T-mumpobnactryro mumMpomy 13 KIETOK-TPEAIIECTBEHHUKOB).

[0185] B pykoBoncTBax mo JiedeHuro perunuHoW/pedpakteproit  (R/R) NHL
pPEKOMEHIyeTCsl MpPUMEHEHHEe MHOTOKOMIIOHEHTHOH XHMMuOoTepanuu (B KOMOMHAIMU C
HarpaByieHHOH Tepanueil B-xmerouneix ¢opm numdomsr), OpeHTykcumada BemoTuHa (BV),
ayTOJIOTMYHON WJIM aJJIOT€HHOM TPAHCIUTAHTALMY TeMOTIO3TUYECKUX CTBOJIOBBIX KiteTok (HSCT)
w/uaM Jy4deBoil Tepamuu ¢ aoOaBieHHeM MecTHbIX BHIOB Teparuu MF/SS. HanmonanbHast

KOMITIeKCHast oHkosorndeckass cerb CIIIA, nHexomkkuHckas mumboma (Bepcus 3.2016).
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[IpoueHTHBIE MOKa3aTENN OTHOCUTENBHONW BBDKMBAEMOCTH B TEUYEHHUE S JieT cocTaByisOT 48%,
44% u 86% mpu DLBCL, PTCL u MF/SS coorBercrBenno. Han X et al., Cancer Causes
Control 2008;19:841-858.

[0186] CormacHo ompeneneHHBIM acleKTaM HACTOSIIEEe PACKpPbITUE OTHOCHUTCS K
cioco0y JiedeHus: CyOBbeKTa, CTPAajaroIlero OT OMyXOJH, NPOUCXOASLIeH H3 JUM(POMBI
Xomxkuna (HL), npemycmartpuBaromiemy BBeneHue cyObekTy (a) anturena xk PD-1 u (b)
anturena k CD30. CormacHO HEKOTOPbIM  BapHaHTaM  OCYILECTBJICHHMsSI  OIyXOJb
npenycmatpuBaer HL. CormacHo onHOMy KOHKPETHOMY BapHaHTy ocyinectsieHuss HL
npeacTassier codoit knaccuveckyro HL (cHL).

[0187] CormacHo omnpeneneHHBIM acleKkTaM HACTOsIIee PacKpbITUEe OTHOCHUTCS K
croco0y JieueHusi CyObeKTa, CTPAAaroIero OT OMyXOJH, MPOUCXOMALIEH M3 HEXOIKKHHCKON
mim¢pomsl (NHL), mpenycmatpuBaromemy BBenenue cyobekry (a) antutena k PD-1 u (b)
antutena k CD30. CormacHoO HEKOTOpPbIM  BapHaHTaM  OCYILECTBJIEHMsI  OIyXOJb
npenycmarpuBaer NHL. CornmacHo omnpeaeneHHbIM BapuaHtaMm ocyuiecTsieHus NHL
npenacTaBisieT co0oi peruanBHyo win pedpakrepryto NHL. CorimacHo HEKOTOPhIM BapHaHTaM
ocymectenennss NHL npencrasisier coboit B-kinerounyro numdomy, Hanpumep, nuddys3Hyro B-
kpynHokserounyro aumpomy (DLBCL), pomnukynspuyro numpomy (FL), numdomy bepkurra,
UMMYHOOJIAaCTHYIO KpPYIHOKJIETOUHYI0 nuMmpomy, B-mumdoOmactHyro numpomy H3 KIETOK-
NPEAIIECTBEHHUKOB, JTUM(POMY U3 KJIETOK MAaprMHAJIBbHOI 30HBI WIN JIFOOYI0 UX KOMOWHAIMIO.
CornacHo HekoTOpbiM Bapuantam ocymectsieHuss NHL npencrasiser coboit T-kneTodnyro
oumdoMy, Hampumep, koxuytoo T-knerounyro mmmdomy (CTCL), nepudepuueckyro T-
kiaerounyto jguMmpomy (PTCL), dyHroumHblii MHKO3, aHAIJIACTUYECKYHO) KPYIMTHOKJIETOYHYIO
mimpomy, T-nmumpobnactHyro numMpoMy U3 KIETOK-NPEAIIECTBEHHHKOB WIH JIIOOYI0 HX
koMOuHanmio. COrylaCHO KOHKPETHbIM BapuaHTam ocyinecTBieHus: NHL BbiOpaHa w3 rpymmsbl,
cocrositeii u3 DLBCL, PTCL, CTCL u i1r0060# ux KOMOHHAIIHH.

[0188] M3BectHO, uTO TpU pasnuuHbIX (opmax Jumdombl skcrnpeccupyercs CD30.
Hanpumep, CD30 skcnpeccupyercst kinerkamu Pun-Iltepubepra, tunuunbsivu s HL, u
skcnpeccuro CD30 HaOmomanmu npu pasnuusbix Gopmax NHL, Bkirouas 6e3 orpanuueHHs
maddysnyro B-kpynmHoknerounyro suMmpomy (DLBCL), nepudepuueckyro T-kineTounyro
mimpomy (PTCL) u xoxnyto T-knerounyro mumpomy (CTCL). CooTBETCTBEHHO, COTJIACHO
HEKOTOPBbIM BapUaHTaM OCYLIECTBJIEHUs OMNyXOJib COAEPKUT OJIHY WM HECKOJbKO KIETOK,
koTopble skcnpeccupyroT CD30. CornmacHO HEKOTOPBIM BapUaHTAM OCYIIECTBJIEHHS 10
MmeHblIel Mmepe mnpudmmsurensHo 0,01%, mo wmesbuiedt mepe npudnmsurensHo 0,1%, 1o
MeHbLIeH Mepe nmpubnusutenbHo 1%, mo MeHbluel mepe npuOIu3uTeNnbHO 2%, MO MeHbIIeH

Mepe npubmm3uTenbHo 3%, MO MeHbLIed Mepe npuOnu3uTenabHO 4%, MO MeHblueld Mepe
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npubnusutensHo 5%, MO MeHbwed Mepe mnpuOmm3uTensHO 6%, WO  MeHbIIeH Mepe
npubnusutensHo 7%, 1O MeHblied Mepe mnpuOnmsurensHo 8%, WO  MeHbIIeH Mepe
npubnusutensHo 9%, mno MeHbledl Mepe mnpuOmmsurensHo 10%, 1o MeHbled Mmepe
npubnusutensHo 15%, mo wmeHbinel wmepe mnpubnusurensHo 20%, 1Mo MeHblIed Mepe
npubamsuTensHo 25%, mo Mesblied Mepe npudnmusutenpHo 30%, MO MeHblLIeH Mepe
npubamsutensHo 35%, mo MeHblied Mepe npuOnmusutensHo 40%, MO MeHbLIeH Mepe
npubm3uTenbHo  45%, 1O MeHblnelW Mepe npubnusuTenbHo 50%, MO MeHbIIeW Mepe
npubnusuTensHo 55%, 1o MeHblueld wMepe npubmmsuTensHo 60%, MO MeHbIIeH Mepe
npubnu3uTensHO 65%, 1o MeHblield wmepe npubmmsutrensHo 70%, MO MeHbIIeH Mepe
npubnusutensHo  75%, mo MeHelield wmepe npubmmsurensHo 80%, MO MeHbIIeld Mepe
npubnusuTensHo 85%, mo MeHblield Mepe npuOmusuTensHO 90% WM N0 MEHbLIeH Mepe
npubmmuTeNbHO  95% omyxoneBbix  kieTok dkcnpeccupyror CD30. CormacHo omHOMY
KOHKPETHOMY BapHaHTy OCYINECTBJICHHUS IO MEHbIIEH Mepe MpuOIM3uTenbHO 1% OMmyXoneBhIX
kJetok skcnpeccupyroT CD30. CornacHo ApyromMy BapuaHTy OCYIIECTBIEHUS IO MEHbLIEH Mepe
npubmmutensHo  10% omyxoneBbix kierok skcnpeccupyror CD30. CormacHo apyromy
BApUAHTy OCYILIECTBICHHs IO MEHbIIeH Mepe npudmusnutenbHo 20% OMyXONEBbIX KIETOK
skcnpeccupyroT CD30. CormacHo ApyromMy BapHaHTYy OCYIIECTBJIEHMsI IO MEHbLIEH Mepe
npubmmutensHo  30% omyxoneBbix kieTok akcrpeccupyror CD30. CormacHo apyromy
BApUAHTy OCYILIECTBIEHHs IO MeEHblueld Mepe npudmusutenbHOo 40% OMyXONeBbIX KIETOK
skcnpeccupyroT CD30. CormacHo Apyromy BapHaHTy OCYIIECTBJICHMsI 1O MEHbLIEH Mepe
npuOIm3uTeNnsHO 50% OmMyXoeBhIX KIeTOoK kcrpeccupyoT CD30.

[0189] PD-L1-cratyc omyxomu (Hampumep, omyxoiu, npoucxonsmeit 3 NHL w/wmm
HL) y cyObekra MmokeT ObIThb ONpeneNieH A0 BBENEHUS KaKOH-THOO KOMITO3UIMU WJIH
UCTIOJIB30BAHMS KAKOTO-JTHOO PaCKPBITOTrO B HACTOSIIEM IOKYMEHTe criocoba. Dkcnpeccuro PD-
L1 MOKHO onpenessiTe ¢ MOMOMLIBIO JIFOOBIX U3BECTHBIX B JAHHOM 001aCTH CITOCOOOB.

[0190] CornacHo omHOMY BapuaHTy OCYLIECTBJIEHUs A OLeHKH sKkcrpeccun PD-L1
MOKHO TIOJIy4aThb TECTHPYEMbId OOpasell TKaHH OT HY’KAAKOLIErocs B TEPanud MalueHTa.
CornacHo npyroMy BapHaHTy OCYLIECTBJEHUSI OLEHKY skcnpeccun PD-L1 moxkHO mpoBoauth
0e3 mosyueHus TectupyemMoro oOpasma TkaHH. COrjlacHO HEKOTOPBIM  BapHaHTaM
OCYIIECTBIIEHUsT BBIOOP MOAXOASINEro MauueHTa Bkiroudaer (1) HeoOs3aTenbHO olecredeHne
TECTHPYEeMOro o0paslia TKaHH, TMOJYyYEHHOrO OT MalHeHTa C PaKOM TKaHH, TECTHPYEMOTO
oOpasua TKaHH, COAEPIKALIETrO OIMYXOJEeBble KIETKH WWIN HHQUIBTPUPYIOIINE OIyXOJb
BOCIIAJIUTENbHBIE KIETKH; U (11) OLEHKY AOJH KJIETOK B TECTHPYEMOM OOpaslie TKaHHU, KOTOPbIE

skcnpeccupyroT PD-L1 Ha mOBEpXHOCTH KJIETOK, HA OCHOBE OLIEHKH TOTO, YTO A0JI KJIETOK B
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TECTHPyeMOM OOpaslle TKaHH, KOTOpble skcrpeccupyroT PD-L1 Ha kineTo4HON NOBEPXHOCTH,
MPEBBIIIAET TAKOBYIO IPEABAPUTENBHO OMPENEIEHHOIO MOPOrOBOro yPOBHSI.

[0191] OngHako ciemyer MOHHMATh, YTO B JIIOOBIX CHocoOax, MpeayCMaTPUBAIOLINX
u3MepeHne ypoBHs okcrnpeccun PD-L1 B Tectupyemom oOpasme TKaHHM, —CTamgus,
npenycMaTpHuBaroias odecreueHne TeCTHPYeMOoro oopasia TKaHH, MOIYyYeHHOTO OT MaLUeHTa,
ABJIsIETCSl HeoOsA3aTenpbHO cragued. Takke ciefyer MOHMMATh, YTO COTJIACHO ONPEAETCHHBIM
BapUAHTAM OCYINECTBJICHUS CTaausl «U3MEPEHUS» WU «OLEHKW» NJisl WASHTH(OHUKALUU WU
OTIPEENICHUs YUCIIa WM JOJH KJIETOK B TECTUPYEMOM 00pasiie TKaHHU, KOTOPbIE SKCIIPECCUPYIOT
PD-L1 Ha KJIETOYHOW MOBEPXHOCTH, OCYIIECTBISIOT C MOMOIIBI MomuduiupyemMoro crocoda
oueHku oskcnpeccun PD-L1, Hanpumep, nyTeM OCYIIECTBJIEHUsS aHajiu3a Ha OCHOBE
MOJIMMEPA3HON HemHOl peakiuu ¢ obparHoit TpaHckpunTa3oi (RT-PCR) wiu IHC-ananmza.
CornacHo ompeneneHHbIM OPYTMM BapHaHTaM OCYLIECTBICHHUsS MoaupuuupyemMasl CTagusi He
BKJIFOUEHA, U skcnpeccuo PD-L1 oneHMBarOT ¢ MOMOLIBIO, HANIPUMEpP, M3y4€HUs OT4eTa IO
pesynbrataM TecTupoBaHHs w3 Jaboparopun. COriacHO ONpeneNieHHbIM BapHUaHTaM
OCYIIECTBIIEHHUSI CTAUH CIOCOOOB, OCYIIECTBISIEMBbIE O M BKJIIOYAIOIINE OLEHKY 3KCIPECCHU
PD-L1, obecrneunBarOT MPOMEKYTOUHBIH pE3yJbTaT, KOTOPBII MOXET OBITh NPEIOCTABIECH
JevameMy Bpady WIH JPYyroMy MEOMLMHCKOMY paOOTHUKY A NPHMEHEHHs NpU BbIOOpe
MOJIXOMSIIEero KaHauAaTa Ha tepanuro antutenoM k PD-1 unu anturenom xk PD-L1. Cornacuo
OTIpEIeIEHHBIM BapUaHTaM OCYIIECTBJICHHUS CTAQANH, KOTOpble 00€CIEeUnBAIOT MPOMEKYTOUHBIN
pe3ysbTaT, OCYLIECTBISIFOTCA MPAKTUKYIOLUM BpPadOM WU KEM-TO, JEHCTBYIOLIUM IIOJ
PYKOBOZICTBOM IpakTHKyrouero Bpada. CorjacHO ApyrMM BapHaHTaM OCYINECTBJIEHUS 3TH
CTQAUN OCYIUECTBIISFOTCS HE3aBUCUMOH JabopaTopuell MM HEe3aBHCHUMBIM JIMLIOM, TAKUM Kak
nabOpaHT.

[0192] CornacHo ompeneneHHbIM BapHaHTAM OCYINECTBIIEHUS JIFOOBIX M3 CIIOCOOOB IO
HACTOSILIEMY H300PETEHHIO OO KJIETOK, KOTOpbIe SKcrpeccupyoT PD-L1, oueHuBaroT nytem
OCYLIECTBJIEHUs] aHanmu3a ¢ wenpto omnpeneneHuss Hamuuuss PHK  PD-L1.  Cormacho
JOTIOJIHUTENBHBIM BapuaHTam ocyectsieHus Hamuuue PHK PD-L1 onpepensroT ¢ moMoubro
RT-PCR, in situ tubpummsaumu wim 3amutel or PHKasel. CorjmacHo ApyruM BapwaHTam
OCYILIECTBJIEHUs] JIOJNI0 KIJETOK, KOTOpble »skcnpeccupyroT PD-L1, ouneHusaroT mnyrtem
OCYLIECTBJIEHUS] aHAJIW3a C LEJbIO omnpeneneHus Hamuuus nojunentuga PD-L1. Cornmacho
JONOJIHUTEbHBIM BapUaHTaM OCyLIeCTBJIeHUs Hanuuue nonunentunaa PD-L1 ompepenstor ¢
MOMOIIIBIO UMMYHOTUCTOXUMHUYECKOTO UCCIIEOBAHUS (IHC), ¢dbepMeHTHOTO
uMMmyHocopOenTHoro aHanuza (ELISA), in vivo Bu3yanmu3aluy MM NMPOTOYHOH LMUTOMETPHH.
CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBIeHMs dkcrnpeccuro PD-L1  ananusupyror ¢

nomombto IHC. CormacHo apyrum BapuaHTaM OCYLIECTBJIEHHA BCEX M3 3THX CIIOCOOOB
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skcrpeccuo PD-L1 Ha k1eTouHOM MOBEPXHOCTH aHAIU3UPYIOT ¢ IpUMeHeHueM, Hanpumep, IHC
wnu in vivo Busyanmsaimu. Chen et al., (2013) Clin Cancer Res 19(13): 3462-3473.

[0193] MeTtonuku BU3yalIn3aluu NPeIOCTABUIN BaXKHbIE HHCTPYMEHTBI B UCCIIEIOBAHUU
u jeueHun paka. IlocnenHue pa3paboTku B OONACTH CHUCTEM MOJIEKYJIAPHOW BH3YaJM3alluy,
BKJIIOYAsi TO3UTPOHHYIO 3>MHUCCHOHHYIO Tomorpaduto (PET), omHO(DOTOHHYIO 3MHCCHOHHYIO
kommnbloTepHyto Tomorpaduo (SPECT), ¢iyopecieHTHYI0 OTpa)kaTelbHYK BU3YyaTU3aLHIO
(FRI), ¢nyopecuentnyro tomorpaduio (FMT), OuomomuHecueHTHYO Bu3yanusanuoo (BLI),
Ja3epHYK CKaHHUpYrOmyKw KoH(pokanbHyro Mukpockonuo (LSCM) u  MHOroOoTOHHYIO
mukpockonuo (MPM), BepoOsiTHO, MpenBewmaroT eme Oojiee IIMPOKOE MPUMEHEHHE TaKUX
METOAMK B McclenoBaHuU paka. HekoTopble M3 TakUX CHUCTEM MOJIEKYJISIPHON BU3YaM3aLUU
MO3BOJIAIOT KJIMHULIUCTAM HE TOJBKO YBUAETh, I[i€ B OpPraHU3Me JIOKaJIU3yeTCs OMyXOJib, HO
TaKXKE€ BU3YAJIM3UPOBATH SKCIPECCUI0 M AKTHBHOCTb CIELU(PUUECKUX MOJEKYJ, KIETOK H
OMOJNIOTHYECKUX TPOLIECCOB, KOTOPBbIE BIUSIOT HA XapakTep HW3MEHEHHsl OIyXONH W/WIn
oTBeuaeMocTh Ha TepaneBTudeckue cpencrsa (Condeelis and Weissleder, "In vivo imaging in
cancer," Cold Spring Harb. Perspect. Biol. 2(12):a003848 (2010)). CrietipiuHOCTD aHTHTET, B
COUETAaHUU C YYBCTBUTEIBHOCTBIO U paspemeHueM PET, nemaer mvmmyno-PET-Busyanusaunmro
0COOEHHO MEPCIIEKTUBHON UIi MOHHTOPUHIA M aHAJIM3a SKCIPECCUM AHTHUTE€HOB B OOpasmax
tkanelr (McCabe and Wu, "Positive progress in immunoPET—not just a coincidence," Cancer
Biother. Radiopharm. 25(3):253-61 (2010); Olafsen et al., "ImmunoPET imaging of B-cell
lymphoma using 124I-anti-CD20 scFv dimers (diabodies)," Protein Eng. Des. Sel. 23(4):243-9
(2010)). CornacHo ompeneNieHHbIM BapUaHTAM OCYIIECTBIEHHsS JIFOOBIX U3 CIOCOOOB TIO
HacTosieMy u300pereHuto skcnpeccuro PD-L1 ananmsupyroT ¢ nomomnbio umMmyHO-PET-
Busyanusaiyu. COrjlacHO OMpEeIeNieHHBIM BapUaHTaM OCYINECTBJICHUS JIOObIX U3 CIOCOOOB MO
HACTOSILIEMY HM300PETEHUIO IO KJIETOK B TECTHPYeMOM oOpasle TKaHH, KOTOpBIE
skcrpeccupytoT PD-L1, OLeHUBAIOT MyTeM OCYLUECTBJICHUS aHAIN3a C LEJIbIO OMNpPEAeJICHUs
Hanmmyusi nonmnentuaa PD-L1 Ha TOBEPXHOCTH KJETOK B TECTHPyeMOM oOpasile TKaHHU.
CormacHO OmpeneNeHHbIM BapUaHTaM OCYIIECTBJIICHUS TECTUPyeMblii oOpasern TKaHU
npencrasisier coboit FFPE-oOpasen Tkanm. CoriacHo ApPyruM BapHaHTaM OCYIIECTBIICHHUS
Hanuyue nonunentuaa PD-L1  ompepensior ¢ nomompro [HC-ananusza.  CornacHo
JIOTIOJIHUTENbHBIM BapuaHTaMm ocyuiectBieHuss IHC-aHanu3 ocylnecTBisSOT ¢ NpUMEHEHHEM
aBTOMaTU3MpoBaHHOro mnporecca. CornacHO HEKOTOphIM BapuaHtaMm ocyinectsiaeHus [HC-
AHAJIN3 OCYLIECTBJISIFOT ¢ MIPUMEHEHUEM MOHOKJIOHAJIBHOTO aHTuTena k PD-L1 nns cBs3piBanus
¢ nonunentuaom PD-L1.

[0194] CormacHoO OmHOMY BapuaHTy OCYINECTBJCHHS CIIOCOOOB IO HACTOSIIEMY

n300pereHno aBToMaTu3npoBanubiil criocod IHC mpumensitoT 1 ananusa skcrpeccun PD-L1
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Ha nosepxHocTu Kierok B FFPE-npemaparax Tkaneil. Hacrosimee packpbITHE OTHOCHUTCA K
crioco0aM BbIsiBJIeHUs] Haan4ust aHTureHa PD-L1 yenoseka B TectupyemMoM oOpaslie TKaHU WU
KOJINYECTBEHHOTO OmpezeneHus ypoHs antureHa PD-L1 yenoBeka mnu nonu B o0pasue KIETOK,
KOTOpbIE JKCIPECCUPYIOT AaHTUIeH, IMpPHYEM CIOCOObI MPEAyCMAaTPUBAIOT NPUBEACHUE
TecTupyemMoro obOpasma u oOpasia B KayecTBE OTPHLIATEBHOTO KOHTPOJII B KOHTAKT C
MOHOKJIOHAJIPHBIM aHTHTEJIOM, KOTOpoe cneuuduuecku cpsaszbiBaercst ¢ PD-L1 uenoseka, B
YCIIOBUSIX, KOTOpbIE 00eCIIeunBar0OT 00pa3oBaHUe KOMIUIEKCA MEXKAY aHTUTEIOM HIIH €0 YaCThIO
u PD-L1 uenoseka. CornacHo omnpeneneHHbIM BapHaHTaM OCYLIECTBIEHUS TECTUPYEMBbIE U
KOHTPOJIbHbIE 00pasubl TKaHel mnpencraBisitoT coboii FFPE-oOpa3ubl. 3areM BBISIBISIOT
o0Opa3zoBaHHE KOMIUIEKCA, MPUYEM pa3HHUIA B OOpPA30BAHUU KOMILIEKCA MEXAY TECTUPYEMbBIM
o0pasuoM u 00pa3sLioM B KAdyeCTBE OTPHLATEIIBHOTO KOHTPOJS YKA3bIBAET HA MPUCYTCTBUE
anturena PD-L1 uenoseka B oOpasue. /[ KOJHMUECTBEHHOTO onpeneneHus skcnpeccun PD-L1
NPUMEHSIIOT Pa3JINYHbIE CIIOCOOBL.

[0195] CormacHo KOHKpETHOMY BapHaHTy OCYILECTBJEHHs aBTOMATHU3UPOBAHHBIN
cnoco6 IHC mpenycmarpusaer: (a) nemapa@uHMpPOBaHHE W pPErUAPATHPOBAHUE
3a()MKCHPOBAHHBIX CpPE30B TKaHEH B AaBTOMATH3MPOBAHHOW cucteme OkpammBanus; (b)
JIEeMacCKUPOBKY aHTHUI€HA C NMPUMEHEHHEM KaMephl JJis AeMacKupoBKU aHTUreHOB Decloaking
Chamber u Oydepa ¢ pH 6, marperoro no 110°C B Teuenne 10 MuH; (C) MOMEIIEHHE PEAreHTOB B
ABTOMATHU3MPOBAHHYIO  CHCTEMy  OKpPAllUBaHUS, u (d) obecrieuenme  pabOTHI
aBTOMATU3MPOBAHHONW CHCTEMbl OKpALIMBAHMs C BKJIIOYEHHEM CTaJull HENUTpaIu3aLuu
SHIIOTEHHOW MEepOKCHAa3bl B Ipernaparax TKaHeH, ONOKMpOBaHME CAMTOB HeCHEeLU(pUUECKOro
CBsI3bIBAHMSI O€JNKOB HA Cpe3ax, WHKYOHMpOBAaHHE CpPEe30B C MEPBUYHBIM AHTHTENIOM;
UHKYOHpOBaHHUE C MPHUMEHSEMbIM TMOCJIE MEePBUYHOTO AHTUTENA OJIOKHUPYIOIIUM CPEeICTBOM,
uHKyOupoBaHue ¢ nosmmepom NovoLink; modaBiieHrue XpOMOT€HHOIO CyOCTpaTa U MpOsIBJICHHE,
Y KOHTPACTHOE OKpALIUBAHUE MeMaTOKCUIINHOM.

[0196] st ouenku sxcnpeccuu PD-L1 B 0Opasiax omnyxoieBod TKaHU CHEUATUCT IO
n1abOpaTOPHOM MUArHOCTHKE ompernenserT 4uciao PD-L1"(MeMOpaHHBII) OMyXONEBbIX KJIETOK B
KaXX/I0M T10JI€ MOJ| MHUKPOCKOIOM M B YM€ OLIEHHBAET IMPOLIEHTHYIO IOJIO KJIETOK, KOTOpbIe
SIBIIAIOTCS TOJIOKUTENBbHBIMY, 3aT€M YCpPEeAHsieT UX C IOJYyUYeHHEM B pe3ysibTaTe KOHEUYHOMH
NpoLEeHTHONH nonu. Pa3Hble MOKa3aTenn MHTEHCUBHOCTH OKpALIMBAHUsS ONPENENEHbl Kak
O/orpunarenpHbii, [+/cnadeiii, 2+/cpequuit U 3+/cunbHbiii. OOBIYHO MPOLEHTHBIM 3HAYSHUSIM
cnepBa mnpucBamBaroT Oamnel 0 u 3+, a 3aTeM YYMUTHIBAIOT NPOMEXKYTOYHBIE ITOKA3aTeNn
UHTEHCUBHOCTU 1+ u 2+. B ciy4yae CUIbHO reTepOreHHbIX TKaHEH IpernapaT AENAT Ha 30HbI, U
Ka)XJIOH 30HE OTAEIbHO NPUCBANBAIOT OB, & 3aT€M OOBEIUHSIIOT B OAHY TPYIIIY MPOLEHTHBIX

3HAYEHUH. HpOI_IeHTHbIe S3HA4YCHHU OTPULATC/IbHBIX W TIOJOXUTCIJIbHBIX KJICTOK JisI Pa3HbIX
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NoKasareed MHTEHCUBHOCTH OKPAILIMBAHUS ONPENEeNSIOT M3 KaXKIOW OONacTh, U KaXIoi 30He
NPUITUCBHIBAIOT CpefHee 3HaueHne. KoHeuHoe MpOLEeHTHOe 3Hau€HUe MPUMMCHIBAIOT TKAHU JJIS
KaX1I0M KaTeropuy MHTEHCUBHOCTH OKpAalLMBAaHUs. OTpuuaTenbHbliil, 1+, 2+ u 3+ CymmapHoe
3HAYeHHE BCEX IIOKas3aTeslied MHTEHCUBHOCTH OKpallMBaHUS JOJDKHO cocTaBisaTh 100%.
CornacHO OTHOMY BapHaHTY OCYLIECTBJICHHS IPAHUYHOE YHCIIO KJIETOK, KOTOPBIE TOJKHBI OBITH
PD-L1-nonoxutenpHbIMU, COCTABISIET 1O MeHbineil Mepe npudmmusurensHo 100, mo MeHblueit
Mepe npubIM3uTEeNbHO 125, Mo MeHblned Mepe mnpuOIM3uTeNbHO 150, MO MeHbIIel Mepe
npubnusutensHo 175 wnu no Mesblieidr Mepe npubmusurenbHo 200 knerok.  CornacHo
OMpEeeIEHHbIM BapUaHTAM OCYIIECTBJICHHS] TPAHUYHOE YUCIIO KJIETOK, KOTOPbIE JOJDKHBI OBITh
PD-L 1-monoxuTenbHbIMHU, COCTABISIET IO MeHbIIEeH Mepe mpudnusutensHo 100 KieTok.

[0197] OkpammBaHue Takke OLEHUBAIOT Cpedd WHQPUIBTPUPYIOMUX  OMyXOJb
BOCIIAJINTENIbHBIX KJIETOK, TaKUX Kak Makpodarn u mumdouuTel. B OompIIMHCTBE Ciiydyaes
Makpodard BBINOJHAIOT (PYHKUUIO BHYTPEHHETO TMOJOXHUTEIBHOTO KOHTPOJIS, MOCKOJIbKY
OKpallIMBaHUE HAOJIONAETCS CPeNM 3HAYUTENbHON Ao MakpodaroB. XoTs u He Tpedyercs
OKpallMBaHWE C WMHTEHCHUBHOCTBIO 3+, OTCYTCTBHE OKpAIIMBAHUS MAakpodaroB Cieayer
YUUTBIBATH ISl HCKIIFOUEHUS] TEXHUUECKUX pobaeM. Makpodaru u TumMQpOLUTsl OLEHUBAIOT B
OTHOIIEHWN OKPAIIMBAHUS IJIa3MaTHYECKOH MeMOpaHbl, 1 Bce 00pa3lbl PErUCTPUPYIOT TOJIBKO
KaK MOJIO)KUTENbHbIE WJIM OTPULATENbHbIE AN Ka)XJI0ro Tuma kiaerok. OkpalnBaHHE TakxkKe
XapakTepU3ylOT B COOTBETCTBHM C KiaccuUKauuell HMMyHHBIX KIETOK Kak BHe-
/BHYTpHOIYXONeBbIX. «BHYTpH-» O3Hauaer, 4yTO MMMYyHHas KJE€TKAa HAaXOAWTCS B Mpeaenax
OINyXOJIEBOW TKAHW W/WIM Ha TPaHMIAX OmyXxoyeBod obnactu, He Oyayun Qusnyuecku
PacIOJIO’KeHa CPEAN OIyXOJIeBbIX KIIETOK. «BHe-» o3HauaeT, 4to pusmyeckas CB3b C OMyXOJIbI0
OTCYTCTBY€T, HMMYHHbIE KJIETKM OOHApyKMBAIOTCS Ha Nepudepun, acCOLMHPOBAHHBIE C
COEIMHUTENIbHON TKaHbIO WU IPYTrOil aCCOLIMUPOBAHHON CMEKHOMN TKAHBIO.

[0198] CornacHo onpeneneHHbIM BapUaHTaM OCYIIECTBJIEHUS] TAKHX CIIOCOOOB OLIEHKH
00pa3ipl OIEHUBAIOT J1BA CIELHMAIUCTA MO JJAaOOPAaTOPHOH NMArHOCTHKE, paboTasi HE3aBUCHUMO
APYr OT APYra, U IMOKAa3aTeNH BIIOCIENCTBUH 00BbenuHSIOT. COrJacHO ONpeneseHHbIM IPyTHM
BapUAHTAM OCYINECTBJICHUS WACHTU(PHUKALMIO TIOJOKUTEIbHBIX W OTPULIATENIHBIX KJIETOK
OLIEHUBAIOT C MPUMEHEHHEM COOTBETCTBYIOIIETO MPOrPAMMHOTO 00ECTIeUEHHSI.

[0199] T'uctocder MpUMEHSIIOT B KayecTBe OoJiee KONMMYeCTBEHHOM onleHKH nanHbix [HC.
I'mcrocuer pacCUUTHIBAIOT CIEAYIOMIIM 00pa3oM:

T'uctocuer = [(% omyxomu X 1 (HU3Kask HMHTEHCUBHOCTH)) + (% omyxonu x 2 (cpemHsis
MHTEHCUBHOCTD))

+ (% omyxonu * 3 (BbICOKasi HHTEHCUBHOCTb) |
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[0200] [nst ompenesiieHuss TUCTOCUETA CIELUUAINCT MO J1A0OPATOPHON AMATHOCTHKE
OLICHUBAET MPOLEHTHYIO AOJK OKPALIEHHBIX KJIETOK B KaXXAOW KaTErOpUHM HMHTEHCUBHOCTHU B
npenenax mnpenapara. Ilockombky skcmpeccus OOJBIIMHCTBA OMOMAapKEpOB  SIBISIETCS
reTEepOreHHON, T'HCTOCUET SBJsieTcss Oojee TOUYHBIM OTOOpakeHHEeM OO0Iuel SKCIPEecCHU.
JluanasoH KOHEYHOro TrHCTOCYeTa cocraBiaier ot O (9kcmpeccuss orcyrctByer) a0 300
(MaKCHMaJIbHBIH YPOBEHb SKCIIPECCHN).

[0201] AnbTepHATHBHBIM CIIOCOOOM KOJUYECTBEHHOTO OmpeneeHus skcnpeccun PD-L1
npu IHC Ttectupyemoro oOpasua TKaHU SIBJISIETCS OINpPENeeHHE IOKA3aTeNisl CMEXHOro
BocnasieHusi (AIS), onpenensieMoro Kak CTeneHb BOCHAJNIEHHSI, YMHOKEHHAs Ha SKkcrpeccuro PD-
L1 uHOUABTPUPYIOIUMH OMyXOJb BOCHAJIUTENbHBIMU KjieTkamu B npoueHrax (Taube ef al.,
"Colocalization of inflammatory response with B7-h1 expression in human melanocytic lesions
supports an adaptive resistance mechanism of immune escape," Sci. Transl. Med. 4(127):127ra37
(2012)).

[0202] CormacHO oOmHOMY BapuaHTy OCYLIECTBIEHUSI ypoBeHb skcmpeccun PD-L1
omyxonu (Hampumep, omyxXoju, npoucxonsmei 3 NHL w/mnu HL) cocraBnsier mo MeHbuei
Mepe npubmmsuTenbHo 1%, mo MeHblied Mepe npuOIM3uTENbHO 2%, MO MEHbIIEH Mepe
npubnusutensHo 3%, MO MeHbled Mepe mnpuOnmsurensHo 4%, N0  MeHbIIeH Mepe
npubnusutensHo 5%, MO MeHblied Mepe mnpuOnm3uTensHo 6%, N0  MeHbIIeH Mepe
npubnusutensHo 7%, 1O MeHblied Mepe mnpuOnmsurensHo 8%, WO  MeHbIIeH Mepe
npubnusurensHo 9%, mno MeHbliedl Mepe mnpuOnmusurensHo 10%, 1o MeHbled Mmepe
npubmmsutenvHo  11%, mo wenblieln Mepe npubnusutensHo 12%, 1Mo MeHblIeld wMepe
npubmmsutensHo  13%, mo wmesbliel Mepe npuOnusutenvHo 14%, MO MeHbLIeH Mepe
npubnusutensHo  15%, mo MeHeiiel wmepe npubmmsutrensHo 20%, MO MeEHbIIelH Mepe
npubnusutensHo 25%, mo MeHblued wmepe npubmmsutrensHo 30%, MO MeHblIeld Mepe
npubnusutensHo 40%, mo MeHelued wmepe npubmmsuTrensHo 50%, MO MeHbIueld Mepe
npubnusutensHo 60%, 1o MeHplield wMepe mnpubmmsuTrensHo 70%, MO MeHbIIeH Mepe
npubnusutensHo  75%, mo MeHeplneld wMepe mnpubmmsurensHo 80%, MO MeHbIueld Mepe
npubnusutensHo 85%, mo MeHplield wMepe mnpubmmsurensHo 90%, 1Mo MeHbIueld Mepe
npubmmuTensHo  95% wim  npubnusurensHo  100%. CormacHo  ApyroMy  BapHaHTY
ocymecteineHuss PD-L1-craryc omyxomu cocTaBisieT Mo MeHblneld Mepe npubausutenbHo 1%.
CornachHo apyrum Bapuantam ocyiuectsieHus: PD-L1-ctatyc onmyxonu coctaBisier mo MeHbIIei
Mepe mpudan3uTenbHO 5%. CornacHo omnpeneieHHOMy BapuaHTy ocyiuectsieHus PD-L1-cratyc
OIYXOJI COCTABIISIET MO MeHbIned mepe npuommsurensHo 10%. CormacHo OfHOMY BapUaHTY

ocymecteieHuss PD-L1-craTyc onyxonu cocTaBisier o MeHblnel Mepe npuonusurenbHo 25%.
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CornacHO KOHKpPETHOMY BapuaHTy ocyuiecTBieHuss PD-L1-ctatyc omyxonu cocTaBisieT Mo
MeHbLIeH Mepe npudbnusnuTenbHo 50%.

[0203] Beipaxenue «PD-L1-nonoxutenpHblil» B KOHTEKCTE HACTOSLIErO TOKYMEHTa
MOXXKHO TPUMEHATh B3aUMO3aMEHsSIEMO C BBIPAKEHHEM «ypoBeHb okcmpeccun PD-L1 mo
MeHblnell Mepe npubiamusutensHo 1%». CornacHO omHOMY BapuaHTy ocymectsienus PD-L1-
HOJIOKUTEIbHBIE  OMyXOJMM MOTYT, TakuM o0pas3oM, cojxepXkaTb IO MEHbIIEH Mepe
npubm3uTenbHo 1%, 1o  MeHbed Mepe mnpubOmu3uTeNnbHO 2%, 1O MEHbIIEeH Mepe
npubnusuTensHo 5%, mo MeHbwedl mepe mnpuOmmsurenabHo 10%, 1O MeHblned Mepe
npubnusutensHo 20%, 1o MeHblued wMepe npubIM3uTEeNsHO 25%, MO MEHbIIeH Mepe
npubnusutensHo 30%, mo MeHelield wmepe npubmmsurensHo 40%, MO MeHbIIeH Mepe
npubnusutensHo 50%, 1o MeHblneld wMepe mnpubmmsurenbHo 60%, MO MeHbIIeld Mepe
npubnusutensHo 70%, 1o MeHblued Mepe npuOIM3UTENbHO 75%, MO MEHbIIeH Mepe
npubnusutensHo 80%, mo MeHbplneld wMepe mnpubmmsuTrensHo 85%, Mo MeHbluelH Mepe
npubnusutensHo 90%, mo MeHbInel Mepe MpuOIM3UTENbHO 95% nnmn npubnusutensHo 100%
skcnpeccupyromux  PD-L1  onmyxoneBbIX — KJIETOK, Kak  HU3MEPEHO ¢  NOMOUIBIO
asromatuzuposanHoro IHC. CornacHo ompeneneHHbIM BapuaHTaM ocylnectsieHus «PD-L1-
MOJIOKUTENBHBINY  O3HA4YaeT, 4YTO HMeeTcs no MeHblen wmepe 100 kieTok, KOTOpbIe

skcnpeccupyroT PD-L1 Ha mOBEpXHOCTH KJIETOK.

DapMaleBTUYECKHE KOMIO3UIIMU U TO3UPOBKHU

[0204] TepameBTHueckue CcpeacTBa MO HACTOSINEMY PACKPBITHIO MOTYT OBITbH
COCTaBJIEHbl B KOMIIO3HMILMIO, HampuMep, (papMaleBTUUECKYI0 KOMIIO3MIHUIO, COAEPIKAILYIO
AHTUTEJIO U (bapMaLleBTI/I‘-IeCKI/I HpI/IeMJIeMbeI HocHuTenb. B koHTEKCTE HaCTOAIIECTO NOKYMEHTA
«(apmaneBTHYECKH TPUEMJIEMbIi HOCUTENb» BKJIOYAET JIOObIe BO3MOXKHBIE PACTBOPHTEIH,
JAUCTIEPTUPYIOIIUE Cpenbl, 000JO0UYKH, MPOTUBOOAKTEPHUATIBHBIE U MPOTHBOIPHOKOBBIE CPEACTBA,
U30TOHUYECKHE CPEACTBA U CPEACTBA, 3aMEAJIAIOLINE BCACBIBAHUE, U T. 1., KOTOPBIE SIBJISIOTCS
(I)I/ISI/IOJ'IOFI/ILIGCKI/I coBMecTUMbIMU. COryiacHo HEKOTOPBIM BapuaHTaM OCYILIECTBIICHUSA HOCUTEIIb
JJIA conepmameﬁ AHTUTECJIO KOMIIO3UIUKU NOAXOAUT AJIsI BHYTPHUBEHHOTO, BHYTPUMBILICYHOTO,
MOAKOKHOI0, NAPCHTEPAJIBHOI'O, CIIMHHOMO3IOBOr0 UM 5IIMACPMAJIbHOTO BBEACHUA (Haan/IMep,
NyTeM UHBEKUUHU Wi HHPY3uHN). PapmarieBTHIeckasi KOMIIO3ULHSI IO HACTOSIIEMY PACKPBITHIO
MOXKET BKJIKYATb OAHO MHJIHM HECKOJIIBKO H3 (I)apMaLIeBTI/ILIeCKI/I MPUEMIIEMBIX COJ'IGfI,
AHTHUOKCHIAHTOB, BOJAHBIX HJIN 663BOI[HI:>IX HOCHUTEJEH W/ WM BCIIOMOTATEbHBIX BCIICCTB, TAKUX
KaK KOHCEpPBAaHTBI, CMAauMBAIOLIUE CPEJCTBA, AMYJbIUPYIOUINE CPEACTBA U JUCHEPTUPYIOLIUe

cpencraa.



47

[0205] Cxembl mpuema KOPPEKTHUPYIOT il OOECledeHUsl ONTHMAIBbHOrO TpeOyeMoro
OTBETa, HANPUMEP, MAKCHUMAJIbHOTO TEPANEBTUYECKOTO OTBETa W/HJIM MHHHUMAJBbHBIX
HekenaTeNbHbIX 3¢ ¢dekToB. CormacHo HEKOTOPBIM BapHaHTaM OCYLIECTBIEHHs aHTUTENO K PD-1
BBOJSIT B J103€, paCCYUTAaHHOMN Ha BeC. B ciyvae BBenenus anturena k PD-1 no3uposka Moxer
HAXOAMTCSl B JMaNa3oHe OT MO MeHblueill mepe npudmmsurenpsHo 0,01 MI/Kr 10 MO MeHbIuei
Mepe npuOnmmsuTensHo 20 MI/Kr, OoT 1o MeHbineil mepe npubmmsutensHo 0,1 Mr/kr o mo
MeHbIel Mepe npudnuzutenbHo 10 Mr/kr, ot npudnuszurensHo 0,01 MI/Kr 10 MpUOTH3UTENBHO
5 mr/kr, oT npuOIM3UTENBbHO | MI/KT A0 TPUOIU3UTENBHO 5 MI/KT, OT NMPHOJIM3UTENBHO 2 MI/KT
10 MPUOJNU3UTEPHO 5 MI/KT, OT MPUONHU3UTENHbHO | MI/KI 1O TPHOIM3UTENBHO 3 MI/KT, OT
npuOIU3UTENBHO 7,5 MI/Kr 10 npuOamsuTenabHo 12,5 mr/kr wim ot npubmusurensHo 0,1 mr/kr
1o npubnusutenbHo 30 MI/KT Beca Tena cyObexkTa. Hanpumep, 103UPOBKH MOTYT COCTABIISITh 110
MeHbIel Mepe npudausuTenbHo 0,1 Mr/kr, Mo MeHblnell Mepe npudmu3uTensHo 0,3 MI/KT, 1Mo
MEHbLIEH Mepe NPUONM3UTENbHO | MI/KT, MO MEHbIIeH Mepe NPUONM3UTENBHO 2 MI/KT, MO
MEHbLIEH Mepe NMPUOIM3UTENBHO 3 MI/KT, IO MEHbIIEH Mepe MPUOIU3UTENBHO S MI/KT HJIH T10
MeHbLIeH Mepe npubmusutensHO 10 mr/kr Beca Tenma. CorjlacHO OmNpeesieHHBIM BapHaHTaM
OCYyIIeCTBJICHHsI TO3UpOoBKa anTuTea k PD-1 coctaBisier 3 mr/kr Beca Tena.

[0206] CornacHo ogHOMY BapHaHTy OCYIIECTBJIEHHs cxeMa mnpuema aHturena k PD-1
npenycmarpusaeT npudausutenpHo 0,3-1 Mr/kr Beca Tena, MPUOIU3UTENBHO 5 MIVKT Beca Tela,
1-5 Mr/kr Beca Tena WM NpUOIM3UTENBHO 1-3 MI/KT Beca Tena MyTeM BHYTPUBEHHOTO BBEICHMS,
NpUYEM aHTUTENO JAKOT Kakable mpuOnmusurenbHo 14-21 nHelt B npenenax a0 NpUOIU3UTENBHO
O-HEeNEeNbHbIX WM TPUOIM3UTEIbHO |2-HENEeNbHBbIX IHUKJIOB A0 TeX MOp, Moka He Oynaer
HaOJIIOAATHCSI TIOJIHBINA OTBET HJIM MOATBEPKICHHOE MporpeccupoBanue 3adoneBanusi. CormacHo
HEKOTOPBIM BapUaHTAM OCYLICCTBJICHUS JICYCHHE AHTUTEJOM MK JIE00Oe KOMOMHHUPOBAHHOE
JIEYEHHUE, PACKPBITOE B HACTOSINEM AOKYMEHTE, MPOAOJIKAOT B TEUYEHHE O MEHBbLIEH Mepe
npuOIU3UTENBHO | MecsIa, 0 MEeHbLIeH Mepe MPUOIU3UTENFHO 3 MECSLEB, TI0 MEHbLISH Mepe
npUOIU3UTENBHO 6 MECALIEB, IO MEHbIIEH Mepe MPUOIU3UTENBHO 9 MeCsLEeB, IO MEHbIIEH Mepe
npubnu3uTeNpHO 1 roa, Mo MeHbLIeH Mepe MpHONU3HTENBHO 18 MecsleB, Mo MeHbLIeH Mepe
npuOIU3UTENBHO 24 MeCsLeB, MO MEHbIIEH Mepe MPUOIU3UTENBHO 3 JIET, MO0 MEHbIIeH Mepe
NPUOJIMBUTENILHO 5 JIeT WK MO MeHbIel Mepe npudmusutessHo 10 Jer.

[0207] Cxemy mnpuMeHeHHs mpenapata OOBIYHO PACCUUTHIBAIOT JUIS JOCTHIKEHHS
NoKaszarejeld SKCIO3UINH, KOTOpble O0ECIeUMBAIOT B PE3YJbTAaTe YCTOHYMBYIO 3aHATOCTH
peuenropoB (RO), wucxomst w3 THNUYHBIX (PAPMAKOKMHETUYECKHX CBOICTB aHTHUTEJNA.
HNnnrocTpaTuBHAsA CX€Ma JIEUEHUs] BKIIIOYAET BBEACHUE OAMH PAa3 B HEAENO, ONUH pa3 KaKable
2 Hexenu, OMH pa3 KaXkaple 3 HeNeJH, OWH pa3 Kaxnble 4 Heeau, OAUH pa3 B MECsL, OAUH pa3

Kaxnple 3-6 mecsueB wiM Oonbine. COriacHO ONpeAeNeHHbIM BapUaHTaM OCYINECTBIICHUS



48

antureno k PD-1, Takoe kak HHUBOMyMad, BBOISAT CyOBEKTy OAMH pa3 KaKAble 2 HEAEIH.
CornacHo ApyruM BapuaHTaM OCYLIECTBJIEHUs aHTUTENO BBOAST OAMH pa3 Kaxible 3 HEAENU.
Jlo3UpOBKY U CXeMy NPUMEHEHUs Ha MPOTSKEHUM Kypca JIeUeHUs MOKHO MEHATh. AHTUTENO K
PD-1 MO>xHO BBOAUTH MO MEHBbILIEH MEpe B ABYX A03aX, NMPUYEM Kaxkaas U3 03 HaXOAWUTCS B
KoJsryecTBe OT mpuoam3uTenpHO 0,01 MI/Kr 10 npuONU3UTENBHO S MI/KT, HaNpUMep, 3 MI/KT, C
UHTEPBAJIOM BPEMEHH MEXIy NpHEeMaMH JIByX 103 Kaxable ABe Henenu. COrjiacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJIeHUs] aHTUTENO K PD-1 BBOIAT 1Mo MeHbLIEH MEpe B TPEX, YEThIPEX, IMSITH,
IIECTH WIM CeMH 103aX (T. €. B BHJE MHOXKECTBA J03), MPUUEM KaxKaash M3 03 HAXOAUTCS B
konuyecTBe OT npubnusutepHo 0,01 MI/Kr 10 MPUOIU3UTEIBHO 5 MI/KT, HapUMep, 3 MI/KT, C
MHTEPBAJIOM BPEMEHHU MexXly IpHUeMaMHU JIByX CMEKHBIX 103 Kakable ABe Heaenu. Jlo3upoBKy U
CXeMy TpPUMEHEHHs] Ha MpPOTSHKEHUM Kypca JIeUeHHs MOXKHO MeHsTh. Hampumep, cxema
NPUMEHEHUs1 Ipernapara B cilydae MoHoTepanuu aHturenom PD-1 moxer nmpenycmartpusaThb
BBeleHHE aHTWUTena: (1) Kakaple 2 HEAEeNU B Mpenenax O-HeOeNbHBbIX LUKJIOB, (i1) Kakable
4 Hemenu IS INECTH TO3MPOBOK, 3aTeM KakIple TpH Mecsna; (1i1) kaxnaple 3 Henenu, i (iv) 3-
10 mr/kr oguH pas, 3ateMm | mr/kr kaxnaeie 2-3 Henenun. C yuerom Toro, uro IgG4-anTuTeno
OOBIYHO XapaKTEPH3yEeTCsl MEPUOIOM IMOJIYBBIBEICHUS 2-3 HENeNH, CXeMa MpHeMa aHTUTeNa K
PD-1 mo nactosimemy packpeiTuio npenycmarpusaer 0,3-10 mr/kr Beca Tenma, Hampumep, 1-
5 mr/kr Beca Tena, HampuMep, 1-3 MI/KT Beca Tesa IyTeM BHYTPUBEHHOT'O BBEIEHUS, NMPHUYEM
AQHTUTEJIO AAr0T Kaxable 14-21 aHel B npeaenax 10 6-HeNENbHbIX WIH 12-HEeNeIbHbIX LIUKIOB 10
TEX TOp, NOKa He OyaeT HaOMoaaThCsl MOJTHBIN OTBET WM MOATBEPKACHHOE NPOrPECCUPOBAHNE
3aboneBaHuys.

[0208] CormacHO KOHKpPETHBIM BapHaHTaM OCyLIeCTBIeHUs aHTUTeNno kK PD-1 BBOmAT B
703¢ B JMana3oHe OT MO MeHblneld Mmepe mpubnuszurenbHo 0,1 MI/Kr 10 MO MeHbIIeH Mmepe
npubnusuTensHo 10,0 MI/Kr Beca Tena OOUH pa3 MPUONM3HUTENBHO Kakable 1, 2 wiu 3 Henenu.
CornacHo [OMOJIHUTEIPHBIM BapHaHTAM OCYILIECTBJIeHUs aHTuTeno k PD-1  (Hanpumep,
HUBOJyMal) BBOIST B JI03€ IO MEHbIICH Mepe MPUOIM3UTEIbHO 3 MI/KI Beca Teja OOUH pas3
npuOIU3UTENbHO Kakaple 2 Henenu. COrjacHO APYTruM BapHaHTaM OCYIUNECTBIICHHUs] aHTHTENO K
PD-1 (mampumep, nemOpoin3yMad) BBOIAT B 03€ MO MEHbIIeH Mepe npudausutensro 200 mr
kaxnaple 3 Hemenu wiau 2 mr/kr (mo 200 mr) xaxnaele Tpu Henenn. COrJIacHO HEKOTOPBIM
BapUaHTaM OCylIeCTBIeHUs aHTUTeNo K PD-1 (Hampumep, aBenmymal) BBOIAT B no3e 10 mr/kr
KaX/1bl€ JIBE€ HEEINN.

[0209] CormnacHo ompeneseHHbIM BapHaHTaM OCyLIECTBIeHHUs aHTuUTeNo K PD-1 BBOZAT
B MOCTOSIHHOM 1103¢. COryIacHO BapuaHTaM OCYILUECTBJICHHUs MMOCTOsIHHAsA A03a aHTuTena k PD-1
npeAcTaBisier coboi 103y (HampuMep, MOCTOSHHYIO A03Y), COCTABJISIFOINYIO 10 MEHBIIEeH Mepe

npubnusutensHo 100-600 mr, mo menblieil Mepe npudmmsurenbHo 400-500 Mr, kak, HanpuUMep,
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o MeHblIel Mepe mpubmusutenpbHo 480 Mr wim mo MeHsliedl mMepe npudnusutensHO 100-
300 mr, kak, HampuMep, Mo MeHbluned mepe npuonmmsurenabHo 200-300 Mr, MO MeHbLIeH Mmepe
npubnusuTensHo 220-260 Mr, o MeHbLIel Mepe npudan3uTenbHo 230-250 Mr win no MeHbIuen
Mepe npudnusuTensHo 240 Mr, Kak, HalpuMep, Mo MeHblIeH Mepe NMpuOIN3uTenpHO 60 Mr, 1o
MeHbIel Mepe mnpubnmsurenbHo 80 mMr, 1Mo MeHblied Mepe npuOimsutenbHo 100 mr, mo
MeHblel Mmepe npubiamsutenbHo 120 Mr, mo MeHbinelt mepe npubiamsurensHo 140 mr, 1o
MeHbIlel Mepe mnpubnuzuTesibHo 160 Mr, Mo MeHbinel Mepe npudbauzurenpHo 180 mr, Mo
MeHbLIeH mepe mnpuOmusureabHo 200 Mr, TO MeHblIed Mepe mpuOnusurenapbHo 220 mr, mo
MeHbLIeH Mepe npuOmmsuTeapbHo 240 Mr, MO MeHbLIeH Mepe mpuOnmusuTeapbHo 260 Mr, mo
MeHbLIeH Mmepe npuOmmsurenpbHo 280 Mr, mo MeHblLIed Mepe mpuOmusurenabHo 300 mr, mo
MeHbLIeH Mepe mpuOmmsuTenbHo 320 Mr, MO MeHblLIeH Mepe mnpuOnusurenabHo 360 mr, mo
MeHbLIeH Mmepe mpuOmmsurenbHo 400 Mr, Mo MeHblIed Mepe mnpuOmusurenbHo 440 mr, mo
MeHbLIeH mepe mpuOmmsurensHo 480 Mr, mo MeHblIed Mepe mpuOmusurensbHo 500 mr, mo
MeHbLIeH Mmepe mpuOmmsuTenbHO 550 Mr, Mo MeHblLIeH Mepe mpuOmusurensHo 600 mMr, mo
MeHbLIeH Mepe mpuOmM3uTenpHO 650 Mr, Mo MeHblIed Mepe mnpuOmusurensHo 700 mr, mo
MeHbLIeH Mepe npubam3uTenpHO 750 Mr wiM mo MeHblued Mmepe mnpuOmusuTensHo 800 mr.
CornacHo OHOMY BapHUaHTy OCYIIECTBJICHUs! 103a aHturena k PD-1 (Hampumep, mocTosiHHAs
7103a) COCTaBJsIET IO MEHblIeH Mepe npudausuTenbHo 240 M WM 1O MEHbLIEH Mepe
npubnusutensHo 480 Mmr, Hanpumep, ot 240 mr 1o 480 Mr, oquH pa3 NPUOIM3UTENBHO KaKIble
2-4 nenenu. CornmacHO [pyruM BapuaHTaMm oOcyllecTBieHus aHtuteno k PD-1 umm ero
AHTUTEHCBSI3BIBAIOIIYI0 YaCTb BBOIAT B 0oJjiee BBICOKOH [03€, T. €. IO MEHbIIeH Mepe
npubam3uTensHo 240 mr. CorlacHO KOHKPETHOMY BapUaHTY OCYLIECTBJIEHUsS! aHTUTENO K PD-1
BBOASIT B TOCTOSIHHON 03¢ NpUONMM3UTENbHO 360 Mr OAMH pa3 MPHOJIM3UTENBHO KaKIble
3 Henenu.

[0210] CormacHO ompeneneHHbIM BapHaHTaM OCYIIECTBJIeHHs aHTUTENO0 K PD-1 BBOZSAT
B MOCTOSIHHOM 1103¢. COrNIacHO BapuaHTaM OCYILUECTBJICHHUS MOCTOsIHHASA A03a aHTuTena Kk PD-1
npeAcTaBisier cobol 03y (HampuMep, MOCTOSIHHYIO NI03Y), COCTABISIOLIYIO MPHOIH3UTENBHO
100-600 mr, mpubmmsurensao 400-500 mr, kak, Hampumep, npuOmmuTenapHo 480 mr, wim
npubnusutensHo 100-300 mr, kak, Hanpumep, npudnusurensHo 200-300 Mr, mPUOTU3UTETHEHO
220-260 mr, mpubmausutenbHo 230-250 Mr wim npubnusutenpsHo 240 Mr, Kak, HampuMep,
npubnusutensHo 60 mr, npudmmurensHo 80 mr, npuOnmsurensHo 100 Mr, MPUOIM3HTETHHO
120 mr, npubmmsutensHo 140 mr, mnpubnusutensHo 160 mr, mnpubnusurensHo 180 wr,
npubnusutensHo 200 mr, npudmmsurensHo 220 mr, npubmmsnuTtenbHo 240 mr, npuOIM3UTENBHO
260 mr, mpubmusutensHo 280 mr, mnpudmusutensHo 300 mr, npubnuszurensHo 320 wmr,

npubnusutensHo 360 mr, npudmsurensHo 400 mr, npubmmsnuTtensHo 440 mr, npUOIM3UTENBHO
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480 mr, mpubmusutenbHo 500 mr, mnpubnusurensHo 550 mr, npubnusurensHo 600 wmr,
npubnusutensHo 650 mr,  mpubnmsurenvsHo 720 Mr,  nmpubmmsurensHo 750 Mr  mim
npubnusutensHo 800 mr. CornacHO OJHOMY BapHaHTY OCYLIECTBJIEHMs A03a aHTHTena K PD-1
(HampuMep, TMOCTOsIHHAs 103a) COCTaBisAeT NpUOMU3UTENpHO 240 Mr MM NPUOIU3UTENTBHO
480 mr, Hanpumep, oT 240 mr no 480 mr, onuH pa3 NPUONIU3UTENBHO KaxKable 2-4 HeIenu.
CormacHo  OpyruM  BapuaHTaM  OCyllecTBJieHHUss aHTuTeno k PD-1  wmm  ero
AHTUTE€HCBS3BIBAIOIY) YacTh BBOIAT B OOJjiee BBICOKOH 103€, T. €. NMpUOIM3UTENbHO 240 Mmr.
CornacHO KOHKPETHOMY BapUaHTY OCyLIeCTBIIeHUs aHTUTeNOo K PD-1 BBOIAT B MOCTOSIHHOM 103€
npubIM3uTENBEHO 360 MI OZTUH pa3 MPUOTU3UTENBHO KaXK/AbIe 3 HEIEIH.

[0211]

[0212] CornacHo HEKOTOpPHIM BapuaHTaM OCylecTBIeHUsI aHTUTeno k PD-1 BBomsaT c
aarutesnioM kK CD30 B puxcupoBanHoi n1o3e. COrnacHO HEKOTOPHIM BapHUAHTAM OCYIIECTBIICHUS
cooTHouleHne Mr aHtutena k PD-1 u antutena x CD30 cocraBnser mo MeHblied Mepe
npubnusutensHo 1:1, mpubmusurtensHo 1:2, npubnmsurensHo 1:3, mpubmmsurensHo 1:4,
npubnusutensHo 1:5, mpubmusutensHo 1:6, npuOnmsurensHo 1:7, npubmmsurensHo 1:8,
npubnusutensHo 1:9, mpudmmsurensro 1:10, npubmmsurensro 1:15, nmpubmmsurensro 1:20,
npubnusutensHo 1:30, nmpubmmsurensHo 1:40, mpubnusurensHo 1:50, mpubmmsurensHo 1:60,
npubnusutensHo 1:70, npubnusurensHo 1:80, mpubmusurensHo 1:90, npubmmsurensHo 1:100,
npubnusutensHo 1:120, npubmmsurensuo 1:140, npubnmsurtensHo 1:160, npubausutenbHO
1:180, mpubmmsurensuo  1:200, npubmmsurensHo 200:1, npubmmsurensio  180:1,
npubmmsutensHo 160:1, mpubnusurensno 140:1, npubmmsurensHo 120:1, nmpuOmU3UTENHHO
100:1, mpubnmsurensho 90:1, npubnusurensHo 80:1, mpubausurensHo 70:1, mpuOIU3UTENBHO
60:1, mpubnusurensHo 50:1, npubmmsurensro 40:1, mpubnusutensHo 30:1, npuOIM3UTETHHO
20:1, npubnusurensHo 15:1, mpubnusurenshuo 10:1, npubnusurensHo 9:1, npubnusuresbHo 8:1,
npubnusutensHo 7:1, mpubmusurtensHo 6:1, npuOnmsurensHo 5:1, npubmmsurensro 4:1,
npubnu3uTensHo 3:1 win npudnusurensHo 2:1.

[0213] B caywyae mnpuMeHeHUss B KOMOMHALMM C JPYTMMH TPOTHBOPAKOBBIMH
CpeACTBaMHU AO3UPOBKY aHTuTena k PD-1 MOXXHO CHU3HUTBH MO CPaBHEHHUIO C AO30H B Clyuae
MOHOTepanuu. Hampumep, no3upoBKa HUBOJyMada, KOTOpas SIBISIETCS 3HAYUTENbHO Oolee
HU3KOMW, 4eM Tunu4Hble 3 Mr/kr, HO He MeHee 0,001 mr/kr, x mpumepy, 0,1 MI/KT WU MEHbIIE
KaXxable 3 Wik 4 HeJeHn, CUUTAeTCsl cyOTepaneBTH4YecKor A03upoBKoil. CyOTepaneBTHYecKHe
no3bl aaTuTena Kk PD-1, mpuMensieMoro B croco0ax COrjacHO HACTOALIEMY AOKYMEHTY, BBIIIE
0,001 mr/kr u Hmwke 3 wmr/kr. CorjacHO HEKOTOPBIM  BapHaHTaM  OCYINECTBJICHHUS
cyOreparneBTudeckasi 103a cocrasisier or npudbmusurenbHo 0,001 Mr/kr g0 npuOIH3UTENBHO

1 mr/kr, ot mpubmusurensHo 0,01 mr/kr no npubnusuTenbHo 1 MI/Kr, OT NPUOTUUTETHHO
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0,1 mr/kr no nmpubnusutenbHo 1 Mr/kr uinu ot npudamsurensHo 0,001 Mr/kr 1o mpuOIU3UTENTEHO
0,1 mr/kr Beca Tena. CormacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIEHUs CyOTepaneBTHUECKas
7032 COCTaBsieT MO MeHblied wmepe npudbnusurenbHo 0,001 mMr/kr, mo MeHbleil mepe
npubnusutensHo 0,005 mr/kr, nmo MmeHsweil Mepe npudnmsurenbHo 0,01 mMr/kr, mo MeHbInen
mepe npudamsutenbHo 0,05 Mr/kr, mo MeHbineil Mmepe npudausurenbHo 0,1 MI/KT, O MeHbIIeH
mepe npubmmsurenbHo 0,5 MI/Kr wim no MeHslied Mepe npudiamsurensHo 1,0 MI/kr Beca Tena.
JlaHHBIE MO 3aHATOCTH PELENTOPOB OT 15 CyOBEKTOB, KOTOPbIE MOJNyYalIu J03y HHUBOJIyMada OT
0,3 mr/kr 1o 10 MI/KT, yKa3bIBalOT HA TO, YTO 3aHATOCTh PD-1, mo-BuaumMomy, He 3aBUCUT OT
703bl B 3TOM auamna3oHe n03. Cpean BceX M03 CPemHHIl YPOBEHb 3aHSATOCTH COCTaBisLT 85%
(mmanazon ot 70% nmo 97%), co cpenHUM CTaOMIIbHBIM 3HaYeHueM 72% (auana3oH ot 59% no
81%). (Brahmer ef al., J Clin Oncol 28:3167-75 2010). CorinacHO HEKOTOPBIM BapHaHTaM
OCYIECTBIIEHHUs BBeIEHUE A03bl 0,3 MI/KI MOXKET O0€CHEeYUTh JAOCTATOYHYIO SKCIIO3ULMIO IS
TIOCTIDKEHHSI MaKCHUMaJIbHON OHONOrn4eckod akTUBHOCTH. COINIACHO KOHKPETHOMY BapHUaHTY
ocywmecteneHus antureno k CD30, Hanpumep, BV, BBomsT B 103¢ 1,8 MI/KT OMH pa3 Kakable
3 Hexenu.

[0214] Xorss Oonee BhiCOKass 1032 HUBOMyMaba B KA4eCTBE MOHOTEpAITUH,
COCTaBIISIIOINAsA BIUIOTh 10 10 MI/Kr Kakaple [Be Henenu, Obuia TOCTUTHYTa 0e3 TOCTHIKEHHUS
MaKCHUMaJIbHOH nepeHocuMoi 1036l (MTD), B Apyrux KIMHUYECKUX UCIBITAHUAX WHIHMOUTOPOB
KOHTPOJIBHBIX TOUEK U AHTMAHT'MOTE€HHOH Tepanuu (cM., Harpumep, Johnson ef al., 2013; Rini ef
al., 2011) coobmanoch 0 3HAUUMBIX MOKA3aTENIIX TOKCUYHOCTH, UYTO CJIYKHUT JOBOAOM B IMOJIB3Y
BBIOOpA 10361 HUBOJMyMaOa MeHee 10 Mr/kr.

[0215] CormnacHo HEKOTOPBIM BapuaHTaM ocyiecTsieHus antureno k CD30 (manpumep,
OpeHTyKkcuMal BEOTHH) BBOIAT B JI03€, PACCUYMTAHHOW Ha BeC. B cilyuae BBeIeHHs aHTHTENA K
CD30 (manpumep, OpeHTykcHMaba BEIOTHHA), JOZHMPOBKA MOXKET HAXOAWTCS B JHMAMAa30HE OT
npubnusutensHo 0,01 Mr/kr no nmpubmusutensHo 20 Mr/kr, oT npudausutensHo 0,05 MI/kr mo
npubnusutensHo 20 mr/kr, ot mpuOmusutensHo 0,1 Mr/kr no mpubmusutenbHO 20 MI/KT, OT
npubnusutensHo 0,1 Mr/kr no mpubmmsurenbHo 15 Mr/kr, ot mpubmmsurensro 0,1 Mr/kr mo
npubnusutensHo 10 mr/kr, ot mpuOmmsurtenbHo 0,1 MI/Kr 10 NPHOIM3HTENBHO S MI/KT, OT
npubnusutensHo 0,1 Mr/kr no mpubnusutenbHo 4 mr/kr, ot npudmmsurensHo 0,1 Mr/kr mo
npubnu3uTensHo 3 MI/kr, oT npubmusutenbHo 0,1 nmo npuOnm3uTensHO 2 MI/KT, OT
npubnusuTensHo 1 1o mpubnusutensHo 10 Mr/kr, ot npubmm3urensHo 1 10 MPUOTU3UTETHPHO
10 mr/kr, ot mpubnusurenpHo 1 g0 npubmmsurenpHo 8 Mr/kr, ot mnpubnusurensHo 1 10
npuONU3UTENbHO S MI/Kr, OT npubmusutensHo 1 no  mpuOnusurenbHO 3 MIVKT,  OT
npubmmuTensHo 1 1o npubnusurenbHo 2 MI/Kr Beca Tena cyObekra. Hampumep, mo3upoBKu

MOTYT COCTaBNIATh npubnusutenbHo 0,05 mr/kr, mpubmmsurtensHo 0,1 Mr/kr, mpuOIU3UTENHHO
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0,2 mr/kr, npubnusurensao 0,3 mr/kr, npudmmiutensuo 0,4 mr/kr, npubmusurensHo 0,5 Mmr/kr,
npubmmutensio 0,6 mr/kr, npubmmsutrensHo 0,7 Mr/kr, npuOmmsutensHo 0,8 mr/kr,
npubmmutensHo 0,9 mr/kr, npuOmmsurensHo 1,0 mr/kr, mpuOmmsurensHo 1,1 mr/kr,
npubmmutensHo 1,2 mr/kr, npuOmusurensHo 1,3 Mr/kr, nmpuOmusutensHo 1,4 mr/kr,
npubamsutenvHo 1,5 mr/kr,  npuGmusutensHo 1,6 Mr/kr, npubnusutensHo 1,7 mr/kr,
npubnusutensHo 1,8 mr/kr,  mpubnusurtensHo 1,9 mr/kr, npubnusurenbHo 2,0 mr/kr,
npubIM3uTeNbHO 2,1 MI/Kr,  TpUOIM3UTENbHO 2,2 MI/KT,  TPUONHM3UTENBbHO 2,3 MI/KT,
NpUOM3UTENIbHO 2,4 MI/KT,  TPUOJM3UTENbHO 2,5 MI/KT,  TPUONHM3UTENbHO 2,6 MI/KT,
npUOIM3UTENIbHO 2,7 MI/KT,  TpUOIM3UTENbHO 2,8 MI/Kr,  TpUONMM3UTENbHO 2,9 MI/KT,
NPUOU3UTENBHO 3 MI/KT, MPUOIM3UTEIBHO 4 MI/KT, MPUOINU3UTENBHO 5 MI/KT, TPUOIU3UTEIIBHO
6 MI/KT, TPUONU3UTENFHO 7 MI/KT, TPUONH3UTENIbHO 8 MI/KT, NPUOIU3UTEIBHO 9 MI/KT,
npubnusutensHo 10 mr/kr,  mpubmusurensHo 11 mr/kr,  npubmmsurensHo 12 mr/kr,
npubnusutensHo 13 mr/kr, npubnusutensHo 14 Mr/kr, npubausuTenpbHO 15 MI/kr  wim
npubnusuTensHO 20 MI/KT Beca Tela CyObeKTa.

[0216] CormnacHo HEKOTOpPBHIM BapHaHTaM OCYILECTBJIEHHUs No3upoBka aHTutena k CD30
(mampumep, OpeHtykcumaba BenmotmHa) coctasisier 0,1 mr/kr Beca Tenma. CoryiacHO Ipyrum
BapHaHTaM OCYINECTBJICHHUs pAo3upoBka aHtutena k CD30<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>