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KOMBUHHWPOBAHHASA TEPAIIUA

HNEPEKPECTHAS CCBIJIKA HA POACTBEHHBIE 3ASABKH
Hacrosinas 3asBka ucnpamusaet npuopureT Ha ocHoBaHuu GB1706261.3, GB1706260.5,
GB1706259.7, GB1706258.9, GB1706257.1, GB1706256.3, GB1706254.8 u GB1706253.0, BCe
u3 koropeix nogansl 20 anpens 2017 rona; GB1802947.0, nonanHo# 23 ¢espansa 2018 roxa; u
GB1805660.6, noganHoit 5 anpens 2018 roxa.

OBJIACTDh TEXHUKH
Hacrosimee u3oOpereHne OTHOCUTCS K BapuaHTaM (CpeacTBaM) KOMOMHHMPOBAHHON
TEpAIUU AJid JICHCHUS MAaTOJIOTHYCCKUX COCTOHHHﬁ, TaKHUX KaK pak. B YJaCTHOCTHU, HACTOALICC
n300peTeHne OTHOCUTCSI K BapuaHTaM (CpeacTBaM) KOMOMHUPOBAHHON Teparyy, BKIIOYAIOIIUM
JieueHNue KOHBIOTaTOM aHTHUTeNo-JiekapcTBeHHOe cpenctBo (ADC), BTOPHUYHBIM areHToM u

Heobs3arenbHo auTu-CD20 areHToM.

YPOBEHb TEXHUKHN

Tepanus anTuTenamu

Tepanust anTuTeIaMH (TEpaneBTUYECKUE CPEICTBA HA OCHOBE aHTUTEN) ObLTa pa3paboTaHa
IUIl  HANpaBJIEHHOTO JIeYeHUs] CyOBEKTOB, CTPAJAIOLIMX PAKOBBIMH  3a00JIEBAHUSIMH,
UMMYHOJIOTHYECKUMH W aHruoreHHbiMu Hapymenusimu (Carter, P. (2006) Nature Reviews
Immunology 6:343-357). [IpuMeHeHne KOHBIOTATOB aHTUTENO-JIeKapcTBeHHOe cpencto (ADC),
T.. UMMYHOKOHBIOTATOB, JIi MECTHOH IOCTaBKH LUTOTOKCHYECKHX MJIHM IIUTOCTATHYECKUX
areHTOB, T.€. JICKAPCTBEHHBIX CPEACTB JUI YHHUUTOXXECHUS WJIH MOJNABJICHUS KJIETOK OMYyXOJH, B
J€YeHNN paka MO3BOJSIET HANPABIATH AOCTABKY KOMIIOHEHTA, MPEACTABISIOMEro coboil
JIEKAPCTBEHHOE CPEACTBO, B OIMYXOJH M €ro HAKOIUICHWE BHYTPH KIIETOK OIMyXOJH, TOrna Kak
CHCTEMHOE BBEIEHHE STHX HEKOHBIOTHPOBAHHBIX JIEKAPCTBEHHBIX Ar€HTOB MOKET MPHUBOAHTH K
YPOBHSIM TOKCHYHOCTH, HEMPUEMIIEMbIM ISl 3M0POBBIX KieTok (Xie ef al (2006) Expert. Opin.
Biol. Ther. 6(3):281-291; Kovtun et al (2006) Cancer Res. 66(6):3214-3121; Law et al (2006)
Cancer Res. 66(4):2328-2337; Wu et al (2005) Nature Biotech. 23(9):1137-1145; Lambert J.
(2005) Current Opin. in Pharmacol. 5:543-549; Hamann P. (2005) Expert Opin. Ther. Patents
15(9):1087-1103; Payne, G. (2003) Cancer Cell 3:207-212; Trail et al (2003) Cancer Immunol.
Immunother. 52:328-337; Syrigos and Epenetos (1999) Anticancer Research 19:605-614).



CD19

CD19 mnpencrasnser coboii memOpaHHbId penentop Maccoit 95 x/la, KoTOpbIi
JKCIIpEeCCUpyeTCss Ha paHHell cragun  aud¢epeHIupoBKH B-KIeTok u  MpomospKaer
SKCIIPECCUPOBATHCS BIUIOTH A0 3aIMycka TepMHUHAIBHON nuddepenuuposku B-knerok (Pezzutto
et al.(1987), J. Immunol 138:2793; Tedder et al (1994) Immunol Today 15:437). BHekneTouHsIi
nomeH CD19 conepsxur nea nMmyHOrnoOymmHO(IG)-nmonoOHeIx nomeHa C2-THna, pa3aeneHHbIX
MEHBIIIUM MOTeHLUATBHO TUCYIb(HUI-CBsI3aHHBIM oMeHOM. L{uromnasmaruyeckuii nomed CD19
YHHUKAJIEH MO CTPYKType, HO SBJSETCS BBICOKOKOHCEPBATUBHBIM CpPEOU YENIOBEKA, MBIIIU U
mopckoii cBuHkH (Fujimoto et al., (1998) Semin Immunol.10:267). CD19 npexacrasisier coboit
4acTh OEJKOBOrO KOMILIEKCA, MPUCYTCTBYIOIIErO Ha KJIETOYHOH moBepxHOCTH B-numdornuTos.
VYkazaHHbIl OenkoBeIi komruieke cogepxkur CD19, CD21 (peuenTop komrieMmenTa, 2 tum), CD81
(TAPA-1) u CD225 (Leu-13) (Fujimoto, BeIie).

CD19 mnpencraBnsier co00i BakHBIH PEryJsATOP TPaHCMEMOpaHHBIX CHTHAJIOB B B-
KJIEeTKax. YBenuueHHe WM yMmeHblieHue IuoTHoctTd CDI19 Ha kiIeTOYHONH NOBEPXHOCTH
OTPULIATEJBHO BIIUSIET HA pa3BUTHE U (PYHKIHMIO B-KJIETOK, 4TO MPUBOAUT K TAKUM 3a00JI€BaAHUSM,
KaK ayTOMMMYHHbIE peakuuu wii runorammarinoOymmHemus. Kommiekc CD19 nmorenumpyer
OoTBeT B-KJE€TOK Ha aHTUIeH /7 Vivo TNyTeM NEePEeKPEeCTHOrO CIIMBAHMSA [ABYX OTHEJbHBIX
KOMILIEKCOB Iepeaayy CUrHaja, IPUCYTCTBYIOIINX HA MeMOpaHax B-kieTok. JTu aBa KOMILIEKca
niepeavyn CUrHana, cBsizanHelie ¢ MeMOpanubiM IgM u CD 19, aktusupyroT pocdomumnazy C (PLC)
no pasnuyHbiM MexaHusMaMm. [lepexpectHoe cmmBanue CD19 u B-knerounoro peuenrtopa
yMEHBINAET KOJNUYeCTBO Mojiekyn IgM, HeoOxomumbix st aktuBaumu PLC. CD19 Takske
(YHKLMOHHUPYET KaK CHEHaJH3UPOBAHHBIN aanTepHbId OeNoK, aMIUTMOUIUPYIOIUNA KIHHA3BI
cemerictBa Arc (Hasegawa et ah, (2001) J Immunol 167:3190).

bruto nmokasano, uto csizbiBanne CD19 kak yCHIIMBaeT, Tak U HHTHOMPYET aKTHBALIHIO U
nponudepanuro B-keTok B 3aBUCUMOCTH OT 00beMa MPOUCXOASALIETO MEPEKPECTHOTO CIIMBAHUS
(Tedder, 1994, Immunol. Today 15:437). CD19 skcnpeccupyercsi B Gosnee uem 90% B-kneTodHbIx

TMM(OM H, COTJIACHO TPENIONIOKEHHSIM, BIUSET Ha POCT TUM(OM i1 Vifro 1 in vivo.

BapuaHnTbl TepaneBTHYECKOr0 NpUMeHeHUus1 KOHbOratos antu-CD19-ADC

bruta ompeneneHa >QQEKTHBHOCTD KOHBIOTATa AHTUTENO-JIEKAPCTBEHHOE CPENCTBO,
cogepkamiero antu-CD19 antureno (antu-CD19-ADC), B nedeHun, Hampumep, paka - CM.,
Hanpumep, W02014/057117 1 WO2016/166298.

IIponomkaercs WCCHENOBaHUS A JOTOJHUTENBHOTO TOBBILEHHS 3()PEeKTHBHOCTH,
MEPEHOCUMOCTH U KIMHUYECKONW NPUMEHUMOCTH KOoHBIoratoB aHTu-CD19-ADC. Jlna storo

ABTOPbI HAaCTOALIECTO I/1306peTeHI/I$[ onpeacinin KIIMHUYCCKU noaxoasAIue BHUAbI
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KOMOMHHUPOBAHHON Tepanuy, B KoTopbix aHTH-CD19-ADC BBOAST B KOMOMHALIMHU 1O MEHBIIEH

MEpPE C OAHUM BTOPUYHBIM ar€HTOM.

CD22

CD22 npencrasnsier co0oil TpaHCMeMOpaHHBIN cranornukonporenH | Tuna maccoit 135
k/la u3 cynepcemeiictea nMMmyHorno0yamHoB (Ig). Dxcnpeccust CD22 cnermuyna 1ist B-xnerok
U peryiupyercs B IPOLECCEe Pa3BUTHUSA TaK, YTO JKCIPECCUs] OrpaHUueHa B mpo-B- u mpe-B-
kiaerkax (Dorner & Goldenberg, 2007, Ther Clin Risk Manag 3:954-59). I1o mepe co3peBanus B-
KJIETOK 3KCIpecCHsl MOBbIAaeTcs, u gokanusauus CD22 caBuraercs Ha KJIETOUHYIO TOBEPXHOCTh
(Dorner & Goldenberg, 2007). CD22 cunbpHO 3KcIripeccupyercss Ha QONIHKYISIpHbIX B-kieTkax,
B-knerkax MaHTMIHOM M MapruHajJbHON 30HBI, HO Cab0 MPUCYTCTBYET B 3apOJbIlIeBbIX B-
kierkax (Dorner & Goldenberg, 2007). CD22 npeznctasisier co00it HHTHOMPYIOLIHT KOPELETTOP,
KOTOPBII MOHMXKAOIIE MOAYJIUPYET Nepeaady curuana B-knerounsm perenropom (BCR) nmyrem
YCTAHOBKH IOpOra Nnepefadyy CUrHasia, KOTOpbId MpeloTBpallaeT Ype3MEPHYI0 CTUMYJIILNIO B-
kierok (Nitschke, 2005, Curr Opin Immunol 17:290-97).

Anrturena k CD22, Takue xax snpaty3ymad (hLL2), npuMeHsun 1uist ieueHus: pa3IndHbIX
PaKOBBIX ONYyXOJeH M ayTOMMMYHHbIX 3a00JieBaHUI, BKIFOYas, HO HE OIPAaHUYHMBASCH HMMH,
octpsiit iumpodaactHeii neiiko3 (Hoelzer et al., 2013, Curr Opin Oncol 25:701-6), xpoHudeckuit
mumdonmTapHbi efiko3 (Macromatis & Cheson, 2004, Blood Rev 18:137-48), HEXOMKKHUHCKYIO
mumdomy (Leonard et al., 2004, Clin Cancer Res 10:5327-34; Dorner & Goldenberg, 2007),
domnukynspuyro gumdomy (Illidge & Morchhauser, 2011, Best Pract Res Clin Haematol 24:279-
93), nuddysnyro B-kpynHokierounyro aumbomy (Micallef et al., 2011, Blood 118:4053-61),
mumpomy U3 KieTok MaHTuiHOHN 30HBI (Sharkey et al., 2012, Mol Cancer Ther 11:224-34),
CHCTEMHYIO KpacHyro BojuaHKy (Dorner & Goldenberg, 2007; Strand et al., 2013, Rheumatology
Nov. 22, 2013 Epub ahead of print; Wallace & Goldenberg, 2013, Lupus 22:400-5; Wallace et al.,
2013, Rheumatology 52:1313-22; Wallace et al., 2014, Ann Rheum Dis 73:183-90) u nepBu4HbIi
cuanpom Illerpena (Steinfeld et al., 2006, Arthritis Res Ther 8:R129; Dorner & Goldenberg,
2007). B nacrosimmee Bpems pooaat 11 a3y kInHUUECKOro HCcaeIoBaHus IpaTy3ymada nmpu
CHCTEMHOH KpacHO Boryanke (cm., Hanpumep, Clinical Trials.gov, «Study of Epratuzumab versus
Placebo in Subjects with Moderate to Severe General Systemic Lupus Erythematosus (EMBODY
1)” (MccnenoBanue smpaty3ymada B CpaBHEHUH ¢ Tuianedo y cyOBeKTOB C OOIIel CHCTeMHOMH
KPAaCHOW BOJUYAHKOW CO CTENEeHbI0 TDKECTH OT yMmepeHHOH no tsokenoit (EMBODY 1)).
IMockonbky CD22 perymupyeT (YHKUUM U BBDKHBAEMOCTh B-KJIETOK, OH SIBJISIETCS BaXKHBIM

3BEHOM JJIsI MOZYJISILIUH T'YMOPAJIbHOTO UMMYHUTETA U poiiudepayiv B-kiaeTouHsIx tumMdpom, u



MHIIEHBIO [T TEPANIeBTUYECKIX aHTUTEN TPH pake U ayToMMMyHHOM 3abonesanuu (Dorner &

Goldenberg, 2007).

Buabl TepaneBTHYECKOro NpMMeHeHHUs1 KOHbIOraToB aHTH-CD22-ADC

beuta ompeneneHa >PQPEKTHBHOCTh KOHBIOTATa AHTUTENO-JIEKAPCTBEHHOE CPENCTBO,
cogepxkamiero aHtu-CD22 antureno (antu-CD22-ADC), B nedeHun, Hampumep, paka - CM.,
Hanpumep, W02014/057122 n W0O2016/166307, nnu kak onucano B Kantarjian et al., (2016, New
Eng J Med).

IIponosmkaroTest MCCIENOBaHUS AJIST JOMOJHUTENBHOTO MOBBILIEHUS 3(PPEKTHBHOCTH,
MEPEHOCUMOCTU M KJIMHUYECKOW MNPUMEHUMOCTU KOHBIOraTtoB aHTu-CD22-ADC. [lns sToro
aBTOPbl ~ HACTOALIEr0  HM300pETEHHs]  ONpENeNId  KIMHUYECKH  MOAXOMAINNE  BUABI
KOMOMHHPOBAHHOW Tepanuu, B KOTOpbIX aHTU-CD22-ADC BBOAST B KOMOMHALIMHU MO MEHBIIEH

MEPE C OAHUM BTOPHUYIHBIM ar¢HTOM.

KPATKOE OIINCAHUME U30BPETEHUA

ABTOpBI HACTOSILIIETO U300PETEHNSI TAKXKE ONPEeIIIIIH, YTO BBeneHne komouHauuu ADC
Y BTOPUYHOTO areHTa MHANBHUAYYMY, KOTOPOro JHOO sednny, ubo sedat antu-CD20 arenTom,
NPUBOANT K CHHEPT€THYECKOMY TOBBIIEHHIO 3P EKTUBHOCTH JICUESHHUSL.

B nekortoprix cnydasx ADC BBoasT B koMOuHaumu ¢ aHTU-CD20 areHTOM B Ka4yecTBe
BTOPUYHOTO areHta. To ecTh npeaycMoTpeHo BBenenue komounauuu [ADC + antu-CD20 arenr)
UHIUBUAYYMY B KOMOHMHAIIHIH.

B nekortopeix ciydasx ADC Boasit B komOnHaumu ¢ aHTu-CD20 areHToM B Ka4yecTBe
TPETUYHOTO areHTa B JIOMOJHHUTEIbHOH KOMOWHAIIMM C BTOPHUYHBIM areHTOM, OMHUCAHHBIM B
HACTOSIIIIEM JOKYMeHTe (TaKUM KaKk MHTHOWUTOp THpo3uHKHHA3bl bpytoHa (BTKi), aHTaronuct
PD1, anraronuct PD-L1, aronuct GITR, aronuct OX40, anraronnct CTLA-4, pnynapabun wiu
TapaOuH, TUIIOMETUIMPYIOLIHI areHT WK areHT, nosbimaromuii sxcnpeccuto HER2). To ectp
npenycMoTpeno BBeaeHue komOuHanuu [ADC + Bropuusbiéi areHT + aHTH-CD20 areHT|
UHIUBUAYYMY B KOMOHMHALHH.

COOTBETCTBEHHO, COTJIACHO TMEPBOMY AaCIEKTy HACTOSILIEro H300pEeTEeHUs] MpPEeIIOKeH
croco0 BeIOOpa MHAMBHUAYYMA, MOAXOSINEro A edeHus: komOuHammern ADC u BTOpHYHOTO
areHTa, B KOTOPOM HHIMBUAYyYMa BbIOMpAIOT i JieueHus: komOuHarmedn ADC u BTopuaHOrO
areHTa, yKa3aHHbIM HMHAWBHUIYYM paHee moyiydan jedeHuemnn jedar aHTu-CD20 arenrom.
WHpuBuayyM MOXXeT ObITh BBIOpPAaH Ul JICUEHUS, €CITH YKA3aHHbIH WHIAWBUAYYM HE TOANAETCS

JICUEHUIO WM JOTOJIHUTEIbHOMY JiedeHHto aHTu-CD20 arentom.



B coorBercTBHM C IpYyrMM aCHEKTOM HACTOSIEr0 HM300peTeHHs MPEANIOKEH CIocod
JeUeHUsT HAPYIICHUs Y WHAMBHIyyMa, INPH 3TOM VKAa3aHHBIH CHOCOO BKIKOYAaET BHIOOP
UHIUBUAYYMA, TOAXOALIETO Uil JIEUEHUs], CIOCOOOM B COOTBETCTBUU C TEPBBIM ACHEKTOM, a
3aTeM BBEIEHHE YKa3aHHOMY MHAUBUAYYMY 3(]dexTuBHOro xomuuecrsa komoOunanmun ADC u
BTOPHYHOTO areHTa. YKa3aHHbIN crocod JieUueHHs] MOXKET AOMOJNHHUTEIBHO BKJIIOYATh BBEACHUE

antn-CD20 arenTa B komOuHaumu ¢ komOuHaimeit ADC u BTOpHYHOTO areHTa.

ABTOpBI HACTOSIILEro HM300peTeHHs ONpeneauyu, 4Tto BBeneHue komOuHaruu ADC,
BTOPUYHOIO areHta u HeoOs3atenbHO aHTU-CD20 areHTa MHAUBUAYYMY 0OecCreunBaeT
HEOXXKMJJAaHHbIE KIIMHIYECKUE MPENMYIIECTBA.

B cooTBeTcTBMM C IPYyrMM acHeKTOM HACTOSIEr0 HM300peTeHHs MPEJIOKEH Crocod
JI€YCHUs] HAPYLICHUS Yy WHIUBUIYYMa, NPHU STOM YKa3aHHbIH CIOCOO BKJIIOYAET BBEICHUE
YKa3aHHOMY WHIUBUAYYMY dddextuBHoro koamyecta ADC, BTOPHYHOrO areHra u
HeoOsi3aTenbHO aHTH-CD20 arenra. MHamBuayym MokeT ObITh BbIOpAaH Ul JIEYCHUS B
COOTBETCTBHH CO CIIOCOOOM COTJIACHO MEPBOMY ACIIEKTY.

Hapymenue mosker mpeactasisiTb coOoi mponudepaTuBHoe 3a0oNieBaHHE, HANIPUMED,
pak, TaKOW KaK HEXOMKKMHCKas JuMdpoma, BkIo4as Auddy3Hyr B-KpynHOKIETOUHYIO
mmpomy (JABKKII), pommukynspayro mumbpomy (PJI), mumdpomy U3 KI€TOK MAHTHITHOM 30HBI
(JIKM3), xpornueckyro aumparudeckyro aumpomy (XJIJI) u B-kiaerounyro numdomy u3 KIeTok
mMapruHanbHol 30HbI (BKJIM3), u jeiiko3bl, Takue Kak BOJOCATOKJIeTO4HbIN Jeiiko3 (BKJI),
BapUAHT BoJiocaTokJeToyHoro Jyeriko3a (BKJI-B) u octpeiii mumdobnactabiii sefiko3 (OJ1JI),
TAKOM KakK TOJOXHUTENbHbIH 1O (umanensduiickoit xpomocome OJUJI (Ph+OJIJI) wmm
OTpHLATENbHBIN N0 Punaaensduiickoi xpomocome OJIJI (Ph-OJLI).

ADC wmoxert nipencrasisth codoit antu-CD19-ADC, Takoit kak ADCX19, onucanHbI B
HACTOSIIIEM JTOKYMEHTE.

ADC wmoxert nipencrasiste codoit antu-CD22-ADC, Takoit kak ADCX22, onucaHHbIH B
HACTOSIIIEM JTOKYMEHTE.

BTopuuHbIil areHT MOXeT TPEINCTaBIsATh COOON MHTHOMTOP THUPO3MHKHHA3BI bpyToHa
(BTKi), anrtaronuct PDI1, anraronuct PD-L1, aronuct GITR, aronuct OX40, aHTaroHUCT
CTLA-4, ¢nynapabun wumu uutapaOuH, THMOMETUJIUPYIOIIMA AreHT, areHT, MOBBIAIIUH
skcnpeccnto HER2, mnn antu-CD20 areHT.

IIpomudeparuBHoe  3a0oneBaHHEe  MOXKET  XapaKTEPH30BATBCS  MPUCYTCTBHEM

HOBOOOpasoBaHms1, copepxamero kak CD19+, tak m CD19- xnerku. IlpomudepatnBHOE
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3a005IeBaHIE MOXKET XapaKTepU30BATHCS MPHCYTCTBUEM HOBOOOPA30BAHUS, COAEPIKAINErO Kak
CD22+, tak u CD22- xyieTku.

IIpomudeparuBHoe  3a0oneBaHHE  MOXKET  XapaKTEPH30BATBCS  MPUCYTCTBHEM
HOBOOOpazoBaHwus1, cocrosiero u3 CD19- HeomnmacTuyecknx KIETOK, MPH 3TOM HeoOs3aTeIbHO
ykaszaHHble CD19- HeomnacTuueckue KieTku accouuupoBanbl ¢ CD19+ HeomnacTHUeCKUMU WU
HEeHeoIlacTHdecknMu kietkamu. IIponudeparuBHoe 3a0oneBaHHEe MOKET XapaKTEPHU30BATHCS
MPUCYTCTBHEM HOBOOOpa3oBaHus, cocrosimero u3 CD22- HeoracTH4ecKuxX KJIETOK, MPH 3TOM
HeoOs3aTenbHO ykazaHHble (CD22- HeomacTudeckue KJIETKH accouuupoBanbl ¢ CD22+
HEOIJIACTUUECKUMHU WJIM HEHEOIJIACTHUECKUMHU KJIETKAMU.

NHauBuIyyM MOXKET IPEACTaBIATh COOOH uenoBeka. Y MHAWBHUAYYMA MOXET ObITh pak
WIN Yy HETO MOJKET OBbITh OmpeziesieH pak. Y UHAUBUAYYMA MOKET ObITh UJIM Y HErO MOXET OBbITh
onpeneneH CD19+ pak unu CD19+ onyxoneaccounnpoBaHHbIE HEOMTyXOJIEBbIE KJIETKH, TAKHE KaK
CD19+ undunsrpupyromue B-kiaetku. YV uHAMBHIYyMa MOKET ObITh HJIM Y HETO MOKET OBITh
onpexneneH CD22+ pak uimu CD22+ onyxoJieacCOLUUPOBAHHbIE HEOITyXOJIEBbIE KJIETKU, TAKHUE KaK
CD22+ undunsrpupyromue B-kiaerku.

Pak-muieHp uiam pakoBble KIETKU-MUIIEHH MOTYT IPENCTAaBIsITh COOOI BCIO MJIM YacThb
COJIUITHOM OIyXOJIH.

B mHacrosimmem OmMucaHWM TEPMHUH «COJUIHAs OIYXOJIb» BKJOYAET COJHIHBIE
reMaToJOrMYeCKHe PAKOBBIE OINMyXOJIM, Takue Kak Jumdombl (muMpoma XOMKKHHA WU
HEXOIUKKUHCKast iMpoma), KoTopeie Ooiee moapoOHO pacCMOTPEHBI B HACTOSIIIIEM ONUCAHHH.

Hanpumep, conmumHas OmyXxojb MOXKET NPEACTaBJISATh COOOH OMyXOJib € BBICOKHMMHU
YPOBHAMH WHQPUIBTPUPYIOLHMX T-KJIETOK, TaKMX KaK WHQUIBTPUPYIOIIHE peryisaTopHbie T-
knetku (Treg, Ménétrier-Caux, C., et al., Targ Oncol (2012) 7:15-28; Arce Vargas et al., 2017,
Immunity 46, 1-10; Tanaka, A, et al.,, Cell Res. 2017 Jan;27(1):109-118). CoOTBETCTBEHHO,
COJIIHAST OMyXOJIb MOXKET MPEACTaBIATh COOOH pak MOMKETYAOYHOH JKeJe3bl, paK MOJIOYHOH
JKeJIe3bl, PaK TOJCTOH W TPSIMOW KHWIIKH, PaK SKeIyJKa W MUINEBONA, JIEHKO3 W Jumpomy,
MEJIAHOMY, HEMEJIKOKJIETOUHBIH pakK JIETKOro, pak SUYHUKOB, IEUEHOUHO-KJIETOUHYIO KapLUHOMY,
MOYEYHO-KJIETOYHYIO KapLUHOMY U PaK rOJIOBbI U LIEH.

B omucannbix cnocobax ADC MOXHO BBOIUTH 0 BTOPUYHOTO areHTa, OTHOBPEMEHHO C
BTOPHUYHBIM areHTOM WM nocje BTopuuHoro areHta. ADC 1 BTOpUYHBIN areHT MOXXHO BBOJUTH
no antu-CD20 arenra, onHoBpeMeHHO ¢ aHTU-CD20 arentom wnm mocie antu-CD20 arenra.
OnmcanHbple crmocoObl  MOTYT BKJIKOYATh BBEACHWE HMHOUBUAYYMY JONOJHUTEIBHOTO

XUMHUOTEPANEBTUICCKOI'O arc¢HTa.



B cooTBeTcTBUY C OHUM U3 aCMEKTOB HACTOSAIIETO N300peTeHus npeanoxker antu-CD20
areHT WM KOMITO3ULMs, copepskamas aHTu-CD20 areHT, Ui IpUMEHEeHHsI B Crioco0e JIeueHus,
ONMCAHHOM B HACTOSLLEM JOKYMEHTE.

B cootBeTcTBUM C APYTUM aCTIEKTOM HACTOSIIErO H300PETEHNUS MIPENIIOKEHO IPUMEHEHNE
anTu-CD20 areHTa B W3rOTOBJIEHUM JIEKAPCTBEHHOIO CPEACTBA ISl JIEUEHMs] HapyIIEHUs y
UHIUBUAYYMA, TPU 3TOM YyKa3aHHOE JIEUYeHHE BKJIIOYAET CIOCOO JIEYEeHHUs, ONHMCAHHBIA B

HaCTOALIEM JOKYMEHTE.

B cooTBercTBUM € IPYrHMM acmeKTOM HACTOSIIEro M300peTeHHs MpeIoKeHa IepBas
xomnozuuws, coxepxamas ADC, nns mpumMeHeHHss B crnocoOe JIeYeHHs HapyLIeHUs Y
UHIUBUAYYMA, TPU OSTOM YKAa3aHHOE JIeYeHHWE BKJIOYAET BBEIEHUE YKA3aHHOM mepBoi
KOMITO3MLIMK B KOMOWHAILIMM CO BTOPOl KOMIIO3MLMEH, COAeprKalleil BTOPUYHBIA AareHT, |
Heo0s3aTeTbHO B KOMOMHALINY C TPeThel KoMIo3uuuei, copeprxamieit antu-CD20 areHT.

B cooTBeTCTBUU C 3TUM aCMEKTOM TaKKe MPEJIOKeHa NepBasi KOMIO3ULIUSA, COAep Kalias
BTOPUYHBIN areHT, AJIl IPUMEHEHHs B CIIoco0e JIeueHHsl HapyLIeHUs] Y HHANBUAYYMA, IIPU 3TOM
YKa3aHHOE JICYEHHE BKJIIOYAET BBEIEHHE YKA3aHHOW MEepBONW KOMITO3MLMH B KOMOWHAIMU CO
BTOpOH Kommosuuwmei, coxpepxkamein ADC, u HeoOsi3aTeNbHO B KOMOMHALMU C TpeTbeH
Komno3unue, conepsxauieit antu-CD20 areHr.

Hapymenue MoxkeT mpenctaByisaTh coboil mponudepaTHBHOE 3a00JeBaHUE, HATpPUMED,
pak, TakOW KaK HEXOMKKMHCKas JuMdpoma, Bkio4as auddysHyr B-kpynHOKIETOUHYIO
mmpomy (JABKKJI), pommukynspryro sumbpomy (PJI), mumdpomMy U3 KIETOK MAHTHIHON 30HBI
(JIKM3), xpornueckyro umparudeckyro aumpomy (XJIJI) u B-kiaerounyro numdomy U3 KIeTok
mMaprusHajbHOi 30HbI (BKJIM3), u neiiko3bl, Takue Kak BOJOCATOKJIETOUHbIH Jeiiko3 (BKJI),
BapUaHT BoJiocaTokJeToyHoro Jyeriko3a (BKJI-B) u octpeiii mumdobnactasiii sefiko3 (OJ1JI),
TAaKOW Kak TOJNIOKUTENbHBIH 1o (unanenbduiickoit xpomocome OJUJI (Ph+OJIJI) wnu
oTpHLATENbHBIN N0 Punanensduiickoit xpomocome OJIJI (Ph-OJLI).

Pak-MuIeHp WM pakoBbl€ KJIETKU-MUIIEHH MOTYT MPEACTABISTh COOOM BCIO UM 4YacTb
COJINIHOM OIyXOJIH.

B HacTosilueM ONHMCAaHUM TEPMHH «COJIUJIHAS OINYyXOJIb» BKIIFOYAET COJHIHBIC
reMaToJIOTMYECKHE PAKOBBIE OIMyXONH, Takue Kak JumMdombl (muMpoma XOMKKHHA WIH
HEXOIUKKUHCKast ImMpoma), KoTopeie Hosee moapoOHO pacCMOTPEHBI B HACTOSIIIEM OITUCAHHH.

Hanpumep, conmmHas Omyxojb MOXET NPEACTaBIATH COOOH OMyXOJIb € BBICOKHMMHU

YPOBHAMH HHQPUIBTPUPYIOIHUX T-KJIETOK, TaKUX KaK WHQPHIBTPUPYIOIIHE peryisaTopHbie T-
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knetku (Treg, Ménétrier-Caux, C., et al., Targ Oncol (2012) 7:15-28; Arce Vargas et al., 2017,
Immunity 46, 1-10; Tanaka, A, et al.,, Cell Res. 2017 Jan;27(1):109-118). CoOTBETCTBEHHO,
COJIIHAsT OMyXOJIb MOXKET MPEACTABIATh COOOH pak MOMKETYAOYHOH JKee3bl, paKk MOJIOYHOMN
JKENe3bl, PaK TOJICTOH M TMPSMOW KHUIIKH, PaK SKeIyJKa W MUINEBONA, JIEHKO3 u JuMpomy,
MEJIAHOMY, HEMEJIKOKJIETOYHBIH pPaK JIETKOro, PaK AUYHUKOB, IEUEHOUHO-KJIETOUHYIO KapLIUHOMY,
MOYEYHO-KJIETOYHYIO KAPLIUHOMY U PaK rOJIOBbI U LIEH.

ADC wmoxert nipencrasisite codoit antu-CD19-ADC, Takoit kak ADCX19, onucanHbIi B
HACTOSILIEM TOKyMEHTE.

ADC wmoxert nipencrasisite codoit antu-CD22-ADC, Takoit kak ADCX22, onucanHbIH B
HACTOSILIEM TOKyMEHTE.

BTopu4HbIil areHT MOXET MpencTaBisTbh COOOH WHIMOMTOP THPO3MHKHHA3bl bpyToHa
(BTK1i), anrtaronuct PD1, anraronucr PD-L1, aronuct GITR, aronuct OX40, aHTaroHuct
CTLA-4, ¢nynapabun niam umTapaOuH, TUIOMETWIHPYIOLIMHA areHT, areHT, MOBBIIAIINI
skcrpeccuto HER2, nnu antu-CD20 arer.

IMpomudeparuBHoe  3a0oneBaHHEe  MOXKET  XapaKTePU3OBATBCS  MPUCYTCTBHEM
HOBoOOpas3oBanusi, coxepxamero kak CDI19+, tak m CDI19- xnerku. IlpommudeparusHoe
3a00J1eBaHIEe MOXKET XapaKTepH30BaTbCs NMPUCYTCTBHEM HOBOOOPA30BAHMS, COAEPIKAINEro Kak
CD22+, tak u CD22- xyeTku.

IMponugeparuBHoe  3a00J€BaHME  MOXET  XapaKTEPU3OBATHCS  IPUCYTCTBHEM
HOBOOOpasoBaHwusi, coctositero n3 CD19- HeommacTUYeCKUX KJIETOK, MPH 3TOM HeoOs3aTeIbHO
ykaszanHble CD19- HeomacTrueckue kieTku accoruupoBanbl ¢ CD19+ HeomnacTHUeCKUMU WU
HEeHeoIacTHIeckuMu kyeTkamu. [IponudeparnBHoe 3a0oieBaHHE MOXKET XapaKTePHU30BATHCS
NPUCYTCTBHEM HOBOOOpa3oBaHus, cocrosimero u3 CD22- HEOmIacTUYeCKUX KIETOK, PU 3TOM
HeoOsi3aTenbHO ykazaHHble (CD22- HeomacTHdeckne KJIETKH accouuupoBanbl ¢ CD22+
HEOIJIACTUUECKUMHU WJIM HEHEOIIACTHUECKUMHU KJIETKAMU.

WHauBuIyyM MOXKET TPEACTaBIATh COOOH uenoBeka. Y MHAWBUAYYMa MOXET ObITh pak
WIN Yy HETO MOKET OBbITh OmnpezesieH pak. Y UHIAUBUAYYMA MOXKET ObITb MJIH Y HETO MOXET OBbITh
onpeneneH CD19+ pak umu CD 19+ onyxoneaccolnnpoBaHHbIE HEOMTyXOJIEBbIE KJIETKH, TAKUE KaK
CD19+ undunprpupyromue B-knetku. Y WHIUBUAYyMa MOXKET ObITh UM Y HETO MOKET ObITh
onpeneneH CD22+ pak unn CD22+ onyxoneacColnMpOBaHHbBIE HEOMTyXOJIEBbIE KJIETKH, TAKHE KaK
CD22+ uadunsrpupyromue B-kieTku.

ITepBast KOMIO3UIMSI MOJKET OBITH BBEIEHA 10 BTOPOH KOMIIO3MIIUH, OHOBPEMEHHO CO
BTOPOH KOMITO3ULIMEH WM mocie BTopoil komno3uuuu. ADC u BTOPUUHBINA areHT MOTYT OBITh

BBeneHbl 10 aHTU-CD20 arenTa, ogHOBpeMeHHO ¢ aHTH-CD20 arentom winu nocnie anTu-CD20



ArcHTa. Jleyenne MOKET BKJIFOYATb BBCJCHUC UHIAUBUAYYMY JOITIOJIHUTCJIBHOI'O

XUMHUOTEPANECBTUICCKOI'O arc¢HTa.

B cootBeTcTBUM C APYTUM aCIIEKTOM HACTOSIIEr0 H300PETEHNS IPENIIOKEHO IPUMEHEHNE
ADC B U3roTOBI€HUHU JIEKAPCTBEHHOTO CPEACTBA IS JICUSHHsI HAPYIIEHUsS Y HHAUBUAYYMA, TIPU
5TOM YKa3aHHOE JIEKapCTBEHHOE cpencTBo coiepxkutr ADC, u yka3aHHOE JieueHHE BKJIIOYAET
BBEJICHUE JIEKAPCTBEHHOIO CPEACTBAa B KOMOMHAIIMY C KOMIO3HMIMEH, coneprkaieii BTOpUIHbIN
areHT, U HeoOs3aTeNIbHO B KOMOMHAIMH C TPeThel KOMITo3uLueH, conepskameit antu-CD20 areHT.

B cooTBeTcTBUM € 3THM aCNEKTOM TakXKe MPEIOKEHO TPUMEHEHHe BTOPUYHOIO areHTa B
M3TOTOBJIEHUHU JIEKAPCTBEHHOT'O CPENCTBA Ul JICUEHHs] HAPYIIEHUS Y MHAWBUAYYMA, IPU 3TOM
yKa3aHHOE JIEKAPCTBEHHOE CPEACTBO COAEPKUT BTOPUYHBIM areHT, M yKa3aHHOE JIeUeHHe
BKJIIOYAET BBEJCHHE JICKAPCTBEHHOT'O CPEACTBA B KOMOMHALMHM C KOMIIO3UIMEH, comepskalieit
ADC, u HeoOs13aTeIbHO B KOMOMHAIIUH C TPEThel KoMIo3uLuei, conepxkaieii antu-CD20 areHT.

Hapymenne mosker mpeactasisitb coOoi mponudepaTtuBHoe 3a0oyieBaHHe, HANIPUMED,
pak, TakOoW KaKk HEXOMKKMHCKas JuMdpoma, BkIo4as AuGPy3Hyr B-KpynHOKIETOUHYIO
mmpomy (JABKKJI), pommukynspayro mumbpomy (PJI), mumdpomy U3 KIeTOK MAHTHITHOM 30HBI
(JIKM3), xpornueckyro sumparudeckyro aumpomy (XJIJI) u B-kiaerounyro numdomy U3 KIeTok
MapruHajbHOi 30HbI (BKJIM3), u neiiko3bl, Takue Kak BOJOCATOKJIETOuHbIH Jeiiko3 (BKJI),
BapUAHT BoJiocaTokJeToyHoro Jyeriko3da (BKJI-B) u octpeiii mumdobnactabiii snefiko3 (OJ1JI),
TAKOM Kak TOJOXHUTENbHbIH 1O (umanenbduiickoit xpomocome OJUJI (Ph+OJIJI) wnm
OTpHLATENbHBIN N0 Punaaenvduiickoii xpomocome OJIJI (Ph-OJLT).

Pak-MuIeHp WM PakoBbI€ KJIETKU-MUILIEHH MOTYT MPEACTABISTh COOOH BCIO UM 4YacTb
COJIUTHOM OIyXOJIH.

B HacTOsileM ONHMCAaHUM TEPMHH «COJIUJIHAS OIYyXOJb» BKIIFOYAET COJIUIHBIC
reMaToJIOTMYECKHEe PAKOBBIE OIMyXOJH, Takue Kak Jumdombl (muMpoma XOMKKHHA WIH
HEXOIUKKUHCKast ImMpoma), KoTopeie Hoee moapoOHO pacCMOTPEHBI B HACTOSIIIEM OIUCAHHH.

Hanpumep, conmumHas Omyxojb MOXKET NPEACTaBIATh COOOH OMyXOJib € BBICOKHMMHU
YPOBHAMH WHQPUIBTPUPYIOIIHUX T-KJIETOK, TaKMX KaK WHQPHIBTPUPYIOIIHE peryisTopHble T-
knetku (Treg, Ménétrier-Caux, C., et al., Targ Oncol (2012) 7:15-28; Arce Vargas et al., 2017,
Immunity 46, 1-10; Tanaka, A, et al.,, Cell Res. 2017 Jan;27(1):109-118). CoOTBETCTBEHHO,
COJIIHAS OMyXOJIb MOKET MPEACTABIATh COOOH pak MOMKETYAOYHOH JKeNe3bl, paKk MOJIOYHOH

JKENe3bl, PaK TOJCTOH M TMPSMOW KHWIIKH, PaK JKeIyJKa W MUINEBONA, JIEHK03 W JuMpomy,



MEJIAHOMY, HEMEJIKOKJIETOUHBIH paK JIETKOro, pPak SUYHUKOB, IEUEHOUHO-KJIETOUHYIO KapLIUHOMY,
MOYEYHO-KJIETOYHYIO KaPLUHOMY U PaK rOJIOBbI U LIEH.

ADC wmoxert nipencrasisite codoit antu-CD19-ADC, Takoit kak ADCX19, onucanHbIi B
HACTOSILIEM TOKyMEHTE.

ADC wmoxert nipencrasisite codoit antu-CD22-ADC, Takoit kak ADCX22, onucaHHbBIH B
HACTOSLIEM TOKyMEHTE.

BropuuHbIil areHT MOXET NpencTaBisATh COOOH WHIMOMTOP THPO3MHKHHA3bl bpyToHa
(BTKi), anrtaronuct PD1, anraronucr PD-L1, aronuct GITR, aronuct OX40, aHTaroHucT
CTLA-4, ¢nynapabun wumu uutapaOuH, THMOMETUJIUPYIOIIMA AreHT, areHT, MOBBIIAIUI
skcnpeccuro HER2, nnu antu-CD20 areHT.

[IponugeparusHoe  3a0oneBaHMEe  MOXET  XapaKTEePU30BATBHCS  MPUCYTCTBHEM
HOBOOOpaszoBaHus, copepxamero kak CD19+, tak u CD19- xnerku. IlponudepatuBHOe
3a00JIeBaHIEe MOXKET XapaKTepH30BaTbCs MPUCYTCTBHEM HOBOOOPA30BaHMS, COMAEPIKAINEro Kak
CD22+, tak u CD22- xjeTKu.

IMpomudeparuBHoe  3a0oneBaHHe  MOXKET  XapaKTePU3OBATBCS  MPUCYTCTBHEM
HOBOOOpa3oBanus, cocrosimero m3 CD19- HeomnacTH4eckux KJIETOK, IPU 3TOM HEOOsI3aTeIbHO
ykazaHHble CD19- Heormactudeckue kieTku accorunposanbl ¢ CD19+ HeomnacTudeckuMu UK
HEeHeomacTHIeckuMu kietkamu. [IponudepatuBHoe 3a0oneBaHHEe MOXKET XapaKTePHU30BATHCS
NPUCYTCTBHEM HOBOOOpa3oBaHus, cocTosiero u3 CD22- HeommacTHYeCKuX KJIETOK, MPH 3TOM
HeoOs3aTenbHO ykazaHHble (CD22- HeomnacTu4yeckne KJIETKH accouuupoBanbl ¢ CD22+
HEOIJIACTUUECKUMHU WJIM HEHEOTIACTHUECKUMHU KJIETKAMU.

WHauBUIyyM MOXKET TPEACTaBIATh COOOH uenoBeka. Y WHAMBUAYYMa MOXET ObITh pak
WIN Y HETO MOJKET OBbITh OmnpeziesieH pak. Y WHIANBUAYYMA MOXKET ObITb MJIH Y HETO MOXET OBbITh
onpeneneH CD19+ pak umu CD 19+ onyxoneaccolnnpoBaHHbIE HEOMTYyXOJIEBbIE KJIETKH, TAKHUE KaK
CD19+ undunsrpupyromue B-kinetku. Y WHIUBUAYYMa MOXKET ObITh UK Y HETO MOKET ObITh
onpeneneH CD22+ pak unn CD22+ onyxoneacColMUpOBaHHBIC HEOTyXOJIEBbIE KJIETKH, TAKHUE KaK
CD22+ uadunsrpupyromue B-kieTku.

JlexapcTBeHHOE CpPEACTBO MOXHO BBOAMTH JO KOMIIO3UIUM, OJHOBPEMEHHO C
KOMITO3UIIMEH min nociie KoMrno3uin. ADC 1 BTOpHYHBIN areHT MOTYT ObITh BBEJICHBI 1O aHTH-
CD20 arenta, onHoBpemeHHO ¢ aHTH-CD20 arenTom mimm nocie antu-CD20 arenra. Jleuenue

MOXKET BKJIFOYATh BBCACHUC MHAUBUAYYMY JOMOJHUTCIIBHOIO XUMHUOTCPANIEBTUICCKOTO arcHTa.
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B coorBercTBHMHM C APYrMM acmeKTOM HACTOSIIEro H300peTeHus MpemiokeH Habop,
COZAEPIKALLHIA:

MepBOE JIEKAPCTBEHHOE CPeACTBO, coaepskamee ADC;

BTOPOE JIEKAPCTBEHHOE CPEACTBO, COMEprKallee BTOPUIHBIN areHT; U HeoOA3aTeIbHO

(1) TpeThe neKapCTBEHHOE CPENCTBO, copeprkaiiee aHTH-CD20 arent, w/nnmm

(11) TUCTOK-BKJIaAbIII B YIIAKOBKY, COEP KAIINN MHCTPYKIIMH IO BBEIEHHUIO HHANBUAYYMY
NEPBOTO JIEKAPCTBEHHOTO CPENCTBA B KOMOMHALIMK CO BTOPBIM JIEKAPCTBEHHBIM CPEICTBOM U
HeoOs13aTeNbHO TaK)Ke B KOMOMHAIIMM C TPETbUM JIEKAPCTBEHHBIM CPEICTBOM IPU HAJIWYHH, AJIS
JIeUSHUsT HapyIIEHMS.

B cooTBeTcTBHM C 3TUM aCNEKTOM TaKKe MPEAJIOskeH Habop, Coaep KAl JeKapCTBEHHOE
cpeactso, coaepxaiiee ADC, U ITUCTOK-BKJIAJBII B YIAKOBKY, COAEPIKALIUN WHCTPYKLHHU IO
BBEIICHHIO MHINBUIYYMY YKa3aHHOTO JIEKAPCTBEHHOTO CPEACTBA B KOMOMHALIMY C KOMITO3ULIMEH,
cofieprKalleil BTOPUYHBIN areHT, U HeoOs3aTeNIbHO Takke B KoMOuHarmu ¢ aHTu-CD20 areHTom,
IUIS IeYEeHUs] HapYLIEeHHUS.

B cooTBeTcTBHM € 3THM aCEKTOM TaKXKe MPeJIoKeH Ha0op, Conep Kalnii TeKapCTBEHHOE
CPEACTBO, cojeprKalllee BTOPUYHBINH areHT, M JIMCTOK-BKJIAIBII B YIAKOBKY, COJAEpKaIlui
MHCTPYKIHH TI0 BBEIEHHUIO HHANBUYYMY YKa3aHHOTO JIEKAPCTBEHHOI'O CPENICTBA B KOMOMHALIIH
¢ kommnosuumuedt, cogepxameir ADC, u HeoOsi3aTenbHO Takke B KomMOuHaimu ¢ aHtu-CD20
areHTOM, JUIS JICUSHHsI HapyIIEHHSI.

Hapymenne MokeT mpenctaByisaTh coboil mponudepaTHBHOE 3a00jeBaHUE, HATPUMED,
paKk, TaKOoW KaKk HEXOMKKMHCKas JuMdpoma, BkIo4as Auddy3Hyr B-KpynHOKIETOUHYIO
mumpomy (JABKKJI), pommukynsapryro sumbpomy (PJI), mumdpomy U3 KIeTOK MAHTHITHOMN 30HBI
(JIKM3), xpornueckyro umparudeckyro aumpomy (XJIJI) u B-knerounyro numdomy U3 KIeTok
mMapruHanbHOl 30HBI (BKJIM3), u jeiiko3bl, Takue Kak BOJOCATOKJIeTO4HbIN Jeiiko3 (BKJI),
BapUaHT BoJiocaTokJeToyHoro Jyeriko3da (BKJI-B) u octpeiii mumdobnactabriii sefiko3 (OJ1JI),
TAKOM Kak TOJOXHUTENbHbIH 1O (unanensduiickoii xpomocome OJUJI (Ph+OJIJI) wmm
oTpHLATENbHBIN N0 Punanensduiickoit xpomocome OJIJI (Ph-OJLI).

Pak-MuIeHp WM pakoBble KJIETKH-MUILIEHH MOTYT NMPEACTABISTh COOOM BCIO UM 4YacTb
COJIMIHOM OIyXOJIH.

B HacTosilieM ONMCAaHUM TEPMHH «COJIUIHAS OIYyXOJb» BKIIFOYAET COJHIHBIC
reMaToJIOTMYECKHE PAKOBBIE OIyXONH, Takue Kak Jumdombl (muMpoma XOMKKHHA WIH
HEXOIUKKUHCKast IMpoma), KoTopeie Hosee moapoOHO pacCMOTPEHBI B HACTOSIIIEM OITUCAHHH.

Hanpumep, conumHas oOmyxojb MOXET NPEACTaBIATH COOOH OMyXOJb € BBICOKHMMHU
YPOBHAMH HHQPWIBTPUPYIOIHUX T-KJIETOK, TaKUX KaKk WHQPHIBTPUPYIOIIHE peryisaTopHbie T-

knetku (Treg, Ménétrier-Caux, C., et al., Targ Oncol (2012) 7:15-28; Arce Vargas et al., 2017,

11



Immunity 46, 1-10; Tanaka, A, et al.,, Cell Res. 2017 Jan;27(1):109-118). CooTBETCTBEHHO,
COJIIHAST OMyXOJIb MOKET MPEACTABIATh COOOH pak MOMKETYAOYHOH JKee3bl, paKk MOJOYHON
JKEJIe3bl, PAaK TOJCTOH M TNPSMOW KHWIIKH, PaK SKeIyJKa W MUINEBONA, JIEHKO3 W JuMpomy,
MEJIAHOMY, HEMEJIKOKJIETOUHBIH pakK JIETKOro, Pak SUYHUKOB, IEUEHOUHO-KJIETOUHYIO KapLIUHOMY,
MOYEYHO-KJIETOYHYIO KaPLIUHOMY U PaK rOJIOBbI U LIEH.

ADC wmoxert nipencrasisite codoit antu-CD19-ADC, Takoit kak ADCX19, onucanHbIi B
HACTOSILIEM TOKyMEHTE.

ADC wmoxert nipencrasisite codoit antu-CD22-ADC, Takoit kak ADCX22, onucaHHbIH B
HACTOSILIEM TOKyMEHTE.

BTopu4HbIil areHT MOXET MpencTaBisATbh COOOH WHIHMOMTOP THPO3MHKHHA3bl bpyToHa
(BTK1i), anrtaronuct PD1, anraronucr PD-L1, aronuct GITR, aronuct OX40, aHTaroHuct
CTLA-4, ¢nynapabun unmu uutapaOuH, THMOMETUJIMPYIOIIMA AreHT, areHT, MOBBIMIAIUI
skcrpeccuto HER2, niu antu-CD20 areHr.

IMpomudeparuBHoe  3a0oneBaHHe  MOXKET  XapaKTePU30BATBCS  MPUCYTCTBHEM
HOBoOOpa3oBauusi, comepxamero kak CDI19+, tak m CD19- xnerku. IlpommudeparusHoe
3a00JIeBaHIEe MOXKET XapaKTepPH30BaTbCs MPUCYTCTBHEM HOBOOOPA30BAHMS, COMAEPIKAILErO Kak
CD22+, tak u CD22- xjeTKu.

IMpomudeparuBHoe  3a0oyneBaHHE  MOXKET  XapaKTePH30BATBCS  MPUCYTCTBHEM
HOBOOOpasoBaHwusi, coctositero n3 CD19- HeommacTUYeCKUX KJIETOK, MPH 3TOM HeoOs3aTeIbHO
ykaszanHble CD19- HeomacTrueckue kieTku accoruupoBanbl ¢ CD19+ HeomnacTHUeCKUMU WU
HEeHeomacTHIeckuMu kietkamu. [IponudeparnBHoe 3a0oieBaHHE MOXKET XapaKTEPHU30BATHCS
MPUCYTCTBHEM HOBOOOpa3oBaHus, cocTosimero u3 CD22- HeoracTH4ecKuX KJIETOK, MPH 3TOM
HeoOs3aTenbHO ykasaHHble (CD22- HeomyacTHdeckwe KJIETKH accouuupoBanbl ¢ CD22+
HEOIJIACTUUECKUMHU WJIM HEHEOIJIACTHUECKUMHU KJIETKAMU.

WHauBUIyyM MOXKET TPEACTAaBIATh COOOH uenoBeka. Y WHAWBUAYYMA MOXET ObITh pak
WIN Y HETO MOJKET OBbITh OmnpeziesieH pak. Y WHIAWBUAYYMA MOXKET ObITh MJIH Y HETO MOXET OBbITh
onpeneneH CD19+ pak umu CD 19+ onyxoneaccolnnpoBaHHbIE HEOMTyXOJIEBbIE KJIETKH, TAKHUE KaK
CD19+ undunsrpupyromue B-knetku. Y WHIUBUAYyMa MOXKET ObITh UM Y HETO MOKET ObITh
onpeneneH CD22+ pak unn CD22+ onyxoneaccolnupOBaHHbBIEC HEOTYX OJIEBbIE KJIETKH, TAKHE KaK
CD22+ uadunsrpupyromue B-kieTku.

JlexapcTBeHHOE CpPEACTBO MM KOMIO3ULMIO, copepxkainyo ADC, MOXHO BBOAUTH 0
JIEKapCTBEHHOI'O CPEeACTBA WUJIM KOMITO3ULIUH, COZEprKallleil BTOPUYHBINA areHT, OAHOBPEMEHHO C
JIEKapCTBEHHBIM CPEACTBOM MWJIM KOMIIO3ULMEH, cofeprkallell BTOPUYHBIN areHT, WM IocJje
JIEKapCTBEHHOTI'O CPEJICTBA UJIM KOMITO3ULIMH, cofiepskatiel BTopuuHblii areHT. ADC u Bropu4HbIi

areHT MOryT ObITh BBeneHbl 10 aHTU-CD20 areHTa, omHOBpeMeHHO ¢ aHTH-CD20 areHToM mimm
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nociie aHTu-CD20 arenra. JleueHne MoXkeT BKJIIOUATh BBEIEHUE UHUBUAYYMY TOMOJHUTEIBHOTO

XUMHUOTEPANECBTUICCKOI'O arc¢HTa.

B cooTBeTcTBHM € IPYrUM aCIIEKTOM HACTOSIIIETO H300PETEHUS MPEIJIO’KEHa KOMITO3ULIHS,
conepkammasi ADC, BropudHbIil areHT u HeoOs3aTenbHO aHTU-CD20 areHt.

B cooTBercTBUM € 3TUM aCrEKTOM HACTOSIIEro M300pETEeHHsI TaKXKe MPEIIOKEH Crocod
JeUeHNUsT HApYLIEHWs Y HWHAWBUAYYMa, NPH 3TOM YKa3aHHBIM CIOCOO BKIJIIOYAET BBEACHUE
YKa3aHHOMY MHAMBHIAYYMY 3(QPEKTUBHOrO KOIU4ecTBa Kommosuiuy, conepxkameii ADC,
BTOPHUYHBIN areHT U HeobOs3arenbHo aHTU-CD20 areHT.

B coorBercTBUM C STHUM acHmeKTOM HACTOSIIEro M300peTeHHs TakXkKe MpeIosKeHa
xkomno3uuwst, copepkamast ADC, BTopuuHbIi areHT U HeoOsi3atenbHO aHTU-CD20 areHt, s
NPUMEHEHHs B CrIoco0e JICYeHNs] HapyIIeHNs] Y HHAUBUAYYMa.

B cooTBeTCTBMM C OSTHM aCHEKTOM HACTOSIIIEro H300pETeHUs TaKKe MPEeNIOKEHO
NpUMEHEeHHe KoMIo3unuy, copepxaueid ADC, BTOpu4HbIH areHT U Heobs3aTenbHo aHTH-CD20
areHT, B U3rOTOBJICHUU JIEKAPCTBEHHOI'O CPEACTBA ISl JIEUEHUs] HApYLIeHUsl Y UHAUBUIYYMA.

B cootBeTcTBHM € 3TUM aCHEKTOM HACTOSIETO M300PETeHUs TakXKe MPEeAsoKeH Hadop,
COZIEpIKALIMI KOMIO3UIHIO, conepskaiyto ADC, BTOpu4HbIi areHT U HeoOs3aTenbHo aHTH-CD20
areHT, 1 Habop MHCTPYKIHMI MO BBEICHUIO MHANBHIAYYMY JIEKAPCTBEHHOT'O CPENICTBA AJISl JICUSHUS
HapYLICHUSI.

Hapymenune MoxkeT mpenctaByisaTh coboil mponudepaTHBHOE 3a00JeBaHUE, HAapPUMED,
pak, TakOW KaKk HEXOMKKMHCKas JuMdpoma, Bkimo4as AuddysHyr B-kpynHOKIETOUHYIO
mmpomy (JABKKJI), pommukynsapryro tumbomy (PJI), mumdpomy U3 KIeTOK MAHTHIHOMN 30HBI
(JIKM3), xpornueckyro tuMmpatudeckyro aumpomy (XJIJI) u B-kinerounyro numdomy U3 KIeTok
MapruHajbHOi 30HbI (BKJIM3), u neiiko3bl, Takue Kak BOJOCATOKJIETOUHbIH Jieiiko3 (BKJI),
BapUaHT BoJiocaTokJeToyHoro Jyeriko3a (BKJI-B) u octpeiii mumdobnactabiii sefiko3 (OJ1JI),
TAaKOW Kak TOJNIOKUTENbHBIH 1o (unanenbduiickoit xpomocome OJUJI (Ph+OJIJI) wnum
oTpHLATENbHBIH N0 Ppunanensduiickort xpomocome OJLJT (Ph-OJLT).

Pak-MuIeHp WM pakoBble KJIETKU-MULIEHH MOTYT MPEACTABISTh COOOH BCIO UM YacTb
COJINTHOM OIyXOJIH.

B HacToflmeM ONMCAaHUM TEPMHH «COJIUJIHAS OINYyXOJNb» BKIIKOYAET COJHIHBIC
reMaToJIOTMYECKHE PAKOBBIE OIyXONH, Takue Kak JuMdombl (mmMpoma XOMKKHHA WIH

HEXOKKUHCKas TuM(oMa), KOTopble Oosee mogpoOHO PACCMOTPEHBI B HACTOSIIIEM OIMUCAHUU.
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Hanpumep, conmmHas Onmyxojb MOXET NPEACTaBIATH COOOH OMyXOJIb € BBICOKMMH
YPOBHAMH HHQPUIBTPUPYIOIIHUX T-KJIETOK, TaKMX KaKk WHQPHIBTPUPYIOIIHE peryisaTopHbie T-
knetku (Treg, Ménétrier-Caux, C., et al., Targ Oncol (2012) 7:15-28; Arce Vargas et al., 2017,
Immunity 46, 1-10; Tanaka, A, et al.,, Cell Res. 2017 Jan;27(1):109-118). CooTBETCTBEHHO,
COJIIHAST OIyXOJIb MOKET MPEACTaBIATh COOOH pak MOMKETyAOYHOHN JKee3bl, paKk MOJOYHON
JKEJNe3bl, PaK TOJICTOH M TMPSMOW KHWIIKH, PaK SKeIyJKa W MUINEBONA, JIEHK03 u Jumpomy,
MEJIAHOMY, HEMEJIKOKJIETOYHBIH PakK JIETKOro, PaK SUYHUKOB, IEUEHOUHO-KJIETOUHYIO KApLIUHOMY,
MOYEYHO-KJIETOYHYIO KAPLIUHOMY U PaK rOJIOBbI U LIEH.

ADC wmoxert nipencrasisite codoit antu-CD19-ADC, Takoit kak ADCX19, onucanHbIii B
HACTOSILIEM TOKyMEHTE.

ADC wmoxert nipencrasisite codoit antu-CD22-ADC, Takoit kak ADCX22, onucanHbIH B
HACTOSIIEM TOKyMEHTE.

BTopuuHBIil areHT MOXeT MpeACTaBiATh COOOH MHTUOWUTOP THPO3WHKWHA3bI bpyToHa
(BTKi), antaronuct PD1, anrtaronuct PD-L1, aronuct GITR, aronuct OX40, aHTaroHucT
CTLA-4, ¢nynapabun wiau nuTapaOuH, TMIIOMETHJIMPYIOIIMN AareHT, areHT, MOBbIMIAIINN
skcrpeccuto HER2, nnu antu-CD20 areHr.

ITponudeparnBHoe  3a0oneBaHMEe  MOXET  XapakTepU30BaTbCS  IPUCYTCTBHEM
HOBOOOpasoBaHus, coxepxamero kak CD19+, tak u CD19- xiuerku. IlpomudepatuBHOe
3a00yieBaHIEe MOKET XapaKTepU30BAThCS MPHCYTCTBUEM HOBOOOPA30BAHUS, CONEPIKAINEro Kak
CD22+, tak u CD22- xyieTku.

IMponugeparuBHoe  3a00jeBaHME  MOXKET  XapaKTEPU3OBATHCS  MPUCYTCTBHEM
HOBOOOpasoBaHwusi, coctositero nu3 CD19- HeommacTHYeCKUX KJIETOK, MPH 3TOM HeoOs3aTeIbHO
ykaszanHble CD19- HeomnacTuueckue kieTku accoruupoBanbl ¢ CD19+ HeomnacTHUeCKUMU WU
HEeHeOoIUIacTHIeCKuMH KyieTkamu. [IponudeparnBHoe 3a0oneBaHHEe MOXKET XapaKTEPHU30BATHCS
MPUCYTCTBHEM HOBOOOpa3oBaHus, cocTosimero u3 CD22- HeornacTH4ecKuX KJIETOK, MPHU 3TOM
HeoOsi3aTenbHO ykazaHHble (CD22- HeomyacTudeckne KJIETKH accouuupoBanbl ¢ CD22+
HEOIJIACTUUECKUMHU UJIM HEHEOIIAaCTUUECKUMHU KJIETKAMU.

WHauBuIyyM MOXKET TPEACTaBIATh COOOH uenoBeka. Y MHAWBUAYYMa MOXET ObITh pak
WIN Yy HETO MOJKET OBbITh OmnpezesieH pak. Y WHIAUBUAYYMA MOKET ObITb MJIM Y HETO MOXET OBbITh
onpeneneH CD19+ pak unn CD 19+ onyxoneaccolnnpoBaHHbIE HEOTyXOJIEBbIE KJIETKH, TAKUE KaK
CD19+ undunsrpupyromue B-knetku. Y WHIUBUAYyMa MOXKET ObITh MM Y HETO MOKET OBbITh
onpeneneH CD22+ pak unn CD22+ onyxoneacColnpOBaHHbBIE HEOMTyXOJIEBbIE KJIETKH, TAKHUE KaK

CD22+ uadunsrpupyromue B-kieTku.
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ADC u BTOpUYHBII areHT MOTYT OBITh BBeAEHBI 10 aHTU-CD20 areHTa, OTHOBPEMEHHO C
anTu-CD20 arentom wmim mnocie anTu-CD20 areHra. JledeHne MOMKET BKIIOYATh BBEIACHUE

UHAUBUAYYMY AOMOJIHUTEJIbHOTO XUMUOTEPANICBTUICCKOI'O ar¢Hra.

NHOAPOBHOE OITMCAHUME U30BPETEHUA

Konblorarel anturesno-jiekapcreensoe cpeacrso (ADC)

Hacrosimiee n3so0OpereHne OTHOCUTCA K MOBBILIEHNIO 3¢ dexTrnBHOCTH KOMOMHaumit ADC
Y BTOPUYHOT'O areHTa.

ADC MoOxeT AOCTaBJATH JIEKAPCTBEHHOE CPEACTBO B YYAaCTOK-MHILEHb. Y Ka3aHHBIN
YYaCTOK-MHUILIEHb MPEINOYTHTEIBHO MPEACTABIsIET COOOH MOMyNSALUI0 MPOJH(epHpyrOIuX
KJIETOK. AHTHTEJIO TMpPeACTaBIseT COOOW AaHTUTENO Jisl AHTHIeHA, MPUCYTCTBYIOIIErO B
NOMYJSIAKA  TPONU(PEPUPYIOIINX KJIETOK. B COOTBETCTBHUM € OOHMM U3 AacClEKTOB AHTHIEH
OTCYTCTBYET WJIM MPUCYTCTBYET HA MOHWKEHHOM YPOBHE B MOMYJISILMH HEMPOIU(EPUPYIOLIHX
KJIETOK 1O CPaBHEHMIO C KOJIMYECTBOM AaHTUI€HA, MPUCYTCTBYIOIIMM B MOMNYJBILUU
npoTU(EPUPYIOIIHNX KJIETOK, HAPUMED, MOMYJISILUN KIETOK OMyXOJIH.

ADC moxer comepkaTh JIMHKEP, KOTOPBIH MOMKET PACIHICIUISITECS C BBICBOOOKIEHHEM
JIEKAPCTBEHHOTO CPEACTBA B y4acTKe-MUIIEHU. JIeKapCTBEHHOE CPEICTBO MOXKET MPEACTaBIISATh
coboit coenunenue, BbiOpaHHOe U3 RelA, RelB, RelC, RelD umu RelE. Takum obpasowm,
KOHBIOTAT MOKHO MIPUMEHSITh IS CEJIeKTHUBHOM noctaBku coennHennst RelA, RelB, Rel C, RelD
win RelE B yqacTOK-MHILIEHb.

JIuHKEp MOXKET paCHIeTUISTLCS MO AeHCTBHEM (epMeHTa, PUCYTCTBYIOIIETO B y4aCTKe-
MUIIIEHU.

Hacrosimee wu3o0pereHue, B YacCTHOCTH, OTHOCHTCS K JiedeHnto aHTH-CD19-ADC,
ormucanHbiM B W0O2014/057117 1 ONMCaHHBIM B HACTOSIIIIEM JOKYMEHTE.

Hacrosimmee n3o0peteHue Takke, B YaCTHOCTH, OTHOCUTCS K JieueHuro aHTu-CD22-ADC,

ormucanHbiM B W02014/057122 v ONMCaHHBIM B HACTOSIIIIEM JOKYMEHTE.

Konbrorarel antu-CD19-ADC

B nacrosimem onucanuu tepmuH «CD19-ADC» ortnocutcs k ADC, B koTopom
KOMITOHEHT, SIBJSIFOIUICS aHTUTENIOM, MpencTasisier coboii antuteno aHtu-CDI19. Tepmunu
«PBD-ADC» otHocurcst k ADC, B KOTOPOM KOMIIOHEHT, SBJISIOLIMICS JI€KAPCTBEHHBIM

CPEICTBOM, MPeNnCcTaBisieT codoit muppooden3onuazenuuoByo (PBD, I16/]) akTuBHYIO rpyrmmy.

15



Tepmun «anTH-CD19-ADC» otHOcurcs k ADC, B KOTOPOM KOMIIOHEHT, SIBJSIOLIUICS
AQHTHUTEJIOM, TIpeACTaBisieT coboit aHtureno aHTu-CD19, W  KOMIIOHEHT, SIBIISFOLIUICS
JIEKapCTBEHHBIM CPEACTBOM, MpencTasisier codoit PBD-akTusHyro rpymy.

ADC MoskeT BKIoYaTh KoHblorat Gpopmyiisl L - (DY)p, rne D™ umeer popmysy I umm 1I:

rae:
L npencrasnser coboit antuteno (Ab), koTopoe mpeacraisier COOON aHTUTENO, CBSI3bIBAOLIECECS
¢ CDI19;

B cllyyae, KOraa MPUCYTCTBYeT ABOHHas cBasb Mexkay C2° u C3°, R!? ppibpan u3 rpynmbr,
cocTositel u3:
(1a) Cs.10 apuiIbHOH TPYIIbI, HEOOsI3aTENIbHO COIEpsKalledl OOuH WM Oojiee 3aMeCTUTENEH,
BBIOPAHHBIX U3 FPYIIIbI, BKIIOYAOIIEH: rajioreH, HUTPO, UAHO, 3(up, KapOOKCH, CIIOXKHBIH 3¢up,
C1.7 anxmi, Cs.7 rerepounkiui u ouc-okcu-Ci.3 aiKujeH;
(ib) C1.s HaCBIEHHOTO aNINU(paTHYECKOTO AJIKHIIA,
(ic) C3.6 HACBIIIEHHOTO LIUKJIOAJIKHIIIA,

R22

NP
R%

ad) R , rae kaxaeii u3 R?!, R?? u R nesasucumo sriopan us H, C1.3 HACKIIIEHHOTO
ankuna, Co.3 ankenuna, C2-3 aNKMHUIA U LUKJIONPOINKIA, IPUYEM OOLIEe YUCIO aTOMOB YIIeposa

B rpynne R1? cocrasnsier ne Gonee 5;

R25b
*\/L
(le) RZSa

IPU 3TOM YKa3aHHBbIH (PEHWJT HEeoOS3aTeNbHO CONEP’KUT B KAdeCTBE 3aMECTUTENed Tpymmy,

, rie onuH 3 R2%? u R*® mpencrasnser coboit H, a ipyroii Beibpan u3: Gennna,

BBIOPAHHYIO U3 TaJIOreHa, METHJIa, METOKCH, TUPUIWIA;, U THODEeHIIa, U
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.

@if) R™ rme R? BbiGpan u3: H; Ci3 Hacbimennoro ankmna, Ca ankexmna; Cass
AIKMHWIA, [UKJIONPONMIa;, (PeHma, Mpyu 3TOM yKa3aHHbIH (HeHMT HeoOs3aTebHO COMEPIKHUT B
KAueCcTBE 3aMECTHTENIEN TIPyIy, BHIOPAHHYKO W3 TajloreHa, METWJIA, METOKCH, MUPUAWIIA; H
THo(eHmna;

B Cllydae, KOrja IpUCyTCTBYyeT ofuHapHas cBsa3b Mexxay C2° u C37,

*YR
26b

R

26a

R!? mpencrasnsier coboii rme R y R?® mgesasucumo suidpansl u3 H, F, Ciu

,
HACBINIEHHOTO ajikuna, Cr3 ajJKeHWsia, TPU OTOM AaJKWJbHAS M ANKEHWJIbHAS TPYIIIIbI
HEOOSI3aTENbHO COMEPKAT B KAYECTBE 3aMECTUTENEN TPy, BoIOpaHHyHO U3 Ci4 alKUIaMHUIO U
C1-4 JIKMJIOBOTO CJIOKHOTO ddupa; 1iH, eciu oxuH u3 R u R*® npencrasnser coboit H, npyroit
BBIOpaH U3 HUTpHIIa U Ci.4 AJTKUIIOBOTO CIIOXKHOTO 3Hpa;

R® u R’ neszasucumo Bei6pansl 13 H, R, OH, OR, SH, SR, NH,, NHR, NRR’, uurpo, MesSn u
rajoreHa;

rae R 1 R’ He3aBHCHUMO BRIOpaHbI M3 HEOOsI3aTeNIbHO coeprkarieii 3amectutenu Ci.12 aJKUIbHOM,
C3-20 rerepouuknuiabHOi U Cs.20 apuIIbHOMN TPy,

R’ Beibpan u3 H, R, OH, OR, SH, SR, NH;, NHR, NHRR’, nutpo, Me3Sn u rajorena;

R" mpencrasnsier coboii Cs.12 aKUIEHOBYIO TPYIINY, LEMb KOTOPOH MOXET MPEePhIBATHCS OTHUM
umn Gonee rerepoaromamy, Harmpumep, O, S, NRM (rme R™ npencrasnser coboit H umu Cias
aJIKuT), WWId apOMATHIECKMMHU KOJIbLIAMH, HAPUMeEp, OEH30J10M UM MUPUAUHOM,

Y u Y’ BoiOpansi u3 O, S win NH;

R%, R”7, R? BriGpansl u3 Tex xe rpym, uto u R®, R7 u R’ coorsercTBeHHO;

[@opmyna l]

R npencrasnser coboii MMHKEp A1 CBA3M ¢ aHTHTENOM (Ab);

R!!? ppi6pan u3 OH, ORA, roe R* npencrasnster coboii Ci4 anku, u SO,M, rae z pasen 2 unu 3,
u M npexncrasisieT cOOOH OJJHOBAJICHTHBIN (papMaleBTUYECKH MPHEMIIEMbI KaTHOH;

R?° 1 R?! iubo BMecTe 06pa3yroT ABOMHYIO CBA3b MEXY aTOMAMH a30Ta H YIJIEPO/a, C KOTOPHIMU
OHU CBSI3aHbI, TUOO

R? Bpi6pan u3 H u RC, rne R npencrasnser coboii 610kupyromyro rpymmy;

R2! pribpan u3 OH, OR* u SO M;

B CJlyuae, ecjii PUCYTCTBYET NBoiiHas cBs3b Meskay C2 u C3, R? BbIOpaH U3 rpyIibl, COCTOSIEH

us:
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(1a) Cs.10 apuIbHOHN TPYIIIbI, HEOOSI3aTENIBHO CONIEpsKalledl OauH Wiu OoJjiee 3aMeCTUTEINeH,
BBIOPAHHBIX U3 IPYIIIbI, BKIIOYAOIIEH: rajloreH, HUTPO, IUaHo, 3pup, KapOOKCH, CIIOXKHBIH 3¢(up,
C1.7 anxmn, Cs.7 rerepounkiini u Ouc-okcu-Ci.3 aIKuieH;

(ib) C1.s HaCBIEHHOTO aNnU(paTHYECKOTO AJKHIIA,

(1c) C3.6 HACBIIEHHOTO LIUKJIOAJIKIIA,

R12

13

. 11 o
(id) R , te kaxaeiii u3 R, R1? u R nesasucumo suiopan u3 H, Ci-3 HACHILIEHHOTO

ankuna, C.3 ankenmna, Cz.3 alKUHWIA U HUKJIONPONMIIA, IPUYEeM o0IIee YUCIIO aTOMOB yIiIepoaa

B rpynne R? cocrasnser ne 6onee 5;

15b
R

Z 15a
. R . o
(ie) , rae omuH u3 R i R'® npencrasnser coboii H, a apyroii Beibpan us:

¢deHnna, mpu 3TOM yKa3aHHBIH (peHMJT HEOOSA3aTeNBPHO CONEPXKUT B KAa4deCTBE 3aMECTHTElNei

IPyIIy, BBIOPAHHYIO U3 rajioreHa, MeTHIa, METOKCH; MUPUANIIA; U THOQEHWIA, 1

§14

(if) R | rme R BuiGpan u3: H; Ci.3 Hackimnennoro ankuna, Cr ankenuna, Cr.3
aNKMHWIA, [UKJIONPONUia; (peHua, TIpU 3TOM YKa3aHHbIA (EHUIT HEOOA3aTENbHO CONEPHKUT B
KA4eCTBE 3aMECTUTEJIEH IpyIiy, BHIOPaHHYIO W3 rajoreHa, METWJA, METOKCH, NUPUAWIA, U
THo(eHmna;

B ClTy4ae, eCJIM MPUCYTCTBYET oguHapHas cBsi3b mexay C2 u C3,

)%/Rma
16b

R? mpencrasnser coboit R , tie R y R’ mesapucumo Buibpanst u3 H, F, Ciu
HACBINICHHOTO aJIKWJIA, C2-3 AJKCHWJIA, TpPU S5TOM aJIKHJIbHAsA U AJIKCHUJIbHAs TIPYIIIIbI
HEOOA3aTENBHO CONEPIKAT B KAYECTBE 3aMECTUTeNIel IPyIIy, BHIOpaHHYO u3 Ci alKMIAMUIO U
C1-4 ATIKHIOBOTO CIOKHOTO 3bupa; uiH, eciu oxuH u3 R u R npencrasnser coboit H, npyroit

BeIOpaH n3 HUTpHIa U Ci4 aJKUIOBOTO CIOKHOTO 3Hpa;

[©opmyna Il]

R?? umeet dpopmyany Ila, popmyny IIIb unu popmyay Illc:
A X

@ A QA la

rae A mpencrasisier co0oii Cs.7 apuiIbHYIO TPyIITy H JIHO0
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(i) Q' npencrapnser coboii onuHapHyro CB3b, 1 Q* BHIOpaH U3 opuHapHO cBs3u U -Z-(CHa)n-,
rae Z BeiOpan u3 onuHapHoi cesizu, O, S u NH, u n pasen ot 1 1o 3; nmubo

(i1) Q' npencrapaser coboit -CH=CH-, u Q? npencrasnser coboii ONUHAPHYIO CBS3b;

[lle]

rac.

R¢! R u R® nesasucumo eibpansl u3 H u He coneprkainero 3amecturenu Ci.o alKuia;

Q aQ llic
(©) ,

rae Q Beibpan u3 O-R™ | S-R™ u NRN-R™'| a RN BriGpan u3 H, metuna u stuna

X BBIOpan w3 rpymmel, Bkmouaromeii: O-RY, S-RM*| CO,-R¥, CO-RY, NH-C(=0)-R'?,

1 '
$—</:\/N—RL2 %—N N—R"2
__/

rpynnsl, Bkmouaromei H u Ci4 ankun,

NHNH-R™', CONHNH-R"? | , NRMR™', re RN BeiGpan u3
R npencrasnser coboii MHEKep A7 CBA3H ¢ aHTHTENIoM (Ab);

R 1 R!"! mu6o BMecTe 06pa3yrOT ABOMHYIO CBA3b MEXLY ATOMAMH a30Ta H YIJIEPO/a, C KOTOPHIMU
OHH CBSI3aHbI, JTNOO

R!° npencrasnsier coboit H, u R peibpan us OH, OR* u SO, M,

R 1R3! mubo BMecTe 06pa3yroT ABOMHYIO CBA3b MEXLY aTOMAMH a30Ta H YIJIEPO/a, C KOTOPHIMU
OHH CBSI3aHbI, INOO

R3° npencrasnster coboii H, u R3! Bei6pan u3 OH, OR* u SO, M;

B HekoTopbIx BapuaHTax peamusanuu L-RM unn L-RY npencrasnser coboii rpynmy:

1

L. 20 *
SOy
O

2

rae 3Be3ZoYKa TOKas3biBaeT TOYKY mnpucoenuHenus k PBD, Ab mpencrasmser coboit
antuteno, L' mnpencraBnser coGoil paciiennsemblii nuHkep, A mOpeicTapiseT coboii
CBA3BIBAIOIIYIO TPyMNy, KoTopas cBssbiBaeT L' ¢ amtutenom, L? mnpencrasnser coboii

KOBaJICHTHYIO CBsi3b min BMecTe ¢ -OC(=0)- oOpa3yer caMOpacUIeTUISIOIUNACS JTHHKED.
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B HEKOTOPBIX M3 3TUX BAPUAHTOB peanusaiuu L cocoben paciuenaTees nox aeiicTerem
bepmMeHTOB.

Panee Obuto mokaszano, uto takue ADC moaxonmaT Ans JeYeHHs PAaKOBBIX OIMyXOJeH,
skcrpeccupyromux CD19 (cm., nanpumep, W02014/057117, monHOe conmep’kaHHE KOTOPOTO
BKJIFOYEHO B HACTOSLIEE OMUCAHUE MOCPEACTBOM CChUIKH).

Tepmun «anTu-CD19-ADC» mMoxer BKIIIOUYaTh JFOOOH BapUaHT pean3aliiy, OIMHCAHHBIN
B W02014/057117. B 4acTHOCTH, B NMpPEANOYTUTENBHBIX BapuaHTax peanuszauuud ADC moxer

UMETh XUMUYECKYIO CTPYKTYPY:

, Tne Ab mpencrasisier coboii antureno k CD19, u
COOTHOLIIeHHE JiekapcTBeHHOro cpencTsa u antutena (DAR) cocrasmisier ot 1 go 8.

AHTHTENO MOXeT comepxarb VH-mOMeH, wuMelIMi [OCieNoBaTeIbHOCTh B
cootBetcTBuM ¢ 000k w3 SEQ ID NO. 1, 2, 3, 4, 5 unu 6, 1 Heo0sA3aTeIbHO TAKKe COAEPIKaTh
VL-10MeH, UMEIOIIHI ITOCJIEN0BATEILHOCTD B COOTBETCTBHH ¢ 1000i n3 SEQ ID NO. 7, 8, 9, 10,
11 vnnm 12.

B cooTBercTBUM C HEKOTOPBIMU acneKkTaMu KOMMOHEHT aHTU-CD19-ADC, sBisromumiicst
AQHTHUTEJIOM, TPeNCTaBJsieT coOol aHTuTeNno, comepxkamee: VH- u VL-momeHsl, umeroniue
nocaenoarenbHOCcTH: SEQ ID NO. 1 1 SEQ ID NO. 7, SEQ ID NO. 2 u SEQ ID NO. 8, SEQ ID
NO. 3 u SEQ ID NO. 9, SEQ ID NO. 4 u SEQ ID NO. 10, SEQ ID NO. 5 u SEQ ID NO. 11 unu
SEQ ID NO. 6 u SEQ ID NO. 12 cooTBETCTBEHHO.

B nmpennouTuTenbHBIX BapUaHTaxX pealus3alii aHTUTeNo coaepkuT VH-nomeH, nmeromuii
nocyenoBaTenbHOcTy B coorBercTBUU ¢ SEQ ID NO. 2. B mpeanodTuTenpHbIX BapHaHTax
peanu3alyy aHTUTENo cofepkUT VL -10MeH, UMeroLuii TOCIeA0BaTeIbHOCTh B COOTBETCTBUM C
SEQ ID NO. 8.

B npennouTuTeNnbHbIX BapHaHTaxX pealu3alliyd aHTuTeno cofepkut VH-nomen u VL-
IOMeH, mpu 3ToM ykasaHHbli VH-momen wumeer mocnenosarenbHocTh SEQ ID NO. 2, u
ykaszaHHblll VL-noMeH umeert nocnenosarensHocts SEQ ID NO. 8.

VH- u VL-1oMeHbI MOTYT CrlapuBaThCst ¢ 00pa30BaHUEM aHTUTCHCBSI3BIBAIOLIETO LIEHTPA
aHTHUTeNa, KOTOopbIil cBs3biBaeT CD19.
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B HekoTOpBIX BapHaHTax peaNu3alfi AaHTUTENO TNPEACTaBIsieT COO0H HWHTAKTHOE
aHTuTeno, coaepxainee VH-nomen u VL-nomen, npu aTom ykazanuble VH- u VL-noMeHbI UMEIOT
nocienoparenbHocTH SEQ ID NO. 2 u SEQ ID NO. 8.

B HekoTOphIX BapHaHTaX peaju3alud AHTHTEJIO TPEACTaBIsIeT COOOH aHTHUTENO,
conepikalee TSLKENYIo 1enb, uMeroiyro nocnenoBateabHocTh SEQ ID NO. 17, u nerkyro uernp,
umeromyto nocnuenosarenpbHocTs SEQ ID NO. 18.

B HekoTOpBIX BapuaHTaX peajn3alid aHTUTENO MPENCTaBIsAeT COOOH MOHOKJIOHAJIBHOE
antuteno IgG1 momHOCTHIO YenoBeYeCKOro mpoucxoxaeHus, npeanoururensHo IgGlk.

B HekOTOpPBIX BapHaHTax peajn3aliy aHTUTEJIO peAcTaBisieT codbol antuteno RB4v1.2,
onucanHoe B W0O2014/057117.

B coorBercTBUM € OIHMM U3 acCHEKTOB AHTHUTEJO MPEACTaBIsieT COOOM aHTHUTENO,
OIMCAHHOE B HACTOSINEM AOKYMEHTe, KOTOpoe ObUI0 MOAMU(PUIMPOBAHO (MM AOMOJIHUTEIBHO
MOAN(ULIMPOBAHO), KaK ONUCAHO HUXe. B HEKOTOpPhIX BapHaHTaxX peaJnu3alud AHTHUTENO
npencTaBisier coO0N r'yMaHU3MPOBAHHBIN, TEMMMYHH3UPOBAHHBIN TN UMEIOLINH M3MEHEHHYIO
MOBEPXHOCTb BAPUAHT aHTHUTEJIA, ONMMCAHHOIO B HACTOALLEM TOKYMEHTE.

Haunbonee npemnoururensubiii anTH-CD19-ADC nnist mpuMeHEHUs B COOTBETCTBHU C

acreKTaMy HaCTosIero n3odperenus npexacrasisier codboit ADCX19, onucaHHbIH HIDKE.

ADCX19

ADCX19 npencrapiasier coOOW  KOHBIOTAT — aHTUTENO-JIEKAPCTBEHHOE  CPEACTBO,
COCTOSIIMNA M3 TyMaHu3upoBaHHOro antutega k CDI19 wuyenoBeka, NPUCOENUHEHHOTO K
npponodensonuazenuHoBoi (PBD) akTuBHOM rpymne yepes paciiernisieMblil JuHKep. MexaHum
nevictBust ADCX19 3aBucut ot cesizpiBanust CD19. CD19-cniennpuyHOe aHTUTENO HANPABIISET
KOHBIOTAT aHTUTENO-JekapcTBeHHOe cpenctBo (ADC) k knetkam, skcrpeccupyromum CD19.
ITocne ceazbBanuss ADC uHTepHANU3yeTCsl U MEPEHOCUTCS B JIN30COMY, 1€ UyBCTBUTENBHBIN K
NpoTease JIMHKEP PaCIlEeIUIeTCs], U BHYTPU KJIETKU-MHLISHH BBICBOOOKAAETCS] CBOOOIHBINH TUMED
PBD. BricBoOoskaenHnsiit fumep PBD HHrHOupyeT TPaAaHCKPHUIILHIO CENEKTUBHBIM B OTHOIIEHUH
NOCJIEIOBATENLHOCTUA 00pa3oM B pesysbTaTe b0 npsimoro nHruouposanus PHK-noanmepassl,
00 WHruOMPOBAHUS B3AaUMOAEHCTBHUS CBS3aHHBIX (pakTOpoB TpaHcKkpuruuu. Jumep PBD
oOpasyer KOBaJICeHTHbIE MEPEKPECTHBIC CBS3H, KOTOPbIE HE NePOPMHPYIOT IBOMHYIO CIHPATb
JHK u xoTopble He pacro3HaroTcs (akTOpamMH 3KCIU3MOHHOW pernapaliy HYKJIEOTHAOB, YTO
obecrieunBaet Oonee nuurenbHbIN 3 dexTuBHbI nepuox (Hartley 2011).

OH uMeeT XUMHUECKYIO CTPYKTYpY:
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Ab npencraBisier coboii  antureno RB4v12 (amtmreno ¢ VH- u  VL-
nociaenosarenpHocTaMu SEQ ID NO. 2 u SEQ ID NO. 8 coorBercTBenH0). Ero cunre3upyior,
kak onucaHo B WO02014/057117 (RB4v1.2-E), u, xax mnpasuno, oH aemoHctpupyer DAR

(coOoTHOILIEHNE IEKApCTBEHHOTO CPEACTBA M aHTUTENA), cocTasisitomee 2 +/- 0,3,

CasizpiBanne CD19

B nactosimem onmcanun «nepsbiii Oenok-muinens» (FTP) moxer npexncraBinsatb coboit
CD19.

B nacrosimem onucanuu TepMuH «cBsizbiBaeT CD19» 03HauaeT, 4To aHTUTENIO CBSI3bIBAET
CD19 ¢ Gonee BbicOKOW ap(HUHHOCTHIO, YeM HecmeUn(UYHbIH MapTHEp, TAKOH Kak OblMUi
ceiBopoTouHblii  anbOymua (BSA, Homep noctyma Genbank CAA76847, Homep Bepcuum
CAA76847.1 GI: 3336842, nata obHoBNeHus 3anucy: 7 siuBapst 2011 r., 02:30 PM). B HekoTOpbIX
BapUaHTax peaju3anuu aHtuteno ces3biBaeT CD19 ¢ koHcTanToM acconmanuu (Ka), koTopast mo
MeHbIneit mepe B2, 3, 4, 5, 10, 20, 50, 100, 200, 500, 1000, 2000, 5000, 10*, 10° umu 10° pa3 sbuue
KOHCTaHTBI aCCOLMALINY YKa3aHHOTO aHtutena aisi BSA, npu m3mepennn B pU3HOIOrHYECKUX
YCIOBHSIX. AHTUTENA COTJIACHO HACTOSIIEMY M300peTeHHI0 MOryT cBsi3biBaTh CD19 ¢ BbICOKOM
apdunHOCTBIO. Hamprmep, B HEKOTOPBIX BapHAHTAX PEATHM3ALMU AHTUTENO MOXKET CBS3bIBATH
CD19 ¢ Kp, pasnoii unu mMenbine npumepro 10° M, Taxoii xak 1 x 10,107, 10%, 10?101, 10-
11012 10-1 umm 10714,

B HexoToprix BapuanTax peanuzanuu nomunentua CD19 coorBercTByeT HOMEpY nocTyna
Genbank NP 001171569, Homep Bepcum NP _001171569.1 GI:296010921, nata oOHOBIEHUS
samucu: 10 centsops 2012 r., 12:43 AM. B onHOM W3 BapuUaHTOB peaM3alid HYKJICUHOBAsS
Kuciora, komupyroomas mnoiunentany CD19, coorBercTByeT HOMepy pmoctyma Genbank
NM 001178098, nomep Bepcurt NM_001178098.1 G1:296010920, nata o6HOBNEHHs 3amucu: 10
ceatsiops 2012 r, 12:43 AM. B HekoTOopbIX BapuaHTax peanuzauuu nojmnentan CDI9

COOTBETCTBYeT HOMepy aoctyna Uniprot/Swiss-Prot P15391.
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Konbrorarel antu-CD22-ADC

B mnacrosmem omnucanun tepMuH «CD22-ADC» otHocutcss k ADC, B kotopom
KOMITOHEHT, SIBJISTFOIIMICS aHTHUTENIOM, mpeactasisier coboit antu-CD22 antureno. TepmuH
«PBD-ADC» otHocurcss k ADC, B KOTOPOM KOMIIOHEHT, SIBJSIFOLIMICS JIEKAPCTBEHHBIM
CpeAcTBOM, mpexacTaBisier coboil nupponobensonuazennHoByto (PBD) axktuBHyro rpymnmy.
Tepmun «antu-CD22-ADC» otHOcurcss k ADC, B KOTOPOM KOMIIOHEHT, SIBJSIOLIUINCS
AHTHUTEJIOM, TIpencTaBisier coboit aHTH-CD22 aHTUTENO, W KOMIIOHEHT, SIBJISTFOLIUICS
JIEKapCTBEHHBIM CPEACTBOM, NpeacTasiser codoit PBD-akTusHyro rpymmy.

ADC moskeT BKIo4aTh KoHblorat Gpopmyiisl L - (DY)p, rne D™ umeer popmysy I umm 1I:

rae:
L npencrapnsier coboii antuteno (Ab), koTopoe npencrassieT COO0I aHTUTENO, CBSI3bIBAIOIIEECS
c CD22;

B CIlydae, ecjld MPUCYTCTBYeT ABoliHas cBs3b Mexkay C2° u C3°, R'? puibpan us rpynmsl,
cocTositen u3:
(1a) Cs.1o apuIbHOH TPYIIIbI, HEOOsI3aTENbHO CONIEpsKalledl OOuH Wiu OoJjiee 3aMeCTUTENEH,
BBIOPAHHBIX U3 FPYIIIbI, BKIIOYAOIIEH: rajloreH, HUTPO, IUAHO, 3(up, KapOOKCH, CIIOXKHBIH 3¢up,
C1.7 anxmn, Cs.7 rerepounkyini u Ouc-okcu-Ci.3 alKujeH;
(ib) C1.s HaCBIEHHOTO aNNU(paTHYECKOTO AJKHIIA,
(ic) C3.6 HACBIIIEHHOTO IUKJIOAJIKIIIA,

R22

*
R%

21
Gd)y R , e kaxnapii u3 R?!, R* u R* neszasucumo Bbiopan u3 H, Ci.3 HacbIIeHHOrO
ankuna, Cy.3 ankenuna, C2.3 aJIKUHUIA U IIUKJIONPONKIIA, TTPHYEM 0OIIee YUCIIO aTOMOB YTIepoaa

B rpynne R1? cocrasnsier ne Gonee 5;
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R25b
*\/L 253
ie) R

NP 3TOM YKa3aHHBIA (PEHWJT HeoOS3aTeNbHO CONEP)KUT B KAdeCTBE 3aMECTUTENed Tpymmy,

, rie onus 3 R2? u R*® mpencrasnser coboit H, a ipyroii Beibpan u3: Gennna,

BHIOPAHHYIO W3 TaJIOreHa, METHIIA, METOKCH; TMPHUIWIA, U THO(DEHUIA, 1

N,

@if) R™ rme R? BbiGpan u3: H; Ci3 Hacbimennoro ankuna, Ca ankeHmna; Caos
ANKMHWIA, [UKJIONPONMWia, (PeHma, Mpyu 3TOM yKa3aHHbIH (HeHuT HeoOs3aTeIbHO CONEPIKHUT B
KaueCcTBE 3aMECTHTENIEN TIPyIy, BHIOPAHHYIO W3 TraloreHa, METWJIA, METOKCH, MUPUANIIA;, H
THo(eHuna.

B Clly4ae, €Clid MPUCYTCTBYET OuHapHast cBs3b Mexay C2° u C37,

*YR
26b

R

26a

R'? npencrasnser coGoii , tme R¥ y R¥® pesasucumo sbibpansl u3s H, F, Ci
HachIEHHOro ajikuia, Cz.3 anKeHWna, NP O5TOM alKUIbHAs W aJKEHWIbHAas TIPYIIIbI
HEOOSA3aTENbHO CONEPKAT B KAYECTBE 3aMECTUTENIEH TPyMy, BhIOpaHHyto u3 Cl4 aNkuaaMuno u
C1.4 aNKUIOBOTO CIOKHOTO 3dupa; unu, ecau onus u3 R*62 u R2® mpencrasnser coboit H, apyroit
BbIOpaH u3 HUTpiaa u Ci.4 ATKUIIOBOTO CJIOXKHOTO 3pUpa;

R® u R’ nesaBucumo Buibpansl w3 H, R, OH, OR, SH, SR, NH», NHR, NRR’, Hutpo, Me;Sn u
rajoreHa;

rae R u R’ He3aBUCUMO BBIOpaHbI U3 HEOOSI3aTENIbHO conepskaleit 3amecturenu Ci.12 aJKUIbHOM,
Cs.20 rerepouuknmibHON U Cs20 apUIIBHON TPy,

R’ suibpan u3 H, R, OH, OR, SH, SR, NH,, NHR, NHRR’, nutpo, Me;Sn u ranoresa,;

R" mpencrapnsier coboii Cs.12 aNKUIEHOBYIO TPYIINY, HEMb KOTOPOH MOKET MPEPhIBATHCS OJHUM
umu Gonee rerepoaromamy, Harmpumep, O, S, NRN (rme R™ mpencrasnser co6oit H umu Cis
aJIKUI), W/ apOMATHIECKHMHU KOJIbLIAMHE, HATIPUMep, OEH30JI0M M MUPHANHOM,

Y u Y’ BoiOpanst u3 O, S win NH;

R¢, R”, R? Bribpans! u3 Tex xe rpym, uro u R®, R” u R’ coorsercTBeHHO;

[©opmyna l]

R mpencrasnser coboii MMHKEp A1 CBA3M ¢ aHTHTENOM (Ab);

R!'? ppi6pan u3s OH, ORA, roe R* npencrasnster coboii Ci-4 anku, u SO,M, rae z pasen 2 unu 3,
u M npexncrasisier cOOOH OJHOBAJICHTHBIN (papMaleBTUYECKH MTPHEMIIEMbI KaTHOH,;

R?° 1 R?! iubo BMecTe 06pa3yroT ABOIMHYIO CBA3b MEXKIY aTOMAMH a30Ta H YIJIEPO/a, C KOTOPHIMU
OHU CBSI3aHbI, TUOO

R2° pri6pan u3 H u RS, rne RC npencrapnser coboit 6okupyromyo rpymmy;

R2! pribpan u3 OH, OR* u SO M;
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B CJlyuae, ecjli PUCYTCTBYET NBOiHas cBs3b Meskay C2 u C3, R? BbIOpaH U3 rpyIibl, COCTOSIEH
u3:

(1a) Cs.1o apuIbHOHN TPYIIIbI, HEOOSI3aTENBHO CONIEpiKalledl OOuH Wid OoJjiee 3aMeCTUTEINeH,
BBIOPAHHBIX U3 FPYIIIbI, BKIIOYAOIIEH: rajloreH, HUTPO, IUAaHO, 3pup, KapOOKCH, CIIOXKHBIH 3¢(up,
C1.7 anxmn, Cs.7 rerepounkyini u Ouc-okcu-Ci.3 aIKujIeH,

(ib) C1.s HaCBIEHHOTO aNN(paTHUECKOTO AJKHIIA,

(1c) C3.6 HACBIIEHHOTO LIUKJIOAJIKIIA,

12
R

13

. 11 o
(id) R , te kaxaeiii u3 R, R1? u R nesasucumo Buiopan u3 H, Ci-3 HACHILIEHHOTO

ankuna, C.3 ankenmna, Cz.3 aIKUHWIA U HUKJIONPOINIIA, IPUYeM 00IIee YUCIIO aTOMOB yIiiepoaa

B rpynne R? cocrasnser ne 6onee 5;

15b
R

= R!58
(ie) , rie oaun u3 R u R1® npencrasnser coboii H, a npyroit BeiGpan us:

¢deHnna, mpu 3TOM yKa3aHHBIH (peHMJ HEOoOSA3aTeNBHO CONEPXKUT B KAa4deCTBE 3aMECTHTelNei

IPyIIy, BRIOPAHHYIO U3 TajIOTeHa, METHIIA, METOKCH, MUPHIWIA; U THO(GEHUIA; U

_ X 14

@if) R, rme R BuiGpan u3: H; Ci.3 Hachimennoro ankuna, Cr3 ankenuna, Cr.3
aJKMHUIIA, LUKIONpPONnuia; GpeHusa, Ipy 3TOM yKa3aHHbIH (heHUI HeoOsI3aTeIbHO CONEPKUT B
KauecTBE 3aMeCTuTeNlell IpyInmy, BbLIOPAHHYKO M3 rajoreHa, MeTUNa, METOKCH, MHUPUAMNIA, U
THo(eHmna;

B CJTy4ae, €CJIU MPUCYTCTBYET oguHapHas cBsi3b mexay C2 u C3,

16a
’%/R
16b

R? mpencrasnser coboit R , Tie R y R'® mesapucumo Buibpanst u3 H, F, Ciu
HACHIIIEHHOro amkuna, Cr.3 anKeHMNa, NPH 3TOM aNKUIbHAS M ANKEHHJIbHAS TPYIIIBI
HEOOA3aTENBHO CONEPIKAT B KAYECTBE 3aMECTUTeNIeH IPyTIy, BHIOpaHHYO u3 Ci alKMIAMUIO0 U
C1-4 JIKHIOBOTO CIOKHOTO 3bupa; uiH, eciu oxuH u3 R u R npencrasnser coboit H, npyroit
BEIOpaH 3 HUTpUNa U C1.4 ATKHIOBOTO CIOKHOTO 3bupa;

[©opmyna Il]

R?? umeet dpopmyany Ila, popmyny IIIb unu popmyay Illc:

AL 2.X
(a)f“r\d Q2 la
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rae A npencrasisier co0oii Cs.7 apuIbHYIO TPy H JIHO0
(i) Q' npencrapnser coboii onuHapHyo cB3b, 1 Q? BHIOpaH U3 omguHapHO cBs3u U -Z-(CHz)n-,
rae Z BeiOpan u3 onunHapHoi cesizu, O, S u NH, u n pasen ot 1 1o 3; nmubo

(i1) Q' npencrapaser coboit -CH=CH-, u Q? npencrasnsier coboii ONUHAPHYIO CBS3b;

[lle]

rac.

R¢! R u R® nesasucumo Beibpansl 13 H u He coneprkainero 3amecturenu Ci.o alKuia;

Q aQ llic
(9 ,

rae Q soiGpan u3 O-RM | S-RX2 u NRN-R?| a RN sribpan us H, metuna u 5tuna
X BBIOpan w3 rpymmel, Bkmouaromeit: O-RY, S-RM*| CO,-RY, CO-RY, NH-C(=0)-R'?,

Ot PO
/

rpymrbl, BKIodaromed H u Ci4 ankun,

NHNH-R™> CONHNH-R™? , NRNRM'| rie RN BriGpan us
R npencrasnser coboii TMHKEp A1 CBA3M ¢ aHTHTENOM (Ab);

R!° 1 R!"! mu6o BMecTe 06pa3yrOT ABOMHYIO CBA3b MEXLY ATOMAMH a30Ta H YIJIEPO/a, C KOTOPHIMU
OHHM CBSI3aHbI, JTHOO

R!° npencrasnsier coboit H, u R peibpan us OH, OR* u SO,M,

R 1R3! mubo BMecTe 06pa3yroT ABOMHYIO CBA3b MEXY aTOMAMH a30Ta H YIJIEPO/a, C KOTOPHIMU
OHH CBSI3aHbI, INOO

R3° npencrasnster coboii H, u R3! Bei6pan us OH, OR* u SO, M;

B HexoTopbIx BapuanTax peammanun L-R wm L-RMY npencrasnsier coboii rpynmy:

1

\A,L\Lz.O\n/

O

*

2

rae 3Be3ZoYKa TOKasbiBaeT TOYKY mnpucoenuHenus k PBD, Ab mpencraBmser coboit
antuteno, L' mnpencraBnser coGoil paciiennsemblii nuHkep, A mOpeicTaBiseT coboii
CBA3BLIBAIOIIYIO TPy, KoTopas cBssbiBaeT L' ¢ awmtutenom, L? mnpencrasnser coboii
KOBaJICHTHYIO C¢Bsi3b miu BMecTe ¢ -OC(=0)- oOpa3yer caMOpacIeTUISTIOIUNACS JTHHKED.

B HEKOTOPBIX M3 3TUX BAPUAHTOB peanusaiuu L' cocoben paciuenaTees nop aeiicTerem

bepmeHTOB.
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Panee Obuto mokaszano, uto Takue ADC moaxonmaT Ans JeYeHHs PAKOBBIX OIMyXOJei,
skcrpeccupyromux CD22 (cm., nanpumep, W02014/057122, monHOe conmep’kaHHE KOTOPOTO
BKJIFOYEHO B HACTOSIIEE OMUCAHUE MOCPEACTBOM CChUIKH).

Tepmun aatu-CD22-ADC MoxeT BKIFOYATh JIFOOOH BapUAHT peasn3aliuy, ONMCAHHBINA B
WO02014/057122. B gacTHOCTH, B IPEATIOUTUTENBHBIX BapuaHTax peanuszauun ADC moxer
HUMETb XUMUYECKYIO CTPYKTYpY:

OIS0

HN, © (o]
\/\O/\/ \/\Oﬁ

(\o/\/o\/\ /\/O

caney
LT DQ@

, rie Ab mpexacrasisier coboit antureno k CD22.

Komnonent antu-CD22-ADC. npeacrasisiroinnii coboil aHTUTEIO

AHTUTEIO MOXET COAepkKaTb AMHUHOKHCJIOTHYIO 3aMEHY MEXKIENOYeYHOro OCTaTKa
LUCTEHA Ha aMHUHOKHCIIOTY, HE MPEACTABIISIONIYI0 COOOH LIMCTEHH, MPH 3TOM KOHBIOTALUS
KOMIIOHEHTA, MPEICTABJISIFOIIEero cO0O0M JIEKAPCTBEHHOE CPENCTBO, C AHTUTENIOM MPOUCXOINT B
ME3KLIETIOY€UYHOM OCTaTKe LIUCTENHA.

AHTUTENIO TPENNMOYTUTENbHO  comepkuT: (1) TSOKEIyK  [elb, COAEPIKaIIyrO
AMHUHOKHCJIOTHYIO 3aMEHY KaKAOTO U3 MEeXIenouyeyHbix octatkoB nucrenna HC226 u HC229 B
coorBerctBun ¢ EU-uHpekcom, ykazanHbiM y Kabat; (ii) Jerkyro wemb, COAep Kallyro
AMUHOKHCJIOTHYKO 3aMeHy MeXIenodeyHoro ocratka mucrenHa kLC214 wmu ALC213 B
coorBercTBun ¢ EU-unpmekcom, ykazanubiM y Kabat;, u (iil) TSKENyr LeMb, COXPAHSIOUIYIO
He3aMeHeHHbIN Mexienodeunsiil uctendH HC220 B coorserctBun ¢ EU-uHnekcoM, yka3aHHbIM
y Kabat.

IIpennouyTHTENHHO, KOMIIOHEHT, MPEACTABISIOINNA COOOI JIEKAPCTBEHHOE CPENCTBO,
KOHBIOTUPOBAH C HE3aMEHEHHbIM MexienodeunbiM nucrenHom HC220. Kaxngerii w3
MeEXIENnoueuHblx ocTtaTtkoB rucremHa HC226 u HC229 moker ObITh 3aMEHEH Ha BaJUH.
Me:xuenoueunsie octatku nucrenna KLC214 wmu ALC213 mMoryT ObITh 3aMEHEHBI HA CEPUH.

B HekOTOpBIX BapuaHTax peajnu3alyy aHTUTEJIO B KOHBIOraTax, OMUCAHHBIX B HACTOSALLEM
JOKYMEHTE, COIAEPIKUT JIETKYIO LEMb, COAEPKAIYI0 aMUHOKHCIIOTHYIO MOCIeA0BaTeIbHOCTh SEQ
ID NO. 150 unu ee gparmMeHT, B KOTOPOM LHCTEHH B MOJOXKeHHH 105, ecnu MpHCyTCTBYET,

3aMEHEH Ha aMUHOKHCIOTY, KOoTopasi He siBisiercs: uucrenHoMm. Hampumep, SEQ ID NO. 151
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OMUCHIBAET JIETKYIO ILIeTb, COAEp KAl aMMHOKHUCIOTHYIO nocienosarenbHocTs SEQ ID NO.
150, B xOoTOpO¥ LuCTENH B nostoxkeHun 105 3aMeHeH Ha OCTaTOK CEepUHA.

B HexkoTOpbIX BapHaHTax pealu3aliy aHTUTEJO B KOHBIOTATaX, OMMCAHHBIX B HACTOSIIEM
JOKYMEHTE, COJIEPKUT JIETKYIO Liellb, COAEP KAIYI0 aMUHOKHUCIOTHYIO NOCIeN0BaTebHOCTh SEQ
ID NO. 160 unu ee gparmMeHT, B KOTOPOM LHCTEUH B MoJjiokeHHH 102, eciu MpHCYTCTBYET,
3aMEHEH Ha aMUHOKHCIOTY, KOTopas He siBisercs uucrenHoMm. Hampumep, SEQ ID NO. 161
OMUCHIBAET JIETKYIO LIeMb, COAEPIKAIIYD aMMHOKHUCIOTHYIO nocnenosarenbHocTs SEQ ID NO.
160, B xOoTOpOM LUCTEUH B nostoxkeHuu 102 3aMeHeH Ha OCTaTOK CEpUHA.

B HexoTOpBIX BapuaHTax peajnu3alii aHTUTEO CONEPKUT:

(1) TSDKENyIO LeTb, COAeP KAy aMUHOKHCIIOTHYIO 3aMEHY KaKIOr0 U3 MEXKIIETIOYEUHbIX
ocrarko nuctenHa HC226 u HC229 B coorBercTBun ¢ EU-nnnexcom, ykazanueiM y Kabat, npu
3TOM HeoOs13aTeNbHO Kaxkabiii u3 HC226 u HC229 3ameHeH Ha BaJIuH;

(11) nerkyro Lemnb, COAEPKALIYI0 aMHUHOKHUCIOTHYIO 3aMEHY MEXIEINO4YeYHOro OCTaTKa
rctenHa kKLC214 wnu ALC213 B coorBercTBuu ¢ EU-unnekcom, ykazanusim y Kabat, mpu sTom
HeoOs3aTenbHO KLC214 nmm ALC213 3aMeHeH Ha CepuH;

(1i1) TSDKENYIO 1eTb, COXPAHAIOLIYIO He3aMEeHEeHHBIH Meskienodeunsiii pcrenH HC220 B
coorBercTBuM ¢ EU-uHpekcoMm, ykasaHHbiM y Kabat, mpu 3ToM HeoOs3aTeNIbHO KOMIIOHEHT,
NPEACTABJISIFOIUN COOOM JIeKapCTBEHHOE CPEACTBO, KOHBIOTUpOBaH ¢ uctenHoM B HC220. B
STUX BapHaHTaX peaju3alii aHTUTENO TNPEANOYTHTENbHO Takxke conepkuT VH-gomew,
MMEIOIIUN TochaenoBaTelIbHOCTh B cooTBeTcTBUU ¢ SEQ ID NO. 13, u VL-gomeH, uMeroIuii
nocienoBaTenbHOCTh B cooTBercTBUU ¢ SEQ ID NO. 14. Jlerkas nenb MOXeT cOAepKaThb
AMHHOKUCJIOTHYI0 nocienoBareabHOcTh: SEQ ID NO. 150 unu ee ¢pparMeHT, B KOTOPOM LIUCTEUH
B nonokeHuu 105, ecnmu mpuUCYTCTBYeT, 3aMEHEH Ha aMHUHOKHCIJOTY, KOTOpash He SBISIeTCS
ctenHoM (Takyro kak SEQ ID NO. 151); win SEQ ID NO. 160 unu ee pparmeHT, B KOTOpOM
LUCTEeUH B MnojoxkeHuu 102, ecnu NpUCYTCTBYET, 3aMEHEH HAa AaMHUHOKHCIOTY, KOTOpas He
sBIsieTcst nucTenHoM (Takyro kak SEQ ID NO. 161).

AHTUTENIO MOXET COJEepKaThb TSDKENYH Ielb, COAEPXKAIYID aMHUHOKHCIOTHYIO
nocneposarenbHocTs SEQ ID NO. 110, u jerkyro uemnb, COAEpKaLYHd aMHUHOKHCIOTHYIO
nocaenoarenbHOCTh SEQ ID NO. 150 wm SEQ ID NO. 160;

MPU 3TOM KaXXAbIA U3 OCTATKOB IUCTenHa B nojoxeHusx 109 u 112 8 SEQ ID NO: 110
3aMEeHEH Ha aMUHOKHCIIOTY, KOTOpasl He SIBIISIETCS LIUCTEUHOM,

u nipu 3ToM uuctend B nonoxkeHun 105 B SEQ ID NO: 150 wiu nucTerH B MOJOKEHUH
102 8 SEQ ID NO: 160 3ameHeH Ha aMHUHOKHCIOTY, KOTOpasi HE SIBJSIETCS LIUCTEUHOM.
[IpennoyruTenbHO, KOMIIOHEHT, NPEACTABISIOIINNA COOOH  JIGKAPCTBEHHOE  CPEACTBO,

KOHBIOTUPOBaH € LUCTeMHOM B mnosoxkeHuu 103 mocnenosatensHoctd SEQ ID NO.110. B
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HEKOTOPBIX BapUaHTaxX peanu3aluu nuctenH B mosiokeHusix 109 m 112 8 SEQ ID NO: 110
3aMeHeH Ha BanuH, Kak HanpuMmep, B SEQ ID NO: 114. B HekoTOpBIX BapuaHTax peaiu3aluu
nuctenH B noyoxkeHur 105 B SEQ ID NO: 150 unu mucteun B nojioxkeanu 102 B SEQ ID NO:
160 3ameHeH Ha cepuH, kak Harpumep, B SEQ ID NO: 151 u 161.

B cooTBeTcTBUM C HEKOTOPHIMHU aCHEKTaMH SIBJISIFOIIMICS aHTUTEJIOM KOMIIOHEHT aHTH-
CD22-ADC nmpencrasyisier coboii  aHTHTENo, comepxamee. VH-gomeH, umeromui
nocaeaoBaTebHOCTh B coorBeTcTBUU ¢ SEQ ID NO. 13.

AHTUTENI0 MOXET Takxke coaepkarb VL-momeH, uMmeroumuii mocieaoBaTebHOCTh B
cootrBercTBuu ¢ SEQ ID NO. 14.

B nmpennouTuTenbHBIX BApUAHTAX pealu3alii aHTUTENO coaepkuT VH-nomeH, umeromuii
nocaeaoBaTebHOCTL B cooTBerctBUU ¢ SEQ ID NO. 13, u VL-momeH, uMerouIuii
nociaenoBatenbHocTe B coorBerctBuu ¢ SEQ ID NO. 14, Hampumep, B HEKOTOPBIX
NPEANOYTUTENBHBIX BAPUAHTAX PEATU3aLii aHTUTEJIO COAEPIKUT:

TSDKEJIYIO Lelb, IMEIOINYI0 TociennoBaTeabHOCTh B coorBercTBru ¢ SEQ ID NO. 114;

JIETKYIO Lelb, IMEIOINYI0 TociiennoBaTeabHOCTh B cooTBercTeur ¢ SEQ ID NO. 151;

VH-nomeHn, nmeronuii mocienoBaTebHOCTh B cooTBeTcTBHH ¢ SEQ ID NO. 13; 1

VL-nomeH, umeromuii mocienoBaTeabHoCTh B coorBeTcTBUH ¢ SEQ ID NO. 14.

[IpennouyTHTEPHO, KOMIIOHEHT, MPEICTABISIOMNN COOOI JIeKapCTBEHHOE CPENCTBO,
KOHBIOTUPOBAH € UCTEMHOM B rnosioskeHnu 103 mocnenosarensHocTH SEQ ID NO.114.

B HeKOTOpBIX BapuaHTAX peajn3aldd aHTUTENIO MPENCTaBIsIEeT COOOH MOHOKJIOHAJIBHOE
antuteno IgG1 moNHOCTHIO YeIOBEYECKOro MPOUCXOXAeHUs, mpeanoututesbHo [gGlk.

B HekoTOphIX BapuaHTAX peaTU3aLUd AHTHTENIO TPEACTABIIeT COOOW aHTHTENO
smpary3ymad, ormucannoe B W02014/057122.

B HexkoTOpbIX BapHaHTax peanu3alMd aHTUTENO COAEPIKUT TSKENYIO Lelb, UMEIOIIYIO
nocienoBaTenbHocTe B coorBercTBUM ¢ SEQ ID NO. 15, u nerkyroo Lenb, HMEIOLIYIO
nocienoBaTeapbHOCTh B cooTBeTcTBUU ¢ SEQ ID NO. 16. IlpennouTuTenbHO, KOMIIOHEHT,
NPEACTABISIFOIUN COOOH JIEKaPCTBEHHOE CPENICTBO, KOHBIOTMPOBAH C IIUCTEMHOM B TOJOKEHUU
219 nmocnepoBarenbHocTu SEQ ID NO.15.

B coorBercTBMM ¢ ONHMM W3 AaCHEKTOB AHTHTEJO MPEACTABIsieT COOOM aHTHUTENO,
OMHCAHHOE B HACTOSIIEM AOKYMEHTE, KOTOpoe ObUI0 MOAM(DHUIMPOBAHO (MM NOMOJHUTEIBHO
MOAU(HUIMPOBAHO), KaK OINUCAHO HWXKE. B HEKOTOpPhIX BapHAHTaX peaJn3alUud AHTHTENIO
npeacTaBisieT coO0l r'yMaHHU3UPOBAHHBIN, 1€UMMYHU3UPOBAHHBIN WJIM UMEIOLIUI N3MEHEHHYIO
MOBEPXHOCTh BAPUAHT aHTHUTEJA, ONMCAHHOTIO B HACTOSLLEM JIOKYMEHTE.

Haubonee mpenmouturensabiii anTH-CD22-ADC 1y mpuMeHEHHsI B COOTBETCTBUHU C

ACTIeKTaMH HACTOSIIIero u3o0pereHus npencrasisier codooit ADCX22, onucaHHbINH HUXKE.
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ADCX22

ADCX22 nmpencraBnsier coOOW KOHBIOTAT — AHTUTENO-JIEKAPCTBEHHOE  CPEACTBO,
cocrosliuii U3  aHturena denoBeka k CD22  dyenoBeka, MPUCOEAMHEHHOIO K
nupponodensonnaszenuHoBoit (PBD) akTuBHO rpymnme yepes paciiernisieMblil JuHKep. MexaHu3m
neiicreust ADCX22 3aBucut ot cesizpiBanust CD22. CD22-cniennpuyHOe aHTHTENO HANPABIISIET
KOHBIOTAT aHTUTeNO-JIekapcTBeHHOe cpenctBo (ADC) k kierkam, skcrpeccupyromum CD22.
ITocne cesasbBanust ADC uHTepHANU3yeTCsl U IEPEHOCUTCS B JIN30COMY, /1€ UyBCTBUTENBHBIN K
npoTease JUHKEP PaCIleIuIAeTCs], 1 BHYTPU KJIETKU-MHILIEHH BBICBOOOKAAETCS] CBOOOIHBIN TUMeEp
PBD. BricBoOoxaenHbIi fumep PBD HHruOupyet TPaHCKPHUIILHIO CENEKTUBHBIM B OTHOIIEHUH
NIOCJIEIOBATEILHOCTH 00pa3oM B pesysbTaTe b0 npsimoro uHruouposanuss PHK-nomimepassl,
b0 MHruOMpOBaHUS B3aMMOMAEHUCTBHS CBSI3aHHBIX (akTopoB TpaHckpunuuu. dumep PBD
o0pa3yeT KOBaJEHTHbIC MEPEKPECTHbIE CBSI3U, KOTOpble HE NeOPMHUPYIOT JBOWHYIO CIHPAJIb
JIHK 1 xotopele He pacro3HaKTCs (aKTOpPaMH 3KCIM3UOHHOW pernapanuy HyKJI€OTHAOB, YTO
obecneunBaet Oonee anurenbHbIl 3¢ dexTusHbli nepuon (Hartley 2011).

OH nMeeT XUMHYECKYIO CTPYKTYpY:
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Ab mpencraBnsier coboii antuteno EMab(C220. DTO aHTUTENO CONEPKUT TSDKENYIO IIelb,
UMEIOIIYIO nocienoBarenbHocTh B cooTBeTcTBUU ¢ SEQ ID NO. 15, 1 nerkyro Lemns, UMEIOLIYIo
nocienoBaTenbHocTy B cooTBeTcTBUU ¢ SEQ ID NO. 16. Css3biBaHHE C JI€KapCTBEHHBIM
CPEACTBOM MPOHUCXOAMT IO MexkIenouedHomy nucrenny Cys220 (aymepanus EU) Tspkenoi nenu.
HC220 cootsercTByet nonoxenuto 219 nocnenosarensroctu SEQ ID NO.15.

Cnenyer OTMETHTb, YTO TEPMUH «HUMEIOLIUN IOCJIEN0OBATENIbHOCTEY HMEET TO Ke
3HaU€HHE, YTO U TEPMHUH «COJEpKalluil MOCIeNOBAaTeNbHOCTbY, B YACTHOCTH, B HEKOTOPBIX
BapHaHTax peanusauuu Tsokenas nenb ADCx22 skcrpeccrpoBaHa C AOMOJIHUTEIbHBIM KOHLIEBBIM
ocratkoM «K» (Takum obpasom, 3akanumBasch ... SPGK), npu 3ToM ykasanHblii koHLIEBOH K
HEOOsI3aTeNbHO YAAJSIOT MOCTTPAHCISILMOHHO Uil YJIYYIIEHHs] TOMOT€HHOCTH KOHEYHOTO
TepanepTuueckoro npoaykra ADC.

30



CesspiBanne CD22

B nacrosimem onucannm «nepsbiii Oenok-mumeHsy (FTP) moxker npencraBnsaTe coOoi
CD22.

B nacrosmem onucanuu TepMuH «cBsizbiBaeT CD22» 03HauaeT, 4TO aHTUTENIO CBSI3bIBAET
CD22 ¢ Gonee BbicOKOW ap(PUHHOCTBIO, YeM HeCTeUU(UUHBbIN MapTHEpP, TAKOH Kak OblMui
ceiBopoTounblii  anmbOymuH (BSA, HOomep noctyma Genbank CAA76847, Homep Bepcum
CAA76847.1 GI: 3336842, nata ooHOBNEeHM 3anucu: 7 ssuBapst 2011 r., 02:30 PM). B HexkoTOpbIX
BapUAHTaxX peaju3anuu aHtureno cessbiaeT CD22 ¢ koHcTanTOM accormannu (Ka), koTopas mo
MeHbIneii mepe B2, 3, 4, 5, 10, 20, 50, 100, 200, 500, 1000, 2000, 5000, 10%, 10° umu 10° pa3 Bbuue
KOHCTaHTBI aCCOLMALIMU YKa3aHHOro aHtutena aiasi BSA, npu usmepennu B pU3HOIOrHIeCKUx
YCJIOBUSIX. AHTHTENA COTIACHO HACTOSIIEMY M300peTeHHI0 MoryT cBsi3biBaTh CD22 ¢ BBICOKOI
apdunHOCTHIO. Hanpumep, B HEKOTOPHIX BapuaHTaX PeajM3allMd aHTUTENO MOXET CBS3bIBATh
CD22 ¢ Kp, pasHoii unu Menbline npumepHo 10 M, takoii kak 1 x 10, 107, 108,107,101, 10
11012, 10-1 unm 10714,

B HekoTophIx BapuaHTax peanmusanpu nogunentun CD22 cooTBETCTBYET HOMEPY AOCTYIIA
Genbank BAB15489, nomep Bepcunt BAB15489.1 GI:10439338, nata oOHoBienus 3amucu: 11
centsiOpss 2006 r., 11:24 PM. B ogHOM W3 BapuUaHTOB peajM3allMy HYKJICHMHOBAs KHCIIOTA,
xonupytommas nomunentuny CD22, coorBercTByeT HOMepy aoctyna Genbank AK026467, Homep

Bapuanta AK026467.1 GI:10439337, nara oOHoBeHwus 3amucu: 11 centsiopst 2006 r., 11:24 PM.

BTropuuHblie areHTbI

Henapusist pa3paboTka areHTOB, KOTOPbIE YCHJIMBAIOT MPOTUBOOMYXOJIEBbII HIMMYHHUTET,
oOyciaBiuBaeT OBICTPOE M3MEHEHHUE JICUEHUs ITUPOKOrO CIIEKTPa PAKOBBIX omyxoiyeil. OgHako
3TO JieueHue He siBisieTcss 3(Q(EeKTUBHBIM NPU BCEX BUAAX PaKa, OTBETHI 3a4acCTy ObIBAIOT
HETIPOJOJUKUTENIbHBIMU, U Y MHOTHX MAIIMEHTOB JIEYEHHE OKa3bIBAeT CNAOBIN MONIe3HbINH 3P heKT
WK He OKas3biBaeT mosiesHoro s¢dekra. B obnactu oHkonornu npeodagaeT mpeanoioKeHue,
YTO TOJBKO KOMOMHAIIMM UMMYHOTEPAITUH C IPYTMMU BapUAHTAMH JICUEHUS] B KOHEUHOM HTOTE
CMOTYT U3JIeYMBaTh MALIMEHTOB, CTPAJAIOLINX PAKOM.

ADC xopolo nepeHOCUTCS U aKTUBEH BO BCEM CIIEKTPE BUJOB paka, U, BEPOSITHO, CTAHET
OJHIUM M3 KOMITOHEHTOB KOMOWHHPOBAaHHOH Tepamnuy, YBEJIMYUBAIOIIEH YaCTOTy OTBETOB U
NPONOJDKUTEPHOCTh OTBETA Ha JieueHHe. Llenb HacTosimero u300peTeHHs 3aKJII0YaeTcs B
xoMOuHNpoBaHud ADC ¢ BTOPHUHBIM areHTOM.

BTopu4HBI areHT, ONMUCAHHBIM B HACTOSIIEM JOKYMEHTE, MOJKET MPEICTABISTh COOOH

ummyHooHkojiorndeckoe (MO) nexapcTBeHHOE CPEICTBO.
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HNmmynoonkonornueckne (MO) nekapcTBeHHbIE CPEACTBA, TUII IPOTUBOPAKOBON TEPAITHU
C OTMOpPOH Ha TOMOIb IMMYHHOH CHCTEMBI OpraHnu3Ma B O0pbOe ¢ pakoM, MPOAEMOHCTPHPOBAIN
YBEJIMYEHHYIO MPOAOJDKUTEIBPHOCTh MPOTHBOOMYXO0NEBOro oreera. CyINECTBYIOT pas3iMuYHBIC
tunel MO, BKIIOUasi, HO He OrpaHuuYMBasicb UMM, UHruOutTopel PD1, wmaruburopsr PD-L1,
uarnouropel CLTL4, aronuctsl GITR u aronncts OX40. M3-3a 3HaUUTEIBHOM AOIM MALIUEHTOB,
KOTOPBIX HE YAAETCs U3JIEUNTh ITyTEM UMMYHOTEPAIMH OJJHIM areHTOM U Y KOTOPBIX B KOHEYHOM
UTOT€  TPOUCXOMUT  PEeLUIMB, HEOOXOOUMBI  BHUABI  KOMOWHHUPOBAHHOTO  JIEYEHUS
anvrepHaTuBHbIME MO nexkapCcTBEHHBIMH CPEACTBAMH HJIM JAPYTUMH  TEPaNeBTHYECKUMU
cpencrBamu (cMm. KS Peggs et al.2009, Clinical and Experimental Immunology, 157: 9-19
[doi:10.1111/5.1365-2249.2009.03912.x]; DM Pardoll 2012 [do1:10.1038/nrc3239]).

Nmmynorennas rudens xierok (MI'K) mpencrapnsier coboit ocobyro dopmy rudenn
KJIETOK, KOTOpasi CTHMYJHPYeT HMMMYHHBII OTBET HAa AHTUIeHbl MOTHOIINX KJIETOK
(BBICBOOOYKIaeMble MOTHOAIOUIMMH KJIETKAMH), M CYMTAETCS OIHUM M3 JIY4YIIUX CIOCOOOB
MHIYKLIUH aJanTUBHOIO MMMYHHOT'O OTBETa M MOBBIMIEHUS 3()()EeKTHBHOCTH MPOTHBOPAKOBOTO
JedeHus. 3a4acTyi0 3TOT mpouecc cyOonmTumaneH u Tpedyer pa3padoTKH KOMOMHATOPHBIX
CTpaTeruii, MO3BOJSIFOIIMX BOCCTAHOBUTH IIOJIHYKD HMMYHOI€HHOCTh THO€IM KJIETOK s
TeparneBTHuecKux 1eneil. CylecTByeT HeCKOJIbKO MPOTUBOOINYXOJIEBBIX ar€HTOB, KOTOPbIE MOTYT
uaayuuposath MIK, Takux kak pasiuuHble AaHTPALMKINHBL (BKJIIOYAs JOKCOPYOHIIMH,
SMUPYOUIIMH M HMOAPYOWIMH), aJKWJIHPYIOI[HE areHThl (BKJIOYAs OKCAIUIUIATHH U
kiodochamMun), MHrHOUTOP Tomom3oMepasbl Il MHTOKCAHTPOH W HMHTHOUTOP MPOTEacoM
oopte3omuo.

Konbroratel aHTUTENO-TEKAPCTBEHHOE CPEACTBO, B TOM uncie ¢ PBD akTuBHOI rpynmnou,
MOT'YT OCOOCHHO MOIXOAUTH B KAYECTBE MAPTHEPOB JIJIsl KOMOMHUPOBAHMSL, IIOCKOJIbKY OHH OoJiee
HATpaBJIEHbl MO CPABHEHUIO C TPAJAMLUOHHOW XHMHOTEpamued M, KaK OXHOAeTcs, OyayT
obecrieunBaTh OOJIbIIEE MPEACTABICHHE AHTUI€HA WHQWIBTPUPYIOIIUM KIIETKaM, Kak ObLIO
nokasaHo 1151 ADC Ha OCHOBE aypuUCTaTHHA.

CootrBercTBeHHO, komOuHHpoBaHue KoHBIOTaTOB ADC ¢ MO obecrneunBaeT ABOIHBIE
nosie3nble d3PdexTr: ¢ onHoi cTopoHsl, ADC Oyner HEMmOCPEOCTBEHHO YHHUYTOXKATH OIyXOJIb,
SKCIIPECCUPYIOIYI0  MHIIEHb, 9YTO OOECHEeYMBAET HEMEUICHHYI0 IPOTHUBOOIYXOJEBYIO
aKTUBHOCTb, & C JPYrOil CTOPOHBL, WMMYHOT€HHas T'HOenb KIeTok, uHayuupyemas ADC-
OMOCPENIOBAHHBIM YHUUTOKEHHEM KIIETOK, MOXET CrocoOCTBOBaTh Oojiee CHIIBHOMY U Ooiee
NPOIOJKUTEIPHOMY aJalTHBHOMY HMMYHHOMY OTBETY I10 CpaBHEHHUIO ¢ TeM, eciii MO BBOIAT B
BHUJI€ OJTHOTO areHTa.

BTopu4HBIl areHT MOXKET MPEACTABISTH COOOIH:
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(b)
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(d)
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(h)

(1)
G

uHrnourop TuposunkuHassl bpyrona (BTKi), takoii kak nbpyrunud (MmOpysuka),
axanadbpytuant/ACP-196, ONO/GS-4059, cneOpyTnHn0/AVL-292/CC-292,
HM71224 (nocentunu®) umu BGB-3111 (3anyOpyTunuo);

anraronuct PDI1, Takoit kak memOponmsymad, HuBoiymad, MEDIO680, PDROO1
(cmaprammzymab), kampenuzymad, AUNP12, mumunmsymad, nemuminmad (REGN-
2810), AMP-224, BGB-A317 (tucnenusymabd) niu BGB-108;

anraronuct PD-L1, Takoii kak atezonuzymad (Teuentpuk),BMS-936559/MDX-1105,
aypsanymad/MEDI4736 nm MSB0010718C (aBenymad);

aronuct GITR (rmoxokoprukonn-unnyuupoanHoro TNFR-poacreenHoro Oenka),
takoit kak MEDI1873, TRX518, GWN323, MK-1248, MK-4166, BMS-986156 nnu
INCAGN1876;

aronuct 0X40, Takoit kak MEDIOS62, MEDI6383, MOXRO0916, RG7888,
0X40mAb24, INCAGN1949, GSK3174998 unu PF-04518600;

antaronuct CTLA-4, takoil kak unmimmymad (ToproBoe HasBanue EpBoil) wim
TpemenumMyMad (mepBoHavajbHO paspaboraHublii Pfizer, B Hacrtosee Bpewms
Medimmune),

¢nynapabun nmm nurapabuH,;

THIOMETHIIMPYIOIIUH areHT, TAKOH KaK aHAJIOTH IUTHMHA, HAIPUMeED, S-a3alUTHANH
(azaumTuanH) U S-a3a-2’-Ne30KCULUTUANH (IeuTabuH);

areHTt, nosbimaro iyl sxkcnpeccuro HER2, Takoii kak reMiuTaOuH U TAMOKCU(EH;, UITH
antu-CD20 areHT, Takoi Kak puTykcuMad, oOnHy Ty3ymMad, uOpUTyMOMad TUYKCETaH,

To3uTyMOMa0, opaTrymymad, okapary3zymad, okpenusymad u BeaTy3ymao.

Kasxaplit U3 3THUX KJI1aCCOB BTOPUYHOTO areHTta Oosiee moapoOHO OMUCaH HUXKE.

Haruburopst BTK

BTK mnpencraBiser co0OH HEpeLENTOPHYK) THUPO3MHKHHA3y, HEOOXOAUMYIO ISt

pazsurus, audepeHIUpPOBKH U nepenaun cursana B-nmumdonnros. Cesi3biBaHUe aHTUTEHA C B-

KJIeTouHbIM penentopoM antureHa (BCR) 3amyckaer nepenady curaajia, 4To B KOHEYHOM HTOTE

npuBoauT K aktuBauuu B-knerok. [locne BoBneuenus u aktuBaunu BCR Ha mimazmartuueckoi

membpane BTK dochopmmpyer PLCG2 B HeCcKOIbKHMX caiTax, BO30y:KHash HUCXONSIIUN

(downstream) myTh mnepegadyud CHUTHajIa MyTEM MOOWIM3AIMU KajJbIMs, C TOCIEAyIOIeH

akTuBauuel ujeHoB cemeiictBa mnpotenHkuHazbl C (PKC). ®ochopunmuposanne PLCG2

OCYILIECTBIISIETCSI B TECHOM B3aMMOJIEHCTBHM C aJaNTOPHBIM OEJIKOM - JIMHKEPHBbIM OenkoM B-
knetok BLNK [Yang et al., Proc. Natl. Acad. Sci. U.S.A. 94:604-609(1997); Rodriguez et al., J.
Biol. Chem. 276:47982-47992(2001)].
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BTK BricTynaeT B kauecTBe 11aT¢hOpMBl 17151 O0BEIUHEHHS IIMPOKOTO KPyra CUTHAIBHBIX
OenKOB M BOBJIEYEHA B NyTH NEPEAayvN CUTHAJA pelenTopaMi HUTOKUHOB. OHA MIpaeT BaXKHYIO
poirb B (YHKUMOHMPOBAHMH HMMMYHHBIX KJIETOK BPOXKIEHHOTO, a TakXKe aJanTHBHOIO
UMMYyHHTETa B KaudecTBe KommoHeHTa mnyTu Toll-momoOHeix penentopo (TLR). TLR-nyTe
BBICTYIIAET B KAUECTBE MEPBUYHOM CHUCTEMbl HAOIONEHMs Ul JETEKTUPOBAHUS MATOT€HOB U
UMEeT KPUTHYECKOE 3HAaueHHUe Ui akTHBaLUWHU 3amuThl Xo3siuHa [Horwood et al. J. Immunol.
176:3635-3641(20006)].

Hpyroi xmoueBoi poapto BTK sBnsercs perymsauusa aktuBauuu TLRY B B-knerkax
cene3eHku. B pamkax TLR-nytu BTK unnyuupyer pocdopunuposanne tuposuna TIRAP, uro
npusoaut k pacnaay TIRAP.

BTK Taxke urpaer KpUTHYECKYIO POJIb B PETyJSIUU TPAHCKPHUIILUU, MOCKOJIBKY OHA
BOBJICYEHA B MyThb nepenauu curnana, cesasbiBaromiuii TLR8 u TLRY. B pe3ynbTaTe akTUBHOCTD
BTK unpyuupyer aktuBHocTb NF-kanmna-B, KOTOpBIN camM BOBJI€YEH B PETYJISLUIO 3KCIIPECCUU
coreH reHoB. [pyrue Tpanckpuniuonnsie mutnean BTK Bxirouator ARID3A, NFAT u GTF2I,
BTK HeoOxomuma mnsi obpasoBanust (pyHkunoHanbHbIX JIHK-CBSI3BIBAIOIINX KOMILIEKCOB
ARID3A; B To Bpems kak BpemeHHoe BTK-dochopumupoBanne GTF2I obycnasiamuBaer
TPAHCJIOKALUIO B IAPO AJIS CBA3BIBAHUSI PETYJISITOPHBIX SHXaHCEPHBIX 3JIEMEHTOB JJIs1 MO JILIUH
skcnpeccun reHoB [Rajaiya, Mol. Cell. Biol. 26:4758-4768(2006)].

BTK wurpaer ABOIHYIO pOJib B PETYJISILUHU allONTO3A.

Tepmun «unruburop BTK» o3Havaer m00oe XUMHYECKOE COEIUHEHHE HIIH
OMOJNIOTHYECKYIO MOJIeKysly, Koropass uHrubupyer aktuBHoctb BTK. Hampumep, areHTsi,
KOTOpbIe persITCTBYIOT KuHa3HOoH akTuBHOCTH BTK ¢ IC50 ot 0,001 MxM no npumepHo 2 MKM.

Wurubupyromas aktuBHOCTh B oTHOmeHNH BTK-(pepmenTa moxer ObITh M3MEpEeHa Ha
OCHOBE MPOTOKOJIA, TPEAOCTABIEHHOrO mpousBoauTeneM, ¢ npumeHeHuem Btk (Invitrogen
Corporation) u Habopa Z'-LYTE™ Kinase Assay Kit-Tyrl peptide (Invitrogen Corporation),
cozepskaliero cienyomue peareHTsl: nentun Tyr-1, pocponentun Thy-1, Sx kuHa3HeIl Oydep,
AT®, nposiBnsirormii peareHT B, Oydep 1i1st mposiBIeHNS U CTOM-PEareHT. S MKJI/JIyHKa pacTBopa
uaruouropa BTK passomsr numeruncynsdokcunom (JAMCO) wmu IMCO, u 10 mMxi/nyHKa
pactBopa cMmecu cyOcrpar/gepMeHT BHOCAT B 90-JTYHOUHBIM AHAJIWTUYECKUN IUIAHINET, U
npoBoAsT peakuuto B TeueHne 20 munyT npu 30°C. PactBop cmecu cyOcTpat/gepMeHT TOTOBST
nyTeM pasBeneHus: kuHasHbIM Oydepom (DL-gutuorpenron (DTT, 2,7 MM) u 1,33 % KuHa3HBIA
Oydep)) ¢ monydeHHeM KOHEYHOUW KOHIeHTpanwu mentuna Tyr-1, cocrapnstomeidi 4 MM, u
koHeuHoH koHueHTpaimu BTK, cocraBmsromedd 5 HM. 3arem no0aBisroT S5 MKI/JIyHKa
aneHosuHTpupochara (ATD, xkoHeUHass KOHUEHTpauuss = 36 MKM) U MPOBOIAT PEAKIHIO B

teueHne 1 uaca mpu 30°C. Ilo 3aBepmeHun peakuuu n00aBISIFOT 10 MK TPOSIBISIOLIETO
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pacTBopa, MOJYYEHHOTO MyTE€M pas3BeneHus MNposBisAwolmero peareita B B 128 pas ¢
UCTIONIb30BaHuEM Oydepa it MPOSIBJICHHSI, ¥ IPOBOJIST peakLuio B TeueHue eme 1 gaca mpu 30°C.
3areM (pepMEHTATUBHYIO PEAKIIUIO OCTAHABIMBAIOT MyTeM fo0aBieHueM 10 MKII CTOM-pacTBopa.
WnrencuBHocTh (ayopecueHunu npu 445 HM u 520 HM B KaXIOW JyHKE H3MEPSIOT C
HCTIOJIb30BAHUEM IJIAHIIET-puAepa st m3Mmepenus guryopecuenunu Fusion Universal Microplate
Analyzer (PerkinElmer Inc.). IlpouenT docdoprnupoBanusi onpenensoT ¢ HCIOJIb30BaHHEM
COOTHOILIEHUsI H3ydeHus npu 445 HM (uU3aydeHHe KymapuHa) M u3iaydeHus npu 520 HM
(m3nydenue (ayopeclerHa) B COOTBETCTBUU C MPOTOKOJIOM, IPEIOCTABICHHBIM BMECTE C
HaboOpoOM.

IIpouent wunrubuposanus (%) wunruburopom BTK wmoxer ObITh paccumran ¢
HCTIOJIb30BAHUEM CJIEAYIOLIErO YPABHEHMSI.
npoueHt naruouposanus (%) pocpopumuposanus =1 - {(AC - AX)/(AC - AB)} x 100
AX : % dochopunuposanus npu nodasienun naruoutopa BTK
AB : % dochopunuposanus 6e3 nodasnenust ATD (xonocrast mpoda)

AC : % docdopunuposanust npu nodasneHnu Tojabk0 JIMCO (kOHTPOJIB)

3nauenne 50% wunruOuposanus (3Hauenue 1CS50) mnsa maruburopa BTK moxer ObiTh
OIIPeAeIeHO U3 KPUBOH MHIMOMPOBAaHMS HA OCHOBE % MHrMOMPOBaHMS B KAXJOH KOHLIEHTPALUH
unrudouropa BTK.

BTKi-uaruburop ubpytunud (MmOpyBuka) mpencrasiseT coOOW HU3KOMOJEKYJSIPHOE
JIEKapCTBEHHOE CPEICTBO, KOTOPOE KOBAJIEHTHO CBSI3bIBAETCS ¢ TUPO3MHKMHA30H bpyTona (BTK)
U KOTOpOE MPUMEHSIJIH JJIsl JIeUeHHsI B-KJIeTOUHBIX PaKOBBIX OIMYXOJeH, TAKUX Kak Jumpoma u3
KJIETOK MAHTHWHOW 30HBbI, XPOHUYECKHHA JUM(OLHUTAPHBINA JIEHKO3 U MaKpOrJIo0yIMHEMHs
Banbnencrpema, popMa HEXOKKHHCKOH JTUM(OMBI.

CywecTBylOT JaHHbIE O TOM, 4YTO HOPYTUHHUO YMEHbIIAET XEMOTAKCUC KIIETOK
xpoHudeckoro jumponuraproro neikosa (XJIJI) k xemokmnam CXCL12 u CXCL13, u
UHTHOUPYET KIETOUHYIO aare3ur0 mocje crtumylisinuu B B-kierounom penenrope (BCR) (S
Ponader et al. 2011, doi:10.1182/blood-2011-10-386417. PMID 22180443.). B nomnonHeHue K
3TOMy, HOPYTHHHO TOHIKAKOME Monyaupyer skcmpeccrto CD20 myTem HampaBIeHHOTO
Bo3zericTBust Ha ocb CXCR4/SDF1 (Pavlasova 2016, PMID 27480113). B coBOKymHOCTH 3TH
JaHHBIE COTJIACYIOTCS C MEXaHUCTHYECKOH MOJIENBIO, COTJIACHO KOTOPOi HOpYTHHHO OIOKUpyeT
nepenavy curana BCR, uto mpuBomut k amonto3y B-kieTok w/mim Hapymaer MUTPALUI U
are3uI0 KJIETOK K 3aIIUTHOMY MHKPOOKPY KEHHIO OMYXOJIH.

CywecTBylOT HaHHBIE O TOM, YTO B AOKIMHMYECKHX HCCIIEIOBAHUSX C KJIETKAMHU
xpoHudeckoro JuM@orurapaoro Jeikoza (XJIJI) uOpytuHu® cnocoOCTBOBaN amomnTo3y,

UHruOMpoBan mponudepaluio, a TakkKe NpernsTcTBoBail OTBeTy kieTok XJUJI Ha crumyssl
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BBDKHBAEMOCTH, obecreunBaeMble MUKpOOKpyskeHreM (Pavlasova 2016). 3To Takke mpUBOAUT K
cHIkeHuto ypoBHeH Mcll (anTmamonTudeckwii OeOK) B 3JIOKAYECTBEHHBIX B-KiieTkax.
OO6paborka akTuBHUpOBaHHBIX KieToK XJIJI uOpytmHMOOM mnpuBOIMIA K HHTUOMPOBAHHIO
dochopummposanust Tuposnaa BTK, a Takke 3¢dexkTuBHO momaBisiia HIDKEIEKALIHe ITyTH
BBDKMBAHUA, akTUBHUpyeMmble 3Tol kuHaszol, Bkmouas ERK1/2, PI3K u NF-kB. Bonee Toro,
uOpyTHUO nHrnOMposan npoaudepannto knerok XJUI in vitro, 3ppexTHBHO ONOKUPYS CUTHAIBI
BBDKMBAaHMA, oOecreunBaeMble u3BHe, kieTkaM XJIJI W3 MHKPOOKPYKEHHs, BKJIOUas
pactBopumble (akropsr (CD40L, BAFF, 1L-6, IL-4 u TNF-a), BoBneuenne ¢puOpOHEKTHHA U
KOHTAKT CO CTPOMAJIbHBIMH KJIETKaMH.

CootsercTBeHHO, komMOuHHpoBaHue ADC, KOTOpBIH HampaBI€HHO BO3AEHCTBYET Ha
nepsbiii Oenok-mumeHs (FTP), ¢ BTKi sBnsiercs mpeanodTUTeNnbHbIM, MOCKOJbKY, ¢ OZHOMN
croponsl, ADC Oyzner HenocpencTBeHHO YHUYTOXaTh FTP-1onoxurenbHble KIETKH OIMyXOJH, B
TO Bpemsl Kak, ¢ apyroit croponnl, BTKi Oyner B3aumMoneiicTBOBaTh CO 3JI0Ka4eCTBEHHBIMH B-
KJIETKaMH, TPHUBOAS K MHrHOMpOBaHUIO Mposudepaunu pakoBbix kietok. Hapsay ¢ FTP(+)
kietkamu onyxonu FTP-oTpunarenbHble KIETKH OMyXOJIM B HEMOCPENCTBEHHOH ONM30CTH OT
FTP(+) xnerok omyxomu OyOyT NOTEHUMANBHO YHHYTOXKATBCS IO MEXaHU3MY <OdexT
ceunetens» (bystander mechanism) PBD-gumepa, BbICBOOOXKIAaEeMOro MOCTE€ YHUYTOXKEHHUS
FTP(+) knetok. CootBercTBeHHO, ADC Oyner HenocpeaCTBEHHO YHHUYTOXKATh KJIETKH OMyXOJIH.

Bonee Toro, cymecTByrOT npusHaku Toro, uto BTKi ymMeHbIaeT MoaBIKHOCTh KJIETOK
OMYyXOJIM U CKJIOHSIET PEryJIITOPHbIN OajlaHC B 3THX KJIETKaxX OOJyblie B CTOPOHY aromnTos3a.
[Monaratot, uto >TH wW3MeHeHus, uHayuupyembie BTKi, cnemator knerku omyxomm OoJjee
YYBCTBUTEJIbHBIMU K TIPSMOMY H OINOCPEJOBAHHOMY YHHYTOXKEHHUIO JIEKAPCTBEHHBIMU
cpencreamu ADC.

s nemoncTparun Toro, uto ADC neiictyer cunepreruuecku ¢ BTKi, manens muHui
FTP(+) keTok coBMecTHO 00pabaThIBaOT Auana3oHoM koHueHTpauuii kak ADC, tak u BTK1. B
Ka4eCTBE OTPULIATENIbHBIX KOHTPOJIEH 3Ty e MaHeNb JJMHUHN KJIeTOK 00pabaThIBAIOT AUANA30HOM
koHuenTpauuit BTKi wnmn nuanasonom konuentpauuii ADC u Hocurens. Ilocne mHkyOanmu
U3MEPSIIOT JBa MapaMeTpa:; KoIu4ecTBo nosepxuoctHoro FTP (onpenensiemoe myTeM MpoOTOYHON
LIUTOMETPHH) U IUTOTOKCHYHOCTh KOMOMHALMH 71 Vitro (onpenensemyro mytem anaian3os MTS).
Jlns onpeneneHust IUTOTOKCHYHOCTH JKU3HECTIOCOOHOCTD KIJIETOK U3MEPSIIOT IMyTeM T0OaBJICHHUS
MTS B kaxnayro NTyHKY 1 nHKyOarun B TeueHue 4 yacos npu 37°C. [IpoueHT Ku3HECTTOCOOHOCTH
KJIETOK PACCUUTHIBAIOT IO CPAaBHEHHIO C HeoOpabOoTaHHBIM KOHTpoJeM. LIUTOTOKCHYECKyro
CHHEPTUIO PAaCCUYHUTBHIBAIOT IMyTEeM MpeoOpa3oBaHMs NaHHBIX O JKU3HECHOCOOHOCTH KJIETOK B
NOpakeHHYI0 (ppakiuio u pacdyera KOMOMHATOPHOTO MHAEKCA C HUCIMOJIb30BAHUEM IPOrPaMMBbI

anamusa CalcuSyn.
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BTKi, momxopnsimue myisi MPUMEHEHUs] B KaueCTBE BTOPHUYHBIX AreéHTOB B HACTOSIIEM
U300peTEeHNH, BKIFOUAIOT:
(1) 9-(1-axpunonn-3-a3eTuanHNI)-60-aMuHO-7-(4-peHokcup ennn)-7,9-nurunpo-8H-mypun-8-oH,
(2) 6-amuHO-9-{(3R)-1-[(2E)-4-(numeTnnamMuHo)-2-0yTeHOM | -3 -MUPPOTUAUHILI § - 7-(4-
denokcudennn)-7,9-nuruapo-8H-nypun-8-om,
(3) 9-[(1-axpunonn-4-nunepuanHI)METHI |-0-aMuHO-7-(4-beHokcudenmn)-7,9-nurunpo-8H-
IIypUH-8-0H,
(4) 6-amuHO-9-[(3R)-1-(2-OyTHHOMN)-3-MIUppONUANHNI|-7-(4-perokcudernn)-7,9-quruapo-8H-
IIypUH-8-O0H,
(5) 6-amunHO-9-{(35)-1-[(2E)-4-(numeTnnamuno)-2-0yTeHoun| -3 -nuppoauauau } - 7-(4-
benoxkcumernn)-7,9-nuruapo-8H-nypun-8-oH,
(6) 6-amuno-7-[4-(3-xnopdenokcu)pennn]-9-{(3R)-1-[(2E)-4-(numerunamuno)-2-0yreHon|-3-
NUPPOTUINHNIT }-7,9-nuruapo-8H-nypuH-8-0H,
(7) 6-amuHO-9-[1-(2-OyTHHOMN)-3-TIUppOoIMANHNI]-7-(4-penokcupenmn)-7,9-nuruapo-8H-
ypHUH-8-OH U
(8) 6-amuHO-9-{1-[(2E)-4-(numeTnnamMuHo)-2-0yTeHOM | -3 -MUPPOTHIUHNT }-7-(4-
denoxcudpenmn)-7,9-nuruapo-8H-nypun-8-oH.
Ipennouturensubie uHrHONTOPHI BTK 11151 MpMeHeHNs B KaueCTBe BTOPUYHBIX ar€HTOB
B HACTOSIIEM H300pPETEeHUH BKIIIOYAIOT (TIPH 3TOM HOPYTUHUO Hanboee MPearoYTHTENEH):
a) WOpytunut (MmOpyBuka)
i. HOmep CAS = 936563-96-1
(cMm. http://www.cas.org/content/chemical-substances/faqs)
ii. ccouika NCBI Pubchem = 24821094
(cm. https://pubchem.ncbi.nlm .nih.gov/)
iii. cceuika [UPHAR/BPS = 6912
(cm. http://www.guidetopharmacology.org/)
iv.  yHukanbHbIN unentudukatop unrpenuenta (UNID) = 1X700SD4VX
(cm.
http://www .fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientldentifierUNII/default. htm)
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®opmyna I, ubpyrunut:  1-[(3R)-3-[4-amuno-3-(4-peHokcudenun)-1H-nupasonol3,4-

d]mupumunun-1-unmunepuans-1-ni|npon-2-eH-1-oxH

b) Axanabpyrunutc/ACP-196
i.  Homep CAS - 1420477-60-6
(cm. http://www.cas.org/content/chemical-substances/faqs)
ii.  Chemspider = 36764951

(cMm. http://www.chemspider.com/)

E) : '</
dopmysa II, axanabpyTuHuo: 4-{8-amun0-3-[(2S)-1-(2-OyrrHOMN)-2-
nuppouanHEuI [umMuaasol 1,5-anupasus- 1 -wn } -N-(2-nupuguHm ) OeH3aMu g
c) ONO/GS-4059

i Homep CAS - 1351635-67-0

(cMm. http://www.cas.org/content/chemical-substances/faqs)
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®opmyna III, ONO/GS-4059: 6-amuno-7,9-nuruapo-9-[(3S)-1-(1-okco-2-nponen-1-wn)-3-

nunepunuHmn|-7-(4-penoxkcudpennn)-8H-nypun-8-ox

d) Cnebpytunud (spebrutinib)/AVL-292/CC-292
i. Homep CAS—> 1202757-89-8
(cm. http://www.cas.org/content/chemical-substances/faqs)
ii. PubChem ID - 59174488

(cm. https://pubchem ncbi.nlm .nih.gov)
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®opmyaa 1V, cnebpyrunud: N-[3-({5-¢pTop-2-[4-(2-METOKCUITOKCH))aHUIIMHO | T PUMUAHH-4 -

W1 } aMUHO)(EH I | TPOTI-2-eHaMU A
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e) BGB-3111 (3anyOpyTununod)
i.  Homep CAS—> 1691249-45-2

(cm. http://www.cas.org/content/chemical-substances/faqs)

®opmyna V, 3anyOpyruu®  (75)-4,5,6,7-terparuapo-7-[1-(1-okco-2-npomnen-1-um)-4-

nunepuanHm]-2-(4-penokcudennn)nupaszonol 1,5-a]nupumuans-3-kapOokcamun

f) HM71224 (nocentunud)
i.  Homep CAS > 1353552-97-2

(cm. http://www.cas.org/content/chemical-substances/faqs)
L7
TN 0 NJ\’/
5 H

O

®opmyna VI, nmocearnnnd: N-(3-((2-((4-(4-metmnnunepasus-1-wn)dennn)amuno)dypol3,2-

d]mupuMunnH-4-11)0KCO)(hEeHUIT )aK pHITAMHT

B HexoTopbIx BapuanTax peanusaunu nonunentun BTK cooTBercTByeT HOMepy aocTyna
Genbank CAA41728, nomep Bepcun CAA41728.1, narta obHOBIeHNUs 3ammcu: 2 pespans 2011 r,
10:07 AM. B opgHOM H3 BapHWAHTOB peAIN3aLUM HYKJIEHHOBAsT KHUCJIOTAa, KOIUPYOIIAsi
noymnentun BTK, coorBercTByer HoMepy nocryna Genbank X58957, Homep Bepcuu X58957.1,
nara ooHoByeHus 3armuch: 2 ¢gespans 2011 r., 10:07 AM. B HEKOTOpBIX BapHaHTaxX pean3aluu

noyunentux BTK coorBeTcTByer Homepy nocryna Uniprot/Swiss-Prot Q06187.
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AmnTaronuctel PD1

PeuenTop 3anporpammupoBanHoii rubemn kierok [ (PD1) mnpencrasmsier coOoii
UMMYHOUHTUOUPYIOIUI  penenTop, KOTOPbIA 3KCIPECCUPYETCs TJaBHBIM O0Opa3oM Ha
akTUBUPOBAaHHBIX T- u B-knerkax. bbulo moka3aHO, YTO B3aMMOJEHCTBHUE C €r0 JIMTAHAAMU
ocnabnsier T-kneTodHble OTBETHI KakK in Vitro, Tak W in vivo. bbuio moka3aHo, 4to Ojokana
B3aumozencreuss Mexay PD1 w  ommum w3 ero guraHgnos, PD-L1, ycunusaer
onyxonecreunpuyeckuii CD8+ T-kaeTOYHBIH HMMYHUTET U, CII€AOBATEIbHO, MOXKET
CHOCOOCTBOBATh KJIMPEHCY KIETOK OMyXOJIM HIMMYHHOH CHCTEMON.

PD1 (xogupyewmsrii renom Pdcdl) siBnsiercs uneHoM cynepcemMencTBa UMMYHOTJIOOYJIMHOB,
otHocsmumes k CD28 u CTLA-4. beuto nokazano, uro PD1 orpunarensHo peryiupyer nepeaady
CUTHaJIa aHTUT€HHBIM PELEeNTOPOM rocJe BosiiedeHus ero auranaos (PD-L1 w/unu PD-L2). beina
onpeaeneHa ctpykrypa PD1 mbiny, a Taxke cokpucrannndeckas ctpykrypa PD1 mpnmu ¢ PD-L1
yenoBeka (Zhang, X., et al., (2004) Immunity 20: 337-347; Lin, et al., (2008) Proc. Natl. Acad.
Sci. USA 105: 30I I-6). PDl u mnonoOHble HiIeHBI CeMeHCTBA MPEACTABISIOT COOOH
TpaHCMeMOpaHHbIe TIIMKONpPOTenHbl | Thuna, comepskamue nomeH Ig BapuabenbHoro tuma (V-
THUIA), OTBETCTBEHHBIN 3a CBS3bIBAHUE JIMTAH/OB, M LIUTOIUIA3MATUYECKUI KOHLIEBOW CErMEHT,
OTBETCTBEHHBIN 32 CBA3bIBAHUE CUTHAJIbHBIX MOJIEKYJ. LluTonnasmaTtudeckuii KOHLEBOH CETMEHT
PD1 copmepxur nBa CUTHaJNbHBIX MOTHBA Ha OcHOBe THpo3uHa, ITIM (TuposuHcomep amuii
UHTUOMPYIOMIKMIA MOTUB MMMyHopenenropa) u ITSM (Tupo3uHConepsKamuil nepeKIioyaro i
MOTHUB UMMYHOPELENITOPA).

VY mopeii sxcnpeccust PD1 (Ha mumdouunTax, MHQUIBTPUPYIOLIMX ONMyXoJb) u/mmu PD-L1
(Ha KJeTKax omyxoJin) Obuta OOHapysKeHa B psime 00pa3OB MEPBUYHBIX OMyXOJIeH, MOTyYeHHBIX
nyTeM OHOIICUH, MO OLEHKE MUMMYHOTHCTOXHMHUYECKUMHU METONaMH. Takue TKaHU BKJIFOYAKOT
PaKOBBIE OIMYXOJIU JIETKOTO, NMEYEeHHU, SIMUHUKOB, MEHKU MaTKH, KOXH, TOJCTONW KUIIKH, TITHOMY,
paK MOUYEBOIO My3bIpsi, MOJOYHOMN >KeJe3bl, MOUKH, MUINEBOAA, JKEIyAKa, IUIOCKOKIETOUHBINH pak
POTOBO MOJIOCTH, YPOTEIHAIbHBIN PaK U PaK MOKENTYI0YHOMN JKeJe3bl, a TAK)KE OMYXOJIU FOJIOBbI
u wen (Brown, J. A, et al., (2003) J Immunol. I 70: 1257-1266; Dong H., et al., (2002) Nat. Med.
8: 793-800;, Wintterle, et al., (2003) Cancer Res. 63: 7462-7467; Strome, S. E., et al., (2003)
Cancer Res. 63: 6501-6505; Thompson, R H., et al., (2006) Cancer Res. 66: 3381-5; Thompson, et
al., (2007) Clin. Cancer Res. 13: 1 757-61; Nomi, T, et al., (2007) Clin. Cancer Res. 13: 2I51-7).
YausutenbHo, 4to skcnpeccus PD-nuraHna Ha o KJIeTKax  OMyXOJIM  KOppeaupoBajia C
HeOJaronpuATHBIM TMPOTHO30M Y CTPAJAKOLINX PAaKOM TMAIEHTOB C PAa3IMYHBIMH THITAMH
onyxoneit (paccmorpeno B Okazaki and Honjo, (2007) Int. Immunol. I9: 813-824).

Ha cerogHsmmHuI [O€Hb MHOXECTBO MCCIEIOBAHUN NPOAEMOHCTPUPOBAIH, YTO

B3aumoneiicteue PD1 ¢ ero muranmamu (PD-L1 u PD-L2) npuBoautT K HHrUOMPOBAHHIO
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nponudepanuu TuMPOUNUTOB i1 Vitro W in vivo. bnokana B3anmopetictsust PD1/PD-L1 mosxer
NPUBOIUTE K YCWJIGHHIO  omyxosecneunpudeckoro T-KJIeTo4HOro HMMMYHHTETa W,
CJIEIOBATENIbHO, CHOCOOCTBOBATh KIMPEHCY KIIETOK OMyXOJMH HWMMYHHOH cuctemoin. J{is
U3Y4YEHHsI 3TOTO BONPOCA MPOBOIWIM DS UcchenoBaHUi. TepameBTudeckyro >PQPeKTHBHOCTD
onmokanelt PD1/PD-L1 mponeMOHCTpUPOBAIM B MOJENH arpecCHBHOIO pPaka MOIKENTyIOYHON
xenespl y mpirei (Nomi, T, et al. (2007) Clin. Cancer Res. 13: 2151-2157). Benenue mubo PD1-
, 6o PD-L1-HanpaBieHHOro aHTHTENA B 3HAUYUTEIBHON CTeIIeHH HHIUONPOBAJIO POCT OMYXOJIH.
bnokana anTuTenom 3¢ ¢ekTuBHO criocodcTBOBaNa MHQUIBTPALIMU OMyXoyepeakTuBHbIX CD8+
T-knerok B ONyXOsb, YTO NPUBOAWIO K TMOBBIIAKOLIEH PErysilud MPOTUBOOMYXOJIEBbIX
s¢dexropos, Bxiouas IFN-ramma, rpansum B u nepdopun. bornee Toro, aBTops! mokasanu, 4ro
omokany PD1 moxuaO 3(dexkTnBHO KOMOWHHpPOBaTH € XUMHOTEpamuil ¢ obecrieueHuemM
cuHepreruueckoro 3¢gdexra. B mpyrom uccrenoBaHMM € NPUMEHEHHEM  MOJENH
TUTOCKOKJIETOYHOH KapiuHOMBbI y Mbiimeir PD1- wiu PD-L1-0nokana aHTUTENOM 3HAYUTETBHO
unruduposaina poct onyxosu (Tsushima, F., et al., (2006) Oral Oneal. 42: 268-274).

Tepmun «antaronuct PDI1» o3Hadaer mo00e XHMMHYECKOE COEAWHEHHWE WIIN
OMOIOTMYECKYI0 MOJIEKYJTy, KOTOPasi CTUMYJIMPYET HIMMYHHYIO PEAKLUIO IyTeM MHIHOMPOBAHHS
nepenauu curnana PD1.

JIns ucCaenoBaHUsl CTENEHM TOBBIIEHHs, HarmpuMep, akTuBHOCTH PD1 mpoOwl wiu

oOpasupl, comep’Kalue KOHKPETHBbIM, Hampumep, O€NOK, TeH, KIETKYy WJIH OpTaHu3M,

>
00pabaThIBAOT MOTEHIMAIbHBIM AKTUBUPYIOIIUM UM UHTHOUPYIOLIMM ar€HTOM M CPAaBHUBAIOT C
KOHTPOJBHBIMH ~ oOpa3uamu, OOpaOOTaHHBIMH HEAKTUBHOW  KOHTPOJBHOW  MOJIEKYJIOH.
KoHTponpHbIM 00pasiamM MpHUCBAaMBAIOT OTHOCHTEJIbHOE 3HAYeHHE aKTUBHOCTH, paBHOe 100%.
WHrubupoBanust TOCTUTAIOT, KOTIa 3HAYEHHE aKTUBHOCTH OTHOCHTEIBHO KOHTPOJISI COCTABJISIET
npumepHo 90% i MeHblIe, Kak MpaBuiio 85% wuiau MeHblue, 00brHO 80% M MEHbLIe, Yalne
75% unu menblIue, kak npaBusio 70% unu menblie, yame 65% unu MeHble, yamme Bcero 60% umu
MeHbIIe, Kak mpaBwio 55% wnu MeHbine, oObraHO 50% wiu MeHbine, damie 45% Wi MeHbIIe,
yame Bcero 40% wiM MeHblIe, MPEeANOYTHTEIBHO 35% Wi MeHbIne, 0oyiee MPennoYTHTEIBHO
30% win MeHblIe, ere 6oee MPeanoYTHTENBHO 25% MITH MeHbIIE U HanOoJiee MPEeNOYTHTEIbHO
MeHbie 20%. AKTHBAaLMU AOCTUTAIOT, KOTZla 3HAY€HHE aKTUBHOCTU OTHOCHUTEJIBHO KOHTPOJIS
coctaisieT mpumepHo 110%, oObraro 1O MeHbIneit Mepe 120%, yame o merbeit mepe 140%,
yaie 1o MeHbleit mepe 160%, gacto mo mensiueit mepe 180%, vaine nmo MeHbIne Mepe B 2 pasza
BBIIIIE, YAIlle BCETO MO MEHBIIEH Mepe B 2,5 pa3a Bbille, OOBIYHO [0 MEHbIIEH Mepe B 5 pa3 BBIIIE,
yaiie o Menpuieil mepe B 10 pas Bblllle, MPEANOYTUTENBHO IO MeHbIIEeH Mepe B 20 pa3 BbILIE,
OoJee peArnoUTUTENHHO IO MeHbLIeH Mepe B 40 pa3 BbllIe U HaUOOJIee MPEANIOUTHTENBHO Ooee

yeM B 40 pas BblLIe.
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Kombunrnposanne ADC, KOTOpBIi HANPaBIECHHO BO3IEHCTBYET HA MIEPBBIN OEJIOK-MULICHD
(FTP), ¢ uaruburopamu PD1 siBisieTcst mpeanodTUTENBbHBIM, TOCKOJIBKY, ¢ OHON cTOpoHbL, ADC
Oyzmer HemocpeACTBEHHO YHUUTOXKATh F TP-1onokuTenbHbIE KIETKH OIMYXOJIH, B TO BPEMs Kak, €
apyro#i ctopoHsl, mHruowrop PD1 Oymer mpuBinexkaTp COOCTBEHHYIO HMMYHHYIO CHCTEMY
MalMeHTa K YHUYTOXXEHHIO pakoBbx kieTok. Hapsmy ¢ FTP(+) knerkamu omyxomu FTP-
OTpULIATENIbHBIE KJIETKH OMyXOJIM B HemocpenacTBeHHOM Ommzoctu ot FTP(+) kierok omyxonu
OyAyT MOTEHIMANIBbHO YHHUYTOXKATBCA MO MexaHu3sMy <«a¢dekr cBumeremsn» PBD-numepa,
BeICBOOOXKHaemMoro mnocye yHuutoxkeHus CD25(+) knerok. CoorserctBeHHo, ADC Oyner
HEIMOCPEACTBEHHO YHUUTOXATD KJIETKH OIyXOJIH.

JlocTurayToe BBICBOOOXKIEHHE OIyXOJICACCOLMUPOBAHHBIX AHTUI€HOB U3  KIETOK,
YHUYTOXKEHHBIX numepoM PBD, mpuBener k 3amycky MMMYHHOH CHUCTEMBI, KOTOPYIO OynayT
JOMNOJIHUTEIBHO YCWJIMBATh IyT€M MPUMEHEHUs] WHrHOUTOPOB Oeyika 3amporpaMMHPOBAHHOM
rubemn  knetok 1 (PD1), oskcmpeccupyemblx Ha  OONbLION  4YacTH  JTUMQOLUTOB,
urunpTpupyromux omyxoins (TIL), 13 MHOKECTBA pa3HbIX THIIOB omyxoJiel. biokana nmytu PD1
MOKET YCHJINBATh NMPOTHBOOIYXOJIEBbIE UMMYHHbIE OTBETBI HA AHTUT'€HBI, BBICBOOOKIAEMbIE U3
omyxoneH, yHuuTOXKEeHHbIX ADC, mnyreM CHWKEHHs KOJMYeCTBA W/WIM CyNpPeCcCOPHOM
aKTUBHOCTH BHYTpHUONyXoJseBbIX TReg-kneTok.

I'maBHoli ¢ynkuumeit PD1 sBnsiercs orpaHuyYeHHe aKTHBHOCTH T-KJIETOK BO BpeMs
NPOTUBOBOCTIAJMTEIBHOTO OTBETa HAa MH(PEKLHUIO U OTPAHUYCHUE ayTOMMMYyHUTeTa. MHAyKIus
skcnpeccun PD1 mpoucxoguT, xorma akTHUBUPYHOTCS T-KJI€TKH, W CBSI3bIBAHME OJHOTO U3
COOCTBEHHBIX JIMTAHIOB WHTUOMPYET KHHA3bl, BOBJIEUYCHHbIE B AaKTHUBALMIO T-KIETOK.
CoOTBETCTBEHHO, B OKPY)KEHHUU OIYXOJU 3TO MOXET NPUBOAUTH K 3HAYUTENIbHOU
UMMYHOPE3UCTEHTHOCTH, TOCKOJbKY MHOTHE OIYXOJH CHiIbHO uHmiIbTpupyrotcss TReg-
KJIETKAMHU, KOTOPbIE, BEPOSTHO, AOMOJHHUTEIBHO MONABISIIOT 3((PEKTOPHBIE UIMMYHHbIE OTBETHL
DTOT MEXaHW3M pPE3UCTEHTHOCTH OCHa0IAIT NyTeM NpuMeHeHus uHruoutopos PD1 B
xoMmOuHarmu ¢ ADC.

AnTaronuctsel PD1, noaxonsiue ains NpUMEHEHUs B KadeCTBE BTOPUYHBIX areHTOB B
HACTOSIIIEM M300PETEHNH, BKIFOYAIOT:

a) anrtaronuct PDI1, xoroperii mHruOupyer ces3spiBanue PD1 ¢ ero maptHepamu 1o

CBSI3bIBAHUIO, MPEACTABIISIFOIIUME COOOH JIMTaH/IbI.

b) anraronuct PD1, xoropsiit uarubupyet ceszpianue PD1 ¢ PD-L1.

¢) anraronuct PD1, koropsiii marndupyer cesspianue PD-1 ¢ PDL2.

d) anraronuct PD1, xoropsrii uarndupyer cesizpiBanne PD-1 kak ¢ PDLI, Tak u ¢ PDL2.

e) anrtaroHuct PD1 u3 nynkToB (a)-(d), KoTOpbIif mpencTasiser cOOOH aHTHTEINO.
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Konkpernbie antaronuctsl PD1, noaxonsiue ajis NpUMEHEHHs] B KaU€CTBE BTOPUYHBIX

Ar¢HTOB B HACTOALICM I/1306peTeHI/II/I, BKJIFOYAKOT:

a)

b)

d)

nembOponuzymad (ToproBoe HazBanue Kurpyna)
i.  Homep CAS > 1374853-91-4
(cm. http://www.cas.org/content/chemical-substances/faqs)
il. ccbutka NCBI Pubchem = 254741536
(cm. https://pubchem.ncbi.nlm.nih.gov/)
iii.  cceuika DrugBank = DB09037
(cm. https://www.drugbank.ca/)
iv. yHHUKaIbHbIN uaentudukarop uarpenuenra (UNII) = DPT0O3T46P
(cm.
http://www fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientIdentifierUNII/default.htm)
HuBOJIyMal (ToproBoe HazBaHue OnauBo)
i.  Homep CAS - 946414-94-4
(cm. http://www.cas.org/content/chemical-substances/faqs)
ii.  cceuika DrugBank - DB09035
(cm. https://www.drugbank.ca/)
MEDI0680 (panee AMP-514)

- ONHUCAHHBIN B W02014/055648, W02015/042246, W02016/127052,
WO02017/004016, W02012/145493, US8609089, W02016/007235,
WO02016/011160; Int. J. Mol. Sci. 2016 Jul; 17(7): 1151, doi: 10.3390/ijms17071151;
u Drug Discov Today, 2015 Sep;20(9):1127-34. doi: 10.1016/j.drudis.2015.07.003.

- oM. Takke kiauHuW4eckue wuccnenoBanus NCT02271945 u NCT02013804 Ha
https://clinicaltrials.gov/ct2/home

PDROO01 (cnapranuzymad)
i. Homep CAS - 1935694-88-4

(cMm. http://www.cas.org/content/chemical-substances/faqs)

ii. yHHUKaIbHbIN unentudukarop uarpenuenta (UNID) 2 QOG25L6Z8Z
(cm.
http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientldentifierUNII/default. htm)

- onucaHHbiii B WO2016/007235 1 W0O2016/011160
- xon tesaypyca NCI 2 C121625
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(cm. https://ncit.nci.nih.gov/ncitbrowser/)

¢) xampemuzymad [INCSHR-1210] (Incyte)
i. Homep CAS —> 1798286-48-2
(cm. http://www .cas.org/content/chemical-substances/faqs)
ii.  yaukanpHbli unentudukarop uarpeauenrta (UNII) = 73096E137E
(cm.
http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSyst
em-UniquelngredientldentifierUNII/default.htm)

f) AUNPI12 (mentun) (Aurigene/PierreFabre)
1. onucanHeii B W02011/161699 kak SEQ ID NO:49, Takke H3BECTHBIM Kak
«coenunenne 8», cm. [Ipumep 2 Ha ctpanuue 77 nmyomukammuu A2 W0O2011/161699.
ii. Homep CAS > 1353563-85-5

(cm. http://www.cas.org/content/chemical-substances/faqs)

HPho—Sar-th-Ber-Thr-Aan-Ser

Hiy
Ser-Asn-Thr-Ser-Glu-Ser-Phe, a-fwrg=vak Thr-Girleu- Aa-Pro-l ys-Ala-Glr-Ne-L ys-Glu-MH;
0
um:  SMTSESF-NH

|
SHTEESFRKFRYTOLAR KB CHKE-NH;

g) mmmmmszymad (CT-01 1)
i.  Homep CAS - 1036730-42-3
(cm. http://www.cas.org/content/chemical-substances/faqs)
ii. YHHUKaIbHbIN unentudukarop uarpenuenra (UNIT) = B932PAQIBQ
(cm.
http://www .fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientldentifierUNII/default. htm)

h) nemunmmab (panee REGN-2810, SAR-439684)
i.  Homep CAS > 1801342-60-8
(cm. http://www.cas.org/content/chemical-substances/faqs)

ii. YHHUKaIbHbIN uaentudukarop uarpequenta (UNIT) = 6QVLOS7INT
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(cm.
http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientldentifierUNII/default. htm)

- onmcanHbiii B WO2016/007235 1 W0O2016/011160

- xon tesaypyca NCI = C121540

(cMm. https://ncit.nci.nih.gov/ncitbrowser/)

i) BGB-A317 (tucnenuzymad)
1. onucanHbii B US 9834606 B2
il. cm. knnanyeckoe uccaenosanue NCT03209973 (https://clinicaltrials.gov/)
iii. xon Te3aypyca NCI C121775

(cm. https://ncit.nci.nih.gov/ncitbrowser/)

j)  BGB-108
- cm. WO2016/000619 n US8735553

k) AMP-224

cM. kimHuyeckoe uccnenosanue NCT02298946, https://clinicaltrials.gov/ct2/home

B HexoTophix BapuaHTax peanusauuu nojunentua PD1 coorBercTByeT HOMEpy nocTyna
Genbank AAC51773, nomep Bepcun AACS1773.1, nata obHoBneHus 3amucu: 23 uronst 2010 .,
0924 AM. B oaHOM U3 BapHUAHTOB peATH3ALUHM HYKJICHHOBAs KHUCJIOTAa, KOIUPYOIIAs
noymnentun PD1, coorBeTcTByeT HOMepy noctyna Genbank U64863, Homep Bepcun U64863.1,
nara oOHoBneHus 3anucu: 23 urons 2010 r., 09:24 AM. B HEKOTOpBIX BapHaHTAaxX peaTH3aluu

noyunentun PD1 coorBercTByeT HOMepy noctyna Uniprot/Swiss-Prot Q15116.

AnTaronuctel PD-L1

Tepmun «anraronuct PD-L1» o3Hauaer m000e XHUMHYECKOE COEAMHEHHE HIIH
OHMOJNIOTUYECKYIO MOJIEKYJTY, KOTOpasi CTUMYJIUPYET UMMYHHYIO PEAKIHIO MyTeM WHIHOMPOBAHUS
nepenauu curaia PD-L1.

JIns uccnenoBaHUsl CTENEHU TOBBIMIEHUs, Harnpumep, aktTuBHOCTH PD-L1 mpobsl mnmn

oOpasupl, comepKalue KOHKPETHbIM, Hampumep, O€NOoK, TeH, KIETKYy WJIH OpTaHu3M,

2

00pabaThIBatOT NOTEHINAIbHBIM AKTUBUPYIOIIUM UM HHTHOUPYIOLIMM ar€HTOM M CPAaBHUBAOT C
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KOHTPOJBHBIMH ~ oOpasuamu, OOpaOOTaHHBIMH HEAKTUBHOW  KOHTPOJBHOW  MOJIEKYJIOH.
KoHTponpHEIM 00pasiam MpHUCBaUBAIOT OTHOCHTEIBHOE 3HAYEHHE aKTUBHOCTH, paBHOE 100%.
WHruOnpoBaHust TOCTUTalOT, KOT/Ia 3HAYEHHE aKTUBHOCTH OTHOCHTEBHO KOHTPOJISI COCTABIISIET
npumepHo 90% wim MeHble, Kak mpaBuiio 85% wnian MeHblue, 00brvHO 80% MM MEHbLIIe, Hale
75% unu menbliue, kak npaBusio 70% unu menblie, yame 65% unu Menblie, yaie Bcero 60% umu
MeHbIIe, Kak npaBwio 55% wiu MeHbine, o0braHo 50% wiu MeHbine, damie 45% Wi MeHbIe,
yame Bcero 40% wim MeHblIe, MPEeANOYTUTENBHO 35% nin MeHbIne, Oosiee MPEenrnoYTHTEIbHO
30% unu MeHblIe, erre 6oee MPeanoYTUTENBHO 25% HITN MEHbIIE U HAaHOoJIee MPEeNOYTHTEIbHO
MeHbie 20%. AKTUBALMU AOCTUTAIOT, KOTZlA 3HAY€HHE aKTUBHOCTU OTHOCHUTEJIBHO KOHTPOJIS
coctasinsieT npumepHo 110%, oObrynO o MeHbIneit mepe 120%, yamie no menbieit mepe 140%,
yaie 1o menblieit mepe 160%, yacto no mensiueit mepe 180%, yaie no MeHbIEH Mepe B 2 pasza
BBILIIE, Yallle BCEro 110 MEHbLIeH Mepe B 2,5 pasa Bbliie, 0OBIYHO [0 MEHbIIEH Mepe B 5 pa3 BbILIE,
yaie no MeHblueld mepe B 10 pa3 Bbllle, MIPEANOYTUTEIBHO IO MeHbLIeH Mepe B 20 pa3 BBIIIE,
OoJee PEANOUTUTENHFHO IO MeHblIel Mepe B 40 pa3 Bbille U HaUOOJIEee MPEAOUTHTEIHHO Oonee
4yeM B 40 pa3 BbILIE.

Kombunnposanne ADC, KOTOpBIH HanpaBIeHHO BO3AEHCTBYET Ha JIUM(OMBI 1 JIEHKO3BbI,
NoJIoXKHUTEIbHbIE 1O mnepBoMy Oenky-mumenu (FTP), ¢ wunrubutopamm PD-L1 sBisiercs
HPEANOYTUTENBHBIM, TOCKOJIBKY, C OHOH cTopoHbl, ADC Oyner HenoCpeACTBEHHO YHUYTOXATh
FTP-nonoxuTesbHbIe KJIETKH OMYXOJIH, B TO BpeMs Kak, ¢ APYroi cTopoHsl, nHruourop PD-L1
Oynmer mpuBJieKaTb COOCTBEHHYIO MMMYHHYIO CHCTEMY NAlMEHTa K YHHYTOXXEHHIO PAKOBBIX
KJIETOK.

Hapsiny ¢ FTP(+) kieTkamu OMyXOJM MHIIEHb-OTPUIATENIbHbIE KJIETKH OMyXOJH B
HerocpeacTBeHHoM Omm3octu ot FTP(+) ki1eTok onyxoiu OyAyT MOTEHUUANIbHO YHHUYTOXKATHCS
no Mexanmmy «3pdexr csumerensi» PBD-mumepa, BbICBOOOKIAEMOIrO MOCHE YHUYTONKEHHUS
FTP(+) knerok. CoorBercTBeHHO, ADC Oyzner HEeNmoCpenCTBEHHO YHUUTOXKATh KIJIETKH OITyXOJIH.
JIOCTUTHYTO€ ~ BBICBOOOJKICHHE  ONyXOJICACCOLIMMPOBAHHBIX ~ AHTUTCHOB W3  KIIETOK,
YHUYTOXKEHHBIX nuMepoM PBD, mpuBeneT k 3amycKy MMMYHHOH CHCTEMBI, KOTOPYIO OynayT
IOTMOJHUTENBHO  YCWJIMBATh  INyTeM  NPUMEHEHHs  WHTUOMTOPOB  JUraHga  Oenka
3anporpammupoBanHoi rudenu kietok 1 (PD-L1, takke m3BectHblii kak B7-H1 unn CD274).

PD-L1 4acTo noBBIIEH HAa MOBEPXHOCTH KIJIETOK OINyXOJW BO MHOTHMX pPa3JIMYHBIX
OnyxoJyisIX 4enosBeka. BnusHue Ha jurann PDI, skcnpeccupyemblii Ha ONyXOJH, MO3BOJIUT
u30exxaTb MUMMYHHOTO HWHTHOMPOBAaHUS B MHUKPOOKPYKEHHH OINYXOJH, H, CIEIOBATEIbHO,
6nokana mytu PD1 ¢ npumenennem uarnouropos PDL1 MoxeT ycunuBaTh IpOTHBOOMYXOJIEBbIE

UMMYHHBIE OTBETHI HA AHTUT€HBI, BEICBOOOXKIa€MbIe M3 OMyXOoJel, yHuuTokeHHbIXx ADC.
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Kombunrnposanne ADC, KOTOpBIi HANPaBIECHHO BO3IEHCTBYET HA MIEPBBIN OEJIOK-MULICHD
(FTP), ¢ uaruburopamu PD1 siBisieTcst mpeanodTUTENBbHBIM, TOCKOJIBKY, ¢ OHON cTOpoHbL, ADC
Oyzmer HemocpeACTBEHHO YHUUTOXKATh F TP-1onokuTenbHbIE KIETKH OIMYXOJIH, B TO BPEMs Kak, €
apyro#i ctopoHsl, mHruowrop PD1 Oymer mpuBinexkaTp COOCTBEHHYIO HMMYHHYIO CHCTEMY
MalMeHTa K YHUYTOXXEHHIO pakoBbx kieTok. Hapsmy ¢ FTP(+) knerkamu omyxomu FTP-
OTpULIATENIbHBIE KJIETKH OMyXOJIM B HemocpenacTBeHHOM Ommzoctu ot FTP(+) kierok omyxonu
OyAyT MOTEHILMANIBbHO YHHYTOXKATBCA MO MexaHusMy <«3¢pdexr cBunerems» PBD-numepa,
BeICBOOOXKHaeMoro nocie yanuroxkenus CD19(+) wnu CD22 (+) xknerok. CoorserctBenHo, ADC
OyeT HemoCPeACTBEHHO YHUUTOXKATh KJIETKU OMyXOJIH.
AmnTaronuctel PD-L1, noaxopsiue 11 NpUMEHEHUs! B KaueCTBE BTOPUYHBIX areHTOB B
HACTOSIIIIEM U300PEeTeHNH, BKIIFOYAtOT aHTaroHucTol PD-L1, xoTopsie:
(a) MPEICTaBISIIOT COOON aHTaroHUCTHI CBsi3biBaHus PD-L1;
(b) UHrHONpyroT ceszbiBanue PD-L1 ¢ PDI;
() UHrHOUpyIoT cBszbiBanue PD-L1 ¢ B7-1;
(d) uHruoupyroT cesizpiBanue PD-L1 kak ¢ PD1, tak u ¢ B7-1;
(e) NPEeACTaBJISIIOT co00i aHTuTe a aHTH-PD-L1.
Konkpetnsie anraronucts! PD-L1, noaxoasimue 1j1si IpUMEHEHHs] B Ka4€CTBE BTOPUYHBIX
areHTOB B HACTOSAIIEM H300pPETEHHIH, BKIIIOYAIOT:
a) aresomuszymad (MPDL3280A, ToproBoe HazBanue TeLneHTpuK)
i.  Homep CAS > 1380723-44-3
(cm. http://www .cas.org/content/chemical-substances/faqs)
ii.  ccpuika DrugBank—> DB11595
(cm. https://www.drugbank.ca/)
iii. YHHUKaIbHbIN uaentudukatop uarpequenra (UNIT) = S2CMIOWC3Y
(cm.
http://www fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientldentifierUNII/default. htm)

b) BMS-936559/MDX-1105
I. Homep CAS - 1422185-22-5

(cm. http://www.cas.org/content/chemical-substances/faqgs)

II. cm. xnuanueckoe uccenosanue NCT02028403, https://clinicaltrials.gov/ct2/home

III. cm. B WO2007/005874 nocienoBaTeIbHOCTH aHTUTEL, B YACTHOCTH
1. aHTUTENIO, CoaepIKaIee:

a. VHCDRI =DYGFS
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e.
f.

VH CDR2 = WITAYNGNTNYAQKLQG
VH CDR3 = DYFYGMDV

VL CDR1 =RASQSVSSYLV

VL CDR2 = DASNRAT

VL CDR3 =QQRSNWPRT

il. aHTUTeNo, CoaepKallee:

a.
b.

C.

d.

c.

f.

VH CDRI1 = TYAIS
VH CDR2 = GIIPIFGKAHYAQKFQG
VH CDR3 = KFHFVSGSPFGMDV
VL CDR1 = RASQSVSSYLA

VL CDR2 = DASNRAT

VL CDR3 =QQRSNWPT

1ii. AHTUTEJIO, COZIepIKALIEe:

ST

e o

o

VH CDR1 = SYDVH

VH CDR2 = WLHADTGITKFSQKFQG
VH CDR3 = ERIQLWFDY

VL CDR1 = RASQGISSWLA

VL CDR2 = AASSLQS

VL CDR3 =QQYNSYPYT

¢) naypsanymab/MEDI4736
Homep CAS > 1428935-60-7

1.

ii.

iii.

v.

(cMm. http://www.cas.org/content/chemical-substances/faqgs)

yHHUKabHbIN unenTuukarop unrpenuenta (UNID) 2 28X28X90KV

(cm.

http://www fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem

-UniquelngredientldentifierUNII/default. htm)

VH-nocnenoBaTeabHOCTD

EVQLVESGGGLVQPGGSLRLSCAASGFTEFSRYWMSWVRQAPGKGLEWVAN
IKQDGSEKYYVDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCAREGG

WEGELAFDYWGQGTLVTVSS

VL-nocnenoBaTelbHOCTb

EIVLTQSPGTLSLSPGERATLSCRASOQRVSSSYLAWYQQKPGQAPRLLIYDAS
SRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSLPWTFGQGTKVE

IK
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d) aBenymad/MSB0010718C
i Homep CAS - 1537032-82-8
(cm. http://www.cas.org/content/chemical-substances/faqs)
ii. YHUKaIbHBIN unentudunkatop uarpequenta (UNID) = KXG2PJ5511
(cm.
http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientIdentifierUNII/default. htm)

B Hexoropeix BapuaHTax peanuszauuu noaunentun PD-L1 coorsercTByer HOMepy
nocryna Genbank AAF25807, nomep Bepcun AAF25807.1, nara oOHOBieHus 3amucu: 10 mapTa
2010 r., 10:14 PM. B onHOM M3 BapuaHTOB peai3alMi HYKJIEHWHOBAs KUCJOTA, KOAUPYIOLIAs
nomunentun PD1, coorBerctByer HOmepy noctyna Genbank AF177937, Homep Bepcum
AF177937.1, nata obHoBsienus 3amucu: 10 mapta 2010 r., 10:14 PM. B HeKOTOpBIX BapHaHTax

peanuzarmu nonunentun PD1 cootBercTByeT HoMepy noctyna Uniprot/Swiss-Prot QONZQ?7.

Arounctel GITR

B nHacTosilieM OnuCaHUU TEPMHUH TIIFOKOKOPTHUKOUA-UHAYLUPOBaHHBIN peuentop TNEF»
(coxpamenno oOo3Hayaemblii B HactosimeM onucaHuu «GITR»), Takske W3BECTHBIH Kak
cynepcemeiictBo peuentopoB TNF 18 (TNFRSF18, CD357), TEASR u 312C2, oTHOCHTCS K
YjieHy ceMeiicTBa penenTopoB (¢akTopa Hekpoza omyxonu/pakropa pocta HepBo. GITR
npencraBisier cobod  TpaHcMmemOpanHblii  Oemok I Tuma w3 241 aMHUHOKHCIOTBHI,
XaPaKTEPU3VIOIUNCS TPeMsl LIUCTEUHOBBIMH IICEBJONIOBTOPAMH BO BHEKJIETOYHOM IOMEHE, U
creur(pUIHO 3aLUINAET OT AMONTO3a, UHAYIHPYEMOTro T-KJI€TOYHBIMH PELENTOPAMHU, XOTS OH HE
3aIMUINAeT KJIETKH OT JPYTUX aloNTHYECKUX CUTHAJIOB, BKIO4as 3amyck Fas, obpaborky
nekcametasoHoM win Y@ obnydenue (Nocentini, G., et al. (1997) Proc. Natl. Acad. Sci. USA
94:6216-622).

AxtuBauusi GITR noBbilaer pesUCTEHTHOCTh K OMYXOJsM M BUPYCHBIM HH(EKLHUSIM,
BOBJIEUEHA B AyTOUMMYHHBIE/BOCIIAIIUTENbHBIE TPOLECCHl U PETYJIHPYET 3KCTPABA3ALHIO
neiikoruroB (Nocentini Beire; Cuzzocrea, et al. (2004) J Leukoc. Biol. 76:933-940; Shevach, et
al. (2006) Nat. Rev. Immunol. 6:613-6I8; Cuzzocrea, et al. (2006) J Immunol. I 77:631-64I; u
Cuzzocrea, et al. (2007) FASEB J 21 :117-129). B monensix onmyxoJieil y MblIlIei aHTUTEJI0-arOHUCT

GITR, DTA-I, xombunupoBanu ¢ anrurejsoM-aHTaroHucToM CTLA-4 1 OHO AEeMOHCTPHPOBAJIO
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cuHepreTrueckre 3((eKTbl B OTHOLICHWH TOJHON Perpeccuyu OMyXOJU B Clydae OMyXxoJied Ha
NO37THEH CTagny y HEKOTOPBIX Mbliei Tectupyemoii rpymmel (Ko, et al. (2005) J Exp. Med. 7:885-
89I).

HsBecTHBl  MOCIENOBATENbHOCTH  HYKJIEMHOBBIX ~ KHCJIOT W aMHHOKUCJIOTHBIE
nociaenosarenbHocTd GITR uenoseka (WGITR), y KOTOPBIX CyLIeCTBYET TpHU CIUIaiic-BapuaHTa, U
X MOXXHO Haiitu, Hanpumep, B GenBank mon Homepamu mocryna gi:40354198, g1:23238190,
£1:23238193 u g1:23238196.

Tepmun «aronuct GITR» o3HadaeT moOoe XUMUUECKOE COeNMHEHHE HITH OMOJIOTHYECKYTO
MOJIEKYJly, KOTOpas CTUMYJHPYET MMMYHHYIO PEaKLMIO MyTeM aKTUBALMM Nepefadd CUrHania
GITR. Taxxe npenycmoTpens! pactBopumblie Oenku GITR-L, napruep no cesasbiBanmno GITR.

Jns uccnenoBaHUs CTENEHU IOBbIMIEHUs, Hanpumep, aktuBHocTH GITR mpoOwr mmm
o0pasupl, conep:kaliue KOHKPETHbIH, Hampumep, O€NOK, TeH, KIeTKYy HJIH OpPraHu3M,
00pabaThIBAIOT MOTEHIHAIBHBIM AKTUBUPYIOLIMM MM HHTHOMPYIOIIUM ar€HTOM U CPABHUBAIOT C
KOHTPOJIBHBIMH ~ OOpasuamy, oOpaOOTaHHBIMM  HEAKTHMBHOW  KOHTPOJBHOH  MOJIEKYJIOH.
KonTtponbHbeIM 00pa3LiaM NpUCBaMBAIOT OTHOCUTEJIbHOE 3HAYEHHE aKTHBHOCTH, paBHoe 100%.
WurnbnpoBanust JOCTUralOT, KOTAa 3HAUYEHUE aKTUBHOCTH OTHOCHUTENIBHO KOHTPOJISI COCTaBIISIET
npuMepHo 90% uam MeHblIe, Kak npaBuio 85% unu MeHble, 0ObrHO 80% WM MEHbIIe, Yale
75% wnu menblie, kak npasuwio 70% uiau MeHble, daie 65% wiu MeHbine, yaie Bcero 60% unu
MeHbIIe, Kak npaBuwio 55% wnu MeHbie, o0biaHO 50% wiu MeHblne, yaine 45% Wi MeHbIIe,
yame Bcero 40% wiM MeHblIe, MPEeaNnOYTHTEIBHO 35% Wi MeHbIne, 0oyiee MPennoYTHTEIbHO
30% wnn MeHblne, erne 6oee MPeanoYTUTENBHO 25% MITH MeHbIIEe U HanOoJiee MPEeINOYTHTEIbHO
MmeHbie 20%. AKTHBALMU AOCTUTAIOT, KOT/la 3HAY€HHE aKTUBHOCTU OTHOCHUTEJBHO KOHTPOJI
coctasisieT mpumepHo 110%, oObpryro N0 MeHbIneit Mepe 120%, yame o menbeit mepe 140%,
yare 1o MeHbieit mepe 160%, yacto nmo menbiueit mepe 180%, vaie mo MeHbIne Mepe B 2 pasza
BBIIIIE, Yallle BCErO M0 MEHBIIEH Mepe B 2,5 pa3a Bbille, OObIYHO [0 MEHbIIEH Mepe B 5 pa3 BBIIIE,
yaiie o MeHpuieil mepe B 10 pas Bblllle, IPEANOYTUTENBHO IO MeHbIIeR Mepe B 20 pa3 BbILIE,
OoJiee MPEeNnoYTUTEIHFHO IO MeHbIIeH Mepe B 40 pa3 BbIle U HAKOOJIEe MPEATIOYTHTENHLHO OoJiee
yeM B 40 pas BbliLIe.

Kombunanposanne ADC, KOTOpBIN HapaBIEHHO BO3AEHCTBYET Ha JTUM(POMBI U JIEHKO3BI,
noJoXxuTedabHble 1o nepBomy Oenky-mumenu (FTP), ¢ aromucramm GITR sBisercs
NPEANOYTUTENbHBIM, TIOCKOJIBKY, ¢ OHOH cToponbl, ADC Oyner HemocpencTBEHHO YHUUTOXATh
FTP-nonoxurenbHbIe KIETKH OMYXO0JH, a , ¢ 1pyroi croponsl, aroHucT GITR Oyzner npusnekars
COOCTBEHHYIO MMMYHHYIO CHCTEMYy MalME€HTa K YHUYTOXKEHHIO PaKOBBIX KiIeTOK. Hapsay ¢
FTP(+) xnerkamMu OMyXOJIM MHIIEHb-OTPHLATENbHbBIE KJIETKH OINYXOJM B HEMOCPEICTBEHHOM

omuzoctn ot FTP(+) xierok omyxonw OyayT MOTEHIHATBHO YHHUYTOXKATBCS IO MEXAHH3MY
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«3ddexr cuperensn» PBD-numepa, BeicBoOOOKIaemoro mocie yauutoxkenuss FTP(+) knerok.
CootserctBenHo, ADC Oyzner HemOCpeACTBEHHO YHUYTOXKATh KJIETKU OMyXoid. JlocTurayToe
BBICBOOOKIEHHE OIyXOJICACCOLMUPOBAHHBIX AHTUT€HOB M3 KJIETOK, YHMUYTOXXEHHBIX JAUMEPOM
PBD, nmpuBener k 3amycky UMMYHHOW CHUCTEMBI, KOTOPYIO OyIyT NOMOJHHUTENBHO yCHIINBATH
nyTeM npuMmeHenus aronucta GITR.

GITR (rmroxokoprukoun-unaynuposanHbii TNFR-poncTBeHHbI 0eok) BpEMEHHO
SKCIPECCUPYETCsl HA AaKTUBUPOBAHHBIX T-KJ€TKaX M KOHCTUTYTUBHO OKCIPECCHUPYETCs Ha
BBICOKHX ypOBHsX Ha T-reg ¢ mocneayrouieil nHaAykuuei nocne akrusanuu. Jluruposanue GITR
yepes ero nurang GITRL crumynupyer kak nponugepanuto, Tak U QyHKIHIO Kak 3Q(PEeKTOPHBIX,
Tak U perynaropubix CD4+ T-xierok. ITO cmocoOCTBYeT BbDKUBAEMOCTH T-KJIETOK M UX
middepenurpoke B 3G(EKTOpHBIE KIETKH, U OAHOBPEMEHHO IPEKPAIIAeT CYNPECCHUIO.
CootBercTBeHHO, OyneT OnaronpusTHBIM HampaBiIeHHO Bo3xelcTBoBaTh Ha FTP(+) omyxonb
koHbtoratToM ADC, BbI3bIBasi I'HOeNb aHTHICHHBIX KJIETOK, B TO Bpemsi kak aronuct GITR
UHAYyLHpyeT Oosee CUIIbHBINA MPOJOIKUTEIbHBIH MMMy HHBII OTBET.

Konkpernnie aronuctsl GITR, nonxoznsimue ans MpuMEHEHUs B KaueCTBE BTOPUYHBIX
areHTOB B HACTOSIIEM H300pPETEHHIH, BKIIIOYAIOT:

a) MEDI1873, rubpunnsrii 6enok muranna GITR, pazpaborannenii MedImmune

- om. WO2016/196792, US20160304607

- kox Tesaypyca NCI - C124651

(cMm. https://ncit.nci.nih. gov/ncitbrowser)

- CM. TaKXe KJIMHUYECKOE HUCCIeIOBaHUE NCTO023126110 Ha

https://clinicaltrials.gov/ct2/home

- cm. Tigue NJ, Bamber L, Andrews J, et al. MEDI1873, a potent, stabilized hexameric

agonist of human GITR with regulatory T-cell targeting potential. Oncoimmunology.
2017;6(3):e1280645. doi:10.1080/2162402X.2017.1280645.

b) INCAGNI1876, npencrasisier coOOOH aHTUTENIO-arOHUCT, HAIIPABJIEHHO BO3ICHCTBYIOLIEE HA
rIrOKOKopTHKOUI-UHNyupoBaHHbiii TNFR-poncTeennsiii O6enok wiu GITR. OtkpeiT BO
Bpemsi corpynHuuectBa ¢ Ludwig Cancer Research. INCAGNI1876 pa3pabarbiBaercs
COBMECTHO C

- oM. kimHH4Yeckue — wuccnenosanuss  NCTO02583165 wu NCT03277352  Ha

https://clinicaltrials.gov/ct2/home

¢) TRXS518, rymanusupoBanHoe arnukosmnupoBanHoe (Fc «ortkmoueny) IgGl mAb anTm-

GITR ¢ nMMyHOMOIYIMPYIOLIEH aKTUBHOCTHIO, pazpadoranHoe Leap Therapeutics

52



o cm. B WO02006/105021 mnocnemoBatenbHocTH 58, 60-63; m B EP2175884
MOCJIE0BATEIbHOCTH 1-7:
* VL, copepsxamuii nocaenosarenbHocTh (CDR noguepkHyTa):
EIVMTQSPATLSVSPGERATLSCKASONVGTNVAWYQQKPGQAPRLLI
YSASYRYSGIPARFSGSGSGTEFTLTISSLQSEDFA
VYYCQOQYNTDPLTFGGGTKVEIK

*  VH, cogepxammii nocnenosarenbHocTh (CDR nmoguepkHyTa):
QVTLRESGPALVKPTQTLTLTCTFSGFSLSTSGMGVGWIRQPPGKALE
WLAHIWWDDDKYYNPSLKSRLTISKDTSKNQVVLTMTNMDPVDTAT
YYCARTRRYFPFAYWGQGTLVTVS

QVTLRESGPALVKPTQTLTLTCTFSGFESLSTSGMGVGWIRQPPGKALE
WLAHIWWDDDKYYQPSLKSRLTISKDTSKNQVVLTMTNMDPVDTAT
YYCARTRRYFPFAYWGQGTLVTVS

o oM. winHudeckue —uccrnepoanus  NCTO01239134 u  NCT02628574 Ha

https://clinicaltrials.gov/ct2/home
o konx tesaypyca NCI = C95023

(cMm. https://ncit.nci.nih. gov/ncitbrowser)

d) GWN323, aroHuctuyeckoe MOHOKJIOHaNbHOE aHTUTeNno aHTU-GITR, kxoTopoe akTuBHpyeT

GITR, obnapy:xuBaemblii Ha T-kieTkax Heckoabkux BHAoB. GWN323 paszpadorano Novartis
- ¢cM. W02016/196792
- kox Te3aypyca NCI - C128028

(cMm. https://ncit.nci.nih.gov/ncitbrowser )

- ¢M. kmHnueckoe ucciienosanue NCT02740270 ua https://clinicaltrials.gov/ct2/home

MK-1248, ryMmaHH3UpOBaHHOE ArOHUCTUYECKOE MOHOKJIOHANIbHOE aHTuTeNo (MoAb) IgG4 k
TIIFOKOKOPTHKOUA-UHAYIIMPOBAHHOMY peuenTopy ¢akropa Hekpoza onyxonmn (GITR)
YeJIOBEKA CO 3HAYNTEIIBbHO CHIKEHHOH (P eKToOpHON PyHKUNEH

- cMm. kHndeckoe uccnenosanue NCT02553499 ua https://clinicaltrials.gov/ct2/home

- MK-1248 copmepXUT Takyl K€ ONPENeSIOIY0 KOMIUIEMEHTAPHOCTh O0NacTh

(CDR), uro u MK4166 (cm. Sukumar et al., Cancer Res. 2017)

MK-4166, ryMmaHH3UPOBAHHOE ATOHUCTUYECKOE MOHOKJIOHANIbHOE aHTuTeNno (MoAb) IgGl k

TJIFOKOKOPTHKOWI-UHAYITUPOBAaHHOMY pernentopy (akropa nHekposa omyxomu (GITR)
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YeJIOBeKa ¢ MOTEHIMAIbHONH WMMYHOMOIYJUPYIOMmEed akTHBHOCTBIO (cM. Sukumar et al.,
Cancer Res. 2017).
- oM. kimHndeckoe uccienosanre NCT02132754 wa https://clinicaltrials. gov/ct2/home
- cm. Sukumar, et al., (2017), Cancer Research. 77. canres.1439.2016. 10.1158/0008-
5472.CAN-16-1439.
- kox Tezaypyca NCI C116065

(cm. https://ncit.nci.nih.gov/ncitbrowser/)

g) BMS-986156, aroHUCTHYECKOE MOHOKJIOHAJIbHOE AHTUTENO K [NIFOKOKOPTHUKOUJ-
MHIyLHPOBaHHOMY pernenTopy ¢akropa Hekposa onyxoiu (GITR; unen 18 cynepcemetictBa
¢axTopos Hekposa omyxonu, TNFRSF18; CD357) yuenoseka

- cM. kinHu4deckoe uccnenosanne NCT02598960 Ha https://clinicaltrials.gov/ct2/home

- kox te3zaypyca NCI C132267

(cM. https://ncit.nci.nih.gov/ncitbrowser/)

IMocnenoBarenpHOCTH anTUTEN-aroHUCTOB aHTU-GITR npencrasiaens: B8 WO2011/028683

u WO02006/105021.

B mexoTophix BapuanTax peanuzanuu nojunentun GITR coorBeTcTByeT HOMEpy AocTyma
Genbank AAD22635, Homep Bepcun AAD22635.1, nata oOHoBenus 3amucu:; 10 mapta 2010 1.,
09:42 PM. B onHOM U3 BapUaHTOB peaIn3aliii HyKJIEUHOBAs1 KUCJIOTA, KOAUPYIOLIAsl OJUIIEITHL
GITR, cootsercTByeT HOMepy noctyna Genbank AF125304, nomep Bepcun AF125304.1, narta
obHoBnenust 3amucu: 10 maprta 2010 r., 09:42 PM. B HEKOTOpBIX BapuUaHTaxXx pealu3aluu

nojiunentun GITR coorBercTByeT HOMepy moctyma Uniprot/Swiss-Prot QOYSUS.

Arounctel OX40

0X40 (CD134; TNFRSF4) sBnsiercst unenom cynepcemeiicta TNFR u sxkcnipeccupyercst
CD4 u CD8 T-knerkamu BO BpeMst aHTUT€HCTIEL(IUecKoro npuMupoBanus. Jkcrpeccust 0X40
SBJISIETCS B 3HAYMTENBHOHN CTENeHH BPEMEHHOH mocie nepekpectHoro cumsanus TCR/CD3 u
NPOMCXOAUT B OTBET Ha MPHUCYTCTBHE BOCMAJIUTENbHbIX LUTOKMHOB. B oTcyTcTBUU

AKTUBHUPYIOIIUX CHTHAJIOB OTHOCUTENIbHO MaJloeé YHUCJIO CyOmomyssinuii 3peibix T-KjieTok
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skcnpeccupyroT OX40 Ha OHONOTMYECKHM 3HAYUMBIX YpOBHsX. Jlinsi BbIpabaThiBaHUS
ontuManbHbIX 0TBeTOB CD8 T-KiIeTOK-«KHUUIEpOB» HEOOXOomuMa akTHBAlMs T-KIETOYHBIX
PerenTopoB IUII0C KOCTUMYJISILINS, KOTOpasi MOXKeT ObITh obecreueHa myTem jurupoBanust OX40
¢ npumeHeHneM aronrcta OX40. DTOT aKkTHBUPYIOIIUI MEXaHU3M ycrnBaeT auddepeHnnpoBKy
U OUTOJNUTHYECKYIO (YHKIHMIO T-KJIETOK, YTO NMPUBOAUT K YCHJIEHHIO IMPOTHBOOMYXOJEBOTO
uMMmyHHTeTa. COOTBETCTBEHHO, OyIeT OaronpusTHBIM HaNpaBiIeHHO Bo3aelicTBoBaTh Ha FTP(+)
onyxosb KOHBIOraToM ADC, BbI3bIBasi 'MOeNb aHTUI€HHBIX KJIETOK, B TO BPEMsl KaK aroHHCT
0X40 nnpyuupyer Oonee CUIbHBIN NMPOAODKUTENbHBIH HMMYHHBII OTBET.

Aronnct OX40 moxer ObITh BBIOpaH W3 TPYMIBI, COCTOSIIEH M3 aHTUTENIA-arOHHCTA
0X40, pparmenra aronucra OX40L, onuromepHoro perenropa OX40 u ummynoanresnsa 0X40.
B HexoTOpBIX BapHaHTax peanu3aluu aroHucT cBs3biBaHUS OX40 npencrasiser coOoit
TpumMepHsbIii 6enok OX40L-Fc.

B HekoTOpBIX BapuaHTax peajquzaliy aroHUCT cBsizbiBaHust OX40 mpencrasiser coOoi
¢dparment aronucra OX40L, conepkamuii onuH win Oosee BHEKIeTOUHbIX qoMeHOB OX40L. B
HEKOTOPBIX BapUaHTaxX peajn3aliy aroHUCT cBsi3piBanus OX40 npencrasisier coOoi aHTUTENO-
aronuct 0X40, cesasbiBatouee OX40 yenoseka. B HEKOTOPBIX BapuaHTax peajn3alliy aHTUTEJIO-
aronuct OX40 ucromaer kieTku, kotopble skcnpeccupyroT OX40 yenoseka. B HekoTOpbIX
BapHaHTax peann3aluu aHTuTesa0-aroHUCT OX40 HCTOLaeT KJIETKU, KOTOPbIE HKCIPECCUPYIOT
OX40 uenosexa, in vitro. B HEKOTOPBIX BapUaHTAX PeaH3aLMU KJIETKU MPEACTABISIFOT COOOH
CD4+ s¢pdexropubie T-kneTkn. B HEKOTOPBIX BapuaHTaX peaM3ally KIETKH MPEICTaBJISIOT
coboii Treg-kieTku. B HEKOTOPBIX BapUaHTaX pear3alii UCTOLIEHUE TPOUCX OUT MOCPENCTBOM
AHTHUTEJIO3aBUCUMOMN KJIETOYHOOMOCpenoBaHHoi nurorokcudHoctd (A3KI) w/unm ¢parouurosa.
B HekoTOprIX BapuaHTax peanu3alMu HcTolleHue mnpoucxonuT mnocpeacrsom A3KL B
HEKOTOPBIX BapHaHTax peainu3auuu aHtuteno-aroHucT OX40 cesaseiBaer OX40 yenoseka c
apPUHHOCTBIO MEHbIE WK paBHOH mpuMepHO 1 HM. B HEKOTOpBIX BapuaHTax peaTn3aluu
antuteno-aronuct OX40 ycunmusaer npomudepaunto CD4+ sddexroprbix T-kineTox w/mmm
noBbImaer BbIpabOTKy UUTOKMHOB CD4+ sddexToprbiMu T-KiIeTkaMu 1O CPaBHEHUIO C
nponudepanueii w/unmu BbIpaOOTKOH UTOKMHOB N0 JIeYeHHs] aHTuTenom-aronucrom OX40
4yenoBeka. B HEKOTOpBIX BapHaHTAX peaIu3alidd LUTOKMH TNPEACTaBIsieT Cco0Oi ramma-
uHTeppepoH. B HEKOTOpBIX BapuaHTax peanu3aluu aHTHTeN0-aroHUCT OX40 ycunmBaer
nponudepanuro T-KIETOK MaMATH W/WIIH MOBBIIAET BBIPAOOTKY UTOKUHOB T-KJIETKOH MamsTH.
B HexoTOphIX BapuaHTaxX peaju3alyy LUTOKHH MpeAcTaBisieT coOoil ramma-uHTepdepoH. B
HEKOTOPBIX BapuaHTax peanusanuu aHtureno-aroHucT OX40 uarubupyer ¢pynkumro Treg. B
HEKOTOPBIX BapUaHTaX peaju3anuu aHtuteno-aroHUCT OX40 uarubmpyer Treg-cympeccuro

¢bynkunn  >ddexropHpix T-knetok. B HEKOTOpRIX BapuaHTax peanm3anMu  (PyHKIUS
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s¢dexropHbIx T-KkeTok mpexacraisier coboit npomudepannto 3¢pdexropabx T-kneTok w/miam
BBIpaOOTKY LWUTOKMHOB. B HEKOTOpbIX BapuaHTtax peammzaimu 3¢dexropHas T-kierka
npencrasisier coboit CD4+ sddexropayro T-kierky. B HEKOTOpBIX BapuaHTaxX peau3aluu
antureno-aronucT 0OX40 yBenuuuBaer nepenady cur"Hana OX40 B KieTke-MHILEHH,
skcnpeccupyroiieii OX40. B HekoTOphIx BapuaHTax peanuszauuu nepenaudy cur"aira 0X40
JIETEKTUPYIOT IyTEéM MOHUTOPUHTra HUCXOAsel nepenaun curaana NFkB.

Tepmur «aronucr OX40» o3Havaer m000€ XMMHUYECKOE COEJUHEHHWE MU
OMOJNIOTHYECKYIO MOJIEKYJy, KOTOpas CTUMYJHUPYET MMMYHHYIO DPEAKLMIO IyTeM aKTUBALUU
nepenauu curnana 0X40.

Jlns uccnenoBaHUsl CTENEHH MOBBIIEHUs, Hanpumep, akTuBHOCTH OX40 mpoObl mnu
oOpasupl, cofep’Kalue KOHKPETHbIM, Hampumep, O€NoK, TIeH, KIeTKYy WJIH OpraHusM,
00pabaThIBAIOT MOTEHIAJIbHBIM AKTUBUPYIOLIMM MM HHTHOHPYIOLIUM ar€HTOM U CPABHUBAIOT C
KOHTPOJIbHBIMH ~ OOpasuamy, oOpaOOTaHHBIMM  HEAKTHMBHOW KOHTPOJBHOH  MOJIEKYJIOH.
KoHTponbHeIM 00pasLiaM NpUCBaMBAIOT OTHOCUTEJIbHOE 3HAYEHHE aKTHBHOCTH, paBHoe 100%.
WurnbnpoBanust JOCTUralOT, KOTAa 3HAUYEHUE AKTUBHOCTH OTHOCHUTENIBHO KOHTPOJISI COCTABIIAET
npuMepHo 90% uam MeHblIe, Kak npaBuiio 85% unu MeHbe, 0ObrdHO 80% WM MEHbIIe, Yale
75% wnu menblue, kKak npasuwio 70% uiau MeHble, daie 65% winu MeHbine, yaie Bcero 60% wimm
MEeHbIIIe, KaK MpaBuiio 55% unu MeHbine, oObiaHO 50% win MeHblue, dame 45% Wi MEHbIIe,
yame Bcero 40% wiM MeHblIe, MPEeaNnOYTHTEIBHO 35% uin MeHbIne, Ooyiee MPennoYTHTEIbHO
30% wnu MeHblue, erne 6oee MpeanoYTUTENBHO 25% MITH MeHbIIEe U HanOoJiee MPEeNNOYTHTEIbHO
MeHbie 20%. AKTHBALMU AOCTUTAIOT, KOTZla 3HAY€HHE aKTUBHOCTHU OTHOCHUTEJBHO KOHTPOJI
coctasisieT mpumepHo 110%, oObraro 1O MeHbIneit Mepe 120%, yame o menbLeit mepe 140%,
yare 1o Menblieit mepe 160%, gacto nmo menspiueit mepe 180%, Jaine nmo MeHbIIeH Mepe B 2 pa3a
BBIIIIE, Yallle BCErO MO MEHbIIEH Mepe B 2,5 pa3a Bhille, OOBIYHO [0 MEHbIIEH Mepe B 5 pa3 BBILIE,
yaiie o MeHpuieil mepe B 10 pas Bbllle, NPEANOYTUTENBHO IO MeHbIIEH Mepe B 20 pa3 BbILIE,
OoJiee MPennoYTUTEIHFHO N0 MeHbIIel Mepe B 40 pa3 Bbile U HanbOoJIee MPEANOYTHTENHLHO Ooiee
yeM B 40 pas BblLIE.

Kombunanposanne ADC, KOTOpBIH HapaBIEHHO BO3AEHCTBYET HA JTUM(POMBI U JIEHKO3BI,
noJoXxuTedabHble 1o mnepBomy Oenky-mumenn (FTP), ¢ arommcramm OX40 sBisercs
NPEANOYTUTENbHBIM, TIOCKOJIBKY, ¢ OHOH cToponbl, ADC Oyner HemocpencTBEHHO YHUUTOXATh
FTP-nonoskurenpHbIE KIETKH OMYyXOJIH, B TO BPeMsl KaK, C APYroi CToponsl, aroHucT OX40 Oyner
NPUBJIEKaTh COOCTBEHHYI0 MMMYHHYIO CHCTEMY MAalleHTa K YHHUTOKEHHIO PAKOBBIX KIIETOK.
Hapssny ¢ FTP(+) kjeTkamMu OINyXOJM MUIICHb-OTPULIATEIbHBIE KJIETKH OINyXOld B
HerocpeacTBeHHoH Omm3octu ot FTP(+) ki1eTok onyxonu OyAyT MOTEHUUAIBHO YHHUYTOXKATHCS

no Mexanmmy «3pdexr csuperensi» PBD-mumepa, BbICBOOOKIAEMOro MOCHE YHUYTOXKCHHS
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FTP(+) xnerok. CoorBerctBeHHO, ADC Oyzner HEenmocpenCTBEHHO YHUUTOXKATh KIETKH OITyXOJIH.
JlocTUrHyTO€ ~ BBICBOOOJKICHHE  ONyXOJIEACCOLMMPOBAHHBIX ~ AHTUTCHOB W3  KIIETOK,
YHAUYTOXKEHHBIX nuMepoM PBD, mpuBeneT k 3amycKky MMMYHHOH CHCTEMBI, KOTOPYIO OynayT
JIOTIOJIHUTENBHO YCUITUBATh MyTeM NpuMeHeHus aronucta 0X40.

Konkpetnele aronuctel OX40, nogxonsmue s NPUMEHEHHUs] B Ka4eCTBE BTOPUYHBIX
areHTOB B HACTOSIIEM U300PETEHNH, BKIIFOYAIOT:
a) MEDIO562 (Takxe M3BECTHBIN KaK TaBOJHKCH3yMab, TaBOJIMMA0)

i Homep CAS = 1635395-25-3

(cm. http://www.cas.org/content/chemical-substances/faqs)

ii. YHHUKaJIbHbIN uaentudukarop uarpequenra (UNID) = 4LUIB48U4D
(cm.
http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientIdentifierUNII/default.htm)

- cM. kiuHu4deckoe uccnenoBanne NCT02318394 na https://clinicaltrials.gov/ct2/home

- omucanHeii B WO02015/095423, WO2015/153514, WO02016/073380 wu
WO02016/081384

- xox Tesaypyca NCI = C120041

(cMm. https://ncit.nci.nih. gov/ncitbrowser/)

- HOCHCHOB&TGHBHOCTB TSKEJION LCITN:
QVQLQESGPGLVKPSQTLSLTCAVYGGSFSSGYWNWIRKHPGKGLEYIGYIS
YNGITYHNPSLK SRITINRDTSKNQYSLQLNSVTPEDTAVYYCARYKYDYDG
GHAMDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKRVEPK SCDK THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLPPSREEMTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQK SLSLSPG

- HOCJ’IGI[OBaTeJ'IbHOCTb JIETKOM oernm:
DIQMTQSPSSLSASVGDRVTITCRASQDISNYLNWYQQKPGKAPKLLIYYTSK
LHSGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCQQGSALPWTFGQGTK VEI
KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFN
RGEC
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b) MEDI6383 (adpuzonepumon anwda (Efizonerimod alfa))
i.  nHomep CAS - 1635395-27-5

(cm. http://www.cas.org/content/chemical-substances/faqgs)

ii. yHUKaIbHbIH uneHTuukarop uarpenuenta (UNII) 2 IMH7C2X8KE
(cm.
http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientldentifierUNII/default. htm)

- oM. knuHurueckoe ucciienosanne NCT02221960 ua https://clinicaltrials.gov/ct2/home
- omucanHbiii B W02015/095423, W0O2016/081384 u W0O2016/189124
- xon tesaypyca NCI - C118282

(cm. https://ncit.nci.nih. gov/ncitbrowser/ )

- AmuHOKHCIIOTHas nocyenosarebHOCTh (Seq ID no.17 uz W0O2016/189124):
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPE
VQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSV
MHEALHNHYTQKSLSLSLGKDQDKIEALSSKVQQLERSIGLKDLAMADLEQ
KVLEMEASTQVSHRYPRIQSIKVQFTEYKKEKGFILTSQKEDEIMKVQNNSVII
NCDGFYLISLKGYFSQEVNISLHYQKDEEPLFQLKKVRSVNSLMVASLTYKD
KVYLNVTTDNTSLDDFHVNGGELILIHQNPGEFCVL

¢) MOXRO0916 (taxxke w3BecTHhI kak RG7888, moramusymad (Pogalizumab)),
rYMaHU3UPOBAHHOE MOHOKJIOHAIbHOE aHTUTENo anTH-0X40
i.  Homep CAS > 1638935-72-4
(cm. http://www .cas.org/content/chemical-substances/faqs)
ii. yHHUKaIbHBIN unentudukarop uarpenuenta (UNIT) = C78148TF1D
(cm.
http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientldentifierUNII/default. htm)
iii.  xom te3aypyca NCI - C121376

(cm. https://ncit.nci.nih.gov/ncitbrowser/ )
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d) O0X40mAb24 (9B12)

1.

ii.

OX40mAb24 mnpencraBisier co0oil TymMaHu3upoBaHHbIH Bapuant 9B12. 9BI12
npeacrasisier codoir mAb IgGl antn-OX40 MbIM, HampaBleHHOE IPOTHUB
BHekJieTouHoro nomena OX40 uemoeka (CD134) (Weinberg, AD., et al. J
Immunother 29, 575-585 (2006)).

cm. B W0O2016/057667 Seq ID no.59 mns VH-nocnenosatenbrocTH OX40mAb24,
n0.29 mna VL-nocnenoBarensHOCTH (n0.32 mpencTaBisieT coOON anbTepHATHUBHBIN
VL):

VH-nocnenoBaTeabHOCTh
QVQLQESGPGLVKPSQTLSLTCAVYGGSFSSGYWNWIRKHPGKGLEYIGYIS
YNGITYHNPSLKSRITINRDTSKNQYSLQLNSVTPEDTAVYYCARYKYDYDG
GHAMDYWGQGTLVTVSS

VL-nocienoBaTebHOCTD
DIQMTQSPSSLSASVGDRVTITCRASQDISNYLNWYQQKPGKAPKLLIYYTSK
LHSGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCQQGSALPWTFGQGTKVEI
K

e) INCAGN1949

1.
ii.

iii.

cm. Gonzalez et al. 2016, DOI: 10.1158/1538-7445.AM2016-3204

cM. kuHndeckoe uccienosanue NCT02923349 ua https://clinicaltrials.gov/ct2/home

NOCJIeIOBATEIbHOCTH aHTUTeN onucanbl B W0O2016/179517 Al:
1. B YaCTHOCTH, aHTHTEJIO, COZIepIKallee MOCIeOBATEIbHOCTH!

VH CDR1 - GSAMH
VH CDR2 - RIRSKANSYATAYAASVKG
VH CDR3 - GIYDSSGYDY
VL CDR1 = RSSQSLLHSNGYNYLD
VL CDR2 - LGSNRAS
VL CDR3 - MQALQTPLT

ii. HampuMmep, aHTUTEJIO, COAEPIKallee MOCIEeNOBATENbHOCTH:
VH >
EVQLVESGGGLVQPGGSLKLSCAASGFTFSGSAMHW VRQASGK
GLEWVGRIRSKANSYATAYAASVKGRFTISRDDSKNTAYLQMNS
LKTEDTAVYYCTSGIYDSSGYDYWGQGTLVTVSS
VL >
DIVMTQSPLSLPVTPGEPASISCRSSQSLLHSNGYNYLDWYLQKP
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GQSPQLLIYLGSNRASGVPDRFSGSGSGTDFTLKISRVEAEDVGV
YYCMQALQTPLTFGGGTKVEIK

g) GSK3174998, rymanusupoBanHoe aronuctudeckoe IgG1 MoHOKIOHaBHOE aHTUTENO (MAD)
anTu-0X40

- oM. kJimHnYeckoe ucciienosanue NCT02528357 na https://clinicaltrials.gcov/ct2/home

h) PF-04518600 (PF-8600) mpencraBiser coboii HcciaenyeMoe MOHOKJIOHAJIbHOE AHTHUTENO
(mAb) NOTHOCTBIO YETOBEYECKOr0 MPOMCXOXKACHUS, HANPABIEHHO BO3IEHCTBYIOLIEE HA OEJIOK
0X40

- oM. mareHT WO 2017/130076 Al

-  CcM. KJIMHUYECKOE HUCCJIEIOBAHNE NCT02315066 Ha
https://clinicaltrials.gov/ct2/home-
xox Te3aypyca NCI - C121927

(cM. https://ncit.nci.nih.gov/ncitbrowset/)

B HekoTopeix BapuanTax peanuszarmu nojaunentun OX40 cooTBETCTByeT HOMEPY AOCTYIIa
Genbank CAA53576, nomep Bepcun CAAS53576.1, nata obHoBieHus 3anmcu: 2 pespans 2011 r,
10:10 AM. B opgHOM M3 BapHWAHTOB peaIM3alUd HYKJIEHHOBAs KUCIJIOTAa, KOIUPYOIIAsi
noyunentun OX40, coorBercTByer HOMepy noctyna Genbank X75962, Homep Bepcun X75962.1,
nara ooHoByeHus 3amucu: 2 ¢espans 2011 r., 10:10 AM. B HEKOTOpBIX BapUaHTAX peaH3aliu

noyunentun OX40 coorBercTByeT HOMepy noctyna Uniprot/Swiss-Prot P43489.

Amnraronguct CTLA

CTLA4 (CD152) sxcnipeccupyeTcsi Ha aKTUBHPOBAHHBIX T-KJIETKAaX M CIYKHUT B KA4ECTBE
KOMHTHOUTOpa MIsi KOHTPOoJisi T-kjieTouHbIx 0TBeTOB Tocie CD28-omocpenoBaHHON aKTUBALIUU
T-xnerox. Ilonarator, uto CTLA4 perynupyer ammiauTyAy paHHeW akTUBAaLUMU HauBHBIX T-
knerok u T-xknerok mamsatu mnocine BosiedeHuss TCR U sBisieTcs 4YacThIO ILIEHTPAJbHOIO
UHTUOUTOPHOTO MYTH, KOTOPBIH OTPULIATEIIPHO BJIMSET KaK Ha MPOTHBOOIYXOJIEBbI HMMYHHTET,
Tak 1 Ha ayroummyHuter. CTLA4 »skcnpeccupyercsi HUCKIIOUUTENBbHO Ha T-KjieTkax, Hu
skcripeccust  ero  gurasmoB  CD80  (B7.1) u CD86 (B7.2) cunbHO oOrpaHu4eHa
AHTUTEHIIPEICTABISIIOIIMMU KJIeTKaMU, T-KJIeTKaMU U JPYTMMH OINOCPEAYIOLUMU UMMYyHUTET
kieTkamu. CyIIecTBYIOT AaHHBIE O TOM, 4YTO aHTaroHuctudeckue anturena aHTu-CTLA4,

KOTOpbIe OJOKHUPYIOT MyTh nepenaun curiana CTLA4, yeunusatoT aktuBanuio T-knerok. OgHO
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U3 TaKux aHThTeNn, unmmiumymad, Obuto omobOpeHo FDA B 2011 romy s nedeHus
MeracTaTudeckoll MenaHoMbl. Jlpyroe antureno antu-CTLA4, tpemennmymad, TeCTUPOBAIN B
uccnenoBanusax Il ¢as3el mst neueHnss MenaHOMBI Ha MO3/AHEH CTaJuM, HO OHO 3HAYHUTEJbHO HE
YBEJIMYMBAJIO OOIIYI0 BBDKMBAEMOCTh NAIMEHTOB IO CPABHEHHIO CO CTAHAAPTOM JICUEHHUS
(TemozonomMua WK 1akapOa3uH) B TO BPEMSL.

Tepmun «anraronuct CTLA4» o3Hagaer mo0oe XUMHUYECKOE COENMHEHHE WU
OMOJNIOTUYECKYIO MOJIEKYJTY, KOTOpasi CTUMYJIUPYET UMMYHHYIO PEAKIMIO IyTeM WHIHMOMPOBAaHUS
nepenauu curHana CTLA4.

s uccnenoBaHus CTENEHU TMOBBILIEHUs, HanpuMep, akTuBHOCTH CTLA4 mpoOsl mnu

oOpasupl, cofepskalue KOHKPETHbIM, Hampumep, O€NOoK, TIeH, KIeTKy WJIH OpraHu3sM,

>
00pabaThIBatOT NOTEHIMAIbHBIM AKTUBUPYIOIIUM UM HHTHOUPYIOLIMM ar€éHTOM U CPAaBHUBAIOT C
KOHTPOJBHBIMH ~ OOpasuamu, OOpaOOTaHHBIMH HEAKTUBHOM  KOHTPOJBHOW  MOJIEKYJIOH.
KoHTtponbHbeIM 00pasliaM NpUCBaMBAIOT OTHOCUTEJIbHOE 3HAYEHHE aKTHBHOCTH, paBHoe 100%.
WurnbupoBanust JOCTUralOT, KOTAA 3HAUYEHUE AKTUBHOCTH OTHOCHUTENIBHO KOHTPOJISI COCTaBIISET
npumepHo 90% uam MeHblIe, Kak npaBuio 85% unu MeHble, 00br9HO 80% WM MEHbIIE, Yale
75% wnu menblue, kak npasuwio 70% uan MeHble, daie 65% wiu MeHbine, yaie Bcero 60% umm
MEeHbIIIe, KaK MpaBuiio 55% unu MeHbine, oObiaHO 50% win MeHble, dame 45% Wi MEHbIIe,
yame Bcero 40% wiM MeHblIe, MPEeaNnOYTUTEIBHO 35% Wi MeHblne, Ooyiee MPennoYTHTEIBHO
30% wnu MeHblne, erne 6oee MpeanoYTUTENbHO 25% WITH MeHbIIe U HanOoJiee MPenOYTHTEIbHO
MeHbIe 20%. AKTHBALMU AOCTUTAIOT, KOT/la 3HAY€HHE aKTUBHOCTHU OTHOCHTEJIBHO KOHTPOJIS
coctasinsieT mpumepHo 110%, oObryro 1O MeHbIneit Mmepe 120%, yame o menbeit mepe 140%,
yare 1o MeHbieit mepe 160%, yacto nmo menbiueit mepe 180%, vaie o MeHbIne Mepe B 2 pas3a
BBIIIIE, Yallle BCErO MO MEHbIIEH Mepe B 2,5 pa3a Bbille, OObIYHO [0 MEHbIIEH Mepe B 5 pa3 BBIIIE,
yaile o MeHpuieil mepe B 10 pas Bblllle, IPEANOYTUTENBHO IO MeHbIIEeH Mepe B 20 pa3 BbILIE,
0oJiee MPEeNnoYTUTEIHFHO IO MeHbIIeH Mepe B 40 pa3 BbIlle U HAKOOJIEE MPEATIOYTHTENLHO OoJiee
yeM B 40 pa3 BblLIe.

Kombunanposanne ADC, KOTOpBIN HapaBI€HHO BO3AEHCTBYET Ha JTUM(POMBI U JIEHKO3BI,
nojoxureabHple o nepsomy Oenky-mumeHu (FTP), ¢ wunrunbutopamu CTLA4 sBusercs
NPEANOYTUTENbHBIM, TIOCKOJIBKY, ¢ OHOH cToponbl, ADC Oyner HemocpencTBEHHO YHUUTOXKATh
FTP-nonoxuTenbHbIe KIETKH OMYXOJIH, B TO BpeMs Kak, ¢ Apyroi croponsl, naruourop CTLA4
Oynmer mpuBIEeKaTb COOCTBEHHYIO MMMYHHYIO CHCTEMY NAalMEHTa K YHHYTOXXEHHIO PAaKOBBIX
kierok. Hapsiny ¢ FTP(+) knmeTkamMu OmMyXoJjiM MHIIEHb-OTPHUIATENbHBIE KIETKA OMYyXOJH B
HerocpeacTBeHHoN Omm3octu ot FTP(+) kiieTok onyxonu OyAyT MOTEHUHAIbHO YHHUYTOXKATHCS
no Mexanmmy «3pdext csuperensi» PBD-mumepa, BbICBOOOKIAEMOro MOCHE YHUYTOXKCHHS

FTP(+) xnerok. CoorBercTBeHHO, ADC Oyzner HEeNmocpenCTBEHHO YHUUTOXKATh KIETKH OITyXOJIH.
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JloCTUTHYTO€ ~ BBICBOOOJKICHHE  ONyXOJIEACCOLMMPOBAHHBIX ~ AHTUTCHOB W3  KIIETOK,
YHUYTOXXEHHBIX nuMepoM PBD, mpuBeneT k 3amycKy MMMYHHOH CHCTEMBI, KOTOPYIO OynayT
JOTOJHUTENBHO YCWIIMBATh MyTeM npuMeHeHus: nHruoutopos CTLA4, skcnpeccupyeMbx Ha
Oonbiroi yactu muMbounTos, HHGUIETpUpYOmuX omyxoinb (TIL), 13 MHOXKeCTBa pa3HbIX TUIIOB
OIyXOJIEH.

OcnoBHas ¢ynkuus CTLA4 (CD152) 3akmrodaercst B peryJsisiiud aMIUIMUTYbl PAHHUX
craguil akTuBaMM T-KJIETOK, W B 3TOM Ka4decTBe OH IMPEMATCTBYET aKTUBHOCTH
KocTuMyJupyomero  peuenropa T-kmerox, CD28, B  MHKPOOKPY>KE€HHUH  ONYyXOJIH.
CootserctBenHo, Onokana mytu CTLA4 moskeT ycuinmuBaTh akTUBHOCTD 3¢ ¢ekropHpix CD4+T-
KJIETOK C OJJHOBPEMEHHBIM WHIMOMPOBAHUEM MMMYHOCYIIPECCHUH, 3aBUCUMON OoT TReg-KiIeTok.
CootBercTBeHHO, OyneT OnaronpusiTHBIM HampaBiIeHHO Bo3xelicTBoBaTh Ha FTP(+) omyxonb
koHbtoratom ADC, BbI3biBasi ru0enb aHTUTEHHBIX KJIETOK, B TO Bpemsi kak Onmokama CTLA4
UHAYLHpyeT Oosee CUIIbHBIN MPOJOKUTEIbHBIA MMMy HHBII OTBET.

Konkpernoie anraronuctsl CTLA4, noaxopsmue naIsi NPUMEHEHHs B KadeCcTBe
BTOPUYHBIX ar€HTOB B HACTOSIIEM H300PETEHNH, BKIFOUAIOT:

a) UNMWIMMyMad
1. Homep CAS > 477202-00-9
(cMm. http://www .cas.org/content/chemical-substances/faqs)
ii. yHHUKaIbHbIN unenTuukarop unrpenuenta (UNII) = 6T8C155666
(cm.
http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientIdentifierUNII/default. htm)

b) Tpemenumymad
i.  Homep CAS - 745013-59-6
(cm. http://www .cas.org/content/chemical-substances/faqs)
ii. yHUKaIbHbIH uneHTuukarop unrpenuenta (UNII) 2 QEN1X95CIX
(cm.
http://www.fda gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientldentifierUNII/default. htm)

iil. VH-nocnenoBaTeIbHOCTD
GVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVIWYDGSNKY
YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDPRGATLYYYY
YGMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALG
CLVKDYFPEPVTVSWNSGALTSGVH [SEQ ID NO. 1]
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iv. VL-nocaenoBaTeIbHOCTh
PSSLSASVGDRVTITCRASQSINSYLDWYQQKPGKAPKLLIYAASSLQSGVPS
RFSGSGSGTDFTLTISSLQPEDFATYYCQQYYSTPFTFGPGTKVEIKRTVAAPS
VFIFPPSDEQLKSGTASVVCLLNNFYPREAKYV [SEQ ID NO. 2]

B Hexoropbix Bapuantax peamusauuu nonunentun CTLA cooTrBercTByeT HOMeEpY
nocryna Genbank AAL07473, Homep Bepcuu AAL07473.1, nata oOHOBneHus 3amucu: 11 mapta
2010 r,, 01:28 AM. B o1HOM M3 BapUAHTOB peaIN3aLMU HYKJIEUHOBAs KUCJIOTA, KOAUPYHOLIas
noyunentun CTLA4, coorBercTByer HOMepy nocrynma Genbank AF414120, nomep Bepcum
AF414120.1, nara ooHoBnenus 3anmucu: 11 mapra 2010 r., 01:28 AM. B HeKOTOpBIX BapuaHTax

peanuzarmu nonunentun OX40 coorBercTByeT HoMepy nocryna Uniprot/Swiss-Prot P16410.

dnynapabus u nuTapabuH

KomOuHaumsi  areHToB, OOJajarOIuX  paslMYHBIMH ~ MEXaHW3MaMM  JIeHCTBUS,
npeacTaBisier coOOH yCTAaHOBJICHHBIN MPUHLMI JiedeHus: i OoppObl ¢ pakom. OHa MOXET
SIBJISITBCSI  CIIOCOOOM  TIOBBILIEHHST TPOTHBOOIYXOJEBOW AaKTHMBHOCTH, KOTZIA TPOSIBIISIETCS
cuHepreTrueckuii 3PQGeKT W/ UK Koraa HaOJIONAIT MOHMKEHHYH TOKCHYHOCTh. KOHBIOTAThI
AHTHUTEJIO-JIEKAPCTBEHHOE CPEACTBO, B TOM umciie ¢ PBD akTWBHON rpymmoii, MOTyT 0COOEHHO
MOAXOIUTh B KQUECTBE MAPTHEPOB JJIs1 KOMOMHUPOBAHUS, TIOCKOJIbKY OHH OOJiee HAaNpaBJIeHBI 110
CPaBHEHUIO C TpaauLUUOHHON xumuorepanueil. [lockonbky aumepst PBD nepekpectHo clunBaroT
JTHK xoBajieHTHO, KOMOMHUPOBAHUE UX C IPYTHMMH areHTaMH, KOTopble HapymaroT cunTe3 JJHK
Mo JPyroMy MeEXaHU3My, BEpOsTHO, oOecrieunBaeT moyie3Hbll 3ddekr. IIpumepamu Takux

MOTEHIIUATBHBIX KOMOWHAIWH sSIBJISTFOTCS (DiiynapaOuH u nurapabuH.

Daynapabux

Onynapabun  wmm  pochar  daymapadbuna (DPnymapa) npencramisier  coboi
XUMHOTEPaeBTHUECKOE JIEKaPCTBEHHOE CPEACTBO, IPUMEHSIEMOE B JIECUEHUH N€eMaTOJOTHYEeCKUX
3JIOKAQUYECTBEHHBIX HOBOOOPA30BaHUMN, TAKUX KaK JIEWKO3bI U JTUM(OMBL. OH SIBJISETCS] aHAJIOTOM
nypuHa, KOTopbiil Hapymaer cuHtes JJHK, mpensaTcTByst neiicTBUO pHOOHYKICOTHAPEIYKTA3HI
(RNAR) u JIHK-nionumepasbl. OH aKTUBEH B OTHOLICHUH KaK IENSIIUXCS, TaK W JPEMITFOIINX
knetok. Takske ObuTO mMoOkazaHo, 4to (uynapabun monaeisier TpaHckpumniuio ERCCI1, u sto

MOXeT OOBSICHUTh HabJIFomaeMyro cuHepruro mMexay ¢ayaapadbunom u aumepom PBD SJG136
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(SG2000) B oTHOWIEHNH KJIETOK XpoHHUYeCKOro ymMdormuraproro nerikoza. CLAG/CLAG-M—
KJIaIpHOUH MpeCTaBIsieT COOOM ele OUH aHAJIOT MypHHA, KOTOpbld HHrnoupyer RNR.

Kombunnposanne ADC, KOTOpBIN HalpaBI€HHO BO3AEHCTBYET Ha JTUM(POMBI U JIEHKO3BI,
noJoXuTeNbHble 10 mnepBoMmy Oenky-mumenu (FTP), ¢ ¢uynapabunom sBisercs
NPEANOYTUTENBHBIM, TIOCKOJIBKY, ¢ OfHOH cTopoHbl, ADC Oyner HenmocpencTBEHHO YHUYTOXATh
FTP-nonoxutenbHble KIETKH OMYXOJM II0 MEXaHU3MaM, 3aBUCAIIUM OT IMEPEeKPECTHOrO
ciuBanust JIHK n npuBomsmuM k anonrtosy, B TO BpeMs Kak, ¢ APYroi cTOpoHsl, ¢iyaapabux
Oyner unrubuposate PHK- u JIHK-nonumepasy kieTok, a Takke OJHOBPEMEHHO MOAABISATH
depmentbl penapaunu JIHK, nHeoOxonmumbie misi ycrpanenust nepekpectHbix cBsizeirr JIHK,
UHAYLHMPOBAaHHBIX 1uMepom PBD.

s nemoHcTparuu Toro, uto ADC nelicTByeT cuHepreTudyecku ¢ paygapabrHOM naHenb
munauit FTP(+) kneTok coBMecTHO 00pabaTeiBaroT AuanazoHoM koHieHTpauui kak ADC, Tak u
¢dnynapabuna. B xauecTBe OTpULIATENbHBIX KOHTPOJIEH 3Ty JK€ MaHeJb JIUHUN KIETOK COBMECTHO
00pabaThIBalOT qUANa30HOM KOHIEHTpauui (iyaapabuHa ¥ He HANpPaBJIEHHOTO KOHTPOJBHOTO
ADC wunu nuanazonom konuentpaimid ADC u Hocutens. ITocine mHKyOammu u3MepsiioT 1Ba
napamerpa; Koin4ectBo nosepxHoctHoro FTP (ompenenseMoe myTeM MpOTOYHON LUTOMETPHH)
U [IUTOTOKCUYHOCTb KOMOMHaLMiI in vitro (onpenensemyro nyrem aHanu3oB Cell Titer-Glo® wnu
MTS). LIMTOTOKCHYECKYI0 CHHEPTHI0 PACCUUTHIBAIOT MyTE€M MNPeoOpa3oOBaHHs MAAHHBIX O
JKU3HECTIOCOOHOCTH KJIETOK B MOPAKEHHYIO (Dpakuuio U pacyera KOMOMHATOPHOIO HHIAEKCA C

UCTIONIb30BaHUEM nporpammbl aHanuza CalcuSyn.

Homep CAS - 21679-14-1
(cm. http://www.cas.org/content/chemical-substances/fags)

ii. ccbuika NCBI Pubchem = 657237

(cm. https://pubchem.ncbi.nlm .nih.gov/)
iii. ccouika [TUPHAR/BPS - 4802

(cMm. http://www.guidetopharmacology.org/)

iv. YHUKaIbHBIN unenTudukarop unrpeauenta (UNIT) = 1X9VK901SC

(cm. http://www.fda.gov/ForIndustry/DataStandards/SubstanceR egistrationSystem-
UniquelngredientldentifierUNIl/default.htm)
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®opmyana  VII, (paynapadun: [(2R,3R,4S,5R)-5-(6-amun0-2-¢pTop-mypuH-9-min)-3,4-

OUTHAPOKCUOKCONAH-2 -1 [MeTHin(ochOoHOBAST KUCIOTA

[{urapabun

Hurapadun win nurozunapadbunosua (L{urozap-U wmm JlenmouuT) mpencrasisier coOoit
AaHTUMETa0OINYEeCKOe XUMHOTEPANIEBTUUECKOE JIEKAPCTBEHHOE CPENCTBO, IPHMEHSEMOE B
J€YCHUN TeMaTOJIOTHYECKHX 3JIOKAYECTBEHHBIX HOBOOOpA30OBaHWI, TaKUX KaK OCTPBIH
muenonaHeii neiiko3 (OMJI) n HexomxkkuHckas numdoma. OH Takke u3BecTeH kak ara-C
(apabunodypanozumuuTuanH). OH YHHYTOXKAET PaKOBbIe KJIETKU NMyTeM HApYLIEHUS CHHTE3a
JHK. On aktuBHO Metabonmusupyercs a0 Tpudocdhata UUTO3MHAPAOMHO3UAA, KOTOPBIH
nospeskaaer JIHK, korga knerounsiii nuki Haxoautces B S-¢ase (cunte3 JJHK). CnenosarensHo,
Gouplie BCErO MOPakaroTCs OBICTPO AEISLIMECs] KJIETKH, KOTOPBIM HEOOXOIMMa PEeTlIMKALMS
JHK st murosa. Lurosunapabunosun takke naruoupyet kak JIHK- u PHK-nomumepaser, Tak
u (pepMeHThI HyKJIeOTUAPEAyKTa3bl, HeoOxonumele st cunte3a JTHK.

KombOunnposanre ADC, KOTOpBIN HapaBI€HHO BO3AEHCTBYET Ha JIUM(POMBI U JIEHKO3BI,
NOJOXKHUTEIbHbIE 1O mnepBoMmy  Oenky-mummenun (FTP), ¢ uwurapabuHom — siBisiercst
NPEANOYTUTENIbHBIM, TIOCKOJIbKY, ¢ OHOH cToponbl, ADC Oyner HemocpenCcTBEHHO YHUYTOXKATh
FTP-nonoxxurenbHble KIETKM ONYXOJM [0 MEXaHU3MaM, 3aBUCAIIUM OT HEePEeKPECTHOrO
ciuBanust JJHK v mpuBOASIIMM K amonTo3y, B TO BPeMsl Kak, C IPyrod CTOPOHBI, IUTApaOuH
Oyner unarnbuposate PHK- u JIHK-monumepasy KJI€TOK, a Takke OJHOBPEMEHHO TOAABJISATH
cuntes JIHK.

Jns nemoHcTparun Toro, yto ADC neficTByeT CHHepreTH4ecK! ¢ UTapadMHOM MaHeNb
muanii FTP(+) kneTok coBmecTHO 00pabaThiBaroT Anana3oHoM KoHIeHTpauui kak ADC, Tak u
rapabuHa. B kauecTBe OTpHIATENBHBIX KOHTPOJIEH 3TY JK€ MaHeNb JIMHUN KJIETOK COBMECTHO
00pabaThIBAOT MUANA30HOM KOHLEHTpAaUWH IUTapadrHa U HE HANpPaBJIEHHOTO KOHTPOJIBHOTO
ADC wmn nmuanaszoHom konuentparmmii ADC u Hocutens. Ilocne wHKyOammu U3MEpSiFOT IBa
napamerpa: Konn4decTBo nosepxHoctoro FTP (ompenenseMoe myTeM MpOTOYHON LIUTOMETPHH)
U [IUTOTOKCUYHOCTh KOMOMHaLHi in vitro (onpenensemyto nmyrem aHanu3oB CellTiter-Glo® wmu

MTS). LIUTOTOKCUYECKYIO CHUHEPTHI0 pPACCUUTHIBAIOT MyTeM NpeoOpa3OBaHUsl NaHHBIX O
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JKU3HECTIOCOOHOCTH KJIETOK B MOPAKEHHYIO (Dpakuuio U pacyera KOMOMHATOPHOTO WHAEKCA C

UCTIONB30BaHNEM nporpammbl aHanmsa CalcuSyn.

Howmep CAS > 147-94-4
(cm. http://www.cas.org/content/chemical-substances/fags)

ii. ccouika NCBI Pubchem = 6253

(cm. https://pubchem.ncbi.nlm.nih.gov/)
iii. ccouika [IUPHAR/BPS—> 4827

(cm. http://www.guidetopharmacology.org/)

iv. yHUKaJIbHbIH uaenTupukarop uurpeauenta (UNID) = 04079A1RDZ
(cm.http://www .fda.gov/ForIndustry/DataStandards/SubstanceRegistration System-
UniquelngredientIdentifierUNII/default.htm)

O
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N NH»
0
N e
HO
HO OH
dopmyaa VIII, uuTaApaduH: 4-amuuo-1-[(2R,3S,4R,5R)-3,4-nuruapokcu-5-

(TUAPOKCUMETHIT)OKCONIAH-2-WJT [ THPUMHIUH-2-0H

T MIoMeTHIHMPVIOIIUHA areHT

TepMuH «rTMNOMETHIIMPYIOLIUN areHT» OTHOCUTCS K KJIACCy COEAMHEHUMN, HapyLIA0LIUX
metunrposanne JIHK, kotopoe mpencrasisier coboi MpUCOSTUHEHNE METHIIBHON TPYIIIBI 110 S-
MOJIOKEHUIO MUPUMHUANHOBOTO KOJbLIA LIUTO3MHA WU 30Ty B MOJOKEHUU 6 MyPUHOBOIO KOJIbLIA
anenuHa. Metnmposanue JIHK cTaOuinbHO U3MEHSIET MaTTePH SKCIPECCHU T€HOB B KJIETKAX, T.€.
CHIDKAET SKCIPECCHIO TeHOB (T.e. il peuenTopa ButamMuHa D). ['MNOMeTUIMPYIOIIMIA areHT
NpeACTaBIsieT COOOH COeNMHEHHsI, KOTOPBIE MOTYT HHITHOMPOBATh METHIIUPOBAHHE, YTO IPUBOIUT
K DKCIIPECCUN paHee I'MIePMETUINPOBAHHBIX MOJYALINX M€HOB. AHAJIOTM LIUTHIMHA, TAKUE KaK
S-azauuTuanH (A3aLUTHOMH) U 5-a3a-2'-0e30KCUIUTUANH (nenuTabuH), TPEeACTaBISIIOT COOOH
HanOoJiee 4acTo MPUMEHsIEMbIe THTTOMETIITUPYIOIIHUE ar€HThl. DTH COSAMHEHUS IEHCTBYIOT yTEM
CBSI3bIBaHUS C (pEpMEHTAMH, KOTOpBIE KAaTAJIU3UPYIOT peakuuio MetwiupoBanus, T.e. ¢ JJHK-
MeTunTpanchepazamu.

JUis uccnenoBaHusl CTENEHH TUIIOMETHIIMPOBAHUS MPOOBI MM 00paslbl, ComeprKaline
KOHKPETHBIH, Hampumep, OeNOK, I'eH, KIETKY WJIH OpraHu3M, 00padaThIBaOT MOTEHIHAJIbHBIM
AKTUBUPYIOIIUM HJIM HHTHOWPYIOIIMM areHTOM W CPAaBHUBAIOT C KOHTPOJIbHBIMU OOpa3Iiamy,
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00pabOTaHHBIMH HEAKTUBHOW KOHTPOJIBHON MOseKy10i. KOHTpOIpHBIM 00pa3am nprcBanBarOT
OTHOCHUTENIbHOE 3Ha4YeHHe aKTUBHOCTH, paBHOe 100%. WHruOupoBaHHWsI AOCTHUTAIOT, KOTIA
3HauY€HUE AKTUBHOCTU OTHOCUTENBHO KOHTPOJIs COCTaBisieT nmpumMepHo 90% unu MeHblle, Kak
npasmwiio 85% wmu Mensbine, o0praHO 80% win MeHble, Yame 75% win MeHbIIe, KakK MPaBHIIo
70% unu Menble, yaie 65% unn MeHblie, yaine Bcero 60% uian MeHbline, Kak npaBuiio 55% wunu
MeHbIe, 00bI9HO 50% wnu MeHblne, Jame 45% i MeHble, daie Bcero 40% WM MeHbIIe,
npeanouTuTenbHo 35% wnn MeHsblne, Oosee npennoututenabHo 30% uau MeHblle, emre Oonee
MPEINOYTUTENBHO 25% WM MEeHbIIe U HanOoJiee mpeanouTuTeIbHO MeHbine 20%. AKTUBaLUU
JOCTUTAIOT, KOTAa 3HaYeHNE aKTUBHOCTU OTHOCUTEJIBHO KOHTPOJIS cocTaBisieT npuMmepHo 110%,
00bI4HO 110 MeHbIel Mepe 120%, gare no menbleit Mmepe 140%, yame no menbieii mepe 160%,
4acTo 1o MeHbliei Mepe 180%, yaine no MeHblell Mepe B 2 pasa BblIllIe, Yallle BCEro 10 MEeHbLIEeH
Mepe B 2,5 pasa Bblle, OOBIYHO IO MEHBLIEH Mepe B 5 pa3 BbILIe, Halle Mo MeHblIel mepe B 10
pa3 BbIIE, MPEANOYTUTEIBHO 1O MeHblneil Mepe B 20 pa3 Bbliie, Oojiee MPEANOYTUTEIBHO 10
MeHblel Mepe B 40 pa3 Beille 1 HanOoJIee MPEeanoYTUTENbHO Oosiee ueM B 40 pa3 BbILIE.
Kombunuposanne ADC, KOTOpBIH HanpaBIeHHO BO3AEHCTBYET Ha JIUM(OMBI U JIEHKO3BbI,
HIOJIOJKUTENbHBIE 110 niepBoMy Oenky-mumern (FTP), ¢ rumoMeTuupyommumM areHToM SBIIseTcs
IPEANOYTUTENIBHBIM, TOCKOJIBKY, C OHOH cTopoHbl, ADC Oyner HenoCpeACTBEHHO YHUYTOXATh
FTP-nonoxxurenbHble KIETKU ONYXOJH, B TO BpEeMsI KaK, C APYTroi CTOPOHBI, TUIIOMETUITUPYIOLIN M
areHT Oynmer Hapymate MerwiupoBanue JIHK. 3T1o HapylieHne mNpPOUCXOOUT MyTeEM
OCYILECTBIEHUS JEMETHINPOBAHMSI B TOH MOCIENOBATENIbHOCTH, KOTOPasi OTPULIATENIbHO BIIUSET
Ha CMOCO0, KOTOPBIM PETYJISITOpHBIE OEJIKM KJIETKH MOTYT CBsi3bIBaThes ¢ cyocTparom JIHK/PHK.
Bosnukaer cuneprus stoii akruBHOCTH ¢ ADC, mockonbky numepsl PBD nepekpecTHO CrimBaroT
JAHK KOBaJeHTHO, O3TOMY KOMOWHUpPOBAHHE WX C JAPYTHMMH areHTaMH, KOTOPblE HapYINAKOT
cunre3 JIHK no npyromy mexanusmy, obecrneqnBaeT nojie3Hbld 3PP eKT.
KoHkpeTHbple rHMIOMETHUIMPYIOINE AreHThI, MOAXOMSALINE JJIsl MPUMEHEHUs B KayeCcTBe
BTOPHYHBIX ar€HTOB B HACTOSIIEM H300PETEHIH, BKIIFOYAOT:
a) S-azauMTHUAMH (a3aUUTHINH)
i.  Homep CAS - 320-67-2
(cm. http://www.cas.org/content/chemical-substances/faqs)
ii.  ccputka NCBI Pubchem = 9444
(cm. https://pubchem.ncbi.nlm .nih.gov/)
iii.  cceuika [UPHAR/BPS = 6796
(cm. http://www.guidetopharmacology.org/)
iv. YHHUKabHBIN uaeHtudukarop uarpenuenra (UNIT) = M8OTHI13NRU
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(cm.
http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientldentifierUNII/default. htm)
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OH OH

®opmyaa IX, S-azauutuaun: 4-amuno-1-f-D-pudodypanosun-1,3,5-rpuazun-2(1H)-on

b) 5-a3a-2’-mHe30KCHUUTHIVH (HeruTabuH)
i.  somep CAS - 2353-33-5

(cm. http://www.cas.org/content/chemical-substances/faqs)

ii.  cceutka NCBI Pubchem = 451668
(cm. https://pubchem .ncbi.nlm.nih.gov/)

iii.  ccpuika [UPHAR/BPS - 6805
(cm. http://www.guidetopharmacology.org/)

iv. yHHUKabHbIN unenTudukarop unrpenuenta (UNIT) = 776B62CQ27
(cm.
http://www fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientldentifierUNII/default. htm)

NH,

A

G
HO N" "0
O
OH
dopmyaa X, b) 5-a3a-2’-ne30KCULIUTUANH: 4-amuHO-1-(2-ne3okcu-B-D-spurpo-

nerrodypanosmn)-1,3,5-tpuazun-2(1H)-on
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ArenTsl nosslmmaromnue sxcnpeccuro HER2

Tepmun «arent, nosblmarommid 3kcnpeccuro HER2» o3navaer moboe XUMHYECKOe
COEAMHEHUE WIIN OMOJIOTHYECKYIO MOJIEKYJIy, KOTOpast yBeMUUBArOT KonmndecTBo Oenka HER2 Ha
MOBEPXHOCTH KJIETOK OMyXOJIH.

Jlnis uccneoBaHus CTENEHH YBEIUIESHUS TPOOBI Mt 00pasiibl, COAepKaIie KOHKPETHBIH,
Harpumep, OeJIOK, T'eH, KJIETKY HIJIH OPraHu3M, 00pabaThIBalOT MOTEHIIUAIBHBIM aKTHBUPYIOIIUM
areHTOM M CPaBHUBAIOT C KOHTPOJbHBIMH oOOpa3namu, oOpaOOTaHHBIMH HEaKTHUBHOMN
KOHTPOJIBHOI Mounekysoil. KoHTponbHbIM 00pasnaM NpUCBAMBAIOT OTHOCHTENBHOE 3HAYEHHE
skcnpeccuu, paHoe 100%. AKTUBALMU JOCTUTAIOT, KOTZIa 3HAYEHUE SKCIPECCUNU OTHOCUTEIBHO
KOHTpoust cocTassier npumepHo 110%, oObruHO Mo MeHbleit mepe 120%, vaie mo MeHbLIeih
mepe 140%, yvamie nmo Menbiuei mepe 160%, yacto no menbiueit mepe 180%, yaie no MeHbLIEH
Mepe B 2 pasa BbILlIe, Yallle BCero 1o MeHblIeld Mepe B 2,5 pasa Bbllie, 0ObIYHO 110 MEHbLIeH Mepe
B 5 pa3 BblllIE, Halle 10 MeHblIei Mepe B 10 pa3 Bblllle, NPEATIOYTUTENBHO IO MeHbLIeH Mepe B 20
pa3 Bbime, Ooyiee MNPEONOYTUTENBHO IO MeHbled Mepe B 40 pa3 Bbime u Hambosee
HpeAnoYTUTENbHO Oosiee ueM B 40 pa3 BbILIe.

KonkpetHble areHTsl, nosbiuaroiue 3xcnpeccuto HER2, nogxonsmue 1 NpuMeHEeHUs]
B KaYeCTBE BTOPUUHBIX ar€HTOB B HACTOALIEM H300PETEHHH, BKIIIOYAIOT:

a) reMuUTaOWH
i.  nomep CAS - 95058-81-4

(cm. http://www .cas.org/content/chemical-substances/faqs)

ii.  ccpuika NCBI Pubchem = 60750
(cM. https://pubchem.ncbi.nlm .nih.gov/)

iii.  cceuika DrugBank - DB00441
(cm. https://www.drugbank.ca/)

iv. YHHUKabHBIN unentudukarop uarpenuenra (UNIT) > B76N6SBZ8R
(cm.
http://www fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientldentifierUNII/default. htm)

NH
ﬁN
HO | N/& o
0
F

OH F
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Formula XI, remuuradun: 4-amuno-1-(2-nezokcu-2,2-nudrop-p-D-s3purpo-

nerrodypanoswn)nmupumunuH-2(1H)-on

b) Tamokcuden
i.  Homep CAS - 10540-29-1
(cm. http://www .cas.org/content/chemical-substances/faqs)

ii. ccbutka NCBI Pubchem = 2733526
(cm. https://pubchem.ncbi.nlm.nih.gov/)

iii.  cceuika DrugBank = DB00675
(cm. https://www.drugbank.ca/)

iv. YHHUKaJIbHbIN uaeHtudukarop uarpenuenta (UNID) = 094Z181Y45
(cm.
http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem
-UniquelngredientIdentifierUNII/default.htm)

(] T
N

®opmyaa XII, tamokcuden: (Z)-2-[4-(1,2-nudpennndyt-1-eann)penokcu]-N,N-

JUMETHUIIDTaHAMUH

AHTH-CD20 areHTsl

B HekoTopeix BapuaHTax peanuszauuu aHTU-CD20 areHt BBOAAT B koMOuHarmu ¢ ADC B
KayecTBe BTOpUYHOro areHra (t.e. antu-CD20 areHT = BTOpHuHBIH areHt). To ecThb
npeaycMoTpeno BBeaeHne komOmHaumu [ADC + antu-CD20 areHT| wWHOUBUAYYMY B
komOuHanmu, Hapumep, [ADCx19 + purykcumad] wim [ADCx22 + purykcumad].

B HekoTopeix BapuaHTax peanuszaunu aHTU-CD20 areHt BBomsAT B komOuHarmu ¢ ADC B
Ka4ecTBe TpeTHYHOro areHta (T.e. anTu-CD20 areHT = TpeTHYHBIN areHT), B AOMOJHUTEIbHON
KOMOWHAIIMM C BTOPUYHBIM areHTOM, OMNHMCAHHBIM B HACTOSINEM JOKYMEHTE (TaKkuM Kak
uHrnouTop THpo3uHkuHa3bl bpyrona (BTKi), anraronucr PD1, anraronuct PD-L1, aronuct
GITR, aronuct OX40, antaroanct CTLA-4, paynapabun wmm nurapaOiH, THIOMETHIINPYIOIINAN

areHT WKW areHT, noBbimarmmii skcrnpeccnro HER2). To ecth mpemnycMOTpeHO BBEICHHE
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koMOuHatmu [ADC + Bropuunslii areHT + aHTH-CD20 areHt| mHAMBHIYyMYy B KOMOHMHALWWY,
Harpumep, [ADCx 19 + Bropuunslii areHT + purykcumad] nimm [ADCx22 + BTOpUYHBIHA areHT +
putykcumao].

B HexoTOpBIX BapHMaHTax peaju3alid WHAMBHAYYMY BBOAAT komOumHaumio [ADC +
murapabud + aHtu-CD20 arent]|, takyro kak [ADCx19 + uurapabun + purykcumad] wuimu
[ADCx22 + nurapabun + purykcumad)].

B HexkoTOpBIX BapMaHTax peaju3alid WHAMBHAYYMY BBOAAT komOuHauumioo [ADC +
¢nynapabun + antu-CD20 arenr], Takyto kak [ADCx19 + ¢nynapabun + purykcumad] wmu
[ADCx22 + ¢paynapabun + purykcumad)].

IIpennouTnrenbHO, B BapHaHTaxX pealu3alMyd, B KOTOPbIX BBOAMMAs KOMOWHALUs
conepxkut antu-CD20 arent, ADC npexncrasinsier coboit antu-CD19-ADC, Takoit kak ADCx19.

Arenr antu-CD20 mosxer npencrasisaTb codor antuteno antu-CD20 min KOHBIOraT Ha
ocHoBe aHturena. Ilogxomsmue antutena aHTU-CD20 mim KOHBIOraThl HA OCHOBE AHTUTEN
BKJIIOYAIOT PUTYKCUMAO0, 0OMHYTy3yMa0, noputymMomMad THYKCeTaH, TO3UTyMoMal, odatymymao,
okapary3yma0, okpeansymad u Benty3symad. [IpennoururensHo, anTu-CD20 areHT npencraBiseT
coboii putykcumad.

CD20 mpencrasnsier coOoi HerMMKO3MINpoBaHHbIH (ochonporenn maccoii 33-37 x/la,
HKCIPECCUPYEMBIi HAa TIOBEPXHOCTH OONBIIMHCTBA B-KIETOK Kak HOPMaJbHBIX, TaK U
3nokadecTBeHHbIX. buosoruss CD20 Bce ele OTHOCUTENBHO IUIOXO H3yY€HA - y HEro HeT
W3BECTHOTO TNPUPOAHOrO JUraHga, U MbIIH ¢ HokayroM CD20 aeMOHCTPUPYIOT MOYTH
HOPMaJIbHBIH (DEHOTUN C JIMIIb CJIETKa CHUKEHHBIM T-HE3aBUCHMBIM HMMYHHBIM OTBETOM,
cornmacHo coobmenusiMm. CD20 nokanu3yercst B JIMIMUAHBIX JOMEHax-padrax miasMaTudeckon
MeMOpaHbl, TA€ OH, Kak ObUIO MPEANOJIOKEeHO, (YHKUHOHHPYET KaK [eno-YIpaBisieMbli
KaJbLIUEBBIA KaHAJ MOCJe JIMTHPOBaHUs B-kiieToyHOro peuenrtopa ans antureHa (cMm. Boross et
al., Am J Cancer Res. 2012; 2(6): 676—690).

B Hacrosimem onucanun tepMuH «aHTH-CD20 areHT» o3HadaeT JrOOOH areHT, KOTOPbIHA
cneunduyHo ces3bBaercss ¢ CD20 w/wnm uHrnbupyer Ouonornveckyro aktuBHocTh CD20.
[IpennournrenbHbIi Kacc areHToB aHTH-CD20 npencrasnser coOOH aHTHTENA UM KOHBIOTAThI
Ha OCHOBE aHTHUTEJ, KOTOpbIe crienupu4HO cBs3biBaroT CD20.

B mnHacrosimmem ommcaHum TepMHH «cneunpudHo cBsizbiBaeT CD20» o3Hadaer, 4TO
antuteno ceszbiBaeT CD20 ¢ Gonee BbicokoH adPUHHOCTHIO, YeM Hecneun(pUIHbIN mapTHeEp,
TaKOM Kak Obr4mii CBIBOPOTOUHBIN ansOyMuH (BSA, HoMep noctyna Genbank CAA76847, Homep
Bepcuun CAA76847.1 GI: 3336842, nata oOHoBNeHus 3anmucu: 7 siHBaps 2011 r., 02:30 PM). B
HEKOTOPBIX BapHaHTaX pean3alunu aHTuTeNo cBszbiaeT CD20 ¢ koHcTaHTOl acconmanmu (Ka),

KoTOpasi 1o MeHbLIel Mepe B 2, 3, 4, 5, 10, 20, 50, 100, 200, 500, 1000, 2000, 5000, 10*, 10° wiu
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10° pa3s Bblllle KOHCTAaHTHI ACCOLMALUMM YKa3aHHOTO aHTMTeNna s BSA, mpu u3MepeHUH B
¢dusnonornueckux ycioBusix. AHTuTena MoryT ces3piBaTe CD20 ¢ BeICOKON adpPUHHOCTHIO.
Hamnpumep, B HEKOTOPBIX BapUaHTax pealu3aly aHTuTesno Moxer cBsi3biBaTh CD20 ¢ Kp, paBHOI
wiu MeHblie npuMepro 10 M, Taxoii kax 1x 106,107, 10%,10°,107° 101!, 10712, 10-1 umm 10°
14

B HexoTophix BapuaHTax peanusanuu nonunentua CD20 cooTBeTcTBYyeT HOMEpY A0CTyNa
Genbank CAA31046, nHomep Bepcun CAA31046.1, nata obHOBIEeHU: 3ammcu: 2 pespans 2011 r,,
10:09 AM. B opgHOM M3 BapUAHTOB peAIM3aALUM HYKJIEHHOBAs KHUCJIOTA, KOIUPYOIIAsi
noyunentun CD20, coorBercTByeT HOMepy noctyna Genbank X12530, nomep Bepcuu X12530.1,
nara oOHoBieHus 3amuck: 2 ¢gespansa 2011 r., 10:09 AM. B HeKOTOpBIX BapUaHTax peanu3aluu
noyunentun CD20 coorBercTByeT HOMepy noctyna Uniprot/Swiss-Prot P11836.

Jns nemoHcTpaumu TOro, uro komOuHauusi aHTU-CD19-ADC u BTOPUYHOTO areHra
nevictyer cuHeprerudecku ¢ antu-CD20 arenrom, nanens nuauii CD19 (+) ki1eTok coBMeCTHO
00pabaThIBalOT JHAaNa30HOM KOHIEHTpauii kak aHTH-CD19-ADC/BTOpHYHBIHN areHT, Tak U aHTHU-
CD20 arenta. B xkauecTBe OTpULIATENBHBIX KOHTPOJEH STy K€ IaHeNb JHUHUI KJIETOK
00pabaTbIBalOT qHana3oHOM KOHIeHTpauuii anTu-CD20 areHTa wiiM 1Mana3oHOM KOHLEHTpaLUi
antu-CD19-ADC/BrOpuyHbIii areHT u Hocutess. [locine HHKyOauuu U3MepSIFOT Ba MapaMeTpa;
Konn4ecTBO mnoBepxHocTHoro CD19 (ompenensiemoe mnyTeM NPOTOYHOM LIUTOMETPUH) U
IUTOTOKCUYHOCTh KOMOWHauui in vitro (omnpenenmsiemytro nyreMm aHanu3oB MTS). s
OTpeNeNIeHUs [IATOTOKCUYHOCTH KM3HECTIOCOOHOCTD KJIETOK H3MEPSIIOT IyTeM nodasneHust MTS
B KaXIYIO JIYHKY M WHKyOanmu B TeueHue 4 uvacoB mpu 37°C. IIpoueHT ku3HeCrocoOHOCTH
KJIETOK PACCUUTHIBAIOT IO CPABHEHUIO C HeoOpabOTaHHBIM KOHTpOJeM. L{MTOTOKCHUECKyro
CHHEPTUIO PAaCCUYHMTBHIBAIOT MyTeM MpeoOpa3oBaHHs NaHHBIX O JKU3HECTIOCOOHOCTH KJIETOK B
NOpakeHHYI0 (ppakiuio u pacyera KOMOMHATOPHOTO MHAEKCA C HUCIMOJIb30BAHUEM IMPOrPaMMBbI
anamusa CalcuSyn.

AHTU-CD20 areHThl, MOAXONSAIIWE Ui TPUMEHEHUS B HACTOSIIEM U300pETeHHH,
BKJIFOYAIOT:

a) PUTYKCHUMad
i.  Homep CAS - 174722-31-7
(cm. http://www .cas.org/content/chemical-substances/faqs)
ii.  cceutka DrugBank - DB00073
(cm. https://www.drugbank.ca/)
iil. YHHUKaIbHbIN unentudukarop uarpenuenra (UNID) = 4F4X42SYQ6
(cm.  http://www fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem-
UniquelngredientldentifierUNIl/default.htm)
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v.

IlocnenoBaTeIbHOCTD TSXKEIOW LIETH:
QVQLQQPGAELVKPGASVKMSCKASGYTFTSYNMHW VKQTPGRGLEWIGA
IYPGNGDTSYNQKFKGKATLTADKSSSTAYMQLSSLTSEDSAVYYCARSTY
YGGDWYFNVWGAGTTVTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICN
VNHKPSNTKVDKKAEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRD
ELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
KLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Ilocnen0BaTeabHOCTD JETKON LENH:
QIVLSQSPAILSASPGEKVTMTCRASSSVSYIHWFQQKPGSSPKPWIYATSNL
ASGVPVRFSGSGSGTSYSLTISRVEAEDAATYYCQQWTSNPPTFGGGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNR
GEC

b) oOHuTy3ymMad

1.

ii.

Homep CAS = 949142-50-1
(cm. http://www .cas.org/content/chemical-substances/faqs)
yHHUKaIbHbIN unenTudukarop uarpenuenta (UNIT) = 043472U9X8
(cm.  http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem-
UniquelngredientIdentifierUNII/default.htm)

c) wubpurymomad THYKCETaH

1.

ii.

iii.

Homep CAS = 206181-63-7
(cm. http://www.cas.org/content/chemical-substances/faqs)

cebuika DrugBank = DB00078

(cm. https://www.drugbank.ca/)
yHHUKaIbHBIH uneHTudukarop unrpenuenta (UNID) = 4Q52C550XK
(em.  http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem-
UniquelngredientldentifierUNII/default.htm)

d) To3urymomabd

1.

Homep CAS - 208921-02-2
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(cm. http://www.cas.org/content/chemical-substances/faqs)

ii.  cceutka DrugBank = DB00081

(cm. https://www.drugbank.ca/)
iil. yHHUKaIbHbIN uaeHTudukarop uarpenuenta (UNID) = 03431GH41U
(cm.  http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem-
UniquelngredientIdentifierUNII/default.htm)

e) odarymymad
i Homep CAS = 679818-59-8
(cm. http://www.cas.org/content/chemical-substances/fags)

ii.  cceutka DrugBank - DB06650

(cm. https://www.drugbank.ca/)
iii. yHUKaJIbHbIM nneHTu(uKarop unrpeauenta (UNII) 2 M95KG522R0
(cm.  http://www.fda.gov/Forlndustry/DataStandards/SubstanceRegistrationSystem-
UniquelngredientIdentifierUNII/default.htm)

f) okaparysymab
i.  Homep CAS 2> 1169956-08-4

(cm. http://www.cas.org/content/chemical-substances/faqs)

g) okpenusymad
i.  Homep CAS > 637334-45-3

(cMm. http://www.cas.org/content/chemical-substances/faqgs)

ii. YHHUKaIbHbIN uneHTuukarop unrpenuenta (UNID) > A10SIL62TY
(cm.  http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem-
UniquelngredientIdentifierUNII/default. htm)

h) Benty3ymad
i Homep CAS - 728917-18-8

(cMm. http://www.cas.org/content/chemical-substances/faqs)

ii. YHHUKabHBIN unentudukarop uarpenuenra (UNIT) - BPD4DGQ314
(em.  http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem-
UniquelngredientldentifierUNII/default.htm)
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IIpenmymecTBa OMUCAHHBIX KOMOHHALIHI

Kakx ADC, Tak 1 BTOPUYHBII areHT Mpu MPUMEHEHUH B Ka4eCTBE €IMHCTBEHHOTO areHTa
IO OTJENBHOCTH MPOAEMOHCTPHPOBAIHN KIMHUYECKYIO MPUMEHUMOCTh - HAIPUMEp, B JIEYEHUU
paka. OgHAKO, KaK OIMKCAHO B HACTOSAIIEM IOKYMEHTEe, OKHAaroT, 4yto komOmnauuss ADC u
BTOPHYHOTO areHTa 00ecneunT OJHO WU Oosiee U3 CIIEAYIOIUX MPEUMYLIECTB 110 CPABHEHUIO C
neuernneM 6o ADC B popme MoHOTEpanuy, MO0 BTOPUUHBIM ar€HTOM B (JOpME MOHOTEPAITUH!

1) sddexTuBHOE NeveHne OoJiee IMUPOKOTO CIEKTPA PAKOBBIX OITYX OJICH;

2) o¢¢exkTuBHOE JEYEHHE PE3UCTEHTHBIX WM HE MONNAIOIIUXCA JIEYEHUIO (opM

HApPYIIeHUH, TAKUX KaK paK, U MHAUBUAYYMOB C HAPYIICHUSMH, TAKUMHU KaK pak, y
KOTOPBIX IPOM30LIEN PELUANB NIOCIIE IEpHUOa PEMHICCHUH,

3) mNOBBIIIEHHE YACTOTHI OTBETOB Ha JIEUeHHUE; W/ NUIH

4) yBenudeHHe NPOJOJKUTEIBHOCTH OTBETA HA JIEYEHUE.

B Hacrosimem onmcaHuu TepMHH «3(p(eKTHBHOE JiedeHue Oosiee LIMPOKOro CIEKTpPa
PaKOBBIX OMyXOJIEi» O3HAYAET, UTO MOCIE JIeUeHUs] KOMOMHAIMeH HaOM0Aal0T OJHBIN OTBET B
ciy4ae OOJbIIEro CeKTpa U3BECTHBIX BUAOB paka. To eCTh MOJHBIH OTBET HAOIIOJA0T OT BHIOB
paka, 0 KOTOPBIX paHee He COOOLIAH, YTO OHH MOJHOCTHIO OTBeuaroT Ha ADC, BTOpHYHBIN areHT
win auTu-CD20 areHT oTaenbHO (MJTH B KOMOMHAIUSIX IBYX U3 TPEX 3JIEMEHTOB).

Hanpumep, 0bu10 nokasano, uro komOuHarms aHtu-CD19-ADC, ADCx19 u antu-CD20
areHTa, purykcuMada, TeMOHCTPHUPYET CHHEPreTUYEeCKH MOBBIIIEHHYK UTOTOKCUYHOCTH (CM.
IIpumep 4 u Gur.2 B HACTOALIEM ONUCAHHH).

Takxke Obuto MOKazaHo, yto komOuHanus aHTH-CD19-ADC, ADCx19 u nurapabuna
JEMOHCTPHUPYET CUHEPTETUYECKHU MOBBIIIEHHYIO [IUTOTOKCHYHOCTH (cM. IIpumep 5 u ¢ur.3), Tak
ke kak u komOuHaimsi antTu-CD22-ADC, ADCx22, u uurapabuna (cm. [lpumep 6 u dur.4A).
Kombunarust ADCx22 u ¢nynapabuHa Takke AEMOHCTPHPYET CHHEPTeTHUECKU MOBBIIIEHHYIO
IUTOTOKCUYHOCTH (cM. [Ipumep 6 u pur.4B).

B cooTBeTcTBMM ¢ HaHHBIMU [M Vilro, ONMCAHHBIMU BBINIE, JaHHbIE 1 VIVO W3
uccnenosanust ¢ kceHorpaHcruiantaroMm WSU-DLCL2  ykasbiBaroT Ha CHHEpPreTH4ecKu
NOBBIIIEHHYKD ~ MPOTHUBOOMYXOJEBYKD aKTHBHOCTb KoMmOuHarmu ADCx19/murapabun u
kombuHanmu ADCx19/putykcumab (cm. [lpumep 7 u ¢ur.5).

B Hactosmem onmcaHuM TEePMHH «3(p(PEKTUBHOE JICUYCHHWE pPE3NCTEHTHBIX, HE
NOAMAOLINXCS JICUEHUIO WJIM PEeHUOUBUPYIOIUX (GOpPM» O3HAYAeT, YTO TOCHEe JICYCHHUS
KOMOWHANMeW HAOMIONAIOT TMOJIHBIA OTBET Y MHIWBHIYYMOB, KOTOpbIE JHOO YaCTUYHO, JHOO
MIOJTHOCTBIO PE3UCTEHTHBI WK He mopaarTcs jedeHno ADC, BTOpUYHBIM areHTOM HIJIM aHTH-

CD20 arentom oTAenbHO (WM B KOMOWHANMSAX OBYX W3 TpPeX OJJIEMEHTOB, HampHUMep,
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MHIAUBUYYMBI, KOTOpbIE I€MOHCTPUPYIOT OTCYTCTBHE OTBETA WJIU JIULIb YACTUUHBIN OTBET MOCIe
JEUEHUsT KaKUM-TMOO areHTOM OTAENbHO (WM KOMOMHAUMSMH 2 H3 3 3JIEMEHTOB), WIH
UHIUBUAYYMBI C PELUINBOM HAPYLICHUs). B HEKOTOPBIX BapHaHTaxX pean3alliil MOJHbII OTBET
nocie nedeHuss komOuHarmenr ADC/Bropuunbiii areHT/anTH-CD20 areHT HaOMOTAIOT 1O
MeHblIel Mepe y 10% MHIUBUAYYMOB, KOTOPBIE JINOO YaCTHYHO, JINOO MOTHOCTHIO PE3UCTEHTHBI
iy He noapatorcs gedernto ADC, BropudHbIM areHToM min anTH-CD20 arentom otnensHO (Hiu
B KOMOMHAIMSX ABYX U3 TPEX 3JEMEHTOB). B HEKOTOPBIX BapHaHTax peaju3aluy MOJHBIA OTBET
nocie nedeHuss komOuHaimen ADC/Bropuunbiii areHT/anTH-CD20 areHT HaOmMOTarOT 1O
MeHb1el Mepe y 20%, no mensbiuei Mepe y 30%, no meHbiuel Mepe y 40%, o MeHbluel Mepe y
50%, no mensbIeil Mepe y 60%, o Menbluel mepe y 70%, no Menbliei mepe y 80%, o MeHbLIeH
Mepe y 90%, no menbiueil Mepe y 95%, no mensbiuei Mepe y 98% unu no mensiuei Mepe y 99%
UHIUBUAYYMOB, KOTOpbIE JINOO YaCTUYHO, JUOO IMOJHOCTBIO PE3UCTEHTHBI UM HE TOANAIOTCS
neuernto ADC, BTopuuHbIM areHTOM min aHTU-CD20 areHToM OTAenbHO (WM B KOMOMHAIHSIX
IBYX U3 TPEX DJIEMEHTOB).

B nacrosimem onucaHuM TEPMUH «OBBILIEHHAS! YaCTOTA OTBETOB HA JICUEHUE)» O3HAYAeT,
YTO MOCIIE JIEUeHUsI KOMOMHALeH HaOMOAA0T TONHBIN OTBET Yy OOJIbILIeH YaCTH UHINBHIYYMOB,
yeM HaOmoparoT nocie gedernss ADC, BTopudsabiM areHToM min antu-CD20 areHToM OTAeIbHO
(umM B KOMOMHALMSIX ABYX M3 TPEX 3JIEMEHTOB). B HEKOTOPBIX BapHaHTaX peayn3aluy MOJHBIH
oTBeT nociyie JedyeHus: komOuHauueit ADC/Bropuunslii areHT/anTu-CD20 areHT HaOMIOmarT 1Mo
MeHblielr Mepe y 10% mony4aBIIuxX JiedeHHE HHAMBUAYYMOB. B HEKOTOpPBIX BapHaHTax
peanM3aiuy MOJIHBIA OTBET mociie jedeHuss komOnHauueit ADC/Bropuunsbiii arent/antu-CD20
areHT HaOJIFOAAIOT 1Mo MeHbIel Mepe y 20%, o Menbiuei mepe y 30%, o meHblei mepe y 40%,
no MeHbl1uel mepe y 50%, o meHsbleit Mepe y 60%, no menslieit Mepe y 70%, o meHblueil Mmepe
y 80%, mo MeHblueit Mepe y 90%, no menbiuei Mmepe y 95%, no MeHsblieit Mepe y 98% wunu no
MeHbIel Mepe y 99% nonyyaBUINX JeueHHue HHANBUIYYMOB.

B Hacrosiem onrcaHuy TEPMHUH «yBeJIMUEHHas MPOJOJIKUTEIbHOCTb OTBETA HA JIEUEHUE
O3HA4aeT, YTO CPEAHss MPOAOCLKUTEIbHOCTD MOJHOTO OTBETAa Y UHAUBUIAYYMOB, KOTOPBIX JieuaT
TPOHHOH KOMOWHAIMEH, BBILIIE YeM Yy WHIWBHUAYYMOB, IOCTUTAIOIIUX ITOJIHOTO OTBETA IOCHE
neuernst ADC, BropudnbM areHToM Wi aHTH-CD20 areHToM oTHenpHO (MM B KOMOMHAIMSIX
IBYX U3 TPEX 3JIEMEHTOB). B HEKOTOPBIX BapHaHTaX peaM3alUu CPENHSS MPOJOJKUTEIBHOCTD
NOJJHOTO OTBeTa Tmocie JedeHuss komOmHaumeil ADC/Bropuunsiii arent/aHtu-CD20 areHT
COCTaBJIsIeT MO MEHbIIEH Mepe 6 MecsueB. B HEKOTOpBIX BapuaHTax pealnu3alud CpemHss
NPONOJDKUTENPHOCTh TIOJHOTO OTBETa Tmocie JiedeHus: komOmHaumern ADC/BTopuuHBIH
areHT/anTu-CD20 areHT cocraBisieT Mo MeHbluell mepe 12 mecsnes, Mo MeHblueld mepe 18

MECALIEB, 0 MEHbLIENH Mepe 24 Mecsla, MO0 MEHbLIEH Mepe 3 roaa, o MeHbIIeH Mepe 4 rona, mno
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MEHBIIEH Mepe 5 JIeT, IO MEeHbIIEH Mepe 6 JIeT, IO MeHbLIEH Mepe 7 JIeT, IO MEeHbLIEH Mepe 8 JieT,
1o MeHblIen Mepe 9 ser, no mensuen Mepe 10 set, no Mensblel mepe 15 neT unu no MeHslen
mepe 20 ner.

B Hacrosiiem OnMcaHWM TEPMHH «IIOJHBIH OTBET» O3HAYAE€T OTCYTCTBHE KAKHX-JINOO
KJIMHUYECKUX TMPHU3HAKOB 3a00JeBaHus y WHAMBHAyyMa. [Ipu3Haku MOTyT OBITH OLIEHEHBI C
NPUMEHEHHEM COOTBETCTBYIOLIMX METOAMK B HaHHOW obnactu TexHuku, Hampumep, KT wmu
II3T-romorpaduu, win Ouoncun npu Heobxommmoctu. KommuecTBo 103, HEoOXomumoe IS
JOCTUKEHHS MOJHOIO OTBETA, MOXKET COCTAaBJIATh OAHY, [BE, TPU, YEThIpE, NAThb, NECATb WIU
Oonbire. B HEKOTOPBHIX BapHaHTaxX peajn3aliil WHIUBUAYYMBI JOCTUIAIOT MOJHOTO OTBETA HE
MO3/IHEE, YEM U€PE3 IOJ IOCJE BBEACHHS NEPBOM NO3bI, HAIPUMED, HE IMO3JHEE YEM 4epe3 6
MECSLEB, HE TIO3IHEE YEM Yepe3 3 MeCsLa, HE TIO3HEE YEM YE€PE3 MECALL, HE MO3HEE YEM YEPE3

ABC HEACIIN UJIN HE MO3JHEC YEM HUCPE3 HEACIIHO MMOCJIC BBEACHUA HepBOﬁ JO3bI.

Hapywmenusi, koTopbie je4aT

Bunpl KOMOMHUPOBAHHON Tepanuy, OMMCAHHBIE B HACTOSIILEM JTOKYMEHTE, BKJIFOUAIOT T,
KOTOpble JEMOHCTPHPYIOT TOJIE3HYKO TMPOTUBOPAKOBYIO AaKTHBHOCTh. B  4YacTHOCTH, B
COOTBETCTBHHM C HEKOTOPBIMH aCIEeKTaMH YKa3aHHbIE BHIbl TEPANHMU BKJIIOYAIOT aHTHUTEJIO,
KOHBIOTHPOBAHHOE, T.€. KOBAJEHTHO TNPUCOCAMHEHHOE JIMHKEPOM K  KOMIIOHEHTY,
npeCTaBIIsIIoIIeMy co0oii JekapcTBeHHoe cpenctBo PBD, T.e. Tokcuny. Kornma nekapcTBeHHOe
CpPEACTBO HE KOHBIOTMPOBAHO C AaHTUTENOM, JeKapCcTBeHHOe cpenctso PBD  okasbiBaer
[UTOTOKCHUYECKOe aeiicTBue. Takum 00pa3oMm, OHONOTHYECKYH0 aKTHBHOCTh KOMITIOHEHTA,
NPEICTABJISIFOINEro COo00M JiekapcTBeHHOE cpencTBo PBD, MOaymupyrOT myTeM KOHBIOTAILMH C
antutenoM. Kowbtoratbl antureso-iekapcrseHHoe cpenctBo (ADC) cornmacHO HacTosiueMmy
U300PETEHUIO CENIEKTHBHO JOCTaBSIFOT 3(PQPEKTUBHYIO 03y IUTOTOKCUYECKOTO areHTa B
OIMyXOJIEBYIO TKaHb, OJlarofapst 4eMy MOKET ObITh obecreueHa OoJiee BhICOKAsI CEIEKTUBHOCTD,
T.e. Oonee HU3Kast > HekTrBHAS 103a.

Takum 06pa30M, B COOTBETCTBUU C OAHUM H3 AaACIIEKTOB HACTOAILICIO I/1306peTeHI/I$[
NpeIO’KeHbl BUABI KOMOWHUPOBAHHOH Tepamuu, BKIroudaroume seeneHne ADC, kortopwrit
CBSI3bIBAET MEPBBIA OEJOK-MUIIEHb, Ul MPUMEHEHHSI B TEPAIHH, TIPH 3TOM YKa3aHHBIA CIIOCO0
BKJIFOYAET BBIOODP CyOBEKTa HAa OCHOBE 3KCIPECCHU YKA3aHHOTO OeJIKa-MHUIIEHH.

B cooTBeTcTBMM ¢ OZHMM U3 aCHEKTOB HACTOSIIEr0 HW300pPETeHUsl MpeyioKeHa
KOM6I/IHI/IpOBaHHa$I TEpamnua ¢ BTHKGTKOI\/'I, Ha KOTOpOﬁ YKa3aHO, 4YTO 3Ta TCpanua nNoAXOAUT AJisd
NPUMEHEHHUs] Y CyOBEKTa, KOTOPBIH, Kak ObLIO ONMpeneNeHo, MOAXOANUT Il TAKOTO MPUMEHEHHUS.
Ha »Tuketke Moxker 6bITI:> YKa3aHO, 4YTO TEpamnud NOAXOAUT AJid MPUMCHCHUA Y CY6’beKTa,

JIEMOHCTPHUPYIOLIETO JKCIPECCHI0 MEPBOro OeNKa-MHUIIEHH, TaKyl0 KaK CBEPXIKCIIPECCHUs
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nepBoro Oenka-mMumieHn. Ha 3THkeTke MoKeT ObITh YKa3aHO, UTO CYOBEKT CTpataeT KOHKPETHBIM
BUJIOM pakKa.

ITepBblii OeoOK-MHIIIEHb TIPENNOUTUTENBHO TipencTanisier coboir CD19 wmm CD22. Pak
MOXET TPENCTABIATh COOOW JMM(pOMY, TaKyl KaK HeXOMKKHMHCKas nuMmpoma. Ha stukertke
MOXeT OBITh YKa3aHO, 4To cyOBekT crpagaer CD19+ wnu CD22+ numdomoii.

B cooTBercTBUM C APYrUM acCleKTOM TaKkKe NMpPEeAsIo’keHa KOMOWHUpPOBAHHAS Teparmwsl,
ONMHMCAaHHAs B HACTOSIEM MAOKYMEHTE, M TPUMEHEHHUs B JICUEHHH NPOIuQepaTHBHOIO
3a0oneBaHuss. B COOTBETCTBUM C JOPYI'MM acHeKTOM HACTOSILIEr0 H300pETeHHs IPENJIOKEHO
NPUMEHEHUE  COEJUHEHMs, MPENCTABISAIOLIEr0o COOOH  KOHBIOTAT, B  M3TOTOBJIEHUHU
JIEKapCTBEHHOT'O CPENCTBA IS JICUEHHs POIU(epaTUBHOTO 3a00I€BaHMUS.

Crnempanuct B AaHHOM OOJAacTH TEXHUKHU JIETKO MOXKET ONPEAENHUTb, JIEUUT JIH
NOTEHIMaIbHas KOMOMHMPOBAHHAS Tepamnus NpojudepaTHBHOE COCTOSHUE B Clydae Kakoro-
OO KOHKPETHOro THIa KJeToK. Hanprumep, aHann3bl, KOTOpbIE MOXKHO C yIOOCTBOM PUMEHSITh
IUIs1 OLIEHKH aKTHBHOCTH, 00eCreuynBaeMoll KOHKPETHBIM COSIHEHHEM, OIIMCAHbI HIDKE.

Buapl KOMOMHHMPOBAHHOW Tepanuy, ONHMCAHHbIE B HACTOSIIEM IOKYMEHTE, MOXKHO
NPUMEHATh JJIsl JiedeHus mnposudepaTuBHOro 3adoneBaHusi. TepMmuH «mponugpepaTHBHOE
3a00yieBaHNE» OTHOCUTCS K HEHYKHOH WJIM HEKOHTPOJIMPYEMOW KIETOYHOH Mposudepaum
M30bITOYHBIX MM AHOMAIbHBIX KJIETOK, KOTOpasi HEXeJIaTellbHa, TAKOW KaK HEeOIUIAaCTUYeCKHUil
WIH TUTIEPILIACTUYECKUH pOCT, OyIb TO i1 Vifro Wi in vivo.

IIpumepsl mponudepaTHBHBIX COCTOSIHMM BKJOYAKOT, HO HE OrPAHUYHMBAIOTCS HMH,
IOOpPOKAYECTBEHHYIO, TPEA3JIOKAYECTBEHHYI0 M 3JIOKAYECTBEHHYIO MPOJNH(EPALHIO KIETOK,
BKJIFOYasi, HO HE OTPAHUYMBASICh UMM, HOBOOOPA30BaHMSI U OMYXOJH (HANpuMep, TUCTOLUTOMY,
[JIHOMY, aCTPOLIUTOMY, OCTEOMY ), PAKOBBIE OMYXOJIH (HATIPUMED, PakK JIETKOTO, MEJIKOKJIETOYHBIN
paK JIETKOTO, PaK >KeJyIOYHO-KUIIEYHOTO TPAaKTa, PaK KULIEYHHKA, PAK TOJCTON KHUIIKH, paK
MOJIOYHOH JKeJIe3bl, paK SUYHHUKOB, PaK MPEACTATEIbHON JKeJIe3bl, paK siIMdKa, paK MeYeHH, pak
MIOYKH, pPAaK MOYEBOTO My3bIPsI, PAK MOKEITYTOYHOM JKEJe3bl, PaK MO3ra, CAPKOMY, OCTEOCapKOMY,
capkomy Kanomm, wmenaHomy), JuMGpOMBI, JIEHKO3BI, ICOpHa3, 3a00JIeBaHUA KOCTEH,
¢dubponpomudeparnBHble HapylLIeHUs (HAPUMEP, COSAMHUTENbHBIX TKAHEH) M aTepOCKIEPO3.
[Ipencrapnsromye HHTEPEC PAKOBBIC OMYXOJIH BKIKOYAIOT, HO HE OTPAHIMYHBAOTCS] UMH, JIEHKO3bI
U paK SIMYHUKOB.

MoxHO neunTh JIIOOOW THN KIJIETKH, BKJIOUYAs, HO HE OrPAaHUYMBASCh HMH, JIETKOE,
JKEJTYyJOUYHO-KUIIEYHBIH TPAKT (BKIFOYAsl, HAPUMED, KHUIIEUYHHUK, TOJCTYIO KHIIKY), MOJIOYHYIO
xKene3y (KJIETKH MOJIOUHOM JKeJe3bl), SIMUHUKH, MPEACTATENbHYIO JKeJe3y, MeYeHb (IeYeHOUHbIe

KJIETKH ), TIOYKH (TIOYEUHBIE KJIETKH ), MOUEBOU My3bIPb, OIKEITYIOUHYIO JKEJIe3y, MO3T U KOXY.
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IIpomudepaTuBHbIE HAPYIIEHUS, TMPEACTABISIOMINE OCOOBI HHTEPEC, BKIIOYAIOT, HO HE
OTPaHUYMBAIOTCS IMH, HEXOJKKHHCKYIO JTMpomy, BKIrouas 1uddy3Hyo B-kpymHOKIETOUHYO
mmpomy (JABKKJI), pommukynsapryro mumbomy (PJI), tumdpomy U3 KIETOK MAHTHIHOHN 30HBI
(JIKM3), xpornueckyto tuMmparudeckyro aumpomy (XJIJI) u B-knerounyro numdomy U3 KIeTok
mapruHaibHON 30HBI (BKJIM3), u jeiiko3bl, Takue Kak BOJOCATOKJIeTOUHbIH Jeiiko3 (BKJI),
BapUaHT BoJyiocaTokyeToyHoro Jyeriko3za (BKJI-B) u octpeiii mumdobnactasiii nefikos (OJLJI),
TAKOM Kak TOJOXHUTENbHbIM 1o (unanensduiickoii xpomocome OJUI (Ph+OJIJI) wmm
oTpULATENbHBIH 110 Ppunanensdpuiickoit xpomocome OJLJI (Ph-OJII) [Fielding A., Haematologica.
2010 Jan; 95(1): 8-12].

IIpomudeparuBHoe  3a0oneBaHHEe  MOXKET  XapaKTEPH30BATbCS  MPUCYTCTBHEM
HOBOOOpaszoBaHus1, copepxamero kak CD19+, tak m CD19- xnerku. IlponudepatnBHOe
3a00J1eBaHIEe MOXKET XapaKTepH30BaTbCs MPUCYTCTBHEM HOBOOOPA30BAHMS, COMAEPIKAINEro Kak
CD22+, tak u CD22- xyeTku.

IMpomudeparuBHoe  3a0oneBaHHe  MOXKET  XapaKTePU3OBATBCS  MPUCYTCTBHEM
HOBOOOpa3oBauus, cocrosimero m3 CD19- HeomacTH4ecKkux KJIETOK, IPU 3TOM HEOOsI3aTeIbHO
ykazaHHble CD19- Heormactudeckue kieTku accorunposanbl ¢ CD19+ HeonnacTudeckuMU UK
HEeHeOoIUlacTHIeCKUMH kieTkamu. [IponugepaTnBHoe 3a00neBaHHE MOXKET XapaKTepHU30BATHCS
NPUCYTCTBHEM HOBOOOpa3oBaHusi, cocrosimero u3 CD22- HEOmIacTUYeCKUX KIETOK, MPU 3TOM
HeoOs3aTenbHO ykasanHble CD22- HeomacTu4yeckwe KJIETKH accouuupoBanbl ¢ CD22+
HEOIUIACTHYECKUMH MJTH HEHEOTUIACTHYECKUMH KJIETKAMH.

Pak-MuIeHp WM pakoBble KJIETKU-MULICHH MOTYT MPEACTABIISTh COOOM BCIO HIIH 4YacThb
COJIUTHOM OIyXOJIH.

B HacTOsiieM ONHMCAaHUM TEPMHH «COJIUJIHAS OIYyXOJIb» BKIIFOYAET COJIUJIHBIC
reMaToJOrMYeCKHe PAKOBBIE OIyXOJH, Takue Kak Jumdombl (muMpoma XOMKKHHA WIH
HEXOJUKKUHCKast ImMpoma), KoTopeie Ooee moapoOHO pacCMOTPEHBI B HACTOSIIIEM OIUCAHHH.

Hanpumep, conmumHas Omyxojb MOXKET NPEACTaBIATh COOOH OMyXOJiIb € BBICOKHMMHU
YPOBHAMH WHQPWIBTPUPYIOIHUX T-KJIETOK, TaKHX KaK WHQPHIBTPUPYIOIIHE pPeryisaTopHbie T-
knetku (Treg, Ménétrier-Caux, C., et al., Targ Oncol (2012) 7:15-28; Arce Vargas et al., 2017,
Immunity 46, 1-10; Tanaka, A, et al., Cell Res. 2017 Jan;27(1):109-118). CoOTBETCTBEHHO,
COJIIHAST OMyXOJIb MOJKET MPEACTaBIATh COOOH pak MOMKETYAOYHOH JKee3bl, paK MOJIOYHOH
JKEJNIe3bl, PaK TOJICTOH M TNPSMOW KHWIIKH, PaK JKeIyJKa W MUINEBONA, JIEHKO3 u JuMpomy,
MeJIaHOMY, HEMEJIKOKJIETOUHBIH PakK JIETKOT0, PaK SUYHUKOB, IEYEHOYHO-KJIETOYHYIO KAPIIHTHOMY,
MOYEYHO-KJIETOUHYI0 KapILUHOMY M PaK TOJIOBBI U LIEH.

IIpennonaraercs, 4YTO BUABI KOMOWHHPOBAHHOH TEparuu COTJACHO HACTOSIIEMY

U300pPETEHNI0 MOXKHO TNPHUMEHSATh Ui JICUEHUs] PA3UYHBbIX 3a00JIEBAaHMNA WM HapYLICHUH,
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HalpUMep, XapaKTepHU3YIOLUXCsl CBEPXJIKCIIpeccCHel ONyXOJIEeBOrO AaHTUIeHa. THUMHYHBbIE
COCTOSIHUSL WM TUNepnponudepaTHBHblE HAPYIIEHHUs] BKIIOYAOT JOOPOKAYECTBEHHbIE WU
3JIOKAQUYECTBEHHbIE OMYXOJHU; JIEWKO3, IeMaTOJOrHMYecKue M JHM(OHUIHBIE 3JI0KAUYECTBEHHBIE
HOBOOOpa3zoBaHMs. Jlpyrme BKIIOUAOT HEWPOHANbHbIE, TJIMAJIbHBIE, AaCTPOLUTAJIBHBIE,
TUNOTAJJAMUYECKHe, TJAaHAYJSIpHbIe, MakpodarajibHble, SIUTEIHAIbHBIE, CTPOMAJbHBIE,
OnmacronenpHble, BOCHAIUTENbHbIE, AHTMOT€HHblE M HMMYHOJOTHYECKHE, B TOM 4YHCIE
ayTOMMMYHHbIE HapyIIeHUs 1 O0JIe3Hb «TPAHCIUIAHTAT NMPOTHB x03siHa» (BTIIX).

Kax mnpasmno, 3aboneBaHue WM HapylleHHe, KOTOPOE JieyaT, NPEACTaBIsieT COOOMH
runeprpoaudepaTuBHoe 3a00eBaHNe, TaKOe Kak pak. IIpumepsl paka, KOTOPBIH JIe4aT COrJIaCHO
HACTOSILIEMY H300pETEeHHIO, BKIIOYAIOT, HO HE OrPaHMYUBAsICh WMH, KapLUMHOMY, JHUM(pOMY,
OmacToMy, CapkoMy U JIEMKO3 WM JUMQOHIHBIC 3JI0KAa4eCTBEHHbIE HOBOOOpa3oBaHus. bosee
KOHKPETHbIE TIPUMEPBI TAKUX PAKOBBIX OMyXOJIEH BKIIOYAIOT MNIOCKOKJIETOUHBINH pak (Hampumep,
SMUTENNAJIBHBIN TNIOCKOKIIETOYHBIM PakK), paK JIETKOro, BKIIIOYask MEJIKOKJIETOYHBIN pak JIErkKoro,
HEMEJIKOKJIETOUHBIN paK JEeTKOro, aAeHOKAPLUHOMY JIETKOTO U IJIOCKOKJIETOYHYIO KapLUHOMY
JIETKOTO, pak OpIOLIHOI MOJNOCTH, NMEYEHOYHO-KJIETOUHBIH pPaK, racTpajbHbIA paK WM pak
JKeNyAKa, BKIKOYAas PAaK JKEIyAOYHO-KUIIEYHOrO TPAKTa, pPaK MOMKENyJIOYHON JKeNe3wl,
ro0IacTOMY, Pak MIEHKH MAaTKH, PaK SIMYHUKOB, PAK MEYSHU, PAK MOYEBOT'O My3bIPsi, T€NaTOMY,
pPax MOJIOYHOM KeJe3bl, paK TOJACTOM KUIIKH, paK MPsIMOM KMIIKH, paK TOJICTON U MPSMON KULIKH,
KapIHOMY SHAOMETPHS UJIM MAaTKH, KapLUHOMY CIIFOHHOH JKeJe3bl, PaK MOYKU HJIU TOYEUHbIN
pak, pak MpencTaTesIbHOMN XKeJe3bl, pPak BYJbBBI, pak IIUTOBUAHOMN XKeJe3bl, KAPLUHOMY IMEUEHH,
aHAJIbHYIO KapLIMHOMY, KapLIHHOMY ITOJIOBOTO YJIEHA, a TAK)KE PaK FOJIOBBI U IIEH.

AyTOMMMYHHBIE 3a0O0JIeBaHUs, B JICUEHHH KOTOPbIX MOXKHO TPHMEHSTh BHIbI
KOMOWHHUPOBAHHOM TepanyH, BKJIOYAIOT PEBMATOJOTHUECKUE HAPYIIEHHS (TaKUe KaK, HarpuMmep,
peBMaTouaHbl apTpuT, cuHapoM lllerpeHa, ckinepomepmusi, BONYaHKA, Takas Kak CHCTEMHas
kpacHass Bomyanka (CKB) w  Bom4aHOuYHBIH  HEQPHUT, MOIMMHO3HUT/IEPMATOMHUO3MT,
KPHUOTJIOOYJIMHEMUS, CHHAPOM aHTH(POCHONUNHMIHBIX AHTUTEN M TICOPUATHYECKHI apTpurT),
OCTEOAPTPHT, Ay TOUMMYHHBIE HAPYIICHUS JKEJyT0YHO-KHIIEYHOTO TPAKTA U MEUEHH (TaKue Kak,
HarpuMep, BOCTIAJUTEIIbHBIE 3a00JIeBaHNs KUIIEYHUKA (HAPUMep, S3BEHHBIH KOJHUT U OOJIe3Hb
KpoHa), ayTOMMMYyHHBIN raCTPUT U MEPHUITUO3HASI AHEMHUS, 8y TOUMMYHHbBIN Te€MaTUT, TIEPBUYHBIN
OWTMapHBIN LUPPO3, MEPBUIHBIN CKIIEPOUPYIOLIUI XOJIAHTUT U TIIFOTEHOBAs OOJIe3Hb), BACKYJIUT
(takoli kax, Hampumep, AHI[A-accormmupoBaHHBIA BAaCKYJIHT, BKJIIOYas BAacKyJuT Yeprxa-
Ctpocca, rpanyiaemaro3 Berenepa u monMapTepUUT), ayTOMMMYHHBIE HEBPOJIOTHYECKHE
HapylLIeHus1 (Takue Kak, HalpuMep, PacCesHHBbIH CKIEpPO3, CHUHAPOM OICOKJIOHYC-MHOKJIOHYC,
MHACTEHHsI TPAaBHC, HEHPOMHENIUT 3PHUTENbHOTO HepBa, Oose3Hb [lapkuHCOHa, OoONe3Hb

AnplureiiMepa 1 ayTOMMMYHHBIE TTOJIMHEHPONATHH), HAPYLISHHS MMOUYeK (TaKhe Kak, HalpHuMep,
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rnomepyinonedpur, cuHapom I'ymmacuepa u  Oome3np  beprepa), ayTOMMMyHHBIE
IepMaTOJIOTUYECKHE HapylleHHus! (Takue Kak, HampuMep, NCOpHa3, YPTHUKAapus, KParWBHUIIA,
ByJbrapHass IMy3bIpuaTKa, OyJUle3HbII mneM(Uronag W KOXHAs KpacHas  BOJYAHKA),
reMaToJIOrHYecKie HapylmeHust (Takue Kak, Hampumep, TPOMOOIMTONEHHYECKas IMypIypa,
TpoMOOTHUECKasi TPOMOOLIMTONEHHUYECKAs MypIypa, TOCTTpaHC(Y3UOHHAs IMypoypa H
ayTOMMMYHHAsl TEMOJIMTHYECKAsl aHEMIsI), aTePOCKIIEPO3, YBEHUT, ayTOMMMYHHbIE 3a00JI€BaHuUs
OpraHoB cjyxa (Takue Kak, Harpumep, 3a00JieBaHNE BHYTPEHHETO yXa U MoTepsi Ciryxa), 00Ie3Hb
bexuera, cuanpom PeliHo, TpaHCIITAHTALIMIO OPraHOB, OOJIE3Hb «TPAHCIUIAHTAT MTPOTHB X O3IUHA»
(PTIIX) n ayroMMMyHHBIE SHAOKPUHHbIE HapYyLIEHHs (Takue Kak, HalpuMep, ayTOMMMYHHbBIE
3a00neBaHys, CBSI3aHHBbIE C AMA0ETOM, Takue KaK HHCYJMHO3aBHCHUMBIA CaxapHbIH auader
(U3CH), Oonesnp AnaucoHa U ayTOMMMYHHOE 3a00JieBaHUE IUTOBUIHON JkeJie3bl (Harpumep,
Oonesnp I'pefisca u Tupeounut)). bonee npeamodTuTenpHbie Takue 3a00JI€BaHUS BKJFOYAIOT,
HanpUMep, PEeBMATOMIHBIM apTpuT, s3BeHHbIH KonuT, AHI[A-accounupoBaHHBIN BacKyJIUT,
BOJIYAHKY, pacCesiHHbIN CKjepo3, cunapom lllerpena, 6omnesns I'peiisca, MU3CJl, nepHUIINO3HYIO
AHEMHIO, THPEOUIIUT U TIIOMEPYJIOHEePPHT.

B cooTBeTcTBHMM C HEKOTOPBIMH AacleKTaMH CyOBEKT CTpajmaer mnpoiudepaTHBHBIM
HApYIIEHHEM, BBIOPAHHBIM M3 HEXOUKKMHCKOH JmM¢poMbl, Bkirodas auddysHyro B-
KpynHokjeTounyo sumdpomy (ABKKII), pommukynsprayro aumbomy (PJI), numpomy u3 kieTok
MaHTUHHOHN 30HBI (JIKM3), xpoHuueckyto numparrueckyro sumbpomy (XJIJI) u B-knerounyro
auMQOMy U3 KJIETOK MapriuHaibHOM 30HbI (BKJIM3), u 1efik030B, TaKUX KaK BOJIOCATOKJIETOYHBIN
neiiko3 (BKJI), BapuanT BosocaTokieTouHoro Jjeiikoza (BKJI-B) u octpbliii mumdoOaacTHbIH
neiiko3 (OJLJI), Takoit kak monokuTeNnbHbIN 1o punanensduiickoit xpomocome OJIJI (Ph+OJLT)
WM OoTpuuaTeNbHbld 1o  unanensduiickoit xpomocome OJIJI (Ph-OJIJI) [Fielding A,
Haematologica. 2010 Jan; 95(1): 8-12].

B cooTBeTcTBMM C HEKOTOPHIMH acleKkTaMu CyObekT crpagaer nudp¢ysHon B-
KPYITHOKJIETOYHOH JTUM(OMOH.

B cooTBeTCTBHMM € HEKOTOPBIMH AacleKTaMH CyOBEKT cTpajnaer mnpoinudepaTHuBHBIM
3a00NeBaHNEM, XapaKTEPH3YIOLIMMCS MNPUCYTCTBUEM HOBOOOPA30BaHUS, CONEPIKAINEro Kak
CD19+, Tak u CD19- kierkn. B COOTBETCTBUU ¢ HEKOTOPHIMU ACHEKTaMHU CYOBEKT CTpamaeT
nponudepaTUBHBIM 3a00JIEBAHUEM, XapPaKTEPU3YIOIIMMCS TPUCYTCTBHEM HOBOOOPAa30BaHMS,
coxepskautero kak CD22+, tak u CD22- knetku.

IIpomudeparuBHoe  3a0oneBaHHEe  MOXKET  XapaKTEPU30BATBCS  MPUCYTCTBHEM
HOBOOOpasoBaHwus1, cocrositero n3 CD19- HeommacTUyeckux KIETOK, MPH 3TOM HeoOs3aTeIbHO
ykazaHHble CD19- HeomnacTuueckue kieTku accouuupoBanbl ¢ CD19+ HeomacTHUeCKUMU WIIH

HEHeOoIUIacTHIeCKNMH KieTkamu. [IponudeparnBHoe 3a0oneBaHHEe MOKET XapaKTEPHU30BATHCS
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NPUCYTCTBHEM HOBOOOpa3oBaHus, cocrosimero nu3 CD22- HeOmnmacTH4eCcKnX KIETOK, PU 3TOM
HeoOs3aTenbHO ykazaHHble (CD22- HeomacTudeckne KJIeTKH accouuupoBanbl ¢ CD22+
HEOIJIACTUUECKUMHU MJIM HEHEOIJIACTHUECKUMHU KJIETKAMU.

Hosoobpa3oBanne-MHIIEHb WM HEOTTACTUUECKUE KIIETKU-MHILIEHH MOTYT IPEACTaBIISTh
co0O0H BCIO MITH YaCTh COJMIHON OMyXOJIU. B COOTBETCTBUU C HEKOTOPBIMH aCIIeKTaMH Y CyOBeKTa
€CTb COJIMJHAS OMyXOJb.

B Hacrosmem oOmnucaHMM TEPMHUH «COJHUIHAs OIYyXOJb» BKJKOYAET COJIMIHBIE
reMaToJIOTUYeCKHe PAKOBBIE OIyXONH, Takue Kak JumMdombl (muMpoma XOMKKHHA WU
HEXOJDKKUHCKast IMM(poma), KoTopele Oosee moapoOHO pacCMOTPEHBI B HACTOSIIEM OIUCAHHH.

Hanpumep, conugHas Omyxojb MOXET NPEACTaBIATH COOOH OMyXONb C BBICOKMMHU
YPOBHAMU HHQPUIBTPUPYIOLIMX T-KJIETOK, TakMX Kak HHQUIBTPUPYIOIIHUE peryisTopHbie T-
knetku (Treg, Ménétrier-Caux, C., et al., Targ Oncol (2012) 7:15-28; Arce Vargas et al., 2017,
Immunity 46, 1-10; Tanaka, A., et al.,, Cell Res. 2017 Jan;27(1):109-118). CoOTBETCTBEHHO,
COJIUIHASL OMYXOJIb MOXKET MPENCTABISITh COOON paK MOMKENYAOYHOH JKeNe3bl, PaK MOJIOYHOM
JKeJIe3bl, PaK TOJCTOW W MpPSIMOHM KHINKM, paK >KeJyaKka M MHUIIEBOAA, JIEHKo3 U Jumdomy,
MEJIAHOMY, HEMEJIKOKJIETOYHBIH PaK JIETKOTO, PAK SUYHUKOB, IEUEHOUHO-KJIETOUYHYH KAPLIUHOMY,

MOYC€YHO-KJIECTOUYHYO KapLIMHOMY U paK r'oOJIOBbI U LICH.

Bbi6op nanuenTos

B cooTBeTCTBUM C HEKOTOPBIMH AaCHEKTaMHM HWHIWBUAYYMOB BBIOMPAIOT B Ka4yeCTBE
NOAXONAIINX JJISl JICYSHHs BHIAMH KOMOMHHMPOBAHHOTO JICUEHHs! IO BBEACHUS YKAa3aHHOT'O
JIEUEHUS].

CornacHo HacTosiemMy U300pETEHHIO WHIANBUAYYMbBI, CUUTAIOLINECS TMOAXOASLIMMH JIsI
JICUSHHUSI, TIPEICTABIIIOT COOON TeX MHAMBHIYYMOB, KOTOPbIE, KaK OJKUAIOT, IOJIy4YaT MOJIE3HbIHA
3¢ deKT OT Je4YeHUs WM OTBETAT Ha Hero. MHAMBHIAYYyMBI MOTYT MMEThb HJIH Yy HHX MOTYT
MOJ03peBaTh, WK OHU MOTYT MOABEPraThCsl PUCKY BO3HUKHOBEHUS paka. HAMBUAYYMBI MOTIH
MOJYYUTh AUArHO3 pak. B yacTHOCTH, MHAMBUAYYMBI MOTYT UMETH HJIU Y HUX MOTYT [1IOI03PEBATh,
WIA OHH MOTYT IIOJABEPIaThbCs PUCKY BO3HUKHOBEHHUS JTUM(POMBL B HEKOTOPBIX Clydasx
MHAUBUYYMbI MOTYT UMETh WJIM Y HUX MOTYT NOJI03PE€BaTh, UM OHU MOTYT MOABEPraThCsl PUCKY
BO3HUKHOBEHHUSl COJUIHOTO paka, KOTOPBIH COJEPKUT AaCCOLMUPOBAHHBIE C OIYXOJbIO
HEOIyXOJIEBble KJIETKH, KOTOPBIE O3KCIPECCHPYIOT TEPBbIii OENOK-MHUIIEHb, TaKHE Kak
UHQUIBTPUPYIOIINE KIETKH, KOTOPbIE SKCIPECCHPYIOT NEPBbI OEOK-MUIICHb.

B cooTBeTcTBHU C HEKOTOPBIMH aCIIEKTAMU HHIMBUYYMOB BBIOUPAIOT HA OCHOBE YPOBHS
WK TIATTEPHA SKCTIPECCUU NIEPBOTO OeNKa-MUIIeHH. B COOTBETCTBHM ¢ HEKOTOPBIMH aCIeKTaMHU

BBIOOP OCHOBAH Ha KCIPECCHH MEPBOTO OeNKa-MHUIIEHN Ha TOBEPXHOCTHU KJIETKH.
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B coorBercTBMM € HEKOTOPBIMH AacleKTaMH HHIUBHUIYYMOB BBIOMPAIOT HA OCHOBE
HAIM4YUs y HHAX HOBooOpasoBaHus, coxepxkamero kak CDI19+, tak u CDI19- xnerku.
HoBooOpa3oanne wmoxker cocrosate u3 CDI19- HeomnacTH4ecKWX KIETOK, IPH 3TOM
HeoOsi3arenpHO ykazaHHble CD19- Heomnmactudeckwe kierkn accouuupoBanbl ¢ CD19+
HEOIUIACTHYECKUMH  WMJIM  HEHEOIUTACTUYeCKMMH  KieTkamu.  HoBooOpasoBanue — wmin
HEOIUIACTHYECKUE KJIETKH MOTYT MPEACTaBIATH COOOM BCIO MM YacTb COJUIHOM OMyXOJH.
ConupHas Onyxojib MOXKET ObITh 4acTUUHO MM NMOJHOCTEI0 CD19-orpunarenshoii (CD19-). B
COOTBETCTBHH C HEKOTOPBIMH aCMEeKTaAMU MHIUBUAYYMOB BBHIOUPAIOT HA OCHOBE HAJINYMS Y HUX
HOBOOOpasoBaHus, conepskamero kak CD22+, tak u CD22- knerku. HoBooOpa3zoBaHue MokeT
coctosaTh U3 CD22- HEOmnacTU4YeCKHX KJIETOK, NPH 3TOM HeoOsi3aTenpHO ykazaHHble CD22-
HEOIJIACTUYECKUe  KJIEeTKM  accouuupoBanbl ¢  CD22+  HeomnacTU4eCKUMHU  WUJH
HEHEOIUTaCTHYeCKUMH KkjieTkamu. HoBooOpa3oBaHue WM HEOIJIACTUYECKHUE KIETKU MOTYT
NPEACTABIATh COOOM BCIO WJIM YacTh COJMMAHOHN omyxonu. ComupHasi OmyXxojib MOXET ObITb
yacTUIHO Wi noiHoCcTei0 CD22-orpunarensuoii (CD22-).

B cooTBeTcTBHUM C HEKOTOPBIMH ACHIEKTAMH MHUIIEHb MPEACTABIIET cOO0H BTOPOI OesokK-
MHILIeHb. B COOTBETCTBMHM C HEKOTOPBIMH ACHEKTAMHU BBIOOP OCHOBAH Ha SKCIPECCHU BTOPOTO
Oenka-MHIIEHN Ha TIOBEPXHOCTHU KIJIETKH.

B cooTBeTcTBHUM ¢ HEKOTOPHIMH ACHEKTaMHU BHIOOP OCHOBAaH Ha YPOBHSAX KaK IEPBOTO
OenKa-MUIIEeHH, TaK U BTOPOTro OeJKa-MHUIIEeH! Ha MOBEPXHOCTHU KJIETKH.

B HekoTOpbIX Cciyudasx ONPEeAeNsiOT SKCIPECCHI0 MHUIIEHH B KOHKPETHOM TKaHH,
npezacrasisiome narepec. Hampumep, B oOpasue mTuMpOUIHON TKAaHU WIIK OMYyXOJIEBOI TKaHM.
B HeKOTOpBIX Cilydasix ONpEneNsioT CUCTEMHYIO dKcmpeccuro MumeHd. Hampumep, B oOpasue
LIUPKYJIUPYIOIIEH )KUAKOCTH, TAKOH KaK KPOBb, IJIa3Ma, CBIBOPOTKA WM JIUMQa.

B cooTrBercTBMM ¢ HEKOTOPBIMH aCHEeKTAMHU HMHIUBUIyyMa BBIOMPAIOT B KaueCTBE
NOAXOMALIErO AJISl JISYEHUST M3-3a HAJIWYMs SKCIPECCHU MHIIEHH B oOpasue. B stmx ciydasx
UHIUBUAYYMOB 0€3 5KCTIPECCHH MUIIEHU MOYKHO CYHTATh HETTOIX OMSIIUMHE IS JICUSHHUS.

B cooTBercTBUM € APYTUMHU acneKTaMU YPOBEHb SKCIIPECCUM MMIIEHH HCIIONb3YIOT IS
BBIOOpa WHOWBUAYYMA B KadyeCTBE MOAXOMALIETrO ANl JiedeHus. B ciydae, korma ypoBeHb
SKCIPECCUM MUILIEHU BBIIIE IOPOrOBOIO YPOBHSI, ONPEAENSIOT, YTO HHAUBUAYYM MOAXOAUT AJis
JIeUeHUs.

B cooTBeTcTBUM C HEKOTOPHIMU ACTIEKTAMH MPUCYTCTBHE MEPBOrO O€JIKa-MHUIIEHU W/UITH
BTOPOTo OeNTKa-MUIICHU B KJIETKaX B 00pa3lie YKa3bIBAET HA TO, YTO MHAUBUAYYM MOIXOAHT AJIS
neueHust komOuHarmeH, conepxameii ADC u BTOpuuHBIA areHT. B COOTBETCTBUU C JAPYrHMHU
aCTIeKTaMH YPOBEHb 3KCIPECCHUH TTEPBOr0 OeKa-MHUIIEHN H/UJIH BTOPOTO OeJKa-MHUIIEHH JOJKEH

OBITb BBIIIE MOpoOroBOro ypoOBHs, 4TOOBI YKa3bIBaTh Ha TO, YTO UHAUBUAYYM MNOAXOOUT IJIA
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naeueHus. B COOTBETCTBHM C HEKOTOPBIMH acleKTaMu HaOJIOeHHE M3MEHEHUs JIOKATH3aluu
nepBoro OejKa-MULICHN W/ UM BTOPOTro OeNka-MUIIEHU B 00pasLe 1Mo CPAaBHEHHIO C KOHTPOJIEM
yKa3bIBa€T Ha TO, YTO UHAUBUAYYM MOAXOAUT AJIs JICUEHUS.

B cooTBeTcTBUM C HEKOTOPBIMHU acHeKTaMU MHAMBHAYYM MOAXOAUT AJIA JIEUEHUs, eClU
KJIETKH, TOJIyYE€HHblE M3 JUM(ATHUYECKOrO y3Jia MM BHEY3JIOBBIX YYAaCTKOB, PEarupyrT ¢
aHTUTENIAMH K NIEPBOMY OENIKy-MHUIIEH! W/WJIN BTOPOMY OENIKY-MHIIEHH, KaK ONpPEAeNIeHO MyTeM
ummyHorucroxumun (UI'X).

B cooTBeTcTBUM ¢ HEKOTOPBIMU aCHEKTAMH OINPEAENSIOT, UYTO MALUEHT MOAXOAUT IS
JIeYeHUs, ecu o MeHbie mepe 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%.,
60%, 65%, 70%, 75%, 80%, 85%, 90% wunu Ooyee BCceX KJIETOK B OOpasle HKCIPECCHPYIOT
NepBbIi OeNOK-MuUIIeHb. B COOTBETCTBUM C HEKOTOPBIMH ACIIEKTAMMU, ONTUCAHHBIMH B HACTOSIILEM
JIOKYMEHTE, OIPENeNAOT, YTO MAlMEeHT MOAXOAUT AJIS JIeUeHHs], eciu 1o MeHblueil mepe 10%
KJIETOK B 00pasiie SKCIPECCUPYIOT NEePBbIi OeNOK-MHUIIEHb.

B coorBeTcTBUM ¢ HEKOTOPBIMU aCHEKTaAMHU OINPEAENSIOT, YTO MALUEHT MOAXOAUT IS
JIeUeHus1, ecyu 1o MeHbluel mepe 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%,
60%, 65%, 70%, 75%, 80%, 85%, 90% uiu Oosee BCex KJIETOK B 00pasiie SKCIPECCUPYIOT BTOPOH
Oenok-MuIIeHb. B COOTBETCTBUM C HEKOTOPHIMHM AaCHEKTaMH, ONHMCAHHBIMU B HACTOSIIEM
JOKYMEHTE, ONpPEAessiOT, YTO MALMEHT MOAXOAUT JUIS JIeUeHUs], ecyid 1o MeHblieil mepe 10%
KJIETOK B 00pasiie S3KCIPECCUPYIOT BTOPOI OEJIOK-MHIIEHb.

B cooTBercTBMM ¢ HEKOTOPBIMH aCMEeKTAMU HHIUBUIyyMa BBIOMPAIOT B KauyeCTBE
MOJXOASALIErO JUIsl JIEYEHUsI HA OCHOBE €r0 TEeKYIIeW MM NPeAUIeCTBYIOLIeH cXeMbl JiedeHus. B
HEKOTOPBIX BAPHAHTAX peaN3allii WHAUBUAYYMa BBIOMPAIOT AJis ieueHus: komOunanmeit ADC
WM BTOPUYHOTO areHTa, €ciu MHAuBHAyyMma Jjeurin aHtu-CD20 arentom. B HekoTOphIX
BApUAHTAX pealu3alid HHIUBUAYYMa BBIOMpAIOT ais JiedeHus: komOuHammen ADC w/wmm
BTOPUYHOIO areHTa, eciu MHAuBuAyyMma Jjedar aHTH-CD20 arentom. B HekoTOpbIX ciydasx
UHIUBUAYYMa BBIOUPAIOT JUJIs JIEYCHUS], €CIIM YKA3aHHBI MHIANBUAYYM HE MOINAETCS JICUCHHUIO
(wnu nanpHelmemy nedennto) antu-CD20 arentom. B HekoTopeix ciydasx antu-CD20 areHT
MOXET NPEACTaBISITh CoOON puTykcuMab. B BapuaHTax peannsanuy, B KOTOPBIX HHIUBHIYYMa
MOJBEPTalOT WM mnoaeepranu jedeHnro aHTH-CD20 arentom, komOumnammioo ADC w/wmu
BTOPHYHOTO areHTa MOXKHO BBOAHUTH B KOMOMHamu ¢ aHTU-CD20 arenToM min 6e3 nanbHeimero
BBeAeHus: aHTH-CD20 arenta. ADC moxer npencrasisate coboii antu-CD19-ADC, Takoli kak
ADCx19. ADC mosxker npencrasisatb codoli antu-CD22-ADC, takoii kak ADCx22.

B Hexorophx BapmaHTax peanmsammu komOmHaumio ADC w/unm BTOPUYHOTO areHrta
BBOISAT BBIOPDAHHOMY HMHIUBUAYYMY B KoMOmHaumu ¢ aHTu-CD20 areHtom. B HexoTophIx

BapuaHTax peanusanun komOuHaimoo ADC W/ BTOPUYHOTO areHta BBOAST BBHIOPAHHOMY
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uHAuBUIyyMy ©Oe3 pmanbHeiimmero BBemeHuss aHTU-CD20 arenta. Arent antu-CD20
MPEMOYTUTENBHO TIpeacTaBisier coboi putykcnmad. ADC MoxeT mpencraBisTh COOOW aHTH-
CD19-ADC, takoii kak ADCx19. ADC mosxet npenctasisite coboit antu-CD22-ADC, Takoi kak
ADCx22.

B HacrosiimeM ONMUCAaHWUU TEePMHUH «HE TONNAIOIIMICS JICUeHUIO (WM IajdbHEHIIeMy
neuernto) aHTH-CD20 areHTOM» O3Ha4aeT, YTO HapylleHHe (TaKoe KakK paKk) He OTBEHUaeT MU
nepecTano OTBevuaTh Ha BBeAeHUe aHTU-CD20 areHTa, Korja ero BBOAAT B BUJie MOHOTepanuu. B
HEKOTOPBIX  BapHaHTaxX peaJu3aliddl WHIAUBUAYYMOB C HE TOANAIOIIENHCS JICUEHHIO
HexO/UKKUHCKON numdomoii (HXJI) nneHTnuupyoT ¢ UCHOJIb30BAHUEM KPUTEPUEB OTBETA,
ormucanHbIx B Cheson at al., 2014 (South Asian J Cancer. 2014 Jan-Mar; 3(1): 66-70). B stom
JIOKYMEHTE «HE OTBEYAIOLIUe Ha JIEYEHHE» OIpe[eNieHbl KaK WHANBHIAYYMBI, Y KOTOPBIX
HaOmonatoT 100 (1) >50% yBenuueHne OTHOCUTENIbHO Haupa CyMMBI ITPOU3BEICHUN THaMeTPOB
moOoro paHee MASHTU(HUIIUPOBAHHOTO AHOMAJIBHOTO Yy3J1a, 00 (i) MosiBIeHHE JIF0O00TO HOBOTO
NOpaXXEHWsI BO BpeMs WM B KOHLE Tepanmuu. B HEKOTOphIX BapuaHTax pealu3aluu
WHIMBHIYYMOB C HE IMOANAIOLINMCS JEYSHHUIO JeHKO30M HACHTHOUIMPYIOT KaK MHANBUAYYMOB
100 CO CTaOMIIbHBIM, JTUOO C MPOTPECCUPYIOIUM 3a00JIeBAHUEM, KOTOPBIE 3aBEPLIMIN OAMH
MOJTHBIIN LIUKJI JIEYeHUs], UM UHAMBUYYMOB, JTOCTUIAIOIINUX YACTUYHOI'O OTBETA MOCJIE BYX MU
OoJee MOJHBIX [IUKJIOB JICYEHUSI.

ITepBblii OeNOK-MUIIEHb MPEANOYTHTEIBHO TipencTansier codoii CD19 umu CD22.

O06pasiibl

OO6pa3zern MOXKET COepKaTh WM MOKET ObITh MOJTyY€H U3. KOJHYECTBA KPOBH, KOJUYECTBA
CbIBOPOTKH, HOHy‘{eHHOfI N3 KPOBU MHAUBHAYYMA, KOTOpPAsd MOXET COACPKATH KUIAKYH) YacCTb
KPOBH, MOJYYECHHYIO TIOCJIE yAaleHHst GUOPHHOBOrO CTYCTKA U KJIETOK KPOBH, KOJIMYECTBA COKA
MOKEITY IOYHOM JKeNe3bl, 00paslia TKaH! M OUOTICHITHOTO 00pasua; Ui KJIETOK, MOJYYSHHbIX
OT YKa3aHHOI'O UHIUBHUIAYYMA.

O06paszer MoxeT OBITh B3AT U3 JIFOOOW TKAHU WU JKUAKOCTH OpraHu3Ma. B coorBercTBUM
C HEKOTOPBIMH aCIeKTaMH O0paszell MOXKET BKJIFOYATh HJIM MOXKET ObITh MOJy4eH U3 oOpasua
TKaHH, OMOTNICUITHOTO 0Opasia, MOJYYEeHHOTO MyTeM pe3eKInu 00pa3lia WK BbIIEJICHHBIX KJIETOK
OT YKa3aHHOI'O HHIUBHUIYYMA.

B cooTBeTcTBUM C HEKOTOPBIMU acmeKTaMu 0Opa3ell MpeACcTaBisieT cCo0oi odpa3er TKaHu.
VYkazaHHBIN 00pa3en MOXKET MPEACTABISTh COOOH 00pasen OMmyXxoJaeBOH TKaHH, TAKOH Kak TKaHb
paxoBoii onmyxonu. O0paser MOKeT ObITh MOJyYeH MmyTeM OUOTNCHH OMyXOoJu. B COOTBETCTBUY C

HEKOTOPBIMHU acneKTaMu oOpasel] mpeacTasisieT codoil oOpasen TMM(pONIHON TKaHH, TAKOH Kak
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oOpazer TUMQpOUTHOTO TOPAKEHUS HITH 00pa3ell, MOJTyYeHHbIH MyTeM OUONCHH THM(AaTHIECKOTO
y31a. B HeKoTOpBIX ciydasix obpasel mpeacTasisier Co00i OMONCHITHBIN 00pa3er KOKH.

B cooTBeTCTBUM C HEKOTOPBIMHU acleKTamu oOpaser] OepyT U3 KHAKOCTH OpPraHU3Ma,
OoJyiee MPEANOYTHTENBHO, LUPKYJIUpYIOLIei Mo opranu3My. COOTBETCTBEHHO, 00pa3el] MOKET
npencTaBisiTh coOoi obpasely kpoBH Wi oOpasen Jumdbl. B HEKOTOPBIX Ciydasx oOpaser
npencTasisier coOol oOpaser MOYH UK 00paser CIFOHBL

B HekoTopbIX ciydasx oOpasew npeacrasiseT codoii obpasen KpOBH WU MOJYYSHHBIN U3
kpoBu oOpaszeu. IlonydyeHHblli U3 KpoBH 0OOpasell MOXKET MPEeNCTaBIsTb COOOH BBIOPAHHYIO
(bpakumo KpOBH MHAMBHIYYMa, HAIIPUMED, BHIOPAHHYIO (PPAKLUIO, COAEPIKAIIYIO KJIETKH, WU
(pakLurO MIa3Mbl WIIK CHIBOPOTKH.

BriOpanHas (pakums, copepskaiast KIETKH, MOKET CONepP KaTh MPENCTABISIFOIIIE HHTEPEC
BUJIbI KJIETOK, KOTOpbIE MOTYT BKJItouUaTh jeikouuTsl (WBC), B 4aCTHOCTH MOHOHYKJIEapHbIE
kietkn nepudepuyeckoit kposu (PBC) w/mnm rpanmynouuts, w/umu sputpountsl (RBC).
CooTBEeTCTBEHHO, CIOCOOBI  COTJIACHO — HACTOSIEMY  HM300pPETEHHIO MOTYT  BKJIIOYaTh
AETEeKTHPOBAHHE MEPBOrO MOJIUIENTHIA-MUIIEHH WA HYKJIEHMHOBOH KHCJIOTBI-MHUIIEHH B KPOBH,
B JIEHKOLUTAX, MOHOHYKJICAPHBIX KJeTKaX Nepu(epudeckoil KpOBH, TIPAHYJOLUTAX W/HIH
SPUTPOLIUTAX.

OO6pa3zer MOxeT OBbITh CBEKEB3SITHIM HITH apXUBHbIM. Hampumep, apxuBHasi TKAHb MOYKET
ObITh MOJIy4eHA NPH MEPBOW TUATHOCTHUKE Yy HHIMBHAyYMa WJIM B3siTa MyTeM OWONCHH TPH
peunauBe. B COOTBETCTBHMH C HEKOTOPbIMU acrmekramu oOpasen MpencTaBisieT CcoOoit
CBEXKEB3SThIN OMOTICHITHBIN 0Opaserl,.

ITepBblii OeNOK-MUIIEHb MPEANOYTHTEIBHO TipencTansier codoii CD19 wmu CD22.

Craryc MHOIUBUOYYMA

WHauBUIyyM MOKET MPEACTaBISTh COOOH KMBOTHOE, MIIEKOMUTAIOLIEE, IUIAIICHTAPHOE
MJIEKONIUTAIONIEE, CcymM4aroe (HampuMmep, KeHrypy, BoMOaTa), OIHOMPOXOAHOE >KHUBOTHOE
(HampuMep, YTKOHOCA), TIpbBByHa (HANpHMep, MOPCKYK CBHHKY, XOMSKa, KpbICY, MBbIIIb),
OTHOCSIIIEeCs] K MbIIIaM KUBOTHOE (HampHuMep, MBIIIb), 3aieo0pa3sHoe (Hampumep, KPOJIUKa),
nepHatoe (HampuMep, NTHIY), OTHOCSIIEEeCs K TIICOBBIM JKHBOTHOE (HAmpumep, colaxy),
OTHOCALIEECS K KOIIAYbUM JKUBOTHOE (HANpHMep, KOIIKY), OTHOCAIIEECS K CEeMEHCTBY
JIOIIANHBIX JKUBOTHOE (HAIMpPUMED, JIOLIAb), OTHOCSIIEECS] K CBUHBSM JKUBOTHOE (HAIPUMED,
CBUHBIO), OTHOCSINEECS] K OBLAM JKUBOTHOE (HAampuMmep, OBIy), KPYMHBIA POTaThliii CKOT
(Hampumep,  KOpOBY), mpumara, o0e3bsiHOOOpasHoe  (Hampumep,  O0e3bsHY — WIH
4eJIOBEKOOOpa3Hyto 00e3bsiHy), 00e3bsiHy (HAaIpuMep, MapTHILIKY, MABUAHA), YEJIOBEKOOOPa3HYIO

00e3bsiHy (Harpumep, TOpHLTy, IIUMIIAH3e, OpAaHTyTaHa, THOOOHA) WITH YeNTOBEKA.

86



Bonee Toro, ”HANBUIAYYM MOKET MPEACTABIATE COOOM 00V U3 GOPM CBOETO Pa3BUTHS,
HampuMmep, IUIOA. B OAZHOM M3 TPEANOYTHUTENbHBIX BAapHAHTOB pEATM3ALUU HWHANBHIYYM
npeacTaBisier co0oi denoBeka. B HacTOSAIEM ONMHCAHWN TEPMHHBI «CYOBEKT», «HAlMEHT» U
CUHANBHUIAYYMY SIBISIFOTCS B3aMMO3aMEHSEMbIMU.

B cooTBeTcTBUM ¢ HEKOTOPHIMU ACIEKTAaMH, ONMHMCAHHBIMH B HACTOSILIEM JOKYMEHTE,
UHIUBUAYYM HUMEET WIN y HETO MOJO03PEBAIOT PaK, MM OH ObUT ONpeAeNieH KaK MMOIBEPKEHHBIN
PHCKY BO3HHUKHOBEHHsI paka. B COOTBETCTBHMM € HEKOTOPBIMH AaCIMEKTaMH, OINHCAHHBIMH B
HACTOSIIEM JOKYMEHTe, MHANBHIYYMY YK€ MOCTaBJIeH AMAarHo3 pak. MHauBuayymy mor ObITh
NOCTABJIEH JMAarHO3 HEXOKKUHCKas JuMdpoma, BKIOYas AUPPY3HYIO B-KpymHOKIETOUHYIO
mmpomy (JABKKJI), pomnmukynsapryto numbpomy (PJI), mumdpomy U3 KI€TOK MaHTHIHOHN 30HBI
(JIKM3), xpornueckyto muMmparudeckyro aumpomy (XJIJI) u B-knerounyro numdomy u3 Ki1eTok
mapruHanbHOl 30HBI (BKJIM3), u jeiiko3bl, Takue Kak BOJOCATOKJIeTOUHbIN Jeiiko3 (BKJI),
BAPUAHT BOJIOCATOKJIETOYHOro Jeiiko3da (BKJI-B) u octpsrit mumdobnactsiii neiikos (OJLI),
TAKOW KaK TOJIOKUTENbHBIH 1o (unanensduiickoir xpomocome OJUI (Ph+OJIJI) wm
oTpuLaTeNbHbIN N0 punanenbhuiickoit xpomocome OJIJI (Ph-OJLI) [Fielding A., Haematologica.
2010 Jan; 95(1): 8-12].

B HekoTOphIX Ciydasx MHAMBUAYYMY IOCTaBJIEH JUArHO3 HEXOUKKHHCKas JuMmdoma,
BKIrOUas auddysnyro B-kpynHoknerounyro numbpomy (ABKKJII), domnukynsipayro aumdpomy
(®JI), iumpomy u3 kieTok ManTHiHOH 30HbI (JIKM3), XpoHHUYECKYIO TUMPATHUECKYIO TUMPOMY
(XJIJI) u B-xnerounyro umM¢poMy U3 KJIETOK MapruHaibHOM 30HbI (BKJIM3), 1 neliko3bl, Takue
Kak BoJiocaTokJeTouHbIi Jeiiko3 (BKJI), BapuanT Bojocatokierounoro nerikoza (BKJI-B) u
ocTpbiii suMpoOnacTHeiil setiko3 (OJIJI), Takol Kak MOJOKHUTENbHBIH MO (ruanenbPuitckoi
xpomocome OJIJT (Ph+OJIJI) wnu orpunartenbHelii o Gunanensduiickoit xpomocome OJIJI (Ph-
OJIJI) [Fielding A., Haematologica. 2010 Jan; 95(1): 8-12].

B HEKOTOpBIX Cly4asx MHAMBUIYYM HUMEET, Y HEero MOAO3PEBAIOT WJIH €My IOCTABJICH
IMarHo3 nposngepaTuBHOE 3aboneBaHue, XapaKTEPU3YIOLIEeCs] MPUCYTCTBUEM
HOBOOOpasoBaHus, conepskamero kak CD19+, tak u CD19- knerku. HoBooOpa3zoBaHue MOKeT
coctosaTh n3 CD19- HeomnmacTH4ecKHX KJIETOK, NMPH 3TOM HeoOsi3aTenpHO ykazaHHble CD19-
HEOIUIACTUYECKHE  KJIeTKH  accoumupoBanbl ¢ CDI9+  HeomnacTHYECKUMH — WITH
HEHEOIUTAaCTHYECKMH  KJieTkamu. HoBooOpa3oBaHHWE WM HEOIIACTUYECKHUE KIETKH MOTYT
NPEACTaBISATh COOOW BCKO WIM 4YacTh coidugHOW onyxond. ConmpHas OmyXxojib MOXKET
NpeACTaBisATh cOO0H HOBOOOpa30OBaHUE, BKIIFOUYAsT HEMEMATOJNOTHYECKUN PaK, COIepiKallee I
cocrosiiee U3 CD19+ HeomnacTuueckux KjIeTOK. B HEKOTOpBIX ciiydasx MHAUBUAYYM HUMEET, y
HEr0 TOAO3PEBAIOT HJIM €My TIOCTaBJI€H JUarHo3 nposmdepaTuBHOE 3a00jeBaHHUE,

XapaKTepu3yIolIeecst MPUCYTCTBUEM HOBOOOpasoBaHus, conepskamiero kak CD22+, tak u CD22-
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kietkn. HoBoobOpasosanue mosker coctosaTh n3 CD22- HEOIIaCTHYECKHX KIIETOK, TMPU 3TOM
HeoOs3aTenbHO ykazaHHble (CD22- HeomacTudeckne KJIeTKH accouuupoBanbl ¢ CD22+
HEOIUIACTHYECKUMH  WMJIM  HEHEOIUITACTUYeCKMMH  KieTkamu.  HoBooOpasoBanue — wmin
HEOIUIACTHYECKHE KJIIETKH MOTYT NPEACTaBIATH COOOM BCIO MM YacTh COJUIHON OMyXOJH.
ConmupHass ~ omyxonlb  MOXET  TPEACTaBIATH  COOOM  HOBOOOpa3OBaHWE,  BKIIIOUAs
HEreMaToJIOTUYEeCKUH pak, cozeprxkalee uinu cocrosuee n3 CD22+ HeonnacTU4eckuX KJIETOK.

B HexoTOpbIX cilydasx MHAMBUAYYM HMEET, Y HEro MOAO3PEBAIOT WM €My IOCTaBJIEH
JNAarHO3 COJMAHAsI OMyXOJIb.

B mHacrosmem omnucaHMM TEPMHUH «COJHUIHAs OIYyXOJb» BKJKOYAET COJMIHBIE
reMaTOJIOTUYECKUe PAKOBBIE OMYyXOJIM, Takue Kak juM@ombl (umpoma XOIKKUHA WM
HEXOJDKKUHCKast MMMpoma), KoTopele Oosee moapoOHO pacCMOTPEHBI B HACTOSIIIEM OITUCAHHH.

Hanpumep, conupHas Omyxosib MOXKET NPEACTaBIATh COOOH OMyXOib C BBICOKUMH
YPOBHSIMH MH(PMIBTPUPYIOIINX T-KJIETOK, TaKMX KaK HWHQPUIBTPHPYIOLIHE peryJsiTopHble T-
kierku (Treg, Ménétrier-Caux, C., et al., Targ Oncol (2012) 7:15-28; Arce Vargas et al., 2017,
Immunity 46, 1-10; Tanaka, A., et al.,, Cell Res. 2017 Jan;27(1):109-118). CoOTBETCTBEHHO,
COJIMIHASL ONYXOJIb MOXKET MPENCTABISTh COOON pak MOMKENYAOYHON JKeNe3bl, paK MOJIOYHOM
JKeJIe3bl, PaK TOJCTOW W MNpPSIMOHM KHWIUKM, paK >KeJydka M MHUIIEBOAA, JIeHKo3 U Jumpomy,
MEJIAHOMY, HEMEJIKOKJIETOYHBIH PaK JIETKOTO, PAK SUYHUKOB, IEUEHOUYHO-KJIETOUYHYH) KAPLIUHOMY,
MOYEYHO-KJIETOYHYIO KapLUHOMY U PaK T'OJIOBHI U LIEH.

B HexkoTOpbIX ciy4asx MHAUBUAYYMY IOCTaBJIEH AMATrHO3 COJUIHBIN pak, CONEp KalIHii
uHpUIBTpUpYOIMUE KIeTKH, kcnpeccupyromue CD19+ unmu CD22+.

WHpauBuIyymMa MOTYT TOABEpPraTh WJIM OH MOT OBITh MOJBEPTHYT TEPAIEBTUYECKOMY
JedeHuto 3Toro paka. CyObekT paHee MOr moyiydartbh win Mor He nojy4datb ADCXI19 wumu
ADCX22. B HEKOTOPBIX CJIydasix pak MPencTaBIisieT co00H TUMPOMY, BKITFOUAsT HEXOKKHHCKYIO
mmMpomy.

WHauBuIyyMa MOTYT MOABEPraTh HJIM OH MOT OBbITh IMOABEPTHYT JieueHHt0 aHTH-CD20
areHToM. B HEKOTOpBIX CiydYasX HWHAWBHAYYM MOXKET He TMOJNaBaTbCs JieUeHHIo (Win
nanpHelmemy JedeHno) antu-CD20 arerrom. B HekoTopeix ciyuasx antu-CD20 areHT Moxer
NpeACTaBsATh Cco0OM puTykcuMad. B BapmaHTax peanm3anyy, B KOTOPBIX HHIMBUIYyYMa
MOJBEPTalOT WM ToaBepraiu JiedeHnro aHTH-CD20 arenToMm, komOuHanumio aHTU-CDI19-
ADC/BTOpHYHBIH areHT MOXHO BBOAWTH B KoMOuHammm ¢ aHTu-CD20 arentom wumm 0e3

nanpHeimero seenenns autu-CD20 arenra.
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KonTtponu

B cootBercTBHU C HEKOTOPBIMHU ACHEKTAMH JSKCIIPECCUI0 MUIICHU Yy HWHAUWBHUAYYMaA
CpaBHUBAKOT C BKCHpeCCHeﬁ MUIICHU B KOHTPOIJIC. KOHTpOJ'II/I noAXOAAT HJIA TOATBCPIKACHUSA
AOCTOBCPHOCTHU OKpAllIMBAHUSA U BbIABJIICHUSA SKCIIEPUMEHTAJIbHBIX apTe(baKTOB.

B HekoTopbIX Cilyyasix KOHTPOJb MOXKET MPEACTaBiIsATh COOOM 3TaJOHHBIH 00Opasel] Win
STAJIOHHBIM HAOOP JAaHHBIX. DTAJIOH MOXKET MPEICTABIISATh COOOM obpasel, KOTOpbIH ObUT paHee
NOJIy4€H OT MHAUBHUAyYyMa C M3BECTHOM CTENEHBIO COOTBETCTBUS. DTAJIOH MOXKET NpEaACTaABJIATD
co0oii HaOOp aHHBIX, MOJYYEHHBIH B PE3yJIbTaTe aHAIN3a STAJIOHHOro 00pasna.

KOHTpOHI/I MOTYT NPEACTABIIATD CO6OI>1 MOJIOXKUTEJIbHBIC KOHTPOJIU, B KOTOPBIX MOJICKYJIa-
MHUHICHb, KaK M3BECTHO, INPUCYTCTBYET WM JSKCIPECCUPYCTCSA HaAa BBICOKOM YPOBHE, WIIHU
OTPpULATECIIbHBIC KOHTPOJIM, B KOTOPBIX MOJICKYJIa-MUIICHb, KaK HM3BECTHO, OTCYTCTBYCT HIJIN
9KCIIPECCUPYETCsl HA HU3KOM YPOBHE.

KonTtponu MoryT npeactasisiTe co00it 0Opa3ibl TKAHH, MOJTYUYEHHbIE OT HHANBHIYYMOB,
Ha KOTOPBIX, KaK M3BECTHO, JICUEHNE OKa3bIBaeT Moe3HbId 3¢ dexT. TkaHb MOKET OBITH TOrO XKe
THIIA, YTO U TeCTHpyeMblii oOpaseu. Hampumep, oOpasen onmyxoneBoil TKaHH OT MHAMBHAYYMa
MOXKET OBITh CPABHEH C KOHTPOJIbHBIM 00Pa3IOM OMyXOJIeBOI TKAaHH OT MHANBUAYYMA, KOTOPBIH,
KaK M3BECTHO, MOAXOAUT IJISl JICUCHUs], TAKOTO KaK WHAMBUIYYM, KOTOPBIH paHee OTBeYaa Ha
JIeUeHUe.

B HEKOTOpBIX Ciydasx KOHTPOJb MOKET MPENCTaBIIsITh cOOO0M oOpasel, MoJydYeHHbIH OT
TOTO K€ UHIAUBUAYYMA, YTO U TECTHPYEMBbIH 00pasel], HO U3 TKaHHU, O KOTOPOH M3BECTHO, YTO OHA
3nopoBas. Takum oOpaszom, oOpaselr] pakoBOM TKaHHM OT WHAMBHIYYMa MOXKET ObITh CPAaBHEH C
00pa31oM HePaKOBOW TKAHH.

B HEKOTOpBIX Cilyydasix KOHTPOJIb MPEACTABISIET COOOH 00paser] KyJbTypbl KJIETOK.

B HEKOTOpBIX CiIy4asix TECTUPYeMbIi 00pa3el] aHAIM3UPYIOT 10 HHKYOAL[MH COBMECTHO C
AHTUTEJIOM C OTIpeeIEHHEM YPOBHs (JOHOBOTO OKPAIIUBAHMSI, MPUCYLIETO 3TOMY 00pasiy.

B HEKOTOPBIX ClIydasax MHCIIOJb3YHOT M30TUITNYECKUH KOHTPOJIb. B wuzorunmnueckux
KOHTPOJISIX UCTIONB3YIOT AHTHUTEJIO TOT'O JKE KJIACCa, YTO U Creln(pUYeCKOe aHTUTENO-MHIIEHb, HO
YKa3aHHbIE KOHTPOJIHW HE UMMYHOPECAKTHBHbBI B OTHOLICHHUN 06pa3ua.. Takne KOHTPOJIU MMOAXOOAT
AJIA pacIiO3HaABaAHUA HeCHeLII/I(l)I/ILIeCKI/IX BSaHMOHeﬁCTBHﬁ CHCI_II/I(I)I/ILIGCKOFO AHTUTEJIa-MUIIICHHU.

MeToapl MOTYT BKJIIOYATh I'€MAaTOINATOJIOTMYECKYI) HHTEPIPETANUI0 MOPQOJIOTHU U
HUMMYHOTUCTOXUMUIO IJIsA o6ecnequI/I$[ TOYHOH HHTEPIPETAIUUN PE3YIIBTATOB TECTUPOBAHMA.
Meron MOKET BKJIOYATh MOATBEPXKIEHHE TOrO, YTO MATTEPH IKCIPECCHU KOPPETUPYET C
OKHJaeMbIM MaTTepHOM. HamprmMep, KOraa aHaIu3upyIOT YPOBEHb SKCIPECCHHU MIEPBOro Oeska-
MHUINICHHU I/I/I/I.]'II/I BTOpPOIo 6eJ'IKa-MI/ILHeHI/I, METOA MOXKET BKIIHOYAThb MOATBEPKIACHUEC TOI'O, YTO B

TECTHPYEMOM 0O0pasle 3KCHPECCHI0O HaONIOAAaloT B BUAE OKpAIIMBAHUS MEMOpaHbI, C
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LUTOIIA3MATHYECKUM KOMITOHEHTOM. METOI MOJKET BKJIKOYaTh IOATBEPXKAEHUE TOTO, YTO
OTHOLIEHNE CUTHAJIA-MHUIIEHH K [IIYMY BBILIE IIOPOTOBOTO YPOBHSI, YTO TAKUM 00pa30M IO3BOJISET
YEeTKO pasinyaTh crieruduueckue u Hecrienudpuueckrue (OHOBBIE CUTHAIIBL.

[TepBblii OeNOK-MUIIEHD MPEANIOYTHTEBHO TipencTasisier codoit CD19 wmu CD22.

Cnoco0bl JieueHust

B HacrosiieM onmcaHuu TEPMHUH «JICUEHUE» B KOHTEKCTE JICUEHHs] COCTOSIHUSA, B LIEJIOM,
OTHOCHUTCSI K JIEYEHHUIO U T€PAITNHU KaK YeJIOBEKa, TaK U KMBOTHOTO (HAIpUMep, py MPUMEHEHUN
B BETEPUHAPUH), TNPH KOTOPOH TOCTUTAIOT OMNPEAETICHHOTO >KEJIaeMOro TEpareBTUYECKOro
s¢dexTa, HanpuMep, UHrUOUPOBAHUSI TIPOTPECCUPOBAHUSI COCTOSIHUS, U BKJIFOYAET CHIKEHUE
CKOPOCTH TPOTPECCUPOBAHMsS, IPEKpALIeHHe NPOTrPECCUPOBAHMS, PEMHCCUIO COCTOSHUS,
oOyierueHne COCTOSHUSI U U3JIeUEHHE COCTOSHUS. DTOT TEPMHUH TaKXKe BKJIIOYAET JICYEHHE Kak
npoUIAKTHUECKYIO Mepy (T.€. MPOPUIAKTUKY, TPEIOTBPAILEHHE).

B HacrosimeM omMcaHMM TEPMHH «TepaneBTUYecKH 3((HEeKTUBHOE KOIMYECTBO» MWIH
«3(pPEeKTUBHOE KOJMYECTBO» OTHOCUTCS K TAKOMY KOJIMYECTBY AKTUBHOTO COEAMHEHHS WIIH
BEIECTBA, KOMITO3ULIUM WM JIEKAPCTBEHHOH (OpPMBI, Comeprkalleil akTUBHOE COEINHEHUE,
KoTOpoe 3((HEeKTUBHO OKa3bIBAET JKEJNAEMbIH TepaneBTUYECKUi dS(PQPEeKT Npu pasyMHOM
COOTHOIIIEHUH NOJIb3a/PHUCK, IPH BBEACHUH B COOTBETCTBHH C JKEJIAEMOM CXEMOH JIeUeHus.

B Hacrosiimem ommMcaHUM TEPMHUH «MpopuIakTHYeckun 3(PQeKTHBHOE KOIUYECTBO»
noAo0HBIM 00Pa30M OTHOCHTCSI K TAKOMY KOJIMUECTBY aKTMBHOTO COEAMHEHUS WM BELIECTBA,
KOMITO3UIIUM WJIM JIEKAPCTBEHHOH (OPMBI, Conmepskaiiell akTHBHOE COEAMHEHHUE, KOTOpoe
3¢ (EKTUBHO OKa3bIBAET KeJlaeMblil mpodriakTuieckuii 3GpdexT npu pasyMHOM COOTHOIIEHHUH
TI0JIb3a/PUCK, TIPH BBEEHUH B COOTBETCTBUH C XKEJIAEMOM CXEMOI JICUeHHUsI.

B HacTosimeM HOKyMEHTE OMMCaHbl CIOCOOBI Tepamuu. Takke NPemiokeH Crocod
JICUSHUs, BKJIIOYAIOIINUN BBEIEHHE CYOBEKTYy, HYKIOAIOIIEMYCs B JICUCHHH, TEPAIeBTUYECKU
s¢dextuBHoro kommuectsa ADC u BropudHOro areHra. TepMuH «TepaneBTuiecku 3¢h¢GeKTuBHOE
KOJINYECTBOY MPEICTABIISIET COOOH KOJUYECTBO, JOCTATOYHOE JJIsl OKA3aHUsS CYyOBEKTY MOJIE3HOTO
a¢dexra. Takoii mose3Hbid 3G HEKT MOKET MPENCTaBISTh COOOM MO MEeHbIIEH Mepe o0JierdieHme
10 MEHbLIEH Mepe OHOro cuMnToMa. PaKTUYECKOE BBOIUMOE KOJIMYECTBO U 4aCTOTA, M IEPUOT
IEeWCTBUST BBEACHUS OYyAyT 3aBUCETh OT MPUPOABI U TSDKECTH TOTO, 4TO JieyaT. HasHaueHue
JICUSHUsI, HAaNpUMep, PELIEHHs] OTHOCHTENBbHO IO3bl, HAXOAMTCS B pPaMKaX OTBETCTBEHHOCTH
Bpaueli oOmel mnpakTtuku u napyrux Bpadeidl. CyObekra HeOOs3aTENIbHO TECTHUPOBAIH IS
OTpeNeNIeHUs] TIOAXOMUT JH OH JUIA TOJNYYeHHs JICYeHHs B COOTBETCTBHH CO CIIOCOOAaMH,

OMUCAHHBIMH B HACTOAIIEM JOKYMCHTC. Cnoco0 jileueHust MOXKET BKJIFOYATh HTAll OMPECACIICHNUSA
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noaxoauT JIn Cy6’beKT AJIg JICYCHUA € NPUMEHCHUEM cnoco6a, OIMMCAHHOI'O B HACTOAIIEM

JOKYMEHTE.

ADC wmoxer conepkatb antutesno aHTH-CD19 wnmu antu-CD22 antuteno. AHTHTENO

antu-CD19 mosker mpeacraBisate coboit antuteno RB4v1.2. Anrn-CD22 aHTHTENO MOXET

npenctasisite coboii EMabC220. ADC moskeT comepskaTh JEKapCTBEHHOE CPEACTBO, KOTOPOE

npexnctasisier codoit mumep PBD. ADC moxer npexacraBnsite coboit antu-CD19-ADC u, B

gactraoct, ADCx19. ADC wmoxer mpexactaBisite coboit antu-CD22-ADC u, B 4acTHOCTH,
ADCx22. ADC wmoxer mpencrasiusite coboii ADC, ommcannbii B W02014/057117 wmm
W02014/057122.

BTopu4HbIi areHT MOXKET MPeACTaBISTh COOOH:

(a)

(b)

(©)

(d)

©

()

()

(h)

(1)
@)

uHrnourop tuposuHkuHassl bpyrona (BTKi), takoii kak nObpyrunut® (MmOpysuka),
akanadbpyTunut/ACP-196, ONO/GS-4059, cnebpyTuHno/AVL-292/CC-292,
HM71224 (nocentunu®) nunu BGB-3111 (3anyOpyTrauo);

antaronuct PD1, takoii kak memOponusymad, nHusomymad, MEDI0680, PDR001
(cmaprammzymab), kampennsymad, AUNP12, nugunuzymad, unemuruiumad (REGN-
2810), AMP-224, BGB-A317 (tucnenusymad) niu BGB-108;

anraronuct PD-L 1, takoii kak arezonu3ymad (Teuenrpux),BMS-936559/MDX-1105,
aypsanymad/MEDI4736 umu MSB0010718C (aBenymad);

aronuct GITR (rmoxokoprukonn-unnyuupoanHoro TNFR-poactBenHoro Genka),
takor kak MEDI1873, TRX518, GWN323, MK-1248, MK-4166, BMS-986156 unu
INCAGN1876;

aronuct 0X40, rtakoit kak MEDI0562, MEDI6383, MOXR0916, RG7888,
0X40mAb24, INCAGN1949, GSK3174998 umu PF-04518600;

antaroHuct CTLA-4, Takoii xak unmmumymad (ToproBoe HasBaHue EpBoi) uim
Tpemenumymad (mepBOHA4YaNbHO pa3paboranHblii Pfizer, B HacTosimee Bpemsi
Medimmune);,

GbaynapabuH i quTapaduH,

TUITOMETHIIMPYIOIIUN areHT, TAKOH KaK aHAJIOTH LUTHINHA, HAIPAIMEp, S-a3alluTHINH
(asaumTuanH) U S-a3a-2’-ne30KCUIUTHANH (IenuTabuH),

areHt, noBbimaro Iyl sxcnpeccuro HER2, Takoii kak reMIuTaOnH U TAMOKCU(EH; WITH
anTu-CD20 areHT, Takoi Kak puTykcuMad, oOMHyTy3ymMad, HOpUTyMOMad THYKCETaH,

To3uTyMOMab, oparymymad, okapary3zymad, okpenusymad u BeaTy3ymao.

Jleuenue moxeT BKITIOUaTh BBeneHne komOuHauuu ADC/BTOpUYHBIN ar€HT OTAEBHO WITH

B JOMOJIHUTENbHONH KOMOWHAIMM C JAPYTMMH BHIAMH JIEYeHHs JIMOO OJHOBPEMEHHO, JMOO

NOCJICAOBATCIIbHO B 3aBUCUMOCTU OT COCTOAHUA, KOTOPOE JICHAT.
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TunugseIi cr1ocob JeUeHns BKIIFOYAET:

(1) npenTrUKALNI0 UHANBHAYYMa, KOTOPOTO Jiedrsu wiu jiedatr aHTu-CD20 areHToMm,
TaKUM KaK pUTYKCUMaO;

(2) BBenenme ykazanHomy wuHamBHAyyMmy aHTU-CD19-ADC, Ttakoro kak ADCxI9,
HeoOs13aTeNTbHO B KOMOMHALIMY C BTOPUYHBIM areéHTOM; U HE0Os3aTeIbHO

(3) BBenmenue ykazaHHOMY MHANBUAYYMY aHTH-CD20 areHra, Takoro kak puTykcumao, B
koMOuHamu ¢ antu-CD19-ADC w/uny BTOpUYHBIM areHToM (HarpumMep, oqHoBpeMeHHO ¢ ADC
wiu niocsie ADC).

IIpumeprl BHUAOB JIEUEHHs] M TEPANUU BKJIIOYAIOT, HO HE OrPAHUYMBAIOTCS UM,
XUMHOTEpanuio (BBEAEHNE aKTUBHBIX areHTOB, BKIIIOYAsi, HAIPUMED, JIEKAPCTBEHHBIE CPENICTBA,
TaKWe KaK XHMHOTEpaNeBTHUECKHE IpernapaThl), OMNEPaTUBHOE BMELIATENbCTBO, U JYUYEBYIO
TEPAInIO.

«XUMHOTEpANeBTUYECKUH areHT» NPeACTaBisieT cOoOOH XUMHYECKOEe COETUHEHUE,
noaxondilee AN JIEYEHHs paka HEe3aBUCHMMO OT MexaHu3ma gedictBus.  Kiaccsl
XUMHOTEPAIeBTUYECKUX areHTOB BKJIKOYAIOT, HO HE OrPAHMYMBAIOTCS HUMH: ATKWIHPYIOILIHE
areHThbl, aHTUMETAOOJMThI, PACTUTEJbHbIC AJKAJOHIBI, NMPEACTABISAIOIINE COOOH BEepEeTEHHbIE
AIbl, LUTOTOKCHYECKUE/TIPOTHBOOIYXOJIEBblE AHTUOMOTUKH, WHTUOUTOPBI TOIOH30MEpAas3bl,
aHTuTeNa, (POTOCEHCHMOMIM3aTOPbIl M WHTMOUTOPBI KHHA3. XUMHUOTEPANEBTUYECKUE areHThI
BKJIFOYAIOT COENMHEHHs, TPUMEHsSEeMble B «HAMPABICHHOW Tepamuuy W TPATULHOHHON
XUMHOTEPATTHH.

ITpuMeppl XMMUOTEPANIEBTHUECKUX areHTOB BKIIOUArOT: JieHanuaomua (PEBJIMMU/I®,
Celgene), Bopunocratr (3OJIMH3A®, Merck), manobunocrar (PAPUJAK®, Novartis),
mouernHoctatr (MGCDO0103), seepomumyc (OBEPOJIMMYC®, CEPTHUKAH®, Novartis),
oernnamyctun (TPEAKMCUM®, PUBOMYCTHH®, JIEBAKT®, TPEAHIA®, Mundipharma
International), spnotuanb (TAPLIEBA®, Genentech/OSI Pharm.), nouerakcen (TAKCOTEP®,
Sanofi-Aventis), 5-®V (¢Topypaumn, S-propypaumn, Homep CAS 51-21-8), remuuraOun
(TEM3AP®, Lilly), PD-0325901 (Homep CAS 391210-10-9, Pfizer), umcrutatuH (1iuc-
mrnamunauxiopruiatuHa(ll), Homep CAS 15663-27-1), kapbornatun (Homep CAS 41575-94-4),
naxurtakcen (TAKCOJI®, Bristol-Myers Squibb Oncology, Ilpuncron, Hero-/[xepcn),
tpacrysymadb (I'EPLIETITUH®, Genentech), temo3omomun (4-metun-5-okco-2,3,4,6,8-
neHrazabunmkio[4.3.0]aoHa-2,7,9-TpueH-9-kapOokcamu, HOMED CAS 85622-93-1,
TEMOJAP®, TEMOJIAJI®, Schering Plough), tamokcudpen ((2)-2-[4-(1,2-nudennndyr-1-
enwn)penokcu |-V, N-numermnstanamud, HOJIBAJEKC®, HMCTYBAJI®, BAJIOJJEKC®) wu
nokcopyourus (AJIPUAMULIMH®), Akti-1/2, HPPD u panamumys.
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bonpme mnpumMepoB XUMHOTEPANEBTHUECKHUX AreHTOB BKIIIOYAIOT. OKCAJIUIUIATHH
(QJIOKCATUH®, Sanofi), 6opresomu6 (BEJKEWUI®, Millennium Pharm.), cyrtenT
(CYHUTHHUB®, SU11248, Pfizer), nerposzon (PEMAPA®, Novartis), umatuauba Me3miaT
(I''TMBEK®, Novartis), XL-518 (uuruburop Mek, Exelixis, WO 2007/044515), ARRY-886
(uaruburop Mek, AZD6244, Array BioPharma, Astra Zeneca), SF-1126 (uarudurtop PI3K,
Semafore Pharmaceuticals), BEZ-235 (uaruburop PI3K, Novartis), XL-147 (uaruburop PI3K,
Exelixis), PTK787/ZK 222584 (Novartis), ¢ynsectpanr (PA3JIOJEKC®, AstraZeneca),
JeWKoBOpUH ((poaMHOBAS KUCIIOTA), panaMuLMH (cuponumyc, PAITTAMYH®, Wyeth), nanatuand
(TAUKEPE®, GSK572016, Glaxo Smith Kline), nomapapuu6 (CAPACAP™, SCH 66336,
Schering Plough), copadennd (HEKCABAP®, BAY43-9006, Bayer Labs), reputunud
(MPECCA®, AstraZeneca), upunorekan (KAMIITOCAP®, CPT-11, Pfizer), tunudapuud
(BAPHECTPA™, Johnson & Johnson), ABPAKCAH™ (He conepxariuii kpemodop), anb0yMuH-
crabunn3npoBaHHyto popmy nakiaurakcesna (American Pharmaceutical Partners, Schaumberg, 11),
BannetanuO (rINN, ZD6474, BAKTUMA®, AstraZeneca), xiopamOyumi, AG1478, AG1571 (SU
5271; Sugen), temcupomumyc (TOPU3EJI®, Wyeth), naszomanu6 (GlaxoSmithKline),
kaHpochamun (TEJJLUTA®, Telik), Tuoreny u uuknodochamun (IUTOKCAH®, HEOCAP®);,
ANKWICYIb(OHATHI, Takue Kak OycynbdhaH, UMIPOCyIbhaH U MUNOCYNIb(haH, a3UPUAUHBI, TAaKUE
kKak OeH3omoma, kKapOOKBOH, METypefomna W YpeAomna; STHICHUMHHBI U METHJIaMEJIaMUHBI,
BKJIFOYast aNTpEeTaMUH, TPUSTHUIICHMEJIAMHUH, TpusTHIIeHpOCHOopamun,
TpudTUIEHTHOGOCHOPAMUT U TPUMETHIIOMENIAMHUH, aleTOreHuHbl (0COOEHHO OysuaTalvH U
OyJUtaTalMHOH), KaMIITOTELMH (BKJFOYAash CHUHTETUYECKUIH aHAJIOr TOIOTEeKaH), OpHOCTATHH,
kauucratud, CC-1065 (Bkiro4as CHHTETHYECKHE AaHAJOTH aJ03€Je3WH, Kap3ele3suH |
Ouzenu3uH); KpUnToUIUHBI (B 4YaCTHOCTH, KpUnTouuuH 1 U KpuntopuuuH 8); 10NaCTATHH,
OyOoKapMUIIMH (BKTouUasi cuHTerndeckue anajorm KW-2189 u CBI1-TMI1); sneyrepobus;
NAHKPATUCTATUH, CAPKOIUKTHUUH, CIOHTUCTATHH, XJIOPMETHUHBI, TaKWe KaK XJOpaMOyIuI,
xjopHadasun, xnopdochamun, sctpamycTrH, udochamMum, MeXJIOPITAMHH, MEXJIOPITaMHHA
OKCcHJ TUApoxiopuz, MendanaH, HOBeMOMUHH, (peHECTEpUH, MPEeTHUMYCTHUH, Tpodochamun,
yPaMyCTHH, HUTPO3OMOYEBUHBI, TAKHE KaK KAPMYCTHH, XJOP30TOLHWH, (POTEMYCTHH, JIOMyCTHH,
HUMYCTHH U PAHUMHYCTHH, aHTHOMOTHKH, TaKhe KaK €HIAWUHOBbIE aHTHOHOTHKH (Hampumep,
KaJIMXEaMHULH, KajauxeaMuuH ramma 11, kamnxeamunmn omera 11 (Angew Chem. Intl. Ed. Engl.
(1994) 33:183-186); muHemunmH, AuHeMUIMH A, OucochoHATH, Takue Kak KJIOAPOHAT,
3CTIEPaMHULIMH; a TAK:Ke XpOMO(pOp HEOKAPLIMHOCTATHHA U XPOMO(]OPBI, pOACTBEHHBIE BXOISLIIM
B COCTaB €HAMHHOBBIX AHTUOMOTHKOB - XPOMOIIPOTEHIOB), aKIALWMHOMU3WHBI, aKTHHOMHIIHH,
ayTpaMHULIMH, a3aCepHH, OJICOMHLMHBI, KAKTHHOMHLUH, KapaOWIWH, KapMHHOMHIIMH,

KapUUHOQWIIMH, XPOMOMHIIMHBI, NAKTUHOMUIIMH, NayHOPYOWLIMH, AeTOpyOWIHH, 6-mua3o-5-
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okco-L-HopneiiunH,  MOp(ONMHONOKCOPYOMIMH,  LHUAHOMOP(HOIWHOAOKCOPYOUINH,  2-
MUPPOUANHOAOKCOPYOUIIMH W JIE30KCUIOKCOPYOMIMH),  SNUPYOWLMH,  330pyOHUILIUH,
unapyOuLH, HEMOPYOWIMH, MapLEeJUIOMULMH, MUTOMHUIUHBI, Takue Kak MuTtoMuuuH C,
MHUKO(EHONIOBasT KHUCJIOTAa, HOTAJAMHULIWH, OJIMBOMHLMHBI, TEIUIOMHLNH, MOPGUPOMHIINH,
NyPOMHUIIMH, KBEJNAMHLIWH, pPOAOPYOWIIMH, CTPENTOHUIPUH, CTPENTO30LMH, TYOEepILUANH,
yOeHNMeKC, 3MHOCTAaTHH, 30pyOHIINH; aHTUMETA0OJMTHI, TAKHE KaK METOTPEKCAT U S-PpTopypariui
(5-®@VY); ananoru ¢onueBol KUCIOTHI, TaKUe Kak IEHONTEPHH, METOTPEKCaT, NMTEPONTEPHH,
TPUMETPEKCAT, aHAJIOTHM NypHHA, Takue Kak (aynapaOuH, O-MepKanTONypWUH, TUAMHUIPHUH,
TUOTYaHUH, aHAJIOTH MUPUMHUINHA, TAKUE KaK aHIUTaOWH, a3allUTUINH, 6-a3aypUauH, KapModyp,
UTapaOuH, TUAE30KCHYPUINH, TOKCUDIYPUIAUH, SHOIUTAOWH, (PJIOKCYPUIUH, aHAPOTCHbI, TAKHE
KaK KaJyCTEepPOH, APOMOCTAHOJIOHA IMPOMUOHAT, 3MHUTHOCTAHOJN, MENUTHOCTAaH, TECTOJAKTOH,
CPeACTBa, NOAABIAIOLINE (PYHKLUIO KOPbl HAAIOYEYHHUKOB, TaKHe KaK aMHUHOTJIYTETUMHUI,
MHTOTaH, TPWIOCTAH, NOOABKY Ui BOCIIOJHEHUS (POTMEBOI KUCIOTHI, TAKYK Kak (POJHMHOBAS
KHCJIOTA; alerjaToH; anpaodocdamMuia riUMKO3UA; aMHHOJIEBYJIMHOBYIO KHCIIOTY, SHUITY DAL,
amcakpuH, OectpalOyimn, OucaHTpeH;, saarpakcar, aedodamuH, IEMEKOJIHMH, JHAa3UKBOH,
51(OPHUTHUH; SJUTHIITUHUYM ALIETAT, STIOTUJIOH; STOMJIFOLM, HUTPAT IaJUTHsT; THAPOKCUMOYEBHUHY;
JIEHTUHAH, JJOHUJAHHUH, MAaUTaH3UHOUIbI, TAKUE KaK MaWTaH3UH U AaH3aMUTOLIMHBI, MUTOT'ya30H;
MHTOKCAHTPOH,  MOIIMJAHMOJI, HHUTPAdPHUH, TMEHTOCTATHH, (eHameT, mHUpapyOULUH;
JIO30KCAHTPOH; MOAOPHILIMHOBYIO KUCIIOTY, 2-3THJITHAPA3U; MPOKapOa3HH, MOJHCAXapPUIHbINA
komriekc PSK® (JHS Natural Products, FOmxun, Operon); pa3okcaH; pu3oKCHH,; CU30(pHUpaH,
CIUPOTePMaHM, TEHya30HOBYIO  KHCIOTy, TPHUA3UKBOH, 2,2'2"-TpUXIIOPTPUSTUIIAMUH;
TpuxoTerHbl (0COOeHHO TOKCHMH T-2, BeppakypwH A, pOpUAMH A W AHTYHIWH), YPETaH,
BUHJIE3UH; NakapOa3uH, MAHHOMYCTHUH, MUTOOPOHHTOJI; MUTOJIAKTOJI, MUNIOOPOMAH; Tal[UTO3MH,
apabunosun  («Ara-C»); uwmkinodocdamun, THOTENy, O-THOTYaHHH, MEPKANTOIypPHH,
METOTpPEKCaT, TUIATHHOBBIE AHAJOTH, TaKWe KaK LUCIUIATHH W KapOOIIaTWH, BUHOJACTHH,
stono3un (VP-16); udochamun, murokcantpor; Bunkpuctus, suHopenoun (HABEJIbBH®);
HOBAHTPOH, TEHUIIO3UT, SIaTPEKCaT, AayHOMUINH, amuHonTepuH, kanenuradbun (KCEJIOIA®,
Roche); nbannponar; CPT-11; uaruburop tomomsomepassl RFS 2000; nudpTopMeTHIOpHUTHH
(DMFO); peTrHOHNIBI, TAaKKE KaK PETUHOEBAsI KUCIIOTA;, M (PapMaleBTUYECKH PHUEMIIEMbIE COJIH,
KHCJIOTBI U POU3BOAHBIE JIFOOOTO U3 BBILIEYKA3aHHBIX ar€HTOB. MO)KHO PUMEHSTh KOMOMHALINN
areHtoB, Takue kak CHP (mokcopybuumn, npemrusoH, uukinodpochamun) wmm CHOP
(moxcopyOuLMH, peHU30H, HukiIodochamu, BUHKPUCTHH).

B  onpenenenne  «XMMHOTEpAneBTHYECKHI  areHT»  TakkKe  BKIIOUEHBL (1)
AHTUTOPMOHAJIbHBIE CPENICTBA, KOTOPBIE PETYJIUPYIOT MM WHTHOMPYIOT AEHCTBHE TOPMOHOB HA

ONyXOJIM, TAKUE KaK aHTUSCTPOTCHbI U CCICKTUBHBIE MOAYJIATOPBI S3CTPOr€HOBBIX PCUCTITOPOB
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(CMDP), Bkirouasi, HanpuMep, Tamokcuden (Bxmodass HOJIBAJIEKC®; tamokcudena urpar),
panokcudeH, aposokcudeH, 4-rugpokcuraMokcudeH, TpuokcudeH, keokcuden, LY117018,
onanpucton 1 PAPECTOH® (topemudena nurpar); (i) HHIHOUTOPBI apoMaTasbl, KOTOPBIE
UHTHOUPYIOT (EPMEHT apomarasy, PeryJHpyIOIIUi BbIpaOOTKY 3CTPOTre€Ha B HAAMOYCUHHKAX,
Takue Kak, Hampumep, 4(5)-umunasonsl, amunornyrerumun, METEMC® (merectpona anerar),
APOMA3HMH® (sx3emecran, Pfizer), dopmecran, ¢anposon, PHUBU3OP® (Boposzomn),
OEMAPA® (nerposon; Novartis) u APUMUJIEKC® (amactposon, AstraZeneca), (iii)
AHTUAHPOTCHHBbIE CPENCTBA, TAKUE KaK (JIyTaMHI, HWIyTaMHI, OMKaJIyTaMui, JEHNpPOIHI U
rO3€peJIH; a TAKXkKe TPOKCAUTaOWH (LIUTO3UHOBBIN HYKJICO3UIHBIHN aHAOT 1,3-1uokcosnana); (1v)
UHrUOUTOPBI MPOTEUHKHUHA3, Takue kak nHruoutopst MEK (WO 2007/044515); (v) HHrHOUTOPBI
JUMHUIKUHA3, (V1) aHTUCMBICJIOBBIE OJIMTOHYKJIEOTUIbI, B YACTHOCTH, T€, KOTOPbIe HHTHUOUPYIOT
HKCIPECCUIO TE€HOB B MyTSX MepeNavdl CUrHaja, BOBJICYEHHBIX B HAPYLICHHYIO MpoJH(epanuro
kierok, Hanpumep, PKC-anbda, Raf u H-Ras, Takue kax obnumepcen (TEHACEHC®, Genta
Inc.); (vii) pubo3umsl, Takue kak nHrHOUTOpHI 3Kcnpeccun VEGF (ranpumep, AHTUO3UM®) u
uHrnourops! skcnpeccun HER2; (viil) BakUMHBI, Takue KaKk MeHHOTEPAIIeBTHUECKHE BAKLIUHBI,
nanpumep, AJIJIOBEKTHH®, JIEMBEKTHH® u BAKCHA®, IPOJIEMKHMH® rlL-2;
uHruouropel Tononsomepasbl 1, takue kak JIYPTOTEKAH®; ABAPEJIMKC® rmRH; (ix)
AHTHMAHTMOTEHHbIE areHThl, Takue Kak OeBaumsymad (ABACTHUH®, Genentech), wu
(bapmaLieBTHYECKH TPHEMIIEMbIE COJIHM, KUCJIOTHI M MPOU3BOAHBIE JEIOOOTO M3 BBIIIEYKA3aHHBIX
CpPEeACTB.

B ompeneneHrne «XUMHOTEPANEBTUYECKUN areHT» TakKKe BKIIFOYEHBI TeparieBTHUECKHE
aHtuTena, Takue kak ajemrysymad (Kommac), Oesamusymad (ABACTHUH®, Genentech);
nerykcumad (OPBUTYKC®, Imclone); manutymymad (BEKTUBUKC®, Amgen), nepry3ymad
(ITEPBETA™, OMHUTAPI ™, 2C4, Genentech), tpactyzymad (I'EPLIETITUH®, Genentech),
MDX-060 (Medarex) u KOHBIOTAT aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO, FEMTY3yMal 030raMHUIIIH
(MUJIOTAPT®, Wyeth).

I'yMaHu3upOBaHHBIE MOHOKJIOHAJbHBIE AaHTHUTENA, OOJNAJaoIlue TeparneBTHYECKUM
IeWCTBHEM B Ka4yeCTBE XHWMHOTEPANEBTHYECKHX AareHTOB B KOMOHMHALMH C KOHBIOTaTaMH
COMIACHO HACTOSIIEMY H300pPETeHHIO, BKIIIOYAIOT. ajeMTy3ymad, amojm3ymad, azennmsymao,
arnu3ymad, Oanmuey3ymad, Oesanm3ymal, OmBaTy3ymMald MepTaH3WH, KaHTy3ymMad MepTaH3UH,
nenenu3zymad, neproausymad meroj, muadycuty3ymad, quary3ymad, qakan3ymad, sKyinu3yma,
adamzymad, snpaTtysymal, spiusymad, Gensuzymad, GponTonuzymad, reMTy3ymad 030raMHUILINH,
WHOTY3yMa0 030raMHIIMH, UminMymad, naberyzymad, mTuHTy3yMa0, Maty3ymad, Mernonn3ymao,
MOTaBM3yMa0, MOTOBHM3YMa0, HaTainm3ymad, HHMOTY3yMad, HOJIOBHU3yMad, HyMaBH3yMao,

oMmanu3ymad, manuBusymad, mackoiausymad, mekdycuty3symad, mnektysymad, mepTysymao,
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nekcenn3ymad, panuBuzymad, paHuOuszymad, pecnmuBm3yMad, pecnu3ymad, pe3nBU3yMal,
poBenu3ymad, pymmsymad, cuOpoTy3ymad, cumumsymad, CoHTy3ymad, TakaTy3ymad
TeTpakceTaH, Taaoumsymad, Tamm3ymad, tedudasymadb, Tocwiuzymad, Topaiu3ymad,
Tpacty3ymad, TYKOTy3ymMal LEIMOJIEHKHH, TYKyCUTy3yMad, ymaBu3ymad, ypTokcazymad u
BU3IIIN3yMad.

Komno3unuu corinacHo HacTosmeMy H300PETEHHIO MPEATIOYTUTENIbHO IMPENCTABISIOT
coboii  (apmaueBTHueckue kKommnozuuuu. PapManeBTHUECKHE KOMIIO3MIMU  COTJIACHO
HACTOSIIIEMY M300PETEHHIO U JIJIsl IPUMEHEHHs] B COOTBETCTBUU C HACTOSIIIUM HU300pETEHHEM B
JOTOJTHEHNE K aKTUBHOMY UHI'PEIUEHTY, T.€. COSIUHEHUIO, PEICTABIISAIOLIEMY COOOM KOHBIOTAT,
MOTYT copep:kaTh (apMaleBTHYECKH NPUEMIIEMOE BCIOMOTraTeNbHOE BEIIEeCTBO, HOCHUTEID,
Oydep, crabunu3aTop WK IPyrue BeIecTBa, XOPOLIO H3BECTHBIE CIIELIMAIICTY B JaHHOM 00J1acTH
TexHukd. Takue BelecTBa IO/UKHBI OBITh HETOKCUYHBIMH M HE JOJUKHBI BIIUSITH Ha
3¢ (HEeKTUBHOCTh AKTUBHOTO MHIpenveHTa. TouHas mpupoia HOCUTENS WIM APYroro BEIecTBa
Oynmer 3aBHCETh OT MyTH BBENEHHs, KOTOPbIM MOXKET ObITh MEPOPANbHBIM WM TOCPEICTBOM
UHBEKLUH, HATTPUMED, KOKHBIM, TIOAKOKHBIM HJIH BHYTPUBEHHBIM.

dapmaneBTHYECKHEe KOMIO3ULMU Ui MEePOPATbHOTO BBEICHUS MOTYT ObITb B (opme
TaOJIeTKH, KAlCyjbl, MOpPOLIKa WM >KUAKoW (opme. Tabmerka MokeT comepikaTb TBEPIBIH
HOCUTENb MK aabroBaHT. JKunkue (apmaneBTudeckre KOMITO3ULHMH, KaK MPAaBUIJIO, COAEPIKAT
JKUIKUH HOCUTENb, TaKOH Kak Boma, He(PTh, Macia >KMBOTHOTO WM PACTUTEIHHOIO
MPOMCXOXKICHUS, MUHEPAJIbHOE MAacjiO MM CHHTETUYEeCKOe Macyio. MokeT ObITh BKIIOUEH
(u3nONIOrHUECKuil pacTBOP, PACTBOP AEKCTPO3bI WIIM IPYTOro CaxapHia, WM TIIMKOJIH, TAKUE KaK
STHJICHTJIMKOJb, TPOMMJISHIIMKONIb WIH TOJUATHIEHIJIMKOIb. Kamncyna Moxker comeparb
TBEPABIA HOCUTEJIb, TAKOU KaK JKEJIaTHH.

Jns. BHYTPUBEHHOW, KOXHOW WM MNOJAKOKHOM HWHBEKLUWH, WIA HHBEKIUU B MECTE
MOpaKeHHs AKTUBHBIN HHIPEIUEHT OyAeT UMeTh (POPMY MapEeHTEPATHHO MPUEMJIEMOTO BOJHOTO
pacTBOpa, KOTOPBIH HE COMAEPKUT MHUPOTE€HHBIX BEIIECTB U HMEeT noaxonaamuil pH,
WU30TOHUYHOCTh U CTaOMIBHOCTh. CeNHMaNCT B JAHHOW O0JIaCTU TEXHUKU MOXKET MPUTOTOBUTH
MOJXOMSINNE PACTBOPBI C MPUMEHEHHEM, HAmpHuMep, M30TOHHUYECKUX HOCUTENIeH, TaKUX Kak
XJIOpUA HaTpHsl IJIsl UHBEKLNM, pacTBOp PuHrepa aisi MHBbEKLUMN, JaKTaTHBIN pacTBOp PuHrepa
s uHbeKUui. [Ipu HeoOXomuMOCTH MOTYT OBITh BKIIFOYEHBI KOHCEPBAHTHI, CTaOWUJIH3ATOPHI,

Oydepsbl, aHTHOKCHIAHTBI W/ W ApyTHUe JOOABKH.

Ho3a
Jlns cienyanycTa B JaHHOH OOJIAaCTH TEXHHMKU OYEBMIHO, YTO moaxomsiue n03bi ADC,

BTOPUYHOTO areHta w/wim aHTH-CD20 areHTa, W KOMIIO3UIIHMA, CONEPKAIINX 3TH AKTHBHBIE
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3JIEMEHTBI, MOTYT BapbHPOBATHCS OT CyObeKkTa K cyObekTy. OmpeneneHre OnTHMAaIbHON O3B,
Kak mpaBiiio, OyJeT BKIIOYATh COMOCTABIICHHE YPOBHS MOJIE3HOTO TepaneBTuieckoro s¢dekra ¢
MOOBIM PUCKOM WJIM OTPULATENBHBIMHU MOOOYHBIMU > dekTamu. BriOpaHHbBII ypOBEHb 03B
Oyner 3aBHUCETb OT pa3IMYHbIX (PAKTOPOB, BKIJIKOYAs, HO HE OrPAHUYMBASICh UMM, aKTUBHOCTb
KOHKPETHOT'O COEAMHEHHUS, MyTh BBEACHUS, BPEMsl BBEICHHUS, CKOPOCTh BbIBEACHHUS] COSTUHEHUS,
NPOIOJIKUTEIBHOCTD JICYSHUsI, IPYTUE JIEKAPCTBEHHBIE CPEACTBA, COSIUHECHHUS W/IITH BEILEeCTBa,
NpPUMEHsIeMble B KOMOMHALIMH, TSXKECTh COCTOSIHUSL M BUJL, TIOJI, BO3PACT, MacCy Teja, COCTOSIHUE,
o01ee coCTOsTHUE 370pOBbsl U UCTOpHIO Oone3Hu cyObekta. KonmndecTBo coenuHEHUs M MyTh
BBEIIEHHsI B KOHEYHOM HTOre OYAyT MpEeACTaBJIieHbl HA YCMOTPEHHME Bpaya, BETEpUHAPA HIIH
KJIMHUYECKOTO Bpaya, XOTs, KaK MPaBHJIO, 103y OyAyT BBIOMPATh ISl TOCTHXKEHHS JIOKAIbHBIX
KOHLIEHTPALIMI B MeCTe eHCTBUS, KOTOpbIe 00ECIIeYnBAIOT XKeJaeMbli 3P PEeKT, He OKa3bIBas MPH
5TOM 3HAYHUTENIbHBIX BPEAHBIX MM OTPULIATEIbHBIX MOOOYHBIX 3P (PEKTOB.

B coorBercTBUM ¢ HekoTOpbiMU acnektamMu 103y ADC ompenensioT mo 3KCIpeccuu
nepBoro Oeyka-MuleHH, HabFOaaeMoit B 0Opasiie, MoTyueHHOM OT cyObekTa. Takum oOpazom,
YPOBEHb MJIM JIOKAJTU3ALMS SKCIIPECCHH NepBOro OeNka-MHUIIeHH B 00paslie MOXKET yKa3bIBaTh Ha
TO, YTO HeoOxoauMa OoJiee BbIcOKast min Oosee Huskas 1o3a ADC. Hanpumep, BBICOKUI ypOBEHb
HKCIPECCUH MEePBOro OesKa-MUIIEHH MOXKET YKa3bIBaTh HAa TO, 4TO OyAeT moxxopsied Oonee
Beicokass n103a ADC. B HEKOTOpBIX Cily4asix BBICOKMH YpPOBEHb 3KCIIPECCHU IEepBOro Oelka-
MHUIIIEHH MOJKET YKa3bIBaTh HAa HEOOXOIMMOCTh BBEIICHHUS Ppyroro areHra B gononHenne k ADC.
Hampumep, BBenennie ADC cOBMeCTHO ¢ XMMHOTEpPANeBTUYECKUM areHToM. BBICOKHIT ypOBeHb
9KCIPECCUH MEPBOTO OeKa-MHUIIIEHU MOKET yKa3biBaTh Ha 00Jiee HHTEHCUBHYIO TEPAITHIO.

B cOOTBeTCTBMH ¢ HEKOTOPBIMH ACMEKTAMHU 03y BTOPUYHOTO areHTa OMpPENesSIIOT MO
SKCIIPECCUH BTOPOro Oenka-MHIIeHH, HabJIro1aeMoii B o0pasiie, moJTy4eHHOM OT cyObekTa. Takum
00pa3oM, YpOBEHb WJIM JIOKAIU3ALMsl SKCIPECCHH BTOPOro Oejka-MHIIEHH B 00pasle MOKET
yKa3bIBaTh Ha TO, YTO HeoOxoauma OoJiee BbICOKasi WM OoJiee HU3KAasl 1032 BTOPUYHOIO areHTa.
Hamnpumep, BBICOKHI yPOBEHb SKCIIPECCHH BTOPOTO OeJIKa-MHIIEHH MOYKET YKa3bIBaTh HA TO, YTO
Oynmer moaxopsiueii OoJjiee BBICOKAsl 103a BTOPUYHOIO areHTa. B HEKOTOPBIX CIIy4asiX BBICOKHIT
YPOBEHb 3KCMPECCHU BTOPOro Oelika-MUIIEHH MOKET yKa3biBaTb HA HEOOXOIMMOCTb BBEICHUS
APYTOro areHTa B JONOJHEHHE KO BTOPUYHOMY areHTy. Hanmpumep, BBeieHIE BTOPUUHOIO areHTa
COBMECTHO C XMMHOTEPANIeBTUUECKUM areHTOM. BBICOKUI yPOBEHb 3KCIPECCHU BTOPOrO Oeska-
MHUIIEHH MOJKET YKa3bIBaTh Ha 00OJiee MHTEHCUBHYIO TEPAIHIO.

B coorBercTBUM ¢ HEKOTOpPBIMU acmekTamu 103y aHTH-CD20 areHta ompenesstoT Mo
skcnpeccun CD20, naOmromaemoli B oOpasie, moiydeHHOM OT cyObekta. Takum oOpasowm,
ypoBeHb wuju Jokamu3anusi skcnpeccun CD20 B o0pasme MOXeT ykasblBaTh Ha TO, YTO

HeoOxonuma Oosiee BbICOKast Wi Oosee HU3Kas no3a areHta aHTH-CD20. Hampumep, BbIcOKUi
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ypoBeHb skcnpeccun CD20 MoxeT yka3bIBaTh Ha TO, YTO OyIeT MoAxoasieii Oojiee BBICOKAs 1032
arenta aHtu-CD20. B HexOTOpBIX ciydasXx BBICOKMH ypoBeHb 3kcmpeccuu aHTu-CD20 mosker
yKa3blBaTh HA HEOOXOIUMOCTh BBEIEHHs IPYroro areHTa B JOMOJIHEHHE K areHTy aHTu-CD20.
Hampumep, BBenenue antu-CD20 areHta COBMECTHO C XHUMHOTEPANEBTHUUECKUM AareHTOM.
Bricokuii yposens skcnpeccun CD20 MoxeT ykas3piBaTh Ha 00JI€e HHTEHCHUBHYIO TEPATIHIO.

B cooTBeTcTBUM ¢ HEKOTOPBIMM ACHEKTAMH YPOBEHBb AO3bI ONPEAEISIOT MO 3KCIPECCUN
nepBoro Oeyka-MUIIEHH HAa HEOIUIACTHYECKMX KJIETKaX B oOpasle, MOJyuYeHHOM OT CyObekTa.
Hanpumep, korma HOBOOOpa3OBaHHE-MHUIIEHb COCTOMT M3 HJIM COJEPXKUT HEOIUIACTHUYECKHUE
KJIETKH, SKCIIPECCUPYIOLIHE NEPBbII OeNOK-MULIECHb.

B cooTBeTCTBUU ¢ HEKOTOPBIMM ACIEKTAMH YPOBEHBb AO3bI ONPEAEISIOT MO 3KCIPECCUN
nepBoro Oeska-MHUIIEHH Ha KJIETKaX, AaCCOLUHMPOBAHHBIX C HOBOOOPAa30BAaHHEM-MUILIEHBIO.
Hanpumep, HOBOOOpa3oBaHHE-MHIIEHb MOXET MPEACTaBJIATh COOOH CONMAHYIO OIMyXOJib,
COCTOSILIYIO U3 HITH CONEPIKALIYIO HEOIUIACTHYECKHE KIIETKH, SKCIPECCUPYOIIHUE MePBbIi OeI0K-
muiieHb. Hanpumep, HOBOOOpa3OBaHHE-MHIIEHb MOXET IPEACTABIATE COOOW CONUIHYIO
OIyXOJIb, COCTOSILYK) M3 WM COAEP)KALYK) HEOIUIACTUYECKHE KIETKH, KOTOpBbIE He
HKCIPECCUPYIOT MEepPBbIi Oenok-MumeHb. KieTku, 3Kcnpeccupyromme nepBbiii OeoK-MHIIEeHb,
MOTYT MPEACTaBIATH COOOH  HEOIUIACTHYECKME  HJIM  HEHEOIUIACTHYECKHe  KIIEeTKH,
aCCOLIMUPOBAHHBIE C TIEPBBIM HOBOOOPAa30BaHHEM-MHUIIEHBIO.

BBeneHne MOKHO OCYIIECTBJATH B OAHOM [03€, HENPEPBIBHO WM C IepepbIBaMU
(HampuMep, pa3IeJeHHbIMH J03aMU C TOAXOMAIIMMU HHTEPBAJAMH) Ha TPOTSIKEHUH Kypca
neuenust. CriocoObl onpenenenus HanOosee 3(h(HEKTUBHBIX MyTeH M 03Bl BBEICHHS XOPOLIO
U3BECTHBI CIEIMAIICTY B JAHHON 00JaCTH TEXHUKH M OyIyT BapbUPOBATHCS B 3aBUCHMOCTH OT
COCTaBa, MPUMEHSEMOTO ISl TEPAITUH, LI TEPAUH, KJIETKHU (KJIETOK )-MHUIIEHH, ITOIBEpraeMoi
JEUEHUI0, U CyOBeKTa, KoToporo jiedaT. OQHOKpATHOE WJIM MHOTOKPATHOE BBEIEHHE MOXHO
OCYLIECTBIISITh C MCIOJB30BAHMEM YPOBHS JO3bI M CXEMbI, BBIOMPAEMOW JieUalluM BPavyoM,
BETEPUHAPOM WJIN KJIMHUYECKUM BPAYOM.

B nenom, noaxopasmas 103a KaXaA0ro akTUBHOIO COEAMHEHUS] HAXOAUTCS B JUANAa30HE OT
npumepHo 100 Hr 1o npumMepHO 25 Mr (Kak MpaBUiIo, OT MpuMepHO 1 MKr 10 mpumepHo 10 Mr) Ha
KUAJIOTPaMM Macchl Tesla cyObekTa B CyTKH. Korna akTHBHOE COCIMHEHHE MPENCTaBIsIET COOOH
COJIb, CJIOKHBIA 3(Hp, aMuA, MPOJIEKAPCTBO U T.II., BBOAMMOE KOJIMYECTBO PACCUUTHIBAIOT HA
OCHOBE HCXOIHOTO COCOMHEHHUS M, TaKUM 00pa3oM, (aKTHUECKYIO MPHUMEHSEMYI Maccy
YBEJIMYUBAOT NPONOPLIUOHAIBHO.

B onHOM W3 BapuaHTOB peayu3allifl KaXKI0€ AKTUBHOE COEIMHEHHE BBOIAT CYOBEKTY,
NPEACTABISIIOIEMY COOOH YeNloBeKa, B COOTBETCTBUU CO CIEAYIOLINM PEKUMOM JO3HPOBAHUS:

npumepHo 100 mr 3 pasa B CyTKH.
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B onHOM M3 BapuaHTOB peayn3alliil KaXKI0€ aKTUBHOE COEINHEHHE BBOIAT CYOBEKTY,
NPEACTABISIIOIEMY COOOM 4YeNloBeKa, B COOTBETCTBUU CO CIEAYIOLINM PEKUMOM JO3HPOBAHUS:
npumepHo 150 mr 2 pasa B CyTKH.

B onHOM M3 BapuaHTOB peayn3alliil KaXXI0€ AKTUBHOE COEIMHEHHE BBOIAT CYOBEKTY,
NPEACTABISIOMEMY COOOM YeoBeKa, B COOTBETCTBUU CO CIEAYIOLINM PEKUMOM JO3MPOBAHUS:
npumepHo 200 Mr 2 pas3a B CYTKH.

OpHako B OZHOM M3 BapMaHTOB peaIM3aLUU KaXI0€ COENUHEHHE, MPEACTaBIAIOLIEe
co0O# KOHBIOTAT, BBOAAT CYOBEKTY, MPENCTaBISIIOLIEMy COOOH 4eloBeKka, B COOTBETCTBHH CO
CIENYIOLIUM PEKUMOM AO3UPOBaHUS: npuMepHO 50 Mr uiau npumepHo 75 mr 3 unu 4 pasa B
CYTKH.

B onmHOM M3 BapMaHTOB peanu3allid KaXXA0€ COENMHEHHUE, NPEeACTaBJsomee coOon
KOHBIOTAT, BBOIAT CyOBEKTy, NPENCTaBiAoLeMy CcoOOH 4eJoBeKa, B COOTBETCTBUU CO
CIEAYIOIUM PEKUMOM N03UpoBaHyst: npumMepHo 100 Mr unu npumepHo 125 Mr 2 pasa B CyTKU.

Hdna ADC, xorma oH mpenctasnsier coboii ADC, comepskamuii PBD, Bequuunbl 103,
ONHUCAaHHbIE BBILIE, MOTYT OTHOCUTbCA K YKa3aHHOMY KOHBIOraTty (comepxkauiemy PBD-
KOMITOHEHT U JIMHKEP K aHTHUTEINy) I K 3((PEKTHBHOMY KOJIUYECTBY IOJy4aeMOTO COEIMHEHMsI
PBD, manpumep, KOJMUYECTBY COSAMHEHHSI, BBICBOOOKIAEMOMY OCIIE PACLIETUICHUS JIMHKEPA.

ITepBbIit OeNOK-MUIIEHb MPEANOYTHTENBHO TpeacTansieT codoit CD19 umu CD22. ADC
MOkeT cogepkarb aHtuteso aHTU-CD19 wnmm antu-CD22 antuteno. Antuteno antu-CD19
MOXKET TpeAcTaBisaTh codor antutesno RB4v1.2. Antu-CD22 aHTHTENO MOXKET MPENCTaBIAThH
coboii EMabC220. ADC mokeT comepkaTh JIEKAPCTBEHHOE CPEICTBO, KOTOPOE MPENCTABISET
coboit numep PBD. ADC wmoxer mpencraeyisath coboit aHtu-CD19-ADC u, B 4acTHOCTH,
ADCx19. ADC mosxer npencrapisite coboit antu-CD22-ADC wu, B wactHocT, ADCx22. ADC
MoskeT npeactaBnsaTb codoit ADC, onucannsiii B W02014/057117 wniu W02014/057122.

BTopuuHBIil areHT MOXKeET MPeACcTaBIsITh (BiayaapabuH WM qUTapaduH.

Arent anTu-CD20 mMoxer npeactaBiaTb coboit antuTeno antu-CD20 mimu KOHBIOTAT Ha
ocHoBe aHtutena. Iloaxondmme antutena aHTU-CD20 wiyM KOHBIOTATHI Ha OCHOBE aHTHUTEN
BKJIFOYAIOT PUTYKCHMa0, 0OMHYTY3yMad, HOpuTyMOMad THyKceTaH, To3utyMomMad, odatymymad,
oKapaTty3ymao, okpenn3ymad u Benty3ymal. [IpennoururensHo, antu-CD20 areHT npencraBisieT

co0oif puTyKCHUMAa0.

AHTHTEIA
B Hacrositem onmucaHuM TEPMUH «AHTUTENO» YIOTPEOSIETCS] B CAMOM IIIMPOKOM CMBICITE
M, B YaCTHOCTH, BKJIFOYAET MOHOKJIOHAJIbHbIE aHTHUTEJNA, MOJIMKJIOHAJIbHBIE aHTUTENA, JTUMEPHI,

MyJbTAMEpBI, TOJHUCIenupUUecKue aHTuTena (HampuMmep, OucrnenuduuecKkue aHTHTENA),
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WHTAKTHBIE aHTHUTENAa (TAaKXKe OMMCAHHbIE KaK «IIOJHOpPAa3MEpHbIE» aHTUTENa») U (PparMeHTHI
AHTUTE, €CJIM OHH MPOSIBILIFOT JKEJAeMY0 OMOIOrHYeCKYI0 aKTHBHOCTD, HATIPUMEP, CIIOCOOHOCTh
CBsI3bIBaTh NepBbli Oenok-muinenb (Miller ef al (2003) Jour. of Immunology 170:4854-4861).
AHTHTENa MOTYT TPEACTaBIATH COOOH AaHTHUTENa MBI, YeJOBEKa, TI'YMaHH3HUPOBAHHBIE,
XUMepHbBIE aHTUTEJIa WM POUCXOANTD OT IPYTUX BUAOB, TAKUX KaK KPOJIHK, KO3a, OBLIA, JIOMAb
Wi BepOITIoT.

AHTHTENIO NpencTaBseT co0oi 0ok, BbipabaThIBa€Mblii HIMMYHHOM CHCTEMOM, KOTOPBIN
crocobeH pacro3HaBaTh KOHKPETHBIH aHTUTEH U CBs3bIBaThCs ¢ HUM. (Janeway, C., Travers, P,
Walport, M., Shlomchik (2001) Immuno Biology, 5th Ed., Garland Publishing, New York).
AHTHUreH-MUIIEHb, KaK PABHJIO, CONEPKUT HECKOJIBKO LIEHTPOB CBSI3bIBAHUS, TAK)KE HA3bIBAEMbIX
SMUTONAMHM, PACIO3HABAEMBIX OMNPEAEISIIIMMU KoMIuleMeHTapHoCTh obnactsimu (CDR) nHa
pasnu4HbIX aHTUTenax. Kaxmoe aHTHTENOo, KOTOpoe Cnelu(UIHO CBSI3bIBAETCSI C OTIMYHBIM OT
APYTHX 3MUTONOM, UMEET OTJIMYAIOINYIOCA CTPYKTYpy. Takum oOpa3oMm, OIUH aHTUTE€H MOXKET
UMeTh OOJbIlé OJHOTO COOTBETCTBYIOLIETO AHTHUTENA. AHTHTENO MOXKET COIEpKaTh
HIOJIHOPA3MEPHYIO MOJIEKYJy HMMYHOTJIOOYJIMHA WJIM HMMYHOJIOTHUECKH AKTHBHYIO YacCThb
IOJIHOPa3MEPHOI  MOJIEKYJIbI MMMYHOIJIOOYJIMHA, T.€. MOJIEKYJdy, KOTOpas COAEpKUT
AHTUTEHCBSI3BIBAIOINMI  IIEHTP, KOTOPBIH ~ HMMMYHHOCNEIM(YUYHO  CBSI3BIBAET  AHTHUIEH
NpeACTaBJISIOIEN HHTepeC MULIEHN UJIH €T0 YacTb, MPU 3TOM TaKUe MHILIEHH BKJIIOYAIOT, HO HE
OTPAaHUYMBAIOTCS UMH, PAKOBYIO KJIETKY WJIM KJIETKH, KOTOPbIE MPOIYLUPYIOT ayTOMMMYHHbBIE
aHTUTEJNA, CBSI3aHHbIE C Ay TOUMMYHHBIM 3a00s1eBaHneM. UMMyHOTI00yJIMH MOXKeET ObITh JTFOOOTO
tuna (Hanpumep, IgG, IgE, IgM, IgD u IgA), xinacca (mampumep, IgG1, 1gG2, IgG3, IgG4, IgAl
u IgA2) unn noakiacca, win amutoruna (Hanpumep, denoBedecknii Glml, Glm2, Glm3, He-
Glml [r.e. moboii amtorun, otaudseii oT GIml], GIm17, G2m23, G3m21, G3m28, G3m11,
G3mS5, G3m13, G3m14, G3m10, G3m15, G3m16, G3m6, G3m24, G3m26, G3m27, A2ml,
A2m2, Km1, Km2 u Km3) monekynsl uMmyHOroOymuHa. IMMYyHOTIIOOYIMHBI MOTYT OBITH
MIOJIYYEHBI OT JTIFOOBIX BUIOB, BKJIFOYAs! YEJIOBEKA, MBIIIb M KPOJIUKA.

TepmuH «(pparMeHTbl AHTUTEN» BKJIIOYAET YacTb IOJIHOPA3MEPHOTO AaHTHUTENA, Kak
NPABUJIO, €r0 AHTUIEHCBS3BIBAOINYI0 WM BapuadenbHyr obsactb. Ilpumeps! ¢parmeHTOB
antuten BikmouaroT Fab-, Fab'-, F(ab')- u scFv-pparmentsr, nuartena; JNUHEWHbIE aHTHUTENA,
(bparMeHThI, TMOJIyYEeHHbIE C TMOMOIIBI OHMONIHMOTEKH 3Kcmpeccun Fab, aHTHMIUOTHIIUYECKUE
(antu-Id)  amtuTena, CDR  (ompemensiomyrd  KOMIUIEMEHTApHOCTb  00JacTh) U
SMUTONCBS3bIBAOLINE  (QparMeHThl  JIOOOro M3 BBILICTIEPEYHCIEHHOTO,  KOTOpbIE
UMMYHHOCTIEIM(UIHO CBSI3BIBAIOTCS C AHTHUT€HAMU PAKOBBIX KJIETOK, BUPYCHBIMH aHTUT'€HAMH
WK MUKPOOHBIMH aHTHI€HAMH; OIHOLIETIOYEUHbIE MOJIEKYJIbl AHTHTEN, W MOJUCTIeHU(PUIEeCKIe

aHTHTeNa, 00pa3oBaHHbIE U3 (PParMEeHTOB aHTHUTEIL.
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B HacTosineM onucaHNM TEPMUH «MOHOKJIOHAJIBHOE aHTUTENO» OTHOCUTCS K aHTHUTENY,
NOJYYEHHOMY M3 TMOMNYJSILMUU O CYIIECTBY OJHOPOIHBIX AHTUTEN, T.€. OTAENbHbIE AHTUTEINA,
COCTABIISIIOIINE TOMYJSILHUIO, SBJSIOTCA  MAEHTHYHBIMH 332 HCKJIIOYEHHEM  BO3MOXKHBIX
BCTPEUAIOIINXCS B MPUPOAE MyTaLWH, KOTOPble MOTYT IMPHCYTCTBOBATh B HE3HAYHTEIBHBIX
KOJNINYeCTBaX. MOHOKJIOHANbHbIE AHTUTENA SBJISIOTCS  BBICOKOCTELU(UYHBIME, Oynydu
HampaBJIeHHbIMH TPOTHB OAHONH AHTUI€HHOHM JeTepMUHAHTHL bojee Toro, B oTiIM4YHe OT
NpernapaToB MOJIUKIOHAJIBHBIX aHTUTEN, KOTOPbIE COAEpIKAaT pa3Hble aHTUTENA, HalpaBJIEHHbIE
NPOTUB Pa3HBIX NETEPMHHAHT (3MHUTOMNOB), KAKAOE MOHOKJIOHAJIBHOE AHTUTENIO HAIPABIEHO
NPOTUB OJIHOW JETePMHHAHTbl HAa aHTUreHe. B 1omonHeHHMe K MX CHeUu(pUYIHOCTH,
NPEUMYILIECTBOM MOHOKJIOHAJIbHBIX aHTHUTEN SIBJISIETCS TO, YTO OHU MOTYT OBITh CUHTE3UPOBAHbI
0e3 mpumecedt apyrux antuten. OmnpeneneHHe «MOHOKJIOHAJIBHOE» YKa3bIBA€T HA XapakTep
aHTUTENA KaK aHTUTeJa, TOJy4YEeHHOIO 0 CYIIECTBY U3 OXHOPOAHOM MOMYJIALIUN aHTUTEN, U €ro
HE CJieyeT paccMaTpHBaTh Kak TpeOyrolnee MOJyYeHUs] aHTHTeNa KAKUM-JTHOO KOHKPETHBIM
cnocobom. Hampumep, MOHOKJIOHAJbHbIE AHTHTENA Uil NMPHUMEHEHUS COTJIACHO HACTOSIIEMY
M300pETeHNI0 MOTYT OBITh MOJIy4eHbI COCOOOM Ha OCHOBE THOPUIOM, BIIEPBBbIE ONMHCAHHBIM
Kohler et al (1975) Nature 256:495, wmu MOryT OBITH MHOJNy4YeHBI CIOCOOAMH Ha OCHOBE
pexomOuHanTHRIX JIHK (cm. US 4816567). MOHOKJIOHAIbHBIE AHTHTENa MOTYT OBbITh TaKKe
BBIZIETIEHBI U3 (DaroBbIX OMOIMOTEK aHTUTEN C IPUMEHEHHEM METOUK, HallpHMep, ONTMCAHHBIX B
Clackson et al (1991) Nature, 352:624-628; Marks et al (1991) J. Mol. Biol., 222:581-597, unu u3
TPAHCTEHHBIX MbILIEH, HECYIIUX MMMYHOTJIOOYJIMHOBYK) CHCTEMY TOJHOCTBIO YEJIOBEUECKOTO
npoucxoxnaenus (Lonberg (2008) Curr. Opinion 20(4):450-459).

B HacrosiieM onmucaHuU TEPMUH «MOHOKJIOHAJIbHBIE AHTHTENA», B YACTHOCTH, BKIIFOYAET
«XUMEpHBIEY» AaHTHUTENA, B KOTOPBIX YAaCTh TSDKEJIOH W/MIHM JIETKOW Lenu HMASHTUYHA WU
rOMOJIOTHYHA COOTBETCTBYIOIIUM TIOCJIEAOBATENBHOCTSM B AHTUTENAX, MOJYYEHHBIX OT
KOHKPETHOTO BHJIA MJIM OTHOCSINXCSI K KOHKPETHOMY KJIACCY HUIH MOJIKJIACCY AHTHUTEJ, TOTrIa Kak
OoCTajbHasi 4YacTb 1enu (Uenei) WACHTUYHA WJIM TOMOJIOTHYHA COOTBETCTBYIOIIUM
NOCJIEIOBATEIbHOCTSIM B aHTHUTEJAX, TIOJYYEHHBIX OT IPYrOro BUAA MJIK OTHOCSIIIUXCS K IPYTOMY
KJIacCy WJIM TONKJIACCY AHTUTEJN, a Takke (PParMeHThl TAKHX AHTUTEJN, €CIH OHHU TPOSBISFOT
xenmaemyro ouonorndeckyro aktuBHOCTb (US 4816567; u Morrison et al (1984) Proc. Natl. Acad.
Sci. USA, 81:6851-6855). XumepHble aHTUTENA BKJIIOYAOT «IIPHUMATH3UPOBAHHBIE» AHTHUTENA,
coZieprKalie aHTUTEHCBS3BIBAIOIINE TIOCIIEAOBATEIbHOCTH BAPHAOEIbHOTO JOMEHA, IOy YeHHbIE
OT  HE4YeJNOBEKOOOpa3HOro rmnpuMara (HampuMep, MapTHIUKH WiIH  O0e3bsiHBI), U
NIOCJIEIOBATEIbHOCTH KOHCTAHTHOH 00J1aCTH YeJoBeKa.

«VIHTaKTHOE AHTHUTENIO» COIJIACHO HACTOSIIEMY H300PETEHHIO MpPEACTABISET COOOH

aHTuTeno, copepkamee VL- u VH-noMeHsl, a Takke KOHCTaHTHBIA oMeH Jerkoit nenu (CL) u
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koHcTaHTHble aoMeHbl Tspkenoinl nenu, CHI1, CH2 u CH3. KoHCTaHTHbIE NOMEHBI MOTYT
NPEACTaBIATh COOONW KOHCTaHTHbIE JOMEHBbI C HATHBHOH IOCIIENOBATEIBbHOCTBIO (HAmpUMeEp,
KOHCTAaHTHbIE JOMEHbl C HATUBHOW IIOCJIENOBATENIbHOCTBIO YEJOBEKa) MM BAapUAHT HX
AMHHOKHCJIOTHOM 1ocienoBaTelbHOCTH. THTaKTHOE aHTHTENIO MOKET 00J1anaTh OHOM 1itu 6oee
«3hdexTopHbIME HYHKIUSIMUY», KOTOPBIE OTHOCSITCSI K TEM BHAAM OHOJIOTHYECKOW aKTUBHOCTH,
kotopsle npucyuy Fe-obmnactu (Fc-o0nactu ¢ HAaTUBHOM MmocnenoBaTeabHOCTHIO WM Fe-obmactu
C BapHaHTOM AaMHMHOKHCIIOTHOHM THOCjenoBaTenbHOCTH) aHTHTena. I[Ilpumepnl 3¢ dexTopHbIx
¢$yHKUMH aHTHTEN BKIMOYAIOT cBs3biBaHue Clq;, KOMIUIEMEHT3aBHCHMYK LIUTOTOKCHYHOCTB,
cBsi3biBaHue Fe-penientopa, aHTUTEN03aBUCUMYIO KIIETOYHOOIIOCPEIOBAHHYIO [IUTOTOKCHYHOCTD
(A3KL); paronutos; u MOHMKAOIIYIO PETYJISLHIO PELIENITOPOB KJIETOYHON MOBEPXHOCTH, TAKUX
kak B-xnerounsiii penentop u BCR.

B 3aBHCHMMOCTH OT aMHWHOKHCIIOTHOW ITOCJIEAOBATENbHOCTH KOHCTAHTHOTO JAOMEHAa HUX
TSDKENbIX Lenel WHTAKTHbIE AaHTUTENa MOTYT OBITb OTHECEHbI K PAa3JIMYHBIM «KJIACCaM».
CyuiecTByeT mATh OCHOBHBIX KJacCOB MHTakTHbIX aHtuTen: IgA, IgD, IgE, IgG u IgM, un
HEKOTOpble W3 HHUX MOTYT OBbITh MOMOJHHUTEIBHO IOMENEHbl Ha IOKIACCHD (M30THIIbI),
Hanpumep, IgG1, IgG2, IgG3, 1gG4, IgA u IgA2. KoHCTaHTHBIE JOMEHBI TSKEJION LeTH, KOTOpble
COOTBETCTBYIOT PA3JIMYHBIM KJIACCAM AHTUTEJN, 0OOO3HAYAIOTCS O, O, € Y M I COOTBETCTBEHHO.
CrpykTypel  CyObeAMHHI] M TpeXMepHble  KOHQUIypalMH  pPas3IM4YHBIX  KJACCOB

I/IMMYHOF.]'IO6y.HI/IHOB XOpOo1moO U3BECTHDI.

Kpatkoe onucanue ¢uryp
BapuanTbl peanuzanuyu W 3KCHEPUMEHTBI, HIUTFOCTPHUPYIOLINE MPUHLUIBI HACTOSIIETO
u300peTeHus, nanee OyayT paCCMOTPEHBI CO CChIIKOW Ha MpHiiaraeMble (GUrypel, Ha KOTOPBIX:

®ur. 1. IlocnenoBaTeabHOCTHA

®ur.2. Cuneprus ADCx19 u putrykcumaba in vitro

®ur.3. Cuneprus ADCx19 u uurapabuna in vitro

®ur.4. Cuneprus ADCx22/uurapaduna (A) u ADCx22/bnynapabuna (B) in vitro

®ur.5. Cunepruss ADCx19/umrapaduna (A) u ADCx19/purykcumada (B) in vivo, nanabie oqHoi

rpyabl ¢ SB npencrasnenst Ha dur.5C

@ur.6. Cuneprust ADCx19 ¢ kaxxapimM u3: uurapaduna (6A), neuuraduna (6B), remuutadbuna (6C)

u daynapaduna (6D) B nuauu CD19+ knerok Ramos in vitro

®ur.7. Cunepruss ADCx22 ¢ kaxabiM u3: uurapaduna (7A), neuuraduna (7B), remuurtadbuna (7€)

u daynapaduna (7D) B nuauu CD22+ knerok Ramos in vitro
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Hacrosimmee w30o0pereHne BKIOYAeT KOMOWHAIMIO  OMHCAHHBIX  aCHEKTOB U
NPEANOYTUTENBHBIX MPU3HAKOB 32 MCKIFOYEHUEM CIIy4aeB, KOrJa Takash KOMOMHALUS SIBISIETCS
SIBHBIM 00pa30M HETPUEMIIEMOH HITH €€ ClieayeT n30erarsb.

B Hacrosiem onucaHuy 3aroJIOBKH pas3esioB MPUBEIECHBI TOIBKO JUIA LeJIed OpraHu3auu
¥ HUKOUM 00pa30M He OrpaHUYHBAIOT OMMMCAHHBIA OOBEKT H300pETEHMSL.

ACnexkTsl W BapHaHTBl peaNu3alil HACTOALIEr0 H300peTeHHus janee OyayT
NPOWJUTIOCTPUPOBAHBI B KadeCTBE NpUMepa CO CChUIKOH Ha mpuiaraemsle ¢urypst. [pyrue
aCTIeKThl U BapUAHTHI peaju3aluu OyIyT OUEBUAHBI CIIELUAINUCTY B JAHHOW OOJNACTH TEXHMKH.
ConepsxaHue Bcex NJOKYMEHTOB, YIIOMSHYTBIX B HACTOSIIEM OMMCAHUH, BKIIOUYEHO B HACTOSIIEE
OTNHMCaHNUe MOCPEACTBOM CCHUIKH.

Ha Bcem mpoTskeHMM HACTOSILIETO OINMHCAHMWs, BKJIOUAs HIDKECIEAYIOMYI0 (opMysy
n300peTeHNs], ecliM KOHTEKCT He MPeAyCMaTpPUBAeT MHOE, TEPMUH «COAEPKaTh (BKIOYAThH)» U
TaKue BapUalUM, KaK «COIEPKUT (BKIIOYAET)» M «COAepKalui (BKIIOYAIOIIMN)Y» O3HAa4daeT
BKJIFOUEHHE YKAa3aHHOTO LIeJIOr0 YHC/Ia WK 3Tara, WK IPYIIIBI LEJIbIX YUCE WK 3TAroB, HO He
UCKITFOUEHHE KaKOro-JIMOO APYroro Iejoro 4YMcia WM 3Tara, WIN TPYIIbl HeJIbIX YHCEeN I
JTAroB.

Cnenyer OTMETUTD, YTO B HACTOSIIEM ONMCAHWU U MpuUiaraeMoi ¢popmyiie n3o0peTeHus
(OpMBI €AMHCTBEHHOTO YHCJAa BKJIIOYAIOT MHOXKECTBO OOBEKTOB, €CIIM B KOHTEKCTE SIBHBIM
00pa3zoM He yka3aHO MHOe. B HaCTOsIeM ONMMCaHUU AUANa30HbI MOTYT OBITh YKa3aHbl B BHIE OT
MPUMEPHO» OFHOTO KOHKPETHOTO 3HAYEHHUs W/WIM A0 «IIPUMEPHO» IPYroro KOHKPETHOTO
3HaueHus. Korma ykasaH TakoW Auanas3oH, APYrod BapUaHT peaju3alliy BKIOYAET OT OJHOrO
KOHKPETHOTO 3HAYEHHs W/WJIM 10 IPYroro KOHKpeTHoro 3HadeHus. [lomoOHbIM 00pasom, korma
3HAYEHHUsT yKa3aHbl B BHAE NPUOJUUTENBHBIX 3HAYEHHH MyTEM  HCIOJb30BAHHUS
NPEAIIECTBYIOIIEr0 IPUMEPHOY», OYEBUIIHO, YTO KOHKPETHOE 3HAYEHHE COCTABIIACT APYrol

BapUaHT peasIu3aLuH.
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HEKOTOPBIE BAPUAHTHBI PEAJIM3ALIUNA HACTOSALEI'O U3OBPETEHHUSA
Crnenyromue NyHKTbI OMHUCBHIBAIOT HEKOTOPbIE KOHKPETHbIE BAPHAHTBHI peaNU3aLUU
HACTOSIIIETO N300pETEHHUS:
1. Crnioco0 BeibOpa wHAMBUOYyMa, nonxonsmero s edennss ADCx19 Heobs3atensHO B
KOMOMHAIIMM C BTOPUYHBIM areHTOM, B KOTOPOM HHJIWBHAYYMAa BBIOMPAIOT MU JICYECHUS,
yKa3aHHbII MHAUBUIYYM paHee nojyvai JjeueHneanTu-CD20 areHntom.
2. Crnioco0 BeibOpa mHaAMBUIYyMa, noaxonsmero mis edennss ADCx19 neobs3arenbHO B
KOMOMHAIIMM C BTOPUYHBIM AareHToM, B KOTOPOM HHJIMBUAYYMa BBIOMPAIOT IJIS JICYEHUS,
yKa3aHHbII MHAUBUYYM NOJy4aeT JedeHue anTu-CD20 areHToMm.
3. Crioco6 mo nmoboMy M3 MPENIIeCTBYIOUIMX IMYHKTOB, XapaKTePH3YIOIIMNCA TeM, YTO
UHIUBUAYYMa BBIOMPAIOT JUIS JIEYEHUS], €CIIU YKa3aHHBI MHANBUAYYM HE MOJNAETCS JICUEHHUIO
WU IOTIOJTHUTENbHOMY JieueHuro auTu-CD20 areHrom.
4. Cnoco0 neuenus HapyIeHus Y MHAUBHAYYMA, IPH 3TOM YKa3aHHBIH CIIOCOO BKIJIIOYAET:
(1) BBIOOp MHAMBHIAYYMA, TIOAXOMSLIETO AJIS JICUEHHsI, CIOCOOOM 1o JirobomMy u3 mm. 1-3; u
(i) BBemeHHME YKa3aHHOMY WHAMBUAYYMY d¢¢extuBHoro xommdectsa ADCx19
Heo0s3aTeTbHO B KOMOWHALIMH C BTOPUYHBIM ar€éHTOM.
5. Cnocod mo 1. 4, NOMOJHUTENBHO BKIOYArOmuii BBenenne aHtu-CD20 arenra B
koMmOuHarmu ¢ ADCx 19, HeoOs13aTeNbHO TaKKe B KOMOWHAIIMU C BTOPUYHBIM ar€HTOM.
6. Crniocob neueHust HApYIICHUS] Y UHAMBUAYYMA, TIPU 5TOM YKa3aHHBIA CIOCO0 BKJIIOYAET
BBEJICHUE YKa3aHHOMY HHAUBUIYYMY 3(PPEKTHBHOrO KOJHUUECTBA:
ADCx19; u
BTOPHYHOTO areHTa,
BO3MOYKHO TaKk)ke B KoMOMHaumu ¢ anTu-CD20 areHToM.
7. Criocob mo 1. 6, XapaKkTepU3YIOIUNCS TeM, YTO UHAWBUAYYMA BBIOUPAIOT IS JICUSHHS B
COOTBETCTBHH CO CIIOCOOOM MO rodoMy u3 m. 1-3.
8. Crioco6 mo mrobomy w3 mm. 5-7, XapakTepU3YIOIIUHCS TEM, YTO JICUEHHE BKIFOYAET
BBenieHne ADCx 19 HeoOs3aTenbHO B KOMOMHAIIMY C BTOPHYHBIM areHToM 110 aHTH-CD20 arenra,
onHoBpeMeHHO ¢ aHTH-CD20 arenTom wiu nocie antu-CD20 arexTa.
9. Criocob mo moboMy M3 MPENIIeCTBYIOLINX IMYHKTOB, XapaKTEPH3YIOIIMNACS TeM, YTO
JIeUeHHUE TOTIOJHHUTENBHO BKIIFOYAET BBEACHUE XUMHUOTEPANIEBTHUECKOTO areHTa.
10.  Cnocob mo mo0oMy M3 MPEAUIeCTBYIOIIUX IMYHKTOB, XaPAKTEPU3YIOLIUICS TEM, YTO
UHIUBUAYYM NPEACTABISIET COOOM YeIoBeKa.
11.  Cnocob mo mo0oMy H3 MPEnUIECTBYIOLUINX MYHKTOB, XaPaKTEPUIYIOIIUICST TEM, YTO Y

WHAUBUYYMA €CTh HapYyILICHUE WIIA Yy HETO ONPEAENICHO HapyLIEHHUE.
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12. Crocob mo n. 11, xapakTepu3yrOIHiCcs TeM, YTO Y HHAUBHAYYMa €CTh WJIH Y HEro
ompeneneH pak, okcrpeccupyromuit CDI19, wunu CDI19+ onyxoneacCOUMUpPOBaHHbBIE
HEOIyXOoJeBble KieTKH, Takue kKak CD 19+ uHpuipTpupyromume KIeTkHy.

13. Cmocob mo mroboMy W3 MPEAIIeCTBYIOIIUX MYHKTOB, XapPaKTEPU3YIOIIHNUCS TEM, HYTO
MHAUBUIYYM MOJy4aeT JedeHue antu-CD20 areHTom.

14.  Cnocob mo mo0oMy M3 IPEAIIECTBYIOIUX MMyHKTOB, XapaKTEPU3YIOIUICS TEM, YTO YTO
MHAUBUIYYM paHee nosyyan jedeHue antu-CD20 areHToMm.

15. Cmocob mo mrob0oMy U3 MPEAMIeCTBYIOIIUX MYHKTOB, XapPaKTEPU3YIOIHUNUCS TEM, YTO
MHIUBUAYYM HE MOJAAETCS JISYSHUIO WIN JONOJHUTENBHOMY JieueHuro aHTu-CD20 areHToM.

16. Cnoco6 mo mo0OMy M3 MPEALIeCTBYIOIUX IYHKTOB, XapPAaKTEPU3YIOLIUICSI TEM, YTO
JeueHue obJanaeT MOBbIIIEHHON 3(P(PEKTUBHOCTBIO MO CpaBHEHUIO ¢ MoHOTepanueid ADCx19,
BTOPUYHbIM areHToM uiau  aHTU-CD20  areHTOM  OTHEeNbHO, WM  KOMOWHAIMSIMH
ADCx19/uurapabun, ADCx19/pnynapabun, ADCx19/antu-CD20 areHt, uuTapaOuH/aHTH-
CD20 arent wnu ¢aynapadun/antu-CD20 areHr.

17. Cnocob mo mo0oMy W3 NpeAlIeCTBYIOIIMX IMYHKTOB, XapaKTEPU3YIOIIHMHCS TEM, 4YTO
HapylleHHe NpencTasisier coOoil nponudepaTnBHOe 3a00IeBaHUE.

18.  Cmocob no n. 17, XxapakTepu3yOLHNACS T€M, YTO HapyLIEHUE NPEACTaBIsAeT COOOH pak.
19. Crnoco6 mo m. 18, xapakTepH3YIOLIMICA TeM, YTO HapylleHHe BBIOPAHO W3 TPYIIIbI,
BKJIFOYAIOLIEH: HEXOIKKUHCKYI0 JmMpomy BikIrouas aud@dy3Hyo B-KpymHOKIETOYHYIO
mmpomy (JABKKJI), pommukynspayro sumbpomy (PJI), mumdpomMy U3 KIETOK MAHTHIHOIN 30HBI
(JIKM3), xpornueckyro aumparudeckyro aumpomy (XJIJI) u B-kiaerounyro numdomy u3 KIeTok
mMapruHanbHol 30HbI (BKJIM3), u jeiiko3bl, Takue Kak BOJOCATOKJIeTO4HbIN Jeiiko3 (BKJI),
BapUAHT BoJiocaTokJeToyHoro Jyeriko3a (BKJI-B) u octpeiii mumdobnactabiii sefiko3 (OJ1JI),
TAKOM KakK TOJOXHUTENbHbIH 1O (umanensduiickoit xpomocome OJUJI (Ph+OJIJI) wmm
OTpHLATENbHBIN N0 Punaaensduiickoi xpomocome OJIJI (Ph-OJLI).

20. Crnoco6 mo m. 18, xapakTepu3yIOLIUHCS TeM, 4YTO HapyIIEHHE XapaKTepHU3yeTCs
NPUCYTCTBUEM OTHOW WK O0JIee COMMIAHBIX OMyXOJIEH.

21. Crocob o 1. 20, XapakTepu3yIUNACS TeM, YTO COJUAHAS OIyXOJIb MPEAICTABIIAET COOO0M
pak MOMKETyJOYHON >KeNe3bl, pPaK MOJIOYHOW >KeNle3bl, paK TOJCTOW U MPsAMOW KHIIKH, pak
JKENyJKa W MULIEBOAA, JEHKO3 U JIUM(POMY, MEIaHOMY, HEMEIKOKJIETOUHBIH paK JIETKOTOo, pak
SIMYHUKOB, TTEYEHOYHO-KJIETOYHYIO KapPLHHOMY, MOYE€YHO-KJIETOYHYI KapLUUHOMY WJIH pPaK
TOJIOBBI U IIEH.

22. ADCx19 HeoOsi3aTenbHO B KOMOMHAIIMM C BTOPHYHBIM areHTOM /Uil TIPUMEHEHHs B

crioco0e nieueHus 1o Jrodomy u3 mm. 4-21.
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23.  Kommnosumus, coxepxamast ADCx19 HeoOsi3aTenpHO B KOMOMHALMK C BTOPHYHBIM
areHTOM, JUIA PUMEHEHHs B CrIoco0e JieueHus 1o JrodomMy u3 mm. 4-21.
24.  Arent antu-CD20 11t mpuMeHeHHs B Crioco0e JieueHust 1o Jirobomy u3 mm. 5-21.
25. Kommnosunusi, conepskamasi antu-CD20 areHt, st mpuMeHEHHUsT B CrIoco0e JIeUeHust 1o
mobomy u3 . 5-21.
26. ITpumenenne ADCx19 HeoOs3aTenbHO B KOMOMHAIMM C BTOPHUYHBIM AareHTOM B
W3TOTOBJICHUU JIEKAPCTBEHHOI'O CPEJCTBA AJIs JICUEHUs HApYLIEHUs] Y UHAMBUAYYMA, IIPU 3TOM
yKa3aHHOE JIEYeHHE BKIJIIOUAET Crocod mo jmodomy u3 mi. 4-21.
27. IIpumenenue antu-CD20 areHTa B M3roTOBJIEHUHU JIEKAPCTBEHHOTO CPENCTBA JIs JIEUSHMUSI
HapYLIEHUs] Y UHAUBHUAYYMA, IPH 3TOM YKa3aHHOE JIeUeHHE BKIIF0YAeT CIoco0 1o Jr000My 3 Il
5-21.
28. Habop, conepkarmmii:

MepBOE JIEKAPCTBEHHOE CPeACTBO, coaep:xkamee ADCx19;

BO3MOKHO BTOPOE JIEKaPCTBEHHOE CPEACTBO, COAEpPIKallee BTOPUYHBIN areHT;

JUCTOK-BKJIAAbII B YNAKOBKY, COAEPKALIUN MHCTPYKLMU IO BBEIEHUI) YKAa3aHHOTO
NIePBOTO JIEKAPCTBEHHOT'O CPECTBA B COOTBETCTBHUHU CO CIIOCOOOM MO Jr000oMy m3 mit. 4-21.
29.  Habop no n. 28, HOMOJHUTENIBHO COAEPIKAIIHIL:

TPEThe JIEKAPCTBEHHOE CPENCTBO, conepkaiiee aHTU-CD20 areHr.
30. Komnosumusi, cnoco0, mpuMmeHeHue wid HaOop MO J0OOMY U3 MPEIIIeCTBYIOLIHNX
NYHKTOB, XapaKTePH3YIOMIMICS TE€M, YTO BTOPHYHBIN areHT MpPEeACTaBisieT coO0i MHruOUTOP
TUpo3uHKKHa3bl bpyTona (BTKi).
31. Komnosunusi, cnocod, npuMeneHne win Hadop mo 1. 30, XapakTepU3yIOLIHICS TEM, YTO
yKa3aHHbIA UHrHOUTOp THpOo3uHKMHA3B! bpyroHa (BTKi) BeiOpan 3 nubpyrunuda (MmOpyBHKa),
akanadbpyrunnba/ACP-196, ONO/GS-4059, cnebpyrunnda/AVL-292/CC-292, HM71224
(mocentranO) 1 BGB-3111 (3anyOpyTHHUO).
32. Kommosumusi, cmnoco0, npuMeHeHHe win Habop mo Jrobomy w3 mm  1-29,
XapaKTEPU3YIOIIMICS TeM, YTO BTOPUYHBIN areHT MPeAcTaBisieT codoi antaroHuct PD1.
33. Komnosnnusi, cnocod, npuMeHeHne Wi Hadop Mo M. 32, XapaKTePU3YIOLIHICS TEM, YTO
yka3aHHbIA aHTaroHuct PD1 BeiOpan u3 nmemOponmsymaba, HuBonymadba, MEDIO680, PDR001
(cmapranuzymad), kampenmsymaba, AUNP12, nmuamnusymaba, uemuruimmada (REGN-2810),
AMP-224, BGB-A317 (tucnenuszymad) u BGB-108.
34. Kommosumus, cmnoco0, mnpuMeHeHWe wiu Habop mno sobomy w3 mm  1-29,

XapaKTEPU3YIOMIMICS TeM, YTO BTOPUYHBIN areHT MpeAcTaBisieT codoii antaronuct PD-L1.
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35. Kommnosunus, ciocod, npumeHerue win Habop 1o 1. 34, XapaKTepU3YIOUIUNCS TeM, U4TO
ykazaHHblli  aHtaroHuct PD-L1  BeiOpan w3  aresomusymadba (Teuentpuk), BMS-
936559/MDX-1105, nypsanymaba/MEDI4736 u MSB0010718C (aBenymad).

36. Kommosumus, cmnoco0, mnpumMeHeHne wiu Habop mno srobomy w3 mm.  1-29,
XapaKTePU3VIOMIMIICSI TEeM, 4YTO BTOPUYHBIA areHT mnpencrtaBiser coboii aronuct GITR
(rmoxokopTukonn-uHayuuposanHoro TNFR-poncteenHoro Oenka).

37. Komnosnnusi, crnocod, npuMeHeHne win Habop 1o 1. 36, XapaKTePU3YIOLIHICS TEM, YTO
ykazanHblii aroHuct GITR (rmoxokoprukonn-unnyuupoasHoro TNFR-poncTBeHHOro 0enka)
BeIOpan n3 MEDI1873, TRX518, GWN323, MK-1248, MK 4166, BMS-986156 uINCAGN1876.
38.  Kommosumus, cnoco0, mnpumeHeHne wunu Habop mno mobomy wu3 mm  1-29,
XapaKTePU3YIOLINIICS TeM, YTO BTOPUYHBIN areHT npeacrasisieT codoit aronuct OX40.

39. Komnozunwsi, cnoco0, npruMeHeHne win Habop 1o 1. 38, XapakTepU3yIOUUics TeM, U4TO
ykasaHHbiii aronuct OX40 BeiOpan w3 MEDI0562, MEDI6383, MOXR0916, RG7888,
0X40mAb24, INCAGN1949, GSK3174998 u PF-04518600.

40.  Komnosuimwms, cnocod, mnpumeHenue wuiaum Habop mo Jrobomy w3 mm  1-29,
XapaKTEePH3YIOLIUICS TeM, YTO BTOPUYHBIN areHT npencrasisier codoit antaronuct CTLA-4.

41. Komnosunusi, cnocod, npuMmeHneHue win Hadop no m. 40, XapakTepU3yIOLIHICS TEM, YTO
ykasaHHbIi antaroHucT CTLA-4 BbiOpan u3 unwinmymada u TpeMeanmymada.

42, Komnosuuusi, cnoco®, mnpuMeHeHne wuian Habop mno mobomy wu3 mm 1-29,
XapPAKTEPU3YIOIIUINCS TeM, YTO BTOPHUYHBIN areHT MPeNCTaBisieT co00i uutapabuH.

43.  Komnosuuusi, cnoco®, mnpuMeHeHne wuiau Habop mno modomy wu3 mm 1-29,
XapaKTEPU3YIOIIUICS TeM, YTO BTOPHUYHBINA areHT MpencTaBisieT coboit GuynapadbuH.

44,  Komnosuuusi, cnoco0, mnpuMeHeHne wuiau Habop mno mobdomy w3 mm 1-29,
XaPaKTEPU3VIOIUNCS TEM, YTO BTOPUYHBIH areHT MpPEICTABISET COOOH THIIOMETUIIHPYIOLIHIA
areHr.

45. Komnosnnusi, cnocod, npuMeHeHne win Hadop 1o 1. 44, XapakTepU3YIOLIHICS TEM, YTO
YKa3aHHBIA TUIOMETWJIMPYIOIIUH areHT BbIOpaH M3 S-a3anuTuanHa (a3aUUTHAWH) U S-a3a-2’-
NEe30KCUIIUTHANHA (enuTabuH).

46.  Komnosummusi, cnoco0, mnpuMeHeHne wuiau Habop mno modomy wu3 mm 1-29,
XapaKkTepU3YIOIIMICS TeM, 4YTO BTOPUYHBIH areHT IMPeNCTaBisieT AareHT, MOBBILIAIINUN
skcrnpeccuro HER2.

47. Komnosnnusi, cnocod, npuMeHeHne Wi Hadop 1o 1. 46, XapaKTePU3YIOLIHICS TEM, YTO

yKa3aHHbBIN are’T, nosblmaromuii sxkcnpeccnto HER2, BeiOpan u3 remiurabrHa 1 TaMOKCH(EHa.
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48. Kommosunust, crnocod, mpuMeHeHue wid Habop 1o JoOOMYy M3 TPENIIeCTBYHOLINX
NYHKTOB, XapakTepU3yoIuics TeM, yTo aHTu-CD20 areHT nmpencrasisier cOO0H pUTyKCHMal.

49. Kommosunusi, crnocod, mpuMeHeHue wid Habop Mo JoOOMYy M3 TPENIIeCTBYHOLINX
NYHKTOB, XapakTepu3ymoomuics TeM, 4yto aHTu-CD20 areHt BbIOpaH u3 0OuHyTy3ymala,
ubputymomMad THyKCeTaHa, To3MTyMoMaba, odaTrymymada, okaparysymada, okpenmsymada u

BeNTy3yMada.

Ix.  Cnocob BeIOOpa MHAUBUAYYMA, noaxoxsuero 1 JedeHuss ADCx22 HeoOs3aTenbHO B
KOMOMHAIIMM C BTOPUYHBIM areHToM, B KOTOPOM HHIMBUAYYMAa BBIOMPAIOT IJIS JIEYEHUS,
YKa3aHHbII MHAUBUIYYM paHee nojyvai jedeHneantu-CD20 arenrom.

2X. Crnioco6 BrIOOpa MHAMBUAYYMA, moaxozsiero mis jgedeHnss ADCx22 HeoOs13aTeNbHO B
KOMOWHAIIMM C BTOPHYHBIM areHTOM, B KOTOPOM HHIMBHUAYYMa BBIOMPAIOT MAJIS JICUCHUS,
yKa3aHHBI MHAUBUAYYM Mony4aeT JedeHue anTu-CD20 arenTom.

3x.  Cnocob mo moOoMy M3 TIpeAlecTBYIOIIUX MYHKTOB, XapaKTEPU3YIOIIMHCS TEM, 4YTO
WHIMBHAYYMa BBIOMPAIOT I JICUCHUS, €CIIM YKA3aHHbIH HHANBHAYYM HE MOANAETCS JICUSHUIO
WM TOTIOJIHUTENIbHOMY JiedeHuto anTu-CD20 areHTOM.

4x.  Cnocob nedeHust HApYIIEHUs] Y HHAUBUAYYMa, IPH 3TOM YKa3aHHBIH CIIOCO0 BKJIFOYAET:

(1) BBIOOp MHAMBHAYYMA, MOAXOISIIETO IS JISYSHUs], CIOCOOOM 1Mo JIroOoMy U3 mil. 1x-3xX;

(i) BBemeHMe yKazaHHOMY WHAMBHAYYMY S¢¢ektuBHoro komudyectsa ADCx22
HeoOs13aTeTbHO B KOMOWHALIMY C BTOPUYHBIM ar€HTOM.
5X. Cnoco0 mo m. 4x, HONOJHUTENbHO BKJIOUaromui BBeneHue aHtu-CD20 areHra B
koMOuHarmu ¢ ADCx22, HeoOs13aTeIbHO TaKKe B KOMOWHAIMY C BTOPUYHBIM ar€HTOM.
6x.  Crocob neueHust HAPYIICHUS] Y UHAWBUAYYMA, IIPU 3TOM YKa3aHHBIA CIOCO0 BKIFOYAET
BBE/ICHUE YKA3aHHOMY HHAUBUIYYMY 3(PPEKTHBHOrO KOJMUECTBA:

ADCx22; u

BTOPUYHOTO areHTa;

BO3MOYKHO TaKk)ke B KoMOMHaumu ¢ anTiu-CD20 areHToMm.
7x.  Cmocob mo 1. 6X, XapakTepU3yIOLUICS TeM, YTO HHANBHAYYMa BBIOHPAIOT IS JICUEHHS B
COOTBETCTBHH CO CIOCOOOM Mo odoMy U3 min. 1x-3X.
8x. Crioco6 mo moboMy 3 mIL 5X-7X, XapakTePH3YIOLIMHICA T€M, YTO JICUEHHE BKIFOYAET
BBenieHne ADCx22 HeoOs3aTenbHO B KOMOMHAIIMY C BTOPUYHBIM areHToM 110 aHTH-CD20 arenra,

onHoBpeMeHHO ¢ aHTH-CD20 arenTom wiu nocie autu-CD20 arenTa.
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9x.  Cnocob mo nroboMy W3 MPENUIECTBYIOIIUX MYHKTOB, XaPaKTEPU3YIOMHUNACS TEM, YTO
JIeUeHNE TOTIOJTHUTENBHO BKIIFOYAET BBEACHNE XUMHUOTEPANIEBTHUECKOTO areHTa.

10x. Cnoco6 mo mo0oMy M3 TPEALIECTBYIOIIUX IYHKTOB, XaPAKTEPU3YIOLIMICS TEM, YTO
WHIUBUAYYM NPEACTABISIET COOOM YeIoBeKa.

11x. Cnocob mo m000My M3 MPENUIECTBYIOUINX MYHKTOB, XapaKTEPUIYIOIIUICST TEM, YTO Y
UHIUBUAYYMA €CTh HAPYIIEHHE WIN Y HETO ONPEAeNIeHO HapyLIeHHE.

12x. Cmnocob mo m. 11X, XapakTepHu3yIOUUHACS TeM, YTO Y MHOUBUAYyMa €CTh WIH y HEro
ompeneseH pak, skcrnpeccupyromuii CD22+ onyxoseacColMpOBaHHbIE HEOTyXOJIEBbIE KIIETKH,
takue kak CD22+ nHpuIbTpupyomue KIeTKHU.

13x.  Cnoco6 mo no0OMy M3 MPEALIeCTBYIOIIUX IYHKTOB, XaPAaKTEPU3YIOLIUICS TEM, YTO
UHAUBUIYYM MOJy4aeT JedeHnue antu-CD20 areHTom.

14x. Cnocob nmo mo0oMy M3 NMPEALIECTBYIOIUX MMYHKTOB, XapaKTEPU3YIOIHUICS TEM, YTO YTO
UHIUBUAYYM paHee nonydan jedeHue antu-CD20 arenrom.

15x. Cnocob mo mo0oMy W3 NpeAlIeCTBYIOIIMX IMYHKTOB, XapaKTEPU3YIOIIHMHCS TeM, 4YTO
UHIUBUAYYM HE MOJAAETCS JICYEHUIO WIN AONOJHUTENBHOMY JieueHuto aHTu-CD20 areHToM.
16x. Cnocob mo moOoMy W3 NpPEeALIeCTBYIOIIMX IYHKTOB, XapaKTePU3YIOIIUHCS TeM, 4YTO
JedeHne obiagaeT MOBBIEHHOW 3((EeKTUBHOCTBIO 1O CPaBHEHHIO ¢ MOHOTepanueid ADCx22,
BTOPUYHbIM areHToM wuiau  aHTU-CD20  areHTOM  OTHENnbHO, WIM  KOMOWHAUMSMU
ADCx22/uurapabun, ADCx22/pnynapabun, ADCx22/antu-CD20 areHt, uuTtapaOuH/aHTH-
CD20 arent wnu ¢paynapadbun/antu-CD20 areHr.

17x.  Cnocob mo no0oMy M3 MPEALIECTBYIOIMUX IMYyHKTOB, XaPAaKTEPU3YIOLIUICS TEM, YTO
HapyIIeHue peacTaBisier cobol npoudepaTHBHOE 3a00I€BaHUE.

18x. Cmocob no 1. 17x, XapakTepU3YIOLIUICS TeM, YTO HapyIIeHUE MPeICTaBsieT COO0H pak.
19x.  Cnocob mo m. 18X, XapakTepU3YIOIUNACS TeM, YTO HApYIIEHHE BBIOPAHO W3 TPYIIIIHL
BKJIFOYAIOLIEH: HEXOIKKUHCKYI0 JmMpomy BikIroudas aud@dy3Hyo B-KpymHOKIETOUYHYIO
mmpomy (JABKKJI), pommukynspryro tumbomy (PJI), mumdpomy U3 KIeTOK MAHTHIHOMN 30HBI
(JIKM3), xpornueckyro umparudeckyro aumpomy (XJ1JI) u B-kinerounyro numdomy U3 KIeTok
MapruHajbHON 30HbI (BKJIM3), u neiiko3bl, Takue Kak BOJOCATOKJIETOUHbIH Jeiiko3 (BKJI),
BapUAHT BoJiocaTokJeToyHoro Jyeriko3da (BKJI-B) u octpeiii mumdobnactasiii sefiko3 (OJ1JI),
TAaKOW Kak TOJIOKUTENbHBIH 1o (Qunanenbduiickoit xpomocome OJUJI (Ph+OJIJI) wnu
oTpHLATeNbHBIH N0 Punanensduiickot xpomocome OJLJT (Ph-OJLI).

20x. Cmnocod mo m 18x, XapakTepuUsyIOUIMICS TeM, YTO HapyLIeHHE XapaKTepHU3yeTCs
NPUCYTCTBUEM OJHOW MK O0JIee COMMIHBIX OMyXOJIEH.

21x. Cnocob no 1. 20x, XapaKTepU3YIOLIHICS TEM, UTO COJIUAHAS OIMYXOJIb IIPENCTABISAET COOOH

pak MOMKETyJOYHON KENe3bl, PaK MOJIOYHOW >KeNe3bl, paK TOJCTOW U MPAMOW KHIIKH, Pak
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JKENyIKa W MULIEBOAA, JEHKOo3 M JUM(POMY, MEIaHOMY, HEMEIKOKJIETOUHBIH PaK JIETKOTO, pak
SIMYHUKOB, TMEYEHOYHO-KJIETOYHYI0 KapLUHOMY, IOYE€YHO-KJIETOUYHYK) KApPLUMHOMY WIH pak
rOJIOBBI U LIEU.
22x.  ADCx22 HeoOsi3aTeTbHO B KOMOWHAIIMM C BTOPHYHBIM areHTOM Ui MPUMEHEHHS B
crioco0e JieueHus 1o Jrdomy u3 mm. 4x-21x.
23x.  Kommnosumus, conepsxkamas ADCx22 HeoOs3aTebHO B KOMOWHAIIMH C BTOPUYHBIM
areHTOM, JUI MPUMEHEHHsI B CrIoco0e JIeueHus 1o JIoboMy u3 . 4x-21x.
24x.  Arent antu-CD20 1151 mpyMeHeHHs B CriocoOe JIeueHus 1o JirodoMy u3 mm. Sx-21x.
25x.  Komnosunus, copepskammas aHTu-CD20 areHt, s NpUMEHEHHs B CIIOco0e JIeYeHUs 1o
mobomy u3 mm. Sx-21x.
26x. IIpumenenne ADCx22 HeoOs3aTeNnbHO B KOMOMHAIMM C BTOPUYHBIM areHTOM B
U3rOTOBJICHUU JIEKAPCTBEHHOI'O CPEACTBA AJIS JICYEHUs] HAPYLIEHUs Y UHAUBUAYYMA, TIPU 5TOM
yKa3aHHOE JIeueHHe BKIIoYaeT crnocod mno modomy u3 mm. 4x-21x.
27x. Ilpumenenue antu-CD20 areHTa B H3rOTOBJIEHUHU JIEKAPCTBEHHOTO CPENICTBA JUIs JIEUEHUS
HApYyIIEHHs Y HHAUBUAYYMA, [IPU 5TOM YKa3aHHOE JIEYeHHE BKIIFOUAeT CIIoco0 1o JiroboMy M3 M.
5x-21x.
28x. Habop, comepawuii:

NepBOe JIEKAPCTBEHHOE CPeNCTBO, copepxkainee ADCx22;

BO3MO>KHO BTOPOE JIEKAPCTBEHHOE CPEACTBO, COAEprKallee BTOPUYHbIN areHT,

JUCTOK-BKJIAJbIII B YIAKOBKY, COAEPXKAIIMM MHCTPYKLUMU MO BBEAEHHUIO YKA3aHHOTO
MEPBOTO JIEKAPCTBEHHOTO CPEACTBA B COOTBETCTBUU CO CIIOCOOOM IO JIFOOOMY 13 . 4x-21%.
29x. Habop mo . 28x, JOMOJHUTEIHHO COAEPIKALIHA

TPEThe JIEKAPCTBEHHOE CPEACTBO, conepkaiiee aHTU-CD20 areHT.
30x. Kowmmosurms, crnocod, mpuMeHeHue wiu Habop Mo J0OOMYy M3 MPENIIeCTBYIOLINX
NYHKTOB, XapaKTEePH3YIOIIMICS TE€M, YTO BTOPHYHBIH areHT MpPEACTaBisieT coOOi MHruOuTOp
Tupo3uHKrHa3el bpyTona (BTKi).
31x. Kommosumws, crnocod, npumeHeHue wiu Hadbop mo 1. 30X, XapakTepU3YIOIIUNUCS TEM, UTO
yKa3aHHBIA UHrHOUTOp THpOo3nHKMHA3B! bpyroHa (BTKi) BRiOpan 3 ubpyrunuda (MmOpyBHKa),
akanabpyruanba/ACP-196, ONO/GS-4059, cnebpyrunnda/AVL-292/CC-292, HM71224
(mocentunu0) u BGB-3111 (3anyopyTramO).
32x. Kommosumusi, cmocod, mnpuMeHeHHe wuian Habop mno modomy w3 mm  1x-29x,
XapaKTEPU3YIOIIMICS TeM, YTO BTOPUYHBIN areHT MPeAcTaBisieT codol aHTaroHuct PD1.
33x.  Kommosumws, crnocod, mpumeHeHue i Habop 1o 1. 32X, XapaKTePU3YIOIUNUCS TEM, UTO

yka3aHHbIA aHTaroHuct PD1 BeiOpan u3 nmemOponmsymaba, HuBomymadba, MEDIO680, PDR001

110



(cmapranuzymad), kampenmsymadba, AUNP12, mugmnusymaba, uemurummmada (REGN-2810),
AMP-224, BGB-A317 (tucnenusymald) u BGB-108;

34x. Kommosumus, crmocod, mnpuMeHeHHe wuiaun Habop mno mobomy w3 mm  1x-29x,
XapaKTEPU3YIOLIMIICS TeM, YTO BTOPUYHBIN areHT nmpeAcTaBiisieT codoit antaronuct PD-L1.

35x.  Kommoswumus, crocod, mpumeHeHne wiu Habop 1o 1. 34X, XapaKTepU3YIOIUNUCS TEM, UTO
ykazanHblli  aHtaronuct PD-L1  BeiOpan w3  aresomusymadba (Tenentpuk), BMS-
936559/MDX-1105, nypsanymaba/MEDI4736 u MSB0010718C (aBenyma).

36x. Kommosumus, crnocod, mnpuMeHeHHe wuian Habop mno mobomy u3 mm  1x-29x,
XapaKTePU3VIOMIMIICS TEeM, 4YTO BTOPUYHBIA areHT mpencrtaBiser coboit aronuct GITR
(rmoxokoprukonn-uHnyuuposanHoro TNFR-poncteenHnoro Oenka).

37x.  Kommosumus, crocod, npumeHeHne uiu Habop 1o 1. 36X, XapaKTepU3YIOIUNHCS TEM, UTO
ykazanHblii aroHuct GITR (rmroxokoprukoua-unnyuuposanHoro TNFR-poncTeenHoro Genka)
BeIOpan u3 MEDI1873, TRX518, GWN323, MK-1248, MK 4166, BMS-986156 u INCAGN1876.
38x. Komnosuimms, cmnocod, npumeHeHue win Habop mno mobOomy u3 mm.  1x-29x,
XapaKTEPU3YIOIIUICS TeM, UTO BTOPHYHBIN areHT npeacTasisier codoit aronuct OX40.

39x.  Kommnosuuwusi, crnocod, mpuMeHeHne win Habop 1o 1. 38X, XapaKTepU3YIOLIHICS TEM, YTO
ykasaHHblii aronuct OX40 BeiOpan w3 MEDI0562, MEDI6383, MOXR0916, RG7888,
0X40mAb24, INCAGN1949, GSK3174998 u PF-04518600.

40x. Komnosuumsi, crnocod, mnpumeHeHue wiu Habop mo Jsrobomy u3 mm.  1x-29x,
XapaKTEPU3YIOIIUICS TeM, YTO BTOPHYHBIN areHT npenctasisier codoit antaronuct CTLA-4.
41x. Komnosuws, cnocod, npuMeHeHue wik Habop o 1. 40X, XapaKTepU3yIOIIHUICS TEM, YTO
ykaszanHbiii anraronuct CTLA-4 BeiOpan U3 unmmumymada u Tpemenumymada.

42x. Komnosuuusi, crnoco0, mnpumeHeHue wid Habop mo Jsrobomy wm3 mm.  1x-29x,
XapaKTEPU3YIOIIUINCS TEM, YTO BTOPHUYHBINA areHT MPeCTaBIsaeT co00i uuTapabuH.

43x. Komnosumusi, cmnoco0, mnpumeHeHue win Habop mo Jsrobomy m3 mm.  1x-29x,
XapaKTEPU3YIOIUNCS TEM, YTO BTOPHUYHBINA areHT MpencTaBisieT coboit GuynapadbuH.

44x. Komnosuuusi, crnoco0, mnpumMeHeHue win Habop mo Jsrobomy m3 mm.  1x-29x,
XapaKTEPU3VIOIUNCS TEM, YTO BTOPUYHBIH areHT MpPEICTaBISET COOOH THIIOMETUIIHPYIOLIHI
areHT.

45x.  Kommnosunwsi, ¢crnocod, mpuMeHeHue Wik Habop 1o 1. 44X, XapaKTepU3yIOIIHICS TEM, YTO
yKa3aHHBIA THIOMETIJIMPYIOIIUH areHT BbIOpaH M3 S-a3auuTuanHa (a3aUUTHAWH) U S-a3a-2’-
NEe30KCUIUTHANHA (enuTabuH).

46x. Komnosuums, crnoco0, mnpumeHeHue wid Habop mo srobomy m3 mm.  1x-29x,
XapaKTEPU3YIOMIMICS TeM, YTO BTOPUYHBIA areHT MPeNCTaBisieT cOOOW areHT, MOBBIIIAOIIUN

skcrnpeccuro HER2.
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47x.  Kommno3unwsi, crnoco0, mpuMeHeHue Wik Habop 1o 1. 46X, XapaKTePU3YIOIHICS TEM, YTO
yKa3aHHbBIN are’T, nosblmaromuii sxkcnpeccuto HER2, BeiOpan u3 remiurabrHa 1 TaMOKcH(pEHa.
48x. Kommnosumws, crnocod, mpuMeHeHue wuin Habop Mo JI0OOMy W3 MPEeAIeCTBYIOIINUX
NYHKTOB, XapakTepu3yroIuiics TeM, yto aHTu-CD20 areHT nmpencrasisier cOO0H pUTyKCHMao.

49x.  Kommnosumws, crnocod, mpuMeHeHne i Habop Mo JIoO0OMy M3 MPEeAIeCcTBYIOINUX
NYHKTOB, XapakTepusymoomuiics TeM, 4yto aHTu-CD20 areHt BbIOpaH u3 0OuHyTy3ymala,
ubputymomMad THyKceTaHa, To3uTymMoMaba, odaTtymymada, okaparysymada, okpenmsymada u

BeNTY3yMada.

la. Cnoco0 seyenust paka y MHIUBUAYYMa, IIPU STOM YKa3aHHBIH CIIOCOO BKJIIOYAET BBEACHUE
yKazaHHOMY wuHAUBUAYyMy S(hdexktuBHoro komuuectBa ADCX19, BTOpPUYHOrO areHTa W
HeoOs3aTenpHO aHTU-CD20 arenra.
2a. IepBas xommno3uuus, conepxaras ADCX19, st npuMeHeHus B criocobe JeYeHus paka
y HUHAMBUAYYMA, NPU 5TOM YKa3aHHOE JICUEHUE BKJIIOYAET BBEACHHE YKA3aHHOM NEpBOU
KOMIIO3MLIMK B KOMOMWHAIIMM CO BTOPOIl KOMIIO3MLIMEH, COAeprKalleil BTOPUYHBIA areHT, H
HeoOs13aTeNTbHO B KOMOMHALIMY C TpeThell koMno3uuuei, coneprkaieii antu-CD20 areHT.
3a. ITepBast xoMmo3uLus, COAeprKalasi BTOPUYHBIA areHT, JJisl NMpPHUMEHEHHs B crocode
JIeUeHUs] HapyLIeHUs y WHIWBUAYyMa, MPHU 3TOM YKa3aHHOE JieYeHHE BKJIIOUAET BBEIECHHE
YKa3aHHOW TEepBOM KOMIIO3ULMH B KOMOWHAIIMM CO BTOPOHW KOMIIO3ULUEH, COmep Kaiieit
ADCX19, n Heobs3aTeabHO B KOMOMHALIMK C TPeThel KoMmo3uuueH, conepxameii antu-CD20
areHr.
4a. ITpumenenne ADCX19 B U3roTOBIEHUH JIEKAPCTBEHHOTO CPENCTBA IS JIEUEHHs paka y
MHAUBUIyYMA, IPU 3TOM YKa3aHHOE JieKapcTBeHHOe cpencTBo conepxkut ADCX19, u ykazaHHoe
JIeYEHUE BKJIIOYAECT BBEJEHHE JIEKAPCTBEHHOTO CPENCTBA B KOMOMHALMU C KOMITO3ULIUEH,
CoJiep Kallell BTOPUYHBIN areHT, U Heo0s3aTeIbHO Takke B KoMOuHauu ¢ antu-CD20 areHTom.
Sa. IIpumenenne BTOPUYHOIO areHTa B U3rOTOBJIEHUH JIEKAPCTBEHHOIO CPEACTBA [T JICUCHUS
paka y HMHAWBUAYYMA, INPHU 3TOM YKa3aHHOE JICUEHHE BKJKOYAET BBENCHHUE JIEKAPCTBEHHOI'O
cpeacTsa B KOMOWHaUWHU ¢ Komrosunuen, conepxkamerd ADCX19, n HeoOs3aTeNnbHO TaKXke B
KOMOWHAIIMH C KOMITO3UIMEH, copepskameii anTu-CD20 areHT.
6a Habop, conepkarmmii:

MepBOE JIEKAPCTBEHHOE CpeAcTBo, coaepskamee ADCXI19;

BTOpOE JIEKAPCTBEHHOE CPECTBO, COAEPrKalllee BTOPUUHBIN areHT;
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BO3MOJKHO TPETh€ JIEKAPCTBEHHOE CPEeACTBO, coaepskamee aHTU-CD20 areHrt; u taxxke
HeoOsI3aTeNIbHO

JUCTOK-BKJIAJbII B YIAKOBKY, COAEp:Kal[UN MHCTPYKLUH MO BBEAECHUIO UHIUBUAYYMY
NIEPBOTO JIEKAPCTBEHHOTO CPENCTBA B KOMOMHALIMK CO BTOPBIM JIEKAPCTBEHHBIM CPENCTBOM U
HeoOsI3aTeNbHO TPETHHUM JIEKAPCTBEHHBIM CPEACTBOM IPH HAJTMYHUH, AJIS JIEUEHUS Paka.
Ta. HabGop, comepskammii jekapcTBeHHOEe cpenctBo, coxepxkamee ADCX19, u nucTok-
BKJIAJbILI B YMAaKOBKY, COAEp:KALUN HHCTPYKLUU IO BBEACHUIO HHAMBUIYYMY YKa3aHHOTO
JIEKapCTBEHHOT'O CPEACTBAa B KOMOMHAIIMM C KOMITO3UIIMEH, CoAeprKaleil BTOPUUHBIA areHT, u
HeoOsI3aTeNbHO TakXKe B KOMOWHAILMM C KOMIIO3UIMeH, comepskameii aHtu-CD20 areHt, ans
JIeUEHUs paKa.
8a. Habop, conepkamuii nekapCTBEHHOE CPENCTBO, COIEpiKallee BTOPUYHBIA areHt, |
JUCTOK-BKJIAABIII B YMAaKOBKY, COAEpXAL[UNA MHCTPYKLUMHM IO BBEACHUIO HWHAMBUIYYMY
YKa3aHHOTO JIEKAPCTBEHHOTO CPEeNCTBA B KOMOMHALIMY ¢ KoMmo3unued, cogepxamieit ADCX19,
U He0oOsA3aTeNbHO TaKKe B KOMOMHAIIMM C KOMIO3MLMEH, copepskamein antu-CD20 areHT, s
JICUEHUs paKa.
9a. dapmauesTuueckass komnosuuus, coxepxkamas ADCX19, BropuuHblli areHT u
HeoOs3aTenbHO aHTH-CD20 areHr.
10a.  Cnocob nedeHus paka y HHAUBHAYYMA, IPU 3TOM YKa3aHHbIH CIIOCO0 BKJIOYAET BBEICHHE
YKa3aHHOMY WHAUBHAYYMY 3()(HEKTUBHOTO KOJMYECTBA KOMITO3ULIMH T10 1. 9.
11a. Komnosuuus no n. 9 1t npuMeHEeHUs B Coco0e JICYeHHs paka y MHHANBUAYYMA.
12a. IlpuMeHeHHe KOMMO3MLMHU MO M. 9 B M3rOTOBJEHUM JIEKAPCTBEHHOTO CPENCTBA MJIA
JIeUEHUs paKka y UHIAUBUIYYMa.
13a. Habop, conmepxamuii KOMIO3MLMIO TO M. 9 W HAOOp HMHCTPYKUHMIA 1O BBEIEHHIO
UHIUBUIYYMY JIEKAPCTBEHHOT'O CPE/ICTBA AJIS JICUEHUS paKa.
14a. Komnosuums, crnocod, NMpUMeHeHHe WM Ha0op Mo JIOOOMY W3 NPEAIIEeCTBYOMINX
MYHKTOB, XapakTepU3YIOLIUICS TeM, 4To JiedyeHue BkitouaeT BBeneHne ADCX19 u BropuyHOro
aredra o aHTu-CD20 arenrta, omHoBpemenHo ¢ aHTU-CD20 arentom unu mocie antu-CD20
areHTa.
15a. Komnosuuus, crnocod, NMpuMeHeHHe WM Ha0op Mo JIOOOMY H3 MPEAIIECTBYIOMINX
MYHKTOB, XapakTepU3YIOIIUNHCS TeM, YTO JiedeHHE [OMOJHUTEIbHO BKIIOUAET BBEIEHHE
XUMHOTEPareBTUUECKOro areHTa.
16a. Komnosuuus, crnocod, NMpUMEHEHHe WM Ha0op Mo JIOOOMY H3 MPEAIIEeCTBYIOIINX

NYHKTOB, XapaKTePU3YIOIUNCS TeM, YTO HHIUBUAYYM IPEACTABISIET COOOH YeoBeKa.
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17a. Komnosuuusi, crnocod, NMpUMeHeHHe WM Ha0op Mo JOOOMy W3 NPEAIIEeCTBYIOLINX
MYHKTOB, XapaKTePU3YIOLIUICS TEM, YTO Y UHAUBUAYYMa €CTh HApyLIeHHE WIH Y HEro ONpeeeH
pax.
18a. Komnosuuus, crmocod, mpuMeHeHHe WM Halop Mo J0OOMy W3 MPEAIIEeCTBYIOIINX
MYHKTOB, XapakTepU3YIOLIUIICA TeM, YTO y MHAUBUAYyMa €CTb WJM y HEro OINpenesieH pak,
XapaKTePU3YIOLINICS MPUCYTCTBUEM HOBOOOpa3oBaHusi, copepxkamero kak CD19+, rak u CD19-
KJIETKH.
19a. Komnosuuus, crnocod, NMpUMeHeHHe WM Ha0op Mo JoOOMy W3 NPEeAIIeCTBYIOIINX
MYHKTOB, XapakTepU3YIOLIUICA TeM, YTO Yy MHAUMBUAYyMa €CTb WJIM y HEro OINpeAeseH pak,
XapaKTEePU3YIOIUNCS TPUCYTCTBHEM HOBOOOPA30BaHUS, COAEPIKAILNEro WM COCTOALIETO W3
CD19- HeonnacTUUECKUX KJIETOK.
20a. Komnosunws, cnocod, mpuMeHeHHe Wid Ha0op No J00OMy U3 NpEeALIeCTBYIOMINX
IYHKTOB, XapaKTePU3YIOIIUHCS TEM, YTO paK WM HOBOOOPa3OBaHME MPENCTABISIET COOOM BCIO
WM YaCTh COJUIHONU OMyXOJIH.
2la. Komnosumws, cnocod, mpuMeHeHHe Wi Ha0op No J00OMYy U3 NPEeALIeCTBYIOMINX
MYHKTOB, XapaKTepU3YIOLIUICSA Te€M, YTO Yy MHAUBHUAYyMa €CTb MJU y HEro OINpEAeseH pak,
skcrnpeccupyromuit CD19, nnu CD19+ onyxoneaccoluupoBaHHbIE HEOMYXOJIEBBIE KJIETKH, TAKHE
kak CD19+ unpunbTpupyromme KIeTkH.
22a. Komnosuuus, cnocod, NMpUMEHEeHHe WM Hal0op Mo J0OOMy W3 NPEAIIECTBYOLIMX
MYHKTOB, XapaKTEePU3YIOIIUICSA T€M, UTO JIEUeHHUE:

a) 3¢dexTuBHO JeyuT OoJee IMUPOKUN CIIEKTP HAPYLICHUH,

b) addekTUBHO  JEYUT  PE3UCTEHTHBIC, HE TONNAIOIIMECS  JICUSHUIO  WJIH

pPEeLUANBUPYIOLINE HAPYIICHUS,

C) JEMOHCTPHUPYET MOBBIMEHHYIO YaCTOTY OTBETOB HM/HJIH

d) IeMOHCTPUPYET YBEIHMUEHHYIO MPOAOJDKUTEIBHOCTh OTBETA HA JICUEHHE;
IO CpaBHEHMIO ¢ JiedeHneM Jinbo ogauM ADCX19, mubo ogHUM BTOPHYHBIM areHTOM.
23a. Komnosunms, cnocod, NpuMEHeHHe WM Halop Mo JI0OOMy M3 MpPEIIIECTBYIOMINX
NYHKTOB, XapPaKTEPU3YIOIIUICSI TEM, YTO PaK BBIOpAH W3 TPYIIIBL, BKIOUAOLIEH: JTUMEPOMY
XOIKKIHA U HEXOJIPKKUHCKYI0 JIMM(p oMy, BKiroUast udgdy3ayro B-kpynmHokiIeTouHy0 muMpomy
(ABKKJI), ponmukynsipayro tumbomy (PJI), numbomy u3 kiaeTok MaHTHHHON 30HBI (JIKM3),
XpoHHYecKyl JmMbarnueckyro muMmpomy (XJUJI), B-knerounyroo mmmpomy H3 KIETOK
mapruHaibHOl 30HBI (BKJIM3), neiiko3bl, Takue Kak BOJIOCATOKJIETOUHBIN Jjeiko3 (BKJI),
BapUAHT BOJIOCATOKJIETOUHOTO JNeiiko3a (BKJI-B), ocTpslit Muenonnnsiii neiiko3 (OMJI) u octpsrit
mumpobnactaeii neiiko3 (OJIJI), Takol Kak MOJIOKUTENbHBIN 1O (uIanenbhUiCcKoi XpoMocoMe

OJIJI (Ph+OJIJI) mnu orpunatensHelii o ¢unanensduiickoir xpomocome OJIJI (Ph-OJUI), u
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COJIMIHBIE ONYXOJIM, TaKHe KaKk COJNUIHBbIE ONyXOJIH, NPEACTABISIIOIUE CO0OH pak
MOJIKEITY IOYHON JKeJIe3bl, pPAK MOJIOYHOM JKENE3bl, PaK TOJICTON U MPSIMOM KHIIKH, PaK >KeJyaKa
U MUINEBOJA, JEHKO03 U TUM(OMY, MEITaHOMY, HEMEIKOKJIETOUHBIA PaK JIETKOTO, PaK SUYHUKOB,
MEYEHOUHO-KJIETOUHYH0 KapLHOMY, TOUYE€YHO-KJIE€TOUHYIO KapLIMHOMY WJIM pak roJIOBbI U LIEH.
24a. Komnosunus, crnoco0, NMpUMEHEHHe WM Ha0op Mo J0OOMy H3 NPEIIIECTBYIOMINX
NYHKTOB, XapaKTEePH3YIOIIMICA TE€M, YTO BTOPHYHBIH areHT NpPEACTaBisieT coOOH HMHruOuTOp
Tupo3uHknuHa3el bpytona (BTKi1).

25a. Komnosuuus, cnoco0, npuMeHeHne Wik Habop 1o 1. 24a, XapakTepU3YIOIIHUHCS TEM, YTO
yKa3zaHHBI HHruOUTOp THpOo3uHKMHA3b! bpyroHa (BTKi) BeiOpan u3 nubpyrunuda (MMOpyBuka),
akanabpyrunu6a/ACP-196, ONO/GS-4059, cnebpyrunnda/AVL-292/CC-292, HM71224
(mocentnrnO) u BGB-3111 (3anyOpyTuHuo).

26a. Komnosunmsi, crnoco0, mnpumMeHeHwe wiu Habop mo Jjrobomy wu3 mn.  la-23a,
XapaKTEPU3YIOIIUICS TeM, YTO BTOPUYHBINM areHT MpencTaBiseT codoit antaronuct PD1.

27a. Komnosunws, cnocod, npuMeHeHne Wi Habop Mo I. 26a, XapakTepU3YIOIIUNACS TeM, YTO
yka3aHHbIl aHtaroHucT PD1 BbIOpan u3 nemOponmnsymada, Husoaymadba, MEDIO680, PDROO1
(cmapranuzymad), kampenusymada, AUNPI12, nupmmmsymaba, uemuruinmadba (REGN-2810),
AMP-224, BGB-A317 (tucnennzymad) u BGB-108.

28a. Komnosuums, cnoco0, mnpuMeHeHne wWin Habop mno Jjrobomy w3 nm.  la-23a,
XapaKTEPU3YIOLIUICS TeM, YTO BTOPUYHBIN areHT MpeAcCTaBisieT codoii antaroHuct PD-L1.

29a. Kommnosuuusi, croco0, npuMeHeHne Wik Habop 1o 1. 28a, XapakTepU3YIOLIHICS TEM, YTO
ykazaHHblli  aHtaroHuct PD-L1  BeiOpan w3  aresonusymada (Teuentpuk), BMS-
936559/MDX-1105, nypsanymaba/MEDI4736 u MSB0010718C (aBenymad).

30a. Kommosumus, cmocod, mnpumeHeHune wid Habop mno mobomy u3 nm  la-23a,
XapaKTePU3YIOUIMICS TeM, 4YTO BTOPUYHBIA areHT mnpenctaBiser coboii aronuct GITR
(rmoxokoptukona-uHayuuposanHoro TNFR-poncteenHoro Oenka).

3la. Kommnosunus, cniocod, npuMeHeHne win Habop mo m. 30a, XapaKTepU3YIOIIHHACS TeEM, YTO
ykazaHHbli aroHuct GITR (rmoxokoprukonn-unnyuupoanHoro TNFR-poxcTBeHHOro 0Oenka)
BeIOpaH 3 MEDI1873, TRX518, GWN323, MK-1248, MK 4166, BMS-986156 u INCAGN1876.
32a. Kowmmosumwms, crnocod, npumeHeHue win Habop mo mobomy w3 mm.  la-23a,
XapaKTEPU3YIOMINICS TeM, YTO BTOPUYHBIN areHT npeacTapisieT codoii aronuct OX40.

33a. Kommnosunuus, cnocod, npuMeHeHne Wi Habop 1o 1. 32a, XapakTepU3YIOIIHNACS TeM, YTO
ykazanHblli aronuct OX40 Beibpan w3 MEDIOS62, MEDI6383, MOXR0916, RG7888,
0X40mAb24, INCAGN1949, GSK3174998 u PF-04518600.

34a. Kowmmosumwms, crnocod, npumeHeHue wim Habop mo mobomy w3 mm.  la-23a,

XapaKTEPU3YIOIUNCS TEM, YTO BTOPHYHBIN areHT npenctasisier codoit antaronnct CTLA-4.
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35a. Kommnosunus, cnocod, npuMeHeHne Wi Habop 1o 1. 34a, XapakTepU3YIOIIHNACS TEM, YTO
ykasanHbiii anraronnct CTLA-4 BeiOpan u3 unmmumymada u Tpemenumymada.

36a. Kowmmosumms, cmocod, npumeHeHue win Habop mo modomy w3 mm  la-23a,
XapaKTEPU3YIOIUNCS TEM, YTO BTOPHUYHBINA areHT MPeCTaBIsAeT co00i nutapabuH.

37a. Kommosumwms, cmocod, npumeHeHue win Habop mo modomy wu3 mm.  la-23a,
XapaKTEPU3YIOIUNCS TEM, YTO BTOPUYHBINA areHT MpencTasiseT coboit puynapabun.

38a. Kowmmosumums, crmocod, npumeHeHue wim Habop mo modomy wu3 mm.  la-23a,
XapaKTEePU3YIOIUNCS TEM, YTO BTOPUYHBIN areHT MpPEICTaBISAeT COOOH THMIIOMETUIIMPYIOLIUI
areHT.

39a. Kommnosuuus, cnocod, npuMeHeHue nim Habop 1o 1. 38a, XxapakTepU3yIOIIHUNHCS TeEM, YTO
yKa3aHHbBIH TUIIOMETIUIMPYIOLINI areHT BbIOpaH W3 S-a3auuTuAuHA (a3alUTUOUH) U S-a3a-2’-
NEe30KCUIUTHANHA (ienuTabuH).

40a. Komnosuimwms, cmocod, mnpumeHeHue wid Habop mno mobomy wu3 mm.  la-23a,
XapaKTEPU3YIOIUINCS T€M, YTO BTOPUYHBIA AreHT MPEACTaBJsieT COOOW areHT, MOBBILIAKOLIHI
skcnpeccuro HER2.

41la. Komnosunws, cnocod, npuMeHeHne win Habop 1o 1. 40a, XxapakTepU3yIOIIUNACS TeM, YTO
yKa3aHHBIN areHT, nopblmaromuii sxcnpeccuro HER2, BeiOpan u3 remuurabuHa U TaMOKcH(peHa.
42a. Komnosuuus, cnocod, NMpUMEHEHWe WM Ha0op Mo JOOOMy W3 NPEIIIECTBYOLINX
MYHKTOB, XapaKTepU3yIOIUCs TeM, yTo aHTU-CD20 areHT nmpencrasisier co00M pUTyKcuMao.
43a. Komnosuuusi, crocod, NMpUMEHEHHe WM Halop Mo JOOOMy W3 MPEIIIeCTBYOLINX
NYHKTOB, XapakTepusywomuics TeM, 4to aHTu-CD20 areHT BbIOpaH u3 0OuHyTy3ymada,
ubputymomMad THyKCeTaHa, TO3UTyMoMaba, odaTymymada, okaparysymada, okpenusymada u

BeNTY3yMada.

Ib.  Cnocob neyenus paka y UHAMBHAYYMA, IIPU 3TOM YKa3aHHBIN CIIOCOO BKIIIOYAET BBEICHUE
yKazaHHOMY HHAUBUAYYMY 3¢ ¢dexktuBHoro xommuectBa ADCX22, BTOPUYHOrO areHTa M
HeoOs13aTenpHO anTH-CD20 arenra.

2b. ITepBas xommosunys, conepskamas ADCX22, st npuMeHeHus B crocode JIeUeHHst paka
y HMHIUBUAYYMA, NPHU 3TOM YKA3aHHOE JICUEHHE BKIIOYACT BBEACHUE YKA3aHHOW MEepBOU
KOMITO3UIIMM B KOMOWHAIMM CO BTOPOH KOMIIO3WLIMEH, comepskallell BTOPUYHBIA areHT, U
HeoOs13aTeNbHO B KOMOMHALIMY € TPeThell koMno3uuuei, coneprxameii antu-CD20 areHT.

3b. IlepBass xoMmo3uLusi, coAeprKamiasi BTOPUYHBIM areHT, IJsl MpHMEHEHHs B crocode

JICYCHHUs] HAPYIUEHHWs y WHAUBUAYYMA, NPU 3TOM YKA3aHHOE JICYEHHE BKJIKOYAET BBEIECHUE
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YKa3aHHOW TepBOW KOMIIO3ULIMM B KOMOWHAIIMM CO BTOPOW KOMIIO3WIMEH, Comep Kaliei
ADCX22, n Heobs3aTenbHO B KOMOMHALIMM C TPeThel KoMmno3uuuel, conepxameii antu-CD20
areHr.
4b. IIpumenenne ADCX22 B U3roTOBJIEHUH JIEKAPCTBEHHOTO CPENCTBA IS JIEUEHUs paka y
MHAUBUIYYMA, IPU 3TOM YKa3aHHOE JIEKapCTBEHHOE cpeAcTBO conepxkut ADCX22, u ykazaHHOe
JeUeHWEe BKJIIOYAET BBEIEHHE JIEKAPCTBEHHOIO CPENCTBA B KOMOMHALMU C KOMITO3ULIUEH,
coJieprKalleil BTOPUYHBIN areHT, U HeoOs3aTeIbHO TaKkke B KoMOuHamu ¢ antu-CD20 arenrom.
5b.  IlpumeHeHHe BTOPUYHOIO areHTa B M3TOTOBJIEHUH JIEKAPCTBEHHOT'O CPEICTBA ISl JICUEHHS
paka y HMHAMBUAYYMA, IPHU O5TOM YKa3aHHOE JICUEHUE BKJIKOYAET BBEACHHUE JIEKAPCTBEHHOI'O
cpeacTBa B KOMOMHauuu ¢ komrosuuuen, copepxamein ADCX22, u HeoOs3aTeNnbHO TaKXke B
KOMOMHAIINY C KOMITO3ULMEH, copepskaueii antu-CD20 areHr.
6b Habop, conepkarmmii:

NepBOE JIEKAPCTBEHHOE CPeACTBO, coaepskaiee ADCX22;

BTOpOE JIEKAPCTBEHHOE CPEICTBO, COAEPIKallee BTOPUUHBIN areHT;

BO3MOXKHO TPEThe JIEKAPCTBEHHOE CpencTBO, copepxkainee aHTU-CD20 areHT, u Takke
HeoO0s13aTeIbHO

JUCTOK-BKJIAAbII B YIAKOBKY, COAEPKALIUN HMHCTPYKLUHU MO BBEACHUIO UHIUBUAYYMY
NIEPBOrO JICKAPCTBEHHOT'O CPENCTBA B KOMOMHALIMK CO BTOPBIM JIEKAPCTBEHHBIM CPENCTBOM U
HeoOsI3aTeNIbHO TPETHUM JIEKAPCTBEHHBIM CPEACTBOM NP HAJHYHUH, AJIS JICYEHUS PaKa.
7b. Habop, conepskamuii jiekapcTBeHHOE cpencTBo, coxepikamee ADCX22, u nuCTOK-
BKJIQJBILI B YIMAaKOBKY, COAEp KALIUN HHCTPYKLUU IO BBEACHUIO HHAUBUIYYMY YKa3aHHOTO
JIEKaPCTBEHHOTO CPEACTBAa B KOMOWHAIIMM C KOMITO3UIIMEH, COAeprKaleil BTOPUUHBIA areHT, U
HeoOs3aTeIbHO TaKKe B KOMOWHAIMKM C KOMIo3uiuel, comepskameid antu-CD20 areHt, mjist
JICYCHUS paKa.
8b.  Habop, conmep:kamuii JieKapCTBEHHOE CPENCTBO, COIEpiKalllee BTOPUYHBIA areHT, |
JUCTOK-BKJIAZBIII B YIMAaKOBKY, COAepXKal[UNi MHCTPYKLUMHU IO BBEICHUIO HUHAMBUIYYMY
YKa3aHHOTO JIEKAPCTBEHHOTO CPEACTBA B KOMOMHALINU ¢ KOMIO3uIme, conepxkareir ADCX22,
U HeoOs3aTeNbHO TaKKe B KOMOWHALIMK C KOMIO3UIMeH, conepkameii antu-CD20 aredr, st
JICYCHHS paKa.
9b. ®dapmaneBTudeckas komnosunus, copepxkamas ADCX22, BTOpUYHBIH areHT u
HeoOs13aTenbHO aHTU-CD20 areHT.
10b. Cnocob neyenus paka y MHANBHAYYMA, IIPU 3TOM YKa3aHHBIN CIIOCOO BKIIIOYAET BBEICHNE
YKa3aHHOMY WHAUBHAYYMY 3()()EKTUBHOTO KOJMYECTBA KOMITO3ULIMH T10 1. 9.

11b.  Kommnozumws 1o m. 9 1y1si npuMeHeHus B Criocode JIeYeHHsI paka y UHIUBUAYYMA.
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12b. TlpumeHeHue KOMITO3UIMU TMO T. 9 B M3TOTOBJIEHUHU JICKAPCTBEHHOIO CPENCTBA JIJIsi
JIeUEHUs paka y UHIAUBUIYyMa.

13b. Habop, comepkammii KOMHO3UIMIO MO M. 9 w HAOOp HWHCTPYKUUH MO BBEACHHIO
MHAUBUIYYMY JIEKAPCTBEHHOI'O CPE/ICTBA AJIs JIEUEHUS paKa.

14b. Komnosuuus, crnocod, NMpUMEHEHHe WM Ha0op Mo JOOOMy W3 NPEAIIECTBYIOIINX
MYHKTOB, XapaKTepU3YIOLIUICS TeM, UTO JleueHue BkimouaeT BBeneHne ADCX22 u BTOpUYHOTrO
areHtra 0 aHtu-CD20 arenra, onHoBpeMeHHO ¢ aHTU-CD20 arentom unu mocie aHtu-CD20
areHTa.

15b  Komnosuumsi, crnoco®, NmpuMeHeHHe WM Habop Mo JOOMy M3 NPEeAIeCTBYIOIINX
NYHKTOB, XapakTEePU3YIOIIMNHCS TEeM, YTO JIeYeHHE [OMOJHUTEIbHO BKIIOUAET BBEICHHE
XHUMHOTEPANeBTUUECKOIrO areHTa.

16b. Komnosuims, crnocod, mpuMeHeHHe i HaOop MO JIOOOMY M3 NPEaIecTBYIOIIUX
IYHKTOB, XapaKTePHU3YIOIUIICS TeM, YTO MHAUBUAYYM IMPECTABIAET COOO0M UenoBeKa.

17b. Komnosuims, crnocod, mpuMeHeHue i Habop Mo JI0OOMY H3 NPeaIeCTBYIOIIUX
MYHKTOB, XapPaKTePU3YHOLIUICS TEM, YTO Y UHAUBUAYYMA €CTb HAPYLIEHHE WIN Y HETO ONpeAeIeH
pax.

18b. Komnosumms, crnocob, npuMeHeHHe i HaOop MO JIIOOOMY M3 TNPeaIeCTBYIOIIUX
MYHKTOB, XapaKTePU3YIOLIUICSA TE€M, YTO Yy MHAUMBHUAYyMa €CTb MJU y HEro OINpEAeieH pak,
XapaKTePU3YIOLINICS MPUCYTCTBUEM HOBOOOpa3oBaHus, comepkainero kak CD22+, rak u CD22-
KJIETKH.

19b. Komnosuuus, crnocod, MpUMEHEeHHe WM Ha0op Mo JIOOOMy W3 MPEAIIECTBYOIIUX
MYHKTOB, XapakTepU3YIOLIUICA TeM, YTO y MHAUBUAYyMa €CTb WJU y HEro OIpejaeiieH pak,
XapaKTEPU3VIOIUNCS TPUCYTCTBHEM HOBOOOPA30BAHUS, COAEPIKAINEro WM COCTOALIETO W3
CD22- HeonnacTUUECKUX KJIETOK.

20b. Komnosuuus, cnocod, NMpUMEHEHHe WM Ha0op Mo JIOOOMy H3 MPEIIIECTBYFOIINX
NYHKTOB, XapaKTEPU3VIOLIMICSA TEM, YTO PaK WM HOBOOOpPA30OBaHHE MPENCTABISET COOOH BCO
WJIM 4aCTh COJUAHON OMYyXOJIH.

21b. Komnosunus, crnocod, NMpUMEHEHHe WM Ha0op Mo JIOOOMY H3 MPEIIIECTBYOLINX
MYHKTOB, XapakTepU3YIOLIUIICA TeM, YTO y MHAUBUAYyMa €CTb WJU y HEro OIpejeNeH pak,
skcnpeccupyrouii CD22+  onmyxoJeacCOlMUpPOBaHHbIE HEOMYXOJIEBbIE KIIETKH, TaKHE Kak
CD22+ nHQUIBTPUPYIOIIHE KIETKH.

22b. Komnosunus, crnocod, NMpUMEHEHHe WM Hal0op Mo J0OOMy H3 NPEIIIECTBYIOIINX
MYHKTOB, XapaKTEePU3YIOIIUNICS T€M, UTO JIeUeHHUE:

a) 3¢dexTuBHO NeunT OoJIee MUPOKUN CIIEKTP HAPYIICHUH,
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b) o>ddekTHBHO  JEYUT  PE3UCTEHTHBIC, HE TMONNAIOIINECS  JICUCHUIO  WJIH

PEeLHUANBHUPYIOLINE HAPYIICHUS,

C) JEMOHCTPHUPYET MOBBIMEHHYIO YaCTOTY OTBETOB H/MJIH

d) IeMOHCTPHPYET YBEIMUEHHYIO MPOAOJDKUTEIPHOCTh OTBETA HA JICUEHHE;
110 CPaBHEHMIO ¢ JiedeHneM Jnbo ogauM ADCX22, nubo ogHUM BTOPHYHBIM areHTOM.
23b. Komnosunus, crnoco0, NMpUMEHEHHe WM Hal0op Mo JOOOMY H3 MPEAIECTBYIOLINX
NYHKTOB, XapaKTEPU3YIOLIUICSI TEM, YTO PaK BBIOpAH W3 TPYIIIBI, BKIIOUAOLIEH: 1uMpomy
XOIKKIHA U HEXOJIKKUHCKYI0 MM oMy, BKiro4ast nuddy3nyro B-kpynHokineTounyro muMpomy
(ABKKIJI), ponnmukynspuyro numbomy (PJI), numbpomy u3 kiaeTok MaHTHHHON 30HBI (JIKM3),
XpoHH4ecKkylo JmMbaruueckyro umpomy (XJUJI), B-knerounyro mmumpomy M3 KIETOK
mapruHanbHOl 30HBI (BKJIM3), neiiko3bl, Takue Kak BOJIOCATOKJIETOUYHBINH Jjeiko3 (BKJI),
BapUaHT BOJIOcAaTOKJIETOUHOTrO Neiiko3a (BKJI-B), octpslit Muenonnnsiii neiiko3 (OMJI) u octprrit
mumdoOnactheii efikos (OJIJI), Takol kKak MOJOKUTENbHBIN MO (unaneabGuicKol XpoMocome
OJIJT (Ph+OJIJI) unu orpuuatensHbiii o ¢unanensduiickoit xpomocome OJIJI (Ph-OJLI), u
CONMAHBIC ONYyXOJH, TAaKUe Kak COJHIHBIE OIYXOJH, MpPEACTaBIAoIue coOoi pak
MOJKENTy TOYHOH JKeNe3bl, paK MOJOYHOMN JKeJe3bl, paK TOJICTOH U NMPSIMOM KUIIKHU, paK >KeIyaKa
U NHILIEBOAA, JEHK03 U TMM(POMY, MEITaHOMY, HEMEJIKOKJIETOUHBIH paK JIETKOTro, PaK SIMYHUKOB,
NeYEHOYHO-KJIETOYHYIO KaPLHUHOMY, TOYEYHO-KJIETOYHYIO KaPLIMHOMY HJIH PaK rOJIOBBI U LIEH.
24b. Komnosuuus, crnocod, MpUMEHEHHe WM Halop Mo JoOOMy W3 NPEIIECTBYOLIMX
NYHKTOB, XapaKTePH3YIOMIMICS TE€M, YTO BTOPHYHBIN areHT MpPEeACTaBisieT coO0oil MHruOHUTOp
TUpo3uHKKHa3bl bpyTona (BTKi).
25b. Kommnosuuusi, cnocod, npuMeHeHune win Habop no 1. 24b, XapakTepU3yIOLIHICS TEM, YTO
yKa3aHHbIA UHrHOUTOp THpOo3uHKMHA3B! bpyroHa (BTKi) BeiOpan 3 nubpyrunuda (MmOpyBHKa),
akanadbpyrunn6a/ACP-196, ONO/GS-4059, cnebpyrunnda/AVL-292/CC-292, HM71224
(mocentranO) 1 BGB-3111 (3anyOpyTHHUO).
26b. Kommnosuiwms, cnocod, mnpuMeHeHWe wWid Habop mno Jrobomy w3 mm.  1b-23b,
XapaKTEPU3YIOIIMICS TeM, YTO BTOPUYHBIN areHT MPeAcTaBisieT codoi antaroHuct PD1.
27b. Komnosuuus, cnocod, mpuMeHeHne Wik Habop 1o 1. 26b, XapakTepH3yILIHICS TEM, YTO
yka3aHHbIA aHTaroHuct PD1 BeiOpan u3 nmemOponmsymaba, HuBonymadba, MEDIO680, PDR001
(cmapranuzymad), kampenmsymaba, AUNP12, nmuamnusymaba, uemuruimmada (REGN-2810),
AMP-224, BGB-A317 (tucnenuszymad) u BGB-108.
28b. Komnosumms, cmnocod, mnpumeHeHue wiu Habop mo smrobomy wm3 mm.  1b-23b,

XapaKTEPU3YIOMIMICS TeM, YTO BTOPUYHBIN areHT MpeAcTaBisieT codoii antaronuct PD-L1.
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29b. Kommnosunus, cnocod, mpuMeHeHne i Habop o 1. 28b, xapakTepu3yILIHICsS TeM, YTO
ykazaHHblli  aHtaroHuct PD-L1  BeiOpan w3 aresomusymadba (Teuentpuk), BMS-
936559/MDX-1105, nypsanymaba/MEDI4736 u MSB0010718C (aBenymad).

30b. Kowmmosumms, cmoco0, mnpuMeHeHne wid Habop mno mobomy wu3 mm.  1b-23b,
XapaKTePU3VIOMIMIICSI TEeM, 4YTO BTOPUYHBIA areHT mnpencrtaBiser coboii aronuct GITR
(rmoxokopTukonn-uHayuuposanHoro TNFR-poncteenHoro Oenka).

31b. Kommnozuuus, cnocod, mpumeHeHne win Hadbop no 1. 30b, xapakTepu3yILIHICS TeM, YTO
ykazanHblii aroHuct GITR (rmoxokoprukonn-unnyuupoasHoro TNFR-poncTBeHHOro 0enka)
BeIOpan n3 MEDI1873, TRX518, GWN323, MK-1248, MK 4166, BMS-986156 uINCAGN1876.
32b. Kowmmosumus, cmoco0, mnpuMeHeHMe wuiau Habop mno mobomy wu3 mm.  1b-23b,
XapaKTePU3YIOLINIICS TeM, YTO BTOPUYHBIN areHT npeacrasisieT codoit aronuct OX40.

33b. Kommnosunws, ciocod, npruMeHeHne uin Habop 1o 1. 32b, XapakTepu3yIIUICs TEM, U4TO
ykasaHHbiii aronuct OX40 BeiOpan w3 MEDI0562, MEDI6383, MOXR0916, RG7888,
0X40mAb24, INCAGN1949, GSK3174998 u PF-04518600.

34b. Kommosunus, cmnocod, mnpuMeHeHHe wuian Habop mno Jrobomy wu3 mm  1b-23b,
XapaKTEePH3YIOLIUICS TeM, YTO BTOPUYHBIN areHT npencrassier codoit antaronuct CTLA-4.
35b.  Kommnosunws, ciocod, npruMeHeHne uin Habop 1o 1. 34b, XapakTepu3yrIUiCs TeM, 4TO
ykasaHHbIi antaroHucT CTLA-4 BbiOpan u3 unwinmymada u TpeMeanmymada.

36b. Kowmmnosuims, crnoco0, mNpuMeHeHWe wuWid Habop mno mobomy wu3 mm. 1b-23b,
XapPAKTEPU3YIOIIUINCS TeM, YTO BTOPHUYHBIN areHT MPeNCTaBisieT co00i uutapabuH.

37b. Kowmmnosuims, crnoco0, mNpuMeHeHWe wuid Habop mno mmobomy wu3 mnm. 1b-23b,
XapaKTEPU3YIOIIUICS TeM, YTO BTOPHUYHBINA areHT MpencTaBisieT coboit GuynapadbuH.

38b. Kowmmnosurmms, crnoco0, mnpuMeHeHue wuid Habop mno mobomy wu3 mm. 1b-23b,
XaPaKTEPU3VIOIUNCS TEM, YTO BTOPUYHBIH areHT MpPEICTABISET COOOH THIIOMETUIIHPYIOLIHIA
areHT.

39b. Kommnozunus, crnocod, mpumeHerne win Hadbop no 1. 38b, XapakTepu3yILIHICS TEM, YTO
YKa3aHHBIA TUIOMETWJIMPYIOIIUH areHT BbIOpaH M3 S-a3anuTuanHa (a3aUUTHAWH) U S-a3a-2’-
NEe30KCUIIUTHANHA (enuTabuH).

40b. Komnosumus, crnocod, mnpumeHeHue win Habop mo srobomy wu3 mm.  1b-23b,
XapaKTEPU3YIOIIMICS TeM, YTO BTOPUYHBIA areHT MPenCTaBisieT cOOOW areHT, MOBBIIIAOIIUN
skcrnpeccuro HER2.

41b. Kommnosunus, cnocod, npuMeHeHne win Habop no 1. 40b, XxapakTepu3yLIHICS TeM, YTO
yKa3aHHbBIN are’T, nosblmaromuii sxkcnpeccnto HER2, BeiOpan u3 remiurabrHa 1 TaMOKCH(EHa.
42b. Komnosuuus, crnocod, NMpUMEHEHHe WM Hal0op Mo JOOOMy H3 MPEIIIECTBYIOIINX

NYHKTOB, XapakTepU3yoIuics TeM, yTo aHTu-CD20 areHT nmpencrasisier cOO0H pUTyKCHMao.
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43b. Kommnosumwms, crnocod, mpuMeHeHue i Habop Mo JIOOMy W3 MPEeAIeCTBYIOIIUX
NYHKTOB, XapakTepu3ymoomuics TeM, 4yto aHTu-CD20 areHT BbIOpaH u3 0OuHyTy3ymala,
ubputymomMad THyKCeTaHa, TO3UTyMoMaba, odaTtymymada, okaparysymada, okpenmsymada u

BeNTY3yMada.
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KPATKOE OIINCAHUE U30OBPETEHUA
1. Croco0 BbIOOpa WMHAWBUAYYMA, MOAXONmALIEro misi jedeHuss kombunauuerdn ADC u
BTOPHYHOTO areHTa, B KOTOPOM HHIMBUAYYMA BBIOMPAIOT VISl JICUCHUS], YKA3aHHBIA HHAUBUIYYM
paHee nosyudan jgedueHneanTu-CD20 areHToMm.
2. Croco0 BbIOOpa WMHAMBUAYYMA, MOAXOmALIero miusi jedeHuss kombunauuendn ADC u
BTOPHYHOTO areHTa, B KOTOPOM HHIMBUAYYMA BBIOMPAIOT ISl JICUCHUS], YKA3aHHBIA HHIUBUIYYM
nosiydaet jiedeHue aHntu-CD20 areHrom.
3. Criocob mo nmoboMy M3 MPENIIeCTBYIOLUINX IYHKTOB, XapaKTePH3YIOIIHMNCS TeM, YTO
UHIUBUAYYMa BBIOUPAIOT IS JIEYEHUS], €CIIU YKA3aHHBIN MHANBUAYYM HE MOJNAETCS JICUCHHUIO
WIH TONOJIHUTENbHOMY JiedeHuto anTu-CD20 areHToM.
4. Criocob neueHust HapyLeHUs y UHANBHUAYYMa, IIPU 3TOM YKa3aHHBIN CIIOCOO BKIJIIOYAET:
(1) BBIOOp MHAMBHIAYYMA, TIOAXOMASLIETO AJIS JICUEHHsI, CIOCOOOM 1o JirobomMy u3 mm. 1-3; u
(i1) BBemeHNE yKa3aHHOMY MHIUBHAYYMY 3¢ eKkTHBHOro Koiaudectsa komOuHamu ADC
U BTOPUYHOT'O areHTa.
5. Cnocod mo 1. 4, NONOJHHUTENBHO BKIOYArOmMUi BBeneHne aHtu-CD20 arenra B
koMOuHarmu ¢ komOuHaueit ADC 1 BTOpUYHOTO areHra.
6. Cnoco0 neveHus HapyLIEHHUs] y UHAWBUAYYMA, IPU 3TOM YKa3aHHBIN COCOO BKIIFOYAET
BBEJIEHHE YKa3aHHOMY MHAMBHUAYYMY 3(dekxTuBHOro konmdectsa ADC, BTOPUYHOrO areHTa u
anTu-CD20 arenra.
7. Crniocob mo 1. 6, XapaKTepU3YIOIUNCS TeM, YTO UHAWBUAYYMa BbIOUPAIOT IIs JICUSHHS B
COOTBETCTBHH CO CIIOCOOOM 0 r0OoMy U3 . 1-3.
8. Crnoco6 mo mrobomy u3 mm. S5-7, XapakTepU3YIOIIUNCS TE€M, YTO JICUEHHE BKIFOYAET
BBereHne ADC u BropuuHoro areHta 1o aHTu-CD20 arenra, ogHoBpemeHHO ¢ aHTH-CD20
areHToMm unu nocie antu-CD20 arenra.
9. Crocob mo moboMy M3 MPEnIIeCTBYIOLUINX IMYHKTOB, XapaKTEPH3YIOIIHHICS TEM, YTO
JIeUEHHE TOTIOJTHHUTENBHO BKIIFOYAET BBEACHUE XUMHUOTEPANIEBTHUECKOTO areHTa.
10.  Cnocob mo yro0oMy M3 MPEAUIeCTBYIOIMUX IYHKTOB, XaPAaKTEPU3YIOLIUICS TEM, YTO
WHIUBUAYYM NPEACTABISIET COOOM YeIoBeKa.
11.  Cnocob mo a000My H3 MPENUIECTBYIOLUINX MYHKTOB, XaPaKTEPUIYIOIIUNCS TEM, YTO Y
UHIUBUAYYMA €CTh HAPYIIEHHE WIH Y HETO ONPEEIICHO HapYLICHUE.
12. Crocob mo m. 11, xapakTepu3yrOIUiCsS T€M, YTO y WHAWBHAYYMa €CTb I y HEro
ompeneneH pak, okcrpeccupyromuii CDI19, wumu CDI19+  onyxoneacCoUMUpOBaHHbBIE
HEOIyXOoJeBble KieTKH, Takue Kak CD 19+ uHpuibTpupyomume KIeTKHy.
13.  Cnocob mo mo0oMy M3 MPEALIeCTBYIOIIUX IYHKTOB, XaPAKTEPU3YIOLIUICS TEM, YTO

UHAUBUIYYM MOJy4aeT JedeHue antu-CD20 areHTom.
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14.  Cnocob mo mo0oMy K3 MPEAIIECTBYIOIIUX MMyHKTOB, XapaKTEPUIYIOIUICS TEM, YTO YTO
MHAUBUIIYYM paHee nosyuan jedeHue antu-CD20 areHToM.

15. Cmnocob mo mroboMy W3 MPEAIIEeCTBYIOIIUX MYHKTOB, XapPaKTEPU3YIOIHUNUCS TEM, HYTO
WHIMBHIAYYM HE NOANAETCS JICUSHHUIO WK TOTIOJHUTENIbHOMY JieueH 0 aHTU-CD20 areHToMm.

16.  Cmocob mo mrobOoMy U3 MPEAIIeCTBYIOIIUX MYHKTOB, XapPaKTEPU3YIOIHNUCS TEM, HYTO
JeueHne o0iaaaeT MOBBIIIEHHOH 3 PEKTUBHOCTHIO TI0 CPABHEHUIO C MOHOTEpanuel JTnbo OgHUM
ADC, nu6o ogaum antu-CD20 areHTOM.

17.  Cmocob o iro0oMy U3 MpeauIecTBYIOMUX MyHKTOB, XapakTepusyromuiics TeM, uto ADC

npezacrasisier coboit antu-CD19-ADC.

18.  Cmnoco6 no n. 17, xapakrepusyromuiics TeMm, uto antu-CD19-ADC npencrasnser coboi
ADCXI9.
19. Cnoco6 mo mobomy u3 mm. 1-16, xapakrepusyromuiicss Tem, uto ADC npencrassier

coboit antu-CD22-ADC.

20.  Cnocob no n. 19, xapakrepusyroumiics Tem, uro autu-CD22-ADC npencrasnser coboit
ADCx22.

21.  Cnocob mo moOOMy W3 NpPEeALIeCTBYIOIIMX ITYHKTOB, XapaKTEPU3YIOIIMNCS TEM, YTO
HapylleHHe NpencTaBisier coboil nponudepaTnBHOe 3a001eBaHNUE.

22. Crnioco6 o 1. 21, XapakTepHu3yIOLIHICS TEM, YTO HAPYLICHUE MPEICTaBIIsIeT COOOH pak.
23. Crocob mo m. 22, XapakTepH3YIOLIMICA TeM, YTO HapylleHHe BBIOPAHO W3 TPYIIIbI,
BKJIFOYAIOLIEH: HEXOKKUHCKYI0 JmMpomy BkIrouas aud@dy3Hyo B-KpymHOKIETOYHYIO
mumpomy (JABKKJI), pommukynsapayro sumbpomy (PJI), mumdpomy U3 KI€TOK MAHTHITHOHN 30HBI
(JIKM3), xpornueckyro aumparudeckyro aumpomy (XJIJI) u B-kiaerounyro numdomy U3 KIeTok
mMapruHanbHol 30HbI (BKJIM3), u jeiiko3bl, Takue Kak BOJOCATOKJeTO4YHbIN Jieiiko3 (BKJI),
BapUAHT BoJiocaTokJeToyHoro Jyeriko3a (BKJI-B) u octpeiii mumdobnactabiii sefiko3 (OJ1JI),
TAKOM KakK TOJOXHUTENbHbIH 1O (umanensduiickoit xpomocome OJUJI (Ph+OJIJI) wmm
oTpHLATENbHBIN N0 Punaaensduiickoii xpomocome OJIJI (Ph-OJLI).

24. Crnocod mo m. 22, XapakTepH3YIOUIUHCS TeM, 4YTO HapyIIEeHHE XapaKTepHU3yeTCs
NPUCYTCTBUEM OIHOW MK O0JIee COMMIHBIX OMyXOJIEH.

25. Criocob no 1. 24, XapakTepu3yIUNACS TeM, YTO COJUAHAS OIyXOJIb MPEICTABIIAET COOOM
pak MOMKETyJOYHON >KEJNe3bl, PaK MOJIOYHOW >KeNe3bl, paK TOJCTOW U MPAMOW KHIIKH, Pak
JKENyJKa W MULIEBOAA, JEUKO3 U JUM(POMY, MEIaHOMY, HEMEIKOKJIETOUHBIA paK JIETKOTO, pak
SMYHUKOB, TEYEHOYHO-KJIETOYHYIO KapPLHHOMY, MOYE€YHO-KJIETOYHYI KapLUUHOMY WJIH pPaK

I'OJIOBBI U LICH.
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26.  Cnocob no mo0oMy U3 PEALIECTBYIOIINX MTYHKTOB, XapaKTEPU3YIOIUNCS TEM, UTO aHTH-
CD20 areHTt BbIOpaH M3 IPYMIIbL, COCTOALIEH M3: puTykcuMabda, oOuHyTy3ymada, noputymomad
TUYKCeTaHa, To3utymomada, oparymymada, okapaty3symada, okpennymada u Benty3ymada.

27.  Cnocob mo mobomy u3 mm. 1-25, xapakrepusyrommuiics Tem, 4ro aHtu-CD20 areHt

NpenCcTaBsieT Co00i puTykcumad.

28.  ADC nns nmpuMeHeHHUs B crioco0e JieueHust 1Mo Jrobomy u3 mir. 4-24.

29, Kommnosunus, cogepxamast ADC, niist npuMeHeHus B Criocode JieueHus 1Mo JI0OOMyY U3 I,
4-27.

30.  BTopuuHBI areHT Ul MPUMEHEHHsI B Crioco0e JIeYeHus 1o JiroooMy u3 . 4-27.

31. Komnosunusi, copeprkainasi BTOPUYHBIN areHT, s IPUMEHEHHsI B CIIoco0e JIeYeHus 1o

mobomy u3 . 4-27.
32.  Arent ant-CD20 nist nprMeHeHus B crioco0e JIe4eHust 1o Jro0oMy u3 mi. 5-27.
33.  Kommnosunws, copepkamas aHTu-CD20 areHT, ajist IpUMEHEHUs! B COCO0€ JIEYEeHUsI 110
mobomy u3 m. 5-27.
34.  Ilpumenenue ADC B U3roTOBIEHUHU JIEKAPCTBEHHOI'O CPEACTBA JJIsl JIEUEHUs] HAPYLIEHUsS
y UHIUBUYYMA, TIPH 3TOM YKa3aHHOE JIEYEHHE BKIIFOUAeT Criocod nmo modomy u3 mit. 4-27.
35.  IlpumeHeHHe BTOPUYHOIO areHTa B U3TOTOBJIEHUH JIEKAPCTBEHHOI'O CPEACTBA IJIs JICYCHHUS]
HApYIIEHHs Y MHAUBUAYYMA, IIPU 5TOM YKa3aHHOE JISYEHHE BKIIFOUAET CIIOCO0 1o JIoOoMy M3 M.
4-27.
36. IIpumenenue antu-CD20 areHTa B M3roTOBJICHUU JIEKAPCTBEHHOTO CPENICTBA ISl JIEUSHMUSI
HAPYLICHUs] Y UHAUBHAYYMA, IPU STOM YKa3aHHOE JICUE€HHE BKIIFOYAeT CIIoco0 Mo Jro00oMy H3 Il
5-27.
37.  Habop, comepsKamimii:

MepBOe JIEKApCTBEHHOE CPeAcTBo, coaepskamee ADC,

JUCTOK-BKJIAJbIII B YIAKOBKY, COJAEP)KaLUN HMHCTPYKLUU IO BBEIEHHUIO YKa3aHHOTO
MEPBOTO JIEKAPCTBEHHOTO CPEACTBA B COOTBETCTBHU CO CIIOCOOOM IO JIFoOOMy U3 T, 4-27.
38.  Habop no n. 37, TOMOIHUTENBEHO COAEPIKALIHIL:

BTOPOE JIEKAPCTBEHHOE CPENCTBO, conepxkariee anHTu-CD20 areHT.
39. Komno3nnusi, cnoco0, mpuMeHeHHe i Habop mo J000My U3 MPEIIIeCTBYIOLINX
NYHKTOB, XapaKTEePH3YIOIIMICA TE€M, YTO BTOPHYHBIH areHT NpPEACTaBisieT coOOi MHruOUTOp
TUpo3nHKKHa3bl bpyTona (BTKi).
40. Komnosnnusi, cnocod, npuMeHeHne win Habop 1o 1. 39, XapaKTepU3yIOUIUICS TEM, YTO
yKa3aHHbIA HHrHOUTOp THpOo3nHKMHA3B! bpyroHa (BTKi) BeiOpan u3 nubpyrunuda (MmMOpyBHKa),
akanabpyruan6a/ACP-196, ONO/GS-4059, cnebpyrunnda/AVL-292/CC-292, HM71224
(mocentunu®) u BGB-3111 (3anybpyTramo).
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41.  Komnosmmusi, cnoco0, mnpuMeHeHne wuian Habop mo modomy wu3 mm 1-38,
XapaKTEPU3YIOMIMICS TeM, YTO BTOPUYHBIN areHT MpeAcTaBisieT codol antaroHuct PD1.

42. Komnosnnusi, cnocod, npuMeHeHne win Hadop o 1. 41, XapakTepu3yIOLIHICS TEM, YTO
ykazaHHbIH aHtaroHuct PD1 BeiOpan u3 nemOponmsymaba, HuBomymadba, MEDIO680, PDR001
(cmapranuzymad), kampenmsymadba, AUNP12, nmugmnmuszymaba, uemurummmadba (REGN-2810),
AMP-224, BGB-A317 (tucnenuzymatd) u BGB-108;

43.  Komnosumus, cnoco0, mnpuMeHeHne wuiaun Habop mno modOomy wu3 mm 1-38,
XapaKTePU3YIOLIMICS TeM, YTO BTOPUYHBIN areHT npeacTaBiisieT codoit antaronuct PD-L1.

44. Komnosunusi, cnocod, npuMeHeHne win Habop 1o 1. 43, XapakTepU3YIOLIHICS TEM, YTO
ykazanHblli  aHtaroHuct PD-L1  BeiOpan w3 aresonmusymada (Teuentpuk), BMS-
936559/MDX-1105, nypsanymaba/MEDI4736 u MSB0010718C (aBenyma).

45. Komnosumms, cnocob, npumenenne wiu Habop mno mobomy wu3 mm.  1-38,
XapaKTEPU3YIOIUNCS TeM, YTO BTOPHYHBIA areHT mnpencrasisier coboit aronuct GITR
(rmokokoprukona-uaayuuposanHoro TNFR-ponctBenHoro Oenka).

46.  Komnosunws, crnocod, npuMeHeHHe Wik Habop 1o 1. 45, XapakTepU3YIOIIUNCS TeM, YTO
ykazanHblii aroHucT GITR (rmroxoxoprukoua-unayuuposanHoro TNFR-poncTsenHoro Oenka)
BeIOpan u3 MEDI1873, TRX518, GWN323, MK-1248, MK 4166, BMS-986156 u INCAGN1876.
47.  Komnosuuusi, cnoco0, mnpuMeHeHue wuiau Habop mno mobomy wu3 mm 1-38,
XapaKTEPU3YIOLIUICS TeM, YTO BTOPUYHBIN areHT MpeAcTaBiseT codoii aronuct 0X40.

48. Komnosunusi, cnocod, npuMeHeHne win Habop 1o 1. 47, XapakTepU3YIOLIHICS TEM, YTO
ykazanHbiii aronuct OX40 BeiOpan w3z MEDIOS62, MEDI6383, MOXR0916, RG7888,
0X40mAb24, INCAGN1949, GSK3174998 u PF-04518600.

49.  Komnosuuusi, cnoco®, mnpuMeHeHne wuian Habop mno mobomy wu3 mm 1-38,
XapaKTEPU3VIOIUICS TeM, YTO BTOPHYHBIN areHT npenctasisier codoit antaronuct CTLA-4.

50. Kommnosunus, crocod, npumeHeHue win Habop 1o 1. 49, XapaKTepU3yIOLIUNHCS TeM, Y4TO
ykaszanHbiii anraronnct CTLA-4 BeiOpan U3 unmmiumymada u Tpemenumymada.

51. Kowmmosuumsi, cmocod, mnpumMeHeHne wid Habop mo Jsrobomy wu3 mm  1-38,
XapaKTEPU3YIOIIUNCS TEM, YTO BTOPHUYHBINA areHT MPeNCTaBIsieT co00i nuTapabuH.

52. Kowmmosumms, cmocod, mnpumMeHeHue wid Habop mno Jsrobomy w3 mm 1-38,
XapaKTEPU3YIOIUNCS TEM, YTO BTOPHUYHBINA areHT MpencTaBisieT coboil puynapadbun.

53. Kowmmosumms, cmocod, mnpumeHeHue wid Habop mno srobomy w3 mm 1-38,

XaPaKTEPU3VIOIUNCS TEM, YTO BTOPUYHBIN areHT MpPECTABISET COOOH THIIOMETHUIIHPYIOLIHI

ArcHT.
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54. Komno3nnusi, cnocod, npuMeHeHne Wik Habop Mo 1. 53, XapaKTepU3YIOLIUICS TEM, YTO
YKa3aHHBI THIOMETWJIMPYIOIINH areHT BbIOpaH M3 S-a3anuTuanHa (a3aUWUTHAWH) U S5-a3a-2’-
NEe30KCUIUTHANHA (enuTabuH).

55. Kowmmozumms, cmoco0, mnpumeHeHme wid Habop mno srobomy w3 mm. 1-38,
XapaKTePU3YIOLUNCA TEM, YTO BTOPUYHBIA AareHT MPEACTABISIET AareHT, IOBBIIIAOLIUN
skcrnpeccuro HER2.

56. Komnosnnusi, cnocod, npuMeHeHne Win Habop Mo M. 55, XapaKTepU3YIOLIUICS TEM, YTO

yKa3aHHBIN areHT, nosbimaromuil sxcnpeccuto HER2, BeiOpan u3 remiurabuza 1 TaMokcueHa.
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HNPUMEPBHI

B caepyromux npumepax:

- FTP npepnouturensHo npeacrasisiet coboit CD19 mmu CD22.

- JluHum knerok, skcmpeccupyromue CD19 u nogxopsmue s NpPUMEHEHUs B
npuMepax, BKIIIOUaroT kKietku Ramos, Daudi, Raji, WSU-DLCL u NALM-6.

- JluHum knerok, skcmpeccupyromue CD22 u nogxopsmue s NPUMEHEHUs B
npuMepax, BKIIFOUaroT kietku Ramos, Daudi, Raji, WSU-DLCL u NALM-6.

- 3aboneBanue A - nudpdysHas B-kpynHoknerounas iumpoma/JIBKKII npeacrasnser
cO0OH arpecCHBHBIM THIT HEXOIKKHMHCKOHN JTUM(QOMBI, KOTOPbIH pa3BuBaetrcs u3 B-
KJIEeTOK B Jumparndeckoil cucteme. OHa COCTaBIAET CaMyl OOJBINYIO MOATPYIITY
HEXOJKKUHCKON JTUM(POMBL.

- 3abonesanue B - numdoma u3 knerox manTuiiHoi 30Hp/JIKM3 npencrasinsier codoit
penkyro B-knerounyro HXJI, xotopast gaiie Bcero mopaxaer My>KYHMH B BO3pacTe
crapuie 60 ser. Yka3zaHHOe 3a00JeBaHHE MOXET ObITb arpecCUBHBIM (OBICTPO
Pa3BUBAIOIINMCS), HO Y HEKOTOPBIX IMALIMEHTOB OHO TAK)Ke MOXKET BecTu cebs Oonee
HEeaKTUBHO (MeaneHHo pa3BuBaThesi). JIKM3 cocraBisier npuMepHO MATh IPOLIEHTOB
ot Bcex HXJL

- 3aboneanune C - dommukyasapHas mumdoma/DJI npencrasnser coboi TOBOJIBHO
MeIeHHO nporpeccupyromuil Tun HXJI ¢ nnurenbHbIM BpeMEHEM KU3HH, HO TPHU
KOTOPOM  O4Y€Hb TPYOHO  JOOUTHCS  M3JIEYCHHUS, OHA  MOXKET  TaKXkKe

TpaHchopMUpOBaTHCS B Oosiee arpeccuBHbIe (HOPMbI JTUM(OMBI.

Ipumep 1

st nemonctpauun toro, uto PBD-ADC moxker nnayuuposats UT'K u, cienosarensHo,
MOYKET SIBJIATHCS MOIXOASIINM areHTOM JUIsi KOMOMHHUPOBAHUsI ¢ UMMyHOOHKoJornueckumu (MO)
JIEKapCTBEHHBIMH CPEICTBAMH, JIMHUHU KIIETOK, SKCIPECCHPYIOLINe epBbii Oenok-mutieHs (FTP),
uHKyOnpoBamu B teuenne 0, 6, 24 u 48 4acoB COBMECTHO C 3TOMO3HIOM (OTpULIATENbHBIN
KOHTPOJIb) M OKCATUIIATHHOM (TTOJIOKHUTENbHBIA KOHTPOJb), 1 Mkr/mi ADC, 1 mkr/mn antu-FTP
(antuteno B ADC) u 1 mxr/mn B12-SG3249 (mecBszbiBarommii KoHTposbHbIH ADC ¢ TO# ke
PBD-narpyskoii, uto u'y ADC).

ITocne wHKyOamMu KONMYECTBO aHHEKCHUHV-/PI+ (paHHUX amonTOTHYECKHUX KIJIETOK)
U3MEPsUIN MyTeM NPOTOYHON HUTOMETPUH HAPsANY C MOBBIIIAOIEH perysnueil HOBEPXHOCTHOIO
kanbperukynaa 1 HSP-70. Ctpecc sHnomnasmarnyeckoro petukyiayma (OP) usmepsan myrem

HozepH-OnorTuHra dochopunuposanus IRE1, pochopunmposarns ATF4 u INK.
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IIpumep 2

B oTnenpHOM 3KCHIEpUMEHTE JMHUHU KJIETOK, 3kcrnpeccupyromue FTP, uakyOuposanu B
teueHne O, 6, 24 u 48 YacoB COBMECTHO C 3TONO3HIOM (OTPHLATENbHBIH KOHTPOIb) H
OKCaJIMIUIATHHOM  (TIONIOKUTENbHBIH  KOHTposb), 1 wmkr/mn ADC (ADC, nampaBieHHO
Bo3zericTByroumii Ha FTP, ¢ aktusHo# rpynmnoii aumepa PBD), 1 mxr/mn antu-FTP (anTHTEN0 B
ADC) u 1 mxr/mn B12-SG3249 (necBsizpiBaronuii KoHTpoabHbIH ADC ¢ Toit sxe PBD-Harpy3koi,
yrou 'y ADC).

ITocne nHKYOAaLMU KJIETKU MPOMBIBAIM U 3arpy’kKajid K ACHAPUTHBIM KJIETKAM YeJOBEKa
(AK) eme Ha 24 vaca. 3arem aktusaumio JIK u3mepsuin o nosbimeHHOM skcnpeccru CD86 Ha
nosepxHoct B nonyisauuu JIK (ompeneneHHON myTeM NPOTOYHOH LUTOMETPUH) U IyTEM
usmepenus J{K-onocpenosanHoro BeicBoOoxknenus IL-8 u MIP2.

IIpumep 3

Ilenp 5TOro HMcCnenOBaHMS 3aKIOYANach B NPEIBAPUTEIBHON OLEHKe Oe30MacHOCTH,
NePEHOCUMOCTH, (PapMaKOJIOTHIECKON M KIIMHUYECKOW aKTHBHOCTH 3TONH KOMOUHALIMH.

Jlns uccnenoBanus ObUTH BRIOpAHBI CISAYIOLINE BUABI paka: 3a0ojeBanue A, 3a00eBaHne
B u 3abonesanue C

Jlnst 0o0oMX JIEKapCTBEHHBIX CPENCTB CYIIECTBYIOT IOKa3aTeslbcTBa 3(PQPEKTHUBHOCTH B
Ka4eCTBE OT/EJIbHbIX ar€HTOB!

e ADC (cm., nHampumep, WO2014/057117, W02016/166298, W02014/057122 u

W02016/166307)

e  Bropuunsrii arenT (cm. KS Peggs et al. 2009, Clinical and Experimental Immunology,

157: 9-19 [doi:10.1111/1.1365-2249.2009.03912 x])

I'maBHast 1esb 5TOrO UCCIENOBAHMS 3aKII0YAIACh B U3YYEHUH TOTO, MOJKHO JIU 5TH areHThI
Oe30macHO KOMOWHHUPOBATH M €CIIH Aa, TO B ONPENEICHUH 035l (103) U CXeM, TMOAXOIAIINX IS
Oyayiero ucciuenoBaHus. YKa3aHHOE UCCIIEIOBAaHUE TAKXKE OLEHUBAJIO, HHIYLIUPYET JIU KaXKaas
KOMOWHaMs  (PapMaKOJOTUUYECKUE W3MEHEHHs] B OIYXOJH, KOTOpPble TO3BOJIHIN OBl
NPEATONIOKUATE MOTEHIUAIbHBIA MOJIE3HBIH KIIMHUYECKUH 3 dexr.

Kpome Toro, oHo obecrieunBaiio MpeaBApUTENbHOE MOATBEPXKIECHUE, YTO KOMOWHAIUS
MOXET YBEJIMYMBATH YaCTOTYy OTBETOB M NPONOJUKUTEIBHOCTb OTBETA IO CPABHEHUIO C
ONyOIMKOBAHHBIMHU TAHHBIMU JieueHUs1 ONHUM areHToM ADC i BTOPUYHBIM areHTOM.

Kaxxnast rpynma 3a0oneBaHnii MOTJIa BKIIFOYATh MOATPYIIY MAlMEHTOB, KOTOPBIX paHee
JEYWIN BTOPUYHBIM areHTOM, Ul HM3Y4YEHHsI TOTO, MOKET JH KOMOWHHUPOBAHHAS TEPaIus
NPEOIONIETh PE3UCTEHTHOCTh K TEPANUi BTOPUYHBIM areHToM. st kaxkmoro 3a0oneBaHUs He
NpeAanonarald MPUMEHITb KOHKPETHBI MOJEKYJSPHBIH OTOOp, MOCKOJIBKY HMEIOIUEcs] B

HaCTOALCE BPEMA NAHHBIC, B LICJIOM, HE MOATBCPXKAAOT UCKIIIOYCHHUE TAITUCHTOB HA OCHOBAHUUN
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YTBEPXKACHHBIX MOJICKYJIAPHO-AUATrHOCTUYCCKHUX TECTOB.

Q06ocHOBaHue HauabHOU 1036l ADC

Pexomennyemyro no3y s pacmmpenuss uucia nanueHToB (RDE)  mnsa  yxke
ycranoBjieHHoU it ADC (B MKI/KT, BBOZUMBIX OAMH pa3 B TPU HENEJIH) MPUMEHSUTH JJIsl BCEX
MAIEeHTOB B 3TOM HccienoBanud. st obecrneueHus: 0€30MaCHOCTH MAIIMEHTOB MPHUMEHSITH
HavajbHY0 103y Hiwke RDE; ypoBeHb Ha4albHOW J03bI OBLUT TAKUM, MPU KOTOPOM MOJIC3HBIN
3¢ dexT 11 mauueHTa Mor ObITh O-TIPEeKHEMY IPOAEMOHCTpHpOBaH B uccienosanuu ADC1, uto
MO3BOJISIET PEATIONOKUT, YTO YHACTUE BCEX MALIUEHTOB, BKIKOUEHHBIX B UCCAEAOBAHUE HA TAKOM

YPOBHE 103bl, OKaKE€T Ha HUX 10 MEHbINEH Mepe HEKOTOPBIH MoNe3HbINH 3P PexT.

O0ocHOBaHKME HAYATBbHON JA03bI BTOPUYHOI'O ar¢HTa

RDE nns ye yCTaHOBJIEHHOM JJIs1 BTOPHYHOIO areHTa (B MKI/KT, BBOAUMBIX OAMH pa3 B
TPU HEAeNW) NMPUMEHsUIM U1 BCEeX MALMeHTOB B 3TOM HccienoBaHuu. Jns obecnedeHus
0e30macHOCTH MAaLMEHTOB MPUMEHSIM HavajbHYI0 103y Huke RDE; ypoBeHb HauanbHOM 103bI
ObUT TakuM, TPU KOTOPOM TOJNe3HbIH 3(dexkr s naumeHra MoOr OBITh MO-TIPEKHEMY
NPOJIEMOHCTPUPOBAH B HCCIeNOBaHUM BTOpuyHOro are’rta 1 (SAl), urto mnosBosser
NPEATNONOXKUTD, YTO YYACTHE BCEX MALMEHTOB, BKJIIOYEHHBIX B UCCIIEIOBAHUE HA TAKOM YPOBHE
T03bI, OKQXKET Ha HUX 110 MEHbIIEH Mepe HEKOTOPBIH MOJIe3HbIH 3P eKT.

Ilenn ¥ cBsI3aHHBLIE C HUMH KOHEYHbIE TOUKHU

Hean

Koneuynas Touxka

Ilepsuunas yenw

ITonyueHne xapakTepuCTHK O€30MacHOCTU U
nepeHocumoctd ADC B kxoMOuHammu co
BTOPUYHBIM  areHTOM U  ONpefeseHue
pPEKOMEHIyeMOl 03Bl M CXeM Uit OyayIux

UCCJIEIOBAaHUI

YactoTa M TSDKECTh BO3HUKLIMX BO BpPEMs
neueHust HexkenarenbHbIX siBieHuil (HA) u
Cepbe3HbIX HekenaTeNbHbIX siByeHui (CHA)

H3meHeHust MEXITY HCXOJTHBIMU
1a00paTOPHBIMH MIOKA3ATENSIMU U OCHOBHBIMHU
KM3HEHHbIMH  TOKa3aTeJsIMH U 3TUMH
TIOKA3aTeJSIMU TIOCJIE HCXOIHOTO YPOBHS
Yacrora  cioy4aeB  JO3OJIMMHUTHPYHOLIEH
tokcuaHocTH (JIJIT) BO Bpemst mepBOro IHKIIa
JedeHHs (TONBbKO MOBBIIIEHHE A03bI)

YacToTa NpUOCTAHOBKH JICUEHHS 1 CHUYKCHUS

JO3bI
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Bmopuunsie yenu

OLIeHKa KJIMHUYECKOH AKTUBHOCTH

koMOuHatmu ADC co BTOpUYHBIM ar¢HTOM

Ilonyuenue XapaKTEPUCTHUK
dapmakokunernyeckoro (PK) npodpumns s
Kaxaoro w3 aAByx coenuHeHut ADC u
BTOPUYHOIO areHTa
ITonTeepxknenue UMMy HOT€HHOCTH "

aHTUTEJ K JIEKapCTBEHHOMY cpencTBy (ADA)

k ADC

O6mas 4acToTa OTBETOB

(ORR),
(DOR),

NPOIOJKUTETHHOCTD oTBeTa
BbDKHBaeMOCTh Oe3 nporpeccuposanusi (PFS),

obmas BerKHBaeMocTb (OS)

IITIK u Cmax mist KaXXxaoro COequHEHUs

AHTUTENa K JIEKAPCTBEHHOMY CpEACTBY

(ADA) no, Bo Bpems u nocie jeueHust ADC

Touckoswie yenu

Hccnenosanue Bo3MoxHON Koppensauun K-

npoduneit c
6€30MacHOCThIO/TIEPEHOCHMOCTBIO u
3¢ (HEeKTUBHOCTHIO

[MonydeHne  XapakTepUCTHK  W3MEHEHHIt

UMMYHHOTO HH(PHIBTPaTa B OMyXOJISIX

IlonydyeHue  XapakTEepUCTUK  HU3MEHEHUU

YPOBHEN LMPKYJUPYIOIIMX LUTOKUHOB B
wiasMe u

MapKepoOB  aKTHBAaLUU B

LUPKYJIUPYIOLUIUX UMMYHHBIX KJIETKaX

Kosdpdummentsr koppemiunn mexny K
wum Cmax KakAoro COEAMHEHHs WIN
moboi  u3

nokasarejsi COCOAUMHEHUA U

NePEeMEHHBIX Oe3omacHOCTH Wi

s dexTuBHOCTH

HNmMMyHOTHCTOXMMUSI OUOTICHUITHBIX 00pa3loB
ONyXOJIEH 10 U BO BPEMsI JIEUEHUH,

WUsmepennss (Hanpumep, mnytem ELISA)
UMMy HOJIOTHYECKH 3HAYUMBIX LUTOKUHOB B
mjiasme J5RI05 1 CBIBOPOTKE; YPOBHEMH
OKpAaIlMBaHUSl JJIsl MapKEepOB AKTHUBALIUH
LUPKYJIUPYEOIIHAX KJIETOK

(marpumep, FACS)

HUMMYHHBIX

Jlu3aiid uccliejoBaHus

Oto nccnenosanue ¢assl Ib, MHOroeHTPOBOE, OTKPBHITOE UCCIEIOBAHUE IS TTONTYHEHUS
XapaKkTEepPUCTUK O€30macHOCTH, mepeHocuMocTH, papmakokuHeTuku (PK), dpapmakonnHaMHUKH

(®) u nporuBoonyxoneBoil aktuBHOCTH ADC B KOMOMHAaLMM CO BTOPUYHBIM AreéHTOM VY
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MaLMeHTOB ¢ 3a00jeBanueM A, 3aboneBanrem B u 3a0oneBannem C.

HccnenoBanne COCTOUT U3 YACTH MOBBIMIEHHS 103bI C TIOCIIEAYIOIIEH YaCThIO PACIIUPEHUS
4KCJia MAllMeHTOB, MOJYYaoINX YCTAHOBJIEHHYIO 103y .

IToBplIeHME 103 HAYMHAKOT C IMOHIDKEHHBIX HAYaJIbHBIX 1103 (TI0 CPaBHEHUIO C HX
COOTBETCTBYIOLIMMH PEKOMEHIOBAHHBIMH YPOBHSIMHU 103 (a3bl 2 WM pa3pelIeHHbIMU YPOBHAMU
no3) kak anst ADC, Tak v 1y BTOpUYHOTO areHTa, /i obecredeHus: 0e30macHOCTH NalueHTOB.
Havansnbie 1031 coctaBisitoT 33% (wmm 50%) or RDE st kaxaoro coenuHeHus. 3aTeM 103bI
CHavaJia MOBBIIIAIOT JUIsI BTOPUYHOTO areHTa 10 poctwxkenns RDE wnu paspemenHoit 10361, win
Oonee HU3KON NO3BI MPH HEOOXOJUMOCTH NO NMPHUYMHAM NepeHocuMocTH. 3ateM no3y ADC
noBbIIAT 10 AocTikeHus: RDE nns kOMOMHMPOBAaHHOIO JiedeHHs. DTO NPEACTaBICHO HA

AuarpaMme HHUXKE:

MoebiweHune Ao3bl
coeauHeHus 2

st oboux COeNMHEHUIT
NpeAIOKeHa npeanonaraemMas
OesomacHasi ~ HaYaJbHas 7034,
COCTaBJISIFOLIAST 33% oT
npeanonaraeMoii 3G PeKTUBHON
03B, HO MOXKeT TpeboBaThCs

aganTauus K Oojiee HU3KOM WU

[

Mosbiwenwe f0361 Oonee  BBICOKOH,  MOCKOJBKY
coeguHeHun 1

BO3MOXKECH HHI[HBHI[y&J'IbeIfI

npod b pUCKa 151 KOMOMHALIUH.

Coenunenue 1 JOJIKHO
NPEACTaBISATh COOOH COeNUHEHHE,
UL KOTOpOro  Oblla  TOYHO
yCTaHOBJIEHA s¢dexTuBHAS
kiuHI4Yeckas no3a (mpu 100%), u
KOTOPO€ COOTBETCTBEHHO JIOJIKHO
OBITb  OBICTPO  TOCTUTHYTO Y
MAIIEHTOB HCCIIEIOBAHUS ITyTEM
MEPBOTO IMOBBILIICHUST J03bI 3TOTO

COCIHNHCHUA.
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Ecnu onpenensitor, uro KOMOMHAIUs 1103 SIBISIETCS O€30MacHON, OHAa MOXKET ObITh
NPOTECTUPOBAHA HA JONOJHUTENbHBIX TMAlMEHTaX [JIsl MOATBEPXKIEHHS O€30MacHOCTH U
NEPEHOCUMOCTH Ha 3TOM YPOBHE 103bl. MOXET ObITh MPOBENEHA IOMOJHUTENIbHAS aJanTalus
J03bI KQJKAOTO COSNMHEHUS 1/ WA MOKET OBITh MOIU(UILIMPOBAHA CXEMA.

PykoBoncTBOM il TOBBIMIEHHWsS] O3Bl KOMOWHAIMHU  SIBJSIETCST  OaeiicoBCKast
Jorucruueckass — perpeccuoHHas monenb (BLRM) Ha ocHOBe  moOOBIX — 3HaYeHUU
nozomumMuTHpyromeit Tokcnunoctu (JJIT), HaOmonaempix B nepBbix (win nepsbix AByx, TBC)
nukiax tepanuu. Mcnone3oBanne BLRM sBiisieTCs Haie:KHBIM METOAOM OLIEHKH MAaKCUMAJIbHOU
nepeHocumoii no3el (MTD)/pexomennyemoii 1o3b1 st pacimpenus yucna nanueHroB (RDE) y
MALMEeHTOB, CTpadarlinx pakoMm. Pykosoacteom ans amantuBHOM BLRM ciykur npuHLumn
MOBBILIEHHS 103bI ¢ KOHTpoJieM niepeno3uposku (EWOC) nist kontposns pucka AJIT y Oynymux
NALMEHTOB B MCCienoBaHNK. Mcnonb3oBaHWe afanTHBHBIX 0all€COBCKUX MOJENe OTBeTa Ul
HeOonbimx HabopoB naHHbIX ObLTO MpUHATO FDA 1 EMEA ("Guideline on clinical trials in small
populations", 1 ¢espasns 2007 r.) u MOATBEPKAEHO MHOTOUUCIEHHBIMU TyOnukanusimu (Babb et
al. 1998, Neuenschwander et al. 2008).

Pemennss mo HOBBIM KOMOMHAIMSM 103 NPUHUMAIOT HCCIENOBATENM U IEPCOHAI
CTIOHCOPCKOTO MCCIIEIOBaHMSI B XOJI€ BBI30BA, CBS3aHHOTO C OE30MAaCHOCTHIO TMOBBILICHUS JO3bI
(DESC), Ha ocHOBe anHajm3a MH(GOpPMALUH O MEPEHOCHMOCTH M O€30MaCHOCTH Yy TMaLMEHTOB
(Bxmouasi cBogHbie naHHble BLRM o pucke JUIT ecnmu mpumenumo) Hapsay ¢ PK, @1 u
npeaBapuUTeNIbHON nH(pOpMaLuel 00 aKTUBHOCTH, JOCTYITHON HA MOMEHT MPUHSTHS PELISHUS.

IMocne onpenenenuss MTD/RDE nist koMOMHAIIMK MOKHO HAYMHATD YaCTh UCCIIEIOBAHMSI
C PaCIIMPEHUEM YHUCJIA MAIMEHTOB, MOJYYaIIUX YCTAHOBIEHHYIO A03Y, U TOMOJHUTELHON
OLIEHKH 0€30MacHOCTH, MEPEHOCUMOCTH U TIPEBAPUTENbHOMN 3 (HDEKTHBHOCTH.

B J{na komOunanmii ¢ MO Takxke MONy4ar0T XapaKTEPUCTHKU M3MEHEHUI HMMYHHOTO

UHPUIBTPATA B OMYXOJISIX MOCJIe KOMOMHUPOBAHHOTO JIEYEHUS] MPHU 3a00JIeBAHUSIX -
MUIIICHSIX .

C yueroMm MMeroImerocsi mpeAIecTBYOIIEro KIIMHUYECKOTO OIbITa B CIIy4Yae C areHTaMH B
STOM HCCJIEIOBAHUU, OXKHIAETCS, YTO B OOJBIIMHCTBE CIy4aeB 71032 KOMOWHAIIUN MOXKET OBbITb
ornpeneneHa 0e3 TeCTUPOBaHUS OOJIBIIOTO KOJIMYECTBA YPOBHEH 103 MIIH CXeM BBeIeHUs 103. [l
OLIEHKH (papMaKOJUHAMUYECKON aKTUBHOCTH KOMOWHAIIMN MALIMEHTOB MPOCST MPONTH OHOTICHIO
OIyXOJIM B MOMEHT BKJIFOYEHHUSI B UCCJIEIOBAHNE U CHOBA MOCJE MPUOIU3UTENBHO ABYX LIUKJIOB
TEpaIuu.

B Jlns MO-koMOUHALMU: CTeTNIeHb U3MEHEHUsT WHQPUIBTPALUU OMYXOJH UMMYHHBIMH

KJIETKaMH, BKJIFOUasi TUMQOIUTHI U Makpo(dard, BHOCUT BKJIQJ B PEIICHUE O JIFOOOM

MOTEHIIUATBHOM TOJIe3HOM 3 dexTe.
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YacTb McCIeIOBAHMS C TTIOBBIIICHUEM JIO3bI

Bo Bpewmst yacT uccrnenoBaHus C MOBBIIIEHHEM J03bI MALIHEHTOB JIedaT (PUKCHPOBAHHON
nozoii ADC, BBOAMMOIN BHYTPUBEHHO, M IOBBIAKOIIUMUCS 103aMU BTOPUYHOIO areHra a0
noctkeHust RDE st BTopudHoro arenTa. 3arem 10361 ADC moBsImaroT (B pa3sHbIX KOrOpTax),
TOrJa KaK A03y BTOPUYHOIO areHTa COXpPaHsIOT NOCTOSIHHOM.

B kaxxmoii koropre MOBBIMIEHHs AO03bI JiedyaT OT ABYX A0 NpubmusutensHo 3 wim 4
NanueHToB ¢ 3aboneBanneM A, 3aboneBanueM B i 3abonesannem C no onpenenenuss MTD-
n03sl (103)/RDE-n0351 (103).

Ilepen BkIrOYEHNEM B UCCIIEIOBAHKME BTOPOTrO MALIMEHTA HA YPOBHE 03Bl 1 OCYIIECTBISAIOT
24-yacosoe Habmonenue. [lepuon Habmonenus JJIT Ha ka>kaoM ypOBHE TO3bI COCTABIISAET JINOO
1 muxn (3 Henmemwm), mubOo 2 uwukia (6 Hemenb) B COOTBETCTBUU C  MPEANUCAHUSIMU
COOTBETCTBYIOIINX opraHoB misg HMO-Tepanuu, mocjie 4ero ONPEnessiioT, MOBBIIATH JIM A0
CIEAYIOIEr0 YPOBHsS JO3bL, OCTABATbCS JIM HA TEKyIEM YPOBHE AO3bl WM CHMXKATH JIU N0
NPEeALIECTBYIOIIEro YPOBHS 03I AJIs clienyroueii koropTsl. CHIKEHHE A03bI HE OCYLIECTBISIOT
¢ ypoBHsA 103561 1. IToBbIIIEHNE 103BI Y OOHOTO U TOTO K€ MALMEHTa HE TOMYyCKAETCS.

IToBbllieHne O3Bl HE JOIMYCKAETCs, €Ciu 2 Wi Ooyiee MalMeHTOB HE MMEIOT MOJHOH
upopmaumu o JUJIT B TedyeHHe MepBOro LHUKJIA MPH JHIOOOM KOHKPETHOM YPOBHE JO3BL
IloBblieHne 0361 ompenesitoT nmyreM ucnojb3oBaHuss mMCRM ¢ uenesoit wacroroit JUJIT,
cocrassiroreit 30%, u uHTEpBANIOM 3KBUBANEHTHOCTH OT 20% 1o 35%, a Takke MOBBIIIEHUS
1036l ¢ KoHTposieM niepeno3uposku (EWOC) u 6e3 npomnycka 1036l

ITarmeHTOB OTHOCAT K KOTOPTE, B KOTOPYIO BEAYT aKTHBHbIMH HaOOp. IToBbIeHe N03bI
OCYLIECTBIISIFOT ISl KAYKIOH KOMOWHAIIMY TOCTIE 3aBEPIIEHHs OHOTO LUKJIA JieueHust. [IpoBonsT
TINATEIbHbII MOHUTOPUHI OLIEHKH O€30MacHOCTH, BKJIKOYas HexenarenbHble sBieHust (HA) u
JaHHbIE JTa0OPAaTOPHBIX AHAJIM3OB, U BCEX BKJIIOUEHHBIX MAIIMEHTOB IJISl BBISABJICHUS JIIOOOU
JUIT. Ompenensitor onny MTD/RDE; He ycranaBmuBaroT crnenuduuHyro s 3a0ojieBaHUs
MTD/RDE.

Jlnst moBbIeHust 403bI UCTIONB3YIOT MCRM nox koHTposieM Y paBisiroLero KOMUTETa 1o
nosbimeHno 10361 (Dose Escalation Steering Committee, DESC). DESC nonTep:kaaeT Kakabli
YPOBEHb MOBBILIEHUST JO3bI MOCIE M3YYECHUSI BCEX NOCTYIHBIX HaHHBIX Mo OezomacHocTu. PK-
JaHHbIE OT MAIMEHTOB C 3TUM YPOBHEM J03bl U MPEAbIAYIIUMU YPOBHSIMHU /103 MOTYT TakKkKe
CJIy>KMTb OCHOBOM Asis npuHATus peuieHus. DESC MoeT 0cTaHOBUTH MOBBILIEHHE O3Bl Iepea
onpeaenenneM MTD Ha ocHoBe nosiBistomnxcst AaHHbIX 0 @K, /I, TOKCUYHOCTH UK OTBETE.

Ha mobGoM ypoBHEe m03bI MOTYT OBbITh BKJIFOUEHBI JOTOJHHUTENbHBIC MALUEHTHI IS

JIOTIOJTHUTEJIbHOM OLIEHKH 0€e30IMacHOCTH U NEPEHOCUMOCTH, €CJIHU IO MEHBIIEH MEPE 1 manmeHT B
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UCCIIEIOBAHUM JOCTUI YaCTUYHOro otrBera wiu Oonbmero, wuian ecan DESC  cumraer
HEOOXOUMBIM MPOBECTH IOMOJHUTENBbHYIO OIEeHKY NaHHbIX 0 @K wnu ®J] ans onpeneneHwus
RDE.

IToBpIeHNE O3B! MPEKPALIAIOT MTOCIIE MOCIEOBATEIBHOIO HA3HAUEHUS 3 KOropTam (Win
1o MeHbIIeH Mepe 6 MaluueHTaM) OJHOTO M TOro ke YpoBHsS n03bl. Ecnu He nocturator MTD,
OTIPENeNSIIOT PEeKOMEHAyeMyr 103y it pacmupenus uucia mnanueHToB (RDE). Tlepen
onpenenenueM MTD/RDE mMuHnMyM 6 manyeHTOB TOJDKHBI TIOJTYYUTh JIEYeHHE KOMOMHALINEH.

IIpennonaraercs NoOJgy4eHHE MAPHBIX OHONCHIHBIX 0OPA3L[0B OMYXOJH OT MALUEHTOB BO
BpeMsl MOBBIMEHHUs N03bl. AHaNU3 3TUX OUONCHUHHBIX OOpa3LOB BHOCHT BKJAJA B yJy4IICHHE
NOHUMAHMS B3aUMOCBSI3H MEXy 1030 U (hapMaKOAMHAMUYECKON aKTHBHOCTBIO KOMOMHALINH.

KonTpoab YIpaBsoIero KOMUTETa MO MOBBIIEHUIO JT03bI 34 0€30MaCHOCTHIO

DESC, cocrosmuii u3 tepanesToB u uccienosatenedl ADC, HeNnpepblBHO OLICHUBAET
0e30MacHOCTh MALMEHTOB BO BPeMsl MOBBILEHHS JA03bl, YTOOBI OmpenenuTb TpedyeT Jiu
MoAM(pUKALMY CXeMa MOBBIMEHUS N03bl, HasHaueHHass MCRM. B nononHeHune k HaOMOAEHUIM
3a OeszomacHocThi0 maHHble @K w/mnu P MOryT Takke CIYXKHTb OCHOBOW MJISI MPUHSTHS
pewenuii. IIpoMexyTouHble 03Bl MOTYT OBITh HAa3HAYEHbI IIOCJIE COTJIACOBAHUS MEXKAY
tepanesTamu U uccienosaressivu ADC. DESC moxer npoposmkaTh OCyLIECTBIATh KOHTPOJIb BO
BpeMs 2 yactu uccienosanus. He yuntsiBaroT He3aBucrumMbiii KOMUTET IO MOHUTOPHUHTY JaHHBIX
6ezonacuoctu (DSMB).

YacTh UcCIeOBAHMS C PACIIMPEHNEM YHCJIA MALIMEHTOB, NOJYYAIOIINX YCTAHOBISHHYIO JO3Y

IMocne ykazanuss MTD/RDE MOXHO HauWHATH MPOBENEHHE YaCTH HCCIICIOBAHUS C
pacliupeHreM 4YHclia MalMeHTOB, MOJIyYalolluX YCTaHOBIEHHYI0 N03y. OCHOBHAs LieJb YacTu
UCCJIEIOBAHUSl C pACIIUPEHUEM 4YHUCJIAa MALUEHTOB, MOJYYaIOIIMX YCTAHOBJICHHYIO [I03Y,
3aKJIIOYAETCS B JIOTIOJHUTENIBHOW OLeHKe O€30MacHOCTH M IMEePEHOCHUMOCTU HCCIIENYEMOTro
aeueruss B MTD/RDE u AOCTH)XEHHHM TpeABAPUTENbHOrO MNOHMMaHHs 3(pdexTuBHOCTH
KOMOWHAIIMH TI0 CPABHEHHIO C PaHee MOJyYeHHBIMH JaHHBIMH 3(P(PEKTUBHOCTH OTHOTO areHTa.

BaxHOH NOMCKOBOH LENBIO SIBISIETCS OLIEHKA M3MEHEHWH MMMYHHOTO HH(UIbTpaTa B
ONyXOJIM B OTBET Ha JiedeHne. VX OLEHWBAIOT B MAapHBIX OMONCHUHHBIX OOpaslax OmyXoJeH,
NOJYYEHHBIX OT MAIMEHTOB, C MHHHMYM JECATHIO OLEHHMBAEMBIMH OWOICHUIHBIMU IapaMu
(OmoricuitHble MaTepHalbl JOJKHBI CONEPKATh TOCTATOYHOE KOJUYECTBO OMYXOJH I aHAIN3a)
y manueHToB, mnoay4asmux JjedeHne B MTD/RDE. Ecnu 5T0 HEBBITONIHHUMO, cOOp 3THX
OMOTICHIHBIX MaTePHAJIOB MOXKET OBITh MpEKpalneH. B kax 1o rpymnmne ucciae10BaHus IIIAHUPYIOT
Je4uTh MUHUMYM OT 10 1o 20 mauueHTosB.

OTKpBIBAIOT HECKOJIBKO Pa3HBIX TPYIIT HCCIISNOBAHUS, IO OHOM Ha 3a0oneBanue. B vactu

HUCCICAOBAHUA C paCIMPEHUEM YUCTIa MALUCHTOB, MOJNYYAOIIUX YCTAHOBJIICHHYHO 03y, BCErO
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MOXET OBITh 33J1eHICTBOBAHO AEBSTH IPYII UCCIenoBaHus. Ecnm BritoueHne i Kakoi-mubo u3
OTUX rpynn HEBO3MOKHO, TO BKIIFOUCHHE B 3Ty r‘pyrmy MOXET 6I>ITb 3aBepmeHo 0 JOCTUIKCHUA
nejyieBoro nokasarens oT 10 mo 20 manueHToB.

B kaxpmoil rpynme nedeHus pa3peleHo JieueHHe MAKCUMyM NPUOIH3UTENIBHO IIECTH
MAIFEeHTOB, KOTOPbIE MOJYYMIN MPEALIeCTBYIOMEe BBEACHHE OQHOTO (T.€. He B KOMOWHALINN)
BTOPUYHOIO ar€HTa U 'y KOTOPBIX MPOU3OIILIO MPOTPECCUPOBAHUE HA HEM. ITO KOJIUYECTBO MOXKET
ObITb ~ YBENMYEHO, €CIM KOMOMHAUMs  JI€MOHCTPUPYET TEpPCHEeKTHBY  IPEONOJICHUS
pGSI/ICTeHTHOCTI/I K HpeI[H_IeCTBYIOI_IIeMy JICUCHUKO OOJHUM BTOpI/I‘{HbIM ATr'CHTOM.

HOHVJ’I;ILII/UI NaIrreHTOB

HccnenoBanue npoBOAAT Ha B3POCHBIX MallMEHTax ¢ 3abojeBaHueM A, 3a0oneBaHneM B
wnu 3aboseBanneM C Ha MO3[IHEH cTanuy, Kak yKa3aHo Bblie. MccienoBarenb WM Ha3HAU€HHOE
JULO JOJKHO OOECHe4YuTh JieueHHEe B MCCIEJOBAHUU TOJBKO TeX MAILMEHTOB, KOTOpBIE
COOTBETCTBYIOT BCEM CIIEAYIOIIUM KPUTEPUSM BKIIOUYEHUS U HE COOTBETCTBYIOT HU OHOMY U3
KPUTEPHUEB UCKITIOYEHMSI.

Kpurepuu BKIIOUEHUSA

ITarueHTsl, NOAXOAAIINE TSI BKJIIOYEHHS B 3TO UCCIIeI0BaHUE, TOJKHBI COOTBETCTBOBATD
BCEM CJIEYIOLIIM KPUTEPUSIM:

1.  HuadopmupoBaHHOE corjacue B NHCbMEHHOW (opMe HOKHO OBITh MONYy4YeHO [0
MPOBEAEHHUS JIFOOBIX TPOLIEayp

2. Bospacrt: 18 ner

3. TlaumeHThI C pacpOCTPAHEHHBIM/METACTATHYECKHM PAKOM, C HI3MEPUMBIMU MPOSIBICHUSIMHU
3aboneBanust mo nmaHHbIM RECIST, Bepcus 1.1, y KOTOPBIX MPOU3OILIO MPOTPECCUPOBAHHE
HECMOTPSI Ha CTAHIAPTHYIO TEPAIUIO WM KOTOPbIE HE TIEPEHOCST CTAaHIAPTHYIO TEPAIUI0, WU
IUIS KOTOPBIX HE CYIIECTBYET CTaHNAPTHOW Tepanuu. [TalueHThl JOJDKHBI MONanaTh B OOHY U3
CIEAYIOIINX TPYIIIT:

e 3alonesanne A

e 3abonesanue B

3abonesanne C

he

Obmee cocrostane oHKOorndeckoro nanuenta no mkaine ECOG (0 - 1) (wm 2 TBC)

5. TBC: VY nauueHTa n0JKeH ObITh OYar 3a0oyieBaHUs, MOAMAIOIIHICS OUONCHUY, U MAI[HEHT
NOJDKeH TOAXOAWTh JJisi OWONCHU OMyXOJH B COOTBETCTBUU C PYKOBOICTBOM JiIe4eOHOTO
yupexnenus. llanueHT nomkeH ObITh TOTOB BHOBb MPOWTH OWONCHIO OMyXOJHM B Hadaye
WCCJIEZIOBAHMSI U CHOBA BO BPEMsI TEPAITUH B 3TOM HCCIICTOBAHUU.

6. JlomycThMa TpEeAIIeCTBYIOINAsl Tepamusi BTOPUYHBIM AreHTOM WJIM POJCTBEHHBIMHU

coenuHeHUsMH (T.€. TeM ke MOA)
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Kpurepun UCKIIOUEHUS

ITarueHThl, MOAXOIAIINE ISl STOTO UCCIIEIOBAHUS, JOJDKHBI HE COOTBETCTBOBATH JIFOOOMY
U3 CIEAYIOIINUX KPUTEPUEB!
1. Tskenble peakuuu rUnepUyBCTBUTENBHOCTH Ha Apyrue mAb B anamuese (MJIM Ha TO ke
mAb ocroBa, uro u B ADC, NJIU Ha To 3x¢ mAb MO, eciiu npumMeHNMO)

2. HsBectrHoe nonoxwurenbHoe ADA denoBeka B CBIBOPOTKE K 0cTOBY mAb, uto u B ADC, B

aHaMHe3e
3. Tonbko 3aboneBanue neHTpanbHOH HepBHOH cuctemsl (LTHC) (ecnu nmpumernmMo)
4. Cumnromarnueckue meractassl B [IHC mmm npusHaku 1eNTOMEHUHT€aIbHOTO 3a00JI€BaHUS

(MPT romoBHOro MoO3ra WM paHee JOKYMEHTAJbHO 3a(UKCHpPOBAHHAs  IIMTOJIOTHUS
CIMHHOMO3roBO#H xunkoctu (CMIK))
»  Panee noxBepHyTbIe NeueHno Oeccumnromubie Metactasel B LIHC nonycrumel npu
YCJIOBUH, YTO MOCJIEAHEE JiedeHHe (CUCTEMHAas NPOTHBOPAKOBAs TEepamusi /WM
MeCTHasl JiydeBasi Tepamusi) ObLIO 3aBepuIeHO 3a >= 8 Hexmenb 10 1-ro JAHA
JO3UPOBAHUS, 32 UCKIFOYEHUEM TOTO, YTO JOMYCKAETCsl UCMONIb30BaHUE HU3KUX 103
CTEPOUIOB C IOCTENIEHHBIM CHUXEHUEM )
»  TlauueHTsl ¢ OTAEIbHBIMU METACTA3aMHU B TBEPIOH MO3rOBOI 000JI0UKE MOAXOAST ISt
y4acCTHsl.
5. TlamweHTt, y KOTOPOro 3HAa4YeHHs JaOOpPATOPHBIX AHAJIM30B 3a MpelesiaMH Juara3oHa
OMpeNeNIeHbI CIEAYIOIIIM 00pa3oM:
. Kpearunun B cbiBopoTke <= 1,5 x BepxHeii rpanuipl HopMbl (BI'H) Ecnu kpeaTnauH
B CBIBOPOTKE > 1,5, KJIMPEHC KpeaTWHWHA (PAaCCUUTAHHBIA C WCIOJIb30BAHHEM
dbopmynbl Kokpodra-I'onra uimm usMepeHHbIit) nopkeH Obith > 60 mu/mun/1,73 M2,
YTOOBI MALUEHT MOAXOAWI JJIS YIaCTHUS
. OO0wmuii Ownmpyoun > 1,5 x BI'H, 3a uckiIOYE€HHEM MALUEHTOB C CHUHIAPOMOM
KunbOepa, KOTOPBIX UCKITFOUAKOT, ecin o0muil Ormmnpyoun > 3,0 x BI'H wmn npsimoii
ownmupyoun > 1,5 x BITH
o AnannHamuHoTpaHchepasa (AJIT) > 3 x BI'H, 3a uckiroueHHeM MNAleHTOB C
OMyXOJIEBBIM MOPAKEHUEM MEeUEHU, KOTOPhIX UckKrouaroT, ecau AJIT 5 x BI'H
. AcnapraramuHorpancdepaza (ACT) > 3 x BI'H, 3a uckiro4eHHeM NaIMeHTOB C
OMyXOJIEBBIM MOPAKEHUEM MEeUeHU, KOTOPhIX uckirouaroT, ecan ACT 5 x BI'H
o AbcomoTHOe yncio Hewrpodmios < 1,0 x 10e9/n
o Konmnuectso TpomboruTo < 75 x 10e9/n
o I'emorno6un (Hgb) < 8 r/mn

. Hapymenue ypoBHs kanust, Maraust, kainbiust win ¢ocpara > 1 crenenn mo CTCAE
136



6.

HECMOTPSA HAa COOTBETCTBYHOIIYHO 3aMECTUTEIIbHY IO TCPAIINIO

Hapymenune ¢pyHKIMM cepana WM KIMHAYECKH 3HAYMMOE 3a00JIeBaHUE CEPALIA, BKITFOUAs

mob0e U3 CIenyero:

7.

Knunnuecku 3Ha4MMOe W/WJIM HEKOHTPOJIHpyeMoe 3a00JeBaHue CepaLa, TaKoe Kak
3aCTOWHas CepAedHasi HeOCTATOYHOCTh, TpeOyrommas nedenus (111 wium IV crenens nmo
knaccudpuxanun Huro-Hopkekoit kapauonoruueckoit accommarun (NYHA)) umm
HEKOHTPOJIUpYyEeMasi THIEPTEH3Msl, OmperensieMas CHUCTOJINYECKHM apTepUaTbHBIM
nasienneM (CAJL) 160 MM pT.CT. WK AMACTOIMYECKUM apTEPHATBHBIM JaBJICHHEM
(JAAJD) 100 MM pPT.CT., C aHTUTUNIEPTEH3UBHBIM MPENApaToOM UJIH O€3 Hero

Hurepsan QTcF > 470 mcex ans skeHIuH Wi >450 Mcex ans myxuuH Ha OKI'-
CKPUHUHTE C UCIIOJNb30BaHUEM KOppekiuu 1o popmyne @puneprudna, BpOKAESHHbINH
CHUHIPOM yIuMHEeHHOro untepsana QT

Octpblii MHpAPKT MUOKapAa WM HECTa0WIIbHAs CTEHOKapaus 3a < 3 Mecsua M0
BKJIFOUEHUS B HCCIIEJOBAHNE

Knuanueckn  3HauMMbli  MOPOK  KJAMaHOB — CepAla € JOKYMEHTAJIbHO
3a(h)MKCUPOBAHHBIM HapylIeHneM (QYHKLUH Cepana

CumnromaTuyeckuil nepukapauT

Kapnuomuonarus B aHaMHe3e MM COXPAHSIOINASACH  JOKYMEHTAJIbHO
3aMKCHpPOBAHHAS KAPAHMOMHOATHS

Opakiusi  BbiOpoca  yeBoro  skenaymouka (PBJDK) <40% nmo  maHHBIM
sxokapauorpammel  (3XO-KI') wim  MyJabTHreHTUPOBAHHOW  PaJMOHYKJIUIHON
anruorpapuu (MUGA)

Hanuyme B aHamHe3e WM TNPUCYTCTBUE KAKUX-TUOO KIMHMYECKH 3HAYMMBIX
CEepPACUHBbIX AaPUTMUM, HAMPUMEP, >KEIYAOUYKOBOM, HAIKETYIOYKOBOM, Y3JIOBBIX
apuTMUN WM HapymeHus: npoBomumoctu (kiaccuduxarop TBC: ... TpeOyercs
BOJUTEJIb PUTMA WJIA HE KOHTPOIIUPYETCS C IIOMOLIBIO JIEKAPCTBEHHBIX CPEICTB)
Hanmuue HectabuibHOM Gubpusiisuuu npencepanii (4acToTa ey J04KOBOro OTBETA
> 100 ynapoB B MUHYTY)

» TIPUMEYAHUE: ITauuentsl co crabunbHON GuOpHLIALKE npeacepaunii MOTryT
OBITH BKJIFOUEHBI B HCCIIEIOBAHNUE MIPH YCJIOBHH, YTO OHU HE COOTBETCTBYIOT JAPYTHM
KPUTEPHSIM UCKITFOUEHHSI 110 CEPILY

ITonHast Onokama 1eBOH HOXKKHM TpencepaHo-xenmynoukosoro mnydka (LBBB),
IBYXITy4KOBasi OJI0Kana

JIroOble KITMHIYECKH 3HaYNMBble OTKJIOHeHHs ST-cermenTa n/nunn T-3yOna oT HoOpMbl

TokcuuyHOCTh, CBs3aHHasi ¢ mnpenwmectsyromei MO Tepamueli, koropas mnpusena K
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npekpatieHuto Tepanuu. He MCkIOYarOTCs MallUeHThI, NMONyYUBLINE NOAXOJsllee JIeUeHUe OT
KOXKHOH CBIIH, CBSI3aHHOM C JIEKAPCTBEHHBIM CPEACTBOM, WUJIM C 3aMECTUTENIbHOU Tepanuei npu
SHAOKPUHOMNATUSAX, MpPU YCIOBUM, 4YTO 3Ta TOKCUYHOCTb HE NPUBOAMIA K MPEKpalleHUIO
NPEe/IIECTBYIOLIETO IEUEHHS.
8.  IlaummeHThI ¢ aKTHBHBIM, U3BECTHBIM ayTOMMMYHHBIM 3200JI€BAHUEM WIIH MTOI03PEHNUEM Ha
Hero. CyObeKTOB C BUTHIIMIO, caxapHelM nuaderoM [ THma, OCTaTOYHBIM T'HIIOTHPEO30M
BCJIEZICTBUE ayTOMMMYHHOTO COCTOSIHUSI, TPEOVIOIIMM TOJIBKO TOPMOHO3aMECTHTEIbHON
TEpaIuy, ICOpUazoM, He TPEeOYIOLUIMM CHCTEMHOIO JICUEHHsI, U COCTOSHUSIMH, KOTOpbIE, Kak
OKUAAIOT, HE PELMIUBUPYIOT MPU OTCYTCTBUU BHELIHErO TPUITEPA, Pa3pellaeTcsl BKIOUYATh B
UCCIIeIOBaHNE TIPU YCIIOBUH, YTO YKA3aHHOTO TPUITEPA MOXKHO H30€KaTh.
9.  Bupyc ummyHonepuunra yenoseka (BUY) wnu aktuBHast BUpyCHasi WHGpEKIHs BUpyca
renatura B (BI'B) unu renatura C (BI'C)
» Jlna Toro 4roObl MOIXOAWUTH JJsI BKJIIOYEHUs, TECTHPOBAHHWE HE SIBJISETCS
obs3arenbHbIM. [IpoBenenne Tectuposanust Ha BI'C cnenyer paccmatpuBath, eciu y
MalyeHTa ecTb pHUCK HenuarHoctupoaHHoro BI'C (Hampumep, HHBEKLIMOHHOE
ynorpedeHre HapKOTUKOB B AHAMHE3€).
10.  3nmokadecTBeHHOE 3a00J€BaHNE, OTIMYHOE OT TOTrO, KOTOPOE JIeUaT B 3TOM HCCIIEIOBAHUML.
HckmroueHust s 5TOrO KPUTEpHs HCKIKYEHHs] BKIIIOYANOT CIEAYHIOLIEE. 3J0KAYECTBEHHBIC
HOBOOOPAa30BaHMsI, KOTOPbIE YAaBAJIOCh U3JIEYUTh U PELIUAUB KOTOPBIX HE MPOUCXOIUI B TEUCHUE
2 JjeT [0 Havaja TECTHPYEeMOTro JIEUEHUs, MOJHOCThE) HCCEYEHHBIH O0a3ajbHOKJIETOYHbIH U
TUTOCKOKJIETOYHBIN pak KOXH; JIF000€ 3JI0KaUeCTBEHHOE HOBOOOpA30BaHME, KOTOPOE CUHUTAETCS
MEIUICHHO MpPOTrPeCCUPYIOIIMM U KOTOPO€ HUKOIAa He TpeOOBaJo TepamuH, U MOJHOCTHEO
UCCEYCHHAs! KapLUUHOMA /17 Sifu TI0OOTo THIA.
11. CucremHas mNpOTUBOpaKkoBas Tepamnusi B TeUeHHE 2 HeAeNlb I[IOoclie IMepBOH J103bl
uccienyeMoro Jedenus. J[nsg IIUTOTOKCHYECKHUX AareHTOB, OOJaJalomNX 3HAYUTEIbHON
OTCPOUYEHHONW TOKCHYHOCTBIO, Hanmpumep, MutomuniHa C ¥ HUTPO3OMOUYEBHH, YKa3aH MEPHUOA
«OTMBIBKU» 4 Henenu. [y MallMeHTOB, MOJYYAOL[UX MPOTHBOOIYXOJEBYI0 UMMYyHOTEpAIHIo,
Takyro kak antaronuctol CTLA-4, yka3zaH nepuoa «OTMBIBKI» 6 HEAelNb.
12.  AxrtuBHas muapes 2 creneHu no CTCAE unm cocrtosiHue, CBSI3aHHOE C XPOHUYECKOH
auapeel (Takoe Kak CHHIPOM pa3fpakeHHOTO KHINEYHHKA, BOCIMAIUTENbHOE 3a00JieBaHHE
KUIICYHHUKA)
13. Hammuue 2: Tokcumunoctn 2 creneHn no CTCAE (3a UCKIFOYEHHEM aJiOTelUy,
nepudepruIeckoil HeHponaTUy U OTOTOKCUYHOCTH, H3-32 KOTOPBIX UCKITIOYAIOT, €CIIH CTETIEHb >=
3 crenenu o CTCAE) BcnencTBue npeaniecTByOIeld MPOTUBOPAKOBON TEPATTHH.

14.  AxTtuBHast uHpeEKHs, TpeOyIOIIast CHCTEMHOH aHTHOMOTHUKOTEPAITHH.
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15. AKTHBHOE U3bsI3BJIEHHE BEPXHUX OTAENIOB XKeJIyJOUHO-KUIIEUHOT0 TPAaKTa UIIH JKeJIyA0UHO-
KULIEYHOE KPOBOTEUEHUE
16. AKTHBHBII TeMOpparfyecKuil nuaTe3 WIM MEepopajbHbIi mpueM aHTuBuTamMuHa K (3a
UCKJIFOYEHNEM HU3KHUX 1103 BapdapwHa W acIUpHHA WIM SKBHUBAJCHTA, €CIM MEXIyHApOIHOE
HOpMan3oBanHoe oTHowmeHne (MHO) <= 2,0)
17. AxTHBHOE ayTOMMMYyHHOE 3a0OJieBaHHME, MOTOpPHAas HeHpomaTus ayTOMMMYHHOT'O
NPOMCXOXKACHUS U APyroe ayrouMMyHHoe 3a0oneBanue [{THC
18. ITaumeHTHI, KOTOPBIM TPEOYIOTCS COMYTCTBYIOIINE UMMYHOMEIIPECCAHTHI UM TIOCTOSIHHOE
JieueHne KOPTUKOUAAMHU, KPOME:

»  3aMeCTUTeNIbHasl 103a CTEPOUIOB MPH HAAMOYEYHUKOBOH HEIOCTATOYHOCTH

»  paspelleHbl TONMHMYECKHE, WHTASLUOHHbIE, Ha3aJbHbIE U OQTAIbMOJIOTHYECKHE

CTepOHbI

19. TIpumeneHue MOOBIX )KUBBIX BAKIIMH OT HH()EKLMOHHBIX 3a00NeBaHuil (Hampumep, TPHIIIa,
BETPSIHON OCIIbI, THEBMOKOKKA) B T€UeHUE 4 Henesb Nocie Hadana uccneayemoro jeueHus (NB
NPUMEHEHUE KUBbIX BaKI[H HE Pa3pelleHO Ha MPOTSKEHUH BCErO UCCIIeIOBaHNU)
20. TlpumeHeHHE reMaTOMOITHUYECKUX KOJOHUECTHUMYIUPYIOINX (GaKTOPOB pocTa (Harmpumep,
G-CSF, GMCSF, M-CSF) < 2 Hemenu 10 Havaja BBEIEHHs HCCIEOYEMOTrO JIEKapCTBEHHOTO
cpencrBa. AreHT CTUMYJISILIUH SPUPTPOHUIOB Pa3peLIeH, eCii OH ObLT HauaT 10 MEHbIIei Mepe 3a
2 Hexenu A0 NepBOM A03bI UCCIEAYEMOTO JIEUEHUS.
21. OOwwupHOE ONEepaTUBHOE BMEINATEJBLCTBO B TeUeHHE 2 HENeNb IMOCIe MEePBOM O3B
uccnenyemoro JsiedeHuss (NB MennacTMHOCKOINHMS, YCTaHOBKA YCTPOWCTBA ILIEHTPAJIbHOTO
BEHO3HOIO JIOCTyINa WJIM YCTAaHOBKA 30HAA JAJsl HMCKYCCTBEHHOIO KOPMJIGHHSI HE CUUTAIOTCS
OOIIMPHBIM ONEPATHBHBIM BMELIATEIBCTBOM).
22. Jlydesas Tepamnusi B T€YEHUE 2 HEAEJb MOCJE MEPBOM 103l UCCIENYEMOrO JIEKapCTBEHHOIO
CPeACTBa, 3a HCKJIIOYEHHEM NaJUIMATHBHOH JIy4eBOH Tepanmuud B OrpaHMYEHHOH obnacTy,
HarpuMep, I Je4eHHs OO B KOCTAX WM OOJE3HEHHOHW Macchl ONMyXoJu B oyare. [Lis Toro,
9YTOOBI OTBET Ha JICUEHHE MOYKHO OBLIO OLIEHUTb, Y MAIIMEHTOB AOJKHBI COXPAHSTHCS U3MEPHUMBIE
NPOsIBJIEHUS 3a00JI€BaHMSI, KOTOPbIE HE OBUIN MOABEPTHYTO OOJIYyUEHHIO.
23.  VYuacTthe B MHTEPBEHLIMOHHOM, SKCIIEPUMEHTAJIbHOM HMCCIEAOBAHUU B T€UEHUE 2 HENENb
oCJIe TIePBOM 103bI UCCIIEyEMOTO JIEUEHUs.
24.  JIroOoe cocTosTHHIE, KOTOPOE, IO MHEHHIO HCCIIEOBATEINS, IPETSATCTBYET YYACTHIO MALMEHTa
B KJMHUYECKOM HCCIIEIOBAHUM WU3-3a TpobsieM Oe30MacHOCTH, COOMIOACHUS MPOLEAYp
KJIMHUYECKOTO UCCIIE0BAHMSI UJIM MHTEPIPETALUU Pe3yJIbTaTOB UCCIEOBAHMUSI.
25. Benyimue nojoByH KU3Hb MYXKYUHBI, €CJIM OHU HE HCIOJB3YIOT MPE3epBaTUB BO BpeMs

MOJIOBOT'O aKTa, IPU MPUEME JIEKAPCTBEHHOT'O CPECTBA U B TeueHue 90 qHel mocie npekpalieHus
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UCCIIElyeMOro JIeUeHUs, W He JOJUKHBI IUIAHUPOBAaTh 3adaTHe peOeHKa B 3TOT MEPHOA.
IIpesepBaTuB Takke MOJDKHBI MHCIIONB30BATh MY KUMHBI, TEPEHECIINE Ba3dKTOMHIO, AJIs
NpeNOTBpALIeHNs Tepefayu JIEKapCTBEHHOTO CPEICTBA Yepe3 CEMEHHYIO JKUJKOCTb.
26. bepemeHHble WM KOPMSIINE >KEHIIUHBI, MPU 3TOM OEPEMEHHOCTH OIPEAENAeTCs Kak
COCTOSIHME JKEHINWHBI TIOCJIE 3a4aThsl M 10 3aBEpLICHHUs OEPEMEHHOCTH, M IOATBEPIKIEHA
NOJIOXKHUTENIBHBIM  JTabopaTopHeIM TecToM Ha XIY. B pexgkux ciaydasx 3HIOKPUHHO-
cekpeTupymomeii onyxonu ypoBHH X1 YU MOryT OBITh BbILIE ITPEENIOB HOPMBI, HO TIPHU OTCYTCTBUU
OepeMEeHHOCTH y MauueHTa. B sTux ciyyasx mansd HCKIO4YeHHs OepeMEeHHOCTH HEeOOXOIMMO
nposenieHre MOBTOPHOro Ttecta Ha XI'Y B ChIBOPOTKE (C HE MOBBIMIAIOIUMCS PE3YJIbTATOM) U
yJIBTPa3BYKOBOE MCCJIENOBAHUE BJIAraJUINA/OpraHoB Manoro Tasza. llocne mnoxaTBep:kaeHus
pe3yNbTaTOB M OOCYXKIEHHsSI ¢ MEAMIIMHCKUM TPENCTaBUTENEM 3THU NMAlMEeHThl MOTYT BOHTH B
UCCJIEJOBAHME.
27. JKeHmwuHbI, CIOCOOHBIE K JETOPOKAEHHIO, OIpeAesieMble KaK BCE O KEHIIUHBI,
(usnonornueckn crnocoOHble 3a0epeMeHeTh, €CIM OHU HE HCIOJB3YIOT BBICOKOI((EKTUBHbIC
METOZbl KOHTPALENILIUU BO BPEMsI UCCIIENYEMOro JIedeHus U B TeueHue 90 aHei mocie nocieaHen
OO0 103BI HCCIIEAYEMOTO JieueHHst. Bricoko3phekTuBHbIE METOIBI KOHTPALIETILIUH BKIIFOUAOT:
. ITonHOE BO3nMEpKaHUe (KOTJa 3TO COOTBETCTBYET MPEANOUTHTEILHOMY H OOBIMHOMY
o0pasy *xu3HM nauuenra). [lepponndeckoe Bo3nepskanue (HapuMep, KajleHAapHBIH,
OBYJISILIUOHHBIH, CUMIITOTEPMAJIbHBIHN, MOCTOBYJISIIMOHHBIA METONbI) U MPEPBaHHBIN
TIOJIOBOM aKT HE SIBJISIFOTCS PUEMIIEMBIMU METOAAMH KOHTPALETLINH
. Crepunmuzammioo  KEHUIMHBI  (MIEPEeHec]a  XUPYPrHUECKYH0  IBYCTOPOHHIOKO
OBAPHAKTOMHIO C THCTEPIKTOMHEH Wi 0e3 Hee), TOTAJbHYK THCTEPIKTOMHIO WJIH
NepeBsI3Ky MATOYHBIX TPYO MO MEHbINEH Mepe 32 6 HeAeIb 10 UCCIEAYEMOTO JICUSHHSI.
B cnyuae ogHOM OBapuUIKTOMHH, TOJBKO KOTJA PENPOAYKTUBHBIN CTATYC >KEHIIMHbI
OBLJT MOATBEPKACH MOCIEAYIONIEH OLIEHKONW YPOBHSI TOPMOHOB
. Crepunmuzanmioo My>K4YHHBI (IO MEHbILIEH Mepe 3a 6 MecsleB 10 CKpUHHUHTA). st
MAaLEeHTOB-)KEHIIUH B UCCIIEIOBAHUU NTAPTHEP-MY>KUHHA, IEPEHECIIHNN Ba33KTOMMUIO,
JOJIKEH OBITh €IMHCTBEHHBIM MAPTHEPOM ISl 3TOTO MALUEHTA.
. Hcnonp3oBaHne MepopaibHbIX (3CTPOr€H U MPOTECTEPOH), MHBEKLHUOHHBIX WU
UMILTIAHTHPYEMBIX KOMOMHHUPOBAHHBIX TOPMOHAJBHBIX METOAOB KOHTPALCIILIH WU
YCTAHOBKY BHYTPHUMAaTOUYHOro yctpoiicrsa (BMYVY) min BHYTpUMAaTOYHON CHCTEMBI
(BMC), wmu ppyrue ¢GopMbl TOPMOHAJIBHOM KOHTpaLenuuy, oOJafaroiie
coroctaBuMor 3¢pdexTruBHOCTEIO (dacToTta HeapdekTuBHOCTH <1%), Hampumep,
TFOPMOHAJIbHOTO BarMHajJbHOIO KOJbLA WM TPaHCAEPMabHON TIOPMOHAJIBHON

KOHTpalUCTILUHA.
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B cnyuae ucnonb3oBaHMsl NMEPOPATbHON KOHTPALENLUU SKEHIIUHBI JIOJDKHBI
Obutn CTaOMIBPHO MPUHUMATH OJHU U T€ XK€ MIIIFOJIN B TEYCHHE MUHUMYM 3
MECSLEB 10 HA4aJla UCCIEAYEMOro JIeUECHHUSI.

JKeHIMHBI CUNTAIOTCS HAXOASAIIUMUCS B TOCTMEHOIIAY3€ M HE CIIOCOOHBIMU K
JOETOPOKACHUIO, €CITM Y HUX OblJIa HAa MPOTSDKEHUH 12 MecseB eCTeCTBeHHAsI
(cioHTaHHAsN) amMeHopest c COOTBETCTBYIOIIHM KIIMHUYECKUMHU
XapaKTePUCTUKaMH (HAampuUMep, COOTBETCTBYIOLIUN BO3PACT, Ba30MOTOPHBIE
CHUMIITOMBI B aHAMHE3€) UJI OHU NEePEHECTN XUPYPTHUECKYIO IBYCTOPOHHIONO
OBApPUIKTOMHIO (C TUCTEPIKTOMHEN miu 0e3 Hee) WM MepeBsi3Ky MaTOYHBIX
TpyO mo MeHbleil mepe 6 Henmenb Hasad. B ciydae OnHON OBapUIKTOMUH,
TOJNIBKO KOT/Ia PENpOAYKTUBHBIH CTAaTyC >KEHIIMHBI OBLI IOATBEPKAEH

I'IOCJ'ICIIYIOI_IIeﬁ OLIEHKOH YPOBHsI TOPMOHOB, €CJIM OHA CUHUTACTCS HE CIIOCOOHOM

K A€TOPOKIOCHUIO.

O30JUMHUTHPVYIOAA TOKCHYHOCTD U KOBOJCTBO INO KOPPEKIIUH 103

Jozonumutupytromiast Tokcuanoctb (JJIT) ompenensercst kak jr00oe W3 CIEAYOLIMX

HBJ'IGHHfI, CUHUTAIOIINXCS TTI0 MHEHHIO UCCIIEN0BATEIS 110 MEHbIIIEH MEPE BO3MOXKHO CBA3aAHHBIMH

¢ ADC, koropoe Bo3HHKaeT Ha npoTsikeHnu 21-gHeBHoro nepuoaa ouenku JIJIT. TokcuuHOCTS,

KOTOpast OU€BUAHO U HEMOCPEACTBEHHO CBsA3aHa C IEPBUYHbIM 3a00JIEBAHUEM HIJIH UMEET APYTyro

OTHOJIOTUIO, UCKITIOYAIOT U3 3TOI'O OIMPECACIICHUA.

Onpeoenenus J[JIT

I'ematonornueckas JIT onpenenena kak:

(beOpuibHast HEUTPOTIEHUS WK HEUTpOoneHn4eckast iHQeKIus 3 win 4 CTerneHu
HEUTpOMneHus 4 CTENEHU JJIUTEbHOCTBIO >7 THeH

TPOMOOLIMTONIEHHS 4 CTeeHN

TpOM6OLII/ITOHeHI/I$I 3 CTECIICHHU Cc KIIMHUYECKH 3HAa4YUMbIM KPOBOTCUCHUEM

TpOMOOIIUTONIEHUS 3 CTETeHH, TPeOYIOLIas MepeTuBaHus TPOMOOIUTOB
aHeMusi 3 CTeNeHH, TpeOyroas mepesnBaHms

anemus 4 crereHu

HeremaTtonornueckas JAJIT onpenenena kak:

Herematonoruueckass TOKCUYHOCTD 4 CTEIEHU
Heremartonoruueckass TOKCUYHOCTb 3 CTENEHU UIUTEIBHOCTBIO >3 OHEU

ONTUMAJIbHOC TOAACPKHUBAIOILICE JICHCHUE NI MEAULIMHCKOE BMCIIATCIIBCTBO

50)050

HECMOTpsI Ha

Cayuaii, coorBerctByroumii 3akony Xast (ACT w/umm AJIT > 3x BI'H u 6unupyOun > 2x

BI'H, u 6e3 nmepBoHauYaIbHBIX MPU3HAKOB XOJiecTa3a (aKTHBHOCTH MIENOYHOH (ocdaTasel B

ceiBopoTke (ALP) < 2x BI'H) u mpu OTCYyTCTBUHU APYrod NMPUYHHBL, KOTOpas MOTJa Obl
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OOBSICHUTP KOMOMHAIIMIO MOBBIIIEHHBIX YPOBHEH TpaHCaMHHA3 M o0mero OmnupyOnHa B
CBIBOPOTKE, TakOW Kak BUPYCHbIN rematuT A, B wmm C, mpeacyiiecTByrolee Wik OCTPoe
3a0oneBaHNe TMEUEHW, WM JPYroe JIeKapCTBEHHOE CPENCTBO, CHOCOOHOE BBI3BIBATH
HaOJIr01aeMoe TIOpaKEHHE)

Peaknusi rumepuyBCTBUTEIBHOCTH/MH(PY3UOHHAS peakuuss 3 CTENeHW WM  BBILIE
(HE3aBUCUMO OT TMpeMenuKanuu). Peakiuro TrUnepuyBCTBUTEIbHOCTH/MH(Y3HOHHYIO
peakuuro 3 CTeleHH, KOTopas paspellaeTcss B TedeHHe 8 4YacoB IOCie Hadana IMpu
COOTBETCTBYIOLIEM KIMHUYECKOM BeleHnH, He oTHOCAT K JUJIT.

Cuamxenne ®BJDK no < 40% unu cHmkenue > 20% OT UCXOIHOTO YPOBHS

Cungpom nmsuca omyxomu 4 crenenu (CJIO 3 crenenu He siBisiercs [JIT, ecnu oH He

MPUBOAUT K HEOOPATUMOMY HIIEMUYECKOMY MOPAKEHHIO OPTaHOB)

Crnenyromue COCTOsSIHUS He CunTaroTcs Heremarosioruyeckon JJIT:

YTomisieMocTh 3 CTeneHu B TeueHue < 7 nHen

Juapes , TOIIHOTA WK PBOTA 3 CTENEHU NIPU OTCYTCTBUU NIPEMEIUKALIUU, KOTOPasi OTBEYAET
Ha Tepanuio U YMEHBILIAETCS IO MEHbIIEH Mepe Ha 1 cTeneHb B TeueHue 3 THEH IS sIBJICHUI
3 crenenu win A0 < 1 cTeneHu B TeueHUe 7 JHEN.

IMoseiuenne ypoBuss ACT wmmu AJIT > 5 x BI'H, o < 8 x BI'H 6e3 conytcTByromero
TIOBBIIIEHHSI YPOBHS OMITUPYOHHA, KOTOPBIN MOHIKAETCS 0 < 2 CTENEeHHU B TCUCHHE S5 THEH
TIOCJI€ TTOSIBJICHHSI.

Jlunasa ChIBOPOTKM WM amuiia3a ChIBOPOTKM 3 CTENEHU B TeUueHHE < 7 NHEW, €CIu HeT
KJIMHUYECKUX MPU3HAKOB WJIM CUMIITOMOB MMaHKpeaTUuTa

[Mamuents, ucnsiThiBatomue JJIT, xoropas paspemaercs Wid CTaOWIU3UPYETCS MpPU

COOTBETCTBYHOIIEM JICHCHUH, MOTYT IIPOAOJIKATD JICHCHUE MO YCMOTPECHUIO UCCIIEAOBATEIIA MMOCIJIC

KOHCYJIbTAallUU CO CITIOHCOPOM.

Koppexkiuus no3

B Tabnuue Hike mpuBenEeHO MOAPOOHOE PYKOBOACTBO IO YIIPABJICHHIO CIIEU(DUYECKOM

TOKCHUYHOCTBIO. I[J'If[ YIpaBJICHUA ABJIICHUAMHA, HC YKa3aHHBIMU B Ta6JII/IL[aX, CJICOYOIEC MOXKET

CJIy>KMTb PYKOBOZCTBOM ISl HCCTIelOBaTeNel:
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Crenenn

HA

PyxoBoacrteo no ynpasienuo ADC

Koppexkmust no3sl He Tpedyercst

IlepBO€e BOBHUKHOBEHHUE:

PaccmarpuBarOT MpPUOCTAHOBKY BBENEHHS] OIHOTO WJIM ODOOMX JIEKAPCTBEHHBIX
CPEACTB 10 CHIDKEHUs 70 < | CTemeHu WM UCXOAHOTO YpOBHA. JJisl CHUXKEHUS
MOYKHO TPOITYCTUTH 10 | 103BI OAHOTO WM O0OUX JIEKapCTBEHHBIX cpencTs. Ecnu
CHIDKEHHUE 10 < | CTeNeHH UM UCXOAHOTO YPOBHs MPOUCXOAUT B TeueHue 21 nHs
1ocJIe TOCHenHel TUIAaHOBOM (HO MPOMNYLIEHHON) 03Bl OJHOTO WM 000MX
JIEKapCTBEHHBIX CPEACTB, MPOAOJDKAIOT BBENEHHE OAHOrO Wi  00oux
JIEKapCTBEHHBIX CPEACTB HAa MCXOJHOM HAa3HAY€HHOM YpOBHE [J03bl B
NOCJEAYIOINX LUKJIAX JIEUEHUS.

Ecnu canzkenue 1o < 1 creneHu Wiy HCXOHOTO YPOBHS HE TPOUCXOAUT B TEUCHUE
21 gHA mocne mocienHed IJIAaHOBOH (HO MpPOIMYILIEHHOW) 03bl, OKOHYATEIbHO

OTMEHSIFOT OAHO MIu 00a JEKAPCTBEHHBIX CPEACTBA.

BTopoe BOZHUKHOBEHUE:

[IprocTaHABIMBAIOT BBEIEHHE OJHOTO MM OOOUX JIEKApPCTBEHHBIX CPEICTBA JI0
CHIKeHUs1 10 < | cTeneHu WIM UCXOAHOrO ypoBHs. [lyid paspelieHuss MOXKHO
nponycTuth 10 1 103bI OAHOrO WM OOOMX JIEKapCTBEHHBIX CpeAcTB. Ecnu
CHIKeHUE 10 < | CTeneHN Ui UCXOAHOTO YPOBHsI IPOUCXOIUT B TeueHue 21 nHs:
NocJie MOCNIEAHEN TUTAHOBOM (HO MPOMYIIEHHOH) J03bI, MPOIOJIKAKT BBEIECHUE
OIHOTO MM OOOMX JIEKAPCTBEHHBIX CPEINCTB HAa YPOBHE JO3bI, KOTOPBIA Ha 1
YPOBEHb HUKE UCXOIHON Ha3HAYEHHOU 103bl, B MOCAEAYIOIIMX LIUKJIAX JEUEHUs.
Ecnu cHrkenue 1o < 1 cTeneHn Wiv HCXOAHOTO YPOBHsI HE IPOUCXOAUT B TEUEHUE
21 gHS mocne TOCHeNHeN IMIAHOBOH (HO MPOMYIIEHHOW) N03bI, OKOHYATENIBHO

OTMECHAKT OJHO WU oba JICKaPCTBCHHBIX CPEACTBA.

Tperbe BOSHUKHOBEHHUE:

OxOHYATETHPHO OTMEHSIIOT OJJHO MJIH 00a JIEKAPCTBEHHBIX CPEICTBA
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3 TlepBO€e BOBHUKHOBEHHUE:

ITpuocTaHaBIMBAIOT BBEJEHHE OJHOTO MM OOOMX JIEKAPCTBEHHBIX CPEACTBA 1O
CHIKEeHUs1 10 < | CTEeNeHM WM HUCXOAHOrO ypOBHA. [[Nl CHMXEHUS MOXKHO
nNpomycTuTh A0 | 1M03BI OMHOTO WM OOOMX JIEKApCTBEHHBIX CPENCTB, 3aT€M
NPOAOJKATE HA YPOBHE J103bl, KOTOPBIM HAa 1 ypOBEHb HMIXKE HCXOAHOU
HA3HAYE€HHOH N03bl, B MOCIEAYIOLIUX LUKJIAX JICYEHUS.

BTopoe BOZHUKHOBEHHUE:

OxoHYATETBHO OTMEHSIIOT OJJHO MJIM 00a JIEKAPCTBEHHBIX CPEICTBA

4 OxoHYATETHHO OTMEHSIOT OJJHO MJIM 00a JIEKaPCTBEHHBIX CPEICTBA

IIpumep 4: Cuneprusst ADCx19 u putykcumada in vitro

Martepuaibl 1 METOJbI

Knerku Ramos kympruBupoBamu B RPMI 1640 ¢ noGasnennem 10% FBS Hyclone.
KoHUeHTpaluoo u KU3HECTIOCOOHOCTh KJETOK M3 KoyObl T75 ¢ CyOKOH(IIIOIHTHOM ClioeM
(xoHpmosHTHOCTE  80-90%) W3Mepsuin  TyTeM OKpAIIMBaHHWS TPUNAHOBBIM CHHUM H
NOACUYMTBIBAIN KieTku ¢ wucnojb3oBaHneM Automated Cell Counter LUNA-II™. Knerku
pazsomuin 10 2x10°/mn, BHOCKIH (50 MKN/IyHKa) B 96-TyHOUHbIE MIAHIIETHI ¢ TTIOCKUM JTHOM.
ITnaHmer s aHaIM3a METOAOM IIAXMATHOHM JOCKWY» MOATOTABIMBAIN IJII KOMOMHUPOBAHUS
10-kpatHbIx pasBepenuii ADCTx19 nmn ADCTx22 u 10-kpaTHbIX pa3BeneHuil purykcumada B
RPMI 1o nepenoca 50 MKJ1 KaXXaA0r0 pa3BeaeHus B 96-TyHOUHBIN MJIAHIIET, COAEPKAIIUNA KIETKH.
[Tnanmer nakyouposanu npu 37°C B CO2-unkyOatope B TeueHue 4 nHeill. B koHIie mepuozna
UHKYOALIMM HM3MEPSUTH KU3HECTOCOOHOCTh KiIeToK myTeMm aHainmsa MTS. MTS (Promega)
BHOCWIH (20 MKJI Ha JIYHKY) B KOKIYIO JIYHKY M HHKyOHpOBaiu B TeueHue 4 yacos npu 37°C B
CO2-unky0atope. [Tornomenune B nynkax u3mepsuin npu 490 um. ICso onpenensig no 1aHHbIM
n03a-0TBeT ¢ ucnojb3oBanneM GraphPad Prism ¢ ucmonb3oBaHuEM ajqropuTMa HEJIHHEHHOTO
noadopa KpUBOH: CHTMOUIAJIBHON KPUBOH 03a-0TBET C MEPEMEHHBIM HAKJIOHOM.

PesyabTathl

PeBy.]'IbTaTbI aHAJIN3a LUUTOTOKCUYHOCTU IN VIIro NpEaACTABJICHBI B Ta6m/1ue HHMXKE U Ha

¢ur.2.
JMo6aBIeHHbIE areHThbI EC50
ADCx19 0,0002394
pUTyKCUMad 0,56
ADCx19 + 28M putykcumad 0,000005472
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ADCx22 0,01331
ADCx22 + 2uM putykcumad 0,006576

PaccMoTpenue pe3yabTaToB

IIpn xomOuumpoBanun ADCx19 ¢ purykcumadboMm 3¢(eKTHBHOCTb MOBBIIIANACH IO
MeHblIei Mepe B 10 pa3, 1 MoJieKyJia CTAaHOBUJIACh YPE3BbIUAITHO aKTUBHOH. Putykcumab cam mo
ce0Oe He OKa3bIBaJI 3HAYUTEIBHOTO [IUTOTOKCUIECKOTO d(deKTa.

Taxoro >xe a3¢pdexra He HaOMONATHN IPH BBEACHUU pUTYKCUMada coBMecTHO ¢ ADCx22,
HECMOTPSI Ha TO, YTO KJIETKH Ramos 3KCIpeccHpyroT 3HAUUTENbHbIE KOJINYECTBA AHTUIE€HOB Kak
CD19, tak u CD22.

Ipumep S: Cuneprust ADCx19 u uurapaduna in vitro

Martepuaibl 1 METOJbI

Knetku BbiceBanu B | neHsb B koamdectse 10000 kineTok/TyHKA B 96-TyHOUHBIE IUIAHIIETHI,
IO TPH NMOBTOPHOCTH HA SKCIEPUMEHT U obuiee # paBHO 3. KoMOMHMpOBaHHOE JI€KapCTBEHHOE
CpeAcTBO n00aBIISLIN BO 2 IeHb U MHKyOUpoBau B TeueHue 24 yacos mpu 37°C, 5% COx.

B 3 nenp ADCx19 nobGaBnsiim K KJIeTKaM, COAEPIKALIUM JIEKAPCTBEHHOE CPENCTBO, WU
TOJIBKO Cpenbl B KadecTBe KOHTPOJisA, B nuamnasoHe n03 0,00004 oM - 50 uHM B 20-kpaTHOM
pa3BeneHuN U UHKYOHPOBAIU B TeYeHHUE ewle 4 nHei (3 X BpeMs yABOSHUS KJIETOK).

B xaxnayro nynky noGaBmsuin 20 mxn MTS u uHkyOupoBaid B TedeHHe 2-3 4YacoOB B
HOPMAaJIbHBIX YCIOBHIX KyJbTUBHpOBaHUs kKieToK. OIT nuamepsiiu npu 492 HM ¢ UCTIOIB30BAHUEM
ianier-punepa Multiscan Ascent Thermo Labsystems u paccuutbiBaiu % pocTa Mo CpaBHEHHIO
¢ HeOOPaOOTaHHBIMH KOHTPOJIbHBIMH KJIETKAMHU.

Kpussbie pocta ctpownu ¢ npumenenreMm GraphPad Prism ¢ ucnonp3oBaHreM ypaBHEHUS:
curmounanbHas 4PL, X mpencrasisier coboit log (konuentpamusi) (sigmoidal, 4PL, X is log
(concentration)). Omnpenensiin 3Hadenus: IC50 (mo3a JeKapCTBEHHOrO CPEACTBA, KOTOpas
uarudupyer poct Ha 50%). IlepeBommiM MPOLEHT BBDKHBAEMOCTH KJIETOK B IOPAYKEHHYIO
¢pakuuo (Fa) m paccuutbiBaniu komOunHatopHbiii wHAeke (CI) s kakmol O3Bl €
ucnionb3oBanreM CalcuSyn v2.11.

PesyabpTathl

PesynbraTe! npencrasnens! Ha ¢ur.3. Kak ykazaHo B yCJIOBHBIX 0003HaUYEHUSIX HA purype,
(*) o3HauaeT yMepeHHy CUHepruro, u (**) oO3HaYaeT CUJIbHYIO CHHEPTHUIO, OMPEIECICHHYIO
nocpencrsom CalcuSyn.

Ipumep 6: Cunepruss ADCx22/uurapadéuna u ADCx22/paynapaduna in vitro

Marepuajibl 1 METOBI
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Knetku BbiceBanu B 1 neHp B konmdectse 10000 kieTok/myHKa B 96-TyHOUHBIE TUTAHIIETHI,
IO TPU TMOBTOPHOCTH HA 3KCIIEPUMEHT M oOree # paBHO 3. KomMOMHMpOBaHHOE JIeKapCTBEHHOE
cpenctso (T.e. uurapadbun wim ¢uynapadbun) noOaBJIsLTH BO 2 TeHb U UHKYOHPOBAIU B TEUCHHE
24 gacos nipu 37°C, 5% CO».

B 3 nenp ADCx22 nobapyisiii K KJIETKaM, COAEpPKaIlNM JIEKAPCTBEHHOE CPEICTBO, WM
TOJIBKO CpeIbl B KadecTBe KOHTpousi, B auamnasoHe no3 0,005 mM - 50 eM B 10-xpatHOM
pa3BeneHNuN U NHKYOHpPOBAJIN B TeUeHHUE elle 4 nHeil (3 X BpeMs yABOEHUs KJIETOK).

B xaxnayro nynky noGaBmsuim 20 mxn MTS u uHkyOupoBasM B TedeHHE 2-3 4acOB B
HOpPMaJIbHBIX YCJIOBHSIX KyJbTUBHpOBaHUs KieToK. OIl usmepsinu npu 492 HM ¢ UCHIOIB30BAHUEM
ianmer-puaepa Multiscan Ascent Thermo Labsystems u paccuntbiBaiu % pocTta 1o CpaBHEHHIO
¢ HeOOPaOOTAaHHBIMH KOHTPOJIbHBIMH KJIETKAMHU.

Kpussie pocta crpomnu ¢ npumenenreM GraphPad Prism ¢ ucronp3oBaHueM ypaBHEHUS:
curmounanbHast 4PL, X npencrasnsier coboii log (koruentpauus). Onpenensian 3Hadenus: 1C50
(mo3a NeKkapCcTBEHHOTO CPEACTBa, KOTOpas MHrubupyer poct Ha 50%). IlepeBommnu mpoLeHT
BBDKMBAEMOCTH KJIETOK B MOpakeHHYIO ppakuuio (Fa) u paccunThiBagy KOMOMHATOPHBIA HHIEKC
(CI) nns xaskaowi 1o3bl ¢ ucnonbzoBanuem CalcuSyn v2.11.

Pe3yabTaThl

PesynbraTel npencrasneHsl Ha pur.4. Kak ykazaHo B yCJIOBHBIX 0003Ha4YeHUIX HA urype,
(*) o3HauaeT yMmMepeHHyH CcuHepruro, u (**) O3Ha4YaeT CUJIbHYIO CHHEPTHUIO, OMpEIEIeHHYIO
nocpencrsom CalcuSyn.

Hpumep 7: Cunepeus ADCx19/uurapadéuna u ADCx19/purykcumada in vivo

Marepuaibl 1 METONBI

B 1 ngenp wuccnenoBaHMs CaMKH MBIIIEH C  TSDKEIbIM — KOMOHMHHPOBAHHBIM
ummyHozaeduuurom (Fox Chase SCID®, CB17/Icr-Prkdcscid/IcrlcoCrl, Charles River) 6bputn B
BO3pacTe BOCHMH HeJeNb, U Anana3oH Maccel Tena (MT) cocrasisut ot 14,6 no 21,9 1.

B eHb UMMNAHTAalUM OMyXOJM Kaxkaas TeCTUpyeMmas Mblib momydana 1x107 kierok
onyxomu WSU-DLCL2 B 50% Marpurene, MMIUIAHTUPYEMOM IIOAKOXXHO B TIPaBbIi OOK.
Ocy1ecTBIIsIII MOHUTOPHHT POCTA OIYXOJIH, KOTAA CPENHUI pasMep MPUOIIKAJICS K LEJIEBOMY
nuanazody ot 100 go 150 mm®. Omnyxonu u3MepsnM B ABYX HANMpaBIeHHSX C HCMONb30BaHUEM
IITAHTEHIUPKYJIS U PACCUUTBIBAINA O0BEM C HCIIOJIb30BAHHEM (hOPMYJIBL:

O6bem onyxomu (MmM°) = w2 x 1/2 |
rae w = mupuHa U | = aynHa onyxoiau B MM. Maccy OImyXxoJii MOJKHO ONPEAENNTb, MPUHSB uTo |
MT 5KBUBaJIeHTeH | MM 00beMa OmyXoH.
Uepes ueTblpHAILUATh AHEW IMOCJIE WMIUIAHTALMU OMyXOJH, 0O003HAYeHHOW Kak | JeHb

UCCIIEIOBAHMS, JKUBOTHBIX PACIpENessIi MO JAEBATH rpymmnaM (n=8) ¢ HHIUBUAYaJIbHBIMHU

146



obbemMoM omyxonu ot 108 10 126 MM® 1 co cpeHUM 06BEMOM OMyXOJIHU B IPYIIIE, COCTABISIOIIUM
112,5 M.

B 1 nenb uccnenosanuss ADCx19 BBOAMIN BHYTPUBEHHO (B/B) B ONHOKPATHON MHBEKIHH
(kaxapIil eHb X 1) MyTeéM MHBEKIUH B XBOCTOBYIO BEHY, PUTYKCHMaO BBOIWIM BHYTPHUBEHHO
OJIH pa3 B HEZEIO B TeUeHUE 4 Heselb, IUTapaONH BBOIIIN HHTPAIIEPUTOHEATHHO €XKEIHEBHO
B TeueHue 5 nHeil. Bee no3b1 BBOAMIM B 00beMe TO3UPOBaHUs, COCTaBIsIIOIEeM 10 MII/KT.

Onyxonau U3Mepsuid ¢ UCTIONb30BAHUEM LITAHTEHIUPKYJIS 1BA pa3a B HEJEN0 U KaXA0e
’KMBOTHOE MOIBEPrai 5BTaHa3|K, KOIMa OMyXoJjb N0CTUrana KoHeuHoro oobema 1000 Mm® uiu
B KOHIIE MCCJIEJJOBAHMs B 3aBUCHUMOCTHU OT TOTO, YTO NPOUCXOAWJIO paHblue. MccinemoBaHue
3aBeplIav B 74 O€Hb.

PesyabpTathl

PesynbraTe! npeacraBieHsl Ha Gur.S.

OnnokpartHast 1o3a ADCx19 1 mr/kr Obuta BeIOpaHa Ha OCHOBAHMHU paHee MOJTyYeHHBIX
JaHHBIX C TeM HaMepeHueMm, uToObl 3Ta A03a Oblia CyOONTHUMANIbHOW M, TaKUM 00pa3om,
obecneunBaia MAaKCUMAJIbHYIO 4yBCTBUTEJIBHOCTD aHAJIN3A K CHHEPTUHU C BTOPUYHBIMHU ar€HTAMH.
OnHako B 5TOM MEPBOM Kpyre 3KCIepuMeHTOB i1 vivo noza ADCx19, cocrasisitomast 1 Mr/kr,
Obua 6osee 3(PEKTUBHOM, UeM OJKUIAIN, OTPAHUYNBAsT BOSMOXKHOCTH JUISl y4€Ta CHHEPTUH.

Hecmortps Ha 510, manasie ADCx19/murapaduna (Gur.5A) COOTBETCTBYIOT CHHEPTHHU il
vivo. TlopobubM 00pas3oMm, nanHbie ADCx19/purykcumaba (¢pur.5B) cooTBETCTBYIOT CHHEPTUH
in vivo. [Habnooaemoe ysenuyenue cpeone2o pasmepa onyxonu 6 cayuae ADCx19/pumyrcumada,
noxazannoe Ha Que.5B, credyem uz cpeone2o 3mauenus, GKIOYANOUE20 OOUH BbIOPOC, 20e
HAOII00ANU 3HAYUMENbHBIN POCH ONYXOIU. MO XOPOULO 8UOHO NO OAHHBIM OJ1sl OOHOU 2PYNibi,
npeocmagnenuvim Ha ue.5C. [

[pumep 8: Cuneprus ADCx19 ¢ kaxxkabpiM u3: nqurapaduna, QuygapadbuHa, 1equTaduHa U
remuutaduna B iuHuu CD19+ kiaeroxk Ramos in vitro

Knetku BbiceBanu B 1 neHp B konmdectse 10000 kyieTok/TyHKa B 96-TyHOUHBIE IUTAHIIETHI,
IO TPU TOBTOPHOCTH HAa OJKCIEPUMEHT U cymMMmapHoe n paBHo 3. KomOumHHMpoBaHHOE
JIEKapCTBEHHOE CPEACTBO NOOABIISIN BO 2 IeHb U MHKyOUpoBau B TeueHne 24 dacos mipu 37°C,
5% COa.

B 3 nenp ADCx19 nobapisiiu K KJIETKaM, COAEpPKAIlNM JIEKAPCTBEHHOE CPEICTBO, WJIH
TOJIBKO Cpenbl B KaueCTBE KOHTpoJisA, B auana3zoHe 103 0,00004 mM - 50 aM B 20-xkpaTHOM
pa3BeneHUN U MHKYOHPOBAIN B TeUEHHUE ewle 4 nHel (3 X BpeMs yABOSHUs KJIETOK).

B xaxnyro nynky noGasisuin 20 mxn MTS u uHkyOMpoBaiiM B Te4eHHE 2-3 4YacoOB B
HOpPMaJIbHBIX YCJIOBUSIX KyJbTHBHpOBaHUs kieToK. OIl usmepsiiu npu 492 HM ¢ UCHIOIB30BAHUEM

wianmer-puaepa Multiscan Ascent Thermo Labsystems u paccuntbiBaiu % pocTa Mo CpaBHEHHIO
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¢ HeoOpaOOTaHHBIMU KOHTPOJIbHBIMH KJIETKAMHU.

Kpussbie pocta ctponnu ¢ npuMmeneHreM GraphPad Prism ¢ ucronp3oBaHneM ypaBHEHUS:
curmonpanbHasi 4PL, X mpencrasnser coboit log (koHnenTpauus). Onpenemnsiu 3nadenus [C50
(mo3a NeKapCcTBEHHOI'O CPEACTBa, KoTopas MHruobupyer poct Ha 50%). IlepeBoamim mpoumeHT
BBDKHMBAEMOCTH KJIETOK B IMOpakeHHYIo ¢pakumto (Fa) n paccuntbiBain KOMOMHATOPHBIA HHIAEKC
(CI) nnst kasknoit no3el ¢ ucnojbpzoBanuem CalcuSyn v2.11.

PesynbraTe! npencraBnensl Ha pur.6A (mrapadun), 6B (neuurtadun), 6C (reMuuTaOuH)
u 6D (¢dnynapadbun), rme (*) o3Hadaer yMepeHHyK cuHepruto, u (**) O3Ha4aeT CHIbHYIO
CHUHEPrHIo, onpenenaeHnyro nocpeacrsom CalcuSyn.

Hpumep 9: Cuneprus ADCx22 ¢ kaxkabIM U3: HuTapaduHa, QpaygapaduHa, 1equTaduHA U
remuutaduna B iuHun CD22+ kiaerok Ramos in vitro

Knetku BbiceBanu B 1 nenp B konndectse 10000 keTok/nyHka B 96-TyHOUHBIE IIAHIIETHI,
IO TpH TOBTOPHOCTM HAa OJKCHEPHUMEHT M CcymMmapHoe n paBHO 3. KomOuHHpoBaHHOE
JIEKapPCTBEHHOE CPEACTBO NOOABISUN BO 2 A€Hb U HHKYyOupoBaiu B TeueHue 24 vacos npu 37°C,
5% COz.

B 3 nenp ADCx22 nobGaBnsiiv K KJIETKaM, COAEPIKALIUM JIEKAPCTBEHHOE CPENCTBO, WU
TOJIBKO Cpellbl B KauecTBE KOHTpousisA, B auamnasoHe ao3 0,005 mM - 50 sM B 10-xpaTtHOM
pa3BeneHUuN U UHKYOHPOBAIM B TeYeHHUe ewle 4 nHeil (3 X BpeMs yABOSHUS KJIETOK).

B xaxnayro nynky noGaBimsuin 20 mxn MTS u uHkyOupoBaiM B TedeHHe 2-3 4YacoOB B
HOPMAaJIbHBIX YCIOBHIX KyJbTUBHpOBaHUs kKieToK. Ol uamepsiiu npu 492 HM ¢ UCTIOIB30BAaHUEM
wianier-puaepa Multiscan Ascent Thermo Labsystems u paccuutbiBaiu % pocTa Mo CpaBHEHHIO
¢ HeoOpaOOTaHHBIMU KOHTPOJIbHBIMH KJIETKAMHU.

Kpussie pocta ctpomnu ¢ npumenenreMm GraphPad Prism ¢ ucnonp3oBaHreM ypaBHEHUS:
curmonpanbHas 4PL, X mpencrasnsier cobol log (konnenTpauusi). Onpenensiiu 3ayenus: [C50
(mo3a JIeKapCTBEHHOI'O CPENCTBa, KOoTopas MHruoupyer poct Ha 50%). IlepeBoamyii mpoLEHT
BBDKHBAEMOCTH KJIETOK B MOpPakeHHYH0 ¢pakiuro (Fa) u paccuutbiBaiu KOMOMHATOPHBINA HHIEKC
(CI) nnst kasknoit no3sl ¢ ucnojpzoBanuem CalcuSyn v2.11.

PesynbraTe! npencrasnensl Ha pur.7A (mrapadun), 7B (meuurtadun), 7C (reMuuTaOun)
u 7D (dnynapabun), rme (*) o3HayaeT yMepeHHYK cHHepruro, u (**) O3Ha4aeT CHIIBHYIO

CUHEPTHIO, onpeneieHnyro nocpencrsom CalcuSyn.
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INPUMEP 10: cuneprust B orHomeHun CD19+ HeonuiacTu4yecKuX KJIeTok Mexay ADCx19 u
Ka’KIbIM H3 HMMYHOOHKoJiorudyeckux (MO) BTopuuHbIX areHToB: aHTaroHucros PDI,
anraronucToB PDL1, antaronucroB CTLA4, aronucroB OX40 u aronucros GITR

AmnTaronuctel PD1

Jna tectupoBaHus Toro, aemoHctpupyeT nu ADC nHa ocHoBe PBD mporus CDI19,
KOMOMHHUPOBAaHHBIN C aHTtaroHucToM PDI1, anauTuBHBIA WiIH CUHEpPreTHUecKud 3¢¢exT,
KOMOMHAIIMIO TECTHPOBAIIU i1 ViVO B MOJENU CHHIE€HHOH ONyXOJH Y MMMYHOKOMITETEHTHBIX
Mbimeit (Moneny, noreHnuanbHo nonxonsmue st CD19, Bxmouator A20, E.G7-OVA, EL4,
C1498, L1210, P388). lnsa 3TOl Lieau aHTUTENO, nepekpecTHO pearupyromee ¢ CD19 mpimy,
koHblorupoBanu ¢ PBD aktusnoil rpynmnoii, u 3tor ADC BBOAWIN COBMECTHO C aHTArOHUCTOM
PD1 Mblimam ¢ TpaHCIUIAHTUPOBAHHOW JIMHHUEW KJIETOK OIYXOJIM MBIIIH, 3KCIPECCUPYIOLIEH
CD19. ADC BBoaunu no antaronucra PD1, onHoBpemenHo ¢ antaronucroM PDI1 wunu nmocne
antaronucta PD1 no peleHuro sxkcrnepumeHTaTopa.

Kak npasuno, ADC BBoxmiu B Bue OQHOKpaTHOH 103b1 0T 0,1 10 1 MI/KT, B TO BpeMst Kak
arraronuct PD1 BBoawn onus pas B 3 1HA X 3 B go3ax ot 1 10 10 mr/kr. KOHTpOJIbHBIE TpyIIbI
Brro4ann ogquH ADC unu antaronuct PD1. 3atem o0beMbl omyxosel U Maccy Tejia u3Mepsuin
10 60 gHel A BCexX TPy, U B KaKA0M IPyMIe ONpeaessid KOJIUYeCTBO YaCTUYHO OTBEYAIOIIUX
(PR), monuocteio oTBevaromux (CR) mbliieis, Mbiieit ¢ 6e30myxoeBoii BbikuBaeMocTbio (TFS).

IIpoBomuny cTaTUCTHYECKHM aHamu3 (KaKk TPABUJIO, JIOT-PAHTOBBI KPUTEpPHUil) ¢
OTpEeNIENIEHUEM TOTO, TIOKA3AJIH JIH MBILIH, KOTOPBIX JICUUIM KOMOMHALIUEH, JTyYIIHe pe3yJIbTaThl
O CPABHEHUIO C MBIIIAMHU, KOTOPBIX Jiewrin oo ogauM ADC, mubo ogHum antaronuctom PD1.

AnTarosuctsl PDL1

Jna tectupoBaHus toro, aemoHctpupyeT nu ADC nHa ocHoBe PBD mporus CDI19,
KOMOWHHUPOBAHHBIM C aHTaroHuctoM PDL1, anauTuBHBIA WM CUHEPreTHUeCKUH 3(QexKT,
KOMOWHAIIMIO TECTHPOBAIH 1IN VIVO B MOJEIM CUHI'€HHOW OMYXOJH Y MUMMYHOKOMITETEHTHBIX
Mblieil. [{is1 3Tol nenu anTureno, nepekpectHo pearupyroiee ¢ CD19 mpiiy, KOHBIOTHPOBAIN
¢ PBD akrusHoii rpynmoii, u 3toTr ADC BBOAMIN COBMECTHO ¢ aHTaronnuctoM PDL1 mbimam ¢
TPaHCIVIAHTUPOBAHHONW JIMHUENH KJIETOK OIyXOJM Mbly, 3kcrpeccupyromein CD19. ADC
BBOAMIH 10 aHtaronucTta PDL1, oqHoBpemenHo ¢ antaronuctom PDL1 wnin nocne aHTaroHucra
PDLI no pewenunto 3KCrepuMeHTaTopa.

Kak npasuno, ADC BBonmM B BHAE OMHOKpATHOH 10361 0T 0,1 10 1 MI/KT, B TO BpeMs Kak
anraronuct PD1 BBoaunu onuH pa3 B 3 1HsA X 3 B 1o3ax ot 1 go 10 mr/kr. KoHTpombHBIE rpy b
BrJrouan oguH ADC wnu antaroruct PDL1. 3atem oObeMbl OmyxoJiei 1 MacCy Teja U3Mepsiiu
1o 60 qHel Ayt BceX TPYIIL, U B KaKIOU IPyIINe ONPEAESSUIN KOJIMYECTBO YACTUYHO OTBEYAIOIINX

(PR), nonuoCTHIO OTBevaromux (CR) Mbleit, mpieli ¢ 6e3onyxoneBoii BikrBaeMocThio (TFS).
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IIpoBomuam cTaruCTUYECKUH aHann3 (KaK TPaBWIIO, JIOT-PAHIOBBI KpUTEpUH) C
OTIpENIEIEHUEM TOTO, TIOKA3AJIH JIX MBILIH, KOTOPBIX JICUUIIM KOMOMHALIUEH, JTyqIIHe Pe3yJIbTaThl
[0 CPAaBHEHMIO C MBIIIAMH, KOTOPbIX Jieunian Jubo ogauM ADC, nmubo OJHHUM aHTaroHHCTOM
PDLI1.

Anraronuctel CTLA4

Jna tectupoBanus Toro, aemoHctpupyer au ADC nHa ocHoBe PBD mporus CDI19,
KOMOMHUpOBaHHbIN ¢ aHTtaroHucToM CTLA4, anauTuBHBIA WM CHHEPreTH4ecKui 3¢¢exT,
KOMOMHAIMIO TECTHPOBANU i1 ViVO B MOJENU CHHIE€HHOH ONyXOJH Y MMMYHOKOMITETEHTHBIX
MblIen. [{j1s1 3Toi 1enu aHTuTeNo, nepekpectHo pearupyrouiee ¢ CD19 Mbly, KOHBIOTHPOBAIN
¢ PBD akrtusHoii rpynnoi, u 370t ADC BBOnUMM coBMecTHO ¢ aHTaroHucToM CTLA4 mpimam ¢
TPAHCIJIAHTUPOBAHHONW JIMHUEN KJIETOK OINyXOJM Mblmy, skcnpeccupyromei CD19. ADC
Beoaunn a0 aHtaronucra CTLA4, opnoBpemenHo c¢ anrtaronuctoM CTLA4 wunu nocne
antaronucra CTLA4 no pemeHno 3KCepuMeHTaTopa.

Kak npasuno, ADC BBoxmiu B Bue OQHOKpaTHOH 103b1 0T 0,1 10 1 MI/KT, B TO BpeMst Kak
anraronuct CLTA4 BBoauim onuH pa3 B 3 g X 3 B no3ax or 1 go 10 mr/kr. KoHTponbHbIe
rpynmnsl Bkirovyamn oquH ADC wmn antaronuct CTLA4. 3atem o0beMBbl OnyxoJiel 1 Maccy Teja
usMepsi 10 60 nHel 11d BeeX IPYNI, U B KaXKAOH Ipynrne ONpeAessan KOJU4eCTBO YaCTHYHO
orBeuaromux (PR), momHocThio oTBeuatomux (CR) wmblmeld, Mbimeii ¢ 0e30myXoJeBoi
BbikHUBaeMOCThiO (TFS).

IIpoBommaM CTAaTHUCTUYECKUH aHamM3 (KaK TPABWIIO, JIOT-PAHTOBBI KpUTEpUH) C
OTpEeNIeIEHUEM TOTO, TIOKA3AJIH JIH MBILIH, KOTOPBIX JICUUIM KOMOMHALIUEH, JTyYIIHe Pe3yJIbTaThl
N0 CPABHEHHIO C MBIIIAMH, KOTOPbIX Jieuwan jubo ogHuM ADC, nubo OJHHUM aHTarOHHUCTOM
CTLAA4.

Aronunctel 0X40

Jlna tectupoBaHus toro, aemoHctpupyer nu ADC nHa ocHoBe PBD mporus CDI19,
KOMOWHUPOBaHHBbIMH ¢ aroHuctoM OX40, aanuTHBHBIA WIM CUHEPreTHUecKud 3¢QexT,
KOMOWHAIIMIO TECTHPOBAIU i1 ViVO B MOJIENN CHHTE€HHOH OINYXOJH Y MMMYHOKOMITETEHTHBIX
Mmblweit. [{is1 3Tol nenu anTuTeno, nepekpectHo pearupyromiee ¢ CD19 mpliy, KOHBIOTHPOBAIN
¢ PBD akrusho#i rpynnoii u 3tor ADC BBOnMAM coBMecTHO ¢ aroHuctoM OX40 mblmam c
TPaHCIVIAHTUPOBAHHONW JIMHUENH KJIETOK OINyXOoJMu Mbly, skcrpeccupyromein CD19. ADC
BBOAMNHN A0 aroHucta OX40, onHoBpemeHHo ¢ aroHuctoM OX40 unu nocne aronucra OX40 no
PELIEHUI0 SKCIEPUMEHTATOPA.

Kak mpasuno, ADC BBonuiu B BUAe OMHOKpATHOH 10361 0T 0,1 10 1 MI/KT, B TO BpeMs Kak
aroanct OX40 BBonumm onuH pa3 B 3 aHA X 3 B 1o3ax oT 1 1o 10 mr/kr. KoHTpoIbHBIE TPpyHIITBI

BrJrouan ogriH ADC wu aronuct OX40. 3ateM 0o0beMbl ONyXoJiel U Maccy Tejla U3MEPSITH 10
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60 nHeln s BCeX IPYII, U B KAKIOW IPyMNIe ONPenessiin KOIMYECTBO YaCTUYHO OTBEYAOIINX
(PR), nonuoCcThIO OoTBevaromux (CR) MbImeit, mpieli ¢ 6e3onyxoneBoli BikiBaeMocThio (TFS).

IIpoBomuay CTaTHCTUUECKUH aHanM3 (KaK NPaBWIO, JIOT-PAHIOBBI KpUTEpUH) C
OTIPENIEIEHUEM TOTO, TIOKA3AJIH JIX MBI, KOTOPBIX JICUUIM KOMOMHALMEH, JTyqIIHe pPe3yJIbTaThl
IO CPAaBHEHHIO C MBILIAMHU, KOTOPBIX Jieuniu 100 ogauM ADC, mubo onaum aronuctom 0X40.

Arounctel GITR

Jna tectupoBaHus toro, aemoHctpupyer nu ADC nHa ocHoBe PBD mporus CDI19,
KOMOMHUpOBaHHbIM ¢ aroHuctoM GITR, anauTuBHBIA Wi cuHepreTuyeckuil 3¢dexrT,
KOMOMHALMIO TECTHUPOBANIU i1 ViVO B MOJENU CHHIE€HHOH ONyXOJH Y MMMYHOKOMITETEHTHBIX
Mblweil. J{is1 3Tol nenu anTuTeno, nepekpectHo pearupyromee ¢ CD19 mpim, KOHBIOTUPOBAIN
¢ PBD axtusHoi rpynnoii u 3tor ADC BBOgunu coBMecTHO ¢ aroHuctoM GITR wmbimam c
TPAHCIVIAHTUPOBAHHONW JIMHHUEN KJIETOK OINyXOJM Mblmy, skcnpeccupyromei CD19. ADC
Beoauin 10 aronucta GITR, ognoBpemenno ¢ aronucroM GITR unu nocne aronucra GITR no
PELIEHUI0 SKCIIEPUMEHTATOPA.

Kak npasuno, ADC BBOnMIM B BUAE OMHOKPATHOM 10361 OT 0,1 10 1 MI/KT, B TO BpeMsi Kak
aronuct GITR BBoauim onuH pas B 3 aHA X 3 B 103ax oT 1 1o 10 mr/kr. KoHTposbHBIE TpyHIIbI
Brrovann onuH ADC wnu aronuct GITR. 3atem o6beMbl OnyxoJieit 1 Maccy Tena u3Mepsuiu 10
60 aHel s BCeX IPYII, U B KAKIOH rpyMnme ONpenesad KOJIMYeCTBO YaCTUYHO OTBEUYAOIINX
(PR), nonaoCTHIO OTBevaromux (CR) Mblweit, mbiieli ¢ 6e3omyxoneBoi BbikiuBaeMocThbio (TFS).

IIpoBommaM CTAaTHUCTUYECKUH aHamM3 (KaK TPABWIO, JIOT-PAHIOBBI KpUTEpUH) C
OTpEeNIeIEHUEM TOTO, TIOKA3AJIH JIH MBILIH, KOTOPBIX JICUUIM KOMOMHALIUEH, JTyYIIHe Pe3yJIbTaThl
O CPABHEHHIO ¢ MBIIIIAMU, KOTOPBIX Jieuriu oo ogauM ADC, mubo oguum aronuctom GITR.
INPUMEP 11: cuneprusi B orHomeHun CD22+ HeomiacTHYecKHX KJIeTOK Mexay ADCx22 u
KaKIbIM W3 HMMYHOOHKoJiorudeckux (MO) BropuuHbIX areHToB: aHTaroHucros PDI,
anrarouucToB PDL1, antaronucros CTLA4, aronucroB OX40 u aronucros GITR

AmnTaroductel PD1

Jlna tectupoBaHus Toro, aemoHctpupyer nu ADC nHa ocHoBe PBD mporus CD22,
KOMOWHHUPOBAHHBbIM C aHTaroHucToM PDI1, anauTuBHBIA WINM CHHEpPreTHUeCKUd 3¢dexT,
KOMOWHAIIMIO TECTHPOBAIIU i1 ViVO B MOJIENU CHHIE€HHOH ONMYXOJH Y MMMYHOKOMITETEHTHBIX
MbIei (Monenu, nmoreHnuanbHo nonxonsmue mist CD22, sxmouator A20, E.G7-OVA, EL4,
C1498, L1210, P388). lnsa 3TOH Lenu aHTHTENO, epekpecTHO pearupyromee ¢ CD22 wmpimy,
koHbtoruposanu ¢ PBD aktusno# rpynnoit u 3tor ADC BBOAUIM COBMECTHO C aHTarOHHCTOM
PDI1 MmblmamM ¢ TpaHCIJIAaHTUPOBAHHOW JIMHUEHN KJIETOK OIMYXOJIM MBIIIH, 3KCIPECCUPYIOIIEH
CD22. ADC BBommnu no antaronucta PD1, onHoBpemenHo ¢ antaronuctom PDI1 wunu mocne

antaronucta PD1 no pemenuro s3kcnepuMeHTaTopa.
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Kak mpasuno, ADC BBonmiu B BUAe OOQHOKpATHOH 10361 0T 0,1 10 1 MI/KT, B TO BpeMs Kak
anraronuct PD1 BBoaunm onuH pa3 B 3 1HA X 3 B 1o3ax ot 1 go 10 mr/kr. KoHTpOombHBIE rpyHIbL
BrJrouanu oguH ADC unu antaronuct PD1. 3atem oObeMbl onmyxoJiell U MacCy Tejia U3MepsUTu
10 60 qHeM Ayt BCeX IPYMIL, U B Ka)KIOU IPYIINe ONPEAEISUIN KOJIMYECTBO YACTHYHO OTBEYAIOIIINX
(PR), nonuaocThio oTBevaromux (CR) Mblmeit, mpieli ¢ 6e3onmyxoneBoli BeikiBaeMocThbio (TFS).

IIpoBomuam craTHUCTUUECKUH aHanu3 (KaK NPaBWIIO, JIOT-PAHIOBBIM KpUTEpUH) C
OTIpENIENIEHUEM TOTO, TIOKA3AJIH JIX MBIIIH, KOTOPBIX JIUUIN KOMOMHALIMEH, JTyqIIHe Pe3yJIbTaThl
10 CPAaBHEHUIO C MBIIIAMH, KOTOPBIX Jieunin tudo onaum ADC, mubo ogaum antaronucrom PD1.

AmnTaronuctst PDL1

Hna tectupoBanus toro, aemoHctpupyer au ADC nHa ocHoBe PBD mnporus CD22,
KOMOMHHUPOBaHHbIN ¢ aHtaroHuctoM PDL1, anauTuBHBIH MM CUHEpPreTHuecKuil 3QQexT,
KOMOMHALMIO TECTHPOBAIH 1N VIVO B MOJAEIM CUHI'€HHOM OMyXOJHU Y MUMMYHOKOMITETEHTHBIX
mbltIed. J{7s 5ToH Lenu aHTUTeNo, nepekpecTHo pearupyrouiee ¢ CD22 MpIy, KOHBIOTUPOBAIN
¢ PBD axrtuHnoli rpymnmnoit u 3tor ADC BBOIuIM coBMecTHO ¢ antaronuctoM PDL1 mbimam ¢
TPAHCIUIAHTUPOBAHHOM JIMHUEW KJIETOK OMyXosu MbIy, 3kcnpeccupyromeit CD22. ADC
BBOAMIN A0 aHtaronucta PDL1, ognoBpemenHo ¢ antaronucrom PDL1 nnu nocie antaronucra
PDL1 no peweHuto skCnepuMeHTaTopa.

Kak npasuno, ADC BBOnmIM B BHAE OMHOKPATHOM 10361 OT 0,1 10 1 MI/KT, B TO BpeMsi Kak
anraronuct PD1 BBoauiu onuH pa3 B 3 1HsA X 3 B 1o3ax ot 1 1o 10 mr/kr. KoHTpobHBIE TpyIIbI
BrJrouanu oguH ADC wnu antaronuct PDL1. 3atem oObeMbl OIyxoJieid U MacCy Tejia U3MepsTu
10 60 mHe Ayt BceX TPy, U B KaKIOU IPYIINe ONMPEAESSUIN KOJIMYECTBO YACTUYHO OTBEYAIOINX
(PR), nonuaoCTHIO OTBevaromux (CR) Mblweit, mpieli ¢ 6e3omyxoneBoi BikiHBaeMocThbio (TFS).

IIpoBommaM CTaTHUCTUYECKUH aHamu3 (KaKk TPaBWIO, JIOT-PAHIOBBI KpUTEpUH) C
OTpENIeIEHUEM TOTO, TIOKA3AJIH JIH MBILIH, KOTOPBIX JICUUIHM KOMOMHALIUEH, JTyYIIHe Pe3yJIbTaThl
N0 CPABHEHHIO C MBIIIAMH, KOTOPBIX Jieunan Jubo ogHuM ADC, nuOo OJHHUM aHTaroOHHUCTOM
PDLI.

Amnraronuctel CTLA4

Jlna tectupoBaHus Toro, aemoHctpupyeT nu ADC nHa ocHoBe PBD mporus CD22,
KOMOWHHUpOBaHHbIH ¢ aHTaroHuCTOM CTLA4, anmuTHBHBIA WM CHHEPreTHYeCKUU 3(QexKT,
KOMOWHAIMIO TECTHPOBAIIU i1 ViVO B MOJIENU CHHIE€HHOH ONMYXOJNH Y MMMYHOKOMITETEHTHBIX
Mmblweil. J{is1 3Tol nenu anTuTeno, nepekpectHo pearupyromee ¢ CD22 mpliy, KOHBIOTHPOBAIH
¢ PBD axrusHoii rpynmnoii u 3tor ADC BBoaunu coBmecTHO ¢ antaronuctom CTLA4 mbimam ¢
TPaHCIJIAHTUPOBAHHONW JIMHUENH KJIETOK OIyXOJM Mbly, 3kcrpeccupyromei CD22. ADC
Beoaunu po antaronucra CTLA4, opnoBpemenHo c¢ antaroHuctoM CTLA4 wunu nocne

antaronncta CTLA4 no pewmeHnto 3KCrepuMeHTaTopa.
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Kak mpasuno, ADC BBonmiu B BUAe OOQHOKpATHOH 10361 0T 0,1 10 1 MI/KT, B TO BpeMs Kak
anraronuct CLTA4 BBoxaunu oxuH pa3 B 3 nHA X 3 B go3ax or 1 go 10 mr/kr. KonTponbHbIe
rpynne! Bkirodanu oguH ADC nnm antaronnct CTLA4. 3atem o0beMbI OMyXoJiei U Maccy Tena
u3Mepsid 10 60 gHEeN s BCeX IPYII, U B KaXXIOW IPyMIe ONPEeAessiii KOJIU4eCTBO YaCTHYHO
oreevarommx (PR), momHOcThIO oOTBeuwatomux (CR) wMbimel, wmbimeit ¢ 0e30myXoJeBoit
BbiKHBaeMOCThIO (TFS).

IIpoBomunm craTHUCTUUECKUH aHanu3 (KaK NPaBWIIO, JIOT-PAHIOBBIM KpUTEpUH) C
OTIpEIEIEHUEM TOTO, TIOKA3AJIH JIX MBI, KOTOPBIX JIEUUTIM KOMOMHALIMEH, JTyqIIHe Pe3yJIbTaThl
IO CPAaBHEHMIO C MBIIIAMH, KOTOPbIX Jieunian oo ogauM ADC, nubo OgHHUM aHTaroHHCTOM
CTLAA4.

Aronuctel 0X40

Hna tectupoBanus toro, aemoHctpupyer au ADC nHa ocHose PBD mporus CD22,
KOMOWMHHUpPOBaHHbIM ¢ aroHuctoM OX40, agIuTUBHBIA WM CUHEPreTHUecKuid dS(PQexT,
KOMOMHAIIMIO TECTUPOBAJHU 11 ViVO B MOJAEIN CHUHICHHOW ONMYXOJH Yy MMMYHOKOMITETEHTHBIX
mbiweit. J{ist aTolt nenu anTuteno, nepekpectHo pearupyomee ¢ CD22 My, KOHBIOTHPOBAIH
¢ PBD axtusnoii rpynnoit u stor ADC BBoauian coBmecTHO ¢ aroHuctoM OX40 mbimaMm ¢
TPaHCIUIAHTUPOBAHHONW JIMHUEH KJIETOK OIMyXOJM MbImy, sKkcrpeccupyromein CD22. ADC
BBoaAuIK 1o aronucta OX40, onHoBpemenHo ¢ aronuctoM OX40 unu nocne aronucta OX40 no
pELIEeHUI0 HKCIIePUMEHTATOPA.

Kak npasuno, ADC BBOnmIM B BHAE OMHOKPATHOH 10361 OT 0,1 10 1 MI/KT, B TO BpeMsi Kak
aroauct OX40 BBonmIM onMH pa3 B 3 AHA X 3 B 10o3ax oT 1 1o 10 mr/kr. KOHTpOsIbHBIE TPyHIIbI
BrJrouanu oguH ADC wnu aronuct OX40. 3ateM 00beMbl ONyXoJiel U Maccy Tesla U3MEPSITH 10
60 nHel s BCeX IPYII, U B KAKIOW IPyMNIe ONPenessian KOJIMYECTBO YACTUYHO OTBEUYAOIINX
(PR), nonuaoCTHIO OTBevaromux (CR) MbIeit, mpieli ¢ 6e3onmyxoneBoi BikiBaeMocThbio (TFS).

IIpoBomuayM CTaTHCTUYECKUH aHamM3 (KaK TPABWIO, JIOT-PAHIOBBI KpUTEpUH) C
OTpENIEIEHUEM TOTO, TIOKA3AJIH JIX MBILIH, KOTOPBIX JICUUIIHM KOMOMHALIUMEH, JTyYIIHe Pe3yJIbTaThl
10 CPABHEHHIO C MBILIIAMHU, KOTOPBIX Jieunyii Ji0o ogauM ADC, mu6o onaum aronuctom 0X40.

Arounctel GITR

Jlna tectupoBaHus Toro, aemoHctpupyeT nu ADC nHa ocHoBe PBD mporus CD22,
KOMOMHUpoBaHHbI ¢ aroHuctoM GITR, anauTuBHBIA WM cuHEpreTmyecKuil 3¢dexT,
KOMOWHAIMIO TECTHPOBAIH 1IN VIVO B MOJAEIM CHUHI'€HHOHW ONMYXOJIH Y MUMMYHOKOMITETEHTHBIX
Mmblweil. [{is1 3Tol nenu anTuTeno, nepekpectHo pearupyromiee ¢ CD22 mpliy, KOHBIOTHPOBAIH
¢ PBD axtusHoii rpynnoii u 3tor ADC BBogunu coBMecTHO ¢ aroHuctoM GITR wmbimam c

TPaHCIJIAHTUPOBAHHONW JIMHMENH KJIETOK OIyXOJM MbIy, 3kcnpeccupyromein CD22. ADC
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Beoauin 10 aronncta GITR, ognoBpemento ¢ aronucrom GITR unu nocne aronucra GITR mo
PELICHUIO 3KCIIEPUMEHTATOPA.

Kak npasuno, ADC BBonuiu B BUAe OMHOKpATHOH 10361 0T 0,1 10 1 MI/KT, B TO BpeMs Kak
aroanct GITR BBommmm onuu pa3 B 3 g x 3 B 1o3ax ot 1 1o 10 mr/kr. KoHTponbHbIE rpynmnbl
BrJrouan ogH ADC wim arornct GITR. 3arem o6beMbl onyxosiel U Maccy Tella U3MePSIIH 10
60 nHen 1y BCeX IPYIIL, U B KAKIOW IPyINIe ONPEenessiad KOJIUYECTBO YaCTUYHO OTBEUYAOIINX
(PR), nonurocTthio orBevaromux (CR) Mblmeit, mpieli ¢ 6e3onmyxosnesoi BeikrBaeMocTbio (TES).

IIpoBomunm craTHUCTUUECKUH aHanu3 (KaK NPaBWIIO, JIOT-PAHIOBBI KpUTEpUH) C
OTIpEIEeNIEHUEM TOTO, TIOKA3AJIH JIX MBIIIH, KOTOPBIX JICUUIIU KOMOMHALMEH, JTyqIIHe pPe3yJIbTaThl

0 CPaBHEHMIO C MbIIIAMU, KOTOPBIX Jieuruin oo ogauM ADC, mubo oguum aronucrom GITR.
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POPMYVYJIA U3OBPETEHUA

1. Crioco0 BeIOOpa MHAMBHAYYMA, MTOAXOASIIETO JUIs JieueHus KoHbptoratoM ADCx 19 (anTH-
CD19 anruTeno-nexkapcTBeHHOE cpeacTso) win koHbroratoM ADCx19 (antu-CD22 anTuTeno-
JIEKapCTBEHHOE CPENCTBO) HEOOsA3aTeNbHO B KOMOMHALMU C BTOPUYHBIM areéHTOM, B KOTOPOM
UHIUBUAYYMA BbIOUPAIOT IJIS JIEUSHHs], YKa3aHHBI HHIUBUAYYM paHee MOJydall JIeUeHHe aHTH-

CD20 aredrom.

2. Crnioco0 BeIOOpa MHOAWBHUAYYMA, TOAXOASINEro it JiedeHus: KoHbtoratoM ADCx19 wiu
ADCx22 Heobsi3aTeNIbHO B KOMOWHALIMM C BTOPUYHBIM areHTOM, B KOTOPOM HHIWBHIyyMa

BBIOMPAIOT JJIs1 JIEUEHMs], €CJIN YKa3aHHbIA HHAUBUAYYM NOJIy4aeT JedeHue antu-CD20 arenTom.

3. Cnoco0 mo moOoMy M3 MPEALIECTBYIOIIUX IMYyHKTOB, XapPaKTEPU3YIOLIUHCS TEM, YTO
MHAMBUYYMa BBIOHPAIOT [UIS JICUSHHUS], €CIM YKA3aHHBI HHIUBHAYYM HE MOANAETCS JICUSHHUIO

WIN JOTIOIHUTENbHOMY JieueHuto anTu-CD20 arenrom.

4. Cnoco0 neuenus HapyIeHus y MHAUBHAYYMA, IPH 3TOM YKa3aHHBIH CIIOCOO BKIIIOYAET:
(1) BBHIOOP MHAMBUAYYMA, TIOAXOASLIETO IS JIEYSHHUsI, CIIOCOOOM 10 JIroOoMy u3 . 1-3; u
(i1) BBeneHHe yKa3aHHOMY MHAUBUAYYMY 3¢ dexTuBHoro konnyectsa ADCx19 nimn ADCx22

HE00s3aTEILHO B KOM6I/IHaLII/II/I C BTOPUYHBIM ar¢HTOM.

5. Cnocod0 mo 1. 4, NOMOJHHUTENBHO BKMOYaromuii BBeneHne aHtu-CD20 arenra B
koMOuHatmu ¢ ADCx19 unmn ADCx22, HeoOs3aTeNnbHO Takke B KOMOMHALMU C BTOPHYHBIM

Ar€HTOM.

6. Crnioco0 jieueHuss HapyIIeHUs Y WHIAUBHIYyMa, TIPU 3TOM YKa3aHHBIH CIOCOO BKIIFOYAET
BBEICHUE YKA3aHHOMY HHIUBUAYYMY 3P (HEKTHBHOTO KOJTHYECTBA!

ADCx19 unu ADCx22; n

BTOPUYHOTO areHTa;

BO3MOKHO Takxe B komOuHauuu ¢ aatu-CD20 aredTom.

7. Criocob mo 1. 6, XapaKTepU3YIOIIUNCS TeM, YTO HHAWBUAYYMA BbIOUPAIOT IS JICUSHHS B

COOTBETCTBHH €O crIocodoMm 1o mobdomy u3 nm. 1-3.

155



8. Croco6 mo mroboMy w3 M. 5-7, XapaKTepU3YIOMIMICS TeM, YTO JICYEHHE BKJIFOYAeT
BBegeHne ADCx 19 unn ADCx22 HeoOsi3aTeIbHO B KOMOMHAIIMH C BTOPHYHBIM ar¢HTOM JIO aHTH-

CD20 arenra, oqHOoBpeMeHHO ¢ aHTu-CD20 arenrom unu nocne antu-CD20 arenra.

0. Criocob mo nmoboMy M3 MPENIIECTBYIOLUINX IMYHKTOB, XapaKTEPH3YIOIIMNCS TeM, YTO

JICYCHUE OOMNOJHUTECIIBHO BKIIFOYACT BBEACHUC XUMUOTCPAINIEBTUYCCKOIO Aarc¢HTa.

10.  Cmocob mo jroboMy W3 MPEAIIeCTBYIOIIUX MYHKTOB, XapPaKTEPU3YIOIIHUNUCS TEM, YTO

UHIUBUAYYM NPEACTABISET COOON YeIoBeKa.

11.  Cnocob6 nmo mo0oMy M3 NMPENUIeCTBYIOUIUX MYHKTOB, XapaKTEPU3YIOIUICS TEM, YTO Y

UHANBUAYYMA €CTb HAPYILICHUE UJIK Y HETO OMPEACIICHO HAPYLICHUEC.

12. Croco6 no m. 11, xapakTepu3yrOIIMICsS T€M, YTO y WHAMBHAYYMa €CTb HJIH y HEro
OTIpEeJIeNIeH:
(1) pak, skcnpeccupyroumii CD19, unn CD19+ onyxoneacconuupoBaHHbIE HEOMyXOJIEBbIE
Ki1eTky, Takue kak CD19+ nHpuasTpupyromume KIeTKu; Win
(i1) pax, sxcnpeccupyromuiit CD22, wmu CD22+ omyxoseacCoOUHpPOBaHHbIE HEOMyXOJIEBbIC

KJIeTkH, Takue kak CD22+ uHGUIBTPUPYIOLIHE KISTKH.

13, Cnoco6 mo no0oMy M3 MPEALIeCTBYIOIMUX IMYyHKTOB, XaPAaKTEPU3YIOLIUICS TEM, YTO

UHAUBUIYYM MoJy4aeT nedeHne anTu-CD20 areHTom.

14.  Cnocob mo mo0oMy M3 MPEAIECTBYOINUX MyHKTOB, XapaKTEPU3YIOIIUNCS TE€M, YTO YTO

UHAUBUIIYYM paHee nonyuan jedeHue antu-CD20 areHToMm.

15. Cnocob mo mo0oMy M3 MPEANIeCTBYIOIIUX IYHKTOB, XaPAKTEPU3YIOLIUICS TEM, YTO

WHAUBUAYYM HE NOAAACTCA JICUCHUIO WU JOMOJIHUTCIIBHOMY JICHCHUIO anTu-CD20 areHToMm.

16. Cnocob mo mo0oMy M3 MPEALIeCTBYIOIIUX IMYyHKTOB, XaPAKTEPU3YIOLIMICS TEM, YTO
JeueHne obJ1aiaeT MOBBIEHHON 3(()EKTUBHOCTHIO 110 CPABHEHHIO C MOHOTEpANHel KOHBIOTaTOM
ADCx19 ummu ADCx22, BTOpUYHBIM areHToM wuwid aHTu-CD20 areHTomM OTAENbHO, WU
koMOuHatmsiMu  ADCx19 wmun  ADCx22/murapadun, ADCx19 wm ADCx22/¢nynapabum,
ADCx19 nm ADCx22/antu-CD20 arent, untapabun/antu-CD20 arenT unu ¢paynapabun/anTa-
CD20 arenr.
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17. Cmnocob mo mrobOoMy U3 MPEAIIeCTBYIOIIUX MYHKTOB, XapPAaKTEPU3YIOIIHUNACS TEM, YTO

HapylLIeHUe peAcTaBisieT coOol mponmdepaTHBHOE 3a00IeBaHHE.

18. Crioco0 1o 1. 17, xapaKkTepusyIIIHICsS TeM, YTO HapyIIeHHe MPEACTaBIISIET COOOM pak.

19. Crioco6 mo m. 18, xapakTepu3yIOLIMICA TeM, YTO HapylIeHHEe BBIOPAHO W3 TPYIIIHL
BKJIFOYAIOLIEH: HEXOMKKUHCKYI0 JmMmpomy Bkmroudas aup@ysHyo B-kpymHOKIETOUHYIO
mmpomy (JABKKJI), pomnmukynsapryto numbpomy (PJI), mumdpomy U3 KIeTOK MaHTHIHOHN 30HBI
(JIKM3), xpornueckyto tuMmparudeckyro aumpomy (XJIJI) u B-knerounyro numdomy u3 KieTok
mapruHanbHOl 30HBI (BKJIM3), u jeiiko3bl, Takue Kak BOJOCATOKJIETOUHbIH Jeiiko3 (BKJI),
BAPUAHT BOJIOCATOKJIETOYHOrO Jeiiko3a (BKJI-B) u octpsrit mumdobnactsiii neiikos (OJ1I),
TAKOW KaK TIOJNIOKHUTENbHBIH 1o  (unanensduiickoir xpomocome OJUI (Ph+OJIJI) wm

OTpHLATENbHBIN 10 Ppunaaensduiickoii xpomocome OJIJI (Ph-OJLT).

20. Crnocob6 mo m. 18, XapakTepu3yIOLIMICS TeM, YTO HapyLIeHHe XapaKTepH3yeTCs

NPUCYTCTBUEM OHOM WK O0Jiee COMMIHBIX OMyXOJIeH.

21. Crnoco6 no 1. 20, XapakTepU3yIUNACS T€M, YTO CONUAHAS OMyXOJIb MPEACTABIIAET COOOM
paKk MOMKETYJOYHON >KeNe3bl, paK MOJIOYHOW >KeNle3bl, paK TOJCTOW U MPsSMON KUILIKH, PaK
JKEJyJKa W MULIeBOAA, JEUKO3 U JIUM(POMY, MEJIAaHOMY, HEMEIKOKJIETOUHBIA paK JIETKOTO, pak
SIMYHUKOB, T€YE€HOYHO-KJIETOYHYI0 KapLUHOMY, MOYEUHO-KJIETOUHYIO KapLUHOMY HJIH pak

T'OJIOBBI U LICH.

22. ADCx19 umu ADCx22 HeoOsi3aTeIbHO B KOMOWHAIIMU C BTOPUYHBIM ar€HTOM ISt

NPUMEHEHHUS B CrIoco0e JeueHus 1o Jrodomy u3 . 4-21.

23.  Kommnosuuusi, comepxkamas ADCx19 wim ADCx22 Heobs3aTeqpHO B KOMOMHALIMHM C

BTOPHYHBIM areHTOM, Il IPUMEHEHHS B CIIOCO0e JieueHust 1Mo Jirobomy u3 mi. 4-21.

24.  Arent aatu-CD20 st mpuMeHeHHs B Crioco0e JieueHus 1o Jirobomy u3 mm. 5-21.

25. Kommnosunusi, conepskamiasi antu-CD20 areHTt, muisi mpuMeHEHUsT B CrIoco0e JIeueHust o

mobomy u3 . 5-21.
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26.  Ilpumenenne ADCx19 mnmn ADCx22 HeoOs3aTenbHO B KOMOMHAIMH C BTOPHYHBIM
areHTOM B M3TOTOBJIEHUM JIEKAPCTBEHHOI'O CPE/CTBA AJIs JIEUEHHs] HApyLIeHUs] Y UHAUBUAYYMa,

IPU 3TOM yKa3aHHOE JIEYEHHE BKIIFOUAeT croco0 1o jmodomy u3 . 4-21.

27. IIpumenenue antu-CD20 areHTa B N3roTOBJIEHUHU JIEKAPCTBEHHOTO CPENICTBA JJIs JIEUSHMUSI
HapYLIEHNs] Y HHAUBHUAYYMA, IPH 3TOM YKa3aHHOE JIEUeHHE BKIIFOYAeT CIIoco0 Mo Jr000My H3 IIL.

5-21.

28.  Habop, conepsxamiuii:
NepBOe JIEKAPCTBEHHOE cpeAcTBo, conepxkainee ADCx19 unu ADCx22;
HeoOs13aTeIbHO BTOPOE JIEKAPCTBEHHOE CPEICTBO, COAepIKalllee BTOPUYHBIN areHT,;
JIUCTOK-BKJIAJIBIII B YIAKOBKY, COJAEpIKAIIMPl MHCTPYKLUMH IO BBEICHUIO YKAa3aHHOIO

IIepPBOTO JIEKAPCTBEHHOTO CPECTBA B COOTBETCTBHH CO CIIOCOOOM 10 JiFoOoMy u3 . 4-21.

29.  Habop no m. 28, HOMOJHUTENIBHO COAEPIKAIIHUIL:

TPEThe JIEKAPCTBEHHOE CPEACTBO, copepakainee aHTH-CD20 areHT.

30. Kommosuuusi, cmnoco0, mnpuMeHeHWe wix Habop mo Jswbomy wu3 mm  1-29,

XapaKTEPU3YIOIIUINCS TeM, YTO BTOPHUYHBIN areHT MPeNCTaBisieT co0oi uutapabuH.

31. Kommosumusi, cmnoco0, mnpuMeHeHHe wiu Habop mo sobomy wu3 mm 1-29,

XapaKTEPU3YIOIIUICS TeM, YTO BTOPHUYHBINA areHT MpencTaBisieT coboit GuynapadbuH.

32. Kommosumusi, cmnoco0, npuMeHeHWe wiu Hadop mno Jsrobomy wu3 mm 1-29,
XapaKTEePU3VIOIMUNACS TEM, YTO BTOPHUYHBIA areHT MpPencTaBisieT CcoOOH HMHIHOUTOP

Tupo3uHKrHa3el bpyTona (BTKi).

33. Komnosnnusi, crnocod, npuMeHeHne Wik Habop 1o 1. 32, XapaKTePU3YIOLIHHCS TeM, YTO
yKa3aHHBIA UHrHOUTOp THpOo3nHKMHA3B! bpyroHa (BTKi) BeiOpan u3 nubpyrunuda (MMOpyBHKa),
akanabpyruanba/ACP-196, ONO/GS-4059, cnebpyrunnda/AVL-292/CC-292, HM71224
(mocentranO) 1 BGB-3111 (3anyOpyTHHUO).

34. Kommnosumus, cmnoco0, npuMeHeHWe wiu Hadop mno sobomy wu3 mm  1-29,

XapaKTEPU3YIOMIMICS TeM, YTO BTOPUYHBIN areHT MPeAcTaBisieT codol antaroHuct PD1.
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35. Kommnosunusi, ciocod, npumeHerre win Habop 1o 1. 34, XapaKTepU3YIOLIUICS T€M, UTO
yka3aHHbIA aHTaroHuct PD1 BeiOpan u3 nemOponmsymaba, Huomymadba, MEDIO680, PDR001
(cmapranuzymad), kampenmmsymadba, AUNP12, nmugmnusymaba, uemurummmada (REGN-2810),
AMP-224, BGB-A317 (tucnenuszymad) u BGB-108.

36. Kommosumus, cmnoco0, mnpumMeHeHne wiM Habop mno mobomy wu3 mm  1-29,

XapaKTEPUIYIOLIMICS TeM, YTO BTOPUYHBIN areHT npeacTaBisieT codoit antaronuct PD-L1.

37. Kommnosunusi, ciocod, npumeHerne win Habop 1o 1. 36, XapaKTepU3YIOLIUICS T€M, UTO
ykazanHblli  aHtaroHuct PD-L1  BeiOpan w3 aresonmusymada (Teuentpuk), BMS-

936559/MDX-1105, nypsanymaba/MEDI4736 u MSB0010718C (aBenyma).

38.  Komnosuimms, cnocod, mnpumenenue wiam Habop mno Jrobomy wu3 mm.  1-29,
XapaKTEPU3YIOIUICS TeM, YTO BTOPHYHBIA areHT mnpencrasisier coboit aronuct GITR

(rmokokoprukona-uaaynuposanHoro TNFR-ponctsenHoro Oenka).

39. Komnosunusi, crnocod, npuMeHeHne win Habop 1o 1. 38, XapaKTepU3YIOLIHICS TeM, YTO
ykazaHHbii aroHuct GITR (rmoxokoprukonn-unayuupoaHHoro TNFR-poncTBeHHOro Oenka)

BeIOpan 3 MEDI1873, TRX518, GWN323, MK-1248, MK 4166, BMS-986156 u INCAGN1876.

40.  Komnosuuusi, cnoco®, mnpuMeHeHne wuiau Habop mno mobomy w3 mnm. 1-29,

XapaKTEPUYIOLIUICS TeM, YTO BTOPUYHBIN areHT npeacTaBisieT codoii aronuct OX40.
41. Komnosunusi, cnocod, npumeneHne win Hadbop o 1. 40, XapakTepu3YIOLIHHCS TeM, YTO
ykazanHblii aronuct OX40 Beibpan w3 MEDIOS62, MEDI6383, MOXR0916, RG7888,

0X40mAb24, INCAGN1949, GSK3174998 u PF-04518600.

42, Komnosumusi, cnocod, mnpuMeHeHne wuian Habop mno mobdomy wu3 mnm. 1-29,

XapaKTEPU3VIOIUNCS TEM, YTO BTOPHUYHBINA areHT npenacrasisier codoit antaronuct CTLA-4.

43. Komnosnnusi, crnocod, npuMeHeHne wid Habop 1o 1. 42, XapaKTepU3YIOLIHHCS TEM, YTO

ykaszanHbiii anraronnct CTLA-4 BeiOpan U3 unmmumymada u Tpemenumymada.
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44.  Komnosumusi, cnoco0, mnpuMeHeHne wuian Habop mo modOomy w3 mm. 1-29,
XapaKTEPU3VIOIUNCS TEM, YTO BTOPUYHBIA areHT MPEICTABISET COOOH THIIOMETHUIIHPYIOLIHI

ArCHT.

45. Komnosunus, crnocod, npuMeHeHne win Habop 1o 1. 44, XapakTepU3YIOLIHHCS TeM, YTO
yKa3aHHBI TMIOMETWJIMPYIOIIUN areHT BbIOpaH M3 S-a3auuTuanHa (a3aUUTHAWH) U S5-a3a-2’-

NEe30KCUIUTHANHA (enuTabuH).

46.  Komnosuums, cnoco0, mnpuMeHeHne wuiaun Habop mno moOomy w3 mnm. 1-29,
XapaKTEePU3YIOIUNCS TEeM, YTO BTOPHYHBIM AareHT TMPEACTaBIsAET areHT, IOBBILIAIOLINII

skcrnpeccuro HER2.

47.  Komnosumws, crnocod, npuMeHeHne Win Habop mo 1. 46, XapakTepU3YIOIIUICS TeM, YTO

yKa3aHHBIN areHT, nopblmarommii sxcnpeccuro HER2, BeiOpan u3 remuurabuHa U TaMOKCcH(pEHa.

48.  Kommnosumms, cnocod, mpuMeHeHWe Wi Habop mo J00OMy U3 MPEeALIeCTBYOIINX

MYHKTOB, XapaKTepU3yIOIUics TeM, yTo aHTU-CD20 areHT mpeacrasisier Co00M pUTyKCHMao.

49. Komno3unusi, cnoco0, mpuMeHeHue Wi Habop Mo J000My H3 MPEIIIeCTBYHOLINX
NYHKTOB, XapakTepusywomuics TeM, 4to aHTu-CD20 areHT BbIOpaH u3 0OuHyTy3ymada,
ubputymomMad THyKCeTaHa, TO3UTyMoMaba, odaTtymymada, okapaTyszymada, okpenusymada u

BeNTY3yMada.
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NOCNEANOBATEJIbHOCTH

SEQ ID NO. 1 (RB4v1.0 VH):
QVQLVQPGAEVVKPGASVKLSCKTSGYTFTSNWMHWVKQRPGQGLEWIGEIDPSDSY
TNYNQNFKGKAKLTVDKSTSTAYMEVSSLRSDDTAVYYCARGSNPYYYAMDYWGQGT
SVTVS

SEQ ID NO. 2 (RB4v1.2 VH):
QVQLVQPGAEVVKPGASVKLSCKTSGYTFTSNWMHWVKQAPGQGLEWIGEIDPSDSY
TNYNQNFQGKAKLTVDKSTSTAYMEVSSLRSDDTAVYYCARGSNPYYYAMDYWGQGT
SVTVS

SEQ ID NO. 3 (B43 VH):
QVQLLESGAELVRPGSSVKISCKASGYAFSSYWMNWVKQRPGQGLEWIGQIWPGDGD
TNYNGKFKGKATLTADESSSTAYMQLSSLRSEDSAVYSCARRETTTVGRYYYAMDYWG
QGTTVT

SEQ ID NO. 4 (HD37 VH):
QVQLQQSGAELVRPGSSVKISCKASGYAFSSYWMNWVKQRPGQGLEWIGQIWPGDGD
TNYNGKFKGKATLTADESSSTAYMQLSSLASEDSAVYFCARRETTTVGRYYYAMDYWG
QGTSVTVS

SEQ ID NO. 5 (4G7 VH): EVQLQQSGPELIKPGASVKMSCKASGYTFTSYVMHWVKQKP
GQGLEWIGYINPYNDGTKYNEKFKGKATLTSDKSSSTAYMELSSLTSEDSAVYYCARGT
YYYGSRVFDYWGQGTTLTVS

SEQ ID NO. 6 (FMC63 VH): EVKLQESGPGLVAPSQSLSVTCTVSGVSLPDYGVSWIRQ
PPRKGLEWLGVIWGSETTYYNSALKSRLTIIKDNSKSQVFLKMNSLQTDDTAIYYCAKHY
YYGGSYAMDYWGQGTSVTVS

SEQ ID NO.7 (RB4v1.0 VK):
EIVLTQSPAIMSASPGERVTMTCSASSGVNYMHWYQQKPGTSPRRWIYDTSKLASGVP
ARFSGSGSGTSYSLTISSMEPEDAATYYCHQRGSYTFGGGTKLEIK

SEQ ID NO. 8 (RB4v1.2 VK):
EIVLTQSPAIMSASPGERVTMTCSASSGVNYMHWYQQKPGTSPRRWIYDTSKLASGVP
ARFSGSGSGTSYSLTISSMEPEDAATYYCHQRGSYTFGGGTKLEIK

SEQ ID NO. 9 (B43 VK):
ELVLTQSPASLAVSLGQRATISCKASQSVDYDGDSYLNWYQQIPGQPPKLLIYDASNLVS
GIPPRFSGSGSGTDFTLNIHPVEKVDAATYHCQQSTEDPWTFGGGTKLEIK

SEQ ID NO. 10 (HD37 VK):
DILLTQTPASLAVSLGQRATISCKASQSVDYDGDSYLNWYQQIPGQPPKLLIYDASNLVS
GIPPRFSGSGSGTDFTLNIHPVEKVDAATYHCQQSTEDPWTFGGGTKLEIK

SEQ ID NO. 11 (4G7 VK):
DIVMTQAAPSIPVTPGESVSISCRSSKSLLNSNGNTYLYWFLQRPGQSPQLLIYRMSNLA
SGVPDRFSGSGSGTAFTLRISRVEAEDVGVYYCMQHLEYPFTFGAGTKLELK

durypa 1A
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SEQ ID NO. 12 (FMC63 VK):
DIQMTQTTSSLSASLGDRVTISCRASQDISKYLNWYQQKPDGTVKLLIYHTSRLHSGVPS
RFSGSGSGTDYSLTISNLEQEDIATYFCQQGNTLPYTFGGGTKLEIT

SEQ ID NO. 13 (VH anpaty3ymaba):
QVQLVQSGAEVKKPGSSVKVSCKASGYTFTSYWLHWVRQAPGQGLEWIGYINPRNDY
TEYNQNFKDKATITADESTNTAYMELSSLRSEDTAFYFCARRDITTFYWGQG

SEQ ID NO. 14 (VL anpaTty3ymaba):
DIQLTQSPSSLSASVGDRVTMSCKSSQSVLYSANHKNYLAWYQQKPGKAPKLLIYWAST
RESGVPSRFSGSGSGTDFTFTISSLQPEDIATYYCHQYLSSWTFGQG

SEQ ID NO. 15 (EMabC220-HC):
QVQLVQSGAEVKKPGSSVKVSCKASGYTFTSYWLHWVRQAPGQGLEWIGYINPRNDY
TEYNQNFKDKATITADESTNTAYMELSSLRSEDTAFYFCARRDITTFYWGQGTLVTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTVPPVPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPS
RDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

SEQ ID NO. 16 (EMabC220-LC):
DIQLTQSPSSLSASVGDRVTMSCKSSQSVLYSANHKNYLAWYQQKPGKAPKLLIYWAST
RESGVPSRFSGSGSGTDFTFTISSLQPEDIATYYCHQYLSSWTFGQGTKVEIKRTVAAPS
VFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGES

SEQ ID NO. 17 (RB4v1.2-HC):
QVQLVQPGAEVVKPGASVKLSCKTSGYTFTSNWMHWVKQAPGQGLEWIGEIDPSDSY
TNYNQNFQGKAKLTVDKSTSTAYMEVSSLRSDDTAVYYCARGSNPYYYAMDYWGQGT
SVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPC
PAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

SEQ ID NO. 18 (RB4v1.2-LC):
EIVLTQSPAIMSASPGERVTMTCSASSGVNYMHWYQQKPGTSPRRWIYDTSKLASGVP
ARFSGSGSGTSYSLTISSMEPEDAATYYCHQRGSYTFGGGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

durypa 1B
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SEQ ID NO. 110 (koHcTaHTHas obnactb HC I1gG1)
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS
SGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP

SRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

SEQ ID NO. 114 (koHcTaHTHasa o6nactb HC 1gG1, BJ C>V)
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS
SGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTVPPVPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPS

RDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

SEQ ID NO. 150 (kL C-koHCcTaHTHasa o6nacTb )

VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQD
SKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO. 151 (kLC-koHcTaHTHas obnactb, C105S )
VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQD
SKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGES

SEQ ID NO. 160 (ALC-koHCTaHTHasa obnacTtb)

KAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKQS
NNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

SEQ ID NO. 161 (ALC-koHcTaHTHaa obnactb, C102S)

KAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKQS
NNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTESS

®Purypa 1C

SAMEHSIOLLMW NTUCT (MPABWIO 26)
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