201891428 Al

(19) EBpa3unckoe 2) 201891428 13 A1l
naTeHTHOeEe
BeAOMCTBO
(12) OITMCAHHUE U30OBPETEHUS K EBPASUNCKOU 3ASABKE
(43) Aara ny6nukauum sasiskm (51) Int. Cl. CO7K 16/28 (2006.01)
2018.12.28 A61P 35/00 (2006.01)
A61K 39/00 (2006.01)
(22) [ata nonaum 3aaBku
2016.12.21
(54) KOMBHUHALUSA AHTUTEJI K PD-1 A ]EI/ICHEHI/I(DI/I‘IECKI/IX AHTHUTEJ K CD20/CD3
JJIs1 IEYEHUSA 3JIOKAYUECTBEHHOMU OITYXOJIN
(31) 62/270,749 (57) Hacrosiee n306peTeHie OTHOCHTCS K CIOCO-
(32) 2015.12.22 0aM Je4eHHs, YMEHBIICHUS THKSCTH WM HHTHOU-
(33) US pOBaHHS pOCTa 3II0KAYECTBEHHOW OMyXONH (HAIpH-
(86) PCT/US2016/068030 Mep, B-KIIeTouHOI 37T0Ka4eCTBEHHOM OIMyXOJTH, TaKO#
(87) WO 2017/112775 2017.06.29 Kak JuMpoma XODKKHHA WA OCTPhIN JIHM(pOoOIacT-
(71) 3assurens: HBIH Jteiiko3). CrocoObl 1O HacTOsIIEMY H300peTe-
PEITEHEPOH ®APMACBIOTUKAJI3, HUIO MIPEIyCMaTPUBAIOT BBEJCHUE HYKIAIOIIEMYCS B
HHK. (US) 9TOM CYOBEKTy TepamneBTHUeCKH 3(P(PEKTHBHOTO KO-
(72) Wisotperarens: JMYECTBA aHTHUTENA WIN €r0 aHTHICHCBSI3BIBAIOIIECTO
. (parmeHTa, KOTOpBIE CIEIN(MUUESCKH CBSI3BIBAIOTCS C
Baprus bunny, Tépcron I'eBun, Jloysn .
Hcpaean, Bpaynmreiin Kappu (US) penentopoM-1 3amporpaMMHApOBaHHON THOETH Kite-
ToK (PD-1), B KOMOMHAITNH ¢ TepaneBTHICCKH dPPeK-
(74) nNpencrasurers: TUBHBIM KOJIMYECTBOM OHCIICITU(PHISCKOTO aHTHUTEIA,

Kapnenko O.10., I'myxapésa A.O., JIby
T.H., Yrpiomos B.M., /lemenTheB B.H.,
CrpokoBa O.B., Xpucrodopos A.A.,
I'mzarynauna E.M. (RU)

KoTopoe crenuduaecku casa3pBaetTcst ¢ CD20 u CD3.

~#= KOHTPOIIb — Cpea-HOCHTE b
4 V30THIIMIECKHE KOHTDOIIH
4000m e bSABT
3500 - RMPI-14
3000+ == bsAb1 + RPMI
2500+
2000+ T
15004
10004 T /}l
¥ o e
2 4 6 B 1012147618 20 22 24 26 28 30 32 34 36 38 40
JHeli moc/1e HMILTAHTALIH

-500+

O6bém onmyxoan (Mm°)

1000+

IV 8Tr16810¢



KOMBUHAINIUA AHTUTEJI K PD-1 U BUCHHEINTHOUYECKUX AHTUTEJL K
CD20/CD3 JUIsI JEUEHUSA 3JIOKAYECTBEHHOW ONYXOJIN

HacTtosimmas 3asBka nonana 21 nexadpst 2016 roga kak MexxIyHapOaHas 3asBKa HA TTATEHT
cornacHO PCT u ucnpammBaeT mpuOPUTET COTJIACHO MPEeABapUTENbHOM 3asiBke Ha nmateHT CIIIA
Ne 62/270749, nopanHoi 22 nekadps 2015 roxa, packpbITHE KOTOPOH BKIIFOUEHO B HACTOSLIHI

JOKYMEHT MOCPEACTBOM CCBUIKHM BO BCEU CBOEH MOJIHOTE.

IlepeueHb DoCJI€10BATEIbLHOCTEH

HacTosiimas 3asiBka BKJIIOYAET MepeYeHb IOCIEN0BATENILHOCTEN B 3JIEKTPOHHOM (hopmMaTe
B Buje txt-gaiina ¢ HazBanuem «IIEPEUEHb HOCJIEﬂOBATEHBHOCTEfI>>, KOTOPBIA ObLT
coznal 21 nexabps 2016 ropa, u xoropslii umeer pasmep 13,7 kunoOaiita (kb). Conepxxanue txt-
daiima «[IEPEYEHb ITIOCJIEJJOBATEJIbHOCTEM» BKmOYeHO B HACTOALMH JOKYMEHT

MOCPEACTBOM CCBIIIKH.

00.J1aCTh TEXHUKH, K KOTOPOH OTHOCUTCS HACTOSIIIee H300peTeHne

[0001] Hacrosimee n300peTeHre OTHOCUTCS K CIOCO0aM JIeYeHMs 3JI0Ka4eCTBEHHOMN
OIyXOJIY, TIPENyCMATPHUBAIOIINM BBEIEHHE HYXXJAIOIIEMYCsl B 3TOM CYyOBEKTY TepareBTHUECKH
3¢ (PEKTUBHOrO KOJIMYECTBA AHTHTENA, KOTOPOe CHelu(UYECKH CBSI3BIBAETCS C PEeLenTopoMm-1
3anporpaMMHupoBaHHOW rTuOenu kietok (PD-1), B kxomOuHaumu ¢ Oucneruduyeckum

aHTuTeNOM, KoTopoe cBsi3biBaeTcsi ¢ CD20 u CD3.

IpeamecTBYIONIMI VPOBEHb TEXHHKH HACTOSINIEr0 H300peTeHHus

[0002] B-knerounble (OpPMBI 3JIOKAYECTBEHHOW OMYXOJH MPEACTABISIOT COOOMH
IPYIIY TeTePOreHHBbIX (OPM 3JOKAYECTBEHHOW OMYXOJM U3 JISHKOLUTOB, W3BECTHBIX Kak B-
TUMQOLMTBL, U BKIIOYAIOT (OPMBI JIeHKo3a (JOKAJH3YIOLIErocss B KPOBETBOPHBIX OpraHax) W
dopmbl  EMpOMBI  (JTIOKaNMM3yIOIIEHcsT B MM(AaTHYECKUX y3nax). B-kierouHble ¢opmbl
JUM(OMBI BKITFOYArOT 0e3 OrpaHuuYeHus HeXOMKKUHCKyro ymMmpomy (NHL) u mumdpomy
Xomxkkuna (HL). ®@opmbl JUM(POMBI AENAT Ha BsUIOTEKyl[ue (MENJIEHHO PacTyIIue) WU
arpeccuBHble (Qopmbl TuMpoOMbL. PacnpocTpaHeHHOH BssoTekymeid JauMQoMON  SBISETCS
domnmukynsapHas muMmdoma, a Haubojiee pacnpoOCTPAaHEHHOW arpecCUBHON MM(OMOI sBIsSETCS
muddysnas B-kpymHoknerounas mumdoma. @opmbl B-kieTodHoro jelkosa BKIOYAOT 0e3
OTpaHHYEHUS] OCTPhIA JTUM(OOTACTHBIN JIEHKO3, BOJOCATOKJIETOYHBIN JIEHKO3 W B-Ki1eTo4YHbIH
XPOHUYECKHUH TUM(OLMTAPHBIN JIEHKO3.

[0003] B OompmuHCTBE ciy4aeB B-kjieTouHBIX (HOpPM 37I0KaUE€CTBEHHOW OIMYXOJH Ha
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KJIETOUHOH TOBEPXHOCTH 3penblx B-kierok skcmpeccupyercss CD20. CrmocoOwr  nedeHus
3JIOKAQ4Y€CTBEHHOU OMyXOJIM MOCPEACTBOM LieJieHanpaBieHHOro Bo3aecTeusi Ha CD20 u3BecTHBI
B naHHOU oOjactu. Hampumep, xumepHOe MOHOKJIOHaj bHOE aHTUTENo Kk CD20 purykcumad
NPUMEHSUTA WU TIPEUIarajiy Uil IPUMEHEHUS TP JiedeHHH (HOpPM 3JI0KAUE€CTBEHHOH OIMyXOJIH,
takux kak NHL, xponwueckuii mmmporurapasii neriko3 (CLL) u  MenkokieTouHas
mumdorurapnas iuMmdoma (SLL), mubo B kauecTBe MOHOTEpANuy, HO 4Yalle B KOMOWHAIUU C
XUMHOTepanue. XoTs CTpaTeruu LeJIeHANpaBIe€HHOTO BO3JEHCTBUS HA ONyXOlb C
npuMmeHeHueM antuten k CD20 okasanuch BecbMa NEPCNEKTUBHBIMU B KIMHUYECKUX YCIOBHUSIX,
HE y BCEX MAlMeHTOB HaOmonanu oTBeT Ha Tepanuio aHTHTenamMu K CD20, m y HEKOTOpBIX
MALIUEHTOB HAOMIONANM pa3BUTHE PE3UCTEHTHOCTH MWJIM HEMOJHbIE OTBEThl HA TEPaInio
antutenamMu k CD20 (Hampumep, 4aCTUYHOE COKpallleHHe ducia nepudepuueckux B-kierok),
NPUYHUHBI KOTOPBIX O KOHLIA HE TOHSTHBI (HO KOTOpBIE, KaK IPABUJIO, UCKJIOYAIOT yTpaTy
skcnpeccurt CD20). V HEKOTOphIX MAlMEHTOB HAOMIOJANM peuuanB ¢ 0ojiee arpecCHBHBIM
(peHOTUIIOM WJIM PE3UCTEHTHBIM K XHMMHOTEepamnuu 3aboseBaHHeM. Y MHOTHX MAalHUeHTOB C
arpecCUBHbIMHU (popMamu JTUM(POMBI UMEET MECTO HeOJIaronpHusATHBIN MPOTrHO3 U MeHee yeM 50%
BEPOSATHOCTh BBIKHMBAEMOCTH Oe3 permaunsa. [IporHo3 Aisl MaleHTOB, y KOTOPBIX HAOIIONAI0T
PEeLUNB, UM KOTOPBIE SIBJIIOTCA HEBOCIIPUMMUYUBBIMU K T€PAIHH, OCTAETCS HEYTEIIUTEIbHBIM,
npUYeM MearaHa BbDKUBAEMOCTH I1OCIIE CITACUTEIbHON Tepariy COCTAaBIISIET OT 2 10 8 MeCsIeB.
Kpome Toro, xumuorepamusi BBICOKUMH J03aMH TPUBOAMT K PAa3BUTHIO  TSKEJBIX
HEeKeNaTeNbHbIX ~ 1MoOouYHbIX  3(dexToB. Takum  00pa3oM,  CyIIECTBYeT  BBICOKAs
HEY/IOBJIETBOPEHHAs] MOTPEOHOCTh B TEPANEBTHUECKUX Mpernaparax, KOTOPBIC SBJISIOTCS
5 EeKTUBHBIMYU, TPEAYNPEKTAIOT PELUUINB U BbI3BIBAIOT MEHEE 3HAYUTEIbHbIE MOOOYHbIE
3¢ eKThI, A MALUEHTOB ¢ B-kiieTouHbIMU (POpMaMH 3JI0KAUECTBEHHOM OIyX OJIH.

[0004] [Ilepenmaya curHama ¢ ydacTueM perentopa-l 3amporpaMMHpOBaHHOW TUOeNU
kietok (PD-1) B MUKPOOKPY:KEHHH OMyXOJU HIPaeT LEHTPAJIbHYI POJib B O0ECTICUEHUU ISt
OMyXOJIEBBIX ~KJETOK BO3MOXKHOCTH U30€KaTh HMMYHHOIO HAaA30pa, OIMOCPEIOBAHHOTO
UMMYHHOH CHCTEMOW OpraHM3Ma-xo3suHa. /[ OJOKMpOBaHMS CHTHAJIBHOTO MYTH C y4acTHEM
PD-1 Obuta mpoaeMOHCTPUpPOBaHA KIMHUYECKast 3()(PEKTHBHOCTD Y MALIMEHTOB C MHOXECTBOM
TUIIOB OIYXOJIeH, U TEPArieBTUYECKHIE CPENICTBA HA OCHOBE aHTHUTEN, KOTOpble OiokupyroT PD-1
(Harmpumep, HUBOJAYMa® U meMOponn3zymald), ObuTH OJOOpPEHBI AU JICYEHUS! METACTaTUYEeCKON
MEJAHOMbl M METACTaTUYECKOrO IJIOCKOKJIETOYHOIO HEMENKOKIETOYHOIO paka Jerkoro.
HenaBHO monyueHHBIE [aHHBIE TNPOJEMOHCTPUPOBAINA  KIMHUYECKYIO  3(PPEeKTHBHOCTH
onokuposanus PD-1 y maunentos ¢ arpeccuBaoii NHL u mumdomoit Xomxkkuna (Lesokhin, et al

2014, pedepar 291, 56-e ExeromHoe coOpaHHe UM BBICTABKA aMEPUKAHCKOTO OOIIecTBa



rematonoroB (ASH Annual Meeting and Exposition), Can @panuucko, Kanmupopruus;, Ansell et
al 2015, N. Engl. J. Med. 372(4):311-9).

[0005] CD3 mnpencraBuser coboOif TOMOAMMEPHBIM WM TE€TEPONUMEPHBIH aHTHIEH,
SKCIPECCUPYEMBII HAa MOBEPXHOCTH T-KJIETOK COBMECTHO C KOMIUIEKCOM, MPEACTaBIISIOINM
coboit T-knerounsnii penentop (TCR), u sBisieTcss HEOOXOOUMBIM JUIsI aKTUBALMU T-KJIETOK.
bsuto nmokaszano, uro anturena k CD3 obecneunBatot knacrepusanmo CD3 Ha mosepxHocTu T-
KJIETOK, BBI3BIBASI TEM CaAMbIM aKTHUBALUIO T-KJIETOK criocoOoM, aHajsorndHbiM BosieueHuo TCR
Harpy>keHHbIMHU nienTuaoM Mosekynamu MHC. bucnenuduueckine MOHOKJIOHAIbHBIE aHTHTENA,
CKOHCTPYUPOBAHHbIE Ui LieJeHanpaBieHHOro Bo3aeicTBus kak Ha CD20, tak u Ha CD3,
oopenunsitor  CD20-3kcnipeccupyrole KJIETKH C IUTOTOKCHYECKUMH T-KJIeTKaMH, dTO
npuBoAuT B pesynabTate kK CD20-HanpaBieHHOMY YHUUYTOKEHHUIO OJUKIOHAIBHBIX T-KIETOK.

[0006] Bsuay BbICOKOH HEYAOBIETBOPEHHOHW mOTpeOHOCTH B 3((EKTHUBHBIX
TepaNeBTUUECKHX TperapaTax Al JEYeHUs 3JI0Ka4YeCTBEHHbIX HOBOOOpa3oBaHUil U3 B-kieTok,
MOKeT OBITh TOJIE3HBIM, KaK MPOAEMOHCTPUPOBAHO B HACTOSLIEM JOKYMEHTE, KOMOWHHPOBATh
Je4eHue CpencTBOM il yewneHus GyHkiun T-kinerok (Hanpumep, uaruouropom PD-1, Takum
kak aHtureno kK PD-1) BMecTe cO CpencTBOM, CBSI3BIBAIOIIMMCS C II€JI€BBIM AHTHICHOM

(bucneungpuveckum anruresniom k CD20/CD3).

Kparkoe pacKkpbITHE HACTOSIIEr0 H300pPeTeHus!

[0007] B cootBeTcTBUU C ONpEAEIEHHbIMU BapUaHTAMU OCYILECTBJIEHUS] HACTOSIIEE
u300peTeHre OTHOCHTCA K crocobaM JiedeHHs, OOJIerdeHusi MO MEHbIIeH Mepe OIHOro
CHMIITOMa WJIM TMPH3HAKA WJIM MHTHOWPOBAHHS POCTA 3JI0KAYECTBEHHOW OMYXOJH Y CyOBEKTa.
CriocoObl B COOTBETCTBHH C STHUM AaCHEKTOM HACTOSILIETO W300pPETeHUs] MPenyCMaTPUBAIOT
BBEJICHHUE HYKNAIOLUIEMYCsl B 3TOM CYOBEKTy TepaneBTHYeCKH 3(PQPEKTHBHOIO KOJIUYECTBA
AHTUTENIA WM €r0 AHTUTCHCBS3BIBAIOIIETO (PparMeHTa, KOTOpble CielU(UIECKH CBS3BIBAIOTCS C
6enxom-1 3anporpammupoBaHHON ruOenu kiertok (PD-1), B xoMOMHaummMu ¢ TepameBTUYECKU
5(p(EeKTUBHBIM  KOJMYECTBOM  OHCIEU(PUUECKOr0 aHTUTENa, KOTOpoe ChenupuIecKu
csizbiBaeTcs ¢ CD20 u CD3.

[0008] CormacHO oOmNpeneNeHHbIM  BapUAHTAM  OCYIIECTBJICHHUS  HACTOSIIETO
U300pETEeHNsI TPENyCMOTPEHBI CHOCOOBI JieUeHHs], OOJerdeHusi MO MEHbIIEH Mepe OIHOTO
CHMIITOMa WJIM TNPH3HAKAa WJIM MHTHOWPOBAHHS POCTA 3JIOKAYECTBEHHOW OIMYXOJH Y CyOBEKTa.
CormacHo  ompeneneHHbBIM  BapHaHTAM  OCYINECTBJICHHS  HACTOSALIEr0  M300peTeHus
NPEAYCMOTPEHBI CIOCOOBI 3aMEMJIEHHsI POCTa OMYXOJH WM TPEAYNpPEXKIEeHUS TOBTOPHOTO
nosiBiieEnss onyxonu. CriocoObl B COOTBETCTBHHM C 3THM AaCMEKTOM HACTOSIIErO0 H300pETeHUs

NPeAyCMaTPHUBAIOT MOCIIEIOBATEIbHOE BBEIEHHE HYKAAOIEMYCSl B 3TOM CYOBEKTY OTHOH TN



4

HECKOJIBKUX 7103  TepameBTH4YeCKH 3(PQEeKTHBHOrO KONMYECTBA AHTHUTENA WM  €ro
AHTUTEHCBS3BIBAIOIIETO (parMeHTa, KOTopble crnenupuyeckn cBs3bBatoTcss ¢ PD-1, B
KOMOWHAIIMY C OFHOHN WJIM HECKOJBKHUMH J103aMHU TepaneBTHYeCKH 3(PQPEeKTHBHOrO KOJINYECTBA
oucnennuUecKoro aHTuTeNa, KoTopoe crierududecku cesizbiaercs ¢ CD20 u CD3.

[0009] CornacHo oOmnpeneaeHHbIM BapHaHTaM OCYLIECTBIEHUS 3JI0KA4eCTBEHHAs
OIyXOJIb WJIN OINYXOJIb MPEACTABISIET COOON OMyXOJb WM 3JI0KAaU€CTBEHHOE HOBOOOpa30BaHUE
U3 KJETOK KpOBETBOpHOM TkaHU. COrnacHO OINpeneseHHbIM BapUaHTaM OCYILECTBICHUS
3JI0KAQUYECTBEHHAs! ONYyXOJb WM OIYyXOJb NPEACTaBIsieT co00il B-kiIeTouHyro OmyXxolsb.
CornacHo omnpeneneHHbBIM BapUaHTAM OCYINECTBJIEHUS B-kjerouHas oONyxonb BbIOpaHa U3
TPYIIIbL, cocTosiie u3 auMpoMbl XOKKHHA, HEXOMKKUHCKOH JUM(POMBI, (POJUTUKYISIPHON
TMM(OMBI, MEJIKOKJIETOUYHON JUM(POUUTAPHON JTUM(OMBI, JTUMQOIIa3MOLUTAPHON JUM(POMBI,
TMM(OMBI U3 KJIETOK MapriUHAJIbHOMN 30HBI, JUM(POMBI U3 KJIETOK MAHTUIHON 30HbI, AU dy3HON
B-xpynHoknerounoit  guM¢ombl, B-knetouHbx  GopMm  auMGOMBL,  JTMM(POMATOUIHOTO
rpanysiemMarosa, JuMdombl bepkutra, ocTporo mumMdoOIacTHOrO JeHK03a, BOJIOCATOKIETOYHOTO
Jeliko3a U B-KJIeTOYHOro X pOHHUYECKOTo JTUM(GOLMTAPHOTO JISHKO03a.

[0010] CornacHO ompeneNeHHbIM BapHaHTaM OCYILECTBJICHUS KakKaasi 1032 aHTUTENA
Kk PD-1 cocraBuser 0,1-20 mr/kr Beca Tena cyOwbekta. COriacHO ONpeAeNeHHBIM BapHaHTaM
OCYINECTBJICHUs] Kakaasi mo3a antutena k PD-1 cocraemsier 0,3, 1 uiam 3 Mr/kr Beca Tena
cyobekTa. CorjlacHO OnpeeIeHHbIM BapUaHTaM OCYLIECTBJIEHUS Kakaas no3a anrurena k PD-1
cocrasisieT 50— 600 mr.

[0011] CornmacHO oOmnpeneNeHHbIM BapUaHTAM OCYINECTBJICHHMS Kaxdas J03a
oucneruduueckoro anrurena k CD20 u CD3 cocrasuser 0,1-10 mr/kr Beca Tena cyObekTa.
CornacHo ompeneneHHbBIM BapHAHTAM OCYLIECTBJICHHS Kakias Jao3a OucnermduyecKoro
anturena cocrasisieT 10-8000 mukporpamm.

[0012] CornacHo ompeneseHHbIM BapuaHTaM OCYIIECTBJICHUs KaXKaasl 034 aHTUTeNa

k PD-1 cocraBmser 03, 1, 3 wmm 10 mMr/kr Beca Tena cCyObekTa, W Kaxkmas [03a

,
oucneuuduueckoro anrurena cocraBisger 10-3000 mukporpamm. COrNacCHO OMNpeIETeHHBIM
BapUaHTaM OCYIIECTBJICHUs] Kakaast o3a aHTurena k PD-1 cocrasmser 1, 3 mimu 10 mr/kr Beca
Tena cyObekTa, U Kakmas no3a oucnenuduueckoro anturtena cocrasisier 100, 300, 1000 wm
3000 mukporpamM. CorjacHo oOInpefeseHHbIM BapUaHTaM OCYINECTBIEHMs] Kaxnas [103a
aaturena k PD-1 cocrabnser 50-300 Mr, u kaxknmas 1o03a OuCHEUPUIECKOrO aHTHUTENA
cocrasistet 100, 300, 1000 nnu 3000 Mukporpamm.

[0013] CornacHo omnpeneNeHHbBIM BapUaHTAM  OCYIIECTBIIEHUS  CIIOCOOBI  TIO

HACTOSIIIEMY HM300PETEeHUI0 TMPEeAyCMaTPUBAIOT BBEACHHE TepamneBTHYeCKH 3(QPeKTUBHOTrO

konmnuecTBa aHtutena kK PD-1 no BBemeHus Oucnenn(UyYecKOro aHTUTENA, KOTOpOe



cnieuudunieckn cpszbiBaercss ¢ CD20 u CD3, onHOBpeMeHHO ¢ HUM Win nocie Hero. CornacHo
OHOMY BapHAaHTy OCYIIECTBJICHHS CIIOCOOBI IO HACTOSIIEMY H300PETEHHIO MPEeNyCMaTPUBAOT
BBezieHue anturena k PD-1 no BBenenus Oucnenupuueckoro anrurena k CD20/CD3.

[0014] CornacHo ompeneNeHHbBIM BapUaHTAM  OCYILIECTBIIEHUS  CIIOCOOBI  TIO
HACTOSILIIEMy M300PETeHUIO0 TpenyCcMaTpuBarOT BBeneHne 0—50 TepaneBTUYECKUX J03 KaXKIOoro
u3 anturena k PD-1 u 6ucneruduueckoro anrurena k CD20 u CD3, rae kaxayro 103y BBOIAT
yepes 0,5-12 Hemenp mocie Ompkaiiimeil mpenmectByromeil 1036l COriacHO oOrpeneaeHHbIM
BapMaHTaM OCYIIECTBJIEHUS KaXkAyr Ao03y aHTutena k PD-1 BBOZAT onMH pa3 B Henesro, OJUH
pa3 B 2 Heneu UM OAMH pa3 B 4 HENENH, U KXKAYIO0 103y Oucnenn(puyeckoro aHTUTeNa BBOASAT
OJIMH pa3 B HeNeNo, OAMH pa3 B 2 HeAenu wiu oauH pa3 B 4 Hemenu. CormacHO OJHOMY
BApUAHTy OCYILECTBJIEHUs KaXAyr0 03y aHtutena k PD-1 BeoasaT onuH pa3 B 2 Henenu, a
KaXIYI0 103y Oucnenuduueckoro aHTUTe A BBOIAT OAHMH pa3 B HEAECIIIO.

[0015] CornacHo oOmnpeneaeHHbIM BapUaHTAM  OCYINECTBIIEHUS KaXAYIO O3y
oucnernuduueckoro aHTUTe a BBOAAT (B KayecTBe APOOHOW 103bl) B BHAEe Oonee yeM | wactw,
HarpuMmep, B Buze 2 i OoJjiee JacTeil, B TeYeHUE ONPeeIeHHOTO MEPUOaa TO3UPOBAHUSL.

[0016] CornacHo ompezneneHHbIM BapHaHTaM oOcyliecTBileHUs aHTureno k PD-1 u
oucnernuduueckoe aHTHTENIO MPUMEHSIOT B KOMOHMHALMH C TPEThbHM TEParneBTHUYECKUM
CPEICTBOM WJIU TEPANUEiL.

[0017] B cooTBeTcTBHM C ONpEeAEIeHHbIMU BapUAHTAMH OCYIIECTBJIEHUS aHTUTEO K
PD-1 wunu aHTUreHCBs3bIBAIOIUN O€NOK ComepskaT OMNpeessIFoIle KOMIIEMEHTAPHOCTD
obnactu Tspkesoi nenu (HCDR) Bapuabenbhoit obnactu Tsokenoit nenn (HCVR), coneprkammeit
aMUHOKHUCIIOTHYIO TochenoBaTebHOCTE SEQ ID NO: 1, u CDR nerkoii uenu BapuaOenbHOMN
obnactu nerkoit nenu (LCVR), comepskaineli aMMHOKUCIIOTHYIO TiochenosareabHocTh SEQ 1D
NO: 2. OnuH TakoW THUI AHTHUIEHCBSI3BIBAIOLIETO O€JKa, KOTOPBIH MOXKHO NPUMEHSTH B
KOHTEKCTE CrOCOO0B MO HACTOSIIIEMY H300pETeHHI0, MpeAcTaBiisieT coOoil antureno k PD-1,
takoe kak REGN2810.

[0018] B coorBercTBUM €  ONpEAENECHHBIMM  BapUAaHTAMU  OCYLIECTBJICHUS
oucnermduueckoe aHTuTeno, koropoe cBssbBaercs ¢ CD20 u CD3, conmepxkwut: (1) mepsoe
aHTUTEeHCBsI3bIBarOIIEe Tuiedo, comepxkamee CDR tsokenoit nenu (A-HCDR1, A-HCDR1 u A-
HCDR3) HCVR (A-HCVR) SEQ ID NO: 11 u CDR nerkoii uenu (LCDR1, LCDR2 u LCDR3)
LCVR SEQ ID NO: 12; u (i1) BTOpOe aHTUT€HCBsI3bIBatOIIee Tieuo, conepkamee CDR Tsoxenoi
ueru (B-HCDR1, B-HCDR2 u B-HCDR3) HCVR (B-HCVR) SEQ ID NO: 13 u CDR nerkoit
uert (LCDR1, LCDR2 u LCDR3) LCVR SEQ ID NO: 12.

[0019] CormacHo  ompeneneHHbIM  BapuaHTaM  OCYINECTBJICHMS  HACTOSIIEE

I/1306peTeHI/Ie OTHOCUTCA K MPUMCHCHHUIO AHTHUTEA K PD-1 wm ero AHTUT'CHCBA3BIBAIOIIECTO
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¢dparmMeHTa OTAENHHO WM B KOMOuWHaumu ¢ Oucrnenupuyeckum antureiom k CD20 u CD3 B
U3TOTOBJICHUH JIGKAPCTBEHHOTO TMperapara sl JIEYeHUs WJIH WHTHOMPOBAaHUS —pOCTa
3JI0KaUYECTBEHHON OIMyXOJN y CyObekTa, BKIFOUast Jiroeil. CorinacHo onpenesieHHbIM BapUaHTaM
OCYLIECTBIICHUs ~ 3JIOKQUEeCTBEHHAss  ONyXOJlb  MpeAcTaBisier  coboit  B-kierounyro
3JI0Ka4eCTBEHHYIO omyxousib. COrnacHO OZHOMY BAapHaHTy OCYINECTBJEHHUS 3JI0KA4eCTBEHHAs
ONyXOJIb MPEACTABIsIET COOOH HEXOMKKUHCKYI JuMmpomy. CoriacHO OIHOMY BapUaHTY
OCYILIECTBIICHUs 3JIOKAYECTBEHHAsl ONyXOJb TNpeAcTaBisier coboit numdpomy XOmKKHUHA.
CornacHo OJHOMY BapUaHTy OCYINECTBJIECHHUS 3JI0KAYECTBEHHAs OIMYXOJb MPEICTABISAET COOOMH
ocTpbIil TUM(OOIACTHBII JTEHKO3.

[0020] [Ipyrume BapuaHTBl OCYLIECTBJIEHHMs HACTOALIEro H300peTeHus OyayT

OUeBUAHBI U3 0030pa HIKECIIEAYIOIMEro MOAPOOHOTO OMUCAHHSL.

Kpatkoe onucanue yeprekei

[0021] Ha ¢ur. 1 npuBeneHsl pe3yabTaThl MO in Vivo 3(PQPEKTHBHOCTH aHTHTENA K
PD-1 mpimmm oTnenapbHO M B KOMOMHauuu ¢ Oucnenududeckum antutenom k CD20/CD3 B
OTHOLIeHUN pas3BuBLIMXca omnyxojed B16 CD20+ (ommcano B mpumepe 1 B Hacrosiem
JOKYMEHTE).

[0022] Ha ¢wmr. 2 npencraBieHbl pe3yabTaThl AJi MbIIIEH, PAHAOMU3UPOBAHHBIX Ha
KOTOPTBI HCXOJS1 U3 pa3Mepa OMyxoJiu (KaKk OMHCAHO B IPUMEpPE 2 B HACTOSIIIEM JJOKYMEHTE).

[0023] Ha ¢ur. 3 npuBeneHsl pe3yabTaThl MO in Vivo 3Q(PEKTUBHOCTH AHTUTENA K
PD-1 wmpimu othnenbHO W B KoMOWHammu ¢ Oucnenududeckum antuteniom k CD20/CD3 B
OTHOWIEHNH pa3BuBIIHXCs omyxoyeii B16 CD20+ (omucano B mpumepe 2 B HACTOSIIEM
TOKYMEHTE).

[0024] Ha ¢ur. 4 noka3zaHO CXeMaTUYECKOE MPEACTABICHUE TPy JIEYEHUS U KOTOPT
IUTSL OTIPENIENICHUS I03bI JJIs1 MALIUEHTOB ¢ TUM(OMOii (B-ki1eTouHONH HEXOKKMHCKON TUM(POMOit
u iuMpomoit XomKKHHA) (ONTHCAHO B TPUMEpPE 3 B HACTOSIIIEM TOKYMEHTE).

[0025] Ha ¢ur. S nokasaHO cxeMaTUYECKOe NMPEACTABICHUE IPYNI JIEYEHU U KOTOPT
IUIL OTIPENEeJICHUs] O3Bl JJISI TMALUEHTOB C OCTPBhIM JIUM(OOIACTHBIM JIEHKO30M (OIMHMCAaHO B
npuMepe 3 B HACTOSIILEM TOKYMEHTE).

[0026] Ha <¢wur.6 mpencraBieHa cxema MOCIEAOBATENbHOCTH  MPOBEIEHUS
UCCIIeNIOBaHMs 1l cxeMbl JieueHus: anturesnoM kK PD-1 (REGN2810) B kauecTBe OTAETBHOTO
CpencTBa Ui MaUeHTOB C TuM$pomMoi (B-k1eTouHON HEXOMKKUHCKON TUMGPOMOM U TUM(pOMOUH
XomKKHHA) (OMMCAHO B MPUMeEpPE 3 B HACTOSIILEM JTIOKYMEHTE).

[0027] Ha <¢wur.7 mpeacraBieHa cxema MOCIEAOBATENbHOCTH  MPOBEEHUS

UCCIIEIOBaHMA Uil CXeMbl JieueHus: Oucnenuduueckum antutenom k CD20/CD3 (bsAbl) B
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Ka4eCTBE OTAEJIBbHOIO CPEACTBA IS MALMEHTOB C OCTPHIM JTUM(OOIACTHBIM JIEHKO30M (OTHUCAHO
B IpuUMepe 3 B HACTOALIEM JOKYMEHTE).

[0028] Ha <¢wur.8 npencrasireHa cxema MOCIEAOBATENBHOCTH  NPOBEACHUS
UCCIIENOBAHMS U CXeMbl JiedeHus: komOuHanueldn bsAbl + REGN2810 nns maumenTtoB ¢ B-
KJIETOUHOM HEXOJKKUHCKON JTMM(pOMOIT (OHUCaHO B MpUMepe 3 B HACTOSLIEM JOKYMEHTE).

[0029] Ha <¢wur.9 npencrasieHa cxema MOCIEAOBATEIBHOCTH  NPOBEACHUS
UCCIIEOBaHMS Ul CXeMbl JiedeHus: komOuHaimed bsAbl + REGN2810 st manmeHTOB €

OCTPBIM JTUM(POOITACTHBIM JIEHKO30M (OIUCAHO B IPUMEpPE 3 B HACTOSLIEM TOKYMEHTE).

Tloapo0Hoe pacKpbITHE HACTOSIEr0 H300peTeHHUs

[0030] [Ilepen Tem, kak OyAeT OMHCAHO HACTOsIIIIEEe M300PETEHUE, CIeNyeT MOHIUMATD,
YTO HACTOsAllee HM300peTeHHe He OrPaHHMYeHO KOHKPETHBIMU ONMHCAHHBIMH CIIOCOOaMH U
YCJIOBUSIMU TIPOBEIEHUSI SKCIIEPUMEHTOB, IOCKOJIbKY TaKHE CIIOCOOBI M YCJIOBHAX MOTYT
pasnuuaTtbes. Takke crnegyeT NOHMMAaTh, 4YTO IPUMEHseMas B HACTOALIEM JOKYMEHTE
TEPMHUHOJIOTHS NIPEAHAa3HaueHa TOJNBKO AJis OMUCAHUS KOHKPETHBIX BAPUAHTOB OCYLIECTBIICHUH,
U He TpedHa3HaueHa JJisi OTPAHUYEHHUs, MOCKOJIbKY OOBeM HacTosimero u3odpereHust Oyner
OrPaHMYHMBATHCS TOJBKO MPHJIAraeMon (GopMyJIoH H300pETEeHHSL.

[0031] Ecnu He yka3aHO HWHOE, BCE IMPUMEHSEMble B HACTOAIIEM JOKYMEHTE
TEXHUYECKHE W HAay4Hble TEPMUHBI HMMEIOT TO K€ 3HAYCHHE, KOTOpPble OOBIYHO TOHSTHBI
PSIIOBOMY CHELHATMCTy B JAaHHOH OOJIACTH, K KOTOPOH OTHOCUTCS Hacrosiiiee u3odpereHue. B
KOHTEKCTE HACTOSIIIETO JOKYMEHTA TEPMHUH «IIPUOIU3UTENILHO» MPU MPUMEHEHHH B OTHOLICHUN
KOHKPETHOTO YKa3aHHOTO YHCJIOBOTO 3HAUYEHMsI O3HAYAET, YTO 3HAYEHHE MOXKET OTJINYAaThCs OT
yKa3aHHOTO 3Ha4YeHHus He Oojee yeM Ha 1%. Hampumep, B KOHTEKCTE HACTOSLIETO JOKYMEHTA
BeIpakeHHe «npuommsureabHo 100» Brmodaer 99 u 101 U Bce MPOMEKYTOYHbIE 3HAYCHUS
(mampumep, 99,1, 99,2, 99,3, 994 u . 1.).

[0032] Xorsa misg NPaKTHUECKOW pean3alliid HACTOSINErOo H300pETeHUs MOXKHO
NPUMEHSTh JHOObIe CrMOCOOBI M MaTepuasibl, MOJOOHBIE WJIM 3KBUBAJIEHTHBIE TAKOBBIM,
ONHCAHHBIM B HACTOSIIEM AOKYMEHTE, NMPEANOYTHTEIbHBIMH SIBIISIFOTCS CIIOCOOBI M MaTE€PHAJIBL,
OINMCAaHHbIE B HACTOSIIIEM JTOKYMEHTe. Bce yrmoMiuHaeMble B HACTOSIIEM TOKYMEHTE MyOIMKanu
BKJIFOUEHbl B HACTOSIIUN AOKYMEHT IJIsi ONMCaHUs IOCPEACTBOM CCBUIKM BO BCel CBOei
MIOJIHOTE.

Cnocobb1  JleyeHHs1 MM  HMHruUOMpoBaHMsi pocTta  B-kiaerounbix  ¢opm
3JI0KA4YeCTBEHHOH OMYXO0JIH

[0033] Hacrosimee wn300peTeHHe BKIIIOYAET CIOCOOBI JICUEHHUs, OOJIETYeHHs WM

YMCHBIICHUSA TAXECTHU 11O MeHbIIIEN MEpPE OAHOI0 CUMIITOMA WUJIN NIPU3HAKA NI I/IHFI/I6I/IpOBaHI/I$I



pocTa 3J0Ka4YeCTBEHHOW OMyXojHu y cyObekTa. CrocoObl B COOTBETCTBUH C 3TUM aCHEKTOM
HACTOSIIEr0 HM300peTeHHs NPEeNyCMAaTPUBAIOT BBEAEHHE HYXKIAKOLIEMYCsl B 3TOM CYOBEKTY
TepaneBTHUeCKH 3((EKTUBHOTO KOJWYECTBA AHTUTENA WIH €ro aHTHUIE€HCBSI3BIBAIOLIETO
¢parmenTa, kotopble crneuupuyuecku CBsizbiBalOT PD-1, B kOMOWHALMH € TepaneBTUYECKU
s¢dexTuBHBIM KoMMdecTBOM Omcrenmdpuyueckoro antutena k ¢ CD20 u CD3. B koHTekcre
HACTOSINEr0 AOKYMEHTAa TEPMHHBI <«JICUHTBY, <JIEYEHHEe» W T.J. O3Ha4aloT ocjaljeHne
CHMIITOMOB, YCTPaHEHHE NMPUYMH BO3HUKHOBEHHs CHMITOMOB JHOO Ha BPEMEHHOMW, JHOO Ha
NIOCTOSIHHOW OCHOBE, 3a7ep)KKy WJIM HHTUOMPOBAaHME POCTA OMYXOJH, YMEHBIIEHHE YHCia
OIyXOJIEBBIX KJIETOK WJIM OIyXOJIEBOH MAacChl, CONEHCTBHUE PErpecCHr OIyXOJH, oOecredeHne
YMEHBIIEHUs] Pa3MepOB, HEKPO3a W/MIIN NCUE3HOBEHHSI OIyXOJIH, MPEAYyNPEXKAeHUE TOBTOPHOTO
NOSIBJICHUS OTTYXOJIN W/WJIH yBEJINYEHUE MPOJOJLKUTENBHOCTH BBKHBAHUS CYOBEKTA.

[0034] B koOHTEkcTe HACTOALIETO NOKYMEHTA BBIPAXKEHHE «HYKAAIOIMMUNCA B 3TOM
cyOBeKT» O3HAa4YaeT 4YelOBeKa HJIM OTJIMYHOTO OT YeJIOBEKa MIIEKOIMTAIOIIEro, y KOTOPBIX
HaOJIOAOT OJMH WIM HECKOJBKO CHMITOMOB HJIM TNPH3HAKOB 3JIOKAYECTBEHHOH OMyXOJIH,
WWIM Y KOTOPBIX ObljIa TUArHOCTHPOBAHA 3JIOKAYECTBEHHAsI OIyXOJb, BKJIIOUasi B-kierounyro
3JI0KAUYECTBEHHYIO OIyXOJb, U KOTOpPble HYXXHAlOTCsl B ee JieueHuu. COrinacHO MHOXECTBY
BAPUAHTOB OCYIUECTBJICHHS TEPMUH «CYOBEKT» MOXKHO TPHMEHSTb B3aMMO3AMEHSIEMO C
TEPMUHOM «mauueHT». Hampumep, y cyObekTa-yenoBeka MOXKeT ObITh JUATHOCTHPOBAHA
NEepPBUYHAS WJIM METACTATUYECKash OMyXOJib W/WIM OJWH WJIM HECKOJbKO CHMIITOMOB WJIH
MPU3HAKOB, BKJTFOYast 0e3 OTpaHUYEHUS yBEJIMYEHHBIH(yBEIMYCHHBIE)
auMmdarudeckuii(muMmdaTueckue) y3en(y3Jibl), YBeJIUYSHHbIN pa3Mep KUBOTa, OOJIb/IaBieHUE B
IPYAH, TMOTEPIO BeCa HEM3BECTHOH 3THOJIOTHH, JIMXOPAIKY, HOUYHYIO MOTJIMBOCTb, MOCTOSHHYIO
yCTAJIOCTh, TIOTEPIO AINETUTA, YBEIMYCHHE CEIe3CHKH, 3. BripaskeHne BKIIOYaeT CyOBeKTOB ¢
NEePBUYHBIMH WJIM PA3BUBLIMMUCS B-kierouHbiMu omyxonsiMi. COrJlaCHO KOHKPETHBIM
BapUAHTAM OCYIIECTBJICHHS BBIPAXKCHHUE BKIIFOYAET CyOBEKTOB-JIOMEH, Y KOTOPBIX HAOIIONAIOT
3JIOKAUYECTBEHHOE HOBOOOpasoBaHue u3 B-kierok, Hampumep, Jumdpomy XOMKKHHA,
HEXOKKUHCKYI0 JM$poMy, (GoUUKyIsIpHYIO JTHM(OMY, MENKOKJIETOUYHYIO JIUM(OIUTAPHYIO
auMpomy, JUMGPOIIIa3MOLUTAPHYO JuUMpoMy, TUMGPOMY U3 KIETOK MaprHHAJIBHON 30HBI,
miM(poMy M3 KIETOK MaHTHHHOW 30HBL, auddysHyro B-kpymHokmerounyio aumpomy, B-
KJIETOUHBIE (POpMBI JIUMGPOMBI, TUM(POMATOUIHBIA TpaHyieMaTos, JuMpomy bepkurra, ocTpsiit
auM(poONIACTHBIA  JIEHKO3, BOJIOCATOKJIETOUHBIA JIEHKO3, W B-KJIETOYHBI XPOHUYECKHH
TMMQOLMTAPHBIN JIEHKO3, U KOTOPbIE HYXAAKOTCSA B UX JedeHHH. COracHO AOTONHUTEIbHOMY
BAPUAHTY OCYIIECTBJICHHUS BbIPAXKEHHE BKIFOYAET WHAMBHIYYMOB C IMAaTOJOTHUYECKUM MOATUIIOM
B-kneTouHOH 3J70Ka4eCTBEHHOW OMyXOJH, KaK MPEACTABICHO B Tadnuuax 3—5 B HACTOALIEM

AOKYMECHTE. CornacHo APYI'UM KOHKPETHBIM BapUaHTaM OCYIICCTBJICHUA BbIPAXKCHHUE BKIIHOYACT
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cyopexktoB ¢ CD20+ omyxossiMu (HarmpuMep, OMyXOJbl0, B KOTOpoH skcmpeccupyercst CD20,
KaK OIpeAeNieHO C IMOMOLIbI MPOTOUHON LuTOMeTpuH mo >20% copep:kaHHUIO JIEHKO3HBIX
aumdoodiacroB). CornacHO  ONpeAeNieHHbIM  BapUaHTaM  OCYILISCTBJIICHUS  BBIPAKEHUE
HYKIAIOIIUHACS B 3TOM CYOBEKT» BKIIOYAET MAIEHTOB C B-KJIETOYHOHN 3710KaueCTBEHHOU
OIyXOJIbI0, PE3UCTEHTHOW WM pedpakTepHOW K MpPEAIIECTBYIOLIEH Tepanuu (Hampumep,
JeYeHNe  TPAJULHMOHHBIM  IPOTHBOOIYXOJIEBBIM  CPENCTBOM), HJIM HE  JOCTHUILIEH
yIOBJIETBOPUTENIBHOTO KOHTPOJsl € ee MNpuMeHeHueM. Hampumep, BbplpakeHHE BKJHOYAET
CyOBEKTOB, KOTOpBIE MPOLLIM JiedeHHe C mnpumMeHeHueM wuHruouropa CD20 (Hanmpumep,
puTykcuMada), XUMHOTEpATui WIH UMMYHOMOAYJIUPYIOLIEr0 CPEACTBA, TAKOrO Kak OJIOKaTop
CTLA, IBB, LAG3 nunmu OX-40. BripaskeHue Tak:ke BKJIIOYaeT CYOBEKTOB CO 3JI0OKAYECTBEHHBIM
HOBOOOpa3zoBaHHEeM U3 B-kieTOK, IJIs1 KOTOPBIX TPAAMLMOHHAS IMPOTUBOOIYXOJIEBAs TEpaIus
SBJSIETCSI HELleJIecOOOpa3HOH, Hampumep, H3-3a MOOOUYHBIX 3(PQPEKTOB B BHUIE TOKCHYHOCTH.
Hampumep, BblpaxkeHHe BKIOYAET NALMEHTOB, KOTOPBIE MOJIyYaal OJUH WU HECKOJIBKO KypCOB
XUMHOTepanuu ¢ MoOOouHbIMU 3(dekTamMu B BuAe TOKCHYHOCTH. COracHO OmnpeneeHHbIM
BAPUAHTAM OCYLIECTBJICHUS] BBbIPAKEHHE «HYKOAIOUIUICA B O3TOM CyOBEKT» BKIIOUAeT
NALMEHTOB CO 3JI0KAYeCTBEHHBIM HOBOOOpa3oBaHHMEM U3 B-KJeTOK, KOTOpble NPOXOIMIIH
Je4eHre, HO y KOTOPBbIX BIIOCIEACTBUU HAOMIONAIM PELHUIUB WIA METacTa3upOBaHHE.
Hanpumep, nanueHToB cO 3JI0Ka4€CTBEHHBIM HOBOOOpa30BaHUEM M3 B-KJIETOK, KOTOPBIE MOTJIH
NojlyyaTb  JIeYeHHE€ OJHUM MJIM  HECKOJNbKMMM  IPOTHBOOINYXOJEBBIMU  CPEICTBAMH,
00eCTeYNBAIOIUMHI  PETPECCUI0  OMyXOJIM, OJHAKO Y KOTOPBIX BIIOCIENCTBUH HAOIOIAIH
peuuauB  3JIOKAUECTBEHHOM  OMyXOJIM, PE3UCTEHTHOM K OJHOMY WJIH  HECKOJbKUM
NPOTUBOOIYXOJIEBBIM ~ CpPEeACTBaM  (HampuMep, TMpH  PE3UCTEHTHOW K  XHMHUOTEparuu
3JI0KaYeCTBEHHOMW OIMyXOJIH), JIeYaT ¢ MPUMEHEHHUEM CTIOCOO0B O HACTOSIIIEMY H300PETEHHUIO.

[0035] BelpaxeHne «HYXAAOIUICS B 3TOM CYOBEKT» TAK)Ke BKIIOYAET CYOBEKTOB C
PUCKOM pa3BUTUS B-KJ€TOUHOHN 3J10KaueCTBEHHON OIyXOJM, HalpuMep, HUHAUBUIYYMOB CO
ciy4dasiMi JIUM(GOMBI B CEMb€, WHAWBHUAYYMOB C BBI3BAHHBIMH BHPYCOM OmiuTeitHa-bapp
uH(pEeKIMsIMA B aHAMHE3€, TAKUMH KaK MH()EKIMOHHBIA MOHOHYKJIEO3, WM WHAMBHIYYMOB C
OCa0NeHHOW WMMyHHOW cucremoi Bcaenctsue BUY-uHpexkunn wim  NpUMEHEHUs
MMMYHOCYIIPECCOPHBIX JIEKAPCTBEHHBIX MPENapaToB.

[0036] CornacHo omnpeneNeHHbIM BapUaHTaAM  OCYIIECTBIIEHUS  CIIOCOOBI  TIO
HACTOSIIIEMY U300PETEHHIO MOKHO MPUMEHSITD ISl JICYSHHUS TALIMEHTOB, Y KOTOPhIX HAOIIOAAI0T
MOBBILIEHHbIE YPOBHU OJHOIO MJM HECKOJbKUX AaCCOLMHUPOBAHHBIX CO 3JI0KAYECTBEHHOM
OMyXOJIbID OMOMapkepoB (Hampumep, Jurasaa Oenka-1 3amporpaMMHUPOBAHHON THOETH KIIETOK
(PD-L1), CD20, 6era-2-MukporioOyianHa, JakrataeruaporeHassl, ciauroro rena BCR-ABL,

nepectpoiiku  rera ALK).  Hanpumep, cmocoObl 1O  HacTosmeMmy H300pETEHHIO
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NpeayCMAaTPUBAIOT BBEIACHHE MAIMEHTy C NOBbIIEHHbIM ypoBHeM PD-L1 w/mmm CD20
TepaneBTruecku 3(dexTuBHOro konamuectsa aHturesa kK PD-1 B koMmOuHamuu ¢
oucneunduueckum anturesom k CD20/CD3.

[0037] CornacHo ompeneNeHHbBIM BapUAaHTAM  OCYILIECTBIIEHUS  CIIOCOOBI  TIO
HAcTOSIIEeMy W300pPETeHUI0 TPUMEHSIOT Yy CyOBekTa ¢ B-KJI€TOYHOUW 3J10Ka4eCTBEHHOMH
onyxosipl0.  TepMHUHBI «ONMyXOJb», «3JIOKAUECTBEHHAs OMNyXOJb» U  «3JIOKAYeCTBEHHOE
HOBOOOpa30BaHHE» IMPHUMEHSIOT B3aWMO3aMEHSEMO B HACTOALIEM AOKyMeHTe. TepmuH «B-
KJIETOYHAs] 3JIOKAUYeCTBEHHAs OMYyXOJb» B KOHTEKCTE€ HACTOALIETO JOKYMEHTAa OTHOCHTCSA K
ONyXOJISIM W3 JIEWKOLMTOB, HM3BECTHBIX Kak B-mumdouunTel, U BKIO4YaeT (GOpMbI JEHKO3a
(Jlokanmu3yromerocsi B KPOBETBOPHBIX oOpraHax) u ¢opmbl JUMGPOMBI (JIOKANU3YIOIIEHCS B
auMmdarnueckux y3iax). Hacrosimee wm3oOpeTeHue BKIIIOUAET CIOCOOBI JieueHHs Kak (opm
netiko3a, Tak U GopMm auMdomel. CornacHO ONpeneNeHHbIM BapuUaHTaM OCYIIECTBIEHHsS B-
KJIETOYHAsl 3JIOKAYECTBEHHAs] OINyXOJb BKJIOYaeT Oe3 orpaHudeHus jumMdomy XOIKKHHA,
HEXOIKKUHCKYIO JTUMGPOMY, (DOIHKYIAPHYIO JTUMPOMY, MENKOKJIETOUYHYIO JUMQOLHUTAPHYIO
muMpomy, JuMPOIIa3MOUUTapHYO JuMpomy, TuMEPOMYy U3 KIETOK MaprHHAJbHON 30HBI,
auMGpOMy M3 KJIETOK MAaHTUHHOW 30HBL, auddysHyo B-kpymHOokierounyro numdomy, B-
KJIeTOUHbIe POpMBbI JIUMGPOMBI, TUM(POMATOUIHBIN TpaHyieMaTos, JuMmpomy bepkurra, ocTpbiit
auM(pOOTACTHBIM  JIEWKO3, BOJOCATOKJIETOYHbIH  JIEMKO3, B-KJIETOUHBIH  XPOHUYECKHH
JUMQOLIUTAPHBIN JIEHKO3, a TAK)Ke MATOJIOTHYECKHE TIOTHUITBI, TPEeCTaBIeHHbIE B Tabiuax 3—5
B HACTOSIIEM JOKyMeHTe. B-kjerounble ¢opmbl JUM(OMBI, Kak MPaBHIO, IENAT Ha
BBICOKOU( P epeHIIUPOBAHHbIE U HU3KOMU(PEPEHIUPOBAHHbIC, KAK MPABUJIO, OTHOCSALIMECS K
BSUIOTEKYIIMM (MEIJIEHHO pacTyimuM) ¢opmaM JUM(POMBI U arpeCCHUBHBIM (opMaM JUMEPOMBI
cooTBeTCTBeHHO. Hacrosiimee n3obpeTeHue BKIIIOYAET CrIOCOOBI JISUSHUs KaK BSUIOTEKYLINX, TaK
U arpecCUBHBIX (HOPM JUMPOMBL.

[0038] B coorBercTBUU C ONpEAEIEHHBIMU BapUaHTAMU OCYILECTBJIEHUs] HACTOSIIEE
H300peTeHre BKIFOYAET CIIOCOOBI JICUSHHsT WIIH 3aI€P’KKH HITH UHTMOMPOBAHUS POCTA OMYXOJIH.
CornacHo ormpeneneHHbIM BapHaHTaM OCYINECTBJIEHUS HACTOsIIee H300pETeHHE BKIOYAET
cmocoObl  conmeiicTBust  perpeccun  onmyxonu.  COrjlacHO — ONpeneNeHHbIM — BapHaHTaM
OCYILIECTBIIEHHSI HACTOsIIEE M300pETeHNE BKIIFOYAET CIIOCOOBI YMEHBIIEHUS YUCIIA OMYXOJIEBbIX
KJIETOK WM YMEHBbIIEHUS OmnyxoseBoil Macchl. COIJIacHO ONpeneseHHbIM BapUaHTaM
OCYILIECTBIIEHHsT HACTOsIIIee H300pETeHHE BKJIOYAET CIOCOOBI MPEAYNpPEKACHUS TOBTOPHOTO
nosiBjieHnss onyxonu. CriocoObl B COOTBETCTBHHM C 3THM AaCMEKTOM HACTOSIIEr0 H300pEeTeHUs
NPeAyCMAaTPUBAIOT  MOCJTENOBATENbHOE BBEIACHHE HYKTAOIIEMYCS B 3TOM  CYOBEKTY
TepaneBTruecku 3(dekTuBHOro konamuectsa aHturesa kK PD-1 B koMmOuHamuu ¢

oucnermduueckum anruresniom k CD20/CD3, roe kaxmoe aHTHTENIO BBOAAT CYOBEKTY B BHIE
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MHO>KECTBA J103, HAIIPUMep, KaK 4acTb KOHKPETHOIO peXXuMma 03UPOBAaHMs B paMKax TEpaIuu.
Hampumep, pexum n03MpOBaHUS B paMKax Tepamuud MOXKET IpeNyCMaTpuBaTb BBEACHUE
CyOBEKTY OTHOM MIT HECKOJIbKUX 7103 aHTuTena k PD-1 ¢ vacToToli npubin3nuTenbHO ONUH pa3 B
JieHb, OJIUH pa3 B ABa JHs, OJUH pa3 B TPU JIHA, OAUH pa3 B YEThIPE AHsI, OJUH Pa3 B ISTh AHEH,
OJIMH pa3 B IIECThb JHEHN, OJUH pa3 B HENENI0, OAMH Pa3 B JB€ HENEIH, ONUH Pa3 B TPU HEAENH,
OJIMH pa3 B U€ThbIpe HEJENU, OJMH pa3 B MeCsLl, OJUH Pa3 B J]Ba MeCALA, OAUH pa3 B TPU MeCALA,
OJIMH pa3 B ueThlpe MecsAla win pexke. COrnacHO ONpeNeNeHHbIM BapHaHTaM OCYINECTBJIEHUS
OIIHy WJIM HECKOJIbKO 103 aHtutena k PD-1 BBOmST B KOMOWHAIIMU C OQHOW WJIM HECKOJIBKUMU
NI03aMH  TeparneBTHUYecKd S(PQPEeKTUBHOrO KOJMUECTBA OUCMEU(PUIECKOTO aHTUTENa K
CD20/CD3, rne oaHy WM HECKOJBKO 103 OUCTIEIU(UIECKOr0 aHTUTENA BBOISAT CYOBEKTY C
4acTOTON NMPHUOIM3UTEIBHO OUH pa3 B A€Hb, OJUH pa3 B ABa JIHs, OJHMH pa3 B TPU AHA, OJUH pa3
B UeThIpE AHs, OJUH pa3 B MATb JAHEH, OAMH Pa3 B IIECTb JHEH, ONUH pa3 B HEJENI0, OJUH pa3 B
IBE HEZeNu, OJUH pa3 B TPU HEAENH, OJIUH pa3 B UETbIpE HEAENHU, OJUH pa3 B MeCslLl, OAUH pa3 B
JBa Mecslla, OJUH pa3 B TPU Mecsla, OAWH pa3 B 4YeTblpe Mecsua win pexe. CornacHo
OTpeIeNIeHHbIM BapHAaHTaM OCYINECTBJIEHUS Kaxayr no3y anturena k CD20/CD3 BeomsT B
Buze Oosee ueMm 1 wactu, Hampumep, B Buae 2—5 vactel («IpoOHOE NO3UPOBAHUE») B TEUCHUE
OIIpeeTICHHOrO Tepuoaa ao3upoBaHus. bucnemmduueckoe antureno k CD20/CD3 moxHO
BBOJUTh B BHUJAE APOOHBIX 03 C LENBbI0 YMEHBLICHUS WA YCTPAHEHUS PE3KHX «CKAYKOBY»
KOJINYECTBAa IMTOKMHOB B OTBET HA BBEJIEHHE aHTHUTeNa. Pe3kue «CKauyku» KOIMYecTBa
LIUTOKUHOB OTHOCSITCA K KIMHMYECKHMM CHMIITOMaM CHHIPOMA BBICBOOOXKIEHHS LMTOKHHOB
(«LIMTOKUHOBBIN IITOPM») U CBSI3aHHBIM ¢ MH(Y3UEH peakuusiM, HaOJIOIaeMbIM y TAIHEHTOB,
koTopeIM BBOAAT aHTuTena k CD20. CornacHo ompeneneHHbIM BapUaHTaM OCYILECTBIEHHS
CIOCOOBI MO HACTOALIEMY H300PETEHUIO MPEIyCMATPUBAIOT BBEACHUE HYKIAKOLIEMYCsl B 3TOM
CYyOBEKTYy OIHOU WM HECKOJNbKHX 103 aHTtutena K PD-1 B koMOWHAIUMM ¢ ONHOU WU
HECKOJIbKUMH to3amMu Oucnenmgpryueckoro anturena k CD20/CD3, roe no3y ducnenuduyueckoro
AHTUTENIA BBOAST B BHJIE APOOHBIX 103 WJIM B BHAE Ooyiee yeM | yacTu, Hampumep, B BUae 2
yacTel, B BUJAE 3 4acTel, B BUIE 4 yacTell WM B BUAE S5 4acCTel, B TEUCHHUE OMPEIEIICHHOrO
nepuona go3upoBaHusi. CorynacHO ONpEeAeNeHHbIM BapUaHTaM  OCYIIECTBIIEHUS 103y
oucrnennPUUEcKOro aHTUTENA Pa3NeNsIOT Ha 2 Wik OoJiee YacTel, TIe KaXaas 4acTh COIEPKUT
KOJIMYECTBO aHTUTENa, paBHOE KOJW4YecTBY JApyrux uacteil. Hampumep, no3y aHtutena
CD20/CD3, conmepxaimyro 1000 MuKpOrpaMM, MOKHO BBOIWUTH OAHWH pPa3 B HENENIO, MpUYEM
703y BBOAST B BHUAe 2 yacTeil B Mpeaenax HeNeNu, NPU 3TOM Kaxk[ash 4YacTb COAEPKUT
500 Mukporpamm. CornacHo ONPENEJIEHHbIM  BapUaHTaM OCYILECTBJIEHUS 03y
Oucneruyueckoro aHTUTENa BBOAAT C pa3leleHHMeM Ha 2 uiau Oojee uacTei, mpuuem

YKa3aHHbBIC YaCTHU COACPIKAT HEPABHBIC KOJIMYECTBA AHTUTECIA, HAIPUMED, OouIbIIIE HITH MCHBIIIC,
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yeM B nepBoii vactu. Hanpumep, no3y anturena k CD20/CD3, cogpepxamyo
1000 MuxporpaMmm, MOKHO BBOAWTH OJIUH Pa3 B HEAEIIO, MPUYEM 103y BBOJAT B BUJIE 2 YaCTEH B
npenesax HeAenu, NMPU 3TOM IepBas 4acTb copepxutr 700 mukporpamm, a BTOpas 4acThb
copepxut 300 mukporpamm. B kauectBe apyroro mpumepa, no3y antutena k CD20/CD3,
conepskamyro 1000 MukporpamMm, MOKHO BBOAUTH OJIMH pa3 B 2 HEAEH, IPUYEM 103y BBOIAT B
BUE 3 YacTell B mOpenesax 2-HENEJbHOIO NEPUOAA, MPU 3TOM MEpBas 4YacTb COAEPKUT
400 mukporpamMm, BTOpass 4acTb coaepkuT 300 MUKpOrpaMM, M TPEeTbs YaCTb COAEPIKUT
300 mukporpamm.

[0039] CornmacHo  ompeneneHHbIM  BapuaHTaM  OCYINECTBJIGHHMS]  HACTOSIIEe
u300peTeHre  BKIIOYAaeT  CIocOObl  MHTMOMPOBAaHUS,  3aMEMIEHHs  WJIH  OCTaHOBKHU
METACTa3UPOBAHUS ONYXOJU WIM HHQUIBTPALMM ONyXOJU B TepUpepudecKkue OpraHbl
CriocoObl B COOTBETCTBUH C 3TUM AaCHEKTOM IPENyCMAaTPUBAIOT BBEIEHHE TEPareBTUUYECKU
s¢pdexruBHOrO KoMuecTBa aHturena Kk PD-1 Hyxnatomemycss B atom cyOwekty. CornacHo
OIpeAETICHHbIM BapHaHTaM OCYINECTBJIeHHMs aHTuUTeN0 Kk PD-1 BBOmAT B KOMOMHALMH C
oucnenuduueckum anturenaom k CD20/CD3.

[0040] CornacHO KOHKPETHBIM BapHAHTaM OCYLIECTBJIEHHs HACToOsIIee U300peTeHne
OTHOCUTCSI K CIOCO0aM TMOBBIIEHUS] MPOTUBOOMYXOJEeBOH 3(P(PEKTHBHOCTH WM TOBBILICHUS
creneHu MHruOupoBaHus omyxonud. CrocoObl B COOTBETCTBUU C STHM ACMEKTOM HACTOSIIEro
u300peTeHrsl TPEAyCMAaTPUBAIOT BBEAEHHE CYOBEKTYy C B-KJIETOYHON 3JI0Ka4eCTBEHHOM
OMyXOJIbID TepaneBTudecku 3(PQeKkTUBHOro KkojuuecTBa aHtutena k PD-1 no BBemeHus
TepaneBTHUecKu 3(dexTuBHOrO KoNHMuecTBa Oucnenuduueckoro anturena k CD20/CD3, rae
anTuTeno Kk PD-1 M0okHO BBOIUTH MPpUOIU3UTENBHO 32 1 neHb, Oojiee yem 3a 1 neHb, Oosee yeM
3a 2 mHsl, Obosee ueM 3a 3 1HsL, Oosee ueM 3a 4 s, Oosiee yeM 3a S5 mgHel, Ooliee yeM 3a 6 THEH,
Oosee yem 3a 7 mHel wiu Oonee dem 3a 8 IHeW MO BBeneHUs OuCTeNM(PUUECKOro aHTHUTENA.
CornacHo ompeneneHHbIM BapUaHTaM OCYIIECTBIICHHUS CIIOCOOBI MPENyCMaTPHUBAIOT MTOBBIICHNE
CTENeHU MHrHOMPOBAHUS OIMYXOJIH, Hampumep, npudmusutenbHo Ha 20%, Oonee yem Ha 20%,
oonee ueM Ha 30%, Oonee uem Ha 40%, Oonee yem Ha 50%, Oosee yuem Ha 60%, Oosiee ueM Ha
70% wumu Oonmee wyem Ha 80%, MO CpaBHEHHIO C CYOBEKTOM, KOTOPOMY BBOIMIIU
oucnenuduyuecKoe aHTUTENO 10 BBEACHHs aHTuTena Kk PD-1.

[0041] CornmacHo ompeneireHHbBIM BapHaHTaM OCYILIECTBICHHS CHOCOOBI IO
HACTOSIIEMY H300PETEHUIO NPEAYCMATPUBAIOT BBENEHHE TEPareBTHUECKH 3(PQPEeKTHBHOTO
konndecTBa antutena K PD-1 cyOpexTy ¢ B-kieTouHoii 3mokauecTBeHHON onyxobto. CoracHo
KOHKPETHBbIM  BapuUaHTaM  OCYLIECTBJIIEHHUs  B-kieTouyHast  3JI0KA4eCTBEHHasl  OMyXOJb
npexacrasisier coOoi numdpomy XOIKKMHA WM HEXOMKKUHCKY0 numdomy. CormacHo

AOIMOJIHUTCJIBHBIM  BapUaHTaM  OCYLICCTBIICHUA B-kierodyHast 3710KaueCTBEHHAS ONyXxoOJib
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ABISIETCA  BSUIOTeKylnedl wim  arpeccuBHOH. COrjlacHO — ONpeneNeHHbIM — BapHaHTaM
OCYLIECTBIIEHU y CyOBEeKTa He HAOJNIOAany OTBET HA MPEALISCTBYIOIIYIO TEPANUI0 MU
HaOJIIOIa M peLUANB ToCie npeamecTByomeii Tepanuu. COorlacHO OIpeneNeHHbIM BapHaHTaM
OCYILIECTBIIEHHS CHOCOOBI MO HACTOSIIEMY H300PETEHHIO IOIMOJHHUTEIBHO IMPENyCMaTPUBAIOT
BBeieHne Oucnenndudeckoro antutena k CD20/CD3 cybwvexkty ¢ CD20+ B-knerounoit
3JI0KA4€CTBEHHOU OIyXOJIBHO.

[0042] CornacHo ompeneNeHHbIM BapUAaHTAM  OCYLIECTBIIEHUS  CIIOCOOBI  TIO
HACTOSAIEMY H300pPETEHUI0 NPEAYCMAaTPUBAIOT BBEIEHHE TEpaneBTHUECKH 3(PQPeKTHBHOrO
konndecTBa Oucneuuduueckoro anrurena k CD20/CD3 cyowekty ¢ CD20+ B-knerounoit
3JI0KaueCTBEHHOH onyxospto. COorlacHO KOHKPETHBIM BapHaHTaM OCYIIECTBIEHUs B-kierouHas
3JI0KAQUECTBEHHAs! ONyXOJb IPEACTaBIsieT COOOM OCTpbIi JUMQPOONACTHBIN JIEWKO3 WM
XpoHu4deckuil — guMmdonurapHbii  Jeliko3.  CoryiacHO — JOMOJHUTENbHBIM  BapUaHTaM
OCYLIECTBJIEHUs B-KjeTouHas 3J0Ka4eCTBEHHAs OINyXOJb SBJSIETCS BSUIOTEKyIled Wiu
arpeccuBHO. COrIacHO OIpeAeIeHHBIM BApUAHTAM OCYINECTBIICHUS Y CyOBEeKTa He HAOIOAaIH
OTBET HAa NPENLIECTBYIOIIYI0 TEPANHI0 MJIM HAOMIOJANU PELUIUB IOCHE IMPENIIeCTBYIOIEH
Tepanuu (Hampumep, ¢ npuMeHeHneM uHruouropa CD20, takoro kak purykcumad). CormacHo
OINPEAETICHHbIM BapUaHTaM OCYIIECTBIEHUS] CHOCOOBI IO HACTOSIIEMY H300pETEHHIO
JOTIOJIHUTEIPHO TPeNyCMaTPUBAIOT BBeneHue aHTuTena k PD-1 cyObekty ¢ B-kierouHoi
3JI0Ka4Y€CTBEHHOM OIMyXOJIbIO.

[0043] CornacHo omnpeneNeHHbIM BapUaHTaM  OCYILIECTBJIEHUS  CIIOCOOBI  TO
HACTOSIIEMY H300pPETEHUIO MPEAyCMAaTPUBAIOT BBENEHUE HYKIAOIIEMYCS B 3TOM CYOBEKTY
aatutena Kk PD-1 B komOunHanuu ¢ Oucneunpuyeckum anturensom k CD20/CD3 B kauectse
JEYCHHsT «TEepPBOW JIMHUWY (HAmpUMep, HavajbHOW cTamuu JiedeHus). CoOrjgacHo Ipyrum
BapUAHTAM OCYINECTBJIEHUs aHTUTENO K PD-1 B koMOmnHanun ¢ OucnennpuaeckuM aHTHTEIOM K
CD20/CD3 BBOIAT B Ka4eCTBE JICUSHHsI KBTOPOU JIMHUI» (HAIPUMep, MOCe MPEeAIeCTBYIOIIeH
teparmu). Hanpumep, antureno k PD-1 B komOuHammu ¢ OucnennpuyecKuM aHTUTEIOM K
CD20/CD3 BBOZST B KauecTBe JICUEHHs «BTOPOW JIMHUM» CyOBEKTy, Y KOTOPOro HaOJIOHAIOT
peLUANB MOCHE MPENUISCTBYIOIEH Tepanuy ¢ NMPUMEHEHHEM, HAalpuMep, XUMHOTEpPAid WIH
puTykcumaoa.

[0044] CornacHo omnpeneNeHHbIM BapUAaHTAM  OCYILIECTBIIEHUS  CIIOCOOBI  TIO
HACTOSIIEMY M300pPETeHHUI0 NMPUMEHSIOT Ui JieueHus mnanueHta ¢ MRD-monokutenbHbIM
3aboneBaHreM. MuHHManbHOEe octatouHoe 3aboneBanne (MRD) otHOocHuTCs K HEOOIBIIOMY
YHCJTy OMYyXOJEBBIX KJIETOK, KOTOPBIE OCTAIOTCS Y MAalMEHTa B MPOLECCE FUIN IMOCIE JICUSHHS,
NpUYeM y MaleHTa MOTYT HaONMIoAaTh WIM MOTYT He HaONoAaTh CUMITOMBI WIN TPU3HAKU

3aboneBanusi. Takue OCTATOYHBIE OMyXOJIEBBIC KIJICTKHU, €CJIM HUX HE YCTPAHUJIM, 3a4YaCTYHO
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SABJISTFOTCSI MPUYMHONW peunansa 3a0oneBanus. Hacrosimee m3oOpeTeHHe BKIIIOYAET CIOCOOBI
UHTHOMPOBAHUSl W/WJIM YCTPAHEHHsS OCTAaTOYHBIX OITYXOJEBBIX KJETOK Y TMAaIlUeHTa I10Cie
tectupoBaHus B oTHomieHMM MRD. MRD MOXHO OLleHHMBaTb B COOTBETCTBHM C U3BECTHBIMU B
IaHHOW oOmactu crocobamMu (HampuMmep, MPOTOYHOH LUTOMETpuH i BeIiBIeHHs MRD).
CriocoObl B COOTBETCTBHUH C 3THUM AaCHEKTOM HACTOSALIETO H300pPETEHHs NPenyCMaTPUBAIOT
BBeieHne aHTuTena Kk PD-1 B komOmnanmum c Oucneruduueckum antutenom k CD20/CD3
HYKJAIOLIEMYCsI B 3TOM CYOBEKTY.

[0045] CnocoObl o HacTosieMy HU300pPETEHHIO B COOTBETCTBUU C OIpPeNeSIeHHbIMU
BApPUAHTAMU OCYINECTBJIECHUS IPEIyCMATPUBAIOT BBEIACHHUE CYOBEKTY TepaneBTHYECKU
3¢ (exTUBHOro KoMu4ecTBa Kakaoro w3 aHtutena k PD-1 u Oucnenmnpuueckoro aHturena K
CD20/CD3 B xoMOMHALMU C TPETHUM TEPANEBTHUECKUM CPEICTBOM. TpeTbe TeparmeBTHYECKOe
CPEICTBO MOXKET TPEACTABIATh COOOH CpencTBO, BBIOPAHHOE W3 TPYIMIbL, COCTOSINEH,
Harpumep,us obnyuenus, XUMHOTEpaIuy, XUPYPTUYECKOTrO BMEILIATEbCTBA,
NPOTUBOONYXOJIEeBOH BakuuHbl, uHrHOuTopa PD-L1 (mampumep, antutenma x PD-L1),
uaruouropa LAG3 (nanpumep, antutena k LAG3), uaruduropa CTLA-4, uaruburopa TIM3,
unruburopa BTLA, wunruburopa TIGIT, unruburopa CD47, unHruburopa HHIOJAMHH-2,3-
mrokcurenassl (IDO), anraronucra gaxropa pocra supotenusi cocynoB (VEGF), unruburopa
Ang2, wunrubutopa Ttpanchopmupyromero pocroBoro (akropa Oera (TGF[P), unruburopa
peuenrtopa snuaepmanbHoro gakropa pocta (EGFR), antutena x omyxosecrnenupuuecKkoMy
antureny (Hanpumep, CA9, CA12S5, accounnpoBanHoMy ¢ MenaHomoi antureny 3 (MAGE3),
sMOpuoHanbHOMY omyxosieBomy aHtureHy (CEA), BumenTuny, onyxosnesoii M2-PK, mpocrat-
cneundpuyeckomy antureny (PSA), myumny-1, MART-1 u CA19-9), Bakumubl (Hanmpumep,
Oaummiel - Kanpmera-I epeHa), TpaHyJIOLUTAPHO-MOHOLIUTAPHOTO KOJOHUECTHMYJIHPYIOIIErO
(bakTOpa, LMTOTOKCHHA, XUMHOTEPANIEBTUYECKOrO cpencrsa, uHruouropa IL-6R, mHruburopa
IL-4R, wunruburopa IL-10, uwmrokmna, takoro kak IL-2, IL-7, IL-21 wu IL-15,
NPOTUBOBOCIIAIUTENILHOTO  JIEKAPCTBEHHOTO CPEACTBA, TAKOrO KaK KOPTUKOCTEPOUABL, U
HECTEPOHMIHBIX MPOTUBOBOCHAIUTENBHBIX JIEKAPCTBEHHBIX CPEICTB U AUETUYECKOH T0OaBKH,
TAaKOM Kak aHTUOKCHIAAHTHI. COrJacHO OIpeneNeHHbIM BapHAHTAM OCYINECTBJICHHUS] aHTHTENA
MOXXHO BBOIUTh B KOMOHMHALIMK C TepamueH, BKIIOYAas XUMHOTEPANEBTHUECKOE CPEACTBO,
oOyydeHne W XUPYPrudeckoe BMEIIATENbCTBO. B KOHTEKCTEe HACTOSIIEro NJOKYMeHTa ¢pasza «B
KOMOMHAIIMK C» O3HAYaeT, YTO AaHTUTENAa BBONAT CYOBEKTY OJHOBPEMEHHO C BBEIACHHUEM
TPETBErO TEPANEeBTUYECKOTO CPENCTBA, HEMOCPEICTBEHHO MEPeA HUM WM Cpasy IMOCHe Hero.
CornacHo ompeneneHHbIM BapHAHTAM OCYIIECTBICHHS TPETbE TEPANEBTHUECKOE CPEICTBO
BBOIST B BHJE KOMOMHHPOBAHHOTO cocTaBa ¢ aHTHTeNaMu. COriacHO CXOAHOMY BapUaHTY

OCYILIECTBJICHHUA HACTOALIECC I/1306peTeHI/Ie BKJIKOYACT CHOC06I:>I, npeayCcMarpruBarOiue BBEICHUEC
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TepaneBTruecku 3(dexTuBHOro Koamuectsa aHtureaa k PD-1 B koMmOuHamuu ¢
oucnermduueckum antutenom k CD20/CD3  cyObekTy, KOTOPBI NPOXOIUT MPOrpaMMy
¢doHoBOI mpoTHBOOMYXO0NEBOH Tepanuu. [IporpamMmma (OHOBOH HMPOTHBOOIYXOJIEBOH TEpANuU
MOXET MpeayCMaTpuBaTh Kypc NpHeMa, HaNpUMep, XMUMHUOTEPAIeBTUYECKOTO CPEACTBA WU
npoBeaeHne oOnyderus. AaTuTeno k PD-1 B komOuHaumu ¢ OucnenupuieckiuM aHTHTEIOM K
CD20/CD3 moxHO 100aBnsaTh K nporpaMme (GOHOBOW NMPOTUBOOMYXO0J1eBOi Tepanuu. CoriacHo
HEKOTOpPHIM BapHUaHTaM OCYINECTBJICHUS aHTHUTENa AO00ABJSIOT B KAa4ECTBE YaCTH CXEMBI CO
«CTYNEHYaThIM  COKpallleHWeM IpHMeHeHus (OHOBOH  Tepamum», rae  (POHOBYIO
NPOTHUBOOIYXOJIEBYIO TEPANUI0 Y CyObEKTa IIOCTENEHHO OTMEHSIOT Ha TNPOTSIKEHUU
OTIpPeNesIeHHOro Tepruoia BpeMeHU (Hampumep, CTYNMeHYaTbIM Oo0pa3oM), TOTrAa KakK aHTHUTeNa
CyOBEKTY BBOASAT NPHU MOCTOSHHON J103€, WM C BO3PACTAHUEM JI03bl, I CO CHIDKEHHEM JIO3Bl,
Ha MPOTSKEHUU ONPEAESICHHOT O EPHO/Ia BPEMEHH.

[0046] CornmacHo ompenejleHHbIM BapHaHTaM OCYLIECTBJCHHsS CHOCOOBI IO
HACTOSIIIEMY H300pETeHUI0 MPEeNyCMAaTPHBAIOT BBENEHHE HYXKIAOLEMYCS B 3TOM CyOBEKTY
TepaneBTUUecKH 3(PPEKTUBHOrO KoJnyecTBa anTurena kK PD-1 B koMOnHaIMM ¢ TepaneBTHYeCKU
3¢ eKkTUBHBIM KOJHUYecTBOM Oucneuuduueckoro antutena k CD20/CD3, rme BBeneHue
AHTUTEJl TPUBOAWT K TMOBBILICHUIO CTENEHM WHrHOMpoBaHUs pocta omyxonu. CoriacHo
OMpEeIeNIEHHbIM BapHAHTaM OCYINECTBIEHUS] MPOHCXOAUT MHTHOMPOBAHUE POCTA OMYyXOJH TIO
MeHbLIeH Mepe Ha mnpuOmmsureabHo 10%, npubmmsurensHo 20%, npubmusutensHo 30%,
npubmusuTensHo 40%, nmpubnusurtensHo 50%, npubmusurensHo 60%, npubnausurensHo 70%
win npubnmsuTenbHo 80% 1O CpaBHEHHIO C CyOBEKTOM, HE MOMJIEKAIIMM JICUCHHUIO, WU
CyOBEKTOM, KOTOPOMY BBOAMWIN JIIOOOE€ W3 AHTHTE]I B KadecTBe MoHoTepanuu. CoriacHO
OMpenesieHHbIM  BapWaHTaM  OCYINECTBJIEHUS  BBedeHwe aHtuTrena k PD-1 w/mimm
oucnermduueckoro antutena k CD20/CD3 npuBOAUT K TOBBIIIEHHIO CTEIEHH PErpeccuu
OIyXOJIM, YMEHBLICHHIO Pa3MEPOB H/HJIM HCYE3HOBEHHUIO Omyxoju. COrJacHO OmNpeneseHHbIM
BapUAHTAM OCYINECTBJICHHUS BBeleHUe aHTuTena K PD-1 w/mmu Oucneunpudeckoro aHturena K
CD20/CD3 npuBOAUT K 3aI€PKKE POCTAa M Pa3BUTHSI OMYXOJIH, HAIIPUMEDP, POCT OMYXOJIH MOKET
3alepKUBAThC Ha MPUOTU3UTENBHO 3 mHs, Oonee yeM Ha 3 OHS, Ha MPUONUZUTENBHO 7 THEH,
Oonee yem Ha 7 mHeii, Oosee yeM Ha 15 mgHeil, Oosee dyem Ha 1 mecsi, Oojiee yeMm Ha 3 MecsIa,
Ooutee uem Ha 6 MecsieB, Oosee yeM Ha 1 rox, Oojee yeM Ha 2 roga uiau OoJiee YeM Ha 3 roja mo
CPaBHEHHIO C CYOBEKTOM, HE TOMJISKAIIUM JICYCHUIO, MM CyOBEKTOM, KOTOPOTO JISUMIIH
moObIM W3 aHTUTEN B KadecTBe MoHoTepanuu. COIJIaCHO OMNpeneleHHbIM BapUaHTaM
OCYyILIEeCTBIIeHHs BBeAeHHE aHTuTena Kk PD-1 B komOnHaumm ¢ OucrnenuduyeckumM aHTHTEIIOM K
CD20/CD3 ofecrieunBaeT TMpenynpekAeHHe MOBTOPHOTO TMOSIBJICHHS OMyXOJU  H/WITU

YBCJIUUCHUEC NPOAOIIKUTEIIbHOCTH BBIKHBAHU A CY6’beKTa, Harnpumep, obecrieunBaer YBCIINYUCHUC
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MPOAOKUTEIPHOCTH BhDKUBAHUS Ooyiee yeM Ha 15 nHel, Oonee yem Ha 1 mecsn, Oosiee 4em Ha
3 mecsua, Oojiee ueM Ha 6 mecsleB, Oosee yeM Ha 12 Mecsites, Oojiee yeM Ha 18 mecsies, Ooee
yeMm Ha 24 mecsiua, 6ojee yeM Ha 36 mecsieB win Oosiee 4eM Ha 48 MecsilieB MO CPABHEHUIO C
CyOBEKTOM, HE MOJIeKAINUM JICUSHHIO, WIH CyOBEKTOM, KOTOPOMY BBOZST JIFOOOE U3 aHTUTEN B
kadecTBe MoHoTepanuu. COracHO ONpefeNeHHbIM BapUAHTAM OCYINECTBJIEHUS] BBEICHUE
aHTUTEN] B KOMOMHALMN 00€CIIeUnBAET MOBBILICHNE BBDKMBAEMOCTH 0€3 MPOrpecCupoBaHMs WIN
oOmeli BbpKMBaeMocTH. COrJIaCHO ONpeneNeHHbIM BapUaHTaM OCYILIECTBICHHUS BBEICHUE
antutena k PD-1 B komOnnauuu ¢ oucnenuduueckum antutenom k CD20/CD3 obecnieunBaer
yCUJIEHHE OTBETA U YBEJIMUYEHHE MTPOAODKUTENIbHOCTH OTBETA y CyOBbeKTa, HarpuMep, Oojee yem
Ha 2%, Oosee uem Ha 3%, Oosee yeM Ha 4%, Oosiee yem Ha 5%, OoJiee uem Ha 6%, Oojiee yeM Ha
7%, 6onee yeM Ha 8%, Oosiee uem Ha 9%, Oonee yem Ha 10%, Oosiee uem Ha 20%, OoJiee yem Ha
30%, Gonee yem Ha 40% unu Gonee yem Ha 5S0% MO CPAaBHEHHIO C CYOBEKTOM, HE MOJIEIKAIIUM
JICYCHUIO0, WIN CYOBEKTOM, KOTOPBIH MOJydaer Jo00e M3 aHTUTEN B Ka4eCTBE MOHOTEPAInu.
CornacHo omnpezeNeHHbIM BapUaHTaM OCYINECTBJICHUS BBeAeHHMe aHTHTena k PD-1 w/wmm
Oucneunduueckoro anturena k CD20/CD3 cyOwekty ¢ B-kieTodHoll 3510KauecTBEHHOM
OIYXOJIbKO MPUBOAUT K MOJHOMY MCYE3HOBEHUIO BCEX MPU3HAKOB HAJIUYHS OIMYXOJEBBIX KJIETOK
(«nonHbIi oTBeT»). COrNIaCHO OMpeNeeHHbIM BapHAHTaM OCYLIECTBICHHS BBEEHHE aHTUTENA K
PD-1 w/umu Oucnenududeckoro antutena k CD20/CD3  cyOwbekty ¢ B-kierouHoi
3JI0KAQUYECTBEHHOH OIMyXOJIbIO MPUBOAMT MO MeHbIIeH Mepe kK 30% wiu GoJbineMy yMEHbIISHHIO
YHCIa ONYyXOJIEBBIX KIETOK WM pa3Mepa Omyxoiu («yacTwdHblii orBeT»). CormacHo
OMpenesieHHbIM  BapWaHTaM  OCYINECTBJIEHUS  BBedeHWe aHTtuTena kK PD-1  w/mimm
oucnermduueckoro anturena k CD20/CD3 cyOwekry ¢ B-kierouHo#l 310Ka4ecTBEHHOMN
OMYXOJIbKO MPUBOAUT K MOJHOMY WJIH YaCTHYHOMY HMCUE3HOBEHHIO OIyXOJIEBBIX KJIETOK/OYaros,
BKJIFOYAs HOBBbIE MOANAIOIINECS M3MepeHuto ovard. [lomaBineHne OmyXxojau MOMKHO H3MEPSITh C
MOMOIIBIO  JTEOOOrO0 M3  UW3BECTHBIX B JaHHOW  o0macté  cmocoOOB,  Hampumep,
PEHTI€HOJIOTUYECKUX  HMCCIENOBAHUH, TO3UTPOHHO-3MUCCHOHHOW  Tomorpadpum  (I19T),
kommnbroTepHoii  Tomorpagpuu  (KT),  marHuTHO-pe3oHaHcHOl — Tomorpadpuu  (MPT),
LIUTOJIOTUYECKOTO  MCCIICZIOBAHUS, THCTOJIOTHYECKOTO HWCCIIEOBAHUS WM MOJIEKYJISIPHO-
TeHETHYECKIX aHAJTN30B.

[0047] CornmacHo oOmpeneneHHbIM  BapUaHTAM  OCYLIECTBIEHUS ~ KOMOMHALIUS
BBOJUMBIX AHTUTEN SIBJISIETCSI O€30MacCHOM M XOpPOIIO IEPEHOCHTCS NAalMEHTOM, INpPHYEM
TIOBBIIICHHE B OTHOIIEHWU HEKeJIaTeNbHOrO MoOOYHOro 3¢dekra OTCYTCTBYeT (Hampumep,
TIOBBIIICHHASI CTEMEHb BHICBOOOKISHHS IIUTOKUHOB («LIUTOKWHOBBIN [ITOPMY) WJIH MOBBIIIEHHAS
akTuBanusl T-KJIETOK), MO CPaBHEHUIO C MALMEHTOM, KOTOPOMY BBOAST OucCHenudpuieckoe

AHTUTECJIO B KAYECTBE MOHOTECpAIIU.
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AnTtuTesa K PD-1 u ux aHTHUreHcssisbiBaomue ¢pparMeHThl

[0048] B cooreercTBUM C ONPENEICHHBIMH WJUIIOCTPATUBHBIMH  BapUaHTAMH
OCYLIECTBIIEHUsT ~ HACTOSIIIEr0  W300peTeHHs  CrocoObl  MPEeNyCMaTPUBAIOT — BBEICHUE
TepaneBTHUeCKH 3¢ (PeKTUBHOrO KonndecTsa antutena kK PD-1 unm ero aHTHreHCBSI3bIBAIOLIETO
¢parmenTa. TepMUH «aHTUTENO» B KOHTEKCTE HACTOSALIETO JOKYMEHTA BKJIIOUAET MOJIEKYJIbI
UMMYHOTJIOOYJIMHOB, COAEpIKAIIe YeThIpe MOJIUIENTHAHbIE LenH, aBe Tspkenble (H) nenu u nse
nerkve (L) wmemm, coemuHeHHbIE APYr € JAPYroM AMCYJIb(UAHBIMH CBA3SIMH, & TaKKe HUX
MynbTUMepbl (Hampumep, IgM). B cocraBe TUNMUHOrO aHTUTENA KaxKaas TsDKenas Lelb
COMEP>KUT BapuabeNpHy0 00JaCTh TSDKENOH Lienu (B HACTOSINEM JOKYMEHTE COKpPALIeHO Kak
HCVR unu Vu) 1 KOHCTaHTHYIO 00nacTh Tspkenoi nenu. KoHcranTHas obmacTh TSDKENOH Lenu
copepxxur Tpu nomeHa, Cul, Cu2 m Cu3. Kaxnas nerkas nenb COAEPXKUT BapuaOeIbHYIO
oOmactp Jerkoil uenu (B HacrosieM JokyMeHTe cokpameHo kak LCVR wmm Vi) u
KOHCTAHTHYIO 00J1acTh Jierkoi riernu. KoHncTanTHast 001aCTh JIErKOH ey COAEePIKUT OUH JOMEH
(CLl). Vu- m VL-001acTH NOMOJHUTEIBHO MOTYT OBITh pas3leNieHbl Ha TUnepBapHadesbHbIE
obmacty, Ha3blBaeMble  ONPEAEISIOUIMMU  KOMIUIeMeHTapHocTh  obmactsimu  (CDR),
nepeMekaroIuecst ¢ 00JIaCTsIMU, KOTOPBIE SIBIISTFOTCS 0OJiee KOHCEPBATHBHBIMY, HA3bIBAEMBIMU
kapkacHbiMu obnactsimu (FR). Kaxxnmas Vu m Vo coctrour m3 tpex CDR u uersipex FR,
PacMoNIOKEHHBIX, OT aMHUHO-KOHLIA K KapOOKCH-KOHIly, B cienyromem nopsiake: FR1, CDRI,
FR2, CDR2, FR3, CDR3, FR4. CornacHO OTIUYHBIM BapHaHTaM OCYINECTBJICHUsS] HACTOSILIErO
n3zobperenust FR anturena k IL-4R (wim ero aHTHreHCBSI3BIBAKOLIEH YaCTH) MOTYT ObITh
UJICHTUYHBIMU TIOCJIEZIOBATENIbHOCTSM  3apOABIIIEBON JIMHUM YEJOBEKAa WJIM MOTYT OBITh
€CTeCTBEHHbIM WJIH HCKYCCTBEHHBIM 00pa3oM  MOIU(PHUIHMPOBAHBL. AMHHOKHCIOTHYIO
KOHCEHCYCHYIO TOCJI€ZIOBATEIbHOCTb MOKHO ONpEeNisiTh Ha OCHOBE CPaBHUTEJNBHOIO aHaJN3a
nByx uiu 6onee CDR.

[0049] TepMUH «aHTHUTENIO» B KOHTEKCTE HACTOALLErO JTOKYMEHTA TaK)Ke BKJIIOUAET
AHTUT€HCBSA3BIBAIOIINE (parMeHTsI MOJIEKY I TIOJIHBIX AHTUTEIL Tepmunbl
«aHTUTEHCBS3BIBAIOINAS YaCTh» aHTUTENA, KAHTHUIC€HCBSI3bIBAIOLINI ()parMeHT» aHTHUTENA | T. 1.
B KOHTEKCTE€ HACTOSIIEr0 JOKYMEHTa BKIIIOYAKT JIFOOOHW BCTPEYAIOINMHCS B MPHUPOAE,
NOJTy4aeMblid pepMEHTATUBHBIM ITyTE€M, CHHTETUUECKUH WM MOJYYEHHBIH C TIOMOIIBI0 METOIOB
TeHHOW WHXXCHEPHH TMOJUNENTH I WIN TIHKOIMPOTEHH, KOTOPBIA CIEeHU(UUECKH CBS3BIBAET
aHTHUTeH ¢ 00pa30BaHMEM KOMIUIEKCA. AHTUTECHCBSI3bIBAIOIINE (PpAarMEHThI AHTUTENA MOTYT OBITh
NOJIYYEHB], HANpUMep, M3 MOJIEKYJNl TOJHBIX AHTUTEN C NMPUMEHEHHEM JIFOOBIX IMOIXOISIINX
CTaHapTHBIX METOJUK, TAKUX KaK METOJUKHU Ha OCHOBE MPOTEOJUTHUECKOTrO pacllerIeHHs Win
METONIbI  TeHeTWYeCKoiW  wHkeHepun  pekomOmHanTHRIX JIHK, mnpeaycmarpuBaroime

ocyumiectBiieHne Manunyjsiquid  u  skcnpeccun  JIHK, komupyromeit BapwaOesibHBIE U
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HeoOs13aTeNbHO KOHCTaHTHBIE foMeHbl antuTen. Takas JIHK m3BecTHa w/wim Jierko JOCTYIHA,
Harpumep, 3 Kommepuecknx ucToyHMkoB, JIHK-OmOnmorek (Bkirouasi, Hampumep, ¢arosble
Oubnuorekn aHTUTEN), WIM OHa MOXeT ObiThb cuHTesuposaHa. JIHK moxHO moaseprath
CEKBEHHPOBAHUI0 M XUMHYECKUM MAHHUITYJSLUSAM C NPUMEHEHHEM METOIOB MOJIEKYJISIPHON
OWoJIoTHy, HampuMmep, 4YTOObI PAa3MECTUThb OIHMH WM HECKOJBKO BapuadeNbHbIX —H/HITN
KOHCTaHTHBIX JOMEHOB B MOAXOASIIEH KOHPUTYPALIUH, WIH IJIs BKIFOYEHUs] KOJOHOB, BHECEHUS
LICTENHOBBIX OCTaTKOB, MOAM(pHUKanmy, T0OABICHUS N YAAJIEHUS aMIHOKUCIIOT U T. .

[0050] Heorpanuuusarouue NPUMEPBl  AHTUIEHCBSA3BIBAIOIIUX ¢bparmeHToB
BkmovaroT: (1) Fab-pparmentsr; (i1) F(ab')2-¢pparmentsr, (ii1) Fd-¢pparmentsr, (iv) Fv-
¢bparmenTer;, (v) Mojekysbl oxHouenodewHblx Fv (scFv); (vi) dAb-¢parmentsr u (vii)
MHUHHMMAJIbHbIE PACIIO3HAIOIINE €IUHUIIBI, COCTOSIINE U3 AMHUHOKUCIIOTHBIX OCTATKOB, KOTOpBIE
UMUTHUPYIOT TUnepapuabenbHylo o0nacTb aHTUTENa (HAnpUMep, BBIACICHHAs! ONpPeesIsoInast
KoMIuieMeHTapHocTh obnactb (CDR), xak, Hanpumep, CDR3-nenTun), win npocTpaHCTBEHHO
orpannueHHblil nentua FR3-CDR3-FR4. JIpyrue cKOHCTpyHpPOBAaHHbIE MOJIEKYJIBI, TaKHE Kak
IOMEeH-crieliUIeckue aHTUTeNa, OIHONOMEHHBbIE AaHTHUTEeNa, AaHTUTeNa C YAAJCHHBIMH
JIOMEHaMHU, XUMepHble aHTuTena, anturena ¢ npusutbiMu CDR, nuatena, Tpuarena, Terparena,
MHHUAHTUTEIA, HAHOAHTHTENA (HAmpUMep, OJHOBAJEHTHBbIE HAHOAHTHTENA, IBYXBAJECHTHbIC
HAHOAHTUTENA M T. 1), IMMYHO(apMaleBTHYECKHE CPEICTBA HAa OCHOBE MOIYJIbHOTO Oelka
mayioro pasmepa (SMIP) u BapuabGenbHbie noMeHbl IgNAR akyiibl, B KOHTEKCTE HACTOSIIETO
JOKYMEHTA TaK)K€ OXBaY€Hbl BBIPAKEHHUEM «aHTUTE€HCBSI3bIBAIOIIUI (pparMeHTy.

[0051] AHTUTreHCBSI3bIBAOIIMK (PparMeHT aHTUTENA, KaK MPaBHIIO, OyIeT comepikaThb
10 MEHbLIeH Mepe OAMH BapuadeNbHbId TOMeH. BapuaOenbHblii JOMEH MOXKET UMETh JIF0OOH
pasMep WM aMUHOKHMCIIOTHBIA COCTaB, U OOBIYHO OyZeT comeprkaTh MO MEHbIIEH Mepe OIHY
CDR, koTopasi IpUMBIKA€T K OIHOM HJIM HECKOJBKUM KapKaCHBIM IOCIEIOBATEIBHOCTSIM U
HAXOIUTCS C HUIMU B OHOH paMKe CUHTHIBaHMS. B aHTHUT€HCBSA3BIBAIOIIMX (parMeHTax ¢ Vu-
JOMEHOM, aCCOLMMPOBAHHBIM C VL-IOMEHOM, VH- U VL-ITOMEHBI MOTYT OBITb PaCIIOJIOKEHBI
OTHOCHTENIbHO Ipyr Apyra B moOoi moxxoxsimeii koHdurypauuu. Hampumep, BapmabenbHas
00j1acTb MOKET OBITH NMMEPHOU U comeps:kaTh auMepbl Vu-Vu, Vu-VL win Vi-Vi. B kauectse
AbTEPHATHBBI, AHTUTEHCBSI3BIBAIOIINI ()ParMeHT aHTHTENa MOXET COAEepKaThb MOHOMEPHBIN
V- nnu Vi-nomen.

[0052] CornacHo ompeneneHHbIM BapHaHTaM OCYIIECTBICHUS AHTUTCHCBS3bIBAIOLITUI
(parMeHT aHTUTENa MOXKET COAepXaTb MO MEHbLIEH Mepe OIWH BapHaOENbHBbIH JIOMEH,
KOBAJIEHTHO CBS3aHHbIA 1O MEHbLIEH Mepe ¢ OJHUM KOHCTAHTHBIM  JOMEHOM.
HeorpannumBaronyie WJUTIOCTPATUBHBIE KOH(Urypauuu BapHaOENbHBIX M KOHCTAHTHBIX

AOMEHOB, KOTOPBIC MOKHO HaWTH B npeaciiax aHTUreHCBA3bIBAOUICTO (I)parMeHTa AHTUTCIIA 110
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HacTosimeMy u3obOpereHuro, BKOYarOT: (1) Vu-Cul; (i) Vu-Cu2; (ii1) Vu-Ca3; (iv) Vu-Cal-
Cu2; (v) Vu-Cal-Cu2-Cx3; (v1) Vu-Cu2-Cu3; (vii) Vu-Cr; (viil) VL-Cul; (ix) Vi-Cu2; (x) Vi-
CH3; (Xi) VL-CHI-CHz; (Xii) VL-CHl-CHZ-CH?); (Xiii) Vi-Cu2-Cu3 u (XiV) Vi-CL. B mroboii
KOH(pHUrypanuu BapHaOeNbHbIX U KOHCTAHTHBIX JOMEHOB, BKJIOYas JIOOYIO W3 NPHUBEIEHHBIX
BBILIIE WJITFOCTPATHBHBIX KOH(Urypanuii, BapuadeabHble 1 KOHCTAHTHBIE JOMEHBI MOTYT OBITh
100 HEMOCPENCTBEHHO COEAMHEHBI IPYT € APYroM, JHOO MOTYT OBbITh COEMHEHBI IOCPEACTBOM
MOJIHOM WJIM YaCTUYHOW IMapHUPHOHN obnactu wiw jguHKepHOH obnmactu. [llapHupHas oOmactb
MOJKET COCTOATh MO MeHblIel Mepe u3 2 (Hampumep, S5, 10, 15, 20, 40, 60 unmu Oombiue)
AMHHOKHCIIOT, KOTOpblE 00eCreYnBal0T rHOKOe MM MOJIYTHOKOE COeNMHEHHE PACIIONOKEHHbBIX
psnoM BapuaOeNnbHBIX W/WIM KOHCTAHTHBIX JOMEHOB B IIpefeiax OAHOH MOJIEKYJIbI
nojunentuna. bomee TOro, aHTUreHCBA3BIBAIOIIUN (pParMeHT AaHTUTENa I0 HACTOSIIEMY
N300pETeHNI0 MOXET IpeAyCMaTpuBaThb TOMOAMMEpP WM rerepoauMep (WM JApyroi
MyJIbTUMEp) JIE0OOH M3 NMPUBEAEHHBIX BbIE KOH(PUIypanuii BapraOeTbHBIX M KOHCTAHTHBIX
JIOMEHOB, HEKOBAJEHTHO CBSI3aHHBIE JAPYr C JAPYrOM W/WIM C OZHMM WJIH HECKOJIbKHMH
MOHOMEPHBIMU Va- WJIH VL-nomenamu (manpumep, NIOCPENCTBOM
aucynbGuIHON(IuCYIb(GUIHBIX ) CBA3U(CBSA3EH)).

[0053] TepMuUH «aHTUTENO» B KOHTEKCTE HACTOSIIETO JAOKYMEHTA TAKXKe BKJIOYAET
nonucnenudpudeckue (Hampumep, Oucneuududeckue) anHtutena. llomucnenudpuyeckoe
AHTHUTENIO WJIM aHTUTCHCBSI3bIBAIOIINHN (PparMEHT aHTUTENA, KaK MPaBUJIO, OYAyT ComepKaTh IO
MeHbIIEH Mepe IBa pasHbIX BapuaOebHBIX IOMEHA, TAe KaXIbli BapHaOeNbHbIH JTOMEH
cnocobeH cnenu(uyecku CBS3bIBATBCS C OTACIbHBIM AHTUTCHOM MJIM IAPYTUM SIMUTONOM Ha
OOHOM U TOM ke anrtureHe. JlroOol Qopmar nomucnenudpuyeckoro aHTUTENd MOXKHO
alanTUPOBATh JJISl MPUMEHEHHsI B KOHTEKCTEe aHTHTENA MJIM aHTHUI€HCBSI3bIBAIOLIETO (hparMeHTa
aHTHUTENa TI0 HACTOALIEMY H300PETEHHMIO C NMPUMEHEHHEM OOBIYHBIX METOAWK, W3BECTHBIX B
naHHoW  obpmactm.  Hanpumep,  Hactosimee — W300peTeHHE  BKJIIOYAET  CIIOCOOBI,
npeaycCMaTpUBAOIINE TNPUMEHEHHe OucnenuUyecKux  aHTHTEN, TA€ OOHO  IUIeHO
UMMyHOIIOOYJIMHA sIBJsieTCsl crienuduieckuM B oTHomeHHH PD-1 wmm ero ¢parmenra, a
APYTOE TJIEU0 UMMYHOTJIOOYIIMHA SIBJISIETCS CIELU(PUIECKUM B OTHOLIEHHH BTOPOH MHUIIEHH IS
TEPANeBTUYECKOTO BO3NEHCTBHS MM KOHBIOTUPOBAH C TEPANEBTUYECKUM COCTUHEHUEM.
UnmocrtpatuBHble Oucnenuduyeckue (opmMaTsl, KOTOPbIE MOXKHO TNPUMEHSTh B KOHTEKCTE
HACTOSIIIEr0 M300pEeTeHHs], BKIIOYAIOT 0O€3 OrpaHWYeHus, Hampumep, Oucnenupuyeckue
¢dopmarsl Ha ocHoBe scFv wnn B Buae nuatena, Oucneundudeckne GopMaTel B BUAE CIUSHUNA
IgG-scFv, Ig ¢ nBoiinbiMu BapuadenpHbIMH aomMeHamu (DVD), Quadroma, anTHTENna co
CTPYKTYPOH «BBICTYII BO BIAJUHY», aHTHTENA C OOIIEH JIETKOH Lenblo (HanmpuMmep, aHTUTeNa ¢

oOmieil Jlerkol Lembr0 CO CTPYKTYPOH «BBICTYIN BO BmamuHy» u T. A.), CrossMab, CrossFab,
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nojiyueHHOro Ha ocHoBe TexHoyoruu SEED anturena ((SEED)body), aHTHTENa, MOMTYy4E€HHOTO
MyTeM OMOCPENOBAaHHOW JIEHIIMHOBON 3acTeskkoi mumepmsanuu, Duobody, IgG1/IgG2, IgG ¢
Fab npoiinoro neiicteus (DAF) u 6ucnenuduyeckue popmatel Mab® (cm., nanpumep, Klein ez
al. 2012, mAbs 4:6, 1-11 u uutTupyembie B Hel CCBUIKH, IUIsi 0030pa MEPEYUCIICHHBIX BBIIIE
¢dopmaros). bucnennpudeckre aHTHTENA TAKXKE MOTYT OBITH CKOHCTPYUPOBAHBI C IPUMEHEHNEM
KOHBIOTHPOBAHUS NENTHA/HYKJIEHHOBAsI KMCJIOTA, HAIPUMED, TAe MPUMEHSIOT AMUHOKHUCIIOTHI HE
NPUPOAHOTO MPOUCXOKIEHHS C MIEPEKPECTHON XMMUYECKON aKTUBHOCTBIO JJISl OJIyYEHHUs CaiT-
crennpUIeCKX KOHBIOTATOB AHTHUTEJO-OJUIOHYKJIEOTH ], KOTOpPBIE 3aTe€M CaMOCOOUpPAIOTCs B
MYyJIbTUMEpPHbIE KOMIUIEKCHI C ONPEAENEHHBIM COCTAaBOM, BAJIEHTHOCTBIO M reomerpuei. (Cm.,
Hanpumep, Kazane et al., J. Am. Chem. Soc. [Epub: Dec. 4, 2012]).

[0054] [IIpumensiemble B criocobax MO HACTOSIIIEMY H300pPETEHUIO aHTUTENA MOTYT
NpeACTaBIATh cOO0M aHTUTena uenoBeka. Ilompa3symeBaeTcs, YTO B KOHTEKCTE HACTOSILEro
JIOKYMEHTa TEPMHH «AHTHUTEJI0O YeJOBeKa» BKJIIOYAET AaHTUTENa C BapHAOETbHBIMH U
KOHCTAHTHBIMU OOJIACTSIMH, TPOUCXOISAIIUMH M3 IOCIENOBATEIbHOCTEH HMMYHOIJIOOYIMHOB
3apOABILIEBON JIMHUKM YeNOBeKa. AHTHUTENa 4YelOBeKa IO HACTOSALIeMY H300pETeHHIO TeM He
MeHee MOT'YT COJEepKaThb AMHUHOKUCIIOTHBIE OCTATKH, HE KOAUPYEMble INOCIENOBATENIbHOCTIMU
UMMYHOTJIOOYJIMHOB  3apOABIIIEBOM JIMHUU 4YeJioBeKa (Hampumep, BCIIEACTBHE MYyTAllHiA,
BBEJICHHBIX TOCPEICTBOM CIIy4alHOTO WJIM CaWT-CIeU(HUEecKOro MyTareHesa in Vifro wim
BCJIEZICTBUE COMATHYECKOM MyTaluH in vivo), Hanpumep, B CDR u, B wacthoctu, CDR3. OnHako
MOAPA3yMEBAETCsl, UTO B KOHTEKCTE HACTOSIIIETrO TOKYMEHTa TEPMHH «AHTUTENIO YeJIOBEKa» He
BKJIFOYAET aHTHUTENA, B KOTOPhIX mocienoBarenbHocTd CDR, mpoucxonsimue U3 3apOonbliueBOi
JVHUW APYroro BHAA MJICKOMHUTAIOIIUX, HANPUMEp, MBIIIH, ObUTH TPHUBUTHI HA KapKaCHBIE
NOCJIEIOBATENIbHOCTH YEJIOBEKA.

[0055] [IIpumensiembie B criocobax MO HACTOSIEMY H300PETEHUIO AHTUTENA MOTYT
NPEACTaBISITh COOOW PEKOMOWHAHTHBIE aHTUTENa YeloBeka. IlompasymeBaercs, 4TO TEpMHUH
«PEKOMOMHAHTHOE AHTUTEJIO YEJIOBEKa» B KOHTEKCTE HACTOSINEro AOKYMEHTA BKIJIIOYAET BCE
AHTHUTENIa YeJIOBEKa, TMOJYYCHHbIC, SKCIPECCUPOBAHHBIC, CO3JAHHBbIE WJIHM BBIIEIEHHBIE C
MOMOIIBI0 PEKOMOMHAHTHBIX CIIOCOOOB, Kak, HAampuMep, aHTHTENA, 3KCIPECCHPOBAHHBIE C
NPUMEHEHHEM PEKOMOWHAHTHOTO BEKTOpPAa JKCIPECCHH, TPAHCPHULHUPOBAHHOTO B KIIETKY-
XO35IMHA (JIONIOJIHUTENIBHO OINMHCAHO HIDKE), AHTHUTENA, BBbIIEICHHbIE W3 PEKOMOWHAHTHOM
KOMOWHATOPHON OMONMOTEKM aHTUTEN YeJIOBeKa (JIOTOJHUTENIbHO OMUCAHO HUKE), aHTHUTENa,
NOJIY4YEeHHBbIE Y JKMBOTHOTO (HampuUMep, MBIIHN), KOTOPOE SIBISETCS TPAHCTCHHBIM MO T€HaM
UMMYHOTTIOOYJTMHOB desioBeka (cM., Hanpumep, Taylor et al. (1992) Nucl. Acids Res. 20:6287-
6295), win aHTWUTENa, TOJNYYEHHBbIE, SKCIPECCUPOBAHHBIE, CO3MAHHbIC WJIHM BBIIEJICHHBIE C

MOMOIIBIO IPYTUX CIIOCOOOB, KOTOPBIE BKIIFOUAIOT OOBEAMHEHHE IIOCIENI0BATENIbHOCTENH IeHOB
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UMMYHOTTIOOYJIMHOB ~ 4enoBeka ¢ apyrumu  nocienosarenbHocTssMu  JIHK.  Takwme
pPEeKOMOWHAHTHBIE AHTHUTENA YeNOBeKa CcoiepkaT BapuaOenbHblE MW KOHCTAHTHBIE OONACTH,
NPOUCXOSIINE U3 MOCIEN0BATEIbHOCTEH HMMYHOTIIOOYIIMHOB 3apOJBILIEBON JIMHAH YEJIOBEKA.
OnHako COrJacHO OMNpeneNeHHbIM BapUaHTaM OCYIIECTBJICHHsS] TakWe pPEKOMOMHAHTHBIE
aHTUTENIA YeNIOBeKAa IIOJBEPraroT in Vifro MyTtareHedy (Wid, B CIy4dae €CIU TPUMEHSIOT
JKUBOTHO€, TPAHCT€HHOE IO IOCJIENOBAaTEIbHOCTSM Ig 4enoBeka, in Vivo COMaTHYECKOMY
MyTareHesy), W, CJIEI0OBAaTEIbHO, AMHHOKHCIIOTHBIE ITOCIIEN0OBATENbHOCTH VH- U VL-oOnacreit
PEKOMOMHAHTHBIX AHTHUTEN NPEACTaBIBIIOT COOOW IOCIEAOBATENLHOCTH, KOTOPBIE, XOTS H
MIPOUCXOIAT U3 MOCIENOBATENBHOCTEN VH U VL 3apOABIIIEBON JIMHUHU Y€JIOBEKA, WIH SBJISIFOTCS
POACTBEHHBIMH UM, MOIYT HE CYLIECTBOBaTh B NPUPOAE B paMKax 3apojbllieBoro Habopa
AHTUTEJI YeJIOBEKA I1 VIVO.

[0056] B coorBercTBUM C  ONpENEJCHHBIMH  BapHaHTaMU  OCYLIECTBJICHUS
IPUMEHSeMbIe B CIIOCO0aX MO HACTOSALIEMY H300PETeHUI0 aHTUTENAa CIeLU(PHIECKH CBSI3bIBAIOT
PD-1. TepmuH «cmeungpuuecku CBs3bIBACT» M T. . O3HAYaeT, YTO AHTUTEJNO WM €ro
AHTUTEHCBS3BIBAIOIINI (parMeHT OOpa3yl0T C AHTUI€HOM KOMIUIEKC, KOTOPBIH SIBIISIETCSI
OTHOCHUTEJIbHO CTa0MIBHBIM B (husnonormyeckux ycioBusix. CrnocoObl ompenenseHus TOro,
CBSI3BIBAETCS JIU CIIEIM(PUIECKH AHTUTENIO C AHTUTE€HOM, XOPOIIO W3BECTHBI B IAHHOI 00J1aCTH, U
OHM BKJIIOYAIOT, HANpPUMEP, PABHOBECHBIN AMAIN3, METOJ IOBEPXHOCTHOIO IJIA3MOHHOIO
pesoHanca u T.a. Hampumep, aHTUTENO, KOTOpoe «crmeuuduuecku cpsizbiBaeTy PD-1 B
KOHTEKCTE HACTOSIILEro M300peTeHus] BKJIIOYAET aHTUTENa, KOTOpbie CBs3bIBAtOT PD-1 wiu ero
yacth ¢ Kp Menee dem mpubiusutensio 500 HM, mMeHee dem mpubnusutenbHo 300 HM, MeHee
yeM npubausurensHo 200 HM, wMeHee uem npuOnmsutenbHo 100 HM, MeHee udem
npubmusutensHo 90 HM, Mmenee uyem npubnusurenbHo 80 HM, MeHee 4eM NpHOJIH3UTEIBHO
70 HM, meHee yeM mpubmusuTenpHo 60 HM, MeHee yem mpuOnusurenbHo S0 HM, MeHee uem
npubmusutensHo 40 HM, Menee uyem npubnmsurenbHo 30 HM, MeHee 4eM NpHOJIH3UTEIBHO
20 HM, menHee ueM mnpubnuszuTeapbHo 10 HM, MeHee deM MpUONM3UTENLHO 5 HM, MeHee ueM
npubIM3nuTENbHO 4 HM, MeHee YeM NPUOIU3UTENbHO 3 HM, MeHee YeM MpUOIU3UTENbHO 2 HM,
MeHee 4eM npuoausuTenbHo | HM mim MeHee deM npuOmmsutenbHo 0,5 HM, Kak U3MEpeHo B
aHaJIu3€ Ha OCHOBE SIBJIEHUsI IOBEPXHOCTHOIO MJIa3MOHHOIO pe30HaHCa. BrineneHHoe aHTuTeno,
KoTOpoe crenududecku cBsi3biBaeT PD-1 yenoBeka, MOXKET, OIHAKO, XapaKTePU30BATHCS
MEPEKPECTHON PEAKTHUBHOCTBIO C APYTMMM aHTUI€HaMH, TaKUMHU Kak Mousekyisl PD-1 npyrux
BU/IOB (OTJIMYHBIX OT YEJIOBEKA).

[0057] B coorBercTBUM C ONpPENEICHHBIMH WJUIIOCTPATUBHBIMM  BapUaHTAMH
OCYIIECTBJICHHS] HACTOSIIEro nu3odpereHusi aHTuTeao Kk PD-1 uiam ero aHTHreHCBSI3BbIBAKOIIUI

¢dparmeHT conepkar BapuadenpHyr0 obsacte Tspkenoi nenu (HCVR), BapuabenbHyro 00acTh
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aerkoit menmu (LCVR) w/mnm  ompenensiromme  komruieMeHTapHOCTh  obmactu  (CDR),
cozepskamre JrOble U3 aMHHOKHUCIIOTHBIX MOCIeI0BaTeIbHOCTEH aHTHTeN K PD-1, N3/103KeHHBIX
B mnyOnukamuu 3asBku Ha mnareHT CIIA  Ne20150203579. CornmacHo omnpeneieHHbBIM
WJUTFOCTPATUBHBIM BapUaHTaM OCYIIECTBICHUS aHTUTENO K PD-1 unu ero aHTUreHCBSI3bIBAOLIUIA
(bparMeHT, KOTOpbIe MOYKHO NMPUMEHSTh B KOHTEKCTE CIIOCOOOB IO HACTOSIIEMY M300PETEHHIO,
cozieprkaT ONpenessIoIe KOMITIEeMeHTapHOCTh obnactu Tsokenon nenu (HCDR) BapuabenpHOM
obnactu Tsokenol nenu (HCVR), conepskareit aMIHOKHCIIOTHYO TTociienoBarenbHOCTh SEQ ID
NO: 1, u onpenensromue komruieMeHTapHocTh obnactu (LCDR) nerkoii nenu BapuadenbHOM
obmactu nerkoit e (LCVR), comeprkameli aMMHOKUCIOTHYIO TochenoBarenbHocTh SEQ ID
NO: 2. B cooTBeTCTBUH C ONpeAeSeHHbIMUA BapUaHTAMU OCYILIECTBICHUs aHTUTeNno Kk PD-1 nmm
ero anTureHcssspiBarouil pparment conepxkar Tpu HCDR (HCDR1, HCDR2 u HCDR3) u pu
LCDR (LCDR1, LCDR2 wu LCDR3), rme HCDRI coxmepxur aMUHOKHCIOTHYIO

nocnenosarensHoctb  SEQ  ID NO: 3; HCDR2  comepXuT  aMHHOKHCIIOTHYIO
nocnenosarenbHoctb SEQ  ID NO: 4, HCDR3  comepXuT  aMHUHOKUCIIOTHYIO
nocnenosatensHoctb SEQ  ID NO:  5; LCDR1  comepXuT  aMHHOKHUCJIOTHYIO
nocnenosatensHoctb SEQ  ID NO:  6; LCDR2  comepXuT  aMHUHOKHUCJIOTHYIO

nocnenoBatenbHocte  SEQ ID NO: 7, u  LCDR3  comepXUT aMHHOKHUCIOTHYIO
nocnenoBaTenbHocTs SEQ ID NO: 8. CormacHo eme OfHMM BapuaHTaM OCYILECTBIEHHS
antuteno k PD-1 uiau ero antureHcBszbiBatomuid pparmeHT comepxkat HCVR, comepskainyro
SEQ ID NO: 1, u LCVR, conmepxamyro SEQ ID NO: 2. CornacHo onpeneieHHbIM BapUaHTaAM
OCYLIECTBJIEHHsT CIOCOOBI TIO HACTOSIIIEMY H300PETeHUIO MPEenyCMaTPUBAIOT TNPUMEHEHUE
antutena k PD-1, roe aHTUTENO COAEPKUT TSKETYHO LENb, COAEPIKAIIYI0 aMUHOKUCIOTHYIO
nocnenosatenbHocTs SEQ ID NO: 9. CornacHo HEKOTOpPhIM BapHaHTaM OCYILECTBIEHUS
antuteno k  PD-1  comepxxur  jerkyr  Lemb,  COAEPKAIYK)  AMHUHOKHCJIOTHYIO
nocnenoBatenbHOCTh SEQ ID NO: 10. MnmrocTpaTUBHOE aHTUTENO, COAEpPIKAIIEe TSKETYIO
LEeMNb, COAEPIKAIYI0 aMUHOKHUCIOTHYI mocienosatenbHocTh SEQ ID NO: 9, u nerkyro uernb,
COZIePIKAINYI0 aMHUHOKHUCIOTHYIO mocnenoBateabHOCTh SEQ ID NO: 10, siBnsieTcst MOTHOCTBIO
yenopedeckuM aHTuTenoM k PD-1, wusBectHeim kak REGN2810. B cootBercTBUU C
OTpENEeNIEHHbIMU MJUTIOCTPATUBHBIMH BapPHAHTAMH OCYIIECTBIEHHS CIOCOOBI MO HACTOSALIEMY
u3obpereHnto npenycmatpusaroT npuMmenenne REGN2810 unu ero 6uosksuBaneHta. TepMuH
«OMOPKBUBAJICHT» B KOHTEKCTE HACTOALIETO AOKYMEHTa OTHOCUTCS K aHTHTenaM K PD-1 wmm
PD-1-cBs3piBatomum OenkaM WM UX (parMeHTaMm, KOTOpbIE SIBISIFOTCS (hapMarieBTHYECKUMHU
SKBHMBAJICHTAMHU WIH (papMalleBTUIECKIMH BAPHUAHTAMH, CKOPOCTh W/MIHM CTeNeHb a0copOLuu
KOTOPBIX HE XapaKTepU3yeTCsl 3HAUUMbIM paziudueM ¢ TakoBbiMi Y REGN2810 npu BBeneHnu B

OI[I/IHaKOBOfI MOJ'I;IpHOfI A03€ B aHAJIOTMYHBIX YCJIOBUAX MPOBECACHHSA SKCIICPUMEHTA, KaK B BUAC
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OJHOKPATHOH J03bI, TaK U B BHJI€ MHOTOKPATHOH 03bl. B KOHTEKCTE HAcTOSIIEro H300peTeHns
TEPMUH OTHOCHUTCSI K aHTHUIEHCBS3bIBAOIIUM Oenkam, ces3biBarommMcs ¢ PD-1, kotopeie He
XapaKTePU3YIOTCA KJIMHUYECKH 3HauuMbiMu pasnnuusiMu ¢ REGN2810 B oTHoweHuu wux
0€30MacHOCTH, YUCTOTHI W/ WIJIN aKTUBHOCTH.

[0058] [Ipyrue antutena k PD-1, KOTOpble MOKHO MPUMEHSATh B KOHTEKCTE CITIOCOOOB
0 HACTOSIIEMY M300PETEHHUI0, BKIFOYAIOT, HAIPUMEpP, aHTHTENA, YIIOMHHAEMbIE 1 U3BECTHBIE B
naHHOM obOmactn kak HuBonymad (US 8008449), memOponuzymad (US 8354509), MEDIO608
(US 8609089), mumummsymad (US 8686119), unm moOble npyrume u3 antuten k PD-1,
m3nokeHHblx B mareHtax CIIIA NoNe 6808710, 7488802, 8168757, 8354509, 8779105 wnu
8900587.

[0059] Awnrtutena k PD-1, mpumeHsiemMble B KOHTEKCTE CIOCOOOB IO HACTOSIIEMY
n300peTeHno, MOTyT HUMeTh 3aBucsumue or pH xapaxkrepuctuku cpssbiBaHus. Hampuwmep,
antuteno Kk PD-1 ansa npumeHeHus B crmoco0ax MO HACTOSIEMY H300PETEHHIO MOXKET
XapaKTepU30BaThbCsl CHUKEHHOH CIIOCOOHOCTBIO K cBsi3biBaHMIO ¢ PD-1 mpu kucinom pH, B
cpaBHeHUHU ¢ HelTpanbHbiM pH. B kauecTBe anbrepHaTusbl, aHTUTENO K PD-1 mo Hacrosimemy
M300PETeHNI0 MOXKET XapaKTepU30BATHCS IOBBIIIEHHOH CIIOCOOHOCTBIO K CBS3BIBAHUIO C €ro
aHTUreHoMm mnpu kuciaoMm pH, B cpaBHeHuu ¢ HelTpanbHbiM pH. Bbipaskenue «xucielii pH»
BKJIFOUaeT 3HadyeHwss pH, cocraBisiomue MeHee dYeM TNPUONIM3UTENbHO 0,2, Hanpumep,
npubmusuTensHo 6,0, 5,95, 5,9, 5,85, 5,8, 5,75, 5,7, 5,65, 5,6, 5,55, 5,5, 5,45, 5,4, 5,35, 5,3, 5,25,
5,2, 5,15, 5,1, 5,05, 5,0 unu meHblie. B KOHTEKCTE HACTOSIIETO AOKYMEHTA BBIPAKEHUE
«HerTpanbHblil pH» o3Havyaer pH, cocraBnstommii OT npudu3uTeNbHO 7,0 10 MPUOTU3UTETHEHO
7,4. BoipaxxeHue «HenTpaiabHblil pH» BKitOUaeT 3HaueHust pH, cocTaBnsronme npuOIM3UTEIbHO
7,0,7,05,7,1,7,15,7,2,7,25,7,3,7,35u7,4.

[0060] B ompeneneHHBIX Cly4asix CHHXKEHHAs COCOOHOCTDb K CBsi3bIBaHUIO ¢ PD-1
npu kuciaoM pH, B cpaBHeHMH ¢ HelTpanbHbIM pH» BbIpakaercs B BUA€ OTHOLIEHUsS 3HAYEHUs
Kp anturena, cesaspiBaromerocss ¢ PD-1 npu kucaom pH, x 3Hauenuro Kp anTuHTEna,
ceszbiBaromerocsi ¢ PD-1 mpu weiitpanpHoM pH (wnmm Haobopot). Hanmpumep, nnst neneit
HACTOSIIIEr0 M300pPETeHUsT AHTUTENI0 WM €ro AaHTHUIeHCBS3bIBAOLINA (pParMeHT MOTyT
paccMaTpUBaThCA KaK XapaKTEPU3YIOIIHECs KCHIKEHHOH CIIOCOOHOCTRIO K CBsi3bIBaHUIO ¢ PD-1
npu kuciaoM pH, B cpaBHeHun ¢ HedTpaibHeIM pH», eciu aHTUTENO WIM  €ro
AHTUTCHCBS3BIBAIOIINN  ()ParMeHT  XapakTepHU3YIOTCsl OTHoumeHneM Kp mpu  KHCIOM
pH/metitpaneaom pH, cocraBmsiromuM  npubmusutensHo 3,0 wminu  Oomerme.  CornacHo
ONpENENEeHHbIM HJUIFOCTPATUBHBIM BapUaHTaM OCYILIECTBJIECHHs OTHoumeHue Kp mpu kuciom
pH/uetitpansaom pH s aHTHTENa MM aHTUTEHCBS3BIBAIOIIErO (parMeHTa MO HACTOSIIEMY

U300peTEeHNI0 MOXKET COCTaBJIATh mpuoam3uTensHo 3,0, 3,5, 4,0, 4,5, 5,0, 5,5, 6,0, 6,5, 7,0, 7,5,
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8,0, 8,5, 9,0, 9,5, 10,0, 10,5, 11,0, 11,5, 12,0, 12,5, 13,0, 13,5, 14,0, 14,5, 15,0, 20,0, 25,0, 30,0,
40,0, 50,0, 60,0, 70,0, 100,0 nau Gombiue.

[0061] AmnTuTena c 3aBucsmuMU OT pH XapakTepUCTUKaMM CBS3BIBAHMSI MOXKHO
NoJiyyaTb, HAIpUMep, C HCIHOJb30BAHHEM CKPUHMHIA MOMYJSIUM AHTUTEN B OTHOLIEHUU
CHIDKEHHOH (WJIM TTOBBILIEHHOHW) CIIOCOOHOCTH K CBSI3BIBAHUIO C KOHKPETHBIM aHTHUT€HOM IpHU
kucinoMm pH, B cpaBHenun ¢ HeWTpampHbiIM pH. Kpome Ttoro, oOpasoBanue aHTUTEN C
3apucAammMMH  or  pH  xapakrepuctukamMu  MOryt  olecmeuuBarb  MOAU(PUKALIUH
AHTUIE€HCBSA3BIBAIOILErO JOMEHAa HAa YPOBHE aMUHOKUCIOT. Hampumep, mocpencTtsom 3ameHbl
OJTHON WMJIM HECKOJIbKMX aMHUHOKHCIJIOT aHTUT'€HCBSA3BIBAIOIIErO IOMEHa (HarpuMep, B Ipeaenax
CDR) rucTUAMHOBBIM OCTaTKOM MOXKHO IMOJIy4aTh aHTUTENO CO CHMKEHHOH CIIOCOOHOCTBIO K
CBA3BIBAHUIO aHTUreHa npu kuciaoM pH, B cpaBHeHun ¢ HeuTpasbHbiM pH. B koHTEkcTe
HACTOSILIET0 AOKYMEHTa BblpaskeHue «kuciblii pH» o3nauaer pH, cocrasmsromuii 6,0 umu
MEHBIIIE.

Bucnennguueckue anturena k CD20/CD3

[0062] B cooTBeTcTBUM C ONPEAENEHHBIMM WJUIFOCTPATHUBHBIMU  BapHAHTAMU
OCYLIECTBJICHHSI ~ HACTOSINEro  M300peTeHus  CrocoObl  NPEeayCMaTpUBAIOT — BBEACHUE
TepaneBTHUECKH OS(P(PEKTUBHOTO  KOJMUYECTBa OuCnenuUYeckoro aHTHTENa, KOTOpPOe
cneundpuyeckn cesizbiBaeT CD3 u CD20. Takue aHTHTeNa B HACTOSILEM JOKYMEHTE MOTYT
Ha3bIBaTh, Harpumep, Oucneuupuyueckumu anturenamu «k CD20/CD3», unu «k CD20xCD3y»,
win «CD20xCD3y, wu ¢ mpuMeHeHneM NoA00HOH TEPMHHOJIOTHH.

[0063] B koHTekcTe HACTOSINEro JOKYMEHTAa BbIpaXKeHHe «Oucnenudpuieckoe
AHTUTEJIO» OTHOCHUTCS K OENKY-UMMYHOIJIOOYJIMHY, COIepsKalleMy IO MEHbLIeH Mepe MepBbIid
AQHTUT€HCBSAZBIBAIOIMN JOMEH W BTOPOH AaHTUIEHCBS3bIBAIOIIMK JOMEeH. B  koHTekcTe
HACTOSIIET0 W300pETeHHs] MEePBbIi AHTHICHCBSI3BIBAIOLINI JIOMEH CHEnH()UYECKH CBSI3bIBAET
nepBbiii antured (Hanpumep, CD20), a BTOpOIH aHTUI€HCBSI3bIBAIOIIUI JOMEH CIeHU(pUIeCKH
CBSI3bIBAET BTOPOH, oTyinyaromuiicst antured (Hanpumep, CD3). Kakaplii aHTUT€HCBSA3BIBAIO LU
IOMeH Oucrenn(puIeckoro aHTUuTeNa CONEPKUT BapuadenbHblid noMeH Tsokenon nenn (HCVR) u
BapuabenbHblli nomeH Jerkoil nemu (LCVR), mpuuem kaxnwiii comepxutr tpu CDR. B
KoHTeKkcTe Oucnennpuyeckoro anturena CDR mepBOro aHTUrE€HCBSI3bIBAIOIIETO TOMEHA MOTYT
ObITh 0OO3HaueHbl npedurcoM «A», a CDR BTOpPOro aHTUI€HCBS3BIBAIOLIETO JOMEHA MOTYT
ObITh 0OO03HaueHb! npedurcom «By». Takum obpasom, CDR mepBoro aHTHUIreHCBSI3bIBAIOIIETO
JOMEHa B HAcTosileM MokKymeHTe MoryT ObiTh HasBaHbl A-HCDRI1, A-HCDR2 u A-HCDR3; a
CDR BTOpPOr0o aHTUTEHCBSI3bIBAIOIIETO IOMEHA B HACTOSIIEM JOKYMEHTE MOTYT OBITh Ha3BaHbBI
B-HCDR1, B-HCDR2 u B-HCDR3.

[0064] Kaxaplii W3 NEepBOrO0  AHTUIEHCBS3BIBAKOIIETO JOMEHAa W BTOPOro
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AHTUTEHCBS3BIBAIOIIETO JOMEHAa TMPHCOENMHEHbl K OTAENbHOMY JIOMEHY, CIOCOOHOMY K
00pa30BaHMI0 MYJBTHMEPOB. B KOHTEKCTE HACTOAIIErOo JOKYMEHTAa «IOMEH, CHOCOOHBIH K
00pa30oBaHUIO MYJBTUMEPOBY» MPEACTABISET COOOH MaKpPOMOJIEKYJy, OEJOK, TOJUIENTH]I,
NEeNTUA WM aMUHOKHCJIOTY, KOTOpble O0JIalaloT CHOCOOHOCTBIO K aCCOLHMALUK CO BTOPBIM
JIOMEHOM, CIOCOOHBIM K OOpa3OBaHUIO MYJIBTUMEPOB, C TaKUMHU JK€ WM TOAOOHBIMH
CTPYKTYPOH WJIM COCTaBOM. B KOHTEKCTe HACTOSIIEero M300pETeHHs] KOMIIOHEHT, CTIOCOOHBIN K
00pa30BaHMIO MyJIBTUMEPOB, MpenacTaBisieT coboi Fc-uyacth nMmyHoOrnoOynnHa (conepskaryro
Cu2-Cu3-nomen), Hanpumep, Fc-nomen IgG, BeiOpannoro us umsorunos IgGl, IgG2, IgG3 u
Ig(G4, a Taxske mOOOro aMUIOTHIA B IpeAeax KaI0W H30THITNYECKOM IPyTIIIbL.

[0065] bucneunduueckue aHTUTENA TO HACTOALIEMY H300PETEHMIO, KaK MPABHIIO,
cofiep:kaT ABa JJOMEHA, CIIOCOOHBIX K OOpa3oBaHUIO MYJIBTUMEPOB, Hampumep, nsa Fc-nomeHa,
KKl U3 KOTOPBIX SIBJISIETCS] HE3aBUCUMOM 4YacTbIO OTAEIbHOM TSDKEJIONW LENHU AHTHUTENA.
IlepBblii 1 BTOPOH AOMEHBI, CIOCOOHBIE K OOpPa30BAaHHIO MYJBTHMEPOB, MOTYT OTHOCHUTCS K
ogHoMy u Tomy >xe um3otuny IgG, kak, Hampumep, IgG1l/IgGl, IgG2/IgG2, 1gG4/IgG4. B
KauecTBE aJIbTEPHATUBBI, TIEPBBII 1 BTOPOH JOMEHBI, CIIOCOOHBIE K 00pa30BaHUIO MYJIBTHMEPOB,
MOTYT OTHOCHUTCSI K pasHbIM u3otumnam IgG, kak, Hanpumep, IgG1/I1gG2, 1gG1/1gG4, 1gG2/1gG4
UT. I

[0066] [Ins mnonyuyenus Oucneun(pUYECKHX aAHTUTCHCBS3BIBAIOIIMX MOJIEKYJI TIO
HACTOSIIIEMY H300PETEHUI0 MOXHO MPUMEHSTh Jt000i (popmaT Oucnenmupuyeckoro aHTUTENA
WM TexHoJoruw. Hampumep, aHTHTENO WM ero (parMeHT C mepBod Chenu(pUIHOCTHIO B
OTHOLICHWU CBSI3bIBAHUSI AHTUT€HA MOTYT ObITh ()YHKIMOHAJIBHO CBsI3aHBI (HAIMpPUMED,
MOCPECTBOM XUMHUYECKOTO COCIAMHEHHS, CIHMSHUS T€HOB, HEKOBAJEHTHOTO CBSI3bIBAHUS WU
ApyruM oOpa3oM) C OAHHM WJIM HECKOJIbKUMH JIPYTMMH COEAMHEHUSIMH, TAKUMHU KakK APYyroe
AHTUTEJIO WM (PparMeHT aHTHTENa CO BTOPOW CIEUU(UYHOCTHIO B OTHOLIEHHH CBSI3bIBAHUS
aHTUTEHa, ¢ 00pa3oBaHUEeM Oucrenn(pUIeCKON aHTUTeHCBSI3bIBAOIIEH MOsIeKyIbl. KOHKpeTHbIe
WUTIOCTPaTHBHbIE Oucneundudeckue (opmarbl, KOTOPbIE MOKHO MPHMEHSTh B KOHTEKCTE
HACTOSIIEr0 H300pEeTeHus, BKIOYAOT 0O€3 OrpaHHYeHHusi, Hampumep, Oucneuudpuveckue
¢dopmarbl Ha ocHOBe scFv minu B Buae nuarena, Oucnenuduyueckue GopmMarsl B BUAE CIMSHUN
IgG-scFv, Ig c nBoiiHpiMu BapmaOenbHbiMH noMmeHamu (DVD), Quadroma, anTuTena co
CTPYKTYPOH «BBICTYIT BO BIAJHHY», aHTUTENA C OOILIel JIeTKoil nenplo (HarmpuMep, aHTHTENa C
oOmieil JIErkoi Iembld CO CTPYKTYPOU «BBICTYI BO BmaguHy» U T. 1.), CrossMab, CrossFab,
nojy4eHHoro Ha ocHose TexHonorun SEED anturena ((SEED)body), anTuTena, monyueHHOro
MyTeM OMOCPEeNOBAaHHOW JIEHIIMHOBOHN 3acTeskkoi mumepusanuu, Duobody, IgG1/IgG2, IgG ¢
Fab npoiinoro neiicteus (DAF) u 6ucnenuduyeckue popmarel Mab?® (cm., nanpumep, Klein ez

al. 2012, mAbs 4:6, 1-11 u nuTupyemsle B HEH CCbUIKH, AJs1 0030pa NMEPEYHCICHHBIX BBILIE
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¢dbopmMaToB).

[0067] B konTekcTe OucnenupuYecKux aHTHTEN MO HACTOsImeMy u3o0pereHuro Fc-
JIOMEHBl MOTIYT TMpEeNyCMaTpUBaTh OJHO WJIM HECKOJbKO W3MEHEHHH IO aMHHOKHCIIOTE
(HampuMep, BCTABOK, A€JENNH I 3aMEH) TI0 CPAaBHEHHIO C BCTPEYAIOLIEHCs B IPUPOAE Bepcueit
Fc-nomena. Hampumep, Hacrosimee u300peTeHHe OTHOCUTCS K  Oucneruduueckum
AHTUT€HCBS3BIBAIOIIIUM MOJIEKYJIaM, TIPEAyCMATPUBAIOIIUM OZIHY HJIM HECKOJIBKO MOAU(HUKAINN
B Fc-nomene, koropble oOecneunBaroT oOpa3oBanue MonudpuuuposanHoro Fc-gomeHa,
XapaKTepU3YIOIIErocss MOAM(ULIMPOBAHHBIM CBS3bIBAIOIINM B3aHMMOAEHCTBUEM (HAIpUMep,
ycuneHHbIM uiau  ocnabieHHeiM) Mexay Fc um FcRn. CormacHo omHOMYy BapuwaHTy
OCYLIECTBIIEHUs Oucnenuduueckass aHTUTEHCBS3bIBAIOIAs MOJIEKyJa IpenyCMaTpUBAET
mogupukanmo B Cu2- mmu Cy3-obnmactu, rae momudukanus oOecrnedrBaeT IOBBILIEHNE
apdunnoctu Fc-nomena k FcRn B kucnoit cpene (Hanpumep, B s3H10cOMe, rae pH Haxonutcs B
AMana3oHe OT mpuONIM3uTeNnbHO 5,5 no mpubnmsurensHo 6,0). Heorpannmuusaromye mpuMeps
Takux Momudukaumit Fc packpeitel B nmyOnmkauuy 3asBku Ha nateHT CIITA Ne 20150266966,
BKJIFOUEHHON B HACTOALIUI TOKYMEHT BO BCE€H CBOEH MOJIHOTE.

[0068] Hacrosiee nzoOpereHne Takke€ OTHOCUTCS K OucTerMpUIECKUM aHTHTEJIaM,
conepskamuM nepsbiii Cu3-nomen u Bropoit Cu3-nomen Ig, rne nepsblit u Bropoii Cu3-nomMeHbl
Ig orTaMuaroTCst Ipyr OT Apyra Mo MEHbIIEH Mepe Ha OIHY aMHHOKHCIIOTY, U TIe 1O MEHbLIEH
Mepe ONHO OTIMYHEe TI0 AMHHOKHCIOTe OOecrneYnBaeT CHUXKEHHE  CHOCOOHOCTH
oucnernuduueckoro aHTUTENA K CBSI3bIBAHUIO C OEJIKOM A IO CpPaBHEHUIO ¢ OHCTIEeHU(PUIECKUM
AHTHUTEJIOM, HE XapaKTEPU3YIOIIUMCS TaKUM OTJIMYHEM IO aMUHOKHCJIOTe. COrlacHO OIHOMY
BapHaHTy ocyuecTBieHus nepsbiii Cu3-nomeH Ig cBssbiBaer Oenok A, a BTopoit Cu3-nomen Ig
NpeayCMaTPUBAET MYTALIHMIO, KOTOpasi 00yClIaBIMBaeT CHIDKEHUE WIIM YCTPAHEHHE CITOCOOHOCTH
K CBSI3BIBAHHIO ¢ OenKkoM A, kak, Hanpumep, moaudukanus HOSR (cormacno IMGT-nymepaunu
myTaimi B 5k30Hax; H435R cormacHo EU-nymepanuu). Bropoii Cu3 MOXeT NOMOJHUTEIHHO
npenycMmarpuBath Moaudukaumo  YO6F  (cormacho IMGT; Y436F cormacao EU).
JlononaauTenbHbIE MOAUGUKALUH, KOTOPBIE MOKHO HAlTH B mpenenax BToporo CH3, BKIFOYAIOT:
DI6E, L18M, N44S, K52N, V57M u V82I (cornacuo IMGT; D356E, L358M, N384S, K392N,
V397M u V4221 cornacuo EU) B cnyuae IgGl-anturen; N44S, KS2N u V821 (IMGT; N384S,
K392N u V4221 cornacHo EU) B ciiyuae IgG2 anturen;, u Q15R, N44S, K52N, V57M, R69K,
E79Q u V82I (cormacHo IMGT, Q355R, N384S, K392N, V397M, R409K, E419Q u V4221
cornacHo EU) B ciiyuae IgG4-anturen.

[0069] CornacHO onpeneIeHHBIM BapUaHTAM OCYLIECTBIIEHHUA FC-TOMEH MOXKET OBITh
XUMEpPHBIM, CcoueTalomuM B cebe mocnenoBarenbHOCTH  Fc, mpoucxomsmue w3

UMMYHOTJIOOYJIMHOB OoJjiee 4eM onHoro msotuna. Hampumep, xumepHsiii Fc-momen mosker
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comepIkaTh YacTh WM BCHO mocnenoBarenbHOCTh Cu2, mpoucxonpsmyo u3 Cu2-obmactu IgGl
yenoBeka, 1gG2 uenoseka wnu IgG4 uenoBeka, U 4acTh WM BCHO MOCienoBaTeabHOCTh CH3,
npoucxonsmyto u3 IgG1 genoseka, IgG2 uenoseka unu IgG4 yenoseka. Xumepnsiii Fc-nomen
TAKXK€ MOKET COIEepKaTh XMUMEPHYI IMapHHUPHYIO oOnacte. Hampumep, XuMepHBIH MapHUD
MOXET COAEPKATh MOCIEAOBATENbHOCTD «BEPXHErO MAPHUPA», MPOUCKXOIAINYIO U3 IIAPHUPHON
oomactu IgGl wdenoseka, IgG2 wuyenoseka winu IgG4 wuyenoBeka, B COYETAaHUU C
NIOCJIEZIOBATENIbHOCTBIO «HIDKHETO IIApHUpPa», MpOUCXondined u3 mapHupHoil obmactu IgGl
yenoseka, 1gG2 venosexa mnu IgG4 yenosexa. Konkpernsilii npumep xumepHoro Fc-momena,
KOTOPbII MOXET OBITh BKJIIOUEH B JIOOYI0 U3 M3JIOKEHHBIX B HACTOSILIEM JOKYMEHTE
AHTUT€HCBSA3BIBAIOLINX MOJIeKyJ, npenycmarpusaeT, oT N- k C-koHuy: [Cul IgG4] - [BepxHuii
mapHup IgG4] - [Hmwxkuuii wapaup IgG2] - [CH2 IgG4] - [CH3 IgG4]. Hpyroii nmpumep
xuMepHoro Fc-nomena, KOTopblil MOKeT ObITh BKIIIOUYEH B JIFOOYIO M3 M3JI0XKEHHBIX B HACTOSLIEM
JOKYMEHTEe aHTUT'€HCBSI3bIBAIOIINX MOJIEKYJ, mpenycmarpusaet, oT N- k C-konny: [Cul IgGl1] -
[BepxHmii wapuup IgG1] - [Hmwkuumit wapuup IgG2] - [CH2 IgG4] - [CH3 IgG1]. Otu u npyrue
NpUMepbl XHMMEpPHBIX FC-IOMEHOB, KOTOpBIE MOTYT OBITh BKJIOYEHBI B JIIOOyIO U3
AHTUTEHCBSA3BIBAIOIIIX MOJIEKYJI 10 HACTOSIIEMY U300PETeHHIO, ONMCAHBI B MyOIHKAIINN 3asIBKH
Ha mareHT CIIIA Ne 20140243504, xoTopasi BKJIIOUEHA B HACTOSLINI JOKYMEHT BO BCEH CBOEH
nosjHoTe. XuMepHble Fc-noMeHsl ¢ Takoi o0eit CTpyKTYpHO# OpraHu3aluei, U UX BapHaHTHI,
MOTYT XapakTepU30BaThCs M3MEHEHHOH CIOCOOHOCTBIO K CBSI3bIBAHMIO Fc-penenTopa, 4To B
CBOIO OYepelb OKa3bIBaeT BiusiHue Ha dpdekTopHyro GpyHKuu Fc.

[0070] B coorBeTcTBUM C ONPENEICHHBIMH HWJUIIOCTPATUBHBIMM  BapUaHTAMH
OCYINECTBJICHUsS] HACTOsALIEro n3odperenus oucneundpuydeckoe anrurejo k CD20/CD3 unu ero
AHTUTEHCBS3BIBAIOIINN (PparMeHT copeprkat BapuabdenpHble obnactu Tsokenoi uenu (A-HCVR u
B-HCVR), Bapuabenbnyro obmacte Jerkoii mnenu (LCVR) wwmm omnpenenstoniue
komruieMeHTapHocte  obmactu  (CDR), comepkamme  mroOble M3 — aMUHOKHCIIOTHBIX
nocaenoBaTenbHocTel Oucnennduueckux anturen k CD20/CD3, u3nokeHHBIX B MyOJIHKAIIUU
3asBku Ha mnareHT CIIIA Ne20150266966. CornacHO ONpeneNeHHbIM HIUIIOCTPATHBHBIM
BapWaHTaM oOcyluecTBiieHus: Oucneunduueckoe antureno k CD20/CD3  wimu  ero
AHTUTCHCBS3BIBAIOIINN (PPAarMeHT, KOTOPbIE MOJKHO MPUMEHSTh B KOHTEKCTE CIIOCOOOB IO
HACTOSIIIEMY M300PETEHHUI0, ComepKar: (a) MmepBOe aHTUTCHCBSA3BIBAIOIIEE IUJIEHO, COMeprKalee
ompenesnsomue KoMIuieMeHTapHocTh obmactu Tsikenou nenu (A-HCDR1, A-HCDR2 u A-
HCDR3) BapuabenbvHoit obmactu Tsokxenoit neru (A-HCVR), conmepskameli aMUHOKHCIIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 11, u onpenensiromue kommuiemenTapHocts odiactu (LCDR)
nerkod uenu BapuadenpHOU obnactu serkoit uenu (LCVR), comeprkaiieil aMUHOKHCIOTHYIO

nocnenoBatenbHOCTE SEQ ID NO: 12; u (b) BTopoe aHTUT€HCBSI3bIBAIOIIEE TUIEYO, CONEpIKalIee
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CDR Tsxenoit nenu (B-HCDR1, B-HCDR2 u B-HCDR3) HCVR (B-HCVR), conep:xarieit
aMUHOKHCIOTHYI0 mnocaenosarenbHocTh SEQ ID NO: 13, u CDR gerkoit menun LCVR,
cofepiKalneil aMMHOKHUCIOTHYIO mnocienosarenbHocTh SEQ ID NO: 12, B coorBercTBUM €
omnpeneiaeHHbIMU BapuaHtamu ocymecrBieHuss A-HCDR1  comepkur aMHUHOKHCIOTHYIO

nocinengoBarenbHocTh  SEQ ID NO:  14;

3

A-HCDR2 conmepXMT  aMHUHOKHCIIOTHYIO
nocaeposatenbHocte  SEQ  ID NO: 15, A-HCDR3  comepXUT aMHHOKHUCIOTHYIO
nocaeposatenbHocte  SEQ  ID NO: 16, LCDRI1  comepXUT  aMUHOKHUCIOTHYIO

nocinegoBarenbHocth  SEQ ID NO:  17;

2

LCDR2  coxmepXxuT  aMHUHOKHUCIIOTHYIO
nocaeposatenbHocte  SEQ  ID NO:  18; LCDR3  comepXUT  aMUHOKHUCIOTHYIO
nocaepoBatenbHocte  SEQ  ID NO:  19; B-HCDR1  coxmepXur  aMHHOKHCIOTHYIO
nocaeposatenbHocte  SEQ ID NO:  20; B-HCDR2  coxmepXuT aMHHOKHCIOTHYIO
nocaeposatenbHocte  SEQ ID NO: 21; u B-HCDR3 comepxur aMHHOKHCIOTHYIO
nocnenosarenbHocTh SEQ ID NO: 22, CornacHo emie OfZHMM BapHaHTaM OCYINECTBJIEHHUS
Oucneundrueckoe antutesno k CD20/CD3 mny ero aHTUreHCBA3bIBAIOLINN (PparMeHT COAepIKar:
(a) nepBoe anTUreHcBsi3bIBaroInee iedo, coaeprxkamee HCVR (A-HCVR), comepxamyro SEQ
ID NO: 11, u LCVR, cogpep:xamyto SEQ ID NO: 12; u (b) Bropoe aHTUTI€HCBSI3bIBAOLIEE MJIEUO,
copepxkamiee HCVR (B-HCVR), comepskamyro SEQ ID NO: 13, u LCVR, cogepxamryro SEQ
ID NO: 12.

[0071] [pyrue Oucnenuduueckue anturena k CD20/CD3, xoropble MOXHO
NPUMEHITh B KOHTEKCTE CIOCOOOB IO HACTOSIIEMY H300pPETeHMIO, BKIIIOYAIOT, HAIpUMEp,
mo0ble U3 aHTHUTEN, W3JIOKEeHHBIX B myOnukanusx Ha mareHT CIITA NeNe 20140088295 u
20150166661.

Kom0unupoBanHbie BUABI Tepanuu

[0072] Cnocolpl mo HacTosimeMy H300PETEHHIO B COOTBETCTBHU C OINpPEEIEHHBIMU
BapUAHTAMU OCYINECTBJICHUS MPENyCMAaTPUBAIOT BBEIeHHE CyOBeKTy Oucnennpuyeckoro
aatutena k CD20/CD3 B komOumnHaumu antutenomM Kk PD-1. CornacHo omnpeneneHHbIM
BapUAHTaM OCYLIECTBICHHSI CIOCOOBI MO HACTOALIEMY H300PETEHUIO MPEenyCMaTpUBAOT
BBEJICHHE aHTUTEN JJIs1 O0ecTIedeHnsT aATUTHBHON MITH CHHEPTUYECKON aKTUBHOCTH JIJIsT JIEYCHUS
3JI0KAYECTBEHHON OMyXOJM, MPEeNNOYTUTENbHO 3JI0KAUeCTBEHHOM OMyXOJH KPOBETBOPHOM
TKaHu, Oojiee TPEANOYTHTENbHO B-KJIETOYHOW 3JI0KAQUYeCTBEHHOW OMyXonu (Hampumep,
HEXOJKKUHCKOH JTUM(OMBI T OCTPOro JTUM(OOIacTHOrO Jieiiko3a). B KoHTekcTe HacTosmero
JIOKYMEHTa BBIPAKCHHE «B KOMOMHALIMM C» O3HAYaeT, uTo Oucrenuduueckoe aHTUTENO K
CD20/CD3 BBomsaT no BBemeHusi aHtutena Kk PD-1, ogHOBpeMEHHO C HUM WJIM TIOCTE HETO.
BripaxxeHne «B KOMOMHAIMM C» TakKKe BKJOUAET IOCIENOBATEIbHOE WIN MapajulelbHOE

BBeZeHHe aHTuTena k PD-1 u 6ucneuuduueckoro anturena k CD20/CD3. Hanpuwmep, B ciay4ae
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BBeZeHUs «ao» Oucnermdudeckoro anturena k CD20/CD3 antuteno x PD-1 M0OXHO BBOIUTH
bonee yem 3a 150 wyacoB, npubmusurenpbHo 150 wdacos, npubmmurensHo 100 Yacos,
npubnu3uTenbHo 72 waca, mnpuOmmsurensHo 60 wacoB, mnpuOaM3uTENHPHO 48 Hacos,
npubmu3utensHo 36 wacoB, npuOnusuTenbHO 24 dYaca, mNpUOIM3UTENBHO 12 Hacos,
npubmusutensHo 10 dwacoB, mnpubnusuTenbHo 8 uWacoB, NPUONUBUTENBHO O  HacoB,
npuOIU3NUTENBHO 4 yaca, MpUOIM3UTENBHO 2 Yaca, npubnusutensHo 1 yac, npubausurensHo 30
MHUHYT, NpUOIM3UTENpHO 15 wMuHYT winum npuOmusurensHo 10 MUHYT 10 BBeIEHUS
oucnermduueckoro anturena k CD20/CD3. B cnydae BBeneHus «rocney Oucnennuyeckoro
antutena k CD20/CD3 antureno k PD-1 mMoxxHO BBOIUTH depe3 MmpuOIM3UTENbHO 10 MUHYT,
npubnusurensHo 15 muHyT, npubnusurenpHo 30  wmuHYT, npubnamsurenpHo 1 wac,
npuOIU3UTENBHO 2 Yaca, MPUOIU3UTENBHO 4 Yaca, MPUOIU3UTENBHO 6 4acoB, MPUOIU3UTEIBHO 8
yacos, npubnusurenbHo 10 uacos, mpubnusurenbHo 12 yacos, mpubamsurenvHO 24 4yaca,
npuOau3uTensHo 36 wacoB, mnpuOnusurenbHo 48 dyacoB, npubIM3UTENEHO 60 Hacos,
npuOIM3uTeNBEHO 72 yaca nnu Gonee yeM 72 yaca 1mociie BBeAeHUs Oucrenuduyeckoro aHTuTena
k CD20/CD3. BBenenue «omHOBpeMeHHO» ¢ Oucneuuduueckum anturesnom k CD20/CD3
O3Ha4aer, 4ro aHTuTesno K PD-1 BBOmAT CyOBEKTY B OTAENBHOW JIEKapCTBEHHOH (opme B
npenenax MeHee S5 MUHYT (O, TOCJTE WM OJHOBPEMEHHO) OT BBEICHMs OuCHenu(puIeckoro
antutena k CD20/CD3 wnu BBOAST CyOBEKTY B BHIE €AHMHOTO KOMOMHHPOBAHHOTO
JO3UPOBAHHOTO COCTaBa, CoAeprkaliero kak aHTtureno k PD-1, tak u Oucnenuduyeckoe
antuteno k CD20/CD3.

[0073] CornacHo omnpeneneHHbIM BapUaHTAM  OCYILIECTBIIEHUS  CIIOCOOBI  TO
HACTOSIIEMY U300PETEHUIO MPENyCMATPUBAIOT BBEACHUE TPETHETO TEPAIIEeBTUYECKOTO CPEACTBA,
IIe TPeTbe TEePalmeBTHYECKOE CPEACTBO  TPEACTaBIsIeT COOOH  IMPOTHBOOIYXOJIEBOE
JIEKapCTBEHHOE CPEACTBO. B KOHTEKCTE HACTOSINEro JOKYMEHTa «IIPOTHBOOITYXOJIEBOE
JEKapCTBEHHOE CPEACTBO»  O3HadaeT Jr000e CPencTBO, MPUTOAHOE JUIA  JICUSHHS
3JIOKAUYECTBEHHOH OIMyXOJIM, BKJIFOUYasi Oe3 OrpaHMYeHHsI UTOTOKCHHBI U TaKHUE€ CPENCTBA, Kak
AHTUMETa0OJUTBI, AKIJTPYIOLIHE CpencCTBa, AHTPALMKJINHBIL, AHTHOMOTHUKH,
AHTUMHUTOTHYECKHE CpencTBa, npokapOa3uH, THJIPOKCUMOYEBHHA, acriaparuHasa,
koptukocreponnsl, Mutoral (O,P'-(DDD)), Ouonoruueckue npenapaTs! (Hampumep, aHTUTENA U
uHTeppEpOHBI) ¥ PAJUOAKTUBHBIE BELIECTBA. B  KOHTEKCTE HACTOSIIErO IOKYMEHTa
UUTOTOKCHH HJIM LIUTOTOKCHYECKOE CPEACTBO» TAK)KE€ OTHOCUTCS K XMMHOTEPATIEBTUYECKOMY
CPEACTBY, U O3HAYAET JIF0O0E CPENCTBO, KOTOPOE SIBISIETCS] TYOUTENbHBIM [T Ki1eTOK. [IprMepsr
BKJIFOUarOT Taxol® (makiaurakcen), TeMO30JOMU, UTOXaNa3uH B, rpamuniuana D, OpoMucTbIi
STUIWH, 3METHH, LHCIUIATHH, MUTOMHIMH, 3TONO3HJ, TEHOMO3MJ, BUHKPHCTUH, BUHOJACTHUH,

KOJIXUIMH, JOKCOPYOWLIMH, IayHOPYOWLWH, IWUTHIPOKCHAHTPALMHIMOH, MHTOKCAHTPOH,
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MHUTPAMHULIMH, AaKTHHOMHIMH D, 1-IUrHOpOTECTOCTEPOH, TIIFOKOKOPTUKOUBI, MPOKAWH,
TETPaKauH, JUIOKANH, TIPOIIPAHOJION U MyPOMHLIMH M UX aHAJIOTH HJIH TOMOJIOTH.

[0074] CornacHo ompeneireHHbBIM BapHaHTaM  OCYILIECTBICHHS CHOCOOBI IO
HACTOSIIIEMY N300PETEHUIO NMPENYCMATPUBAIOT BBEACHNE TPETHETO TEPAIIEBTUIECKOTO CPEACTBA,
BBIOPAHHOIO M3 TPYIIIBL, COCTOALIEH M3 OONy4eHHs, XHPYPrUYECKOrO BMEIIATENbCTBA,
NPOTUBOOIYXOJIEBONW BakmMHbL, wuHruOutopa PD-L1 (mampumep, antutena k PD-L1),
uaruburopa LAG-3, unrnburopa CTLA-4 (Hanpumep, unmiumymada), marudutopa TIM3,
uaruburopa BTLA, wunaruburopa TIGIT, wunruOutopa CD47, aHTaroHucra apyroro
kouHruouropa T-knetok unm juranna (Hanpumep, anturena k CD-28, 2B4, LY108, LAIRI,
ICOS, CD160 unu VISTA), unruburopa unnonamus-2,3-guokcurerassl (IDO), anraronucra
daxropa pocra sugorenus cocynos (VEGF) (manpumep, «Oenka-nosymku ans VEGF», Takoro
kak adubepuent, wiau apyroro unrubupyromero VEGF cnutoro Genka, kKak M3JIOKEHO B
US 7087411, unu antutena k VEGF unu ero aHTHreHcBsi3pIBaroLiero gparmMenta (Harpumep,
OeBaunzymaba mnm paHuOnsymadba) MM HU3KOMOJEKYJIpHOro mHruouropa kunasel VEGEF-
peuenTopa (Hampumep, CyHUTHHHOA, copadeHuba winm mna3omnaHuba)), uHruOMTopa Ang2
(Hampumep, HecBakyMaba), MHrHOUTOpa TpaHCHOPMUPYIOLIEro pocToBOro (akropa Oerta
(TGFB), wunruburopa peuenropa snuaepManbHoro (akropa pocra (EGFR) (manpumep,
spaoTuHNOa, LeTyKcruMada), arOHUCTa KOCTHMYJIMPYIOLIEro perentopa (HarmpuMmep, aroHUCTa
TIIFOKOKOPTHKOMI-UHTY [TAPOBAHHOTO TNFR-poacTBeHHOTO Oernka), aHTHUTENA K
onyxonecneuupudeckomy aHrureny (Hampumep, CA9, CAI125, accouMupoBaHHOMY C
menaHoMor antureny 3 (MAGE3), smOpuonanpHOMy onyxosneBomy antureny (CEA),
BUMEHTHHY, omnyxoieBoii M2-PK, mnpocrar-cneungudeckomy antureny (PSA), mynuny-1,
MART-1 u CA19-9), Bakuunsl (Hanpumep, Oamnisl Kanmpmera-I'epeHa, mpOTHBOOMYXOJIEBOM
BAaKL[MHbBI), a’bIOBAHTA JUIsl YCUJICHUS TPENCTABJICHUS] aHTHIeHa (HAMPHUMEp, TPaHyJOLUTAPHO-
MOHOLIUTAPHOTO KOJIOHUECTHUMYJIUPYIOIIEro (pakTopa), MUTOTOKCHHA, XUMHOTEPATIEBTUYECKOTO
cpenctBa (Hampumep, JHAakapOasWHa, TeMO30JOMHUAa, ULuKiIopochamuma, TOIEeTaKcena,
JNOKCOpYOHIIMHA, AayHOPYOWIIMHA, LUCIIATHHA, KapOorjiaTHHA, reMiuTabuHa, METOTpeKcara,
MHUTOKCAHTPOHA, OKCAJIMIUIATHHA, TAKJIUTAKCela W BHUHKPUCTHHA), JIy4YE€BOW TEparmH,
uaruoburopa IL-6R (Hanmpumep, capunymaba), naruburopa IL-4R (Hampumep, nynmaymaba),
unruouTopa IL-10, nurokuna, takoro kak IL-2, IL-7, IL-21 u IL-15, xoHbIOTaTa aHTUTENA U
nekapcreeHHoro cpeactsa (ADC) (manpumep, ADC antureno k CD19-DM4 u ADC anTuTeno x
DS6-DM4), T-kJI€TOK ¢ XUMEPHbIMA aHTHT€HHBIMH PELeNITOpaMH (HampuMep, HALEJIEHHBIX Ha
CD19 T-kierok), NPOTHBOBOCHAJIUTENLHOTO JICKAPCTBEHHOTO  CpencTea  (Hampumep,
KOPTHUKOCTEPOHIOB U HECTEPOHMIHBIX MPOTHBOBOCHAIUTENBHBIX JIEKAPCTBEHHBIX CPENCTB) U

JIUETHYECKOM N00OaBKH, TAKON KAaK AHTUOKCHIAHTHI.
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[0075] CornmacHo ompeneileHHbBIM BapHaHTaM  OCYILIECTBICHHS CHOCOOBI IO
HACTOSIIEMy  W300pETeHWIO0 TMPEAyCMaTpPHBAIOT MpUMeHeHwe aHtutenra Kk PD-1  wu
oucneunpuueckoro anturesa k CD20/CD3 B koMmMOMHauuMu C JIy4eBOW Tepamueir c
o0ecriedeHreM  JOJTOBPEMEHHBIX  MPOTHBOOMYXOJIEBBIX  OTBETOB  H/WJIM  TOBBIIICHUS
BBDKHBAEMOCTH TMAIEHTOB CO 3JI0KAYEeCTBEHHOH OIMyxoJibio. COrlacHO HEKOTOPBIM BapHaHTaM
OCYILIECTBIIEHU CIIOCOOBI 1O HACTOSIIEMY H300PETEHUIO MpPENyCMaTPUBAIOT NPUMEHEHUE
Jy4yeBOM Tepanmuu [0, TMapajulelbHO WJIM 1ocie BBeAeHus aHturena k PD-1 wu
oucneunpuueckoro anrurena k CD20/CD3 y mamueHTa cO 3JI0KAYECTBEHHOW OMYXOJIBIO.
Hanpumep, ny4deByr0 Tepamuio MOXKHO TNPUMEHATb B OJHOM WM HECKOJBKHUX 033X II0
OTHOLIEHUIO K OuaraMm OINyXOJM IIOCJI€ BBEAEHHs OJHONW WJIM HECKOJNbKHX 03 aHTUTE.
CornacHO HEKOTOpPBIM BapHAHTaM OCYLIECTBIIEHUsS JIYUYEBYIO TEPAIHMI0O MOXKHO IPHUMEHSTh
JIOKAJbHO IO OTHOIIEHHIO K Ouary OMyXOJM AJs TOBBILIEHUS JIOKAJIbHOW HMMMYHOT'€HHOCTU
omyxonu mnanueHta (oOyiydeHue, BBINONHsIOIEe (YHKLUIO aabIOBAHTA) W/WIA U
YHUYTOXKEHUSI OINYXOJEBbIX KJEeTOK (abJsiUMOHHAsi JiydeBash Tepamus) I0CNe CHCTEMHOIO
BBeneHus1 anturena k PD-1 w/unu Oucneumduyeckoro anturena k CD20/CD3. CormacHo
OIpeeTICHHbIM BapHaHTaM OCYINECTBJICHUS AHTUTENAa MOKHO NPUMEHSATh B KOMOWHAIMU C
Jy4eBOW Tepamuedl U XUMHOTEPAIeBTHUECKUM CPENCTBOM (HArpuUMep, TEMO30JOMHIOM WU

ukiopochamunom) wiu anraronrcrom VEGF (Hanpumep, apiubepuentom).

dapmaueBTHYECKHE KOMIIO3HIHHN H BBeIeHHE

[0076] Hacrosimee u300peTeHHE BKIIIOYAET CIOCOOBL, KOTOPBIE MPENyCMaTPUBAIOT
BBeZieHHe CyObekTy aHturena k PD-1 B koMOuHammu ¢ OucnenuduyueckuM aHTUTENIOM K
CD20/CD3, rae aHTHTeNna COAEPIKATCS B OTHAENBHOW MJIM KOMOMHHUPOBAHHOW (€OHMHON)
dapmareBTyeckol  koMno3uuuu. @DapManeBTUYECKHE KOMIO3MLUH MO  HACTOSLIEMY
M300pETeHHI0 MOTYT OBbITh COCTAaBJICHbI C MOAXOMSIIAMH HOCUTENSIMH, BCIOMOTATeIbHBIMU
BEIECTBAMH U IPYTHMHU CPEACTBAMH, KOTOPBIE O0ECTIEYMBAIOT MOIXOASIIUI MEPEHOC, JOCTABKY,
NEPEHOCUMOCTh U T. 1. MHOXECTBO TMOAXOISIIUX COCTABOB MOXXHO HAWTHU B CIIPABOYHHUKE,
U3BECTHOM BCEM XHMHUKaM-papmaneBraM: Remington's Pharmaceutical Sciences, Mack
Publishing Company, Ucton, IlencunbBanust. Takue cOCTaBbI BKIIIOUAOT, HAPUMED, MOPOLIKH,
MacThl, Ma3H, JKeJie, BOCKH, Macja, JIMIUAbL, COAeprKale JTUMU (KaTHOHHBIN MM aHHUOHHBIN)
Besukyybl (Hampumep, LIPOFECTIN™) JIHK-koubroraThl, Oe3BOmHbIE abcopOupyroue
NacThl, SMYJbCHH THIIA «MAaclio B BOIE» M «Boma B Macie», Carbowax B BHIE 3MyJIbCUH
(MOMMATUNICHIJIUKOMN € PAa3JIUYHBIMH MOJIEKYJIIPHBIMH MacCami), MOJyTBEpAble Telu Hu
nonyrBepabie cmecu, conepxkamme Carbowax. Cwm. takke Powell et al. "Compendium of

excipients for parenteral formulations" PDA (1998) J Pharm Sci Technol 52:238-311.
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[0077] M3BecTHB! pa3aUYHBIE CUCTEMbl AOCTABKH, MU HMX MOXKHO NPUMEHSTb [JIs
BBEICHUS (apMaleBTHYECKOW KOMIIO3MLUU IO HACTOSINEMY HM300pPETeHHI0, HampuMmep,
BKJIFOUEHHE B JIMIIOCOMBL, MHKPOYACTHUIbl, MHKPOKAICYJbl, PEKOMOMHAHTHBIE KJIETKH,
CIIOCOOHBIE HKCIPECCHPOBATh MYTAHTHBIE BUPYCHI, OMIOCPEAOBAHHBIN PELIENITOPAMU SHAOLMTO3
(cm., Hanmpumep, Wu et al, 1987, J. Biol. Chem. 262: 4429-4432). CnocoObl BBeIEHUS
BKJIIFOYAIOT 0€3 OrpaHu4YeHHss BHYTPUKOXKHBIA, BHYTPUMBIIIEYHBbIH, BHYTPUOPIOLINHHBIMH,
BHYTPUBEHHBIM, TOAKOXHBIM, WHTPAHA3aJbHBIA, OJSMNUAYPAJIbHBIA W NEPOpalbHbIA IMyTHU
BBenieHus. Kommo3umust MokeT ObITh BBeIEHAa JIOOBIM IOAXOMSAINUM IyTEM, HaIpUMeD,
MOCPeACTBOM MH(Y3UH WM OOJNIOCHON MHBEKLUH, 32 CYeT abcopOuMM Yepe3 SMHUTeTHAbHbIE
WIN KO)KHO-CJIM3UCTbIE BBICTUIIKU (HANpUMep, CIU3UCTYIO OOOJIOUKY MOJOCTH PTa, CIU3UCTYIO
000JIOYKY MPSAMON KUIIKU M TOHKOHM KHUIUKH U T. 1I.), U MOXKET OBITh BBEJIEHa BMECTE C PYTUMHU
OMONIOrNYeCK! aKTUBHBIMH CPENICTBAMH.

[0078] dapmaueBTHUECKAass KOMIIO3MLMUS 110 HACTOSIIEMY M300PETEHUI0 MOXKET ObITh
J0CTaBJIeHa MOAKOXHO WJIM BHYTPUBEHHO C MOMOUIBIO CTAHAAPTHBIX UIUIbI U wnpuna. Kpome
TOT'O, YTO KaCaeTCsl MOAKOXKHOHN NOCTaBKH, Ui JOCTaBKH (DapMalieBTUYECKOW KOMITO3ULMU IO
HacTosieMy u300peTeHnto 0e3 Tpyna MOXKHO NMPHUMEHSTb YCTPOWCTBO AJISI TOCTaBKU B BHIE
mnpui-pydku. Takoe yCcTpoHCTBO Ui AOCTaBKM B BUAE INNPUL-PYYKH MOXKET OBITh
MHOTOPa30BbIM WJIM OJJHOPa30BbIM. B MHOTOpa3oBOM yCTpPOICTBE AJIs JOCTABKU B BUJE LITPULI-
PYHYKH OOBIMHO MCIIONIB3YETCSl 3aMEHSIEMbIN KapTPUIK, KOTOPBIH CONEPIKUT (hapMarleBTHYECKYIO
xkomno3uio. Ilocne Toro kak Bes (apmarieBTHYECKass KOMIIO3MLMS W3 KapTpumka Obuia
BBEJICHA, W KApPTPUIK OKA3aJICsl MyCThIM, MYyCTOH KapTPHIK Oe3 Tpyna MOXKHO BBIOPOCHTH U
3aMEHUTh HAa HOBBIH KapTPHIK, KOTOPBIH COAEPIKUT (papMalleBTHUECKYI0 KoMno3uuui. [locie
STOrO YCTPONCTBE ANl AOCTAaBKM B BHAE LINPUL-PYYKH MOKHO NPUMEHSATH MOBTOpPHO. B
OJTHOPA30BOM YCTPOICTBE UIsl AOCTABKU B BUJE LINMPUL-PYYKH HET 3aMEHSEMOro KapTpHIKa.
Bmecro 3TOro omHOpazoBoe YCTPONCTBO IJIsl NOCTaBKM B BHAE LINPUL-PYYKH BBITYyCKaETCs
NPEABAPUTENIBHO  3aMOJHEHHBIM  (DapMaleBTUUECKOH  KOMITO3MLMEH, Copeplkamencss B
pesepByape BHyTpu ycrpoiictBa. Ilocine Toro kak B pe3epByape HCUepIbIBaeTCs
bapmareBTHYECKast KOMITO3ULHS, YCTPOMCTBO MOJIHOCTHIO BEIOPACKHIBAIOT.

[0079] B ompeneneHHbIX chay4asx (apMaLeBTHUECKas KOMIIO3ULUS MOXET OBITh
JOCTaBJIEHA C TOMOINBID CHUCTEMBI KOHTPOJHUPYEMOro BbICBOOOKIeHHs. COrJacHO OXHOMY
BAPMAHTy OCYLIECTBJICHMs] MOXXHO TMpuMeHsATb Hacoc. CoIlacHO JApyromy BapHaHTy
OCYIIECTBJIIEHUS] MOKHO TNPUMEHATh NOJHMepHble BemecTBa, cM. Medical Applications of
Controlled Release, Langer and Wise (eds.), 1974, CRC Pres., boka-Paron, ®nopuna. Cornacuo
ele OIHOMY BAapPHAHTY OCYIIECTBIECHHsS CHUCTEMa KOHTPOJIHPYEMOTO BBICBOOOKIEHUS MOXKET

ObITh TIOMeIeHa BONM3M MHIIEHH KOMITO3MLMH, Onaromapsi yemy TpeOyercsl JHIIb YacThb



33

cucteMHON no3bl (cM., Hampumep, Goodson, 1984, B Medical Applications of Controlled
Release, Bbmme, Tom 2, 115-138 c.). [Ipyrue cucCTeMbl KOHTPOJHPYEMOTO BBICBOOOKIEHHSI
obcyxnatorcst B o630pe Langer, 1990, Science 249:1527-1533.

[0080] HHBekimMOHHBIE TIpenapaTsbl MOTYT MPENyCMaTPUBATD JIEKAPCTBEHHBIE (POPMBI
11l BHYTPUBEHHBIX, MOJKOXHBIX, BHYTPUKOKHBIX U BHYTPUMBILIEUHbIX HHBEKIUH, KaneJbHbIX
uH(py3uil u T. 1. Takue NHBEKIMOHHBIE MPENapaThbl MOXKHO MOJIYyYaTh C MOMOIMIBIO criocobos. K
NpUMEPY, HHBEKLUOHHBbIE IIpernapaTbl MOKHO MOJy4aTb, HAIpUMeEp, IMyTeM pacTBOPEHUs,
CYCIIEHAMPOBAaHUS WM 3MyJbTUPOBAHMs OINHUCAHHOTO BBILIE AHTUTENA WU €ro COJNU B
CTEPWJIbHONW BOAHOHN Cpeie WM MacisiHOM cpene, OObIYHO NPUMEHSIeMbIX IUIsI MHbeKLuil. B
Ka4eCTBe BOIAHOW CpeIbl JUIsi MHBEKUUH CYIIECTBYIOT, Hampumep, GU3HOJIOTHIYECKHI COJIEBOMH
pacTBOpP, U30TOHUYHBIN PACTBOP, COAEPKALUI TIFOKO3Y U Pyrue BCIIOMOIaTeNbHbIE CPEACTBA
U T. 1., KOTOPbIE MOXKHO MPUMEHATh B COUETAHUH C COOTBETCTBYIOLIMM COJHOOUIM3UPYIOIIUM
CPEACTBOM, TaKUM Kak CHUPT (HampuMmep, S5TAHOJN), MHOTOATOMHBbIN CHUpPT (Hampumep,
NPONUJIEHIJIUKONb, TOJU3THIEHIJIUKONb), HEMOHOTEHHOE IOBEPXHOCTHO-AaKTUBHOE BELIECTBO
(mampumep, monucopbar 80, HCO-50 (momuokcudTHineHOBbIH (50 MOJIB)  AAAYKT
TUAPOTreHU3UPOBAHHOIO KaCTOPOBOro Macna)| u T. 1. B xaduecTBe MacissHON Cpezbl UCTIOJB3YIOT,
HampuMep, KYHXKYTHOE MAaciio, COeBOE MACJO U T. 1., KOTOPbIE MOXHO IPUMEHATh B COYETAHUU C
COMOOMITM3UPYIOLUM CPEACTBOM, TaKHUM Kak OeH3MIOeH30aT, OEH3WIOBBIM CIUPT H T. I
[TonyyeHHBIM TakuM OOpPa3OM HMHBEKIHOHHBIM PACTBOPOM MPEATIOYTUTENIBHO 3aTOJHSIOT
COOTBETCTBYIOLIYIO aMIyJIy.

[0081] IIpeuMylIECTBEHHO OMHUCAHHBIC BbINIE (apMALEBTHYECKHE KOMIIO3HIIMU JJIS
NEePOPANIbHOTO WM TAapPEHTEPATbHOIO MPUMEHEHHUS COCTABJIIOT B JIEKApPCTBEHHBbIE (OPMBI C
pa3oBON 1030M, MOmXoAsuieil sl KOPPEeKTUPOBKU A03bl AKTUBHBIX WHIPENUEHTOB. Takue
JIEKapCTBEHHbIE (POPMBI C Pa30BOH 1030M BKJIOYAKOT, HAIPUMED, TAOJETKH, MUK, KATCyJIbL,
WHBEKLUOHHBIC PACTBOPBI (AMITYJIbI), CYTIITO3UTOPHH U T. JI.

Cxembl BBeIeHHS

[0082] Hacrosimee wu300peTeHHe BKIOYAET CHOCOOBL,  MPEAyCMATPHUBAIOIINE
BBeZIeHHE CyObekTy anTtuTena Kk PD-1 ¢ wactoToli 1o3upoBaHus MpUOIU3UTENBHO YEThIpE pas3a B
HeNleNlo, JBa pa3a B HeNeNIo, OUH pa3 B HEMAENI0, OIWH pa3 B JiB€ HeleNnu, OAMH pa3 B TpU
HeJleNy, OIUH pa3 B YeTbIpe HelesH, ONUH Pa3 B IATh HeJeNb, OJUH pa3 B IIECTb HeNelb, OJUH
pa3 B BOCEMb HeJleJlb, OJJUH pa3 B JIBEHAJLATh HeJeJb WIH PeKe, PU YCJIOBUH, YTO MPHU 3TOM
JocTuraercs TeparneBTudeckuii orBeT. COrnacHO OMNpeAeNeHHbIM BapuUaHTaM OCYIIECTBJIEHUS
HacTosIee H300pETeHHEe BKIIOYAET CHOCOOBbI, MNPEAyCMATPUBAIOINUE BBENEHHE CYOBEKTY
oucnermduueckoro anrutena k CD20/CD3 ¢ yacToTOl HO3UPOBAHUS MPUOIM3UTENBHO YEThIpE

pasa B HezleJlto, Ba pasa B HEJEN0, OANH pa3 B HEJEN0, OAWH pa3 B JIBE€ HEAENU, OJIUH pa3 B TPU



34

HeJleNy, OIUH pa3 B 4YeTbIpe HelesH, ONUH Pa3 B ISATh HeJeNb, OJUH pa3 B IIECTb HeNElb, OJUH
pa3 B BOCEMb HeJleJlb, OJJUH pa3 B JIBEHAJLATh HEJEeb WIN PEKe, IPU YCJIOBUH, YTO MPHU 3TOM
JoCTUraeTcs TepaneBTudeckuii oTBeT. COrNacHO OMNpeAeNeHHbIM BapUaHTaM OCYILIECTBJIEHUS
crocoObl MpeaycMaTpUBalOT BBeneHHe antutena kK PD-1 B xomOuHammu ¢ OucrnenupuyecKkum
aaturesioM k CD20/CD3 ¢ yacToTol JO3UpOBaHUS MPUOIU3UTENLHO YEThIPe pa3a B HEACIIO, 1BA
pasa B HEZIEJII0, OAUH Pa3 B HEAENI0, ONMH pa3 B ABE HEAENH, OAUH Pa3 B TPU HEHENH, OAUH Pa3 B
4eThIpe HEJeNU, OJIUH Pa3 B MSATb HEZENb, OIUH pa3 B LIECTb HENlENb, OAUH pa3 B BOCEMb HEZEb,
OJIMH Pa3 B AEBATb HEeAeNb, OJUH Pa3 B ABEHAALATh HEAENb UM PeXe, MPU YCIOBUH, YTO MPU
3TOM JOCTUraeTCsl TEPANIEBTUUECKUN OTBET.

[0083] B cooTrBeTrcTBUM C ONPENEIICHHBIMU BApUAHTAMH OCYLIECTBJICHUS HACTOSLLETO
n300peTeHns MHOTOKpaTHble 103bl aHTHTena kK PD-1 B koMmOuHauumu ¢ OucnenupuyecKum
anturesoM k CD20/CD3 MOXHO BBOAWUTH CyOBEKTYy B TEUEHHE ONpPENENICHHOTO MPOMEXKYTKa
BpemMeHu. CrocoObl B COOTBETCTBUHM C OTHUM AaClEKTOM HACTOSIIEr0  H300peTeHus
NPEeNyCMaTPUBAIOT TIOCIEOBATEIbHOE BBEACHHE CYOBEKTY OIHOM WM HECKOJBbKHX J103
antutena k PD-1 B kOMOMHAIMM C OJHOW MM HECKOJBKMMH J03aMH OuCTenH(pUIECKOro
anturena k CD20/CD3. B KOHTeKCTe HACTOAIIEro AOKYMEHTa «IIOCJEeNOBATENIbHOE BBEICHHE)
O3HAYAeT, YTO KAXKAYID 103y aHTUTeNa CYObEeKTy BBOAST B pasHble MOMEHTbl BPEMEHH,
HampuMep, B pasHble JHH, pa3elieHHble 3aJaHHbIM HHTEpPBaJOM (HampuMmep, B 4achbl, JIHH,
Hemenu WM Mecsnpbl). Hacrosimee — u300peTeHHe  BKIIIOYAEeT  CIOCOOBI,  KOTOpBIE
NpeayCMaTpUBAIOT TOCIENOBATENbHOE BBEACHHE MALUEHTY €AMHUYHON Ha4dalbHON 103bI
anturena k PD-1, ¢ mocneayroluM BBEIEHUEM OJHON WJIM HECKOJBKHX 103 BTOPOW Ouepenu
antutena k PD-1, u HeoOs3aTeNIbHO € MOCHEAYIOUIUM BBEIEHHUEM OIHON WJIM HECKOJBKHX 03
TpeThell ouepenu antutena k PD-1. CormacHo ompeneneHHbIM BapuUaHTaM OCYIIECTBJICHUS
CrOCOOBl  IOTIOJTHUTENIBHO — MPEIyCMATPUBAIOT — IMOCJIEAOBATEIbHOE BBEICHHE IMALUEHTY
eNMHUYHOW HaudaibHON 103bl Oucneunguyeckoro antutena k CD20/CD3, ¢ mocnenyromum
BBEICHUEM OJHOW WJIM HECKOJIbKHX 103 BTOPOH odepenu OuCHenM(pUYECKOrO aHTHUTENA, U
HeoOsI3aTeNbHO C TMOCENYIOIUM BBEIEHHEM OJHOW WIJIM HECKOJBKHX /103 TPETbeH odepenu
oucnenuduuecKkoro aHTUTENa.

[0084] B cooTBeTCTBUU C ONpPEAEIEHHBIMU BAPUAHTAMU OCYLIECTBIECHUSI HACTOSILIETO
u300peTeHns MHOTOKpaTHble 103kl aHTuTesna kK PD-1 u Oucnenmduueckoro aHTtutena
CD20/CD3 MOXHO BBOIHTH CYOBEKTY B TEUEHHE ONPEACTICHHOTO MPOMEXKYTKA BPEMEHU.
CriocoObl B COOTBETCTBHH C 3THUM AaCHEKTOM HACTOSAILIETO W300pPETeHUs NPenyCMaTPUBAIOT
MOCTIeIOBATENIbHOE  BBEACHHE CyOBEeKTy MHOTOKpPATHbIX 03 aHTutena k PD-1 wu
oucnermduueckoro anturena k CD20/CD3. B KOHTEKCTe HACTOSINErO JOKYMEHTa

«IOCJIeIOBATENIbHOE BBEIEHUEY» O3HAYAET, YTO KKy 03y antutena Kk PD-1 B komOuHanuu ¢
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oncrnenuUUECKUM aHTUTENIOM CYOBEKTY BBOISIT B Pa3Hble MOMEHTHI BPEMEHH, HAmpuMep, B
pa3Hble IHU, pa3[eNieHHble 3aJaHHbIM HMHTEPBAJIOM (HANpHUMeEp, B YaChl, IHU, HEACNU WU
MECSIIIBI).

[0085] TepmMuHBI «HavyanbHas [103a», «J03bl BTOPOW OUEpEIN» U «I03bl TPEThEH
ouepenn» OTHOCATCST K BPEMEHHOW IOCIEeNOBATEIbHOCTH BBeNEHHs. TakuMm oOpasom,
«HavaJIbHasl 103a» MPeACTaBisieT coOOH 103y, KOTOPYIO BBOAAT BHAa4ase Kypca JieueHus (Takxke
Ha3bIBAETCSI KUCXOIHON JI03011»); «I03bl BTOPOI OUYepenny» MPeaCTaBIsIOT COOOH N03bI, KOTOPhIE
BBOJAT IIOCJ€ HAYaJbHOM HO3bI, U «IO3Bbl TPETbEH ouepenu» MPEACTABISIIOT COOOW O3B,
KOTOpPBIE BBOIAT IOCJE 103 BTOPOU ouepenu. Bece 3 HayaibHOM 03Bl 103 BTOPOU U TPETbEU
ouepend MOTYT COAEpXKaTh OJMHAKOBOE KOJUYECTBO aHTuTena (aHtutena kK PD-1 wmm
oucneunduueckoro antutena). OQHAKO COTJIACHO OMPEAEJIEHHBIM BapHaHTAM OCYIIECTBIICHUS
KOJIMYECTBO, COAepKalleecss B HA4aJIbHOM [03€, 103aX BTOPOH U TPEThel ouepenu, OTIUYAIOTCS
APYT OT Aapyra (Hampumep, mo Mepe HeOOXOAMMOCTH CKOPPEKTHPOBAHbI MO BO3PACTAIOIIEH HIIH
no yObIBaroeii) B xone Kypca jedeHus. COrjiacHO OnpesieeHHbIM BapUaHTaM OCYIIECTBICHUS
OIHY WJIM HecKojbko (Hampumep, 1, 2, 3, 4 wim 5) n03 BBOOAT BHa4aje Kypca JICUCHHs B
KaueCTBE «HArPY30YHBIX J03», C MOCIEAYIOIMMHU A03aMH, KOTOpbIe BBOASAT peke (Hampumep,
«moazepkuBaronme 103b»). Hampumep, antuteno x PD-1 MokHO BBOIWTH HaumeHTy ¢ B-
KJIETOYHOM  3JIOKAYECTBEHHON  OMyXOJIbK0 MPU  HArpy304HOW  J103€, COCTaBJISIFOLIEH
npuOM3UTENbHO  1-3 MI/KT, ¢ TOCHEOYIOIIMM BBEACHHEM OJHOM WM  HECKOJbKHX
MOJAEPKUBAIOLINX 7103, COCTABJSIFOIINX OT mpubnusutensHo 0,1 o npubnusurensHo 20 mMr/kr
Beca TeJjia CyObeKTa.

[0086] CornacHO ONHOMY WILTHOCTPATUBHOMY BapUAHTY OCYIIECTBJICHHUS HACTOSIIETO
HU300peTeHHsI KAKAYIO 103y BTOPOU W/MITH TPEThel oYepenu BBOIST dyepe3 Y2—14 (Hanpumep, Y2,
1, 1'5, 2, 2V, 3, 32, 4, 412, 5, 5'%, 6, 6%, 7, T2, 8, 82, 9, 914, 10, 10'%, 11, 11'2, 12, 12V, 13,
13%, 14, 14, wunu Oonee) Hemenb Toche OJkalinedl mpenmecTByromed ma03el. Dpasa
«OmKaiinasi mpeAImecTBYOIAs 103a» B KOHTEKCTE HACTOSALIETO JOKYMEHTA O03HAYAET, B CIIydae
NOCJIEIOBATEIbHOCTY ~ MHOTOKPAaTHBIX ~ BBEINGHMH, JA03y aHtutena Kk PD-1  (w/wm
oucnermduueckoro anturena k CD20/CD3), koTopyro BBOIAT MALMEHTy IO BBEICHUS
CIIEAYIOIIEH A03bI, B CJIyHae MOCIeI0BATEIbHOCTH 0€3 MPOMEKYTOUHBIX J103.

[0087] Cnoco0bl B COOTBETCTBHM C 3TUM aCMEKTOM HACTOSIILETO M300PETEHUsT MOTYT
NpeayCcMaTpPUBaTh BBEACHUE IMALMEHTY JOO0r0 dYmcia A03 BTOPOW W/WIIM TPEThbe Ouepenu
aaturena k PD-1 (w/wmm Oucnemmdudeckoro antutena k CD20/CD3). Hampumep, coriacHo
ONpeniesieHHbIM BapUaHTaM OCYLIECTBJIEHUS MALUEHTy BBOAAT TOJBKO OJHY J103y BTOpPOH
ouepenn. CorjacHO APYrMM BapuaHTaM OCYIIECTBJICHMS MALMEHTY BBOIAT ABE MIM Oosee

(mampumep, 2, 3, 4, 5, 6, 7, 8 win Oonee) 103 BTOpPOW oOdepenu. AHAJIOTUYHO, COTJIACHO
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ONpeneNieHHbIM BapHaHTaM OCYILECTBIEHHs] MALUEHTY BBOAAT TOJBKO OJHY J03y TpEThbe
ouepenn. CorjmacHO APYrMM BapuaHTaM OCYIIECTBJICHMs MALMEHTY BBOIAT ABE MU Oosee
(mampumep, 2, 3, 4, 5, 6, 7, 8 win Oonee) 103 TpeThelt OYepenu.

[0088] CornacHo BapuaHTaM OCYIIECTBIEHUs, MPEAYCMAaTPUBAIOLINM MHOTOKpPATHBIE
JI03bl BTOPOU OUepenn, KaKAYK A03y BTOPOU OUE€pPEaU MOKHO BBOAUTH C TOM K€ YaCTOTOM, UTO
U Ipyrue 103bl BTOpOM ouepenu. Hampumep, kaxayro 03y BTOPOH OUe€pear MOXKHO BBOJUTH
nauueHTy dvepes 1-2 Hemenu mnocne Onppkaiiiiedl mNpeAmecTBYOINEH 103bl. AHAJOTHYHBIM
o0pa3oM, COIJIaCHO BapUaHTaM OCYILIECTBIEHHs, MPEAyCMaTPUBAIOIIUM MHOTOKPATHBIE TTO3BI
TPETBhEN OYepenH, KAKIYI 03y TPEThEM O4Yepenr MOXKHO BBOAMTBH C TOM )K€ YaCTOTOH, YTO U
Apyrue no3el TpeTbeinl odepenu. Hanmpumep, kaxayro A03y TpPETbeW O4YEpeAr MOXKHO BBOJMTH
MAaLMeHTy dYepe3 2-4 Hemenu mocie Omkaiimed mnpenmecTByromeil no3pl. B kadecTse
AJIbTEPHATHBBI, YaCcTOTA, C KOTOPOH N103bI BTOPOHM W/WIIM TPETheW Ouepeay BBOASAT NALIUEHTY,
MOKET BapbUpPOBATbCS B TEYEHHE Kypca JieueHHs. YacToTa BBEINEHHUS TaKKe MOXET ObITbh
CKOPPEKTHPOBaHA BPAauOM B XOJ/i€ Kypca JIEYeHUs] B 3aBUCUMOCTH OT MOTPEOHOCTEH OTHAENBHOTO
NAaLMEeHTa, Y4aCTBYIOILEro B KIMHUYECKOM UCCIIEOBaHUU.

[0089] CornacHo ompeneneHHbBIM BapHaHTAM OCYIIECTBJICHUS OIHY WM HECKOJIBKO
no3 antutena k PD-1 w/unn 6ucnenuduueckoro antutena k CD20/CD3 BBonsAT BHavane Kypca
JIEYeHHsI B KAUECTBE «HAYAIbHBIX J03)» Halle (JBa pa3a B HENEN0, OMH Pa3 B HEJENIO HITH OAHH
pa3 B 2 Heenu), ¢ MOCIACAYIOUUMHE 103aMH («3aKPEIUISIOIINe JO3bD WIH «IOIIePIKUBAIOIIHE
J03bI»), KOTOPBIE BBOAST peske (HanmpuMmep, OAUH pa3 B 4—12 Henenb).

[0090] Hacrosimee wu300peTeHHEe BKJOYAET CIOCOOBL,  MPEAyCMATPHUBAIOIINE
NOCJIEIOBATENIbHOE BBEJEHHE MaleHTy aHTurena k PD-1 B komOuHaumu ¢ Oucneunpuyeckum
aatutesioM k CD20/CD3 nnst nedeHus: B-KJIeTOUHON 3JI0KAUECTBEHHOH OMyXoJH (Harmpumep,
HEXOJKKUHCKOM JTUM(pOMBI, ocTporo yuMpobnacTHOro Jeiiko3za). CorjiacHO HEKOTOPBIM
BapUAHTAM OCYLIECTBICHHS CIOCOOBI MO HACTOALIEMY HW300PETEHUIO MPEeayCMaTpUBAIOT
BBEIEHHE OHOMN WUJIM HECKOJBKUX 103 aHTUTeNna k PD-1 ¢ mocnenyrommum BBeAEHUEM OJTHONM WIIH
HECKOJBKUX 1103 Oucneruduueckoro antutena k CD20/CD3. CormacHo omnpeneneHHbIM
BapUAHTaM OCYLIECTBICHHS CIOCOOBI MO HACTOALIEMY HW300PETEHUIO MPEeayCMaTpUBAOT
BBE€IEHUE OJHOU N03bl aHTUTeNa k PD-1 ¢ mocneayromuM BBeIEHUEM OJHOM UM HECKOJIBKHUX
no3 Oucnenuduueckoro antutena k CD20/CD3. CorimacHo HEKOTOPhIM BapHUaHTaM
OCYILLECTBJIEHUs OJHY WM HECKOJIbKO 103 aHTuTena K PD-1, cocraBasommx oOT
npubmm3uTenbHo 0,1 Mr/kr no npubnusureapbHO 20 MI/KT, MOXKHO BBOIHTH C MOCIEAYOLIAM
BBEICHHEM OJHOH WM HECKOJBbKUX /03 Oucnenn(uyeckoro aHTUTeNa, COCTABIAIOIUX OT
npubmuzutensHo 0,1 Mr/kr po npubnmsurensHO 10 MI/Kr, ¢ LHETbI0 MHTMOMPOBAHUS POCTa

OTYXOJIM W/WJIH TIpenyNpeKIeHUs] TIOBTOPHOT'O MOSIBJICHHsI ONyXOJIH y cyObekTa ¢ B-kieTouHoit
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3JI0KaYeCTBEHHOHN OmMyxoiyb0. COrjJacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJIEHUS] aHTHTENO K
PD-1 BBOmAT B OZHOW WM HECKOJBKMX A03aX C MOCIEAYIOLIMM BBEIEHUEM OJIHOW WM
HECKOJIBKUX 103 OMCrenudrueckoro aHTUTeNa, YTO 00ECeUnBaeT B Pe3yJIbTaTe MOBBIIIEHHYIO
MPOTHUBOOIYXO0JIEBYIO 3((PeKTUBHOCTh (Hampumep, Oojiee BBICOKYIO CTENeHb WHTHOMPOBAHUS
pOCTa OMyXOJIY, NOBBIIIEHHYIO BEPOSITHOCTD MPEAYTPEKIEHHS IOBTOPHOTO MOSIBICHHUS OMyXOJIH
IO CPAaBHEHUIO C CYOBEKTOM, HE MOANISKAIINUM JICUSHHIO, W CYObEKTOM, KOTOPOMY BBOJMIIU
mo0oe W3 aHTUTENl B KadeCTBE MOHOTEpAnuu). AJIbTEpHATHBHbIE BAaPHAHTBI OCYLIECTBIIECHHUS
HACTOSIEr0 M300peTeHHsT OTHOCATCA K MapajulelbHOMY BBeAeHHIO aHTtHTena k PD-1 u
oucnenuduueckoro aHTUTENa, KOTOPOE BBOIAT B OTAEIBHOHN 103€ NMPHU TaKOW K€ WM APYroi
4acTOTe MO cpaBHEHMIO ¢ aHTUTENOM K PD-1. CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUS
oucnernuduueckoe aHTUTENO BBOIAT 0, IOcKe BBeeHus anturtena k PD-1 wnu ogHOBpeMeHHO
¢ HuM. CorynacHO OIpeneseHHbIM BapUaHTAM OCYLIECTBJIEHHs Oucrnenu(UuIeckoe aHTHTENO
BBOZAT B BUJIE €IMHOTO NO3UPOBAHHOIO COCTaBa ¢ aHTUTENIOM K PD-1.

JHo3upoBka

[0091] KoauuectBo antutena k PD-1 w/unm Oucnenuduueckoro aHTutena K
CD20/CD3, BBOmUMOE CyOBEKTY B COOTBETCTBHHU CO CIIOCO0AMU IO HACTOSIIEMY H300pETeHUIO,
OOBIMHO TIpeACTaBisieT COOOH TepameBTUYeCKH H(PQPEKTHBHOE KOINYEeCTBO. B  KOHTEkcTe
HACTOSIIIETO JOKyMeHTa (pasa «TepaneBTUYeCKH 3PPEKTHUBHOE KOJIMYECTBO» O3HAYAET
konn4ecTBO aHturena (antutena k PD-1 wim Oucnenuduueckoro anturena k CD20/CD3),
KOTOpoe oOecreynBaeT OJHO MM HECKOJBKO M3 CIEAYIOLIEro: (a) yMeHbIIEHHE TSDKECTH WU
MPONOJIKUTEIBHOCTH CUMIITOMA B-KJIeTO4HOI 3510KauecTBeHHON omyxonu; (b) nHrubupoBanue
poCTa OMyXOJM MJIM TOBBIIIEHHE CTENEHW HEKPO3a OIMYXOJH, YMEHBIICHHE Pa3MEepOB W/WIH
HCUYE3HOBEHUE OIyXOJH; (C) 3amepKKa pocta W pa3sBuTHs onyxond; (d) MHruOupoBaHue, WU
3aMeJIeHNe, WM OCTAHOBKA METACTa3HUPOBAHUS OIMYXOJH, (€) MpenynpeskaeHHe MOBTOPHOTO
nosiBjieHnss pocta onyxonw; (f) mNOBBIIEHWE BBDKMBAEMOCTH CyObekTa ¢ B-kieTouHoi
3JIOKAQUYECTBEHHON OMyXOoJbl0; W/WiIH (g) COKpalleHHe TNPUMEHEHUS W YMEHbIIECHUE
HEOOXOIMMOCTH B TPAJAULIMOHHONW MPOTHUBOOIYXOJIEBOH Tepanuu (HarpuMep, COKpalleHue WIIH
UCKJIFOYEHHE TPUMEHEHUS XUMHOTEPANEBTHYECKUX WJIM LHUTOTOKCHYECKUX CPEACTB) IO
CPaBHEHHMIO C CYOBEKTOM, HE MOJIEXKALIUM JICUEHUIO, MJIH CyOBEKTOM, KOTOPOMY BBOIMIIU
1r000€ U3 aHTHTEN B KAYeCTBE MOHOTEPAITHH.

[0092] B cnyuae anTurena k PD-1 TepaneBrudecku 3¢ (HeKTHBHOE KOIUIECTBO MOXKET
cocTaByATh OT mnpubmmsurenpHo 0,05 Mr  nmo npubmmsurensHo 600 mMr,  Hampumep,
npubmm3uTensHo 0,05 mr, npubnusurensHo 0,1 mr, npubmusurenbro 1,0 Mr, mpuOIU3UTETHHO
1,5 mr, npubmmsurensho 2,0 mr, npuOmmsutensHo 10 mr, npuOmm3uTensHo 20 Mr,

npubmusutensHo 30 mr, npudmmsurensHo 40 mr, nmpubnusutensHO S0 Mr, NPUOIH3UTETBHO
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60 mr, mpubnusurensHo 70 mr, mpubOmmsuTensHo 80 mr,  mpuOaM3uTeNnsHO 90 M,
npubmuzutensHo 100 mr, npudmmsurensro 110 mr, npubnusurensHo 120 mr, npuOIH3UTETBEHO
130 mr, npubmmsurensho 140 mr, npubmusurtensrHo 150 mr, npubnmusurensHo 160 wmr,
npubmuzutensHo 170 mr, npudmmsurensao 180 mr, nmpubnusurtensHo 190 mr, npuOIM3UTENHEHO
200 mr, mpubmmsutensHo 210 mr, mpubnusurensHo 220 mr, npubnusutensHo 230 wmr,
npubmusuTensHo 240 mr, npudmmsurensHo 250 mr, npubnusnutenbHo 260 Mr, NpUOIM3UTENBHO
270 mr, mpubmmsurensHo 280 mr, mpubmusutenbHo 290 mr, mnpubnusutensHo 300 wmr,
npubmuzutensHo 310 mr, npudmusurensHo 320 mr, npubnusutensHo 330 Mr, npUOIM3UTENBHO
340 mr, npubmmsutensHo 350 mr, mnpubmmsuTensHo 360 mr, npubnusutensHo 370 wmr,
npubnuzutensHo 380 mr, npudmsurensHo 390 mr, npubnusurtensHo 400 Mr, npUOIM3UTENBHO
410 mr, mnpuOnusurensHo 420 mr, npubmusutensHo 430 mr, npubnusutenpvHo 440 mr,
npudmsuTensHo 450 mr, npubnusutensHo 460 mr, npubausutensHo 470 Mr, NPUOIU3UTETBHO
480 mr, mnpubnusutensHo 490 mr, mnpubmmsurensHo 500 mr, mpubmusurensHo 510 wmr,
npudm3uTensHo 520 mr, npubnusutensHo 530 mr, npubausutensHo 540 Mr, NpUOIU3UTENBHO
550 mr, npubmmsurensHo 560 mr, npubmusurensHo 570 mr, npubmmsurensHo 580 M,
npubmsutensHo 590 Mr mim  npuOnmsurensHo 600 mr antutena k  PD-1. Cormacho
ONpeaeeHHbIM BapUaHTaM OCylecTBIeHUs BBOAAT 250 mr anturena k PD-1.

[0093] B caywae Oucnenmduueckoro anturena k CD20/CD3 TepaneBTHUECKH
3¢ EeKTUBHOE KOJIMYECTBO MOXKET COCTaBJSITh OT MpuOMu3uTenpbHO 10 Mukporpamm (MKr) 10
npubmusuTensHo 8000 Mkr, Hampumep, npuOIM3UTEabHO 10 MKT, mPUOIU3UTENBHO 20 MKT,
npubmm3uTensHo S0 Mk, npudmmsutensHo 70 Mkr, npubnusurenbHo 100 MKr, PUOIH3UTEIBHO
120 mxr, npubmmsutenbHo 150 mkr, npubmusutenbHo 200 Mkr, npubmusuteapbHO 250 MKT,
npubmusutensHo 300 mxr,  mpuOmmsurensHo 350 Mxr,  mpubmmurensHo 400 MKT,
npubmmsutensHo 450 mxr,  mpuOmmsurensHo 500 Mkr,  mpubmmuTenpHO 550 MKT,
npubmusutensHo 600 mkr,  mpuOmmsutensHo 700 mxr,  mpubmmurensHo 800 MKT,
npubmmsutensHo 900 mkr, npubmusurenpHo 1000 mMxr, mpuOmmsurensHo 1050 MKT,
npubmusutensHo 1100 mxr, mpubmusurtensHo 1500 mxr, npuOmmsurensHo 1700 Mkr,
npubmusutensHo 2000 mkr, mpuOmusutensHo 2050 mkr, mpuOmmsurensHO 2100 MKT,
npubmmsutensHo 2200 mkr, mpuOnusutensHo 2500 Mkr, mpuOmmsurensHO 2700 MKT,
npubmusutensHo 2800 mMkr, mpuOmusutenbHo 2900 Mkr, mpuOmmsurensHo 3000 MKT,
npubmuzurensHo 4000 mxr, mnpubmusurenpbHo  S000 mMkr, npubmusutensHo 6000 Mk,
npubmuzurensHo 7000 Mxr wim npubmmusurensHo 8000 MKr Oucnermduyeckoro aHTUTENna K
CD20/CD3.

[0094] Komnudectso moboro u3 antutena k PD-1 wiu 6ucnennuyueckoro aHTUTeNa K

CD20/CD3, cogmepskaiieecss B OTAEIbHBIX 033X, MOXKET OBITh BBIPAKEHO B MIJUIMIPAMMax
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AHTHUTENIA HA KWJIOTPaMM Beca Tela cyobekTa (T. €. Mr/kr). CornacHO omnpesieNIeHHbIM BapHaHTaM
ocymecTBieHns Jr00oe n3 antutena k PD-1 wm Oucnennduyaeckoro anturena k CD20/CD3,
NPUMEHSIEMbIX B Croco0ax MO HACTOALIEMY HM300pPETeHHIO, MOJKHO BBOAUTH CYOBEKTY B H03€,
cocTaisitoiner ot npubnusutensHo 0,0001 no mpubnusurensHo 100 mMr/kr Beca Tena cyObekTa.
Hanpumep, antuteno x PD-1 MOXXHO BBOAWTH B [103€, COCTAaBJISIOLIEH OT MPHUONM3UTENBHO
0,1 mr/kr no mpubnmsutensHo 20 MI/Kr Beca Tena CyObekTa. bucnenudpuyeckoe aHTHTENO K
CD20/CD3 wmoOxXHO BBOAWTH B J03€, COCTaBjsifomier ot mnpubmmurensHo 0,1 Mr/kr mo

npubnu3uTensHo 10 MI/Kr Beca Tena cyObeKTa.

IIpumepsbl

[0095] Crenyromue npuMepsl IPUBEAEHBI C LEIbIO MIPEIOCTABJICHUS CIIELUATNCTAM B
JaHHON OOJIACTH MOJTHOTO PACKPBITHS U ONMUCAHUS TOTO, KaK BBIOJIHATh U MPUMEHSATDH CIIOCOOBI
Y KOMITO3HMLIUH 10 HACTOAIIEMY M300pETEeHHIO, 1 He MpeAHa3HAYeHbI ISl OTPaHUUYeHHsT 00bemMa
TOrO, YTO aBTOPbI HACTOSIIErO M300pEeTeHHs PacCMATPUBAIOT Kak CBOe m300pereHue. bwuin
NPENNPUHITBI YCUIHS Ui OOECIeYEeHUs] TOUYHOCTH B OTHOIIEHHM IMPUMEHSEMbIX 3HAYEeHUIl
(HanpuMep, KOJIUYECTB, TEMIIEPATYPbI U T. J1.), OMHAKO CJIEAYET YUYUTHIBATH HAIMUNE HEKOTOPBIX
NOrPEIIHOCTEN M OTKJIOHEHWH B 3KCIepuMeHTax. Eciu He yka3aHO HMHOE, 4YacCTH SIBIISIOTCS
YaCTAMHU IO BECY, MOJIEKYJISIPHAsI Macca sSIBJISIETCS] CpeIHEN MOJIEKYJIIPHONM MacCOM, TemmnepaTypa
npuBeneHa B rpanycax Lleabcus W naBieHue siBisieTcss aTMOChepHbIM WM OJM3KUM K
arMochepHOMY.

pumep 1. In vivo 3¢dexTuBHocTs aHTHTENa K PD-1 B koMOuHamum ¢
oucneunpuyeckum anturesom Kk CD20xCD3 B oTHomennu onyxoJiei B16_CD20.

[0096] B stom npumepe msyuanu 3¢gdext OnokupoBanus PD-1 B xomOuHammm c
CD20-naueneHHOl MMMyHOTepanuell B OTHOLIEHWU pa3BuBLIMXcs omyxoneid B16 CD20 y
rymanmsupoBaHHbix Mo CD20 u CD3 wbimeit ¢ npumeneHueM anturen kK PD-1 mbimm u
oucneuupuueckux antuten k CD20xCD3 denoseka.

[0097] WmmoctpatuBHOoe Oucnenuduueckoe antuteno k CD20/CD3, npumensiemoe B
npuMepax B HACTOSALIEM IOKYMEHTE, NpencraBisieT cobol «bsAbl» (Takke M3BECTHOE Kak
«antureno 1», packpeiroe B US20150266966), MOTHOCTRIO YeNOBEYECKOe OHCIenudpuIecKoe
MOHOKJIOHaNIbHOe aHTuTeno k CD20 u CD3, npuyem aHTUTENO COAEPKUT cBsi3biBaroiee CD20
IUIe4O, Coaepkallee neppyo BapuadenbHyro obnacts Tsokesnon nenu (A-HCVR), conepaxainyro
aMHHOKHUCIIOTHYI0 nocienoBarenbHocTh SEQ ID NO: 11, BapnabenbHyro 00acThb JIETKOH Lenu
(LCVR), comepskamyro aMUHOKHCIOTHYK mochenoBatenbHocTe SEQ ID NO: 12; wu
cesizbiBaroee CD3 medo, comepskaiiee BTOPYIO BapuabenbHYI0 00iacTh Tsikenoi meru (B-

HCVR), copepskamyro aMHHOKUCIOTHYIO nocienosatensHocTs SEQ ID NO: 13, u LCVR,
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COZEepIKalyl0 aMHUHOKHCIOTHYH mnocienoBatenbHocTe SEQ ID NO: 12, bucnemmduueckoe
aatuteno bsAbl coxepxxut nmocnenosatenpHOoCcTH CDR TspRenolt u nerkoit nenei, copepskarne
SEQ ID NO: 14-22.

[0098] TI'ymanmsuposannbie 1o CD20 u mo CD3 Mblmu ObUTH MOTYYEHBI C TTOMOIIBIO
METO/IOB T'€HHON MH)KEHEpUH ¢ puMeHeHneM TexHosornn VelociGene® (Valenzuela et al 2003,
Nat. Biotechnol. 21: 652-659), KOTOpBIX 3aTe€M CKpPEIIUBAIH ISl OJIYYEHUS TYMAHU3HPOBAHHBIX
no asyM reHam wmsbimeii CD20 CD3 (nmyOnukarnust 3asBku Ha marteHT CIITA Ne 14/949834,
noganHast 23 Hos0ps 2015 roga).

[0099] B nmenb 7 MblllaM HOAKOXKHO MMILTaHTHpoBaau 2,5%10° knetoxk B16 CD20. B
neHb 0 BHIOWpanM MblIell ¢ MOKa3aTeNsMH CpeaHero obbema omyxomu ot 25 no 115 mm® u
PaHIOMH3UPOBAIIN UX B IATh rpymnm obpaborku. Mblmeii oOpabaTbiBain aHTUTEIAMU ABAXKIbI B
HeZeto caenyomum odbpasom: rpynmna 1: koutposs (PBS); rpynna 2: uotunuyueckiue KOHTPOIU
(IBYXBaJICHTHOE aHTHUTEJIO YEJIOBEKa K HEPEJIeBAHTHOMY aHTHIeHY U KOHTposbHOe [gG2a KpbIChI
— BEO0089 ot BioXCell); rpynna 3: antuteno k hCD20xCD3 (bsAbl) (4 mr/kr);, rpynna 4:
antureno k PD-1 wmbrmmm (10 mr/kr; RMPI-14 rIgG2a; BioXCell); u rpynma S5: antureno k
hCD20xCD3 (bsAbl) (4 mr/kr) + antureno k PD-1 mbimuu (10 mr/kr). Bce antutena BBogumm
BHyTpUOprommHHO. B rpymme S5 wmbimel oOpabaTbiBaid aHTHTEIAMHU OXHOBPEMEHHO.
Ilokazarenn oObeMa OMyXOJHM OTCIEKUBAJIN MyTEM H3MEPEHHUS C MOMOLIBIO INTAHICHIUPKYJI
IBaKABI B HENEJIIO HA MPOTSHKEHUH SKCIIEPHMEHTA, U 33 KUBOTHBIMU 0€3 OMyXOJIi HaOJIoaau B
OTHOLIEHHU OTCYTCTBUSI TIOBTOPHOTO TOSIBJIEHHS OMyXOJIM B T€UYEHUE MEPHOAA IJTUTEIbHOCTHIO
1o 80 nueil.

[00100] Awntutena k PD-1 u CD20xCD3 B kadecTBe MOHOTEpamuu OOeCIIeYHBAIU
3a7epKKY POCTa ONMYXONH y MbIlIeH, npuueM y Mblmeii o6beM onmyxomu gocturan 500 mm® B
cpenneM 3a 19 gHeil. B oTnmume ot 3TOrO, Y MBILIeH, KOTOpBIX 0OpadaTeiBain aHTUTEIOM K PD-
1 B xomOunaumu ¢ Oucneundudeckum antureisoM Kk CD20xCD3, oObeM Omyxonau JOCTHral

500 mm® B cpenem 3a 27 nueii (Gurypa 1 u Tabmuma 1).
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Tadauua 1. Poct onyxouu nocye BpeaeHust anturena k PD-1 u Oucneunduyeckoro

aarureaa k CD20/CD3.

Cpen.aucnio aHe, 3a KOTOpbIe Yucao mpimei 0e3
OO6paboTka

onyxoJib gocturaer 500 mm? onyxoJix Ko auro 30
PBS 15 0/7
Hs3oTununyeckue KOHTPOIU 15 0/7
bsAbl 19 1/7
Awntureno x PD-1 (rlgG2a) 19 1/7
bsAb1 + anTureno x PD-1 27 4/7

[00101] OO6paboTka OTAETBHBIM CPEACTBOM M KOMOMHALMEH HEe MHAYLUpPOBaIa Kakoe-
aub0 W3MEHeHHe B Bece Tela, M HU B ONHOH M3 TpPyNm Je4eHus He Halmomanu
MaKpPOCKOIMNYECKUX MPU3HAKOB TOKCUYHOCTH.

[00102] OmucaHHBIH BbIIE >KCIEPUMEHT IMOBTOPSUIM ABAXKIbBl, U B OOOMX Ciydasix
obpabotka komOmHauell obecreunBaa 3HAYUTENBHYIO 33J€PKKy U HWHTHOMPOBAHUE POCTA
OMyXOJIM TI0 CPABHEHHUIO C KOHTPOJSIMH WJIM MOHOTepamnued jubo anturenom k PD-1, nubGo
oucnenuduueckum anturenaom k CD20/CD3.

Ipumep 2. In vivo 3¢pdexTuBHocTs aHTHTENa K PD-1 M Oucnenmndpuyeckoro
anturesa k CD20xCD3 B ciayyae mnpUMEHEHHsI peXHMa JA03HPOBAHUS €
NocJ1e10BaATe/IbHBIM BBEAeHHEM.

[00103] B stom mpumepe mportuBoomyxoseBblii 3¢dexkr antutena k PD-1 mpoum B
koMOuHanuu ¢ ducnenudpudeckum anturesom k CD20xCD3 yenoBeka u3ydaiu ¢ IPUMEHEHUEM
peKrMa J03UPOBAHUS C MOCJIEN0BATEIbHBIM BBEICHUEM.

[00104] T'ymanmsupoBansble 1o aAByM reHam mbimu CD20 CD3 Obumn mosyueHsl ¢
MIOMOIIBE0 METOIOB I'€HHOW WHKEHEPHUHU ¢ puMeHeHneM TexHosoruu VelociGene® (Valenzuela
et al 2003, Nat. Biotechnol. 21: 652-659; nybnukauus 3asiBku Ha nateHT CIITA Ne 14/949834,
noganHas 23 Hos0pst 2015 roga).

[00105] B pmens 7 MblllaM MOAKOXKHO MMILTaHTHpOBaIu 2,5%10° knetox B16_CD20. B
fenb O BbIOMpanM Mbleill ¢ MOKa3aTeNsMU CpeiHero odobema omyxond oT 30 jgo 65 MM® u
PaHAOMHU3HMPOBAJIH MX B MATH rpymm obpadorku (pur. 2). Ha npoTskeHnn BCero UCCIeI0BaHUs
U3MEpsUIM TEMIIbl POCTa ONyXOJM C NPUMEHEHHEM MITAHTeHLUPKYJIsl U JBaXIbl B HENENIO
pPErHCTPUPOBANIM  MMOKa3aTeNu Beca Tena. Mplmeid oOpalaTbiBasid — aHTUTENAMHU  IIYTEM
BHYTPUOPIOIIMHHOTO BBEIEHUS JBAXbI B HEIENO CIEAYIOIMM 0Opa3oM: rpymma 1: KOHTpOJb
(PBS); rpynma 2: H30TUNHMYECKHE KOHTPOJIM (IBYXBAJIEHTHOE AaHTHUTENO YEJOBEKA K

HEpEJIeBAHTHOMY aHTHUreHy u koHTposibHOe IgG2a xpsickl — BEOO89 ot BioXCell), rpynna 3:
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aatutenno Kk PD-1 wmbemmum (10 mr/kr; RMPI-14 rlgG2a; BioXCell); rpynma 4: anTuteno x
hCD20xCD3 (bsAbl) (4 mr/kr), rpymma 5: antuteno k hCD20xCD3 (bsAbl) (4 mr/kr) +

aatutesno Kk PD-1 wmprmm (10 Mr/kr), BBOAMMbIE OTHOBPEMEHHO, rpymnma 6: antureno k PD-1

mbimu (10 mr/kr) ¢ nocnenyromuM BeeneHuem anturena k hCD20xCD3 (bsAbl) (4 mr/kr);, u

rpynmna 7: aarureno k hCD20xCD3 (bsAbl) (4 MI/kr) ¢ mocneayomuM BBEICHUEM aHTHTENA K

PD-1 mpmm (10 mr/kr). Bece anTuTena BBOAWIN BHYTPUOPIOLUIMHHO C NMPUMEHEHHEM pPEXUMA

AO3UPOBAHNS C TOCICAOBATCIIbHBIM BBEACHUEM, KaK IMOKA3aHO B Ta6.]'II/II_Ie 2.

Tabauua 2. Pe:xum 103UPOBAHUSA € MOCJI€10BATEIbHBIM BBe/ICHHEM.

I'p. | Komnonent Cxema Komnonent Ne2 | Cxema Ne
Nel AO3HPOBAHHUS AO3HPOBAHHS |MbILIEH
— KOMIOHEHT — KOMIOHEHT
Nel Ne2
KonTposnu 1 |Cpena- Hcxonasrii Cpena-nocurensb | Mcxomnbrit 5
HOCUTEJb neHs 0, nens 0,
2x/Henemo 2x/Henemo
2 |Msorimmeckuii | McxonHbii Mzotunmueckuii |Mcxoanblit 5
KOHTPOJIb neHs 0, KOHTPOJIb ness 0,
2x/Henemo 2x/Henemo
3 |RMPI-14 Hcxonneiii N/A N/A 5
(anTHTENO K |zmeHs 0,
PD-1) 2x/Henemo
4 |N/A N/A bsAbl HcxonHsrii 6
nensb 0,
2x/Hepemo
OanoBpemennoe S |RMPI-14 Ucxonnsrii bsAbl Hcxonnsrii 7
A03HPOBAHHE (aHTHTENO K neHs 0, ness 0,
PD-1) 2%/Hepemo 2x/Hepemo
AHTHTEI0 K 6 |RMPI-14 Ucxonnsrii bsAbl Hcxonnsrii 7
PD-1, 3atem (aHTHTENO K neHs 0, IeHb 7,
bsAbl PD-1) 2x/Henemo 2 x/Henmeno
bsAbl, 3arem 7 |RMPI-14 Hcxonusiit bsAbl Hcxonnbrit 7
anTuTeso K PD- (anTHTENO K IIeHb 7, ness 0,
1 PD-1) 2x/Henemo 2 x/Henmento
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[00106] Kax ans omHOBpeMeHHOTO BBeneHus 103bl bsAbl u antutena k PD-1 mbim,
TaK W JJIs BBeNEeHHs 103bl aHTUTeNna k mPD-1 ¢ mocneayromuMm BBeneHueM bsAbl Obuia
NOKa3aHa 3HAauYMMasl 3a/lep’KKa POCTa OMYXOJH IO CPABHEHUIO C KOHTPOJBHBIMH AHTHTEJIAMHU,
comepxkammmu ogHO Ttwiedo (¢ur. 3). Ilpu neyennn komOuHaiumed, korma bsAbl BBomsT
HayuHasg ¢ DO, a antureno x PD-1 BBomsT HaumnHas ¢ D7, 3amepkky pocta ONMyXxoJd MO
CPaBHEHHMIO C TpPYyNIAMU JIEYEHUS OTHAEJbHBIM CpPEACTBOM B pPaMKaX HCCIIEAOBAHUS HE
HaOmonamu. Ilpu BBeneHMM KOMOMHAIMK pa3IU4Msl B OTHOLIEHHM IIOTEPH Beca MM He
CBSI3aHHOM C OMYXOJIBIO CMEPTHOCTHU HE HAOJIONaJIH.

IIpumep 3. Knunnuyeckoe ucneiTanue anturena Kk PD-1 u anturena k CD20xCD3 ¢
y4acTHeM NAIHEHTOB CO 3JI0Ka4YeCTBEHHBIMH HOBOOOPa30BaHHsAMH U3 B-kieTok.

[00107] [anHOe wmcclnenoBaHUE TMPEACTABISET COOOW OTKPBITOE MHOTOLIEHTPOBOE
HCCIIEIOBAHNE C TOBBIIIEHHEM J103bl, NMPENyCMaTPUBAIOLIEe HECKOJIBKO TPYII C IOBBILIEHUEM
J03bl M PACUIUPEHHBIX TPYIMI, Ui MOJy4YeHHs HaHHBIX 00 3(QPEeKTUBHOCTH, OE30MACHOCTH U
nepeHocumocTH anturena Kk PD-1 u Oucneunduueckoro anrurena k CD20/CD3, otaensHo U B
KOMOMHAIMY, C y4acTHEM MALMEeHTOB CO 3JI0Ka4eCTBEHHBIMH HOBOOOPa3OBaHUSMH U3 B-kieTok
(Bkyrouasi B-kjeTOUHYH HEXOMKKHMHCKYIO JuMmpomy, numpomy XOIKKMHA U OCTpPBIH
M OOIACTHBII JIEHKO3).

[00108] MHnmoctparuBHOe aHtuteno k PD-1, npumensiemoe B 3TOM MNpUMeEpE,
npeacrasisier coboii  REGN2810 (takke wu3BectHoe kak H4H7798N, packpeitoe B
US20150203579), momHOCTBIO YeIOBEYEeCKOe MOHOKJIOHAIbHOE aHTuTeno k PD-1, conepxariee
TSDKENYIO LeMb, COAePKAIYI0 aMUHOKHUCIOTHYIO nocnenosareabHocTh SEQ ID NO: 9, u nerkyro
Lernb, COAEpKAllyld AaMUHOKUCIOTHYI mocienosarenbHocte SEQ 1D NO: 10; mapy
aMUHOKUCIOTHBIX TocaenoBatenbHocTeit HCVR/LCVR, mpenycmarpusaromyo SEQ ID NO:
1/2; u mocnenosarenpHocTH CDR Tsikenoii u nerkoit ueneit, npenycmarpusaroimue SEQ ID NO:
3-8.

[00109] WmmocTpaTuBHOe Oucnenuduueckoe antuteno k CD20/CD3, npumensiemoe B
5TOM IpuMepe, npencTasisieT codoit bsAbl (onmmucanHOe B mpuMepe | B HACTOSIIEM JOKYMEHTE).

[00110] [IlepBu4HON WEIBEO HUCCIENOBAHUS  SIBIISIETCS  OIEHKAa OE30MacHOCTH,
NEepeHOCUMOCTH U posonumutupyromein tokcnunoctu (DLT): (1) REGN2810 B kadectse
OTHENBHOTO CPEICTBA Y MALIUEHTOB ¢ TuMpOoMOoi (B-kIeTouHON HEXOMKKIUHCKOM TuMbpomoii [B-
NHL] u numdomoit Xomxkuna [HL]); (i1) bsAb1 B kauecTBe OTHENBHOTO CPEACTBA Y MALUEHTOB
¢ octpbiM JuMmpobnactaeiM neiiko3om (ALL); (iii)) xomOmnaumu bsAbl u REGN2810 y
nauueHToB ¢ B-NHL; u (iv) komOunauuu bsAbl m REGN2810 y maumentos ¢ ALL.

[00111] BropuuHble Uenu WCCIEAOBAHUS SIBJSIFOTCS CleAyromumu: (1) OmpenenThb

pexoMeHaoBaHHy0 o3y . REGN2810 B kadecTBe OTAENBHOrO CPEACTBA Y IMAIIUEHTOB C
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aumdomoii (B-NHL u HL), bsAbl B kadecTBe OTHENBHOrO cpencrsa y mauueHTtoB ¢ ALL;
bsAbl u REGN2810, BBogumbix B KoMOuHanuu, y mnanueHToB ¢ B-NHL; u bsAbl wu
REGN2810, BBogmmbIXx B KOMOMHauumu, y mnanueHToB ¢ ALL; (i) oxapakTepuszoBaTh
dapmakokunernuecknii (PK) mpodune bsAbl u REGN2810 npu BBemeHUHM B KadecTBe
OTAENbHBIX CPEICTB U B KOMOMHALMHY, (111) OLeHnTh UMMyHOTeHHOCTb bsAb1l u REGN2810 npu
BBEJACHUH B KaueCTBE OTHEJBHBIX CPEICTB M B KOMOWHammu, W (1v) MpenBapUTEIBHO
UCCJIEIOBATh MPOTHUBOOITYXO0JIeBYIO akTUBHOCTh bsAbl m REGN2810 npu BBeieHUN B KauecTBe
OTAENbHBIX CPENCTB IPU OINpPENENIeHHBIX IMOKA3aHUSX U B KOMOWHAIMHM, OIPENEeIsAeMYI0 II0
oOmeli 4acToTe OTBETa, MUHUMAIBHOMY OCTaTO4YHOMY 3aboineBanuio (MRD) y maimueHToB C
3a00€eBaHNEM KOCTHOTO MO3ra Ha MHCXOAHOM YpPOBHE, MPOJOJUKUTENBHOCTH —OTBETA,
BBDKMBAEMOCTH O€3 MPOrpecCHpPOBAaHUs, MEIMaHEe BbDKUBAEMOCTH M IPOLIEHTY BBDKMBAEMOCTHU
yepe3 6 u 12 mecsues.

[00112] [IomOMHUTENbHBIMH LEJSIMH SIBJISIETCSI OLIEHKA OMOMapKepoOB, KOTOPbIE MOTYT
KOPPeTHpPOBAaTh C MEXAaHHU3MOM [IeHCTBHs, HAOMIOZAeMON TOKCHMYHOCTBIO W MOTEHIHATBHOMN
IPOTUBOOIYXOJIEBOI aKTUBHOCTBIO, BKJIIOYast O€3 OrpaHHUYeHHsl Cleayrolee. npopuinpoBaHue
LIMTOKMHOB; OLIEHKA B OTHOIIEHHU cyOronynsauuii B- u T-knerok B nmepupepudeckoil KpoBU
UMMYHO(EHOTUITUPOBAHKUE, OLICHKA H3MEHEHH B YpPOBHE OSKCIPECCHHM T€HOB B KJIETKax
nepudepruIeckoil KpOBH, U OLIEHKA CBIBOPOTOUYHOTO HUMMYHOTJIOOYJTHHA.

Hcecaeayemas nonyJasgauus

[00113] LleneBas monynsiumsi BKiIrO4YaeT nmanueHToB ¢ jumdpomoii (B-NHL u HL) u
ALL, nansg KOTOpPBIX HE CYIIECTBYET CTaHAAPTHBIX CHOCOOOB JiedeHMs. PasimudHbie
MaTOJOTUYECKHE MMOATHUIIBI, YAOBIETBOPSAIOIINE KPUTEPUSM JJI PA3HBIX TPYMI HCIBITAHUSA,

nepevyunciieHbl B Tabnunax 3-5.
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Tadauua 3. IlaTonornyeckuii NOATHI, YIOBJIETBOPSIIOLIUI KPUTePHUsSIM JJIs1 TPy
JedeHuss B cjy4ae JuM@pombl, corjacHo kJjaccupuxannu BO3: IloBbimenue 10361

REGN2810 B kauecTBe 0TACIBHOIO cpeacTBa B koroprax ¢ B-NHL u HL.

Jumpoma Xomxkuna (HL) | ¢ Knaccuyeckas HL B hopme HOLYIAPHOTO CKIIEPO3a

e Kunaccuueckass HL ¢ Gonpimm KoMu4ecTBOM MM OLMTOB
e (CwmemanHO-KJIeTOYHas knaccudeckas HL

e Kunaccuueckas HL ¢ numdonaHbIM HCTOLIIEHNEM

e  Honynspusiii Bapuant HL ¢ numdonnasim

npeobyaganreM

Heomnasmer u3 3penbix B- | o @omnukysspras numdoma (FL) moboii crenenu

KJIETOK e  MenkokierouHas tum@oruTapHas mumdoma (SLL)

e Jlumdornazmouuntapuas numpoma (LPL)

e Jlumdoma U3 KJIETOK MapruHaibHOU 30HbI (MZL)
(ceneseHouHas, HOAAJIbHAS UM HKCTPAHOJANIbHAS)

o Jlumdoma u3 kierok ManTuitHo# 30HbI (MCL)

o Jlupdysnas B-kpynHoknerounas mumdoma (DLBCL), Bce
IO TUIIBI

o JTudpdysunas B-kpynHoknerounas mumpoma (DLBCL),
KOHKPETHO He 0003HAaYeHHAas!

e  B-kpynHokieTouHast muM$pomMa ¢ OOIBITUM KOJHUECTBOM
T-kIeTOK/THCTHOLIMTOB

e DLBCL, accouunpoBaHHasi C XpOHUYECKUM BOCTIAJIEHUEM
e  Bupyc Ommreiina-bapp (EBV)+ DLBCL mnroneii
TIOKHJIOTO BO3pacTa

e JlumdomMaTOUaHBII rPpaHyIEeMaTO3

e [lepBuuHas MeguacTUHANBHAS (TUMHUECKasi) B-
KPYITHOKJIETOYHAs JTUM(pOMa

e Bayrpucocynucras B-kpynHokieTounas auMdoma

e Ilepsuunas xoxxHast DLBCL, Tuna, 3aTparusaroliero
HIDKHUE KOHEUHOCTH

e  B-knerounHas mum¢oma, He OO IIAsICSI
KJIacCU(UKALIUK, CO CMEIIAHHBIMU NPU3HAKAMH,

xapaktepHbiMu 115t DLBCL 1 mum¢ombl
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bepkurra

e Jlumdoma bepkurra

Tadauua 4. IlaTonornyeckuii NOATHII, YIOBJIETBOPSIIOLIUI KPUTEPUSIM JJIs1 TPy

JieyeHusi B cjaydae JuM@poMbl, coriacHo kiaaccupukanuu BO3: PacmiupeHHble KOropThl,

noayyawimue REGN2810 B kauecTBe 0TAE/IbHOIO CpeACTBA.

Pacmupenne koropr,

Pacmupenne xoropr,

Pacmiupenne Koropr, noJry4armux

NMOJIy YAl HX noaydaromux REGN2810 | REGN2810 B kauecTBe 0TA€JIbHOI0
REGN2810 B B Ka4eCTBe 0TAEJbHOI0 cpeacTBa, npH

Ka4ecTBe OTAEJBbHOI0 | CPEeACTBA, IPHU ATPECCHBHOM CD20+ B-NHL
CpeaAcTBa, NpH BSUIOTEKYIIEH CD20+

JIumpome Xoaxkuna | B-NHL

e Kunaccuueckas HL | HEOIIJIA3MBI U3 HEOIIJIA3MBI U3 3PEJIBIX B-

B popme HonyssipHoro | 3PEJIBIX B-KUIETOK KIIETOK

CKJIepOo3a

e Knaccuueckas HL
¢ OonpIIUM
KOJIMYECTBOM
JUMQOLIUTOB

e (CwmemanHo-
KJIETOYHAs
kynaccuueckass HL

e Knaccuueckas HL
¢ TUM( OUTHBIM
UCTOIICHHEM

e HopaynsapHsiil
BapuaHT HL ¢
JTUMQOUTHBIM

npeobyagaHueM

e FL (crenens 1 unm 2)

e JlumdormnnazmMounuTapHas
mumpoma (LPL)

e MZL (cene3eHOYHas,
HOZAJIbHAS HITH
HKCTPAHONAIbHAS)

e  Menkokiero4yHas
mamonurapras mumdpoma

(SLL)

e FL (cremnens 3)

e Jlumdoma U3 KJIETOK MAHTHIHON
30HbI (MCL)

e DLBCL, Bce moaTHIb

e DLBCL, KOHKpPEeTHO He
0003HauUeHHas

e  B-kpymHOKJeTOYHAas TuMpoMa C
Oomnpium KosmuecTBoM T-
KJIETOK/THCTHOLIUTOB

e DLBCL, accouuupoBaHHasi
XPOHHYECKHM BOCTIAJIEHHEM

e Bupyc Onmretina-bapp (EBV)+
DLBCL nroneii moxuioro Bo3pacra
e  JlumdomaTouIHBII rpaHyIeMaTo3
e [lepBuuHas MeqUACTUHAJIbHAS
(TuMUYecKast)

e  B-kpynHOKJeTOuUHas mumMdpoma

e Bnyrtpucocynucras B-
KPYITHOKJIETOYHAS JTUM(pOoMa

e [lepsuunas koxnast DLBCL, Tuna,
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3aTParuBaroOIlero HIKHUE KOHEUHOCTH
e  B-knerounas iumpoma, He
MOAMAOIIAsICS KIaCCH()UKALIUH, CO
CMEIIaHHBIMH MPU3HAKAMH,

xapakrepHbivu 1yt DLBCL u

mumpomel bepkurra

e Jlumdoma bepkurra

Tabauua S. IlaTonornyeckuii NOATHI, YA0BJIETBOPSIIOIIUI KPUTEPUSIM JJIsl TPy

JieyeHus: B cay4ae JuM$pombl, corjiacHo Kaaccupukanuu BO3: koroprel ¢ nopbilieHnemM

no03b1 bsAbl 1 REGN2810 B koM0MHALMH U paCIIMPEeHHbIe KOTOPTHI.

IMoBbIIEHHE A03bI

komOuHanuu npu CD20+ B-

Pacumpe}me KOropTsbl,

noJy4aouiei KoMOHHALHIO,

Pacmupeﬂue KOropThl,

noJy4amuiei KOMOHHAIHIO,

NHL npu npu ATPECCUBHOM
BSLIOTEKYIIEM CD20+ | CD20+ B-NHL
B-NHL

HEOILJIA3MBI U3 HEOILIA3MBI 13 HEOILIA3MBI U3

3PEJIBIX B-KJIETOK
domnukyssipHas tumdoma
(FL) nmrobotii crenenu
MenkokneroyHas
muMpormrapHas tuMpoma
(SLL)
JlumponnazmonuTapHas
mmpoma (LPL)

Jlum¢poma u3 KeTok
MapruHajJbHOM 30HBI (MZL)
(cene3eHouHas1, HOJATbHAS
WJIA SKCTPAHONANIbHAS)
Jlum¢poma u3 KJIeTok
MaHTHITHOH 30HBI (MCL)
Huddysnas B-
KPYIHOKJIETOYHAs JTUM(pOMa

(DLBCL), Bce moaTHUIIBI

3PEJIBIX B-KJIETOK
FL (crenenn 1 unm 2)
Jlum¢p onnazmMouuTapHas
mampoma (LPL)

MZL (cene3eHouHasi,
HOJQJIbHAS WJTH
SKCTPAHONAJbHAS)
Menkokneroynas
maMponurapHas muMdpoma

(SLL)

3PEJIBIX B-KJIETOK

FL (crenens 3)

Jlumpoma u3 keTok
MaHTHITHOM 30HBI (MCL)
DLBCL, Bce moaTursl
DLBCL, KOHKpeTHO He
0003HaueHHas
B-xpynHoknerouHas
mumdpoma ¢ OOJTBIIUM
KoJinuecTBoM T-
KJIETOK/THCTHUOIIUTOB
DLBCL, accouuupoBaHHasi C
XPOHHUYECKUM BOCTIAJIEHHEM
Bupyc Oniurelina-bapp
(EBV)+ DLBCL nroneii
MOKHJIOTO BO3pacTa

JlumdpomaronaHbIi
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Huddysnas B-

KPYIHOKJIETOUHAs JIUMpOoMa
(DLBCL), koHKpeTHO He
o0o3HaYeHHAs
B-kxpynHoksierounas
auMdoma ¢ 6oTpIUM
KOJIM4eCcTBOM T-
KJIETOK/THCTHOLIUTOB
DLBCL, accouuupoBaHHas ¢
XPOHUYECKUM BOCTIAJIEHHEM
Bupyc Oniureiina-bapp
(EBV)+ DLBCL moneit
MOXKHJIOTO BO3PAcTa
JIumdomaTonHbIiI
rpaHyJIeMaro3

IlepBuuHast MeaMacTHHAJIbHAS
(Tumuueckas) B-
KPYITHOKJIETOUHAs TUM(pOMa
Bnytpucocynucras B-
KPYIHOKJIETOUHAs JTUM(pOMa
IlepBuunas koxxnass DLBCL,
THUIA, 3aTPArHBAIOILETO
HIDKHHE KOHEUHOCTH
B-knerounas mumdoma, He
TIOANAOLITAsICS
KJIacCU(UKALIUH, CO
CMELIAaHHBIMH MTPU3HAKAMH,
xapaxktepHbiMu i1 DLBCL u
mumMpombl bepkurra

Jlum¢poma bepkurra

rPaHyJIeMaTo3

IlepBuuHast MeqacTUHAIbHAS
(Tumunueckas) B-
KPYITHOKJIETOYHAsS JTUM(pOoMa
Bnytpucocynucras B-
KPYITHOKJIETOYHAs JTUM(poMa
IlepBuunas xoxxnast DLBCL,
THUIIA, 3aTPAruBarOIIEro
HIDKHUE KOHEYHOCTH
B-knerounas numdoma, He
O AAIOLIAsICS
KJIacCU(pUKALIUH, CO
CMEIIaHHBIMH MTPU3HAKAMHY,
xapakrepHbivu st DLBCL u
mumMdomel bepkurra

JIumdpoma bepkurra

Kpurepuu Bxmrouenus B rpyinsl Jjeuenuss B-NHL u HL

[00114] UroObl momxoaWTh IJIs1 BKJIKOYEHHS B MCCIENOBAaHUE, MALMEHT IOJIKEH
COOTBETCTBOBaTh  cienyromuMm  kputepusim: (1)  310KadecTBEHHOE  HOBOOOpa3OBaHHE

KPOBETBOPHOM TKaHHM, Xapakrepusywomeecs cuaeayromuM: a. NHL: noarsep:xaeHHOE
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3JI0KaueCTBEHHOe HOBoOOpaszoBanue n3 CD20+ B-knerok, mpuuem 3abojeBaHHEe B aKTHBHOM
daze sBIsIETCS pedpaKkTEPHBIM K CAMOM MOCIEAHEN MPENIIEeCTBYOLIEH Tepaniy, UK IOoCie Hee
HAOJIONAIOT PELUIUB, IJIsi KOTOPOTrO HE CYLIECTBYET CTAHAAPTHBIX CIOCOOOB JICUEHMS, W JJIS
kotoporo jneueHne antutenoM k CD20 ne sBisercs uenecoobpasneiM: 1. B-NHL cormacao
kpurepusim WHO 2008 (Campo 2011), b. moareepxxnennas HL cormacuo kxpurtepusm WHO
2008 (Campo 2011), mpuuem mpu 3a0oneBaHHM B aKkTUBHOH (haze He HAOMIOAAIOT OTBET HA
NPEALIECTBYIOIIYIO TEPANUI0 MIIH HAOMIONAI0T PELUIUB MOCTe MPEAIeCTBYIOIEH Tepanuu, s
KOTOPOTrO HE CyIIecTByeT craHmapTHbIXx crnocodoB Jsedennss (TOJIBKO nns  xoropr,
nonyvarouux tepanuio REGN2810 B kauecTBe OTAENBHOrO CpencTBa), (2) y BCEX MALUEHTOB
JOJDKEH HaOmonaTbCcss MO MeHbIned Mepe 1 u3MepseMblii MO JBYM KOOpAMHATaM oOd4ar
nopakenus (>1,5 cMm), MOATBEPKIEHHBIN ¢ MPUMeHeHHeM nuarHocrudeckoi susyanuszannn (KT,
II3T-KT nnu MPT); (3) Bospact >18 net; (4) GyHKUMOHATBHBIN CTATyC MO LIKaje BocTouHoit
O6wenunennoii Oukonoruueckoit rpymmnsl (ECOG) <1; (5) oxkumaemasi mpOIOJKUTENBHOCTD
JKM3HH 10 MeHblel wmepe 6 wmecsnes, (6) anekBaTHas (YHKUMS KOCTHOTO MO3ra,
HOATBEPKIEHHAS MO CJIENYIOLUIMM KPUTEPUSIM: a. YUCJIO TpoMOouuToB >75 x 109/n b. ypoBeHb
remorno6una >9 r/mn ¢. ANC (abcomoTHoe uncio Heiirpoduios) >1 x 10%/n (MIPUMEYAHUE:
JUI TIALMEHTOB C COJAEp)KaHHUEeM KJIETOK HUXE IOPOrOBBIX YpPOBHEW, NPHUBENEHHBIX BBILIE,
paccMaTpuBaeTCs BO3MOKHOCTD BKJIFOUEHHS B HCCIISIOBAHUE, €CITH, [T0 MHEHUIO UCCIIeIOBATEII,
NPUYHMHA TPEANONIOKUTENILHO CBs3aHa C HeJaBHEeH MHPUIbTPALUeil KOCTHOTO MO3Ta MepBHYHBIM
3JI0KAUYECTBEHHBIM HOBOOOpa3oBaHMEM. B Takux cly4asx HCCIeNOBaTeNb JOJDKEH OOCYIUTh
KPUTEPHHU BKJIFOUEHHs CO CIIOHCOPOM U MOJIyYUTh OJOOpEHHE Ha BKIIIOUEHHE B UCCIIEIOBAHUE B
nrcbMeHHOH (Qopme); (7) anmekBarHas (yHKUus medeHu: a. oOmwui Owmmpydomn B <1,5 X
NPEBBILIAET BEPXHIOW rpanully HopMaibHOro auanaszoHa (ULN) (B <3 x mpessimaer ULN, npu
NOpaKEHUH TMedeHu) b. TpaHcamuHasbl B <2,5 x mpesbimaroT ULN (B <5 X mpesbimator ULN,
NPy TOPAXEHHH TeueHH) c. menoyHast ¢ocdaraza B < 2.5 x mpesbimaer ULN (B < 5,0 x
npesbimraer ULN, npu nopakenun mnedenu) ([IPUMEUAHMUE: Ilanuentsl ¢ mopaxeHHEM
neyeH, OOYCIIOBJIEHHBIM HX 3JI0KaY€CTBEHHBIM HOBOOOPAa30BaHUEM, MPH OJHOBPEMEHHOM 3 X
npesbimiernn ULN < acmapraramunotpancdepasbl (AST) w/mmu <5 x mpeBbimernn ULN
anannHamuHoTpancgepassl (ALT) u 1,5 x npessinennun ULN < obmwmii Oumnpyoun <3 x ULN,
Ooynyt uckmouensl. [IPUMEYAHUE: nns nmaumeHToB ¢ cunapoMoM JKunbpOepa He sBisieTcs
HEOOXOIMMBIM YIIOBJIETBOPEHHE 3TOMY TpeOOBaHHUIO, MPH YCIOBUH, YTO OOMMH OwinpyOHMH y
HUX He MeHsieTcss oT ucxonHoro yposHs. [IPUMEYAHME: JIns nanueHTOB paccMaTpuBaeTCs
BO3MOXKHOCTh BKJIFOUEHUsI B HCCIICOBAHUE, €CIIH, TI0 MHEHHIO MCCIIEOBATENS, OTKIIOHSIIOIINECS
OT HOPMBI pE3yJbTaThl JaOOPATOPHBIX AHAJIW30B CBsI3aHbl C TEKYIIUM MEPBHYHBIM

3JIOKQYE€CTBCHHBIM HOBOO6pa30BaHI/IeM. B Takmx cliydasax HCCICAOBATEIb AOJIKECH O6CYI[I/ITB
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KPUTEPHHU BKJIFOUEHHs CO CIIOHCOPOM U IMOJIYYUTh OJOOPEHHE Ha BKIIIOUEHHE B UCCIIEIOBAHUE B
nucbMeHHOH ¢opme); (8) kpeaTwmHUH CBIBOPOTKH KpoBu B <1,5 x mpeBbimaer ULN wmu
paccuutaHHbii 1o ¢opmyne Kokpodra-l'onra wmupenc kpeatmHuHa >50  MII/MUH.
(ITPUMEYAHMUE: [Ins mauneHToB ¢ paccyutanHbM 1o Gopmyine Kokpodra-I'onra kmupercom
KpPEaTUHNHA, KOTOPBIA HE YAOBIETBOPSET KPUTEPUSM, MOKET PacCMaTPUBATBCS BO3MOJKHOCTH
BKJIFOUEHHUSI B HCCIENOBaHME, €CIM H3MEPEHHBIN KJIMPEHC KpeaTHHHWHAa (Ha OCHOBE TecTa C
UCTIONIb30BAaHNEM COOpPAaHHOM B TE€YEHHE CYTOK MOYHM WJIM JPYroro MOAXOAALIEro crocoda)
>50 mu/mun. ITPUMEYAHUME: JIns nauueHTOB pacCMaTPUBAETCSI BO3MOXKHOCTD BKJIOYEHUS B
UCCIIEIOBAHNE, €CJIM, N0 MHEHHUIO HCCIIE[IOBATENs], OTKJOHSIOIINECS OT HOPMbI PE3YJIbTaThl
7a0OpaTOPHBIX ~ AHANM30B  CBSA3aHBl € TEKYIIUM  [EPBUYHBIM  3JIOKaYECTBEHHBIM
HOBOOOpaszoBaHueM. B Takux ciyuasx uccienoBaresb AODKEH 00CYIUTh KPUTEPUH BKIFOUESHUS
CO CIIOHCOPOM U TNOJIYYUTh OOOpEHHe Ha BKJIIOYEHHE B UCCIENOBAaHHE B MUCbMEHHOH (opme);
(9) HOpManbHOe 3HaueHue ¢paxumuu BbIOpoca cepaua, usMepeHHoi ¢ momouibro MUGA-
CKaHUPOBAaHUS N0 TNPOBENEHMs JIEUEHUS WIM 5XOKapAUOTpPaMMBbl B Iperenax 4 Heaenb A0
BKJIFOUEHHUS B UCCIIEZIOBAHUE B IpeJesiaXx HOPMAJIBHOIO AMANAa30HA 3HAUYEHUHN Ul yUpeXKIeHus,
(10) roToBHOCTH MpPOHTH O0s3aTeNbHYI OWONCHIO TEpex JIeYeHUEeM, €CIH, IO MHEHHIO
ucce[oBaTes, y NalueHTa UMeeTCsl JOCTYIHBIN oYar Mopa)KeHUsl, U3 KOTOPOr0 MOXKHO B3SITh
Ouonrart, 6e3 CyLIeCTBEHHOro pucka JuIst mauueHTa; (11) roToBHOCTb M CTOCOOHOCTD BBITIOHATH
TpeOOBaHUs KacaTeIbHO BU3UTOB B KJIIMHUKY M MPOLENYP, CBA3AHHBIX ¢ HccienoBanuem; u (12)
NPEIOCTABJICHHE MOANHCAHHONW (POPMbI HHPOPMHUPOBAHHOTO COTJIACHS.

Kpurepun uckirouenus s rpyi gedenust B-NHL u HL

[00115] TlamueHT, KOTOPBINA COOTBETCTBYET JIIOOOMY M3 CIIEAYIOIIUX KpUTepueB, Oyner
UCKIItoueH u3 uccnenoBanus: (1) nmepsuuHast mmMpoma LeHTpanbHOH HepBHOM crctembl (LIHC)
win usBectHoe nopaxenue LIHC mpu Bropuunoit NHL IMHC wnu nmonospeHue Ha Haauuue
TAKOro MopaxkeHusl;, (2) ciydaw B aHAMHE3€ WM TEKyIlas 3HAYMMasli MAaTOJIOTHUS CO CTOPOHBI
IMHC, Takas Kak: a. SMWIENCHs, SMWICNTHYECKUN NPUIMANOK, napes, adasus, aroruIeKCHs,
Cepbe3HbIe TMOBPEXKIEHHMs] TOJIOBHOTO Mo3ra, 3a0oyieBaHHME MO3KeUKa, OpPraHUYeCKHH
1epeOpanbHbli CHHAPOM, TCUXO03 HJIM b. JaHHbIE O HAJUYMH OYaroB BOCTAJICHUS W/ WU
BACKYJIUT, OmpeneneHHbli ¢ nomombio MPT romoBrHoro mosra B Xoxe cKpuHuHTa, (3)
aKTyaJbHbIE MJIM HelaBHUE (B mpenenax 2 JIeT) JaHHble O HAJIMYUU 3HAYUMOTO ayTOMMMYHHOT'O
3a0oneBaHMs, TPEOYIOIIEro JICYEHNSI CHCTEMHBIMI UMMYHOCYIIPECCOPHBIMH TEPANIEBTHUECKUMHU
nmpenaparaM, 4YTO MOXET Tnpeanonaratb puck passutus 1AE; (4) crammaprtHas
NpoTUBONMM(pOMHAs XUMHUOTepanusi (TpenapaTtamMy, OTIMYHBIMH OT OHOJIOTHMYECKHX) WU
JydeBas Tepanus MeHee 4eM 3a 28 mHel 10 MepBOoro BBEAEHUs HCCIEeNYEeMOTO(HCCIeNyeMbIX)

JIEKapCTBEHHOTO(JIEKAPCTBEHHBIX)  cpenctBa(cpenctn), (5) JedeHHe HKCMEPUMEHTAIbHBIM
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CPEICTBOM, OTJIMYHBIM OT OWOJIOTMYECKOrO, MeHee 4eM 3a 28 nHell N0 TMepBOro BBEIACHUS
UCCIeNyeMOro(MCCIeyeMbIX)  JIEKapCTBEHHOTO(JIEKApCTBEHHBIX)  cpenctBa(cpencts),  (6)
JeUeHue ~ aleMTy3ymMaboM MeHee dYeM 3a 12 Hemenmb OT  MEPBOrO  BBENEHUS
UCCIenyeMOro(MCCIeyeMbIX)  JIEKapCTBEHHOTO(JIeKapCTBeHHbIX)  cpenctBa(cpencts), (7)
Je4eHne  puUTykcumabowm, UMMYHOMOJYJHUPYIOIIUMH  CPEACTBAMH  HJIM  JPYTUM
SKCMEPUMEHTAIIbHBIM I KOMMEPYECKHUM CPEICTBOM, OTJIIMYHBIM OT OMOJIOTHYECKOro, MEHee
yeM 3a 28 IHEN pile} IIePBOro BBEICHUS uccienyeMoro(HccienyeMbix )
JIEKapCTBEHHOTO(JIEKapCTBEHHbIX)  cpeacTBa(cpencts). Ilpumepbl HMMMYHOMOAYIHMPYIOLINX
cpenct BkiouaroT Onokaropsl CTLA-4, 4-1BB (CD137), LAG3, OX-40, TepaneBTHYeCKUe
BaKL[MHbl WM TEPANeBTHYECKHE IpernapaTbl Ha OCHOBE LUTOKUHOB, (8) mpeniiecTByroLas
AJUTOT€HHAsl TPAHCIUJIAHTALUSI CTBOJIOBBIX KJIETOK; (9) mpenmecTByroliee JIeUeHHE CPEICTBOM,
KOTOpOe OJIOKMpYeT CUTHaJbHbIM myTh ¢ ydactuem PD-1/PD-L1, 3a uckimoueHueM ciydaes,
KOTrZla y maryeHTa HaONIoJau MOJIOKHUTEIbHBIN 3()(eKT (aKTyansbHO TOJBKO Ui MALIUEHTOB B
cnyuae tepanmu REGN2810 B kauectBe ormenbHoro cpencrsa) (IIPUMEYAHUME: rtakue
HALUEHTHI JOJDKHBI 00CY)KAATHCS ¢ HA3HAUYEHHBIM CIIOHCOPOM MEIMLIMHCKHM MOHHUTOPOM Ieper
BKJIFOUEHHeM B  uccienosanue), (10) comyTcTByrolnee aKTHBHOE  3JI0KAYECTBEHHOE
HOBOOOpa3oBaHWE, B OTHOLIEHMHM KOTOPOrO MalueHT mony4daer jedenue, (11) maHHbie o
3HAYUMOM COIYTCTBYIOIEM 3a00JI€BAHUU WJIM MEIULIMHCKOM COCTOSIHHM, KOTOPOE MOJKET
HEraTHBHBIM O0pa3oM BIHSITh HAa NPOBENEHHE WCCICIOBAHUS, WIH TOABEPIraTh MAILHEHTa
3HAYUTEIBPHOMY pHCKY, BKJIOUass Oe3 OrpaHHuYEHUs 3HAYMMOe 3a00JIeBaHHE CEpIeHHO-
COCYAMCTOHN cucTeMbl (Hampumep, 3a00JieBaHUE CePAeUHO-COCYIUCTON cucTembl kiacca 11 wu
IV cornacHo Hpro-Mopkckoii acconuamuy Kapamonoros, MHGApKT MHOKApAa B IpepeNax
6 MecsILleB 10 CKPUHUHTa, HecTaOWJIbHAsI apUTMHsA WM HecTaOWbHAs CTEHOKApAWs) /WU
3HaunuMoe 3a0oyieBaHMe JIETKUX (Hampumep, OOCTPYKTHBHOE 3a00JieBaHHE JIETKUX U CIIy4adw B
aHaMHe3e¢ OpoHXocmasmMa ¢ KIMHHYeCKUMH cumnToMamu), (12) wu3BecTHas aKTUBHAs
OakTepuagbHasi, BUPYCHAas, TpUOKOBasi, MUKOOAaKTepHabHAsI WM pyrast HHPEKIHs Win 000N
3HAYUTEIbHBIA  cliydail  mHQekuuu, TpeOyroImuid  TOCHHUTAIM3AUMA  WIH  JICUSHHS
NPOTUBOMH(EKITMOHHBIME CpeacTBaMH i [V (BHYTPHBEHHOr0) MPUMEHEHUs], B mpenenax 14
IHEW 10 TepBOrO BBEACHUS HCCIEIYEMOro JIEKAPCTBEHHOro cpexactsa, (13) uHpexus,
BBI3BaHHAs BUPYyCOM MMMyHozaeduuura uenoseka (BMUY) nnm aktuBHas nH(EKUMs, BbI3BaHHAS
BupycoMm remnatura B (HBV) wmm Bupycom rematura C (HCV); (14) ciyyanm mHEBMOHUH B
aHamHe3e 3a mocienHue Syer, (15) cnydam amiepruuecKkMx peakuuid B aHAMHE3e,
NPUITUCHIBAEMBIX COEIMHEHUSIM C XUMHYECKUM WM OHWOJIOTMYECKUM COCTaBOM, MOAOOHBIM
TaKOBOMY y UCCIIey eMOTO( UCCIIEy EMBbIX ) JIEKapCTBEHHOTO(JIEKAPCTBEHHBIX )

cpenctBa(cpencts); (16) ciydan B aHaMHe3€ pPEaKIUU TUIEPUYYBCTBUTENLHOCTH Ha Jr000e
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COeIUHEHHEe W3 TPYINbl TETPALUKIMHOBBIX AHTUOMOTHUKOB (Mepa MpPeIOCTOPOKHOCTH,
CBSI3aHHAsI C BO3MOJKHBIM MPHUCYTCTBUEM CJIEIOBBIX KOMIIOHEHTOB B MaTepHaie JJIs MOJyUeHUs
JeKapCcTBeHHOro cpencrtsa), (17) wu3BecTHas peakuus TUNEPUYYBCTBUTEIBHOCTH KaK Ha
AJIJIONYPUHOJ, TaK U Ha pacOypukasy; (18) GepeMeHHbIe MM KOPMSIIUE TPYIAbIO KEHIIHHBL, U
(19) Benymme aKTHUBHYIO TIOJOBYIO JKH3Hb MYKYHUHBI WJIM SKEHIIMHBI PETPONyKTUBHOTO
BO3pacTa, He XKeJIAIIHe MPUMEHSITh COOTBETCTRYIOIINE TPEOOBAHMSIM CPEICTBA KOHTPALETILIUN
B XOJl€¢ MCCIIEJIOBAHUS U BIUIOTH A0 O MECSALEB IOCHE NMPEKPALIeHHUs MpHUeMa HCCIeNyeMOro
JIEKapCTBEHHOTO Ipernapara.

Kpurepun BKIOYEHHS B HCCIASYEMbI€ TPYIIIIbI C J'[I/IM(bO6J'IaCTHbIM JIEKO30M

[00116] UroObl momxoaWTh IJIs1 BKJIKOYEHHS B HCCIENOBAaHUE, MALMEHT IOJIKEH
COOTBETCTBOBATh CJIEAYIOIUM KpuTepusiM: (1) MOATBEP>KAECHHBIM PELUINBUPOBABIINN I HE
nogparomuiics sedeHuto CD20+ (onpeneneHo kak Haigmuue skcnpeccun CD20, BbIsiBIEHHON C
MOMOIIBIO TPOTOYHOH ILUTOMETPUH, HAa TMOBepXHOCTU >20% neiko3HbIX numdpobdnacTo) B-
kierounbli ALL mnocne mnpoBeaeHuss 1O MeHbIIEW Mepe HHAYKUUOHHOM U 1 mukia
3aKpeIUIIOIIe XMMUOTEepanuy, a. JJsl NMAlUEeHTOB C IMOJOXUTENbHBIM Mo (uanenbuiickon
xpomocome ALL Tpebyercs, uToObl O MeHbLIeH Mepe 1 MHrHOMTOp TUPO3SHMHKHMHA3 Yy HUX HE
okazan  TepameBTH4Yeckoro  3ddekrta, wuaM  HaOMOanach  €ro  HEMepPEeHOCHUMOCTH;,
[MPUMEYAHMUE: [lonyckaercsi y4acTue MALUEHTOB C OJACTHBIM KPU3OM C JUM(OUIAHBIM
(beHOTUIOM TMpH XPOHWYECKOM MuenounHoMm Jelikoze (CML), mpu ycioBHHM, YTO OHH
COOTBETCTBYIOT KpuTeprio BkirodeHus Nel; (2) Bospact >18 set; (3) QyHKIIMOHAIBHBINA CTATYC
no mkare ECOG <2; (4) 3aboneBanme, He 3arparuBaroinee I[HC, mnonrBep:kaeHHOE C
NPUMEHEHHEM JIIOMOAJbHOW MYyHKUMH, B Tpenenax 28 niHeW OT Havaja TNPUMEHEHUs
UCCIIENyeMOTrO JIEKAPCTBEHHOro cpencrBa (cM. myHKT S); (5) amekBaTHasi (pyHKUMS KOCTHOTO
MO3Ta, MOATBEP:KIEHHas 10 CIEAYIOIUM KPUTEpHsM: a. 4ucjo Tpombounutos >10 x 10°/1 b.
yposenb Hb >7 r/an c. abcomotHoe uncio darouutos >0,5 x 10°/n (parouutsr: HeHTpOPUILI,
NAJIOYKOSIIEPHBIE TPAHYJIOLUTHI U MOHOLUTHI), (6) amekBaTHas (PyHKLHUs MEYEHU: a. OOIUH
Oounmnpy6mnn B <1,5 X mpespinuaer ULN (B <3 x mpesbimaer ULN npu nopakeHnn mnedenu) b.
TpancamuHasbl B <2,5 x npespimaoT ULN (B <5 x npesbimaror ULN, npu nmopaXeHUH MeueHN)
c. menouHas ¢ocdaraza B < 2,5 x npesbimaer ULN (B < 5 X npespimmaer ULN npu nopakeHun
neuenn) (IIPUMEYAHHUE: nnsa mnanuwentoB ¢ cuHapomoMm JKunbOepa He  sIBIsIeTCS
HEOOXOIMMBIM YIIOBJIETBOPEHHE 3TOMY TpeOOBaHHUIO, MPH YCIOBUH, YTO OOmMH OwinpyOHMH y
HUX He MeHsieTcss oT ucxonHoro yposHs. [IPUMEYAHME: JIns nanueHTOB paccMaTpuBaeTCs
BO3MOYKHOCTh BKJIFOUEHUsI B HCCIICOBAHUE, €CIIH, TI0 MHEHHIO MCCIIEOBATENS, OTKIIOHSIIOIINECS
OT HOPMBI pE3yJbTaThl JaOOPATOPHBIX AHAJIW30B CBsI3aHbl C TEKYIIUM MEPBHYHBIM

3JIOKQYE€CTBCHHBIM HOBOO6pa30BaHI/IeM. B Takmx cliydasax HCCICAOBATEIb AOJIKECH O6CYI[I/ITB
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KPUTEPHHU BKJIFOUEHHs CO CIIOHCOPOM U IMOJIYYUTh OJOOPEHHE Ha BKIIIOUEHHE B UCCIIEIOBAHUE B
nucbMeHHOH ¢opme); (7) KpeaTMHUH CBIBOPOTKH KpoBu B <1,5 x mpeBbimaer ULN wmu
paccuutaHHbii 1o ¢opmyne Kokpodra-l'onra wmupenc kpeatmHuHa >50  MII/MUH.
(ITPUMEYAHMUE: [Ins mauneHToB ¢ paccyutanHbM 1o Gopmyine Kokpodra-I'onra kmupercom
KpPEaTUHNHA, KOTOPBIA HE YAOBIETBOPSET KPUTEPUSM, MOKET PacCMaTPUBATBCS BO3MOJKHOCTH
BKJIFOUEHHUSI B HCCIENOBaHME, €CIM H3MEPEHHBIN KJIMPEHC KpeaTHHHWHAa (Ha OCHOBE TecTa C
UCTIONIb30BAaHNEM COOpPAaHHOM B TE€YEHHE CYTOK MOYHM WJIM JPYroro MOAXOAALIEro crocoda)
>50 mu/mun. ITPUMEYAHUME: JIns nauueHTOB pacCMaTPUBAETCSI BO3MOXKHOCTD BKJIOYEHUS B
UCCIIEIOBAHNE, €CJIM, N0 MHEHHUIO HCCIIE[IOBATENs], OTKJOHSIOIINECS OT HOPMbI PE3YJIbTaThl
7a0OpaTOPHBIX ~ AHANM30B  CBSA3aHBl € TEKYIIUM  [EPBUYHBIM  3JIOKaYECTBEHHBIM
HOBOOOpaszoBaHueM. B Takux ciyuasx uccienoBaresb AODKEH 00CYIUTh KPUTEPUH BKIFOUESHUS
CO CIIOHCOPOM H TMOJIYYHUTh OZOOpEeHHe Ha BKJIIOYEHHE B MCCIIEIOBAHUE B MUCBMEHHOH (opme;
(8) oTcyTCTBHE MPU3HAKOB OCTPOH MIIM XPOHUYECKON OOJIE3HH «TPAHCILIAHTAT MPOTHUB XO35HHAY
(GvHD) u otcyrcrBue mpuema jekapcrBeHHoro npemnapara ot GvHD B mpenenax 14 nHedt no
Hauaja npuema UCCIIEeNyeMOro(UCCIeyeMbIX ) JIeKapCTBEHHOTO(JIEKapCTBEHHBIX )
cpeacrBa(cpencts), (9) HOpManbHOE 3HaueHHEe (pakuUuu BbIOpOCa cepala, H3MEPEHHOH C
nomomblo MUGA-ckaHNpOBaHUS 1O POBEAEHUS JICUEHUs WIIN SXOKapAUOTPAMMBI B IIpefenax
4 Henenb 10 BKJIIOYEHHUS B UCCIEAOBAHHUE B Mpenesax HOPMAJIbHOIO JAHANa3oHa 3HAYEHWH IS
yupexaenusi; (10) TOTOBHOCTh U CITOCOOHOCTD BBIMOJHATh TPEOOBAHUS KACATEbHO BH3UTOB B
KJIMHUKY U TIPOLENYp, CBSI3aHHBIX ¢ uccrenoBanueM; u (11) mpenmocraBneHue MOANHCAHHOMN
(dbopMbl HTHOOPMHUPOBAHHOTO COTJIACHSI.

Kpurepun MCKIIOYEHUS JUISL TPYIIH JICYESHUSI C HI/IMd)O6.]'[aCTHbIM JIEIKO30M

[00117] TlamueHT, KOTOPBINA COOTBETCTBYET JIIOOOMY M3 CIIEAYIOIIUX KpUTepues, Oymer
UCKIIIOUeH 3 mccienoanus: (1) ciiydyanm B aHAMHE3€ WIIM TEKyLlas 3Ha4YMMasi MaTOJIOTHSI CO
croponsl I[HC, Takas kak: a. SHWIENCHs, SMUICNTUYECKUN MPHUIAAOK, mnapes, adaswus,
aroIUIeKCUsl, Cepbe3Hble TOBPEKACHUS TOJIOBHOTO MO3Ta, 3a00JeBaHME  MO3XKEUKa,
OpTraHUYECKUH LepeOpanbHbIi CHHAPOM, IICUX03 WK b. TaHHBIE O HAJMYUH OYaroB BOCIAJICHUS
WMWK BacKyJHT, onpeneneHHbii ¢ nomompio MPT romoBHOro mosra B xone CKpuHHHTA;, (2)
neiiko3 bepkutta; (3) Tekyiee TECTHKYJISIPHOE MOpPaKeHUe MPHU JielKko3e, (4) aKTyalibHbIe WU
HenaBHUE (B mpeznenax 2 JIeT) JaHHbIE O HAJIWMYHH 3HAYUMOTrO ayTOMMMYHHOTO 3aboneBaHus (3a
uckmouenneM GvHD), TpeOyromero JnedeHuss CHCTEMHBIMH HMMYHOCYIIPECCOPHBIMU
TEpaNeBTHUECKUMH TIpenaparamMi, 4YTO MOXET mpexanojararb puck passutus 1AE; (5)
CTaHAAapTHass  MPOTHBOJEWKO3HAs  XHUMHOTepamusi  (mpemapataMH,  OTJWUYHBIMA  OT
OMOJIOTHMUECKNX) WJIM JIydeBas Tepamusi MeHee 4YeM 3a |4 paHell 10 TepBOro BBEIACHUS

UCCIIenyeMOrO(MCCeNyeMbIX)  JIEKapCTBEHHOTO(JIEKAPCTBEHHBIX)  cpenctBa(cpencts), (6)
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JIeYeHNE >KCIEePUMEHTAJIbHBIM CPENCTBOM, OTIMYHBIM OT OHOJOrMYeCKOro, MeHee ueM 3a 14
IOHEeW 10 MepBOTrO BBENEHUS HCCIeNyeMOro(HUCCIeNyeMbIX) JIeKapCTBEHHOTO(JIEKAPCTBEHHBIX )
cpencta(cpenct); (7) nedeHue puUTyKCUMAOOM, UMMYHOMONIYJIMPYIOIIUMH CPEACTBAMH HWJIH
APYTUM 3KCIIEPUMEHTAIBHBIM WJIM KOMMEPYECKUM CPEACTBOM, OTJINYHBIM OT OHMOJIOTHYECKOTO,
MeHee 4eM 3a 14 nHel 10 MepBOro BBENEHUS HCCIENyEeMOro JIEKAPCTBEHHOI'O CpPEICTBA.
(ITpumMepbl IMMYHOMOZYJIUPYIOLINX CpencTB BKIoUaroT Ojokatopel CTLA-4, 4-1BB (CD137),
LAG3, OX-40, tepaneBTudeckue BaKIMHbl WM TEPaNeBTUYECKHUE IpenapaTbl Ha OCHOBE
IUTOKWHOB), (8) NedeHue aneMTy3ymMaOOM MeHee 4eM 3a 12 Hemesb JO TNEPBOrO BBEIASHUS
uccienyeMoro(MccienyeMplx)  JIeKapCTBEHHOTO(JIeKapCTBeHHbIX)  cpenctBa(cpencts), (9)
NpEeALIECTBYIOIAs AJUIOTeHHAsi TPAHCIUIAHTALMS CTBOJIOBBIX KJIETOK B Iperenax 3 MecsleB
neuenust; (10) comyTcTByIOIee aKTHMBHOE 3JIOKAYeCTBEHHOE HOBOOOPAa30BaHHE, B OTHOIICHUU
KOTOPOTO MaLMeHT noiy4aer jedenue; (11) nanHple 0 3HAYMMOM COIYTCTBYOIIEM 3a00JI€BaHUH
WIN MEIUIIMHCKOM COCTOSTHHH, KOTOPO€ MOJKET HEeraTUBHBIM OOpa3oM BIHUATH HA MPOBEICHUE
UCCJIEAOBAHMS, WIN MOJBEPraTh MAalMEeHTa 3HAYUTENbHOMY PHCKY, BKJIIOYas 0e3 OrpaHMYeHUs
3HAYMMOe 3a00JIeBaHHE CEPAEYHO-COCYIUCTON CHCTeMbl (Hampumep, 3a00JeBaHHE CephaeuHO-
cocymucToil cuctembl kiacca I mwmu IV cormacho Hero-Hopkckoit accolmaruy Kapauoioros,
nHQApPKT MHOKapAa B Ipeaenax O MecsleB 1O CKPUHHMHIA, HECTaOMJIbHAsl apUTMHS HIIH
HecTaOMTbHAsI CTEHOKAPMsI) W/UITH 3HaYUMoe 3a00eBaHue JIeTKuX (Hampumep, 0OCTPYKTUBHOE
3a0osieBaHMe JIETKUX U CJIy4au B aHaMHe3e OpoHXocma3mMa ¢ KIMHUYECKHUMHU cumnromami), (12)
U3BECTHAsI aKTUBHAs OakTepuasbHas, BUPYCHAs, TPHOKOBas, MUKOOAKTEpHATIbHAS WM ApPYras
uH(pexyst Wi 000N 3HAYUTEIBHBIN ciy4ald MH(pEKIUU, TPeOYIOmUil roCIUTaIn3alud HIN
JIEYEHUs] TPOTUBOMH(EKIIMOHHBIMU cpencTBaMu st [V mpumMeHeHus, B npenenax 14 mHeit no
NepBOTo BBEJICHUS UCCIIeyeMOTO( UCCIIeTyEMBIX ) JIeKapCTBEHHOTO(JIEKAPCTBEHHBIX )
cpencta(cpencts); (13) undexuus, Bbi3BanHass BUY, wnm axkTuBHAas WH(EKUUs, BbI3BaHHAsS
HBV wumn HCV; (14) cnyuam mHeBMOHMM B aHaMHe3e 3a mociennue S yet, (15) cmyuan
AUIEPTUYECKIX PEaKIUil B aHAMHE3€, NPHUIHCHIBAEMBIX COCAMHEHUSIM C XHMHUYECKHM WU
OMOJIOTHYECKMM ~ COCTaBOM,  NOAOOHBIM  TAaKOBOMY Y  HCCIENyeMOTO(HCCIIENYyEeMbIX)
JIEKapCTBEHHOTO(JIEKAPCTBEHHBIX) cpeactBa(cpencts); (16) ciaydam B aHaMHE3e peaklUU
TUTNEPYYBCTBUTEIBHOCTH Ha JII000€ COeAMHEHHE W3 IPYIIbl TETPALMKJINHOBBIX aHTHOMOTHUKOB
(Mepa mpenoCTOPOKHOCTH, CBSI3aHHASI C BO3MOYKHBIM MPHCYTCTBUEM CJIEIOBBIX KOMIIOHEHTOB B
Marepuaje [IJsl TOJYyYEHHUs JIeKapCcTBeHHOro cpexactsa), (17) wu3BecTHass peakuus
THITEePYyBCTBUTEIBHOCTH KaK Ha aJUIOMYPUHOJ, Tak M Ha pacOypukasy; (18) GepemeHHbIe wiu
KOpMSIIUE TPyAbI0 >KeHUMHbL, U (19) Bexymme akTHBHYIO IOJIOBYIO KM3Hb MYXKUHHBI MU

JKCHINUMHBI PCHOPOAYKTHUBHOIO BO3pacTa, HE IKCJIAOIMUE TMPUMCHATH COOTBECTCTBYHOIINE
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TpeOOBaHMAM CPENCTBA KOHTPALENLIUU B XOA€ HCCIEJOBAHHS U BIUIOTH IO 6 MECSLEB MOCIe
NpeKpalleHys IpUueMa HCCIeyeMOro JeKapCTBeHHOro Npenapara.

JIn3aliH uccae10BAHUSA

[00118] [lanHOe wmccnenoBaHUE TMPEACTABISIET COOOH OTKPBITOE MHOTOLIEHTPOBOE
HCCJIEZIOBAHNE C TOBBIIIEHUEM J03bl, NPEAyCMaTpHUBAIOllee HECKOIbKO IPYII C MOBBIILIEHUEM
703bl W paclMpeHHbIX rpynn. IlanueHTOB ompenesnsitoT B OAHY W3 CIEAYIOLUX T[PYIIL:
nony4varomrasi REGN2810 B kauecTBe OTHENbHOrO CpeAcTsa, mosyyaromast bsAbl B kadecTse
OTAENBPHOIO CPEACTBA MJIHM TOJNydarolnas KOMOMHALMIO OOOMX JIEKAPCTBEHHBIX CPENCTB, B
3aBUCUMOCTU OT JMarHo3a MNalueHTa U OT CTaAUM HCCIEAOBAHMs HAa MOMEHT BKJIIOYEHMs B
UCCIICOBAHHUE.

[00119] I'pynmel sedeHHss W KOTOPTHI I OINPEAENCHHs] AO03bl U IAaLMEHTOB C
mumpomoii (B-NHL u HL) Gonee mompobuo onucanbl Ha ¢wur. 4. ITaiimeHTOB onpenensioT B
OJIHY U3 CIENYHOLIUX KOrOpT:

rpynnel, nonydaromue REGN2810 B kadecTBe OTAENIBHOIO CpPEACTBA, B CIydae
nanuenTos ¢ mumpomoii (B-NHL u HL)

e 2 KOTOPTHI C MOBbIIIEHUEM 1036l (1 MI/KT 1 3 MI/Kr)

e 3 pacmupeHHble KOropTsl: a) Bsutorekymas B-NHL, b) arpeccusnast B-NHL u ¢) HL

TPYIIIBL, MONyYaroIKe Je4eHne KoMOnHanmen, B ciay4dae nauueHTos ¢ B-NHL

® KOTOPTHI C TIOBBILIEHUEM J03bI JJI1 HECKOJIBKUX CXeM NMPUMEHEHHSI

e 2 paciuupeHHbIe KOropThl: a) BsutoTekyinas B-NHL u b) arpeccusnast B-NHL

[00120] KoropTsl, Moay4arolire jJeueHHe OTAENbHBIM CPEACTBOM M KOMOWHAIUEH, B
cnyyae mauueHToB ¢ ALL, Gonee monpoOHO omucanbl Ha ¢ur. 5. [larieHTOB ONpenensoT B
OJIHY U3 CIENYIOLIUX KOTOpPT:

rpynnel, nonydaroume bsAbl B kauecTBe OTAENBHOrO CPEACTBA, B Cly4ae MALUEHTOB C
ALL

® KOTOPTHI C MOBBILIEHUEM J03bI JJI1 HECKOJIBKUX CXeM IPUMEHEHMUSI

e 2 pacIIMpeHHbIE KOTOPTHL: a) PELUANBUPOBABIIHNI/HE mognaromuiics geuernto ALL u
b) MONOKUTENBHBIN M0 MUHUMAJIBHOMY OcTaTOYHOMY 3a0oneBannto (MRD+) ALL

IPYIIIBL, MOTyYarOLIHNe JeUeHne KoOMOUHaIMeH, B ciiy4ae nanueHTos ¢ ALL

® KOTOPTHI C MOBBILIEHUEM J03bl JJI1 HECKOJIBKUX CXeM IPUMEHEHMUSI

¢ 2 paciIMpeHHbIE KOTOPTHI: a) PELUUANBUPOBABIINI/HE mognaromuiics gedernto ALL u

b) MRD-nonoxurensubiii ALL
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[00121] JleueHne KOMOMHUPOBAHHBIM TEPAIIEBTUYECKUM MPENAPATOM HAYWHAIOT TIOCIIE
MPENOCTABJIEHUsI AAHHBIX IO OTAENBHOMY CPEACTBY M PACCMOTPEHHUs] UX COOTBETCTBYHOLIUM
OpPraHOM 37PaBOOXPAHECHHUS.

REGN2810 B kauecTBE OTAEILHOIO cpeacTaa v nanuedtos ¢ guMdbomoii (B-NHL u HL)

[00122] Ha ¢ur. 6 nokaszana cxema Jyedenuss REGN2810 B kadecTBe OTHEIBHOTO
cpencta mis nanueHtoB ¢ jguMpomoit. [lanmenram BBogsaT REGN2810 IV kaxkaeie 2 Hemenu
(Q2W) mnpu ycranosienHom ypoBHe n03bl (DL). Ilammentsr monmyuaror REGN2810 Ha
MPOTSDKEHUU Tepuoja nmpuema He MeHee 12 no3 (24 mepenu) u He Oonee 24 no3 (48 nenmenn).
CrycTst He MeHee 24 Henenb JIEYeHUs U M0Ciie KOHCYJIbTAllMK C UCCIIEIOBATENIEM U CIIOHCOPOM,
MAIMEeHTHI, y KOTOPBIX MOCJIE OLIEHOK B OTHOIICHUU OIyXOJIEBOH MacChl ObLT BBISBIICH IMOJTHBIN
OTBeT, cra0uan3anus 3a00IeBaHus UM YaCTHYHBIA OTBET, KOTOPBIE OCTABAINCH HEU3MEHHBIMU
Ha TPOTSDKEHUH 3 MOCNIEAYIOINX OLEHOK OIMyXOJIH, TAaK)Ke MO NMIPHHSTH PEIIeHUEe MPEKPATUTh
nedenue. Ilocne 3aBepiuenus nedenus (24 wmu 48 Henenp) OyeT MPOBOIUTHCS 24-HeNeNbHbIH
(6 MecsiLieB) nepuoa HaOIIOASHUS.

bsAbl B KauecTBe OTIENBLHOIO CPENCTBa vV narmeHTos ¢ ALL

[00123] Ha ¢ur. 7 nokazana cxema JieueHus: bsAbl B Ka4ecTBe OTAEIBHOTO CPENCTBA
anst nmarmeHToB ¢ ALL. Ilanmentam nHasHawator DL, kortopslii Oymer mnpemycMmaTpuBarhb
HAYaJbHYIO 03y, C MOCJeAyrolei 0ojiee BBICOKOW MO30M, MPU YCIOBHH, YTO HavajbHAs 1034
ObLTa epeHocumoii (Tabduia 6).

Ta6auua 6. Yposuu a03b1 aas bsAbl.

VYpoBeHb 10361 HauanbHnas nosa [Tocnenyromas no3a
(puxcuposannas, Mxr) | (puxcupoBaHHAs, MKT)

DL-1 10 30

DL1 30 100

DL2 100 300

DL3 300 1000

DLA4 1000 2000

DL5 1000 3000

DL6 1000 4000

DL7 1000 5000

[00124] bsAbl BBOmAT BHYTPHMBEHHO KAKAYID HEAENI0 Ha MPOTSHKEHUH MEpUona

npuema 11 103, ¢ mocnenyomum jedeHneM kaxkabie 4 Henenn (Q4W), HaunHas ¢ Henenu 13, Ha
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NPOTSDKEHNM Mepuoja mpuema eme 6 m03. 3a ManueHTaMd HaOMIOJAaloT B TEUYEHUE elle

6 MecsILeB MOCTIe 3aBepIleHus jJeueHus bsAbl.
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KomMbOunupoBanHas Tepamnusi

[00125] BxmouaroT 2 OTAENbHBIC TPYIIBL, MOJYYaOIIUe KOMOWHALMIO, ONHY MJIS
nauueHToB ¢ B-NHL, a npyryro nna maumentoB ¢ ALL. Ha ¢wur. 8 nmokazana cxema JieueHus
koMOuHammelt s naumeHToB ¢ B-NHL, a Ha ¢ur. 9 nokasana cxema jieueHus: KOMOWHAIMEH
a5 nauueHTos ¢ ALL.

[00126] IlammenTtam BBOAsT REGN2810 IV Q2W mpu ycranosiennom DL (0,3, 1 wm
3 mr/kr). IlarmenTe! noaydaror REGN2810 Ha mpoTskeHuu nepuoza npuema He MeHee 12 o3
(24 wenenu) u He Oonee 24 no3 (48 Henmenm). Cnyctss He MeHee 24 Henenb JICUGHHUS U TMOCIE
KOHCYJIbTAlIUM C MHCCJIEAOBATENEM M CIIOHCOPOM, ITALMEHTHI, y KOTOPBIX IIOCIE OLIEHOK B
OTHOLIEHUN OIYXOJIEBOH MaccChl ObUI BBISBJIEH NOJHBIN OTBET, CTAOMIU3ALMs 3a00JeBaHUs I
YaCTUYHBIA OTBET, KOTOPbIE OCTABAJHCh HEU3MEHHBIMH Ha MPOTSDKEHUU 3 MOCIEIYOLIUX
OLIEHOK OIYXOJIH, TAK)KE MOTJIM PUHATH PELICHUE PEKPATUTD JICUECHUE.

[00127] Tlauumentam Oymer HasHaueH DL bsAbl, kotopsiii Oyzer mpenycMaTpuBaTh
Ha4yaJIbHYIO 103y, C MOCJeAyroIel 0ojiee BHICOKON J030H, MPHU YCIOBHH, YTO HavajbHAsi 103a
Obuta mepeHocuMol (tabmuua 6). bsAbl Oyner BBOAMTCS BHYTPUBEHHO KaXIYIO HEIENIO Ha
NPOTsDKEHUU nepuoaa npuema 11 no3, ¢ nocnenyromum tedenneM Q4W, HauuHas ¢ Henenu 13,
Ha MPOTSDKEHUH Teprosia mpremMa ere 6 103.

[00128] B cnydae nmpenyCMOTPEHHBIX HCCIIEIOBAHUEM BHU3UTOB, BO BpeMsl KOTOPBIX
BBOIAT Kak bsAbl, Tak u REGN2810, REGN2810 Oynmer BBOAMUTCS MEPBBIM. 3a MalUEHTaAMHU
OynyT HaOMIOAATh B TEYEHHUE elle MO MEHbLIeH Mepe 6 MeCsLeB MOCie 3aBEPUICHUs JICYCHUS
bsAbl. MomeHT Hayana HaOJOAEHHUS OyIeT 3aBUCETh OT JUIMTEIBHOCTH JIEYEHHs MalMeHTa
REGN2810 (24 nnu 48 Henenb).

Hcxonuble 10361

[00129] REGN2810 B kauectBe otrnenbHoro cpencrea: Mcxonnas moza REGN2810 y

NauueHToB ¢ JuMdomoi cocraBisier | MI/Kr oamH pa3 B 2 Hemenu, NPH OTCYTCTBUHU
HETIPEeIBUACHHBIX pPE3yJIbTATOB HCCIENOBaHUA Oe3omacHocTH. Pacmmpenus KOropt mus
REGN2810 B kauectBe oTaenpHOro cpeactsa npu esuiotekyiieit B-NHL, arpeccusnoii B-NHL
u HL onpenensitot B rpynne ¢ nosbiineHneM 1036l REGN2810 B kauecTBe OTAENBbHOIO CPeNCTBa
y maruenToB ¢ Jumdomoii (B-NHL u HL).

[00130] bsAbl B kadecTBe oTnenbHOro cpenctea: Mcxonueiii DL bsAb1 B kauecTBe OTaEIbHOTO

cpeactBa y manueHToB ¢ ALL ycTaHaBIMBalOT HCXONsA W3 PE3YJbTaTOB HAOMIOAEHUH
6ezonacuoctu. Mcxonnas nosza HaganeHoro DL y manmenToB ¢ ALL Oyzmer mo MeHblIel Mepe B
10 menbire HavanmbHOW 036l DL, mist koToporo Obula MOATBEpKIEHA O€30MaCHOCTh, OIHAKO

npu 3ToM ucxonusiii DL He Oyner Hmwke uem DL1. Pacmmpenust koropt mis bsAbl B kauecTse
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OTHENBHOTO CPENCTBAa MPHU pPeUUAUBUpPOBaBIIeM/He monmaromemcs jedeHnto ALL u MRD-
nojioskutenbHoM ALL onpenenstoT B rpynine ¢ NoBblleHueM 1036l ¢ ALL.

[00131] [@'pynma, monyyaromas koMOuHaIMIO — manueHTel ¢ B-NHL: 3annanupoBaHHast

noza REGN2810 npu BBenenuu B komOuHaimu ¢ bsAbl y maumentoB ¢ B-NHL cocrasuser
3mr/kr Q2W, mpu yCIOBHM OTCYTCTBHSI HENPEIBUACHHBIX pPE3YJbTATOB HCCIIEIOBAHUS
OezonmacHocTH B ciydae moBblmeHust 10361 REGN2810 B kadecTBe OTHEIBHOTO CPEACTBa MPHU
3JI0OKa4eCTBEHHBIX HOBOOOpaszoBaHusix u3 B-kierok. Ucxomueii DL bsAbl npu BBemenun B
komOuHanmu ¢ REGN2810 y manumentoB ¢ B-NHL Oyner ma 1 DL meHbine TakoBoro, mjsi
KOTOPOTro Obl1a MOATBEPIKAEeHA 0€30IaCHOCTD, U KOTOPBIH OyneT He meHbie DL1.

[00132] [@'pynma, monyyaromasi KOMOWHAaIMIO — marmeHThl ¢ ALL: 3ariaHupoBaHHAs

noza REGN2810 mpu BBenenuu B komOuHauuu ¢ bsAbl y manuenros ¢ ALL cocrasnsier 3 Mr/kr
Q2W, npu yCIOBUU OTCYTCTBUSI HENPEABUACHHBIX PE3yJIbTATOB HCCIIENOBAaHHs O0€30MaCHOCTH B
ciyuae nosbiiieHust 1036l REGN2810 B kauecTBe OTAENBHOIO CPEACTBA MPH 3JI0KAUECTBEHHBIX
HOBoOOpa3oBanusix u3 B-knerok. Mcxomsbiii DL bsAbl npu BBemeHnun B KOMOMHAIMM C
REGN2810 y mnammentoB ¢ ALL Oygmer npeacraBmsate coboit DL, nist xoroporo Obuia
HOATBEPK/IeHa OE30MaCHOCTh M JOKa3aHAa MUHIMAJIbHAsI OMOJIOTHYecKasi aKTUBHOCTD B IPYIIIE C
HOBBIIEHHEM 1036l bSAb] B kadecTBe oThenbHOro cpencrsa y mauneHtoB ¢ ALL B Tekymewm
uccienoBaHud. MUHUMAaIbHAS OMOJIOrUYecKasi aKTHBHOCTb OTPENENSIeTCs KaK MOATBEP KICHHE
CHMIKEHUS] CONEprKaHusi OJIACTHBIX KIJIETOK KOCTHOrO Mo3ra Ha 50% (4acTH4HBIH OTBET) MpH
HCCJIENIOBAHUM KOCTHOIO MO3ra, IPOBOAMMOIO Ha S5 Henene Mo MeHblued Mepe y 1 usz 3
MALMEHTOB, KOTOPBIX JIEYHUJIH C IPUMEHEHHEM YCTaHOBICHHOTO YPOBHSI IO3bI.

TloBbIllIeHHE NO3BI

[00133] Bo Bcex rpymmax ¢ BCEX KOropTax IpaBHja MOBBILEHUS OyAyT
COOTBETCTBOBATh KJIACCHMYECKOM CXEeMe IIOBBIIIEHHs O03bl 313, BKOYaKmeidl or 3 g0 6
MALMEHTOB HA KOTOPTY.

[00134] [Ilepuon  HaOmomeHuss  mosoymmMuTupyromed  Tokcuunoctu  (DLT)
ompenesnseTcss Kak mepBble 28 JHEW JiedeHus Uil BCEX KOrOpT BO BcexX rpymmax. Jlroboe w3
CIIEAYIOINX COOBITHH, NMEIOLINX MECTO B NepBble 28 nHell jeueHus (M paccMaTPUBAOLIMXCS
HCCIIEIOBATENIEM KaK TaKOBbIE, CBSI3aHHBIE C UCCIEAYEMBbIM JieueHueM), cuntatotest DLT: yBeut
crerneHu >2, HeWTpomeHuss 4 creneHu, TpomOouuTtoneHust 4 creneHn U (GedpuibHas
HEHTPOIEHHUsI CTETIEHU >3.

[00135] MakcumanbHyro mniepeHocumyro ao03y (MTD) onpenensroT ucxoas u3
HaOJIFOTaeMol TOKCUYHOCTH BO Bpemsi nepuona HaOmonenus DLT, u oHa ompenensiercs kKak

ypoBeHb 103bl (DL), HemocpencTBeHHO HUKE YPOBHS, NIPU KOTOPOM JTO3UPOBAHHE MPEKPALIAIOT
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BBuay nposieieHuss DLT y 2 unu Oonee manmenTos. Ecnu i yactu rpymnmel MOBBIIEHNE 0361
He rpekparnaercst BBUAy nposisiaenuss DLT, Oyner cunratecs, uto MTD He Oblita onpeneneHa.

[00136] OnTumanpHyr0 OHOJNOTHYECKYIO MO03y TakKe OMNPEAeSIFOT HCXOAs U3
pesynbraToB HaOmroneHuit OesomacHoct u nepenHocumoctd, PK, PD u mpenBapurenpHbIX
JAHHBIX O IPOTUBOOMYXOJEBOW aKTUBHOCTH.

[00137] PexoMeHIOBaHHYKO A03y Uil PACIIMPEHHBIX TPYII ONPEACNSIOT UCXOAs U3

0030pa JAaHHBIX, MpUMeHsseMbIX st onpexneneHuss MTD w/wnu ontuManbHOW OHONIOTHYECKOH
JO3BL.
[00138] MTD, ontumayibHyI0 OHOJOTUYECKYIO 103y U PEKOMEHIOBAHHYIO J03y OMpPENessiFoT
HE3aBUCHUMO AJI TPYMI, MOJYYaroUIUX OTAENbHOE CPEACTBO, U KaXKAOH IPYyMIbl, MOJyYaroLlel
KOMOMHHUPOBAHHBIN TepaneBTUYECKUII ITpenapat npu onpeneneHHpx nokasanmsx (NHL u ALL);
MoxkeT ObThb uaeHTHuImMpoano a0 4 MTD, onTuManbHbIX OHONOTHYECKHX 103 |
pekomennoBaHHbIX 7103. MTD s moGol w3 rpymnm, MOMyYarOIIMX KOMOMHHUPOBAHHBIM
TepaneBTHYeCKull npenapat, He npesbimaeT DL MTD otnenpHOro cpenctsa, MOCKOJIbKY Cllydan
DLT y 2 mnamuwentoB ansi Takoro DL otmenbHOro cpeacrtsa, W OOYCIOBIEHHOE JTHM
onpenenenue MTD, uckiarogaer nanpHeliee NOBBILLIEHUE TO3bI.

IIpogoKUTEIbHOCTh UCCIIETOBAHMS

[00139] Ilepuon wuccrenyemMoro JeudeHUsi cocTaBisgeT OT 6 A0 12 mecsueB B
3aBHCHUMOCTH OT JIAHHBIX [0 OTBETAM Ha JICUeHHE y OTAEIbHOro nauueHTa. [lepuon HaOmoneHust
COCTAaBJISIET O MECALIEB U BCEX MALIUEHTOB.

[00140] OOGbem BbIOOpKU: TOUYHOE HYHCIIO BKJIKOYEHHBIX B UCCJENOBAHUE MAI[HEHTOB
3aBHCHUT OT ciiy4yaeB onpenaessieMbix mpotokojioM DLT u yncna DL, koTopbie OyayT TOCTYIHBL
O6wem BbIOOpKM ansi moBbineHus1 10361 REGN2810 B kauecTBe OTHENBHOTO CPEACTBAa MpPHU
aumdome (B-NHL u HL) cocrapnsier He Oonee 12 manmentoB. O6bvem BbiOOpKHU miist bsAbl B
Ka4eCTBe OTAENIbHOTO CpeACTBa B ciy4ae nmaiueHToB ¢ ALL cocrasisieT He Gonee 42 manleHTOB
(B 3aBHCUMOCTH OT TOTO, Kakoi DL noctynen B 3Tol rpymre). O6beM BBIOOPKH JUIs TOBBILICHUS
N03bI KOMOMHHUPOBAHHOTO Tpernapara B ciydae mauueHToB ¢ B-NHL cocrasisier He Oonee 42
MALUEHTOB (B 3aBHCUMOCTH OT TOro, kakoil DL noctynen B 3toii rpynme). O0beM BBIOOPKH ISt
MOBBIIEHHSI 103bI KOMOMHMPOBAHHOTO Tpernapara B ciydae mauueHToB ¢ ALL cocraBisier He
Oonee 42 mauneHTOB (B 3aBUCHMOCTHU OT TOro, kakoi DL noctymen B 3Toii rpymnme). B kaxayro
paCUIMPEHHYI0 KOTOpTYy Oyner BKIOYEHO 20 MalMeHTOB, YTO B OOIIEH CIOKHOCTH COCTAaBJIAET
180 mauueHToB.

HccaenyemMble BADHAHTDI JIEUEHHSI U BBeIEHHE

[00141] bsAbl mpenocrapnsieTcsi B BUIE pacTBOpPa B CTEPUIIBHBIX (DJIaKOHAX IS OMHOPA30BOTO

npumenenus. Kaxaeiii guakon conepskut bsAbl B uzBiekaemoM odbeMe 1 MIT B KOHIEHTPALIUU
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2 mr/mn. @apmaneBT WK Ipyroe KBATH(QULIHUPOBAHHOE JINLIO OINMpPENENseTCs B KaXKIOM LIEHTpPE
s purotoByieHust bsAbl st BBemenwsi. BenmnumHa monmydaeMoi(monydaeMbpix) H03bI(103)
COOTBETCTBYET HA3HAYEHHOMY MJII KOTOPThI YPOBHIO AO3bl. Jl03a, BBOAMMAS NPHU KaXIAOM
YPOBHE 103bI, sBIsAETCS (UKCUPOBAHHON [030H W HE 3aBHUCHT OT BeCa WM IUIOMIAAH
NOBEPXHOCTH Tena nauuenTa. Kaxayro no3y bsAbl BeoxsaT nyrem BHyTpuBeHHol (IV) nadyszun
B TeueHHe 1o MeHblel mepe 60 MunyT. [IponomxurenbHOCTh HHPY3UH MOKET OBbITh yBEJINYEHA
10 4 4acoOB B COOTBETCTBUM C KJIMHUYECKOW OLEHKOH, MPOBOAMMOM JiedamuM BpadoM. Kpome
TOTO, HCCIENOBATEeNb MOXET PpEeIINTh pa3IeNnuTb 103y Ha 2 OTAenbHble HHDY3UH,
OCYIIECTBIISIEMbIE 32 MEPHO [UIUTENBHOCTBIO 2 (IIPENNOUTUTENBHO TOCIEI0BATENbHBIX ) JTHSL.

[00142] REGN2810 mpenocraBisieTcsi B BUA€ pacTBOpPa B CTEPHIIbHBIX (hIaKOHAX AJIs
oxgHopaszoBoro npumenenus. Kaxneiii ¢paakon conepxur REGN2810 B koHIEeHTpauuu 25 mMr/mi
B oObeme, noctarouHoMm st u3Bjedenuss 10 mui. REGN2810 Oynmer BBOmutcsi B Buae 30-
mMuHYTHOH IV mHQy3un. Jloza mmst kaxaoro nauueHta OyAeT 3aBHCETh OT WHAWBUIYAJIBHOTO
Beca Tena. Jlosy REGN2810 crnenyer KOppeKTHpPOBaTh B COOTBETCTBHM C M3MEHEHHUSIMH Beca
tena Ha >10%. KoppekTupoBkHM 03Bl B COOTBETCTBUHM C H3MEHEHHsIMU Beca Tela,
cocTasisitoye <10%, BBIMONHAIOTCS HA YCMOTPEHUE HCCIIEOBATES.

[00143] B cnyudae nmpenyCMOTPEHHBIX HCCIIEIOBAHUEM BHU3UTOB, BO BpPeMsl KOTOPBIX
BBOIAT Kak bsAb1, Tak u REGN2810, REGN2810 BBOOUTCS MEPBHIM.

[00144] Tlepen BBenmenuem bsAbl B mo3zax 300 MK WK BbILIE IO MEHBIIEH Mepe 3a 1
yac 10 uHQy3uum TpedyeTcs NMpeMeauKalys JeKCaMeTa3oHOM. B ciiyyae mepBOro BBEACHUS
HavyaJIbHOM 10361 bSAb1 1 mepBOro BBeACHUS MOCIEAYIOLIEH OoJiee BHICOKO O3B (CTymeHYaTas
703a) PEKOMEHIYeTCsl MpUeM IO MeHblned Mepe 7.5 Mr nekcamerasoHa. Eciu manueHT
nepeHocuT nH(pY3un 0e3 KaKux-JIuO0 MPU3HAKOB WJIM CUMIITOMOB WH(Y3MOHHOH PEaKLUU WU
cuHapoma BbICBOOOKAeHHss LUTOKMHOB (CRS), wmccnemoBaTens MOXET CHU3UTH A03Y MK
OTMEHHTb TPEMEIUKALMIO IEeKCAMETA30HOM, BBOAMMBIM MEpPEeA MOCISAYIOUUMH HWHQY3HIMHU,
npu HEOOXOAUMOCTH, ONpEAeNIeMON pe3yJibTaTaMH KJIMHUYECKOW OLeHKH. Takke MOKET
paccMaTpuBaThCA MPEMEAUKAIM aHTHTUCTAMHUHHBIME TIperapataMy W/HIH aleTaMHHO(EHOM.
IIpu no3ax bsAbl wHmwke 300 MKr sMmnupudeckas NpPEeMETUKALUs aHTUTHCTAMHUHHBIMU
npenaparamy, aneTaMuHO()EHOM W/WUIM KOPTHKOCTEPOUIAMH Tepen HWHQY3ueH HCCIenyemMoro
JIEKaPCTBEHHOIO CpPEACTBA HE PEKOMEHAYETCs, 3a HCKIIOYEHHEM CIIy4aeB, KOrja IMalueHT
nepenec uH(py3noHHble peakuuu wian CRS 2 wnm Oonee BBICOKOW CTeNeHH, BBI3BAHHBIE
npexamecTByromen nHdpysuei bsAbl.

[00145] Pexomenayercsi, utoObl manueHTbl ¢ ALL, KOTOpble B BBICOKOW CTETCHH
MOJIBEPIKEHbI PUCKY pa3BUTHS CHHApoMa BbICBOOOXkNeHuss LMTOKHHOB (CRS) w/mmu TLS

(onpenensiercss cnepyromuM: >50% nuMpoOIacTOB B KOCTHOM MO3Te; JIAKTATACTHAPOreHa3a
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[LDH] >500 En/n;, win 3KkCTpaMeayJuUIIpHOE MOPAXKEHHE), TOMydain AEKCAaMEeTa30H B PaMKax
NOATOTOBUTENBHOH (pa3el Tepanuy. KoHIEHTpaus 1eKkcaMeTa3oHa B paMKax NOATOTOBUTENbHON
¢a3bl Tepanuu goKHA cocTaBnATh 10 Mr/m2 kaxasiid aeHb (QD) B TedeHne MUHIUMYM 3 THEH U
MakcUMyM S nmHel. [IpumeHeHne nexcamera3oHa B paMKax MOATOTOBUTENbHOU (pa3el Tepamuu
clieAyeT mpeKpamaTh 3a >72 yaca OO Haudaja NMPUMEHEHHUs JIeKapCTBEHHOTO(JIEKapCTBEHHBIX )
cpencra(CpencTn).

[00146] IIpm peuuauBe WMIM  HOPOTPECCUPOBAHMHM Ui MALUEHTOB  MOXET
paccMaTrpuBaThCs BO3MOXKHOCTb ITOBTOPHOTO JiedeHHus. {1 manueHToB ¢ CyOONTHMAaJbHBIM
OTBETOM TAaK)K€ MOXKET pPacCMaTPHUBATHCS BO3MOXKHOCTb MPOBENEHHsS] MOBTOPHOTO JICUEHHUS.
Bri6op nosropHoro nedenus (nodasnenne REGN2810, bsAbl unu nedenue, koTopoe manueHT
yKe TOoJIydaeT, Mpu OoJsiee BBICOKOH /103€) OyAeT 3aBHCETh OT HAYaJIbHOTO JIEYEHUs, KOTOPOe
NoJIy4aj MallMeHT B paMKax UCHbITaHus (Hampumep, bsAbl B kauecTBe OTAENBHOTO CPEACTBA,
REGN2810 mnu kOMOMHUPOBAHHBIA TepPaneBTHYECKUH NpenapaT), U TOro, Uil KaKuX KOropT
Obuta monTBep)kAeHa Oe30MacHOCTh HAa MOMEHT, KOrja Uil MalMeHTa paccMaTpUBaIach
BO3MOXKHOCTb IIPOBEJEHUs IOBTOPHOIO JieueHUs. Bce pelieHust kacaTeNbHO MOBTOPHOTO
JedeHus: OyIyT NPUHATHI 10cIe 0OCYKISHNUS MEXAY HCCIeA0BaTeIeM, IPOBOIAIINM JICUeHHE, 1
cioHcopoM. [loBTOpHOE NeueHue OyaeT MpOBOIMTHCS MpU Haubojee BbICOKOM DL, koTopbiit
cuuTancsi 0e30macHbIM M TMEPEHOCHMBIM HAa MOMEHT TMpOSIBICHUS peLHuIuBa  WIH
nporpeccupoBanusi. [lepen MOBTOPHBIM JiedeHHEM OyneT TpeOOBaThCS, YTOOBI MALIUEHTHI BHOBb
noanucanu Gopmy HHGOPMUPOBAHHOTO COTJIACHS, W YTOOBI OHU COOTBETCTBOBAIM KPUTEPHUSIM
BKJIFOUEHHUSI B HMCCIENOBAHUS Uil MPOBENCHHUS TOBTOPHOTO JIEYEHUs. B ciiyyae MalueHTOB,
KOTOpbIE TOJIyYaId TEPAIHIO OTAENbHBIM CPEICTBOM, €CJIM JIeUallui Bpay IOJIAraeT, 4ToO NpHU
peUuaArBe WM MPOTPECCHPOBAHUN HMHTEpPECaM MAallMeHTa MAaKCHUMAJIbHO OTBEYAeT MOJyYeHHE
KOMOWHUPOBAHHOHM Tepanuy, MalueHT MOXET MEepeHTH Ha JieueHHe KOMOMHALMEH NpU YpOBHE
J03bl KOMOMHALIUH, KOTOPBIN cumTajics O0e30MacHbIM U MEPEHOCHMBIM Ha MOMEHT, KOrja IS
MaLKUEHTa PacCMaTPUBAIACh BO3MOKHOCTD MTPOBEICHHUS TIOBTOPHOTO JIEYEHUSI.

KoHeuyHbI€ TOUKH HCCJIECA0BAHUSA

[00147] [IlepBu4HOH KOHEYHOH TOYKOH siBIsieTCss O€30MacHOCTh (B HYaCTHOCTH,
HekenatenbHble siBiieHus1 [AE], DLT, naHHble 7a00paTOpHBIX HCCIENOBAHUN 0€30MacHOCTH U
pe3yJbTaThl KIMHUYECKUX HCCIIENOBaHMN). BTOPHMYHBIMH KOHEYHBIMH TOYKAMH SIBITIOTCA: (1)
PK bsAbl u REGN2810 mpu BBeneHWU OTAENBbHO U B KOMOWHauMW, (i1) KIMMYHOT€HHOCTb:
aatutena k bsAbl w/mnmm k REGN2810; (iii) mpoTuBOOMyXOJeBas aKTHBHOCTH: (a) oOmas
94acTOTa OTBETAa COIJIACHO COOTBETCTBYIOIIUM KPHUTEPHsIM OTBETAa Ui ONPENeIeHHOTO
nokaszanus; (b) mponoKUTETHPHOCTh OTBETA U BBDKUBAEMOCTh 0€3 MPOrpeccupoBaHus yepes 6 u

12 mecsneB, () oLeHKa MUHHMAaJIbHOTO octarodHoro 3adoneBanust (MRD) mns manmeHTOB ¢
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NOPaKEHHEM KOCTHOT'O MO3ra Ha MCXOJHOM YpOBHE; U (1v) papMakoguHAMUYECKHE U3MEPEHHUS,
BKJIFOYasl TPOPHUINpPOBaHNE IUTOKMHOB; OLEHKY B OTHOLIEHUHU cyOnomnynsauuii B- u T-knetok B
nepudepudeckoii  KpoBH W HMMyHO(EHOTHUNUpOBaHME, aHamu3  3aHaroctd  PD-1
LUPKYJIUPYHOIUX T-KJIETOK, OLEHKY WM3MEHEHWH B YPOBHE JKCIPECCHUM T€HOB B KIIETKaX
nepugepruIeckoil KPOBH;, U OLIEHKY ChIBOPOTOYHOIO HMMYHOTJIOOYJIHHA.

[00148] Takxxe oTMeHanu U YKa3blBAIM B CBOAHBIX JAHHBIX MPOLIEHTHOE U3MEHEHUE
pasMepa LeNeBOU OMyXOJU OT UCXOMAHOIO YPOBHSL.

IIpoueavpbl H OIEHKH

[00149] [Ipouenypsl CKpUHUHTA, KOTOPblE TPeOyeTCs BBINOIHUTD, BKIIOYAIOT OLEHKY
¢bpaxuu Beiopoca cepana u MPT ronoBHoro mosra.

[00150] IIpouenypsl mo oOLEHKE OE30MACHOCTH BKJIOYAIOT H3Yy4YEHHE CBEIEHMH O
NIePeHECEHHBIX paHee 3aboneBaHMsAX, (U3MKaIbHOE OOCIeNOBaHHE, OLIEHKY OCHOBHBIX
¢dusnonornueckux rnokasarenei, snexkrpokapauorpammy (OKI), aHanus koaryJssiuu, aHaTU3bI
UMMYHOJIOTHYECKO# Oe3onacHocTH (1 mauueHToB, kotopbix seunnu REGN2810), onenky B-
CHUMIITOMOB M OLIEHKY (PYHKLIMOHAJIBHOTO CTaTyca, KIMHHUKO-IabopaTtopHble ncciaenosanus, AE
Y OLEHKY B OTHOILIEHUH COMYTCTBYIOLIUX JIEKAPCTBEHHBIX MIPEMAapaTOB.

[00151] [Ipouenypsl, kacarommecss aHanusa 3(PPEKTHBHOCTH, KOTOpble Tpelyercs
BBITIOJIHUTL JJIsI OLleHOK omyxond, BkarouaroT KT- unu MPT-ckanupoBaHue, MO3UTPOHHYIO
SMHUCCUOHHYIO ToMorpaduro ¢ wucnonb3oBanueMm 18F-propaesokcurmokossr (FDG-PET),
NYHKIMEO W OWorncuro KocTHoro Mo3ra (BMA/BX), nroMOanbHYH NYHKIHIO, OUOTICHIO
TM(ATHUECKOTO y3J1a UW/WIIN OIyXOJIH.

[00152] [IlaumentoB ¢ NHL u ¢ HL oueHuBarOT B COOTBETCTBUU C KPUTEPHUSMH IO
Cheson (Cheson et al 2007, J. Clin. Oncol. 25(5):579-86). IlanmentoB ¢ 3a0oneBaHueM, Mpu
KOTOpoM HakaruuBaercs: ¢ropaesokcurimoko3a (FDG), Takke OLEHHMBAIOT B COOTBETCTBUU C
knaccudukanueit Lugano (Cheson et al 2014, J. Clin. Oncol 32:3059-3067). [Tauuentos ¢ ALL
ouennBaroT B coorBercTBUU ¢ NCCN Guidelines 2014,

[00153] Ouenky Ha Hajmmuue MRD ¢ npumeHeHHeM 00pa3lOB KOCTHOTO MO3Ta
OCYIIECTBIISIIOT IIEHTPAIM30BAHHO C TOMOIIBKD MojuMepasHoil nemHoi peakuuu (ITLP).
Omnpenenenne orBera B orHOmeHMH MRD ocymectBisitor mo Briiggemann et al (Leukemia
2010, 24:521-35) y maumentoB ¢ ALL, ¢ommukynsapHoi numdoMoil 1 TuMPOMOI U3 KIIETOK
MapryuHAJbHON 30HBI.

[00154] CobGuparoT obpasubl kpoBu s oueHkH PK u aHTHTENa K JEKapCTBEHHOMY
cpencty (ADA).

[00155] OO6pa3us! 1t OLeHKH OHOMapKepOB COOUPAOT JJISl OTCJICKUBAHUS U3MEHEHHN

B MPOAYKLIHU HHUTOKHWHOB, YPOBHSX IMMPOBOCHAJUTECIBHBIX LHUTOKWMHOB B CBIBOPOTKE KPOBU U
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U3MEHEHUH B OTHOLIEHWH cyOmonysiuuid TMM(pOLMTOB M UX cTaryca akrueanuu. Kpome Toro,
OTU O6paSLU:>I MO3BOJIAKOT MPOBOAUTHL AaHAJIM3bl B OTHOLICHHWU OMNYXOJWU WKW TCHETHYCCKUC
AHaJIN3bl COMATHUYECCKUX KIICTOK IOJI BapI/IaLII/Iﬁ, KOTOPBIC BIIMAKOT Ha KIMHUYECKOC TCUCHUC
MePBUYHOTO 3a00JIeBaHNS HITH MOIYJIUPYIOT OOYCJIOBJICHHBIE JiedeHueM oOouHbIe 3(P(eKThL.

be3onacHOCTL

[00156] Hexenarensraoe sisnenue (AE) npencrasnsier coboii 000e HeOIaronpusTHO
MEIUIIMHCKOE SIBJIEHUE Y MAI[HeHTa, KOTOPOMY BBOIMJIM UCCIIEAYEMOE JIEKAPCTBEHHOE CPENCTBO,
KOTOPOE MOKET UMETh WU MOXET HE UMETH NPUINHHO-CIICACTBEHHYIO CBsA3b C UCCICAYCMbIM
JEKapCTBEHHbIM  cpencTtBoM. Takum  oOpasoMm, AE mpencrasimsier coboii  moOoit
HEOJIATONPUSATHBIT M HENMpPEeIyCMOTPEHHBIN MPU3HAK (BKJIFOYAs OTKJIOHSIOLINECS OT HOPMBI
JaHHbIE JTADOPATOPHOrO UCCIENOBAHMS), CUMIITOM WJIH 3a00JeBaHHe, KOTOPbIE COBIAIAIOT IO
BpPeMEHU C TPUMEHEHHEM HCCIENyeMOro JIEKapCTBEHHOIO CPENCTBA, HE3aBUCHMO OT TOTO,
CUUTAITUCH JIM OHU CBS3aHHBIMU C HCCJIEIyeMbIM mpernaparoM, win HeT. AE Takke BKIOYaeT
moboe  yxyameHue (T.e. J000e KIMHUYECKH 3HAYMMOE€ W3MEHEHHE YacTOThl W/MJIH
WHTEHCUBHOCTH) TPEACYLIECTBYIOLIEr0 COCTOSIHHS, KOTOPOE COBMAAaeT IO BpPEMEHH C
NPUMEHEHUEM HCCJIEyEeMOro JIEKAPCTBEHHOrO cpenctsa. [IporpeccupoBaHue MEPBUYHOTO
3JI0KQYE€CTBEHHOTO HOBOOOpa3oBaHusi He OyneT cumrtaThess AE, ecii OHO SIBHO COTIacyercs ¢
TUIIHYHBIM CLIEHAPUEM TPOTPECCUPOBAHUS TIEPBUYHON 3JI0KAYECTBEHHOM OMyXOJH (BKIIFOUAs
IMHAMUKY, TIOPaKeHHbIE OpraHbl U T. 1.). KIIMHUYecKne CUMNITOMBI MPOrPeCCUPOBAHUS MOTYT
6I:>ITI:> 3apEruCTpUupOBaHbl KakK AE, €CJIN CUMIITOM HE MOXKET 6bITb ONpEeACTIEH UCKJIFOUUTECIBHO
KaK CBSI3aHHBIA C MPOrPECCHPOBAHUEM IMEPBUYHOIO 3JI0KAYECTBEHHOIO HOBOOOPA30BaHUS, WU
HE COOTBETCTBYET OKMIAEMOMY CLIEHAPHIO TIPOTPECCUPOBAHMUS ISl UCCIEAYEMOTO 3a00JIeBaHMS.
Cepnesnoe AE (SAE) npencrasnsier coboit r00oe HeONAaronpusiTHOE MEIMIMHCKOE SIBJICHHE,
KOTOpOE IpH JIFOOO0H 103€ MPUBOAUT K CMEPTENLHOMY MCXOY, MPENCTABIISIET YIPO3Y IS JKU3HH,
TpeOyeT rocuTaiu3aiu, TPUBOAUT K CTOWKON WJIH 3HAYUTETHHON HETPYIOCTIOCOOHOCTH W/ WU
npeaCTaBysieT OO0 BaKHOE ¢ METUIIMHCKON TOYKH 3pEHHsI COOBITHE.

[00157] 3a mnanueHTamu HAOMIOMAIOT B OTHOLIEHHWH OCHOBHBIX (DU3UOJOTHYECKUX
nokasarenel, oOmell Oe30MacHOCTH, pPAa3BUTHUS CHUHAPOMA BBICBOOOXKIECHHSI IIUTOKHUHOB,
cokpatieHus uncia B-knerok, Tokcuunoctu ansa LIHC u ummyHonocpenoBanHbix AE.

Il1aH CTATHCTHYECKOI0 AHAJIH3A

[00158] KoropTel ¢ mnoBbllieHHEeM 103bl: JlM3aliH UCCIENOBaHUS OCHOBBIBAETCS HA
MPUMEHEHNHN TPAAULIMOHHOM cxeMbl 3+3 ¢ 3-6 naunenramu Ha DL.

[00159] Pacmmpennsie koroptel: O0BeM BBIOOPKH, COCTABISIFOIINE 20 MAlMEHTOB IS
KQXIOH PpacCIIMPEHHON KOTOPTHI, OMpENeNieH HCXOAsd W3 KIMHUYECKUX COOOpakeHWH st

nanpHelmero uzydeHus 6esomacHoctu RP2D B pacmmpenHbix koroprax. O0bem BBIOOPKH,
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cocTaBysromnii 20 MALMEHTOB, TaKXKe JAeT BO3MOXKHOCTh NPEABAPUTENBHO OLIEHUTH OTBET
OITyXOJTH.

[00160] Bce 3aperucrpupoBanabie AE B 3TOM HCClIeIOBaHUHM KJIACCU(PHUIMPOBAHBI C
MIPUMEHEHNEM JOCTYIMHOW HAa JTaHHBIM MOMEHT BEpCUM MEIULMHCKOrO CI0Bapsl peryiasiTOpHOU
nestenbHocTn (Medical Dictionary for Regulatory Activities) (MedDRA®). Knaccudukanms
NpeACTaBjIeHAa TEPMUHAMH B HaNpaBleHHH OT Haubonee HHM3KOro yposHs. IlpuBopsarcs
creHorpaguyeckass 3amuch, npeanodrutenbHble TepMuHbl (PT) M OCHOBHOH cCHCTEMHO-
opranssiii kinacce (SOC).

[00161] Kparkue onucaHus BO3HUKLIMX [OCJIE€ Hayajga JEYEHUs HEXKeIaTeIbHbIX
seieHnii (TEAE), no rpynmam jeudeHus, BKIIOYAOT: (1) 4yucio (n) u mpoueHTHy aoiro (%)
narrienToB 1o MeHbleit mepe ¢ 1 TEAE mo SOC u PT; (i1) TEAE no Tsxectn, nmpencraBieHHbIE
no SOC u PT; u (11) TEAE mno B3auMOCBsI3U C JieueHHEM (CBsSI3aHbl WJIM HE CBSI3aHBI),
npeacrasieHHble no SOC u PT. Cnygan cmepTu U Apyrue cepbe3Hble HeXXeaTeNnbHble IBJICHUS
(SAE) mpuBenensl u 0000LIEHBI MO TpyInaMm JjedeHus. BO3HMKIIHE MOCe Havana JIeYeHUs
HE’KeJaTeNbHbIE SIBJICHUS, SIBJISIIOLIUECS NMPUYMHON OKOHYATENbHOIO IPEKpAIleHUs JIEUCHMUS,
NPUBEAEHBI U 000OIIEHBI IO TPYIIIAM JICUSHHUSI.

Ananussl 3G EeKTUBHOCTH

[00162] B cBoaHBIX MaHHBIX yKa3aH OOBEKTHBHBIA OTBET OIMYXOJIH, ONPENeICHHBIN
COTJIACHO KpPUTEPUSIM B COOTBETCTBHH C KOHKPETHbIM 3a0ojieBanueM. JlaHHbIe 10
NPONOJIKUTEIBHOCTH OTBETa U BBDKMBAEMOCTH Oe3 mporpeccupoBaHus dyepe3 6 u 12 mecsues
npuBeneHbl 1 0000MEHbI B COOTBETCTBUU ¢ OlleHKOl Kamnana-Matiepa, npu HeoOXOOUMOCTH.
IIpuBeneHn M yka3aH B CBOAHBIX JaHHBIX CTaTyC KacaTelbHO MHUHHMAJIBHOTO OCTaTOYHOIO
3aboneBanus. [IpuBeneHbl u 0OOOIIEHBI JaHHBIE O BBDKMBAEMOCTH 0€3 MPOrpecCUpPOBAHUS.
Taxxke 0000IIEHBI NaHHBIE MO TPOLEHTHOMY HM3MEHEHHIO pa3Mepa LEeJIeBOH OMyXOJH OT
HCXOAHOTO YPOBHSI.

Pe3yabTarthl

[00163] Oskupmaercs, YTO aHTUTENA, OTAEJbHO M B KOMOMHAIIMM, SIBJISTFOTCS
0e30MacHbBIME U XOpPOIIO TepeHocsTes nanueHtamu. Oskupmaercsi, uyto BBemeHue REGN2810
OTHENbHO Wi B KoMOmHanmu ¢ bsAbl Oyner obecreunBaTh WHTHMOMpPOBAHUE POCTA OMYyXOJHU
W/WH CONEHCTBUE PErpecCHy OMyXOJIH y MAlMEHTOB ¢ BSUIOTEKyINel min arpeccuBHoi B-NHL
win HL. Oxunaercs, uro y manueHtoB ¢ ALL, xoropbiM BBOmAT bsAbl ornmenbHO mim B
komOuHanmu ¢ REGN2810, Oymer HaOmromaTtbCss WHTHOMPOBAHHME POCTA OMYXONMH W/HITU
pemuccust. Oxxupmaercs, 4to oOmas YacTota OTBeTa OyAET MpPeBHINATh TAKOBYIO IS
KOMOWHHUPOBAHHOTO TEPANEBTUYECKOTO IMpernapara 1Mo CPaBHEHUIO C JIFOOBIM M3 MPEnapaToB B

Ka4eCTBE MOHOTECpAIINU.
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[00164] OO0bem HacTosiero M300peTeHHE HE OTPAHWYEH KOHKPETHBIMH BapHUaHTAMHU
OCYLIECTBJICHUs, OINHUCAHHBIMA B  HACTOsAIIEM JAOKyMeHTe. DakTU4YecKH, pa3judHbIe
MOAN(HUKAIMY HACTOSINErO H300pPETEHNs B TONOJHEHHE K TEM, KOTOPBIE OMHCAHBI B HACTOSIIIEM
IOKyMEHTe, OyAyT OYEBHMIHBI IUJIsl CIIELMAJHCTOB B JaHHOW OOJNACTH W3 MPEALIECTBYIOIIErO
ONMHUCAaHMsA W TIpHiaraeMelx deprexeil. [Ipenmonmaraercs, 4to Takue MOAU(PHUKALUM OXBAYCHBI

00BEMOM MpHIIaraeMoi popMyJIbl H300PETEHHS.



NEPEUEHL MOCJEIOBATEJHLHOCTEN
<110> PETEHEPOH O®APMACBIOTMKAJI3, MHK.

<120> KOMBVHALIMA AHTUTEJI K PD-1 U BUCIEIMOUMYECKUX AHTUTEJI K CD20/CD3 IJIA JIEYEHMA
3JIOKAUECTBEHHOW OIYXOJIN

<130> 10221w001
<160> 22
<170> FastSEQ for Windows Version 4.0

<210> 1

<211> 117

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-PD-1 HCVR

<400> 1
Glu Val Gln Leu Leu Glu Ser Gly Gly Val Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Phe
20 25 30
Gly Met Thr Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Ile Ser Gly Gly Gly Arg Asp Thr Tyr Phe Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Lys Gly Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Val Lys Trp Gly Asn Ile Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu
100 105 110
Val Thr val Ser Ser
115

<210> 2

<211> 107

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-PD-1 LCVR

<400> 2
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

Asp Ser Ile Thr Ile Thr Cys Arg Ala Ser Leu Ser Ile Asn Thr Phe
20 25 30
Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Asn Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu His Gly Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Arg Thr Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Ser Asn Thr Pro Phe
85 90 95
Thr Phe Gly Pro Gly Thr Val Val Asp Phe Arg
100 105



<210> 3

<211> 8

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-PD-1 HCDR1

<400> 3
Gly Phe Thr Phe Ser Asn Phe Gly
1 5

<210> 4

<211> 8

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-PD-1 HCDR2

<400> 4
Ile Ser Gly Gly Gly Arg Asp Thr
1 5

<210> 5

<211> 10

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-PD-1 HCDR3

<400> 5
Val Lys Trp Gly Asn Ile Tyr Phe Asp Tyr
1 5 10

<210> 6

<211> 6

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-PD-1 LCDR1

<400> 6
Leu Ser Ile Asn Thr Phe
1 5

<210> 7

<211> 3

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-PD-1 LCDR2

<400> 7
Ala Ala Ser



<210> 8
<211> 9

<212>
<213>

<220>

<223>

<400> 8
Gln Gln Ser Ser Asn Thr Pro Phe Thr

1

<210> 9

<211>
<212>
<213>

<220>

<223>

PRT
Artificial Sequence

444
PRT
Artificial Sequence

aa 1-117:

aa 118-444:

<400> 9

Glu
1

Ser
Gly
Ser
Lys
65

Leu
Val
Val
Ala
Leu
145
Gly
Ser
Leu
Thr
Pro
225
Pro
Thr

Asn

Arg

vVal
Leu
Met
Gly
50

Gly
Gln
Lys
Thr
Pro
130
Val
Ala
Gly
Gly
Lys
210
Cys
Pro
Cys

Trp

Glu

Gln
Arg
Thr
35

Ile
Arg
Met
Trp
vVal
115
Cys
Lys
Leu
Leu
Thr
195
Val
Pro
Lys
Val
Tyr

275
Glu

Leu
Leu
20

Trp
Ser
Phe
Asn
Gly
100
Ser
Ser
Asp
Thr
Tyr
180
Lys
Asp
Ala
Pro
vVal
260
vVal

Gln

5

anti-PD-1 HC

anti-PD-1 LCDR3

Variable region

Leu
Ser
Val
Gly
Thr
Ser
85

Asn
Ser
Arg
Tyr
Ser
165
Ser
Thr
Lys
Pro
Lys
245
Val

Asp

Phe

Glu
Cys
Arg
Gly
Ile
70

Leu
Ile
Ala
Ser
Phe
150
Gly
Leu
Tyr
Arg
Glu
230
Asp
Asp

Gly

Asn

Ser
Ala
Gln
Gly
55

ser
Lys
Tyr
Ser
Thr
135
Pro
vVal
Ser
Thr
Val
215
Phe
Thr
Val

vVal

Ser

Gly
Ala
Ala
40

Arg
Arg
Gly
Phe
Thr
120
Ser
Glu
His
Ser
Cys
200
Glu
Leu
Leu
Ser
Glu

280
Thr

Constant region

Gly
Ser
25

Pro
Asp
Asp
Glu
Asp
105
Lys
Glu
Pro
Thr
Val
185
Asn
Ser
Gly
Met
Gln
265
vVal

Tyr

vVal
10

Gly
Gly
Thr
Asn
Asp
90

Tyr
Gly
Ser
Val
Phe
170
Val
Val
Lys
Gly
Ile
250
Glu
His

Arg

Leu
Phe
Lys
Tyr
Ser
75

Thr
Trp
Pro
Thr
Thr
155
Pro
Thr
Asp
Tyr
Pro
235
Ser
Asp

Asn

Val

vVal
Thr
Gly
Phe
60

Lys
Ala
Gly
Ser
Ala
140
Val
Ala
Val
His
Gly
220
sSer
Arg
Pro

Ala

vVal

Gln
Phe
Leu
45

Ala
Asn
vVal
Gln
Val
125
Ala
sSer
val
Pro
Lys
205
Pro
Val
Thr
Glu
Lys

285
Ser

Pro
Ser
30

Glu
Asp
Thr
Tyr
Gly
110
Phe
Leu
Trp
Leu
Ser
190
Pro
Pro
Phe
Pro
Val
270

Thr

vVal

Gly
15

Asn
Trp
Ser
Leu
Tyr
95

Thr
Pro
Gly
Asn
Gln
175
Ser
Ser
Cys
Leu
Glu
255
Gln

Lys

Leu

Gly
Phe
Val
Val
Tyr
80

Cys
Leu
Leu
Cys
sSer
160
Ser
Ser
Asn
Pro
Phe
240
val
Phe

Pro

Thr



Val
305
Ser
Lys
Glu
Phe
Glu
385
Phe

Gly

Tyr

<210>
<211>
<212>
<213>

290
Leu

Asn
Gly
Glu
Tyr
370
Asn
Phe

Asn

Thr

<220>

<223>

<400>

10

214
PRT
Artificial Sequence

His
Lys
Gln
Met
355
Pro
Asn
Leu

Val

Gln
435

Gln
Gly
Pro
340
Thr
Ser
Tyr
Tyr
Phe

420
Lys

aa 1-108:

aa 109-214:

10

Asp Ile Gln

1
Asp

Leu
Tyr
ser
65

Glu
Thr
Pro
Thr
Lys
145
Glu
Ser

Ala

Phe

<210> 11

Ser
Asn
Ala
50

Gly
Asp
Phe
Ser
Ala
130
Val
Ser
Thr

Cys

Asn
210

Ile
Trp
35

Ala
ser
Phe
Gly
val
115
Ser
Gln
vVal
Leu
Glu

195
Arg

<211> 127

Met
Thr
20

Tyr
Ser
Gly
Ala
Pro
100
Phe
vVal
Trp
Thr
Thr
180
vVal

Gly

Asp
Leu
325
Arg
Lys
Asp
Lys
Ser
405

ser

Ser

anti-PD-1 LC

Trp
310
Pro
Glu
Asn
Ile
Thr
390
Arg

Cys

Leu

295
Leu

Ser

Pro

Gln

Ala

375

Thr

Leu

ser

Ser

Asn
Ser
Gln
vVal
360
Val
Pro
Thr

Val

Leu
440

Variable region

Thr
Ile
Gln
Ser
Thr
Thr
85

Gly
Ile
vVal
Lys
Glu
165
Leu

Thr

Glu

Gln
Thr
Gln
Leu
Asp
70

Tyr
Thr
Phe
Cys
Val
150
Gln
Ser
His

Cys

Ser
Cys
Lys
His
55

Phe
Tyr
vVal
Pro
Leu
135
Asp
Asp

Lys

Gln

Pro
Arg
Pro
40

Gly
Thr
Cys
Val
Pro
120
Leu
Asn
Ser

Ala

Gly
200

Gly
Ile
Val
345
Ser
Glu
Pro
Val
Met

425
Ser

Constant region

Ser
Ala
25

Gly
Gly
Leu
Gln
Asp
105
Ser
Asn
Ala
Lys
Asp

185
Leu

Lys
Glu
330
Tyr
Leu
Trp
Val
Asp
410
His

Leu

Ser
10

Ser
Lys
vVal
Thr
Gln
90

Phe
Asp
Asn
Leu
Asp
170

Tyr

Ser

Glu
315
Lys
Thr
Thr
Glu
Leu
395
Lys

Glu

Gly

Leu
Leu
Ala
Pro
Ile
75

Ser
Arg
Glu
Phe
Gln
155
Ser

Glu

Ser

300
Tyr

Thr
Leu
Cys
Ser
380
Asp
Ser

Ala

Lys

Ser
Ser
Pro
Ser
60

Arg
Ser
Arg
Gln
Tyr
140
Ser
Thr

Lys

Pro

Lys
Ile
Pro
Leu
365
Asn
Ser

Arg

Leu

Ala
Ile
Asn
45

Arg
Thr
Asn
Thr
Leu
125
Pro
Gly
Tyr
His

Val
205

Cys
Ser
Pro
350
vVal
Gly
Asp

Trp

His
430

Ser
Asn
30

Leu
Phe
Leu
Thr
Val
110
Lys
Arg
Asn
Ser
Lys

190
Thr

Lys
Lys
335
Ser
Lys
Gln
Gly
Gln

415
Asn

vVal
15

Thr
Leu
Ser
Gln
Pro
95

Ala
Ser
Glu
sSer
Leu
175
vVal

Lys

Val
320
Ala
Gln
Gly
Pro
Ser
400
Glu

His

Gly
Phe
Ile
Gly
Pro
80

Phe
Ala
Gly
Ala
Gln
160
Ser

Tyr

Ser



<212>
<213>

<220>

<223>

<400> 11
Glu val Gln

1
Ser

Ala
Ser
Lys
65

Leu

Ala

Gly

Leu
Met
vVal
50

Gly
Gln

Lys

Met

<210> 12
<211> 10

<212>
<213>

<220>

<223>

<400> 12

Glu
1
Glu
Leu
Tyr
Ser
65
Glu

Thr

Ile
Arg
Ala
Gly
50

Gly

Asp

Phe

<210> 13
<211> 12

<212>
<213>

<220>

<223>

<400> 13
Glu Val Gln Leu Val Glu Ser Gly

1

PRT
Artificial Sequence

Arg
His
35

Ile
Arg
Met

Asp

Asp
115

8

PRT
Artificial Sequence

Val
Ala
Trp
35

Ala
Ser

Phe

Gly

3

PRT
Artificial Sequence

Leu
Leu
20

Trp
Ser
Phe
His
Asn

100
Val

Met
Thr
20

Tyr
Ser
Gly

Ala

Gly
100

vVal
Ser
Val
Trp
Thr
Ser
85

His

Trp

Thr
Leu
Gln
Thr
Thr
Val

85
Gly

5

Glu
Cys
Arg
Asn
Ile
70

Leu

Tyr

Gly

Gln
Ser
Gln
Arg
Glu
70

Tyr

Thr

Ser
Val
Gln
Ser
55

ser
Arg

Gly

Gln

Ser
Cys
Lys
Ala
55

Phe

Tyr

Lys

anti-CD20/anti-CD3 A-HCVR

Gly
Ala
Ala
40

Asp
Arg
Ala

Ser

Gly
120

anti-CD20/anti-CD3 LCVR

Pro
Arg
Pro
40

Thr
Thr

Cys

vVal

anti-CD20/anti-CD3 B-HCVR

Ser Leu Arg Leu Ser Cys Ala Ala

20

Thr Met His Trp Val Arg Gln Ala

Gly Gly
10

Ser Gly

25

Pro Gly

Ser Ile
Asp Asn

Glu Asp
90

Gly Ser

105

Thr Thr

Ala Thr
10

Ala Ser

25

Gly Gln

Gly Ile

Leu Thr

Gln His
90

Glu Ile
105

Leu
Phe
Lys
Gly
Ala
75

Thr

Tyr

vVal

Leu
Gln
Ala
Pro
Ile
75

Tyr

Lys

Val
Thr
Gly
Tyr
60

Lys
Ala

Tyr

Thr

Ser
Ser
Pro
Ala
60

Ser

Ile

Arg

Gln
Phe
Leu
45

Ala
Asn
Leu

Tyr

vVal
125

vVal
Val
Arg
45

Arg

Ser

Asn

Gly Gly Leu Val Gln

10

Ser Gly Phe Thr Phe

25

Pro Gly Lys Gly Leu

Pro
Asn
30

Glu
Asp
sSer
Tyr
Tyr

110
Ser

Ser
Ser
30

Leu
Phe

Leu

Trp

Pro

Asp
30
Glu

Gly
15

Asp
Trp
Ser
Leu
Tyr
95

Gln

Ser

Pro
15

Ser
Leu
Ser

Gln

Pro
95

Gly
15
Asp

Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr

Gly
Asn
Ile
Gly
Ser

80
Leu

Arg
Tyr

Val



35 40 45
Ser Gly Ile Ser Trp Asn Ser Gly Ser Ile Gly Tyr Ala Asp Ser Val

50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Lys Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Ala Lys Asp Asn Ser Gly Tyr Gly His Tyr Tyr Tyr Gly Met Asp Val
100 105 110
Trp Gly Gln Gly Thr Thr Val Thr Val Ala Ser
115 120
<210> 14
<211> 8
<212> PRT

<213> Artificial Sequence

<220>
<223> anti-CD20/anti-CD3 A-HCDR1

<400> 14
Gly Phe Thr Phe Asn Asp Tyr Ala
1 5

<210> 15

<211> 8

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-CD20/anti-CD3 A-HCDR2

<400> 15
Ile Ser Trp Asn Ser Asp Ser Ile
1 5

<210> 16

<211> 20

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-CD20/anti-CD3 A-HCDR3

<400> 16
Ala Lys Asp Asn His Tyr Gly Ser Gly Ser Tyr Tyr Tyr Tyr Gln Tyr
1 5 10 15
Gly Met Asp Val
20

<210> 17

<211> 6

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-CD20/anti-CD3 LCDR1

<400> 17
Gln Ser Val Ser Ser Asn



<210> 18

<211> 3

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-CD20/anti-CD3 LCDR2

<400> 18
Gly Ala Ser
1

<210> 19

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-CD20/anti-CD3 LCDR3

<400> 19
Gln His Tyr Ile Asn Trp Pro Leu Thr
1 5

<210> 20

<211> 8

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-CD20/anti-CD3 B-HCDR1

<400> 20
Gly Phe Thr Phe Asp Asp Tyr Thr
1 5

<210> 21

<211> 8

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-CD20/anti-CD3 B-HCDR2

<400> 21
Ile Ser Trp Asn Ser Gly Ser Ile
1 5

<210> 22

<211> 16

<212> PRT

<213> Artificial Sequence

<220>
<223> anti-CD20/anti-CD3 B-HCDR3

<400> 22



Ala Lys Asp Asn Ser Gly Tyr Gly His Tyr Tyr Tyr Gly Met Asp Val
1 5 10 15
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DPOPMYJIA U3OBPETEHUSA

1. Cnoco0 nedeHuss WM WHTUOMPOBAHUS POCTA OMYXOJH, MPENyCMAaTPHUBAOLIHI
BBE/ICHHE HYKNAIOLIEMYCsl B 3TOM CYOBEKTY TepaneBTUYeCKH 3(PQPEKTHBHOIO KOJIUYECTBA
KaXXJ0ro U3 (a) aHTUTEJNA WIHM €r0 aHTUT'€HCBSA3BIBAIOIIETrO (PparMeHTa, KOTOphIE CrEUPHIECKH
CBsI3bIBAIOT Oenok-1 3amporpammupoBanHoil rudenu kierok (PD-1); u (b) Oucnennpuyeckoro
aHTUTENA, COAEPIKAIero IIepBO€ AHTUTEHCBS3BIBAIOLIEE IIIEYO, KOTOpOoe creruduuecku
cszpiBaeT CD20, u BTOpO€ aHTHIEHCBSI3BIBAIOLIEE TUIEUO, KOTOPOE CHeln(UIECKH CBSI3bIBAET

CD3.

2. Cnocob mo m. 1, B koTopom kaxkaast 1o3a anrurena k PD-1 cocrasnsier 0,1-20 mr/kr

Beca Tesa CyObekTa.

3. Crocob mo m. 1 miwm 1. 2, B KOTOPOM Kaskaast 1o3a antutena k PD-1 cocrasnsier 0,3, 1,

3 unu 10 mr/kr Beca Tena cyObeKTa.

4. Cnocob6 mo mobomy u3 mm. 1-3, B KOTOpPOM Kaxnas a03a OHCIenu(puuecKoro

anrurena cocranisier 0,1-10 Mr/kr Beca Tena CyObeKTa.

5. Cnoco6 mo mobomy m3 mm. 1-3, B KOTOPOM Kakaas 1o3a Oucnenuduyeckoro

anturena cocrasisieT 10-8000 mukporpamm.

6. Crocob mo nrobomy u3 mm. 1-5, B koTopoMm anTuteno k PD-1 BBOAST A0 BBEACHHUS

oucnenuuuecKoro aHTUTENa, OMHOBPEMEHHO C HUM WJIH MOCJIE HETO.

7. Cniocod 1o 1. 6, B koTopoM anTuteno k PD-1 BBogsT 1o BBeneHus Oucnernuguueckoro

AHTHUTEIA.

8. Cnocod mo m. 7, B xotropoM antuteno kK PD-1 BBogsT 3a 1 Hememo 1O BBeIEHUs

oucnenuduuecKoro aHTUTENA.

9. Cnocob mo m. 1, B KOTOPOM OIHY WJIM HECKOJBKO 103 aHtuTena k PD-1 BBomsaT B

KOMOWHAILIUY C OJHOW MJIM HECKOJIBKUMU J103aMHU Oucenn(uueckoro aHTurea.
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10. Cnoco6 1o 1. 9, B koTopoM Kaknasi no3a anrurena k PD-1 cocrasmsier 0,1-20 mr/kr

Beca TeJjia CyObeKTa.

11. Criocob mo . 9 wimu . 10, B kOTOpOM Kakaast 1o3a antutena k PD-1 cocrasnsier 0,3,

1, 3 wmm 10 mr/kr Beca Tena cyObeKTa.

12. Cnoco6 mo mobomy u3 mm. 9-11, B koTOpoM Kaskmasi ao3a Owucrenuudeckoro

anrurena cocraisier 0,1-10 mr/kr Beca Tena cyObekTa.

13. Cnoco6 mo mobomy u3 mm. 9-11, B xkoTOpoM Kakmas ao3a Oucrenupuyeckoro

anturena cocrasisieT 10-8000 mukporpamm.

14. Croco6 mno m. 13, B koTOpoM Kaxkaas no3a anturena k PD-1 cocraBniser 1, 3 wmm
10 mr/kr, u kaxngas no3a Oucnenuduueckoro antutena cocrasiser 30, 100, 300, 1000 wnm

2000 Mukporpamm.

15. Cnocob no mobdomy u3 mm. 9—14, B KOTOpOM Kaxayro 103y anturena k PD-1 BBoasT

yepes 0,5-12 Henesb nocie Onvkaiiel npeaecTBy e 1035l

16. Cnocob mo mrobomy u3 mim. 9—15, B KOTOPOM Kaxayr A03y Oucnenupuyeckoro

aHTuTena BBOmAT yepes 0,5—12 Henmenb nocie Onukaiineid mpeaecTBYOIIEH JO3bI.

17. Cnocod mo 1. 16, B KOTOpOM Kakayro 103y antutena k PD-1 BBogsT oquH pas B iBe

HEOCIIN, a KAXKAYHO O03Y 6I/IC1'I€LII/I(1)I/I‘I6CKOFO AHTUTEIA BBOAAT OOAUH pa3 B HEACIIHO.

18. Crocob mo mrobomy m3 mim. 9—17, B KOTOPOM KakIyrK A03y Oucnenupudeckoro

AHTUTEJIAa Pa3AENSIIOT Ha 2—5 JacTell B peaenax nepuoaa 103MPOBaHMUS.

19. Cnoco6 mo mrobomy m3 mm. 9-18, B koTopom antuteno k PD-1 BBoOmsT 10 BBeASHUS

oucnenuuuecKoro aHTUTENa, OMNHOBPEMEHHO C HUM WJIH MTOCJIE HETO.

20. Cnocod6 mo m. 19, B koropom anHtHTeno k PD-1 BBomaAT 100 BBeAEHUS

oucnenuduuecKoro aHTUTENA.
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21. Cnocob mo m. 20, B koTopoM aHTHTeNo K PD-1 BBOmAT 3a 1 Hememo A0 BBEASHUS

oucnennduuecKoro aHTUTENA.

22. Cnocob mo mobomy m3 mm. 1-21, B KOTOpOM aHTUTENa BBOAST BHYTPHBEHHO,

MOAKOKHO MJIM BHYTPUOPIOIINHHO.

23. Cnocod mo mobOomy u3 mm. 1-22, B KOTOpPOM ONyXOjb mpeaycMmarpuBaerT B-

KJIIETOYHYIO 3JIOKQYECTBCHHYHO OIMyXOJIb.

24. Cnocob mo 1. 23, B KOTOpOM B-kiieTouHast 3710KadecTBEHHAs ONyXOJb BHIOpaHa W3
rpynnel, cocrosimeil u3 auM@omel XOMKKUHA, HEXOIKKUHCKOM JUMQOMBI, (OJUIHKYISAPHON
TUM(pOMBI, MEJKOKJIETOYHOH TMM(POUUTAPHON THMM(POMBI, JTUM(OIIA3MOLUTAPHOW JTUM(OMBI,
JAUM(pOMBI U3 KJIETOK MaprHHAIBHON 30HBI, TUM(POMBI U3 KJIETOK MAHTHUIHOH 30HBI, 1 y3HOI
B-xpynHoknerounoit  auM¢pombl, B-knetouHbx  GopMm  auMGOMBL,  JTMM(POMATOUIHOTO
rpanysieMarosa, auMdombl bepkutra, ocTporo mumMdpoOIacTHOrO JeHK03a, BOJIOCATOKIETOYHOTO

Jeliko3a U B-KJIeTOYHOro XpOHHUYECKOTo JTUM(GOLMTAPHOTO JISHKO03a.

25. Cnocob6 mo mrobomy u3 mm. 1-24, B KOTOpOM y cyObekTa HaOMOmAeTCst
PE3UCTCHTHOCTDb, WA HGYHOBHCTBOpHTeHBHbIﬁ OTBET, WKW PEHUOUB IIOCJIC HpeI[LHeCTBYI'OH_[eﬁ

Teparnuu.

26. Cmocod6 mno mobomy wu3 mm 1-25, B KOTOpOM JiedeHHe oOecreunBaer
TepaneBTHUeCKUil 3P QeKT, BBIOPAHHBIA M3 TPYIIIbI, COCTOSINEH M3 3aIePXKKU POCTa OMyXOJIH,
CHIDKEHHsSI YHWCJIa OMYXOJIEBBIX KIIETOK, PErpecCHd OIyXOJH, TOBBIIIEHHS BbDKHBAEMOCTH,

HYaCTHYHOI'O OTBETA U ITIOJIHOTO OTBETA.

27. Cnocob mo 1. 26, B KOTOPOM TMPOUCXOAUT 3a[ep’KKa pOCTa OMyXOJH MO MEHbLIEH

mepe Ha 10 nHel Mo cpaBHEHUIO ¢ CYyOBEKTOM, HE MOJUICIKAIUM JICUEHHIO.

28. Cnocob mo mobomy u3 mm. 1-27, B KOTOPOM NPOHCXOAUT MHTHOHMPOBAHHE POCTA

OIyXOJIH 10 MeHbIIel Mepe Ha 50% 1o CpaBHEHHIO ¢ CYOBEKTOM, He MOJJISIKAIUM JISYSHHUIO.

29. Cnocob mo mobomy u3 mm. 1-27, B KOTOPOM NPOHCXOAUT MHTHOMPOBAHHE POCTA
OIyXOJIM IO MeHbInel Mepe Ha 50% 1o CpaBHEHUIO ¢ CYOBEKTOM, KOTOPOMY BBOIMIIM JIFOOOE U3

AHTUTECJ B KAUECTBEC MOHOTEPAIInu.
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30. Cnocod® mo m. 20, B KOTOPOM NPOHCXOOUT HHTHOMPOBAHUE POCTA OMYXOJH IO
MeHblIel Mepe Ha 50% 1Mo CpaBHEHHIO C CyOBEKTOM, KOTOPOMY BBOIMIN Oucnermpuyeckoe

aatureno kK CD20/CD3 no BBenenus aururesa kK PD-1.

31. Cnmoco6 mo mobomy wu3 mm. 1-30, [OMONHUTENBHO MpenyCMaTpPHUBAIOLINN
NpUMEHEHHe y CyObeKTa TPEeThero TEepareBTUYECKOro CPeACTBa WM TEParuH, IIe TPEThe
TepaneBTUUECKOe CPENCTBO WM Tepamusi BHIOPAHBI W3 TPYIMIbI, COCTOSINEH M3 OOJydeHwHs,
XHPYPTrHYECKOrO BMEIIATENIbCTBA, XUMHOTEPANEBTUYECKOTO CPEACTBA, MPOTHBOOMYXOJIEBOH
BakiuHbl, nHruouTopa PD-L1, naruburopa LAG-3, uaruburopa CTLA-4, uaruburopa TIM3,
uaruburopa BTLA, unruburopa TIGIT, unruburopa CD47, mnHruburopa HHAOJaMHH-2,3-
muokcurenasnl (IDO), anraronucra ¢axropa pocra sunorenust cocynos (VEGF), unruduropa
aHruonostuHa-2 (Ang2), uaruduropa Tpancopmupyromero pocrosoro pakropa oera (TGFp),
uHruOuTOpa  peuentopa snumepmanpHoro ¢gaxropa pocra (EGFR), anTtHTena
ornyxonecnenupuyeckoMy aHTHIeHy, BakLUWHbI Ha oOcHoBe Oamwmisl Kambmera-I'epeHa,
I'PaHYJIOLUTAPHO-MOHOLIMTAPHOTO  KOJIOHHECTHUMYJHUpyIomero  (akropa,  LUTOTOKCHHA,
uHruburopa peuenropa unrepieiikuna 6 (IL-6R), uaruburopa peuenropa unteperikuna 4 (IL-
4R), unrudburopa IL-10, IL-2, IL-7, IL-21, IL-15, xoHbBIOTaTa aHTUTENA U JIEKAPCTBEHHOIO

CpeaAcCTBa, NIPOTUBOBOCIAJIUTECIBHOIO JICKAPCTBCHHOI'O CPEACTBA U JIUETUYECKON I[O63.BKI/I.

32. Cnoco6 mo mobomy u3 mm. 1-31, B kotopom antureno k PD-1 wmm ero
AHTUTCHCBS3BIBAIOIINN (PpAarMEeHT ConepKaT ONpeAeNsIoIINe KOMIUIEMEHTAPHOCTh 00JIacTh
soxenon nern (HCDR1, HCDR2 u HCDR3) BapuabensHoii obnactu Tsoxenoin nenu (HCVR),
cozepskaliel aMMHOKUCIOTHY0 nocienosaTenbHocTe SEQ ID NO: 1, u Tpu onpepensrouue
koMmrieMeHTapHocTh obnactu Jsierkorn memu (LCDR1, LCDR2 u LCDR3) BapuabenbHOM

obnactu nerkoit nenu (LCVR), comepskaineli aMMHOKUCIIOTHYO TochenosareabHocTh SEQ 1D
NO: 2.

33. Cnoco6 mo m32, B koropom HCDRI1 comepur aMHHOKHCIOTHYIO
NO: 3

NO:

nocaenosatenbHocTe  SEQ ; HCDR2  comepxur  aMHHOKHUCIOTHYIO

nocnenosatenbHocTs  SEQ ; HCDR3  comepxur  aMHHOKHUCIOTHYIO

SEESHNS

4
nocaenoBaTenbHocTs  SEQ NO: 5; LCDRI1 coxmepXur  aMHUHOKHUCJIOTHYIO
6

nocnenoBatensHocte SEQ ID  NO: ; LCDR2  comepXUT  aMHUHOKHUCJIOTHYIO

nocinegoBareabHocth  SEQ ID NO: 7,

3

u LCDR3 copmepXUT aMHUHOKHCJIOTHYIO

nocienoBareabHocTh SEQ ID NO: 8.
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34, Cmoco6 mo 133, B xoropom HCVR conmepxuT aMHHOKHCIOTHYIO
nocaepoBatenbHocte SEQ  ID NO: 1, u  LCVR  comepkur  aMHHOKHUCIOTHYIO

nocienoBaTeabHocTh SEQ ID NO: 2.

35. Cnocob no mobomy u3 nmn. 1-34, B kotopoMm antuteno k PD-1 coxgepxur Tsxenyro
LeMNb, COAEPKAIYI0 aMUHOKHUCIOTHYIO nocienoBatenbHocTs SEQ ID NO: 9, u nerkyro uerns,

CoZlepKally0 aMUHOKHUCIIOTHYO nocienoBarenbHocTs SEQ ID NO: 10.

36. Cnoco0 mo jmrobomy u3 . 1-35, B KOTOPOM TMEPBOE aHTUTCHCBSI3BIBAIOIIEE ILICUO
oucneruduueckoro anturena comaepkut Tpu CDR Tsxenoii nenu (A-HCDR1, A-HCDR2 u A-
HCDR3) Bapuabenbnoii obnactu Tspkenoit uemn (A-HCVR), comepikaineii aMHHOKHCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 11, u tpu CDR nerxoii nenn (LCDR1, LCDR2 u LCDR3)
BapuabenpHOll  obOmactm  nerkoit memum  (LCVR), copmepkameidl  aMHHOKHUCIOTHYIO

nocnenoBatenbHOCTH SEQ ID NO: 12.

37. Cnoco6 mno m. 36, B kotopom A-HCDRI1 conepxuT aMHUHOKHCIOTHYIO
nocnenoBatensHocte  SEQ ID  NO: 14; A-HCDR2 comepXUT aMHHOKHUCIOTHYIO
nocnenoBatenbHocte  SEQ ID  NO: 15; A-HCDR3  comepXUT aMHHOKHUCIOTHYIO
nocnenoBatenbHocte  SEQ  ID NO: 16, LCDRI1  comepXuUT  aMUHOKHUCIOTHYIO
nocnenoBatensHocte  SEQ ID NO: 17, LCDR2  comepXUT  aMUHOKHUCIOTHYIO
nocnenoBatensHocte SEQ ID NO: 18, u LCDR3  coxmepkuT aMHHOKHUCIOTHYIO

nocienoBateabHocTh SEQ ID NO: 19.

38. Cmoco6 mo m. 37, B xoropom A-HCVR comepkuT aMHHOKHCIOTHYIO
nocneposatenbHocte  SEQ  ID NO: 11, u LCVR comepXuT aMHHOKHUCIOTHYIO

nocienoBareabHocTh SEQ ID NO: 12.

39. Cnocob mo nrobomy u3 mm. 1-38, B KOTOPOM BTOPOE aHTUTECHCBSI3bIBAIOIIEE TLICYO
oucnernuduueckoro anrurtena copepxut Tpu CDR Tsxenoii nenn (B-HCDR1, B-HCDR2 u B-
HCDR3) BapuabenvHoit obmactu Tspxenoit nermu (A-HCVR), conmepskameli aMUHOKHCIIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 13, u tpu CDR nerkoii nenn (LCDR1, LCDR2 u LCDR3)
BapuabenpHON  obmact  gjerkort memu  (LCVR), comepxkameil  aMHHOKHCIOTHYIO

nocienoBareabHocTh SEQ ID NO: 12.



40. Cnocob
MOCJIEIOBATENILHOCTD
MOCJIEIOBATENILHOCTD
MOCJIEIOBATENILHOCTD
MOCJIEIOBATENBHOCTD

noCJICA0BaTCIbHOCTD
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no n.39, B KOTOpPOM

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

nocnenosaTeabHocTh SEQ ID NO: 19.

41. Cnocob

nocJCA0BaTCIbHOCTD

1o

SEQ

ID NO:

nocienoBateabHocTh SEQ ID NO: 12.

20;

3

21;

3

22;
17,
18;

3

13,

3

3

B-HCDRI1
B-HCDR2
B-HCDR3

LCDRI1
LCDR2

u LCDR3

n.40, B xoropom B-HCVR
n LCVR

COIEPIKUT
COIEPKUT
COIEPKUT
COIEPIKUT
COIEPIKUT

COIEPIKUT

COIEPIKUT

COIEPIKUT

AMUHOKHCJIOTHYHO
AMHUHOKHCJIOTHYHO
AMHUHOKHCJIOTHYHO
AMHUHOKHCJIOTHYHO
AMHUHOKHCJIOTHYHO

AMHUHOKHCJIOTHYHO

AMHUHOKHCJIOTHYHO
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##3aBHCHT OT JJIUTETbHOCTH
neucHud, 6 nm 12 mecaues

> b >

Busyamusauns onyxomt, 6uoncis LN (Ha HCXOTHOM YPOBHE 1 TIPU MOTO3PEHUH HA TIPOTPeccHpOBaHIe);
BMA/BMBx (Ha HCXQTHOM YPOBHE ¥ NIOBTOPHOE(-bie) IPoBELeHHE(-A) B CIIy4ae NONOKUTENLHONO
PE3YNBTaTa MPH CKPUHUHTE H MIPH TIOXO3PEHHH HA MPOrPeCCHpOBAHUE)

buornicust LN [uccnemnoBanue)]

Busyanuzaumsa onyxonu u HeobsizarensHo BMA/BMBx, dbuoncus LN
(SOC nmu 1o KITMHAYECKUM TTIOKA3aHHSM)
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BMA/BMBx (aHam3 Ma3ka-OTreuaTka, MPOTOUHAS ITATOMETPHS,

LIHTOTeHETHYECKOE Heenenosante, ouerka MRD)

O

O JrombanbHas nyHkys, ¢ IT-xummnorepanueii
A, Heobssarensro (SOC) BMA/BMBx

Jleuenue bsAbl
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