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OIIMCAHUE U30BPETEHUA
2420-559914EA/025
INPUMEHEHHUE AHTUTEJIA TPOTHUB CD70, ARGX-110, IJIAA TEYEHUA
OCTPOI'O MHUEJIOUJTHOTI' O JIEHKO3A
OBJIACTD M30bPETEHU A

Hacrosimee wu300pereHHe OTHOCHTCS K CHOCOOAaM JIEUEHHS OCTPOrO MHUENIOUIHOTO
neiikoza (AML) u muenonucriacrudeckoro cunapoma (MDS), a Takke K KOMITO3ULIUSIM |

KOM6I/IHaLII/I$IM, MOAXOOAIINM IJIsA UCITOJIb3OBAHUSA B YKA3aHHBIX criocobax.

YPOBEHb TEXHWKH

Octpeiii  Muenoupnbiii  sefiko3 (AML) sBisieTCsl TeTepOreHHbIM 3a00JIeBaHUEM,
XapaKTEePU3YIOLNUMCs HEKOHTPOIUPYEMON KJIIOHAJIBHON 3KCNAHCHUEN T'€MOIMO3THYECKUX KJIETOK—
npeamecTBeHHUKOB. AML  sBisiercss HamOojee paclpOCTPAaHEHHBIM OCTPBIM  JIEHKO30M,
MOPaKAKOIINM B3POCIIBIX, C €KErOAHON 3a00JI1eBaeMOCTBIO CpeaH B3pocibiX B EBpone ot 5 1o 8
cinyuaes Ha 100000 yenosek U pe3KUM yBEIUYEHUEM MOMYJIALIMU B Bo3pacte crapiue 70 ner, rae
3aboneBaemocth gocturaer 15-25/ma 100000 B rox.

Craructuka BeDKHMBaHUS, onyOnukoBaHHas kommnanueii Cancer Research UK s AML,
AUarHocTupoBaHHOro B AHrnuu B nepuoa Mexay 2008 u 2010 romamu, js BCeX BO3PacTOB
MOKAa3bIBAET, YTO MpuOMM3uTeNnbHO 20% MalMeHTOB BbDKMBAIOT B TeUeHHE S5 mim Oojee Jer
1ocje TNOCTaHOBKM auarHosa. IIporHocruueckune akToppl HEONAroNpHATHOIO —HCXOJa
BKJIFOUAKOT BO3pacT nauueHta, AML, nHAynupOBaHHBIN JIeUEHUEM, U MUEIOAUCIIACTUYECKUM
CUHAPOM B aHaMHe3e WIM APyroe MpeALIeCTBYIOINE TeMaTONOIrMYeCKOe pacCTpOMICTBA.
IIaTuneTHsisi BBDKMBAEMOCTb CpelM JIOAECH B Bo3pacTe 65 JeT W CTaplie COCTaBJsieT
npubIU3UTENHEHO 5%.

Xumuorepanus, MO0 KaK €IUHCTBEHHBIH areHT MM KaK KOMOMHHPOBAHHOE JICYCHUE,
UCTIONB3YETCS JUISA JIeUeHUs] OOJIBLIMHCTBA THIIOB JIGHKO30B. [IpH COOTBETCTBYIOIINUX YCIIOBUSIX
MOXET Takke MPUMEHSTbCA XUMHOTEpanmusi B  BBICOKUX J03aX C MOCIeAyOLleH
TPAHCIUTAHTAIIMEH Te€MOMO3THYECKUX CTBOJIOBBIX KieTok. [lpubmmsurensHo oT 60% mo 70%
B3pocibix ¢ AML mnonyuar cratryc mnonHoit pemuccun (CR) mocie COOTBETCTBYOIIEH
WHIYKLUOHHOW TEPAIHH, U MOKHO OXHAaTh, 4TO OKOJIO 45% Tex, kto nocturder CR, BBDKUBYT
3 unm Gonee JieT M MOTYT OBITh M3JI€YeHbI (AMEPHUKAHCKOE OHKOJIOTHUecKoe obiecTBo). Tem He
MeHee, HeKeJaTeNbHbIe SBJICHUS XMMHOTEPAaIMd MOTYT HAJOXKHUThb 3HAYUTENbHOE OpeMsi Ha
NanyeHTa, ¥ MHOTUM MalMe€HTaM He MOAXOAUT CTAaHAAapTHAas MHTEHCUBHAs XUMHUOTEpaIusl.
IToaToMy >kenaTenbHbl albTepHATUBHBIE METOABI JeueHuss AML.

CYIMHOCTDL U30ObPETEHUA

CD70 mnpencraBisier cOOOM aHTUIEH KJIETOYHOH IOBEPXHOCTH, KOTOPBIH OOBIYHO
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SKCIIPECCUPYETCS B HEOONBIIOM MOAMHOXKECTBE aKTUBUPOBaHHbIX B— m T-nmumdouuntos, a
TaK)Ke B 3pENbIX JEHIPUTHBIX KJIETKaXx W ydacTByeT B Au(pQepeHIUpoBKe ITUMPOIUTOB U
nepefavye CUTHAJIOB BBDKHUBAHMs TPU CBSI3bIBAHUU C €r0 POACTBEHHBIM pELENTOPOM Ha
kjetouHol nosepxHocty, CD27. Unnyuuposannas CD70 nepenaya curnanos CD27 npusoaut
K YBEJIMYEHHIO NPOAYKLMHM U AKTUBALUU PETYJATOPHBIX T—KJIETOK, KOTOpBIE 3KCIPECCUPYIOT
CD27.

CD70 skcnpeccupyercsi Ha HHU3KOM YPOBHE WJIM HE SKCIPECCHPYETCs B HOPMAJIbHBIX
TKaHsX, BKJIIOYasi BCE KU3HEHHO BakHble opranbl. CD70 cBepX3KCIpeccUpyercss B HECKOJIbKUX
TUMax omyxoJjei, yacto BMecte ¢ CD27 B remMaronoruyeckux 3JI0KaY€CTBEHHBIX OIyXOJISX,
Tpearnoiarasi ero y4actue B Npojiudepalii U BbDKUBAHUE 3JI0KAYeCTBEHHBIX kieTok. CD70
Tak)ke, IO—BUANMOMY, UI'PAET POJb B YKJIOHEHUH OT UMMYHHOTO HaA30pa, UHAYyLUpys Treg, Tem
CaMbIM CITOCOOCTBYSI POCTY OIyXOJIH.

Cumnraercs, uro nHruOupoBanue curianbHoro nytu CD70-CD27 na perynsitopabx T—
KJIETKaX TPEISITCTBYET PEKPYTUPOBAHHUIO W/MIM AKTUBALMHM PETYJSTOPHBIX T—KJIETOK, TeM
caMblM TOTEHIMAJIbHO BOCCTaHABJIMBAasi HMMYHOJIOTMYECKMH KOHTPOJb TMAalUeHTa B
MHUKPOOKPY>KEHUH OIMyXOJIHU.

Hacrosimee nzo0perenue Bnepsblie feMoHCTpHUpYeT 3¢ dexrnHoe neuenne AML u MDS
y moxaeit antutenom npotuB CD70. Jleuenue cornacHo n3odperernto 3p¢GEeKTHBHO Iaxe Mocie
OJTHOKpaTHOro BBeAeHMs aHTuTena npotus CD70 u naxke B HeokupgaHHO Huskol nose. He
ToNbKO aHturesno nporus CD70, BBoguMOe B KauecTBE MOHOTEPANNH, SIBISETCA YAUBUTENBHO
5(GQpeKTUBHBIM, HO B  HACTOSIIEM ONHCAHMM TaKXe IMPOAEMOHCTPHPOBAHO,  HYTO
KOMOMHHpOBaHHast Tepanust anTurena npotus CD70 BMecTe ¢ HyKICO3UIHBIM MeTaOOIMYECKIM
uHruouropom (NMI) npuBoAMT K JOOMONHUTENbHOW dd¢ekTuBHOCcTH. HMcmonpdyemass B
HACTOSIIEM ONMHCAHUU KOMOWHHMPOBAHHAsI Tepanusl COMNIACHO W300peTeHn0 He Tpedyer
OJTHOBPEMEHHOT'O BBEJICHHSI IBYX HJIU OOJiee aKTHBHBIX areHTOB WJIM TOTO, YTOOBI 1Ba Win Ooee
areHTOB OBUTH BKIIFOUYEHBI B OJJHY KOMITO3ULUIO.

VY nanuentos ¢ AML, nony4aBmux Teparuo, IpeICTaBlIeHHYI0 B HACTOSIIEM ONUCAHUH,
gyacToTa oTBeTa Obuta Bbie ueM 90%, mpudeM y 2 U3 KaXAbIX 3 MAUEHTOB JOCTUTHYTA ITOJIHAS
peMuccusi. DTH pe3yJbTaThl MPENCTABISIOT COOOM 3HAYMTENbHBIN mporpecc B jedennn AML
JJIs1 BCEX MallUEeHTOB.

Kak moka3aHo B mpujiaraeMbIX MpUMepax, JIEUeHHEe COrIACHO N300PETEHUIO 3HAUUTENBHO
CHIDKAeT MPOLEHT OJacTOB KOCTHOrO Mo3ra y mnanueHTa. Kak yxke OTMeYajoch, JieueHue
COTJIACHO M300PETEHHIO0 3HAYUTEIBHO YMEHBIIAIO KOJINYECTBO OJIACTOB 10 TAKOH CTENEHH, YTO
y MALMEHTOB HACTyIaja MoyHas pemuccus. Kpome Toro, CyliecTBEHHOE CHMIKEHHUE INPOLIEHTA

07aCTOB KOCTHOI'O MO3ra Yy Hnanue€HTa BaXKHO, €CJIM MAUUCHT PaCCHUTBIBACT Ha YCIICHIHYHO



TPAHCIUTAHTAIMIO TeMOMO3THUECKUX CTBOJOBBIX KieTok (HSCT), Tepamuro, xoTtopas MOXeT
NPUBECTH K HM3JICYEHUI0. Ba)KHO OTMETHUTH, UTO JIEUEHHE COIIACHO M300PETEHHIO MPHBEJIO K
IPOTPECCUPOBAHMIO MALMEHTA [Tl TPAHCIUIAHTALINH.

[IpumedarenbHO, YTO JieueHHUE COrjlacHO u3oOpereHuto sdpdextuBHo neunt AML Ges
KakoW—nnOo HaOMo0gaeMol TMOBBIIIEHHOH TOKCHYHOCTH TO CPAaBHEHHMIO C TOH, O KOTOPOH
coo0LIanoch mpu 0OBIYHOM JieueHHH NMI

10 BaxHO 11 Beex nanueHToB ¢ AML. CranpapTHas HHTEHCUBHASI XUMUOTEPAIUs IS
AML conpoBOXIaeTcsi 3HAYUTENIbHOW TOKCHYHOCTBI), U MHOTHE TMALUEHThl HCIBITHIBAIOT
cepbe3Hble TOOO4YHBbIE 3(dekThl. OrpaHuyYeHHas TOKCUYHOCTb, CBsi3aHHAasi C 3(()eKTUBHBIM
JEYEHHEeM B COOTBETCTBHHM C HACTOSLIMM H300peTeHHeM, JEMOHCTPHPYET MOTEHIHAI
OMHCAHHBIX B HACTOSIIEM JOKYMEHTE CHOCOOOB JIeUeHHs JJIi OOECIEUeHHUs YIIYYLIEHHOTO
neuernst AML niist BcexX maluueHToB.

VYnusurenbHas 3(QQEeKTUBHOCTD JIEYEHHS B COOTBETCTBUH C HM300pETEHHEM HMEET
JanpHelee 3Ha4eHHE C yYe€TOM OCOOEHHOCTEH MallMeHTOB, BOBJICYEHHBIX B HCCIEIOBAHUE.
[TonBepraemMbIM JIEYEHUIO TAIIMEHTAM HE TMOAXOIWIA CTaHAAPTHAsE XUMHOTEPAIUsi, TIOTOMY YTO
OHM HE OBUIM JOCTATOYHO TNPHCIIOCOOJEHBI, YTOOBI MEPEHOCUTh TOKCHYHOCTH, CBSI3AHHYIO C
OOBIMHOM MHTEHCUBHOW XUMHOTEPAITHEH.

ITockonbKy CUMTAETCs, YTO CTAHAAPTHAsE MHTEHCUBHAS XMMHOTEpanus HeoOxonuma Juis
IOCTaTOYHOTO YMEHbIIEHUs kojandecTsa OnactoB B kocTHOM Mosre, HSCT B Hacrosimee Bpemst
HEeNOCTyMHA i 3TUX nanueHToB. OnHAKO, Kak IOKa3aHO B HACTOSINEM JIOKYMEHTE,
MOHOTepanusi 1 KOMOMHUPOBAHHAS TEPANUsl COTNIACHO HACTOALIEMY M300PETEHHIO 3HAYUTENIBHO
CHIXKAIOT OacTsl AML y manneHToB, KOTOpPbIE HE MOTYT IOJIYYUTh CTAHAAPTHYI HHTEHCHBHYIO
xumuoTepanuto. COOTBETCTBEHHO, METOIbI JICUEHUs, TNpeAjaraeMble B COOTBETCTBUU C
u3zoOpereHneM, OTKpbIBaOT mnepcnekTuBy ycrnemHod HSCT B momynsuuu ManueHToOB, IS
kotopbix HSCT panee He pekomennoBanu. Emne ogHUM 3HAYUTEIBHBIM MPEHUMYIIECTBOM TOTO
¢dakra, uro antutena npotuB CD70 moryr sddextuBHo neuntp AML kak B KauecTBe
MOHOTEpANuH, TaK M B Ka4yeCTBE MOIIHOH KOMOWHUPOBAHHOH Tepamuu C HYKJICO3UITHBIM
METa0OIMYECKUM WHTHOUTOPOM, SIBJISIETCSI TO, YTO OHHM TMO3BOJISIFOT HCHOJIB30BATH LEJBIA Psift
mozeneil nedenus. Hampumep, KOMOMHUPOBAaHHAS Tepamnusi ¢ HYKJICO3UIHBIM METa0OIUIECKUM
uaruoutopom (NMI) obecrieynBaeT MOINHYIO TEpaNHIO, BO3HHKAKIIYK Hu3—3a 3(dexTon
antuten CD70, ycunuaromuxcs 3a cuet noyokureapbHon perynsiuun CD70 Ha Onacrtax B OTBET
Ha NMI (in vitro u in vivo (@urypa 1)). Dro obecneunBaer >(PQPEKTUBHYIO TEPAIHIO C
MOHMXEHHOM TOKCHYHOCTBIO IO CPaBHEHUIO CO CTAaHAAPTHOM MHTEHCUBHOM XUMHUOTEpAINHEH,
YTO OCOOEHHO BaXKHO Uil MAIMEHTOB, KOTOPBIE HENOCTATOYHO 3I0POBBI, UYTOOBI MEPEHOCHTH

CTaHJAPTHYK0 MHTEHCHUBHYIO XuMHOTepanuiro. MoHorepanus anturenamu npotus CD70
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obecrnieunBaet 3pdexTuBHOE NeueHne O6e3 HeoOxomumocTr naxke B NMIL DTo MOMOJHUTENBHO
CHIDKAEeT TOKCUYHOCTb, n30erast BnusiHust NMI Ha HeOnacTHbIE KJIETKH, YTO MOXKET IMPUBECTH K
CHIDKEHMIO PUCKA PAa3BUTHS LUTONEHUHU y nanueHTa. CHUXas pUCK BO3SHUKHOBEHHUS LIUTONEHUH,
NAaLMEeHT MEHee MOJIBEP’KEH PUCKY 3apaskeHHs U TpeOyeT MEeHbIIE IepeTuBaHUNi KPOBH.

JIpyroif Monenpro JiedeHUs, AOCTYNHOW IO HACTOALIeMY HW300PETeHUIO, SIBIISIETCS
KUHAYKLHOHHAS» U IOAAEPXKHUBAIOLIAs» Monesnb. TakuM o0pa3oM, MHIYKLHOHHOE JIEYEeHHE C
UCTIOJIb30BaHHEM  KoMOuHaiuu aHtuten mnporuB CD70 BMmecre ¢ HYKJIEO3HIHBIM
MeTa0OJMUYECKUM HHTHOUTOpPOM (C HEOOS3aTeNbHOW HArpy304HOW J030H aHTHTENa MpPOTHUB
CD70) moxeT OBbITh HWCHONB30BAHO MJII MOLIHOTO CHIKEHHMs mporeHta OmactoB AML B
KOCTHOM MO3Tre. 3aTeM MaIeHT MOXKET MEePEerTH Ha MOANEpPKUBAOLIEe JICUSHHE aHTUTEIaMHU
nporue CD70 wHaumBuMayasibHO WM B KOMOWHAIMU ¢ Oonee HU3KMMU jgo3amMu NML
[IpenmymecTBo 3TOH MOIENM COCTOMT B TOM, UYTO VMEHbLIEHHE OJaCTOB MOXKET
NOAACPKUBATECST 0€3 HEOOXOOUMOCTH TOABEPraTh MAalMeHTa IMOTEHIMAJbHONH HAaKOIUICHHOW
TOKCHUYHOCTH IPH JUTUTEIbHOM BBEACHUH HYKJIEO3UAHOTO METAOOINYIECKOr0 HHTHOUTOPA.

bonee Toro, Takoe mopnepKHUBANOIIEe JICYCHUE HHAWBUAYAIbHO AHTUTEJIOM IPOTUB
CD70 cneunduuecku mnopasisieT OnacTHbIe KieTku (KoTopble skcmpeccupyior CD70) ¢
MUHUMAJIbHBIM BO3/ICHCTBHEM HA JPYrHMe€ THIbI KJIETOK (KOTOpblE HMEIT MHHHMAJbHBIHI
ypoBeHb CD70 wmnmu He »SKcmpeccHpyroT ero). IIockoiibKy BBEICHHE HYKJIEO3HUIHOTO
METa0OIMYECKOr0 MHTUOUTOpA MOXKET OBITh NMPEKPAIeHO UM YMEHBIIEHO, [IUTOTOKCHYECKOe
JaBleHHe Ha HeONAaCTHblE TUIBI KJIETOK CHH)KAETCs, YTO IIO3BOJISIET JTHM  KJIETKaM
nponudepupoBarh. IIpeMMyLIecTBO 3TOro 3aKkiO4YaeTcsi B CHIDKEHHHM PHCKA LIUTOIEHUH,
BO3HMKAIOINEH B pe3yJbTaTe JJIMTENbHOro JjedeHus NMI, mockonbky KJIETKH APYIMX THUIIOB
(Harmpumep, TPOMOOLIUTBI, SPUTPOLMTHI, HEUTPOPHIIBI) MOTYT BOCCTAHABJIMBATHCS, B TO BPEMsI
Kak Ha Onactel AML HauenuBaercst antureno nporus CD70.

Kpome ToOro, B HacTosimeM ONMUCAHMU MPOIEMOHCTPUPOBAHO, YTO BBEIEHUE AHTHUTENA
npotus CD70, unauBunyansHo win B komOuHarmu ¢ NMI, criocobctByer nuddepeHupopke
LSC B muenounnsie kinerkn. CTuMyupoBaHue Takoi auddepeHunpoBKH CHUKAET MOIYJISLIHEO
LSC, cnocoOHbIx k camoobHoBeHHI0. LSC BHOCAT 3HAYMTEbHBIN BKJIA] B PACIIPOCTPAHEHHE U
noazep:kaHue 3adoneBaHus, oOecreynBasi CaMOOOHOBIJIEHHE IMyJia 3JIOKAUYECTBEHHBIX KIIETOK.
Takum obpazom, uHaymupys nudpdepenuuposky LSC, BBemenme antutena npotus CD70,
UHIUBUAYAIbHO wWiu B KoMOumHammu ¢ NMIL, ywmesbmaer nomymsiuuio LSC, Tem cambim
YBEJINYHNBAast BEPOSITHOCTh PEMHUCCUU U CHIDKAS! PUCK PELIUINBA.

COOTBETCTBEHHO, B OJTHOM acleKTe N300pEeTEeHHe OTHOCHUTCS K CIIOCO0Y JIEYeHHSI OCTPOTO
MuenouaHoro Jyeiko3a (AML) unmn muenoaucmiacrudeckoro cunapoma (MDS) y manuenTa,

BKJIIOYAIOLIIEMY. BBEIEHUE MALMEeHTy ONHOH wmwiu Oosiee no3 anturena nporus CD70 umum ero



AHTUTE€HCBS3BIBAIOIIETO (hparMeHTa.

B nomonHuTENPHOM acmekTe MpPEeIUIOKeH CIOco0 YMEHbIIEHHs IpOLeHTa OJacToB B
KOCTHOM Mo3re u/wnu nepudepudeckoil kposu nauuenta ¢ AML unn MDS, npudem crioco6
BKJIFOYAET BBEACHUE NAIMEeHTy OAHOM uiu Oonee no3 aHturena nporuBs CD70 wmnu ero
AHTUTEHCBSI3BIBAIOIIETO (hparMeHTa.

B OTONHUTENBHOM acrieKTe MpeuIokeH CrocoO0 MOATrOTOBKH manueHta ¢ AML um
MDS nns TpaHCIUIAaHTAlMM TE€MOMOATHYECKUX CTBOJIOBbIX Kierok (HSCT), Bxmrouaromuii
BBEJICHUE MALMEHTY OAHOW ik Ooyiee TepameBTUYeCKU >(PPEKTUBHBIX 03 AHTUTENA MPOTHB
CD70 mtu ero aHTHTeHCBS3BIBAIOIIETO (PparMeHTa.

B nomnonHuTENEHOM acnekTe H300peTeHne OTHOCUTCS K anTuTeny npotus CD70 mnm ero
AHTUTeHCBS3BIBAIOIIEMY (parMeHTy Ui TPUMEHEHHs B CIOcOO€ JIEYEHHS OCTPOro
MUETOUAHOTro Jieliko3a (AML) unmu muenoaucruiactTiuueckoro cunapoma (MDS) y manuenTa,
BKJIFOYAIOIIIEM BBEICHHE MAIMEeHTy OAHOH miu Oonee no3 antureno npotuB CD70 umm ero
AHTUTE€HCBS3BIBAIOIIETO (PparMeHTa.

B nomonHuTENnsHOM acnekTe n300peTeHne OTHOCUTCS K antuTteny npotus CD70 nnm ero
AHTUTeHCBS3BIBAIOIIEMY (PArMEHTy AJsl NMPUMEHEHHs B Crnoco0e YMEHbBLICHHsS KOJHUYECTBa
OmacTHbIX KJeTok AML y manueHTa, npuyueM Croco0 BKIIFOUAET BBEACHUE MAMEHTY OJHOW MU
6onee o3 antutena npotus CD70 wik €ro aHTUT€HCBA3BIBAIOINETO (PparMeHTa.

B nomonHuTensHOM acnekTe u3oOpereHHe OTHOCHTCA K aHtuTeny npotuB CD70 nns
npuMeHeHus1 B crocobe moxaroroBku mnamueHra ¢ AML wnmun MDS nns Tpancrma"tanuu
reMonosTudeckux ctBojioBblx Kiertok (HSCT), BximouaromeM BBEeIEHHE MALMEHTY OIHOW WIIN
Gonee no3 antutena npotus CD70 miy ero aHTUreHCBA3bIBAOLIETO (pparMeHTa.

B nononmHuTENnBHOM — acmekTe U300peTeHHe  OTHOCUTCS K (hapMaleBTHYECKOU
KOMITO3HUIIMH ISl TPUMEHEHUST B CIIOCO0E JIEYeHHs] OCTPOro MUEJIOUIHOTO Jeiko3a (AML) wiu
MuenogucIiacTudeckoro cuaapoma (MDS) y manmeHTa, BKIFOYAIOIIEM BBEACHUE MALUEHTY
onHOW miu Oonee no3 antutena nporuB CD70 MM ero aHTUrEHCBSI3bIBAOIIETO (parMeHTa,
npudeM (apMaLeBTHUECKash KOMIIO3HMLMS coaepkutr aHTtureno mnpotus CD70 wmm  ero
AHTUTeHCBS3BIBAIOIIMKA  (parMeHT ©  (dapMalEeBTHYECKH MPHEMIIEMOE BCIIOMOTaTEIbHOE
BELECTBO WX HOCUTED.

B nomomHUTENPHOM acmekTe TpeasiokeHa (papMaleBTHUECKas KOMITO3WULMS IS
NPUMEHEHUs1 B Croco0e yMeHbIIeHHs! OJacTHhIX kieTtok AML y mammeHra, mpudeM criocod
BKJIFOYAET BBEACHHE NAIMEHTy ONHOW wim Oonee no3 aHtutena nporus CD70 wumm ero
AHTUTE€HCBS3BIBAIOIIETO (PparMeHTa.

B nomonmHuTENnpHOM acrekTe mpemsiockeHa (papMaleBTHUECKas KOMITO3ULUS IS

npuMeHeHuss B crocode moxaroroBku mnamueHra ¢ AML wnmun MDS nns Tpancrma"tanuu
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reMonoaTuyecknx cTBosioBbiXx KieTok (HSCT), Brimouarommass BBe€HHE MALMEHTY OJHOW MIIH
6onee no3 antutena npotus CD70 min €ro aHTUT€HCBA3BIBAIOIIETO (hparMeHTa.

B nomonHuTenbHOM acriekTe MpersiokeHo aHTuTeno mnporuB CD70 wunmu  ero
AHTUTeHCBA3BIBAIOIIMN (parMeHT I NpuMeHeHus npu jedeHun AML, rne anturteno umm
AHTUTEHCBS3BIBAIOIINI (parMeHT BBOAAT B KOMOHMHALMHM C TUIOMETWJIMPYIOLIUM areHTOM,
MPEATIOYTUTENBHO a3aLUTUANHOM.

B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHs CIIOCOOOB MO M300PETEHHIO aHTUTEJIO NMPOTHB
CD70 unu ero aHTHIreHCBS3bIBAIOIIMN (PparMeHT BBOAST B 03¢ B Auana3zoHe ot 0,1 mr/kr no 25
MI/KT Ha /103y, HeoOsi3aTeNbHO B 03¢ B Amana3zoHe oT 1 mr/kr no 20 mr/kr. B HekoTopbIx
BapHUAHTAX OCYLIECTBICHHUs aHTUTENO NMPoTUB CD70 MM ero aHTUTeHCBA3BIBAIOIIUN (pparMeHT
BBOAST B no3e | mr/kr, 3 mr/kr, 10 mr/kr win 20 mr/kr. B HEKOTOPBIX MPENMOYTUTETHHBIX
BapHUAHTAX OCYILIECTBICHHUs aHTUTENO NMPoTUB CD70 MM ero aHTUTeHCBA3BIBAIOIIUN (pparMeHT
BBOAST B 103€ 10 Mr/kr.

B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHS BCEX ACIEKTOB CIOCOOOB MO HM300PETEHHUIO
CHOCO0 IOTIOIHUTENBPHO BKJFOYAET BBEIEHHE HYKJIEO3MIHOIO METa0OJIMYECKOro HHruduTopa
(NMI), mnampumep runomermnupyromero areHra (HMA). B HekoTophIx BapuaHTax
ocymectsineHnst NMI npencrasisier coOOH a3allUTUANH UM JeIUTaONH.

B HexoTOpbIX BapHaHTaX OCYLIECTBJIEHUS CIOCOOBI COTJIACHO M300PETEHHIO BKIIFOYAIOT:
(1) mepByI CTanMio, BKJIIOYANOIIYIO BBeneHHe aHTurena npotuB CD70 u HyKJI€O3HUIHOTO
METa0OJIMYECKOr0 WHIHMOUTOpa B KadecTBE KOMOWHUPOBAHHOI Tepanuu B COOTBETCTBUHU CO
CXe€MaMHU JO3UPOBAHUS, ONMUCAHHBIMH B HACTOSINEM HOKyMeHTe, U (ii) BTOpPYIO CTajHIo,
BKJIFOYAIOLIYIO0 BBefieHHe aHTUTena npotuB CD70 B COOTBETCTBUHM CO CXE€MaMH J03UPOBAHUS,
ONMUCAHHBIMH B HACTOSIIEM IOKYMEHTe, M BBEIeHHE Oojiee HHU3KOW J03bl HYKJICO3UIHOTO
MeTabOIMYECKOT0 HHTUOUTOpa, YeM J[03a HYKJICO3UTHOrO MeTabOJHMYeCKOro WHIHOUTOpA,
BBOJIMMAsl Ha MEPBOM CTaJUU.

B HekoTOpBIX BapHaHTax OCYINECTBJICHMs MALUEHTY HE MOAXOAUT CTaHIapTHas
WHTEHCUBHASI XHUMHOTEPAITHS A0 JICYEHHUS COTTIACHO H300PETEHHUIO.

B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHUS CIOCOObI JIOTIOJIHUTENBHO BKJIOYAIOT
MIPOBEACHNE TPAHCIJIAHTALUN T€MOIMIO3THYECKUX CTBOJIOBBIX KJIETOK MAaLIEHTY.

B HexkoTOpBIX BapuaHTax OCYILECTBJICHUs] BO3PAaCT MAaLUEHTa cocTasisseT 60 jer uiu
crapiue, HeoOsA3aTeNbHO 75 JIeT WU cTapie.

B HeEKOTOphIX BapuaHTaX OCYINECTBJICHUS H300pPETEHHE IOMOJHUTEIBHO BKIIOYAET
BBEICHUE OHOrO WM Ooyiee U3 aKTHBHBIX areHTOB, BBIOPAHHBIX M3 aHTHTeNa npotus CD33,
anturena npotuB CD123, uaruburopa E—cenexruna, narnouropa FLT3, uarnburopa nuukina—

3aBUCUMOM kuHa3bpl, uHruouropa BCL-2, wunruburopa amuHOmenTumasbl W HMHICHOUTOpPA
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JAK/STAT kak yacTb KOMOMHHPOBAHHOM TEPATIHH.

B nononHuTENBHOM acmekTe H300peTeHHe OTHOCUTCA K KOMOWHAIMM, COAepsKaruei
antureno nporuB CD70 wnu ero antureHcss3piBarommii gparmenr u NMI. B HekoTopbIx
BapuaHtax ocymectsieHuss NMI mnpencraBisier co0oil TMNOMETWIMPYIOMUNA areHT. B
HEKOTOPBIX MPEANOYTUTENbHbIX BAPUAHTAX OCYLIECTBICHUs T'MIIOMETHIMPYIOLIUNA areHT
HpencTaBisieT COOO0H a3alUTUANH M 1eUUTaONH, MPEATIOYTHTENBHO a3alUTHIMH.

B nomonmHuTENbHOM acmekTe H300peTeHHe OTHOCHTCS K KOMOMHAUWW, coneprkainel
antuteno npotuB CD70 wnu ero aHTUreHcBsi3biBaromuii pparmerntT 1 NMI, st npuMeHeHus B
cnocobe neuennss AML wimm MDS. B HekoTopblx BapuaHTax ocymectBieHHss NMI
NPEACTaBIsIET COOOH TMITOMETIIINPYIOIIUH areHT. B HEKOTOPBIX MPENNOYTHTEIbHBIX BapHAHTAX
OCYIIECTBIIEHHS] THIIOMETUIMPYIOLIHIA areHT MPeACcTaBisieT COOOH a3alUTUANH WU JeuuTabuH,
NPEANOUYTUTENBHO a3alUTU/IHH.

B nononHHUTENBHOM acmekTe H300peTeHHe OTHOCHUTCA K KOMOWMHALMH, COAepsKaruel
antuteno npotuB CD70 wnm ero aHTUreHcBsi3biBaromuii pparmenT 1 NMI, 1ist mpuMeHeHus B
crioco0e COrJIacHO M300PETEHUIO.

Bo Bcex acmekrax wusoOpereHus antureno mnpotuB CD70 moxker wuHruOuposathb
B3aumozeiicteue CD70 ¢ ero peuentopom CD27. B HEKOTOpPBIX BapuUaHTaxX OCYILECTBJICHMUS
aaturenno nporuB CD70 wmnm ero aHTHIeHCBS3BIBAIOLINK (parMeHT MOTYT HHIHOUPOBATh
cesazpiBaHue CD70-CD27. B HEKOTOpBIX BapHaHTax OCYLIECTBJIeHMs aHTuTeno npotus CD70
WIM €ro AaHTUT€HCBA3BIBAIOIIUN (parMeHT MOryT HHICHOMpPOBaTh Iiepenadyy CHIHAJIOB,
uHayuuposanHyo CD70-CD27.

Bo Bcex acnekTax m3o0perenus anturesno npotus CD70 moxer obnanars 3¢ GeKkTopHOH
byHKUMEH ~ aHTUTeNa, HaIpuMmep AHTUTE03aBUCUMON KJIETOUHO—OMOCPEAOBAHHOM
uToToKCHYHOCTEI0  (ADCC), komruieMeHT3aBuCUMON  HUTOTOKCHYHOCTBIO (CDC)  w/mnm
AHTHUTEJIO3aBUCHMBIM  KJIeTOYHbIM  (parouurozom (ADCP). B HekoTOpbIX  BapuaHTax
ocywectieHust aHTutesno npotuB CD70 wim ero aHTUTeHCBA3BIBAIOIIMKA (PpAarMEeHT MOTyT
ucromare skcrnpeccupyromue CD70 knerku, Hampumep, depe3 >PQPEKTOPHYIO (YHKIHIO
aHTUTENA.

B HekoTOphIx BapraHTax oCyliecTBieHus anTuteso npotus CD70 MokeT npeacTasisiTh
cobol MOAM(UIMPOBAHHOE AHTUTEJNO, HATIPUMEP KOHBIOTAT JIEKAPCTBEHHOE CPEICTBO—AHTHTENO
(ADC). Kak onmcaHo B HacTosilieM IOKyMeHTe B npyroM mecte, ADC mpencraBistoT coboit
aHTHUTeNa, KOHBIOTMPOBaHHbIE C AKTUBHBIM areHTOM, TAKUM Kak LIUTOTOKcudeckuil areHT. ADC
MOTYT TaKxe obnanarh ogHOH min 6osnee 3hHeKTopHbIMU (PYHKIUSIMH aHTUTENA B TOTIOJIHEHUE
K JJOCTaBKE aKTUBHOI'O areHTa K MULIEHH.

B HEKOTOPBIX BapUaHTAX OCYILICCTBJICHUS BCEX ACTICKTOB I/1306peTeHI/I${ AHTUTECJIO IPOTUB



CD70 conepskut BapuabenbHbIll qoMeH Tspkenon nenu (VH) u BapuaOenbHBIN JOMEH JIETKOM
uenu (VL), rne nomenst VH u VL conep:xatr CDR:

HCDR3, conep:xamyro miu cocrosimyo u3 SEQ ID NO: 3 (DAGYSNHVPIFDS)

HCDR2, conep:xamyro miu cocrosimyio u3 SEQ ID NO: 2 (DINNEGGTTYYADSVKG)

HCDRI, conep:xamnyro uinu cocrosimyo u3 SEQ ID NO: 1 (VYYMN)

LCDR3, conepkamyro uinu cocrosimyto uz SEQ ID NO: 7 (ALFISNPSVE)

LCDR2, conepskaiyto uinu cocrosimyro u3 SEQ ID NO: 6 (NTNTRHS), u

LCDRI, conepskamuii unu coctosimuii u3 SEQ ID NO: 5 (GLKSGSVTSDNEFEPT).

B HexkoTopbIX BapuaHTax ocyluecTBieHHs aHtuteno mnpotuB CD70 wumm  ero
AHTUTCHCBS3BIBAIOIIMNA (parMeHT conepkaT nomeH VH, mo wmesbiieir mepe, Ha 80%, mo
MeHbined mepe, Ha 90%, mo MeHbleit Mepe, Ha 95%, no MeHbiIel mepe, Ha 98%, Mo MEeHbIIEH
mepe, Ha 99% unentuunbii SEQ ID NO: 4 w/unu conep:kar nomeH VL, o MeHbInel mepe, Ha
80%, o menbIIel Mepe, HA 90%, mo MeHbIel Mepe, Ha 95%, mo MeHbInel Mepe, Ha 98%, mo
Menbiein Mepe, Ha 99% wunentuuneni SEQ ID NO: 8. Jlns BapuaHTOB OCYINECTBJICHHS, B
KOTOPBIX JOMEHBl AHTHTEJ WJIH AHTUICHCBA3BIBAIOLINX (PArMEHTOB OMNPENENIOTCA 10
OTIpeEeIEHHOMY MIPOLIEHTY UAEHTUYHOCTU MOCJIEI0BATENBHOCTH C  3TaJOHHOH
NOCJIEI0BATENbHOCTHIO, ToMeHbl VH w/mnun VL moryTt coxpassts nocienosarenbHoctd CDR,
UJCHTUYHBIE TEM, KOTOpble NPUCYTCTBYIOT B JTAJOHHOM IOCIEAOBATEIBHOCTH, TaK YTO
NPUCYTCTBYET BapHalMsl TOJbKO B KAPKACHBIX OOIACTSIX.

B HexoTOpbIX BapuaHTax ocyliecTBieHHs aHTUTeno npotus CD70 mpencrasisier coOoit
antureno IgGl.

Bo Bcex acmekrax wu3oOperenuss antureno mnporuBs CD70 mpenmodTuTeNIsHO
npencrasisier coboit ARGX-110.

Bo Bcex acmektax u300peTeHHs MPEANOYTUTENIbHBIM BAPUAHTOM OCYIIECTBIICHUS
sieyisiercst komOuHanus ARGX-110 u azauutugusa.

Bo Bcex acnektax n300peTeHus MaLUeHTOM SIBIISIETCS YEJIOBEK.

KpaTlcoe ONMHCAHME YepTeKeH

@urypa 1. aCD70/neuntabuH KOMOMHHPOBAHHAS TEPANUsl YHUYTOXKAET UYEIOBEUECKUE
CD34"CD38" AML  CTBONOBBbIE  KJIETKW/KJIETKM-TIPEAIIECTBEHHUKA B MBIIIMHBIX
KCEHOTpaHCIUIaHTaTax. (a—i) 5x10° ounmennbix FACS knerox CD45%™SSC" us BM BHOBb
IUarHOCTHPOBaHHBIX mauneHToB ¢ AML (mamuent P10 u P21) uabpeunpoBanu BHYTPHUBEHHO B
XBOCTOBYIO BeHy MbIiel NSG, obnyueHHbIx cyOneranbHo. [Tocne npwkusnenus (ness 32 (P10)
u neHb 97 (P25) mocne TpaHCIaHTALMK) MbIIIeH paHAOMH3UPOBAIN U MOABEpraan oopadoTke
KOHTpOJBbHBIM MADb 1 10 Mr/kr aCD70 mAb (41D12-D) BHyTpuOprommHHO (BCero 3 UHBEKIIIH)

win aeuntabuHoM u (1,5 MI/kr/neHp) B TeueHUe MATH AHEH NOAPAN HMHAUBUAYaJbHO WIH B
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koMOuHatmu. Yepes oawH AeHb NOCie mnocienHell oOpaOOTKH >KMBOTHBIX YMEPIIBISUIA H
aHAIM3UPOBAIA KPOBb, ceie3eHKy U BM. (a) DkcnepumenTanbhaas ycraHoBka. (b) akcmpeccust
CD70 Ha CTBOJOBBIX KJIETKax/KjeTkax—TpenmecrseHnnkax CD347CD38” AML. Usorun
n300paskeH cepeiM LiBeToM; okpawmuBanue CD70 B uepnsiit (P10) u cunuii (P25). Cnnourssle
JIMHUM TPEICTABISIIOT HOCUTENb U MyHKTUPHbIE JIMHUU — JICYEHHE AeLUTa0MHOM Ha CTBOJIOBBIX
kierkax/knerkax—mnpenmectseHankax AML. AMFI okpammBanue MFI — usorun MFI (c)
kpaTtHoe usMeHenue skcrpeccun CD70 na He—CD34"CD38™ cymmapubix u CD34*CD38”
CTBOJIOBBIX KJIeTKax/kierkax—mpenmecTseHHnkax AML (Veh mporus D). (d) Tunmunsie
rpapuku FACS npwkusienus knerok CD45" AML uenoseka 8 BM mbimeii PDX. (e) Yacrora
knerok CD45" AML uenoseka B BM wmbiueii PDX AML. (f) AGCOMOTHOE KOTMYECTBO
CD45%™SSClin"CD90"CD34" ¢TBONOBBIX KIETOK/KIETOK—TpemecTBeHHnkoB AML B BM. (g)
Pernpesenratusabie rpagukn FACS u (h) xomudecTBeHHas OLIEHKA, YKa3bIBAKOIIAs YacTOTY
CD38" kierok AML B monyisiuuu CD45"™SSC lin"CDY0CD34* AML CTBONOBBIX/KIETOK—
npenmectsenHukoB. (i) Yactora knerok CD45RA™ B momynsuun CD45™SSC*lin"CD90™
CD34"CD38” AML CTBONOBBIX KJIETOK/KJIE€TOK—MPEIIECTBEHHUKOB. JlaHHbIE MPENCTABJIEHbI
kak cpenHee = SD Crarucruka: (b, ¢) t—xpurepuit Creronenta; (e, f, h, 1) ogHObakTOpHBIIA
ANOVA; ITocr—Ttect Trrokn; P <0,05; **, P <0,01; *** P <0,001.

durypa 2. O6padborka HMA unaymupyer sxcnpeccrto CD70 B mepBUYHBIX CTBOJOBBIX
KJIeTKax/kneTkax—mpenmectseHHnkax AML. (a) PenpesenratuBnple rpagpuku FACS
skenpeccurn CD70 Ha CTBONOBBIX/KieTKax—TpeamecTseHHrkax lin"CD90"CD34*CD38” AML
1OCJie KyJIbTUBUPOBAHHsS B MPHUCYTCTBUM Wi B orcyrcTBue 0,5 MM neuwmtabuna (D) wum
Hocutens (Veh). M3orun: cepsiii; CD70: uepnslit. (b) ku3HECTIOCOOHOCTD KJIETOK. (C) KpaTHOE
usmenenne AMFI CD70 u (d) skcnpeccuss MPHK CD70 (AML: n=9-15; 3nopoBsie: n=3). (e)
Penpesentatusnbiii rpapuk FACS u (f) kparnoe m3menenne MFI CD70 Ha CTBOJIOBBIX
KJIETKaX/KJIeTKaXx—TPEIIIeCTBeHHUKAaX mepudepuueckoil kpoBu mnamueHToB ¢ AML mpu
IUAarHOCTHKE U mocie | mukia jedenus aeuntaOuHoM wmin azauutuauHoM (D (5), 20 wmr/kr,
exxenHeBHO Jutst 5 nHelt; A (7), 75 MI/M’, €5K€eIHEBHO B TeueHue 7 THER).

@urypa 3. CoBmectHass obOpabdorka 0—CD70/menutabuHOM CHUXKAEeT CHOCOOHOCTh K
MOBTOPHOMY MOCEBY CTBOJOBBIX KJETOK—TpenumectBenHuko CD347CD38” AML uenoseka.
(ab) FACS—ounmennsie 1in"CD90 CD34"CD38 cTBONOBbIE KIETKU/KJIETKH—TPENIIECTBEHHUKH
n3 BM HemaBHO amarHocTHpoBaHHbIX nanueHToB ¢ AML (P6, P8, P11) kynbruBupoBanu B
TE€YEHHE HOYM B TPEX SK3EMIUIIpax B MPUCYTCTBHU HIM B oTcyTcTBHE 10 Mr/miu antn—CD70
(CD70) mAb wmu 0,5 MM neuutabuHa WHIUBHAYAJIbHO WJIM B KOMOMHALIMU C TOCIEIYIOIIHM
MOCEBOM B METWJILEIUTION03y, conepxkamyo oCD70 u meuurabun wim ux oba. Kojmonuu u

KJIETKH [OACUMTHIBANM uepes 14 nueii. (a) Komonnu Ha 1x10° nocesnubix knetok. (b) Kinerku Ha
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KOJIOHHIO. (C) DKCHepUMEHTHI Mo cepuitHoMy nosropHOoMy moceBy. (df) FACS—ouunimenHbie
CTBOJIOBbIE KJIETKHW/KJIeTKH—TpeamectseHHrkn lin"CD90*CD34"CD38” u3 BM  «310p0oBbIX»
JIOHOPOB KYJIbTUBHPOBAJIN U BBICEBAJIN B METUJILIEIUIIONIO3Y, Kak onucaHo B (ac). (d) Kononun Ha
1x10° knerok mokperrus. (d) Kierkn Ha xonoruio. (f) DKCIEPUMEHTBI CEPHIHOrO TOBTOPHOTO
nocesa./[aHHbIE IPeACTaBIIEHBI B BUAE cpenHero 3HaueHus = SD Craructuka: oqHO(paKTOpHBIH—
ANOVA. TTocr—rtect lannerta (npotus aCD70/D); *, P <0,05; **, P <0,01; ***, P <0,001.

@urypa 4. Cxemarnueckoe H300pa’keHHE CXEMBbI JIeUeHHsl MALMEHTOB, BKJIIOYEHHBIX B
OTKPBITOE UCCIIEIOBAHHE C TOBBIIEHHEM J03bl, ¢ TOATBEPIKICHHEM KOHIENTYaJIbHON KOTOPTHI
ARGX-110 B komOuHaiuu ¢ AZA.

@urypa 5 (a). Oxonuanue neuenus: (EOT): nara EOT sBnsercss mocnennel natoid, B
kotopytro BBOmAT ARGX-110. Bm3ur mnanmpyercs B Teuenue 7 npHedt mocine EOT. (b)
BpemenHble HHTEpBaNIbI CIENYIOIHE. — B MOMEHT BPEMEHH 10 BBEACHHUS JO3bI: O 4 4acoB 0
uHpy3un ARGX-110 (neub—14 u nenw 17 B kaxknoMm uukiie) win Beeaerus AZA (muu 1, 3 u 7)
— B 0 gacoB (B koHue napYy3un ARGX-110) + 30 munyT 1 B 2 yaca (Tocine OKOHYaHUS UHPY3HH
ARGX-110): = 30 munyT — B 24 4yaca: + 4 yaca — B MOMEHT BPEMEHH I10CJI€ BBEACHUS O3B
(menp X): B TeueHue 2 yacos nocyie okoHuaHus nHpy3uu ARGX-110; (¢) 3a 4 gaca no uadpysuun
ARGX-110 B nenp—14 u B nenb 3 u nenb 17 B umkiax 1—4 u B uukie 8 (eciau MpuMEHHMO), a
takke B EOT u nocnenyromux Busurax; (d) OOpaserny MONEKyJIsIpHOI T€HETUKHU MOXKET OBITh
WCIOJIb30BAH Ui XapaKTepUCTUKU MeTuinpoBaHus npomoropos CD70 u CD11a u nns ananusa
renomuoil JIHK s¢dekra neuenus Ha 3a0oneBaHue U MaTojoruo—MuineHb. HaunHas ¢ nukna
>3, otOop npob cienyer NpoBOAUTH epes BBeneHneM AZA B KaXIOM HEYETHOM LIMKJIE B JI€Hb
1 (t.e. C3D1, C5DI,...) no nonuoit pemuccuu (CR, CRi); (e) Obpasen reHHO!H 3KCHpeccun
Oyner ucnoabp3oBaThbesl i xapakrepuctuku ypoHeik MPHK CD70, mapkepoB Ooje3HH u
nekapctBeHHOro 3¢ddekra. Haumnas ¢ mukna >3, orOop mpol cienyeT NpPOBOIUTH Mepen
BBeleHHeM AZA B KaXIOM HedeTHOM mukje B neHb 1 (T.e. C3D1, C5DI,...) no monHOi
pemuccun (CR, CRi); (f) O6pazen nporounoi uromerpun (FACS) MokeT HCONb30BaThCS TSI
JOTIOJTHUTEIBHON ~ XapaKTePUCTHMKA MHHUMAJIBHOIO —aHajHM3a OCTATOYHBIX 3a00JIeBaHUH,
skcripeccunt CD70 u CD27 u neiicTBus NeKapCcTBEHHOTO cpenctna (Hanpumep, omact, NK u T—
kierkn). Haumnas ¢ nmkma >3, otOop mpoO cienyeT mpoBOAMTH mepen BeeneHneM AZA B
KKIOM HeueTHOM Iukiie B AeHb 1 (T.e. C3D1, C5D1,...) no nomHoii pemuccuu (CR, CRi); (g)
OO6paszer; CBIBOPOTKH MOKET OBITh MCTIOJNB30BAH JUIS AOMOJHHUTENBHON XapakrepucTuku sCD27,
MapkepoB OONe3HHM H JieKapCTBeHHOro »¢¢eKra, aHalin3a BOCHAIUTEIbHBIX LHUTOKUHOB.
Haunnas ¢ mukna >3, ortOop mpoO ciexyer mpoBOAUTH mepern BBeneHHEM AZA B KaKAOM
HeueTHOM wLukie B neHb | (t.e. C3D1, C5DI,...) no momnoit pemuccuu (CR, CRi); (h)

Omnpenesnenre CTBOJOBOCTH OyIeT MPOBOAUTHLCA HA MOHOHYKJICAPHBIX KJIETKAX, OUMIIEHHBIX M3
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KPOBU WJIM KOCTHOTO MO3ra. B 3aBHCHMOCTH OT KOJMUYECTBA COOPAHHBIX KJIETOK, CUUTBIBAHUE
JAaHHBIX ~ MOXKET  BKJIOYAaTh  OKpamuBaHue  Numb  (ompenmenutb  COOTHOLICHHE
ACUMMETPUYHOTO/CUMMETPUYHOIO JAENeHHs), KJIETOYHbIE M in Vivo HCClemoBaHUs (OLEHUTHb
NOTEHLMAN CTBOJIOBBIX KJIETOK, HampuMep, ¢ MoMombo aHamu3a kosnonun ¢ CFU
METHJILIEJUTIONIO30H WJIM UCCNEAOBAaHUS BbDKUBaHMA Mbleli NSG, KOTOPbIM HMHBELMPOBAIIH
MOHOHYKJIeapHble KiieTku mauuenTa); (1) Cpoku orbopa npob OHONCHE aCITUPATOB JAJISI OLCHKH
peakuuy KOMOWHHPOBAHHOTO JIEUEHUS JTOJDKHBI IPOBOAUTHCS MPH Ka)KIOM HEUYETHOM LIUKIIE B
1-i1 nens (1. e. C3D1, C5D1,...) no nonuoit pemuccuu (CR, CRi) u 8 EOT, ecnu k1uHUYECKH He
nporuBonokaszano. s nmarnuentos, nocturmux CRyrp-, ZOMOSHUTENBHAS acnuparus/Ouoncus
BM Oyner cobpana He panee, yeM depe3 4 Henesu nocie CRygrp , YTOOBI MONTBEPAUTL OTBET.
JlonosHUTENbHBIE 00pa3Lbl acmupaTa/OMONCHH MOTYT OBITH B3SITHI, KaK YKa3aHO Je4alluM
BpauoM, u OyAyT paccMaTpuBaThCs Kak CBsi3aHHBIE ¢ HcciaenoBaHueMm obpasuel; (j) Ecmm
NOJIy4eHbl JTOKa3aTeNbCTBa yMeHblleHus BosneiictBus ARGX-110 Ha CBIBOPOTKY W/Hin
yBenuueHus: ADA mnpu ATUTETBPHOM JIEYEHUH, MOTYT OBITh MOJYYEHBI JOTOJHUTEIbHBIE
obpasusl PK w/mmu ADA; (k) oOpaser; KOCTHOrO MO3ra, KOTOPbI HEOOXOAMMO B3STb, €CITH 3TO
HE MPOTHBOIIOKA3aHO C METUIIMHCKOM Touku 3penus, (1) OOpaser cynepHaTaHTa KOCTHOTO MO3Ta
MO>KHO HCTIONBb30BaTh IS OLeHKH KoHUeHTpannu SCD27 u BnusiHuA eueHus Ha 3a00JeBaHne u
NaTOJIOTUIO—MHUILIEHb.

@durypa 6 bnactHyro Harpy3ky koctHoro mosra (BM) oneHuBanu ¢ MOMOLIBIO
uromopdosoruu (A.) U MPOTOYHOH LIMTOMETPHU C HUCHOJBb30BAHUEM CBSI3aHHOTO C JIEHKO30M
ummyHopenoruna (LAIP), reiitunra (B.) wm Omacr—reiitunra (SSClow CD45dim; C)).
IMocnenumuii  Merom ObUT MCHOJB30BAH JUIsL  ONPENENEHHs H3MEPHMOro/MHHUMAJIBHOTO
ocratouHoro 3abonesanusi (MRD) craryca manueHTa.

@urypa 7: bnactHyro Harpysky nepudepudeckoii kposu (PB) onenuBaim ¢ moMouipio
uromopdonoruu (A.) U MPOTOYHOH LIMUTOMETPHU C UCTMOJIB30BAHUEM CBSI3AHHOTO C JICHKO30M
ummyHopeHnortuna (LAIP), redituara (B.) m Omacr-reiitunra (SSClow CD45 dim; C.).
IMocnennuii metoxm OBUT  HMCMIONB30BAH Ui OMpPEHENIEHHs] HW3MEPUMOro/MUHUMAJIBHOTO
ocratouHoro 3abonesanusi (MRD) craryca manueHTa.

®urypa 8 Ounmennbie 6nactsi AML (FACS reiitunr: CD45%"SSCYAVCD4 CD§”
CD19") ¢ukcupoBanu, nepmMeadMIN30BAIA M KIETKH WHKYOUPOBaJIM B TEYEHHE HOYH C
aHTUTENIOM 0—Numb C MOCIEAYIOIUM OKpaIIUBaHHEM (DIyOPECIEHTHO MEUEHHBIM BTOPUYHBIM
antutrenoMm. DAPI ucnonp3oBamu s koHTpacTHoro okpamuBanus JIHK. OGpasier cobupanm
Ha npotodHoM 1uromerpe ImageStreamX® Mark II (Amnis/EMD Millipore) u ananusuposanu
¢ ucrons3osanuem nporpamm INSPIRE™ 1 IDEAS® (Amnis/EMD Millipore).A.) Cymmapuyo

skcripeccuro Numb (CpenHsiss MHTEHCHUBHOCTH (PIIyOpeCLIEHIIMN) OIpENesld depe3 Ipernapar
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s oOpa3loB KOCTHOTO MO3ra OFHOrO TMAlMeHTa, COOpaHHBIX HAa HCXOAHOM YpPOBHE
(«cxkpunuHIY), mocie MoHorepanuu ARGX-110 (C1D1) u nocie KOMOMHUPOBAHHOTO JICYEHUS
(C4D1).B.) Cummerpuuno (SD) u acummerpuyHo npesnsimmuecs (AD) kieTku oneHWBAU IS
oOpasna nmanueHTa ¢ KOCTHBIM MO3IOM B Haudaje MCCIENOBaHUs («10») U IMOCIe MOHOTEpAIUH
ARGX-110 (rmocne aCD70).

®urypa 9. OGpaborka oCD70 mAb ymenbmaer CD34'CD38" AML wacroty
BCTPEYAEMOCTH CTBOJIOBBIX KJIETOK/KJIETOK—TIPENIIECTBEHHUKOB y mnanueHtoB ¢ AML. (a)
®opmupoBaHue KOJOHUU P2. 10* BM MNC nauuenta P002 npu quarnoctuke (SCR) u uepes 14
nHeit mocne BBeneHuss ARGX110 (1 wmr/kr BHyTpuBeHHO, MOMeHT BpemeHu O wmimm C1D1)
BBICEBAJIN B METHIILEIUIIONIO3y, U OOpa3oBaHUE KOJIOHWH oueHuBanmu 4depe3 2 Hemenu. (b)
KpaTHOe M3MeHeHHe (POPMUPOBAHUS KOJOHHWHA Y Pa3HBIX MALMEHTOB, MOJYYaBIIUX YKA3aHHBIC
no3el ARGX110. (¢) ObOpa3oBaHue KOJOHUI MpH JIMMUTHPOBAHHOM passenennu u3 P2. (d)
YactoTsl BcTpeuaeMocTH CTBOJIOBBIX KiieTok B SCR u mMomeHT BpemeHu 0O, omnpenesneHHbIE B
SKCIIEPUMEHTAX C YCHJICHHBIM JIMMHUTUUPOBAHHBIM pa3BeneHueM sl P2 1 pasHbIX MAaLUEHTOB,
nony4aBmux ykaszaHHele A03b1 ARGXI110. JlanHble npencrtaBieHbl Kak cpenHee + SD
Cratuctuka: (a, b, e) t—kpurepuit Crpronenra; (r): XZ tecta, ** P <0,01; *** P <0,001. (f)
dopmupoBaHue KonoHuu P2. 10%, 5x10°, 10° 1 10° BM MNC naumenta P002 IIPU AUATHOCTHUKE
(SCR), uepe3 14 nneit nocne BBenennss ARGX110 (1 mr/kr BHyTpUBEHHO, MOMEHT BpeMeHH 0
wii C1D1) u nocne KOMOMHUPOBAHHOTO JiedeHUs1 («KKOMOMHUPOBAHHASI TEPANHs») BBICEBAIN HA
METHJILIEIUTIOIIO3Y, U 00pa30BaHUe KOJIOHHUH OLIEHUBAIN Yepe3 2 HeNeNu.

@urypa 10 OOpa3ipl CHIBOPOTKHM aHAaIM3HpoBaNIu ¢ ucrnonb3oBanueM HMPA (Duoset
ELISA, CD27/TNFRSF7 uenoseka (kar: DY382-05, R & D Systems). Konuenrparus
pactBopumoro CD27 B o0Opa3iie pacCYUTHIBAETCS MO KATMOPOBOYHOM KPUBOM. MeTO MO3BOJISET
U3MEpPATh CHIBOPOTOUYHYIO KOHLEHTPALMIO 4YeJoBeueckoro pactsopumoro CD27 ¢ momoruisro
merona coHaBUI-UDA. Kospe aHTUTENnO 3axBara mpoTuB 4denoBeueckoro CD27 nHaHocsAT Ha
MUKpPOIUIAHIIET, W CalThl Hecneuu(pu4eckoro CBs3bIBaHUS  Onokupyroorcs.  OOpasubl
YeJIOBEYEeCKOW CBhIBOPOTKM HAHOCST, W CBsI3aHHBbIN uejoBedeckuil pacTBopumbiii CD27
BBIABIISIIOT M BU3YAIM3UPYIOT TMOCIEAYIOIUMU NOOAaBIEHUSIMH OMOTHHIIIMPOBAHHOTO KO3BETO
NETEKTUPYIOLIEro aHTUTeNa npoTuB uenoeueckoro CD27, crpentaBumuna—HRP u cmecu
okpammBatoiiero peareara H,O, 1 xpomorenHoro cyocrpara terpamerminoensuansaa (TMB),

@urypa 11. Konnenrpauuro ARGX-110 B CbIBOpOTKE KpOBU aHaIU3UPOBAIU C
UCTIONIb30BAaHUEM IPOBEPEHHOro Merona nMMmyHodpepmeHnTHoro anaimmza (MPA). PK rpaduxu
WHANBUIYAJIbHBIX TMALUEHTOB mpenoctaBsitoress st 10 wmr/kr  xoroptel. I'padgux  PK
npencraBisier naHHele s uumkia 1 ARGX-110 (mpemBapurenpHast poza D-14  no

npeaBapuTenpHol 10361 1 nukia D1).
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HOJAPOBHOE OINTMCAHUE N30BPETEHUA

Tpaguuuonnoe nedenne AML ¢ ucnosnb3oBaHHMEM TaK Ha3bIBAEMOW CTaHAAPTHOMH
MHTEHCUBHON XUMHOTepanuu «7+3» (T.e. UHTEHCHUBHbIE 03Bl IIUTapaOuHa B TeUeHUE 7 THEH
IUIFOC 3 AHS aHTPALMKINHA, OOBIMHO COMNPOBOXKIAaeMble KOHCOJHIALMOHHON XHMMHOTEpaIuei
WIN TpaHCIUIaHTalMeNd remonosThueckux cTBOJIOBBIX kieTok (HSCT)) sBnsiercs cranmapTHOM
Tepanuel B TeueHrue MHOrux JjieT. OqHako mpu 3Toi cxeMe OonbIMHCTBO nauneHTos ¢ AML B
BO3pacte 10 60 jieT He BbDKMUBAIOT Oojiee S jieT. Y MOKUJIBIX JIFOAEH, KOTOPbIM HE MOAXOMMT
CTaHJApTHasE MHTEHCUBHAS XUMHOTEPAIMsl, pe3yJbTaThl JIEYEHHUsI C MEHbIIEH HWHTEHCUBHOCTHIO
He sBisitoTcst JieueOHbiMu, HSCT, kak mnpaBuio, He TMOAXOAWT, W MenuaHa oOIei
BBDKMBAEMOCTH COCTaBisieT MeHee roma. AML sBisercss reTeporeHHbIM 3a00yeBaHHEM, U
peunanB 3a00JE€BaHUS YAacTO MPOUCXOOUT HW3—3a OAHOTO WM OoJyiee KIOHOB JIEHKO3HBIX
crBojioBbix kietok (LSC), xoropeie Oputm ycTOH4YMBBI K Tepanmuu. Hecmorps Ha
MHOTOUNCJIEHHbIE JOKIMHUYECKHE MCCIENOBAaHUS allbTEPHATUBHBIX METOJOB JIEUEHHUs, OYEHb
HEMHOTHE W3 HUX TepeBeNeHbl Ha KIMHUYECKUH ypoBeHb. Takum o0pa3oM, CyliecTByeT
noTpeOHOCTh B HOBBIX 3(dexTuBHbIX Meromax JjeueHuss AML, ocoOeHHO TeX, KOTOpbIe
MOJIXOMAT AJiA NMALMEHTOB, HE MOAXOISAIIMX AN CTAaHAapTHOW MHTEHCUBHONW XuUMHoTepanuu. B
ujeaje, HOBBIE METOABI JICUEHHs HE TOJNBKO CHHMAKOT 3a00lieBaHHWE, YMEHbIas OJacTHYIO
Harpy3ky B KOCTHOM MO3r€ U KpPOBH, HO TaKK€ YyMEHbINAIOT WU AaKE YHHUYTOXKAKOT
rereporennsle nonyuasauuu LSC.

Kaxk BnepBsble NPOJEMOHCTPUPOBAHO B HACTOALLEM NOKYMEHTe, Jirofel, nmeromux AML
win MDS, s>ddexktuBHO nedar myrem BBenmeHus anturesna npotuB CD70. Takoe neuenue
naueHToB ¢ AML wmn MDS oco0eHHO kenaTenbHO, TaK Kak OObIYHOE JIEYeHHUEe CTaHAAPTHOM
UHTEHCUBHOW XUMHOTEpanuell CBA3aHO CO 3HAYHMTEIBHOH TOKCUYHOCTBIO W TMOOOYHBIMHU
s¢ppexkramu. Kpome TOro, MHOrme mnanueHTbl (HampuMep, MOKWIbIE TMALUEHTbI) HMEIOT
COMYyTCTBYIOLIME 3a00JieBaHMs, TaK 4YTO OHU HE MEPEHOCAT CTAHAAPTHYK) HWHTEHCHUBHYIO
XUMHOTEPANHIO, & 3TO O3HA4YaeT, YTO UM JOCTYIHBI TOJBKO MeHee 3((PEeKTHBHBIE METOJbI
JeyeHns. B HacTosmmeM JOKYMEHTE TpencTaBieHbl cnocoObl jeueHuss AML, kortopsie
5¢¢eKkTUBHBI fAake B HHU3KHMX J03aX U C OrPaHUYEHHBIMH MNOOOYHBIMH 3ddexTamu u
TOKCUYHOCTBIO, YTO O3HAuYaeT, YTO OHM NOAXOAAT Ul BBEIAEHMsS] BCEM MallUeHTaM. JTO
0COOEHHO TOJIE3HO JIsl JICUEHHs MALeHTOB, KOTOPbIE B MPOTHBHOM ClIy4ae HE HUMeENU Obl
BO3MOKHOCTH JJIsl CTAHJAPTHON MHTEHCUBHON XMMHOTEPAIINU.

CnenosarenbHo, nedenne AML B cooTBercTBMH ¢ wH300peTeHHEM O0eCreunBaeT
yAUBUTENbHbIE U 3HAYUTENIbHbIE MPEUMYLIECTBA IO CPABHEHMIO C JIOCTYIHBIMU B HACTOsLIee
BpEeMsl METOAAMHU JIeUeHHsl. ACHEKThl U BApUAHTBI OCYLIECTBIEHHs M300peTeHus: Tenepb OyayT

AOINOJIHUTCJIbHO OIIMCAaHBI. Ecnu He YKa3aHO MHOE I 3TO TEXHUYCCKHU HECOBMECTHUMO, K&)K)Iblﬁ
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BAapPUAHT OCYINECTBJICHUS] M300pETEeHUsT MOXET OBITh B3SIT B KOMOWHAIMU C JIFOOBIM IPYTHM
BAPUAHTOM OCYLIECTBICHHS H300pETEHUs.

Onpenenenus

Octpeiii  muenoupssiii  neiiko3  (AML)  orHOocHTCS K = Ie€MONOITHUYECKUM
HOBOOOPA30BaHMSAM C Y4acCTHEM MHEJIOUAHBIX KieTok. AML xapakTepusyercst KJIOHAJIbHON
nponudepanneli MHEIOUAHBIX IPEIIIECTBEHHUKOB CO CHI)KEHHOH CHOCOOHOCTBIO K
nubdepeHurpoke. Y mnauueHToB ¢ AML HaOmomaeTcsi CKOIJIeHWe OJaCTHBIX KJIETOK B
KOCTHOM MoO3re. biacTHbie KJI€TKH OOBIMHO TaK)K€ HAKAIIMBAIOTCS B Mepupepudeckoil KpOoBH
nanueHToB ¢ AML. O6braHO AML nmuarHOCTUpYeTCsi, ecliu y nanueHTa ooHapyskusaercs: 20%
wn Oosee OJaCTHBIX KJIETOK B KOCTHOM MO3Te WIH Nepu(pepuIeckoi KpOBH.

Tepmunbl «ONacTHBIE KIETKH» WIA MPOCTO «ONACTBD B KOHTEKCTE HACTOSINETrO
ONMUCAHWsI  OTHOCATCS K  KJIOHAJBHBIM  MHEJIOUAHBIM  KJIETKaM—TIPEAIIECTBEHHUKAM,
NPOSIBJIFOIINM HapYIIEHHBIH oTeHunan auddepeHInpoBKH. IToqMHOXKECTBO OACTHBIX KIETOK
npencrasisier coOoil  neliko3Hele cTBONOBBIE Kierkn (LSC). 3Jrto OnactHele KIieTKw,
oOiajmaroIpe  CBOWCTBAMH  CTBOJIOBBIX  KJETOK, Tak YTO TPH  TPAHCIUIAHTALUH
UMMYHOAE(QHIUTHOMY  PElMIIUEHTY  CIOCOOHBI  BbI3BIBATH  Jeiko3. LSC  moryt
CaMOOOHOBIISITHCS, BBI3bIBAsI JIEHKO3, a Takke 4acTUYHO AudQepeHnnpoBaTbcsi B OObIUHBIE
OnactHble kieTky, He sBisromuecs LSC, uro HanmomuHaeT ucxogHoe 3ab0IeBaHue, HO OHU HE
cniocobHbI k camoobHoBNeHN0. LSC BeTpewarorcest ¢ yactoToii B quanasone ot 1 Ha 10000 o 1
Ha | MIJUIMOH B BUAE ONU NepBUYHBIX OnmacTHbIX kieTok AML (Pollyea and Jordan, Blood
2017 129: 1627-1635, BKIIOUYEHO B HACTOSALIMNA AOKYMEHT B kadecTBe ccbUiku). LSC moryT
OBITh OXapaKTepU3OBaHbI KaK KJIETKH, KoTopble sBisitorcss CD34+, CD38-, Heobs3arenbHO
takke CD45— w/umun CDI123+. LSC Ttakke moryt ObiTh oxapakTepusoBanbl kak CD45dim,
SSClo, CD90+ CD34+ kneTku.

AML wMOXHO KiacCHPUUMPOBATH U  JHATHOCTUPOBAaTh B  COOTBETCTBHH  C
kiaccudukanuein BO3 2008 roma B coueraHnu ¢ 0OHOBIeHHEM 3ToW kyaccupukauuu B 2016
roay (Arber et al.Blood, 19 May 2016 vol. 127, no. 20, BKIFOYE€HO B HACTOsIIEE OMHCAHHUE B
kauectBe ccbuikn). CornmacHo knmaccudukanuu BO3 AML B menoMm OXBaThIBA€T CIENYIOIINE
MOATHITBI: OCTPBI MHEJOUAHBIA JIEWKO3 C PEHHAUBHPYIOIIUMH TC€HETHUYECKUMH aHOMAJIHSIMH,
AML ¢ U3MEHEHUsIMH, CBSI3aHHBIMH C MHUEJIOJUCILIA3UEH; CBA3AHHBIE C TEpANed MUEIOUIHbBIE
HOBOOOpPA30BaHMs, MHUEJIOMIHAS CapKOMa; MHUEJONAHbIe Tponudeparuy, CBI3aHHBIE C
cuaapomoM JlayHa, OnacTHOE IUIA3MOLMTOMIHOE HOBOOOpPA30BaHHE NEHIPHUTHBIX KIETOK, H
AML, He OTHECEHHbIE K IPYTMM KaTeropHsiM (HarpuMep, OCTPBIA MerakapuoOIacTHBIN JEHKO3,
ocTpblil 0a30QUIBHBIHN JEHKO3).

AML Takxke MOXHO KJIacCU(pULUPOBATb B COOTBETCTBHUU C (PpaHKO—aMepUKaHO—
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opuranckoit (FAB) knaccudukarmeii, oxsateiBaromiei moarunsl. MO (oCTpbIii MUETO0IaCTHBIHN
Jeliko3, MUHHMaJIbHO aud¢epenuuponansbiil), M1 (ocTpbiii MuenobmacTHbIM JeHko3, Oe3
co3peBanmsi); M2 (ocTpblii MHETOOJACTHBIN JIGWKO3, ¢ IPaHyJOLHUTAPHBIM CO3peBaHHEeM);, M3
(mIpoMueNnonUTapHBI WM OCTPbIM npoMuenouutapHbii Jjeiiko3 (APL)); M4 (octpsiii
MHEJIOMOHOLIUTAPHBINA JIeiiko3), M4eo (MHEIOMOHOLMT BMECTe€ C 303MHO(MINEH KOCTHOrO
mosra); MS (octpeiii MOHOOIACTHBIH J1etiko3 (M5a) min ocTpblit MOHOLIMTAaPHBIH J1efiko3 (M5b));
M6 (ocTpasi 3puTpouaHAsi JieHKkeMus, BKJIO4as dpuTposieiikemuto (M6a) U O4YeHb penKuil
YHCTBIH SPUTPOUIHBIN Jieitko3 (M6b)); i M7 (ocTpblit MerakapuoOIacTHBIN JIEHKO3).

Hcnonp3yeMblii B HACTOSALIEM OMUCAHUM TepMUH «AML» oTHocuTcs K Jgrobomy u3
COCTOSIHMH, OxBaThiBaeMbIX kiaccupukauusvMu BO3 w/mmu FAB, eciu He yka3aHO HHOe.
Cumnraercs, yto HekoTopbie moaTunbsl AML nmeroT Gosiee OJaronpusiITHBIA MPOTHO3, HEKOTOPBIE
— TPOMEXYTOYHBIH TPOTHO3, & HEKOTOpble — IUIOXOH WM HEONaronpusATHBIA MPOTHO3.
Crienimanucty U3BECTHO, KAKHME TIOATHITBI MOMAAAI0T B KAKYIO KAaTETOPHIO PUCKA.

Muenonucruacriyeckuii cuanpom (MDS) xapakrepusyercs naucruiazueii, LUTONEHUEH
W/ aHOMAJIbHBIMH HM3MEHEHUSIMH B HACBIIIEHHOCTH KJIETKAMH KOCTHOTO MO3ra H/MIH
muenonaHon auddepeHunpoBKOl, HampuMep yCHJIeHHOH HH(pUIbTpanueid ONacTHBIX KIJIETOK.
MDS MoxHO Kiaccu(pUIMPOBaTh U AMATHOCTHPOBATH B COOTBETCTBUU ¢ Kiaccupuxanuein BO3
2008 roma. CornacHo knaccupuxannu BO3, MDS B nenom BKJIIOYAeT CIEAYIOIUE MOATHIIBI:
MDS c¢ pgucruiasuweit onHoOW JMHUM (paHee Ha3bIBAeMOH «pedpakTepHass LUTOMEHUS C
OJTHOJMHEWHON JIHCIIIa3uel», KOTopas BKIIOUAeT pedpaKkTepHYI aHEMUIO, pedpakTepHyIO
HeWTponeHno u pedpakrepHyro Tpomboruronenno), MDS ¢ xonbueBbiMu cuaepobiacTamy,
KOTOpBIE BKJIFOUAOT NOATPYMIbI C OAHOCTOPOHHEN AUCIUIa3uel U MyJIbTUIMHEHHON AUCIIIa3uen
(paHnee Ha3biBaeMOW «pedpakTepHass aHEeMHsl C KOJbLEBBIMH cupepobmactammy), MDS c
MYJbTHIMHEWHON  mucruiasuel  (paHee  Has3blBaeMOW  «pedpakTepHas  LUTONEHUS C
MyJIBTHJIMHEHHON auciuiazuei»), MDS ¢ usdbpitkom OnacroB (MDS-EB, panee Ha3bpiBaeMbIit
«pedpakrepHass aHemusi € H3OBITKOM OJIaCTOB»), KOTOPBIH MOXeET OBITh B JajbHEHIIEM
noapasneneH Ha MDS—-EB-1 u MDS—-EB-2 nHa ocHoBe nponieHTa 6sactoB, MDS ¢ BelaeneHHOI
del(5q); u MDS, He knaccupuIUpPOBAHHBIH.

MDS Takxe MOXHO KJIacCU(QUIUPOBaTh B COOTBETCTBUH C (PpaHKO—aMEPHKAHO—
Oputanckoii (FAB) xnaccudpukanumedt, Bkmovaromeid noarunsl: M9980/3 (pedpakrepras
anemusi (RA)); M9982/3 (pedpaxrepHas anemusi ¢ kosbleBbiMH cupepodmacramu (RARS));
M9983/3 (pedpakrepnast anemusi ¢ u3dbiTkom OnactoB (RAEB)), M9984/3 (pedpakrepHas
aHemuss ¢ wm30bITKOM OmactoB B mpouecce TtpaHchopmanuu (RAEB-T)); u M9945/3
(XpoHHuecKuii MUeIOMOHOIUTAPHBIH Jetiko3 (CMML)).

Hcnonp3yemblii B HacTosiieM omnucaHuud TepMuH «MDS» oTtHOcuTcs k mobOomy u3
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COCTOsIHUH, oxBaTbiBaeMbIx kiaccuukammsamu BO3 w/umu FAB, ecin He ykasano mHoe. Kak
st AML, tak u gyt MDS, B HacTosileM ONMUCaHUH MPEANoYTUTebHA Kitaccudukamus BO3.

OcobeHHO kenaTenpHO JIeUnTh NauueHToB ¢ MDS  «BBICOKOrO puCka», TO €CThb
nanueHToB ¢ MDS ¢ BeicOkUM puckoM passutus AML ¥ mJIOXUM MPOTrHO30M BBDKUBAEMOCTH.
Bompoc o Towm, sBisercs num mauMeHT ¢ MDS nanueHTOM «BBICOKOTO PHCKa», MOKHO
ONpeNeNuTh C  TOMOIIBK  NEPECMOTPEHHON  MeXOyHapOAHOW  CHUCTEMbl  OLEHKHU
nporHocTuuecknx nokaszarened ansg MDS i IPSS-R (Greenberg et al., Blood. 2012 Sep 20;
120 (12): 2454-2465, BxIOYEHO B HACTOsIIEe ONMUCAaHUEe B KadecTBe cchuikh). IPSS-R
YUUTBIBAET MPOLEHT OJIACTOB KOCTHOIO MO3ra TNAlMeHTa, LHUTOT€HETUYECKHe aHOMAJIHH,
KOJIMYECTBO M CTEMEHb LUTOMEHUU, 4YTOOBI TMOMECTUTh TMAIlMEHTa B MPOTHOCTHYECKYIO
kareroputo. [lanment ¢ onenkoi [IPSS—R Beine 4,5 cunraercs nauuenrom ¢ MDS «BpIicOKOTO
pHUCKay.

Oteer manuenta Ha Tepanurdo AML MokeT ObITh KJIMHHUYECKU OXapaKTEPH30BaH B

COOTBETCTBHUH C KpuTepusiMu Tabmuupr 1:

Tabauna 1

Kpurepuu orera Onpenenenne

IMonnas pemuccus (CR)* Brnactel kocTHOTO MO3ra < 5%, OTCyTCTBHE
O51acTOB C TenbLaMu Ay3pa; OTCYTCTBHE
SKCTPaMEAYJUIIPHOTO 3a00JI€BaHUS,
abCONMOTHOE KOJIMYECTBO HEUTPOPUIOB >
1x10%/L (1000/MKI1); KOTHYECTBO
TpomBorToB > 100x10%/1 (100000/mMKi1);

HE3aBHUCHUMOCTb NIEPEIMBAHNS SPUTPOLIUTOB

CR ¢ HenonubiM BoccTanoBjeHueM (CRi) Bce xpurepun CR 3a uckimroyeHnem
ocTaTouHO# Heifrponennn (< 1x10%/1
[1000/mka]) mti TpoMboLTONeHNH (<

100%10°/n [100000/mK1])

Mopdonorudeckoe cocTosiHIE Oe3 JIeiKo3a Brnactel kocTHOTO MO3ra < 5%, OTCyTCTBHE
(MLES) OJacTOB ¢ TeNbIIAMH Ay3pa;, OTCYTCTBHE
SKCTPAMEAYJULSIPHOTO 3a00JI€BAaHHS, HET
TpeOyeMOoro reMaToIOrHIecKOro

BOCCTaHOBJICHUA

Yacruunas pemuccusi (PR) Bce rematonoruueckue kpurepuu CR;
CHIDKEHHE MPOLIeHTa 0J1aCTOB KOCTHOTO

Mmo3ra 10 5% — 25%; 1 CHUXKEHUE MPOLIeHTa
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0J1aCTOB KOCTHOIO MO3ra A0 JICUCHUA I10

MeHblIel Mepe Ha 50%

Hcnonp3yeMblii B HACTOSIEM OIMUCAHUM TEPMHUH «03a» O3Ha4daeT 3(p¢deKkTuBHOE
KOJINYECTBO AKTHUBHOIO areHTa. BBeneHue m03bl MalMeHTy NPEACTaBIsieT COOOW BBENEHUE
5 PEeKTUBHOIO KOJINYECTBA KOHKPETHOTO AKTHBHOIO areHta B JeHb. «Jloza» Moxker ObITh
BBEJI€HA B BUJIE€ OAHOIO BBEAECHUS MJIHM B BUJE MHOIOKPATHOTO BBEIEHUS B J€Hb, NIPU yCIOBHH,
YTO MALMEHTY BBOAUTCS yKa3aHHOE 3(pQeKTHBHOE Koam4uecTBO no3bl. Hampumep, mosa 1 mr/kr
MOJKeT OBITh BBE/IEHA B BHJ€ OJHOTO €KEHEBHOTO BBEJICHHsI | MI/KT HJIM ABYX MPUEMOB B JICHb,
npudeM olIee KOJMYECTBO ABYX BBEAEHHH JOCTHraeT | Mr/kr.

Hcnonp3yemble B HACTOSIIIEM OMUCAHUH TepMUHBI «Oetok CD70» nimm «anturer CD70»,
unn «CD70», umun « TNFSF7», unn «CD27L» ucnons3yroTcs B3aMMO3aMEHSIEMO U OTHOCSTCS K
YJIeHy CeMeNCTBa 4enoBedeCckux JUraHgoB TNF, KOTOpBId sBASETCS JIMTAHIOM JJIs
TNFRSF27/CD27. Konkpernble npumepel CD70 denoBeka BKIIOYAKOT B ce0sl MOIMIIENTHI,
UMEIOLINI aMUHOKHUCJIOTHYIO MOCJIEeI0BAaTENbHOCTD, MPEACTaBICHHYIO IO HOMEPOM AOCTyIa
sTajoHHOM nocnenosarenbHocTH NCBI Ne NP 001243, nnu ero BHEKJIETOUHBINH JOMEH.

Hcnonp3yeMblil 371eCb TEPMHUH «aHTUTENIO» BKJIIOYAET WMMYHOIJIOOYJIMH, HMMEOLIHHA
KOMOMHAIIMIO ABYX TSDKENBIX W JIBYX JIETKHX Ierneld, KOTopble OONafarT 3HAYUTEIbHON
ceun(puIecKkoil UMMYHOPEAKTUBHOM aKTHBHOCTBIO B OTHOLIEHHH aHTUT€HA, MTPECTABIISIOIIETO
unrepec (Hampumep, CD70 wuenoseka). Tepmun «anturena k CD70» wucnone3yercs B
HACTOSIIEM ONMUCAHUM JAJIs1 0003HAUEHUs] AHTUTENA, KOTOPbIE MPOSBISIIOT UMMYHOJOTHYECKYIO
cnemuduyurocth k Oenky CD70 wenoseka. «Cnenngpudnocts» anst uenoedeckoro CD70 ne
UCKJTIOUYAET MEePeKPeCTHON PeakTUBHOCTHU ¢ BUAOBbIMU romonoramu CD70. AnTturena conepxat
JeTKWe W TsDKeNble [eMd C KOBAJEHTHOW CBSI3bIO MEKAy HUMH WM 0Oe3 Hee.
AHTHIeHCBSI3bIBAIOLINI  (DparMeHT aHTUTeNa BKJIIOYAET MENTHAHbIE (PparMeHThl, KOTOpBIE
NPOSIBJIIOT CIEUU(PUIECKYI0 MUMMYHOPEAKTHBHYIO AKTHBHOCTh K TOMY K€ AHTHUI€Hy, YTO U
aatureno (Hampumep, CD70). Ilpumepbl aHTHIEHCBSI3BIBAOUINX (PPArMEHTOB BKIIFOYAIOT:
BapuabenbHbIA JOMeH Jierkod wnenu anturena (VL), BapuaOenbHBI AOMEH TSDKENOW LEMU
aHTHTENA; OJHOLETIOYEYHBIN BapuaOeNbHbIi (PPArMEHT HIIM OFHOLETIOUEYHOe aHTHTENO (SCFV);
Fab—¢parment; ¢pparment F(ab'),; dparment Fd;, ¢pparment Fv, (MOHOBaneHTHOE) aHTHTENO C
OIHUM IUIEYOM, TUMEPBL, TpUaTeNa, TeTpaTela; WK OOy aHTHUTE€HCBSI3bIBAIOLIYIO MOJEKYIY,
o0pa3oBaHHYK0 KOMOWHaIMeld, COOpPKOW WIJIM KOHBIOTAIlMEH TaKUX AaHTUTCHCBS3bIBAIOIINX
¢parmenToB. @DparMeHTbl MOTYT OBITh TOJNYYEHBbI, HANpUMeEp, XHUMHUYECKOH WM
¢depmeHTaTHBHON 0OpPabOTKOM MHTAKTHOTO WJIM TOJHOTO AHTUTENA WM LEMU AHTUTENa WIIH
PEKOMOMHAHTHBIMH CIIOCOOAMH.

HCHOJ’Ib3yeMbII‘/'I B HACTOALICEM ONHCAHUNU TEPMHUH «HYKJIICO3UAHBIC MeTab0IHYECKHE
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uHruoutoper» (NMI) OTHOCHTCA K MOJNEKyJiaM, KOTOPBIE MPEMATCTBYIOT 3IUTEHETHYECKOM
mMomudukamu (HampuMep, METHJIMPOBAHHUIO, NEMETWIMPOBAHUIO, AaLETHJIMPOBAHHUIO WM
neauerunupoBanno) HykineorupoB (JAHK w/mmun  PHK).  Ilpumepsl  HyKJI€O3HIHBIX
METa0OIMUYECKUX MHIHMOUTOPOB BKJIIOYAIOT runoMerunupyomue arentel (HMA), nHruouropsr
usonutpataeruaporenassl (IDH), uarudutopsr rucronaeanetunassl (HDAC) u OpomonomeH u
SKCTPAaTePMHUHAIbHBIN (BET) UHTUOUTOP. IIpennoururenbHbBIMU HYKJIEO3UAHBIMHU
MeTaboINUeCKUMU MHTHOUTOpaMH SBJISIFOTCSI TMIIOMETUINPYIOLINE areHThL.
l'unomeTuIMpyroLIe areHTbl MHrHOUpPYIOT HOpManbHoe MetwnupoBanue JIHK w/wnmu PHK.
[TpuMepamMy THIIOMETHIIMPYIOIIHUX areHTOB SIBIITIOTCS a3allUTUANH, NELUTA0NH U TyaaeluTaOuH.

[Tpu WCrONB30BAaHUM B HACTOSIIEM OINMCAHWU, KOTAA JBa MM OOJiee aKTUBHBIX areHTa
BBOJIAIT B BHAE «KOMOMHHMPOBAHHOW TEpamumy, 3TO He TPeOyeT WJIM HE HMCKIIOYAeT TOTO, YTO
AKTUBHBIE AareHTbl BBOISATCS OOHOBPEMEHHO WJIM BKIIOYEHBI B OXHY KOMIIO3ULIHIO.
KomOuHMpOBaHHAs Teparnusi UMeeT OOIMIECTTPUHATYI0 HHTEPIIPETALUIO IBYX HIIH OOJiee aKTHBHBIX
areHTOB, BBOJUMBIX TaKUM 00pa3oM, UTO MALMEHT MOXKET M3BJIEYb MOJb3Y OT KAXKIOTO areHTa.
Bo uzbexaHne cCOMHEHHH, «KOMOMHUPOBAHHAS TEpaIusy HE TPeOyeT COBMECTHOTO BBEICHUS,
OJTHOBPEMEHHOT'O BBEACHHS WIIH (PUKCUPOBAHHOM JJO3BI IIpenapara.

Hcnonp3yeMblii B HACTOSIIEM ONHCAHUM TEPMHUH «CTAHAAPTHAs HMHTEHCHBHAsS
XHMHOTEPANUS» OTHOCUTCS K TaK Ha3blBAEMOW HWHAYKLUOHHOW XUMHUOTepanuu «7+3»,
XapaKTepU3YIOLIecsi 7—AHEBHOW BBICOKOW 1030M LUTapaOuHa W 3—OHEBHBIM BBEICHUEM
aHTpaLMKJINHA (HarpuMep, NayHOpyOUIMHA WK uaapyOunuHa). MIHTeHCHBHAs XUMHOTEpanus
IPOBOAUTCS C LEJNbIO BbI3BaTh MOJHYIO peMuccuto AML, OOBIMHO B OTHOIIEHHM MAIMEHTA,
NepeHeCclIero TPAHCIUIAHTALIUIO CTBOJIOBBIX KJIETOK I1OCIIE YCIETHON XUMHOTEPATIHH.

CrannmapTHasi MHTEHCUBHAsE XUMHOTEpANHs CBSI3aHA CO 3HAYUTENbHOW TOKCHYHOCTBIO U
no0oYHBIMHU 3P eKTamMH, YTO O3HAYAET, YTO OHA HE MOIXOAMT JUIsl MALIMEHTOB, HECTIOCOOHBIX
nepeHocuTh 3TH 3¢ ¢ekTel. [Ipu HCMONb30BaHMM B HACTOSILEM ONHCAHWU, STH IALUESHTHI
HA3bIBAIOTCSl «HE TMOIXOMSIIUMH Uil CTaHAAPTHOH MHTEHCHBHOW XMMHOTEpanuu». llanmeHT
MOJKET He MOIXOAMTH JJIsl CTAHJAPTHONW MHTEHCHBHON XMMUOTEPAIIUHU, IOTOMY YTO, HAIIPHMED,
y HEro MPOsIBJIIETCST OJHO MITH OoJiee COMyTCTBYIOIINX 3a00JI€BaHUH, YKa3bIBAOIIHX, YTO OH HE
NEPEHOCUT TOKCHYHOCTD, WJIH MMPOTHOCTUYECKHE (PaKTOPBI, XapaKTePU3YIOLINe ero 3aboIeBaHue,
YKa3bIBAlOT Ha HEONArompusATHBIH WCXOJ CTAHOAPTHOW MHTEHCUBHOW XUMHOTEPAITHH.
Omnpenenenue mpaBa OTAENBHOTO MallM€HTAa HAa CTAHAAPTHYIO HMHTEHCHUBHYIO XUMMOTEPAIUIO
OyZeT OCYIIEeCTBIATHCA KIMHULUCTOM C yY€TOM HMCTOPUHU OOJE3HH OTAENbHOrO MAlMeHTa U
KJIMHUYECKUX PYKOBOACTB (HANPUMEP, PYKOBOASIIMX NMPUHINIOB HalmoHabHON KOMITIEKCHOM
onkonorndeckoii cetn (NCCN), BKJIIOUEHHBIX B HACTOSIIMN JOKYMEHT B KAau€CTBE CCBUIKH).

ITaunentel ¢ AML B Bo3pacte crapiie 60 €T 4acTO OLEHMBAIOTCS Kak He MOAXOMSALIUE IS
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CTaHIAPTHOH MHTEHCHBHON XUMHOTEPAIHH, IPU 3TOM CIEAYeT YUUTHIBATb U Apyrue (PpakTopsl,
BKJIFOYAsl UTOT€HETHKY W/HIIN MOJIEKYJIIpHBIE aHOManui AML, moasepraeMoro Je4eHHro.

HaHI/IeHT, KOTOpOMY HE€ NOAXOAUT CTaHAApTHAasA HUHTCHCHBHASA XHUMHUOTEPAIIUA, MOXET
BMECTO 3TOT'O IIOJy4aTh XUMUOTEPAIINUIO HOHM>XKEHHOH HUHTCHCUBHOCTH, TAKYIO KaK ]_II/ITapa6I/IH B
Huskoil nose (LDAC). IlamueHTel, KOTOpPbIM HE TMOIXOAWT CTaHIApTHAash HWHTEHCHBHAs
XUMUOTEpanuss H sl KOoTopbix He mnomxomur LDAC, MOryr moONy4YuTh HAMITyYIOyIO
noaaep:kuBaroiyo nomoinb (BSC), Brirouas ruapoxkcumoueBnny (HU) u momnmepskky B Bue
NnepeIMBaHuU KPOBU.

HCHOHBSyeMbIe B HaCTOALEM  OINMMCAHUHU TCPMUHBI ((CY6"beKT)) U «[IanueH»
UCTIONIB3YEOTCSI B3AaMMO3aMEHSIEMO ISt 0003HAUEHHSI YEeJIOBEKa.

IHonpoOHoe omnucanue

Kak mokazaHo B HacTOsLEM ONMCAHWUH, MALUEHTHI, CTPAAAIOINNE OT MHUEJOUAHBIX
HOBOOOpa3zoBaHmii, Takux kak AML u MDS, MOryT noaBeprarbcsi J€UEHHIO aHTHTEIOM MTPOTHB
CD70. Ilocne opmHOKpaTHOro BBefeHUs aHTuUTena npotuB CD70 konuyecTBO JIEHKO3HBIX
CTBOJIOBBIX KJIETOK, KOTOPbIE MOKHO BBIAENUTb W3 KOCTHOI'O MO3ra MAal[ME€HTOB, 3HAYUTEJBHO
CHIDKAJIOCh, PABHO KaK M KOJWYECTBO OJIACTHBIX KJIETOK, OOHapy>KEHHBIX B KOCTHOM MO3re U
nepudepuIeckoil KpOBH. DTOT pe3yJbTaT HAOMIOANCS Jake MPU HEOKUIAHHO HHU3KUX J103aX
aHTUTeNA.

CrnenoBarenbHO, B IEPBOM aCIeKTe N300PETEHHE OTHOCUTCS K CIIOCOOY JIEYEHHUSI OCTPOTO
muenouaHoro Jneikosa (AML) unm muenoaucriactudeckoro cunapoma (MDS) y namnuenTa,
BKJIFOYAIOLIIEMY BBEIEHHE MALMEHTy OAHOHM wiu Oonee 103 antutena npotuB CD70 wmm ero
AHTUTEHCBSI3BIBAIOLIETO (parMenta. M300peTeHne OTHOCHUTCA K CIOCOOY JIeUeHHsT OCTPOrO
MuenouaHoro jeikosa (AML) unn muenoaucmiactudeckoro cuuapoma (MDS) y maiuenTa,
BKJIIOYAIOLIEMY BBEIEHHME MALMEHTY OMHOW WM Oojiee TepaneBTUYeCKH 3((EKTHBHBIX 103
antutena npotuB CD70 wiu ero aHTUreHCBSA3BIBAIOLIETO (PparMeHTa.

B nomosHHUTENBHOM acmeKkTe NPemioKeH CIoco0 CHUKEHUsSl MpOLEeHTa OJacToB B
KOCTHOM Mo3re u/wiu nepudepudeckoil kposu nanueHta ¢ AML wimu MDS, mpudem criocob
BKJIFOYAET BBEIEHHE MAMEHTY OMHOHN uim Oojee TepaneBTHdecku 3PPeKTHBHBIX 103 aHTUTENA
npotuB CD70 uiu ero aHTUTeHCBSI3bIBAIOIINN ()parMeHT.

B nmomonnutensHOM acriekTe mpemsiokeHo aHTtuteno mnporuB CD70 wumu  ero
AHTUTeHCBS3BIBAIOIINN (PParMeHT JIsi IPUMEHEHHUS B CIIOc00aX, MPECTaBIEHHBIX B HACTOSIIEM
JOKYMEHTE.

Monomepanus anmumenramu npomug CD70 u xombunuposaunas mepanus aCD70+NMI

VYMEHRBULAIONT KOIUYECBO OACMHBIX KASMOK KOCHIHO20 MO320 U nepucbepuuecxoﬁ Kpoesu

Kak ommcaHo B HacTOALIEM [TOKYMEHTE, CHOCOOBI IO H300PETEeHHI0 YMEHBLIAIOT
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KOJINYECTBO W/WJIN JTOJIFO OJACTHBIX KJIETOK B KOCTHOM MO3Te W/WIN B nepudepuueckoil KpoBH,
NPEATIOYTUTENBHO KaK B KOCTHOM MO3T€, TaK U B Iepr(pepruiecKoi KpoBH.

Jons OnacTHBIX KJIETOK B KOCTHOM MO3re€ WM Nepu(pepudeckoil KpOBH MOXKET OBITh
OLIEHEHa Croco0aMM, M3BECTHBIMHM B JTAHHOW OOJACTH TEXHHKH U ONMCAHHBIMHM B HACTOALIEM
IOKYMEHTE, HallpuMep, NPOTOYHOH [IUTOMETPUKOIN WIIN KJIETOYHOH MOP(OIOrUIeCKON OLEHKOH
KJIETOK, IOJIYYEHHBIX M3 OMONCHUHM KOCTHOrO MO3Ta MAalMeHTa, WM Mas3Ka nepudepuueckon
kpoBH. JoJst 61aCTOB OMpeneNsieTcs: O OTHOIIEHHUIO K OOLIEMY KOJIMYECTBY KJIETOK B OOpasIie.
Hanpumep, npoTouyHasi LUTOMETPUST MOXKET OBITh HCIIOJNB30BAHA JJIsI OMPENETICHUs 0NN
6IAaCTHBIX KIETOK, MCIIONb3ysi KomudectBo CD454™, SSC'Y kierok mo oTHOwWEHMIO K obmeMy
KOJINYECTBY KJIETOK. B KauecTBe JOMONHUTETBLHOTO MpUMepa, MOPQOJIOrHIecKast OLIeHKa KJIETOK
MOXeT  OBITh  HWCHOJBb30BaHA  JUI  ONPENEeNICHUs  KOJMYeCTBa  MOP(OJIOrHYECKH
UICHTU(QUIUPOBAHHBIX OJIACTOB OTHOCUTENIbHO OOLIEro KOJHYECTBA KJIETOK B HCCIEOYEMOM
30H€ BU3yaIU3aL1H.

B HeKoTOpBhIX BapuaHTAax OCYIIECTBICHHS MPEIJIOKEHBl CIIOCOOBI YMEHBIIEHUS OJH
OJIaCTHBIX KJIETOK B KOCTHOM MO3Tre 1O MeHbIIeil Mepe Ha 5% B aOCONOTHOM BBIPAKEHUH, TO
€CTh CHIDKEHUS JIOJIH OJIACTHBIX KJIETOK B KOCTHOM Mo3re, Hanpumep, ¢ 30% mno 25% wunu meHee.
B HexoTOpBIX BapuaHTax OCYILIECTBJIECHUs JIEUEHHUE MOKHO OXapaKTepU30BaTh KaK YMEHbIIEHHE
nonau ONacTHBIX KJIETOK B KOCTHOM MO3re, nmo MeHbineil Mmepe, Ha 10% B aOcomoTHOM
BBIPAKEHUH, NPEANOUYTUTENBHO, IO MeHbIeH Mepe, Ha 15%, MpennouTUTeNnbHO, O MEHbLIEH
Mepe, Ha 20%, NpeanouYTUTENbHO, 0 MeHbIIel Mepe, Ha 25%, mpennoYTuTeNbHO, O MEHbIIEH
Mmepe, Ha 30%, MpeAnoYTUTENBHO, 10 MeHblIel Mepe, Ha 40%, MPeAnoYTUTENBHO, 110 MEHbIIEH
Mmepe, Ha 50%, MpennovYTuTeabHO, M0 MeHblIel Mepe, Ha 55%, NpeAnouYTUTEIbHO, 110 MEHbLIeH
mepe, Ha 60% B aOCOMIOTHOM BBIpAKEHMU. B HEKOTOPBIX BapUaHTaX OCYLIECTBJICHHS IOJIS
OJIAaCTHBIX KJIETOK B KOCTHOM MO3Te CHH)KAETCsl MO MeHbIneil mepe Ha 50% Mo CpaBHEHUIO C
MOMEHTOM JI0 JIEYEHUSI.

B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHUS H0Js OJAaCTOB B KOCTHOM MO3T€ M3MEpSeTCs
nyTeM MOpP(OJOrHYECKOW OLEHKH KJIETOK. B HEKOTOPBIX BapUaHTAX OCYIIECTBJICHUS OJIS
OJ1IaCTOB B KOCTHOM MO3T€ HM3MEPSIETCs C MOMOLIBIO MPOTOYHOM IIMTOMETPUU. B HEKOTOpBIX
BapHUAHTaX OCYLIECTBICHUs AOJsA OJIACTOB B KOCTHOM MO3re H3MEpPSeTCsl B COOTBETCTBUHU C
OLIEHKOM MUHHMAaJIBHOTO OCTaTouHOro 3a0ojaesanus (MRD).

B HeKoTOpbhIX BapuaHTAax OCYIIECTBJICHUS NPEIIOKEHBI CIIOCOOBI YMEHBIIEHHS OJH
ONaCTHBIX KJIETOK B MepudepuyecKkoil KPOBH MO MeHblel Mepe Ha 5% B aOCOIIOTHOM
BBIPAKEHUH, TO €CTh CHIKEHUS JOJIH OJIACTHBIX KJIETOK B NepuepruuecKoll KpOBH, HAPUMED, C
30% mo 25% wunu meHee. B HEKOTOpBIX BapMaHTax OCYLIECTBICHUS MPENJIOKEHBI CIIOCOOBI

JeUeHHs JJIsI YMEHBIIEHHs JOJU OJNACTHBIX KIETOK B Mepudepudeckoil KpoBH, MO MEHbIIEH
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Mmepe, Ha 5% B aOCONIOTHBIX IMOKAa3aTeNsiX, HEoOs3aTeNbHO, MO MeHbled Mmepe, Ha 10% B
aOCONIIOTHOM BBIPQXKEHUH, MPEINOYTHTENBHO, TI0 MeHbIIeH Mepe, Ha 15%, mpennouTHTensHO,
no MeHblied mepe, Ha 20%, MPEANOYTUTENBHO, MO MeHblnel Mmepe, 25% B abCOMOTHOM
BbIpAKEHUH. B HEKOTOPBIX BapuUaHTaX OCYLIECTBIEHHs IOJ OnacToB nepudepruueckoil KpoBH
(PB) mmepsiercst myteM MOpP(OJOrHUEcKOH OIEHKHM KJIETOK. B HEKOTOpBIX BapHaHTax
ocyuiecTBieHuss ojsi PB—01acToB m3MepsieTcst ¢ MOMOLIBIO IMPOTOYHOH LUTOMETpuu. B
HEKOTOPBIX BapUAHTAaX OCYIIECTBJIEHUs aoysi PB—0acToB u3MepsieTcss B COOTBETCTBHH C
OLIEHKOW MUHUMAJIbHOTO OocTaTouHOro 3adonesanus (MRD).

B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS MPEMJIONKEHbl CHOCOOBI CHIDKEHHS JOJH
OJaCTHBIX KJIETOK B KOCTHOM MO3re n0 MeHee ueMm 40%, HeoOs3aTenbHO 10 MeHee ueM 20%,
Hanpumep, mMeHee ueM Ha 10%. B HekOTOpBIX BapHaHTax OCYIIECTBIEHHUS IPENOCTABIIECHBI
crocoObl CHIKEHUS IOJIH OJTACTHBIX KJIETOK B KOCTHOM MO3Te 10 MeHee 4eM 5%.

B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS MPEIJIOKEHBI CIIOCOOBI CHUKEHHUS OJH
OJaCTHBIX KJIETOK B mepudepudeckoil kpoBu 10 MeHee yeM 40%, HeoOs3aTenbHO MEHee YeM
20%, Hampumep, MeHee 4eM 10%.B HEKOTOpBIX BapHaHTaX OCYILIECTBJICHUs IPEAJIOKEHBI
CTHIOCOOBI CHIDKEHHSI JOJM OJIACTHBIX KJIETOK B Mepudepuueckoil KpoBu 10 MeHee ueM 5%.

B HekoTOphIX BapuaHTaX OCYIIECTBJICHUS MALMEHT MMEET MPOLEHT OJACTOB KOCTHOTO
Mo3ra, 1Mo MeHblel mepe, 20%, HeoOs13aTenpHO, MO MeHbIuel mepe, 40%, HeoOs3aTenbHO, o
MeHblel Mepe, 60%, HeoOs13aTeapHO, IO MeHblIel Mepe, 70%, 1o neueHus.

B HekOTOpBIX BapuaHTax OCYLIECTBJIEHHS NAllMEHT UMeeT IMPOLEeHT OacToB
nepudepudeckoil KpoBH, MO MeHblield mepe, 5% 10 JeueHus], HeoOs3aTeNbHO, MO MEHbIIEH
mepe, 8%, HeoOs3aTenbHO, Mo MeHblned Mepe, 10%, HeoOs3aTenbHO, MO MeHbLIel Mepe, 15%,
HeoOs3aTebHO, MO MeHblnel Mepe, 20%, HeoOs3aTenbHO 1O MeHbineil wmepe 30%,
HeoOs13aTeNbHO N0 MeHbIIel Mepe 40%, HeoOs3aTenbHO 0 MeHbLIeH Mepe 5S0%, HeoOsA3aTeNbHO
1o MeHblIel Mepe 60% 110 nedeHus!.

JUii  KIIMHUYECKOro  OMpeHeNieHHs  NPOIeHTa  OJIACTHBIX  KJIETOK  OOBIYHO
MPeINoYTUTEIbHA MOP(HOJIOrHYeCcKasi OLIEHKA KJIETOK (TaKKe U3BECTHAs KaK ITUTOMOP(OIIOTHSI).

Monomepanus anmumenamu npomug CD70 u xombunuposaunasa mepanus aCD70+NMI

CHUMCAIOM YDOBEHb JCHKO3HBIX CIGON08bIX KIeMOK U chocodcmeyiom ouddepenyuposxe

BaxxapiM mopMHOKeCcTBOM OmactoB mpu AML ABIISIOTCS IEHKO3HBIE CTBOJIOBBIE KJIETKU
(LSC). LSC npencraBnsitoT co0O# OMyXoJieBble CTBOJIOBBIE KJIETKH, CITOCOOHBIE MHUIIMUPOBATH
neiiko3. LSC  Moryr camMOOOHOBNSTHCS, BbI3bIBas  JIEHKO3, a TakkKe YaCTHYHO
muddepeHnrpoBaTbcsi B OOBIMHBIE ONacTHBIe KieTkH, He spisomuecss LSC, kortopsie
HAIIOMHUHAIOT UCXOIHOE 3a00NieBaHHE, HO He CIOCOOHBI caMOOOHOBIAThCA. LSC MoryTt ObITh

OXapaKTepU30BaHbl KakK KJETKH, koTopble siBisitoTcs CD34+, CD38—, HeoOsi3aTenpbHO Takke
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CD45— w/unmu CD123+. LSC Taxxe MoryTt ObITh OxapakrepusoBanbl kak CD45dim, SSClo, lin—
CD90+CD34+ knerku. Ywmenbinenue konuuectBa LSC y mnaumenra ¢ AML  gomxHO
3HAYUTEBHO YIIYYLIUTh MEPCHIEKTUBY PEMUCCUU U CHU3UTh BEPOATHOCTD PELIUINBA.

Kax moka3aHO B HAcTOSIIEM ONMUCAHUM, MOHOTEpamusi U KOMOMHHUPOBaHHOE JIEUEHHE
coryacHo m3o0pereHnto cHmwkaroT gomto LSC y manmenra mo MeHblneil mepe B 2 pasa, a B
HEKOTOPBIX ClIy4asix B ropaszo Oosnblieli creneHu. [1o3ToMy 0XKHIAaeTcsi, YTO JIEYEHUE COTIACHO
N300pETEHUIO HE TOJIBKO YMEHBILIUT OOIIUIT MPOLEHT OJaCTOB y MAIMEHTa, HO TAK)KE YMEHBIIUT
BEPOSITHOCTD MOCIIENYIOMIErO peuanuBa 3a001eBaHMsI.

CnenoBarenbHO, B HEKOTOPBIX BapUaHTaX OCYLIECTBIEHHs CIIOCOOBI MO HU300PETEHUIO
yMeHbLIatT kouuecTBo LSC B BUIE NOIM MOHOHYKJIEAPHBIX KJIETOK (TaKKe YIIOMUHAETCS Kak
yMmeHblieHne 9actotel LSC). B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS MPEAJIOKEHBI CIIOCOOBI
cHmkenust yactotsl LSC mo menbiueit mepe B 2 pasa.

B HekoTOpBIX BapwaHTax ocyiiecTBieHUs oneHka aonmu LSC B KOCTHOM MO3re MOXKET
OBITH  OmpeneneHa IyTeM [OCEBAa IMOCJIENOBATEIbHBIX  Pa3BENCHUI, Hampumep, Ha
METUIILEIUTIONIO3Y.

MonoTtepanuss W KOMOMHHMPOBAHHOE JIEUEHHE COIJIACHO H300pPETEHHI0  TaKKe
cnocobctyroT auddepenuuposke LSC B muenounnnbie kinetku. CTUMyJTUpPOBaHHE TaKOM
muddepennnpoBku cHukaeT nonysinmo LSC, crnocoOHbIX K caMOOOHOBIEHHIO, TEM CaMbIM
YBEJINYMBasi BEPOSITHOCTh PEMHUCCUU U CHIDKAsI PUCK PELUNBA.

Muenougnas muddepennuposka LSC xapakTepusyercs aCUMMETPUYHBIM JeJIEHHEM
KJIETOK, B OTJIMYHE OT CUMMETPUYHOIO AENIEHHs KJIETOK, KOTOPOE MPUBOIUT K JIBYM AOYEPHUM
CTBOJIOBBIM KJIETKaM. ACHMMETPUYHOE JeJIEeHUE MOKET OLIEHUBATBhCS C IOMOINBIO METOIOB
MUKPOCKOIIUU WU TyTeM H3MEPEHUs] MapKepOB MPEAONpPENesICHUs] KJIETOK, TAKUX Kak OeJlok
Numb. Kak mnokazano B HactosimieM onmcaHuu, LSC OT manmMeHTOB, KOTOpbIE MOJyYaslnd
MOHOTepanuio aHTuTesioM npoTuB CD70, mposBISAIOT MOBBILIEHHYIO 3Kcrpeccuro Numb (u,
CJIEZIOBATENIbHO, TOBBIIIEHHYID IH(P(EPEHIUPOBKY) MO CPaBHEHUIO C MPEIIIECTBYIOLIUM
aeyenneM. Okcrpeccuss Numb (u, criemoBaTtenbHO, AudQepeHIMpPOBKa) TOMOJHUTEIBHO
YBEJIIMYUBAETCS], KOTJA MAlHeHTOB Jevyar aHTuTenoM npotuB CD70 B komOnHauuu ¢ NMIL Otu
JaHHbIE TIPEACTABIIIOT COOOH MEpBYH0  KIMHHYECKYIO JIEMOHCTPALMIO  YBEJIHYCHUS
muddepenuupoku LSC anturenom mporuB CD70 in vivo u, TakuM 00pa3oM, OMEpPEKarOT
naHHbIE in vitro, mpencrasieHHbie Riether et al. J. Exp. Med. 2017 Feb;214(2):359-380.

B HexoTOphIX BapuaHTAaX OCYINECTBJIEHUS CIIOCOOBI  COTJIACHO  H300PETEHHUI0
cnocobcTByOT nupdepeHnnpoBKke JIEHKO3HBIX CTBOJOBBIX KJIETOK. B HEKOTOpPBIX BapHaHTaX
OCYILECTBIIEHHS] CIIOCOOBI COTIACHO M300PETEHUI0 CIIOCOOCTBYIOT aCUMMETPUYHOMY AEJIEHHIO

JIEWKO3HBIX CTBOJIOBBIX KJIETOK. B HEKOTOPBIX BapuaHTax OCYIIECTBJIEHUS CIOCOOBI COTJIACHO
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n300peTeHNI0 CIOCOOCTBYIOT 3Kcnpeccuu Numb Ha JIeHKO3HBIX CTBOJIOBBIX KIJIETKAX.

AML s0bhexmusno noosepeaemcsi ieyeHuIo 0axce nPU HU3KUX 0030X aumumeid nPpomue

CD70

JlaHHbIE KJIMHUYECKOIO HCIBITAHUS, MPEACTaBJICHHbIE B HACTOSIIEM OIMCAHUHU,
JAEMOHCTPHUPYIOT, YTO MPOLIEHTHOE CoNeprKaHue OJACTHBIX KIIETOK ObLIO CHIDKEHO Y MAalUeHTOB,
KOTOpBIX JiedaT aHTurenamu nporus CD70, maxe B camoil HM3KOHN nose. Llenbto BBemeHHs
NAalMeHTaM aHTHTeNl B OSTOH J03€ OBUIO MPOCTO MOATBEPAUTH OE30IaCHOCTh JICYEHUS
AHTHUTEIAMH U ONPEAENIUTh AO30JIUMUTHPYIOY Tokcu4HOCTh (DLT). ITostomy Obuio O4YeHb
YAUBUTEJIBHO, YTO AaXKe MOCJIe OAHOKPATHOIO BBEICHUs CAMOI HU3KOM 103bl aHTUTENIA TPOLIEHT
OJIAaCTHBIX KJIETOK 3HAYUTEIbHO CHHUKAJICS.

Takum oOpa3zom, JaHHBIE, MPEACTABICHHbIE B HACTOSIIEM ONHCAHUH, TEMOHCTPHUPYIOT,
yro AML unu MDS MOXHO J€uuTh BCEMM IMpPOTECTHUPOBAHHBIMU [103aMH aHTUTENA MPOTUB
CD70, Bkiro4asi HEOKUIAHHO HU3KHE O3B,

CnenoBarenbHO, B HEKOTOPBIX BAapUAHTAaX OCYINECTBIEHHs BCEX CIIOCOOOB IO
u3zobpereHnio aHTUTeNo mpotrB CD70 Uitk ero aHTUreHCBSA3BIBAIOINNN (PPArMEHT BBOZST B 103€
B nuamna3one ot 0,1 Mr/kr no 25 Mr/kr Ha 103y, Hanpumep B nuanazone ot 0,1 Mr/kr 1o 20 Mr/kr.
B  HexkoTOpbIX BapuaHTax  oOcCyllecTBieHuUs aHtuteno nporus CD70 wumm  ero
AHTUT€HCBSA3BIBAIOIINN ()parMEeHT BBOAST B 103€ B Auana3oHe oT | mr/kr po 20 mMr/kr Ha m03y.
OnucanHble B HACTOSIIIEM JOKYMEHTE AMANa30HbI BKJIOYAKOT KOHEUHbIE TOUKU JUANa30Ha, €CIIH
HE YKa3aHO MHOE, HalpuMep, BBeleHue B 103¢ B quanasone 0,1-25 Mr/kr BkiIrouaeT BBEIEHHE B
noze 0,1 MI/Kr ¥ BBeAeHHE B J103€ 25 MI/KI, a Takke BCE J03bI MEXAY ABYMsS KOHEYHBIMH
TOYKAMH.

B HEeKOTOpbIX BapuaHTaX OCYIIECTBJIEHHs CITOCOOOB MO M300PETEHUIO aHTUTENO MPOTHUB
CD70 unu ero aHTHIreHCBSI3bIBAIOLIHN (PparMeHT BBOIAT B A03€ B AuamnazoHe ot 0,1 mr/kr go 15
MI/KT. B HEKOTOpBIX BapwaHTax OCYIIECTBJIeHUs aHTUTeno mnporuBs CD70 wmm  ero
AHTUTEHCBS3BIBAOINUN (PparMeHT BBOAST B 03¢ B auamaszoHe oT 0,5 mr/kr go 2 mr/kr. B
HEKOTOPBIX BapUaHTaX OCYIIECTBJICHHs aHTUTENO TpoTuB CD70 min ero aHTUreHCBS3bIBAOLITHI
¢dbparmeHT BBOAST B no3e 1 wmr/kr, 3 wr/kr, 10 mr/kr wim 20 wmr/kr. B HekoToOpbIxX
NPEANOYTUTENbHBIX ~ BapHaHTaX OCylLlecTBieHUs aHTtureno npotus CD70 wumm  ero
AHTUTCHCBS3BIBAIOIINNA (PparMeHT BBOAST B a03¢ | MI/Kr. B HEKOTOPBIX MpPEANOYTHTEIBHBIX
BapPHUAHTAX OCYLIECTBIEHHUs aHTUTENO NMPoTUB CD70 My ero aHTUTreHCBA3BIBAIOIIUN (pparMeHT
BBOAST B 103¢ 10 Mr/Kr.

B HekoTOpBIX BapuaHTaX OCYLIECTBJIECHHUS BBOAAT MHOXXECTBEHHBbIE N03bl AHTHUTENA
nporue CD70 wnm aHTHreHCBs3bIBAIOLIEro ()parMeHTa. B HEKOTOPBIX TaKMX BapHaHTax

OCYLIECTBJIEHUsl Kaxkaas no3a aHtutena npotuB CD70 wiu ero aHTUNEeHCBSI3bIBAIOILETO
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¢parmenrta orctout Ha 10-20 nHei, HeoOs3aTenpHO Ha 12—18 nHel. B HEKOTOpPBIX BapuaHTax
OCYILIEeCTBJIEHUS Kax/as no3a anturena npotus CD70 orcrout Ha 14-17 aneii.

B HEKOTOPBIX BapHaHTaxX OCYIIECTBIIEHHS JIEYEHNE COTJIACHO M300PETEHHIO IPUBOIMT IO
MEHbIIEH Mepe K YaCTUYHOU PEMUCCUU. B HEKOTOPBIX BapuaHTaX OCYLUECTBJICHUs JICYCHUE
NPUBOAUT K TOMY, YTO y TAalMEHTa HaOJromaeTcss cocTosiHue Oe3 Jelikoza. B HEKOTOpbIx
BAPHAHTAX OCYLIECTBJICHUs JIEYEHHE MPUBOAUT IO MEHbIIEH Mepe K IOJHOHM PEMHCCHU C
HertonHbIM  BezopoBieHneM (CRi). B HEKOTOphIX BapuaHTaX OCYIIECTBIICHHS JICUCHHE
MIPUBOAMT 110 MEHbLIEH Mepe K MOJHON PEMHUCCHUH.

Takum oOpaszoM, JiedeHHe COTJIACHO M300peTeHnr0 mo3BoiisieT Jeuntb AML wimn MDS
NyTEM YMEHBLICHUS KOJUYECTBA OJIACTHBIX KJIETOK (BKJIIOUAs JIEHKO3HbBIE CTBOJIOBBIC KJIETKH) B
KOCTHOM MO3re H B mnepudepuueckoil kpoeu. Jleuenune Tarxke ocobeHHO 3¢pdexkTuBHO mpH
cHmxeHuu yposHst LSC.

Xapaxmepucmuxu nayuenma

JleueHne B COOTBETCTBHU C H300pETEHHEM OCOOEHHO BBITOAHO, IIOCKOJIBKY OHO
obecnieunBaeT 3PQeKTHBHBIE CPENCTBA MHAYKUUN PEMUCCHH (YaCTHYHOW MM mojHoi) AML
0e3 3HaYNTEIHHONH TOKCHYHOCTH M 3a00JI€BAEMOCTH, CBSI3aHHBIX CO CTAHAAPTHONH MHTEHCHBHOM
xumuorepanueid. OOecrieueHue Tepanuu 0Oe3 3Tux NOOOYHBIX  3(P(PEKTOB  SABISIETCS
CYLIECTBEHHBIM NPENMYILECTBOM H300pPETEHUS.

VYmenbmenne mnobounbix 3¢¢exroB Tepanuu AML sBHO kenaTenbHO Ui JIEUEHUS
nanueHToB ¢ AML B nenom. Kpome TOro, sTo 0CO0€HHO BBIFOAHO MJIsI MALUEHTOB, KOTOpbIE
00BrHO HE Moryu Obl mOJTy4uTh OoJiee MomHoe eueHne AML. CymecTByer HeOOXOOMMOCTh B
5 QeKTUBHONW Tepanuu Uil MAlMeHTOB, KOTOPbIM HE IMOIXOAWUT CTAaHAApTHAs WHTEHCHBHAS
XUMHOTEpanus 3—3a COMyTCTBYIOIIMX 3a00JIeBaHUI MalleHTa, HarnpuMmep, B Bo3pacte 60 ser
win crapme. XOTs sl 9TUX MalUUeHTOB JOCTYIHBI aJIbTepPHATHBHBIE METOIbI JICYEHHSI
(mampumep, HuskomosupoBaHHbI mutapabuH (LDAC)), OHHM CHHXAIOT BEPOSTHOCTH
TOCTH)KEHUS] PEMHUCCUH U TIO—TIPEKHEMY CBSI3aHBI CO 3HAYUTEIBHBIMH TTOOOYHBIMH 3P PeKTamu.
Hanpotus, nedeHue cornacHo u300peTeHH0 obecrieunBaeT >¢¢ekTuBHyr0 Tepanmo AML,
KOTOPYIO MOTYT MEPEHOCHTH MALMEeHThI, KOTOPBIE P 3TOM HE MOTYT NMEPEHOCHTb TOKCHYHOCTh
CTaHAAPTHON MHTEHCUBHOW XMMHUOTEPAIHH.

CnenoBarenbHO, B HEKOTOPBIX BapUAHTAX OCYIIECTBJICHUS H300PETEHHUS MALUEHTY He
NOJXOAUT CTaHJAPTHAsI WHTEHCHUBHAs XMMHUOTEPAINUs Mepen JieueHHeM. B HEeKOTOpPBhIX Takux
BapHaHTaX OCYIIECTBJICHUS TMAIlHEHTy MO MeHbIneld mepe 00 jer, HeoOs3aTebHO IO MEHBIIEH
mepe 70 ner.

Eme opHOl TpaguuuoHHON Tepanued ana AML  sBusercs  TpaHCIUIaHTALMs

remMonoaTudecknx CcTBOJIOBBIX kierok (HSCT) ¢ wucnonb3oBaHHMEM aJUIOTE€HHBIX — UJIH
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ayTOJIOTUYHBIX CTBOJIOBBIX KJIETOK. IlallMeHThl, KOTOpbIM He MOAXOAUT CTaHAapTHas
MHTEHCUBHAsI XUMHUoTepanusi, o0prdHO He MoryT moiydate HSCT. Dto cBsfizaHO ¢ Tem, 4TO
BEPOATHOCTb  YCHEIIHOM  TPAHCIUVIAHTALMU  CHMIJKAETCSl Yy  MALUEHTOB, MOJyYarolLIuX
XHUMHOTEPANMIO TOJBKO B HU3KHMX J03aX, IOCKOJBbKY OHH HE MOIYT IOJY4YUTb CTAHAAPTHYIO
VMHTEHCUBHYIO XUMUOTEPAIHIO, MPEIHA3HAYCHHYIO Ul YAaJeHus! OJIaCTOB KOCTHOT'O MO3ra Ipu
MOATOTOBKE K MOJy4eHHI0 TpaHcIutaHtata. B 1o Bpemsa kak HSCT mokeT mpoBoauThesi C
UCIOJB30BAHUEM XMMHOTEPANIUU ¢ MOHMKEHHOW MHTEHCHUBHOCTBIO, BEPOSITHOCTb yCII€Xa HUXKE
u3—3a OoJbIIeH BEPOSITHOCTH OCTATOYHBIX OJIACTOB, OCTAIOIIMXCSI B KOCTHOM MO3TE.

IMpurognocte otaenpHoro maiuenta nisi HSCT Oyner 3aBuceTh OT WHIMBUIYAJTbHOU
OLIEHKU KJIMHHULIKACTA C YYE€TOM BEPOSTHOCTH YCIEIIHOW TPAHCIUIAHTALIMU U APYrux (PakTopos,
TaKUX KaK OCTaBILIMECS] BapHaHThl JIeYeHHs] M KadyecTBO >KU3HU. [IpumepoMm, HO BaKHBIM
(bakTOpOM, KOTOpPBIH CIIEAYET YYHUTHIBATH, SIBJISIETCS IPOLIEHT OJIACTOB KOCTHOTO MO3Ta,
JE€MOHCTPHUPYEMBbIX MMaLIUEHTOM.

Kak moka3aHo 371ech, JIEYeHHE COTIIACHO M300PETeHHI0 CIIOCOOHO 3HAUUTENIbHO CHHU3HTD
NPOIEHT OacToB KOcTHOro mMosra. ObecnieunBasi CpencTsa Uil CHIDKEHHS NPOIIEHTa OJacTOB B
KOCTHOM MO3r€ y MalleHTOB, KOTOPbIM HE MOJXOAUT CTaHJApTHAs HHTEHCUBHAsI XUMHOTEpAIsl,
croco0pl MO M300peTeHHr0 OTKpbIBAOT mnepcrnektuBy yenemnoro HSCT B momynsiun
nanueHToB, 1st kotopbeix HSCT panee He pexkoMeHA0BaICA.

CrnenoBarenbHO, B HEKOTOPBIX BapUAHTaX OCYIIECTBJIEHUS BCEX aCMEKTOB M300pETEeHUs
NALUEeHTy He MOAXOAUT CTaHJapTHAs MHTEHCHBHAs XMMHOTEpANus Nepes JeUeHUeM, a JIeYeHHue
CHIKAeT MPOLEHT OJacTOB KOCTHOrO MO3ra, Tak 4ro manueHT umeer mnpaso Ha HSCT. B
HEKOTOPBIX BAPUAHTaX OCYLIECTBJICHUS JIEUYEHUE [ONOJHUTENBbHO BKIIOYAET MPOBEACHHUE
TPaAHCIUIAHTALIMH F€MOTIO3THYECKHUX CTBOJIOBBIX KJIETOK MAIEHTY.

B HacTosiiieM onmmMcaHuM MpemioskeH crnocod moaroroBku manueHta ¢ AML wiu MDS
IUI TPAHCIUIAHTALUH TeMOMO3THYeCKUX CTBOJIOBBIX KjeTok (HSCT), Brimouarommii BBeneHUE
NanueHTy ofxHoW wiu Oonee no3 aHturena npotuB CD70 miam ero aHTHIEHCBSI3BIBAOLIETO
¢dparmenTa.

B HexoTOphIX BapuaHTax OCYIECTBJIEHMs U KaK OMHCAHO B [PYyIOM MECTE B HACTOSIIEM
IOKYMEHTE, CIOcO0 MOJKET IOMOJIHUTENBHO BKIHOYaTh BBeneHne NMI (Hanmpumep, HMA,
TAKOT'0 KaK a3allUTH/INH) MMALUEHTY.

B HekoTOphIX BapMaHTax OCYLIECTBIEHHS CHOCOO JOMOJHHUTENbHO BKIJIIOYAET
nposenenne HSCT nmauuenty.

Osxupaercsi, 4TO JIeU€HUE COTJIACHO M300peTeHHo OyneT ocoOeHHO 3P PeKTUBHBIM IpU
JIEUEHUH MALMEeHTOB C aHOMaJIbHO BBICOKUMHU YpOBHsIMU pacTBopumoro CD27 B ceIBOpoOTKe.

He >xenmast ObIThb CBA3aHHBIMH TeOpHEH, cuuTaercs, 4ro ces3biBanue CD27-CD70
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NPUBOAUT K BbICBOOOKAeHHIO pacTBopumoro CD27 (sCD27) nytem menaunnra. CrnenoBaTrenbHo,
pactBopumbiii CD27 moskeT city:kuth OnomMapkepom aiist creneHu Bzanmoaeiicreust CD70/CD27
(Riether et al. J. Exp. Med. 2017 Feb;214(2):359-380, BKJIIOYEHO B HACTOsIEe OIMUCAHUE B
KadecTBe cchblUIkK). B actHOCTH, SCD27, Kak monararoT, KOppelIupyeT ¢ MPOLIEHTOM OJIaCTHBIX
KJIETOK B KOCTHOM MO3re€, a TaKKe CIYKUT B KauyeCTBE Mapkepa Uil CTBOJOBOCTH OJacTOB
NalMeHTa, MPU 5TOM MOBBIIIEHHBIH ypoBeHb SCD27 ykas3piBaeT Ha IOBBILIEHHBIH YpPOBEHb
crBojioBoctH (Rietheret al. J. Exp. Med. 2017 Feb;214(2):359-380).

Cuuraercs, uro omnocpenoBanHas CD70/CD27 mnepenada CHUTHAjJOB CIIOCOOCTBYET
abeppaHTHOMY [IEJICHUIO KJIETOK, a BBICOKHI ypoBeHb SCD27 B CBIBOPOTKE KOPPEIUpPYET C
MJIOXUM TporHo3oM y mnamueHToB ¢ AML. Hcnone3oBanue antutena mporus CD70 B
COOTBETCTBUH C HM300pPETEHHEM CHIDKAET MPOLEHT ONAaCTHBIX KJIETOK B KOCTHOM MO3re (CM.
ITpumepsl) u 6mokupyer B3aumoneiicteuss CD27/CD70, Tem cambIM CHUXKAst YPOBHU OJIaCTHOM
CTBOJIOBOCTH U criocoOcTByst quddeperunpoke. COOTBETCTBEHHO, OXKHUIASTCS, YTO MALIMEHTHI C
AML, umeromue mnoBbimeHHb SCD27, monydatr ocoOyr TOJIB3y OT JIeYEHHsS AHTUTEJIOM
nporus CD70 cornacHo n300peTeHHIo.

OO6pa3sip! 310pOBBIX JTHOAEH NeMOHCTpUpYoT ypoBHH sCD27 B chiBopoTke ot 10 1o 200
en/mi, a y naueHToB ¢ AML — nossitneHHbIN ypoBeHb SCD27 B ceiBopotke (Riether et al. J.
Exp. Med. 2017 Feb;214(2):359-380). CnenoBarenbHO, B HEKOTOPBIX BapHaHTax
OCYIIECTBJICHUs] M300peTeHHs y MalUeHTa, MOAJIeXKAIero jJeueHuto, konuentpauus sCD27 B
CBIBOPOTKE TpeBbilIaercs 10 Oonee uem 200 en/mu. Taxoke ObLIO YCTaHOBIEHO, YTO IS BCEX
nanueHToB ¢ AML B Bo3pacte M mo kareropusMm pucka noaruna AML (to ectb cpeau
NALMeHTOB ¢ OJaronmpusTHOW, NPOMEKYTOYHOH M BBICOKOTO PHCKA/HEONaronpusTHONH
LIUTOreHETHYEeCKONW  kyaccupukauueii) mnauueHtsl ¢ ypoBHeM SCD27 B ChIBOpOTKE,
npeBbIAIUM nopor 577 Ex/mn umMeroT Xyamui mporHo3, 4eM MarueHTs! ¢ ypoBHsimu sCD27
HIDKE 5TOro nopora. I103ToMy B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHUS MALIMEHT, NOAJEKAIINN
JICYSHHI0, UMeeT KOHIeHTpauio sCD27 B CbIBOPOTKE, npeBbiuarouyto 577 Ex/mi.

Korma ypoBau sCD27 B ChIBOpOTKE OBLIM NPOAHATU3UPOBAHBI B KATETOPHUSX PHCKA
noaTuna AML, ObuTo BBISIBIEHO, YTO Y manueHToB ¢ AML mogxoasimero moaTvna ¢ ypoBHEM
sCD27 B cbIBOpPOTKE, IpeBbimaromuM nopor B 470 Ex/min, nporHos Xyke, 4eM y MalUeHTOB C
AML nopxopsimero noaruna u ¢ sCD27 ¢ ypoBHeM Humxe 3Toro mopora. CienoBaTenabHO, B
HEKOTOPBIX BapUaHTaX OCYIIECTBJEHUs MallMeHT, MOJIeKallui JeueHuto, umeer noarun AML
OMaronmpusiTHOrO WJIM HHU3KOTO pHCKa HM HMeeT KoHueHTpauuiro sCD27 B  CBIBOPOTKE,
npesbimaromyo 470 Ex/mi.

VY nauuentos ¢ AML noxarumna npoMexxyTouHOro pucka ¢ yposHem sCD27 B CBIBOPOTKE,

npeBbIaIuM nopor 586 En/mi, nporHos xyske, yeMm y nanueHToB ¢ AML nmpomesKyTo4HOro
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noatuna U yposHeM sCD27 Huke sToro mopora. CrnenoBaTeNbHO, B HEKOTOPBIX BapHUaHTax
OCYIIECTBJICHUs] MALMEeHT, MOAJEeXaluil JedeHuro, umeer noatun AML npomexyTO4HOro
pucka u nuMmeeT koHueHTpanuo sSCD27 B cpIBOpOTKe, mpeBbImaroiyo 586 En/mi.

Y naumentoB ¢ AML noxatuna BbICOKOro pucka ¢ ypoHeM SCD27 B CBIBOPOTKE,
npesblaroIuM nopor 714 En/min, nporuos xyxe, 4eM y naipeHToB ¢ AML nmoaruma BeICOKOTO
pucka u ypoHsimu sCD27 Hmxke sToro mopora. CienoBaTesNbHO, B HEKOTOPBIX BapHaHTaX
OCYILIECTBJICHHs MALUEHT, MOJJIeKaluil JedeHnto, uMeer noatun AML Beicokoro pucka u
umeeT koHueHTpauuto sCD27 B chiBOpOTKe, mpeBbinaroinyt 714 En/m.

OueBUAHO, YTO y MALMEHTA, MOAJIEKAIErO JEUYSHHIO B COOTBETCTBHU C M300pETEHHEM,
koHeHtpanuss sCD27 B ChIBOPOTKE MOKET OBITh TNpPEABAPUTENBHO OINpenejeHa Kak
NPEBBIIIAOINAS MM KaK SIBJISIOLIAsICA HIDKE JTF0O0T0 U3 OMMCAHHBIX MOPOrOBBIX 3HAYEHHN. Tem
HE MEHee, B HEKOTOPBIX BApUAHTAX OCYINECTBJICHUS JIEYEHHE U CHOCOOBI MO H300PETEHHIO
JOTIOJIHUTEJIBHO BKJIOYAKOT CTaUI0 U3MepeHus KoHIeHTpauuu CD27 B CbIBOPOTKE MalleHTa.

Kak yxe omucaHo B HacTosleM AOKYMEHTe, BBeaeHHe aHturena mnporus CD70 B
COOTBETCTBHH C H300pETEHHEM YMEHbINAET KOJHYECTBO OJACTOB KOCTHOTO MO3Ta M MOXKET
onokuposare B3aumopeiicteue CD27 m CD70. CoxpauieHne ONacTHBIX KJIETOK Hapsiay ¢
uHrnOupoBanueM B3aumonercTsuss CD27/CD70 3Ha4YMTENHbHO CHH)KAET YPOBEHb LISIIUHTA
sCD27, xak noka3ano B [Ipumepax.

B HexoTOpBIX BapHaHTaX OCYIIECTBJIEHHS CIOCOOBI COrIACHO M300peTeHHIO (Hampumep,
MOHOTepanusi aHturenoM npotuB CD70 wnn kKOMOMHUpPOBAHHAS Tepanus aHTUTEJIOM IPOTUB
CD70+NMI) cHmxkarot ypoBeb sCD27 B CBIBOPOTKE MO CPaBHEHUIO C MPEAIIECTBYIOIIHM
JeueHreM. B HEKOTOpBIX BapHaHTax OCyllecTBiIeHUs ypoBeHb SCD27 B CHIBOPOTKE CHIIKAETCH,
no MeHbine mepe, Ha 200 nr/mj, HeoOsI3aTeNbHO, MO MeHbinel mepe, Ha 500 nr/mu. B
HEKOTOPBIX BapHAHTaX OCYLIECTBJIEHUs ypoBeHb CD27 B CHIBOpPOTKE CHMXKAETCSI MO MeHbIel
mepe Ha 1000 nr/mu, mo menbLiel mepe Ha 1500 nr/mu wim o MeHbineil mepe Ha 10000 mr/mo
IO CPaBHEHUIO € MPENLIECTBYOIINM JIEUEHHEM.

Hanee B IIpumMepax, NpUBENEHHBIX B HACTOSALIEM ONHCAHUH, NMPOJEMOHCTPUPOBAHO, UYTO
ypoBerb sSCD27 moxeT ObITh HCIIONB30BaH B KaueCTBE KOPpPEJsiTa B3aUMOIEHCTBUS aHTUTENA
npotuB CD70 ¢ ero aHTMreHOM—MHULIEHbI0. Y poBeHb pacTBopuMoro CD27 MokeT yMeHbIIaThCs
B OTBET Ha BBeneHUe aHTuTena npotuB CD70, a 3areM yBenu4yMBaTBHCS MOCHE MPEKpalleHUs
tepanuu. COOTBETCTBEHHO, B HEKOTOPBIX BAPHUAHTAX OCYIIECTBJIEHHUS CIIOCOOBI JOMOIHUTEIBHO
BKJIFOYAIOT MOHUTOPHHI 3()()EKTUBHOCTH JIEYEHHUS MNYyTEM IETEKTHPOBAHUS CBIBOPOTOYHOIO
sCD27.

Beenenne antutena mpotuB CD70 B COOTBeTCTBHM ¢ H300peTEHHEM HE TOJBKO

YMEHBIIACT MPOLUECHT 6.]'IaCTOB, HO IMPEANIOYUTUTCIIbHO YMCHBIIACT KOJIMYECTBO 0aCTHBIX KJICTOK,
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kotopeie 3kcnpeccupyior CD70 (CD70+ OmacroB). IloHsatHo, 4to abeppaHTHBIE OacTHBIE
kietku  AML  cBepxskcnpeccupyroT  CD70  OTHOCHUTENBHO — 3OPOBBIX  KJIETOK—
NpEeAIeCTBeHHUKOB. Takum 00pa3oM, HalleNnuBaHUE Ha OJNAaCTHBIE KIIETKH, 3KCIPECCHPYIOLINE
CD70, ymeHbLIaeT KOJIUYECTBO MATOT€HHBIX OJIACTOB, HO OKA3bIBAE€T HE3HAUUTENIBHOE BIIMSHUE
Ha 30pOBbl€ KJIETKU-TIPEIIIECTBEHHUKH, TEM CaMblM CHW)Kasg PHUCK Pa3sBUTUS LUTONEHUH Y
MaLUEHTA.

B HekoTOpbIX BapHaHTax OCyIIECTBJeHHUs wu3o0pereHusi mnpoueHtr CD70+ Onactos
CHIDKAeTCs. B HEKOTOpBIX BapHaHTax OCYLIECTBIEHHs MPOLEHTHOE CoaepKaHue OJlacToB
CD70+ ymeHbIuaeTcst o MeHbLIeH Mepe Ha 5%, HeoOs13aTeNbHO MO MeHbliel Mepe Ha 10% B
aOCONIIOTHOM BBIpKEHHH. B HEKOTOPBIX BapuaHTaX OCYINECTBJIEHHUs mpoueHT kierok CD70+
yMeHbLIaercs: 10 MeHee uyeM 20%, HeoOsi3aTenbHO MeHee ueM 10 10%. B HekoTopbIX BapraHTax
OCYIIECTBJICHUsS] MPOIEHT OnacTHhIX KieTok CD70+ cHmxkaercs no meHee ueM 5%. IIpoueHT
6macroB CD70+ MokeT ObITh YMEHBLIEH MO YKa3aHHOTO KOJIWYECTBA B KOCTHOM MO3T€ H/MIIH
nepudepuIecKoil KpOBH.

Uro kacaercst jeueHuss MDS, 0COO€HHO IKeNaTeNbHO JIEUUTh MalueHToB ¢ MDS
«BBICOKOTO PHCKa», TO €CTh MauueHToB ¢ MDS ¢ mioXxum mporHo3oM BbDKHBAEMOCTH, Oojee
OBICTPBIM  TIpOrpecCHpOBaHMEM  3a0ojeBaHHMss M Ooyjee  BBICOKOH  BEPOSTHOCTHIO
nporpeccupoBanuss 10 AML. CnenoBaTenbHO, B HEKOTOPBIX BAapUAHTaX OCYLIECTBJICHMUS
nauueHT sBisercs nauueHToM ¢ MDS  «Bpicokoro pucka». B HEKOTOpbIX BapuaHTax
ocyIIecTBIeHHs manueHT umeet oueHKy IPSS-R Gonee 4,5.

Tepanus aumumenom npomuse CD70 6 komOunayuu ¢ HyKieo3uOHbIM MEemAdOIUYeCKUM

unzubumopom (NMI)

Kak yxe ommcaHo B HacTosilleM IOKYMEHTe, MOHoTepanus aHtutesnoMm npotus CD70
obecnieunBaer s>¢dextuBHoe seuenne AML wnim MDS, 4TOo mpUBOOUT K 3HAYUTEIBHOMY
CHIDKEHHIO TIPOLIeHTa OJIACTHBIX KJIETOK. Tarke kak obecneueHne 3(h(HEeKTUBHON MOHOTEpAITUM,
JAHHbIE  HACTOALIErO0  ONUCAaHUs  JAEMOHCTPUPYIOT  JAJbHEHINYI0  TEepPANEeBTHYECKYIO
s¢pextuBHOCTD aHTHTENa poTuB CD70 mpu BBeAEHUM B Ka4eCTBE YaCTH KOMOMHHUPOBAHHOHN
TEparmuu €  HYKJEO3WOHBIM  MeraboimueckuM  uHruouropom  (NMI),  Hampumep
runoMeTwpyromuM areitoM (HMA), TakuM Kak a3auuTUAWH (Takke Ha3bIBAE€MbIH 371€Ch
azauuTHANH, AZA Wi a3a) win AeunuTaOuH.

Takum 00pa3oMm, B JOMONHUTEIBHOM acCIeKTe MPeIoKeHa KOMOHMHALMS, COIep Karas
aarureno nporuB CD70 wmm ero anturencssi3piBarommnii gparmenT m NMI. B HekoTopbIx
Bapuantax ocymectsieHusi NMI npencrasmser coOOH  THIIOMETHIIUPYIOIIUI — areHT,
IPEANOUTUTENBHO a3aLUTH/IUH.

B AOIOJIHUTCIIBHOM aCIEKTE MPEAJIOKECHA KOM6I/IHaLII/I$[, COoACpIKaliasi aHTUTEJIO IMPOTHUB



29

CD70 nnu ero antureHcBszbiBatomuil pparmeHT 1 NMI 11t nmpumeHeHust B criocobe JeueHust
AML wumu MDS. B HekoTtopbIx BapuwaHTax ocymecTBieHuss NMI mpencrasnser coboit
TUIOMETUINPYIOLIUI areHT, NPEANOYTUTEIbHO a3aLIUTUANH.

B nononHuTENnsHOM acrekTe MpeasokeHa KOMOWHAIMA, COAep Kalasi aHTUTENO MPOTHB
CD70 wunm ero aHTUreHcBsi3piBaromuii ¢gparmMenT u NMI ans npumeHeHus B criocode MO
HACcTOsAIIEeMy H300peTeHH0. B HeKOoTOpbIXx BapuaHTax ocyuiectsieHust NMI mpencrasiser
co00I THITOMETHIIMPYIOIIUH areHT, MPEAIOYTHTENBHO a3alUTHIVH.

Crnenyrome BapuaHTbl OCYINECTBJICHUS MPUMEHUMBI KO BCEM acleKkTaM U crocodam
n300peTeHus], MPEICTABJICHHBIM B JAHHOM JJOKYMEHTE, €CJIM HE YKa3aHO WHOE.

A3anUTHIUH SBISIETCS aHAJIOTOM LMTUANHA, a AeMUTAOUH — €ro Je30KCHUIIPOU3BOIHBIM.
AZA wu neuurtabu sBisitoTcs uaruonropamu JJHK—-metuntpancdepas (DNMT), koTopble, Kak
U3BECTHO, aKTHBUPYIOT 3KCIIPECCHUI0 TE€HOB IIOCPEICTBOM THIIOMETHIHMPOBAHUS IMPOMOTOpA.
Takoe rUmOMETHIMPOBaHHE HAapyIIaeT (PYHKLUUIO KJIETOK, YTO MPUBOIUT K LIUTOTOKCHYECKHM
s dexram.

He >xemasi orpaHM4HMBaTBCA KaKOW—JNOO TEOpPHEH, IMONArarT, YTO TEPANeBTHUECKHIl
s dext, Bo3HUKaAOMUI Tpu JiedeHUH aHTUTeIoM K CD70 M HYKJI€O3UIHBIM METa0OINIECKUM
UHruouTOp™m, TakuM kKak AZA, oOyciosineH ycuwieHueM s3¢dexra or oObenuHeHus ABYX
aKTUBHBIX areHToB. Kak y»e ObuIo OmucaHo, OAHO TOJBKO aHTUTENo npotuB CD70 ucromaer
OJacThl KOCTHOTO MO3ra U LUPKYJIUpPYIOIIKe OJacThl (T. €. B KOCTHOM MO3Tre, nepudepudeckoil
KPOBU WIM B O0OHMX), a HYKJIEO3UIHBIH MeTaOONn4eckuii HMHruourop (Takoi kak AZA)
WHAMBUyAJIbHO HapyLIAET KJIETOUYHYIO AKTUBHOCTb.

Kpowme Toro, aktuBauusi CD70 Ha noepxnoctu GmacroB AML u LSC unpynmpyercs
JICYCHHEeM HYKJICO3UIHbIM MeTaOOIMYeCKMM MHIHOUTOPOM (a3alUTUAMH MM AeUUTa0uH) (CM.
Mpumepsr u @urypy 1). 10T 3)(DeKkT akTUBALMM AHTHUIE€HA KOPPEIHPYET C YBEIUYCHUEM
s¢pextuBHOCTH aHTHTENa poTUB CD70 MpH UCONB30BAHUN B KOMOWMHALIMK C HYKJIEO3UIHBIM
METa0OJMUYECKUM HHTHOUTOPOM, TaKUM KaK a3alUTUIWH, KaK IIOKa3aHO B IPHJIAraeMbIX
[Tpumepax. DTO MPUBOAMT K TOMY, UYTO KOJHMUYECTBO OJIACTHBIX KJIETOK YMEHbIIAETCS B OOJIbIIEH
CTEIEHH, YeM TOCJIe BBEEHHs OHOTO aKTUBHOIO areHTa, U MOXET OOBSICHUTH YIAUBUTEIbHYIO
3¢ ¢$eKTHBHOCTP KOMOMHMPOBAHHOTO JIeUeHMs1, korna antuteno npotus CD70 BeoxmaT B BHIE
HU3KOH 103BL.

CnenoBaTenbHO, B ONPEIENEHHBIX NPEANOYTUTENbHBIX BapUaHTaX OCYIIECTBIEHUS
CIIOCOOBI JIEUEHHUS U CIIOCOOBI 1O M300PETEHHIO JOMOJHUTENPHO BKIIIOYAI0T BBEACHUE NALIUEHTY
MeTa0OIMUYECKOT0 HYKJIEO3UIHOTO MHIHOMTOpa. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHUS
HYKJICO3UIHBIN MeTabOoIMYeCKHii HHIHOUTOP MpPEACTaBiIsieT COOONH TMITOMETHIINPYIOIIUN areHT.

B HekoTOpbIX BapuaHTaxX OCYIIECTBJIEHUS HYKJICO3UAHBIH MeTadONHMUecKuii HHTHOUTOP
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NpeACTaBysieT COOOH a3alUTUANH WK AeuuTabuH. B HEKOTOPBIX MPEANOYTHTEIBHBIX BAPHAHTAX
OCYILECTBIIEHHSI HYKJICO3UIHbIH META0OIMUECKUI HHIMOUTOP MPEACTABIsIET COOOH a3allUTHANH.

B HekOTOpBIX BapHaHTax OCYINECTBJIEHUS HYKJICO3HIHBIH METaOOJUUECKUN WHTHOUTOP
(HampyMep, a3aLMTHANH) BBOXAT B 103¢ B auamasoHe 50-100 mr/m® B meHb. Kak yie
OTMEYAJIOCh, AMANA30HbI, OMUCAHHBIE B HACTOSALIEM JOKYMEHTE, BKJIIOYAIOT KOHEYHBIE TOYKU
ZMara3oHa, €CJIM He YKa3aHO MHOe — HampuMmep, BBeeHUe B 03¢ B Auana3zoHe 50-100 Mr/M” B
JleHb BKIIFOYAET BBENEHHE B 03¢ 50 MI/M> B I€Hb U BBeneHue B 1o3e 100 mr/m’ B JIeHb, a TaKXKe
BCE€ JO3bl MEXIy ABYMsl KOHEUHBIMH TOYKaMH. B HEKOTOpPBIX BapuaHTax OCYILIECTBJICHUS
HYKJICO3UIHBINA MeTaOOIMUECKHii MHTHOUTOP BBOASAT B 703€ B Auanasone 70—80 MI/M B neHb. B
HEKOTOPBIX MPEANOYTHTENIbHBIX BAPHAHTAX OCYLIECTBJICHUS HYKJICO3UAHBIM METa0OIHMUYECKHUit
MHIHOHUTOD BBOZAT B 03¢ 75 MI/M” B [I€Hb.

B HEKOTOpBIX BapHaHTaxX OCYINECTBJICHHUS] HYKJICO3HIHBIH METaOOJUYECKUH WHTHOUTOP
BBOJST B T€UEHHUE MEPUOAA AO3UPOBAHUS CYTOYHOH N03bl B TeueHue 5—9 nueil. To ecTs 103y
HYKJICO3UAHOTO WHTUOUTOpAa BBOAAT KaxAbIH AeHb B TeueHue S5, 6, 7, 8 wim 9 nneii. B
HEKOTOPBIX MPEANOYTHTENbHBIX BAPHAHTAX OCYLIECTBICHUS HYKJICO3UAHBIM METa0OIHMUYECKHUit
UHTUOUTOP BBOIAT B TEUEHHUE MTEPHOAA JO3UPOBAHMS CYyTOUYHON A03bI B TEUEHUE 7 THEN.

B HEKOTOpBIX BapHaHTax OCYINECTBJIEHHUS HYKJICO3HIHBIH METaOOIUUECKUN WHTHOUTOP
BBOJSAT B COOTBETCTBUU C PEKUMOM JO3UPOBAHUS MOBTOPSIOIIUXCS MEPUOAOB AO3UPOBAHMS,
IIPU 5TOM KOHELl OJHOTO MEepHoAa AO3UPOBAHUS U HAYAJIO CIEAYIOLIEro Mepuoaa T03UPOBAHUS
OTCTOSIT APYr OT Apyra Ha 18—-25 nuel. To ecTh pekuM NO3MPOBAHMS BKJIKOYAET, [0 MEHbLIEH
Mepe, 2 mepuoaa JO3UPOBAHMS, B KOTOPBIX A03Y HYKJIEO3UAHOTO MHTUOUTOPA BBOIST KasKAbIH
IeHb (HampuMmep, B TeueHwe mepuoaa 5, 6, 7, 8 wnim 9 nHel), rae KOHEL OAHOTO Mepuoaa
NO3UPOBAHUS U HAYAJIO CJIEAYIOLIEro Nepuosia AO3UPOBaHUs OTCTOAT APYT OT Apyra Ha 18, 19,
20, 21, 22, 23, 24 wnu 25 gHeil. B HEKOTOpBIX BapuaHTax OCYIIECTBJEHUS KOHEL OJHOIO
Nepuoja TO3UPOBAHUS U HAYAJIO CIAEAYIOLIEro Nepuoaa J03UPOBaHUS OTCTOAT APYT OT Apyra Ha
21 neHbn.

B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS KaXAbIH IEPUOA JAO3UPOBAHUS HMEET
OMHAKOBYIO  MPOAOJDKUTENBHOCTh (Hampumep, 7 nOHeid). B HEKOTOpeIX BapuaHTax
OCYLIECTBJIEHUSI KOHELl KaXKAOro MepUoAa AO3UPOBAHUS W HAYAJIO CJIEAYIOINEro INepuoaa
JIO3UPOBAHUS OTCTOSIT APYT OT APyra Ha OJUHAKOBOE KOJIMYECTBO NHEH (Hampumep, 21 1eHsb).

B  HexkoTOpBIX  BapuaHTax  OCYIIECTBJIEHHs  NEPBYIO  A03Y  HYKJIEO3HIHOIO
MeTa0OIMYECKOr0 HHIHOUTOpa BBOIAT Yepe3 7—21 neHpb mocie mepBOi A03bl AHTUTENA MTPOTHUB
CD70 unm ero aHTHreHCBsI3bIBAIOLIEro (pparMeHTa. B HEKOTOPBIX BapHaHTaX OCYILIECTBIIEHUS
MEPBYIO 03y HYKJICO3HIHOTO METa0OJIMYeCKOro HHruouropa BBOIAT yepe3s 10—17 mHelt mocre

nepBoii no3pl aHtuTena mnporuB CD70 wmnm ero aHTUreHcBs3biBawolnero ¢parmenra. B
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HEKOTOPBIX BApUAHTAX OCYIIECTBICHUS NEPBYIO 103y HYKIEO3HJHOIO METa0OIMYECKOrO
uHruouropa BBOAAT uepe3 14 nHell mocne mepBod n03bl aHtuTena nporus CD70 wmm ero
AHTUT€HCBS3BIBAIOIIETO (hparMeHTa.

B HexkoTOpBIX BapHaHTax OCYLIECTBJIECHUs OJHY U3 CYTOYHBIX 103 HYKJIEO3HIHOIO
MeTaboIMUecKoro HHruOUTOpa BBOAST B TOT K€ JIeHb, YTO U 03y aHtuTena npotus CD70 wnun
€ro aHTHIeHCBS3bIBAIOINEro ¢parmMenta. To eCThb B BapHaHTAaX OCYIIECTBJICHUS CIOCOOOB IO
U300pETEeHHIO, B KOTOPbIX TAIMEHTy BBOAAT Kak aHtuteno mnpotuB CD70 (wnmm ero
AHTUTCHCBS3BIBAOIINI ()PArMEHT), TaK U HYKJICO3UIHBIH MeTaOOIMYECKHT MHTUOUTOP, PEKUMBI
IO3UPOBKH Kak aHtuTena nmpotuB CD70, Tak u HYKJICO3UIHOTO MeTabOJIMYeCKOro HHruouTopa
TAKOBBI, YTO IO MEHbIIEH Mepe OJHAa W3 3alNIAaHUPOBAHHBIX 103 aHTurena nporus CD70
BBOJUTCSI B TOT € JI€Hb, YTO U OFHA W3 3AIUIAHMPOBAHHBIX CYTOYHBIX 103 HYKJIEO3UIHOIO
METa0OIMYECKOT0 HHTHOUTOPa. DTOT IEHh MOXKET OBITh TIEPBBIM, BTOPBIM, TPETbUM, YETBEPTHIM,
ISITBIM, LIECTBIM HJIH CEABMBIM JTHEM NEepHoaa JO3MPOBAHUS HYKJICO3UIHOIO METabOINIeCKOro
WHTHOUTOpA.

B HexoTOpeIX BapuaHTax OCyLIeCTBJIeHUsA n03y aHTurena npotus CD70 wunu ero
AHTUTEHCBS3BIBAIOIIETO (h)parMeHTa BBOOAT Kakable 14-17 pHEW, a HYKICO3WIHBIN
METa0OJMMYECKU  WHTMOMTOP BBOAAT B COOTBETCTBHM C  PEKUMOM  JO3UPOBAHHS
MOBTOPSAIOLIUXCS] IEPUOAOB BBEAEHUS CYyTOYHON AO3bl B TEUEHHE / AHEH, II€ KOHEL OMHOIO
Nepuoja JO3UPOBAHUS U HAYAJIO CIEAYIOLIEro Mepuoja JO3UPOBAHUS OTCTOAT APYT OT Apyra Ha
21 neHb, mpuyeMm mepsasi CyTOYHasl 103a MEPBOro MepuoAa NO3UPOBaHMsI BBOAUTCS uepe3 14
AHEeH mocie nepBoi 1036l antuTena npotus CD70 uiam ero aHTUreHCBSI3BIBAIOIIETO (hparMeHTa.

E1me ogHuM npenmyecTBoM n300peTeHus SIBJISETCS TO, YTO MOCIIe HAYaJIbHOTO Nepruoa
KOMOMHHUPOBAaHHOU Tepanuu BBeneHne NMI (Hampumep, aza) MOXKeT ObITh OCTAHOBJIEHO WJIU
npekpameHo. Hanpumep, Kak IOKa3aHO B HACTOALIEM OINHMCAHWM, HAYaJbHbIA IEPUOA
KOMOWHHMpPOBaHHOW Tepanuu ¢ aHtutenioM k CD70 u HMUM MoxeT 3HAYUTENbHO CHU3HTH
nporeHT 6sacToB y mauueHTa. OTHAKO CYINEeCTBYET MOTEHINAN [Tl HAKOTUICHHOH TOKCHYHOCTH,
BO3HMKAIOIIEH B pe3ysbTaTe MJIUTEIbHBIX NepuonoB jedeHnuss NMI, nHanmpumep, LUTONEHUH,
BO3HHUKAIOIEH B pe3ysibraTe Bo3AecTBus NMI Ha TUIbI HEOJACTHBIX KJIETOK. Y MEHbIIAsl WJIH
npekpaimas BBeneHue 1036l NMI mocne HaganrpHOro nmepuoaa, pucK TaKOH TOKCHYHOCTH Oyaer
CHIDKEH, U THUITbI HEOJACTHBIX KJIETOK MOTYT BOCCTaHOBUTBCS. OIHAKO MPOLIEHT ONacToB BCE
eme OyaeT KOHTPOJHMPOBATHCS MyTeM MOIAeps:kaHus A03bl aHtuTena nporus CD70. Mpyrumu
CJIOBaMHM, MAaLIMEHT MOKET MOJABEPraTbCsl JEUYECHUIO C MOMOLIbI0 MHAYKLMOHHON TEPaluH yXKe
ONMHCAHHOTO KOMOWHHMPOBAHHOIO JIEUEHHMsI M 3aTeéM MOXeT OBITh TiepeBefieH Ha
MOANEP KUBAOIIYI0 TEPalui0, BKIIOYAIOLIYI0 Tepanuto aHtutenoM mnporus CD70 ¢

yMmeHblaromumucs aozamu NMI unu tepanuto anturenoMm npotus CD70 uHIuMBHAYyadbHO B
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Ka4uecTBe MOHOTEpAIHH.

CnenoBaTenbHO, B HEKOTOPbIX BapHaHTaX OCYLIECTBJIEHUS JIEUEHUE COTJIACHO
n300peTEeHNIO BKIIKOYAeT BBeAeHHE mnanueHty anrturena npotuB CD70 m NMI B kauectse
KOMOVMHHUPOBAHHOM Tepanmuu B COOTBETCTBUU C JIHOOBIM U3 BAapUAHTOB OCYINECTBIICHUS,
ONMCAHHBIX BBILIE, HAa MEPBOI cTaauu (MHAYKLMOHHAS Tepanus) U Ha IMOCIenyrolell BTOpoil
CTaguu BBefieHUE naiueHty anrurtena npotus CD70 u sBenenue no3sl NMI Hipke, yeMm no3a
NMI, BBogMMas Ha MepBOM cTanuu (monaepskuBaromas tepanws). JJoza NMI Ha BTOpO#t cTanuu
MOJKET OBITh HYJIEBOH, TO €CTh BTOpasl CTAIMs MOXKET BKJIIOYATh BBEIEHHE TOJBKO aHTHUTENA
npotus CD70.

B Takux BapuaHTax ocyluecTBlIeHHs A03a aHTUTena npotus CD70, BBogumas Ha BTOPOI
cTanuu (T.e. MONNEPKUBAIOLIEH Tepanun), MpencTapisieT codoil OOy 103y B COOTBETCTBUU C
y’)K€ OIHCaHHbIMU BapUaHTaMM OCyLIecTBJeHMs. To ecTb B HEKOTOpPBIX BapHaHTax
OCYIIECTBJICHUS 1032 HaXOnuTCs B auamna3one ot 0,1 mr/kr go 25 mr/kr, Hanpumep, ot 0,1 Mr/kr
1o 20 mr/kr, Harpumep, oT 1 Mr/kr 1o 20 mr/kr. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS 1032
HaxonuTcss B auamaszone ot 0,1 mr/kr mo 15 wmr/kr Ha no3y. B HekoTopeIX BapuaHTax
OCYIIECTBIIEHHSI 1032 HAXOAUTCA B AuanazoHe oT 0,5 Mr/kr 1o 2 mr/kr. B HeKOTOpBIX BapuaHTax
ocymiecTBiieHUs1 n0o3a cocrapisier | wmr/kr, 3 mr/kr, 10 mr/kr wim 20 mr/kr. B HEKOTOpBIX
BapUAHTaX OCYIIECTBJIEHHUS 71032 COCTaBIsieT | MI/Kr. B HEKOTOPBIX BapuaHTaxX OCYIIECTBIICHHS
no3a cocrasiser 10 Mr/kr.

ITponomKuTeNnbHOCTh NEPBOM cTaauy (T.€. MHAYKLIMOHHAS TEpaIiusi), CPOKU Mepexosa Ko
BTOpPOW cTaauu (T.€. TOIAEPKUBAIOLIAs Tepamus) M CTeneHb, 10 KoTopoi mo3a NMI
YMEHBINAETCS] WM IOJHOCTBIO MPEKPAIIaeTCcs €€ BBEACHHUE, SBISIFOTCS (PAKTOPaMH, KOTOPBIE
OyayT aganTUpOBaHbI AJIsl KOHKPETHOTO MALMEHTA, U ONPEIeNieTCs] UX BPAuOM B 3aBHCUMOCTH
OT peakIMy MalMeHTa Ha Tepanuio U uctopuu Oone3nu. CienoBaTenbHO, CASAYIOLINE BAPHAHTI
OCYILIECTBJIEHUS MPEACTABJIEHBI B KAU€CTBE HEOIPAHUYNBAIOLIUX TPUMEPOB.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUS MHAYKIMOHHAS Tepanusi BBOAUTCS MALIUEHTY
IO TeX TOp, MOKa MPOLIEHTHAS A0S OJIACTOB €ro KOCTHOTO MO3Ta W/WK Nepu(eprudecKkoil KpoBH
He craHeT MeHblie 4deM 10%, HeoOs3arenbHO MeHblie 4yeM 5%. B HEKOTOpBIX BapHaHTax
OCYIeCTBJIEHUs] UHIAYKIMOHHAs Tepanusi BBOJUTCS B TeU€HHE 10 MEHbIIEell Mepe 5 MmepuoaoB
nosupoBanusi NMI, HeoOsi3arenbHO MO MeHbined mepe 6, 7, 8, 9 unn nmo MeHsbiueir mepe 10
nepuonoB nosuposanust NML

B HekoTOpbIX BapuaHTax ocyluecTBiIeHus no3a NMI B nepuoa noaaep;kaHusi COCTABIISIET
He Gosee yem 50 Mr/M> B [eHb, HEOOS3aTENbHO He Gostee yeM 40 Mr/M> B [€Hb, HEOOS3aTEbHO
He Gonee yem 30 MI/M” B IeHb, HEOOA3ATENBHO He Gostee ueM 20 MI/M” B I€HD.

dapmaleBTHUECKHIE KOMITO3UIIMU
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B cootBercTBUE ¢ M300peTEHNEM TaKKe MPENIIOKEHB! (PapMaleBTUIECKUE KOMITO3UIUH
IUIs TIPUMEHEHHsI B CIIOco0axX, ONMMCAHHBIX B HACTOsIIEM AoKyMmeHTe. IlosToMy B cienyromem
acriekTe H300peTeHus MpeaoxkeHa (apMaleBTHYeCKas KOMIO3MULUS, COAEpsKallas aHTUTEJIO
npotus CD70 u papmaneBTuyecku mpueMieMoe BCIIOMOTaTeNIbHOE BEIECTBO MIIM HOCUTENb [T
NpUMEHEeHHUs B criocode coriacHo nzodperenmto. Iloaxomsimue papmaneBTHIecKu mprueMiieMble
HOCHTENIN U BCIIOMOTATeNIbHbIE BEIECTBA U3BECTHBI CIIELMANNCTY B aHHON obnactu. [Tpumepst
(dapmaLeBTHYECKH NPUEMIIEMBbIX HOCHTENIEH M BCIIOMOTaTEbHBIX BELIECTB, MOIXOAAIINX IS
BKJIFOUYEHHUS] B (papMalleBTUYECKHE KOMIIO3ULMH MO M300PETEHHUI0, BKIIIOYAIOT LUTPAT HATPUS,
TJIULMH, nonucopbat (Hampumep, noiucopdbart 80) u coneBoli pacTBop.

Jdns  xkomOuHammii mo  wm3o0perenmto  antureno mnporuB CD70  wmm  ero
AHTUTCHCBS3BIBAIOIIHNA ()PArMEHT MOTYT OBITh BKJIFOUEHBI B COCTAaB AJISl BBEACHUS TEM K€ MyTEM
WY IPYTHM IIYTEM I10 CPABHEHHUIO C HYKJICO3UAHBIM METa0OJNUECKUM HHTHOUTOPOM.

B HexoTOpBIX BapuaHTax OCYLIECTBJIEHMsI aHTUTesno npotuB CD70 BBOAAT MaLlUEHTY
NapeHTEPANbHO, MPEANIOYTUTENILHO BHYTPUBEHHO (V). B HEKOTOPBIX BapUaHTax OCYILIECTBICHUS
antureno npotus CD70 BBOAAT B BUAE HETIPEPBIBHON BHYTPUBEHHONW MHPY3UH 10 AOCTHIKEHHS
JKEJTAEMOU J103BL.

B HEKOTOpBIX BapHaHTax OCYINECTBJIEHUS HYKJICO3HIHBIH METaOOIUUECKUN WHTHOUTOP
BBOJIAT MAPEHTEPAIBHO, MPENNIOUTUTEIBHO MTOAKOXKHO (S.C.).

KoMOuHupOoBaHHas Tepanusi

JleueHne B COOTBETCTBUHU € N300PETEHHEM MOKET ObITh BKJIIOUEHO B KOMOMHUPOBAHHYIO
TEpanmul0 C ONHMM WM Oonee NONOJHUTENbHbIMU AKTUBHBIMM AareHTaMH, TaKUMH Kak
TepaneBTUUECKUE WM TMaJUIMaTHBHBIE areHTbl (HarpuMep, paguoTepanusi, aHAJbIeTHKH I
aHTHOMOTUKHM). Takue aKTUBHBIE AareHTbl MOTYT BBOIUTBHCS B KAayeCTBE TEPANEBTUYECKUX
CPEACTB U YJYYLICHHs pPEaKLUH TMAalUeHTa Ha Tepamuio W/WIM KadeCcTBA X JKU3HH.
CrnenoBarenbHO, B HEKOTOPBIX BapuUaHTax OCyIIeCTBIeHUs aHTuTeno mnpotus CD70
(Heobs3aTenbHO B KOMOMHUPOBAaHHOM Tepanuu ¢ NMI) BBOZST B COOTBETCTBUH C H300pETEHUEM
B KOMOWHUPOBAHHOW TEpaniy ¢ OTHUM WA O0JIee TOTIOTHUTEIbHBIMI aKTHBHBIMH ar€HTaMH.

Heoxunanuo Obuio mokaszaHo, uto jedenne AML wan MDS ¢ moMmompr aHTHTENa
nporus CD70 (B BHIe MOHOTEpanuu WM KOMOMHMpOBaHHOW Tepanuu ¢ NMI, Takum kak aza)
0c00eHHO 3¢ ()EeKTUBHO AJIs1 YMEHBIICHUS 0JIACTOB B KOCTHOM MO3T€ U nepudepruecKoil KpoBH.
KoHkpeTHOE penMyIecTBO 3aKII0UaeTcsi B TOM, 4To aHtuTena nporus CD70 uzbuparenbHbl B
OTHOIIEHUH OJIACTOB MO CPAaBHEHMIO C KJETKaMM APYrux TunoB (mockonbky CD70 obnamaer
MUHHMMAJIbHOH KCIIpeccreil B HOPMaJIbHBIX TKAHSX) U MOTYT HHAYLUPOBAaTh NU(epeHIPOBKY
CTBOJIOBBIX KJIETOK/CHIDKaTh HMX CTBOJIOBOCTb (HAmpuMep, IyTeM TMPEemsTCTBUS Mepenadu

CUTHaJIOB, oniocpenoBanHoi CD27/CD70).
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Otu >¢pdexTer Ha OnacThl W JIEHKO3HBIE CTBOJIOBBIE KJIETKHU YKA3bIBAIOT HA TO, YTO
JIeYeHHe B COOTBETCTBHM C M300peTeHHeM OyIeT MpEeUMYLIECTBEHHO COYETaThCsl C areHTaMHy,
KOoTOpble Takke HaueneHbl Ha Omactel u LSC. CD33 sBusercss peLentopoM, KOTOPBIH
JKCIIpecCUpyeTrcss Ha OoNbIIMHCTBE MueaounHbeix OmactoB u LSC, HO oTcyTcTByeT wuiu
IPUCYTCTBYET TOJbKO HA HU3KOM YPOBHE B HOPMAJIbHBIX F€MONO3THUECKUX CTBOJIOBBIX KJIETKAX.
B T10 Bpems kak CD33 »skcnpeccHpyeTcss Ha MHOMKECTBE JPYI'MX THUIIOB KIJIETOK, MeHee
cBszaHHbiXx ¢ AML, CD33 skcnpeccupyercst Ha OonbinuHcTBe KiileTok AML, u yposenb C D33,
NO—BUIUMOMY, KOppeIupyeT ¢ mporHo3oMm 3aboneBanusi. Antutena k CD33, Takume kak
oucnemupuyueckoe antuteo AMG330 1 KOHBIOTAT aHTUTEJI0O—JIeKapcTBeHHOE cpencTBo (ADC)
BaJacTykcuMad TaiupuH, ObUTH OMHCaHbI Kak 3¢ ¢eKTuBHbIE cpencTBa it jJedenns AML, u
BajaTtykcnmabd TamupuH (Taxoke m3BecTHbld kak SGN-CD33A ot Seattle Genetics) Tectupyercs
B uccnenosanusix (asel III. CnemosarensbHo, oxkumaercs, 4yTo aHturena nporus CD33 Oynyt
KOMOMHHUPOBATHCS C JICUEHHEM COTJIACHO M300peTeHHI0 (MOHOTepanus aHTuTeNoM npotus CD70
win komOuHanumed anturena npotus CD70 u NMI (Hampumep, aza)), obecnieunBast 0COOEHHO
s¢pdextuBHyro Tepanuto i AML. CrenoBaTenbHO, B HEKOTOPBIX BapHAHTaX OCYIIECTBIICHUS
n300peTeHns] marueHTy BBOAAT areHT nporus CD33, Hampumep antureno nmporus CD33, kak
4acTh KOMOWHHPOBAHHOW Teparmuu ¢ aHtutesoMm mnpotuB CD70 (u HeobOsizatenbHo NMI) B
COOTBETCTBHUH C N300pETEHUEM.

CD123 sBnsercst IpyruM peLenTopoM, CBS3aHHBIM ¢ MUeNOHIHbIMU Onactamu u LSC,
HO C HHU3KMM YPOBHEM O3KCIPECCHUM B JAPYrUX TUNAX KJIETOK, TaKUX KaK 3J0pOBBIE
reMOIOATHYECKHE CTBOJIOBbIE KieTku u juMpormutbl. Kinerku AML ¢ BBICOKOH 3Kcmpeccueit
CD123 nemoHcTpupyrOT OoJiee BBICOKYIO Iponudepannto, a 0ojee Bbicokast skcnpeccus CD123
cpenu OmactoB AML cBsizana ¢ Ooyee HU3KUMH MOKA3aTeIsIMU TOJHONW PEMUCCHU M MEHbLICH
oOmieit BboKMBaeMOCThiO. ClieoBaTebHO, areHThl, HauejdeHHble Ha CD123, mpencraBistoT
coOOW JIPyryr0 MOAXOASIIYI0 KOMOWHALMIO [JIsi MPUMEHEHHsS TpPH JIEYEHUH COTJIACHO
Hacrosimemy u3zoOperenuro. AreHtsl nporuB CD123, moaxonsmme i NMPUMEHEHHS IIPH
neuernd AML, BKIIFOUAIOT CBsI3aHHBIN ¢ TOKCMHOM NpUpOAHbIH surana (Hanpumep, DTagslL3) u
anrurena, Takue kak CSL360, CSL362 u MGDO006 (monudunuposannoe antureno (DART)).
CnenoBarenbHO, B HEKOTOPBIX BapUAHTAaX OCYLIECTBICHUS H300PETEHHs MALUEHTY BBOMAT
anTn—CD123-arent, Hampumep antuteno mnporuB CDI123, kak yacTth KOMOMHHUPOBAHHOM
Tepanuu ¢ anTuTesoM npotuB CD70 (u HeoOs3arensHo NMI) B COOTBETCTBUY € H300pETEHHEM.

Jleuerne AML antutenom npotuB CD70 (B Bume MoHOTepanuu wuiu Bmecte ¢ NMI
(Hampumep, aza)) MOKET OBITh OMOJHHUTENIBHO BBITOAHO OOBEAMHEHO B KOMOWHHUPOBAaHHOM
Tepanuu ¢ APYTUMH TepaneBTHUecKuMH areHtamMu AML, Hanpumep, uHruOutopamm E-—

cenekTuHa, uHruouropamu peuenropa 3 FMS-nomoOnoit  TuposunkuHasel (FLT3),
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UHrUOUTOpaMH  IMKJIMH3AaBUCHUMOH  KuHa3pl, uHruomropamu BCL-2, unruburopamum
amuHONenTuaassl 1 nuHruonropamu JAK/STAT.

Kax yxe ommcano, npyrue TepamneBTudeckne areHTsl AML BKIOUaOT HUTapaOHH,
AHTPALIUKJINHOBbBIE COEJIUHEHUs (Harpumep, IayHOPYOHLIMH, unapyOuLInH) u
TUIPOKCUMOYEBUHY.

Anrtureno nporus CD70 uay ero aHTUreHCBSI3bIBAIOIINIT (ParMEeHT

Bo Bcex acmektax u300peTeHUs], OMUCAHHOTO B HACTOSIIEM IOKYMEHTE, MalUeHTY,
MOJIeXKAIIEMY JICYeHHIO, BBOAAT aHTUTeno mnpotuB CD70 uiu ero aHTUTeHCBSI3bIBAIOIIUI
¢parment. Hcmonp3yemblii B HACTOSIIEM OINUCAHUHM TEPMUH «AHTHUTENO» OTHOCUTCS K
UMMYHOTJIOOYJIMHAM, UMEIOIUM KOMOWHALIMIO JBYX TSDKENBIX M JIBYX JIETKUX LETel, KOTOpbIe
o0amaroT crenuduUecKoil UMMYHOPEAKTUBHOH AKTUBHOCTBIO K HHTEPECYIOLIEMY AHTHICHY
(mampumep, uenosedeckomy CD70). Tepmun «antutena k CD70» wiu «aHTUTeNa MPOTHB
CD70» wucnonmp3yroTCs 31eCh B3aUMO3aMEHSeMO JUIsi OOO3HA4YEHHUS AaHTHUTEN, KOTOpPbIE
NPOSIBIIIIOT UIMMYHOJIOTHYECKYI0 crienuduaHocTb K Oenky CD70 gyenoseka. «CrieuduaHOCTEY
st yenoeueckoro CD70 B 3TOM KOHTEKCTE HE HCKJIIOYAET MEePEeKPEeCTHON pPEaKTUBHOCTH C
BUIOBBIMH romojioramu CD70.

«AHTUTENIO» B KOHTEKCTE HACTOSIIEr0 OMHCAHMSA OXBAaTbIBAET YEIOBEYECKUE AHTUTENA
mroboro kjacca (Hampumep, IgG, IgM, IgA, IgD, IgE), a Taxke WX MOAKIACCHI/H30THITBI
(marmpumep, IgG1, I1gG2, 1gG3, IgG4, IgAl). Mcnonb3yemoe B HACTOALIEM ONUCAHUU AHTUTENO
TAK)K€ OTHOCUTCS K MOAU(HUIMPOBAHHBIM aHTUTENaM. MoauduuupoBaHHbIE AaHTUTENA
BKJIIOYAIOT CHHTETHYECKHe (POPMBI AHTUTEN, KOTOPbIe U3MEHEHbl TAaKUM OOpa3oM, UYTO OHU HE
BCTPEUAIOTCs] B IPUPOJIE, HAIIPUMEP, AHTUTENA, KOTOPBIE COAEPKAT IO MEHBLIEH Mepe ABE YacTH
TSDKEJION LIENH, HO He JIBE TIOJIHbIE TSUKENbIe LeMH (TaKue KaK aHTHTeNa C JeNelUel TOMeHa N
MUHH-TeNa), nonucneunpudnbie  (GopMbl  aHTUTEN  (Hampumep,  OucnenuduyHbe,
TpucrenuUUHbIE U T. 1.), U3MEHEHHbIC JJIsl CBA3BIBAHMS C ABYMsI WM OoJyiee Pa3InYHbIMU
AHTUTCHAMH WK C PA3JIMYHBIMU 3TUTOMAMU Ha OJHOM AHTHUI'€HE), MOJIEKYJIbI TSKENBIX IIeTei,
coeprHEHHbIE ¢ MoJiekyJamu scFv u T. . Kpome Toro, TepMuH «MOIu(UIUPOBAHHOE aHTHTEIION
BKJIFOYAET IMOJINBAJICHTHBIE (DOPMBI aHTUTEJN (HAIIPUMED, TPEXBAJIEHTHBIC, YEThIPEXBAJIICHTHBIE U
T. 1. aHTUTENA, KOTOPbIE CBS3BIBAIOTCS C TpeMs WM Oojee KOMUSIMH OZHOTO U TOrO K€
AHTHUTEHA).

AHTHUTENA, OMHWCAHHBIE B HACTOSIEM JOKYMEHTe, MOTyT o0janate 3¢ddexTopHOi
dyHKUMEH aHTHTENa, HampuMep, OAHON wiu Oojiee M3 AHTUTEIO3aBHUCHUMOHM KJIETOYHO—
ornocpenoBaHHOW LUTOTOKCHYHOCTH (ADCC), KOMIUIEMEHT3aBHCHUMON ITUTOTOKCHYHOCTH
(CDC) u arTuTenozaBucuMoro kierouHoro ¢garouurosa (ADCP).

Antuteno k CD70, mnomxopsiunee naisg HCIONb30BAHUSA COTJIACHO BCEM aCIEKTaM



36

n3zo0perenus;, Bkmoudaer ARGX-110, ommcanHoe B WO02012123586 (BKIIOUEHHBIH B
HacTosIIee OMHcaHue B KadecTBe cchbuikn), 1 SGN-70 (W0O2006113909, a taxske McEarChern
et al. Clin Cancer Res 2008; 14 (23) p7763, o0a BKJIIOUEHBI B HACTOAILIEE ONUCAHNUE B KAUECTBE
CCBUIKH).

Antureno mnporuB CD70, mnomxopsiee s HCHOJb30BAHUS IO BCEM AacleKTaM
N300pEeTeHNs, TAK)KE MOKET MPEACTABIATh COOOH KOHBIOIAT AaHTUTEIO—JIEKAPCTBEHHOE CPEICTBO
(ADC). ADC mnpencraBisitoT cOOOW aHTUTENA, NPUCOEAUHEHHbIE K AaKTHUBHBIM areHTam,
HaTpuMep aypuUCTaTHHAM M MalTaH3WHAM WM IPYTUM LUTOTOKCHYECKUM areHtam. Hekoropeie
ADC noanep:kuBaroT OjokupoBaHHe aHTUTEN W/uan >pdexTopHyro (yHKUMIO (Hampumep,
ADCC, CDC, ADCP), a Takke OOCTaBISIIOT KOHBIOTUPOBAHHBIN AKTHBHBIM AreHT B KJIIETKH,
skcrpeccupyromue mumens (Hanpumep, CD70). Tlpumeprr antu—CD70 ADC BruirouaroT B ceds
Bopcery3ymad MmadomornH (Takke u3BecTHbIi kak SGN-75, Seattle Genetics), SGN-70A
(Seattle Genetics) 1 MDX-1203/BMS936561 (Britsol-Myers Squibb), xakaplii U3 KOTOpPBIX
MOJKET HCIIONb30BaThCs B COOTBETCTBHM ¢ m3o0pereHuneM. llomxomsumme antu—CD70 ADC
takke omnucanbl B W02008074004 u WO2004073656, kaxkaplii K3 KOTOPBIX BKJIIOUEH B
HACTOSIIIEE ONICAHNE B KAUECTBE CCHUIKH).

«AHTUTEHCBSI3bIBAOINUI  (parMeHT» OTHOCHTCS K MOJUNENTUAHOMY (parmMeHTy
aHTHUTENa, KOTOPBbIM MOAAepkuBaeT creunpuIHOCTb cBs3bBaHU 11 CD70 m BKiIOUaer:
BapuabenbHbI nOMeH Jierkod nenu antutena (VL); BapuaOenbHBIN NOMEH TSDKENOW Lenu
aHTUTeNa; BapuabenbHbIM (parMeHT C OAHOI LEeNbI0 WM OIHOLENOo4YedHOoe aHTHTeNno (scFv);
Fab ¢parment; ¢parment F(ab'),; ¢pparment Fd; ¢pparment Fv, antureno ¢ ogHuM riedom
(OmHOBaJIGHTHOE); IMMEPBI, TPHATENA; TeTPaTelNa; WK JT00ast aHTUTeHCBSA3BIBAIOLIAsT MOJIEKYJIa,
BKJIFOYAsl TaKWE€ AaHTUTCHCBS3BIBAIOIIME (DPAarMEeHThl (HANpUMep, XUMEPHBbIH AHTHUTCHHBIH
peuenrtop), wiud Jr0Oas AHTHIEHCBS3BIBAKOMIAS MOJIeKyJia, OOpa3oBaHHAs KOMOWHALMEH,
cOOpKOH WJIM KOHBIOTAL[MEH TaKUX AHTUTCHCBS3bIBAIOIIUX (PparMeHTOB. PparMeHTbl MOTYT
OBITH TIOJIyYEHBI, HATIPUMEP, XUMUYECKON M (hepMEHTaTUBHONW 00pabOTKONH MHTAKTHOTO MJIH
MIOJTHOTO aHTUTEJIA WITH LIETH aHTHTENA WIH PEKOMOMHAHTHBIMH CIIOCOOAMH.

Kak mokazano B Ilpumepax, ObUIO NPOAEMOHCTPHPOBAHO 3(PPEKTUBHOE JICUEHHE
nauueHToB ¢ AML ¢ nomomsto antutena npotus CD70, ARGX-110. ARGX-110 sBasercs
aaturenioM IgGl nmporus CD70, koTopoe, kak ObLIO MOKa3aHO, MHTHOMPYET B3aMMOIEHCTBHE
CD70 ¢ ero peuentopom CD27 (Silence et al. MAbs 2014 Mar—Apr;6(2):523-32, BKJIIOUEHO B
HACTOsIIIee OMHMCAaHWe B KadeCTBe CChUIKM). B wactHocTH, ObUIO moka3aHo, uto ARGX-110
uHrnbupyer naayuuposanHyro CD70 nepenauy curnanos CD27. YpoBHU nepenayn CUTHAJIOB
CD27 moryt ObITb OIpeneNneHbl, HApUMep, IMyTeM H3MEPEHHUs] B CBHIBOPOTKE PACTBOPHMOTO

CD27, kak omucano B Riether et al. (J. Exp. Med. 2017 Feb; 214 (2): 359-380), unu skcnpeccuu
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IL-8, kak ommcano B Silence et al (MAbs. 2014 Mar—Apr;6(2):523-32). He orpaHu4yuBasich
Kakoi—1100 TeopHeH, MmojiararT, YTO MHruOupoBaHue nepenaun curHanoB CD27 ymeHbinaer
aKTUBALMIO W/mnu nponudepanuro Treg—KiIeTok, TeM CaMbIM yMEHblIas WHTHOMpPOBaHUE
IPOTUBOOIYXOJIEBBIX 3 (PEKTOPHBIX T—KIIETOK.

CrnenoBarenbHO, BO BCeX acmekTax usoOpereHust antuteno mnporus CD70 moxer
NPEACTaBIIATh COOOM aHTUTENO, KOTOpoe HHrHoupyet B3aumoneticrere CD70 ¢ ero perentopom
CD27. B HEKOTOpPBIX TaKWX BapHaHTAaX OCYLIECTBJeHUs aHTuTeno npotuB CD70 moxer
koHKypupoBath ¢ CD27 3a csseiBanne ¢ CD70. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS
anturenio npotuB CD70 moker mHruOuposaTh mHAyLupoBanHyto CD70 mepemauy curhaia
CD27. B HEKOTOPBIX BapHaAHTAaX OCYIIECTBIEHHs aHTUTENO MpoTuB CD70 MokeT MHrHOMPOBATH
AKTUBALIUIO /Uiy mposudepanuto Treg.

Taxxkxe Obuto  mpomemoHcTpupoBano, uYro AGRX-110 wucromaer CD70-
SKCTPECCUPYIOIIHNE OIMyXOoJjeBble KieTkn. B wactHocTH, ObUTO mOKazano, yro ARGX-110
musnpyer skcrpeccupyomue CD70 omyxonieBble KIETKH IMOCPEACTBOM AaHTUTEI03aBUCHUMON
KJIETOUHO—OmocpenoBaHHoli  murotokcuyHoctn  (ADCC)  w KOMIUIEMEHT3aBHUCHMO
murorokcnyaoctd (CDC), a Takke YyCHJIMBAET aHTUTENO3aBHCHUMBIA KIETOYHBIH (HarouuTos
(ADCP) skcnpeccupyromux CD70 knerok. (Silence et al, MAbs. 2014 Mar—Apr;6(2):523-32).

CrnenoBaTenbHO, B HEKOTOPBIX BapUaHTax OCYINECTBIAEHHs aHTUTeno npotus CD70
MOJKET MPENCTABIATE COOON aHTHTENO, KoTopoe ucromaer CD70-skcnpeccupyromue kiaerku. B
HEKOTOPBIX BApUaHTAaX OCYIIECTBICHUs aHTUTeno npotus CD70 moxkeT MHAyLMPOBATH JIU3UC
KJIETOK, 3Kcrpeccupyromux CD70. B HeKOTOpBIX BapuaHTaX OCYIIECTBIIEHUS aHTUTEJIO MPOTHB
CD70 moxer obnmanmars ¢yHkunonansHOCTh0 ADCC n/mnmun CDC. B HeKOTOpbIX BapuaHTax
ocymecTBieHus: antureso npotus CD70 moxer nnayuuposats ADCP.

Fc—obnmacte ARGX-110 mnpexncrasnser coboit nedyko3umaupoBaHHyro Fc—obmacte B

coorBerctBun ¢ cucremor Potelligent™, m ARGX-110 Obuto OmMuUCaHO Kak MpPOSBISFOIIEE

noBbieHHYI0  (QyHKIHoHaNbHOCTE ADCC mo cpaBHeHHIO ¢ (DYKO3MJIMPOBAHHBIM AHAJIOTOM
(Silence et al. MAbs. 2014 Mar—Apr;6(2):523-32). Takum 00pa3oM, B HEKOTOPBIX BapHaHTaX
ocyecTBieHust anTuTes0 npotus CD70 NOTHOCTBIO WM YaCTUYHO e YKO3UITHPOBAHO.

B nHekotopeix BapuaHTax ocyuiecTBiaeHus: antuteno npotus CD70 copepskut nomen Fc,
nomeH CH3 wunu mapuup Fc, monmyuennsiii u3 uenoseueckoro IgGl, Bxmouaromero Lys433,
Phe434 u Tyr436 (cormacuo mymepaumu EU). B HEKOTOpBIX BapHaHTax OCYIIECTBIICHHUS
aatureno npotuB CD70 pomonauTensHO comep:kut oguH win Oomee n3 Tyr252, Thr254 u
Glu256 (cormacuo mymepaumu EU). Bbulo MOKa3aHO, YTO 3TH OCTATKH B 3TUX MOJOKEHHUSIX

YBEJIUYUBAIOT BPEMsI LIUPKYJIALIMA aHTUTEIL.

B HekoTOpbIX BapuaHTax OCylecTBieHUs aHTUTeNno npotus CD70 npencrasnser coboi
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antureno IgG, npeanouturensHo antureno IgGl.

Kak yxe omnucaHo M B CBeT€ [AAaHHBIX, BIEPBbIE IPEACTABJIECHHBIX B HACTOSAIIEM
ornucanny, a"turena nporuB CD70, ormmunele or ARGX-110, kxak oskupmaercs, OyayT
3¢ ¢eKkTUBHBIMU CrOCOOaMHU JIEUEHUs] B COOTBETCTBHHM C H300pETEHHEM, Hamnpumep, ¢
ucnonp3oBanueM anturen k CD70, xoropele MHruOupyrot B3aumozeiictsue CD70 ¢ CD27,
KOHKYpupytoT ¢ CD27 3a ceasbiBanue CD70, narubupytor CD70-mHIyLHMpPOBaHHYIO Nepenady
currajoB CD27, uHruOupyror aktuBaiui w/uiu npoiudepanuo Treg, ucromaror CD70—
SKCTPECCUPYIOINE KIETKU, UHAYUUPYIOT Ju3uc CD70-3KCnpeccupyrommux KIETOK, O0NagarT
ADCC, ¢yukunonanprocteto CDC w/umm unayuupyror ADCP. AnbTepHAaTHBHBIE aHTUTENA
npotus CD70, koTOpbIe, KaK OXKUIAeTCs, OyAYT MOJIE3HBI IPH JICYSHUH COTJIACHO N300PETEHUIO,
W3BECTHBI B JaHHOH oOnacth, Hanpumep, SGN—70 u te, koTopsle onucansl B W(02006044643 u
WO02007038637, xaxablii U3 KOTOPBHIX BKJIKOYEH B HACTOsIlEE OMHCAHHUE B KaueCTBE CCHLIKU.
Monmudunuposannsie anturena npotus CD70, takue kak ADC SGN-75, SGN-70A u MDX-
1203/BMS936561, ABNSAOTCS AONOIHUTENBHBIMU MTpuMepaMu anTuTed npotus CD70, koTopsle,
KaK oxkupaercst, OyayT 3¢ (eKTUBHBIMU MPH JIEYEHUH COTJIACHO U300PETEHUIO.

B  HexoTOppIX BapuaHTax OCYILIECTBJEHMs, HE OIrPAaHUYMBAIOLIUX BapHAHTbI
ocyuiecTBiaeHus, antutreno npotuB CD70 moxer copepxkath mnocienosatenbHoctu CDR
ARGX-110. To ecTb B HEKOTOpPBIX BapUaHTax OCYLIECTBIeHUs aHTuTeno nporus CD70
comepxkuT BapuabenpHbIN noMeH Tspkenod unenu (VH) u BapuaOenbHBIN TOMEH JIETKOHW LienH
(VL), roe nomensl VH u VL conepsxar CDR (o onpenenenuto Kabat):

HCDR3, conepsxamyro unu cocrosimyto u3 SEQ ID NO: 3 (DAGYSNHVPIFDS)

HCDR2, conepskautyro man cocrosmyro n3 SEQ ID NO: 2 (DINNEGGTTYYADSVKG)

HCDRI, conep:xamryro uiu cocrosimyro u3 SEQ ID NO: 1 (VYYMN)

LCDR3, conepskarmyto uinu coctosiinyto u3 SEQ ID NO: 7 (ALFISNPSVE)

LCDR2, conepskamyro uimu coctosmyto u3 SEQ ID NO: 6 (NTNTRHS), u

LCDRI, conepskammuii unmu coctosimuii u3 SEQ ID NO: 5 (GLKSGSVTSDNEFEPT).

B HekoTOpbIX BapuaHTax ocyinecTBieHus nomeHbl VH w/wnmu VL aHTHTena mpotus
CD70 umerot, no menbiuei mepe, 70%, o menbluein mepe, 80%, nmo mensiuei mepe, 90%, mo
MeHblIen Mepe, 95%, o meHblIel Mepe, 99% UASHTUYHOCTH MMOCIEI0BATEIbHOCTH C IOMEHAMH
VH w/umn VL. ARGX-110, coorBerctBenno (VH: SEQ ID NO: 4; VL: SEQ ID NO: 8). dus
BAPHAHTOB OCYLIECTBJIEHUS, B KOTOPbIX JOMEHbl aHTUTENl WM AaHTUI€HCBSA3BIBAIOLINX
(parMeHTOB OMPERENSIOTCS ONPEAETISHHBIM MMPOLEHTOM MASHTUYHOCTH MOCIENOBATENIBHOCTH C
STAJIOHHOM  TOCNIENOBaTeNbHOCThIO, aoMeHsl VH  w/wmmm VL MoryT  coxpaHsTh
nocnenosatenbHocTd  CDR, uaeHTUYHbIE TeM, KOTOpble MPUCYTCTBYOT B O3TaJOHHOM

NOCJICAOBATCIIBHOCTHU, TAK YTO MNPUCYTCTBYCT BapualUsd TOJBKO B KapKAaCHBIX obnactsax. B
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HEKOTOPBIX BapUaHTax ocyliecTBiIeHus aHTUTeNo npotus CD70 npexncrasuser coboii ARGX—

110.

Tabauma 2
ARGX- | ITocnenoBaTeabHOCTD SEQ
110 ID NO
HCDR1 | VYYMN 1
HCDR2 | DINNEGGTTYYADSVKG 2
HCDR3 | DAGYSNHVPIFDS 3
VH EVQLVESGGGLVQPGGSLRLSCAASGFTFSVYYMNWVRQAPGK | 4
GLEWVSDINNEGGTTYYADSVKGRFTISRDNSKNSLYLQMNSLR
AEDTAVYYCARDAGYSNHVPIFDSWGQGTLVTVSS
LCDR1 | GLKSGSVTSDNFPT 5
LCDR2 | NTNTRHS 6
LCDR3 | ALFISNPSVE 7
VL QAVVTQEPSLTVSPGGTVTLTCGLKSGSVTSDNFPTWYQQTPGQ |8
APRLLIYNTNTRHSGVPDRFSGSILGNKAALTITGAQADDEAEYF
CALFISNPSVEFGGGTQLTVLG

IHPUMEPDI

Ipumep 1: Dddext moHOoTepanuu autureaoM npotus CD70 wiau B kOMOWHALIMU C

neruradbunom Ha LSC AML yenoBeka, TPAHCIIAHTUPOBAHHBIX MbIIIIAM

Mpimam NSG Tpancrantuposamu 5x10° CD45%"SSCY knerok AML uenosexa. Uepes
32 nHA mnocne npwxkusieHus (mpwkusnernne B PB: 14,45 +/— 0,95%) wmbmmeir NSG
panmomMusupoBanu aiasi 0opadorku HocuteneM (Veh), mCD dCD70 (aCD70, ARGX-110, 10
mr/kr), neruradbunom (D, 1,5 mr/kr/cyt) wiun komOuHanmu (aCD70/D) B Teuenue S5 mHel, u
AHAJTM3UPOBAJIN KOCTHBINA MO3T, CEJIe3EHKY H KPOBb.

Kak antuteno nporus CD70, Tak ¥ TOJIBKO AerUTAOWH MPUBOIMINA K CHHYKEHUIO 00IIero
NPYDKUBJICHUST B KOCTHOM Mo3re, cejie3eHke U kpoBu (@urypa 1). KomOunanus aHTuTena
nporue CD70 u neumraOuHa mpuBesia K YCHJIEHHOMY CHHJKEHHUIO IMPOLEHTA MPHKHBJIEHHBIX
KJIETOK YeJIOBEKa IO CPABHEHHIO C KaKOH—100 onHOM Tepanueii (Purypa 1).

KoMmOuHupoBaHHasi Tepamusi Tak:ke yMeHbINaja KojudectBo kierok CD34+ AML
(Mapkep KIETOK—TPEAIIECTBEHHUKOB) B KOCTHOM MO3re JIy4Ile, YeM TOJBbKO NenUTaObuH WIn
anrureno npotus CD70 uapusunyansHo (Purypa 1). Kpome toro, 00padoTka aHTUTENO MPOTHUB
CD70 cHmxana kak xonuuectBo CD34+CD38— knerok, Tak u CD34+CD45— knerok, npuuem
o0e KJIETOYHbIe MOMYJISILUN CYUTAINCh MapKepaMH JIEHMKO3HbIX cTBONOBBIX KieTok (LSC). B to

BpeMsl Kak OAWH JAEUUTa0MH AEMOHCTPHPOBAT MHUHUMAJbHBIA 3(P(EKT NpH yMEHbIIEHUH
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komaectBa LSC, xomOunamms antn—CD70 u peunrtabuHa npuBOmMIa K 3HAYUTEIBHOMY
ycunenuto cHkeHust LSC (@urypa 1).

Ipumep 2: 'unoMmerunupvromue aredtsl (HMA) vceunuparot skcnpeccuro CD70 Ha

HEPBUYHBIX CTBOJIOBBLIX KjIeTkax AML ex vivo ¥ in vivo, KOPPEJIHPYsl ¢ VCUJIIEHHEM CHUYKEHUS

obpaszoBanus kojoHun AML anturenom nporus CD70 B komOunanmu ¢ HMA.

OOHnapy>xeHue Toro ¢akra, 4to JieueHue antutesiom nporuB CD70 B xomOuHaumu ¢
HYKJIEO3UAHBIM MeTabonmuueckuM HHruouropom (NMI), Hanmpumep THUIOMETHIHPYIOLINM
areHTOM AenuTaOMHOM, MPHUBOAUT K YCHUJICHHOMY YMEHBLICHUIO TPWKUBJICHUS OJaCTHBIX
kietok AML y wbimeli, Ob10 JOMONHHUTENBHO HccienoBaHo Ha mnepBuuHbix LSC AML
4eJI0BeKa.

bruto nccnenosano BiustHue 00padoTku NMI (Hanpumep, HMA, Takux Kak a3alUTHINH
win neuutabun) Ha skcnpeccuro CD70 LSC AML. CD34+CD38— kJeTKd BBIOCISIIN Y
nanueHToB ¢ AML u kynbTuBupoBasu B npucyrcTeun 0,5 MM nenurabrHa MITH HOCUTETISL.

JHannbie Ha Purype 2A neMOHCTpUPYIOT, uTo 3kcnpeccus CD70 knerkamu LSC AML
YBEJINYUBACTCS], KOTZa KJIETKH KYJBbTUBUPYIOT C AENUTAOMHOM. DTO yBEIMYEHHUE SKCIPECCUU
CD70 B oTBeT Ha MeUUTA0MH MPOHCXOOUT B KJIETKAaX, B3ATHIX y manueHToB ¢ AML mo Bcem
KaTeropusiM pucka 3adoseBaHus (OJaronpuATHBINA, MPOMEXKYTOUYHBIM M HEOJIaroNnpHsTHBIA) U
NpY U3MEpPEHNH Ha ypoBHe Oenka miu TpaHckpunuuu (Purypa 2C u 2D).

CymectBeHHO, 4uTO yBenudeHue skcrnpeccurn CD70 B OTBET Ha IMIOMETHIHMPYIOLIUE
arentsl (HMA) Habmonanocs in vivo. LSC, B3Tble y MalineHTOB, HEJABHO AMAarHOCTHPOBAHHBIX
¢ AML u nony4yaBmux aenqutaObuH MM a3aL[UTUANH, TOKa3aHO yBenudyeHue skcnpeccun CD70 B
otBeT Ha jeueHrne HMA no cpaBHeHMIO ¢ ypoBHEM 3kcnpeccuu npu auarHoctuke (Purypa 2E u
2F).

B cBere noseimennoit skcrpeccun CD70 B orBer Ha HMA, s>ddext xomOuHarmm
antuteno npotu CD70 /neuurabun Ha LSC AML Obi BicClie0BaH €X Vivo.

Ha ®urype 3A mnoxka3zaHo, 4yTO Kak MoOHoTepanusi aHtuTenoM mnpotus CD70, Tak u
nenuTabMHOM CHIDKAIOT KOJIMYECTBO KOJIOHMH, oOpasoBaHHbX LSC AML, B aHanm3e mocesa
kosioHni. IlpumedarensHo, uyro koMOuHams antutena npotuB CD70 u pnenuraOuHa CHUXKAna
oOpa3oBaHHe KOJIOHUH OoJiblne, 4eM Jirobast MoHOTepanus. JToT 3(pdext Hadmronancs st Bcex
Kareropuii pucka 3abomeBanust (OmaronpustHeli  (P6), mpomexyrounenii (P8) wm
HeOnmaronpusitibiii (pl1)). CrmocobHocte k moBTOpHOMY moceBy LSC AML Ttakke Obuia
cHkeHa (Purypa 3C).

Baxno ormeruth, uto aHTHTeno mnporuB CD70 He oka3bBaNO HEONArONMPHUATHOTO
BO3JCMCTBUSI Ha 340pOBble CTBOJIOBbIE KieTku. Ha ®urype 3D-F mokaszaHo, 4TO aHTUTENO

npoOTHUB CD70 B xadecTBe MOHOTECpAIIMU HE OKa3bIBaJl BJUAHHA Ha 3JO0OPOBBIC KIICTKU IIO
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CPaBHEHHIO C OJHUM HOCHUTEINIEM, U TIPH UCIOJIb30BAHUN B KOMOMHALIMN HE OKA3bIBAJIO BIIUSHHS
10 CPABHEHHIO C AELUTAOWHOM, HCIIOJIb3YEMbIM HHANBHUYATIbHO.

OTU fAaHHblE MOATBEPXKIAKOT MCMOJb30oBaHME aHTuTena npotus CD70 B kauecTse
MoHoTeparuu 111 AML, a Ttakke B KOMOMHAIMM C HYKJICO3UIHBIM METa0OIUYECKUM
unruouropom (NMI), Hanpumep, HMA, TakiM Kak a3aunuTHINH WA JELUTAOUH.

Ipumep 3: @asza I/II ucnbiranus aarurena npotus CD70 ARGX—-110 B koMOHUHAIIMYU CO

CTaHAAPTHBIMU mo3amMu AZA v manmeHTOB ¢ paHee HejmedueHHbIMU AML u MDS BBICOKOIrO

pUCKa

daza VIl  kIuHHYECKUX WCIIBITAHUI ObLia Havata U U3Y4YEHUsI
3 PeKTUBHOCTU/KIIMHUYECKUX TPEerMyInecTB, Oe3omacHocTH u nepeHocumoctd ARGX-110 B
COYETaHWM CO CTAHAAPTHBIMU A03aMH AZA y nainueHToB ¢ paHee HenedeHHbIMH AML u MDS
BBICOKOT'O PHCKA, KOTOPBIM MOAXOAUT jieueHne AZA.

IIpoTOKOJI pexxUMa UCIILITAHUN U 00pa3Lbl

HccrnenoBanne BKIOYANO B cedsi 3Tanm CKpUHHUHTrA (Mexny AHeM — 35 u gHeMm — 14),
3arpy3ounyio 103y ARGX-110 (menp — 14) u oTkpbITyr0 (pa3y jedeHus, BO BpeMsi KOTOPOH
MAIMEHTHI TOCELIANN LIEHTP UCCIeNOBaHUs U BBEIEHUs uccienyemoro npemnapara (less — 14
10 TporpeccupoBaHMs 3a0oJeBaHUs) W OLEHKH 3asepiueHus nepuoxa teparmu (EOT),
IIpOBENIEHHbIE B TedueHue 7 aHel nocne nociaeanero yedeHus ARGX-110. JlononHurenbHbie
MIOCJIEAYIOIINE OLIGHKH ObUTH 3arutanupoBanbl yepes 30 u 60 gHeit (+ 7 mueili) mocne aatel EOT.
ITocnenyromee 60—nHEBHOE MOCeLIEHHE ObUTO TaKKe MOCELIEHUEM I1OCIIe 3aBEepIIEeHUs epUosa
uccienosanus (EOS).

ITanpeHTBl My>XCKOTO M JKEHCKOro Iosa, He Mojoxke 18 jer, ¢ HemaBHO
JIUAarHOCTUPOBAHHBIM THCTOJIOTMYECKH MTOATBEPKACHHBIM (OHOICHS KOCTHOrO Mo3ra) AML wiu
MUEIOANCIUIACTHYECKUM CHHAPOMOM BbICOKOTo pucka (MDS) ¢ umcinom OnactoB> 20%,
KOTOPBIM HE TOAXOIWJIA CTAHIAPTHAS WHTEHCHUBHAS XUMHUOTEPANUs, ObUIA MPUEMJIEMbIMH TSI
BKJIFOUEHUS] B  HCCiefoBaHWe.  [laliMeHThl  JO/UKHBI  ObUTM  UMETh  OKHAAEMYIO
NPONOJDKUTEIBHOCTh JKU3HM 3 WM Oojee MmecsueB, a craryc 3¢dexkruBHocTn BocTouHOM
koonepatuBHON oHkojormyeckor rpymmel (ECOG) 0-2 npu ckpununre. IlanneHTs nonyyanu
Harpy304yHyr0o 103y ARGX-110 B nenp—14 ¢ mnocnenyrommm Beenennem ARGX-110 B
KoMOuHatmu co craHmapTHeIMH no3amu AZA. Jlosst ARGX-110 BBOIWIM BHYTPHUBEHHO
KaKable 2 Henenu (Harpy3odHasl 103a B JeHb—14 W NONMOJHUTENbHbIE NO3bI B OHU 3 U 17) B
KOMOMHAIMM €O  CTAaHAAPTHBIMH  jno3amMu  AZA 1y OonpefeneHuss TOKCHYHOCTH,
orpanmuuBaromeii 103y (cm. @urypy 4). IlepBblii manueHT Ka)XAOH KOTOPTHI HAXOMUJICS TMOJ
HaOmoeHneM 10 7 AHs, TOCJIe Yero MPUBJIEKaNId BTOPOro mauueHTa. [IoCKOMbKy B TeueHue

OTOTO nEpuoaa HE NMPOU30LIJIO 3HAYHUTCIIbHBIX HCXKCIATCIIbHbIX SIBJ'IeHI/II\/'I, B UCCJIIEAOBAHUEC ObLIH
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BKJIFOUEHBI IPyTUe MalueHThl U3 Kakaoi Koroptsl. YposeHb 10361 ARGX—-110 B nepsoii rpynmne
B (paze I cocTaBysan 1 Mr/kr Maccel Tena.

Bce yyacTHuKM uccaenoBaHMs MOJIyYald OAHOKPATHYIO Harpy3ouHyro no3y ARGX-110
B JIeHb—14 mpu TOM k€ yPOBHE AO03bI, UTO U ABYyXHeNeNbHas n0o3a. [lanuenTel Ha nepBou cTaquu
UCCJIE0OBAaHMs MOJYYUIIN OJUH U3 CIEAYIOIIUX METOAOB JICYEHUS:

xoropta 1: 1 mr/kr maccel Tena IV B muu 3 u 17 28—1HEBHOrO 1MKIA

xoropta 2: 3 mr/kr maccel Tesia IV B muau 3 u 17 28—1HEBHOrO IIUKJIa

xoropta 3: 10 mr/kr macchl Tena IV B qiau 3 u 17 28—n1HeBHOTO 1IUKIIA

xoropta 4: macca tena 20 mr/kr IV B 1xu 3 1 17 28—1HeBHOTO HHKIIA

WUHnbpy3no HaumHAIM CO CKOpPOCTh0 10 mi/dac. 3areM CKOpOCTh OblIa yBETHUEHAa B
COOTBETCTBUU C NEPEHOCUMOCTBIO Npenapara naueHTOM.

KnmHnueckuit oTBeT Ha JieueHue ObLT KilacCu(PUIUPOBAH B COOTBeTCTBUU ¢ Tabmuueit 3:

Tabanna 3

Kpurepun orera Onpenenenne

IMonnas pemuccus (CR)* Bbrnactel kocTHOTO MO3ra < 5%, OTCYTCTBHE
6yacToB ¢ TenbLaMu Ay3pa; OTCYTCTBUE
SKCTPaMeNyJUISIPHOTO 3a00JIeBaHus,
abCOJIFOTHOE KOJIMUYECTBO HEUTPOPHIIOB >
1x10/L (1000/MKI); KOTHYECTBO
TpomGormTos > 100x 10/ (100000/mK);

HE3aBHCUMOCTb N€PENBAHUS SPUTPOLIUTOB

CR ¢ HenonHbIM BoccTaHoBiieHHeM (CRi) Bce kpurepun CR 3a uckmouenuem
ocTaToOuHOI Heiitponenun (< 1x10%/1
[1000/mka]) wu TpoMOOLIUTONIeHNH (<

100%10°/n [100000/mK1])

Mopdonoruueckoe cocTosiHIe Oe3 JIeiKo3a Brnactel kocTHOTO MO3ra < 5%, OTCyTCTBHE
(MLEFS) ONacToB ¢ TeNbIIaMK Ay3pa;, OTCYTCTBHE
SKCTPaAMEAYIUISIPHOTO 3a00JIEBAHHS, HET
TpeOyeMOoro reMaToIOrHIecKOro

BOCCTaHOBJICHUA

Yactuunas pemuccusi (PR) OTtHocurcst Tonbko K ¢aze [ u 11
KJIMHUYECKUX UCTIBITAHUI, BCE
remarosiornueckue kpurepuu CR; cHmkeHnue
nporieHTa 06JacTOB KOCTHOIO MO3ra 110 S5—

25%; v CHIXKeHHe MpoLIeHTa 0J1acTOB
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KOCTHOI'O MO3ra nepen JICUCHUEM, 1o

MeHblIel Mepe, Ha 50%

Heynaunoe neuenue

Ycroiiunsoe 3adonesanue (RD) Hecnoco6nocts noctuas CR mmu CRi
(obwas npakTtuka, ucneiranust dassr [I/111)
unu HecriocooHnocth moctuub CR, CRi mnun
PR (ucnbiranus ¢assel [); BKIIOYaET TOJIBKO
MAalMEeHTOB, BBIKUBIIMX> 7 OHEH Ioce
3aBepUIEHHUS] HAYaIbHOTO JIEYEHHUS, C
NPU3HAKAMHU TIEPCUCTUPYIOIIETO JIEHKO03a MPH

AHAJIU3€ KPOBU W/ KOCTHOT'O MO3Ta

CMepThb B pe3yJsbTare arasiuu Cayuaun cmepTi™> 7 IHEH MOC/e 3aBepIieHus]
NEPBOHAYAJIBHOTI'O JICUCHUS IMPU LHUTONICHUH, C
AIJIaCTUYCCKUM MJIN THUITOINIACTHYECKUM
KOCTHBIM MO3IOM, MOJIYYEHHBIM B TCUCHUC 7
IHeH mocie cMepTH, 0e3 MPU3HAKOB

MEePCUCTUPYIOLLErO JIEHKO3a

CMmepTb 1O HEOIpeneIeHHOH IpUYNHe CMmepTh HacTymaeT 10 3aBepLICHUs] Tepauu
unu <7 IHeH Mocje €€ 3aBEPIICHUs], WIH
CMEPTH, MPOU3oLIEeAIIe™> 7 qHEN NOCIIe

3aBepIIEHUS

Penmnus bnactbl kocTHOrO Mo3ra > 5%; uiau
TMOBTOPHOEC MOABJICHUE 6J13,CTOB B KPOBH, UJIN

Pa3BUTHE SKCTPAMENYJUIIPHOTO 3a00IeBaHUS

* Bce KpuTepuM IOJDKHBI OBITh BBINOJHEHBI, OLIEHKA KOCTHOIO MO3ra JIOJDKHA
OCHOBBbIBaThCsl Ha noacyere 200 sapocoaep:kaliuxX KJIETOK B aCMHUpaTe CO CIHUKYJIAMU; €CIU
HEOJHO3HAYHO, PAaCCMOTPUTE MOBTOPHOE MCCIENOBaHUE uepe3 S5S—7 AHEH; OLEHKAa MPOTOYHOU
LUTOMETPUM  MOXET IIOMOYb  Pa3IMUUTh MEXJAy MNEePCUCTUPYIOIIMM  JIEMKO30M W
pPEereHepUpYOIUMCS HOPMAJIbHBIM KOCTHBIM MO3TOM;, OHOMNCHA KOCTHOrO MO3ra JOJDKHA
BBIMOJIHATBECST B CIOy4asX CyXOH MNyHKUWHW WM IPU OTCYTCTBUM CHMKYJ, MHUHHUMAaJbHasl
IPOIOJDKUTEIBHOCTD OTBETA HE TpedyeTcs.

Konuentpaunu ARGX-110 B ChIBOPOTKE KPOBM AaHAJIU3UPOBAIU C HCIOJB30BAHUEM
NPOBEpEHHOro MeTroma uMMyHopepMmeHTHoro anamuza (M®PA). OuenHuBanu cienyrouive
(bapMaKOKHHETHYECKHE TapaMETPHL

Chax: MakcumasibHas HaOromaemast KOHIEHTpawsi, Co: OCTaTOYHAST KOHICHTPALUH;
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AUCo0: momane nojx KpUBOi KOHIEHTPALUS—BPEMsI B CBIBOPOTKE OT HYJIS 10 OECKOHEYHOCTH,
AUC,: miouane nmoa KPUBOH CHIBOPOTOYHAS KOHLIEHTpAaLUsS—BpeMsi B TE€UEHHUE HHTEpBaJa
no3upoBaHus, Vq Kaxyumiicss obdbem pacrpenenenus; CL: oOwmmii CHUCTEMHBIH KJIHMPEHC
npernapara rnocjie BHyTPUBEHHOI'O BBeleHUs, t1/2: nepuon noyKusHH.

V BCex MauMeHTOB UCCIENOBAHMS ObUIM B3SThI OOpa3ibl BEHO3HOW KPOBU ISl OLIEHKU
AHTUTEJ MPOTHUB JIeKapCcTBeHHBIX cpencts (ADA). MmMmyHorenHocTs ARGX—-110 onenuBanu B
oOpa3uax ChIBOPOTKH, HCMONb3yst MeTonq MMDA, KOTOphIi MOKET OOHApY:KUTh JIFOOOM Kiacc
ADA. PeaktuBHble 00pa3ipl ObUIM MPOAHAIM3UPOBAHBI B TOATBEPIKAAIOIIEM aHAIU3E IS
NPOBEPKH CHIEUU(PUIHOCTH.

Ouenka OHMOMapKepOB MOKET OBbITh BBINOJIHEHA HA aCMUPaTax KOCTHOTO MO3ra W/WjH
LeNIbHOW KPOBH, COOpaHHONH B MOMEHTBI BpPEMEHH, Kak ykazaHo Ha Qurype 5.
dapMaKOIMHAMUKY UCCIIEIOBAJIH ITyTEM H3MEPEHHs psiia OMOMapKepoB, BKIIIOYAs CIEIYIOIIHUE:

MonekymsipHas TeHETHKa: XapakTepUCTHKa MeTHIupoBaHus mnpomMotropoB CD70 u
CDl1a, BrIsIBNIEHHE MOBTOPSIOIINXCS MeHOMHBIX a0eppaumii AML, a Takke aHaJIU3 T€HOMHOMN
JIHK Bo3neiicTBus jedeHns: Ha 3a00JI€BaHUE U NATOJIOTHIO—MHIIECHb.

Okcnpeccusi reHoB: xapakrepuctuka yposHei MPHK CD70, mapkeper Oonesnu u
JIEKapCTBEHHOTO 3 eKTa.

ITporounas uuromerpus (FACS): nononmnurensHas xapakrepuctuka CD70 (manmpumep,
neuerne 10 ARGX-110, nocrpennaus) u sxcnpeccun CD27, a Taxke BiIMsSHUE JIEKAPCTBEHHOTO
cpeactea (Hampumep, Omactel, NK u T-kierku) u aHaiu3 MHHUMAJIbHOTO OCTAaTOYHOI'O
3abonesanust (MRD).

KonuuectBeHHOE onpezaeneHue CBIBOPOTOYHOTO Oenka: JOTMOJIHUTENbHAS
xapakrepuctuka sCD27, mapkeprl Ooje3HH U JekapcTBeHHOro sddekra (Hampumep, IL-8).
Ecnu cBsazanHble ¢ mHQY3UeH peakuuu SBISIIOTCA Oojiee Cephe3HbIMHU, UYeM B OoJiee paHHUX
ucnbiTaHusix ARGX-110, To MoskeT ObITh BBITIOJIHEH aHAJN3 BOCIIAIUTEIbHBIX IIUTOKUHOB.

OmnpeneneHue CTBOJOBOCTU NMPOBOAMIN Ha MOHOHYKJIEAPHBIX KIJIETKAX, OYHIIEHHBIX U3
KPOBHU WJIM KOCTHOTO MO3ra. B 3aBHCUMOCTH OT KOJIMUeCTBa COOPAHHBIX KJIETOK, aHAJIM3 TAHHBIX
BKJTFOUAT OKpaIliBaHHE Numb (mast onpeneneHus COOTHOIICHHUSI
ACHMMETPUYHOTO/CUMMETPUYHOTO JENIEHHsI), UCCIEAOBAHUS Ha KJIETKaxX M in vivo (OLeHKa
NOTEHLMaNna CTBOJIOBBIX KJIETOK, Hampumep, ¢ nomouipto aHanusa CFU xomonum c
METHJILIEJUTIONIO30M WM UCClIeOBaHUil BbDKHMBaHUsA Mbllied NSG, KOTOpPBIM HHBELHPOBAIH
MOHOHYKJICAPHbIE KJIETKU MALMEHTa) WIIH aHAINU3 SKCIIPECCHH [€HOB.

Onenkn MUHHMaIbHOrO octaroyHoro 3adoseBanusi (MRD) Obumi BBIOJHEHBI Ha
acripaTrax KOCTHOTO MO3ra W/HWIIM LEeJbHOM KpOBH, COOpPAaHHOW B MOMEHTBI BPEMEHH, Kak

ykazaHo Ha Purype 5. IIporouHas nuromerpus Oblla HCIONB30BAaHA B KAa4eCTBE OCHOBHOI'O
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merona aHanuza MRD. Ilogxonsiiue mapkepbl MPOTOYHON LuTtomeTpun st oueHku MRD u
onpenenenusi noaruna AML Bxmouator CD16, CD13, CD34, CD117, CD11b, CD10, HLA-
DR, CD45, CD35, CD64, IREM-2, CD36, CD105, CD14, CD33, CD71, CD36, CD105, CD33,
CD71, cTdT, CD56, CD7, CDI19, cMPO, cJlaktodeppun, cJlmzouum. B kauectBe uactu
UCCIIEIOBAaHMS HCIIONIb30BANIaCh JAOMOJHUTENbHAS IaHeNb, MOCBsLeHHas skcrpeccun CD70,
CD27, a Takxxe MapkepaMm, yKa3bIBaIOLINM Ha IMOTEHIHAJ CTBOJIOBBIX KJIETOK WJIH MHUEIOUIHYIO
nuddepenuunporky: CD27, CD70, CD34, CD117, CD11b, HLA-DR, CD45, CD38 u CD123.
Korma »TO BO3MOXHO, pe3yJbTaTbl MPOTOYHOM IMTOMETPUM CPABHUBAIM C JOPYTUMH
MOJIEKYJISIPHBIMH MTOJXOAMH, TAKUMH KaK TECT MoJiMMepasHoi nenHou peaxiuu (ITLP).

Acrmuparbl KOCTHOTO MO3ra WJIM LEJbHAs KPOBb MOTYT OBITh HWCIOJB30BaHBI IS
UMMYHO(EHOTHITHPOBAHUS (BBITIOJTHEHHOT'O € TIOMOIIBIO MPOTOYHON IUTOMETPHUH UJIH MaCCOBOM
[UTOMETPHH), KOTOpoe BKimouaeT aHamm3 NK-kjnetok u T—kjIeTok, a Takke APYrux
MOTEHLHATBHBIX CyOTMONyJISIIUI HIMMYHHBIX KJIETOK.

PesyabpTaTthl

Obwue Kiunuyeckue pe3yiomamol

IIpumeuarenbHo, uto Oomee 90% TANMEHTOB, NPUBJICYEHHbIX K YYaCTHIO B
UCCIIEIOBAaHUN, OTBETWJIM Ha Tepamuio antutesnoM npotu CD70 (10/11 manmeHTOB, KOTOPBIX
JIEYWJIN B TE€YCHNE BPEMEHH, JOCTATOUYHOTO ISl OLIEHKH OTBETA).

Tabnuua 4 mokasbIBaeT JIYYLIMHA OTBET TeX MAILMEHTOB, Y KOTOPBIX OBLIO ITOCTATOYHO
BpEMEHH, 4TOOB!I OLIEHUTh OTBeT. B kaxxmoit u3 rpynn 1 mr/kr, 3 mr/kr u 10 mr/kr 2 u3 3
NALUEHTOB B KaXKAOW KOropTe MOKa3alu MOJHYK pemuccuio. B xoropre 1 Tperuil mauueHt
JOCTHUT MOJHON PEMUCCUH C HEMOJHBIM IeMaTOJIOrM4YE€CKUM BbI3JOPOBJICHUEM.

VYpoBeHb oTBera, npesblmaronii 90%, pe3ko KOHTPaCTHPYET C IOKas3aTelieM OTBeTa
npubnusuTensHo 25%, HabmomaembiM st aza uHauBHAyanbHO (Dombret et al. Blood 2015

(Blood. 2015; 126 (3): 291-299, BKJIFOUEHO B HACTOSIIEE OMUCAHUE B KAYECTBE CCHLIKHU).

Tabnuua 4
Puck Jlyumnii orBer Kk | Bpems ay4mero
HACTOSILIEMY oTBeTa
MOMEHTY
Koropra 1 (1mr/kr) HebGnaronpustaeiii | Cri C5D1
IIpomexyTO4HBI CR EOT
HebGnaronpustaeiii | CR C7D1
Koropra 2 (3mr/kr) IIpomexyTO4HbIH CR C4D1
ITpomexyTO4HbI CR C7D2
HeGnaronpustaeiii | PR EOT
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Koropra 3 (10mr/kr) IIpomesxyTOUHbIN CR C3D23
IIpomexyTO4HbI CR C4D1
HebGnaronpustaeiii | MLFS C1D1

Koropra 4 (20mr/kr) HeGnaronpustuenii | CRi C3D1
HeGnaronpusitaenii | PR C1D1

IIpomexyTOUHBIN Her otBera k
HACTOSIIIEMY

BpEMEHU

[MpumedarenbHo, 4TO coctosiHue 0Oe3 Mmopdonorndyeckoro eiikoza (MLFS) Obuio
nocTurayTo nocyie monorepanuu ogHuM ARGX-110. V 71-netHero maumeHTa B Koropte 2 ¢
20% 0nacTOB KOCTHOTO MO3Ta INMpPH BKJIKOUYEHUH B MCCIIENOBAHUE U Y 74—JI€THETO MAIMEeHTa B
rpymme 3 ¢> 50% 061acToB KOCTHOTO MO3ra MpH BKIFOYEHHUH B UccienoBaHne NocTUrHyT MLFS,
XapaKTEePU3YIOIIUNCS OTCYTCTBHEM OnacToB K MoMeHTy Bpemenn C1D1 — 1. e mocie
Harpy3o4Hoi 1036l ¢ ARGX-110 u 1o nepBo# 10361 aza.

3TO SICHO IEMOHCTPUPYET, UTO Tepanus anturenamu nporus CD70 cama no cebe Moxer
ObITh 3¢ PexTuBHBIM JleueHneM AML.

Kpome Toro, momHasi peMuccusi Takxke OblUla BbI3BaHA KOMOMHHMPOBAHHOW Tepamuen
ARGX-110/aza. IllecTp manMeHTOB B KaXI0H M3 KOropT 1—4 AOCTUINM MOJHONH peMUCCUU
nocie KOMOMHUpPOBaHHOH Teparmuu, a eme aABa nanuedra pocturnmu  CRi - mocne
KOMOWHHUPOBAHHOM TepanuH.

Eme Oonee BaXHBIM sIBISETCS TOT (PAKT, YTO KOMOMHUPOBAHHOE JIeUEHHE IO3BOJIHIIO
OJJHOMY MALMEHTy MepelTH K Iepecajgke KOCTHOIO MO3ra. JTO BaXKHO IOTOMY, YTO MHOTHE
nateHTel ¢ AML, 0COOEHHO TOXKWJIbIE TALMEHThl, OObBIMHO HE MOTYT IEepPEeHECTH
TPAHCIUIAHTALMIO M3—3a AarpecCHUBHOrO XapakTepa TPAAULMOHHBIX METOAOB JIEUEHUS,
HEOOXOMUMBIX  JJII  COOTBETCTBUSL ~ KPUTEPHUsIM  TpaHCIUIaHTauuu. Totr  dakr, d4TO
KOMOWHHUPOBAHHOE JIeYeHHE ObUIO JOCTATOYHO 3(PPEKTUBHBIM, YTOOBI TO3BOIIUTH 75—J€THEMY
naiuenty ¢ AML mnporpeccupoBaTh A0 TpaHCIUIAHTALMM, IOKAa3blBaeT IPEUMYLIECTBA
KOMOWHHUPOBAHHOM TEPAITNH 110 CPABHEHUIO C TPAJUIIMOHHBIM JICUEHHEM.

Mono— u KOM6MHMDO€CIHHCIE MepPAnUA_YMEeHbULAIOM KOJAUYECEO O1ACMO8_6_KOCHIHOM

Mo32€e U nepud)epuueCKoﬁ Kposu

JInst KaXXI0ro MalueHTa KOJNWYeCTBO ONacTOB B KOCTHOM MO3re U mepudepudeckon
KPOBH OLIEHMBAJIOCh B Pa3JINYHbIE MOMEHTBI BpEMEHH, KaK Moka3aHo Ha Purype 5.

Jlns omeHKH OnacTOB KOCTHOrO Mo3ra ObUIM NPOAaHAJM3HUPOBAHbBI aCIUpPATBl KOCTHOTO
MO3ra, B3STbl€ B PAa3JIMYHbIE MOMEHTbl BpeMeHH. MeTHILEUIIONO3HbIe aHAIU3bl KOJOHUH C

ucnonb3oBaHueM FACS—oTcopTupoBaHHBIX MOHOLMTOB (MOHOHYKJIEAPHBIE KIJIETKU (CD45%™)
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OBUIM CENIEKTUBHO OTCOPTHUPOBAHBI IyTEM HWCKIKOYEHUs AyOJIETOB, MEPTBBIX KIETOK H
muMdonuToB ¢ Hcrmonmp3oBaHMEM aHHekcnHa V. m aHturena k CD19 u  CD4/CDS)
HCIOJB30BAINCh s oleHku koiuuectBa LSC B kocTHOM Mosre. Kpome TOro, mpoueHTHOe
coziepkaHue OJ1acTOB B KOCTHOM MO3T€ TaKe OLEHUBAJIOCH C MOMOIIbBI0 MOP(OJIOTrUH KJIETOK U
aHaJIN3a NPOTOYHON LINTOMETPUEH.

PesynpraTel 05acTOB KOCTHOTO MO3ra JJsl KQXAOTO MAIMEHTa I[IOKAa3aHbl B
conocraBineHny Ha Purype 6. DTH HaHHBIE MOKA3bIBAKOT, YTO AJSI OOJBIIMHCTBA ITAL[HIEHTOB
NPOIIEHT OJIACTOB B KOCTHOM MO3Te OBbLI IO MEHbINEH Mepe YaCTHYHO WM TOJHOCTBIO CHIDKEH
Ha C1D1, to ectb nocne monorepanuu ARGX-110.

Kpome Toro, mocne naudana aza—tepanuu (¢ C1D1) mpoueHT 01acToOB KOCTHOTO MO3ra
eme Ooyiee YMEHBIIAJICS U MONAEPKUBAICS HA HU3KOM YPOBHE B TE€YEHHE OCTABLICHCS YaCTH
JeUSHHsL. ITO UMEET MECTO HE3aBUCHMO OT TOT'O, HCIIOJIB3YIOTCS JIM HUTOMOP(OIOTHYECKUE HITH
NPOTOYHBIE aHAJTU3bI OJIACTOB.

OcobeHHO mpUMeYaTeNTbHO, YTO KOJIUYECTBO OJACTOB KOCTHOTO MO3Tra, M3MEPEHHOE B
COOTBETCTBUH C KPUTEPUSMHU MUHHMAJBHOTO OcTaTo4HOro 3abosnesanus (MRD), 3HaunTeNnbHO
cHIKaeTcsl kak npu MoHoteparmnu ARGX-110, Tak u npu komOunupoBanHoi Tepannun ARGX—
110 u aza, yuuThIBasi KIMHUYECKYIO0 BaXKHOCTh olleHKH MRD. /IBa marmenTa (oqus B Koropre 1
U OZIMH B Koropte 2) nocturiu craryca MRD.

AHanoruyHble pe3ysnbTaThl TakXke HAOMIONAIOTCS MpPU OLEHKE NpPOIeHTa OJacToB
nepudepudeckoii kposu (Purypa 7). U3meHeHus B JaHHBIX NepuQpeprudeckoil KpOBH MalMeHTa
Oosee BOCHIPUMMYMBBI K BHEIIHUM (pakTopam, YTO MPUBOAHUT K OonbineMy pa3Opocy DaHHBIX.
Tem ©He MeHee, pesynbraThl nepudepuueckoil kposu (PB) cOOTBETCTBYIOT H3MEHEHUSIM,
HaOJIF01aeMbIM B KOCTHOM MO3T€ MOCJIe MOHO— M KOMOMHUPOBaHHOH Tepanuu (Purypa 7).

Ha ®urype 7 nokaszaHo, 4To, MOJOOHO AaHHBIM JIJIsl KOCTHOTO MO3Ta, MPOLIEHTHAS T0JIS
OJIaCTHBIX KJIETOK B LIEJIOM CHIDKaercs mociie MoHorepanuu ARGX-110 (To ectb mpHu ypoBHE
C1D1 no cpaBHeHuro ¢ Oojiee paHHUMU TOYKAMH JAHHBIX), & 3aTeM JOMOJHUTEIBHO CHUMKAETCSI
npyu KOMOWHHPOBAaHHOM Tepanuu (HaunHas ¢ ypoBHS C1D1 u manee). Onsate ke, 5TOT 3PdexT
HaOJIF01a€TCsl HE3aBUCUMO OT TOT'O, UCTIOJIB3YIOTCS JIH HUTOMOP(OJIOTHYECKUE aHAIU3bI OJIaCTOB
WIM Ha OCHOBE IMPOTOYHON LUTOMETPHUM, U 3TO OUYEBUIHO IPU HCIIOJNB30BAHUU KPUTEPUEB
ouenku MRD.

Takum obpasom, MoHOTeparnus anturegamu npotuB CD70 u komOunamust antu—CD70
winoc HMA, Takme kak aza, CrOCOOHBI CHHU3WUTH NPOLEHT OJacTOB B KOCTHOM MO3Te M
nepudepudeckoil KpoBH M, B Cllyda€ KOMOWHHPOBAHHOM Tepanuu, HOAAEPKUBATh 3TOT
CHIDKEHHBIH MPOLIEHT B TEUEHHE PsiZla BDEMEHHBIX TOYEK.

Mono— u xombunuposanuas mepanus ycuineaiom mueiououyio ouddepenyuposky LSC
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ITocTrosiHcTBO JNetiko3HBIX CTBONIOBBIX KieTok (LSC) mpm AML mnpexncrasisier coOoii
3HAUYUTEIbHOE NPENATCTBUE AJIs yCIeUHOro JeueHus nauneHTos ¢ AML. LSC oTBeTCcTBEHHBI 3a
peunaus 3abosneBanus npu AML, U UX KONMUYECTBO MOANEPKUBAETCS MOCPEACTBOM IpoLecca
CUMMETPUYHOTO AENIeHHs KJIETOK, TO ecTh kKaxkaas LSC nenurcs cumMmeTpuyHO ¢ 00pa3oBaHuEM
nByx pouepHux LSC. Takoe cuMMeTpuuHOE pa3feseHue SBISIETCS ABMKYLIMM (PakTOpoM
arpeccuBHocTH AML 1 penuauBOB y MAaLMEHTOB.

IIpu anpTepHATUBHOM MpenomnpeneneHud  kjaerodHod cyapObl  LSC  momkHa
NOABEPrHyThCss MuenonnHon aupdepernuupoke. B stom mpomecce LSC mnoxpeepraercs
ACUMMEMPUYHOMY — NENEHUI0, TeHEePUpys MHUETOUAHO—IU(PEPEeHIIMPOBAHHYIO TOYESPHIOO
KJIETKY BMECTE C JOUYEPHEHN CTBOJIOBON KJIETKOM.

Takoe acuMmMmeTpuuHOe AejeHHE 3HAUUTENbHO yMmeHbiiaeT nyn LSC y nanuenra, u
yBEJIMYEHHOE aCHMMETPUYHOE JieJIeHHE YKa3bIBaeT Ha yJIydllleHHe PeaKIUU MalueHTa.

YpoBeHb acUMMETpPUYHOro fejeHus B nomyiasuuu LSC MOXHO ompeneiautb MyTeM
U3MEpEeHHs YPOBHSI IETEPMUHAHTHI KJIIETOYHOU CyabOBI, Takoi kak 6egok Numb (Riether et al. J
Exp Med. 2017 Feb; 214(2): 359-380, BKJIIOUEHO B HACTOSIIIEEe OMHCAHNE B KAYECTBE CCBHUIKH).
IToBenuenHast skcmpeccusi Numb ykas3plBaeT Ha yBEJIWYEHHE ACHMMETPHYHOIO JIEJICHUS W,
CJIEZIOBATENIbHO, YBEIMUEHHE MUENONTHON M depeHIupoBKY 1 yMeHblnenne nonyisimui LSC.

Ha ®urype 8 mokaszaHo, 4to skcrpeccuss Numb yBennduBaeTcst MOCie MOHOTEpaIruu
ARGX-110 (C1D1), a 3areM IOMOJHUTENBHO YBEIHMYUBAETCS NPU KOMOMHUPOBAHHON Tepanuu
ARGX-110/aza, uTto yka3blBaeT Ha TO, 4YTO O0€ Tepamuu YyBEIMYUBAIOT ACHMMETPHUYHOE
JeneHne u, TakuM obpasom, muenouanyro auddeperunposky LSC.

OTu HaHHBIE YKa3bIBAIOT HA TO, YTO HE TOJBKO MOHOTepanus anturesnoMm npotus CD70 u
KOMOWMHHUPOBAHHAS aza—Teparusi CHIXKAET KOJMYECTBO OJIACTOB y MALIMEHTOB MyTEM MOJIYJISILIUH
nytu CD70-CD27 (Tem cambIM criocoOCTBYsT T—KJIETOYHOH 4yBCTBHTEIBHOCTH), HO U TO, YTO
antuteno npotuB CD70 takke cnocodcTeyer auddepenunporke LSC. Ita nuddepenuuponka
YMEHbIIAET TOMYJSIHIO CTBOJIOBBIX KJIETOK M, TaKUM O0pa3oM, CHOCOOCTBYET CHW)KEHHIO
KOJIN4eCTBa 0J1acTOB, HAOIIOAAEMBIX Y MMALIMEHTOB, YUaCTBOBABIINX B UCCIIEIOBAHUU.

Monomepanus u KOM6MHMDO€CIHHCIE mepanuAa ymeHsuiarm O6DCI30661H7/[€ KONOHUI €X

vivo

Jns  nanpHEWImero W3y4YeHHWsl BJIMSHUST MOHO— W KOMOMHHMPOBAHHOW Tepamuu Ha
nonyjsinun LSC y manueHToB OBLIM MPOBENEHBI aHAJIHM3bl KOJOHWH HAa METWILEIUIIOJ03€ C
ucnonpzoBaHueM FACS—0TcOpTUpOBaHHBIX MOHOLIUTOB €X Vivo. MOHOHyKJ€apHble KJIETKU
(CD45"™ Gpiti BEIGOPOUHO OTCOPTHPOBAHBI MyTEM HCKJIFOUEHHS y0JIeTOB, MEPTBBIX KJIETOK 1
aUM(pOLMTOB C UCHOJb30BaHMEeM aHHekcmHa V u anHturena k CD19 u CD4/CD8 wu

MOCJIEAOBATEIBHOIO BBICEBAHUS HA METWILIEIUIIOJIO3Y B TeueHue 14 nHen.
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Ha ®urype 9A-E mpencraBneHsl penpe3eHTATUBHBIE NaHHbIE M (HOPMUPOBAHUS
KOJIOHMM Ha JNyHKy (u, cienoBarenbHO, konudectBo LSC) no neuenmss (SCR) u mocne
monoteparmuu ARGX-110 (momenT Bpemenu 0, coorsercrByromuii C1D1)

Ha ®urype 9F npencrasieHbl penpe3eHTaTUBHbIE AaHHbIE 111 (POPMUPOBAHUS KOJIOHUH
Ha JyHKY (u, cienoBarenbHO, kKonudecTBo LSC) no neuenwus, mociae monorepanuu ARGX-110
(to ects mpu C1D1) u mocne komOuHupoBanHo# Tepanyu (C4D1). DT naHHBIE COOTBETCTBYIOT
MPUMEPHO 24—KpPaTHOMY CHHYKEHHIO 4acTOThI BeTpedaeMoctr LSC mo cpaBHEHHIO ¢ 0a30BbIMH
YPOBHSIMHU.

Kpome Toro, Tepanusi He TOJIbKO yMeHblnaeT koaudecTBo LSC, HO Takke yMeHbIIaeTcs
KOJINYECTBO KJIETOK B KOJIOHHH, YTO YKa3bIBAET Ha TO, 4TO mponudepatuBHbiii norenuuan LSC
TAK’K€ YMEHBIIAETCs TIOCIE Tepayy (IaHHbIE HE TIOKA3aHbI).

OnsaTe ke, 3TU [aHHbIE JEMOHCTPUPYIOT, 4YTO ypoBeHb LupKyaupyroummx LSC
cHIKaroTcst mocie MoHoteparuu ARGX-110, a 3arem cHmkaercs emie OoJblne Mocie
komOuHatmun ARGX-110 u aza. Kpome toro, mponmudeparuBHblii noreHman >tux LSC takxke
CHI)KAeTCsl IPU TEPAITUU.

Monomepanus u KOM6MHMDO€CIHHCIE mMepAnUA CHUMHCAIOM YPOGEHb PACHIEOPUMO20 CD27

PactBopumsiii  CD27 (sCD27) wmoxer CiayXuTb OHOMAapKepoM IJisl  CTENEeHU
B3anmozeiicteust CD70/CD27. Cuuraercs, uro omnocpenoBanHass CD70/CD27 mnepenaua
CUTHAJIOB CHOCOOCTBYyeT abeppaHTHOMY [EJNIeHHIO KJIETOK, a BbICOKHH ypoBeHb sCD27 B
CBIBOPOTKE KOPPEIUPYET € IUIOXUM NporHo3oM y narueHtoB ¢ AML. Kpowme toro, sCD27, kak
HOJIAral0T, KOPPEIUPYET C MPOLEHTOM OJIACTHBIX KJIETOK B KOCTHOM MO3re, a TaKXKe CIYKHUT
MapKepOM CTBOJIOBOCTH OJIACTOB MALMEHTA, C MOBBIMEHHbIM ypoBHeM sCD27, yka3blBarommm
Ha MOBBILICHHBIH ypoBeHb cTBONOBOCTH (Riether et al. J. Exp. Med. 2017 Feb;214(2):359-380).

JUisi OLEHKW BIHMSIHMS MOHOTepanuu aHtuteaoM npotuB CD70 u kOMOMHMPOBAaHHOH
Tepanuu Ha B3ammopericteue CD27/CD70, a takke s JajbHENUIIEro M3y4YeHHs BJIMSHUS Ha
NPOIIEHT OJIACTOB M CTBOJIOBOCTh OBLI TaKkKe H3MEpEeH ypoBeHb pactBopumoro CD27 vy
MALUEHTOB.

Ha ®urype 10 mokasanel TunuyHsle ypoBHU sCD27 njsi manueHTa BO BpeMsl LUKJIA
neuernst. Monorepanuss ARGX-110 (C1D1) camxaer ypoau sCD27 no cpaBHEHHIO ¢ YPOBHEM
no gnedenus («3arpyska»), MU OTO CHIKEHHE TIPONOJDKAET YCHUJIMBATBCS BO BpEMs
KOMOWHHUPOBAHHOM TEpaIuy, TaK YTO OHO JOCTUTAET YPOBHEH, XapaKTEpHBIX AJS 340POBOTO
MALHEHTA.

OTU [aHHBIE JIEMOHCTPUPYIOT, YTO KaK MOHO—, TaK W KOMOWHHPOBAHHAs Teparus
uHrHOupyroT B3aumonelicteue CD27/CD70 u CHUXKAIOT MPOLEHT OJIACTOB U CTBOJIOBOCTH B

COOTBETCTBUHU C PEIYJIbTATAMH APYTIUX aHAJIHU30B.
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Kpome Toro, nHa ®urype 10 mnokazano, uro ypoBHu sCD27 mnoBplmaroTcsi mocie
3aBepmenust teparuu (EOT). D10, BepositHO, 0OYCIIOBJICHO YBEIMUEHHEM B3aMMOICHCTBUS
CD27/CD70 nocne ynanenus anturena npotuB CD70 u ykasbiBaer Ha TO, uTo SCD27 MOXHO
UCTIONB30BaTh B KauecTBe 3((EKTUBHOrO MapKepa peKpyTHPOBAHUS JIEKAPCTBEHHOTO CPENCTBA
nporus CD70 y nauuenTa.

ARGX—110 mepanus ne noswtueaen moxCU4HOCHb

CymecTBeHHBIM (PakTOpOM B TPUTOJHOCTH TEPANEBTUYECKOTO PEXHMMA  SIBIISIETCS
CBsI3aHHAs C HUM TOKCUYHOCTb i mauueHta. IIpeumyinectBenHo, antuteno npotus CD70,
ARGX-110, He mpUBOAMIO K KAKOMy—JIHOO HAOMI0IaeMOMY YBEJIWYCHHIO TOKCUYHOCTH HH B
Ka4eCTBE MOHOTEPAIUH, HU NP HCIIOIb30BAHUN B KOMOMHALINY C aza.

Jdns kaxxnodt w3 xoropT 1| mr/kr, 3 mr/kr u 10 Mr/kr HeOmaronpusiTHble COOBITHS U
reMaTOoJOrHYeCKast TOKCUYHOCTh HE OTJIMYAIUCH OT TAKOBBIX, OTPAKAIOIIUX OOBIYHBIA MPO(UITH
0€30macHOCTH a3aLUTUANHA. JTO OCOOEHHO YAWBUTENIBHO M BBIFOJHO, IIOCKOJBKY A0OABIIEHHE
KOMOWHHPOBAHHOTO TEPANIEBTHYECKOTO areHTa 4acTO NMPUBOIUT K YBEIHMUEHHIO TOKCHYHOCTH.
Onnako ¢ komOmnHanmen ARGX-110/aza He HaOmOOanoCch YBENUYEHUS TOKCUYHOCTH U

BbI3bIBAJIOCh 3HAYUTECIIBHOC YBCIINUCHUEC 3(1)(1)6KTI/IBHOCTI/I.

Tabnuua S
Crenenn 35 Koroprtal | Koropra2 | Koropra3 | Koropra4 | Bcero
HeKeJIaTeJIbHbIX (1mr/kr) (3mr/kr) (10mr/kr) (20mr/kr)
SIBJICHUH ABaenus SBnenus SBaenus SBnenus
Y nauuenrto B ®Paze | (mauueHTh! | (ManMeHTHI) | (MauUeHTHI) | (MALMEHTHI
1 ) )
Anemust 4 (1) 10 (3) 2(1) 16
TpomboruToneHus 8(2) 33 2 (1) 2(2) 15
Heiitponenus 2(1) 4 (1) 6
DebpuibHast 2(2) 1(1) 1(1) 4
HEUTPONEHUs
I'mneprensus 2(1) 2
IIpoxTur 2(1) 2
Jletikonenust 1(1) 1(1) 1
HNudexmus nerkux 1(D) 1
IInespo—nepukapaur | 1 (1) 1
KoHcTunammsa 1(D) 1
Jluxopanka 1(1) 1
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I'mnokanuemust 1(1) 1
Wnpexius 3yda 1(1) 1
IIporpeccus 1(1) 1
3a0oneBaHusA

Dapmakokunernueckue (PK) nannbie

Konnenrpaunto ARGX-110 B CbIBOPOTKE aHAJU3UPOBAIU C HCIOJIb30BAHUEM
yTBEepPKIEHHOrO Merona ummyHodepmentHoro aHanusa (MPA). Ha @urype 11 mpencrasneHs
uHnuBuayanpHele rpaduku PK manmenta mns koroptel 10 mr/kr. I'padpuk PK mpencrasnsier
nanubie 1 uukiaa 1 ARGX-110 (mpenBaputenbHas no3a D—14 no npensaputenbHO# 10361 1
ukia D1).

B nenom, ¢papmakokunernka ARGX-110 nokasana mponopuruoHaIbHOCTh 1036l Cmax u
AUC B uccnenoBaHHOM AHMAIa30He 03 U MEPUON MONYKU3HU MPpHOIM3uTeNbHO 9,2 nus npu 10
MT/KT.

Konuentpaunto ARGX-110 B acnupaTax KOCTHOrO MO3ra M3MEpsJIN B OTpaHUYEHHBIX
oOpasLax u CpaBHUBAJIH C COOTBETCTBYIOIUMHU oOpa3uamu ruta3mel. Konnenrparus ARGX-110

B aCTMpaTax KOCTHOIO MO3ra Obljla COMOCTaBUMA C YPOBHSMH B Iia3me i nanuertos 1001005

u 1001007 B no3oBoii koropre 3 Mr/kr u 10 MI/KT, COOTBETCTBEHHO.

Tabnuia 6
Koropra
HaHHeHT Oﬁpaseu CARGX—110 BM acnupar CARGX—110 njiasma
J103bI
1001005 3 mMr/kr ka7 denb 2 | 33,1 Mkr/ma 37,3 MKr/ma
1001007 10 mr/xr Iukn 4 Hens 1 | 117,7 Mxr/ma 126,6 Mxr/mi

XapakTepUCTUKH TAIIUEHTOB 1 UCCIIEIOBAHNE YACTHBIX CJIVYAEB

B Ta6n1/1ue 7 npeacCTaBJI€Hbl CBOAHBIC JAHHBIC O BHOBb AMArHOCTUPOBAHHBIX MallUEHTaX

¢ AML, HaOpaHHBIX B KQKIYIO KOTOPTY:

Tabnuua 7
XapakTepucTHKA NALMEHTA 1 mr/kr 3mr/kr | 10 mr/kr | 20 Bcero
MTI/KT

Cpeanuii BozpacT (1Mana3oH) 78 (71— 75 (71— |71 (64— |75 (72— | 74 (64—
80) 84) 75) 77) 84)

IMoa (My:kunHbI : ZKeHIIHHBI) 2:1 1:2 2:1 2:1 75

Puck (ELN 2017)

IIpomekyTOYHBIH 1 2 2 1 6

Cepbe3Hbii 2 1 1 2 6
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BaacTbl kocTHOrO MO3ra 51,3 (24— | 40 (20— |70 (50— |50 (22— |52,7(20-
Menunana % (amana3oH) 90) 60) 80) 80) 90)
Kaaccndpuxauua AML (BO3 2016)

NOS 0 1 3 0 4

C u3MeHeHUsIMH, CBS3AHHBIMH C | 2 2 0 2 6
MHEJIOAHCIIA3HEeH

Cas13aHHBIH c Tepanueii | 1 0 0 0 1

MHEJIOHAHOE Hosooﬁpasosaﬂne

PeunauBupyrommue 0 0 0 1 1

Fr€¢HETHYECCKHE AHOMAJHH

DpaHKO-aMepUKaAHO— M4, M1, | M4, M1, M2, | M2, M2,

OpuraHckas Kiaaccuuranus M2 M5SM2 | M5Sa M4

Huxe NPUBEACHBI TTPUMEPBI OTACJBHBIX TAIMCHTOB, IMNPHUBJICYCHHBIX K VYACTHIO B

UCIBITAHUU.

[MTatment 1001001-80-neTHss skenmuHa ¢ AML, CBs3aHHBIM C Teparnuei, uepe3 S5 ner
NOCJI€ aJIbIOBAHTHON XUMHOTEPAINH NPU paKke MOJIOYHON KeJie3bl ¢ OJIACTHBIMH MOKA3aTeISIMU
90% B xoctHOM Mo3re (BM) u 80% B nmepudeprnueckoii kposu (PB) (39,5 r/x), FAB noxrum:
MueoMoHouTapHbii M4 u knaccudukauus BO3 2016 ropa: Bpemennast noarpymnma: AML ¢
myTupoBaHHbIM RUNXI . [TanueHT leunsncs B COOTBETCTBUU C MPOTOKOJIOM B IpyIIe Tepanuu 1
MI/KT.

Acnupar KOCTHOIO MO3ra, B3ATbI B 1—i1 J€Hb, CpaBHUBAIM C aCIUPATOM KOCTHOTO
MO3ra, B3SThIM 110 BBeneHus: Harpy3ku ARGX-110. MeTtunuesioio3Hble aHaTu3bl KOJIOHHUH C
ucnonb3oBaHueM FACS—0TcopTHPOBaHHBIX MOHOLMTOB (MOHOHYKJICAPHBIE KJIETKU (CD45dim)
ObuUTM  BBIOOPOYHO OTCOPTHUPOBAHBI IMyTEM HCKJIOUYEHHs] JOyOJeTOB, MEPTBBIX KJIETOK H
muMponuToB ¢ HCmomp30oBaHMEM aHHekcuHa V. u  aHtutena k CD19 u CD4/CDS8)
HCIIOJIB30BAIMCH 1JIs1 oLleHKH kKonudectsa LSC B kocTHOM Mo3re.

Pesynprarsl nokaszanu, yto onHokpatHas no3a ARGX-110 cumxkana konudectso LSC B
KocTHOM Mo3re B 140000 pa3 (pacuer 4acToThl CTBOJIOBBIX KJIETOK ¢ momompio ELDA: ananm3
npenenbHoro paseenenus (http://bioinf.wehi.edu.au; Hu & Smyth (2009) ELDA: Journal of
Immunological Methods 347, 70-78.).

Kpome Toro, knerouHblii MOp(OJIOTHYECKUH W MPOTOYHBIA LUTOMETPUYECKUN aHAJIN3
MOMYJISIUHA ONACTHBIX KJIETOK MPOAEMOHCTPHPOBAJ CHI)KEHHE KOJIWYEeCTBA OJACTOB KOCTHOTO
Mo3ra U nepudpepruuecKoil KPOBH MOCIe OTHOKPATHOTO BBeAeHHs (Harpy3ouHas no3a) ARGX—
110. Tlocne mponmoinkeHusi jiedeHUss B KOMOWHAIMU ¢ AZA B COOTBETCTBUM C rpaduKoM Ha

®urype 5, onactet BM camsmnucey 1o 2,8% (cormacHo nporouHoid nuromerpun) Kk C3D1 (To
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€CTb Iocyie 2 IUKJIOB JieueHus1). Takum 00pa3oM, OLleHKa KIMHIYECKOTO OTBETA MALUEHTa B 3TOT
MOMEHT BPEMEHU COOTBETCTBOBaJia IMOJIHON peMHcCHel ¢ HenmoJgHbIM Bbi3goposyieHueM (CRi).
MunnmanbHOe octarounoe 3aboneBanue (MRD) Obuto onpeneneno kak 0,2%. Craryc CRi mo
acnupaTy KocTHOro mosra u no ouesnke MRD noxanepskusancs, no kpaiineit mepe, 1o C5DI1. B
nepudepudeckoil KpoBr OJaCThl BEIBOAWIMCH MOCIE TIEPBOro MOJMHOrO ukia jedenus (C2D1).
K C3D1 MRD nnsa nepugepudeckoin kpou cocrasisun 0,3%, a k C4D1 mpoueHt Gnactos
nepudepudeckoir kpoBu coctaBmsut 0,8% OnacToB mo nporodHod uroMerpur u 0% 1o
mopdonoruu kierok. K C4D17 xonuuecTBo 0J1aCTHBIX KJIETOK B NepU(pepUIecKoil KpOBH ObLIO
IOCTAaTOYHO HU3KHUM, YTOOBI KilaccupuupoBarsb ero kak MRD—otpunarensHoe.

[TammmenT 1001002 — 310 75—netHuit my>xkunHa ¢ AML ¢ u3MeHeHUsIMU, CBSI3aHHBIMU C
muenoaucmasued (knaccudukamus BO3; M1/M2 AML B coOTBETCTBUU C KjaccuUKaIuei
FAB). ITauuent npopemonctpupoBan 40% O3acTOB KOCTHOrO Mo3ra Ao JiedeHus. IlarueHT
JIEYUJICS. B COOTBETCTBHUHU C MPOTOKOJIOM B TPYIIIE TEpanuu | Mr/Kr.

Acnupat KOCTHOTO MO3Ta, B3SIThIA Ha 1-# NEeHb, CPABHUBAJIM C aCMUPATOM KOCTHOTO
MO3ra, B3sTbIM /10 BBeneHus Harpy3ku ARGX-110, u oueHuBaIn ¢ UCHOJB30BAHUEM aHAINU3A
KOJIOHUU Ha METWIEIUII0J03e Ha MoHouutax. [logoOHo mammenty 1001001, omHOKpaTHas
moHotepanusi ARGX-110 cumxkana konudectBo LSC B xoctHOM Mmo3re. YV manuenta 1001002
kosruecTBo LSC 6bu10 CHIDKEHBI B 2 pa3a mociie Harpy3ouHoit 10361 ARGX-110. O6pa3oBanue
KOJIOHUH CHIKanoch Oonee ueM Ha 50% mnpu Bcex HH(POPMATUBHBIX ITOCIEAOBATENBHBIX
pa3BeNeHUsIX KOHLIEHTPALUH, U KOJIMYECTBO KJIETOK B KOJOHUH TaKXKe YMEHbIIAIOCH.

ITocne omHokpaTtHOM 10361 ARGX—-110 npoueHT o0mux O1acTOB B KOCTHOM MO3Te, MO—
BUAMMOMY, CHIDKAQJICS IPU OLEHKE METOAOM IPOTOYHON LMTOMETPUM, HO IPHU OLEHKE IO
MOP(OJIOrHH KJIETOK HAOIOANIOCh YBEIUYEHHE,

Amnanornuno nanuenty 1001001, obwmuii npoueHT GiacToB B mepudpepuveckoil KpOBH
cHu3WiICsS mocie Harpy3ouHoit no3bi ARGX-110 (C1D1 npoTUB CKPUHHUHIA) U MPOIOJIKA
CHIDKAThCS B TeUeHHe LuKia 1, mpuOmmkasck K Hymo kK koHuy mumkia 1 (C2D1). K C2D17
nporeHT 6jacTtoB B nepudeprueckor kposu coctasmi 0,8% mo mportounoit uutomerpuu u 0%
no mopdonorun knerok. Ilocne 3 mmkios (C3D17) mokasarenu nepudepuveckoil KpoBH
BoccraHoBwimch (Hb 10,2 r/mn; Tpomborursl 128 1/71; abcomoTHOE KOMUYECTBO HEHTpOdHIIoB
(ANC) 0,97 r/n) n ananu3 koctHoro mosra k C4D1 nmokasan CRi.

[Tatment 1001003 — 310 77—netHuil MyxxkunHa ¢ AML ¢ u3aMeHEHHUsIMHU, CBS3aHHBIMU C
muenonucriazueii, no kiaccudpukanmun BO3 (AML-M2 no knaccupuxaumu FAC) u 24%
omnactoB koctHOro Mo3ra. K 1 nukiny (C2D1) y maunenra He ObU10 nepudepuueckux OJacToB, U
OH BOCCTAHABJIMBAJICS TOCJIE€ KPATKOBPEMEHHOM TPOMOOTIEeHNH 1 TuM(pOoneHuH (TpoMOOHUTHI 98

r/i; ANC 0,38 r/i; Hb 9,2 r/nin). IIpouent 6nactos k C1D1 6b11 cTaOMIIBHBIM.
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JlaHHbIE 3THUX MALMEHTOB IOKA3bIBAIOT, YTO MOHOTepamus aHTturenoMm mnporus CD70
(ARGX-110) cHM)KaeT KOJIUYECTBO JIEHKO3HBIX CTBOJIOBBIX KJIETOK B KOCTHOM MO3I'€ MAIL[IEHTOB
¢ AML u MOXeT CHU3UTh OOLIMI MPOLEHT OJaCTOB B KOCTHOM MO3r€ U B nepudepruuecKon
kpoBu. KomOunmnposannas tepanus anturenoM npotus CD70 (ARGX-110) u Hykieo3ugHbIM
MeTaboMUeCKM HHTHOUTOPOM (a3aLUTHAMHOM) IOMOJHHUTENBHO CHIKAET OOIMH MPOLEHT
65acTOB B KOCTHOM MO3Te U nepu(epudeckoil KPOBU A0 TaKOH CTENEHH, YTO MALUEHT MOXKET
ObITh KJIACCU(PUIMPOBAH KaK CBOOOAHBIA OT MHMHHUMAJBHOTO OCTaTOYHOrO 3a00JeBaHUs,

pe3yJbTaT, KOTOPbIH OOBIMHO HE HAOJFOAAETCS MIPU UCTIOJIb30BAHUHN TOJBKO a3alIMTUIUHA.
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POPMYVYJIA H30BPETEHUA

1.  Cpnoco®  medyeHus  ocTporo  MuenoupHoro  Jjerikosa  (AML)  wm
MuenoaucIuiacTuueckoro cuaapoma (MDS) y manmenTa, BKIFOYatOIIUA:

BBEJICHUE TaLMEHTy OAHOH wnu Oonee no3 a”tutena nporus CD70 wmmm ero
AHTUTEHCBSI3BIBAIOIIETO (hparMeHTa.

2. Cnoco® yMeHbLIEHUs] MPOLIEHTa ONAacTOB B KOCTHOM MO3re H/MiH mnepudepudecKon
kpoBH nanueHTa ¢ AML wiu MDS, npudeMm crioco0 BKIIFOYAaeT BBEAEHUE MALIUEHTY OJHOM WJIH
Oonee  TepameBTMyYecku AP¢PeKTUBHBIX A03 aHTHTena nporuB  CD70  wumum ero
AHTUTEHCBS3BIBAIOIIETO (hparMeHTa.

3. Cnocob6 moxroroBku mamueHTa ¢ AML wmmm MDS  pansg  TpaHCIuiaHTauuu
reMOIO3TUYEeCKHX CTBOJIOBbIX KieTok (HSCT), BriIrOUaromuii BBeeHHE MALMEHTY OIHOW HIIH
6onee no3 aatutena npotus CD70 WK €ro aHTUTeHCBSA3BIBAIOIIETO (PparMeHTa.

4. Cniocob mo o0oMy U3 PebIayIIUX MyHKTOB, TAe CIOCO0 CHMKAET MPOLIEHT OJIACTOB
B KOCTHOM MO3Tr€ MalLUeHTa.

5. Cnocob mo oMy U3 MPEAbIAYIIHX MYHKTOB, II€ CIIOCO0 CHIKAET MPOLEHT 0J1acTOB
B niepuQpepruIecKoil KPOBH MALHEHTA.

6. Criocob no r0boMy M3 MPEeABIAYIINX MYHKTOB, rae antureno npotus CD70 wumm ero
AHTUTeHCBA3BIBAIOIINI (PPAarMEHT BBOIAT B 7103€ B AuanasoHe ot 0,1 mr/kr 1o 25 MI/kr Ha 103y.

7. Criocob no r060oMy M3 MpeAbIAYIINX MYHKTOB, rae antureno npotus CD70 wumm ero
AHTUT€HCBA3BIBAIOIINN (PparMEHT BBOIAT B J103€ B AuanaszoHe oT 1 mr/kr 1o 20 mMr/kr Ha 103y.

8. Cnioco0 mo oMy U3 MpeapIAyIiuX MyHKTOB, TAe aHTuTe 0 npotuB CD70 umu ero
AHTUTEHCBSI3BIBAIOLINI (PparMeHT BBOIAT B 103¢e 10 Mr/kr.

9. Cnocob mo mro0oMy W3 MPenbIayluX MyHKTOB, € KaXkaas 1033 aHTUTeNa MPOTUB
CD70 wmnam ero aHTUIECHCBSI3bIBAIOLIETO (parMeHTa OTCTOMT OT Apyrod Ha 10-20 nHei,
HeoOs3aTenbHO 1218 nHeil, HeoOsi3aTenbHO 14—17 nHe.

10. Crocob6 mo nmrobOoMy H3 TPEAbIIyIIUX MYHKTOB, IOTMOJTHHUTEIHHO BKITFOYAKO MM
BBEJIEHUE MALIMEHTY HYKJIEO3UIHOTO META0OINYECKOr0 MHIHOUTOPA.

11. Crmocod mo m.10, rae HyKJICO3UIHBbIH MeTabONIMYeCKHi HHTHOUTOP MPEACTaBISIET
co0O¥ THIMOMETIIIMPYIOIIHUN areHT, Heo0sI3aTeIbHO a3alUTHANH WIN TEIUTA0HH.

12. Cmoco6 mo m.10 wmymm 11, rme HYKJICO3UAHBI META0OIMUYECKUH WHTUOUTOP
MPECTaBIsIeT COOOM a3alUTHINH.

13. Cnocob no modomy u3 m. 10-12, roe HykiIeo3uaHblii MeTaboNIUIeCKHii HHIHOUTOP
BBOJISIT B 703€ B quana3zoHe 50-100 MI/M B JIeHb.

14. Cnocob no mobomy u3 mm.10-13, roe Hykiaeo3uaHblii MeTaboNUIeCKi HHIHOUTOP

BBOJAT B NIEPUO JO3UPOBAHUS CYTOYHOM 1036l B TEUCHHUE 5—9 THEN.
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15. Cnocob6 mo m.14, roe HykJI€O3WOHBIH MeTabONUYeCKHii WHTHOUTOP BBOASAT B
COOTBETCTBUH C PEXKHUMOM JO3UPOBAHMS IMOBTOPSIOLIUXCS MEPUONOB JO3UPOBAHMSA, MPHUYEM
KOHEIl OIHOTO TMepHOa TO3UPOBAHMS U HAYAJIO CIENYIOLEro Nepruoa 103UpOBaHUsS OTCTOST Ha
18-25 nueit.

16. Cnocod mno mobomy w3 mm.l10-15, roe mnepByw H03y HYKICO3HIHOTO
MeTaboIMuecKoro MHruouTopa BBOIAT yepe3 7—21 neHb mocie nepBoil J03bl aHTUTENA MTPOTHUB
CD70 unu ero aHTUT€HCBSI3bIBAIOINETO (hparMeHTa.

17. Cnocob6 mo nmobdomy u3 mm.10—16, rae omHy M3 CYTOYHBIX 103 HYKJIEO3UIHOTO
MeTa0OIMUYECKOr0 HHIHOUTOpa BBOASAT B TOT )K€ JI€Hb, 4TO U 103y aHTuTena npotus CD70 wmm
€r0 aHTUTe€HCBSI3bIBAIOLIETO (pparMeHTa.

18. Criocob mo mobdomy u3 mm. 10—-17, rae cnocod BKIFOYAET:

1) MepBYIO CTAAMIO, BKIOYAOIIYIO BBeAeHHE aHTUTeNa npotuB CD70 u HyKJIe03uaHOTro
MeTa0OIMUECKOro HHruouTopa 1o odomy u3 . 10-17 u

1) BTOPYIO CTaJMIO, BKJFOUAIOLIYIO BBeAeHHe aHtutena npotuB CD70 mo mobomy u3
nn.1-9 u BBeneHNe HYKJICO3UAHOrO MeTabonndeckoro HHruouropa B Oosnee HU3KOM 103e, 4eM
71032 HYKJIEO3UHOTO METa0OIMYECKOr0 HHIHOUTOPa, BBOAUMOTO Ha TIEPBOM CTaIUH.

19. Cnoco® mo mobOoMy H3 TPeAbIAYLUINX NYHKTOB, € MAHeHTY HE MOIXOMUT
CTaHIAapPTHAsi UHTEHCUBHASI XUMHOTEPATIHS IIEPe JICUSHHEM.

20. Crocob mo mo0oMy M3 TPEAbIIYIIUX IMyHKTOB, JOTOJIHHUTEIBHO BKIIFOYAKO LM
CTaJIUIO MPOBEEHUS TPAHCIUIAHTALIUN I€MOIIOITHYECKUX CTBOJIOBBIX KJIETOK ITAlIUEHTY.

21. Cnoco® no mo0oMy U3 MPeABITYLINX yHKTOB, I'/Ie BO3PACT NMalUeHTa cocTassieT 60
JIET WM CTapiue, HeoOs3aTeIbHO 75 JIeT UM cTaplie.

22. Cnocob mo mo0oMy U3 TPEabIIyLIUX MYHKTOB, JOTIOJHHUTEIbHO BKJTOYAKO MM
BBEJICHUE MAIMEHTY OJHOTO WK 0OJiee U3 aKTHBHBIX areHTOB, BBIOPAHHBIX U3 AHTHTENA MMPOTHUB
CD33, anturena nporus CD123, unruduropa E—cenextuna, unruduropa FLT3, uaruburopa
LUKJIMH3aBUCUMON KuHa3bl, HrHOnTOopa BCL—-2, nHruburopa aMMHONENTHAA3B U HHTHOUTOpA
JAK/STAT.

23. Crnocob mo mo0oMy W3 TPEbIIyIIUX MyHKTOB, IOTOJTHHUTEIHHO BKITFOYAKO MM
MOHUTOPHHT KOJIMYECTBA OJIACTOB Y MALIUEHTA.

24. Cnocob mo mo0oMy M3 MPEeAbIIyIUX NMYHKTOB, Ile OH HMHIYLUPYET YaCTHUHBIA
orBer (PR), monHBbIA OTBET ¢ HEMONHBIM remMarosiorudeckuM BocctaHosieHneM (CRi) uim
nonHbIit orBet (CR).

25. Crocob mo mo0oMy M3 MPEnbIIyLINX MYyHKTOB, I7I€ OH MHAYLUPYET MUHUMAJIbHOE
OCTaTOYHOE OOJIE3HEHHOE COCTOSTHUE, KOTOPOE SIBJISIETCS] OTPULIATEIIbHBIM.

26. Cniocob o 1000My U3 MPEabITyIIUX MyHKTOB, ITI€ OH YBEJIUYHBAET BbDKUBAEMOCTh
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IO CPaBHEHHMIO CO CTAHIAPTHBIMH TEPAIEBTUYECKMMH AareHTaMH, KOTOpbIe MOAXOIUIN Obl
MALHEHTY.

27. Cnocob mo moboMy K3 MpeabIyIuX MYHKTOB, rae anTuteno npotus CD70 wim ero
AHTUTeHCBA3BIBAIOIINN (parMeHT HHrHOupYIoT cBsa3piBanne CD70-CD27.

28. Cniocob mo moOoMy U3 MPEenbIIyIX MyHKTOB, rae anTutenao npotus CD70 wuiu ero
AHTUTeHCBS3BIBAIOIINIA (PPArMEHT UCTOLIAIOT KJIETKH, SKcrpeccupyromue CD70.

29. Cnoco® mo aro0oMy U3 MPEeAbIAyLIMX MyHKTOB, Tae aHTuTeno mnpotu CD70
comepxutT BapuabenpHbI ToMeH Tspkenod nenu (VH) u BapuaOenbHbIA TOMEH JIETKOW LEnH
(VL), roe nomensr VH u VL conepskatr CDR:

HCDR3, conepxamyro unu cocrosimyro u3 SEQ ID NO: 3 (DAGYSNHVPIFDS)

HCDR2, conepxamyro wiu cocrosimyio u3 SEQ ID NO: 2 (DINNEGGTTYYADSVKG)

HCDRI, conep:xamyro wiu cocrosimyro u3 SEQ ID NO: 1 (VYYMN)

LCDR3, conepxamyto unu cocrosamyo u3 SEQ ID NO: 7 (ALFISNPSVE)

LCDR2, conepsxaryto unmu coctosmyro u3 SEQ ID NO: 6 (NTNTRHS), u

LCDRI, conepskamyto uimu coctosmyro u3 SEQ ID NO: 5 (GLKSGSVTSDNFPT).

30. Croco0 mo modoMy U3 HMpeAbIayLUINX MyHKTOB, rae antureso npotus CD70 wiu ero
AHTUTeHCBS3BIBAIOIIMN (parmMeHT conmepkutr noMeH VH, mo wmensmeit mepe Ha 80%
uneatnaHeii SEQ ID NO: 4, w/umm comepxutr gomedn VL, mo menbineir mepe Ha 80%
unentuunbsii SEQ ID NO: 8.

31. Cnoco6 mo mobomMy H3 MNpenbIIyluxX IyHKTOB, rae aHtuteno mnpotus CD70
npencTasisiet codoit antuteno IgGl.

32. Cnoco6 mo mroboMy M3 MpenbIIyluX MyHKTOB, TAe aHtuteno npotu CD70
npencrasisier coboit ARGX-110.

33. Anrureno nporus CD70 nns npumeHeHHs B criocode mo Jro00My U3 MPenbIIy X
MYHKTOB

34. dapmaneBTHYECKasT KOMIIO3UIMS Ui NPUMEHEHHs B Crocobe mo JrodoMy u3
NPEABIAYINNUX YHKTOB, I7ie (hapMalieBTHYECKast KOMITO3UIHSI COAEPKUT aHTuTeNo npotus CD70
U (papManeBTUYECKH MPUEMIIEMOE BCIIOMOTATEIbHOE BEIECTBO WJIM HOCUTEIb.

35. Anrureno nporus CD70 nnm ero aHTUreHCBA3BIBAIOIINN (PParMeHT JJIsl IPUMEHEHHUS
npu gedeHnd AML, re aHTUTENO WM aHTUTeHCBSA3BIBAIO LM (PparMeHT BBOAST B KOMOMHALINN
C TUIIOMETHJIUPYIOIIUM areHTOM, MPEATIOYTUTENBHO a3aL[UTHIUHOM.

36. AHTuTENno WM (papManeBTHUECKAss KOMITO3ULUS JJIsl IPUMEHEHUs 10 JIF000MY W3
nmn.33-35, ornuyaromuecs TeM, 4To aHtureno npotuB CD70 mnu ero aHTUT€HCBS3BIBAIOIIHM
¢parment uHrHOUPyIOT cBsizpiBaHue CD70-CD27.

37. AHTuTeno wiM (apmaneBTHUECKass KOMITO3ULUS IJsl MPUMEHEHUs 1O JII000OMy M3
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nmn.33-36, oTnuyaromuecs TeM, 4yTo aHturesno npotuB CD70 mnu ero aHTUT€HCBS3BIBAIOIIHM
(bparMeHT UCTOIAOT KJIETKH, 3KcTpeccupyromme CD70.

38. AHtuTeno wim (apmaneBTHUECKas KOMIIO3ULIUS IJISi TIPUMEHEHHUs MO Jo00oMy U3
nmn.33-37, otnuyaromuecs TeM, 4yTo aHturesno npotuB CD70 miu ero aHTUI€HCBS3bIBAIOIIHUM
(dparmeHT comepskaT BapuadenbHbli noMmeH Tsokenoi uenu (VH) u BapuaOenbHbI AOMEH
nerkoii nenu (VL), rne nomensr VH u VL conep:xar CDR:

HCDR3, conepsxaryto unu cocrosiyro u3 SEQ ID NO: 3 (DAGYSNHVPIFDS)

HCDR2, conep:xamyro wiu cocrosimyio u3 SEQ ID NO: 2 (DINNEGGTTYYADSVKG)

HCDRI, conep:xamyro unu cocrosimyro u3 SEQ ID NO: 1 (VYYMN)

LCDR3, conepskamyro uimu coctosiinyro u3 SEQ ID NO: 7 (ALFISNPSVE)

LCDR?2, conepskamyro unu cocrosyto u3 SEQ ID NO: 6 (NTNTRHS), u

LCDRI, conepskamyto uimu coctosinyro u3 SEQ ID NO: 5 (GLKSGSVTSDNFPT).

39. AHTuTeno win (apmaneBTHUECKAsT KOMITO3ULUS JJIsl PUMEHEHUs 10 JIF000OMY 13
nn.33-38, oTnnuaromuecs teM, 4To aHTuteno nporuB CD70 mnm ero aHTUreHCBA3BIBAOLIUN
¢dbparmeHT conep:kar nomeH VH, no mensbineli mepe, Ha 80% unenrnunbiii SEQ ID NO: 4, w/unm
coxep:xat fomeH VL, no menbieit mepe Ha 80% unentuunsiii SEQ ID NO: 8.

40. AHTuTeNno uinu (papmaneBTHUECKAs KOMITO3ULUS JJIsl IPUMEHEHUs 10 JII000OMY H3
n.33-39, ommyaromecst TeMm, 4yto aHtureno nporuB CD70 mpencrasisier coboit aHTUTENO
IgGl.

41. AHtuTeno unu (papmaneBTHUECKAs KOMITO3ULUS AJsl PUMEHEHUs 10 JI000OMy M3
. 33-40, oTnuuaromuecs: TeM, uyto antuteno nporuB CD70 npencrasnser coboit ARGX-110.

42. Kombunanus, comeprkamasi anrutesno npotus CD70 mmm ero aHTUre HCBS3bIBAIO LI
dbparmenT u NMI.

43. KomOunanus no m.42, rne NMI npeacrasisier cOOOW TMITOMETHIIUPYIOLIUN areHT.

44, KomOuHaumsi mo m43, Tae TUMOMETWIMPYIOIIUH areHT NpeAcTaBisieT CcoOOH
a3aLUTUANH.

45. KomOunammst no mobomy u3 nm.42—44, rne antureno nporus CD70 wim ero
AHTUTCHCBS3BIBAIOIINN (pparMeHT HHrHOUpPYIOT cBsi3biBaHre CD70-CD27.

46. KomOunammst nmo mobomy u3 mm.42—45, rone antureno nporus CD70 wnm ero
AHTUTEHCBS3BIBAIOINUN (PParMEHT MCTOIMAOT KIIETKH, 3Kcnpeccupyromue CD70.

47. KomOunanus mo mobomy u3 mm.42—46, rae antureno nporus CD70 comepxxur
BapuabenbHbI ToMeH Tspkenol nernu (VH) u BapmaGenbHbIN nomeH jerkoi nenu (VL), raoe
nomenbl VH u VL copepxkar CDR:

HCDR3, conepsxamyro nimu cocrosimyto u3 SEQ ID NO: 3 (DAGYSNHVPIFDS)

HCDR2, conepxamyro miu cocrosimyio u3 SEQ ID NO: 2 (DINNEGGTTYYADSVKG)
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HCDRI, conep:xamyro miu cocrosimyio u3 SEQ ID NO: 1 (VYYMN)

LCDR3, conepskamryto miu coctosmyro u3 SEQ ID NO: 7 (ALFISNPSVE)

LCDR2, conepsxarryto unmu coctosmyto u3 SEQ ID NO: 6 (NTNTRHS), u

LCDRI1, conepxamyto unu cocrosuyto u3z SEQ ID NO: 5 (GLKSGSVTSDNFPT).

48. KomOunanusa no mobomy u3 nm.42-47, raoe anrureno nporus CD70 wmmm ero
AHTUTEHCBs3BIBAOIMI  (parmMeHT coxmepkar nomeH VH, mno wmesbmedi mepe Ha 80%
unentnynbii SEQ ID NO: 4, w/unu comepkat aomeH VL, mo menbineit mepe Ha 80%
unentuunbii SEQ ID NO: 8.

49. KomOuHanwms o robomy u3 mm.42—-48, rune antureno npotus CD70 mpencrasisier
coboti aatuteno IgGl.

50. Kombunanus no modomy u3 m.42-49, roe antureno nporus CD70 npexncrasnser
coboit ARGX-110.

51. Kombunarus no modomy u3 mm.42-50 ans npuMeHeHHs B criocode neueHnss AML
uimn MDS.

52. KomOuHanus mo jrodomy u3 mm.42—-50 s mpuMeHeHus B criocode mo JrodoMy u3

. 1-32.

ITo noBepennocTn
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