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2420-573671EA/025
AHTUTEJIA K CD38 [Jis1 JIEUEHMSI AMMJIOMIOBA JIETKMX LENEN M [IPOYMX
CD38-TIOJIOXUTEJIBHEIX T'EMATOJIOTMUECKMX SBJIOKAUECTBEHHBIX OIYXOJIEN
OBJIACTEH IIPMMEHEHVA M3OBPETEHVA
HacrTosmee n300peTeHMe OTHOCUTCSA K crocofam JleueHus
aMMJIIOMIO3a JIETKUX Lenen n IPOUMX CD38-I10JIOXUTeJIb HBIX
I'eMaTOJIOITMUYEe CKMX 3JIOKaUeCTBeHHEIX onyxoneﬁ.
[IPEOIIOCEIJIKM CO3IOAHMSI M3O0BPE TEHMS

3JI0KaueCTBEHHEE B-KJIeTOUHEIE OITYyXOJIN BKJIDY AT XpOHquCKMﬁ

JIMMOOLMTAPHEY  B-KJIETOUHHM  JIEeMKO3, MAHTUMHOKJIETOUHYID  JIMMOOMY,
JINMOOMY Bepkurra, GOTIIIUKYIIAPHYIO JINMOOMY , OGOy 3HYD B-
KPYIHOKJIE TOUHYIO JIMMpoMY , MHOXEeCTBEHHYIO MMEJIOMY , JIMMp oMy

XOmXKMHa, JeMKO3 BOPCHUCTEX KIJIEeTOK, IIepPBUUHYID BHIIOTHYID JUMOOMY U
CIIMI-aCcCOUMMPOBAHHYIO HEeXOIXKKUHCKYIO JINMOOMY . Ha OOJI0
3JIOKAaUeCTBEHHBIX B-KJIE TOUHEIX Oy XOJIen IPUXOOUTCSA BoJiee 85%
OMAaTHOCTUMPOBAHHEIX JIMMQOM.

MHOXeCTBEHHAHA MMEeJIoMa (MM) XapakKTepnu3lyeTCcs JlaTEeHTHHM
HaKOIJIEHMEM CEKPEeTOPHHX ILJIa3MOLMTOE B KOCTHOM MO3T'e C HU3KUM
npojmndpepaTUBHEM VHIOEKCOM u YBEJINYEHHEM KIM3HEHHBIM LUKJIOM.
3abojleBaHMe B KOHEUHOM CUeTe IopaXaeT KOCTM M KOCTHHM MO3IT, UTO
IPUBOOUT K IOABJIEHUID MHOXECTBEHHHX OIIYyXOJell U IopaXeHUM BO BCel
CKeJIETHOM cucTeMe. IIpubim3muTesibHO 1% BCcex BUIOB paka M HeMHOTO
Bojiee 10% Bcex TIeMATOJIOIMUYECKUM S3JIOKAUeCTBEHHHX OIIYXOoJIe MOTYT
OHTbL OTHEeCeHH K MHOXEeCTBEeHHEM MHKeJIoOMaM. BepoSATHOCTL IIOABJIEHUA
MHOXECTBEeHHOM MMeJIOMH IIOBHIIAETCSA VY JIOOelM cTapmero BolpacTa, IIpu
STOM CPeIHMM BO3pacT Ha MOMEHT IMalHOCTUPOBAHMS COCTAaBJISET OKOJIO
61 rToma.

Avmnionpgos Jerkmux uenem (AJlll) (TakXe HaSHBaeMEDI CHUCTEMHEM
aMMJIOMOOBOM) IIpelcTaBJjgeT coboM HapylleHMe O(OYHKIMM KJIOHAJLHHX
[JIa3MOLMTOB, IIPUM KOTOPOM OParMeHTH HENPaBUJIBHO CJIOXEHHHX JIEeTKUX
eney MMMyHOTJIOOVJIMHA OTKJIAIBBAITCA B TKaHAX. MOHOKJIOHAaJILHEE
[JIa3MOLMTEL B KOCTHOM MO3Te IMNPpOOYyLMPYKRT HENPABUIBHO CJIOXEHHEE
JeTKMe Lely KVMMYHOTUIOOYJIMHOB, KOTOPHE HaKallJIMBAKTCH B TKaHAX WU
BHI3HBAKT TOKCHUYHOCTE B XM3HEHHO BaXHBIX OplraHax, IIPUBOIAMYyK K
OTKazy opraHa u cMepTu (Comenzo et al., Leukemia 26: 2317-25,

2012). KiMHMUeCKMe I[IPOABJIEHUA 3aBUCAT OT 3aTPOHYTHEX OpPI'aHOB;



aMMUJIOMIO3 YacTO I[POABJIAETCH B IIodUKax, B Cepnle, Ha KOXe, B
HEepBHOM CHCTeMe M B MATKMX TKaHfaxX, Takux KakK [A3hK (Merlini and
Belotti, NEJM, 349: 583-596, 2003), npuBoma K aJbOyYMMHYPUM U
[IOYEeUHOV HeIOCTaTOUYHOCTM, CEepOedYHOM HeIOCTaTOUYHOCTHM, apUTMUN,
PUCKY BHe3allHOM CepleuHOM CMepTH, TIelaToMerajuM, B3OYyTHIO XUBOTA,
IpeXneBpeMeHHOMY HaCHIIEeHUIO, napecresusaM, OU3eCcTesmaM,
OPTOCTATHUUECKOM IMIIOTEeH3UM, 3alopy uiIm mpuapee (Chaulagain and
Comenzo; Curr Hematol Malig Rep 8: 291-8, 2013).

CD38 mnpemncTaByiseT coboy MeMOpaHHBEM 0OeJiok Tuna I1I, (yHKLUMeM
KOTOPOTO ABJIAETCHA oriocpeloBaHHAasA pelenTopaMmu anresms u
CUTHaJIu3alug, a TaKxe oriocpeloBaHue MO OUMIIM 3 Al KaJlblM4g
IIOCPeICTBOM BKTOOepMeHTaTUBHOM aKTMBHOCTM, KaTaiu3 oOpa30BaHUL
HUKJInYeckon ANO-pubos3n (UAIOP) m3 HANY, a Takxe I'mMIpoJn3 UAIOP B
All®-pubozy (AIOOP). CD38 omnocpenyeT CeKpelLuuln LIUTOKMHOB, a TaKxe
aKTUMBRALMD ¥ OpoJmMdpepauuio JmMmpoumTor (Funaro et al., J Immunolog
145:2390-¢6, 1990; Guse et al., Nature 398:70-3, 1999) nu
mocpelcTBOM cBoer  HAJI-TJIMKOTMIPOJIA3HOM AaKTHMBHOCTM pPeTryJIMpYyeT
YPOBHM BHekJIeTOUuHOTo HAIIY, KOTOPHEM 23aIelCTBOBaH B MOIOYJIALNUMU
KOMIIapTMEHTa pPeryJaTopHEX T-kjaeTok (Adriouch et al., 14:1284-92,
2012; Chiarugi et al., Nature Reviews 12:741-52, 2012).

CD38 DKCIIPECCUPYETCH Ha 3JI0KaueCTBEHHBIX rrasMoumuTax
MHOXeCTBEeHHOM’ MM EJIOMEL u 3aleicCTBOBAaH B PasIINUYHEX
TeMaTOJIOTUMUECKKX 3JIOKAUEeCTBEHHEX OIIYXOJIAX.

CoBpeMeHHEe CpelcTBa JeueHMsS aMUJIOMIOo3a JeTKUX Leler wu
MHOXECTBEHHOM MMeJIOMHE BKJIOUAKT pPal3JIMUHLHE XUMMOTepalleBTUUeCKHUe
opernapaTe C TpPaHCIIaHTalMeM ayTOJOTMUHEIX CTBOJIOBHX KJETOK JHMdO
Oe3 Hee. TeM He MeHee ob0Oa 3abojiIeBaHMA OCTalTCd IPerMMyleCTBeHHO
HEUN3JIEUMMEBIMHA . TaxkumMm oBpaz3oM, CYIEeCTBYET noTped®HOCTH B
OOIOJIHUT €JIb HBIX TepalleBTUUYEeCKUX CpencTrBax nJis JIeueHn
MHOXEeCTBEeHHOM MMeJIOMH UM aMMJIOMIO3a JIeTKUX llelen.

N3JIOXKEHME CYIIHOCTU M3OBPETEHNMA

HacTosmee wu300peTeHMe oOecledMBaeT CIocod JiedeHMsS IlallMeHTa
Cc CD38-TOJIOXUTEJNLHOV TeMaTOJIOTMUECKOMW 3JIOKAUeCTBEeHHOM OIyXOoJblo,
BKJIOUAKIMIM BBeIOeHMe aHTUTeJla K CD38 TpebynmeMy 5TOTO IIallMeHTyY B
TeueHMe BPEMEeHM, IJOCTaTOUHOTO IJa wu3jiedeHusa CD38-MOJIOXUTEJILEHON

TeMaTOJIOTUUYEeCKOM 3JIOKaUeCTBEeHHOM OITyXOJIN, InprnueM ITIallMeHTY



IPOBOLAT TPAaHCIUIAHTALUMI IeMOIORTUUECKUX CTBOJIOBHX KJjeTOk (HSCT).

HacTodmee wm300peTeHMe Takke of0eclledMBaeT CIOCOD JIeUeHUd
nauyeHTa C aMWJIOMIO30M JIeTKMX Uenen (AJlll), BKILUaAKINWY BBeIcHUE
aHTuTeJla K CD38 TpebyomeMy 5STOIO IIalMEeHTy B TeUueHMe BpPEeEMeHH,
OOCTATOUHOT'O OJiA M3JieueHwma AJlll.

HacTosamee wm300peTeHMe TakKke of0ecleunBaeT CIOCOD JIeUeHUHA
nauyeHTa C aMUJIOMOO30M JIeTKux lenen (AJll), BRILUAKINMY BBeIeHUE
aHTuTeJla k CD38 TpebyomeMy 5STOI'C IIalMEHTY B TeUeHMe BPEMEHY,
OOCTAaTOUHOTO  OJa  u3JjiedeHmsa  AJlll, opruuyeM IalMeHTy  IIPOBOIOAT
TPaHCIJIaHTalMID I'eéMOIIODTUUECKMX CTBOJIOBHX KJeTok (HSCT).

KPATKOE OIIMCAHUE PUCYHKOB

Ha omr. 1 noka3aHa OTHOCUTEJIbHasa skconpeccus CD38, CD32R,
IL6R, gpl30 m CD16 B TPaHCKPUIILUMOHHEX Opoduiax CD138" kJIOHAaJBHEIX
[JIa3MOLMTOB Yy TIIallMEHTOB C BIIEPBHE IOMATHOCTUMPOBaAHHEM AJl (n=16
nmaumMeHToR C AJlll, GEO GSE24128). LnQLE: HaTypaJlbHEM JoTapudm
KOJIMYUECTBEHHOT'O YPOBHA BKCIPEeCCUN.

Ha Oowmr. 2 mnokasaH IIpoLeHT (%) NK-KJeTOK B MOHOHYKJI€APHEHX
KJIeTKax B IIepudeprMUeCKOM KPOBM HaluMeHTOB C AJlll uyepe3 3 HeOeJu
[IoCcJie TPaHCIUIaHTalMM CTBOJIOBHIX KJIeTOK (SCT).

Ha OQwur. 3 1nokaszsaHo, uTo CD38 oskcopeccuporaH B CD34*

T'eMOIIOSTHMUEe CKHMX KJIIeTKaX-IIpelllleCTBEeHHNMIIax.

Ha  our. 4A T1oxkasaHo, uro DARZALEX™ (mapaTymMmymMao) He
OKa3HBaeT BJMSAHMSA Ha IpoJjudpepalmio HeOTOOPaHHBX MOOUIMBOBAHHBIX
KJIETOK-TIpeOmeCcTBeHHNI KPOBM, OTTAaSBIIMX IIOCJIe KPUMOKOHCepBalluM,
KOTOpPHE OlLleHVBaJIU infe) CIIOCOBHOCTHU KJIETOK-IIpenmeCcTBeHHNIL K

0Bpas0oBaHMi0 CXOINHOTO UMCJa KOJOHUM B OpucyTcTBUM 500 HID/MI MU

1000 ur/miu DARZALEX™ (maparymyMma®a) B CPaBHEHUMUM C M30THUINUESCKUM
KOHTPOJIEM. B 2TOM aHamse KOJIOHMeOoDpa3yrm1e e OMHULIEL

TpaHyJIoIMTapHO-MaKpod@araJbHOoTOo pana (CFU-GM) oueHMBau depes 14

OHell KyJbTHMBMPOBAHUSA B MeTHUIILEJIJIONI03e B NOPUCYTCTBUM DARZALEX™
(mapaTymymaba) , C U30TUIINUECKUM KOHTPOJIEM VI KOHTPOJIEM
OTCYTCTBMSA AaHTUTEJI, U CTPOMIM Tpadux % o00pas3’0OBaHHHX KOJIOHUM B
3aBUCHMOCTM OT KOHTPOJISI OTCYTCTBUA aHTHUTeld. * p < 0,05; napHem
t-xpuTepuri. Bce aHaJIMB3H OPOBOOMJIM B Tpex IIOBTOPHOCTAX, U 3

He3aBUMCHMMEIX SKCIIEepPVMEHTa OBLIIN BEITIOJIHEHEL C VMCIIOJIE3OBaAaHMEM



00pasloB KJIETOK-IPedmeCcTBeHHMIT OT 3 pPa3HBEX [HalMeHTOB. JaHHHE
okaseBalT cpelHee T CO.

Ha  Qwur. 4B 1nokaszsaHo, uro DARZALEX™ (mapatymyMat) He
OKasHBaeT BIMAHMA Ha OpoJjudepaluio HeOTOOPaHHHX MOOMIIM30BaHHEIX
KJIETOK-NpellleCTBEHHNI] KPOBM, OTTaABIMKX IIOCJIe KPUMOKOHCepBalUH,
KOTOPHE OLleHMBAJIN 1o criocobHoOCTH KJIETOK-IIpellle CTBEHHNIL] K

00pasoBaHMid CXONHOTO UMCJa KOJOHMM B IOpucyTcTBUM 500 HID/MI MU

1000 ur/min DARZALEX™ (mapaTymyma®a) B CpPaBHEHUM C W30TUMIMUECKVM
KOHTPOJIeM. B »5ToOM aHaimMze OJjacToofpasyolyre eIOVMHULE DPUTPOUIOB

(BFU-E) oueHMBaJIM dYepes 14 [OHeM pocTa B MeTWUILEJJIOIO3e B

OpucyTCcTBUM DARZALEX™ (mapaTymMyMa®), C M30THUIMUECKUM KOHTPOJIEM
WJIN KOHTPOJIEM OTCYTCTBUSA AHTUTEJI, nu CTPOMIIN rpadux %
00pas30OBaHHHX KOJOHUM B 3aBUCHMMOCTM  OT KOHTPOJIE OTCYyTCTBUA
aHTUTeJ. Bce aHaJM3H IIPOBOOWUIIM B Tpex IIOBTOPHOCTLIX, u 3
He3aBUCHMEIX SKCIIEpUMEHTA OBLIIN BHIITOJIHEHH C VICIIOJIE 30BaHUEM

00pasloB KJIETOK-IPenmeCcTBeHHMIT OT 3 pPa3HBEX [HalMeHTOB. JaHHHE
mokas3eBalT cpelHee T CO.

Ha  OQwur. 5A T1okKaszaHo, uTo DARZALEX™ (mapaTymyMat) He
OKa3EBaeT BJIIMAHUS Ha npoJjmndepalno CBEXUX, HeOoTOOpaHHBIX
MOOMIIM3OBAHHEIX KJIETOK-IIPEemleCTBEHHMI, KPOBM, KOTOPHE OLeHMBAJIMU II10

nx CIIOCODOHOCTU K 0Bpa30BaHuIo CXOIOHOTO drciia KOJIOHUM B

MeTuJILeJnosiose B HnpucyTcTBur 500 HT/mMin wmiam 1000 Hr/mi DARZALEX™
(mapaTymyMada) B CpaBHEeHUU c U30TUINYUE CKUM KOHTPOJIEM.
ObpaszsoBaHMe KOJIOHUNM u3MepsaM Ha 14-1 medb kak CFU-GM, U CTPOWIIU
Tpadmuk %  oBOpa30BaAHHEIX KOJIOHMM B  3aBUCHMMOCTM OT  KOHTPOJA
OTCYTCTBMSA aHTUTeJI. Bce aHaJM3H IPOBOIUIIM B TpexX MNOBTOPHOCTIAX, U

3 He3aBUCHMMHX BKCIepMMeHTa OBJIM  BHIIOJIHEHH C  MCIIOJIB30BAHUEM
0Bpa3lLoB KIETOK-INpPenOmeCTBEHHUII OT 3 pPa3HHX [DalMeHTOB. JaHHEE
mokas3eBalT cpelHee T CO.

Ha  Qwur. 5B 1okazaHo, urTo DARZALEX™ (mapaTymyMat) He
OKa3HEBAaET BJIMAHUSA Ha npoJmdpepalnn CBEXUX, HeOoTOOpPaHHBIX

MO OUIIM30OBaHHEIX KIIETOK-IIpeIlIeCTBEeHHNMI KPOBM, KOTOPEE OILeHMBaJIM IIO

nx CriocoBHOCTH K ofpas30BaHML CXOIOHOT'O drcila KOJIOHUM B

MeTHUJILeJIojIo3e B npucyrcTBur 500 HT/mMi miam 1000 Hr/myn DARZALEX™



(DapaTyMyMa0ba) B CpaBHEeHUU C MN30TUIINYE CKYM KOHTPOJIEM.
ObpasoBaHMe KOJIOHUM u3Mepsam Ha 14-U »meHb kak BFU-E, u cTpouu
Tpadux %  oOpasOBaHHEIX  KOJIOHMM B  3aBMCUMOCTM OT  KOHTPOJIA
OTCYTCTBMA aHTUTeJI. BCe aHaJM3H OPOBOOWUIIM B TpexX I[IOBTOPHOCTHAX, WU
3 He3aBUCUMEX HBKCIepMMeHTa OBUJIM  BHIIOJIHEHH C  MCIOJIbE30BaHUEM
00paslLoB KJIETOK-IIPedlleCTBEHHNUI OT 3 Pa3HHX [IalMeHTOB. [JaHHEE

IOKa3eBalT cpenHee * CO.

Ha our. 6A mokas3aHo, uTo DARZALEX™ (maparymymat) He ybOuBaeT
TeMOIIORTUUECKHUE KJIETKU-IIpeOmeCTBEHHUIIEL, oToBpaHHEE 1o CDh34,
nytemMm CDC, HeCcMOTpSA Ha BHCOKYK »kchopeccur CD38 B 3TUMX KJIeTKax.

KineTrkmn  CD34+ wmHKyOUpoBaymM 1 yYac B CHBOPOTKE C  BHCOKUM

KOMILJIEMeHTOM UM 0e3 aHTUTel (CTL), ¢ 500 wur/ma DARZALEX™
(naparymymata) (Dara) Jsmbo ¢ 500 HT/MI U30TUINUECKOTO KOHTPOJIA
(Iso), IocJjie 4Yero KJIEeTKM BHCeBaJlM Ha I[OJIYyTBeplyln Ccpeny.
OBpasoBaHMe KOJIOHUM U3MepsaJu Ha 14-¥ 1pmeHsr kxak CFU-GM Ha 500
oToOpaHHHX 0 CD34 KJIeToK. PesyJbTaTH I[OJYUYeHH OT aHajiM3a B TpexX
IIOBTOPHOCTAX C KJeTKaMu OT 1 naumeHTa ¢ MM M 2 maumMeHTOB C AJlI.
Ha our. 6B mokas3aHo, uTo DARZALEX™ (maparymyma®) He yOuBaeT
TeMOIIOBTUUECKMEe  KJIETKU-TIpeNueCTBeHHUIIH, oTobpaHHHe 110 CD34,
nyrTeM CDC, HeCcMOTpsS Ha BHCOKYKL D»KcIOpeccup CD38 B »5TMX KJeTKax.
Kimerxkn  CD34" wuHKyOUpPOBAaJIU 1 wwac B CEIBOPOTKE C  BHBCOKUM
KOMILJIEMEeHTOM U 0e3 aHTuTen (CTL), ¢ 500 Hr/Mm  DARZALEX™
(naparymyMmata) (Dara) Jmbo ¢ 500 HT/MI U30TUINUECKOTO KOHTPOJIA
(Iso), rnocJjie 4Yero KJIeTKM BHCeBaJM Ha IIOJYyTBeplyln Ccpeny.

OBpasoBaHMe KOJIOHUM U3Mepsalu Ha 14- 1pneHbr kak BFU-E Ha 500

O0TOBPAaHHEX 1o CD34 KJIETOK. B [JIaHMeTax c DARZALEX™
(mapaTymymMabom) oo BoJipme BFU-E, OOCTUITMMX CTaTHUCTUUYECKOM
SHAUMMOCTM Pas3jMuMdg. Pes3yJbTaTH IIOJYYeHEl OT aHajlM3a B Tpex

[IOBTOPHOCTAX C KJeTkaMM oOT 1 naumMeHTa ¢ MM m 2 naumeHToOB C  AJll
(* p < 0,01).

Ha  Qwur. 7A IIOKa3aHo, urTo DARZALEX™ (mapaTymyMat) He
OKas3EBaeT BPEeINHOTO BJMAHMA Ha CBeXMe KJIETKM-IIPeIlleCTBEHHNIIE
TPaHyJIOUMTOB—MOHOLMTOB, oToOpaHHEHe 110 CD34. BHIOEJIEHHHE KIETKU

CD34* wmHKYOUPOBaJMU B cpene, He comepxamemn aHTUTeJa (CTL;

KOHTPOJIE ) , DARZALEX™ (mapaTymymMat) (Dara) WM  M30OTUIINUECKUMN



KOHTPOJIb (Iso) - 500 ur/min miam 1000 HT/MJI, KaK yKasaHo. KieTku
IIOMEmMa Y B MeTWUJILEJJIoJIO3Y UM M3Mepsalr obpasoBaHMe KOJOHMM Ha 14-1
oeHs kak CFU-GM Ha 500 kJjeTok, oTobOpaHHHX IO CD34. Pe3syJabTaTH
[IOJIYUYEHE OT aHajlM3a B TpexX I[IOBTOPHOCTAX C KJeTKaMM OT 1 [DaluueHTa

c MM m 2 naumeHTOoB C AJI].

Ha Oomr. 7B 1okasaHo, uTo DARZALEX™ (mnapaTymyMmab) He
OKa3HBaeT BPeIHOI'O RIMUSAHMA Ha CBEXME KIETKU-TIPeOlle CTBEHHULIE
DPUTPOULOB, oTOOpPaHHEE 1o CD34. BrimeJieHHEIE KJIETKU CD34-
VMHKYOMpPOBaAJIM B Cpelle, He colepxamel aHTUTesna (CTL; KOHTPOJL),
mapaTymMyMa® WIM UIOTUIMUYECKUNM KOHTPOJb (Iso) - 500 HD/MI uiu
1000 HT'/MJI. KiteTku rIoMelaJJin B MeTMIILEeJJIJIORY U U3MeP AJIU
obpaszoBaHMe KOJIOHUM Ha 14-¥ @meHb kak BFU-E Ha 500 kJeToOK,
oToOpaHHEX 0 CD34., Pes3yJabpTaTH I[IOJYYeHE OT aHajM3a B Tpex
IIOBTOPHOCTAX C KJeTKaMM OT 2 IHauMeHToB ¢ MM M OOHOI'O HaluMeHTa C
AJlll. *p < 0,02.

Ha owmr. 8 mnokaszaHo, uTo nojumMopdm3mel FCYRIIIa-158aa BIMAIK

Ha ADCC c¢ onocpemoBaHmeM DARZALEX™ (maparymyma®owm) . I[lalMeHTH C
TeHOTUIIaMU 158V/V (V/V) u 158F/V (F/V) IEeMOHCTPUPOBAJIN
IIOBHIIEHHEM YPOBEHL OTBeTa 10 CPaBHEHMIO C [alMeHTaMM C T'eHOTHUIIOM
158F/F (F/F) (BepTUKajJbHad JMHUS SBJISeTCA MeOMaHHOM IJIS Kaxmon
rpynmne, P < 0,05, IOBYCTOPOHHUN KpUTepuM MaHHa-YMUTHU) .

[IOOPOEHOE OIMCAHME WN3OBPETEHNUA

TepMrH «CD38» oTHOoCHMTCA kK OeJiky CD38 ueJjijoBeka (CUMHOHMME:
All®d-pubo3UJILIUKIIa3a 1, nAldp-rumposasza 1, LUKJINYEeCKasa Alld-
puboszormuaopoJa3za 1). CD38 yeJIoBEeKa uMeeT AMVHOKMCJIO THYIO
[IOCJIENOBATEJIBHOCTE, KOTOpasd IIokas3aHa B GenBank B nopsanke
nocrymenus NP 0017c6 m B SEQ ID NO: 1. Xopomo M3BECTHO, UTO
CD38 mpencTaBasgeT Cco0O0OM OINHONPOXOIHHM MeMOpaHHBM OeJiok Tuna I1I C
oCTaTKaMM aMMHOKMCJIOT 1-21, MNOpeACTaBJSRMMMM LKUTO3OJBHENM IOMEH,
ocTaTkKaMy aMMHOKMCJIIOT 22-42, OpelCTaBJAKIMMKY TpaHCMeMOpaHHHM]
ooMeH, u ocTartkaMu 43-300, @OpeIcTaBJAONMMY BHEKJIETOUHHM IOOMeEH
CD38.

SEQ ID NO: 1

MANCEFSPVSGDKPCCRLSRRAQLCLGVSILVLILVVVLAVVVPRWROQOWSGPGTTKRF
PETVLARCVKYTEIHPEMRHVDCQSVWDAFKGAFISKHPCNITEEDYQPLMKLGTQTVPCNKIL



LWSRIKDLAHQFTQVQRDMFTLEDTLLGYLADDLTWCGEFNTSKINYQSCPDWRKDCSNNPVSV
FWKTVSRRFAEAACDVVHVMLNGSRSKIFDKNSTEFGSVEVHEHNLQPEKVQTLEAWVIHGGREDSR
DLCODPTIKELESIISKRNIQFSCKNIYRPDKFLOCVKNPEDSSCTSEI

[IpepnosiaraeTcsa, UYTO TEPMUH «AHTHTEJa» B HACTOANlEeM HOOKYMEeHTe
MCIIOJIb3YyeTCcd B WMMPOKOM CMHCJE M BKJIoOYaeT B CcebAa MOJIEKYJIE
VMMYyHOTIUJIOOYJIMHOB, BKJIOUAsa MOHOKJIOHAJILHEIE AaHTUTEeJla, BRJKYAKINE
MBIV HEE , yeJIOBeueCcKue, anarlTUPOBaHHEEe nJisa JeJioBekKa,
TYMaHU3MPOBAHHEHE ¥ XMMEPHEE MOHOKJIOHAJIBHHE aHTUTeJa, O(QpaTrMeHTEH
aHTUTeJ, fucrneuuprudeCcKue NI MYJIb TUCIIeIMOUUIEeCKHUE aHTUTeJa,
OVIMEpPHELE, TeTpaMepHEe WM  MyJIbETMMEPHHE  aHTUTeJa, a Takxe
ONHOLIEIIOUEeUHEle aHTUTEeJa .

VMMyHOTJIOOYJIMHEL MOT'YT OTHOCUTBCH K IIATM OCHOBHEIM KJjlaccaM, a
uMeHHo IgA, IgD, IgE, IgG m IgM, B 3aBUCHMMOCTM OT aMMHOKMCJIOTHOM
IOCJIENOBATENBHOCTY KOHCTAHTHOTO IOMeHa TaSXeJon Lenmu. IgA um IgG
OOTIOJIHUTEJILHO KJIACCUPUUIMPYIOTCAS Ha M30TUMIE I1gAi1, IgAz, IgGi, IgGg,
IgGs m IgGs. Jlerkue LenM aHTUTeJI JIOHX BMIOB IIO3BOHOUHEX MOXHO
OTHEeCTHM, B 3BaBUCHMOCTM OT aMMHOKMCJIOTHEIX IIOCJIeHOBAaTEJILHOCTEM UX

KOHCTaHTHEX JOMEHOB, K OIDHOMY M3 IOBYX UeTKO OTJIMYaiIMnXcd TUIIOB,

a MMEeHHO Kalllla (K) u Jjgambrma (A) .

TepMrH «dpaIl'MEeHTHE aHTUTeJa» OTHOCUTCA K dYacTu MOJIEKYJIH
VMMYHOTUIOOYJIMHAE, KoTopad COoXpaHdaeT AHTUT €HCB SI3LB anmmi camT
T KEJION Lenm "/ JeTKOM LIenu, TakKoMm Kak onpenesdrmme
KOMILJIEMEHTAPHOCTEL  00JlacTHU  TSXeJION  Lenn (HCDR) 1, 2 mu 3,
olpenesyigpmre KOMIIJIEMEHTAaPHOCTL obJjacTu Jerkou uenmu (LCDR) 1, 2 u
3, BapmuabesgbHasda o00JlaCTb TaKeJo¥ Henu (VH) wiImu BapuabesbHas
obinacTe Jerkou unemu (VL). OparMeHTH aHTUTEJ BRKJILUAT (parMeHT
Fab - omgHOBaJIEHTHHM QpaTrMeHT, CcocCTodmuM U3 noMeHoB VL, HV, CL wu
CHI; odparmednT F(ab): - »OBYXBaJIeHTHHM ¢parMeHT, CcoIOepxXamui IBa
bparMeHTa Fab, CBA3AHHHX IUCYJILOMOHEIM MOCTMKOM B IIAPHUPHOM
objacTtu; o¢parmMedT Fd, cocToamui m3 JgomMeHoB VH um CHI; odparmeHT
Fv, cocrogamui m3 moMeHOB VL M VH ojHOTO Iljleda aHTUTeJa; OQpaTlMeHT
ooMeHa aHTuTreJla (dAb) (Ward et al., Nature 341:544-6, 1989),
KOTOPHM COCTOMT U3 p»goMeHa VH. JIomenn VH u VL MOTYyT OHTBH
CKOHCTPYUPOBAHE ¥ CBA3aHEL BMeCTe IIOCPelICTBOM CHHTETHUUECKOI'O

JMHKepa c obpaszoBaHueEM PAa3JIMUHEIX TUIIOB KOHOUTYpaumUM



ONHOIIEIIOUEUHHX aHTHUTeJ, B KOTOPHX M»OOMeHH VH/VL COeOMHAnTCS B
napy BHYTPUMOJIEKYJISPHO WM MEXMOJIEKYJIAPHO B TexX CcJydasax, Korja
oomMeHel VH wm VL DKCIpPeCCUpPyrnTCAa OTOeJIbHEIMU OIODHOILIEIIOYeUHEIMA
KOHCTPYKLUMAMU AHTUTEJI c oBpa30oBaHueEM MOHOBAJIEHTHOT'O
AHTUTEeHCBASBHBAKMETO calTa, TaKoI'o KaK OIHOLeNoUeuHHr Fv (scFv)
WY OUaTeJioO; OHM OIMCAaHE, HalpuMep, B MeXOYHapPONOHHX I[1aTeHTHHX
noyoamranmax NN W01998/44001, W01988/01649, W01994/13804 "
W01992/01047. I aHHEE dparMeHTH  AHTUTEJ I[IOJIydalT C  IIOMOIIBIO
MeTOIOVK, WM3BECTHHX ClelMajJucTaM B IaHHOM o00JlacTu, M TIIPOBOOAT
CKPMHMHI QparMeHTOB Ha IIPUI'OOHOCTBL TaKMM Xe ofpa30oM, KaK U IOJA
[IOJIHOPA3MEPHEIX aHTUTEJI.

TepMMH «BHIOEJIEHHOE aHTUTEJIO» O3HadvaeT aHTUTEJO WM (parMeHT
aHTUTeJla, [0 CYHIeCcTBY He comepXalle OPpYTMX aHTUTEeJ, MWMEIUX
pas3HEle 3HaueHMd aHTUTEeHHOV CHelUuMdMUHOCTM (HalpyMep, BHIOeJIeHHOoe
AHTUTEJIO, CIelUMdMUeCKM CBA3HBakimeecsa ¢ CD38, 1o cCcymecTBy, He
COIEepPXUT aHTUTeJ, crieuM@mUUecK CBA3HBaKIMXCSA C  aHTUI'eHaMu,
OTJIMYHEIMM OT CD38 uyejoBeka). OOHaAKO M30JMPOBAHHOE AaHTUTEJO,
crieuudrUUecKkmM Ccpa3vpBawnimeecsa ¢ CD38, MOXeT UMMETh IIepeKpeCTHYR
PEaKTUBHOCTE C OPYI'MMM aHTUI'€eHaMM, TaKuMyM Kak opToJjioru CD38
yeJlOBeka, HamnpuMmep CD38 Macaca fascicularis (4BaHCKOTO Makaka) .
Bojilee TOTroO, BHIEOEJEHHOE aHTUTEJIO MOXeT IIO0 CyIleCTBY He cCcomepXaThb
IPYTOTO KJETOUHOTO MaTepualsa /WM XUMUUECKUX BeleCTB.

BapuabeJsbHasa oBJlacThb aHTUTeJla COCTOUT us3 «KKapKacHOM»
objacTH, pasznejleHHOM TpeMs «aHTUTeHCB A 3HB allMI camramm .
AHTUTeHCBA3HBaKIMe camTh ompeneJieHH c [IOMOIILI0 PaBINUYHEX
TepMMHOB: 0OB0JIacTH, OIpemelidolle KOMILJIEMeHTapHOoCTE (CDR), Tpu B
VH (HCDR1, HCDR2, HCDR3) wu Tpm B VL (LCDR1, LCDR2, LCDR3),
OCHOBaHH Ha BapuabeJIbHOCTHM IocjenoparTejyicHOCTHM (Wu and Kabat J
Exp Med 132:211-50, 1970; Kabat et al Sequences of Proteins of
Immunological Interest, 5th Ed. Public Health Service, National
Institutes of Health, Bethesda, Md., 1991) . TepMMH
«TurnepBapnabesibHEIEe oOOjacTu», <«HVR» wmumm «HV», Tpwm B VH (H1, HZ2,
H3) m pm B VL (L1, L2, L3), oTHOCHUTCH K obJjacTaM BapuabeJibHEX
IOOMEHOB AaHTUTEJIA, KOTOPHE ABJIAKTCSA TUrepBapmadesibHHEMA 1o
CTPYKType coIJiacHO omnpeznejeHuio Chothia m Lesk (Chothia and Lesk

Mol Biol 196:901-17, 1987). [IpyrMe TepMMHE BKJKYALT B ceb4d



«IMGT-CDR» (Lefranc et al., Dev Comparat Immunol 27:55-77, 2003)
M «UCIIOJIb30OBAHME OCTaTKOB, OIpemesyidluxX ClHeunMuuHoCcTb» (SDRU)
(Almagro Mol Recognit 17:132-43, 2004). B wMexgayHapomHou 0aze
OaHHHX ImMunoGeneTics (IMGT) (http://www imgt org) mnpencTaBJIeHH
CTaHOAPTU3MPOBaHHAA HyMepalMa U OlIpelelieHMe aHTUTEeHCBA3EBAaINX
caiToB. COOTBeTCTBMEe MexXIy pas3rpaHuueHusamMu CDR, HV wm IMGT
ommcaHo B nybmaumxkauum Lefranc et al., Dev Comparat Immunol 27:55-
77, 2003.

[Ipy MCHOOJIE30BaAHMM B HACTOAIlEM IOKYMeHTe TepMMH «OCTaTKM IIO
Chothia» os3HauvaeT ocTaTku VL u VH aHTUTeJI C HyMepaluel o Al-
Lazikani (Al-Lazikani et al., J Mol Biol 273:927-48, 1997).

TepMUHE «Kapkac» NI «KapKacHBe I[IOCJIeDOBaATEJIEHOC T
OpeICTaBJIAT COOOM OCTaTOUHHE I[OCJIeNOBaATeJLHOCTY BapuabellbHOM
ofbJlacTM, KOTOpPHEE OTJIMNYaKnTCsa OT TeX, KOTOpHEe OIlpelelJIeHE Kak
AHTUTEeHCBSABHBAKMME CalThH. Tak KakK aHTUITeHCBS3HBaKIMe CalTH, Kak
ONIMCAHO BHIIe, MOTYT OIPEemNeJyIATLECH pPa3JIMUYHEMY TepMMHaMM, TO4YHasd
aMVMHOKMCJIOTHAaA I[IOCJIelOBaTeJIbHOCTE KapKaca 3aBUCUT OT OlIpeleliIeHUA
AHTUTEeHCBSABHBAKMETO calTa.

TepMUH «TYMaHM3UPOBAHHOE aHTUTEJIO» OTHOCUTCH K aHTUTeJy, B
KOTOPOM AaHTUIeHCBA3HBalIMe CauTH [IOJIY4YeHE M3 BUIOB, OTJIMUHEX OT
yeJIoBeKa, a KapKacCel BapuadeslbHOM obJjiacTu [IOJIYYEHH oT
[IOCJIeNOBAaTEJIbHOCTEN MMMYyHOTJIOOYJIMHOB UeJjloBekKa. ['yMaHM3MPOBAaHHEE
aHTHTeJla MOTyT BKJIIOUATEH 3aMeHH B KapKaCHHX obJjlacT4ax, B
pe3yJibTare  Uero Kapkac  MOXeT He ABJIATHCH TOUHOW  KOIIMEHN
SKCIPECCUPOBAHHOTO  MMMYHOIJIOOYJIMHa  4YeJloBeKa WM  3apOIHIIeBHX

TeHHBX I[I0CJIemOoBaTeJILHOCTEN.

TepMmH «KamoallTUpOBAaHHEIE IOJI4d geJIoBeKa» aHTHTeJIa I
«KagallTUPOBaHHEE IJIAd geJIOBeUueCKOI'O KapKaca (HFA) » AHTHUTEeJIa
OTHOCHUTCHA K I'YMaHU3VMPOBaHHEM aHTmuTeJIaM, aallITMpOBaHHEM I10

criocofaM, OINMCAHHEM B [IaTeHTHOW nyoJjukalmy CIA N US2009/0118127.
AmanTHMpOBaHHEE [JIA UYeJIOBeKa aHTUTeJla I'yMaHM3MPYyoT I[OIyTeM BHOOpa
UeJIOBEUECKMX KapKacCOB—aKIEIITOPOER Ha OCHOBEe MaKCHMMAaJIbHHEX CXOICTB
CDR wu FR, COBMECTUMMOCTM IOJIMH WM CXOICTB IIOCJIedOoBaTeJIbHOCTEeN
neTejib CDR1 u CDR2 M YacTM mnetTeJib CDR3 JIeT'KOM Lelu.

TepMMH «aHTUTEJIO UYeJIOBEKa» OTHOCUTCH K aHTUTEIJY, HWMEKIeEMY

BaprabeJibHEIE OOJlaCcTM TAKeJIOM M JIeTKOM Llellel, B KOTOPHEX Kak
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KapKacCHHE, Tak u AHTUTE€HCEBA3EBAKINME CamTH [IOJIYYEHE n3
[IOCJIeIOBATEJILHOCTEN UeJIOBEUEeCKOTO IIPOMCXOXIeHMA. ECIM aHTUTeJIo
COIOEPXUT KOHCTaHTHYK 00JlacThb, KOHCTaHTHad oOO0JIaCcThb TakXe I[IOoJIydyeHa
M3 IIOCJIENOBATEJNILHOCTEN UeJIOBEUECKOTO INPOUCXOXIEHNUI.

AHTUTEJIO UeJloBeka COIepXuT BapuabelJbHHe 00JacTM TSIXeJION
U/UIM  JIeTKOM llelel, KOTOPHE «IIOJYUeHH M3» II0CJedoBaTeJIbHOCTeN
JeJIOBEeUeCKOoTI o MIPOUCXOXIEHMS, nopryueMm BapuabeJsibHEe objlacT
aHTUTeJa TIOJIYYEHE ns3 CUCTEMEHI, B KOTOpOM IpVMeHsaeTCs
VMMYHOTJIOOYJIMH UYeJIOBeKa 3apOomBMEeBOTC THUIIA WMJIM [IepeCTPOeHHEEe TI'eHH
VIMMYHOTJIOOYJIMHOB . Taxkue CUCTEMEL BKJIOUAT BUOIMOTEKN TeHOB
VMMYHOTJIOOYJIMHOB UYeJlIoBeka, oToOpaxaeMele Ha (are, M TPaHCIEHHEHX
XMBOTHEIX, OTJIMYHEIX OT UeJIOBEKa, Takux KaK MBIM WM  KPEBICH,
HeCYIMX JIOKYCHI VMMYHOTJIOOYJIMHOB yeJIOBEKaA, Kak OMIMCaHOo B
HaCcTOAIEM IOOKYMEHTE . AHTUTEJIO yeJIoBeKa MOXeT COIepXaTh
aMMHOKMCJIO THEIE OTJIINYMA  IIO CpaBHEHUD c 3apOoIEIMeBOV  JIMHUEN
yeJIoBeKa WM IIepeCTPOEeHHEE II0CJIENOBATEJEHOCTM WMMYyHOTUIOOYJIMHOB,
OOYCJIOBJIEHHHE, HAlPMMEP, BCTPeUanIMMUCHA B €CTEeCTBEHHHX YCJIOBUAX
COMaTUUECKMMM  MyTalMaMU  WMJIM  HaMepeHHBM BBEIEHMEeM  3aMeH B
KapKacCHHEe WM aHTUMITEeHCBAS3HBaKIMe CcalTe. KakK OpaBUJIO, aHTUTEJIO
yeJIOBekKa II0 aMMHOKMCJIOTHOM IIOCJIeOOoBaTeJIbHOCTM, IIO MEeHBIeW Mepe,
Ha okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmum 100% MOEHTUYUHO
AMUHOKMCJIOTHOM II0CJIeIOBATEJILHOCTM, KOOMPYEeMOM TeHOM 3apoIhllieBOoN
JMHUM  UeJloOBeKa WM IIepeCcTpOeHHEM I'€HOM MMMYHOTJIOOYJIMHA . B
HEKOTOPEX CJydasx aHTUTEJIO YeJIoOBeKa MOXeT COoIepXaThk KOHCEHCYCHEEe
KapKaCHHE I[I0CJIeOOBaTEeJIbHOCTHM, IIOJIYyUYeHHEEe B pe3yJibTaTe aHaJlu30B
KapKacCHHX II0CJIefoBaTeJIbHOCTEM ueJiloBeKa, HalpuMep, KaK OoIMCcaHO B
nydaukauum Knappik et al., J Mol Biol 296:57-86, 2000, wam
CUHTEeTUUECKHUE HCDR3, BKJIOUEHHEIE B OUBJIMOTEKNA TeHOB
VMMYyHOTJIOOYJIMHOB UeJIOBeKa, oTobOpaxaeMbe Ha Qpare, HalpuUMep, Kak
omnmMcaHo B nybtimukaumm Shi et al., J Mol Biol 397:385-96, 2010 u
MeXIYHapOIOHOM IIaTeHTHOM nyoauraumm N W02009/085462) . AuTUTesa, B
KOTOPHX AaHTHUTEeHCBA3HBAKIME CAWTH II0JIYUeHH OT BUIOB, OTJIMUYHEIX OT
yeJIoBEeKa, He IOIOXOHOAT IIOH OIpelellIeHMe aHTUTeJla UeJIOBeKa.

BrImeJIeHHEIE T'YMaHU3UPOBaHHEE aHTUTeJa MOTYT OHITH

CYMHTETMYEe CKVMHA . AHTHUTEJIa yeJjioBeKa, XO0TA n IIOJIYYEeHHEIE ns3
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[IOCJIeIOBATEJILHOCTEN VIMMYHOTJIOOYJIMHOB yeJIoBeKa, MOT'YT OHITE
CO3HaHEl C IIpMMEHeHMeM TaKuxX CUCTeM, Kak GaroBHM IOUCILIEN,
BKJIOUAKMNUI CUHTeTuueckre CDR U/WMIM CUHTeTHUeCKMe KapKach, WK
MOTYT OHTL IIOIOBEPTHYTH MyTareHe3y 1in VIitro njusa yJydlleHUS CBOMCTB
aHTUTEJI, UYTO IIPUBOOMT K IIOJIYUEHMIO aHTHUTeJl, B eCTeCTBEHHHX
YCJIOBUAX He BXOIOAMMX B Ha®op aHTUTeJ uUeJIOBeKa BapOoObIleBOV JIMHUU
in vivo.

TepMMH «PEeKOMOMHAHTHOE aHTHUTEJIO» BKJIOUaeT BCe aHTuTela,
[IOJIYUEeHHEE, BKCIIPEeCCUPOBaHHEE, cosIaHHbe WV BHIIEJIEHHEIE
PeKOMOMHAHTHEMM Cclloco®aMM, TakMe KakK aHTUTeJla, BHOSJIEHHHE U3
opraHmM3Ma XMBOTHOTO (HAIpPUMEP, MBIIM WMJIM KPHCH), SBJIAOIEIOCH
TPAHCTEHHEM  WJINA TPAHCXPOMOCOMHEM  TIO TeHaM  MMMyHOTJIOBYJIMHA
yeJIOBeKa, WIM IOJIydeHHHEe U3 Hero IMOPMIOOME, AaHTUTeJIa, BHIEJIeHHHE
M3 KJIEeTKU-XO03SIMHA, TPaHCOOPMMPOBAHHOM MOJIS SKCIPEeCCUM aHTHUTesa,
AHTUTEJIa, BHOEJIEHHEE M3 PEeKOMOMHAHTHOM KOMOMHATOPHOM OMOJIMOTEKM
AHTUTEJI, WM aHTHTeJla, IIOJIYYeHHEHEe, DSKCIPEeCCUPOBaHHEE, CO3IaHHHE
WM  BHIEJIEHHBE JIOOBIMM IOpPpyIMMM  crocofamu, KOTOPHEE  BKJIOUAT
CIJIAMICHMHT TIOCJIEOOBATEJILHOCTEM TEeHOB MMMYHOIJIOOYJIMHA UYeJloBeKa C
IpyTMMM IIocJiemoBaTeJibHOCTAMM [HK, wWIM aHTHUTeJa, CO3IaHHHe 1In
vitro nyTem oBMeHa Ileu Fab, Takue kak OucHelMdUuecKMe aHTHUTeJa.

TepMMH «MOHOKJIOHAJIbHOE aHTHUTeJIO» OTHOCHMTCA K IIpenapaTy
MOJIEKYJI aHTUTeJla OINHOMOJIEKYJIAPHOM KOMIIO 3ULIUNA . Komrosuims
MOHOKJIOHAJILHOTO aHTHTeJla IEeMOHCTPHMPYEeT OIOMHAPHYID CIeUM(UMUHOCTD
CBABHBAHMA U addMHHOCTL K KOHKPETHOMY SIMUTOIY WM, B Cciydae
BUCIIeIMINUSCKOTO MOHOKJIOHAJIBHOTO aHTUTeJla, OBOMHYID CIelIUMPUUHOCTDL
CBA3HBAaHUSA K OBYM OTIOeJIbLHEM SOMUTOIIaM. CilemoBaTeJIbHO,
KMOHOKJIOHAJILHEIM  aHTUTEJIOM»  HasHBaeTCcd  IIONYJISlIuS AHTUTEJ C
OOMHAKOBEIM AaMMHOKMCJIOTHEIM COCTABOM B KaXIoM TOKeJIOM M KaXmoomn
JIeTKOM Lenm, 3a VCKJIIOUeHMEeM BO3MOXHEIX XOPOIO M3BECTHEIX
VBMEHEeHMM, TaKMxX KakK OTPHB C-KOHLEBOTO JIM3MHA OT TIKEJION Lenu
aHTUTeJa. MOHOKJIOHAJIBHEIE AaHTUTeJa MOTYT MMETh IeTepOTeHHOe
TJIMKOBMJIMPOBAHME B IIpelejlax IMIONYyJALUWM aHTUTeJ. MOHOKJIOHAJILHOe
AHTHUTEJIO MOXeT OBTb MOHOCHeIUMOUUEeCKMM WM MYJIbTHCIelIudruIeCcKNM,
W OINHOBAJIEHTHEM, BUBaJIeHTHEM W MYJIL TUMBaJIEHTHEIM.
Bucneuupmueckoe aHTHUTEJIO  BKJIOUEHO B TepMMH  «MOHOKJIOHAJIBLHOE

AHTUTEJIO» .



12

TepMuH KBIOUTOI» O3HauvaeT JacTb aHTuIreHa, c KOTOPEM
CIeluMdUUECKM CBSA3BBaeTCsa aHTUTeJIO. Kak OIpaBWJIO, BSBIUTOIE COCTOAT
U3 XUMMUECKM aKTUBHHX (TakMx KaK TIIOJIAPHHE, HEIOJISPHEE WK
TMOpodoOHEIE) IMOBEPXHOCTHBEIX IPYINIMPOBOK (pal'MeHTOB, TaKMxX Kak
OOKOBHEE LelM aMMHOKUCIIOT WM I[IoJiMcaxapuioB, W OHM MOT'YyT UMETHb
KOHKpPETHEIE XapaKTepUCTUKA TpexXMepHOM CTPYKTYPHL, a Takxe
KOHKPEeTHEEe XapaKTepUCTHUKM 3apdla. OIOMTOI MOXeT OBTE ofOpasoBaH U3
CMEXHEIX W/MUJIM HEeCMeXHHX aMUMHOKMCJIOT, of0pa3yilmMx KOHOOPMALMOHHLI
IPOCTPAHCTBEHHEM OJIOK. B cilyuae HeCMeXHOTO SIUTOolla aMMHOKMCJIIOTH
nu3 PasHBX Yy4aCTKOB JIMHEeVHOM [IOCJIeOOBRATEJILHOCTH aHTUITeHa
HaxXoOsATCSA B HeNOoCpeICTBeHHOM OJMB30CTM IpYyID K IPYI'y B TpexMepHOM
IPOCTPaHCTBe OJjlarolapsa CBOPaYMBaHMID MOJIEKYJIH OeJiKa.

TepMmH «KBapMaHT» OTHOCUTCH K [IOJIUIIENITUOY MM
IIOJIMHYKJIEOTUY, KOTOPHEM OTJUUYAEeTCd OT KOHTPOJILHOTO IIOJIMIIENTHUIA
MM KOHTPOJILHOTO I[IOJMHYKJIEOTHMIa OOHOM MIM O0o0Jlee MOIUOUKAILIMAMA,
HalpMyMep, 3aMeHaMM, BCTaBKaMM WJIM OeJIeUVSIMU.

BelpaxxeHre «B KOMOMHalUMM C» O3HadaeT, 4YTO HOBa wWiIu 0OoJee
TepalleBTUUYECKMX CPelCTBa BMeCTE MOXHO BBOIUTE CyOBEKTYy B CMECH,
OOHOBPEMEHHO B BMIE OTHEJILHEX al'eHTOB WJM II0OCJIeOOBaATEJIbHO B BUIE
OTIOEeJIbHEX al'€HTOB B JIOOOM IOopalKe.

TEePMMHEL «JIEUUTBL» WU «JIeUeHMe» OTHOCATCHA K TepalleBTUUeCKOMY
JIEUEeHMIO, LEJIbI0 KOTOPpOTO fABJAETCS 3aMeljleHMe TedueHus (yMeHbIeHMEe)
HexeJlaTeJIbHOTO (QUM3MOJIOTMUECKOTO M3IMeHeHUSa MIM 3aboJieBaHMsa MM Xe
OOCTIDKeHMe OJIaroNpUMATHOTO WM XeJaeMOT'o KJIMHMUEeCKOTO pe3yJibTaTa
B XOoIe JedueHUA. llpeuMymleCTBEHHHE WJIM XKeJlaTeJIbHEEe KJIMHUUECKME
pPesyJILTaTH BKJKLUYaAKLT B cebd ocjablieHre CHUMMIITOMOB, YMeHBbIIeHN e
cTeneHu 3abojieBaHMa, cCcTadbwamszaluuio (T. €. OTCYTCTBMe YXYIOMeHMST)
cocTogaHMA 3aboJiIeBaHMA, 3alepXKy WIM 3aMelJieHMe I[IpOoTpeCCUPOBaHUA
3aboJieBaHMsa, oOJIeTyeHMe WJIM BpPEeMeHHOe YyJyudlleHue ©OO0JIE3HEHHOTO
COCTOSHUA M PEMUCCHI (YaCTHMUYHYI WMIM IIOJIHYyK), KakKk oOOHapyXMBaeMHE,
TaKk M He OOHapyXuBaeMee. TepMUH «JIedeHMe» MOXeT TaKXe O3HadaThb
IIPOIOJIEHVE BPEMEHM XWM3HM I[1I0 CPAaBHEHMK C OXMIAEMHM B OTCYTCTBUE
JeueHus cyoOwbekTa. K TpebyommM JIedeHUMS OTHOCATCH CYOBEKTH, Y
KOTOPHX VYXe& OTMeUaknTCHd HexXeJlaTeJIbHBEe (U3MOJIOTUUECKME WM3MEHEHUS
niam 3abojieBaHMEe, a TaKxke CYOBeKTEH, CKJIOHHEE K QU3MOJIOTMUECKMM

M3MEeHEeHMaIM WM 3abojieBaHu.
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BepaxeHre «MHTUOUPYET POCT» (HalpyMep, B OTHOMEHUM KJIeTOK,
TakMxX KaK OIyXOoJIeBhHe KJIeTKM) OTHOCUTCA K M3MEePUMOMY CHMXEHMUIO
pocTa KJeTOK 1In Vitro wuIM 1in Vivo IOpM IOpUBEIOeHUM KJIeTOK B
KOHTAaKT c TepaleBTUUYEeCKUM CpeICTBOM W KoMOMHalMeM
TepaleBTUUYECKUX MM JIeKAPCTBEHHEX CPpeICcTB I[I0 CPaBHEHUID C POCTOM
Tex Xe KJIETOK, pacTylMx B COOTBETCTBYKIMX KOHTPOJIBHEX YCJIOBUIX,
XOPOWO WM3BECTHHX CIHelMaJucTaM B HaHHOW objacTu. VHIUOMpOBaHUE
pocTa KJIeTKM In Vitro wMiIM 1n VIiVO MOXeT COCTaBJATL, II0 MeHbIen
mepe, okoJjio 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 99% wm
100%. VurubupoBaHue pocTa KJIETOK MOXeT IIPOUCKXOIOUTE B

COOTBETCTBMM C paBHoo@paSHbﬂ\/ﬂ/{ MeXaHr3MaMr, HallpuMMep, IIOoCpelCTBOM

AHTUTEJIO3aBUCUMOM KJIETOUHO-OIIOCpeNOBaHHOM UUTOTOKCUUYHOCTHU
(ADCC), AHTHUTEJIO3aBUCHUMOTO KJIETOUHOT O dbaroumTo3za (ADCP) ,
KOMILJIEMEHT—3aBUCUMOM LUUTOTOKCUUHOCTHU (CDC), amomnTo3a, HeKpos3a

WY MHITUOUPOBaHMUA NpoJindpepali KIIETOK.

TepMMH «TepaleBTUUYECKM S0PeKTUBHOE KOJUUECTBO» OTHOCUTCH K
KOJIMYEeCTRY, 200ekTMBHOMY B ITO3MPOBKAxX M B TeUeHHUe IIepPMONOB
BpeMeHM, HeOOXOOMMEIX IJIA OOCTMXEHMA XeJjlaeMOT'O TepalleBTUUeCKOI'O
pesyasTaTa. TepalleBTUUECKU s2pbeKTUBRHOE KOJIMUEeCTRBO MOXeT
M3MEeHATLECA B 3aBUCHMMOCTM OT Takux ($aKTOpOB, KakK COCTOAHUE
3aboJjieBaHMd, BO3pacT, IIOJ M Macca Teja CcyfObeKTa, a Takxe OT
CIIOCOBOHOCTHU TepalleBTUUYeCKOT'O cpencrea W KOMOMHAaLUM
TepalleBTUUECKUX CPeIOCTB BH3HBATE Yy CcyOBeKTa XeJjlaeMBli OTBeT.
[IpuMepH ToKazaTeseV 50OekKTUMBHOTO KOJMUECTBa TepaleBTUUYEeCKOTO
CpenocTRBa VI KOMOMHaLUN TepaleBTUUYEeCKUX CpenCcTB BKJIOUAT,
HanpuMep, VyJydlleHMe CaMOUyBCTBMA TallMeHTa, COKpalleHMe OIlyXOJIeBOM
HaTpy3KH, npekKpalleHue WK 3aMenJieHre pocTa OTMYyXOJU  U/UINU
OTCYTCTBME MeTacTasMpOBaHMA PaKOBEX KIETOK B »OpyI'Me YUYaCTKHU
OpraHM3Ma.

TepMUH «IIalMeHT» BKJIoUaeT B cebg JOOHX JoOer WIM XMBOTHEHX .
TepMHMH «XMBOTHOE» BKJIOUaeT B ceDd BCcex IIO3BOHOUHHX, HaIp.
MJIEKONIMTAIMX M He MIEKOIMTAaIMX, TakMxX KaK [OIpMMaTh, OBIIH,
cob®akM, KOWKM, Jollany, KOPOBEH, LUHIJIATa, aMOubuy, pPenTuimum u T.
I. TepMMHEL  «IIaLMEeHT» 17 KCYOBEKT» B HacTodmeM  OOKYyMeHTe
[IPMMEHAKTCA B3aMMO3aMeHAaeMO.

HacTosamee wm300peTeHMe oODecleuMBaeT CIOCOD JieueHMA NalMeHTOB
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c CD38-TOJIOXUTEJNLHOM TeMaTOJIOTMUECKOMW 3JIOKAaUeCTBEeHHOM OIIyXOoJblo,
[IpUYeM naluueHTy [IPOBOLOAT TPaHCILJIaHTalui T'eMOIIOB3TUUEeCKUX
CTBOJIOBHIX KJIETOK C aHTUTeJIoM kK CD38, KoTopoe He yOuBaeT (Hap.,
He OlocpelyeT YHUUTOXEeHMEe) I'eMOIIODTHUUEeCKMe CTBOJIOBHE KJIeTKM CD34*
BHYTPM TpPaHCIJIaHTaTa, KIeTKM KOTOpOI'0 TakXe IIOJIOKUTEJIBHE II0
CD38. Hacrodamee wu300peTeHUe TakXke oOecrneuMBaeT CIOCOD JiedueHUd
IalMeHTOBR C aMMJIOMIOO30M JIeTKMxX Lernel. HacrTodmee wmu300peTeHUe

OCHOBAHO, I10 MeHbIeM Mepe YaCTUYHO, Ha OTKPEITUN TOT'O, gTo

AHTUTEJIO K CD38, DARZALEX™ (mapaTymymab) , 20PeKTUBHO B
YVHUUTOXEeHMIM ILJIa3MoumTor  AJl, HO He yOMBaeT TIeMOIIORTUUECKN e
CTBOJIOBHE KJIETKU CD38*CD34+, BEIIE&JIEHHEIE ns [IalMeHTOB C
aMMJIOMIOO30M  JIeTKUX Lelel WM  MHOXeCTBEeHHOM  MMeJIOMOM, UTo

IIO3BOJIAET IIPOBOIOMTE KOM@MHMPOBaHHoe JIeUeHVe C BBelcHNMEeM

DARZALEX™ (mapaTymymaba) n TpaHCIJIaHTaumuen T'eMOIIODTUUECKUX
CTBOJIOBHIX KJIETOK.

Crioco®E B COOTBETCTEMM C M300peTeHMeM MOXHO I[IPMMEHATH Jid
JleueHMd TIallMeHTa—-XMBOTHOTO B paMkax Jwobor kJaccuomraumum. K
opruMepaM TaKMxX XUBOTHBEIX OTHOCATCHA MIEKONIMTaKrMe, TakKMe Kak JIoOu,
TPHI3YHE, CO0aKM, KOWKM M CeJIbCKOXO3AMCTBEeHHHE XMBOTHHE .

HacTosamee wun300peTeHMe oOeclieuMBaeT CIOCO0 JieueHMA IIaluuMeHTa
c CD38-IIOJIOKUTEJILHOY T'eMaTOoJIOTUMUECKOY B3JI0OKaUeCTBEeHHOM OIIyXOJIb,
BRJIOUAKINMY BBeleHMe aHTuTeJa k CD38 TpebyomeMy 3TOTO IIallMEeHTY B
TeueHMEe BPEMeHM, IJOCTaTOUHOTO IJa wu3jleueHus CD38-IIOJIOXUTEJILHOM
TeMaTOoJIOTUUYEeCKOM 3JI0KaueCTBEeHHOM OIIyXOJIN, npuyeM NaluueHTy
IIPOBOOAT TPAHCIJIAHTAUMK I'eMOIO2TUUECKMX CTBOJIOBHX KJeTok (HSCT).

TepMrH «CD38-MOJIOXUTEJIEHAS T'eMaToJIoTMUecKasa 3JIOKaueCTBeHHas
OIIYyXOJIb» OTHOCUTCH K TI'eMaTOJIOTMUEeCKOM 3JI0KAaUeCTBEHHOM OIIYXOJIH,
KoTOopasd XapaKTepusyeTcsd HaJuureM OTIYXOJIEBHIX KJIETOK,
sKCIpeccupyiommx  CD38, BKJIIOUAA  JIEMKO3H, JIMMO OMEL, MUeJIOMY U
HapylieHne dYHKIUU JIa3MOLIUTOB . [MTpuMepH CD38-TTOJIOXU T &JIb HEIX
TeMaTOJIOTMUEeCKMX 3JI0OKAUeCTBEHHEIX OIIyxXoJiel BkJoJUalT B cebga B-
KJIEe TOUHHM JIMMO O 6J1aC THHIM JIenKo 3/ ImuMboMy " B-KJIETOUHYD
HeXOOIXKMHCKYD JMMOOMY, OCTPHEM [OIPOMMEJIOUMTAPHEM JIEeMKO03, OCTPHM
JInMGOBJIaCTHEIM JIEMKO3 M HOBOOOpAa30BaHMA M3 3pPeJltX B-KJIeTOK, TakKue

KakK B-KJIETOUHHM XPOHUUECKUN JMMOOUUTAPHE Jerkos3 (XJUJI) /mmmboMa
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M3 MaJIEX JIMMOOLIMTOB (JIMJI) , B-KJIeTOUHHM OCTPEM JMMOOLUTAPHHM
JIeMKO3, B-KJETOUHHM MNIPOJIUMMPOLUMTAPHHM JIeMKOo3, JMMOOILJIa3MOLUUTaAPHYIO
JIMMOOMY, MAHTUMHOKJIETOUHYWL JuMboMy (MKII), OQOJNIMKYJIAPHYID JUMOOMY
(QJI) , BKJIOUA S BEHICOKOIUGPEPEHUNPOBAHHYIO, YMEPEHHO
onbddepeHUIUPOBaAHHYIO u HU3KOINGOEePEeHIMPOBAHHYIO aJI, HaKOXHYIO
JIMMOOMY us KJIETOK LeHTpa bosmkryIa, B-KJIETOUHYIIO JIMMOOMY
MapI'MHaJIbHOM 3B0HH (THrna MALT, VY3JIOBOTO M CeJIe3eHOUHOT'O Tura),
JIeMKO3 BOPCUCTHX KJIeTOK, OUuddy3HYID B-KPYIHOKJIETOUHYID JIMMbOMY
(DLBCL), JuMbpoMy  BepkuTTa (JIB) , [JIa3MOLUTOMY , MHOXECTBEHHYIO
MM1EJIOMY (MM) , IJIa3MOLMUTAPHEM  JIeMKO3, [IOCTTPAHCILJIaHTAllMIOHHOE
JMMbonpoMdepaTUBHOE pPaccTponCcTBO, MaKpOTJIOOYJIMHEMUIO
BamnesneHcTpeMa, JIa3MOLMTaPHHE JIEMKO3HI, aHaIlJIaCTUYECKYIO
KpYIHOKJIeTOUHYD JuMboMy (AKKJI) M aMujioMmo3 Jerkou Len (AAJI) .
TepMMH «HapylmeHue QYHKIMM I[IJIa3MOLUMTOB», KaK IIOHMMaeTCsa B
HaCTOAIEM OOKYMEHTE, OoB3HauvaeT paccTpoMncTBa, KOTOPHE

XapaKTepnusyrnTCcAa KJIOHAJIb HEIMI IJlasMOlIMTaMM1 , n BKRJIIDY AT B ceb4da

MHOXECTBEHHYIO MM EJIOMY , AMUJIOUIO3 JIeTKUX nernemn n
MaKpOTJIOOYJIMHEM/M  BaJlbIeHCTpeMa . AMMJIOMOOR3  JIETKUX  leler u
MaKpOTJIOOYJIMHEMM S BaJjibOeHCTPpeMa BOBHMKAT He3aBUCHMO oT

MHOXEeCTBEHHOM MMeJIOMEI. OHM TakXe MOTYT IMPOABJIATLCHA OTHOBPEMEHHO
CO MHOXeCTBEHHOM MMeJIOMOM, U pas3BuBaThbca JubO Iepen, Jmbo I[ocje
PasBUTUSA MHOXECTBEHHOM MMEJIOMEL.

Taxkum oBpasoM, olpeneJyieHuAa «CD38-TI0JIOXUTEJILHOM
TeMaToOJIOTUUECKOV 3JIOKaUeCTBEHHOM ONYyXOJU» U «HapyleHud OYHKIUKU
ILJIa3MOLUUTOB» MOT'YT YaCTUUYHO II€PEeKPHBATLCSH.

B HeKOTOpPHX BapMaHTax ocylecTeJieHrsa CD38-OJIOXUTEeJIEHAA
reMaTOJIOTMUEeCKad  3JIOKaUeCTBEeHHAad - OIyXOJb npeIncTaBJgeT coboun
aMMIIOVIO3 JIETKUX Lenen (AJI) .

B  HeKOTOpPHX BapuaHTax ocylmecTeJieHVsa  CD38-IIOJIOXUTEJIEHAA
reMaTOJIOTMUEeCKad  3JIOKaUeCTBEHHAad  OIyXOJb OpeIOcTaBJgeT cobon
MHOXeCTBeHHYID MMeJioMy (MM) .

B  HEeKOTOPHX BapMaHTax ocyllecTeJieHMsa  CD38-IIOJIOXUTEJIEHA A
reMaTOJIOTMUEeCKad  3JIOKaueCTBEeHHad - OIIyXOJb opeOcTaBJgeT cobon
MaKpoOIJIOOYJIMHeMUID BaJjibOoeHCTpeMa .

B HeKOTOPHX BapuaHTax ocylmecTBJieHMsa  CD38-IIOJIOXUTEJIbHAA

reMaToJIOTMYEeCKad 3JIOKadveCTBEeHHa#4d OITYyXOJIb InpencTaBJIideT coboun
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IMOPy3HYH B-KPYINHOKJIETOUHYK JMMpomy (DLBCL) .

B  HEKOTOPHX BapMaHTax OCyIMEeCTRBJIEHUA CD38-1roJIoXUTEeJIbHA A
reMaToJIoTMUeCcKad 3JI0KaUYeCTBEHHASA OIIYXOJIb IpencrapjigeT cobon
HEXOIXKMHCKY JIMMOOMY .

B  HEeKOTOPHX BapMaHTax OCYIIECTRBJIEHUA CD38-TIoJIOXUTEIbHA A
reMaToJioTMUeCcKad 3JI0KaueCcTBEeHHAA OIlYyXOJIb opencrapjigeT cobon
oCcTpeM JuMboOIACTHEM Jelko3 (OJUJI) .

B  HEKOTOPHX BapMaHTax OCyMeCTBJICHU S CD38-1moJIoXuUTeJIbHAa S
reMaToJIoTMUeCKad 3JI0KaUeCTBEHHASA OIIYXOJIb nIpencTaBJIgeT cobom
oMKy JIApHY JuMpomy (DJI) .

B  HEeKOTOPHX BapMaHTax OCYIIECTBJIEHUA CD38-noJioxuUTeJIbHAa S
reMaToJIOTMUeCKad 3JI0OKAUEeCTBEHHASA OTIYXOJIb IpencTaBJIgeT cobomn
JmMpoMy BeprmrTa (JIB) .

B  HEeKOTOPHX BapMaHTax OCyMeCTRBJICHU S CD38-moJIOXUTEJIEHA S
reMaToJIOTMYeCKasd 3JIOKAUYECTBEHHASA OTIYXOJIb IpencTaBJIgeT cobomn
MaHTUMHOKJIETOUHYID JMMpoMy (MKII) .

B  HEKOTOPHX BapMaHTax OCyMEeCTRBJIEHUA CD38-1roJIoXUTEJIbHA A
reMaToJIOTMUeCcKad 3JI0OKaUYeCTBEHHASA OIIYXOJIb IpencTaBJIgeT cobomn
HapylleHre QYHKLUMM I1JIa3MOLMTOB.

B  HEKOTOPHX BapMaHTax OCYIECTRJIEHUA CD38-1roJjioxuTesIbHa g
reMaToJioTMUeCcKad 3JI0KaueCcTBEeHHAA OIlYXOJIb nIpencrapjigeT cobon
aMUJIOMIO3 JIeTKUX Lenewt (AJlll), MHOXeCTBeHHyl MueJoMy (MM), OCTpPHM
JMMpoBJIacTHEM JieMko3 (OJIJI) , HexXOOXKMHCKYID JIuMdoMy, Inddys3HYyID B-
KPYIIHOKJIE TOUHYIO JINMOOMY (DLBCL) , JINMOOMY BepkurTta (JIB) ,
boJIMUKYIIApHY JuMboMmy (OJI) MIM MaHTUMHOKJIETOUHYI JmMMboMy (MKII) .

[IpyMepH B-KJIETOUHHX HEXOIKKMHCKUX JMMOOM IMIPEelCTaBJISOT COOOM’

JIMMOOTpaHyJIeMaTos,

B-KPYIHOKJIE TOUHYIO JIMMOOMY , CPpelOoCTEeHHYI

[IEPBUYHYI BHIIOTHYID JUMOOMY,

BHYTPUCOCYIMUCTYIO

B-KpYyIHOKJIETOUHYI

avMboMy, 3aboJieBaHMA TAOXKeJIHX lLeled (BrJoYad Y-, W- ¥ a-lenu),
JIMMOOMEI, MHIYLMPOBAHHHE Tepalrey UMMYHOCYIIPeCCOPHHMM CpedCcTBaMM,
TakMe KakK JMMpoMa, BE3BaHHAad LMKJIOCIIOPMHOM, U JMMOOMa, BH3BaHHAA
MeTaTpeKCaTOM.

B HEeKOTOpPHX BapMaHTax OCYIEeCTRBJIEHMS  HapylleHre  QYyHKIUM
KJIETOK, DKCIIPECCUPYRIMX CD38, npelncTaBJIgeT coboun JIMMbOoMy

XOOXKHMHA .
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IpyTrue IIPVIMEPH PacCcTpOMCTB, CBA3aHHEX c CD38-
SKCIPEeCCUPpYIMMM  KJIeTKaMu, BKJIOUAIT B Cceba  3JIOKaueCTBEHHHE
s3aboJyieBaHma m3 T- m NK-KJIeTOK, BKJIOUAAd HOBOODOPA3OBAHUA M3 3PEJIBIX

T-kjeTok ®m NK-KJIeTOK, BRJIIOUA A T-KJIETOUHHY [NPOJIUMOOUUTaPHEM

Jerkos, T-KJIETOUHHEM JIeMKo3 U3 OOJIbIMX SBEPHUCTHX JUMOOLMUTOR,
arpeCcCUBHHM JIeMKO3 NK-KJIeTOK, T-KJIe TOUHHM JIeVKO03/ InMboMy
B3POCJIIHX, SKCTpaHomasbHyln NK-/T-KJIeTOUuHyHD JMMOOMYy HaszaJIbHOTO

TUIIa, 78 DBHTepoHaTUMHy T-KJIEeTOUHYID JUMOOMY, T-KIIETOUHYID JIMMbOMY
[IevyeH U CeJIe3eHKM, [NOOKOXHYID I[IaHHUKYJIUT-TIOOOOHYK T-KIETOUHYIO
JIMMOOMY , OJIaCTHYIO NK-KJIETOUHYIO JIMMOOMY , OYHTOUIHYIO
TpaHyJeMy/cuHgpoMm Ces3apu, IIepPBUUHHEE KOXHEEe CD30-IoJIoXUTeJIbHEe T-
KJIeTOUHHEe JUMOONpOoJIndepaTBHEE PacCcTpoMCcTBA (mepBrYHasa KOXHad
aHalJlacTuueckasa KpyIOHoOkJIeTouHasda JuMbpoMa K-AKKII, JamuMOoOMaTOUIHEIMA
nanyJies, MMOTPaHMYHEEe oOYarwu), AHTHMOVMMMYHOBOJIACTHYD  T-KIETOUHY
JINMOOMyY, HecHeunudrmueckyrw T-KIJIEeTOUHYD JHMMOOMY M aHallJIaCTUUECKYD
KPYIIHOKJIETOUHY JIMMOOMY .

[TpmMe pH 3JI0KaYeCTBEHHEIX 3aboJyieBaHuUM, CBA3aHHEX C
MUEJIOMIOHEMM KJIeTKaMM, BKJOUalT B ced®d OCTPHM MHUEJIOMOHHEM JIeVKOS3,
BKJIIOUA A OCTPHIM IPOMMEJION T AP HEIM JIEMKO3, n XPOHUUECKUE
MUeJIonpoJubepaTUBHEEe 3aboJieBaHMA, BRJKUYASA XPOHUUECKUV MMUEJIOMIHBM
JemKos3.

Hacrosmee wm300peTeHMe Takxe obecrneuuBaeT CIOCOD JIeueHUd
naluMeHTa C aMMUJIOMIO30M JIeTKMx uLernel (AJI), BKJIOUALIMUY BBeIeHUE
aHTuTeJla k CD38 TpebynmeMy 5STOTO IHallMeHTy B TeueHMe BPeMeHH,
OOCTaATOUYHOT'O IOJid m3JieueHud AJII.

HacTosmee wm300peTeHMe TakKXe o0ecleuuBaeT CIOoCcoD JieueHUd
rnaumMeHTa C aMUJIOMIO30M  JIET'KUX lemnemu, BRJIIOU AI0MMUM BBeIleHME
aHTuTeJla kK CD38 TpebynmeMy 5STOTO IallMeHTY B TeUeHMe BPEMEeHH,
OOCTATOUHOTO IJIA M3JIeueHMI aMuJIouIosa JeTKux lelnewu, npuyeMm
NauveHTy IPOBOLOAT TPaHCIJIaHTalllo TeMOIOBTUUE CKUX CTBOJIOBHIX
kJeTok (HSCT).

HacTosamee wm300peTeHMe TakKXe o0eclIeuuBaeT CIOoCcoD JieueHUd
malyeHTa CO MHOXECTBEeHHOV MMeJIOMOM, BKJOUalMUM BBeldeHMe aHTUTella
K CD38 TpebOyrimeMy 3TOTO INalMeHTy B TeueHUe BPEMEeHM, OOCTaTOYHOI'O
OJIS WM3JIeUeHVS MHOXECTBEHHOV MMEJIOME, IIpMUYeM I[allMeHTy IIPOBOIAT

TPaHCIJIaHTalMio I'eMOIIODTUUECKUX CTBOJIOBEHX KJeTok (HSCT).
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B  HeKOTOpPHX BapMaHTax OCYWeCTRBJIeHMSA  aHTuTejgo k  CD38
KOHKYypUpPYyeT 3a CBsA3HBaHMe ¢ CD38 Cc  aHTUTEJOM, coepXammuM
BapuabeslbHyID O00JIacThk TAXEJIOM Lelu (VH) ¢ SEQ ID NO: 4 u
BapuabesibHyIO oOJlacTb JeTrkoM uenu (VL) ¢ SEQ ID NO: 5.

B HeKOTOpPHX BapMaHTax OCYUWeCcTBJIeHMSA  aHTuTejo k CD38
CBABHBAaETCA II0 MeHblel Mepe ¢ objgacTbio SKRNIQFSCKNIYR (SEQ 1ID
NO: 2) m o6bjyacteio EKVQTLEAWVIHGG (SEQ ID NO: 3) CD38 uejoBeka
(SEQ ID NO: 1).

B  HeKOTOPHX BapMaHTax OCYMeCcTBJIeHMs  aHTuTejgo k  CD38
COOEPXUT OlIpeledrmye KOMIIJIEMEHTAPHOCTEL OOJacTM TSEXeJIONM Leln
(HCDR) 1, HCDR2 m HCDR3 ¢ SEQ ID NO: 6, 7 M 8 COOTBETCTBEHHO.

B  HeKOTOPHX BapMaHTax OCYMeCcTBJIeHMSA  aHTuTelo k  CD38
COOEPXUT OlpelelJId0MMe KOMIIJIEMEHTAPHOCTE OOJacTM JIeTKOM  LelM
(LCDR) 1, LCDR2 m LCDR3 ¢ SEQ ID NO: 9, 10 m 11 cooTBeTCTBEHHO.

B  HeKOTOpPHX BapMaHTax OCYMeCTBJIeHMSA  aHTHUTelo k  CD38
comepxuT HCDRI, HCDR2 wm HCDR3 ¢ SEQ ID NO: o, 7 m 8
coorBeTCcTBeHHO, M LCDR1, LCDR2 m LCDR3 ¢ SEQ ID NO: 9, 10 m 11
COOTBETCTBEHHO.

B  HeKOTOpPHX BapMaHTax OCYWeCTBJIeHMSA  aHTuTejgo k  CD38
COOEPXUT aMMHOKMCIIOTHYI IIOCJIEIOBaATEeJIbHOCTE BapuabellbHOM 00JacTu
TsKeJion uenm (VH), koropas Ha 95%, 96%, 97%, 98%, 99% wmiam 100%
MIOEeHTHUUYHa IocJenoBaTeJsibHOCTM ¢ SEQ ID NO: 4, ¥ aMMHOKMCIIOTHYIO
[IOCJIeOOBaTEJIbHOCTD BapuadesJibHOM obacTu JIeTKOo’m nenm (VL) ,
KOoToOpasd Ha 95%, 96%, 97%, 98%, 99% wuam 100% wmMOeHTUUHa
nocyenoBaTeJibHOCTM ¢ SEQ ID NO: 5.

B  HeKOTOpPHX BapMaHTax OCYMeCcTBJIeHMSA  aHTuTejlo k  CD38
comepxuT VH ¢ SEQ ID NO: 4 m VL c SEQ ID NO: 5.

B  HeKOTOPHX BapMaHTax OCYMeCcTBJIeHMSA  aHTHuTelo k  CD38
COOEPXUT TSIKEITYI0 Lenb, CcoIepXallyo AMVHOKMCJIO THYIO
IocJIeIOBaTeJIbHOCTL, KOTOopasa Ha 95%, 96%, 97%, 98%, 99% wmmm 100%
MOSHTUYHa IIocJjledoBaTeJlbHoCcTM ¢ SEQ ID NO: 12, u Jerkywon Lelb,
comepXallyld aMMHOKMCIIOTHYID IIOCJeNOoBaTeJIbHOCTL, KoTopasd Ha 95%,
96%, 97%, 98%, 99% mim 100% mMOeHTMUHa I[ocJedoBaTeJlbHOCTM C SEQ
ID NO: 13.

B  HeKOTOpPHX BapMaHTax OCYWeCTBJIeHMA  aHTuTejgo k  CD38

COOEPXUT TaXeJyl Lenb ¢ SEQ ID NO: 12 m Jgerkyw Uens ¢ SEQ ID NO:
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13.

SOUTOII aHTHUTeJla BKJoUYaeT B cebd HEKOTOPHEe WM BCe U3
OCTAaTKOB, MMEIMX IIOCJIedOoBaTeJIbLHOCTHM, IIoKas3aHHEe B SEQ ID NO: 2
mm SEQ ID NO: 3. B HeKOTOPHX BapMaHTax OCYWMEeCTBJIEHUS SIUTOII
aHTUTEeJIa COOEPXMT IO MeHbIEeM Mepe OIHY aMMHOKMCJIOTY B 00JlacTu
SKRNIQFSCKNIYR (SEQ ID NO: 2) M 1O MeHBIIe Mepe  OIHY
aAMMHOKMCJIOTY B ob6JjacTtu EKVQTLEAWVIHGG (SEQ ID NO: 3) CD38
yejioBeka (SEQ ID NO: 1). B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA
SIOUTON aHTUTeJla COOepXuUT IO MeHbIleM Mepe IOBe aMMHOKUCIIOTH B
obmactu SKRNIQFSCKNIYR (SEQ ID NO: 2) M TI[O MeHbBIleM Mepe IBe
aAMMHOKMCJIOTEL B ob6Jjilact EKVQTLEAWVIHGG (SEQ ID NO: 3) CD38
uejioBeka (SEQ ID NO: 1). B HeKOTOPHX EBapMaHTax OCYIeCTBJIEHUA
SOUTON aHTUTeJla COOepXuT IO MeHBIeM Mepe TPpM aMMHOKUCIIOTH B
obmactu SKRNIQFSCKNIYR (SEQ ID NO: 2) ® IO MeHbBIIeM Mepe TpHU
aAMMHOKMCJIOTEL B ob6Jjiactu EKVQTLEAWVIHGG (SEQ ID NO: 3) CD38
yejiobeka (SEQ ID NO: 1).

[IpuMepoM aHTuTesa, KOTOpoe CBA3HBaEeTCA c 00JIaCTBIO
SKRNIQFSCKNIYR (SEQ ID NO: 2) m otimacter EKVQTLEAWVIHGG (SEQ ID
NO: 3) CD38 wuemoBeka (SEQ ID NO: 1) saBjgsgerca DARZALEX™
(mapaTymyman) .

[IpumepoM aHTUTeJa K CD38, xOoTOpoe IPMMEHMMO B cCIHocofbax
HacTogumero n3obpeTeHMd, aBJjideTcd DARZALEX™ (mapaTymyMa) .
DARZALEX™ (mapaTymymad) COOEpPXUT AMUHOKMCJIO THEIE
IocJjleIoBaATEJILHOCTM BapuabesibHOM objlacTu Taxejion unenmu (VH) wm
BapuabenbHOM oOJacTu Jerkou unenu (VL), OpuBedeHHEle B SEQ ID NO:
4 m 5 coorBeTcTBeHHO, CDR TaxeJjoi uernm HCDR1, HCDR2 m HCDR3 c
SEQ ID NO: 6, 7 m 8 coorBercTBeHHO M CDR Jierxkom unemnm LCDRI,
LCDR2 m LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTBeTCTBEHHO, MMeeT
nooTun IgGl/k M ommcaH B maTeHTe CIIA N 7,829,693. AMMHOKMCIIOTHAS
[IOCJIEOOBATEJIBHOCTE T XKeJION Lenm DARZALEX™ (maparymymaba)
nokaszaHa B SEQ ID NO: 12, a aMMHOKMCIJIOTHad IIOCJIedOBaTEJIBHOCTD
JIeTKOM LlenM MokKasaHa B SEQ ID NO: 13.

AHTHUTeJIa MOXHO OLEeHMBAaTh I[I0 MX KOHKYPEeHUMM C KOHTPOJIbLHEM
AHTUTEJIOM, HalpuMep DARZALEX™ (DARZALEX™ (mapaTymymad) ),

uMelommy VH c¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, njsg cB43bBaHUL C
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CD38 c mnpuMeHeHMeM XOPOINo M3BECTHHX CIocoBoB in vitro. B mnpumepe
crmocoba wJeTku CHO, pexoMOMHaHTHO 3BKcClIpeccupywomme CD38, MOTDyT
VMHKYyOMpPOBaATbLCA C HeMeUeHBIM KOHTPOJIBHEM aHTUTEeJIOM B TedeHue 15
MMH npm 4 °C C IO CJIe oYUM MHKYOUPOBaHUEM C M30BITKOM

GJIyOpEecClleHTHO MEUEHHOT'O MCCJIedyeMOoT'0 aHTuTeJla B TedueHue 45 wMuH

npu 4 °C. Ilocyile HpoMEBaHMA B dochaTHO-coJieBOM OybdepHOM pacTBOpe C

OBUb UM CEIBOPOTOUYHEIM aJib OyYMUHOM (PBS/BSA) MOXHO IIPOBOOUTH
Mn3MepeHue dIIyopeclLeHIUN IPOTOUHOM HMTOMEeTpHUEN c [IOMOIIEB IO
CTaHOAapTHHX CIOCO®OB. B IOpyroM IpuMepe crnocofa BHEKJIETOUHHM

noMeH CD38 mMoxeT OHTH HaHeCeH Ha I[IOBEepPXHOCTH IlaHmeTa mojsa ELISA.

B TeueHMe OKOJIO 15 MUHYT MOXHO DOOaBJIATE M3OETOK HEMEUEHOTI'O

KOHTPOJILHOT'O aHTUTEeJa, a BIIOCJIEOCTBUM MOYXHO 0o0aBJIATE
OMOTUHUIIVPOBaHHEIE nccJylegyeMuee AHTUTEJIA . Ilocge [IPOMEIBOK B
PBS/Tween MOXHO BHISABJIATH CBA3EIBaHME MCCIJIegyeMOoT o

OMOTUHUIMPOBAHHOTO aHTUTeJIa C MIOMOIIE 0 KOHBOIMPOBAHHOTO C
mepokcumaszon xpeHa (HRP) cTpenTaBuIMHa M OODHAPYXMBATL CHUTHAJN C
IIOMOIIBI CTaHIOAPTHHIX CIOCOOOB. OueBUIOHO, UTO B KOHKYPEHTHEX
aHaJM3ax KOHTPOJIBHOE aHTUTEeJIO MOXeT OHTL MeUeHEM, a MUCCJenyeMoe
AHTUTEJIO - HeMeUeHEBIM. HccraenyeMoe AHTUTEJIO KOHKYpUpPpyeT C
KOHTPOJIBHEIM  aHTUTEJIOM, €CJIM  KOHTPOJILHOE  aHTUTEJIO UHIUOKpPYeT
CBA3HBaHME MCCIIeOyeMOTO aHTuTesa, WM  uUcciJenyeMoe AHTUTEJIO
MHTUOMPYEeT CBSA3HBaHME KOHTPOJILHOTO aHTuUTejsa ¢ CD38 1no MeHbIeu
Mepe Ha 80%, Hamnpumep, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%,
89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmmm 100%.
MOXHO HOOIIOJIHUTEJIBHO OIPeneJIMTh SIUTOI MCCIeOyeMOoT'o aHTUTeIa,
HalpuMmep, OyTeM INelTUOHOTO KapTUPOBAHUA WM IOCPEeOCTBOM aHaJIM30B
C 3amKMToM BoOIopoIa/mHerTeprda C IIOMOILI M3BECTHHX CIOCOBO0B, MM Xe
IIOCPEnCTBOM OIpeneljIeHUsa CTPYKTYPH KpHUcTallja.

AHTHUTeJla, CBA3bBawmmecsa ¢ obJgacToilo SKRNIQFSCKNIYR (SEQ ID
NO: 2) m objgacteio EKVQTLEAWVIHGG (SEQ ID NO: 3) CD38 ueJioBeka
(SEQ ID NO: 1), MOTyT OBTBH IIOJIYYEHH, HAIPUMEP, IIyTEeM MVMMYHU3alUU
MBOIENM  TIeNTUIaMM, VMEIMMY  aMMHOKMUCJIOTHEE  [IOCJIeDOBRaTEeJIbHOCTH,
npuBeleHHEle B SEQ ID NO: 2 m 3, C IIOMOWLBI CTaHIAPTHEX CIOCODOB U
Kak  OIMcCaHo B HaCToOAlleM  OOKYMeHTe HIDKE M  XapakTepusaluu

TIOJIYYEHHEX AHTUTEJI I10 CBA3EBEIBAHVIO C IneliITrmioaMu1, HallprMep,
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MCIIOJIE3Y S aHayiM3 ELISA MM MCCJIeDOBaHMe MyTal'eHeza.

SEQ ID NO: 2

SKRNIQFSCKNIYR

SEQ ID NO: 3

EKVQTLEAWVIHGG

SEQ ID NO: 4

EVQLLESGGGLVQPGGSLRLSCAVSGEFTFNSFAMSWVRQAPGKGLEWVSA

ISGSGGGTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYFCAKDK

ILWFGEPVEFDYWGQGTLVTVSS

SEQ ID NO: 5

EIVLTOQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYD

ASNRATGIPARFSGSGSGTDEFTLTISSLEPEDFAVYYCQQRSNWPPTFEGQ

GTKVEIK

SEQ ID NO: 6

SFAMS

SEQ ID NO: 7

ATSGSGGGTYYADSVKG

SEQ ID NO: 8

DKILWFGEPVEDY

SEQ ID NO: 9

RASQSVSSYLA

SEQ ID NO: 10

DASNRAT

SEQ ID NO: 11

QORSNWPPTF

SEQ ID NO: 12

EVOLLESGGGLVQPGGSLRLSCAVSGEFTFNSFAMSWVRQAPGKGLEWVSAISGSGGGTY
YADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYFCAKDKILWEFGEPVEDYWGQGTLVTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSL
SSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLEFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
ODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQ
KSLSLSPGK

SEQ ID NO: 13

EIVLTOQSPATLSLSPGERATLSCRASQSVSSYLAWYQQOKPGOAPRLLIYDASNRATGIP
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ARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPPTFGQGTKVEIKRTVAAPSVEIFPPSDE
QLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE
KHKVYACEVTHQGLSSPVTKSEFNRGEC

IpyruMy OpuMepaMu aHTuTes K CD38, KOTOphHe [IPUMMEHVMBE B
criocobax HacTOAmeIro M300peTeHMdA, ABJIAITCI:

mAb003, coIepxallee HocjenoBaTejbHOCTM VH m VL ¢ SEQ ID NO:

14 m 15 coOTBeTCTBEHHO M OIMCaHHOe B ImaTeHTe CIIA N 7,829,693. VH

1 VL mAbO03 MOTYT BKCIpeccCHUpoBaThbCA B BUIe 1gGl/K.

SEQ ID NO: 14

QVOQLVQSGAEVKKPGSSVKVSCKASGGTESSYAFSWVRQAPGQGLEWMGRVIPFLGIAN
SAQKFQGRVTITADKSTSTAY

MDLSSLRSEDTAVYYCARDDIAALGPFDYWGQGTLVTVSSAS

SEQ ID NO: 15

DIOMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQOKPEKAPKSLIYAASSLOSGVP
SRESGSGSGTDFTLTISSLQP

EDFATYYCQQYNSYPRTFGQGTKVEIK;

mAb024, comepxallee IocjienoBaTessHoCcTM VH m VL ¢ SEQ ID NO:

16 m 17 CcoOOTBeTCTBEeHHO, OIIMCaHHOe B IIaTeHTe CIA N 7,829,693. VH

n VL mAb024 MOTYT BKCIpPecCHUpoBaTHCA B BuIe I1gGl/x.

SEQ ID NO: 16

EVOLVQOSGAEVKKPGESLKISCKGSGYSFEFSNYWIGWVROMPGKGLEWMGIIYPHDSDAR
YSPSFQGQVTFSADKSISTAY

LOWSSLKASDTAMYYCARHVGWGSRYWYFDLWGRGTLVTVSS

SEQ ID NO: 17

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQOKPGQAPRLLIYDASNRATGIP
ARFSGSGSGTDFTLTISSLEP

EDFAVYYCQQRSNWPPTFGQOGTKVEIK;

MOR-202 (MOR-03087), conmepxamee I1ocJjemoBaTeJJbHOCTM VH m VL

c SEQ ID NO: 18 m 19 COOTBETCTBEHHO, OIMCaHHOe B IHaTeHTe CIA N

8,088,896. VH u VL MOR-202 MOTYT 5KCIpPeCCUMpOBATLCS B BuIe I1gGl/x.
SEQ ID NO: 18
QVQLVESGGGLVQPGGSLRLSCAASGEFTFSSYYMNWVRQAPGKGLEWVSGISGDPSNTY

YADSVKGREFTISRDNSKNTLY
LOMNSLRAEDTAVYYCARDLPLVYTGFAYWGQGTLVTVSS
SEQ ID NO: 19
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DIELTQPPSVSVAPGQTARISCSGDNLRHYYVYWYQQOKPGOQAPVLVIYGDSKRPSGIPE
RESGSNSGNTATLTISGTQAE

DEADYYCQTYTGGASLVEFGGGTKLTVLGQ;

VzarykcuMad, comepxammy ocjiefoBaTeJbHoCcTM VH m VL ¢ SEQ ID

NO: X m X COOTBETCTBEHHO, OIMCaHHEM B IHaTeHTe CIA N 8,153,765,

VH u VL msarTykcuMada MOTYT DKCIpecCHpoBaTbCca B Bume 1gGl/x.

SEQ ID NO: 20:

QVQLVQSGAEVAKPGTSVKLSCKASGYTFTDYWMOWVKQRPGQGLEWIGT

IYPGDGDTGYAQKFQGKATLTADKSSKTVYMHLSSLASEDSAVYYCARGD

YYGSNSLDYWGQGTSVTVSS

SEQ ID NO: 21:

DIVMTQSHLSMSTSLGDPVSITCKASQDVSTVVAWYQQOKPGQSPRRLIYS

ASYRYIGVPDRFTGSGAGTDEFTFTISSVQAEDLAVYYCQQHYSPPYTFEGG

GTKLETIK

IpyTrMe HOpMMepH aHTHUTell kK CD38, KOTOpHEe MOXHO IIPMMEHSATH B
criocoBax m300peTeHMs, BKJIOUAKT B Ccebsa aHTUTeJa, ONMCAHHEHE B
MeXIOIYHapOIOHOM IMMaTeHTHOM Oyojamukaumum N WO05/103083, MeXOyHaApPOOHOM
naTeHTHOM nyojaukauum N W006/125640, MeXIOIYHapPOIHOM IIaTeHTHOM
nyoaukauny N WO07/042309, MexOyHaApOIHOM IIaTeHTHOM nyoaukauum N
WO08/047242 WJIN MeXIyHapOoIHOM IaTeHTHOM nyoJnKaumum e
W014/178820.

B HeKOTOpPEHX BapMaHTax ocymecTBJieHMda AJlll xapaKTepusyeTrcd
cepmeuHoOM cTamuen I, cepmeuHoM cTamue¥ II MM CcepledyHOV cTanuemn
IIT.

B HEeKOTOPHIX BapraHTax OCyleCTBJIEHU S AJII ABJIAETCH
PELUIVBUPYIIVM MM pedpaKTepHEM.

AJIll OUMaTHOCTHMPYETCHA BpauoM COTJIaCHO PYKOBONAMMM IPMHIIMIIAM,
IpeICTaBJIEHHHM, HalpuMmep, B HallMOHaJILHOM BCeoOmel OHKOJIOTUMUYEeCKOM
ceTu
(http://www.nccn.org/professionals/physician gls/f guidelines as
pH#site). Hapymenmsa VY mnalmMeHTOB <C AJlll OpoABJIALTCS B Pa3JIMUHBX
CHUCTeMax OpPTaHOB BCJENCTBMEe HaKOIJIEHMA JIeTKUX Leder U UX
HenpaBWUJIBHO  CJIOXEHHHEX [IPOMEeXYyTOUHHX GOopM B BMIOE  aMUIIOMIHEX
BOJIOKOH B KM3HEHHO BaXHHX OpraHax, 4YTO BH3HBaeT IUCOYHKLMI

OpraHOB MM CMepPThb. Ha MOMeHT I[IOCTaHOBKM »OMAI'HO3a I[IalMeHTH MOT'YT
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VMETL MHOXECTBO IIOPaXeHHEX CHUCTeM OpPTaHOB; OKOJIO OOHOWM TpeTHu
IaluyMeHTOB Ha MOMEHT IIOCTAHOBKM IMal'HO3a MMelT O0oJjiee 3 IIOpPaXeHHEBIX
opraHok (Chaulagain and Comenzo, Curr Hematol Malig Rep 8: 291-
8, 2013) . UTOOR CIIPOTHO3MPOBATH oaJibHellee TeueHue AJIL,
HeoBXoOouMO YCTaHOBUTEL CepHOeuHyl CcTalIuio, [IOCKOJIBKY  CepIeudHHe
HapylleHKsa, [TO-BUIVMOMY, IIPOABJIAKTCA Yy BCex IaluueHTor ¢ AJlll Ha
MOMEHT IIOCTaHOBKM IOMarHO3a, JakXe ecJiM Yy IIalMeHTa He HabJooalTCcsd
cumnTomel (Palladini et al., Blood 116: 3426-30, 2010; Kristen et
al., Blood 116:2455-61, 2010). Ha OCHOBaHMM HaJIMUMSI OIOHOTO, IBYX
i oboMx M3 CepOeyHHX OMoMapkKepoB: N-KOHIEBOTO IIPOTOPMOHAa
HaTPUNYyPEeTUUEeCKOTO TIeNTulia Mo3Ta (NT-proBNP) wm TpomnonmHa T,
naumeHToB c AJlll MOXHO KJIAaCCHUOUMIMPOBATE I[10 CepIdedHBM CTaIvaM 1,
IT magu III, cMmM. Hanop. Comenzo et al., Leukemia 26: 2317-25,
2012.

CoBpeMeHHE BHOOP BapMaHTOB JeueHusa AJlll HaopaBJjieH Ha
YHUUTOXEHUE JIa3MOLUTOB, CeKpeTHUPYIIMX JIeTKNe LEenm

VMMYyHOIJUIOOVYJIMHA, U BKJIOUaeT B cefg KOMOMHALMIO TaKMX areHTOB, kKak
Velcade® (bopresommd), uUMkJIobpochaMmme, Takme Kkak Cytoxan® wan

Neosar®, Alkeran® (Mmesndasan), Thalomid® (ramupoMmm), Revlimid®

(nenammpoMmyn) wiaM Pomalyst®  (momManmmommp), a TakKke CTepPOUIH
(DexkcaMeTasoH) , allbba-mHTepdhepoH (IFN-o) n TPaHCILJIaHTalu o
CTBOJIOBEIX KJIETOK. Bricokre no3el Alkeran® (MesdpasiaHa) MOXHO
IPMMeHAT:L BMeCcTe C TpaHCIJIaHTalyeM  CTBOJIOBHX  KJIETOK (cm.,

HanpuMmep, Anderson et al., Systemic 1light chain amyloidosis,

NCCN Clinical Practice Guidelines in Oncology, Version I. 2015,

NCCN. org. 2014). Ins JgeueHma AJlll celyac OLEHMBAT NINLARO®
(mrcaszsomMmb) , MHTUOUTOP IpOTEeOCOM. OJis JIeueHn A AJIL cemuac
OlLleHMBalT NEODOO1, MOHOKJIOHAJILHOE AHTUTEJIO, HalleJIeHHOe Ha

aMMJIOMIOHEL ©OeJjiok AJIII.

B HEKOTOPHX BapraHTax OCYMEeCTBJICHUSI MM aBJIgeTCd
PEeLUIVNBUPYOIMM WIM PedpaKTepHEM.

JocTymnHEE Ha IAaHHEM MOMEHT BapMAHTH JeueHMs MM BKJIOUAT B

ceba XUMMOTEepanuo, TPaHCIJIAHTAlMI CTBOJIOBHX KJeTok, Thalomid®

(ramupmommo), Revlimid®  (jnenammupoMmpn), Velcade® (BopTeszomud),
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Kyprolis® (kapounzommob) , Farydak® (manoBuHOCTAT) , Aredia®
(mamMmMpopoHaT) n Zometa® (30JIEOPOHOBYK  KMCJIOTY) . CoBpEeMEeHHHE
IIPOTOKOJIE JIe4eHNd, KOTOPEHE BKJIOU AT KOMOMHA LN TaKux
XUMMOTepalleBTUUECKMX  [IpelapaToB, kak Oncovin® (BUHKPUCTHH) ,
BiCNU® (BCNU, kapmycTuH), Alkeran® (mendasad), umrjIobochammm,

Adriamycin® (DOKCOPYOMLMH) " NIpeIHMU30H WM oexKxcaMeTas0H,
ofecreurBaT YyPOBEHL IIOJIHOM PpPeMUCCUM, COCTaBJAKIMM TOJBEKO OKOJIO
5%, a MeIoMaHHOe BpeMs BEXMBAHMA C MOMEHTa IIOCTaHOBKM IMaTHO3a
cocTaBJIgeT NPUBIINU3UTEIJIEHO 36-48 MeCcHLEeB. NOTIOJIHUTEJILEHO
OOCTUTHY TH TIOJIOXUTEJIE HEEe pPesyJbTaTH nccylenoBaHusa areHTa
uxkcazomrBa B OCHOBHOM KJIMHMUECKOM MCHHTAHMM Ha [allMeHTax C
PelUuIVBYPYIME MHOXECTBEHHOW MMeJIoMOoM. IlocjieIHMe HOOCTWXEHUS C
IpuMeHeHUeM BBICOKMX nos XVMMOTepalnn C nocJjenymmen
TpaHCIJIaHTaluuen ayTOJIO TUMUHEIX KJIETOK KOCTHOTO MO3Ta W
MOHOHYKJIEAPHEX KJIETOK IepudepruecKor KpPOBM IIOBHCWUIM YPOBEHD
IIOJIHOM pPeMUCCUN u OJIUTEJILHOCTE pPeMMCCHUH, OOHAaKoO obma s
BEIXMBAeMOCTEL ObvlJIa IIOBHIIEHa He HaMHOTO, ¥ He OBJIO IOJIYUEHO
CBeneHuM 00 M3JIedeHUM. B KOHEUHOM MTOTe Yy BCexX IIallMeHTOB C MM

HabJonajycyd peuimnmore Taxe B Cllydae I[IPVMIMEHEHNM A HOJIHGp?KMBaIOHlefI

Tepanmm MHTepbdepoHOM—-aJslbda (IFN-a) , Kak OIOHUM, Tak u B
KOMOMHaLUUM CO CTepouIaMM.

PasJIMUHEE KaueCTBEeHHBE W/MIM KOJIMUECTBEHHHE CIOCOOH MOXHO
IPMMEHATL OJIA OIpelNejiIeHUd PelUUMIVNBUPYIMX WX pedpaKTepHHEX GopM
3abojieraHma. CHMIITOMaMM, KOTOPEE MOT'YyT OBTL CBHA3aHE C PeUUIVBOM
WV PE3UCTEHTHOCTLBI 3abojieBaHMd, 4ABJAOTCA, HalpUMep, VYXYIOleHUe
WY OTCYTCTBME VYIYUIIeHUA COCTOAHMA INallMeHTa WM BO3BpaAT WK
YXyIOmeHVe Pa3JIMUHEX CUMIITOMOB T'eMaTOJIOTMUYECKOM 3JI0KaueCTBEeHHOU
OTMyXOJIU, W/WMIV PacnpoCTpaHeHMe PaKOBHX KJETOK B OpPTraHu3Me U3
OOHO¥ JIoOKaluMM B OpYyTMe OpTaHb, TKaHM WM KJIeTKM. CHUMITOMH,
CBA3aHHEE C TeMaTOJIOTMUYECKOW 3JI0KAaueCTBEHHOWM ONyXOJIbl, MOTYyT
BapbUPOBATH B 3aBUCHUMOCTHU oT TUIIA ParKoBOTO 3abo0JIeBaHUA.
Hampumep, cBas3aHHBe ¢ AJIII  CUMMIOITOMEL MOT'YT BKJOUATL B Ccel4a
[IOBHIIEHHYK YTOMIAEMOCTL, IYypPIYPY, VYBeJIMUeHMe 4d3HKa, IUapen WK
OTeK, IMPOTEeMHYPMIO WM IIOBHIIeHME YPOBHSA CBODONHEIX JIeTKMX Lelel B

IJjiasMe.
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B HEeKOTOPEX BapMraHTax OCymeCTBJIEHN A HSCT ABJIAEeTCHA
aJIJIOTeHHOM, ayTOJIOTUMUHOW  MJIM  CHMHIE€HHOW, T. e. OT ILOOHOpa-
OansHelna. AyTosiormuHad HSCT BrImwUaeT u3BJIeueHMe HSC y cyOBekTa U
3aMopaxrBaHue noJiydeHHux HSC. Ilocyie wMuenoabmaumm xXpaHuMele HSC
cydbekTa o00paTHO TPAHCIJIAHTHUPRYIT CcyObekTy. Ilpu ajgioreHHom HSCT
ucrnoJgs3yT HSC, HOJydYeHHBEe Y aJIJIOT'eHHOTO noHopa HSC, y KOTOpOTro
Tl HLA coBIajgaeT C CYDBEeKTOM.

B HaCTOAIEeM OOKYMEHTE TepM/H «TpaHCIJIaHTalumusa
TeMOIIOBTUUE CKMUX CTBOJIOBEIX KJIETOK» Oo3HauvaeT TPaHCILJIaHTallnio
CTBOJIOBHX KJIETOK KPOBM, IIOJJYUYeHHEX M3 KOCTHOTI'O MO3Ta (B IOaHHOM
cllyyae M3BEeCTHYK Kkak TpaHCILJIaHTaluMsa KOCTHOT'O Mo3Ta), KpOBU
(HanmpuMep, nepudepmuuecKrom KPOBU " KPOBU [TyTIOBVHH ) ANEZ!
AMHMOTHUUECKOM XUIKOCTH.

B HaCTOAlEeM OOKYMEHTEe TepMUH «TpaHCIJlaHTalmnsa
TEeMONIOBTUUECKNX CTBOJIOBHX KJIETOK» O3HauvaeT, UTO [HalMeHTy VYXe
IpoBeneHa, NPOBOOUTCA WM OyneT npoBomuThbcd HSCT.

B HeKOTOPHX BapMmaHTax ocyllecTBJIeHMAa Iepen HSCT naumMeHTy
ObJla MNpoBeleHa XMMMOTepalMsa U/UIM pamualroHHas Tepalmd.

[TaumMeHTH MOTYT noJiyyarThb KypC XUMUOTepannumn n/
paIuvaluMoOHHOM TepaluM Iepeln OpoBeleHreM HSCT (Tak HaszbBaeMad
IIOOTOTOBKA K TpaHCIJIaHTAUMM) OJIA YHUMUTOXEHMS HEeKOTOPHIX WMJIM BCexX
TeMOIIORTUUECKUX KJIETOK TIallMeHTa I[Iepel TpaHCIJlaHTauuer. B ciyuae
aJjuioreHHor HSCT mauMeHTa MOTYT Takke JIeUUTL MMMYyHOIelpecCaHTaMM.
[IpuMepoM IOATOTOBUTEJILHOM Tepaluu Iepel TpaHCIJlaHTallMell gBJISeTCs
MCIIOJIL30BAaHMe BHICOKMX 03 MeJdpajlaHa (cM., HanpuMmep, Skinner et
al., Ann Intern Med 140:85-93, 2004; Gertz et al., Bone Marrow
Transplant 34:1025-31, 2004; Perfetti et al., Haematologica
91:1635-43, 2006). PammaumMoOHHad TepallMd, KoTopas MOXeT OHTb
MCIIOJIE30BaHa oJid JleueHn4Ad nepen TpaHCcIJIaHTaumueu, MOXeT
IPOBOOUTECHA B COOTBETCTBUM C OOMEM3BEeCTHEMM IIPOTOKOJIAMM  IOJIA
OaHHOM ofJjacTu. PanomallMOHHas Tepalusda MOoXeT Takxe IPOBOIUTLCSA
OOHOBPEMEHHO, IIOCJeOOoBaTeJIbHO WMJIM OTHOEJIBHO OT TepalluM aHTUTeJIOM

Kk CD38.
DARZALEX™ (mapaTymyMma®) MOXeT He OIIOCPpeloBaTh YHUUTOXEHUE

CTBOJIOBEIX KJIETOK CD38*CD34* BHYTPU TPpaHCIJIaHTaTa u,



277

cJIeDoBaTeJIbHO, ABJIAeTCA IIPUEMJIEMEIM TepalleBTUUEeCKMM CPenCcTBOM B
KOMOMHaLMU C HSCT. AuTuTesa, KOTOpPHE KOHKYPUPYIOT C

napaTyMymaC')oM, T/I/I/IJ'H/I aHTHnTeJla, KOTOPEE CBAS3EBaKT TOT Xe 3SIIMTOII,

yTo n DARZALEX™ (mapaTymyma0) , TOXe MOTYT He YHUUTOXAThb
CTBOJIOBHE KJIeTku CD387CD34+*.

Opyrre OpUMepsl aHTUTeJI, KOTOpPEEe MOTYT OHTL IIPUMEHUMEL B
crnocofax ONMCAHHOTO B HaCTOAMeM IOKyMeHTe M300peTeHrd, MOTYT He
YHUUTOXATE CTBOJIOBHEe KJeTKM CD38TCD34" BHYyTpM TpaHCIJIaHTaTa MU,
CJIeIoBaTEJIbHO, ABJAKTCHA IIPUEMIIEMEIMM TepaleBTUUECKMY CPeOCTBaMM
B koMbObuHaumm ¢ HSCT. HecrnoCoBHOCTE STHUX aHTUTEJI K YHUUTOXEHU
CTBOJIOBEHIX KJleTok CD38*CD34" BHyTpM TpaHCILJIaHTaTa OLeHUBanT C
[IOMOILI CIIOCODOB, OIMCAHHEIX B HACTOAMEM INOKYMEHTE.

AxTuTesyia k CD38, INIpMMeHseMble B crocofax M300peTeHusa, MOTyT
Takxe OBTE BHEHOpaHH de novo wu3, Halpumep, OmbianoTekM QaroBOTO
OUCILIES, Tae dar KOHCTPYUPYETCSH TaKMM obpas3oM, UTOOH
DKCIIPECCUPOBATE MVMMYHOTUIOOYJIMHE UeJIOBEKa WMJIM WX YYaCTKM, TaKue
kKkak Fab, o@mHollenmouyeuHele aHTUTeJa (scFv) WM HeclapeHHHEe WIn
CcriapeHHHEEe BapuabeJsibHEe o6JjacTu aHTUTesa (Knappik et al., J Mol
Biol 296:57-86, 2000; Krebs et al., J Immunol Meth 254:67-84,
2001; Vaughan et al., Nature Biotechnology 14:309-314, 199¢6;
Sheets et al., PITAS (USA) 95:6157-6162, 1998; Hoogenboom and
Winter, J Mol Biol 227:381, 1991; Marks et al., J Mol Biol
222:581, 1991). BapuabeJyibHEIE OOMEHH, CBA3BBanmue CD38, MOXHO
M30JIMPOBAThH us, HalpuMep, OUbIMoTEeK baroBHX OMCILJIEER,
SKCIpEeCcCUPYyNMX BapuabesibHEe 00JIaCTM TSXKeJON UM JIeTKOM lelen
aHTUTeJla B BHIe THOPUIOHEX OeJIKOB, CJMUTEX C O0eJIKoM o0OOOJIOUKHU
BakTepuobara pIX, kak omnomcadHo B Shi et al., J. Mol. Biol.
397:385-9¢, 2010 ®m B MeXOyHaApPOIHOM IHaTeHTHoOM nyojamukauum N
W009/085462) . MOXHO TIPOBOIUTEL CKPMHUHT OUOJIMOTEK AaHTUTEJ B
OTHOMEHVM CBSA3HBaHMA C BHEKJIETOUHHM ngoMeHoM CD38 uyeJloBeKa,
IOOIOJIHUTEJIBHO XapaKTepM30BaTh IIOJIyUYeHHEE IIOJIOXKUTEJIbHHE KJIOHB, WU3
JIM3aTOB KJIOHOB BHIEJNATE Fab ¥ BHOOCJIeICTBMM KJOHMPOBATE B BUIE
[IOJIHOPA3MEPHHX  aHTUTEJ. Takoe IIpUMMeHeHMEe  CIIOCODOB  (aroBOTO
OVCIJIed OJIS BHIOEJIeHMS aHTUTEeJl uYeJloBekKa IIPMHATO B OaHHOM o0JjlacTu

TexXHuKu. CMm., Hanpumep, naTeHT CIA N 5,223,409; nartedT CIA N



28

5,403,484; a Takxe narenTt CIA N 5,571,698, rmatTednT CIA N
5,427,908, mnarTenwr CIMA N 5,580,717, mnaredur CIIA N 5,969,108,
natTedr CIMA N 6,172,197, mnarvent CIIA N 5,885,793; mnarent CIA N
6,521,404; narenwt CHIIA N 6,544,731; nmnarenT CIHA N 6,555,313;
nmaTeHT CIIA N 6,582,915; u maTtenT CIIA N 6,593,081.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMA, OIMCAaHHEX B HAaCTOAIleM
IOOKYMEHTe, aHTuTeJJo kK CD38 He ornocpelyeT VYHUUTOXeHMe CD34-
TIOJIOXUT eJIb HEIX T'eMOIIOBTUUECKUX KJIETOK-IIPEeneCcTBeHHNI] oyTeM
KOMILJIEMEHT-3aBUCUMOY HIUTOTOKCHMUHOCTH (CDC) .

BrpaxeHre «He YHUUTOXAeT» WM «He OlIoCpenNyeT YHUUTOXEHUE»
O3HauvaeT HeCHOoCOOHOCTE aHTMTeJa K CD38 MHOYUMPOBATE YHUUTOXEHNE
KJIETOK IIO0 CpaBHEHMI C COOTBeTCTBYKIMM KOHTPOJIEM, TaKMM Kak

VU30TUIINUECKUY KOHTPOJIL. AHTHUTeJJo K CD38 «He YHUUTOXaeT», eCJIM

M3MepeHHOe VHUUTOXEeHUE KJIETOK B IPUCYTCTBUU DARZALEX™
(DapaTyMyMa0ba) CTATUCTUUECKHU He3HAUUTEJILHO 1o CpaBHEHMD C
VHUUTOXEHMEM KJIETOK B IIPUCYTCTBUM  MIOTUIMUECKOTO  KOHTPOJIA.
VB30TUIINUECKUY KOHTPOJIbE SABJISETCH XOPOIO M3BECTHHM TEPMMHOM.

YHUUTOXEHNE CD34-TIOJIOXNT eJIb HEX T'eMOIIOB3TUYECKUX KJIETOK—
npenmecTBeHHMI nyTeM CDC MOXHO M3MEPATH Ha BHIOEJIEHHEX CBEXUX WIIU
3aMOPOXEHHHEX kKJieTKax CD34" nmyTeM MHKyOaluuM KJIeToK B 10% CEHBOPOTKE
¢ koMIieMeHTOM M 500 HD/MI aHTUTesl k CD38 M mnocjemyoilero aHajus3a
cTeneHu oOpa30BaHMA KOJIOHUM KJIETOK, HaHeCeHHHX Ha IIOJIyTBepOyl
cpenly COIJIaCHO M3BEeCTHHM crocofam. Hamnpumep, o6pas3oraHuve BFU-E mu
CFU-GM MOXHO OLleHMBAaTL Iocje 14 nHeM KYyJbTUBUPOBAHMA C IIOMOMBIO
KOMMEpUeCKHMX peareHTOB, Takux Kak MethoCult™ xomnanHmm Stem Cell
Technologies.

YuacTok FC aHTHUTeJa MOXeT OllocpenoBaThk HOOeKTOpHEE QYyHKLIUNU

aHTrnuTeJia, Tarme KakK AHTUTEJIO3aBMCIMa4Ad KJIETOUYHO-OIIOCpeIOBaHHa#Ad

IIMTOTOKCUUHOCTE (ADCC) , AHTUTEJIO3AaBUCHUMEIM KJIETOUHHM (HarolMTOo3
(ADCP) MM KOMILJIEMEHT—3aBUCHMasa LIUTOTOKCUYUHOCTDL (CDC). Takasda
GyHKIIMA MOXeT OBTH OINOCPeNOoBaHa CBA3HBaHMEM 30PeKTOPHOTO (—BIX)
IOOMeHa (-oB) Fc ¢ peuenrtopoM Fc Ha KVMMyHHOM  KJIeTKe C
barounTapHOM MJIN JIMTUUECKOM AKTUBHOCTBLIO VI CBA3HBAaHUEM
20OeKTOPHOTO (—BIX) IOMeHa (-oB) Fc ¢ KOMIIOHEHTaMM CHUCTEMEH

KoMIieMeHTa. Kak mnOpaBujo, »0dexkT (-H), ONOCPemOoBaHHEM (-He) Fc-
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CBABHBAaKIMMM KJIETKaMM/ WJIM KOMIIOHEHTAaMM KOMILJIEMEeHTa, IIPUBOOUT (-
AT) K MHIUOMPOBAHUI U/UJIM MUCTOUEHMIO KJIETOK-MMUIIEHEeM, HalpuMep
CD38-nKkcClIpeccHUpyrIUx KJeTok. Mzorunu IgG uesoBeka I1IgGl, IgG2,
IgG3 wm IgG4 1[oKasHBaT pPa3JIMUHY CIOCOOHOCTE K BHIIOJIHEHUIO
2bdbekToOpHEX OGyHKUMM. ADCC MoxeT OHTL ornocpemoBaHa I1gGl um IgG3,
ADCP mMoxeT OHTB omnocpemoraH 1gGl, IgG2, IgG3 m IgG4, a CDC MOXeT
OHTBL omocpenoBaHa 1gGl m IgG3.

B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHUS aHTUTeJJo K CD38 wumeer
mnzorun I1gGl, IgG2, IgG3 wmum IgG4.

B HEKOTOPHEIX BapMaHTax OCYIIEeCTBJIEHUA AHTUTEJIO k CD38
VMHIVIMPYET YHUUTOXEHMe ILJIasMOLMTOB, SKCcIpeccupybommx CD38, 1in
vitro IyTeM AHTUTEJIO3aBUCHUMON KJIETOUHO-OIIOCpeloBaHHOM
UMTOTOKCHMUHOCTM (ADCC), aHTUTEJIO3aBMCUMMOIO KJIETOUHOTO QarolMTOo3a
(ADCP), KOMIUJIEMEHT-3aBUCUMOM LMTOTOKCHMUHOCTM (CDC), aromnros3a WK
MOOYJIAIUM GepMeHTaTUBHOM akTuBHOCTM CD38 in vitro.

B HEKOTOPHIX BapMaHTax OCYIECTBJIEHUA AHTUTEJIO Kk CD38
VHIVIVPYET VHUMUTOXeHMEe KJIeETOK, SKcHpeccupybommux CD38, 1in vitro
nyrTem ADCC, ADCP wmim CDC.

B HEKOTOPHEIX BapMaHTax OCVYIIECTBJIEHUA AHTUTEJIO Kk CD38
MHIOIYIMPYET VHUUTOXeHMEe KJIeTOK, BKcHpeccupybomux CD38, 1in vitro
nyrtem ADCC.

B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHUA AHTUTEJIO Kk CD38
MHIYIMPYET VHMUTOXeHMe KJIeETOK, SKcIpeccupybommx CD38, 1in vitro
nyTem ADCP.

B HEKOTOPHIX BapMaHTax OCYINECTBJIEHU A AHTUTEJIO k CD38
MHIVIMPYET VHMUTOXeHMe KJIeETOK, SKcIpeccupyiommx CD38, 1in vitro
nyrTem CDC.

TepMVHE KAaHTUTEJIO3aBUCHMa A KJIeTouHada LIUTOTOKCUUHOCTE»,
KAHTUTEJIO3aBUCHUMaa KJIIETOUHO-OIIOCPenNOBaHHad LIUTOTOKCUUHOCTEY» WU
«ADCC» mnpencTaBJIgi0T CcoOoM MexXaHM3M MHIYKLIUMM Tubelrn KJIeTOK,
KOTOPHM 3aBUCUT OT B3aUMOIEMCTBUA IMNOKPHTHX aHTUTEeJaMU KJIETOK-—
MUIIeHeM C 20PeKTOPHEIMA KJIeTKaMM, ofJlamanilyuMm JIMTUUECKOM
aKTMBHOCTBIO, HalprMep eCTeCTBeHHEMHU KWJIJIE PHEIMA KJIEeTKaMM,

MOHOLIMTaMM, MaKpo@aI‘aMM " HeﬁTpO(]_)MJ'IaMM, IIoCpelCTBOM I'aMMa-—

pelnenTtopoB Fc (FcyR), bSBKCOpeccHUpyRIMXCAa Ha 5200eKTOPHEX KJIeTKax.
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Hanpumep, NK-xJjeTkM skchopeccupyioT FcyRIITa, Torma KaK MOHOIMTE

SKCIPEeCCUPYT FcyRI, FcyRII u FcyRIITIa. I'mbesb IIOKPBITHX
aHTUTEeJIaMN KJIETOK—-MUIIEHEN, TaKUx Kak CD38-nKcClpeccHUupyrmme
KJIETKM, I[IPOUCXOOUT B pe3yJbTarTe aKTUMBHOCTM S0PeKTOPHEIX KJIETOK
Uepes cekpelMio MeMOpaHHBIX I[Iopoobpal3ynimx OeJIKOB U IpoTeas. HJd
oneHkyu ADCC-akKTMBHOCTM aHTUTeJla K CD38 5TO aHTUTEJO MOXHO
nobaBJIgTh K CD38-3KCIpeCcCUpRyIMM KJIeTKaM B KOMOVHaLMMU C
S0PeKTOPHEIMM KJIETKAMM MMMYyHHOW  CUCTEMEH, KOTOPHE MOT'YT OHTH
AKTUBUPOBAHEL KOMILJIEKCaMuA AHTUT €H—aHTUTEJIO, uTo IPUBOOUT K
LIUTOJN3ZY KIETKU-MUIIeHV . [UTOJIM3 [0 CYIEeCTBY OOHaAPYyXMBAKT IO
BEICBOOOXIEHUIO ns3 JIN3UPOBAHHBIX KJIETOK MeTKU (HanpuMep,
pPairnoakKTUBHEIX cybcTpaTosr, GIIyOopeClieHTHEIX Kpacureyen ZNEZ!
ECTEeCTBEHHEX BHYTPUKIIETOUHEX OeJIKOB) . I[IpMMepPH 20QEKTOPHEX KJIETOK
IJIS TaKMxX aHaJIM30B BKJIOUAIT MOHOHYKJICAPHHE KIEeTKM IepudeprnuecKon

kpoBu (PBMC) m NK-kjJeTku. [IpMMepH KJIeTOK-MMUIIEHEeW BKJIOUAKT B celd

xieTky Jaynu (ATCC® CCL-213") miau omyxoJieBhle KJIETKM B-KJIETOYUHOTO
Jerko3a WM JuMMOOMEI, BSKCHOpeccupykmue CD38. B mnpuMepe aHalMsza
KJIeTKMU-MUIIeH MeTaT 20 MkKM °ICr B TeueHMe 2 UYacoB UM TIHaTeJILHO

ITPOMEIBAOT . KOHHeHTpaHMD KJIETOK-MUIIeHeM MOTYT KOPPpeKTHMpOBaTE IO 1

x 10° xjgeTok/MJI ¥ B Pas3JIMUHHX KOHIEHTpaluMax Io0aBJIALT aHTUTella K
CD38. IIlpoBeneHMe aHaliM3a HaAUMHAKT I[IOCPeICTBOM »HoOaBJIeHUS KJIIETOK
Oayou B COOTHOWeHMM 5pdpeKTopHad KIIeTKa: KJIeTKa-MUIEHb, PaBHOM
40: 1. Tlocye WUHKYOMpPOBaHMUS B TeueHre 3 u npu 37°C HOpoBeleHMUe
aHaJlM3a [IpekpamanT IyTeM LeHTPUOYTIMPOBaHMA M Ha CUMHTUIJIALIVMOHHOM
cueTuMKe M3MepSioT BHEHCBOOOXOeHMe 31Cr wm3 JIM3UMPOBAHHHX KJIETOK.
[IpOlLIeHTHOE 3HaueHMe KJIETOUHOM UIMTOTOKCHMUHOCTM MOXHO PaCCUMUTHBATH
Kaxk % MaKCHUMaJbHOTO JM3MCa, KOTOPHM MOXHO MHIYIMPOBATE MIYyTeM
noBaBJIeHVSA K KIeTKaM-MMIIeHAM 3% XJIOPHOW KMCJIOTH. AHTUTeJla K
CD38, mnpuMeHseMEe B clIocofax M300peTeHMs, MOI'YT MHOYLUMPOBATH
ADCC Ha ypoBHe okoJo 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%,
60%, ©b5%, 70%, 75%, 80%, 8b5%, 90%, 95% mmum 100% no cCpaBHEHUI C
KOHTPOJIEM (JIM3UC KJETOK, MHIYLUMPOBAHHHEN 3% XJIOPHOWM KUCIIOTOM) .
TepMmrH KAaHTUTEJIO3aBYCUMHM KJIe TOUHHM dparoumTO3z» (ADCP)
OTHOCUTCA K MeXaHM3My YHUUTOXEHUSA IIOKPHITHX aHTUTeJlaMU KJIETOK-—

MUIIeHen IIyTeM MHTEePpHaJIM3alll @aPOHMTapHHMM KRJIeTKaM1, TaKVMM Kak
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MakKpodarm wIM OeHOPUTHEE KJIETKU . ADCP wmMoOXxeT OlLlIeHMBATLCH C

IIOMOIBEI0 MOHOLMTAPHEIX MaKpO(l)aI‘OB B KauecCTBe 9(1)(1)eKTOpHBIX KJIETOK U

kjeTok Jaymu (ATCC® CCL-213") MM ONYyxXOJIeBHX KJIETOK B-KJIETOYUHOTO
JerKko3a WM JMMOOMEI, BKCHpeccupybomux CD38, B KaueCTBe KJETOK-—
MHUIEeHe, CKOHCTPYUPOBaHHEIX C LeJIbIo DKCIIpeCcCcun 3eJIeHOTO
GIIYyOpeCcCUeHTHOTO DeJika (GFP) WM  IOPpyTo¥  MeueHOM  MOJIEKYJIH.
CooTHomeHre »dPeKTopHas KJeTKa: KJIeTKa-MMIIeHbL MOXeT COCTaBJIATEH,
HalpuMep, 4: 1. S0beKTOPHHE KJIETKM MOXHO MHKYOMPOBATH c
KJIeTKaM/-MUIIEHAMM B TedeHMe 4 YacoB, C aHTUTeJIoM k CD38 wmiam 0Oe3
Hero. Ilocyie MHKyOalUMM KJIETKM MOXHO OTHOEJIMTH C IIOMOINBKD aKKyTasH.
NoeHTUOUKALMILD MakKpodparos MOXHO IIPOBECTM C IIOMOMBK AaHTUTEI K
CDllb m x CDl4, cBA3aHHHX C QIYOPECLeHTHOM MeTKOM, ¥ MOXHO
OTIpelelJINThb MIPOILIEHTHOE 3HAUEHUe dparoumTo3a Ha OCHOBaHUU %
GIIyopecurpyrimero GFP B Makpodarax CD11*tCD14+ C TIOMOIIEL 0
CTaHIOaApTHHX CIoco00B. AHTMTeJa K CD38, npuMeHdaeMele B crnocobax
nz3obpeTeHuUsa, MOTYT UMHIOyLMpoBaTk ADCP Ha ypoBHe okoJjo 20%, 25%,
30%, 35%, 40%, 45%, 50%, b55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%,
95% mim 100%.

TepMMH «KOMILJIEMEHT-3aBUCHMAasa LIUTOTOKCUUHOCTE», WK «CDC»,
OTHOCUTCSH K MexXaHMU3My MHIOYKUMM ITubesju KJIIETOK, B paMKax KOTOpPOI'O
20bekTOPHEM IoMeH FC CBA3aHHOTO C MMIIEHBI aHTUTeJla CBA3HBaeT U
AKTUBMPYET KOMIIOHEHT KoMiJleMeHTa Clg, KOTOPHM B CBOK ouepenb
AaKTUMBUPYET KacKal KOMIIJIEMeHTa, OpuBOOAmMMM kK Tl KJISTKU-—
MUIIeHM . AKTMBaALMSA KOMIIJIEMeHTa MOXeT TaKxXe IIPUMBOOMUTL K OCaXIeHUO
KOMIIOHEHTOB  KOMILJIEMEHTa Ha I[IOBEepPXHOCTM  KJIETOK-MUIIeHel, uTo
criocobcTByeT IIPOABJIEHUID ADCC IIOCPEenCTBOM CBAS3EBAHUSA Ha
Je’KolMTax C pelenTopaMu KOMIJIeMeHTa (HamopuMep, CR3). CDC nmasa

KJIETOK, bSKcOpeccupywommx CD38, MOXeT M3MEPATHCS, HaIPHMep, IMIyTeM

BHICeBaHMda KJIeTOK Jaymou mnpr 1 x 10° kjaeTok/JyHKY (50 MKJI/JIYHKY) B
RPMI-B (RPMI c¢ pobaBjieHMeM 1% BSA), nobdamjieHmMa 50 MKJI aHTHUTeJI K
CD38 B JIYHKM 0O KOHEUHOM KOHIeHTpaluM B OuanasoHe 0-100 wMxT/MII,
VMHKYDOUPOBAHMSA PeaKIMOHHOM CMecu B TeueHMe 15 MMH OpM KOMHATHOM
TeMmIepaTtype, InobaBjeHua 11 MKJI OOBLeOIMHEHHOM CHBOPOTKM UeJIOBEKa B

JYHKM U MHKYOMPOBaHMA pPeaKLUMOHHOM cMecu B TeueHMe 45 MuH nOpu 37

°C. [lpoueHTHOE KOJIMYECTBO (%) JIMB3UPOBAHHEIX KJIETOK MOXeT
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Q

ompeneJaTbCSa KaK % OKpalleHHBX [OPOIMIMM MOOMIOM KJIETOK IIpU
aHasm3e FACS C mnoMompl CTaHIapTHHX clocoboe. AHTHUTeJla k CD38,
IpMMeHsdeMEle B crocobax wM300peTeHusa, MOI'yT MHOyLUupoBaTk CDC Ha
ypoBHe okoJio 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%,
70%, 75%, 80%, 85%, 90%, 95% wmmm 100%.

CIIOCOBHOCTBL MOHOKJIOHAJIBHEIX AaHTUTeJ MHOyuuposaThb ADCC MOXHO
YCUJIMTh IIyTeM KOHCTPYMPOBAHMA WMX OJIMI'OCAXapMOHOT'O KOMIIOHEHTaA.
IgGl mam IgG3 uejyioBeKa HNomBepraknTcd N-TJIMKO3MJIMPOBAHMI 110 Asn297
OOJIBIIMHCTBOM IJIMKAHOB B XOPOMO WM3BECTHHX 2-aHTeHapHHX ¢QopMax GO,
GOF, G1, G1lF, G2 MIIN G2F. AHTHUTEJIa, IPOOYyLMPYEMEE
HEeCKOHCTPpYUPOBaHHEIMM KJjleTKamMy CHO, KkKak OpaBUIJIO, MMEKT COomepXaHue
byKO3H B TJIMKaHax OKOJIO 10 MeHbllel  Mepe 85%. YnoajieHue
LHeHTpaJlbHOM OYKO3H ns3 oJIMToCaxapumoB TUIIa 2—aHTeHapHOTO

KOMILJIEKCA, [IPUCOeIMHEHHHX K objacTtaMm Fc, ycuameaeT ADCC aHTUTEI

IIOCPEenCTBOM VIIYUIIEeHHOT' O CBA3EIBaAHUSA FcyRIITa tes M3MEeHeHUd
CBA3BIBAHMA C aHTUTeHoM wiIn CDC—-akKTMBHOCTHU. Takme mAb MOXHO
[IoJIydaThk C I[IOMOMBK pPa3JIMUHEX CIIOCO00B, KOTOPHE, II0 MVMEKIUMCS
OAaHHBEM, IIPUBOIOAT K VYCIEIHOW D3KCIPEeCcCUM aHTUTeJl C OTHOCHUTEJILHO
BHICOKOM CTelleHbl IedyKOo3UJIMPOBaHULI, Hecymmux Fc-omrocaxapumsl
TUIIa Z2-aHTeHapHOTO KOMILJIEKCa, TaKMMM crocobaMu, KakK KOHTPOJIb
OCMOJISLJIILHOCTHM KYJbTYypaJibHOM cpensl (Konno et al., Cytotechnology
64:249-65, 2012), T[pMMeHeHMEe B KaueCTBe JIMHUM KJIETOK-XO35eB
BapMaHTHOV JmHMM CHO Lecl3 (Shields et al., J Biol Chem
277:26733-40, 2002), mOpuMMeHeHME B KadecCcTBe JIMHUM KJIETOK-XO3gEB
BapuaHTHOM JmMHMM CHO EB66 (0Olivier et al., MAbs; 2(4), 2010;
DJIEKTPOHHOE M3OaHuMe OO IIeYaTHOTO WU3OaHWuAg; PMID: 20562582),
IpUMMEeHeHre JIMHUM KJIETOK THUOPUIOOME KpHC YB2/0 B KauecTBe JIMHUUA

KJIeTok-x0358eB (Shinkawa et al., J Biol Chem 278:3466-73, 2003),
BBeIeHMe MaJlo¥ UuHTepdepupykmeyn PHK, cneundmuuyHorr kK TeHy o 1,6-
byKOo3MITPaHchepa3H (FUTS8) (Mori et al., Biotechnol Bioeng
88:901-8, 2004), MJIN KOBKCIpeccuda B-1,4-N-
aUueTUIITUIDKO3aMUHMIITPauchepassl 11T M o—MaHHO3MOA3E 11 KOMILJIEKCa
TonbpOXM, WM IIPUMEeHeHMe CUJIBHOTO MHIUMOMTOpa allbda-MaHHO3MIOA3H I,
KnupyHeHsmHa (Ferrara et al., J Biol Chem 281:5032-6, 2006;
Ferrara et al., Biotechnol Bioeng 93:851-61, 2006; Xhou et al.,
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Biotechnol Bioeng 99:652-65, 2008). ADCC, BH3HBaeMas aHTUTeJaMM
Kk CD38, KOTOpPHE INPUMMEHAKTCH B cCclocobax M300peTeHMS M B HEKOTOPHIX
BapMaHTax OCYIECTBJIEHUMS M3 Bcex 0e3 MCKIKUEHUSA IIePeUrCIJIeHHBIX
HIDKE I[IPOHYMEPOBaHHEIX BapMaHTOB OCYIIeCTBJIEHUH, MOXeT TaKxe
YCUIIMBaATBLCA 3a CueT HeKOTOPHX 3aMeH B Fc a”HTuTesna. IllpuMepaMu
3aMeH SABJIAKTCH, HalIpMMep, 3aMeHH B IIOJIOXKEHUMAX aMMHOKMUCIIOT 256,
290, 298, 312, 356, 330, 333, 334, 360, 378 wmmm 430 (HyMepalusd
OCTATKOR COOTBETCTBYeT UHIekcy EC), KaK OIMCaHO B IIaTeHTe CIA N
6,737,056. CDC, BHI3HIBaeMa aAHTUTeJIaMA K CD38, KOTOPHE
IpMMeHATCad B crnocobax m300peTeHMS UM B HEKOTOPHX BapMaHTax
OCYIEeCTBJIEHUSA n3 BCeX tes VCKJIIOUEeHM S [IepPEeUnCIJIeHHEIX HIDKe
[IPOHYMEPOBAHHEIX BapMaHTOB OCYIIECTBJIIEHMSA, MOXeT TakXe YCUIMBATBbCSH
3a CUeT HEKOTOPHX 3aMeH B Fc aHTUTelNa. l[lpuMepaMM 3aMeH SBJSAIOTCSH,
HaopyMep, 3aMeHH B aMMHOKUCJIOTHHX [O3SMLMAX 423, 268, 267 u/muim
113 (Hymepaumusa OCTaTKOB B COOTBETCTBMM C MHIOekKcoM EC), Kak
onmMcaHo B Moore et al., Mabs 2:181-9, 2010.

B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHU A aHTUTEJIO Kk CD38
COIEPXUT 3aMelleHre B Fc aHTUTeJa.

B HEKOTOPHEIX BapMaHTax OCVYIIECTBJIEHUA aHTUTEJIO Kk CD38
COOEPXUT 3aMeHy B FC aHTUTeJla B IIOJIOKEHMAX aMMHOKMucJOoT 256, 290,
298, 312, 356, 330, 333, 334, 360, 378 wu/ummu 430 (HyMepauus
OCTaTKOB COOTBETCTBYeT MHIOekcy EC).

B HEKOTOPEIX BapMaHTax OCYIIEeCTRBJIEHU A AHTUTEJIO Kk CD38
COIEepXUT 3aMeleHre B Fc aHTUTeJla B TIIOJOXeHMAX aMuHokmucJoT 113,
267, 268 u/miam 423 (HyMepalld OCTATKOB COIJIaCHO MHIekcy EC).

B HEKOTOPHIX BapMaHTax OCYIIEeCTBJIEHUA AHTUTEJIO Kk CD38
COIEepPXUT 2—-aHTEeHapHyH INIMKAaHOBYK CTPYKTYPY C COIOepXaHMeM OQYyKOS3EH
orT okoJgio 0% pmo okoJyio 15%, Hamnpumep, 15%, 14%, 13%, 12%, 11%,
10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1% mmm 0%.

B HEKOTOPHEIX BapMaHTax OCYIECTRBJIEHUA aHTUTEJIO Kk CD38
COIEpPXUT 2—-aHTEeHapHYyK INIMKAaHOBYK CTPYKTYPY C COIOepXaHMeM OQYyKOS3EH
okoJio 50%, 40%, 45%, 40%, 3b5%, 30%, 25%, 20%, 15%, 14%, 13%,
12%, 11%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1% wmwm 0%;

BaMeHH B FC M CHWMXEHHOE COIOepXaHre OQYyKO3H MOTYT YCUIIMBATH
axkTMBHOCTE ADCC aHTUTeJsla kK CD38.

TepMMH «CcomOepXaHUue OYKOBE» O3HauvaeT KOJUUeCTBO MOHOCaXapnrlia
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byKO3H B npenejax caxapuIHOM nenu B [IOJIOXEHUN Asn297.
OTHOCHUTeJIbHOE KOJMYEeCTBO OQYKO3H IIpeIcTaBJIfgeT CcoD0OM IIPOLIeHTHOE
comepxaHue byroz0COmepXammx CTPYKTYP, OTHOCHAMUXCH KO BCeM
TJIMKOCTPYKTypaM. OHM MOTYT OHTE OXapaKTepM3O0BaHH U KOJUUECTBEHHO
M3MEpPeHH IIOCPEeNCTBOM MHOXeCTBa CIOCOOOB, HalpuMep: 1) IOIpM IIOMOMIU
BPeMAIIPOJIe THOM MaTPUYHO-aKTUBUPOBAHHOM JlasepHOM
mecopOuny/MOHM 3 AL (MALDI-TOF) obpasua, 06paboTaHHOT O N-
TJIMKO3MIOazou F (Hanpumep, KOMILJIEKCHHEe, TUOPUIHHEE, OJMUTOMaHHO3HHE
M  BHICOKOMAHHOZ3HEE CTPYKTYPH) , KakK oOoIMcaHO B MeXIyHapOoIHOM
[IaTeHTHOM Iy OJInKalum e W02008/077546; 2) [IOCPEenCTBOM
bepMeHTaTMBHOTO BHCBOOOXIEeHMSa TJIMKaHOB Asn297 ¢ nocienywien
IeprBaTU3alMen u oBHapyXeHMeM/ KOJIMUEeCTBeHHBM onpenelieHVEM
nocpencTBoM BOXX (CB3XX) c oOHapyXeHMEM C TIOMOMBIR QIIYOpeCleHLIUN
u/ i BOXX-MC (CB2XX-MC); 3) aHaJIM30M MHTaAKTHOTO Oejika HaTMBHOTO
MM BOCCTAHOBJIEHHOTO mAb ¢ o00paboTkoM IJIMKaHOB Asn297 wuim ©6es
Hee C nomMombk Endo S wmiam ZOpyroro depMeHTa, KOTOPHM pacHlelisaeT
CBA3b MeXIy I[epBHM M BTOPHM MOHOCaxapuzaMu GlcNAc, coxpaHsas
byxo3y MNpUCOeIMHEHHOM kK IepBoMy GlcNAc; 4) pacmemjeHueM mAb Ha
COCTaBJIAKIME IIeNTHUIOE [IOCPEeOCTBOM (QEPMeHTaTUMBHOTO pacllellJIeHUS
(HanmpuMep, TPUICMHOM WM »BHOONeNTMnazom Lys—-C) u HOCJeOy UM
pasneJsieHueM, OOHapyXeHMEeM u KOJINUEeCTBEHHEM OopeneJieHreM
nocpencTBoM BOXX-MC (CBOXX-MC); mam 5) OTIHeJIeHMEM OJMI'OCaxapuIoB
mAb orT ©Oe;nka mAb Ha Asn 297 TI[OCPeOCTBOM CHelUMOUUIEeCKOTO
bepMeHTaTUBHOT'O OeTUIMKO3UIINPOBAHU A C [TOMOIIB 0 PNGase F.
BLHICBOOOXIOEHHHE OJUTOCaAXapUAOE MOXHO MeTHUTL GJIyopodopoM, pa3mesiaiThb
17 UOeHTUOUIMPOBATH pPa3JIMUHEMA BCIIOMOT'aTe&JIb HEIMU MeTOOVKaMH,
KOTOPEE TIIO3BOJIAIRT TOUHO OXapaKTepu30BaTh CTPYKTYPH  TUIMKAHOB
[IOCpelCTBOM MacCC-CIHeKTPOME TPUNU c MaTPUUHO-aKTUBUPOBAHHOM
Jla3epHoMn necopbumren/mMoHMsalmen (MALDI) oyTeMm CpaBHeHUSA
SKCIIEPUMEHTAJIbHEIX MacC C TeOpeTHUeCKMMM MaccaMM, OIpelelaTh
CTelleHb CHAJIMIMPOBAaHMA MOHOOOMeHHOM B3IXX (GlycoSep C), pasmendaThb
M  KOJMUECTBEHHO MU3MepATH  QOPMH OJUTOCAXapMIOOB IO KPUTEPU
TUOIPOOUIILHOCTM IocpencTBoM BOXX ¢ obwuHom ¢dazon (GlycoSep N) wm
pasnesyiaTk U KOJMUECTBEHHO M3MepsTh OJMUIocCaxXapulbil I[IOCPeICTBOM
BHICOKO30OEKTUBHOTO KalUJIJIAPHOTO aJIeKkTPpodopeza C Jazep-

MHIOIYUMPOBaHHOM GJuyopecueHuuer (HPCE-LIF) .



35

BrlpaxeHu s KHUBKODYKOIHEIM» VI «C HU3KMM coIepXaHUeM
bYyKO3HY», VICIIOJIb 3y EMEIE B 3adBKe, OTHOCATCH K aHTMUTeJaM C
comepxaHueM QyKO3H OKoJIO 0-15%.

BrpaxeHre «HOPMOQYKOSBHEI» MM «C HOPMaJIbHEIM COIOepXaHMeM
byKO3HY, VCIIOJIb 3y eMHE B HacTodmeM  OOKYMeHTe, OTHOCATCH K
aHTHTeJlaM C coOmepxXxaHueM OQyKos3e 0oJjee okoJo 50%, kak TI[IpaBUIO,
BoJjiee okoJio 60%, 70%, 80% mum OBoJjee 85%.

AnTuTeJsio k CD38, mnOpmMeHseMoe B crocobax M300peTeHus, MOXeT
VHOYLUMPOBATE YHUUTOXEHMEe KJIeTOK, DKcIOpeccupyiomux CD38, nyTeMm
anonroza in vitro. CHocoOH OILeHKM alollTo3a XOPOomMO WM3BECTHH U
BKJIOUAT, HaIlprMep, OKpallMBaHue AHHEeKCHMHOM v c TTOMOIIB IO
CTaHIDApPTHHX cCrIocoboB. AHTHUTeJa K CD38 crnocofoB M300peTeHMS MOTYT
VHOYLUMPOBATE allollTOo3 Ha YpPoBHe okoJo 20%, 25%, 30%, 35%, 40%,
45%, 50%, b55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% wmmm 100%
KJIETOK.

AxTuTesio k CD38, NpuMMeHseMoe B crocofax M300peTeHMSs, MOXET
VMHIYIMPOBATE VYHMUTOXEHME KJIETOK, »SKCcIpeccupybommux CD38, 1in vitro
nyTeM MOIOYJIALIUN bepMeHTaTMBHOM AKTUMBHOCTHA CD38. CD38
opencraBJgeT coOo¥M MHOTOQYHKIUMOHAJIBHHM SKTOQEepMeHT C aKTUMBHOCTLIO
AlO-pubO3MUIILUKIIA3E 1, KaTalu3upyrmeyn obpasoBaHMe LUKINUYECKOM
Al®-puboszu (IAIOOP) wm AIOGP wu3 HAND", Taxxe ofJjamawnmeyr OGYHKUMEN
ruopoJsiM3oBaTek HAIY m uoAOP B ANOP. CD38 Takxe KaTaJlu3upyeT oOMeH
HMKOTMHAMUOHOM Tpynne HAIDOY Ha HMKOTMHOBYID KUCJIOTY B YCJOBUAX
KMCJION cpenr c [IOJIYUYeHMEM HKAOO* (HUKOTMHOBASA KMCJioTa-
ameHMHIMHYKJIeoTundpocharT) . Momyisauuio  pepMeHTAaTUMBHOM  aKTUMBHOCTHU
CD38 uyeJjoBeka aHTHUTeJgaMu K CD38, IprMeHsSeMBEMM B criocobax
n300peTeHnUsa, MOXHO WM3MEPATE B aHaJlM3e, OIMCAaHHOM B IyOJIMKalLUM
Graeff et al., J. Biol. Chem. 269:30260-7, 1994). Hamopumep,
cybcrpar HII® MOXHO MHKyOMpoBaTe C CD38, a MOOYJIAIMKD OPOOYKIWM
LUKJIMUESCKOM T'Io-pnbo3H (I'0OP) MOXHO OTCJIeXUBATH
CIIEKTPOPOTOMETPUUECKHM 10 BO3OYXKIEHMI Ha IOJMHe BOJHE 340 HM u
VCIIYCKaHMK Ha OJarHe BOJIHEH 410 HM B pasJIMUHEIE MOMEHTH BPEMEHMU
nocJjse nobarJjieHU A aHTUTeJIa B pPasIIndHBEIX KOHILEHTPaLUUAaX .
NurubuporaHne CHHTe3a UIAIOP MOXHO OINpemesyiaTek B COOTBETCTBUM CO
crnocodtoM BOXX, omnmMcaHHEM B Oydjamukaumm Munshi et al., J. Biol.

Chem. 275:21566-71, 2000, AunTurTesla kK CD38, IprUMeHdgeMele B



36

criocobax n3obpeTeHnd, MOTYT MHTUMOUPOBATH bepMEeHTaTUBHYO
aKTMBHOCTEL CD38 Ha IO MeHBIIEM Mepe okoJjo 20%, 25%, 30%, 35%,
40%, 45%, 50%, 5b5%, 60%, 5%, 70%, 7b%, 80%, 85%, 90%, 95% wm
100%.

A"uTHTeJa, KOTOPEEe 1o CYHeCTBY MO EeHTUUHE AHTUTEJY,
comepxameMy VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, wmoryrT
MCIIOJIE30BATLCA B crocofbax mM300peTeHusd. TepMMH «IIO CYIIECTBY
UISHTUUHB» O3HauvaeT, uTo CpaBHMBAaeMHEE AMMHOKMUCJIO THEIE
rocJyemoBaTeJsibHoCcTM VH  wmim VL AHTUTEJI MIOIEHTUUHE WJIM  MMET
KHECYIIeCTBEHHEE OTJIUUMA». HecyleCcTBeHHEE OTJIMUMA [NIPeOCcTaBJIART
cobon =ameHw 1, 2, 3, 4, 5, o, 7, 8, 9, 10, 11, 12, 13, 14 wm
15 aAMMHOKMCJIOT B VH "/ Min VL aHTuTeJa, He OKa3HBaKIme
OTPUIIATEJILHOTO BJMAHMSA Ha CBOMCTBAa aHTUTeJla. I[IPOolleHTHOe 3HaueHUue
MIOEHTUYHOCTHU MOYXHO OTIPENEJIATE, HalpuMep, oyTeM IOIapHOTO
BHPaBHMUBAHUSA C IIPMMeHeHMeM HacTpoeK II0 YMOJIUaHMi B MonyJie AlignX
nporpaMmel Vector NTI v. 9. 0. 0 (Invitrogen, r. KapjacBanm, mTarT
KamupopHus=a, ClA) . BeJlkoBHE rocJyenoBaTeJIbHOCTU HaCTOAmMEeTI o
nz3obpeTeHms MOXHO [IPVMMEHSATH B KauecTBe VMICKOMOM
[NOCJIEOOBATEJIbHOCTY IIPU OCYIWECTRJIEHUM IIOMCKAa B OOWMeOOCTYIIHBIX WJIIN
[IaTeHTOBAHHEIX Bazax OaHHHX, HalpuMep, oJis UIOeHTUOUKALUN
POICTBEHHHX IIoCJiefoBaTeJibHOCTEeM. IllpuMepaMy OIPOTpPaMM, IPUMEHSIeMBIX
OJI4 BHIIOJIHEHMSA TakKMX IIOMCKOB, ABJILTCA OporpaMMel XBLAST wiu
BLASTP  (http //www ncbi nlm/nih gov) wmmm naker GenomeQuest™
(GenomeQuest, r©. BectTbopo, mrar MaccauyceTc, CIIA) c OpUMMeHeHMeEM
HaCTpOeK II0 YMOJIUaHUD. IIpUMMepE 3aMeH, KOTOPpHEe MOTYT MNIPOBOOUTHECH
OJIS aHTUTEeJI, CHeUuMPUUeCKM CBA3HBammmMxcsa ¢ CD38, NOpMMeHSeMBX B
criocobax ns3obpeTeHnd, npencTaBpJgnT coboi, Halpumep,
KOHCepBaTUBHEE 3aMeHH  Ha AMMHOKMCJIOTHI, VIMeIme aHaJIO WU HLIM
3apan, I'mMIpodoBHEEe CBOMCTBA MM CTEepeOoXMMMUEeCKMe XapaKTepUCTUKH.
Taxkxe MOTYT OCYIECTBJIATbHCHS KOHCEPBATHMBHEE 3BaMeHBE JIS YJIYUIIeHUSA
CBOMCTB aHTUTeJla, HalpuMep CTadbMJILHOCTM MIM addMHHOCTHM, WM OJId
yayumeHusa 50QeKTOPHEX OQOYHKIUMM aHTHuTeJa. MOXHO ocymecTBUTL 1, 2,
3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14 wmwim 15 aMMHOKMCJIIOTHHX
3aMeH, Hanpmmep, B VL wu/uiam VH aHTuTesna kK CD38. BoJjee TOTO,
Jo60¥ HATUBHEM OCTATOK B TSXKEJIOM WMJIM JeI'KOoM Lelr TakKXe MOXHO

3aMelmaTek aJIaHMHOM, KaK paHee OBUIO ONMCAHO B OTHOUWEHWM aJlaHUH-
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CKaHMpyKmero MyTareHe3a (MacLennan et al., Acta Physiol Scand

Suppl ©643:55-67, 1998; Sasaki et al., Adv Biophys 35:1-24,

1998) . CneumaJMCTH B OaHHOM 0OJIaCcTM MOTYT OIpeIelsIAThb XeJaTeJlbHbe
AMMHOKMCJIO THEIE 3aMeHH, KoTa Takue 3aMeHH HeOOXOOMMH .
AMVMHOKMCJIOTHEIE 3aMeHB MOI'YT OBTH OCYIIECTRBJIEHH, HalpuMep, C
noMmombilo IIIP-myTareHesa (maTedHT CIA N 4,683,195). BubiamMoreku

BapMaHTOB MOXHO CO3IOaBaThb C IIOMOINBI XOPOMO M3BECTHEX CIOCOOOR,
HaopuMep, IOyTeM I[IPUMMEeHeHUS  CJIydalHBIX (NNK) WV  HeCcJIyYalHBX
KOIOHOB, HalpuMep KomoHoB DVK, komupyommx 11 amMmuHOokMcJoT (Ala,
Cys, Asp, Glu, Gly, Lys, Asn, Arg, Ser, Tyr, Trp), ¥ CKPMHMHIA
BubIMOTEek Ha BapMaHTH C XeJlaTeJIbHBEMM CcBoMcTBamMu. CO3OaHHBE
BapMaHTH MOXHO TeCTHUPOBAaTh Ha MX CBSA3bBBaHNUe c CD38, "X
CIIOCOBHOCTE MHIOyLIMporaTs ADCC, ADCP miaM anonTo3 WM MOOYJIMPOBATH
bepMeHTATHMBHYID aKTMBHOCTL CD38 in vitro C HOpMMEHeHMeM CIOoCOBOOEB,
OIIMCAHHEIX B HacTOAlleM OOKyMeHTe.

TepMMH «KOHCEPBATMBHEE MOIMOUMKALIMM» O3HaAYaeT MOOUMOQUKALIUN
aMMHOKMCJIOT, KOTOPEE HEe3HauMTeJIbHO WM3MEeHSKT WIXM BJIMART Ha
XapaKTepUCTUKY CBA3BBaHUA aHTUTEeJa, COOepXallel'o0 aMUHOKMCJIIOTHHE
nocyienopaTeJIbHOCTM . KOHCepBaTHMBHEE MOOIMOMKALMM BKJIOUAKT B Cel4A
3aMeleHnsa, nobaBJIeHMS U OeJlellMM aMMHOKMCIIOT. KOoHCepBaTHBHEMU
3aMelleHMAMY ABJIAKTCH TakKMe, I[OIPM KOTOPEX aMMHOKMCIIOTa 3aMeHeHa
OCTaTKOM aMMHOKMCJIOTEL C aHaJIOTMUHOM ©OOKOBOM lelbil. CeMelcTBa
AMMHOKMCJIOTHEIX OCTAaTKOB C AHaJOTIMUHBIMM OOKOBBIMM LelsIMM UYeTKO
omnpeleJieHH M BKJIOUAKT aMMHOKMCIIOTHE C KUCJOTHHMM OOKOBBEIMM ILIeIlSMU
(Hamp., achoapalMHOBYK KUCIOTY, IJIYTaMMHOBYI KUCIJIOTY), OCHOBHEMM
OOKOBHMM LlellaMM (Hamp., JW3WMH, apITMHMH, TUCTUIMH), HEIOJSPHBEMU
OOKOBEIMM  LIeIISAMU (Haop., aJIaHVH, BaJIMH, JIeMI1IMH, M30JIeMLINH,
IpOJIMH, OGQeHWJIaJlaHMH, METHMOHMH), He3apaSXeHHHEMM IIOJISPHEMM OOKOBHEMMU
nensaMu (Hamnp., TJIMOWMH, aclaparuH, ITUIyTaMyH, LIUMCTEeWH, CepuH,
TPEOHMH, TUPO3MH, TpUITOdaH), aApPOMATHUUYECKMMM OOKOBHMM IIEIIIMU
(ranp., beHMIIaJIaHMH, TpunTod®aH, TUCTUIONH, TUPO3UH) ,
ammpaTruyeckMM OOKOBBEIMM LendaMu (Hamnp., ITUIMLIMH, aJlaHWMH, BaJIuH,
JeMLMH, W30JIeVMLMH, CepuH, TPeOoHMH), amMuoaMy (Halp., aclapaluH,
TJIyTaMyH) , ©OeTa-pas3BeTBJIIEHHEMM OOKOBBEMM LEeNAMM (Halp., TPEOHUH,
BaJIMH, W3OJIeVIIMH) ¥ cepocolepXamymMu OOKOBHMM leldaMy (LIMCTeuH,

METHOHUH) . BoJiee TOT'O, J0B0M HATHMBHBEIM OCTaATOK B IIOJIMIICIITHMIOE
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MOXeT OHTBb 3aMelleH aJlJaHMHOM, COIJIaCHO Crocofy, OIMCAaHHOMY paHee
Kak aJlaHMH-CKaHupylIMM MyTareHes (MacLennan et al., (1988) Acta
Physiol Scand Suppl 643:55-067; Sasaki et al., (1988) Adv Biophys
35: 1-24). AMMHOKMCIIOTH B aHTHUTEeJIaX HaCTOAMEIO M300peTeHMSI MOXHO
3aMeHMThb WM3BECTHEIMM ClIocobaMyu, HallpuMep IIyTeM MyTarleHeszsa P
(maTenT CHIA N 4,683,195). AJbTepHaATHMBHO OUOJIIMOTEKM BapMaHTOB
MOXHO CO3IaBaTb, HaIpuUMep, IIyTeM IIpUMMeHeHUSd cJiyuarHux (NNK) wniam
HecJIyuaMHEX  KOIOHOB, HaopuMep  KOIOHOB DVK, KOOUPYIOMMX 11
ammHokmucJyoT (Ala, Cys, Asp, Glu, Gly, Lys, Asn, Arg, Ser, Tyr,
Trp) . XapakKTepUCTHKM IIOJIYUEHHHX BapMaHTOB aHTUTeJl MOTYyT OHTb
IIPOTECTUPOBAHE C IIPUMEHEHMEM aHaJIM30B, OIMCAHHEIX B HaCTOAMEM
IOOKYMEHTE.

B HeKOTOPHX BapuaHTax OCYIEeCTRBJIEHUA aHTUTEJIO MOXET
CcBA3HBaTL CD38 ¢ KOHCTaHTOM muccoumaumm (Kp) MeHee okoJio 1x1077 M,
1x10-% M, 1x10° M, 1x10-1% M, 1x10-1f M, 1x10712 M, 1x10-13 M, 1x10-14
M mam 1x1071> M mo omnpemesleHMI0 CIIOCOOOM MOBEPXHOCTHOTO IJIA3MOHHOTO
pe3oHaHca wmau KinExA, WM3BeCTHOT'O ClIelMalucTaM B IaHHOM ofJjacTu.

B HeKOTOPEIX BapMaHTax OCyImeCTBJIECHUA AHTUTeJIO CBA3EIBaAEeT CD38

yejjoBeka C Kp MeHee okxojio 1x10% M., B HeKOTOPHX BapMaHTax

OCYyIleCTRBJIEHMS aHTUTEJIO CBA3mBaeT CD38 uejsioBeka ¢ Kp MeHee OKOJIO

1x10-° M.

AnnapaTtypa KinExA, adHaause MeTomamy ELISA MM KOHKYPEHTHOTO
CBASHBAHMSA WM3BECTHH ClelMaJlMcTaM B IaHHOM ob6JacTu. JaMepeHHas
adPMHHOCTL B3aMMOIEMCTBUSA B KOHKPETHONM Iape aHTuTeJo/CD38 MoxeT
M3MEHATHCSA npu  M3MEePEeHUU B Pa3JIMUHEX  YCJOBUAX (HanpuMep,
OCMOJISPHOCTBL, pH). Takum obOpasoM, UM3MepeHMI addMHHOCTM U IPYIUX
napaMeTpoOB CBA3EBaHua (Hamnpumep, Ko, Kon, Koff), Kak OpaBUIO,
BEIIIOJIHAKTCA B CTaHOAPTUBUMPOBAHHEX YCIOBUAX U C IIPUMEeHEeHUEeM
CTaHIaApPTU3UPOBaHHOTO OydepHOTO pacTBopa, TaKoTro Kak OydepHHN
PacTBOpP, OIMCAHHEM B HacToAleM OoKyMeHTe. ClIelMaJMCTaM B OaHHOMU
obnacTu oynmeT MIOHATHO, uTo BHYTPEHHSIA ommroKa U3MepeHUd
abdbmMHHOCTHK, Haopumep, C IIpuMeHeHuMeM obopyIdoBaHusa Biacore 3000
i ProteOn (mM3MepsdeMas KaK CTaHOapTHOe OTKJIOHeHue, CO), Kak
IpaBUJIO, MOXeT COCTaBJIATE 5-33% 1Jd W3MepeHulM, I[IPOBOIOMMEX B

I'PaHMaxX TUIIMYHBIX IIpeleJIOB O@HapyXeHMH. CiiepoBaTeJIbHO, TEepPMIMH
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KOKOJIO» B KOHTekcTe Kp xXapakTepusyeT TUIMUHOe CTaHIapTHOE
OTKJIOHEeHMe B aHaJmM3e. Hamnpumep, TUIMYHOe CO 1OJ4d 3HauveHuda Kp,
paBHOTO 1x10°°? M, cocraBjasger mo = 0,33x107°7 M.

B  HEeKOTOpPHX BapuaHTax OCYUeCTBJIEeHUA aHTuTeJj0O kK CD38
npencrTapigeT coboi Oucneundrueckoe aHTUTes 0. O6JacTu VL u/miam VH
CylleCTBYIIOIMX aHTUTEeJI K CD38 WJIN obJjacTu VL u VH,
UOeHTUQUUUPOBaHHEE de  novo, KakKk OIMCaHO BBIle, MOTYT OHTH
CKOHCTPYMPOBAHE C IIOoJydeHMeM OucneludpruueckmUx  IIOJIHOPA3MEPHHX
aHTuTeJl. Takme OHCHeUUMPUMUECKMe aHTHUTeJla MOTY OBTE IIOJIYUEeHH IIyTeM
MOIOYJIALUN B3aMMOOEeNCTBUMN CH3 Mexny T SKe JIEIMI el aIMU
MOHOCIHENUUPUUIECKMX AHTUTEeJI C of0pasoBaHMeM OUCHelMPUUEeCKUMX aHTUTE
C IIOMOUBLI TEexXHOJIOTUM, TaKMxX KaK TeXHOJIOTUMM, OIMCaHHBE B IIaTeHTe
CIIA Ne 7,695,936; MeXIyHapOoIHOM IaTeHTHOM nyoJInKaLmum e
W004/111233; IaTeHTHOM oy QMK alm CIIA N US2010/0015133;
[IaTeHTHOM Iy OJInKalum CITA e Us2007/0287170; MeXIOYyHapooHOM
[IaTeHTHOM nyosukalmm N WO2008/119353; mnaTeHTHOM nyoiaukalmy CIA N
Us2009/0182127; DaTeHTHoOM nyoamkaumm CIA N US2010/0286374;
[IaTeHTHOM Iy OJInKalum CIIA N UsS2011/0123532; MeXIYyHapooHOM
maTeHTHOW nyoauraumm N W02011/131746; MeXOyHAPOIHOM IIaTeHTHOM
nyoamukaumm N W02011/143545; wuaM HDaTeHTHOM nOyOjaukalmm CIA N
US2012/0149876. [IONOJIHUTEJLHEMU OUCHeUUdUUeCKUMU CTPYKTypaMu, B
KOTOpPHE MOTYT BCTpamuBaTbEC4Ad oBygacTn VL U/ U VH AHTUTEJI
HacToAmero wu3obpeTeHUs, H[ABJIAKTCS, HaIpUMEpP, WMMyHOTJIOOYJIMHEL C
I BOVHBIMM BapmrabeJibHEMIA OIoMeHaMMU (MexnOoyHapoOoHas naTeHTHad
nyoaukaurga N W02009/134776) WM CTPYKTYPH, BKJIOUaIMe B cedd
pPasJIMUHEE OMMEPU3ALMOHHEE  IOOMEHHE OJS COedIMHEeHMSa IOBYX ILJIed
AHTUTEJI C PasHOM CHelUMPUUHOCTLI, HalpUMep <«JIEeMIIMHOBYK 3acCTeXKy-—
MOJIHMIO» WJIM KOJIJIaT'€HOBHE IOUMEPMIBALMOHHEE IOMEHH (MeXIyHapoloHasd
naTeHTHas Oyosmraumsa N W02012/022811, mnartent CHIA N 5,932,448;
naTednT CIIA N 6,833,441) .

HanpuMmep, OucneumdmMueckre aHTUTEeJa MOXHO CO3HaBaTb Iin VvVitro
B OecCcKJIeTOUHOM cCpele, BBOIA acCHMMMeTPMUHBEEe MyTaluuu B objacTax CH3
OBYX MOHOCHEeUUOUUIECKUX T'OMOOVIMEPHBIX aHTUTE n obpasy4d
fucrneundpmnuecroe TeTepOoIVMMEePHOe AHTUTEJIO ns3 OBYX VCXOIHBIX

MOHOCHGLLM@MT{GCKMX I'OMOIOVIMEPHEIX aHTHTeJI B BOCCTaHOBUTEIJIbHEIX
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YCJIOBUAX, UYTO CHOCOOCTBYEeT M30OMepMUs3allMMu OUCYJILOUMIHOM CBA3U, B
COOTBETCTBUM CO crnocobamMy, OINMCAHHHMM B MeXIYyHapOOHOM IIaTeHTHOMN
nyomuKalumnum e W02011/131746. B DTUX criocobax rnepBoe
MOHOCIHeUUOUUECKOe IOBYXBaAJIEHTHOE AaHTUTEJIO (HallpuMep, aHTUTEeJIO K
CD38) u BTOpOE MOHOCIIEUNPUUIECKOE IOBYXBaJIeHTHOe AHTUTEJIO
KOHCTPYUPYIT TakK, UYTOOH OHU MMEJIM OIlpelesIeHHHEe 3aMeHbl B LOOMeHe
CH3, obecrneurBaKmme CTabMJILHOCTD reTepoIuMepa; aHTUTeJIa
VHKYOUPYIT BMEeCTe B BOCCTaHOBUTEJILHEIX VYCJIOBMAX, HOOCTATOUHHX,
yTOBE LUMCTEMHBl B MapHUPHOM o0B8JlacTM [IOOBEpPIJIMCEL M30MEepU3alluu
OMCYJIELPUIOHOM CBA3BU; obpasyd TaKMM obpasoM fucrieuudpruUuIecroe
AHTUTEJIO B pe3yJibTaTe oOMeHa IJeuaMu Fab. VYciloBuMa MHKYyOMPOBaHUA
MOXHO OITHMMaJIbHO BEPHYTH K HeBOCCTaHaBJIMBakmMM. K [OprMepaMm
INIPUTOOHEIX IJIS MCIIOJIB30BaHMA BOCCTAHABJIMBAKIIMX AaT€HTOB OTHOCHATCSH
2-MepkanrosTuiaMme (2-MEA), nutuorpeuros (DTT), OUTHODPUTPUTOJI

(DTE), 1ayTaTnoH, TpHUC (2-kKapbokcuzTui)docdmuH (TCEP), L-uImMCTeMH U

GeTa-MepKalTO®TaHoJ, IpennouTuTesILHO BOCCTaHaBJIMBAKLIMY  aTeHT
BHIOUpPAIT ns TPYIIIIH, cocTodmen nus: 2-MepKanTosTUiIaMrHa,
IUTUOTPEenTOJIa U Tpuc (2-kapBoxcusTumi) bocdrHa. Hamnpumep,  MOXHO

MCIIOJIE30BaTh I/IHKy@I/IpOBaHMe B TeueHMe II0 MeHbIen Mepe 90 wMmMH Inpn

TeMIlepaType [0 MeHbleld Mepe 20°C B IpUCYTCTBUM [0 MeHbIleld Mepe 25
MM 2-MEA miIM B NOPUCYTCTBUM IO MeHbme¥ Mepe 0,5 MM IOuTHMOTpeMTOJIa
opu 3HadveHur pH oT 5 mo 8, Hanpumep, opu pH=7,0 wmau npm pH=7,4.

K BOBMOXHEM WJIJIOCTPATUBHEM MyTaluuaM CH3 B I[IepBOM TAXeJION
HenuM ¥ BO BTOPOM  TaXeJOWM lLelr OuCHelUudUUIecKOoTo  aHTUTela
oTHOCcATCS K409R m/mim F405L.

B  HekKOTOpPHIX BapuaHTax OCYIEeCTBJIeHMa  aHTUTeJo k  CD38
KOHBIOIUMPOBAHO C  TOKCUHOM. Crnocofel  KOHBOIAUUM WM [IpUeMIIeMble
TOKCHMHEL XOPOIO M3BECTHH.

B HeKOTOpHX BapMaHTax OCylleCTBJIeHNSa CcyOwekT c AJlll saejseTcd

TOMOBUITOTHHM II0 QeHMJIaJJaHMHY B IHoJIoXeHMM 158 B CD16 (re”HoTmI
FcyRIITa-158F/F) WM TeTepO3UTOTHBEM I[I0 BaJMHY ¥ OGOeHMJIalaHVHY B
noJjioxenmm 158 B CDlo (resoTun FcyRIITIa-158F/V). CDl16 Takxe

MU3BeCTeH Kak Fc-ramma peunentop IIIa (FcyRIITIa) wmau HU3KOoaOOMHHEIM
peuentop kK Fc of6gactTM MMMYyHOIUIOOYJIMHa TaMMa, wu3ooopmMa IIT-A.

Bruio rIoKas3aHo, uTo [IOJIMMOP (M 3M BaJIMH/ beHnIasaHmuH (V/F) B
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[IOJIOXEHUM ocTaTka 158 Oemxka FcyRIITa BiaudgeT Ha abOMHHOCTEH
FcyRIITa x IgG dejsyioBeka. Peuentop ¢ noguMopomsmamm FcocyRIITa-
158F/F mian FcyRIITIa-158F/V OeMOHCTPUPYET CHWXEeHHOE B3aMMOIENCTBUE

¢ Fc u, TakuM oOpasoM, CHMXeHHYI ADCC 1o cpabHeHMO C FcyRIIIa-
158V/V. OTcyTCTBMEe WJIM HM3KOEe KOJMUEeCTBO (QYKO3H B N-CBI3aHHHEX
oJmMrocaxapmmax yeJioBeKa [IOBHIIAET CIIOCOBDHOCTH aHTUTEJI
MHIOYIMPpOBaThs ADCC BCJEICTBME VYJIYUNEeHHOTO CBA3HBAHUA AaHTUTEI C
FcyRIIIa (CD16) uejyoBeka (Shields et al., J Biol Chem 277:26733-

40, 2002). C mnoMombln CTaAaHIOAPTHHX CIOCOOOB MOXHO IIPOAHAJIM3UPOBATH

Hajuuue Yy IallMeHTOB HoJuMopdmsma FcyRIIIa.

B uszo0OpeTeHUM Takke oO0eclHeuMBaeTCAa CIOCOO JledeHUsa CyOBeKTa
c AJ, BKRJOUAKIMY BBeleHMe TpedyKlleMy 3STOTO NalMeHTy aHTUTeJla K
CD38, koTOpOe CBA3HBaeTCa ¢ objacTei SKRNIQFSCKNIYR (SEQ ID NO:
2) wn obmactei EKVQTLEAWVIHGG (SEQ ID NO: 3) CD38 uejioBeka (SEQ

ID NO: 1), npruyeM aHTuTeJio kK CD38 wMHAOYyHUMpYeT VYHUUTOXEHNE
[IaTOTeHHHX 1JIa3MOLMTOB, DKCIIPECCUPYRIMX CD38, in vitro
[IOCPEenCcTBOM AHTUTEJIO3aBUCHUMOM KJIETOUHO-OIIOCPpEeNOBaHHOM

LMTOTOKCHUUYHOCTM (ADCC), aHTUTEJIO3aBMCHMMOI'O KJIETOUHOTO (QarolmMTo3a
(ADCP), KOMIUJIEMEHT-3aBMUCUMOM LMUTOTOKCHMUHOCTM (CDC), arnomnro3a WK
MOIYyJIAUMY bepMeHTaTMBHOM aKTMBHOCTM CD38 in vitro, TI[pM BTOM
Ccy®BeKT ABJISeTCS TOMOBSUIOTHEM IO BaJIMHY B IIoJIOoXeHuM 158 B CDI16.

B uzobpeTeHUM Takxe oO0eclleuMBaeTCsd CIoco0 JeueHMIS CyOBeKTa
c AJIl, BKJOUAKIMY BBeleHMe TpedyllleMy 53TOTO NalMeHTy aHTUTeJa K
CD38, koTopoe cCEBA3HBaeTCca C objacTei SKRNIQFSCKNIYR (SEQ ID NO:
2) wn obmacteio EKVQTLEAWVIHGG (SEQ ID NO: 3) CD38 uejioBeka (SEQ

ID NO: 1), npruyeM aHTuTeJio kK CD38 wMHOYUMPYET VYHUUTOXEHNE
IaTOTeHHEX I1JIa3MOLMTOB, DKCIIPECCUPYIMX CD38, in vitro
[IOCPenCcTBOM AHTUTEJIO3aBUCHUMON KJIETOUHO-OIIOCpeNOBaHHOM

UMTOTOKCHUUHOCTM (ADCC), aHTUTEJIO3aBMCUMMOIO KJIETOUHOTO QarolmMTo3a
(ADCP), KOMIUJIEMEHT-3aBMUCUMOM LIMTOTOKCHMUHOCTM (CDC), aromnros3a WiIu
MOOYJIALMMY (QEePMEeHTATMBHOM aKTMBHOCTM CD38 1in vitro, TIOpM DSTOM
CyDBEKT HABJISETCH TOMO3UIOTHEIM I10 (QeHWJIaJIaHMHY B TIIOJIOXeHUM 158 B
CD16 MM TeTepO3UIOTHEIM I[10 BaJIMHY M QeHWJIaJlaHMHY B IIOJIOXeHuM 158
B CDl6.

B muzo0OpeTeHMM Takxe ob0ecleuMBaeTCsd CIOCOO JeueHMd IMallMeHTa
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c AJll, BKIOUAKMMM BBeleHMe TpelOyKnleMy STOTO HallMeHTYy aHTuTeJla K
CD38, KOTOpOe KOHKypMpyeT 3a CBA3HBaHMe CD38 C aHTUTEJOoM,
comepxamyM BapMabeJibHYyW o8JjlacTb TaxeJon Lenu (VH) ¢ SEQ ID NO: 4
1 BapuabesibHyW objlacTh Jerkou uenu (VL) c¢ SEQ ID NO: 5, mnpuuem
aHTUTEeJIO K CD38 MHOYyUMPYEeT YHUUTOXeHMEe I[IaTOT'€HHEX I1JIa3MOLUTOB,

sKchnpeccupybomyx CD38, 1in vitro TI[IOCPEeOCTBOM AHTUTEJIO3aBUCUMOMN

KJIETOUHO-OIIOCPeIOBaHHOM HIUTOTOKCUUHOCTH (ADCC) ,
AHTUTEJIO3aBUCKMOTO  KJIETOUHOTO  dparoumrTosza (ADCP) , KOMILJIEMEHT —
3aBUCUMOM UUTOTOKCUUYHOCTHU (CbcC), ariorirosa W MOLOYJIALUN

bepMeHTATHMBHOM aKTMBHOCTM CD38 1in vitro, T@pM STOM IIalMEeHT
ABJIAETCS TOMOBMUIOTHHM II0 BaJIMHY B IHOoJIOoXeHMM 158 B CDI16.

B m300peTeHuM Takxe obecreumMBaeTCcsa CHoco® JedeHMSI IIallMeHTa
c AJI, BRJOUAKINMY BBeleHMe TpedyollleMy STOTO IIallMeHTy aHTUTeJla K
CD38, KOTOpOe KOHKypMUMpyeT 3a CBaA3HBaHMe CD38 C aHTUTEJOoM,
comepxamyM BapuabeJibHYyI o8JacTb TaxeJon lenu (VH) ¢ SEQ ID NO: 4
1 BapuabesibHyI objlacTh JierkoM uUemnm (VL) <¢ SEQ ID NO: 5, mnpuuem
aHTuTeJio K CD38 MHOYUMPYET YHMUTOXEHME I[IaTOTEHHHX ILJIa3MOLUTORB,

SKCIOpeccupyiommx CD38, 1in vitro IIOCPEeIOCTBOM AHTHUTEJIO3aBUCUMOMN

KJIETOUHO-OIIOCPpelOBaHHOM LIUTOTOKCUUHOCTU (ADCC),
AHTUTEJIO3aBUCKMOTO KJIETOUHOTO  paroumrosza (ADCP) , KOMILJIEMEHT —
3aBUCHMOM LUMTOTOKCUUYHOCTHA (CDC) , arorrosa W MOIOYJIALNN

bepMeHTaTMBHOM akKTMBHOCTM CD38 1in vitro, @HOpM STOM [alVEeHT
ABJIAeTCA TOMO3MIOTHEIM II0 (QeHMJIaJlaHMHY B IoJioxeHur 158 B CD16 mm
TeTepO3UTOTHEIM 10 BaJIMHY UM QeHMJIaJlaHMHY B IoJioxeHur 158 B CD16.

HacTrosmee wu300peTeHMe Takxe obecreumBaeT CcIocod JieueHUud
nDaumeHTa c AJlll, BKJIOYAIMNM

onpeleJleHMEe TOMOB3UTOTHOCTU WJIM TeTepO3UTOTHOCTM IIalMeHTa IIo
BaJIMHY B IHOJIOXeHMM 158 B CDl6; m

BBeleHMe IMallMeHTy aHTuTeJa k CD38,

KOTOpOE KOHKYPUMPYET 3a CBA3EBaHMe C CD38 Cc aHTUTEJOM,
comepxamyM BapuabeJibHYyI o8JlacTb TaxeJon Lenu (VH) ¢ SEQ ID NO: 4
1 BapuabesibHyI objlacThk Jierkou uemnmu (VL) ¢ SEQ ID NO: 5;

COOEPXUT IIOCJIENOBATEJEHOCTY OIIPEeNesIdllX KOMIIJIEMEHTAPHOCTD
obytacTer TaSxeJom uemnm (HCDR) 1 (HCDR1), 2 (HCDR2) m 3 (HCDR3) c
SEQ ID NO: 6, 7 wm 8 COOTBETCTBEHHO U IIOCJIeOOBAaTEJIbHOCTHU

OIpenesyigmMx KOMILJIEMEHTAPHOCTE obJjlacTerm Jerkom uHenu (LCDR) 1
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(LCDR1), 2 (LCDR2) u 3 (LCDR3) c SEQ ID NO: 9, 10 m 11
COOTBETCTBEHHO; WU

ComepXmuT BapuabdelibHYyH of0JjlacTk Taxegou Lenm (VH) c<c SEQ ID
NO: 4 m BapmabesbHyW objlacThk Jierkou uemnu (VL) ¢ SEQ ID NO: 5

B TeueHMe BpPEeMeHM, OOCTAaTOUHOTO IJIA MB3JIEUeHMA IIallMeHTa.

B HEeKOTOPHX BapMaHTax OCYyMeCTBJIEHUSI sTar omnpeneJyieHusd
TOMOBUTOTHOCTM  MJIM  TeTepO3UTOTHOCTM  IIaluMeHTa  IIo BaJIMHY B
nojioxeHuu 158 B CD16 MNOpoBOAMUTCA MOyTeM IIOJMMEPa3HOW IellHOM
peakuuu (IIIIP) M CcekBeHUMPOBaHUA.

BBemenne/bapMalleBTUUSCKUE KOMIIO3ULIUMA

B croocofax HacTodmero Mu300peTeHMA BO3MOXHO IIpeIocTaBJlIeHue
anTuTeJa K CD38 B I»OpueMIeMHxX (dapMaleBTUUECKMX  KOMIO3ULUAX,
comepxamnx AHTUTEJIO K CD38 u bapMalleBTHUUECKHU IpMeMIIeMBI
HOCUTEJb . HocurTeJb MOXeET IpencTaBJIATh cobou pa3baBUTEb,
aIBOBAHT, SKCLUMIMEHT MM Hecylyl cpeny, C KOTOPHMM BBOIOAT
aHTuTeJJO kK CD38. Takue HOCHUTEJIM MOTYT OpencTaBJIsaTh cobom
XMOKOCTM, TaKye KakK BoIda M Macja, BKJUasg Macia, IOoJIlydaeMeHe U3
HedbTH, MacJa XMBOTHOTO, PacTUTEJILHOTO WM CUHTETHUUYECKOTO
IPOUCXOXIEeHU S, Takue Kak apaxmcoBoe  MacJio, coeBOe  MacJio,
MMHepaJIbHOEe MacJio, KyHXyTHOe MacJo ¥ T. II. Hamnopumep, MOXHO
npuMeHaTs 0,4% cojieBot pacTBop ¥  0,3% pacTBOp IUIMLUMHA. OTHU
PacCTBOPHE CTEPWMJILHEL M II0 CYINECTBY He colepXaT TBepOeX dYacTull. Ux
MOXHO CTepMJIMB30BATL C IIPMMEHEHMeM XOPOMOo M3BECTHHX CTaHIapTHHX
MeTOIVK CTepuIMs3alum (Haopumep, oOouilbTpauum) . KoMIo3uumuy MOTYT
comepxaThb GapMalleBTHUUECKM IIpUeMJIeMble BCIOMOTAaTeJIbHBEE BellecTBa,
HeoOXOoOVMEE IJIS OPUOJMKEeHUS K QUIKMOJOTUMUECKMM YCJIOBMAM, TakKue
Kak aTleHTH, pervyiupybomue pH, u OydepHHe areHTH, CTabuUIM3UpyoIue,
crymamomme, CcMa3HBanmme u OKpallMBapmue aTeHTH u T. Io.
Konuenrpauusas aHTuTes k CD38 B TakoM OQapMalleBTUUECKOM COCTaBe
MOXeT 3HauMTeJIbHO BapbMpoBaThCsa, T. €. OT MeHee okoJjyio 0,5%
Macc., OOBUHO, IIO MeHbIley Mepe OoT okoJio 1% Macc. m mo 15% macc.
mm 20% mMacc., 25% macc., 30% mMmacc., 35% wMacc., 40% wmacc., 45%
Macc. wim 50% wMacc., u OymeT I[OpeMMyNeCTBeHHO BHOMpPaATBCHA Ha
OCHOBAaHMM HeOoOXOIOMMOM IO3H, O0OBLEeMOB TeKydel Cpens, 3HaueHun
BA3KOCTM M T. IO. B COOTBETCTBMM C KOHKPETHHM BHOPAaHHHM CIOCOOOM

BBEeIE€HNMA. HpI/IeMJ'[eMbIe Hecylnnme Ccpelbl M COCTaBEH, BRJIOUaAA OpyIrue
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BeJIku yeJIoBEKaA, HalprMep CBHIBOPO TOUHLIM aJib OyMUH yeJIOBEKa,
ONMCaHH, HaopuMep, B nydaukaumm Remington: The Science and
Practice of Pharmacy, 21st Edition, Troy, D. B. ed., Lipincott
Williams u Wilkins, Philadelphia, PA 2000, Part 5,
Pharmaceutical Manufacturing pp 691-1092, cM., B 0COOEHHOCTM CM.
cTp. 958-989.

CriocoboM BBeIOeHUSd aHTUTEJIa K CD38 MOXeT OHITH Jo6om
OpueMJIEMBEI IIYTH, TaKOM KaK IIapeHTepalJlbHOe BBeleHue, HallpuMep,
BHYTPMKOXHOE, BHYTPUMBIIEUHOE, BHYTPUOPKIMHHOE, BHYTPMBEHHOE WM
IIOOKOXHOE, VMHT aJIALMOHHOE, TPaHCMYyKO3aJIbHOe (mepopaJibHOE,
VMHTpaHa3aJIbHOE, VHTpaBarvMHaJlbHOE, pPeKTalbHOE) VI opyrue
CpeIcTBa, M3BEeCTHHE CIeluMaJMCcTy B OaHHOM o8JIacTU TEeXHUKMU.

AxTuTesi0 kK CD38 B crnocofax HacToOAmero M300peTeHUsS MOXHO
BBOOUTEL MNallMEHTY JIOOBM IIPUEeMIIEMEIM IIYTEM, HalpPUMEP, IIapeHTepaJibHO
IIOCPpeICTBOM BHYTPUBEHHOM (B. B.) WHOY3UM MIM OOJIOCHOM MUHBLEKLUMU,
BHYTPUMBIIEYHO WMJIM IIOOKOXHO, MJIM BHYTPUOPONMHHO. B/B UHQY3US
MOXeT OCYIEeCTBJIATLCSA, HalpuMep, B Teuenme 15, 30, 60, 90, 120,
180 mom 240 MmuyT WMJim ot 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11 wu
12 uyacos.

Hoza aHTUTeJIa K CD38, BBOIOMMA A naureHTy, ABJIAIETCHA
OOCTAaTOUYHOM OJIa ocjabdjleHMsa WJIM IO MeHbIlel Mepe  YaCTUYHOU
3alepPXKA 3aboJieBaHNd, JieueHme KOTOpOTO OCYIeCTBJIAETCSA
(«TepaleBTUUECKHU >0beKTUBHOE KOJIMYECTBO») , u MOXeT MHOTOa
cocTaByaaTe oT 0,005 Mr pmo okoJsio 100 MI/KID, HaopuMep, OT OKOJO
0,05 Mr mo okojo 30 MI'/KI', WM OT OKOJIO 5 MI' OO OKOJIO 25 MI/KT,
WM okKoJio 4 Mr/xT, OKOJO 8 MI/KI', OKOJO 16 MI'/KI, WIM OKOJIO 24
MT /KT, WIX, HaopuMmep, okoJjio 1, 2, 3, 4, 5, 6, 7, 8, 9 mum 10
MT /KT, HO MOXeT OHTL HaXe BHIIe, HalpuMep, okojo 15, 16, 17, 18,
19, 20, 21, 22, 23, 24, 25, 30, 40, 50, 60, 70, 80, 90 mum 100
MI/KI.

Takxe MOXHO BBOIOMUTH OMKCHUPOBAHHYO CTaHIapTHYD nosy,
HanpuMmep 50, 100, 200, 500 wmmam 1000 wmMr, wiIM po3a MOXeT OHTH
OCHOBaHa Ha Iuolaly I[IOBEPXHOCTM TeJjla I[allMeHTa, HalopuMmep 500,
400, 300, 250, 200 mmum 100 mrp/M2. g JedeHms AJ] OOBUHO MOXHO
pBOOUTEL oT 1 pmo 8 mo3 (Hanpumep, 1, 2, 3, 4, 5, 6, 7 wmm 8), HO

MOXHO BBOIVTL u 9, 10, 11, 12, 13, 14, 15, 1e, 17, 18, 19, 20
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i BoJiee HO3.

BBeneHre aHTUTesla k CD38 B crnocofax HaCcToAlleI'o U300peTeHUd
MOXHO IIOBTOPATEL UYepe3 OOHM CYTKM, IOBOe CYTOK, Tpoe CYTOK,
JyeTBEepO CYTOK, IIATh CYTOK, WMEeCTb CYTOK, OIOHY HeIeJi, OBe HeneJwu,
TPpM HeneJyM, OIOMH Mecdll, I[IATb HeOeJlb, MeCTb HeneJjb, CeMb HeIelb,
IoBa Mecdla, TpM MecAlla, UYeTHpe MecAlla, [IATbk MecAleB, MIeCThb
MecsaleR wmiaM 6OoJiee. TakKXe BO3MOXHE [IOBTOPHEE KYPCH JIeUeHUS B BUIE
OJUTEeJILHOTO BBeleHMsa. I[IOBTOPHOEe BBeIeHMEe MOXHO I[IPOBOAMTL B TOU
Xe Omose WIM B OpyTroM no3e. HanpuMmep, aHTHUTeJIo K CD38 MOXHO
BBOOUTL B nHo3e 8 MI/KI miaM 16 MI/KT C HeOeJIbHEIM MWHTEepBaJIOM B
TeueHre 8 HeImeJlb C IHOoCJeIVIIMM BBeIeHMeM B Ho3e 8 MI/KID WM 16
MI'/KT KaXIOwe [Be HeIeJM B TeueHMe IOMNOJHUTEJLHEIX 16 Hemejlb, C
rnocjieoyomyM BBeIeHVeM B no3e 8 MI/KTD MM 16 MI'/KTD KaxIbe UYeTHpe
HeOeJM IIyTeM BHYTPMBEHHOM MHOQY3UMU.

B HeKOTOpPHX BapMaHTax OCYWEeCTBJIEHUA aHTUTeJio K CD38 BBOOAT
B 1mose 16 MI'/KI' OOMH pas3s B HeOeJgow B TeueHuMe 8 HedeJb C
rnocjieoyomyM BBeleHVeM HO3H 16 MI'/KI' OOMH pas3 B IBe HeIOeJu B
TeyeHMe 16 HemeJb M C IOCJEOylmMM BBeIeHMEeM HO3E 16 MI'/KI OmouH
pa3s B UYeTHpe HemOeJlM OO NpeKpalleHWA.

B HEeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMA aHTUTeJi0o K CD38 BBOOAT
B Inos3e 8 MIP/KI' OIMH pa3 B HeOeJo B TeueHMe 8 HemeJb C
ocJienIylmMM BBeIOeHMeM MHOO3E 8 MI'/KI OIWMH pas3 B IBe HeOelu B
TeueHMe 16 HeleJlb UM C IOCJEOYIYM BBeIeHMEeM IO3H 8 MI'/KT OIouH
pa3 B UEeTHpe HemOeJlM OO MNpeKpalleHUS.

B HeKOTOpPHIX BapMaHTax OCYINEeCTBJIEHMHA aHTuUTeJJo K CD38 BBOOAT
B mose 16 MI/KI' OOMH pas B HeOeJo B TeueHue 4 HemeJb C
rnocjieoywomyM BBeIeHVeM O3k 16 MI'/KI OOMH pas3 B IBe HeIOeJu B
TeueHMe 16 HemeJb M C [OCJeOylmyM BBeIeHMeM HO3E 16 MI'/KI OmouH
pa3 B UYeTHpe HeOeJlM OO [peKpalleHWs.

B HeKOTOpHX BapMaHTax OCYWEeCTBJIEHMHA aHTUTeJio K CD38 BBOOAT
B mo3e 8 MI'/KI' OIMH pas3 B HeOeJio B TeueHuMe 4 HemeJgb C
rnocjieoywomyM BBeOeHMeM IO3H 8 MI/KI' OIMH pas3 B MOBe HeleJlr B
TeueHMe 16 HelmeJlb UM C IOCJHEeNYyIYM BBeleHMEeM IO3H 8 MI'/KT OOuH
pa3 B UYeTHpe HeOeJIM OO INpeKpalleHUA.

AuTuTesio k CD38 MOXHO BBOIUTH B BUIe TOOOepXUBaKIen

Tepali1, HallpvMMep, OIVMH a3 B HeleJllo B TeueHMe IIeproga © WIm
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DoJjiee MecdleB.

HanpuMmep, aHTHUTeJj0o k CD38 MOXHO BBOIMTE B BMIEe CYTOUHOMU
OO3H B KoOJMUecTBe okoJjo 0,1-100 mMmr/xr, Hamopwmep, 0,5, 0,9, 1,0,
i,1, 1,5, 2, 3, 4, 5, ¢, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1¢,
17, 18, 19, 20, 21, 22, 23, 24, 25, 2¢, 27, 28, 29, 30, 40, 45,
50, 60, 70, 80, 90 miam 100 MD/KTD B CYTKM, IIO MeHbIlel Mepe B OIHU
3 noHew 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1¢,
17, 18, 19, 20, 21, 22, 23, 24, 25, 2¢, 27, 28, 29, 30, 31, 32,
33, 34, 35, 36, 37, 38, 39 wmau 40 maM aJIbTEPHATHMBHO IIO0 MeHLIIeN
Mepe B OOHY W3 Hepmejs 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13,
14, 15, 1o, 17, 18, 19 mium 20 1rocje Hauvajla JieueHMSI WIM B JHoOon
X KOMOMHALMM C OpMMeHeHMeM OINHOV WM pas3IdelJIeHHHX I03 Kaxioe 24,
12, 8, 6, 4 i 2 yaca, WIM B JIOOOM MUX KOMOMHALIMMA.

AxTuTesio k CD38 MOXHO TaKXe BBOIUTH NPOOUIAKTHUUECKM, UYTOOH
CHMBUTL PUCK pPa3BUTUA pakKa, 3aMelJMUThL HauvaJlo PasBUTUS COOBTHUMN
OpMU OPOTPEeCCUPOBAHMM paka U/MIM CHUSUTL PUCK peluIMBa B Cjydae
peEMUCCHUM Ppaka. 3ITO MOXeT OHTb OCOOEHHO I[IOJIe3HO OJjd [IalMeHTOB, Y
KOTOPEIX CJIOXHO JIOKaJIM30BaThL OINYXOJb, HaJIMUMe KOTOPOM YCTaHOBJIEHO
Ha OCHOBaHMM OPYIMX OMOJIOTUUECKUX GaKTOPOB.

AHTHTeJIO K CD38 MOXeT OHTH JHOQUIUBUPOBAHO MOJIS XPaHeHUSa U
BOCCTAHOBJIEHO B COOTBETCTBYKIEM HOCUTEJIe IIepel MCIOJb30BaHMEM.
Bruto 1mokaszsaHo, UTO HBTa MeToouka HdbexkTMBHa OJ4 CTaHOapTHEX
OeJIKOBEIX IIpelapaToB UM  MOXHO  MCIOJIB30BATE  XOPOMO  M3BECTHHE
MEeTOIVKM JIMOQMIIMB3alMM M BOCCTAHOBJIEHMA.

[TooKOXHOE BBeIeHUe (]_)apMaLLeBTMT{eCKMX KOMHOBMLU/HZ, coepXxammnx

AHTUTEJIO, KOTOpOe crieumMpmuueCcKu CBA3EBaEeTCHA c CD38 " c
THMallypOHMIa 301
AHTHUTEJIO K CD38 MOXHO BBOIMUTH IIOOKOXHO B BUOE

bapMalleBTUMUECKOM  KOMIIO3ULUA, comepxamer  aHTUTeJIO Kk CD38 "
TMaJlypOHUIa3y .
KoHlleHTpallMsa aHTHUTeJa K CD38 B QapMalleBTHUeCKOM KOMIIO3UIIUNY
OJIS TIOOKOXHOTO BBeIeHUSI MOXeT COCTaBJATL OKoJIO 20 MI/MII.
dapmMalleBTHUUECKAS KOMIIO3MIMA OJS IIOOKOXHOT'O BBEIOEHUS MOXET
comepxaThk OT oOkoJio 1200 mMr pmo okoJio 1800 M aHTUTesla Kk CD38.
dapmMalleBTHUUECKAS KOMIIO3MUMA OJSA IIOOKOXHOI'O BBEIOEHUS MOXET

comepxaThk oOkoJio 1200 M aHTUTeJia kK CD38.
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dapMalleBTHUUECKas KOMIO3MUMA IOJIA [IOOKOXHOTO BBeIeHMS MOXEeT
comepxaThb OkoJiIO 1600 Mr aHTUTejsia kK CD38.

dapMalleBTHUUECKas KOMIIOBMUMA IOJIA I[IOOKOXHOTO BBEeIEHMS MOXET
comepxaThb OkoJiIO 1800 Mr aHTuUTejsia Kk CD38.

dapmMalleBTHUUEeCKas KOMIIOBMUMA IOJIA I[IOOKOXHOTO BBEeIEHMS MOXeT
comepxaTb oOT okoJjo 30 000 Exn. mo oxojo 45 000 Exm. rmajlypOHMIAS3H.

dapMalleBTHMUECKAasa KOMIOBMUMA OJA I[IOOKOXHOTO BBEIEeHMS MOXeT
comepxaThk oOKoJo 1200 wMr aHTuTeJsa K CD38 m oxkojyo 30 000 Egm.
THMalypOHMIAaBH .

dapMalleBTHMUECKAaSa KOMIOBUUMA IOJIA DOOKOXHOTO BBeIeHMS MOXeT
comepxaThk oOKoJio 1800 w™Mr aHTuTesa kK CD38 wm okojgo 45 000 Em.
TMaJlypOHMUIOASE .

dapMalleBTHMUECKasa KOMIO3MUMA IOJIA [DOOKOXHOTO BBeIeHMS MOXeT
comepxaThk OKoJiOo 1600 w™Mr aHTuUTesa K CD38 wm okoyo 30 000 Em.
TMaJlypOHMUOAaSE .

dapMalleBTHUUECKas KOMIOBMUMA IOJIA [NOOKOXHOTO BBeIeHMS MOXeT
comepxaTk OKoJIO 1600 w™Mr aHTUTesa K CD38 wm okojgo 45 000 Em.
TMalypOHMIOAaBH .

dapmMalleBTHUUECKAas KOMIOBMUMA IOJA I[IOOKOXHOTO BBEeIEHMS MOXET
comepxarTb TMaJlypoHuIasy rHuPH20 C aMMHOKMCJIOTHOM
rocyienoBaTeJIbHOCTEI ¢ SEQ ID NO: 22.

rHuPH20 npencraBJjseT coBol pekKoMOMHAHTHYI I'MaJlypOoHMIA3y
(pexoMOMHaHTHEM HYLENEX®) wum onmMcadHa B MeXIYyHAPOOHOM IIaTeHTHOM
nyoamkaumum N W02004/078140.

I'majlypoHMUIaza NpencTabBisgeT cofol depMeHT, KOTOPHIM paszjiaraer
THAJIyPOHOBYIO KUCJIOTY (EC 3.2.1.35) " CHIMXaeT BA3KOCTD
TMajlypoHaHa BO BHEKJIETOUHOM MaTpMKCe, TIOBHIIasg TakuM oBpas3om
IPOHUIIAEMOCTE TKaHU.

SEQ ID NO: 22

MGVLKFKHIFFRSEVKSSGVSQIVFTFLLIPCCLTLNFRAPPVIPNVPFLWAWNAPSEF
CLGKFDEPLDMSLESFIGSPRINATGQGVTIFYVDRLGYYPYIDSITGVTVNGGIPOKISLODH
LDKAKKDITFYMPVDNLGMAVIDWEEWRPTWARNWKPKDVYKNRSTELVQOQONVOLSLTEATEK
AKQEFEKAGKDFLVETIKLGKLLRPNHLWGYYLFPDCYNHHYKKPGYNGSCENVETIKRNDDLSW
LWNESTALYPSIYLNTQQSPVAATLYVRNRVREATRVSKIPDAKSPLPVFAYTRIVETDQVLKE
LSODELVYTFGETVALGASGIVIWGTLSIMRSMKSCLLLDNYMETILNPYTIINVTLAAKMCSQV
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LCOQEQGVCIRKNWNSSDYLHLNPDNFAIQLEKGGKEFTVRGKPTLEDLEQFSEKFYCSCYSTLSC
KEKADVKDTDAVDVCIADGVCIDAFLKPPMETEEPQIFYNASPSTLSATMFIVSILFLIISSVA
SLBBemeHMe OGapMalleBTUUECKOM KOMIIO3UUMM, CcoIepXalleyl aHTUTeJIO K
CD38 u rurajdypoHMIas3y, MOXHO IIOBTOPATL UWepes3 OOHM CYyTKM, IOBOE
CYTOK, Tpoe CYTOK, UYeTBepo CYyTOK, IIATb CYTOK, WMeCTb CYTOK, OINHY
HeleJilo, IOBe HeleJu, TPpU HeleJu, YeTHpe HeOejau, [OIATh Henejb,
mecThb HeneJylb, CeMb HeOeJlb, IBa Mecsdla, TpM Mecsdlla, YeTHpPe
Mecslla, IIATb MeCdlleB, MeCTh MeCHAleB MM HOOoJiblle. TakXe BO3MOXHE
[IOBTOPHEE KYPCH JI€UeHUs B BUIe IJUTEJBEHOT'O BEBeOeHMSA. I[IOBTOpHOe
BBeJeHMe MOXHO IIPOBOIOMTE B TOM Xe @Oo3e WJIM B JOpyTroM m»ose.
HanpuMmep, odapMaleBTUUECKYH KOMIIO3BMLMI, COOepXallylk aHTUTeJIO K
CD38 u ruallypoHUIaszy, MOXHO BBOIOUTE OIMH pas3 B HeOeJlld B TeueHUEe
BOCEMM HelleJlb C I[IOCJHeIyK MM BBeleHMeM OIVH pas3 B IOBe HeleJlM B
TeueHre 16 HeleJlb C I[IOCJHeOyRIUM BBeleHMeM OOMH pPas3 B UYeTHpe
Henesu. OdapMalleBTUMUECKMEe KOMIIOZULUM IJIsI BEEOEHMA MOI'YT COLepXaTh
okoJio 1200 M aHTMTeJsa k CD38 m okoJjo 30 000 Epm. rmmalypoHMIASH,
IpuyYeM KOHLeHTpalMsa aHTUTeJla, KOTopoe CIelMdMUeCKM CBA3HBaeT
CD38, B dapMaleBTMUECKOMW KOMIIO3ULMY COCTaBjgeT okoJjio 20 wmr/Mi.
dapMalleBTUUECKME KOMIIOBMLUUM OJIg BBeIeHMA MOTYT COmepXaThb OKOJIO
1800 wMr aHTHTesla kK CD38 wm okojyo 45 000 Ez»n. ruajlypOHUIASH.
dapMalleBTUUECKME KOMIIOBMLUUM OJA BBeIeHMA MOTYT COmepXaThb OKOJO
1600 mMr aHTHMTeJa k CD38 wu okojo 30 000 Em. IualypOHMOA3H.
dapMalleBTUUECKME KOMIIO3MUMM OJIS BBeIeHMSA MOTYT COHOepXaThb OKOJO
1600 Mr anTuTesa k CD38 m okoJjio 45 000 Exm. TmMallypOHMIOASBH.

dapMalleBTUUECKYD KOMIIO3MLUMIO, COmepXallyld aHTUTeJo K CD38 wm
TMaJlypOHMIas3y, MOXHO BBOIMTE IIOOKOXHO B OpPHIHYK 00JIacTh.

dapMalleBTUUECKY KOMIIOBMLMID, COmepXallyld aHTUTeJijo kK CD38 wm
IMaJlypOHMIasy, MOXHO BBOIUTE oOOmMUM ofObeMOM oOkoJio 80 wj, 90 wi,
100 My, 110 My mm 120 miI.

;19 BBemeHMS MOXHO cMemaTs 20 MI'/MJI aHTHMTeJla k CD38 B 25 MM
aleraTe HaTpug, 60 MM xjgopmme HaTeusa, 140 MM D-mamHuTe, 0,04%
nojgucopbare-20, pH 5,5 ¢ rHuPH20, 1,0 mMmr/ma (75-150 xExm. /mi) B
10 MM L-TMCcTHIMHE, 130 MM NaCl, 10 MM L-MeTHMOHMHE, 0,02%
nosmcopbare-80, pH 6,5 rnepen BBelIeHMEM CMECU CYOBEKTY.

KoMOMHMPOBaAHHEE Tepanuu

AHTUTeJIO kK CD38 MOXHO BBOIMTHL B KOMOMHAUUM CO BTOPHM
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TepalleBTUYECKMM arleHTOM.
Hacrosmee wm300peTeHMe Takxe obecreumBaeT CIOCOD JIeUeHUd
aMmJIonno3a JleTkux lLeney (AJI), BRJIOUAKIMI BBeIeHMe aHTUTeJa K
CD38 B koMOMHaALMM C MHIUOUTOPOM IIPOTEOCOM TpebyrleMy STOI0
IaleHTy B TeueHMe BPeMeHM, IOCTaTOUHOTO IJa u3jieueHusa AJIII.

Hacrosmee wm300peTeHMe Takxe ofecrneuuBaeT CIOCOD JIeueHUd
aMmJIoMImo3a JiIeTkKux lener (AJI), BKJIOUAKIMM BBeIeHMe aHTUTeJla K
CD38 B KOMOMHaALMM C MHITUOMTOPOM IIPOTEOCOM UM KOPTHUKOCTEPOMIOM
TpebyKlmeMy 32TOTO IalMeHTy B TeueHMe BpPeMeHM, OOCTaTOUHOTO mIJIA
nsJjedeHmsa AJI].

HacTosmee wm300peTeHMe Takxe obecreumBaeT CcIocod JIedeHUud
aMmJIoMmo3a JieTkux ULener (AJI), BKJIOUAKIMI BBeIeHMe aHTUTeJla K
CD38 B KOMOMHaLUUM C MHIUOMTOPOM IIPOTEOCOM, KOPTHUKOCTEPOUIOM U
nurjgopochaMmumoM TpedywieMy DTOoTO HallMeHTy B TeueHue BpeMeHH,
OOCTaTOUHOT'O IJIg m3JjieueHmsa AJl.

B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUS BTOPOM TepalleBTUUEeCKUN
ATEeHT MNpPencTaBJigeT COoBOM MHTUOMTOP IPOTEOCOM.

B HeKOTOPEIX BapMMaHTax OCYyIeCTBIJIECHMA MHPM@MTOp IIpOoTeOoCOM

IpencrTaBJIgeT cobon Velcade® (BopTezoMub) , NI aJIKaJIOUIEL
OapBUHKA, HalpyMep  BMHKPUCTHUH, WM  aHTPalLuMKJIMH, TakoM Kak
OOKCOPYOULIMH .

B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHMS BTOPOM TepaleBTUUYeCKUN
areHT MpencTaBJigseT coBo¥ KOPTHUKOCTEPOUI .

B HEKOTOPHIX BapMaHTax OCyMeCTRBJICHU S KOPTUKOCTEepOoun
opencraBiyigeT CcoOoOM OeKcaMeTa30H.

B HEKOTOPHIX BapMaHTax OCyMeCTRBJICHU S KOPTUKOCTEPOUD
opencraBJyigeT CcoOoOM MNPpeIHM3O0H.

B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUSI BTOPOM TepalleBTUUeCKUN
areHT MOpencTaBJigeT cobo¥ LMKJIodpochamMmm.

B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUS BTOPOM TepalleBTUUeCKUN
areHT MpencTaBJigeT cobo¥ MNPOM3BOOHOE IJIYTAMMHOBOM KMCJIOTH.

B HEKOTOPHIX BapuaHTax OCYIMEeCTBJIEHUS IPOM3BOOHOE
TJIYTaMMHOBOM KUCJIOTH HOpencTaBjgeT cobor Thalomid® (Tramumommm),

Revlimid® (jenamupomMmn), Actimid® (CC4047).

B HEeKOTOPEX BaplMaHTaxX OCYMeCTBJIEHMA BTOpOﬁ TepaHeBTquCKMﬁ
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areHT IpeIcTaBjgeT cobol Velcade® (BopTeszoMmbd), HuUrJIOobOChamMMmm,

TakoM kak Cytoxan® wmamu Neosar®, Alkeran® (mendpasan), Thalomid®

(TagmuooMmI) , Revlimid® (JJe”HaIMIgoMMI ) W Pomalyst®
(momMasgumoMun) , KOPTHUKOCTepoMun (OekcaMeTasOH), allbba-uHTepdepoH
(IFN-Q), TpaHCIUIaHTalMI CTBOJIOBHX KJETOK, Ninlaro® (uxcazommut)

miau NEODOO1.

BopTesoMu® MOXHO BBOIUTL IO 1,3 MI'/MZ2 [OOKOXHO MHOBaXOH B
HelleJl0 WIM OOVH pas3 B HeOelwo.

Murnodbochammn MOXHO BBOIUTH BHYTPMBEHHO (mpepHBUCTAS
Tepanmusa) : 40-50 mMr/xr (400-1800 wmMr/m2?) c pacHopenejeHreM Ha 2-5
CYTOK, BO3MOXHO IIOBTOPEHMEe C MHTepBajlaMu 2-4 HeOeJlM; BHYTPUBEHHO
(HemnpepHBHAaSA CyYTOUHAasd Tepalnmsg) : ©c0-120 Mr/M? / CyTKU (1-2,5
MI'/KT/CYTKH) ;

[IepopalibHO (mpepelBUCTAAL Tepalnd) : 400-1000 MT /M2 C
pacnpenejyieHueM Ha 4-5 CyYTOK; WM

nepopaljyibHO (HemnpepeBHA A CyToOuHasa Tepalnsd) : 50-100
MO /M?/CYTKM MM 1-5 MT/KID/CYTKMU.

IlexkcaMeTa30H MOXHO BBOIMTL IIo 40 MI B HejeJio wmiam 1o 20 wMT
Iepen M IIOCJe BBeleHUA aHTUTeJsa K CD38.

MesbasaH MOXHO BBOIOMTL B Ho3e 9 MI'/M? MepopallbHO OIMH pas3 B
CyTkM C 1l-ro mo 4-¥ HeHb KaXIor'o LMKJa BILJIOTH OO 9-T0 LUKJIA.

TajmupooMun MOXHO BBOIUTH B Ho3e 200 MI' IIepopalibHO OIMH pas3 B
CYTKU.

JleHaIMIOMMO MOXHO BBOIMTE B nHo3e 25 MI'/CYTKM IIepOopalIbHO C
l-7o mo 21-¥ OmeHb KaXOoTo LMKJIA.

[loMammMOooMMI MOXHO BBOIOMTE B HO3e 4 MI' HepopallbHO C 1-TO IO
21-7 meHb TIOBTOPHOTO 28-OHEBHOTO LMKJA.

Mkcasomy® MOXHO BBOIMTH B HO03e 24 MI'/KTD' BHYTPUBEHHO KaXIHeE
28 nHeM.

Vzo0bpeTeHre Takxe obOecleuMBaeT CIOCOD JiedueHMsa aMUIIOMIOo3a
JIETKUX eren (AJILT) , BKJTIOYU A0 BBeIeHMe TpedbyrieMy 3TOTO
nauuMeHTy aHTuTeJla Kk CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u conepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 CoOTBReTCTBEHHO, B KOMOMHaALUM C

fopTe3oMMUOOM B TeUeHMe BPeMeHM, OOCTaTOUHOTO IJA u3ajieueHmda AJI.
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lzobpeTeHMe TakXke oOOecHeuMBaeT CHNoco0 JieUeHMA aMUJIOMIOOo3a
JIETKUX eremn (AJILI) , BKJTIOU A0 BBeIeHMe TpebyrieMy STOTO
nauueHTy aHTuUTeJla K CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c¢ SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u colepxamero LCDR1, LCDR3 wu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 cCOOTBeTCTBEeHHO, B KOMOMHaALUM C
topTezoMubOOM U ULUUKIJIOOoOCHaMMOIOM B TeueHMEe BpPeMeHM, TOCTaTOUYHOI'O
0Jid msaJeueHms AJlll.

VzoBpeTeHre TakXe oOeclleuMBaeT CIHOCOO JieUueHMA aMUJIouno3a
JIETKUX eren (AJILT) , BKJIIOY A0 BBeIleHME TpebyrieMy 2TOTO
naumMeHTy aHTuUTeJla k CD38, comepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u cozepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTBREeTCTBEHHO, B KOMOMHaLUM C
BopTesoMmboM, UMrJjopochaMmMooM U KOPTUKOCTEPOMIOM B  TeUeHHue
BpeMeHM, LOOCTaTOUYHOT'O IJd M3JiedeHmd AJII.

VzobpeTeHMe TakXke oOOecleuMBaeT CHoco0 JieUeHMA aMUIIOMIOOo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpebyrieMy 3TOTO
nanumMeHTy aHTuTeJla kK CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u conepxamero LCDR1, LCDR3 wu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 CoOTBReTCTBEHHO, B KOMOMHaLUM C
topTeszoMmuOOM, LIUKIJIOPOoChaMmIoM " OeKcaMeTa30HOM B TeueHue
BpeMeHM, IOCTaTOUHOT'O OJjia m3ajiedeHusa AJlT.

lzobpeTeHrue TakXke oObOecleuMBaeT CHNOCOO JieUeHMA aMUJIOMIOO3a
JIEeTKUX ernen (AJILT) , BKJIIOY A0 BBeIleHNe TpebyrieMy 3TOTO
naumMeHTy aHTUTeJla k CD38, comepxamero HCDR1, HCDR2 m HCDR3 c¢ SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u colepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTBReTCTBEHHO, B KOMOMHaUUM C
fopTe30MUOOM ¥ KOPTUKOCTEPOMIOM B TeUeHMe BpPeMeHM, OOCTaTOUHOTO
OJia m3aJieueHmsa AJlll.

VzobpeTeHMe TakXe oOOecleuMBaeT CHNoco0 JieUeHMA aMUIIOUIOo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHNe TpedbyrieMy 3TOTO
nanumMeHTy aHTuUTeJla Kk CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u cozmepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 CoOOTBReTCTBEHHO, B KOMOMHaALUM C
BopTesoMMOOM M IOEeKCaMeTas30HOM B TeuUeHMe BpeMeHM, OOCTaTOWHOIO
OJId msJieueHusd AJlll.

Nz300peTeHre TakxXe o0eclneurBaeT CIOCOD JiedeHMda aMUIIounmo3a
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JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpebyrieMy 3TOTO
nauueHTy aHTuUTeJla kK CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u conepxamero LCDR1, LCDR3 wu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 cCoOTBeTCTBEHHO, B KOMOMHaLUM C
MeJipaslaHOM B TedeHMe BPeMeHM, OOCTaTOWHOIO IJid M3JjledeHuA AJl.

lzobpeTeHrue Takke oObOecleuMBaeT CHNOCOO JieUeHMA aMUMJIOMIOO3a
JIEeTKUX ernen (AJILT) , BKJIIOY A0 BBeIleHNe TpebyrieMy 3TOTO
naumMeHTy aHTHUTeJla k CD38, comepxamero HCDR1, HCDR2 m HCDR3 c¢ SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO M colepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTBReTCTBEHHO, B KOMOMHaUUM C
fopTe3oMubOOM U MeJidpajlaHOM B TeueHMe BPeMeHM, OOCTaTOUHOTO MOJd
nsJjiedveHmsa AJll.

VzoBpeTeHMe TakXe oOOecleuMBaeT CcHoco0 JieUeHMA aMUIIOUIOo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHNe TpedbyrieMy 3TOTO
nanumMeHTy aHTuUTeJla kK CD38, comepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u cozmepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 CoOOTBReTCTBEHHO, B KOMOMHaALUM C
OopTesoMnbOOM, MejipajlaHOM UM KOPTUKOCTEPOMIOOM B TeUeHMe BpPeMeHU,
OOCTATOYHOTO OJia M3JieueHma AJII.

lzobpeTeHMe TakXke oOOecHeuMBaeT CcHNOCOO JieUeHMA aMUMJIOMIOOo3a
JJeTKMUX lenem (AJIIT) , BKJIIOY a0 BBReOeHMe TpebyrieMy 3TOTO
nauMeHTy aHTuTeJia kK CD38, comepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBEHHO U coIepxamero LCDR1, LCDR3 wu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 CoOOTBReTCTBEHHO, B KOMOMHaUUM C
fopTeszoMmubOM, MeJidpaJlaHOM UM IOeKCcaMeTas30HOM B TeueHMe BPEMeHH,
OOCTATOYHOTO MOJiA M3JleueHma AJIl.

VzoBpeTeHMe TakXe oOOecleuMBaeT CIHoCco0 JieUeHMA aMUJIOUIo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpedyrieMy 3TOTO
nanumMeHTy aHTuUTeJla kK CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u cozmepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTREeTCTBEHHO, B KOMOMHaLUM C
IFN-0 B TeueHMEe BpeMeHM, IOOCTaTOUHOI'O IJiA M3JieueHmda AJII.

lzobpeTeHMe TakXke oOOecHeuMBaeT CHNoco0 JieueHMA aMUJIOMIOOo3a
JIETKUX eren (AJILI) , BKJTIOU A0 BBeIeHMe TpebyrieMy STOTO

nauuMeHTy aHTuUTeJla kK CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c¢ SEQ
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ID NO: 6, 7 m 8 COOTBETCTBeHHO u cozmepxamero LCDR1, LCDR3 wmu

LCDR3 ¢ SEQ ID NO: 9, 10 m 11 CoOOTBREeTCTBEHHO, B KOMOMHaALUM C

IFN-a0 ¥ KOPTUKOCTEPOMIOM B TeuUeHME BpPEeMeHM, IOOCTaTOYHOT'O MIJid
n3jgeueHmus AJII.

llzo00peTeHre TakxXe obecrneuMBaeT CIOCOD JleUueHMA aMUJIOMOOo3a
JIeTKUX lenem (AJIIT) , BKJIIOY a0 BBeOeHMe TpebyrieMy 3TOTO
naumMeHTy aHTHUTeJla k CD38, comepxamero HCDR1, HCDR2 m HCDR3 c¢ SEQ
ID NO: 6, 7 m 8 COOTBEeTCTBeHHO u cozjepxamero LCDR1, LCDR3 wmu

LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTReTCTBEHHO, B KOMOMHaUUM C

IFN-a4 ® »OeKcaMeTa30HOM B TeueHMe BPeMeHM, JOCTaTOUYHOTO MOJA
nszJjeueHms AJII.

Vz06peTeHre Takxe obOecleuMBaeT CIOCOD JiedueHMsa aMUIIOMIOo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHUe TpedbyrieMy 3TOTO
nanumMeHTy aHTuUTeJla kK CD38, comepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u cozmepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTREeTCTBEHHO, B KOMOMHaLUM C
JIEHaJMHOMUIOM B TEUEHMe BPEeEMeHM, IOCTaTOYHOTO IJig M3JjiedeHusa AJI].

Vz06peTeHre TakxXe obOeclneuMBaeT CIOCOD JieueHMAa aMUIIOMOOo3a
JIETKUX erem (AJILI) , BKJIIOU A0 BBeIleHMe TpebyKieMy STOTO
nauueHTy aHTUTeJla kK CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c¢ SEQ
ID NO: 6, 7 m 8 COOTBETCTBEHHO M coIepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 coOOTBeTCTBEeHHO, B KOMOMHALUM C
JIeHaJMHOMUIOM ¥ LMKJIOPoChaMMIOM B TeueHMe BpPeMeHM, IOOCTaTOUHOTIO
0Jia msaJeueHmsa AJlll.

Vzo06peTeHre Takxe oOecleuMBaeT CIOCOD JieueHUs aMUIIOMIO3a
JIETKUX eren (AJILT) , BKJIIOY A0 BBeIeHMe TpebyrieMy 2TOTO
naumMeHTy aHTuUTeJa Kk CD38, comepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u cozepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTREeTCTBEHHO, B KOMOMHaLUUM C
JIEHaJIMHOMUIOM, LIMKJIOQOoChaMMIOM M KOPTHMKOCTEPOMIOM B TeueHUe
BpeMeHM, LOOCTaTOUYHOT'O IJd M3JieueHmd AJII.

Vzo06peTeHre Takxe obOecleuuBaeT CIOCOD JiedueHMsa aMUIIOMIO3a
JIETKUX erem (AJILI) , BKJTIOU A0 BBeIeHMe TpebyrieMy 3TOTO
nauuMeHTy aHTuUTeJla kK CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c¢ SEQ

ID NO: 6, 7 m 8 COOTBETCTBeHHO u conepxamero LCDR1, LCDR3 wu
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LCDR3 ¢ SEQ ID NO: 9, 10 m 11 CoOOTReTCTBEHHO, B KOMOMHaLUM C
JIEHAJIMHOMMIOM, uurJjobpochamMmmuooMm u OeKcaMeTa30HOM B TeueHNe
BpeMeHM, LOOCTaTOUHOTO IJd M3JjiedueHmda AJII.

lzo00peTeHre TakXe obOeclneuMBaeT CIOCOD JieUueHMA aMUIIOMOOo3a
JIeTKUX lemnem (AJIIT) , BKJIIOU A0 BBeIeHUE TpebyKmeMy  2TOTO
nauMeHTy aHTuTeJa kK CD38, comepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBEHHO U colepxamero LCDR1, LCDR3 wu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTBReTCTBEHHO, B KOMOMHaUUM C
[IOMaJIMHOMMIIOM B TeUeHMe BpPEeMeHM, OOCTAaTOUHOTO IJA muzajJedeHms AJI.

Vzo06peTeHre Takxe ofOecleuMBaeT CIOCOD JieueHUs aMUIIOMOOo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpebyrieMy 2TOTO
naumMeHTy aHTuUTeJla kK CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u coiepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTREeTCTBEHHO, B KOMOMHaLUM C
[IOMaJIMHOMMIIOM M KOPTUKOCTEPOUIOM B TeUeHMe BPEMEeHM, IOCTaTOUHOTO
OJ1d msaJieueHusa AJlll.

Vz06peTeHre Takxe obOecleuMBaeT CIOCOD JieueHMAa aMUIIOMOOo3a
JIETKUX eremn (AJILI) , BKJTIOY A0 BBeIeHMe TpebyrieMy 3TOTO
nauueHTy aHTuUTeJla K CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c¢ SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u conepxamero LCDR1, LCDR3 wu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 cCoOOTBeTCTBEeHHO, B KOMOMHaALUM C
[IOMaJIMHOMMIOM M HOeKCcaMeTa30HOM B TeueHMe BpeMeHM, OOCTaTOYHOI'O
0Jia msaJeueHmsa AJlll.

V3o06peTeHre Takxe oOeclIedMBaeT CIOCOD JieueHMs aMUIIOMOo3a
JIETKUX ernen (AJILT) , BKJIIOY A0 BBeIeHME TpebyrieMy 2TOTO
naumMeHTy aHTuUTeJla k CD38, comepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBEeTCTBeHHO u coiepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTBREeTCTBEHHO, B KOMOMHaLUM C
TaJIMOOMUIOOM B TeueHMe BpPEeMeHM, NOCTAaTOWHOI'O OJiS u3jiedeHms AJII.

Vz06peTeHre Takxe obOecleuMBaeT CIOCOD JiedeHUMsa aMUIIOMUIOo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpebyrieMy 3TOTO
nanumMeHTy aHTuTeJla Kk CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u comepxamero LCDR1, LCDR3 wu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 CoOOTBReTCTBEHHO, B KOMOMHaLUM C
TAJIMIOMUIOM M KOPTUKOCTEPOMUIOM B TeueHME BPEeEMeHM, OOCTaTOUYHOI'O

OJid msJieueHud AJlll.
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Vz06peTeHre Takxe obOecleuMBaeT CIOCOD JieueHMsa aMUIIOMUIO3a
JIETKUX eremn (AJILI) , BKJTIOU A0 BBeIeHMe TpebyrieMy STOTO
nauueHTy aHTuUTeJla K CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c¢ SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u colepxamero LCDR1, LCDR3 wu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 cCOOTBeTCTBEeHHO, B KOMOMHaALUM C
TaJIMOOMMIOM M OeKCaMeTa30HOM B TeueHUe BpeMeHM, IOCTaTOUYHOIO IJIA
nzJjeuveHmda AJ.

Vzo06peTeHre Takxe oOecleuMBaeT CIOoCcoD JieueHMsa aMUIIOMOo3a
JIETKUX eren (AJILT) , BKJIIOY A0 BBeIleHME TpebyrieMy 2TOTO
naumMeHTy aHTuUTeJla k CD38, comepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 COOTBETCTBeHHO u cozepxamero LCDR1, LCDR3 wmu
LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTBREeTCTBEHHO, B KOMOMHaLUM C
MKCa30MUOOM B TeUeHMe BpPeMeHM, OOCTaTOUHOTO IJAa u3jieueHmsa AJlll.

Vzo06peTeHre Takxe obOecleuMBaeT CIOCOD JiedueHMsa aMUIIOMIOo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpedbyrieMy 3TOTO
nanumMeHTy aHTuUTeJsla kK CD38, comepxamero VH c¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B kKoMOMHauUuM C OOpTe30MMOOM B TeuUeHMe BpeMeHHU,
OOCTaTOYHOTO mnJja usjedeHuda AJlll, B TedeHMe BpPeMeHM, IOCTATOYHOI'O
OJId msJieueHusd AJlll.

llzo00peTeHre TakXe obOeclneuMBaeT CIOCOD JieueHMA aMUIJIOMOOo3a
JJeTKMUX lenem (AJIIT) , BKJIIOY a0 BBReOeHMe TpebyrieMy 3TOTO
nauMeHTy aHTuTeJa kK CD38, comepxamero VH c¢ SEQ ID NO: 4 m VL c
SEQ ID NO: 5, B kxoMmOuHauum C ©OopTe3zoMMbOM U LMKJIOPoCHaMMOIOM B
TeueHMe BpPeMeHM, LOCTaTOUHOTO OJjid musaJjiedueHumsa AJI].

zo06peTeHre Takxe oOecleuMBaeT CIOCOD JieueHUMsa aMUIIOMIo3a
JIETKUX eren (AJILT) , BKJIIOY A0 BBeIeHMe TpebyrieMy 2TOTO
naumMeHTy aHTuUTeJla k CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B koMOuHauum c ©OopTes3soMubOOM, UIMKJIOQGOCHaMMIOM U
KOPTUKOCTEPOUIOM B TeUeHMe BpPEeMeHM, OOCTAaTOYHOTO MIOJSA WM3JIeUeHUS
AJIT.

Vz06peTeHre Takxe obOecleuMBaeT CIOCOD JieueHMsa aMUIIOMIOo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpebyrieMy 3TOTO
naumMeHTy aHTuUTeJsla kK CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B koMOuHauum C ©OopTesoMubOOoM, UIMKJIOQGOCOaMUIOM U
OeKCcaMeTa30HOM B TeueHMe BpeMeHM, OOCTaTOUHOT'O MOJd UW3JIeUeHUd

AJIIT.
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300peTeHe Takxe of0ecrneumMBaeT CIOCOD JIedueHMSa aMUJIouio3a
JIETKUX eremn (AJILI) , BKJTIOU A0 BBeIeHMe TpebyrieMy STOTO
nauuMeHTy aHTuTeJla kK CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B kKoMOMHauuMM C OopTe30MUOOM U KOPTUKOCTEPOUIOM B
TeUueHMe BPeMeHM, IOCTaTOUHOIT'O OJA u3jiedueHusa AJIT.

300peTeHMe Takxe of0ecleuMBaeT CIOCOD JIeueHMA aMUJIOnuIo3a
JIEeTKUX ernen (AJILT) , BKJIIOY A0 BBeIleHNe TpebyrieMy 3TOTO
naumMeHTy aHTUTeJla kK CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B koMOMHauumM C OOpTe30MMOOM UM IOeKCcaMeTa30HOM B
TeUueHMe BpPeMeHM, IOOCTaTOUHOTO OJjd mu3ajiedeHua AJI.

N300peTeHre Takxe obecrneumMpaeT CIoOcCo0 JiedyeHMSa aMUJIouIo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpedbyrieMy 3TOTO
naumMeHTy aHTUTeJa kK CD38, comepxamero VH c¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B koMOMHauMM C MeJipalJlaHOM B TeueHMe BpPEMEHH,
OOCTATOUYHOT'O IJiAd m3JieueHud AJII.

300bpeTeHne Takxe of0ecrneumMpBaeT CIocoD JIedyeHMSa aMUJIouio3a
JIETKUX eremn (AJILT) , BKJTIOU A0 BBeIeHMe TpebyrieMy 3TOTO
nauuMeHTy aHTuUTeJla kK CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B kxoMOMHauum C OopTe30oMMOOM M MeJipaJlaHOM B TEUeHUE
BpeMeHM, IOOCTaTOUHOTO IJdAd M3JjiedueHmda AJII.

300peTeHMe Takxe of0eclneuMBaeT CIOCOD JieueHMA aMUJIouIo3a
JIeTKUX lenem (AJIIT) , BKJIIOY a0l BBeOeHMe TpebyrieMy 3TOTO
naumMeHTy aHTUTeJla k CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B KOMOMHaumm C OopTeszoMuboM, MeJipajlaHOM U
KOPTUKOCTEPOUIOM B TeueHMe BpPeMeHM, OOCTAaTOUYHOTO MOJSA WM3JIeUeHUd
AJIIT.

300peTeHre Takxe obecrneumMpBaeT CIOCO0 JiedyeHMSa aMUJIoMIo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpedyrieMy 3TOTO
naumMeHTy aHTUTeJsa kK CD38, comepxamero VH c¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B KOMOMHaumm ¢ 0OBopTesoMuboM, MeJidpasilaHOM U
IeKCaMeTa30HOM B TeUeHME BpPEMeHM, JOCTaTOYHOTO MIJS W3JIeUeHUSd
AJIIT .

300peTeHne Takxe of0ecrneumMBaeT CIOCOD JIedueHMS aMUJIouio3a
JIETKUX erem (AJILI) , BKJTIOU A0 BBeIeHMe TpebyrieMy STOTO

naluuMeHTy aHTuUTeJla kK CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC
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SEQ ID NO: 5, B KOMOMHaLMM C IFN-o B TeueHue BpeMeH!,
OOCTAaTOUHOI'O mOJid m3JjieueHmsa AJl.

N300peTeHre Takxe o0ecleunBaeT CIHOCOD JleueHMda aMUIounmo3a
JIETKUX ernem (AJILI) , BKJIIOU A0 BBeIleHMe TpebynieMy 5TOTO

nauMeHTy aHTuTeJa kK CD38, comepxamero VH c¢ SEQ ID NO: 4 m VL cC

SEQ ID NO: 5, B koMObmHauuy c IFN-O ¥ KOPTMKOCTEPOMIOOM B TeUeHUe
BpPEeMeHM, OOCTaTOUYHOTO IOJd u3JjiedeHmda AJllI.

N300peTeHre Takxe ofeclrieumMBaeT Crocob JiedeHusa aMUIoumo3a
JIETKUX eren (AJILT) , BKJIIOY A0 BBeIeHMe TpebyrieMy 2TOTO

naumMeHTy aHTUTeJla k CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC

SEQ ID NO: 5, B koMOMHauMM Cc IFN-O M IeKCcaMeTa30HOM B TeueHUe
BpeMeHM, OOCTaTOUYHOTO IJd M3JjiedeHmd AJII.

N300peTeHre Takxe o0ecneumBaeT CrHocod JiedeHrMsa aMUIIonno3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpedbyrineMy 2TOTO
nanumMeHTy aHTuUTeJla kK CD38, comepxamero VH c¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B koMOMHalMM C JI€HaJMHOMUIOM B TeUeHME BPEMEHH,
OOCTAaTOYHOT'O IOJid M3JieueHud AJII.

N300peTeHre TakxXe o0ecleunBaeT CIOCOD JledeHMda aMUIIoUIo3a
JIETKUX ernem (AJILI) , BKJIIOU A0 BBelleHMe TpebynieMy STOTO
nauuMeHTy aHTUTeJla kK CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL c
SEQ ID NO: 5, B KOMOMHALMM C JeHaJMHOMMIOM M LMKJIOPOoChaMMIOM B
TeUueHMe BpPeMeHM, IOCTAaTOUHOI'O OJA u3jiedueHusa AJIT.

N300peTeHre Takxe ofeclrieumMBaeT Crocob JieueHusa aMUIonmo3a
JIETKUX ernen (AJILT) , BKJIIOY A0 BBeIleHNe TpebyrieMy 2TOTO
naumMeHTy aHTUTeJla kK CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL c
SEQ ID NO: 5, B KOMOMHALMM C JeHAJMHOMMUIOM, LUKJIOPOoCHaMMUIOM U
KOPTUKOCTEPOUIOM B TeUueHMe BPeMeHM, OOCTAaTOUHOTO [IJIS WM3JIeueHUd
AJIIT.

N300peTeHre Takxe o0ecleunBaeT CrHocod JiedeHusa aMUIIouno3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHNe TpedbyrieMy 2TOTO
naumMeHTy aHTuUTeJsla kK CD38, comepxamero VH c¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B KoOMOMHaALMM C JEeHAJMHOMMUIOM, LUKJIOPOCOaMMIOM U
OeKCcaMeTa30HOM B TeUueHMe BpeMeHM, LOCTaTOUHOTO OJIAd MW3JIeUeHUd
AJIIT .

N300peTeHre Takxe o0ecleunBaeT CIHOCOD JieueHMda aMUIIouIo3a
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JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpebyrieMy 3TOTO
nauuMeHTy aHTuUTeJla kK CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B koMOMHaLMM C IIOMaJIMHOMUIOM B TeUeHME BPEMEHH,
OOCTaTOUYHOTO IOJig Mm3JeueHusa AJII.

lzobpeTeHre TakKxXe obecrneuMBaeT CIOCOD JleUueHMA aMUIIOMOOo3a
JIeTKUX lenem (AJIIT) , BKJIIOY a0l BBeOeHue TpebyrieMy 3TOTO
naumMeHTy aHTUTeJla kK CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B KOMOMHALMM C I[IOMaAJMHOMMUIOM M KOPTUKOCTEPOUIOM B
TeueHMe BpeMeHM, LOCTaTOUHOTO OJjid mu3ajiedeHusa AJI].

Vzo06peTeHre Takxe ofOecleuMBaeT CIOCOD JieueHUs aMUIIOMOOo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpebyrieMy 2TOTO
naumMeHTy aHTuUTeJla k CD38, comepxamero VH c¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B kxoMOMHaAIMM C I[IOMAJIMHOMMIOM M IeKcaMeTa30HOM B
TeueHMe BpPeMeHM, ITOCTAaTOUHOT'O IOJA M3jiedeHusa AJI].

Vz06peTeHre Takxe obOecleuMBaeT CIIOCOD JiedueHMsa aMUIIOMIOo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpebyrieMy 3TOTO
nanumMeHTy aHTuTeJla kK CD38, conmepxamero HCDR1, HCDR2 m HCDR3 c SEQ
ID NO: 6, 7 m 8 coorBercTBeHHO M VH ¢ SEQ ID NO: 4 m VL c¢c SEQ ID
NO: 5, B KOMOMHaUUU C TaJIUIOMUIOM B TeuyeHUe BpeMeHM,
OOCTaTOUYHOTO IOJid Mm3JieueHusa AJII.

llzo0peTeHre TakxXe obecrneuMBaeT CIOCOD JleUueHMA aMUIJIOMOOo3a
JIeTKUX lenem (AJIIT) , BKJIIOY a0l BBeOeHMe TpebyrieMy 3TOTO
naumMeHTy aHTUTeJla k CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B koMOMHaAlMM C TaJUMIOMUIOM M KOPTHUKOCTEPOMUIOM B
TeUueHMe BpPeMeHM, LOCTaTOUHOTO OJjd mu3ajiedeHusa AJI].

Vz06peTeHre Takxe oOecleuMBaeT CIOCOD JieueHUMsa aMUIIOMOOo3a
JIETKUX eren (AJILT) , BKJIIOY A0 BBeIeHMe TpebyrieMy 3TOTO
naumMeHTy aHTUTeJla kK CD38, comepxamero VH c¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B KOMOMHaALIMM C TaJlMIOMMIOM M IeKcaMeTas30HOM B
TeueHMe BpPeMeHM, IOCTAaTOUHOT'O IOJA M3jiedeHusa AJI].

Vz06peTeHre Takxe obOecleuMBaeT CIOCOD JieueHMsa aMUIIOMIOo3a
JIETKUX eren (AJILT) , BKJTIOY A0 BBeIeHMe TpebyrieMy 3TOTO
naumMeHTy aHTuUTeJsla kK CD38, comepxamero VH ¢ SEQ ID NO: 4 m VL cC
SEQ ID NO: 5, B KOMOMHaLUMM C MKMKCazoMMOOM B TEUEHUEe BpPEMEHH,
OOCTaTOUYHOTO IOJid M3JieueHusa AJII.

B HEeKOTOPEIX BaplaHTax oCcymeCTBIIEHMA, ITallMeHT mMeeT
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PEBUCTEHTHOCTE K JIEUEHUK MHIUOUMTOPOM IIPOTEOCCOM.

B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHUA nauueHT VMeeT
PE3UCTEHTHOCTL K JIEUEHMID LIMKJIIOOOoChaMUIOM.

B HEKOTOPHIX BapMaHTax OCVYIeCTBJIEHUA nauueHT VMeeT
PEBUCTEHTHOCTEL K JIEUEeHMK KOPTUKOCTEPOUIIOM.

B HEKOTOPEHIX BapMaHTax OCYIIEeCTBJIEHUA nanumueHT uMeeT
PEBUCTEHTHOCTEL K JeUeHMI MHIMOMTOPOM IIPOTEOCOM, UIMKJIOQPOChaMMIOM
Y KOPTUKOCTEPOUIOM.

B HeKOTOPEX BapMmaHTaxXx OCYyImeCTBJIEHMA IIallIeHT rMeeT

PE3UCTEHTHOCTD K JIEUEHMIO Velcade® (6bopTeszoMuboM) ,
LurJobpochaMmMooM M OeKcaMeTa3OHOM.

B HeKOTOpPHX BapMaHTax OCYWEeCTBJIeHMS KOMOMHALUMK aHTUTeJla K
CD38 ® BTOPOI'O TepalleBTUYUEeCKOI'O al'eHTa MOXHO BBOIUTE B JIOOOM
yOOOHOM BpPeMeHHOM MHTepBaJe. Hamnpumep, aHTHUTeno k CD38 u BTOpOU
TepalleBTUUEeCKUN aT'eHT MOXHO BBOOMTEL IIallMeHTYy B OIMH U TOT Xe
IOIeH:L ¥ JaxXe B OIHOWM M TOW Xe BHYTPMBEHHOW MHOy3uu. OOHAKO
aHTUTeJI0O k CD38 ¥ BTOPOM TepaleBTUUECKMM aTleHT TakKXe MOXHO
BBOIUTL B UepelynlMecsa IHY WM 4YepelyolMecd HeOeJ, WM MeCALBE U
T. IO. B HEeKOTOpPHX BapMaHTax OCYIEeCTBJIeHMA aHTUTeJio K CD38 wu
BTOPOM TepaleBTUUECKMM al'€HT MOXHO BBOAOMTL OOCTATOUHO OJM3KO BO
BpeMeHM, UTOOH OHM OINHOBPEMEHHO IIPUCYTCTBOBAJM Ha OOHaAPYXMBAaEMEBIX
YPOBHAX (Halp., B CHBOPOTKe) Yy IoJydapler'o JieueHMe IalyeHTa. B
HEKOTOPHX BapMaHTax OCYMEeCTBJIeHMA IIOJIHHY Kypc JeueHMS aHTUTEJIOM
K CD38 cocToMT M3 BBeIOeHMA pdOa IOO03 B TeueHMe IIepuola BpeMeHU,
3a KOTOPBIM CJIEOYET WMJIM KOTOPOMYy IpPellleCTBYeT KypC JIEUEeHUS BTOPHM
TepalleBTUYEeCKUM areHTOM, COCTOAMUN ns psana 0o3. MoxHO
MCIOJIB30BATE IIepPMON BOCCTAHOBJIEHMA, OJjaamuicsa 1, 2 MIM HECKOJIBKO
oHeV WM Helnejb, MexXOy BBeleHMeM aHTUTeJa kK CD38 M BTOpPOTO
TepalleBTUYEeCKOT'O al'eHTa.

AxTHTeJIO K CD38 wmiam KoMOMHalLMK aHTUTeJa kK CD38 m BTOpOTO
TepalleBTUUECKOTO aleHTa MOXHO BBOOMTE BMecCcTe C Jwobon dopMon
paIuvalMOHHOW TepaluM, BKJKUasA BHelHee HallpaBJIEHHOE U3JIyUeHUE,
paIuvalMOHHYK Tepaluil C MOOYJsAlUMeW MHTeHCHMBHOCTM (IMRT), a Takxkxe
0o QOpMOV paIMOXUPYPIMM, BKJIKOUad IT'aMMa-HOX, KuOep—-HOX, Linac

n BHYTPHMTKaHEBOE oBJIyueHue (Hanpmmep, VIMIIJIaHTVMPOBAHHEIE
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pamMoakTMBHEIE 3epHa, OajuioH GliaSite), u/mam c XUPYypPTIUUYECKVM
JIeUeHMEM.

XoTd n3obpeTeHme OIIMCAaHO B oBMmMx yepTax, BapMaHTH
OCYIIeCTBJIeEHUA OyOYyT HOOIOJHUTEJIBHO OINMCaHB B CJAEOYRIMX IIpUMepax,
KOTOPHE He CcJjlegyeT TOJIKOBaTh KakK olpaHUUuuBapmyre o0beM (QOPMYJIEL
n300peTeHnd.

JomnmoNHnTeNIbHHE BapMaHTH OCYIECTBJIIEHMS M300peTeHus

Hmxe M3JIOXEHEI HEKOTOPEEe OOIIOJIHUTeJIb HEE BapMaHTH
OCYIEeCTBJIEHUSA n3o00peTeHmns B COOTBETCTBUU C OIMCaHMAMMA,
IpenCTaBJIEHHEMM B IOPYTUMX UYacCTAaX HACTOAMero IOOKyMeHTa. SJIEMEeHTH
nus3 BapMaHTOB OCYIEeCTBJIEHUA nz3obpeTeHmsd, V3JIOXEHHEBIX BHIIE,
ONIMCaHHHE KaK CBSA3aHHEE C M300peTeHMEeM, PAaCKPHTHEM B HaCTOAIEM
IOOKYMEHTe, TaKXe OTHOCATCSA KO BceM 0e3 MUCKIOUeHUMS U3 DBTUX
IOOIOJIHUTEJIBHO MPOHYMEPOBAHHEIX BapMaHTOB OCYIMECTBJIEHUA.

1. AxTuTeso k CD38, KOTOpOe KOHKYPMPYET 3a CBA3HBaHME C
CD38 C aHTUTeJIOM, coIepXaluMm BapuadellbHYH O00JIacTh TAXeJION Leln
(VH) ¢ SEQ ID NO: 4 u BapuabesbHyl 00JacTb Jerkom ulenu (VL) cC
SEQ ID NO: 5, @OJg TIpUMEHEeHMS B JIeUueHuMM TI[aumMeHTa C CD38-
IOJIOXUTEJILHOM TI'eMaTOJIOTMUEeCKOM 3JIOKaueCTBEeHHOM ONyxXOoJibl, IIpUMUeM
nauueHTy IIPOBOLOAT TPaHCIJIaHTalu o T'eMOIIOBTUYECKMUX CTBOJIOBHIX
kJeTok (HSCT).

2. AuTMTeJIO K CD38 mnd I[OpuMeHeHMd  COIJIACHO  BapMaHTy
OCYIIEeCTBJIEHU S 1, npuueM  CD38-noJioxmMTeJIbHas reMaToJIoTMUeCKad
3JIoKauveCcTBEeHHAasa OIYyXOJb IpelcTaBJisgseT codoi:

a. aMWJIoMImos JIeTKux Uemnem (AJll), MHOXECTBEHHYID MMEJIOMY
(MM), ocTpelt JUMOOOJACTHHM JeMkos (OJJI), HEeXOIXKMHCKYD JHMbOOMY
(HXJI) , IMGOYys3HY B-KPYINHOKJIETOUHYIR  JIMMOOMY (DLBCL) , JINMOMY
BepxurTa (JIB), OOJIMUKYJIIAPHYIO JuMpoMy (@®JI) MIM MaHTUMHOKJIETOUHYIO
JmMpoMy (MKII) ;

b. 3abojeBaHMe ILJIa3MOLIUTOR;

C. aMMJIOMIOO3 JIeTKMX Lemnen (AJl) ;

d. MHOXeCTBeHHYK MMeJioMy (MM); WM

e. MaKpoIUIOOyJIMHeEMMIO BaJlbIeHCTpeMa.

3. AHTUTesi0O K CD38 1@mjsa I[IpMMEHEHMSA COIJIaCHO  BapMaHTy
ocymecTBJIeHUSa 2, OpudueM AJlll xapakKTepusyeTcsd cepledHoM cTamuen I,

cepIeuHoOu cTaguemn I1, cepIeduHOM cTaguemn ITI u ABJISeTCH
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PELUIVBUPYRILVM WM pPedpaKTepPHEM.

4. A”HTMTeJIO K CD38 1Jd TI[IPpMMEHEeHMSA COIJIacHO JboMy M3
BapMaHTOB OCYylleCTBJIeHUd 1-3, npuuyeM HSCT:

a. gBJgeTCcd aJIJIOTeHHOM, ayTOJIOTMUHOM WMJIM CUHITEeHHOM; WM

b. COLOEPXUT TPaHCIJIaHTaluo CTBOJIOBEIX KJIETOK KpPOBH,
IIOJIyYeHHHX M3 KOCTHOT'O MO3T'a, KPOBM WM aMHUOTUUECKOM XUIKOCTU.

5. A"nTMTeJjO Kk CD38 1OJ4 T[OpMMeHeHMSA COIJlacHO JiodoMy U3
BapMaHTOB OCymecTBJIeHusa 1-4, opuueM aHTuTeJjo K CD38 BBOIOAT
iepen, BO BpeMa uiam nocjie HSCT.

6. A”THTes 0O k CD38 @mjig NOpuUMeHeHUS CoIJlacHo JmoboMy U3
BapMaHTOB OCylleCTBJIeHMsa 1-5, mnOpuueM HauuMeHTy IHepen HSCT Owula
npoBeIdeHa XMMMOTepanus u/WUIY pagualiMoHHAas Tepanms.

7. A”HTUTeJsJO K CD38 14 [OpMMeHeHMsa COIJIaCHO JioboMy U3
BaApMaHTOB OCylleCTBJIeHUs 1-6, IIpHUueM aHTUTeJIO k CD38 CcBA3HBaeTCHd
c oBJIacTh SKRNIQFSCKNIYR (SEQ ID NO: 2) n oBJIaCTER
EKVQTLEAWVIHGG (SEQ ID NO: 3) CD38 uejyoBeka (SEQ ID NO: 1).

8. A”HTMTesijO K CD38 1mJd [OIpMMEeHeHMsa COIJIaCHO JioboMy U3
BApMaHTOB OCylleCTBJIeHMa 1-7, HOpuueM aHTUTeJIO K CD38 ComepXuT
[IOCJIeDOBaTEJILHOCTHU OIpenesIarlnx KOMILJIEMEHTAPHOCTE obJjlacTen
Taxesiom uLenm (HCDR) 1, HCDR2 m HCDR3 ¢ SEQ ID NO: 6, 7 u 8
COOTBETCTBEHHO, " [IOCJIenOBATEJILHOCTHA Openesdmmnx
KOMILJIEMEHTAPHOCTEL obJacTen Jerkow uenm (LCDR) 1, LCDR2 m LCDR3 c
SEQ ID NO: 9, 10 m 11 cooTBeTCTBEHHO.

9. AHTHTeJs IO k CD38 @mja »nOpuMeHeHUMS CcoIJlacHo JmoboMy U3
BapMaHTOB OCyllecTBJeHMsa 1-8, nOpuueM aHTUTeJIO K CD38 CcomepXuT
BapuabesibHylD 00JIacTh TAXEJION Lenun (VH) c SEQ ID NO: 4 u
BapuabenbHy 00JIacTh Jerkou lenu (VL) c SEQ ID NO: b.

10. AxTMTeJsjO K CD38 nOjag T[OIpMMeHeHMS COTJIacHO JoboMy U3
BaApMaHTOB OCylleCcTBJeHMsa 1-9, npuueM aHTUTeJIO K CD38 CcomepXuT
TAXEJYD  Lellb, comepXxallyld aMMHOKMCJIOTHYH  IIOCJIeNOBaTeJIbHOCTE,
KoTOopasd Ha 95%, 96%, 97%, 98% M 99% MOEHTUYHA
[IOCJIeOOBATEJIbHOCTM aMMHOKMCJIOT ¢ SEQ ID NO: 12, u Jerkyo lelb,
comepXallyld aMMHOKMCIJIOTHYK IIOCJeIOoBaTeJIbHOCTL, KoTopad Ha 95%,
96%, 97%, 98% mimm 99% mMOeHTMUHa IocJledoBaTeJIbHOCTM Cc SEQ ID NO:
13.

11. Ad”TUTeJiO K CD38 nmjug TI[OpMMEeHeHMSI COIJIaCcHO JioboMy U3
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BapMaHTOB ocymecTrJeHra 1-10, npmueM aHTUTeJIO kK CD38 COmepXuT
TAXEJYID lelb, OpelcTaBJgomyln coboM Taxelylo Lelb, ¢ SEQ ID NO: 12
1 JeTKy®l Lenb ¢ SEQ ID NO: 13.

12. Ax”THTesIO K CD38, KOTOpPOe KOHKYPMUPYET 3a CBA3HBaHUEe C
CD38 C aHTHUTeJIOM, cCcoIepxXamuM BapuadellbHyl o00JacThb TSIKEJION el
(VH) ¢ SEQ ID NO: 4 u BapmabeJbHyl of6JacTk Jerkou uenu (VL) cC
SEQ ID NO: 5, 1mjsa OpuMeHeHUS B JE€UeHMM I[alMeHTa C aMUJIOMIO30M
JeTKUX lLeren.

13. A”HTHMTesO k CD38 @minga [OpuMeHeHUS COIJIACHO BapMaHTy
OCYWEeCTBJeHUS 12, OpUUeM IIalMeHT MuMeeT Pe3UCTEHTHOCTHL K JIeUeHU
UHITUOKMTOPOM IPOTEOCOM, LMKJIohpoCchaMUIOM M/UIIM KOPTUKOCTEPOUIOM.

14. AxTMTeJI0O K CD38 [OJa TI[OpMMEeHEeHMS COIJIaCHO BapMaHTy
oCymecTBJIeHra 13, OpuueM MHIUOMTOPOM NPOTeocoM gBjdeTcsa Velcade®
(BopTezoMMO) .

15. AxTMTeJIO K CD38 nJagd T[pMMEeHEeHMS COIJIacHO JoOoMy U3
BapMaHTOB OCYymecTBJeHMA 13, 14, OprMueM KOPTUKOCTEPOUIOM HABJISAETCH
IeKCcaMeTas0H.

16. AHTUTeJIO K CD38 nmjug TI[IpMMEeHEHMS COIJIaCHO JioOoOMy U3
BapMaHTOB oOcyllecTBJeHMsa 12-15, npuueM aHTUTeJIO K CD38 BBOOAT B

KOMOMHALIUU CO BTOPEIM TepalleBTUYECKMM al'€HTOM.

17. A”HTHTeJS IO kK CD38 1j4a I[IpMMeHEeHMs COIJIaCHO BapMaHTy
OCYIeCTBJIEHUA le, npuuyeM BTOpPOMN TepalleBTUYeCKUN areHT
npencTapJigeT coBom UHTUOUTOP IpoTEeOoCOM, HurJIodoCchamMm WU
KOPTUKOCTEPOUI .

18. AxTMTeJjO K CD38 @Ojag [OpMMeHeHMS COIJlacHO JoboMy U3
BapMaHTOB OCymecTBJeHMa 16, 17, OpuueM MHIMOMTOPOM IIPOTEOCOM
aBjgerca Velcade® (BopresoMmud) miar NINLARO® (mxcaszomMud) .

19. AxTMTeJiO K CD38 njug T[OpMMeHeHMS COIJIacHO JbOoMy U3
BapMaHTOB OCYHMEeCTBJIeHMA 16-18, OpUUeM KOPTUKOCTEPOMIOM HABJISAETCSH
IeKcaMeTas0H.

20. AH”TMTesjO kK CD38 1Jjd TpMMeHeHMS COTJlacHO JboMy U3

BapMaHTOB OCyIeCcTBJIeHUs 16-19, opryeM BTOPHM TepaleBTUUeCKUM
areHToM sgBJgeTca Velcade® (Gopresomud), NINLARO® (uxcasommd),
Kyprolis® (xapomnazsomud), Farydak® (nmamobuHocTaT), uUMkJIohpochammi,

Alkeran® (MeJibasiaH) , Thalomid® (Tamumommn) , Revlimid®
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(JeHamupmomya) , Pomalyst® (moMajgumoMmuI), OeKcaMeTa30H WK ajlbda-—
MHTepdepoH.
21. AH”HTHUTeJsijO K CD38 14 TIIpMMEHeHMS COIJIaCcHO JioboMy U3

BapMaHTOB ocylmecTBJieHMsa 12-20, nOpuuyeM aHTUTeJIO K CD38 BBOOAT B

KOMOMHaLUM C VHIMOMTOPOM IpPOTEOCOM, LUKJIOQOoCchaMmIOoM u
KOPTUKOCTEPOUIOM.
22, A”THTeJIO kK CD38 njad IOpMMeHeHMSA COIJIaCHO BapMaHTy

oCYIleCTBJIeHUS 21, OpuueM MHIMOMTOPOM MNpOoTeocoM gBjdeTcsa Velcade®
(BopTezoMMub) .
23. Ad”TUTeJsjO kK CD38 1OJj4 T[OpMMeHeHMSA COTJlacHO JoboMy U3

BapMaHTOB OCYmEeCTBJeHUA 21, 22, TOpUYeM UWHIUOMTOPOM IIPOTEO0COM

apjgerca NINLARO® (mxcasommb) .

24. Ad”TUTesijO kK CD38 1J4 T[pMMeHeHMS COTJlacHO JoboMy U3
BapMaHTOB OCYMECTBJIeHUA 21-23, IIpUUEM KOPTUKOCTEPOMIOM HABJISAETCH
IeKcaMeTas0H.

25. Ad”TUTesijO kK CD38 1J4 TpMMEeHeHMS COIJIacHO JioboMy U3

BapMaHTOB OCYyIWEeCcTBJeHud 21-24, opuyeM MHIUOUTOPOM IIPOTEOCOM

aBjsgerca Velcade® (BopTeszoMub) , a KOPTUKOCTEPOUIOM SABJIAETCH
oeKxcaMeTas30H.
26. A”HTHUTeJiO K CD38 1mjd TI[IpMMeHeHMS COIJIaCcHO JioboMy U3

BapMaHTOB OCyWeCcTBJeHua 21-25, opruuyeM MHIUOUTOPOM IIPOTEOCOM

aBiagercs NINLARO® (uxkcazommb) , a KOPTUKOCTepOMIOM  ABJIAeTCd
oeKcaMeTas3O0H.

27. A”HTUTeJjO kK CD38 1@mJj4 T[OpMMeHeHMA COTJIacHO JboMy U3
BapMaHTOB OCYMEeCTRBJIeHrsa 16-26, OpuueM aHTUTeJo kK CD38 u BTOpoM
TepaleBTUUECKUN aTeHT BBOIAT OINHOBPEMEHHO, IIOCJIeNOBAaTEJIBHO WK
pa3neJibHoO .

28. Ad”TUTesjO kK CD38 1Jj4 T[OpMMeHeHMS COTJlacHO JoboMy U3
BapMaHTOB OCYMeCTRBRJeHrsa 16-27, nOpuueM aHTUTeJIo k CD38 u BTOpoOM
TepaleBTUUECKUN aTreHT BBOIOAT OINHOBPEMEeHHO, IIOCJIelNOBaTeJIbHO WK
pa3neJibHoO.

29. A”TUTeJsijO kK CD38 1J4 T[pMMEeHeHMS COIJlacHO JoboMy U3
BapMAaHTOB OCylleCTBJIeHUa 21-28, OpuueM aHTUTeJO K CD38, MHIMOUTOP
IpOoTeOoCOoM, LUMKJOopoCchaMuI M KOPTUKOCTEPOMI BBOOAT OINHOBPEMEHHO,

I1ocjienoBaTeJIbHO WMJIM pPasIeJIbEHO.
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30. A”THUTes O k CD38 1mjd [OpMMeHeHMSa COIJlIaCHO JiwboMy M3
BapMaHTOB OCylleCTBJIEHU I 12-29, npuuem  AJIl XapaKkTepnusyeTcd
cepImeuHoM cTammuen I, cepOedHou cTaiuer 11, cepmeuHom crTammen IIIT
U ABJIAEeTCH PelUUIVUBUPYIIMM WM pedpaKTepHBM.

31. AuTHMTeJO K CD38 1Jd IOpMMEeHeHMSA COoTJlaCHO JioboMy U3
BapMaHTOB OCYIeCTBJIEHU A 12-30, IpryueM nanuueHTy IPOBOOAT
TPaHCIJIaHTAalMID I'eMOIIOTUUECKMX CTBOJIOBHX KJeTok (HSCT).

32. AHTHTeJs IO k CD38 1mjd [OpMMeHeHMS COIJIaCHO JioboMy U3
BapMaHTOB ocymecTBJeHusa 12-31, npuuem HSCT sgBIgeTcd aJlJIOTE&HHOM,
Ay TOJIOTUUHOM WMJIM CHUHITEHHOM.

33. Ax”THTes O k CD38 14 [OpMMeHeHMA COIJIaCHO JioboMy U3
BApPMaHTOBR OCYIeCTRBJIEHU A 12-32, IpryueM HSCT COOEPXUT
TPaHCIJIaHTAalMK CTBOJIOBEIX KJIETOK KPOBM, IIOJYUYEHHEX K3 KOCTHOTO
MO3Ta, KPOBM WMJIM AMHMOTHMUECKOM XUIKOCTH.

34. A"”TUTes O k CD38 1Jd [OpMMeHeHMSa COIJlaCHO JiwboMy M3
BApMaHTOB OCylleCTBJieHMa 12-33, OpuuyeM aHTUTeJ0O K CD38 BBOOAT
nepen, BO BpeMa uiam nocjie HSCT.

35. A”THUTes 0O k CD38 1mJd [OIpMMeHeHMSa COIJlaCHO JiwboMy M3
BapMaHTOB OCylleCTBJIeHMa 12-34, nOpuueM HDauueHTy IHepen HSCT Owula
IpoBemeHa XMMMOTepanmMsa M/WiIM palMallMOHHasd Tepanmns.

36. AHTHMTeJIO K CD38 1Jd IOpMMEeHeHMS CcOoTJlaCHO JioboMy U3
BapMaHTOB OCYmeCTRBJeHUsa 12-35, OpuueM HalUMeHTy OOIOJIHUTEJIBHO
IIPOBOOAT pPaIMOTepaluo.

37. A”THTeJ IO k CD38 1mjd [OpMMeHeHMS COIJIaCHO JiodoMy U3
BApMaHTOB OCYIECTBJIEHUA 12-36, npruyeM  aHTUTEJIO Kk CD38 He
oriocpenyeT YHUUTOXEHME CD34 -T10OJIOXM T eJIb HEIX TeMOIIOB TUUECKIUX
KJIeTOK-IIpedmeCcTBeHHNI IYTeM KOMILJIEMeHT-3aBUCHMOM LUUMTOTOKCUUHOCTU
(CDC) .

38. Ax”THUTes 0O k CD38 14 [OpMMeHeHMSa COIJIaCHO JiowboMy U3
BapMaHTOB OCYmMEeCTBJeHUd 12-37, OpuueM aHTUTeJio k CD38 MHIOYyLUPYET
YHUUTOXEHUE CD38-TI0JIOXM T EJIb HEIX JI1a3MOLUTOB Iy TeM
AHTUTEJIO3aBUCUMOMN KJIETOUHO-OIIOCpeNOBaHHOM HUTOTOKCUUYHOCTHU
(ADCC), AHTUTEJIO3aBUCUMOTO KJIETOUHOT'O daroumTo3za (ADCP) ,
KOMILJIEMEHT—3aBUCUMOM IMTOTOKCUUHOCTH (CDC), ariornTosa MJIn
MOOYJIALMY GQepMeHTaTMBHOM akTMBHOCTM CD38.

39. A”TUTeJsiO kK CD38 1mjd I[OIpMMeHeHMSA COIJlaCHO JiwboMy M3
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BapMaHTOB OCylleCTBJIEHUSA 12-38, npruyeMm AHTUTEJIO K CD38
KOHKYypUPpYeT 3a CBA3BBaHMe ¢ CD38 C  aHTUTEJOoM, conepXxamym
BapuabeslbHyID O00JIacThk TAXEJIOM Lelu (VH) ¢ SEQ ID NO: 4 u
BapnabesbHy 00JacThk JierkoM Lenm (VL) c SEQ ID NO: 5.

40. AuTHMTeJO K CD38 1Jd IOpMMEeHeHMSa COoIJlaCHO JioboMy U3
BapMaHTOB OCVYIIECTBJIEHUSA 12-39, opryueM aHTUTEJIO K CD38
CBABHBAaETCA II0 MeHbIeM Mepe C ob6JjgacTbio SKRNIQFSCKNIYR (SEQ 1ID
NO: 2) m o6bjyacteio EKVQTLEAWVIHGG (SEQ ID NO: 3) CD38 uejyoBeka
(SEQ ID NO: 1).

41. AxTHUTes O k CD38 14 [OpMMeHeHMSa COIJIaCHO JioboMy U3
BapMaHTOB ocylleCcTBJieHMsa 12-40, npudeM aHTUTeJIO K CD38 CoOmepXuT
AMUHOKMCJIJIOTHEE IIOCJIENOBATEJILHOCTU OIIpeNelfldlliMX KOMILJIIEMEHTAaPHOCTE
obJjlacTel TsaxeJio uenm 1 (HCDR), HCDR2 m HCDR3 ¢ SEQ ID NO: 6, 7
u 8 COOTBETCTBEHHO u aMVUHOKMUCJIO THEIE [IOCJIenoBaTEeJIbHOCTH
OIpeneyigmMx KOMILJIEeMeHTapHOCTL obJacTel Jerkom uenu 1 (LCDR1),
LCDR2 m LCDR3 ¢ SEQ ID NO: 9, 10 m 11 COOTBeTCTBEHHO.

42, A”TUTes 0O k CD38 1Jd [OpMMeHeHMSa COIJIaCHO JiwboMy M3
BapMaHTOB oOcCylleCTBJieHMa 12-41, nOpuueM aHTUTeJIO K CD38 COmepXuT
VH, comepxamyl aMMUHOKMUCJIOTHYIO I[IOCJIeIOBaTEJIbHOCTL, KOTOpad Ha
95%, 96%, 97%, 98%, 99% wmam 1003 KMIEHTHMUYHa IIOCJeIdOBaTEeJIbBHOCTU C
SEQ ID NO: 4, m VL, comepxalyl I[I0CJeHOBaTEJIEHOCTE aMUHOKMUCJIIOT,
KoTopasd Ha 95%, 96%, 97%, 98%, 99% wmgm 100% wMOeHTMUHAa
nocjenoBaTesbHOoCTM ¢ SEQ ID NO: 5.

43. AHTHTeJs IO k CD38 1mjd [OpMMeHeHMS COIJIaCHO JiodoMy U3
BapMaHTOB OCylleCTBJeHMa 12-42, npudeM aHTUTeJIO K CD38 CcomepXuT
VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5.

44. Ax”TUTesO0 k CD38 14 [OpMMeHeHMA COIJIaCHO JioboMy U3
BapMaHTOB OCylleCTBJIeHMsa 12-43, npudeM aHTUTeJIO K CD38 COmepXuT
TAKEJIYD Lellb, CONepXallyld I[IOCJeNOBaTeJIbLHOCTE aMMHOKUCIIOT, KOTOpas
Ha 95%, 96%, 97%, 98%, 99% mm 100% MIeHTMUYHa IIOCJeIdOoBaTeJIbLHOCTHU
c SEQ ID NO: 12, wu Jlerkyw Ilelb, conepXxamyrn aMMHOKUCIIOTHYIO
[IoCJIeIOBaTEeJIbHOCTL, KOTOpasa Ha 95%, 96%, 97%, 98%, 99% wmmm 100%
MIOeHTHMUHa [ocjemoBaTeJitHOCTM ¢ SEQ ID NO: 13.

45. A"”TUTes 0O k CD38 1mJd [OIpMMeHeHMSa COIJlaCHO JiwboMy M3
BapMaHTOB oOcCylleCTBJieHMAa 12-44, npuueM aHTUTeJIO K CD38 COmepXuT

TSxeJyio Lenbk ¢ SEQ ID NO: 12 m Jlerkyo Lenb ¢ SEQ ID NO: 13.
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46. A”TUTes 0O k CD38 1mJd [OIpMMeHeHMSa COIJlaCHO JiwboMy M3
BapMaHTOB OCylleCTBJIeHMa 12-46, HOpuueM aHTUTeJIO K CD38 COmepXuT
HCDR1, HCDR2, HCDR3, LCDR1, LCDRZ m LCDR3:

a. VH ¢ SEQ ID NO: 14 m VL ¢ SEQ ID NO: 15;

b. VH ¢ SEQ ID NO: 16 m VL ¢ SEQ ID NO: 17;

VH ¢ SEQ ID NO: 18 m VL ¢ SEQ ID NO: 19; wniu

d. VH ¢ SEQ ID NO: 20 m VL ¢ SEQ ID NO: 21, mnpuuem HCDRI1,
HCDR2, HCDR3, LCDR1, LCDR2 um LCDR3 omnpenejieHel o Kabat, Chothia
iy IMGT.

47. AHTHTeJO K CD38 1Jjsa TI[IpMMeHeHMs COIJIaCHO BapUaHTy
ocylmecTBJIeHUA 46, HOpuueM aHTUTeJIO k CD38 comepxurT:

e. VH ¢ SEQ ID NO: 14 m VL c SEQ ID NO: 15;
f. VH ¢ SEQ ID NO: 16 m VL c SEQ ID NO: 17;

g. VH ¢ SEQ ID NO: 18 m VL ¢ SEQ ID NO: 19; wmum

h. VH ¢ SEQ ID NO: 20 m VL c SEQ ID NO: 21.

48. Ax”TUTes 0O k CD38 1Jd [OpMMeHeHMSa COIJlaCHO JiwboMy M3
BapMaHTOB OCYmEeCTBJeHUa 12-47, npuueM aHTUTeJO K CD38 dBisgercsd
T'YMaHV3VMPOBAHHEM WJIM UeJIOBEeUeCKUM.

49. A”TUTesiO kK CD38 1mJd [OIpMMeHeHMSA COIJlaCHO JiwboMy M3
BapMaHTOB OCYylleCTBJIeHUA 12-48, [IpuuyeM aHTUTeJio K CD38 oTHOCUTCH
K m3oTuny IgGl, IgG2, IgG3 umm IgG4.

50. AuTHMTeJ0O K CD38 1Jd IOpMMEeHEeHMSA COoIJlaCHO JioboMy U3
BapMaHTOB OCYymecTBJIeHUSa 12-49, npuueM aHTHUTeJ IO K CD38 oTHOCHUTCH
K mzoTuny IgGl.

51. AxuTHUTes 0 k CD38 1mjd [OpMMeHeHMSa COIJIaCHO JioboMy U3
BapMaHTOB ocymecTBJeHrsa 12-50, mnpuueM aHTUTeJJo kK CD38 BBOIOAT
BHYTPUBEHHO.

52. Ax”TUTes 0 k CD38 14 [OpMMeHeHMdA COIJIaCHO JioboMy U3
BapMaHTOB OCymecTBJIeHMA 12-51, mnpuueM aHTUTeJO K CD38 BBOIOAT
IOOKOXHO B (QapMalleBTUUECKOM KOMIIO3UIIMM, CcolepXalell aHTUTEJIO K
CD38 m ruallypoHMIA3y .

53. AHTHMTeJsij0O K CD38 1mJjsa I[IpMMeHeHUsa COIJIaCHO BapUaHTy
ocymecTBJIeHMS 42, B KOTOPOM TIHMaJlypoHMIasa IpencTaBjsgeT cobon
rHuPH20 ¢ SEQ ID NO: 22.

IpuMep 1. MaTepmaji M CIOCOOH

ManmenTamMm ¢ MM wm AJlll #OpoBOIOWJIM MOOUIM3ALMID UM OTOOP



6’/

CTBOJIOBEIX  KJIETOK KPOBM IO YTBepXOeHHOMy IRB  KIMHUUECKOMY
MCCIJenOBaHNo (Me IMIIMHCKUN LLEHTP TadpTca IRB e 10680,
«JJOKJIMHHUYECKUE uccJgenoBaHmus DARZALEX™ (DapaTymMmymaba) B
MOOHIINB0OBAHHEIX CTBOJIOBBRIX KJIETKAX WM TPAHCIJIQHTATAX OJA HalMeHTOB
c 3BaboJieBaHMSAMHK KJIOHAJIBHEIX ILJIaBMOIIMTOB») , TpebyKnlleMy IMCBEMEHHOTO
VMHOOPMMPOBAHHOTO cCcoIjlacuA. MOOMIMBOBAHHEE CTBOJIOBHE KIIETKM KPOBU
M KJIETKU-TIPeOMeCTBEHHULE MCIOJb30BaIM OJS MWMCCIeIOBaHMA BJMAHUA
DARZALEX™ (mapaTymymaba) Ha pocT CD34* «kJjeTok 1in vVvitro.
VcnosnezoBajM Kak oToBOpaHHHEe 110 CD34, Tak U He OTOoOpaHHHE
MOOMIIM30BAHHEE KJIIeTKU-IIPENUEeCTBEHHNMIE KPOBM OT IalUMeHTOB C MM u
AJlll. OueHuBaJM BJIMAHMe DARZALEX™ (mapaTymyMata) WM aHTUTesa
V30TUTIMUECKOTO KOHTPOJIA Ha POCT KOJOHUM KIEeTOK-TIpelmeCTBEeHHUI] 1in
vitro B aHajlM3ax Ha IOJYTBEPIOV cpele B KadecTBe IloKa3aTeld
BO3IEeMCTBUI DARZALEX™ (mnapaTyMmyMaba) Ha mpoJimbepalno
reMoOnoOsTHUUecKMux CD347% KIleTOK-IIpellleCTBEHHUII YeJIOBeKa.

AHaJM3H KJIETOK-IPpedmleCTBEHHNUII B MeTMILEJJINIIO3e, CcoIepXalen
pPeKOoMOMHAaHTHHE LIUTOKMHEL (Stem Cell Technologies, 1. BaHKyBep,
wr. KanmudpopHud, CIIA; N 10 KaT. 04435), BHIIOJIHAJIM  COIJIAaCHO
VHCTPYKLUNM M3TOTOBUTEJIA Ha OTOOpaHHEX IO CD34 M He OTOOPAaHHHX
MOOMIIM3OBAHHEIX CTBOJIOBHIX KJIETKax KpOBU C 1-T0 IOHA [OIPOOYKTOB
JeMkadepesa IIpM pasHHX KOHUeHTpauuax. OTdop no CD34 HOpoBOOMIM C
IoMomeln ycTporcTBa Miltenyi MiniMacs. He oTo®paHHEHeEe 0o CD34
KJIETKM MCIOJIL30BaJM B KoHUeHTpauuu O0,5x104/m1, a oToOpaHHBE II0
CD34 xJeTkKM - B KOHIeHTpaury 500 KJIeTOk/MiI. AHAJM3E BHIIOJHSAJIV C
DARZALEX™ (mapaTymyMaboMm) NI C KOHTPOJIEHEIM AHTUTEJIOM B
[IepeMEHHEX KOHLEeHTpalMaAx; B HEKOTOPHX aHaliM3axX KJETKM HaHOCUIIN B
cperne, comepxamer DARZALEX™ (mapaTymymad) MM  KOHTPOJIbBHOE
AHTUTEeJIO, & B OPpyI'MX aHallin3ax KIJIeTKM HaHOCWIIM IIOCJe WMHKyOaluu
npu 37°C B 5% CO2 B TeueHMe OIHOTO Yaca B HACHIMEHHOW KOMILJIEMEeHTOM
CHIBOPOTKe ueJjloBeka ¢ DARZALEX™ (mapaTymymMa®oMm) WMIM KOHTPOJILHEM
aHTUTeJIoM. KOJIOHMM TIOOCUMTHBAaJIM Ha 14- gpgedHs (CFU-GM, BFU-E,
CFU-Mix) .

DpuMep 2. CD38 oSKCIpeCCHUPYEeTCs Ha KIJIOHAJIBHHEX ILJIaBMOLIMTAaX
AJlL,

KiloHaJIbHBEIE ILJIa3MOLMTH I[NalurMeHTOB C AJlll SOKCIIPECCHMPYIT BEICOKUE
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ypoBHM MPHK 1nma CD38 Ha OCHOBaHMM TPAHCKPUILMOHHHX HOpOoQuien
IJIa3MOLMTOB KOCTHOI'O MO3Ta, COpTHUpOBaHHHX IO CD138F mMeTomom FACS
(n=16, GEO GSE24128; Zhou et al., Clin Lymphoma Myeloma Leuk 12:
49-58, 2012), KOTOpHE IIOJIYyYeHE IIpM I[IOCTaHOBKEe »Oual'HO3a Ileper
Tepanuemn (Qur. 1). Kpowme TOTO, B aHaJM3e UMMyHObQeHOTHUIIa
ILJIa3MOLUMTOB KOCTHOTO MO3Tra o CD138f oT [DauMeHTOB C BIEPBHE
orarHocTUupoBaHHEM AJIll, CD38 MNOCTOSHHO OOHAPYXMBAJIM Ha KJIETOUHOM
IIOBEPXHOCTM BO Bcex cJydvaax (Paiva et al., Blood 117: 3613-¢6,
2011) .

[TpumMep 3. NK-kJjieTKHU oT rnalumMeHTOB C AJIT ABJIAITCSA

OYHKUIVOHAIN3UPOBaHHBIMA " MHOIYIUPYIOT ADCC, OIIOCPEIOBAHHYIO

DARZALEX™ (mapaTymyMat®oM), OPOTHMB SKCOpeccupyommx CD38 KJIeTok
Uepes TPM HeOeJ M IIOCJIe TPpaHCIJIaHTalMM CTBOJIOBEHX kJIeTok (SCT)
CorJjiacHO yTBepxIeHHOMY IRB TMPOTOKOJNY MCCIeOOBaHUM, KOTOPHM
onMcaH B IpuMepe 1 U TpedyeT [IUCBMEHHOT'O MHOOPMUPOBAHHOIO
corgiacusga, NK-kjeTkm (CD3-/CD56+/CD16+) rnojydajlMd OT IIalMeHTOB C
AJIIl uyepes Tpu Helenu nocjye SCT M OLEHMBAaJM, OIpenejydd IIPOLEeHT U

yncyio NK-kJjleTok B ofBpaslax HepubeprMueckod KPOBM, U aAKTUBHOCTL In

vitro DTUX 20OEeKTOPHEIX NK-xJeTOK BMeCTe C DARZALEX™
(DapaTymyMaboMm) OlleHMBaJIA B aHaJm3zax ADCC Ha rJiasmMoumTax
yeJIOBEKa (MM1S KJIETKax) B KauecTBe  MUIIEHEeM. MM1S KJIETKU

SKCIPECCUPYOT BECOKME YpoBHM CD38, dUTO z»ejlaeT UX [IpMeMIIeMbMU
MMUIIeH AMU nJjia DARA. [TpoToOUuHy LM TOMETPUIO BEITIOJIH AJIN C
MCIIOJIb 30BaHUEM Habopa FlowCellect™ 0JIs XapakTepu3alun
eCTeCTBEHHHX KWJIJIEPHEIX KJIETOK uYeJioBeka (Millipore, 1. Buliepuka,
mT. Maccauycerc, CIIA; N 0o kxar. FCIM025164). BuoJIOMMHECILIeHTHHE
aHaJIM3E LOuToTOoKCcHUUuHOCTM (Cell Technology; 1T. MayHTMH-Bro, WT.
Kamupopumsa, CIA) BHIIOJHAJIM, CJeOyd MWHCTPYKUMAM WM3TOTOBUTEJIA.
KoHIeHTpalMl KJIETOK-MMUIIEHEW ONTMMM3MpoBalIM Io 5b000 wjgeTox MMI1S
Ha JIYHKY. KIJIeTKM-MUIIeHM MHKYOMpoBaJM ¢ DARZALEX™ (mapaTymMmyMadoM)
WM C KOHTPOJIBHEIM aHTUTeJoM (IgGl kamnma dYejioBeKa, Sigma-Aldrich,
r. Ceur-Jlync, mT. Muccypmu, CIA) Ha ypoBHe 100 HT/MI B TeueHMe 15
MHYT npu 37°C B mHKyOaTope c 5% COz2. 3BaTeM ux OOOaBJIAIM B JIYHKU
¢ NK-xJjeTkaMM OT IIalUMeHTOB B KOHLUeHTpaluuyu 5S00eKTop: KIeTKa-

vumeHs=10: 1. KogmuecTBOo NK-KJIeTOK B KaxmoM Ipode pPacCCUMTHBAJIN
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Ha OCHOBe XapaKTepMu3aluM CBeXux oO0pa3lLoB OT I[IalMeHTOB MeTOIOM
HpOTOT{HOﬁ IMTOMETPUIN . ADCC olipenelidji IIyTeM BEUYMCIIEHMA BEJIMYVHEL
JIIOMVMHECIIeHIIMY IJIA KaXIOoI'O YCJIOBMA peal'IpOBaHMA B COOTBETCTBUMNM C
VMHCTPYRKRIOIMAMN M3ITOTOBUTEIJIA, NCIIOJIE3Y A CTaHIOapTHEIE KOHTPOJIN .
KommuecTBO JM3Mca Ha cuTyaumwn (% ADCC) omopemensalsM C IIOMOIBIO

ciyleyrnmmnx pacdeToB:

oe

ADCC= (IIpoba) - (xkoHTpoJb 1) - (xKoHTpoOJE 2) x 100

(KOHTPOJIE 3) — (KOHTpPOJb 1)

[lpoBa: mpoba ¢ DARZALEX™ (mapaTyMyMadoM)

KoHTposis 1: aHalM3 C M30THUIMUECKMM KOHTPOJIEM (LlejleBOe
CIIOHTaHHOEe BEHCBODOXIeHME)

KoHTpoJIb 2: HeT aHTUTeJla, HeT 20PeKTOPHHX KIEeTOK

KouTpoJsib 3: MaKCUMaAJBLHHN JIM3UC B OIPUCYTCTBUM pearleHTa MOJd

JIM3nca

KoJIMueCcTBO CIOeUUPUUHOTO JM3Mca OT DARZALEX™ (mapaTrymymaba)

Q Q

BEUMCJIAINU I[IyTeM BHUMTaHMA % ADCC C M3OTUIIMUECKMM KOHTPOJIEM HU3 3

ADCC ¢ DARZALEX™ (mapaTymymadoMm) .

Kak mnokaszaHo Ha Oour. 2, NK-KJIeTKM COCTaBJAJU IIOUTH OIOHY
TpeTb OT BCEeX MOHOHYKJICAPHHX KJIETOK B IIepUdepUUuecKoM KpPOBM OT
nalureHToOB c AJII (n=9) yepes 3 Heneu rocJie SCT. B

OMOJIOMMHECLEHTHRX aHaJu3ax ADCC NK-kjJeTkM oT HnaumeHToB ¢ AJ]

(n=6) B coyeTaHuUM C DARZALEX™ (DapaTyMyMadoM) MeJin 32%

MeIVaHHBEM CHeUUMOUUHBNM JIM3UC (MHTepBaJ OoT -3 mo 73%).

[IpuMep 4. DARZALEX™ (mapaTymMyMad) He MHOYLMPYET YHHUUTOXEHME
reMonosTruueckmux CD34" KJEeTOK-INpellleCTBEHHMI], TaXe HeCMOTpS Ha
BHICOKMM YPOBeHbL DkchIpeccur CD38, HaboIaeMbll B STUX KJIeTKax

Skchnpeccurn CD38 Ha CD34" kJjeTkKax aHallU3MpPOBaJIM MeTOINOM
IPOTOUHOM LUTOMETPUM C OpuMeHeHUeM APC-KOHBIOTMPOBAHHOTO aHTUTeJla
Kk CD38 ueJjoBeka (HIT2, Biolegend, 1. Cau-Iuero, mtT. KaamudopHusd,
Cha) . CD34+ KJIeTKUA MMeJIn BHEMHUN BUI MMeJIoBJIacToB "
DKCIIPECCUPOBAaIM BHCOKME ypoBHM CD38 (dur. 3).

Biausaume DARZALEX™ (maparTymyMmata) Ha pocT CD34% KJIeTOK 1n
vitro wmccJemoBaJM C MCIOJIB30BaHMeM MOOMIJIIM30OBAHHHX  CTBOJIOBHIX
KJIETOK ¥ KJIETOK-IPellleCTBEHHNI KPOBM OT IalumMeHTOB Cc MM wm AJll,

KOTOPEIM IIPOBOIOMIIN MOOMIIM3ALUL U OT@Op CTBOJIOBEHX KIJIETOK KpPOBU
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COTJIaCHO YTBEpPXIOeHHOMY IRB KIMHMUECKOMY MCCJIeNOBaHML, TpedyrileMy
MHOOPMMPOBAHHOT'O COIJIaCKsa, KaK OIMCaHO B HIpuMepe 1. VICIIOJIBE30BaJIM
Kak oToOpaHHHe 10 CD34, Tak ¥ He O0TOOpaHHHE MOOWUIIM3OBAHHEE
KJIEeTKU-NIPenNueCcTBeHHNIE KpOBM OT HauueHTos ¢ MM u  AJl, wu
OLleHMBAJIM BJIMAHME »OapaTyMyMa®a WM M30TUIMUECKOTO KOHTPOJIBHOTO
aHTUTeJla In VIitro Ha POCT KOJIOHMM KJIETOK-IIPelmeCTBEeHHUI] B
aHalM3ax Ha IOJIyTBEepIoM cpelle B KauecTBe IoKaszsaTeNld BO3IeMCTBUSA
DARZALEX™ (mapatymyma®a) Ha OpojamMbepalrio TeMONo3THUeckux CD34+
KJIETOK-IIPEeNIIeCTBEeHHUIL UeJIOBeKa .

AHaJIM3H KJIETOK-NpedmeCcTBEHHUII B MeTMILEJIINII03e, CcoIepXamen
peKoMOMHaHTHEHEe LIMUTOKMHEL (Stem Cell Technologies, 1. BaHKyBep,
mr. KanmudpopHwd, ClIA; N 10 KaT. 04435), BHIIOJIHAJIM COIJIaCHO
VMHCTPYKLUMAM M3TOTOBUTEJIA Ha OTOOpaHHEX [0 CD34 min He OTOOPAaHHEHX
MOOMIIM30BAHHEIX CTBOJIOBHX KJIETKax KPOBM CO 1-T'0 IOHA [IPOOYKTOB
JeVikabepesza OpM Pas3HHX KOHIUeHTpaluuax. OTdop no CD34 NOpoBOOAMIIMU C
noMomeln ycTpoycTBa Miltenyi MiniMacs. He oToOpaHHEHeEe 100 CD34
KJIETKM MCIIOJIL30BaJM B KoHUeHTpauun O0,5x104/mi1, a oTOOpaHHBE II0
CD34 xJjeTkM - B KoOHUIeHTpauuy 500 KJIeTOK/MJI. AHAJM3HE BHIIOJHAJIM C
DARZALEX™ (mapaTymMmyMaboM) NI C KOHTPOJIbEHEM AHTUTEJIOM B
[IepEeMEeHHEX KOHLEeHTpalMAaAX; B HEKOTOPHX aHaliM3axX KJIETKM HaHOCUIIN B
cpene, comepxamer  DARZALEX™ (mnapaTymyma) MM  KOHTPOJIBHOE
AHTUTEJIO, a B IOPYIMX aHajlM3ax KIeTKM HaHOCUIIM IIOCJe MHKyOaluu
npmu 37°C B 5% CO2 B TeueHMe OIHOTO UYacCa B HACHIMEHHOW KOMILJIEeMEeHTOM

CHIBOPOTKe ueJloBeka ¢ DARZALEX™ (mapaTymyMa®oM) WMIM KOHTPOJIbLHBM
aHTUTeJIoM. KOJIOHMM TIOOCUMTHBaJM Ha 14-1 peds (CFU-GM, BFU-E,
CFU-Mix) .

OTTadgHHHE KPMOKOHCEPBUPOBAHHEE He OTOOpaHHEE MOOMIIM3O0OBAaHHEE
KJIETKU-TIPEeIMEeCTBEHHUIIEL KPOBM BHpAacTaJM B CXOXMX KOJIMUECTBaAX B
CFU-GM (dmr. 4A) wm BFU-E (dur. 4B) B KyJIbTypax <C DARZALEX™
(mapaTymymMaboM) MIYM B M30TUIMUECKOM KOHTPOJIE (500 mgm 1000
HT/MII) , B CpaBHEHUU C KOHTPOJIEM tes aHTUTEJ. B DTUX
DKCIIEPUMEHTAaxX OTTasgHHBEE, He OoToOpaHHEE MOOMIIM3OBAaHHBE KIIETKU—

INpenqmeCTBEeHHNMIEL KPOBM HaAHOCHWJIIM B KOHIEHTPpallM 5x104 xjeTOK Ha MI

IOJIYTBEPION  Cpend (Me TMJIIL EeJIIIIIIO 31 ) B npucyTcTBuM  DARZALEX™

(maparymymaba) WIM MIOTUIMUECKOTO KOHTpoJsg (500 ur/mMiu mim 1000
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Hr/mi) . CFU-GM u GFU-E HOOCUMTHBAJM uUepe3 IBe HeleJM KakK IIPOLeHT
CFU-GM B cCpaBHeHUM C KOHTpoJieM 0B8e3 aHTuTej. CTOUT OTMETUTHL, UTO
B IulaHmeTax ¢ 1000 HT/MI aHTHUTEJ U30TUIMUECKOTO KOHTPOJIS OBJIO
3HauUMUTEeJNbHO OoJibime CFU-GM 1o HedCHOW IpUUMHE.

OLeHMBaJIM TakKxke BAMAHUe DARZALEX™ (maparymymata) Ha CBexue,

He OoTOBOpPaHHEEe MO OMJIM30OBaHHEIE KJIETKU-IIpe e CTBEHHUIIE KPOBU.
DARZALEX™ (mapaTymyma®) He OPUBOIMII K CHuMkeHuo CFU-GM (dur. b5A)

min BFU-E (dur. 5B). Kax DARZALEX™ (mapaTyMyma) , Taxk U
M30TUNINUECKNY KOHTPOJBb TIOBHmMaIM obpa3zoBaHue CFU-GM Ha CXOXUX
YPOBHAX B CpPaBHEHMM C KOHTpOJIeM 0e3 aHTUTeJ.

OLleHMBAJIM CHOCOOHOCTE DARZALEX™ (mapaTymMyMada) MHIYLIUPOBATDL
CDC B CBEeXux, OTOOpPAaHHEIX II0 CD34 I'eMOIIODTUUECKMUX  KJIeTKax-—
OpelmecTBeHHMIIax. CD34" KJeTKM MHKyOMpoBaliM B 10% HachHmeHHOU
KOMILJIEMEHTOM CHBOPOTKE UeJjloBeka 0e3 auTuresl ¢ 500 HD/MI
DARZALEX™ (mapaTymyMmata) miau 500 HT/MJI M30THUIMUECKOTO KOHTPOJIS B
TeueHre 1 uyaca, a 3aTeM HaAHOCWIM IIpAMO B IIOJYyTBepOyl Cpeny.
OueHnBanu obpaszoBaHMe KOJOHUM Ha 500 oTobpaHHHX 0O CD34 KIETOK.
DARZALEX™ (mapaTymyma®) He NPUBOIMI K CHMXeHuo CFU-GM (dur. 6A)
i BFU-E (dur. 6B), ykKaswHBag Ha TO, UYTO JaHHOEe aHTUTEeJIO He
vHOoyuuposaJio CDC Ha MCXOOHBEE KJIETKU-NPpeNUeCTBeHHNMIE, OTOOPaHHEX
rno CD34, HecMOTpA Ha »kcHOpeccur CD38 Ha 5TUX KJIeTKaxX. [Io HesSCHBM
npuurHaMm yBeJMueHMe BFU-E HaOmomanmu B 2 nOpobax ¢ obpadoTkomn
DARZALEX™ (mapartymymatom) . DARZALEX™ (mapaTymMymMad) yBeJIMUMBAJ
KOJIMUYeCcTBO oOpa30BaHHEX BFU-E.

Biauauue DARZALEX™ (maparTyMmyMafa) Ha CBexre, OToOpaHHBEE IO
CD34 T1eMONo3THUEeCKMe KIIETKU-IIPelIeCTBEHHUIE TaKXe MCIBTHBAIM IIyTEM
HaHeCEeHMVA KJIETOK MNPAMO B MeTMJILEeJJIoNo3y, comepxamyio 500 HD/MITI MIu
1000 ur/mi DARZALEX™ (mapaTyMyMafa) WM M3O0TUIMUECKOTO KOHTPOJIL,
WIM KOHTpoJg 0e3 aHTtureJ. OO0pa30BaHMe KOJIOHMM OlleHMBaJIM Ha 14-u
nens g CFU-GM Ha 500 kjeTokx, oTobpaHHHX o CD34 (dur. 7A), wWiIu
niga  BFU-E Ha 500 «kJjeTok, oToOpaHHEX IO CD34 (dmr. 7B). He
HaBJoOaJIoCk CHWXeHMd OO0OpasoBaHMA KOJIOHMM NOIpY JioOOM KOHLEeHTpaluu

DARZALEX™ (pmaparyMmymaba), UYUTO YyKa3HBaeT Ha OTCYTCTBME TOKCHUUHOCTH

DARZALEX™ (maparymyma®a) mida obOpas3oBaHMa KOJIOHMIM CD34% KJIeTOK B
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IOaHHOM cCucTeMe aHalm3a. Ha our. 6A, 6B m 7A IIoKa3aHH pesyJbTaTh
IS MOOWMIIM3OBAHHBIX KJIETOK-IIPEOIIeCTBEHHUII KPpOoBM OT 1 maumMeHTa Cc MM
M 2 TIalumMeHTOB C  AJI. Ha oQwur. 7B 1okazaHel pPes3yJbTaTH  OJid
MOOMIIMBOBAHHEIX KJIETOK-IIPeNIleCTBEHHMI] KPOBM OT 2 HnauueHTor ¢ MM u 1
nauveHTa c AJlll. AHaiaMs3e Ha BFU-E B mnpucytrcrtBum 500 HID/mMia DARZALEX™
(napaTymyMaba) IIO HesSCHBEM I[IPpUUMHaM COIOepXaJlM 3HauuTeJIbHO OoJiblle
BFU-E.

[Tpumep 5. ADCC ron oeyicTBUeM NK-kJjieTOK raluueHTa,

onocpenmoBaHHas DARZALEX™ (mapaTymMyMad®oM), SaBUCUT OT TeHOTHUIIA

FcyRIITIA
T'enomvmuyo JHK w®3 KJIETOK IallMeHTa MWMCIOJIb30BaJIM B aHaJlM3e Ha
ocHoBe IIIIP C mnOpuMeHeHMEM paHee OIMCAHHEIX CIIOCOOOB U IpalMepoB

(Hatjiharissi et al., Blood 110: 2561-2564, 2007). AMIIJIMKOHH
CEeKBEHMPOBaJIM ¥ aHaJM3upoBaJiM Ha noJmMopomsm 1o FcyRITITA-158.
CrnelumMomuHell Jm3uc oT DARZALEX™ (maparymymaba) B aHaimmsax ADCC vy

NnauyeHToB C ajulensamu FcyRIIIA-158aa, komupywommvm V/F um V/V,
CpaBHMBaIM C ToMosuroTamu F/F.

AHaJsiM3 Ha OcHoBe IIIIP 1nokasaj, 4YToO M3 »OecCATU IalMeHTOB,
oOCJIeIOBAaHHEX B HOaHHOM paboTe, y WeCTM NaluMeHTOB OBJI IIOJUMOPOM3M
V/F wim V/V, u oHu wumesu 60% MeOMaHHYK aKTMBHOCTL JmM3uca (31-
98), a vy 4 6wnm ajuiesin F/F u 17% Memma”uwi Jjmsuc (0-32) (dur. 8;
P < 0,05, OBYCTOPOHHUV KpUTepul MaHHa-YUTHU) .

VMcxomHasa Koppesidumsa Mexnoy IIoJMMopdu3MoM Fc-pelenTtopoB u ADCC
non BJMsaHMeM DARZALEX™ (maparymyma®a) MOXeT pPacCMaTpVBATHCS B
OyOyIMUX KIVMHUUYECKUX MCIETaHMAX .

IpyMmep 6. PaHOOMM3UMPOBAHHOE MCCJeloBaHMe 3-M Gas3k IJIS OlLIeHKU
shdeKTUBHOCTM U OesomacHocTy DARZALEX™ (maparymyMma®a) B KOMOMHAIUMA
c umrJIopochaMmIoM, oopTesoMMOOM U IeKCcaMeTa30HOM (CyBorD) B
CpaBHEeHUN C Tepanmen TOJIEKO CyBRorD B Clly4dasax BIIEPBHE
OIMaTrHOCTUPOBAHHOTO CHMCTEMHOT'O amMmionnosa AJll]

[IpOBOIMIIM OTKPHTOE MCCJeloBaHue 3-¥ ¢asH Ha OBYX KOTOpTax,
CcpaBHMBaIee Tepanmio DARZALEX™ (mapaTymyMmad®toMm) B KOMOMHALUM C
CyBorD (umkiodpochamMmmoM, OopTezoMMOOM M IeKCaMeTas30HOM) M Tepallui

TOJIBKO CyBO]fD Ha cyOBekTax C BIIEPBEIE IMAarl'HOCTUMPOBAHHEM aMWJIOVMIO3O0OM
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AJII.

B HacTodAmee BpeMs He CYIeCTByeT OIOOpPEHHHX JI€KapCTBEeHHEX
CPpenCTB OnJfa JedeHusa ammJounosa AJll. IIpn OTCYTCTBUM OLNOOPEHHOTO
JledeHUs, IpelOlMCHBalTCA JIeKapCTBEHHHEe CpeOcTBa, paspaboTaHHEE
0JIg JIedeHMs MHOXEeCTBEeHHOM MueJioMul. KomOuHaliua CyBorD uame BCeTro
npmMmeHdgercda B EC m CIA kKak HaudaJlbHOe JleueHMe amvuionnosa AJlll
(Venner et al., Blood 119: 4387-4390, 2012; Mikhael et al.,
Blood 119:4391-4394, 2012; Jaggard et al., Hematologica 99:1479-
1485, 2014; Palladini et al., Blood 126:612-615, 2015).

T'naBHas Uenb

TylaBHad LeJib 3akKJouUaeTcd B OLEHKe IIOJIHOTO I'eMaTOJIOTMUECKOTO

OTBeTa y HauuMeHToB c AJll nociye Jeudenud DARZALEX™ (mapaTymMyMadowm)
B KoMOuHaumum ¢ CyBorD B CpaBHEeHUM C JieUeHMeM ToJibko CyBorD.

BTopuuHie Lenu

¢ QlleHKa BEXMBAEMOCTM 0e3 IOIpoTrpeccUupoBaHmUsa 3abojieBaHMA Ha
OCHOBAHMM CMEPTHOCTM IO JIOOBEM OpUUMHAM ¥ I[IPOTPeCcCUPOBaHUA
3aboJIeraHuAa (mporpeccupoBaHue 3aboJieraHuAg, BKJIIOUA A
OporpeccrupoBaHre 3aboJiIieBaHMA II0 TeMaTOJIOTUM U IIpOoTpecCUpOBaHue
3aboJIeBaHMA B opl'aHaxX COIJIaCHO eOMHBIM pPeKOMeHIalUWMaM) ;

® OlleHKa IIoKaszaTeJley oTBeTa B opraHax (OrRR) (Comenzo
2012) :

O IIOUKWU,

O cepnue,

O IIeueHb;

® oOlleHKa IIoKalaTeJiel YPOBHA TIeMaToJiormueckoro oTeBeTa (ORR)
u nokaszaresien YPOBHSA I'eMaTOJIOTUUEeCKOI'O OoTBeTa VGPR MJIn
VIIYUIIeHHOTO YPOBHA (T. e. IIOJHHEM OoTBeT+VGPR) ;

® oOlleHKa IoKa3aTeJleM NpoTlpeCcCCHMpOoBaHMA B opraHax IJa cepnla,
oyeK, IIeUueHu;

® oOlleHKa IJMUTEeJILHOCTM UM BpeMeHM OO TIeMaToJiormueckom CR u
VGPR MM YyJIyUlleHHOM peakKlMM COOTBETCTBEHHO;

® OlleHKa IJIMTEJIBHOCTUM UM BPEeMeHM OO OTBeTa B Oopl'aHaX;

. olleHKa Be30M1acHOCTHU u IepeHOCUMOCTH DARZALEX™
(maparTymymaba) NOpM BBeleHUMM B KoMOumHauuum c CyBorD;

® olleHKa dapMakKoKMHeTrkM DARZALEX™ (mapatymymada) ;
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® olleHKa UMMyHOTeHHOCTHM DARZALEX™ (mapatymyMmaba) ;

® OlleHKa TepaleBTUUeCKOTO soderkTa I[IO0 OTUETHHM pes3yJibTaTaM
nauveHTok (PRO), BrImoUad aHKeTHpPOBaHME 3OOPOBbA SEF-36, u3MepeHUA
EuroQol-5 (EQ-5D-5L) u QLQO-C30 EBponenckon opraHmM3alumuM IO
MCCJIeHOBAHUAM U JIEUeHMIO PaKOBRHX 3abdojieBaHuy (EORTC) .

[IouckoBHEe Lienu

e OleHkKa OMOMAPKEPOB OTBEeTa, BKJIOUAS BHCOKOUYBCTBUTEJILHLM
(BU) TpomnoHMH T;

L UCCJIenoBaHue froOMapKepPoOB oJs IPOTHO3a oTBeTa VI
PE3UCTEHTHOCTU K Tepalluu;

® IICCJIENOBaHMe CTaTyca MMHMMAJIBEHOTO OCTAaTOUYHOTO 3aboJieBaHMA
Yy TaluMeHTOB C aMMJIOMIO3OM.

Kpurepun olleHMBaHUA

OCHOBHOM KPUTEPUN OLIEHVUBAHUS

TJIaBHEM KPUTEPMEM OIlLIEHMBAHMA HABJIAKRTCA TIoKasaTeJ M IIOJIHOTO
TeMaTOJIOTMUEeCKOTO OTBeTa.

BTOpMuHEE KPpUTEpPUU OLIeHUBAHUS

BTOpPMUHEIE KPUTEPUM OLIEHMBaAHMA 5BOPeKTMBHOCTM BKJIOUAKT B
ceb4:

® BLIXMBAeMOCThL 0e3 IIpoI'peccHMpoBaHMA 3abojieBaHua (PEFS) Ha
OCHOBAaHMM CMEPTHOCTM I10 JIOOHM IIPUUMHAaM;

® T[oka3zaTesiM OTBeTa B opraHax (OrRR) @mng nouek, cepnua,
[IeyeHu;

e Oo0myn BHXMBaeMOCTbL (0OS);

® BpeMs Oo cJenyomero JedeHmusa (TNT);

® BpeMs OO HIpoTrpeccupoBaHUa z3aboJjeBanHusa (TTP);

® BpeMs OO TI'eMaTOJIOTMUYECKOTO MNPpOTpecCHUpOoBaHMA 3aboJieBaHMUL;

¢ O0mMM I'eMaTOJIOTUUECKUN OTBET;

® T[okazaTesIM TIeMaToJIOTUMUeCKOM peakiuuu VGPR WM yIIydlleHHOM
peaKLun ;

® BpeMsd IO IIOJIHOTO TeMaToJIOTMUecKoTo oTBeTa (miam VGPR, wim
YIIYUIIEHHOTO OTBETA) ;

® UIMTEJIbHOCTE I[IOJIHOTO TIeMaToJlIoTMueckoro oTeeTa (mym VGPR,
WY YJIYyUIIEHHOTO OTBETA) ;

® BpeMA OO OTBeTa B OpraHe;
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® JIMTEeJILHOCTL OTEBeTa B OpTraHe;

® OlleHKY BO3OeMCTBUA JeueHMA IO OTUeTHHM pe3yJibTaTaM
nauuMeHToB, BrJmoUas EORTC QLQO-C30, KOpOoTKyKL QOopMy 36 00CJIeHOBaHUS
300pOBEA (SF-36) M eBpPONeNMCKYK aHKeTy OlleHMBaHMA KadeCTBa XU3HU
10 OATM HokazaTesaMm (EQ-5D-5L).

[lonckoBasi KOHEeUHasl TOUYKaA

[loMCcKOBOM KOHEeUHON TOUKOMN aBJigeTcs OlleHKa craTyca
MVHMMAaJIbHOT'O OCTaTOUHOTO 3aboJieBaHuUA Y NaluvMeHTOB, KOTOPHEE
OOCTUIJIM TIOJIHOTO TI'eMaTOoJIOTMUECKOTO OTBeTa B KOCTHOM MO3Te U
KPOBMU.

Tmroresa

TslaBHad THUIOTe3a OaHHOTO MCCJeIOBaHMA 3akKJnuaeTcsa B TOM,
yro DARZALEX™ (maparymymatd) B koMOuHaluuu ¢ CyBorD OymeT yJyullaThb
nokaszaTeJsiM I[IOJIHOTO TeMaToJIOTUMUeCKOTO OTBeTa B CpaBHeHUM C
Tepanue ToJibKO CyBorD y Ccy®BeKTOB C BIEepPBHEe OMAaTHOCTUPOBAHHEM
aMmIongosoMm AJIl.

[Inran mccraenoBaHUSA

3TO MHOT'OLIEHTPOBOE OTKPEITOE uccijgenoBaHue 3-m dasw,
OpOoBOOMMOE B IOBYX KOTOpTax, B XOoIoe KOTOpOTO CpaBHMBAKT Tepalluio
DARZALEX™ (mapaTymymMatoMm) B kKoMOMHaluu ¢ CyBorD ¥ Tepaluio TOJLKO
CyBorD N CYOBEKTOB C BIIEPBHE OMaTHOCTHUPOBAaHHEM AJIIT.

HpM@J‘IMSMTeHbHO 360 cyOBEeKTOB B HOBYX PaHIOMM3IVMPOBaAaHHEX KOI'OpTax,

KOTOPEHIE MCXOIOHO IoJIy4Yalim JIMB0 CyBorD, JIMB0 DARZALEX™
(mapaTymymab) B KOMOMHAaLMMA c CyBorD, CTPaTUPULIUPOBAJIU I10
cepmeuHoMy pPuCKyY (cramgum I, II u IIIa). Kaxoe LOukJd ojamiacs 4

Hemesu. DARZALEX™ (maparTymMyMma®) BBOOWIM B HO3e 16 MI'/KT OOMH pas
B HeIeJllo B TeueHMe IIepPBHX 2 LIMKJIOB (8 HeOeJib) JIeUeHMd, 3aTeM
OOMH Ppa3 B 2 Henelu B TeueHre 4 1LukJIOB (16 Hemenwk), a 3aTeM
Kaxnaele 4 HemeJM IO MaKCHMMAJIBHEIX 6 LIUMKJIIOB Tepanuu (24 Henenum)
Hapany C OCHOBOM CyBorD (B obeux KOoTopTax) . CyBBEeKTH,
PaAHOIOMM3MPOBAHHEE B TPYINY C BBemeHueM DARZALEX™ (mapaTyMmyMmaba),
MOTJIM T[IPONOJIKaTh mnpueM DARZALEX™ (maparymymata) Kaxiooe 4 HeOelu
ocjle 6 LMKJIOB OO IporlpeccHpoBaHMAg 3abojieBaHMA B TeUeHUe

MaKCHYMYM 2 JeT. CyOBeKTH exeHeneJIbHO rioJiydaJin 300 MI/ M?

HrkJIobochamMmma nepopasjibHo, Jmdo BHYTPUBEHHO, 1,3 MI / M?
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topTrezoMmba MNOOKOXHO M 40 MI' @»OexkcaMeTa30Ha B HemeJm. [MKJIE
[IOBTOPSAJIMCE Kaxaele 4 Hepmeam. MakKCUMMaJIbHOE  UMCIIO IIPOBOOMMEIX
LUMKJIOB: ©.

[lepen paHODoMmM3alMelr 6 cyObeKkTaM, HOoJiydaBmyM  DARZALEX™
(mapaTymyMat) 1oc CyBorD, OpOBOOAMIIM IIpeldBapuTeJIbHEEe Oe30IlacHbe
BBeIOeHMUd B TeueHMe I[I0 MeHblle¥ Mepe 1 LUKJa, UYTOOH INOOTBEPIUTH
0e30IIaCHOCTD KOMOMHMPOBAHHOTO  PeXuMa. HOBUPOBKU Yy  DTHUX 6
CyDBEKTOB Pa3HOCUIMCH TaKMM o0f0pasoM, UYTO CyYOBeKTH [IOoJIydaJiu
IIeEpPBYKD HOO3Yy HEe paHblle, uYeM uUepes 48 YacoB I[OCJe NpellecTBYKIeITo
3ageMCTBOBAHHOTO B MccJemoBaHuM cyObekTa. OlleHky 0e30IIacHOCTHU
BHIIOJIHAJIM OPTaHM3aTOp M CTOPOHHME DSDKCIEepPTH II0CJe 3aBepleHMsa II0
MeHLIIeMn Mepe 1 LMKJIa OJida © CYDOBEKTOB nepen HayvaJloM
PAHOOMM3UMPOBAHHOM YacCTM MOpoTokoJa. CyObLekKTH C OIpeldBapuTeJibHBEM
BBEIEeHMEM IMPOXOOMJIM BCe 3allllaHMpOBaHHBIE OIEHKM cCcoTJlacHo T&E wu
y4acTBOBaJA B OlLleHKE obmen fe30MacHOCTH pexuma BBEeIeHNA
DARZALEX™ (maparymymata)+CyBorD. TeM He MeHee, 5TU CYOLEeKTH He
BKJIIOUEHE B OOMYK OLIEHKY 5OOeKTUBHOCTH.

Brbop cy6BeKTOB

KpurTepun BrIIOUYEHUS

1. CybrexkT mDoJpKeH OBTBH He Mjanme 18 JerT.

2. TuCTONATOJIOTUMUECKMM OMarHos aMuJIouIosza WM 3abdojieBaHUA
OTJIOXEeHUS JIeTKUX Leen, OCHOBAHHHM Ha OoOHapyXeHUM MeTOIOM
[IOJIAPU3aLUMOHHOM MUKPOCKOIUM 3eJIeHOTO IOIBOAKOIPEJIOMIIAIETO
MaTepuaJsa B oOfOpa3llax TKaHWH, OKpalleHHEIX KOHIT'O-KpPaCHHM, VI
XapakKTepHOTO BUIa B DJEKTPOHHOM MUKPOCKOIUM.

3. TlokasaTegu 3adojieBaHMA aMUJIOMOO3O0M JIeTKMUX Lieley, Kak
onpeneJieHO IO MeHbmelM Mepe OIHVMM 3 clelyomero: MOHOKJIOHAJLHBIM
6eJIok cCHBOpOTKM >= 0,5 1/mm 1o siaexkTpodopesy Oemyka, > 200 wmT
MOHOKJIOHaJIbHOTO ©OejJlka B Moue 3a 24 dYaca IO BJeKkTpodopesy,
cBOOOINHEIE JIeTKMe IleM B CHBOpPOTKe >= 5,0 MI'/Oojg C HeHOPMAaJlbHBM
Kamnra: JaMbla COOTHOMEeHMEM WIM Pa3HOCThE MEeXOY CJOXEeHHBEMU U
HECJIOXKEeHHEIMM CBOOOOHEIMM JieTkKuMu lengmm (dFLC) > 5 Mr/moi.

4., VY mnaumMeHTa OOJDKEH OBTH EBIIEPBHE IMAaTHOCTMPOBAH aMWUJIOMIO3
AJlll 6es3 MIpeldBapUTEJILHOM CUCTEMHOM TepaluM. EIMHCTBEHHOE MCKJIOUEeHMe

SarJIKYaeTCAd B TOM, UTOo CYyOBEKTH MOTYT IIPOXOIONTB pile] 4 HeoeJlb
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Tepalny OopTes3oMMOOM, LUKJIOOOChaMUIOM M/MIM IOeKCaMeTa30HOM (MJIM
PaBHOLIEHHEIM CTEepPOUIOM) rnepen paHIoMM3almen 1o DKCTPEHHBEM
[IOKasaHuAaAM, eCcJiM CyOBeKT HyXIaeTCcsa B CPOYHOM TepaluM.

5. 0O6mee cocTogHmMe (PS) 0, 1 wmim 2 1no mKajle BOCTOUHOM
0OBEeOIMHEHHOM OHKOJIOTHMUecKoM Ipymnns (ECOG) .

6. Ilepen HauaJioM JleueHn A CyOBEeKT OOJDKEH [IOJIYUUTE
KJIMHUYEeCKMe JabopaTOopHEEe IIoKa3aTejlM, KOTOPHEe OTBeualT CJeIYIMUM

KpUTeprAaM Ha @age CKPMHMHTI'a :

i) abcojmoTHOe UMcJIO HeklTpodmioe > 1,0 x 10%/;
ii) YPOBEHB TreMoTJIOOMHA > 7,5 T/ 0 (> 5  MMOJIB/JI) ;

(mommyckaeTcsd IMepejiMBaHMe KPOBUM OJIA nonmepxaHmus Hb > 7,5);

iii) umcyo TpombGonmTor > 50 x 109/5; momyckaeTcs TpaHCchy3usd
TPOMOOLUTOR ;

iv) YPOBEHE aJlaHMHaMMHOTpaHCchepast (ALT) < 2,5 pasa
BepxXHeT o npenejia HopMme (ULN) ;

V) YPOBEHb acrnapraraMMHOTpaHchepa3H (AST) < 2,5 paszsa
BEpPXHeTO Inpenejia HopMme (ULN) ;

vi) ypoBeHb oOmero OwmianpyomHa < 1,5 x ULN (3a MCKIIOUeHUEM
cuHnpoMa Xuijw0Oepa: OpamMom OunmMpyOuH < 2 x ULN) ;

vii) xauMpeHc kpeaTuHuMHa >= 20 MI/MMH; CcJelyeT YydecThb, UTO
KJIMPEHC KpeaTMHMHA MOXHO JMOO M3MepsATh [0 MCCIeNOBaHMI CYyTOUHOM
MouM, JMOO PACCUMTHBATEL IO YTBepPXIeHHOM GopMyJie, TakoM Kak MDRD,
CKD-epi mam KokxpoodTa-TonTa (mompobHee CM. B IIPUIIOXeHUU 3) ;

viii) TTI' m cBo®onmHeM T4 B IIpelelax HOPMH. I[lallMEHTH MOTYT
IPOXOINTE Tepaluin  THUPeOMIOHBMU TOpPMOHaMM IIpM  HeOOXOOUMOCTU
KOPpPeKUUM COIYyTCTBYKIEIO IMUIIOTUPEO3a.

7. XeHIUHE IOeTOPOIHOT'O BO3pacTa IOOJIKHHE I[IOCTOSAHHO IIPUMEHSITH
BHICOKO2DPEKTUBHEM CIIOCOD KOHTPOJA PpoXIaeMOoCTM 3a 4 HemeJduM IO
HadaJjla JedeHusa, BO BpeMd Tepalluy, BO BpeMs IIepPepHBOB MeXIy
BBelleHUEeM 103, U IIPpOLOoJIXaThk B TedeHMe 4 HeOeJlb I[IOCJe IIpeKpalleHUd
BBelleHUsd MCCJIenyeMoTI o JIEKAPCTEBEHHOTO CpeICTRBa. KoHuTpoJsb
POXOaeMOCTM HOJDKEH COOTBEeTCTEBOBATE MEeCTHHM [IPaBOBHM HOpMaM B
OTHOUEHNN [IPUMEH IEMEIX CIIOCOBOOB KOHTPOJIA POXOaeMOCTHU 0Jid
CYOBEeKTOB, YYacCcTBYOIMX B KIMHMUECKUX MCCJIeOOBaHMAX, HalpUMep

YTBEPXOEHHOI'O IIPVMEeEHEHNM A IIepopallbHEX, VMHBEKIMOHHEX MM
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VMIIJIaHTallMOHHEIX TOPMOHAJIbLHEIX [IPOTUBO3aUYaTOUHEIX CpemncTB;
pasMemeHrnsa BHYTPMMATOUHEIX CIHOMpaJell WiIXM BHYTPUMMATOUHEX CUCTEM;
fapbepHEX CIOCOOOB: IIpPMMeHeHMe IIpes3epBaTHUBa  CO CIEPMMLVOHONM
reHol/ rejieM/ IIJIEHKOM/ KpeMoM/ CYTITNIO 3UTOopPUeM W nperpaxmganmero
KOJIIauka (MeMOpaHE WM  MeeUHOTOo/BjaralMIHOTO  KOJIIadvka) co
CTIEPMUILIMOHOM eHoM/ TejieM/ IJIeHKOM/ KpeMoM/ CYIIIIO 3UTOpUeM (ecam
MeOUUMHCKM  IIPOTUBOIIOKa3aHa ToOpMOHAaJIbHasg WM  BHYTPMMATOUHAaS

KOHTpalellln4dg, TO MOXHO IIPVMMEHATDH 2 WIu opyIlrne 9@@6KTMBHH€ nJin

BHICOKOZbODEeKTUBHEIE CIOCOOH); CTepuMIM3aluM MYyXUMHHE-IIapTHepa (VY
OaHHOTO cy®rekrTa OOJDKEeH OEITE eIMHCTBEHHEMN rnapTHepP c
Ba33KTOMMEN) ;  TIOJIHOTO BOB3IepXaHUd (ecan »TO coIJlacyeTcs C

XKeJlaTeJIBHEIM UM IIPVIBEUYHEM O@paSOM KM3IHM cyé%eKTa) BO BpeMA U IIOCJIe

uccienoBaHma (3 Mecdlla I[OocJie BBeOeHMd IocjelHell nos3u DARZALEX™
(maparTymymaba) »OJIg XEHIWH) .

8. MyXuMHa B CeKCYaJIbHHX OTHOmMEHMAX C KeHIMHOM OeTOPOOHOTO
BO3pacTa MM He IIOOBEePTaBHIMNICA Ba3SKTOMUM IOJIKEH COIJIACHMTLCS Ha

IpruMeHeHVe OapbepHOTO chnocofa KOHTPOJA PoOXIaeMoCTH, HallprMep,

NiZ{ele) npesepBaTUBa co CIIepPMULIMIOHOMN
reHol/ rejieM/ IIJIEHKOM/ KpeMoM/ CYTIIIO 3SUTOPUEM, JInoo nperpaxmgawnmero
KOJIIaukKa (MeMOpaHH WM  MeeuyHOTO/BJalalMmHOTO  KoJlauka) co
CIIEepPMULIUITHOM [IeHOoM/ TejieM/ IIJIeHKOM / KpeMoM/ CYTIIIO 3UTOpUEM y

napTHepa. Bce MyXuMHE TakXe He OOIyCKAalTCAd K OOHOPCTBY CIEPMBEl BO
BpeMsa MCCJemoBaHMSA M B TeueHMe 3 MecCcHdleB IIocJe IIoJIyYeHuS
mocjiegHeM OO3H MCCJIeIyeMOoT'O JIeKapCTBEeHHOTO CcpelcTRa.

9. XeHmmHa IeTOPOIHOTO BO3pacTa Ha 32Talle CKPUMHMHIAa OOJDKHAa
VMEeTb 2 OTPMLIATEJIBHHX TecTa MOUM MJIM CHBOPOTKM KpPOBM  Ha
BepeMeHHOCTL, mHepBwM oT 10 mo 14 1»OHelM Ieped BBeIeHMEM IOBH U
BTOpOM B mHNpenejax 24 4YacoB Iepeld BBeleHMEeM OOS3H.

10. Kaxnoeli CcyOBLeKT OOJDKeH IIOONMCAaTbhb QopMy MHOOPMMPOBAHHOTO
corjiacusa (ICF), ykKas3bBad UTO OH/OHa IOHMMAaeT LeJM ¥ OPOLeOypH,
KOTOPHE TpedyrnTcsa OIS UWCCIemoBaHusa, U OOOPOBOJILHO YyUYaCcTBYyeT B
ucciyenoBaHmm. CyOBEKTH OOJDKHEL OOOPOBOJILHO COOJNIOOATE YKa3aHHHE B
HaCTOAmleM MNIPOTOKOJIE 3alpeTH M OTpPaHUUueHMI ¥ OHBHTbL K HMM T'OTOBHEMU
B COOTBEeTCTBMM C IIoJIOXeHuaAMM ICF.

Kpurepnn mnCKIMOYeHUS
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1. IlpenmecTByomas TepanmMa amujommosa AJll MJIM MHOXEeCTBeHHOMU
MUEJIOMEL, 3a MCKJIUYeHMeM OIHOI'O LMkJa (He ©OoJjiee 4 HemeJyib) C
BBeleHreM OopTesoMmuba, LMukJIobpochaMmma M/MIM OeKcaMeTa3o0Ha (Miu
PaBHOILIEHHEIM CTEepOMOOM), IIepel paHIoMM3alMel.

2. [IpemmecTBYOMUY MM  TeKylMy  OMarHO3  CUMITOMATUUYECKOM
MHOXECTBEHHOM MMEJIOMEI, OIlIpeleJleHHOM 10 kKpuTepuam CRAB, BkJIOJUas
HaJMuue JIUTUYE CKUM KOCTHOM BoJie3HM, [1J1a3MOLM T OMEL n/ U
TUIIepKaJbLIVEMAN .

3. IIpM3HAKM Cepbe3HHX CepIeuHO-COCYIOMCTHX 3abdojleBaHulM, Kak
yKasaHO HIXE:

a. NT-ProBNP > 8500 ur/J;

b. cepmeuyHad HemoOCTATOUHOCTHL kKJacca I1IIB mmm IV corylacHO Hbo-
VMOPKCKOM accouMaluuy KapauoJoror (NYHA) ;

C. HecTabwmJibHasg CTEHOKapIMda WMIM MHOQapKT MMOKapla B Openejlax
6 MecsAlleB IIlepel BBeleHMEeM IIepBOW IO3EH;

d. aTpMOBEeHTPUKYJISpHad (AV) ©OJjiokama 2 WM 3 CTelleHUM WIn
CHMHIOPpOM  CJabocTu CUHYCOBOTO y3Ja, ecym CyOBeKT He VIMEET
KapOMOCTUMYJIATOpa (momyckaeTcsa AV Ojiokama Tula 1 JmoOoM CTeleHM [0
MoGuuy) ;

€. M3BEeCTHasd B aHaMHe3e HelpepHBHas XeJYyOOUuKoBad TaxXuKapOusd
(> 30 cCcexyHO) WIM CepIOeuHHlY o0OMOPOK. JV3BecTHas B aHaMHe3e
BO3BpaTHad, IpPepHBUCTad XeJlyOoduKoBas Taxukapausga (> 3 yOoapos),
HEeCMOTPSA Ha aHTHapUTMMUECKYID Tepalluio;

f. CKPUHMHITOBAa4 SKI' C 12 OTBEeIEeHUAMA, [IOKa3uBawila g
KOPPEeKTUPOBAHHEM MHTepBaJl QT ©asoBoM JmHMM (QTcF) > 470 Mcek;

g. CHUCTOJIMUEeCKOe apTepMraJibHOe »naBJieHMe Jexa < 90 MM pT.
cT., WY  CUMIITOMaTHUUeckas opToCcTaTMuecKasd  TUIIOTEeH3Ud, VI
CHMXEHME CHCTOJIMUYECKOTO apTepuallIbHOT'O OaBJIEHMS CTOsS Ha > 20 MM.
pPT. CT. HECMOTpSA Ha MeIMIMHCKOE JiedeHMe (HalpuMep, MMIOOIOPWUH,
GIYIPOKOPTUSOH) ;

h. bpakumga BEIOpOCa JIeBOTO XKeJlyoouka (LVEF) Ha
TpaHCTOpakKaJIbHOM »xXoKapIuoTrpaMMe, MUGA ckaHMpoOBaHuM, MPT cepnua
WM CcepheuHoM KaTeTepuszauum < 40%. TpeByeTcs OlleHKa BO BpeMd
CKPMHMHTA .

4. VcKRIIIOUanTC A CyOBEeKTH, [JIaHUpYRIne poBeIeHNre

TPAaHCIUJIaHTalMM CTBOJIOBEHX KJIETOK B TeUeHMe IIePBEX MeCTM LIMKIIOB
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TepaluM II0 IIPOTOKOJNY. OTOOP CTBOJOBHX KJIETOK B TeueHMe IIePBHX
mecTVM LMKJIOB TepaluM II0 MIPOTOKOJY IOOIyCKaeTcd.

5. ImMarHos WIM JedueHMe MHHX 3JI0KaueCTBEeHHHX 3abojieBaHUM,
OTJIMUHEIX OT AJIll, 3a MCKJIIUEeHUEM:

a. Tepamnud 3JIOKaueCcTBeHHOTO 3aboJjieBaHMsa ObJla HallpaBJieHa Ha
M3JIedeHre, M WM3BECTHHE aKTHBHEE IMIPOABJIeHMSA OOJIE3HU OTCYTCTBOBAJIU
B TeueHMe > 5 JeT epen paHIoMMU3alMen;

b. B IOCTATOUHOM CTeIlleHM MBJIeUeHHHY HeMeJIAHOMHEM pak KOXU

MM 3JIOKAUeCTBEHHOEe JIEHTUTO 0e3 MNPU3HaKOB 3aboJiIeBaHud;

C. B IOCTATOYHOM CTeIleHM Mu3JIeueHHas KaplLMHOMa 1in Situ
(HannpuMmep, menka MaTKW, MOJIOUHA A xeJjiesa) Bes [IPU3HAKOB
3aboJjiepaHMA.

6. CyDOBEeKT C WMB3BECTHEIM XPOHUUECKMM OOCTPYKTHBHBM JIETOUHHM
z3aboJieBaHMeM (COPD), C I[OPUHYIUTEJIBHEM OOBEeMOM BHIOXa 3a 1
cexyHny (FEV1) < 50% oT HOpMaJBHOT'O IpOTHO3a. CJemyeT OTMETUTH,
uTo TpebyeTcd ucciyenoBaHme FEV] nJjg nDaluMeHTOB C IIOOO3PEHMEM Ha
COPD, m cyOwexkTH Cc FEV1I<50% oOT HOpMaJIbHOT'O IIPOTHO3a IOJIDKHH OHTH
VICKJIIOUEHH .

7. CyOBEeKT UVMeeT M3BeCTHYK YMEPEeHHYI WM TISXeJlyln ©(opMy
CTOMKOM acCTMBEl B TeueHMe IIOCJIeIHMX 2 JeT (CM. OpuJIoXeHMe b5) wmiu
MMeeT TeKylyl HeyIpaBJdeMyl acTMy JiodoM kjlaccubdmukrkaumm. (Clemyer
OTMETUTL, UYTO CYOBEeKTH C TeKylmelr yhOpaBJsgeMoM IIepUuoandecKoM
acTMOM WJIM YIIPAaBJISEeMOM VYMEPeHHOM CTOMKOM acTMOM IOIIYyCcKalnTCad K
y4acTHi B MCCJIeIOBaHUM) .

8. CyOBeKT c M3BECTHOM IOJIOXUTEeJILHOM CepoJIoTUUEeCKOM
peakuuelr Ha BUPYC UMMyHOIedUIIMTa uYejloBeka (BYY), Cc uU3BEeCTHOM
IOJIOXUTEJILHOM peakliMel Ha IIOBePXHOCTHHM aHTUIeH TelaTuTa B uiIu C
M3BEeCTHEM B aHaMHe3e Trernaturom C.

9. UyBcTBMTeJIbHad (cTeleHb 3) uiam ©OoJjile3HeHHasd (cTeneHb 1)
nepudpeprueckKas HeMpornaTusd.

10. V3BecTHasd TIOBHIIEHHAS UYYBCTBUTEJIBHOCTE K OopTeszsoMuby,
Oopy WMV MaHHUTY .

11. CyOBeKT WMMeeT COINyTCTBYKIEEe MeIVMIMHCKOE COCTOSHUE WU
3aboJieBaHMe (HaAOpMMeEpP, aKTUMBHYK CUCTEMHYK MHOEKLIVKL), KOTOopoe

OymeT IIpeliIATCTBOBaAThb npouenypamM MJin BIIMMATE Ha pPe3yJIETAaTE
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uccJenoBaHmga, JmMbo, DO MHeHMIO MCccJenoraTend, OynerT IIpedCTaBJIATE

OIIaCHOCTE IJIA y4daCTrMA B IOTaHHOM MCCJIEeOOBaHVM.

12. Jwobad ©¢opMa BTOPUUHOTI'O WJIM HAaCJIEOCTBEHHOTO (ATTR)
aMMJIoMIo3a.

13. CyDBeKT VuMeeT M3BECTHEE BUIOH ajiepIun,
TUIIEPUYBCTBUTEJILHOCTH, W HellepeHOCUMOCTHA MOHOKJIOHAJIb HEIX

aHTUTeJI WIM OeJIKOB UYeJjloBekKa, WM BSKCLUUIMEeHTOB (cM. Opomopy IOJA
uccyjegopaTessa), WIM MB3BECTHYK UYyBCTBUTEJILHOCTHL K [IPOOYKTaM,
[IOJIYYEHHEM M3 MJIEKONMTAINMX .

14. ¥V cyOBekTa WM3BECTHa WMIM IIOI0O3peBaeTCcsa HeCIOoCOOHOCTHL K
BHIIIOJIHEHUIO MIPOTOKOJIAa MCCIIedOoBaHMUsa (HanpuMep, 1o IpUYMHE
aJIKOTOJILHOM, HApPKOTUUECKOM 3aBUCHMOCTH, [ICUXOJIOTUUECKOTO
paccTpoMcTBa), Jaudo CcyOnLekT uMeeT JOHe 0OCTOATebLCTBa, M3-3a
KOTOPHX, IIO MHEHMK MCCJemoBaTeJid, ydacTue OyIeT I[IPpOTUMBOPEUUTH
VHTepecaM CyOBekTa (HanpuMep, CHWXAaThb BJIarococToOsSHMUE) , WA
KOTOPHE MOTYT NIpensaTCcTBOBATE, OT'PaHMYMBaTh VI VMCKaXaThb
onpelleJiseMEle MPOTOKOJIOM OIEHKM.

15. CyOBeKT ABJIAETCH BepeMeHHOM WMJIM  KOopMAmeM  TI'pyIbio
KEHIMHOM JIMOO ILJIaHupyeT ©OepeMeHHOCTL BO BpeMa ydacTMsa B OaHHOM
MCCJIEOOBaHUM WMJIM B IOpelejax 6 MeCcAleB II0CJe BBeleHMA IIOCJIeOHeM
OOBEl UCCJIeNyeMOT'O JIEKAPCTBEHHOTO CpelncTRa.

16. CyOBeKT [IpUHMMAJI DKCIIEPUMEeHTAaJIbHOE JIeKapCTBEeHHOe
CpenCcTBO (BrJIIOUA A DKCIIEPUMEHTaJIb HEle BaKILMHEH) WM  TIPUMEHJI
MHBAa3UBHOE DSKCIepPUMMEHTaJlbHOEe MeIMIMHCKOEe YCTPOMCTBO B Ipemejax 4
HenoeJb oo HauaJja 1-ro OHS 1-ro HMKJIa (Ba MCKJIOUEHMEM
DK CIIEPUMEHTAJIbHHIX areHTOB [IPOTUB MM EJIOMEI, KOTOPEE HeJIb34
IPMHMMATE B IIpelejlaxX 2 HeOeJlb IIepel HauvaJloM 1-To OHg 1-To LMKJa,
KaK OIMCaHO B MCKJIOUeHMM N 3) .

17. CyOBekTy MNpOBOIMJIACH OOMMPHAas XUPYypIMUYecKasd Oollepalusa B
npernejiax 2 HemeJlb IIepell HavaJioM 1-To »gHa 1-T70 LIMKJa, WJIM OH He
[IOJIHOCTBI  BOCCTAaHOBMIICH rmocye oriepaumu, VIV 3allJlaHMpOBaHa
XUpyprMdeckasa  ollepallMd Ha  BpeMsd, KOT'Oa OXUIAeTCd YydacTHue
cyOBeEKTa B MCCJeIOBaHUM, WJIM B Ipenejyiax 2 HeIOeJlb IIOCJIE BBeIeHUA
IocjiegHeM O3B MCCIeOyeMOT'O JeKapCTBEHHOTO CpenacTBa. lIpuMedaHHue.
HomyckrawTCca K y4dacTUR CYyOBEKTH C 3allJIJaHMPOBAHHBEIMU XUPYPIMUYeCKUMU

BMemlaTeJIECTBaMM, KOTOPERIE TIPOBOOATCHA IIOLO MECTHOM aHeCcTe3Mel.



82

OLleHKa CTelneHn 6e30IIacHOCTU

CTeleHb 6e30IIacHOCTHA oyoeT OlleHeHa infe) HeOJIaTonpy ATHEM
COOHITMAM, pe3yJjbTaTaM JabopaTOpHHX MCOHTaHuM, OKI', [noka3aTeliaM
XM3HEHHBIX IIapaMeTpoB, OaHHBM MeOULIMHCKOT'O OCMOTpa U ofleMy
COCTO AHUIO 1o ECOG. JItoObIe KJIMHNUYECKU BaXHEIEe M3MEeHEeHN,
IPpOUCXOOAIMe 3a BpeMda MCCIeloBaHMA, OyOyT 3apelUCTpUpPpOBaHH B
paznejie HeOJIAaTONPUATHHX CcOoOHTUM eCRFE. Jofoe KIMHMUECKM 3HAUMUMOE
OTKJIOHEHUE oT HOPMHI, KOoTopoe coxpaHseTcs K KOHILY
MccJledoBaHMSa/ ero OOCPOUYHOMY npekpaleHnn, OymeT HabmoonaTbCA
MccJeloBaTeJIeM OO €TI0 YCTpaHeHUS WIM IO IOOCTWXEeHMS KIVMHUUECKU
CTa®UIIEHOTO COCTOSHUA.

SbdbexTMBHOCTE

KaTreropum mo orTeeTy

OueHky 3abojieBaHMA CJleOgyeT BHIIOJHATE KaXnoee 28 »OHeM B

IpelyCMOTPEHHEM paclMcCaHMeM »eHb OleHkM (tr 3 1nHsa). Eciam JedeHue
ORJIO 3aOepXaHO MO JoboM MNOpMUuMHe, TO OlLeHKYy 3abojleBaHUA CJelyeT
BHIIOJIHATE COTJIACHO pacCOMCaHMK, HEe3aBMCUMO OT JIOOEX M3MeHEeHUM
pexrMa OO3UMPOBaHMUA.

OLeHKy 3abo0JieBaHnd cJlenyerT BEIIIOJIHATH B LIeHTpaJIbHOM
JabopaTopun (ecsqM He YCTaHOBJIEHO MHOE) COIJIACHO pachOMCaHMAM II0
BpeMeHU n 10 COOBITH AM oo HaCTYIJIEHUSA nporpecCcrUpoOBaHmnAa
3aboJieBaHuA. B OaHHOM nccJjenoBaHum ByoyT NPMMEeHATbECA
COTJIaCOBAaHHEE pPeKOMeHIaluMy I[IO0 KpUTepuaM OoTBeTa Ha JieueHUe
ammyionnosa AJIl (Comenzo et al., Leukemia 26: 2317-2325, 2012),
KOTOpPHEE TIIpelCcTaBJIEHH Hke. Ipy oOlleHKe CBOOOMHHEX JIEeTKUX Illenein,
KOJIMUeCTBa MMMYyHOIJIOOYJIMHa, M-0eJjika M OIpemeSIeHUMA UMMyHOQUKCALUM
II0 CHBOPOTKE ¥ CYTOUHOM MOUe MCCJeloBaTeNlb OyOoeT I[I0JIL30BaThbCH
pesyJsTaTaMm1, npenocTaBJIeHHEMA LeHTpalbHOU JabopaTopuen.
CyOBeKTH C [OJIOKUTEJIEHEM I1FE CHBOPOTKM U TOOTBepXOeHHOM IFE
unTepbepeHimern DARZALEX™ (maparymymata), KOTOPHEHE OTBeUalnT BCEM
OOy TMM KJIMHUUYE CKYM KPpUTEPUAM IIOJIHOT'O OTBeTa (CR), OyoyT
CUMTaTbCa CcyOweKTaMM, uMewnmmMmm CR.

CorsiacoBaHHEE pPekoMeHalmMmn o MeXIOyHaPOOHEM € OVHEBM

KpnurepmnaM oOTBeTa

T'eMaTOJIOTUUECKHUM OTBET U KpUTEepmm IIPOIpeCCHMPOBaAHMA
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KaTeropmua mo

Kpurepnun
oTBETy

Hopmammsaums ypoBHEN M COOTHOWleHMS CBOOOIHEIX JIETKMX Lenel,
3aBepleHo
oTpMLaTeJIbHasA MMMYHOQMKCALMA B CEIBOPOTKE KPOBM UM Moue

OueHb XOpOoOWMMA
YmeHbmeHne dFLC < 40 mr/;

YaCTUUHBIL
Yac TUUHBI Bojsiee uem 50% cHuxeHue dFLC
HeT oTreTa MeHee PR

Or CR, ool ofHapyXMBaeMbll MOHOKJIOHAJIbHBI OEJIOK MJIIN
HEHOPMAaJIbHOE COOTHOMeHMe CBOOONHBEIXK JIETKMX Lelel (Jerkue
Leny OOJIXHBE OHTb IBOMHBIMM)

[IporpeccupoBaHue Or PR, 50% BOszpacTaHuMe M-0Oejika B CHBOpPOTKe mo > 0,5
v/on, wiu 50% BospacTaHme M-Besika B Moue mo > 200
MI'/cyT (IoJIXeH Ha®JIoOaTbCd BUIMMEBIL [IMK)

YBesMueHre CBOBOMNHEIX JIeDKMX Lemnel Ha 50% mo > 100 mMr/x

Cokpamenus: CR, nojyHemi oTBeT; dFLC, pasHOCTb MeXxny cJoxeHHBMM (iFLC) u
HecsioxeHHbMM (FLC) crobomHbMM JieTKMMM lienamm; FLC, cBoBomHBEe JleTKue Lenm; PR,

YaCTUUHBIL OTBET

IIpuMep 7. PaHIOMMBMPOBAHHOE MCCJemoBaHMe 2-7 a3k OIJIS OLIeHKU
50PeKTUBHOCTHA nu ©e30IIacHOCTHA DARZALEX™ (mapaTymymada) Kak
eIVHCTBEHHOTO areHTa OJA JIeueHUd CYOBeKTOB C CUCTEMHEM aMUJIOMIO3ZO0OM
AJI

[fpoBOoODMTCA  OTKPHITOE MCCJeIoBaHMe 2-  ®asel  OJIA  OLIEHKU
0e30IIacHOCT U 20PEeKTUBHOCTHU DARZALEX™ (mapaTymymMaba) Kak
EOMHCTBEHHOTO areHTa Yy CyOBeKTOB C CUCTEeMHBEM aMujionmosoMm AJlll,
KOTOPHE pPaHblle MIPOXOIOUJIM JIeUeHUeE.

[IpubinzuTesbHo 40 CcyOBeKTOB OBUIM PaHOOMMBUPOBAHEL B IOBE
KOTOPTH, W3 KOTOPHX OIOHa IoJydaja DARZALEX™ (mapaTymyMma0) , a
Opyrasa rojiydajia Iulauefo.

Bzpocatle nalyeHTE B BO3pAacTe 18 JIeT n cTaplle C
IIOOTBEPXIESHHEM OMOIICHMEeV CUCTEeMHHM amujioummos3om AJlll, KOTOpHe He
nocruryim CR wmim VGPR 1mociie HaAuvaJIbHOTO JIeUeHMSs, BKJKUaAAg [NalMeHTOB
Cc cepmeuHou cTamuer I m II 1o KIMHMKe Malo M BKJIOUYasS [HAalMeHTOB
co crammer III ToJbKO ¢ NT-proBNP<5000 ur/jg (uam BNP<1000 ur/J).

CxeMa OOBUPOBAHUSA

PaccMoTpeHH OBa peXxrMa OO3UMPOBaHUAI.

Pexum 1

BBOIUTDL DARZALEX™ (mapaTymymad) DO'3aMM 1o 16 wMrD/xo
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BHYTPMBEHHO, OIOMH pa3 B HeOeJjo X 8§ Oo3, OOMH pa3 B IOBe HeOeJlln X
8 Omo3 M 3arTeM Kaxnoee 4 HeeJgu OO 6 LIUMKJIOB. Ilocje 6 LUMKJIIOB
HaluMeHTH OyOyT OPOIOoJIKaTh npreM DARZALEX™ (mapartymyMmata) Kaxmbe
4 HemeJiM OO NPOTIPECCHUPOBAHMA WU M30MpaTeJIbHOT'O IIpeKpalleHMId.

PexuMm 2

BeoouTe mapaTyMyMad® Ooz3aMyM B 2 TeueHMe mMecCTu 28-IHEeBHHX
LIUKJIOB IO 16 MI'/KI' BHYTPUBEHHO.

B neproM LMKJIe BBOIUTH DARZALEX™ (mapaTymymab) Kaxnoyio
Hepmejimo B 1-#, 8-1, 15-11 m 22-¥ OHU.

Bo 2-M M 3-M LMKJIaxX BBOOMTL DARZALEX™ (mapaTymMyMad) KaxOoylo
BTOpPYK Hemeyo B 1-¥ m 15-¥ nHu.

C 4-T70 O 6-1 LMKJHE BBOOUTE DARZALEX™ (mapaTymMyMad) KaxOoyo
4-10 HemeJyo B 1-¥ IeHb.

T'JlaBHasa 1LeJib, BTOPMUUHEE I1&JIM, OCHOBHEE KPUTEPUM BKJIOUEHUS U
OCHOBHHE KPUTEPUNM MCKJIUEHMS aHaJIOTWMUHE TEM, KOTOPHE OINMCAHHHM B

npumMepe 6.



1
MSMEHEHHAA $OPMYJIA MBOBEPETEHNUA
1. Cnooco® JeueHMd DalMeHTa C aMWJIOMIO3O0M JIETKUX Lelen
(AJILI) , BKJIOUAKMMIM BBeIeHMe aHTuTeJa OpoTuB CD38 mnalumMeHTy,
KOTOPHM B 5STOM HYXIaeTCd, B TeueHMe BpPEMEeHM, OOCTaTOUHOTO IMJIA
nzjedeHud AJlll, Tme aHTHUTeJO HpoTMB CD38:
COOEPXUT ONpelelIAnlyld KOMIIJIEMEHTAPHOCTL o0B8JacThk 1 TaxeJIon
Lenm (HCDR1), HCDR2 u HCDR3 c AMVHOKMCJIO THEIMI
mocJjlemoBaTeJibHOCTAMM SEQ ID NO: 6, 7, M 8 COOTBETCTBEHHO, U
OIpenelIgnlyld KOMIIJIEMEHTAaPHOCTEL ofjlacTtt 1 Jerkou unenmu (LCDR1),
LCDR2 m LCDR3 C aMMHOKMCJIOTHHMM IIocjiemoBaTeJibHOoCTAMM SEQ ID NO:
9, 10 m 11 COOTBETCTBEHHO;
OTHOCUTCSA K uU3oTuUlly 1gGl; u
BBOOUTCSA B KOMOMHAaLIUN c TepalleBTUYECKMM aTeHTOM,
comepXallM MHIMOMUTOP I[IpOoTeacoM, LMKIopoCchaMnll, KOPTUKOCTEPOUT

MM MX KOMOMHALMD.

2. Cnoco6 no m.l, B KOTOPOM TepaleBTUUECKUM aTleHT COIEpXUT

VHTUOUTOP HOpoTeacoM, LIurjodpochaMm ¥ KOPTUKOCTEPOUI.

3. Cnoco6® no n.l wmiM 0.2, B KOTOPOM MHITUOUTOP MIPOTEOCOM

IpencraBjgeT cobol BopTeszoMub.

4. Cnoco6 no JwboMy M3 I.MI0.1-3, B KOTOPOM KOPTUMKOCTEPOMUI

IIpeagcraBjigaeT coBoM mexkcaMeTa30H.

5. Cnioco® 1o .2z, B KOTOPOM  MHIUOUTOP IpOTEOCOM
IpencTaBJiseT cobo¥ ©OopTre3oMMO, a KOPTUKOCTEPOUI IIPeICTaBJISeT

coboM ImekcaMeTa30H.

6. Cnocof® 1o JwboMy M3 II.II.1-5, B KOTOPOM a&HTUTEJIO IIPOTUB

CD38 mu TepaHeBTquCKMﬁ areHT BBOIOAT OODHOBPEMEHHO.

7. Crnoco6 mno JmwboMy M3 II.II.1-5, B KOTOPOM aHTUTEJIO IPOTUB

CD38 m TepalneBTHUUYECKMM aTl'eHT BROIAT pPas3OeJIbHO.



8. Cmoocot mno JwodboMy ™3 II.II.1-7, B KOTOPOM MHIMOUTOP
IIPOTEOCOM, HuKJopochammn u/Uim KOPTUKOCTEpOuUn BBOOAT
OOHOBPEMEHHO .

9. Cnoco6 mno JjmwbomMy u3 o.0.1-7, B KOTOPOM MHIUOUTOP

IpoTeocoM, LUukjodbochamMmn n/Uim KOpTHUKOCTEepOMO BBOIOAT pal3deJIbHO.

10. Cnoco6 no JjmoboMy M3 H.II.1-9, B KOTOPOM aAHTUTEJIO IIPOTUB
CD38 He omocpenyerT YHUUTOXEHME CD34-TIOJIOXUTeJIb HEIX
TeMOIIOB TUUECKUX KJIeTOK-TIpelle CTBEeHHUKOB oyTeM KOMILJIEMEHT—

3aBUCHUMOM ILIMTOTOKCHMUYHOCTM (CDC) .

11. Cnoco6 no JgwboMy w3 n.n.l-10, B KOTOPOM aHTHUTEJO
IpOTHUB CD38 MHIOYyLUpyeT YHUUTOXEHME CD38-IIOJIOXUTEJIbLHEX
[JIa3MOLKTORB IIYyTeM aHTUTEeJO3aBMCHMMOM OIIOCPeOOoBaHHOM KJIeTOUHOM
IUMTOTOKCUUHOCTU (ADCC), AHTUTEJIO3aBUCUMOTO KJIETOUHOTO
baroumToza (ADCP), KOMILJIEMEHT-3aBMCHMMOM LUTOTOKCHUHOCTHM (CDC),

arioriTo3a MM MOOYJAuUrM dbepMeHTaTUMBHOM akTMBHOCTM CD38.

12. Cnoco6 1o JgwboMy ™3 no.mn.l1-11, B KOTOPOM aHTUTEJIO
npoTtuB CD38 COHOEpXUT TAIXeJyl Lelb BapuabejbHOM objacTu (VH) cC
SEQ ID NO:4 u Jerkyo Ilienk BapuabesbHoM ob6jgactu (VL) < SEQ ID
NO: 5.

13. Cnoco6 no JgwboMy ™3 n.mn.l-11, B KOTOPOM AaHTHUTEJO
npoTre CD38 comepxuT Taxellyl Lelbs ¢ SEQ ID NO:12 u JeTrkyn Lellb

¢ SEQ ID NO:13.

14. Cnoco6 no JgwboMy ™3 n.mn.l-11, B KOTOPOM aHTHUTEJO

npoTue CD38 mpencrTaBJgeT coboM mapaTyMyMad.

15. Cnoco6 mno JgwboMy ™3 n.n.l-14, B KOTOPOM aHTUTEJO

npoTre CD38 BBOOAT BHYTPMBEHHO.
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16. Cnioco6 mno JgwboMy ™3 n.n.l-14, B KOTOPOM AaHTUTEJO
npoTre CD38 BBOOAT MNOOKOXHO B BMIe (QapMalleBTHMUEeCKOM KOMIIO3UIINN,

comepxaley aHTUTeJIO NpoTuB CD38 M I'MmallypoHMUOa3y.

17. Cnoco®t mno JwowboMy M3 TM.1.1-16, B KOTOPOM IallMEHTY

BIIepPBHE IOUMATHOCTHPOBaHO AJlI.

18. Crioco® 110 JiodoMy U3 n.on.1l-17, B KoTopoM  AJIll
XapakTepusyeTcsa I cTaoMel CcepOeuHOM HeOoCTaTOuHOCTM, 1I cTanmuen
cepnedHoOM HeIOCTaTO4YHOCTH, I1I crTanuen cepaoedHOM

HeJOoCTaTOUHOCTHM, ABJIAE€TCA PEelMIVBUPYIMM VJIV pe@paKTeprM.

19. Cnoco6 no JgwboMy ™3 0O.m.1-18, B KOTOPOM MallMeHT
ABJIeTCHA YCTOMUMBEIM K JIEUEeHMIO C IIOMOUILI MHITUOUTOpa IIPOTEe0oCOoM,

HurJgodpochamMmoa M/UIU KOPTUKOCTEPOUIA .

20. Cmnoco6t mno JwbomMy w3 1II.01.1-19, B KOTOPOM IallMEHTY
IpoOBOIOAT TPaHCIJIaHTallnio TeMOIIORTHUUECKUX CTBOJIOBHIX KJIETOK

(HSCT) .

21. Cnoco6 no m.20, B xoTopoM HSCT 4ABJISAETCS aJJIOTEHHOM.

22. Cnoco® mo mn.20, B koTopoM HSCT 4BJISeTCS ayTOJIOTUUHOM

WUV CHUHTEHHOM.

23. Cnocot mno n.21 wmm 10o.22, B kKoTopoM HSCT BrJKUaET
TpaHCILJIaHTaluo CTBOJIOBEIX KPOB SHEIX KJIETOK, [IOJIYYEHHEIX ns

KOCTHOI'O MOS3TI'a, KpOBU MJIIM AMHMOTHUUECKOM XUIKOCTHU.

24, Cnoco6 1o .23, B KOTOPOM aHTUTeJIO IpoTue CD38

BBOOUTCA IIpexne HSCT.

25. Cnoco6 1©no .23, B KOTOPOM aHTMUTeJIO OpoTue CD38

BBOIOMUTCA B TeueHMe mIM 1ocjie HSCT.



26. Cnoco6 mno 1m.20-25, B KOTOPOM IalUMeHTy 3aBepliiN

XYMMOTEepanun "/ paguoTepanmio no HSCT.

27. Cnoco6 mno JjgwboMy w3 I.II. 1-16, B KOTOPOM IallMEHTY

OOIIOJIHMTEJIBHO IIPOBOIOAT palroTepallMio.
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Applicant’s or agent’s file reference FOR FURTHER see Form PCT/ISA/220
JBI5052WOPCT ACTION as well as, where applicable, item 5 below.
International application No. International filing date (day/month/year) (Earliest) Priority Date (day/month/year)
PCT/US 16/33544 20 May 2016 (20.05.2016) 20 May 2015 (20.05.2015)

Applicant
JANSSEN BIOTECH, INC.

This international search report has been prepared by this International Searching Authority and is transmitted to the applicant
according to Article 18. A copy is being transmitted to the International Bureau.

This international search report consists of a total of sheets.

D It is also accompanied by a copy of each prior art document cited in this report.

1. Basis of the report
a. With regard to the language, the international search was carried out on the basis of:
M the international application in the language in which it was filed.

D a translation of the international application into which is the language of
a translation furnished for the purposes of international search (Rules 12.3(a) and 23.1(b)).

b. D This international search report has been established taking into account the rectification of an obvious mistake
authorized by or notified to this Authority under Rule 91 (Rule 43.6bis(a)).

v . . . . . . . . . .
c. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I.

2. D Certain claims were found unsearchable (see Box No. II).
W
3. Unity of invention is lacking (see Box No. I1I).

4. With regard to the title,
the text is approved as submitted by the applicant.
D the text has been established by this Authority to read as follows:

5. With regard to the abstract,
zl the text is approved as submitted by the applicant.
D the text has been established, according to Rule 38.2, by this Authority as it appears in Box No. IV. The applicant
may, within one month from the date of mailing of this international search report, submit comments to this Authority.
6. With regard to the drawings, .
a. the figure of the drawings to be published with the abstract is Figure No. 1A
[Z' as suggested by the applicant.
as selected by this Authority, because the applicant failed to suggest a figure.
D as selected by this Authority, because this figure better characterizes the invention.

b. D none of the figures is to be published with the abstract.

Form PCT/ISA/210 (first sheet) (January 2015)



PCT/US2016/033544 24.10.2016

INTERNATIONAL SEARCH REPORT International application No.

PCT/US 16/33544

Box No. 1 Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing;

a forming part of the international application as filed:
m in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13/er.1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

c. D furnished subsequent to the international filing date for the purposes of international search only:
D in the form of an Annex C/ST.25 text file (Rule 13/er. 1(a)).
D on paper or in the form of an image file (Rule 13ter.1(b) and Administrative Instructions, Section 713).
2. D In addition, in the case that more than one version or copy of a sequence listing has been filed or fumished, the required

statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet (1)) (January 2015)
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Box No. I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This intemnational search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

........................ see extra sheet

I. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:
1-8, 10-34, 37-39, 43/1, 44, 48-53, 56-73, 76-78, 82/48, 83 limited to light chain amyloidosis, bortezomib, cyclophosphamide,
dexamethasone, anti-CD38 antibody SEQ ID NOs: 4-13
[NOTE, Claims 40-42 and 79-81 depend on claims 35 and 74, respectively, therefore these claims are drawn to non-elected
subject matter and are excluded from the opinion.)

4. D No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

A\
M No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - A61P 37/06, A61K 39/395, C12N 15/13 (2016.01)
CPC - CO7K 2317/30, A61K 47/48646, CO7K 2317/56
According to International Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
IPC(8): A61P 37/06, A61K 39/395, C12N 15/13 (2016.01)

CPC: CO7K 2317/30, A61K 47/48646, CO7K 2317/56

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
USPC: 530/387.3, 530/387.9, 424/139.1, 536/23.53

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

PatBase, Google Patents, Google Scholar, Google Web, search terms: anti-CD38 antibody, treat, administer, light chain amyloidosis,
proteasome inhibitor, bortezomib, dexamethasone, second therapeutic agent, hematopoietic stem cell transplantation, HSCT, allogeneic,
autologous, syngeneic, radiotherapy, ADCC, ADCP, CDC, VL, VH, CDR,

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2015/0118251 A1 (SANOFI) 30 April 2015 (30.04.2015) abstract, [0014], [0015], [0038), 48, 57-64, 66, 76-78,
- [0048], [0049], [0058}, [0065], [0076], [0209], [0266) 82/48

Y e

22-25, 27, 38-39, 43/1, 49
-53, 56, 65, 67-72, 83

X [ Chaulagain et al. How We Treat Systemic Light-Chain Amyloidosis. Clinical Advances in 1-3, 5-8, 10-21, 37

- Hematology & Oncology (9 May 2015), Vol 13, no 5, pp 315-327, abstract, pg 319, col 1, para | --eeeeeeeesmmemememecmmeeeens

Y 2, col 2 para 4, pg 320, col 1 para 1, para 3, col 2, para 1, para 5, pg 321, col 1 para 1-2, para 3, | 4, 22-33, 38-39, 43/1, 44,
pg 322, col 2, para 3 53, 56

~ | Chaulagain et al. How We Treat Systemic Light-Chain Amyloidosis. Clinical Advances in 1-3, 5-8, 10-21, 37

L Hematology & Oncology (9 May 2015), Vol 13, no 5, pp 315-327, abstract, pg 319, col 1, para | ——---—--=--eeeeeeeeemeeeee
2, col 2 para 4, pg 320, col 1 para 1, para 3, col 2, para 1, para 5, pg 321, col 1 para 1-2, para 3, | 4, 22-33, 38-39, 43/1, 44,
pg 322, col 2, para 3 (Note: This reference is used to show the date of the "Chaulagain et al. 53, 56

How We Treat Systemic Light-Chain Amyloidosis" reference is such as the article was listed and
available on 09.05.2015)

Y ~TEP 2561868 A1 (VAN OOSTEN) 27 February 2013 (27.02.2013) abstract, para [0026] 4
Y US 2014/0155584 A1 (ELIAS et al.) 05 June 2014 (05.06.2014) para [0030], [0106], Table 1 26,65
Y US 2011/0066111 A1 (TESCHNER et al.) 17 March 2011 (17.03.2011) abstract, para [0196), 44,83
[0191)
Further documents are listed in the continuation of Box C. D
*  Special categories of cited documents: “T"  later document published after the international filing date or priority
“A” document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particular relevance the principle or theory underlying the invention
“E” earlier application or patent but published on or after the international “X" document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive
“L” document which may throw doubts on priority claim(s) or which is step when the document is taken alone

§"§f,~at|°,§§f,l,’"'(§; ;hzc?tt.:g(lil)canon date of another citation or other “Y” document of particular relevance; the claimed invention cannot be

P S Sp . i considered to involve an inventive step when the document is

“0” document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the art

“P” document published prior to the international filing date but later than «g,» i
the priority date claimed &” document member of the same patent family

Date of the actual completion of the international search Date of mailing of the international search report
14 October 2016 2 4 OCT 20]6
Name and mailing address of the ISA/US Authorized officer:
Mail Stop PCT, Attn: ISA/US, Commissioner for Patents Lee W. Young
P.O. Box 1450, Alexandria, Virginia 22313-1450
.. R PCT Helpdesk: 571-272-4300
Facsimile Nv.  571-273-8300 PCT OSP: 671-272-7774
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C (Continuation). =~ DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Y US 2011/0099647 A1 (DE WEERS et al.) 28 April 2011 (28.04.2011) para [0230), [0613], 28-33 49-53, 56, 67-71
- [0648]-[0653], [0657), [0658], [0728], [1300], SED ID NOs: 12-15, 18-20

A 34,73

Y US 2014/0248238 A1 (TEVA PHARMACEUTICALS AUSTRALIA PTY LTD) 4 September 33,72

- 2014(04.09.2014) para [0347], SEQ ID NOs: 134, 138 -—-

A 34,73
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Continuation of: Box NO Ill. Observations where unity of invention is lacking

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group I+: Claims 1-86, directed to a method of treating a patient having CD38-positive hematological malignancy, comprising
administering to the patient in need thereof an anti-CD38 antibody in combination with a second therapeutic agent, wherein the patient is
undergoing hematopoietic stem cell transplantation (HSCT). The method will be searched to the extent that the CD38-positive
hematological malignancy is light chain amyloidosis (AL) (claims 1, 50); the second therapeutic agent is a proteasome inhibitor
(bortezomib) (claims 8, 62); and the anti-CD38 antibody encompasses VH and VL of SEQ ID NOs: 4 and 5, respectively, which further
comprise HCDR-1, -2, and -3 of SEQ ID NOs: 6, 7 and 8, and LCDR-1, -2, and -3 of SEQ ID NOs: 9, 10, and 11 (claims 28, 49). It is
believed that claims 1-8, 10, 17, 19-32, 37-42, 43 (in part), 44, 48-53, 56-71, 76-81, 82 (in part) encompass this first named invention,
and thus these claims will be searched without fee to the extent that they encompass AL, proteasome inhibitor (bortezomib) and anti-
CD38 antibody comprising SEQ ID NOs: 4-11. Additional CD38-positive hematological malignancy, the second therapeutic agent and
anti-CD38 antibodies will be searched upon the payment of additional fees. Applicants must specify the claims that encompass any
additionally elected invetion(s). Applicants must further indicate, if applicable, the claims which encompass the first named invention, if
different than what was indicated above for this group. Failure to clearly identify how any paid additional invention fees are to be applied
to the "+" group(s) will result in only the first claimed invention to be searched. An exemplary election would be an AL, proteasome
inhibitor (bortezomib), anti-CD38 antibody encompassing VH and VL of SEQ ID NOs: 12 and 13, respectively (claims 1-8, 10, 17, 19-27,
29, 33-34, 37-42, 43 (in part), 44, 48, 50-53, 56-66, 72-73, 76-81, 82 (in part)).

The groups of inventions listed above do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

Special Technical Features

The technical feature of each of the inventions listed as Group I+ is the specific CD38-positive hematological malignancy, second
therapeutic agent and anti-CD38 antibody recited therein. Each invention of Group I+ requires a specific combination of anti-CD38
antibody and a second therapeutic agent to treat a specific CD38-positive hematological malignancy, not required by any of the other
inventions.

Common Technical Features

The inventions of Group i+ share the technical feature of treating a subject having a hematological malignancy such as AL with an anti
CD38 antibody comprising specific VH and VL . However, this shared technical feature does not represent a contribution over prior art,
because the shared technical feature is made obvious by the article entitled "How we treat Systemic Light-Chain Amyloidosis.", by
Chaulagain et al. (hereinafter 'Chaulagain ') (Clinical Advances in Hematology & Oncology, Vol 13, no 5, pp 315-327) (published in April
2015, see reference retrieved from https://www.researchgate.net/publication/277077453_How_We_Treat_Systemic_Light-
Chain_Amyloidosis) in view of US 2012/0201827 A1 to ELIAS et al. (hereinafter 'Elias’). Chaulagain teaches treating AL with anti-CD38
antibodies (abstract "Systemic light-chain (AL) amyloidosis is a multisystem disease characterized by organ toxicity and damage due to
monoclonal free light chains ... AL amyloidosis remains a formidable and often incurable disease despite treatment options”, pg 322, col
2, para 3 " the monoclonal antibodies currently being tested in myeloma should also be tested in patients with AL, particularly the human
anti-CD38 monoclonal antibody daratumumab, which has single-agent activity in myeloma.").Chaulagain does not expressly teach anti-
CD38 antibodies comprising specific VH and VL, however, Elias teaches treating subjects with anti-CD38 antibodies comprising VH and
VL domains (abstract "Isolated antibodies that bind to human CD38 and cynomolgus CD38 are disclosed. Also disclosed are
pharmaceutical compositions comprising the disclosed antibodies, and therapeutic and diagnostic methods for using the disclosed
antibodies.", para [0013] “"an isolated antibody specific for human CD38 ... is described. This antibody is composed of a heavy chain
variable region and a light chain variable region, wherein the heavy chain variable region is composed of three complementary
determining regions (CDRs), HCDR1, HCDR2, and HCDR3, and wherein the light chain variable region is also composed of three
CDRs, LCDR1, LCDR2, and LCDR3"). Based on the teaching of Chaulagain and Elias, it would have been obvious to an artisan of
ordinary skill to treat hematological malignancies such as AL with anli-CD38 antibodies having defined VH and VL specific for human
CD38, because as taught by Chaulagain, human anti-CD38 monoclonal antibodies are effective for treating hematological malignancies,
even as single agent therapy.

The inventions of Group I+ further share the technical feature of treating a hematological malignancy [e.g. multiple myeloma} with an anti
-CD38 antibody for a time sufficient to treat the malignancy wherein the patient is undergoing hematopoietic stem cell transplantation
(HSCT). However, this shared technical feature does not represent a contribution over prior art, because the shared technical feature is
disclosed by 2011/0099647 A1 to DE WEERS et al. (hereinafter 'De Weers'), (para [1127] "a method for treating multiple myeloma,
which method comprises administration of a therapeutically effective amount of a CD38BP of the present invention to a subject in need
thereof combined with autologous peripheral stem cell or bone marrow transplantation.”, para [0228] "The present invention provides
CD38 binding peptides ("CD38BPs")", para [0072] "In one embodiment the peptide as defined above is a human monoclonal antibody.").

Form PCT/ISA/210 (extra sheet) (January 2015)



PCT/US2016/033544 24.10.2016

INTERNATIONAL SEARCH REPORT International application No.

PCT/US 16/33544

Continuation of: Box NO [ll. Observations where unity of invention is lacking

The inventions of Group I+ further share the technical feature of treating a hematological malignancy [e.g. multiple myeloma) with an anti
-CD38 antibody in combination with a second therapeutic agent. However, this shared technical feature does not represent a
contribution over prior art, because the shared technical feature is disclosed by De Weers (para [1074] The pharmaceutical
compositions of the present invention may also be administered in combination therapy, i.e., combined with other therapeutic agents
relevant for the disease or condition to be treated. Such administration may be simultaneous, separate or sequential”, para [1079] "a
method for treating muitiple myeloma, which method comprises administration of a therapeutically effective amount of a CD38BP of the
present invention and at least one chemotherapeutic agent to a subject in need thereof.", para [0228] “The present invention provides
CD38 binding peptides ("CD38BPs")", para [0072] "In one embodiment the peptide as defined above is a human monoclonal antibody.").

As the technical features were known in the art at the time of the invention, this cannot be considered a special technical feature that
would otherwise unify the inventions.

Group I+ therefore lack unity under PCT Rule 13 because they do not share the same or corresponding special technical feature.

Note, The claims employ many trademarks (e.g., see claims 8, 10, 12, 13, 15, 16) which are indefinite insofar as these terms are being
used to describe products rather than the source of those products. For the purpose of this International Search and Examination, only
the chemical names (i.e., bortezomib) listed in the above claims will be examined.

Form PCT/ISA/210 (extra sheet) (January 2015)
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