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OIIMCAHUE WM3OBEPETEHNA

2420-543014EA/052

AHTUTEJIA K CD38 IJisI JIEUEHMSI OCTPOT'O MMEJIOJIEMKOBA

OBJIACTH IIPVMMEHEHVA M3OBPETEHUA

Hacrosamee mu300peTeHMe OTHOCUTCSA K crocoBaM JiedeHMs OCTPOTO
MHMeJIOJIeKO3a C MCIOJIb30BaHMeM aHTuUTeJ Kk CD38.

[IPEOIIOCHUIKM CO3IAHMA MSBOBPETEHUA

CD38 oTHOCHUTCA K MeMOpaHHBEM OejikaM 11 Tulla C aKTMBHOCTB Ald-
PUOOSWIILMKIIA3H, KaTalu3Mupylmell o0pa30BaHMe BTOPUYHEX MeCCEHIKEePOB
LIMKJIMYECKOM AIO-pnOO3EL (LAIIOP) n HMUKOTHMHOBOM KMCJIO TEI—
ameHMHOuMHYKJIeoTundochaTa (HKAOD®) wm3 HAILD m HAI® COOTBETCTBEHHO.
CD38 omnocpenyeT MOOWIM3ALMIO KaJlbLMSA U pPeryJiMpyeT BHYTPUKJIETOUHHE
ypoBHM HAIl, ” OIPEIONOJIOKUTEJIEHO MIpaeT pPoJib [IpM  OCYIEeCTBJIEHUU
Pas3IMUHEX OU3MOJIOTHMUYeCcKUx oyHkUMM (Funaro et al., J Immunology
145:2390-6, 1990; Terhorst et al., Cell 771-80, 1981; Guse et al.,
Nature 398:70-3, 1999; Adriouch et al., 14:1284-92, 2012; Chiarugi
et al., Nature Reviews 12:741-52, 2012; Weil et al., WJBC 5:58-067,
2014)

OCcTpBlL MMEJIOJIENKO3 (OMIT) OTHOCUTCSH K TeTepOoTeHHBEM
TeMaTOJIOTMUECKMM pPacCTPOMCTBaM, IOJIS KOTOPHX xXapaKTepHa KJOHaJIbHadg
SKCIaHCUA MUEJIOMOHEIX OJIJaCTOB B KOCTHOM MO3Te, Iepudepruueckol KpoBU
Y OPpYyTMX TKaHAx. HecMOTpsd Ha OOCTUTHYTHE B IOCJelHee BpeMsd YCIexu,
CYMeCcTBYIMMe CcxeMbl JiedeHusa OMJI C¢ ypoBHeM b-JjleTHel Oe3pelUuIMBHOM
BEIKMBAEMOCTHM HMKe 30% Ho-NpeXHeMy HeyIOBJIETBOPUTEJILHH.

[TosTOMYy CYIMEeCTBYeT IMIOTPebHOCTE B 5SOOEeKTUBHEX BUIAX JeUeHUSd
OMJI.

M3JIOXEHVE CYIIHOCTU U3OEPETEHNMA

OOVMH BapMaHT OCYImeCcTBJIeHMs u300peTeHMUd MOpedcTaBjigeT codon
crocof JledeHMs CyOBeKTa C OCTPHM MMeJIoJieMko3oM (OMII), BRIIOYUAKINIA
BBelleHMe TpedyrleMy 3TOoTo CyOBeKTy aHTuTeJla K CD38 B TedueHHue
BpPEMeHM, IOOCTaTOUHOT'O IJiA JiedueHmsa OMII.

B oOHOM BapMaHTe OCYHNECTBJIeHUSI UN300peTeHUA OpenjlaraeTcd
crioco® JiedeHMs CyOBeKTa C OCTPHM MMeJioJelkozoM (OMJI) , BKJIOUAKMNNA
BBelleHMe TpebyolleMy B3TOIO CyOBekKTy aHTHUTeJla Kk CD38, koTopoe
KOHKYpPHMPYeT 3a CBfA3HBaHMe ¢ CD38 Cc aHTHUTeJIOM, COIepXallM

BapuabeabHyln o008JlacTb TAXeJION Ienu (VH) c SEQ 1ID NO: 4 u



BapuabenbHylo oB0JjlacThk Jerkon uenmu (VL) ¢ SEQ ID NO: 5 B TeueHHUe
BpeMeHM, IOOCTAaTOUHOTO IOJda JieueHusa OMJI.

KPATKOE OIIMCAHME PHCYHKOB

Ha &éur. 1A 1nokaszaH IIpMMep MHIOYLUMPOBAHHOTO IapaTyMyMaOoM
arnonTo3a IpY OTCYTCTBMM IIOINEepPEeUHHX CHIMBOK B KJIETOUHOWM JMHMM OMII
NB-4. PI: mponmMOouM-MOONI.

Ha éur. 1B [okaszaH IIpMMep MHIOYLMPOBAHHOIO IapaTyMyMaOoM
aronTosa IIpY HaJUUMM IIOIIEePeYHEX CIMBOK B KJIeTOUHOM JMHUM OMJI NB-
4, PI: mponuOuUV-MOIMI.

Ha &wur. 2A r1okas3aHa 5H0PeKTUMBHOCTBL IapaTyMyMaba B MOIOeJIU
3406 IIOJIYUEHHOTO OT IallMeHTa KCeHOTpaHCIJlaHTaTa (PDX) OoMJI,
KOTOpPYK OINpeleJiajiMd I[I0O CHWXeHMIO I[IpoleHTa (%) JIEeMKO3HEX KJIEeTOK
CD45*CD33* B KOCTHOM MO3Te (BM) , ceJie3eHKe (SPL) u
nepudeprnueckol KpPOBU (PB). KoHTposab: 0es o00paboTkKu; IgGl:
MBOTUIMUECKUN KOHTPOJb; Dara: nmapaTyMyMmMa®. Ha ©ourype OpUBeleHH
P-3HaueHUd (MBOTUNINYE CKUMN KOHTPOJIb 1o CpaBHEHUIO C
napaTyMyMadoMm) .

Ha éwur. 2B nokazaHa 520PeKTMBHOCTE IapaTyMyMaba B MOOeJu
7577 HDOJIYdeHHOTO OT TIallMeHTa KCeHOTpaHCILJIaHTaTa (PDX) OoMJI,
KOTOPYID OIIpenesyiajM I[I0 CHMXEeHMIO IOpoleHTa (%) JeMKO3HEX KJIeTOK
CD45*CD33" B KOCTHOM MO3Te (BM), ceJjle3eHKe (SPL) u
nepupepruuecrom KPOBU (PB). KoHTpoOJB: ez obpaboTkuU; IgGl:
M30TUIIMUECKUM KOHTPOJIL; Dara: mapaTyMyMa®. ns: He BHaAUUMHM. ***p
< 0,001.

Ha ©&éur. 2C nokazaHa 550PeKTMBHOCTBL IapaTyMyMaba B MOIOeJM
8096 MOJIydeHHOTO OT IallMeHTa KCEeHOTpaHCILIaHTaTa (PDX) OMJI,
KOTOPYK OlleHMBaJM IO CHIWKeHUI IMIpolleHTa (%) JIeMKO3HHX KJIEeTOK
CD45*CD33" B KOCTHOM MO3Te (BM) , ceJjle3eHKe (SPL) u
nepnupepruuecKom KpPOBU (PB) . KoHTpOJIb : ez obpaboTkKuU; IgGl:
M30TUNIMUECKUM KOHTPOJL; Dara: IapaTyMyMa®. ns: He 3HauuMMHMU. *p <
0,0b.

Ha &ur. 3A r1nokazaHa 500eKTMBHOCTBE JapaTyMyMab®a B MOJI&JM
3406 TIOJIy4eHHOTO OT TIIallMeEHTa KCEHOTpaHCILJIaHTaTa (PDX) OMJI,
KOTOPYI OleHMBAJIM IO CHIMWXKeHUD OoOmel JIeMKO3HOM HaTrpy3KM B KOCTHOM
MO3Te (umcJjio kJjerok CD45'CD33" myia dJeTHpex KocTelM). KoHTpoJib: 0es

obpaborkmu; IgGl: M3OTUIMUECKMM KOHTPOJIb; Dara: IapaTyMyMa®. He



OTMEeUYaJIOCh CYIEeCTBeHHHX paszsjguuuyi (p > 0,01) B JeMKO3HOM Harpy3ke
B KOCTHOM MO3T'e Mexny KoHTpoJsieM M Dara. [lokazaHO p-3HaueHMe IJIA
CpaBHeHMA MexlOy TIpyllaMy M30TUIIMUECKOTO KOHTPOJIA UM JIEUEeHUSd
ODapaTyMyMadoM.

Ha &ur. 3B r1nokaszsaHa 5»0QeKTMBHOCTBE JapaTyMyMabta B MOI&JIM
3406 TIIOJIy4eHHOTO OT IlallMeHTa KCEHOTpaHCILJIaHTaTa (PDX) OMJI,
KOTOPY OlieHMBaJM IO CHMXeHMI ofmey JIeMKO3HOM Harpy3KM B
ceJleseHKe (umMcJo kJeTok CD45'CD33" Ha ceJsie3eHky). KoHTpoJib: 0Oe=
obpaboTKM; IgGl: VU30TUINUECKUN  KOHTPOJIb; Dara: ODapaTymMyMa.
[IpMBOIMTCA pP-3HaueHMe MexXOy IpyllaMiud W30TUIINUECKOTO KOHTPOJIA U
JleueHUa OapaTyMyMaOoM.

Ha &wumr. 3C nokaszaHa 200eKTUBHOCTEL HOapaTyMyMaba B Momesmu 3406
IOJIYUeHHOT'O OT IallMeHTa KCeHOoTpaHCIUlaHTaTa (PDX) OMJI, KOTOPY
OLIeHMBAJIM II10 CHWXeHM IO Ofmel JIeMKO3HOM Harpys3KM B IepudeprudecKon
KpOoBM  (umMcJio kJeTok CD45'CD33" Ha MKJI KpoBM) . KoHTpoJsb: 0es
00paboTKM; IgGl: U30TUIIMUECKUM  KOHTPOJIb ; Dara: oDapaTyMyMao.
[lokazaHO pP-3HaueHMe Mexny TpyldlaM/d MW30TUIMUECKOTO KOHTPOJIA U
JeueHusda IapaTyMyMadOoM.

Ha &ur. 4A 1okaszsaH IOpMMep MHIOYLUMPOBAHHOTO »OapaTyMyMaboMm
CHMXXEHU A DKCIIPEeCCUn [IOBEPXHOCTHOTO CD38 B MO eJin 3406
[IOJIYYEeHHOTO OT IallMeHTa KCeHOoTpaHCcIJlaHTaTa (PDX) OMJI B KOCTHOM
Mo3Te (BM), ceJseseHke (SPL) u nepudbepmueckor KpoBu (PB) uepes b5
HeOoeJlb JiedeHMA »HapaTyMyMadtom. KoHTpoJsab: 06e3 obpaboTkm; IgGl:
U30TUIIMUECKUM KOHTPOJIL; Dara: mapaTymyMad. IlpuBeOeHHBe Ha (uUIrype
pP-3HaueHMA OTHOCATCH K M30THUIMUECKOMY KOHTPOJIO II0 CPpaBHEHUK C
ODapaTyMyMadoM.

Ha éur. 4B 1oka3aH I[IpUMep MVHIOYLUVPOBAHHOTO IapaTyMyMaOoM
COKpalleHUd IIPOLEHTHOTO colepxkaHusa CD38-MOJIOXMTEJLHEX JIeMKoBJIacToB
B Momesm 3406 MOJIydeHHOT'O OT IallMeHTa KCeHOTpaHCIJlaHTaTa (PDX) OMJI
B KOCTHOM MO3Te (BM), cejeseHke (SPL) u nepudbepnueckoyn Kporu (PB)
yepes 5 Hemenb JeUyeHMA »OapaTyMyMabomM. KoHTposib: 06e3 o0paboTKu;
IgGl: WM30TUIMUECKMM KOHTPOJIB; Dara: m»apaTyMyMa®. VYKasaHH p-
3HAUEHMA OJIA9 CpPaBHEHMSA MeXIy I'pyldlaMd MW30TUIMUECKOTO KOHTPOJA U
JeueHud IapaTyMyMabOoM.

Ha &ur. 5A mnokaszsaHa »00eKTMBHOCTL IapaTyMyMaba (dara) 1mpwu

IIPVMMEHEHNVM B KadeCTkBe MOHOTepallMM WJIM B KOMOMHaALMM C OaKOT'eéHOM



(DAC) wmiam muTapadMHOM W OOKCcOopyOMIIMHOM (chemo) 1JId CHMXeHUA
JIEMKO3HOM  Harpy3KM B MOOEJM 3406 TIIOJYyUYeHHOTO OoT IIaluMeHTa
KceHOoTpaHcIJIaHTaTa (PDX) OMJI B KOCTHOM MO3Te. JIeMKOBHYI HaTpy3KYy
olleHMBaIM Kak % kJjJeTok CD45'CD33*. KouTpoJss: M30TUNINYUECKUN
KOHTpoOJIb. *p < 0,05; **p < 0,01; ***p < 0,001. ns: He 3HAUMMEIM.

Ha éwur. 5B nokaszsaHa 5»00eKTMBHOCTL HOapaTyMyMaba (dara) mnpwu
IIPMMEHEHUM B KadeCTBe MOHOTepaluM WM B KOMOMHALUM C OaKOT'eHOM
(DAC) wmim umTapadbMHOM W OOKCOPYOMUMHOM (chemo) @OJIS CHWXEHUSA
JIeMKO3HOM Harpy3ku B Momesm 3406 [OJy4deHHOTO OT IallMeHTa
KCeHOTpaHcIJaHTaTa (PDX) OMJI B ceJe3seHKe. JIeMKO3HYID HaTPYy3KYy
OLleHMBaJIM Kak % kJeTok CD45°CD33". KOHTPOJb: M3OTUINUECKUN
KOHTpOJIE. *p < 0,05; **p < 0,01; ***p < 0,001. ns: He 3HAUMUMHN.

Ha &wur. 5C nokazaHa 20PeKTMBHOCTEL IapaTyMyMaba (dara) nopu
IIPMMEHEHUM B KadeCTBe MOHOTepaluM WM B KOMOMHALUM C OAaKOTeHOM
(DAC) wmam umMTapadbMHOM M »OOKcOpyOMUMHOM (chemo) @O CHWKeHUA
JIeVIKO3HOM Harpy3KU B MO IeJin [IOJIYYEeHHOT'O oT naumeHTa
KceHOTpaHcIJlaHTaTa (PDX) OMJI B nepudepmueckom KPOBU. JIEMKO3HY
HaTpy3Ky OlleHMBAJIA Kak % KJIETOK CD45*CD33*. KOHTPOJIE :
MU30TUNINUECKUM KOHTpOJIL. *p < 0,05; **p < 0,01; ***p < 0,001. ns:
He BHAUMMEBI .

Ha &éur. 6A 1oka3aHO BJIMAHME »OapaTyMyMaba (dara) npm
IIPMMEHEHUM B KadeCTBEe MOHOTepaluM WMJIM B KOMOMHALUM C OaKOT'eHOM
(DAC) wmiam umTapabMHOM M »OOokcopyOMUMHOM (chemo) Ha 3KCIpPeCccHuio
CD38 Ha CD45'CD33" OMJI 6GJjgacTaxXx KOCTHOTO Mo3Ta B MomeJmmt 3406
[IOJIYUEHHOTO OT IalMeHTa KCeHOTpaHCIlaHTaTa (PDX) . JleMKO3HY
HaTrpy3Ky OLleHMBAaJIU KakK % KJIETOK CD45*CD33". KoHTpoJs :
M30TUNINUECKUM KOHTpOJL. *p < 0,05; **p < 0,01; ***p < 0,001. ns:
He BHauuMMHM. CHUO: cpeIHSS MHTEHCHMBHOCTL QJIYOpPecClLeHLUN .

Ha  &wur. 6B T[oka3zaHO BJIMAHMe OapaTyMyMaba (dara) npu
IpUMeHeHU B KadecTbBe MOHOTepallMM WM B KOMOMHAUUNM C »OAaKOT'€HOM
(DAC) wmim 1nmMTapadMHOM WM HOKCOPYOMUMHOM (chemo) Ha B3KCIPpeCcCcHUi
CD38 Ha CD45'CD33" OMJI 0GJjacTax ceJes3eHKM B Momesmm 3406
[IOJIYYEeHHOT'O OT IallMeHTa KCeHOTpaHCcIUlaHTaTa (PDX) . JIeiIko3HYI0
HaTpy3sKy OLIeHMBAaJINU Kak % KJIETOK CD45*CD33". KouTpoJas :

U30TUIINUECKUM KOHTPpOJL. *p < 0,05; **p < 0,01; ***p < 0,001. ns:

He 3HaUMMLII.



Ha  éur. 6C I[IOKaszaHO EBJMAHME  IapaTyMyMaba (dara) npu
IIPUMMEHEHNM B KaUeCTBe MOHOTepaluMyM WIM B KOMOMHaIMM C JaKOT'eHOM
(DAC) wmim umMTapadbMHOM M IOOKcopyOulMHOM (chemo) Ha »kcrnpeccurn CD38
Ha CD45'CD33" OMJI ©GJjacTax TIepubepryeckor KpoBM B wMomesm 3406
[IOJIYUEHHOT'O OT IallMeHTa KCEeHOTpaHCIIaHTaTa (PDX) . JIeMKO3HYIO
Harpy3Ky OLEeHMBAaJM Kak % kJeTok CD45'CD33*. KOHTPOJIb: M30TUINUECKHUM
KOHTpoOJILE. *p < 0,05; **p < 0,01; ***p < 0,001. ns: He 3HaAUMMEI.

[IOOPOEHOE OIIMCAHUE W3OBPETEHUA

TepMmrH «CD38» oTHocuTcHad kK Oejiky CD38 dyejioBeka (CHMHOHUMH :
AllO-puboszmiaumnkiIasa 1, UADOp-rHUOpoJasa 1, LUKJIMUEeCcKasd Al®-
pubozornmpotyasza 1). UejgoBeueckuyt CD38 wmMeeT aMMHOKMCIIOTHYK
nocJiegoBaTeJIbHOCTL, IIOoKa3aHHVID B SEQ ID NO: 1

[lpenmnojlaraeTcsa, UYTO TEPMMH «aHTUTeJIa» B HacCTOoAlleM OOKYMEeHTe
MCIIOJIb3YyeTCd B WMMPOKOM CMEICJIE M BKJKUaeT B CcebAa MOJIEKYJIE
VMMYyHOIUIOOYJIMHOB, BKJIOUAA MOHOKJIOHAJIbHBIE AaHTUTEJa, BKJOUaKIMe
MBIIVHELE , UeJIoBEeUeCKue, amalTUPOBaHHEE 0JId JeJIoBeKa,
TYMaHM3MPOBAHHEE U XMMEpPHBE MOHOKJIOHAJILHEIE aHTUTeJa, O(parMeHTH
aHTuTe, OucrneumudmuecKme VI MYJIb TUCTIEeUOUUECKUE aHTUTeJa,
OIMMEepPHHE, TeTpaMepHHEe WM  MYJIbTHUMEPHHE aHTuTeJa, a Takxe
OOHOLIEIIOUEUHEIE aHTUTEJA .

VMMyHOTJIOOYJIMHEL MOTYT OTHOCUTBCS K IMIATM OCHOBHEM KJaccaM, a
uMeHHo IgA, IgD, IgE, IgG m IgM, B 3aBUCHMMOCTM OT aMMHOKMCIIOTHOM
IIOCJIeOOoBaTeJIJbHOCTM KOHCTAHTHOTO IOMeHa Taxejlon uLemn. I1gA u I1gG
OOIOJIHUTEJIEHO KJIACCUOULIMPYITCI Ha M30TUINH 1gA,, IghA,, IgG;, IgG,,
IgGs m IgGy. JlerkuMe LenoM aHTUTeJ JIIOEX BUIOOB IIO3BOHOUHHEX B
3aBUCUMOCTM OT AMMHOKMCJIOTHHEIX IIOCJIemOoBaTeJIbHOCTEeM MX KOHCTAaHTHHX

IJOMEHOB MOXHO OTHeCTM K OIODHOMY M3 IBYX UWeTKO OTJIMYarmMXCHd TUIIOB,

a MMeHHO Kalllla (k) m JjaMmbma (A) .

TepMMH «QParMeHTE aHTUTeJIa» OTHOCUTCA K YJacTMu  MOJIEKYJIH
VMMYHOTIUIODYJIMHA, KOTOpasd COoXpaHdgeT aHTUTeHCBA3LBAKMMM CalT TIKeJIoNn
HenmM uW/uUiM JIeTKOM Lielir, TakKoM KaK oIpemelgilyre KOMILJIEMEeHTapHOCTE
obJlacTu T sKeJION Lenm (HCDR) 1, 2 u 3, ompenessanime
KOMILJIEMEHTAPHOCTE obJjlacTu JleTKom Lenm (LCDR) 1, 2 " 3,
BapuabesbHasa oB0JacTek TsxeJon uenu (VH) wmimM BapuabesbHasdg oO0JacThb

Jerxoy uenmu (VL). O®paTMeHTH aHTUTEJ BKJIOUanT o¢parmMeHT Fab -



OOHOBAJIEHTHEM QparlMeHT, COCTOAmMM M3 poMeHoB VL, HV, CL wmu CHI;
dparMeHT F(ab), - IBYXBaJIeHTHEIM bparMeHT, comepxammi oBa
bparmeHnTa Fab, CBABaHHHX OUCYJIbLOUMOHEIM MOCTMKOM B MapHUPHOM
objactu; oO¢parmMeHT Fd, cocToAammM wu3 ngoMeHoB VH m CHI; ¢parMeHT
Fv, cocroamuit m3 moMeHOB VL m VH OIOHOTO IlLjJledya aHTHUTeJa; O(QpaTrMeHT
IOOMeHHOTO aHTuTeJa (dAb) (Ward et al (1989) Nature 341:544-540),
KOTOPEM COCTOMT M3 p»goMeHa VH. JomMeHm VH u VL MOTyT OHTBH
CKOHCTPYMPOBAHEL ¥ CBA3aHE BMeCTe IIOCPelOCTBOM CHHTETUUECKOTO
JIMHKepa C obpasoBaHUeM pPa3JINUYHEIX TUIIOB KOHOUTYpaLUMn
OIHOILIEIIOUEUHHX AaHTUTeJ, B KOTOPHX IoMeHH VH/VL CcoeIMHSIOTCS B
napy BHYTPUMMOJIEKYJIAPHO WM MEeXMOJIEKYJIAPHO B TexX JCcJydYaax, KoToa
ooMeHel VH n VL DKCIIpeccUupyTrca OTIOeJIbHEIMI OIOHOLIEIIOUEeUHEIMHU
KOHCTPYKLUUAMU aHTUTEJ, C oBpa3oBaHueM OIOHOBAJIEHTHOTO
AHTUTEeHCBASHBAKIEro calTa, Takor'o Kak OOHOLelNoOUeuHeM Fv (scEFv)
WY IMaTeJiO; OHM OIMCaHB, HallpuMep, B MeXOYHAPOOHEX IIyOJIMKaLMAX
PCT NN WO01998/44001, WO01988/01649, W01994/13804 m W01992/01047.
ODaHHEe QparMeHTH aHTUTeJ IIoJiydalT C I[IOMOWLI MeTOIMK, XOPOWOo
MB3BECTHEIX ClelMraJucTaM B ITaHHOM o06JlacTv, U TIPOBOOAT CKPUHUHT
dparMeHTOB Ha IPUTOOHOCTE TaKuM  Xe obpas3oM, Kak u ojig
[IOJIHOPAa3MEPHEX aHTUTEJ.

CJIOBOCOUETAHME «BHIOEJIEHHOE AaHTUTEJIO» O3HauvaeT aHTUTEJIO WK
dparMeHT aHTUTeJla, [0 CYIMeCTBYy He colepXalye OpyI'MxX aHTUTEe,
VMEIMMX  Pal3HHe 3HaUeHMsS aHTUTEeHHOM  CHeUMPUUHOCTU (HanpuMep,
BEIOEJIEHHOE  aHTUTeJIOo, crneumuduUueck CBA3HBakmeeca Cc CD38, 1o
CylleCTBRY He COOeEpXuT aHTUTes, CrieludUUIeCcK CBASHBAKIUXCI C
aHTMITeHaMM, OTJMUHEMM OT uUejloBeueckoro CD38). OmHakKO BHIOEJIEHHOEe
aHTUTEJIO, crielnpnueCcKum CBASHBaKIEECH c CD38, MOXeT MMEeTb
[IEPEeKPeCTHYD PeakKTMBHOCTE C IOIPYyTMMM aHTHUI'€eHaMM, TakMMM Kak
OPTOJIOTM ueJiloBeueckoTo CD38, Hamnpumep CD38 Macaca fascicularis
(dBaHCKOT'O MaKaKa). DBoJiee TOT'O, BHIEJEHHOE AaHTUTEJIO MOXET IIO
CYWeCTRY He comepxaThb OIpYyTOoIro KJIETOUHOTO MaTepuala n/nnm
XVMMUUECKUX BEIEeCTB.

BapuabenbHas 00JlacThk aHTUTeJla COCTOMT M3 «KapKacHoOW» objlacTu,
pasiejleHHOM TpeMd KAHTUT'€HCB A 3EBalyMA camTaMm» .
AHTUTEeHCBA3HBAKIME CaWTH OlIpeneJieHH C IIOMOIBI Pa3JIMUHHX TEePMUHOB:

obJjlacTu, Olpemelianlye KOMILJIeMeHTapHocTs (CDR), Tpm B VH (HCDRI1,



HCDR2, HCDR3) wm Tpm B VL (LCDR1, LCDR2, LCDR3), OCHOBAaHH Ha
BapuabelJIbHOCTK ILocJienoeaTesibHoCcTM  (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), «runepBapuadesibHEE
oBmacTu», HVR wmmu HV, Tpu B VH (H1, H2, H3) wu 7pm B VL (L1, L2,
1L3), oTHocATcAa K ob6JjgacTaM BapuabeJIbHHX OOMEHOB aHTUTeJla, KOTOPHE
ABJIAITCA TuUIlepBapuabelJIbHEIMM I[I0 CTPYKTYPEe COTJIaCHO OlIpedeJIeHUo
Chothia and Lesk (Chothia and Lesk, Mol. Biol 196:901-17, 1987).
Opyrre TepMuHE BrJwodalT IMGT-CDR (Lefranc et al., Dev Comparat
Immunol 27:55-77, 2003) U «UCIOJBE30BaHMe OCTATKOB, OIIpeneJIailnx
crneundmuHocTs» (SDRU) (Almagro Mol Recognit 17:132-43, 2004). B
MeXIyHapoOoHOM Baze OAaHHEIX ImMunoGeneTics (IMGT)
(http://www_imgt org) mnpencrabjieHa CTaHOapTU3MPOBaHHad HyMepaluua
M ompenejieHMe aHTUTeHCBA3HBalmMxX calToB. COOTBETCTBME MEeXOy
pazrpaHuuyeHuaMm CDR, HV m IMGT omnmcaHo B nyoumraumum Lefranc et
al., Dev Comparat Immunol 27:55-77, 2003.

[Ipy MCIOJNB30BAHMM B HACTOANEM IOKYMeHTe TepMMH «OCTaTKM IIO
Chothia» o3HauvaeT ocTaTku VL u VH aHTHUTeJl C HyMepauuen 1o Al-
Lazikani (Al-Lazikani et al., J Mol Biol 273:927-48, 1997).

«Kapkac» WIM <«KapKacHHEe II0CJIeOOBATEJILHOCTU» IIPeICcTaBJIgT
coBomn OCTaTOUHHE [IOCJIEIOBATEJILHOCTHU BapurabeJbHOM obJjacTu,
KOTOPHIE OTJIMYUATC I oT Tex, KOTOPHE onpeneJieH: Kak
AHTUT eHCBS3LBAaKIMe CaMTH . I[IOCKOJILKY oJis onpenesieHUA
AHTUTEHCBA3EBAKINUX CaAVTOB MOTYT MCIOJNL30BATLCSA pPa3HBE TepMUHE,
Kak OIIMCaHoO BLIIIE, onpeneJsieHue TOUHOM AMMHOKMCJIOTHOM
IOCJIeIOBaATEJILHOCTM KapkacHoM o0JlacTM 3aBUCUT OT oOlIpeleJeHUs
AHTUTEeHCBA3EBAKIEIO canTa.

TepMMH «T'yMaHU3MPOBAHHOE aHTUTEJIO» OTHOCHUTCH K aHTUTely, B
KOTOPOM AaHTUITeHCBAS3LWBAKIME CaMTH IIOJIYUEeHH M3 BUIOB, OTJIMUHLHIX OT
yeJIOBeKa, a KapKachH BapmrabeJibHOM objlacTtu [IOJIYUEeHE oT
nocjenoBaTeJIbHOCTEN yeJIOBeUeCKUx VIMMYHOTJIODYJIMHOB .
T'yMaHM3UPOBAHHEE aHTUTeJla MOTYT BKJOUATL 3aMeHH B KapKacCHEBIX
oBJlacTax, B pes3yJjbTaTe Uel'o KapKac MOXeT He ABJATLCS TOUHOM KOoIIueln
SKCIIPEeCCUPOBAHHOTO UEeJIOBEUeCKOTO MMMYHOTIJIODYJIMHA WM 3apOoIbIleBHIX

TeHHHX T[IOCJIedOBaTeJIbHOCTEN.



TepMrH «amanTUpOoOBaHHEE oJis yeJjloBeKa» aHTuTeJa WIIN
«amanTUPpOBaHHEE IJIA  UYeJJOBeUueCKOI'0  Kapkaca (HFA)» aHTHUTeJa
OTHOCUTCSA K TYMaAaHM3VPOBAHHEIM aHTUTEeJaM, amanTUPOBAHHEIM  IIO
criocofaM, OIIMCAHHHM B I[IaTeHTHOM nyojukaumm CIA N US2009/0118127.
ADanTUMpPOBaHHHE OJIA UYeJJoOBeKa aHTHUTeJla TIYMaHUM3UPYIT IIyTeM BHOOpa
UeJIOBEUECKUX KapKacCOB-aKIEeNTOPOBR Ha OCHOBEe MaKCHUMAaJbHHX CXOIOCTB
CDR wm FR, COBMECTHMMOCTM IOJIMH U CXOICTB IIOCJIedOBaTeJIbHOCTEN
nerelib CDR1 m CDR2 u uyacTu neTejib CDR3 JIeTKOM lLieluM.

TepMMH  «UeJIOBeuecKoe AHTUTEJIO» OTHOCUTCS K aHTUTeJy,
uMepnmeMy BapuabeJibHEEe 0OJIaCTUM TAIXKEJIOM UM JIETKOM Iliellel, B KOTOPHX
KaK KapKacCHHe, TakK W aHTUIEeHCBA3HBAKIMME CalTh I[IOJYUYEHH U3
[IOCJIEONOBATEJILHOCTEN UEJIOBEUEeCKOTO IIPOMCXOXIEeHMSa. ECIM aHTUTEJIO
COOEPXUT KOHCTaHTHYI 00JlacThb, KOHCTaHTHad o60JlaCTh TakXe IIOJIydeHa
13 [IOCJIeIOBAaTeJIbLHOCTEN UeJIOBEUEeCKOTO IIPOMUMCXOXIEHMS .

UeJIOBEUECKOE AaHTUTEJIO COIEPXUT BapuadbeJibHEe 00JIacTU TIXKeJION
WM  JIeTKOM Lelel, KOTOPHE «IIOJYYeHH M3» II0CJeIoBaTeJIbHOCTeN
UeJIOBEUECKOT'O IIPOUCXOXIEeHMd, IpudeM BapuabeJibHEE o0O0JIaCTM aHTUTeJa
[IOJIYYeHE] ns CUCTEMEH, B KOTOpOM IIpUMeHSeTCs yeJIOBeUeCKUM
VIMMYHO TJIOBYJIMH 3apoIBIIeBOTO TUIIA W repecTpoeHHHEe T'eHE
VIMMYHO TJIOOYJIMHOB . Taxkue CUCTEeME BKJIIOUAIOT BUbIJIMOTEeKU TeHOB
yeJIOBeUEeCKUX VIMMYHO TJIOBYJIMHOB, oToBpaxaeMue Ha bare, u
TPAHCTEeHHEIX XMBOTHHX, OTJMUHEIX OT UYeJIOBeKa, TaKMxX KaK MbIlM,
HecymmMx JIOKYCH UeJIOBEUEeCKUX MMMYyHOIVIOOYJIMHOB, KaK OIMCAaHO B
HacTogmeM  HOOKYyMeHTe. UeJioOBeUECKOE AHTUTEJIO  MOXeT comepxaTh
AMMHOKMCJIOTHEE OTJIMUMSA IIO CPaBHEHMI0 C UeJIOBeUeCKOM 3BapOoIhlleBOon
JMHMEN WM IIepecTpOoeHHHe II0CJIeIOBaTeJIbLHOCTUM MMMYyHOTIJIOOYJIMHOB,
00yCJIOBJIEHHEIE, HalpUMep, BCTpedvallMMMCSI B €CTeCTBEeHHHX VYCJIOBUAX
cCoOMaTHMUeCKMMM  MYTallyaMU W HaMepeHHLEM  BBeIeHMeM  3aMeH B
KapkacHbEe MJIM aHTUTeHCBA3HBAIMe calThH. Kak OpaBUIIO, uUeJioBeuecKoe
AHTUTEJIO II0 AaMMHOKMCJIOTHOM IIOCJIeIOBATeJIbLHOCTHM, I[IO MeHbIel Mepe,
Ha okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmm 100% MIEHTHUYUHO
AMMHOKMCJIOTHOM IIOCJIeIOBATEJLHOCTHM, KOOMPYEeMOM T'eHOM UueJloOBeueCKOoM
3apoIbIeBOM  JIMHUM WM I[IepPeCcTPOeHHBEM TeHOM MVMMyHOIJIOOyJIMHa. B
HEeKOTOPEIX cIydasax yeJjioBeuecKoe AHTUTEJIO MOXeT comepxaThb

KOHCEeHCYCHEE KapKaCHEE IIocJyIenoBaTeJIEHOCTH, IIOJIYYEHHEIE B



pes3yJbTaTe aHaJlM30B UeJIOBeUeCKMX KapKacHBEIX IIocJeloBaTeJlbHOCTeN,
HalpuMmep, Kak oomMcaHo B Oybiamukaumu Knappik et al., J Mol Biol
296:57-86, 2000, wmmm cuHTeTnueckre HCDR3, BKJIOUEHHEHE B OMOJIMOTEKMU
TeHOB yeJloBeueCKUX MMMYHOT'JIOOYJIMHOB, oToDpaxaeMule Ha dare,
HalpuMmep, Kak oomMcaHo B nOyojguraumm Shi et al., J Mol Biol
397:385-9¢, 2010 nu MeXOyHapOIHOM IaTeHTHOM Iy OJIMK a i e
W02009/085462). AHTHUTeJSIa, B KOTOPHX aHTUIEHCBA3BBAKIME CAaNTH
[IOJIydeHEl OT BUIOB, OTJIMUHBIX OT UeJIOBEKa, He IIOOXOOAT IO

oliperneljieHre dYeJIOBeUeCKOI'O aHTUuTeJla.

BrimeJIeHHEIE I'YMaHIM3VPOBAHHEIE aHTHTeJIa MOT'YT OBITH
CHMHTETMUYE CKVIMHA . YeJIOBeUeCKUue aHTHTeJIa MOT'YT OBITH CO3IOaHEI C
ITOMOIIBIO CcrucreM, TaKMX Kak @aPOBHﬁ HMCHHQ%, colepXammx

cuHTeTuueckre CDR ¥/WMIM CHUHTeTHMUYEeCKMe KapKacHHe o0JlacTH, WU
MOTYT OBTHL I[IOIOBEPXEHH I1n VIitro MyTareHesy Jd YJYUIeHMS CBOMCTB
aHTHUTeJa.

TepMMH «PeKOMOMHAHTHOE AHTUTEJIO» B HACTOAIEeM HOKYMEHTe
BRJIOUaeT B ceBsa BCe aHTHUTeJa, I[OJIYUYeHHBEEe, SKCIPeCCHUPOBAaHHEE,
CO3IOaHHEE WJIM BHIEJIEHHHE PeKOMOMHAHTHEIMM cHocobaMu, Takue Kak
aHTUTeJa, BHIOEJIEHHHEe M3 XMBOTHOTO (HaIpMMep, MBIIM WJIM KPEHCH) ,
ABJIANIIETOCH TPaHCIT eHHEM WU TPaHCXPOMOCOMHEM 10 TeHaM
YeJIOBeUeCKUX MMMYyHOTJIOOYJIMHOB, WJIM IOJIYUEHHHEe U3 €TI0 I'MOPUIOME
(DOMNOJIHUTEJILHO OINMCAaHO HMWXe), aHTUTeJla, BHIOeJIeHHHEe M3 KJIETKU-
X03aMHa, TpaHCOOPMUPOBAHHOM MOJIS SKCIPEeCCUM aHTUTeJla, aHTuTesa,

BEIIDEJICHHEIE U3 peKOMGMHaHTHOﬁ KOM@MHaTOpHOﬁ OUOIJINOTEKM AHTUTEJ, U

a”HTuTeJa, [IOJIYUYEHHEIE, DKCIPECCUPOBAaHHEE, CO3IOaHHEE WJIN
BHIIEJIEHHEIE JIEO OBIMI OIpYyTVMU criocobamm, KOTOPEHIE OXBATHBAKT
CILJIaiCUMHT nocJjenoBaTeJIbHOCTEN TEeHOB yeJIOBEeUeCKUX
MMMYHOTJIOOYJIMHOB C OPYyI'MMHU II0CJIeIOoBaATEeJIEHOCT AMMA IOHK, MJIn

aHTUTeJla, Cco3maHHHe 1in vitro myTeM ofOMeHa Ileu Fab ¢ nonyuyeHmeMm
OUuCcneunMPUUEeCKMUX aHTUTEI.

TepMH  «KMOHOKJIOHAJIBHOE AHTUTEJIO» B HacTOoAMeM  OOKYMeHTe
OTHOCUTCH K npernapary MOJIEKYJI aHTUTeJIa OIOHOMOJIEKYJIAPHOM
KOMIIO 3MLIVN . KoMrio3uumMsa  MOHOKJIOHAJIBHOT'O aQHTUTEJIa OEMOHCTPUPYET
OOVHAPHYI CHElMOUUHOCTL CBASHBAHUA U addMHHOCTE K KOHKPETHOMY
SIUTONY WM, B cJydae OUCHeIMIUUEeCKOT'0 MOHOKJIOHAJIEHOI'O AaHTUTEeJIa,

,JIBOIZHVIO CHGLU/I(]_)MT{HOCTB CBA3EBIBaAHMA K IBYM OTIOEJIBHBIM 2SIIMTOIIaM.
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[lp WMCNOJBE30BaHMM B HACTOAMEM HOOKYMEHTE TEPMUMH «KIIIMUTOII»
O3HaYaeT 4YacCThk aHTUI'eHa, C KOTOPBEM CHeUMPUUIEeCKM CBA3BBAETCH
aHTuTeJyio. Kak T[IpaBMJIO, DBIUTOIE COCTOAT W3 XUMUUYECKM aKTUBHBEX
(TakMx Kak TI[OJIIPHHE, HEIOJAPHEE WM TIUIPOQOOHEE) IIOBEPXHOCTHHX
TPYNIIMPOBOK (QparMeHTOB, TaKMxX Kak OOKOBEHE LellM aMMHOKUCIIOT WK
IoJiMcaxapunos, M OHM MOTYT WMMETH KOHKPETHHE XapaKTepUCTUKU
TPexXMEepPHOM CTPYKTYPH, a TakXe KOHKpPEeTHHE XapaKTepUCTHUKM 3apaia.
SnmTon MOXeT OHTH oBpas3oBaH us CMEXHEIX "/ niam HeCMEeXHBIX
aMMHOKMCJIOT, oOf0pasyilMx KOHQPOPMAIMOHHLBI MIPOCTPaHCTBEHHHEM OJIOK. B
Cllydae  HEeCMEeXHOTO BIUTOIIA aMMHOKMUCJIOTEL M3  pPas3HHX Yy4J4aCTKOB
JIMHEeVHOM IIOCJIENOBATEJIbHOCTY aHTUIeHa MNOOXOOAT OJM3KO IpyT K IOpyTry
B TPEeXMEPHOM IIPpOCTPpaHCTBe OJjaromapsa CBOpadyMBaHUI MOJIEKYJIE OeJiKa.

TepMUH «BapMaHT» B HacTodmeM  IOOKYMEeHTe OTHOCUTCH K
IOJIUIIENTUIY WJIM MIOJUHYKJIEOTUIY, KOTOPHM OTJIMUAETCS OT STaJIOHHOTO
INOJUIIENTHIa WMJIM DTAaJIOHHOTO IOJMHYKJIeOTHMIa OOHOM wmiIu 0OoJee
MOIMOUKAUMAMM, HaIpMMep, 3aMeHaMM, BCTaBKaMM WJIM OeJIelMSAMU.

TepMUHEL KCHUHEPTUI», KCUHEPTU3M» I «KCUHEPTeTUUYeCKUM»
o3HauvaonT 5SdhdexT KOMOMHALMM, IIPEBHIIAKIMM OXUIAEMBY  aIdVTUBHLIM
sbdperT.

TepMMH «B KOMOMHAIMM C» B HaACTOAmMEM IOOKYMeHTe O3HauaeT, UYTo
IOBa wIm 0OoJiee TepalleBTUUECKUX CpeldcCTBa BMeCcTe MOXHO BBOIUTH
cyOBEeKTYy B CMeCH, OIHOBPEMeHHO B BHMIEe OTIOEJIbHEIX al'€HTOB WM
[IoCJIeIOBaTeJIbHO B BMIOE OTIOEJIbHHX al'eéHTOB B JIOOOM TOpPAIOKE.

TepMMHH KIIEUNMTEBE>» WIIM KJIeUeHIMe>» OTHOCATCA K TepalleBTUYeCKOMY

JleueHU, opu KOTOPOM  IIeJIbIo ABJIAETCH 3aMenJIeHue TeueHUs
(yMeHbIIeHMe) HeXxeJlaTeJIbHOTO  QUBMOJIOTUUYECKOTO  M3MeHeHMd WK
3adoJyieBaHuUd, TakoTo Kak  pasBUTHUE, yBeJMueHue ofnLeMa M

pacrnpocTpaHeHMe ONyXOJIM MM OIIYXOJIEBHX KJIETOK, WM Xe OOCTIMKEeHME
BJIaToNIpPUATHOTO WM XeJlaeMOT'0 KJIMHUMUEeCKOT'O pe3yJkTaTa B XOoIe
JedeHMd. IllpeuMylmeCcTBEeHHHE WM XeJlaTeJIbHHE KIVMHUUECKME pPe3yJbTaTH
BKJIOUAKT B cebsa ocunableHue CHMIITOMOBRB, YMeHbBIIeH e CTelleHu
3aboJieBaHmsa, cTadbuamM3alupn (T. €. OTCYTCTBMEe YXYIOMeHMSI) COCTOSAHMUA
3aboJyieBaHNA, 3allepPXKY VI 3aMelJIeHre NPOTPEeECCUPOBAHUSA
3aboJyieBaHMsa, OOJeTrdeHMe WM BPEMEHHOe YyJydlieHre OO0JIe3HEeHHOT'O
COCTOSAHUA UM PEMUCCHI (JaCTHUUHYK MM IIOJIHYK), Kak oOHapyXWUBaeMBE,

TarKk UM He O@HapyXMBaeMHe. TepMMH KJIedeHNre» MOXeT TaKXe O3HadaThb
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IponjieHre BpeMeHM XM3HM II0 CPaBHEHMI0 C OXMIAaeMBEIM B OTCYTCTBUE
JedeHnsda cyObekTa. K TpedyomuM JedeHMSI OTHOCATCHS CYOBEeKTH, VY
KOTOPHIX YyXe OTMeualTCsa HexejlaTeJIbHHe (UM3UMOJIOTUUeCKre UM3MeHeHUH
unu 3abojieBaHMe, a Takke CYOBeKTH, CKJOHHHEHE K O(OM3UMOJIOTUUECKUM
M3MEeHEeHUAM WM 3aboJIeBaHub.

BrpaxeHre <«UMHTUOUMpPYeT PpocT» (HalpuMep, B OTHOMEHUM KJIETOK,
TaKMX KakK OIIYyXOJIEBEE KJETKM) OTHOCUTCH K MU3MEPUMOMY CHIDKEHUIO pPOoCTa
KJIeTOK 1In vitro wiIM 1in VIivo TIpM [OpUBEIeHUM UX B KOHTAKT C
TepaleBTUUYECKMM CPeOCTBOM WM KOMOMHalMeM TepaleBTUUYECKUX WK
JIeKapCTBEHHEX CpPeICTB I[I0 CpPaBHEHMIO C POCTOM Tex Xe KJIEeTOK,
PaCTyllMX B COOTBETCTBYKIIMMX KOHTPOJIBHBIX YCJIOBMAX, XOPOIO WM3BECTHHX
creluMaaMcTaM B IOaHHOM obJjlacTu. MHTIUOMpOBaHMe pocCTa KJIeTKM in vitro
WM Iin Vivo MOXeT COCTaBJIATL, IO MeHbllel Mepe, okojo 10%, 20%,
30%, 40%, 50%, 60%, 70%, 80%, 90%, 99% wmwm 100%. MVHIrUOMpPOBaHUE
pocTa KJIETOK MOXEeT IIPOMCXOIMTHL B COOTBETCTBMM C pPa3HOOOpAa3HBEMU
MexaHMB3MaM/, HalpuMep, I[IOCPeICTBOM aHTUTEJIO3aBUCUMOM  KJIETOUHO-
ornocpeloBaHHOM LHMTOTOKCUUYHOCTHU (ADCC) , AHTUTEJIO3aBUCUMOTI'O
KJIeTOouHOTO ¢aroumrosza (ADCP), KOMILJIEMEHT-3aBUCUMOM LIMTOTOKCUUHOCTHU
(CDC), anomnrosa, HeKpo3a, UMHIUOMPOBAHUSA O(epMeHTATUMBHOM aKTUBHOCTU
CD38 miu MHIUOMPpOBaHMUA NpoJiMbpepalluy KJIETOK.

TepMMH <«TepaleBTHUeCKM 5hOeKTUMBHOE KOJIMUECTBO» OTHOCUTCS K
KOJIMUeCTBY, 520PekTMBHOMY B HOO3UPOBKAX WM B TeueHMe IIepUOIOB
BpeMeHM, HeOOXOIMMBEIX MOJIS OOCTMXEHUS XejlaeMOT'0 TepaleBTUUeCKOTO
pesyJjibTara. TepalleBTUUECKHA sbbexkTUBHOE KOJIMUEeCTBO MOXeET
U3MEHATLCS B 3aBUCHMMOCTM OT Takux (aKTOpOB, KaK COCTOSHUE
3aboJieBaHMg, BO3pacT, II0OJ M Macca TeJa cydbekTa, a TakKxe OT
CIIOCOBDHOCTHU TepalleBTUUEeCKOTO cpencrTBa VI KOMOMHALIUN
TepalleBTUUECKMX CPeOCTB BH3HBATL Y CyObekTa XeJlaeMelM OTBeT.
[IpuMeps Hokaz3aTejiel 20PeKTUMBHOTO TepaleBTUUeCcKOTO CpeldcTBa WiIn
KOMOMHAILIMM TepaleBTUUEeCKUX CPeICTB BKJIOUAT, HaIpUMep, VJyUleHUe
CaMOuUyBCTBUA nalueHTa, CokpameHue OIIYXOJIeBOM HaTpys3KH,
IpeKpalleHre WJIM 3aMelJIeHMe pocTa ONYyXOoJM U/MIM OTCYTCTBUE
MeTacTa3MpPOoBaHMA PAaKOBHX KJETOK B IpyI'Me YUacTKM opTaHu3Ma.

B omHOM M3 BapMaHTOB OCYIMECTBJIEHUS Hu300peTeHMd, OIMCAHHOM B
HaCToOAMeM OOKYMEeHTe, M B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUS M3 BCeX

tes VMCKIIOUEeHNMA IIepedUrCIJIEHHEX HITXe ITIOPOHYMEPOBaAHHEIX BapMaHTOB
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OCYWEeCTEBJIEHUA IpedjlaraeTcs CIOCOO JiedeHMs CyOBeKTa C  OCTPBEM
MreJioJsievkosoM (OMJI) , BKIOUAKIMY BBeldeHMe TpelyKlleMy 2TOT0 CYyOBeKTy
aHTuTesla k CD38 B TeueHMe BpPEMeHM, IOCTATOUHOTO mJsg JiedeHus OMJI.

B nmpyromM EBapMaHTe OCYHNeCTBJIeHMS M300peTeHUs, OIMCaHHOM B
HacTodmeM JIOKYMEHTE, M B HEKOTOPHX BapMaHTaxX OCYMEeCTBJIEHUS U3
BCex 0e3 MCKJUEHMHA IIePEeUMCIJIEHHEX HMWXE IIPOHYMEPOBAHHHX BapMaHTOBR
OCYWIECTBJIEHUA IpeljlaraeTCcsda CIoCcoO JleueHMda CyOBeKTa C OCTPHM
MUEJIOJIEVKO30M (OMIT) , BRKJIDUAKMMY  BBeleHMe  TpebOyKoleMy 53TOTO
CcyOBeKTy aHTuUuTeJia K CD38, KOTOpOe KOHKYPUPYeT 3a CBA3bHBaHue CD38
C aHTUTEeJIOM, CcomepXamMM BapuabelJibHyID o0JlacTb TsaxeJon nenmu (VH) c
SEQ ID NO: 4 u papmabenbHyw o6JjacTb Jerkom uenm (VL) c SEQ ID
NO: 5, B TeueHUe BpPeMeHM, OOCTATOUHOTO IOJig JiedeHusa OMJI.

B IOpyroM BapMaHTe OCYIeCTBJIEHUSA M300peTeHrsa, OIMCAaHHOM B
HacToOAlleM IOOKYMeHTe, UM B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHUS U3 BCeX
0es3  MCKIIOUEeHMA  IIePEeUMCIJIEHHBIX  HWXKe  [IPOHYMEPOBAHHEIX  BapMaHTOBR
OCYIIECTRBJIEHUA OpenjlaraeTcsa CIOoCoO JiedeHMAa CyOBeKTa C  OCTPBEM
MyeJioJierkoz3oM  (OMJI) , BRJIOUAKIMY BBeldeHMe TpedylleMy 3TOT0 CyOBeKTy
anTureJsa k CD38, KoOTOpoe CBA3HBaeTcsa C objgacTeid SKRNIQEFSCKNIYR
(SEQ ID NO: 2) wu objgacteio EKVQTLEAWVIHGG (SEQ ID NO: 3)
yejioBeueckoro CD38 (SEQ ID NO: 1), B TeueHMe BPEeMeHM, IOCTaTOUYHOI'O
oa JgiedeHusd OMII.

AHTHMTeJIO K CD38 cBasmHBaeTca ¢ objacTtbild SKRNIQFSCKNIYR (SEQ
ID NO: 2) m obmacrer EKVQTLEAWVIHGG (SEQ ID NO: 3) UeJIOBEUECKOTO
CD38 (SEQ ID NO: 1), ecJqmM aHTUTEJIO CBA3HBaeTCd, II0 MeHbIel Mepe,
c 1, 2, 3, 4, 5, e, 7, 8, 9, 10, 11, 12, 13 wnmm 14
AMMHOKMCJIOTHEIMM OCTaTKaMM B IocJjemoBaTeJlbHOCTM SEQ ID NO: 2 wm
SEQ ID NO: 3. B HEeKOTOPHX BapMaHTax OCYIMEeCTBJIeHMS, OINMCAHHHX B
HacToAlleM OOKYMEHTE, B TOM  UMCIIe B [IepeuYmncIJIeHHEIX HIDKE
IIPOHYMEPOBaHHEX BapMaHTax OCYymeCTBJIEHUH, AHTUTEJIO K CD38
CBABEBAET, 10 MeHbIleM Mepe, OOHY  AaMMHOKUCJIIOTY B  o006JacTu
SKRNIQFSCKNIYR (SEQ ID NO: 2) u, IO MeHbllel Mepe, OIoHY
AMMHOKMCIIOTY B obJjlacTu EKVOQTLEAWVIHGG (SEQ ID NO: 3)
ueJioBedeckoro CD38 (SEQ ID NO: 1). B HeKOTOPHX BapuaHTax
OCYIIECTRBJIEHV A, OIMCAHHEIX B HACTOAMEM IOKYMEHTe, B TOM UYMCJIE B
[IEPEUNCIIEHHEIX  HWXE IIPOHYMEPOBAHHEIX  BapMaHTax OCYIEeCTRBJIEHUSA,

antuTeJjo kK CD38 CBA3EIBaeT, IIO MeHbIIen Mepe, IBe aMMHOKMCIIOTEI B
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objact SKRNIQFSCKNIYR (SEQ ID NO: 2) wm, IO MeHblley Mepe, IBe
AMMHOKMCJIO TEL B obJlacTH EKVQTLEAWVIHGG (SEQ 1D NO: 3)
ueJioBedeckoro CD38 (SEQ ID NO: 1). B HeKOTOPHX BapMaHTax
OCYWeCTBJIEHNA, OIMCAaHHEX B HAaCTOAlleM IOKYMeHTe, B TOM UMCIe B
[IePEeUMCJIEHHEX  HIKe  I[IPOHYMEPOBAHHEIX  BapMaHTax  OCYIleCTBJIEHUS,
aHTUTeJIO K CD38 CcBA3HBaeT, IO MeHBIEM Mepe, TPU aMMHOKUCIIOTH B
obmactu SKRNIQFSCKNIYR (SEQ ID NO: 2) wm, OO MeHBIIeM Mepe, TpU
AMMHOKMCJIO TEL B obJlacTuU EKVQTLEAWVIHGG (SEQ ID NO: 3)
yeJioBedueckoro CD38 (SEQ ID NO: 1). B HeKOTOPHX BapMaHTax
OCYWeCTBJIEHMA, OIMCAHHEX B HACTOAlleM IOKYMeHTe, B TOM UMCIe B
[IePEUMCJIEHHEX  HWXe  IIPOHYMEPOBAHHHX  BapMaHTax  OCyMeCTBJIEHUS,
aHTuTeJj0 k CD38 cCcBA3HBaeT, IO MeHBIIEW Mepe, ocraTkm KRN B
obyact SKRNIQFSCKNIYR (SEQ ID NO: 2) wu, IO MeHblleM Mepe,
ocraTkM VQLT (SEQ ID NO: 14) B o6jgactu EKVQTLEAWVIHGG (SEQ 1ID
NO: 3) uejyoBeueckoro CD38 (SEQ ID NO: 1).

[TprMmepoM aHTUTEJIa, KOTOpoOe CBA3HBaEeTCA c 00JIaC TR
SKRNIQFSCKNIYR (SEQ ID NO: 2) m ob6sacTeio EKVQTLEAWVIHGG (SEQ ID
NO: 3) wueJjioBeueckoro CD38 (SEQ ID NO: 1) wWIM Kak MUHMMYM C
ocTarkaMmM KRN m VQLT (SEQ ID NO: 14), kak IokKasaHO BHIIe, SBJIIEeTCS
napaTyMyMad (cM. MeXIyHapOIHYI [IaTEHTHYIO Iy OJIMK a1V e
W02006/0998647) . HDapaTymyMabd COIEPXUT AMMHOKMCJIO THHE
nmocjemoBaTeJibHocTM VH ™ VL, Ioka3aHHEe B SEQ ID NO: 4 um 5
cooTBeTCcTBeHHO, CDR Taxejion Lenm HCDR1, HCDR2 m HCDR3 c¢ SEQ ID NO:

6, 7 m 8 cooTBeTcTBeHHO M CDR Jierkom uenmu LCDR1, LCDR2 m LCDR3 c

SEQ ID NO: 9, 10 m 11 COOTBETCTBEHHO, U ABJAeTcd nogTuroM 1gGl/x.
AMMHOKMCJIOTHA A [IOCJIEeOOBATEJIEHOCTE T SKeJION nenm ODapaTyMyMaba
okaz2aHa B SEQ ID NO: 12, a aMMHOKMCJIOTHAS IIOCJedOBaTeJIbHOCTDL
JeTKOM LellM IIokaszaHa B SEQ ID NO: 13.

B oIODHOM BapMaHTe OCYIEeCTBJIEHUSI U300peTeHrsI, OIUMCAaHHOM B
HacTodlleM OOKYMEeHTe, ¥ B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUSI U3
BCex 0e3 MCKJIIUEHUSA I[IEePEeUMCIIEeHHEX HIXe IPOHYMEPOBAHHEIX BapMaHTOB
OCYIIECTRJIEHUA peljlaraeTcsa CHocod JiedeHMd CyOBeKTa ¢ OCTPHM
MUEJIOJIENMKO 30M (oMIT) , BRJIIOU AN BBeIleHNre TpedynleMy 3TOTO
CYOBEKTY aHTUTeJIa K CD38, comepxamero BapuabeJlbHy© 00JIacThb

TOKeJIOM  LIellu (VH) 1 BapuabesbHyl 00JacThb JIeTKOM Lelu (VL)
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nmocJlegoraTelibHOoCTe SEQ ID NO: 4 um 5 COOTBeTCTBEHHO, B TeueHMe
BpPEMeHM, IOOCTaTOYHOT'O nJjg JedeHmsa OMII.

B oIHOM BRapMaHTe OCYWEeCTRBJIeHUSA WU300peTeHMsd, OIMCAHHOM B
HacToAlleM IOKYyMeHTe, ¥ B HeKOTOPHX BapMaHTax OCYMeCTBJIeHUS U3
BCcex 0e3 MUCKJIUEeHMS I[IePeUMCJIEHHHX HIWKe [IPOHYMEepPOBAHHEIX BapMaHTOB
OCYWEeCTBJIeHUs I[IpeljlaraeTcsd CcIocof JedeHuda cCcyObekTa C OCTPBEM
MMEJIOJIEMKO30M (OMII) , BKJIOUAKMMY  BBeIeHMe  TpelOyoleMy  BTOTO
cybBekTy aHTuTeJla kK CD38, comepxamero CDR Taxejom uenu HCDRI,
HCDR2 m HCDR3 c¢ SEQ ID NO: 6, 7 m 8 cooTBeTCcTBeHHO U CDR JleT'KOoM
uenn  LCDRI1, LCDR2 n LCDR3 c SEQ ID NO: 9, 10 wm 11
COOTBETCTBEHHO, B TeuUeHMe BpPeMeHM, HOCTaTOUHOTO IJsa JiedeHusa OMII.

SEQ ID NO: 1

MANCEFSPVSGDKPCCRLSRRAQLCLGVSILVLILVVVLAVVVPRWROQOQWSGPGTTKRF
PETVLARCVKYTEIHPEMRHVDCQSVWDAFKGAFISKHPCNITEEDYQPLMKLGTQTVPCNKIL
LWSRIKDLAHQFTQVOQRDMEFTLEDTLLGYLADDLTWCGEFNTSKINYQSCPDWRKDCSNNPVSV
FWKTVSRRFAEAACDVVHVMLNGSRSKIFDKNSTEFGSVEVHNLQPEKVQTLEAWVIHGGREDSR
DLCODPTIKELESITISKRNIQFSCKNIYRPDKFLQCVKNPEDSSCTSET

SEQ ID NO: 2

SKRNIQFSCKNIYR

SEQ ID NO: 3

EKVQTLEAWVIHGG

SEQ ID NO: 4

EVOLLESGGGLVQPGGSLRLSCAVSGFTEFNSFAMSWVRQAPGKGLEWVSA

ISGSGGGTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYFCAKDK

ILWFGEPVFDYWGQGTLVTVSS

SEQ ID NO: 5

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYD

ASNRATGIPARFSGSGSGTDEFTLTISSLEPEDFAVYYCQQRSNWPPTFEGQ

GTKVEIK

SEQ ID NO: 6

SFAMS

SEQ ID NO: 7

ATSGSGGGTYYADSVKG

SEQ ID NO: 8

DKILWFGEPVEDY

SEQ ID NO: 9
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RASQSVSSYLA

SEQ ID NO: 10

DASNRAT

SEQ ID NO: 11

QORSNWPPTF

SEQ ID NO: 12

EVQOLLESGGGLVQPGGSLRLSCAVSGFTFNSFAMSWVRQAPGKGLEWVSAISGSGGGTY
YADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYFCAKDKILWEFGEPVEDYWGQGTLVTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOSSGLYSL
SSVVIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVEFLEFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQ
KSLSLSPGK

SEQ ID NO: 13

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRATGIP
ARFSGSGSGTDFTLTISSLEPEDFAVYYCQQORSNWPPTFGQGTKVEIKRTVAAPSVEFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE
KHKVYACEVTHQGLSSPVTKSEFNRGEC

SEQ ID NO: 14

VQLT

AHTHUTEJIa MOXHO OLEHMBATE 10 MX KOHKYPEHLUMM C OapaTyMyMadOoM,
uMelommumM VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, B OTHOIEHMU
cBA3BBauMAa CD38 C OpMMeHeHMVEeM XOPOMO WM3BECTHHX MEeTOIOB I1in vitro.
B npumepe MetTonma kJeTku CHO, peKOMOMHaAHTHO 5SKCIpeccupywomue CD38,

MOTYT MHKYOMPOBATBCH C HEMeUeHHM IJapaTyMyMa®oM B TeueHue 15 MUH
npu 4 °C ¢ HOoCJenOyolyM MWHKYOUPOBAHMEM C M3OHTKOM (QJIYOPECIeHTHO

MEUYEeHHOTO TeCTOBOTO aHTHTeJa B TeueHre 45 wvmu npu 4 °C. Ilocie
[IPOMEIBAHU A B bochaTHO-COJIeBOM OydepHOM  pacTBOpE C OBIUL UM
CHBOPOTOUHEIM  aJIb OYMMHOM (PBS/BSA) MOXHO I[IPOBOIOMTE U3MEpPEeHUEe
biyopecLueHIINM IPOTOUHOM U TOMETPHUEN C T[IOMOIIBI CTaHIOapTHEX
MeTOHOOB. B IpyToM npuMepe criocoba BHEKJIE TOUHEMN Yy4acToOK
ueJjioBedueckoro CD38 wMoxeT OBTE HaHeCeH Ha I[IOBEePXHOCTE ILJIaHIleTa
s ELISA. B TeueHMe OKOJIO 15 MMHYT MOXeT »JOOaBJIATHCA WM3OHTOK

HeMeueHOT O napaTymymatda, a BIIOCJIEICTBUM  MOTYT nofaBJIATLCA
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OMOTUHUIIMPOBAHHLEE TeCTOBHE aHTUTeja. Ilocjle MIPOMHBOK B PBS/Tween
MOXHO BHABJIATHE CBSA3HEBaHME TeCTOBOTO OUMOTHMHMIIMPOBAHHOTO aHTUTEeJa
C IIOMOIIBI0 KOHBOIMPOBAHHOT'O ] IepOoKCHUIOa30M XpeHa (HRP)
CTpenTaBUIMHaA ¥ OOHaApPyXMBaATh CHUI'HaAJ C I[IOMOIBIK CTaHOapTHEHEX
MeTOnOEB. OUEeBUMIHO, UTO B KOHKYPEHTHHX aHalM3ax OapaTyMyMa® MOXeT
OHTH MEUEHEIM, a TeCTOBOE aHTUTEJIO — HEeMeUeHBEM. TeCTOBOE aHTUTEJIO
KOHKYPUPYET C napaTtyMyMadoM, eciun napatymymad VHTUOUPYET
CBABEBaAHME TeCTOBOI'O aHTUTeJla WJIM TEeCTOBOE AaHTUTEJIO MHIUOUPYET
CBA3EBaHMe HmapaTymymaba Ha 20%, 30%, 40%, 50%, 60%, 70%, 80%,
85%, 90%, 95% wmmm 100%3. MOXHO HOIOJIHUTEJIBHO OIPeleJIuTh SIUTOIL
TEeCTOBOT'O AaHTHUTeJla, HalpuMep, IIyTeM IIelTUIHOT'O KapTUPOBaHMUA WJIIKU
IIOCPenCcTBOM AaHaJM30B C 3allMTOoM BOIopoIa/IelTepus C  [IOMOMBIO
M3BECTHEX MeTOIOB, WJIM Xe IIOCPEeOCTBOM OIpemesileHUsa CTPYKTYPEH
KpucrTasjia.

AHTUTeJIa, CBA3HBaIMecd C OIOHOM M ToM Xe ofjlacTblo Ha CD38,
TakyMe KakK »OapaTyMyMad, MOT'yT OHTH I[IOJIYUEHH, HalpuMep, I[IyTeM
VMMYHW3a LU MBIIEN nenTmmamMm, VIMEIOMVMIA AMVHOKMUCJIO THHE
IocJemoBaTeJIbHOCTHM, IIOoKa3aHHele B SEQ ID NO: 2 wm 3, C TIIOMOUIbLID
CTaHOAPTHHEX CIOCOOOB, a TakKxe Kak OIIMCaHO B HaCTOAmeM JIOKYyMeHTe.
HomoJHUTeJIbHAaS OlLleHKa aHTUTeJI MOXeT IIPOBOOMTLCS, HalpuMep, IIyTeM
aHaJM3a KOHKYPEHLUMM MexnOy IapaTyMyMa®oM M TeCTOBBEM aHTUTEJIOM 3a
cBA3EBaHMe C CD38, Kak OIMCaHO B HaCToAmeM IOKyMeHTe U C
MCIIOJIb30BAHMEM XOPOIO M3BECTHHX MeTOHOB in Vitro.

K mpyruMm npmMepamM aHTHUTeJ kK CD38, KOTOpEE MOTYT IMIPMMEHATHLCH B
JIIOOOM BapMaHTe OCYIEeCTRBJIIEeHUS HaCTOAmMeI'o Wu300peTeHMs, OINMCaHHOM B
HacTOAMeM IOKYMeHTe, M B HEKOTOPHX BapMaHTax OCYIMEeCTBJIEHMS M3 BCEX
fes MCKIIOUEHMSA  I[IepPEeUMCIIeHHHX  HWKe  [IPOHYMEPOBAHHEIX BapMaHTOB
OCYMEeCTBJIEHMSA, OTHOCHATCS II€PEeUMCJIEHHHE HIIKE.

mAb003, comepxalee nocjenoBaTeslbHOCTM VH m VL SEQ ID NO: 15 mu
16 CoOTBeTCTBEHHO, U OIMCaHHOe B IaTeHTe CIA N 7,829,693. VH m VL
mADLOO3 MOTYT 3KCIPeCCHUpPOBATHLCSA B Bume I1gGl/K.

SEQ ID NO: 15

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAFSWVROQAPGQOGLEWMGRVIPFLGIAN
SAQKFQGRVTITADKSTSTAY

MDLSSLRSEDTAVYYCARDDIAALGPFDYWGQGTLVTVSSAS
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SEQ ID NO: 16

DIOMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLIYAASSLQSGVP
SRESGSGSGTDFTLTISSLOPEDFATYYCQQYNSYPRTFGQGTKVEIK;

mAb024, conmepxalee MocjiemoBaTesJJeHOCTM VH m VL SEQ ID NO: 17 m
18 cooTBeTCTBEeHHO, OIMCaHHOe B IIaTeHTe CIIA N 7,829,693. VH m VL
mAbO024 MOTYT BKCIpPeCcCHUpOBaThCSA B Bume I1gGl/K.

SEQ ID NO: 17

EVOLVQOSGAEVKKPGESLKISCKGSGYSFSNYWIGWVROMPGKGLEWMGIIYPHDSDAR
YSPSEFQGQVTESADKSISTAYLOQWSSLKASDTAMYYCARHVGWGSRYWYEFDLWGRGTLVTVSS

SEQ ID NO: 18

EIVLTOQSPATLSLSPGERATLSCRASQSVSSYLAWYQOKPGQAPRLLIYDASNRATGIP
ARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPPTFGQGTKVEIK;

MOR-202 (MOR-03087), cozmepxallee IMocjeloBaTeJibHOCTM VH m VL

SEQ ID NO: 19 m 20 COOTBETCTBEHHO, OIMCaHHOe B IaTeHTe CIA N

8,088,896. VH u VL MOR-202 MOTYyT SKCIpeccuUpoBaTbCcad B Bume I1gGl/x.
SEQ ID NO: 19
QVQLVESGGGLVQPGGSLRLSCAASGEFTFSSYYMNWVRQAPGKGLEWVSGISGDPSNTY

YADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCARDLPLVYTGFAYWGQGTLVTVSS
SEQ ID NO: 20
DIELTQPPSVSVAPGQTARISCSGDNLRHYYVYWYQQKPGQAPVLVIYGDSKRPSGIPE

RFSGSNSGNTATLTISGTQAEDEADYYCQTYTGGASLVEGGGTKLTVLGQ;

N3aTykcuMad, comepxammi nocjeiopaTeJibHocT VH m VL SEQ ID

NO: 21 M 22 COOTBETCTBEHHO, OIMCAaHHHM B IaTeHTe CIA N 8,153,765.

VH u VL usarykcuMaba MOTYT SKCIpecCUpoBaThCcad B Bume 1gGl/k.
SEQ ID NO 21:
QVOLVQSGAEVAKPGTSVKLSCKASGYTFTDYWMOQWVKQRPGQGLEWIGT
IYPGDGDTGYAQKFQGKATLTADKSSKTVYMHLSSLASEDSAVYYCARGD
YYGSNSLDYWGQGTSVTVSS
SEQ ID NO: 22:
DIVMTQSHLSMSTSLGDPVSITCKASQDVSTVVAWYQQOKPGQSPRRLIYS
ASYRYIGVPDRFTGSGAGTDEFTFTISSVQAEDLAVYYCQQHYSPPYTFEGG
GTKLEIK.
Ipyrue npMMepeH aHTUTeJ k CD38, KOTOpPEE MOXHO I[IPUMEHATH B
criocobax n300peTeHNUd, BKJIOYAT a”HTuUTeJa, OIIMCaHHHE B

MeXIYHapOOHOM MMaTeHTHOM nyojamukamuu N. WO005/103083, MexOyHapOOHOM
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HaTeHTHoOM nyoaurauum N. W006/125640, MeXOyHaAPOOHOM IIaTEeHTHOM
oyoaukaumy M. WO07/042309, MexOIyHapOOHOM MaTeHTHOM IyoJamMkauum N
WO08/047242 W MeXIYHapOIHOM IIaTeHTHOM Iy OJInKaLumm e
W014/178820.

B IOpyroM BapMaHTEe OCYHMEeCTBJIEHMA WM300peTeHrsd, OIMCAHHOM B
HaCTOAMEM IOKYMEHTEe, UM B HEKOTOPHX BapuaHTax OCYIECTBJIEHMS M3 BCEX
fes  MCKIUEeHMS  I[IEePEUMCIIEHHHX  HWXKE  [IPOHYMEPOBAaHHEIX BapMaHTOB
OCYUIeCTBJIEHMA IIpedjlaraeTcsa CIoco0 JiedeHuMd CyOBeKTa C  OCTPHM
MmeJjioJieriko3oM  (OMJI) , BRJIOUAKIMM BBedeHMe TpedyileMy STOT0 CYyOBeKTYy
aHTuTeJla K CD38, comepxamero BapuabeslbHYI 0O0JJACTh TSIKEJION Lelu
(VH) m BapmabesbHyl oO0JacTb Jerkom Lenr (VL) [nocjlenoBaTeJIbHOCTEMN
SEQ ID NO: 15 m 16 COOTBETCTBEHHO, B TeUeHMEe BpeMeHM, OOCTaTOUHOI'O
oja JgiedeHud OMII.

B IOpyroM BapMaHTe OCYIeCTBJIEHUA M300peTeHrsa, OIMCAaHHOM B
HacToOAlleM IOOKYMeHTe, UM B HEKOTOPHX BapMaHTaxX OCYIECTBJIEHUS U3 BCEX
0es3  UCKIIOUEeHMA  IIePEeUMCIJIEHHBIX  HWXKe  I[IPOHYMepOBaHHEIX BapMaHTOB
OCYIWeCTBJIEHMA IIpenjlaraeTcsa CIoco0 JledeHMd CyOBeKTa C  OCTPHM
MmeJioJieko3oM  (OMII) , BRJIIOUAKIMM BBedeHMe TpedyileMy DSTOI0 CYOBeKTY
anTuTeJla K CD38, comepxamero BapuadesibHYI O00JIaCTh TSIKEJION Lelu
(VH) u BapmabelbHyl of6JacTb Jerkol uenu (VL) r1ocjenoBaTelJIbHOCTEMN
SEQ ID NO: 17 m 18 COOTBETCTBEHHO, B TeUeHMEe BpeMeHM, OOCTaTOUHOI'O
oyd JeueHma COMII.

B 1OpyroM BapMaHTe OCYMeCTBJIEHMSA M300peTeHrsd, OIMCaHHOM B
HacTOAMeM IOKYMeHTe, M B HEKOTOPHX BapMaHTax OCYIMEeCTBJIEHMS M3 BCeX
fes MCKJIOUEHMSA  IIepeuMCIJIeHHHX  HWKe  [IPOHYMEPOBAHHEIX BapMaHTOB
OCYMEeCTBJIEHMA TIpenjaraeTcsa Ccroocob JiedeHuMa CyOBeKTa C  OCTPHM
MmeJioJieiko3oM  (OMII) , BRJOUAKIMM BBedeHMe TpedyileMy STOT0 CYOBeKTY
anTuTeJla K CD38, comepxamero BapuadesbHYID 00JIaCTh TIKEJION Lelu
(VH) u BapmabelbHyl o0JacTb Jerkor Lenu (VL) ocjemoBaTelIbHOCTEMN
SEQ ID NO: 19 m 20 COOTBETCTBEHHO, B TeUeHME BpPEMeHM, IOOCTaTOUHOTO
oyda JedeHma COMII.

B 1OpyroM EBapMaHTe OCYMEeCTBJIEHMA WM300peTeHrsd, OIMCAaHHOM B
HacCTOAMEeM IOKYMeHTe, M B HEKOTOPHX BapMaHTax OCYIMECTBJIIEHMS M3 BCEX
fes MCKIIOUEHMSA  I[IePEeUMCIIeHHHX  HWKe  [IPOHYMEPOBAHHEIX BapMaHTOB
OCYMEeCTBJIEHMA TIpenjlaraeTcsa CrIocob JiedeHMa CyOBeKTa C  OCTPHM

MmeJioJierikosoM (OMJI) , BKJIOUAKINMI BBedeHMe TpelylleMy STOTO CYOLeKTY
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anTuTeJla K CD38, comepxamero BapuabesbHYI 00JIaCTh TIKEJION Lellu
(VH) m BapmabelbHyl o00JacTb Jerkoum lLenu (VL) nocjlenoBaTelIbHOCTEMN
SEQ ID NO: 21 m 22 COOTBETCTBEHHO, B TeUeHME BpPEMeHM, IOOCTaTOUHOI'O
oyda JeueHma COMII.

YuacTok FcC aHTUTeJla MOXeT OolIocpenmoBaTh 20QeKTOopHHE OQYyHKIMNA

aHnTmTeJla, Taxrme Kak AHTUTEeJIO3aBUCVIMaA KJIETOUYHO-OIIOCPedOBaHHa#Ad

IUTOTOKCHUUHOCTD (ADCC) , AHTHUTEJIO3aBUCHUMBI KJIE TOUHRIM daroumTos
(ADCP) WML  KOMILJIEMEHT-3aBUCHMAasg LUUTOTOKCUUYHOCTD (CDC) . Takasda
GYyHKLMA MOXeT OBTB OIOCPpeloBaHa CBA3HBaHMEM 520QPEKTOPHOTO  (—HX)
nomMeHa (-oB) Fc cC pelentopoM Fc Ha MMMYyHHOM KJIeTke C (QarolMTapHOM
WM JIMTUYUECKOM aKTUBHOCTBIO WMJIM CBA3HBaHMEM 200eKTOpHOTO  (—HX)
ooMeHa (-oB) Fc C KOMIIOHEHTaMM CHUCTeMBEl KOMILJIEMeHTa. Kak [OpaBuiio,
sbdexT (-H), oOIOCpPemOoBaHHBM (-Be) Fc-CcBA3HBaKMMMM KJIEeTKAMM WK

KOMITIOHEHTaMM KOMILJIEMEHTAa, IPMBOOAT K MHIMOMPOBAHMIO M/UJIM MCTOIMEHUO
IONyJIALUMM KJIeTOK-MMeHel, HalpuMep CD38-3KCIpecCUpyINX KIJIEeTOK.
Vzorunel 1gG uesyioBeka 1gGl, IgG2, IgG3 m IgG4 IMOKa3HEBaLT pPa3JIMUHYIO
CrIOCOBHOCTE K  BHIIOJHEHUMID 5S500eKTOopHBX GyHKUMM. ADCC wMoxeT OHTH
onocpenoBaHa IgGl m IgG3, ADCP moxeT OHTBH oIocpemobaH I1gGl, IgG2,
IgG3 m IgG4, a CDC MoxeT OBTBH oIocpenmoraHa 1gGl m IgG3.

B omnmMcaHHEIX B HaCTOAMEeM IOKyMeHTe crnocofax ¥ B HEKOTOPHX
BapMaHTax OCYINEeCTBJIEeHMS M3 BCex 0e3 UCKIIOUeHMS I[IePeUMCIJIEHHBEIX HIXe
IPOHYMEPOBAHHEX BapMaHTOB OCYMEeCTBJIEHMS aHTUTeJo kK CD38 wuMmeerT
mzortun I1gGl, IgG2, IgG3 mum IgG4.

B omnmMcaHHEIX B HaCTOAMeM IOKyMeHTe chnocofax ¥ B HeKOTOPHX
BapMaHTax OCYINEeCTRBJIEHMS M3 BCex 0e3 UCKIIOUEeHMS I[IePeUMCIJIEHHBEIX HIKe
IPOHYMEPOBAHHEX BapMaHTOB OCYMECTBJIEHUS aHTUTeJlo K CD38 MHIYLUPYET
IIOCPeNCTBOM alolTo3a YHUUTOXeHUe KJIeToK OMJI, KOTOPHE BKCIPEeCCUPYIT
CD38.

AuTuTesla kK (CD38, npuMeHSeMpele B crnocofax, ONMCAaHHHX B
HacTodAmeM INOKYMeHTe, ¥ B HeKOTOPHX BapMaHTax OCYMeCTRBJIIeHUS U3
BCcex 0es3 MUCKJUEeHMVS IIepPeUMCIJIEHHHX HIWKe [IPOHYMEepPOBAHHEIX BapMaHTOB
OCymeCTBJIEHUSA, MOTYT VMHIOIYLUVPOBATEH YHUUTOXEHNE KJIETOK OMJI
IIOCPENCTBOM amnonTo3a. CHoCOOH OlleHKM allolTo3a XOpPOoMo W3BEeCTHH U
BKJIOUAT, HanpuMep, OKpallMBaHue AHHEeKCUHOM Iv c TIOMOMBI0
CTaHOAapTHHX MeTOoIOoB. AHTHMTela K (D38, mnOpuMeHseMHe B cCrnocobax

nz3obpeTeHnsa, MOT'YT MHIOYLIMPOBaAThH anomnrtos okoJjgio 10%, 15%, 20%,



25%, 30%, 35%, 40%, 45%, 50%, b55%, 60%, 65%, 70%, 7b%, 80%, 85%,
90%, 95% mam 100% kJIeTOK.

B ommMcaHHEIX B HaCTOAMlleM OOKYMeHTe cCcrocobax ™M B HEeKOTOPHEIX
BapMaHTax OCYIeCTRJIEHVSA U3 BcexX 0e3 MCKIIUEHUA IIePEeUMCIJIEHHEIX HIKe
[IPOHYMEPOBAHHEIX BapMAaHTOB OCYIMECTBJIEHMS aHTUTeJIO kK CD38 MHIOYyLMPYET
rnocpencreomM ADCC YHUUTOXeHMe KJleTok OMJI, KOTOpPHE BKCIPEeCCUPYIT
CD38.

B omnmMcaHHHX B HacTodleM IOOKYMeHTe crnocobax M B HEeKOTOPHX
BapMaHTax OCYIEeCTBJIEHMA U3 BCcexX 0e3 MCKIUEeHUI I[IepPeuMCIJIeHHBIX
HIKEe TIPOHYMEPOBAaHHHBIX BapMaHTOB OCYIECTRBJIEHMSA aHTuUuTeJio K CD38
MHOyLUMpyeT IocpencTBoM CDC YHHUUTOXeHMe KJeTok OMJI, KOTOPEIE
SKCIpeccupyroT CD38.

B ommMcaHHBEIX B HaCTOdlleM [OOKYMeHTe Ccrocofax ¥ B HEeKOTOPHX
BapMaHTax OCYIEeCTBJIeHUS U3 BCex 0e3 UCKIIOUEHUSA I[IePeUMCIIEHHBIX HIXe
[IPOHYMEPOBAHHEX BAapPMaHTOB OCYIECTBJIEHMA aHTUTeJIO K CD38 MHOYLMPYET
nocpencreoM ADCP YHMUTOXeHMe KJIeTOK OMJI, KOTOPEE 5SKCIPeCCUPYIT
CD38.

B omomMcaHHEIX B HaCTOMdlleM OOKYMeHTe CrocofaxXx ¥ B HEeKOTOPHX
BapMaHTax OCYIECTRBJIEHUSA U3 Bcex 0e3 MUCKIIOUEHUd IIePEUMCIIEHHEX HIKE
IPOHYMEPOBAHHEIX BapMAaHTOB OCYIMECTBJIEHMS aHTHUTeJIO kK CD38 MHIOyLMpYyeT
IIOCPEenCTBOM ADCC nu CDC YVHUUTOXEeHNEe KJIETOK OMJI, KOTOPEE
BKCIpeccupyloT CD38.

TepMH «aHTUTEJIO3aBUCHUMAaad KJIETOUHad LUTOTOKCUUHOCTL», WU
KAHTUTEJIO3aBUCHUMAaA KJIETOUYHO-OIIOCPEenOBaHHaAa ULUUTOTOKCUUHOCTE, WU
«ADCCy» mpemncTaBjigeT COOOM MexaHM3M MHIYKLIUK THudeM KJIeTOK, KOTOPHI
3aBUCUT OT B3aMMOIOEMCTBMSA IIOKPHTHX aHTUTeJaMM KJIeTOK-MUIIeHel C
30dexrTOPHEIMA KJIeTKaMH, oBJ1amaninyMA JINTUUECKOM AKTUBHOCTELIO,
HanpMMep eCcTeCTBEeHHBHMM KIIeTKaM/—-KWUJIJIepaM, MOHOLMTaMM, MaKpodaTramu
u HeVTpodbuIamm, [IOCPeaCcTBOM TaMMa—pPeLeNTopOB Fc (FcyR),
DKCIPEeCCUpYyrImMxcsa Ha HSOPeKTOPHEX KJIeTkKax. Hamnpumep, NK-rJIe TKU
skcHpeccupyoT FcyRIITa, Torga KakK MOHOLMTE 5SKcIpeccupyioT FcyRI,
FcyRII u FcvRIIIa. I'mOesib MOKPETEHX AHTUTEJIaMM KJICTOK-MMIICHEM, TaKUxX
Kak CD38-sKCcOpeccupyKmme KJIETKU, IPOUCXOOUT B pesyJjbTaTe
AKTUBHOCTU 20PeKTOPHBIX KJIETOK yepes CeKpeLuo MeMOpPaHHEBIX

nopoobpasynmmx 0OeJIKOB UM IIpoTeas. g oueHku ADCC-aKTUBHOCTU
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aHTUTEeJIa K CD38 3TO AHTUTEJIO MOXHO nobaBJIgTh K CD38-
DKCIPEeCCUPYIMM KJIeTKaM B KOMOMHalMM C 5SO0QeKTOPHEMM  KJIETKaMA
VMMYHHOM CHUCTeMH, KOTOPEE MOI'YT OHBTL aKTHUBUPOBAHE KOMILJIEKCaMA
AHTUTEH—-aHTUTEJIO, UTO IIPUBOIUT K LUTOJMU3Y KISTKU-MMIIeHV. [IUToJm3
IO CYIEeCTBY OOHaAPYXMBAKT IO BHCBOOOXKIEHUIO M3 JIM3UMPOBAHHEX KJIETOK
MeTKMU (HanpumMmep, PamroaKTUBHEIX cybCcTpaTos, GIIyOpeCLIeHTHEIX
KpacuTeJell WIM eCTeCTBEeHHBX BHYTPUKIIETOUHEX  OeJIKOB) . [IpUMepEL
20OeKTOPHEIX KJIETOK IJIA TaKKMX aHallM30B BKJIIOUAKT MOHOHYKJICAPHEE
KJIETKU TIepudepndeckor kpoBu (PBMC) wm NK-KJIeTKM. I[IPUMEpPH KJIETOK-—
MUIIeHelM BKJIOYWanT KJeTku Haymu (ATCC® CCL-213") 1w  omoyxoJieBHe
KJIeTKM B-KJEeTOUHOTO JIeMKO3a WM JMMOOMEI, DSKcIOpeccupyiomme CD38. B
npuMepe aHajdMsa KJIeTKM-MumeHr MeTaT 20 MkKu °'Cr B TeueHMe 2 UYacoB

u TaTeJIBHO IIPOMEIBAKT . KoHueHTpaumo KJIETOK—MMIIEHEN MOTYT

KOPPEeKTUPOBaTh OO 1 X 10° kjeTok/MiI, U HOBaBJIAlT aHTHUTejla K CD38 B
PAa3JIMUHHX KOHLEeHTpaluax. I[[poBeleHMe aHalM3a HauMHAaKRT IIOCPEICTBOM

nobaBJjieHMA KJIeTOK [JaynouM B COOTHOWeHUM 5OPeKTopHas KJeTKa: KIIeTKa-—

MumeHb, papHoM 40: 1. Ilocjle MHKYyOMPOBaHMS B TeueHMe 3 U npu 37°C
IpoBeIeHMe aHaJlMza I[IpekKpamalT IOIyTeM LeHTpUudyIMpoBaHMS, M Ha
CUVMHTUJIJISLIMOHHOM cCueTuMrKe U3MEep ST BEICBOOOXIEHME Sler nu3
JIM3UPOBAHHEIX KJIETOK. IIPOLIeHTHOEe 3HAaUeHMe KJIIETOUHOM UIMTOTOKCUUHOCTH
MOXHO PAaCCUMTHBATL Kak % MaKCHUMaJIbHOTO JIM3MCa, KOTOPEM MOXHO
VHIVIMPOBATL NIyTeM nHobaBJIeHMsS K KJIeTKaM-MMIIeHsSM 3%  XJIOPHOM
KMCJIOTEI. AHTMTeJsla k CD38, nOpuMeHseMbe B crocobax wm300peTeHUs,
MOTYT MHIOyLMpoBaTk ADCC Ha ypoBHe okoJo 20%, 25%, 30%, 35%, 40%,
45%, 50%, b5b%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% mwm 100% mo
CpaBHEHMI C KOHTpoOJIeM (JIM3MC KJIETOK, MHIOYLUMPOBAHHEI 3% XJIOPHOU
KMCJIOTOM’) .

TepMH «aHTUTEJIO3aBUCUMHIM KJIe TOUHHM dparounTO3» (ADCP)
OTHOCHUTCH K MeXaHM3My VYHUUTOXEHMS TIOKPHETEX aHTUTeJlaMM KJIETOK—
MUIIeHe¥ OyTeM MHTepHalM3aluM G(aroUMTapPHEIMM KJIeTKaMy, TaKuMM Kak
Makpodarm WIM OeHOPUTHEe KJIeTku. ADCP MOXeT OLeHMBaTbECAa C

[IOMOIEBI MOHOLMTAPHHX MaKpo®allOB B KadeCTBe 20QeKTOPHEX KJIETOK U
kJeTok Haymu (ATCC® CCL-213") MM ONYyXOJIEBHEX KJIETOK B-KJIETOUHOTO

Jerkoza wiIm JMUMOOMEI, SKCcIOpeccupyiommx CD38, B KadeCcTBe KJIETOK-—

MmmeHeﬁ, CKOHCTPYMPOBaHHEX C LeJlbB SKCIIpeCCHUMA 3€JIEHOT'O
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GIIYyOpeCLleHTHOTO DeJika (GFP) WIM  OPYyTOM  MeueHOM  MOJIEKYJIH.
CooTHomeHre »0PeKToOpHad KJIE€TKa: KJIEeTKa-MUIIEHbE MOXET COCTaBJIATH,
HalpuMep, 4 1. 50beKTOpPHHE KJIETKM MOXHO MHKYOMPOBATH C
KJIETKaM/U—-MUIIEHAMMU B TedeHre 4 4Yacop, C aHTuUTeJoM K CD38 wmam 0es
Hero. Ilocjye uHKyOallMM KJIETKM MOXHO OTIOEJIMTH C IIOMOMBK akKKyTas3H.
NoeHTUOUKaALWD MaKpo®al'OB MOXHO IIPOBECTM C IIOMOIBIK AaHTUTEJ K
CDl1lb m x CDl14, cCcBA3aHHEX C QJIYOpPeCleHTHOM MeTKOM, WM MOXHO
OIIPelelJInThb I[IPOLIEHTHOE 3HaueHue dbaroumTo3za  Ha OCHOBaHUM %
biyopecuupyromero GFP B Makpodarax CDl11*CD14* c TIOMOIIBIO
CTaHIaApPTHHX MeTOoIOoB. AHTHUTeJsla K CD38, NpuMMeHseMbele B clocofax
n3obpeTeHuUsa, MOTYT MHOyLUUpoBaThb ADCP Ha ypoBHe okojio 20%, 25%,
30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%,
95% mygm 100%.

TepMMH «KOMIUJIEMEHT-3aBUCHMMaA LUTOTOKCUUYHOCTEY, i «CDCx»,
OTHOCUTCSA K MeXaHU3My MWHOYKLUUM ITUOeliM KJIeTOK, B paMKax KOTOpoTo
sbdexkTOopHEM nOoMeH FC CBA3aHHOTO C MMIIEHBI aHTUTeJla CBA3BBaeT U
aKTUBUPYET KOMIIOHEeHT koMmiieMeHTa Clg, KOTOPEIMM B CBOK oOuepenb
AKTUBMPYET Kackal KOMIIJIEMeHTa, IIPUBOOANMM K TUOeM KIIETKU-MUIeHN .
AKTHBALM S KOMILJIEMEeHTa MOXeT TakKxe IPUBOIUTE K OCaxIeHU
KOMIIOHEHTOB KOMILJIEMEHTA Ha IIOBEPXHOCTHU KJIETOK—MMIIeHEeN, UTo
criocobeTryeT npogaBJieHmio ADCC IMocpelCTBOM CBSSHBAHMSA Ha JIEeMKOLMTAax
C pelelTopaMM  KOMILJIEMEHTAa (Hampumep, CR3) . CDC mjna CD38-

SKCIIpeCCHUPYIIMX KJIETOK MOXeT M3IMepATBECHA, HallpuMep, IIyTeM BEICEeBaHUMA

KJJeToxk Haymmu B koJm4uecTBe 1 X 10° wjeTok/JiyHka (50 MrJI/JIyHKA) B
RPMI-B (RPMI c¢ gpno®aBjieHueM 1% BSA), nobarjeHMa 50 MKJI aHTUTEJI K
CD38 B JyHKM OO KOHEUHOM KOHILEHTpalMrM B IOuanasoHe 0-100 MxT/MmI,
VMHKYOMpOBaAHMA pPeaKLUMOHHOM CMeCcUM B TeueHMe 15 MMH TI[IpM KOMHATHOM
TeMIlepaType, OoOaBJleHMS B JYyHKM 11 MKJI OOLeIMHEeHHOM ueJlIoBeueCKOM

CEIBOPOTKM U MHKy@MpOBaHMF[ peaKLLMOHHOIZ cMecu B TeueHmMe 45 MMH IIpr

37 °C. [IIpOlLIeHTHOE KOJIMYECTBO (%) JIU3UPOBAHHEIX  KJIETOK  MOXeT
ONpenelyIAiTLECA KakK % OKpalleHHHX OPONUIUM-MOIOMIOM KJIETOK IIPY aHansze
FACS ¢ noMOmWBK CTaHOapTHEIX MEeTOHNOB. AHTUTeJla K CD38, OpuMeHsAeMEEe B
crnnocobax mM300peTeHMd, MOTYT MHAOylIMpoBaTb CDC Ha ypoBHe okoJjo 20%,
25%, 30%, 35%, 40%, 45%, 50%, b5b5%, 60%, 65%, 70%, 75%, 80%, 85%,

90%, 95% mym 100%.
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CIIOCODHOCTEL MOHOKJIOHAJILHEIX aHTUTEJT MHOyLMpoBaThk ADCC MOXHO
YCUIIUTEL IYTEM KOHCTPYUPOBAHUA WMX OJUTOCaAXapuUOHOTO KOMIIOHEHTA.
YejioBeueckurr IgGl wmim  IgG3 aBjgeTca N-TUIMKO3UIIMPOBAHHEIM  IIO
Asn297, xak OOJBIMHCTBO IUIMKAHOB B XOPOUIO M3BECTHHX 2-aHTeHapHHX
dpopmax GO, GOF, Gl1, GI1F, G2 wm G2F. AHTHUTeJa, IPOOyLUUPYEMHE
HECKOHCTPYUPOBaHHEIMM KJleTkaMu CHO, Kak IpaBUJIO, MMeT coIepXaHue
GyKO3EI B IUIMKaHax OKOJIO, 10 MeHbBIeM Mepe, 85%. VYnajieHue
LeHTpaJIbHOM GYKO3H n3 OJIMTOCaxapmuunosB THUIIa 2—aHTEeHapHOTO
KOMILJIEKCa, NOPMCOEeOMHEeHHEX K objacTaMm Fc, ycuiameaeT ADCC aHTUTeI
IIOCpPenCcTBOM YVIIYUIIEeHHOT' O CBAS3BIBAHUA FcyRIIIa tes M3MEeHEeHn I
CBA3EBaAHMA C aHTureHomM wmiam CDC-aKTUBHOCTHU. Takrve mAb MOXHO
[IoJiydaThk C IIOMOIBI pPasz3JIMUHBIX CIOCO00B, KOTOpPHE, [0 MMEKIUMCSI
OAaHHBM, I[IPUBOOAT K VYCIIEMHOW BKCIPeCCHUM aHTUTeJ] C OTHOCUTEJLHO
BHICOKOM CTeleHbln IedyKOoZUIMPOBAHMS, HeCcymMx Fc-oJurocaxapuIe TUIla
2—-aHTeHapHOTO KOMILJIEKCa, TaKMMA criocobawmu, Kak KOHTPOJIb
OCMOJIAJIBHOCTU KYyJbTypajibHOM cpensl (Konno et al., Cytotechnology
64:249-65, 2012), IpUMEeHeHe B KaueCTBe JIMHUM KJIETOK—-XO34eB
BapuaHTHOM JiMHuM CHO Lecl3 (Shields et al., J Biol Chenm
277:26733-26740, 2002), OpMMeHeHMEe B KadecCcTBe JIMHUM KJIETOK—-XO35IeB
BapMaHTHOM JIMHMM KJeTok CHO EB66 (Olivier et al., MAbs;2(4),
2010; »BJIeKTPOHHOE M3IOaHMe OO IIeYaTHOTO mu3maHmua; PMID:20562582),
IpUMeHeHMe JIMHUM KJIETOK TUOPUIOOMH KpeHC YB2/0 B KaueCcTBe JIMHUU

KJIeTok-x0349eB (Shinkawa et al., J Biol Chem 278:3466-3473, 2003),
BBelleHVe MaJio¥i uHTepbdepupyiomey PHK, chneumuomuHor K TeHy o 1,6-
bykozmaTpaHchbepas3u (FUT8) (Mori et al., Biotechnol Bioeng 88:901-
908, 2004), I KOBKCIIpeccusda B-1,4-N-

aAUeTUIITJIOKO 3aMUHMIITPpaHCchepassl 111 M Oo-MaHHO3MIOAa3H [I KOMILJIEKCA
Tonbmxy, WIM TIPMMeHeHMe CUJIBHOT'O MHIMOMTOpa allb@a-MaHHO3MOa3H I,
kudpyHeHzsmHa (Ferrara et al., J Biol Chem281:5032-5036, 2006,
Ferrara et al., Biotechnol Bioeng 93:851-861, 2006; Xhou et al.,
Biotechnol Bioeng 99:652-65, 2008). ADCC, BH3HBaeMasd aHTUTeJIaMM K
CD38, KOTOpHEE IIPUMMEHAKRTCS B crnocobax u300peTeHMSI M B HEKOTOPHX
BapMaHTax OCYIEeCTBJIEHUMA M3 BCcex 0e3 MCKIIOUEeHWUS [IepPeUMCIIEHHHX HIKE
[IPOHYMEPOBAHHEX BapMaHTOB OCYIIECTBJIEHMSA, MOXET TaKXe YCUIMBATbLCH

3a Cc4UeT HeKOTOPEX 3aMeH B Fc a”HTUTeJa. Hpmmepalvﬂ/{ 3aMeH ABJIAKTCHA,
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HalpuMep, 3aMeHH B I[IOJIOXKeHMAX aMMHOKMcJoT 256, 290, 298, 312,
350, 330, 333, 334, 360, 378 w430 (HyMepallMs OCTaTKOB
cooTReTCcTBYeT EU-MHIeKCY), Kak OIMcaHO B IaTeHTe CIIA N 6,737,056.

B HeKOTOPHX OINMCAHHHX B HaCTOAmMeM IOKyMeHTe crnocobax M B
HEKOTOPHX BapMaHTax OCYIecTBJIeHMS U3 Bcex 0e3 UCKIOUeHUI
IepeurCcIIeHHEX HIIKe IPOHYMEPOBAHHEIX BapMaHTOB ocymecTBJIEHUSA
anTuTesia kK CD38 comepxaT 3aMeHY B Fc aHTuUTesa.

B HeKOTOPHX OIMCAHHHX B HaCTOAmMeM IOKyMeHTe crnocobax U B
HEKOTOPHX BapMaHTax OCYIecTBJeHuS U3 Bcex 0e3 UCKIUeHUIA
IepedrCIIEHHEIX HIIKe IPOHYMEPOBAHHEIX BapMaHTOB oCymecTBJIEHUA
aHTuTeJa kK CD38 cozmepxaT 3aMeHy B Fc aHTuUTeJla B IIOJIOXEHUAX
aMMHOKMcJOT 256, 290, 298, 312, 356, 330, 333, 334, 360, 378 wuam
430 (HyMepalmusa OCTAaTKOB COOTBeTCTByeT EU-MHIEKCY) .

B HeKOTOPHX ONMCAHHHX B HaCTOAMEM IOKyMeHTe crnocobax M B
HEKOTOPHX BapMaHTax OCYIeCcTBJIeHMsS U3 Bcex 0e3 MCKIKUYeHUHA
[IEPEeYNCIIEHHEIX HIIKe IIPOHYMEPOBAaHHEIX BapMaHTOBR OCYyIeCTBJIEHUA
aHTuTeJiO K CD38 of6jamaeT 2-aHTeHapHOM IJIMKAHOBOM CTPYKTYpPOM C
colepxaHueM OQyKO3E B IMala30He oT okoJjio 0% §mo okoJjo 15%,
HanopuMmep, 15%, 14%, 13%, 12%, 11%, 10%, 9%, 8%, %, 6%, 5%, 4%,
3%, 2%, 1% wmam 0%.

B HeKOTOPHX OIMCAHHHX B HaCTOAMeM IOKyMeHTe crnocobax U B
HEKOTOPHX BapMaHTax OCYIecTBJIeHUuS U3 Bcex 0e3 UCKIIUeHUS
IepeurCcIIeHHEX HIKe IIPOHYMEPOBAHHEIX BapMaHTOB oCcyIeCcTBJIEHU S
aHTUTeJIO K CD38 objamaeT 2-aHTeHapHOM IJIMKAHOBOM CTPYKTYPOM C
colepxXaHueM ¢ykosH okoJjio 50%, 40%, 45%, 40%, 35%, 30%, 25%, 20%,

15%, 1l4%, 13%, 12%, 11% 10%, 9%, 8

oe

, 1%, 6%, 5%, 4%, 3%, 2%, 1%
i 0%.

BameHEl B FC ¥ CHWXEHHOE COIOepXaHMe OQYyKO3H MOXeT YCWIVMBATH
akTMBHOCTE ADCC aHTMTeJa k CD38.

TepMH «CcoepxaHre OQYyKO3E» O3HadaeT KOJMYeCTBO MOHOCaxapula
by KOBH B openejax caxapuIoHOM nenu B [IOJIOXEHUN Asn297.
OTHOCUTEJIEHOE KOJIMUECTBO (QYKO3H OpedcTaBjigeT CcoOOM IMIpPOLIeHTHOe
comepxaHue byrozoCconmep)xammx CTPYKTYDP, OTHOCHAMMXC A KO BCEM
IUIMKOCTPYKTypaM. OHM MOI'YT OBTEH OXapaKTepU30BaHEL M KOJMUECTBEHHO
M3MEPEHH I[IOCPeNCTBOM MHOXeCTBa MeTONOB, HalpuMep: 1) IIpy IIOMOIM

BPEMANPOJIE THOM MaTPUUYHO—aK TUBUPOBaHHOM JlasepHOn
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e copdlmm/ MOHN 3alnn (MALDI-TOF) obpasua, 00paBboTaHHOT'O N-
TJIMKO3UOazon F (HamopuMmep, KOMILJIEKCHHEe, TUOPUIOHBE, OJMI'OMAHHOS3HEE U
BEICOKOMAHHOBHEIE CTPYKTYPH), KakK OIMCAaHO B MEeXIYHapOIHOM IM[IaTeHTHOMU
Iy OJIMKaLumm Ne W02008/07754¢6; 2) IoCpencTBOM bepMeHTaTUBHOTO
BEICBODOXIOEHMS ITUIMKAaHOB Asn297 ¢ [ocjenyomey »OepuBaTHU3alMen u
oBHapyXKeHMeM/ KOJIMUECTBEHHEM OIpeldesIeHMeM IIOCPeOCTBOM BOXX (CBOXX)
Cc ofHapyXeHMeM C IIOMOWBID OGJIyopecleHunr u/muian BOXKX-MC (CBIXX-MC) ;
3) aHalIM30M MHTAKTHOTO Oejlka HaTMBHOTO MM BOCCTAHOBJIEHHOTO mMAbL C
obpaboTkoM TUIMKaHOB Asn297 wim ©6e3 Hee Cc HOoMombio Endo S wium
IpyToro ¢depMeHTa, KOTOPHM pacHelligeT CBA3b MeXOy I[IepPBEM M BTOPEM
MOHOcaxapumamu GlcNAc, coxpaHsad OYyKo3y IIPMCOeOMHEeHHOM K IIepBOMY
GlcNAc; 4) pacmerieHreM NAb Ha COCTaBJAKIME IIeNTUOHE [IOCPenCTBOM
bepMeHTaTUBHOTO pacierjieHn s (HammpumMep, TPUIICVHOM W
sHIONenTuIazoMn Lys-C) ¥ [ocCHenylumMM pa3lejieHueM, oOHapyXeHMEeM U
KOJIMUECTBEHHEM OIpelellIeHreM IocpelcTBOM BIOXX-MC (CBOXX-MC) wmium 5)
OTHOeJIeHUeM oJiMrocaxapuiaoB mAb oT Oejka mAb Ha Asn 297 nocpenCcTBOM
CrieldnuIecKoro GepMeHTAaTUBHOTO OeIVIMKO3WUIMPOBaHUA C IoMolblo PNGase
F. BEICEOOOXIEHHEIE OJIMT'OCaxXapmIE MOYXHO METUTEH daryopodpopom,
PasneaTh u UOeHTUOULMPOBATH Pa3JIMUHBEMA BCIIOMOT aTeJIbHEMM
MEeTOOMKAaMM, KOTOPHE IIOBBOJISIT TOUHO OXapaKTeprM30BaThb CTPYKTYPH
TJIMKAHOB IIOCPEeICTBOM MACC-CIEeKTPOMETPUNM C MAaTPUUHO-aAKTUBUPOBAHHOM
Jla3epHom mecopbluuel/oHn3almnen (MALDI) IyTeM CpaBHeHUS
SKCIEPUMEHTAJIEHEIX  MacC C  TeopeTHMUeCKVMMM  MaccaMiu, onpenesyiaTh
CTelneHb CHAIUIMPOBAHMA MOHOOOMeHHOM BIXX (GlycoSep C), pasmesaTh U
KOJIMUEeCTBEHHO UBMEPATH bopMEr OJIMTOCaxXapuIoB 1o KPpUTEePUIo
TUIPOOUIILHOCTKM IoCcpelcTBOM BIOXX ¢ obpuHOM dazon (GlycoSep N) wm
pasmesiaTk M KOJMUECTBEHHO M3MEPAThH OJUMTOoCaxXapMuMOH [NOCPelCTBOM
BEICOKORODEKTHUBHOTO KanMJIJISPHOTO 2JIeKTpodopesa C Jazep-
MHIVUIMPpOBaHHOM (JyopecueHumveyr (HPCE-LIF).

OnpenejieHUe «HU3KOOYKOSHEIL» MM «C HU3KUM CcoIepXaHreMm OGyKoO3ED>
B HacToAmeM 3adBKe OTHOCUTCH K aHTUTeJlaM C coIepXaHreM @QyKOSBH
okojyio 0-15%.

OnpenejleHre «HOPMOQYKOBHEI» MM «C HOPMAaJILHHEM COIepXaHUeM
dYKOBE» B HacTodAmeM  HOOKYMeHTe OTHOCUTCH K aHTHUTeJIaM c
comepxaHneM OQyKO3H 0OoJiee okoJio 50%, Kak IIpaBwWjo, O0oJiee OKOJIO

60%, 70%, 80% wmiam Bojiee 85%.
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AuTHTeJIa K CD38, [IpUMeHIeMEle B criocobax, OIIMC aHHEIX B
HacToAlleM OOKYMEHTe, UM B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHMS U3 BCeX
tes VCKJIIOUEeHU A [IEepPeunCIIEHHEIX HIKE MIPOHYMEPOBaHHHBIX BapMaHTOB
OCYIIECTBJIEHUS, MOTYT VHOYLUMPOBAaTH YHUUTOXEHNE KJIETOK OMIJI
IIOCPEenCTBOM MOIOYJIALUUNA bepMeHTaTUMBHOM AKTMBHOCTU CD38. CD38
npencraBjsgeT coboV MHOTOQYHKIMOHAJLHEN SKTOQPEPMEHT C aKTUBHOCTLIO
AIO-pubO3MIILMKIIABH, KaTaJlu3upyomer obpa3oBaHMe LIUKJIMUeckon ALd-
pubose  (UAODOP) wm ANDOP w3 HAI. CD38 Takxe KaTalusmpyeT oOMeH
HUKOTUMHaMMOHOM Tpymnsl HAIGY Ha HMKOTMHOBYID KMUCJIOTY B YCJIOBUAX
KM CJION Cpenr C [IOJIYUYEHUEM HKAIOH (HUKOTHMHOBASA KHcJjoTa—
aIeHVMHOVMHYKJIeoTundochaT) . Momynaumio GepMeHTAaTUMBHOM aKTMBHOCTM CD38
yeJloBeKa aHTuTeJlaMy K CD38, [npuMeHdeMbBIMM B cCrocobax u300peTeHud,
MOXHO WM3MEPATH B aHajM3e, OIMCaHHOM B nybmamukaumm Graeff et al., J.
Biol. Chem. 269, 30260-30267 (1994). Hampumep, cyoctTpaT HI'OY MOXHO
MHKYyOMpoBaThL ¢ CD38, a MOOYJALMI IPOOYKUMM LUKIMUecKol I'IO-pudo3H
(UI'MTOP) MOXHO OTCJEXMBATE CIEeKTPOQOTOMETPUUECKM IIO0 BO3OYXKIEHMIO Ha
IJHe BOJIHE 340 HM M MCIOYCKaHMIO Ha OJMHe BOJIHEL 410 HM B pa3JIMUHEE
MOMEHTEL BpEeMeHU rnocJie no0aBJIeHUA aHTUTeJIa B PasJIMUHBIX
KOHILeHTpaluiax. VHIUOMpOBaHMe CHMHTe3a UIAIOP MOXHO OIpeleliadTk B
COOTBETCTBMM C MeTomoM BOXX, ommcaHHEM B OyOiamkaumum Munshi et al.,
J. Biol. Chem. 275, 21566--21571 (2000) . AxTMTeJlIa Kk CD38,
[IPpYMeH AeMBIE B criocobax n3o0peTeHnd, OIIMCAaHHHBIX B HacTo4lleM
OOKYMEHTe, ¥ B HeKOTOPHIX BapMaHTaxX OCYIEeCTRBJIEHUSA M3 BCcex 06e3
MCKJIIOUEHN I [IEPEUNCIIEHHBIX HIDKE MIPOHYMEPOBAaHHBIX BapMaHTOB
OCYMEeCTBJIEHNSA, MOTYT MHIMOMPOBATE (QepMeHTaTUBHYK aKTHMBHOCTBE CD38
Ha, II0 MeHbIeM Mepe, okoJo 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%,
60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% wmmm 100%.

B HekoOTOpEX crnocobax m300peTeHrd, OIMCAHHEIX B HaACTOAIEM

ITJOKRYMeHTe, M B HeKOTOPHX BapMaHTaX OCyIeCTRBJIEHMA M3 BCeX Oes

UCKIIIOUeHNU A IepeumncJIeHHEIX HITKE IIPOHYMEPOBAaHHBEIX BapMaHTOB
OCYMECTRJIEHU A aHTUTEJIO K CD38 COIEPXUT IOCJIeNOBaTeJIbHOCTU
onpemesIgIMx KOMILJIEMEHTapHOCTE obJjlacTel Taxeson 1Lenm  (HCDR) 1

(HCDR1), 2 (HCDRZ2) wmu 3 (HCDR3) ¢ SEQ ID NO: 6, 7 wmu 8
COOTBETCTBEHHO.
B HekOTOpHX clHocobax mM300peTeHud, OIMCAHHEX B HaCTOAIleM

ITJOKYMEHTE, M B HEeKOTOPEHX BapMaHTaX OCyHmeCTBJIEHMA M3 BCeX Des
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VCKJIOUeHU S IepeuncJIeHHEX HIIKE IIPOHYMEepPOBAaHHEIX BapMaHTOB
OCymeCTBJIEHUS AHTHUTEJIO K CD38 COOEePXUT IocJjieIoBaTeJILHOCTHU
OIpeneyIgllMxX KOMILJIEMEHTapHOCTL ofJjlacTel Jerkou uenm (LCDR) 1
(LCDR1), 2 (LCDR2) wm 3 (LCDR3) c SEQ ID NO: 9, 10 mw 11
COOTBETCTBEHHO.

B HeKOTOpHX cHnocobax wu30bpeTeHMd, OINMCAHHHX B HaCTOAMeM
IOOKYMeHTe, ¥ B HeKOTOPHX BapMaHTax OCYmecTBJIeHuSI U3 Bcex 0e3
VCKJIOUEeHU S IepeuncJIeHHEX HVIKE IIPOHYMEepPOBaHHEIX BapMaHTOBR
OCyMeCTBJIEHUSI AHTHUTEJIO K CD38 COOEPXUT IOCJIeIOBRaTEJIbLHOCTHA
OIpeneydmMx KOMIIJIEMEHTAPHOCTE obJjlacTeV TsaxeJon uLenmu (HCDR) 1
(HCDR1), 2 (HCDR2) nu 3 (HCDR3) c SEQ ID NO: 6, 7 m 8
COOTBETCTBEHHO n [IOCJIEOOBATEJILHOCTU OIIpenesIAnlmx
KOMILJIEMEHTAPHOCTL ofJjacTer Jerkow unenu (LCDR) 1 (LCDR1), 2
(LCDR2) m 3 (LCDR3) ¢ SEQ ID NO: 9, 10 m 11 CcoOOTBEeTCTBEHHO.

B HekKOTOpHX crocobax mu300peTeHMsa, OINMCAaHHEX B HaCTOAIEM
OOKyMeHTe, WM B HEKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS M3 Bcex 0e3
MCKJIIOUEeHM A [IepeUunCIIE HHEIX HIDKe IIPOHYMEPOBaHHEIX BapMaHTOR
OCYWECTBJIEHUA aHTUTeJo K CD38 comepxmuT EBapuabelJlbHYK 00JacThb
TaxeJon uenm (VH) ¢ SEQ ID NO: 4 um BapmabesbHyl 00JIacTh JIETKOM
umenmu (VL) ¢ SEQ ID NO: b.

B HeKOTOpPHX crnocobax u30BpeTeHMsdI, OIMCAHHHX B HaCTOAmeM
IOOKYMEeHTe, ¥ B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHUSI U3 Bcex 0e3
UCKJIOUEeHU S IepeuncJIeHHEX HIIKE IIPOHYMEPOBAHHEIX BapMUaHTOB
OCYIECTBJIEHMA aHTUTeJIo K CD38 colepxuT Tsaxellyl Lelb ¢ SEQ ID NO:
12 u Jgerkyo Uensr ¢ SEQ ID NO: 13.

B HeKOTOPHX cIlIocobax mu300peTeHUsa, OIMCAHHEX B HaCToOAIleM
IOIOKYyMeHTe, M B HEKOTOPHX BapMaHTax OCYmeCcTBJIeHUI U3 Bcex 0e3
VCKJIIOUEeHUS IepeumnCcJIe HHEIX HVXE IIPOHYMEPOBAaHHEIX BapMaHTOB
OCYIeCTBJIEHUS aHTUTeJIO k CD38 COoIepXuT TaSXKeJIyD Lellb, CoOepXallylo
aMMHOKMCJIOTHYK IIOCJIelIOoBaTeJIbHOCTL, KoTopas Ha 95%, 96%, 97%, 98%
niam 99% wuIeHTMUHa IIocJiegoBaTeJibHocTM SEQ ID NO: 12, M JIeTKYD
Ierlb, COoIepXallyld aMWMHOKMCJIOTHYK IIOCJIeIOBaTeJIbHOCThL, KOTOpas Ha
95%, 96%, 97%, 98% mam 99% mMOeHTHMUHa IIocJledoBaTeJiIbHOCTM SEQ ID
NO: 13.

AHTHTEeJIa, KOTOPHE II0 CYMEeCTBY MISHTUUHE aHTUTeJIy, CoIdepXaleMy

TSXeJYID Lenk ¢ SEQ ID NO: 12 um Jgerkywo Lenb ¢ SEQ ID NO: 13, MOTIyT
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VCIIOJIb30BaTECA B crocofBax mM300peTeHud. TepMMH  «IIO  CYIECTBY
MOSHTUUHEL» B HacCToAmeM IOKyMeHTe O3HauaeT, UYTO aMMHOKMCIIOTHHE
IoCJIeloBaTeJILHOCTY IBYX CpPaBHMBAEMEIX TSIXEJBIX lLelel WIXM JIeTKUX
leneu AHTUTEJI UIOEHTWYHH WM  MMEKT HECYIIECTBEHHEE OTJIMUNA .
HecymecTBeHHEE OTJIMUMA NOpelcTaBJgioT cobor zamenuw 1, 2, 3, 4, 5, 6,
7, 8, 9, 10, 11, 12, 13, 14 mwmm 15 aMMHOKMCJIOT B TSKEJIOM LelM WK
JIeTKOM llelM aHTUTeJa, He OKa3HBaKniMe OTPpHLATEeJBHOTO BJMSAHUA Ha
CBOMCTRA aHTUTeJa. [IpolLleHTHOE 3HaUeHNue UIOEHTUYHOCTHU MOYXHO
OonpenesyiiThk, HalpMMEpP, IIyTeM IIOINapHOT'O BHPABHMBaAHMUA C IIPMMEHEeHMEM
HacTpOeK IO yMOJIYaHMI B MomyJie AlignX nporpamMel Vector NTI v.9.0.0
(Invitrogen, T. Kapsacban, mrarT KammopopHusa, CIIA) . BeJlkoBHE
[IOCJIENOBATEJIEHOCTM  HACTOAIMEIO  M300peTeHMsa  MOXHO [IPUMEHATE B
KauecTBe MCKOMOM IIOCJIENOBATEJILHOCTM IIPM OCYUEeCTBJIEHUMM I[IOMCKa B
OO0IEeNOCTYIIHEX  MJIM I[IaTeHTOBaHHEX ©0Oaszax  OaHHHX, HaIprMep, 0JI14
UOeHTUOUKALMM POICTBEHHEIX IIOCJIefoBaTeJIbHOCTeM. IlpuMepaMy IpoTpaMM,
MCIIOJIE3YyEeMEIX IOJIA  BHIIOJIHEHUS TaKMX IIOMCKOB, ABJIAITCSH IIPpOTPaMMEL
XBLAST wymu  BLASTP (http //www ncbi nlm/nih gov) UM IaxkeT
GenomeQuest™ (GenomeQuest, 1. BecTbopo, mrTaT Maccauycerc, CIA) c
VICIIOJIL30BaHMEM HaCTpOeK II0 YMOJUaHuo. I[IpMMEepH 3aMeH, KOTOPHE MOTYT
IPOBOIUTELCS OJIs AHTUTEJI K CD38, IPUMEeH SeMBIX B criocobax
nz300peTeHnss, IOpelcTaBJIgilT coboM, HalpuMep, KOHCEPBATUBHEHE S3aMeHH
Ha aMMHOKMCJIOTH, MMEKIMe aHaJIOTVMUHBI 3apgn, ImMOIpodoOHEHEe CBOMCTBA
WM CTEepeoxXVMMUUeCKMe XapaKTepUCTUKM. Takke MOTYT OCYImeCTBJIATLCS
KOHCEPBATUBHEE 3aMeHH OJIsS VJIYUIeHMsS CBOMCTB aHTUTeJa, HalpuMep
CTabWJIbHOCTY WM addMHHOCTM, WIM OJIS YIIydmeHUS SQOPeKTOPHHX QYHKLIVNM
aHTureJla. MoxdHo ocymecTBMTH 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12,
13, 14 wm 15 aMMHOKMCJIOTHHX 3aMeH, HalpuMep, B TSKeJION WM JeT'KOoM
enM aHTUTejla K CD38. Bojiee Toro, JioOOM HATUMBHBI OCTATOK B TSXKeJIOM
WM JIeTKOM llelM TakKke MOXHO 3aMelaTh aJlaHMHOM, Kak paHee OBUIO
ONIMCAHO B OTHOMEHMM aJlaHMH-CKaHMpYKIeTro MyTareHeszsa (MacLennan et
al., Acta Physiol Scand Suppl 643:55-67, 1998; Sasaki et al., Adv
Biophys 35:1-24, 1998) . ChneuraJIMCTHL B IaHHOM 0BJlacTM MOTYT
ONIpenesiaiThk XeJlaTeJIbHHE aMMHOKMCIIOTHHE 3aMeHB, KoT'Jla TaKue 3aMeHEH
HeOOXOOVMEI . AMVMHOKMCJIO THEIE 3aMeHBl  MOTYT OBITH OCyIeCTBJIEHH,

HanpuMmep, Cc nomombrn [IIP-myTareHeza (maTeHT CIIA N 4,683,195).
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BuUOIMOTEeKM BapMaHTOB MOXHO CO3OaBaTh C IIOMOMBID XOPOMO M3BECTHRX
criocobos, HanprMmep yTeM IPUMEeHEeHN I CJTYYalMHBIX (NNK) I
HecJIy4dalHBIX KOIOOHORB, HapuMep KOIOHOB DVK, KOOUPYIOMMX 11
ammHokmucyor (Ala, Cys, Asp, Glu, Gly, Lys, Asn, Arg, Ser, Tyr,
Trp), U CKPMHMHTA OMOIMOTEeK Ha BapMaHTH C XeJlaTeJbHLBMM CBOMCTBAMA.
CosmaHHEIE BapMaHTH MOXHO TeCTHUPOBATEH Ha MX CBA3HBaHMe C¢ CD38 u ux
CriocoBHOCTL MHIOYUIMPOBATL allolTO3 WIM MOOYJIMPOBATH O(epMeHTaTUBHYIO
aKTMBHOCTL CD38 C IpMMeHeHMEeM MeTOIOOB, OIMCAHHBX B HACTOSNEM
IOOKYyMEHTE .

B OIMCaHHHX B HaCTOAmleM IOKyMeHTe crocofax ¥ B HEKOTOPHX
BapMaHTax OCYIMECTBJIEHMA M3 BcCex 0e3 UCKIIOUEeHUS IIepPeUMCIJIEHHHX HIKEe
IPOHYMEPOBAHHEX BapMaHTOB OCYMECTBJIEHMS aHTUTeJO K CD38 Moxer
CBA3HBATL CD38 ueJjijoBeKa B IOMana30He B3HaueHur adpdmHHocTM (Kp). B
OIOHOM BapMaHTe OCYIEeCTRBJIEHMS B COOTBETCTBUM C M300pPEeTeHMEM U B
HEeKOTOPRIX BapMaHTax OCylleCTRJIEHU S us3 BCex Bes VICKJIIIOUEeHHU A
[IepEeuMCIIeHHEIX HIKE IIPOHYMEPOBAaHHEIX BapMaHTOB OCymeCTBJIEHUSA

aHTuTeJlo K CD38 ceasmBaeTcsa ¢ CD38 ¢ Kp, paBHOM WM MeHBIIEM UYeM
okojio 1x107% M, HanpmMmep, 5x107° M, 1x10° M, 5x107'0 M, 1x10710 M,
5x107t M, 1x10°* M, 5x107* M, 1x107* M, 5x10* M, 1x10* M, 5x10°%
M, 1x10 M wmm 5x10715 M, wm Jmobol IOManasoH, BXONALMI B
IpMBeNeHHLHEe BHIIE 3HaUeHUd, KaK olIpeleliseTCs MeTOIOM INOBEPXHOCTHOTO
IJIa3MOHHOTO pe30HaHCa WM MeToloM Kinexa, KOTOPHE MCIOJL3YITCA

crieuyajJucTaMy B OaHHOM  oBJlacTH. B omHOM IHIpuUMepe  3Ha4YeHUE
apdmuHOCTM paBHO 1x10°% M MM MeHee. B OpyIoM I[IpMMepe 3HaueHMUe

abduHHOCTM paBHO 1x107° M mau MeHee.

B HeKOTOpPHEX BapMaHTax OCYINEeCTBJIEHMS M B HEKOTOPHX BapMaHTax
OCyleCTBJIEHUS nus3 BCex bes MCKJIIOUEeHN I [epeyurCIJIeHHEIX HIMKe
[IPOHYMEPOBAHHEIX BapMaHTOB OCyHMeCTBJIEHUS AHTUTEJIO K CD38
IpencTaBjgeT cobol OuchneludrMuecKoe aHTUTeJo. O6jgactu VL mu/uiam VH
cyleCcTBYIIMX aHTUTEeJI K CD38 MJIN obJjacTu VL " VH,
MIOEHTUOULIMPOBaHHEE de novo, KakK OINIMCaHO B HaCTOAMEM IOKYMEHTE,
MOTYT OHITH CKOHCTPYUPOBaHH C MMOJIYUYEeHNEM OUCIelInPUUIECKUX
[IOJIHOPa3MEPHHX aHTUTeJ. Takue OUCIeUMPUUeCKMe aHTUTeJla MOTy OHThb
IIOJIyUdeHH MOyTeM MOOyJIauumu B3auMomeMcTBuM CH3 B Fc aHTUTeJ C

ofpasoraHMeM OUCHelIUOUUEeCKUMX aHTUTeJI C IIOMOMBI MeTOIOUK, TaKUX
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KakK OIMCcaHHBEe B ImaTeHTe CIMA N 7,695,936; MexIyHapOIHOM HaTeHTHOM
NyoOJIMKaLum \E WO04/111233; [IaTEeHTHOM Iy OJIMKaLum CITA e
US2010/0015133; mnaTedTHOM nOybjamumkaumm CIHA N US2007/0287170;
MeXIYHapOIOHOM MaTeHTHOM nyoJamkaluum N W02008/119353; maTeHTHOM
nyoaukanmm CIIA N US2009/0182127; narTe”HTHOM nyojamukaumm CIA N
US2010/0286374; mnaTedTHOM nOybjamumkaumm CIHA N US2011/0123532;
MeXIyHapoIHOM [IaTEeHTHOM nyoOJIMKaLuum Ne W02011/131746;
MeXxIyHapoIHOM [IaTEeHTHOM nyOJIMKaLm Ne W02011/143545; WM
HaTeHTHOM nyoOimukalmm CIA N US2012/0149876.

Hanpuwmep, BucneunpmUUecKre aHTHUTeJIa B COOTBETCTBUA c
n300peTeHreM MOXHO CO3OaBaTbk 1n Vitro B OeCKJIeTOUYHOM cCpele, BBOLA
aCUMMEeTPUUYHEEe MyTauumu B obJjlacTax CH3 OBYX  MOHOCHeUMOUUECKMUX
TOMOOVMEPHEIX aHTUTeJI ¥ o00pasysa OuclHelumprueckKkoe TI'eTepoIUMepHOoe
AHTUTEJIO M3 IOBYX MCXONOHEX MOHOCIEUMOMUEeCKUX I'OMOIOMMEPHEX aHTUTEeJI B
BOCCTaHOBUTEJIbHEIX YCJIOBUAX, uTo CriocofcTeyeT n30Mepn3aLnn

HMCYHE@MHHOﬁ CBA3M, B COOTBETCTBMM CO crocobamu, OIIMCaHHEIMM B

MEeXIYHAapOOHOM  IaTeHTHoM nyoiamkaummu N W02011/131746. B STUX
criocofax nepBoe MOHOCIIeUndUuIecKoe IOBYXBaJIEHTHOE aHTUTEJIO
(HanpuMep, aHTUTEJIO K CD38) u BTOpOE MOHOCHeIUduUIecKoe
IBYXBaJIeHTHOE aHTUTEJIO KOHCTPYUPYIOT Tak, YUTOOH OHU VIMeJIN

omnpeneJjieHHHEe 3aMeHH B JoMeHe CH3, ofechneumBaomme CTabWMILHOCTD
TeTepoIlrMepa; aHTuTejla MHKYOMPYIOT BMecTe B  BOCCTAHOBUTEJLHEX
YCJIJIOBUAX, OOCTAaTOYHEIX, YTOOH ~ LMCTEeMHH B  DAPHUPHOM  oBJacTu
IOOBEPIVIMCE M30OMEepH3alMy OUCYJILEOUOHOM CBL3M; M B pe3yjbTaTe obOMeHa
jIevyaMm Fab oBpasyeTcs brcnennpruecroe aHTUTEJIO . YcioBuUs
MHKYOUPOBAHMUA MOXHO OITMMAaJIbHO BePHYThL K HEBOCCTAHOBUTEJLHEM. K

IIprMepaMm IIPUITI'OOHEIX IOJI4  MCIIOJIb3OBaHMA BOCCTaHaBJIMBaIMX areHTOB

OTHOCHATCHA 2-MepKaIlTO3TUIIaM/UH (2-MEA) , OUTUOTPENUTOII (DTT),
OUTHUOBPUTPUTOI (DTE) , TJIYyTaTMOH, TpUC (2-KapBOKCUDTUIL) POCPUH
(TCEP), L-1umcTenH u fDeTa-MepKanToOsTaHOoJ, IPenrlouTUTEeJILHO
BOCCTAHABJIMBAKIMNM aT'eHT BHOMPAaT W3 TPYINOHE, COCTOoAmeN u3: 2-

MEpPKallTO3 THUIIaM1Ha , OUTUOTPENUTOJIa UM  TpUC (2-KapboKcusTuiI) pochdrHa .
HampuMep, MOXHO MCIOJIE30BATE MHKYyOMpPOBaHME B TeueHUe, I[I0 MeHbIeN
Mepe, 90 MMH [OpM TeMmrIepaType, II0 MeHbmer Mepe, 20°C B OpPUCYTCTBUM,

10 MeHbllel Mepe, 25 MM 2-MEA WM B OPUCYTCTBUM, IIO MeHbIley Mepe,
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0,5 MM muTHOTpeUTOJIAa IIPU 3HadeHuu pH oT 5 @mo 8, HalpuMmep, IIpK
pH=7,0 mmm npm pH=7,4.

K BOBMOXHEM MIJIIOCTPATMBHEM MyTalusaM CH3 B HepBOM TIKEJIOM Lelu
¥ BO BTOPOM TAXEJIONW LelM OUCHelUUdMUIeCKOTO aHTHuTeJla oTHocaTcsa K409R
u/mmm F405L.

OONIOJIHUTeJIbHEe OUCIelUUMdUUeCKre CTPYKTYPH, B KOTOPHE MOIYT

OLTL BCTpoeHH oOnactu VL u/miau VH aHTUTeJl B COOTBETCTBUM C

n3obpeTeHUeM, MOTYT IpencTaBJIATh coboi, HalpuMep,
VIMMYHO T'JI0 Oy JIMHEL C O BOMHEIM BapuabeJibHEIM IOIOMEeHOM (DVD)
(MexnyHaponoHas rnaTeHTHad nyoJanukKanmsa LB W02009/134776) MJIN

CTPYKTYPE, BKJOUaKIMVe B Ccebd pasjiMuHEe OUMMEPU3aALMOHHEE TOMEHE
0JI9 COoeIVMHeHMSA IOBYX IIJIed aHTUTeJ C pPa3HOM CIeUUMPUMUHOCTLIO,
HalpuMmep «JIeVIIMHOBYIO 3aCTEeXKY—MOJIHMIO» I KOJIJIaT'eHOBEIE
OVMepU3allMOHHEIE IOMEHH (MeXOyHapoOHasd IaTeHTHad OyoJamukaumsa N
W02012/022811, mnaredr CIIA N 5,932,448; narvtedr CIIA N 6,833,441).
DVD rHpemcTaBJIgl0T cofo¥  IOJIHOPAa3MepHHEe aHTmuresna, comepxammue
TAXKEIYyD Lelb, WMeolyln CTPpykKTypy VHIl-snmHkep-VH2-CH, ¥ JIeTKY
Ierb, MMEeIYIO CTPYKTYPY VL1-amHkep-VL2-CL, IIpuyYeM JIMHKEP
ABJIAETCA HeoDsa3aTeJIbHBEIM.

B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS, OIMCAHHHX B HaCTOMAIEM
OOKYMEHTEe, ¥ B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUS M3 BCex 0e3s
VCKJIIOUEHU A [epeurcJIeHHBIX HIDKE MIPOHYMEPOBaHHBIX BapMaHTOB
OCYIECTBJIEHUA aHTUTeJIO K CD38 KOHBOIMPOBAHO C TOKCHMHOM. CIOCOOH
KOHBOTaAlUM U TIPUeMIJIEMEIE TOKCHMHE XOPOIO M3BECTHH .

I[locTaHOBKa IOuarHoza OMJI HpoBOOMTCH BpauoM B COOTBETCTBUU C
cyine CTBYRIIVMA PEeKOMeHIaUuMaIMA, Hanpmumep, B COOTBETCTBUU C
KJaccubdmukauma OMJI BceMupHOM opTraHM3alMM 3OpaBooxpaHeHusa (BO3)
(Brunning et al., World Health Organization Classificaiton of

Tumors, 3, pp 77-80; eds. Jaffe et al., Pathology and Genetics

of Tumours of Haematopoietic and Lymphoid Tissues) n B
COOTBETCTBUA c PEeKOMeHIOalVsaMu, npenJjaraeMeMHA, HalpuMep,
HallMoHaJIbLHOM BCceoQmen OHKOJIOTHMUYECKON CeThio

(http:// www nccn.org/ professionals/ physician gls/ f guideline
s aspffsite). Kinaccupurkauma BO3 BrIOUaeT KIMHMYESCKME OCOOEHHOCTH,
HMTOTeHe TUKY, UMMy HODEeHOTUII, MopdoJIoTHMIO U T'eHeTHUKY, UTOOH

OoIpeneJInThb OMOJIOTHUUE CKHA I'OMOTI'€HHEIE IIOOT'PYIIIIH, Mermme
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TepalleBTUUeCKOe UM IIPOTHOCTUMUEeCKOe 3HaueHMe, U HogpasgesdgeT OMJI
Ha UYeTHpe OCHOBHEX noaruna: OMJI C peKyppeHTHEMU TI'€éHeTU4YECKUMU
aHOMAaJIMAMHA, OMJI ¢ MyJbLTMJIMHEeMHOW  OucCIlJa3uen, CBA3aHHBIE C
Tepanmuey OMJI ¥ He BKJIOUEHHHM B IpyTIMe KaTeropum OMII.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS, OIMCAHHEX B HaCTOAIEM
OOKYMEHTEe, ¥ B HEKOTOPHX BapMaHTax OCYIEeCTBJIeHMS M3 Bcex 0es
VCKJIOUEeHN A [IEPEUMCJIJIEHHEIX HIKE MIPOHYMEPOBaHHBIX BapMaHTOB
ocymecTBJieHua OMJI npencraBasgeT cobom OMJII ¢, IO MeHbIIEM Mepe,
OOHOM TeHeTHUUeCKOW aHOMaJIMel.

OMJI MoXxeT OHTbL CBA3aH C TpaHCJOKallMeM MexOy XpoMocoMaMM 8 U
21, TpaHCJOKalUMeM WM MHBEPCHEM B XPOMOCOMe 16, TpaHCJOKaluen
Mexny xXpoMocoMaMu 15 m 17 nmiaM M3MeHeHMAMM B XpoMocoMe 11.

K pacnpocTpaHeHHEM XPOMOCOMHHM IIepecTpoMKaM, CBa3aHHeM ¢ OMJI,
OTHOCATCS TpaHcJoKauuu t(8; 21) (g22; g22) (AML1/ETO), inv(1l6) (pl3;
g22) wm t(l6; 16) (pl3; g22); (CBFB/MYH11) wmim t(15; 17) (g22;
gl2); (PML/RARA). IlauMeHTH C TaKuMy OJIATONPUSTHEM/A XPOMOCOMHBMA
TPaHCJIOKaAUMAMM  MOTYT OBITE BoJjlee  BOCIOPMMMUMBEL K  JI€UEHUIOD U
obecrnieunBaThL OoJlee BHCOKME IoKaszaTeJM IIoJIHOM pemmccum (CR) .

B HeKOTOPHX BapMaHTax OCYIeCTBJIeHMS, OIMCAaHHEX B HaCTOMAIEM
OOKYMEHTe, ¥ B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHMS Hu3 Bcex 0e3
VICKJIOUEeHU [IepeunCcJIeHHBEIX HIKE MIPOHYMEPOBaHHEIX BapMaHTOB
ocymecTBJIeHMsa OMJI CcBA3aH C TpaHCJoKallMel MexIOy XpoMocoMaMu 8 U
21, TpaHcJoOKallMel WM MHBEpCHMEeM B XpoMocoMe 16, TpaHCJoKaluen
MexIOy xXpoMocoMaMy 15 m 17 WM M3MeHeHUsAMM B XpoMocoMe 11.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMS, OIMCAHHEX B HACTOAIMEM
OOKYMEeHTe, M B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHMS M3 Bcex 0e3s
VCKJIIOUEeHN A [IEpPEeUYMCJIJIEHHEIX HIDKE MIPOHYMEPOB aHHHX BAapMaHTOB
ocymecTRJeHus OMJI cBA3aH C XPOMOCOMHOM aHoMaJme¥n t(8; 21) (g22;
qg22) (AML1/ETO), inv(16) (pl3; g22) wmmm t(16; 16) (pl3; g22);
(CBFB/MYH11) wmmm t(15; 17) (g22; gl2); (PML/RARA).

BeulM  BEIABJIEHE COMaATMUECKMe MyTallMM B Pa3JIMUHHEHX TI'eHax,
KOTOPpHEe OBJIM OTHEeCeHH K CBA3aHHHEM C I»DaToreHesoM OMJI. K HuM
OTHOCHATCH MyTaluu CBA3aHHOM c FMS TUPO3UMHKMHA 3~ 3 (FLT3),
HYKJIeOdOCMMHA (NPM1), N30IUTPaTIeTUIPOTEeHa 3~ 1 (IDH1),

M30UTPpaTIeTUIPOT eHa 3k~ 2 (IDH2), IOHK- (1mTo3MH-5) -
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MeTuITpaHchepase—3  (DNMT3A), CCAAT/sHxXaHCep-CBA3HBaMETO OeJKa
ansda (CEBPA), BcOOMOTaTeJILHOTO oGakTopa-1 U2 wMajgou sanepHou PHK
(U2AF1), PHXaHcepa 0OeJka Zeste 2 CyOBeIMHMIE MHIMOUTOPHOTO
KoMIJIekca—-2 polycomb (EZH2), CTpyKTYpPHOI'O COXpaHeHUd XpoMOCOM 1A
(SMC1A) M CTPYKTYPHOT'O COXpaHeHuUsa xpoMocoM 3 (SMC3) (The Cancer
Genome Atlas Research Network; N Engl J Med 368:2059-74, 2013).

AKTUBMPpYIIIME MyTaluu B TI'eHe FLT3 OvbUIM ONMCAHEL Yy OKoJIO 20-30%
[IauyeHTOB C BIIEPBEE YCTaHOBJIEHHBEM OMvarHos3oM OMJI. K HMM OTHOCATCH
FLT3-ITD, BHYTPeHHHME MyTaluM TaHOeMHOM IOYyILUIMKaluM B pesyJbkTaTe
OYIIMKaUMY M TaHIEMHOM BCTAaBKM UYacTel OKOJIOMeMOPaHHOT'O IOMeHa I'eHa
FLT3 (Schnittger et al., Blood 100:59-66, 2002) u myTaumm D835 B
noMeHe FLT3-kKuHas3b. [JId HauMeHTOB C MyTaumaMu FLT3-ITD xapakTepHa
CHWXeHHas ofmas BEXMBaeMOCTL (0OS) C IOBBIIEHHOM YaCTOTOM PelUUuIVNBOB
(Kottaridis et al., Blood 98: 1752-9, 2001; Yanada et al.,
Leukemia 19: 1345-9, 2005).

MyTauum B IDH1 M IDH2 OpPUCYTCTBYIT Yy OKOJIO 15% HAUMEeHTOR C
BIIepBEE YCTaHOBJIEHHHM IMarHO30M. MyTauumu IDH1 BKIIOUAKT 3BaMeHE
R132H, R132X (X ofo3HauvaerT JIOOVYIO AMMHOKMUCJIOTY ) n
R100Q/R104V/F108L/R1190Q/I130V, a w™MyTaummy IDH2 BKJIOUAT 3aMeHE
R140Q m R172. Myraumum IDH1/2 cBA3HBalT C OoJee HeBJIaTONPUITHLEM
IPOTHO3OM, MCKJoUasa IDH2RMOQ,  xoropas cBA3aHa C HECKOJLKO 0OoJjee
IPOIOJIKUTEJILHOM BEXMBaeMOCThI (Molenaar et al., Biochim Biophys
Acta 1846: 326-41, 2014). UYacTtoTa MyTaumm IDH1/2 HapacTaeT IO
Mepe TIpoTrpeccupoBaHusa 3abojieBaHusa (Molenaar et al., Biochim
Biophys Acta 1846: 326-41, 2014).

B HeKOTOpHX BapMaHTax OCYIeCTBJIEHUS, OIMCAaHHEX B HaCTOAIlEeM
IOOKYMEHTe, W B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUuA U3 BCcex 0e3
VCKJIOUYEeHN S [IepPEeUnCIIEHHEIX HIDKe IPOHYMepPOBaHHHX BapMaHTOB
ocymecTBJIeHMs OMJI cBszaH C oOoHOM WM OoJjlee MyTauusaMm — FMS
TUPO3MHKMHA 3H— 3 (FLT3), HYKJIEOQOCMMHA (NPM1),
n3ouuTPaTnerugporeHase—1 (IDH1), wu3ocumuTparmerumgporeHass—2 (IDHZ2),
ITHK- (mmTo3mH-5) -MeTUJITpaHChepa3u—3 (DNMT3A) , CCAAT/»HxXaHCep—
ceaszpBapmero Oejka aJlpda (CEBPA), BcnoMmoraTelbHOTO OdakTopa-1 U2
MaJiol sgAnepHo¥ PHK (U2AF1l), »HxaHcepa OeJka Zeste 2 CcyObLeIMHUMIE
MHITUOMTOPHOT'O KOMIUlekca—-2 polycomb (EZH2), CTPpyKTYPHOI'O COXpPaHeHUA

xpomMocoM 1A (SMCIA) M CTPYKTYPHOT'O COXPaHeHMs XpoMocoM 3 (SMC3).
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B HeKOTOPEHX BapMaHTax OCYIeCTBJIeHMS, OIMCaHHHX B HaCTOAIleM
IOIOKyMeHTe, U B HEeKOTOPHX BapMaHTax OCYyIecTBJIeHMI U3 Bcex 0e3
VCKJIIOUEeHU S IepeurciIe HHEIX HVXE IIPOHYMEPOBAaHHEIX BapraHTOB
ocymecTBJIeHMa OMJI cBg3aH C OIOHOM wiM OoJiee MyTaluaMmm FMS
TUPO3UHKMHAaRE-3 (FLT3).

B HeKOTOPEIX BapMaHTax OCYMeCTBJIEHMS, OIMCAHHEIX B HACTOAMEeM
IOOKYMeHTe, ¥ B HeKOTOPHX BapMaHTax OCYmecTBJIeHuSI U3 Bcex 0e3
VCKJIOUEeHU S IepeuncJIeHHEX HVIKE IIPOHYMEepPOBaHHEIX BapMaHTOBR
ocymecTRJIeHua OMJI crsgzaH ¢ FLT3-ITD.

B HeKOTOPHX BapMaHTax OCYUmEeCTBJIEHMS, OIMCAHHHX B HACTOSAMEM
IOOKYMeHTe, ¥ B HEeKOTOPHX BapMaHTax OCYIMeCcTBJIeHud u3 Bcex 06e3
VCKJIOUEeHN S [IepeunCIJIeHHEIX HIDKE IIPOHYMEPOBAaHHHBIX BapMaHTOB
OCyIeCTBJIEHNU A OMJI CBA3aH c OIHOM VI BoJiee My TalMSMU
M30LUTPpaAToeTUIPOTeHas -1 (IDH1) W MN30LIUTPaTOeTIUIPOTeHa s -2
(IDHZ2) .

B HEKOTOPHX BapMaHTax OCYHMeCTBJIEHMS, OIMCAHHEIX B HaCTOAMEM
IOOKYMEHTEe, ¥ B HEKOTOPHX BapMaHTax OCYmeCTBJIeHudI U3 Bcex 06e3
UCKJIOUEeHU S IepeuncJIeHHBEIX HIKE MIPOHYMEePOBaHHEIX BapMaHTOB
oCcylleCcTBJIEHU S OMJI cBA3aH C MY TaLlVaSMU R132H, R132X WJIN
R100Q/R104V/F108L/R119Q/I130V B msouuTpaTmeIrugporeHase—-1 (IDHL).

B HeKOTOPHX BapMaHTax OCYHEeCTBJIeHUS, OIMCAHHHEX B HaCTOAIeM
IOKYyMeHTe, M B HEKOTOPHX BapMaHTax OCYyIeCcTBJIeHUI U3 Bcex 0e3
VCKJIIOUEeHUS IepeumnCJIe HHEIX HVXE IIPOHYMEPOBaHHBIX BapMaHTOB
OCylleCTBJIEHU A OMJI CBSA3aH c MYy T ally M R1400 n R172 B
u3oUUTPpaTierugporeHase—-2 (IDH2) .

B HeKOTOPHX BapMaHTax OCYIeCTBJIeHMS, OIMCAaHHHX B HaCTOAIleM
IOIOKYyMeHTe, M B HEKOTOPHX BapMaHTax OCylecTBJIeHUI U3 Bcex 0e3
VCKJIIOUEeHUS IepeumnCcJIe HHEIX HVXE IIPOHYMEPOBAaHHEIX BapMaHTOB
ocymecTBJIeHua OMJI npencTaBJsgeT cobor OMI ¢ MyJbTUJIMHENHOM
OMCIlJIa3uen.

OMJI, CBA3aHHHM C MyJbTUIMHEVHOM IMCIIJIasuel, xXapaKTepusyeTcCsd
OMCILJIa3uel B »OBYX MJIM 0oJjiee JMHUAX MMEJIOMIOHHX KJIeTOK MU, IIO
MeHbIle¥ Mepe, 20% yBeJIMUeHMEeM UMCJIeHHOCTM ©OJIaCTOB B KPOBU WM
KOCTHOM MO3Te.

B HeKOTOPEHX BapMaHTax OCYIeCTBJIeHUS, OIMCAaHHHX B HaCTOAIleM

ITJOKYMEHTe, ¥ B HEKOTOPEX BapMaHTaX OCymeCTBJIEHMA M3 BCeX Oes
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VCKJIOUEeHU S IepeuyrCIIe HHEX HIDKE IPOHYMEPOBaHHEX BapMaHTOB
ocymecTBJeHUsa OMJI mpencraBJigeT CoOOM CBS3aHHHM C Tepanmen OMII.

CBA3aHHBEM C Tepaluen OMJI ABJIAETCH pe3yJIbTaToM  paHee
MIPOBOOMBIIENCSA XVMMOTEPpanuy W/WiIY  PaIVallMOHHOW Tepanuu U MOXEeT
IpOABIATHLCA UYepe3 HeCKOJIBKO JieT IIOCJie BO3IOeMCTBUSA MyTaTleHHOTO
aredHra. Y ©Oojee 90% [naluMeHTOB CO CBA3aHHEM C Tepamnmen  OMII
HabmonaioTcad XPOMOCOMHEE aHOMallMM, BKJIOUas aHOMaJlMM B XpoMOocoMax b
u/umm 7.

XpOMOCOMHEE [IepPEeCTPOMKHA MOXHO UOeHTUOUUVPOBATE c
MCIIOJIE30BAHMEM XOPOUO M3BECTHHX MEeTONOB, HalpuMep OGIIyopeClleHTHOM
rubpuouzanrey 1in situ, KaprMOTUIIMPOBAHMEM, Cay3epH-OJIOTTHMHIOM WA
CEeKBEHVPORBaHMEM.

B HeKOTOPHX BapMaHTax OCYWEeCTBJIeHMSs, OIMCaHHEX B HAaCTOAIEM
OOKYMeHTe, M B HEKOTOPHEX BapMaHTax OCYIeCTBJIEHUS M3 Bcex 0e3
VCKJIOUEeHU I IepeuyrCIIe HHEX HIDKE IPOHYMEPOBaHHBIX BapMaHTOB
ocymecTBJeHMa OMJI mpencraBjsgeT cobol HemubdbepeHUMpoBaHHEM OMII
(MO), OMJI ¢ MHMHMMaJBHEIM cCco3peBaHMeM (M1), OMJ C cCO3peBaHUEM
(M2), OCTPHV MUEJIOMOHOLUMTAPHHM Jierko3 (M4), OCTPHM MOHOLMTAPHEMN
Jerkos (M5), OCTPLI SPUTPOUIHEIN JIeMKOo 3 (M6), OCTPHIM
MeTrakapmuodjlacTHHM JeNko3 (M7), ocTpel 0a30dMIILHHEIM JIeK03, OCTPHM
[IaHMMeJIO3 C OMOPO30OM WM MUEJIOMIHYID CapKOoMYy .

B HeKOTOPHX BapMaHTax OCYMeCTBJIeHMS, OIMCAHHHEX B HAaCTOAMEM
OOKYMEeHTe, M B HEeKOTOPHX BapMaHTax OCYMeCcTBJIEHUS U3 Bcex 0es
VCKJIOUEeHU S IepeurCIIe HHHX HIDKE IPOHYMEPOBaHHHEX BapMaHTOB
ocymecTBJIeHusa OMJI mnpencTaBjgeT cobot OMJI B peMMCCUHA.

Pemuccusa OMJI OBHUHO oOIHIpelesideTCs IO HOPMaJIbHOMY COIepXaHU
KJIETOK B KOCTHOM MO3Te C MeHee 5% 0J1acToOB, HOPMAaJIb HEIM
rnokasarTeJiaM Iepubpepuueckom kpoBu > 100 000/mM® TpoMOOLUMTOB n >
1000/MM® HENTPOOUIIOB.

B HeKOTOPHX BapMaHTax OCYMeCTBJIeHMS, OIMCAHHHX B HAaCTOAMEM
OOKYMeHTe, M B HEKOTOPHX BapMaHTax OCYmeCTBJIEHMS U3 BCcex 0es
VCKJIOUEeHU S IepeurCIIeHHHHX HIDKE IPOHYMEPOBaHHEX BapMaHTOB
ocymecTBJeHMda OMJlI ABJjigeTcd pedpakKTepHEM MM PELUUIVNBUPYIOMUM .

B HeKOTOPHX BapuaHTax OCYIeCTBJIeHUS, OIMCaHHHX B HaCTOAIeM
IOKYMEeHTe, M B HEeKOTOPHX BapMaHTax OCYMeCTRJIEHUS U3 Bcex 0es

VMCKJIKUEeHNMA IIepedrMCIJIEHHEIX HIMIXe IIPOHYMEPOBAaHHEX BapMaHTOB
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OCVYIIEeCTBJIEHN A IaluueHT, VMEMNM OMJI, [IoJIydaeT JieueHme
UOapyOULIMHOM, LIUTapabrHOM MM ITUIPOKCHUMOUEBUHOM.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMI, OIMCAHHEX B HaCTOAlleM
OOKYMEeHTe, M B HEKOTOPHX BapMaHTax OCYIeCTBJIeHMI M3 Bcex 0es
VCKJIIOUEeHN A [IEPEeUNCIJIE€HHEIX HIDKE IIPOHYMEPOBaHHEIX BAapPUAHTOB
ocymecTrJIeHUsa OMJI mpencraBjsgeT coboy OMJI y B3POCJIHX.

B HeKOTOPHX BapMaHTax OCYIeCTBJIEHMA, OIMCAHHEX B HaCTOAIEM
OOKYMEHTe, M B HeKOTOPHIX BapMaHTax OCVYIIEeCTBJIEHMA M3 Bcex 0es
VCKJIOUEeHM I [IepeUunCIJIEHHEIX HIDKE [IPOHYMEPOBaHHBIX BapMaHTOB
ocymecTBJeHusa OMJl mpencrTaBJisgeT cobom OMJI y meTen.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMA, OIMCAHHEX B HaCTOAIlEM
OOKYMEHTe, ¥ B HeKOTOPHIX BapMaHTax OCVYIIeCTBJIEHMA M3 Bcex 0es
VCKJIOUEeHM A [IepeUunCIJIEHHEIX HIDKE [IPOHYMEPOBaHHEIX BapMaHTOB
OCYWECTBJIEHUA aHTUTeJI0O kK CD38 BBOOAT IJIA MHIOIYLUMPOBaHMSA PEMUCCUM,
Iocjie PeMMCCHMM MM B KadeCTBe INOIOepXMBAaIel Tepalllu.

[ia omnpenesyieHMA TOTO, IIPOM3OWEJ JIM Y CyOBeKTa peuuinB, KUMeeT
JIn OH PE3UCTEHTHOCTD, IPHOBPETEHHYIO PE3UCTEHTHOCTE Wim
[IpenpacIloJIOXEeHHOCTDb K [OIPpUOOPEeTEeHMId PEe3MCTEHTHOCTM K  JICUeHUD
JIEKAPCTBEHHEIM WJIM TepaleBTUUEeCKMM CpelCcTBOM, MOXHO MCIIOJIB30BaTh
pasjiMuHLle KaueCTBEeHHHEe U/MIM KOJMUECTBEHHHE CIOCOOH. CUMITOME,
KOTOPHE MOTYT OBTH CBS3aHEH C PELUIVBOM U/WIM PEe3UCTEeHTHOCTH,
BKJIIOYAKT, HalpuMep, YXYOLeHre I OTCYTCTBUE VIIYUlle HU A
CaMOUyBCTBUSA MallMeHTa, YBeJMUeHMe pasMepa OIIyXOJM WM OIIyXOoJIeBOou
Harpy3KM, YBeJMUeHMe KOJIMUeCTBa PaKOBHX KJIETOK, [IpeKpalleHMre WIK
3aMemJIeHV e TOPMOXEHUS POCTa OIIYyXOJM WM OIIyXOJIEBEIX KJIETOK W/UIN
pPaclIpoCcTpaHeHe pPaKOBHEX KJIETOK B OpTraHM3Me M3 OOHOT'O MecTa K
IOIPpYIMM OpraHaM, TKaHAM MWIM KJIeTKaM. [IOBTOpHOEe [NO4ABJIEHME WM
YXYIOIIeHV e Pa3JIMUHEX CHMITOMOB, CBA3aHHEX C OIYXOJIBID, TaKXe MOXET
OBITE [IOKaszaTeJleM TOoI'o, UYUTo Y CyObeKTa I[IPpOM30Iesl PelUuIUuB WK
pPasBUIIAChk PE3UCTEHTHOCTL WM OH 4ABJIAeTCHd IIPeOpacIlOJIOXKEeHHBEM K
Pa3sBUTHUILD PE3UCTEHTHOCTM K JIEKAPCTBEHHOMY WM TepaleBTUUECKOMY
cpencTBy. CHMIITOMEL, CBA3aHHEIE C pPakKoBHM 3aboJieBaHMeM, MOTyT
BApLMPOBATEL B 3aBUCHMMOCTM OT TUIIa PaKoBOTO 3abojieraHuA. Hamnpuwmep,
CUMIITOMEI, CBA3aHHEEe C OMJI, MOTYT BKJIOUATL CJIaboCThb, YTOMIAEMOCTE,
TOJIOBOKPYXEHNE VI 03HOO, T'OJIOBHEE oo, YaCTHE HOCOBEIE

KPOBOTEUEHNMA, UYaCTEEe KPOBOMSIIIMAHMA WMJIM KPOBOTOUMBOCTE I€CEH.
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B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS, OIMCAHHEX B HaCTOAIEeM
OOKYMEHTE, WM B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS M3 Bcex 0es
VCKJIIOYEeHU I IIepPeUMCJIJIEHHEIX HIXE IPOHYMEPOBaHHEIX BapMaHTOB
OCYIMEeCTBJIEHUSA aHTUTeJO k CD38 BBOOST B KOMOMHALMM C, II0 MEeHLIIEN
Mepe, OIHMM IOIOJIHUTEJILHEM JIEKAPCTBEHHEM CPREeICTBOM.

Onsa Jevenmsa OMJI MOTYT MCIIOJB30BATHCHS LUTapadbmH (LMTO3MH
apabuHozunm wiamu  apa-C) U/MIM  aHTPaAUUKJIMHOBHE  JIeKAPCTBEHHHEe
cpemncTBa, HanpuMmep, IOKCOPYOUMLMH, OayHOPYOMLIUH, OayHOMMUIIMH,
UnapyoOmULMH M  MUTOKCAHTPOH. K OpyIMM  XMMMOTepAaleBTUYeCKUM

JIEKapCTBEHHHM CpeInCcTBaM, KOTOpHEe MOTYT I[IPUMEHATLCS IJA JIeUeHUS
OMJI, OTHOCATCH TUOPOKCHUMMOUEeBHMHA (Hydrea®), neumTadbmrH
(Dacogen®), KJIanproOmUH (Leustatin®, 2-CdAn), bnynapabux

(Fludara®), TomnorerkaH, 5»ronosun (VP-16), 6-TuoryaHuH (6-TG),
KOPTUKOCTEPOUIHEE JIEKAPCTBEHHEE CPeICTBa, HalpUMep NPeOHU3O0H WU
nexcameTasoH (Decadron®), wMeTorTpekcaT (MTX), 6-MepKaNTOIIYypPUH
(6-MP) wmam asauntuaMe (Vidaza®) .

K mopyrMMm JIeKapCTBEeHHBM CPeOCTBaM, KOTOPHE MOTYT IIPUMMEHSATLCSH
on4ga JedveHmd OMJI, OTHOCHATCA IIOJHOCTBI TpPaHC-pPeTMHOeBad KHUCIIOTa
(ATRA) , TPeTUMHOMH MM Vesanoid® u TpHMOKCHO  MBIILAKA (ATO,

Trisenox®). ATRA ¥ TPMOKCHUI MHEIbAKA MOTYT IIPUMMEHSATLCS  IJIA
JIeUeHMsS OCTPOTO IIPOMMEJIOLUMTAPHOTO JIeMKOo3a.

B HEeKOTOpPEX BapMaHTax OCYMeCTBJIEHMS aHTUTeJJo k CD38 BBOOAT
NalMeHTy B KOMOMHALMKM C LMTapadMHOM, OayHOPYOMIMHOM/OayHOMULIMHOM,
nnapyoOMLIMHOM, MUTOKCaHTPOHOM, TUOPOKCUMOUYEBUHOM, OelumuTadbrHOM,
KJIagpubmuHaoM, (JaynapabuMHOM, TOIIOTEeKaHOM, 3TOIIO3UIOM, O6-THUMOT'YaHMHOM,
KOPTUKOCTEPOUIOM, IIPEOHM30HOM, IOeKCaMeTa30HOM, MeTOTpeKcaToM, 6-
MEPKANITONYPUHOM MM a3aTUIVHOM.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHUA, OINMCAHHEX B HAaCTOAIEeM
OOKYMEHTe, ¥ B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUI U3 BCcexX 0e3
VMCKJINUEeHU A epeumCcIJIe HHEIX HIDKE NIPOHYMEPOBaHHBIX BapMaHTORB
OCYIEeCTBJIEHMS aHTUTeJlo K CD38 BBOOAT MallMeHTYy B KOMOMHaLUM C
OeunTadbrHOM.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHUA, OINMCAHHEX B HAaCTOAIlEeM
OOKYMeHTe, ¥ B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHMI U3 BCcexX 0e3

VMCRJIIOUEeHNMA IIepedUNMCIJIEHHEIX HIUIXe IIPOHYMEPOBAaHHEX BapMaHTOB
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OCymeCcTBJIeHMS aHTUTeJlo kK CD38 BRBOOAT ODalMeHTy B KOMOMHaLMM C
uMTapadbrMHOM M OOKCOPYOUIMHOM.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMA, OINMCAHHEX B HAaCTOAIleM
OOKYMeHTe, ¥ B HEeKOTOPHX BapMaHTax OCyIMeCTBJIEHUA U3 BCcexX 0e3
MCKJIOUEHN S [IepeumCIJIe HHEIX HMXE NIPOHYMEPOBaHHBIX BapMaHTOB
OCYWEeCTBJIEHUS CyOBEeKT IIoJiydal MM OyIOeT IIOoJIiydaThb paluoTepalmp.

PammoTepanMa MOXeT IMIpedCcTaBJIATE CcoOOM BHelmlHee HallpaBJIeHHOe
M3JIy4YyeHue, paIvalMOHHYI  Tepanuon C MOOYJAUMEN  MHTEHCUMBHOCTU

(IMRT), cookycupoBaHHOe OOJIydeHMEe WJIM MOXeT OHTbL JbOoM ¢opMoMn

PaIUOXUPYPITUH, BKJIIOUA I TaMMa-HOX, K1OEep—HOX, Linac u
BHYTPUTKAaHEBOE oBJIyueHMe (HanpuMmep, VIMILJIaHTUPOBAaHHEE
pammMoakTVBHEE 3epHa, OajuioH GliaSite) wu/miam Cc XUPYPIUMUECKUM
JleUeHNEM.

K cnocobaM CcOOKYCUPOBAHHOTO OOJIyYeHMSI, KOTOPEE MOTYT OBTH
MCIIOJIbL 30BaHH, OTHOCATCSH CTepeoTakKCHUUuecKasd PamnoOXUpPypInsa,

@paKHMOHMpOBaHHaH CTepeoTaKCHrMueCKad pallMOoXMPpYypIMAd WM palMalVMOHHAaA

Tepanusa C MOIOyJialuen MHTEHCUBHOCTU (IMRT) . OueBUIOHO, yTo
cTepeoTaKcCHUueckKasda pamoroxXmupypIrmuia BKJIOUAET TOUHYIO OOCTaBKyYy
MURIIYUYEeHU S B OIIYXOJIEBVIO TKaHb, HalpuMep, Oy XOJIN MO3Ta,

OOHOBPEMEHHO MCKJUas IIollalaHMe B OKpyXaKmye HOopMaJlbHEIEe TKaHU,
He TIIOpaXeHHHEe ONyxXoJbl. Jlo3a u3JIydeHUsa, I[IpMMeHseMas B XOnOe
CTepeoTakCUUeCKOM paIMoXUPYPIUM, MOXeT MeHATbCcS OofOmuHo oT 1 Ip
oo okojo 30 I'p ™M MOXeT BKJIOUATE I[IPOMEXYTOUHHE MHTEPBAJH,
BKJIOUad, HaIpuMmep, no3u or 1 mo 5, 10, 15, 20, 25 m mo 30 Ip.
[IOCKOJIBKY npu 2TOM VICIIOJIB 3YyITC A HEVHBa3MBHHE dUKCHUpYIMME
YCTPOMCTBA, CTepeoTaKCHUUeCKoe oBJIyuyeHune HeoOsa3aTeJIbHO
OCYMeCTBJATL B XOOe Pal30BOM Opolelypbl. IlJJaH JieueHUSI  MOXHO
HagexHeM oBpa30M I[IOBTOPATH exXenHEeBHO, TeM CaMBM I[1O3BOJIAA
BO3IeMCTBOBATL MHOXECTBEHHHMM IOPOOHEIMM HO3aMu OfJyueHUsa. Ilpu
VCIIOJIE30BaAHUM  IOJIA JIEUEeHUS ONyXOJM B  TedeHMre  OIpelelJIEHHOTO
BpeMeHU PaIMoXpypIuUn Ha3BEBamnT «KPPaKIMOHNPOBAHHOM
cCTepeoTakCHUUeCcKoOM pPaInoOXUpPypIrmuen» NI FSR. HamnpoTus,
CTepeoTaKCHUUeCcKasa XUPypIUsda IIpennojaraeT oOJIydeHMe 3a OIOMH CeaHC.
OpakIIMOHUPOBaAHHA A cCTepeoTakKCHUUYeCcKasd PaIVOXUPYypPITUA MOXeT
obecreuMBaTh BHCOKMM TepalleBTUUECKUM MHIEKC, T. €. BHCOKUHI

IIoKaszsaTeJlb YHUUYTOXEeHNA OITYy XOJIEBEIX KJIETOK n HUBKUMN YPOBEHBE



39

BO3IOeCcTBUA  Ha 3O0OPOBYK  TKaHL. Oy xXoJib n 3mopomad TKaHb
pPas3JMuHEM Oo0pas3oM pealuMpylT Ha BHCOKME pPa30BHEe JO3H OOJIYUeHMI II0
CPaBHEHVI C OPOOHEMM MEHBIIMMM OO3aMM OOJIydeHMA. PasoBEHeEe BHCOKHUE
OO3H OOJyUeHMA MOTYT YHUMUTOXATHL OOJIblle 3O0POBOM TKaHM, UeM
HECKOJIEKO MeHBIMX OO3 o0OjJyueHusa. COOTBETCTBEHHO, MHOXECTBEHHEE
MeJIKMe OO3H OOJIyUeHMA MOTYT YHUUTOXAaTh OOJIblIle ONYXOJIEBHX KJIIETOK,
He 3aTparMBas 3IOO0POBYK TKaHbL. Jo3a M3JIYyUeHMI, IpMMeHdgeMad B XOoIe
dpaKUMOHUPOBaHHOM CTepeoTakKCHUueCcKoOM pPamnoXUpypIrumn, MOXeT
MeHATbCHd OO6ruHO oT 1 I'p @»no okojio 50 I'p M MOXeET BKJIKUATH
IPOMEeXYyTOUHEe WMHTepBaJkl, HalpuMep, nose or 1 nmo 5, 10, 15, 20,
25, 30, 40 m pmo 50 T'p B IMINOQPaKLMOHMPOBAHHEX HO3ax. MoXeT TaKxXe
MCIIOJIL30BATLCA PpalMalMOHHASA Tepalrsa C MOOYJAUMENW MHTEHCUMBHOCTU
(IMRT). IMRT npencraBisgeT cobOo¥ COBPEeMEeHHHBM MeTOI BHCOKOTOUHOM
TpexXMepHOM  KOHOOPMHOM paImualMoHHOM  Tepamnuu  (3DCRT), KOTOPHM
MUCIIOJNIbE3YEeT  ylIpaBJIgaeMEe KOMIILIOTEPOM  JIMHEMHHE  YCKOPUTeJ M  OJA
BOBOEMCTBMSA TOUHHMM OO3aMy OOJyUueHMS Ha 3JIOKAUeCTBEHHYI OIIYyXOJIb
MM KOHKpPeTHHEe o00JlacTy BHYTpM onyxoJu. B 3DCRT dopmMa npoduidg
KaxOmoro Jyda OOJIydeHUA  HacTpaMBaeTcda TakuM ofpas3oM, UTOOH
COOTBETCTBOBATEL MNPOQMJIIIO MUIIeHM B BMIOMCKaTeJe Jyda (BEV) C
IIOMOIIBLIO MHOTOJIEIIECTKOBOTO KoJIIMMaTopa (MLC) , KOTOPHM B
pe3yJbTaTe obeclneurBaeT HECKOJIbBKO Jydel. IMRT 1mo3BoJigeT 0OoJiee
TOUHO HaCTpauBaTh OO3Y OBOJIYUeHMS B COOTBETCTBUM C TPEeXMEPHOM
(3D) bopMo¥M  omyxoJiM 3a CcueT MOOYJALUMM MHTEeHCHMBHOCTM Jiyda
oBJIyUyeHU A BO MHOXeCcTBe MaJlblIXx O0OBeMOB. CoOoTBETCTBEHHO, IMRT
[IO3BOJISET KOHIEHTPUPOBATH DoJiee  BHICOKME HOO3H OOJIyUyeHMSA  Ha
oBlacTax  BHYTPM  OIYyXOJH, CBOIOS K MUHMMYMY HOO3y OOJyUYeHUusd
OKpPYyXanx 300POBEIX BaXHEeMWMMX oBpa30BaHUM. IMRT yJydmaeT
BO3MOXHOCTE IpUBeOeHU S B COOTBETCTBUE obweMa obpaboTKU c
BOTHYTEMM opMaMM ONYXOJM, HalpuMep, ecliM OIyXOoJib obpasyeTcd
BOKPYT YA3BUMOM o006JacTu, HaIpUMep, CIMHHOTO MO3Ta, WJIM BaXHOTO
opraHa, WIM KPOBEHOCHOTO cocyla.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHUA, OINMCAHHEX B HAaCTOAIEeM
OOKYMEeHTe, ¥ B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUI U3 BCcexX 0e3
VMCKJINUEeHU A nepeumcIJIe HHEIX HIDKE NIPOHYMEPOBaHHBIX BapMaHTOB
OCYymeCTBIIEHU S CyOBeKT nomBepraeTcsa TpaHCIJIaHTalumm

IeMaTOIIORTUUEeCKMX CTBOJIOBHX KJIeTok (HSCT).
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B HEeKOTOPHX BapMaHTaxX OCVYIEeCTBJIEHUMSA M300peTeHrd, OIMCAHHHEX B
HacToAlleM OOKYMEHTe, M B HEKOTOPHX BapMaHTaxX OCYIMeCTBJIEHUMA BCeX U
KaXmooro M3 [NIPOHYMEPOBAHHEIX BapMaHTOR OCYIECTBJIEHUWA, IIePEeUMCIJIEeHHEIX
Hmxe, HSCT 4aBjigeTcd aJUIOTeHHOM, ayToJIOTMUYeCKOM WJIM WM30T'eHHOM, T.
e. IOHOPOM ABJIAETCHA OM3Hell. AyToJiornueckad HSCT BRJIOUAET
n3BJieueHre HSC y cCcyOBeKTa ¥ 3aMopaXmBaHMe IoJIydyeHHBIX HSC. Ilocre
MMeJioabaumum XpPaHVMEIe HSC CcyOBeKTa oBpaTHO TPAHCIIJIAHTUP YT
CyOBEKTY . Ilpy ajioreHHom HSCT wmcnoJabsyioT HSC, [IOJIYUEHHEIE VY
aJJIOTeHHOTO noHopa HSC, y koToporo Tun HLA coemamaeT ¢ CyOBLEeKTOM.

«TpaHCILIaHTalMey T'eMaTollORTUUEeCKUX CTBOJIOBHX KJIETOK» Ha3HEBAT
TpaHCIJIaHTaAUMID CTBOJIOBEX KJIETOK KPOBM, IIOJIYUEHHEIX W3 KOCTHOTO
MO3Ta (B IOaHHOM CJiydae U3BECTHYI KakK TpaHCIUIaHTauusad KOCTHOTIO
MO3Ta), KPOBM (HaIpuMep, IIepudpepruuecKorM KPOBU U KPOBM ITYIIOBUHE)
WV aMHUOTUUYECKOM XUOKOCTMU.

«IlpoBeneHue TpaHCIJIaHTalun IeMaTOIOD TUUYECKUX CTBOJIOBEIX
KJIETOK» O3HauvaeT, UTO IIalMeHTy YXe I[OIpoBeImeHa, IIPOBOOUTCA WU
OynmeT npoBomuTbcsa HSCT.

B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS, OIMCAHHHX B HaCTOMAIEM
OOKYMEHTE, ¥ B HEKOTOPHX BapMaHTax OCYIIECTBJIEHUMSA BCeX UM KaXmooI'o
M3 TIPOHYMEPOBAHHHX BapMaHTOB OCYIIECTBJIEHUS, I[I€PEUMCIJIEHHEX HUXE,
nepen InpoBenenmeM HSCT NaLUMEHT 3aBepliyl KypC XUMMOTEepanuu u/mUin
pamralroOHHOM Tepaluu.

[TauMeHTH MOTYT noJiyyaThb KypcC XUMUO Tepanmm n/nnm
paIualMoOHHOW Tepanuu Iepel IIpoBeneHueM HSCT (Tak Ha3vBaeMasd

IIOOTOTOBKa K TpaHCHHaHTaHMM) OJIA YHUMUTOXEHNMA HEeKOTOPEX WIIM BCeX

I'eMaTOoIIoORTUUEeCKMX KJIETOK rnaluyeHTa repen TpaHCcIJIaHTauuem . B
ciydae aJIJIOTeHHOM HSCT rnanumeHTa MOTYT TakKxe JIeUnTh
MMMYyHOIOeNIpeCccaHTaMn . [IpuMepoM TIOATOTOBUTEJILHOM  TepaluKu Iepen

TpaHCIJIaHTaluuey ABJISeTCHA MCIOJbL30BaHMe BHCOKMX IT03 MeJdajaHa
(cMm., Hamnpumep, 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). PamualuMoHHasd Tepanusd,
KoTopada MOXeT OHITH MCIIOJIL30BaHa oJis JeueHmnsa nmepen
TpaHCcIJIaHTauuen, MOXeT IPOBOIUTLCSA B COOTBEeTCTBUM c
of0mer3BeCTHEIMM IPOTOKOJaMM IOJIS HaHHOM obJacTM. PaIuMaluMoHHAaM

Tepalimda MOXeT TarkXxe IIpOoBOIMTECA OIOHOBPEMEHHO, IIoCJienoBaTeJIBEHO
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WM OTAEJILHO OT Tepaluu aHTuTeJioM K CD38.

B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHVS, OIMCAHHHX B HaCTOAMEM
IOOKYMeHTe, ¥ B HeKOTOPHX BapMaHTax OCyMeCTBJIeHUS u3 Bcex 06es
VCKJIIOUEeHU A IepeumncJIeHHBIX HIKE IPOHYMEPOBaHHBIX BapMaHTOB

OCyIleCTBJIeEHMA CyOBeKT C OMJI gBJIAeTCA TOMO3MITOTHEIM II0 QeHMJIaJIaHUHY
B roJioxeHun 158 CD16 (reHorun FcyRIIIa-158F/F) wmiM IeTepO3UTOTHHM
[I0 BaJIMHY ¥ OQeHWIallaHMHy B IHoJioXeHMM 158 CD16 (re”HoTun FcyRIITIa-
158F/V). CDl6 Takxe M3BeCTeH kKak Fc-Tamma peuentop IITa (FcyRIIIa)
Wi  u306opMa ITI-A Hu3koad®pOMHHOTO  pelenTtopa kK  objlacTu Fc
VIMMYHO TJIOOY JIMHA TaMMa . Bruto [IOKasaHo, uTo [IOJIMMOP QU 3M
BaJMH/benusananud (V/F) B noJjioxeHmu ocTaTka 158 ©Oejyka FcyRIIIa
OTpULATEJILHO BJIMAeT Ha addmHHOCTE FCcYRIITa K dYejoBeueckoMy I1gG.

Penenrtop ¢ nojgmMmopodmamMamy FceyRIITIa-158F/F wim  FcoyRIIIa-158F/V

IOEMOHCTPpHpPpYyeT CHMXEeHHOE B3auMomencTBue ¢ Fc n, TaKVM O@paBOM,

cumxeHHyo ADCC 1o cpaBHeHmio ¢ FcyRIIIa-158V/V. OTCyTCTBME WU
HU3KOEe KOJIMUECTBO dYyKO3E B yeJIOBeUueCKUX N-CcBS3aHHEX

oJmrocaxapmuinax IIOBHIIAeT CIOCOOHOCTBL aHTUTeJ MHOyuupoBaTk ADCC

BCJIEOCTBME YJIIYUIIEeHHOTO CBA3BBaAHUA aHTUTEJI C udeJjioBeueckuM FcyRITITa
(CD1lo) (Shields et al., J Biol Chem 277:26733-40, 2002). C

IIOMOIEI0 CTaHOapTHEIX Crioco6oB MOXHO IIPpOaHaJIM3MpPOBaTh HaJIn4dvie Yy

naumMeHToB nogmMmopodmsMa FcyRIIIa.

B uszobpeTeHMM TakXe penjiaraeTcd CIOCOO JiedeHMA CyOBeKTa C
OMJI, BKJNOUAIMY BBeleHMe TpebylmeMy STOTO IHallMEeHTY aHTuTeJa K
CD38, KkoTopoe cCBA3EBaeTca C objacTki SKRNIQFSCKNIYR (SEQ ID NO:
2) wn obimacTtei EKVQTLEAWVIHGG (SEQ ID NO: 3) uejioBeueckoro CD38
(SEQ ID NO: 1), B KOTOpPOM CyOBEKT HABJAETCS TOMO3UITOTHEM IIO
beHMJIaJlaHMHY B IoJiIoXeHMM 158 B CD16 MM T'eTepO3MTOTHEM 10 BaJIMHY
¥ Q(eHMJIaJIaHMHY B IoJioxeHuMM 158 B CD16.

B wm300peTeHUM TaKXe IIpenjlaraeTca aHTuUTeJo K CD38 misa
NIPpUMEeHEeHMSS B JIeUeHUM CyOBeKTa, uMewnmero OMJI, npuueM y cCyObBeKTa
uMeeTCd MyTallMs B CBA3aHHOM ¢ FMS TuposuHkMHasze—-3 (FLT3).

B wm3z00peTeHUM TaKXe IIpenjlaraeTca aHTuUTeJo K CD38 misa
NIpUMeHeHMSS B JIeUeHUM CyOBeKTa, uMewnmero OMJI, npuueM y cCyObeKTa

MeeTcsa MyTaumsa FLT3-ITD.
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B wmsobpeTeHMM @ Takxe IpenjlaraeTcsa aHTUTeJo kK CD38  mis
IpUMEHEHUA B JieueHMr CcyOBeKTa, uMepnmero OMJI, npuueM Yy CyOBeKTa
MMeeTCsda MyTalMsa B M3oUUTpaToeI'MaporeHasze—2 (IDH2).

B wuso0bpeTeHMM @ Takxe IpemjlaraeTcsa aHTUTeJo K CD38 s
[IpUMEHEHUSA B JiledueHMM CyOBeKTa, uMepnmero OMJI, npuueM Yy CyOBeKTa
mMeeTca MyTaumsa R140Q B msounTpaTnerniporeHase—-2 (IDH2).

B wu300peTeHMM Takxe IpemjlaraeTrcd aHTuUTeJOo k CD38 s
[IPMMEHEHMA B JieueHUM CyOBeKTa, umMepmero OMJI, npuueM y cCyOBeKTa
uMeercd MyTauusa B IOHK- (uMTOo3MH-5) -MeTuJITpaHchepaze—-3 (DNMT3A) .

B wm300peTeHMM Takxe IpenjlaraeTrcd aHTuUTeJOo k CD38 s
[IPpVMMEHEHMA B JieueHUM CyOBeKTa, umMepmero OMJI, npuueM y cCyOBeKTa
MMeeTCH My Taumsa RB882H B IOHK- (uMTo3MH-5) ~MeTuJITpaHCcbepasze—3
(DNMT3A) .

B wuzobpeTeHMM Takxe OpeljlaraeTcd aHTuUTeJo k CD38 misa
IIpUMeHeH A B JieueHuM CyObekTa, wuMewnmero OMJI, B KOMOMHaALMU CO
BTOPEM TepalleBTUUEeCKMM al'€HTOM, IIpuueM Yy CcyObeKTa MMeeTCsa MyTallrsd
B CBA3aHHOM c FMS TuposmHKMHaze-3 (FLT3).

B wuz00peTeHMM TakXxe IOpenjlaraeTcd aHTHUTeJo k CD38 1nnusa
[IPUMEHEHUS B JiIedeHUMM CyOBeKTa, uMewnmero OMJI, B KoOMOMHaLMM CO
BTOPHIM TepalleBTUUEeCKMM aTleHTOM, npuueM y CyOBeKTa UMeeTCHd
MyTaums FLT3-ITD.

B wmz300peTeHMM TakXe IOIpenjlaraeTcd aHTuUTeJo k CD38 nnasa
INPUMEHEHVSS B JIedeHUMM CyOBeKTa, uMewnmero OMJI, B KoOMOMHaLMMU CO
BTOPHEIM TepalleBTUUeCKMM aT'@HTOM, npuueM y CyOBeKTa UMeeTCHd
MyTaluusa B M3oUUTpaTnernugporeHaze—2 (IDH2) .

B wmsBo0bpeTeHMM @ Takxe IpenjlaraeTcsa aHTUTeJo K CD38  misA
NIpYMeHEeHMa B JIeUeHUM CyOBeKTa, uMepnmero OMJI, B KoOMOMHALUM CO
BTOPHM TepaleBTUUECKMM al'€HTOM, IIpHYeM Yy CcyOBeKTa MMeeTCsa MyTallMsd
R140Q B mzoumTpaTmermunporeHaze—2 (IDH2).

B wuso0bpeTeHMM @ Takxe IpenjlaraeTcsa aHTUTeJo kK CD38  ms
NpYMeHEeHMAa B JIeUeHUM CyOBeKTa, uMenmero OMJI, B KoOMOMHALUM CO
BTOPHM TepaleBTUUECKMM aTl'€HTOM, IIpHYeM Yy CcyOBeKTa MMeeTCsa MyTallMsd
B [OHK- (umMTOo3MH-5) ~MeTuIITpaHCcbepaze—-3 (DNMT3A) .

B wuso0bpeTeHMM @ Takxe IpenjlaraeTcsa aHTUTeJo K CD38  mis
NpYMeHEeHMAa B JIeUeHUM CyOBeKTa, §uMenmero OMJI, B KoOMOMHALUM CO

BTOPEIM TepalleBTUUYECKNVMM al'eHTOM, IIpruYeM Yy CcyOBeKTa MMeeTCHd MyTalld
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R882H B IOHK- (umTo3mMH-5) —~MeTumIITpaHcbepaze—-3 (DNMT3A) .

B wm300peTeHMM TakxXe TIpenjlaraeTcd aHTuUTeJOo k CD38 s
OIpUMEeHEeHVsS B JIedeHUM CyOBeKTa, uMewnmero OMJI, B KOMOMHaALUM C
oakKoTreHoOM, IIpuueM Yy CcyObekTa MuMeeTCsa MyTallMsa B CBA3aHHOM < FMS
TUPO3UHKMHaze-3 (FLT3).

B wm300peTeHMM Takxe IpemjlaraeTrcd aHTuUTeJo k CD38 s
NIpUMEeHEeHUsS B JIedeHUM CyOBeKTa, uMewnmero OMJI, B KOMOMHaALUM C
OaxKoT'eHOM, IpuUeM y CcyObekTa uMeeTcsa MmyTauusda FLT3-ITD.

B wm300peTeHMM Takxe IpenjlaraeTrcd aHTuUTeJo k CD38 s
OpUMeHeHMS B JIedeHUM CyOBeKTa, uMewnmero OMJI, B KOMOMHaALUM C
ODaKOTeHOoM, npuueM N4 cyObekTa MMeeTcd My Talmnsa B
usoUUuTPpaTierugporeHase—-2 (IDHZ2) .

B wu300peTeHMM TakxXe IpenjaraeTcsa aHTuTesJo K CD38 @4
IPpVMMEHEeHMA B JiedeHUM CyObekTa, uMewomero OMJI, B KoOMOMHaLUuUM C
OaKOTeHOM, opruyeM v cyOnekTa MMEeeTCs My Talmns R1400 B
nzouuTpaTnerungporeHasze—-2 (IDH2) .

B wu300peTeHMM TakXe IpenjaraeTcsa aHTuTejJgo K CD38 nnuga
[IpUMeHEeHMS B JiedeHUuM CcyOBeKTa, umMewnmero OMJI, B kKoMOMHalUUM C
OakoT'eHOM, IpuueM y CyOBeKTa uMeeTcsa MyTaluusa B IOHK- (UMTO3MH-5) -
MeTuJITpaHchepaze—-3 (DNMT3A) .

B wmz300peTeHMM TakXe IOpenjlaraeTcd aHTHUTeJo k CD38 njasa
NPUMEHEHMS B JIeUeHUM CcyOBeKTa, uMewnmero OMJI, B KoOMOMHalUUM C
OaxkoT'eHOM, IIpuueM Yy CcyObekTa wuMeeTcd MyTaumsa R882H B [OTHK-
(LMTOo3MH-5) ~MeTUJITpaHChepaze—-3 (DNMT3A) .

B wm3B00peTeHMM TakXe IOpenjlaraeTcsa aHTUTeJo K CD38 nous
IpUMeHeHMsS B JIedeHMM CcyObekTa, wuMenmero OMJI, B KOMOMHalUM C
UuTapadbuHoM, IIpUUueM Yy CcyObeKTa uMeeTCd MyTallMsa B CBA3aHHOM ¢ FMS
TUPO3MHKMHaze—-3 (FLT3).

B wm300peTeHMM TakXe IOpenjlaraeTcsa aHTUTeJo K CD38 nmius
IpUMeHeHMsS B JIedeHMM CyOBbekTa, wuMenmero OMJI, B KOMOMHaUUU C
uuTapabmMHOM, IIpHUUYeM y CcyOBeKTa mMeeTcsa MyTaumsa FLT3-ITD.

B wm3B00peTeHMM TakXxe IpemnjlaraeTcsa aHTUTeJo K CD38 nmius
OIpUMeHeHMsS B JIedeHUM CyOBmekTa, wuMenmero OMJI, B KOMOMHaUUU C
umMTapadbmuHoM, npruyeMm N4 CcyOBeKTa UMeeTCH My Talmg B
M30oIUTpaTierugporeHase—2 (IDH2) .

B wms300peTeHMM Takxe IOpenjaraeTcsa aHTuTeJo k CD38 mis
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OpUMeHeHMsI B JIedeHUM CyOBekTa, wuMenmero OMJI, B KOMOMHaUUM C
umMTapadbmuHoM, npruyeMm N4 CcyOBeKTa MMeeTCH My Talmg R140Q B
M30oIUTpaTierugporeHase—2 (IDH2) .

B wm300peTeHMM TakXe IpenjlaraeTcsa aHTUTeJo kK CD38 nmis
OpUMeHeHMsS B JiIedeHMM CyOBekTa, uMenmero OMJI, B KOMOMHaUIUU C
uuTapabruHOM, IIpuUueM Yy CyOBeKTa MMeeTcsa MyTaumsa B OHK- (LMTO3MH-
5) —MeTHTpaHCcbepasze—-3 (DNMT3A) .

B wu300peTeHUM Takxe IpenjiaraeTcsa aHTHUTeJo k CD38  mis
NIpMMEHEeHa B JledeHUM CyOBekTa, uMewnmero OMJI, B KoMOMHaAUuUM C
uuTapabuHoOM, IIpUUeM VY CcyObeKTa uMeeTcsa MyTalumsa R882H B THK-
(LMTO3MH-5) ~MeTUJITpaHCchbepaze—3 (DNMT3A) .

B wu300peTeHMM TakxXe IpenjaraeTrcd aHTuUTeJ0 k CD38 mjusa
IIpVMMEHEHMA B JledeHUM CyObekTa, uMewomero OMJI, B KOMOMHaLUUM C
OOKCOPYOMUIMHOM, IpHUueM Yy CyObeKTa MMeeTCs MyTalus B CBABaHHOM C
FMS TuposmuHKMHaze—-3 (FLT3).

B wu300peTeHMM TakxXe IOpenjaraeTcsa aHTuTejgo K CD38 nnuga
IPpVMMEHEHMA B JiedeHUM CcyObekTa, uMeomero OMJI, B KOMOMHaLUUM C
OOKCOPYOBMUIMHOM, OpuueM y CcyObekTa uMeeTcsa MyTalumsa FLT3-ITD.

B wuz300peTeHMM TakXxe IOpenjlaraeTcd aHTHUTeJo k CD38 nJnusa
IPpUMEeHEeHUS B JIedeHUuM CcyOBeKTa, umMewnmero OMJI, B KoMOMHalUUM C
OOKCOPYBULIMHOM, npuyemM y cyOBeKTa MeeTCHd My Talus B
u3oUUTpaTierngporeHase—-2 (IDH2) .

B wuz300peTeHMM TakXe IIpenjlaraeTcd aHTuUTeJo k CD38 nnusa
IPpUMEHEeHMSS B JIeUeHUM CyOBeKTa, umMewnmero OMJI, B KOMOMHalUUM C
OOKCOPYOUILIMHOM, npuuyeM Y CyOBeKTa uMeeTcsa wMmyTaumsa R140Q B
n3oUUTPpaTierugporeHase—-2 (IDH2) .

B wm300peTeHMM TakXe TIpenjlaraeTcd aHTuUTeJo k CD38 nnas
NIPpUMEeHEeHUSS B JIedeHUM CyOBeKTa, uMewnmero OMJI, B KoOMOMHaUUM C
OOKCOPYOUILIMHOM, opuueM y CcyOBeKTa uMeeTcd MyTalumsa B JTHK-
(uMTOo3MH-5) ~MeTUIITpaHChepaze—-3 (DNMT3A) .

B wumz300peTeHUM Takxe IpenjiaraeTcsa aHTHUTeJo k CD38 oA
NIpVMMEeHEeHUsI B JIeUeHUM CcyOBekTa, wuMewnmero OMJI, B KoMOMHaAUUM C
OOKCOPYOMIIMHOM, IIpUUeM y CyOBeKTa uMeeTcsa MyTaumsa R882H B JHK-
(LMTO3MH-5) ~MeTUJITPpaHChepazse—3 (DNMT3A) .

B wmz300peTeHUM Takxe IpenjiaraeTcsa aHTHUTeJo k @ CD38  mas

NIpVMMEHEeHUsI B JIeUeHUM CcyOBekTa, wuMewnmero OMJI, B KoMOMHaAUUM C
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UMTapabMHOM M OOKCOPYOMLUMHOM, IIpHUYeM y CyObeKTa MMeeTCHd MyTalMsa B
cBA3aHHOM ¢ FMS TuposuHkMHaze-3 (FLT3).

B wm300peTeHMM Takxe IHOpenjaraeTcd aHTUTeJo k CD38 g4
OIpUMeHeHMsI B JIedeHMM CyOBekTa, wuMenmero OMJI, B KOMOMHaUIUU C
UUTapabrMHOM ¥ OOKCOPYOUILMHOM, IIpUUeM Yy CyObekKTa MMeeTCd MyTalnd
FLT3-ITD.

B wu300peTeHUM Takxe IIpeljlaraeTcd aHTUTeJo kK CD38 misa
NpMMEHEeHUsa B JledeHUM CyOBekTa, wuMewnmero OMJI, B KoMOMHaAUuUM C
UUTapadbMHOM M OOKCOPYOMUMHOM, IIpMUYeM y CyOBeKTa MMeeTCHd MyTalMsa B
n3ouMTpaTiermoporedHase—-2 (IDH2) .

B wu300peTeHMM Takxe IIpemjlaraeTcd aHTUTeJo K CD38 misa
NpMMEHeHda B JledeHUM CcyOBekTa, uMewnmero OMJI, B KoMOMHaAUuUM C
UMTapadbMHOM M HOOKCOPYOMLMHOM, IpUYeM Yy CyOBeKTa MMeeTCd MyTalud
R140Q0 B msouuTpaTiermmporeHasze—-2 (IDH2).

B wu300peTeHMM Takxe IOpemjlaraeTcd aHTUTeJo kK CD38 mnsa
[IPVMMEHEeHVA B JledeHuM CcyOwekTa, wuMewnmero OMJI, B KOMOMHaLUMM C
UMTapabMHOM UM OOKCOPYOMLMHOM, I[IpMUeM Yy CyOBbeKTa MMeeTCda MyTalud B
IOHK- (mnTo3mH-5) -MeTuJITpaHCchepaze-3 (DNMT3A) .

B wuszobpeTeHMM Takxe OpeljlaraeTcd aHTuUTego k CD38 misa
IIPVYMEHEHVSA B JedueHuM CyOwekTa, uMewnmero OMJI, B KOMOMHaUUM C
UMTapadMHOM M IOOKCOPYOMUMHOM, IIpUMUeM Yy CyOBeKTa MMeeTCd MyTalusd
R882H B IHK- (1MTO3MH-5) -MeTuJITpaHCchepaze—-3 (DNMT3A) .

B mz00peTeHMM Takxe IIpedjlaraeTcsa aHTUTeJio k CD38, comepxallee
VH ¢ SEQ ID NO: 4 m VL c¢ SEQ ID NO: 5, mjisg IIpUMEHeHMsS B JI€UEeHUU
cyOBeKTa, wuMewnmero OMJI, npuueM Yy CyOBEeKTa MMeeTCd MyTalsa B
cBA3aHHOM ¢ FMS TuposuHKMHaze-3 (FLT3).

B n300peTeHnn TakKxe npenjiaraeTcs AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjig NpUMeHeHUA
B JledeHuUM CyOBeKTa, uMewnmero OMJI, nOpuueM Yy CyOBeKTa MMeeTCHd
MyTaumsa FLT3-ITD.

B n300peTeHnn TakKxe npenjiaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjiga HNpUMeHeHMA
B JledeHUM CyOBeKTa, uMewnmero OMJI, npuueM Yy CyOBeKTa MMeeTCHd
MyTaluusa B M3oUMUTpaTnernipor'eHaze—2 (IDH2) .

B mz00peTeHMM Takxe IpedjaraeTcsa aHTuUTeJio k CD38, comepxallee

VH ¢ SEQ ID NO: 4 m VL c¢ SEQ ID NO: 5, misa IIpUMEHeHMS B JIeUeHUU
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cybrwekTa, wuMmewnmero OMJI, npuueMm y cyOwekTa muMeeTcsa MmyTalmsa R140Q B
M3oUMUTPpaTnermaporeHase—-2 (IDH2) .

B uz00peTeHMM Takxe IIpedjaraeTcsa aHTuUTeJio k CD38, comepxallee
VH ¢ SEQ ID NO: 4 m VL c¢ SEQ ID NO: 5, misa IpUMEHeHMSa B JIeUeHUU
cyOmeKTa, uMewnmero OMJI, npuueMm y cCcyOBeKTa MMeeTcd MyTauma B [THK-
(LMTO3MH-5) ~MeTHJITpaHCchepase—-3 (DNMT3A) .

B n300peTeHnn TaKxe npenjaraeTrcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjga NpUMeHeHUA
B JledeHuUM CyOBeKTa, uMewnmero OMJI, npuueM Yy CyOBeKTa MMeeTCHd
MyTaumsa R882H B IHK- (UMTO3MH-5) —MeTuITpaHCchepaze—-3 (DNMT3A) .

B n300peTeHun TaKxe npenjaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjga NpuUMeHeHUA
B JleueHuM CyOwekTa, Mepmero  OMJI, B KOMOMHaUMM CO BTOPHM
TepalleBTUUECKMM al'eHTOM, IIpuueM Yy CyOBeKTa UuMeeTCd MyTalusa B
cBA3aHHOM C FMS TuposmHKMHaz3e-3 (FLT3).

B n300peTeHnn TakKxe npenjaraeTcd AQHTUTEJIO K CD38,
comepxallee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 14 NPpUMEHeHUH
B JleueHuM cCyOwekTa, umMmewpmero  OMJI, B KOMOMHaAlMM CO BTOPBM
TepalleBTUUECKMM aTreHTOM, IIpuueM y CcydObekTa uMeeTcda MyTaums FLT3-
ITD.

B n300peTeHun TaKxe openjlaraeTcsa AHTUTEJIO K CD38,
comepxamee VH c¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjag HNpUMeHeHUA
B JleUueHMM CYDBEKTa, nMernmero  OMIJI, B kKOMOMHaLUMM CO BTOPEM
TepalleBTUUECKMM aTleHTOM, IpuueM Yy CyObeKkTa UuMeeTCa MyTallusa B
U3oUUTpaTierngporeHase—2 (IDH2) .

B M300peTeHun TaKxe openjlaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, @mjig NpUMeHeHUA
B JledeHUM CyOBekTa, uMepmero OMJI, B KoOMOMHaUMM CO BTOPHM
TepalleBTUUECKMM aTleHTOM, IIpuueM y CyDbekTa uMeeTcsda MyTaumsa R140Q
B M3oUUTpaTIerungporeHase—2 (IDH2).

B n300peTeHnn TakKxe npenjiaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjiga HNpUMeHeHMA
B JledeHuM CyOBekTa, uMepmero OMJI, B KoOMOMHaUMM CO BTOPHM
TepaleBTUUECKMM aTleHTOM, IpuUueM Yy CyOBeKTa UuMeeTCa MyTalusa B
IOHK- (iMTOo3MH-5) ~-MeTuITpaHchepaze—3 (DNMT3A) .

B n300peTeHnn TakKxe npenjaraeTcsa AHTUTEJIO K CD38,
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comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjuga HNpUMeHeHMA
B JledeHMM CyOBeKTa, uMepmero OMJI, B KOMOMHalIMM CO BTOPHEM
TepalleBTUUECKMM aleHTOM, IIpMUeM Yy CyDBekTa MMeeTCsda MyTaluusa R882H
B JHK- (umTo3mMH-5) ~-MeTuITpaHchepa3ze—-3 (DNMT3A) .

B n300peTeHUn TaKxe openjiaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, @mjia HNpMMeHeHUA
B JledeHMM CyOBeKkTa, uMewnmero OMJI, B koMOMHaUMM C HOaKOT'e€HOM,
opudyeM y cyOrwexTa MMeeTCHa  MyTalusd B CBSA3aHHOU c FMS
TUPO3UHKMHaze-3 (FLT3).

B n300peTeHun TaKxe openjlaraeTcs AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjgga nNpuUMeHeHMA
B JleueHuM CyOBekTa, uMenmero OMJI, B KOMOMHaLUMM C HOaKOT'eHOM,
opuueM y cyObeKTa MMeeTcsda MyTaumsa FLT3-ITD.

B m300peTeHUM TakxXe IIpeljlaraeTcd aHTUTeJOo k CD38, colepxalee
VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjasa IpUMEHeHUHA B JIeUeHUU
cyObekTa, UuMewnmero OMJI, B KOMOMHaALMM C IOakKOI'@HOM, npuueMm y
cyOBeKkTa MMeeTCHa MyTallMad B M3oUUTpaTIermaporeHaze-2 (IDH2).

B mz0o0peTeHMM Takxe IIpenjaraeTcsa aHTUTeJo k CD38, comepxalee
VH ¢ SEQ ID NO: 4 m VL c SEQ ID NO: 5, mjisa IIpUMEHeHM’S B JI€UeHUU
cy®neKkTa, mMepmero  OMJI, B KOMOMHalUMM C »OaKOI'€HOM, npuueM vy
cybwekTa MMeeTcda MyTauma R140Q B mz3ouMTpaTioermuaporeHaze-2 (IDH2).

B n300peTeHun TaKxe openjlaraeTcsa AHTUTEJIO K CD38,
comepxamee VH c¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjgg NpUMeHeHUA
B JleueHuM cCyOwbekTa, uMekmero OMJI, B KoOMOMHaALUMM C HOaKOT'eHOM,
npruyuem N cybBeKTa MMeeTCs My TalMsa B IOHK- (1mMT0o3MH-5) -
MeTuIITpaHchepase—-3 (DNMT3A) .

B n300peTeHnn TakKxe npenjiaraeTcs AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjig NpUMeHeHUA
B JledeHUM cCyOBeKTa, wuMewnmero OMJI, B KkKoOMOMHaUMM C HDaKOI'€HOM,
npuyeM Yy CcCyObekTa wuMeeTcsa MyTaumsa R882H B JIHK- (umMTo3mMH-5) -
MeTuIITpaHchepase—3 (DNMT3A) .

B n300peTeHnn TakKxe npenjaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjiga NpUMeHeHUA
B JeueHuUM CyOBeKTa, uMekmero OMJI, B KoMOMHaLUM C LUTapabuHOM,
opudeM Yy cyOBeKkTa MMeeTCs My Taluns B CBA3aHHOU c FMS

TUPO3MHKMHaze—-3 (FLT3).
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B n300peTeHun TaKxe openjlaraeTcs AHTUTEJIO K CD38,
comepxamlee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjiga HNpUMeHeHMA
B JeueHuM CyOBeKTa, uMekmero OMJI, B kKoMOMHaLUM C LUTapabuHOM,
npudeM y cyOwbekTa MMeeTcd MyTaumsa FLT3-ITD.

B m300peTeHMM TakXe OpelJjlaraeTcsa aHTuUTeJo kK CD38, comepxallee
VH ¢ SEQ ID NO: 4 m VL c¢ SEQ ID NO: 5, @mjia IpUMEHeHMSa B JIeUeHUU
cyOmeKTa, wuMewnmero OMJI, B KoOMOMHalMM C LHUTapadbMHOM, OIpUUeM Y
CyBBeKTa MMeeTCsd MyTalMsa B M3oUUTpaTIermaporeHase—2 (IDH2).

B mz00peTeHMM Takxe IIpenjaraeTcsa aHTUTeJio k CD38, comepxallee
VH ¢ SEQ ID NO: 4 m VL c¢ SEQ ID NO: 5, @mjaa IpUMEHeHMA B JIeUeHUU
cyoOweKTa, uMewnmero OMJI, B KoOMOMHaMM C LUTapabMHOM, IpUUeM Y
cybbekTa MMeeTcd MyTaumsa R140Q B msouuTpaTiherungporeHasze—-2 (IDH2).

B n300peTeHnn TakKxe npenjaraeTcd AHTHUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 14 IpMMeHeHUH
B JeueHuM CyOweKTa, uMewnmero OMJI, B KoOMOMHaLUM C LUTapabnHOM,
IprueM N4 cybmeKkTa uMeeTcs My Talumsa B IOHK- (UMTOBMH-5) —
MeTuJITpaHcdepaze—-3 (DNMT3A) .

B n300peTeHnn TaKxe npenjaraeTcs AHTUTEJIO K CD38,
comepxamee VH c¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, @mjgg HNpMUMeHeHMA
B JeueHuM cCyObeKTa, uMenmero OMJI, B kKoMOMHaLUM C LIUTapabuHOM,
opuueM Yy CcyObekTa wuMeeTcsa MyTaumsa R882H B JITHK- (uMTOo3MH-5) -
MeTHuIITpaHchepase—3 (DNMT3A) .

B n300peTeHUun TaKxe openjiaraeTcsa AHTUTEJIO K CD38,
comepxamee VH c¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, @mjag HNpUMeHeHUA
B JledeHUM CyOBekTa, uMmekmero OMJI, B KOMOMHALUM C OOKCOPYOUIIMHOM,
opudeM Yy cy®mekTa MMeeTCs My Talusg B CBA3aHHOU c FMS
TUPO3MHKMHaze—-3 (FLT3).

B m300peTeHMM TakXe OpeljlaraeTcsa aHTHUTeJio k CD38, comepxalmee
VH ¢ SEQ ID NO: 4 m VL c¢ SEQ ID NO: 5, mia IIPpUMEHEeHMS B JI€UeHUU
cyOmeKTa, uMmewnmero OMJI, B KOMOMHALUWM C OOKCOPYOMLUMHOM, IIpUUeM Y
cy®bekTa MMeeTcd MyTalusga FLT3-ITD.

B m300peTeHMM Takxe OpeljlaraeTcsa aHTHUTeJio k CD38, comepxalmee
VH ¢ SEQ ID NO: 4 m VL c¢ SEQ ID NO: 5, mjisa IIpUMEHEeHMs B JIeUeHUU
CcyOmeKTa, uMewnmero OMJI, B KOMOMHAUMM C OOKCOPYOMLUMHOM, IIpUUeM Y
cyBBeKTa MMeeTCd MyTallMd B M30oLUMTpaTiIermaporeHaszse—2 (IDH2).

B n300peTeHUN Takxe npenjaraeTcsa AHTUTEJIO K CD38,
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comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, @mjisa HNpUMeHeHUSA
B JledeHUM CyObekTa, umepmero OMJI, B kKOMOMHaALUM C OOKCOPYOULMHOM,
npuyuem N cyobmekTa MeeTcsd My Talnsa R1400 B
u3oUUTPaTierngporeHase—2 (IDH2) .

B n300peTeHUn TaKxe openjiaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, @mja HNpuMeHeHUA
B JledeHUM CyObekTa, uMepmero OMJI, B kKOMOMHaALUM C OOKCOPYOULMHOM,
npuuem N cybbekTa nMeeTcs My Talusa B IOHK- (UMTO3MH-5) -
MeTuJITpaHchepas3se—-3 (DNMT3A) .

B N300peTeHUN Takxe OpenjlaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, @mja HNpMMeHeHUA
B JleUueHUM CyObeKTa, umMepmero OMJI, B kKOMOMHaALUM C OOKCOPYOULMHOM,
npuueM Yy cyOwekTa uMeeTcd MyTaumsa R882H B ITHK- (umMTOo3mMH-5) -
MeTUJITpaHcdepaze—3 (DNMT3A) .

B n300peTeHun TaKxe npeljilaraeTcsd AHTUTEJIO K CD38,
comepxamlee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 14 NPpUMeHeHUH
B JledeHMM CyOBeKTa, umMmewnmero OMJI, B KOMOMHaUMM C LUTapadOMHOM U
OOKCOPYOMUMHOM, IIpMYeM Yy CyObeKTa MMeeTcsd MyTallMsa B CBS3aHHOM C
FMS Tmpo3uMHKMHaze—-3 (FLT3).

B n300peTeHnn TaKxe npenjaraeTcs AHTUTEJIO K CD38,
comepxamee VH c¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: b5, @mjgg HNpUMeHeHMA
B JledeHUM CyOBeKTa, muMmewnmero OMJI, B KOMOMHaUUM C LUTapadOMHOM U
OOKCOPYOMUIMHOM, IpMUeM y CyDBbeKTa MMeeTcd MyTaumsa FLT3-ITD.

B n300peTeHnn TakKxe npenjaraeTrcs AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: b5, @mjig HNpUMeHeHUA
B JledeHUM cCyOBeKTa, uMmewnmero OMJI, B KOMOMHaUUM C LUTapadOMHOM WU
OOKCOPYOULIMHOM, IpuyeM v cyOBeKTa VMeeTCsd My Talns B
n3oIUTpaTierngporeHase—2 (IDH2) .

B n300peTeHnn Takxe npenjiaraeTcs AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjig NpUMeHeHUA
B JledeHUM cCyOBekTa, uMewnmero OMJI, B KOMOMHaAUUM C LUTapadOMHOM WU
OOKCOPYOUILIMHOM, npudyeM y cyOwekTa umMeeTcd MyTaumsas R140Q B
M3oIUTpaTieruaporeHase—2 (IDH2) .

B n300peTeHnn TakKxe npenjaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjiga NpUMeHeHUA

B JiedeHMM cyOwbekTa, umMepmero OMJI, B KOMOMHALMM C LUTapadMHOM U
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OOKCOPYOUILIMHOM, noprueMm y CyOBeKTa MMeeTCd MyTalud B IOHK-
(uMToB3MH-5) ~MeTuITPaHCchepa3ze—-3 (DNMT3A) .

B n300peTeHun TaKxe npenjlaraeTcs AHTUTEJIO K CD38,
comepxamlee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjiga NpUMeHeHMA
B JleueHUU CyOBekTa, uMepmero OMJI, B KoOMOMHaUMM C LUUTapabMHOM U
OOKCOPYOUMLIMHOM, IIpuueM y CyOBeKTa MMeeTcsa MyTaluusda R882H B ITHK-
(LMTOBMH-5) ~MeTUIITpaHCchepa3ze—-3 (DNMT3A) .

B m300peTeHMM TakXe IIpelJjlalraeTCcsa aHTUTeJo K CD38, comepxallee
VH ¢ SEQ ID NO: 15 m VL c¢ SEQ ID NO: 16, 14 NpMMEHEHUA B JIeUeHUU
cyOmeKTa, wuMewnmero OMJI, npuueM Yy CyOBeKTa MMeeTCd MyTalusa B
cBA3aHHOM C FMS TuposmHKMHaze-3 (FLT3).

B n300peTeHun TakKxe npenjaraeTcsda AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 15 m VL ¢ SEQ ID NO: 16, gnuasa
IIPMMEHeH A B JiedeHUM CyOBekTa, uMepmero OMJI, npuueM Yy CyOBeKTa
MeeTcsa MyTaums FLT3-ITD.

B n300peTeHnn TakKxe npenjaraeTcd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 15 m VL ¢ SEQ ID NO: 16, gnusa
IpUMeHeHMsS B JiedeHuM CyObeKTa, uMewnmero OMJI, nOpuueM y cCcyOBeKTa
VMeeTCcda MyTalusa B M3oUMTpaTieruiporeHazse—-2 (IDH2).

B mz00peTeHMM Takxe IIpedjaraeTcsa aHTUTeJo k CD38, comepxallee
VH ¢ SEQ ID NO: 15 m VL c¢c SEQ ID NO: 16, 1Jjd IpMMEHEHUS B JI€UEHUU
cybwekTa, uMmewnmero OMJI, mnpuueM y cyOwekTa muMeeTcsa MyTalmsa R140Q B
U3oUMUTpaToermoporeHase—-2 (IDH2) .

B mz00peTeHMM Takxe IpedjlaraeTcsa aHTUTeJio k CD38, comepxallee
VH ¢ SEQ ID NO: 15 m VL c¢ SEQ ID NO: 16, 1Jjd NIpMMEHEHUS B JI€UEeHUU
cyOmBeKTa, wuMewnmero OMII, npuueM y cCcyOBeKTa MMeeTcd MyTaumsa B THK-
(uMTOBMH-5) ~-MeTUIITpaHCchepaze—3 (DNMT3A) .

B n300peTeHnn TakKxe npenjiaraeTcs AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 15 m VL ¢ SEQ ID NO: 16, ngusa
IpUMeHeHMSI B JIedeHuM CyObeKTa, muMewnmero OMJI, mOpuueM y cCyOBeKTa
MeeTCH My Talmsa R882H B IHK- (unTOo3MH-5) ~MeTUJITpaHCchepaze—3
(DNMT3A) .

B mz00peTeHMM Takxe IIpedjaraeTcsa aHTuUTeJio k CD38, comepxallee
VH ¢ SEQ ID NO: 17 m VL c¢ SEQ ID NO: 18, 1Jjd [IpMMEHEHWS B JI€UeHUU
CcyOBeKTa, wuMenmero OMJI, npuueM Yy CyOBEeKTa MMeeTCsd MyTallsa B

cB4A3aHHOM ¢ FMS TuposuHKMHaze-3 (FLT3).
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B n300peTeHun TaKxe openjlaraeTcs AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 17 m VL ¢ SEQ ID NO: 18, nusa
OpUMeHeHMsI B JiedeHuM CyObeKTa, wuMewnmero OMJI, mOpuueM y cCyOBeKTa
uMeeTCcsa MyTaumsa FLT3-ITD.

B n300peTeHnn TaKxe npenjaraeTrcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 17 m VL ¢ SEQ ID NO: 18, nmusa
IIPUMMEHeH A B JiedeHUM CyOBekTa, uMepmero OMJI, npuueM y CyOBeKTa
VMeeTCsda MyTalusa B M3oUUTpaTieruiporeHaszse—2 (IDH2).

B m300peTeHMM Takxe IIpelJjlaraeTCcsa aHTUTeJo K CD38, comepxallee
VH ¢ SEQ ID NO: 17 m VL c¢ SEQ ID NO: 18, 14 NOpMMEHEHUA B JIeUeHUU
cyBwekTa, wuMewnmero OMJI, npuueM y cCcyObeKTa uMeeTcsa MyTaumsa R140Q B
usounuTpaTnerMoporedHase—-2 (IDH2) .

B m300peTeHUM Takxe IIpeljlaraeTcsd aHTUTeJO k CD38, colepxalee
VH ¢ SEQ ID NO: 17 m VL ¢ SEQ ID NO: 18, 14 IpMMeHEeHMA B JIeUeHUU
cyBBeKkTa, uMewnmero OMJI, nOpuueM y CyObeKTa MMeeTCcd MyTalusa B ITHK-
(ULMTO3MH-5) ~MeTUJITpaHCbepasze—-3 (DNMT3A) .

B n300peTeHUun TaKxe npenjiaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 17 m VL ¢ SEQ ID NO: 18, nousa
IpVMeHeHMsa B JieueHUM CyOBekTa, uMmenmero OMJI, npuueM y cCyObeKTa
uMeeTcsd My Talmsa R882H B IHK- (uMTOo3MH-5) ~MeTHUJITpaHCchepaze—3
(DNMT3A) .

B mz00peTeHMM Takxe IIpedjaraeTcsa aHTUTeJo k CD38, comepxallee
VH ¢ SEQ ID NO: 19 m VL c¢ SEQ ID NO: 20, 1njd IpMMEHEHUS B JI€UEHUU
cyOBeKTa, wuMewnmero OMJI, npuueM Yy CyOBEeKTa MMEeTCHa MyTalusa B
cBA3aHHOM ¢ FMS TuposuHKMHaze-3 (FLT3).

B M300peTeHun TaKxe openjlaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 19 m VL ¢ SEQ ID NO: 20, ngusa
IpUMeHeHMsS B JIedeHuM CyObeKTa, wuMewnmero OMJI, nOpuueM y cCyOBeKTa
uMeeTCcsa MyTaumsa FLT3-ITD.

B n300peTeHnn TakKxe npenjiaraeTcs AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 19 m VL ¢ SEQ ID NO: 20, ngusa
IpUMeHeHMsI B JIedeHUM CyObeKTa, wuMewnmero OMJI, npuueM y cCyOBeKTa
VMeeTCda MyTalusa B M30oUMTpaTilernMIporeHazse—2 (IDH2).

B m300peTeHMM Takxe OpeljlaraeTcsa aHTHUTeJio k CD38, comepxalmee
VH ¢ SEQ ID NO: 19 m VL c¢ SEQ ID NO: 20, 14 IpMMEHEHWs B JI€UeHUU

cybreekTa, wuMmewnmero OMJI, mnpuueMm y cyOwekTa muMeeTcsa MmyTalmsa R140Q B
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M3oUMuTPpaTnermaporeHase—-2 (IDH2) .

B m300peTeHMM TakXe peljlaraeTcsa aHTHUTeJo k CD38, comepxalee
VH ¢ SEQ ID NO: 19 m VL c¢ SEQ ID NO: 20, g IpMMEHEHWSa B JIeUeHUU
cyOmeKTa, uMewnmero OMJI, npuueM y cCcyOBeKTa MMeeTcd MyTauma B [THK-
(uMTOBMH-5) ~-MeTUIITpaHCchepasze—3 (DNMT3A) .

B n300peTeHun TaKxe npenjlaraeTcs AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 19 m VL ¢ SEQ ID NO: 20, ngusa
IpUMeHeHUa B JiedeHUM CyObekTa, uMewpmero OMJI, npuueM y cCcyOBeKTa
MeeTCs My Talmnsa R882H B IOHK- (uMnTO3MH-5) ~MeTuJITpaHCchepaze—3
(DNMT3A) .

B mz00peTeHMM Takxke IIpenjaraeTcsa aHTuTeJo k CD38, comepxalee
VH ¢ SEQ ID NO: 21 m VL c¢ SEQ ID NO: 22, 1nj4 NpMMEHEHUA B JIeUeHUU
cyBbwekTa, uMepmero OMI, mOpuueM Yy CyOBekKTa MMeeTCd MyTalud B
CBs3aHHOM C FMS TuposuHKMHaze-3 (FLT3).

B n300peTeHnn TakKxe npenjaraeTcd QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 21 m VL ¢ SEQ ID NO: 22, gnuasa
IpUMeHeHUda B JiedeHMM CyOwekTa, uMewpmero OMJI, npuueM y CcyOBeKTa
uMeeTcsa MmyTaums FLT3-ITD.

B n300peTeHUun TaKxe npeljiaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 21 wm VL ¢ SEQ ID NO: 22, ngusa
OIpUMeHeHUsa B JiedeHUM CyOwekTa, uMewnmero OMII, npudyeM y cCcyOBEeKTa
VMeeTCcda MyTaluusa B M3oUMTpaTieruiporeHazse—-2 (IDH2).

B mz00peTeHMM Takxe IIpedjlaraeTcsa aHTUTeJio k CD38, comepxallee
VH ¢ SEQ ID NO: 21 m VL c¢ SEQ ID NO: 22, 1mJjd NIpMMEHEHUS B JI€UEHUU
cybwekTa, uMmewnmero OMJI, mnpuueM y cyObekTa muMeeTcsa MyTalmsa R140Q B
U3oUMTpaTonermoporeHase—-2 (IDH2) .

B mz00peTeHMM Takxe IIpedjalraeTcsa aHTuUTeJio k CD38, comepxallee
VH ¢ SEQ ID NO: 21 m VL c¢ SEQ ID NO: 22, g NIpMMEHEHWsS B JI€UeHUU
cyoOmeKTa, wuMewnmero OMJI, npuueM y cCcyOBeKTa MMeeTcda MyTaumsa B THK-
(uMTOBMH-5) ~-MeTHUIITpaHCchepaze—3 (DNMT3A) .

B n300peTeHnn TakKxe npenjiaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 21 wm VL ¢ SEQ ID NO: 22 ngusa
OIpUMeHeHMsI B JIedeHuM CyObeKTa, wuMewnmero OMJI, nOpuueM y cCyOBeKTa
MeeTCH My Talmsa R882H B IHK- (unTOo3MH-5) ~MeTUJITpaHCchepaze—3
(DNMT3A) .

BBe,JIeHI/Ie/(]_)apMaLLeBTMT{eCKMe KOMIIO SN
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B crniocofbax m300peTeHMs, OIMCaHHEIX B HACTOAMEM IOKYyMeHTe, U B
HEKOTOPHIX BapMaHTax OCYyIleCTBJIEHUSA nu3 BCex tes VCKJIIOUEeHU S
[IePEeUnCIIEHHBIX HIXe [IPOHYMEPOBaHHBIX BapuaHTOB OCYIEeCTBJIEHUSA
aHTuTeJa K CD38 MOTYT OHITDH pe nJIOXEHBL B [P EMIIEMEIX
bapMalleBTUUECKMX  KOMIIO3ULIMAX, comepXammMx aHTuTeJo K CD38 wm
bapMalleBTUUECKM [IpMEeMIIEeMBElI HOCUTeJb. HOCHUTeJlb MOXeT I[IpelCTaBJIATh
cobo pas3baBuUTesb, AaOblOBaHT, BKCUUMIMEHT WIM Hecyllyl cpeny, C
KOTOPEMM BBOOAT aHTUTEeJIO kK CD38. TakMe HOCUTEJM MOTYT IIPencTaBJISTh

cobon KMOKOCTHM, TaxKre Kak BOIoa "M Madjla, BRJIIOYAA IIOJIydaeMEe W3

He@TM, MacJjla KMBOTHOTI'O, pacTmuTeJIEHOT'O jZnjnzs CHMHTeTMYEeCKOI'O
I[IPOMCXOXIEHNA, Takrme Kak apaxmcoBoe MacCJio, coeBoe MacJio,
MIMHEepaJIbHOE MaclJio, KYHXYyTHOE MacJio n T. IT. HaanMep, MOXHO

npuMeHaTs 0,4% cojeBoM pactBop u  0,3% pacTBOp ITUIMLUMHA. OTHU
PacTBOPH CTEepPMJIBHEL UM II0 CYWEeCTBY He COoOepXaT TBeplbxX dYacTull. VX
MOXHO CTepMIM30BaTh C I[IpMMeHeHMeM XOPOWO WM3BECTHHX CTaHOapTHBX
MeTOOVK CTepuins3auun (HampuMep, OouibTpauumu) . KoMIosMUUM MOTYT
comepXaTk OdapMalleBTUMUEeCKM IIpMeMJIeMEle BCIIOMOT'aTeJIbHEE BelleCTBa,
HeOOXOoOUMEle IJIA IIPUOIIMKEHUA K QU3MOJIOTMUECKMM YCJIOBMAM, TaKue Kak
aTeHTH, peryupylmve  pH, n OybepHBHEe  areHTH, CTabuIM3aTOPH,
3aTyCTUTENM, CMasHBaolye aTleHTH, KpacuTeau ¥ T. O. KoHUeHTpalusa
MOJIEKYJI WMJIM aHTUTeJl M300peTeHus B TakoM OdapMalleBTUUeCKOM COCTaBe
MOXeT 3HauMTeJIbHO BapbUpOBaTLCH, T. €. OT MeHee ueM okoJjio 0,5%,
OBHUHO, II0 MeHblleM Mepe, OO OokoJio 1% m pmo 15 wmim 20% macc., u
BymeT MOPeUMMylleCTBEHHO BHOMPATHCS Ha OCHOBAHMM HeOOXOIMMOM MOS3H,
ODOBEMOB TeKyuel Cpenb, 3HaueHMM BA3KOCTM M T. I. B COOTBETCTBUU C
KOHKPETHEM BHOPaHHEM CIIOCOOOM BBeleHMA. llpueMIIeMBe Hecymre Cpens U
COCTaRBH, BKJIKUad IPYyTMe UeJloBeuecKue OeJIKM, HalpMUMep CHBOPOTOUHHM
aneByMMH UYeJlOBeKa, ONMCaHH, HalpuMep, B OyOjaukauuu Remington: The
Science and Practice of Pharmacy, 215 Edition, Troy, D.B. ed.,
Lipincott Williams w® Wilkins, Philadelphia, PA 2006, Part 5,
Pharmaceutical Manufacturing pp 691-1092, cM., B 0OCODEHHOCTH, pPp.
958-989.

CrnocoBoM BBeleHUMs aHTUTeJla k CD38 B crnocobax wmM300peTeHUs,
ONMCaHHHX B HaCTOAMeM JIOKyMeHTe, ¥ B HEKOTOPHX BapMaHTax
OCyleCTBJIEHU S nus BCex Bes UCKJIIOUeHU I IepeumnCIJIEHHEX HIDKE

IIPOHYMEPOBaHHEX BapMaHTOB OCymeCTBJIECHMA MOXeT OHITH Jodon
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OpueMJIeMBEI IIYThL, TaKoM KaK IapeHTepalJibHOe BBeleHMe, HalpuMep
BHYTPUMKOXHOE, BHYTPMMHIIEUHOE, MHTPAIIEPUTOHEAJIEHOE, BHYTPUMBEHHOE
WV [OOKOXHOe, uUepes JIETKMEe, UYepes  CJIU3UCTHE (mepopaJibHOE,
VHTpaHaz3aJIbHOoE, VHTpapalrvHaJIbHOE, pPeKTaJIbHOE) VI opyrue
M3BECTHEE CIelralMCTy CIOCOOH, KakK XOpOolo M3BEeCTHO B HOaHHOMU
obracTu.

AHTHUTEJIO Kk CD38 B crocobax mM300peTeHUd, OINMCAaHHHX B
HacTodleM OOKyMeHTe, U B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUS U3
BCcex 0e3 MCKJIUEHUS IIePEeUMCIJIEHHHX HIKEe IIPOHYMEPOBAHHHX BapUaHTOB
OCYIIECTRBJIEHUSA MOXHO BBOIUTE IallMeHTy JIOOBIM IIPUEMIIEMBEM IIYTEM,
HanpuMep IHapeHTepajlbHO IIOCPEeICTBOM BHYTPUBEHHOM (B/B) UHOY3UM WUIIMU
BOJIIOCHOM VHBEKLUN, BHYTPUMEBIIEUYHO, WJIN IIOOKOXHO, W
UHTpAlepuToHeallbHO . B/B UHQY3US MOXET OCYIMEeCTBJISTLCS, HaIpUMep, B
Teuenue 15, 30, 60, 90, 120, 180 wmmm 240 vmuyT wim ot 1, 2, 3, 4,
5 6, 7, 8, 9, 10, 11 mim 12 uyacos.

Hoza, BROIOMMas IaliMeHTy C OMII, ABJISIeTCA OOCTATOUHOM IJId
ocnabJyeHusa WM, IO MeHblleV Mepe, UYaCTUUHOM 3alepPXku 3aboJieBaHUA,
JleueHue KOTOPOTO OCYyIeCTBJIZeTC A («TepalneBTUUECKU abdbexTHBHOE
KOJMYUEeCTBO»), M MOXeT MHOT'Ia cocTaByare oT 0,005 Mr mo oxoJjo 100
MI'/KI', HaIopuMmep, oT okoJjio 0,05 Mr mo okosio 30 MI'/KID', WIM OT OKOJIO
5 M mo okoJio 25 MI/kI, WM OKOJIO 4 MI'/KI', OKOJIO 8 MI'/KI', OKOJIO 16
MI'/KI', WJIM OKOJIO 24 MI'/KI', WiIM, HaIpuMmep, okojo 1, 2, 3, 4, 5, 6,
7, 8, 9 wim 10 MI'/KID, HO MOXeT OHTL Haxe BHIIEe, HaIpUMep, OKoJiIo 15,
le, 17, 18, 19, 20, 21, 22, 23, 24, 25, 30, 40, 50, 60, 70, 80, 90
wim 100 Mr/xT.

Takxe MOXHO BBOIUTH OMKCHUPOBaAHHY CTaHOaAPTHYI nosy,
HanpmuMmep 50, 100, 200, 500 wmmm 1000 w™Mr, wmiaM po3a MOXeT OHTH
OCHOBaHa Ha IuoWany IIOBepXHOCTM TeJla alyMeHTa, HalpuMep 500,
400, 300, 250, 200 mmm 100 mr/M?. Jya JiedeHus OMJI OBBIUHO MOXHO
BEBOIMTE OT 1 mo 8 mos3s (Hamnpwumep, 1, 2, 3, 4, 5, 6, 7 wmwam 8), HO
MOXHO BBOIUTL M 9, 10, 11, 12, 13, 14, 15, 1le¢, 17, 18, 19, 20
nam doJjiee mos.

Beenenue aHTUTesla k CD38 B cnocofax mu300peTeHMd, OINMCAaHHHBIX B
HaCTOAMEeM IOKYMeHTe, M B HEKOTOPHX BapuaHTax OCYIMECTBJIEHMS M3 BCEX
fes3 MCKIIOUEeHMSA  IIePEeUMCIIEHHHX  HIWKEe  [IPOHYMEPOBAHHEIX BapMaHTOB

OCYHIeCTBJIECHMA MOXHO IIOBTOPATE Yepe3 OIHM CYTKM, IBOe CYTOK, Tpoe
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CYTOK, UYeTBepO CYTOK, IATh CYTOK, meCTb CYTOK, OIHY HeIeJ, IBe
HelleJlM, TPW HeOeJM, OIWH MeCHdll, IIATbk HeleJlb, MeCTb HeOeJb, CEMb
HelleJlb, IBa MecHdlla, TPpU Mecsdlla, 4YeTHpe Mecsdlla, IIAThb MeCcsdlleB, MecCTb
MecsAleB wiIu ©OoJjiee. Takke BO3MOXHH I[IOBTOPHHEE KYPCH JIEUEeHMS B BUIE
IJIMTEeJILHOTO BBeIeHMA. I[IOBTOPHOEe BBeleHMe MOXHO IMIPOBOOMTL B TOM Xe
oose wWIM B OpyTroM n#ose. HamopuMmep, aHTHUTeJo k CD38 B croocobax
n300peTeHnsd MOXHO BBOOMTL B IJo3e 8 MI/KD WM 16 MI/KD' C HeIOeJbHBM
VHTEepBAJIOM B TeueHMe 8 HeleJslb C IOCJeOylVM BBeIeHMeM B Ho3e 8
MID/KT MM 16 MD/KD KaxXOooe OBe HeOeJlM B TeueHMe NONIOJIHUTEJILHEX 16
HemeJlb, C IOCJIeOyK MM BBeIOeHMeM B Oo3e 8 MI/KD mjM 16 MI/KD KaxIble
UeTHpe HeIeM IIyTeM BHYTPUBEHHOW MHQY3UM.

AuTMTesia k CD38 B cHnocobax m300peTeHUd, ONMCAaHHEX B
HacTodlleM IOKYyMEHTe, ¥ B HEeKOTOPHX BapMaHTaxX OCYWeCTBJIEHUSA U3
BCex 0e3 MCKJUEeHUA I[IepPeUMCIJIEeHHEX HMWXe IIPOHYMEepPOBaHHEX BapMaHTOBR
OCyMeCTBJIEHVSA MOXHO BBOOMTL IIyTeM IIOIIepXMBaolel Tepaluu, TaKou
KakK, HalpuMep, OIOMH pa3 B HeIeJllo B TeueHMe Iepuola 6 MeCAlLEeR WU
BoJiee.

Hanpumep, aHTUTesla K CD38 B crnocobax uz3obpeTeHUd, OIMCaHHHX
B HacToAmeM IOKyMeHTe, UM B HEeKOTOPHX BapMaHTax OCYmeCTBJIEHUS U3
BCcex 0e3 MUCKJIOUEeHMS IIepPeuMCJIeHHHX HIMKEe IIPOHYMEPOBAHHHX BapMaHTOB
OCYIMEeCTBJIEHMUS MOXHO BBOOMTL B BUIOE CYTOUHOM HOBH B KOJIMUECTRBE
okojio 0,1-100 mr/xr, Hampumep, 0,5, 0,9, 1,0, 1,1, 1,5, 2, 3, 4,
5 e, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1le¢, 17, 18, 19, 20, 21,
22, 23, 24, 25, 26, 27, 28, 29, 30, 40, 45, 50, 60, 70, 80, 90
wim 100 MD/KT B CYTKM, B, IO MeHbIIell Mepe, OOHM M3 CYToK 1, 2, 3,
4, 5, ¢, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1le, 17, 18, 19, 20, 21,
22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37,
38, 39 wmwmm 40, wIM aJbTepHaTMBHO B, IIO0 MeHbIleM Mepe, OIOHY U3
HenmeJ 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17,
18, 19 mum 20 nocJe Hauaja JeueHMs, WIM B JHoOOM MX KOMOMHALMU C
IpyMeHeHMeM OIHOKpaTHOM WM pa3deJIeHHEX I03 kKaxogwe 24, 12, 8, 6,
4 MM 2 dvaca, WJIM B JI0OOM MX KOMOMHALIUM.

AuTuTea Kk CD38 B crnocofbax M300peTeHUd, ONIMCAaHHHEX B
HacTodmeM IOOKyMeHTe, W B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUS U3
BCcex 0e3 WUCKJIUYEHMA IIePEeUMCIJIEHHHX HIDKE IIPOHYMEPOBAHHHX BapUaHTOB

OCYIIeCTBJIECHMA MOXHO TaKXe BBOIMTDHb HpO(]_)I/IJIaKTI/IquKM, YTOOE CHU3BUTH
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PUCK Pa3sBUTUA pakKa, OTJIOKUTL HAUaJl0 BO3HUKHOBEHMA COOHBTHMA B XOIe
NpOTPeCcCHpOoBanna paka W/WMIM CHUSWTL PUCK peuuarBa B cjydae
peMrccuM paka. I9TO MOXeT OBTL OCOOEHHO IIOJIE3HO OJI4 I[IalMeHTOB, VY
KOTOPHX CJIOXHO JIOKaJM30BaATEL OIyXOJib, HaJuuMe KOTOPOM YCTaHOBJIEHO
Ha OCHOBAaHMM IOPYIUX OMOJIOTHMUECKUX QaKTOPOB.

AuTuTesyio k CD38 B criocobax mM300peTeHUd, OINIMCAaHHEX B
HacToAmeM OOKYMEeHTe, ¥ B HEKOTOPHX BapMaHTax OCYHIEeCTBJIEHUI U3
BCcex 0Oe3 UCKJIUEHUA I[IePEeUMCIIEHHBX HIMKe NPOHYMEPOBAHHEX BapMaHTOB
OCVYIIECTBJIEHMA MOXeT OBTL JMOQUMIMIUPOBAHO IO XpaHeHMd, U Iepen
[IpMMeHeHMeM €TI0 MOXHO pPacTBOPUTE B I[IPMEMIIEMOM HOCHUTEeJIe. BBUIO
[IOKasz3aHo, UTO 5Ta MeTooMKa 5S0dekTMBHa JI4 CTAaHOAPTHHX OeJIKOBHIX
npernapaToB, M MOXHO MCIOJIE30BATE  XOPOWO M3BECTHEE MEeTOOUKMU
JINOQUIIMBaLUM M BOCCTAHOBJIEHUA .

AuTuTesio K CD38 B cnocobax wuzo0peTeHUdg, OIIMCAaHHEX B
HacToAmeM OOKYMEeHTe, UM B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUI U3
BCcex 0Oes3 MCKJUEHUA I[IE€PEeUMCIJIeHHHX HIMWXe [IPOHYMEPOBAHHEIX BapUaHTOB
OCYWEeCTBJIEHMA MOXHO BBOOMTL B KOMOMHALMUM C IIOJIHOCTBI TpPaHC—
peTruHOeBOW KMcJioToM (ATRA).

ATRA MOXeT OHTb ofeclledeHa B nose 45 mr/mM%2/cyTkm 11/o wuim 25
MI'/M?/CyTKM II/0.

AuTuTesio K CD38 B cnocoBax mM300peTeHMsd, OIMCAaHHBIX B HaCTOAIEM
OOKYMEHTe, ¥ B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHA U3 Bcex 0es
NCKJIOUEeH I [IepPEeUnCIIEHHEX HIDKE IIPOHYMEPOBaHHEIX BapMaHTOB
OCYIWEeCTRBJIEHMA MOXHO BBOIUTEL B KOMOMHaALMM C LOaKOT'€HOM.

OJakoreH  MOXHO BBOIOIUTH B TedeHVe  MMHMMyM 4 LMKJIOB,
[IOBTOPAEMEIX Kaxiwe 6 Hemejlb B pose 15 Mr/mM? B/B B TedeHue 3
4acoB, IIOBTOpAdA HO3Y KaxIee 8 UYacoOB B TedeHMe 3 CyTOkK. B
aJILTEPHATUMBHOM BapMaHTe OCYHIEeCTBJIEHMI OaKOTeH MOXHO BBOIUTL B
nmose 20 mMr/m? B/B B TeueHme 1 yaca, [NOBTOPAS €XeIHEBHO B TeUeHUE
5 mHeM, ¥ LUMKJ HOBTOPSAETCH KaXAwe 4 HeIelu.

AuTuTesyio x CD38 B criocobax mM300peTeHUd, ONMCAaHHEX B
HacToAmleM OOKYMEHTe, U B HEKOTOPHX BapMaHTax OCYHNEeCTBJIEHUI U3
BCcex 0e3 UCKJUEHUA IIEePEeUMCIIEHHBX HIMKEe MIPOHYMEPOBAHHEX BAaPMaHTOBR
OCYIIECTBJIEHVA  MOXHO BBOOIMTHL B KOMOMHALMM C LUTapad®MHOM U
OOKCOPYOULIMHOM.

IuTapadri MOXHO BBOAUTL B mHose 2-3 r/M° B/B B TeueHue 1-3
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YaCoB KaXIbe IBeHaIllaTh YaCOB BIJIOTH JO 12 1JO3.

JOKCOPYOMUMH MOXHO BBOOUTEL B mose 40-60 mr/mM? B/B Kaxmee 21-
28 nmHell uiM B mose oT 60 mo 75 Mr/mM? B/B Kaxnell 21 IOeHb.

A"uTuUTeJ0 kK CD38 MOXHO BBOIMUTL BMecTe C Jobor QopMomn
paIrallMOHHOM TepaluM, BKJOUAsg BHelHee HallpaBJeHHOe U3JIyUeHUe,
PaIMalMOHHYK TepalMuion C MOOyJIALMeM MHTeHCHMBHOCTM (IMRT), a Takxe
Jodor dopMOM pPaIMOXUPYPIMM, BKJILUAasd IaMMa-HOX, kubep-HoxXx, Linac
u BHYTPUTKaHEBOE oBJIyueHMe (HanpuMep, VIMILJIAHTUPOBAaHHHEE

pamMoakTVBHEE 3epHa, OaJyioH GliaSite), wu/mimm Cc XUPYPIUUECKUM

JleUueHMEM.
Xora n300peTeHUE OIIMCAaHO B ofmMx  UepTax, BapMaHTH

OCymeCTBJIEHUA n300peTeHnd OyIoyT OOIOJIHUTEJILHO OIMCAaHH B

CJle OyoIMx npuMepax, KOTOPEHE He cJjenyeT TOJIKOBATLH Kax

oT'paHMUMBaKmMre O0BeM QOPMYJIEl U300pPEeTEeHUA .

JOIIOJIHNTEJIEHEE BapMAHTH OCYIECTBIIEHUST UB00peTeHUs:

Huxe M3JIOXEHEL HEKOTOPHE OOTIOJIHUT eJIb HEle BapMaHTH
OCyIleCTBJIEHU I n300peTeHUA B COOTBETCTBUU c O CaHUSIMU,
NpelCTaBJIEHHEIMM B OPYI'MX YaCTAX HACTOAMNEero OOKyMeHTa. OJIeMeHTEH
nus3 BapMaHTOB OoCylleCcTBJIeHU T n300peTeHnd, M3JIOXEHHEIX BHIIE,
ONMCaHHHE KaK CBA3aHHHE C M300peTeHMeM, PAaCKPHTHM B HACTOAIMEM
OOKYMeHTe, TaKXe OTHOCATCS KO BceM 0e3 MUCKIOUEeHMS U3 BTUX
OOTIIOJIHUTEJIbHO TIPOHYMEPOBAHHEX BapMaHTOB OCYMECTBJIEHUSA.

1. AxTMTeNO Kk CD38 1mjga T[IpMMeHeHMS B JIedeHMM CyOBeKTa,
VMeKmero OCTPHM MMeJioJierkos (OMII) .

2. AxgTUTeJO k CD38 @mJjad TI[IpuMMeHeHMA B JiledeHMM CcyOBekKTa,
mMemmero OMJI, B KkKOMOMHaALMM CO BTOPEM TepaleBTUUECKMM aIT'@HTOM,
IprUyeM BTOPOM TepaleBTUUECKUM aTreHT:

a. HeobB4g3aTeJIbHO IIpencTaBJgeT cobo¥ LKuTapaduH, OayHOPYOMLMUH,
UoapyOMIIMWH, MHUTOKCAHTPOH, IMIPOKCHMMOUEBMHY, IeluTaburH, KIagpubOuH,
boaynmapabuy, TOIIOTEKAH, 3TOIIO3UI, 6-THOTYaHUH, KOPTUKOCTEPOUT,
NIpenHM30H, IeKCaMeTa30H, MeTOoTpeKcaT, 6-MepKalTOoIIyPMH, a3aluTUIVH,
TPUOKCHUI MBEIILSKa MM IIOJIHOCTBRI TPaHC-PEeTMHOEBYH KUCJIOTY; U/MiInu

b. yBelIMuMBaeT MNOBEPXHOCTHYK B»kKclIpeccui CD38.

3. KomBuHalmsa aHTUTejla k CD38 M I[IOJHOCTLI TpaHC-PeTHMHOEBOM
KMCJIOTH IOJIS TIPMMEHEeHUSd B JIeueHMU CyOBeKTa, uMenmero OMJI.

4. KoMmOuHalmMa aHTHUTeja k CD38 m meumTabuHa OJIS TIPVMMEeHeHWS B
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JledeHr cyoOwekTa, umMmewnmero OMII.

5. KomOuHalmsa aHTHUTEeJa K CD38 u unTapadbrHa n/ M
OOKCOPYOULMHA IOJIS NPYMMeHEeHMSA B JIeUueHUM CyOBeKTa, uMermero OMII.

6. AHTHTeJJO K CD38 1Ojd [OpUMeHeHUuda B COOTBeTCTBMU C
BapMaHTOM OCYIeCTBJIeHVA 1 WM 2 WM KOMOMHalLUA B COOTBETCTBUU C
BapMaHTaMM OCYyWleCTBJIeHUA 3-5, IpuUUueM aHTUTeJio K CD38 KOHKypUpyeT
3a CBA3HBaHMe ¢ CD38 ¢ aHTUTeJIOM, CcolepXallM BapHrabeslbHYI
objlacTe TaxenoM Uenu (VH) c¢ SEQ ID NO: 4 um BapuabeJbHyH 00JacThb
Jerkou uenm (VL) c SEQ ID NO: 5.

7. AHTUTeJIO K CD38 1mja [OpMMEHeHMA B COOTBETCTBUM C
BapMaHTOM OCYWeCTBJIeHUd 1, 2 MWK © WIM KOMOMHaLMA B COOTBETCTBUU
c BapraHTaMu OCVYIeCTBJIEHUS 3-6, npuyueM AHTUTEJIO K CD38
MHOyLMpyeT YVHUUTOXEHNE KJIETOK OoMJI, BKCIIPECCUPYINX CD38,
[IOCPeICTBOM allolTo3a.

8. A”HTMTeJO K CD38 mja [OpMMeHeHMS B COOTBETCTBUM C
BapMaHTOM OCyWeCcTRBRJeHusa 1, 2, 6 wim 7 wianu kKoMOMHaLUMS B
COOTBETCTBMM C BapMaHTOM OCylWeCTBJIeHUsa 3-7, IIpUUeM aHTUTEJO K
CD38 cBasmHBaeTca ¢ ob6jgacTbio SKRNIQFSCKNIYR (SEQ ID NO: 2) wm
obJjyacTrio EKVQTLEAWVIHGG (SEQ ID NO: 3) uyeJioBeueckoro CD38 (SEQ
ID NO: 1).

9. AHTHMTes0O K CD38 1Jd T[OIpMMeHeHUSI B COOTBeTCTBMU C
BapMaHTaMu ocylmecTeJieHusa 1, 2, 6-8 miamM KoMOMHALMSA B COOTBETCTBUU
C BapMaHTaMM OCYIEeCTBJIeHMA 3-8, IpuueM aHTuUTeJlo kK CD38:

a. OTHOCMTCHA K m3oTuny 1gGl, IgG2, IgG3 wmum I1gG4;

b. wumMeerT 2-aHTeHapHYy® INIMKAHOBYK CTPYKTYPY C COIepXaHUeM
byrkosze okoJio 50%, 40%, 45%, 40%, 35%, 30%, 25%, 20%, 15%, 14%,
13%, 12%, 11%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1% wmwum 0%;
VI

C. COIepXUT 3aMeHy B Fc aHTHUTeJla B IIOJIOKEHMAX aMUHOKMUCIIOT
256, 290, 298, 312, 356, 330, 333, 334, 360, 378 wumu 430 1pu
HyMepaluM OCTaTKOB B COOTBeTCTBUM C EU-MHOEeKCOM.

10. AgTMTesiO kK CD38 mjsa I[OpUMEeHeHMS B COOTBETCTBUU C
BapMaHTaMu ocylleCcTBJieHusa 1, 2, 6-9 minM KoMOMHALMA B COOTBETCTBUU
C BapuaHTaMM OCyWeCTBJIeHMA 3-9, OpUUeM aHTUTeJiOo Kk CD38 comepXwur:

a. [IOCJIENOBATEJIEHOCTHU onpenesIAnlnX KOMILJIEMEHTAPHOCTE

oBJjacreym TaxeJjonm uenm (HCDR) 1 (HCDR1), 2 (HCDR2) m 3 (HCDR3) c
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SEQ ID NO: 6, 7 m 8 COOTBETCTBEHHO;

b. [IOCJIEIOBATEJIBHOCTHU OoNp e eI SIMX KOMILJIEMEHTAPHOCTh
obitacrem Jerkom uenm (LCDR) 1 (LCDR1), 2 (LCDR2) m 3 (LCDR3) c
SEQ ID NO: 9, 10 m 11 CcoOTBeTCTBEHHO;

c. rnocJemoBaTesbHOoCTM HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 wu
LCDR3 ¢ SEQ ID NO: 6, 7, 8, 9, 10 m 11 COOTBETCTBEHHO;

d. BapmabeJsbHyl 006JlacThk Tsaxegon Hemu (VH) ¢ SEQ ID NO: 4 u
BapmabelsbHyl objlacThk Jerkou uenm (VL) c SEQ ID NO: 5;

e. T SKEJIYIO ek, cCoIepXxallyn AMMHOKMUCJIOTHYIO
[IoCJIeIOBRaTeJIbHOCTL, KoTopas Ha 95%, 96%, 97%, 98% wym  99%
UOeHTHUYHa IocJenoraTesibHOCTHM SEQ ID NO: 12, wu Jerkywn Lelb,
comepXalmyl aMMHOKMCJIIOTHYK IIOCJIeHOBaTeJIbHOCTL, KoTopasd Ha 95%,
96%, 97%, 98% mum 99% wuMIeHTHMUHa IocjlegoBaTeJibHocTM SEQ ID NO:
13; wm

f. Taxesyio Hens ¢ SEQ ID NO: 12 um Jjlerkybo lLenb ¢ SEQ ID NO:
13.

11. A"TuTes0 K CD38 mjng IIpuUMeHeHusa B  COOTBETCTBUM C
BapMaHTaMM OocymecTBJeHrsa 1, 2, 6-10 miau koMOMHaLMAg B COOTBETCTBUM
C BapMaHTaMM ocymecTrJleHus 3-10, mnpuuem OMII npemncTaBiisgeT codor OMJI
c, 10 MeHblleM  Mepe, OINHOM TeHeTMUYeCKOM  aHoMaJluel, OMJI ¢
MY JIb TUJIMHEHOM nOycIlasuen, CBA3aHHBM c Tepanmen OMJI,
HemoubbepeHumpoBaHuer OMJI, OMJI ¢ MMHMMAaJbLHEM co3peBaHueMm, OMII ¢
CO3peBaHMEM, OCTPHM MMEJIOMOHOUMTAPHEI JIeMKO3, OCTPBM MOHOLMTAPHHM
JIeMKOo3, OCTPHIA  DPUTPOUIHLEI  JIEMKOS3, OCTPEIM  MeTaKaproBJiaCTHLIM
JIeMKO3, OCTPbM 0as’odMIILHEM JIEMKO3, OCTPHM IaHMMeJIO3 C (ubpo30oM WMJIM
MUEJIOUMOHYI CapKOMY .

12, AgTuTes O kK CD38 mjsa I[OpUMEeHeHMS B COOTBETCTBUU C
BapraHTaMu OCYIIEeCTRBJIEHUS 1, 2, 6-11 WJIN KOMOMHALINA B
COOTBETCTBUM C BapuMaHTaMu OcCcymecTBJeHud 3-11, OpuueM aHTUTEJIO K
CD38 BBOOAT IJIS MHOVUMPOBAHMA pPeMUCCUM, IIOCJIe PEeMHUCCUM WU B
KauecTBe HoIIepXuBaolel Tepalluu.

13. AgTMTesiJO kK CD38 mjsa I[OpUMEeHeHMS B COOTBETCTBMU C
BapraHTaMu OCVYIIECTRBJIEHUSA 1, 2, 6-12 WJIN KOMOMHALINA B
COOTBETCTBUM C BapuaHTaMM OCyMecCcTBJIeHMa 3-12, nOpuueM, IO MeHLIeM
Mepe, OOHOM TeHeTMUeCKOM aHoMaJiMeM ABJIAeTCS TPpaHCJOoKallMad MexXIoy

XxpoMocoMaMu 8 u 21, TpaHCJOKaAUMS WM MHBEpPCHSA B XpoMocoMe 16,
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TpaHcJoKaluMsa MexOy XpoMocoMamu 15 m 17, u3MeHeHUMsa B XpoMocoMme 11

I My Talusa CBA3aHHOM c FMS THUPO3UMHKMHA 3B~ 3 (FLT3),
HYKJIeOOOCMMHA (NPM1), N30UUTPaTOeTUIPOTeHa 3~ 1 (IDH1),
M30UUTPaTIETUAPOTeHASH -2 (IDHZ2), IOHK- (uMTO3MH-5) —

MeTuITpaHcdepasw-3 (DNMT3A), CCAAT/zHXaHCep-CBSA3HBaKIMIETro OeJKa
anbda (CEBPA), BcHoMOTaTeJIbHOTO OdakTopa-1 U2 wmajiom sanepHou PHK
(U2AF1), DHXaHcepa 0Oeyka Zeste 2 CcyOBelIMHMUUIE MHIMOMTOPHOI'O
KoMIJiekca-2 polycomb (EZH2Z), CTpyKTYPHOT'O COXpaHeHUd XpoMocoM 1A
(SMC1A) WM CTPYKTYPHOTI'O COXPaHeHusa XpoMocoM 3 (SMC3).

14. AuTMTesiO kK CD38 mOja I[OpUMEeHeHMA B COOTBETCTBMU C
BapMaHTOM OCylleCTBJIeHMs 1, 2, 6-13 miau KoMOMHalUMig B COOTBETCTBUMU
C BapMaHTaMM OCyleCTBJIeHMA 3-13, npuueM, IO MeHbIIeM Mepe, OIHOU
TeHeTHMUEeCKOM aHoOMaJiMel ABJIAeTCsd TpaHcJorauusa t(8; 21) (g22; g22),
MHBepcua 1inv(16) (pl3; g22), TpaHcjgokauma t(16; 16) (pl3; qg22),
TpaHcJokaumusa t(15; 17) (g22; gl2), wMyTaumsa FLT3-ITD, wMyTauuu
R132H mym R100Q/R104V/F108L/R119Q/I130V B IDH1 mim myTaumm R140Q
unn R172 B IDH2.

15. AxTuTesjo k CD38 @mJjgga T[OpMMeHeHMS B COOTBETCTBUUM C
BapraHTaMu ocylleCcTRBJIEHU S 1, 2, 6-14 MJIN KOMOMHAaLMA B
COOTBETCTEMM C BapMaHTaMM OCYWeCTBJIeHMA 3-14, OpuuyeM aHTUTEJIO K
CD38 wm, @O MeHbBIEeMW Mepe, OOMH TepaleBTUUECKUM areHT BBOIAT
OOHOBPEMEHHO, IIOCJIeHOBATEJIEHO MJIM OTHEJIBHO.

16. A”HTMTes O kK CD38 @mjsa I[OpUMEeHeHMS B COOTBETCTBUU C
BapraHTaMu OCYIeCTBJIEHUS 1, 2, 6-15 WJIN KoOMOMHALIMUA B
COOTBETCTEBMUM C BapMaHTaMM OCylleCTBJIeHUs 3-15, npuueMm

a. CyOBEeKTYy [OOIOJIHUTEJIEHO I[IPOBOOUTCHA WM IIPOBOOWJIOCE JIeUeHUe
C [pUMMeHeHMeM paluoTepallui; WIIN

b. CyDBEeKTy [IPOBOIOUIIN TpaHCIUIaHTallVio IeMaTollODTUUEe CKUX
CTBOJIOBEIX KJIETOK.

[IpymMepsl

IpmMep 1. 3ddeKTHUBHOCTEL OapaTyMyMada B KIETOUHHX JIMHMSX OMII

HeCKOJBEKO KJETOUHHX JMHUW OMJI MCHOOJIB30BaJM MJS OlLEeHKU
IIOBEPXHOCTHOM BKCIIPeCCUmn CD38 u BOBMOXHOM 50beKTUBHOCTHA
DapaTyMyMaBa IJId MHIOYLUVMPOBAHUS YHUUTOXeHUWSa KJjeTok OMJI. OLueHUBaJn
DKCIIpeccurn 0OeJIKoB, WMHIUOMpyIMxX komrieMeHT (CIP) CD46, CD55 wm

CD59, B KJeTOUHHX JIMHUAX OMJI, UTOOH BESBMTE BO3MOXHYK KOPPEJIAILMUIO



6l

Mexny skchnpeccuenn CIP m CDC.

Crniocofu

ADCC

Anaym3el ADCC 1in vVvitro TpPOBOOWJIM C  MCIOJIBL30BAHMEM JIMHUN
OIIYyXOJIEBHX KJIeTOK OMJI M MOHOHYKJIEAPHHX KJIETOK IIepudpeprnuecKoOM KPOBU
(PBMC) B kauecTeBe 200eKTOPHEX KJIETOK B cooTHomeHum 50: 1. B JIYHKHU
96-JIyHOUHOT'O ILIaHmeTa C U-oOpa3HBEM IOHOM »HOOABJIAIM CTO MKJI KJIETOK-—
MUIeHeM (OIIy XOJIEBHIX ) (1x10% «kJjeTok). JHOoBaBidaim eme 100 MKJI,
comepXxalMx WM He COoIOepXallMx aHTUTEJIO, W IUJIAaHIETH MHKYOMPOBAJIM B
TeueHre 30 MMHYT IOpM KOMHaTHOM TeMmrepaTrype (KT), mociae uero
notasianu 20bexkTopHEle KJeTkM (PBMC). 3BaTeM B JIYHKM IUJIQHIIETOB

IOBABJSAJIM CeMbIeCaT [ISTb MkJI  PBMC B KOHIeHTpauuu 6, 66x10°

KJIETOK/MJI, ¥ ILJIaHmEeTH MHKYyOMpoBasu IIpu 37 °C B TeueHre 6 UYacoB.
[IaHmeTH ULIeHTPpUQyTUpOoBaJM C YyckopeHueM 250 g B TeueHue 4 MUHYT,
yoajgsau no 50 MK cylnepHaTaHTa M3 KaxXnooM JYyHKM, U OIpelelisayu
KJIETOUHEI JIM3UC C MCIOJIb30BaHMeM aHaimsza CellTiter-Glo® (Promega) .

CDC

KjeTkyu-MUIIeHM cofMpaar M HOOBOOMJIM KOHLeHTpaumio no 80x10%
KJIeTOK/MJI. B JIyHKM 96-JIyHOUHOT'O IUIaHmeTa »HOoOaBJIAAM MOBeHaNllaThb
MKJI KJIeTOK-MMIIeHeM M K KJeTKaM »o0aBJaJM IIoCJIeloBaTeJIbHBe

pazbaByieHUa aHTUTeJ. JIYHKM MHKyOMpOBaJIM B TedeHue 15 MHMHYT,

rnocie gero noBaBJIAIIN YeJIOBEUECKY CHIBOPOTKY C BEICOKVM
conepXaHreM KOMILJIEMEHTa c KOHEUHOU KOHIIeHTpaluuen 10%.

PeaklMOHHYK CMeCb MHKyOMpoOBalIuM 2 1/2 wvaca nopmu 37 °C, "
OIpelelIANM KJEeTOUHHM JM3MC C MUCIOJb30BaHMeM aHamnza CellTiter-
Glo® (Promega).

AntoniToB

B JyHKY 24-JIYHOUHOTO IJIaHmeTa nHoOaBJAJIM OOMH MJI KJEeTOK-—
MumeHelr (5 x 10° kJeTok/MJI) BMecTe C TeCTHPYeMEIM aHTUTeJioM (1
MKT/MJI) B TPUCYTCTBUMY MJIM B OTCYTCTBME aHTUTeJla KpoJmka K hulgG
(10 MrD/MII; F(ab')2 Fcy-cneumuomunoe). KiIeTku MHKYOMpPOBAJM B
TeueHMe 22 uyacoB (5% C02, 37 °C). BaTeM KJeTKu cobupanau (1000
o6/MMH, 5 MMH) ¥ @OBaXOH OPOMEBaJM B PBS (1000 o06/MmH, 5 MMH).

KjleTk pecychneHiupoBaau B 250 MKJ cBA3HWBawmero 6ydepa (Annexin-V
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Apoptosis kit, BD Biosciences) B COOTBETCTBUM C MHCTPYKUUIMU
M3TOTOBUTENSA C MNOCJEeOyIMM aHaJlM30M C MCHOJIB30BAHMEM IIPOTOUHOM
LHMTOME TPUM .

ATIONITO3 OLEHMBaJIM I[I0 pel3yJibTaTaM pPaHHeI'o M I[IO3OHeI'O allollTo3a
(02 m Q3 Ha Omr. 1A m dmur. 1B).

[loBepxHOCTHasT »Kcrpeccuss CD38, CD46, CD55 m CD59

OKCHOpPEeCCH pPelLelNTOpOoB aHaJM3MpOoBaJM C  IIOMOMEBK  IIPOTOUYHON
UUTOMETPMM . UKMCJIO pelenTopos CD38 Ha KIIETKY OLEHMBaJM C IIOMOUBIO
Habtopa MESF ¢ wucHoojb30BaHuMeM PE-MeueHHOTO aHTUTesla k CD38 (R&D

Systems) . UMCJIO  PeLenToOpOB  PacCuMTHBAaIM  CJelylmyM — ofpasoM:

Crieumomuurle  MESF/ABC=MESF/ABC (TecTUpyeMOe aHTuTeJo) —MESF/ABC
(AHTUTEJIO M30TUINUECKOTO KOHTPOJIA) .

[IoBepXHOCTHYKL Bkcopeccuw CD46, CD55 wm CDL9 omnpenmessanu C
MCIIOJIE30BaHMEeM  aHTUTeJI K uUeJloBeueckomy CD4o, PE—-aHTHUTeI K
yeJioBeueckoMy CD55 m PE-aHTUTeJl K UeJioBeueckoMy CD59 (Beckton
Dickinson) ¢ OUTI, xoTopasd BHpaxaljlaChb KaK CpelHAsS MHTEeHCHUBHOCTL
dinyopecueHuum (CHUD) .

PeBynbLTaTH

B rabnuitle 1 mokasaHH pesyJbTaTH BKCIepuMeHToOB. Ha &éwmr. 1
[IOKa3aHH penpeseHTaTHERHEE pPe3yJibTaTH IPOTOUHOM LM TOME TPUN
VMHOYLUMPOBAHHOTO JapaTyMyMa®oM alolTos3a B KJIEeTOUHOM JuHUMM NB-4
ez (dur. 1lA) miam B npucyTcTBuM (dur. 1B) CBA3HBaAKMEI'O aHTUTeJA.
B >TOM JIMHUW KJIETOK napaTyMymad VHOYUUPOBaJl aronTos B
AaHAJIOTMUHOW CTelleHM He3aBUCHUMMO OT IIPUCYTCTBMSA CHMBaKMeTro aTleHTa
(19,2% B cpaBHeHuMM cC 18,3%).

B JmMHMAX KJeTok OMJI mapaTymyMa® He MHOYUMPOBAaJ 3HaAUMMOM
ADCC wmmm CDC; HaIpoTMpe, »mapaTymyMad® MHIOYLMPOBAJ YHUUTOXEHUE
kJeTok OMJI 1mocpeIcTBOM aromnrosa. KpomMe TOTo, He OTMeYalioCh
HYKaKOM TPAMOM KOppelsumMy MexIny 5B3Kchpeccuen CD38 um cTemneHbil ADCC
um CDC. OueHMBalIM YPOBHM OeJIKOB, MHIMOMpyBRmMMX KoMijemeHT (CIP)
(CDh46, CD55 m CD59), UTOOH ONpPenesITh, BIMAKRT JM I[I€peUYMuCIJIeHHEE
Beslku Ha CDC B oTBeT Ha »HapaTyMyMa®, HO He oOTMeudajlach HUKaKOM
OpAaMOo¥ koppeddaunu Mexny CDC u skcnpeccuem CIP.

Tabmamiia 1.
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KierouHag | CD38 koJi— Chd CUd CUd
JIMHU S BO/KJIeTKa CD46 CD55 CD59 AnonTos cbe ADCC
HL-60 64,50 HB HB HB HB HB HB
Kasumi-1 120,2 HB HB HB HB HB HB
ML-2 1253,27 21,53 195,2 0,98 5% 0% 6,30%
MOLM-13 5634,29 35,53 173,2 9,45 10-15% 0% 9,40%
MOLM-16 52 461,11 42,18 886,14 350,42 20-30% 5% 18,20%
MV-4-11 5700,05 207,17 395,42 43,94 10-12% 0% 2,30%
NB4 9370,73 58,25 345,14 66,2 18% 4% 18,30%
THP-1 39 488,19 58,7 375 27,1 5-7% 5% 11,30%
HB=He BBIIIOJIHSINU
CUd: cpemHSS MHTEHCUBHOCTL QJyopecleHUUM

Ipummep 2. ATRA mHOyLMpyeT 3kcHopeccumio CD38 Ha xieTrkax OMII

Bamaumue ATRA Ha I[NOBEPXHOCTHYK »BKclIpeccuion CD38 oLeHMBaIM B

JIMHUM kJIeTok OMJI NB-4.

TedyeHMe 24 YaCcoB B IPUCYTCTBUM MJIM B oTCyTcTBMe 10 HM

ATRA.

OmyxoJIeBEle KJIETKM MHKyOupoBasm npu 37 °C B

miam 100 HM

Uepes 24 dyaca MHKYOMPOBaAHMA KJETKM coOMpalM M OKpallMBaJu
oJga BeEABJeHMsa CD38. ATRA wumHOyuupoBaja ~10-KpaTHOe YyBeJIMUueHNe
pelenTopoB CD38 B JmHMM kJIeTOK NB-4. I[IOBEepPXHOCTHYK DKCIPECCUIO

CD38 olleHMBaJIML C

aHTHUTeJla kK CD38

(R&D Systems)

nomomern FACS cC

MCIIOJIE30BaHMeM PE-MeueHHOT O

(Tabimiia 2) .

Tabauia 2.

OBpaboTka PE-CD38 MoJIeKyJI/KJIeTKa
DMSO 17 238

10 M ATRA 185 737

100 BM ATRA 210 570

pmep 3.

SbbekTMBHOCTE OapaTyMyMata B MOOENSIX IIOJIYUYEHHHX OT

MalyeHTa KCeHOTPAaHCIUIaHTaToB (PDX)
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Criocofu

B wmccileDOoBaHMM MCIIOJIB30BaJIM MOIOEJIM IIOJIYUEHHEX OT IIallMeHTa
omyxoJiem OMJI 3406, OMJI 7577 m OMJI 8096.

MomeJib OMJI 3406. Oy xoJieBHE KJIEeTKU ralyeHTa OB
[IOJIOKUTEeJIbHEMM Ha FLT-3ITD. B aHaMHe3e TIalMeHTa ObJla MCTMHHAaLS
IOJIMLUIMTEMUS, WM IHaluMeHT IIoJiydas HWIapyOMUMH/IUTapabuMH B KaueCTBe
VHIYKIMOHHOM XYUMUOTEParnm. [MauyeHT TakKxe roJryvar Hudrea®

(IMMOIPOKCHMOUYEBMHA) .

Mogesnbr OMJI  7577. JIeKOo3HEEe KJeTKM Opaau y 69-JeTHero
MYyXUMHE C  OMIJI (FAB mnomTumn M5). VYV naumeHTa OBJ HOPMAaJbHBEM
KapuoTull ¥ CcJenywoiue MyTalun: IDH2 (R1400Q) ; FLT3-ITD; DNMT3A
R882H, NPM1, BcTaBka CEBPA (SNP). B aHaMHe3e IIalMeHTa Oblla

VICTVMHHaAd IIoJIMImnuTeMnAd, W IIalMeHT IIoJIydall I/I,D]apy@T/II_LT/II—I/I_U/ITapa@T/IH B

KauecTBe MH,JIVKLI,MOHHOIX XyMroTepallin . MauyeHT TakKxe I1oJIy4uall

Hudrea® (TMOpoKCHUMOUEBMHA) .

Momesier OMJI 8096. JleVKO3HHe KJeTKM Opaau Yy 21-JeTHeTo
MyXUMHE ¢ OMJI (FAB momTun M2) . UMcJO JIEMKOLUMTOB cocTabBJjisgjio 20 X
10 e?/;, 70% ™3 HMxX OBUIM OJIACTHBIMM KJIeTKaMu. VY I[alMeHTa OBl
HOpMaJIbHEM KapuoTun c¢ TP53, FLT3, NPM1l 1IMKOTO THIIa M BCTaBKOM
570-587, 3GCACCC>4GCACCC B »k30He 1 CEBPA. B aHaMHe3e IalMeHTa
Br1a MCTUHHAaA NOJIMLUTEMUS, u maumMeHT noJyya

M,Hapy@MLLMH/LLMTapa@MH B KaduecCTBe MH,]IYKLU/IOHHOﬁ XMoo Tepalllii .

MaureHT Takxke nojydaj Hudrea® (I'MOIpOKCHMMOUEBMHA) .

5 MWMJIJIMOHOB MOHOUIMTOB (MNC) OMJI oTmesndaanM oT T-KJIETOK U
TPaHCIIJIaHTUPORAJIM UYepes XBOCTOBYK BeHY CyOJeTallbHO OOJIyUeHHEIX
Memer NSG B Bo3pacTe 6-8 Hemesas (n=10 Ha 1mpynmny). UYepes 4-6
HemeJlb IIOCJie TpaHCIJIaHTauuu ©OpaljM acOupaTeE KOCTHOTO MOo3Ta VY
KaxgoMy MM, ¥ aHaJIMu3UPOBaJIM MX C MCIOJbL30BAaHMEeM IIPOTOUHOM
LHUTOMETPUM, UYTOOHE ONPelelIMTh YPOBEHB IMIPMXMBIIEHMSA TpPaHCILJIaHTaTa
JenKo3a (% ueJyloOBewecKMxX KJeTOK CD45% (CD33%/7). I[Ilo YPORBRHL
NIPVXUBIIEHU S TPpaHCILJIaHTaTa MEITI e PaHIOIOMU3VPOBAaJIN u
KOHIMIIMOHMPOBaJIM BBeleHreM Jmbo I1gGl, mmbo npapatymymaba (DARA,
npenBapuTesibHad nposupoBka 0,5 wMr/xr). Uepes 24 uyaca Moen
pacrnpenesaanM B Tpynny 06e3 JiedeHuda (KoHTpoJk) WM B TpPYINY,

[IOJIYUaBIIyKD B TeueHMe b5 IMocJenoBaTeJIbHHX Henesb DARA miam I1gGl 1o
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orTmesrHOoCTM (B/6, 10 MI/KT pa3 B Hepmeyo). UYepes 2-3 IOHA IOCIHE
IIOCJIeOHeTO BBeNeHMs MHIIEW YyMePUBJIAIM M Opalv IOJ8 aHalM3a KOCTHHMN
MO3T, ceJle3eHKYy, IepudeprUecKyl KpOBbL U IJlasMy. I[IpoBOOWIU
IPOTOUHYK LMTOMETPHUIO, UYTOOH OLEHUTH IPOLEHT UeJIOBEUEeCKMX KIIeTOK
CD45*CD33" B BM, SPL " PB oT 3 [IalMeHTOB C OMJI,
TPaHCILJIaHTMPOBaHHEX MellaM NSG (Momesise OMJI 3406: éumr. Z2A; MOLOeJb
OMII 7577: éur. 2B, monmesib OMJI 8096: &mr. 2C) u abCOJIOTHOE UMCIIO
UeJIOBeUeCKMX KJeTok CD457CD33f B KOCTHOM MO3Te (dur. 33),
cejieseHke (dur. 3B) u nepudepmueckom kpoeu (dmr. 3C) omHOTO U3
pernpeseHTaTUMBHEIX IIallMeHTOoBR ¢ OMII.

PeByneTaTH

Ha oQwur. 2A, dur. 2B u Odur. 2C 1nokaszsaHa >0PeKTUBHOCTDL
napaTyMyMaba B Momesn OMJI 3406, wmomesnm OMII 7577 m momesn OMJI 8096
COOTBETCTBEHHO, OolleHMBaeMasd I[I0 CHWXeHUI0 %  JIeMKO3HHX  KJIETOK
CD45*CD33* B KOCTHOM MO3Te, CeJIe3eHKe WM IIepudpepruuecKom KpPOBU.
DapaTymymatd CHIMXAJI OIIYyXOJIEBYIO HaTpy3Ky B ceJle3eHKe "
nepudpepudecko kpoBM B Momesm OMJI 3406 (dur. 2A), B IepubeprUuecKoOM
KpoBM B MomeJm COMJI 7577 (dur. 2B) m B cejeseHke B Momesim OMJI 8096
(dur. 2C).

S0PeKTUMBHOCTE HapaTyMyMa®a TaKXe OlleHMBaJlack I1I0 WM3MEPEeHU
VMHOYLUMPOBAHHOTO HapaTyMyMad®oM CHMXeHUS oOmeM OINyxXoJIeBOM HaTpy3KU
B KOCTHOM MO3Te (dur. 3A), cejye3zeHke (dur. 3B) m kpoBu (dur. 3C)
B MOIeJln OMJI 3406. HDapaTymMmymabd 3HAUUTEJILHO CHIIXAaJI oBIYIO
OMIYyXOJIEBYI Harpy3Ky B Momesqu OMJI 3406 B ceJjie3eHke (dur. 3B) wm
nepudbepmrueckom KpoBuU (dur. 3C).

IpmMep 4. BoBlgencreBue JgapaTyMyMaBa Ha B5Skcopeccuo CD38 Ha
ByacTax OMII

BoznmelicTBUMe IapaTyMyMaba Ha 5skchOpeccuwn CD38 Ha JerkobiacTax
OlleHMBAJIM B ONOHOM penpe3eHTaTHMBHOM wMomesm OMJI, ONMCaHHOM B
opuMepe 3, dYepes 5L HeneJsb [IOCJe JledeHMSA »OapaTyMyMad®oM WK
WU30TUINUECKMM KOHTPOJIEM C MCIHOJIbE30BaHueM PE-MeUeHHOTO aHTHUTeJla K
CD38 (R&D Systems) .

PesyneTaTH

Ha &ur. 4A 1noka3aHO, UYTO JedueHMe »HapaTyMyMaOoM CHMXAaJIO
skcnpeccuio CD38 Ha JenkobiacTax (CD45'CD33*-moJioXMTeJIbHEE KJIETKU)

B KOCTHOM MO3Te, CeJle3eHKe U Iepubepryueckor kpoBu. Ha &wur. 4B
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IokKasaHo, 4YTo mpouleHT CD38-nojoxmTesibHEIX OMJI 6JJacTOB CHMXAJICH
yepes 5 HemeJlb JIeUEHUA.

[IpuMep 5. SddexTUBHOCTE KOMOMHMPOBAHHOMN Tepannuu c
OapaTyMyMaboM B MOOeJIsIX IIOJIYYEeHHOTI'O oT nanMeHTa
KCceHOoTpaHcIuiauTaTa (PDX)

S0OeKTUBHOCTE HOapaTyMyMaba B KOMOMHALMM C OAaKOTEeHOM  WIIKn
IMTapabrMHOM M HOOKCOPYOMIUMHOM OlleHUBAaJIM dUepe3 5 HemOeJlb JIeUEeHUSA.

5 MWJIJIMOHOB MOHOUMTOB (MNC) OMJI oTpmesdyn oT T-KIJIETOK U
TPaHCIJIaHTMPORAJM UYepes XBOCTOBYH BeHy Mumel NSG B Bo3pacTe 6-8
HemeJib (n=10 Ha rpynmny). UYepes 4-6 HeneJib I[IOCJe TpaHCIJIaHTalUU
Bpaliy acomMpaTH KOCTHOTO MO3Ta Yy KaXIoM MBIM, M aHaJlu3UpOoBaJM UX
C MCIOJIb30BaHMEM IIPOTOUYHOM LIUTOMETPMM, UTOOH ONPEedeIMTh YPOBEHDb
IPVMXMBJIIEHMSA TpPaHCIJIaHTaTa Jelko3a (% ueJloBeuecCckKHMx KJeTok CD457F
CD337/7). Ilo ypOBHIO NPWXMBJIEHMA TpaHCIUIaHTaTa MEIell paBHOMEPHO
PaHIOMUBMPOBAJIM ¥ KOHIMIMOHMPOBAJM BBemdeHmeM Jmbo IgGl, Jmbo
DARA (mnpemBapurTesbHas nposupoBka 0,5 Mr/kr). Uepes 24 uyaca Meam
BBOOWJIM TOJIbKO 1gGl (B/6 10 Mr/xT) OOMH pas3 B HeIeJio B TeueHue
OAT HemeJsk, ToJIbko DARA (/6 10 Mr/xr) oOMH pas B HeleJlo B
TedyeHMe OATU HeleJlb, TOJbLKO HeumurTadmH (DAC) (0,5 Mr/xr/cyrkm B/O
B TeueHMe 3 TIIOCJIeOOBATEJILHHX IHeWV) B TeueHMe IMIATUM HeIelJlb,
DAC+DARA (kxax@masd HepmeJia OyIeT BKJOUATL 3 IIOCJEOOBATEJILHEIX OHS
DAC ¢ BBeneHueM DARA uepes 2 1OHsa), koMOMHauuio nurapabuHa (B/B 50
MI'/KID') ¥ IOoKcopyOuumHa (B/B 1,5 MP/xT) (3 HocjeloBaTeJILHHX OHA
ookcopyouumHa (B/B 1,5 Mr/xr) moc IuTapadurd (50 wMr/xr) B
TeueHue 3 nHeM) ¢ DARA uiam 6e3. Uepes 2-3 OHA IIO0CJe IIOCJeOHEeTO
BBeIeHMA MHIIey YMepmBJILIM ¥ OpaJM IOJS aHaJlu3a KOCTHHM MOS3T,
ceJle3eHKY, I[epUudeprMUecKyl KPOBE M ILJIasMy. I[[POBOOMIIM [IPOTOUHYIO
LUMTOMETPHIO, UYTOOH OLEHMTL IIPOLEHT UeJIOBeUeCKMX KJeTok CD457CD33*
B KOCTHOM MO3Te (dur. B5A), cejyeseHke (dur. 5B) u nepudpeprdeckon
KPOBMU (dur. 5C) TPaHCILJIaHTaTa OOHOT'O naumMeHTa C OMJI,
VMIIJIAHTUPOBAHHOTO MbIaM NSG.

JKCIIpeCcCcH CD38 (BHIpaxaeMymo Kak cpenH4g4d MHTEHCHUBHOCTD
bIIyopeclieHInY, CHQ) OlleHMBaJIM OJIS KOCTHOI'O MO3TIa (dur. 64) ,
cejyiezeHku (dur. 6B) u nOepubepudeckor KpoBu (dur. 6C) uepes 5

HelleJIbB IIoCJIe JIeUeHMA YKa3aHHEMM JIEKapCTBEHHEMM CpelCTBaMii.
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$OPMYJIA MBOEPETEHNA

1. Cnocob JiedeHMs cCyOBekTa, MMeRIEeIo OCTPHM MEJIOJENKO?3
(OMJI) , BKJINUAKIMUY BBeIeHMe TpedyoleMy 5STOTro CyObeKTy aHTuUTeJla K
CD38 B TeueHMe BpeMeHM, OOCTATOUHOI'O OJisa JiedeHusa OMIJI.

2. Cnoco6 mo nn. 1, B KOTOPOM aHTUTeJiO k CD38 KOHKypMPYeT 3a
CBA3HEBAaHME C UYeJjioBeueckumMm CD38 ¢ SEQ ID NO: 1 C aHTUTEIOM,
comepxXamyM BapuadbelJbHyI o0JacTb TsaxeJon Lenu (VH) ¢ SEQ ID NO: 4
u BapmabesibHYI oOJacThk Jerkou uenmu (VL) c¢ SEQ ID NO: 5.

3. Cnoco6 mnmo n. 1 wmwm 2, B KOTOPOM aHTUTeJO Kk CD38
cea3pBaeTCca C objlacTei SKRNIQEFSCKNIYR (SEQ ID NO: 2) m of0JjacTbr
EKVOQTLEAWVIHGG (SEQ ID NO: 3) uejiopeueckoro CD38 (SEQ ID NO: 1).

4. Cnoco6 no Jjgwbomy M3 HOrn. 1-3, B KOTOPOM aHTUTeJO K CD38
MHOYLUUPYET YHUUTOXEeHMe KJjeTok  OMIJI, BKCIIPpeCCUPYIMMUX CD38,
[IOCPENCTBOM allolTo3a.

5. Cnoco6 no JmwboMy m3 oOra. 1-4, B KOTOPOM aHTUTEJIO kK CD38
OTHOCUTCHA K mz3otuny IgGl, IgG2, IgG3 wm IgG4.

6. Cronoco® mno JjgoboMy M3 HOI. 1-5, B KOTOPOM aHTUTeJO K CD38
COOEPXUT [IOCJIeIOBaTEeJIbHOCTH onpenesgrlnx KOMILJIEMEHTapHOCTE
oBJjacrem Taxejyon uenm (HCDR) 1 (HCDR1), 2 (HCDR2) m 3 (HCDR3) c¢
SEQ ID NO: o, 7 M 8 COOTBETCTBEHHO M IIOCJIeIOBaTEeJIbLHOCTHU
ompenesifmMX KOMIIJIEMEHTapHOCTL ob6JacTel Jerkouw unenu (LCDR) 1
(LCDR1), 2 (LCDR2) wm 3 (LCDR3) ¢ SEQ ID NO: 9, 10 m 11
COOTBETCTBEHHO.

7. Cnoco6 mo m. 6, B KOTOPOM aHTUTeJlo k CD38 Ccomepxur
BaprabeJbHylo 00JIacTb  TSEKEJION  Lelln (VH) c SEQ ID NO: 4 u
BapmabeJbHylo objlacTh Jierko¥ uenu (VL) ¢ SEQ ID NO: 5.

8. Crnioco6 mo mn. 7, B KOTOpPOM aHTHUTeJo K CD38 coIepXuT
TSxeJlyio Lellbk ¢ SEQ ID NO: 12 m Jjlerkyl Llenls ¢ SEQ ID NO: 13.

9. Cnoco6 mno JjwboMy M3 nm. 1-5, B KOTOpOM aHTHUTeJo K CD38
comepxuT VH m VL ¢ SEQ ID NO: 15 m 16 COOTBETCTBEHHO.

10. Cnoco6 no JgobomMy M3 mmn. 1-5, B KOTOpPOM aHTUTeJo K CD38
comepxuT VH m VL ¢ SEQ ID NO: 17 m 18 COOTBETCTBEHHO.

11. Cnoco6 no JgobomMy M3 mmn. 1-5, B KOTOpPOM aHTUTeJio K CD38
comepxuT VH m VL ¢ SEQ ID NO: 19 m 20 COOTBETCTBEHHO.

12. Cnoco6 no JgobomMy M3 mmn. 1-5, B KOTOpPOM aHTUTeJo K CD38

comepxuT VH m VL ¢ SEQ ID NO: 21 m 22 COOTBETCTBEHHO.
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13. Crioco® 1o JoboMy M3  III. 1-12, B koTOopoM  OMIJI
npencraByggeT cobor OMII ¢, 1[I0 MeHbBIEeM Mepe, OIHOM TeHeTUMUeCKOoMu
aHoMaJimey, OMJI C MYJIbTMJIMHEMHOM OUCILJIa3Mel, CBA3aHHHM C JIeUeHUeM
OMJI, HemuddepeHUMPOBaHHEM OMJI, OMJI C MMHMMAaAJLHHM CO3peBaHUeM,
OMJI Cc cCo3peBaHMUEM, OCTPHM MMEJIOMOHOUMTAPHHMN JIeMKO3, OCTPHHN
MOHOUMTaPHHN Je’Kos, OCTPHU SPUTPOUIHEMN JIEMKO3, OCTPHMN
MeTrakapuobJacTHHM JIEMKO3, OCTPHM 0a300MIIbHEM JIeMKO3, OCTPHM
[IaHMMeJIo3 C OUMOPO30OM WJIM MUEJIOMIHYKD CapKOMYy .

14. Cnoco6 mo mn. 13, B KOTOPOM, IO MeHBIEW Mepe, OIOHa
TeHeTHMUeCcKasa aHoMaJMsa IMOpelcTaBJjgeT coboy TpaHCJOoKalMin Mexny
XpoMocoMaMM 8 M 21, TpaHCJIOKalMK WMJIM MHBEPCHUID B XpoMocoMe 16,

TpaHCJOKalMK MexOy xXpomocoMamMu 15 m 17, M3MeHeHMs B XpoMocome 11

W MYy Talllio CBS'3aHHOM e} FMS TUPO3VHKMHAZH— 3 (FLT3),
HYKJIeOpOCMMHA (NPM1), M30UUTPpaTOAeIUIpoTreHa3u—1 (IDH1),
MU30LUUTPATOEIMIPOTeHa 3k~ 2 (IDH2), IOHK- (UMTOBUH—-5) —
MeTuJITpaHcbepase—3 (DNMT3A), CCAAT/3HXaHCEep—-CBA3BBAKIETO OeJIKa-

anbda (CEBPA), BconomMoraredbHoTo obakTopa-1 U2 Majion samepHo¥ PHK
(U2AF1), PHXaHcepa 0OeJika Zeste 2 CcyOBbeIMHMIE MHIMOMTOPHOTO
KoMIJIekca—-2 polycomb (EZH2), CTPpYyKTYPHOTI'O COXpPaHeHud XpoMOCOM 1A
(SMC1A) mMIM CTPYKTYPHOT'O COXpPaHeHUs XpoMocoM 3 (SMC3).

15. Crnoco® mo mn. 13, B KOTOpOM, IIO MeHbIlel Mepe, OIHa
TeHeTHUeCKas aHoOMaJiMsa [IpelcTaBJseT cobOo¥ TpaHcJokauuo t(8;
21) (g22; g22), wuHBepcuno 1inv(1lo) (pl3; g22), TpaHcaorauuio t(16;
16) (pl3; g22), rpa”Hcaokauuw t(15; 17) (g22; gl2), wmyTrTauuwn FLT3-
ITD, wmyTaumm R132H wmiam R100Q/R104V/F108L/R119Q/I130V B IDH1 wmum
MyTauum R140Q0 mam R172 B IDH2.

16. Cnoco® mno JmboMy w3 nm. 1-15, B koTopom OMJI sgBjseTcs
pedpakKTepHEM MM PEelVIVBUPYIINMM .

17. Crnioco® no JmboMy M3 mnmn. 1-16, B KOTOPOM aHTHUTeJo k CD38
BBOOAT IJIS MHIOIYLMPOBAHMSA PEeMMCCUM, IIOCJIe PEeMUCCUUM WM B KadecTBe
IONNepPXUBAKIIEN Tepalun.

18. Cnioco® mo jgwbomy M3 mnmn. 1-17, B KOTOPOM aHTMUTeJO kK CD38
BBOIOAT B KOMOMHauUuM C, IO MeHbIeV  Mepe, OOHVM  BTOPHEM
TepalleBTUUECKMM aTeHTOM.

19. Cmnoco6 mo n. 18, B KOTOPOM, IO MeHbBIeW Mepe, OIUH

BTOPOV  TepaleBTUUYECKMM aTeHT IpelcTaBjseT cobor umTapabuH,
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oayHOpYOUIINMH, nnapyoOuumnH, MUTOKCAaHTPOH, TUIPOKCUMOUEBUHY,
ODeumTadbul, KJIanopmubuH, baynapabuy, TOIIOTEKaH, BTONO3UI, 6-
TUOTYaHUH, KOPTHUKOCTEpOUI, IPpedHM30H, IeKcaMeTa30H, MeTOoTpeKcaT,
6-MEepKaITONYPUH, al3alMuMTUIMH, TPUOKCHUI MHMbLIKA WJIM IIOJHOCTLIO
TPaHC-PEeTUHOEBYID KMUCJIOTY.

20. Cnoco6 mno n. 18, B KOTOpPOM, IO MeHBIIEM Mepe, OOUH
BTOPOM TepaleBTUUECKUN aTl'eHT IMIpencTaBjigeT coBoM IIOJIHOCTBLI TpPpaHC—
PETUMHOEBRYID KUCJIOTY, LMTapabmuH, OeumMTadrH MIM ITOKCOPYOMUIIMH.

21. Cnoco6 no JjwboMy u3 nmn. 17-20, B KOTOPOM aHTUTEJIO K
CD38 wm, IO MeHbIeM Mepe, OIMH BTOPOM TepaleBTUUYEeCKUNM areHT
BBOOAT OIOHOBPEMEHHO, IIOCJIeOOBATEJIbHO MJIM OTIOEJILHO.

22. Cnoco6 no Jgwbomy m3 mamn. 17-21, B KOTOPOM, IIO0 MeHbIen
Mepe, OOMH BTOPOM TepaleBTUUYECKUN areHT YBeJIMUMBaeT
[IOBEPXHOCTHYI »2KcIOpeccuio CD38 Ha kJjeTkax OMII.

23. Cnoco6 mno JmwboMy ™3 IOIo. 1-22, B KOTOPOM CyOBeKTa
OOTIOJIHUTEJIEHO JleuaT MM JIEUMJIM C [IPpUMMeHEeHMEM paluoTepalluu.

24, Cnoco6 mo JjwoboMy M3 M. 1-23, B KOTOPOM CYOBEKTY IPOBOILAT
TPaHCIJIaHTALMIO I'eMaTOIO3TUUECKUX CTBOJIOBHX KJeTok (HSCT).

25. Cnoco6 mo 1. 24, B koTopoM HSCT sgBjigeTcs aJIJIOTeHHOM,
ayTOJIOTUUECKOV MJIM MBOTEHHOM.

26. Crnioco® mno mn. 25, B koTopoM HSCT BrRIIOUAET TpPaHCILJIaHTAaLUO
CTBOJIOBHIX KJIETOK KPOBM, IIOJIYUEHHHX M3 KOCTHOTO MO3Ta, KPOBU WIK
AMHUOTHUUECKOM XUIKOCTH .

I[Io DOBepeHHOCTH
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