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2420-566186EA/052
AHTUTEJIA K CD38 [JisI JIEUEHMS OCTPOI'O MMEJIOJIEMKOBA

OBJIACTEH IIPMMEHEHVA M3OEPETEHNMA

Hacroamee wm300peTeHMe OTHOCUTCA K CclIocofaM JiedeHUd OCTPOTO
MMeJIoJIeMko3a C MCIOJIb30BaHMEeM aHTuTelsl Kk CD38.

OPEIIIOCEUIKM COSBIAHMS M3BOBPETEHNUA

CD38 oTHoOCHTCHA K MeMOpaHHBEM OejikaM II Tuma C aKTUMBHOCTBIO Ald-
PUOOBMIILIMKIIABE, KaTalu3upyllel ofpaz3oBaHMe BTOPUUHEX MECCEeHIKEPOB
LMKJIMUE CKOM AlIO-pudO3H (LAIDP) n HMKOTHMHOBOM KMCJIOTEI—
ameHMHIMHYKJIeoTundpochaTa (HKAIOD) wm=z HAIOD m HAIDI® COOTBEeTCTBEHHO.
CD38 omnocpelyeT MOOUIM3AUUID KaJblMia M PeryIMPYeT BHYTPUKIIETOUHHE
ypoBHM HAII, ¥ TIPedloJIOXUTEJIbHO MUIpaeT pPoJibk IIPpY  OCyleCTBIIeHUN
PABJIMUHHX QU3MOJIOTUUECKUX OYHKUIMM (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; Wei et al., WJBC 5:58-67,
2014)

OcTpeit M1eJIOJIENMKO3 (OMIT) OTHOCUTCH K TeTepPOTeHHEM
TeMaTOJIOTUYECKMM PacCTPOMCTRAaM, IJSI KOTOPHX XapaKTepHa KJIOHaJIbHAad
SKCIaHCHUSA M/EJIOMOHHX OJIacTOB B KOCTHOM MO3Te, IepubeprUuecKOM KpOBU
U OIpYyI'MX TKaHAX. HecMOTpsA Ha OOCTUIHYTHE B IIOCJIeOHee BpeMd YyCIexWu,
CylleCTByIIMEe CXeMul JiedeHMsda OMJI c ypoBHeM b-jieTHel Oe3pelVIOIVBHOMN
BEIKMBaAEeMOCTH Hmxe 30% mo-npexHeMy HeyIOBJIETBOPUTEJILHEH.

[TosTOMYy CyIlleCTBYyeT IMNOTPebHOCTE B 5OOeKTUBHEX BUIaxX JIeUeHUd
OMIJI.

N3JIOXEHVE CYIIHOCTU M3OBPETEHNMA

OIoMH BapMaHT OCVYIEeCTBJIeHUS M300peTeHrsa OpelcTaBJisgeT cobon
criocof JieueHMsa CyOBeKTa C OCTPHM MMeJoJieMko30oM (OMJI), BRJIOYAMMN
BBeIeHVe TpebynmeMy 5SToTo CyOBReKTYy aHTUTeJla kK CD38 B TeueHue
BpeMeHM, IOCTaTOUHOTO nJjg JieueHmsa OMJI.

B oOIOHOM BapMaHTe OCYMeCTBJIeHMs Mu300peTeHMs IpenjlaraeTcd
crioco® JiedeHMs CyOBeKTa C OCTPHM MMeJioJiekozoM (OMJI), BKJIIOYAKMMUMA
BBelleHMe TpelyomeMy 5STOI'o CyOBeKTy aHTUTeJa k CD38, KoTopoe
KOHKYpPUPYeT 3a CBA3HBaHMe ¢ CD38 < aHTUTEJOM, COIepXallM
BapmuabesbHyl 00JIacThk TAXEJIONM Leln (VH) ¢ SEQ 1ID NO: 4 wu

BapuabenbHyl ob6JiacThk Jerkom uenm (VL) ¢ SEQ ID NO: 5 B TeueHue



BpeMeHM, IOCTaTOUHOTO nJig JiedeHMsa OMII.

KPATKOE OIIMCAHME PUCYHKOB

Ha &wur. 1A 1nokaszsaH IIpMMep MHIOIYLUMPOBAHHOTO IapaTyMyMaOoM
arorTo3a IIPpM OTCYTCTBUM IIOIEPEUHEX CHMBOK B KJIETOUHOM JMHUM OMJI
NB-4. PI: HOponuIuM-MOOUI.

Ha &wur. 1B 1[okaszsaH I[IpMMEep MHIOYLUMPOBAHHOTO HapaTyMyMadoMm
aronTosa IpPpM HaJMUMM IIOINepPeUHHX CIIMBOK B KJIETOUHOW JMHUM OMJI NB-
4., PI: OponuIuUV-MOIOMUI.

Ha &wur. 2A 1nokaszsaHa 20PeKTMBHOCTL JapaTyMyMa®a B MOIeJU
3406 MOJYdeHHOTO OT IallMeHTa KCeHOTpaHCIJIaHTaTa (PDX) OMJI,
KOTOPYID OIpenelisjM I[I0 CHMWXeHMIO IOIpolleHTa (%) JIeMKO3HHX KJEeTOK
CD45t*CD33* B KOCTHOM MOBTe (BM) , ceJle3eHKe (SPL) u
nepudpepruuecKom KPOBU (PB). KoOHTpPOJE: ez obpaboTku; IgGl:
WU30TUNIMUECKUM KOHTPOJL; Dara: »napaTyMyMmMat®. Ha oourype NOpUBeIeHH
pP-3HaueHus (M30TUNIMUE CKUMN KOHTPOJIb 1o CpaBHEHUID C
napaTyMyMaboM) .

Ha &ur. 2B mnokaszsaHa 20PeKTHMBHOCTL JapaTyMyMab®a B MOIEJU
7577 NOJIYydeHHOTO OT IIallMeHTa KCeHOoTpaHcIlaHTaTa  (PDX) OMJI,
KOTOPYK OIpenesidiM IO CHMWXeHMI IOpolleHTa (%) JeMKO3HHX KIEeTOK
CD45*CD33* B KOCTHOM MOBTe (BM) , ceJie3eHKe (SPL) u
nepudpepryueckom KpPOBU (PB) . KoHTpoJsb: 0es obpaborkmu; I1IgGl:
UBOTUINUECKUM KOHTpPOJIb; Dara: IDapaTyMyMa®. ns: He BHAUUMHM. ***p
< 0,001.

Ha &wur. 2C mnokasaHa 20PeKTMBHOCTL IDapaTyMyMa®a B MOIeJU
8096 TMoOJy4YeHHOTO OT TIallMeHTa KCeHOTpaHCIJIaHTaTa (PDX) OMJI,
KOTOPYID OlLeHMBaJIM II0 CHMXeHMUIO IOIpolleHTa (%) JIeMKO3HHX KJIEeTOK
CD45tCD33* B KOCTHOM MOBTe (BM) , ceJle3eHKe (SPL) u
nepudpepruuecKom KPOBU (PB). KOHTpPOJEB: ez obpaboTku; IgGl:
WU30TUNIMUECKNIM KOHTPOJB; Dara: HapaTyMyMa®. nsS: He 3HaAUMMHBM. *p <
0,05.

Ha &wur. 3A mnokaszaHa 20PeKTMBHOCTEL HapaTyMyMaba B MOIEJMU
3406 TIOJIYUdEeHHOTO OT IallMeHTa KCeHOTpaHCIJIaHTaTa (PDX) OMJI,
KOTOPYI OlLIeHMBAJM IO CHMXeHM I ofmel JIeMKO3HOM HaTpPy3KM B KOCTHOM
MO3Te (umMcio kJeTok CD45'CD33T mja uYeTHpex kKocTel). KoHTpoJsb: ©6es
obpaborkyu; IgGl: MIOTUIMUECKMM KOHTPOJIL; Dara: mapatymymad. He

OTMEUYaJIOCh CYMeCTBEHHEX pazjuuui (p > 0,01) B JIEMKO3HOM HaITpy3Ke



B KOCTHOM MO3Te Mexny KoHTposeM u Dara. IlokazaHO p-3HadeHMe IJI9
CpaBHEeHMSa MeXOy TpyIlaMid MW30TUIIMUECKOTO KOHTPOJISA M JIeUeHUd
oapaTyMyMadoM.

Ha @&ur. 3B 1nokaszaHa 5200eKTUMBHOCTE »OapaTyMyMadba B MOOeJU
3406 T1[OJy4YeHHOTO OT IallMeHTa KCeHOTpaHCIJIaHTaTa (PDX) OMJI,
KOTOPYH OLEeHMBaJIM IO CHWXeHMI0 ofmel JIeMKO3HOW HaTpy3KM B
ceJiezeHkKe (umMcJio kKJeTok CD45'CD33* Ha ceJie3eHKy). KoHTpoJib: ©0e3
obpaboTKM; IgGl: U30TUIINUECKUY  KOHTPOJIL ; Dara: onapaTymMymao.
[IpUBOOMTCA P-3HauUeHMe MexXOy TpYyIldlaMyM M30TUIMUECKOTO KOHTPOJSA U
JIeUeHUsda OapaTyMyMaOoM.

Ha émr. 3C nokazaHa »0PeKTHMBHOCTBL HapaTyMyMaba B wMomesm 3406
[IOJIYUYeHHOT'O OT IallMeHTa KceHoTpaHcIulaHTaTa (PDX) OMJI, KoTOpyo
OlLlIEHMBAJIM IO CHMWXeHUIO oOmer JIeMKO3HOM HaTpPy3KM B IIepudbpeprniecKon
KpOBU (umcjio KjaeTok CD457CD33" Ha MkKJI KpoBM). KoHTpoJb: 06e3
oBpadboTKM; IgGl: VB30 TUIINYECKUN KOHTPOJIE ; Dara: napatyMyMa.
[lokazaHo pP-3HaAUYeHMEe MeXOy TIpyldlaMid M30TUIIMUYECKOT'O KOHTPOJIA WU
JIeUeHrd IOapaTyMyMaboM.

Ha &wur. 4A 1okaszaH IIpMMep MHIYLMPOBAHHOTO IapaTyMyMaOoM
CHUXEHU A SKCIPeCCUn [IOBEPXHOCTHOT'O CD38 B MO eJin 3406
[IOJIYYEHHOT'O OT IalMeHTa KCeHOoTpaHcruiaHTaTa (PDX) OMJII B KOCTHOM
MosTe (BM), ceqneszenke (SPL) u nepubepuueckol kpoBu (PB) uepes 5
HeleJlb JledeHMd »OapaTyMyMaboMm. KoHTpoJk: 0e3 obpaboTku; IgGl:
U30TUIINUECKUY KOHTPOJIL; Dara: naparymMyMat®. IlpuMBelOeHHBEe Ha QuUIType
pP-3HaueHMsa OTHOCATCH K M30TUIMUECKOMY KOHTPOJIO II0 CPaBHEHUI C
oDapaTyMyMadoM.

Ha &ur. 4B T1oka3aH I[OIpUMep MHIYLIMPOBAHHOTO »OapaTyMyMad®oMm
COKpalleHMs IM[IPOLEeHTHOTO comepxaHmsa CD38-TIOJOXUTEJILHEX JIeMKoOJIaCcTOB
B Momenu 3406 NoJIydeHHOTO OT IallMeHTa KCeHOTpaHCIUlaHTaTa (PDX) OMII
B KOCTHOM Mo3Te (BM), cemnezeHke (SPL) u mnepubpeprueckod KpoBu (PB)
yepes b5 Heness JedyeHMA JapaTyMyMadboM. KoHTpoJb: ©6e3s o00paboTku;
IgGl: M30TUNIMUECKUM KOHTPOJE; Dara: nmapaTyMyMa®. VYKasz3aHb p-
3HAUEHMA IJIS CpaBHEHMS Mexny IpyllaMy W30TUIIMUYECKOT'O KOHTPOJIA U
JIeUeHrd IOapaTyMyMadOoM.

Ha &wur. B5A mnokazaHa 5»0PeKTMBHOCTEL JapaTyMyMaba (dara) 1npu
[IPpMMEHEHMM B KaueCTBe MOHOTepalluM MWJIM B KOMOMHAUMM C OaKOI'€HOM

(DAC) wmim umMTapadbMHOM M OOKCOPYOMUMHOM (chemo) 1OJjid CHWXEHUS



JIEMKO3HOM HaTrpy3KM B MOOEJM 3406 TIOJIYUYEHHOTO OT IIalMeHTa
KCceHOTpaHcIJIaHTaTa (PDX) OMJI B KOCTHOM MO3Te. JIeMKO3HYID HaTPy3KYy
OLleHMBaJIM KakK % KJeTok CD45*CD33*. KouTpoJsb: N30 TUNINYUECKUN
KOHTpoJib. *p < 0,05; **p < 0,01; ***p < 0,001. ns: He 3HaAUMMHIN.

Ha &wur. 5B nokaszsaHa 5»00eKTMBHOCTL HapaTyMyMaba (dara) mnopwu
[IPMMEHEHUM B KadecTBe MOHOTepalMM MJIM B KOMOMHaALUM C OaKOTeHOM
(DAC) wmam umTapabmMHOM M »OOKCcOpyOmMuUMHOM (chemo) IOJd CHMXeHUSA
JeMKOBHOM Harpys3ku B wMomesiu 3406 IIOJYUeHHOTO OT IalMeHTa
KCceHOTpaHcIJlaHTaTa (PDX) OMJI B ceJjleseHKe. JIeMKO3HYID HaTPy3Ky
OlleHMBaJIM Kak $ KJeTok CD457CD33". KOHTPOJbL: M30TUNIMUECKUN
KOHTpOJIL. *p < 0,05; **p < 0,01; ***p < 0,001. ns: He 3HaAUUMHIA.

Ha &wur. 5C nokazaHa >0PeKTHMBHOCTBL JapaTyMyMaba (dara) mnpwu
[IPMMEHEHUM B KadeCcTBe MOHOTepalMM MM B KOMOMHaALUUM C OaKOT'eHOM
(DAC) wmam umMTapabMHOM U JOKCOpyOMIMHOM (chemo) 5mJd CHWXeHUS
JIeMKO3HOM’ Hal'py3KU B MO I eJin [IOJIYYeHHOT'O oT nauueHTa
KCceHOTpaHcIJIaHTaTa (PDX) OMJI B HOepudpepUuecKOoM KpPOoBU. JIEeMKO3HVYO
HaTrpy3Ky OLIEHUBAJIN Kak % KJIETOK CD45*CD33". KouTpoJib:
M30TUNIMUECKUM KOHTpOJL. *p < 0,05; **p < 0,01; ***p < 0,001. ns:
He 3HaUMMBIM .

Ha &éur. 6A TI[I0OKazaHO BJMAHME HOapaTyMyMaba (dara) npu
[IPMMEHEHUM B KadecTBe MOHOTepalrMM MM B KOMOMHaALUM C OaKOT'eHOM
(DAC) wmim UuuTapabMHOM M »OOKCOPYOMLMHOM (chemo) Ha B»KCOpPeCcCHBD
CD38 Ha CD45'CD33* OMJI ©6JacTax KOCTHOTO Mo3Ta B Momesum 3406
[IOJIYUEHHOTO OT IallMeHTa KCeHOTpaHCIJlaHTaTa (PDX) . JleMKO3HYD
HaTrpy3Ky OLlEHUBAJIU Kak % KJIETOK CD45*CD33". KoHTpOoJIb :
U30TUNIMUECKUM KOHTPOJIL. *p < 0,05; **p < 0,01; ***p < 0,001. ns:
He sBHauuMMbeli. CHUO: cpeldHAS MHTEHCUMBHOCTL QJIYOPEeCLeHLUN .

Ha  éwur. 6B IIokaszaHO BJMAHMEe HOapaTyMyMaba (dara) npu
[IpUMeHeHUM B KadeCTBe MOHOTepalrM WM B KOMOMHAUMM C IaKOI'eHOM
(DAC) wmim uMTapabMHOM M IOKCOpYOMIMHOM (chemo) Ha »BkcOpeccuo
CD38 Ha CD457CD33" OMJ fjacTax ceJle3eHKM B MOIOeJu 3406
[IOJIYUYEeHHOT'O OT IallMeHTa KCeHOoTpaHcIJlaHTaTra (PDX) . JIeMKOBHYID
HaTpy3Ky OlLleHMBAJIN Kak % KJIETOK CD45*CD33". KouTpoJas:
U30TUINUECKUM KOHTpOJbL. *p < 0,05; **p < 0,01; ***p < 0,001. ns:

He 23HAaUMMLI.

Ha  &wur. 6C TI[oKaszaHO BIMAHME  OapaTyMyMaba (dara) npu



IpMMeHEHMM B KadecTbBe MOHOTepalMy WM B KOMOMHALMM C HDaKOT'eHOM
(DAC) wmim umMTapabMHOM M IOOKCOPYOMUIMHOM (chemo) Ha skchnpeccun CD38
Ha CD45'CD33* OMJI 0OJjacTax IHIepudepudeckom KpoBM B Momesm 3406
[IOJIYYEeHHOT'O  OT IlallMeHTa KCeHOTpaHCIlJlaHTaTa (PDX) . JIeMKO3HY
Harpys3Ky OlLeHMBaJ M Kak % kJeTok CD45*CD33*. KOHTPOJIL: M30TUINUYECKUN
KOHTpoJIb. *p < 0,05; **p < 0,01; ***p < 0,001. ns: He 3HaAUNMHIL.

[NIOOPOEHOE OIIMCAHWE WM3OBPE TEHNS

TepmmH «CD38» oTHOCHMTCA K Oejnky CD38 uyejoBeka (CHMHOHMMH:
AllO-pubo3UJILMKIIa3a 1, nAIdp-THUOposasa 1, LMKJIMueckass Ald-
pubosorumpoJsasza 1). UYesoBeueckurt CD38 wmMeeT aMMHOKUCJIIOTHYIO
IocJyleJOoOBRaTeJIbLHOCTL, IIOoKaszaHHynw B SEQ ID NO: 1

[IpennojlaraeTcCcs, UYTO TepPMMH «aHTUTEJIa» B HaCTOAlleM IOKYMEHTE
MCIIOJIE3YeTCd B WNUPOKOM CMHCJe W BrJOYaeT B cebsa MOJIEKYJIH
VMMyHOIJIOOYJIMHOB, BKJIKUAs MOHOKJIOHAJILHEIE aHTUTeJa, BRJKUAKINE
MBIIMHELE , JeJIOBeUueCcKue, analTUpOBaHHEEe 0JIs JeJIOBeKa,
I'YMaHU3MPOBAHHEE M XMMEPHHE MOHOKJIOHAJIBHEHE aHTUTeJla, O(parlMeHTEH
aHTUTeJ, fucieUndrUIeCcKUE W MYJIb TUCIIeIVOUUIeCKIUE aHTuUTeNa,
OVIMEpPHELE, TeTpaMepHEEe WM  MyJIbTUMEPHEE aHTuTeJa, a Takxe
OOHOLIEIIOUEeUHEle aHTUTEJA.

VIMMYyHOTUJIOOYJIMHEL MOT'YT OTHOCUTLCHA K [IATM OCHOBHHM KjlaccaM, a
uMeHHo IgA, IgD, IgE, IgG m IgM, B 3aBMCUMOCTM OT aMMHOKMCJIOTHOM
IIOCJIeIOBATEeJIbHOCTM KOHCTAHTHOT'O IOMeHa TsaxeJon Lenm. IgA u IgG
OOTIOJIHUTEJIEHO KJIACCUIULUUMPYITCHA Ha M30TUIle I1gAi1, IgAz, IgGi, IgGgz,
IgGs m IgGs. Jlerkme ULelOM aHTUTeJ JIIOHX BMIOOB I[IO3BOHOUHHX B
3aBUCUMOCTM OT aMMHOKMCJIOTHEIX I[IOCJEeNOBaTEeJILHOCTEeM MX KOHCTaHTHEX
IOOMEHOB MOXHO OTHECTM K OOHOMY M3 IOBYX UYeTKO OTJIMYAKIUXCSI TUIIOB,
a MMeHHO Kamna (k) u JjgaMmboa (A).

TepMuH «dparMeHTE aHTUTEeJa» OTHOCUTCSA K  dYacTM  MOJIEKYJIH
VMMyHOTJIOOYJIMHa, KOTopasd COXpaHAeT aHTUTEeHCBA3HBAKMUM CauT TIXeJIon
nenM u/viaM JIeTKOM LielM, TaKoM KaK OoIpelesdomMe KOMILIEMEeHTapHOCTH
obJjlacTtu T KEJION Lenm (HCDR) 1, 2 " 3, onpenegoime
KOMILJIEMEHTAPHOCTEL obJjlacTu JeTKoMm Lenm (LCDR) 1, 2 u 3,
BapuabeJibHasa o6jacTb TaKegou uUenm (VH) wmim papmab®esbHasd o0JIacTh
Jerxkom uemu (VL). OdparMeHTH aHTUTeJ BKJIOYaT oGparMeHT Fab -

OOHOBAJIEHTHHEM OparMeHT, COCTOAmMM M3 »JoMeHoB VL, HV, CL u CHI;



dparMeHT F(ab): - IBYXBaJIeHTHBI dparMeHT, comepXamui oBa
dparMeHTa Fab, CBA3AHHHX OUCYJIBOUMIOHHM MOCTMKOM B IIAapPHUPHOM
objacTtu; oparMeHT Fd, cocTrosamuy m3 gomMeHoB VH m CHI; OdparMeHT
Fv, cocroammi M3 pgoMeHOB VL M VH oIOHOTO IlJleda aHTUTeJla; O(paTlMeHT
IOOMeHHOTO aHTuTeJla (dAb) (Ward et al (1989) Nature 341:544-54¢6),
KOTOPEM COCTOMT U3 JnoMeHa VH. IomMenn VH u VL wMoOTyT OHTH
CKOHCTPYUPOBAHEL ¥ CBA3aHH BMeCTe TIIOCPeICTBOM CHUHTETUUECKOT'O
JIMHKEepa c obpa3oBaHMEM pPa3JIMUHEIX TUIIOB KOHOUTYpalLu
OINHOILIEIIOUYEUHHX aHTUTeJ, B KOTOPHX M»OOMeHH VH/VL COoeIMHAnTCS B
napy BHYTPUMOJIEKYJIAPHO MM MeXMOJIEKYJISPHO B TexX CJydaax, Korjga
oomMeHel VH w VL BDKCIOpeccUupyoTrca OTOeJIbHEIMA OINHOIIEIIOYUEeUHEIMA
KOHCTPYKIMAMA aHTUTE, C obpasoBaHUeM OOHOBAJIEHTHOTO
AHTUTEeHCBA3HBaKIEero caklTa, TakKoro Kak OOHOoleloueuHslM Fv (sScFv)
WUV OUaTEeJIO; OHM OINMCAHE, HalpuMep, B MeXIYHAPOIHHX IyOJMKAIIMAX
PCT NN W01998/44001, WO01988/01649, W01994/13804 m W01992/01047.
ODaHHBEe QParMeHTH aHTUTEeJ IoJydalT ¢ IIOMOMLBIKD MeTOOWK, XOPOoIlo
VM3BECTHEIX CHelMaJMCTaM B »OaHHOM o06JacTu, ¥ IOPOBOOAT CKPUMHUHT
dparMeHTOB Ha OPUTOOHOCTD TakKyM  Xe obpasoM, Kak u OJIA
[IOJIHOPA3MEPHEIX aHTUTEeJ.

CJIOBOCOUEeTaHMe «BHIOEJIEHHOE AaHTUTEeJIO» O3HavaeT aHTUTEeJIO WU
bparMeHT aHTUTEeJa, IO CYIeCTBY He colepXale »OPYIMX aHTUTeJ,
VMMENMKMX pPas3Hbe 3BHaAaUeHUsa aHTUITEeHHOW CIeuuMdUuUHOCTHU (Hampumep,
BHIOEJIEHHOE aHTUTEJIO, crneumudpmuUueckKkM CcBABHBaKmeeca ¢ CD38, 1o
CYIIECTBY He COLOEPXUT aHTUTe, CrieundpmuUuecK CBA3HBAKIMUXCSI C
aHTHUITeHaMM, OTJIMUHBEIMM OT ueJioBeueckoro CD38). OmoHaKO BHIOeJIEHHOEe
aHTUTEJIO, creunpmuueCcKm CBA3HBAaKIEECH c CD38, MOXeT UMEThb
[IEPEKPECTHYD PEakKTUBHOCTE C IPyI'MMM aHTUI'eHaMu, TakMMM  Kak
OpTOJIOTM ueJloBeueckoro CD38, HanpmuMmep CD38 Macaca fascicularis
(aBaHCKOTO Makaka). bojilee T0oT0, BHIOEJEHHOE aHTUTEJIO MOXET IIO
CylleCcTBY  He comepxaThb OpyToTO KJIETOUHOT'O MaTepmala n/nnm
XUMUUECKUX BEMeCTB.

BapmrabesbHasa o0JacTb aHTHTeJla COCTOUMT M3 «KapKacHOM» objlacTu,
pasmeJIeHHOM TpeMAa KAHTUT'€HCB A'3BIB aIMMA camTaM» .
AHTUTeHCBA3LBAKIME CaVTH OIpeleJleHEl C IIOMOWBbI Pa3JIMUHEIX TEePMUHOB:
obJjlacTH, oOlpenejdplre KoMiJieMeHTapHocTs (CDR), Tpm B VH (HCDRI,

HCDR2, HCDR3) wmu Tpm B VL (LCDR1, LCDR2, LCDR3), OCHOB&HHE Ha



BapuabelIbHOCTKM IocjenoBaTeJibHoCcTM  (Wu and Kabat J Exp Med
132:211-50, 1970; Kabat et al Sequences of Proteins of
Immunological Interest, b5th Ed. Public Health Service, National
Institutes of Health, Bethesda, Md., 1991), «runeprpapuadesibHHE
objactu», HVR wmam HV, Tpm B VH (H1, H2, H3) m Ttpm B VL (L1, LZ,
L3), oTHocaTca kK ofbjacTaM BapuabeJIbHHEX IOMEHOB aHTHUTeJla, KOTOpPHE
ABJIAIOTCA TI'HIepBapuadesIbHEMM IO CTPYKTYPpe COoIJlacHO olpeleJIeHU’o
Chothia and Lesk (Chothia and Lesk, Mol. Biol 196:901-17, 1987).
Ipyrrue TepMMHH BkJo4JalT IMGT-CDR (Lefranc et al., Dev Comparat
Immunol 27:55-77, 2003) ¥ <«MUCHOJIB30BaHME OCTaATKOB, OIpelelJISnlnx
cnelndmuuHoCTE» (SDRU) (Almagro Mol Recognit 17:132-43, 2004). B
MeXIYHapOOHOM tasze OaHHEIX ImMunoGeneTics (IMGT)
(http://www_imgt org) mnpepcTabjieHa CTaHTapTU3MPOBaHHad HyMepalud
M oIpelejieHMe aHTUTEHCBA3HBAKIMUX CcaliToB. COOTBETCTBME MeXOy
pasrpaHudveHuaMu CDR, HV m IMGT ommcasHo B nybOiukaumm Lefranc et
al., Dev Comparat Immunol 27:55-77, 2003.

[IpM MCHOOJIL30BAHMM B HACTOAMEeM OOKYMEeHTe TepMMH «OCTaTKM IIO
Chothia» oszHauaeT octaTku VL m VH aHTUTeJI C HyMepalueV 1o Al-
Lazikani (Al-Lazikani et al., J Mol Biol 273:927-48, 1997).

«Kapkac» MM <«KapKacHBE I[I0CJeOOBATEJbHOCTHUY» IMIPedCTaBJIALT
cobomn OCTaTOUHHE [IocjiIenoBaTeJIbHOCTH BapuabeJbHOM obJjacTu,
KOTOpPEHEe OTJINYAKTCH oT Tex, KOTOPEIEe onpeneJieHH Kak
AHTUTEHCBSI3LBaIMe CamTH. [IOCKOJILKY nJis onpeneseHUS
AHTUTEHCBA3HBAIMX CaMTOB MOI'YT MCIIOJL30BaTLCS Pa3HHEe TEepPMMHH,
Kak OIIMCAaHO BHINIE, omnpemneJieHue TOUHOM AMMHOKMCJIO THOM
[IOCJIeIOBATEJILHOCTY KapkacHoM o6JacTu BaBMCUT OT olpeleleHUs
AHTUTEeHCBA3EBAKMEI0 cakTa.

TepMMH «TYMaHMB3UPOBAHHOE AaHTUTEJIO» OTHOCUTCS K aHTUTeJy, B
KOTOPOM aHTUIEeHCBA3LBAKIME CaWTH [IOJIYYeHH M3 BUIOB, OTJIMUHEIX OT
JeJIOBEKA, a KapKacH BaprabeJIbHOM obJyacTu [IOJTyYeHE oT
rnocJienoBaTeJIbHOCTEN UeJIOBeUeCKUX VIMMYHO TJIOOYJIMHOB .
T'yMaHM3UPOBAHHEIE aHTHUTeJla MOTYT BKJIOUATL BaMeHH B KapKaCHHX
objlacTax, B pe3yJibTaTe Uero Kapkac MOXeT He ABJIATLCA TOUHOM KOIIMeM
SKCIPEeCCUPOBAHHOTO UYeJIOBEUeCKOTO UMMYyHOIJIOOYJIMHAa WJIM 3apOoObIIeBHX
TeHHBEIX II0CJIeNOBATEJILHOCTEN.

TepMJ/IH KamgallTMpOBaHHEIE IOJIA yeJjioBekra» aHTuruTeJla I



«amalTUPOBaHHBE  OJIA  UYeJIOBEUECKOTO Kapkaca (HFA)» aHTHUTeJa
OTHOCUTCH K I'YMaHM3UPOBAHHEM aHTUTEJAM, ajalTUPOBAHHEIM  IIO
criocofaM, OIIMCAaHHEM B [IaTeHTHOM OyOiMkaluu CIA N US2009/0118127.
AmanTuUpoBaHHEE IJIA UYeJIOBeKa aHTUTeJla I'YMaHM3UPYIT I[IyTeM BHOOpa
UeJIOBeUEeCKMX KapKaCOB-aKLellTOPOB Ha OCHOBEe MaKCHUMaJIbHEX CXONCTB
CDR um FR, COBMECTMMOCTM IJMH ¥ CXOIOCTB IIOoCJIefOoBaTeJIbHOCTEeM
nerejb CDR1 m CDR2 m uyacTu mnetTejb CDR3 JeTkKoM LenmM.

TepMMH  «UeJIOBeueckoe AHTUTEJIO» OTHOCUTCH K aHTuTely,
VMepIeMy BapuabeJIbHBEIEe 0B0JIaCTM TAXEJION U JIeTKOM liellel, B KOTOPHX
Kak KapkKacHHEe, TaK ¥ aHTUTeHCBA3LHBAalmMe CalThH [IOJYUeHHB U3
IOCJIeIOBATEJILHOCTEN UeJIOBeUeCKOTO IMIPOUCXOXIeHMSI. ECIM aHTUTeJIO
COIepXMT KOHCTaHTHYK 00JIaCThb, KOHCTaHTHad OOJIaCTk TaKXe II0oJIydeHa
13 TIOoCJIeIOBaTeJIbHOCTEeN UeJIOBeUeCKOTO INPOUCXOXIEHMUS.

UeJIOBEUECKOE AaHTUTEJIO COIepXUT BapuabdesibHHe O00JIacTU TIXeJIOoNn
WM JIeTKOM 1llelled, KOTOpHEe «IIOJYyUeHH M3» II0oCJeloBaTeJIbHOCTeMN
UeJIOBEUECKOTO IIPOMCXOXIEeHUs, IIpuueM BapuabelibHBIe OOJIaCTM aHTUTEJa
[IOJIYYEeHE nu3 CHUCTEMH, B KOTOpOM [IPUMEHSAETCSH yeJIoOBeueCKUn
VIMMY HO TUIOOYJIMH 3apONEIEBOTO THUIIA VI [IepeCTPOEHHHE T'eHEHl
VIMMYHOTJIOOYJIMHOB . Taxkue CUCTEMH BKJIOUAT OUBIMOTEKN TeHOB
yeJjloBeueCKUX VIMMYHOTJIOOYJIMHORB, oToDpaxaeMele Ha bare, u
TPAHCT'€HHEIX XMBOTHEIX, OTJIMUHEIX OT UYeJIOBeKa, TaKMx KakK MM,
HeCcylmMx JIOKYCH UeJIOBEUEeCKUX UMMYHOIVIOOYJIMHOB, KaK OIMCaHO B
HacTodAmeM  OOKyMeHTe. YeJioBeUECKOE aAHTUTEJIO MOXeT comepXaThb
AMUMHOKMCJIOTHHE OTJIMUMSA II0 CPaBHEHMI0 C UeJIOBeUeCKOM 3apOonbIeBOMN
JVHUEN WM IIepeCcTPOeHHBe IIOCJelOoBATEeJIbHOCTY UMMYHOIJIOOYJIMHOB,
0OyCJIOBJIEHHEIE, HallPMMEP, BCTPEeUYaAKIMMMCHA B ECTEeCTBEHHEX YCJIIOBUAX
COMaTUUECKMMM  MyTalMsaMHI W HaMepeHHHBM BBeIeHMEM  3aMeH B
KapkKacHHe WM aHTUIeHCBA3HBakmMe CcalTel. Kak IpaBWJIo, uUeJloBeueckKoe
AHTUTEJIO II0 aMMHOKMCJIOTHOM IIOCJIeOOBaATeJIbHOCTM, II0 MeHbIleM Mepe,
Ha okoJio 80%, 81%, 82%, 83%, 84%, 8b0%, 86%, 87%, 88%, 89%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmum 100% UOEHTUUHO
AMMHOKMCJIOTHOM IIOCJIedOBaTeJILHOCTH, KOIOUMPYEeMOM T'e€HOM UeJIoBeuecKOoMu
3apPOOEMEBON JIMHUM WM IIepecTPOeHHEM TI'eHOM UWMMyHOIJIOOyJMHa. B
HEKOTOPHIX cJydasax YeJIOBEUEeCKOE aHTUTEJIO MOXET comepxXaThb
KOHCEHCYCHEE KapKaCHEE [IoCJIeI0oBaTEeJILHOCTH, [IOJIYYEeHHEe B

pesyjirTaTe aHaJIM30B dWeJIOBeUEeCKMX KapKaCHEX IocJegoBaTEJILHOCTEN,



HamnpuMep, KaK oIMcaHO B nOyoimkalum Knappik et al., J Mol Biol
296:57-86, 2000, wmmm cuHTeTuueckme HCDR3, BKJIIOUEeHHEE B OMOJIMOTEKU
T'eHOB yeJIoBeUueCKUX MMMYHOTUIOOYJIMHOB, oToBOpaxaeMele Ha dbare,
HamnpuMep, KakK oImMcaHo B nybmamukauumm Shi et al., J Mol Biol
397:385-9¢, 2010 u MEXOYHapOOHOM IaTeHTHOM ny 6JIMK alum Ne
W02009/085462). AHTHUTEeJla, B KOTOPHX AaHTUTEHCBAS3HBAWIME CAaNTH
IIOJIy4eHE OT BMIOOB, OTJIMYHEIX OT UeJIOBeKa, He TIOoOXOoOAT IIoq

OoIipeneJieHle 4YeJIOBeUeCKOI'O aHTUMTeJla.

BrimeJIeHHEIE I'YMaHMU3VMPOBaHHEIE aHTHTeJla MOTYT OBITH
CHMHTeTN4YeCKVMHM . YeJioBeUueCKHue aHTHTeJla MOTYT OHITH CO3IOaHHE C
IIOMOIIBIO CHUCTeM, TaKMX Kakr (]_)aI‘OBBIﬁ ,JII/ICHJ'Ieﬁ, coepXxammnx

cuHTeTnueckme CDR I/I/I/IJ'H/I CUHTEeTHUYECKUE KapKacCHEE obracTH, I
MOT'YT OHBITH IIOOBEPXEHE in vitro MyTareHe3y IJIAd YJIY4IeHMA CBOMCTB
aHTHnTeJla .

TepWH <<peKOM6MHaHTHoe AHTUTEJIO» B HacToAdmeM ITJORYMEHTE
BKRJIOUaeT B cCcebd BCe aHTUTENA, IIOJIYYEHHEE, SKCIIPeCCHMPOBaHHEE,
CO3IO0aHHEE WJIM BEIOEJICHHEIE peKOMGMHaHTHBIMM criocobammu, TarKMme Kak
aHTMTeJIa, BEIOCJIEHHEE M3 XVMBOTHOI'O (HaanMep, MBIV  VIJIN KpBICBI),
ABJIAKKIIETOCA TPaHCI'€HHEM 128207 TPaHCXPOMOCOMHEM I10 I'eHaM
UeJIOBEUECKUX UMMYHOIUIOOYJIMHOB, WJIM IIOJIYUYEHHEE M3 eI'0 PM@pI/L]IOMbI
(,HOI_IOJ'.[HI/ITGJ'IBHO OIIMCaHO I—II/DKe), aHnHTmuresla, BEHIOEJICHHEIE M3 KIIETKU—
XO34AMHa, TpaHC(I)OpMMpOBaHHOﬁ OJIA OSKCIIpeCCrMM aHTuTeJla, aHTuTeJla,

BEIODCSJICHHEIE U3 peKOMGMHaHTHOIZ KOM@MHaTOpHOIZ OMBIJIMOTEeKNA aHnTmureJI, "

aHTuTesa, [IOJIYUEHHEE, DKCIIPEeCCUPOBaHHEE, CO3IOaHHHEEe MIIn
BEIIEJIEHHEIE JIOBIMI OpY IT'UMU criocobamu, KOTOPHE OXBaTHBAKLT
CILJIaViCUHT rnocJenoBaTeJbHOCTEM TEeHOB JyeJIOBeUueCKUX
MMMYHOTJIOOYJIMHOB C OpYyTI'MMHA IIOCJIeIOBATEJILHOCT AMU IIHK, MJIn

aHTUTeJla, CO3IaHHHeEe 1n vitro nyreM ofMeHa Ileu Fab ¢ nojgydeHUeM
OUCHeUnPUUIECKUX aHTUTE.

TepMrH  «MOHOKJIOHAJILHOE AHTUTEJIO» B HacToAlmeM  JOKYyMeHTe
OTHOCUTCHA K npernapary MOJIEKYJI aHTUTEeJa OIHOMOJIEKYJISPHOM
KOMIIO 3ULIWA . KoMrosuumsa  MOHOKJIOHAJIBHOTO aHTUTEJIa OeMOHCTPUPYEeT
OOMHAPHYI CHeUMPUUHOCTE CBA3HEBaHMA U addrMHHOCTL K KOHKPETHOMY
SIOUTOIY WM, B Ccliydae OUCIHeUuMPUUeCKOT'O MOHOKJIOHAJIBHOTO aHTUTEIa,
OBOMHYI CIEeUMIMUHOCTEL CBS3HBAHMSA K IBYM OTIEJILHEM SIIMTOIIaM.

le/[ MCIIOJIE 3OBaHNMIM B HacToAdmeM OOKYMEHTE TEePMVH LKBIIMTOII»
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O3HauaeT YacTb aHTUIeHa, C KOTOPHM CHeluduuecKM CBA3HEHBaeTCHd
aHTUTeJi0o. Kak MOpaBMJIO, DIMUTOIH COCTOAT U3 XUMHUUECKM aKTUBHEIX
(TakMx KakK TIIOJIAPHBEE, HEeIMOJAPHHE WM IUIPOPOOHEE) [TOBEPXHOCTHEX
TPYINIMPOBOK (QparMeHTOB, TakuUxX KakK OOKOBEE LelM aMMHOKMCJIOT WJIU
IoJMcaxapuioRr, ¥ OHM MOT'YT MMEThH KOHKPETHEE XapaKTepUCTUKU
TPpexXMEepHOM CTPYKTYPH, a Takke KOHKPeTHHEe XapaKTepUCTUKM 3apdia.
SOMUTOII MOXeT OBITH obpas30oBaH us CMeXHEBIX n/nim HeCMeXHBIX
AMUMHOKMCJIOT, o00pal3yiommux KOHPOPMALMOHHEI [IPOCTPAaHCTBEHHEN OJIOK. B
cJlyyae  HEeCMEeXHOTO  DSIMTOIa aMMHOKMCJIOTH M3  PasHBX  YyUacTKOB
JMHEeMHOM II0CJIeOOBaTEeJILHOCTM aHTUIeHa IIOIOXOIOAT OJM3KO IpyTl K OpYyILy
B TpexXMepHOM IIPOCTPaHCTBe OJjlarodapsa CBOPAUMBAHMIO MOJIEKYJIH Oelika.

TepMMH  «BapuaHT» B HacTodmeM  IOOKyMeHTe OTHOCUTCH K
INOJIMIENTUNY WAV IOJMHYKJIEOTUOY, KOTOPHM OTJIMUAeTCHa OT STAaJIOHHOTO
INOJIMIEeNTuOa WM STaJIOHHOTO IIOJMHYKJIeOTMIOa OOHOM wmiIm BoJiee
MOOMOUKALIMAMM, HaAIPUMep, 23aMeHaMM, BCTaBKaMM MM OeJIelMSIMA.

TepMUHE KCUHEPTUI», KCUHEPTHU3M» WIIN «CUHepTeTUUYeCKUM»
o3HavanT 20bexkT KoMOMHALIMM, [IPEeBHAKMUM OXMIOAEMBM aIIVMTUBHBEIN
sbdberT.

TepMMH «B KOMOMHALIMM C» B HaCTOAMNEeM IOOKyMeHTe oO3HauaeT, UTOo
oBa wiIM ©OoJiee TepaleBTUUECKUX CpelcTBa BMeCcTe MOXHO BBOIOUTH
cybBekTy B CMECHM, OINHOBPEMEHHO B BMIEe OTIOE&JIbHHEX aTl'€HTOB WU
[IOCJIEIOBATEJILHO B BMIOEe OTHEJILHEIX al'€HTOB B JIOOOM TOpAOKe.

TepPMMHE «JIEUUTL» MU «JIeueHMe» OTHOCATCS K TepalleBTUUeCKOMY
JIeUeHUIO, npu KOTOPOM 11eJIbIo ABJIAEeTCH 3aMenJieHre TeueHMs
(yMeHbIIeHM E ) HexeJaTeJIbHOT'O dM3MOJIOTUUECKOTO V3MEeHeHra  WUJIU
3aboJjeBaHuUAg, TakoToO Kak pa3BuUTHUE, yBeJIMUeHM e obbeMa WM
pachnpocTpaHeHMe ONyXOJM MJIM OIIYXOJIEBEX KJIETOK, WM Xe IOCTIWXKeHUe
BJIATONPUATHOTO MM XeJlaeMOoT'0 KJIMHUUEeCKOTO pes3yjibTaTa B XoIe
JeueHrd. llpeuMymeCTBeHHEEe WJIM XeJaTeJlbHbe KIMHUUeCKMe pe3VYJIbTAaTH
BKJIIOUanT B ceba ocyaabijeHre  CUMITOMOB, YMEeHbIIeHe  CTelleHU
3aboJieBaHmMsa, cTabuam3aumion (T. e. OTCYTCTBME YXYIONeHWUsa) COCTOSAHUS
3aboJjeBaHuUAg, 3aIepPXKyY VIIN 3aMenJieHue IpoTpeCcCUpoOBaHUA
3aboJjieBaHug, obJjlerdyeHMe WJIM BpPeMeHHoOe YyJyulleHue O0JIe3HEeHHOTO
COCTOSHMSA U PEMUCCHID (YaCTUMUHYD WMJIM IIOJIHYK), Kak oOHapyXMBaeMHE,
Tak M He OOHapyXMBaeMbe. TepMUMH «JIeUeHMe» MOXeT TakKXe O3HauaThb

IIpooJjieHmMe BpeMeHM XM3HM IIO0 CpaBHEeHMIO C OXHMIaeMbIM B OTCYTCTBUE
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JeueHrd cydOwekTa. K TpebyomuMM JIedeHMS OTHOCATCSA CyOBEeKTH, Y
KOTOPHIX YyXe OTMeualTCcsd HexeJlaTeJIbHHEe QU3MOJIOTMUEeCKMEe W3MeHeHUS
i 3abojieBaHMEe, a TakKxXe CYOBEKTH, CKJOHHHE K OQOM3MOJIOIUUECKUM
M3MEeHeHUAM WM 3a00JIeBaHUIO.

BrpaxeHne «MHIMOMPYET pPOCT» (HaopuMMep, B OTHOIMEHMM KJIETOK,
TakKMX KaK OIlyXOJIeBHE KJIETKM) OTHOCUTCS K M3MEPMMOMY CHIWXEHMIO POCTa
KJIETOK 1In Vvitro WM 1in Vivo TIpM HIPYMBEOEeHUM WX B KOHTAKT C
TepaleBTUUECKYM CPEeICTBOM WMJIM KOMOMHAaLMeM TepaleBTHUUeCKUX WU
JIEKAPCTBEHHHX CpPelCcTB IO CpaBHEHMI C POCTOM Tex Xe KJEeTOK,
PACTYIMX B COOTBETCTBYIIMX KOHTPOJILHHX YCJIOBUAX, XOPONO WM3BECTHEBX
crlelajJrCcTaM B HOaHHOM ofJacTu. WMHIMOMpPOBAaHMEe pocTa KJIeTKM In VIitro
WM Iin VIVo MOXeT COCTaBJIATL, IIO MeEeHbBIel Mepe, okoJjo 10%, 20%,
30%, 40%, 50%, 0%, 70%, 80%, 90%, 99% wmm 100%. HHIruOMpPOBaHMUE
pocTa KJIETOK MOXET IIPOMCXOIUTE B COOTBETCTBMM C pPasHooOpas3HBEMU
MexXaHM3MaMM, HalIpuMep, [DOCPeOCTBOM aHTUTEJIO3aBUCUMOM  KJIETOUHO-—
orocpenoBaHHOM UMTOTOKCUUHOCTH (ADCC), AHTUTEJIO3aBUCHUMOT'O
KJIeTOUHOTO (Qaroumroza (ADCP), KOMIIJIEMEHT-3aBUCHMOM LMTOTOKCHUUYHOCTH
(CDC), armomnTo3a, HekKpo3a, MWHIMOMPOBAHMA (QepMeHTATUMBHOM aKTUBHOCTU
CD38 wmiM MHIMOMPOBAHMA IpOJIMdepal KIIETOK.

TepMMH «TepalneBTUUECKM 5OOeKTHMBHOE KOJUUECTBO» OTHOCUTCSI K
KOJIMYeCTBY, 5O0OPeKTMBEHOMY B HO3MPOBKaAaxXx ¥ B TedeHME I[IepUMOINOB
BpEMEHM, HeOOXOOMMEX -IJII OOCTWXEHMS XKeJIaeMOTI'O TepalleBTUUEeCKOTO
pesyJbTaTa. TepareBTUUeCKHU s2bdekTUBHOE KOJIMUECTRO MOXeT
M3MEHATLCS B 3aBUCUMMOCTM OT TakMx (aKTOpoOB, Kak COCTOSHUE
3aboJyieBaHMsA, BO3pacT, I[IOJ M Macca TeJla CcyOBekKkTa, a TakKxe OT
CIIoCOBHOCTHU TepaleBTUUYECKOTO cpelcTBa NI KOMOUHALIUM
TepalleBTUUECKMX CPeldCTB BH3HBATL VY CcyObLekTa XeJlaeMHM OTBeT.
[IpuMeps IokaszaTejlel 200eKTUBHOTO TepaleBTHUUeCKOTO CpeldcTBa WK
KOMOMHAIIMM TepaleBTUUECKMX CPeldCTB BKJIOUAT, HalpuMep, YJyulleHVe
CaMOUyBCTBUSA nalueHTa, COKpalleHue OIIYXOJIeBOM HaTpy3KH,
IpeKpalleHrMe MM 3aMelJIeHMe pocTa ONYXoJu U/WUIM OTCYTCTBUE
MeTacTa3MpOBaHUA PAaKOBHX KJIETOK B IpyIMe YUYacTKM OopTaHM3Ma.

B OoOHOM M3 BapMaHTOB OCYMEeCTBJIeHMS M300peTeHMrs, OIMCAaHHOM B
HacToAmeM OOKyMeHTe, M B HeKOTOPHX BapMaHTax OCYIMEeCTBJIEHUS M3 BCeX
fe3 UCKJIOUEeHMS  I[IepPeuMCJIEHHHX  HIWKe  IIPOHYMEPOBAHHHX  BapMaHTOB

OCyHmeCTBIJIEHNA InpenjiaraeTcAa crioco® JIeUeHMA CyOBeKTa C OCTPEIM
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MMreJioJierko3oM  (OMII) , BKIIOUAKIMMA BBeleHMe TpelyKleMy 3TOT0 CyOBeKTy
aHTuTeJyla K CD38 B TeueHMe BPeMeHM, IOOCTaTOUHOT'O IJd JedeHmus OMII.

B IOpyroM BapMaHTe OCYIEeCTBJIeHUA H300peTeHMsa, OIMCaHHOM B
HacTodlleM HOOKYMeHTe, U B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHUS U3
BCex 0e3 MCKIIUEHMSA I[IePEeUMCIIEHHEX HMWXKe [IPOHYMEPOBAHHBX BapMaHTOB
OCYIWIECTBJIEHUA IIpenjlaraeTcd CIoco0 JiedeHUA CyObekTa C OCTPHM
MM EJIOJIENKO30M (OMJI) , BRJIOUAKMMY  BBeOeHUe TpebynmeMy  2TOTO
cyOBekTy aHTHUTeJa kK CD38, KOTOpoe KOHKYPUPYET 3a CBA3BBaHMe CD38
C aHTUTeJIOM, comepXxamuMm BapuabellbHyH o006JlacTh TaxeJion Lenm (VH) c
SEQ ID NO: 4 u BapmuabeJibHYI 006JacTh Jerkou uenmu (VL) ¢ SEQ ID
NO: 5, B TeueHUe BpPeMeHM, IOCTATOUYHOTO IJ4 JiedeHusa OMJI.

B IOpyroM BapMaHTe OCYMEeCTRBRJIeHMdI un300peTeHMsa, OIMCAHHOM B
HacCTOAlMEeM IOOKYMEHTE, M B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHMSA M3 BCeX
fes3  MCKIIUEHUS  II€PEeUMCJIEHHEIX  HIDKE  TIPOHYMEPOBAHHHIX  BapMaHTOB
OCYWeCTRBRJIEHNSA IpeljlalaeTcsda CIoco0 JledeHMda CyObBeKTa C  OCTPBM
MMreJioJierko3oM  (OMII) , BKIKOUAKIMMA BBeleHMe TpelyKleMy 3TOT0 CyOBeKTy
anTuTesla k CD38, koTopoe cCBA3HBaeTcsa Cc objacTed SKRNIQFSCKNIYR
(SEQ ID NO: 2) wu obmacrtel ERKVQTLEAWVIHGG (SEQ ID NO: 3)
yejioBeueckoro CD38 (SEQ ID NO: 1), B TeueHMe BPEMEHM, IOCTaTOUYHOTO
nija JjedeHmsa OMII.

AHTUTeJIO K CD38 cBg3mHBaeTcad C objacThio SKRNIQFSCKNIYR (SEQ
ID NO: 2) m obJsacTblo EKVQTLEAWVIHGG (SEQ ID NO: 3) UeJIOBEUEeCKOTO
CD38 (SEQ ID NO: 1), ecsM aHTUTEeJIO CBASHBAaeTCHa, II0 MeHbIeM Mepe,
c 1, 2, 3, 4, 5, e, 7, 8, 9, 10, 11, 12, 13 wnmm 14
AMMHOKMCJIOTHEIMM OCTaTKaMM B TIocJeloBaTeJbHOoCcTM SEQ ID NO: 2 wu
SEQ ID NO: 3. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMHA, OIMCAHHHX B
HacToAlleM IOOKYyMEHTE, B TOM uucie B [IepPEeUnCIJIEeHHEIX HIXE
[IPOHYMEPOBAaHHEIX BapMaHTax OCyIeCTRBJIEHUS, AHTUTEJIO K CD38
CBA3EBAaET, IO MeHbIIeM  Mepe, OOHY  AaMMHOKUCJIIOTY B  of0JlacTu
SKRNIQFSCKNIYR (SEQ ID NO: 2) ", IO MeHbIlel Mepe, OOHY
AMMHOKMUCJIIOTY B oBJlacTu EKVQTLEAWVIHGG (SEQ ID NO: 3)
JeJjioBedeckoro CD38 (SEQ ID NO: 1). B HeKOTOPHX BapuaHTax
OCYIECTRBJIEHN A, OIMCAHHHX B HACTOANEM JOKyMeHTe, B TOM UMCJIEe B
[IEPEUMCIIEHHEIX  HWXE  IIPOHYMEPOBAaHHHX BapMaHTax  OCYIEeCTBJIeHUS,
aHTuTeJJo kK CD38 CcBA3HBaAET, 10 MeHBIIEM Mepe, OBe AaMUMHOKUCIIOTH B

objiact SKRNIQFSCKNIYR (SEQ ID NO: 2) M, IO MeHbIIeM Mepe, IOBe
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aMMHOKMCJIO TEL B oBJlacTuU EKVQTLEAWVIHGG (SEQ ID NO: 3)
yeJioBedeckoro CD38 (SEQ ID NO: 1). B HekOTOpPHX BapuaHTax
OCymMeCTBJIEHMUSA, OIMCAHHHX B HaCTOANEM IOOKYMeHTe, B TOM UYUCJIE B
I[IepEeUMCJIEHHEIX  HIMWXe I[IPOHYMEPOBAaHHHX  BapMaHTax  OCyHNeCTBJIEHUS,
aHTHUTeJIO kK CD38 cBA3HBaeT, I[I0 MeHBIIeM Mepe, TPUM aMUHOKMUCIIOTH B
oByjacTtu SKRNIQFSCKNIYR (SEQ ID NO: 2) wu, IO MeHbllel Mepe, TpHU
AMMHOKMCJIO TEL B oBJlacTH EKVQTLEAWVIHGG (SEQ ID NO: 3)
yeJjioBeueckoro CD38 (SEQ ID NO: 1). B HekKOTOPHX BapMaHTax
OCyIEeCTBJIEHUS, OIMCAHHHX B HaCTOAMEM OOKYMeHTe, B TOM UMCIIe B
IepeuncJIeHHEX  HIMWXe  [IPOHYMEPOBAHHHX  BapMaHTax  OCYMeCTBJIEHUA,
aHTuTeJJ0 kK CD38 cBA3BBaeT, 10 MeHbLIEeM Mepe, ocTaTkm KRN B
objact SKRNIQFSCKNIYR (SEQ ID NO: 2) wu, IO MeHblle¥ Mepe,
ocTaTkm VQLT (SEQ ID NO: 14) B objgactm EKVQTLEAWVIHGG (SEQ ID
NO: 3) ueJjyioBeueckoro CD38 (SEQ ID NO: 1).

[TpuMepoM aHTUTENa, KOTOopoe CBA3HBaeTCA c 0BJIaCTBL
SKRNIQFSCKNIYR (SEQ ID NO: 2) wm ob6jmacter EKVQTLEAWVIHGG (SEQ 1ID
NO: 3) wuejgioBeueckoro CD38 (SEQ ID NO: 1) wmIM Kak MAHMMYM C
ocraTkaMm KRN m VQLT (SEQ ID NO: 14), kak IOoKas3aHO BHIIe, SABJAeTCHA
mapaTyMyMat (cM. MeXIYHAPOOHY IaTeHTHYIO Iy OJIMK AL e
W02006/0998647) . HDapaTymyMad COOEPXAUT AMMHOKMCJIO THEIE
nmocjemoBaTejibHOCTM VH © VL, 1okaszsaHHHe B SEQ ID NO: 4 wm 5
COOTBEeTCTBeHHO, CDR Tsxejyiom Lenm HCDR1, HCDR2 m HCDR3 c¢ SEQ ID NO:

6, 7 m 8 coorBercTBeHHO M CDR Jlerxou uemnm LCDR1, LCDR2 m LCDR3 c

SEQ ID NO: 9, 10 m 11 COOTBeTCTBEHHO, M 4BJgeTcd HIoITuioM 1gGl/k.
AMMHOKMCJIOTHA S [IOCJIeOOBATEJILHOCTD T SKEJION Henu DapaTyMyMaba
nokasaHa B SEQ ID NO: 12, a aMMHOKMCJIOTHaS IIOCJIeIoBaTeJIbHOCTE
JIeTKOM LelM IIoka3zaHa B SEQ ID NO: 13.

B ozOHOM BapMaHTe OCYIECTBJIIEHUA W300peTeHrss, OIIMCAaHHOM B
HacToOAmMeM JOKYMEHTEe, U B HEKOTOPHEX BapMaHTax OCYmMEeCTBJIEHUS U3
Bcex 0e3 UCKIKUEeHMS I[I€PEeUMCIIEHHEIX HMWXe I[IPOHYMEPOBAHHEIX BapMaHTOB
OCYMEeCTRBJIEHUSA TIIpeljlaraeTcsd Ccrnocof JeueHMsa CcyOBeKTa C OCTPHEM
MM EJIOJIEMKO30M (OMJT) , BRKJIOYU AIOMMAM BBEIeHNE TpedyKimeMy 2TOTO
CyOBEeKTY aHTuUTeJla K CD38, comepxalmero BaprabeJIbHYyK 00JacThb
TOKEJION  Leln (VH) u BapuabesibHy® 006JacTb JIeTKOW Lelu (VL)

nmocjiegoBaTeyibHocTel SEQ ID NO: 4 m 5 COOTBeTCTBEHHO, B TeueHUe
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BPEMeHM, IOCTaTOUHOTO IJiA JieueHma OMJI.

B oOHOM BapMaHTe OCYMeCTBJIEHUA M300peTeHMs, OINMCAHHOM B
HacTodAlleM IOKYMEHTe, M B HeKOTOPHX BapMaHTax OCYNEeCTBJIEHUS U3
BCex 0e3 MCKJIUYEHUS I[IepeuUMCIIeHHEX HIXe I[IPOHYMEPOBAHHEX BapMaHTOB
OCYIeCTBJIEHNA IpenjlaraeTca CIoco0 JiedeHUsaA CyDbBeKTa C OCTPEM
MM EJIOJIEMKO30M (OMJI) , BKJIOYAKIMY  BBeIeHME TpebynmeMy  BTOTO
cyOBekTy aHTUTeJla Kk CD38, comepxamero CDR Taxejion uenmu HCDRI,
HCDR2 m HCDR3 ¢ SEQ ID NO: 6, 7 m 8 cooTBeTcTBeHHO M CDR Jerkomn
Lernm LCDR1, LCDR2 n LCDR3 c SEQ ID NO: 9, 10 " 11
COOTBETCTBEHHO, B TeueHMEe BPEMeHM, INOCTaTOUHOTO IJg JiedueHus OMJI.

SEQ ID NO: 1

MANCEFSPVSGDKPCCRLSRRAQLCLGVSILVLILVVVLAVVVPRWROOWSGPGTTKREFE
PETVLARCVKYTETHPEMRHVDCQSVWDAFKGAFISKHPCNITEEDYQPIMKLGTQTVPCNKIL
LWSRIKDLAHQFTQVOQRDMEFTLEDTLLGYLADDLTWCGEFNTSKINYQSCPDWRKDCSNNPVSV
FWKTVSRRFAEAACDVVHVMLNGSRSKIFDKNSTFGSVEVHNLQPEKVOTLEAWVIHGGREDSR
DLCODPTIKELESITISKRNIQFSCKNIYRPDKFLOCVKNPEDSSCTSET

SEQ ID NO: 2

SKRNIQFSCKNIYR

SEQ ID NO: 3

EKVQTLEAWVIHGG

SEQ ID NO: 4

EVQLLESGGGLVQPGGSLRLSCAVSGFTEFNSFAMSWVRQAPGKGLEWVSA

ISGSGGGTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYFCAKDK

ILWFGEPVEFDYWGQGTLVTVSS

SEQ ID NO: 5

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQOKPGQAPRLLIYD

ASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPPTFEGQ

GTKVEIK

SEQ ID NO: 6

SFAMS

SEQ ID NO: 7

ATSGSGGGTYYADSVKG

SEQ ID NO: 8

DKILWFGEPVEDY

SEQ ID NO: 9

RASQSVSSYLA
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SEQ ID NO: 10

DASNRAT

SEQ ID NO: 11

QQORSNWPPTF

SEQ ID NO: 12

EVOLLESGGGLVQPGGSLRLSCAVSGFTENSFAMSWVRQAPGKGLEWVSAISGSGGGTY
YADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYFCAKDKILWFGEPVEDYWGQGTLVTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSL
SSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLEFPPK
PKDTILMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFEYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVEFSCSVMHEATLHNHYTQ
KSLSLSPGK

SEQ ID NO: 13

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRATGIP
ARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPPTFGOGTKVEIKRTVAAPSVEIFPPSDE
QLKSGTASVVCLLNNEFYPREAKVOWKVDNALQOSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE
KHKVYACEVTHQGLSSPVTKSENRGEC

SEQ ID NO: 14

VQLT

AHTHUTeJIa MOXHO OLEeHMBATEL I[I0 MX KOHKYPEHLMM C IapaTyMyMadoM,
MernmmuM VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, B OTHOIEHUU
cBaA3bBauMsa CD38 C NPMMEHEeHMEM XOPOMO M3BECTHEIX MeTOHNOB 1in Vitro.
B npumepe MeToma kJjeTku CHO, pexkoMOMHaHTHO BKCIIpeccupynomue CD38,
MOTYT MHKYyOMpPOBATBCSA C HEMeUeHHM OapaTyMyMaboM B TeudueHre 15 MMH
npu 4 °C c nocjenyomyM WHKYOMpOBaHMeM C U30BITKOM (JIIYyOpeCleHTHO
MEUEeHHOTO TeCTOBOTO aHTuTejla B TeueHue 45 mmu npu 4 °C. TIlocie
[IPOMEIBAHU A B dpochaTHO-COJIeBOM OydepHOM  pacTBoOpE C OBUL UM
CHIBOPOTOUHEM  aJibOyMUHOM (PBS/BSA) MOXHO IHIPOBOIMTE M3MEepeHUue
biTyopeclUeHUMM  IPOTOYHOM  LMUTOMETPUEN C  IIOMOWEBI  CTaHIapPTHHX
METOLNOB. B IpyT oM npuMepe criocoBa BHEKJIE TOUHEM y4acToK
yeJjioBedeckoro CD38 MoxeT OHTH HaHEeCEH Ha I[IOBEePXHOCThL IJIaHIleTa
onjgsa ELISA. B TeueHMe OKOJIO 15 MMHYT MOXeT OOOaBJIATBCS WM3OBITOK
HeMeuUeHOTO  HapaTymyMmabda, a  BIOCJEONCTBMM MOTYT IOOaBJIATHECHA

OMOTUMHUIIMPOBAHHEE TeCTOBEEe aHTUTeJla. llocjie NIPOMEBOK B PBS/Tween
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MOXHO BEHIABJIATEL CBA3HBBaHME TeCTOBOTO OMOTHMHMJIMPOBAHHOTO aHTHUTeJa
C IIOMOIIBLIO KOHBIOIMPOBAHHOT'O C IepoKCHUIa3om XpeHa (HRP)
CTpenTaBUIMHaA WM OOHapyXMBaTh CUIHaJl C IIOMOmBLI CTaHIOapPTHHX
MeTOOOB. OQUeBMOHO, UYTO B KOHKYPEHTHHX aHaJlM3ax OapaTyMyMad MOXEeT
OLITE MeUeHHM, a TeCTOBOe aHTUTeJIO — HeMeudeHBM. TeCTOBOe aHTUTEJIO
KOHKYpUpPpYyeT c oDapatyMyMadoM, ecJu napatyMymatd VHIUOUPYET
CBA3BIBAHME TEeCTOBOIO aHTUTeJla MJIM TeCTOBOe aHTUTEJIO MHIUOUpYyeT
CBA3EBaHMe HapaTymymaba Ha 20%, 30%, 40%, 50%, 60%, 70%, 80%,
85%, 90%, 95% wmmm 100%. MOXHO HOOIOJIHMTEJILHO OINpelelJIMTh SIIMUTOII
TeCcTOBOTO aHTUTeJla, HalpuMep, OYyTeM IIeldTHUIHOTO KapTUPOBaHUSA WJIU
IIOCPEeNCTBOM aHaJM30B C 3alKToM Bojopoma/ImenTepusd C  IIOMOIBIO
M3BECTHEIX MEeTOINOB, WM Xe IIOCPedCTBOM OlpelelJileHUS CTPYKTYPH
KpUcTaJa.

AnTUTeJla, CBA3HBaIMecd C OIOHOM M TOoM Xe ofbjlacTeio Ha CD38,
TakMe Kak JapaTymMyMad, MOTYT OHTbL I[IOJIYYeHE, HalpuMep, IyTeM
VIMMY HM '3 aLIN MEIIIen IenTuiamm, VIMEIOIIMM/ AMMHOKMCJIIO THHE
IocJylefoBaTeJIbLHOCTHM, IIOKazaHHBHe B SEQ ID NO: 2 ®m 3, C IIOMOUBIO
CTaHIapPTHHIX CIIOCODOB, a TaKXe KaK OIMCAHO B HaACTOAIEM IOKYMEHTE.
HomoJHUTeJIbHaa OlLleHKa aHTUTEeJI MOXeT IIPOBOIUTLCSA, HalpuMep, IIyTeM
aHaJIM3a KOHKYPeHUMM MeXIy OapaTyMyMa®oM ¥ TeCTOBHM aHTUTEJIOM 3a
CBA3BBaHMe C CD38, Kkak ONMCAHO B HaCTOAmleM HOOKYMEHTe U C
VICIIOJIb30BAHMEM XOPOMO M3BECTHHEX METOINOB Iin Vitro.

K mpyrum npuMepaM aHTuTeJl K CD38, KOTOpHE MOI'YT IIPMMEHATLCS B
JIOOOM BapMaHTe OCYIEeCTBJIEHMSA HacTOoAmMero KM300peTeHMs, OIMCAHHOM B
HacTosAmeM OOKYMeHTe, UM B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUSI U3 BCEeX
Be3  UCKJIOUEHUS  IIePeUMCJIeHHHX  HIMKe  I[IPOHYMEPOBAHHHX  BapMaHTOB
OCYIMECTBJIEHUSA, OTHOCATCS IIE€PEUMCIIeHHEIE HIDKE .

mAbO003, comepxamee nocjenoraTelbHocTMM VH m VL SEQ ID NO: 15 m

16 CoOTBEeTCTBEHHO, M OIMCaHHOe B IHaTeHTe CIA N 7,829,693. VH um VL

mAbO03 MOTYT BKCIpeccHMpoBaThCA B Bume 1gGl/x.
SEQ ID NO: 15
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAFSWVRQAPGOGLEWMGRVIPFLGIAN
SAQKFQGRVTITADKSTSTAY
MDLSSLRSEDTAVYYCARDDIAALGPFDYWGQGTLVTVSSAS
SEQ ID NO: 16
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DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLIYAASSLQSGVP
SREFSGSGSGTDFTLTISSLOPEDFATYYCQQYNSYPRTEFGQGTKVEIK;
mAb024, comepxallee rocjenoraTesbHOoCTM VH m VL SEQ ID NO: 17 m

18 cooTBeTCTBEHHO, OIMCaHHoe B IaTeHTe CIA N 7,829,693, VH m VL

mAb024 MOTYT BKCIpecCHupoBaThCcsa B Bume I1gGl/K.
SEQ ID NO: 17
EVQLVQOSGAEVKKPGESLKISCKGSGYSFSNYWIGWVROMPGKGLEWMGIIYPHDSDAR
YSPSFQGQVTEFSADKSISTAYLOWSSLKASDTAMYYCARHVGWGSRYWYFDLWGRGTLVTVSS
SEQ ID NO: 18
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQOKPGQAPRLLIYDASNRATGIP
ARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPPTEFGQGTKVEIK;
MOR-202 (MOR-03087), conmepxalee I1ocJemoBaTeJlbHOCTM VH m VL

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

8,088,896. VH u VL MOR-202 MOTYT 5KCIpPeCCUMpOBaATLCS B Bume IgGl/k.
SEQ ID NO: 19
QVOLVESGGGLVQPGGSLRLSCAASGFTFSSYYMNWVRQAPGKGLEWVSGISGDPSNTY

YADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCARDLPLVYTGFAYWGQGTLVTVSS
SEQ ID NO: 20
DIELTQPPSVSVAPGQTARISCSGDNLRHYYVYWYQQOKPGQAPVLVIYGDSKRPSGIPE

RESGSNSGNTATLTISGTQAEDEADYYCQTYTGGASLVEFGGGTKLTVLGQ;

Mzarykcuma®d, coIepxallMi nocJeloBaTelJibHoCcTM VH m VL SEQ ID

NO: 21 m 22 COOTBETCTBEHHO, OIMCAaHHHM B InaTeHTe CIA N 8,153, 765.

VH u VL usarykcuMaba MOTYT sKCIpeccupoBaThcd B Bume 1gGl/xk.

SEQ ID NO 21:
QVQLVQSGAEVAKPGTSVKLSCKASGYTEFTDYWMOWVKQRPGQGLEWIGT
IYPGDGDTGYAQKFQGKATLTADKSSKTVYMHLSSLASEDSAVYYCARGD
YYGSNSLDYWGQGTSVTVSS

SEQ ID NO: 22:
DIVMTQSHLSMSTSLGDPVSITCKASQDVSTVVAWYQQKPGOSPRRLIYS
ASYRYIGVPDRFTGSGAGTDFTEFTISSVQAEDLAVYYCQQHYSPPYTFEGG

GTKLEIK.

IpyTrMe OpMMepH aHTHUTell kK CD38, KOTOpPHE MOXHO IIPUMEHSATH B

criocobax n3sobpeTeHud, BKJIOUYAT aHTHuTeJa, ONMCAaHHEE B

MeXIYHapOIOHOM IMIaTeHTHOM nybamkaumm N. W0O05/103083, MexOyHapOmOHOM

IaTeHTHOM nybiamkaumm M. W006/125640, MeXIyHAPOOHOW IIaTeHTHOM
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nyonaukauuy N. WO07/042309, MeXOyHapOIHOM IIaTeHTHOM Iyoaukaummu N
WO08/047242 WJIN MeXxIyHapoIHOM IaTeHTHOM nyoJInKaumum e
W014/178820.

B IOpyroM BapMaHTe OCYIECTRBJIIeHUI U300peTeHMsa, OIIMCaHHOM B
HacTodlleM OOKYyMeHTe, M B HeKOTOPHX BapMaHTaxX OCYIeCTBJIEHUSA U3 BCeX
0e3  MCKIIOUEHUA  I[IePeUMCJIEHHBEIX  HIMXEe [IPOHYMEPOBAHHEIX  BapMaHTOB
OCylmeCcTRBJIeHUSa IOpeljlaraeTcsda Cchoocod JedeHMsa CyOBeKTa C  OCTPBM
MmeJioJieiko3oM (OMJI) , BKJIOUAKIMY BBeleHMe TpedyioleMy STOI0 CyOLeKTyY
aHTuTejla k CD38, comepxamero pBapuadellbHYID 00JlacTh TSXeJION Lelu
(VH) u BapmuabesibHyI 00JIacTh Jerko¥ unenu (VL) OocJemoBaTeJIbHOCTEM
SEQ ID NO: 15 m 16 COOTBETCTBEHHO, B TeUueHMe BPEMEHM, IOCTAaTOUHOTO
oja JiedyeHua OMII.

B IOpyroM BapMaHTe OCYMEeCTRJIeHMSI un300peTeHMsa, OIMCAHHOM B
HacCToOAlMeM IOOKYMEHTE, M B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHMSA M3 BCeX
fes3  MCKIIUEHMS  II€PEeUMCJIEHHBEX  HUXE [IPOHYMEPOBAHHEIX  BapMaHTOB
OCyIMEeCTBJIEHUSA IpelJlaraeTcsda Ccrnocob JiedyeHMsa CyOBeKTa C  OCTPEM
MmeJogerko3oM (OMJI) , BKJOUAKIMY BBedeHMe TpebynleMy 5TOT0 CyOLeKTy
anHTuTejla kK CD38, comepxamero peapuab®ellbHYyIO 00JlacThk TAXeJION lLenn
(VH) un BapuabesibHyI 00JIacTh Jerkoy unenu (VL) HOCJemoBaTeJIbHOCTEN
SEQ ID NO: 17 m 18 COOTBETCTBEHHO, B TeueHMe BPEMEHM, IOCTaTOUHOTO
odg JgiedeHmsa OMII.

B IOpyroM BapMaHTe OCYIEeCTRBJIEHUI U300peTeHMsa, OIMCAaHHOM B
HacToAleM IOOKYMEeHTEe, M B HeKOTOPHX BapMaHTax OCYIeCTBJIEHMS M3 BCexX
fe3  MCKIUEHMS  IIePeuMCJIEHHBEX  HMXe IPOHYMEPOBAHHEIX  BapMaHTOB
OCymeCTRBJIeHUS IpeljlaraeTcsda crnocod JiedeHMsa CyOBeKTa C  OCTPBM
MmeJoJieko3oM (OMJI) , BKJIOUAKIMY BBeleHMe TpedyoleMy STOT0 CyOLeKTY
aHTuTejla k CD38, coIepxamero pBapuabellbHYyO 00JlacTh TAXeJION Lelu
(VH) u BapuabesibHyI 00JIacTh Jerko¥ unenu (VL) HOocjemoBaTeJIbHOCTEM
SEQ ID NO: 19 m 20 COOTBETCTBEHHO, B TeUeHMe BPEMEHM, IOCTATOUHOTO
o4 JiedeHua OMII.

B IOpyroM BapMaHTe OCYmMEeCTRJIeHMdI Mn300peTeHMsa, OIIMCAaHHOM B
HacCTOAMEM IOOKYMEHTE, M B HEKOTOPHX BapMaHTaxX OCYIECTBJIEHMSA M3 BCeX
fe3  MCKIIUEHMS  II€PEeUMCJIEHHBEX  HMXE [IPOHYMEPOBAHHEIX  BapMaHTOBR
OCYyIEeCTBJIEHUSA IpeljlaraeTcsd Ccrocod JiedeHMsa CyOBeKTa C  OCTPHEM
MmeJogerko3oM (OMJI) , BKJOUAKIMY BBeleHMe TpelbyKnleMy 5TOT0 CyOLeKTy

aHTMUTesla K CD38, comepxamero pBapuabeslbHyID 00JIaCTb TAXEJION el
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(VH) u BapuabesibHyI 00JIacTh Jerko¥ unenu (VL) HOocjemoBaTeJIbHOCTEN
SEQ ID NO: 21 m 22 COOTBETCTBEHHO, B TeUeHUe BPEMEHM, IOCTATOUHOTO
oid JiedyeHmsa OMII.

YyacTok FC aHTHUTeJla MOXeT OINOCPpelOoBaThb 3SOOeKTOPHEE (QYHKIIUU

aHTUTela, TakMe KaK aHTUTeJIOBaBUCHMasa  KJIEeTOUHO—-OlloCpeloBaHHad
LIMTOTOKCUUYHOCTD (ADCC) , AHTUTEeJIO 3aBUCHMBIA KJIETOUHEI  (arolmTo3
(ADCP) MJIM  KOMILJIEMEHT-3aBUCHMMAasg LMTOTOKCUUYHOCTD (CDC) . Takasda
OyHKIIMS MOXeT OBTBH OIloCpemoBaHa CBA3HBaHMEeM 30PeKTOpPHOTO  (—HIX)
noMeHa (-oB) Fc ¢ peuentopoM Fc Ha MMMYyHHOM KJIeTKe C darouuTapHOM
WIM JIMTUUECKOM aKTUMBHOCTLIO WMJIM CBASLBBaHMEM 50QeKTOopHOTO  (—HIX)
ooMeHa (-oB) Fc C KOMIIOHEHTaMM CUCTEMH KOMILJIEMeHTa. Kak [OIpaBUIIo,
sbdexT (-H), OIOCPEeIOBaHHEM (-He) FCc-CBA3HBAKMMMKM KJIeTKaM/ WK

KOMIIOHEHTaM/ KOMIUJIEMEHTa, MNPUBOIAT K MHTUOMPOBAHUIO U/WIM MCTOMEHVO
IONYJIALIUM KJIETOK-MMIIeHel, HanpuMep CD38-3KCIpecCUpyllrx KIEeTOK.
VMzsorunel IgG uejiobeka IgGl, IgG2, IgG3 m IgG4 MNOKa3HBaT pPa3JIMdHY
CIIOCOBHOCTEL K BHIIOJIHEeHMI 50OeKTOpHEIX QyHKIMM. ADCC MoOxeT OBTH
ornnocpenmoraHa IgGl m IgG3, ADCP mMoxeT OBTH oOlloCcpemoeaH 1gGl, IgG2,
IgG3 m IgG4, a CDC moxeT OHTEH onocpenoBaHa 1gGl m IgG3.

B ommMcaHHBX B HaCTOANlEM IOKYMEHTe CIocofax M B HEKOTOPHX
BapMaHTax OCYIEeCTBJIEHMA M3 BCeX 0e3 MUCKIIUEHUd I[IePEUMCIIEHHEIX HIKe
IIPOHYMEPOBAHHEIX BapMaHTOB OCYUIeCTBJIEHMS aHTUTeJio k CD38 wuMeeT
mzotmn IgGl, IgG2, IgG3 mim IgG4.

B ommMcaHHBIX B HaACTOANEM HOOKYMeHTe crnocobax M B HEKOTOPEHIX
BapMaHTax OCYUEeCTBJIEHUS M3 BCexX 0e3 MCKIIUEHUS I[IePEeUMCIIEHHEIX HIKe
I[IPOHYMEPOBAHHEIX BapMaHTOB OCYHECTBJIEHUA aHTHUTeJIo k CD38 MHIOyUMpyeT
I[IOCPEeOCTBOM allollTo3a YHUUTOXeHUe KJIETOK OMJI, KOTOPHE DKCIPECCUPYIT
CD38.

AuTHTeJyla k CD38, IIpUMEeHAEeMEE B criocobax, OIIMCAHHEIX B
HacTodlleM IOOKyMeHTe, ¥ B HeKOTOPHX BapMaHTaxX OCYWeCTBJIeHUS U3
BCex 0e3 UCKIIUEHUS IIePEUMCIIEHHEX HIKEe I[IPOHYMEPOBAHHEIX BapUaHTOB
OCyWeCTBJIEHU, MOT'YT MHOYyLMPOBAaTh YHUUTOXEHNE KJIETOK OMJI
[IOCPenCTBOM allonTo3a. CIOCOOH OLEeHKM allollTo3a XOpOoWOo WM3BECTHH U
BKJIOUAKT, HallpUMep, OKpalreaHue aHHEKCHHOM v C IIOMOIIEIO
CTaHOAPTHEX MeTOonookB. AHTUTesla K CD38, mnpuMeHdgeMee B CIocofax
n3obpeTeHuUsa, MOT'YT MHOYLUMPOBATE alrornro3 okojo 10%, 15%, 20%,

25%, 30%, 3b5%, 40%, 45%, 50%, b55%, 60%, 65%, 70%, 75%, 80%, 85%,
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90%, 95% mam 1003 KJeToOK.

B omomMcaHHEX B HaCTOAlleM OOKYMeHTe crocofax M B HeKOTOPHIX
BapMaHTax OCYIEeCTBJIEHUSI M3 BCeX 0e3 UCKIIIOUEeHMA I[IEePeUMCIIEHHBX HIKe
[IPOHYMEPOBAHHEIX BapMaHTOB OCYIIECTBJIEHMS aHTUTeJIo K CD38 uHIOyLMpyeT
nocpencrsoM ADCC yHUMUTOXeHMe KJjeTok OMJI, KOTOPHE BSKCIPEeCCUPYIOT
CD38.

B omnmMcaHHEX B HaCTO4dMeM ITOKYMeHTe Ccrocofax M B HEeKOTOPHX
BapMaHTax OCYIEeCTBJIEHMI HU3 Bcex 0e3 MCKIKUEHUS IIepeurCJIEHHEBIX
HMXEe I[IPOHYMEPOBAHHEIX BapPMAaHTOB OCYIECTBJIeHMA aHTuTeJio Kk CD38
MHOyLuMpyeT TIrocpencrsoM CDC  yHHMUTOXeHMe KJleTok  OMII, KOTOpPEIE
sKCcHIpeccupyioT CD38.

B omoMcaHHHX B HacCTO[lleM IOKYMeHTe crocobax M B HeKOTOPHIX
BapMaHTax OCVYIEeCTBJIEHUSI M3 BCeX 0e3 UCKIIUEHMSA I[IepPeUMCIIEHHBEX HIKe
[IPOHYMEPOBAHHEIX BaAPMaHTOBR OCYIECTRBJIEHMSA aHTUTeJlo K CD38 MHIOyLUMPpYyeT
rnocpencrTsoM ADCP yHHMUTOXeHMe KJIeTOK OMJI, KOTOPEE BKCIPeCCUpynT
CD38.

B omomMcaHHEX B HacCTOAlleM OOKYMeHTe crocofax M B HeKOTOPHIX
BapMaHTax OCYIEeCTBJIEHUSI M3 BCeX 0e3 UCKIIIOUEeHMSA I[IePeUMCIIEHHBX HIKe
[IPOHYMEPOBAHHEIX BapMaHTOB OCYIECTBJIEHMSA aHTUTeJI0O K CD38 uHIOyLUMPYeT
IIoCcpelCTBOM ADCC " CDC YVHUUTOXEeHME KJIETOK OMJI, KOTOPHE
BKCIpeccupyioT CD38.

TepMH «aHTUTEJIOB3aBMCHMMaAa KJIeTOUHad ULUMTOTOKCUUHOCTL», WU
KAHTUTEJIOZaBUCHMAaA KJIETOUHO—-OIIoOCpenoBaHHasd LUIUTOTOKCUYHOCTE», WU
«ADCC» mpencTaBJsgeT coBOM MeXaHM3M MHIOYKLUUM TUbesM KJIeTOK, KOTOPLIM
3aBUCUT OT BB3aMMOIEMCTBUA IIOKPHTHX aHTHUTeJlaMM KJIETOK-MMIIeHeW C
20beKTOPHEMA KJIeTKaMu, oBJ1aDaninyMA JIUTUYECKOMN aKTUMBHOCTEIO,
HalpuMep eCcTeCTBEeHHEMM KJIeTKaMU—-KUJIJIepaMy, MOHOLUMTamM, Makpodalamm
u HelTpobmiiamm, [IOCPenCTBOM raMMa—pPelerToOpOB Fc (FcyR),
SKCIPEeCCUPYIMXCA Ha 5S00eKTOpHEX KJIeTKaxX. Hamnpumep, NK-KJIeTKU

skchopeccupyinT FcyRIITa, Tor'ma KakK MOHOLMTE SKcIpeccupywoT FcyRI,

FCYRIT m FcvRIITa. Twubesb MNOKPHTHX aHTUTeJlaMM KJIETOK-MMUIIeHeM, TaKux

Kak CD38-sKCIpeccHUupyrmme KJIETKH, [IPOUCKOIONUT B pesyJibTaTe
aKTUBHOCTHU 20beKTOPHEIX KJIETOK yepes CeKpeLuio MeMOpaHHEIX
nopoofpasyromux OeJIKkoB M IIpoTeas. g oueHxkr ADCC-aKTUBHOCTU

aHTUTeJla K CD38 clife) AHTUTEJIO MOXHO no0aBJISThb K CD38-
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DKCIOPECCUPYIMM KJIeTKaM B KOMOMHaUMM C 20QeKTOPHEMM  KJIe TKaMi
VMMYyHHOM CHCTEMB, KOTOpPHEe MOTYT OHTL aKTUMBMPOBAHH KOMILJIEKCAaMMA
AQHTUTEH-aHTUTEJIO, UTO IIPUBOOUT K LUTOJIM3Y KIEeTKU-MUIeHM. LIuTonms
IO CYyIleCTBY OOHaApPyXMBAKT I[I0 BHCBOOOXIEHMIO M3 JIM3UMPOBAHHEX KJIETOK
MeTKU (HampumMmep, PamroakKTUBHEIX cybCcTpaTos, bty opeClLie HTHEIX
KpacuTeJe MIM eCTeCTBEHHEX BHYTPUKIIETOUHHX  OeJIKOB) . [TprMe pEL
2QOEKTOPHEIX KJIETOK OJIA TakMxX aHaJM30B BRJIOUAKT MOHOHYKJII€ApPHEE

KJIeTKky TIepubepnueckor KpoBu (PBMC) u NK-kjeTku. IIpyMMepH KJIIETOK-—

MMIIeHelM BRJIOYAT KJIeTkM HJayou (ATCC® CCL-213") wmmmM  omyxoJieBHe
KJIETKM B-KJIETOUHOTO JleMko3a WM JHMMOOMH, >SKCIpeccupyimue CD38. B
opuMepe aHaimM3a KJIeTKu-MneHu MeTsaT 20 MKKm 51Cr B TeueHmMe 2 Yacos

n TIMaTeJIbBHO IIPOMEIBAIOT . KOHLLeHTpaLU/IIO KJIETOK-MMIIEeHeM MOTWYT

KOppeKTupoBaTs o 1 X 10% xjeTok/MJI, U HoBaBJIAT aHTHTeja K CD38 B
Pa3JIMUHEX KOHIEHTpalMax. [IpoBelleHMe aHaJM3a HaudWMHaKT I[IOCPEICTBOM

nobarJieHMI KJIETOK JaynoM B COOTHOWeHMM 2dOeKTopHasd KIeTKa: KJeTKa-—

MMIIEHL, paBHOM 40: 1. Tlocje UHKYOMPOBaHUS B TeueHue 3 u npu 37°C
[IPOBENEHVE aHaJlM3a [IpeKpamawnT IIyTeM LIeHTpudyI'MpoBaHMsa, WM  Ha
CUMHTUIJIALUVMOHHOM CUeTUuMrKe V3MEP AT BHICBOOOXIEHME SiCr nus3
JVMBUPOBAHHEIX KJIETOK. I[IpOlLIEHTHOEe 3HaueHMe KJIETOUHOM LIMTOTOKCUUHOCTHU
MOXHO pPaCCUMTHBATE KaK % MaKCUMaJBHOTO JIM3UCa, KOTOPHM MOXHO
MHOYLUMPOBATE IIyTeM mofaBJIeHMAa K KJIeTKaM-MuimeHsaM 3%  XJIOPHOM
KMCJIOTH. AHTUTeJla K CD38, mnpuMmeHseMHe B cHocobax wm300peTeHUd,
MOTYT MHIOIyLMpOBaTh ADCC Ha ypoBHe okojio 20%, 25%, 30%, 35%, 40%,
45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% wmmm 100% 1o
CPpaBHEHMIO C KOHTPOJIeM (JIM3UC KJIEeTOK, MHIOYLUMPOBAHHEIL 3% XJIOPHOM
KMUCJIOTOM) .

TepMH KaHTUTEJIO3aBUCHUMEIN KJIe TOUHHM baroumTO3» (ADCP)
OTHOCUTCH K MEeXaHM3MYy YHUUTOXEHMS TIOKPHEITEX aHTUTeJlaM/M KJIeTOK-—
MUIIeHeV OIyTeM MKHTepHalM3aluuy o¢(aroluTapHBEMM KJIeTKaMM, TaKVMMM Kak
Makpodarm wWIM OEeHIPUTHHE  KJEeTKU. ADCP wMOXeT OIlLeHMBATBLCS C
[IOMOIBI MOHOIMTAPHEIX MaKpodparoB B KadecTBe 2QPOEeKTOPHEX KJIETOK WU
kjJeTok Jaymu (ATCC® CCL-213") maM ONyXOJIeBHX KJIETOK B—-KJIETOUHOTO
Jerko3a WM JMMQOME, BSKCOpeccupyiomux CD38, B KaueCcTBe KJIEeTOK-—
MUIIeHEeN, CKOHCTPYUPOBAaHHHX C LEJIBIO DKCIIPECCUU 3eJIEHOTO

GIIYOpeCUeHTHOT'O BeJika (GFP) W OPpYyTOM  MeUeHOM  MOJIeKYJIH.
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CooTHomeHVe 30PeKTOopHas KIeTKa: KIeTKa-MMIIEHb MOXET COCTaBJIATE,
HalpuMep, 4: 1. S0beKTOPHHE KJIETKM  MOXHO MHKYOMPOBATH c
KJIeTKaM/—-MUIIEHAMU B TedueHuMe 4 YacoB, C aHTUTeJIOM K CD38 wmiau 0Oe3
Hero. Ilocysie MHKyOalUMM KJIETKM MOXHO OTHOEeJIMTh C IIOMOIBI aKKyTasH.
NoeHTUOUKaALMID MakKpodaros MOXHO IIPOBECTM C IIOMOWBK aHTUTEJ K
CDl1lb m x CDl14, cBABaHHHX C GJIYOPEeCLeHTHOM MeTKOM, UM MOXHO
omnpelnelInThb MIPOLIeHTHOE 3HaUueHue dparoumToz3a Ha OCHOBaHUU 2
dJIyopecumpyniero GFP B MaKpoparax CD11*CD14+ c TTOMOIIE 0
CTaHOAPTHHX MeTOIOB. AHTUTeJa kK CD38, nOpuMeHseMele B crnocobax
nzobpeTeHnUsa, MOTYT MHOYLMpoBaTk ADCP Ha ypoBHe okojo 20%, 25%,
30%, 35%, 40%, 45%, 50%, 55%, 60%, 5%, 70%, 75%, 80%, 85%, 90%,
95% mim 100%.

TepMMH  «KOMILJIEMEHT-3aBUCUMAAd LIUTOTOKCUUYHOCTE, i  «CDCx»,
OTHOCUTCH K MeXaHM3My WHIOYKIUM TITHubesjM KIJIeTOK, B paMKaxX KOTOpOTIO
5bbeKTOpPHE OOMeH FC CBA3aHHOTO C MUIIeHBI aHTUTeJla CBA3HBaeT U
aKTUBMPYET KOMIIOHEeHT KoMIJieMeHTa Clg, KOTOpHIM B CBOK oOuepelb
aKTUBMPYET Kackal KOMIUJIEMEeHTa, NIPUMBOOAMMNM K TUOeIM KJIeTKU—MUIIEHU .
AxTMBaLUMSA KOMILJIEMEHTA MOXeT TakKxe [IPUBOIUTE K OCaXIeHMIO
KOMIIOHEHTOB KOMILJIEMEeHTa Ha [IOBEPXHOCTHU KJIeTOK—-MMIIEeHEN, yTo
crioco®CcTByeT MnposBJeHMio ADCC MOCPeOCTBOM CRBA3HBAHMA Ha JIEMKOLMTAaX
C peLenTopaMM  KOMILJIEMeHTa (HanmpuMmep, CR3) . CDC mims  CD38-
DKCIPEeCCUPYRIMX KJIIETOK MOXET M3MEepPATLCHA, HaIpuMep, IIYyTeM BHCeBaHMA
KJeTok Haymu B KoJmuecTBe 1 x 10% wjerox/jyHrKa (50 wMrJI/JyHKa) B
RPMI-B (RPMI ¢ gpobtaBjeHMeM 1% BSA), npobBaBjieHms 50 MKJI aHTHUTEJI K
CD38 B JIYHKM OO KOHEUHOM KOHIeHTpaluM B 1OuanasoHe 0-100 wMxT/mMiI,
VHKYOUPOBAHKSA PeaKUMOHHOM CMecu B TeueHMe 15 MMH HOpM KOMHATHOM
TeMepaType, IOobaBJeHMdI B JYHKM 11 MKJI OOLEeIMHEHHOM ueJIOBeueCKOM

CEIROPOTKNM I MHKy@MpOBaHMF[ peaKLU/IOHHOﬁ cMecu B TeueHMe 45 MmH Ipm

37 °C. TIIpOlLEeHTHOEe KOJUUECTBO (%) JIM3MPOBAHHEIX  KJIETOK  MOXeET
ONpenesIATECSA KaK $ OKpalleHHHEX IPONUIMA-MOIMUIOM KJIETOK IIPpM aHaJli3e
FACS C HIOMOWEBI CTaHOAPTHHX MeTONOB. AHTUTeJla k CD38, IpMMeHseMble B
crnnocobax mu300peTeHrs, MOTYT UMHIOyLMporaTk CDC Ha ypoBHe okoJio 20%,
25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, ©65%, 70%, 75%, 80%, 85%,
90%, 95% wmm 100%.

CIIOCOOHOCTE MOHOKJIOHAJIbHEIX AaHTUTEeJ MHOYLIMpoBaTh ADCC MOXHO



23

YCUIIUTE IOyTeM KOHCTPYMPOBAHMSA MX OJUTIOCaxXapMOHOTO KOMIIOHEHTA.
YejioBedeckur 1gGl wmim IgG3 aBygeTca  N-TUIMKOSUMIIMPOBAHHEIM  IIO
Asn297, kak OOJIBIIMHCTBO IJVIMKAHOB B XOPOIO M3BECTHEX 2-aHTeHAapPHHX
dopmax GO, GOF, Gl, GlF, G2 wmm G2F. AHTUTEeJa, IPOOYLUUPYEMEE
HECKOHCTPYMPOBaAHHEMM KJjleTKaMu CHO, kak OpaBWUJIO, MMeT CcoIepXxaHue
dykKO3EL B IJIMKaHax OKOJIO, 10 MeHblleM Mepe, 85%. VYmaJjieHue
LeHTpaJLbHOM OYKOSH nus3 oJiMrocaxapuioB TUIIa 2—-aHTeHapHOTO

KOMILJIEKCA, IIPUCOEeIMHEHHHX K obJjacTtaM Fc, ycuiamBaeT ADCC aHTUTEI

IIOCPEenOCTBOM VIIYUIIEeHHOT'O CBA3EBaAHUSA FcyRIITa bes M3MEeHEeHn S
CBA3BBaHMA C aHTUreHoM Wi CDC-akKTMBHOCTU. Takre mAD MOXHO
[IoJIy4aTk C IIOMOIBI Pa3JIMUHEX CIOCOOO0OB, KOTOPHE, IO MVMEKIUMC
IDaHHBEM, T[PUBOOAT K YCIEMHOWM BKCIPEeCCUM AaHTUTEeJl C OTHOCHUTEJILHO
BEICOKOWM CTEeNeHblD OedyKO3MJIMPOBAHMA, HEeCYmMX FCc—oJuTocaxapuibl THUIla
2-aHTEeHapHOTO KOMILJIeKCa, TaKMMU criocofbamm, Kak KOHTPOJIE
OCMOJIAJILHOCTKY KYJbTypajJbHOM cpenn (Konno et al., Cytotechnology
64:249-65, 2012), NIprMMeHeHVe B KaudecCThBe JIMHUM KJIIETOK—XO34eB
BapuaHTHOM JmHMM CHO Lecl3 (Shields et al., J Biol Chenm
277:26733-26740, 2002), NOpUMeHeHUEe B KaueCTBEe JIMHUKM KJIIETOK—-XO34eB
BapMaHTHOM JMHMM KJeTok CHO EB66 (Olivier et al., MAbs;2(4),
2010; ©DJIeKTPOHHOe WM3OaHMue 0o IedaTHOT'O wu3maHudg; PMID:20562582),
NpUMeHeHre JIMHUM KJIETOK TUMOPUMIOOMEL KpeIC YB2/0 B KauecTBe JIMHUU
KJIeTOK-X034g9eB (Shinkawa et al., J Biol Chem 278:3466-3473, 2003),
BBelleHMe MaJloM WUHTepbepupylomer PHK, coeumpmuHo kK TeHy o 1, 6-—
bykosunTpanchepass (FUT8) (Mori et al., Biotechnol Bioeng 88:901-
908, 2004), I KOBKCIIpeCCUsd B-1,4-N-

aAleTUIITJIOKO3aM/MHWIITpaduchepase 111 M o—MaHHO3MIOA3E 11 KOMILUJIEKCA
TobmxM, WM [IPMMEHEHMVE CUMJIBHOTO MHIMOMTOpa aJibda-MaHHO3MOa3H 1,
KknudpyHeH3UMHa (Ferrara et al., J Biol Chem281:5032-5036, 20060,
Ferrara et al., Biotechnol Bioeng 93:851-861, 2006; Xhou et al.,
Biotechnol Bioeng 99:652-65, 2008). ADCC, BH3HBaeMas aHTHUTeJlaMi K
CD38, KOTOpEHE IMIPUMMEHAKTCHS B crocobax M300peTeHMS M B HEeKOTOPHX
BapMaHTax OCYIEeCTBJIEHMA M3 Bcex 0es3 MCKJIUEHMS [IEePEeUMCIIEHHEIX HIDKE
[IPOHYMEPOBAHHEIX BapMaHTOB OCYIECTRBJIEHMS, MOXeET TakKXe YyCUIUBATHLCSH
3a CUeT HEeKOTOPHX 3aMeH B Fc aHTuUTeJsia. IlpuMepaMM 3aMeH HABJIAKRTCSH,

HallpyuMep, 3aMeHH B IIOJIOKEHMAX aMMHoOkucjoT 256, 290, 298, 312,
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350, 330, 333, 334, 360, 378 wmim 430 (HyMepalusa OCTaTKOB
coorBeTCTBYeT EU-MHIOeKCY), KaK OIMCAaHO B IaTeHTe CIIA N 6,737,056.

B HEeKOTOPHX OIMCAaHHHX B HacCTOflleM IOKYMeHTe crocofbax U B
HEKOTOPHX BapMaHTaxXx OCYIEeCTBJIEHMa M3 Bcex 0e3 UCKIOUEeHUSd
[IepeunCJIeHHBIX HIMKE IIPOHYMEPOBAHHEIX BapMaHTOB OCylleCTBJIEHUS
aHTuTeJsla kK CD38 comepxaT 3aMeHY B Fc aHTUTeJa.

B HeKOTOPHX OIMCAHHHX B HacToAlleM IOKYyMeHTe crnocobax M B
HEKOTOPHX BapMaHTax OCYIEeCTRBJIEHUMS M3 Bcex 0e3 MCKJIUeHUS
[IepedurCJIeHHEIX HIDKE IIPOHYMEPOBAHHEIX BapMaHTOB OCyleCTBJIEeHU I
aHTuTeJsla kK CD38 conmepxaT 3aMeHy B FCc aHTUTeJla B IIOJIOXEHUAX
aMMHOKMcJIoT 256, 290, 298, 312, 356, 330, 333, 334, 360, 378 wuamum
430 (HyMepalMsa OCTaTKOB COOTBeTCTByeT EU-MHIOEKCY) .

B HEeKOTOPHX OIMCAHHHX B HAaCTOANEeM JIOKYMeHTe crocobax MM B
HEKOTOPHX BapMaHTaxX OCYIECTRBJIEHMS M3 Bcex 03 UCKIJIOUEHUS
[IEpPEeUMCIJIEHHBIX HIKE [IPOHYMEPOBAHHEIX BapMaHTOB OCYyIeCTBJIEHUS
anTuTeJJo K CD38 objlagaeT 2-aHTeHapHOM TJIMKAHOBOM CTPYKTYPOM C
comepXaHreM OYKO3E B OMalas33oHe oOT okojo 0% npo oxkosio 15%,
Hanpumep, 15%, 14%, 13%, 12%, 11%, 10%, 9%, 8%, 7%, 6%, 5%, 4%,
3%, 2%, 1% wmam 0%.

B HeKOTOPHX OIMCAaHHHX B HacTOfAlleM IOKYMeHTe crocofax M B
HEKOTOPHX BapMaHTaxXx OCYIEeCTBJIeHMAa M3 Bcex 0e3 UCKIOUEeHUSd
[IepeUMCJIeHHEIX HIKE IIPOHYMEPOBaHHEIX BaApMaHTOB OCYyIleCTBJIEHUSI
aHTuTeJI0O K CD38 objlagaeT 2-aHTeHapPHOM TUIMKAHOBOM CTPYKTYPOM C
colepxaHueM OykKoO3E OKoJO 50%, 40%, 45%, 40%, 35%, 30%, 25%, 20%,
15%, 14%, 13%, 12%, 11% 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, %, 1%
i 0%.

BamMeHH B FC M CHWKeHHOe coIepXaHre QyKOB3HE MOXeT YCUJIMBATBh
akKTMBHOCTBE ADCC aHTMUTeJsa k CD38.

TepMrH «CcomepXaHMe OQYKO3BD» O3HadvaeT KOJMUEeCTBO MOHOCaxapuia
byKO3EL B npenejax caxapuIHOM Lenu B [IOJIOXEHUN Asn297.
OTHOCUTEJILHOE KOJIMYeCTBO (QYKO3H MOpedcTaBJigeT cobo¥ OpolLieHTHOoe
conepxaHue byKo30COmepXammx CTPYKTYP, OTHOCAMUXCSA KO BCEM
TJIMKOCTPYKTypaM. OHM MOTYT OHTBH OXapaKTePU3O0BaHE U KOJMUECTBEHHO
V3MEPEHH IIOCPENCTBOM MHOXeCTBa MEeTOIOB, HalpuMep: 1) OpM [IOMOIM
BPEeMANPOJIETHOM MaTPUUHO-aKTUBUPOBAHHOM Jla3epHOoM

necopOuuyr/MoHN 3 AL (MALDI-TOF) obpasua, 00paboTaHHOT O N-
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TJIMKO3MOa30M F (HaopuMmep, KOMILJIEKCHHEe, TUOPMOHBEE, OJUTOMAHHOSBHHEE U
BEHICOKOMAHHO3HEE CTPYKTYPH), KaK OIMCAHO B MeXIYHapOIHOM I[IaTEeHTHOM
nyosmKaumm LB W02008/077546; 2) [IOCPEenCTBOM bepMeHTaTUBHOT'O
BEHICBOOOXIEHMS TUIMKAHOB Asn297 C T[OCHenyKnler »OepuBaTU3alUen U
oBHapyXeHMeM/KOJUUECTBEHHEM OIlpelelIeHrMeM II0CPelCcTBOM BOXX (CBIXX)
C oOHapyXeHMeM C IIOMOmbI OGJyopeclueHIur u/miam BOIXX-MC (CBSXX-MC) ;
3) aHaJIM30M MHTAKTHOTO OeJIka HATUBHOIO MJIM BOCCTAHOBJIEHHOTO mAb cC
obpaboTkoMm TJIMKAHOB Asn297 wmam ©6e3 Hee ¢ 1omombild Endo S wmim
IPpYyTOoTo (GepMeHTa, KOTOPHM PpaclellyisgeT CBI3b MeXIy IIePBEM M BTOPLM
MOHOCcaxapuiam GIlcNAc, coxpaHas OyKOo3y IIPUCOeIMHEeHHOM K IIePBOMY
GlcNAc; 4) pacumerieHrMeM AL Ha CoOCTabJIg0IMEe IIelTUIOE [I0CPelCTBOM
bepMeHTaTUMBHOTO pacmenjeHmusa (HanpuMep, TPUIICHMHOM WIIn
sHOomenTunaszor Lys-C) u T[OoCJenymMM pas3neseHreM, oOHapyXeHVEeM U
KOJIMUECTBEHHEM OIpeneJIeHMeM IocpencTBoM BIXKX-MC (CBIXX-MC) wmiam 5)
oTHeJIeHMeM oJmrocaxapunoB mAb orT Oejika mAb Ha Asn 297 nocpelCTBOM
CIHeldUUeCKOTO (QepMeHTATUBHOTO IeTUIMKO3WUIMPOBaHUA C noMombiln PNGase
F. BLICBODOXIEHHEIE oJIMTocaxapuan MOXXHO METUTH biryopodopoM,
pPasIesiaTh u UOeHTUOULINPOBATE PasIMUHBEMA BCIIOMOT'aTeJIbHEIMU
MeTOIMKAaMM, KOTOPHE I[IO3BOJIAKT TOUHO OXapaKTepM30BaTh CTPYKTYPH
TJIMKaHOB IIOCPEeICTBOM MACC-CIEKTPOMETPUM C MAaTPUYHO-aKTUBUPOBAHHOM
JlasepHoM Oecopbluuel/MoHn3aLmuen (MALDI) Iy TeM CpaBHEeHUS
SKCIEPMMEHTAJIBHEIX MacC C  TEOpPeTUMUeCKMMM  MaccaMiu, OIpeneliaTh
CTeleHb CUaIMJIMPOBaHMUA MOHOOOMeHHOM BOXX (GlycoSep C), pa3nelsaTh U
KOJIMUEeCTBEHHO U3MEPATH bopMEL oJIMToCcaxapmunoB 1o KPUTEPUIO
TUAPOOUIIBHOCTK TIOCpencTBOM BOXX ¢ ofwmHOM Oaszol (GlycoSep N) wu
pasmelsiaTh U KOJMUECTBEHHO U3MEPAThH OJUMIOoCaxXapUOH  IIOCPedCTBOM
BHICOKOBOOEKTUBHOTO KaluJIJISPHOTO BJIeKTpodopes3a C Jaszep-
MHOyLMpPOBaHHOM ¢QJuyopecleHunern (HPCE-LIF) .

OnpenejieHMe «HUBKODYKOSHEIY» WM «C HM3KMM CcoIepXaHreM OYKO3HD»
B HacToAmeM 3afgBKe OTHOCUTCHA K aHTUTeJaM C coIepxaHueM (QyKO3EH
okoJio 0-15%.

OmnpenejieHrMe «HOPMOQYKOBHHM» WJIM «C HOPMAaJILHEIM COIepXaHMeM
OYKO3H» B HacTogmeM OOKyMeHTe OTHOCHUTCHA K aHTHTeJIaM c
comepxaHueM OQyKoO3E 0OoJjiee okoJio 50%, Kak IOpaBuio, 0oJiee OKOJIO
60%, 70%, 80% mam Oojee 85%.

AuTuTejyla kK CD38, npuMeHsaeMele B crocofax, OIMCAHHEIX B
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HaCTOAlMEM IOOKYMEHTE, M B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHMSA M3 BCeX
Bes VUCKJIIOUEHU S  [IePeUMCIJIeHHEX HIIKe [IPOHYMEPOBaHHBIX BapMaHTOB
OCyleCTBJIEHUS, MOTYT VHIOYLIUPOBATE YHUUTOXEHNE KJIETOK OMIJI
[IOCPEenCTBOM  MOOYJIALIUU bepMeHTaTMBHOM AKTUBHOCTU CD38. CD38
npencTaBJisgeT coBo¥ MHOTOQYHKUMOHAJILHEL BSKTOGEPMEeHT C aKTUBHOCTLIO
AIO-puBOBUIILIMKIIABE, KaTaJu3upyomel ofpa30BaHMe LIUKJIndeckon AL0-
pudose (LAIOP) wm AIOP wm3 HAIN. CD38 Takxe KaTalusupyeT oOMeH
HUKOTHMHaAMUOHOM TI'pynnsl HANDOY Ha HUMKOTHMHOBYID KUCJOTY B YCJIIOBUAX
KMCJION cpenr C IIOJIyUYeHMEeM HKANO* (HUKOTHMHOBASA KMcJIoTa-
aleHUHOVHYKIJIeoTunbochaT) . Momyidumio (epMeHTaTHMBHOM aKTUMBHOCTM CD38
yeJioBeKa aHTuTeJlaMu K CD38, npuMeHdeMeMM B crocobax wm3obpeTeHUusd,
MOXHO WM3MEPATHE B aHaJlu3e, OIMCaHHOM B nybiaukaumu Graeff et al., J.
Biol. Chem. 269, 30260-30267 (1994). HanpuMmep, cydcTpaT HII' MOXHO
MHKYyOUpoBaTE ¢ CD38, a MOOYJALMIO OPOOYKUMM LUKJIMUYeckor I'NO-pudo3E
(UI'M®P) MOXHO OTCIEeXMBATh CIEeKTPOPOTOMETPUUECKHM I10 BO30YXIEHUI Ha
IOJvHe BOJIHHE 340 HM M MCIOYyCKaHM© Ha IJMHe BOJIHH 410 HM B pasJIMUHBEE
MOMEHTEL BpPEMEHU rocJie nobaBJjieHUA aHTuTeJa B PasJIMUYHEIX
KOHIleHTpalMaAx. VHIuMbOupoBaHre CHHTe3a UAINOP MOXHO OIpenejiiTh B
COOTBETCTBMM C MeTomoM BIXX, omnmcaHHEM B OyOjamMkaluum Munshi et al.,
J. Biol. Chem. 275, 21566--21571 (2000) . AxTMTeJla K CD38,
[IpUMEeHAeMEE B criocobax nsobpeTeHusd, OTIMCaHHBIX B HacTOAIEM
OOKYMeHTe, ¥ B HEKOTOPHX BapMaHTax OCyIeCTBJIeHMsa M3 Bcex 0es
VCKJIIOUeHM S repeuncJIeHHRX HIDKE [IPOHYMEPOBaHHEX BapMaHTOB
OCyMEeCTBJIEHUSA, MOTYT MHIMOMPOBATEL OQEepMEeHTATMBHYK aKTMBHOCTE CD38
Ha, IIO MeHblle¥ Mepe, okojio 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%,
60%, ©5%, 70%, 75%, 80%, 85%, 90%, 95% wmm 100%.

B HeKOTOpHX cHoocobax mM300peTeHUsd, OIIMCAHHEIX B  HaCTOAIEM

IOKYMeHTe, M B HeKOTOPEX BapMaHTaxX OCYIeCTBJIEHMA M3 BCeX tes

VCKJIIOUEeHU S IepeurCIIeHHEX HIDKE IPOHYMEPOBaHHEIX BapMaHTOB
OCylleCTBJIEHU I AHTUTEJIO K CD38 CONEPXUT II0CJIeNOBATEeJIEHOCTU
OIpenesIAlMMX KOMILJIEeMeHTapHOCTL objacTer TaxeJonm uemnm  (HCDR) 1
(HCDR1) , 2 (HCDR2) nu 3 (HCDR3) c SEQ ID NO: 6, 7 m 8
COOTBETCTBEHHO.

B HeKOTOPEIX criocofax MSO@peTeHMH, OIIMCAaHHEIX B HacCTOAIleM
IJOKYMEHTeE, M B HEeKOTOPEX BaplMaHTaxX OCYmMEeCTBIJIEHMA M3 BCeX Oes

VMCKJIIKUEHNMA IepedumMcCIJIEHHBIX HUMXe IIPOHYMEPOBaHHEX BapMaHTOB
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OCYIEeCTBJIEHUA AHTUTEJIO K CD38 COIEpPXUT [IOCJIeIOBATEJIbHOCTHU
OIpeneyigmMx KOMILJIEMEeHTAapPHOCTEL objlacTen Jerkom uHenu (LCDR) 1
(LCDR1), 2 (LCDR2) m 3 (LCDR3) ¢ SEQ ID NO: 9, 10 m 11
COOTBETCTBEHHO.

B HekOTOpHX crocobax un300peTeHMA, OIMCAaHHEX B HaCTOLIeM
OOKYMEHTe, M B HEKOTOPHX BapMaHTax OCyIleCTBJIEHUA M3 Bcex 0e3
VICKJIOUEeHW I epeuncJIeHHEIX HIDKE IIPOHYMEPOBaHHEIX BapMaHTOB
OCYIEeCTBJIEHUS AHTUTEJIO K CD38 COOEepPXUT [IOCJIeOOBaTEeJILHOCTU
OIpeneJIglMxX KOMIIJIEMEeHTapPHOCTL obJacTey Taxejyom uemnm (HCDR) 1
(HCDR1), 2 (HCDR2) wu 3 (HCDR3) ¢ SEQ ID NO: 6, 7 wmu 8
COOTBETCTBEHHO u [IoCJIeIOBaTeJIbHOCTHU onpenelISlmx
KOMILJIEMEHTAPHOCTEL o6JacTe JIeTKOoM lelu (LCDR) 1 (LCDR1), 2
(LCDR2) m 3 (LCDR3) ¢ SEQ ID NO: 9, 10 m 11 cooTBeTCTBEHHO.

B HekoTOpeX crnocofax wu300peTeHMd, OIMCAHHHX B HaCTOAIEM
IOOKYMEHTe, ¥ B HEKOTOPHX BapMaHTax OCYIECTBJIEHUS U3 Bcex 0es
VCKJIOUEeHN I [IePEeUMCIIEHHEIX HIDKe [IPOHYMEPOBaHHBIX BapMaHTOB
OCYIEeCTBJIEHMS aHTUTeJo kK CD38 comepxuT BapuabeslbHy© 00JacThb
TaxeJson uenm (VH) ¢ SEQ ID NO: 4 u BapuabeJibHYID o00JIlacTb JIeT'KoM
umenu (VL) ¢ SEQ ID NO: b.

B HekOTOpHX crocobax un300peTeHMa, OIMCAaHHEX B HaCTOLIeEM
OOKYMEHTe, M B HEKOTOPHX BapMaHTax OCyUIleCTBJIEHUS M3 Bcex 0e3
VCKJIIIOUEeHN A [IepeunCcIJIeHHEIX HIDKE IIPOHYMEPOBAaHHEIX BapMaHTOB
OCYIEeCTRBJIEHUS aHTUTeJIO k CD38 comepxmuT Taxesyo Lenbk ¢ SEQ ID NO:
12 u Jgerkyo Lenbr ¢ SEQ ID NO: 13.

B HekoToOpeXx crnocobax wu300peTeHMHa, OIMCAHHHX B HACTOAMEM
OOKYMEeHTe, ¥ B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHUS U3 Bcex 0e3s
VCKJIIOUEeHN I repedrcJIeHHHX HIIKe [IPOHYMEPOBaHHBIX BapMaHTOB
OCYIEeCTBJIeHMS aHTUTeJio K CD38 CcomepXuT TAXKeJIYK Ielb, COIepXallyk
aMUHOKMCJIOTHYK IIOCJIeIOBaTeJILHOCTE, KoTopas Ha 95%, 96%, 97%, 98%
uiIM 99% mMIeHTMUHAa IocJemoBaTeJibHOoCcTM SEQ ID NO: 12, M JIeTKYyD
IIENb, COIepXalyl aMMHOKMCIIOTHYK IIOCJIEOOBATEJIbBHOCTE, KOTOpasd Ha
95%, 96%, 97%, 98% wmium 99% mMIeHTHMUHa IOocJeloBaTeJIbHOCTM SEQ ID
NO: 13.

AHTHTEeJIa, KOTOPHE I[I0 CYIMECTBY MIEHTUUYHE aHTUTEIY, CoIepXalleMy
TaKeJIyio Lernb ¢ SEQ ID NO: 12 um Jierkyno ULens ¢ SEQ ID NO: 13, mMoryT

VCIIOJIBE30OBATBECA B criocofax n300peTeHnd. TepvmH «IIO CymecTByY
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VMOEHTUUHLE» B HacTo4gmeM OOKyMeHTe O3HauvaeT, UTO aMMHOKMCJIOTHEHE
IOCJIEOOBATEJILHOCTY HOBYX CPaBHMBAEMHX TEKEJHEX Leler WM JIeTKUX
lernen QHTUTEJI  MIOEHTUUHBE WM  MMEKT HeCVYIeCTBEHHEE OTJIMUNA .
HecymecTBeHHEE OTJIMUMA OpencTaBJigoT cobom 3ameHe 1, 2, 3, 4, 5, 6,
7, 8, 9, 10, 11, 12, 13, 14 mwm 15 aMMHOKMCJIOT B TSIKEJIOM Ll WU
JIeTKOM lenM aHTHUTeJa, He OoKal3hBallMe OTPUIAaATeJIbHOTO BJIMAHMA Ha
CBOMCTBA aHTHTeJa. [IpolleHTHOE 3HaueHre UIOEHTUUYHOCTHU MOXHO
ompenesyiiTh, HaIpuMep, I[IyTeM IOoINIapHOI'0 BHPaBHUBAHMA C I[IPUMEeHEeHVEM
HacTpoOeK IO yMoJildaHui B MomyJie AlignX nporpamumel Vector NTI v.9.0.0
(Invitrogen, T. KapJjicbanm, mraT Kammbpopuus, CIIA) . Besikorue
[IOCJIEAOBATEJILHOCTM  HaACTOAMEIo  M300peTeHMdI  MOXHO  [IPUMEHHATH B
KauecTBe MCKOMOM IIOCJIedOBATE&JILHOCTM IIPU OCYMEeCTBJIeHWM IIOMCKa B
OOMEeNOCTYIIHEIX WMJIM IIaTeHTOBaHHBEX 0Oasax  IOaHHBIX, HallpuMep, ojidg
UOeHTUOMKALKM POIOCTBEHHEIX IIOCJIedoBaTeJIbHOCTeM. IIpuMepaMy IpOoTpaMM,
VICIIOJIB3YEMBEIX IJIS  BHIIOJIHEHMA TaKMX I[IOMCKOB, ABJAKTCH I[IPOTPaMME

XBLAST uau  BLASTP (http //www ncbi nlm/nih gov) UM TIaKeT

GenomeQuest™ (GenomeQuest, T. BecTdopo, mrar Maccauycetc, CIA) c
VCIIOJIE 30BaHMEM HaCTpPOeK II0 YMOJIUaHMK. IIpMMepH 3aMeH, KOTOPHBE MOIYT
[IPOBOOUTHCH oJisa aHTUTeJI K CD38, [IPUMEH S eMBIX B criocofbax
n300peTeHns, OPeOCcTaBJIglT CcoOoM, HalpMMep, KOHCEPBATMBHEE 3aMeHEH
Ha AaMMHOKMCJIOTH, MMeKlMe aHaJIOTMUHEY 3apall, IMIpodoOHEE CBOMCTBA
WM CTepeoXUMMUECKHMe XapaKTepUCTHKM. Takke MOTYyT OCYIEeCTBIIATHCH
KOHCEPBATUBHEE BaMeHH IJIS YJYUIeHMsS CBOMCTB aHTHUTeJla, HalpuMep
CTa®MJILHOCTU WM adPMHHOCTHM, WM IJIS YIIVUNeHUS SOOeKTOPHBX (QYyHKLIMM
ahHTurejyla. MoxHO ocymecTBMTH 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12,
13, 14 mwim 15 aMMHOKMCJIOTHEIX 3aMeH, HalpuMep, B TSKeJION WM JIeTKOM
el aHTuTeJla k CD38. Bojlee TOTro, J0OOM HATUBHHEIM OCTATOK B TIKEJIOM
WM JIeTKOM LelM TakKXe MOXHO 3aMellaTh aJlaHMHOM, KaK paHee OBJIO
OMNMMCaHO B OTHOMEHUM aJlaHMH-CKaHUpyKImero MyTareHeszsa (MacLennan et
al., Acta Physiol Scand Suppl 643:55-67, 1998; Sasaki et al., Adv
Biophys 35:1-24, 1998) . CneuraJMCTH B IOaHHOM 00JlacTM MOTYT
ONpelesIATh XeJlaTeJIbHEIE aMMHOKMCJIOTHHE 3aMeHH, KOoTI'Jda TaKMe 3aMeHE
HeOOXOOMMEL . AMMHOKMCJIO THHE 3aMEHH MOT'YT OHTE OCyImeCTBJIEHH,
HamnpuMmep, ¢ nomomsio I[IIP-MyTareHesa (maTenT CIIA N 4,683,195).

BubmmoTeku BapMaHTOB MOXHO CO3IOaBaTb C ITIOMOINEBI XOPOIO WM3BECTHEIX
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crioco6osB, HanpmMmep IyTeM IpVMeHeHU A CJIy4YalHBIX (NNK) WJIN
HeCJIy4YaMHBIX KOIOHOB, HalprMep KOIOHOB DVK, KOOUPYIOMNX 11
aMmHoOkmciior (Ala, Cys, Asp, Glu, Gly, Lys, Asn, Arg, Ser, Tyr,
Trp), " CKPpMHMHTa OMOJMOTEK Ha BapMAaHTH C XeJlJaTeJIbHBEMM CBOMCTBAMMA.
Co3OaHHEE BapMaHTH MOXHO TeCTHMPOBATBH Ha MX CBA3HBaHMe C CD38 mM ux
CIIOCODHOCTEL MHIOYLMPOBATEL allollTOo3 WM MOOYJIMPOBaAThL O(QepMeHTaTUBHYI
akKTMBHOCTL CD38 C [OpMMEeHeHMeM MeTOOOB, OIMCAHHHX B HaCTOAIEM
IOOKyMeHTe.

B ommMcaHHEIX B HaCTOAMEeM OOKyMeHTe crnocobax M B HEKOTOPHX
BapMaHTaxX OCYIEeCTBJIEHMA M3 Bcex 06e3 MCKIKUEeHMS I[I€pPeUMCJIEHHEIX HIKe
[IPOHYMEPOBAHHEIX BapMaHTOB OCYIIECTBJIEHMA aHTUTeJIO k CD38 MoxerT
CBRA3HBATE CD38 ueJloBekKa B IMalasoHe 3HauveHuM adduuHocTm (Kp). B
OOIHOM BapMaHTEe OCYIMECTRBJIIEeHMS B COOTBETCTBMM C M300peTeHMEM U B
HEKOTOPHIX BapuaHTax OCVYIIEeCTRBJIEHMSA nu3 BCex Bes VICKJIIOUEeHM S
[IepPEeUNCIIEHHBIX HIIKe [IPOHYMEPOB aHHBIX BapUaHTOB OCylmeCcTBJIEHUS

aHTuUTeJIo K CD38 cBas3mBaeTca ¢ CD38 ¢ Kp, pPaBHOM WM MeHBIIEN UeM
okoJio 1x10% M, Hanpumep, 5x10°2 M, 1x10° M, 5x1010 M, 1Ix10°10 M,
5x10°1t M, 1x10°t M, 5x10°1% M, 1x10712 M, 5x10°13 M, 1x1013 M, 5x10H
M, 1x10 M wmm 5x10°1 M, wm ool OualasoH, BXOOAIMMA B
IIPMBEIEHHEE BHIIE 3HAUEHMS, KakK OIpeHeIgeTcsa MeTOINOM IOBEPXHOCTHOTIO
IJIa3MOHHOTO pe30HaHCa WM MeToloM Kinexa, KOTOPHE MCIOJL3YITCH
CcIeuuajJucTaMM B  OaHHOM  ofBJjlacTu. B omnHOM IpuUMepe  3HaueHUe
abdmuHOCTM PpPaBHO 1x108 M wmM MeHee. B IOpyToM IIpMMepe 3HaueHUre

adpdrHHOCTM paBHO 1x107° M MM MeHee.

B HEeKOTOPHX BapMaHTaxX OCYIECTRBJIEHMS M B HEeKOTOPHX BapMaHTax
OCyleCcTBJeHU ST n3 BCeX ez VCKJIIOUEHU A [IepeurCJIEeHHEIX HIMXE
IIPOHYMEPOBAHHEBIX BAapMaHTOB OCYIeCTBJIEHUS AHTUTEJIO K CD38
IpencTaBjgeT coboi OucIeLMdpUueckoe aHTUTeJo. ObjacTu VL u/mam VH
cyleCcTBYIIOMX aHTUTeJI K CD38 I obJjlacTm VL " VH,
UIEHTUOULUUPOBAaHHEIE de novo, KaK ONMCaHO B HaCTOAmMeM IOKYMeHTE,
MOTYT OHTH CKOHCTPYMUPOBAaHE c [IOJIYUEeHVEM fUCreumMpruUIeCcKMx
[IOJIHOPa3MEPHHX aHTUTeJl. Takue OUCHeUMPUUEeCKMEe aHTUTeJla MOTy OHTH
IOJIydeHH MIyTeM MOIOyJaLuuM BlaumMozedcTeum CH3 B Fc aHTHUTel C
obpaszoraHMeM OHUCHeUUIUUEeCKUX aHTUTEJI C IIOMOIBbI MeTOIMK, TaKUX

KaK OIMCaHHHEHEe B HnaTeHTe CIA N 7,695,936; MexIyHapOOHOM HaTeHTHOM
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Iy OJIMK all Ne W004/111233; [IaTEeHTHOM Iy OJIMK all CITA Ne
US2010/0015133; naTedTHOM nybiamuraumm CIIA N US2007/0287170;
MeXIYHAPOIHOM IMaTeHTHOM nyboamkaumu N W02008/119353; maTeHTHON
nyoaukainmy CIA N US2009/0182127; mnarTedTHOM nOyoimkalum CIA N
Us2010/0286374; mnaTeHTHOM nyoaukaumm CIA N US2011/0123532;
MeXIYHapOoHOM naTeHTHOM nyoJmMKaumm Ne W02011/131746;
MeXIyHapoIHOM [aTeHTHOM nOyoJaMKalmm e W02011/143545; NI
IaTeHTHOM nyOJsmkalmm CIA N US2012/0149876.

Hanopuwmep, fucneunudpmuUecrre aHTUTeJa B COOTBETCTBUMU C
n300peTeHreM MOXHO CO3IaBaTh in vitro B OeCKJIeTOUYHOM cCpene, BBOIA
aCUMMEeTPWUHEIE MyTaluuy B oBjacTax CH3  »OByxX  MOHOCIIELUOMUECKUX
TOMOIOVIMEPHEIX  aHTUTeJI ¥ 0o0pas3ysd OUCHelrudUUIecKoe IeTepONVMEPHOEe
AHTUTEJIO M3 IOBYX MCXOIHBEX MOHOCIIEUNPUUECKMX I'OMOIVIMEPHEIX aHTUTEJ B
BOCCTaHOBUTEJIbLHEIX YCJIOBUSAX, uTo CriocoBCcTBRyeT M30MepM3alun

HMCVHB@MHHOﬁ CBA3M, B COOTBEeTCTBMNM CO criocobamm, OIIMCaHHBEIMIM B

MeXOIYHaAPOIHOM  IaTeHTHOMU nybsamkammm N W02011/131746. B DTHUX
criocofax repBOE MOHOCIIEIUPUUIECKOE IBYXBaJIeHTHOE AHTUTEJIO
(Hanpumep, AHTUTEJIO K CD38) 17 BTOpPOE MOHOCIHIeInpnUecKoe
OBYXBaJIEHTHOE AHTUTEJIO KOHCTPYUPYIT Tak, UTOOH OHU VIMeJIN

omnpeneJieHHEHle 3aMeHH B pgoMeHe CH3, ofechneuMBawomme CTabMILHOCTDL
TeTepoarMepa; aHTUTeJla MWHKYyOUPYIOT BMEeCTe B  BOCCTAHOBUTEJIbHBIX
YCJIOBUSAX, OOCTaTOYHEX, yTo®B ~ UMCTEMHEl B  MAPHUMPHOM  0oBJIacTH
[IOOBEPIVIMCE M30MEepU3aluU IUCYJILOUIHOM CBA3M; M B pesylbTaTe oOMeHa
rIeuamMmm Fab obpasyeTcs SucnenmudruuecKroe AHTUTEJIO. YcioBud
MHKYOMPOBAHMA MOXHO OITHMMAJILHO BEPHYTh K HEeBOCCTAHOBUTEJILHEM. K

IIprMepaM TIIPpVMIT'OIOHEIX IOJIA  HVCIIOJIBE30OBaHMA BOCCTaHaBJIMBAIIMX areHTOB

OTHOCHATCH 2-MepKaTosTUJIaM/H (2-MEA) , OUTUOTPEUTOI (DTT),
OUTUOBSPUTPUTOJII (DTE) , TJIYTaTUOH, TpUC (2-KapBOKCUDTUII) POCOUH
(TCEP) , L-1umcTenH " DeTa—-MepKanTonTaHOoJ, [IPennouYTUTEJIEHO
BOCCTAaHABJIMBAKIMIM al'eHT BHOMpPAT M3 TPYIIH, COCToAmler u3: 2-

MEPKaNTO3TUJIaM/Ha , ONTUOTPEenUTOoJIa M  TpuUc (2-kKapBokcuaTuil) pochdrHa .
Hampumep, MOXHO MCIOJIB30BATH MHKYOMPOBaHME B TeueHMe, IIO0 MeHbllen
Mepe, 90 MMH HpM TeMrlepaType, [0 MeHbmer Mepe, 20°C B NpPUCYTCTBUHU,
1o MeHbmem Mepe, 25 MM 2-MEA wiIM B IIPUCYTCTBUM, IO MeHbIIeM Mepe,

0,5 MM OUTHMOTpeMTOJla IIpM 3HadeHMu pH oT 5 1mo 8, HamopuMmep, IIpH
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pH=7,0 wm npm pH=7,4.

K BO3BMOXHBM WJJIIOCTPATHMBHEM MyTaluvaMm CH3 B IIepBOM TIXeJION Lelu
M BO BTOPOM TIKEJIOM LeNM OMCHeUMOUMUeCcKOTO aHTUTejla oTHocATcsa K409R
u/vmm F405L.

JONIOJIHUTeJIbHEEe OUcCllelMpruuecKMre CTPYKTYPH, B KOTOPHE MOI'YT

OLITL BCTPOEHHE ob6jacTy VL u/miau VH aHTUTEJ] B COOTBETCTBUM C

n3obpeTeHueM, MOTYT nIpencTaBJIaTh coboi, HalpuMep,
VIMMY HO T'JI0 Oy JIMHEL c IBOMHEM BapurabeJibHEM IOIOMEeHOM (DVD)
(MexOyHapoIHas rlaTeHTHad nyoJanKaumsa e W02009/134776) WJIN

CTPYKTYPH, BKJIOUaKIMEe B cebd pas3JIMuHble OUMMePU3allMOHHEE ITOMEHH
IoJII CcoeIMHEeHMsS IOBYyX ILJled aHTUTEeJl C Pa3HOM CHeluMdUUHOCTLIO,
HalpuMmep KJIIEMLIMHOBYIO 3aCTEeXKY —MOJIHMIO» W KOJIJIaT'eHOBHE
OIVMEPU3AlMOHHEIE IOMEHHE (MeXIOyHapolOHad I[aTeHTHad nOyoaukanmsa N
W02012/022811, mnatenT CIIA N 5,932,448; narteur CIIA N 6,833,441).
DVD IpencTaBJIganT cobom IIOJIHOP asMepHEe aHnTuTresa, comepxamme
TAKeJYD 1Lelb, MWMeKImyln CTpYKTypy VH1-nmHkep-VH2-CH, 1 JIEeTKYI
1Ienb, MMEeIYI0 CTPYKTYPY VL1-mmHkep-VL2-CL, pruuemM JIMHKEP
ABJIAeTCA HeoOda3aTeJIbHEM.

B HeKOTOPHIX BapMaHTax OCYIeCTBJIEHUA, OIMCAHHEX B HaCTOAlleM
OOKYMEHTe, ¥ B HEKOTOPHX BapMaHTax OCYIeCTBJIEHMA U3 Bcex 0es
MUCKJIIIOUEeHM I [IepeumnCcIJIe HHEIX HIDKE NPOHYMEePOBaHHEBIX BapMaHTOB
OCYMEeCTBJIEHMSA aHTUTeJO0 K CD38 KOHBOIMPOBAHO C TOKCHMHOM. CIOCOOH
KOHBROTAUMM M IIPpUEeMIIEMEE TOKCHUHE XOPOUIO M3BECTHEH.

[locTaHOBKa Ouar”"Hoza OMJI ODpoBOOUTCH BpadoM B COOTBETCTBUU C
Cylle CTBY UMM pPeKoOMeHIalAMA, HallpmuMep, B COOTBETCTBUNU C
KJaccudukalnmga OMJII BceMMpHOM opTraHMB3aluM 3OpaBooxpaHeHus (BO3)
(Brunning et al., World Health Organization Classificaiton of

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

of Tumours of Haematopoiletic and Lymphoid Tissues) u B
COOTBETCTBUU c PEeKOMeHIOalMsaMA, npenjaraeMeMH, HaprMep,
HalmoHaJIEHOM BceoOmen OHKOJIOTMUECKOM CeThbio

(http:// www nccn.org/ professionals/ physician gls/ f guideline
s aspffsite) . Knaccudpmrauma BO3 BrJOUaET KIMHUUECKUE OCOOEHHOCTH,
LIMTOTEeHeTUKY, VIMMYHOGEHO TUII, MopdoJIOTHMIO UM TeHEeTHuKY, UTOOH
OIIpPenesiuTh OUOJIOTUYECKHU TOMOT €HHEIE IOOTPYIIIIH, Menmme

TepalleBTUUEeCKOe U IIPOTHOCTHMUECKOE B3HaueHMe, M nompaspejsgeTr OMII
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Ha UYeTHpe OCHOBHHX nontumna: OMII C peKypPPeHTHEMM I'eHeTUdeCKUMU
aHOMaJIMAMA, OMJI ¢ MyJbTHUIMHEWMHOWM  OUCIJIasuein, CBA3aHHEE C
Tepanmmuey OMJI M He BKJIOUEHHHM B IOpyITue KaTeropuum OMII.

B HeKOTOpPHX BapMaHTax OCYILEeCTBJIEHMSA, OINMCAaHHBEX B HaCTOAleM
OOKYyMeHTe, M B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHMA M3 Bcex 0es
VCKJIIOUEeHU A [IepeuN CIIEHHEIX HIIKe IIPOHYMEPOBaHHBIX BapMaHTOB
ocymecTBJIeHUsa OMJI mpemcTaBysgeT cobom OMII ¢, IO MeHbIeM Mepe,
OIOHOM TeHeTUUeCKOM aHoMaJuel.

OMJI MoXxeT OHTE CBSA3aH C TpaHCJIOKalMeM MexOy XpoMocoMaMu 8 U
21, TpaHCJOKalMelV WM MUHBEPCUEeM B XpoMocoMe 16, TpaHCcJoKaluen
MexIOy xXpomMocoMamMu 15 m 17 miam M3MeHeHUAMU B XpoMocoMe 11.

K pacnpocTpaHeHHEM XPOMOCOMHEM IIepeCTpolkaM, CBS3aHHEM C OMJI,
OTHOCATCA TpaHcJHokaumm t(8; 21) (g22; g22) (AML1/ETO), inv(16) (pl3;
g22) wmmm t(le; 16) (pl3; g22); (CBFB/MYH11) wm t(15; 17) (g22;
gl2); (PML/RARA). IlalMeHTH C TakKuMM OJIATOIPUATHEMY XPOMOCOMHEMA
TpaHCJIOKaUUAMM  MOT'YT  OBTH BoJjlee  BOCIPUMMUMBEL K  JIEUEHMK U
obecrieunMBaTh 00Jiee BHCOKMe IoKasz3aTelJM IOoJHOM pemmccum (CR) .

B HeKOTOpPHX BapMaHTax OCYMEeCTBJIEHMSA, OIMCAHHEX B HaCTOAIlleM
OOKYMEHTe, U B HEKOTOPHX BapMaHTaxX OCyIeCcTBJIeHMA U3 Bcex 0es
VCKJIOUEeHU I [epeuncIIeHHEIX HIKe [IPOHYMEPOBAHHEIX BapMaHTOB
ocymecTBJeHa OMJI CBs3aH C TpaHCJoOKalrelM MexOy XpoMocoMaMu 8 u
21, TpaHCJOKalMel WM MHBEePCHUEeM B XpoMocoMe 16, TpaHCIoKaluen
MexnOy xpomocoMamMu 15 m 17 mMiamM M3MeHeHuAMM B XpomocoMe 11.

B HEeKOTOpPHX BapMaHTax OCYMeCTBJIEHMS, OIMCAHHEX B HaCTOAIEM
OOKyMeHTe, M B HeKOTOPHEX BapMaHTax OCYHIeCTBJIeHUs U3 Bcex 0e3
UCKJIIIOUEeHU S [IEepPeUYNCIIEHHEIX HIIKe IIPOHYMEPOBAHHEIX BapMaHTOB
ocymecTBJeHusa OMJI cBA3aH C XPOMOCOMHOM aHoMaJmenm T (8; 21) (g22;
q22) (AML1/ETO), inv(16) (pl3; qg22) wumm t(le; 16) (pl3; qg22);
(CBFB/MYH11) wmom t(15; 17) (g22; gl2); (PML/RARA).

Bl  BEHABJIEHH COMaTHMUECKMe MyTaluMM B pPa3JIMUHHX I'eHax,

KOTOpHE OBUIM OTHECEHH K CBA3aHHEM C TI[artoreHeszoM OMJI. K HuM

OTHOCHATCH MyTaluu CBA3aHHOM c FMS TUPO3UMHKMHA S~ 3 (FLT3),
HYKJIeOhpOCMMHA (NPM1), M30UUTpaTIerngporeHass—1 (IDH1),
N30UUTPaATIEeTUIPOTeHA B2 (IDHZ2), IHK- (uMTO3MH-5) -

MeTunITpaHchepasze—3  (DNMT3A), CCAAT/sHXaHCep-CBA3HBaMeTro OeJka
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ansda (CEBPA), BcHoMoTaTeJIbHOTO odakTopa-1 U2 wmajou sanepHou PHK
(U2AF1), DHXaHcepa OeJka Zeste 2 CyOBEeOMHMIE MHIMOMTOPHOTO
KOMILIeKkCca-2 polycomb (EZH2), CTPYKTYPHOI'O COXPaHEeHMA XPOMOCOM 1A
(SMC1A) M CTPYKTYPHOT'O COXpaHeHusda xXpomMocoM 3 (SMC3) (The Cancer
Genome Atlas Research Network; N Engl J Med 368:2059-74, 2013).

AKTUBMpPYKIIME MyTaluy B TI'eHe FLT3 OpUIM onNMcCaHE y OKoJio 20-30%
IalyMeHTOB C BIIEPBHE YCTAHOBJIEHHEM OMardHozoM OMJI. K HMM OTHOCATCA
FLT3-ITD, BHYTPEHHME MyTalUuM TaHIeMHOM IYIUIMKalLMuM B pe3yJbTaTe
OYIJIUMKAUIUM ¥ TaHOEeMHOM BCTaBKM YacTeM OKOJOMeMOpPaHHOTO IOMeHa I'eHa
FLT3 (Schnittger et al., Blood 100:59-66, 2002) u MmyTaumum D835 B
noMeHe FLT3-kmHazbl. [IJI4 HOalMeHTOBR c MyTalmavm FLT3-ITD xapakTepHa
CHWXeHHasa ofmasd BHEKMBAeMOCTEH (0OS) C TIOBBIIEHHOM YacCTOTOW PEeUUIVBOB
(Kottaridis et al., Blood 98: 1752-9, 2001; Yanada et al.,
Leukemia 19: 1345-9, 2005).

MyTaumm B IDH1 m IDH2 nOpucCyTCTBYRT Y OKOJIO 15% MmaumMeHTOB C
BIIEPBEE YCTAHOBJIEHHEIM IOMarHo3oM. MyTanuum IDH]1 BrIUAKT 3aMeHH
R132H, R132X (X oBo3HauvaeT JIDOYIO AMMHOKMCJIOTY ) u
R100Q/R104V/F108L/R119Q/I130V, a wMyTalmu IDH2 BKJIOUAKT SaMeHH
R140Q m R172. MyTaumm IDH1/2 cBA3bBaloT C 0OoJjiee HebJaTOoNpPUSTHEM
IPOTHOB30M, MCKJImouas IDH2RM0Q — xoTopasd cBS3aHa C HECKOJBKO 0OoJee
IPONOJIKUTEJIEHOM BRKMBaeMOCThI (Molenaar et al., Biochim Biophys
Acta 1846: 326-41, 2014). UYacrtora wmyTaumm IDH1/2 HapacTaeT IO
Mepe IpoTrpeccupoBaHMs 3BabdojeBaHmsa (Molenaar et al., Biochim
Biophys Acta 1846: 326-41, 2014).

B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHNS, OIMCAHHHX B HaCTOAIEM
OOKYyMEHTe, ¥ B HeKOTOPHEX BapMaHTax OCylleCTBJIeHMsa W3 Bcex 0es
VCKJIOUEHN S [IepPEeUUCIIEeHHEIX HITKE IPOHYMEPOBaHHBIX BapMaHTOB
ocymecTBJleHuss OMJI cBA3aH C OHOHOM WM 0OoJlee MyTauusaMmu  FMS
TUPO3UMHKMHAZH- 3 (FLT3), HYKJIEOOOCMMHA (NPM1),
n3oUUTpaTIerugporeHa3s-1 (IDH1), wm3ocumTparmerumgporeHase—2 (IDH2),
IHK- (1MTo3MH-5) —~MeTUIITpaHCchepa3u—3 (DNMT3A) , CCAAT/3HXaHCep-
ceasmBapmero ©Oejyika aJbkda (CEBPA), BcnoMoraTeJIbHOTO OGakTopa-1 U2
MaJiom sanmepHou PHK (U2AF1l), o2HxaHcepa 0Oejka Zeste 2 cyObeOnHMUIE
VMHIUOUTOPHOT'O KOMIUJIeKCca—-2 polycomb (EZHZ), CTPYKTYPHOI'O COXPaHeHUHA
xpomocoM 1A (SMC1A) M CTPYKTYPHOT'O COXpaHeHMd XpoMocoM 3 (SMC3).

B HEeKOTOPEX BapMMaHTaX OoOCylmeCTBJIEHMA, OIIMCaHHEIX B HaACTOAIEM
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OOKYyMeHTe, ¥ B HEKOTOPHX BapMaHTaxX OCYIIeCTRBJIEHUS M3 BCcex 0es
VCKJINUeHN A repeurCIJIEHHEIX HUXe NIPOHYMEPOBAHHEIX BapMaHTOB
ocymecTBJIeHMa OMJI c¢cBg3aH C OODHOM wmiIM 0OoJlee wMyTaumaMm FMS
TUPO3UHKMHAa3E-3 (FLT3).

B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMHA, OIMCAHHEX B HAaCTOLlleM
OOKYMEHTe, M B HEKOTOPHX BapMaHTax OCyIleCTBJIEHUA M3 Bcex 0e3
VCKJIIOUEHU S [epeuncJIe HHEIX HIDKE [MPOHYMEPOBAaHHEIX BapMaHTOB
ocymecTrRJIeHMsS OMJI c¢cBg3aH ¢ FLT3-ITD.

B HeKOTOPHIX BapMaHTax OCYIEeCTBJIEHMS, OIMCAHHBHX B HaCTOAIeM

IOKYMEeHTe, M B HeKOTOPHX BapMaHTaX OCYHmeCTRJIEHMA M3 BCeX tes

UCKJIIOYEeHU S [IepPEeUYNCIJIEHHEIX HIDKE [IPOHYMEPOBAaHHEIX BapMaHTOB
OCYIIECTBJIEHNA OMJI CBA3aH c OIHOM NI BoJiee My Tal MU
M30UUTpaTIeIMOporeHa 3e— 1 (IDH1) VI M30UUTPaTOeIMOIPOTIeHa 3k~ 2
(IDHZ2) .

B HeKOTOPHX BapMaHTax OCYMeCTBJIEHMS, OIMCAHHHX B HaCTOAIEM
IOKYMeHTe, U B HEeKOTOPHX BapMaHTax OCymecTBJIeHUMS U3 Bcex 0es
VCKJIOUEeHU I IepeuncJIeHHEX HIIKe IIPOHYMEPOBAaHHEIX BapMaHTOB
OCYIIECTBJIEHUA OMIJI CB43aH c MY Tall MU R132H, R132X MIIN
R100Q/R104V/F108L/R119Q/1130V B m3ouMTpaTnerunporeHase-1 (IDH1).

B HEKOTOPHX BapMaHTax OCYMEeCTBJIEHMS, OIMCAHHHEX B HaCTOAIEM
OOKyMeHTe, ¥ B HEeKOTOPHX BapMaHTax OCYHNeCcTBJIeHMS M3 Bcex 0es
UCKJIIOUEeHU S [IepPeuYN CIIEHHEIX HIDKE IIPOHYMEPOBAHHEIX BapMaHTOB
OCylleCTBJIEHUSA OMJI cBg3aH c My TalaMU R1400Q u R172 B
u3oUUTpaTieruaporeHase—-2 (IDH2) .

B HEKOTOPHX BapMaHTax OCYMeCTBJIEHMS, OIMCAHHHEX B HACTOAIEM
IOIOKYMeHTe, M B HEeKOTOPHX BapMaHTax OCYHIeCcTBJIeHMS U3 Bcex 0es3
UCKJIIOUEeHU S IepeurCcIIe HHEX HIIKE IIPOHYMEPOBAHHEIX BapMaHTOB
ocymecTBJIeHua OMJI 1mpencTaBJageT cobor OMII ¢ MYJbTUIMHEMHOM
OVCIlJla3uen.

OMJI, cCBABaHHHM C MyJbTUMJIMHEeNMHOV OMCILJasuel, XapaKTepu3syeTcd
OVCILJIa3Mel B IOBYX WIM 0oJee JMHMAX MMUEJOUMIOHHX KJIEeTOK M, IIO
MeHbIIe Mepe, 20% yBeJMUeHMEM UMCJIEeHHOCTM OJIaCTOB B KPOBU WM
KOCTHOM MO3Te.

B HEKOTOPHX BapMaHTax OCYMEeCTBJIeHMS, OIMCAHHHEX B HaCTOAIEM
IOIOKYyMeHTe, ¥ B HEeKOTOPHX BapMaHTax OCyHNeCcTBJIeHMS M3 Bcex 0e3

VMCRJIIOUEHNA IIepedrCIJIEHHEX HIVIXEe IIPOHYMEPOBAHHEX BapMaHTOB
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ocymecTBJIeHusa OMJI npelcTaBjisgeT COOOM CBA3aHHHM C Tepamuem OMII.

CBA3aHHEM C Tepanuen OMJI ABJISAETCH pPe3yJIETaTOM  paHee
MIPOBOOMUBIIENCSA XUMMOTEPAIMMY U/MIM  PaIVMalMOHHOM Tepanuy U MOXEeT
IPOABJIATECA UYepes HeCKOJIBKO JeT IIoCJe BOBIOeMCTBMSA MyTal'eHHOTO
areHra. Y ©OoJjgee 90% T1nauMeHTOB CO CBfA3aHHEIM C Tepanmer OMJI
HabmonalTCca XPOMOCOMHEE aHOMallMM, BKJIOUAA aHOMallMM B XpoMocoMax b5
u/mm 7.

XPpOMOCOMHEE IepeCcTPONKHU MOXHO UOeHTUOUIIMPOBATL c
VCIIOJIL30BAHMEM XOPOIMO M3BECTHHX MeTOIOB, HalpuMmep OGJIyopecleHTHOMN
TubpuoMszanMer in situ, KapUOTUIMPOBAHMEM, Cay3epH-OJIOTTMHITOM WJIMU
CEKBEHVPOBaHVEM.

B HEeKOTOPHX BapMaHTax OCYMEeCTBJIEHMs, OIMCAHHEX B HaCTOAMEM
OOKYMeHTe, ¥ B HEKOTOPHX BapMaHTax OCYMeCTRBJeHMS U3 Bcex 0e3
VCKJIOUEeHU S IepPeurCJIEHHEIX HIIKE IIPOHYMEPORBaHHEX BapMaHTOB
ocymecTBJIeHua OMJI mOpencTarjgeT cobdol HemudpdepeHUUMpPOBaAHHEM OMII
(MO), OMJII ¢ MMHMMaJIBHEIM cCcO3peBaHueM (M1), OMJI Cc co3peBaHMEM
(M2), OCTPHM MMEJJOMOHOLUMTAPHEM Jelkos (M4), OCTpPHM MOHOLMTAPHLM
JIeMKO3 (M5), OCTPHEM SPUTPOUOHEIM JIenKo3 (Mo) , OCTPHM
MeTakapruoOJacTHEM JieMko3 (M7), oOCTpel 0as30dMIILHEM JIEVMKO3, OCTPHM
IaHMMEJIO3 C QUOPO30OM MIIM MUEJIOMIHYIO CapKOMY.

B HeKOTOPHX BapMaHTax OCYUEeCTBJIEHMs, OIMCAHHEX B HaCTOAIleM
OOKYMeHTe, M B HEKOTOPHX BapMaHTax OCylleCTBJIeHMS U3 BcCex 0e3
VCKJIOUEeHU I IepeurcJIeHHEIX HIIKE IIPOHYMEpPOBaHHEX BapMaHTOB
ocymecTBJeHua OMJI npencTaBJjsgeT cobolm OMJI B peMMCCUM.

Pemvmccusa OMJI OOBHUHO OINpPemesifseTCs I[I0 HOPMaJIbHOMY COINepXaHUI
KJIETOK B KOCTHOM MO3Te C MeHee 5% BijacTos, HOPMAaJIb HEIM
rnoxkasaTeyaM Iepubepuueckon kpoBu > 100 000/MM3 TpoMOOUIUTOB U >
1000/MM3 HeMTPOOUIIOB .

B HeKOTOPHX BapMaHTax OCYMeCTRJIeHMSA, OINMCAHHHX B HaCTOAIEM
OOKYMeHTe, M B HEKOTOPHX BapMaHTax OCYMeCTRBJeHMS U3 Bcex 0e3
VCKJIOUEeHU S [IepPeurCJIEHHEIX HIIKE IPOHYMEPORBaHHEX BapMaHTOB
ocymecTBJeHMA OMJI gBigeTcd pedpaKTepHBM UM PEeUUIVBUPYIOMUM .

B HEKOTOPHX BapMaHTax OCYMEeCTBJIEHMS, ONMCAHHEX B HaCTOAMEM
IOOKYMEHTEe, ¥ B HEeKOTOPHX BRapMaHTax OCyMeCTBJIEHMS U3 Bcex 0es
VCKJIIOUeHU I [IepEeUMCIIEHHEX HIDKE IIPOHYMEPOBaHHEX BapMaHTOB

OCYIIEeCTRBJIEHUSA rnalumMeHT, MMEeIoIMM OoMJI, rnoJiyyaer JleueHue
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UoapyOUMUIMHOM, LIUTapabrHOM MJIM IHUIPOKCUMOUEBUHOM.

B HeKOTOPHX BapMaHTax OCYWeCTBJIEHMA, OIMIMCAHHEX B HACTOAIEM
OOKYyMeHTe, ¥ B HEKOTOPHX BapMaHTaxX OCYIeCTRBJIEHMA M3 BcCcex 0es
MCKJIOUEeHM I [IepeurCIJIEHHEIX HWXe NIPOHYMEPOBAaHHEX BapMaHTOB
ocymecTrJIeHua OMJI npencrarJjsgeT coboy OMJI v B3POCIEHX.

B HeKOTOpPEHIX BapMaHTax OCYIEeCTBJIEHMSA, OIMCAHHEX B HaCTOAIlleM
OOKYMEeHTEe, U B HEeKOTOPHX BapMaHTax OCVYIIECTBJIEHMS U3 Bcex 0e3
MCKJIIOUEeHU I [epPEeunCIJIEHHEBIX HIDKe [MPOHYMEPOBAHHBIX BapMaHTOB
ocymecTBJIeHrss OMJI mpencTaryisgeT cobor OMII y meTel.

B HeKOTOpHIX BapMaHTax OCYIECTBJIeHMSI, OIMCAHHEIX B HaCTOAIEeM
OOKYyMeHTe, ¥ B HEeKOTOPHX BapraHTaxXx OCYIIECTBJIEeHMS U3 Bcex 0es3
MCKJIIOUEHU A MepeunCIIEHHBIX HIXe MIPOHYMEPOBAHHEIX BapMaHTOB
OCyHMEeCTRBJIEHMS aHTUTeJlo K CD38 BBOIOAT IJIS MHIOYLUMPOBAHMSA PEMUCCUM,
IocJie PeMUCCHUM MM B KauecTBe NOOOepXUBaKIel TepallM.

Iia ompenejyieHMda TOTO, I[IPOU30UElNl JIM y CyOLeKTa PeluuIuB, WMeeT
JI OH PESUCTEHTHOCTE, IpHOOPEeTEeHHYD PE3UCTEHTHOCTD W
NpPenpacloJIOXeHHOCTD K NIPpHOOPETEeHUK  PEe3UCTEHTHOCTHU K  JIEUEHMD
JIEKAPCTBEHHEM WM TepaleBTUUECKYM CPeOCTBOM, MOXHO MCIIOJIB30BAThH
pasJMuHEle KaueCTBEHHBE U/MIM KOJUMUSCTBEHHEE CHOCOOH. CHMIITOMH,
KOTOPEE MOTYT OBTH CBSA3aHE C PEeUMOIMBOM W/WUIM Pe3VCTEeHTHOCTLO,
BKJIOUAT, HanpuMep, YXYOeHnue JANNZ ! OTCYTCTBHUE YVIIYUIIeHU A
CaMOUyBCTBMSA TIallMeHTa, YyBeJMUeHMe pas3Mepa OIIyXOJM WIM OIlyxXO0JIeBOM
HarpysKM, YBeJIMUEHMEe KOJIUUEeCTBa PakKOBEX KIETOK, IIpeKpalleHue WJn
3aMelJIeHre TOPMOXEHMSI pocTa OINYyXOJM WM OIYXOJIEeBHX KJIETOK M/UJINU
pacrpocTpaHeHe PaKOBEX KJIETOK B OpraHM3Me M3 OIOHOTO MecTa K
IpyTMM OpTaHaM, TKaHAM WM KJIeTKaM. I[IOBTOpPpHOe TIOSBJIEHME WJIU
YXYOIleHVe PasJIMUHEX CHMIITOMOB, CBASAHHEX C OINYXOJBI, TakKXe MOXET
OHTEL IIOKas3aTeJleM TOoTo, UTo Yy CcyObeKTa I[IpOoM30IeNl pPeluOInB WU
pasemiiack PE3UCTEHTHOCTL WM OH [4BJIAETCS IIPelPacloJIOKeHHBEM K
Pa3sBUTUIL PESUCTEHTHOCTM K JIEKAPCTEBEHHOMY WM TepaleBTUUeCKOMY
CpellCTBY. CHUMIITOMEL, CBA3aHHEIE C PakKoOBEM 3aboJieBaHUeM, MOT'YT
BapbeMpOBaTE B 3aBUCHMMOCTM OT THIIA pakoBoTo 3abojieBaHMsa. Hamnpumep,
CHMMIITOMEI, CBf3aHHBEEe ¢ OMJI, MOI'YT BKJIOUATE CJIaboCThk, YTOMIAEMOCTH,
TOJIOBOKPYXEHUE VI O3HOD, TOJIOBHEE oo, yacTHe HOCOBEHE
KPOBOTEUEHMS, YacCThe KPOBOMIIIMAHUA WM KPOBOTOUMBOCTL IeCeH.

B HEeKOTOPEX BapMaHTaX OCYHWMeCTBIJIECHNMA, OIIMCAHHEX B HaACTOAIEM
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IOOKYMEHTE, ¥ B HEKOTOPHX BapMaHTax OCYNeCTBJIeHMS U3 Bcex 0es
VCKJIOUEeHU S [IepeuMCJIEHHEX HIKe IPOHYMEPOBaHHEX BapMaHTOB
OCYMEeCTBJIEHMS aHTUTeJio K CD38 BBOOST B KOMOMHALMM C, IIO0 MeHbIIen
Mepe, OIHMM IOIMOJIHUTEJILHBEM JIeKapPCTBEHHEIM CPEeNCTBOM.

Ina Jeuenums OMJI MOTYT MCHOJB30BaThLCA LIMUTapadMH (LMTO3UH

apabuHosun wau  apa-C) U/UIY  AaHTPALUMKIMHOBHE  JI€eKAapCTBEHHHE
cpemcTBa, HaIpuMep, HOOKCOPYOMUMH, OayHOPYOMUMH, IayHOMULMWH,
UDapyOMIMH ¥  MUTOKCAHTPOH. K 1OpyruMm  XUMMOTepaleBTUUeCKUM

JIeKapCTBEHHEM CpeICcTBaM, KOTOPHEe MOTYT IMIPUMEHATLCA NOJIS JIeUeHUM
OMIJI, OTHOCATCSH TUOPOKCHMMOUEBMHA (Hydrea®), nelumTadbuH
(Dacogen®) , KJIaIpuOUMH (Leustatin®, 2-Cda), baynapabuH
(Fludara®), TomorekaH, osTonosun (VP-16), 6-TmoryaHmH (6-TG),
KOPTUKOCTEPOUIHHE JIeKapCTBEeHHHE CpPelNCcTBa, HaIpUMep NOPelHV30H WU
nexkcameTasoH (Decadron®), wmeToTpexkcaT (MTX), 6-MepKaNTOIYPUH

(6-MP) wmim asaunTtuauH (Vidaza®) .
K OpyruMm JiekapCTBEHHBEIM CpelcTBaM, KOTOPHE MOTYT IPUMEeHATLCSA

on4ga JedeHuda OMJI, OTHOCATCH IIOJIHOCTBI TpaHC-peTHuHOeBad KUCJIOoTa
(ATRA) , TPpeTHUHOMH MM Vesanoid® u  TpuMOKCHMO  MBIILAKA (ATO,

Trisenox®). ATRA ¥ TPMOKCHUI MHIILSAKA MOTYT [OPUMEHATHCA  OJIA
JIeUeHMSa OCTPOTO MNPOMMEJIOUMTAPHOTO JIeMKOo3a.

B HEeKOTOPHX BapMaHTax OCYMEeCTBJIEHMSA aHTUTeJIo K CD38 BBOIAT
NalMeHTy B KOMOMHAUMM C LIUTapabrMHOM, IayHOPYOULMHOM/IayHOMUILMHOM,
UoapyouLMHOM, MUTOKCaHTPOHOM, TUIPOKCUMOUEBUHOM, OelunTabrHOM,
KJIamgpnbuHOM, OQiIyIapa®MHOM, TOIOTEKAHOM, BSTOIO3UIOM, 6-THOI'YaHMHOM,
KOPTUKOCTEPOUIOOM, MNIPeIHM30HOM, IeKCaMeTa30HOM, MeToTpekcaToM, 6-
MEPKAIITONYPVMHOM MJIM a3aTUOMHOM.

B HeKOTOPHIX BapMaHTax OCYIMeCTBJIEHMSA, OIMNMCAHHEX B HACTOAIEM
OOKYMEeHTe, ¥ B HEKOTOPHX BapMaHTaX OCYIIeCTRBJIEHUS U3 Bcex 0es
VCKJINUEeHU A epeurCIJIEHHEIX HUXe NIPOHYMEPOBAHHEIX BapMaHTOB
OCyleCcTBJIeHMS aHTuTeJio k CD38 BBOOAT MNalMEHTy B KOMOMHALWMU C
OeunTadbrHOM.

B HeKOTOPHX BapMaHTaxX OCYHNEeCTBJIEHMS, OIMCAaHHHX B HACTOAIEM
OOKYyMeHTe, ¥ B HEKOTOPHX BapMaHTaxX OCYIIeCTRBJIEHMA M3 BcCcex 0es
VUCKJIOUEeHN A [IepeurCJIEHHEIX HMXe NIPOHYMEPOBAaHHEIX BapMaHTOB

oCcyumecCTBJIEHMA aHTUTeJIO K CD38 BROOAT ralumMeHTy B KOMOMHaALUMUMU C
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UMTapadbrMHOM M JOKCOPYOUIIMHOM.

B HeKOTOPHX BapMaHTaxXx OCYWMeCTBJIEHMA, OIMIMCAHHEX B HACTOAIEM
OOKYyMeHTe, ¥ B HEKOTOPHX BapMaHTaxX OCYIeCTRBJIEHMA M3 BcCcex 0es
MCKJIOUEeHM I [IepeurCIJIEHHEIX HWXe NIPOHYMEPOBAaHHEX BapMaHTOB
OCYIeCTBJIEHUS CYOBEKT IIoJiydaJ WM OyHmeT IoJIydaThb paluoTepallMbo.

PammoTepalus MOXeT IMIPpeOCcTaBJIATh coBoM BHemHee HallpaBJIeHHOE
U3JIy4YeHue, pamralMoHHYID  Tepaluio ¢ MOOYJSLUMel MHTEeHCUBHOCTU

(IMRT), cookycupoBaHHOe OOJyUeHMe MWJIM MOXeT ObBThL Jiodou (opMon

PaAIUMOXUPYPTUN, BKJIOUA S TaMMa—HOX, Kubep—HOX, Linac u
BHYTPUTKaHEBOE oBJyUueHUe (HanipuMep, VIMIJIaHTUPOBAaHHHE
pamMoakTHBHEIE 3epHa, OajyioH GliaSite) w/uiam c XUpypTrUUeCKVM
JleueHNEeM.

K cnocobam cooKyCHUPOBAHHOTO OOJYyUeHMsa, KOTOpPHEe MOTYT OHTH
VICTIOJIL 30BaHEH, OTHOCATCH cCTepeoTaKCHUUeCcKas pPanuoxXnpypIrus,

(]_)paKLU/IOHMpOBaHHaF[ CTepeOTaKCHUUeCKad pallMoXVMPpypI'Md VM pallMalVMOHHAaA

Tepanmsa C MOIYJIALIVEN MHTEHCUBHOCTHU (IMRT) . OueBUIHO, uTo
cTepeoTakcuueckad pamnoxXupypIrumu-a BKJIDUAET TOUHVIO OOCTaBKY
M3JIYUeHNUd B OIIYXOJIEBYID TKaHb, Halpumep, OIIYyXOJIN MO3Ta,

OODHOBPEMEHHO MCKJIIUasa IIollamaHve B OKpyXawolMe HopMallbHEE TKAaHY,
He TIIOpaxXeHHBEe OIyxXoJibo. [Jo3a M3JgydYeHMd, [IpuMeHdeMad B XoIe
CTepeoTaKCHUUeCKOM PpamuoxXupypIruyM, MOXeT MeHATbCca OOHuHO oT 1 Ip
no okoJjyio 30 I'p M MOXET BKJIOUATE I[IPOMEXYyTOUHHE MHTEPBAJH,
BKJIOUAasa, HalopuMep, pos3e oT 1 »mo 5, 10, 15, 20, 25 m mo 30 Ip.
[TOCKOJIBKRY npu 3TOM VCIIOJIb 3YITCH HEeVHBa3UBHEE burCcHUpyIMe
YCTPOMCTBA, CTepeoTaKCUUeCcKoe oBIIyueHune HeoOdA3aTeJIbHO
OCYMeCTBJIATEL B XOIe pa30BOM OpoledypH. IJaH JeUYeHMS  MOXHO
HaOoeXHeM  ofBpa30oM IIOBTOPATH exeInHeBHO, TeM CaMbBM IIO03BOJISA
BO3IEeMCTBOBATL MHOXECTBEHHEIMM OPOOHHMM IJo3aMu obJjydyeHUsa. Ilpu
VCIOJIL30BaHUNM  OJIg JIeUeHMS ONYyXOJM B TeUueHue  OIIpPenelJIeHHOTO
BpEeMeHU PaIvoOXUPYP I HasHBAaKT «OPakKUIMOHUPOBAHHOM
CTepeoTaKCUUueCcKoOn pPamnoOXnupyprmemn» I FSR. HamopotTus,
CTepeoTaKCHUuecKasa XMPpypIMda OpennojaraeT oOoOJydeHMe 3a OIOMH CeaHC.
OpaKUMOHMPOBaAHHAA cTepeoTaKcHuueckada PaInoOXUPyYypImna MOXeT
obecreurBaThk BHCOKMM TepaleBTHUUECKUM MHIEeKC, T. €. BHCOKUM
IokasaTeJb YHUUTOXEHMS  OIIYXOJIeBHX KJIETOK W  HU3KMM  YPOBEHDb

BO3IEeNCTBUS Ha SOOPOBYIO TKaHBE . Oy xoJib n 300poBad TKaHb
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Pas3JIMuHEM O0pasoM pealMpyKT Ha BHEHCOKMEe pPas3OBHEe OO3H OOJIyUeHMA I10
CPaABHEHVI C OPOOHBEIMM MEHBIIMMM IJO3aMM OOJIyueHMA. PasoBHE BHCOKHKE
OO3H OOJyUYeHMsS MOTYT VYHUUTOXATL OO0Jblle 3O0POBOM TKaHM, UYeM
HEeCKOJIbKO MEeHBIIMX 03 00jydueHrd. COOTBETCTBEHHO, MHOXEeCTBEHHEE
MeJIKMe OO3HE OOJIYUeHMS MOI'YT YHUUTOXaTh OOJIblle OIIYyXOJIEBHIX KJIETOK,
He 3aTparmMBad 3OOPOBYK TKaHb. [Joza M3JIyUYeHHUsa, HOpUMeHdIeMad B XoIe
bpakKUMOHNPOBAHHOM cTepeoTakCUueCcKoOm PaInoOXUPYPIUN, MOXeT
MeHATbCA OOeuHO OT 1 I'p 1o okoJo 50 I'p M MOXeT BKJIOUATH
IPOMEeXyTOUHEEe MHTEepBaJiel, HalpuMmep, @»no3w oT 1 mo 5, 10, 15, 20,
25, 30, 40 m mo 50 T'p B I'MIOOPakKLUMOHMPOBAHHHX IO3ax. MOXeT Takxe
MCIIOJIL30BATLCA palrallMOHHasa TepalMa C MOOyJldluuel MWHTEeHCHMBHOCTHU
(IMRT) . IMRT mpencTaBJigeT coBo¥ COBPeMeHHHM MeTOH BHECOKOTOUHOM
TpexXMepHOW KOHQOPMHOM padualMoHHOM Tepanuu  (3DCRT), KOTOPHM
WCIIOJNIE3YET  YIIpaBJIgeMbe KOMIILIOTEPOM  JIMHeMWHHe YCKOPUTEeJIN  OJid
BOBIEMCTBMUA TOUHHMM OO3aMM OOJYUeHMA Ha 3JI0KaueCTBEHHY OIIYyXOJib
WV KOHKpPeTHHEe o006JlacTu BHYTpM onyxoam. B 3DCRT ¢opma npodwuiis
Kaxmoro Jiyda OOJydYeHMdA HacTpauBaeTcsda TakKuM oBpasoM, UTOOH
COOTBETCTBOBATL IIPOQWMII MUIIEHM B BUIOMCKATEJIe Jy4da (BEV) C
[IOMOIIBIO MHOT'OJICIIECTKOBOT'O KOJIJIMMaTopa (MLC) , KOTOPHM B
pe3yJibTaTe ofecneuMBaeT HECKOJbKO Jyuel. IMRT mnossBoJssgeT 0OoJee
TOUHO HaCTpauBaThk HO3Y OOJYUYEeHMS B COOTBETCTBMM C TpPexXMepHOM
(3D) bopmMoOM  omyxXoJIM Ba CUeT MOOYJIALUMM UMHTEHCUMBHOCTMK Jiyda
oBJlyuyeHMS BO MHOXeCTBe  MaJlhX 0OBEMOB. CoOOTBETCTBEHHO, IMRT
[IO3BOJISET KOHILIEHTPUPOBATH DoJiee BEICOKME HOO3H OOJyUYeHMHA  Ha
oBJlacTaAxX BHYTPU  OIYXOJH, CBOIOSA K MMHMMYMYy »HOO3y OOJIydeHUd
OKpPYXalmMx 3IO0POBEIX BaXHeMmnx obpaszsoBaHUN. IMRT yydmaeT
BO3MOXHOCTB npuBeOeHn g B COOTEBETCTBUE obweMa oBpadboTKM C
BOTHYTEMM (QOopMaMM OIyXOJIM, HalpMuMep, eCJM ONyXoJik obpa3lyeTcd
BOKPYT VYA3BMMOM o080JlacTy, HaIpuMep, CIMHHOTO MO3Ta, WJIXM BaXHOTO
OopraHa, WMJIM KPOBEHOCHOI'O Ccocyna.

B HeKOTOPHX BapMaHTaxX OCYMeCTBJIEHMHA, OINMCAHHEX B HACTOAIEM
OOKYMeHTe, ¥ B HEKOTOPHX BapMaHTaxX OCYIIeCTRBJIeHUSA U3 BCcex 0es
VUCKJINUEeHNU A IepeurCIJIEHHEIX HUXe NIPOHYMEPOBAHHEIX BapMaHTOB
OCYIeCTRJIEHN A CyOmerT nomeepraeTrcsd TPAaHCILJIaHTallun
IeMaTOIIOSTUUECKMX CTBOJIOBHEIX KJeTok (HSCT).

B HEKOTOPLEIX BapMaHTaX OCYyIeCTBJIEHNA MBO@peTeHMF{, OIIMCAaHHEIX B



40

HacTodmeM OOKYMeHTe, M B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS BCeX U
Kaxnooro "3 IIPOHYMEPOBAHHEIX BapMaHTOB OCYIECTBJIEHUS, [IePEeUMCIIEHHBIX
Hmxke, HSCT gBJjgeTcd aJlJIOTeHHOM, ayToJIOTMUEeCKOM WMJIM M30T'e€HHOM, T.
e. IOHOPOM ABJIAETCHA OJNIM3HEeLl. AyToJioTMuecKad HSCT BRJIOUAET
uspjledeHre HSC y cyOBeKTa U 3aMopaXubBaHMe I[IoJIiydeHHEXx HSC. IlocJe
MMeJoabyaumumn XpPaHVMEe HsC CcyOBeKTa o0paTHO TPaHCIUIaHTUPYIOT
CYyDBEeKTY . IIpu ajiorenHou HSCT wumcnojb3yior HSC, [IOJIYUEHHEE VY
aJIJIOTeHHOTO HOoHopa HSC, y koToporo Twull HLA coBmazmaeT ¢ CyOBEKTOM.

«TpaHCIJIaHTaluMell I'eMaTOIORTUUECKMX CTBOJIOBHX KJIETOK» Ha3LBAT
TPaHCIUIAHTALMI CTBOJIOBHIX KJIETOK KPOBM, TIOJIYUEHHBIX M3 KOCTHOTO
Mo3Ta (B IHaHHOM CJIydae M3BEeCTHYKD KaK TpPaHCIUIaHTallMsa KOCTHOTO
MO3Ta), KPOBU (HalIpuMep, IIepudpeprMuecKOM KPOBU M KPOBU IIYIIOBMHE)
WM aMHUOTHMUECKOM XUIKOCTH.

«IIpoBeneHue TpaHCIJIaHTalnu TeMaTOolIORTUUEeCKUX CTBOJIOBEIX
KJIETOK» O3HauaeT, UTO I[alMeHTy YXe TIIPpOoBelleHa, [IPOBOIUTCA WU
OynmeT nporomuTbcsa HSCT.

B HeKOTOPHIX BapMaHTaxX OCYIEeCTBJIeHMA, OIMIMCAHHEX B HaCTOLlleM
OOKYMEHTe, U B HEKOTOPHEX BapMaHTax OCYIMeCTBJIeHUMSA BCeX UM KaXIoTo
M3 [NIPOHYMEPOBAHHEX BapMaHTOB OCYMECTBJIEHUS, I[IePEeUMCIJIEHHEX HIXe,
nepen npoeeleHreM HSCT NauMeHT 3aBepmjl KYypC XUMMOTepanuu u/uiam
paIualroHHOY Tepaluu.

[TaumMeHTH MOTYT noJiyyarThb KypcC XUMUOTepanmnmn n/Uim
pamralroOHHOM Tepaluu Iepen IOpoBeneHMeM HSCT (Tak Ha3HBaeMas

IIOOTOTOBKa K TpaHCHﬂaHTaHMM) OJId YHHMUTOXeHMA HeKOTOPERX WMJIIM BCeX

IeMaTOoIIORTUUECKUX KJIETOK IIallMeHTa rnepen TpaHCIJIaHTauuem. B
ciydae aJIJIOT€HHOM HSCT rnaumveHTa MOT'YT TakKxe JIeUnTh
VMMYyHOIOeNpeCccaHTaM . IIpuMepoM IIOOTOTOBUTEJILHOM  Tepaluy Iepen

TpaHCIJIaHTaluuey 4gBJISIeTCsS MCIOJb30BaHMe BHCOKMX 03 MeJdallaHa
(cMm., HampuMmep, 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). PammalMoHHasd Tepanug,
KoTopasa MOXeT OBITH MCIIOJIL30BaHa 0 JleueHus nepen
TpaHCIJIaHTaluuen, MOXeT IIPOBOOUTLCHA B COOTBETCTBUU c
oO0meM3BeCTHEIMM I[POTOKOJIaMM OJ4 OaHHOM ofjlacTu. PaauallMoHHAaLd

Tepalrim4ad MOXeT TaKXe IIPpOBOIMTECA OIOHOBPEMEHHO, InocjienoBaTeJIBHO

WM OTHOEJILHO OT Tepaluu aHTuTeJioM k CD38.



41

B HEKOTOPEX BapMaHTaxX OCymeCTBJIEHMA, OIIMCaHHEIX B HaCTOAIEM
IJOKYMEHTE, M B HEKOTOPHX BapMaHTaX OCYHmeCTRBJIEHMA M3 BCeX Oes
VMCKIIIOUEeHNM A IIepedrMCIJIEHHEX HIMXe IIPOHYMEPOBAHHEIX BapMaHTOB

oCymecTBJIeHMA CyOBeKT C OMJI ABJISeTCS TOMO3UIOTHHM 10 (QeHMJIaJlaHUHY
B nojioxenmu 158 CD16 (reHorun FcyRIITIa-158F/F) miIM I'eTepO3UIOTHEM
10 BaJIMHy ¥ OGeHWJajlaHMHy B IoJiokeHum 158 CD16 (re”HoTun FcyRIITa-

158F/V). CD16 TakxXe M3BeCTeH Kak Fc-Tamma penentop IIIa (FcyRIIIa)
i  msodpopma ITI-A HuskoadOMHHOTO  pelernrTopa K objgacTtm Fc

VIMMYHOTJIOOyJIMHA raMMa. Bruo [IoKasaHo, uTo NIOJIMMOP (M 3M
BaymH/benmajiauvy  (V/F) B 1oJloXeHUMM ocTaTka 158 Oenxka FcyRIIIa
OTPULATEJIEHO BJMAEeT Ha addmuHHocThs FcyRIITIa x uyejyioBeueckoMy IdG.

Pellenrop C noauMmopomsmammu FcyRIIIa-158F/F wim  FcyRIITIa-158F/V

OJEMOHCTPHMPYyET CHIMXEHHOE B3aMMonencTBMe C Fc n, TaKVM O(jpaSOM,

cHMKeHHYylo ADCC 1o cpaBHenmio ¢ FcyRIIIa-158V/V. OTCyTCTBUE WU
HM3KOE KOJIMUECTRO OYKO3H B yeJIOBEeUEeCKMUX N-cBa3aHHBX

oJmMrocaxapunax IIOBHIIAET CIOCOOHOCTL AaHTUTeJ] MHOyLrpoBaTk ADCC

BCJIENCTBME YIJIYUINIEHHOTO CBASEBaAHMA aHTUTeJI C udeJioBeueckumMm FcyRIITa
(CD1e6) (Shields et al., J Biol Chem 277:26733-40, 2002). C

IIOMOIIBIO CTaHIOapTHEIX CIIOCOBOOB MOXHO IIpoaHaJinsrpoBaTb HaJIMuMe Yy

naumMeHToOB noJmMopdmsma FcyRIIIa.

B m300peTeHMM TakKxXe OpeljlaraeTcd CIOCOD JleueHMA CyOBeKTa C
OMJI, BKJIOUAIMMM BBelIeHMe TpedyoleMy STOTO IIalMeHTy aHTuTella K
CD38, koTopoe cBaA3mBaeTca ¢ objdacTbi SKRNIQFSCKNIYR (SEQ ID NO:
2) wn obmactei EKVQTLEAWVIHGG (SEQ ID NO: 3) uejyoepeueckoro CD38
(SEQ ID NO: 1), B KOTOPOM CYOBEKT HABJISeTCHd TOMO3UIOTHHM IO
beHMJIaJlaHMHY B HoJioxeHuM 158 B CD16 MM TI'eTepO3UTOTHHM 10 BaJIMHY
¥ QeHMJIaJIaHMHY B IIOJIOXeHMM 158 B CD16.

B wu300peTeHMM Takxe IpenjlaraeTcsa aHTUTeJio k CD38 g4
IpUMeHEeHVSI B JIeUeHUM CyOBeKTa, uMewnmero OMJI, npmueM y CyOBeKTa
VMeeTCd MyTallMsa B CBA3aHHOM ¢ FMS TuposuHkMHaze-3 (FLT3).

B wm300peTeHMM Takxe NpeljlaraeTcsa aHTUTeJio k CD38 misa
IpUMeHEeHMI B JIeueHUuM CyOBeKTa, uMewnmero OMJI, npuuemM y cCyOBeKTa
uMeeTcsa MyTauusa FLT3-ITD.

B wmszo0o0peTeHMM TakKxe IpenjaraeTcs aHTuTesio K CD38  misa
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IIPYMEeHEHVA B JleueHuM CyOBekTa, uMenmero OMJI, mnpuueM Yy CyOBeKTa
MMeeTCHd MyTalud B M3oUMUTpaThermOoporeHaszse-2 (IDH2) .

B wu300peTeHMM TakXe IpeljlaraeTcd aHTuTeso k  CD38  mid
[IPpUMEeHEHNSA B JileueHuM CyOBekTa, uMewnmero OMII, npuueM Yy CyObBeKTa
mMeeTcd MyTauuda R140Q B msouuTpaToeruiporeHaze—2 (IDH2) .

B wu300peTeHMM TakKxe IpeljlaraeTcsa aHTUTeJo K CD38 1nJn4
[IPUMMEHEeHUSI B JIeUeHUM CcyOBeKTa, umMewnmero OMJI, npuuemM y cyObeKTa
mMeeTca MmyTauusa B THK- (HMTO3MH-5) -MeTuITpaHchepaze—-3 (DNMT3A) .

B wuzobpeTeHMM TaKXxe IpenJjaraeTcsa aHTuUTeJo Kk CD38 nmius
IIPpUMeHEeHUSI B JIeUeHUM CYyOBeKTa, uMewnmero OMJI, npmuemM y cCyObBeKTa
MeeTCcHd My Talus RB882H B IOHK- (unMTOo3MH-5) ~-MeTuJITpaHChepaze-3
(DNMT3A) .

B wm300peTeHMM TakXe IpeljlaraeTcd aHTUTeJio k  CD38  mig
IPYMEHEHUSI B JIeUueHMM CyObekTa, wuMenmero OMII, B KOMOMHALIMM CO
BTOPEIM TEepPareBTUUYECKMM al'eéHTOM, IIpUYeM Yy CyOBeKTa MMeeTCd MyTalus
B CBsA3aHHOM Cc FMS TuposmMHKMHaze-3 (FLT3).

B wuzobpeTeHMM TakKXe IpenjaraeTcd aHTUTeJo K CD38 misa
NIpUMeHeHMI B JIeUueHUM CyOBeKTa, uMewpmero OMJI, B KOMOMHaALUM CO
BTOPHIM TepaleBTUUYECKMM al'€HTOM, opuyeM y CyObeKkTa MMeeTCcsd
MyTaumusa FLT3-ITD.

B wu300peTeHMM Takxe IpenjlaraeTcsa aHTUTeJo Kk CD38 14
[IPVMMEHEHMA B JleUeHUM CyOBeKTa, uMewnmero OMJI, B KOMOMHaUMM CO
BTOPHM TepaleBTUUYECKMM aTl'eHTOM, opuueM Yy CyObekTa UuMeeTcsd
MyTaluusa B M30UMUTpaTioeruiporeHaze-2 (IDH2).

B wm300peTeHMM Takxe IIpeljlaraeTca aHTUTeJlo k CD38 o4
IIPYMMEHEHUSI B JIeUeHMM CyOBekTa, wuMenmero OMII, B KOMOMHALIMM CO
BTOPEIM TepaleBTUUYECKMM al'eéHTOM, IIpUUYeM Yy CyOBekKTa MMeeTCcd MyTalus
R140Q B mzounTpaTmernngporeHase—-2 (IDH2).

B wm300peTeHMM TakXe IIpeljlaraeTcd aHTuUTeJio k  CD38  mig
NIPpMMEHEHUSI B JIeUueHMM CyOBekTa, wuMenmero OMII, B KOMOMHALIMKM CO
BTOPEIM TEepPareBTUUYECKMM al'eéHTOM, IIpUYeM Yy CyOBeKTa MMeeTCd MyTalus
B ITHK- (uuTO3MH-5) ~MeTuJITpaHCchepaze—-3 (DNMT3A) .

B wm300peTeHMM TakXe IIpeljlaraeTcd aHTuTeJsio k  CD38  mig
NIPpYMEHEeHI B JIeUueHMM CyObekTa, wuMenmero OMJI, B KOMOMHALIMM CO
BTOPEIM TepalleBTUUYECKMM al'eéHTOM, IIpUUeM y CyOBeKTa MMeeTCcd MyTalms

R882H B IOHK- (uMTO3MH-5) -MeTuIITpaHChepaze-3 (DNMT3A) .
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B wuzobpeTeHMM TakKXe IpenjaraeTcd aHTUTeJo K CD38 nmisa
IpUMeHeHVI B JieueHUM CyOwekTa, uMenmero OMJI, B KOMOMHaAUUM C
OaKOoTeHOM, IIpuuYeM y CyOBeKTa HuMeeTCsa MyTallMd B CBsS3aHHOM Cc FMS
TUPO3UHKMHaze-3 (FLT3).

B wu300peTeHMM TakKXxe IpenjlaraeTcsa aHTMTeJo k CD38 mug
[IPVMMEHEHMA B JledeHUM CyOBeKTa, uMewpmero OMJI, B koMOMHaUuUuM C
OakoT'eHoOM, IOpuueM Yy cyOBbeKTa mMmMeeTcsda MyTaumsa FLT3-ITD.

B wuzobpeTeHMM TakKxe IpenJjaraeTcsa aHTuUTeJo kK CD38 1misA
IIpUMeHEeHUSI B JeueHur CcyOwekTa, wuMenmero OMJI, B KOMOMHaALUUM C
OaKOT'eHOM, rpmueMm N cyOBeKTa MMeeTCcHd My Talusa B
u3oUUTpaTieruaporeHase—-2 (IDH2) .

B wuzobpeTeHMM TakKXxe IpelJaraeTcd aHTUTeJgo Kk CD38 nmiusa
IpUMeHeHVsS B JieueHUM CyOwekTa, wuMepnmero OMJI, B KOMOMHaALUM C
OaKOT'eHOM, npuuem Y cybrekTa nMeeTCs My Talunsa R1400 B
n3oUUTPpaTieruaporeHase—2 (IDH2) .

B wuzobpeTeHMM TakKXe IpeljaraeTcd aHTuUTeJo K CD38 nmis
IpUMeHeHMsI B JieueHUM CyOwekTa, wuMenmero OMJI, B KOMOMHaUUM C
OaxKoT'eHOM, IpUUeM Yy cCcyOBbekTa uMeeTcd MyTaumsa B ITHK- (uMTOo3MH-5) —
MeTuJITpaHcbepase—-3 (DNMT3A) .

B wuszobpeTeHMM TakKXe IpeljaraeTcd aHTUTeJlo K CD38 misa
[IPMMEHEHMA B JledeHUM CyOBekKTa, uMewpmero OMJI, B kKoMOMHalUuUM C
OaKoTeHOM, IpuueM Yy cCcyObekTa uMeeTcda MyTauusa R882H B HK-
(LMTO3MH-5) ~MeTUJITpaHChepaze—-3 (DNMT3A) .

B wm300peTeHMM TakKxe IpeljlaraeTcsa aHTUTeJo k CD38 1misA
IpUMeHeHMS B JieueHUMM CyObeKTa, uMewnmero OMJI, B KoOMOMHaLUUM C
UuTapadbuHoM, OpuUYeM y CyObekTa MMeeTCs MyTalusda B CBA3aHHOM ¢ FMS
TUPO3MHKMHaze—-3 (FLT3).

B wm300peTeHUM TakKxe IpeljlaraeTcd aHTuUTeJgo k CD38 1misA
IpUMeHeHVsS B JieueHUMM CyObeKTa, wuMewnmero OMJI, B KoOMOMHaLUUU C
uuTapadbruHOM, IIpHUYeM y CcyOBekTa MMeeTcsa MmyTaums FLT3-ITD.

B wm300peTeHUM TakKxXe IpeljlaraeTcd aHTuTeJgo k CD38 1mis
IpUMeHeHVsI B JieueHUMM CyObeKTa, uMewnmero OMJI, B xkKoMOMHaUUM C
umMTapadbmuHoOM, [pmuuyeM N CyOBeKTa MeeTCH My Tallsa B
n3oUUTpaTmerngporeHase—-2 (IDH2) .

B wu300peTeHUM TakKxe IpeljlaraeTcd aHTuUuTeJo k CD38 mis

IpUMeHeHVdI B JieueHUM CyObeKTa, uMewnmero OMJI, B xoMOMHauUmMmM C
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umMTapadbmuHoOM, npuyeM N CyOBeKTa MeeTCH My Talusa R1400Q B
n3oUUTpaTnerngporeHase—-2 (IDH2) .

B wm300peTeHMM TaKxXe IpenjaraeTcda aHTUTeJo K CD38 misa
OIpUMeHeHVdI B JieueHUM CyObeKTa, uMewnmero OMJI, B xkoMOMHauUMM C
uuTapadbuHoM, IOpuueM Yy CcyObekTa muMeeTcd MyTaluusa B OHK- (UMTO3MH-
5) -MeTunTpaHcbepaze—-3 (DNMT3A) .

B wum300peTeHMM TakKxXe IOpenjaraeTcsa aHTUTeJo k CD38 a4
[IPpMMEeHEHUSI B JieueHuM CyOBekTa, uMermero OMJI, B KoMOMHaALUUU C
uMTapabuHOM, IOIpuueM Yy CyOBekTa MMeeTcsa MyTaumsa R882H B JHK-
(uMTO3MH-5) ~MeTHIITPpaHchepaze—-3 (DNMT3A) .

B wu300peTeHMM Takxe IpenjlaraeTcsa aHTUTeJo k CD38 o4
IpUMeHeHUsI B JeueHur CyOwekTa, wuMepnmero OMJI, B KoMOMHaAUUM C
OOKCOPYOUIIMHOM, IpuUUueM Yy CcyObLekTa MMeeTCsa MyTalusa B CBA3aHHOM C
FMS tTuposmHkMHaze-3 (FLT3) .

B wu300peTeHMM Takxe I[IpenjlaraeTcsa aHTUTeJo k CD38 o4
IpUMeHeHMsa B JieueHUM CyOwekTa, wuMenmero OMJI, B KOMOMHaAUUM C
OOKCOPYOMILIMHOM, IIpUUYeM Yy CcyObekTa uMeeTcsa myTalumsa FLT3-ITD.

B wm300peTeHMM TakKXe IpenjlaraeTcsda aHTUTeJo kK CD38 o4
NIpUMeHeHVI B JieueHuM CyOwekTa, wuMenmero OMJI, B KoOMOMHaAUUM C
OOKCOPYOMLUMHOM, npruyeM N cyBrekTa UMeeTCHd MyTalusa B
n3oUUTpaToerugporeHasze—-2 (IDH2) .

B wu300peTeHMM TakXe IpedjlaraeTcsa aHTUTeJo Kk CD38 nmn4
[IpUMeHeHsS B JeueHuu cyOwekTa, wuMepmero OMJI, B KOMOMHaALUUM C
OOKCOPYOUILIMHOM, npuuyeM Yy cCcyObeKkTa uMMeeTcsa MyTaumsa R140Q B
u3oUUTpaTieruaporeHase—-2 (IDH2) .

B wu300peTeHMM Takxe IpenjlaraeTcsa aHTUTeJo k CD38 miga
INpUMeHeHUsS B JeueHuu CcyOwekTa, uMenmero OMJI, B KoMOMHaUMM C
OOKCOPYOUILIMHOM, npuyeM Yy CyOBeKTa muMeeTCcd MyTalumsa B IOHK-
(LMTO3MH-5) ~MeTUJITpaHCchepaze—-3 (DNMT3A) .

B wu300peTeHMM TakKxXe IpeljalaeTcsa aHTUTeJo k CD38 4
NIpVMMeHeHVI B JIeueHuM CyOLeKTa, uMermero OMJI, B KoMOMHaALMU C
OOKCOPYOMIIMHOM, IIpHUYeM Y CcyDOBeKTa MMeeTcsa MyTaumsa R882H B JHK-
(uMTO3MH-5) ~MeTHIITPpaHchepaze—3 (DNMT3A) .

B wuz300peTeHMM TakKxXe IIpenjalraeTcd aHTUTejo k CD38 mi4d
NIpMMeHeHVI B JIeueHuu CyOBeKTa, uMepmero OMJI, B kKoMOMHaALMU C

LI,T/ITapaGI/IHOM 12 ,]IOKCOpy@I/ILU/IHOM, npnueMm y CyOBeKTa MMeeTCd MyTalluda B
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cBA3aHHOM C FMS Tupo3MHKMHa3ze-3 (FLT3).

B wu300peTeHUM TakKxXe IpenjaraeTcda aHTUTeJo K CD38 omisa
IpUMeHeHVSI B JieueHUMM CyObeKTa, uMewnmero OMJI, B xoMOMHauUumM C
UMTapabrMHOM M IOOKCOPYOMLMHOM, IIpMUeM Yy CyObeKTa MMeeTCd MyTaluAa
FLT3-ITD.

B wu300peTeHUM TakxXe IpenjaraeTcsa aHTureyJo k CD38 nn4
[IpMMEeHEeHUSI B JieueHuM CyObekTa, uMepmero OMJI, B KoMOMHaALUUU C
IMTapabrMHOM M OOKCOPYOMLMHOM, IpMUeM y CyOBeKTa MMeeTCd MyTalud B
U3oUUTpaTieruaporeHas3e—-2 (IDH2) .

B wu300peTeHMM TakKxXe IpeljalaeTcs aHTUTeJo k CD38 mid
IIpYIMEeHeHusa B JIedeHMM CcyOBeKTa, uMenmero OMJI, B koMOMHaUuM C
uTapabrMHOM ¥ OOKCOPYOMLUMHOM, IIpHMUeM y CyOBeKTa UMMeeTCsa MyTalusa
R140Q B mzounTpaTiermuigpol'eHaze—2 (IDHZ2).

B wu300peTeHMM Takxe IIpenjaraeTcs aHTUTeJo Kk  CD38  mid
IIpMMeHeHMsa B JledeHMM CyObekTa, uMenomero OMJI, B KoMOMHaUMM C
UMTapabMHOM UM OOKCOPYOMUMHOM, IIpMueM y CyOBbeKTa MMeeTCd MyTaluud B
IOHK- (umTo3mMH-5) ~MeTuITpaHchepaze—3 (DNMT3A) .

B wu300peTeHMM Takxe IIpenjaraeTcsa aHTUTeJo Kk CD38  mid
IpMMeHEeHMa B JieUeHMM CyObekTa, uMepmero OMJI, B KoMOMHaUMM C
UMTapabMHOM ¥ HOOKCOPYOMLMHOM, IIpMYeM Yy CyOBbeKTa MMeeTCAa MyTalud
R882H B [HK- (uMTO3MH-5) -MeTHUITpaHCbepaze-3 (DNMT3A) .

B mzo0peTeHMM TakKxXe IIpenjaraeTCsa aHTUTeJIo K CD38, comepxallee
VH ¢ SEQ ID NO: 4 m VL c¢ SEQ ID NO: 5, 5njd NpMMeHEeHUS B JIeUeHUU
cybBeKTa, wuMmenmero OMJI, nOpuueM Yy cyObekTa MMeeTCcda MyTalusda B
CBSI3aHHOM Cc FMS TuposMHKMHaz3e-3 (FLT3).

B n300peTeHUn Takxe npenjaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1mjsa HIpMMeHEHUHA
B JledeHMM CyOBeKTa, uMewnmero CMJI, npuueM y CyOBeKTa MMeeTCHd
MyTaumsa FLT3-ITD.

B n300peTeHUn Takxe OpenjaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1Jjsa IIpUMEeHEHUHA
B JledeHMM CyOBeKTa, uMewnmero CMJI, npudueM y CyOBeKTa MMeeTCHd
MyTaluusa B M3oUMTpaToerunporeHaze-2 (IDH2) .

B u300peTeHMM Takxe I[peljlaraeTcsda aHTUTeJio k CD38, conepxalee
VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 14 IpMMeHEeHUd B JIeUeHUU

cyOreKkTa, uMepmero OMI, npuueM y cyObekTa MMeeTcd MyTauusa R140Q B



46

n3oUUTpaTmerugporeHase—2 (IDH2) .

B u300peTeHMM Takxe IIpeljlalaeTcsda aHTUTeJio kK CD38, conepxallee
VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 14 IpMMeHEeHUd B JIeUeHUU
cybmekTa, wuMewnmero OMJI, npuueM y CcyObeKTa MMeeTcd MyTaumsa B JHK-
(LmMTOo3MH-5) ~MeTHIITpaHCchepazse—-3 (DNMT3A) .

B n300peTeHnN Takxe nopenjaraercd AHTHUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, njad OpuUMeHeHUS
B JledeHuM CyOBeKTa, uMewnmero OCMJI, npuueM y CyOBEKTa MMeeTCHd
MyTaumsa R882H B IOHK- (MTo3MH-5) ~MeTuJITpaHcdepaze—3 (DNMT3A) .

B N300peTeHUn TaKXxe openjiaraerTcsd QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjsa HpUMeHEHUS
B JleueHMUM CyObBeKTa, uMewnmero  OMJI, B KOMOMHaLVM CO BTOPEM
TepalleBTUYEeCKMM al'€eHTOM, IIpMueM Y CyObeKTa MMeeTCsa MyTalusa B
cBa3aHHOM ¢ FMS TuposuHKMHaze-3 (FLT3).

B N300pEeTeHUN TaKxe npenjiaraercs QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, Ojad OpUMeHeHUID
B JleueHMUM CyOBeKTa, uMewnmero - OMJI, B KOMOMHaLUVM CO BTOPEM
TepalleBTUUEeCKMM al'eHTOM, IIpHueM y CyObekKTa uMeeTcd MyTaumsa FLT3-
ITD.

B n300peTeHun TaKxe npenjiaraercs aHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mnjd HOpMMeHeHUH
B JleueHMM CyOBeKTa, uMepimero  OMJI, B KOMOMHaLMM CO BTOPHM
TepalleBTUUECKMM al'eHTOM, IIpMuueM Y CyObekKTa MMeeTCcsa MyTalusda B
n3oUUTpaTierngporeHase—2 (IDH2) .

B n300peTeHUn TaKxe openjiaraerTcs QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, njd OpUMeHeHUS
B JleyeHMUM CyObBeKTa, nMewnmero  OMJI, B KOMOMHalLMM CO BTOPHEM
TepalleBTUUEeCKMM al'eHTOM, IIpHuUeM y CcyObekTa uMeeTca MyTaums R140Q
B M30oLUUTpaTmerMagporeHaze-2 (IDH2).

B n300peTeHUn Takxe OpenjaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1Jjsa IIpUMEeHEHUHA
B JleueHMUM CyOBeKTa, uMewnmero  OMJI, B KOMOMHaLVM CO BTOPEM
TepalleBTUUEeCKMM al'eHTOoM, IIpyueM VY CyObeKTa MMeeTCsa MyTalusda B
IOHK- (uMuTOo3MH-5) ~MeTuJITpaHCchepaszse—3 (DNMT3A) .

B n300peTeHnn Takxe npenjaraeTrcsd AHTUTEJIO K CD38,

comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1mjsa IpMMeHEHUHA
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B JleueHuUM CyOBeKTa, uMewnmero - OMJI, B KOMOMHaLUVM CO BTOPEM
TepalleBTUUECKMM al'eHTOM, IIpMUeM Yy CcyObekTa uMeeTcd MyTaumsa R882H
B IOHK- (uuTo3UH-5) ~-MeTuJITpaHchbepasze—-3 (DNMT3A) .

B n300peTeHUn TaKxe npenjaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, njsa OpUMeHEeHUH
B JleUeHMM CyOBeKTa, wuMewnmero OMJI, B KoOMOMHaLMM C IaKOT'€HOM,
opuueM y cybBpeKkTa VMeeTCHd  MyTalus B CBABAHHOMU c FMS
TUPO3UHKMHaz3e-3 (FLT3).

B n300peTeHUn TaKxe openjlaraerTcs aHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1mJjsa IpMMeHEHUHA
B JledeHUM CyOBeKTa, uMewnmero CMJI, B KoMOMHaUMM C LOaKOI'€HOM,
oprueM y CcybbeKTa uMeeTcd MyTaumda FLT3-ITD.

B mzo00peTeHMM TakKke IIpeljlaraeTcHa aHTUTeJlo kK CD38, comepxamee
VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 14 IIpMMeHEeHUS B JIeUeHUU
cyOmekKTa, mMenmero  OMII, B KOMOMHalMM C IOaKOI'€HOM, puueM y
CyOBEKTa MMEETCHd MyTalMsa B M30oUUTpaTieTrunporeHaze-2 (IDH2).

B u300peTeHMM Takxe I[IpeljlallaeTcsda aHTUTeJio kK CD38, conepxallee
VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, IJj4 NIpMMEHEeHUS B JIeUeHUU
cyOmBeKTa, mMeninero  OMJI, B KOMOMHalMM C IOaKOI'€HOM, IpuueM y
cyOrekTa mMeeTcd MyTaumsda R140Q B mzouuTpaTmeruiporeHaze—2 (IDH2).

B n300peTeHnN Takxe nopenjaraercd AHTHUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, g HOpMMeHeHUH
B JedeHuM cCyOBeKTa, uMewnmero CMJI, B KoMOMHaUMM C IaKOI'€HOM,
npruyeMm v cybBeKTa MMeeTCs MyTalms B IHK- (HMTOo3MH-5) -
MeTuJITpaHcbepaze—-3 (DNMT3A) .

B N300peTeHUn TaKXxe openjlaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, njad OpUMeHeHUS
B JledeHMM CyOBeKTa, uMewnmero CMJI, B KoOMOMHaUMM C JOaKOI'€HOM,
npudyeM Yy cyObekTa wuMeeTcd MyTaumusa R882H B JOHK- (umMTo3MH-5) -
MeTuJITpaHcbepaze—-3 (DNMT3A) .

B n300peTeHUn Takxe OpenjaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, mjid IpMMeHEHUHA
B JledeHuUM cCyOBeKTa, uMenmero OMJI, B KOMOMHaUMM C LUUTapabUHOM,
opuueM y cyOBekTa nMeeTcsa My Talns B CBA3aHHOU C FMS
TUPO3MHKMHaze—-3 (FLT3).

B n300peTeHnn Takxe npenjaraeTrcsd AHTUTEJIO K CD38,
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comepxamlee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1mjid OpUMeHEeHUH
B JledeHuUM cCyOBeKTa, wuMenmero OMJI, B KOMOMHaLUMM C LUTapabUHOM,
opuueM y CcyObeKTa uMeeTcd MyTaumsa FLT3-ITD.

B u300peTeHMM TakxXe I[IpeljlaraeTcd aHTUTeJio kK CD38, conepxallee
VH ¢ SEQ ID NO: 4 m VL c¢ SEQ ID NO: 5, 5njsa OpMMeHeHUSA B JeUeHUU
cyOrBeKTa, uMenmero OMJI, B KOMOMHaUMM C LUTapad®MHOM, IIpUUeM Y
cyOBeKTa MMeeTCsa MyTalMsa B M30oLUUTpaTieruaporeHaze-2 (IDH2).

B m300peTeHMM Takxe IpeljlaraeTcsd aHTuTelio k CD38, conmepxalee
VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 5nJjd NpMMeHEeHUS B JIeUeHUU
cybmeKkTa, wuMenmero OMJI, B KOMOMHaALMKM C LUTapadbuMHOM, IIPUUYEM VY
cyOwekTa mMeeTcd MyTaumsa R140Q B mzoMTpaTOeruIporeHaze—2 (IDH2).

B N300peTEeHUN TaKXe openjiaraeTcs QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, s IIpMMEeHEHUHA
B JledeHuUM cCyOBekTa, uMenmero OMJI, B KoOMOMHaUMM C LUTapabUHOM,
npruyueMm N cybBeKTa MMeeTCH MyTalnsa B IHK- (HMTOo3MH-5) -
MeTuJITpaHcbepaze—-3 (DNMT3A) .

B n300peTeHnun TaKxe npenjiaraeTrcsd QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1mJjsa IpMMeHEHUHA
B JledeHuUM cCyOBeKTa, wuMenmero OMJI, B KOMOMHalLMM C LUTapabUHOM,
opuuyeM Yy cyObekTa wuMeeTcd MyTaumsa R882H B HOHK- (UMTO3MH-5) -
MeTUJITpaHcdepaze-3 (DNMT3A) .

B n300peTeHnn Takxe nopenjaraercd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1mjs HOpMMeHEHUSH
B JledeHUM CyOwekTa, muMmewnmero OMJI, B KOMOMHaALUUM C OOKCOPYOMILMHOM,
opuueM Yy cy®mexkTa UMeeTCs My Talyrs B CBA3aHHOMU C FMS
TUPO3MHKMHaz3e-3 (FLT3) .

B mzo00peTeHMM TakKXe IIpelJlaraeTca aHTuTeJlo k CD38, comepxamee
VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 14 IpMMeHEeHUSs B JIeUeHUU
CcybmeKTa, wuMenmero OMJI, B KoOMOMHALUM C OOKCOPYOMUIIMHOM, IIpHUUeM Y
cydnekTa MMeeTcd MyTauma FLT3-ITD.

B mzo0peTeHMM TakKxke IIpeljlaraeTcd aHTuTeJio kK CD38, comepxamee
VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 14 IpMMeHEeHUS B JIeUeHUU
CcybmeKkTa, uMenmero OMJI, B KoOMOMHALUM C OOKCOPYOMUIIMHOM, IIpUUeM Y
CyOBEKTa MMEETCHd MyTalusa B M30oUUTpaTherunporeHaze-2 (IDH2).

B n300peTeHnuN Takxe npenjaraeTrcs AHTUTEJIO K CD38,

comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 0Oj4 OpUMEeHEHUI
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B JledeHUM CyObekTa, uMewnmero OMJI, B KOMOMHaUMM C IOOKCOPYOMUILMHOM,
npuueM v cyOmekTa nMeeTcs My Talusa R1400 B
nzouUTpaTOnerunporeHase—-2 (IDH2Z) .

B n300peTeHUn TaKxe npenjaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, njsa OpUMeHEeHUH
B JledeHUM CcyObekTa, uMewnmero OMJI, B KOMOMHALMM C OOKCOPYOMIMHOM,
npuyuem v cybbpekTa nMeeTcsd My Talnsa B IHK- (HIMTOBMH—-5) -
MeTuUJITpaHcbepasze—-3 (DNMT3A) .

B n300peTeHUN TaKxe opelnjaraeTcsa AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1nJjd HOpUMEeHEHUS
B JledeHUM cCcyObekTa, uMewnmero OMJI, B KOMOMHalUMM C IOKCOPYOMIMHOM,
npuuyeM Yy CcyOwekTa wuMeeTca MyTaumsa R882H B JTHK- (umTo3mH-5) -
MeTuJITpaHcbepasze—-3 (DNMT3A) .

B N300peTeHUN TaKXxe npenjiaraercs QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, s IIpMMEeHEHUH
B JledeHUM CyOBeKTa, uMewnmero OMJI, B kKoMOMHaAUMM C LUTapadOMHOM U
DOKCOPYOMLMHOM, IIpMUeM Yy CyOBeKTa MMeeTCsa MyTalusa B CBSA3aHHOMU C
FMS TuposmHkMHaze-3 (FLT3).

B n300peTeHnn Takxe npenjaraeTrcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1mjsa IpMMeHEHUHA
B JledeHMM CyOBeKTa, uMewpmero OMJI, B KOMOMHaALUMM C LUTapadbMHOM U
OOKCOPYOULMHOM, IIpUUeM y CyOBeKTa MMeeTcsa MyTaumsa FLT3-ITD.

B ns300peTeHnn TakKxe npenjaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1mJjs HOpMMeHEHUHA
B JledeHUM CyOBekTa, uMewnmero OMJI, B KoOMOMHaLUMM C LUTapaOMHOM U
OOKCOPYOULIMHOM, npuyeM Yy cybrwekTa nMeeTcs My Tals B
n3oUUTpaTierngporeHase—2 (IDH2) .

B n300peTeHUn Takxe npenjaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, s IIpMMEeHEHUHA
B JledeHUM CyOBeKTa, uMewnmero OMJI, B koMOMHaAUMM C LUTapabOMHOM WU
OOKCOPYOUILIMHOM, npuyeM y CcyOwekTa uMeeTcda MyTaums R140Q B
n3oUUTpaTiernaporeHase—2 (IDH2) .

B n300peTeHnn Takxe OpenjaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1mjsa IpMMeHEHUHA
B JledeHUM CyOBeKTa, uMewnmero OMJI, B KOMOMHaUMM C LUTapabMHOM U

OOKCOPYOULIMHOM, nopuueMm y cyomeKTa uMeeTcd MyTaluud B IIHK-
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(UMTOBMH-5) ~MeTuJITpaHCchepasze-3 (DNMT3A) .

B n300peTeHun TaKxe npenjiaraercs QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 4 m VL ¢ SEQ ID NO: 5, 1mjsa IpMMeHEHUHA
B JiedeHUM cCyOBeKTa, uMewnmero OMJI, B KoMOMHaLUMM C LOUTapabMHOM U
OOKCOPYOMUILIMHOM, IIpHYeM Yy CyOBeKTa WuMeeTcd MyTauusa R882H B IHK-
(uMTO3MH-5) ~MeTMJITpaHCchepasze-3 (DNMT3A) .

B m300peTeHMM Takxe IpeljlaraeTcsd aHTuTelio k CD38, comepxalee
VH ¢ SEQ ID NO: 15 m VL ¢ SEQ ID NO: 16, njasa IpMMeHEHUS B JIeUeHUU
cyOBeKTa, wuMenmero OMJI, npuueM Yy cyObeKTa MMeeTcd MyTalusda B
CBS3aHHOM Cc FMS TuposMHKMHaz3e-3 (FLT3).

B N300peTeHUN TaKXe openjiaraeTcsd QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 15 m VL ¢ SEQ ID NO: 16, nusa
IpUMeHeHUSI B JIeUeHUM CcyOBekTa, uMekmero OMJI, npuueM y CyOBeKTa
uMeeTCcsa MyTaumsa FLT3-ITD.

B N300pEeTeHUN TaKxe npenjiaraercs QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 15 m VL ¢ SEQ ID NO: 16, nJusa
IpUMEeHeHUSI B JIeueHUM CyOmekTa, UuMekmero OMJI, npuueM y CyOBeKTa
VMeeTCsda MyTaluusa B M3oLUUTpaTIermaporeHaze—-2 (IDH2).

B u300peTeHMM TakXe IIpeljlaraeTcsd aHTUTeJio kK CD38, conepxallee
VH ¢ SEQ ID NO: 15 m VL ¢ SEQ ID NO: 16, mjgsa IpUMeHEeHMA B JIeUeHUU
cy®pekTa, uMmenmero OMJI, npuueM y cyObekTa uMeeTcsa MyTaumsa R140Q B
n3ouUTpaTneruoporeHase—-2 (IDH2) .

B m300peTeHMM Takxe IpeljlaraeTcsad aHTuTelio k CD38, comepxalee
VH ¢ SEQ ID NO: 15 m VL ¢ SEQ ID NO: 16, mojasa IpuUMeHeHMS B JIeUeHUU
CcyOmeKTa, uMenmero OMJI, npuueM y CyOBeKTa MMeeTcd MyTalumsa B JHK-
(LMTO3MH-5) ~MeTMIITPaHChepase—-3 (DNMT3A) .

B n300peTeHUn Takxe npenjaraeTcd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 15 m VL ¢ SEQ ID NO: 16, nu4
IpUMEeHeHUSI B JIeueHUM CyOmekTa, wUuMekmero OMJI, npuueM y CyOBeKTa
MeeTCH My Talus R882H B IOHK- (1MTO3MH-5) ~MeTUJITpaHCchepaze—3
(DNMT3A) .

B u300peTeHMM Takxe I[peljlalaeTcsda aHTUTeJio k CD38, conepxallee
VH ¢ SEQ ID NO: 17 m VL ¢ SEQ ID NO: 18, mjgsa IpUMeHeHMA B JIeUeHUU
cybmeKkTa, wuMenmero OMJI, npuueM Yy cyObeKTa MMeeTcda MyTaluuda B
CBA3aHHOM Cc FMS Tupos3MHKMHa3z3e-3 (FLT3).

B n300peTeHnn Takxe npenjaraeTrcsd AHTUTEJIO K CD38,
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comepxamee VH ¢ SEQ ID NO: 17 m VL ¢ SEQ ID NO: 18, nJusa
OIpUMEeHeHUI B JIeueHUM CyOmekTa, UuMekmero OMJI, npuueM y CyOBeKTa
uMeeTcsa MyTaumsa FLT3-ITD.

B n300peTeHun TaKxe npenjiaraercs aHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 17 m VL ¢ SEQ ID NO: 18, nJja4
IpMMEeHEeHMA B JiedeHUM CyOBeKTa, UuMewnmero OMJ, nOpuueM y CyOBeKTa
VMeeTCcsda MyTaluusa B M3oLUTpaTmeruoporeHaze-2 (IDH2).

B umzobOpeTeHMM TakKxe IOIpeljlaraeTcsa aHTUTeJlo k CD38, comepxalee
VH ¢ SEQ ID NO: 17 m VL ¢ SEQ ID NO: 18, s IpUMeHeHMS B JIeUeHUU
cyowekTa, uMenmero OMJI, npuueM y cyObekTa MMeeTca MyTauusa R140Q B
M3oUUTpaTierugporeHa3ze—-2 (IDH2) .

B mzo0peTeHMM TakKXe IIpeljlaraeTcHa aHTuTeJlo kK CD38, comepxamee
VH ¢ SEQ ID NO: 17 m VL ¢ SEQ ID NO: 18, misa IpUMeHeHMSa B JIeUeHUU
CcybmeKTa, wuMenmero OMJI, npuueM y CyObeKTa wuMeeTcd MyTaumsa B JHK-
(LMTO3MH-5) ~MeTuIITpaHCchepaze—-3 (DNMT3A) .

B N300pEeTeHUNn TaKxe npenjiaraercsd QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 17 m VL ¢ SEQ ID NO: 18, nJusa
OpUMEeHeHUI B JIeueHUM CyOmekTa, UuMekmero OMJI, npuueM y CyOBeKTa
MeeTCcH My Talusa R882H B IOHK- (LuMTO3MH-5) ~MeTUJITpaHCcbepaze—3
(DNMT3A) .

B mz0o0peTeHMM TakKxXe IOIpedjaraeTCsa aHTUTeJIo K CD38, comepxallee
VH ¢ SEQ ID NO: 19 m VL c¢ SEQ ID NO: 20, njd IpUMeHeHUSa B JIeUeHUU
cybwpeKkTa, wuMmenmero OMJI, npuueM Yy cyObekTa MMeeTcsd MyTalusa B
CBSI3aHHOM Cc FMS TuposMHKMHa3z3e-3 (FLT3).

B n300peTeHUn TaKxe openjiaraerTcs QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 19 m VL ¢ SEQ ID NO: 20, nus
IpUMEeHeHUSI B JIeUueHUM CyOBmekTa, wuMekmero OMJI, npuueM y CyOBeKTa
uMeeTCcsa MyTaumsa FLT3-ITD.

B n300peTeHUn Takxe OpenjaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 19 m VL ¢ SEQ ID NO: 20, nusa
IpUMEeHeHUSI B JIeueHUM CyOmekTa, wuMekmero OMJI, npuueM y CyOBeKTa
VMeeTCsa MyTaluusa B M3oLUTpaTmeruaporeHaze—-2 (IDH2).

B u300peTeHMM Takxe I[Ipeljlal'aeTcsda aHTUTeJio kK CD38, conepxallee
VH ¢ SEQ ID NO: 19 m VL ¢ SEQ ID NO: 20, @njgd OpMMeHeHUd B JIeUeHUU
cyOreKkTa, uMenmero OMII, npuueM y cyObekTa MMeeTcd MyTaumsa R140Q B

n3oUUTpaTmerugporeHase—2 (IDH2) .
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B u300peTeHMM Takxe I[IpeljlalaeTcsda aHTUTeJio kK CD38, conepxallee
VH ¢ SEQ ID NO: 19 m VL ¢ SEQ ID NO: 20, mjgsa IpUMeHeHMA B JIeUeHUU
cybmeKkTa, wuMewnmero OMJI, npuueM y CyObeKTa MMeeTCcd MyTaumsa B JHK-
(LMTO3MH-5) ~MeTMIJITpaHChepasze—-3 (DNMT3A) .

B n300peTeHnN Takxe openjaraercd AHTHUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 19 m VL ¢ SEQ ID NO: 20, niu4
IpUMEeHEeHUSI B JieueHUM cCcyObekTa, wuMermero OMJI, OpuueM Yy CcyOBeKTa
uMeeTcs My Talmnsa R882H B IOHK- (LMTO3MH-5) ~MeTUJITpaHCchepaze—3
(DNMT3A) .

B u300peTeHMM Takxe I[peljlallaeTcsda aHTuTelio k CD38, conepxallee
VH ¢ SEQ ID NO: 21 m VL ¢ SEQ ID NO: 22, mjasa IIpUMeHeHMSa B JIeUeHUU
CcybmeKTa, wuMenmero OMJI, npuueM Yy cyObLekTa MMeeTCsda MyTalusda B
CBSA3aHHOM Cc FMS Tupo3MHKMHa3z3e-3 (FLT3).

B N300peTeHUN TaKXxe npenjiaraercs QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 21 m VL ¢ SEQ ID NO: 22, nu4a
IpUMEeHeHUI B JIeueHUM CyOmekTa, UuMekmero OMJI, npuueM y CyOBeKTa
uMeeTCcsa MyTaumsa FLT3-ITD.

B n300peTeHUun TaKxe npenjiaraercs QHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 21 m VL ¢ SEQ ID NO: 22, nJu4d
OpUMeHeHVdI B JieueHUM CyOwekTa, §MMekmero OMJI, npuueM y cCyOBeKTa
MMeeTCcsda MyTalMsa B M30UMTpaTOerugporeHaze-2 (IDH2).

B mz0o0peTeHMM TakxXe IIpenjaraeTCsa aHTUTeJIo K CD38, comepxallee
VH ¢ SEQ ID NO: 21 m VL c¢ SEQ ID NO: 22, g IpUMeHeHMSa B JIeUeHUU
cyowekTa, uMenmero OMJI, nOpuueM y cyObekTa MMeeTcsa MyTalusa R140Q B
U3oUUTpaTIerugporeHaze-2 (IDHZ2) .

B u300peTeHMM Takxe I[peljlalaeTcsda aHTuTelio k CD38, conepxallee
VH ¢ SEQ ID NO: 21 m VL ¢ SEQ ID NO: 22, njsa IpUMeHeHMS B JIeUeHUU
CcybmeKTa, wuMenmero OMJI, npuueM y CyObeKTa wMMeeTcd MyTaumsa B JHK-
(LIMTO3MH-5) ~MeTMIITPaHChepase—-3 (DNMT3A) .

B n300peTeHUn Takxe OpenjaraeTcsd AHTUTEJIO K CD38,
comepxamee VH ¢ SEQ ID NO: 21 m VL ¢ SEQ ID NO: 22 g
IpUMEeHeHVI B JIeueHUM CyOmekTa, UuMekmero OMJI, npuueM y CyOBeKTa
MeeTCH My Talns R882H B IOHK- (LMTO3MH-5) ~MeTUJITpaHchepaze—3
(DNMT3A) .

BBeneHre/bapMalleBTUUECKME KOMIIO3ULIUNA

B crniocobax MBO@peTeHMFI, OIIMCaHHEIX B HacCTOAmleM ITOKYMeHTe, M B
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HEeKOTOPEX BapraHTax OoCymeCTBJIeHMA "3 BCeX Hes VCKJIIOUEeHM A
IIepeurMCIJIEHHEBIX HIIKe IIPOHYMEPOBAHHEIX BaprMaHTOB OCylleCTBJICHNMA
aHTUTea K CD38 MOTY'T OBITE NnpeIJioXeHH B [P EeMIIEMEBIX
q_)apMaLI,eBTquCKI/IX KOMITO3VMIIMAX, coepXxalmx AHTUTeJIO K CD38 7
bapMalleBTMUECKM I[IPpMEeMJIEMBIM HOCUTEJIb. HoCKUMTeJIb MOXeT MIpelCTaBJIATh
coboy pazbaBUTeNb, aIbloBaHT, BKCUMIMEHT WM Hecymyl cpeny, C
KOTOPEIMIM BBOIOAT aAaHTUTEJIO K CD38. TakMe HOCUTEJIU MOTYT IIpeIlCTaBJIATHb

cobom KMOKOCTHM, TakKMrMme KakK Booa WM MadJla, BRJIIIOUa A TIIOJIydaeMele W3

HedTH, MacJja XMBOTHOTO, PacTUTEJIEHOTO W CMHTETUYECKOT'O
[IPOUCXOXIEHW S, Takue KakK apaxmucoBoe MacJio, coeBoe MacJio,
MMHepaJlbHOE MacJlo, KyHXyTHOEe MacJio ¥ T. II. HamnpuMep, MOXHO
npuMeHAaATs 0,4% cojeBo pacTeop U 0,3% pacTBOp ITUIMIMHa. OTHU

PACTBOPH CTEPMJILHEL M II0 CYIeCcTBY He CcoIOepXaT TBepOhX UYacTull. Ux
MOXHO CTepWJIM30BaTL C IIPUMEHeHMEeM XOPOmMO M3BECTHHEX CTaHOapTHHEX
MeTOIMK CTepuwinsaluun (HanopmuMmep, OuiIbTpaluuu) . KoMIosuLIMM MOTYT
comepxaThk GdapMalleBTHMUECKM IIpMeMJIeMbHe BCIOMOT'aTeJIbHHEe  BelleCTBa,
HeoOxXoOuMEe OJIS OPpUOIMKeHUS K (UBUMOJIOTHMUECKMM YCJIOBMAM, TakKue Kak
aTreHTH, peryaupywomme  pH, u ©OybepHElEe  aAT'eHTH, CTadMIM3aTOpRH,
3aryCTUTE M, CMasHBalmMe areHTH, KpacuTeJM ¥ T. »O. KoHIeHTpaluusd
MOJIEKYJI WMJIM aHTUTeJI M300peTeHMd B TakoM OQapMalleBTUUECKOM COCTaBe
MOXET 3HAuUMTEeJIbHO BapbMpPOBaThbCHa, T. €. OT MeHee ueM okoJjio 0, 5%,
OBBUHO, IIO MeHbIeM Mepe, 0o okoJjio 1% m mo 15 mim 20% Macc., u
BymeT IMIpeMMylNeCTBEHHO BHOUPATHLCS Ha OCHOBAHUM HeOOXOOMMOM IOS3H,
0OBEMOB TeKyuel cpellbl, 3HaueHMM BASKOCTUM M T. IO. B COOTBETCTBUM C
KOHKPEeTHBEM BHOPAaHHBEM CIIOCOOOM BBeIeHMS. I[IpUeMJIeMBle Hecyllre CPenb U
COCTaBH, BKJIOUAsS IOpyTMe ueJloBeueckMue OeJIKM, HallpUMep CHBOPOTOUHLI
alLOyMMH UeJIOBeKa, OIMCAaHH, HalpuMmep, B Oyojamkaliuu Remington: The
Science and Practice of Pharmacy, 21st Edition, Troy, D.B. ed.,
Lipincott Williams wm Wilkins, Philadelphia, PA 2006, Part 5,
Pharmaceutical Manufacturing pp 691-1092, <M., B o0COOEHHOCTH, PP.
958-989.

CrnocoBoM BBelleHUd aHTMTeJyla kK CD38 B crnocobax wu3zobpeTeHUd,
ONIMCAHHEX B HacCTodmeM OOKYMeHTe, ¥ B HEKOTOPHX BapuaHTax
OCyMeCTBJIEHU S ns3 BCex Bes VCKJIIOUeHM S IepeuncJIeHHEX HIDKE
IIPOHYMEPOBAaHHEX BapMaHTOR OCymeCTBJIEHU S MOXeT OHITE Jo6omn

HpMeMJTel\deﬁ IIyThb, TakoM Kak INapeHTepalJlbHOe BBeIeHlE, HallpriMep
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BHYTPMKOXHOE, BHYTPUMBIIEUHOES, WMHTPAIIEPUTOHEeaJIbHOE, BHYTPUBEHHOE
WY IIOIOKOXHOE, Uepe3 JIeT'KMe, Uepes CJAUBUCTHE (mepopaJibHOE,
VMHTpaHa3aJIbHOE, VHTpaBalMHaJIbHOEe, pPeKTaJibHOE) NI opyrue
M3BECTHEE CIelUMaJIMCTy CIOCOOH, KaK XOpOoIlo M3IBECTHO B IaHHOM
oBJjgacTu.

AuTuTesio k CD38 B crHnocobBbax m300peTeHUd, OIIMCAHHEIX B
HacTodAmeM IOKYMEeHTe, U B HEeKOTOPHX BapMaHTax OCYmeCTBJIEHUS U3
Bcex 0e3 UCKINUEeHMS I[IepPeUMCJIEHHEIX HIMXe IIPOHYMEPOBAHHEX BapMaHTOB
OCYMEeCTBJIEHMS MOXHO BBOIMTH IIallMeHTy JIOEM [IPMeMJIEMBEIM IIyTEM,
HalpuUMep IIapeHTepaljlbHO IIOCPEeOCTBOM BHYTPUBEHHOM (B/B) MHQY3UM WMIU
BoJoCHOM VHBEKLIWN, BHY TPMMEIIEUYHO, W IIOOKOXHO, I
MHTpAalepmuToHeaJlbHO. B/B UHOY3UA MOXET OCYIMECTBJIATLCS, HaIpUMep, B
Teuenue 15, 30, 60, 90, 120, 180 myum 240 mmuyT MJm oT 1, 2, 3, 4,
5 6, 7, 8, 9, 10, 11 mam 12 yacos.

Hoza, BRBOIOMMAA IalueHTy C OMII, ABJIZeTCH ITOCTATOUHOM IJIS
ocynabyieHusa WM, IIO MeHbIleV Mepe, UYaCTUUHOM 3alepxkyu 3abdojieBaHUAg,
JIeUeHue KOTOPOTO OCYIEeCTBJISAETCH (« TeparieBTUUYECKA 20PEeKTUBHOE
KOJIMUECTRBO») , M MOXeT MHOI'IDa cocTaBjaaTb oT 0,005 mMr mo oxojio 100
MI'/KT, HanpmMmep, oOT okojio 0,05 mMr mo okojo 30 MI/KI', MJIM OT OKOJIO
5 MI' Do OKOJIO 25 MI'/KI', WJIM OKOJIO 4 MI'/KI', OKOJIO 8 MI'/KI, OKOJIO 16
MI'/KT', WJIM OKOJIO 24 MI'/KI', WM, HalpuMmep, okojo 1, 2, 3, 4, 5, 6,
7, 8, 9 mm 10 MT/KD, HO MOXeT OHTL Iaxe BHIle, HaIpPVMep, OKoJO 15,
le, 17, 18, 19, 20, 21, 22, 23, 24, 25, 30, 40, 50, 60, 70, 80, 90
mwim 100 Mr/kr.

Takxe MOXHO BBOIOUTH PMKCHUPOBAHHYIO CTaHIapTHYID nosy,
HanpmumMmep 50, 100, 200, 500 wmmm 1000 w™Mr, wmaM pJo3a MoOXeT OHTH
OCHOBaHa Ha IJomaly IIOBEPXHOCTM TeJjla I[allMeHTa, HalpuMep 500,
400, 300, 250, 200 mam 100 mMr/m2. Jjgag JjedeHusa OMJI OOBUHO MOXHO
BBOOIMTE OoT 1 mo 8 pmos (Hanpumep, 1, 2, 3, 4, 5, 6, 7 wmiam 8), HO
MOXHO BBOODIUTL M 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20
unm doJjiee 1OoOs3.

BBeneHre aHTuUTeJa K CD38 B crocobax M300peTeHud, OIMCAHHEX B
HacCTOAlMEeM IOOKYMEHTE, M B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHMSA M3 BCeX
fe3  MCKIIOUEHMS  IIEPEeUMCJIEHHEX  HMXE [IPOHYMEPOBAHHEIX  BapMaHTOB
OCYIECTBJIEHMS MOXHO IIOBTOPATE UYepe3s OOHM CYyTKM, OBOe CYTOK, Tpoe

CYyTOK, UYeTBepOo CYTOK, II4Tb CYTOK, IIeCTb CYTOK, OIHY HeIeJlo, IBe
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Henen, TpU HeOeJM, OIVMH MecCcHdll, IIATb HeIOeJlb, IMeCThk Helellb, CeMb
HeneJlb, IBa Mecsdlla, TpU Mecdla, YeTHpe MecHdlla, I[IATb MeCHALEeBR, MeCThb
MecdaueB wiM 6oJiee. Takke BOBMOXHEL [IOBTOPHEE KYPCH JIeUeHMS B BUIE
IJINTEeJIbHOTO BBeOdeHMA. [IOBTOpHOE BBeIOeHMEe MOXHO IIPOBOOUTHL B TOM Xe
nose WM B IOpyroM znose. HampuMmep, aHTHUTeJ0 k CD38 B cnocobax
n300peTeHrS MOXHO BBOOUTL B Oo3e 8 MI/KD MM 16 MI'/KT C HeOeJIbHBM
VHTEpBaJIOM B TeueHMe 8 HeOeJlb C IIOoCJIedyllMM BBeOeHMeM B Jo3e 8
MID/KD WM 16 MI/KD Kaxisle IBe HeleJlM B TeueHMe IOMNOJIHUTEJILHEIX 16
HeleJslb, C I[OCJIeOVIIMM BBeIeHMeM B Oose 8 MI/KD MM 16 MI/KD KaxXIbe
YeTHpe HeOeJM IIYTeM BHYTPMBEHHOM MHOY3UM.

AuTmresia k CD38 B crnocobBbax muzobpeTeHUs, OIIMCAHHEX B
HacTodmeM IOOKYMeHTe, UM B HEKOTOPHX BapMaHTax OCYINeCTBJEeHUS U3
Bcex 0e3 MCKIKUEHMS [IePEeUMCIIEHHEX HMWXEe [IPOHYMEPOBAHHEIX BapMaHTOB
OCymeCcTBJIEHMS MOXHO BBOIOMUTL IyTeM IINoIOepXMBakMel Tepaluu, TaKou
KakK, HalpyMep, OIOMH pa3 B HeIeJI B TeUeHMe Iepuola 6 MeCcHdlleB WM
BoJiee.

HanpuMmep, aHTHUTesa K CD38 B crocobax u300peTeHMs, ONMCaHHHBX
B HacToOdlleM OOKYMEHTE, M B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUS U3
BCcex 0e3 UCKIIIUEeHMS I[IE€PEeUMCIIEHHEIX HMXEe I[IPOHYMEPOBAHHEIX BapMaHTOB
OCYIECTBJIEHMA MOXHO BBOIMTEL B BMIE CYTOUYHOM MHOOBHEH B KOJIUUECTBE
okojjo 0,1-100 wmr/xr, Hanpwmep, 0,5, 0,9, 1,0, 1,1, 1,5, 2, 3, 4,
5 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1¢, 17, 18, 19, 20, 21,
22, 23, 24, 25, 26, 27, 28, 29, 30, 40, 45, 50, 60, 70, 80, 90
wim 100 M'/KT' B CYTKM, B, IO MeHBIel Mepe, OOHM M3 CYyTokK 1, 2, 3,
4, 5, o, 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 wmim 40, WM aJbTepHAaTMBHO B, IO MeHbLIleM Mepe, OIOHY U3
HepmeJi» 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1le¢, 17,
18, 19 mim 20 1ocJe Hauvaja JedeHUd, WIM B JIOOOM MX KOMOMHALUM C
IpyYMeHeHMeM OOHOKPATHOM MM paslelleHHHX »oo3 Kaxnee 24, 12, 8, 6,
4 MM 2 4Yaca, WM B Ji0O0OM MX KOMOMHALIMM.

AuTuresla k  CD38 B crocoftax  m300peTeHUHd, OIIMCAaHHHX B
HacToOAmMeM IOKyMeHTe, U B HEKOTOPHEX BapMaHTax OCYIECTBJIEHUS W3
Bcex 0e3 UCKIIUEeHMS I[I€PEeUMCIIEHHEIX HMXEe IIPOHYMEPOBAHHEIX BapMaHTOB
OCYHECTBJIEHUS MOXHO TaKXe BBOIUTE IIPOQUIIAKTUUECKM, UYTOOB CHU3UTH

PUCK pPasBUTMUA pPakKa, OTJIOXKMTE HadaJlIoO BO3SHMKHOBEHWMA COOBITMA B XOOe
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NpOTpPecCUpoBaHMA paka W/WIM CHYMBUTL PUCK pPeurauBa B CJydae
peMMccuM paka. OTO MOXeT OHTb OCOOEHHO I[IOJIe3HO OJjd I[IalMeHTOB, Y
KOTOPHIX CJIOXHO JIOKaJIM30BaTh OIIYXOJb, HalMuMe KOTOPOM YCTaHOBJIEHO
Ha OCHOBaHMM IOPYyIUX OUOJIOTUUECKUX GQaKTOPOB.

AuTuTesyio k CD38 B cnocobax m300peTeHUd, OIIMCAHHEIX B
HacToAmlleM OOKYMeHTe, ¥ B HEeKOTOPHX BapMaHTaxX OCYMeCTBJIEHUI U3
Bcex 0e3 UCKIIUEHMS IIePEUMCIIEHHEIX HIMKE I[IPOHYMEPOBAHHBIX BapMaHTOB
OCYWEeCTBJIEHUSA MOXeT OBTH JMOQUIM3UPOBAHO IJIA XpPaHeHMud, U Iepeqn
IIpMMeHeHeM eI'0 MOXHO pacCTBOPUTL B IIPHMEMIIEMOM HOCUTEeJe. BEIIO
[IOKa3aHo, UYTO 5BTa MeTomuka »00eKTHMBHa OJIS CTaHOAPTHHX OeJIKOBHIX
npernapaToB, ¥ MOXHO MCIIOJIE30BAThE XOPOWO M3BEeCTHHE MeTOOUKU
JINOQUIIN3alUM M BOCCTAHOBJIEHUS .

AuTuTresyio k CD38 B cCcroocobax M300peTeHUHA, OIIMCAHHEIX B
HacTodAlleM IOOKyMeHTe, ¥ B HeKOTOPHX BapuaHTax OCYWMeCTBJIEHUS U3
BCex 0e3 MUCKIIUEeHUd IIePEUMCIIEHHEX HIKEe I[IPOHYMEPOBAHHEIX BapMaHTOB
OCYWeCTBJIEHMA MOXHO BBOIOUTEL B KOMOMHaUMM C IIOJIHOCTBK TpaHC-—
PeTUHOeROM KMCIJOTOM (ATRA).

ATRA MOXeT OLITL ofecleueHa B pJose 45 MmMr/M2/cyTku /o miam 25
MT'/M?/CyTKU II/0.

AuTuTesio Kk CD38 B crnocofax M300peTeHMsa, OIMCAHHBEX B HaCTOAIEM
OOKYMeHTe, ¥ B HEeKOTOPHX BapMaHTax OCyIleCTBJIeHMA M3 Bcex 0e3
VCKJIOUEHN A [IePEeUMCIIEHHEIX HIDKE [IPOHYMEPOBaHHEIX BapMaHTOB
OCYIIeCTBJIEHMA MOXHO BBOIMTL B KOMOMHALUM C HaKOT'€HOM.

OJakoreH MOXHO BBOIUTH B TedueHMe  MMHMMYM 4 LUVKJIOB,
IIOBTOPSAEeMHX KaXIee 6 HeleJlb B nJoze 15 Mr/mM?2 B/B B TeueHUe 3
Yacop, I[IOBTOpPAsS O3y Kaxible 8 dYacoep B TedeHMe 3 CyTok. B
aJlbTEPHATHMBHOM BapMaHTe OCYWEeCTBJIEHUSI OaKOT'eH MOXHO BBOIUTE B
nose 20 Mr/M2 B/B B TeueHMe 1 Uaca, IIOBTOPAS €XEeOHEBHO B TeUeHUE
5 @mHeM, ¥ LUMKJ HOBTOPAEeTCA KaxOue 4 HeOelu.

AuTuTesio k CD38 B cCrnocobax m300peTeHUHA, OIIMCAHHEIX B
HacTodlleM IOOKyMeHTe, ¥ B HEeKOTOPHX BapMaHTaxX OCYWLeCTBJIEHUS U3
BCex 0e3 MUCKIIUEHUA IIePEUMCIIEHHEX HIKe I[IPOHYMEPOBAHHEX BapMaHTOB
OCYWeCTBJIEHMA MOXHO BBOOUTL B KOMOMHaUMM C LUTapa®MHOM U
OOKCOPYOMLUMHOM.

[IuTapabuH MOXHO BBOOWUTE B mo3e 2-3 1/M2 B/B B TeueHue 1-3

JacoB KaxOble IOBeHalllaTbh YacOB BIJIOTL OO 12 1mos3.
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JoKCOpYyOMLMH MOXHO BBOIOMUTL B mose 40-60 Mr/m2 B/B Kaxmue 21-
28 mHelM maM B mos3e oT 60 mo 75 Mr/M? B/B Kaxiwell 21 OeHb.

AuTHUTeJJO K CD38 MOXHO BBOIMUTL BMecTe C Jiodou Qopmom
paIvalMOHHOM Tepaluy, BKJIOUas BHEMHee HallpaBJIeHHOe U3JIydeHue,
paIMalroHHYD Tepaluio C MOOYJAlMer MHTeHcuBHoOCTM (IMRT), a Takxe

ooy dopMOM palIMoXUPYPIMM, BRIOUasd IaMMa-HOX, Kubep-HoX, Linac

u BHYTPUTKaHEBOE obyyueHUe (HanlpuMep, VMIIJIaHTUPOBaHHEE
pamMoakTVBHEIE 3epHa, OajuloH GliaSite), wu/mwm ¢ XUPYpPTIUUECKVM
JleueHNEM.

XoTsa  mu3o0peTeHUe OIMCaHO B oBmmUx yepTax, BapMaHTH
OCymleCTBJIEHN S n300peTeHNUd BynoyT OOMNOJIHUTEJILHO OV CaHH B
CJIenyonInx opuMepax, KOTOpPEHE He cryenyeT TOJIKOBATH Kak

OT'paHUUMBaIMe O00BbeM QOPMYJEl M30DPEeTEeHUA.

JommoNHNTEeNIbHEE BapMaHTH OCYILeCTBJISHMUSI MB00peTeHMUs

Hixe V3JI0XEHE HEKOTOPHE OOIIOJIHUTeJIL HEE BapMaHTH
OCYyIEeCTBJIEHUS n3o00peTeHnd B COOTBETCTBUU C OINIMCaHUAIMMA,
IpencTaBJIeHHHMM B IPYI'MX UYacCTSAX HACTOAMETro OOKYMeHTa. JJIeMeHTH
ns3 BapMaHTOB oCymecCTBJIeHUA nz3obpeTeHud, M 3JIOKEHHEBIX BHINE,
OIIMCaHHEE KakK CBA3aHHHEe C Uu300peTeHMeM, PAaCKPHTHEM B HaCTOAIEM
IOKyMeHTe, TakXe OTHOCATCA KO BceM 0e3 MCKIDUeHUMS M3 DTUX
OOIIOJIHUTEJIBHO MPOHYMEPOBAHHEIX BapPMAHTOB OCYIMECTBJIEHMUS .

1. A"HTHMTeJ IO K CD38 @mjud HOpMMeHeHUA B JiledeHuM CyOBeKTa,
VMEKIEeT o OCTPRI MHeJIoJielrkos (OMII) .

2. A”HTHMTeJJO K CD38 1mJjsg [OpMMeHeHMsa B JieueHUM CyOBeKTa,
uMmepmero OMJI, B KoMOMHALIMM CO BTOPHM TepalleBTUUECKMM aT'eHTOM,
IpUYeM BTOPOM TepalleBTUUEeCKMM areHT:

a. HeoBsa3aTeJIbHO IIpelcTaBligeT cobol LuTapaduH, ITayHOPYOUIIMH,
UOapyOUIIMH, MMUTOKCAHTPOH, IUIPOKCUMMOUEBUHY, IelmTadbuH, KJIaIpuOuH,
barynapabuy, TOIIOTEKAaH, 3TOIIO3UI, 6-THMOTYaHUH, KOPTUKOCTEPOUTT,
IpedHr30H, IeKcaMeTa30H, MeTOoTpeKcaT, O6-MepKalTOoIypHuH, as3aluTUIVH,
TPUMOKCHUI MHIILSKA MM IIOJHOCTBI0 TPaHC-PEeTMHOEBYH KMUCJIOTY; W/WMIn

b. yBeJMuMBaeT IIOBEPXHOCTHYID BKcHpeccuio CD38.

3. KoMOuHaumsga aHTHTeJa K CD38 ¥ T[OJHOCTBI TpaHC-peTMHOeBOMU
KMCJIOTH IJIS TIPMMEHeHMS B JieueHun cyOneKTa, uMewnmero OMII.

4. KomOumHalMa aHTUTeJa K CD38 u pmeumTabuHa »OJIA IPYMMEeHEeHUS B

JeueHM CcyOBeKTa, umMenmero OMII.
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5. KoMmOmHaumg AHTHUTEJIA K CD38 " unTapadrHa n/ M
OOKCOpYOMIIMHa OJIg [IPUMEHeHVA B JiedeHUM CcyObekTa, uMenmero OMII.

6. AHTHMTeJIO K CD38 mOja I[IpUMEeHEeHMI B COOTBETCTBMM C
BapMaHTOM oOcCylleCcTBJieHUA 1 miaM 2 WM KOMOMHAaLUMA B COOTBETCTBUU C
BapMaHTaMy OCYWeCTBJIeHMA 3-5, OpuUUueM aHTuTeJio Kk CD38 KOHKYypUPYeT
3a CBA3BBaHMe C CD38 ¢ aHTUTeJIOM, CcolepXallMM BapuabeJIbHYIO
obJjlacTe TaxeJoM uenu (VH) ¢ SEQ ID NO: 4 u BapuabelbHyl 00JIAacThb
Jerkou uenu (VL) c¢ SEQ ID NO: 5.

7. A”THMTeJJO K CD38 ming IHOpMMeHeHMSA B COOTBETCTBUUM C
BapMaHTOM OCYWEeCTBJIeHuS 1, 2 WiIu 6 WM KOMOMHaUMS B COOTBETCTBUU
c BapuUaHTaMn oCylmeCcTBJIEHUSA 3-6, npruyueMm aAHTUTEJIO K CD38
MHOyLMpyeT YHUUTOXEHNUE KJIETOK OMJI, BKCIIPEC CUPYINX CD38,
[IOCPeICTBOM allollTo3a.

8. A”THMTesi0O Kk CD38 1mJjsg [IpMMEeHeHMSa B COOTBETCTBUM C
BapMaHTOM OCymecTBJIeHMUs 1, 2, 6 wmim 7 wiIm KoMOMHALMA B
COOTBETCTBUM C BapMaHTOM OCYWeCTBJIeHUsa 3-7, IIpUYeM aHTUTEJIO K
CD38 cBA3bBaeTca Cc objgacTeio SKRNIQFSCKNIYR (SEQ ID NO: 2) wu
objacTrio EKVQTLEAWVIHGG (SEQ ID NO: 3) dyeJioBeueckoro CD38 (SEQ
ID NO: 1).

9. A"HTHMTeJIO kK CD38 mja I[IpUMEHEHMI B COOTBETCTBMM C
BapMaHTaMM ocymecTBJieHMsa 1, 2, 6-8 uaM KOMOMHALUSA B COOTBETCTBUU
C BapuaHTaMM OCYMEeCTRJIeHMS 3-8, OpuUueM aHTuTeJo K CD38:

a. oTHocuTcsa K m3ortuny IgGl, IgG2, IgG3 wum IgG4;

b. wumMeeT 2-aHTeHapHyK IUIMKAHOBYK CTPYKTYPY C COIOepXaHMeM
byxosze okxoJio 50%, 40%, 45%, 40%, 35%, 30%, 25%, 20%, 15%, 14%,
13%, 12%, 11%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1% wm 0%;
W

C. COIEepXUT 3aMeHy B Fc aHTUTeJla B IIOJIOXEHMAX aMUHOKUCIIOT
256, 290, 298, 312, 356, 330, 333, 334, 360, 378 umm 430 1pwu
HyMepaluM OCTaTKOB B COOTBeTCTBUM C EU-MHOEeKCOM.

10. AxTMTeJyiO kK CD38 @minga I[IpMMeHeHMsa B COOTBETCTBMUM C
BapMaHTaMu ocyllecTeJieHMa 1, 2, 6-9 mwiu KoMOMHALMA B COOTBETCTBUU
C BapMaHTaMM OCYWeCTBJIeHMA 3-9, OpuueM aHTUTeJio K CD38 COonepXuT:

a. [IOCJIeDOBAaTEJILHOCTHU OpenelIAnlX KOMILJIEMEHTAPHOCTE
obJjacTen TaxeJsom uenm (HCDR) 1 (HCDR1l), 2 (HCDR2) m 3 (HCDR3) c

SEQ ID NO: 6, 7 M 8 COOTBETCTBEHHO;
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b. [IOCJIENOBATEJIBHOCTHU OTIp e eI AIMX KOMILJIEMEHTAPHOCTE
objtacTrem Jerxkom uenmum (LCDR) 1 (LCDR1), 2 (LCDR2) m 3 (LCDR3) c
SEQ ID NO: 9, 10 m 11 COOTBETCTBEHHO;

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

d. BapuadbesbHyl 00JlacTb TaxkesoM uenu (VH) ¢ SEQ ID NO: 4 wu
BapmabelbHyo oBJacTb Jerkon uenm (VL) ¢ SEQ ID NO: 5;

e. T SKEJIYIO Lenkb, comepxamym AMMHOKMCJIO THYIO
IocJieIOoBaTeJIbHOCTE, KoTopasd Ha 95%, 96%, 97%, 98% wmim 99%
MOeHTHUYHa TIocjienoBaTeJyibHocT SEQ ID NO: 12, wm Jerkywon Ilelb,
comepxamyl aMMHOKMCIIOTHYK I[IOCJIedOBaTeJIbHOCTL, KOoTopas Ha 95%,
96%, 97%, 98% mum 99% uUIeHTMUHa IIocJlemoBaTeJIbHOCTM SEQ ID NO:
13; nam

f. Taxesyio Lens ¢ SEQ ID NO: 12 um Jerkyo lLens ¢ SEQ ID NO:
13.

11. A"TuTesio kK CD38 [mjga I[OIpMMEHEHMsS B  COOTBETCTBMM C
BapMaHTaMM OCYymeCTBJeHUd 1, 2, 6-10 miam kKOoMOMHAalMa B COOTBETCTBUU
C BapuaHTamMmM ocymecTBJeHra 3-10, npuuem OMJI npencTaByageT cobom OMII
c, 10 MeHBIleV  Mepe, OOHOM  T'eHeTHMUeCKOM  aHoOMaJIMewu, OMJII ¢
MYy JIb TUJIMHEVHOM OMCILJIa3unen, CBSABaHHBI C Tepanuen OMJI,
HenubbepeHumporanusmt OMJI, OMJII Cc MMHMMAJLHEM CcoO3peBaHmeM, OMJI C
CO3peBaHMEM, OCTPHM MMeJIOMOHOUMTAPHHI JIEMKO3, OCTPHM MOHOLMTAPHLM
JIerKo3, OCTPBIM  DSPUTPOUIHEIL  JIEMKOS3, OCTPEIM  MeTakapuodJiaCTHRI
JIeVK03, OCTPHM 0a30¢MJILHBEI JIEMKO3, OCTPRIM IIaHMMeJIo3 C (udpo30M WU
MMEJIOUMIHYID CapKOMYy .

12, AxTUTeJIO kK CD38 ming I[IpMMeHeHMS B COOTBETCTBMU C
BapMaHTaMu OCVYIIECTBJIEHUSA 1, 2, 6-11 WJIN KOMOMHAaLNMA B
COOTBETCTBMM C BapMaHTaMM OCYmMeCTBJIeHMA 3-11, OpuMueM aHTUTEJO K
CD38 BBOOAT mOJSA MHIOYLUMPOBAHUA PEMUCCHUM, IIOCJEe PEMUCCUM WIMU B
KauecTBe HOoIIepXMuBaKmel Tepalllu.

13. AHTMTeJIJO K CD38 miga I[IpMMeHeHUMsa B COOTBETCTBMU C
BapmMaHTaMu OCVYIIECTBJIEHUS 1, 2, 6-12 WJIN KOMOMHAaLNUA B
COOTBETCTBUM C BapMaHTaMM OCYNeCcTBJeHMA 3-12, OpuUueM, IO MeHbIeln
Mepe, OINHOW TeHeTUMUeCKOV aHOMaJMeW ABJIAeTCHA TPaHCJOoKalUMsa Mexny
XpoMocoMaMM 8 M 21, TpaHCJOKalMA WJIM MHBEPCHUHA B XpoMOocoMe 16,

TpaHCcJoKaluusa Mexny XpoMocoMamu 15 m 17, M3MeHeHUS B xXpomMocoMme 11
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MJIN MyTalusa CBA3aHHOM c FMS TUPO3UHKMHASE — 3 (FLT3),
HYKJIeO)OCMMHA (NPM1), M30UUTPpaTIernapoTreHass—1 (IDH1),
N30UUTPaTIEeTIUOPOTeHABH 2 (IDHZ2), IHK- (uMTOo3MH-5) -

MeTuITpaHchepase-3 (DNMT3A), CCAAT/sHXaHCep-CBA3HBaKIEro OeJka
anbba (CEBPA), BcrnomorarejsbHOTO oGakTopa-1 U2 wMajol spmepHoM PHK
(U2AF1l), o»HxaHcepa ©Oejyika JZeste 2 cCcyOBeOMHMIE MHIUOMTOPHOTO
KoMIJiekca-2 polycomb (EZH2), CTPYKTYPHOT'O COXPaHEeHUSa XPOMOCOM 1A
(SMC1A) miIM CTPYKTYPHOT'O COXpPaHeHMHA XpoMocoM 3 (SMC3).

14. AxTUTeJIO kK CD38 @ming TI[IpyMMeHeHMS B COOTBETCTBMU C
BapMaHTOM oOCymecTBJeHra 1, 2, 6-13 mam kKoMOMHaALMA B COOTBETCTBUMU
C BapMaHTaMM OCYMmecCTBJIeHMsa 3-13, OpuueM, [0 MeHbBIEN Mepe, OIHOU
TeHeTUMUEeCKOM aHOMaJlueM ABJAeTCs TpaHcJokauusa t(8; 21) (g22; g22),
MHBepcusa 1inv(16) (pl3; g22), TpaHcaokauusa t(16; 16) (pl3; g22),
TpaHcJokaumsa t (15, 17) (g22; qgl2), wmyraumsa FLT3-ITD, wMmyTaumuu
R132H mmm R100Q/R104V/F108L/R1190Q/I130V B IDH1 mum MmyTalmm R140Q
mian R172 B IDHZ2.

15. A"TuUTeJsi0 K CD38 1mja T[OIpMMEHeHMs B COOTBETCTBUM C
BaprUaHTaMu OCYIIECTBJIEHN S 1, 2, 6-14 WA KOMOMHAaLM A B
COOTBETCTBUM C BapMaHTaMM OCylleCcTBJieHMA 3-14, OpuueM aHTUTEJIO K
CD38 wm, @O MeHbBIEM Mepe, OIOMH TepalleBTUUECKUM aT'eHT BBOOAT
OOHOBPEMEHHO, IIOCJIeOOBaTEJIbHO WIIM OTOEJILHO.

16. A”THUTesO K CD38 1j4a [OpUMEeHEeHMSA B COOTBETCTBUM C
BapmraHTaMu OCVYIIEeCTRJIEHUSA 1, 2, 6-15 WJIN KOMOMHAaLNMS B
COOTBETCTEUM C BapMaHTaMM OCYIleCTBJIeHMa 3-15, opuueMm

a. CyOBeKTY IOIOJHUTEJIBHO IPOBOOMUTCH WM I[IPOBOOWIIOCE JIeUeHUe
C [pUMeHEeHMEM paluoTepalluu; WK

b. CyOBeKTy IIPOBOOUIIV TPaHCILJIaHTalllio TeMaTOIlOBTUYE CKUX
CTBOJIOBEIX KJIETOK.

[IpymMeprt

IpuMep 1. 3ddbekTMBHOCTE mapaTyMyMaba B KIETOYHHX JMHMUSX OMII

HeCKOJIELKO KJIETOUHHX JIMHMM OMJI MCHOOJIB30BaJM IOJS  OLIeHKHU
IIOBEPXHOCTHOM DKCIPEeCCUM CD38 n BOBMOXHOM 50beKTUBHOCTH
DapaTyMyMaOa IJIA MHOYLMPOBAHMA YHUUTOXeHUSA KJIeTOK OMJI. OLeHMBaJU
DKCIpeccurn OeJIKOB, MHIMOMpPYKRIMX KoMmIlJieMeHT (CIP) CD46, CDbS5 wm
CD59, B KJIE€TOUHHX JMHMAX OMJI, UTOOE BHABUTE BO3MOXHYI KOPPEJALUIO

Mexny skchopeccuen CIP m CDC.
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Crnocofu

ADCC

Avaym3el ADCC in vitro T[IPOBOIWIM C  MCIOJL30BAaHUEM JIMHUN
OIIyXOJIEBHIX KJIeTOK OMJI M MOHOHYKJIEAPHHX KJIETOK IIepudepudecKoM KPOBU
(PBMC) B kauecTBe 520DeKTOPHHIX KJIeTOK B cooTHomeHmMr 50: 1. B JIYHKU
96-JIyHOUHOT'O IUIaHmeTa C U-oBpa3HBM OHOM HOOAaBJIAJIM CTO MKJI KJIETOK-—
MUIIeHel (OIIYyXOJIEBHIX ) (1x104 ©xJjeTok). HoBarjamm eme 100 MKJ,
comepXalmMx WMJIM He coIepXallMxX aHTUTeJIO, U ILJIaHMEeTH MJHKYyOMpOBaJIM B
Teuenre 30 MMHYT TIIpM KOMHATHOM TeMmmeparType (KT), 1ocje uero
nobaBiasaim >0deKTopHHEe kJIeTku (PBMC). S3SaTeM B JIYHKM ILJIQHIIETOR

noBaBJIAIM CeMbIeCcAT HOATh MrJ  PBMC B KOHIEeHTpaluu 6, 66x10°

KJIETOK/MJI, ¥ IJIQHMEeTH MHKYOMpOBaNdM nOpu 37 °C B TeueHMe 6 UYaCOB.
[lmaHmeTH LIeHTPpUQYyTMpoBaJM C YyCkKopeHrMeM 250 g B TedeHme 4 MMHYT,
yvoansanmu 1o 50 MkJI cynepHaTaHTa M3 KaxIoW JYHKM, W OolIpedesisaln
KJIETOUHEDI JIM3UC C MCIOJb30BaHMeM aHauza CellTiter-Glo® (Promega).

CDC

KileTKM-MUIIeHY CcoOupaliM ¥ HOOBOOWMIM KOHIeHTpaumio xpo 80x104
KJIeTOK/MJI. B JYyHKM 96-JIYyHOUHOTO ILJlaHmeTa n»oOaBJAJAM OBeHaOlaThb
MKJI KJIETOK-MMIIeHeV M K KJeTkaM Jo0aBJAJIM IIOCJIedOBaTeJIbHEe
pazBaByieHMsa aHTUTeJ. JIYHKM MHKYOMpoBalIM B TedeHMe 15 MHMHYT,
ocJje yero no0aBJIAIM YeJIOBEUEeCKYIO CHBOPOTKY C BEICOKMM
conepXxaHMeM KOMILJIeMeHTa c KOHeuHOMN KOHLIeHTpaluen 10%.
PeaklMOHHYID CMEeChb MHKYOUpOBaJIM 2 1/2 wvaca npm 37 °C, n
omnpenesyiaM KIJIeTOUHHM JIM3UC C MCIOJbL30BaHMeM aHagmza CellTiter-
Glo® (Promega).

ArionnTos

B JyHKY 24-JIyHOUHOTO ILJaHmeTa JoOaBJIAJIM OIOMH MJI KJIETOK-—
MumeHe (5 x 10° KJeToOK/MJI) BMeCcTe ¢ TeCTUPYyeMBIM aHTuTeJioM (1
MKT/MJI) B IPUCYTCTBUM WMJIM B OTCYTCTBME aHTUTeJla KpoJuKa K hulgG
(10 wmxr/mi;  F(ab')2 Fcy-cnenuomunoe) . KieTkM MHKYOUPOBAIM B

TeueHMe 22 uacoB (5% C02, 37 °C). BarTeM KJeTKM cobupayamu (1000
o6/MMH, 5 MMH) ¥ OBaXIH OpoMHBaguM B PBS (1000 o6/mMmH, 5 MMH).
KileTk pecychneHmupoBaau B 250 MKJ cBA3BBawmero Oydepa (Annexin-V

Apoptosis kit, BD Biosciences) B COOTBEeTCTBMM C MHCTPYKUMAMU
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M3TOTOBUTEJIA C IIOCJeOyllMM aHaJlM30M C MCIOJIbL30BaHMEM IIPOTOUHOM
LUUTOMETPUN .

ATIONTO3 OLEeHMBaJIM I[IO0 pes3yjibTaTaM paHHeI'O M [HO3IOHEerO allonTo3a
(Q2 m Q3 Ha Odmr. 1A m dur. 1B).

[loBepxHOCTHasT Bkcrnpeccusi CD38, CD46, CD55 m CD59

OKCIIPEeCcCHid PelLelTOpPOB  aHalM3UpoBalM C  IIOMOmMBI  [IPOTOUHOM
UUTOMETPMM. UMCJIO peleldTopoB CD38 Ha KIJIeTKY OLEeHMBaJM C IIOMOMBI
Habopa MESF ¢ wucnojges30BaHMeM PE-MeueHHOT'O aHTHUTeJla kK CD38 (R&D
Systems) . Ymciio PeLenTopoB PacCumMTHEBAaJIN CIIenyolmM obpas3oM:
Crieuudpmunule MESF/ABC=MESF/ABC (TecTUpyYeMOe aHTuTeJ0) —MESF/ABC
(aHTUTEJIO M30TUIIMUECKOTO KOHTPOJLI) .

[loBepxHOCTHYK »sBkchOpeccuo CD46, CD55 wm CD59 onpenmensaimu C
MCIIOJIE30BaHMEM  AaHTUTE K  UeJIOBEUEeCKOMY CDh4e, PE-aHTHUTEI K
yeJjloOBeUueckoMy CD55 m PE-aHTHUTeJl K UYejloBeueckoMy CD59 (Beckton
Dickinson) c¢ O®UTI], xoTopas BHpaxXallack KakK CpeOdHSAS MWHTEHCHUBHOCTDH
dayopecueHumu (CUD) .

PesyneTaTH

B mabauile 1 1okas3aHB pe3yJbTaTH BKCIepuMMeHTOB. Ha &wumr. 1
[IOKa3aHH penpeseHTaTUBHEE pes3yJibTaTH IIPOTOUHOM LMTOME TPUU
MHOYLUVMPOBAHHOTO »OapaTyMyMaOoM arolTo3a B KJeTOUYHOM JuHMM NB-4
Bes (dmr. 1lA) wim B OpucyTcTBuM (Pmur. 1B) CBA3HBAKIEIO aHTUTEJA.
B 2TOM JIVHUN KJIETOK ODapaTyMyMabd MHOYLVPOBAJ arionTos B
AHAJIOTUMUHOM CTelleHM He3aBUCUMO OT IMIPUCYTCTBMSA CHMBaKIEIro areHTa
(19,2% B cpaBHeHMM c 18,3%).

B JmMHMAX KJeTok OMJ pmapaTtymymMa® He MHOYLUMPOBAJ 3HAUMMOMN
ADCC wmmm CDC; HalpoTMB, »OapaTyMyMa® MHOYLIVPOBAJI YHUUTOXEHUE
KJeTok OMJI nocpencTBOM arnonroza. KpomMe Toro, He O0OTMeUalJioCh
HMKaKOM TPAMOM KOppeldluM MexnOy skchpeccueyr CD38 u cTemneHbil ADCC
u CDC. OueHMBaJIM YPOBHU OeJIKOB, MWHI'MOMpPYRIUX KoMILieMeHT (CIP)
(CDh46, CD55 m CD59), uUTOoOH ONPENeNIUTL, BIMAKOT JIM IIepedMCJIeHHHE
Begxku Ha CDC B OTBeT Ha JapaTyMyMa®, HO He OTMeudaljlaCh HMKaKOM
OpAaMOM koppeddauuu Mmexny CDC u skchopeccuen CIP.

Tabauia 1.

KierouHasa | CD38 koJi— CHnd Chd CHhd

JIMHU S BO/KJIeTKA CDh46 CD55 CD59 AnonTos cbC 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 42,18 886,4 350,42 | 20-30% 5% 18,20%
MvV-4-11 5700, 05 207,17 | 395,42 43,94 10-12% 0% 2,30%
NB4 9370,73 58,25 345,4 66,2 18% 4% 18,30%
THP-1 39 488,19 58,7 375 27,1 5-7% 5% 11,30%
HB=He BHIIOJIHAIN
CNd: cpemHASa MHTEHCHMBHOCTBL QJlyopecleHUUM

Dpmmep 2. ATRA mHOyLIMpyeT SKcrInpeccuio CD38 Ha kieTkax OMI

Bimaume ATRA Ha I[IOBEPXHOCTHYK »BKclpeccuow CD38 olLeHMBaIX B

JIMHUM KJIeTok OMJI NB-4.

OmyxoJieBEle KJIeTKMYM MHKyOupoBau npu 37 °C B

TeueHMe 24 YaCOB B MNPUCYTCTBUM MM B OoTCyTcTBMe 10 HM mam 100 HM

ATRA. UYepezs 24 yaca MHKyOMPOBAaHMA KIIETKM CcoOOMpalM M OKpallMBaJiu
oJig BHABJeHMA CD38. ATRA wuHOyluMpoBaJa ~10-KpaTHoe YBeJMUEeHUe
peuenTopoB CD38 B JmHMM EKJeTOK NB-4. IIOBepXHOCTHYH BSKCIPECCHU

CD38

aHTHUTeJla kK CD38

OolLieHMBaJIML C

noMomesn  FACS

(R&D Systems)

C MCIOJIb30BaHMeM PE-MeueHHOTO

(Tabymia 2) .

Tabmauia 2.

OBpaboTka PE-CD38 MOJIeKYJI/KJIeTKa
DMSO 17 238

10 BM ATRA 185 737

100 BM ATRA 210 570

Ipyep 3. 2bbeKTMBHOCTE OapaTyMyMata B MOOENSIX IOJIYYEHHEX OT

IMalMeHTa KCeHOTPAaHCIUIaHTATOB (PDX)

Criocobu

B wuccienoBaHMM MUCIIOJIB3OBAJIM MOIEJIM IIOJIYUYEeHHEX OT

ITannvieHTa
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omnyxoJiem OMJI 3406, OMJI 7577 m OMJI 8096.
MomeJib OMIJI 3406. Oy XoJIeBHE KJIETKU rnaluyeHTa OBLIU
[IOJIOXMUTEeJIbHEIMM Ha FLT-3ITD. B aHaMHe3e IIalMeHTa ObJla MCTMHHAaSA

IIoJIMurTEMN A, n  IIalVvieHT TIIoJIydaJl M,Hapy@MLLMH/LLMTapa@MH B KaduecCTBe

VHIOYKLIVOHHOM XUMMOTEepalluu . [MauyeHT TaKXe [IoJIy4art Hudrea®
(IMMIOIPOKCUMOUEBUHA ) .

Momesir OMJI  7577. JleKO3HEE KJETKM Opalu Yy 69-JeTHeTo
MyXuMHEL Cc OMJI (FAB nomTmn M5). V¥V naumeHTa OBJI HOPMAaJIbHEM
KapuoTuil ¥ cJenyommue MyTalumn: IDH2 (R1400Q) ; FLT3-ITD; DNMT3A
R882H, NPM1l, BcTaBka CEBPA (SNP). B aHaMHe3e TIalMeHTa OrnlJla

VMCTVIHHa4d IIoJIMImMTeMm4ad, W IIallMMeHT IIOoJIydalJl M,Hapy@MLLMH/LLMTapa@MH B

KaueCTBe MH,]IYKLU/IOHHOﬁ XMoo Tepallil . [aumeHT TakKXxe I1oJiydall

Hudrea® (ruOopokCHMOUeBMHA) .

Momesir OMJI 8096. JleMKO3HHEe KJeTKkM Opalu Yy 21-JeTHeTo
MyXKUMHE ¢ OMJI (FAB nomTmmo M2) . UmMcJoO JIeMKOLUMTOBR cocTabBjigjo 20 X
10 e%/;, 70% wm3 HuMx ObIM OJacTHEMM KJIeTKaMMu. VY IDalueHTa OHJI
HOpPMaJIbLHEM KapuoTun ¢ TP53, FLT3, NPM1l @OMKOTO TWUIla M BCTaBKOMU
570-587, 3GCACCC>4GCACCC B »k30He 1 CEBPA. B aHaMHe3e IHalMeHTa
OrLTa VUCTUHHAaA IOJINUUTEMUSA, 7 IaluyeHT noJiyvas

MHapy@MLLMH/L[MTapa@MH B KadecTBe I/IHJIVKLLT/IOHHO?I XVMrioTepalriiim.

[TalMeHT Takxe noJjydajy Hudrea® (ruIpokCcUMOUeBUHA) .

5 MWIIMOHOB MOHOLMTOER (MNC) OMJI oTmensaiam oOT T-KJIETOK U
TPaHCIJIaHTHUPOBAJIM UYepes XBOCTOBYK BeHY cCcydJjieTaJIbHO OOJyUeHHHX
Meme¥r NSG B BospacTe 6-8 Henmesbk (n=10 Ha rpynny). UYepes 4-6
HeneJlb IIOoCJe TpaHCIUlaHTauuy OpaJiM acOMpaTH KOCTHOTO MO3Ta Y
KaxnooM MeIM, ¥ AaHaJU3UPOBaJM WMX C MCIOJbL30BaHMEM I[IPOTOUHOM
HUTOMETPUM, UYTOOHE OINPemelIMTh YPOBEHb IMIPWMXUBIIEHUS TpaHCILJIaHTaTa
Jenkos3a (% uUeJloBeueCKHMx KJIeTOK CD45* CD33*/"). [Io ypOBHD
NIPVXUBJIIEHU S TpaHCIJIaHTaTa MBI e PaHIOMU3VPOBaJIu u
KOHIMIIMOHMPOBAaJM BBemeHueM Jmbo I1gGl, mmbo papartymymada (DARA,
npenBapuUuTesibHagd mos3upoBka 0,5 wMr/kr). Uepes 24 wuyaca MuIIen
pacropenenadaan B Tpynny ©6e3 JeueHusa (KoHTpoJdb) WIM B TpPYyINy,
[IOJIYUABIIYKD B TeueHMe 5 TMOCIHemOBaTeJIBHEIX Henesik DARA wmiam IgGl 1o
oTmesbrHOCTM (B/6, 10 MI/KI pas B Henenw). UYepesz 2-3 OHA IOCIe

I[IoCJIefHeTO BBeIOeHMS MBIIen YMEPIBIIAJIM W 6pam/£ OJIS aHaJM3a KOCTHHM
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MO3T, CeJIe3EeHKY, nepndpeprueCcKyr KpPpOBbL UM ILJlasMy. IllpoBonwuim
IIPOTOUHYK LUTOMETPMK, UTOOH OLEHUTH [IPOLEHT UYeJIOBeUeCKMX KJIeTOK
CD45tCD33* B BM, SPL u PB oT 3 rIalMeHTOB c OMJI,
TPAHCIJIaHTUPOBaHHEX MbmaM NSG (mMomesis OMJI 3406: &émr. 2A; MOIeJb
OMJI 7577: ®éumr. 2B, mMomejsb OMJI 8096: &mr. 2C) m abCOJIOTHOE UMCJIIO
yeJIOBeUeCKMX KJIeTok CD45'CD33f B KOCTHOM MO3Te (dur. 33),
ceJieseHke (éur. 3B) u nepmubepuueckom kpoBu (dmur. 3C) omHOTO U3
pPelpeseHTaTUBHEIX [HalMeHTOoB C OMII.

PesynsTaTH

Ha o&wur. 2A, dur. 2B m odur. 2C 1oka3aHa 200eKTHMBHOCTD
DapaTymMmyMata B mMomeymm OMJI 3406, Momesmm COMJI 7577 m momesm OMJI 8096
COOTBETCTBEHHO, OlleHMBaeMasd IO CHWXeHMID %  JIEMKO3HEIX  KJIETOK
CD45'CD33" B KOCTHOM MOB3Te, CeJle3eHKe WIM IIepudepruueckor KpPOBU.
HapaTymMymad CHIMXAJI OITY XOJIEBVYIO HaI'py 3Ky B ceJle3eHKe u
nepudepmruecKkom KpoBM B Momesu OMJI 3406 (dur. 2A), B Iepubeprueckon
KpoBM B Momeymt OMJI 7577 (dmur. 2B) m B cejie3eHKe B Momeym OMJI 8096
(dur. 2C).

S0PeKTUBHOCTEL JapaTyMyMaba TakKXe OlleHMBajlaChk I[I0 M3MEepPeHMD
MHIOYUMPOBAHHOTO IOapaTyMyMaOOM CHIXeHUS OOmel ONIyxXOJIeBOM HaTpy3KHU
B KOCTHOM MO3Te (dur. 3A), cejeseHke (dur. 3B) m kporu (dur. 3C)
B wMomesqmu OMJI 340¢0. HDapaTyMyMad 3HAUUTEJILHO CHIMXaJI oObOumyn
OIIYXOJIEBYID Harpy3kKy B Momesm OMJI 3406 B ceJjieseHke (0dur. 3B) u
nepudbeprueckom KpoBuU (dur. 3C).

DpmMep 4. BoBzelicTBue JapaTyMyMaGa Ha 5SKcIpeccuio CD38 Ha
Byacrax OMII

BoszmelicTBMe mapaTyMyMaBa Ha sKchOpeccuio CD38 Ha JjelkobjacTax
OlleHMBAJIM B OINHOM pernpeseHTaTUMBHOM wMonesu OMJI, ONOMCaHHOM B
npuMepe 3, depes 5 HemeJylb I[IOCJEe JIeUeHMHA HOapaTyMyMabOoM WJIU
M30TUIIMUECKVM KOHTPOJIEM C MCIOJBb30BaHMeM PE-MeueHHOI'O aHTuUTeJla K
CD38 (R&D Systems) .

PesyneTaTH

Ha &wur. 4A T1o0okKaszaHO, UYTO JIEUEeHMe »OapaTyMyMaOoM CHMXAJIO
sKchnpeccuio CD38 Ha JenkobjacTax (CD457CD337-TIOJIOXKUTEJILHEE KJIETKHU)
B KOCTHOM MO3Te, cCeJie3eHKe U Iepudepnuecko¥ KpoBu. Ha éur. 4B
[IOKasaHo, YTo HOpolueHT CD38-NOoJOXUTeJIbHEX OMJI 6JlacTOB CHWXAJICA

epes 5 HenmeJslb JIeUyeHUHA.
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[IpuMep 5. SddbexTHBHOCTE KOMOMHMPOBAHHOMN Tepannum c
OapaTyMyMaboM B MOOeJsIsiX IIOJIYYEeHHOI'O oT nanuyMeHTa
KCceHOTpaHCcILIaHTaTa (PDX)

S0beKTMBHOCTE OapaTyMyMaba B KOMOMHaAUMM C OaKOT'€HOM WU
UMTapabMHOM M IOKCOPYOMIIMHOM OLEeHMEaJIM uepe3 5 HeleJlb JIeUeHUA.

5 MWIJIMOHOB MOHOLMTOER (MNC) OMJI oTmensaiam oOT T-KJIETOK U
TPAHCIIJIAHTUPOBAJIM UYepes XBOCTOBYID BeHY MuHmel NSG B Bo3pacTe 6-8
HenmeJsib (n=10 Ha rpynny). UYepes 4-6 HenoeJylb I[I0OCJe TpPaHCILJIaHTaluM
Bpaliv acouMpaTH KOCTHOTO MOS3Ta Yy KaxOoM MHIIM, UM aHaJlu3upoBaJM UX
C MCIOJIL30BaHMEM IIPOTOUHOM LIMTOMETPHUM, UTOOH OINpeldeIMTh YPOBEHDb
OPUMXUBIIEHUS TpaHCILJIaHTaTa Jelko3a (% ueJJoBeUueCKUX KJeTok CD45*
CD33*/-). Ilo YPOBHI IMIPWXMBIIEHMS TpaHCIJIaHTaTa MBIIeld pPaBHOMEPHO
PaHIOMU3VPOBAIM WM KOHIMIMOHMPOBaJM BBedeHMeM Jmbo I1gGl, Jgmbo
DARA (mpenBapuTeJibHas mos3mpoBka 0,5 MmMr/kr). Uepes 24 uyaca MumaMm
BBOOMJIM TOJIbKO IgGl (B/6 10 MI'/kKT') OIMH pas3 B HeleJlil B TeueHUE
O9Ty HemeJsik, ToJbKo DARA (B/6 10 MID/KID) OIMH pas3 B HeIeJlo B
TedeHMe I[IATM HemeJlb, TOJIbKO meumraduu (DAC) (0,5 Mr/xr/CcyTKu B/O
B TeueHMe 3 TIOCJelOoBaTeJIbHEIX MOHeM) B TeueHMe IIATHM HeIoeJlb,
DAC+DARA (xaxmasa HemeJsiga 0OyImeT BKJOYATL 3 IIOCJHEeOOBAaTEeJIbHBEIX IOHS
DAC ¢ BBemeHueM DARA uepes 2 OHA), KoMOMHaumMio LuTapabuHa (B/B 50
MI'/KT') U @»OoKcopyOuumuHa (B/B 1,5 Mr/kr) (3 mDocjJemoBaTeJIbHEX OHS
nokcopy6uuuua (/B 1,5 wMr/kxr) Imc uurapabuH (50 wMrp/xr) B
TeueHMe 3 pnHel) ¢ DARA miau ©6e3. Uepes 2-3 IOHS IIOCJIe IIOCJeOHeToO
BBeIeHMS MHIel YMepmBJIAIM ¥ Opaju ©OJ8 aHaJM3a KOCTHHM MOS3T,
ceJle3eHKyYy, IIepudeprMuecKyl KPOBbL U ILJasMy. I[IpOBOOMJIM IIPOTOUYHYIO
LUUTOMETPUIO, YTOOE OLEHUTH IIPOLEHT UeJIOBEeUeCKUX KJjeTok CD457CD33*
B KOCTHOM MO3Te (®émr. 5A), ceynezeHke (d¢ur. 5B) u nepudpepmueckom
KpOBU (dur. 5C) TPaHCIJIaHTaTa OOHOTO IaumMeHTa C OMIJI,
VMILJIAHTUPOBAHHOTO MemaM NSG.

SKCIIpEeCCHU CD38 (BEIpaXaeMymo Kak cpenHdad MHTEHCUBHOCTD
GIIyopecleHlInr, CHUD) OLleHMBaJIM OJIS KOCTHOI'O MO3Ta (dur. 64) ,
cejieseHkn (dur. 6B) u TIepudpeprdeckor kKpoBu (dur. 6C) uyepes 5

HeoeJlb IIOCJIe JIeUeHMA YKAa3aHHBEIMM JIEeKAapCTBEHHEIMM CpelCTBaMM.



NSMEHEHHAS $OPMYJIA M30OBEPETEHNUA

1. Crocof JedeHMd PeUUMIUBUPYRIIETO WM pedpaKTepHOI'O OCTPOIO
MMEeJIOMIHOTO JleMko=3a (AML) y IaluMeHTa, BKJOUAIMY BBeleHMe HaleHTy
TepalleBTUYEeCKN 50PeKTUBHOTO KOJIMUeCTBa aHTM—-CD38 aHTUTeJa,
comepxamero:

a) aMVHOKMCJIO THEIE [I0CJIeDOBaATEJILHOCTHU onpenegrmen
KOMILJIEMEHTapHOCTL o6JacTm TaxeJon Lenu 1 (HCDR1), HCDR2 m HCDR3
SEQ ID NO:6, 7 m 8, COOTBETCTBEHHO; U

b) aMVHOKMUCJIO THEIE [I0CJIeDOBaATEJILHOCTHU onpenegrmen
KOMILJIEMEHTapHOCTL objacTu Jerkom nemnm (LCDR1) 1, LCDR2 m LCDR3 SEQ
ID NO:9, 10 m 11, COOTBeTCTBEHHO,

B TeUeHMe BPpeMeHM, OOCTAaTOUHOT'O IJS JIEUEeHUS PelUMIMBUPYIIEIO
i pedpakTepHOTO AML.

2. Cnoco®6 1no 1.1, Toe MHOMBUO  IIOJIydaJl MHIOYKUIMOHHYIO
XUMUOTepaluo.

3. Cnoco6 no Mm.2, TI'Ie MHIOYKUMOHHASA XVMMOTEpAalMsa BKJIIOUAET
UoapyOMLUMH, LUTapabuH WIKM ITUOPOKCUMMOUEBMHY, WM KX KOMOMHALMIO.

4. Cnoco6 no JmwboMy m3 on.l-3, e aHTM-CD38 aHTHUTeJIO
COOEPXUT :

a) BapuabesyibHyl o00JlacTh TsSxeJor Lenu (VH) C aMMHOKMCJIOTHOM
mocjlemoBaTeJIbHOCTRIO SEQ ID NO:4, u

b) BapmabesbHyl o6JacTb JierkoM unemnu (VL) ¢ aMUHOKMCIIOTHOM
nmocjJiemoBaTeJibHOCTRIO SEQ ID NO:5.

5. Cnoco6 no n.4, roe aHTM-CD38 aHTUTEJIO COIEPXWUT :

a) Taxeslyn lellb C aMMHOKMCJIOTHOM IIocJiemoBaTeJIbHOCTbI SEQ ID
NO:12 m

b) Jerxymo uLUenmM C aMMHOKMCJIOTHOM IIOCJIeHoBaTeJIbHOCThI SEQ ID
NO:13.

6. Crnoco® mo JjmdomMy M3 HOII.1-5, e a"HTM-CD38 aHTHUTeJIO MMeeT
nzorun IgGl.

7. Cnocod no JgwobomMy M3 IoOn.l-6, Toe aHTM-CD38 aHTUTeJIO
MHOIYLIVPYEeT rmubesb KJIETOK AML, SKCIPEeCCUPYIOMMX CD38, IyTeM
aronrosa.

8. Cnoco® mno JmwbomMy wu3 On.l-7, TOe pPeUUIUBUPYRIUN WU

pebpaxkTepHelr AML mnOpemncTaBjsgeT cobor AML ¢ IO MeHbIel Mepe OIOHOM
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TeHeTHUeCKOM aHoMaJlMel, CRBA3aHHYK C Tepaluen AML wmimu oba DTHUX
BapMaHTa.

9. Cnoco® mno mn.8, TOe IO MeHbIle Mepe OOHa TIeHeTHUYecKasd
aHoMaJIMA TIpelcTaBJgeT cofoM MyTalMi B:

a) fms-cBA3aHHOM THUPO3MHKMHaze 3 (FLT3);

b) nykjgeopocmmHe 1 (NPM1) ;

C) M3oLUTpaT nermoporeHase 2 (IDH2);

d) IOHK (umMTo3mMH-5)-MeTmiTpaHcbepasze 3A (DNMT3A); wuiu

e) CCAAT/sHXaHCcep-CBa3bBalmui 0ejiok ajbda (CEBPA).

10. Cmooco6 mno m.8, r©Ooe IO MeHBIEM Mepe OOHa I'eHeTHudyecKasd
aHoOMaJIMA NpencTaBJIgeT cobou

a) myrtauuino FLT3-ITD; wuam

b) myraumo R140Q B IDH2.

11. Cnioco® mo jymodomMmy M3 nmn.l-10, rme aHTmM—-CD38 aHTHUTEJIO BBOIAT
B KaueCTBe MHIOYKUUM PEMUCCUM, [IOCTPEMUCCUM WM IOOOEPXMEARMeN
Tepallu.

12. Cnoco® mo JjmdoMy M3 nmn.l-11, rme aHTm—-CD38 aHTHUTEJIO BBOIOAT

B KOMOMHALUUM II0 MeHbIen Mepe C OIOHMM BTOPEM TepalleBTUUeCKMM

aTeHTOM.

13. Cnoco6 mno 1m.l2, Tme O MeHBIENW Mepe OIHO BTOpoOe
TepalneBTUYEeCKOe CpeICcTBO npencraBiseT cobom urTapabuH,
nayHOpyOMIIUH, unapyoOuLnH, M/TOKCAHTPOH, TUOPOKCUMOUEBYHY,

oDeunuTadbuH, KJIagpubuH, (JaymapadMH, TOIOTeKaH, 3TOoNo3uI 6-THUMOTyaHWUH,
KOPTUKOCTEPOU, IIpeIHU30H, IeKcaMeTas0H, MeTOoTpeKcarT, 6-
MEepKalTONypPMH, a3allUTUIVH, TPMOKCHI MBIILESKAa WM IIOJIHOCTBI TPaHC-—
PETUHOEBYK KHCJIOTY .

14. Cmoco®6 mno n.l3, Ioe 1[I0 MeHbBIIEeM Mepe OOHO BTOpoe
TepalleBTHUUECKOe CPeOCTBO IIpelcTaBjgeT coboM IMIOJIHOCTBI TpaHC-—
PETUHOEBYK KMCJIOTY, LMUTapabuH, OeUMTabVH MJIM HOKCOPYOMLMH.

15. Cnoco® no JjgoboMy M3 nmn.l2-14, roe a”HTM-CD38 aHTUTEJIO UM IIO
MeHbllet  Mepe OIOHO BTOpPOE TepalleBTUYEeCKOoe CpenCcTBO BBOIOAT
OIOHOBPEMEHHO .

16. Cnoco® mno JjgoboMy M3 mnm.l2-14, roe aHTM-CD38 aHTUTEJIO UM IIO
MeHbllell  Mepe OIOHO BTOpPOE TepalleBTUYEeCKOe CpenCcTBO BBOIOAT

IIocjyienoBaTeJIbHO WJIM pa3deJIBEHO.
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17. Cmooco® no JgwoboMy M3 nmn.l2-16, ©DOoe IO MeHbIeM Mepe OIHO
BTOPOE TepalleBTUUECKOe CpelCTBO IIOBHMAaeT B»KcHpeccur CD38 Ha
[IOBEPXHOCTHU KJIeTOk AML.

18. Cnoco® mno JwbdbomMy ™3 HOmn.l-17, T'De MHIOIMBKUI IIOJIydaeT
OOIOJIHUTEJIbHOe JleueHMe WJIM JieueHMe JIydeBOM Tepaluein.

19. Cnoco6 mno JgoboMy ™3 nOmn.l-18, oTOoe WMHIOIMBUIOY I[IPOBOIAT
TPaHCIJIaHTalMID I'eéMOIIODTUUECKUX CTBOJIOBEX kJeTok (HSCT).

20. Crioco® mo .19, rme HSCT gdBjsgeTCs aJIJIOTeHHBEIM.

21. Crnoco® mno n.l9, 1r1mme HSCT 4gpjageTcsa ayTOJOTMUHEIM WU
CUHIT' €HHEM.

22. Crnoco® 1o JmwodomMy wm3 NOmn.l9-21, rge HSCT BKJOUaeT
TPaHCIJIaHTalMIo CTBOJIOBEIX KJIETOK KPOBM, IIOJIYYEHHBEIX M3 KOCTHOTO
MO3Ta, KPOBM WMJIM aMHUOTUUECKOM XUAKOCTU.

I[Io DOBEepPEeHHOCTU
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OTYET O IIATEHTHOM IIOUCKE
(crarba 15(3) EATIK u npasuno 42 I1aTeHTHON MHCTPYKUHH K
EAIIK)

Homep eBpasuiickoii 3asBKH:

202092609

A61K 39/395 (2006.01)
A61P 35/02 (2006.01)

CornacHo MexyHapoHoli nareHTHOM knaccudpukauuu (MIIK)

A. KTACCHOUKALUA NMPEAMETA U30BPETEHUSL:

5. OBJIACTb ITOUCKA:

CO7K 16/28, A61K 39/395, A61P 35/02

[lpocMoTpeHHas JokyMeHTauus (cucTema knaccuukauuu u unaekcsl MITK)

BHCK'I‘pOHHaﬂ 6a3a aaHHbIX, UCTIOJIL30OBABILIASCS TIpH MOUCKE (HﬁBBaHHe 0azbl H, ecau, BO3MOXHO, UCIOJIb3YEMbIC ITOUCKOBBIE TCPMMHH)

B. JOKYMEHTBI, CYUTAIOLLUMECS PEJTEBAHTHBIMU

Ka’reropml* Ccbinku Ha JAOKYMCHTBI € yKa3aHUEM, TIC 3TO BO3MOXKHO, PENEBAHTHLIX YacTei

OrHocures K nyHKTY No

Y WO 2006099875 Al (GENMAB A/S), 2006-09-28

Onucanue crp. 1

lepeuens nocnenosarenvhocteii SEQ 1D NO: 18-20, SEQ ID NO: 13-15
Onucaune crp. 2, Gpopmyaa uzobperenus n.n. 74-76

Y US 20100285004 A1 (MICHAEL TESAR, et al), 2010-11-11

Y MICHEL DE WEERS et al. Daratumumab, a Novel Therapeutic Human CD38 Monoclonal
Antibody. Induces Killing of Multiple Myeloma and Other Hematological Tumors. THE
JOURNAL OF IMMUNOLOGY, 2011, 186: 1840-1848. doi: 10.4049/jimmunol.1003032

1-22

1-22
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D NOCJACAYIOHE JOKYMCHTbI YKa3aHbl B NPOACIKEHUHU

* OcoBble KATEFOPHHU CCHLIOUHBIX JOKYMEHTOB:
«A» - IOKyMEHT, Onpeaenstowunii ob1mii yposeHs TeEXHUKH

«E» - 6o1ee paHHKH JOKYMEHT, HO OfYGJIMKOBAHHBIF HA NaTY NOAauH

€BPa3MICKOMH 3asBKH M TIOCTIE Hee

«O» - I0KyMEHT, OTHOCSILIMHCS K YCTHOMY PACKPBITHIO, SKCTIOHHPO-
BAHWIO M T. AL

"P" - noKyMeHT, onyGIMKOBaHHbIH A0 AaThl NOAA4H EBPA3HHCKOMN
3a4BKH, HO MOCNE AAThli HCNPALIMBAEMOro NpUopHTETa"

NPUBEACHHBIA 1Nt MOHUMAHUA H306peTCHHﬂ

«T» - Goniee NO3AHNIA NOKYMEHT, ONyGNHKOBAHHbIH 10C/E AATH! IPHOPHTETA M

«D» - OKyMEHT, pUBENCHHbIH B eBpasHiickoil 3anBKe «X» - ROKYMEHT, umerownii Haubosee G1M3KOE OTHOLIEHHE K NPEAMETY MOMCKa,

1OpoUatLHi HOBU3HY HIIM M306PETATENLCKUI YPOBEHS, BIATHIN B OTACHbLHO-

CTH

«Y» - ROKYMEHT, UMEIOILNi HanGonee 6113K0E OTHOLIEHHE K NPEAMETY NOHCKa,

nopovaluuii U300peTaTenbCKUii YPOBEHD B COMETAHHH C APYTHMU ROKYMEH-

TaMH TOH e KaTeropuun

«&» - JOKYMEHT, ABJAIOLIMIACS 1ATEHTOM-aHAIOrOM
«L» - ROKYMEHT, pUBEACHHBIf B APYrUX LENAX

Jara nposeaetus narentHoro noucka: 03/09/2021
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