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OIIMCAHHUE U30BPETEHHUSA
2420-568394EA/018
KOHTPOJIb COAEP)KAHUA MUKPODJIEMEHTOB-METAJIJIOB BO BPEMSL
MNPOAYKIHUHU AHTUTEJI K CD38
ITEPEKPECTHBIE CCBIJIKH HA CMEXKHBIE 3A5BKHU
Hacrosimas 3asBka HCIpalInBaeT NPEUMYIIECTBO IO MPENBApPUTENbHON 3asBKE Ha
nareHT CIIIA Ne 62/760 782, nonaunoii 13 HosiOpst 2018 1., comepkaHue KOTOPOH MOJHOCTHIO
BKJIFOYEHO B HACTOSIIIUIN TOKYMEHT MyTE€M CChLUIKH.
OBJIACTDH U30OBPETEHUSI
OmnwucaHue OTHOCHTCSI K CIOCO0aM KOHTPOJISI CONEPIKaHMsI MUKPO3JIEMEHTOB-METAJIJIOB B
npouecce mnpoaykuuu aHturen kK CD38, nekapcTBEHHBIX BEIIECTB W JIGKAPCTBEHHBIX
MpernapaToB, BBIPAOOTAHHBIX C HCIOJB30BAHUEM O3THUX CHOCOOOB, U CIOCO0AM MPUMEHEHHSI
MOJIY4E€HHBIX JIEKAPCTBEHHBIX BELIECTB U JICKAPCTBEHHBIX MPEMapaToB.
MNEPEYEHB ITOCJIEJOBATEJIBHOCTEN
JlaHHas 3asBKa COAEPKUT IEpeueHb IOCIEeNOBATEIbHOCTEH, MPENCTABICHHBIX Yepes
EFS-Web, Bce copepikanne KOTOPOro MOJHOCTBIO BKJIFOUEHO B JAHHBIN JTOKYMEHT IOCPEICTBOM
ccoutku.  Tekcroeni  ¢aiin ASCIL, co3mannbli 2 HOstOps 2018 T
JBI6023WOPCT _ST25.txt u umeet pasmep 91 kunobailr.
HNPEAINOCBUIKHA CO3JAHUA U3OBPETEHUA

3a MIOCJIEAHHE HECKOJIbKO JIECSITKOB JIET MHOI'O HMCCJISIOBaHUM ObuTH COCPEAOTOYCHBI HAa

Ha3BaH

2

NPOAYKIHM PEKOMOWHAHTHBIX OEJKOB, Hanpumep MOHOKIIOHAJbHBIX AHTHTEN W3 KJIETOYHOMN
KYJBTYpbl. XOTs AJisi TaKOW KYJBTYpbl MCIOJB30BAIH Cpelbl, COAEpsKallle ChIBOPOTKY HIIH
THIAPOJIM3ATHL, Uil CBEEHHS] K MUHUMYMY BapHUalliii KOMIIOHEHTOB CpeJbl OT MapTHUH K MapTHH
Obutn  paspaboTaHbl cpenbpl ¢ onpeneneHHbIM xumuueckum cocraBoM (Luo and Chen,
Biotechnology and Bioengineering 97(6): 1654-59, 2007). YnyuiieHHOe MOHUMAaHHE KYJIBTYpPbI
KJIETOK TTO3BOJIMJIO MIEPENTH K MCITOJIb3OBAHMIO CPENBI C OTMPENETEHHBIM X UMUYECKUM COCTABOM
Oe3 ymepba Ui KadecTBa MPOAYKTA TMPU COXPAHEHUHM OTHOCHUTENIBHO  BBICOKOM
JKU3HECTIOCOOHOCTH.

N-rIMKO3UIMPOBaHUE B MPOLECCE MPOAYKIIMKM aHTHUTEN MOXKET OINOCPENOBAaTh HX
AHTUTE€HHOCTh, CKOPOCTb BBIBEIEHHUSI in Vivo, CTaOWJIBHOCTb, a Takke omocpenoBaHHble Fc
s¢dexkropHbie QYHKIIMM W MOKET 3aBHCETh OT YCIIOBHI KyJIbTHBUPOBAHHs KJIETOK. Takum
o0pa3oM, cymecTByer mNOTPeOHOCTh B pa3padoTKe Crmoco0OB, CHOCOOHBIX O0eCeYuTh
npezackasdyembie MPOGUIN TIUKO3WJIHPOBAHUS TEPANEBTUYECKUX AHTHUTEN, MONYYEHHBIX W3
KJIETOUHOM KYJIbTYPBI B CPEIE C OMPEAETCHHBIM XHUMHUYECKHM COCTABOM.

KPATKOE OITUCAHUE N30BPETEHUSA

B omucannu npemioken cnoco0 mpoxykuuu antutena k CD38, skcrpeccupyemoro u3
MOJIMHYKJICOTH 1A, KOAUPYIOIIero BapuadenpHyro obmacts Tsokesoi uernu (VH) ¢ SEQ ID NO: 7
u BapuabenpHyto obmnacts jierkoit uenu (VL) ¢ SEQ ID NO: 8, ¢ comepkaHnem ourocaxapuaa
GIF ot okono 15% 1o okono 27%, BKIIOYAIOILUI 3TaMbl, HA KOTOPBIX:

IIPOUCXOAUT MPUTOTOBJIEHUE KYJIBTYPAJIBHOU CPEAbl, COAEPKALEH OKOJIO 8,5 yacTell Ha



MwHapa (4/mipa) wim MeHee Mapranna (Mn); u

MIPOU3BOAUTCS KOHTPOJb comepykanust onurocaxapuna G1F B anturene x CD38 myrem
KyJIBTUBUPOBAHMsI KJIETKU-XO0351MHA, COAEpsKallel NoauHykiaeotun, koaupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJbTypaJIbHOI Cpeze, NMPUTOTOBJICHHONW Ha JTame a),
MOCPEACTBOM 4ero npoayuupyercs: anrureno k CD38, skcnpeccupyemoe u3 NOIMHYKIEOTUAA,
xopupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxaHueM onurocaxapuzia
G1F ot oxono 15% no okomno 27%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHturena k  CD38,
3KcTIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ comepxxanuem onurocaxapuna GIF ot okonmo 15% no oxono 27%, BKIFOYArOIIUN
STallbl, HA KOTOPBIX:

MIPOUCXOAUT KYJbTUBHPOBAHUE KIIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MOJIUHYKIEOTUN,
kogupyromuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B yc/oBUsIX MPOAYKIINH aHTUTENA K
CD38; u

MPOU3BOANUTCS KOHTPOJb conxepxkanusi ojurocaxapuaa GIF B anturene xk CD38
NOCPENCTBOM KOHTPOJsSI KOHLEHTpaUMd Mn B KyJbTYPaJbHOH cpene BO BpeMsi OMOCHHTE3a
antutena k CD38 u perynupoBaHusl KOHLUEHTpaluu Mn B KyJbTypaJbHOM Cpele BO BpPEMs
ouocunTe3a antutena k CD38 Tak, 4ToOBI OHAa cocTaBisiia OKoOJo 8,5 u/Mipa wim menee Mn,
MOCPENCTBOM 4ero npoayuupyercsa antureno k CD38 ¢ comepxanuem onurocaxapuna G1F ot
oxouno 15% no okono 27%.

B omnucanmm Taxke NPENIOKEH CIOCO0 TMOMy4YeHHs JIEKaPCTBEHHOrO IIpernapara,
coxepsxauero anturteno k CD38, skcnpeccupoBaHHOE U3 MOJIMHYKJIEOTHAA, kogupyromero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conep:xanunem onurocaxapuna G1F ot oxono 15% no
0K0J10 27%, BKJIIOHAIOIIUH 3TaIbl, HA KOTOPbIX:

IPOUCXOIUT TPUTOTOBJICHUE KYJbTYPAIbHOW Cperbl, copepskameil okono 8,5 u/mupn
Ui MeHee Mn;

MPOU3BOAMTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTUBUPOBAHMSI KJIETKU-XO031HA, COoMepskaliei noaunykueorun, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJbTypaJbHOH Cpele, NMPUrOTOBJIEHHOH Ha 3Tarme a),
MOCPENCTBOM Yero mponyuupyercs antureno k CD38 ¢ comepxanuem onurocaxapuna G1F ot
okoJio 15% no okomno 27%; u

cocTtasisieTcst koMmnoszuuus anturena k CD38 B kauecTBe JiekapCTBEHHOTO Npenapara.

KPATKOE OIUCAHUE N'PAOUYECKUX MATEPHAJIOB

Ha ®UTI'. 1 nokasaHa KOppeasiLus MEXAY NPOLEHTHBIM COAEPKAHUEM OJUIOCaXxapuioB
GOF (GOF %) u BblMHCIeHHON B cpene u3 cyxoro mopomka (DPM) koHueHTpanueii Mmaprasmna
(Mn) B pasiMYHBIX IPOM3BOACTBEHHBIX MApPTHsX npernapata DARZALEX® (mapatymyma6). Ocb
Y koHueHTpanus Mn, gacteli Ha Muutnapa (4/mupn); ock X: GOF %.

Ha ®HI'. 2 noka3zana xkoppessinus MeXAy NPOLEHTHBIM COAEPKAHUEM OJIMIrocaxapuia
G1F (GIF %) u BeruucaenHoir B DPM koHueHTpauueii Mn B pa3iauuHbIX MPOU3BOACTBEHHBIX

naprusix npermapata DARZALEX® (naparymyma6). Ocb Y: koHmeHTpamums Mn (a/mMiapx); och X:



G1F %.

Ha ®HI'. 3 nokazano GOF % mno cpaBHeHUIO ¢ KOHILEHTpauued Mn, BBIMHCIEHHON B
DPM KOMIOHEHTOB Cpeabl OMOpeakTopa, B OTHOLIEHUH HE COOTBETCTBYIOLIUX Crierdukanum
(O0OS), He cootrsercTByromux mpenpinymuM gaHHeM (OOT) u ycmemHo mnpomenmux
HCTIbITAHUE MAPTUH ITpenapara DARZALEX® (maparymyma0).

Ha ®UI'. 4 nokazano G1F % no cpaBHeHMIO ¢ KOHLEHTpauueir Mn, BBIYMCIEHHOH B
DPM xoMnoHeHTOB cpensl Onopeakropa, B otHomeHnn OOS-napruit, OOT-naptuii n ycneurHo
MPOLIEIINX UCTIBITAHUE TTAPTUH Mpernapara DARZALEX® (maparymyma0).

Ha ®UI'. S nokazano G1F % (obo3nauenHoe Ha ¢urype kak % G1F) u koHUueHTparms
Mn B pasiMYHBIX MPOW3BOACTBEHHBIX mMapTusix mperapata DARZALEX® (maparymymaG) c
TE€YEHHUEM BPEMEHHU.

Ha ®HUI. 6 nokazanHa obmas koHIeHTpanuss Mn (4/mMipa) 1O, BO BpeMsl U TOCIE
npomnsBoxctsa naptun OOS/O0T.

HOJAPOBHOE OITUCAHUE

Bce mnyOnmkaumuy, BiiMOuas, Oe3 OrpaHWYEHUH, MATEHTHl M 3asBKH Ha MATEHTH,
LIUTHPYEMbIE B JTAHHOM OIUCAHWH, BKJIIOUEHBI B HACTOSIINH JOKYMEHT IYyTEM CCBUIKH, KaK €CIIH
OBl OHU OBLTH MMOJIHOCTBIO M3JI0KEHBI B HACTOSIIEM JJOKYMEHTE.

Cnenyer mOHMUMAaTh, 4YTO TIPUMEHsSEMblE B HACTOSIIEM JOKYMEHTE TEPMHHBI
NpeaHa3HAYeHbl TOJBKO ISl OMHMCAHUS KOHKPETHBIX BAPUAHTOB OCYLIECTBICHHS U HE UMEIOT
OrpaHUYUTENBHOTO Xapakrepa. Eciu He yka3aHO MHOE, BCE TEXHUYECKHUE M HayYHbIE TEPMUHBI,
UCTIONBb3YEMbIE B HACTOSIIIEM JIOKYMEHTE, UMEIOT OOLICTIPUHATOE 3HAYE€HUE, MTOHATHOE JII0OOMY
CHEIHAJIUCTY B 00JIaCTH, K KOTOPOH OTHOCUTCS] H300peTeHUE.

B Hacrosiiem HOKyMeHTE ONMUCAaHbI MILTIOCTPATUBHBIE CIIOCOOBI U MAaTE€PUAJIbl, XOTS MPU
NPAKTHYECKOM OCYLIECTBICHHH JJsI MPOBEPKH HACTOAILIErOo HM300peTeHHs MOryT ObITh
UCIIOJIB30BAHBI JIFOObIE COCOOBI U MaTepHabl, MOJOOHBIE WM YKBUBAJICHTHBIE TEM, KOTOpBIE
OMHUCAaHBbl B HACTOSIIEM JOKyMeHTe. llpu omucaHuM M U3JIOKEHHH (GOPMYJbl HACTOSIIETO
n300peTeHust OyayT NPUMEHSATHCS CIEAYIOIINE TEPMUHBI.

Omnpenenenus

[Tpu BCrONB30BaHUM B TOM ONKCAHUU U B TpuiiaraeMoi Gopmyiie nzobperenus: Gopmsl
€IMHCTBEHHOT'O YHCJIa BKJIFOYAIOT U MHOYKECTBEHHOE YHCIIO, €CIIH COAEPIKAaHUE TEKCTa YETKO He
yKa3bIBaeT Ha WHOEe. Tak, HAIpuUMep, CChUIKA HAa «KJIETKY» BKIIFOYAET B ce0sl KOMOMHALIMIO JIBYX
wu OoJee KIETOK U T. 1.

TepMHH «OKO0JIO» O3HAUaeT «B Mpeneiax NPUEMJIEMOrOo Uana30Ha OLIUOKM» IS
KOHKPETHOT'O 3HAYEHHs], OMpPENeIEHHOrO OOBIYHBIM CIIELIHAIMCTOM B IAaHHOW OOJIaCTH, MPUYEM
omuOKa OTYACTH 3aBUCHT OT TOTO, KAKUM 00pa3oM H3MEPEHO HJIH OIPENEICHO 3TO 3HAUYEHUeE, T.
€. OT OrpaHMYeHNH CUCTEMBI U3MepeHus. Eciam B mpuMepax wim B APYrUX pasfenax HACTOSIIErO
ONMHUCAHMs B KOHTEKCTE KOHKPETHOTO AaHajH3a, pe3yibTaTa WM BapUaHTa OCYILIECTBICHHUS
SABHBIM O00pa3oM He VYKa3aHO HHOE, TEPMHUH «OKOJIO» O3HAYaeT «B TMpenesax OJHOTro
CPEAHEKBAIPATUYHOTO OTKJIIOHEHUS» B COOTBETCTBUM C MPAKTUKOH, NPUHATOH B JAaHHOM

obyacTu, WK «B AuamnasoHe 10 5%y, B 3aBUCUMOCTH OT TOTO, YTO OOJIbIIIE.



TepMHH «aHTHUTENa» OTHOCHTCS K MOJIEKYJaM HMMMYHOIJTIOOYJIMHA, MMEIOLINM J[BE
Tsokensle nenu (HC) u nee nerkme memn (LC), coennHeHHBIE NUCYIB(MHUIHBIMU CBS3SIMH.
Kaxnast Tsbxenasi ienb COCTOUT U3 BapuaOenbHoM obnactu Tsoxenoi uenu (VH) n koHCTaHTHOMN
o0xacTu TspKenoi uemnu, pazaeneHHoi Ha odbnacts CH1, mwapuupnyto obnacts u odbnactu CH2 u
CH3. Kaxnas nerkas Lenmb COCTOMT M3 BapuaOenbHOU obOnactu yerkort uneru (VL) wu
KoHcTaHTHOH obmactu serkoi nenu (CL). VH u VL MOXXHO AOMOMHUTEIBHO MOAPA3ACTUTh HA
obnactu  rumnepBapuabeNbHOCTH,  HA3bIBAEMbIE  ONPEAEIAIOIMMH  KOMIUIEMEHTAPHOCTh
obnactsimu (CDR), mesxny koTopeiMu pacriojararorces kapkacubie oonactu (FR). Kaxknas us VH
u VL cocroutr u3 tpex CDR u yersipex cermenToB FR, pacnonoskeHHBIX B HalpaBJIeHUU OT
aMUHO- K KapOokcu-koHIy B cienyroomem nopsiake: FR1, CDR1, FR2, CDR2, FR3, CDR3 u
FR4. AwntHuTena BKIIOYAOT B ce0sf MOHOKJIOHAJbHBIE AHTUTENA, BKJIKOYAs MBbIIIHUHBIE,
YeJOBEYECKHe, TyYMAHU3HPOBAHHBIE M XHMEPHbIE aHTHTENA, Oucnenuuyeckue wIu
MyJbTHCTIEH(HYECKHEe aHTHTENAa. B 3aBUCMMOCTH OT aMHHOKHCIIOTHOH ITOCIIEIOBATEIbHOCTH
KOHCTAHTHOH OOJIACTH TSDKENON LEeNd UMMYHOTIIOOYJIMHBI MOTYT OTHOCHUTBCS K TSITH OCHOBHBIM
knaccam - IgA, IgD, IgE, 1gG u IgM. IgA u IgG mononHUTENbHO MOAPA3AEIAIOTCS HA U30THUIIbI
IgA1l, IgA2, IgGl, 1gG2, 1gG3 u IgG4. Jlerkue nenu aHTUTEN JIOOBIX BUIOB MO3BOHOYHBIX B
3aBHCHMOCTH OT aMHUHOKHCJIOTHBIX ITOCJIEAOBATENbHOCTEN MX KOHCTAHTHBIX TOMEHOB MOYKHO
OTHECTH K OJJHOMY U3 JABYX Y€TKO OTJIMYAIOIIUXCS TUIIOB, @ UMEHHO Kamma (k) u jssmoaa (A).

TepMuH «aHTHreHCBSI3BIBAIOIIUN (parMeHT» OTHOCHUTCS K YacTH MOJIEKYJIbI
UMMYHOTJIOOYJIMHA, KOTOpasli COXPAHseT aHTUTEHCBS3bIBAIOIINE CBOWCTBA POAUTENBCKOTO
NOJIHOpa3MepHOro anturena. [Ilpumepamu aHTUreHCBA3BIBAIOIIMX (PArMEHTOB SIBIISIOTCS
OTIpeNeNsAole KOMIUIEMeHTapHOCTh obnactu Tspkenoit nenu (HCDR) 1, 2 w/umm 3,
OTpenesIoLe KOMIIEeMEeHTapHOCTh obnactu erkoi uenu (LCDR) 1, 2 w/unu 3, VH, VL, VH
u VL, ¢parments! Fab, F(ab')2, Fd u Fv, a Takke nomennsie anturena (dAb), cocrosimue aubo
u3 oxHoro nomeHa VH, nubo u3 ognoro nomena VL. Jlomens! VH u VL MoryT ObITh CBSI3aHBI
BMECTE TMOCPENCTBOM CHHTETHYECKOrO JIMHKepa ¢ OOpa3soBaHHUEM pa3jIM4YHbIX THIIOB
KOH(Urypauuil OTHOLETIOUEYHbIX aHTUTEN, B KOTOphIX AomeHsl VH/VL coenmHsOTCS B mMapy
BHYTPUMOJIEKYJIIPHO WJIM MEXMOJIEKYJSIPHO B TeX cCiydasx, korga nomensl VH um VL
SKCIIPECCUPYIOTCS B BHAE OTAENbHBIX Leneid ¢  00pa3oBaHHMEM  OIHOBAJIEHTHOTO
AHTUTCHCBS3BIBAIOIIETO CaiTa, Hampumep onHouernoudedHoro Fv (scFv) wim nuatena, oHH
OMHCAHBbI, HAMpUMep, B MEXKIYHAPONHOH mareHTHOW mnyOmukamuu Ne WO1998/44001,
MEXKIYHapO#HOW mareHTHOH mnyOmukammum Ne WO1988/01649; wmexn. mnybn. mar. Ne
WO01994/13804; mexn. myoan. mat. Ne W0O1992/01047.

Tepmur  «OmoaHamor»  (omoOpeHHOro  mpemapara  CpPaBHEHUS/OMOJIOrHYECKOrO
JIEKApCTBEHHOTO CPEICTBA) OTHOCUTCS K OHMOJIOTMYECKOMY IpErnapary, KOTOPBIH OTIMYaeTCs
BBICOKOM CTETEHbI0 MomoOusi ¢ MpernapaToM CPaBHEHUS, HECMOTPsl HAa HE3HAYUTEIbHbIE
pa3nuuus B KIMHMYECKH HEAKTUBHBIX KOMITOHEHTAX, O3 KIMHWYECKH 3HAYMMBbIX DPa3JIn4uil
MeXay OHMOaHAJIOroM W IpPernapaToM CPaBHEHHsS C TOYKU 3PEHUs] O€30MacHOCTH, YHUCTOTHI H
AKTUBHOCTH HAa OCHOBAaHHM JAHHBIX, IOJYYEHHBIX B (a) AaHAJIUTHYECKUX HCCIIEAOBAHMSIX,

KOTOpbIE JIEMOHCTPUPYIOT, 4YTO OMONIOTMYECKUH IpernapaT oOueHb IOXOX Ha mpenapar



CPaBHEHHMsI, HECMOTPSI Hd HE3HAYUTENbHbIE PA3IMUMsl B KIMHUYECKH HEAKTUBHBIX KOMIIOHEHTAX;
(b) nccnenoBaHusAX Ha JKUBOTHBIX (BKJIOUAs OLEHKY TOKCHYHOCTH); W/WIH (C) KIMHUYECKOM (-
UX) HUCCIIEIOBAaHMM WJIM  HUCCIENOBAHMUAX  (BKJIIOYAs  OLEHKY HMMYHOT€HHOCTH |
bapMakOKMHETUKH WK  (PapMakOJUHAMUKH), KOTOpbIE JOCTAaTOYHBI MJI JI€MOHCTpPALUH
0€30MacHOCTH, YHCTOTHI M AaKTMBHOCTH IIpM OJHOM MM Oojiee MOAXOISAIIUX YCIOBHSX
NPUMEHEHHUs, Ui KOTOpBIX IIpenapaT CpaBHEHUS JIMLEH3UPOBAaH M IMpeJHAa3HaueH Ul
UCIIONIB30BAHMUS, W UL KOTOPbIX HEOOXOAMMO HAWTH JIMLEH3MPOBAaHHWE Ha OHOAHAJIOT.
BuoaHanor MoXxer MpencTaBysATh COOOH B3aMMO3aMEHSIEMbIN Mpenapar, KOTOPbIH MOXeT ObITh
3aMEHEH Ha Tpenapar CpaBHEHHs B anTeke 03 ydacTHs Ha3HA4alllero mnpenapar
MEIUIUHCKOrO  PabOTHHKA. s COOTBETCTBUSI  JIONOJHUTEIBHOMY  CTaHAAPTY
«B3aMMO3aMEHSIEMOCTH» CJIEAyeT OXHIaTh, 4TO OHWOaHaJOr Oyaer oOecrneYnBaTh TOT XKe
KJIMHUYECKHH Pe3yJIbTAT, UTO M Mpernapar CPaBHEHUs, Y JFOOOro KOHKPETHOTO MAaMeHTa, U €ClI
OuoaHajor BBOAST CyOBekTy Oojiee OTHOrO pasa, PUCK ¢ TOYKH 3peHHs] Oe30MacHOCTH WU
CHIDKEHHsT 3(P(PEKTUBHOCTH TMPU YEPEOOBAHUU WM MEPEKIIOYEHHH MEXKAY TNPUMEHEHUEM
OunoaHanora u mpenapara CpaBHEHHUsI HE NMPEBBIIIAET PUCK MPUMEHEHHUs Ipernapara CpaBHEHHS
0e3 Takoro uepenoBaHus WK nepekiaoueHus. [Ipn npumeHeHnn OnoaHaiora B MpeasiaraeMbIxX
YCIIOBHSX PEANU3YIOTCS MEXaHU3MBI IEHCTBUS, aHAJIOTUYHbIE IO BUYy U CTENIEHU MEXaHU3MaM,
U3BECTHBIM B OTHOLICHWU TIperapara CpaBHEHMs. YCJIOBHE WM YCJIOBUS TNPUMEHEHUS,
NpEANCaHHbIE, PEKOMEHAYEMbIE MM TpeniaraeMple MPU MapKUPOBKE, MPEAJIOKEHHON IS
Omoanasnora, Obumn paHee omoOpeHbl s mnpenapara cpaBHeHus. Crnoco® BBeneHWs,
no3upoBaHHas (opMa W/MIM NO3MPOBKAa OHOAaHaora sIBJISIFOTCS TAKUMH JKe, Kak y Ipernapara
CpaBHEHMs, U OHOAHAJIOr TPOM3BOIAT, O00paOaTBHIBAIOT, YMAKOBBIBAIOT WJIM XPAHAT B
NOMEIEHNH, COOTBETCTBYIOIIEM CTaHAAapTaM, pa3paboTaHHBIM AJsl 0OECTeueHHsl TOro, 4TOOBI
OunoaHanor npoaoIKai ObITh OE30MaCHBIM, YUCTHIM M aKTUBHBIM. bHOaHAIOr MOXKET BKJIIOYaTh B
ce0s1 He3HAUNTeIbHbIE MOAMDUKAIIMA AMUHOKHUCIIOTHON MOCJIEOBATENIbHOCTH MO CPABHEHUIO C
npenapaToM CpPaBHEHHs, TaKUM Kak yceueHue n- wmin C-KOHLEBBIX TPYyMI, KOTOpOe, Kak
OKU/IAeTCsI, He W3MEHHUT XapaKTepUCTUKU OwuoaHanora. Ilpemapar cpaBHEHHs MOXKET OBbITh
onodpen no menbiieit mepe B CIIA, Epone ninu Anoxum.

Tepmuna «CD38» otHocutcs k Oenky kinactepa auddeperHumanun 38, rIMKONPOTEHHY,
SKCIIPECCUPYEMOMY HAa HMMYHHBIX KJIETKaX, BKJIIOYAs IUIA3MOLIUTBI, €CTECTBEHHBIE KJIETKH-
KWLIEpHI 1 cyononysinuu B- u T-kieTok.

TepMHUHBI «KJIETOYHAS KYJIbTYPAJBHAS CPeAa» U «KYJIbTYPAJIbHAS CPeaa» OTHOCSITCS
K PpacTBOpYy, COAEpIKALIeMy KOMITOHEHTbl WJIM IHUTATENbHbIC BEIIECTBA, KOTOPBIE ITUTAOT
pacTymiye KIJIETKH MIIeKONHuTaromux. Kak mnpaBmiio, NHUTATENbHBIE BEIIECTBA BKJIIOYAIOT
HE3aMEHUMbIE U 3aMEHHMMbIE€ aMUHOKHCIIOTHI, BUTAMHHBI, MCTOYHUKH SHEPTHH, JHIUABI H
MHUKPO3JIEMEHTBI, HEOOXOIUMBIE KJIETKE JUII MUHHMAJIbHOIO POCTa W/WJIM BBDKUBAHUA. Takoil
pPacTBOpP MOJKET TAaK)KE€ COAEPIKATh AOMOJHHUTENbHbBIE MUTATEIbHBIE BEIECTBA MM 1OOABOUHBIE
KOMITOHEHTBI, KOTOPbI€ YCHJIMBAIOT POCT W/WJIM BbDKUBAHHME JO YPOBHS BbIIIE MHHMMAJIBbHOM
CKOPOCTH, BKJIOYasi TOPMOHBI W/WJIM Apyrue (GpaxTopbl pocTa, B YACTHOCTH HOHBI (Takue Kak

HATPUH, XJIOpWA, Kalmblui, MarHuii u Qocdar), Oydepb, BUTAMUHBI, HYKJIEO3HIbl WIIH



HYKJIEOTH/IbI, MUKPO3JIEMEHTh! (HEOPraHHYECKHE COEAMHEHHs] OOBIYHO MPUCYTCTBYIOT B OYEHb
HU3KUX KOHEYHBIX KOHIIEHTPALMSX), HEOPTaHMYECKHE COEAMHEHHUS, NPUCYTCTBYIOLINE B
BBICOKMX KOHEYHBIX KOHIEHTpaLUusX (Hampumep, >Xele30), aMUHOKHCIOTBI, JIMMUABI H/UIH
TIFOKO3Y WM APYTOH UCTOYHUK SHEPTUU.

Tepmun «Onpeaensirouue kommieMeHTapHocTh 00actu (CDR)» o3Hauaer obnactu
aHTUTEN, KOTOopble cBsi3biBatoT aHTured. CymectBytor Tpu CDR B obmactu VH (HCDRI,
HCDR2, HCDR3) u tpu CDR B obmactu VL (LCDRI1, LCDR2, LCDR3). CDR wmoxHO
OTpENEeUTh C MOMOIIBIO PAa3JIMYHbIX cxeM, Hanpumep, o Kadar (Wu et al. (1970) J Exp Med
132: 211-50) (Kabat et al., Sequences of Proteins of Immunological Interest, Sth Ed. Public
Health Service, National Institutes of Health, Bethesda, Md., 1991), Chothia (Chothia et al., J
Mol Biol 196: 901-17, 1987), IMGT (Lefranc et al., Dev Comp Immunol 27: 55-77, 2003) u
AbM (Martin and Thornton, J Bmol Biol 263: 800-15, 1996). Onucano COOTBETCTBHE MEXKIY
Pa3NUYHBIMH pA3rPAaHUUEHUsIMH M HyMepanued BapuaOeNbHbIX o0nacTeidl (CM., Hampumep,
Lefranc et al., Dev Comp Immunol 27: 55-77, 2003; Honegger and Pluckthun, J Mol Biol
309:657-70, 2001; OGasa panHbix International ImMunoGeneTics (IMGT); BeG-pecypcsl,
http://www_imgt_org). Jna pasmerku CDR MOXHO HCNOJIb30BaTh AOCTYIIHbIE MPOTrPamMMBbl,
takne kak abYsis or UCL Business PLC. Hcnonbs3yeMble B HACTOSIIEM HOKYMEHTE TEPMUHBI
«CDR», «<HCDR1», «<HCDR2», «HCDR3», «LCDR1», «LCDR2» u «LCDR3» BkIHO4YaroT B
cebst CDR, ompenenennble 00bIM U3 CIOcO0O0B, onucaHHbIX Bbile, mo Kadar, Yorua, IMGT
win AbM, eciii B ONMUCaHHUH SIBHBIM 00pa3oM He YKa3aHO WHOE.

IlepexonHble TEPMHUHBI «COAEPKRALMMH», «COCTOSIMMH MO CYWECTBY H3» U
«COCTOSIINMIT M3» TpenHa3HaueHbl A OOO3HAYEeHUS MX M0 CYLIECTBY OOLIETPUHSATHIX
NATEHTHBIX 3HA4YEHUH, TO eCTb (1) TEPMMH «COJEep KAaIluil», KOTOPBIH SBJISIETCS CUHOHMMOM
TEePMUHAM  «BKJIIOHAIOIIUNY»,  «COAEPKALIUN» UM  «XAPAKTEPU3YIOLIUICS»,  SIBISETCS
BKJIIOYAIOLIMM WM HEOrPAaHMYEHHbIM U HE MCKJIIOYAeT JOMNOJHUTENbHbIE, HeyKa3aHHbIe
3JIEMEHTBI WJIM CTaauu Ccrocoda; (i1) «COCTOSIUN U3» MCKIIOYaeT JIOO0N SJIEMEHT, CTAIUI0 HITH
UHTPEUCHT, He yKa3aHHbIA B ¢opmyse uzodperenus, u (ill) «COCTOSALIMHA MO CYLIECTBY H3»
orpaHuunBaeT 00veM (HopMysibl U300pEeTeHUs] KOHKPETHBIMH MaTepHallaMH WJIH CTATUSIMH U
TEMH, KOTOpble HE OKa3bIBalOT CYIIECTBEHHOTO BIHUSHHUS HAa OCHOBHbIE U HOBBIE
XapaKTEPUCTUKN» 3asBJICHHOTO H300peTeHrns. BapuaHThl OCYINECTBJIEHUS, ONHCAHHBIE B
OTHOWEHNH (paspl «comepkamuily (WM ero SKBUBAJIEHTOB), OOECIEYMBAIOT TaKOE Ke
3Hau€HUe, KaK BApUAHThI OCYIIECTBIIEHNS, ONMCAHHbIE HE3aBUCUMO APYT OT pyra B OTHOLIEHUU
(bpaspl «COCTOALINI U3» U KCOCTOSIIIUH 1O CYIIECTBY U3.

TepMHUHBI «KYJbTYPa», «KKYJbTHBHPOBAHHE», «KYJIbTHBHPOBAHHBIIN 1 «KJIETOYHAS
KYJbTYPa» OTHOCATCS K MOMYJISALNUN KIETOK, KOTOpasi CyCIIEeHANPOBaHa B KyJIbTypajbHON cpesie
B YCJOBHUSIX, NMPHEMJIEMbIX Uil BbDKHUBAHHMS W/WJIM POCTa MOMyJsiUMU KieTok. KierouHas
KyJIbTYypa BKIKOYAaeT B Ce€0s TOANMUTHIBAEMYIO KIETOYHYIO KYJIbTYpPY H Mep(y3HOHHYIO
KJIETOUHYIO KYJIbTYDY.

TepmuH «iekapcTBeHHOE BemecTBo», Wi «DS», oTHOCUTCS K FOOOMY BEIECTBY HIIU

CMECHU BCUICCTB, KOTOPBIC NMPEAHASHAYCHDBI AJIsA MIPUMCHCHUA IIPHU MPOU3BOACTBE JICKAPCTBECHHOI'O



(MEIUIIMHCKOrO0) MpernapaTa ¥ KOTOPbIe CTAHOBSITCSI AKTHBHBIM UHIPEANEHTOM B JIEKAPCTBEHHOM
CpeACTBE INpHU NPUMEHEHUM B INPOM3BOJCTBE JIEKAPCTBEHHOIO Ipenapara. Takue BellecTBa
npeaHa3HadeHbl Ans obecriedeHus: (PapMaKOJIOTHMYeCKOH aKTUBHOCTH WJIHM JIPYroro HpsiMOro
s¢¢ekra npu AMArHOCTHKE, U3JIEUEHUH, O0JIerYeHIH, JJEUeHUH WIN PO UIaKTHKE 3a00IeBaHus
WJIN IS BO3JIEMCTBUS HAa CTPYKTYPY WIH (PYHKIUIO OpraHU3Ma.

TepmMun «iexkapcTBeHHbIH mnpenmapatr», wm «DP», oOTHOCHUTCS K TOTOBOH
no3upoBaHHOH (opme, Hampumep TabjeTke, KalCyjle WM pPacTBOPY, KOTOpas COAEPIKUT
aKTUBHBIA (DapMaLeBTHUECKUH WHTPENUeHT (Hanpumep, JEKapCTBEHHOE BEIIECTBO) IO
CYLIECTBY, HO HEOOsI3aTENIbHO, B COUETAHUN C HEAKTUBHBIMU HHIPEAUEHTAMU.

TepMUH <«IKCNPECCHOHHBIH BEKTOP» OTHOCUTCA K BEKTOPY, KOTOPBIM MOKHO
UCTIONIb30BaTh B OMOJIOTHUECKOW CHCTEME WM PEKOHCTPYUPOBAHHOW OMOJIOTHUECKOW CHCTEME
IJIsl  yOpaBieHUs  TPAHCISIOUEN — MOJUINEeNTHAa,  KOAUPYEMOrOo  MOJUHYKJIEOTHIHOM
MOCJIEI0BATENBHOCTBIO, IPUCYTCTBYIOLIEH B SKCIPECCHOHHOM BEKTOpE.

Tepmun «GOF» OTHOCHTCS K acHajOBOMY arajiakTo- KOPOBO-(DYKO3HJIMPOBAHHOMY
OMaHTEeHAPHOMY TJIMKaHY.

TepmuH «coaepxkanue oaurocaxapuaa GOF» oTHOCHTCS K IPOLIEHTHOMY COJEPKaHUIO
onmurocaxapuna GOF (GOF %) B onurocaxapuie riMKOMNpOTEHHA.

Tepmun «G1F» OoTHOCHTCS K acHajJOBOMY MOHOTAJIAKTO- KOPOBO-(PYKO3MIUPOBAHHOMY
OMaHTEeHAPHOMY TJIMKaHY.

Tepmun «coaepxkanue oaurocaxapuaa G1F» oTHOCHTCS K IPOLIEHTHOMY COJEPKaHUIO
onmurocaxapuna G1F (G1F %) B onurocaxapuae riinKornpoTenHa.

Tepmun «G2F» OTHOCHTCS K acHallOBOMY IUTAJNAKTO- KOPOBO-(PYKO3MJIMPOBAHHOMY
OMaHTEeHapHOMY TJIMKaHY.

Tepmun «conep:kanue osurocaxapuga G2F» oTHOCUTCS K IPOLIEGHTHOMY COZEPKAHHUIO
omurocaxapunos G2F (G2F %) B onurocaxapuae riMKONPOTEHHA.

Tepmun «ycsaoBusi, orBedawmue GMP» oTHOCUTCS K TPOU3BOJACTBY B COOTBETCTBUU C
npaBWwIaMu  Hajjexkameidl  npousBoacTBeHHOHW —mpaktuku  (CGMP),  ycTaHOBIEHHBIMH
VYnpaBneHueM MO KOHTPOJIIO KauyecTBa MUIIEBBIX MPOAYKTOB M JIEKAPCTBEHHBIX IPENapaToB
CIOA (FDA). CGMP conepkaT TOJNIOKEHHs, KacaloIIUecs CHCTEM, O0eCHeunBarOIINX
Ha/Jexalee MPOeKTUPOBAaHHE, MOHUTOPUHI M KOHTPOJb IMPOU3BOJCTBEHHBIX IMPOLIECCOB U
oowektoB. Cobmonenne HopM CGMP rapanTHpyeT HOIJIMHHOCTB, JO3UPOBKY, KadyeCTBO H
YHCTOTY JIEKAPCTBEHHBIX TPErnapaTroB, Tpedys OT MPOU3BOOUTENECH JIEKapCTBEHHBIX CPEICTB
HaJUJIeKaIUM 00pa3oM KOHTPOJHPOBATH NMPOU3BOICTBEHHBIE OMEPALIMUA. JTO BKIIIOYAET B ceOs
yupexXJieHHe CTPOrHMX CHCTEM KOHTpOJI KadecTBa, MOJy4deHHE MOAXOASINUX KaueCTBEHHBIX
CBIPHEBBIX MATEPHAJIOB, BBOJ HAIEKHBIX SKCIUIYaTALMOHHBIX TPOLEAyp, OOHapyKeHHe H
UCCIIEIOBAHNE OTKJIOHEHWH B KadyecTBE NPOAYKTa U obecrieueHne (PyHKIMOHUPOBAHHUS
HAJIeKHBIX HCIBITATENbHBIX —JabopaTopuil. OTa odunuanbHas CcHCTEMa KOHTPONS B
(bapmareBTHUECKON KOMITAHNH, €CJIM OHA HaJUIeKaluM 00pa3oM BBEIEHA B MPAKTUKY, TOMOTaeT
NPEAOTBPATUTh CIIyYaW 3arpsi3HEHUs], IEePECOPTHULbl, OTKJIOHEHUH, cO0oeB M OuHOOK. ITO

rapaHTUPYET, YTO JICKAPCTBCHHBIC MPCIIapaThl 6YI[YT COOTBETCTBOBATb YCTAHOBJICHHBIM IJISI HUX



CTaHAApTaM Ka4ecTBa.

TepMuH «rymMaHu3MpOBaHHOE AHTHTEJ0» OTHOCUTCS K AHTUTENy, B KOTOPOM IO
menbineit mepe oquH CDR monyueH u3 OMOJOrHYECKOro BHJA, OTIIMYHOTO OT 4eJIOBeKa, a Io
MEHbIIEH Mepe OJUH KapkKac TIOJYyYeH W3 IOCJIENOBATEIbHOCTEH  YE€JIOBEYECKOro
UMMYHODJIOOyJMHA. | yMaHU3UPOBAHHOE AHTHUTEJNO MOXKET BKIHOUYaTh B Ce0sl 3aMeHbl B
KapKacHbIX O0JacTsX, B pe3yjbTaTe Yero KapkKachl MOTYT HE SBJIATHCS TOYHOW KONHEH
HKCIPECCHPOBAHHOIO  YEJIOBEYECKOr0 HMMYHOIJIOOYJIMHA WJIM  YeJIOBEYECKHX TI'eHHBIX
MOCJIEIOBATEIbHOCTEN 3apOBILIEBON JIUHUU.

TepMuH «4yesoBeyeckoe AHTHUTEI0» OTHOCUTCS K aHTUTENy, KOTOPOE ONTUMU3UPOBAHO
i1 o0ecrieuyeHnss MUHUMAIIbHOTO UMMYHHOT'O OTBETA MPU BBEICHUH YEJIOBEUECKOMY HHIUBUAY.
BapuaOenbHbie 00NaCTH YENOBEYECKOTO AaHTHTENAa MOJYYEHBl M3 IOCIENOBATEIbHOCTEH
UMMYHOTJIOOYJIMHOB 4esioBeKa. ECii aHTUTENo YenoBeka CONepKUT KOHCTAHTHYIO O0JIaCTh WIIH
YacTh KOHCTAaHTHOM  00JacTH, TO KOHCTaHTHass oOONacTp Takke IOJyueHa U3
NOCJIEIOBATENIbHOCTEH HWMMYHOIJIOOYJIMHOB 4YeJioBeKa. UenoBe4eCcKoe AHTHTENO COAEPIKUT
BapuabenbHble  O0JACTH  TSDKENOH M JITKOH  [eNd, KOTOpblE  KTOJyYeHBbl — H3»
NOCJIEIOBATENbHOCTEH YeIOBEYECKOTO MPOUCXOXKACHHUS, €CITH BapraOenbHble 00aCTH aHTUTENa
YeJIOBEKa IMOJYYeHBl M3 CHCTEMbI, B KOTOPOH HCIIONB3YETCSl YEJIOBEYECKHI HMMYHOTJIOOYIINH
3apOJBILIEBOrO THUIA WM NEPECTPOCHHBIE T'€Hbl HMMYHOIJIOOyJiIMHA. TakuMu mNpUMepaMu
CHCTEM SIBJISIIOTCS OMOMMOTEKN r€éHOB NMMYHOIJIOOYJIMHOB YelloBeKa, oToOpakaeMble Ha (are, u
TPAHCTE€HHBIX KUBOTHBIX, OTJIMYHBIX OT YEJIOBEKa, TAKUX KaK MbIIIM WM KPBICHL, HECYILIHe
JIOKYCbl 4YEJIOBEYECKUX HMMYHOIJIOOYJIHHOB. «UenoBedeckoe aHTUTENO», Kak IPABUJIO,
COAEPKUT  AMUHOKHMCJIOTHBIE  OTJIMYMS 1O  CPaBHEHHUIO C  HMMMYHOIJIOOYJIMHAMH,
SKCIPECCUPYEMBIMU Y JIFOAEH, M3-32 Pa3jU4Yuil MEXIAy CHUCTEMaMH, MCIOJIb3YEMbIMU IS
NOJYyYeHHUs] AHTHTEN 4YeJOBeKa M JIOKYCOB HMMYHOITIOOYJIMHOB 4YeJOBeKa, BHEAPEHUS
COMAaTHUYECKUX MyTalUH UM HAMEPEHHOTO BBEIECHMS 3aMEH B KapKkacHble yuacTku miu B CDR,
aubo u B TO, U B apyroe. Kak mpaBuiio, «4ejOBEYECKOE AHTUTENIO» MO aMHUHOKHCJIOTHOMN
MOCJIEIOBATEIbHOCTH TI0 MeHbIIeH Mepe Ha okoJio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wumu 99% wuAEHTUYHO
AMHHOKHUCJIOTHOH MOCIIEN0OBATEIbHOCTH, KOIUPYEMOH T€éHaMH HMMYHOTJIOOYJIMHA YeJIOBEYECKOM
3apOJBILIEBOH JIMHUU WJIN NIEPECTPOCHHBIMU T'€HAMH UMMYHOTJIOOYJIMHA. B HEKOTOPBIX clydasix
YeJI0BEUECKOE AHTUTENO MOXKET COAEP:KaTb KOHCEHCYCHBIE KAapPKACHBIE MOCIEAOBATENBHOCTH,
MOJIyY€HHBIE B pE3YyJIbTaT€ aHAINU30B YEJNOBEYECKUX KAPKACHBIX MOCJIEN0BATEIbHOCTEMN,
Hampumep, kak omnmcaHo B myoOnukanuu Knappik et al., J Mol Biol 296:57-86, 2000, wmu
cunternueckne HCDR3, BkroueHHbIE B OUOIMOTEKH T€HOB YeJIOBEUECKUX UMMYHOTJIOOYJIHHOB,
oroOpaskaemble Ha (pare, HapuMep, Kak onucaHo B mybdmukanmu Shi et al., J Mol Biol 397:385-
96, 2010 m wmexayHapomHOW marteHTHOW mnyOimmkaumuu Ne WO2009/085462. AnTHTEna, B
KOTOpbIX 1O MeHblneld Mepe oguH CDR momydeHn m3 OMONOrMYecKOro BHIA, OTIMYHOIO OT
YeJI0BEKa, He MOAXOAT MO ONPEAEIICHUE aHTUTENIA YEJIOBEKA.

TepMHUH «BbIA€IEHHBI» OTHOCUTCS K OJAHOPOAHOM IMOMYJSALUU MOJEKYJ (TaKuX Kak

CUHTCTUYCCKUE TMOJMHYKJIICOTUABI HIIN 66.]'[01(, TaKOH Kak aHTI/ITeJ'IO), KOTOpbIC ObLIM TIO



CYLIECTBY OTAENIEHbl W/MJIM OYHINEHBI OT APYrUX KOMIIOHEHTOB TOH CHCTEMBbI, B KOTOPOH
JaHHbIE MOJIEKYJIbI (POPMHMPOBAJIHCh, TAKOH KaKk PEKOMOWHAHTHAs KJIETKA, a TaKkKe K Oelky,
KOTOPBIH ObLT MOABEPTHYT MO MEHbINEH Mepe ONHON CTaauu OYUCTKU TN BbIAEJICHUs. TepMuH
«BBIAEJIIEHHOE AHTUTEJIO» OTHOCHUTCA K aHTUTENy, KOTOPOE IO CYIUECTBY HE COHAEPKUT HHBIX
KJIETOUYHBIX MaTEepPHAJIOB H/WJIM XMMHYECKHUX BEIECTB, M OXBATbIBAET AHTUTENA, KOTOpbIE
BBIJIEJIEHBI C 00JIe€ BBICOKOM YMCTOTOM, Takoi kak 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%., 91%, 92%, 93%, 94%, 95%, 96%, 9T%, 98%, 99% nnu 100% yucToTOMH.

Tepmunel «uH(pOpMaLUsA O JEKAPCTBEHHOM IMpenapare» U «MAPKHPOBKa»
UCIIOJIB3YIOTCSl B HACTOSILIIEM AOKYMEHTE B3aUMO3aMEHsIEMO U OTHOCATCSI KO BCEM MAapKUPOBKAM
U TIPE/ICTaBJICHUSIM MTUCbMEHHOH, MeYaTHON WK rpadpuuecKkoi MHPOPMALIMK HAa KOHTEHHEpe HITH
YIaKOBKe, COEPIKALINX JIEKAPCTBEHHOE CPEICTBO, TAKOE KaK AapaTyMmyMad, BHYTPU HHUX HJIH B
NPUJIOKEHUU K HUM, HIJIH UHBIM 00pa3oM AOCTYITHBIM B 3JIEKTPOHHOH (pOopMe MM B HHTEPHETE.
Tepmunbl «uHbOpPMAIHS O JIEKAPCTBEHHOM IIperaparey M «MAapKHPOBKAa» BKIIOYAOT B cebs
JIMCTOK-BKJIAIII U HHCTPYKLUIO 10 IPUMEHEHUIO JIEKAPCTBEHHOIO CPEACTBA.

TepMUH «MOHOKJIOHAIBHOE AHTHUTEI0» OTHOCUTCS K AHTUTEINY, MOJYYEHHOMY W3 IO
CyLIECTBY TOMOI€HHON MOMNYJSILUM MOJEKYJ] AaHTUTEN, 7. €. WHAUBUAYAJIbHBIX AaHTUTEI,
COCTABJISIFOIIUX MOMYJISILUAI0, UACHTHUYHBIX 33 HUCKJIIOYEHHEM BO3MOKHBIX XOPOLIO H3BECTHBIX
U3MEHEHUHN, Takux Kak yaaneHue C-KOHLEBOIrO JM3MHA W3 TSDKENON LeNM aHTuTeNna WM
NOCTTPAHCISIIUOHHBIE MOIU(UKALMH, TaKHe KaKk HW30MepHU3alus WId [e3aMHIUPOBAaHHE
AMUHOKMCJIOT, OKHMCJIEHHE€ METHOHMHA WIM aclaparuHa WId Ae3aMUIUPOBaHUE TIIyTaMHUHA.
MOHOKJIOHAIbHBIE aHTUTENAa OOBIYHO CBSI3BIBAIOT OJIMH AaHTUIEHHBIH smuTon. B mpenemax
MOMyJISILMA ~ AHTUTE]  MOHOKJIOHAQJbHBIE  QHTUTEIA  MOTYT  HUMETb  IE€TEPOre€HHOE
TJIUKO3WIINPOBaHUE. MOHOKJIOHAJBHOE AHTHUTENO MOXKET ObITh MOHOCHENM(DUYECKHM HIIH
MyJbTUCTIELIMPUYEeCKUM, Hampumep  Oucrenuduyeckum, a Takke  MOHOBAJECHTHBIM,
JBYXBAJICHTHBIM UJIA MYJIbTUBAJIEHTHbBIM.

TepMUH «IMOJMHYKJI€0THI» OTHOCUTCA K CUHTETUYECKON MOJIEKyJe, COAep Kallel Lenb
HYKJICOTHJIOB, KOBAJIEHTHO CBSI3aHHBIX uepe3 caxapodochaTHyr0 OCHOBHYIO LEMb HJIN APYTYIO
5KBUBAJICHTHYIO KOBAJIEHTHYI0 XUMUUECKYIO CTPYKTYypy. K/IHK siBsleTcs THNUYHBIM TPUMEPOM
MOJIMHYKJIEOTH/A.

TepMuH «4/Mapa» WM «4aCTH HA MHJIJIMAPA» OTHOCHUTCS K KOJMYECTBY MeTajula B
pacTBOpe WM TBEpAOM BemllecTBe. lIpu HM3MEpeHHWH B pacTBOpE €AMHHUIA «Y4/MIPIO» paBHA
KOHLIEHTPALIUM MeTajula B pacTBOpe B UMKI/J. IIpu u3MepeHun B TBEPABIX BELIECTBAX €IMHULA
«4/MIIpI» paBHA KOHLEHTPALUU METAJIa B PACTBOPE B LMKI/KT.

TepMuH «peKOMOHHAHTHBIN» OTHOCUTCS K IOJIMHYKJIEOTHAAM, aHTUTENaM U APYTUM
Oenmkam, KOTOpPbIE MOJYYEHBI, SKCIIPECCUPOBAHBI, CO3AAaHbI WIN BBIAEICHBI PEKOMOMHAHTHBIMU
croco0amMH, B KOTOPBIX CETMEHTBI W3 pa3HbIX HCTOYHHKOB COENHMHEHBI C IOJIyYeHHEM
pexomOuHanTHOH JIHK, anTuTen mnn 6enkoB. TepMuH «pekOMOMHAHTHOE aHTUTENIO» BKIIOYAET
BCE  AHTUTENA, IMOJYYEHHbIC, OKCIPECCUPOBAHHBIC, CO3JAAHHbIE WU  BBIIEJICHHBIC
PEKOMOMHAHTHBIMH METOJaMH, HANpUMeEp, aHTUTENA, BbIACJICHHbIE U3 OPraHU3Ma JKHBOTHOTO

(HarmpuMep, MBILIHN), SBISAIOLIETOCs TPAHCTEHHBIM WM TPAHCXPOMOCOMHBIM II0 T'€HaM
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YeJIOBEUECKUX MMMYHOTJIOOYJIMHOB, WM U3 MOJYy4YE€HHON M3 HEro THOpPUIOMBI (IOMOIHUTEIBHO
OMUCaHa HWXKE), AHTUTENA, BBbIIEICHHbIE U3 KIETKU-XO35MHA, TPAaHC()POPMHPOBAHHOW IS
SKCIIPECCUN  AHTUTENA, AHTUTENA, BBbIJEJEHHbIE U3 PEKOMOMHAHTHOW KOMOHMHATOPHOMN
OMONMOTEKM aHTHUTEN, W AaHTUTENA, IOJYYEHHbIE, OSKCIPECCUPOBAHHBIE, CO3JAHHBbIE WU
BBIICJICHHbIE ~ JIOOBIMM  JPYTUMH ~ METOJAMM,  KOTOpblE  BKIOYAKOT  CIUIAHCHHT
MOCJIEI0BATENbHOCTEN T€HOB 4eJI0BEYECKOrO UMMYHOTJIOOYJIHA Cc IpyTUMH
nocnenoBarenbHocTsiMu JIHK, umu anTUTeNa, CO3MaHHbIe in Vitro ¢ moMoIIbio oOMeHa mied Fab,
Takue Kak oucrnenupudecKkue aHTUTEA.

TepmuH «npemapatr CcpaBHEHHS)» OTHOCHTCS K OHOOpeHHOMY OMOJIOTHYEeCKOMY
npenapary, ¢ KOTOPbIM CpaBHUBAIOT OuonoaoOHbIil npenapar. [Ipenapat cpaBHeHUs: 0100peH Ha
OCHOBAHWH, TIOMHMO TMPOYEro, TMOJHOTO JOMOJIHEHUs] JaHHBIX N0 Oe30MacHOCTH |
s¢pextuBHOCTH M 0n00peH no Menbliei Mepe B CIIIA, Eponb! min AAnonun.

Tepmuna «pedpakTepHbIii» OTHOCHTCA K 3a00NIEBaHHMIO, KOTOpPOE HE pearupyer Ha
neuenne. PedpakrepHoe 3aboneBaHne MOXKET OBITh YCTOHYMBBIM K JICYCHHIO 1O MM B Hadaye
JeueHus Wwin pedpaxTepHoe 3a00IeBaHNE MOXKET CTATh YCTOHYNBBIM BO BPEMsI JIEUEHUSI.

TepMHUH «penHANBUHPYIOLIHID OTHOCUTCS K TOBTOPHOMY BO3SHHKHOBEHHIO 3a00JI€BaHUS
WIA TPU3HAKOB M CHUMITOMOB 3a00JieBaHUSI TOCJE TMepuoja  YIAYYLICHHS IOCHe
MPELIECTBYIOLIETO JIEYEHHs TepaneBTHUECKUM CPEICTBOM.

Tepmunbl «cnenuguyeckoe CBSI3BIBAHHE», WIH «CNENH(PHYECKH CBS3bIBAETY», WIH
«CBSI3BIBAET» OTHOCATCS K CBS3BIBAHUIO AHTHUTENA C AHTUMEHOM WM 3IUTONOM B IpeAenax
aHTureHa ¢ Oospiueidl adpUHHOCTBIO, YeM C APYrUMH aHTUreHamu. Kak mpaBmiio, aHTUTENO
CBSA3BIBAETCS] C AHTUIE€HOM WJIM 3MUTONOM B IpelesiaXx aHTUI'€HAa C PAaBHOBECHON KOHCTAHTOM
muccormarmu (Kp) okono 1x10™ M wm mekee, HaIrpuMmep, OKOJIO 1x10” M unu menee, OKOIO
1x10"° M wnm MEHee, OKOJIO 1x10M M unm menee wm okono 11072 M wnm MEHee, Kak
npaswio, ¢ Kp, koropas mo MeHblield Mmepe B CTO pa3 Humxke ero Kp cBs3bBaHus C
HecrienuduueckuM antureHoM (Hanpumep, BCA, kazennom). KoHCTaHTY MUCCOLUALIMNA MOYKHO
U3MEPATh C MOMOLIBIO CTaHAAPTHBIX mpouenyp. OnHAKO aHTHTENA, KOTOpbIE Crenu(UIecKu
CBSI3BIBAIOTCS C AHTUT'€HOM HJIM 3MUTOIOM B IpeeNax aHTHreHa, MOTYT UMETh MEePEeKPECTHYIO
PEaKTHBHOCTb B OTHOIIEHHH JIPYTUX POACTBEHHBIX AHTUT'€HOB, HAMIPUMEDP B OTHOIIEHHH TAKOTO
K€ aHTUTeHa JAPYIHX OHOJOTMYECKHX BHIOB (FOMOJIOTOB), TAKMX KaK YeJIOBEK I 00e3bsHa,
Hanpumep Macaca fascicularis (sBanckuil Makak), Pan troglodytes (mmmmmanze) wmm Callithrix
jacchus (0OBIKHOBEHHAs! HTPYHKA, UTPYHKA).

TepmuH «nanmeHT» BKIIOYaeT B ceds JOOOr0 YeloBeKa WM HE OTHOCSINEeCs K
YeJIOBEKY JKUBOTHOE. TepMHUH «He OTHOCSIIeecs K YeJI0BEKY *KMBOTHO€» BKIIIOYAaeT B ceOs
BCEX MO3BOHOYHBIX, HANPUMEDP MIIEKONMHUTAIOUINX M HEMIJIEKONHUTAOLINX, TAKUX KaK MPHUMAThI,
OBIBI, COOAKW, KOIIKH, JIOIIAAH, KOPOBBIL, Kypbl, ampuOuu, penThaud U T. A. TepMHHBI
«CYOBEKT» U «IALHMEeHT» B HACTOSIIEM JTOKYMEHTE MOTYT MPUMEHSThCS B3aNMO3aMEHSIEMO.

Tepmun «repaneBTH4YecKH 3((eKTHBHOE KOJIHUYECTBO» OTHOCUTCA K HEKOTOPOMY
KOJNN4eCTBY, 3(QPEeKTHBHOMY B [03aX M B TEUEHUE IEPUONOB BPEMEHH, HEOOXOAMMBIX MJIs

TOCTHDKEHHUST JKEJIaeMOro TEepareBTHYECKOro pesyjbrara. TepaneBTudeckd 3(PpQeKkTHBHOE
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KOJINYE€CTBO MOXKET U3MEHATHCS B 3aBUCUMOCTH OT TaKHMX (DPaKTOPOB, KaK TeueHHe 3a00seBaHus,
BO3PACT, MOJI U Macca Teja CyOBeKTa, a TAK)KE OT CIIOCOOHOCTH TE€PANEBTUUECKOTO CPEACTBA HITH
KOMOMHAIIMY TEPareBTUYECKUX CPEICTB BbI3BIBATh Yy CyOBeKTa kenaemblii oTBeT. [Ipumepsl
nokasaresnel 3(pQPeKTUBHOrO TEpaneBTHYECKOro CPEACTBAa WM KOMOMHALIMU TeparneBTUYEeCKUX
CPENCTB, KOTOPBIE BKIIFOYAIOT B ce0s1, HAPUMep, YIYYLIEHHOE CAMOYYyBCTBHE IMALUECHTA.

TepMuHBI «WIEYHTBY» W «JIedeHHe» 0003HAYAI0T KaK TePaNeBTUYECKOe JeUCHUEe, TaK U
npo(UITAKTHUECKUE WIIN MPEBEHTHBHBIE MEPbI, PUYEM LIENbIO SIBJISETCS NPENOTBPALIEHUE HIN
3aMezieHue (YMEHbIIEHUE) HEXKENATeIbHOTO (PU3UOJIOTHYECKOTO M3MEHEHHSI UJTH PacCTPOICTBA,
TAKUX KaK OCJIO)KHEHHUs] PaKOBOro 3abojieBaHus. [IpenMyInecTBEHHbIE WU JKEJIATEeNbHbIC
KJIMHUYECKHE Pe3yJIbTaThl BKIIOYAOT B ceOst ocnabyieHHe CUMITOMOB, YMEHbIIEHUE CTENeHU
3a0oneBaHms, CTAOMIM3ALUIO (M. €. OTCYTCTBHE YXYIILICHUS) TEYSHUs 3a00JeBaHUs, 3aA€PIKKY
WIM 3aMeIJICHHe TPOrpeccHpoBaHusl 3abosieBaHus, OOJIErYeHHe WM BPEMEHHOE YJIyUIICHHE
OO0JIE3HEHHOT'O COCTOSIHUSL U PEMHUCCHIO (HaCTHYHYIO MJIH TIOJIHYIO), KaK OOHApy KUBaeMble, TaK U
He oOHapykuBaemble. TpeOyrolie JeUeHUs MalHeHThl BKIOYAIOT TE€X, KOTOPBIE YK€ UMEIOT
COCTOSIHUE WJIM PAacCTPOMCTBO, a TaKK€ TEX, KOTOpbIE MMEIOT MPEAPACIONOKEHHOCTh K
Pa3BUTHIO COCTOSIHUSI WJIM PACCTPOWCTBA, HJIM TeX, Yy KOTOPBIX TAaKO€ COCTOSHHE WU
paccTpoicTBO HEOOXOAMMO MPENOTBPATHTD.

TepMHH «BeKTOpP» OTHOCHUTCSI K TOJHHYKJIEOTHUAY, KOTOPBIH CHOCOOEH K YABOEHHIO
BHYTPU OHMOJOTMYECKONH CHCTEMBI, MJIH MOXKET OBbITh MEpEeMeIleH MEXKAY TaKUMH CHCTEMaMH.
ITonMHYKIEOTHBI-BEKTOPBI, KaK IPAaBHJIO, COAEPIKAT 3JEMEHTHI, TaKhe KaK TOYKHM Hadana
perINKaluK, CUTHAJ TOJUANEHIINPOBAHUS WM CEJIEKTHBHBIE MapKepbl, (PYHKLIHS KOTOPBIX
COCTOUT B TOM, YTOOBI CIIOCOOCTBOBATH YABOEHHUIO HJIM COXPAHEHHIO TAKUX MOJIMHYKJIECOTHIOB B
Ounonornyeckoit cucreme. Ilpumepbl Takux OMOJOrMYECKUX CHCTEM MOTYT BKJIOYATh KIETKY,
BUPYC, )KUBOTHOE, PACTEHUE U PEKOHCTPYHPOBAHHBIE OMOJIOTHYECKUE CHCTEMBbI, HCTIONB3YIOLIHEe
Ouonornyeckne KOMIIOHEHTBI, CIIOCOOHBIE K yaABOeHHIO Bektopa. Comepikamuii BeKTOp
MOJIMHYKJIEOTH]T MOKET TpencTaBisath codoit monexynbl JIHK nmn PHK wnu ux rubpun.

Cnoco0bI Mo onucaHUI0

B omucanuu npemioskeH cnoco0 mpoxykuuu antutena k CD38, skcnpeccupyemoro us3
MOJIMHYKJIEOTH 1A, KOIUPYIOIero Bapuadenpuyto oomacts Tskenoit nenu (VH) ¢ SEQ ID NO: 7,
u BapuabenbHyro obnacte yerkoit nenu (VL) ¢ SEQ ID NO 8, ¢ conepskaHueM ourocaxapuaa
GT1F ot okono 15% 1o okono 27%, BKIIOYAIOINUIN 3TaMbl, Ha KOTOPBIX:

IIPOUCXOANUT MPUTOTOBJIEHUE KYJNbTYPAIbHOU CPeApl, Conepkalleil Okouo 8,5 yactel Ha
MIDHap (4/Mipa) wim MeHee mapradna (Mn); u

MPOU3BOAUTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTHUBHPOBAHUS KJIETKU-XO35IMHA, CoAeprkaliei nonnnaykneorun, kogupyrommii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJnbTypaibHOH Cpene, comepskameii okono 8,5 u/mupn wim
MeHee Mn, mocpencTsoM dyero mnpomyuupyercss aHtureno k CD38, skcmpeccupyemoe us
nonunykyeotuaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ coaepxaHuem
onurocaxapuaa G1F ot okono 15% no okono 27%.

B omnmcanum Takke mpemioxkeH cnoco0 mpoaykuumu - anturena k- CD38,
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3KCIpeccupyeMoro u3 nojuHykneoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ coxepxxannem onurocaxapuaa GIF ot okono 15% no okono 27% u copepxkaHueM
onurocaxapuna GOF ot okono 65% no okono 74%, BKIHOYAOLIUHN 3Tambl, HA KOTOPBIX:

NPOMCXOAUT TNPUTOTOBJIEHNE KYJbTYpPaJbHON cpenbl, conmepskaieil okono 8,5 u/mipn
WJIK MeHee Mn; u

NMPOU3BOAUTCS  KOHTPOJb  cojepkaHusi onurocaxapuga GIF  u  conmepkanus
onmurocaxapuna GOF B anturene x CD38 mnyreM KyJIbTHUBHUPOBAaHUS KJIETKH-XO35HHA,
conepxatueit nmonmuuaykyeorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJIBTYpaJIbHON cpene, conepskamed okoso 8,5 u/mupn wium MeHee Mn, MOCPEACTBOM Yero
nponyuupyercst antureno k CD38, skcnpeccupyemoe U3 monmHyKjieoTuaa, kogupyromero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
oxono 27% u conep:xanueM onurocaxapuaa GOF ot oxono 65% 1o okono 74%.

B omnucanuu takske mpeniioxken crnocod npoaykuunu antutena k CD38, conepsxkamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxxanuem onurocaxapuna G1F ot okomno 15% no
0KOJIO 27%, BKJIOYAIOLIUH 3TaIlbl, HA KOTOPBIX:

NPOMCXOOUT TPUTOTOBJICHHUE KYJBTYpPAJbHON Cpenbl, conmepkamed okono 8,5 w/mipn
unu mesee Mn; u

MPOU3BOANUTCS KOHTPOJb comepikanust onurocaxapuna G1F B anturene k CD38 nmytem
KYJIbTUBHPOBAHUS KJIETKU-XO35IMHA, COAepskaliel nonunaykineorun, kogupyroumii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypalbHON cpene, comepskameii okoyo 8,5 u/mipa wiu
MeHee Mn, nocpeactBom dero npoayuupyercs: antureno k CD38, conepxkamee VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conep:xxanuem onurocaxapuna G1F ot okono 15% no okono
27%.

B onmcanun takke npeajioxeH cnocod npoaykuuu antutena k CD38, conepskamero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxxanunem onurocaxapuna G1F or oxono 15% no
okoso 27% u conepskanuem onurocaxapuna GOF ot okono 65% n0 okono 74%, BKITFOYAOIIHMA
STambl, HA KOTOPBIX:

NPOMCXOOUT TPUTOTOBJICHUE KYJBTYpPaJbHON Cpenbl, conmepskamed okoyo 8,5 w/mupn
unu meHee Mn; u

NPOM3BOAUTCS  KOHTPOJb  comepkanms onurocaxapuna GIF  wu  comepkanus
onurocaxapuaa GOF B anturene x CD38 mnyreM KyJbTHUBUPOBaHHUS KJIETKU-XO35MHA,
conepxateit nmonmunykineorua, kogupyromuid VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KYJIBTYpaJIbHON cpene, conmepskamed okoso 8,5 u/mupn wium MeHee Mn, MOCPEACTBOM Yero
npoayuupyercst antuteno k CD38, conepskamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxxanueM ogurocaxapuaa GI1F or okono 15% po oxono 27% wu  comepskaHHEM
onurocaxapuaa GOF ot okono 65% 1o okono 74%.

B HekoTOpbIX BapmaHTax OCYIIECTBIIEHHs conepkanue onurocaxapuna G1F B anTHTene
k CD38 cocrasnser ot okono 15% no okono 25%.

B HexoTOpbIX BapuaHTaxX OCYIIECTBIIEHHs copeprkanue onurocaxapuna G1F B anturene

K CD38 cocrasister oT 0k0110 21% 1o okono 25%.
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B HekoTOpbIX BapuaHTaxX OCYIIECTBIIEHHs copeprkanue onurocaxapuna GOF B anturene
k CD38 cocrassier ot okono 65% n0 okogo 74%.

B HexoTOpbIX BapuaHTaxX OCYIIECTBIIEHHs copeprkanue onurocaxapuna GOF B anturene
k CD38 cocrasnser ot okono 68% no 74%.

B HekOTOpBIX BapUaHTaxX OCYIIECTBJIECHUS IOATOTOBKA KYJIbTYPAJIbHON CPEbl COCTOUT U3
HTAINOB, HA KOTOPBIX BBIMNOJIHAETCS M3MEPEHHe KOHLEHTpauuu Mn B OZHOH wiu Oonee mapTHsX
CBIPHEBBIX KOMIIOHEHTOB, HCIOJB3YEMbIX Il IPUTOTOBJICHHS KYJIbTYPAIbHOWU CPENbI, U BHIOOD
OJHOM WK OoJiee MapTHUil ChIPHEBBIX KOMIIOHEHTOB, KOTOPbIE B COBOKYITHOCTH COAEPIKAT OKOJIO
8,5 u/mnpa wiu meHee Mn.

B HekoTOphIX BapHaHTaxX OCYIIECTBJIEHHS KYJbTYPAJbHYIO CPENy TOTOBSIT TaK, YTOOBI
OHa conepskaiia oT okoJjio 4,0 4/mipx 10 okoJio 8,5 u/mupa Mn.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBIEHHs KYJbTYpPAJbHYIO CpPeNy TOTOBSIT TakK, YTOOBI
OHa conepskaiia oT okoJjio 4,0 4/mMnpx 10 okoJio 6,5 u/mupa Mn.

B HEKOTOpBIX BapHaHTaxX OCYIIECTBIEHHs KYJbTYpPAJbHYIO CPEeNy TOTOBST Tak, YTOOBI
OHa conepskaiia OT okoJjio 5,0 u/mMupxa 10 okoJio 6,5 1/mipa Mn.

B HekoTOpbIX BapuaHTaxX OCYINECTBIIEHHs copeprkanue onurocaxapuna G1F B anturene
k CD38 cocrasnsier ot okoso 15% o okono 27%, conepskanue onurocaxapuna GOF B anTurene
k CD38 cocrasisier ot okoso 65% 10 okoso 74%, a KyJIbTypabHYIO CPeay FOTOBAT TaK, YTOOBI
OHa conepskaia oT okojio 4,0 u/mupxa 1o okoo 8,5 u/mipx Mn.

B HekoTOpbIX BapuaHTaxX OCYIIECTBIIEHHs copeprkanue onurocaxapuna G1F B anturene
k CD38 cocrasnsier ot okoio 15% 1o oxono 25%, conepxanue onurocaxapuna GOF B anTutene
k CD38 cocrasisier ot okoso 68% 10 okoso 74%, a KyJIbTypabHYIO Cpeay FOTOBAT TaK, YTOOBI
OHa cozepskaiia oT okoJjo 4,0 u/mipa 10 okoJo 6,5 u/mipa Mn.

B HekoTOpbIX BapuaHTax OCYIIECTBJIEHUs conepkaHue onurocaxapuna G1F B anturene
k CD38 cocrasmsier ot okojo 21% 1o okono 25%, conepskanue onurocaxapuna GOF B anturene
k CD38 cocrassieT ot 0kosio 68% 10 okoso 74%, a KyJbTypabHYIO Cpeay rOTOBST TaK, YTOOBI
OHa coneprkajia OT 0koJjio 5,0 u/mMupa 10 okoJo 6,5 u/mnpa Mn.

B HexoTOprIx BapuaHTax ocyuiectBieHus aHtureno k CD38, skcnpeccupoBaHHOE U3
nonunykyieoruna, kogupyroouero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, cogepxxut VH ¢
SEQ ID NO: 7u VL ¢ SEQ ID NO: 8.

B HekoTOpBIX BapuaHTaX OCYLIECTBICHUS KyJbTypajbHas cpelna MpencTaBisieT coOoit
OCHOBHYIO CpeNly WJIH IMUTATEIbHYIO CPeny.

B HEKOTOPBIX BapUaHTaxX OCYLICCTBIICHUSA KYJIbTUBHPOBAHUC BKIHOYACT NPHUMEHCHUC
NOJMHUTHIBAEMOH KYJIbTYPbI WIH Nep(y3HOHHON KYIBTYPHI.

B HekoTOphIX BapHaHTaX OCYLIECTBIEHHUS KJIETKA-XO3SIMH TNPEACTaBsieT Cco0oit
5YKaPUOTHUYECKYIO KIIETKY.

B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS 3yKapUOTHYECKasl KJIETKA MPEACTaBIIsIET COOOH
knetky CHO, knerky PER.C6, xnerky NSO, knerky Sp2/0 unu knerky BHK.

B Hexoropbix BapumanTax ocymecteiaeHus kierka CHO mpencraBnser coOoil KieTky
CHO-K1, knerky CHO-DG44, xnerky CHO-S unu xnerky CHO-DXB11.
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B  Hekoroppix  BapmaHTax  ocymectBieHuss  kinerka CHO  nmedextHa  mo
riyramuHcuHTeTase (GS).

B HEKOTOpBIX BapHaHTaxX OCYLIECTBIIEHUs CIIOCOO Pean3yIOT B YCIOBUAX, OTBEYAIOLINX
GMP.

B Hexotopeix BapuaHTtax ocyumectBiaeHus antuteno k CD38 conepxur VH ¢ SEQ ID
NO: 7u VL ¢ SEQ ID NO: 9.

B HexoTOpbIX BapuaHTax ocyuiecTsiaeHus anrureno k CD38 conepskut uzotun IgG1.

B HekoTophIX BapuaHTax ocyiuecTBieHHs aHTUTeNo kK CD38 conmepkuT TsKenyro Liernb
(HC) ¢ SEQ ID NO: 9 u nerkyto uernb (LC) ¢ SEQ ID NO: 10.

B HekoTophIx BapuaHTax ocyiiecTBieHusi antuteno k CD38 mpencrasisier coboi
OuoaHaor.

B HekoTopeIx BapuaHTax ocyiiectBieHus antuteno k CD38 mpencrasuser coboi
OuoaHaJIor UJTH Mpemnapar DARZALEX® (maparymymad).

B ommcanmm Takke IpemIokeH cnocoO mpoaykuuu - aHthrena k  CD38,
3KcIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conmepxxanuem onurocaxapuna GIF ot okono 15% no oxono 27%, BKIFOHArOIIUN
STallbl, HA KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOMN Cpenpl, coneprkameii or okono 4,0 u/mipn
1o okoJjo 8,5 u/mnpa Mn; u

MIPOU3BOAUTCST KOHTPOJb copepykanust onurocaxapuna G1F B anturene x CD38 myrem
KyJBTUBUPOBAHMSI KJIETKU-XO0351MHA, COAep Kallel noauHykiaeotus, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B kyJnbTypanbHON cpene, copepskamei ot okosio 4,0 u/mupa 1o
okouo 8,5 u/mupa Mn, nocpencrsom yero nmpoayuupyercs antureno k CD38, skcnpeccupyemoe
u3 nonunykieoruna, xoxupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepsxanuem onurocaxapuna G1F ot okomno 15% no oxono 27%.

B omumcanum Takxke mpemioxkeH cmocod mpoxaykumu  aHtHTena k  CD38,
3KCIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ comepxanuem ommrocaxapuna GI1F or okono 15% no oxono 27% wu copepkaHUEeM
onurocaxapuaa GOF ot okono 65% no okono 74%, BKIFOYAO LN STAIbI, HA KOTOPBIX:

NPOMCXOIUT MPUTOTOBJIEHNE KYJIBTYPAIBbHOM Cpenbl, coneprkaieii or okoJio 4,0 u/Mipa
1o okojo 8,5 u/mnpa Mn; u

NPOU3BOAUTCS  KOHTPOJb  cojepkaHuss onurocaxapuga GIF u  conmepkanus
onurocaxapuaa GOF B anturene x CD38 nyreM KyJbTHUBUPOBaHHUS KJIETKU-XO35HHA,
conepxatueit monmunykyneorua, kogupyromuidi VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJbTYypajJbHOU cpene, conepskameid ot okojo 4,0 u/mupan no okojo 8,5 w/mupm Mn,
MOCPEACTBOM 4ero npoayuupyercst antureno k CD38, skcnpeccupyemoe u3 MOJIMHYKIEOTUAA,
xoaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ cogepxaHueM oaurocaxapmunaa
GIF ot okono 15% no okono 27% u copepxkanuem onurocaxapuna GOF ot oxono 65% no
okoo 74%.

B omnucanunm taxcke npensoxken crnoco0 npoaykunu antutena k CD38, conepsxamero VH
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¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no
OKOJIO 27%, BKJIFOUAIOLIUHI 3TaIlbl, HA KOTOPBIX:

NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOM Cpefbl, coneprkaeii or okoJo 4,0 u/Mipa
10 okoJjo 8,5 u/mnpa Mn; u

MIPOU3BOAUTCST KOHTPOJb comepxkanust onurocaxapuna G1F B anturene k CD38 nytem
KYJIbTUBHPOBAHUS KJIETKU-XO35IMHA, CoAepakalel nonunykneorun, kogupyroumii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B kyJnbpTypanbHOU cpene, copepskaieii ot okosno 4,0 u/mipa 1o
okoio 8,5 u/Mapa Mn, mocpencTBom 4ero npoayuupyercs antureno k CD38, conepskamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
oko1o 27%.

B omnucanum takke npensioxkeH crnocod npoaykuuu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okono 27% u conepkanuem onurocaxapuna GOF ot okono 65% n0 oxono 74%, BKIIFOUAROIIHMA
3Tamnbl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBJICHNE KYJIbTYPAIbHON Cpenbl, coneprkaieii or okoo 4,0 u/Mipa
1o okojo 8,5 u/mnpa Mn; u

NPOM3BOOUTCA  KOHTPONb  comepkanms onurocaxapuma GIF  u  comepikanus
onurocaxapuaa GOF B anturene x CD38 nyreM KyJbTHUBUPOBaHHUS KJIETKU-XO35MHA,
conepxatueit nonmunykyneorua, kopupyrouuid VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KYJbTYypaJbHOU cpene, conepskameit or okojo 4,0 u/mupan no okojo 8,5 u/mupm Mn,
MOCPENCTBOM dero npoayuupyercs antuteno k CD38, cogepkaiee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8, ¢ coaepxxanuem osmrocaxapugaa GI1F or okomo 15% po oxono 27% wu
conepxxanueM onurocaxapuaa GOF ot okono 65% no okono 74%.

B omucanum Takxke mnpemioxkeH cmocod mpoxykuuu  antutena k- CD38,
sKcrpeccupyemoro u3 nonunykieoruaa, kogupyroomero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conep:xkanuem onurocaxapuna G1F ot okono 15% no okosno 25%, comepskaluii STamnsl,
Ha KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHUE KYJIBTYPAIbHOM Cpelbl, conepkamei or okoso 4,0 u/mipn
10 okoJo 6,5 u/mnpa Mn; u

MPOU3BOANTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTHUBHPOBAHUS KJIETKU-XO35IMHA, COAepIkaliel nonuHykineorun, kogupyrommii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJnbTypaibHOU cpefe, comepskamel ot okoso 4,0 4/mupa oo
okoJo 6,5 4/mnpa Mn, nmocpencTsom yero mpoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxxanueM onurocaxapuaa G1F ot oxomno 15% no okono 25%.

B ommcanmm Takke mpemyioxkeH crmocod mpoxmykumu  aHtHTena k  CD38,
3KCIpeccupyeMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conepxxannem onurocaxapuaa GIF or okono 15% no okono 25% u copeprxaHuemM
onurocaxapuaa GOF ot okono 68% 1o okono 74%, conepkaiiuii 3Tamnbl, Ha KOTOPBIX:

NPOMCXOAUT MPUTOTOBJIEHNE KYJIbTYPaIbHOM Cpefbl, coneprkaieii or okoo 4,0 u/Mipa
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10 okoJjo 6,5 u/mnpa Mn; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF u  comepkanus
onurocaxapuaa GOF B anturene x CD38 nyreM KyJIbTHUBUPOBaHHUS KJIETKU-XO35MHA,
conepxaineit nonmunykyneorua, kopupyrouuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJBTYypajJbHOU cpene, conepskameil or okojo 4,0 u/mupa no okojo 6,5 u/mupm Mn,
MOCPEACTBOM 4ero mpoayuupyercst anrureno k CD38, skcnpeccupyemoe u3 MOTHHYKIEOTHAA,
xonupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxaHueM osurocaxapuaa
GI1F ot okono 15% no okono 25% u copepxkanuem onurocaxapuna GOF ot okono 66% mo
oxoino 74%.

B onucanuu taxke npensioxkeH crnocod npoaykuuu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxxanuem onurocaxapuna G1F ot oxomno 15% no
oKoIo 25%, comeprkaluii 3Tambl, HA KOTOPbIX:

NPOMCXOUT MPUTOTOBJIEHNE KYJIBbTYPAIBbHON Cpefbl, coneprkaieii or okoio 4,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

MPOU3BOAUTCST KOHTPOJb comep:kanust onurocaxapuna G1F B anturene k CD38 nmytem
KYJIbTUBHPOBAHUS KJIETKU-XO35IMHA, COAepIKaliel nonuHykieorun, kogupyroumii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypaJbHOU Cpefe, coaepxkaiei or okoso 4,0 u/miupn oo
okoJo 6,5 u/Mapa Mn, mocpencTsom 4ero nponyuupyercs antureno k CD38, congepskamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
oko1o 25%.

B omnucannm taxke npensioxken crnocod npoaykunu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okouo 25% u copepxanunem onurocaxapuna GOF ot okono 68% no okosno 74%, conmepskamiuii
9Tamnbl, HA KOTOPBIX:

IPOUCXOIUT IPUTOTOBIIEHNE KYJIbTYPAIbHON Cpelbl, coaepskaieil or okoso 4,0 u/mupa
10 0koJ10 6,5 w/Mmnpa Mn; u

NPOU3BOAUTCS  KOHTPOJb  coiepkaHust onurocaxapuma GIF  u  conmepxkanus
onurocaxapuna GOF B anturene x CD38 mnyreM KyJbTHUBUPOBAHHUS KJIETKU-XO35HHA,
conepxatueit nmonmunaykineorua, kogupyromuidi VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJbTYypajJbHOU cpene, comepskameid or okojo 4,0 u/mupan nmo okojo 6,5 u/mupan Mn,
MoCpencTBOM dero npoxyuupyercs antureno k CD38, cogepkamee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8, ¢ coapepxanuem osmrocaxapuga GI1F or okomo 15% po oxono 25% wu
conepxanuem onurocaxapuga GOF ot okono 66% no okono 74%.

B ommcammm Takke mpemiokeH cmocod mpoaykuumu aHtHTrena k  CD38,
3KCIpeccupyemMoro u3 nojuHykneoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conepxkanuem onurocaxapuna G1F ot okono 21% no okono 25%, comepkaiiuii 3Tamnsl,
Ha KOTOPBIX:

NPOMCXOAUT MPUTOTOBJIEHNUE KYJIbTYPAIbHOM Cpenpl, coneprkameil o okoso 5,0 u/mipn
10 okoJo 6,5 u/mnpa Mn; u

MIPOU3BOAUTCS. KOHTPOJb copepykanust onurocaxapuna G1F B anturene x CD38 nyrem
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KYJIbTUBHPOBAHUS KJIETKU-XO35IMHA, CoAepskaliel nonunykineorun, kogupyroumii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypaibHON cpene, comepskamel ot okoyio 5,0 u/mupa no
okouo 6,5 u/mnpa Mn, nocpencrsom yero npoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, koaupyrouero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepsxanuem ojurocaxapuna G1F ot okosno 21% no oxono 25%.

B omucanum Takxke mpemiokeH cnocod mpoaykimu  anturena k- CD38,
sKcrpeccupyemoro u3 nonunykiaeoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ comepxkannem onurocaxapuga GIF or okono 21% no okono 25% u copepkaHueM
onurocaxapuna GOF ot okono 68% no okono 74%, conepkamiuii 3Tambl, Ha KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHNUE KYJIbTYPAIbHOMN Cpelbl, coneprkaineii oT okoJio 5,0 u/Mipa
10 okoJo 6,5 u/mMmnpa Mn; u

NPOM3BOOUTCS  KOHTPOJb  conmepkanust —osmrocaxapuga GIF  u  comepikanus
onurocaxapuaa GOF B anturene x CD38 mnyreM KyJbTHUBUPOBaHHUS KJIETKU-XO35HHA,
conepxatueit nmonmunaykyneorua, kogupyromuidi VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJBTYpaIbHON cpexe, copepskamei ot okojo 5,0 u/mimpn mo okoio 6,5 w/mupn Mn,
MOCPENCTBOM 4ero mpoayuupyercs: antureno k CD38, skcnpeccupyemoe U3 MONMHYKIEOTHAA,
komupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conep:xanunem onurocaxapuna G1F
ot okono 21% no okono 25% u copepxkanuem onurocaxapuna GOF ot okono 66% a0 okoio
74%.

B omnucannm taxke npeniioxken crnocod npoaykuun antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conepxanuem onurocaxapuaa G1F ot oxono 21% no
0K0J10 25%, comep Kaluii:

NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPaIbHON Cpefbl, coneprkaieii or okoo 5,0 u/Mipa
10 okouo 6,5 u/mMapa Mn; u

NPOM3BOJUTCSA KOHTPOJIb conepskanus onurocaxapuna G1F B anturene k CD38 nmyrem
KYJIbTUBHPOBAHUS KJIETKU-XO35IMHA, COAep:Kaliei nonunykaeorua, kogupyroumii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypajbHOU Cpefe, coaepxkaineil oT okoyio 5,0 4/miupa oo
oKoJIo 6,5 u/Mapa Mn, mocpencTBom 4ero npoayuupyercs antureno k CD38, conepkamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxxanuem onurocaxapuna G1F ot okomno 21% no
okoo 25%.

B omnucanunn takke npeniioxken cnocod npoaykuuu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 21% no
okono 25% u coxepykannem onurocaxapuaa GOF ot okono 68% no okono 74%, conmepkarumii
3Tamnbl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBJIEHNE KYJIbTYPAIbHOMN Cpefbl, coneprKameii oT okoJio 5,0 u/Mipa
10 okoJjo 6,5 u/mnpa Mn; u

NPOM3BOOUTCA  KOHTPONb  comepkanus onurocaxapuga GIF  wu  comepxanus
onurocaxapuaa GOF B anturene x CD38 mnyreM KyJbTHUBUPOBaHHUS KJIETKU-XO35MHA,
conepxaiueit nonunykyneorua, kopupyrouuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B

KyJbTYpalIbHOH cpepe, copepskaiie or okojo 5,0 u/mimpn mo okono 6,5 u/mupn Mn,
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NOCpeACTBOM uero npoayuupyercs antuteno k CD38, conepskamee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8 c¢ copepxxanuem ogaurocaxapuna GIF ot oxomo 21% no oxomo 25% wu
conepxxanueM onurocaxapuaa GOF ot okono 66% no okono 74%.

B onucanuu npemnoxkeH croco0 mpoxykiuu antutena k CD38, skcrpeccupyemoro us3
nonunHykJeoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ coagepxaHuem
onurocaxapuaa G1F ot okono 15% no okono 27%, B xoropom antureno k CD38 orHocuTcs k
usotuny IgGl, congep:kaiuii 3Tansl, Ha KOTOPBIX:

NPOMCXOIUT TPUTOTOBJICHUE KYJIbTYpPaJIbHON Cpenbl, comepskaiedi okoso 8,5 w/mupn
Ui MeHee Mn; u

MPOU3BOAUTCS KOHTPONb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTHUBHPOBAHUS KJIETKU-XO35IMHA, COAep:Kaliel nonunaykiaeorun, kogupyroumii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypaibHOH cpene, comep:kamed okoyo 8,5 u/mipn wiu
MeHee Mn, mnocpencTtsoM dyero mnpomyuupyercss antureno k CD38, skcmpeccupyemoe us
nonmHykKIeotuaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem
onurocaxapuaa G1F ot okono 15% 1o okono 27%.

B ommcanmm Takke mpemyokeH crmocod mpoxmykumu  aHthTena k- CD38,
3KCIpeccupyeMoro u3 noiuHykneoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxanuem onurocaxapunga GIF ot okono 15% no oxono 27% wu copepkaHueM
onurocaxapuaa GOF or okono 65% no okosno 74%, B koropoM antureno k CD38 orHocurcs k
uzotuny IgGl, conepsxkaiuii 3Tanpl, Ha KOTOPBIX:

NPOMCXOAUT NPUTOTOBJIEHNUE KYJBTYpPaJbHON cpenbl, conmepkameil okono 8,5 u/mupn
Wi MeHee Mn; u

NPOM3BOAUTCA  KOHTPOJb  conepskanHuss onurocaxapuma GIF  u  comepskanus
omurocaxapuna GOF B antutene k CD38 mnyrem KyJbTUBHUPOBaHHS KIIETKH-XO35MHA,
comepskamert nogunykyneorun, kopupyoomuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJBTYpajJbHOU Cpene, coaep:kainedl okojio 8.5 u/mipa win mMeHee Mn, MOCPEACTBOM 4Ero
npoxayuupyercst antureno k CD38, skcnpeccupyemoe U3 nmojauHykieotTuaa, kogupyromero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okono 27% u conepkanueM onurocaxapuaa GOF ot okono 65% 1o okono 74%.

B omnucanuu npennoxken crnocod mpoaykumu anturena k CD38, comepxamero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okouno 27%, B koropoM antuteno k CD38 otHocurcs k usoruny IgG1, compepkaiuii sTanel, Ha
KOTOPBIX:

NPOMCXOOUT TPUTOTOBJICHNUE KYJBTYpPaJbHON Cpenbl, conmepkamedl okono 8,5 w/mipn
WU MeHee Mn; u

MPOU3BOANTCS KOHTPOJb comepykanusi onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTUBHPOBAHUS KJIETKU-XO35IMHA, copeprkaliei nonuuykineorun, kogupyroumii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypaibHOU Cpene, conepskameii okoyo 8,5 u/mipa wiu
MeHee Mn, nocpeacTBom dero npoxyuupyercs: antureno k CD38, conepxkamee VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no okono
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27%.

B omnucannm taxke npeniioxken crnocod npoaykunu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
okono 27% wu copepxkanueMm onurocaxapuna GOF ot okono 65% no okono 74%, B KOTOpOM
antureno k CD38 otHocurcs k mzotuny IgG1, compepaxainuii 3Tansl, Ha KOTOPBIX:

IPOUCXOIUT TPUTOTOBJICHUE KyJbTYPAIbHOW Cpeibl, copepskameil okono 8,5 u/mipn
WM MeHee Mn; n

MPOU3BOAMTCS  KOHTPOJIb  coaepskanust  onurocaxapuga GIF  wu  comepkanwus
onurocaxapuaa GOF B anturene x CD38 mnyreM KyJIbTHUBHPOBaHHUS KJIETKU-XO35HHA,
conepxatueit monmunykineorua, kogupyroumid VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJbTYypaJbHOU Cpene, coaep:kamed okojio 8,5 u/mupn wiu MeHee Mn, MOCPEACTBOM HeEro
npoayuupyercst antuteno k CD38, conepxkamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxxanueM ogurocaxapuaa GI1F or okono 15% po oxono 27% wu  comepskaHHEM
onurocaxapuaa GOF ot okono 65% 1o okono 74%.

B ommcanmm Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k  CD38,
3KCIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepsxannem onurocaxapuaa G1F ot oxono 15% no okono 27%, B KOTOPOM aHTHUTENO
k CD38 orHocurcs k uzotuny IgG1, conep:xartiuii sTanel, Ha KOTOPBIX:

NPOMCXOAUT MPUTOTOBJIEHNE KYJIbTYPAIbHOM Cpenbl, coneprkameii or okoo 4,0 u/Mipa
10 okoJjo 8,5 u/mnpa Mn; u

MPOU3BOAUTCST KOHTPOJb comeprkanust onurocaxapuna G1F B anturene x CD38 myrem
KyJIbTUBMPOBAHMsI KJIETKU-XO0351MHA, COAEp Kallel NoauHykiaeotus, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B kyJnbTypaJbHOU cpefne, coaepxkaiei ot okoso 4,0 u/miupa oo
okoJ10 8,5 u/mapa Mn, nmocpencTBoM 4ero npoayuupyercs antureno k CD38, skcnpeccupyemoe
u3 nonuHykieoruaa, koxupyroomero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxkanuem onurocaxapuna G1F ot okono 15% mno okono 27%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KCIpeccupyeMoro u3 nojunykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxanuem ommrocaxapuna GI1F ot okono 15% no oxono 27% wu copepkaHUEeM
onurocaxapuaa GOF or okono 65% no okosno 74%, B koropom antuteno k CD38 otHocurcs k
uszotuny IgG1l, conepsxkariuii 3Tanbl, Ha KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHNE KYJIBTYPAIbHOMN Cpenbl, copepskaiiel ot okoso 4,0 u/mipn
1o okojo 8,5 u/mnpa Mn; u

NPOU3BOAUTCS  KOHTPOJb  cojepkaHus onurocaxapuga GIF u  coxmepkanus
onurocaxapuaa GOF B anturene x CD38 nyreM KyJbTHUBUPOBAHHUS KJIETKU-XO35MHA,
conepxatueit nmonmunykiaeorua, kopupyroumii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJbTYypajJbHOU cpene, conepskameid or okojo 4,0 u/mupa no okojo 8,5 w/mupm Mn,
MOCPENCTBOM 4ero npoayuupyercs antureno k CD38, skcnpeccupyemoe U3 MONUHYKIEOTHAR,
kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepkaHueM oJurocaxapusia

GIF ot okono 15% no okono 27% u copepxkanuem onurocaxapuna GOF ot oxono 65% no
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okono 74%.

B omnucannm taxke npeniioxken crnocod npoaykunu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
oxoino 27%, B kotopom antuteno k CD38 otnocurcs k usoruny IgG1, copepxxamuii sTanel, Ha
KOTOPBIX:

IPOUCXOUT IPUTOTOBIICHHE KYJIbTYPAIbHON Cpelbl, coaepskaieil or okoso 4,0 u/mupa
1o okouo 8,5 u/mapa Mn; u

MPOU3BOAUTCS KOHTPOJb comep:kanusi onurocaxapuna G1F B anturene k CD38 nmyrem
KYJIbTUBUPOBAHMSI KJIETKU-XO031HA, COAepKallel noaunykineorun, koaupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypajJbHOU Cpefe, coaepxkaineii oT okoyio 4,0 4/mipa 1o
okoo 8,5 u/Mapa Mn, mocpencTsom 4ero nponyuupyercs antureno k CD38, comepixamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okono 27%.

B omnucanunm takske npeniioxken crnocod npoaykuuu antutena k CD38, conepxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
okono 27% wu copepxxkanueMm ojurocaxapuna GOF or okono 65% po okono 74%, B KOTOpOM
antureno k CD38 otHocurcs k uzotuny IgG1, copepxaiuii 3Tansl, Ha KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOHN Cpenbl, coneprkameii or okoo 4,0 u/Mipa
1o okoJjo 8,5 u/mnpa Mn; u

NPOU3BOAMUTCS  KOHTPOJb  cojepskaHus onurocaxapuga GIlF u  conmepkanus
onurocaxapuaa GOF B anturene x CD38 mnyreM KyJbTHUBUPOBaHHUS KJIETKU-XO35MHA,
conepxaineit nonmunykyieorua, kopupyrouuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJIbTYpalibHON cpene, coaepkaiied or oxkono 4,0 u/mnpmn no okxono 8,5 u/mupn Mn,
nocpencTBoM uero npoxyuupyercs antuteno k CD38, conepxkamee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8, ¢ conmepxxanuem ogurocaxapuna GIF or oxono 15% mpo okxomo 27% wu
conepxkanuem onurocaxapuna GOF ot okono 65% no okono 74%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KCIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxannem onurocaxapuna G1F ot okono 15% no oxono 25%, B KOTOPOM aHTUTENO
k CD38 orHocurcs k uzoruny IgG1, coneprxaiuii 3Tamnsl, Ha KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHNE KYJIBTYPAIbHON Cpefbl, conmeprkaieii or okoJio 4,0 u/mipa
10 okoJo 6,5 u/mnpa Mn; u

MIPOU3BOANTCST KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTUBUPOBAaHMsI KJIETKU-XO0351HA, COAepskallel noaunykiueotus, koaupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypajJbHOU Cpefe, coaepxkaieii ot okoyo 4,0 u/miupn oo
okoo 6,5 4/mupa Mn, mocpencTsom yero mponyuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, koaupyrouiero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxanueM onurocaxapuaa G1F ot okono 15% no okono 25%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuuu - aHturena k- CD38,

3KCIpeccupyeMoro u3 noiauHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
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NO: 8, ¢ conepxanuem onurocaxapuna G1F or okono 15% no okono 25% wu coxepkanuem
onurocaxapuaa GOF or okono 68% no okosno 74%, B koropom antuteno k CD38 otHocurcs k
uzotuny IgGl, conepsxkaliuii 3Tanpl, Ha KOTOPbIX:

NPOMCXOUT IMPUTOTOBJIEHNE KYJIbTYPaIbHON Cpefbl, coneprkaieii or okoo 4,0 u/Mipa
10 okoJjo 6,5 4/mnpa Mn; u

NPOM3BOJAUTCA  KOHTPOJb  conepskaHuss —onurocaxapuma GIF  u  comeprkanus
onmurocaxapuna GOF B anturene x CD38 mnyreM KyJIbTHUBHPOBAHHUS KJIETKH-XO35MHA,
conepxatueit nmonmuuaykyeorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJBTYypajbHOU cpene, comepskaiied ot okono 4,0 u/mnpa mo okojo 6,5 w/mipn Mn,
MOCPENCTBOM 4ero mpoayuupyercs: antureno k CD38, skcnpeccupyemoe U3 MONMHYKIEOTHAA,
komgupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conep>xaHueM ojurocaxapuaa
GI1F ot okonmo 15% no okono 25% u copepxkannem onurocaxapuna GOF ot okono 66% no
okouno 74%.

B omnucanunm takske npeniioxken crnocod npoaykuuu antutena k CD38, conepxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
okono 25%, B koropom antuteno k CD38 otHocurcs k uzotuny IgGl, cogepxxamuii stansl, Ha
KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOHN Cpenbl, coneprkameii or okoo 4,0 u/Mipa
10 okoJjo 6,5 u/mnpa Mn; u

MIPOU3BOAUTCST KOHTPOJb copepykanust onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTUBHPOBAHUS KJIETKU-XO35IMHA, Coep:kalieil monunykneorun, kogupyroumii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B kyJIbTypaJbHOU cpefne, coaepxkaieii ot okoso 4,0 u/miupn oo
okoJio 6,5 u/Mapa Mn, nocpencTsom yero npoxyuupyercs anrureno k CD38, conepxkamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F or okono 15% no
okoJ10 25%.

B omnucanuu Taxke npensioxkeH crnocod npoaykuuu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okoio 25% wu comepxannem ojurocaxapuna GOF ot okono 68% no okono 74%, B KOTOpOM
antureno k CD38 otHocurcs k uzotuny IgG1, comepxainuii 3Tansl, Ha KOTOPBIX:

NPOMCXOIUT MPUTOTOBJIEHNE KYJIBTYPAIBbHOM Cpenbl, coneprkaieii or okoJio 4,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

NPOU3BOAUTCS  KOHTPOJb  coiepkaHust onurocaxapuga GIlF u  conepxkanus
onurocaxapuaa GOF B anturene x CD38 nyreM KyJbTHUBUPOBaHHUS KJIETKU-XO35HHA,
conepxatueit monmunykyneorua, kogupyromuidi VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJbTYypajJbHOU cpene, comepskameid or okojo 4,0 u/mupa nmo okojo 6,5 w/mupan Mn,
MOCPENCTBOM dero npoayuupyercs antuteno k CD38, cogepkamiee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8, ¢ coamepxxanuem osurocaxapugaa GI1F or okomo 15% po oxono 25% wu
conepxxanueM onurocaxapuaa GOF ot okono 66% no okono 74%.

B ommcanmm Takke mpemioxkeH cnocoO mpoaykuuu - aHturena k  CD38,

3KCIpeccupyeMoro u3 noiauHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
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NO: 8, ¢ conepsxanunem onurocaxapuaa G1F ot okono 21% no oxono 25%, B KOTOPOM aHTUTENO
k CD38 orHocurcs k uzoruny IgG1, conep:xariuii sTanel, Ha KOTOPBIX:

NPOMCXOINUT MPUTOTOBJIEHNE KYJBTYPAJIbHOMN Cpefbl, conepskalneii or okouo 5,0 u/Mipa
10 okoJjo 6,5 4/minpa Mn; u

MIPOU3BOAUTCS KOHTPOJb copep:kanust onurocaxapuna G1F B anturene x CD38 nyrem
KYJIbTUBHPOBAHUS KJIETKU-XO35IMHA, Cofepakaliel nonunykneorun, kogupyroumii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KynbpTypanbHOH cpene, copepskaieil ot okosno 5,0 u/Mipa 1o
okoo 6,5 4/mupa Mn, nmocpenacTBom 4yero npoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, komupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxanuem onurocaxapuaa G1F ot okono 21% no oxono 25%.

B ommcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k  CD38,
3KcIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxanuem ommrocaxapunga GI1F ot okono 21% no oxono 25% wu copepkaHuem
onurocaxapuaa GOF ot okono 68% no okosno 74%, B koropom antuteno k CD38 oTtHocurcs k
uzotuny IgG1, conepsxkaiuii 3Tanpl, Ha KOTOPBIX:

NPOMCXOIUT MPUTOTOBJIEHNE KYJIbTYPAIbHOMN Cpenbl, coneprKaieii or okoio 5,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

NPOU3BOAUTCS  KOHTPOJb  cojiepkaHus onurocaxapuaa GIF u  conmepxkanus
onurocaxapuaa GOF B anturene k CD38 nyreM KyJbTHMBUPOBaHHUS KJIETKU-XO35MHA,
conepxaiueit nonunykyneorua, kopupyroumii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KYJIbTYpalIbHON cpene, copepskamei ot okoio 5,0 u/mupa mo okono 6,5 u/mupn Mn,
NOCPEACTBOM 4ero npoayuupyercst anrureno k CD38, skcnpeccupyemoe u3 MOIMHYKIEOTUAA,
xoaupyroiero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conep:xanuem onurocaxapuga G1F
ot okoJio 21% no okono 25% u conmepxkannem ojmrocaxapuna GOF ot okono 66% 1o okoso
74%.

B omnucanuu Taxke npensioxkeH crnocod npoaykuuu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 21% no
okoino 25%, B koropom antuteno k CD38 orHocurcs k usoruny IgG1, comepxamuii sTanel, Ha
KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHNE KYJIBTYPAIBbHOMN Cpelbl, coneprKaieii oT okoJio 5,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

MIPOU3BOANTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTHUBHPOBAHUS KJIETKU-XO35IMHA, CoAeprkaliei monnnaykieorun, kogupyromwmii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypajJbHOU Cpefe, coaepkaineii oT okoso 5,0 u/mupna oo
okoJio 6,5 u/Mapa Mn, mocpencTsom 4ero nponynupyercs antureno k CD38, comepskamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 21% no
oko1o 25%.

B omnucannm taxke npeniioxkeH crnocod npoaykunu antutena k CD38, conepxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 21% no

okono 25% wu copepxkanuem onurocaxapuna GOF ot okono 68% no okono 74%, B KOTOpOM
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antureno k CD38 otHocurcs k uzotuny IgG1, compepxainuii 3Tansl, Ha KOTOPBIX:

NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOMN Cpenbl, coneprKaeii oT okoio 5,0 u/Mipa
10 okoJjo 6,5 u/mnpa Mn; u

NPOU3BOAMUTCS  KOHTPOJb  cojepskaHust onurocaxapuga GIlF u  coxmepkanus
onmurocaxapuaa GOF B anturene x CD38 mnyreM KyJIbTHUBUPOBaHUS KJIETKU-XO35MHA,
comepskameit nonguHykieorun, kopupyoomuin VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJBTYpaIbHON Ccpefe, coaepskaimiei ot okojo 5,0 u/miupn mo okoio 6,5 w/miupa Mn,
MocpencTBOM Yero nponyuupyercs antureso k CD38, conepskamee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8 c¢ conmepxxannem ogaurocaxapuna GIF ot okomo 21% no oxomo 25% wu
conepxxkanuem onurocaxapuaa GOF ot okono 66% mno okono 74%.

B omucanuu npemioken cnoco0 mpoxykuuu antutena k CD38, skcnpeccupyemoro u3
noJimHyKJIeotnaa, kogupyromero tsokenyio nerns (VH) ¢ SEQ ID NO: 9 u nerkyro uens (LC) ¢
SEQ ID NO: 10, ¢ comepxxanuem ogurocaxapuna GI1F or okono 15% po okonmo 27%,
COZep Kallui dTalbl, HA KOTOPBIX:

NPOMCXOOUT TMPUTOTOBJICHNUE KYJBTYpPaJbHON Cpenbl, conmepkamed okono 8,5 w/mipn
WU MeHee Mn; u

MPOU3BOAUTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTUBHPOBAHUS KIIETKU-XO035IMHA, cofepkaeit noaunykneorun, kogupyromuit HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kyJapTypaJIbHOH cpeze, comep:xkammei okoyo 8,5 u/mipa wiu
MeHee Mn, mocpencTsoM dero mnpoayuupyercss antureno k CD38, skcmpeccupyemoe us
nonunykieoruaa, koaupyrouero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ cogepxaHuem
onurocaxapuaa G1F ot okono 15% 1o oxono 27%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuuu  anturena k- CD38,
sKcnpeccupyemoro u3 nojuHykieoruna, konupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ comepxanunem onurocaxapuna G1F or okono 15% mo okono 27% u copeprkanueM
onurocaxapuna GOF ot okono 65% no okono 74%, comeprkaliuii 3Tambl, HA KOTOPBIX:

NPOMCXOOUT TPUTOTOBJICHHE KYJIBTYPAJbHON Cpenbl, conmepskaiied okono 8,5 u/mipn
U MeHee Mn; u

NPOU3BOAUTCS  KOHTPOJb  cojepkaHust onurocaxapuga GIF  u  conmepxkanus
onurocaxapuna GOF B anturene x CD38 mnyreM KyJbTHUBUPOBaHHUS KJIETKU-XO35HHA,
conepxateit nomunykiaeorun, kogupyromuit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B
KYJbTypajJbHOU Cpene, comep:kamed okojio 8,5 u/mypn wiu MeHee Mn, MOCPENCTBOM HeEro
nponyuupyercst anturenio k CD38, skcnpeccupyemoe u3 nojguHykiaeoruaa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ congepxaauem omurocaxapuna G1F ot okono 15% no
okono 27% u conep:xanueM onurocaxapuaa GOF ot okono 65% 1o okosno 74%.

B onmcanun mpennoskeH crnocod mpoxaykumu aHtutena k CD38, conmepskamero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem omurocaxapuna G1F ot okono 15% no
oK0J0 27%, comep Kaluii 3Tambl, HA KOTOPbIX:

NPOMCXOAUT TPUTOTOBJIEHNE KYJbTYpPaJbHON Cpenbl, conmepskameil okono 8,5 u/mipn

WM MeHee Mn; u
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MPOU3BOAUTCS KOHTPOJb comepykanust onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTUBHPOBAHUS KIIETKU-XO35IMHA, cofepxkaieit noaunykneorun, konupyroomuit HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kyJapTypaJIbHOH cpeze, comepxamei okoyo 8,5 u/miupa wiu
MeHee Mn, nocpeacTsom dero mpoayuupyercs antureno k CD38, conepxkamee HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem omurocaxapuna G1F ot oxomno 15% mo okono
27%.

B onucannu takxe npemoxkeH crocod npoaykuuu antutena k CD38, conepskamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanunem onurocaxapuaa G1F ot okono 15% no
okono 27% u comepxkanuem onurocaxapuaa GOF ot okono 65% no okono 74%, comepkarmuit
STamnbl, HA KOTOPBIX:

NPOMCXOIUT TPUTOTOBJICHUE KYJBTYpPAJbHON Cpenbl, conmepkamed okoso 8,5 w/muipn
unu mesee Mn; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepkanust onurocaxapuga GIF wu  comepkanus
onurocaxapuaa GOF B anturene x CD38 nyreM KyJbTHUBUPOBaHHUS KJIETKU-XO35HHA,
conepxatueit nomunykieorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B
KyJbTypaJbHOU Cpene, coaep:kamed okojio 8,5 u/mupn wiu mMeHee Mn, MOCPEACTBOM HeEro
npoayuupyercst anturesno k CD38, coxepxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxanueM ogurocaxapuga GIF or okono 15% no okono 27% wu comepikaHueM
onurocaxapuaa GOF ot okono 65% 1o okono 74%.

B ommcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHturena k- CD38,
3KcIpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxanuem onurocaxapuna G1F or okono 15% no okono 27%, coxepskainuii
9Tamnbl, Ha KOTOPBIX:

IPOUCXOIUT IPUTOTOBIICHNE KYJIbTYpPAIbHON Cpelbl, coaepskaieii ot okoso 4,0 u/mupa
10 okouo 8,5 u/mapa Mn; u

MPOU3BOAMTCS KOHTPOJb comep:kanust onurocaxapuna G1F B anturene xk CD38 myrem
KYJIbTHUBHPOBAHUS KJIETKU-XO35IMHA, coAepkateit noaunykneorun, koaupyromuiit HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kyJnbTypajbHOU cpene, coaepxkainei oT okojo 4,0 4/mupa 1o
okono 8,5 4/mupa Mn, nmocpencTBom 4yero mpoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nonunykineoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
coneprxanuem onurocaxapuaa G1F ot oxomno 15% no okono 27%.

B ommcanmum Takke mpemiokeH cnoco0 mpoaykuuu  antutena k- CD38,
3KcIpeccupyemMoro u3 nojgunykiaeoruna, kogupyrmero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no okono 27% u copeprkaHueM
onurocaxapuaa GOF ot okono 65% 10 okono 74%, conep kaiinii 3Tambl, Ha KOTOPBIX:

NPOMCXOUT MPUTOTOBJIEHNE KYJIbTYPAIbHOHN Cpenbl, coneprkameii or okoo 4,0 u/Mipa
1o okoJjo 8,5 u/mnpa Mn; u

NPOU3BOAUTCS  KOHTPOJb  cojepskaHus onurocaxapuga GIF u  conmepkanus
onurocaxapuaa GOF B anturene x CD38 mnyreM KyJbTHMBUPOBaHHUS KJIETKH-XO35MHA,

coxepsxaweil nonunykneorua HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B xynbTypanbHOU
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cpene, comepskameit or okosio 4,0 u/mapn mo okono 8,5 y/mupa Mn, mOCpPEnCTBOM dYero
npoayumpyercs antureno k CD38, skcnpeccupyemoe u3 nojauHykiaeoruaa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onmurocaxapuna G1F ot okono 15% no
okouno 27% u copep:kanueM onaurocaxapuna GOF ot okono 65% no oxono 74%.

B onmcanuu takske npenjioxken cnocod nponykiuu anturena k CD38, congepskamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuna G1F ot okono 15% no
okoJ10 27%, conep Kkaluii 3Tanbl, Ha KOTOPBIX:

MIPOUCXOANT MPUTOTOBJICHHE KYJIbTYPAIbHOM Cpebl, comepskamieit ot okoyo 4,0 4/miapn
10 okojo 8,5 u/mnpa Mn; u

MPOU3BOAUTCS KOHTPONb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTHUBHPOBAHUS KJIETKU-XO35IMHA, conepkateit noiaunykneorun, kogupyromuiit HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kyJIbTypajbHOU cpeae, coaepskaiiei ot okoyo 4,0 u/mupa no
okoio 8,5 u/mnpa Mn, nocpeactsom dero nponyuupyercst antuteno k CD38, conepskamee HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem omurocaxapuna G1F ot okono 15% no
okono 27%.

B omnucanuu takke npenyioxkeH cnocod npoaykiuu antutena k CD38, cogepxxamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanunem onurocaxapuaa G1F ot okono 15% no
okono 27% u coxepykannem onurocaxapuaa GOF ot okosno 65% no okono 74%, conepkaruuii
3Tambl, HA KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOM Cpefbl, conmepskaieii or okoio 4,0 u/Mipa
10 okojo 8,5 u/mipa Mn; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepkaHust  onurocaxapuaa GIF  u  comepkanus
onmurocaxapuaa GOF B anturene x CD38 mnyreM KyJIbTHUBUPOBaHHUS KJIETKU-XO35MHA,
copepxauteit nonuHykiaeorux HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B kynbTypanbHOi
cpene, conmepkamiedi or okono 4,0 uw/mupa no okosno 8,5 w/mapa Mn, mOCpPencTBOM 4Yero
npoayuupyercst antureso k CD38, conepsxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepkanueM ogaurocaxapuna GI1F ot okono 15% no okono 27% wu comepikaHHeM
onurocaxapuaa GOF ot okono 65% 1o okono 74%.

B ommcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KcmpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conmepxanuem onurocaxapuaa G1F or okono 15% npo okono 25%, comepkammmii
3Tamnbl, HA KOTOPBIX:

NPOUCXOUT MPUTOTOBIIEHNE KYJIbTYPAIbHOMN Cpenbl, conmeprkaieii ot okoo 4,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

MPOU3BOAUTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTUBHPOBAHUS KIIETKU-XO35IMHA, cofepxkateil noauaykneorun, kogupyromuit HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kynbTypaibHOU cpene, coaeprxainel ot okojo 4,0 u/mupa no
okouo 6,5 u/mupa Mn, nmocpencTsom yero npoayuupyercs anturteno k CD38, skcnpeccupyemoe
u3 nojunykieoruna, koaupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢

conepxanueM onurocaxapuaa G1F ot oxono 15% no okono 25%.
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B ommcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KcIpeccupyeMoro u3 nojgunykiaeoruna, koaupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no okono 25% u copepxkaHuem
onurocaxapuna GOF ot okono 68% no okono 74%, copeprkaiiunil 3Tambl, Ha KOTOPbIX:

NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPaIbHOM Cpefbl, coneprkaieii or okoo 4,0 u/Mipa
10 oKouio 6,5 u/mMapa Mn; u

NPOU3BOAUTCS  KOHTPOJb  cojepkaHusi onurocaxapuga GIF  u  conmepkanus
onurocaxapuna GOF B anturene x CD38 mnyreM KyJIbTHUBHPOBaHHUS KJIETKH-XO35MHA,
conepxatueit nomunykiaeorun, kopupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B
KyJbTYpajJbHOU cpene, coaepskameid or okojo 4,0 u/mmpa mo okojo 6,5 w/miupn Mn,
MOCPENCTBOM 4ero mpoayuupyercs: antuteno k CD38, skcnpeccupyemoe U3 MONMHYKIEOTHAA,
koaupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xaHueM oaurocaxapunaa
GI1F ot okono 15% no okono 25% u copepkanuem onurocaxapuna GOF ot okono 66% no
okono 74%.

B onucanuu takke npenjioxkeH cnocod npoxaykiuu antutena k CD38, cogepxxamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanunem onurocaxapuaa G1F ot okono 15% no
oK0JI0 25%, cozmeprkalluii 3Tambl, HA KOTOPbIX:

NPOMCXOUT NMPUTOTOBJIICHHE KYJIBTYPAJIbHON Cpenbl, comepskaneii ot okoino 4,0 u/mMipa
10 okoJjo 6,5 u/mnpa Mn; u

MIPOU3BOAUTCST KOHTPOJb copepykanust onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTUBHPOBAHUS KIIETKU-XO35IMHA, cofepkaiiei noaunykneorun, kogupyromuit HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kyJIbTypaJbHOU cpeae, coaepskaeit ot okoso 4,0 u/mipa go
okoJio 6,5 u/mnpa Mn, nocpeactsom dero nponyuupyercst antureno k CD38, conepskamee HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okoJ10 25%.

B onucanuu Taxke npenjioxkeH crnocod npoaykiuu antutena k CD38, congepaxammero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuna G1F ot okono 15% no
okoso 25% u comepykarnem onurocaxapuaa GOF ot okosno 68% no okono 74%, comepkarumii
STambl, HA KOTOPBIX:

NPOMCXOIUT MPUTOTOBJIEHNE KYJIBTYPAIBbHOM Cpenbl, coneprkaieii or okoJio 4,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

NPOU3BOAUTCS  KOHTPOJb  cojepkaHuss onurocaxapuga GIF u  conmepkanus
onurocaxapuaa GOF B anturene x CD38 nyreM KyJbTUBUPOBAHHUS KJIETKU-XO35MHA,
conepxatueit nonunykieorun, kogupyromuit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B
KyJbTYypajJbHOU cpene, comepskameid or okojo 4,0 u/mupa nmo okojo 6,5 w/mupan Mn,
nocpencTsoM vero npoayuupyercsa antureno k CD38, conepxxamee HC ¢ SEQ ID NO: 9u LC ¢
SEQ ID NO: 10, ¢ conepxxanuem onurocaxapuna G1F or okono 15% no okomno 25% wu
conepxxanueM onurocaxapuaa GOF ot okono 66% no okono 74%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuuu - aHturena k- CD38,

3KcIpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
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NO: 10, ¢ conmepxxanuem onurocaxapuna GIF or okono 21% no okono 25%, comepskamuii
3Tamnbl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBJIEHNE KYJIbTYPAIbHOM Cpefbl, coneprkaeii or okoJio 5,0 u/Mipa
10 okoJjo 6,5 4/minpa Mn; u

MIPOU3BOAUTCST KOHTPOJb copepxkanust onurocaxapuna G1F B anturene x CD38 nyrem
KYJIbTUBHPOBAHUS KJIETKU-XO035IMHA, cofepkaleil noaunykneorun, kogupyromuit HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B KyJIpTypaibHOU cpeze, comepkaiueii ot okono 5,0 u/mapa 1o
okoo 6,5 4/mupa Mn, nmocpenacTBom 4yero npoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykineoruna, kogupyroomero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxkanuem onurocaxapuaa G1F ot oxono 21% mno okono 25%.

B ommcanuum Takke mpemiokeH cnoco0 mpoaykuuu  antutena k- CD38,
3KcIpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 21% no okono 25% u copepkaHueM
onurocaxapuaa GOF ot okono 68% 1o okono 74%, conep kaiuuii 3Tambl, Ha KOTOPBIX:

NPOMCXOUT MPUTOTOBJIEHNUE KYJIbTYPAIbHOMN Cpelbl, coneprKaieii oT okoio 5,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

NPOM3BOOUTCS  KOHTPONb  conmepkanmst onurocaxapuma GIF  wu  comepikanus
onurocaxapuaa GOF B anturene x CD38 nyreM KyJbTHUBUPOBaHHUS KJIETKU-XO35MHA,
conepxatueit nonunykieorun, kogupyromuit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B
KYJIBTYpaJIbHOH cpexpe, copepxkamed or okoso 5,0 u/mupa mo okojo 6,5 u/mupn Mn,
MOCPEACTBOM 4ero npoayuupyercs: anrureno k CD38, skcnpeccupyemoe n3 NOIMHYKIEOTUAA,
xoaupyrowmero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xaHueM oaurocaxapunaa
GI1F or okono 21% no okono 25% wu copepskanuem ojurocaxapuna GOF or okono 66% no
okoJi0 74%.

B onucannu takxe npenoxkeH crocod npoaykuuu antutena k CD38, conepskamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuaa G1F ot okono 21% no
oKoJIo 25%, comep kaluii 3Tarbl, HA KOTOPbIX:

NPOMCXOIUT MPUTOTOBJICHNUE KYJIBTYPAIbHOMN Cpelbl, coneprkaineii or okoJio 5,0 u/mipa
10 okoJjo 6,5 4/mnpa Mn; u

MPOU3BOANTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
KYJIbTUBUPOBAaHMsI KIETKU-XO031Ha, cofleprkaleil nonunykneorus, kogupyroumiit HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B KynbTypajbHOU cpene, coaepxkaiiel ot okojo 5,0 u/mupa no
okoJio 6,5 u/mnpa Mn, nocpeactsom 4ero nponyuupyercst antuteno k CD38, conepskamee HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem omurocaxapuna G1F ot okomno 21% no
oko1o 25%.

B omnucanuu takke npenyioxkeH crnocod npoxaykiuu antutena k CD38, cogepxamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:kanunem onurocaxapuaa G1F ot okono 21% no
okoso 25% u coxeprkanuem onurocaxapuaa GOF ot okosno 68% no okono 74%, conepkaiuuii
3Tarnbl, HA KOTOPBIX:

NPOMCXOAUT MPUTOTOBJIEHNE KYJIbTYPaIbHOM Cpebl, coneprkaieii or okoio 5,0 u/Mipa
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10 okoJjo 6,5 u/mnpa Mn; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF u  comepkanus
onurocaxapuaa GOF B anturene x CD38 nyreM KyJIbTHUBUPOBaHHUS KJIETKU-XO35MHA,
conepxaiueit nonunykiaeorun, kopupyromuit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B
KyJBTYypaJbHOU cpene, coiepskameil or okojo 5,0 w/miupa no okojo 6,5 u/mupan Mn,
nocpencTsoM uero npoxayuupyercs antureno k CD38, conepsxkamiee HC ¢ SEQ ID NO: 9uLC ¢
SEQ ID NO: 10, ¢ conepxanuem onurocaxapuna GIF or oxomo 21% no okxonmo 25% wu
conepxkanuem onurocaxapuna GOF ot okono 66% mno okono 74%.

B omucanuu npemiosken cnocod mpoxykuuu antutena k CD38, skcnpeccupyemoro u3
MOJIMHYKJIEOTH 1A, KOMUPYIOIEro BapuadenpHyto obmacts Tskenoit nernu (VH) ¢ SEQ ID NO: 7,
u BapuabenbHyro obnacte serkoit nenu (VL) ¢ SEQ ID NO 8, ¢ comepikaHueM ourocaxapuaa
GT1F ot okono 15% 1o okono 27%, BKIIOYAIOINNIN 3TaMbl, HA KOTOPBIX:

IIPOUCXOANUT MPUTOTOBJIEHUE KYJBTYPAJIBHONU CPEAbl, COAEpKaled OKOIo 8,5 yacTeil Ha
MIDHap (4/Mipa) wim MeHee mapranna (Mn); u

IIpousBonurcs kOHTPOJB comepxkanust onurocaxapunga G1F B anturene xk CD38 myrem
KYJIbTHUBHPOBAHUS KJIETKH IMYHUKA KuTaickoro xomsuka (CHO), conepskaiueii moIMHYKICOTHN,
kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KyapTypajbHON cpefe,
comepkatieit okosno 8,5 u/mnpa nim Mmeree Mn, MoCpencTBOM Hero MpoAyLHUPYETCss aHTUTENO K
CD38, skcnpeccupyemoe u3 nonunykieoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ
ID NO: 8, ¢ conepsxanuem onurocaxapuna G1F ot okono 15% 1o okomno 27%.

B ommcanum Takke mpemyioxkeH crmocod mpoxmykumu  aHtHTena k  CD38,
3KCIpeccupyeMoro u3 noiunykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conepxanuem onurocaxapuna G1F or okono 15% no okono 27% u copeprkanueM
onurocaxapuaa GOF ot okono 65% 10 0ko110 74%, BKIIIOYAKOIIHI STAIbl, HA KOTOPbIX:

IPOUCXOIUT TPUTOTOBJICHUE KYJbTYPAIbHOW Cperbl, copepkameil okono 8,5 u/mupn
WM MeHee Mn; u

NPOM3BOOUTCS  KOHTPOJb  conmepkanust onurocaxapuma GIF  wu  comepikanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynpTuBupoBanus kietku CHO, conepikamueit
nonunykyaeorun, kogupyrowmuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypanbHOH
cpene, comepskamei okoso 8,5 u/mupn wim MeHee Mn, MOCPEACTBOM YEro MPONYLUPYETCS
antureno k CD38, skcripeccupyemoe u3 noauHykineorunaa, kogupytomero VH ¢ SEQ ID NO: 7
u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no oxono 27% u
conepxxanuem onurocaxapuga GOF ot okono 65% no okono 74%.

B onmcanun npennoken crnocod mpoaykuuu anturena k CD38, comepxamero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuaa G1F ot oxomno 15% no
0KOJIO 27%, BKJIIOUAIOLIUH 3Tallbl, HA KOTOPbIX:

NPOMCXOAUT TPUTOTOBJIEHNUE KYJBTYpPaJbHON Cpenbl, conmepkameil okomo 8,5 w/mipn
unu mesee Mn; u

MIPOU3BOAUTCS KOHTPOJb copepkanust onurocaxapuna G1F B anturene x CD38 myrem

xkynbTuBupoBanus kinetku CHO, copepxkaweint nonunykiaeorun, xoxupyromuii VH ¢ SEQ ID
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NO: 7 u VL ¢ SEQ ID NO: 8, B KyJbTypaibHOU cpene, comepskameii okoyo 8,5 u/mipa wiu
MeHee Mn, nocpeactBom dero npoxyuupyercs: antureno k CD38, conepxkamee VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conep:xanuem onurocaxapuna G1F ot oxono 15% no okono
27%.

B onmcanun takke npeasioxeH crnocod npoaykuuu antutena k CD38, conepskamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conep:xannem onurocaxapuna G1F ot oxono 15% no
okoino 27% u copepxxanuem onurocaxapuna GOF ot okono 65% no okono 74%, BKIIFOYAKOLIHIA
STamnbl, HA KOTOPBIX:

NPOMCXOOUT TPUTOTOBJICHUE KYJBTYpPaJbHON Cpenbl, conmepskamed okoyo 8,5 w/mipn
WU MeHee Mn; u

MPOU3BOAMNTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF wu  comepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynpruBupoBanus kietku CHO, conepxarueit
nonunykyaeorun, kogupyrowmuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHOH
cpenme, comepkamel okoso 8,5 u/mipn M MeHee Mn, MOCPEACTBOM YEro MPONYLUpPYETCS
antuteno k CD38, conep:xamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem
onurocaxapuna G1F ot okono 15% no oxono 27% u copepkanuem onurocaxapuna GOF ot
oko10 65% 10 okono 74%.

B ommcanmm Takke mpemiokeH cnoco0 mpoaykuuu - aHthtena k- CD38,
3KCIpeccCHpyeMoro u3 nojunykieoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ comepxxanuem onurocaxapuna GIF ot okono 15% no oxono 27%, BKIHOHArOLIUN
3Tambl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBJIEHNE KYJIbTYPaIbHOM Cpefbl, coneprkaieii or okoo 4,0 u/Mipa
10 oxojo 8,5 u/mupa Mn; u

MIPOU3BOAUTCS KOHTPOJIb copepxkanust onurocaxapuna G1F B anturene x CD38 myrem
kynpTuBUpoBaHus kiaetku CHO, conepskameit nmonunykneorun, koaupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypajbHOU Cpefe, coaepxkaineii oT okoyio 4,0 4/miupa 1o
okoo 8,5 4/mupa Mn, nmocpenacTBom 4yero npoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxkanuem onurocaxapuna G1F ot oxono 15% mno okono 27%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KCIpeccupyeMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxanuem omurocaxapunga GIF or okono 15% no oxono 27% wu copepkaHUEeM
onurocaxapuaa GOF ot okono 65% no okono 74%, BKIFOYAOLIUH 3Tarbl, HA KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJIEHNE KYJIBbTYPAIbHON Cpeabl, comeprkaeii or okoo 4,0 u/Mipa
1o okojo 8,5 u/mnpa Mn; u

NPOM3BOOUTCA  KOHTPONb  conmepkanmst onurocaxapuma GIF  wu  comepikanus
onurocaxapuaa GOF B anturene k CD38 nyrtem kynptuBupoBanus kiaetku CHO, conepskameit
nonunykyaeorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypaibHOH
cpene, comepkameit or okoso 4,0 u/mupa no okojio 8,5 y/miupa Mn, mMOCpPEnCTBOM Hero

npoayuupyercst antureno k CD38, skcnpeccupyemoe U3 nonuHykJIeoTuaa, koaupyomero VH ¢
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SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okono 27% u conep:xanueM onurocaxapuaa GOF ot oxono 65% 1o okono 74%.

B omnucannm taxke npeniioxken crnocod npoaykunu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
0KO0J10 27%, BKIIFOYAIOIIUH 3TaIbl, HA KOTOPbIX:

IPOUCXOUT IPUTOTOBIICHHE KYJIbTYPAJIbHON Cpelbl, coaepskaieil or okoso 4,0 u/mupa
1o okouo 8,5 u/mapa Mn; u

MIPOU3BOAMTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 nyrem
kynsTuBupoBanus kietku CHO, conepskameit nmonunykneorun, kogupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJbTypaJiIbHO# cpene, coaepskamieit ot okono 4,0 u/mupa 1o
okoio 8,5 u/mapa Mn, mocpencTsom 4ero npoayuupyercs antureno k CD38, conepkamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
oxo1o 27%.

B omnucanunm takske npeniioxken crnocod npoaykuuu antutena k CD38, conepxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxxanuem onurocaxapuna G1F ot oxomno 15% no
okono 27% u conepxkanuem onurocaxapuna GOF ot okono 65% a0 okono 74%, BKIIFOUAROIIHMA
3Tamnbl, HA KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOHN Cpenbl, coneprkameii or okoo 4,0 u/Mipa
1o okoJjo 8,5 u/mnpa Mn; u

NPOU3BOAMUTCS  KOHTPOJb  cojepskaHus onurocaxapuga GIlF u  conmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynptuBuposanus kiuetku CHO, coneprkameit
nonunykneorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypanbHOU
cpene, comepkameit or okoso 4,0 u/mapn no okono 8,5 y/mipa Mn, moCpencTBOM dYero
nponyuupyercs antuteno k CD38, cogepxaiee VH ¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢
comepxkanuem omurocaxapuna GIF or okomo 15% po okono 27% wu  copep:kaHHeEM
onurocaxapuna GOF ot okono 65% 1o okono 74%.

B omumcanum Takke mpemiokeH crmocod mpoaykuuu  aHtutena k- CD38,
3KCIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conep:xanuem onurocaxapuna G1F ot okono 15% no okono 25%, comepkaiuii STamnsl,
Ha KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJICHNUE KYJIBTYPAJIBHON Cpenbl, comepskamei ot okoo 4,0 4/mMipa
10 okoJo 6,5 u/mnpa Mn; u

MIPOU3BOANTCST KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
kynbTuBupoBanus kietku CHO, conepskaieil nmonunykneotun, kogupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypanbHOU cpene, comepxkameii ot okoso 4,0 4u/mipn 1o
okoo 6,5 4/mupa Mn, mocpencTsom yero mponyuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, koaupyrouero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxxanueM onurocaxapuaa G1F ot oxono 15% no oxono 25%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuuu - aHturena k- CD38,

3KCIpeccupyeMoro u3 noiauHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
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NO 8, ¢ coxepxxannem onurocaxapuaa GIF or okono 15% no okono 25% u copeprkaHuemM
onurocaxapuna GOF ot okono 68% no okono 74%, copepskaiiuii 3Tamnbl, Ha KOTOPbIX:

NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOM Cpefbl, coneprkaeii or okoJo 4,0 u/Mipa
10 okoJjo 6,5 4/minpa Mn; u

NPOM3BOJAUTCA  KOHTPOJb  conepskanHuss onurocaxapuma GIF  u  comepikanus
onmurocaxapuna GOF B antutene xk CD38 nyrem kynbruuposanus kinerku CHO, conepxkaineit
nonunykyieorun, kogupyromuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHOU
cpene, comepskameit or okoyo 4,0 u/mapa oo okojio 6,5 y/mupa Mn, MOCPEICTBOM Hero
npoxayuupyercst anturesio k CD38, skcnpeccupyemoe U3 moauHykieoTuaa, kogupyromero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okono 25% u conepxanueM onurocaxapuaa GOF ot oxono 66% no okono 74%.

B omnucanum takke npeniioxken crnocod npoaykuuu antutena k CD38, conepxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
okoIo 25%, comeprkaluii 3Tambl, HA KOTOPbIX:

NPOMCXOUT MPUTOTOBJICHNE KYJIbTYPAIbHON Cpenbl, coneprkaieii or okoo 4,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

MIPOU3BOAUTCS KOHTPOJb comepykaHusi onurocaxapuna G1F B anturene k CD38 nyrem
kynbTuBupoBanus kietku CHO, conepskaieil nmonunykiaeotun, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypajbHOU cpefe, coaepxkameii ot okoso 4,0 u/miupn oo
okoJio 6,5 u/Mapa Mn, mocpencTsom yero nponyuupyercst antuteno k CD38, cogepxamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
oko1o 25%.

B onmcanun takke npenjioxeH crnocod npoaykuuu anturena k CD38, conepskamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conep:kanunem onurocaxapuna G1F or okono 15% no
okoio 25% u copepxkanuem onurocaxapuna GOF ot okono 68% no okomno 74%, conmepskamiuii
STambl, HA KOTOPBIX:

MIPOUCXOANT MPUTOTOBJICHHE KYJIbTYPaJbHOU CPebl, CoAep kaliei oT okoyio 4,0 u/Mipn
10 okoJjo 6,5 w/mnpa Mn; u

NPOM3BOOUTCS  KOHTPOJb  conmepkaHust osurocaxapuna GIF  wu  comep:kanus
onurocaxapuaa GOF B anturene k CD38 nyrtem xynptuBupoBanus kinetku CHO, conepkameit
nonunykieorun, kogupyrowmuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHON
cpene, comepskameit or okojio 4,0 uw/mnpa o okojo 6,5 u/mupa Mn, MOCPEICTBOM Hero
npoayuupyercst antuteno k CD38, conepkamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxxanueM ogurocaxapuaa GIF or okono 15% po oxono 25% wu  comepkaHuem
onurocaxapuaa GOF ot okono 66% 1o okono 74%.

B ommcanmm Takke mpemiokeH crmocod mpoxmykumu - aHtHTena kK CD38,
3KCIpeccupyeMoro u3 nojuHykneoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conepxkanuem onurocaxapuna G1F ot okono 21% no okono 25%, conepkaiiuii 3Tamnsl,
Ha KOTOPBIX:

NPOMCXOIUT NPUTOTOBJIEHNUE KYJIbTYPaIbHOMN Cpelnbl, copepskalnel ot okoso 5,0 4/mMipn
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10 okoJjo 6,5 u/mnpa Mn; u

MIPOU3BOAUTCS KOHTPOJb comepykanust onurocaxapuna G1F B anturene x CD38 myrem
xkynsTuBupoBanus kinetku CHO, conepskaieil nmonunykiaeotus, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJbTypaibHON cpelne, coaepxaiell ot okoyio 5,0 u/mupa oo
okouo 6,5 u/mnpa Mn, nocpencrsom yero npoayuupyercs antureno k CD38, skcnpeccupyemoe
u3 nonuHykieoruna, xoxupyroumero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepsxkanuem onurocaxapuna G1F ot okono 21% go oxono 25%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu aHtutena k- CD38,
3KcTIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ comepxkannem onurocaxapuaa GIF or okono 21% no okono 25% u copepkaHueM
onurocaxapuaa GOF ot okono 68% 1o okono 74%, conepskaiiuii 3Tanbsl, Ha KOTOPbIX:

NPOMCXOIUT MPUTOTOBJICHNUE KYJIbTYPAIBbHOMN Cpelbl, conmeprKaineii or okoJio 5,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

NPOU3BOAUTCS  KOHTPOJb  cojepkaHuss onurocaxapuga GIF u  conmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynpruBupoBanus kietku CHO, conepxarueit
nonunykyaeorun, kogupyrowmuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHOH
cpene, comepskameit or okoyio 5,0 uw/mupa no okojio 6,5 y/mipa Mn, MOCPEICTBOM Hero
npoayuupyercst antureno k CD38, skcnpeccupyemoe U3 nMoNMHYKIeoTHAA, kogupyromero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conepxxanuem onurocaxapuna G1F ot oxono 21% no
okouo 25% u conep:xanueM onurocaxapuaa GOF ot oxono 66% 1o okosno 74%.

B omnucannm taxke npensioxken crnocod npoaykunu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conepxanuem onurocaxapuaa G1F ot oxono 21% no
oKoJI0 25%, conepskaluii:

IPOUCXOIUT IPUTOTOBIICHHE KYJIbTYpPAJIbHON Cpelbl, Coaepskaieil or okoso 5,0 u/mupa
10 okouto 6,5 u/mMapa Mn; u

MPOU3BOAMTCS KOHTPOJb comepkanust onurocaxapuna G1F B anturene k CD38 nmyrem
kynbTuBupoBanus kietku CHO, conmepskameit nmonunykneorun, kogupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypajJbHOU Cpefe, coaepkaineii oT okoyio 5,0 u/miupn oo
okoJio 6,5 u/Mapa Mn, mocpencTsom 4ero nponyuupyercs antureno k CD38, comepixamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 21% no
okoo 25%.

B omnucanun takke npeniioxken crnocod npoaykuun antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 21% no
okono 25% u coxepykannem onurocaxapuaa GOF ot okono 68% no okono 74%, conepkarumii
3Tamnbl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBJIEHNE KYJIbTYPAIbHOMN Cpefbl, coneprkameii oT okoJio 5,0 u/Mipa
10 okoJo 6,5 4/mnpa Mn; u

NPOU3BOAMUTCS  KOHTPOJb  cojepskaHuss onurocaxapuaa GIF u  copepxkanHus
onurocaxapuaa GOF B anturene k CD38 nyrtem kynptuBuposanus kietku CHO, conepkameit

nonunykaeorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypanbHOU
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cpene, comepskameit or okojio 5,0 uw/mupa o okojo 6,5 y/mupa Mn, MOCPENCTBOM HEro
npoayuupyercst antuteno k CD38, conepxamee VH ¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8 ¢
conepxkanueM ogurocaxapuaa GIF or okono 21% po oxono 25% wu  comepkaHuem
onurocaxapuaa GOF ot okono 66% 10 oxono 74%.

B onmcanuu mpeanoxen crocod nmpoaykimuu antutena k CD38, skcnpeccupyemoro u3
nonunykieoruna, kogupyroouero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conep:xanuem
onmurocaxapuaa G1F ot oxono 15% no okono 27%, B xoropom antureno k CD38 orHocutcs k
usotuny IgG1, conepskaruii sTamnbl, Ha KOTOPBIX:

NPOMCXOOUT TPUTOTOBJICHUE KYJBTYpPaJbHON Cpenbl, conmepskamed okoyo 8,5 w/mipn
WU MeHee Mn; u

MPOU3BOANTCST KOHTPOJb comepkanusi onurocaxapuna G1F B anturene xk CD38 myrem
kynbTuBupoBanus kietku CHO, conmepkaineil nonunykneorun, kopupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJnbTypaibHOU Cpene, comepskameii okoyno 8,5 u/mipn wiu
MeHee Mn, nocpencTsoM dyero mnpoxyuupyercss antureno k CD38, skcmpeccupyemoe us
nonuaykieotuaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ congepxanuem
onurocaxapuaa G1F ot okono 15% no okono 27%.

B ommcanmm Takke mpemiokeH cnoco0 mpoaykuumu  aHtutena k- CD38,
3KCIpeccupyeMoro u3 nojunykneoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxanuem onurocaxapuga GIF ot okono 15% no oxono 27% u copepkaHueM
onurocaxapuaa GOF or okono 65% no okosno 74%, B koropom antuteno k CD38 otHocurcs k
uzotuny IgGl, conepsxkaiuii 3Tanpl, Ha KOTOPBIX:

NPOMCXOAUT TNPUTOTOBJIEHNUE KYJbTYpPaJbHON Cpenbl, conmepskameil okono 8,5 u/mipn
WJIK MeHee Mn; u

NPOM3BOMUTCA  KOHTPOJb  coiepkanus  onurocaxapuma GIF  u  comepxkanus
onurocaxapuna GOF B anturene k CD38 nyrem kynpruBupoBanus kinetku CHO, conepikarueii
nonunykyieorun, kogupyromuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHOU
cpene, comepskamiei okono 8,5 u/mipa wiu MeHee Mn, MOCPEACTBOM Yero MpOayLHPYeTCs
antureno k CD38, skcripeccupyemoe u3 noauHykineorunaa, kogupyromero VH ¢ SEQ ID NO: 7
u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no oxono 27% u
conepxxanueM onurocaxapuna GOF ot okono 65% no okono 74%.

B omnmcanun npemnoxken crnocod mponykumu anturena k CD38, conmepxamero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okono 27%, B koropom antuteno k CD38 otHocurcs k usoruny IgG1, copepkaiuii sTansl, Ha
KOTOPBIX:

NPOMCXOAUT TPUTOTOBIICHNE KYJIBTYpPaJIbHON Cpenbl, coxepskaiied okono 8,5 w/mipn
unu mesee Mn; u

MIPOU3BOAUTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
kynsTuBupoBanus kinetku CHO, conepskaineil nmonunykiaeotun, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypaJbHOH Cpene, comep:kameii okoio 8,5 u/mupa wiu

MeHee Mn, nocpeacTBoM dero npoxyuupyercs: antureno k CD38, conepxkamee VH ¢ SEQ ID



34

NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no okono
27%.

B omnucannm taxke npensioxken crnocod npoaykuuu antutena k CD38, conepxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okono 27% u conepskanuem ogyurocaxapuna GOF ot okono 65% no oxono 74%, B KOTOpOM
antureno k CD38 ornocurcs k m3oruny IgG1, conepskarumii 3Tamnsl, Ha KOTOPbIX:

IPOUCXOIUT TPUTOTOBJICHUE KYJbTYpPAIbHOW Cperpbl, coaepkameil okono 8,5 u/mipn
Wi MeHee Mn; n

MPOU3BOAMNTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF  wu  comepskanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynpTuBupoBanus kietku CHO, conepskarueit
nonunykyneorun, kogupyrowmuil VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypajbHOM
cpenme, comepkamei okoso 8,5 u/mupn wiM MeHee Mn, MOCPEACTBOM YEro MPOXYLUPYETCS
antuteno k CD38, conep:xamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem
onurocaxapuna G1F ot okono 15% no okxono 27% wu comepskannem onurocaxapuaa GOF or
oko1o 65% 10 okono 74%.

B ommcammm Takke mpemiokeH cnoco0 mpoaykuumu  aHtutena k- CD38,
3KCIpeccupyeMoro u3 noiuHykneoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepsxannem onurocaxapuaa G1F ot oxono 15% no okosno 27%, B KOTOPOM aHTUTENIO
k CD38 orHocurcs k uzotuny IgG1, conep:xaiiuii sTamnel, Ha KOTOPBIX:

NPOMCXOUT MPUTOTOBJIEHNE KYJIbTYPAIbHON Cpefbl, conmeprkaieii or okoio 4,0 u/Mipa
10 okojo 8,5 u/mipa Mn; u

MPOU3BOAUTCST KOHTPOJb copepxkanust onurocaxapuna G1F B anturene k CD38 nytem
xynbTuBupoBanus kinetku CHO, conepskameil nonunykneorun, kogupyromuiit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJnbTypalbHOU Ccpene, coaepskaiiei ot okoso 4,0 4/mipa 1o
okoJio 8,5 u/mapa Mn, nmocpencTBom 4yero nponayuupyercst antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxkanuem onurocaxapuna G1F ot okomno 15% mno okono 27%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu  antutena k- CD38,
3KCIpeccupyemMoro u3 nojuHykneoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ comepxanuem ommrocaxapuna GI1F or okono 15% no oxono 27% wu copepkaHUEeM
onurocaxapuaa GOF ot okono 65% no okosno 74%, B koropom antuteno k CD38 oTtHocurcs k
uzotuny IgG1l, conepsxkaiuii 3Tanpl, Ha KOTOPbIX:

NPOUCXOUT NMPUTOTOBIICHUE KYJIBTYPAJIBHON Cpenpl, comepskamei ot okoino 4,0 u/mMipa
1o okojo 8,5 u/mnpa Mn; u

NPOU3BOAMUTCS  KOHTPOJb  cojepkaHus onurocaxapuga GIF u  conmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBuposanus kiaetku CHO, conepkameit
nonunykyaeorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypajibHOM
cpene, comepskameit or okoso 4,0 u/mupa no okojio 8,5 y/mipa Mn, MOCpPEICTBOM Hero
npoayuupyercst antureno k CD38, skcnpeccupyemoe U3 nonuHykJIeoTuaa, koaupyomero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuaa G1F ot okono 15% no
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oxono 27% u conep:xanueM onurocaxapuaa GOF ot okono 65% 1o okono 74%.

B omnucannm taxke npeniioxken crnocod npoaykunu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
oxoino 27%, B kotopom antuteno k CD38 otnocurcs k usoruny IgG1, copepxxamuii sTanel, Ha
KOTOPBIX:

IPOUCXOUT IPUTOTOBIICHHE KYJIbTYPAJIbHON Cpelbl, coaepskaieil or okoso 4,0 u/mupa
1o okouo 8,5 u/mapa Mn; u

MPOU3BOAMTCS KOHTPOJb comep:kanust onurocaxapuna G1F B anturene k CD38 nytem
kynsTuBupoBanus kietku CHO, conepskameit nmonunykneorun, kogupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypajJbHOU Cpefe, coaepxkaineii oT okoyio 4,0 4/mipa 1o
okoo 8,5 u/mapa Mn, mocpencTsom 4ero nponyuupyercs antureno k CD38, conepskamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okono 27%.

B omnucanunm takske npeniioxken crnocod npoaykuuu antutena k CD38, conepxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
okono 27% wu copepxxkanueMm ojurocaxapuna GOF or okono 65% po okono 74%, B KOTOpOM
antureno k CD38 otHocurcs k uzotuny IgG1, copepxaiuii 3Tansl, Ha KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOHN Cpenbl, coneprkameii or okoo 4,0 u/Mipa
1o okoJjo 8,5 u/mnpa Mn; u

NPOU3BOAMUTCS  KOHTPOJb  cojepskaHus onurocaxapuga GIlF u  conmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynptuBuposanus kiuetku CHO, coneprkameit
nonunykneorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypanbHOU
cpene, comepskameit or okoso 4,0 u/mnpa no okojo 8,5 y/mipa Mn, mOCpPencTBOM dero
nponyuupyercs antuteno k CD38, cogepxaiee VH ¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢
comepxkanuem omurocaxapuna GIF or okomo 15% po okono 27% wu  copep:kaHHeEM
onurocaxapuna GOF ot okono 65% no okono 74%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KCIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxannem onurocaxapuna G1F ot okono 15% no oxono 25%, B KOTOPOM aHTUTENO
k CD38 orHocurcs k uzoruny IgG1, coneprxaiuii sTamnsl, Ha KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHNE KYJIBTYPAIbHON Cpefbl, conmeprkaieii or okoJio 4,0 u/mipa
10 okoJo 6,5 u/mnpa Mn; u

MIPOU3BOANTCST KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
kynbTuBupoBanus kietku CHO, conmepsxaieil nonunykneorun, xonupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypajJbHOU Cpefe, coaepxkaieii ot okoyo 4,0 u/miupn oo
okoo 6,5 4/mupa Mn, mocpencTsom yero mponyuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, koaupyrouiero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxanueM onurocaxapuaa G1F ot okono 15% no okono 25%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuuu - aHturena k- CD38,

3KCIpeccupyeMoro u3 nojunykieoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
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NO: 8, ¢ conepxanuem onurocaxapuga GIF ot okono 15% no oxono 25% wu copepxkaHuem
onurocaxapuaa GOF or okono 68% no okosno 74%, B koropom antuteno k CD38 otHocurcs k
uzotuny IgGl, conepsxkaliuii 3Tanpl, Ha KOTOPbIX:

NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYpPaJbHOI Cpepl, copepskainei ot okoso 4,0 4/mMipa
10 okoJjo 6,5 4/mnpa Mn; u

NMPOU3BOAUTCS  KOHTPOJb  cojepkaHusi onurocaxapuga GIF  u  conmepkanus
onurocaxapuna GOF B anturene k CD38 nyrem kynpruBupoBanus kietku CHO, conepikarueii
nonunykneorun, kogupyromuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KyJbTypaJbHOM
cpene, comepskameit or okono 4,0 u/mipa no okojio 6,5 y/mupa Mn, MOCPEICTBOM 4ero
nponyuupyetcst anturesio k CD38, skcnpeccupyemoe u3 nmonuHykKIeoTuaa, koaupyroomero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuga G1F ot oxomno 15% no
okono 25% u conepxanueM onurocaxapuaa GOF ot okxono 66% no okono 74%.

B omnucanuu takske mpeniioxken crnocod npoaykuunu antutena k CD38, conepsxkamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
okono 25%, B koropom antuteno k CD38 otHocurcs k usoruny IgG1, copepkaiuii sTansl, Ha
KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOHN Cpefbl, coneprkaeii or okoo 4,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

MPOU3BOAUTCS KOHTPOJb comeprkanust onurocaxapuna G1F B anturene k CD38 nmyrem
kynsTuBupoBanus kinetku CHO, conepskaieil nmonunykiaeotun, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B kyJIbTypaJbHOU cpefne, coaepxkaieii ot okoso 4,0 u/mupn oo
okoJo 6,5 u/Mapa Mn, mocpencTsom yero nponyuupyercs antureno k CD38, comepixamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conep:xanunem onurocaxapuna G1F ot oxono 15% no
okoJ10 25%.

B onucanum taxke npeniioxkeH crnocod npoaykiuu anturena k CD38, copepskamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
okono 25% wu comepxkanuem ojurocaxapuna GOF or okono 68% po okono 74%, B KOTOpOM
antureno k CD38 otHocurcs k uzotuny IgG1, conepxainuii 3Tansl, Ha KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHNUE KYJIbTYPAIbHOMN Cpefbl, coneprkaineii ot okoJio 4,0 u/Mipa
10 okoJo 6,5 u/mMmnpa Mn; u

NPOM3BOOUTCS  KOHTPOJb  conmepkanmst —osurocaxapuga GIF  wu  comepikanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBupoBanus kinetku CHO, conepkameit
nonunykyaeorun, kogupyromuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHOH
cpene, comepskameit or okoyo 4,0 uw/mapn mo okono 6,5 y/mupa Mn, MOCPEnCTBOM Yero
npoayuupyercst antuteno k CD38, conepkamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxxanueM ogurocaxapuaa GI1F or okono 15% po oxono 25% wu  comepkaHuem
onurocaxapuaa GOF ot okono 66% 1o oxono 74%.

B ommcanum Takke mpemioxkeH crmocod mpoaykuuu - aHturena k- CD38,
3KCIpeccupyeMoro u3 nojunykineoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID

NO: 8, ¢ conepxanuem onurocaxapuaa G1F ot okono 21% no okono 25%, B KOTOPOM aHTUTENO
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k CD38 orHocurcs k uzoruny IgG1, conepsxaiuii 3Tamnbl, Ha KOTOPBIX:

NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOMN Cpenbl, coneprKaeii oT okoio 5,0 u/Mipa
10 okoJjo 6,5 u/mnpa Mn; u

MIPOU3BOAUTCS KOHTPOJIb copepskanust onurocaxapuna G1F B anturene x CD38 nyrem
xynsTuBupoBanus kinetku CHO, conmepskameil nonunykneotun, xonupyromuin VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJnbTypaJbHOU Cpefie, coaepskaiiei ot okosio 5,0 u/miapa 1o
OKOJI0 6,5 u/Mapa Mn, mocpencTBoM 4ero npoayuupyercs antureno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, komupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxkanuem onurocaxapuaa G1F ot okono 21% mno okono 25%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KCIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ comepxanuem onurocaxapuna G1F or okono 21% no okono 25% u comepskaHuem
onurocaxapuaa GOF or okono 68% no okosno 74%, B koropom antuteno k CD38 oTtHocurcs k
uzotuny IgG1l, conepsxkaiuii 3Tanpl, Ha KOTOPBIX:

NPOMCXOUT MPUTOTOBJIEHNUE KYJIbTYPAIbHOMN Cpelbl, coneprKaieii oT okoio 5,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

NPOU3BOAMUTCS  KOHTPOJb  cojepkaHus onurocaxapuga GIF  u  coxmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBupoBanus kinetku CHO, conepkameit
nonunykaeorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHOH
cpene, comepskameit or okosio 5,0 u/mMapn mo okojio 6,5 y/mipa Mn, mOCpPEnCTBOM HYero
npoayuupyercst antureno k CD38, skcnpeccupyemoe U3 nonuHykKJIeoTuaAa, koaupyomero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conepxxanuem onurocaxapuna G1F ot oxono 21% no
okoJio 25% u conepxanuem onurocaxapuna GOF ot okono 66% no oxosno 74%.

B onmcanun takke npeajioxeH cnocod npoaykuuu antutena k CD38, conepskamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conep:xanunem onurocaxapuna G1F ot oxono 21% no
oxoino 25%, B koropom antuteno k CD38 ortHocurcs k m3oruny IgG1, cogeprkamuii sTamsl, Ha
KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHNUE KYJIBTYPAIbHOMN Cpelbl, coneprkaineii or okoJio 5,0 u/mipa
10 okoJo 6,5 u/mnpa Mn; u

MPOU3BOANTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
kynbTuBupoBanus kietku CHO, conmepsxkaieil nonunykineorun, xonupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypajJbHOU Cpele, coaepxkaineii oT okoyo 5,0 w/mupn oo
oKoJio 6,5 u/Mapa Mn, mocpencTsom 4ero nponayuupyercs antureno k CD38, comepskamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 21% no
oko1o 25%.

B omnucannm taxske npeniioxkeH cnocod npoaykuun antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 21% no
okono 25% wu copepxanuem onurocaxapuna GOF ot okoso 68% m0 okono 74%, B kKOTOpOM
antureno k CD38 ortHocurcs k uzotuny IgG1, compepxainuii 3Tansl, Ha KOTOPBIX:

NPOMCXOAUT MPUTOTOBJIEHNE KYJIbTYPaIbHOM Cpebl, coneprkaieii or okoio 5,0 u/Mipa



38

10 okoJjo 6,5 u/mnpa Mn; u

NPOM3BOMUTCA  KOHTPONb  comepkanus  onurocaxapuma GIF  wu  comepikanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynptuBuposanus kietku CHO, conepskameit
nonunykneorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypanbHOU
cpene, conepkaiieii or okono 5,0 uw/mupan no okosno 6,5 u/mMapa Mn, mOCpencTBOM Hero
nponyuupyercst antureno k CD38, conepskaimee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢
comepxkanuem omurocaxapuga GIF or okomo 21% po okono 25% wu  copep:kaHHEM
onurocaxapuaa GOF ot okono 66% 1o okono 74%.

B omucanuu npemioskeH croco0 mpoxnykuuu antutena k CD38, skcnpeccupyemoro us
NoJIMHYKJIeoTHa, koaupyromiero Tsokenyio nernb (VH) ¢ SEQ ID NO: 9 u nerkyro uens (LC) ¢
SEQ ID NO: 10, ¢ comepxxanuem ogurocaxapuna GI1F or okono 15% po okomo 27%,
COZlep KAl UM dTalbl, HA KOTOPBIX:

NPOMCXOAUT TPUTOTOBJICHHE KYJIBTYpPAJIbHOH Cperbl, comeprameii okoso 8,5 u/mupn
unu mesee Mn; u

MPOU3BOANTCS KOHTPOJb comepykanusi onurocaxapuna G1F B anturene xk CD38 myrem
kynsTuBupoBanus kjietku CHO, copepxaieii nonunykneorun, koaupyromuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B KyJbpTypaJIbHOH cpene, conep:kaineii okoyo 8,5 u/mupa wiu
MeHee Mn, mocpencTsoM dero mnpoayuupyercs antureno k CD38, skcmpeccupyemoe us
nonunykieoruaa, koaupyrouero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ cogepxaHuem
onurocaxapuaa G1F ot okono 15% 1o oxono 27%.

B ommcanum Takke mpemioxkeH cnocoO mpoaykuuu - aHthrena k  CD38,
sKcIpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ comepxannem onurocaxapuna G1F or okono 15% mo okono 27% u comeprkanueM
onurocaxapuna GOF ot okono 65% 10 okosno 74%, coneprkaiuuii 3Tambl, Ha KOTOPBIX:

IPOUCXOIUT TPUTOTOBJICHUE KYyJbTYpPAJIbHOW Cperpbl, copepkameil okono 8,5 u/mupn
WM MeHee Mn; u

NPOM3BOOUTCS  KOHTPOJb  conmepkanust onurocaxapuma GIF  wu  comepikanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynpTuBupoBanus kietku CHO, conepikamueit
nonunykieorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KyJbTypajbHOM
cpene, comepskamei okoso 8,5 u/mupn wim MeHee Mn, MOCPEACTBOM YEro MPONYLUPYETCS
antureno k CD38, skcnpeccupyemoe u3 nonunykieoruaa, koaupyrowmero HC ¢ SEQ ID NO: 9
u LC ¢ SEQ ID NO: 10, ¢ conepxxannem onurocaxapuaa G1F ot okono 15% no oxono 27% u
conepxxanuem onurocaxapuga GOF ot okono 65% no okono 74%.

B onmcanun mpennokeH crmocod mpoxaykumu aHtuTena k CD38, conmepskamero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem omurocaxapuna G1F ot okono 15% no
okoIo 27%, comep kaluii 3Tambl, HA KOTOPbIX:

NPOMCXOAUT TPUTOTOBJICHNE KYJBTYpPaJbHON Cpenbl, conmepkamel okoso 8,5 w/mipn
unu mesee Mn; u

MIPOU3BOAUTCS KOHTPOJb copepykanust onurocaxapuna G1F B anturene x CD38 myrem

kynsTuBupoBanus kietku CHO, copepxkaineli momunykneotus, kogupyromuiit HC ¢ SEQ ID



39

NO: 9 u LC ¢ SEQ ID NO: 10, B kyJapTypaJIbHOH cpeze, comep:kamei okoyo 8,5 u/mipa wiu
MeHee Mn, nmocpeactsom dero mpoayuupyercs antureno k CD38, conepxkamee HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxxanuem onurocaxapuaa G1F ot okxono 15% no okono
27%.

B onmcanuu takske npenjioxken cnocod nponykiuu anturena k CD38, congepskamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuna G1F ot okono 15% no
okono 27% u copepxkanuem onurocaxapuna GOF ot okosno 65% no okono 74%, comepskamiuii
STamnbl, HA KOTOPBIX:

NPOMCXOOUT TPUTOTOBJICHUE KYJBTYpPaJbHON Cpenbl, conmepskamed okoyo 8,5 w/mipn
WU MeHee Mn; u

MPOU3BOAMNTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF wu  comepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynpruBupoBanus kinetku CHO, conepixaineit
nonunykieorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KynbTypajbHOM
cpenme, comepkamel okoso 8,5 u/mipn M MeHee Mn, MOCPEACTBOM YEro MPONYLUpPYETCS
antuteno k CD38, conepxkamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ congepxaHuem
onurocaxapuna G1F ot okono 15% no oxono 27% u copepxkanuem onurocaxapuna GOF ot
oko10 65% 10 okono 74%.

B ommcanmm Takke mpemiokeH cnoco0 mpoaykuuu - aHthtena k- CD38,
3KcIpeccupyemMoro u3 nojunykieoruna, kogupyroimero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conmepxanuem onurocaxapuna GIF or okono 15% no okono 27%, coxepskaiuii
3Tambl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBJIEHNE KYJIbTYPaIbHOM Cpefbl, coneprkaieii or okoo 4,0 u/Mipa
10 oxojo 8,5 u/mupa Mn; u

MIPOU3BOAUTCS KOHTPOJIb copepxxkanust onurocaxapuna G1F B anturene k CD38 nyrem
kyneTuBupoBanus kierku CHO, comepkamelt nonmunykneorun, koaupyrouuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B KynbTypajbHOU cpene, coaeprkainei oT okojo 4,0 4/mupa 1o
okoo 8,5 4/mupa Mn, nmocpencTBom 4yero npoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nonuHykineoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxkanuem onurocaxapuna G1F ot oxono 15% mno okono 27%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KcmpeccupyemMoro u3 nojgunykiaeoruna, kogupyrmero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no okono 27% u copepkaHueM
onurocaxapuaa GOF ot okono 65% 10 okono 74%, conep kaiiuii 3Tambl, Ha KOTOPBIX:

NPOMCXOUT MPUTOTOBIICHNE KYJIbTYPAIbHOMN Cpenbl, comeprkameii ot okoio 4,0 u/Mipa
1o okojo 8,5 u/mnpa Mn; u

NPOM3BOOUTCA  KOHTPONb  conmepkanmst onurocaxapuma GIF  wu  comepikanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBupoBanus kietku CHO, conepkameit
nonunykyeotuas HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KyabTypaJbHOI cpene,
comepaxatieit ot okoso 4,0 u/mipa 1o okoino 8,5 u/Miapa Mn, mOCpenCTBOM 4ero mpoxyLUPyeTCs

antureno k CD38, skcnpeccupyemoe u3 nonunHykiaeoruaa, koaupyrowmero HC ¢ SEQ ID NO: 9
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u LC ¢ SEQ ID NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% o okoso 27% u
conepxanueM onurocaxapuaa GOF ot okono 65% no oxono 74%.

B omnucanuu taxoke npeniioxkeH cnocod npoxaykiuu antutena k CD38, cogepxamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuaa G1F ot okono 15% no
okoJ10 27%, conmeprKaiuii 3Tambl, Ha KOTOPBIX:

IPOUCXOUT IPUTOTOBIICHHE KYJIBTYPAIbHOW Cpebl, coaepskaineii ot okono 4,0 u/mupa
1o okouo 8,5 u/mapa Mn; u

MPOU3BOAMTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
kynsTuBupoBanus kietku CHO, copepxameii nomunykneorun, koaupyromuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B KynbTypajbHOU Cpefie, coaepskaliei ot okoio 4,0 u/mupa 1o
okoio 8,5 u/mnpa Mn, nocpeactsom dero nponyuupyercst antuteno k CD38, conepskamee HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem omurocaxapuna G1F ot okono 15% no
okono 27%.

B omnucanuu takke npemnioskeH crnocod npoxaykiuu anturena k CD38, conepskamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ cogep:xanunem onurocaxapuaa G1F ot okono 15% no
okono 27% u coxepxkannem onurocaxapuaa GOF ot okosno 65% no okono 74%, conepkarmii
3Tamnbl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBIICHHE KYJIBTYPAJIBbHON Cpenbl, conepskameii ot okono 4,0 u/Mipa
1o okoJjo 8,5 u/mnpa Mn; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepskanuss — onurocaxapuga GIF u  comepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynptuBuposanus kiuetku CHO, coneprkameit
nonunykyeotuas HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B kyJapTypajbHOH cpene,
coxepaxatiei ot okoso 4,0 u/mnpa 1o okoso 8,5 u/mnpa Mn, IOCPeACTBOM Hero mpoayLUpyeTcs
antureno k CD38, copepxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem
onmurocaxapuaa G1F or okono 15% no oxono 27% u copepxanuem omnurocaxapuna GOF ot
oko10 65% 1o okoso 74%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KcmpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conmepxanuem onurocaxapuna GIF or okonmo 15% po oxomo 25%, comepskammmii
STamnbl, HA KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHNE KYJIBTYPAIbHON Cpefbl, conmeprkaieii or okoJio 4,0 u/mipa
10 okoJo 6,5 u/mnpa Mn; u

MIPOU3BOANTCST KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
kynpTuBupoBaHus kjetku CHO, copepskaiued nonunykneorun, koaupyromuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kynbTypaibpHOU cpene, coaepxaineii ot okojo 4,0 4/mupa 1o
okoo 6,5 4/mupa Mn, mocpencTsom yero mponyuupyercs antuteno k CD38, skcnpeccupyemoe
n3 nonunykineoruna, kogupyroomero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, c
conepxanueM onurocaxapuaa G1F ot okono 15% no okono 25%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuum  aHturena k- CD38,

3KcIpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
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NO: 10, ¢ conepxxanuem onurocaxapunaa G1F ot okxono 15% no okono 25% u copepkaHuem
onurocaxapuna GOF ot okono 68% no okono 74%, copeprkaiiunii 3Tambl, Ha KOTOPBIX:

NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOM Cpefbl, coneprkaeii or okoJo 4,0 u/Mipa
10 okoJjo 6,5 4/minpa Mn; u

NPOM3BOAUTCA  KOHTPONb  coxepkaHust onurocaxapuna GIF  u  comepkanus
onmurocaxapuna GOF B antutene xk CD38 myrem kynbruupoBanus kinetku CHO, conepakarnei
nonunykieorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KyibTypajbHOM
cpene, comepskaimeit or okojio 4,0 u/mnpa g0 okojo 6,5 u/mupa Mn, MOCPEICTBOM Hero
nponyuupyercst antureno k CD38, skcnpeccupyemoe u3 nojguHykiaeoruaa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem omurocaxapuna G1F ot okono 15% no
oxono 25% u conepkanueM onurocaxapuaa GOF ot okono 66% no oxomno 74%.

B omnucanuu Takke npenjioxkeH crnocod npoaykiuu antutena k CD38, cogepxkamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanunem onurocaxapuaa G1F ot okono 15% no
okoIo 25%, comeprkaluii 3Tambl, HA KOTOPbIX:

NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOHN Cpenbl, copepskatield ot okoso 4,0 4/mMipn
10 okoJo 6,5 u/mnpa Mn; u

MPOU3BOAUTCS KOHTPOJb copepykanusi onmurocaxapuna G1F B anturene x CD38 myrem
kynsTuBupoBanus kietku CHO, copepxaieli nonunykneorun, koaupyromuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B KyJIbTypaJIbHOM cpefe, coaepskarieir ot okoyo 4,0 u/mupa oo
okoJio 6,5 u/mnpa Mn, nocpeactsom dero nponyuupyercst antureno k CD38, conepskamee HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onmurocaxapuna G1F ot okono 15% no
oko1o 25%.

B onmcanuu takske npeanoxen cnocod nponykuuu anturena k CD38, cogepxamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuaa G1F ot oxono 15% no
okoio 25% u copepxkanuem onurocaxapuna GOF ot okono 68% no okomno 74%, conmepskamiuii
STambl, HA KOTOPBIX:

MIPOUCXOAUT MPUTOTOBJICHHE KYJIbTYPaJbHOU CPeIbl, CoAepsKamiei oT okoyio 4,0 u/Mipn
10 0koJ0 6,5 w/Mmnpa Mn; u

NPOM3BOOUTCS  KOHTPOJb  conmepkanmst osmrocaxapuga GIF  wu  comepikanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBupoBanus kinetku CHO, conepkameit
nonunykieorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KynbTypajbHOM
cpene, comepskameit or okoyio 4,0 uw/mupa no okojio 6,5 y/miupa Mn, MOCPEICTBOM Hero
npoayuupyercst anturesno k CD38, coxepxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxxanueM ogurocaxapuaa GI1F or okono 15% no okono 25% wu comepikanuem
onurocaxapuaa GOF ot okono 66% 1o okono 74%.

B ommcanmm Takke mpemiokeH cnoco0 mpoaykuuu - aHtutena k- CD38,
3KcIpeccupyemMoro u3 nojunykieoruna, kogupyroiero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxanuem onurocaxapuaa GIF or okono 21% npo okono 25%, comepkainuii
3Tamnbl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBJIEHNE KYJIbTYPaIbHOM Cpefbl, coneprkaieiil or okoio 5,0 u/Mipa
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10 okoJjo 6,5 u/mnpa Mn; u

MIPOU3BOAUTCS KOHTPOJb comepykanust onurocaxapuna G1F B anturene x CD38 myrem
kynsTuBupoBanus kietku CHO, copepxaiueii nonunykneorun, koaupyromuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kyJnpTypaibpHOU cpene, coaeprxaliei ot okojo 5,0 u/mupa no
okouo 6,5 u/mnpa Mn, nocpencrsom yero npoayuupyercs antureno k CD38, skcnpeccupyemoe
u3 nomuHykieoruaa, koaupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxanuem onurocaxapuna G1F ot okono 21% no okono 25%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu aHtutena k- CD38,
sKcmpeccupyemMoro u3 nojunykieoruna, kogupytommero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conep:xanuem onurocaxapuna G1F ot okono 21% no okono 25% u conep:kaHuem
onurocaxapuaa GOF ot okono 68% 1o okono 74%, congeprkainuii 3Tambl, Ha KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHNUE KYJIbTYPAIBbHOMN Cpelbl, conmeprKaineii or okoJio 5,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

NPOM3BOOUTCS  KOHTPOJb  conmepkanmst onurocaxapuma GIF  wu  comepikanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBupoBanus kinetku CHO, conepkameit
nonunykyaeorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KyibTypajbHOM
cpene, comepskameit or okoyio 5,0 u/mMapn mo okono 6,5 y/mipa Mn, MOCPEnCTBOM 4Yero
npoayuupyercst antureno k CD38, skcnpeccupyemoe u3 nojauHykiaeoruaa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onmurocaxapuna G1F ot okomno 21% no
oxouo 25% u coxpep:xanueM onurocaxapuaa GOF ot okono 66% no oxosno 74%.

B omnucanuu taxoke npensioxeH crnocod npoxykiuu antutena k CD38, cogepxamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuaa G1F ot okono 21% no
okoJ10 25%, coneprKaiuii 3Tambl, Ha KOTOPBIX:

IPOUCXOIUT IPUTOTOBIICHNE KYJIBTYPAIbHOW Cpelbl, cofepskaineii ot okoso 5,0 u/mupa
10 okouto 6,5 u/mMapa Mn; u

MPOU3BOAMTCS KOHTPOJIb comepkanusi onurocaxapuna G1F B anturene xk CD38 myrem
kynbTuBupoBanus kietku CHO, copepxameii momunykneorun, koaupyromuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B KyJbTypajbHOU Cpefie, Coaepskaliei ot okoio 5,0 u/mupa oo
okoJio 6,5 u/mnpa Mn, nocpeactsom dero nponyuupyercst antuteno k CD38, conepskamee HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem omurocaxapuna G1F ot okomno 21% no
okoo 25%.

B omnucanuu takke npemnioskeH crnocod nmpoxykiuu anturena k CD38, conepskamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanunem onurocaxapuaa G1F ot okono 21% no
okono 25% u coxepykannem onurocaxapuaa GOF ot okono 68% no okono 74%, conepkarumii
3Tamnbl, HA KOTOPBIX:

NPOMCXOINUT MPUTOTOBJIEHNE KYJIBTYPAJIBHOMN Cpelbl, conepskaiieii or okoso 5,0 u/Mipa
10 okoJo 6,5 u/mnpa Mn; u

NPOM3BOAUTCA  KOHTPONb  conmepskanust onurocaxapuma GIF  u  comepikanus
onurocaxapuaa GOF B anturene k CD38 nyrtem xynptuBuposanus kietku CHO, conepkameit

nonunykneorun, kogupyrouuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KynbTypajbHOM
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cpene, comepskameit or okoyo 5,0 uw/mupa no okojio 6,5 y/miupa Mn, MOCPEICTBOM Hero
npoayuupyercst antureno k CD38, coxepxkamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxxanueM ogurocaxapuaa GI1F ot okono 21% po okono 25% wu comepikaHuem
onurocaxapuaa GOF ot okono 66% 10 oxono 74%.

B omnmcanum Takke mpemioxkeH cnoco0 mpoaykuumu  aHturena k- CD38,
SKCIIPECCUPYEMOro U3 nonuHykieorunaa, kogupyommero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxxanuem omurocaxapuna G1F ot oxono 15% no okxono 27%, BKiIHOYArOIUN
STamnbl, HA KOTOPBIX:

NPOUCXOOUT KYJbTHBUPOBAHUE KJIETKHU-XO3SMHA, SKCIPECCUPYIOMIECH MOJMHYKICOTH],
komupyromuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B yc/oBUsIX MPOAYKIIMH aHTUTENA K
CD38; u

NIPOU3BOAUTCS KOHTpPOJb cofepkaHust omurocaxapugaa GIF B anturene x CD38
NOCPECTBOM KOHTPOJSI KOHLEHTpaUMd Mn B KyJbTYpaJbHOH cpene BO BpeMsi OMOCHHTE3a
antutena k CD38 u perynupoBaHusi KOHLUEHTpaluu Mn B KyJbTypaJIbHOW Cpele BO BpeMs
ouocunTe3a antutena k CD38 Tak, 4ToOBI OHa cocTaBisuia OKojio 8,5 u/Mipn win Menee Mn,
MOCPENCTBOM 4ero mponyuupyercs antureno k CD38 ¢ comepxanuem onurocaxapuna G1F ot
oxouno 15% no okono 27%.

B HexoTOpbIX BapuaHTaxX OCYIIECTBIIEHHs cofeprkanue onurocaxapuna G1F B anturene
k CD38 cocrasnser ot okono 15% no okono 25%.

B HekoTOpbIX BapuaHTaxX OCYIIECTBIIEHHs copeprkanue onurocaxapuna G1F B anturene
k CD38 cocrasnser ot okono 21% no okono 25%.

B HekoTOpbIX BapuaHTaxX OCYIIECTBIEHHs copeprkanue onurocaxapuna GOF B anturene
k CD38 cocrasnsier ot okoino 65% 1o okono 74%.

B HekoTOpbIX BapuaHTax OCYIIECTBIIEHUs conepkanue onurocaxapuna GOF B anturene
k CD38 cocrasnsier ot okono 68% no 74%.

B HEKOTOpBIX BapMaHTaX OCYINECTBJIEHHUsS] KOHIIEHTpAaLMIO Mn B KyJbTYpaJIbHOW cpene
peryaupyroT TakuM 00pa3oMm, 4ToObl OHA comepskana ot okoso 4,0 u/Mipa 1o okojo 8,5 u/mipn
Mn.

B HEKOTOpBIX BapMaHTaxX OCYIIECTBJIEHUs] KOHIIEHTpaLMIO Mn B KyJbTYpaJIbHOH cpene
PeryaupyroT TakuM 00pa3oM, 4ToObI OHA coaeprkana oT okouo 4,0 u/Mipa 1o okoyo 6,5 9/Mipa
Mn.

B HEeKOTOpBIX BapHaHTax OCYIIECTBJIEHUs] KOHIEHTpaLWI0 Mn B KyJbTYpaJIbHOH cpene
PEryINpYIOT TaKUM 00pa3oM, 4TOOBI OHA cofeprKaia OT 0koJio 5,0 u/Mipa. 1o okoio 6,5 4/Mipa
Mn.

B HekoTOpbIX BapuaHTaxX OCYIIECTBIIEHHs coneprkanue onurocaxapuna G1F B anturene
k CD38 cocrasnsier ot okoiio 15% 1o oxono 27%, conepxanue onurocaxapuaa GOF B anTutene
k CD38 cocrasmisier oT okono 65% 10 okosio 74%, a KOHIEHTpauur0 Mn B KyJbTypajabHOU
cpene peryJmpyrT TaKuM 00pa3oM, 4ToObl OHA cOCTaBisuia oT okojio 4,0 u/Mipa 1o okoo 8,5
9/MIIPA.

B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUs coaepskaHue onurocaxapuna G1F B anturene
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k CD38 cocrasmnsier ot okoiio 15% 1o oxono 25%, coneprxanue onurocaxapuaa GOF B anTuTene
k CD38 cocrasnsier o okosno 68% 10 okono 74%, a KOHIEHTpauuro Mn B KyJbTypalbHOU
cpene peryJmpyrT TaKuM 00pa3oM, 4ToObl OHA COCTaBisuia oT okoJio 4,0 u/Mipa 1o okoo 6,5
9/MITPA.

B HekoTOpBIX BapHaHTax OCyLIECTBIIEHUs coaepskaHue onurocaxapuna G1F B anturene
k CD38 cocrasmsier ot okojo 21% 1o okono 25%, conepskanue onurocaxapuna GOF B anturene
k CD38 cocrasnser ot okono 68% no oxono 74%, a kOHLEHTpaluio Mn B KyJlbTypalbHOM
cpene PeryMpyrT TakkuM 00pa3oM, 4TOObI OHA COCTaBJIsIa OT OKOJIO 5,0 4/Mipa 10 OKoJjio 6,5
9/MIIPA.

B HekOTOpBIX BapuaHTaX OCYLIECTBJCHUS KyJbTypajbHas CpeAa MPencTaBisieT CoOOM
OCHOBHYIO CpeZly MJIH IMUTATEJIbHYIO CPeny.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJCHHsS KYyJbTHBHPOBAHWE BKIIFOYAET MPHMEHEHHE
NOJNHUTHIBAEMO KYJIBTYPbI WK Nep(y3UOHHON KYJIBTYPHI.

B HeKkoTOpHIX BapHaHTAaX OCYLIECTBIEHHs KJIETKA-XO3SIMH TNPEACTaBIsieT CoOoit
5YKaPUOTHUYECKYIO KIIETKY.

B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS 3yKapUOTHYECKAasl KJIETKA MPEACTABIsIET COOOM
knerky CHO, knerky PER.C6, knerky NSO, knerky Sp2/0 nnn knerky BHK.

B Hexoropbix BapumanTax ocymecteiaeHus kierka CHO mpencraBiser coOoil KIeTKy
CHO-K1, knerky CHO-DG44, xnerky CHO-S unu xknerky CHO-DXB11.

B Hexotopbix BapuanTax ocymectsieHus kierka CHO negpextna nmo GS.

B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHs CIOCOO PEaH3yIOT B YCIOBHSX, OTBEYAIOIIUX
GMP.

B Hexotopeix BapuaHTax ocyumectBieHus antureso k CD38 comepxxur VH ¢ SEQ ID
NO: 7u VL ¢ SEQ ID NO: 9.

B HexoTopbIX BapuaHTax ocyuiecTsiaeHus antureno k CD38 conepsxut uzotun IgG1.

B Hekotopeix BapuaHTax ocyumectBiaeHus antuteno Kk CD38 comepxxut HC ¢ SEQ ID
NO: 9u LC ¢ SEQ ID NO: 10.

B HekoTopbIx BapuaHTax ocyiiecTBieHusi antuteno k CD38 mpencrasuser coboii
OuoaHaor.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KCIpeccupyeMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxxanuem onurocaxapuna GIF ot okono 15% no oxono 27%, BKIFOHAROIIUN
3Tamnbl, HA KOTOPBIX:

NPOUCXOOUT KYJBTHBUPOBAHUE KJIETKH-XO3AHUHA, SKCIPECCUPYIOMIEH IMOJWHYKICOTH],
kogupyromuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B yc/oBusIX MPOAYKIINH aHTUTENA K
CD38; u

MPOU3BOAMUTCS KOHTPOJb conepxkaHusi ojurocaxapuaa GIlF B anturene x CD38
MOCPENCTBOM KOHTPOJSI KOHLEHTpAlMu Mn B KyJbTypalibHOH cpene BO BpeMmsi OMOCHHTE3a
antutena k CD38 u perynupoBaHusi KOHLUEHTpaluu Mn B KyJbTypaJIbHOW Cpele BO BpeMs

omocunTesa antutena k CD38 Tak, yToObl OHa cocTaBisiia OKojo 8,5 u/mipa win menee Mn,
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MOCPENCTBOM 4ero npoayuupyercs: antureno k CD38, skcnpeccupyemMoe U3 MOJTHHYKJICOTHAA,
kogupyrowmero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxaHueMm ojurocaxapunaa
GIF ot oxono 15% no okono 27%.

B omnmcanum Takke mpemioxkeH cnoco0 mpoaykuuu  aHturena k- CD38,
SKCIpecCUpyeMoro u3 nojunykieoruna, kogupyroiero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conepxanuem ojurocaxapuna G1F or okono 15% no okomno 27% u copeprkanueM
onurocaxapuaa GOF ot okosno 65% 10 oxono 74%, BKJIIOUAOIIUN 3Tambl, HA KOTOPBIX:

MIPOUCXOANT KYJIbTUBHPOBAHUE KIJIETKH-XO35IMHA, 3KCIPECCHUPYIOLIeH MMOJIUHYKIEOTUN,
xkogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoayKLHH aHTUTENA K
CD38; u

MPOU3BOAMNTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF wu  comepkanus
onurocaxapuna GOF B antutene x CD38 nocpeacTBOM KOHTPOJS KOHLEHTpauud Mn B
KyJBTypajJbHOW cpeme BO Bpemst OuocuHTe3a anturena k CD38 wu  perynupoBanwms
KOHIIEHTpauu Mn B KyJNbTypajbHOU cpene BO BpeMsi OmocuHTe3za antutena k CD38, mpuuem
KOHLIEHTPALUIO Mn B KyJIbTYPaJIbHON Cpeie PEeryJIUPYIOT TaK, YTOOBI OHA COCTaBJIsIa OKOJIO 8,5
y/MIIpI  WIM  MeHee Mn, TOCpPencTBOM dero mnpoayuupyercs aHtureno k  CD38,
skcipeccupyemoe m3 VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxaHuem
onurocaxapuna G1F ot okono 15% no oxono 27% u copepkanuem onurocaxapuna GOF ot
oko1o 65% 110 okono 74%.

B omumcanuu npennoxen cnocod mpoxnykuuu anturena k CD38, conmepskamero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
OKOJIO 27%, BKJIFOUAIOLIUHI 3Tallbl, HA KOTOPBIX:

IPOUCXOAUT KYJBTUBUPOBAHUE KIIETKH-XO35IMHA, 3KCIPECCUPYIOLIEN MOJNUHYKIECOTHN,
xonupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusIX NpOAYKLIUU aHTUTENA K
CD38; u

MPOU3BOAMNTCS KOHTPOJIb conmepxkaHusi ojurocaxapuaa GIF B anturene k CD38
NOCPECTBOM KOHTPOJISI KOHLEHTpauUMd Mn B KyJbTYpajbHOH cpene BO Bpemsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHsl KOHLEHTpaUud Mn B KyJbTypaJIbHOH cpele BO BpeMs
OnocuHTe3a anturena k CD38, mnpuuem koHHEHTpamuro Mn B KyJbTypalibHOH cCpene
PEryJUpYIOT Tak, 4TOOBI OHA COCTaBJIsLIAa OKOJIO 8,5 u/Mipa uimu MeHee Mn, MOCPEICTBOM Yero
npoayuupyercst antuteno k CD38, conepkamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, c
conepxkanueM onurocaxapuna G1F ot oxomno 15% no okono 27%.

B omnucanum takke npeniioxkeH crnocod npoaykunu antutena k CD38, conepskamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
okono 27% u conepskanuem ojurocaxapuaa GOF ot okono 65% g0 okono 74%, BKIFOHAOIIUI
STallbl, HA KOTOPBIX:

MIPOUCXOAUT KYJBTUBHPOBAHUE KIJIETKU-XO35IMHA, 3KCIPECCUPYIOLIEN MONNHYKIEOTHN,
xogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoAyKLH1H aHTUTENA K
CD38; u

MPOU3BOAUTCS  KOHTPOJIb  coiep:kanust  omurocaxapuga GI1F  u  coxmeprkanus
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onurocaxapuaa GOF B antutene x CD38 nocpeacTBOM KOHTPOJsA KOHLEHTpauuu Mn B
KyJBTypajJbHOU cpeme BO Bpems OwocuHTea antutena k CD38 wu  perymupoBaHus
KOHIIEHTpauu Mn B KyJbTypajdbHOU cpene BO BpeMsi OmocuHTe3a anturena k CD38, mpuyem
KOHLIEHTPALMIO Mn B KyJbTYpaJIbHON Cpefie PEeryJUpyIOT Tak, YTOOBI OHAa COCTaBJIsIa OKOJIO 8,5
y/Mipa wid MeHee Mn, mocpeacTBoM uero npoayuupyercs antuteno k CD38, conepxamee VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conep:xannem onurocaxapuna G1F ot okono 15% no
okoJ10 27% u coneprxkanuem onurocaxapuna GOF ot okoso 65% no oxomno 74%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu aHtutena k- CD38,
3KcTIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conmepxxanuem onurocaxapuaa GIF or okomo 15% no okono 27%, BKIFOYAIOIIHIMA
STallbl, HA KOTOPBIX:

MIPOUCXOAUT KYJbTUBHPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MONUHYKICOTHN,
xoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix npoayKLH1H aHTUTENA K
CD38; u

MPOU3BOANTCS KOHTPOJb coxepkaHusi osmrocaxapuaa GIF B anturene xk CD38
NOCPENCTBOM KOHTPOJsSI KOHLEHTpaUMd Mn B KyJbTYPaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHMsl KOHLEHTpauud Mn B KyJbTypajbHOW Cpele BO BpeMs
OnocunaTe3a anturena k CD38, mpuyem KoHIeHTpauuio Mn B KyJbTypaJbHOH cpene
peryJupyroT Tak, 4ToObl OHa cocTaBisuia OT okojio 4,0 u/mupn mo okoino 8,5 u/mupa Mn,
MOCPENCTBOM 4ero npoayuupyercs antureno k CD38, skcnpeccupyemoe U3 MONUHYKIEOTHAR,
komgupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepkaHueM oqurocaxapusia
GIF ot oxono 15% no okono 27%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuuu  anturena k- CD38,
sKcmpeccupyemMoro u3 nonunykieoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxxanuem osurocaxapuna G1F ot okono 15% no okono 27% wu coneprkaHueMm
onurocaxapuna GOF ot okono 65% mo okono 74%, BKIFOYAOLIUH 3Tarbl, HA KOTOPBIX:

MPOUCXOANT KYJbTUBHPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MONUHYKICOTH],
xkogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBUsIX NPOAYKIIMH aHTUTENA K
CD38; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepkanust onurocaxapuga GIF wu  comepkanus
onurocaxapuaa GOF B antutene x CD38 mnocpeacTBOM KOHTpOJs KOHLEHTpauuu Mn B
KyJIBTypajJbHOW cpeme BO Bpems OwocuHTesa antutena k CD38 wu  perynmupoBaHus
KOHIIEHTpauu Mn B KyJNbTypajbHOU cpene BO BpeMsi OmocuHTesa antutena k CD38, mpuuem
KOHLIEHTPALMIO Mn B KyJBTYpaJIbHOH Cpeie PEeryJUpPYIOT TaK, YTOOBI OHa COCTABIISIA OT OKOJIO
4,0 u/mipn o okono 8,5 u/minpa Mn, mocpencrBoM uero npoaynupyercst antureno k CD38,
3KcIpeccupyemMoe u3 nonunykieoruaa, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxanuem onurocaxapuga G1F ot okono 15% no oxono 27% wu copepkaHueM
onurocaxapuaa GOF ot okono 65% 10 okono 74%.

B omnucannm taxske npensioxked crnocod npoaykuuu antutena k CD38, conepxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
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OKOJI0 27%, BKJIIOUAIOLIUHI 3TaIlbl, HA KOTOPBIX:

IIPOUCXOANUT KYJBTUBUPOBAHUE KIJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MOJNHYKIEOTHN,
xogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycinoBUsX NPOAYKIUH aHTUTENA K
CD38; u

MIPOU3BOAMUTCS KOHTPOJIb coxepxkaHusi ogurocaxapuaa GIF B anturene x CD38
HIOCPEICTBOM KOHTPOJIsI KOHLEHTpauuu Mn B KyJbTypajbHOH cpere BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHus KOHIEHTpauuu Mn B KyJbTYpajbHOHM cpene BO BpeMs
Ouocunresa anturena k CD38, mnpuyeM KoHIEHTpamuro Mn B KyJbTypalibHOW cCpene
pPeryiupyroT Tak, 4ToObl OHAa COCTaBjisia OT Okojio 4,0 u/mMupn mo okojio 8,5 u/mupa Mn,
nocpencTsoM vero npoxyuupyercs antureno k CD38, cogepxkamee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8, ¢ conepsxannem onurocaxapuna G1F ot okono 15% g0 okomno 27%.

B omnucanum takke npeniioxkeH crnocod npoaykuuu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
okono 27% u conepskanuem onurocaxapuaa GOF ot okono 65% no okono 74%, BKIOHArOIIUI
STallbl, HA KOTOPBIX:

MPOUCXOAUT KYJbTUBUPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEN MONNHYKIEOTH],
xoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoAayKLH1H aHTUTENA K
CD38; u

NPOU3BOJAUTCS  KOHTpPONb  cojepkaHus onurocaxapuaa GIF u  conmepxkanus
onurocaxapuaa GOF B antutene x CD38 mnocpeacTBOM KOHTPOJs KOHLEHTpauuu Mn B
KyJBTypajJbHOU cpene BO Bpems OuocuHTe3a antutena k CD38 wu  perymupoBaHus
KOHIIEHTpauu Mn B KyJbTypajbHON cpene BO BpeMsi OmocuHTe3a anturena k CD38, mpuyem
KOHLIEHTPALMi0 Mn B KyJbTYpaJIbHOH Cpefie PEeryJUpPYIOT TaK, YTOOBI OHa COCTABIISANA OT OKOJIO
4,0 u/mapn o okono 8,5 w/mapa Mn, mocpencTBoM 4ero mnpoayuupyercst antuteno k CD38,
cogepxatiee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxxanuem onurocaxapuna G1F
ot okono 15% no okosno 27% u copepkanuem onurocaxapuaa GOF ot okono 65% mo okono
74%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu  antutena k- CD38,
3KCIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no okono 25%, comepkamuii 3Tarsl,
Ha KOTOPBIX:

NPOUCXOAUT KYJbTUBHPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEN MONUHYKICOTH],
xoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycioBusix NpoayKLH1H aHTUTENA K
CD38; u

MPOU3BOANTCS KOHTPOJIb coxepkaHusi ogurocaxapuaa GIF B anrurene x CD38
NOCPECTBOM KOHTPOJSI KOHLEHTpaUMd Mn B KyJbTYpaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHusl KOHLEHTpauud Mn B KyJbTypajbHOW Cpele BO BpeMs
OnocunaTe3a anturena k CD38, mpuyem koHmeHTpamuioo Mn B KyJbTypaJbHOH cpene
peryJupyroT Tak, 4ToObl OHa cocTaBjsuia OT okojio 4,0 u/mupn mo okoino 6,5 y/mupa Mn,

NOCPEACTBOM 4ero npoayuupyercs: anrureno k CD38, skcnpeccupyemoe u3 NOIMHYKIEOTUAA,
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kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanueM onurocaxapusa
GIF ot oxono 15% no okono 25%.

B omnmcanum Takke mpemioxkeH cnoco0 mpoaykuumu  anturena k- CD38,
3KCIpeccupyeMoro u3 noiunykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conepxanuem onurocaxapuna G1F or okono 15% no okono 25% u copep:kaHuem
onurocaxapuna GOF ot okono 68% 10 okono 74%, coneprkaiuuii 3Tambl, Ha KOTOPBIX:

NPOMCXOAUT KYJbTHUBUPOBAHUE KJIETKHU-XO3AMHA, 3KCIPECCUPYIOIIEH IOJNHYKIEOTHN,
xkoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoAyKLHH aHTUTENA K
CD38; u

MPOU3BOAMUTCS  KOHTPOJIb  comepkanmst — onurocaxapuga GIF  wu  comepskanus
onurocaxapuaa GOF B antutene x CD38 mnocpeacTBOM KOHTPOJS KOHLEHTpauud Mn B
KyJBTypajJbHOU cpeme BO Bpems OwocuHTesa antutena k CD38 wu  perynmupoBaHus
KOHIIEHTpauu Mn B KyJNbTypajbHOU cpene BO BpeMsi OuocuHTe3a anturena k CD38, npudem
KOHLIEHTPALUIO Mn B KyJIBTYpaJIbHON Cpefie PEeryJUpPYIOT TaK, YTOOBI OHa COCTABIISIA OT OKOJIO
4,0 u/mnpn o okoio 6,5 u/mnpa Mn, mocpencrBoM yero npoaynupyercst antureno k CD38,
3KCIpeccupyemMoe u3 nonunykieoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8 ¢ conepxanuem omurocaxapunga G1F ot okono 15% mo okono 25% u copeprkaHueM
onurocaxapuaa GOF ot okono 68% 1o okono 74%.

B omnucannm taxke npeniioxken crnocod npoaykunn antutena k CD38, conepxamero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
0K0JI0 25%, cozmep Kaluii 3Tambl, HA KOTOPbIX:

NPOUCXOAUT KYJbTHUBUPOBAHUE KJIETKHU-XO3AMHA, SKCIPECCUPYIOIIEH IOJNHYKIEOTHN,
xogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoAyKLHUH aHTUTENA K
CD38; u

NPOM3BOIUTCA KOHTpOJIb conepkaHus omnurocaxapuna GIF B anturene k CD38
MOCPEICTBOM KOHTPOJIsI KOHLEHTpauMd Mn B KyJbTypajbHOH cpene BO Bpemsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHs KOHLEHTpauud Mn B KyJbTypajbHOM Cpele BO BpeMs
OuocunTe3a anturena k CD38, mnpuyem KoHIEeHTpauuio Mn B KyJbTYpaJbHOW cpene
pPeryiupyroT Tak, 4ToObl OHAa COCTaBjisia OT Okojio 4,0 u/mMupn mo okojio 6,5 y/mupa Mn,
MoCcpencTBoM vero npoxyuupyercs antureno k CD38, cogepxkamee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8, ¢ conep:xanuem onurocaxapuga G1F ot oxomno 15% no oxono 25%.

B omnucanun takke npeniioxken crnocod npoaykuun antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
okono 25% u coxepxkanuem onurocaxapuaa GOF ot okono 68% no okono 74%, copepramiuit
3Tamnbl, HA KOTOPBIX:

NPOUCXOAUT KYJBTHBUPOBAHUE KJIETKU-XO3AMHA, SKCIPECCUPYIOIIEH IMONUHYKIEOTH,
xogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoAyKLH1H aHTUTENA K
CD38; u

NPOU3BOAUTCS  KOHTPOJb  cojepskaHust onurocaxapuaa GIlF u  coxmepkaHus

onurocaxapuaa GOF B antutene x CD38 nocpeacTBOM KOHTPOJs KOHLEHTpauuu Mn B
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KyJBTypajJbHOU cpene BO Bpems OwuocuHTe3a antutena k CD38 wu  perymupoBaHus
KOHIIEHTpauu Mn B KyJbTypajdbHOU cpene BO BpeMsi OmocuHresa antutena k CD38, mpuuem
KOHLIEHTPALMI0O Mn B KyJBTYpaJIbHON cpenie peryJupyroT Tak, 4TOOBI OHA COCTABJISATIA OT OKOJIO
4,0 u/mnpn o oxono 6,5 u/mnpa Mn, mocpencTBoM uero npoayuupyercst antureno k CD38,
coxepxamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conepxanuem onurocaxapuaa G1F
ot okojio 15% no okono 25% u conmepxkanuem onurocaxapuna GOF or okono 68% no oxoso
74%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu aHtutena k- CD38,
3KcTIpeccupyemMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conep:xanuem onurocaxapuna G1F ot okono 21% no okosno 25%, cogepskamuii 3Tarmbl,
Ha KOTOPBIX:

MIPOUCXOAUT KYJbTUBHPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MONUHYKICOTHN,
xoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix npoayKLH1H aHTUTENA K
CD38; u

MPOU3BOANTCS KOHTPOJIb coxepxkanusi ogurocaxapuaa GI1F B anrurene k CD38
NOCPENCTBOM KOHTPOJsSI KOHLEHTpaUMd Mn B KyJbTYPaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHMsl KOHLEHTpauud Mn B KyJbTypajbHOW Cpele BO BpeMs
OnocunTe3a aHturena k CD38, mpuuem KoHHEHTparmuro Mn B KyJbTypalibHOH cpene
pPeryJupyroT Tak, 4TOOBl OHA COCTaBisLIa OT OKoJio 5,0 u/mupn mo okojo 6,5 u/mupn Mn,
MOCPENCTBOM 4ero npoayuupyercs antureno k CD38, skcnpeccupyemoe U3 MONUHYKIEOTHAR,
komupyrowmero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxaHueM oJurocaxapunaa
GIF ot okono 21% no okono 25%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuuu  anturena k- CD38,
sKcmpeccupyemMoro u3 nonunykieoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conepxanuem onurocaxapuna G1F or okono 21% no okono 25% u copeprkanueM
onurocaxapuna GOF ot okono 68% no okono 74%, conepskaiiuii 3Tamnbl, Ha KOTOPbIX:

MPOUCXOANT KYJbTUBHPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MONUHYKICOTH],
xkogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoayKLH1H aHTUTENA K
CD38; u

NPOU3BOJAUTCS  KOHTPOJb  cojepkaHus onurocaxapuga GIlF  u  comeprkanus
onurocaxapuaa GOF B antutene x CD38 mnocpeacTBOM KOHTpOJs KOHLEHTpauuu Mn B
KyJIbTypajJbHOU cpeme BO Bpems OwocuHTesa antutena k CD38 wu  perymupoBaHus
KOHIIEHTpauu Mn B KyJNbTypajbHOU cpene BO BpeMsi OmocuHTesa antutena k CD38, mpuuem
KOHLIEHTPALM0 Mn B KyJIbTYpaJIbHON Cpene peryJupyroT TaK, YTOOBI OHa COCTABIISIA OT OKOJIO
5,0 9/mapa no okomo 6,5 u/mupa Mn, mocpeacTBoM dero mpoayuupyercs antureno Kk CD38,
3KcIpeccupyemMoe u3 nonunykiaeoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxanuem onurocaxapuna GI1F ot okono 21% no okono 25% wu copepkaHueMm
onurocaxapuaa GOF ot okono 68% 1o oxono 74%.

B omnucannm taxcke npensioxkeH crnocod npoaykuuu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conepxxanuem onurocaxapuaa G1F ot okono 21% no
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0K0J10 25%, comep Kaluii:

IIPOUCXOANUT KYJBTUBUPOBAHUE KIJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MOJNHYKIEOTHN,
xogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoayKLH1H aHTUTENA K
CD38; u

MIPOU3BOAMUTCS KOHTPOJb coxaepxkanus ogurocaxapuaa GIF B anrurene x CD38
HIOCPEICTBOM KOHTPOJIsI KOHLEHTpauuu Mn B KyJbTypajbHOH cpere BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusl KOHLEHTpaluu Mn B KyJbTypajbHOH cpele BO BpeMs
Ouocunresa anturena k CD38, mnpuyeM KoHIEHTpamuro Mn B KyJbTypalibHOW cCpene
PEeryJNupyroT Tak, 4TOObl OHA COCTaBJsLIa OT OKOJiO 5,0 4/Mupa Ao okojo 6,5 u/mipa Mn,
nocpencTsoM vero npoxyuupyercs antureno k CD38, cogepxkamee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8, ¢ conepxanuem onurocaxapuaa G1F ot oxono 21% no oxono 25%.

B omnucanuu takske npeaiioxked cnocod npoaykauu antutena k CD38, conepskamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 21% no
okono 25% u coxepxkannem onurocaxapuaa GOF ot okosno 68% no okono 74%, conepkarmmii
STallbl, HA KOTOPBIX:

MPOUCXOAUT KYJBTUBHPOBAHUE KJIETKU-XO35IMHA, 3KCIPECCUPYIOLIEN MONNHYKICOTH],
xoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoAayKLH1H aHTUTENA K
CD38; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF u  comepkanus
onurocaxapuaa GOF B antutene x CD38 nocpencTBOM KOHTPOJsl KOHLEHTpauuu Mn B
KyJBTypajJbHOU cpene BO Bpems OuocuHTe3a antutena k CD38 wu  perymupoBaHus
KOHIIEHTpauu Mn B KyJbTypajbHOU cpene BO BpeMsi Omocunresza antutena k CD38, mpuuem
KOHLIEHTPALMi0 Mn B KyJbTYpaJIbHOH Cpefie PEeryJUpPYIOT TaK, YTOOBI OHa COCTABIISANA OT OKOJIO
5,0 u/mnpn no okono 6,5 u/miapa Mn, mocpencTBoMm uero mponyuupyercs antureno k CD38,
cogepxatiee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxkanuem onurocaxapuna G1F
ot okosio 21% no okono 25% u comepkanuem onurocaxapuna GOF ot okono 68% m0 okono
74%.

B omucanuu npemioskeH cnoco0 mpoaykuuu antutena k CD38, skcnpeccupyemoro u3
nonmnykIeotuaa, koaupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ cogepxaHuem
onurocaxapuna G1F ot okono 15% no okono 27%, compeprKkaliuii 3Tambl, Ha KOTOPbIX:

IIPOUCXOAUT KYJIBTUBHPOBAHNE KJIETKU-XO35IMHA, 3KCIPECCUPYIOLIEH MONUHYKICOTH],
koaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLHUN aHTUTeNA K
CD38; u

MPOU3BOAMUTCS KOHTPOJb conxepxkanusi ojurocaxapuaa GIF B anturene x CD38
MOCPENCTBOM KOHTPOJSI KOHIEHTpaUMd Mn B KyJbTypaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusl KOHLEHTpauuu Mn B KyJbTypajbHOW Cpele BO BpeMs
OnocunaTe3a aHturena k CD38, mpuuem KoHHEHTparmuro Mn B KyJbTypalbHOH cpene
PeryJIMpYIOT TakK, 4TOOBI OHA COCTaBJIsLIA OKOJIO 8,5 u/Mipa uiau MeHee Mn, MOCPENCTBOM Yero
npoayuupyercs antureno k CD38, skcnpeccupyemoe u3 nojauHykiaeoruna, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onmurocaxapuna G1F ot okono 15% no
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okono 27%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuumu  aHturena k- CD38,
sKcIpeccupyeMoro u3 nojunykiaeoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no okono 27% u copepkaHueM
onurocaxapuaa GOF ot okono 65% 10 okosno 74%, coneprkaiuuii 3Tambl, Ha KOTOPBIX:

IIPOUCXOANUT KYJIBTUBUPOBAHUE KIIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MOJUHYKICOTHN,
kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycioBusix NpoayKLHUN aHTUTENA K
CD38; u

MPOU3BOAMNTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF  wu  comepskanus
onurocaxapuna GOF B antutene x CD38 mnocpencTBOM KOHTPOJs KOHLEHTpauuu Mn B
KyJBTypajJbHOU cpeme BO Bpemss OwocuHTesa antutena k CD38 wu  perynupoBaHus
KOHIIEHTpauu Mn B KyJNbTypajbHOU cpene BO BpeMsi OmocunTesa antutena k CD38, mpudem
KOHLIEHTPALMIO Mn B KyJIbTYPaJIbHON Cpeie PEeryJIUPYIOT TaK, YTOOBI OHA COCTaBJIsIa OKOJIO 8,5
y/MIIpI  WIM  MeHee Mn, TMOCpencTBoM dero mpoxayumpyercss aHtureno k  CD38,
3KcnpeccupyemMoe u3 nonuHykineoruaa, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no okono 27% u copepkaHueM
onurocaxapuaa GOF ot okono 65% o 74%.

B onmcanun mpennoskeH crnocod mpoxaykumuu aHtutena k CD38, conmepskamero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onmurocaxapuna G1F ot okono 15% no
okoI0 27%, comep Kaluii 3Tambl, HA KOTOPbIX:

MPOUCXOAUT KYJBTUBUPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MOJNHYKIEOTHN,
xogupyromuii HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix npoAyKLUN aHTUTENA K
CD38; u

MIPOU3BOAMUTCS KOHTPOJIb coaepxanust onurocaxapuna GIF B anturene x CD38
HIOCPEICTBOM KOHTPOJISI KOHLEHTpauuu Mn B KyJbTypaJbHOH cpele BO BpeMsi OHOCHHTE3a
anturena k CD38 u perynupoBaHHsi KOHLEHTpauud Mn B KyJbTypajbHOM Cpele BO BpeMs
OuocunTe3a anturena k CD38, mpuuem KoHHIEHTpamuro Mn B KyJbTypalibHOW cpene
PEryJUPYIOT TaK, 4TOOBI OHA COCTaBJIsIa OKOJIO 8,5 u/Mypa uinu MeHee Mn, MOCPEICTBOM Yero
npoayuupyetcst antureno k CD38, conepxkatee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, c
conepxanuem onurocaxapuaa G1F ot oxomno 15% mno okono 27%.

B omnucanuu takke npeniioxkeH cnocod npoxaykiuu antutena k CD38, cogepxxamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanaunem onurocaxapuaa G1F ot oxomno 15% no
okono 27% u coxepxkannem onurocaxapuaa GOF ot okosno 65% no okono 74%, conepkarumii
STallbl, HA KOTOPBIX:

MPOUCXOAUT KYJIBTUBUPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEN MONNHYKIEOTH]N,
xoaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLIUU aHTUTENA K
CD38; u

MPOU3BOAUTCS  KOHTPOJIb  coaepskanuss — onurocaxapuga GIF u  comepkanus
onurocaxapuaa GOF B antutene x CD38 nocpeacTBOM KOHTPOJs KOHLEHTpauuu Mn B

KyJBTypajJbHOU cpene BO Bpems OwuocuHTe3a antutena k CD38 wu  perymupoBaHus
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KOHIIEHTpauu Mn B KyJbTypajbHOU cpene BO BpeMsi OmocuHresa antutena k CD38, mpuuem
KOHLIEHTPALMIO Mn B KyJIbTYpaJIbHON Cpefie PEeryJIUpyIOT Tak, YTOOBI OHAa COCTaBJIsIa OKOJIO 8,5
u/Mipa Wi MeHee Mn, mocpencTsom dero nponyuupyercst anrurenio k CD38, conepxamee HC
¢ SEQ ID NO: 9u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem ogurocaxapuaa G1F ot okono 15% no
okoJi0 27% u conepxkanuem onurocaxapuna GOF ot okosno 65% no oxoino 74%.

B omucanum Takxke mpemioxkeH cmocod mpoxykumu  aHturena k- CD38,
sKcmpeccupyemoro u3 noiuHykiaeoruaa, konupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conmepxanuem onurocaxapuna GIF ot okono 15% no okono 27%, comepskamuii
STaIlbl, HA KOTOPBIX:

MIPOUCXOANT KYJbTUBHPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MONUHYKICOTH],
koaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycioBUsX IPOAYKLIUY aHTUTENA K
CD38; u

MPOU3BOAMUTCS KOHTPOJb conepxkanusi ojurocaxapuaa GIF B anturene k CD38
MOCPECTBOM KOHTPOJsSI KOHLEHTpaUMd Mn B KyJbTYPaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusl KOHLEHTpaLMd Mn B KyJbTypajbHOW Cpelie BO BpeMms
OnocunTe3a anturena k CD38, mpuuem KoHHEHTparuro Mn B KyJbTypalbHOH cpene
peryJIupyroT Tak, 4ToObl OHa cocTaBisuia OT okojio 4,0 u/mupn mo okoio 8,5 u/mupa Mn,
MOCPENCTBOM 4ero mnpoayuupyercs: antureno k CD38, skcnpeccupyemoe U3 MONMHYKIEOTHAA,
xoaupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxaHueM onurocaxapuaa
GIF ot oxono 15% no okono 27%.

B ommcanum Takke mpemioxkeH cnocoO mpoaykuumu  aHturena k- CD38,
sKcIpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ copepxannem onurocaxapuna G1F or okomno 15% no okono 27% u conepskaHueMm
onurocaxapuna GOF ot okono 65% 10 okosno 74%, coneprkaiuuii 3Tambl, Ha KOTOPBIX:

NPOUCXOAUT KYJbTUBUPOBAHUE KJIETKU-XO3AMHA, 3KCIPECCUPYIOIIEH IMOJNHYKIEOTHN,
koaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoayKLIUN aHTUTENA K
CD38; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepskanust  onurocaxapuga GIF  wu  comepskanus
onurocaxapuaa GOF B antutene x CD38 nocpeacTBoM KOHTPOJS KOHLEHTpauud Mn B
KyJBTypajJbHOU cpene BO Bpems OwocuHTea anHtutena kK CD38 wu  perynupoBanwms
KOHIIEHTpauu Mn B KyJNbTypajbHOU cpene BO BpeMsi OmocuHTesa antutena k CD38, mpudem
KOHLIEHTPALMI0O Mn B KyJBTYpaJIbHON Cpeie PEeryJUPYIOT TaK, YTOOBI OHa COCTABIISIA OT OKOJIO
4,0 u/mnpn o okono 8,5 u/mnpa Mn, mocpencreoM uero mpoaynupyercst antureno k CD38,
sKcmpeccupyemMoe u3 nonuHykineoruaa, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no okono 27% u copepkaHueM
onurocaxapuaa GOF ot okono 65% 1o okono 74%.

B omnucanum taxke npenyioxkeH crnocod mpoaykuuu antutena k CD38, conepskamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuaa G1F ot okono 15% no
oK0J10 27%, comep Kaluii 3Tambl, HA KOTOPbIX:

IIPOUCXOAUT KYJIbTUBUPOBAHUE KIIETKU-XO35IMHA, SKCIPECCUPYIOLIEH IOIUHYKICOTUN,
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xoaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLNUN aHTUTENA K
CD38; u

MPOU3BOAMUTCS KOHTPOJIb conepxkaHusi ojurocaxapuaa GIF B anturene x CD38
MOCPENCTBOM KOHTPOJISI KOHLEHTpaUMd Mn B KyJbTYypajJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusi KOHLEHTpauuud Mn B KyJbTypaJbHOH Cpele BO BpEMs
Ouocunresa antutena k CD38, npuuem KOHIEHTpauu0 Mn B KyJbTYpajJbHOH cpene
PeryJIupyrOT Tak, 4TOOBI OHA COCTaBjisia OT Okojo 4,0 u/mapa no okono 8,5 u/mipa Mn,
nocpencTsoM vero npoayuupyercs antureno k CD38, conepxxamee HC ¢ SEQ ID NO: 9u LC ¢
SEQ ID NO: 10, ¢ conepskaruem onurocaxapuaa G1F ot okono 15% no okomno 27%.

B omnucanuu takke npenjioxkeH crnocod npoaykiuu antutena k CD38, cogepxkammero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanunem onurocaxapuna G1F ot okono 15% no
okono 27% u coxepxkannem onurocaxapuaa GOF ot okono 65% no okono 74%, conmep:karumii
STallbl, HA KOTOPBIX:

MPOUCXOAUT KYyJBTUBUPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MONNHYKICOTH],
koaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLHUN aHTUTeNA K
CD38; u

MPOU3BOAMNTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF wu  comepkanus
onurocaxapuaa GOF B antutene x CD38 nocpeacTBOM KOHTPOJsA KOHLEHTpauuu Mn B
KyJbTypajJbHOU cpene BO Bpems OuocuHTe3a antutena k CD38 wu  perymupoBanus
KOHIIEHTpauu Mn B KyJbTypajbHOU cpene BO Bpems OuocuHTe3a anturena k CD38, mpuyem
KOHLIEHTPALMI0O Mn B KyJbTYpaJIbHOH Cpeie PeryJUpPYIOT TaK, YTOOBI OHa COCTABIISIA OT OKOJIO
4,0 u/mnpn o oxono 8,5 u/mnpa Mn, mocpencTBoM uero npoayuupyercst antureno k CD38,
conepxaiee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuna G1F
ot okojio 15% no okono 27% u comepxkannem ojmrocaxapuna GOF ot okono 65% no okoso
74%.

B omumcanum Takke mpemiokeH cnoco0 mpoaykuuu aHtutena k- CD38,
3KcmpeccupyemMoro u3 nojgunykiaeoruna, kogupyroiero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conmepxanuem onurocaxapuna GIF ot okono 15% no okono 25%, comepskamuii
STallbl, HA KOTOPBIX:

MIPOUCXOAUT KYJBTUBHPOBAHUE KIJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEN MONUHYKICOTH],
xkoaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLHUN aHTUTeNa K
CD38; u

MPOU3BOANTCS KOHTPOJb conmepxkanusi ojurocaxapuaa GIF B anturene xk CD38
NOCPENCTBOM KOHTPOJSI KOHLEHTpaUMd Mn B KyJbTYPaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusi KOHLEHTpauud Mn B KyJbTypajbHOM Cpele BO BpeMms
OnocunaTe3a aHtuTena k CD38, mpuyem KOHHEHTpauurdo Mn B KyJIbTypaJbHOW cCpene
pPeryJupyroT Tak, 4ToObl OHa cOCTaBjsuia OT okojio 4,0 u/mupn mo okoio 6,5 u/mupa Mn,
MOCPENCTBOM 4ero npoayuupyercs antureno k CD38, skcnpeccupyemoe U3 MONUHYKIEOTHAR,
xoaupyroiero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xaHnueM onurocaxapuaa

G1F ot okomno 15% no okomno 25%.
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B ommcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KcIpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okxono 15% no okono 25% u copepxkaHuem
onurocaxapuna GOF ot okono 68% no okono 74%, copeprkaiiunil 3Tambl, Ha KOTOPbIX:

IPOUCXOAUT KYJBTUBUPOBAHUE KIIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MOJUHYKICOTHN,
xonupyromuii HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B yci0BUsAX NPOAYKLMH aHTUTENA K
CD38; u

MPOU3BOAMTCS  KOHTPOJIb  coaepskanust  onurocaxapuga GIF  wu  comepkanwus
onurocaxapuna GOF B antutene x CD38 mocpeacTBOM KOHTPOJS KOHLEHTpauud Mn B
KyJbTypajJbHOW cpeme BO Bpemss OuocuHTesa antutena k CD38 wu  perynupoBaHus
KOHIIEHTpaluu Mn B KyJbTYypalibHOU cpele BO BpeMs OuocuHTe3a anturesna k CD38, mpuyem
KOHLIEHTPALMIO Mn B KyJIbTYpaJIbHON Cpeie PeryJUpPYIOT TaK, YTOOBI OHa COCTABIISLIA OT OKOJIO
4,0 u/mipn o okoio 6,5 u/mnpa Mn, mocpencTBoM uero npoaynupyercst antureno k CD38,
3KcIpeccupyemMoe u3 nonuHykineoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no okono 25% u copeprkaHuemM
onurocaxapuaa GOF ot okono 68% 1o oxono 74%.

B omnucanuu takke npenyioxkeH crnocod nmpoxaykiuu antutena k CD38, cogepxxamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:kanuem onurocaxapuaa G1F ot okono 15% no
oK0I0 25%, comep kaluii 3Tambl, HA KOTOPbIX:

MPOUCXOAUT KYJBTUBUPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEH MOJNHYKIEOTHN,
xoaupyromuii HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLMH aHTUTENA K
CD38; u

MPOU3BOAMUTCS KOHTPOJIb coxepxkanusi ojurocaxapuaa GIF B anturene x CD38
HIOCPEICTBOM KOHTPOJIsI KOHLEHTpauuu Mn B KyJbTypajibHOH cpere BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHus KOHIEHTpauuu Mn B KyJbTypaJbHOWH cpene BO BpeMs
Ouocunre3a anturena k CD38, mnpuyeM KoHIEHTpamurdo Mn B KyJbTypalibHOW cCpene
pPeryNupyroT Tak, 4ToObl OHAa COCTaBjsia OT Okojio 4,0 u/mMapm mo okojo 6,5 u/mupa Mn,
nocpencTsoM vero npoxayuupyercs antureno k CD38, conep:xamee HC ¢ SEQ ID NO: 9uLC ¢
SEQ ID NO: 10, c conepxanuem onurocaxapuna G1F ot okono 15% no okomno 25%.

B omnucanuu takke npenjioxkeH cnocod npoaykiuu antutena k CD38, cogepxkamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanunem onurocaxapuna G1F ot okono 15% no
okono 25% u coxepxkanuem onurocaxapuaa GOF ot okoso 68% 1o okono 74%, comepkarmmuit
STallbl, HA KOTOPBIX:

MPOUCXOAUT KYJbTUBHPOBAHUE KJIETKU-XO35IMHA, 3KCIPECCUPYIOLIEN MONUHYKIEOTH],
koaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoayKLHUN aHTUTENA K
CD38; u

MPOU3BOANUTCS KOHTPOJb coxaeprkanHusi osmrocaxapuaa GIF B anturene xk CD38
NOCPEINCTBOM KOHTPOJSI KOHLIEHTpaMd Mn B KyJbTYpajJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusl KOHLEHTpauuu Mn B KyJbTypajbHOW Cpele BO BpeMs

omocunTe3sa antutena k CD38, npuuem KoHUeHTpanmuio Mn B KyJbTypallbHOH cpere
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peryJupyroT Tak, 4ToObl OHa cocTaBjsuia OT okojio 4,0 u/mupn mo okoio 6,5 u/mupa Mn,
nocpencTsoM vero npoayuupyercsa antureno k CD38, conepxxaimee HC ¢ SEQ ID NO: 9uLCc
SEQ ID NO: 10, c¢ conepxxanuem onurocaxapuaa GlF or okxono 15% no oxomo 25% wu
conepxxanueM onurocaxapuaa GOF ot okono 68% no okono 74%.

B omnmcanum Takke mpemioxkeH cnoco0 mpoaykuumu  aHturena k- CD38,
sKcnpeccupyemoro u3 noiuHykieoruna, konupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem omurocaxapunga GIF ot okono 21% mo oxono 25%, comeprkaruuii
STamnbl, HA KOTOPBIX:

NPOUCXOOUT KYJbTHBUPOBAHUE KJIETKHU-XO3SMHA, SKCIPECCUPYIOMIECH MOJMHYKICOTH],
koaupyromuit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoayKLHUN aHTUTeNa K
CD38; u

MPOU3BOANTCS KOHTPOJIb coxepxkaHusi onurocaxapuaa GI1F B antutene xk CD38
NOCPECTBOM KOHTPOJSI KOHLEHTpaUMd Mn B KyJbTYpaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHMsl KOHLEHTpauud Mn B KyJbTypajbHOM Cpele BO BpeMs
OnocunTe3a anturena k CD38, mpuuem KoHHEHTpamuro Mn B KyJbTypalbHOH cpene
pPeryJNupyroT Tak, 4TOOBI OHA COCTaBJsLIa OT Okojio 5,0 u/mMupnm mo okojio 6,5 u/mupa Mn,
MOCPEACTBOM 4ero mpoayuupyercs: antureno k CD38, skcnpeccupyemoe U3 MONMHYKIECOTHAR,
xoaupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxaHueM oaurocaxapunaa
GIF ot oxono 21% no okono 25%.

B ommcanum Takke mpemiokeH cnoco0 mpoaykuuu  aHturena k- CD38,
3KcIpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 21% no okono 25% u copepkaHueM
onurocaxapuna GOF ot okxono 68% 1o okosno 74%, comepskalunii 3Tambl, Ha KOTOPbIX:

NPOUCXOAUT KYJbTHUBUPOBAHUE KJIETKHU-XO3AMHA, 3KCIPECCUPYIOIIEH IOJNHYKIEOTHN,
kogupyromuit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycoBusix NpoayKLHUN aHTUTENA K
CD38; u

MPOU3BOAMTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF wu  comepkanwus
onurocaxapuna GOF B antutene x CD38 mnocpeacTBOM KOHTPOJS KOHLIEHTpauud Mn B
KyJBTypajJbHOU cpeme BO Bpemss OwocuHTesa antutena k CD38 wu  perynmupoBaHus
KOHIIEHTpauu Mn B KyJbTypajbHOU cpene BO BpeMs OuocuHTe3a anturena k CD38, mpudem
KOHLIEHTPALMI0O Mn B KyJIbTYpaJIbHON Cpeie PEeryJUPYIOT TaK, YTOOBI OHa COCTABIISIA OT OKOJIO
5,0 9u/mMapa no okono 6,5 u/mupa Mn, mocpeacTBoM dero mpoayuupyercs antureno Kk CD38,
3KcmpeccupyemMoe u3 nonuHykieoruaa, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 21% no okono 25% u copeprkaHueM
onurocaxapuaa GOF ot okono 68% 1o okono 74%.

B omnucanuu takke npenyioxkeH crnocod npoxaykiuu antutena k CD38, cogepxamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuaa G1F ot oxono 21% no
oK0JI0 25%, comeprkaluii 3Tambl, HA KOTOPbIX:

NPOUCXOAUT KYJbTHUBUPOBAHUE KJIETKU-XO3AMHA, SKCIPECCUPYIOIIEH IONUHYKIEOTHN,

kogupyromuit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B yc10BUsIX TPOAYKLUU aHTUTENA K
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CD38; u

MPOU3BOAMUTCS KOHTPOJb coxepxkaHusi ojurocaxapuaa GIF B anturene x CD38
IIOCPENCTBOM KOHTPOJSI KOHLEHTpaUMH Mn B KyJbTYpajJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusi KOHLEHTpauuu Mn B KyJbTypajbHOW Cpele BO BpeMs
OuocunHreza anturena k CD38, npudyem KoHIEHTpauui0o Mn B KyJbTypaJbHOH cpene
PEryJaupyroT Tak, 4TOObI OHAa COCTaBJsIa OT OKOJo 5,0 u/mapa no okono 6,5 u/mipa Mn,
NOCpeACTBOM uero npoxayuupyercs antureno k CD38, conepskamee HC ¢ SEQ ID NO: 9ulLCec
SEQ ID NO: 10, ¢ congepsxanuem onurocaxapuna G1F ot okono 21% o okoso 25%.

B omnucanuu takke npenjioxkeH crnocod npoaykiuu antutena k CD38, cogepxkammero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanunem onurocaxapuaa G1F ot okono 21% no
okono 25% u comepxkanuem onurocaxapuaa GOF ot okono 68% no okono 74%, comep rammuit
STallbl, HA KOTOPBIX:

MPOUCXOAUT KYyJBTUBHPOBAHUE KJIETKH-XO35IMHA, 3KCIPECCUPYIOLIEN MONUHYKICOTH]N,
koaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLHUN aHTUTeNA K
CD38; u

NPOU3BOJUTCS  KOHTPOJb  cojepskaHuss onurocaxapuaa GIF  u  copepxkaHus
onurocaxapuaa GOF B antutene x CD38 nocpeacTBOM KOHTPOJsA KOHLEHTpauuu Mn B
KyJbTypajJbHOU cpene BO Bpems OwocuHTe3a antutena k CD38 wu  perymupoBaHus
KOHIIEHTpauu Mn B KyJbTypajbHOU cpene BO BpeMsi OmocuHTresa antutena k CD38, mpuuem
KOHLIEHTPAL0 Mn B KyJIbTYpaJIbHON cpene peryJupyroT TakK, 4TOOBI OHa COCTABIISIA OT OKOJIO
5,0 u/mapa no okono 6,5 u/mupa Mn, mocpeacTBoM dero mpoayuupyercs antureno k CD38,
conepxainee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ cogep:xanuem onurocaxapuna G1F
ot okoJio 21% no okono 25% u conmepxkanuem onurocaxapuna GOF ot okono 68% no oxoino
74%.

B omucanuu npemioskeH cnocod mpoxykuuu antutena k CD38, skcnpeccupyemoro u3
noymHykKIeotuaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ cogepxaHuem
onurocaxapuaa G1F ot okono 15% 10 okomno 27%, BKIKOYAIOMIMHA 3Tarbl, HA KOTOPBIX:

npoucxoaut KynbTuBupoBaHue kietku CHO, skcmnpeccupyromeil MNONUHYKIEOTHN,
xkoaupyromuiit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoayKLH1H aHTUTENA K
CD38; u

MPOU3BOANTCS KOHTPOJb conmepxkanusi ojurocaxapuaa GIF B anturene xk CD38
NOCPENCTBOM KOHTPOJsSI KOHIEHTpaUMd Mn B KyJbTypaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHMsl KOHLEHTpauud Mn B KyJbTypajbHOW Cpele BO BpeMs
ouocunTe3a antutena k CD38 Tak, yToObl OHa cocTaBisiia OKOJO 8,5 u/Mypa wim Menee Mn,
MOCPENCTBOM 4ero mpoayuupyercs: antureno k CD38, skcnpeccupyemoe U3 MOJUHYKIEOTHA,
komupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxaHueMm ojurocaxapunaa
GIF ot oxono 15% no okono 27%.

B ommcanum Takke mpemiokeH cnoco0 mpoaykuuu  anturena k  CD38,
3KCIpeccCUpyeMoro u3 nojunykieoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID

NO 8, ¢ conepxxannem onurocaxapuaa GIF or okono 15% no okono 27% u copepkaHueM
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onurocaxapuaa GOF ot okono 65% 10 okoso 74%, BKIOYAIOMIMM 3Tarbl, HA KOTOPBIX:

npoucxoaut KynbtuupoBaHue kietku CHO, »skcnpeccupyromeil NOMUHYKIEOTHN,
xogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B yci10BUsAX NPOAYKLMH aHTUTENA K
CD38; u

NPOU3BOAUTCS  KOHTPOJb  cojepskaHust onurocaxapuga GIlF u  coxmepkanus
onmurocaxapuna GOF B anturene x CD38 mnocpencrBoM KOHTposis KOHIEHTpauuu Mn B
KyJBTypalbHOH cpene BO Bpemst OuocuHre3a anturena k CD38 wu  perynupoBaHus
KOHIIEHTpallud Mn B KyJbTypajbHOU cpene BO BpeMsi OmocuHTe3a antutena k CD38, mpudem
KOHLIEHTPALUIO Mn B KyJIbTYPaJIbHOU Cpejie PEeryJIMPYIOT Tak, 4TOOBI OHA COCTaBJIsiIa OKOJIO 8,5
y/mipa  wid  MeHee Mn, TOcpencTBOM dero mpoxayuupyercs antureno k  CD38,
skcnpeccupyemoe u3 VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxxaHuem
onurocaxapuna G1F ot okono 15% no oxomno 27% u copepkanuem onurocaxapuna GOF ot
oko1o 65% 1o okono 74%.

B onmcanun npennoxken crnocod mpoaykumu anturena k CD38, comepxamero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepsxannem onurocaxapuna G1F ot okomno 15% no
OKOJIO 27%, BKJIIOUAIOLIUHI 3Tallbl, HA KOTOPBIX:

npoucxoaut KynbTuBupoBaHue kieTku CHO, bskcnpeccupyromeil NONMHYKIEOTHN,
xoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoAyKLUU aHTUTENA K
CD38; u

MPOU3BOAUTCS KOHTPOJIb conepxkaHusi ojurocaxapuaa GIlF B anturene xk CD38
IOCPENCTBOM KOHTPOJSI KOHLIEHTpaUMH Mn B KyJbTYpajJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusi KOHLEHTpauuu Mn B KyJbTypajbHOW Cpele BO BpeMs
Ouocunreza anturena k CD38, mnpuueM KoHHEHTpauuro Mn B KyJbTypalbHOH cpene
PEryJIHpyIOT Tak, YTOOBI OHA COCTABJISIA OKOJIO 8,5 u/Mipa mian MeHee Mn, mOCPEICTBOM YEro
npoayuupyercst antuteno k CD38, conepkamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxkanuem onurocaxapuga G1F ot okono 15% no okono 27%.

B omnucanuu taxske mpensioxkeH crnocod npoaykuuu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
okono 27% u conepskanuem onurocaxapuna GOF ot okono 65% 10 okono 74%, BKIOYArOLIUI
STallbl, HA KOTOPBIX:

npoucxoaut KynbTtuBupoBaHue kietku CHO, skcnpeccupyromeil NONUHYKJIEOTHN,
xoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycinoBusix NpoayKLHH aHTUTENA K
CD38; u

NPOU3BOJAUTCS  KOHTPOJb  cojepskaHus onurocaxapuaa GIF u  copepxkanHus
onurocaxapuaa GOF B antutene xk CD38 nocpeacTBOM KOHTPOJA KOHLEHTpauuu Mn B
KyJBTYpajJbHOW cpene BO Bpems OwocuHTe3a antutena k CD38 wu  perymupoBaHus
KOHIIEHTpauu Mn B KyJbTypajbHOU cpene BO BpeMsi OmocuHTesa antutena k CD38, mpuuem
KOHLIEHTPALMIO Mn B KyJIbTYypaJbHOM cpeie peryaupyroT Tak, 9YTOObI OHAa COCTaBIIsLIAa OKOJIO 8,5
u/Mipa Wik MeHee Mn, mocpeacTBoM 4ero npoayuupyercs antuteno k CD38, coneprxkamee VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
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okono 27% u conep:xkanueM onurocaxapuaa GOF ot oxono 65% no okono 74%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuumu  aHturena k- CD38,
3KCIpeccupyeMoro u3 nojuHykineoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxxanuem ogurocaxapuaa GIF ot okomo 15% no okono 27%, BKIOYAOIIUI
3Talbl, HA KOTOPBIX:

npoucxoaut KyiabTuBupoBanue kierku CHO, skcnpeccupyromeil NOJMHYKIEOTH],
xkogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoAyKLHH aHTUTENIA K
CD38; u

NPOU3BOAUTCS KOHTpPOJb coaepxaHust onurocaxapuga GIF B anturene x CD38
NOCPEICTBOM KOHTPOJISI KOHLEHTpaUMd Mn B KyJbTYpajbHOH cpene BO Bpemsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHUsl KOHLEHTpauud Mn B KyJbTypajbHOM Cpele BO BpeMs
OnocunTe3a anturena k CD38, mpuuem KoHHEHTparmuro Mn B KyJbTypaJbHOH cCpene
pPeryJNupyroT Tak, 4ToOBl OHA COCTaBjsuia OT okojio 4,0 u/mupn mo okojo 8.5 u/mupn Mn,
MOCPENCTBOM 4ero mpoayuupyercst antureno k CD38, skcnpeccupyemoe U3 MONMHYKIEOTHAR,
kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conep>xaHueMm ojurocaxapumaa
GTIF ot okono 15% no okono 27%.

B ommcanmm Takke mpemiokeH crmocod mpoaykuumu - aHtutena k- CD38,
3KCIpeccupyeMoro u3 nojunykneoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxanuem onurocaxapuga GIF ot okono 15% no oxono 27% u copepkaHueM
onurocaxapuaa GOF ot okono 65% 10 0okos10 74%, BKIIOUAOLINI 3Tambl, HA KOTOPbIX:

npoucxoaut KynbtuBupoBaHue kietku CHO, skcnpeccupyromeil NOMUHYKIEOTHN,
xogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoAyKLHH aHTUTENA K
CD38; u

NPOM3BOMUTCA  KOHTPOJb  conepskaHus  onurocaxapuga GIF  u  comepikanus
omurocaxapuna GOF B anturene x CD38 mnocpencrBoM KOHTposs KOHLEHTpauuud Mn B
KyJBTypajbHOU cpeme BO Bpemss OuocuHTesa antutena k CD38 wu  perynupoBaHus
KOHIIEHTpaui Mn B KyJbTypajbHOU cpene BO BpeMsi OmocuHTe3za antutena k CD38, mpuuem
KOHLIEHTPALMIO Mn B KyJIbTYpPaJIbHOW Cpene peryJupyroT Tak, 4TOObI OHA COCTABJISIA OT OKOJIO
4,0 u/mnpn o okono 8,5 u/mnpa Mn, mocpencrBoM uero mpoaynupyercsi antureno k CD38,
3KcmpeccupyemMoe u3 nonunykiaeoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxanuem ommrocaxapunga GI1F or okono 15% npo okono 27% u comepskaHueMm
onurocaxapuaa GOF ot okono 65% 1o okono 74%.

B omnucanum takke npeniioxkeH crnocod npoaykunu antutena k CD38, conepskamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
OKOJIO 27%, BKJIIOUAIOLIUH 3Tallbl, HA KOTOPBIX:

npoucxoaut KynbtuBupoBaHue kieTtku CHO, bskcnpeccupyromeil NONMHYKIEOTHN,
xogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoAyKLH1H aHTUTENA K
CD38; u

MIPOU3BOAMUTCS KOHTPOJIb coxaepxkaHusi ogurocaxapuaa GI1F B anrturene xk CD38

IOCPENCTBOM KOHTPOJISI KOHLEHTpaUMd Mn B KyJbTYypajJbHOH cpene BO BpeMsi OMOCHHTE3a
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anturena k CD38 u perynupoBaHusi KOHLEHTpauud Mn B KyJbTypajbHOW Cpele BO BpeMs
OnocunaTe3a anturena k CD38, mpuuem KoHHEHTparmuro Mn B KyJbTypalbHOH cpene
pPeryJupyroT Tak, 4ToObl OHa cOCTaBisuia OT Okojio 4,0 u/mupn mo okono 8,5 u/mupn Mn,
MOCPENCTBOM dero nponyuupyercs antureno k CD38, cogepkaiee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no okono 27%.

B onmcanun takke npeaiioxeH crnocod npoaykiuu anrurena k CD38, conepskamero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ coagep:xanuem onurocaxapuna G1F ot oxono 15% no
okoso 27% u conepskanuem ojurocaxapuna GOF ot okono 65% n0 okono 74%, BKITFOYAOIIHMA
STaIlbl, HA KOTOPBIX:

npoucxoaut KynbTuBupoBaHue kietku CHO, skcmpeccupyromeil NONUHYKIEOTHN,
xoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoayKLHH aHTUTENA K
CD38; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepkanust onurocaxapuga GIF wu  comepkanus
onurocaxapuaa GOF B antutene x CD38 nocpencTBOM KOHTPOJs KOHLEHTpauuu Mn B
KyJBTypajJbHOU cpeme BO Bpems OwocuHTesa antutena k CD38 wu  perymupoBaHus
KOHIIEHTpauu Mn B KyJbTypajbHOU cpene BO BpeMsi OmocuHTesa antutena k CD38, mpuuem
KOHLIEHTPALMI0O Mn B KyJBTYpaJIbHOH Cpefie PEeryJUpPYIOT TaK, YTOOBI OHa COCTABIISIA OT OKOJIO
4,0 9/mnpn o oxono 8,5 u/minpa Mn, mocpencreoM uero npoaynupyercst antureno k CD38,
conepxainee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F
ot okono 15% no okomno 27% u copepxkanuem onurocaxapuaa GOF or okono 65% mo oxono
74%.

B omnmcanum Takxke mpemioxkeH crnocod mnpoaykuuu aHturena k  CD38,
sKcIpeccupyemMoro u3 noiauHykieoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no oxomno 25%, comeprkaiuuii STamsl,
Ha KOTOPBIX:

npoucxoaut KynbtuupoBanue kjetku CHO, skcmpeccupyrommeil MONUHYKICOTH,
xogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoayKLHH aHTUTENA K
CD38; u

MPOU3BOAMUTCS KOHTPOJIb conmepxkanusi ojurocaxapuaa GIF B anturene xk CD38
NOCPEICTBOM KOHTPOJISI KOHIEHTpaUUd Mn B KyJbTypaJbHOH cpene BO BpeMmsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusi KOHLEHTpauud Mn B KyJbTypajbHOM Cpele BO BpeMs
OnocunTe3a anturena k CD38, mpuuem KoHHEHTparmuro Mn B KyJbTypalbHOH cpene
pPeryIupyroT Tak, 4ToOBl OHa COCTaBjsuia OT okojio 4,0 u/mupn mo okojio 6,5 u/mupa Mn,
MOCPENCTBOM 4ero mpoayuupyercs: antureno k CD38, skcnpeccupyemoe U3 MONMHYKIEOTHAR,
kogupytomero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxaHueMm ojurocaxapunaa
GTIF ot okono 15% no okono 25%.

B ommcanum Takke mpemiokeH cnoco0 mpoaykuumu - aHtutena k- CD38,
3KCIpeccupyemMoro u3 nojunykineoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ coxepxxannem onurocaxapuaa GIF or oxono 15% no okono 25% u copeprxaHuemM

onurocaxapuaa GOF ot okono 68% 10 oxono 74%, conep kaliuii 3Tambl, HA KOTOPBIX:
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npoucxoaut KynbTuBupoBanue kietku CHO, »skcnpeccupyromieidl NONUHYKIEOTHN,
xogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycinoBusix NpoAyKLHUH aHTUTENA K
CD38; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepkaHust  onurocaxapuaa GIF u  comepkanus
onurocaxapuaa GOF B antutene x CD38 mnocpeacTBOM KOHTpOJA KOHLEHTpauuu Mn B
KyJbTYpalibHOH cpene BO Bpems OuocuHTesa aHturena k CD38 wu  perymupoBanus
KOHLEHTpauuu Mn B KyJbTypaJbHOW cpene BO Bpems OnocuHTe3a aHTutena Kk CD38, mpuuem
KOHLIEHTPALUI0 Mn B KyJbTYpaJbHOU Cpele PeryJupyroT Tak, 4TOObI OHA COCTABJISIA OT OKOJIO
4,0 u/mnpn o okoso 6,5 u/mnpa Mn, mocpencTBoM uero mpoayuupyercs: antureno k CD38,
3KcmpeccupyemMoe u3 nonunykieoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8 ¢ conepxanuem omurocaxapuna GI1F ot okono 15% mo okono 25% u copeprkaHueM
onurocaxapuaa GOF ot okono 68% 1o okono 74%.

B omnucanuu takske mpeniioxken crnocod npoaykuunu antutena k CD38, conepsxkamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
okoIo 25%, comep:kaluii 3Tamnbl, HA KOTOPbIX:

npoucxoaut KynabTuBupoBaHue kietku CHO, skcnpeccupyromieil MNONMHYKIEOTHN,
xoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoAayKLH1H aHTUTENA K
CD38; u

MPOU3BOANUTCS KOHTPOJIb coxepxkaHusi ojurocaxapuaa GIF B anturene k CD38
NOCPENCTBOM KOHTPOJSI KOHIEHTpaUMH Mn B KyJbTypaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusl KOHLEHTpauuu Mn B KyJbTypajbHOW Cpele BO BpeMs
Ounocunreza anturena k CD38, mpuuem KoHHeHTparuio Mn B KyJbTypalbHOH cpene
peryJupyroT Tak, 4yToObl OHa cocTaByisuia oT okoio 4,0 u/mipa mo okono 6,5 u/mupa Mn,
nocpencTBoM uero npoxyuupyercs antuteno k CD38, conepxkamee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8, ¢ conepxkanunem onurocaxapuna G1F ot okono 15% no oxomno 25%.

B omnucanuu Taxke npensioxkeH crnocod npoaykuuu antutena k CD38, conepsxamero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conep:xanuem onurocaxapuna G1F ot okomno 15% mo
okoso 25% u comepykanuem onurocaxapuaa GOF ot okosno 68% no okono 74%, comepkarumii
STallbl, HA KOTOPBIX:

npoucxoaut KynbtuBupoBaHue kietku CHO, skcnpeccupyromeil NONUHYKIEOTHN,
xkoaupyromuiit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B yci0oBUsX NPOAYKIMH aHTUTENA K
CD38; u

MPOU3BOANTCS  KOHTPOJIb  coaepkanust onurocaxapuga GIF wu  comepkanus
onurocaxapuaa GOF B antutene x CD38 nocpeacTBOM KOHTPOJsA KOHLEHTpauuu Mn B
KyJbTypaJbHOW cpene BO Bpemss OuocuHTe3sa anturena k CD38 wu  perymmpoBanwms
KOHIIEHTpauu Mn B KyJbTypajbHOU cpene BO BpeMsi OmocuHTe3a antutena k CD38, mpuuem
KOHLIEHTPALMIO Mn B KyJBTYpaJIbHOH Cpeie PeryJUPYIOT TaK, YTOOBI OHa COCTABIISIA OT OKOJIO
4,0 u/mnpn o okono 6,5 y/minpa Mn, mocpencrsoM yero mpoayuupyercst antureno k CD38,
conepxainee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conep:xannem onurocaxapuna G1F

ot okoso 15% no okono 25% u copepxkanuem onurocaxapuaa GOF or okono 68% no oxoino
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74%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuumu  aHturena k- CD38,
3KCIpeccUpyeMoro u3 nojunykiaeoruna, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ conep:xkanuem onurocaxapuna G1F ot okono 21% no okono 25%, coneprkaiuii 3Tamnsl,
Ha KOTOPBIX:

npoucxoaut KyiabTuBupoBanue kierku CHO, skcnpeccupyromeil NOJMHYKIEOTH],
kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycn0oBUAX MPOAYKIINH aHTUTENA K
CD38; u

MPOU3BOAMTCS KOHTPOJb conepxkanusi onurocaxapuaa GIF B anturene xk CD38
NOCPEICTBOM KOHTPOJISI KOHLEHTpaUMd Mn B KyJbTYpajbHOH cpene BO Bpemsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHs KOHLEHTpauMM Mn B KyJIbTypasJbHOH cpene BO BpeMms
OnocunTe3a anturena k CD38, mpuuem KoHHEHTparmuro Mn B KyJbTypaJbHOH cCpene
pPeryNupyroT Tak, 4TOOBl OHAa COCTaBJsla OT Okojio 5,0 u/mMupn mo okoio 6,5 u/mupa Mn,
MOCPENCTBOM 4ero mpoayuupyercs: antureno k CD38, skcnpeccupyemoe u3 MOJUHYKIEOTHAA,
kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conep>xaHueMm ojurocaxapumaa
GIF ot okono 21% no okono 25%.

B ommcanmm Takke mpemiokeH cnoco0 mpoaykuumu  aHtutena k- CD38,
3KCIpeccupyeMoro u3 nojuHykneoruaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO 8, ¢ coxepxxannem onurocaxapuaa GIF ot okono 21% no okono 25% u copepxkaHueM
onurocaxapuna GOF ot okono 68% no okono 74%, copeprkaiiunii 3Tambl, Ha KOTOPBIX:

npoucxoaut KynbtuBupoBaHue kietku CHO, skcnpeccupyromeil NOMUHYKIEOTHN,
xogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusX NpOAyKLHH aHTUTENA K
CD38; u

NMPOU3BOAUTCS  KOHTPOJb  cojepkaHusi onurocaxapuga GIF  u  conmepkanus
omurocaxapuna GOF B anturene x CD38 mnocpencrBoM KOHTposs KOHLEHTpauuud Mn B
KyJbTypajJbHOW cpeme BO Bpemst OuocuHTe3a anturesa k CD38 wu  perynupoBanws
KOHIIEHTpaui Mn B KyJbTypajbHOU cpene BO BpeMsi OmocuHTe3za antutena k CD38, mpuuem
KOHLIEHTPALMIO Mn B KyJIbTYpaJIbHON Cpeie PEeryJUpPYIOT TaK, YTOOBI OHa COCTABIISLIA OT OKOJIO
5,0 94/mapa oo okono 6,5 u/mupa Mn, mocpeacTBoM dero mpoxyuupyercs anturesno k CD38,
3KcmpeccupyemMoe u3 nonunykiaeoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxanuem ommrocaxapunga G1F ot okono 21% no oxono 25% wu copepkaHuem
onurocaxapuaa GOF ot okono 68% 1o okono 74%.

B omnucannu takske npenyioxken crnocod npoaykmuu antutena k CD38, conepskamero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conepxanuem onurocaxapuna G1F ot okono 21% no
0K0J10 25%, comep Kaluii:

npoucxoaut KynbtuBupoBaHue kieTtku CHO, bskcnpeccupyromeil NONMHYKIEOTHN,
xoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B yclI0BUsIX NPOAYKLUN aHTUTENA K
CD38; u

MPOU3BOAMUTCS KOHTPOJb conepxkaHusi ojurocaxapuaa GIF B anturene x CD38

IOCPENCTBOM KOHTPOJISI KOHLEHTpaUMd Mn B KyJbTYypajJbHOH cpene BO BpeMsi OMOCHHTE3a
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anturena k CD38 u perynupoBaHusl KOHLEHTpalud Mn B KyJbTypaslbHOH Cpele BO BpeMs
OnocunaTe3a anturena k CD38, mpuuem KoHHEHTparmuro Mn B KyJbTypalbHOH cpene
pPeryJupyroT Tak, 4TOOBI OHA COCTaBJsLIa OT OkoJio 5,0 u/mupn mo okoio 6,5 u/mupa Mn,
NOCPEACTBOM uero npoayuupyercs antureno k CD38, cogepxamee VH ¢ SEQ ID NO: 7u VL ¢
SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 21% no okono 25%.

B onmcanun takke npenjioxeH crnocod npoaykuuu antutena k CD38, conepskamero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ coaep:xanuem onurocaxapuna G1F ot oxono 21% no
okoso 25% u conepxkanuem onurocaxapuaa GOF ot okono 68% no okono 74%, comepkarumii
STaIlbl, HA KOTOPBIX:

npoucxoaut KynbtusupoBanue kietku CHO, skcnpeccupyrommeil NOMUHYKIEOTHN,
xoaupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B ycnoBusix NpoayKLHH aHTUTENA K
CD38; u

NPOU3BOJAUTCS  KOHTPOJb  cojepkaHuss onurocaxapuaa GIF  u  conmepkanus
onurocaxapuaa GOF B antutene x CD38 mnocpeacTBOM KOHTPOJS KOHLEHTpauuu Mn B
KyJBTypajJbHOU cpeme BO Bpems OwocuHTesa antutena k CD38 wu  perymupoBaHus
KOHIIEHTpauu Mn B KyJbTypajbHOU cpene BO BpeMsi OmocuHTe3a anturena k CD38, mpuyem
KOHLIEHTPALMI0O Mn B KyJBTYpaJIbHOH Cpefie PEeryJUpPYIOT TaK, YTOOBI OHa COCTABIISIA OT OKOJIO
5,0 9/mapa no okomo 6,5 u/mupa Mn, mocpeacTBoM dero mpoayuupyercs antureno Kk CD38,
conepxaiiee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxkanuem onurocaxapuaa G1F
ot okono 21% no okosno 25% u copepxkanuem onurocaxapuaa GOF ot okono 68% m0 okoino
74%.

B omnucanuu npemoxken cnoco0 nmpoxykuuu anrutena k CD38, skcrpeccupyemoro u3
nonunykyeotuaa, koaupyrouero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem
onurocaxapuna G1F ot okono 15% 1o okono 27%, coneprkaiuuii 3Tambl, Ha KOTOPBIX:

npoucxoaut KyiabruBupoBanue kierku CHO, skcnpeccupyromeil NOJUHYKIEOTH],
kogupyromuit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycoBusix NpoayKLHUN aHTUTENA K
CD38; u

MPOU3BOANTCS KOHTPOJb coxepxkanusi ojurocaxapuaa GIF B anrurene x CD38
NOCPECTBOM KOHTPOJISI KOHLEHTpaUMd Mn B KyJbTYpaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusl KOHLEHTpauud Mn B KyJbTypajbHOM Cpele BO BpeMs
OnocuHTe3a aHturena k CD38, mpuyem koHHeHTpauuioo Mn B KyJbTYpaJbHOH Cpene
PEryJIUPYIOT TaK, 4TOOBI OHA COCTaBJIsIA OKOJIO 8,5 u/Mipa uimu MeHee Mn, MOCPEICTBOM Yero
nponyuupyercst anturenio k CD38, skcnpeccupyemoe u3 nojguHykiaeoruaa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem omurocaxapuna G1F ot oxono 15% no
okono 27%.

B ommcanum Takke mpemiokeH cnoco0 mpoaykuumu - aHtutena k- CD38,
3KcIpeccupyemMoro u3 nojunykieoruna, kogupyroiero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no okono 27% u copepkaHuem
onurocaxapuna GOF ot okono 65% no okono 74%, copeprkaiiuii 3Tambl, Ha KOTOPBIX:

npoucxoaut KynbtuBupoanue kietku CHO, »skcnpeccupyromeil HNOJUHYKIEOTHN,
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xoaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoayKLUN aHTUTeNA K
CD38; u

NPOU3BOAUTCS  KOHTPONb  cojepkaHus onurocaxapuaa GIlF u  conmepkanus
onurocaxapuaa GOF B antutene x CD38 nocpeacTBOM KOHTPOJs KOHLEHTpauuu Mn B
KyJBTypalbHOH cpene BO Bpemst OuocuHre3a antutena k CD38 wu  perynupoBaHus
KOHLIEHTpauu Mn B KyJbTypaJibHOU cpene BO Bpemsi OuocuHTe3a anturena k CD38, nmpuuem
KOHLIEHTPALMIO Mn B KyJIbTYPaJIbHOW CPeAe PEeryIupyroT Tak, 4TOOBI OHAa COCTABIIsLIA OKOJIO 8,5
y/MIIpn  WIM  MeHee Mn, TMOCPEencTBOM 4Yero mnpoxayuupyercss antureno k CD38,
sKcnpeccupyemMoe u3 nonmHykineoruaa, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conep:xkanuem onurocaxapuna G1F ot okono 15% no okono 27% u conep:kaHuem
onurocaxapuaa GOF ot okono 65% no 74%.

B omnmcanun mpemnoskeH crnocod mpoxnykumu aHtutena k CD38, conmepskamero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
okoIo 27%, comeprkaluii 3Tambl, HA KOTOPbIX:

npoucxoaut KynbTtuBupoBaHue kieTtku CHO, bskcnpeccupyromeil NONMHYKJIEOTHN,
xkoaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoayKLHUN aHTUTeNa K
CD38; u

MPOU3BOAMUTCS KOHTPOJb conepxkaHusi ojurocaxapuaa GIF B anturene xk CD38
MOCPENCTBOM KOHTPOJSI KOHLEHTpaUMd Mn B KyJbTYpaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusi KOHLEHTpauuud Mn B KyJnbTypajbHOW Cpele BO BpeMs
OnocunTe3a anturena k CD38, mnpuyem koHueHTpauuio Mn B KyJbTypaJbHOH cpene
PeryJIMpYIOT Tak, 4TOOBI OHA COCTaBJIsIAa OKOJIO 8,5 u/Mipa uinm Menee Mn, MOCPEICTBOM Yero
npoayuupyercst antureno k CD38, coxepsxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepsxanuem onurocaxapuna G1F ot okomno 15% no oxono 27%.

B onucannu takxe npenoxkeH crocod npoaykuuu antutena k CD38, conepskamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuaa G1F ot okono 15% no
okoso 27% u comepxkanuem onurocaxapuaa GOF ot okosno 65% no okono 74%, conmepkarumii
STaIlbl, HA KOTOPBIX:

npoucxoaut KynbtuBupoBaHue kietku CHO, »skcnpeccupyromeil NONUHYKIEOTHN,
koaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLHUN aHTUTeNA K
CD38; u

MPOU3BOAMNTCS  KOHTPOJIb  coaepkanust onurocaxapuga GIF  wu  comepkanus
onurocaxapuaa GOF B antutene x CD38 mnocpeacTBOM KOHTPOJS KOHLEHTpauud Mn B
KyJBTypajJbHOU cpeme BO Bpems OwocuHTesa antutena k CD38 wu  perymupoBaHus
KOHIIEHTpauu Mn B KyJNbTypajbHOU cpene BO BpeMsi OmocuHresa antutena k CD38, mpuuem
KOHLIEHTPALMIO Mn B KyJIbTYpPaJIbHON Cpeie PEeryIUPYIOT TaK, 4YTOObI OHA COCTABIIsLIA OKOJIO 8,5
u/Mypa Wi MeHee Mn, mocpencTsom dero nponyuupyercst anruresio k CD38, conepxamee HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuaa G1F ot okono 15% no
oxono 27% u copep:xanueM onurocaxapuaa GOF ot oxono 65% no oxono 74%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuuu  aHturena k- CD38,
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3KcIpeccupyemMoro u3 nojunykieoruna, kogupyroimero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxanuem onurocaxapuna GIF or okono 15% no okono 27%, coxepskaiuii
3Talbl, HA KOTOPBIX:

npoucxoaut KynbtuBupoBaHue kietku CHO, skcnpeccupyromeil NOJUHYKIEOTHN,
xogupyromuii HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix npoAyKLUN aHTUTENA K
CD38; u

NPOM3BOMUTCA KOHTpOJIb conepkanus omnurocaxapuna GIF B anturene k CD38
MOCPEICTBOM KOHTPOJISI KOHLEHTpAlMu Mn B KyJbTypalibHOH cpene BO Bpemsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHs KOHLEHTpauud Mn B KyJbTypajbHOM Cpele BO BpeMs
OuocunTe3a anturena k CD38, mnpuuem KoHHEHTpamuro Mn B KyJbTypalibHOH cCpene
pPeryJupyroT Tak, 4ToObl OHa COCTaBjsuia OT okojio 4,0 4/mypn no okojio 8,5 4/mupn Mn,
MOCPENCTBOM 4ero mpoayuupyercs: antuteno k CD38, skcnpeccupyemoe U3 MONMHYKIEOTHAA,
koaupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xaHueM oaurocaxapunaa
GTIF ot okono 15% no okono 27%.

B ommcanmm Takke mpemioxkeH crmocod mpoxmykumu - aHTHTena k  CD38,
3KcIpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no okono 27% u copepkaHueM
onurocaxapuaa GOF ot okono 65% 1o okono 74%, conepaiiuii 3Tamnbl, HA KOTOPBIX:

npoucxoaut KynbtuBupoBaHue kietku CHO, »skcnpeccupyromeil NOMUHYKIEOTHN,
xoaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix npoayKLUN aHTUTENA K
CD38; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepkaHust  onurocaxapuaa GIF  u  comepkanus
onurocaxapuaa GOF B anturene x CD38 mnocpeacTBOM KOHTPOJs KOHLEHTpauuu Mn B
KyJbTypalibHONH cpene BO Bpems OuocuHTesa aHtutena k CD38 wu  perymupoBanus
KOHLEHTpauuu Mn B KyJbTypaJbHOW cpene BO Bpems OnocuHTe3a aHTutena Kk CD38, mpuuem
KOHLIEHTPALUI0 Mn B KyJIbTYpaJIbHOU Cpelie PeryJupyroT Tak, 4TOObI OHA COCTaBJIsIAa OT OKOJIO
4,0 u/mnpn o okoio 8,5 u/minpa Mn, mocpencTBoM uero mpoayuupyercs: antureno k CD38,
sKcnpeccupyemMoe u3 nonmHykineoruaa, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxannem onurocaxapuna G1F ot okono 15% no okono 27% u comepskaHuem
onurocaxapuaa GOF ot okono 65% 1o okono 74%.

B omnucanuu takke npeniioxkeH cnocod npoxaykiuu antutena k CD38, cogepxxamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanunem onurocaxapuaa G1F ot okono 15% no
okoIo 27%, comeprkaluii 3Tarnbl, Ha KOTOPBIX:

npoucxoaut KynbTuBupoBaHue kieTku CHO, skcnpeccupyromeil NONMHYKIEOTHN,
koaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoayKLHUN aHTUTENA K
CD38; u

MPOU3BOAMUTCS KOHTPOJb conepxkaHusi ojurocaxapuaa GIlF B anturene x CD38
MOCPENCTBOM KOHTPOJSI KOHLEHTpaUMd Mn B KyJbTYpajJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusl KOHLEHTpauuu Mn B KyJbTypajbHOW Cpele BO BpeMs

OomocunTe3sa antutena k CD38, npuuem KoHUeHTpauuo Mn B KyJbTypajbHOU cpene
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peryJupyroT Tak, 4ToObl OHa cocTaBisuia oT okoyio 4,0 4/mupn mo okojo 8,5 u/mupn Mn,
nocpencTsoM vero npoayuupyercsa antureno k CD38, conepxxaimee HC ¢ SEQ ID NO: 9uLCc
SEQ ID NO: 10, ¢ conepsxanuem onurocaxapuaa G1F ot okosno 15% no okono 27%.

B omnucanum taxoke npensioxkeH crnocod mpoaykuuu antutena k CD38, conepskamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuaa G1F ot okono 15% no
okoio 27% u copepxkanunem onurocaxapuna GOF ot okono 65% no okomno 74%, conmepskariuii
9Tambl, HA KOTOPBIX:

npoucxoaut KynbtuBupoBanue kietku CHO, skcnpeccupyromeil MONUHYKIEOTHN,
koaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix npoayKLHUN aHTUTeNA K
CD38; u

MPOU3BOAMNTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF wu  comepkanus
onurocaxapuna GOF B antutene x CD38 nocpeacTBOM KOHTPOJS KOHLEHTpauud Mn B
KyJIbTypaJibHOW cpeme BO Bpems OwocuHTe3a antutena k CD38 wu  perynmupoBaHus
KOHIIEHTpauu Mn B KyJNbTypajbHOU cpene BO BpeMsi OmocuHTe3za antutena k CD38, mpuuem
KOHLIEHTPALMIO Mn B KyJBTYpaJIbHON Cpelie PEeryJUpPYIOT TaK, YTOOBI OHa COCTABIISIA OT OKOJIO
4,0 u/mipn o okono 8,5 u/mipn Mn, mocpencTsoM yero mpoayuupyercst antureno k CD38,
conepxatnee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ cogepsxannem onurocaxapuna G1F
ot okono 15% no okono 27% u copepxkanuem onurocaxapuaa GOF ot okono 65% mo oxono
74%.

B ommcanum Takke mpemiokeH crnocod mpoxaykumu  aHtHTena k  CD38,
3KcIpeccupyemMoro u3 nojunykieoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxanuem onurocaxapuna GIF or okono 15% no okono 25%, coxepskamuii
9Tamnbl, Ha KOTOPBIX:

npoucxoaut KyapTuBupoBanue kierku CHO, skcnpeccupyromeil MONUHYKIEOTHS,
kogupyromuit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycoBusix NpoayKLHUN aHTUTENA K
CD38; u

MPOU3BOAMTCS KOHTPOJb conmep:kanusi ojurocaxapuaa GIF B anrturene xk CD38
NOCPEICTBOM KOHTPOJISI KOHIEHTpauUud Mn B KyJbTypaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHsl KOHLEHTpauud Mn B KyJbTypajbHOM Cpele BO BpeMs
OnocunTe3a anturena k CD38, mpuyem KoHHEHTparmuro Mn B KyJbTypalbHOH cCpene
peryiupyroT Tak, 4ToObl OHa COCTaBjsuia OT okojio 4,0 u/mupn mo okojio 6,5 u/mupa Mn,
MOCPENCTBOM 4ero mpoayuupyercs: antureno k CD38, skcnpeccupyemoe U3 MONMHYKIEOTHAA,
koaupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxaHueM onurocaxapunaa
GIF ot okono 15% no okono 25%.

B ommcanmm Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena k- CD38,
3KcmpeccupyemMoro u3 nojunykiaeoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuna G1F ot okono 15% no okono 25% u copeprxkaHuemM
onurocaxapuna GOF ot okono 68% no okono 74%, copeprkaiiunii 3Tamnbl, Ha KOTOPBIX:

npoucxoaut KynbtuBupoBaHue kietku CHO, skcnpeccupyromeil NONUHYKIEOTHN,

kogupyromuit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B yc10BUsIX TPOAYKLUU aHTUTENA K
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CD38; u

MPOU3BOAMUTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF u  comepkanus
onurocaxapuaa GOF B antutene x CD38 nocpencTBOM KOHTPOJs KOHLEHTpauuu Mn B
KyJBTypajJbHOU cpene BO Bpems OwuocuHTe3a antutena k CD38 wu  perymupoBanus
KOHLIEHTpaluu Mn B KyJbTypaJibHOH cpefie BO Bpems OmocuHTe3a antutena k CD38, npuyem
KOHLIEHTPALMIO Mn B KyJBTYPaJIbHOW Cpeie PeryUpyIOT Tak, 4TOOBI OHA COCTABIIsLIA OT OKOJIO
4,0 u/mapn o okono 6,5 w/mapa Mn, mocpencTBOM dero npoayuupyercst antuteno k CD38,
sKcnpeccupyemMoe u3 nonmHykieoruaa, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuga G1F ot okono 15% no okono 25% u copeprkaHueM
onurocaxapuaa GOF ot okono 68% 1o okono 74%.

B omnucanuu takke npenjioxkeH cnocod npoaykiuu antutena k CD38, cogepxkamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanunem onurocaxapuaa G1F ot okono 15% no
okoIo 25%, comeprkaluii 3Tambl, HA KOTOPbIX:

npoucxoaut KynbTuBupoBaHue kietku CHO, »skcnpeccupyromieil NONUHYKJIEOTHN,
koaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLHUN aHTUTeNA K
CD38; u

MPOU3BOAMUTCS KOHTPOJIb conepxkanusi ojurocaxapuaa GIF B anturene xk CD38
MOCPENCTBOM KOHTPOJSI KOHIEHTpaUMd Mn B KyJbTypaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusl KOHLEHTpauud Mn B KyJnbTypajbHOW Cpele BO BpeMs
OnocunTe3a anturena k CD38, mpuuem koHHeHTparmuro Mn B KyJbTypalbHOH cpene
pPeryJupyroT Tak, 4ToObl OHa cOCTaBjsuia OT okojio 4,0 u/mupn mo okoino 6,5 y/mupa Mn,
nocpencTsoM vero npoayuupyercsa antureno k CD38, conepxxaimee HC ¢ SEQ ID NO: 9uLCc
SEQ ID NO: 10, ¢ conepsxanuem onurocaxapuaa G1F ot okomno 15% no oxono 25%.

B onmcanuu takske npenjioxken cnocod nponykiuu anturena k CD38, conepskamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuaa G1F ot okono 15% no
okoso 25% u comepykanuem onurocaxapuaa GOF ot okosno 68% no okono 74%, comepkarumii
STaIlbl, HA KOTOPBIX:

npoucxoaut KynbtusupoBanue kietku CHO, skcnpeccupyromeil NONUHYKIEOTHN,
koaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLUU aHTUTENA K
CD38; u

MPOU3BOANTCS KOHTPOJb conmepxkaHusi ojurocaxapuaa GIF B anturene xk CD38
MOCPECTBOM KOHTPOJSI KOHLEHTpaUMd Mn B KyJbTYpaJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHsl KOHLIEHTpauUMM Mn B KyJbTypaslbHOI cpene BO BpeMms
OnocunaTe3a anturena k CD38, mpuuem KoHHEHTpamuro Mn B KyJbTypalbHOH cpene
pPeryJiupyroT Tak, 4ToOBl OHa cOCTaBjsuia OT okojio 4,0 u/mupn mo okoio 6,5 u/mupa Mn,
nocpencTsoM vero npoayuupyercsa antureno k CD38, conep:xamee HC ¢ SEQ ID NO: 9u LC ¢
SEQ ID NO: 10, ¢ conepxxanuem onurocaxapuna G1F or oxono 15% mno oxono 25% wu
conepxkanueM onurocaxapuaa GOF ot okono 68% no okono 74%.

B ommcanum Takke mpemioxkeH cnoco0 mpoaykuum  aHturena k- CD38,

sKcIpeccupyemMoro u3 nojgunykieoruna, konupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
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NO: 10, ¢ conepxanuem onurocaxapuna GIF or okono 21% no okono 25%, comepskamuii
3Tallbl, HA KOTOPBIX:

npoucxoaut KynbtuBupoBaHue kietku CHO, skcnpeccupyromeil NOJUHYKIEOTHN,
xogupyromuii HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycinoBusix NpoOAyKLIUHA AHTUTENA K
CD38; u

MIPOU3BOIUTCS KOHTPOJIb copepxkaHust osurocaxapuna GIF B anturene x CD38
HIOCPEICTBOM KOHTPOJISI KOHLEHTpauuu Mn B KyJbTypajbHOH cpere BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHHs KOHLEHTpauud Mn B KyJbTypajbHOH cpene BO BpeMms
Ouocunresa anturena k CD38, mnpuueM KoHHIEHTpamurd Mn B KyJbTypalibHOW cCpene
pPeryiupyroT Tak, 4TOObl OHAa COCTaBJisIa OT Okojio 5,0 u/mMupm mo okojio 6,5 y/mupa Mn,
MOCPENCTBOM 4ero mpoayuupyercs: antuteno k CD38, skcnpeccupyemoe U3 MONMHYKIEOTHAA,
koxupytromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepskaHuemM ojurocaxapuaa
GTIF ot okono 21% no okono 25%.

B ommcanmm Takke mpemiokeH cnoco0 mpoaykuuu  aHtutena kK CD38,
3KcIpeccupyemMoro u3 nojunykiaeoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxanuem onurocaxapuna G1F or okono 21% no oxono 25% u conep:kaHuem
onurocaxapuna GOF ot okono 68% no okono 74%, comeprkaliuii 3Tambl, Ha KOTOPBIX:

npoucxoaut KynbTtuBupoBaHue kieTtku CHO, bskcnpeccupyromeil NOMMHYKIEOTHN,
xoaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLUN aHTUTENA K
CD38; u

MPOU3BOAUTCS  KOHTPOJIb  coaepkanust  onurocaxapuaa GIF u  comepkanus
onurocaxapuaa GOF B antutene x CD38 nocpeacTBOM KOHTPOJs KOHLEHTpauuu Mn B
KyJNbTYpaibHONH cpene BO Bpemst OwuocuHTe3a anturensa k CD38 wu  perymupoBaHus
KOHLIEHTpauu Mn B KyJbTypalibHOW cpene BO Bpemsi OuocuHTe3a antutena k CD38, npuyem
KOHLIEHTPALMIO Mn B KyJIBTYPAJIbHOW Cpefie PeryJUpYIOT Tak, 4TOOBI OHA COCTABIIsLIA OT OKOJIO
5,0 9/mnpa no okojo 6,5 4/mupa Mn, mocpencTBoM 4ero mpoayuupyercs antureno k CD38,
sKcnpeccupyemMoe u3 nonmHykieoruaa, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxxanuem onurocaxapuga G1F ot okono 21% no okono 25% u copepkaHueM
onurocaxapuaa GOF ot okono 68% 1o okono 74%.

B omnucanuu takke npenyioxkeH crnocod mpoaykuuu antutena k CD38, cogepxkammero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuna G1F ot okono 21% no
oKoIo 25%, comeprkaluii 3Tambl, HA KOTOPbIX:

npoucxoaut KynabTtuBupoBaHue kieTku CHO, skcnpeccupyromeil NONMHYKJIEOTHN,
xoaupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix NpoAyKLHUN aHTUTENA K
CD38; u

MPOU3BOANUTCS KOHTPOJb coxepxkaHusi ojurocaxapuaa GIF B anturene xk CD38
MOCPENCTBOM KOHTPOJSI KOHLEHTpaUMd Mn B KyJbTYpajJbHOH cpene BO BpeMsi OMOCHHTE3a
anturena k CD38 u perynupoBaHusl KOHLEHTpauud Mn B KyJbTypaJbHOH Cpele BO BpeMs
OnocunTeza anturena k CD38, mpuueM KoHHEHTparuro Mn B KyJbTypalbHOH cpene

pPeryJupyroT Tak, 4TOOBI OHAa COCTaBJsLIa OT OkoJjio 5,0 u/mupn mo okoio 6,5 y/mupa Mn,
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nocpencTsoM vero npoayuupyercsa antureno k CD38, conepsxkamee HC ¢ SEQ ID NO: 9u LC ¢
SEQ ID NO: 10, ¢ cogep:xanuem onurocaxapuaa G1F ot okono 21% 1o okomno 25%.

B omnucanuu taxoke npeniioxkeH cnocod npoxaykiuu antutena k CD38, cogepxamero HC
¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuaa G1F ot okono 21% no
oxouo 25% u copepxannem onurocaxapuna GOF or okono 68% no okosno 74%, conmepskariuii
3Talbl, HA KOTOPBIX:

npoucxoaut KyiapTuBupoBanue kierku CHO, skcnpeccupyromeil NOJUHYKIEOTH],
kogupyromuit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B ycnoBusix npoayKLHUN aHTUTENA K
CD38; u

MPOU3BOAMUTCS  KOHTPOJIb  comepkanmst — onurocaxapuga GIF  wu  comepskanus
onurocaxapuaa GOF B antutene x CD38 mnocpeacTBOM KOHTPOJS KOHLEHTpauud Mn B
KyJBTypajJbHOU cpeme BO Bpems OwocuHTesa antutena k CD38 wu  perynmupoBaHus
KOHIIEHTpauu Mn B KyJNbTypajbHOU cpene BO BpeMsi OuocuHTe3a anturena k CD38, npudem
KOHLIEHTPALUIO Mn B KyJIBTYpaJIbHON Cpefie PEeryJUpPYIOT TaK, YTOOBI OHa COCTABIISIA OT OKOJIO
5,0 9/mapa no okono 6,5 u/mupa Mn, mocpeacTBoM dero mpoayuupyercs antureno Kk CD38,
conepxatmee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onurocaxapuga G1F
ot okono 21% no okono 25% u copepxkanuem onurocaxapuna GOF ot okono 68% mo0 oxono
74%.

B omucanuu Taxxke npemioxkeH crnocod npoaykuuu antutena k CD38 ¢ conepkannem
onurocaxapuaa GlF ot okxono 15% no okono 27%, cocTrosuiuil U3 3TanoB, Ha KOTOPBIX:
MIPOUCXOANUT KyJIbTHUBHPOBAHHE KIIETKH-XO35IMHA, COAEp:Kallell MOJIMHYKJIEOTH ], KOIUPYIOLIUM
antuteno k CD38, B KyJpTypajbHOH cpene, MO JaHHBIM M3MEpPEHUN copaepxkaiiel okojo 8,5
4/MIIpZL WM MeHee Mn, mocpencTBoM dero npoayuupyercs anrureno k CD38 ¢ coneprkanuem
onurocaxapuna G1F ot okono 15% 1o oxosno 27%.

B onmcanmnu Taxke mpemioskeH crnocod mpoxaykuuu anturena k CD38 ¢ conmepxanuem
onurocaxapuna G1F or okxomo 15% no okono 27%, cocrosAuuil U3 3TamoB, Ha KOTOPBIX:
MPOUCXOANT KYJIbTHUBHPOBAHHE KJIETKU-XO35IMHA, COAEp Kalleil MONMMHYKIEOTH I, KOTUPYIOLIHIA
antureno k CD38, B KynbTypanbHOU cpefe, B KOTOPOH KOHLIEHTpaLU0 Mn peryiaupyrooT Tak,
9yTOOBI OHA COCTaBJIsIA OKOJIO 8,5 W/Mupa win MeHee Mn, MOCPEACTBOM Hero MpOXyLHPYETCs
antuteno k CD38 ¢ conepkanuem onurocaxapuna G1F ot okomno 15% no oxono 27%.

B omucanuu Taxxke mpemiokeH crnocod mpoaykuuu antutena k CD38 ¢ conepkannem
onurocaxapuga GI1F ot okono 15% no okono 27%, cOCTOSIIMI W3 3TAnoB, Ha KOTOPBIX:
MPOUCXOANUT KyJIbTUBHPOBAHUE KJIETKU-XO35IMHA, COAeprKallell MOJIUHYKJIEOTH ], KOIUPYIOLIHI
antuteno k CD38, B KynbTypanbpHOU cpere, comepskaiieit okoyno 8,5 u/mupn wiu mMeHee Mn;
NPOU3BOJUTCS. KOHTPOJb conepskaHus ogurocaxapuaa GIF  mocpenctsoM  KOHTpOIs
KOHLEHTpauu Mn B KyJbTYypaJbHOH Cpezie BO BpeMsl OMOCHHTE3a aHTHUTENA M PEryJUPOBAHUS
KOHLIEHTPAUK Mn B KyJbTYpaJIbHON Cpefie BO BpeMsl OMOCHHTE3a aHTUTENA, IIOCPEICTBOM HYETO
MPOAYLUPYETCS] AHTUTEJIO.

B omnucanuum Taxxke npemioxkeH crnoco0 npoaykuuu antutena k CD38 ¢ conepkaHnem

onurocaxapuaa G1F ot okono 15% no 27%, BKIOUarOIIMi KyJIbTUBUPOBAHUE KJIETKU-XO351HA,
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TPaHCPUILMPOBAHHON MOJMHYKJICOTUIOM, KopupytomuMm antuteno k CD38, B kynbTypainbHON
cpene, comepkamel okono 8,0 u/mipn win MeHee Mn, MOCPEACTBOM YEro MPONYLUPYETCs
AHTUTEJIO.

B omnucanuu Taxxke npemioxkeH crnoco0 npoaykuuu anturena k CD38 ¢ conepkaHnem
onmurocaxapuzna G1F or oxono 15% no 27%, conepskamuii Tamnel, Ha KOTOPBIX: MPOUCXOIUT
NPUTOTOBJICHNE KYJIBTYPaJbHOH Cpenbl, comepskauieid okono 8,5 4/mapa win MeHee Mn; u
IPOUCXOANT KyJIbTHUBHPOBAHUE KIIETKH-XO35IMHA, COAEPKALIEH MOIMHYKJICOTH I, KOAUPYHOLIHMA
antuteno k CD38, B kynbTypanbHOU cpefe, coaepskaiineir okoyno 8,5 u/mupna wiu MeHee Mn,
MOCPENCTBOM 4ero mponyuupyercs antureno k CD38 ¢ comepxkanuem onurocaxapuna G1F ot
oxono 15% no 27%.

B ommcaHum Takke MPeUIOKEH CHOocOo0 NPONYKIMHM aHTHTENa C COIEp’KaHHeM
onurocaxapuaa G1F or okono 15% mo 27%, comepraiuii 3Tamnbl, Ha KOTOPBIX: MPOUCXOIUT
NPUTOTOBJICHUE KYJbTYPAJIbHOH cpenbl, coneprameil okosno 8,0 u/mipa wim MeHee Mn; u
NPOUCXOOUT KYJIbTUBUPOBAHHE KIIETKU-XO35IMHA, TPAHC(HUUMPOBAHHONW MOJHHYKJICOTUIIOM,
KOMPYIOIIUM aHTHUTEJIO, B KYJBTYPaJIbHOU cpene, copepskamiel okono 8,0 4/Mupa uim MeHee
Mn, nocpeacTBoOM 4ero npoayLUpyeTcs aHTUTENO.

B onmcanuu npennoxken cnocod KOHTpost copepskanus onurocaxapuna G1F B anturene
k CD38 ¢ conep:xannem onurocaxapuna G1F ot okono 15% no 27%, B mporecce OuocuHTe3a
aHTHUTEeNa B KYJbTYPaJbHOH Cpede, NpUYeM CHoco0 COCTOMT M3 3TaloB, HAa KOTOPBIX:
BBINOJIHSAETCS. MOHUTOPHUHT YPOBHS Mn B KYJIbTYPaJIbHOI cpene BO BpeMst OMOCHHTE3a aHTHUTENA,
U TIPOUCXOAMT PEryJMpPOBaHHE YPOBHSI Mn B KyJbTYypajJbHOH cpene BO BpeMsi OMOCHHTE3a
AHTUTEJA WII €r0 aHTUIeHCBS3BIBAIOIIErO (hparMeHTa.

B HekoTOpBIX BapuaHTax OCYLIECTBJIECHUs coaepskaHue onurocaxapuga G1F B anturene
k CD38 cocrasisier oT 0koi10 15% 10 okono 26%.

B HekoTOpbIX BapuaHTax OCYILIECTBIIEHUs coaepskanue onurocaxapuna G1F B anturene
k CD38 cocrasnsier ot okono 15% no okoso 25%.

B HekoTOpbIX BapuaHTaxX OCYLIECTBIIEHUs cofep:kaHue onurocaxapuna G1F B anturene
k CD38 cocrasnsier ot okono 16% 1o okosno 26%.

B HekoTOpbIX BapuaHTax OCyLIECTBIIEHUs coiepskaHue onurocaxapuna G1F B anturene
k CD38 cocrasnsier ot okono 17% no okoso 26%.

B HekoTOpbIX BapuaHTax OCyLIECTBJIEHUs cojepskaHue onurocaxapuna G1F B anturene
k CD38 cocrasnser ot okono 18% 1o okono 26%.

B HekoTOpbIX BapuaHTax OCyLIECTBIIEHUs cojepskaHue onurocaxapuna G1F B anturene
k CD38 cocrasnsier ot okono 19% no okono 26%.

B HekoTOpbIX BapuaHTax OCYLIECTBIIEHUs cojepskaHue onurocaxapuna G1F B anturene
k CD38 cocrasnser ot okono 20% 1o okoso 26%.

B HekoTOpbIX BapuaHTax OCyLIECTBIIEHUs coepskaHue onurocaxapuna G1F B anturene
k CD38 cocrasnser ot okono 21% 1o okono 25%.

B HexotopeIx BapuaHTax ocyiuecTBiaeHus conepxkanue GOF B aHTuTENne cocraBiser OT
oxo1o 68% 1o 74%.
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B HexoTOphIX BapuaHTax OcCyllecTBieHUs coaep:kaHue onurocaxapuna GOF B anturene
k CD38 cocrasmsier ot okoi0 65% 1o 74%.

B HexoTOphIX BapuaHTax OCyllecTBJeHUs coaep:kaHue onurocaxapuna GOF B anturene
k CD38 cocrasisier ot okoi0 66% 1o 74%.

B HexoTOpbIX BapuaHTax OCyllecTBieHUs coaeps:kanue onurocaxapuna GOF B anturene
k CD38 cocrasisier ot okoio 67% 1o okono 74%.

B HekoTOpbIX BapuaHTax OCYLIECTBIIEHUs copepskanue onurocaxapuna GOF B anturene
k CD38 cocrasysier ot okos0 68% 1o okono 74%.

B HexoTOpbIX BapraHTax OCYILIECTBIEHUS MOATOTOBKA KYJbTYPaJIbHON CpeNbl COCTOUT U3
JTAIoOB, HA KOTOPBIX BBIMIOJHIETCS U3MEPEHHE KOHLEHTpauuu Mn B OqHOM win Oojiee mapTUsx
CBIPBEBBIX KOMIIOHEHTOB, UCIOJIb3YEMBIX JJIsl IPUTOTOBJICHHSI KYJIbTYPAbHON Cpenbl, U BHIOOD
OIHOH mm OoJiee mapTUil ChIPhEBBIX KOMIIOHEHTOB, KOTOPbIE B COBOKYITHOCTU COZIEPKAT OKOJIO
8,5 u/mnpa wim MeHee Mn, Ui IPUTOTOBIICHUS KYJIBTYPAJIbHON CPEbl.

B HekoTOphIX BapuaHTax OCYIIECTBJIEHUS MTOATOTOBKA KYJIbTYPaJbHOMN CPEIbl COCTOUT U3
STAroOB, HA KOTOPBIX BBITIOJHIETCS U3MEPEHUE KOHLIEHTpAlUuu Mn B OHOM win OoJiee mapTHsix
CBIPBEBBIX KOMIIOHEHTOB, HUCIOJIb3YEMBIX JJIsl TIPUTOTOBJICHHSI KYJIBTYPAIbHON Cpenbl, U BHIOOD
ONHOH mim OoJiee mapTUil ChIPhEBBIX KOMIIOHEHTOB, KOTOPbIE B COBOKYITHOCTH COAEPKAT OKOJIO
8,0 u/Mapn wim MmeHee Mn, 11sl IPUTOTOBIIEHUS KYJIbTYPaJbHON CPEIIbI.

B HexoTOphIX BapuaHTax OCYLIECTBJEHUS MOATOTOBKA KYJbTYPaJIbHOMN CpENbl COCTOUT U3
ATAroOB, HA KOTOPBIX BBIMOJHIETCS U3MEpPEHNEe KOHLEHTpauud Mn B ogHOMN min Oojiee mapTusx
CBIPBEBBIX KOMIIOHEHTOB, HUCIIOJIb3YEMBIX JJIsl IPUTOTOBJICHHS KYJIbTYPAJTbHON Cpenbl, U BHIOOD
ONHOM mm OoJiee mapTuil ChIPHEBBIX KOMIIOHEHTOB, KOTOPbIE B COBOKYITHOCTU COAEPIKAT OKOJIO
6,5 u/mupn wiu MeHee Mn, IJIsl IPUTOTOBJICHUS KYJIBTYPAJIbHOW CpPebl.

B HexOoTOpbIX BapuaHTax OCYLIECTBIEHUS MOATOTOBKA KYJIbTYPaJIbHOMN Cpebl COCTOUT U3
STAroOB, Ha KOTOPBIX BBITIOJHSETCS] U3MEPEeHUEe KOHLEHTpaluu Mn B OHOM min OoJiee mapTusix
CBIPBEBBIX KOMIIOHEHTOB, HUCIIOJIb3YEMBIX JJIsl TIPUTOTOBJIEHHSI KYJIbTYPaJIbHON Cpenbl, U BHIOOD
OHOHN wiu OoJiee MapTHUl ChIPHEBBIX KOMIIOHEHTOB, KOTOPbIE B COBOKYITHOCTH COIEpPKAT OT
okoio 4,0 u/mnpa 1o okouio 8,5 u/mipa Mn, 1uisi IPUTOTOBJIEHUS KYJIbTYPAJbHOMN CPebl.

B HekoTOpbIX BapraHTax OCYIIECTBJICHUS MTOATOTOBKA KYJIbTYPAJIbHOMN CPeIbl COCTOUT U3
ATAroOB, HA KOTOPBIX BBITIOJHSIETCS U3MEPEHHE KOHLEHTpauuu Mn B OfqHOU win Oojiee mapTusx
CBIPBEBBIX KOMIIOHEHTOB, UCIOJIb3YEMBIX JJIsl TIPUTOTOBJICHHSI KYJIBTYPAIbHON Cpenbl, U BHIOOD
ONHOI miH OoJiee mapTUil ChIPhEBBIX KOMIIOHEHTOB, KOTOPbIE B COBOKYITHOCTH COAEPIKAT OKOJIO
4,0 9/mnpn no okoJio 6,5 u/mipa Mn, IUTsi IPUTOTOBJIEHUS KYJIBTYPaTbHON CPEIbL.

B HEKOTOpBIX BapuUaHTaX OCYIIECTBIIEHUS KYJIbTYPaJbHYIO CPENy TOTOBSIT TaK, YTOOBI
OHa cozepkana okoyo 8,0 u/mipn, okoso 7,5 u/Miapa uiau MeHee, okojio 7,0 4/MIIpI WITd MEHee,
okoJio 6,5 u/mnpa wim MeHee, OKoyo 6,0 4/MIIpI UM MEHee, OKOJIO 5,5 4/MIIpH WK MEeHee, WUJIH
OKOJIO 5,5 u/mMnpa unm Menee Mn.

B HEKOTOpBIX BapuUaHTaX OCYIIECTBJIEHUS KYJbTYypPaJbHYIO CPENy TOTOBSIT TaK, YTOOBI
OHa cozeprkaja okoJio 8,5 u/mnpn wiu Mmesee Mn.

B HekoTOpbIX BapMaHTax OCYLIECTBJIEHHs KyJbTYpPaJbHYIO CpPeNy TOTOBST Tak, YTOOBI
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OHa cozepskaina okoso 8,0 u/mipn wim Mmeree Mn.

B HexkoTOpBIX BapHaHTax OCYLIECTBJIEHUS KYyJbTYPaJbHYIO
OHa cozeprkaja okoJio 7,5 u/mnpn wiu Mmesee Mn.

B HexkoTOpBIX BapHaHTax OCYLUECTBJIEHUS KYJbTYPaJIbHYIO
OHa cozep:kaina okoso 7,0 u/mnpn wnu mesee Mn.

B HEKOTOpBIX BapuaHTax OCYINECTBJIEHUS KyJbTYpPajbHYIO
OHa coziep:kaja okoJo 6,5 4/mapa nnu MeHee Mn.

B HekoTOpbIX BapMaHTaX OCYLIECTBJIEHUS KYJbTYPaJbHYIO
OHa cozeprkana okoJio 6,0 u/mipn wiu Mmeree Mn.

B HekoTOpbIX BapuaHTaxX OCYLIECTBJIEHUS KYyJbTYPaJbHYIO
OHa cozeprkajia OKoJio 5,5 u/mupa unu Mmesee Mn.

B HekoTOpbIX BapHaHTaxX OCYLIECTBJIEHUS KYyJbTYPaJbHYIO
OHa cozeprkaia okoo 5,0 u/mipn wim Meree Mn.

B HekoTOpbIX BapHaHTax OCYLUECTBJIEHUS KYyJbTYPaJbHYIO
OHa conepskajia OT OKoJIo 2 u/Mipa 1o okojo 8,0 u/mupa Mn.

B HekoTOpbIX BapHaHTax OCYLIECTBJIEHUS KYyJbTYPaJbHYIO
OHa conepskajia OT OKOJIO 2 u/MJIpJ 10 OKoJjio 8,5 u/miipa Mn.

B HekoTOpBIX BapHaHTax OCYLIECTBJIEHUS KYyJbTYPaJbHYIO
OHa cozeprkajia OT OKOJIO 2 u/MJIpJ IO OKOJIo 6,5 u/Miipa Mn.

B HekoTOpBIX BapHaHTax OCYLIECTBJICHUS KYyJbTYPaJbHYIO
OHa cozepskaiia oT okoJjo 5,0 u/mupxa xo okoio 8,0 u/mipx Mn.

B HexkoTOpBIX BapHaHTax OCYLUECTBJIEHUS KYyJbTYPaJbHYIO
OHa cozep:kaja ot okoJio 5,0 u/mnpx 1o okono 7,5 4/mapa Mn.

B HEKOTOpBIX BapuaHTax OCYINECTBJIEHUS KyJbTYpPaJbHYIO
OHa cozepskaia ot okoJjio 5,0 u/mnpn no okosno 7,0 u/mapa Mn.

B HexkoTOpbIX BapuaHTaX OCYLIECTBJIEHUS KYJbTYPaJIbHYIO
OHa coneprkajia OT 0koJjio 5,0 u/mupa 10 okoo 6,5 u/mnpa Mn.

B HexkoTOpbIX BapMaHTaxX OCYLIECTBJIEHUS KYJbTYPaJIbHYIO
OHa conepskajia oT okoJjio 4,0 4/mMupa 10 okoJio 6,5 u/mipa Mn.

B HekoTOpbIX BapHaHTaxX OCYLIECTBJIEHUS KYyJbTYPaJbHYIO

OHa cozeprkaiia ot okoJio 4,0 u/mnpa no okoo 8,5 u/mupa Mn.
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B HexoTOpBIX BapuaHTaxX OCYIUECTBJICHMs KyJbTypajbHas Cpefa CONEPKHUT OKOJIO 8,5

u/mnpa, 8,0 u/miapn, okono 7,5 u/Mapn wiu MeHee, okojo 7,0 4/MIpH WM MeHee, OKOoJio 6,5

u/MJIpA WM MeHee, Okoio 6,0 u/MJIp Ul MeHee, OKOJIo 5,5 u/mupa wiu MeHee, uiu okouio 5,0

9/MIIpI WM MeHee Mn.

B HexoTOpBIX BapuaHTaxX OCYIUECTBJICHMs KyJbTypajbHas Cpeaa CONEPKHUT OKOJO 8,5

9/MIIpI Wil MeHee Mn.

B HexoTOpBIX BapuaHTaxX OCYIUECTBJICHMs KyJbTypajibHas Cpena COAEPKUT Okoyo 8,0

4/MIIp Wil MeHee Mn.

B HexoTOpBIX BapuaHTaX OCYILECTBJICHHUs KyJbTypajbHas CpeAa CONEPXKUT OKOJIO 7,5
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4/MIIpI Wil MeHee Mn.

B HekOTOpBIX BapuaHTax OCYILECTBJIEHUs KyJbTypajlbHas Cpela COAEPKUT OKojo 7,0
4/MIIpa Wil MeHee Mn.

B HexkOTOpBIX BapuaHTax OCYILECTBJIEHUs KyJbTypajlbHas Cpela COAEPKUT OKOJIO 6,5
4/MIIpJ 1 MeHee Mn.

B HexoTOpbIX BapuaHTax OCYIIECTBJICHMS KyJbTypajibHas Cpena COAEPKUT OKoJo 6,0
4/MIIpA WK MeHee Mn.

B HEKOTOpBIX BapuaHTaxX OCYIIECTBIICHHs KyJbTypajibHasi Cpefa COIEPIKUT OKOJO 5,5
4/MIIpI WK MeHee Mn.

B HEKOTOpBIX BapuaHTaxX OCYIIECTBIICHHs KyJbTypajbHas cpela COAEpPKUT OKoyio 5,0
9/MIIpI WK MeHee Mn.

B HeKoTOpBIX BapHaHTaX OCYIIECTBJCHHUS KYyJbTypasibHasi Cpela CONEPKHUT OT OKOJO 2
g/mMipn 1o okouio 8,0 u/mipa Mn.

B HekoTOpBIX BapHaHTaX OCYIIECTBJCHHUS KYJbTypaJibHas Cpela CONEPKHUT OT OKOJO 2
4/MIIpJ 10 OKOJIO 6,5 u/Mipa Mn.

B HeKOTOpBIX BapHAHTAaX OCYLIECTBJICHHS KYJIbTypajbHasl Cpefa COAePIKUT OT OKOJIo 5,0
g/mMipn 1o okouo 8,0 u/mipa Mn.

B HEKOTOpBIX BapHAHTAX OCYLIECTBJICHHS KYJIbTypajbHas Cpeaa COAePIKUT OT OKOJIo 5,0
4/MIIp 10 OKoJIo 7,5 u/mipa Mn.

B HEKOTOpBIX BapUaHTax OCYLIECTBJICHHS KyJbTYpajbHasl Cpeaa COAEPIKUT OT OKoJo 5,0
g/Mipn 1o okouo 7,0 u/mipa Mn.

B HEKOTOpBIX BapHAHTAX OCYLIECTBJICHHS KYJbTYypajbHAas Cpeaa COAEPIKUT OT OKoJIo 5,0
4/MIIpJ 10 OKOJIO 6,5 u/Mipa Mn.

B HEKOTOpBIX BapHAHTAaX OCYLIECTBIICHHS KYJIbTYpalbHAs CPeaa CONEPXKUT OT 0KoJo 4,0
4/MIIpA A0 OKOJIO 6,5 w/Mipa Mn.

B HexoTOpBIX BapuaHTax OCYLIECTBJIEHUS KYJbTypajbHas cpeaa COAEPKUT OT okoo 4,0
9/MIpa 10 okouio 8,5 u/mipa Mn.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs KOHLEHTpPALM0O Mn B KyJbTypaJbHOH Cpene
PeryJaupyroT Tak, 4ToOBl OHa cocTaBisuia Okojo 8,0 w/miupxa, okomo 7,5 4/Mipa wid MeHee,
okoyio 7,0 4/MIpa WM MeHee, OKOJIO 6,5 4/MIIpH WM MeHee, OKOJio 6,0 u/MIpa WU MEHee,
OKOJIO 5,5 4/MJIpA U MEHee, WITU OKOJIO 5,5 4/MIIpH U MeHee.

B HEKOTOpBIX BapUaHTaX OCYLIECTBJIECHHs KOHLEHTPALUIO Mn B KyJbTypajbHOU cpere
PeryJMpyIOT Tak, 4TOOBI OHA COCTABJISLIA OKOJIO 8,5 4/MJIpA Wi MeHee.

B HexkoTOpBIX BapHaHTax OCYIUIECTBJIEHUS KOHLEHTpPaLMIO Mn B KyJbTYpajbHOU cpene
PeryJIMpYyIOT Tak, 4TOOBI OHA COCTABIIsLIA OKOJIO 8,0 4/MJIpA WK MeHee.

B HEKOTOpBIX BapHaHTaxX OCYIIECTBJCHHUs KOHLEHTPALMI0O Mn B KyJbTypajbHOW cpene
PeryJIMpYIOT TakK, 4TOOBI OHA COCTABIISLIA OKOJIO 7,5 4/MJIPA WM MEHee.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHsS KOHLEHTpPALMIO Mn B KyJbTypaJbHOH cpenie
PeryJIMpPYIOT TakK, 4YTOOBI OHA COCTABJISLIA OKOJIO 7,0 4/MJIpA UK MeHee.

B HexoTOpBIX BapuaHTax OCYIUECTBJIEHUs KOHLEHTpPaLMK Mn B KyJbTypajbHOU cpene
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PeryJIMpPYIOT TakK, 4YTOOBI OHA COCTABIISLIA OKOJIO 0,5 4/MJIPA WK MEHee.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHsS KOHLEHTpPALMIO Mn B KyJbTypaJbHOH cpene
PeryJIMPYIOT TakK, YTOOBI OHA COCTABJISLIA OKOJIO 6,0 4/MIpA UM MEHee.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIECHHsS KOHLEHTpPALMO Mn B KyJbTypaJbHOH cpene
PeryJMpPYIOT TakK, 4YTOOBI OHA COCTABIISLIA OKOJIO 5,5 4/MJIPA WK MEHee.

B HEKOTOpBIX BapMaHTaX OCYLIECTBJIEHHsS KOHLEHTpALMO Mn B KyJbTypaJbHOH cpene
PeryJUpYIOT Tak, YTOOBI OHA COCTABIISLIA OKOJIO 5,0 W/MJIpA M MeHee.

B HeKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs KOHLEHTpPALM0O Mn B KyJbTypalbHON Cpene
PEryJIHPYIOT TaK, YTOOBI OHA COCTABJISLIA OT OKOJIO 2 4/MJpA 10 okojo 8,0 u/mipa.

B HeKOTOpBIX BapuaHTaxX OCYLIECTBJIEHHsI KOHLEHTPALMI0O Mn B KyJbTYpajbHOH cpere
PEryJIHPYIOT TaK, YTOOBI OHA COCTABJISLIA OT OKOJIO 2 4/MJIPA IO OKOJIO 6,5 9/Mipa.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJIECHHsS KOHLEHTpAL0 Mn B KyJbTypaJbHOH cpene
PEryJINpYIOT TakK, YTOOBI OHA COCTABIISLIA OT OKOJIO 5,0 u/Mipa 1o okoino 8,0 u/mupa.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBJICHHUs KOHLEHTPALMI0O Mn B KyJbTypaJbHOH cpene
PETYINPYIOT TakK, YTOOBI OHA COCTABIISLIA OT OKOJIO 5,0 u/Mipa 1o okoino 7,5 u/mipa.

B HEKOTOpBIX BapHaHTax OCYLIECTBJICHHsS KOHLEHTpAL0 Mn B KyJbTypaJbHOH Cpene
PETyIHNPYIOT TakK, YTOOBI OHA COCTABIIsLIA OT OKOJIO 5,0 u/Mipa no okoino 7,0 u/mupa.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHsS KOHLEHTpPALMO Mn B KyJbTypaJbHOH cpene
PETyIHNPYIOT TaK, YTOOBI OHA COCTABIISLIA OT OKOJIO 5,0 w/Mipa 1o okoio 6,5 u/Mipa.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHsS KOHLEHTpALMO Mn B KyJbTypaJbHOH cpene
PEryIHNPYIOT TakK, YTOOBI OHA COCTABIIsLIA OT OKOJIO 4,0 u/Mipa 10 okoJo 6,5 u/mipa.

B HEKOTOpBIX BapuaHTaxX OCYLIECTBICHHs KOHLEHTPALMI0O Mn B KyJbTypaJbHOH cpene
PeryJUpPYIOT TakK, 4YTOOBI OHA COCTABIISLIA OT OKOJIO 4,0 u/Mipa 10 okoJIo 8,5 u/mipa.

B  HeKOTOphIX BapuaHTax OCYIIECTBJEHUS  KyJbTypa IMpEeACTaBisieT  coOOM
HOAMUTBIBAEMYIO KYJIBTYpPY. B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHS KYyJbTYpa MPEACTABIAET
co00i1 meppy3MOHHYIO KYJIbTYPY.

B HeKOTOpBIX BapHaHTaX OCYIIECTBJEHHS KyJbTypalibHas Cpeaa MpeAcTaBiisieT coOoi
OCHOBHYIO Cpely WM TIMTATeJIbHYIO Cpeay. B HEKOTOpbIX BapHaHTax OCYINECTBICHUS
KyJbTypalibHasi Cpefa IMpeAcTaBisieT COOOH OCHOBHYIO cpeny. B HEKOTOpbIX BapHaHTax
OCYLIECTBJICHHS KYJIbTypasibHasi Cpefia MPEaCcTaBisieT COOO0i MUTATEIbHYIO CPeay.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHUS CIOCOO Pealu3yloT B YCIOBHSIX, OTBEYAOIINX
GMP.

B cmocobax mo HacTosileMy OMUCAHUEO) MOKHO HCIIOJIb30BaTh JIOOYIO ONHY win Ooee
KYJbTYpaJIbHBIX Cpea WK ux KoMOuHaimu. Cpesibl ITUPOKO U3BECTHBI M BKIIFOUAIOT cpeasl Mria
MEME (minimal essential media, MUHUMaTbHBIE TTUTATENbHBIE Cpenbl), cpeny Xoma F12, F-12
K, cpeny Hdynpbekko, momuduiupoBannyo no crnocody Jynedexkko cpeny Urma, cpeny Xoma
DMEM/F12 1:1, cpeny Tposemna T8, A2, cpeny Yaiimyra, cpeny Bumbsimca E, cpeny RPMI
1640, cpenry MCDB 104/110, cpeny Ventrex HL-1, cpeny Ha ocHOBe anbOymMHuHA U TJIO0YJIHHA,
cpeny RPMI-1640, cpeny RPMI-1641, monudunupoBannyro no cnoco0y HckoB cpeny

Hynsbexko, cpeny MakKos 5 A, cpeny Jletibosuna L-15 u 6eccbIBOpoTOUHBIE CpENbI, TAKHE KaK
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cpena EX-CELL™ cepuu 300, cpena Ha OCHOBE CyCII€H3UU MHCYJIMHA C IMHKOM U IPOTAMHUHOM
(matenr CIIHA Ne 4 072 565), cpema Ha ocHoBe OmoTMHa M (onarta, cpema Ha OCHOBE
TpaHcheppuna u xupHOoW kuciorel (mareHr CIIIA Ne 4 560 655), cpema Ha OCHOBe
tpancdeppuna u IPP (marent CIIA Ne 4 615 977; marentr CIIIA Ne 4 786 599) u npyrue
komOuHauuu cpen (mareHT CIIIA Ne 6 048 728; marent CIIIA Ne 7 294 484; marent CIIIA Ne 5
122 469; marent CIIA Ne 5 976 833; narent CIIHA Ne 6 180 401; matent CIIIA Ne 5 856 179;
nateHT CIIIA Ne 5 705 364; natent CIIIA Ne 7 666 416; natent CIIIA Ne 6 528 286; maTeHT
CIOA Ne 6 924 124; matent CHIA Ne 7 429 491), a Takxe Opyrue cpenbl C ONpeneIeHHbIM
XUMHYECKUM cocTaBoM. Kommosuiun cpen, Kak MpaBuiio, NPeAOCTaBISET MOCTABLIHK.

TepmuH «cpexa ¢ onpexesieHHbIM XHMHYECKHM COCTABOM» OTHOCHTCS K
CHHTETHUYECKOW THTATENIbHONW Cpefe, MOMJIMHHOCTh W KOHIIEHTPALUs BCEX KOMIIOHEHTOB
KOTOpOH u3BecTHBL. Cpenpl ¢ 3alaHHBIM XUMUYECKUM COCTaBOM HE COIEpKaT OaKTepHUaNIbHBIX,
IPOXKKEBBIX, JKUBOTHBIX WJIM PACTHTENBHBIX 3KCTPAKTOB, CHIBOPOTKH WJIHM TUIA3Mbl JKHBOTHBIX,
XOTSl OHM MOTYT BKJIFOYAaTh HJIM HE BKJIOUATh B CeOsl OTHENbHbIE KOMIIOHEHTBI PACTUTEIBHOIO
WJIN ’KUBOTHOTO MIPOMCXOXKIEHUs (HanmpuMep, 0Ky, monunentuasl U T. 1.). Cpensl ¢ 3aaHHbIM
XUMHYECKUM COCTaBOM MOTYT COAEP)KaTb HEOPraHWYEeCKHE COJIM, Takue Kak ¢ocdatsr,
cyab(artbl U T. M., HEOOXOXWUMBIE IS MOAAEp)KaHUs pocta. MCTOUHMK yriepona sBISETCS
3aJaHHBIM H, KaK MPaBUJIO, MPECTABIIAET COOON caxap, TAKOHM Kak IUIFOK03a, JIAKTO34a, raJlakTo3a
U T. I, WIK IPYTHE COETUHEHNUS, TAKHE KaK [NIMLEPHUH, JIAKTAT, alleTaT U T. 1. XOTsI B HEKOTOPBIX
cpemax C ONpeneNeHHbIM XHMUYECKHMM COCTaBOM B KadecTBe Oydepa Takke HCIONB3YIOT
dochaTHbIe COMM, MOXKHO UCIIONB30BaTh Apyrue Oydeprl, Takue Kak HUTPAT, TPUITAHOJAMUH H
T. . K npumepam nOCTYNHBIX B NMPOAaXKe Cpell C 3aJaHHBIM XUMHUYECKHM COCTABOM OTHOCATCS
cpena CD Hybridoma Medium u cpena CD Hybridoma AGT™ Medium or komMmnaHuu
ThermoFisher, pasnuunbie cpexbl THna MomuduIUpPoBaHHOH NO crnocoly JynbOekko cpems
Urna (Dulbecco’s Modified Eagle’s, DME) (Sigma-Aldrich Co; SAFC Biosciences, Inc),
nutarenbHas cMech Ham's Nutrient Mixture (Sigma-Aldrich Co; SAFC Biosciences, Inc), ux
koMOuHatmu u T. 1. CrnocoObl TPUTOTOBIEHUS Cpel C 3aJaHHbIM XUMHYECKUM COCTABOM
U3BECTHBI B JaHHOHW oOjacTH, Harmpumep, u3 narenta CIIIA Ne 6 171 825 u narenta CIIIA Ne 6
936 441, mexxayHaponHou mareHTHOH myOmukarmu Ne W02007/077217, a Takke NMaTeHTHOH
nyomukanuu CIITA Ne US2008/0009040 u matentroi nybmukarun CIIA Ne US2007/0212770.
[Tpumep KyJbTYypaJbHOHN Cpenbl, ONMCAHHBIA B HACTOSINEM JOKYMEHTE, MOXKET MPUMEHSTHCS B
Ka4eCTBE OCHOBHOH Cpenbl WM MUTATEeIbHOH cpenbl. [IOMmUTKH Ui MUTATENbHBIX Cpen C
OTNPENEeNeHHbIM XUMHYECKHM COCTaBOM, IIpeIHAa3HauUeHHblEe Uil OOECledeHHus] KIETOYHOM
KYJIBTYPBI IUTATEIbHBIMH BEIIECTBAMH B XOJI€ MPOLECCOB C MOAMUTKON NPU KYJIbTUBUPOBAHUH
kierok CHO, BxiIOYaOT mMOANWTKH, TmpenocrabisieMbie IrivneScientific, Takume Kak
MUTATEIbHBIN TOPOLIOK BalanCD® CHO ww sxukue Cpensbl.

ITprMeps! KOMIOHEHTOB KYJIBTYPAIbHON Cpeabl BKIIIOYAIOT HE3AMEHUMbBIE U 3aMEHUMbIE
AMHHOKHUCJIOTBI, BUTAMHHBI, UCTOYHUKH SHEPTUH, JTUIHIbI 1 MUKPO3JIEMEHTHI.

CriocoObl, packpblBaeMble B HACTOSINEM OMNHMCAHUHM, MOTYT NPUMEHSTHCA C JIOOBIM

crocoOOM KyJIbTUBHPOBAHHUSI KJIETOK, NPUTOAHBIM IJIsi Tpedyemoro mpouecca (Hampumep,
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NPOAYKIMH PEKOMOMHAHTHOTrO aHTuTena). KieTkn MOXKHO BBIPALIMBATH B IOJYHENPEPHIBHBIX
WIM TMONNUTBHIBAEMBIX KyJIbTYypax, A€ KyJbTHUBHPOBAaHUE IPEKPAINAETCsl MOCje AOCTATOYHOM
SKCIIPECCUH  aHTHUTENa, IOCJAe€ 4Yero S3KCIPEeCCHPOBAHHOE aHTHTeNo cobuparor. B
anbTEPHATUBHOM BapUAHTE OCYILIECTBICHUs KJIETKH MOJKHO BBIPAIlUBaTh C JO3MPOBAHHOMU
NOJANUTKOMN, TJ€ KyJIbTHUBHUPOBAHUE HE MPEKpPALaeTcs, U B KyJbTypy MEPUOAUYECKU WIH
HeTpepbIBHO AOOABIAIOT HOBBIE MUTATENbHBIE BEIIECTBA U APYT'He KOMIIOHEHTBI, BO BPEMsl Yero
HKCIPECCUPOBAHHOE AHTUTEIO COOMPAIOT MEPUOAMYECKH WM HENpepbIBHO. B naHHOI obOnactu
U3BECTHBI M MOTYT PUMEHSTHCS APYTHE MOIXOASIINE CIIOCOObI (HampuMep, KyJIbTUBUPOBAHHE B
HeHTPHU(PYKHBIX IPOOUpPKAX).

B HekoTOpbIX BapuaHTAaX  OCYIIECTBJICHHsI  KyJbTypa MPEACTaBisieT  CcoOOi
MOJIMUTHIBAEMYIO KYJIbTYpy. B HEKOTOPBIX BapuaHTaxX OCYIIECTBIEHUS KyJbTypa MpPeACTaBIIsIeT
co0OW TEePUOANYECKH TOATUTHIBAEMYIO KYJIBTYpPY. TepMUH «NOANMTHIBAEMAsl KYJIbTypa»
OTHOCHUTCSI K CIIOCOOY KYJIbTUBHUPOBAHHS KJIETOK, B KOTOPOM IOMOJIHUTEIbHBIE KOMIIOHEHTBI
n00aBISIOTCS B KyJBTYPy BO BpeMs WJIHM TIOCJIEe Hadaja Mpolecca KyJIbTUBUPOBaHHs. Takue
NpeJIOKEeHHbIE KOMIIOHEHTHI, KaK MPaBuio, COAepKaT MUTATENbHbIE KOMIIOHEHTBI AJ KJIETOK,
KOTOpble OBLIM HWCTOIIEHBI B TMpoIecce KyJbTHBHPOBaHMSA. B  KakoW-TO MOMEHT
KYJIbTHUBHPOBAHUE C MOAMUTKON OOBIMHO OCTAHABJIMBAIOT M KJIETKU /UM KOMIIOHEHTHI B Cpele
COOMpAIOT M B HEKOTOPBIX CJIydYasX OYMINAIOT. B HEKOTOpPhIX BapHaHTAaX OCYLIECTBICHHUS
NOANHTHIBAEMAsT KYJbTYpa COINEPKUT OCHOBHYIO CpeAy C IOOABICHHEM IUTATENbHBIX CPE.
KneTku MOXHO BIpaIuBaTh B €eMKOCTSIX JI000r0 ynoOHoro oosema. Hanpumep, KiieTku MOKHO
BbIPAIMBaTh B HEOONBUIMX PEAKIMOHHBIX COCynaX OOBEMOM B AHMANa3OHE OT HECKOJIbKUX
MUJUTUIMTPOB 10 HECKOJBKUX JIUTPOB. B ajbTepHATUBHOM BapUaHTE OCYLIECTBJICHUs KJIETKU
MOKHO BBIpAIUBATh B KPYIMHOMACIITAOHBIX KOMMEpUECKHX Ouopeakropax oOBEMOM B
JWarnasoHe OT MO MeHblIeld Mepe okojio 1 sutpa go 10, 50, 100, 250, 500, 1000, 2500, 5000,
8000, 10 000, 12 000, 15 000, 20 000 uau 25 000 muTpOB MK OOJIee WIH B peakTope JoOOoro
MPOMEKYTOYHOTO 00beMa.

KynbpTypanbHas cpena, comepskaiiasi OKoJo 8,5 4/MIIpA WM MEHee MapraHia, MOXKET
OBITh MPUTOTOBJICHA MyTEM AHAIN3a KOHLEHTPALUHA MAapraHLa B PA3JIMYHBIX MAPTHIX KaXKIOTO
CBIPHEBOTO MaTepHalia KOMIIOHEHTa KYJbTYypPaJbHON Cpelbl U BhIOOPA STUX MAPTUH CHIPHEBBIX
KOMIIOHEHTOB JIJIsl IPUTOTOBIIEHUS KYJIbTYpalbHON Cpenbl, B KOTOPOM KOHLIEHTpAlLUsl MapraHua
COCTaBJIIET OKOJO 85 4W/Mipa Wi MeHee WM, NpU OOBEOMHEHWH BMeECTe C oOuiei
KOHLIEHTPALlMel MapraHua B BBIOPAHHBIX KOMIIOHEHTAaX, COCTABISIET OKOJIO 8.5 w/Mupn wiH
meHee. KynpTypanbHas cpena, comepskamasi okojao 8,0 u/MIIpa Wil MeHee MapraHila, MOXKET
OBITH MPUTOTOBJICHA MyTEM aHAJIN3a KOHLEHTPAIUH MapraHLa B Pa3IMYHBIX MapTHIX KaXIOTO
CBIPHEBOTO MaTepHasia KOMIIOHEHTa KYJbTYypPaJIbHON Cpelbl U BBIOOPA STUX MAPTHUH CHIPHEBBIX
KOMIIOHEHTOB [IJIs1 IPUTOTOBJIEHUS KYJIbTYPaJbHOHN Cpelibl, B KOTOPOHM KOHLIEHTpaLUsl MapraHia
coctaByisier okoso 8,0 W/Mipny WM MeHee WM, NpU OOBEOMHEHWH BMeECTe C oOmiel
KOHIIEHTpalMell MapraHia B BbIOPaHHBIX KOMIIOHEHTaX, COCTaBjsier okoyio 8,0 u/mupa wim
meHee. KynbpTypasibHas cpena, comepskaiasi OKOJo 6,5 4/Mipa Wil MEeHee MapraHia, MOXET

OBITh IMPUTOTOBJICHA MYTEM aHaJIM3da KOHLCHTPALIMKW MapraHlla B pa3JIMYHbIX MAPTUAX KaKAOIO
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CBIPHEBOT'O KOMITOHEHTA KYJIBTYPAJIBHOM Cpenbl U BbIOOpA STUX MapTUH CHIPbEBBIX KOMIIOHEHTOB
IUIs TIPUTOTOBJIEHUSI KYJIBTYPAJIbHOW Cpenpl, B KOTOPOI KOHLEHTpaLMs MapraHLia COCTABIISET
OoKOJIO 6,5 W/Mipn WM MeHee WM, NpU OOBENMHEHHM BMeCTe C OOIed KOHIEeHTpaluei
MapraHiia B BbIOPaHHBIX KOMIIOHEHTaX, COCTaBJsieT OKoJo 6,5 u/Mipa WIM  MeHee.
KoHueHTpauuo Mapraiua MO>KHO U3MEPUTD B UCXOHBIX KOMIIOHEHTAX WU B CPE/ie, UCTIONb3Ys
CIIOCOOBI, ONTMCAHHBIE B HACTOSIIEM JOKYMEHTE.

B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHUS KJIETKA-XO35MH IpeAcTaBisier Ccoboit
SYKAPUOTHUYECKYI0 KJIEeTKy. lIpuMepaMu 3yKapHOTHUECKHMX KJIETOK MOTyT OBbITh KJIETKH
MJICEKOIUTAIOLINX, HACEKOMbBIX, MTHI[ WU JPYrHe KIETKH >KMBOTHOTO MPOHCXOXKICHHUSL.
DyKapuOTHYECKHE KJIETKA MJICKOMUTAIOIUX BKJIIOYAIOT B ce0s HMMOpPTAJH30BAHHBIC
KJIETOYHBbIC JIMHUW, TAaKU€ KaK THOPHIOMBI WM KJIETOYHBbIC JIMHUM MHUEJIOMBL, Hampumep,
MBIIIUHBIE KJieTouHble JuHun SP2/0 (AMmepukaHckast kojutekuusi THoBbIX KyiabTyp (ATCC), 1.
Manaccac, mrat Bupmxunms, CIIIA, CRL-1581), NSO (EBpomnefickasi KOJUIEKIIUS KJIETOYHBIX
kyneTyp (ECACC), r. Concbepn, Vuntmup, Benmukobpuranus, ECACC Ne 85110503), FO
(ATCC CRL-1646) u Ag653 (ATCC CRL-1580). Ilpumepom KJIETOYHOH JIMHHUH MHUEIOMBI
yenoseka sBisiercs U266 (ATTC CRL-TIB-196). Jlpyrue ucnosb3yeMble KJIETOUHBbIE JTMHUU
BKJIFOUAIOT B C€0s1 IMHHUM, MOJYYESHHbIE U3 KJIETOK ssmuHNKa KuTtaiickoro xomsiuka (CHO), Takue
kak HD-BIOP3 GS Null CHO K1 (Horizon Discovery Limited, r. KemOpumx,
Benukobpuranus, CHO-K1SV (Lonza Biologics, r. Yonkepcswui, mrat Mapunenn, CIIIA),
CHO-K1 (ATCC CRL-61), DG44, CHO-S nnmu CHO-DXBI11.

B HekoTOphIX BapuaHTax OCYIIECTBIIEHHUs KIIETKA-XO35UH IMPENCTABISET COOOH KIETKY
CHO, xnerky PER.C6, knerky NSO, knerky Sp2/0 unu knerky BHK.

B Hekoropbix BapuaHTax ocymecteieHus kierka CHO mpencraBniser coOoil KIeTKy
CHO-K1, xknerky CHO-DG44, knerky CHO-S unu xnerky CHO-DXB11.

B  Hekoropbix  Bapuantax  ocymectienuss kinerka CHO  pedexrna 1o
rnyramuacuHTeTasze (GS). M3BectHbl cnocoObl nmpumeHenus: GS B Ka4yecTBE CEJIEKTHPYEMOTO
MapKepa KJIETOK MJIEKOMUTAIOLIUX .

B HEKOTOpBIX BapUaHTAaX OCYLIECTBICHHS CIIOCOO MO HACTOSIIIEMY OMHUCAHHIO PEATTH3YIOT
B yCJIOBHSIX, oTBevaromux GMP.

B HekoTophIx BapuaHTax ocyinecTsieHust aHTuTeno k CD38 comep:kut onpenemnsrouyo
KoMIuieMeHTapHoCcTh obnacte Tskenou uenu 1 (HCDR1), HCDR2, HCDR3, omnpenensronnyro
KoMmIuieMeHTapHoCTh obnacth jerkoit nenu 1 (LCDR1), LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2,
3,4, 5 u 6 COOTBETCTBEHHO.

B HexoTOpeIx BapuaHTax ocyuiecTBieHus antuteno k CD38 skcmpeccupyercst us
nonunaykyeotuaa, konupyruero HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ
ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO.

B HexkoTopeIx BapuaHTax ocymectBieHus: aHTHTeNno kK CD38 comep:kut BapuabenpHYyIO
obnacte Tspkenol nerm (VH) ¢ SEQ ID NO: 7 u BapuabenpHyro odnacts jierkoit nenu (VL) ¢
SEQ ID NO: 8.

B HexoTOpeIX BapuaHTax ocyuiectieHus antuteno k CD38 skcmpeccupyercs us
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nonuHykyeotuaa, kogupyroiero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8.

B HekoTtopeIx BapmaHTax ocyiiectBieHus antuteno k CD38 mpencrasuser coboii
m3otun IgGl. B HekoTopeIx BapuaHTax ocyuiectiaeHus antureno k CD38 npexncrasnser codoii
m3otun IgG2. B HekoTopeIX BapuaHTax ocyuiectiaeHus antureno k CD38 npexncrasnser codoit
uzorun IgG4.

B HexoTopeIx BapuaHTax ocyuiecTBieHus aHtuteno k CD38 comeput Tsxkenyro Lienb
(HC) ¢ SEQ ID NO: 9 u nerkyto uenb (LC) ¢ SEQ ID NO: 10.

B HekoTtopeIx BapuaHTax ocyuiectieHuss antuteno k CD38 skcmpeccupyercs: us
noymHykIeotuaa, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10.

B HekoTophIx BapuaHTax ocyiiecTBieHusi antuteno k CD38 mpencrasisier coboi
npenapar DARZALEX® (naparymymaG).

B HekoTopeIx BapuaHTax ocyiiectBieHus antuteno k CD38 mpencrasuser coboi
6uoananor npenapata DARZALEX® (naparymymaG).

B HEekoTOphIX BapuaHTax ocyuecTsieHus anturenao k CD38 npencrasnser coboit MOR-
202 (MOR-03087), conepsxkamee VH u VL ¢ SEQ ID NO: 11 u 12 COOTBETCTBEHHO, OMMCAHHOE
B mareHTe CIIIA Ne 8 088 896. VH u VL MOR-202 moryT s3kcnpeccupoBathest B Bune 1gGl/x.

B HekoTtopeIx BapmaHTax ocymecTsieHus aHtureno k CD38 mpencraBisier coOoi
usarykcumad, conmepxkamuii VH u VL ¢ SEQ ID NO: 13 u 14 COOTBETCTBEHHO, ONMCAHHBINA B
natenre CIIIA Ne 8 153 765. VH u VL uzarykcumada MoryT skcripeccupoBatbest B Bune [gG1/xk.

SEQID NO: 1

SFAMS

SEQID NO: 2

AISGSGGGTYYADSVKG

SEQ ID NO: 3

DKILWFGEPVEDY

SEQ ID NO: 4

RASQSVSSYLA

SEQID NO: 5

DASNRAT

SEQID NO: 6

QQRSNWPPTF

SEQ ID NO: 7

EVQLLESGGGLVQPGGSLRLSCAVSGFTENSFAMSWVRQAPGKGLEWVSA

ISGSGGGTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYFCAKDK

ILWFGEPVEDYWGQGTLVTVSS

SEQ ID NO: 8

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYD

ASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPPTFGQ

GTKVEIK

SEQID NO: 9
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EVQLLESGGGLVQPGGSLRLSCAVSGFTENSFAMSW VRQAPGKGLEWVSAISGS
GGGTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYFCAKDKILWFGEPVFDYW
GQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTC
PPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQP
REPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO: 10

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRA
TGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPPTFGQGTKVEIKRTVAAPSVF
IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQID NO: 11

QVQLVESGGGLVQPGGSLRLSCAASGFTFSSYYMNWVRQAPGKGLEW VSGISG
DPSNTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCARDLPLVYTGFAYWG
QGTLVTVSS

SEQ ID NO: 12

DIELTQPPSVSVAPGQTARISCSGDNLRHYYVYWYQQKPGQAPVLVIYGDSKRPS
GIPERFSGSNSGNTATLTISGTQAEDEADYYCQTYTGGASLVFGGGTKLTVLGQ

SEQ ID NO: 13

QVQLVQSGAEVAKPGTSVKLSCKASGYTFTDYWMQWVKQRPGQGLEWIGT

IYPGDGDTGYAQKFQGKATLTADKSSKTVYMHLSSLASEDSAVYYCARGD

YYGSNSLDYWGQGTSVTVSS

SEQ ID NO: 14

DIVMTQSHLSMSTSLGDPVSITCKASQDVSTVVAWYQQKPGQSPRRLIYS

ASYRYIGVPDRFTGSGAGTDFTFTISSVQAEDLAVYYCQQHYSPPYTFGG

GTKLEIK

Crnoco0bl u3MepeHusi COAEPRAHUS OJIUT0CAXAPHIAOB B AHTUTEIAX

ConepskaHue OJHMrocaxapuIoOB B aHTHUTENAX MOXHO ompenenuTs crocodom BIXX ¢
ucrionb3oBaHueM cucrembl i BOXX  Agilent cepum  1100/1200 ¢ mporpaMMHBIM
obecieuernem Chemstation/Chemstock. [Insg KOJMUECTBEHHOTO OIpEAENeHHs] 3HAUYEHUI
OTHOCHUTENILHOTO KOJIMYeCTBa INIMKAHOB N-CBsi3aHHbIE OJMIOCaxapuibl CHayana OTILIETISIOT OT
BOCCTaHOBJICHHOTO M JAEHATYPHPOBaHHOro TectoBoro odOpasua N-rmukanasoi ([IHIMasa F).
BbICBOOOKIEHHBIE TJMKAHBl METSAT AHTPAHWIOBOW KHCJIOTOH, OYMINAIOT MOCPEICTBOM
¢unbTpaLMK C WCHOJB30BAHHEM HEHUJIOHOBBIX (UIBTPOB C pasmepoM mop 0,45 MM #u
aHam3upyrT nocpeactsoM BOXKX ¢ ¢ayopecueHTHbIM NeTeKTHpOBaHHEM. XpoMaTorpamma
BOXX cayxutr kapTol, KOTOPYH) MOXKHO HCIOJIb30BaTh JIsl OMNPEETICHHUs] MOJJIMHHOCTH U
ONpEAENeHUs] 3HAUEHUN OTHOCHUTENBHOIO KOJMYeCTBa N-CBSI3aHHBIX  OJIMTOCAXapHIOB,

NPUCYTCTBYIOLIMX B oOpasue. IIOIIMHHOCTD TJIMKAHOB OMNPEAENSAIOT IyTeM COBMECTHOTO
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3JIFOMPOBAHUS CO CTAHAAPTAMU OJIMTOCAXapUJIOB, a TAKXKE 110 BPEMEHHU yIep KaHMUs.

KonnyecTBo Ka)kqoro riukaHa ONpEAeNstoT MyTeM HMHTerpUpOBaHUs IUIOLIAIU MHUKA U
BBIPAKAIOT B MPOLEHTAaX OT OOILIeH Iuomany nuka rivkaHda (ruomanpb nuka, %). Pesynbsrare
moxkHO mnpencrasuth B otHomeHun GOF, G1F, G2F, oOwero conepxaHus He3apsHKEHHBIX
YaCTHLl U OOIIEro COmepKaHus 3apsUKEHHBIX MIMKAHOB. Takyke MOKHO aHAJIM3HPOBAaTh PYTHe
He3apsUKEHHBIE TIIMKAHbI, KOTOPBIE MPECTABIIIOT COO0I CyMMy BCEX MHTETPUPOBAHHBIX MTHKOB,
SJIIOUPYEMBIX B CHUCTEME B TedeHue nepuoaa ot 17 no 35 MUHYT, 32 UCKIIOUEHUEM MHKOB,
coorBerctByroumx GOF, GIF u G2F. OOmee KkonMM4YeCTBO HE3aPSKEHHBIX TJIMKAHOB
npeacrasisier codoit cymmy GOF, GIF, G2F u npyrux HesapsokeHHbIX yactull. OOmiee
CoZlepKaHNe 3apsDKEHHBIX TIIMKAHOB MPECTABIISET COOOH CyMMy MHKOB MOHOCHAJIMPOBAHHBIX
[JINKAaHOB, JJIIOUPYEMBIX B CHCTEME B TeueHue nepuoaa ot 42 1o 55 MHUHYT, U NHUKOB
JNVCHUAJIMPOBAHHBIX TTIMKAHOB, JIIOUPYEMBIX B TeUeHHE nepuoaa ot 78 no 90 MunyT.

Cwmech cranpaproB onurocaxapunos (GOF, G2F, G2F+N-aneruiHelipaMiMHOBasI KHCIIOTA
(NANA) u G2F+2NANA) aHanu3upyoT napajuieJbHO B KAUECTBE MOJIOKUTENIEHOTO KOHTPOJIS
peaKkIuyd MEeYeHHUs, B KadeCTBE CTAaHAAPTOB JJIsI WACHTU(UKALMHM NMHUKOB U B KaYECTBE MEpPbI
NPUTOAHOCTH CHUCTeMBbI. PacTBOpeHHBIE onurocaxapuabl kommanuu Prozyme, GOF (Ne mo xar.
GKC-004301), G2F (Ne mo xar. GKC-024301), SA1F (Ne o kar. GKC-124301) u SA2F (Ne mo
kat. GKC-224301) nnu 3KBUBaJIEHTHBIE, UCMIOJB3YIOTCS B KAUECTBE CTAHIAPTOB CpaBHEHUS. JLiist
Lesel OIpeneseHus] MPUrOJAHOCTH CHUCTEMbl TAK)Ke MCIOJIb3YIOT XOJOCTOM OTpULATENbHBIH
KOHTPOJIb Crioco0a U npeaBapuTesbHO MedeHbli ctanaapt GOF.

Cnoco0b1 H3MepeHHs1 KOHLEHTPALIMH MAPTaHLA B CPeAax H CyXHUX MOPOIIKAaX

KoHueHTpauuoo MapraHia B MaTepuajaXx U B pacTBOPE MOXHO HU3MEPHUTh C IOMOILBIO
U3BECTHBIX CIIOCOOOB U CIIOCOOOB, OMUCAHHBIX B HACTOALIEM TOKyMeHTe. Macc-CeKTPOMETPHIO
¢ MHAYKTHBHO cBszaHHOH mina3moit (MCIT-MC) MOXXHO HCHONB30BaTh AJSI KOJUYECTBEHHOTO
ONpeAeNeHns] B 4YacTsIX Ha MWumMapa (4W/MIpPA, MKI/IUTP) MHUKPO3JEMEHTa-MeTalla B
uccinenyemom obOpasue. I[lpoueaypa KHCIOTHOTO pACIICTICHUS MOXKET TNPUMEHSThCS IS
pacuieryieHuss OOraThIX YIJIEBOJAMH HCTOYHHMKOB 1O JHMOKCHZIA VYIJIEpoJa U BOABI MeEpen
BBeneHueM odpasua B npudop MCII-MC, takoii kak NexION® 350X ICP-MS (PerkinElmer).
JUis JKUAKOCTHOTO XMMUYECKOTO PACIIeIJIeHUs] MOXHO HCIIOJIb30BaTh Pa3jIMYHble KUCIOTHI U
okucnuTenw, Takue Kak aszorHas kuciora (HNOs), mnepokcun Bomopoma (HxO,) wu
xjopucrosonoponnast kuciora (HCI).

Cnoco0bI NpoAYKUMH AHTHTEJI

H3BecTHBI CMOCOOBI TPOAYKIHMH aHTHTEN B OOnbimux oObeMax. AHTHUTEIa MOKHO
nojy4atb, Hampumep, B kietkax CHO, KyJIbTHBHPOBAaHHBIX C TPUMEHEHHEM W3BECTHBIX
croco0OB. AHTUTENIO MOKET OBITh BBIACICHO W/WJIM OYHUINEHO U3 KYJIbTYPaJbHON Cpeabl MyTeM
yIaJeHNs] TBEPHAbIX BELIECTB MOCPEIACTBOM LEHTPU(PYTHPOBAHMUSA MM (QUIBTPALIMM B KadeCTBE
nepBOil craguM crocoda OYUCTKH. AHTHUTENO MOXKET OBITh JOMOJHUTENBHO OYHIIEHO
CTaHIAPTHBIMU  croco0aMu, BKJOYas  xpomarorpaduro  (Hampumep, HOHOOOMEHHYIO,
ap(PUHHYIO, SKCKIIFO3UOHHYIO XpOMaTorpadgpuio U XpoMatorpaduio Ha THIPOKCHANATUTE), Tellb-

¢unbTpauuto, ueHtpudyruposaHue uiaM AUpQGEpEeHIHANBHYI0 PAaCcTBOPUMOCTb, OCAXKICHHE
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STAHOJIOM WM JIOOOW Jpyrodl HOCTYNMHOW METONUKON OuYMCTKH aHThTen. HHrudurtopsl
nporeasbl, Takue kak QerHunmeruicynbporundTopun (PMSF), nelinentuH, nmemncraTHH WM
aTPOTUHUH, MOXKHO JOOABJIATH Ha JIIOOOW MM HAa BCEX CTAAUAX C LENbI0 YMEHBIIEHHS HIIH
NPEAOTBPALIEHUS Pa3pyLIEHUs aHTUTeNa B nporiecce ouncTku. Crienuanucty B JaHHOM obnactu
OyZeT MOHATHO, YTO TOYHAs METOJUKA OYHCTKHU OyNeT MEHAThCS B 3aBHCUMOCTH OT CBOICTB
OYMIIAEMOTr0 TMOJUIENTHAA WM OeKa, CBOWCTB KJIETOK, W3 KOTOPBIX 3KCIPECCHPYETCS
TIOJIMIIENITU WITH OEJIOK, a TaKKe OT COCTaBa CPeAibl, B KOTOPOI BbIPALIEHbI KIETKH.

Cnoco0 nmosrydeHus JIieKApCTBEHHOIr0 Mpenapara

CrniocoObl, OMUCaHHBbIE B HACTOSIIEM JOKYMEHTE, TAKKe BKJIIOYAIOT CIOCOOBI MOTYYEHUs
JIEKapCTBEHHOTrO Tpemnapara. Hampumep, B ONMCAaHUHM TPEMJIONKEH CIOCOO TMONTy4eHUs
JIEKApCTBEHHOTO Tpernapara, BKIHOYAOIUI B ceOsl BBIMOJIHEHHE 3TanoB Crocoda MpOAyKLUU
AHTHUTENA, PACKPBITHIX BBILIE B HACTOALIEM JOKYMEHTE.

B ommcanmm Takke NPENJIOKEH CIOCO0 TMONYYeHHs JIEKAPCTBEHHOrO Tpernapara,
coxepskamtero antuteno k CD38, skcnpeccupoBaHHOe U3 MOJUHYKJIEOTH A, koaupyromero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
OKOJIO 27%, BKJIIOUAIOLIUHI 3Tallbl, HA KOTOPBIX:

NPOMCXOAUT TMPUTOTOBJIIEHNE KYJIBTYpPAJIbHOH Cperbl, comepskaimed okomo 8,5 w/mipn
WU MeHee Mn;

MIPOU3BOAUTCS KOHTPOJb copepykanusi onurocaxapuna G1F B anturene x CD38 myrem
KyJIBTUBUPOBAHMsI KJIETKU-XO0351MHA, COAep Kallel noaunykiaeotus, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypaJbHOH cpene, NMPUTOTOBJIEHHOH Ha 3Tame a),
MOCPENCTBOM 4ero nponyuupyercsa anrureso k CD38 ¢ comepxanuem onurocaxapuna G1F ot
okoJi0 15% no okojo 27%; u

cocTaBiisieTcs komno3uuus antutena k CD38 B kauecTBe JlekapCTBEHHOTO Ipernapara.

B HekoTOphIX BapuaHTaxX OCYLIECTBJIEHUs coepskaHue onurocaxapuna G1F B anturene
k CD38 cocrasnsier ot okono 15% no okoso 25%.

B HekoTopbIX BapuaHTax OCyLIECTBIIEHUs cofepskaHue onurocaxapuna G1F B anturene
k CD38 cocrasnsier ot okono 21% 1o okosno 25%.

B HekoTopbIx BapuaHTax OCyLIECTBIIEHUs cofepskaHue onurocaxapuna GOF B anturene
k CD38 cocrasnsier ot okoso 65% 1o okogo 74%.

B HekoTOpbIX BapuaHTax OCyLIeCTBIIEHUs coepskaHue onurocaxapuna GOF B anturene
k CD38 cocrasnser ot okono 68% no 74%.

B HexoTOpbIX BapHaHTax OCYLIECTBJIEHMsI IOATOTOBKA KyJIbTYPaJIbHOMN Cpeibl COCTOUT U3
STAroB, Ha KOTOPBIX BBIMIOJHAETCS U3MEPEHNE KOHLEHTpauuu Mn B ofHON miu Oojiee mapTHsIx
CBIPBEBBIX KOMIIOHEHTOB, UCTIOJIB3YEMBIX Uil IPUTOTOBICHHS KYJbTYPaIbHONW CPENbL, U BBIOOD
OJHOMW WK OoJee MapTHUil ChIPBEBBIX KOMIIOHEHTOB, KOTOPbIE B COBOKYITHOCTH COAEPIKAT OKOJIO
8,5 u/mnpa i Menee Mn.

B HekoTOpBIX BapMaHTax OCYLIECTBJIEHHS KyJbTYpPAJbHYIO CPeNy TOTOBST Tak, YTOOBI
OHa conepskaia oT okoJjo 4,0 u/miupx 1o okoo 8,5 u/mupa Mn.

B HekoTOpbIX BapMaHTax OCYLIECTBJIEHHs KyJbTYpPaJbHYIO CpPeNy TOTOBST Tak, YTOOBI
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OHa conepskaia oT okojio 4,0 u/mnpa go okoio 6,5 u/mpa Mn.

B HekoTOphIX BapHaHTax OCYLIECTBJIEHHs KyJbTYpPaJbHYIO CPeNy TOTOBST Tak, 4TOOBI
OHa cozeprkajia OT okoJjio 5,0 u/mupa 10 okoJio 6,5 u/mipx Mn.

B HekoTOpbIX BapuaHTaxX OCYIIECTBIIEHHs cofeprkanue onurocaxapuna G1F B anturene
k CD38 cocrassier ot okojo 15% no okono 27%, conepxkanue onurocaxapuna GOF B anturene
k CD38 cocrasnsier ot 0k0Ji0 65% 10 0koJ0 74%, a KyJbTypajbHYI Cpeay FOTOBST TaK, YTOOBI
OHa cozep:kaia ot okoJio 4,0 u/mnpn 1o okosno 8,5 u/mapa Mn.

B HekoTOpbIX BapuaHTaX OCYIIECTBIIEHHs conepskanue ojurocaxapuna G1F B anTurene
k CD38 cocrasnsieT ot okoiio 15% o okono 25%, conepxkanue onurocaxapuna GOF B anTuTene
k CD38 cocrasysieT ot okoso 68% 10 okono 74%, a KyJbTypabHYIO Cpeay FOTOBAT TaK, YTOOBI
OHa conepskaiia oT okoJjio 4,0 4/mMipa 10 okoJio 6,5 u/mipa Mn.

B HexoTOpbIX BapuaHTaxX OCYIIECTBIIEHHs conepkanue onurocaxapuna G1F B anturene
k CD38 cocrasnsier ot okoso 21% o okoino 25%, conepxanue onurocaxapuna GOF B anTuTene
k CD38 cocrasisier ot okoso 68% 10 okono 74%, a KyJbTypabHYIO Cpeay FOTOBAT TaK, YTOOBI
OHa conepskaiia OT okoJjio 5,0 u/mMupxa 10 okoJio 6,5 1/mipa Mn.

B HekoTOpBIX BapuaHTaX OCYILIECTBIECHUS KYJbTypajbHAas Cpefa MPencTaBisieT COOOH
OCHOBHYIO CpeZly WJIH ITUTATEIbHYIO CPEny.

B HEKOTOpBIX BapuWaHTaX OCYIIECTBJIEHHs KYyJbTHBHPOBAHWE BKIIIOYAET IMPHMEHEHHE
MOJNUTHIBAEMOH KYJIbTYPbI WIH NeP(y3UOHHON KYJIbTYPHI.

B HeKoTOpBIX BapHaHTaX OCYLIECTBIIEHHS KJIETKA-XO3SIMH NPEACTaBIsIeT CoOoit
5YKaPUOTHUYECKYIO KIIETKY.

B HEKOTOPBIX BapHaHTaxX OCYIIECTBJIEHHS dyKapHOTUYECKasl KJIeTKA MPEACTaBIIsIeET COO0M
knerky CHO, knerky PER.C6, knerky NSO, knerky Sp2/0 unu knerky BHK.

B Hekotopbix BapmaHtax ocymecteiaenus kinerka CHO npencraBmsier coOoil KieTKy
CHO-K1, knerky CHO-DG44, xnerky CHO-S nnn knerky CHO-DXB11.

B  HekoropbIx  BapuaHTax  ocymectBieHuss kierka CHO  nmedextHa  mo
rnyramuHcuHTeTase (GS).

B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO PEaM3yIOT B YCIOBHSIX, OTBEYAIOIIUX
GMP.

B HexoTopeix BapuaHTax ocyuiectBieHus antureno k CD38 comepxur VH ¢ SEQ ID
NO: 7u VL ¢ SEQ ID NO: 9.

B HexoTopbix BapuaHTax ocyuiectsieHus antuteno k CD38 conepxxut nzotun IgG1.

B HexoToprix BapuaHTax ocyuiectBieHus: antureno k CD38 conepxxut HC ¢ SEQ ID
NO: 9u LC ¢ SEQ ID NO: 10.

B HekoTtopeIx BapmaHTax ocyiectBieHus antuteno k CD38 mpencrasuser coboii
OnoaHaor.

B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHUS COCTABJIEHHE KOMITO3UIMH JIEKAPCTBEHHOTO
npenapara BKJIIOYAET COCTaBjeHue kommno3uuuu antutena k CD38 B koHnenTpauuu okono 120
MI/MJI B PeKOMOHMHAHTHOW dYenoBeueckod ruanyponugase (rHuPH20) xonmenrtparmeit oxoio

2000 Ep/mn, ructuauHe B KOHLEHTpalMu OT okojso 5 MM no okomo 15 MM, copburte B
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KOHLeHTpauuu ot okojio 100 MM 1o okoso 300 MM, PS-20 B konnentpauuu ot okosio 0,01%
macc./06. o okoio 0,04% macc./00. 1 MeTHOHMHE B KOHLIEHTPAIMH OT OKOJIO 1 MI/MJI 1O OKOJIO
2 mr/mn, npu pH okoino 5,6.

B HexOoTOpBIX BapuaHTax OCYLIECTBJIEHUs COCTABJIEHHE KOMIIO3MLIMU JIEKAPCTBEHHOIO
mpernapara BKJIKYaeT cocTaBieHne kommno3unnu anturena Kk CD38 B konuenTpaunu 20 Mr/mi B
YKCYCHOM KHCJIOTE€ B KOHLIEHTPALIUU OKOJIO 25 MM, XJIOpuAe HaTpusl B KOHLEHTPALMH OKOJo 60
MM, MaHHHTE B KOHLeHTpauuu okojo 140 MM u momucopOare-20 (PS-20) B kOHLEHTpauuu
okoo 0,04% wmacc./06.; mpu pH okoo 5,5.

B omnucanmm TaKke TNPENSIOKEH CIOCO0 MONyYeHHs JIEKAPCTBEHHOTO Tpernapara,
comepskamero antuteno k CD38, skcnpeccupoBaHHOe U3 MOJUHYKJIEOTH A, kogupyromero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
OKOJIO 27%, BKJIFOYAIOLUH 3TaIlbl, HA KOTOPBIX:

NPOMCXOOUT TPUTOTOBJICHNUE KYJBTYpPaJbHON Cpenbl, conmepkamed okoso 8,5 w/mipn
WU MeHee Mn;

MPOU3BOANTCS KOHTPOJb comepykanusi onurocaxapuna G1F B anturene xk CD38 myrem
kynsTuBupoBanus kietku CHO, copepkaineil nonunykiaeotun, kopupyroumuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJnbTypaibHOU Cpene, comepskameii okoyo 8,5 u/mipn wiu
MeHee Mn, mocpencTsoM dero mnpoayuupyercs antureno k CD38, skcmpeccupyemoe us
nonunykieotuaa, kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ coaepxaHuem
onurocaxapuna G1F ot oxono 15% no okono 27%; u

cocTrasisieTcs komnoszuuus anturena k CD38 B kauecTse JIekapCTBEHHOTO MIpernapara.

B omnucannmm Taxke NPEeNIOKEH CIOCO0 TMONy4YeHHs JIEKapCTBEHHOrO Ipemnapara,
coxepsxamero anturteno k CD38, skcnpeccupoBaHHOEe U3 MOJIUHYKIEOTHAA, kogupyroumero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
oxoio 27% u copepxanuem onurocaxapunaa GOF ot okono 65% no okono 74%, BKIIFOYAKOLIHIA
STaIlbl, HA KOTOPBIX:

NPOMCXOAUT TPUTOTOBJICHUE KYJBTYpPAJIbHOH Cperbl, comeprameii okoso 8,5 u/mipn
WU MeHee Mn;

NPOU3BOAUTCS  KOHTPOJb  cojepkaHust onurocaxapuga GIF  u  conmepxkanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBupoBanus kinetku CHO, conepkameit
nonunykyieorun, kogupyrowmuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHON
cpene, comepkamel okoso 8,5 u/mipn wim MeHee Mn, MOCPEACTBOM YEro MPOXYLUPYETCS
antureno k CD38, skcnpeccupyemoe u3 nojauHykineorunaa, kogupyromero VH ¢ SEQ ID NO: 7
u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no oxono 27% u
conepxanueM onurocaxapuaa GOF ot oxono 65% no okono 74%; u

cocTaBisieTcst komnoszuuus anturena k CD38 B kauecTBe JiekapcTBEHHOIO Ipenapara.

B ommcanmm Takke NPEemNIOKEH CIoco0 MONy4YeHHs JIEKapCTBEHHOTO IIperapara,
coxepsxauero anturteno k CD38, skcnpeccupoBaHHOE U3 MOJMHYKJIEOTHAA, kogupyromero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no

OKOJIO 27%, BKJIOUAIOLUHI 3Tallbl, HA KOTOPBIX:



83

NPOMCXOUT NMPUTOTOBJIEHNE KYJIBTYPAJIbHON Cpenpl, comepskameil ot okoiuo 4,0 u/mMipa
10 oxoJio 8,5 u/mipn Mn,

MIPOU3BOAUTCS KOHTPOJb copepykanust onurocaxapuna G1F B anturene x CD38 myrem
xkynsTuBupoBanus kinetku CHO, conepskameil nonunykiaeotus, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypalbHON cpene, copepxarieii ot okoyo 4,0 u/mipna 1o
okoJ10 8,5 u/mMapa Mn, nmocpencTBoM 4ero npoayuupyercs antureno k CD38, skcnpeccupyemoe
u3 nonuHykieoruna, koxupyroumero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxkanuem onmurocaxapuna G1F ot okono 15% no okono 27%; u

cocraBisieTcss komno3uuus anturena k CD38 B kauecTBe JiekapCcTBEHHOTO IIpernapara.

B omnucanmm TaKke NPENNIOKEH CIOCO0 TMONyYeHHs JIEKAPCTBEHHOTO Tpernapara,
coxepskamero antuteno k CD38, skcnpeccupoBaHHOe U3 MOJMHYKJIEOTH A, kogupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
okono 27% u conepkanuem onurocaxapuna GOF ot okono 65% n0 oxono 74%, BKIIFOUAROIIHMA
3Tamnbl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBJICHNE KYJIbTYPAIbHON Cpenbl, coneprkaieii or okoo 4,0 u/Mipa
1o okoJo 8,5 u/mipn Mn,

NPOU3BOAMUTCS  KOHTPOJb  cojepkaHus onurocaxapuga GIF  u  coxmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBupoBanus kinetku CHO, conepkameit
nonunykaeorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHOH
cpene, comepskameit or okoso 4,0 u/mupa no okojio 8,5 y/mupa Mn, MOCpPEnCTBOM Hero
npoayuupyercst antureno k CD38, skcnpeccupyemoe U3 nonuHykKJIeoTuaAa, koaupyomero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okoo 27% u conepkanueM onurocaxapuaa GOF ot okono 65% no okosno 74%; u

cocTaBiisieTcs komno3uuus antutena k CD38 B kauecTBe JlekapCTBEHHOTO Ipernapara.

B omnmcaHumm TakKe NPEUIOKEH CIoco0 MONy4eHUs! JIEKapCTBEHHOIO IIperapara,
conepskamero antuteno k CD38, skcnpeccupoBaHHOe U3 MOJIUHYKIEOTHAA, kKonupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
oKoJIo 25%, comep kaluii 3Tarbl, HA KOTOPbIX:

NPOMCXOIUT MPUTOTOBJICHNUE KYJIbTYPAIbHOMN Cpefbl, coneprkaineii ot okoJio 4,0 u/Mipa
10 okoJio 6,5 u/mipa Mn,

MIPOU3BOAUTCST KOHTPOJIb comepkanusi ojurocaxapuna G1F B anturene x CD38 myrem
kynbTuBupoBaHus kieTku CHO, conepskaieit nmonunykneorun, kopupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyIbTypajJbHOU cpefe, coaepxkaineii ot okono 4,0 u/miupn 1o
okoJio 6,5 4/mnpa Mn, nmocpencTsom uero nponyuupyercs antuteno k CD38, sxcnpeccupyemoe
u3 nojuHykieoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxxanueM onurocaxapuaa G1F ot oxono 15% no oxono 25%; u

cocTrasisieTcst komnoszuuus anturena k CD38 B kauecTse lekapCTBEHHOTO Mpenapara.

B omnucanmm Taxke NPENNIOKEH CIOCO0 MONy4YeHHs JIEKAPCTBEHHOrO IIpemnapara,
coxepsxauiero anturteno k CD38, skcnpeccupoBaHHOE U3 MOJMHYKJIEOTHAA, kogupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
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okono 25% u conepxkanuem onurocaxapuaa GOF ot okosno 68% no okono 74%, conepkarunii
3Tamnbl, HA KOTOPBIX:

NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOM Cpefbl, coneprkaeii or okoJo 4,0 u/Mipa
10 okoJo 6,5 4/mnpx Mn,

NPOM3BOJAUTCA  KOHTPOJb  conepskanHuss onurocaxapuma GIF  u  comepikanus
onmurocaxapuna GOF B antutene x CD38 nmyrem kysnsruBupoBanus kierku CHO, conepkaineit
nonunykyieorun, kogupyromuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHOU
cpene, comepskameit or okoyo 4,0 u/mapa oo okojio 6,5 y/mupa Mn, MOCPEICTBOM Hero
nponyuupyercst antureno k CD38, skcnpeccupyemoe u3 nojuHykieotuaa, kogupyromero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
oko10 25% u conepskannem onurocaxapuna GOF ot okono 68% no okomno 74%; u

cocTaBisieTcst koMmnosuuus anturena k CD38 B kauecTBe JlekapCTBEHHOTO Npenapara.

B ommcanmm Takke NPENJIOKEH CIOCO0 TMONYYeHHs JIEKAPCTBEHHOrO Tpernapara,
coxepskamtero antuteno k CD38, skcnpeccupoBaHHOe U3 MOJUHYKJIEOTH A, koaupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conepxxanuem onurocaxapuaa G1F ot okomno 21% no
oK0J10 25%, comep Kaluii:

NPOMCXOIUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOMN Cpelbl, coneprKaeii or okoJio 5,0 u/Mipa
10 okoJio 6,5 u/mipn Mn,

MPOU3BOAUTCS KOHTPOJb conepkanusi onurocaxapuna G1F B anturene x CD38 myrem
kynbTuBupoBanus kinetku CHO, conmepskaineil nonunykneorun, xonupyromuin VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypaJbHOU cpefe, coaepxkaieii or okoyo 5,0 u/mupn oo
okoo 6,5 u/mnpa Mn, nocpencrsom yero npoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, koaupyrouiero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepsxkanuem ojurocaxapuna G1F ot okomno 21% no okono 25%; u

cocTaBiisieTcs komno3uuus antutena k CD38 B kauecTBe JIeKapCTBEHHOTO Ipernapara.

B omnucanum TaKke TPENJIONKEH CIOCO0 MONy4YeHHs JIeKAPCTBEHHOTO Tpernapara,
comepskamero antuteno k CD38, skcnpeccupoBaHHOe U3 MOJUHYKJIEOTHAA, Koaupyomero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot okono 21% no
okono 25% u comepykanuem onurocaxapuaa GOF ot okosno 68% no okono 74%, comepkarumii
STamnbl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBIICHHE KYJIBTYPAJIBHON Cpenbl, comepskamei or okoso 5,0 4/mipa
10 okoJio 6,5 u/mipa Mn,

NPOM3BOOUTCS  KOHTPONb  conmepkanmst onurocaxapuma GIF  wu  comepikanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBupoBanus kinetku CHO, conepkameit
nonunykyaeorun, kogupyrowmuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypajbHOM
cpene, comepskameit or okoyio 5,0 uw/mupa no okojio 6,5 y/miupa Mn, MOCPEICTBOM Hero
npoayuupyercst antureno k CD38, skcnpeccupyemoe U3 MonuHykKJIeoTuaa, koaupyomero VH ¢
SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxxanuem onurocaxapuaa G1F ot okono 21% no
okoJ10 25% u conepsxkanuem onurocaxapuna GOF ot okono 68% a0 okosno 74%; u

cocTtasisieTcs komnosuuus anturena k CD38 B kauecTse JIekapCTBEHHOTO Mpenapara.
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B ommcanmm Takke NPEemJIOKEH CIOCO0 MOJMy4YeHHs JIEKapCTBEHHOrO IIperapara,
coxepskauiero anturteno k CD38, skcnpeccupoBaHHOe 13 ONUHYkKIeoTHAa, koaupyroiero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onmurocaxapuna G1F ot okono 15% no
oK0I0 27%, comepsKaluii 5Tambl, HA KOTOPbIX:

NPOMCXOUT NMPUTOTOBJIEHHUE KYJIbTYpPalIbHON Cpelnbl, copepsxkaiiei ot okoso 4,0 4/mipn
10 okouo 8,5 u/miapa Mn;

NPOM3BOJUTCA KOHTpOJb conepskanus onurocaxapuna GIF B anturene k CD38 nmyrem
kynsTuBupoBanus kietku CHO, copepxameii momunykneorun, koaupyromuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B KyIbTypajJbHOU cpefie, coaepskalieir or okoyo 4,0 u/mupa oo
okoo 8,5 4/mnpa Mn, nmocpencTsom 4yero mpoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykineoruna, kogupyroomero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxxanueM onurocaxapuna G1F ot oxono 15% no okono 27%; u

cocTaBisieTcs koMmnosuuus anturena k CD38 B kauecTBe JlekapCTBEHHOTO MIpenapara.

B ommcanmm Takke NPEmNIOKEH CIOCO0 TMONy4YeHHs JIEKapCTBEHHOTO IIperapara,
coxepskautero antureno k CD38, skcnpeccupoBaHHOe K3 NMONMHYKJIeoTHAa, koaupyroiero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem omurocaxapuna G1F ot okono 15% no
okono 27% u coxepxkanuem onurocaxapuaa GOF ot okono 65% no okono 74%, comepramiuit
3Tamnbl, HA KOTOPBIX:

NPOMCXOAUT MPUTOTOBJIEHNE KYJIbTYPAIbHOM Cpenbl, coneprkameii or okoo 4,0 u/Mipa
10 okoJio 8,5 u/mipn Mn,

NPOU3BOAUTCS  KOHTPOJb  cojepskaHuss onurocaxapuga GIlF u  conmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynpruBuposanus kietku CHO, conepsxaieit
nonunykneorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B kyl1bTypajbHOM
cpene, conmepskamiedi or okono 4,0 uw/mupa no okosno 8,5 w/mapa Mn, MOCPencTBOM dYero
npoxnyuupyercst antuteno k CD38, skcnpeccupyemoe U3 nonuHykieoruaa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onmurocaxapuna G1F ot okono 15% no
oko0 27% u conepskannem onurocaxapuna GOF ot okono 65% no okomno 74%; u

cocraBisieTcss komnosuuus anturena k CD38 B kauecTBe lekapCcTBEHHOTO IIpernapara.

B omucanmm Takke TNPENJIONKEH CIOCO0 MOJNyYeHHs JIEKAPCTBEHHOrO Mpernapara,
coxepskamtero antuteno k CD38, skcnpeccupoBaHHOe K3 MonuHykieoTHaa, koaupyroiero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem omurocaxapuna G1F ot okono 15% no
okoIo 25%, cozmeprkaluii 3Tamnbl, HA KOTOPBIX:

NPOUCXOAUT MPUTOTOBJICHNE KYJIbTYPAIbHOMN Cpebl, coneprkaieii ot okoo 4,0 u/Mipa
10 okoJio 6,5 u/mipn Mn,

MPOU3BOAUTCS KOHTPOJb comepkanusi onmurocaxapuna G1F B anturene x CD38 myrem
kynbTuBupoBanus kjetku CHO, copepxaieli nonunykineotun, koaupyroomuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kynbTypaibpHOU cpene, coaeprxariel ot okojo 4,0 u/mupna 1o
okoo 6,5 u/mupa Mn, nmocpencTsom yero npoayuupyercs antuteno k CD38, skcnpeccupyemoe
3 nonunykineoruna, koaupyroomero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢

conepxanueM onurocaxapuaa G1F ot oxono 15% no okono 25%; u
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cocTrasisieTcs koMmnoszuuus anturena k CD38 B kauecTBe JlekapCcTBEHHOIO IIpenapara.

B omnucannmm Takke NPENNIOKEH CIOCO0 TMONy4YeHHs JIEKAPCTBEHHOrO Ipemnapara,
coxepsxauero antuteno k CD38, skcnpeccupoBaHHOe U3 MOJMHYKJIEOTUAA, kogupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
okouo 25% u copepxanunem onurocaxapuna GOF or okono 68% o okosno 74%, conmepskamiuii
9Tarbl, HA KOTOPBIX:

IPOUCXOIUT IPUTOTOBIIEHNE KYJbTYPAJIbHON Cpebl, cofepkaiei or okoso 4,0 u/mipn
10 0koJ10 6,5 u/Mipa Mn,

MPOU3BOAMNTCS  KOHTPOJIb  coaepskanust onurocaxapuga GIF  wu  comepskanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynpruBupoBanus kietku CHO, conepkameit
nonunykieorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KynbTypajbHOM
cpene, comepskameit or okono 4,0 u/mupa no okojio 6,5 y/miupa Mn, MOCPEICTBOM Hero
nponyuupyercst antureno k CD38, skcnpeccupyemoe u3 nojauHykiaeoruaa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepsxaaunem omurocaxapuna G1F ot okono 15% no
oko10 25% u conepskannem onurocaxapuna GOF ot okono 68% g0 okosno 74%; u

cocTaBisieTcst komno3uuus anturena k CD38 B kauecTBe JiekapcTBEHHOIO Mpenapara.

B ommcanmm Takke NPENNIOKEH CIOCO0 MONY4YeHHs JIEKAPCTBEHHOTO Tpernapara,
conepskatiero anturesno k CD38, skcnpeccupoBaHHOe U3 ONUHYkKiIeoTuaa, koaupyroiero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onmurocaxapuna G1F ot okomno 21% no
oKoJ0 25%, comeprkaluii 3Tambl, HA KOTOPbIX:

NPOMCXOUT MPUTOTOBJIEHNUE KYJIbTYPaIbHOM Cpefpl, coneprkameii oT okoso 5,0 u/mipn
10 okoJio 6,5 4/mipn Mn,

MIPOU3BOAUTCS. KOHTPOJb copepkanust onurocaxapuna G1F B anturene x CD38 nyrem
kyneTuBupoBanus kiaerku CHO, comepkamelt nonmunykneorun, koaupyroumuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B KyJbpTypanbHOU cpezne, comeprkamieii ot okono 5,0 u/mnpa 1o
okoo 6,5 4/mupa Mn, nmocpencTBom 4yero npoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykineoruna, kogupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxxanuem onurocaxapuaa G1F ot oxono 21% no okono 25%; u

cocraBisieTcs komnoszuuus antutena k CD38 B kauecTse lekapCTBEHHOTO Npernapara.

B ommcanmm Takke NPENJIOKEH CIOCO0 TMONYYeHHs JIEKAPCTBEHHOrO Tpernapara,
coxepskamtero antuteno k CD38, skcnpeccupoBaHHOe U3 MOJMHYKJIEOTH A, kogupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuga G1F ot okono 21% no
okono 25% u coxepykannem onurocaxapuaa GOF ot okono 68% no okono 74%, conmepkarumii
3Tamnbl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBJIEHNE KYJIbTYPAIbHOMN Cpefbl, coneprKameii oT okoJio 5,0 u/Mipa
10 okoJio 6,5 u/mnpn Mn,

NPOU3BOAUTCS  KOHTPOJb  cofepkaHus onurocaxapuaa GIF u  conmepxkanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBuposanus kiaetku CHO, conepkameit
nonunykneorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KylbTypajibHOM

cpene, conepskamieii or okono 5,0 w/mupn mo okosno 6,5 u/mipa Mn, mocpencTBOM uero
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npoayumpyercst antureno k CD38, skcnpeccupyemoe u3 nojauHykiaeoruaa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onmurocaxapuna G1F ot okono 21% no
oko10 25% u conepskanuem onurocaxapuna GOF ot okono 68% a0 okosno 74%; u

cocTrasisieTcs koMmno3uuus anturena k CD38 B kauecTse JIekapCTBEHHOTO MIpenapara.

B HexoTOpBIX BapuaHTax OCYLIECTBJIECHUs CTaaus COCTABJICHMs KOMIIO3ULMHM aHTUTENA K
CD38 B xauecTBe JeKapCTBEHHOT'O IpernapaTa BKJIIOYAEeT COCTABJICHHE KOMITO3ULIMU aHTUTENA K
CD38 B koHIEHTparmu okoyo 20 MI/Mil B YKCYCHOH KHCJIOTE€ B KOHLIEHTPALUH OKOJO 25 MM,
XJIOpUI€ HaTpUsl B KOHLEHTpauuu okono 60 MM, MaHHUTE B KOHLEHTpauuu okojio 140 MM u
nonucopbare-20 (PS-20) B koHuentpanuu okojio 0,04% macc./06.; mpu pH okosio 5,5.

B HexoTOphIX BapuaHTax OCYILECTBIEHHs CTaaMsl COCTABIEHHS] KOMIIO3ULUN aHTUTENA K
CD38 B xauecTBe JIEKapCTBEHHOTO IpernapaTa BKJIIOYAeT COCTAaBJIEHHE KOMIIO3ULIMY aHTHUTeNa K
CD38 B koHumeHTpauuu ot okono 20 mr/min go okono 180 Mr/mi ¢ pekoMOMHAHTHOM
yenoBedeckoi ruanyponunaszoi (rHuPH20) B xonudectse ot okoso 30 000 Ex no okoso 45 000
En.

B HexoTOphIX BapuaHTax OCYLIECTBJIEHUs CTaus COCTaBJIEHMsI KOMIIO3UIIMM aHTUTENA K
CD38 B kauecTBe JIEKApCTBEHHOTO IpernapaTa BKJIIOYaeT COCTAaBJICHUE KOMIIO3ULIMY aHTUTeNa K
CD38 B xkonuentparmu okojo 120 mr/mn ¢ rHuPH20 B konmuectse okosno 30 000 Ex.

B HexoTOpBIX BapuaHTax OCYLIECTBJIEHUs CTalus COCTaBJIEHMsI KOMIIO3UIIMHM aHTUTENA K
CD38 B xauecTBe JIEKApCTBEHHOTO IpenapaTa BKJIIOYaeT COCTaBJICHUE KOMIO3ULIMN aHTUTENA K
CD38 B konuenrpauuu okoino 120 mr/mn ¢ rHuPH20 B kxonuenrpauuu oxosio 2000 En/mu,
TUCTUAUHOM B KOHLIEHTPALIUU OT OKOJIO S MM 10 0koj10 15 MM, copOuTOM B KOHIIEHTPALMH OT
okosio 100 MM no okosio 300 MM, nosmucopbarom 20 (PS-20) B koHnerTpamnuu ot okosio 0,01%
macc./00. 1o okoso 0,04% macc./00.; ¥ METMOHHHOM B KOHLIEHTPALMM OT OKOJO | mr/mi mo
okouo 2 mr/mi, ipu pH okono 5,6.

B HexoTOpBIX BapuaHTax OCYLIECTBJIECHUs CTaAus COCTABJICHMs KOMIO3ULMHM aHTUTENA K
CD38 B xauecTBe JIEKApCTBEHHOTO IperapaTa BKJIIOYAeT COCTaBJIEHUE KOMIIO3ULIMY aHTHUTEeNa K
CD38 B konuenrpauuu okoio 120 mr/mn ¢ rHuPH20 B konuentpammu okono 2000 En/mu,
TUCTUIUHOM B KOHIEHTPALIUU OT OKOJIO 5 MM 10 0ko0Jj10 15 MM, copOUTOM B KOHIIEHTPAIMH OT
okosio 100 MM 1o okosio 300 MM, nosmucopbarom 20 (PS-20) B koHmeHTparuu ot okoso 0,01%
macc./06. no okono 0,04% wmacc./00.; U METUOHHHOM B KOHIIEHTPAIlMH OT OKOJIo 1 mMr/mi 1o
okoJio 2 mr/mi, ipu pH okoro 5,5.

B HexoTOphIX BapuaHTax OCYLIECTBJIEHUs CTaus COCTaBJIEHMsI KOMIIO3UIIMM aHTUTENA K
CD38 B kaudecTBe JICKAPCTBEHHOI'O TMperapara BKIIOYaeT B ceOs COCTaBJICHHUE KOMITO3UIMH
aatutena k CD38 B koHUEHTpauu oT 0kojo 20 Mr/mi 1o okojo 180 mr/mi ¢ peKOMOMHAHTHON
yenoBedeckoi ruanyponunaszoi (rtHuPH20) B konmudectse ot okosio 30 000 Exn no okoso 45 000
En, ructTuanHOM B KOHIIEHTPALIUU OT OKOJIO S MM 1o okojio 15 MM, copOUTOM B KOHIIEHTPALIUU
ot okosio 100 MM no oxono 300 MM, PS-20 B xonnenrpamuu ot okoso 0,01% macc./00. o
okoio 0,04% macc./00.; 1 METHOHMHOM B KOHIEHTPALUU OT OKOJIO 1 MI/MJ 1O OKOJIO 2 Mr/miI,
npu pH okoro 5,6.

B HEKOTOPBIX BapUaHTaX OCYMECTBIICHUA CTAANUA COCTABJICHNA KOMIIO3ULIMHU aHTUTEIIA K



88

CD38 B kauecTBe JICKAPCTBEHHOTO Iperapara BKJIIOYAeT B CeOs COCTaBJIICHHE KOMITO3ULMH
antutena k CD38 B KoHLEHTpauu OT 0kojo 20 Mr/mi 10 okoso 180 Mr/mi ¢ pekoOMOWHAHTHOM
yenoBedeckoi ruanyponunaszoi (rHuPH20) B konmudectse ot okosio 30 000 Ex no okoso 45 000
En, ructuanHOM B KOHLIEHTPALIUU OT OKOJIO 5 MM 110 okoJio 15 MM, copOUTOM B KOHLIEHTpALIUU
ot okono 100 MM no okoso 300 MM, PS-20 B xonuentpaiuu ot okosno 0,01% macc./06. mo
okoJi0 0,04% macc./00.; 1 METUOHMHOM B KOHLIEHTPALIMK OT OKOJIO | MI/MJI 10 OKOJIO 2 Mr/mi,
npu pH okorno 5,5.

B HexoTOphIX BapuaHTax OCYIIECTBJIEHHs CTaJMsl COCTABICHHS] KOMITO3ULUN AHTUTENA K
CD38 B kaudecTBe JIEKApPCTBEHHOI'O TMperapara BKJIOYaeT B ceOs COCTAaBJIEHUE KOMITO3UIMH
antutena k CD38 B koHuentpauuu okoso 120 mr/min ¢ tHuPH20 B xoHmeHTparuu okoso 2000
En/mn, ructupnaom B koHueHtpaumu 10 MM, copOutom B KOHIEeHTpauuud okosio 300 MM,
METHOHWHOM B KOHIIEHTpaIuu 0Kojio 1 mr/mit, monucopdarom 20 B koHUEeHTpauuu okoio 0,04%
u rHuPH20 B konuentparuu okojio 2000 Ex/mn npu pH 5,6.

B HexoTOphIX BapuaHTax OCYILIECTBJIEHUs CTaus COCTaBJIEHMsI KOMIIO3UIIMM aHTUTENA K
CD38 B kadecTBe JIEKaPCTBEHHOIO Mperapara BKIIOYaeT B ceOsl COCTaBJIICHUE KOMITO3UIUH
aatutena k CD38 B koHuentpauuu okono 120 mr/min ¢ tHuPH20 B xoHnenTparun okosno 2000
En/mn, ructunnaom B koHueHtpauuu 10 MM, copOuToM B KOHHIEHTpauuu okojo 300 MM,
METHOHUHOM B KOHIIEHTpAIMH OKojI0 | mMr/mi, monmucopbarom 20 B koHIeHTpauuu okoio 0,04%
u rHuPH20 B konuentpauu okojyio 2000 Ex/min mpu pH §,5.

B omnucanmm Takke NPENIOKEH CIOCO0 TMONy4YeHHs JIEKAPCTBEHHOrO IIpemnapara,
coxepsxawero antuteno k CD38, skcnpeccupoBaHHOe U3 MOJIMHYKIEOoTHAA, koaupyroumero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
0K0J10 27%, BKIIIOYAIOIIUH 3TaIbl, HA KOTOPbIX:

IPOUCXOIUT IPUTOTOBIICHNE KYJIbTYpPAIbHON Cpelbl, coaepskaieii ot okoso 4,0 u/mupa
10 okouio 8,5 u/miapa Mn;

MPOU3BOAMTCSI KOHTPOJIb comepkanusi oiurocaxapuna G1F B anturene x CD38 nyrem
kynbTuBupoBanus kietku CHO, conmepskameit nmonunykneorun, kogupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B kyJIbTypajbHOU Cpefe, coaepxkaineii oT okoyo 4,0 4/miupa 1o
okoio 8,5 u/mupa Mn, nmocpencTBom uero nponayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxxanuem onurocaxapuna G1F ot oxomno 15% no okono 27%; u

cocTaByisieTcss komnosuuusi antutena Kk CD38 B koHueHtpaunu 20 Mr/mi B yKCYyCHOH
KHMCJIOTE B KOHLIEHTpauuu OKojo 25 MM, xyopuzae HaTpus B KOHLEHTpauuu Ookoio 60 MM,
MaHHHUTE B KOHIeHTpauuu okoyio 140 MM u momucopbare-20 (PS-20) B KOHLEHTpPALIUU OKOJIO
0,04% wmacc./06.; mpu pH okojo 5,5.

B ommcanmm Takke NPENIOKEH CIoco0 MONy4YeHHs JIEKapCTBEHHOTO IIperapara,
comepskauiero anturteno k CD38, skcnpeccupoBaHHOE U3 MOJMHYKJIEOTHAA, koaupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okoo 27% u conepxkanueM onurocaxapuna GOF ot okono 65% 1o okono 74%, BKIOYAOLIUN

OTalbl, Ha KOTOPbIX:
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NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOMN Cpenbl, coneprkameii or okoio 4,0 u/Mipa
10 oxoJio 8,5 u/mipn Mn,

NPOU3BOAMUTCS  KOHTPOJb  cojepskaHus onurocaxapuga GIlF u  conmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynpTuBuposanus kietku CHO, conepxaineit
nonunykyneorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypanbHOU
cpene, conmepskamiedi or okono 4,0 uw/mupa no okosno 8,5 w/mapa Mn, mOCpencTBOM Hero
nponyuupyercs antuteno k CD38, sxcnpeccupyeMoe 13 nonuHykieotuaa, kogupyoiero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxkanuem onurocaxapuna G1F ot okono 15% no
okoo 27% u conepskannem onurocaxapuna GOF ot okono 65% no okomno 74%; u

coctaByisiercss komnosunusi antutena Kk CD38 B xoHuentpammu 20 Mr/mii B YKCYCHOH
KHCJIOTE B KOHLIEHTpauuu OKojo 25 MM, xjopuae HaTpust B KOHLEHTpauuu okojo 60 MM,
MaHHHUTE B KOHIeHTpauuu okoyio 140 MM u monucopbare-20 (PS-20) B KOHUEHTpPALUU OKOJIO
0,04% wmacc./06.; mpu pH okojio 5,5.

B ommcanmm Takke NPENIOKEH CIOCO0 TMONYYeHHs JIEKAPCTBEHHOTO Tpernapara,
coxepskamtero antuteno k CD38, skcnpeccupoBaHHOE U3 MOJMHYKJIEOTH A, koaupyromero VH
¢ SEQ ID NO: 7u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
oK0JI0 25%, cozmeprkalluii 3Tambl, HA KOTOPbIX:

NPOMCXOAUT MPUTOTOBJIEHNE KYJIbTYPAIbHOMN Cpenpl, coneprkameii or okoso 4,0 u/mipn
10 okoJo 6,5 9/mipn Mn,

MIPOU3BOAUTCST KOHTPOJb copepykanust onurocaxapuna G1F B anturene x CD38 myrem
kynbTuBupoBanus kinetku CHO, conepskaieil nmonunykieorun, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHOU cpene, copepxkaiieii ot okoso 4,0 4/mipa oo
okouo 6,5 u/mnpa Mn, nocpencrsom yero npoayuupyercs antureno k CD38, skcnpeccupyemoe
u3 nonunykieoruna, xoxupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepsxkanuem ojurocaxapuna G1F or okono 15% no okono 25%; u

coctaByisiercss komnosuuusi antutena Kk CD38 B kxoHuentpammu 20 Mr/mi B YKCYCHOH
KHMCJIOTE B KOHLIEHTpaLuu OKOJo 25 MM, xyopuzae HaTpus B KOHLEHTpauuu Ookoio 60 MM,
MaHHHUTE B KOHIEHTpauuu okoyio 140 MM u monucopbate-20 (PS-20) B KOHLEHTpPALIUU OKOJIO
0,04% wmacc./06.; mpu pH okojo 5,5.

B ommcanmm Takke NPENJIOKEH CIOCO0 TMONYYeHHs JIEKAPCTBEHHOrO Tpernapara,
coxepskamtero antuteno k CD38, sxkcnpeccupoBaHHOe U3 MOJIMHYKJIEOTH A, koaupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
okono 25% u coxepykannem onurocaxapuaa GOF ot okono 68% no okono 74%, conmepkarmii
STallbl, HA KOTOPBIX:

MPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPAIbHON Cpebl, coneprkameii or okoio 4,0 u/Mipa
10 okoJio 6,5 u/mipn Mn,

NPOU3BOAUTCS  KOHTPOJb  cojepskaHus onurocaxapuaa GIF u  coxmepkaHus
onurocaxapuaa GOF B anturene k CD38 nyrtem xynptuBuposanus kietku CHO, conepskameit
nonunykyaeorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypanbHOH

cpene, conepkamieii or okono 4,0 w/mupn no okosno 6,5 u/mapa Mn, mOCpencTBOM Hero
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npoayuupyercs antureno k CD38, skcnpeccupyemoe U3 nojauHykJIeoTuaa, kogupyrouero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okoJ10 25% u conepsxkannem onurocaxapuna GOF ot okono 68% a0 okosno 74%; u

coctaByisieTcss komnosuuus anrurena k CD38 B xonuentpanuu 20 mr/mi B yKCyCHOH
KHCJIOTE€ B KOHLEHTpauuu Okojio 25 MM, Xjopuae HaTpus B KOHLEHTpauuu okoino 60 MM,
MaHHUTE B KOHLEHTpauuu okoio 140 MM u nonucopbare-20 (PS-20) B KOHLEHTpALUU OKOJIO
0,04% wmacc./06.; mpu pH okoino 5,5.

B omnucanum TaKke NPEMSIONKEH CHoco0 TMONy4YeHHs JIeKapCTBEHHOTO IMpernapara,
comepskamero antuteno k CD38, skcnpeccupoBaHHOe U3 MOIMHYKJIEOTH A, kogupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conepxanuem onurocaxapuna G1F ot okono 21% no
oK0J10 25%, comep Kaluii:

NPOMCXOIUT MPUTOTOBJICHHE KYJIBTYPAJIBHON Cpenbl, comepskaiieii ot okoso 5,0 u/mipa
10 okoJio 6,5 u/mipa Mn,

MPOU3BOANTCS KOHTPOJb comepykanusi onurocaxapuna G1F B anturene xk CD38 myrem
kynsTuBupoBanus kietku CHO, conepskaieil nmonunykneorus, kogupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypaibpHOU cpefe, comepskamei ot okojio 5,0 4u/mipna ao
okoo 6,5 4/mnpa Mn, nmocpencTsom yero mponyuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxxanueM onurocaxapuaa G1F ot okono 21% no oxono 25%; u

coctaByisiercss komno3unus anrtutena Kk CD38 B xoHuentpaumuu 20 mMr/mi B YKCYCHOH
KHMCJIOTE B KOHLIEHTpauuu OKOJo 25 MM, xyopuzae HaTpus B KOHLEHTpauuu Okoio 60 MM,
MaHHHUTE B KOHIeHTpauuu okoyo 140 MM u nomucopOare-20 (PS-20) B KOHLEHTpALUU OKOJIO
0,04% wmacc./06.; mpu pH okoino 5,5.

B ommcaHumm Takxke NPEmIOKeH Crocod MONyYeHUs! JIeKapCTBEHHOIO IIpernapara,
copepxatiero anrureno k CD38, skcnpeccupoBaHHOE U3 MOJIMHYKJIEOTHUAA, Konupyroimero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conep>xanuem onurocaxapuna G1F ot okomno 21% no
okoso 25% u comepykanuem onurocaxapuaa GOF ot okosno 68% no okono 74%, comepkarumii
STaIlbl, HA KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJICHNUE KYJIBTYPAIbHOMN Cpelibl, coneprKaieii or okoJio 5,0 u/mipa
10 okoJio 6,5 u/mipa Mn,

NPOU3BOAUTCS  KOHTPOJb  coiepkaHust onurocaxapuga GIlF  u  conmepxkanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBupoBanus kinetku CHO, conepkameit
nonunykyaeorun, kogupyrowmuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypaibHOH
cpene, comepskameit or okojio 5,0 uw/mnpa o okojo 6,5 y/mupan Mn, MOCPEICTBOM 4ero
nponyuupyercst anturesio k CD38, skcnpeccupyemoe u3 nonuHykKJIeoTHaAa, koaupyromero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 21% no
okoo 25% u conepskannem onurocaxapuna GOF ot okono 68% a0 okosno 74%; u

coctaByisiercss komno3unus antutena Kk CD38 B xoHuentpaumuu 20 mMr/mi B YKCYCHOH
KHMCJIOTE B KOHLIEHTpauuu OKOJO 25 MM, xyopuzae HaTpus B KOHLEHTpauuu Okoino 60 MM,

MaHHHUTE B KOHIeHTpauuu okoyio 140 MM u momucopOate-20 (PS-20) B KOHLEHTpPALUH OKOJIO
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0,04% wmacc./06.; mpu pH okoJo 5,5.

B omnucannmm Takke NPENNIOKEH CIOCO0 TMONy4YeHHs JIEKAPCTBEHHOrO Ipemnapara,
coxepskautero anrurteno k CD38, skcnpeccupoBanHOe 13 onuHykieoTHaa, koaupyroiero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
okoJ10 27%, conmeprKaiuii 3Tambl, Ha KOTOPBIX:

IPOUCXOUT IPUTOTOBIICHHE KYJIbTYPAJIbHON Cpelbl, coaepskaieil or okoso 4,0 u/mupa
1o okouo 8,5 u/miapa Mn;

MPOU3BOAMTCS KOHTPOJb comep:kanust onurocaxapuna G1F B anturene k CD38 nmyrem
kynbTuBupoBanus kietku CHO, copepxameii nomunykneorun, koaupyromuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kyJnbTypajbHOU cpene, coaepxkaiiei or okojo 4,0 4/mupa 1o
okoo 8,5 4/mnpa Mn, nmocpenacTsom 4yero mpoayuupyercs antuteno k CD38, skcnpeccupyemoe
3 nojunykineoruna, kogupyroomero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxanuem onurocaxapuna G1F ot oxomno 15% no okono 27%; u

coctaBiisieTcss komnosunusl antutena Kk CD38 B xoHuentrpaumu 20 Mr/mi B YKCYCHOH
KHMCJIOTE B KOHLIEHTpauuu OKojo 25 MM, Xjopuae HaTpust B KOHLEHTpaUUHU Okojo 60 MM,
MaHHHUTE B KOHIeHTpauuu okoyio 140 MM u momucopOare-20 (PS-20) B KOHLUEHTpPALIUU OKOJIO
0,04% wmacc./06.; mpu pH okojo 5,5.

B ommcanmm Takke NPENNIOKEH CIOCO0 TMONY4YeHHs JIEKAPCTBEHHOTO Ipernapara,
conepskauiero antuteno k CD38, skcnpeccupoBaHHOe U3 NMONMHYKJIeoTHAa, koaupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onmurocaxapuna G1F ot okono 15% no
okono 27% u coxepxkanuem onurocaxapuaa GOF ot okosno 65% no okono 74%, conepkaruuii
3Tallbl, HA KOTOPBIX:

NPOMCXOUT NMPUTOTOBIIEHUE KYJIbTYPAJIbHON Cpenpl, copepskaiueil or okoo 4,0 u/mMipa
10 okouo 8,5 u/mipa Mn;

NPOM3BOJAUTCA  KOHTPOJb  conepskanust onurocaxapuga GIF  u  comepxkanus
onurocaxapuna GOF B anturene k CD38 nyrem kynpruBupoBanus kinetku CHO, conepikarueii
nonunykieorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KyJbTypajbHOM
cpene, comepskameit or okono 4,0 u/mupa no okojo 8,5 y/miupa Mn, MOCPEICTBOM Hero
npoxayuupyercst antureno k CD38, skcnpeccupyemoe u3 nojguHykiaeoruaa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
okoo 27% u conepskannem onurocaxapuna GOF ot okono 65% g0 okono 74%; u

cocTaBiisieTcss komnosunus antutena Kk CD38 B xoHuentpaumu 20 Mr/mi B YKCYCHOH
KHMCJIOTE B KOHLIEHTpauuu Okojo 25 MM, xymopuzae HaTpusi B KOHLEHTpauuu okosno 60 MM,
MaHHHUTE B KOHIeHTpauuu okoyio 140 MM u momucopbare-20 (PS-20) B KOHLEHTpPALIUU OKOJIO
0,04% wmacc./06.; mpu pH okojo 5,5.

B ommcanmm Takke NPENNIOKEH CIOCO0 TMONY4YeHHs JIEKAPCTBEHHOrO Ipernapara,
conepskauiero antuteno k CD38, skcnpeccupoBaHHOe U3 MONMHYKIeoTHAa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem onmurocaxapuna G1F ot okono 15% no
oK0JI0 25%, cozmeprKaluii 3Tambl, HA KOTOPbIX:

NPOMCXOAUT MPUTOTOBJIEHNE KYJIbTYPaIbHOM Cpeabl, coneprkaieii or okoo 4,0 u/Mipa
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10 okoJo 6,5 u/mipa Mn,

MIPOU3BOAUTCS KOHTPOJb comepykanust onurocaxapuna G1F B anturene x CD38 myrem
kynsTuBupoBanus kietku CHO, copepxaineli nonunykneorun, koaupyromuid HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kynpTypaibpHOU cpene, coaeprxaiueil ot okojo 4,0 u/mupa 1o
okouo 6,5 u/mupa Mn, mocpenctsom uero npoxynupyercs antureno k CD38, sxkcnpeccupyemoe
u3 nonuHykjeoruaa, koaupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepsxkanuem onurocaxapuna G1F or okono 15% no okono 25%; u

cocTaByisieTcss komnosuuusi antutena Kk CD38 B koHueHtpauuu 20 mMr/mi B yKCYCHOH
KHCJIOTE B KOHLIEHTpaLuu OKOJO 25 MM, xyopuzae HaTpusi B KOHLEHTpauuu okoio 60 MM,
MaHHHUTE B KOHIEHTpauuu okoyio 140 MM u monucopbate-20 (PS-20) B KOHLEHTPALUU OKOJIO
0,04% wmacc./06.; mpu pH okojio 5,5.

B ommcanmm Taxke NPEmIONKEH CIOCO0 TMONy4YeHHs! JIEKApCTBEHHOTO Iperapara,
coxepskamtero antuteno k CD38, skcnpeccupoBaHHOe U3 MOJUHYKJIEOoTH A, kogupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
okono 25% u coxepxkanuem onurocaxapuaa GOF ot okono 68% no okono 74%, comepraruit
STallbl, HA KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOHN Cpefbl, coneprkaeii or okoo 4,0 u/Mipa
10 okoJio 6,5 u/mipn Mn,

NPOU3BOAUTCS  KOHTPOJb  cojepkaHuss onurocaxapuga GIF u  coxmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrtem kynpTuBupoBanus kietku CHO, conepxareit
nonunykyaeorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B kynbTypajibHOM
cpene, comepskameit or okoso 4,0 u/mnpa no okojo 6,5 y/miupa Mn, mOCpPEnCTBOM Hero
npoayuupyercst antureno k CD38, skcnpeccupyemoe u3 nonuHykiaeotuaa, kogupyroumero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okoo 25% u conepsxkanueM onurocaxapuna GOF ot okono 68% no okono 74%; u

coctaByisiercss komnosuuusi antutena Kk CD38 B kxoHuentpammu 20 Mr/mi B YKCYCHOH
KHMCJIOTE B KOHLIGHTpaLuu OKOJo 25 MM, xyopuzae HaTpust B KOHLEHTpauuu okojo 60 MM,
MaHHHUTE B KOHIEHTpauuu okoyio 140 MM u monucopbate-20 (PS-20) B KOHLEHTpPALIUU OKOJIO
0,04% wmacc./06.; mpu pH okojio 5,5.

B ommcanmm Takke NPENJIOKEH CIOCO0 TMONYYeHHs JIEKAPCTBEHHOrO Tpernapara,
conepskamtero anturteno k CD38, skcnpeccupoBaHHOe 13 NoNuHykiIeoTHaa, koaupyroero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem omurocaxapuna G1F ot okomno 21% no
okoIo 25%, cozmeprkaluii 3Tamnbl, HA KOTOPbIX:

NPOMCXOUT MPUTOTOBJIEHNE KYJIbTYPAIbHOMN Cpelbl, conepskaield ot okoso 5,0 4/mMipn
10 okoJio 6,5 9/mipn Mn,

MIPOU3BOAUTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
kynbTuBupoBanus kietku CHO, copepxaieli nonunykneorun, koaupyroomuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kyJnpTypaibpHON cpene, coaepskamieit ot okojio 5,0 u/mipa no
okouo 6,5 u/mnpa Mn, nmocpencTsom yero npoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nomuHykieoruaa, koxgupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
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conepxxanueM onurocaxapuaa G1F ot oxono 21% no oxono 25%; u

cocTaBiyisieTcst komno3unus anrutena Kk CD38 B xoHuentpaumuu 20 mMr/mi B YKCYCHOH
KHMCJIOTE B KOHLIEHTpauuu OKOJIO 25 MM, xyopuzae HaTpus B KOHLEHTpauuu Okoio 60 MM,
MaHHHUTE B KOHIeHTpauuu okoyio 140 MM u momucopOate-20 (PS-20) B KOHLEHTpPALUK OKOJIO
0,04% wmacc./06.; mpu pH okoino 5,5.

B ommcaHum Takxke NPEIIOKEH Crocod MONy4eHUs JIeKapCTBEHHOIO IIpernapara,
cogepxatiero anrureno k CD38, skcnpeccupoBaHHOE U3 MOJIMHYKJIEOTHUAA, Kopupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot okono 21% no
okoso 25% u conepxkanuem onurocaxapuaa GOF ot okosno 68% no okono 74%, comepkarumii
STallbl, HA KOTOPBIX:

MPOMCXOIUT MPUTOTOBJICHNUE KYJIbTYPAIbHOMN Cpefbl, coneprKaineii or okoJio 5,0 u/mipa
10 okoJio 6,5 u/mipa Mn,

NPOU3BOAUTCS  KOHTPOJb  cojepkaHus onurocaxapuga GIF u  copmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynptuBupoBanus kinetku CHO, conepkameit
nonunykyaeorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B Kyi1bTypajbHOM
cpene, comepskameit or okoyio 5,0 uw/mupa mo okojio 6,5 y/miupa Mn, MOCPEICTBOM Hero
nponyuupyercst anturenio k CD38, skcnpeccupyemoe 3 nojunykiaeoruaa, kogupyrotmero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem omurocaxapuna G1F ot okomno 21% no
okoJ10 25% u conepsxkannem onurocaxapuna GOF ot okono 68% a0 okosno 74%; u

coctaByisiercss komnozunus antutena k CD38 B xonuentpanmm 20 mr/mi B yKCyCHOH
KHMCJIOTE B KOHLIEHTpauuu OKOJo 25 MM, xyopune HaTpus B KOHLEHTpauuu Okoio 60 MM,
MaHHHUTE B KOHIEHTpauuu okoyio 140 MM u momucopOare-20 (PS-20) B KOHLEHTpPALUU OKOJIO
0,04% wmacc./06.; mpu pH okoino 5,5.

B omumcaHum TakKe NpEeIOKEH CHocod TONy4YeHHsl JIeKapCTBEHHOIO mperapara,
cogepxatiero anrureno k CD38, skcnpeccupoBaHHOE U3 MOJIMHYKJIEOTHUAA, Konupyroimero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okomno 15% no
OKOJIO 27%, BKJIFOYAOLUHN 3Talbl, HA KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHNUE KYJIBTYPAIbHOMN Cpebl, coneprxkaineii or okoJio 4,0 u/Mipa
10 okoJio 8,5 u/mipn Mn,

MPOU3BOANTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
kynbTuBupoBaHus kieTku CHO, conepskaieit nmonunykneorun, kogupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypajJbHOU cpefe, coaepxkaineii ot okoyo 4,0 u/mupn oo
okoo 8,5 4/mnpa Mn, mocpenctsom yero mpoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojuHykieoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxxanueM onurocaxapuaa G1F ot oxomno 15% no okono 27%; u

cocraByisiercss komnozunusa aHturena k CD38 B koHmenTpauum okono 120 mr/mi ¢
rHuPH20 B xonuenTparuu okono 2000 Exn/mit, rTucTUIMHOM B KOHIEHTPALMH OT OKOJIO S MM 110
okoiio 15 MM, copbutom B kKoHLEHTpauuu ot okojio 100 MM 1o okoso 300 MM, nonucopbarom
20 (PS-20) B xonuentpamuu ot okoyo 0,01% wmacc./06. mo okono 0,04% wmacc./ob.; u

METHOHHWHOM B KOHLIGHTPALUU OT OKOJIO 1 Mr/mut 1o okosio 2 mr/mi, nipu pH okoso 5,6.
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B omnucanmm Takke NPENNIONKEH CIOCO0 TMONy4YeHHs JIEKAPCTBEHHOrO Ipemnapara,
conepxaiero anrureno k CD38, skcnpeccupoBaHHOE U3 MOJUHYKJIEOTHAA, Koaupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
okono 27% u copepxanuem onurocaxapuaa GOF ot okono 65% no okono 74%, BKIOYAOLIUMA
3Talbl, HA KOTOPBIX:

MPOMCXOIUT MPUTOTOBJICHUE KYJIbTYPaIbHOM Cpefbl, comeprkaineii or okoJio 4,0 u/Mipa
1o okouo 8,5 u/miapa Mn;

NPOU3BOAUTCS  KOHTPOJb  cojepkaHusi onurocaxapuga GIF  u  conmepxkanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynpruBupoBanus kinetku CHO, conepkarneii
nonunykieorun, kogupyrowmuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypanbHOH
cpene, comepskameit or okoyo 4,0 uw/mupa no okojio 8,5 y/mnpa Mn, MOCPEICTBOM Hero
nponyuupyetcst anturesio k CD38, skcnpeccupyemoe u3 nmonuHykKJIeoTuaa, koaupyromero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepsxannem onurocaxapuna G1F ot okono 15% no
okoo 27% u conepskannem onurocaxapuna GOF ot okono 65% no okosno 74%; u

cocraBisieTrcst komnosunusi antutena k CD38 B koHuenTpaumu okono 120 mr/mm ¢
rHuPH20 B xoHuenTpammu okono 2000 Exn/mut, THCTHIMHOM B KOHIEHTPALMH OT OKOJIO 5 MM 110
okoJio 15 MM, copburom B KOHIEHTparuu oT okoino 100 MM no okosno 300 MM, nonrcopbarom
20 (PS-20) B konuentpamuu ot okono 0,01% wmacc./06. mo okono 0,04% wmacc./ob.; u
METHOHWHOM B KOHLIEHTPALUU OT OKOJIO 1 Mr/mit 1o okojio 2 mr/mi, nipu pH okoro 5,6.

B omnucanmm Takke NPENIOKEH CIOCO0 TMONy4YeHHs JIEKAPCTBEHHOrO IIpemnapara,
conepxainero anrureno k CD38, skcrpeccupoBaHHOe U3 MOJUHYKJIEOTUAA, Koaupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
okoJ10 25%, coneprKaiuii 3Tambl, Ha KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHUE KYJIBTYPAIbHOM Cpefbl, comeprkaineii or okoJio 4,0 u/Mipa
10 oKkouio 6,5 u/mMapa Mn;

MIPOU3BOAUTCS KOHTPOJb copeprkanus onurocaxapuaa G1F B antutene k CD38 myrem
kynbTuBupoBanus kietku CHO, copepxkawmeit nonunykneorun, konupyrowuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B kyJIbTypajbHOU Cpefe, coaepxkaineii or okoyo 4,0 4/miupa 1o
okoo 6,5 4/mupa Mn, nmocpencTsom 4yero mpoayuupyercs antuteno k CD38, skcnpeccupyemoe
u3 nojunykieoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxanuem onurocaxapuna G1F ot oxomno 15% no okono 25%; u

cocraBisieTcst kommosunusi antutena k CD38 B koHuenTpaumu okono 120 mr/mm ¢
rHuPH20 B xoHuenTpauu okono 2000 Exn/mit, rTMCTHIMHOM B KOHIEHTPALMH OT OKOJIO S MM 110
okoJio 15 MM, copburom B KOHIEHTparuu oT okono 100 MM no okoso 300 MM, nonrcopbarom
20 (PS-20) B konuentpamuu ot okono 0,01% wmacc./06. mo okono 0,04% wmacc./ob.; u
METHOHWHOM B KOHLIEHTPALUU OT OKOJIO 1 Mr/mut 1o okojio 2 mr/mi, npu pH okojio 5,6.

B ommcanmm Taxke NPENTIONKEH CHoco0 TMONyYeHHs JIEKapCTBEHHOTO IIperapara,
conepxaiero anrureno k CD38, skcrpeccupoBaHHOE U3 MOJUHYKJIEOTUAA, Koaupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no

okoso 25% u coxepxkanuem onurocaxapuaa GOF ot okoso 68% no okono 74%, coneprkamuit
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3Tallbl, HA KOTOPBIX:

NPOMCXOIUT MPUTOTOBJIEHNE KYJIbTYPAIbHOM Cpenbl, coneprkaieii or okoio 4,0 u/Mipa
10 okoJio 6,5 4/mipn Mn,

NPOU3BOAMUTCS  KOHTPOJb  cojepskaHust onurocaxapuga GIlF u  coxmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem kynstuuposanus kiaetku CHO, conepxareit
nonunykieorun, koaupyroumii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B kynbTypasbHON
cpene, conmepskamiedi or okono 4,0 yw/mupa no okosno 6,5 w/mapa Mn, MOCPencTBOM 4Yero
nponyuupyercst antureso k CD38, skcnpeccupyemoe U3 nojauHykieotuaa, kogupyromero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanuem onurocaxapuna G1F ot okono 15% no
oko10 25% u conepskannem onurocaxapuna GOF ot okono 68% no okomno 74%; u

cocraBisieTcst kommosunusi antutena k CD38 B koHueHTpauuu okoyio 120 mMr/mi ¢
rHuPH20 B xoHuenTpamuu okono 2000 Exn/mit, TMCTHIMHOM B KOHIEHTPALMH OT OKOJIO S MM 110
okoJio 15 MM, copburom B KOHIEHTparu# oT okoino 100 MM no okoso 300 MM, nonrcopbarom
20 (PS-20) B konuentpamuu oT okono 0,01% wmacc./06. no okono 0,04% wmacc./o6.; u
METHOHHHOM B KOHLIEHTPALUU OT OKOJIO 1 Mr/mut 1o okojio 2 mr/mi, nipu pH okojio 5,6.

B ommcanmm Takke TNPENNIOKEH CIOco0 TMONY4YeHHs JIEKAPCTBEHHOTO IIpernapara,
conepxainero antureno k CD38, skcnpeccupoBaHHOe U3 MOJUHYKJIEOTHAa, Koaupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 ¢ conepsxanunem onurocaxapuaa G1F ot okomno 21% no
0K0J10 25%, comep Kaluii:

NPOMCXOUT NMPUTOTOBJIEHNE KYJIbTYPAIbHOM Cpefbl, coneprKaieii or okoJio 5,0 u/Mipa
10 okoJio 6,5 4/mipn Mn,

IIPOU3BOAUTCS KOHTPONb coaepxkanus onurocaxapuaa GlF B antutene xk CD38 myrem
xkynbTuBupoBanus kinetku CHO, conepskameil nonunykneorun, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJbTypaJbHOU Cpefe, coaepskaiiei ot okosio 5,0 u/mipa 1o
okouo 6,5 u/mapn Mn, mocpencTsom 4ero npopynupyercst anrureno k CD38, sxcnpeccupyemoe
u3 nojuHykieoruna, koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢
conepxkanuem onurocaxapuna G1F ot oxono 21% no okono 25%; u

cocraBisieTcst kommosunusi antutena k CD38 B koHueHTpauuu okoyno 120 mr/mm ¢
rHuPH20 B xoHuenTpanmu okono 2000 Exn/mit, TMHCTHIMHOM B KOHLIEHTPALIUU OT OKOJIO 5 MM 10
okoJio 15 MM, copburom B KOHIEHTparu# oT okoino 100 MM no okoso 300 MM, nonrcopbarom
20 (PS-20) B konuentpamuu ot okoyno 0,01% wmacc./06. mo okono 0,04% wmacc./06.; u
METHOHWHOM B KOHLIEHTPALUU OT OKOJIO 1 Mr/mit 1o okojio 2 mr/mi, npu pH okojio 5.6.

B ommcanmm Takke NPENNIOKEH CIOCo0 TMONYYeHHs JIEKAPCTBEHHOTO Tpernapara,
conepxatnero anrureno k CD38, skcnpeccupoBaHHOE U3 MOJUHYKJIEOTHAa, Koaupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot oxono 21% no
okono 25% u coxeprkanuem onurocaxapuaa GOF ot okosno 68% no okono 74%, conmepkaruuii
3Tallbl, HA KOTOPBIX:

MIPOUCXOANT MPHUTOTOBJICHHE KYJIbTYPAJbHOU CPeIbl, CoAeprkKalei ot okoJio 5,0 u/Mipx
10 okoJio 6,5 9/mipn Mn,

MPOU3BOAUTCS  KOHTPOJIb  coaepkaHust — onurocaxapuaa GIF u  comepkanus
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onurocaxapuaa GOF B anturene k CD38 nyrem kyapTuBupoBanus kiuetku CHO, conepxareit
nonunykaeorun, kogupyromuii VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypaibHOH
cpene, comepskameit or okoso 5,0 uw/mupa no okojio 6,5 y/miupa Mn, mOCpPEenCTBOM Hero
npoayuupyercst antureno k CD38, skcnpeccupyemoe u3 NojauHykiaeoTuaa, kogupyromero VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conepxanunem onurocaxapuaa G1F ot okono 21% no
okoo 25% u conepskanueM onurocaxapuna GOF ot okono 68% no okono 74%; u

cocTtaByisiercss komnosunus aHtutena k CD38 B koHumentpaumu okosno 120 mr/mi ¢
rHuPH20 B xoHuenTpamuu okoso 2000 Exn/mit, TMCTUIMHOM B KOHLIEHTPALMH OT OKOJIO 5 MM 110
okoJio 15 MM, copburom B KOHIEHTparuu oT okoio 100 MM no okoso 300 MM, nosnrcopbarom
20 (PS-20) B konuentpamuu or okoyno 0,01% wmacc./06. no okonmo 0,04% wmacc./06.; u
METHOHUHOM B KOHLIEHTPALUU OT OKOJIO 1 Mr/mut 1o okojio 2 mr/mi, npu pH okojio 5,6.

B ommcanmm TaKke TNPENIOKEH CIOCO0 TMONYYeHHs JIEKAPCTBEHHOrO Tpernapara,
coxepskamtero antuteno k CD38, skcnpeccupoBaHHOe K3 NONMHYykKJIeoTHAa, koaupyroiero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
okoIo 27%, comeprkaluii 3Tamnbl, HA KOTOPbIX:

MPOMCXOIUT MPUTOTOBIIEHNE KYJIbTYPAIbHON Cpenbl, conmeprkaeii or okoo 4,0 u/Mipa
1o okoJo 8,5 u/mipn Mn,

MPOU3BOANTCS KOHTPOJb comepykanust onurocaxapuna G1F B anturene k CD38 nyrem
kynbTuBupoBaHus kjietku CHO, copepxaieli nonunykneorun, koaupyromuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kynbTypaibpHOU cpene, coaeprxaineil ot okojo 4,0 u/mipa 1o
okouio 8,5 u/mupa Mn, mocpencrsom uero npoxyuupyercs antureno k CD38, sxcnpeccupyemoe
u3 nomuHykiaeoruaa, komgupyromero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxkanueM onurocaxapuna G1F ot oxono 15% no okono 27%; u

cocraBisiercs kommosunus anturena k CD38 B koHuentpauuu okono 120 mr/mi ¢
rHuPH20 B xonuenrparuu okono 2000 Ex/mi, rucTHIMHOM B KOHLEHTPALMH OT OKOJIO 5 MM 110
okoJio 15 MM, copbutom B KOHLEHTpaLuu oT okosio 100 MM no okoso 300 MM, nonrcopbatom
20 (PS-20) B konuentpamuu oT okoyo 0,01% wmacc./06. mo okojno 0,04% wmacc./00.; u
METHOHMHOM B KOHLIEHTPALUU OT OKOJIO 1 Mr/mit 10 okoso 2 mr/mi, nipu pH okojio 5,6.

B omucanmm Takke NPENIOKEH CIOco0 TMONyYeHHs JIEKAPCTBEHHOTO Tpernapara,
coxepskamtero antuteno k CD38, skcnpeccupoBaHHOe K3 MonuHykieoTHaa, koaupyroiero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuna G1F ot oxono 15% no
okono 27% u coxepxkannem onurocaxapuaa GOF ot okono 65% no okono 74%, conmepkarmmii
STallbl, HA KOTOPBIX:

NPOMCXOUT MPUTOTOBIICHNE KYJIbTYPAIbHOMN Cpenbl, comeprkameii ot okoio 4,0 u/Mipa
10 okoJio 8,5 u/mipn Mn,

NPOU3BOAUTCS  KOHTpPONb  cofepkaHus onurocaxapuaa GIF u  conmepxkanus
onurocaxapuaa GOF B anturene k CD38 nyrtem kynptuBupoBanus kiaetku CHO, conepskameit
nonunykneorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KynbTypajibHOM
cpene, comepskameit or okojio 4,0 u/mupa o okojo 8,5 u/mupa Mn, MOCPEICTBOM Hero

npoayuupyercst antureno k CD38, skcnpeccupyemoe u3 nojauHykiaeoruna, kogupyromero HC ¢
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SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem omurocaxapuna G1F ot okono 15% no
oko0 27% u conepskanuem onurocaxapuna GOF ot okono 65% a0 okosno 74%; u

cocraByisiercss komnosunusa aHturena k CD38 B koHumenTpauun okono 120 mr/mn ¢
rHuPH20 B xoHuenTparuu okono 2000 Exn/mi, rucTUIMHOM B KOHIEHTPALMH OT OKOJIO S MM 1o
okono 15 MM, copbutom B KoHLeHTpawu ot okono 100 MM no okono 300 MM, nonucopbarom
20 (PS-20) B xonueHTpamuu oT okojo 0,01% wmacc./o6. mo oxomo 0,04% wmacc./00.; u
METHOHMHOM B KOHIIEHTPALUH OT OKOJIO | Mr/mit 1o okouso 2 mr/mu, nipu pH okono 5,6.

B omnucanum TaKke TPENSIOKEH CIOCO0 MOMyYeHHs JIEKAPCTBEHHOTO Tpernapara,
coxepskamero antuteno k CD38, skcnpeccupoBaHHOe U3 MONUHYyKJIeoTHAa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem omurocaxapuna G1F ot okono 15% no
oKoII0 25%, comeprkaluii 3Tambl, HA KOTOPbIX:

NPOMCXOIUT MPUTOTOBJICHNUE KYJIBTYPAIBbHOHN Cpenbl, coneprkaineii ot okoJio 4,0 u/Mipa
10 okoJio 6,5 u/mipa Mn,

MPOU3BOAUTCS KOHTPOJb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
kynpTuBupoBanus kjietku CHO, copepxaieii nonunykneorun, koaupyromuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kynpTypanbpHOU cpene, coaepxkaiiei ot okoio 4,0 u/miupa 1o
okoo 6,5 4/mnpa Mn, mocpencTsom yero mpoayuupyercs antuteno k CD38, skcnpeccupyemoe
3 nojunykineoruna, koaupyroomero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxxanueM onurocaxapuaa G1F ot oxono 15% no okono 25%; u

coctaBysieTcss komno3unus aHturena k CD38 B koHumentpauum okosno 120 mr/min ¢
rHuPH20 B xoHuenTpamuu okono 2000 Exn/mit, rTucTUIMHOM B KOHIEHTPALMH OT OKOJIO S MM 1o
okoJio 15 MM, copburom B KOHIEHTpaLuu oT okono 100 MM no oxosno 300 MM, nonrcopbarom
20 (PS-20) B xonuentpamuu ot okojo 0,01% wmacc./o6. no okomo 0,04% wmacc./00.; u
METHOHMHOM B KOHIIEHTPALUH OT OKOJIO | Mr/mit 1o okouso 2 mr/mu, nipu pH okono 5,6.

B omnmcaHumm TakKe NPEUIOKEH CIoco0 MONy4eHUs! JIEKapCTBEHHOIO IIperapara,
comepskamero antuteno k CD38, skcnpeccupoBaHHOe U3 MOJIUHYKIEOTHAA, kogupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxkanuem onurocaxapuna G1F ot okono 15% no
okoso 25% u comepykarnem onurocaxapuaa GOF ot okosno 68% no okono 74%, comepkarumii
STallbl, HA KOTOPBIX:

NPOMCXOIUT NMPUTOTOBJICHUE KYJIBTYPAIbHOMN Cpenpl, coneprkameii oT okoso 4,0 u/mipn
10 okoJio 6,5 u/mipa Mn,

NPOU3BOAUTCS  KOHTPOJb  cojepkaHuss onurocaxapuga GIF u  conmepkanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynpTuBupoBanus kinetku CHO, conepkameit
nonunykyneorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B kynbTypaibHOH
cpene, comepskameit or okoyio 4,0 u/mupa no okojio 6,5 y/mipa Mn, MOCPEICTBOM Hero
npoayuupyercst antureno k CD38, skcnpeccupyemoe u3 nojauHykiaeoruaa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conep:xanuem omurocaxapuna G1F ot okono 15% no
okoJ10 25% u conepsxkanuem onurocaxapuna GOF ot okono 68% a0 okono 74%; u

coctaByisiercs komnosunusa aHturena k CD38 B koHumenTpauum okono 120 mr/mn ¢

rHuPH20 B xoHuenTpamuu okono 2000 Exn/mit, rucTUIMHOM B KOHIEHTPALMH OT OKOJIO S MM 1o
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okoio 15 MM, copbutom B kKoHLEHTpauuu ot okojio 100 MM no okoso 300 MM, monucopdaTom
20 (PS-20) B konuentpamuu ot okoyo 0,01% wmacc./06. mo okono 0,04% wmacc./ob.; u
METHOHHHOM B KOHLIGHTPALUU OT OKOJIO 1 Mr/mut 1o okojio 2 mr/mi, nipu pH okosio 5,6.

B omnucanmm Taxke MNpemIOKEH CIoco0 MOMy4deHHs JIEKapCTBEHHOrO IIperapara,
coxepskauero anruteno k CD38, skcnpeccupoBanHOe U3 NONUHYKIeoTHAa, koaupyroiero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuaa G1F ot okono 21% no
okoJ10 25%, conep kaluii 3Tanbl, Ha KOTOPBIX:

MPOMCXOIUT MPUTOTOBJICHUE KYJIBTYPAJIbHON Cpebl, comepskaiieid oT okoio 5,0 4/mipa
10 0KoJI0 6,5 u/Miipa Mn,

MPOU3BOAUTCS KOHTPONb comepkanusi onurocaxapuna G1F B anturene x CD38 myrem
kynsTuBupoBanus kietku CHO, copepxameii nonunykneorun, koaupyromuii HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B KyJibTypajJbHOU Cpefie, Coaepskaliei ot okoyo 5,0 u/mupa no
okoo 6,5 4/mnpa Mn, nmocpencTsom yero mpoayuupyercs antuteno k CD38, skcnpeccupyemoe
3 nojunykineoruna, koaupyroomero HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢
conepxxanuem onurocaxapuna G1F ot oxono 21% no oxono 25%; u

cocraByisiercss komnosunus aHturena k CD38 B koHumenTpauum okono 120 mr/mi ¢
rHuPH20 B xonuenTpanuu okono 2000 Exn/mit, rTHCTHIMHOM B KOHIEHTPALIMH OT OKOJIO S MM 110
okoo 15 MM, copbutom B KoHLEHTpauuu ot okojio 100 MM no okono 300 MM, monucopdaTom
20 (PS-20) B konuentpamuu ot okoyo 0,01% wmacc./06. mo okono 0,04% wmacc./ob.; u
METHOHHWHOM B KOHLIGHTPALUU OT OKOJIO 1 Mr/mut 1o okojio 2 mr/mi, nipu pH okojio 5,6.

B omnucanmm Taxke NPENIOKEH CIOCO0 TMOMy4YeHHs JIEKaPCTBEHHOrO IIpernapara,
coxepsxamero antuteno k CD38, skcnpeccupoBaHHOE U3 MOJUHYKJIEOTHAA, kogupyromero VH
¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO 8, ¢ conepxanuem onurocaxapuna G1F ot okono 21% no
okoio 25% u copepxanunem onurocaxapuna GOF ot okono 68% no okosno 74%, conmepskamiuii
3Tallbl, HA KOTOPBIX:

NPOMCXOIUT MPUTOTOBJICHHE KYJIBTYPAJIbHON Cpebl, comepskaiiei oT okoiio 5,0 u/mipa
10 0koJI0 6,5 u/Mipa Mn,

NPOU3BOAUTCS  KOHTPOJb  cojepkaHusi onurocaxapuga GIF  u  conmepxkanus
onurocaxapuaa GOF B anturene k CD38 nyrem xynpTuBupoBanus kietku CHO, conepkameit
nonunykieorun, kogupyromuiit HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KyJbTypajbHOM
cpene, comepskameit or okoyio 5,0 uw/mupa no okojio 6,5 y/mupa Mn, MOCPEICTBOM Hero
nponyuupyercst antureno k CD38, skcnpeccupyemoe u3 nojguHykiaeoruaa, kogupyromero HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ conepxanuem onurocaxapuna G1F ot oxono 21% no
okoJ10 25% u conepskannem onurocaxapuna GOF ot okono 68% g0 okosno 74%; u

cocraByisiercss komnosunusa aHturena k CD38 B koHumenTpauun okosno 120 mr/mi ¢
rHuPH20 B xonuenTpanmu okono 2000 Exn/mut, THCTHINHOM B KOHLIEHTPALIMH OT OKOJIO 5 MM 10
okoiio 15 MM, copbutom B kKoHLEHTpauu ot okoio 100 MM mo okosio 300 MM, monurcopOaTom
20 (PS-20) B xonuentpamuu ot okoyo 0,01% wmacc./06. mo okono 0,04% wmacc./ob.; u
METHOHMHOM B KOHIIEHTPALUHU OT OKoJIo 1 Mr/mut 1o okoso 2 mr/mu, npu pH okono 5,6.

Komno3uuuu nzodperenust
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B ommcanuu Takke MpeIOKEHO JIEKAPCTBEHHOE BEIIECTBO, COMEpIKallee aHTHTEJO K
CD38, conepxkamee HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2,
3,4, 5 u 6 COOTBETCTBEHHO, ¢ coaepskanueM ojurocaxapuaa G1F or okono 15% no okono 27%,
MpUYEeM JIEKAPCTBEHHOE BEIIECTBO MOJIyUalOT C MPUMEHEHHEM Crioco0a, CoAepIKallero 3Tarbl, Ha
KOTOPBIX: TMPOHUCXOIUT KYJbTUBHUPOBAHUE KJIETKH-XO3fMHA, COAep Kamedl MOJMHYKJIEOTH I,
xkogupyromuit HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3, 4,
5 u 6 COOTBETCTBEHHO, B KYJBTYPaJIbHOHN Cpelie, KOTopas Mo pe3ysbTaTaM U3MepPEHUs] CONEPIKUT
okoJio 8,5 4/mnpa uiu MeHee Mn, TOCPENCTBOM Yero MPOayLHPYETCs JeKapCTBEHHOE BEIECTRO,
conepxatnee anrureno k CD38 ¢ comepxkanuem onurocaxapuna G1F ot okono 15% no okono
27%.

B ommcanuu Takke MpPeJIOKEHO JIEKaPCTBEHHOE BEIIECTBO, COMEpIKallee aHTHUTEIO K
CD38, conepxxamee HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2,
3, 4, 5 u 6 cooTBeTCTBeHHO, ¢ comep:xkanuem ojurocaxapuna G1F ot okxono 15% mo 27%,
MpUYEM JIEKAPCTBEHHOE BELIECTBO MOJYYAIOT ¢ MPUMEHEHUEM MPOLECcca, CONEPIKAIIero 3Tarbl,
Ha KOTOpPBIX: TpPOUCXOAWT KynbruBupoBaHue kietku CHO, TtpaHcuUmpoBaHHOM
nonunaykyIeotuaoM, konupyromum HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢
SEQ ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO, B KYJIbTYpaJIbHOU Cpene, coaepkarieit okoo 8,0
u/Mipa Wi MeHee Mn, TOCPEICTBOM Yero MPOayLHUPYeTCs JEKAPCTBEHHOE BEIECTBO.

B ommcanuu Takke MpeIOKEHO JIEKAPCTBEHHOE BEIIECTBO, COMEpIKallee aHTHTEO K
CD38, conepxkamee HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2,
3,4, 5 u 6 COOTBETCTBEHHO, ¢ copepkanueM onurocaxapuna G1F or okono 15% no oxono 27%,
MpUYeM JICKAPCTBEHHOE BELIECTBO MOJIYYAIOT ¢ MPUMEHEHUEM MPOLECcca, CONEPIKALIero 3Tarlbl,
Ha KOTOPBIX: BBITIOJIHSIETCS] TPUTOTOBJICHHWE KYJbTYpPajbHOW Cpenbl, conepskauier okono 8,5
9/MIIpI WM MeHee Mn; M NPOUCXOAMUT KyJbTUBUPOBAHHE KIIETKU-XO3SMHA, COAEpKallei
nonunykyneorun, konupyromuii HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ
ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO, B KYJIbTYPaJIbHOU Cpelie, KOTOpasi COAEPIKUT OKOJIO 8,5
9y/MJIpA WM MeHee Mn, TOCPEnCTBOM 4Yero NPOAYLHUPYETCS JIEKAPCTBEHHOE BEIIECTBO,
conepxatnee anrureno k CD38 ¢ comepxkanuem onurocaxapuna G1F ot okono 15% no okono
27%.

B ommcanuu Takke MpeUIOKEHO JIEKaPCTBEHHOE BEIIECTBO, COMEpIKallee aHTHUTEJO K
CD38, conepxxamee HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2,
3, 4, 5 u 6 cooTBeTCTBeHHO, ¢ comep:kanuem ojurocaxapuna G1F ot oxono 15% mo 27%,
MpUYEM JIEKAPCTBEHHOE BELIECTBO MOJNYYAIOT ¢ MPUMEHEHUEM MPOIECcca, CONEPIKAIIero 3Tarbl,
Ha KOTOPBIX BBINOJHSETCS MNPUTOTOBJIEHUE KyJIbTYPAJbHON Cpefpl, coaep:kamed okoso 8.0
y/MIpA WM MeHee Mn, W MPOUCXOOUT KYJIBTHBHPOBAHHE KIETKU-XO3SIMHA, COAep Kainei
nonunaykyeotua, kogupyromuiit HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ
ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO, B KyJbTypaJbHOU cpeae, coaepskaineii okosno 8,0
u/Mipa Wi MeHee Mn, TOCPEICTBOM Yero MPOayLHUPYeTCs JEKAPCTBEHHOE BEIECTBO.

B Hexotopeix BapuaHTax ocyuectBieHus antureso k CD38 comepxxur VH ¢ SEQ ID

NO: 7u VL ¢ SEQ ID NO: 8, a kjeTka-x03UH COAEPKUT MOJUHYKJIeoTU 1, kopupyromuiit VH ¢
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SEQ ID NO: 7u VL ¢ SEQ ID NO: 8.

B Hexoropeix BapuanTax ocyumectieHus antuteno k CD38 conmep:xut HC ¢ SEQ ID
NO: 9u LC ¢ SEQ ID NO: 10, a kneTka-xo3siMH COAEepAKUT NOoNUHyKieoTua, kogupyromuit HC ¢
SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10.

B HekoTOpBIX BapuaHTaxX OCYLIECTBJIEHUs coiepskanue onaurocaxapuna G1F B anturene
k CD38 cocraBnsier ot okono 16% no oxono 26%. B HEKOTOPBIX BapUaHTaX OCYLIECTBIICHHUS
conepsxkanue onurocaxapuna G1F B anturene k CD38 cocrasnser ot okono 17% mo okxono 26%.
B HekoTopbIx BapuaHTax ocyuiecTBiaeHus conepxkanue onurocaxapuna G1F B anturene k CD38
cocraBisier or okojo 18% nmo oxomo 26%. B HEKOTOpBIX BapuaHTaxX OCYLIECTBJICHUS
conepxanue onurocaxapuaa G1F B anturene k CD38 cocrasmsier ot okono 19% no oxono 26%.
B HekoTopbIX BapuaHTax ocyliecTBIeHUs conepxkanue onurocaxapuna G1F B anturene k CD38
coctaBisier oT okojo 20% no oxono 26%. B HekOTOpeIX BapuaHTax OCYLIECTBJICHMUS
conepxanue onurocaxapuaa G1F B anturene k CD38 cocrasnsier ot okojio 21% no okomno 25%.

B Hekotopeix BapmaHTax ocyulectBiaeHusi comepkanne GOF B anturene x CD38
COCTaBJIsIET OT OKOJI0 65% 10 oKkono 74%.

B HekoTOpbIX BapuaHTaxX OCYIIECTBIIEHHs coneprkanue onurocaxapuna GOF B anturene
k CD38 cocraBnser or okono 66% no 74%. B HeKOTOpbIX BapuaHTax OCYLIECTBJIEHUS
conepxxanue onurocaxapuaa GOF B anturene k CD38 cocrasmsier ot okono 67% no okono 74%.
B HekoTopbIX BapuaHTax ocyuiecTBiaeHUs coaepxanue onurocaxapuna GOF B anturene k CD38
COCTaBJISIET OT OKOJI0 68% 10 oKoNOo 74%.

B onmcannu Taxke MPEIIOKEHO JIEKAPCTBEHHOE BEIECTBO, COAEpIKalllee aHTHTENO K
CD38, comepxamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ conep:xaHuem
onmurocaxapuna G1F or okono 15% no 27%, npudeM J1eKapCTBEHHOE BEIIECTBO IMOJIYYAIOT C
UCIIOJIb30BAaHUEM IPOLECCa, COAEPIKALero Tambl, HA KOTOPBIX: MPOUCXOAUT KYJIbTUBUPOBAHUE
KJIETKU-XO0351HA, TPAHCHHULUNPOBAHHOH moymHykJIeoTHaoM, koxupyrommM VH ¢ SEQ ID NO: 7
u VL ¢ SEQ ID NO: 8, B KyJnbTypaJbHOHN cpelie, KOTopasi IO pe3yJibTaTaM U3MEPEHUs COAECPIKUT
okoJ10 8,5 u/Mipa wim MeHee Mn, OCPEeCTBOM Yero MpOnyLHPYETCst JIEKApCTBEHHOE BELIECTBO,
conepxatnee anrureno k CD38 ¢ comepxkanuem onurocaxapuna G1F ot okono 15% no okono
27%.

B ommcanuu Takke MPEmIOKEHO JIEKAPCTBEHHOE BEINECTBO, COAEpIKallee aHTHTENIO K
CD38, comepxamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ coaepxxaHuem
onurocaxapuaa G1F or okono 15% npo 27%, npudem JekapCTBEHHOE BEIIECTBO MOJYyYaroT C
NPUMEHEHHEM TMpPOLecca, COAEPIKALIEro 3Tarlbl, Ha KOTOPBIX: BBIMOJIHAETCS NPUTOTOBJIICHHE
KyJBTypaJbHOU Cpeabl, conmep:kameidi okoyno 8,0 u/mupa wiam MeHee Mn;, W TPOUCXOAWT
KyJIbTUBUPOBAaHME KJIETKU-XO035MHA, COAepsKallel noaunykiaeotus, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypaibHOH Cpene, coaepskamei okono 8,5 u/mipa wiu
MeHee Mn, MoCpeACTBOM HYero MpOoAYLHPYETCs JIEKAPCTBEHHOE BEIECTBO.

B onmcannu Taxke MpPEmIOKEHO JIEKAPCTBEHHOE BEIECTBO, COAEpIKallee aHTHTENO K
CD38, comepxamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ coaepxxaHuem

onurocaxapuaa GIF or okono 15% no okomo 27%, mpuuem JI€KapCTBEHHOE BEILECTBO
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NOJIy4al0T € TPUMEHEHHEM IIPOLeCcCa, COAEPIKAIero STambl, Ha KOTOPBIX: BbIMOJIHAETCS
MPUTOTOBJICHHE KYJIBTYPAJIbHON Cpenbl, coaepkamel okoso 8,5 u/mipa wiu mMeHee Mn; u
NPOUCXOOUT KYJIbTUBUPOBAHUE KIIETKU-XO35IMHA, TPAHC(PHUUIUPOBAHHONW MOJHHYKJICOTUIIOM,
xogupyromuM VH ¢ SEQ ID NO 7 u VL ¢ SEQ ID NO: 8, B KyJabTypajlbHOH Cpezne,
comepxaiiel okono 8,5 u/mMapay unu MeHee Mn, MOCPEACTBOM HYero MPONYLUPYETCs
JIeKapCTBEHHOE BELIECTBO, copeprkatiee anTureno k CD38 ¢ conepskanuem onurocaxapuna G1F
oT okoJ10 15% 1o okoso 27%.

B omucanuu Takke MPEIIOKEHO JISKAPCTBEHHOE BEIECTBO, COAEpIKallee aHTHTENIO K
CD38, comepxkamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 COOTBETCTBEHHO, C
conepxanuem onmrocaxapunga G1F ot okomno 15% no 27%, nmpudeM JeKapCTBEHHOE BEIIECTBO
NOJY4alOT € TPUMEHEHHEM IMIPOLECcCa, COAEpPIKAIIEero STarbl, Ha KOTOPBIX: BBIMOIHSAETCS
MPUTOTOBJICHHE KYJIBTYPAJIbHON cpenbl, coaepskamei okono 8,0 u/mipa wiu mMeHee Mn; u
NPOUCXOIUT KYJIbTUBUPOBAHUE KJIETKU-XO35MHA, COAEpPKAIIEH MOJUHYKICOTHI, KOTUPYOIIHIA
VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KyJIbTypaJIbHON Cpefie, coaepskamein okoyo 8,0
9/MIIpI WK MeHee Mn, MOCPECTBOM Yero MpOnyLHUPYETCsl IEKAPCTBEHHOE BELIECTBO.

B onmcanuu Takke MpPEIIOKEHO JIKAPCTBEHHOE BEIECTBO, COAEpIKallee aHTHTENIO K
CD38, comepxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ coxepxaHuem
onurocaxapuaa G1F or okono 15% npo 27%, npudem jekapCTBEHHOE BEIIECTBO MOJYYaroOT C
UCTIONb30BAHUEM MPOLIECCa, COAEPIKAIEro Tambl, HA KOTOPBIX: MPOUCXOAUT KYJIbTUBUPOBAHUE
KJIETKH-X031Ha, TpaHCPUIMPOBaHHON nonuHykiaeotuaom, koaupyromum HC ¢ SEQ ID NO: 9
u LC ¢ SEQ ID NO: 10, B KynbTypajbHOH cpezne, KOTopas MO pe3yjibTaTaM H3MEpeHHUs
COZEPIKUT OKOJIO 8,5 u/Mipa uiu MeHee Mn, OCPenCTBOM Yero NMPOAYLUPYETCs JIEKapCTBEHHOE
BelIeCTBO, comeprkamnee antuteno k CD38 ¢ cogepxanmnem onurocaxapuna G1F ot oxono 15%
10 okoJo 27%.

B onmcanun Taxke MpPEIIOKEHO JIEKAPCTBEHHOE BELIECTBO, COAEp:Kalllee aHTUTENIO K
CD38, comepxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ copepxaHuem
onurocaxapuaa G1F or okono 15% nmo 27%, npudem JekapCTBEHHOE BEIIECTBO MOJYYaroT C
UCTIOIB30BAHUEM TPOLIECCA, COAEPIKAIIETO TAIbl, HA KOTOPBIX MPOUCXOOUT KYJIbTHUBHPOBAHUE
kierkn CHO, tpancdummposanHoi nonunykieorunom, koaupyromum HC ¢ SEQ ID NO: 9 u
LC ¢ SEQ ID NO: 10, B kynbTypaJIbHOH cpene, conepskarieit okojio 8,0 4/mipa uinu meHee Mn,
MOCPEICTBOM HEro MPOAYLUPYETCS JIEKAPCTBEHHOE BEIECTRO.

B ommcanuu Takke MPEIIOKEHO JIKAPCTBEHHOE BEINECTBO, COAEpIKallee aHTHTEIO K
CD38, comepxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ copepxxaHuem
onurocaxapuaa G1F or okono 15% npo 27%, npudem JekapCTBEHHOE BEIIECTBO MOJYYaloOT C
NPUMEHEHHEM MpOILecca, COAEPIKALIEro 3Tallbl, Ha KOTOPBIX: BBIMNOJHIETCS NPUTOTOBJICHUE
KyJBTYpaJbHOU Cpedbl, comep:kamedi okoyso 8,5 u/mupa wiam MeHee Mn;, W TPOUCXOAWT
KYJIbTUBHPOBAHNE KJIETKH-XO35MHA, TPAHCOUIUPOBAHHON IOJMHYKIEOTHAOM, KOAMPYIOLIIM
HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KynbTypaibHOI Cpene, coaepskaieii okoo 8,5
9/MIIpI WO MeHee Mn, IOCPEICTBOM YEro MPOAYLUPYETCS JIEKAPCTBEHHOE BEIIECTBO,

conepxainee anrureno k CD38 ¢ copepxanuem onurocaxapuna G1F ot okono 15% no okono
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27%.

B omnucaHun Takke NpesOKEHO JIEKapCTBEHHOE BELIECTBO, COJEpPIKAallee aHTUTENIO K
CD38, comepxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ coaepxxaHuem
onurocaxapuaa G1F or okono 15% npo 27%, npudem ekapCTBEHHOE BEIIECTBO MOIYYarOT C
NPUMEHEHHEM MpOoIecca, COAEPIKALIEro 3Tallbl, Ha KOTOPBIX: BBINNOJHIETCS MPUTOTOBJIECHUE
KYJBTYpaIbHON Cpenpl, conepskameil okoio 8,0 u/mupa wiam MeHee Mn, M MPOUCXOIUT
KYJIbTUBUPOBAaHUE KIETKU-XO351MHA, cofepxaleil nonunykneorun, konupyromuit HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, B kyJabTypaJIbHOI cpefie, comepkaieii okoyo 6,5 u/Miapa wiu
MeHee Mn, MOCpenCcTBOM Yero MpoaAyLUpPYeTCsl JIEKapCTBEHHOE BELIECTBO.

B omnucanuu Takke NpemiokKEeHO JIEKapCTBEHHOE BEIIEeCTBO, COMAEpIKalllee aHTUTENO K
CD38, conepkamee HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2,
3, 4, 5 u 6 cooTBeTCTBeHHO, ¢ conep:xkanueM ogurocaxapuaa G1F ot okono 15% no 27%,
IIpUYEM JIEKAPCTBEHHOE BELIECTBO IMOJIyYalOT ¢ MPUMEHEHHEM IpPOLeCcca, CONEPIKALIero 3Tarlbl,
Ha KOTOPBIX: MpoucxomuT KyinbtuBupoBanue kierku CHO, TtpanchuumpoBaHHOIM
nonunaykieotuaoM, kopupyromum HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢
SEQ ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO, B KYJbTYPaJIbHOU Cpefie, ComepkKalei okoo 6,5
9/MIIpI WK MeHee Mn, OCPEICTBOM Yero MpOnyIHUPYETCsl JIEKapCTBEHHOE BEILIIECTBO.

B omnucanuu Takke NpesiokKEeHO JIEKaPCTBEHHOE BELIECTBO, COAEpIKalllee aHTUTENO K
CD38, conepxamee HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2,
3, 4, 5 u 6 cooTBETCTBEHHO, C conepxkanuem ojurocaxapuna G1F ot oxono 15% mo 27%,
IIPUYEM JIEKAPCTBEHHOE BELIECTBO MOJYUYAKOT ¢ MPUMEHEHUEM IPOLECCa, CONEPIKALIEro 3Tallbl,
Ha KOTOPBIX. BBIMNOJHAETCS INPUTOTOBJIEHUE KYJIbTYPaJIbHOM Cpenbl, COAepskauen oxkoyo 6,5
y/MIpn  waM MeHee  Mn, M TOPOMCXOAUT  KYJbTHUBHPOBAHHE  KIETKU-XO35HHA,
TpaHchULMPOBaHHON monuHykiaeotuaom, kogupyromum HCDR1, HCDR2, HCDR3, LCDRI,
LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO, B KYJIbTYPaJIbHOU Cpere,
comepxaiiei okoio 6,5 uW/Miapay wiM MeHee Mn, MOCPEACTBOM Yero MpPORYLUPYETCs
JIEKapCTBEHHOE BEIECTBO.

B omnucanuu Takke mpemiokKeHO JIEKapCTBEHHOE BEIIEeCTBO, COAEpIKalllee aHTUTENO K
CD38, comepxkamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 coOTBETCTBEHHO, C
conepsxanuem onurocaxapuaa G1F ot okono 15% no 27%, npudem JeKapCTBEHHOE BELIECTBO
MOJy4alOT C HCIOJB30BaHHEM IIPOLIECCA, COAEpIKAIero 3Tambl, HA KOTOPBIX: IMPOUCXOAUT
kynpTrBHpoBanue kietku CHO, TpanchuuupoBaHHON MOMUHYKIEOTHIOM, Koqupyromum VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KyJbTypasbHOH Cpefe, coaepskamiei okojo 6,5 u/mupa
W1 MeHee Mn, MocpenCcTBOM Hero NpoAyLUpPYeTCs IEKapCTBEHHOE BELIECTBO.

B omnucanuu Takike NpesioKeHO JIEKapCTBEHHOE BELIECTBO, COJAEpIKalllee aHTUTENIO K
CD38, comepxamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 COOTBETCTBEHHO, C
conepsxkanuem onurocaxapuaa G1F ot okono 15% no 27%, npudem JekapCTBEHHOE BELIECTBO
NOJNy4alOT € IPUMEHEHHEM IIpOLecca, COAepIKallero JTambl, HAa KOTOPBIX: BBIMNOJHIETCS
MIPUTOTOBJICHHE KYJIBTYPAJIbHON cpenbl, coaepxameli okoyso 6,5 u/mapa wiu mMeHee Mn; u

MNPOUCXOAUT KYJIbTUBUPOBAHUC KIICTKN-XO351HA, T‘paHC(I)PILII/IpOBaHHOﬁ MOJIMHYKJICOTUAOM,
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kogupyromuM VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypalbHOU cpene,
comepxamiel okono 6,5 u/Muapay wnM MeHee Mn, MOCPEACTBOM Yero MPONYLUPYETCs
JIEKaPCTBEHHOE BEILECTBO.

B onucanun Takike NpesioKEHO JIEKaPCTBEHHOE BELIECTBO, COAEPIKalllee aHTUTENIO K
CD38, comepxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ copepxxaHuem
onmurocaxapuna G1F or okono 15% no 27%, npudeM J1ekapCTBEHHOE BEIIECTBO IMOJIYYAIOT C
UCIIOJIb30BAaHUEM MPOLIECCA, COEPIKAILEro dTambl, HA KOTOPBIX: MPOUCXOANUT KYJbTUBUPOBAHUE
knerkn CHO, tpancdurmmposanHoi nonunykieorunom, koaupyromum HC ¢ SEQ ID NO: 9 u
LC ¢ SEQ ID NO: 10, B KyJnbTypaJIbHOH cpene, coaepskaiieit okojio 6,5 4/mMiapa uiu MmeHee Mn,
MOCPEAICTBOM Hero MpOAYLIUPYETCs JeKAPCTBEHHOE BEIEeCTBO.

B omnucanuu Takke NpemiokKeHO JIEKapCTBEHHOE BEIIEeCTBO, COAEpIKalllee aHTUTENO K
CD38, comepxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, ¢ copepxxaHuem
onurocaxapuaa G1F or okono 15% no 27%, npudem JekapCTBEHHOE BEIIECTBO MOJYYaroT C
NPUMEHEHUEM TMpOIecca, COAEPIKALIEro 3Tallbl, Ha KOTOPBIX: BBIMOJHIETCS MPUTOTOBJICHUE
KYJIBTYpaJbHOU CpEedbl, comep:kamell okoyso 6,5 u/mupa wuiaum MeHee Mn;, W TPOUCXOAWT
KYJIbTUBHPOBAHNE KJIETKH-XO35MHA, TPAHCHUIIUPOBAHHON IOJMHYKJIEOTHIOM, KOAMPYIOLINM
HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KynbTypaJbHOU cpene, coaepskainei okoyo 6,5
9/MIIpI WK MeHee Mn, MOCPEICTBOM Yero MpOnyIHUPYETCsl JIEKApCTBEHHOE BELIECTBO.

B HekoTOpBIX BapHaHTaX OCYLIECTBICHHUS KYJIbTYPAJIbHYIO CpPEAYy TOTOBAT IIyTEM
U3MEpEeHUs1 KOHLEHTpaumu Mn B OfHOH wmiM Oojee MapTUSX CHIPHEBBIX KOMIIOHEHTOB,
UCTIONB3YEMBIX JUIsl IPUTOTOBJIEHUS KYJIbTYPaJbHON Cpenbl, U BbIOOpA OMHON MK Oosee mapTHii
CBIPBEBBIX KOMIIOHEHTOB, KOTOPBIE B COBOKYITHOCTH COZEP>KaT OKOJIO 8,5 u/Mupa nnu meHee Mn,
U1 IPUTOTOBJIEHUS KYJIBTYPAJIbHON CPEeNibl.

B HekoTOpBIX BapuaHTax OCYLIECTBJIEHHS KYJIbTYPaJbHYK Cpedy TOTOBAT IyTeM
U3MEpEeHus] KOHLEHTpauuu Mn B OfHOM wuiam Oosee MapTUsX ChIPbEBBIX KOMIIOHEHTOB,
UCTIONIB3YEMBIX JUTsl IPUTOTOBJIEHUS KYJIbTYPaJbHON CPENbl, U BbIOOpA OAHOMN WK Oojiee mapTHit
CBIPHEBBIX KOMIIOHEHTOB, KOTOPBIE B COBOKYITHOCTH COIEpKaT okouio 8,0 u/mupa win meHee Mn,
IUTSL IPUTOTOBJICHUST KYJIbTYPAJIbHON CPENIbI.

B HekOTOpBIX BapuaHTax OCYILECTBJIEHHUs KyJbTypajibHas Cpela COAEPKUT OKojo 8,0
9/MJIpA, OKOJIO 7,5 4/MipA wiau MeHee, Okojio 7,0 4/MIpA WM MeHee, OKOJIO 6,5 u/mupa wiu
MeHee, 0kojio 6,0 W/MIIp Wik MeHee, OKOJIO 5,5 u/Miipa win MeHee, Wi OKoJio 5,0 u/Mipa vuiu
MeHee Mn.

B HexoTOpBIX BapuaHTax OCYINECTBJICHMs KyJbTypajibHas Cpena COAEPKUT OKoyo 8,0
9/MIIpI WM Meree Mn.

B HexoTOpBIX BapuaHTaxX OCYIUECTBJICHMs KyJbTypajbHas Cpeaa CONEPKUT OKOJIO 7,5
9/MIIpa Wil MeHee Mn.

B HexoTOpBIX BapuaHTaxX OCYIUECTBJICHMs KyJbTypajibHas Cpena COAEPKUT Okoyo 7,0
4/MIIpI Wil MeHee Mn.

B HEKkOTOpBIX BapuaHTax OCYILUECTBJIEHHUs KyJbTypajbHas Cpela CONEPKUT OKOJIO 6,5

4/MIIp1 Wi MeHee Mn.
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B HexkOTOpBIX BapuaHTax OCYILLIECTBJIEHUs KyJbTypajlbHas Cpela COAEPKUT OKoJio 6,0
4/MIIpI Wil MeHee Mn.

B HekOTOpBIX BapuaHTax OCYILUECTBJIEHHUs KyJbTypajbHas Cpela CONEPIKUT OKOJIO 5,5
4/MIIpI Wil MeHee Mn.

B HekoTOpBIX BapuaHTax OCYIUECTBJICHMS KyJbTypasibHas Cpefa COAEPIKUT OKoJo 5,0
4/MIIpA WK MeHee Mn.

B HEKOTOpBIX BapHaHTAaX OCYINECTBJEHUS KyJbTypasbHas Cpeda CONEPXKHT OT OKOJIO 2
u/mMipa 1o okouio 8,0 u/mipa Mn.

B HeKOTOpBIX BapHaHTaX OCYIIECTBJCHHUS KyJbTypasibHasi Cpela CONEPKHUT OT OKOJO 2
9/MIIpJ 10 OKOJIO 6,5 u/Miipa Mn.

B HEKOTOpBIX BapHAHTAX OCYLIECTBJICHHS KYJIbTYpalbHAs CPEAa COMEPIKUT OT OKOJIO 5,0
y/mMipn 1o okouio 8,0 u/mipa Mn.

B HeKOTOpBIX BapHAHTAX OCYLIECTBJICHHS KYJIbTypajbHasl Cpeaa COAEPIKUT OT OKOJIo 5,0
9/MIIpJ 10 OKOJIO 7,5 u/Mipa Mn.

B HeKOTOpBIX BapHaHTAaX OCYLIECTBJICHHS KYJIbTypajbHasl Cpefa COAePIKUT OT OKoJIo 5,0
g/mMipn 1o okouo 7,0 u/mipa Mn.

B HEKOTOpBIX BapHAHTAX OCYLIECTBJICHHS KYJbTypajbHas Cpeaa COAEPIKUT OT OKoJIo 5,0
4/MIIpJ 10 OKOJIO 6,5 u/Mipa Mn.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJCHHUS KyJbTypalibHas Cpeaa MpeAcTaBiisieT coOoi
OCHOBHYIO Cpeny WM IHTAaTelIbHYI0 Cpeay. B HEKOTOpbIX BapuaHTaxX OCYLIECTBJICHHS
KyJIbTypajibHasi cpena IpencTaBisieT coOOM OCHOBHYKO cpeny. B HekoTopeIx BapmaHTax
OCYILECTBIIEHHSI KYJIbTypaJIbHAs Cpe/ia MPEACTaBIIsieT COOON MUTATENBHYIO CPEy.

B  HeKOTOphIX BapuaHTax OCYIIECTBJECHUs  KyJbTypa MpeACTaBisieT  coOoM
HOAMUTBIBAEMYIO KYJIBTYpPYy. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHUS KYJbTYpa MPENCTABISIET
co0oli meppy3MOHHYIO KYJIBTYPY.

B HeKOTOpBIX BapuaHTaX OCYIIECTBICHUS KIETKA-XO35IMH TPENCTaBjsieT CoOoit
SYKAPUOTUYECKYIO KJIETKY.

B HEKOTOPBIX BapUaHTaX OCYLIECTBJICHHS SYKapUOTUYECKas KJI€TKA MPeICTaBIsIeT cO00i
kietky CHO, knerky PER.C6, xnerky NSO, knetky Sp2/0 unu knerky BHK.

B  HekoroppIx  BapuaHTax  ocymectBieHuss  kinerka CHO  nmedextHa  mo
rinyramuHcuHTeTase (GS).

B HekoTopbix BapuaHTax ocyuiectBieHus kietka CHO mpeacraBnisier cooii KieTKy
CHO-K1, knerky CHO-DG44, xnerky CHO-S nnu xnerky CHO-DXB11.

B HEKOTOpBIX BapUaHTaX OCYLIECTBJIEHHs JIEKAPCTBEHHOE BEINECTBO MOJY4YalOT B
ycaoBusix, orBevaromux GMP.

B omnucanuu Takke MpeioKeH JeKapCTBEHHBIN Mpenapart, Mojay4aeMblii CnocodaMu 1o
HACTOSIIIEMY OIHUCAHHMIO.

B onmcanuu Takke MpensiosKeH JIEKapCTBEHHBIN NpenaparT, Conep KAl JeKapCTBEHHOe
BEIIIECTBO IO OMUCAHMIO.

B onmcanum Takke MNpensioKeH JICKAPCTBEHHBIN Mpenapar, COAECPKAIIMN aHTUTENIO K
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CD38 ¢ conepxanuem onurocaxapuna G1F ot okono 15% no okomno 27%, npudemM aHTHUTENO K
CD38 nmonydaroT cmocoOOM, COCTOSIIIMM M3  3TalloOB, Ha KOTOPBIX: IPOUCXOIUT
KyJIBTUBUPOBAHNUE KJIETKU-XO35IMHA, COJEp Kalleld MOJMHYKJIEOTH ], KOAMPYIOLIUN aHTUTENO K
CD38, B KyJbTypaJbHOH cpese, KOTopasi MO JaHHBIM M3MEPEHHH COIEpPXKHUT OKOJo 8,5 u/mipn
i MeHee Mn, mocpeactsoM uero mnpoayuupyercsa antuteno k CD38 ¢ copepxanuem
onurocaxapuna G1F ot okono 15% 1o oxosno 27%.

B HexoTOpbIX BapuaHTax OCYLIECTBIIEHUs copepskanue onurocaxapuna G1F B anturene
k CD38 cocrasmser

oT okosio 16% no okono 26%. B HEKOTOpBIX BapuaHTaxX OCYILECTBJIEHHs COIep KaHUe
omurocaxapuna GI1F B anturene k CD38 cocraBmser ot okono 17% po okomo 26%. B
HEKOTOPBIX BapUAHTaX OCYLIECTBIeHUs coaepskanue onurocaxapuaa G1F B anturene k CD38
coctaBisieT oT okojo 18% no oxono 26%. B HEKkOTOpBIX BapuaHTaxX OCYILIECTBJICHMUS
conepxkanue onurocaxapuaa G1F B anturene k CD38 cocrasmsier ot okono 19% no okono 26%.
B HekoTopsix BapuaHTax ocyuiecTBiaeHUs conepxkanue onurocaxapuna G1F B anturene k CD38
cocraBisier oT okojo 20% no oxono 26%. B HEKOTOpBIX BapHaHTax OCYILECTBICHMUS
conepxxanue onurocaxapuaa G1F B anturene k CD38 cocraBnsier ot okojio 21% mo okomno 25%.

B HexoTOpbIX BapuaHTax OCyLIeCTBIIEHUs coepskaHue onurocaxapuna GOF B anturene
k CD38 cocrasnser oT okono 65% a0 okono 74%. B HEKOTOpBIX BapuUaHTax OCYLIECTBJIECHMUS
conepxanue onurocaxapuna GOF B anturene xk CD38 cocrasmisier oT okojo 66% no 74%. B
HEKOTOPBIX BApUAHTaX OCYLIECTBIeHUs coaep:kanue onurocaxapuaa GOF B anturtene k CD38
cocTaBisieT OT oOkojo 67% 1o oxono 74%. B HEKOTOpBIX BapuUaHTax OCYLIECTBJICHMUS
conepxkanue onurocaxapuaa GOF B antutene k CD38 cocrasnsier ot okojio 68% 10 okosno 74%.

B HexoTOprIX BapHaHTax OCYLIECTBJIEHUS KYyJbTYPAJIbHYK) Cpeny TOTOBAT IyTeM
U3MEpEeHus] KOHLEHTpauuu Mn B OfHOM wuiam Ooyee MapTUsIX ChIPbEBBIX KOMIIOHEHTOB,
UCIIONIB3YEMBIX ISl IPUTOTOBIIEHUS KYJIBTYPAJIbHON Cperbl, 1 BbIOOpa OAHOW min Oonee mapTHid
CBIPbEBBIX KOMIIOHEHTOB, KOTOPBIE B COBOKYITHOCTH COZEpKaT OKOJIO 8,5 u/Mipa wiu meHee Mn,
IUTSI IPUTOTOBJIEHUS KYJIbTYpPaIbHON CPebl.

B HexkoTOpBIX BapuaHTax OCYLIECTBIIEHHUS KyJbTypajbHas cpefa COAEep>KUT okono 8,0
9/MIIpA, OKOJIO 7,5 9/Mipa uiau MeHee, okojio 7,0 u/MipA UM MEHee, OKOJIO 6,5 u/Mypn wuiu
MeHee, OkoJ10 6,0 4/MIIpI WM MeHee, OKOJIO 5,5 u/MiIpa wiiu MeHee, Wid OKoJio 5,0 u/Mipa uiu
MeHee Mn.

B HexoTOpBIX BapuaHTax OCYINECTBJICHMs KyJbTypajbHas Cpena COAEPKUT OKoyo 8,0
9/MIIpI WM MeHee Mn.

B HexoTOpBIX BapuaHTaxX OCYIUIECTBJICHMs KyJbTypajbHas Cpefa CONEPKHUT OKOJIO 7,5
9/MIIpI WM MeHee Mn.

B HexoTOpBIX BapuaHTax OCYIUECTBJICHMs KyJbTypajibHas Cpena COAEPKUT OKoyo 7,0
9/MIIpI Wil MeHee Mn.

B HekOTOpBIX BapuaHTax OCYILECTBJIEHUs KyJbTypajlibHas Cpela COAEPKUT OKOJIO 6,5
4/MIIp Wil MeHee Mn.

B HexoTOphIX BapuaHTaxX OCYIUECTBJICHMsI KyJbTypajbHas Cpena COAEPXKUT OKoyo 6,0
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4/MIIpI Wil MeHee Mn.

B HekOTOpBIX BapuaHTax OCYILUECTBJIEHHUs KyJbTypajbHas Cpela CONEPKUT OKOJIO 5,5
4/MIIpa Wil MeHee Mn.

B HexkOTOpBIX BapuaHTax OCYILECTBJIEHUs KyJbTypajlibHas Cpela COAEP>KUT OKOjio 5,0
4/MIIpJ 1 MeHee Mn.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJEHUS KYJbTypasbHas Cpeda CONEPKHUT OT OKOJIO 2
4/Mapa no okoiso 8,0 4/mipa Mn.

B HeKOTOpBIX BapHaHTaX OCYIIECTBIEHUS KYJbTypajibHasi Cpela COMEPKUT OT OKOJO 2
4/MJIpA 10 OKOJIO 6,5 u/Mipa Mn.

B HeKOTOpBIX BapHaHTAaX OCYLIECTBJICHHS KYJIbTypajbHAs Cpeaa COAEPIKUT OT OKOJIo 5,0
g/myipa 10 okosio 8,0 u/Mipa Maprasua.

B HeKOTOpBIX BapHAHTAX OCYLIECTBJICHHS KYJIbTypajbHasl Cpeaa COAEPIKUT OT OKOJIo 5,0
9/MJIpA 1O OKOJIO 7,5 4/MJIpA MapraHua.

B HeKOTOpBIX BapHAHTAaX OCYLIECTBJICHHS KYJbTypajbHas Cpeaa COAEPIKUT OT OKoJo 5,0
y/mypa 10 okosio 7,0 u/Mipa Maprasua.

B HeKOTOpBIX BapHaHTAaX OCYLIECTBJICHHS KYJbTypajbHasl Cpeaa COAePIKUT OT OKoJIo 5,0
9/MJIpA 10 OKOJIO 6,5 4/MJIpA MapraHua.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJCHHUS KyJbTypalibHas CpeAa MpeAcTaBiisieT coOoi
OCHOBHYIO Cpeny WM THTAaTelIbHYI0 Cpeay. B HEKOTOpbIX BapUaHTax OCYINECTBJICHUS
KyJbTypaJibHasi CpeAa MpeAcTaBisieT CoOOH OCHOBHYIO cpeny. B HEKOTOpbIX BapuaHTax
OCYIIECTBIIEHHSI KYJIbTypaJIbHAs Cpela MPEACTaBIsieT COOOH MUTATENBHYIO CPEny.

B  HEKOTOpBIX BapuaHTaxX OCYIIECTBJCHUs  KyJbTypa MpEeACTaBisieT  coOoi
HOAMUTBIBAEMYIO KYJIBTYPY. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS KYyJbTypa MPEACTaBIAET
co0oli mepPy3MOHHYIO KYJIBTYPY.

B HeKOTOpBIX BapuaHTaX OCYIIECTBIEHMS KIETKA-XO35IMH IpeacTaBisier Ccoboit
SYKAPUOTUYECKYIO KIIETKY.

B HEKOTOPBIX BapUaHTaX OCYLIECTBJICHHS SYKapUOTUYECKas KJIETKA MPeICTaBIsIeT co00i
kietky CHO, knerky PER.C6, knerky NSO, knerky Sp2/0 unu knerky BHK.

B  Hekoropbix  BapuaHTtax  ocymectBieHuss kinerka CHO  nmedextHa 1o
rnyramuHcuHTeTase (GS).

B HekoTopbix BapuaHTax ocyiuectienus kierka CHO npencrasisier co0oii KIIETKy
CHO-K1, knerky CHO-DG44, xnerky CHO-S nnu xnerky CHO-DXB11.

B HEKOTOpbIX BapUaHTax OCYIUECTBJCHHUS JICKAPCTBEHHbIH IMpernapar MONy4alT B
ycaoBusix, oreevaromux GMP.

B HEKOTOpBIX BApHAHTAX OCYILECTBICHHUS JIEKAPCTBEHHBIH MpenapaT COASPIKUT aHTHTEIO
k CD38, conepxxamee HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1,
2,3,4,5 u 6 COOTBETCTBEHHO.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHUS JIEKAPCTBEHHBIH MpernapaT COASPKUT AHTHTEIIO
k CD38, conepxamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8.

B HEKOTOPBIX BaApHUAHTAX OCYILICCTBIICHUA HeKapCTBeHHbIﬁ npenapar CoOACp>KUT aHTHUTEJIO
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k CD38, conepxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10.

B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS JIEKAPCTBEHHBIN MpernapaTr MpencTaBisieT
co0oii mpenapaTt CpaBHEHUSI.

B HeEKOTOpBIX BapMaHTax OCYIUNECTBJICHUS JIEKAPCTBEHHBIN Npenapar NpeACTaBisieT
coboit Grnoanaor.

B HeKkOTOpBIX BapMaHTax OCYIIECTBJIEHUS JIEKAPCTBEHHBIN Ipenapar NpeACTaBiseT
coGoii Groananor npenapara DARZALEX® (napatymyma6).

B HEKOTOpPBIX BapUaHTaX OCYLIECTBICHHS JEKAPCTBEHHBIH MpenapaT COAEPIKUT aHTUTEIIO
k CD38 B koHueHTpauuu 20 Mr/mJji, KOMIIO3ULIUS KOTOPOTO COCTABJIEHA B YKCYCHOM KHCJIOTE B
KOHLIEHTpaLuu OKoJio 25 MM, xjopuae HaTpusi B KOHLEHTpauuu okono 60 MM, MaHHUTE B
KOHUeHTpauun okoyno 140 MM u mommcopbOare-20 (PS-20) B xoHuentpaumu okosno 0,04%
macc./00.; mpu pH oxono 5,5.

B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS JIEKAPCTBEHHBIH MpenapaT COAEPIKUT aHTUTEIO
k CD38 B koHueHTpauuu oT okojio 20 mr/miu go okono 180 Mr/mi u peKOMOWHAHTHYIO
yenoBedeckyro ruanyponnnasy (rHuPH20) B kommuectse ot okono 30 000 Ex no okomo 45 000
En.

B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS JIEKAPCTBEHHBIH MPEnapaT COAEPIKUT aHTUTEIO
k CD38 B koHLeHTparmu ot okono 1 mr/mi 1o okoio 180 mr/mi.

B HekOTOpBIX BapUaHTax OCYLIECTBICHHS JEKAPCTBEHHBIN MpenapaT COAEPIKUT AaHTUTEIIO
k CD38 B koHueHTpamu ot okoio 10 mr/min 1o okono 180 mr/m.

B HekOTOpBIX BapUaHTax OCYLIECTBICHMS JIEKAPCTBEHHBIN MpenapaT COAEP>KUT aHTUTEINO
k CD38 B koHLeHTpamu oT 0koi0 20 Mr/mi 1o okono 160 mr/mi.

B HekOTOpBIX BapUaHTax OCYLIECTBIEHMs JEKaPCTBEHHBIH MpenapaT COAEP>KUT AaHTUTEIIO
k CD38 B koHIEHTpaLmu OT 0KoJo 20 Mr/Mi 10 okosio 140 mr/mut.

B HekoTOpBIX BapUaHTax OCYLIECTBICHUs JEKAPCTBEHHBIH Mpenapar COAePKUT aHTUTEINO
k CD38 B koHLEHTpaImu OT 0k0J10 20 Mr/mit 10 okosio 120 mr/m.

B HEKOTOpBIX BapUaHTaxX OCYLIECTBICHHS JEKAPCTBEHHBIH MpenapaT COAEPIKUT aHTUTEIIO
k CD38 B koHUEeHTparmu oT 0koj10 40 Mr/mit 10 okosio 120 mr/mt.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBICHHS JEKAPCTBEHHBIH MPernapar COASPKUT AHTUTEIO
k CD38 B koHLEHTpamu oT 0koj10 60 Mr/mit 10 okosio 120 mr/mt.

B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS JEKAPCTBEHHBIN MPenapaT COAEPIKUT aHTUTEIIO
k CD38 B koHLeHTpamu oT 0koj0 80 mMr/mut 1o okoso 120 mr/m.

B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS JEKAPCTBEHHBIN MpenapaT COAEPIKUT aHTUTEIIO
k CD38 B koHueHTparmu ot okoio 100 mr/mia 1o okono 120 mr/mi.

B HeKOTOpBIX BapHaHTax OCYLIECTBICHHS JEKAPCTBEHHBIN MPEnapaT COAEPIKUT aHTUTEIIO
k CD38 B koHueHTpauuu okosio 1 mr/mi, okono 5 mr/mi, okojo 10 mr/mu, okono 15 mr/mi,
0k0J10 20 mr/mi, okojo 30 mr/mi, okojio 40 mr/mi, okosio 50 mr/mit, okoso 60 mr/mi, okono 70
Mr/mi, okoJio 80 mr/mut, okoso 90 mr/mn, okoso 100 mr/mi, okoso 110 Mr/mi, okoso 120 mr/mi,
oko10 130 mr/mn, okosno 140 mr/mi, okono 150 mr/mi, okono 160 Mr/mn, okosno 170 mr/mi umu

okoJ10 180 mr/mu.
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B HexoTOpbIX BapHaHTax OCYILECTBIEHHs JIEKAPCTBEHHBIN ITpenapar COAEP KUT aHTUTEIIO
k CD38 B xoHLeHTpamu okojo 20 mMr/mit.

B HexoTOpbIX BapuaHTax OCYILECTBICHHs JIEKAPCTBEHHbIN NIpenapar COAEP>KUT aHTUTENO
k CD38 B xoHueHTpamu okojo 100 mr/mi.

B HEKOTOpBIX BapuaHTax OCYILECTBICHUs JIEKAPCTBEHHBIN ITpenapaT COACPKUT AHTUTEIIO
k CD38 B koH1eHTpamu okoso 120 mr/mit.

B HEKOTOpBIX BapuaHTax OCYILECTBICHUs JIEKAPCTBEHHbIN npenapat coaep:xut rHuPH20
B KOHLEHTpaIuu oT okojio S0 Ex/mn no okono 5000 Ex/mu.

B HexOoTOpbIX BapuaHTax OCYLIECTBIEHUs JEKAPCTBEHHbIN Npenapat coaepxut rHuPH20
B KOHIeHTpauu oT okojio 500 Ex/mi 1o okosno 5000 En/mi.

B HexoTOpbIX BapuaHTax OCYLIECTBIEHUs JEKAPCTBEHHbIN Npenapat coaepxut rHuPH20
B KOHIeHTpanuu ot okojio 1000 Ex/mn no okono 5000 En/mu.

B HexoTOpbIX BapHaHTax OCYLIECTBIEHUs JIEKAPCTBEHHbIN Npenapat coaepxut rHuPH20
B KOHIeHTpauu ot okojio 2000 Ex/min no oxono 5000 En/mu.

B HexoTOpBIX BapraHTax OCYLIECTBIEHUs JIEKAPCTBEHHBIN Npenapat coaepxut rHuPH20
B KOHIIEHTparuu ot okoJyio S0 Exn/mn no okono 2000 En/mi.

B HexOTOpBIX BapHaHTax OCYLIECTBIEHUs JIEKAPCTBEHHBIN penapat coaepxut rHuPH20
B KOHIIEHTpauu ot okoJio 500 En/mia no oxomno 2000 Ex/mut.

B HexOTOpBIX BapHaHTax OCYLIECTBIEHUs JEKAPCTBEHHbIN Npenapat coaepxut rHuPH20
B KOHIIeHTpanuu ot okoJyio 1000 Ex/mi no oxono 2000 En/mu.

B HEexOTOpBIX BapHaHTax OCYLIECTBIIEHUs JIEKAPCTBEHHbIN Ipenapat coaepxut rHuPH20
B KoHIeHTpanuu okono 500 En/mn, oxono 600 En/mn, oxono 700 En/mn, oxosno 800 En/mi,
okojio 900 En/ma, okxono 1000 Ex/mn, okomo 1100 En/mn, okono 1200 En/min, oxosno 1300
En/mn, oxono 1400 Ex/mi, okono 1500 Ex/ma, okomo 1600 Ex/mi, oxosno 1700 Ex/mi, okosno
1800 En/mn, okono 1900 Ex/mi, oxono 2000 En/mn, okosno 2100 Ex/mn, oxono 2200 En/mu,
okosio 2300 En/mn, okono 2400 En/mu, oxono 2500 Ex/mi, okono 2600 En/miu, oxomo 2700
En/mn, oxono 2800 Exn/mn, oxono 2900 Ex/mn, okono 3000 Exn/mi, okomo 3100 Ex/mi, okoio
3200 En/ma, oxoso 3300 Ex/mi, oxono 3400 Exn/min, oxono 3500 Ex/mn, okono 3600 Ex/mu,
okojio 3700 Ex/mn, oxomo 3800 En/mi, okono 3900 Ex/mn, oxono 4000 En/mi, okono 4100
En/mn, oxono 4200 En/mn, oxono 4300 Ex/mn, okono 4400 En/mi, okoso 4500 En/mi, okoso
4600 En/mu, oxono 4700 Exn/mn, okono 4800 Ex/mi, okoso 4900 En/mi uiu okono 5000 Ex/m.

B HexOTOpBIX BapHaHTax OCYLIECTBIEHUs JEKAPCTBEHHbIN npenapart coaep:xut rHuPH20
B KOHIIEHTparuu okoyio 500 Enx/mi.

B HexOTOpBIX BapHaHTax OCYLIECTBIEHUs JEKAPCTBEHHBIN Npenapat coaep-xut rHuPH20
B KOHIEHTparuu okojio 2000 Ex/mi.

B HexOTOpBIX BapHaHTax OCYLIECTBIEHUs JEKAPCTBEHHBIN penapat coaep-xut rHuPH20
B KOHIEHTpauu okojio 5000 Ex/mu.

B HexoTOpBIX BapuaHTaxX OCYLIECTBJICHUS JIEKAPCTBEHHbIN MIpenapaT COAEPKUT OT OKOJIO
1200 mr 1o oxono 5000 mr antutena k CD38.

B HekoTopbIX BapuaHTax OCYIIECTBIICHUS JIEKAPCTBEHHBIN Mpenapar COAEP>KUT OT OKOJIO
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1200 mr mo oxomno 2400 mr auturena k CD38.

B HexOTOpBIX BapHaHTax OCYILLECTBJIEHUS JIEKAPCTBEHHBIN MPENapaT COAEPIKUT OT OKOJIO

1200 mr mo oxomno 1800 mr anturesna xk CD38.

B HexoTopbIX BapuaHTax
1200 mr antuTena k CD38.

B HexoTOpbIX BapuaHTax
1400 mr antuTena k CD38.

B HexoTOpbIX BapuaHTax
1600 mr anTutena k CD38.

B HexoTOpbIX BapuaHTax
1800 mr anTutena k CD38.

B HexoTopbIX BapuaHTax
2000 mr anturena k CD38.

B HekoTopbIX BapuaHTax
2200 mr anturena k CD38.

B HexoTOpBIX BapuaHTax
2400 mr anturena k CD38.

B HexoTopbIX BapuaHTax
2600 mr anturena k CD38.

B HexoTopbIX BapuaHTax
2800 mr anturena k CD38.

B HexoTopeIX BapuaHTax
3000 mr antuTena k CD38.

B HexoTOpbIX BapuaHTax
3500 mr antutena k CD38.

B HexoTopbIX BapuaHTax
4000 mr anturena k CD38.

B HexoTOpbIX BapuaHTax
4500 mr anturena k CD38.

B HexoTopbIX BapuaHTax
5000 mr anTuTena k CD38.
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OCYIL€CTBJIEHUS
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JIEKapPCTBEHHBIN

JIEKapCTBEHHbBIN
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B HekOTOpBIX BapHaHTax OCYILLECTBJEHHUS JIEKAPCTBEHHbIN NpenapaT COAECPKUT OT OKOJIO
750 En no oxomno 75 000 Ex tHuPH20.
B HekOTOpBIX BapraHTax OCYILLECTBJIEHUS JICKAPCTBEHHBIN MPENapaT COAECPIKUT OT OKOJIO
7500 En no oxomo 45 000 Ex tHuPH20.
B HekOTOpBIX BapHaHTax OCYILLECTBJIEHHUs JIEKAPCTBEHHBIN NpenapaTr COAEPKUT OT OKOJIO
30 000 En no oxosno 45 000 Exq rHuUPH20.
B HekoTOpBIX BapHaHTax OCYLUECTBJIEHUs JICKAPCTBEHHBIN Ipenapar COAEPKUT OKOJIO
7500 En, oxono 8000 En, okono 8500 Ex, okono 9000 Ex, okono 10 000 En, oxono 15 000 En,
okosio 20 000 Ex, oxono 21 000 Ex, okono 22 000 Ex, oxono 23 000 Ex, okono 24 000 En,
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okoio 25 000 En,
okoJio 30 000 En,
okoso 35 000 En,
okoso 40 000 En,

okoio 26 000 En,
okoio 31 000 En,
okoso 36 000 Egn,
okoso 41 000 En,

okojio 27 000 En,
okojio 32 000 En,
okoio 37 000 Epn,
okojio 42 000 En,

okosio 28 000 En, okono 29 000 Epn,
okonio 33 000 En, okomno 34 000 Epn,
okosio 38 000 Exn, oxono 39 000 En,
okono 43 000 En, okomno 44 000 Epn,

okoJio 45 000 En, oxono 46 000 Ex, okono 47 000 Exn, oxono 48 000 En, oxono 49 000 En,
okouio 50 000 Ex, okono 55 000 Ex, okosno 60 000 Ex, okomno 65 000 Ex, okosno 70 000 Ex mn

oxoiso 75 000 Ex rHuPH20.

B HexoTOphIX BapuaHTaxX OCYIIECTBJICHHS JIEKAPCTBEHHBIN MpernapaT COAEPXKUT OKOJIO

5000 mr auturena k CD38 u okoso 30 000 En rHuPH?20.

B HexoTOpbIX BapuaHTax OCYIINECTBJIEHHUS JEKaPCTBEHHBIN Ipernapar COAEPIKUT OKOJIO

5000 mr auturena k CD38 u okomo 45 000 En rHuPH?20.

B HexkoTOpbIX BapuaHTax OCYINECTBJIEHHUS JIEKaApPCTBEHHBIN MpenapaT CONEP’KUT OKOJIO

3000 mr aururena k CD38 u okoio 30 000 Ex rHuPH?20.

B HekoTOphIX BapuaHTax OCYIIECTBJICHHS JICKAPCTBEHHBIN Mpernapar COAEPIKUT OKOJIO

3000 mr aururena k CD38 u okoio 45 000 Ex rHuPH?20.

B HEKOTOPBIX BapHUaHTax OCYLICCTBJIICHUSA (I)apMaLIeBTI/ILIeCKaﬂ KOMIIO3ULMsd COACPKUT

oxoo 2800 mr arturena k CD38 u oxono 30 000 Ex rtHuPH20.

B HexoTOphIX BapwaHTax OCYILIECTBJICHUS JICKAPCTBEHHBIN Mpenapar COAEPKUT OKOJIO

2800 mr auturena k CD38 u oxomno 45 000 Ex rHuPH20.

B HexoTOpBIX BapHaHTax OCYLUECTBJIEHUs JICKAPCTBEHHBIN
2600 mr anrturena k CD38 u oxoso 30 000 Ex rHuPH20.

B HexoTOpBIX BapHaHTax OCYLUECTBJIEHUs JICKAPCTBEHHBIN
2600 mr anturena xk CD38 u oxomno 45 000 Ex rtHuPH20.

B HexoTOpbIX BapuaHTax OCYILIECTBJICHMS JIEKAPCTBEHHBII
2400 mr anturena k CD38 u okono 30 000 Ex rtHuPH20.

B HexkoTOpbIX BapuaHTaxX OCYLUECTBJIEHUS JIEKAPCTBEHHBIN
2400 mr anrturena x CD38 u oxomno 45 000 Ex rHuPH?20.

B HekoTOpbIX BapHaHTaxX OCYLUECTBJIEHUs JIEKAPCTBEHHBIN
2200 mr auturena x CD38 u oxoso 30 000 Ex rHuPH?20.

B HekoTOpbIX BapHaHTax OCYLUECTBJIEHUs JICKAPCTBEHHBIN
2200 mr aurturena k CD38 u oxomno 45 000 Ex rHuPH?20.

B HekoTOpbIX BapHaHTax OCYLUECTBJIEHUs JICKAPCTBEHHBIN
2000 mr anrturena xk CD38 u oxomo 30 000 Ex rHuPH?20.

B HekoTOpbIX BapHaHTax OCYLUECTBJIEHHUs JICKAPCTBEHHBIN
2000 wmr antutena k CD38 u okono 45 000 Ex rtHuPH20.

B HekoTOpBIX BapHaHTax OCYLUECTBJIEHUs JICKAPCTBEHHBIN
1800 mr anturena k CD38 u okosno 30 000 Ex rHuPH?20.

B HexoTOpBIX BapHaHTax OCYLUECTBJIEHUs JICKAPCTBEHHBIN
1800 mr anturena k CD38 u okomno 45 000 Ex rHuPH?20.

B HEKOTOPBLIX BapHUaHTaX OCYIICCTBJICHUSA HeKapCTBeHHbIﬁ
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1600 mr antutena k CD38 u okono 30 000 Exn tHuPH20.

B HexkoTOpbIX BapuaHTax OCYIECTBJIEHUS JIEKAPCTBEHHBIIN NpenapaT CONEP>KUT OKOJIO
1600 mr antutena k CD38 u okono 45 000 Exn tHuPH20.

B nekoropeix Bapmanrax ocymectsieHusi tHuPH20 npencrasnsier coboii rHuPH20,
CoZleprKaIlyI0 aMUHOKHUCIIOTHYIO nocienoBareabHocTh ¢ SEQ ID NO: 22.

rHuPH20 mpencraBnser coboit pexomOunantHyro rHuPH20 (pexomOmHaHTHBIN
HYLENEX®) u ommucana B MEXKAyHaponHOW maTeHTHOW myOimkauun Ne WO02004/078140.
rHuPH20 npencraBnser coboit GepMeHT, KOTOpBI paszjaraer ruaiypoHoByr kuciory (EC
3.2.1.35) u cHWXKaeT BSI3KOCTh THAJIypOHAHA BO BHEKJIETOYHOH MAaTpHIIE, MOBBILIAS TaKHUM
o0pa3oM mpoHuULaeMocTh TKkaHell. @epmenTtaTuBHas aktuBHOCTh THUPH20, Brrouas rtHuPH?20,
MOJKET BbIpakaTbCsi B enuHumax Ha Ma (En/min) wim B Bupe oOmel (epMeHTaTHBHOM
aKTUBHOCTH B KOHKpeTHOM coctase (Ex). CrannapTHoe onpenenenue it ogHoi enuHuis! (Em)
(bepMEHTaTUBHOW AKTUBHOCTH MpPEACTABISET COOOH KONMW4YecTBO (EepPMEHTa, KOTOpOe
KaTaJIM3UPYeT Peakuuio Ha 1 HMOJb CyOCcTpaTa B MUHYTY.

B HexkoTOpbIX BapuaHTax OCYINECTBJIEHHUS JIEKApPCTBEHHBIIN NpenapaT CONEP’KUT OKOJIO
120 mr aaturena k CD38 u okono 30 000 Ex rtHuPH20.

B HexoTOprIX BapuaHTax OCYLIECTBJIEHUS JIEKAPCTBEHHBIH MpenapaT COAEPIKUT
TUCTUAMH B KOHLEHTpAaUUH OT 0kosio 1 MM 10 okosio 50 MM.

B HexoTOppIX BapuaHTax OCYLIECTBJIECHUs JIEKAPCTBEHHBIH Mpenapar COAEPKUT
TUCTUAMH B KOHLEHTPALMU OT OKOJIO 5 MM 110 okojio 50 MM.

B HexOoTOppIX BapuaHTax OCYLIECTBJICHUs JIEKAPCTBEHHBIM Mpenapar COAEPKUT
TUCTUAMH B KOHLEHTPALMU OT OKOJIO 5 MM 110 okojio 30 MM.

B HexoTOppIX BapuaHTax OCYLIECTBJICHUs JIEKAPCTBEHHBIM Mpenapar COAECPKUT
TUCTUAVH B KOHLIEHTPALUU OT 0K0JI0 5 MM 110 okono 20 MM.

B HexOoTOppIX BapuaHTax OCYLIECTBJICHUs JIEKAPCTBEHHBIM Mpenapar COACPKUT
TUCTUIUH B KOHLEHTpaUuu okojo 1 MM, okono 2 MM, okoso 3 MM, okono 4 MM, okosio S MM,
okoyio 6 MM, okono 7 MM okosio 8 MM, okono 9 MM, okojio 10 MM, okoso 11 MM, okomo 12
MM, okosio 13 MM, okono 14 MM, okono 15 MM, okono 16 MM, okosio 17 MM, okoso 18 MM,
okosio 19 MM, okogo 20 MM, okoso 21 MM, okoio 22 MM, okono 23 MM, okosio 24 MM, OKOJIO
25 MM, okono 26 MM, okoso 27 MM, okono 28 MM, okoio 29 MM, okosno 30 MM, okomo 31
MM, okosio 32 MM, okono 33 MM, okono 34 MM, okono 35 MM, okosio 36 MM, okosio 37 MM,
okosio 38 MM, okosio 39 MM, okono 40 MM, okosio 41 MM, okono 42 MM, okosio 43 MM, OKOJIO
44 MM, okono 45 MM, okono 46 MM, okono 47 MM, okosio 48 MM, okoso 49 MM unu okono 50
MM.

B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS JIEKAPCTBEHHBIH MpenapaT COAEPKUT COPOUT B
KOHLEHTpauuu ot 0koio 50 MM 1o okosio 500 MM.

B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS JIEKAPCTBEHHBIN MpenapaT COAePKUT COPOUT B
KOHLEHTpauuu oT 0koio 50 MM 1o okosio 450 MM.

B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS JIEKAPCTBEHHBIN MpenapaT COAepKUT COPOUT B

KOHLEHTpauuu ot 0koio 50 MM 1o okosio 400 MM.
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B HekoTOpBIX BapHaHTaX OCYLIECTBJICHHS JIGKAPCTBEHHBIN MpemapaT COOEPKUT COPOUT B
KOHLIEHTpauuu oT 0kojo 50 MM 1o okomo 350 MM.

B HekoTOpBIX BapuaHTaX OCYLIECTBJICHUS JIEKAPCTBEHHBIN MpermapaT COAeP>KUT COPOUT B
KOHLeHTpauuu ot 0koio 100 MM no okoso 350 MM.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHUS JEKAPCTBEHHBIH MpenapaT COAEP>KUT COPOUT B
KOHLeHTpauuu oT okojo 100 MM no okxono 300 MM.

B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS JIEKAPCTBEHHBIH MpenapaT COAEPKUT COPOUT B
KoHLeHTpauuu okosno 100 MM, okonio 110 MM, okono 120 MM, okono 130 MM, okoso 140 MM,
okosio 150 MM, okomo 160 MM, okosio 170 MM, okomno 180 MM, okomno 190 MM, okono 200 MM,
okosio 210 MM, okomo 220 MM, okogio 230 MM, okomno 240 MM, okomo 250 MM, okono 260 MM,
okosio 270 MM, okomo 280 MM, okosio 290 MM, okosno 300 MM, okoso 310 MM, okono 320 MM,
okoio 330 MM, okono 340 MM, okomio 350 MM, okomno 360 MM, okoso 370 MM, okono 380 MM,
okosio 390 MM, okono 400 MM, okomo 410 MM, okomno 420 MM, okoso 430 MM, okono 440 MM,
okoso 450 MM, okono 460 MM, okoso 470 MM, okono 480 MM, okono 490 MM unu okosno 500
MM.

B HekoTOphIX BapuaHTaxX OCYLIECTBICHUS JICKAPCTBEHHBIA Mpenapat COHSPMKUT
nonurcop6at-20 (PS-20) B konnerTpauuu ot okoso 0,01% macc./06. mo okono 0,1% macc./06.

B HekoTOpBIX BapuaHTaxX OCYLIECTBJICHUS JICKAPCTBEHHBIA Mpenapat COHSPIHKUT
nonurcop6at-20 (PS-20) B koHnenTpauuu ot okono 0,01% macc./06. no okono 0,08% macc./00.

B HekoTOpBIX BapuaHTax OCYLIECTBJIICHUS JICKAPCTBEHHBIM Mpenapatr COHCPIHKUT
nonucop6at-20 (PS-20) B konnenTpauuu ot okoso 0,01% macc./06. no okono 0,04% macc./00.

B HekoTOpBpIX BapuaHTax OCYLIECTBJICHUS JIGKAPCTBEHHBIM Tpernapar COAEP>KUT
nojucop6at-20 (PS-20) B konuentparmu okono 0,01% macc./06., 0,02% wmacc./06., 0,03%
macc./00., 0,04% macc./00., 0,05% macc./06., 0,06% macc./06., 0,07% wmacc./00., 0,08%
Mmacc./00., 0,09% macc./06. unu 0,1% macc./00.

B HekOoTOpBIX BapuaHTaxX OCYLIECTBJIEHHs JIEKAPCTBEHHBIM TNpernapar COHEPIKUT
METHOHHMH B KOHLIEHTPALMH OT 0K0JI0 0,1 MI/MJT 10 OKOJIO S5 MI/MIL.

B HekOoTOpBhIX BapuaHTaxX OCYLIECTBJIIEHUs JIEKAPCTBEHHBIM Mpenapatr COHEPIKUT
METHOHUH B KOHIIEHTpaIH OT 0K0j10 0,1 MI/mit 10 OKoJjI0 2,5 Mr/mit.

B HekoTOpBIX BapuaHTaxX OCYLIECTBJICHHs JIEKAPCTBEHHBIA Tpernapar COHEPIKUT
METHOHHMH B KOHLIEHTPALIH OT OKOJIO 1 MI/MJI 1O OKOJIO 2 MI/MJI.

B HekoTOphIX BapuaHTaxX OCYLIECTBJIICHUS JIEKAPCTBEHHBIA TMpenapat COHSPIKUT
METHOHMH B KOHIEeHTpanuu okojo 0,5 mr/mu, okomno 1 mr/mu, okono 1,1 mr/mu, okono 1,2
Mr/mi, okoJio 1,3 mr/mi, okomno 1,4 mr/min, okoiso 1,5 mr/mi, okoso 1,6 mr/mi, okojio 1/7 mr/min,
okoso 1,8 mr/mi, okomno 1,9 mr/mi, okono 2,0 Mr/mi, okoso 2,1 mMr/mi, okoso 2,2 Mr/mit, OKOJIO
2/3 mr/mn, okojio 2.4 Mr/mi, okoyo 2,5 mr/mi, okono 2,6 mr/mi, okoyo 2,7 mr/mi, okono 2,8
MI/MJI, OKOJIO 2,9 MI/MJI, OKOJIO 3 MI/MiI, OKOJIO 3,5 Mr/mMi, OKOJI0 4 Mr/mi1, OKOJIO 4,5 Mr/Mi1 Uiiu
OKOJIO 5 MI/MmJ1.

B HekoTopbIx BapuaHTax OCyllecTBJeHUsi pH JiekapCTBEHHOro mpemnapara COCTaBIsET
5,0-6,0.
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B HekotopbIx BapuaHTax ocyuiecTBieHHus pH JexkapcTBEHHOro npemnapara COCTaBISET
5,3-5.8.

B HekoTOpbIX BapuaHTax OCyLecTBieHMs pH nexkapcTBEHHOro mpemnaparta COCTaBIIsIET
5.5.

B HekoTOpbIX BapuaHTax OCyLecTBIeHMs pH nexkapcTBEHHOro mpemnapaTta COCTaBISIET
5.6.

B HekOoTOppIX BapuaHTax OCYLIECTBJICHUS JIEKAPCTBEHHBIM NpenapaTr COAECPIKUT
TUCTUIAWH B KOHIIEHTPAIUH OT OKOJIO 5 MM 10 0koyio 15 MM, cCOpOUT B KOHLEHTPALIMH OT OKOJIO
100 MM no okoso 300 MM, nonrcop6ar 20 (PS-20) B koHuenTparmu ot okoso 0,01% macc./06.
1o okoyio 0,04% wmacc./00.; 1 METUOHUH B KOHIIEHTPALMK OT OKOJIO 1 MI/MJT 1O OKOJIO 2 Mr/miI,
npu pH okono 5,5.

B HexkoTOpbIX BapHaHTax OCYILEeCTBIEHHs JIEKAPCTBEHHBIN Mpenapar COAEP KUT aHTUTEIIO
k CD38 B konuenrpaumu 100 mr/mu, comepxkamee VH m VL ¢ SEQ ID NO: 4 u 5
coorBerctBeHHO, THUPH20 B koHmentpanuu okosio 500 En/mi, THCTHIWH B KOHIEHTPAILUU
okojio 10 MM, copbut B koHIeHTpauuu okono 300 MM, PS-20 B koHuentpauuu okono 0,04%
Macc./00. 1 METHOHHH B KOHIIEHTPALUK OKOoJIo 2 Mr/mit, ipu pH okono 5,5.

B HexoTOpbIX BapHaHTax OCYILECTBIEHHs JIEKAPCTBEHHBIN Mpenapar COAEP KUT aHTUTEIIO
k CD38 B konmentpammu 120 mr/mut, comepxxkamee VH m VL ¢ SEQ ID NO: 4 u S
coorBerctBeHHO, THUPH20 B konuentpamuu okojio 2000 En/mi, rHCTUAMH B KOHIICHTPALUH
okojio 10 MM, copbut B koHIeHTpauuu okono 300 MM, PS-20 B koHuentpauuu okono 0,04%
Macc./00. 1 METHOHHMH B KOHIIEHTpauu okoso 1 mr/mi, npu pH okono 5,6.

B HEexOTOpBIX BapuaHTax OCYILECTBICHUs JIEKAPCTBEHHBIN ITpenapar COAEPKUT AHTUTEIIO
k CD38 B konumenrpaumu 100 mr/mu, conmepxkamee VH u VL ¢ SEQ ID NO: 4 u 5
coorBercTBeHHO, THUPH20 B konuentpauuu okono 500 Ex/min, rucTuauH B KOHLEHTpPALUH
okono 10 MM, copbur B KoHIEHTpauuu okojo 300 MM 1 METHOHHH B KOHLEHTPALIMH OKOJIO 2
mr/mit;, ipu pH okoio 5,5.

B HexkoTOpbIX BapHaHTax OCYIECTBIEHHS JIEKAPCTBEHHBIN Mpernapar COAEPIKUT aHTUTEIIO
k CD38 B konuenrpaumu 100 mr/min, comepkammee VH m VL ¢ SEQ ID NO: 4 u 5
cootBerctBeHHO, THUPH20 B koHuentpanuu okono 500 En/mi, rUCTHIMH B KOHIIEHTPALMH
okojio 10 MM, cop6ut B koHIeHTpauuu okono 300 MM, PS-20 B konuentpauuu okono 0,01%
Macc./00. ¥ METHOHHH B KOHIIEHTPALUK OKoJIo 2 Mr/mit, ipu pH okono 5,5.

B HexoTOpbIX BapHaHTax OCYIIECTBJEHUS JIEKAPCTBEHHBIN MpenapaT COAEPKUT aHTUTENO
k CD38 B konmentpaumu 100 mr/mu, comepxkamee VH u VL ¢ SEQ ID NO: 4 u 5
coorBerctBeHHO, THUPH20 B koHmentpanuu okono 500 En/mi, rucTUIMH B KOHIICHTPALWH
okojio 10 MM, copbut B KoHIeHTpauuu okono 300 MM, PS-20 B koHuentpauuu okono 0,02%
Macc./00. 1 METHOHHH B KOHIIEHTPALUK 0KoJIo 2 Mr/mit, ipu pH okono 5,5.

B HexoTOpbIX BapHaHTax OCYILECTBIEHHs JIEKAPCTBEHHBIN ITpenapar COAEP KUT aHTUTEIIO
k CD38 B konuenrpaumu 100 mr/min, comepxkamee VH m VL ¢ SEQ ID NO: 4 u 5
coorBerctBeHHO, THUPH20 B koHmentpaunu okono 500 En/mi, rHCTHIWH B KOHLEHTPALUH

okosio 10 MM, copbur B koHueHTpauuu okoso 300 MM, PS-20 B koHuenrparuu okojio 0,06%
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Macc./00. 1 METHOHHH B KOHIIEHTPALUK 0KoJo 2 Mr/mit, ipu pH okono 5,5.

B HexoTOpbIX BapuaHTax OCYILECTBIEHUS JIEKAPCTBEHHBIN MpenapaT COAEPKUT aHTUTENO
k CD38 B konuenrpauuu 100 mr/miu, comepxkamee VH m VL ¢ SEQ ID NO: 4 u 5
coorercTBeHHO, THUPH20 B koHUIEHTpauun okono 50 Ex/mi, rucTuanH B KOHIEHTPALUH OKOJIO
10 MM, copOur B koHLEeHTparuu okoio 300 MM, PS-20 B konuenTparmu okoso 0,04% macc./00.
U METHOHHUH B KOHLIeHTpauuu okoso 1 mr/mur; mpu pH okoso 5,5.

B HEKOTOpBIX BapuaHTax OCYILECTBICHUs JIEKAPCTBEHHBIN ITPEenapaT COACPKUT AHTUTEIIO
k CD38 B konuenrpauuu 100 mr/mu, comepxkamee VH u VL ¢ SEQ ID NO: 4 u 5
coorBercTBeHHO, THUPH20 B koHueHtpamuu okono 500 En/mi, rUCTUAMH B KOHIIEHTPALMH
okojio 10 MM, copbut B koHIeHTpauuu okono 300 MM, PS-20 B koHuentpauuu okono 0,04%
Macc./00. 1 METHOHHH B KOHIIEHTpauu okoJyio 1 mr/mi, mpu pH okono 5,5.

B HexoTOpbIX BapHaHTax OCYILEeCTBIEHUs JIEKAPCTBEHHBIN MpenapaT COAEPIKUT aHTUTENO
k CD38 B konuenrpaumu 100 mr/mu, comepxkamee VH m VL ¢ SEQ ID NO: 4 u 5
cootBercTBeHHO, THUPH20 B koHuentpamuu okojo 2000 En/mi, rHCTUAMH B KOHIICHTPAIUH
okojio 10 MM, copOut B koHIeHTpauuu okoio 300 MM, PS-20 B koHueHtpaunuu okojo 0,04%
Macc./00. 1 METHOHHH B KOHIIEHTpauu okoJyio 1 mr/mi, mpu pH okono 5,5.

B HexoTOpbIX BapHaHTax OCYILECTBIEHHs JIEKAPCTBEHHBIN Mpenapar COAEP KUT aHTUTEIIO
k CD38 B konuenrpaumu 100 mr/mn, comepxkamee VH m VL ¢ SEQ ID NO: 4 u 5
coorBercTBeHHO, THUPH20 B xonmentpaumu okoyio 5 000 Ex/mut, TMCTUAMH B KOHLEHTPALUH
okojio 10 MM, copbut B koHIeHTpauuu okono 300 MM, PS-20 B koHuentpauuu okono 0,04%
macc./00. 1 METHOHHH B KOHIIEHTpauu okosio 1 mr/mi;, npu pH okono 5,5.

B onucanuu Takke MpensioxkKeH JeKapCTBEHHBIH Npenapar, CoAepKallui JeKapCTBEHHOE
BeLIECTBO, coaepxkaiiee antuteno k CD38, conepxkamee HCDR1, HCDR2, HCDR3, LCDRI,
LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO, C COJEp>KaHUEM
onurocaxapuna G1F or okono 15% no 27%, npudem JieKapCTBEHHOE BEIIECTBO MOJYYalOT C
IPUMEHEHHEM TIPOLIeCCa, COAEpPIKAIero 3Tambl, HA KOTOPBIX: MPOUCXOAUT KYJIbTUBHPOBAHHE
kiaerkn CHO, TpanchummpoBanHoit mnonuHykiaeotuaoM, koaupyromum HCDRI1, HCDR2,
HCDR3, LCDRI1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO, B
KYJIBTYypaJibHOU cpene, conepskarieit okono 8,0 u/mupa wiu MmeHee Mn.

B onucanuu Takke MpensioxkeH JeKapCTBEHHBIN Npenapar, ConepKaliuil JeKapCTBEHHOe
BelLIeCTBO, coaepxkainee antureno k CD38, congepskamee HCDR1, HCDR2, HCDR3, LCDRI,
LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO, C COHAEpP>KaHUEM
onurocaxapuaa G1F or okono 15% npo 27%, npudem JekapCTBEHHOE BEIIECTBO MOJYyYaroOT C
IIPUMEHEHUEM IIpoliecca, COJAEp Kalllero dSTallbl, Ha KOTOPBIX: BBIMOJHAETCS MPUTOTOBIIEHHUE
KYJBTYpaJbHOU Cpeabl, comepxkameii okoyno 8,0 u/mupa wiam MeHee Mn, W TPOUCXOAWT
KYJIbTUBHPOBAHNE KJIETKH-XO35MHA, TPAHCHUIIMPOBAHHON IOJMHYKJIEOTHIOM, KOAHPYIOLINIM
HCDRI1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3, 4, 5 u 6
COOTBETCTBEHHO, B KYJIbTYpPaJIbHOMN Cpeze, conepaxkaieii okojo 8,0 u/mupn win MmeHee Mn.

B onucanuu Takke MpensioxkKeH JeKapCTBEHHBIN Mpenapar, Coaep Kalluil JeKapCTBEHHOe

BeLECTBO, conepskaiee antuteno k CD38, coaepxkamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
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NO: 8, ¢ conepxxanuem onurocaxapuna G1F ot oxono 15% no 27%, npudeM JekapCTBEHHOE
BEIECTBO IIOJIYYAIOT C MCIIOJb30BAHUEM IIPOLECCa, COMAEPIKAINEro JTambl, Ha KOTOPBIX:
npoucxonur KynptuBupoBanue kietku CHO, TpaHCPUUUPOBAHHONH MONHMHYKIEOTHAOM,
kogupyromuM VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypajlbHOU cpene,
comepskameit okoso 8,0 wactet Ha mmumapa (W/mipna) uid MeHee Mn, MOCPENCTBOM HEro
NPOAYLUPYETCs JIEKapCTBEHHOE BELIECTBO.

B onucanuu Takke MpeasiokKeH JeKapCTBEHHBIN Npenapar, Coaep Kaliuil JeKapCTBEHHOE
BelecTBO, conepskamee antuteno k CD38, cogepxkamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxxanuem onurocaxapuna G1F ot oxono 15% no 27%, npuueM JieKapCTBEHHOE
BEIECTBO TMOJYYAalOT C NPUMEHEHHEM TNPOLeCcCca, CONEepIKAIero 9STambl, HAa KOTOPBIX:
BBIMOJIHSIETCS TPUTOTOBJIEHUE KYJbTYPaJbHOH Cpeabl, copep:kaiiei okoso 8,0 u/mupn uiau
MeHee Mn, W TNPOUCXONUT KYJBTUBHPOBAHUE KJIETKU-XO35IMHA, TpaHCHHUUMPOBAHHON
nonuHykKJIeoTuaoM, komupyromum VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B
KyJbTypajJbHOU cpenme, conmep:xkamed okojgo 8,0 u/mapny wimu MeHee wapranma (Mn),
MOCPEICTBOM HEro MPOAYLUPYETCS JEKAPCTBEHHOE BEIIECTRO.

B ommcannu Takxke NpenjiokeH JIEKapCTBEHHBIH Mpenapar, Coaep Kaluil JJeKapCTBEHHOE
BeleCTBO, conepskamee antuteno k CD38, conepskamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxanuem onurocaxapuaa G1F ot okono 15% no 27%, npuuem nekapcTBEHHOE
BEIECTBO IIOJIYYAIOT C HCIOJb30BAHUEM IIPOLIECCa, COMAEPIKAIEro 3Tambl, Ha KOTOPBIX:
npoucxonur KynptuBupoBanue kierku CHO, TtpaHCPUIMPOBAHHONH MONMHYKIEOTHAOM,
kogupyromuM HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KyJapTypajJbHOH cpene,
comepxaiiei okonmo 8,0 wacrei Ha Mwumapn (wmipn) wiam MeHee MaprasHia (Mn),
MIOCPEICTBOM UEro NMPOAYLUPYETCs JEKaPCTBEHHOE BEIECTBO.

B omnmcanuu Takxke NnpensioxkeH JeKapCTBEHHBIH Mpenapar, coepsKaluii JeKapCTBEHHOe
BellecTBo, copepxkainee antureno k CD38, congepxammee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10 cooTrBeTcTBeHHO, ¢ coneprkanueM ojurocaxapuna G1F ot okono 15% no 27%, npuuem
JIEKAPCTBEHHOE BEIIECTBO IMOJYYAlOT C MPUMEHEHHEM MPOLECCa, COAEPIKALIero 3Tambl, Ha
KOTOPBIX: BBITIOJIHSIETCS TIPUTOTOBJIEHUE KYJIBTYPATBHOM Cpefbl, coaepskalieit okoso 8,0 u/mupa
unu meHee Mn; u

MPOUCXOIUT KYJIbTHUBHPOBAHNE KJIETKH-XO35IMHa, TpaHCHUIUPOBAHHOM
nonuaykKyIeotTuaoM, koxupyromum HC ¢ SEQ ID NO: 9 uw LC ¢ SEQ ID NO: 10
COOTBETCTBEHHO, B KYJIbTYPAJIbLHOH Cpefie, coaepkaiel okoyo 8,0 4/MIIp Wiiu MeHee MapraHia
(Mn), mocpencTBOM 4ero MpoAyLUpPYyeTCs JIEKAPCTBEHHOE BEIECTBO.

B ommcannu Takke npensioKeH JeKapCTBEHHBIIN Mpernapar, Conepskauil JeKapCTBEHHOE
BeLIECTBO, coaepxkainee antuteno k CD38, congepskamee HCDR1, HCDR2, HCDR3, LCDRI,
LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO, C COIEpKaAaHUEM
onurocaxapuaa G1F or okono 15% npo 27%, npudem JekapCTBEHHOE BEIIECTBO MOJYYarOT C
NPUMEHEHUEM TNPOLIECCca, COMAEpPIKAINero STambl, HA KOTOPBIX IMPOUCXOIUT KYJbTHUBHPOBAHUE
kinerkn CHO, TpancummposanHoii mnonuHykjaeotuaoyM, koaupyromum HCDRI1, HCDR2,
HCDR3, LCDRI1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO, B
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KYJIBTYPaJbHOU Cpene, coaep:kameld okojio 6,5 u/mupn wim MeHee Mn, MOCPEACTBOM Yero
NPOAYLUPYETCS JIEKapCTBEHHOE BEIIECTBO.

B omnmcanuu Takxke NpensioKeH JeKapCTBEHHBIH Mpenapar, CoaepsKaluii JeKapCTBEHHOE
BeLIECTBO, coaepxkauiee aHTtuteno k CD38, conepxkamee HCDR1, HCDR2, HCDR3, LCDRI,
LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3, 4, 5 u 6 COOTBETCTBEHHO, C COJEpKaHUEM
onmurocaxapuna G1F or okono 15% no 27%, npudeM J1ekapCTBEHHOE BEIIECTBO IMOJIYYAIOT C
NPUMEHEHHUEM TIPOLeCcca, COAEP Kallero 3Talbl, HA KOTOPBIX BBINOJHSAETCS INPUTOTOBJIEHUE
KyJBTYpaJbHOU CpEedbl, comep:kamieli okoysio 6,5 u/mipa uiau MeHee Mn, U NPOUCKXOTUT
KYJIbTHUBHPOBAHUE KJIETKH-XO35IMHA, TPAHCHUIUPOBAHHON MOJMHYKIEOTHAOM, KOAMPYIOLIHIM
HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3,4, 5u 6
COOTBETCTBEHHO, B KYJBTYPaJbHOH cpene, coaepkaiield okojio 6,5 u/mupn wim meHee Mn,
MOCPEICTBOM HEro MPOAYLUPYETCs JIEKAPCTBEHHBIH Mpernapar.

B ommcanuu Takxke NpensiokKeH JIEKapCTBEHHBIH Mpernapar, CoaepsKaluii JJeKapCTBEHHOE
BeLIECTBO, conepskamee antuteno k CD38, cogepxkamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxxanuem onurocaxapuna GIF ot oxono 15% no 27%, npudeM JekapcTBEHHOE
BEIECTBO TOJYYAOT C HCIIOJNB30BAHUEM TIPOLIECCA, COAEPIKALIEro JTambl, Ha KOTOPBIX
npoucxonutr KynpTuBupoBanune kietku CHO, TpaHCPUUUPOBAHHONH TONHUHYKIEOTHAOM,
kogupyromuM VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B KynbTypajbHOW cpene,
comepxaiiei okono 6,5 u/mMuapay wiaMm MeHee Mn, MOCPEACTBOM Yero MNpPONyLUPYETCs
JIEKaPCTBEHHOE BEILECTBO.

B ommcanuu Takxke NpenjiokKeH JeKapCTBEHHBIH Npenapar, Coaep Kaluii JeKapCTBEHHOE
BeLECTBO, conepskaiee antuteno k CD38, coaepxkamee VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ conepxxanuem onurocaxapuga G1F ot okxono 15% no 27%, npudeM ekapCcTBEHHOE
BEIECTBO IMOJYy4alOT C MPUMEHEHHEM IIpolLlecca, CONEepIKAaIlero J3Tambl, Ha KOTOPBIX:
BBINOJIHAETCS NIPUTOTOBJIEHHE KYJIBTYPAJIbHOW Cpeabl, coiepikaiedl okoyno 6,5 u/mipn wim
MeHee Mn, W TNPOUCXONUT KYJbTHBHPOBAHUE KJIETKU-XO35MHA, TpaHCHHULHUPOBAHHON
nonmHyKIeoTuaoM, komupyromum VH ¢ SEQ ID NO: 7 uw VL ¢ SEQ ID NO: 8, B
KYJBTYpaJbHOU Cpene, coaep:kaieid Okojio 6,5 u/Mipa wid MeHee Mn, MOCPEACTBOM HeEro
NPOAYLUPYETCS JIEKAPCTBEHHOE BELIECTRO.

B ommcanuu Takke NpensiokKeH JEKapCTBEHHBIN Mpenapar, ConepsKaluii JeKapCTBEHHOE
BelecTBO, conepskamee antuteno k CD38, conepskamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID
NO: 10, ¢ conepxanuem onurocaxapuaa G1F ot okono 15% no 27%, npuuem JekapcTBEHHOE
BEIECTBO TOJYYAOT C HCIIOJB30BAaHUEM MPOLECCa, CONEPIKAINEro STambl, Ha KOTOPBIX
npoucxonutr KynpTuBupoBaHue kietku CHO, TpaHCPUUMPOBAHHONH MONHUHYKIEOTHAOM,
kogupyromuM HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, B KyJapTypajdbHOH cpene,
comepxaiiei okomo 6,5 wacred Ha Mwumapn (wwmipn) uiam MeHee MapraHma (Mn),
MOCPEICTBOM UEro MPOAYLUPYETCS JEKAPCTBEHHOE BEIIECTRO.

B ommcanuu Takxke NpensiokeH JeKapCTBEHHBIH Npenapar, CoaepsKaluii JeKapCTBEHHOE
BelEeCTBO, coaepskaee antuteno k CD38, conepsxamee HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID

NO: 10 cooTrBercTBEHHO, ¢ conepxkanueM onurocaxapuaa G1F ot okono 15% no 27%, npuuem
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JIEKAPCTBEHHOE BEILECTBO IOJYy4alOT C MPUMEHEHHEM Ipoliecca, COAEp Kalllero 3Tambl, Ha
KOTOPBIX:

NPOMCXOAUT NPUTOTOBJIEHHUE KYJbTYpPaJbHON Cpenbl, conmepskaieil okono 6,5 4/mipn
Wi MeHee Mn; u

IIPOUCXOAUT KyJIbTUBUPOBAaHUE KJIETKU-XO351Ha, TpaHCPUIIUPOBAHHOM
nonunykieorunom, koxupyromum HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10
COOTBETCTBEHHO, B KYJIbTYPAJIbHON Cpezie, Cofep Kalie 0KoIo 6,5 4/MIpa UiIu MeHee MapraHua
(Mn), nocpeacTBOM 4Yero NpoAyLUpPYyeTCs JIEKAPCTBEHHOE BEIECTRO.

B HexkoTOphIX BapuaHTaX OCYINECTBJEHUS KOMIIO3ULIMS JIEKAPCTBEHHOTO Iperapara Io
OMMCAHUIO, TPEACTABIEHHOMY B HACTOsINEM JOKyMeHTe, coaepkuT aHturenso k CD38 B
koHueHtpanuu 20 mr/mi, conepskamee HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢
SEQ ID NO: 1, 2, 3, 4, 5 unu 6 coorBerctBenno, VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8
w/mwm HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, cocraBisieTcsi B YKCYCHOH KHCJIOTE B
KOHLIEHTpauuu OKoJo 25 MM, Xjopuae HaTpust B KOHLEHTpauuu okono 60 MM, MaHHHTE B
KOHIeHTpauun okosno 140 MM u mommcopbare-20 (PS-20) B xoHuentpauun okono 0,04%
macc./06.; mpu pH oxono 5,5.

B HexkoTOpbIX BapuaHTaxX OCYILECTBIEHHs] KOMIIO3ULIMS JIEKAPCTBEHHOrO Ipernapara Io
OMMCAHUIO, TPEACTABIEHHOMY B HACTOsINEM JOKyMeHTe, coaepkuT aHturenso k CD38 B
KOHIeHTpauuu ot okojo 20 mr/ma go okono 180 mr/mu, comepxamee HCDRI1, HCDR2,
HCDR3, LCDRI1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3, 4, 5 unu 6 coorBerctBeHHO, VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 w/unu HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10, u
pPEeKOMOMHAHTHYIO uenoBedeckyro ruanyponnnasy (rHuPH20) B konmugectse ot okosno 30 000 Ex
1o okoJio 45 000 Eg;

rHuPH20 mnpexacraBisier co0oif peKOMOMHAHTHYIO HYEJIOBEUECKYH0 THMaypOHHIA3Y,
COZIepIKaIYI0 aMUHOKUCIIOTHYIO nocienosarenbHocTh ¢ SEQ ID NO: 15.

SEQ ID NO: 15:

MGVLKFKHIFFRSFVKSSGVSQIVFTFLLIPCCLTLNFRAPPVIPNVPFLWAWNAPS
EFCLGKFDEPLDMSLESFIGSPRINATGQGVTIFYVDRLGYYPYIDSITGVTVNGGIPQKIS
LOQDHLDKAKKDITFYMPVDNLGMAVIDWEEWRPTWARNWKPKDVYKNRSIELVQQQ
NVQLSLTEATEKAKQEFEKAGKDFLVETIKLGKLLRPNHLWGYYLFPDCYNHHYKKPG
YNGSCENVEIKRNDDLSWLWNESTALYPSIYLNTQQSPVAATLY VRNRVREAIRVSKIP
DAKSPLPVFAYTRIVFTDQVLKFLSQDELVYTFGETVALGASGIVIWGTLSIMRSMKSCL
LLDNYMETILNPYIINVTLAAKMCSQVLCQEQGVCIRKNWNSSDYLHLNPDNFAIQLEK
GGKFTVRGKPTLEDLEQFSEKFYCSCYSTLSCKEKADVKDTDAVDVCIADGVCIDAFLK
PPMETEEPQIFYNASPSTLSATMFIVSILFLIISSVASL

B HexoTOpbIX BapuaHTaxX OCYILECTBIEHMs] KOMIIO3ULIMS JIEKAPCTBEHHOrO Ipernapara Mo
OMMCAHUIO, TPEACTABIEHHOMY B HACTOSINEM JOKyMeHTe, coaepkuT aHturenso k CD38 B
KOHIeHTpauu ot okojo 20 mr/mn go okoino 180 mr/mu, comep:xkamee HCDR1, HCDR2,
HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2, 3, 4, 5 unu 6 coorBerctBeHHo, VH ¢
SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 w/unu HC ¢ SEQ ID NO: 9 u LC ¢ SEQ ID NO: 10,
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PeKOMOMHAHTHYIO YesioBedeckyto ruaiayponuaasy (tHuPH20) B komudectse ot okono 30 000 Ex
1o okojo 45 000 Ex, rucTuivH B KOHLEHTPALMH OT OKoso S MM 1o okojo 15 MM, copOut B
KOHLIeHTpauuu ot okojio 100 MM 1o okoso 300 MM, PS-20 B konnentpauuu ot okosio 0,01%
macc./06. 1o okouso 0,04% macc./00.; 1 MeTHOHHMH B KOHLIEHTPALIMU OT OKOJIO 1 MI/mMil 10 OKOJIO
2 mr/mn, nipu pH okoino 5,5.

B HekOTOpBIX BapuaHTaxX OCYINECTBIECHHs JIEKAPCTBEHHBbIN IpernapaT MO OMNUCAHMIO,
NPEACTABICHHOMY B HACTOsIIEM JOKyMeHTe, cofepkut antuteno k CD38 B konuentpauuu 120
mr/mi, conepskamee HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3 ¢ SEQ ID NO: 1, 2,
3, 4,5 wm 6 coorBerctBenHo, VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8 u/unu HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10, ructuauH B KOHIEHTpauuu okojo 10 MM, copOut B
KOHLEeHTpauu okoyo 300 MM, METHOHMH B KOHLEHTpaUuu okono | mr/mu, monmucopbar 20 B
KoHueHTparun okoso 0,04% u rHuPH20 B xoHuenTparun oxoso 2000 Exn/mi, pH 5,6.

B HexoTOpBIX BapuaHTax OCYILECTBJIEHMs JIEKApCTBEHHBIN IpernapaTr IpeaCTaBiseT
coGoii mpenapar DARZALEX® (naparymymat).

B HexoTOpBIX BapuaHTax OCYILECTBJIEHMs JIEKapCTBEHHBIN MpemnapaTr MpeaCTaBisieT
coGoii Groananor npenapara DARZALEX® (naparymyma0).

Cnoco0 neuyenus

B ommcannu Takxe npensiokeH crnocod JieueHNs MHOYKECTBEHHONW MHUENIOMBI Y CyOBeKTa,
KOTOpPBbIM TOJydYa] MO MEHbIIeH Mepe TPU NPEAIIECTBYIOLINE JIMHUM TEPalHy, BKIFOYAs
uHruourop nporeocom (PI) 1 MMMyHOMOAYIMPYIOIUI areHT, UM KOTOPBIN SIBJISIETCS TBAXKIIbI
pedpakrepHpiM k Tepanuu Pl M MMMyHOMOZYNHPYIOIIMM areHTOM, BKJIIOYAIOLINN BBEIACHUE
CyOBeKTy TepaneBTHYecKd 5S(P(PEeKTUBHOrO KOJIMUYECTBA JIEKAPCTBEHHOrO IIpernapara Iio
HACTOSALIEMY ONHUCAHUIO.

ITpumepsr nHrHOMTOPOB TpoTeocoM BkirouaroT npenapar VELCADE® (6oprtesomud),
kappmwomud wnu  ukcasomud. B HEKOTOPBIX BapHaHTax OCYINECTBICHHUS WHTHOUTOP
NPOTEOCOM TpeAcTaBisier coboii Gopresomud. Ilpumepbl MMMYHOMOAYJHMPYIOLUIUX AreHTOB
BKJIFOYAIOT B Ce0sl LMKJIOCTIOPHH, a3aTHOMPUH, MHUKO(EHOJOBYIO KHCJIOTY, MHKO(EHOIaTa
Mo(deTHs, KOPTHUKOCTEPOHIbI, TaKuWe Kak MPEeJHH30H, METOTPEKCaT, COJH  30JI0Ta,
cyabdacanasuH, TPOTHBOMANSIPUNHBIE CpPEACTBA, OpexuHap, JeduyHOMUA, Mu30opHOuH, 15-
NE30KCUCTIEPTYainH, 6-MepkanTtonypus, uukiodpochamun, panamunmH, Takponumyc (FK-506),
OKT3, aHTUTUMOLMTAPHBINA IOOYIHH, TAMOIIEHTHH, TUMO3UH-(, U aHAJIOTUYHbIE areHTHI.

B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHHUsS JIEKAPCTBEHHBIN Mpemapar BBOIST B
COOTBETCTBHUH ¢ HH(POPMALIUEH O JIEKapCTBEHHOM IIperapare.

B ommcannu Takxke NpeniokKeH crnocod JieueHNs MHOKECTBEHHONH MHENIOMBI Y CYOBeKTa,
KOTOPBII TOJydYaJ] MO MEHbLIEH Mepe J[Be MPEeNLIeCTBYIOIINX JIMHUM TEparuH, BKIIOYAs
JICHAJIMIOMHU U MHTHOUTOpP MPOTEOCOM, BKIIFOYAIOLUINA BBEACHHE CYOBEKTY TEpareBTHUECKU
3¢ (}eKTUBHOrO KOJMYECTBA JIEKAPCTBEHHOIO TIpenapara IO HACTOSIIEMY ONHMCAHUIO B
KOMOWHAIIMHU C TepaneBTHYECKH 3(PPEeKTHBHBIM KOJUUECTBOM MMOMAIMIOMUA U I€KCAMETA30Ha.
B HeKoTOpBIX BapHaHTaxX OCYLIECTBIEHMs JIEKAPCTBEHHBIH Ipernapar, MOMAalUAOMHUI |

ACKCAMETAa30H BBOIAT B 103aX, YKA3aHHbBIX B I/IH(I)OpMaL[I/II/I O JICKapCTBCHHOM Ipenapare.
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B ommcannu Takke mpensiokeH crnocod JieueHNs MHOKECTBEHHON MHENIOMBI Y CYOBeKTa,
KOTOpBIN MOJy4asa MO MEHbLIEH Mepe OJHY MPEALIECTBYIOLIYIO JUHUIO TepParuy, BKIOYAO LI
BBE/ICHHE CYOBEKTY TepaneBTHUeCKU 3(pPEeKTHBHOr0 KOJMUECTBA JEKAPCTBEHHOT'O Mperapara mo
HACTOSIIEMY ONHCAHUI0 B KOMOHMHALIMKM C TepaneBTHUECKH H(PPEKTUBHBIM KOIMYECTBOM
JeHAIUAOMUIA U JIeKCaMeTa3oHa. B HEKOTOpBIX BapuaHTax OCYILECTBJIEHMs JIEKapCTBEHHBIN
npernapar, JEHAIUAOMHI M JEKCaMeTa30H BBOAAT B J03aX, YKa3aHHbIX B HH(pOpMAIMU O
JIEKapCTBEHHOM IIpernapare.

B omnumcanuu Takxke MpeasioKeH Crnocod JieueH!s MHOKECTBEHHONH MHUENIOMBI Y CyOBeKTa,
KOTOPBIN MOJy4as MO MEHBIIeH Mepe OHY MPELIECTBYIOLIYIO JUHUIO TePariy, BKIIOYAO LI
BBEJICHHE CYOBEKTY TepaneBTH4YeCKH 3PPEKTHBHOrO KOJUYECTBA JIEKAPCTBEHHOTO Ipenapara o
HACTOSIIEMY ONHCAHUID B KOMOHMHALIMM C TepaneBTHYECKH H(PPEKTUBHBIM KOIHMYECTBOM
Ooprezommba M nekcamerasoHa. B HEKOTOPBIX BapHUaHTAaX OCYIIECTBJICHUS JIEKAPCTBEHHBIH
npenapatr OopTe3oMud M AEKCaMEeTa30H BBONAT B J03aX, YKa3aHHBIX B HH(pOpManuu o
JIEeKapCTBEHHOM IIpernapare.

B HacTosieM OmMCaHUM TAaKKe MPEIUIOKEH CIIOCO0 JISYEHUSI MHOKECTBEHHOW MHEIIOMBI
y cyObekTa, HE COOTBETCTBYIOIIErO KPHUTEPHsSIM [UIA MPOBEACHUS TPAHCIUIAHTALIUU
AyTOJIOTMYHBIX CTBOJIOBBIX KJIETOK, BKIJIFOYAIOIIUN BBEAEHHE CYOBEKTY TepareBTHUECKU
3¢ (}eKTUBHOrO KOJWYECTBA JIEKAPCTBEHHOIO TIperapara IO HACTOSIIEMY ONHMCAHUIO B
KOMOMHAIIMU C TepaneBTU4ecku 3¢ (EeKTUBHBIM KOJWYECTBOM Oopre3omuda, mendanaHa H
NpeaHU30Ha. B HEKOTOPBIX BapHaHTax OCYINECTBJICHUS JIEKAPCTBEHHBIN Npenapar 0opTe3omuo,
MmendanaH MU TNPEJHU30H BBOIAT B 033X, YKa3aHHbIX B MH(POpPMALMU O JIEKAPCTBEHHOM
npemnapare.

B HacrosiiemM onucaHUM TaKoKe MPEUIOKEH CIOco0 JIeYeHNsI MHOKECTBEHHOW MHEJIOMBI
y cyOBeKTa, He COOTBETCTBYIOIIErO KPUTEPHSIM IJIs1 TPAHCILIAHTAIIMY ayTOJIOTUYHBIX CTBOJIOBBIX
KJIETOK, BKJIOYAIOIIUI BBEAEHUE CyOBEKTy TepaneBTHUecKd 3(P(PEKTHBHOTO KOJINYECTBA
JIEKApPCTBEHHOTO TMperapara MO HACTOSLIEMY OIMUCAHMI0 B KOMOWHAIMM C TEPaneBTHYECKH
3¢ (}eKTUBHBIM KOJIMYECTBOM JICHAIMIOMHUAA W JEeKCaMeTa3oHa. B HEKOTOphIX BapHaHTax
OCYIECTBIIEHHSI JICHATUAOMHU U JEKCAMETa30H BBOIAT B J103aX, YKA3aHHBIX B MH(POPMALMH O
JIEeKapCTBEHHOM Ipernapare.

B ommcanuu Takxke MpeasioKeH Crnocod JieueHUs MHOKECTBEHHONH MHENIOMBI Y CyOBeKTa,
KOTOPBIN MOJy4as IO MEHbLIEH Mepe OJHY MPELIECTBYIOLIYIO JUHHUIO TepPary, BKIOYArO LI
BBEJICHHE CYOBEKTY TeparneBTHUYECKH d3PPEKTHBHOIO KOJMYECTBA JIEKAPCTBEHHOTO Ipenapara o
HACTOSIIEMY ONHCAHUID B KOMOHMHALIMK C TEpaneBTHUECKH 3(PPEKTUBHBIM KOIHMYECTBOM
JeHaIuAOMHUA U JleKcaMmeTa3oHa. B HEKOTOpBIX BapHaHTax OCYILECTBJIEHMsI JIeKapCTBEHHBIH
npernapar, JeHaJHJOMUI M AEKCAMETa30H BBONAT B /033X, YKa3aHHbIX B HH(OpMamuu o
JIEKapCTBEHHOM IIpernapare.

B HEKOTOpBIX BapuaHTax OCYILECTBJICHMs JIEKAPCTBEHHBIN NpenapaTr BBOLAT B 103€ 16
MI/KT OWH pa3 B HENENIO B TeueHue 1-6 Hemenb, OUH pas B TPU HEAENH B TeueHue 7-54 Henenb
Y OJIUH pa3 B YETbIPE HEAENHU NOCIIE 3TOTrO.

B HEKOTOpBIX BapuaHTax OCYILUECTBJICHMsI JIEKAPCTBEHHBIN NpenapaTr BBOAAT B 103€ 16
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MI/KT OJIMH pa3 B HEEIIO B TeueHHe 1-8 Henmenb, OMUH pa3 B B Helenu B TeueHne 9-24 Henenb
Y OZIMH Pa3 B YETBIPE HEAENH MOCIIE 3TOrO.

B HEKOTOpBIX BapuaHTax OCYILECTBJICHMs JIEKAPCTBEHHBIM IpernapaT BBOAST B ao3e 16
MI/KT OJUH pa3 B HEAENIO B TedyeHue 1-9 Henmenb, OOUH pa3 B TPU Hexenw B TeueHue 10-24
HeZeNb U OAWH Pa3 B YEThIPE HEMEIU TIOCIIE 3TOTO.

B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUS TOMAIUAOMUI BBOAAT B 103€ 4 MI OJUH pa3 B
CyTkH B AHU 1-21 nmoBTopsromuxcs 28-1HEBHBIX LIMKJIOB EPOPANBbHO, a JEKCAMETa30H BBOIAT B
no3e 20 mr unu 40 Mr OiMH pa3 B HEJIEJII0 BHYTPUBEHHO.

B HexkoTOpBIX BapuaHTax OCYLIECTBJICHUS JEHAIUAOMU BBOAST B 103€ 25 MI OAMH pa3 B
CyTKH B AHU 1-2] noBropsromuxcst 28-AHEBHBIX LUKJIOB EPOPAIBHO, & IEKCAMETAa30H BBOIAT B
no3e 20 mr unu 40 Mr OAMH pa3 B HEJIE0 BHYTPUBEHHO.

B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHHsS OOPTE30MHUO BBOAST MyTEM MOAKOXKHOMU (IV/K)
MHBEKLIUH WM BHYTPHBEHHOI (B/B) MH(Y3MH B 103¢ 1,3 MI/M” IIOMWAM TOBEPXHOCTH Tea J1Ba
pas3a B HeZleJi0 B TeueHue nByx Henenb (nau 1, 4, 8 u 11) B xone noBropsromuxcsi 21-THeBHBIX
LIUKJIOB JICYEHHs B OOIEM KOJMYECTBE 8 LIMKIOB, a AEKCAMETa30H BBOIAT B a03e 20 Mmr
nepopanbHO B 1HU 1,2, 4, 5, 8,9, 11 u 12 xaxnoro u3 8 HUKIJIOB BBEAEHHs OOpTe3oMuda.

B HEKOTOpPBIX BapHaHTaxX OCYLIECTBJIEHHUs] OOPTE30MUO BBOIST MyTEM MOIKOKHOU (TI/K)
WHBEKIUU B 03¢ 1,3 MI/M® TLIOIIAH MOBEPXHOCTH TeJja [1Ba pa3a B HEAEIO Ha Hexensx 1, 2, 4
U 5 B TeYCHHE MEePBOro 6-HeneNbHOro nukia (Iuki 1; 8 103) ¢ mocneayomuM BBEIeHUEM OIHH
pa3 B Henesro Ha Henensix 1, 2, 4 u 5 B TeueHHe eile BOCbMH O-HeebHBIX LUKJIOB (IHKIIbI 2-9;
4 no3 Ha UMKI), MendanaH BBOAST B 103€ 9 MI/M” B JIHH OT 1 110 4 IeBATH 6-HeeNbHBIX LHKIOB
(el 1-9), a NpeIHH30H BBOIAT EPOPATbHO B K03e 60 Mr/M” Ha mHu OT 1 10 4 nesatu 6-
HeJIeJIbHBIX [TUKJIOB (LUK 1-9).

B omucanuu Takxke MpemIokeH Crocol JeueHus MOJIoXKUTENbHOM Ha Hanudne CD38
reMaTOoJOrMYeCKON 3JI0KAYeCTBEHHOW OMyXOJIM Y CyOBEeKTa, BKIFOYAIOLIUI BBEIEHHE CyOBEKTY
TepaneBTHUeCKH 3(P(EeKTHBHOrO KOJUYECTBA JISKAPCTBEHHOTO TMpernapara IO HACTOSLIEMY
OMNHUCAHUIO.

B HekoTOphIX BapuaHTax OCYILIECTBJEHUS TONOoxuTenbHass Ha Hajgmune CD38
reMaToJOrHYeCKast 3JI0Ka4YeCTBEHHAsI OMyXOJIb MPECTABISIET COOOH MHOKECTBEHHYIO MHEJIOMY,
octpeiii  ymMbodnacTeid  neiiko3 (OJIJI), HexomxkuHCKyr0 Jumdomy, nudpdysayro B-
kpynHokserounyro aumdomy (DLBCL), numdomy bepkurra (JIB), pommukynsaprayro mumdomy
(®JI) wnm manTHiHOKIETOUHYO JuMpomy (MKJI), amunonnos jerkux Lenei, MHeTOreHHbIH
neiiko3 (OMJI), makpornoOynuHemuo BanbpreHcTpema, MeNKOKJIeTOuHyro Muenomy (SMM),
MOHOKJIOHAJIbHYIO ramMmarnaruio c HEU3BECTHOU 3HAYHUMOCTBIO (MGUS),
MeMOpaHHONIPOIH(EPaTUBHBIN TIIOMEPYIOHEPPUT, XPOHMUYECKUH JTUM(OLHUTAPHBIN JIeiKo3
(XJIT) mmm mumdomy bepkurra.

IIpumepsl  B-KNETOYHBIX  HEXOIKKMHCKMX  JUM(OM  TpeacTaBisIoT  coOoit
muMmdorpaHyneMaro3,  MEPBUYHYK)  BBIIOTHYH  JUM(pOMY,  BHYTPHUCOCYOUCTYIO  B-
KPYIHOKJIETOYHYIO JHM(POMY, CpPeNoCTeHHYI0 B-kpynHoknerounyro numdomy, 3aboneBaHus

TSDKENbIX Ierned (BKmouas Y-, |- W a-uenu), JuM(QOMbl, HHAYLHUPOBAHHbIE Tepanuei
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UMMYHOCYTIPECCOPHBIMU CPEICTBAMHU, Takue Kak JUM(pOMa, BbI3BAHHAS LUKIJIOCIOPHUHOM, H
muMdoma, BbI3BAaHHAS METATPEKCATOM.

B ommcanuu Takke MpemioskeH Crnocod MHrHOMpPOBaHUS pocTa W/Wiau mposudepanuu
kietky, skcnpeccupyromeir CD38, Bxmouarommii BBefeHHE CYOBEKTY JIEKAPCTBEHHOTO
npernapara o HaCTOSIIIEMY OIMMCAHUIO, IPECTABIEHHOMY B HACTOSALIEM JJOKYMEHTE.

B HekoTOpbIX BapHaHTax OCYINECTBJIEHUS KJeTka, skcrnpeccupyromas CD38,
npeAcTaBisier codol B-kieTky, mia3MouuT, MOHOUUT Wi T-kjieTky. B HEKOTOpBIX BapuaHTax
OCYILIECTBJIEHUsI KJIeTKa, sKkcrnpeccupyromass CD38, ydacTByer B MaTroreHe3e OMyXOJU WIIH
MMMYHHOT'O pacCTpONCTBA. B HEKOTOPBIX BapHaHTaxX OCYLIECTBJIEHUS UMMYHHOE PacCTPONCTBO
NpeACTaBysieT co0OW ayTOMMMYHHOE 3a0oJjieBaHHe. B HEKOTOPBIX BapHUaHTAaX OCYLIECTBIICHHUS
UMMYHHOE pPacCCTPOWCTBO MPEICTaBIsieT COOOH Mcopuas, MCOPUATHYECKHH apTPHUT, AEPMATHUT,
CUCTEMHYIO CKJIeponepMy, BocmanmutenbHoe 3adoneBanue kumeunuka (B3K), 6onesns Kpona,
SI3BEHHBII KOJIUT, PECIHPATOPHBbIA AMCTPECC-CHHAPOM, MEHHHTHT, SHLUE(DAIUT, VBEHT,
TJIOMEPYJIOHE(PHUT, 3K3eMy, acTMy, aTepOCKJIepO3, HENOCTaTOK aAre3ud JICHKOLUTOB,
paccessHHBIN CKiepo3, cuHapoM Penes, cuamapom lllerpeHa, roBeHWJIbHBIH Auader, OoNe3Hb
Petitepa, Oone3nr bexuera, HeppuT UMMyHHOro KoMmIUieKkca, Hedpomaturo IgA,
nonuHelponaruio  IgM, WMMyHOONOCpENOBaHHbIE TPOMOOLMTONIEHUH, T'€MOJUTHYECKYIO
aHEeMHIO, MHACTEHHIO, BOJUYAHOYHBIN HEQPHUT, CUCTEMHYIO KPAaCHYI BOJYAHKY, PEBMATOWIHBIH
aptput (PA), aronmueckuil nepMaTHT, My3blp4yaTky, Oonesnp I 'peiiBca, TupeonauT XamrmMoTo,
rpa"yneMaro3 Berenepa, curmpom OMeHHa, XPOHHMYECKYK IIOYEYHYIO HEIOCTaTOYHOCTD,
OCTphIi  HMH(MEKIIMOHHBI MOHOHYKJIEO3, paccessHHbIi ckiepo3, BHY wu 3abonesanws,
acCOLIMMPOBAHHBIE C BUPYCOM Teprieca.

B onmcaHum Takke MNpeIIOKEH CIOCO0 JIeUeHUs ayTOMMMYHHOI'O PpacCTpOWCTBA Y
CcyOBeKTa, BKIOUAIOIIUI BBEIEHHE CYOBEKTY TepaneBTU4YecKH >(P(PEeKTHBHOrO KOJHMYECTBA
JIEKApCTBEHHOIO0 IpernapaTa IO HACTOSILIEMY OIMCAHUIO, IPEACTABJICHHOMY B HACTOSIIEM
TOKYMEHTE.

B HEeKOTOpbIX BapuaHTaX OCYLIECTBJIEHHS ayTOMMMYHHOE PaCCTPOWCTBO MpPEICTABIISET
co0ol CHCTEMHYIO KPaCcHYIO BOJUaHKyY, cHApoM LllerpeHa uinn peemaronaHeiii aptput (PA).

Xots1 n300peTeHne OMUCaHO B OOLIMX YepTax, BAPUAHTHI OCYLIECTBICHUS U300pPETeHUs
OyAyT NONOJHHUTEIBHO OMHUCAHBI B CIEAYIOUINX MPUMeEpPax, KOTOPbIE HE CIENYeT TOJIKOBATh KaK
OrpaHHYUBarOIHe 00beM HOPMYITBI H300PETEHMSI.

IIpumep 1. Uccnenosanne npon3BoacTBA

Bo Bpemst npoussoxcTea npenapata DARZALEX® (napatymymaG) GbU10 yCTaHOBIIEHO,
YTO HEKOTOpble MApTUU He COoOTBeTCTBYHIOT creundpukanmu (OOS) WM HEe COOTBETCTBYIOT
npenbinymuM nanHbiM  (OOT) B oTHOmEHMH mTpenapara DARZALEX® (maparymymab),
npodune G1F %. Bbuin MHUUUPOBAHBI MCCIENOBAHUS IS BBISIBJICHUS OCHOBHOH MPHYHHBI
NOJIYYEHHUS] TAKUX MApTUH U, B YACTHOCTH, POJH MPHUMECEHl MUKPO3JEMEHTOB-METAIIOB, TAKHX
Kak Maprasen (Mn), CBsI3aHHBIX C CBIPBEBBIMU MaTEpPHUaJIaMU, B MONYJISALUHN PO(UIIS TIMKaHA B
npenapatre DARZALEX® (naparymyma6).

HccnenoBanne IO ONHCAHHIO XapakTePUCTUK ObUIO pa3paboTaHO ANl  OLEHKU
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KOHLIEHTpauu Mn B CHIpBEBBIX MaTepHajax cyxoil mopoukoBoit cpensl (DPM) u pactBopax
TUIPaTUPOBAHHBIX  Cpel, CBSI3aHHBIX C IPOU3BOJACTBEHHBIMM MapTUSMU IIpernapara
DARZALEX® (naparymyma6). AktuBHoe Bemectso npenapatra DARZALEX® (naparymyma6)
nojayvyajid B xofe mpouecca B 11 craguii, BKIIOYAKOIIErO HMCHOJB30BAHUE MNOANMUTBIBAEMOMN
KJIETOYHOW KYJBTYPbl C TMOCIEAyIOIeld OYMCTKONH B XOne psna craauid xpomarorpaduu,
WHAKTUBALMHU BUPYcOB U (unbrpanun. KonudgecTBo Mn B ChIphEeBBIX MaTepHaliax OLEHUBAIH C
nomombio MCIT-MC ¢ mpensapurenbHbIM paciieruieHneM oOpasuoB kak DPM, Tak u
THIPATUPOBAHHOM Cpenpl C HCIOJNBb30BAaHHUEM a30THOH KHCIOTBI M mepokcuna. OOpasibl
npenapata DARZALEX® (naparymymaG) MCCIeNOBAIN HA MPEIMET 3HAYCHHI OTHOCHTEIBHOTO
kosuectBa GOF % u G1F % Ha sTane mHakTuBaumu U Heurpamuszanvu Bupyca (VIN) win Ha
STarne MoJy4YeHus JieKapcTBeHHOTro BeecTsa (DS).

Konuentpauuo Mn 8 DPM uncnosnp3oBanu B Ka4eCTBE NPOTHOCTUYECKOIO HHCTPYMEHTA
IUTSL OLIEHKH OJKUIAeMOM KOHLEHTpAuu Mn B FHIPAaTHPOBAHHBIX CPENax HA OCHOBAHHMH OOIIeH
nomu Mn B ocHOBHBIX kKoMrioHeHTax DPM. KoHnieHTpaimio B MPOU3BOJICTBEHHOM OHOpEaKkTope
pPacCYUTHIBAIM HA OCHOBE MAcChl, TOOABJIEHHOW HAa JIUTP OCHOBHOW WM TMUTATEJBHOW Cped, C
npubaBleHHEM CKOPPEKTUPOBAHHONW KOHLIEHTPALMHM, OCHOBAHHOW Ha KOHLEHTpauuun Mn B
OCHOBHOMU Cpelle, U KOHLIEHTPALUU B MHUTATENIBHON Cpefe, CKOPPEKTUPOBAHHON HA OCHOBAHHUU
CKOPOCTH MOAAYH.

KonuenTtpauusi Mapranua B ruapaTupoBaHHON cpene: IIpornosupyemasi KOHLIEHTpauus
Mn B pactBOpe (MKI/xn ~ u/mMiapa) = [(kommnoneHT 1 (r/m) * Mn1(4/mapx)) + (xkomnonenT 2 (r/m) *
Mn2 (u/mnpn)) + ... (kommoreHT n (r/mm)* Mn n (4/mnppa))]/1000

Konnenrpauus maprasia B 6uopeakrope: (MKr/n ~ 4/mapa) = Mn B OCHOBHOMW cpene
(¢/mnpn) + (Mn B nutaTenbHOU cpeae (4/Mipa) * CKOpoCTb MOJAYH).

I'mapatanust DPM npuBena kK 3HaYNTETbHOMY pa30aBIeHHIO KOHLIEHTPALMH MapraHia B
KOHEYHOW JKUAKOH cpenme. B pesynbrare Takoro pasOaBieHHs KOHLEHTpauuu Mn B
KOMIIOHEHTaX TUAPATUPOBAHHOM Cpenbl HAXONWJINCh 3a IMpeldelaMHu KOJHYECTBEHHOTO
nuana3ona ananmusa UCII-MC. OpHako pe3ynbTaThl UCIOIB30BAIM AJisi OOIIEro MOHUMAHMS U
MIOATBEPKIEHHsI OOLIeH KaueCTBEHHOM B3aMMOCBSI3U KOHLIEHTpALi Mn U TIIMKO3WIHPOBAHMUS, &
Takke ana coznaHus wmojenu DPM. Oskupanoce, 4TO BapualliM B 3THX H3MEPEHHUSX
THIPATUPOBAHHON cpeabl OynyT Ooublie, ueM B u3MepeHusx mo DPM (koTopble HAXOIWIUCH B
npeaenax KOJINYeCTBEHHOTO TUAIa30Ha).

beutn monyuensr ganHbie UCII-MC B oTHOmeHun kommnoHeHTOoB DPM u mpemapara
DARZALEX® (naparymyma6) GOF % u G1F % 1o IBEHaALaTH MPOH3BOACTBEHHBIM TAPTHSIM.
B Tadauue 1 nokasan npoueHt GOF, G1F, o0mas KOHIeHTpauus Mapraiia 1 KOHLIEHTPALUH B
OCHOBHBIX M TNHUTATENbHBIX CpeJax B pa3jMYHbIX MapTusax. JlaHHble MOKas3anau, dYTO
KOHIeHTpauss Mn okono 6,6 4/MJIpA W HIDKE NPUBOAWIA K COOTBETCTBUIO MPOGUIIS
riukosmiupoBanms npenapata DARZALEX® (naparymyma6) crnemmbunkaun. Koppemsius
Mexay koHueHtpauueii Mn B DPM u mnpouentHsiM comepxaHueM GOF M npoLeHTHBIM
conepxannem G1F B mpenapare DARZALEX" (mapaTymyma6) B pasiHuHBIX aHATH3HPYEMbIX

naptusx nokaszana Ha @UI'. 1 u OUI'. 2 cooTBeTcTBEHHO. Pe3ynbTaThl NOKa3anu KOPPEIIALUIO
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R2=O,9O4 51 R220,939, coorBeTcTBeHHO. Ilaptun, nokaszanneie Ha PHUI. 1 u PUI. 2, He
00s13aTeNIbHO TaKue XKe, KaK Te, KOTOpbIe MOKa3aHbl B Tadauue 1.

Ha ®HUI'. 3 nokazana pacuetrHas koHUeHTpauuss Mn B DPM wu DARZALEX®
(maparymymad) GOF % B maptusix OOS, OOT u naprusx, npomenmux ucneiranue. Ha ®UT'. 4
nokasaHa pacueTHas KoHuUeHTpauus Mn DPM u DARZALEX" (mapatrymymad) G1F% B

naptusix OOS, OOT u napTusix, NpoLIeNIINX UCIIBITAHUE.

Tabaunua 1.
Konuentpauu | KoHuentpauu
OOmas
s Mn B s Mn B
GOF | GIF KOHLIEHTpaLH CBonHble
ITapTus OCHOBHOM MUTATEIbHON
(%) | (%) s Mn pe3yJbTaThl
cpene cpene
(a/™mMnpn)
(a/mapn) (a/mMapn)
16C0922 | 63 29 7,7 23,8 9 00S
16C0918 | 64 28 7.9 25,1 9,3 00S
O0T
16C0927 65 27 7.2 22.8 8.4 (cooTBeTCTBYET
ciennpUKaIum)
Tect npolinen
16C0913 | 66 26 6.2 18,9 7,2
(CPV OOT)
Tect npolinen
16C0942 | 67 26 5.8 11,5 6.4
(CPV OOT)
16C0943 | 67 25 5.9 13,4 6,6 Tect npoiinen
16C0917 | 68 22 4,4 12,5 5.1 Tect npoiinen
16C0928 | 71 22 3,7 25,7 5.1 Tect npoiinex
L17C0901 | 71 21 3.9 11,5 4,5 Tect npoiinex
L17C0902 | 71 21 3.9 11,5 4,5 Tect npoiinex
L17C0903 | 72 20 3,8 11,3 4.4 Tect npotineH
L17C0904 | 73 20 3,8 11,3 4.4 Tect nporineH
3101737 70 23 5 54 5,3 Tect nporineH
3101738 | 70 23 5 5.4 5.3 Tect nmpotinen
3101739 | 70 23 5 8,2 5.5 Tect nmpotinen
3101741 69 23 5 10,4 5.8 Tect nmpotinen
3101742 | 69 24 5 10,4 5.6 Tect nmpotinen
3101743 70 22 5.1 10,4 5.7 Tect nmpolinen
3101744 | 70 22 5.1 10,4 5.7 Tect npoiinen
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3101745 ‘ 70 | 22 ‘ 52 10,5 5.8 Tect npoiinex

3HaueHus KOHIeHTpauuu Mn, BelYHCIeHHble HAa OcHOBE u3Mepenuii B DPM. OOS: we
cootBercrByeT cnenudukanun, OOT: He cooTBeTCTBYIOT NpenbaymuM qaHHbiM; CPV:

HenpepbIBHAs Bepupukanus mporecca.

Ha ®UTI'. S nokazan % GI1F B npou3BOACTBEHHBIX NAapTHX IpenapaTa DARZALEX"
(maparymymal) c TedeHHEM BpPEMEHH, NPH 5TOM B KaKAOH HAapTUM K KOHLIEHTpauuu Mn
n00aBJISUTM KOHLIEHTPALIMIO B OCHOBHOW Cpele WM B MHUTATENbHON cpene Ha ocHOBaHMM 3THX
JAHHBIX 0Ka3aJI0Ch, YTO Korna odmas 1oyt Mn npeBbinana ~ 8,5 4/mipa (BTopudHas ock y), %
GIF cocransin 3Hauernre OOT/O0S (> 26% - nepuunas ock y). Korga obmiast nonst Mn Obiia
HIke ~ 6,5 u/mnpa, % GI1F Bcerna mpoxonui TeCT M COOTBETCTBOBAJ MPEIBIAYILINM TaHHBIM.
Konuenrpauust Mn ot okono 2 u/mipn no 8 4/Mipa MPUBOAMIIA K TOJIYYSHHIO Mpernapara
DARZALEX® (naparymyma6) ¢ conepskannem % GI1F ot okono 15% 1o 27%.

B xone ananusa ocHoBHOU npuyunbl nonyyeHus naptuii OOS/O0T Obina ycTaHOBIEHA
cTpaTerusi KOHTPOJIS MPOLECCa B OTHOIIEHHH MHUKPO3JIEMEHTOB-METAIJIOB, KOTOpAasi BKIIOYAa
NpeABAPUTENbHBIN CKPUHUHT KOMIIOHEHTOB CpeIbl HA COAEPIKaHUE MapraHia M MOCIeIyOIHit
KOHTPOJIb HW/MJM CMELIMBaHWE DPa3NUYHbIX cpen. CTpaTerusi KOHTPOJSI TpoLecca OKasajiach
yememHoil B ycrpanennn maptuii OOS/OOT mpenapata DARZALEX® (maparymyma6). Ha
®UI'. 6 nokazaHa oOmast koHUeHTpauuss Mn (4/mipna) [0, BO BpeMsi U MMOCJE MPOU3BOACTBA
naptun OOS/OO0OT. Konnenrpauuss Mn B naptusax OOT/OOS naxonmnachk B quana3oHe OKOJIO
9-10,5 u/mnpm, TOorma Kak B MapTHsX, MOJAy4deHHbIX 10 wiu mnocne naptuii OOT/O0S,
KOHIIEHTpaIusi Mn cocTasJisiia OKoJIo 5-8 u/mupa.

Cnoco0b1

KonnyecrBeHHOe onpesesieHHe COCTABA OJIUT0CAXAPHAOB

CocraB onurocaxapuioB B Tpernapare DARZALEX® (naparymymal) ompenessia ¢
UCIIOJIB30BAHUEM CTAHIAPTHBIX CIIOCOOOB.

Macc-cnekTpomeTpHs ¢ HHAYKTHBHO-cBsi3aHHO muiiazmoii (MCII-MC)

UCII-MC  wucnonp3oBajdyl il KOJWYECTBEHHOIO  OMpeleNeHHs KOHLEHTpaLuil
MHUKpPO3JIEMEHTA-MeTaJlIa YacTsAX Ha MWJLTHApA (4/MIIpH, MKI/JHUTP) B Cpele C ONpeaesieHHbIM
XUMHYECKUM COCTABOM, HCIIOJIb3YEMOH JUIS MOJIYYEHHs Pa3JIMYHbIX MApPTHH aHTHTEN B nByx
CJIOBAxX, CIOCOO COCTOSUT M3 MPOLENypPhl KHUCIOTHOTO PACIIEIUICHHS C LENbI0 PaCIIEeTUICHHS
OoraTeIx yrieBolaMy UCTOYHHKOB J0 JHOKCHAA YIIIEpOia U BOIBI TEepen BBEIEHHEM oOpasia B
npubop HUCII-MC, Ttakoii kak NexION® 350X ICP-MS (PerkinElmer). [Ins >xupkocTHOTO
XUMHYECKOTO  PACLICIUICHWs  WCIMOJBb30OBAJIM  PA3JMYHbIE  KUCJIOTBI M OKHUCJIHTENH.
[IpennouyturenpHbie KOMOWHAIMK BKIFOUaIH a30THYIO kuciaoty (HNOs), mepokcua Bomopona
(H20,) u xnopucrosonoponnyo kuciory (HCI).

JUIsl MCTIONB30BaHMS MPU OIPENeNIeHNH KOHIIEHTpaLUUi MeTalia B Cpefe € 3aJaHHBIM
XUMHYECKIM COCTaBOM ObUI CIEIHAIBbHO pa3padoTaH Crocod pacIueruieHus, KOTOPbIH MOXHO
OBUIO amanTHpPOBaTh K 0Opas3laM CyxOW IMOPOIIKOBOW Cpeabl WM ruapatupoBaHHbIX cpen (1 r

oOpaszua=1 mu oOpasia ruapaTHPOBAHHON Cpelibl).
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Crnocob pacuierieHus

e ~ | r oOpasuoB cyxoii cpeasl (£ 0,5 r, maccy perucrpuposanu a0 0,001 r) wnu~ 1 ma
obpa3uoB pacteopa (£ 0.5 mu, maccy peructpuposanu o 0,001 r) gobapysim B cocya IJist
paciierieHus (B JaHHBIIT MOMEHT Takke JOOABISIOT IPUMEHUMbIE MEUEHBIE PACTBOPBI).

e K obpasuam nobGasmsimu 5,0 ma 50% 00./06. HNO;3 (a30THOM KHCHOTBI) U 2,5 M
KoHUeHTpupoBaHHo H»O, u 3aTemM cocynbl Ui paclieryieHus HEMEIJIEHHO HaKpbIBAJIU
HOJIUIIPONIMICEHOBBIMU TIPO3PAYHBIMKM CTaKaHYMKAMH - MemieHHO nobasismn HrO,, 4ToOBbI
u30ekaTh BbIxoaa Oypiisiiero oOpasia HapyxKy.

¢ OOpasubl HarpeBanu B Tedenne 30 munyt npu 95 °C (£ 5 °C).

e OOpa3ipbl CHUMAJIM C HArpeBaroIel TOBEPXHOCTH M AaBaJIH OCTHITh.

o JloGaBmsuun 2,5 mi1 koHHeHTpupoBanHo HNO; u HarpeBanu oOpasubl B TedeHue 30
muHyT Tipu 95 °C (= 5 °C). Ecnu oOpa3oBbIBaINCh KOPUYHEBbIE Napbl, YTO YKa3bIBAECT HA
npornecc okucieHus odpasua HNO;, craamro NMOBTOpSIM CHOBA M CHOBA A0 TEX IOp, IMOKA
KOPUYHEBbIC Tapbl HE MEPECTaBalM BBHIAENATHCS U3 oOpasma. OTCyTCTBHE KOPUYHEBBIX MapOB
yKa3biBaeT Ha nosHoe okuciaeHue HNOs.

e OOpa3upl CHUMAJIN C HArpeBaroIell TOBEPXHOCTH U AABAIH OCTHITh.

e JloGaBmsumu 2,5 mn koHuentpuposanHoii HNOs u 5 mn xonuentpuposannoit HCl u
Harpesaiu odpasubl B TedeHue 2 yacos npu 95 °C (£ 5 °C).

e OOpa3upl CHUMAJIN C HArpeBaroIell TOBEPXHOCTH U AABAJIH OCTHITh.

e OO0mmii 00peM oOpasios goBoamwau 1o SO mu penonmsuposanHod Bonmoit (DIW), u
MOCJIE 3TOT0 00pa3Ilbl OBLIM FOTOBBI K aHAJTH3Y.

Becy narpeB mpu 95 °C (£ 5 °C) BemonHsM ¢ OOpaTHBIM XOJOAWIBHUKOM 0e3
KUISTYEHUS, 3aKpbiBass OOpasubl IOJUIPONMICHOBBIMH INPO3PAYHBIMU  CTAKAHYMKAMH B
NpeABAPUTENILHO HArpeTol cucteMe pasioxenus npod (Hanpumep, Hotblock®). ®nakons! st
pacmeruiennss 3amauuBanu B 5% / 5% 00./06. HNO3/HCl B Teuenme HOuM u mepen
UCTIONBb30BaHUEM TPIokAbl npombiBain DIW. TlonunponusieHoBble NpO3padyHble CTAKAHYHKH
nepe]; UCIoyib30oBaHueM 3amauuBaiid B 5% / 5% 00./06. HNOs/HCl B TeyeHune HOYM U Tiepen
UCTIONIB30BAaHUEM TPWXbl mpombiBain DIW. TlnacTukoBble HAKOHEUHWKU JJIsl JO3HPOBAHUS
nepes UCMOJb30BAHUEM TPHIKIIBI TPOMBIBAIH peareHToM. O0pasibl aHATU3HPOBAIH C MIOMOIIBIO
HUCII-MC B Teuenue 2 Henenb mnocie pacierieHns. CrocoObl Takke MOYKHO aaNnTHPOBaTh K
aBTOMATH3MPOBAHHBIM IMPOLIECCAM, HAMpPUMEpP, C MPUMEHEHHEM CHUCTEMbl aBTOMATHYECKOIO
paciierieHnss U BblIeNieHus: nponaykra peakiuu Vulcan Automated Digestion and Work-Up
System (Questron Technologies Corp.).

Hcnonp30BaHHbIE peareHTbl M CTaHAApTHI JAeuoHM3HpoBaHHas Boma (DIW), He
conepxaimmasi Metauios, > 18,0 MOwm; MeueHble CTaHAAPTHI MHUKPO3JIEMEHTOB-METAJIOB W3
UCTOYHUKOB, periiaMeHTUpyeMbIx HallmoHaJ bHBIM HHCTUTYTOM CTaHAAPTOB W TEXHOJOTHIM
(NIST), xonuenrpupoBanHbiii HNOs3, cTeneHb YHMCTOTBI XUMHUYECKOTO PEAaKTHBA HJIH BBILIE,
MPOTECTUPOBAHHBbIN Ha conepskanue MetayioB, 50%-nHbni pactBop HNO3-500 mn DIW u
menineHHo pobasneHHsle 500 ma HNO;3, pacTBop MOXHO XpaHUTh B TeueHHE O MeECSIEB;

KOHUOCHTPUPOBaAHHAA HCI, CTCIICHDb YUCTOTHI XUMHUYCCKOI'O p€aKkTHBa U BBIIIIC,



126

MPOTECTHPOBAHHASI HA COAEpPKaHUE METAIIOB; KOHIeHTpupoBaHHYO (30% 00./00.) H20a, BCHO

DIW, HNO; u HCL TecTupyroT peryssipHO, 4TOObI yOEIUTHCS B OTCYTCTBHH 3arPsS3HEHUSI.
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D®OPMYJIA U3OBPETEHUS

1. Cnocob mpoxykmuu antutena k CD38, skcmpeccupyeMoro W3 MOJMHYKJIEOTH/A,
Kozpupyrolero BapuadensHyro odmacts Tspkenon nenu (VH) ¢ SEQ ID NO: 7 u BapuabenbHyro
obnacte nerkoit nenu (VL) ¢ SEQ ID NO: 8, ¢ comepxanunem onurocaxapuna G1F ot oxono
15% no oxono 27%, BKIIOYAIOIIUN 3Talbl, HA KOTOPBIX:

a) TPOUCXOMUT MPUTOTOBJICHUE KYJIbTYPAJIbHON Cpelbl, colepskalieii okojio 8,5 yacrei
Ha MuuuHapa (4/mipn) wim MeHee Maprania (Mn); u

b) npousBOAUTCS KOHTPOIb conepskanus onurocaxapuna G1F B anturesne k CD38 myrem
KyJIbTUBUPOBAHMSI KJIETKU-XO031HA, COAeprKaliel noaunykneorus, kogupyromuit VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJbTypaJbHOH Cpele, NMPUrOTOBJIEHHON Ha 3Tarme a),
MOCPEACTBOM Yero npoayuupyercst antureno k CD38, skcnpeccupyemoe 13 MOMMHYKIEOTUAA,
koaupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, c coagepxanuem onurocaxapuaa
GTIF ot okono 15% no okono 27%.

2. Cnocob mo 1. 1, rae copepskanue onurocaxapuna G1F B anturene k CD38 cocraisier
ot okouo 15% no okono 25%.

3. Cnoco0 o 1. 1, rne conepskanue onurocaxapuna G1F B anturene k CD38 cocrasnser
ot okouo 21% no okono 25%.

4. Cnocob mo mobdomy u3 mm. 1-3, roe comepskanue onurocaxapunaa GOF B anTutene k
CD38 cocransieT oT 0ko01o 65% 110 okoso 74%.

5. Cnocob mo modomy u3 mm. 1-3, roe cogepskanue onurocaxapuna GOF B anturene x
CD38 cocrasnsier ot okoio 68% no 74%.

6. Crioco0 no mobomy u3 nn. 1-5, rae mpuroToBieHUE KyJNbTYpPalIbHON CpPeabl COCTOUT
U3 5TAloOB, Ha KOTOPBIX BBINOJHSETCS M3MEPEeHHe KOHLEeHTpauud Mn B oxHOW wim Ooiee
NApTUSX CHIPHEBBIX KOMIIOHEHTOB, MCIIONIb3YEMBbIX AJISI IIPUTOTOBJIEHUS KYJbTYPAaJbHON Cpenbl,
U BBIOOp OmHONW win Ooyiee MapTHH CHIPbEBBIX KOMIIOHEHTOB, KOTOPble B COBOKYIHOCTH
cozepKat okoJjo 8,5 u/mupa wiu Mmenee Mn.

7. Cnocob mo m. 6, rae KyJbTypalibHYI Cpeny FOTOBSIT Tak, YTOOBI OHA Coaeprkajia OT
okoo 4,0 4/mnpa no okoso 8,5 u/mipa Mn.

8. Crocod mo m. 7, rae KyJbTypalbHYIO CPEAy TOTOBAT TakK, 4TOOBI OHA COAEpIKaja OT
okoo 4,0 u/mnpa no okoso 6,5 9/mipa Mn.

9. Cnocob mo m. 8, rae KyJIbTYPaJbHYIO CPEAy TOTOBSAT Tak, YTOOBI OHA COmepikaia OT
okoJio 5,0 u/mnpx 1o okouo 6,5 u/mupa Mn.

10. Crniocob no robomy us3 . 1-9, raoe conepskanue onurocaxapuna G1F B anTuTeNE K
CD38 cocrasnsier ot okoso 15% no okxono 27%, conepxkanue onurocaxapuna GOF B antutene k
CD38 cocraBmsier ot okoio 65% 1o okono 74%, a KyJbTypalbHYIO CPEAy TOTOBAT TaK, YTOOBI
OHa conepskaia oT okojio 4,0 u/mnpa 1o okoio 8,5 u/mipa Mn.

11. Cnocob no mrobomy u3 . 1-9, rae conepskanue onurocaxapuna G1F B anTturene
CD38 cocrasnsieT ot okono 15% no oxono 25%, conepxxanue onurocaxapuna GOF B antutene k
CD38 cocrasmsier ot okoio 68% 10 okono 74%, a KyJbTypalbHYIO CPey T'OTOBAT TaK, YTOOBI

OHa cozep:kaia ot okojo 4,0 u/mnpn 1o okono 6,5 u/mapa Mn.
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12. Crnocob no robomy u3 . 1-9, rae conepskanue onurocaxapuna G1F B anturene
CD38 coctasnsier ot okono 21% no oxono 25%, conepxxanue onurocaxapuna GOF B antutene k
CD38 cocraBmsier ot okoio 68% 10 okoao 74%, a KylbTypalbHYIO CPeNy TOTOBAT TaK, YTOOBI
OHa cozepskajia OT okoJjio 5,0 u/mupa 10 okoJio 6,5 u/mipa Mn.

13. Cnocob mo mobomy u3 mn. 1-12, roe KynbTypaibHas cpena NpeacTaBisieT coOoi
OCHOBHYIO Cpe/ly WJIH ITUTATEJIbHYIO Cpeny.

14. Cnoco6 mo mobomy m3 mm. 1-13, rme KyJbTHMBHPOBAHHE BKJIFOYAET MPHUMEHEHHE
MOJTHUTHIBAEMON KYJIBTYPbI WK Nep(y3HOHHON KYJIBTYPBI.

15. Cnocob mo mobGomy u3 mm. 1-14, rme KieTKa-XO3sIMH TPEACTABISIET COOOM
SYKAPUOTUYECKYIO KJIETKY.

16. Cnocob mo n. 16, rae sykapuoTndeckas KjieTka npencrasisier coboit kiaerky CHO,
knerky PER.C6, knerky NSO, knerky Sp2/0 wnu kiaerky BHK.

17. Cnocob mo . 16, roe knerka CHO mnpencrasisier cobori kinerky CHO-K 1, knetky
CHO-DG44, xnetky CHO-S unu knerky CHO-DXB11.

18. Criocob mo 1. 17, e knerka CHO nedexrtHa mo rmyrtamuncunTerase (GS).

19. Crioco6 mo mobomy u3 mm. 1-18, rae cnocod peannsyroT B YCIOBHUSIX, OTBEYAOLIHX
GMP.

20. Crocob no mrobomy u3 . 1-19, rae antureso k CD38 comepxut VH ¢ SEQ ID NO:
7u VL ¢ SEQ ID NO: 9.

21. Crocob o modomy u3 mi. 1-20, rae anrureno k CD38 copepxur uzorun IgGl.

22. Cnocob mo mrobomy u3 mm. 1-21, roe antuteno k CD38 comep:kKuT TsDKEIyIO Hernb
(HC) ¢ SEQ ID NO: 9 u nerkyto uemns (LC) ¢ SEQ ID NO: 10.

23. Cnoco6 mo mobomy u3 mmn. 1-22, rme antuteno k CD38 mpencrasuser coboii
Ouoananor.

24. Cnoco6 mpoaykuuu antutena k CD38, skcmpeccupyemMoro 3 MOJMHYKJIEOTHA,
kogupyromero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, ¢ congepxanuem ogurocaxapuaa
GT1F ot okono 15% no okono 27%, BKIIOYAIOINNN 3Talbl, HA KOTOPBIX:

a) MPOUCXOANT KYJIbTUBUPOBAHHE KIIETKU-XO35MHA, SKCIPECCUPYIOIIEH MOJIMHYKIEOTH],
komupyromuit VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID NO: 8, B yc/oBUsIX MPOAYKIIMH aHTUTENA K
CD38; u

b) mpousBOAUTCS KOHTPOJb conepskaHusi ojurocaxapuna GI1F B antutrene xk CD38
NOCPEINCTBOM KOHTPOJSI KOHIEHTpaUMd Mn B KyJbTypaJbHOH cpene BO BpeMsi OMOCHHTE3a
antutena k CD38 u perynupoBaHusi KOHLUEHTpaluu Mn B KyJbTypaJIbHOW Cpele BO BpeMs
ouocunTe3a antutena k CD38 Tak, yToObl OHa cocTaBisiia OKOJO 8,5 u/Mypa wim Menee Mn,
MOCPENCTBOM 4ero nponyuupyercs anrureno k CD38 ¢ comepxanuem onurocaxapuna G1F ot
oxono 15% no oxono 27%.

25. Cnocob mo m. 24, rne conmepxkanue omnurocaxapuna GIF B anturene x CD38
cocTtasisieT oT okojo 15% no oxono 25%.

26. Cnoco6 mo m. 25, rne conepkanue onurocaxapuna GIF B anturene x CD38

cocTaBisieT OT 0K0JI0 21% mo okoio 25%.
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27. Cnocob mo m. 24, rme coxepxkanue onmrocaxapuna GOF B antutene xk CD38
COCTaBJISIET OT OKOJI0 65% 10 okxono 74%.

28. Cnocob mo m. 25, rne conepxkanue onurocaxapuna GOF B anturene x CD38
COCTaBJISIET OT 0K0JI0 68% 110 74%.

29. Cnocob mo m. 24, rae KOHLEHTpauuio Mn B KyJbTypaJbHOH Cpele peryjmpyroT
TakuM 00paszom, 4ToObI OHA coaepskaa OT okoo 4,0 4/mapa 1o okoo 8,5 u/mupa Mn.

30. Cnocob mo m. 29, rae KOHIEHTpauuo Mn B KyJIbTYpajJbHOH Cpene peryaupyroT
TakuM 00pa3oM, 4TOObI OHa coaeprkana ot okouo 4,0 4/Mipa 10 0KoJo 6,5 u/Miapa Mn.

31. Cnocob mo m. 30, roe KOHUEHTpauu Mn B KyJNbTypajbHOU CpEle pPeryJupyroT
TakuM 00pa3oM, 4TOOBbI OHA coaepkana oT okouso 5,0 u/mipa. mo okoo 6,5 u/miapa Mn.

32. Cnocob mo mrobomy u3 . 24-30, roe conepxkanue onurocaxapuna G1F B anTuTene
k CD38 cocrasnsier ot okosio 15% no okono 27%, conepxanue onurocaxapuna GOF B anTurene
k CD38 cocraensier o okono 65% 1o okono 74%, a KOHIEHTpauuro Mn B KyJbTypajabHOU
Cpelie PeryJIMPYT TaKUM 00pa3oM, 4ToObl OHA COCTaBjsuia oT okoJjio 4,0 u/Mipa 1o okoo 8,5
9/MITPA.

33. Cnocob mo mrobomy u3 mm. 24-30, roe conepxkanue onurocaxapuna G1F B anTuTene
k CD38 cocrasnsier ot okoiio 15% 1o oxoino 25%, conepxanue onurocaxapuaa GOF B anTurene
k CD38 cocrasnsier oT okono 68% 10 okono 74%, a KOHIEHTpauur0 Mn B KyJbTypajabHOU
cpene peryJupyrT TaKiuM 00pa3oM, 4TOObI OHA COCTaBsiIa OT OKoJo 4,0 w/mMupn 10 okoio 6,5
9/MITPA.

34. Cnocob mo mobomy u3 mm. 24-30, rae conepxkanue onurocaxapuna G1F B anturene
k CD38 cocrasnsier ot okoio 21% 1o oxoso 25%, conepxanue onurocaxapuna GOF B anturene
k CD38 cocraBusier ot okosio 68% mo okoso 74%, a kOHHEeHTpauuo Mn B KyJIbTYpaJbHOM
cpee peryJHupyrT TaKuM 00pa3oM, 4ToObl OHa COCTaBIIsIA OT OKOJIO 5,0 u/Mipa A0 okoJso 6,5
9/MITPI.

35. Cnocob mo nmrobomy u3 . 24-34, roe KyJbTypasibHas cpeia MpeacTaBisieT coOou
OCHOBHYIO CpEIly WJIU MUTATEIbHYIO CPENy.

36. Cnocob mo mobomy u3 mm. 24-35, rae KyJIbTUBHPOBAHHE BKIIFOYAET MPUMEHEHUE
NOJTHUTHIBAEMOH KYJIBTYPbI WIH Nep(y3UOHHON KYJIbTYPHI.

37. Cnocod6 mo mobomy u3 mm. 24-36, rae KIETKa-XO3sMH NPEICTaBJIsIeT CcOoOOM
SYKAPUOTUYECKYIO KJIETKY.

38. Cnocob mo n. 37, rae sykapuoTHdeckas kijerka npencrasisier codoit kinerky CHO,
knetky PER.C6, knerky NSO, knerky Sp2/0 wnu xnerky BHK.

39. Cnocob mo . 38, rae kinerka CHO npencrasnser coboit knerky CHO-K1, knerky
CHO-DG44, xnetky CHO-S unu knerky CHO-DXB11.

40. Crocob mo 1. 39, rne knerka CHO nedexrna mo GS.

41. Cnocob mo mrodomy u3 mim. 24-40, rae cnocod pearu3yioT B YCIOBHSIX, OTBEHAIOIINX
GMP.

42. Cnocob mo mobomy u3 mm. 24-41, roe antureno k CD38 conepxxutr VH ¢ SEQ ID
NO: 7u VL ¢ SEQ ID NO: 9.
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43. Cnocob o mobomy u3 . 24-42, rae anrureno k CD38 conepxur nzorumn IgG1.

44. Cniocob mo modomy u3 mm. 24-43, roe antureno k CD38 comepxxur HC ¢ SEQ ID
NO: 9 u LC ¢ SEQ ID NO: 10.

45. Cnocob mo mobomy u3 mm. 24-44, roe antureno k CD38 mpencrasnsier coboii
OunoaHaor.

46. Crniocod mosy4eHus: JIEKapCTBEHHOrO Mpernapara, conepskaiiero antuteno k CD38,
SKCIpecCUpOBaHHOE U3 nojuHykiIeotuaa, koaupyroimero VH ¢ SEQ ID NO: 7 u VL ¢ SEQ ID
NO: 8, ¢ comepxxanuem onurocaxapuna GIF ot okono 15% no oxono 27%, BKIFOYArOIIUN
STallbl, HAa KOTOPbIX:

a) MPOMCXOIUT MPHUTOTOBJIEHHE KYJbTYPAIbHON Cpeabl, conepskamei okoio 8,5 u/mipn
WU MeHee Mn;

b) mpousBoOaUTCS KOHTPOIb conepkanus onurocaxapuna G1F B anturene k CD38 myrem
KYJIbTUBUPOBAHMsI KJIETKU-XO0351HA, COAepsKallel noaunykiaeotus, kogupyromuii VH ¢ SEQ ID
NO: 7 u VL ¢ SEQ ID NO: 8, B KyJbTypaJIbHOH Cpefie, MPUTOTOBJIEHHON Ha 3Tame a),
MOCPENCTBOM 4ero mponyuupyercs antureno k CD38 ¢ comepxanuem onurocaxapuna G1F ot
okoJio 15% no okomno 27%; u

¢) cocrasisieTcst komno3unus anturena k CD38 B kauecTBe JeKapCTBEHHOTO Mperapara.

47. Cnocob mo mn. 46, rme coxepxkanue onmrocaxapuga GIF B anturene xk CD38
cocTtasisieT oT okojo 15% no oxono 25%.

48. Cnocob mo mn. 47, rne conmepxkanue onurocaxapuna GIF B anturene x CD38
cocTaBJisieT OT 0koJo 21% 1o okxono 25%.

49. Cnocob no modomy u3 mm. 46-49, rae conepkanue onurocaxapuna GOF B anturene
k CD38 cocrasnsiet ot okoso 65% no okono 74%.

50. Cnoco6 mo mobomy u3 mim. 46-49, rae conepxanue onurocaxapuna GOF B antutene
k CD38 cocrasnsier ot okono 68% no 74%.

51. Cnocob mo n. 46, rae NpUroTOBICHHE KYJIbTYPATbHOM CPelbl COCTOUT U3 STANOB, HA
KOTOPBIX BBIIIOJHACTCA U3MEPCHUE KOHUCHTpaUHUN Mn B OI[HOfI i 60.]16‘6‘ MapTUsax CbIPbEBBIX
KOMITOHEHTOB, UCIIOJb3YyEMbIX IJIA MPUTOTOBJICHUA Kyanypaanof/'I cpeabl, U BbI60p OI[HOﬁ NN
Oosee mapTUil CHIPBEBBIX KOMIIOHEHTOB, KOTOPbIE B COBOKYITHOCTH COAEPIKAT OKOJIO 8,5 u/Mipa
unu Mesee Mn.

52. Cnoco0 mo m. 51, rae KyJabTypaibHYIO CPEAy TOTOBST TaK, YTOOBI OHA COEpIKaia OT
okoo 4,0 u/mnpa no okoso 8,5 u/mupa Mn.

53. Cnocob mo 1. 52, rae KyJbTypajdbHYIO CPEAy T'OTOBST TaK, 4TOOBI OHA COAEpIKaia OT
okoo 4,0 u/mnpa no okoso 6,5 u/mupa Mn.

54. Cnoco0 mo m. 53, rae KyJbTypaibHYIO CPEAy TOTOBST TaK, YTOOBI OHA COIEpIKana OT
okoJio 5,0 9/mnpx 1o okouo 6,5 u/mipa Mn.

55. Cnocob mo mrobomy u3 . 46-54, roe coneprxkanue onurocaxapuna G1F B anTuTene
k CD38 cocrasnsier ot okoisio 15% 1o okoiso 27%, conepxanue onurocaxapuaa GOF B anTutene
k CD38 cocrasisier ot okoso 65% 10 okoso 74%, a KyJIbTypaJIbHYIO Cpeay rOTOBAT TaK, YTOOBI

OHa cozep:kaina ot okojo 4,0 u/mnpn 1o okono 8,5 u/mapa Mn.
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56. Cnocob mo mrobomy u3 mm. 46-54, rne coneprxkanue onurocaxapuna G1F B anTuTene
k CD38 cocrasnsier ot okoiso 15% no okono 25%, conepsxkanue onurocaxapuna GOF B anTurene
k CD38 cocrasnsier ot okono 68% 10 okosno 74%, a KyJbTypajbHYIO CPEAy FOTOBAT TaK, YTOOBI
OHa cozepskajia oT okoJjo 4,0 u/mipa 10 okoJio 6,5 u/mipa Mn.

57. Cnocob mo mobdomy u3 mim. 46-54, roe conepxanue onurocaxapuna G1F B anturene
k CD38 cocrasmsier ot okojo 21% 1o okono 25%, conepskanue onurocaxapuna GOF B anturene
k CD38 cocrasnsier oT 0koio 68% 10 0koio 74%, a KyJIbTypajbHYIO CpeNy FOTOBAT TaK, YTOOBI
OHa coneprkajia OT 0koJji0 5,0 4/MIpa 10 0KoJIo 6,5 4/mMipa Mn.

58. Cnocob mo nmrobomy u3 mn. 46-57, roe KyJabTypasibHas cpeia MpeacTaBisieT coOou
OCHOBHYIO CpeNly HJIH IMUTATEIbHYIO CPeny.

59. Cnocob mo mobomy u3 mm. 46-58, rae KyJIbTUBHPOBAHHE BKIIFOYAET NMPUMEHEHHE
MOJMUTHIBAEMOU KYJIBTYPbI WK Nep(y3HOHHOM KYJIbTYPHI.

60. Cnocod mo mobomy u3 mm. 46-59, rae KIeTKa-XO3siMH NPEACTaBJIsIeT CcoOOM
5YKaPUOTHYECKYIO KIIETKY.

61. Crocob mo . 60, rae sykapuoTH4eckasi Kjaerka npezacrasisier codoit kierky CHO,
kietky PER.C6, knerky NSO, knerky Sp2/0 wnu kierky BHK.

62. Cnocob mo . 61, rae xkierka CHO npencrasnser coboii knerky CHO-K1, knerky
CHO-DG44, xnetky CHO-S unu knerky CHO-DXB11.

63. Criocob o . 62, rae kinerka CHO nedexrtHa o rimyramuHcuaTerase (GS).

64. Crioco0 o mobomy u3 mm. 46-63, rae cnocod peanusyroT B YCIOBUSAX, OTBEYAOLINX
GMP.

65. Croco6 no mrobomy u3 . 46-64, rae antureno k CD38 coxepxxutr VH ¢ SEQ ID
NO: 7u VL ¢ SEQ ID NO: 9.

66. Criocob mo mobdomy u3 m. 46-65, rae BeigeneHHoe antuteno k CD38 npexncrassier
coboit nzotun IgGl.

67. Criocob no nmrobomy u3 m. 46-66, rae antureno k CD38 comepxxur HC ¢ SEQ ID
NO: 9u LC ¢ SEQ ID NO: 10.

68. Crocod mo mobomy u3 mm. 46-67, roe antuteno k CD38 mpencrasnser coboi
OuoaHaor.

69. Cnocod mo mobomy u3 mm. 46-68, rme COoCTaBjeHHEe KOMIIO3HWIIMH B KadecTBe
JIEKapPCTBEHHOT'O Mpernapara BKIFO4YaeT B ceds cocraBiieHue kommosuiuu aHtutena k CD38 B
KOHLEHTpauuu oT okoyio 20 mr/miu no okono 180 Mr/mi ¢ pekoMOWHAHTHOH YeIOBEUECKOM
ruanyponngaszoil (rHUPH20) B komudectBe ot okono 30 000 Ex mo okomo 45 000 En,
TUCTUAWHOM B KOHIIEHTPALMU OT OKOJIO 5 MM 10 0k0j10 15 MM, copOUTOM B KOHIIEHTPAIMH OT
okosio 100 MM nmo okoso 300 MM, PS-20 B koHuenTpamuu ot okojo 0,01% macc./06. 1o okoo
0,04% macc./06. 1 METHOHMHOM B KOHLIEHTPALMH OT MPUMEPHO 1 MI/MJI O PUMEPHO 2 MI/MII
npu pH npumepno 5,6.

70. Crnocob mo mobomy u3 mm. 46-69, rae cocTaBjeHHe KOMIIO3ULHUH JIEKAPCTBEHHOTO
npenapara BKJIIOYAET COCTaBjeHue komno3uuuu anrurena kK CD38 B koHueHtpauuu okono 120

MI/MJI B peKOMOHMHAHTHOW dYenoBeueckod ruanyponuaase (rHuPH20) xonmenrtparmeit okoso
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2000 Ep/mn, ructuamHe B KOHLEHTpPAUMU OT OKoJo 5 MM nmo okomo 15 MM, copbure B
KOHLIeHTpauuu ot okojio 100 MM 1o okoso 300 MM, PS-20 B konnentpauuu ot okosio 0,01%
macc./06. no okoso 0,04% macc./00. 1 MeTHOHMHE B KOHLIEHTPAIIMH OT OKOJIO 1 MI/MJI 1O OKOJIO
2 mr/mn, nipu pH okono 5,6.

71. Cnocob mo mobomy u3 mm. 46-68, rae CoCTaBlieHHe KOMITO3ULIMU JIEKAPCTBEHHOTO
npernapara BKJIIOYAeT COCTaBlieHHe koMmno3uiuu anturenaa k CD38 B koHuentpauuu 20 mMr/mi B
YKCYCHOU KHCJIOT€ B KOHLIEHTPALIUU OKOJIO 25 MM, XJIOpuAe HaTpusl B KOHLEHTPALMH OKOJo 60
MM, MaHHHUTE B KOHIEHTpauuu okojo 140 MM u monucopbare-20 (PS-20) B KOHLEHTpaLUU
okoo 0,04% wmacc./06.; mpu pH okono 5,5.

ITo noBepenHocTn
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