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1Y OTHETY

MUHHCTEPCTBO 3[JPABOOXPAHE

Perucrpanuonnoe yxocrosepenue Ne JIT1-003584
Hata perucrpanuu «25» anpens 2016 r.

A-p Peaau’c JlaGoparopuc Jita.,
8-2-337, Poax Ne 3, Bam:kapa Xuuuie, Xaiinepata, Tenanrana-500034, Ungus

(HaHMEHOBAHHE IOPHAMYECKOTO .uuua, Ha UMA KOTOPOro BhIAaHO pemcmaunonnoe YIOCTOBEpEHHE,

anpec)
HOPMATHBHAS JOKYMEHTAIHSI
(Homep)
Pexaurykc®

(ToproBoe HaUMEHOBAHHE JICKAPCTBEHHOTO NIpenapara)

Patyxkcuma6

(MeXIYHapOIHOE HEMAaTEHTOBAHHOE HIIM XHMHUECKOe HaHMEHOBAHHE)

KOHUEHTPAT /15l NPHIOTOBJIEHHs! PacTBOPa st mHy3mii, 10 Mr/v

(‘exapcrsenHas opma, J03MpOBKa)

ITPOMU3BOTUTE]IL
A-p Pepmn’c JlaGoparopuc JIta., Ungus
AO «P-®apm», Poccns

DACOBIIMK (TTEPBUYHASI YIIAKOBKA)
HA-p Pepnn’c JlaGopartopne JItx., Huaus
AO «P-®Dapm», Poccus

YIIAKOBIIHK (BTOPUYHASA (IIOTPEBUT EJIbCKAST) YITAKOBKA)
H-p Pepnn’c JlaGoparopuc JItx., Mupus
AO «P-®apm», Poccus

BBIITYCKAIOIMI KOHTPOJIb KAUECTBA
A-p Pepnn’c Jla6oparopuc Jita., Hupus
AO «P-®apm», Poccnst



COOTBETCTBYET SKCNEPTHOMY OTUETY

HJI or 04.05.2023 N2 8509 C.2 °
- (Bxopauwwmit M3 N24239638)
CHHEI A ® KA
Penmaryxc®,

KOHIEHTPAT VISl HPHIOTOBJICHHS pacTBopa Muist HH}Yy3mii, 10 Mr/mu
«/1-p Peann’c Jlabopatopuc Jita.», Muaus

Ioxasatens Meron Hopma

Onncanne ‘ BusyansHbiit IIpospaynas wimM crnerka onajiecuupyromas, |

OecuBeTHass WM  cJerka O KeJITOBaTas

HHUIIKOCTB.
Iopymanocts IMentuaHoe Xpomarorpaguueckuii npodunb
Putykcumat KapTHpPOBaHHE HCTBITYEMOTO pacteopa JOJDKEH

(OGpawento-pasosas |coOTBeTCTBOBaTE  NpPOdHIO  pacTBopa

B3IXX) cTaHgaptHoro ofpasua pHuTykcHMaba 110
‘ BpEMEHaM YIEpKMBaHHSA H OTHOCHTENLHOMH
HHTECHCHBHOCTH [HKOB NeNTHAHBIX
(parmenToB (XapakrepHsle nHMKH). Bpemena
yaepxuBanua nuxos HC23, LC5 u HCS Ha
XpOMaTorpaMMe  MCIBITYEMOIO  pacTBopa
JIOJDHKHBI OTJIHYAThCS oT BpEMEH
YACPXKUBaHHA COOTBETCTBYIOIIMX [HKOB Ha
XpOMAaTorpaMMe  pacTBOpa CTaHJapTHOrO
obpasnua putykcumaba He Gosee, ueM Ha 5 %,
PacCYHTaHHBIX 110 XpOMATOrpaMMe pacTBopa

CTaH/apTHOro obpasia puTyKcumata.

DKCKIIO3HOHHAA - Bpemsi yaep:uBaHHA OCHOBHOIO IHKa Ha

B3XX XpOMarorpaMMeé HCHOBITYEMOTO  pacTBOpa
JIOJDKHO COOTBETCTBOBATh BpEMEHH
YAePKUBAHUA OCHOBHOrO  NHKa  Ha
XpoMaTorpaMMe pacTBOpa CTaHAapTHOro

obpasna puTykcumaba.
IIpospaunocrs I'o P, Onanccucnuml pacTBopa He  JOJDKHA
BusyanbHblii IIPEBBIILIATD ONajiecUeHIMIO aTanona I11.
IIBeTHOCTH I'® P, . |PactBop noskeH ObiThb OKpalien He Gonee
BusyansHblii HHTEHCHBHO, YeM 3TaJIOH Y.
pH IO PO, Or 6,30 110 6,70.

[TorenumomeTpHUeCKuii




COOTBETCTBYET 3KCNEPT HOMY OTHETY

ot 04.05.2023 N= 85

5 C.3

¢unbTpaLMu

(Bxogguuai M3 Nog D3 !
IToka3zaTens Meron Hopma
Mexannueckue
BKJTIOYEHHS
Buanmble yacTHe! Eur. Ph., Busyaneusiii | BugumMere MeXaHHYecKHe BIJTIOYEHUS
OTCYTCTBYIOT.
HeBuaumeie USP, Cuetno- Yactuus! pazmepom > 10 MxM:
YaCTHIIbI (doromeTpHuecKHit He Gonee 6000 Ha dnaxon -
' YacTuusl pazmepom > 25 MKM:
He Gonee 600 na dnaxon
Mouaexyasipao- OKCKIIHO3HOHHAA BSJKX Monomep — He MeHee 92 %o;
MaccoBoe Cymma arperartoB — He Gonee 8 %.
pacnpejesienne
Yucrora Onexrpodopes B Ha oasnextpodoperpamme  mcnbiTyemoro
NONIHAKPHIAMHIHOM | pacTBOpa  JIBE  OCHOBHBIE  TIOJIOCHI,
rene ¢ Na-JIZIC B COOTBETCTBYIONIME MOJEKYJIAPHBIM MaccaM ‘
BOCCTaHapiMBalOWMX (25 k/la u 50 kfla, JOWKHBI HMETH
YCJIOBHAX NOABHIKHOCTB, CpaBHHMYIO c
COOTBETCTBYIOIMMH HonocamMu Ha
aneKTpooperpaMMe pacTBOpPa CTaH[apTHOrO
obpasua pHTYyKcHMala. CymmapHoe
conepﬁcauue OCHOBHBIX IIOJIOC  JIOJIKHO
COCTaBIATE He MeHee 95,0 %.
JlolmycKaeTcss HaJM4He JIONMOJHHTEJBHBIX
MHHODHBIX TI0JIOC, CYMMapHOE COZepIKaHHE
KOTOPBIX JOJIKHO COCTaBJIATE He Oonee 5,0 %.
OcMONAABHOCTD I'® PO, 342 — 382 mOcMonb/kr.
Kpuockomiueckuii
H3siexaemblii 06nem o po, He mMeHee HOMHHANIBHOTO.
I'paBuMeTpHYECKuii
Bakrepunanbinie IO PO, He 6onee 0,5 ED/Mr purykcumaba.
SHAOTOKCHHBI Tens-TpoMG TecT
‘ MM
XPOMOIeHHBIH
KHHETHYECKHMH TecT
CrepuiabHOCTh I'd PO, JomkeH ObITh CTePHIBHBIM.
Meroa memGpaHHOIA




COOTBETCTBYET 3KCMEPTHOMY OTYETY

HIO ot 04.05.2023 N2 8509 C.4
(Bxopauui M3 NE{73096850)

Hoxkazarenn Meron Hopma—
AHomajbHast I'o PO, JIoIKeH ObITE HETOKCHYHBIM.
TOKCHYHOCTD Buonornyeckuii
Cueunduyeckas KoMIUIeMeHT- 0,8 x10°—1,3 x IOSIEIUMI[.
AKTHBHOCTH 3aBUCHMBIi

LHTOTOKCHYECKHH TeCcT

Koanuecrsennoe | V- 9,0 — 11,0 mr/mu.
onpeneieHne crexTpodoToMeTpHs
puTykcumaba
KoanvecTBenHoe OG6pamenno-dpaszosas | 0,049 — 0,091 %.
onpejeJienue BOXX

noJncopbara 80

VnaxkoBka

ITo 10 mx wmm 50 mur npenapara Bo (haKOHBI M3 GECLIBETHOTO CTEKIa
knacca 1 (USP), ykynopenubie pesuHOBBIMH npoGkaMmm, oGKaTsle
QIIOMMHHEBBIMH KOJIIIAYKAMH C MPEAOXPAHHTEILHBIMH [IACTHKOBBIMH
KpbimeukamH. I1o 1 duiakony BMecTe ¢ HHCTpYKLHeil IO NIPHMEHEHHIO B
Mauky KaproHHyio. B ciayuae ymakoBku dupmoit «JI-p Pemmn’c
JlaGoparopuc JIta.» mauky KapTOHHYIO YIIaKOBBIBAIOT B IpO3paYyHBbIi
[IAKET U3 MONHITHICHA HU3KOM IUTOTHOCTH.

Ynakoka «in bulky: ITo 63 ¢nakona ¢ npenapatom (o 10 MJI) HJIH IO

30 ¢naxonos ¢ npenapatoM (no 50 M) noMemalT B KapTOHHYIO
KOpOOKY ¢ KAPTOHHBIMH  pEIIETKAMH. Kaprounsie  kopoGku
YIAKOBBIBAIOT B TIPO3pa4HBIE NAKeThl W3 MOJAMAITHICHA HH3KOM
TUIOTHOCTH H HIOMEIIAIOT B KAPTOHHBEIH KOpoG.

Kapronuele xopoba nomewm@anr B TpaHcmopTHyio YHAKOBKY ¢
XJIaZlo3IeMEHTaMH.

MapxupoBka

B coorBetrctBuu ¢ H]I,

Tpaucnopruposanne

ITpu Temneparype ot 2 0 8 °C.

He 3amopaxuBats.

Xpanenune

IIpu Temnepatype ot 2 z0 8 °C.

He 3aMopaxuBaTs.

Cpox roguocTu

|3 rona.




COOTBETCTBYET SKCMEPTHOMY OTYETY
HIT o1 04.05.2023 N=8509 C. 5
(Bxopawwmin M3 N=4239658)
HOPMATHUBHAS /i
Peanuryxc®,

KOHICHTPAT /15l NPUIOTOBJICHHSI pacTBopa aJist nHdYy3uii, 10 Mr/mu
«/1-p Pexan’c JlaGoparopuc JIta.», Wunus

Cocras npenapara na 1 mu:

HaumenoBanue Bemecrsa Koanyecrso, Mr HA*

JeiicTByI0Imee BemecTBO

Putyxcumab** 10,00 HJT pupmer
Benomoraresnabie BemecTBa |

Hatpus nutpara guruapar** 7,35 USP
Harpus xnopu 9,00 USP
ITomcopGar 80 ' 0,70 EP

Bona mis uasexumit ao 1 M USP

* - ccouku npusedens Ha Oeticmeyioujue usoanus Papmaxonei.

*¥ - npodyyupyemcs nunueil KNemox SUNHUKG KUMQIicKO20 XOMSKQ (Chinese
Hamster Ovary (CHO) cells).

*¥* - 6 xavecmee pH-xoppexmupyiowezo azenma UCRONbL3YemMCa  NUMOHHO
Kucaomel morozudpam. Konuvecmeo nampus yumpama ouzudpama mooicem Goine
CKODPEKMUPOBAHO 6 3A6UCUMOCHIU Om 000a6IAEMO20 KONUYeCmeda JUMOHHOL

KUCIOMbl MOHO2UOpama.



COOTBETCTBYET 3KCMEPTHOMY OT!
Hﬂ ot 04.05.2023 Ne 85

(Bxoaswmit M3 N24235538)

Heiicryromee BemecTso. Putykcnmat-(HHA pupms):

Purykcumab npescrapisger coGoii XMMeEpHEIC MOHOKIOHAIBHBIE AHTHTENA
MEIIIH/YCIIOBEKa, CNENUBUIHEIE K TpaHcMeMGpaHHOMY agtureny CD20.
IIpoxynmpyercs nunmel KIETOK AMYHUKA KuTalickoro xomsika (Chinese Hamster
Ovary (CHO) cells). Coxepxanue OCTATOYHOro GelKa M OCTATOYHOMN JHK
IpOJAyLEeHTa KOHiponnpyroTca ¢upmoit B cyGeranums. Pupma rapanTHpyeTr -

Ka4€CTBO II0 JaHHBIM I1OKa3aTeIgaM.

Crpyxrypnas dopmyaa

Jlerkas nens:
QIVLSQSPAILSASPGEKVTMTCRASSSVSYIHWFQQKPGSSPKPWIYATSN _

LASGVPVRFSGSGSGTSYSLTISRVEAEDAATYYCQQWTSNPPTFGGGTKL
EIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF YPREAKVQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVT
KSFNRGEC

Tsoxenas nemns:
QVQLQQPGAELVKPGASVKMSCKASGYTFTSYNMHWVKQTPGRGLEWI
- GAIYPGNGDTSYNQKFKGKATLTADKSSSTAYMQLSSLTSEDSAVYYCAR
STYYGGDWYFNVWGAGTTVTVSAASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGT
QTYICNVNHKPSNTK VDKKAEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
Y'NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE
PQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG
K

3MHHpH‘leCKaﬂ clmpmy.ua. C5415H9374N163301987S44

Mounexyaspaast macca. 145 J/{a



H o1 04.05.2023 N2 8509 C.7

(Bxogawmwit M3 N24239638)

COOTBETCTBYET 3KCMNEPTHOMY OTYETY

MeToAb! i HOpMBI

Ipameyanns

1. Cranpaprasiit o6pasen putyxcumatba (HJI dbupms) Pa3MOPaKHBAIOT TIPH
Temmneparype 2 — 8 °C.

2. 3aMOpOXXEHHBI!  CTaHAApTHSINH  06Gpaszen pUTyKcHMaba XpaHAT MpH
TeMneparype He Bsime muHyc 70 °C; mocne pasMOpaKHBaHHMS CTaHIAPTHEIN
oOpasew purykcumaba XpaHaT npu Temneparype 2 — 8 °C: 110 BCKPBITHS YHaKOBKH
IPOAOIDKATCIBHOCTE XPAHEHHs CM. CEPTU(HKAT aHaIW3a CTAHAAPTHOro obpasiia
putykcumata, ¥ mocie BCKpHITHA — 15 cyT.

3. O0beMBI NPHTOTOBJNEHHBIX PACTBOPOB MOTYT OBITH H3MEHEHEl II0
HEOOXONMMOCTH, [UIi 4YEro KOJHYEeCTBa UHTPEIHEHTOB  KOPPEKTHPYIOT
COOTBETCTBYIOILIUM 00pa3oM.

4. CBeXeNpHTOTORIICHHEIE PACTBOPKI CTAGHIIBHE! B TeueHue 24 4.

Onucanne. McnbITanue NpoBOAAT BU3YaTEHEIM METOIOM.

Hopwma. IIpospaunas HiIH ciierka onajeciupyiomas, GeciBeTHas WK ClIerka

HKEITOBaTasd XXUIAKOCTB.

HoanuHHOCTD

Merox 1. Hcnsrranme IPOBOJIAT METOJOM IENTHIHOIO KapTHPOBAHHSA
(oGpamenno-pazopas BIXX).

Hopma. Xpomarorpatuyeckuii npodmis ucmsiryemoro pacTBopa J10JDKEeH
COOTBETCTBOBaTh NPOQHMIIO PacTBOpa CTAHZAPTHOro o6paslia pHTYKCHMaba 1o
BpeMeHaM YACPXKHUBAHUSA M OTHOCHTEIBHOH WHTCHCHBHOCTH IHKOB IENTHIHBIX
¢parmenToB (xapakTeprble mixu). Bpemena yaepxusanus nukos HC23, LC5 u
HCS5 Ha xpomarorpamMme HCIBITYEMOTO pacTBOpa JOJLKHBI OTIHYATECS OT BPEMEH
YACPKUBAHHA ~ COOTBETCTBYION[MX IIMKOB Ha XpOMaTorpamme pacTBOpa
CTaHJJapTHOIO 06pa:;.ua puTykcumaba He Gonee, yeM Ha 5 %, PACCUMTAHHBIX 110
XpOMaTorpaMMme pacTBopa CTaHAapTHOTo obpa3La puTyKcuMaba.

Peaxmuewi:

Tpuncun (Sequencing grade, Promega, xat. Ne V5111 WIM aHaJIoOrHYHOIo
Ka4yecTBa)

Tpuc(runpoxcumernn)amunomeran  (Molecular biology grade, Merck,

Kar. Ne 1.93315.0521 niim aHaNOru9HOro KayecTsa)



COOTBETCTBYET 3KCMEPTHOMY OTYETY
HJI ot 04.05.2023 N= 8509

(Bxogawmit M3 N=4233638)
XJIOpUCTOBOAOPOAHAA KHCIOTA KUHIOEHTpHpoBaHHAs (Analytical—grade,——

Merck xat. Ne 1.93401.2521 i aHaIOrH4HOTO Ka4ecTBa)

I'yanupuna  ruapoxiopun  (Molecular biology grade, Sigma-Aldrich,
Kat. Ne G3272 win aHanofﬂquro KauyecTna)

OTHICH/IMaMHHTETPAYKCYCHOM KHUCIOTH JMHATPUEBOM COMH JIUTHIpPAT
(Analytical grade, Thermo Fisher Scientific (Qualigens), xar. Ne12635 wm
aHAIOrHYHOI0 Ka4yecTna)

Peaxrus Bpendopaa xonnentpuposannsiii (5x Protein Assay Dye Reagent
(Bradford reagent)) (Bio-Rad, xat. Ne 500-0006 ni ananormgssrii)

Hutnotpenton (s  anextpodopesa, Moleculér biology grade,
Sigma-Aldrich, xat. Ne1D9163 miu aHanoru4Horo kayecTsa)

2-Monaneramun (s cunresa, Molecular biology grade, Merck,
KarT. Ne 804744 uin aHaIOTHYHOTrO Ka4eCTBa)

Mouesuna (aasa BOXX, Merck, kat. Ne 61772005001730 win aHaIOrHIHOrO
Ka4yecTBa)

I'mapoxcunamuna ruapoxaopun (s BOXX, Qualigens, xaT. Ne 12854 unn
AHAJIOrHYHOI'0 KayecTna)

Tpudropykcycuas xucinora (for protein sequence analysis, Molecular biology
grade, Merck, kar. Ne 108178 niu aHaJlorHYHOIO Ka4yecTna)

Anerorutpun (g BOXX, Merck, xar. Ne 61830025001730 wm
aHAJIOrMYHOrO KayecTna)

Bopa, npomenmas depe3 cucreMy Bricokoi ogmctku Milli-Q Merck, mim
aHAJIOTHYHOTO Ka4ecTBa

Mamepuaner. O6eccomuBaiomme koyionkd PD-10 (GE Healthcare Life '
Sciences, kar. Ne 17-0851-01)

Cmandapmnuiii o6pasey. Crannapthsiit obpazen purykcumaba (HJI hpupMer),
nponanonmenﬁ «/1-p Pennu’c JIaboparopuc JIta.», Uuaus.

Henamypupyrowuii  6ygepnviii  pacmeop pH 7,5 (8,2M zyanuouna
auopoxnopuo + 1 mM 3TA ¢ 0,1 M mpuc-6ygeprom pacmeope pH 7,5). 156 v

TYaHWIMHa THAPOXIOpHaa, 7,44 MI' OTHICHAHAMHHTETPAYKCYCHOM KHUCIOTHI



HJ
JuHaTpueBod comu guruapata @ 0,2

MOMEMAIOT B UCHTPHYKHYIO NPOOHPKYy BMECTHMOCTBIO 50 M, MPHGABIAIOT
8,5 M Bbﬂ}l H NEPCMCIIMBAIOT HAa BOPTEKCE [0 MOJHOIO PacTBOpPEHHS (OKOJIO
20 mun). JloBoxsr 3uauenne pH moiydenHoro pacropa XJIOPHCTOBOZIOPOIHOM
KHCJIOTOH KOHLEHTpHpOBaHHOK 1m0 7,5 + 0,1. JloBomar o6weMm IIOJIy4E€HHOIO
pacTBopa BoJo# 210 20 M1 H nepeMEeNIMBAaIOT.

PacTBop HMCIIOJIB3YIOT CBEKENPHIOTOBICHHEIM.

IIpu 06pa3oBanyy KPHCTALUIOB PACTBOP FOTOBST 3aHOBO.

0,5M pacmeop Oumuompeumona. 77 Mr JUTHOTPEHTONA MOMEL[AIOT
B MHKPOICHTPHDYXKHYIO IPOOUPKY BMECTUMOCTEIO 1,5 Mi1, npuGapsior 1000 MK
BOJIBI M [IEPEMEIMBAIOT JI0 PAaCTBOPCHHA.

PacTBop HCIOJIB3YIOT CBEKEIPHIOTOBIEHHEIM.

0,5 M pacmeop 2-liooayemamuda. 92,5 mr 2-fiofaneraMuua MOMEIIAIOT
B MHUKPOLICHTPH(YXKHYIO IIPOGHPKY BMECTUMOCTHIO 1,5 M1, ipubasiisior 1000 MK
BOJIBL M [ICPEMEIIMBAIOT N0 PAcTBOPeHHsA. J[0 MCIONB30BAaHMS XPAHAT B TEMHOM
MecTe.

PacTBOp HCIIOMIB3YIOT CBEKENPHIOTOBICHHEIM.

Byghepnvuii pacmeop ons euoponuza pH Lo
93 Mr 9TH/ICHMAMUHTETPAYKCYCHOH KUCIOTH JMHATPHEBOH COJH IMruapara
IIOMEIAIOT B MEPHYIO K0JIOY BMECTHMOCTHIO 250 M, ipuGapisior 230 M BOJIBI H
NEPEMEIIMBAIOT ~ JI0  pacTBOpCHHA,  mpuOaBaaoT 31  TpHC(THAPOKCH-
METHI)aMHHOMETaHa, 15 r MoueBuHsl, 0,3475 T ruIpoKCHIaMIHA THAPOXJIOpUAa U
NEpEMENMBAIOT 10  pacTBopeHus. Jlosoaar 3nHavenwme pH  pacrtsopa
XJIOPHCTOBOAOPOAHOM KHCJIOTON KOHIEHTPHpOBaHHOH no 7,5 + 0,2 M JOBOASAT
00BeM NOJTY4EHHOT0 PacTBOPa BOMOM 110 METKH, IEPEMEIIHBAIOT.

PacTBOp MCIONE3YIOT CBEXKENPUIOTOBICHHBIM.

Pacmeop mpuncuna. 200 MK BOCCTaHaB/IMBaloIero 6ydepHoro pacrsopa
(MOCTAB/SETCA BMeECTE C TPUIICHHOM) NPUGABISIOT B MPOGHPKY C TPUIICHHOM
(comepxut 20 MK TPHICHHA) M NEPEMENTHBAIOT C IOMOLIBI0 ABTOMATHYECKOM

ITHIIETKH.
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PacTBOp HCIONB3YIOT CBEXKENPHTOTOBIICHHBIMN:

Pacmeop mpugpmopyxcycroii  kucromwr. 500 MK TPUPTOPYKCYCHOM
KHCJIOTH [OMEIIAIOT ¢ TOMOMBIO CTEKASHHOM MHMIETKH B MEPHBIH [HIMHAD
BMECTUMOCTBIO 10 M1, coxepxammit 2,5 M BOJbl, M JOBOAST 00BEM pacTtBopa
BOJIOH JI0 5 MJI, IEpeMEeNIHBAIOT.

50 MKJ pacTBOpa NEPEHOCST ¢ MOMOIIBIO CTEKJISTHHOM INHIETKH B MEPHBIH
LUUIMHAD BMECTHMOCTBIO 10 M1, cozepikammii 2,5 MII BOXBI, M JIOBOJAAT 06BEM
pacTBopa BOJOM JI0 5 MII, IEPEMEIHBAIOT.

PacTBop HCHOJIB3YIOT CBEXKENPHIOTOBIICHHBIM.

Pacmeop peaxmusa Bpedghopoa (Ix). K 1 ma peaktuBa bpendopaa (5x)
NpuOaBIAIOT 4 MJT BOJBI M [IEPEMEMIHBAIOT.

PacTBop roToBAT HENOCPELACTBEHHO MEPe HCIOMB30BAHNEM.

IToosugicnas gpasa A (IIP A4) (0,1 % pacmeop MpUGmMopyKkcycHo Kuciomol
6 60de). 900 M BOJBI TOMEINAIOT B MEPHBIH [UIMHIP BMECTHMOCTHIO 1 1,
TIPHOABIAIOT ¢ MOMONIBIO CTEKISHHOM nuneTku 1,0 M TPH(TOPYKCYCHOMN KHCIIOTEI,
HOBOZAT 00bEM pacTBOpa BOAOH 10 11, mepeMemmsaior. Ilepenocar pactBop B
KoJ0y U3 JIOPaHOBOTO CTEK/IAa BMECTHMOCTEIO 1 11 1 JICTasHpYIOT B YJILTPa3ByKOBOM
BOJsIHOM OaHe B Teuenue 10 MuH.

Cpox roguocTn noasmxHOM (assi A 7 CyT UpH XpaHeHHH IIPH KOMHATHOH
TEMIIepaType. '

TToosuicnas gasa B (II® B) (0,1 % pacmeop MpUGmMopyKcycHoii Kuciomet
6 ayemonumpuie). 900 MI aUETOHHTPHIA NOMEIAIOT B MEpPHBI LHAUHAD
BMECTHMOCTEIO 1 JI, MpuOABIAIOT ¢ NOMOIIBIO CTEKISHHON MHIETKH 1,0 M
TPUPTOPYKCYCHOR KHMCIOTHI, JOBOAAT 00BEM pacTBopa aneToHUTpWiIoM Jio 1 1,
nepeMemmBaior. IlepeHocar pactBop B komGy H3 IOPAaHOBOrO CTEKNA
BMECTHMOCTBIO 1 J1 M JIErasupyioT B yJIbTPasBYKOBOW BOAAHON GaHe B TCUCHHE
10 mumH. _

Cpoxk roxsocTu noasmkHOi ¢assl B 7 cyT npu XpaHEeHHH TIPH KOMHATHOA

TeMIeparype.
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Henoimyemwori pacmeop. X _MMI—Trpcna}mTa——mcmaror——n———

MHKPOLCHTPH]YXKHYIO DpOOHpKY BMECTHMOCTBIO 1,5 My, npuGaBisior
(1000 — X) M nenarypupyiomero 6ydepHoro pactsopa.
Ilpumeuanne. OOwveM npenmapara (X, Mxn), HeoOXomuMBIH  uIs

1000
NPUTOTOBJICHHS PACTBOPA, BEIYHCIAIOT 1O (OpMYJIE: — > e C — KOHUCHTpauus

npernapara, B MI/MI (IIOy4EeHHas 10 Pe3yNbTaTaM KOIXYECTBEHHOTO ONPEICTCHI
pHTyKcHMaba WM U3 JaHHBIX cepTH(UKaTa aHanu3a npenapara «PeamuTykc®»).

Boccranopienne u anxuiupoBanue oGpasua. [IpuGasisior K MoJIydeHHOMY

pactsopy 10 Mxu1 0,5 M pacTBopa IMTHOTPENTONA U HHKYGHPYIOT IIPH TEMIIEPAType
(37 +2) °C B Teyenne 30 MuH. OXJIXIAIOT PACTBOP 710 KOMHATHOM TEMIIEPATYpHI,
npubasnsior 13 mxn 0,5 M pactBopa 2-Honaneramuaa u HHKYyOMpPYIOT NpH
KOMHATHOH TeMInepatype B TEMHOTE B TedeHue 40 MuH.

3amena Gydepa. OOeccommBaiomyio kogoHky PD-10 npoMBIBaroT

30 M BOZBI W ypaBHOBemmBaioT 30 M GydepHOro pacTBOpa s IHAPOIH3A.
HanocsiT Ha KOOHKY Bech 06BeM PacTBOPa BOCCTAHOBJIEHHOTO H AKIJIAPOBAHHOIO
o0pasia, 3u1r0ar oTopackiBaioT. IlocieNoBaTeNbHO HAHOCAT Ha KOJOHKY 110 1 M
OydepHoro pacTsopa JuIs ruApoiH3a 6 pas, cobupaiot mo 1 M 3/moara B 6 Pa3sHBIX
MHKPOLEHTPUDYKHEIX NPOGHPKH BMECTHMOCTEIO 1,5 Mil (bpakumm 1, 2, 3,4, 5u
6).

Omnpenenenve ¢pakuyy, conepkameil Gemok. Onpeneliienue Gemka BO

¢pakuuaX BO3MOXKHO JIBYMs aJIbTEPHATHBHEIMH CIIOCOGAMU:

1. M3MepAI0T ~ ONTHYECKYIO IJIOTHOCTE  (paKiuii 1-6 Ha
Y®-crnekrpooToMeTpe B MaKCHMyMe IOIJIOMIEHHS TP JUTHHE BOJIHE! 280 HM B
KBapIEBOH KIOBETE ¢ TOMIUHOM c1os 10 MM min Ha YO-Bus ciektpodoTtomeTpe ¢
NEPEMEHHOH JUIHHOM ONTHYECKOr0 IyTH B KBAapUEBOW MHKPOKIOBETE WM
TIaCTHKOBOM MHHHKIOBETE. MICII0/1b30BaHme pacTBOpa CpaBHEHHs! He TpedyeTcs.

2. OnpenensioT Ypakimio, COAEPKAMYI0 GEIOK, 0 BEICOKOH ONTHYECKOM
IWIOTHOCTH. B yHKm 96-nyHOYHOro mnanmera npubapasioT mo 10 MK Kaxmoi

dpakmuu 1 200 MK pactBopa peaktuBa bpeadopna (1x). Pactop B iiyHKe
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C MAKCUMAQJIBHOH HHTEHCHBHOCTBIO O]

KOJHYECTBO Oelika.

Ipamveyanue. [Ipu namuum Genka B Gosee 4eM onHON Qpakiuy, A
JaIbHEHINero aHaiu3a BeIOMpaioT (pakiuio ¢ HaubGoJiee BEICOKOH ONTHYECKOM
IUIOTHOCTBIO (C110C00 1) MM ¢ MAaKCHMATBHON MHTEHCHMBHOCTHIO OKpAIIHBAHMA
(crmocob 2).

Ivapomns. 500 mxn  dpakumm, cogepikameil Gelok, NOMEIEIOT B
MHKPOLEHTPU]YXKHYI0O NPOOHPKY BMeCTHMOCTHIO 1,5 My, mpubasisior 100 MK
pacTBOpa TpHMIICHMHa M HHKYOHPYIOT mpH Temmneparype (37 +2)°C B TedyeHue
(17+2)u. Tlocne  wmHKYOMpoBaHMs  npuGaBmsmor 4,8 MK pactBopa
TPHQTOPYKCYCHOM KHCIOTHI, NEeRTpHdyrupyior mpr 10000 o6/MUH B TeueHue
5 MHH H HCIOJIB3YIOT CyNIEPHATAHT JUIs aHAIH3A.

Cpox roasocTi pacTsopa 2 cyT Ipu Temneparype Xpanernus 2 — 8 °C.

Pacmeop cmanoapmunozo obpasya pumykcumaba. Y MK CTaHIAapTHOTO
obpasna pHTykcuMaba TNOMEMAIOT B  MHUKPOUECHTPHGYKHYIO IOPOOGHPKY
BMECTHMOCTBIO 1,5 ™, mnpubGasisior (1000 - Y) MKI  ieHaTypHpYIOLIETo

Oydepnoro pactopa.

Hpumeyanne. OOvem cranmapTHOro obpasua purykcumaGa (Y, wmii),
. 1000

- HEOOXOJMMBII JUIs NPUTOTOBIICHHS PACTBOPA, BEIYUCISIOT 1O (hopMyJIe: > The

0

Cop— KOHICHTpAIIUS CTaHapPTHOro 06pasua puTyKcHMaba, B Mr/Mit (cM. ceprudukar
aHalM3a CTaHIapTHOro obpasna puTykcuMatba).

BoccraHopienne ¥ ankumposanne oGpasua. [Ipu6aBisior K MoMydeHHOMY

pactsopy 10 mxu 0,5 M pacTBOpa TUTHOTPEHTONA M HHKYGHUPYIOT IPH TEMIIEpaType
(37 £2) °C B reuenne 30 MuH. OXN@X/AIOT PACTBOP 0 KOMHATHOH TEMIIEpaTyphl,
npubapisior 13 Mkn 0,5 M pactBopa 2-ifofaneraMuia M HHKYGHDYIOT upu
KOMHATHO# TeMneparype B TEMHOTeE B TeueHue 40 MuH.

IMocnenyiomue stanel  («3ameHa 6y¢epa»; «Onpenenenue (Qpaxiuy,
conepxamelt 6enox» 1 «'UApoH3») NMPOBOIAT 10 METOAMKE NPUIOTOBJICHHS
HCHBITYeMOTO pacTBopa. Menonssyror HoByio PD-10 kooHKy.

Cpok rognocTH pacTBOpa 2 CyT IpU TemmepaType Xpanenns 2 — 8 °C.
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(Bxopaui M3 NE4239638)

Hpnmeganue. [lpu HeoGxomumot
pacTBopa WM pacTBOpa CTaHAAPTHOro obpasua puTykcumaba, 06beM (pakiu,
oTOHpaeMOH /na amammsa, W o6beM pacTBopa TPHIICHHA KOPPEKTHPYIOT ¢
COXPaHEHHEM [IPOIOPIIHIA.

Xpomamozpaghuueckue yenosus

IIpubop Waters HPLC  system wim  aHagormuHsi,
obopynosannsii PDA-nerexropom

Kononxa 250 mm x 4,6 MM, 5 MxM, 130 A, XBridge BEH C18
(Waters, kat. Ne 186003117) mnu ananornynas

o A. 0,1 % pactBop TpudTOPYKCYCHOI KHCIOTHI B BOJIE
B. 0,1 % pactBop TpH(TOPYKCYCHON KHCIOTHL B
AllETOHUTPHIIE

Temneparypa xosonku (58 £2)°C

Temnepartypa oGpasua 53} °C

Hetextop PDA, 214 um
O6BeM 1poOEI 100 mxor |
Bpems

XpomarorpadupoBaHus 180 mun

Ipozpammer xpomamozpaguposarius

Hunimanu3anms HoBoH KOJOHKH

Bpems: AueToﬁqunn 1o A e B CxopocTb n0TOKA
. (Mun) (%) (%) (%) (ma/mun)
0 100 0 0 0,1
5 100 0 0 1,0
5,01 —65 0 0 100 0,8
65,01 - 245 0 100 0 0,8

YpaBHOBEIIMBAHKE KOJIOHKH
Bpems (vun) I® A (%) P B (%) Cxopoctb noroxa (Mir/mun)

0 0 - 100 0,8
60 0 100 0,8
60,01 —240 100 0 0,8
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Anamms
Bpems (Mun) D A (%) | I1® B (%) Cxopocrsb noroxa (Myr/mMHRH)
0 100 0 0,5
10 100 0 0,5
120 755 45 0,5
125 0 100 0,8
160 0 100 0,8
165 100 0 0,5
180 100 0 0,5

I'pagnenTHAs nporpaMma JJist aHaIH3a;
0 — 10 MHH — H30KpaTHYECKHI PEXKHM

10 — 120 MHH — rpafgHeHTHEIA PeKUM

120 - 125 MuH — rpaZiHeHTHEIH pexuM
125 — 160 Mun — H30KpaTHYECKHH pexHM
160 — 165 MuH — rpagueHTHBIH pexuM
165 — 180 MuH — H30KpaTHIECKHIi PexyM

OuncTKa ¥ XpaHEHHE KOJIOHKH*
BpeMa (MuRH) P A (%) II® B (%) Cxopocrb noroka (Mi/mun)
0-30 0 100 0.8

*100 % aneTOHUTPHI TaKXkKe MOXKET OBITh HCIIONL30BAH JUISL OYHCTKH M XPAHEHHS KOJIOHKH TIPH
TEX JKE YCIIOBHSX.

IIpoBoaAT npaiiMUAT BCeX KaHANOB COOTBETCTBYIONMMHU PACTBOPAMH.

Ilpu ycnonp30BaHNHM HOBOM KOJIOHKH IIpOBOJAT €€ HHHUIMAIH3AIUI0 B

COOTBETCTBHH C IPOrpaMMOii XpoMaTorpadupoBaHus.

YpPaBHOBCIIMBAIOT ~ KOJOHKY B COOTBETCTBHH C  IPOTPamMol
XpomMaTorpadupoBaHus. |

B xpomatorpad BBogaT 100 MK Boxsl. Eciu 6a30Bast IMHMS He cTa0HiIbHa,
IPOLETYPY MOBTOPSIOT 10 €€ CTabHIn3aiuu,

B xpomarorpad mBomar 100 Mmkn pacTBOpa crammapTHOro oGpasia
PHUTyKCcuMaba M NpPOBOJAT BU3yaIbHOE CONOCTABICHME MOXYYEHHOIO IPOGHIs

THMKOB € MPOQMIEM IMKOB Ha PUCYHKaX 1 — 2 (KOHIMITMOHHPOBAHNIE KOJIOHKH).
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(Bxopsuwsin M3 N24239638)
Ilpumevanue. [Ipu ucnons308anu
obpasua puTykcHMaba BBOAST 2 pasa JUIsi JOCTHIKEHMS YCTOMYMBOro npoguis
muKoB. [Ipy HEOGXOAMMOCTH POLIEAYPY IIOBTOPSIOT.

B xpomarorpag BBozsT 2 pasa no 100 mxi PacTBOpa CraHAapTHOro obpasia
puTyKcHMaba.  PerucTpHpYIOT =~ XpOMarorpamsl, OUPE/IEAIOT  BpeMeHa

YACPIKHBAHUA H OTHOCHTEJIBEHEIE TUIOIIAMU IIHKOB.

ITpumeuanue. OTHOCHTENBHYIO IUIOLIAID HHIMBH/yaJbHOTO IIHKa B
nponenTax (Xo) Ha XpoMaTorpaMMe pacTBopa CTaHAapTHOIO obpa3sua putykcumaba
BEIMHCILIIOT € IOMOIIBIO XPOMATOrpapuyeckoro nporpaMMHOTO 0OECIIEUEH s TI0
bopmyie:

S
Xy = == x 100,
X S;

rae: So — IIOaAb HHAMBHIYAIBHOIO IMKA HAa XPOMATOIPAMME pacTBOpa
CTaHAapTHOro obpasla puTyKcuMaba;

X S — cyMMa IUIOMaJeif BCeX XapaKTEPHBIX IHKOB puTykcumaba Ha
XpOMAaToOrpaMMe pacTBOpa CTaHAApPTHOTO 00pa3ia puTyKcuMata.

Hnentudukauus u HHTETPUPOBAHUE ITHKOB.

Ha xpomarorpammax  pacTBOopa CTaHZapTHOro obpasua putykcumaba
00HapyKHBAIOTCA MHOKECTBEHHEIE IIMKH, STIOMPYIOIIHE KaK 'pas3fieNbHO, TaK H
CoBMECTHO. Ha XpomaTorpamMmax pa3sMedaiorcsi W MHTErpHPYIOTCS TOJBKO MHKH
MJICHTHQHIMPOBAHHEIX (PPArMEHTOB, yKasaHHEIE B Tabmue 2. [l paaui,lx ITHKOB,
B 33aBHCHMOCTH OT HX mpoduis, BHOHpalOT HauGonee IOAXOAALNAN CIOCO6
MHTCTPHPOBAHMA: 1O 6a30BOM JMHMM OT HaYaia K KOHIY IHKA, OT «IOJMHED K
«IOJIMHE», MCTO/IOM OIYCKaHWs HEPIEHAMKYJsipa K 0a30BOH JMHHH OT TOYKH
CONPHKOCHOBEHHA THKOB. BpeMeHa y/iep)KuBaHus OKPYIJIAIOT O I€CATHIX.

Hpentudunmpyror 3 pedepercurix muxa: HC23, LC5 1 HCS o CICAYIOLIUM
KPHTEPHSM:

HC23 — nBoiinoii MUK ¢ BpeMeHeM yjepKMBaHHS OKONIO 37 MHH, OJMH H3
CABOCHHBIX ITUKOB MHTEHCHBHEE APYroro (cM. puc. 5);

LC5 — nuk ¢ BpeMeHeM: yJepXKHBaHUA 0KoJo 70 MHH, SBJIAETCS ITHKOM C
HauOOIBILIEH HHTEHCHBHOCTBIO 10 CPABHEHHIO C COCETHUMH IIHKAMH (CM. pHc. 6);

HCS5 — nuk ¢ BpemeHeM ynepKuBaHHA OKOJNO 83 MHH, SBIAETCS IHKOM C

HauOONbUICH HHTEHCHBHOCTBIO M3 JIBYX OJH3KO DACIONOMKEHHBIX ITHKOB

COOTBETCTBYET 3KCMEPTHOMY OTYETY
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(Bxognuwwmid M3 N=4Z396598)

(cM. puc. 7).

XapaKTepHCTHKY pe)epeHCHBIX ITHKOB CM. Tabamnuy 1.

Tabauua 1. Xapakrepictuka pedepeHCHBIX IMKOB pHTYyKcHMa0a.

Henmun 3naunmocrts/ Ionoxenne | Mocaenosarenbuocts Bpems

bynxuns B GesikoBoii AMHHOKHCJIOT B YAepxK.

nenu nenTHae (MHH)

HC23 CaasbiBaHHE C 297 - 305 EEQYN STYR Oxkono
FCgR 37

LCS CDR 77 -102 VEAED AATYY Oxkono
(onpepensiomas CQQWT SNPPT 70
KOMILIEMEHTap- FGGGTK
HOCTBL 00/1aCTh)

HCS CDR 44 - 63 GLEWI GAIYP Oxono
(onpenensiomas GNGDT SYNQK 83
KOMILJIEMEHTap-

HOCTBb 00s1acTh)

120+

1.00+

080+

080
Fd
0 40+
0204
020+
000 100 “n 00 10400 12800 14000 16200 18000
Winutes

Puc. 1. Tunuunas xpomamozpamma pacmeopa cmanoapmuozo obpasya

pumykcumaba (6 macuimabe noanoii wkaub)
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oo 5000 s0.00 T0.00 2000 %000 100,00 110,60 12000
unutes

Puc. 2. Tunuunas xpomamozpamma pacmeopa cmarnoapmrozo obpazya

pumykcumaba 30 — 120 mun (6 yeeruuennom macumabe)

-
¥
HCZUFegR - 38 329

8
ni 5
. {
0.084 o
: ;
0 04
0.02+

1000 1508 2000 2500 %00 w00 w00 50 w00 500 5000 Y
ey

Puc. 3. Tunuynas xpomamozpamma pacmeopa cmandapmnozo obpasya
pumykcumaba (& yeeauuennom macuimabe) ¢ ykazanuem XapakmepHuix NUKOE,

6KNI04AR pechepencHble, u pasmemKu npu ux unmezpuposaruu (10— 65 mun)
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0 &0 7T0m 7200 7em  TEa  Tate w0 m2m0 uhh:'n 800 9000 200 00 %00 W00 1090 10290 100
Puc. 4. Tunuunas xpomamozpamma pacmeopa cmarnoapmrozo obpasya

pumykcumaba (6 yeeauueHnom macumabe) ¢ ykazanuem XapaxkmepHuIxX NUKoe,

6KNIOYAA peepencHble, U PAZMEeMKU npu ux unmezpupoearuu (65 — 105 mun)

0100

0.080+

0.080-

0,630+
2.020
o010

30.00 e 200 200 3450 ®00 .00 3700 00 %00 a0
uintes

Puc. 5. Tunuunas xpomamozpamma pacmeopa cmandapmiozo obpasya
pumykcumaba ¢ pazmemxoti npu unmezpuposanuu pegepencrozo nuxa HC23

(6 yeenuuennom macuumaébe)
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Puc. 6. Tunuunas xpomamozpamma pacmeopa cmanoapmuozo obpasya
pumykcumaba ¢ pasmemxoii npu unmezpuposanuu pegepencrozo nuxa LCS

(6 yéenuuenrnom macumabe)

LC1(pEVLE N terminal - 82,176

8000 8100 o 0n B0 8500 80 o0 o 00 w0
Puc. 7. Tunuunas xpomamozpamma pacmeopa cmanoapmnozo obpazya
pumykcumaba ¢ pasmemxot npu unmezpuposanuu pegeperncrozo nuka HCS

(6 yeenuuennom macuumabe)

Jlpyrue xapakTepHble MUK pHTYKcuMaba (cM. puc. 3, 4) HIAECHTHOHIHPYIOT,
HCHONB3YA MX OTHOCHTEILHOE Bpems yaepkuBanus no nuky LCS wmm HCS

(cM. TabGnuny 2).
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Tabauna 2. Xapakre a
E = =
= =
: g |5
TREE TREE
: |z sE |28 AR
a g = 23 s om| 3 oF
R s SE g SRl ESH
TREE f¢ |EgE gEg| 23 E
e = ® = = = = 3 = E9E
SE|Es 23 |38 Y
1 2 3 4 5 6
HC23 | HC23 /epmsumanmec | 507 305 EEQyN STYR - ~
FCgR
HC40 / C-konuesas 0.80 +
HC40 | nocnenosarensHocts | 444 — 451 SLSLSPGK (’) 02 -
TAXKEJION 1Lienu d
HC28 / cBasbiBanue ¢ 0,85+ _
HC28 FcRn u Clg/! 331 —338 ALPAPIEK 0,02
HC19/
ITocnenoBaTenbHOCTD, 0.85 +
HC19 | noasepxenHas 253 -259 DTLMISR 6 02 =
OKHCJIEHHIO, ’
cBasbiBanue ¢ FCgR/!
v (50 e 1 evoraorans | oms | _
(PE) S — LVKPGASVK 0,02
t)?’ i?go " VEAED AATYY
LC5 KOMprffeMm‘: ocrs | 77-102 | CQQWT SNPPT | 1,00 -
P FGGGT K
obnacTs)
HC20 / cBsa3biBanKe ¢ TPEVTCVVVDV | 1,03+
HCX { pear wcig 260-278 | SHEDPEVK | 0,01
HC39 / cBassiBanue ¢
FSCEJIIZZ’FZR“’ ) WQQGNVFSCS |
HC39 | [ OSTEAOBATSIRHOCTE, | 431443 | VMHEALHNHY | -
MOJIBEPIKEHHAs TOK 0,01
OKHCJICHHIO H Q
JICaMHIMPOBAHHIO
LC1 + HC3/
CDR pk 2/
HC3 | N-xonuesas 24 - 38 ASG;‘_,IT\;\I;\'I;IS(YNM 16031:1: —
MOCIEI0OBATENILHOCTD ’
JIEKOH LenH
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HII ot 04.05.2023 N= 8509 C. 21
(Bxnnauysi M3 Ne4D 319698
1 2 3 4 5 6
HC35 / casbiBanme ¢
Clgq,

HC35 | nocnenosatensiocts, | 375 — 396 g&{g S?ém‘z hEE |~
NoJIBEPKEHHAas! Q ’
JieaMHIHPOBaHHIO/?

Lei |- i Nxomesas | | pEIVLSQSPAILS | 117+ |

(PE) | Jerkoii nemn ASPGEK 0,01
HC5/CDR
(onpenensiomas N GLEWI GAIYP _

HES KOMILIEMEHTAPHOCTh = GNGDT SYNQK 1,0
obnacts)

LC3/CDR ASSSVSYIHWF

LC3 (onpenensiomas 25— 60 QQKPGSSPKPW _ 1,04 =
KOMILIEMEHTapHOCTh IYATSNLASGV 0,01
obnacts) PVR
ACADFEOR STYYGGDWYF —

HC1o | (PTPeAKRIRAS 99-125 | NVWGAGTTVT | — | b
KOMILIEMEHTAPHOCTh VSAASTK 0,01
obnacTn)

THTCPPCPAPE
HCI8 |/ PHMBeS | 297 257 | LLGGPSVFLFPP |  — vy
KPK ’
HC24 / cBassiBanue ¢ VVSVLTVLHQ . 1,132

HC24 | o o 306-3211  HhwLNGK 0,01
HCI13 / Acnaparun _ _
(neamMuMpOBaHHBIH )/

HC13 / Acnaparun DYFPEPVTVSW 122+

HC13 | (noasepxenusIit 152 -214 | NSGALTSGVHT — (’) 01
JIEAMHJIH POBAHHIO ) FPA ’
HC13 / Acnaparuu _ _
(neamuupoBaHHBIi )/

' — B GonbimHcTBe cryyaes nukn HC28 u HC19 JHOUPYIOT COBMECTHO. B
9TOM ClIyHqac ONpECHAIOT OTHOCHTEIBHOE BpeMsi yAEp)KHBaHHs OOIIEro Nmuka —
0,85 +0,02.

? — JlaHHblE NMKH CKJIOHHBI K BapHabe/ILHOCTH, B CIEJACTBHE YEro MX
MHTCIPUPOBAHME HA OCHOBE OTHOCHTEJILHOTO BPEMEHH YIEP/KMBAHUA HEBO3MOJKHA.
Cnoco6 MHTErpHpOBaHHs JAHHBIX THKOB OIMHCAH HUIKE.

WHTerpuposanne nNMKOB, TOJBEPKEHHBIX BapHaGEILHOCTH, NPOBOJAT
cieyouum obpa3om:
nuku HC35 wuw HCI3 - r[uieyn OCHOBHBIX IHKOB 00pa30BaHbI

MOJIM(HIHPOBAHHBIMH (POPMAMH acIaparkHa: H30acnapTaToM H aclapTaToM (CM.



HA or 04.05.2023 Ne 8509 C. 22
(Bxogaupst M3 N2427339638)

puc. 8 u 9). UuTerpupoBanune NUKOB MOJL
acraprara) NpoBOJAT MO (aKTy HAIHYMS JAHHBIX MHKOB, B COOTBETCTBHHM CO
CXEMaMH MHTErPHPOBAHMS, [I0Ka3aHHBIMH Ha PHCYHKax 8 u 9;

nuk HC40 moxeTr 2/110MpOBaTh €MHBIM NTHKOM WJIH JBOMHBIM ITHKOM C
HE/IOCTATOYHBIM pasjesienHeM. B ymoboM ciyyae jganHbli nuk 0603HayalOT Kak
HC40 wu npoBojsT ero MHTErpUPOBAHHE B COOTBETCTBHM CO CXEMAMH
HHTErpHPOBAHUA, NIPEJACTABICHHBIMU Ha pucyHKax 10 u 11;

nukd HC28 u HC19 MoryT smoMpoBaTh €JMHBIM NMHKOM WM JBOMHBIM
nukoM. B ciyyae ecnin HC28 u HC19 smoupyioT oHMM NHKOM, JQHHBIH IHK
obo3navatot kak HC28+HC19. Cxemy uuTerpupoBanus cM. pHCYHKH 12 1 13;

nuk HC10 moxer BapbupoBaTh B HHTEHCHBHOCTH. B moGom ciyuae, muk
obosnayaior kak HC10 M mpoBOAST €ro MHTErpHPOBAHME B COOTBETCTBHM CO
CXEMaMH HHTErpHPOBaHMA, NPEJICTABICHHBIMH Ha pUCYHKaX 14 u 15;

paspewichue mexay nukamu HC39 u HC3 moxer BapbupoBath. Bue
3aBHCHMOCTH OT BapHalMH B Ppa3pelICHHH, JaHHBIE NHKH JODKHBI OBITH
HHTCTPHPOBAHBI B COOTBETCTBHH CO CXEMaMH HHTETPHPOBAHMUSA, [IPE/ICTABICHHBIMU

Ha pucyHkax 16 u 17.
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Puc. 8. Humezpuposanue nuxa HC35 (c nrevesvimu nuxamu)

COOTBETCTBYET 3KCMEPTHOMY OTUYETY




COOTBETCTBYET 3KCNEPTHOMY OTYETY
HJI ot 04.05.2023 N2 8509 C. 23
(Bxopawwin M3 N=4239658)
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Puc. 9. Humezpuposarue nuxa HC13 (¢ nrevesvimu nuxamu)

i =
0.5 g

: i
0.204 3 g

: : g

1 g E

3 g z

: : S
0.1 : z
0.0

q TTrTiT ' LI LI | l Tl l TTrTT l LI L L l L]

5200 5300 54.“ 5500 5600 5700 3800 SDM 60.00 6100  62.00
Minutes

Puc. 10. Himezpupoeanue nuka HC40 (omdenvmwiii nux)



COOTBETCTBYET 3KCMEPTHOMY OTUYETY
HJT ot 04.05.2023 N= 8509 C. 24
(Bxommwwmin M3 N24239638)

: < g
0.2 g 5
L 2 s
<"
010" g
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52.00 5300 84.00 55.00 56.00 §7.00 3800 5900 60.00  6L00 6200
Minutes

Puc. 11. Humezpuposarue nuka HC40 (06oiinoii nedocmamouno

pasoeneHtvili nux)
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Puc. 12. Humezpuposanue nukoe HC28 u HC19 (d6oiinoii nux)



COOTBETCTBYET 2KCMEPTHOMY OTYETY
HJ{ ot 04.05.2023 N= 8509 C. 25
(Bxopswmi M3 N24239638)

:B/L/L J

HC28/FeRnpk I+Clg+
HC19/Oxiprone

Illllllll'lllllllll![]Ill'lllllllll]lll'l'lll LI I
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Minutes
Puc. 13. Humezpupoeanue nuxoe HC28 u HC19 (edunwsiii nux)
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Puc. 14. Humezpuposarue nuka HC10 (svicokas unmencussocms)



COOTBETCTBYET 3KCIMEPTHOMY OTYETY
HJ1 ot 04.05.2023 N= 8509 C. 26
(Bxomawmi M3 NE4235638)
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Puc. 15. Humezpuposarue nuka HC10 (nuskas unmencueHocms)
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Puc. 16. Humezpuposearnue nuxoe HC39 u HC3 (BapuanT 1)



COOTBETCTBYET 3KCMNEPTHOMY OTYETY
ot 04.05.2023 N= 8509 C. 27
NEAD 1966,

s
=

e

i -$l A
LCS/CDR
——
2 /Oxiprong

C1/HC N terminal

HC20/FegR+Clq

LCI+HC3/CDR pk 2/LC N terminal

_l'lllll'l'll‘l"lll'llll'il'lllllll'll"llll.l‘.'
65.00 66.00 67.00 68.00 69.00 70.00 71.00 72.00 73.00 74.00 75.00
Minutes

Puc. 17. Humezpuposanue nuxos HC39 u HC3 (Bapnant 2)

Xpomarorpaduueckas CHCTEMA CYMTACTCS IPHIOAHOMN, eCIIH:

1. ®akTHyeckH  moayyaeMmblii  npodub XpoMaTorpaMMbl  pacTBOpa
CTaHAApTHOro oOpasua puUTyKcHMaba COOTBETCTBYeT NPO(GMIIO THIHYHOIM
XpOMaTOrpamMel pacTBOpa CTaHAapTHOro obpasua purykcumaba (puc. 3, 4).

2. Ha xpomaTtorpamMmax pacTBopa cTaHaapTHOro obpasua puTyKcumaba:

2.1. Paspemenne R mexy nukamu HCS u LC3 ne menee 5,0.

2.2. OrHocurensHas wiomaas nuka HC23 cocrasnser 2,5% —4,6 %;

OTHOCHTEJIbHAs 1UIommaab nuka LCS cocrasnser 6,8 % — 12,6 %;

OTHOCHTE/IbHAsA miowmaas nuka HCS cocrasasier 6,3 % — 11,8 %.

Hpameuanns

1. Kputepun 1, 2.1 onpenensiorcs s Kaxaoi M3 IByX XpoMarorpamMm
pacTBopa cTaHaapTHoro obpasua putykcumaba. Kpurepuii 2.2 onpezensiercs mo

CPEAHEMY 3HAYCHHIO OTHOCHTEJIBHBIX IUIONIA/ICH NHKOB, MOJYYEHHBIX JUIS JIBYX
XpOMaTOrpamMM CTaH/IapTHOrO pacTBOpa pHTYKCHMaba.

2. Ecim  xpomatorpaduyeckas cucTeMa He YIOBJIETBOPSET KPHTEPHAM
NPHIOJHOCTH CHCTEMBI, KOJIOHKY INPOMBIBAIOT B COOTBETCTBHH C IPOrpaMMoi
XpoMaTorpagupoBaHus M NPOLEAYPY INPOBEPKH TNPHIOJHOCTH CHCTEMEI
NOBTOPSIOT. Eciu nocie NOBTOPHOTO NpPOBEJICHUS NpoLeypsl
XpoMaTtorpapuyeckas CHCTEMa HE COOTBETCTBYET KPHMTEPHSM IIPHIOJHOCTH,
TIPOBOJIAT OLICHKY APYTHX NapaMeTPOB CHCTEMBI, TAKHX KaK MOABHIKHBIE (a3sl H JIp.

B xpomatorpad BBoasaT no 100 MK1 HCnBITYeMOro pacTBopa M pacTBopa

cTanzapTHoro obpasua putykcumaba.



COOTBETCTBYET 3KCMEPTHOMY OTYETY
HI ot 04.05.2023 N= 8509 C, 28
(Bxoaawwmit M3 NE4Z396598)

IIpumeyanne. Pactsop c*ratulap'r‘

KOHLE LMKIA U3MEPEHHH H, PH HEOOXOAMMOCTH aHAN3a HECKOJIBKUX 00pa3LoB
TNOAPSIL, N0C/IE KAKABIX LIECTH HHKEKIIUIA.

[IpoBOSAT HACHTHQUKALMIO M MHTETPHPOBAHHE MKOB Ha XPOMATOrPaMMax

HCTILITYEMOrO pacTBOpa M pacTBOpa CTaHJapTHOro ofpasua puTykcumaba B

COOTBETCTBMM C INpOLEAYPOH, onucaHHOi B pasaene «UaeHtudukauus u

HHTETPHPOBAHHE ITHKOBY,

© 80
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Puc. 18. Tunuunas xpomamozpamma ucnvimyemozo pacmeopa (6 macuimate

NONMHOU WKanbl)
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Puc. 19. Tunuunas xpomamozpamma ucnvimyemozo pacmeopa 30 — 120 mun

(6 ysenuuennom macuumabe)
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COOTBETCTBYET 2KCNEPTHOMY OTUYETY
HJ1 ot 04.05.2023 N2 8509 C. 29
(Bxomswmit M3 N24239698)

HC23/FcgR - 36.070

1000 1500 2000 2500 3000 3800 @0 “n 5000 s5.00 000 &850

Puc. 20. Tunuunas xpomamozpamma ucnvimyemozo pacmeopa
(8 ysenuuennom macumate) c ykasanuem XapaKmepHoix nukos, 6KnoYas

pegepencivie, u pasmemKu npu ux uHMeZpUPoSan U (10 — 65 mun)

IR

038

0.30

©0.35-

015+

0,10+

0.05-

000+

g 5 4
THRE n ;
M F : 3 i
o4 - : ¢
; é g i) . E i
gL L 1

n'nn'-n'ur:'nu'unhﬁuinuhuhﬂﬁnhubdnuhiuldnsdnﬁu
Misutes

Puc. 21. Tunuunas xpomamozpamma ucneimyemozo pacmeopa
(8 ysenuuenrom macumabe) ¢ yKasanuem XapaKmepHvix nukoe, 6KN0Yas

pegpepencnvie, u pasmemxu npu ux unmezpuposaruu (65 — 105 MuH)
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COOTBETCTBYET 3KCMNEPTHOMY OTYETY

HJ ot 04.05.2023 N= 8509 C. 30

- (Bxogawmi M3 NEFZ39698)
080
20301
0201
00104 A [+

3000 100 1n 10 Mo 3100 ™™ .00 3100 300 w000

Moutes

Puc. 22. Tunuunas xpomamozpamma ucnvimyemozo pacmeopa ¢ pasmemxou

npu urnmezpuposanuu pegheperncrozo nuxa HC23 (g yeenuuennom macumabe)

0.50

045+

LC1 +HCICORAC Nierminal - 74.167

» HC20/F cRFegR+C1q - 72.664

800 ) 6800 ) 7000 ™) 7N n® 7400 7580

Puc. 23. Tunuunas xpomamozpamma ucnvimyemozo pacmeopa ¢ pazmemxou

npu unmezpuposaruu pegepencrozo nuka LC5 (s yeeruuennom macuumate)

.10

LC1{pEVLC N terminal - B1 894

T T T T T T T T T
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Puc. 24. Tunuunas xpomamozpamma ucnsimyemoz2o pacmeopa ¢ pazmemxou

npu unmezpuposaruu pegepencrozo nuxa HCS (s ysenuuennom macumabe)
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HJI ot 04.05.2023 Ne 8509 C. 31
' (Bxonswmin M3 NE4239638)
Pesyisratsl anammsa cunTaloTcs o :

OTHOCHTCIBHBIX - Iomageit mukos HC23, LC5 um HCS, IIOJIyYEHHEIE U
XpOMAaTOTpaMMBI BTOPOii HEXKEKLMHA PacTBOPa CTAHAapTHOTO 06pasia puTykcumaba
H XpOMaTOIrpaMMBbI pacTBOpa CTaHAapTHOro 06pasia puTyKciuMaba B KOHIIE aHaIH3a
COOTBCTCTBYIOT KPHTEPUM NPHTIOJHOCTH XPOMATOrpaduueckoit CHCTEMBL. '

[To oxoHuaHMM aHaIW3a - KOJIOHKY HPOMBIBAIOT COTJIACHO nporpaMme
XpoMarorpapupoBaHus.

Komonky XpansT, 3al0JIHEHHOI TONBHKHOI ba3zoii B.

Yuem pesynomamos

Hcnons3yior mporpammuoe obecrieuenue Empower mnmm amamorugsoe.
CpaBHMBAIOT MPO(UIM XapaKTEPHBIX IHMKOB pUTYKcMMaba Ha XpoMaTorpamme
ncnrmryemord pacTBopa M XpOMaTOrpaMMme pacTBOpa CTaHHApTHOro o6pasna
puTyKCHMaba B paMKax OAHOro aHau3a. OTHOCHTENBHOE CTAHIAPTHOE OTKJIOHEHHE
OTHOCHTCILHBIX IUIOMA/JCH IMHKOB, PACCYMTAHHOE IO XPOMATOIPaMMaM BTOPOH#
MHXXCKIMH  pacTBOpa CTAHAAPTHOTO 00pasua pHTYKCHMaba M HCIIBITYEMOTO
pactBopa:

HC23, HCl1 (pE), LC5, HC20, HC39, HC3, HC35/Acnaparnn
(nozsepykennsii neamumuposanmio), LC1 (pE), HC5, HC18 u HC24 — ne Gonee
20 %.

Ipumeuanus ‘

1. OTHOCHTENBHYIO TIOMaNh MHAMBHAYATLHOTO IIMKA B MPOLEHTAX (XD)
BEITHCIIIOT € IOMOIBIO XPOMATOTPadUIEcKoro mporpaMMHOro 0GecedeHus 110
dopmyie: '

8 -
X i X 100,
2 Ss
TAe: S; — IIOmaib MHAMBHAYATLHOTO IMKA HA XPOMATOTPAMME HCIIBITYEMOro
pacTBoOpa;

X §; — cymMma IUOmanell BCEX XapaKTEepHBIX IHKOB putykcumaba Ha

XpOMaTorpamMme HCIIBITYEMOTO pacTBOpa.

2. OTHOCHTENBHOE CTAHZAPTHOE OTKJIOHEHHE OTHOCHTENBHBIX TIOMAncH
IIMKOB B IpONEHTaX (X), pacCYMTaHHOE 10 XPOMATOrpaMMaM BTOPOM HHIKEKLUH
pacTBopa CTaHAapTHOro opasna pHTykcuMaGa M HCIEITYEMOTO pacTBOPa,
BBIYHCIISIOT 10 GOpMyJiaMm:

DOTBETCTBYET 3KCMEPTHOMY OTYETY




COOTBETCTBYET 3KCMNEPTHOMY OTYETY

HJI ot 04.05.2023 N= 8509 C. 32
(Bxogmwwmid M3 NE4Z39698)
W Xoin + X,
: 5 _ “oiz T4y

X == ——-~—2 X
2)

Xoiz —X)2 + (X; — X)?

D = (otz ) (1 X),
2
(3)
SD
X=—X 100,

X

rae:  Xop — OTHOCHTENbHAS TUIOMAh HHAMBAIYATLHOTO ITHKA Ha XPOMATOIrPaMMe
BTOPOH MHXKEKLMH PacTBOpa CTaHAapTHOro 06pasia purykcuMaba;

Xi — OTHOCHTENbHAS TIOMANs WHIHBHAYAIBHOTO MK HA XPOMATOrpaMMe
HCIBITYEMOI'O PacTBOpa;

X — cpeaHee apU(METHUECKOE 3HAYEHHE MEKAY OTHOCHUTEIBHEIMH
IUIOI@/LIMA ITHKA HA XPOMAaTOIPaMME HCIBITYEMOT0 PacTBOPa H XpOMaTorpaMme
BTOPOii HEXKEKIMH PacTBOpa CTaHAApTHOro o0pasia puTykcuMaba;

SD — cTanapTHOE OTKJIOHEHHE OTHOCHTEBHEIX IIIOMAnel IHKa;

X — OTHOCHTEIBLHOE CTaHNapTHOC OTKIOHEHHE OTHOCHUTENBHBIX IUIOMIazei
ITHKa, B IIPOIICHTAaX.

3. MakcuMaibHO I0IyCTHMOE OTIIHYHE BPEMEH YAEPKUBAHUA PeepEHCHBIX
IIAKOB Ha XpOMATOrpaMMax HCILITYEMOIO PAacTBOpa OLEHHBAIOT MO JHANA30Hy
£35% OT BpeMeH yAEpKHBAHUA COOTBETCTBYIOIIMX MHKOB Ha XPOMATOrpamMMe
pacTBopa cTaHIapTHOro obpasia puTyKcuMaba 1o Gopmyam:

AOIyCTHMOE OTKJIOHCHHE BPEMEHH yjepxuBaHus muka HC23ucn =
BpeMs yaepxuBaHuA nika HC23ctg X 5
( ) MHH;

100

x

AOIyCTHMOEC OTKJIOHEHHE BpEMEHH yAcpXHBaHua mmka LCSucn =
BpeMs yepxKHBaHHA nuka LC5cta X S) e
3

100

£

JAOMyCTHMOC OTK/JIOHEHHE BPEMEHM yAcpxkuBaHusa muka HCSucn =
(npercm yAepxHBaHHA nuka HCS5cTg X 5) o

100

+



HII ot 04.05.2023 Ne 8509 C. 33
(Bxopawwui M3 NE42396

TR0
o)

Meron 2. Hcnbitanue npoBo
(cM. «MonekyaspHO-MaccoBoe pacnpejienieHHe»).

Hopma. Bpems ynepxuBaHHS OCHOBHOrO IHKa Ha XpoMaTorpamme
HCIILITYEMOr0  pacTBopa JO/DKHO —COOTBETCIBOBATh BPEMEHH YACPXKUBAHHS
OCHOBHOTO IIMKAa Ha XpoMarorpamme pacteopa craHJ.(apTHoro obOpasna

pHTyKcuMaba.

Ilpospaunocre. VcneiTanue npoBomsT BH3YaJIEHBIM ~ METOJIOM B
COOTBETCTBHH ¢ TpeboBanuamu OPC.1.2.1.0007.15 «IIpo3paunocTs M creneHs

MYTHOCTH KHIKOCTEH».

Hopma. Onanecnenuus pactsopa He noiokHa NPEBBILATS ONAIECIEHIIHIO -

stanona II1.

HBET HOCTb. McnbiTanue IIPOBOZIAT BU3YyaJIbHBIM METOJO0M B COOTBETCTBUH C

TpeGoBanmsimu OPC.1.2.1.0006.15 «Ctenens oxpacku XuaKocTeiin, Meron 2.

Hopma Pactsop nomke ObiTh okpamen He Goiee HHTCHCHBHO, 4€M -

STAJIOH Y.

PH.  Hcnobrraswe — NPOBOMAT — NMOTCHIMOMETPHUECKHM  METOZOM

B COOTBETCTBHH C TpeboBarmsamu OPC.1.2.1.0004.15 «MonomeTrpsi».

Hopwma. Ot 6,30 xo 6,70.

MexaHn4yecKkHe BKJAIOYEHHS.

Buoumsie wacmuyn. Vcusitanue npoBomsT BU3YQIEHBIM METOLOM B

COOTBETCTBHH ¢ TpeGoBauusmu Eur. Ph.
. Hopma. BunMele MEXaHHYECKHE BKIIOYECHHUS OTCYTCTBYIOT.
C 10 ¢pnaxoHOB yAaisiOT HAKICEHHBIE STUKETKH, MOIOT CHAapy>H{ M Cymar.

GnakoH ¢ npenaparoM IUIaBHO BpAIIAOT WIH NIepeBOpaYMBaIoT, u3beras

00pa3soBaHHsi BO3/YWIHBIX Iiy3BIPBKOB, W HPOCMATPHUBAIOT B TEUCHHE OKONO 5 ¢ .

-mepenl GenbiM 3KpaHoM. DTy NpoLEypy NOBTOPSIOT nepea YEpHBIM 3KpaHOM.

OTMevaloT HaluYKre JOOKIX YaCTHIL,

COOTBETCTBYET 3KCMEPTHOMY OTYETY




HIT.

COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 04.05.2023 N= 8509 C. 34

(Bxoaswmit M3 N=4239698)
Hesuoumvie uacmuywi. Vicupitan

METOJIOM B COOTBETCTBHH ¢ TpeboBanmsamu USP.

Hopwma. Yactuuer pasmepom >10 Mxm: He Gonee 6000 Ha (naKkoH; YaCTHIEI
pasMepoM > 25 MkM: He 6onee 600 Ha dakon.

AHaM3 IPOBOJIAT ¢ IOMOIIBIO ABTOMATHYECKOTO CYETUHKA YACTUL] METOIOM
CBETOBOH GJIOKMPOBKH, OTKAJIMGPOBAHHOIO 10 CEpTH(GHIMPOBAHHEIM TAIOHHBIM
Marepuaiam, COCTOAIIIM H3 JHCTIEPCH chepHIECKHX JaCTHI| H3BECTHOIO pa3Mepa
B MHTEepBaje oT 10 MkM 10 25 MKM.

Memod 1 (c ucnonvzosanuem undcexkmopa obvemom 5 mn).

IpenBapurenbuas noaroropka. TecrT BBHIIONHAIOT NPENIIOYTHTENEHO B
mKady ¢ JaMHHapHBIM TOTOKOM. Beio crexnsmuyio naGoparopHyio nocyay u

¢unsTpoBaNBHOE 0GOpPYAOBAHHE, 332 HCKIIOYEHHEM MeMOpaHHBIX (DUIBTPOB,

TINATEIBHO NPOMBIBAIOT TETUIBIM PACTBOPOM MOIOIIEr0 CPEACTBA H ONONACKHBAIOT

GOJNBIIMM KOJMYECTBOM BOJ(bI, YTOOR! YJQTHTh BCE CJEB MOIOILIENO CpezcTBa.

Henocpezcreenno nepen ucnons3osanuem o6opyI0BaHHE ONONACKHBAIOT CBEPXY
AOHH3Y U C BHEIIHEH K BHYTPEHHEH CTOPOH BOJIOM, HE colepiKamieii YacTHil.

Cnenyer u3GeraTh o0pa3soBaHWs Iy3HIDBKOB BO3LyXa B HCCIIElyEMOM
npenapare.

JU1s IpOBEPKH TPUIOJHOCTH YCIOBHM VIl NPOBEIEHHS TECTa, IPOBEPKHU
CTCK/IAHHOM 71ab0paTropHOi MOCYJbI M HCIOAB3YeMOH BOABL, BBIMOJHSIOT
CIEAYIOIMH TECT: ONPEACNA0T NPHCYTCTBHE MEXAHHYECCKAX BKIIOYCHMIT B
5 obpasnax mo 5 mu BOJEBI, HE coacpxamiei yactun., Ecam i o6beIHHEHHOM
mpoObl BOABI 00BEMOM 25 MI YHCIO YacTdi pasMepoM 10 MkM wim Gonee
UpEBBINACT 25, TO Mephl INPEIOCTOPOXHOCTH ISl NPOBEICHHS Tecta
HEIOCTATOYHBL.

IlonroToBuTeNbHEIE STANlBI CIEIYET MOBTOPATH JI0 TEX MOP, IOKA YCIOBHS,
nabopaTopHasi IOCY/1a U BOJIA HE CTAHYT IPUTOIHBIME JUIS IIPOBEAEHHS TECTA.

Merommka. 3 ¢uakona BMecTMOcTBIO 50 Ma mam 10 ¢drakoHOB
BMECTUMOCTEIO 10 MJT 0CBOGOK/AIOT OT BHEIIHEH YIAKOBKH M GYMaj)KHBIX THKETOK.

OnonackHBaloT BHEIIHIO IIOBEPXHOCTh (IaKoHa NPOGHIBTPOBAHHON HIH




COOTBETCTBYET 3KCMEPTHOMY D TUETY
HI ot 04.05.2023 N2 8509 C. 35
(Bxopawui M3 N242335638)
J€HOHHM3HPOBAHHON BoJoi. CoxepKumd -

ME/UIEHHO TiepeBopaynBas ¢uakoH 20 pas. BHEmHIO HOBEPXHOCTH (hIaKoHA
NPOMEBIBAIOT MOJ CIpyeil BOIBI, HE COAEpXaNIeif YacTull, ¥ YAALAOT KOJIIAYOK,
HE moJiBepras KOHTaMUHAIuH. [ly3hippku BO3lyXa ynaiusior, ocraBiisisd (JaKoH
CTOATh B T€YCHUE 2 MHH, WX 00pabaThIBAIOT yILTPa3ByKoM B TeueHue 30 c.
ITpoussogar pazrepMémsamno (nakoHa BMECTHMOCTBIO 50 MJI M TOMEIIAIOT
CYCTYHK IPOOE! B CEPECMHY PacTBOPa. AKKYPaTHO NEPEMEIIHBAIOT COACPKIMOE
uraxkona, Bpamas ero B pykax. Comepsumoe (IakoHOB BMECTHMOCTHIO 10 M1
O0BEIMHSIOT M TIIATEJBHO NepeMenmBaoT. OTOMpaloT He MeHee YeTHIpEX 1pob
[penapara, Kax/jas U3 KOTOPEIX HE MeHee 5 M, B CBETO-3alMIICHHBIN CYETYHK
yacTull. IloACUMTHIBAIOT B KaXIOH IpoGe KONMYECTBO HOPMHPYEMBIX YACTHI[
(10 Mxm 1 25 MkMm). He yunTHIBAIOT PE3yIBTaT ONpPEACTCHHAS 1A nepBoii mpobEI.
Cpennee 3Ha4eHMe KOJMYECTBA YACTHIL BO (IIaKOHE HCIBITYEMOTO MperapaTa

(X) Beraucnsior mo dopmye:

PxD
V r

X =
rae: P — cpejiHee 3Ha4eHHe KOJIMYECTBA YacTull B pobe, pacCYUTAHHOE 110
TpeM npobam;
D — o6bem nipenapara Bo (1akoHe, B MEIUTHINTpaX;
V — 06beM mpo6bl, B MIJUTHIHTpAX.

Memoo 2 (c ucnonvzosanuem unsicekmopa obwemon 1 mn).

Hna nenbrranus otéupaior 1 ¢nakon BMectumocTsio 50 Mi win 1 diakos
BMECTHUMOCTBIO 10 mu1.

Hcnbiranie NpoBOAAT B COOTBETCTBHHM C METOIMKOMN, ONMMCAHHON BBIIIE,
oTOMpas He MEHee YeThIpeX Npo6 penapara, KaKaas 13 KOTOPhIX He MeHee 1 Mu, B
CBETO-3alIMIICHHBI CYCTYHMK YacTHll. He yuHTHIBAIOT pe3y/IbTaT OnpeieneHus yid

1epBoii nIpobEI.




HIT ot 04.05.2023 N2 8509 C. 36
(Bxopawwi M3 W=4Z239698)

Mounexynisipao-maccoBoe pacnpe, 2

SKCKIo3uoHHOI BOXKX.

Hopma. Moromep — He MeRee 92 %; cymMa arperaTos — He Gotee 8 %.

Peaxmueui:

Kamns marunpodocdar (Molecular biology grade, Merck, xar. Ne 529568
WJIH aHAJIOTHYHOT'O KayecTBa)

HAuxamas ruppodocar (Analytical grade, Merck, xar. Ne 137010 mwm
AHAJIOTHYHOT'O Kaqecmé)

Kamist xiopun (Analytical grade, Merck, kat. Ne 104936 uiu aHaJIOrMYHOro
Ka4yecTBa)

Oranon (wis BOXX, Sigma-Aldrich, xar. Ne 02854 wim aHaTOrHYHOIo
Ka4yecTsa)

I'yamununa rappoxnopun  (Molecular biology grade, Sigma-Aldrich,
KkaT. Ne G3272 niy aHaJIOrM4HOrO KayecTpa)

Boga, npomemman yepes cucreMy BHICOKON OYHCTKH Milli-Q Merck, wiu
AHAJIOHYHOTO Ka4ecTBa

ITnaue6o-pacteop npenapara (HJ] dupMs1), npousBouTens «J1-p Pepma’c
Jlabopatopuc Jita.», Mamus wim AO «P-Dapmy», Poccns.

Cmanoapmnuiii obpasey. Ctaniapasiii o6pasel putyKkcumaba (H ¢pupmer),
npounssoauTenkb «/1-p Pepn’c JlaGopatopuc Jlta.», Mumus.

Pacmeop A. K 27,2t xamus muruapodocdara u 18,65 r xamus XJIOpHAa
npuGaBisiior oKkono 700 M BOJBL, MEPEMEIIHBAIOT NpHA MOMOIIM MAarHUTHOM
MCIIAIKH 70 MOJHOI0 PaCTBOPEHHSA, IIEPEHOCAT PACTBOP B MEPHBIH IMIIMHIPD

BMECTMMOCTBIO 1 J1, 10BOIAT 06BEM pacTBOpa 210 1 J1 BOJION U IIEpEMEIIHBAIOT.

Ilpameyanne. IIpu HEOGXOAMMOCTH MOXHO IIPHTOTOBHTE YMEHBIIEHHOE
BABOC KOJHYECTBO pacTBopa A. JIs 5TOr0 INEPECYHTHIBAIOT KOJIHYECTBO
HCTIONIb3yEMBIX PEaKTHBOB COOTBETCTBYIOIIMM 0GpasoM.

PacTBop MCIOIB3YIOT CBEKEMPHIOTOBICHHEIM.
Pacmeop B. K 69,7t muxamus ruppodocdara u 37,3 r xamus xiopuza

NpHGABILIOT 0KOMO 700 M BOABI M IEpPEMEIIMBAIOT IPH TIOMOIM MarHUTHOMR

COOTBETCTBYET SKCNEPTHOMY OTYETY




HIT ot 04.05 ECES Nz 85058 C, 37
(Bxoaswwmit M3 N24239638)

MCHIAJIKH JIO0 IIOJIHOI'O PacTBOPEHHA, IIC

BMECTHMOCTBIO 2 JI, JOBOAAT 00BEM pacTBOpa /0 2 J BOAOH U IepeMEIIMBAIOT.

Ilpameyanue. [Ipx HEOOXOAMMOCTH MOXKHO IIPHIOTOBHTH YMEHBIIECHHOE
BIBOE KONMYECTBO pactBopa B. 11 3TOro mnepecYHTHIBAIOT KOJIMYECTBO
HCIOJIb3YEMBIX PEAKTHBOB COOTBETCTBYIOIIMM 06pa3oM.

PacrBop ucnons3yior cneménpnm'ronneHHmM.

Hoosusxcras asa (IIV) (200 MM xanuii-pocgamusiii Gygep ¢ 250 MM
kanusn xnopuoom, pH 7,0 + 0,1). K 800 mx pactBopa A npuGapismor 1400 M
pacTBopa B M mepeMemmMBalOT Ha MAarHWTHOM MEIIAIKE B TEYEHHE 5 MHH. ITpu
NIOCTOAHHOM NEPEMENMBAHAM HA MATHHTHON MEIIAIKe IPOJI0JIKAIOT PHGaBICHAE
pactBopa B (mpumepno mo 5— 10 M) go goctmkenns pH 3mauenus 7,0 +0,1.
OUIBTPYIOT Yepe3 MeMOpaHHEIH GUIBTP ¢ pasmepoM nop 0,45 MKM H JIEra3supyioT

B yJIbTPa3BYKOBOM BoJisiHOM GaHe (6e3 Bakyyma) B Tegerue 10 MuH.

Ilpumedanue. IIpu HEOGXOAMMOCTH MOXKHO NPUIOTOBHTh YMEHBIICHHOE
BJ[BO€ KOJMYECTBO IIOABMXHOM (asbl. Il 3TOr0 NEPECUMTHIBAIOT KOJIHYECTBO
HCIMONB3YEMBIX PEAKTHBOB COOTBETCTBYIOIMM 00pa3oM.

Cpoxk roguocTd nouerxHOM $assl 14 cyT npu XpaHeHHH IIpH TEMIIEpaType
or2 o 8 °C.

Pacmeop smanona. 100 Ma1 5TaHO/A TOMEMIAIOT B K016y BMECTHMOCTBIO 1 11,
npubasnssior 400 M BOABI M IEPEMEIIHBAIOT.

Cpox roarocTH pacTBOpa 1 Mec ipi XpaHeHHH NPH KOMHATHOH TEMIIEpaType.

Hcnvimyemoii  pacmeop. X M1 mpenapata  [OMENAOT B
MHKPOLCHTPU(DYXHYI0 ~ MPOOMPKY  BMECTHMOCTHIO 2,0 MU, npuOaBIIAIOT

(400 — X) mxor mnaneGo-pacTBopa Npenapara U nepeMeLIHBAIOT.

Ipumevanus
1. O6bem npenapam (X, MK1), HEOGXOUMBIH JIsl IPHIOTOBIICHHS PACTBOPA,
BBIYHCIISIOT I10 Q)opmyne = X 400, rne C — koHUeHTpamus npenapara, B Mr/Mi (110

pesyabTaTam Konmecmeuuom OLpPE/ENEHUs. PUTYKCHMaba MM W3 JaHHEIX
ceprudukara aHanu3a npenapata «Peurykc®y), 5 — komruecTso puTyKcHMaba B
1 MJI HCIIBITYEMOT'O PacTBOpA, B MT.

COOTBETCTBYET 3KCNEPTHOMY TLETr




COOTBETCTBYET 3KCMNEPTHOMY OTYETY
HII ot 04.05.2023 N= 8505 C. 38

SO0

(Bxopswmi M3 N24239698)
2. O6BEM HCIBITYEMOTO pacTBOpPa Mmﬁmmmrmmmm—
it 5TOro  NepecYMTHIBAIOT  KOJHYECTBO  HCHOJNB3YEMBIX  PEAKTHBOB
COOTBETCTBYIOIIUM 00pa3om.

PacTBOp HCIIO/IB3YIOT CBEXENPHIOTOBIEHHBIM.

Pacmeop cmandapmnozo obpasya pumykcumaba. 100 MKJI CTaHZApTHOIO
obpasna puarykcumaba (HI[ ¢upmel) moMemaior B MHKpOLNEHTPH(YXKHYIO
MPOGHPKY BMECTUMOCTHIO 2,0 My, mpuGassnor 100 Mk mianeGo-pacTBopa

Ipenapara u lepeMeIlnBaioT.

IIpumevanue. OGbeM pacTBOPa CTAHAAPTHOIO 06pa3La pATYKCHMAta MOKeET
OBITh H3MEHEH MO HEOOXOMMMOCTH. J[isi STOr0 MEPECUYMTHIBAIOT KOIMYECTBO
HCIOJB3yEMBIX PEaKTHBOB COOTBETCTBYIOIIAM 00pa3oM.

PacTBOp HCIIONB3YIOT CBEKENPHTOTOBIEHHBIM.

Pacmeop 0ns  nposepxu  uyecmeumenvocmu  xpomamozpaghuyeckoti
cucmembl. X MKJI CTaniapTHoro obpasia purykcumaba (HJI GpupMer) moMeIaioT B
MMKPOLEHTPH(YXHYI0  mpoGHpKy  BMmectuMocTHIO 0,5 M,  TpHGaBIAIOT
(100 — X) mx1 mtane6o-pacTBopa npenapara u nepeMeNIHBaioT.

Ilpumeuanne. OGbeM cTaHmapTHOoro obpasuya putTykcumaba (X, MKi),
HEOOXO/MMEIH JUIA IPUIOTOBJICHHA PACTBOPA, BEMYHUCIIIOT 1O hopMyJIe: -:— X 100,
0

rze Cp — KOHLEHTpaLus CTaliapTHOro 0Gpasia putykcuMaba, B Mr/mil (M3 JaHHBIX
cepTH(HKaTa aHaqM3a CTaHZapTHOro obpasua purykcumaba), / — KOJHYECTBO
purykcuMaba B 1 Ml pacTBopa 1ociie IepBOro pasBe/CHHUs, B M.

10 MK 1OTyYeHHOro pacTBOpa IOMEINAIOT B MPOOGHPKY BMECTHMOCTBIO
1,5 mun, npubasnsor 990 M miane6o-pacTBopa npenapara 1 MepeMelHBaIoT.
PacTBoOp HCHIONB3YIOT CBEKENPUTOTORIEHHBIM.
Xpomamozpaghuueckue ycnoeus .

ITpu6op Waters HPLC system wiM aHaJlOrMYHBIM,
060pyNOBaHHEIH IUOAHO-MATPHYHEIM
cnekrpodoToMeTprueckuM aerekropom (PDA-
JETEKTOp) MM  CHEKTPO(OTOMETPUYECKHAM
JIETEKTOPOM C TIEpEMEHHOM JHHO# BoTHEL (Y P-

JIETEKTOP)



COOTBETCTBYET 3KCMEPTHOMY OTYETY
HII ot 04.05.2023 N= 8509 C, 39
(Bxooswwi M3 NE4239698)

Kononka | 300 M
SWXL (Tosoh Bioscience, kar. Ne 08541) wiu
aHaJIOrHYHas

ITpenxononka 40 mm x 6,0 mm, TSKgel SWXL Guardcol

‘ (Tosoh  Bioscience, xar. Ne 08543) wmm

aHAIOrHYHAas

o 200 MM xamii-ocarurit Gydep ¢ 250 MM
Kayms xjopugom, pH 7,0 + 0,1

Ckopocts motoka 0,5 mu/mun

I'panuent H3oxparuueckuii

Temnepatypa xononku (25£2)°C

Temnepatypa oGpasia @ 3)°C

Herexrop PDA wmu YO, 215 um

Harpyska 6eska Ha KOJIOHKY 25 Mkr

Bpewms xpomarorpaguposanns 30 mun

Tpozpammer xpomamozpagpuposanus

Kanan A * Kanan B Kanan C
Bpemsi (Mun) Bona PacTBop 3Tanona noe
(%) (%) (%)
PexoMeHanui 110 HHUIHATH3AUE HOBOM KOJOHKH
0-30 100 0 0
31-170 0 0 100
YpaBHOBEHINBAHHE KOJOHKH
0-50 0 0 100
Anams :
0-30 0 0 100
PexoMeHaanuu 110 0YHCTKE KOJIOHKH
0-30 100 0

31-90 0 - 100

PexomenIanmu 1o XpaHeHHIO KOIOHKH

0-60 0 100 0




HJT ot 04.05.2023 N2 8509 C. 40
(Bxoasuwwid M3 N=4239638)

COOTBETCTBYET 3KCNEPTHOMY OTYETY

[IpoBORAT MpaliMHHT BCEX KAHAJIOB COUTBCTCTBYIOTMMA PACTEOPAMIT:
IIpy_¥CHONB30BAHWM HOBOM KONOHKH NPOBOJAAT €€ WHULHATH3ALHIO B

COOTBETCTBHH C IPOTPaMMOii XpoMaTorpadhupoBaHus.

IIpoBOAAT ypaBHOBEIIMBAHME KOJOHKH B COOTBETCTBHH C IporpamMMOoii
- XpOMAaTorpagpupOBaHus.

B xpomarorpad BBomaT 5 mxi Boxsl. Eciu Gazosas nMHHS He cTabuibHa,
NPOLCAYPY MOBTOPSIOT A0 €€ CTaGHIM3aNuH.

B xpomarorpad BBoasT mo 5 M1 muianeGo-pacTBopa mpenapara, pacTBopa
CTaH/IapTHOTO 00pasia pUTYKCHMaba M NpOBOAST BH3YaNbHOE CONOCTABJICHHE
NOJNYYEHHOTO TPODHIs NHKOB C TIpoQHIEM IMKOB Ha pHCYHKe 26

(KOHIMIIMOHUPOBAHHE KOJIOHKH).

Ipameyanus

IIpy ¥CIIONB30BaHMKM HOBOM KOJIOHKH:

1. Ilnanebo-pacTBOp mpemapara BBOAST TONLKO IOCIE IIpOLIeAY P
KOHIUIIMOHMPOBAHHUS KOJIOHKH.

2. Bo Bpemsi KOHIMIMOHMPOBAHMS KOJOHKH PacTBOp CTaHJapTHOro obpasua
puTykcnMaba BBOAAT 3 pasa JUist JOCTHIKEHHS YCTOHIHBOIO npoduis mukos. [Ipu
HEOOX0JUMOCTH IIPOLEAYPY IOBTOPAIOT.

B xpomarorpag BBoxaT no 5 MK 1uiane6o-pactsopa mpenapara («xoJocTas
npoGa»), pacTBopa CTaHAapTHOro obpasua putykcumaGa (2 pasa) m 25 MKI

pacTBopa JUls IpPOBEPKH YYBCTBHTEILHOCTH XpOMarorpaduueckoil CHCTEMEI
(1 pa3s).

Wnentudukanus i HHTErPUPOBAHKE TTHKOB.

Hnentu¢ukanuio U HHTCIPHPOBAHAE IUKOB TPOBOJAT B aBTOMATHUECKOM
pexuMe. |

Aemomamuueckuii pedicum unmezpuposanus

Ilapamerpsl  aBTOMaTHYECKOrO0  pexmMa Ui cucTeMsl  Waters
C nporpamMmMHeIM = obecniedeHueM Empower 3.0 MiM aHAIOTHYHBIM yKa3aHEI
B Tabmane 3. Tlpu pacyerax W MHTEIPHPOBAHHH HE YYHTHIBAIOT IHKH XOJOCTOM
npoOkL. Jlisi HCKIIOYEHHSA MHKOB XOJNOCTOH IPOGHI MOXKHO BOCHOMB3OBATHCS

QyHKIMEH BBHYHTAHMS XPOMATOIPAMM XOJOCTON NPOGH W3 XpOMaTorpaMm



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
HJI ot 04.05.2023 N= 8509 C. 41
(Bxogswwit M3 N24233698)
pacTBopa  CTaHJApTHOrO  0Opasna
COOTBETCTBEHHO, ¢ XpoMaTorpapu4eckoro  HpOrpaMMHOTO

obecrnicueHus.

ITOMOILBIO

Tab6mmuna 3. [TapaMeTpHI pexuMa aBTOMATHYECKOT0 HHTErPHPOBAHKS UL

cucreMmel Waters.

Iapamerp YcranoBJieHHOe 3HAYEHHE YcranoBiaennoe
(pacrBop cranaapTHoro 3HAYeHHe
o0pasia putykcumata H | (pacTBoOp ISt XIPOBEPKH
HCNIBITYeMBIH pacTBop) YYBCTBHTEJIbHOCTH

XpoMarorpaduyeckoi

CHCTEMBI)

Anroputm
HHTCTPHPOBAHUSA Apex track Apex track
(Integration algorithm)
Bpems Hauana
Bpems oxonuaHus M 4
(End time) | 23 mMun 18 Mun
IIupuna nuka
(Peak Width) 350 (ot 100 zo 700) 350 (ot 100 mo 700)
Iopor uaTerpHpoBanus
(Threshold) 60 (or 10 mo 100) 60 (ot 10 go 100)
Touka KoHIA nTHKa ‘
(Touchdown) (%) 0,050 (ot 0,01 mo 0,1) 0,00 (ot 0,00 o 0,1)
MuHHMaTbHAs BHICOTA '
(Minimum height) 200 (ot 100 oo 500) 200 (ot 100 o 500)
MuHuUMaTBHAS IUIOINAb 0 0
(Minimum Area)
s i or 20 o 23 mun* -
«J10JIMHA/ TOTTHA)
Hetextupopars mie4n " i
(Detect shoulders) ot 17,5 0o 20 uan
3ajlaHue MIMPHHbI IIHKa
U1 pa3MEeTKU ITHKOB- ot 17,5 no 20 Mun
Hae3/THUKOB 50 (ot 10 mo 100) time -
(Tangential skim window (17,5 mun*)
Set peak width) (c)

* Bpemst Hauana ¥ OKOHYAHHA MHTErPUPOBAHASI MOXKET GBITH CKOPPEKTHPOBAHO Ha
OCHOBaHHH BPEMEHH BBIX0/1a OCHOBHOTO IHKA.

Ilpumeuanne. B ciyuae, eci MKY HE MHTETPUPYIOTCS ABTOMATHYECKH, TO -
TIpH pa3sMETKe IIAKOB NPUMCHAIOT KOPPEKIHIO 6a30BOM JIMHUM WIH PYIHOH PEXHUM
HHTETPUPOBaHUA. BBIYHTAIOT IMKM XonocTodf mpoGe. HHTErpHpyioT NUKH B



COOTBETCTBYET 3KCMNEPTHOMY OTYETY
HI ot 04.05.2023 N= 8509 C. 42
(Bxoaswwmi M3 N=4233638)
uHTepase 10 — 23 MuH: MHK MoHOMepa ( i -

IHKH arperatoB (IIMKH 10 THKa MOHOMEpA), THK HU3KOMOJIEKYJISIPHBIX COEIMHEHHI
(MK C OTHOCHTENILHEIM BPEMEHEM Y/ICP)KHBAHHS 110 NIMKY MOHOMEpA OKoJio 1,2).
Hurerpupyior no 6a30Boif JMHMM OT Hayaja IMKOB arperaToB J0 KOHLA IMKA
HH3KOMOJICKYJIAPHBIX COC/TMHCHHH, OIlyCKas NEPNEHANKYIAPLI K 6a30BOMH JIMHUH OT
Havajla NHKa MOHOMEpa M Hayaja IHKa HH3KOMOJICKYJSAPHBIX COEIMHEHHH (CM.
puc. 26 — 27). Ecim Ha XpoMaTorpaMMe PHCYTCTBYET MUK HU3KOMOJIEKYJIAPHBIX
npumeceii (LMW-1) B Buzie «Hae3iHMKa», HHTErPUPOBAHHE NPOU3BOST COTIACHO
pucynkam 31-32. B ciyuae, eciH NMKM pasjencHsl 10 6a30BOH JIMHHH, MX
HHTETPUPYIOT OTAEJIBHO, 110 6a30B0ii JIMHHK OT Hayasa 10 KOHLA ITHKA.
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Puc. 25. Tunuunas xpomamozpamma «xonocmoii npo6i» pacmeopa

cmanoapmrozo obpasya pumykcumaba
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Puc. 26. Tunuunas xpomamozpamma pacmsopa cmanoapmrozo obpaszya
pumykcumaba (6 macuimabe NOTHOU WIKANBL) C YKAZAHUEM PASMEMKU NUKOE npu

UX unmezpupoeaduu




COOTBETCTBYET 3KCNEPTHOMY OTYETY

HI ot 04.05.2023 N2 8509 C. 43
(Exopauui M3 FE47I9698)
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Puc. 27. Tunuunas xpomamozpamma pacmeopa cmandapmnozo o6pasya
pumykcumaba (6 macuimabe, coomeemcmeayiouem nukam npumeceti) ¢ yKasanuem

PasMemku RUKO8 Npu ux UHMezpuposanuu

Xpomarorpaduueckas cHCTEMa CYHTAETCS NPHIOJHOMN, €C/IH BHINOIHAIOTCS
caeayrounue tpeboBaHmus:

1. Ha xpomarorpammax pacTopa crangaptHoro o6pasiia putykcumata

— OTHOCHTEJIbHOE CTaH/APTHOE OTKJOHCHHE BPEMEHM Y/AEPKUBAHHA MHKA
MOHOMepa He Gonee 2,0 %,

— OTHOCHMTEJIbHOC CTaHJapTHOE OTKJIOHEHHE CYMMAapHOM IUIOMAAM ITHKOB
arperartoB He Gonee 15 %;

— (akTop acummeTpuH nuKa MoHoMepa ot 0,8 10 1,5;

— pa3speleHHe R MeX1y MHKOM MOHOMepa M OmKaliiuM K HeMy NHKOM
arperara He MeHee 1,5.

2. Ha xpomarorpamme pacTBOpa Ui INPOBEPKH 4YBCTBHTEJIbHOCTH
XpOMaTOrpapueckoi CHCTEMBI OTHOLICHHE CHIHAN-IIYM A NHKa MOHOMEpa

putykcumaba He menee 10.

Ipumeuanue. IIpn HECOOTBETCTBMM XpoMaTorpaguYeckoil CHCTEMSI
KPHTCPHAM TPHrOJIHOCTH, NPOLEAYPY NOBTOPsIOT. Eciau mocie MoBTOPHOro
NPOBEACHHS NpPOUEAYPbl XpomaTorpaduyeckas CcHCTEMa HE COOTBETCTBYET
KPUTEPHSAM NPUTOAHOCTH, MPOBOAAT OLECHKY APYTHX MApaMeTpOB CHCTEMbI, TAKHX
KaK MoJIBMKHas (asa, KOJOHKa U Jp.



COOTBETCTBYET 3KCMNEPTHOMY QTYETY
HJT ot 04.05.2023 N= 8509 C. 44
(Bxopawmit M3 N242359658)

B xpomatorpad BBOAAT 10 5 MK 1 -
npoGa»), HCIBITYEMOro pactBopa (2 pasa) M pacTBOpa CTaHJapTHOro oGpasia
putykcumaba.

Ilpumeuanne. Pactsop cramzaprHoro ofpasua puTykcumaba BBOJAT B

KOHIIC IIHKJIA M3MEPEHUIi H, IPH HEOOXOJMMOCTH aHAIH3a HECKOJIBLKUX 06pa3loB
NOJPSL, M0C/e KaX/ABIX JecaTH 00pa3iioB.

IIpoBozaT MACHTHOHKALMIO U MHTEIPHPOBAHHE NIHKOB HAa XPOMATOIPaMMax
HCHBITYEMOI0 pacTBOpa M pacTBOpa cCraHiapTHoro ofpasua putykcumaba B
COOTBETCTBHH C NpOLEAYpoOi, omnucaHHoif B paspene «Muaentudukauus u

HHTCIPHPOBAHHUE ITHKOBY.
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Puc. 28. Tunuunas xpomamozpamma «xonocmoii npobuiy ucnsimyemozo pacmeopa
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Puc. 29. Tunuunasn xpomamozpamma ucnsimyemozo pacmeopa (6 macuimabe

NOJHOU WKANbL) C YKA3AHUEM PAZMENKU NUKOE NPU UX UHMEZPUPOSAHUU
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Puc. 30. Tunuunas xpomamozpamma ucnsimyemozo pacmeopa (6 macumabe,

COOMEEMCMEYIoueM NUKAM NpuMece) ¢ yKasanuem pasmemxiu nUKoe npu ux

UHmMezZpuposanuu
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Puc. 31. Tunuunas xpomamozpamma ucnvimyemozo pacmeopa (¢ macumabe

NONHOU WiKansl) ¢ ykasanuem pazsmemxu nuxa LMW-1 6 cayuae ezo npucymecmeus
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Puc. 32. Tunuunas xpomamozpamma ucnsimyemozo pacmeopa (6 macumabe,

coomeemcmeyloujeM nukam npumecelil) ¢ ykasanuem pazmemxu nuxa LMW-1 e

cayyae e2o npucymemeus



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
HII ot 04.05.2023 N= 8509 C, 46
(Bxoamwwmin M3 NE4239638)

PesynbTaTsl aHamH3a CYMTAIOTCA [
pacTBopa CTaHXapTHOro oGpasua pUTyKCHMaba, MOJNyYEHHBIX NpPH ONpE/eNeHH
IPArOJIHOCTH XPOMATOrpaduyeckoil CHCTEMBI B Ha4ale M B KOHIE aHAIM3a,
BBIIONHAIOTCA  CICAYIOMME TpeOOBAHMA NPUrOAHOCTH XPOMATOTPabHUeCKOlH
CHCTEMBI:

— OTHOCHTE/IbHOE CTaH/IAPTHOE OTKIOHEHHE BPEMEHH YIEpP)KMBAHHMS ITHKA
MoHOMepa He 6ouee 2,0 %;

— OTHOCHTCJIBHOC CTaH/JapTHOC OTKIOHEHHE CYMMApHOM IUIOMANH ITHKOB
arperaroB He Gonee 15 %;

— (akrop acumMmeTpun uKa MoHOMepa or 0,8 10 1,5;

— paspelenne R Mexay IHKOM MOHOMeEpa M GMMKalIIM K HeMy IHKOM
arperara He meHee 1,5.

Hpumeyanue. IIpy HECOOTBETCTBMM XpPOMATOrpadMyeckoil CHCTEMEI
KPUTEpHAM  NPHCMIEMOCTH, PAacCCYATAHHBIM 10 HHXCEKIHAM  pacTBOpa
CTasJiapTHOro obpasia putykcumaba B Hayalne W B KOHIE aHallH3a, KOJIOHKY
TIPOMEIBAIOT COIIACHO MpOrpaMMe Xpomarorpadupopanus. Eciu npoMbIBaHHE He
YJIyqIIacT TIOKa3aTend CHCTEMBl, BBOAAT 110 50 MKJI pacTBOpa TIyaHHIMHA
THApOXJIopU/ia (5 pa3) ¥ MOBTOPSIOT aHAIH3.

lIpuroToBieHHe pacTBOpa TyaHWIMHA TMAPOXJOPHAA. 7,6 T ryaHdiHa
THAPOXJIOPHAA NIOMEIAIOT B MEPHYIO K0JI0y BMeCTHMOCTEIO 10 MII, I0BOAST 00BEM

BOJIO# 10 METKH M NIEPEMEIIHBAIOT.
Cpok rogaocTH pactBopa 7 CyT Npu XpaHeHHH IIpH KOMHATHOM TemIieparype.

Ilo oxkoHYaHuH aHamM3a KOJOHKY TNPOMBIBAIOT COTJIACHO IiporpamMme
XpoMaTorpadupoBanus.
Kononky xpaHAT IUIOTHO 3aKkphITOH ¢ oGomx KOHIIOB, 3amoJjIHEHHOM

PacTBOPOM 3TaHOIA.

Yuem pesynomamos
Hcnione3yior nporpamMmuoe obecneyenue Empower wumm anaioruusoe
(dbopmynsl pacuera mnpencTaBIEHB I undopmanuu). Pacuer comepixaHus
ONpeeNAeMBIX KOMHbHeHTOB MPOBOJIAT METOJIOM BHYTPEHHEH HOPMAIH3ALIUH.

Coneprxanue MoHOMepa B polieHTax (X) BRYACISIOT HO dopmye:



COOTBETCTBYET 3KCMNEPTHOMY OTYETY
HT ot 04.05.2023 Ne 8509 C. 47
(Bxopswwi M3 N24233638)

Sm
X ==—x100,
L5
rae: Sm — INIOIOanb IMHKa MOHOMepa Ha xpomarorpaMme HCHHTyeMOFO pacraopa;

2 §s — cymMMa momajeil BceX MHKOB Ha XpOMAarorpaMMe MCHIBITYEMOTro
pacTBopa 3a MCKIIOUCHHEM IIHKOB IU1ane60-pacTBOpa Mpenapara 1 MHKa BEINecTB
HEOEJIKOBOH NPHPOABI C OTHOCHTEIBHEIM BPEMCHEM YAEpXHBaHUA (IO NHKY
MOHOMEpa) okoJIo 1,4.

3a pe3ynbTaT aHaIN3a NPHHAMAIOT CPE/IHES 3HAYCHUE H3 JBYX BHEIYHMCIICHHIA.

Conepxanue arperatos B nponenTax (¥) BEMUCISIOT 10 ¢dopmyne:

2 Sa
X Ss

rae: X S, — cyMMapHas IUIOIAAb IMKOB arperaTtoB Ha XpoMaTorpamme
HCIBITYEMOI0 PacTBOpa; '

Y= X 100,

% S — CyMMa IUIOINajiell BCEX IHKOB Ha XpOMaTorpaMme HCIBLITYEMOIo
PacTBopa 3a HCKIIOYEHHEM ITHKOB IU1a1e60-pacTBopa npenapara U IIMKa BEECTB
HEOEIKOBOK NPHUPOLB ¢ OTHOCHTEIBHBIM BPEMEHEM Y/CPXKMBaHHA (IO IHKY
MOHOMepa) okoJio 1,4.

3a pe3y/IbTaT aHAIH3a IPUHAMAIOT CPEHEE 3HAYCHUE U3 AABYX BBIYHCIICHHH.

Yucrora. Mcmeitanwe — mpoBOZST  METOHOM sJiekTpodopesa B

TnonHakpanamMuaHom reie ¢ Na-JIJIC B BoccTaHaBIMBAIOIUX YCIOBHSIX.

Hopwma. Ha snextpodoperpamme ucnmrryemoro PacTBOpa JB€ OCHOBHEIE
TIOJIOCKL, COOTBCTCTBYIONIHE MOJIEKYIApHEIM Maccam 25 kJla u 50 R,lIa, JIOJIKHEL
HMCTb  [OABHXXHOCTb, CPAaBHHMYIO C COOTBETICTBYIOUIMMH IIOJIOCAMH Ha
aNeKTpOdOperpaMme pacTBOpa CTaHIAPTHOIO obpasia purykcumaba. CymMmapHOe |
COZACPIKAHHUC OCHOBHEBIX II0JIOC JOJDKHO COCTABIIATH HE MeHee 95,0 %. '

Homyckaercs Haluyme JOMONHATENBHBIX MUHOPHBEIX M0JIOC, CyMMapHOe
COJIEpKaHUC KOTOPBIX JOJDKHO COCTAaBIATEH He Gounee 5,0 %.

Peaxmuewt u mamepuanw: o

Ha6op reneit Mini-PROTEAN® TGX™, 4-15% (Bio-Rad, xar. Ne 4561084‘ -
Hm 4561083, nm aHAIOrHYHEIIH)

2x Laemmli Sample Buffer Gybepnerit pactBop aus obpasnos (Bio-Rad,

Kkar. Ne 1610737 uim aHanorn4Horo kavecrsa)



COOTBETCTBYET 3KCMNEPTHOMY OTYETY
HI ot 04.05.2023 N= 8509 C. 48
(Bxopswmn M3 N24239698)
2-mepkanTostaHon  (Analytical - io=Rad; —Ne

aHAJIOrMYHOr0 KayecTsa)

Bytbepﬂmﬁ pabounii pacTBop i anexrpodopesa B cucreme SDS-PAGE
(10x  Tris/Glycine/SDS  running buffer, Bio-Rad, xar. Ne 1610732 wm
Kkat. Ne 1610772, niu MpUroToBIERHEIN K3 OTIEIBHEIX PEaKTUBOB)

TpHc(m,npoKcnmeTHﬂ)aMHHome_TaH (Merck, Kat. Ne 108382 W
AHAJIOrHYHOI'0 KayecTsa)

[Cmamian (Finar, xar. Ne 10721SG500 unu aHaIoruasHoro Ka4ecTBa)

Hatpusa noxemmicyasgar (Sigma—Aldric_:h, kaT. Ne L4509 mwnu aHamorugsoro
Ka4ecTBa)

Mapxkepsl MonekyispHO# Macchl Precision Plus Protein™ Kaleidoscope™
Standards (Bio-Rad, xat. Ne 1610375 mu ananorimasoro Ka4ecTBa)

Kucnorssni cunnit 83 (Coomassie brilliant blue R) (Analytical grade,
Sigma-Aldrich, xat. Ne B0149 wm araiorsasoro Ka4ecTBa)

Meranon (Analytical grade)

Jlensnas yxcycHas kucnota (Analytical grade)

Bopa, npomenmas gepes cucremy BEICOKOH 0YHMCTKH Milli-Q Merck, wm
QHAJIOTMYHOI'0 Ka4ecTBa

Cm&nc)apmnbzﬁ obpasey. CtaupapTHbli o6paser putykcumaba (H/I dpupmer),
npoussoauTeNs «/I-p Pexmn’c Jlaboparopuc JItn.», Unmus.

Obopyoosanue:

YcraHOBKa UL 3IEKTPOGhOpe3a B oIMaKpHIaMHAHOM resie (Bio-Rad, Mini-
PROTEAN™ 3 Cell; Hoefer, Mightly Small IT iu asasormasas)

[eiixep (Gel Rocker GeNei, GR-2, xat. Ne 107107GB win aHaJIOTHIHEIH)

Cucrema  renmp-JokymenTdpoBamms  (Bio-Rad Laboratories, Inc.,
Gel Doc™ EZ wnu ananoruunas)

Yyecmeumenvrocms memooda. 0,1 Mkr Genka.

Bydheprviii pacmeop ons obpazyos. 50 Mx 2-MEepKanToITaHOJIA IOMEIIAIOT
B MHKPOLICHTPH(YXKHYIO IPOGHPKY BMECTHMOCTBIO 1,5 MJI, npubasisior 950 mxn

2x Laemmli- Sample Buffer u nepememmpaior.




COOTBETCTBYET 2KCNEPTHOMY OTUYETY
HIO ot 04.05.2023 N= 8509 C, 49
(Bxopmwwmi M3 N24235638)

PacTBOp MCHIONB3YIOT CBEKENPHIOTOBICHHBIM:
Bydepnuiii pacmeop ona anexmpoghopesa. 100 mn GydepHoro paGouero
pacrBopa ans anekTpodopesa B chcreme SDS-PAGE IIOMEIAIOT B MEPHBIi
DHIHEAP BMecTUMOCTBIO 1000 Ma1, joBoxsT oObeM pacrBopa BomOH m0 11 m

NepeMeIHBaIOT.

IIpumeuanue. Jlns npurorosienus GydepHoro paGodero pacrBopa s
anektpopopesa B cucreMe SDS-PAGE wu3 ornensHmx peaktuBos 30,25 T
TpUC(TUAPOKCHMETHI)aMUHOMeTaHa, 144,14r roumusa u 10T Harpus,
Aozeuuicynb(ara NOMEMAOT B K0JIOY U3 AIOPAHOBOI'O CTEK/Ia BMECTHMOCTBIO 1 1,
coxepxkamtylo 800 mn  Boxmel. IlepeHocAT pacTBOp B MEpHBIA  IMJIMHAD
BMecTEMOCTEIO 1000 My, fmoBomaT oGvem pactsopa Bozod g0 1000 M H
IepEeMEILHBAIOT. ‘

Cpox roxHocTd pacTBopa 6 MeC NpH XpaHEHHH IIPH TeMIeparype oT 2 1o
8 °C.

PacTBOp HCIONB3YIOT CBEXXEIPHUIOTOBICHHEIM.

Kpacswuii pacmeop Kymaccu. 2,5 r xucnotHoro cunero 83 (Coomassie
brilliant blue R) momemaior B kony M3 TeMHOro GOPOCHIMKATHOIO CTEKIA
BMECTUMOCTBIO 21 © npubaBisior 900 M MeTaHoj1a, NEPEMENIHBAIOT 0
pactBopenust, npubasisior 200 M1 TesHON yKCyCHOM KuCaoTH M 400 M BOZEL,
NEPEMEIIHBAIOT Ha MAarHUTHOM MeInaike B TedeHue 1 4. JloBoasat o6seM pacTBopa
BOZO#1 10 2 11 ¥ GRIBTPYIOT yepe3 GyMaskublit Gpuistp Batman Ne 1.

Cpok romHocTd pacTBOpa 6 MEC IpPH XpaHEHMH B KOJIGE H3 TEMHOTO
OOpPOCHIIMKATHOTO CTEKJIa IPH KOMHATHOM TEMIIEpaType.

Obecyseuusarowuii pacmeop. 400 M metanosa, 100 M JTeaAHOM YKCYCHOM
kucnotsl, 500 M1 BOABI HOMEIAIOT B IUIACTHKOBYIO KOJGY BMECTHMOCTHIO 1 I,
THIATEJIBHO [IEPEMEIIHBAIOT.

CpOK rogHOCTH pacTBopa 6 MEC PH XPaHEHMH IPY KOMHATHOM TeMIleparype.

Henvimyemviii pacmeop (0,5 mxe/min, nazpyska 10 mkz). 100 mxn npenapaTta
Pa3BOZAT BOJIOH /{0 KOHIEHTpanyu 1 MI/mi, HEpeMelInBaiOT Ha BOPTEKCE B TEUCHHE

3 —5 ¢ Ha MakCHMAJIBHOM CKOPOCTH M OCAKLAIOT COJIEPX)KMMOE KpaTKHM (OKOJIO

30 ¢) uenTpudyrupoBaHueM.



HJI ot 04.05.2023 N2 8509 C. 50
(Bxopswwi M3 NE4239698)

20 MKJI HOJIy4E€HHOTO pacTBopa U 26
NOMEMAIOT B MHKPONEHTPH(YXKHYIO mpoOupKy BMecTHMOCTBIO 0,5 M,
YKYNOPHBAIOT KPBIIIKOH, 94T00bl H30€XKaTh NONANaHKUsA BOJKI, NEPEMEIHMBAIOT HA
BOPTEKCE B TCYCHHE 3 — 5 C Ha MAKCHMAILHON CKOPOCTH, OCAXKIAIOT COIEPKHMOE
KpaTkuM (0k0110 30 ¢) ueHTpu(yrupoBaHHEM H [OMEINAIOT B KUISITYIO BOASHYIO
Gamto Ha 30 c. 3atem HeHTpHQYrupyioT npu ckopoctd 3000 06/MHH B TeueHHE
2 -5 mun.

PacTBOp MCMONIB3YIOT CBEKENPHUIOTOBIEHHBIM.

Hcxoonviii pacmeop cmandapmuozo obpasya pumyxcumaba (1 miz/min).
S0 MK cranpaptHoro obpasua purykcumaba (HJI ¢upMms) moMemaior B
MUKPOLEHTPH(YKHYIO TIPOGHPKY BMECTHMOCTBIO 1,5 M1, npubasisior 450 MK
BOJIBL, II€PEMEIMBAIOT HA BOPTEKCE M OCAXIAIOT COAEPIKHMOE KpaTkuM (OKOJIO
30 c) nentpudyruposanuem.

Pacmeop cmanoapmuozo obpasya pumyxcumaba (0,5 mxz/mkn, Hazpyska
10 mxe). 20 MK HCXOHOTO pAacTBOpa CTaHAApTHOTO o0pasia pHTYKcHMaba W
20 mxn GydepHoro pactsopa uis 06pasoB MOMEINAIOT B MHKpPOIIEHTPU DY KHYIO
NpoOHpPKYy BMECTHMOCTBIO 0,5 MII, YKYINOPHMBAIOT KpBILKON, 4TOGE M36eXaTh
TonajiaHKsA BOZEI, IEPEMENINBAIOT Ha BOPTEKCE B TEYEHHE 3 — 5 ¢ Ha MAKCHMAILHOM
CKOPOCTH, OCaX/IAI0T COACPKUMOE KPAaTKuM (0k010 30 ¢) HeHTpH(YrupoOBaHKEM H
NOMEIIAIOT B KMIAIMYIO BOIAHYIO Oanio Ha 30 c. 3ateM LEHTpHQYrHpYIOT IpH
ckopocti 3000 06/MuH B TeueHne 2 — 5 MHH.

PacTBOp HCHIONB3YIOT CBEKENPUTOTOBICHHEIM,

Pacmeop ona nposepxu uyecmeumenvnocmu cucmemer (0,005 mxe/micn,
Hazpyska (0,1 mxe). 10 MKI HCXOJHOTO pacTBOpa CTaHJAPTHOrO 06pasua
puTykcuMaba MOMEMAIOT B MHKPOLEHIPH(YKHYI0 NPOOGHPKY BMECTHMOCTHIO

1,5 M1, npr6asiisiior 990 MK BOJ(BL, IEPEMEINHBAIOT HA BOPTEKCE B TEYEHHE 3 — 5 ¢

Ha MakCHMAaJBHOM CKOPOCTH M OC@XIAIOT Colepkumoe KparkuM (okomo 30 c)

LEHTPU(YyTHPOBaHHEM.
20 mx mosrydesHoro pactsopa u 20 M Gy epHoro pactsopa s 0Gpasios

INOMCIIAIOT B MHKPOLCHTPHYXKHYIO mnpoOHMpKy BMecTEMOCTBIO 0,5 M,

COOTBETCTBYET 3KCMNEPTHOMY OTUYETY




COOTBETCTBYET 3KCMNEPTHOMY OTYETY
HI ot 04.05.2023 N= 8509 C. 51
. , (Bxonswmi M3 N24239698)
YKYNOPHBAIOT KPBINIKOH, 4TOOK H30exats-monansz HFSBOJIBE, - HEPCMCHIHBAIOT

L LB ard

BOPTEKCE B TEYCHHE 3 — 5 ¢ HA MAKCHMAIBHON CKOPOCTH, OCAKAAIOT CONEPKUMOE
KpaTkuM (0kouio 30 ¢) UeHTPH(YTHPOBAHKEM I IIOMEIAIOT B KHISALIYIO BOASHYIO
Gauto Ha 30 c. 3atem neHTpudyrHpyioT Npu ckopoctH 3000 06/MHE B TeueHHe
2 -5 MuH.

PacTBOp HCIIONB3YIOT CBEXKEIPHTOTOBICHHBIM.

Ipumeuanue. PekoMeH/1yeTcs 06pasibl HCIBITYEMOTO PAacTBOPa, PACTBOPa .
CTaH/apTHOTO 00pasia purykcumMaba H pacTBOpa JUIA IPOBEPKH YyBCTBHTEIHHOCTH
CHCTEMbl IIOMECTHTh HA BOMAHYIO O0aHIO, MCIONE3ys IUIABAIOIIMI MITATHB.
Cozmepixamoe 1POGHPOK JOKHO MOJHOCTHIO HOABEPraThCS KHITYCHHIO HA
NPOTSDKEHNH BCETO BPEMEHH.

IToozomosxka zensn k nanecenuio 06pasyos. OCTOPOKHO yHANIOT rpeGeHKy,
u3beras noBpex/eHns sueek reas Mini-PROTEAN® TGX™, [lepes HaHeCEHHEM
00pasuoB aKKypaTHO, CTapasch HE MOBPEAUTh SYEHKH, IPOMBIBAIOT SYCHKH Tes
OythepHBIM pacTBOpOM I 31eKTpodOpesa, HCIOMB3Ys INPHI] 00BEMOM 2 M HIIH
OZTHOPA30BBIC IMICTKH, OCTaBisilOT Ha 10 — 15 muu. Ilpm HEOGXOMOCTH
BRINIPAMIIIOT CTEHKH SYCEK. Y CTAHABJIMBAIOT I'ellb B YCTAHOBKY IS 3JIEKTpodopesa
H 3aM0JIHAIOT €€ KaMepy Oy(epHBIM pacTBOpOM I 3JIeKTpodopesa.

Ilpoyedypa nanecenwi: na 2env. llpm DOMOIM MHKPOLINPHIE KM
MHKPOIIMIIETKA C HAKOHEYHHKOM JUIi HAHECEHHs OOpa3sLoB Ha Ielb OOpasiibl
HaHOCAT TOHKHM CJIOEM Ha «IHO» sf4eek reis: 10 MK MapKepoB MOIEKYJISAPHOH
macchl Precision Plus Protein™ Kaleidoscope™ Standards (250, 150, 100, 75, 50,
37, 25, 20, 15, 10 k/Ia), IpOImyCKaIOT OJHY SYEHKY M MOCIIEA0BATEILHO HAHOCAT 110
20 MK pacTBOpa CTaHZapTHOTO oﬁpasua puTyKcuMaba (dkBuBaleHTHO 10 MKr
puTykcumaba), pacTBOpa IS IPOBEPKH  YYBCTBHTEIHHOCTH  CHCTEMEI
(exBuBanenTHO 0,1 MKr puTyKcHMaba), H HCHBITYEMOTO PacTBOpa (IKBHBAJICHTHO

10 mxr putykcumaba).

IIpameyanne. IIpy HEOOXOAMMOCTH HAHECEHHS HECKOJIBKHX HCHBITYEMEBIX
pacTBopoB (He Goiee ABYX HA OMIMH TElb) HX HAHECEHHE YEPEAYIOT C HAHECEHHEM
pacTBOpa craHzapTHoro obpasna putykcumaba. Kpaifnue sdeiikd OCTaBlISIOT
He3aIl0JIHEHHBIMH.



HII ot 04.05.2023 Nz 8509 C, 52
I:BKEI_’;FI:J.LHH M3 N24239658)

L

VYenoeun  anexmpoghopesa.
B TeyeHne 10 Mun u snekTpuyeckmit motennman 100 B 1o Tex II0p, TIOKa I10JI0ca
KpacuTeis He NOCTHIHET YepHOH pedepeHCHON TIpaHHIBl, OTMEYCHHON Ha IHE
KacceTsl (K 3ToMy MOMCH’I"y (ppé.meﬂ'r ¢ MoJeKyJiApHO# Maccoif 10 x/la momxen
npoiiti He MeHee 80 % JUIMHEI reis).

IHocne oxoHYaHus 3NMEKTPOGOpesa JEMOHTHPYIOT KaMepy, POMEIBAIOT Ieilb
BOJIOH M OCTOPOXKHO H3BJIEKAIOT.

Oxpawusanue 6 xpacawjem pacmeope Kymaccu. JlanbHelimme 3TaImsl

BBINIOJIHAIOTCA € MCIIO/IB30BAHAEM IIEHKEPA IIPH MOCTOSHHOM BCTPSXUBAHHH.

I'ens moMemawT B MIACTHKOBEIA KOHTEHHEP M OKpALIMBAIOT Kpacs1HuM

pactBopoM Kymaccu mnpu KOMHATHOM TemmepaType B Tedende 2—3 4 WM
OCTaBJIAIOT HA HOYb. YAQILMOT KPacAIMii PacTBOP M TPHXKIAEI NPOMBIBAIOT I'Elb
BozIoX. J[00aBISIOT K remo O6GECIBEYHBAIOLIMI PACTBOP M BBIACPKHBAIOT 0
MOSABICHHA  OTYETIMBO  PpasidYUMOM MOJIOCH  pacTBOpa JUil  IIPOBEPKH
9YBCTBUTCIIBHOCTH CHCTEMBI, COOTBETCTBYIOIIECH MOJICKYJIAPHOM Macce OKOJIO
50 x/la.

II'pnMétlanne. .ECJIPI noﬁoca'pacmopa JUIsl TIPOBEPKH YyBCTBUTEJILHOCTH

CHCTEMBI CTAHOBHUTCH HEBUAMMOM, NPOLEAYPY OKPalIMBaHHUA H O6GecIBEYHBAHHSA
reJid NPOBOAAT MOBTOPHO.

Y nansiot o6ecuBeuBalONuMii pacTBoOp, A0GABISIOT BOAY U BHIEP)KHBAIOT B
Tedenne 1 4. Yansmot Boxy u GoTorpadupyior respb ¢ HCIONb30BAHUEM CHCTEMEI
r€Nb-JOKyMEHTHPOBAHUA: JETEKTHPYIOT IIOJIOCEl MAPKEPOB MOJIEKYIAPHOM MacChl
¥ 06pasiioB, IPHCBAKUBAIOT B IPOrPaMMHOM 00ECIICYEHHH 3HAYCHUA MOJICKY IAPHEIX
Macc MapkepaM H IPOBOJAT aHAIM3 NOJOC 06pasiuoB (IpH 3TOM INOJIOCH Ha
3/EKTPOQOpErpaMMe HCIEITYEMOTO PAcTBOpPa C MHTEHCHBHOCTBIO OKPAIIMBaHMS
MEHEE, 4Ye€M MHTCHCHBHOCTh OKpAallMBaHUA IOJOCH, COOTBETCTBYIOLIEH
MoJueKyIApHoi Macce okono 50 k/la Ha anextpodoperpamme pacTBopa Ui
IPOBEPKH YYBCTBHTCHBHOCTH CHCTEMEI, B OIEHKE COJEpXaHHS puMeceit

HE YYHUTHIBAIOT).

COOTBETCTBYET 3KCMEPTHOMY OTYETY
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(Bxopawwmin M3 N24239698)

Huke npejicTaBiena THIHYHAS JIEK
YC/IOBHAX € Pa3METKOH «I0POJKEK» H YKa3aHHEM Macc MapKepoB MOJIEKY/IAPHOI

MaccCEl.

Puc. 33. Tunuunas sanexmpogopezpamma (8 60ccmanasnusaiouux ycroeusix)

Pesynprartel aHanM3a CYMTAIOTCA JOCTOBEPHBIMH, €CJIM  BBINOJIHSAIOTCH
crenyronue TpeboBaHuA MPHIOTHOCTH CHCTEMBI:

110J10Ca Ha 3J1eKTpodoperpaMMe pacTBopa Jis IIPOBEPKH YyBCTBUTEIBHOCTH
CHCTEMBI JI0JDKHA COOTBETCTBOBATHL MOJIEKYJISipHON Macce okono 50 k/la u GuITh
XOpOLIO pa3jiiY¥MMa, H €€ MHTCHCHBHOCTH JIOJDKHA OBITH BBHIIIE WHTEHCHBHOCTH
¢ona rens;

Mmapkep ¢ MoJekyispHoid maccoit 10 x/la nospken npoiith He MeHee 80 %
JUIHHBI TeJIs;

kKo2pduumenT suHelHoi perpeccud (R?) 3aBUCMMOCTH  pacCTOsAHHS,
NPOHJICHHOTO MapKepaMH, OT Jorapupma HX MOJIEKYJISPHOH MAcChl JIOJDKEH

cocTaBiATh He MeHee 0,95.




COOTBETCTBYET 3KCMEPTHOMY OTUYETY
HJ ot 04.05.2023 N2 8509 C, 54 -
(Bxonauwit M3 NE4239698)

Yuem pesymemamos

OneHUBAIOT NEKTPOGOPErpaMMEl  HCIIEITYEMOTO  pacTBOpa, pacTBOpa
cTaHAapTHOro obpasia pH'IyKCﬂMaGa H pacTBopa Jyisl IPOBEPKU YYBCTBUTEILHOCTH
CHCTEMBI:

1. OcHOBHEIE MOJIOCH Ha 331‘e1crpoqloperpamme HCIEITYEMOI'O pacTBOpa,
COOTBETCTBYIOIME MOJIEKYJApHEIM MaccaM 25k/la uw 50 k/la, HOMKHBI TO
TIOABIKHOCTH COOTBETCTBOBaTh OCHOBHBIM II0OJIOCAM Ha 3JIEKTpodoperpaMmme
pacTBopa CTaHjapTHOro o6pasuya puTykcuMaba. JIONYCTHMOE OTKIOHEHHE
MOJICKYJISIPHBIX MAacC OCHOBHBIX KOMIIOHEHTOB HCIIBITYEMOI'O pacTBOpa OT.
MOJICKYJIAPHEIX MACC OCHOBHBIX KOMIIOHCHTOB PacTBOpa CTaHIAPTHOTO oGpasia
puTyKcuMaba omkHO GBITs He Gonee 4,0 k/a.

2. CymmapHas MHTEHCHBHOCTb OCHOBHBIX IIOJIOC Ha 3IEKTpodoperpamme
HCIBITYEMOIr0  pacTBOpa JokHAa OnTe He Menee 95,0%. Cymmapuas
HHTCHCHMBHOCTH JIOTIOJIHUTEIHHBIX MUHOPHBIX IT0JIOC JIOJDKHA OBITH He Gostee 5,0 %.

3. JlononHUTeNbHEIE TIONOCHI Ha 3NeKTpodoperpaMme  HCIBITYEMOTO
pacTBOpa C MHTCHCHBHOCTBIO OKpAlllMBaHHA MEHEE, YEeM HHTEHCHBHOCTH
OKpallMBaHHA MOJIOCK], COOTBETCTBYIOLIEH MOJEKYJIIpHO#H Macce okolio 50 k/la Ha
NEKTPOQOpErpaMMe pacTBOpa A TNPOBEPKM YyBCTBHTEIBHOCTH CHCTEMEL,

HE YYUTHIBAIOT B OIICHKE COZCPIKAaHUA IIPUMECEii.

OcmonsiibHOCTb. VICHBITAHHE TIPOBOJAT KPHOCKOIIMYECKHM METOJIOM B

cooTBeTcTBHH C TpeboBanuaMu OPC.1.2.1.0003.15 «OcMONAPHOCTEY.

Hopma. 342 — 382 MOcMmoins/Kr.

Hzpaexaemplii 00bem. McnpiTanue MpOBOAST rpaBUMETPUYECKAM METOIOM
B COOTBeTCTBHM C TpeboBanmsamu O®C.1.4.2.0003.15 «H3BiekaeMslii 00beM
JIEKapCTBEHHBIX (GOPM sl IapEHTEPAIBHOTO IPUMEHEHHSAN.

ITnotHOCTS Nipenapara 1,0124 r/cm®.

Hopma. He MeHEe HOMHHAJIBHOTO.




COOTBETCTBYET 3KCMNEPTHOMY OTYETY
HJ ot 04.05.2023 N=8509C. 55
(Bxopmwwmi M3 N24239658)

BaxrepuajbHbie YJHA0TOKCHHBI. ﬂ
(Merog A wnu B) mim XpoMOTeHHEIM KnHeTHueckuM TectoM (Merog D) B
COOTBETCTBMM ¢ 1TpeboBanusimu  O®C.1.2.4.0006.15  «BakrepuansHEIE

SHAOTOKCHHED).

Hopma. He 6onee 0,5 EQ/Mr putykcuma6a.

CrepuibHOCTh. VCTbITaHNE TIPOBOAST METOLOM MeMOpaHHO# QunbTpanum

B COOTBETCTBHH ¢ TpeGoBanusaMu OPC.1.2.4.0003.15 «CTepuasHOCTEY.

Hopwma. Jloioked GBITS CTEpHIIBHBIM.

AHOMAIILHASL TOKCHYHOCTh. VICOBITaHME TIPOBOJAT GHONOrMYECKAM
METOAIOM B COOTBETCTBUH ¢ TpebGoBanusimMu ODC.1.2.4.0004.15 «AHOMAILHAS

TOKCHYHOCTB).

Hopwma. JlomkeH ObITE HETOKCHYHEBIM.
Tect-poza 0,5 mn mpemapata (5 Mr puTykcuMa6a) BBOAST MBIIAM B

XBOCTOBYIO BEHY CO CKOpocTsio 0,1 miv/c.

Cnenndnyeckasn AKTHBHOCTb. Hcnbiranmne IpOBOJAT
KOMILIEMEHT-3aBHCHMBIM LIUTOTOKCHUECKHM TECTOM.

Hopwma. 0,8 x 10°— 1,3 x 10° EJ/mux.

Meron. KomiuieMeHT-3aBUCHMEIH LIATOMH3.

Ipunyun memooa. Cnenuduyeckas aKTHBHOCTh PUTYKCHMaGa OCHOBAHA
Ha €ro CroCOOHOCTH BHI3BIBATH JIM3HC KIETOK KIETOYHOM auHAH WIL2-S
B IPHCYTCTBHH KOMILUIEMEHTA 4Cpe3 KOMIUIEMEHT-3aBHCHMYIO ITMTOTOKCHYHOCTB.
Knerkn xnerouno#t muamm WIL2-S MHKYOHPYIOT COBMECTHO ¢ KPOJIHYbHM
KOMIUIEMCHTOM M pa3jMYHBIMH  Pa3BE/ICHHAMH  CTaHZAPTHOrO  obpasna
puTykcuMaba | HcHeITyeMoro oGpasia. PutykcumaG BEI3BIBaeT J1I0303aBHCHMYIO
IUTOTOKCHYHOCTh KJIETOK, KOTOpasd H3MEpAeTCs 3aXBaTOM M MeTaboJM3MOM
OKHCJIHTEJIBHO-BOCCTAHOBUTEIBHOTO KpacuTes Anamapa CHHETO
JKH3HECTIOCOOHBIMH KJIETKaMH. AKTHBHBII KOMIIOHEHT Anamapa

CHHETO — pe3asypuH, KOTOPhIH CIOCOGEH NPOHMKATh BHYTPh KJIETOK, HO




COOTBETCTBYET 3KCMEPTHOMY QTYETY
HJT ot 04.05.2023 N= 8509 C. 56

(Bxomawmi M3 N=4233638)

He (uyopecnupyer. GepMenT Aeruaporenasa;

KICTKaMH, BOCCTAHABJIMBACT PE3a3ypHH 0 PACTBOPHMOM (uyopecuupyromeit

hopMEI KpacHOro mBeTa, pe3opy(uHa, yPOBEHbH KOTOPOTO MOXKHO U3MEPUTH

CIIEKTPOPOTOMECTPHIECKH B OTHOCHTEIBHEIX EIMHHIAX (IIyOpeCLeHIH (RFU).

YpoBEHb LUTOTOKCHYECKOH aKTHBHOCTH PHTYKCMMaba M3MEpSETCs [0 CHIKEHHIO

(IIYOpECUEHIMM  OKHCIHTEBHO-BOCCTAHOBUTENBHOTO Kpacurens Anamapa

Cunero, KOTOpOe IOCTHraeTcs 3a CYeT CHIDKEHHS YPOBHA ero Meraboju3ma

HKH3HECTIOCOOHBIMM KIIETKAMH IIPH YMEHBIICHHH UX YHCIA.

Peaxmusvr u mamepuanwi:

1. Knerounas mmums WIL2-S (ATCC, kar. Noe CRL-8885)—JmHus KjieTok
B-mumdobnacros

2. Cpexa RPMI 1640 (Cell culture grade, Sigma-Aldrich, xar. Ne R-8005
(comepxur 15 mM HEPES), win sxuakas cpena HiMedia, kar. Ne AL1004A
(conepxnur 15 mM HEPES), wm sxuakas cpena Gibco® by Thermo Fisher
Scientific, kar. Ne 22400-071 (comepxur 25 mM HEPES), unn aHaJIOrHYHOTO
KaJecTna) '

3. Harpua ruppoxap6onar (Cell culture grade, Thermo Scientific by Thermo Fisher
Scientific, kat. Ne 28382 min ananorngsoro kauecTna)

4. OcransHas Owraba  ceBopoTka (Cell culture grade, Moregate Biotech,
kat. Ne FBSF uiM aHaorHgHOro KauecTsa)

5. Pacteop nenunmuimna u crpentomunusa (Cell culture grade, Gibco® by Thermo
Fisher Scientific, kar. Ne 15140-122, xar. No 15140-148, unu Sigma-Aldrich.
Kar. No P0781, niu ananoruynoro xauecrpa)

6. 1 M pacrsop HEPES (Cell culture grade, Sigma-Aldrich, xar. Ne H0887, mimn
Gibco® by Thermo Fisher Scientific, kar. Ne 15630-080, mim aHaIOrMYHOIO
Ka4ecTBa)

7. PactBop Hatpus mupysara (100 mM, Cell culture grade, Sigma-Aldrich,
KaT. Ne S8636 unu anaJOru4HOro Ka4ecTsna)

8. Pacteop mmoxo3er (200r/m, Gibco® by Thermo Fisher Scientific,

xaT. Ne A24940-01 nim aHaIOTHYHOIO Ka4ecTBa)
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9. KommieMeHT KpoJu4mii 3aMOpOsKeH :
Laboratories Ltd., kat. Ne CL3441-S, Ne CL.3441-S50, Ne CL3441-S100)

10.PactBop Tpunanosoro curero (Cell culture grade, 0,4 % m/o, Sigma-Aldrich,

KkaT. Ne T8154 nin ananorm4Horo kayecrsa)

11.Anamap Cummit (Cell culture grade, Invitrogen by Thermo Fisher Scientific,
KkaT. Ne DAL1100 wi aHaIOrHYHOTO KAa4ecTBa)

12.IMCO (Sigma-Aldrich, xar. Ne D2650)

13.Harpus rugpoxcun (Emparta®, Merck, kar. Ne 1.93102 uiM aHaJIOTHYHOIO
KauyecTBa)

14.Kucnora  XJIOpHCTOBOJIOPO/HAS — KOHIEHTPHPOBAHHAS (Emplura®, Merck,
kat. Ne 1.93401 uim aHaIOTMYHOTO KayecTBa)

15.CrepunbHas Boja Iisi HHBEKIHI

16.Bona, npomenmas yepes cucremy Bricoxolt oumerk: Milli-Q Merck, unmn
aHaJIOTHYHOTO Ka4yecTBa

17.70 % pacTBop H30NpONHIOBOTO CIMPTA IS Je3nHEKIH

18.HakoHeUHUKH JU1s1 MEKpOIHneTok ot 0,1 Mk go 10 MKJI, 0T 2 MKJI J1o 200 MK,
ot 20 MK 10 300 mx, o1 50 M 1o 1000 Mt (Eppendorf, kat. Ne 030 073002, .
kat. Ne 030 073061, xat. Ne 030 073088, xat. Ne 030 073100 win AHaJIOIM4HEIE)

19.@nakonsl s KknetowHsX  KyasTyp (Comning,  kat. Ne CLS43063 9,
CLS430641U, CLS431080 i aHaOrnyHeIE)

20.Kpuorennsie (iakonsl (Nunc, xat. Ne 375418 wim aHAJIOIHYHBIE)

21.CrepuubHbie neHTpUdysKHBIC IPoGUpKH 15 M1, 50 M (Tarson, kat. Ne 546021,
Kar. Ne 546041 niam aHanoruynsie)

22 Mukponentpudyxuasie npobupku 1,5 mim, 2,0 mi (Tarson, xat. Ne 500010,
kat. Ne 500020 um ananoruyssie)

23.Crepmnbisie ceponormyeckne numetku (Eppendorf, kar. Ne 0030 127.714,
kat. Ne 0030 127.722, xar. Ne 0030 127.730 wim ananoruussie)

24.CrepuibHBIe OHOPA30Bbie QUABTPYIONIHE CHCTEMBI Rapid-Flow Nalgene s
BAKyyMHOH  Quistpanuu: wmemOpana PES, pasmep mop 0,2 MM

(Thermo Scientific, kar. Ne 567-0020 unu aHAJIOTHYHEIE)




COOTBETCTBYET SKCNEPTHOMY OTYETY
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25.CrepunpHBIH ITyGOKONYHOYHEIA IUIa! I 10-One; o

L

HJIA QHATIOTHYHBIH)

26.96-myHouHbIi KynsTypasHbii mianmer (Thermo Scientific by Thermo Fisher
Scientific, xar. Ne 167008, CellStar by Greiner Bio-One, kar. Ne 655180, wim
AHAJIOTHYHEI ) '

27.PesepByap min peakrusos (Thermo Scientific by Thermo Fisher Scientific,
Kar. Ne 9510027 nim ananornynsnii)

28.KanubpoBanubie MHOrokaHanbHsie munerku (Eppendorf, kart. Ne 4861000147
HJIH aHAJIOTHYHEIE)

29.Kamu6posanusie oxHokaHansusie mumetku (Eppendorf, xar. Ne 4861000031
HJIM aHAJIOTHYHEIE)

Cmanoapmnuiii 06pasey. CtannapTasiii o6pasen putykcumaba (HJI (bupMEI),
npoussouTens «-p Penmu’c JlaGopatopuc JIta.», Mamus.
Obopyoosarue:

1. MynbriMozioBbIi MukpornanmerHbii pugep (Multi-mode microplate reader)
(Molecular Devices, SpectraMax M3 wim aHajorHuHBI) C IpOIrpaMMHBIM
obGecnieyennem SoftMax Pro wiu aHanorHyHsIM

2. COz-unKyGatop (Thermo Scientific, moxens CB 210 mwim anaornyssiif)

3. T'emoumtometp (Sigma-Aldrich, kat. Ne Z359629-1EA, wm Beckman Coulter
Vi-Cell XR, kat. Ne 731196, w1 aHaiormynmIi) |

4. Anamutmyeckwe Beckl  (Sartorius, Momenms MSA225S8-100-DA
aHAJIOrHYHEIE)

5. pH-metp (Mettler Toledo, Seven Excellence Multi parameter mmm aHaJIOrHYHEIH)

6. Xomomunsruk (Thermo Scientific i ananornamsrif)

7. bokc Gmonornyeckoit 3ammtel (ESCO / Telsar, CPR BSR C/S 4000 wm
aHAJIOrHYHEIH)

8. MarnnrHas memaika (Remi laboratories, Remi SMLH win ananoruanas)

9. Llentpudyra (Eppendorf 5810/5810R, xat. Ne 5810000017 mu aHaJIOrHYHas)

10.Moposnishas kamepa (xuakuit asor) (Thermo Scientific, Cryo Extra 20 mm

aHAJIOTHYHAs)




H ot 04.05.2023 N= 8509 C. 59
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11.Moposunsneie  kamepsl (< -20 °C <=
AHAJIOTHYHEIE)

12. AnBepTrpoBaHHKIif cBeToBOM Mukpockomn (Nikon, mozens TS-1 00 wn TMS mm
aHAIOT'MYHEI ) '

13.lo3atop 11  CEPOJIOTMYECKHX IHIIETOK (Eppendorf, Easypet3 mm
AHAJIOTHYHBIH)

14.Boxsinast G6aus (Julabo, TW8 minu ananormanas)

15.Bakyymusii nacoc (Millipore niu aHaornansIi)

i 16. TepmooxnaxaeMeiii konteiinep (Thermo Scientific, Nalgene Mr. Frosty

! Cryo 1 °C cooler nimm anaorngnsif)

o Ipumeuanns
1.B aHamuse HCHONB3YIOT CTEPUIIBHBIE CEPONOTHYECKHE IHMICTKH H
CTEPHJIbHBIC HAKOHCYHMKH JJIsl aBTOMATHYECKHUX MUIIETOK.
2. Ilepen 016opom pacTBOpa CEpOIOrHYECKHE NMIICTKA U HAKOHSYHHKH JUIs
aBTOMATHYECKHX ITHIIETOK 1 — 2 pasa CMavMBaIOT STHM PACTBOPOM.

IIpuzomoenenue pacmeopoe peaxmueos u numamenvHvix cpeo
Demanvras Oblubs CbIGOPOMKA, UHAKMUSUPOBAHHAS npu  HAzpesanuu.
CHIBOPOTKY ~pa3sMOpakMBalOT Ipd Temmeparype ot 2708°C wu epen
MHAKTHBALMEH BBIJICPKHBAIOT O JOCTHKECHUS KOMHATHOM TeMneparypsl. Jlanee

BBIZICPXKMBAIOT Ha BOAfAHON GaHe npu Temmeparype (56+2)°C B TeyeHue

(35 = 5) MuH, neprOAMYECKH ITEPEMEITHBAs BpallaTeILHBIMHA JBHKECHHSIMH.

Q Bocemanoenennan cpeda RPMI 1640. PactBOpSsIOT COLEPIKMMOE YIIAKOBKH
| npoussozurens cpeat  RPMI 1640 (¢ comepxkammem 15 mM Hepes)
BMECTHMOCTEIO 1 11 B 800 MJ1 CTEPHIBHON BOJIBI I HHBEKIIHIH HIIH BOJbI Milli-Q.
IlepevemmBalor Ha MarHMTHOM Memanke. IlpuGaBnsmor 22T HATpUA
I'HpoKapOoHaTa i CHOBA IEPEMEIIMBAIOT HA MATHATHON MEIIAIKE. H3zmepsrot pH
IIOJIy4EHHOTO pacTBopa. [Ipy HECOOTBETCTBHM 3HAYCHHS pH unreppany 7,2 - 74,
AoBOAAT 3HaveHme pH 1o TpeGyemoro ¢ momompio 1M pactBopa HaTpHs
THApokcHa w1 M pacTBopa KHCIOTEI XJIOPUCTOBOAOPOAHOM. JIOBOAAT 06BeM
NOTyYCHHOI0 pacTBopa J0 11 CTepwiIbHON BOAOM Ui MHBEKIHN HIM BOJIOI

Milli-Q u mnepemenmBaror. PUIETPYIOT B AaCENTHYECKHUX YCIOBHSAX 4epes

COOTBETCTBYET 3KCI EF‘TH OMY OTUETY
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MeMOpanHblil  QUIBTp H3 nomMddupCy - -

HMCIIONB3YA BAKYYMHEILH HacoC. IIpoBEPSIOT MOMy4eHHyI0 BOCCTAHOBIICHHYIO CPETY
Ha CTEPWIBHOCTh, MHKYOHpyst 10 Ma cpensi (duakon T-25) B CO,-unkybarope
MHHHMAJILHO B Te4eHHe 16 — 24 4 Juit onpeesneHns CrenupUIecKoi aKTHBHOCTH,
H IIPH HEOOXOAUMOCTH HaﬁnrbnamT B TeyeHHe 72 4 npu Temnepatype (37 + 1) °C
u copepxxanuu CO; (5 +0,5) %.

Cpox roamoctu BoccTanoBlIeHHOI cpenst RPMI 1640 6 mec NpH XpaHECHHH "

npu TeMieparype ot 2 jo 8 °C.

Ipameuanne. XKunkyio cpeny RPMI 1640 npousBosictBa Gibco nm
HiMedia MOXHO HCII0JIB30BaTh B KAYECTBE SKBHBAJIEHTA BMECTO BOCCTaHOBJICHHOMH
cpenst RPMI 1640.

Cpeoa ons svipawyueanus knemoyroi Kynsmypet (pocmosas cpeda).

1. Ilpy MCHOJIE30BaHHM BOCCTAHOBJIEHHO cpensl RPMI 1640 unu sxunkoi

cpenst RPMI 1640 npomssonctsa HiMedia. 435 M BOCCTAHOBIIEHHO!M Cpeasl

RPMI 1640 umu xumxoit cpensi RPMI 1640 npowssoxcrsa HiMedia IIOMEIAIOT
B koi0y BMectuMocThio 1000 Mu, npubaBasmor 50 Mot (eranbHol Obrubeii
CBIBOPOTKH, MHAKTHBMPOBAHHOM NPH HAarpeBaHUH, 5 MII PacTBOpa MEHHIAUIAHA
H CTPENTOMHIMHA, 5 MII pacTBOpPa HAaTPHs IMHpyBaTa 1 5 Mt 1 M pactBopa HEPES,
nepeMenmmBaioT. IlonydeHHbIl pacTBOp QUIBTPYIOT B acenTHYecKHX YCIIOBHSAX
yepes MeMOpaHHEIH GUIBTp U3 nomddupcynphoHa ¢ AuameTpoM 1op 0,22 MK,
HCII0NIE3Yys BAKyYMHBIH Hacoc.

2. lIpy MCIOIB30BAHUM XKHUIKOM cpensl RPMI 1640 npou3BoacTBa Gibco.

433,75 M1 XKHUAKOM CPEMBI IIOMEMAIOT B MEpHYIO K0jI0y BMecTHMOCTEIO 1000 M,
npuGasisior 50 M1 eranbHoOll Gbiubell CHIBOPOTKH, MHAKTUBHPOBAHHOK MIpH
HAarpeBaHuW, 5 MI DACTBOpa IHPYBATa HATpHA, 5 MiI pacTBopa NEHUIWIIMHA
H CIPENTOMHIMHA H 6,25 Ml PacTBOpa IVIIOKO3BI (KOHIEHTpALUS B IOJIyYEHHOM
pactBope 2,5r/1) W mepememmBaior. IlonyuyenHsit pacTBop  QHIBTPYIOT
B aCCNTHICCKUX yCIOBUSX vepe3 MeMOpaHHblif GuiubTp M3 mommsdupcynsdona

¢ uameTpoM nop 0,22 MKM, HCIOJIB3Ys BaKyyMHEI HACOC.

COOTBETCTBYET 3KCNEPTHOMY OTYETY
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Cpox rozHoOCTH POCTOBO# CpeIB! 1" MeT IpA XpaHEHNA TIPH TEMIEPAType 0T

2 o 8 °C.
Cpeda ons ananusa (cpeda Ona KonuuecmeenHozo onpedenenus).

1. Ilpu MCHIOJIL30BAHHM BOCCTAHOBIEHHOM cpeisl RPMI win XKHJIKOH CcpesIhl

HiMedia. 440 mn BoccranoBieHHON cpemsl RPMI 1640 wmmm skukoit Cpensl
RPMI 1640 nponssonctea HiMedia nomemaror B xo6y BMectamoctsio 1000 MIL,
npubGasisior S50 M ¢eraipHON Gbrubell CEHIBOPOTKH, MHAKTHBUPOBAHHOM IIpH
HAarpeBaHmH, 5 MII PacTBOpa IEHHIIIMEA M CTPENTOMALMHEA U 5 M1 1 M pacTBopa

HEPES u nepememmpaior. ITonydenusii pacTsop (GUIBTPYIOT B acenTHYECKHX

YCHIOBHAX Yepe3 MeMOPaHHEIH GUIBTP U3 NOMMIGUPCYIEDOHA ¢ IHAMETPOM TIOp

0,22 MKM, HCIIOIBE3Ys BaKyyMHEIi Hacoc.

2. Ilpu Mcnonb30BaHUM HKHJIKOM cpensl RPMI 1640 npousBoacTea Gibco.

438,75 mut xunkoit cpexst RPMI 1640 npoussoactsa Gibco nomemaror B MEPHYIO

Kos6y BMecTHMOCTEIO 1000 M1, mo6aBismoT 50 M (eranbHOlt GbIYBEl CHIBOPOTKH,

HHAKTHBHPOBAHHOH  NIpM  HArPEBAaHHHM, 5 MI  pacTBOpa  NEHHLMLIMHA

¥ CTPENTOMALIMHA ¥ 6,25 MJI PacTBOpa IJOKO3BI (KOHIEHTpALHs B [I0JIyYEHHOM
pactope 2,51/1) M mnepeMemmBaroT. IlomyueHHEIA pacTBOop  (GHILTPYIOT
B 4CCNTUYCCKUX YCIOBUAX Yepe3 MeMOpaHHblil GuubTp u3 nomodupcyisdona
C uameTpoM nop 0,22 MKM, HCIIONB3YS BaKyyMHBI Hacoc.

Cpox rojHocTH cpesl i aHam3a 1 Mec IpY XpaHEHUH IIPH TEMIIEPATYp
or 2 no 8 °C.

Cpeoa ona samopaoicusanus. Cwmemmpaor JIMCO u POCTOBYIO CpeEmy

B COOTHOIICHUH 1:9 H nepeMenmBaroT.

PacTBOp MCMOJB3YIOT CBEXEPUTOTOBIECHHEIM.

Komnnemenm  kponuyuii. ®nakoH ¢  KOMILIEMEHTOM KPOJIMYEUM
3aMOPOKCHHBIM  XpaHAT @pH TeMIeparype He Bemue wmunyc 70 °C. Ilepen
TPUIOTOBJIEHHEM AIAKBOT (JIakOH ¢ KOMIUIEMEHTOM MOMEILAIOT B XOJIOMIBHHEK
npu Temuepatype ot 2 1o 8 °C 1o mosnHoro orrausanus. ITo 1,1 M kommaeMenTa

KpOJMYECTO pasiuBaioT B NPOGHPKH BMECTUMOCTEIO 1,5 MuI, HaXoAsIIMeCs Ha JIBAY,

COOTBETCTBYET 3KCNEPTHOMY OTYETY




HJT ot 04.05.2023 N= 8509 C. 62
{Bxooswwmi M3 N24Z239698)

H HEMCUICHHO IIOMEINAKT HX B YCJIOBHA

He Bhle MAHYC 70 °C. AJMKBOTEI HEOOXO0AHUMO HCIIOIL30BATH B TEUYEHHE 1 roja.

IIpumeuanus

1. Jins xBanuuKalmu Kaxa0d HOBOM MapTHM KOMIUIEMEHTa KPOJHYHETO
NPOBOMAT aHANHM3 ¢ ucnosib3oBanueM obpasna QC 100. PesynbraThl /10/KHBI
COOTBETCTBOBATh BCEM KPHTEPUAM IIPUTOTHOCTH CHCTEMEL.

2. IIpH HCIIONB30BAHNH AIFTEPHATHBHOTO CIOCOGA IPUIOTOBIIEHHS PACTBOPA
KOMIUIEMEHTa KPOJHYBEro, yKaszaHHoro B pasgene «[IpoBejenne anamuzay,
JOITyCKACTCs 3aMOpaKMBaHHE aTMKBOT 00bemMoM 1 ML

IIoozomoska knemouHoU Kynoniypol

KynsTHBHpOBaHHE KIETOK

Knerxku WIL2-S BEIpaIMBAIOT B CYCIIEH3HOHHOM KyIETYpe B POCTOBOI cpene
H TIEPECEBAIOT B COOTBETCTBHHU C JIOKYMEHTAlMEN Ha KICTOYHYIO JIMHUIO KaXK/(bIe
1 -3 nHs.

Hsi aToro ¢uiakon ¢ pabounM GaHKOM KIIETOK M3BIEKAIOT U3 KHAKOTO a30Ta; |
NEPEHOCAT B J1abOPaTOPHIO B TEPMOOXJIaXIaeMoM KouTeitHepe (Cryo 1 °C cooler)
U IIOMEIIAIOT Ha BOJsHYIO GaHio npu Temneparype 37 °C. BrICTpo pa3sMOpaKUBaIOT
KIIETKH, IIOTPy3HB HIDKHIOIO YacTh (J1akoHa B BOAY H IIOCTOSHHO [IEPEMEIIHBAS €r0
COACP)KMMOE ~ OCTOPOXHBIMA ~ BpAINATeNbHBIMH  JBHKCHHSMH.  [IpoTuparor
BHEIIHIOK IOBEPXHOCTh (uiakona 70 % pacTBOPOM H30NPONKIOBOIO CIMpTA
M ToMemaloT B Gokc Guonormueckodl 3ammrel. C  IOMOIIBIO  CTEpPHIBHOM
CEPOJIOTHYECKOM IHIIETKH OCTOPOXHO, IO KAIUIIM IEPEHOCAT COAEpPIKHMOE
(praxona B eHTPHQYIKHYIO TPOGHPKY BMECTUMOCTEIO 15 Hitw 50 M, COJZICpIKaIILYIO
OKOJIO 5 MII NpEABapHTENbHO HarpeToi (o 37 °C Ha BojsHOM 6aHe) POCTOBOM
cpens, ueHtpudyrupyior npu 800 06/MHH B TeueHMe S5 MHH, CyNmepHATAHT
otGpackiBaioT. Ocajiok pecyCeHMPYIOT B 5 — 7 Ml IPEBAPHTEIHHO HArPETOH (110
37°Cna Bomﬁoﬁ Gane) pocToBO#i CPEIBI M MPOBOAAT MO CIET KJIETOK.

Iloxcyer xieTok

25 = 50 MK O/{HOPO/THOM CYCNCH3HH KYJBTYpHI NIEPEHOCAT
B MUKPOLCHTPU(DYXKHYIO IPOGHPKY BMECTHMOCTBIO 1,5 MJI, MpHGaBAIOT paBHbIH

00BeM pacTBopa TPHIIAHOBOI'O CHHETO, TIIATENHHO NMEPEMENIHBAIOT U HEMEUICHHO

COOTBETCTBYET 3KCNEPTHOMY OTYETY




COCTBETCTBYET 3KCMNEPTHOMY QTYETY
HJI ot 04.05.2023 N= 8509 C. 63
(Bxopawwi M3 RE4Z356598)

HpOBOAAT NOACYCT KIIETOK. Konugectso mmmrpeﬂemrrnomm—— :

04 MHKPOCKOIIOM B I'CMOHHTOMC’IPH‘-ICCKOﬁ KaMepe nocjie OKpallHBaHHUA MEPTBBIX

KIICTOK TPHIIAHOBBIM CHHHM, YYHTBEIBAsA pa3BeICcHUE KpacHTEIICM.

KomriecTBo JKH3HECTIOCOOHEIX KJIETOK B MpOLeHTax (X) BBUHCISIOT 110 -

¢bopmyune:

X=Q_x4xNx10‘*x100=Qx100
PXx4xN x10* P '
rae: O — 9YMCIO XHU3HECTIOCOOHBIX KIETOK Ha 4-X KBaJparax;
P — ob1mee uciI0 KIETOK Ha 4-X KBazparax;
N — daxrop passeneHus.

Eciu xommuecTBO KH3HECHOCOOHBIX KIETOK cocTaBjgeT Gonee 80 %, TO
KIeTKH HHKYOupyior B CO,-HHKybaTOpe B KyJABTYpalibHEIX (UIAKOHAX B TEYEHHE
24-724 (cM. Tabmuny mwke) mpu Temmeparype (37 +1)°C, co,uepﬁxannn
CO2~-(5£ 0,5) % u oTHOCHTENHHOM BIOKHOCTH — 95 %. ILIOTHOCTS KIETOK py

IIOCEBE AOJDKHA COCTABJIATH:
Bpems ILioTHOCTL NIpH NOCeBe O6bem pocToBoii cpeanr®
HHKYOHpoBauus (1) (xs1eTox/mu) (M)
24+2 0,1 x 10° 50
48 +2 0,0375 x 10° 50
722 0,025 x 106 50

* O6bem pocToBO# cpepl YKasaH [yl (akoHoB T-175.

IIpumevanus

1.B cmydae HeNOCTATOYHOIO pocTa KIETOK NPH YKA3aHHEIX YCIOBHX,
BO3MOJKHO YBEJIHYHMTH IUIOTHOCTH IpH Iocese o0 0,2 x 108, 0,05 x 106, 0,03 x 105
KICTOK/MI YIpM BpeMEHHM WHKYOMpoBamMA 24 + 2, 48+2 u 72+2 q,
COOTBETCTBEHHO. '

2. lomyckaercs  3-22 mepeceBa  KIETOK Uil HCIIOJNB30BAHHA
B KOJIHYECTBEHHOM OIIPE/ICIICHHUH,

3. lomyckaeTcss M3MEHATH OGBEM pPOCTOBOM Cpe;bl Ui JOCTHKEHHS
YKa3aHHOM IUIOTHOCTH KJIETOK IIPH IIOCEBE.

3aMOpaXXMBaHKE KJIETOK

IIpameyanne. PekoMeHayeTCs 3aMOPaXKHBATH KIETKH B JorapuMHIECKOI
aze pocra. st 3T0r0, HAPAMEP, MOXKHO 3aAMEHUTD pOCTOBYIO cpeny 3a 24 4 jio
3aMOPAXKHBAHHS.



HI ot 04.05.2023 N2 8509 C. 64
(BExogAwmd M3 NE4Z39658)
IlepeMemuBaOT KICTKH B KYJIBTY -

CCPOJIOTHYCCKOH IMHUINETKH, COOMpAlOT CYCHEH3MIO KJIECTOK B LEHTPH(YKHYIO
npoOHMpPKY BMECTHMOCTBIO 15 mmn 50 min.

Or6upaioT KIETKH I II0JCYETa, NOACIET POBOASAT KaK YKa3aHo B pasjiene
«Ilomcuer kineTok». KonuyecTBo KU3HECHOCOGHEIX KIETOK JODKHO OBITh HE MEHee
90 %. Ecnn KoIHMYeCTBO JKU3HECTIOCOOHBIX KIeToK Menee 90 %, IPOH3BOAT elle
1 -2 npaccaxka W NpoBOAAT mojcyeT. EciM mocie JOMOJHHTENbHEIX IIacCaXei
KOJI4ECTBO KU3HECNOCOOHBIX KIETOK Menee 90 %, naHHbIC KIETKH OTOPACHIBAIOT
H TIPOBOJAT KYJIETHBUPOBAHHE KJICTOK 3aHOBO. .

Hentpudyrupyror npobupky mnpa 1000 o6/Mus B TeueHHe 5 MHH.
Cyneprataut 0T6pacsIBaiOT, OCTOPOIKHO MOCTYKUBAKOT 110 CTEHKaM MPOOHPKH JIA
OTACNEHAA OCAKICHHBIX KJIETOK U MEJUIEHHO MO CTeHKe NO0aBISIOT Cpeiy Ui
3aMOpPaXHBaHHS K OCAJIKY.

HOBOZAT KOHUEHTpANMIO KIETOK mpuMepHo Ao 1%10°—3x10° kierox/mn,
NEPEMEIIMBAIOT CYCIEH3HIO KIETOK 2 —3 pa3a CEpOJIOrMYECKOil IHIIETKOM H

Pa3iIMBAIOT AIUKBOTHL 110 1 MJI KIETOYHO} CyCIIEH3UH B KPHO(IAKOHEL.

IIpumeyanue. IlofcyeT KIETOK NPOBOAIT MEPEX LEHTPH(YTHPOBAHHEM.
IIpy ueHTprudyrupoBaHMH OXMIAIOTCS MOTEPH, MOSTOMY MTOTOBOE KOJHYECTBO
KJIETOK MOXET OBITE HIDKE LIENIEBOTO.

ITepen 3aMopakuBaHMeM KyIBTYpy KJIETOK IIPOBEPSIOT C IOMOIIBIO
HWHBEPTHPOBAHHOrO MHKpOCKONIa Ha KOHTaMHHauuio. Ilpu momospenun Ha
KOHTaMUHALHUIO OaKTepHIMM WK rpubamMu KIETKH 0TOpachIBaIOT.

Iomemaror KpuoduakoHsl B TepMOOXIaxaaeMblii kouteitnep (Cryo 1°C
cooler) ¥ NoCTENEHHO 3aMOPAXHBAIOT UX [0 TEMIIEPATypHl HE MeHee MuHyc 70 °C
B TeYeHHe He MeHee 84 (IpPH CKOPOCTH OXJI&XJAEHHA OT MuHyc 1 [0
muHyc 3 °C/mun), Bo He Goee 2 cyT. 3aTeM XpaHAT KpHO(DIIAKOHBI B KHIKOM a30Te.

IIpobonodzomosxa

IIpomesicymounoe paseedenue cmandapmuozo obpasya pumykcumaba

(200 mxz/mn). 490 MKI cpeisl 171 aHAJM3a IOMEMAIOT B MHKPOIEHTPHDYKHYIO

npoGupKy BMecTHMOCTBIO 1,5 M1, mpubasisor 10 MK cTaHgapTHOro oOpasma

COOTBETCTBYET 3KCMEPTHOMY OTUYETY




COOTBETCTBYET 2KCNEPTHOMY OTUYETY
H ot 04.05.2023 Ne 8509 C. 65
(Bxooswwmit M3 N24239698)

putykcumaba (HZI ¢upmel) u axxyﬁaﬁro—ncpcmcmﬂmmr,—ﬁcpcmpafmsaﬂ_
NpoGHPKY BPYYHYIO HECKONBKO pa3. MapkupyloT mpoOHpKy kak mpoGupka 1.

AHanoru4HeIM 006pa3oM rotoBaT npoOupku 2 u 3. OGBEUHAIOT COAEPIKHUMOE BCEX

TpeX IpoOHpOK B NPOOHpPKE BMECTHMOCTEIO 2,0 MJI M [IEPEMENIHBAIOT.

Ilpameuanne. [l NpUroTOBJICHHA pa3BEeJCHUS BMECTO IPOOHPOK MOXKHO
HCII0JIb30BaTh ITyOOKOMYHOYHEIN MIaHILET.

OC 100 obpasey. Vicnons3yloT cTaHmapTHEIA oOpasen putykcumata (HII
bupmeI). '

IIpomeacymounoe paseedenue QC 100 obpasya (200 mxz/mn). TOTOBAT 110
aHAJIOTHH C IIPOMEXKYTOYHBIM pa3BeIeHHEM CTaHapTHOro obpasia puTykcumaba.

IIpomesicymounoe paszeedenue ucnsimyemozo obpasya (200 mxz/mn). 10 MKI
npenapaTa pa3BoJAT B ACENTHYECKUX YCIOBHAX cpe;:oi’i A4 aHAJH3a
no xoHuenTpauud 200 MKr/MI, aKKypaTHO IepeMENIMBAIOT, IIEPEBOPAYMBAsL
npoOHpPKY BPY4HYIO HECKONBKO pa3. MapkupyioT npoGupKy Kak npoGupka 1.
AHaNOrHYHBIM 00pa30M roToBsAT NpoObHpkH 2 1 3. OGBEIUHSIOT COAEPIKUMOE BCEX
Tpex npobupox B Tpobupke BMecTUMOCTBIO 2,0 MI (IpH HEOOXOJUMOCTH

MCIIONB3YIOT MPOGHPKY GoJIbIIeit BMECTHMOCTH) U II€PEMELIMBAIOT.

IIpameuanue. [ NPUTOTOBJICHUS pa3sBeICHHs BMECTO NMPOOGHPOK MOXKHO
HCTIONB30BaTh IIyOOKOIYHOUHEIM IUIAHIIET.

Paseedenus cmanoapmuozo, QC 100 u ucnvimyemozo obpasiyos.

Ilpumeyanne. Passenenus craupaptHoro, QC 100 u ucneITyeMoro
o0pasioB B MIYOOKOJYHOYHOM  IUIAHIIETE  MPOBOAAT  NapaLIENBHO,
C MCIIOJIF30BAHHEM MHOIOKAHAILHON aBTOMATHYECKOM MHIETKH.

Pa3pesileHus BHINOJNHIOT B COOTBETCTBHH ¢ TabGumieit 4. Jlns Kaxaoro
pasBelICHHA NPH BHECEHHH O0pa3slioB MCHONB3YKOT HOBHIC HAKOHEYHHKH IS
ABTOMaTHYECKUX IHIIETOK.

B mepBelif BepTHK@IBLHBINA PAX JIYHOK CTEPHIBHOrO TIIIyGOKOIYHOYHOIO
IUIAHIIETa MOMEINAOT 10 433 MKJI CpeJibl Ul aHaJIi3a, BO BTOPOH BEPTHKAIbHEIH

pAN TYHOK HOMEIAIoT 110 540 MKJI Cpelsl VIS aHaIu3a, ¢ TPETBEro 1O CEABMOM



COOTBETCTBYET 3KCNEPTHOMY QTYETY
HJT ot 04.05.2023 N2 8509 C. 66
leixc:,t:ﬂu.u{F‘l M3 N24./39693)

BEPTUKAIbHBIE PSB! TyHOK IOMEIIAIOT I
BEPTHKAIBHBIH PAJI IyHOK MOMEIIAIOT 10 540 MKJI CpEIBI LIS aHaIH3a.

Ilo 100 Mkn npoMeXyTOYHOro pa3BeJCHHA CTaHZApPTHOro obpasia
purykcuma6a, npomexcyTodnoro pazsenenus QC 100 o6pasia u npoMeKyTOYHOro
PasBe/CHHA MCIBITYEMOro o0Opasla IOMEINAlOT B TIEPBEIE JYHKH IIEPBOrO
BEPTHKAIBHOIO psJia CTEPUIBHOrO INIyOOKOJYHOUHOIO IUIAHIIETa, COIEPIKAIero
cpeay mJis aHanmsa (passeeHue 1).

60 mMxu1 pasBefieHust 1 NEpPEeHOCAT BO BTOPOIl Psil JIYHOK IUIAHINETA
H TIIATEIBHO M OCTOPOXKHO MNEPEMEINMBAIOT NPH INOMOIIM MHOTOKaHAIBHON
aBTOMATHYECKOM nuneTka 4 — 6 pas, u3beras neHoobpazoBaHus (passeieHue 2).

300 MK passefieHHs 2 MEPEHOCAT B TPETHH paAjA JIYHOK ILIAaHINETa
M TIIATEJIBHO M OCTOPOJKHO IEPEMEIIMBAIOT IPH TOMOIMM MHOTOKaHAJILHOM
aBTOMaTHYeCKOH MUIeTKH 4 — 6 pas3, u3beras neHooOpa3oBaHus (passezcHue 3).

Ilpoueaypy NOBTOPIOT JUIS 4 NOCICAYIOUMX pasBelenuii (pasBeleHus
4-7).

60 Mk pasBeficHus 7 NEPEHOCAT B BOCHMOM psil JIYHOK ILIAHIIETa
U TOIATENIBHO M OCTOPOXKHO MEPEMEINMBAIOT IpH IIOMOIIM MHOIOKaHAJIBLHOMN

aBTOMaTHYCCKOI MUICTKH 4 — 6 pa3, u3beras neHoobpazoBanus (paspejenue 8).




COOTBETCTBYET 3KCNEPTHOMY OTHETY
HJT ot 04.05.2023 N= 8509 C. 67
(Bxopswmi M3 N24239698)
Ta6anua 4. [IpuroToBiieHue pa3BeIcHH -

o6pa3uoB patykcumaba.
: = =S L @ Emw o5 e =
= = 58 .8 |52 |FE (8¢ ESo|Ee 4 B
) s S= | @= = R =
S| § |ESE 8275|555 % |Efgpid|ffpd sl
] = o == =~
S| 8 |SEES5s2(5:% a8 |gERsig|sirt &g
= o =H=E= B - T - g8 |EE BRT|E B8 B9
g2 = |== OF 28 fg |24 %
1 | Ilpome- | 200 100 433 | 5,33 37,5 12,5
HYTOYH.
2 1 375 60 540 10 3,75 1,25
3 2 3,75 300 300 2 1,88 0,63
4 3 1,88 | 300 300 2 0,94 0,31
5 4 0,94 | 300 300 Z 0,47 0,16
6 5 0,47 | 300 300 2 0,23 0,08
7 6 0,23 300 300 2 0,12 0,04
8 7 0,12 60 540 10 0,012 0,004
Ilpoeedenue ananusa
Ipumeyanus

1. B mpomoipkeHHH BCero aHajimsa cpeja Uil aHalu3a JOJDKHA HaXOJUThCS
[IpH KOMHATHOH TeMIieparype.

2. Inn nepeHoca passeneHui cragaaptHoro, QC 100 m wMcoeITyeMoro
o0pa3noB, KIETOYHOM CyCIICH3HH, pacTBOpa KOMIUIEMEHTa KpOJHYLETO M
kpacutens Anamapa CHHEr0 HCHOJB3YIOT MHOIOKAaHAIBHEIE ABTOMATHYECKHE
IHITETKA ¢ HAaKOHEYHHKaMH o6bremMoM 110 100 MK,

B xaxayio nyHKY 96-1yHOYHOIO KyJIbTYpajbHOIO IUIAHIIETA IEPEHOCAT MPH
NOMOIM MHOIOKAHAJILHOM aBTOMartWyeckod mmuetku S50 M1 pasBefeHHS

craggaprioro, QC 100 wmm wucneliTyemMoro ofpasna M3 TIIyOOKOJIYHOYHOTO

IUTAaHIICTa B TPEX MOBTOPHOCTAX B COOTBETCTBHH CO CXEMOH.




COOTBETCTBYET 3KCMNEPTHOMY OTYETY
HJl ot 04.05.2023 N2 8509 C. 68
(Bxopswwid MIN=4Z39638)

Cxema 3anojHeHus MJIaniera:

Cta - pa3sseienue craniapTHoro oGpasua putykcumaba

M1 - passenenue ucnbityemoro o6pasua |

W2 - passesenue ucnbityemoro obpasua 2 (Mcnbiryembiii obpasen 2 moxeT 106aBNATLCA NPH
HEOGXOHMOCTH, HANPHMED, NPH AHAIH3E HA NPEANPHATHH)

QC - passenenue QC 100 obpasua

Iloozomoexa knemounoi Kynonypol 011 nposedenus ananusa. Conepxumoe
KYJAbTYPQIbHBIX  (JIAKOHOB ~ OCTOPOXKHO ~ IIEPEMELIMBAIOT  JUI  MOJY4CHHS
OZIHOPOAHOM CyCIICH3MH KIETOK. [IepeHOCAT KISTKH U3 KyJIbTYpaibHBIX (JIaKOHOB
B CTCpUILHBIC  LCHTPH(DYKHBIE TNPOOHPKH  BMECTHMOCTBIO SO MI M
ueHTpudyYrupylor B Teuenne SMuH mpu 1000 06/MuH. PocroByio cpeny
ACIHPHPYIOT W aKKypPaTHO PECYCHEHHPYIOT 0Ca/I0K C MOMOLIBI0 MUKPOITHIICTKH B
10— 15 M cpeapt s anamnsa. CoziepskuMoe poGHPOK 0GBEAMHSIOT H MPOBOAAT
MOJICYET YHCJIA KIIETOK.

PasBopaT cycneHsuio KIeTOK cpeiioil Ans aHaiM3a 0 KOHLEHTPALH
(1x10° = 1x10%) K1€TOK/MJI B KONHYECTBE, JOCTATOYHOM JUIS NpOBE/IEHHs aHaIH3a

(13 pacdera SOMKI Ha JIyHKY), OCTOPOXHO MEPEMEUIMBAIOT, nyTeM



COOTBETCTBYET 3KCMEPTHOMY OTYETY
HI ot 04.05.2023 N= 8509 (. g9
) (DxogAwMi VS NE3239658)
IEpEBOpauNBaHus NPOOUPKH BPy4HYIO 3= Byap i

PEaKTHBOB.

B kaXyro JyHKy IUIaHmeTa npuGaBisioT IpY TIOMOILIM MHOI'OKaHaJIBHOM
ABTOMATHYECKOM MANETKH 10 50 MKJI TOMOTeHHOM KIETOYHOI CYCIICH3HUHU.

Ilpuzomoenenue pacmeopa xommnemenma Kponu4ve2o Ons nposedeHus
ananuza. TpeGyeMoe KoimdecTBoO NPOGHPOK C KOMILIEMEHTOM (M3 pacuera 1
npoOHpKa Ha 96-TyHOYHEIH IUIAHIIET) HM3BJIEKAIOT M3 MOPO3HIBHOM KaMephsl M
TIOMEIIAIOT B XOJOAMIBHUK Ha 1 — 3 4 mepes o6aBneHHeM B mianmeT. AJMKBOTA
KOMIUICMEHTA  KPOIIMYBETrO JIOJDKHA OBITh IIOJHOCTBIO Pa3MOpONKEHa nepexn
HCIOJIE30BaHHEM.

50 M1 cpembl A aHanM3a NOMEAIOT B KOHHYECKYI0 IPOOHpKY
BMCCTHMOCTBIO 15 M WM pe3sepByap I peakTHBOB, npubasmsor 1,0 M
KOMILIEMEHTA KpOIM4BbEro, OCTOPOXKHO NEPEMEIHBAIOT 2 — 3 pasa CTEPHIILHOM
CEPOJIOTHYECKOM NHUIIETKOM BMecTUMOCTBIO 10 M H cpasy npubaBiIgrOT mpy
TOMOIIH MHOIOKAHATBHOM aBTOMATHYECKOH THIETKH 110 50 MK K COIEPKUMOMY

KQXKI0H JIYHKH IUIaHIIeTa.

Ipumevanus

1. Ilomy4eHHsIi pacTBOp KOMIIIEMEHTa KPOJIMYBETO HE BCTPAXUBATE.

2. PacTBOp KOMIUIEMEHTa KpOJIHYBErO HEOOXOAMMO BHOCHTH B JIyHKH
I1aHuIeTa cpasy (1) mocie BHECEHHS KIETOYHOM CYCIIEH3HH B JIyHKM TUIaHIIeTa.

3. Ilpu ucnons30BaHuK IPOGHPKH PacTBOp KOMIUIEMEHTa KPOJIHYLETO Cpasy
HEPEHOCAT B pe3epByap A/ pEaKTHBOB.

4. AIMKBOTEl  KDONMYBETO KOMIUIAMEHTA JUI  KAXKIOTO IJIaHIIeTa
Pa3baBIAIOT OTAENBHO.

5. BO3MOXHO aNbTEPHATHBHOE IIPHIOTOBJICHHE PacTBOpa KOMIUIEMEHTA
KpOIM4Lero. A 3TOro aliMKBOTY KOMILIEMEHTA KPOJIIMYBET0 ITOMEINAIOT B
XOJIOMHIEHHK U pasMOpaXkKuBaHus B TedeHHe ~1 4. [Tpx 5ToM YacTs KoMIUIeMeHTa
OCTacTCA HC pasMOPOXKEHHOM. 5,0 M CpeaIBI Ul aHaIH3a NOMEIAIOT B pesepByap.
At peakTuBoB. 300 — 500 MK cpensl s aHam3a 0TOMpalOT M3 pesepByapa H
BHOCAT B NPOGHPKY C KOMILICMCHTOM, OTGHpAIOT 00pa3soBaBLINIACS pacTBOp H3
NPOGHPKH M BHOCAT B De3epByap CO Cpemoif Juis aHalM3a, JaHHBIE IeHCTBUS
TIOBTOP:OT 110 TEX MOP, 110K BECH KOMILIEMEHT He GyIeT NOIHOCTBIO Pa3MOpOXKEH
H TICPEHECCH B pesepyap. Jlaiee couepKuMoe pesepByapa IEpEMELIHBAIOT,
OCTOPOXKHO IOKa4HBas PE3CPBYap B IOPU3OHTAILHOM HANpaBlIeHHH (IciCTBHE
BBINOJIHAIOT BPYYHYIO).




HJT ot 04.05.2023 N2 8509 C. 70
(BxomAuwmin M3 N=4239698)

HHKyOMpYIOT IJIaHIIET B TEYEHHE
temneparype (37 +1)°C, conepxanua CO; — (5+0,5)% M OTHOCHTENBHOM
BJIIQXKHOCTH — 95 %.

Iocne nomemenﬁa KyJIBTYypaIbHOTO IUIAHIIETa B MHKy0aTop, KpacHTelb
Anamap CHHHM IOMEINAlOT B KOHHYECKYIO NPOOGHPKY BMECTHMOCTBIO 15 Mi
U3 pacdeTa 3 Ml KpacuTeNis Ha | IIaHIIeT ¥ IOMEINaioT NpoOUpKyY B HHKYGaTop s

JOCTHIKEHHSA TOMH JKe TEMIIEPaTypEL.

ITpumeuanue. Tlockonsky Anamap CHHHUIL YyBCTBUTENEH K CBETY, CIEAYET

u30erath IpAMOro €ro BosjeicTBuA. Bo Bpems moGapieHus peareHTa B Goxce
OHOJIOrHYECKOM 3aIUTHI IODKEH OBITh BLIKIIOYEH CBET.

Ilocie  oxkoHYanus HHKyOHpOBaHMS  Kpacutelb Ajamap  Cuumit
H KYJIBTYpaJbHbBIH IUIAHIIET A0CTAlOT U3 MHKyOaTopa. Anamap CHHHI NEPEHOCAT
B PE3€pByap /Uil PEaKTHBOB U aKKYpaTHO I€peMeIuuBaioT. Jlajee NpubaBifioT
110 25 MKJI KpacHTelsd B KaXIYIO JIYHKY KyJBTYpalhHOTO IUIAHILETA B TOM K€
IIOpAZIKE, YTO ¥ IPH J00ABJICHKH PACTBOPAa KOMILIEMEHTA KPOJIHYLETO.

Muxy6upyior mianmer B Tedenne (18+2)u B COp-mEKyGaTope npH
temneparype (37+1)°C, coaepxanun CO,—(5+0,5) % H OTHOCHTEIBHOM

BJIQXKHOCTH — 95 %.

[To oxoH4yaHHH I/IHKYGH])OB&HHS[ AOCTAIOT IUIAHIIET W OCTaBJAIOT IIpH

KOMHATHOH Temieparype Ha 7—10 MHH, 3aTeM OLEHHBAIOT (JIyOpECIEHITHIO
B OTHOCHMTE/IBHBIX eauHHIaX Quyopecnenumu (OE®) npu IiMHE BOJHEI
BO30yxaeHuss 530 HM M JuIMHE BONHBI SMHCCHH 590 HM, HCHONB3YS
MynbTEMOI0BEI MHKPOILIAHIIETHEIN puiep Spectra Max M3 miu aHanorsnyHEA
(cuMTEIBaHHE C BEpXd JIYHOK).
- YVuem pezynomamos

Anst  06paboTkM MOMYyYEHHBIX JIAHHBIX HCHONB3YIOT —INPOrPAMMHOE
obGecnieuenne SoftMax Pro win aHajiorayHoe. |

AHayu3 BEIOPOCOB NMPOBOJAT, HPUMEHSSI CTATHCTHYECKMI MeToJ (MeauaHa
pacnipenenenus). 3uauenne duyopecuenuun < (M — N) um > (M + N) cunraercs

BEIOpocoM (M — menana, N = M x 0,3). Jlns Tpex noBTopHOCTEH He GoJee 0HOro

COOTBETCTBYET 3KCMEPTHOMY OTYETY |
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(Bxonsuwmi M3 NE4239638)

3Ha4eHHA MOXeT ObITh YAaJeHO KaK BE)
aHaJIM3a BO3MOXKHO yjajieHue He Ooiee 8 BEIOPOCOB.

PacCyuTHIBAIOT OTHOCHTENBbHOE cTaHmapTHOe oTkioHeHue (CV) 3HageHHs
(iryopecueHM JUIA TpeX MOBTOPHOCTEH KaXJOro pasBEEHHs CTaHAAPTHOIO
obpasna purykcumaba, QC 100 obpasua u ucneityemoro obpasna. CV J10mKHO
ObITh He 60itee 20 % He MeHee YeM 15 eCTH paane;ieﬂﬂﬁ U3 BOCBMH IS KXKI0TO
obpasua.

CtposaT 4-X napaMeTpHYecKylO JIOTHCTHYECKYIO KPHBYIO 3aBHCHMOCTH
KOHLICHTPAIMH OT OTHOCHTEIBHEIX eauHuL (uayopecueniuu (OED) u npuMeHsioT
YETHIpEXnapamMeTpUYeCcKiii METo| aHallu3a S-00pa3HeIX KpuBHIX. [locnenoBaTensHo
OLECHMBAIOT IapaMeTpbl A BepXHAA acuMNTOTa (MaKCHMAJIbHBIA OTBET),
B xoapdunuent HawioHa, D HWKHAS acHMOTOTa (MAHHMAIBHBIA OTBET) Ui
pasBejieHnii  cranjgapTHOro  obpasua  purykcumaba, QC 100  opasna
M HCIIBITYyeMOro obpasia.

JlanbHEeHAIyI0 OLEHKY NPUroAHOCTH CHCTEMBI IJIsi aHaIM3a HpPOBOJAT
TI03TAIHO.

Kpumepuu npuzoauocinu cucmembi.

Jna  passeneHdit craHgaptHoro ofpasua pHTYKCcMMaba — JOJDKHEI

BBIIOJIHATECS CIEYIONHE TpeOOBaHKs IPATOJHOCTH CHCTEMBL:

1 A(}m — DCTI[ > 5000 OE®
2 | Bcm 0,6 —1,5

3nauenusd Acw, Do M Bepy nonydaroT w3 mozenu 0e3 orpaHuycHUR
(Unrestricted Model) 4-x napameTpH4ecKoi JIOTHCTHYECKOH KPHBOI.
Hna pazpenenmii QC 100 o6pa3ua JOMKHBI BBIIOJHATECA CIEAYIOLIAE

'I'pCGOBaHH}l IIPHUIOJTHOCTH CHCTEMBEL:

1 | CoorHomenue [Aqcioo /Acta) 0,85-1,15
2 | CootHomenwue [(Aqcioo — Dacioo) / (Acin—Dery)] | 0,85 — 1,15
3 | Bocioo 0,6-1,5

4 | CootHomenue [Bocioo/ Bcrn] ‘ 0,70 -1,30

COOTBETCTBYET 3KCNEPTHOMY OTYETY
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(Bxogsuwuin M3 N24239638)

BEIYHCIAIOT OTHOCHTENBHYIO aKT
moaens ¢ orpannyeHuamu (Restricted Model) B nporpammuoM obecreuenun

SoftMax Pro uiu aHaJIOruyHOM.

5 | OrHocutensHas aktuBHOCTS QC 100 0,75 -1,25

IIpamevanne. Eciu TpeGOBaHMs NPUTOZHOCTH CHCTEMBI HE BBIIIOJIHAIOTCS,
aHaJIM3 IIOBTOPAIOT 3aHOBO.

Kpumepuu npuemnemocmu pesynomamos ucnoimarnus.

L pasBe/ieHnii HCTBITYEMOro 06pasiia JOJDKHE! BEIIONHATECS CIEYIOMIHE

Tpe6OBaHNA NIPUEMIIEMOCTH PE3YIBTATOB HCIIBITAHMS:

1 | CoorHomenue [Aycn / Acy) 0,85-1,15
2 | CoorHomenue [(Auen — Den) / (Actn— Der)] | 0,85 — 1,15
3 | Buicn 0,6-1,5

4 | CootHomenue [Byen/ Bey] 0,70 - 1,30

Ilpumevanne. Ecnu TpeGoBaus npueMiIeMocTn Pe3yJbTaTOB UCIILITAHUS HE
BBITTOTHAKOTCS, aHAJIN3 IIOBTOPSIOT 3aHOBO.

Pacuem omuemnozo snavenus.
JUisi Kak0ro MCmBITyeMoro o6pasua MpOBOAAT IO TPH HE3ABHCHMBIX
ONPENCICHHSA, MOBTOPAA INPOLEAYPY C 5Tana NPUTOTOBJEHHS pa3BeICHHM

crauziaproro, QC 100 u ucneiTryemoro o6pasnos.

Ilpumeuanune. JIomycKaeTcsi IIOCTAHOBKA BCEX TPEX HE3ABHCHMBIX
OIIpeeIICHHIA:

1. Pa3HBIMH aHATHTHKAMH B OJ(UH JICHb. \

2. MuHMMYM JByMs aHANATHKAMH (0 OJHOMY aHAJIM3y Ha YeJIOBEKa)
B MHHHUMYM /IBa PasHBIX JIHS.

3. OHMM aHAIMTHKOM B pa3HBIE JHH.

C DOMOWWBIO MpPOrpaMMEI  CTATHCTHYECKOH O06PaGOTKH  BEMHCISIOT |
OTHOCHTCJILHYIO aKTHBHOCTE HCIIBITYeMOro obpasia (6e3pa3MepHas BeIMauHa) I
KaX/10i HE3aBHCHMOIf IOBTOPHOCTH.

PaccuntsiBaior cpexHee apuMeTHueckoe 3HAYEHHE OTHOCHTENBHOMN

aKTHBHOCTH HCHBITYyeMOro oGpasua, a Takke Kod(pGHIMEHT BapHalHH 3HAYCHHI

COOTBETCTBYET SKCMEPTHOMY OTYETY
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(Bxomawwn M3 N=4235638)

OTHOCHTENIEHOM aKTHBHOCTH HCIBITYEM
MOBTOPHOCTEH. PesynbTaThl aHaNM3a CUMTAIOTCS JOCTOBEPHEIMH, ecau CV
OTHOCHTEJIBHOM aKTHBHOCTH MCIBITYEMOro ofpasua Jyisi TpeX He3aBHCHMEIX

IIOBTOPHOCTEH aHam3a cocTaBisieT He Goiee 20 %.

Ilpamevanue. Ecin CV OTHOCHTEIBHOI aKTUBHOCTH TIPENIapaTa COCTABIISET
Gonee 20 %, TO TPOBOAAT IPOLEAYPY BHIABIEHHS BHIGPOCA B PE3YJNBTATAX Tpex
HE3aBHCHMBIX IOBTOPHOCTEH aHA/IM3A M 3aHOBO BOCIPOM3BOAT OJHY IOBTOPHOCT.
B cityuae, ecnu BHIGPOC He BBIABICH, BOCIIPOM3BOAAT 3aHOBO BCE TPH NIOBTOPHOCTH
aHaJIku3a.

PaccunTsiBalOT  cnenu@uUecKylo aKTHBHOCTH HCHBITYEMOro o0pasua

B EJl/mn putykcumaGa (P) cinexyromum o6pazom:
P p X PCT}I.’

TAe: p — BeIMYHHA OTHOCHTEJBHOH aKTUBHOCTH HCIBITYEMOro o6pasia,
Ge3pa3mepHas BEIMYHMHA,

Pcry — aKTHBHOCTH CTaHAAPTHOro obpasia pHTyKcumala, yKa3aHHasd B
cepTHUKATE aHANM3a HA MCNOJNB30BAHHEIN B MCIBITAHWM CTAHIAPTHEIH o6pasen

purykcumaba, B EJl/mi.

KosmmuecTBennoe ompenesenue purykcnmaba. Vicnsitanuwe npoBOAAT
MeTozioM Y P-crieKTpopoTOMETPHH.

Hopwma. 9,0 — 11,0 mr/mi.

Peaxmugor:

IInauebo-pacteop npenapata (HJ ¢dupmsr), nponssoputens «JI-p Pc,uﬁu’c
JlaGopatopuc JIta.», Manus unn AO «P-®apmy», Poccus.

Cmanoapmuviii 0obpasey. CtannapTHsIi 06pasen putykcumaba (HJT hupmer),
npousBogurens «JI-p Pennu’c JlaGopatopuc Jita.», Maaus. |

Hcnoimyemviit pacmeop. 100 MKN npenapara [OMEMAIOT B IIpOﬁHpK};.
BMECTHMOCTBIO 5 MiI, mnpubasiasior 1,9 M mianeGo-pactBopa mpenapara,
HCTIONB3Ys aBTOMATHYECKYIO IIMIIETKY C HakoHedHnkoM g0 1000 Mxn, ©

NEpEMEIINBAIOT.

COOTBETCTBYET 3KCNEPTHOMY OTYETY
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(Exogawmi M3 N24239538)

IIpumeyanue. Dakrop preueHuJ_mmﬁmzmnmmmu, 9T
3HAYECHHUE ONITHYCCKOMN IIOTHOCTH HaxoauTcs B uHTepBasie 0,2 — 0,9.

PacTBop MCIIO/IB3YIOT CBEXKEMPHTOTOBICHHBIM.

Pacmeop cmandoapmnozo obpasya pumyrkcumaba. 100 MK pa3sMOPOKEHHOTO
np 2 — 8 °C cranmaptHoro obpasua purykcumaba (HJ| ¢pupms1) moMemaior B
NPOGHPKY BMECTUMOCTBIO 5 MJL, IpiGaBisioT 1,9 i1 mtane6o-pacTsopa npemnapara,
HCHOJIE3YyA aBTOMAaTHYCCKYI0 IIHMICTKY C HakoHeYyHHKOM 10 1000 mxi, =

IIEPCMEIINBAIOT.

Ipumeyanue. DakTop pa3Be/ICHUA MOXKET OBITH H3MEHEH IIPH YCIOBHH, YTO
3HAYEHHE ONTHYCCKOM IUIOTHOCTH HaxoauTcs B muTepBae 0,2 — 0,9.

PacTBop HCNONB3YIOT CBEXKEIPUTOTOBICHHEIM.

Yenosus  ananuza. VsmepeHHMe ONTHYECKOM IUIOTHOCTH TPOBOAAT Ha
Y®-ciiekrpooToMETpE B MAKCHMyMeE IIOTJIOLICHHA IIPH JUIMHE BOJHE 280 HM
B KBapIEBOIi KIOBETE ¢ TOJUIHHOM c1og 10 MM.

M3MEpsIOT ONTHYECKYI0 IUIOTHOCTH TpeX IpoG pacTBOpa CTaHAAPTHOIO
obpasua puTykcMmaba, HCIONB3Ys B KAayecTBE pacTBOpa  CpaBHEHWSA
miane6o-pacTBop mpenaparta. ONTHYECKas IUIOTHOCTH PACTBOPA CTAHJ@PTHOTO
ofpasna paTykcuMaba J0JDKHA JiekaTh B uaTepsaie 0,2 — 0,9.

Ilpumeuanne. IIpy HECOOTBETCTBUM OITHYECKOH IUIOTHOCTH YKa3aHHOMY
MHTEPBAILY PACTBOP CTAaHIapTHOTO o0pasiia puTyKCHMaba roTOBAT 3aHOBO.

Cucrema cuMTa€TCS NPUTOHOM, €CIIM VIS pACTBOpa CTaHAAPTHOro 06pasna
PHTYKCHMa0a BBIIOIHAIOTCS CIEAYIOUINE YCIOBHS:

OTHOCHTEIBHOE CTAH/IAPTHOE OTKJIOHEHHME ONTHYECKOH IMIOTHOCTH IS TpEX
npo6 cocrasiseT He 6oee 5 %,

KOHLCHTpAlust PHTyKCMMaba, paccyMTaHHad IO CpeaHel ONTHYECKOU
INIOTHOCTH Tpex 1pob, cocTaBisteT 90 % — 110 % ot 3HaueHus copepxanus Genka
B CTaHJapTHOM oOpasue pUTykcuMaba B COOTBETCTBHM C CEpPTH(MHKATOM €ro
aHaju3a.

W3MepsI0T ONTHYECKYIO ILIOTHOCTH TpeX Npo6 HCIBITYEMOTO pacTBOpa,

HCIOJIE3yA B KadecTBE pacTBOpa CpaBHEHHs IUiale6o-pacTBOp Npenapara.




HJT ot 04.05.2023 N 8509 C. 75
I:BKD{'.‘;Q‘;LLHH M3 N=4239698)

Onrtuyeckas ILIOTHOCTS HCIBITYEMOTO
0,2-0,9.

ITpameuanne. IIpu HECOOTBETCTBHH ONTHYECKOH IIOTHOCTH YKa3aHHOMY
HHTEPBATY HCIIBITYEMEIl PacCTBOP FOTOBST 3aHOBO.

PesynpTatel avamusa CYMTAIOTCS JOCTOBEPHBIMH, €CIH OTHOCHTEILHOE
CTaHAAPTHOC OTKIOHCHHE ONTHYECKOH IUIOTHOCTH JUIA TPEX MPo6 MCIBITYEMOro

pacTBopa cocrasisieT He Gonee 5 %.

Yuem pesynomamos
Konnentpammio putykcumaba B mr/ma (C) B HCIBITYEMOM IIpenapare U B
CTaHJapTHOM 00pasie puTykcuMaba BEIYUCIAIOT IO hopMyIte:

C_AxSO
1,62

TRe: A — CpejiHss ONTHYECKas IIOTHOCTh TPeX Mpob HCIBITYEMOTO PacTBOpa;
50 — koo dunmeHT, yUHTHBAIONIUI pa3BeICHHE;
1,62 — koo puiEEnT SKCTHHKLMHA pATYKCHMa0a.

Koanvectennoe onpejenenne noymcopbara 80. Mcuritanue npoBoasT
MeTo0M obpateHHo-(hazoBoit BIXX.

Hopwma. 0,049 — 0,091 %.

Peaxmugor:

Averonutpun (ans BOXX, J.T. Baker, katr. Ne 9829 wim aHanormgsHoro
Ka4yecTBa)

Tpuoropykcycras xucinora (Molecular biology grade, Sigma Aldrich,
Kat. Ne 299537 WiIH aHATOrHYHOro Ka4€eCcTBa)

IlonmucopGar 80 (Emprove grade, Merck, xat. Ne 817061 mim anaioruasoro
KayecTsa) .

Cmona MabSelect (GE Healthcare Life Sciences, kar. Ne 17-5199-01)

Hsonponanon (uis BOXX, Merck xat. Ne 1010401000 mIi aHAJIOrHYHOTO

Ka4iecTBa)

COOTBETCTBYET 3KCMEPTHOMY QTYETY
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HJT ot 04.05.2023 N= 8509 C. 76
(BxonnAwmi M3 W=EZ39698)
Bopna, npomemmas gepes cucremy 1= .

AHAJIOrMYHOI0 Ka4ecTna

IlnaneGo-pactsop npenapata (HJI dhupmsi), npoussomarens «lI-p Pemu’c
Jlaboparopuc Jita.», Uaaus wmm AO «P-®apmy, Poccus.

Obopyoosanue. 1lleiixep (Gel Rocker (Bangalore Genei) n1u aHaJorHYHLIH),

Iloodsuoicnasn gpaza (IIP). 800 mn aUCTOHUTPHIIA IIOMEIIAIOT B MEPHYIO KOJIGY
BMecTAMOCTRIO 1000 My, npuGasnsmior 1 ma TpudTOpyKCYCHOM KHCJIOTEI,
NIEPEMEIIIHBAIOT U 0BOJAT 00beM pacTBopa B koGe BoJOM 10 MeTkH. [leperocsT
PacTBOp B K0JI0Y M3 JIOPaHOBOrO CTEKIa BMECTHMOCTHIO 1 JI, IepEeMelIHBAIOT 1
ACTrasHpYIOT B yJIBTPasByKOBOI BOAsAHOM GaHe B TeyeHne 10 Mum.

Cpox ropHocTs moaBMXHOMK (assl 7 CyT NpH XpaHeHHH IIp¥ KOMHATHOMH
TEMIIepaType.

80 % pacmeop ayemonumpuna. 800 M1 AUETOHATPHIIA IOMEIAIOT B MEPHYIO
K0J10y BMecTHMOCTEIO 1000 M1, Z0BOAAT 06BEM pacTBopa B K0J10¢ BOZOI 0 METKH.
llepeHocsaT pactBop B KoJGYy U3 MIOPAHOBOTO CTEKNa BMECTHMOCTBIO 1 a,
[ICPEMELIMBAIOT U AETa3sUpyIOT B yJILTPa3ByKOBOI BO/IAHOI OaHe B Teuenue 10 MuH.

Cpox ronsocTi pacTBOpa 7 CyT IIpH XpaHEHHH IIPH KOMHATHOM TeMIieparype.

Hexoonwii cmanoapmusiii pacmeop. 2,0 r nomacop6ata 80 HOMEAOT npu
NIOMOIIH NUNETKH ¢ NHPOKUM HOCHKOM B MEPHYIO K0J0y BMECTHMOCTHIO 100 M,
u3berast NoNaJaHUd PacTBOpa Ha CTEHKH KOJIGHL pactBopsoT B 90 Mn BOAEL
A0GaBIsAA €e IO KalllAM IO CTEHKE KONAGE M OCTOPOXKHO NEPEMENIHBAS JI0
pacTBopeBui. OCTaBIsIOT HA HOYb JUI OCENAHMs TeHHL Ilocie OcCelaHus IeHEl
JOBOJIAT 00BEM PacTBOpa B KONIOE BOXOM 10 METKH H ITEPEMEIIIHBAIOT.

PacTBop HCIOJIB3YIOT CBEXENPHTOTOBICHHBIM.

Cmanoapmuvie  pacmeope.  VICXORHBIA ~ CTAHNApTHEIA  pacTBOpP  C
KOHUeHTparmer 20 MI/MI MOABEPralOT CEpHH IOCIENOBaTEIbHEIX Pa3BEACHHM

C LIEJIBIO MOTY4EHHUs CTal/IapTHEIX PACTBOPOB B COOTBETCTBHH C TAOIHUIECH 5.

COOTBETCTBYET 3KCMEPTHOMY OTYETY
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HJT ot 04.05.2023 N= 8508 C, 77
J’ (Bxooswwi M3 NE4Z39638)
Tabauua 5. IIpurorosin ‘HAC CTaHJAPTHEIX PaCTBOPUB.
2 5 3
o - =
: : =3 : |2
& g = 2 B 2 2 & g
=2 38 22 1 |EE |E |EE;
Q Q =~ = o
£ |3 £% |85 B2 | |5E%
2 & o & c& 2§ (22 |8 |[S£8i
Hcxonuerit n/m* H/11 H/n 20 B/ H/m
Pactop 1 | 500 (ucxoznoro) 9500 | 10000 1 100 100
Pacteop 2 | 900 (pactBopa 1) 100 1000 0,9 100 90
Pacteop 3 | 4000 (pactBopa 1) | 1000 5000 0,8 100 80
PactBop 4 | 700 (pactsopa1) | 300 | 1000 | 0,7 | 100 70
PactBop 5 | 750 (pactsopa 3) 250 1000 0,6 100 60
Pacteop 6 | 1000 (pactBopa 3) | 1000 2000 0,4 100 40
Pacteop 7 | 500 (pacrBopa 6) 500 1000 0,2 100 20

*H/11 - He IpUMeHUMO

Henvimyemeiit pacmeop. 500 MK CENCKTHBHOM K MOHOKIOHATBHEIM
anTuTeNaM cMonsl MabSelect nomemalor B MEKpoueHTpH(YXHYIO poOHpKY
BMECTUMOCTBIO 2 MJI, LEHTpudyrupyior npu 20000 X g B TeucHHE 5 MuH,
CYNEpHATaHT 0TOpackiBaIOT.

Ilpubasmstor 1,5 M mmaneGo-pacTopa Inpemapara, IICPEMEIITHBAIOT
CONCPXHMOE  Ha meiikepe npu 8-10 o6/MuH B TedeHme 3 —4 MuH,
ueHTpudyrupyiot npu 20000 X g B TeYeHHE 5 MUH. CynepHartanT 0TOpackIBaIOT.

IIpuGasmsior S00 MK penapara, mepeMelHBaIoT COACPKHMOE Ha IeiKkepe
pu 8 — 10 06/mun B TedeHne 15 MuH, ueHTpHdyrupyior upa 20000 X g B TeueHne

5 MHH, CynepHaTaHT 0TOHpAIOT U UCHONE3yIOT it B X-ananusa.



e e

COOTBETCTBYET 3KCMNMEPTHOMY OTUYETY
HJT ot 04.05.2023 Nz 8509 C. 78

(Bxomawwmn M3 N=42739638)

Xpomamozpaghuweckue yemosus

IpuGop

IIporpammuoe oGecnieuenue

Waters Alliance HPLC system uiui aHaTorHuHsIi,
060pyn0BaHHEIH IUOIHO-MaTPUYHEIM
crexTpodoTomeTpuyeckuM getekTopoM (PDA-
ACTEKTOP)  MIM  CHEKTPO(OTOMETPHICCKAM
ZICTEKTOPOM ¢ NIEpeMeHHOM JmiHoM BoH! (V-
JETEKTOp)

Empower uin ananormunoe

Koonxa 250 MM x 4,6 MM, 5 mrMm, 130 A, XBridge C18,
(Waters, xat. Ne 186003117)
80 80 % pactBOp aneTOHWTPHIA, CONEPKAIII

0,1 % TpudTopyKCyCHOM KMCIOTHI

Cxopocts noToka 1,0 mu/mMun

I'paguent H3okparnyeckmii
Temneparypa kooHKH (25+£2)°C
Temneparypa o6paznos (5%3)°C

JletexTop PDA umu Y@, 235 um
O65BeM npolE! 100 mxn

Pasmep nernn 100 M

Bpems

XpoMaTorpadupoBaHus 30 mun

IIpy MCIonp30BaHUKM HOBOM _ KOJOHKH IpOBOMAT €€ HMHHIHAIH3AIHIO

TNOZBIKHOH (a30ii B TeueHne 30 MUH IpH CKOPOCTH IOTOKa 1,0 MyT/MuH.

YpaBHOBENIMBAIOT KOJIOHKY IIOJBIXKHON (a3oif B Teuenwe 30 MuH IpH

CKOpOCTH norokxa 1,0 Mia/MuH.

B xpomarorpad) BBOAT 100 MK BOZIEIL.

Hpameuanus

HQH HCIIOJIE30BAHUH HOBOM KOJIOHKH:

1. B xpomarorpac sozsT 100 Mk Bost. Eciu 6azoBas inHMs He cTabMiIbHa,
[IPOLEAYPY MOBTOPSIOT J0 €€ CTabHIN3alum.
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
H]1 ot 04.05.2023 N= 8509 C. 79
(Bxogswwmit M3 N24239698)

2. B xpomarorpad Boaat 100 mxn
TPEX MOCIIEA0BATEIbHBIX HHIKEKIHH, COOTBETCTBYIOUIMX KPUTEPHAM IPUTOAHOCTH
CHCTEMBI.

B xpomarorpad BBomaT 3 pasa nmo 100 Mkn cranpaptHoro pactsopa 4,
PErHCTPHPYIOT XPOMAaTOrpaMMbl M ONPEAESIOT BpeMs YAEPKHBAHHUS M IUIOLIAb
nuka 1 nonucop6ara 80. [Tukn uHTErpUpYIOT 110 6a30BOM JIMHUK OT Hayala nuka |
JI0 KOHIA NMHKa 3, olycKas NEepneHJHKy/IsApsl K 6a30BOi JIMHUK Ul pasiesieHus
nukoB 1, 2 u 3. JlaHHBIA THN WHTCIPUPOBAHMS NPHUMEHSIOT MNPH IPOBEPKE
NPUIOJIHOCTH XpomaTorpaduueckoil cHcTeMbl B Hayajle M KoHue aHanusa. [Ipu
HECOOTBETCTBHH KPHTEPHSAM NPHUIOJHOCTH KOJOHKY npombiBaioT 80 % pacTBopoM

ALETOHHUTPHJIA B TEYEHHE 42 MHH NIPH CKOPOCTH 1oToka 1,0 MI/MHH ¥ OBTOPSIOT

npowezypy.
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Puc 34. Tunuunas xpomamozpamma cmanoapmuozo pacmeopa 4 (6 macumabe
NONHOU WIKANbY) NPU NPOGEPKe NPU20OHOCINU XPOMAMOZPAPUIEcKoli cucmeml 6

Ha4ane u 6 KOHye aHanu3da ¢ yKasanuem pasmemsu nuKkoe Rpu uHmezpuposanuu




COOTBETCTBYET 3KCMNEPTHOMY QTYETY
H]I ot 04.05.2023 N= 8509 C. 80
(Bxoaawumin M3 N=4739658)
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Puc 35. Tunuunasn xpomamozpamma cmandapmnozo pacmeopa 4 (& yeenuueHHom
Mmacuimabe) npu npoéepke npu20OHOCMU XPOMAMOo2paghuyeckoii cucmemsl 6

Ha4ale u 8 KOHYe aHanusa ¢ yKasanuem pasmemsu nukoe nNpu uHmMezZpupoearnuu

Xpomarorpapuyeckas CHCTEMa CYHTACTCA IIPUTOAHOM, €CIIN:

OTHOCHTEJIPHOC CTAaHJApTHOE OTKJIOHEHHE BPEMEHH Y/Ep:KMBaHUA mNHKa |
nosmcopbara 80 u1st 3-X NOBTOPHBIX HHXKEKIHMI HA XPOMATOrPaMMaXx CTaHJIapTHOTO
pactBopa 4 He Gonee 2 %;

OTHOCHTE/IBHOE CTAHJAPTHOE OTKJIIOHEHHE TUIolaayn nuka 1 noaucopbara 80
JUisi 3-X MOBTOPHBIX MHXKEKLMH Ha XpOMaTorpamMmax CTaHJapTHOro pactopa 4
He Gonee 10 %;

3¢ ekTHBHOCTL XpoMaTorpadHuecKoii KOJIOHKH, PACCUMTAHHASA MO MHKY 1
nosmcopbara 80, ne menee 100 TeopeTHYECKHX TapeJIOK;

(akrop acummeTpun nuka 1 noaucopbara 80 ne Gonee 1,3.

B xpomartorpad BBozaT 3 pasa no 100 Mk cranaapTHeIX pacTBopos 1 — 7.
Peructpupyior XxpoMaTtorpaMMBl H ONIPEE/ISIOT CyMMapHYIO TUIOIaAh MHKOB 1 — 3
nonucopbara 80. ITuku MHTErpHpYIOT cymMMapHO: no 6a30BOi JIMHHM OT Hayaia
nuka 1 10 koHua nuka 3.

Ilpumeyanue. IIpy HEBO3IMOMNKHOCTH CyMMapHOrO MHTEIPHPOBaHHMs BCEX

TPEX IMHKOB IHKH MHTErPUPYIOT N0 OTACIBHOCTH OT Hadaja K KOHILY NMHKa H Ul
BBIYHCJICHHI HCIOJB3YIOT CYMMapPHYIO ILIOINA/b ITHKOB.



COOTBETCTBYET 3KCMEPTHOMY OTYETY
HJl ot 04.05.2023 N= 8509 C. 81
(Bxoaswmia M3 N24239638)

Ctpoat rpaduk 3aBHCHMOCTH CyMM
Xpomatorpad konuyectsa nonucopbara 80 (20 — 100 wmkr). Kosdduument

KOppeJIsLMH Jo/DKeH ObITh He Menee 0,99.
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Puc 36. Tunuunan xpomamozpamma kanubposouHozo pacmeopa (cmanoapmHbiii
pacmeop 4) (6 macuimabe nonHOU WKANbY) C yKA3AHUEM PAZMEMKU NUKOE NPU

UHmMeZpuUpoearuu
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Puc 37. Tunuunas xpoMamozpamma KanubpoeouHo20 pacmeopa (cmanoapmuulii
pacmeop 4) (6 yeeauuernom macuimabe) ¢ ykasanuem pasmemku nukoe npu

UHME2PUPOBAHUU

B xpomartorpad BBojaaT 2 pasa no 100 MKJ HCHOBITYEMOrO pacTBOpa,

PErHCTPHPYIOT XPOMATOrPaMMBI H ONPEACAIOT CYMMAapHYIO IUIOIaAb MHKoB 1 — 3

S




HJI

COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 04.05.2023 N= 8509 C. 82

nosnucopbara 80. ITuku HHTErpHPYIOT CY

nuka 1 1o KoHua nuka 3.

(Bxopawwi M3 N24239638)

Ipumeyanne. IIpu HEBO3MOXKHOCTH CYMMapHOr0O HHTErPHPOBAHHS BCEX
TPEX NMHKOB MHKH MHTEIPHUPYIOT MO OTAEABHOCTH OT HAa4ajia K KOHILY NHKa U JJIs
BBIYHCJICHHH HCIIOJIB3YIOT CYMMapHYIO ILIOIA/b ITHKOB.

Polysabats - 8.811
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Puc. 38. Tunuunan xpomamozpamma ucnvimyemozo pacmeopa (6 macuumabe

NONHOU WKANbY) C YKA3AHUEM PASMEMKU NUKO8 NPU UHMEZPUPOBAHUY
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Puc. 39. Tunuunas xpomamozpamma ucnvimyemoz20 pacmeopa (6 y6eaudeHHom

macumabe) ¢ ykasanuem pasmemxku NUKOG npu uHme2pupo6anuu




COOTBETCTBYET 3KCNEPTHOMY OTYETY
HA ot 04.05.2023 N= 8509 C. 83

. {Bxomawwmi M3 N24239698)
ITociie oxoHYaHMsA H3MepeHHil B x{marorpada—sbﬁnﬂ%—pasa—ﬂe—we—mm——

CTaHIApTHOIO pacTBOpa 4, DPErHCTPHPYIOT XPOMATOIPaMMEl H  ONPEIENSIOT

IIOW@/h H BPEMS yAepXKMBaHUA NUKa 1 monucopbara 80.

IIpameyanue. CrannapTHeii pactsop 4 BBOEAT 2 pasa B KOHIE IHKJIa
H3MEPEHHUI 1, IPH HEOGXOAMMOCTH aBAIM3a HECKONBKUX 06Pa3IoB MOAPA, mocie
KaXBIX mecTH 06pa3ios.

PesynbraThl aHanu3a CYHTAIOTCH JOCTOBEPHBIMH, €CIH COOMIONAIOTCS
ClIEIyIOIIHE KPUTEPUH:

OTHOCHTE€JIBHOE CTaHIAPTHOC OTKIOHEHHE BPEMCHH YJEP)KHBAaHHA IIHKa 1
nonucopbara 80 Ha XpomaTorpamMMax CTaHZApTHOrO pacTBOpa 4 IIPM TIPOBEPKE
OPHTOJHOCTH ~ XpOMATOrpauuecKoifl  CHCTEMBI, pAcCYMTAHHOE 110  BCEH
NOCJICA0BATENIBHOCTH, JIODKHO OBITH He Gonee 5 %;

OTHOCHTEJIBHOE CTAHapTHOE OTKIIOHEHHE ILIOMAH mHKa 1 noymcopbara 80
Ha XpoMaTorpaMmax CTaHIapTHOIO pacTsopa 4 NpH HPOBEPKE NPHIOAHOCTH
XpoMaTorpapuyYecKoll CHCTEMBbl, PAaCCYMTAHHOE 110 BCEH II0CIEIOBATEIBHOCTH,
JODKHO OHITH He Gonee 10 %.

IIpoMBIBAIOT KOJIOHKY alETOHMTPUIIOM B TedeHue 20 — 25 MHH IIpH CKOPOCTH
noroka 1,0 miu/MuH.

Kornonky 3anonasior noasmkHol dazoit wim 80 % pacTBopoM aleToOHHTpHNIA

¥ XPaHAT ILIOTHO 3aKPEITO# ¢ 000HX KOHIIOB.

Yuem pesynemamos
Hcnons3yioT nporpaMmHoe obeciiedenre Empower uim aHanoruasoe.

Coxepxanne momacop6ara 80 B nponenTax (¥) BEIMUCISIOT 110 hopMyJe:
_ (S-b)

L= k x 1000

rae: S — cymMmapHas mIomanh NUKoB nomcopbara 80 Ha Xpomarorpamme
HCIIBITYEMOTO PacTBOpa;

k — TaHreHc yriia HaKJIoOHa;
b — oTpe3ok, oTcexaeMsblit NPAMO Ha OCH OpMHAT.
3a pe3ynbTaT aHaIM3a NPUHEMAIOT CpeHee 3HaYCHHUE U3 IBYX BEIYHCIICHUIA.



COOTBETCTBYET 3KCMEPTHOMY OTYETY
HJT ot 04.05.2023 N2 8509 C. 84
(Bxopswmi M3 N24239638)

YnakoBka

ITo 10 mut mim 50 M1 ipenapata Bo (IaKoHsI B3 GECIBETHOIO CTeKa Knacca 1
(USP), yKkynopeHHEle pe3MHOBEIMH npoOKaMH, OGXKaTeie AIIOMHHHEBBLIMH
KOJmadkaMH ¢ IPpeI0XpaHUTENIbHBIMH IUTACTHKOBEIMY Kphimeukamu. 1o 1 (raxony
BMECTE C HHCTPYKIMEH 110 IPHMEHEHHIO B NTa4Ky KapTOHHYIO. B ciyuae YIIaKOBKH
dupmoii «/I-p Pemui’c Jla6oparopuc JIta.» NaYKy KapTOHHYIO YIAKOBEIBAIOT B
IIpO3payvHbIA [AKET U3 MOJMITHIEHA HU3KOH IVIOTHOCTH.

Yuakoeka «in bulk»: ITo 63 ¢nakona c npenaparoM (o 10 min) wiM mo
30 durakonos ¢ mpemaparom (mo 50 M) nomemaoT B KapTOHHYIO KOpOOKy ¢
KapTOHHEIMH  peuleTkami. KapToHHbIE KOpOOKM YIIakOBEIBAIOT B IPO3PavHEIe
TIaKETEI U3 NIOJUITHICHA HU3KOH INIOTHOCTH M MOMEINAIOT B KAPTOHHEIH XOPOG.

Kapronnsie xopo6a nomemaior B TpaHCHOPTHYIO YIakoBKy ¢

XJ1aa03JICMCHTaMH.

MapkupoBka

Ha nepeuunoii ynaxoexe (na smuxemxe gnaxona) na DPYCCKOM A3bIKE
YKa3pIBAIOT: TOProBOC HAMMEHOBAHHME Mpemapara C NpeAyHpEAUTENLHOM
MapKUpOBKOH# ®, I03MPOBKY, MEXTYHAPOJHOE HENATEHTOBAHHOE HAMMEHOBAHHE,
JIEKapCTBEHHYIO OPMY, KOHILIEHTPALIHIO, 06BEM COJIEPKHMOTO ¢naxoHa, HaAMUChH
«PexoMOMHAHTHEIE MOHOKJIOHAIBHBIC AHTHTENA», COCTAB npenapara, yYCJIOBHSI
XpaHCHUS, NPEAYNPEAUTENbHbIC HAAMUCH («XPaHUTh B HEAOCTYIHOM VI JeTei
mecre.», «llepel HCIONB30BAHMEM IpeNapaTa O3HAKOMBTECh C IPIIAraeMOM
MHCIPYKUKMEH 10 IPUMEHEHMIO.», «IIpenapaT npejHasHayen Ui NPHMCHCHHS B
CTalMOHApE CIELUATICTOMY), HANMHCH «CTEPHIBHO.», HOMEP NIPOU3BOCTBEHHOMN
manensun («M.L. Ne»), Homep cepum, aaty npomssoxctsa, «Of€H 10 (BKIT)»,
HaNMCHOBAaHKE M a/Ipec (PUPMBI-IIPOU3BOAUTENS, ce TOBApHEIH 3HaK (JIaTHHHIIEH),
TEXHOJIOrHYCCKHUE HIIH NIPOM3BO/ICTBCHHBIC OTMETKH (IPH HEOOXOAUMOCTH).

B ciryyae npownsBoscTsa npenapata AQ «P-Mapmy

Ha nepeuunoii ynakoexe (na smuxemxe ¢uakona) Ha PYCCKOM A3bIKe
YKasblBaIOT: TOProBOC HAHMCHOBaHME INpemapata ¢ [peAyNpeIuTebHOM

MapKUpOBKOH ®, 03HPOBKY, MEKIYHAPOJHOE HENATCHTOBAHHOE HANMEHOBAHHUE,
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HA ot 04.05.2023 N= 8508 C. 85
(Bxopswwit M3 N24239638)
JIEKapCTBEHHYIO (OpMY, KOHIIEHTPALHIO, : 5

«PekOMOMHAHTHEIC MOHOKJIOHANBHBIC AHTHTE]a», COCTAB MNpENapaTa, yCIOBHS
XpaHCHUsl, NpeAyNpeAnTeNbHbIe HaamucH («XpaHUTh B HEAOCTYHHOM Ui JeTeil
mecre.», «Ilepes mcHoNb30BaHMEM NperapaTa O3HAKOMBTECH C MpPHJIATAEMOH
MHCTPYKIMEH 10 NpHMeHeHuI0.», «IIpenapaT npensasHaden s NPHMEHEHUS B
CTAallHOHApE CIEUHATMCTOMY»), HAAmHCh «CTEPHIBLHO.», HOMEp cepim, aary
Npou3BOACTBa, «I'0JIeH 110 (BKJI)», HAUMEHOBaHKE H CTpaHy GUpMEI-BIazenbna PY,
ee TOBapHBII 3HaK (JaTMHHUEH), HAMMEHOBAHME W CTpaHy KOMIIaHHH,

OCYIIECTBIIIONIEH IPOM3BOJCTBO NpENapara, €e TOBApPHEIf 3HaK.

Ha emopuunoil ynakoeke (Ha KapmoHHOU nauke) Ha PYCCKOM A3bIKe
YKa3BIBAIOT: TOPrOBOC HAMMEHOBAHHE MpenapaTra C IpeAylIpeaATeasHOR
MapKUpOBKOH ®, I03MPOBKY, MEKIYHAPOIHOE HENATEHTOBAHHOE HAMMEHOBAHMUE,
JIEKapCTBEHHYIO (OpMY, KOHIIEHTPAIHIO, 06BeM COLepKUMOro (hIakoHa, Ha/IHCh
«PexoMOMHAHTHBIE MOHOKJIOHAJBHBIE AHTHTENA», COCTAB MPENapara, YCIOBHS
XpaHeHus], NpeAyNpeArTeIbHEIE HAAUCH («XpaHHUTh B HEJOCTYIHOM IS JeTel
mecte.», «llepen HMcmonp3oBaHMEM IpenmapaTta O3HAKOMBTECh C [pHIAraeMoil
HHCTPYKIMEH @0 NpHUMEHEHMIO.», «I[IpUMEHATh [0 HA3HAYEHUIO Bpaya.»,
«IIpenmapat npejaHasHadYeH s NPUMEHCHHS B CTAlMOHape CIENHAIHUCTOMD),
YCIIOBHSA OTncha U3 anTek, cnocod BBemeHUA, HAANUCH «CTEPHIBHO.», HAAIHCH
«® - 3aperuCcTpUpOBaHHLI  TOBapHBIf 3HaK.», HOMEpP CBHIETENLCTBA O
PETHCTpalii¥  TOBapHOTO  3HAKa,  PErHCTPAIMOHHEIN  HOMEp,  HOMEp
npou3BoJCcTBeHHOM muueH3uu («M.L. Ney), rioGanpHEIM HACHTHOHKAHOHHEIHA
HoMep Toprood emuHMUBl («GTIN New), HamMeHoBaHHWe H ajpec (GUPMEI-
IIPOU3BOJHTEN, €€ TOBApHBI 3HaK (JIATHHHIEH), INTPHX-KOJ, HOMEDP CEpHH, JIaTy
npon3BozicTBa, «l'ofen A0 (BKI)», WTpuX-KoA B (opmare DataMatrix u ero
pacmmdpoBKy.

JIONONHUTENBHO Ha 6mopuuHOll ynakoeke (Ha KAPMOHHOU nauke) HA
aHeNulicCKoM A3blKe YKAa3bIBAIOT: TOPrOBOE HaMMEHOBaHHE IIpenapara, J103MpPOBKY,

MEXKOYHapOAHOC HENATCHTOBAHHOE HAHMCHOBAHHE, JICKapCTBEHHYIO [l)OpMy,

COOTBETCTBYET 3KCMEPTHOMY OTYETY




COOTBETCTBYET 3KCMNMEPTHOMY OTUYETY
HJL ot 04.05.2023 N2 8509 C. 86
(Bxogswmin M3 N24239698)

KOHICHTPAIHIO, 06HEM COIEPKUMOro (it
«REDDITUXS500».

B ciryyae ynakoBku / BHITycCKaloImero KOHTpous kadecrsa AQ «P-Mapmy»

Ha emopuunoii ynaxoexe (Wa kapmounoii nauke) Ha pycckom ssvike
YKa3pIBAIOT: TOProBOC HAMMEHOBAHME Ipenapata C NpexyIpeauTeIbHOl
MapKHpOBKO# ®, J03HPOBKY, MEKIyHapOIHOE HENATEHTOBAHHOE HAHMEHOBAHHE,
JICKapCTBCHHYIO (POPMY, KOHLIEHTPALMIO, 00BEM COAEPKUMOTO (IIaKOHA, HA/IUCh
«PexOMOHHAHTHBIE MOHOKIOHANBHBIE AHTHTENA», COCTAB IIPENapara, YCIOBHSA
XpaHECHMH, NpeAyNnpe/iuTeNbHbIe HAAMUCH («XPaHUTh B HEJOCTYIHOM Ui JeTel
Mecte.», «llepen mcnonb3oBaHWeM mNpenapara O3HAKOMBTECH C MPHIAraeMoi
MHCTPYKUMEH IO OpHUMEHEHHIO.», «[IpUMEHATh II0 Ha3HAYEHHIO Bpaya.»,
«lIpeniapar npenHasHayeH I NPUMEHEHHS B CTAMOHApE CIIEIHAIHCTOMM),
YCIJIOBHsA OTILyCKa H3 anTeK, cnoco0 BBeJCHHA, HAANUCh «CTEPUIBHO.», HANIHCh
«® - 3apErUCTPUPOBAHHBI  TOBApHBI  3HAK.», HOMED CBHACTENBLCTBA O
PETrHCTpaliK TOBAPHOI'0 3HAKa, PErHCTPAHOHHEIH HOMEP, HAHMEHOBAHHE H CTPAaHY
(upMEI NPOKM3BO/ATEILA, €€ TOBAPHEIH 3HaK (IATHHULEH), HAMMEHOBAHME U CTPaHy
KOMIAHHH, OCYIICCTBIIAIOMICH yIAaKOBKY M BBHIYCKAIOLIMM KOHTPOIL KayecTsa
npenapara, €¢ TOBapHbIA 3HAK, IITPUX-KOJ, BHYTPEHHHI 3aBOJCKON KOJ, IITPHX-
koA B popmare DataMatrix, rnoGanbHblil HACHTAGUKALIMOHHEIH HOMEP TOProBOM
euHAnE (<Ko mpoykTay), HOMEp CepHH, JaTy IMPOoU3BOJICTBA, «I 0/1eH /10 (BKI)»,
WHAUBUYAbHBIA CCPUAHBIA HOMEP BTOPHYHOM (HOTPEOHTENBCKOM) YIMaKOBKH
(«YHHKAIBHEII KOJTY).

JIOTONHUTENBHO HA 6mOpu4HOll ynakoeke (WA KApMOHHOU nauke) Ha
anenuiickom A3biKe YKa3hIBalOT: TOPrOBOE HAMMEHOBAHHUE IIpENapaTa, JH03HPOBKY,
* MeXIyHapOJHOE HENATEeHTOBAHHOE HAMMEHOBAHHC, JICKAPCTBEHHYIO (OPMY,
KOHIEHTpaLHIo, 00seM conepxkumoro rakona, Mukporekct «REDDITUX100» /
«REDDITUXS500».

B cinyyae npoussoicTsa npenapara AO «P-®apm»

Ha emopuunoli ynakoexe (Ha KApmOHHOU NAuKe) HA PYCCKOM S3blKe

yKashlBalOT: TOProBoe HAWMEHOBAHHME TIpenapara ¢ MpeaynpeadTeIbHON
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
HJT ot 04.05.2023 N 8509 C. 87
(Bxopmwui M3 WE4Z39698)
MapKHpOBKO# ®, 03HPOBKY, MEK/YHapOJHOE HEMATCHTOBANAOE HANMCHOBARHT,

JICKapCTBEHHYIO (OPMY, KOHLEHTPALMIO, 06BEM COAEPKHMOro (IaKOHA, HAIHCH

«PeKkOMOMHAHTHBIE MOHOKJIOHAIBHBIE AHTHTENA», COCTAB npenapara, ycJOBHsA
XpaHCHUsl, NPEAYNPEAUTENbHBIC HAANNUCH («XPaHUTh B HEJOCTYIHOM JUIs JeTelt
mecre.», «llepen mcnonb3oBanMeM npenapata 03HAKOMBTECH C NPHIArAEMOI
HHCTPYKLHEH 10 NpHMEHEeHHI0.», «[IpUMEHSTE 10 Ha3HAYEHMIO Bpaya.»,
«lIpenapar npeaHasHayeH JUIA TPHMEHEHHS B CTALMOHApE CHELHATHCTOMY),
YCIIOBHS OTIYCKa M3 anTeK, crnocod BBeACHHA, HAAMNUCh «CTEPHIBHO.», HAANCH
«® - 3apErUCTPUPOBAHHBI  TOBAPHBI  3HAK.», HOMEP CBHJCTCJIBCTBA O
PErHCTPALIMH TOBAPHOI'0 3HAKa, PErHCTPALMOHHbIH HOMEP, HAMMEHOBAHHE U CTPAHY
¢upmsl Birazensua PY, ee ToBapHBIi 3HaK (IATHHMLEH), HAUMEHOBAHHNE H CTPAHY
KOMIIaHHH, OCYLICCTBISIOUICH MNPOM3BOJACTBO Ipenapara, e¢ TOBApHLIH 3HAK,
INTPHX-KO/I, BHYTPCHHMH 3aBOJACKOH Ko, wTpHx-koj B ¢opmare DataMatrix,
r00a/IbHbIA HACHTHQUKAUMOHHBIH HOMEp TOproBoii exunmubl («Koj npoaykray),
HOMEp CEpHH, JIaTy NPOU3BOACTBA, «I'0/1eH 10 (BKJI)», HHIHBHYAIbHbIN CepUHBII
HOMEp BTOPHYHOM (NOTPEOHTENBCKOM) YIaKOBKH («YHHKAIBHBIN KOJ»).

JIOTIONHUTENBHO Ha 6mopuuHOll ynakoeke (Ha KapmoWHOU nauke) Ha
GH2AUUCKOM A3biKe YKa3bIBAIOT: TOProBOE HaHMEHOBAHHME IpeENapara, J03HPOBKY,
MEXKIYHapOJIHOC HENAaTeHTOBAHHOC HAMMEHOBAHHWE, JICKapCTBEHHYIO (opMy,
KOHLICHTpaLHIo, 00beM conepxumoro uiakona, mukporeket «REDDITUX100» /
«REDDITUXS500».

Tpauncnopruposanue. [Ipu Temneparype ot 2 10 8 °C. He 3aMopaXkuBarth.
Xpanenue. [Ipu Temneparype ot 2 10 8 °C. He 3amopakuBarh.

Cpok roanoctn. 3 roja.

PykoBouTens oT/1€/1a perucTpalum

IlpencraButenscTBa I".A. TutoBa




[IpencraButenscro hupmor "I-p
Pepnu’c JlaGoparopuc Jita"

115035, r. Mockaa,

MI/IHI/ICTEPCTBO Ha0. OBuMHHKKOBCKas, 1. 20, cTp. 1

3IPABOOXPAHEHUS
POCCHHCKOW ®EIEPALIMUA

PaxmanoBcknii nep., 3, r. Mocksa, ['CI1-4, 127994
Tenl.: 628-44-53, dake: 628-50-58

10.05.2023  Ne 25-6-4239698/MJI/U3M

Peurenue o BHeceHHH M3MeHeH I B
AOKYMEHTBI, coaepiKallHecs B
PErHCTPAIHOHHOM J0Che HA
3aperuCTPHPOBAHHBIN JIEKADCTBEHHBIH
npenapar A MeJHIHHCKOI0
MpHMEeHEeHU A

MunnctepcrBoM  3mpaBooxpaHenuss  Poccuiickoit Qenepauun B
COOTBETCTBHH CO cTarhert 30 Oepepanbroro 3akona ot 12.04.2010 Ne 61-D3
«O6 obpalenun JIeKapCTBEHHBIX CPEACTB» M HA OCHOBAHUH IPEACTABIEHHOTO
3asBiienus Ne 159181 (Bx. Ne 4239698 or 17.01.2023) u poxymenTtoB mo
pe3ylbTaTaM IPOBEACHHBIX O9KCIEPTU3 IMPHHATO pPEILEHHE O BHECEHUU
M3MEHCHUH B JIOKYMEHTBI, COJEp)KAIUHecs B PErHCTPallMOHHOM JI0ChE Ha
SapCrUCTPHPOBAHHBIN  JICKAPCTBCHHBI  MpEmapaT Uil MEIUIMHCKOro
IIPUMCHEHUS:

Pepnutykc®

(roprosoe HauMEHOBaHKE NIEKAPCTBEHHOTO cpeacTsa)
Putyxkcumatb

(Mexmyuaponuoe HCIIATEHTOBAHHOE, HIIH TPYNIIMPOBOYHOE, HIH XHMHUYECKOE HaMMCHOBaHHE
JIEKAPCTBEHHOI'O cpc,ucnsa)

KOHUCHTPAT [ULSl IPUTOTOBJICHUS pacTBOpa Juist HHMY3uit, 10 mr/mi

(mexapcTBenHas popma, 103MpOBKa)

H-p Peutn’c JlaGopatopuc JIta., Unnus
Survey No. 47, Bachupally Village, Bachupally Mandal,
Medchal-Malkajgiri District, Telangana - 500 090, India
AKLHOHEpHOE 061iecTso "P-Dapnm” (AO "P-®apm"), Poccus
Apocnasckas 061, r.0. T. Apocnasis, r. SIpocnagis, yi. 'pomosa, 1. 15

(HHHMCHOBaHHC H ajapec mecra OCYILIECTBICHHS npomsfmcrna)

JIII-003584 o1 25.04.2016

(HOMEp perucTpaLHOHHOrO YAOCTOBCPEHHS, 1aTa PErHCTpaLHH)

H-p Peann’c JIaGopatopuc Jltx., Mumus
8-2-337, Road Ne 3, Banjara Hills, Hyderabad, Telangana - 500034, India

(HauMeHOBaHME AepxaTeNs MK BafCTbIA PEIHCTPALMOHHOrO YAOCTOBEPEHHS JIEKAPCTBEHHOTO
npemnapara)



JIII-003584-100523

(HopmaTHBHAs nOKyMeHTaIHs)

B coorBercTBuM ¢ mpuHsTEIM pemenuem B PErHCTPALMOHHOE JIOCKE
BHOCATCS H3MEHEHHSI.

Hupexrop Jlenapramenta
perynupoBaHus obpaleHus
JIEKAPCTBEHHBIX CPELCTB U

MEIUIMHCKUX U30EIIHIH E.M. Acranenko

A.C. Psibkosa
(495) 627-24-00 (2037)



