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Mpeancnoeue

Lend, oCHOBHBIE NPMHUWNE M OCHOBHOW MOPAACK NPoREGEHMA pafoT No MEewrocyJapcTEeHHOR
cTaH4apTHaAaLWMH yeTadoaners MOCT 1.0-92 «MexrocygapcTBeHHan CUCTEMa CTaHAAPTAHIAUWH . DCHORHbIE
nonoxerkas W TOCT  1.2=-2009 «MewrocyoapcTREHHEA CHCTEMa CTadJapTeiaudd. CTadgapTe
MEHTOCYOaPCTEEHHEE, NMPABMNE W PEKOMEHIALWA MO MEXrocyJapcTEEHHOW cTasgapTuwIaudu. lNpaewna
paapaboTid, NPWHATHA, NPUMEHEHWS, ODHORNEHKWA 1 OTMEH kD

CeafeHWa o cTaHAApTe

1 NCArOTOBNEH Cekpetapuartos  TE 470/MTK 532 ehonoko W NpogykTel  nepepaboTrs
monokas W 000 HTK aMonouysan MaoycTpras

2 BHECEH TepgpantHLiyd ar@HTCTEOM N0 TEXHAYECKOMY DEryNHPTEaHK W METRONOTHA

3 MPUHAT MesrocyaapcTREHHEKM COBETOM N0 CTAHOADTAIALUWMH, METPONOMMA W cepTHdHKaLMK
inpoToxon oT 15 HoAGps 2012 ro Ne 42-2012)

3an PHHATAS NPpOronocoBand.

KpaThoe HaMMEHOSaHME CTPEHE Ko cTtpade no MK Empamam—m HEHMEHOBSHME
e K (MCO 3166) HEUWCHAMLHOM ODraHa  No CTAHARPTHIEUWH
[WCO 3186) 004-87 00487
KazaxcTad Kz Fuct:raH,nap'r ﬁe-:nyﬁnum Ka3agxcran
HKuprvans [ AE KbiprsiacrasoapT
FPacocuA RU PococradgapT
TanHKMEKHCTAH T4 TagsnkcTaHgapt
Yabammorad uE YacraHgapT
4 HacroAwma cTaHoapT HOGHTHYEH MENAYHApoOHoMyY aokyMmedTty  ISOITS

15495/ DFREM 230 Milk, milk products and infant formulae — Guidelines for the guantitative determination
of melamine and cyanuric acid by LC-MS/MS  [Monoko, mMonodHee NpogykTel W NMTaHHe 0Na 0eTeld paHHenc
Boapacta. Pykoaogawme yEasaHva 008 KoNWHECTEEHHOS ONPROeneHAA MENAMMHE ¥ LHNaHYpOBoR KMCNoTh
METOOOM HWIKOCTHON XpoOMAaTOorpadive — TaHaemMHol Macc-cnexkTposeTprn (LC-MSMS]].

MexgyHapogHetd  Jokysmedt pazpaboTan nogromeTeTom SC 5 cMonoko o MOonNoYsHsie NPOGYETbS

TEXHWHECKOrO KOMHTETa N0 CTAHJAPTHIAL MM ISHTC 34 allvwessie npogyeTels MexoyHapogHon
OpraHnaagEn Ne ctaspgapThaadud (1IS0) ¥ Mesgydapoguon denepaudeld N MonoYHoMY SHBoTHOBOOCTEY
{IDF}.

Mepeeog ¢ aHrMARCEDOND A3biKa (en).

OdMipankibie JKISMIMADET  MEKOYHAPOAKOID OOKYMEHTE, Ha OCHOBE KOTOPOMD NOOMOTOBMEH
HACTOALWKA MEKMOCYOapCTEEHHEIA CTAHOAPT,  MENMOYHADOOHEY CTAMOAPTOR, HA KOTODBIE OaHEl CCBUTKH,
MMERTCA B HALWOHANEHEX (FOCY1ARCTREHHLIK ) Oprasax No CTAHAAPTHIAUMK YEAIAHMEIX BRILE rocy0apcTR.

CeregeHMs 0 COOTEETCTEMM CChINOUYHBEX  MEMMOCYIAPCTEEHHBX CTAMOADTOR  MENDVHAPODHEM
CTAHOAPTAM NOABESEHSL B NOHNOKEHAA 1A,

CTeneHs cOOTBETCTEMA - naeHTM4HaA {(IDT)

5 [lpukaiow DepepansHOro areHTCTEa N0 TEXHWYECKOMY DerynupoBaHddic U MeTponors ot 29
HoRGpA 2012 r. Me 1670-cT1  mewrocyoapcTeesHeR ctangapt FOCT 1ISOMS15485 DF/RM 230—2012
BEEO0EH B OEACTEHE B KBYSCTEE HALKWOHANLHOMD cTadpapTa Pocckdckol Penepausd ¢ 1 RHeapA 2014 roga

& BREAEH BMNEFPBLIE
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HMA@opsagus of U3MEHEHURY B HICMORWeMY cmakdapmy apybnukpemes 8@ eses0oHoM wHODManLUoHH-oM
FRIZAMENE « HAQUOHANLHLE CMaAdamse, 8 MEXCT GIMeHeHUD U MIADSSoE — 8 SXNEMECHTHOM WNERIDMELILOHRDM
yrazamens aHIUUOHRTENEE ciandapmisie. B ciydss mepeckorniDg (3aMesbl] Wil OMMEREl HECMORLES0 Cmardanma
coomEsmemerwes  pesdoMnesse  Gpdem  onyBILEOESHD 8§ SREMECRYROM  UADODMEUUOHROW | Wkazsmens
s HAULOHATLHRE cmardaommste. COoomesmomEysiyas udopManus. PEetomaHuse U MEKcmsl DAZMEILSRIMCH MR

8 UHEODMALUOHNGD CUCImEMS CALUSE0 NOMBIDEEHUA — Ha oguyuansror cadme DedepansHos0 gsenmomea 0o
MEEHUYBTKOMY DESJTUDOBSHLN U MEMDORDSLT 8 cemy Memepnem

@ CrtanpgapTiHdgopm, 2014

B Pococwickoi degepaur HACTOAWKWA CTaHOAPT HE MOEET ObiTe NOMHOCTEC WNH  43CTHYHD
BOCAPOWMABEAEH, THDAMKPOBAH W pACNpOCTPaHEH B KaYecTee odWUManEHore wigadws Dea paspelweHns
PenepansHoro areHTCTER MO TEXHHYECHOMY PErYTHPOBaHHIO W METPONOTAK

]
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M UMAHYPOBOR EMCNOTE METOOOM MWOKOCTHOMR XpoMaTorpaduu ©
MOMHIALWER ANEKTPOLACTILITIEHHEM M Tau.qer.maﬁ
WMACC-CRexTROMETEHA. ............. -
Mpunowesye B (cnpasoddog] Npemep B —Hnnm&cﬂammuﬁ aHanKa MenamMuHa 1
UMAHYDOROR KMCNOTEl B CYVEOH MONOYHOA CMECH ONS DeTEH DaHHero
BOAPACTA W KOPOBEEM MOMOKE METOOOM ¥UOKOCTHOR XpoMaTorpadMm
C MCNCMNBI0BAHHEM NMAHERHON MACC-CNEKT POMETDNA ©
WOHHOA NOEYLIKDH. . S,
Mpunowesde DA (cnpapodHoe) Caﬂ,qeuun O COOTBETCTEMM CCblIMOYHEX
MERTOCYRADCTREHHE CTAHOAPTOR MENDYHAPOIHEM
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FOCT ISOITS 15495/IDF/RM 230—2012

BeepeHue

MexayHapoaHaa opradkaadua no cTadgapTiaaudky MCO [ISO) spnAeTeA BCEMADHOW denepauwen
HALMOHANBHBEIX GPTaHUIALKA No CTAHAAPRTHAAUMK [ROMATETOE-YNeHcE 1S0). PaipaboTia MEesOyHapoaH b
CTaHGapTORE O0bIYHD  OCYWECTEAAETCA  TEXHWYECKHMMKM  KOMHTETaMK 1S5S0, Kamosld  KOMATET-HeH,
IAVMHTEPRCOBAMHEIN B ORATENEMOCTH, ANA EOTOPON GbN COA0AH TEXHWYECKMEA KOMWTET, MMEET Npans ObiTe
NPeOcTARNeHHEIM B 3TOM KOMMTeTE. MemayHapoaHsie NpaBUTENBCTEEHHBIE W HENDABMTENBECTEEH ke
Dpraqdtiau«e, WMelie cBaan ¢ 1S0, Take NpUHKMaKT yY4acTie B pabotax. |50 Tecko COTDYAHMYasT o
MexgyHapogHoR anekTpoTexHMYeckol komuccHer (IEC) no eoem sonpocam cTaHgapTylaudd B oGnactu
ANEKTOOTEXNHMEM.

MexayHapogHsle CTAaHdapTel paipabaTtkBaRTCA B COOTRETCTEMM C NEABMNAMH, NPMBEOEHHLIMA B
Oupektueax ISOIEC, yacTe 2.

COcHOBHAR 3308498 TeXHWHECKUX KOMWTETOR COCTOMT B pazpaboTke MEmQyHapOOHeX CTAHOApTOon.
MNpoeETel MEXOYHAPOOHEY CTAHAAPTOR, NPHUHATEIE TEXHKHECKHMM EOMMTETAMH, PACCLINAINTCA KOMUATETAM—
ynedam Ha ronocopadue. Ona onyGnUKoBadMA WX 8 KAYECTBE MEXOYHapOLHOre cradgapTta TpedyeTca
onoDpeEHHe He MeHee TS % KOMUTETOE—YNEHOR, NPUHMMSKWKE YYACTHE B rONoCOBAHKA.

Mpy gpyrdx oSCTOATENLCTEAX, OCOGEHHD NP HANWYWA  HACTOATENpHLEE TpeboBaddi  peiHKA,
TEXHHYSCKHA KOMHTET MOKET PELWKTE ONYDNHKOBATE OPYTHE THNE HODMATHBHELL GOKYMEHTOR!

- ohWwegocTyNHBIE TexuHMdeckde yonoedA 130 (ISOVPAS), npedctasnsiowEe  CoSol
COMAaleHHe MeHay TeXHUYECKMME JECNepTamMe pabodel rpynnel 150 W nybnukyeMsle NPW YCNOBWK
nonysernA  ogobpexsa Bonee dem S0 % MONOCOR  YNEHOB (ONOBHOND TEXHWHECKOND  HOMWTETA,
MPMHKUMABWAY YHACTHE B FONaCOBaHMKIA,

- TEXHWYECKHE yonoBWa IS0 (1SOMS), npegecTaanmoke cobBol CoMmaluaHide MeXay wneHami
TEXHUHECKOMD KOMWTETA W NYENUKYEMBIE Npd  YONoBWA WTESDHOESHHA 213 ronocoB JnNesos KoMWTETa,
MPHHMMABLLNY YYACTUE B MONOCOBRHMM

Hokymedtal ISHPAS wne 1IS00TS nepecMaTpWBaTeA Y2pEa TPW Mrda © UenNbkd NRPHUHATHA pEeLeHna
MAED 0 NECANSHMM KX OEACTEMA HAa Cnedviowwe TpW raga, nubo 0 NepecMoTpe W NYENAMKALMKY B Ka4ecTBe
MEWIYHADOOHOrS CTaugapTa, NWho NperpaleHdd JedcTerd. EcnK npMHMMasTeA peluskde o MpoanesHw9
AeacTerA ISOPAS w ISOUTS, oHd QonMHEl GeiTe NEECMOTDEHE YEpel CNeqyiWKe TPW rogda, Korga oHK
OONEHE GLTE NWG0 Npecbpalosdls B MERdyHapoaHbii CTAHGAPT, NHD0 OTMEHEHDI,

CnegyeT yYYWTuiDaTe BOAMOMHOCTL TOMO, YTO HEKOTOPRIE JNEMEHTH MEeMOyHapoaHoro cTadgjapTta
MYT BiTe NpEOMETOM NaTeHTHOND Ngaea. 150 He HeceT OTEETCTEEHHOCTH 33 MIeHTAMKAUMID NI0Goro 1a
Takkx NaTEHTHBLIX NpaE.

MewgyHapoaHsil nokyment ISOMS 15485 IDF/RM 230 Gein nogroToened TexXHHYeckHM KOMUTETOM
[SEHTC 34 «lMMweese nNpodykTei: nogsowdTeTom SC 5 Monoko W MONSYHBIE NPOOYETRI: M
MesgysapogHon efspaddeld no  MOnoYHoMy sWboTHoBodcTay  (IDF) MexoyHapogHedid OoEYMEHT
nyGnukyeTcA coasecTro C 150 1 IDF.

IDF  (MexgyeapogHol deaepadder no  MONoYEOMY  #WsoTHoRoAcTEY  MME (IDF) asnRertcs
HEKOMMEDHECKON OpraHuIauWel, NpeacTapnAKWUEen BCEMUPHOS MOnoYHoe npouspoacteo. Ynedasw |DF
ABNRIOTCA HaUMOHANLMEIE KOMATETR KANWO0A CTDAMB-WIEH3, 3 TAKHE PEerdoHANsHRE SCCOLMALMK No
MONOYHOMY MWBOTHOROOCTAEY, KOTODRIE MMEIOT NOONMCAHHMOE GPMUMANEHOE COMMALEHME O COBMECTHON
pgeatenessocTi C IDF, Kaxgweb 4new |DF ameeT npaeo OuiTe NPEICTARNEHHLIM B NOCTOAHHBIX KOMUTETaX
IOF, ocywecTANROWWE TesHwdeceyilo paboty. |DF corpyaswHaet ¢ |SO no sonpocam paspaboTed
CTAMOAPTHLIX METOQOR AHANMIA ¥ OTHORAE NPOE MCNOEA M MONOYHEX NPOOYKTOR.

OcHoBHAA 330a4a NOCTORMHBYX KOMWTETOR COCTOMT B NOAMOTOBKE MEMOYHADOOMEX CTAHOAPTOR.
MNposKTel  MEMOYHAPOOHLIX  CTAHOAPTOR, NpHHATEE  TIOCTOAHHLIMY  KOMWTETAMW, PaCcCCHINANTCA
HauvoHansHes  KOMUTETaM AN YyTRERWOSHWA 40 OnyBnNdKCRaHMA B KaYSCTES  MEXOyHaApOoOHbIX
cravpgapTos. My onybnukopadMe o HaYecTEE MENyHAPOOHMLX CTaHgapToR TpedyeT oqobpeHHa He MeHes
S0 % HauuoHANEHEX KOMATETOR [DF, NpHHAMAaKWHME YHACTHE B FONOCOBRHWK.

Cnegyer vMeTe B BWOY, Y970 HeKOTODLIE SNEMEHTBl MEMIYHADOOHEX CTAHJADTOR  MOMYT BelTe
CobLeKTOoM NaTenTHeX npas. [DF He Oomeed HecTW COTEETCTEEHHOCTE 33 WASHTURMEIUWID Kakoro-nugo
OOHOD MNH BOEX NAaTEHTHEX NPag.

[SOTS 154950F/RM 230 Gein noarotoenes MexayHapogHod MonodHol degepagun IDF (MME) k1
TexHuHeckuM KomuTeTos 1ISCUTC 34 alvwesse NpogyeTely NogresmeTeToM SC 5 «Monoko W MonoyHee
NEpoaykTeie. OnyonukcBad coBMecTHS IOF @ 150,
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Boca pabota no pazpaboTie MENIYHAPOOGHORD OOKYMEHTA GLAE BRNONHEHA COBMECTHOW pabodel
MEyYNnoE No CONpedeneH o MenakMdHa NOCTOAHHOTD KOMKTETa no MeTogasm aqaniia goSaeck W NpHMecsi
Nog pPYKEOBOOCTBOM NWaspoa npoekta, g-pa C.EXonporga (3.E. Holrovd) (Hoeas 3enadaus) o -
pa T.Oenatya (T. Delatour) {WeeduapHa).

Wl
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FocT ISO/TS 154951DF/RM 230—2012

M E KT OCVYOAPCTUBEHUHUBEBRK C TAHOAPT

MONOKO. MONOYHLIE NPOAYKTEI M NUTAHWE ONA OETEW PAHHENO BO3PACTA

PyromoaaKe yEaIaHHA ANA KONHWYECTREHHOMS
ONpenenaHuA MaNaMHEI B UHAHYPOROHA KMENOTEl METOAOM MHAKOCTHON XpoMaTorpadiig =
TAaHOeMHOH Macc-cnexkTpomeTprK (LC-MS/MS)

Milk, milk products and infant fomulas.
Guidslines for the guantilative determination of melamina and cyanunc acid by LC-MS/MS

Oata egegeHuA — 2014—01—01

1 OBnacTe NpMMEeHEHUA

HacToAl«WA CTaRIapT YCTAHABNMBART DYKOBOOAWWE YEAIAHKWA ANS EONWYECTESHHONS OnpeLeneHna
MEenamMKuHa K1 LI_HEIH';,"E-DEDﬁ HACNOTE B MONDHE, CYHHAXK MONOYHBLIX NQOOYETAX W NATaHAK ONA .I]EITEFE PEAMHETD
BOSPACTa METOOOM HMOKOCTHOR XpoMaTOorpadHi © MOHMIAUHMEeR aNekTpopacneNeHien — TAHOEMHON Mace-
crnexTpomeTpul (LC-MSIMS).

Mpuwadanwme —MNpemeps metagoe LC-MS'MS npresgars 8 npanoseHnAs & v B.

2 HopmaTUBHbLIE CChINKX

CnegyiowMe cchiNOYMBie OOKyMEHMTEl 00A3aTensHsl ONA NQMMEHEHWA OaHHOM0  OokyMesTa. Ona
OATHPOBAHMLIX CCRINOK NPUMEHASTSA TOMNBKD  YEAZIAHHOE Wadamwe. [OnA HedaTWpoBadHbx  Cobinok
MPUMEHABTCH CAMOE NOCNEIHES WADAHWE YEAIAHHOINS GOKYMEHTA (BEMIOYAA BCE WAMEHEHHR).

150 3534 (all parts) Statistics = Vocabulary and symbols (CTatvcTHka. CNoBape W oGoaHadeHKA |

150 5725-1 Accuracy {frueness and precision) of measurement methods and results - Part 1:
General principles and definiions (ToYMHOCTE (NPABMABHOCTE W NPELUHWANOKKOCTE] METOOCE W PEIYNIETATOR
HaMepeHHa, YacTe 1. OOWKe NpUHLENE W onpegensHWa)

3 TepMKuHbI W oNpegeneHWA

B HacToAWeM CTaHOapTe NpUMEeHeHbl TepmuHel no 150 3534, S0 5725-1, a Tasme cnedykwse
TEPMWHE! G CODOTBETCTEYHILWMK ONDEnEneHInAMA.
3.1 cogep¥adHde mMenamuHa [melamine content) Maccopas O0nA BeWEcTBa, onpegeneHdHdan o

MOMOLWEKD METOOOE, YCTAHOBMEHHEIX B HACTOALWEM CTaHIapTE.
I PAMEBYEHME — CD.D.E[.'IJH.EHHE‘ BMENAMMHE EBIDEIEEEOT B MAMNMArpaMRax Ha KnarpanMs NpagyeTd.

3.2 copepwaHMe UMaHYpOBOW KWCnoTwl (cyvanuric acid content). Maccopas gons BeWwecTea,

onpefengdHdan C oMo LD METOOO0R, YOTAHOBRNEHHEIYX B HACTOALUEM CTaHIapTe
MpuamedaHe — CogEmEaHne UWEHYPOBOR HMCNOTE BRPEEAINT B MUNNAMDEMMEX HE KWNOrpanMy npogysETa.

3.3 makcumaneHsIR npegen [masimum lmit, ML; Makcumanewoe cogepkasHne MenamdHa Mk
UWMAHYDOBEOH KHCNOThI, OOMYCKAEMOE WKW NPWEMNEMOE B MONOKE, MPOOYKUWM W3 CYXOro MOnoka WK
MOMOYHEIY CMECER ONA GeTel padHens BoIpacTa.

M FPHMBYEAHMWE — ML momeT BeiTe NEPEOEnar, YECTAHOBNEHHRIR HE HAUHOHANBHOM, MESOYHEOOHOM Y POBHAX
MITK HE CNDEOSMEHHOM YDOBEHES DEWEHMA TAAX npobnem.

4 CywHoOCTE MeTOAa

Mpofy NpMBOOAT B MOMOTEHHOE COCTOAMWE WM paiadaenawT B cnydae nopowkoobpaskex npob. K
npofe AnA adandza gofaensnT NoaxodAlWHl pECTRORWTENE, 4Tobbl 0CAOWMTE GEnkd W3 Marpudbl W
IKCTPATWPOBATE MENAMMH W UWAHYDOBRYID KAMCMOTY. Mocne uedTpudyyMMpoRaHnA anWKBOTHOR KONWYecTBO
HANOCAQOYHON MUOKCCTH aHanusmupyioT metozom LC-MSMS.

Hapauue odryHansHoe
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MNpUMEHATENEHD K HACTORWEMY cTadgapTy LC-MS/MS oboadadaeT nobol MeTod, cofOWHARLLHEA
BEICOKOMPOeKTMBHYIO MROKOCTHYID xpoMaTtorpadgan (HPLC) WNKM CEepXnporaIBodWTenbHys #UOKOCTHYC
xpomarorpadguan (UPLC), nubio o ofnapysesien Ha CNerTPOMETPE © TPEMR KE3ODYNONEHEMA NAHIME,
nvbo ¢ obHapYWEeHMEM Ha MACC-CIEKTROMETRE © WOHHOW NOBYWKOA. XpoMaTorpaduHeckos palfensHre
QCHOBAHG HA HWOKSCTHOR 2poMaTorpadivi ¢ rMapopneEHcM BiaMModeiRcTader (HILIC), 4Tobk 0GecneddTe
XOpOoWes pAaIfenceHyue MenamuHa W UMaHyposcd mMcnoTel.  Modnaauwa pewecTea ConNpoBo#OaeTCH
WoHMaaUuel snexTpopacneinedden (ESD), a oeTexTopel  @yHELWOHEPYIOT B BeIOpAHHOM pEXMMe
MAOHMTOPKMHA peanumy (SR

Mpumedadue - MNMoHHO ACAOMRLI0BETE O0YMAE JOCTETOYHO IPEEKTHEHEE METOOL WOHKIZUMKY. Takses
MOMHD HCNOMB3OBATE  OAPYTHE HHANWIATOPE MACCK, NOCTONERY NOCKONGLREY OHKE COFMACYEDTCA ©  KRPHTEDMARME
FEDERTHEHOCTH (MOSHTHEMKALMOHHBIE ToHEE] no [1].

KonwdecTeendoe onpegenssie MenamuHa W LUaHypoBoi KMCNOTel OCHOBAHO Ha pasbasneds C
MCNONBIOBAHMEM BHYTPEMHWX CTaMAapToR cTalunedoro vioTona gnA ofoux onpefenfemsix Bel|ecTB
{aHanuToR).

5 OT6op npob

OT18op npof HE ABNSETCA YacTeld METOOA, YCTAHOBMEHHOMD 8 HACTOALWEM CTaHOapTe.
Pekomergyemeslt meton otGopa npob  npueeged & |SC TOTIDF 50 [2). Bawwo, 4Tobel naboparopwa
nomnyq«na QeRcTBWMTenEHD penpelgHTaTieHyio npoby, Ge3 NoBpesaeHdd W WIMEHEHWMA B peayneTaTte
TRAHCNICPTUPOBAHKMA WITH XpaHeH A,

6 MNopgroToeka npobkl ANA aHanuaa

Macca npobel ANs aHankaa WNM JoNoNHETENLHOMe pailGasneHus JomEHa OblTe NpeacTasnTensHoM
AMA  MCCNedyeMors  NpodysTa W NoIeonATe  aduperTHEMYI JKCTPasuMio ONpeoenAeMobx  BeWEcTE
{AHanNWTOR).

CTasiapTel © MEYEHLIMA MIOTONAMA CNEJyeT BEOOMTE HENOCPEOCTEEHHD B CYXY MMM BRAMHYW
npoby Ha NepacM ATaNE aHanKia.

KoHdeuTpayus nofasne Hsly BHYTDEHHKY CTAHZAPTOR GOMHHA GolTh BEMHUHMHOR TAKOD He NopAaka,
KAK HOMUSHTPALMA MENAMMHE W UHAHYDOBOHR KACMOTR. JKCTPAKUMED MOMHO BeINONHWTE B8 O0LEME
PACTRODMTENA He MeHee 5 oM’ Ha rpamMmM MaTepuana npofsl, YTOBE NOMYHUTE KOHEYHYIO MACCORYIO 10N
OQTAMMHECKOrD PACTRODHTENA B JECTPAKUMOHHON CMECK He medee T0 T, JKCTpakuqio cnegyeT BecTh B
TEYEHHE HEe MeHes S MUH NHE0 NpU JHEPrMYHOM BCTDAXMBAMMHK, NHME0 C NOMOWEK yNETOAIBYKA B
COYBTAHMM C NEPEMESLUMEAHMENM. 3aTem Npody UeHTPUYTMpYIOT B ONpedeneHHbly YCRoRMAKX W unbLTRYT
HYEDEeI Wnpuuesol duneTe.

Mowuo NpMMeHATE ApYrKMe cNocoSll Npd YCNoBMKW COOTEBETCTEWMA KPMTEDHAM 3DhekTHEHOCTI ¢
COOTEETCTEMA BANKMAAUWMA TReBoRAHMAM, YCTAHOBNEHHLIM B HACTOAWEM CTAHOAPTE,

T MNpoeeneHwe aHanuaa

7.1 Ananwa LC-MS/MS. Xpomartorpadua

BRNONHRIOT pasgengHqie ©  NoMOWwsD SHOKOCTHOW  XpoMaTtorpadud,  wononkayd  EONOHKY,
MOEgHAIHAYEHHYID MR 3TON UErnd.

MUHHMANEHCE NPHEMMTEMoE BDEMA YOSMEABAHMA N8 MenamMHHa W UWaHypOoBOoH KHCNoThl JOMEHD
BABCE NpEBROCXOOHTE BPEMA YIEDXWBEAHKA, cooTRETcTBviowee ceobogwomy obbemy konodkd. Bpema
VOEDWWBAHKA B JKCTDAKTE npobel OOMMHO COOTRETCTROBAT: BOEMEHH YISDMHWBAHHA KandbpooodHors
cTaHdapTa a8 NpeJenax yoTaHoBNeHHOTS MHTeDDANa BpemMeHt YOeDMHBIHWA.

OTHOWEKWE BPEMEH YIEPKHEAHWA ONPegenfeMors BEWeCcTREA (AHANKTA) K BpEMEHW YOeDHNBaHWA
BHYTPEHHErD CTAHJApTa OGMMHO COOTRETCTBOBATE OTHOWEHAK BRPEMEHW YOABRLHWBAHKE KANWEPOBOHHGIK
CTAHOAPTOR K BPEMEHH YOSDHHEAHWA BHYTPEHHEID CTAMAARTA & Npegenax = 2.5 %.

7.2 Ananwa LC-MS/MS. Macc-cnekrpomMeTpra

Macc-cnekTpoMETPWYBCKDE  ONPESEnNeHrE MeNamMiHa W UHaHypoaoih EHCNoTe  O0TEHO
OCYLIBCTRNATECA  NPEQNOYTHTENEHD  NOCPEOCTEOM  MNpWMeHedds  npubopa  LC-MS/MS ©  Tpema
EBS0pYNONEHbIMA NAHIZMA.

KonuqecTRSHHOE ONpegeneHdre W WOeHTHgHKaUMA JonMHEeE JocTraTecs B peddse SEM. MNpe
HCNONEICBaHWA Nprbopa © TPeMA EBEaODyNONbHBMKE NMHHIEME  ONA K&EKO0M0 COBOXHEHHA, OOMEHD
MCNONEICEATECA HEe meree dpyx MEM-nepexogos mMacckl ANA ONPeOenNeHyds aHandTa, Toraa KaKk He MeHeea
GOHOMD NBPEXONa O0M#HE WCNONLICEATECA OMNA BHYTREHHEND CTaMjapTa. Taose pekoMeddyaTos, «“Todl
2
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ONA BHYTREHHEND CTangapTa Habnwganocs apa MREM-nepexoga.

Hawbonee nNogxoDAWKE nNepexod (HaWbones WHTEHCHBHBIA} QOMmKed  HononsIoBaTeCA  ANA
KOMAHECTBEHHMOIS ongeaeneHra  (kBanThudreaTop), a BTOpONM A nogTeepwaesus (kpanddmkatop).
HeobxoguMs NpoRepHTe OTHOWEHKE WHTEHCHMBHOCT KBANMDWEAToOPa & MHTEHCHBHOCTA KBaHTWdWEATCopa
[Rg/C) W NDHMEHWTE KPWTERHK OCNYCKOR B 3a8WCHMOCTH OT aHadedds RgfQ (tabnuua 1.

Ta &€ n o y a 1 — KoaxpduykedT JONYCTHMOND OTKACHEHWA ONA OTHOWEHHS AHTEHCHBHOCTH
KBANWMEATOPRE K MHTEHCHBHOCTH KEanTmkaTopa (Ra/Q)
Roit Honyck
(% EmauTHpWKaTOpa) [OTH. B %)
=a0 £ 20
=20 ao 50 + 25
=10 no 20 430
=10 L+ a0

8 KpuTepuu pabovnx XxapakTepucTUK

8.1 OBwmKe nonoMeHna

HamnoR nabopaTopds cnedyeT NooTEepOMTE BEOOAMBIA  MEeTod, YTo0bl NPpooeMoHCTDHROBETE
COOTEETCTOWE NOCTABNEHHEM LenamM. 0nA sanviaudy perkoseHIyeTod Npoyedypa, yeTaHoanesHaa na [1].
MakcuMansHee ¥ MUHMMANEHBR Npedent pabouny XapakTepucTHE, BaATeIX W3 3TOA  NPOUEdyp,
onpeneneds: B 8.2 W 8.5,

8.2 TpedSyeman MHHMMANLHAA YYBCTEWTENLHOLTE

Tpebyemedn npegen sBadTwgkauds (LoQ) Jomsed GwiTe He MedHes Yem 8 10 paz HHMe
MakckMansHoro npeaena (ML), 4Tobe 0GecnednTe Hagekksli gruanaion npr ML,

8.3 JocToRepHOCTE W BOCNPOMIBEOEHHE

Cneays DaHHaMy PyROBOOCTBY, JOCTOBERHOCTh W BOCNPOWIBENEHWE 0DLIYHG NONagawT B MHTEpRan
MeXay 95 % v 105 %, AnA NpHemMEr aHandTHYECKWK MeTOOoE NPaBUuNbHOCTE W BRROO OCnsHE ObiTe @
HHTepBane smexgy B0 % wn 110 %.

8.4 NoeTopRreMOcTE

HoaddbHUWEHT BapHALKA NOBTOPAEMOCTH 0bbMHG cocTaanAeT o1 3 % oo 6 %, ¢ npegenom <15 %.

8.5 BHyTpHNabopaTopHan BOCNPOHIBOOWHMOCTE

HoadubrureHT Bapuaynil aHyTpMNatopaTopHod BOCNPoMaBoaMMocT obeYHD COCTABNAET oT 5 % 4o
10 %, c npegenom =15 %.

9 MNpoTokon MCNLITAHKK

MpOToReN MCNETAHWA QOMEEH COOBDMATE, KAK MAHMBMYK, CNEqYoWyYI0 MHGOopMaLM!

aj BCE cEegeHns, HeobRoguMee ONA NonHoR doeH THUEauxdE Npobed;

b HCNONB30BaAHHBIA MeTon oThopa npol, Ik OH HIBECTEH,

) HCTNOMb3I0BAHHLIA METOD WCNBTAHKA CO CCLINKDW Ha HACTOALMA  CTaMdapT,

dj BoE O8Tand Npoueqyp. He YCTaHoBNEHHbIX B HACTORAWEM CTAHZADTE WNM CHMTAHMLWXCA

HEOGAIATENEHLIMA, HAPAOY C ONMCAMMEM BCEX COBLITWA, KOTOpLIE MOFNKM NOBNHATE HA Pe3yYNeTaT(wl)
MBI TAMWA;

@) Nony4eEHHBRDE) pEayNeTaT{k) MCNBTAHKA,
f) SCINA NPOBEEANAcE NOBTOQAEMOCTE [CEOOMMOCTE), TO NONYYEHHBIA KOHEYHEIN DEIYNBETAT.
3
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MpunoxedAe A
(cnpagoYHoe)

Mpumep A — KopoBbe MONOKO M CyXWMe MONOYHbIE CMECW ANA AeTed paHHero
BospacTa. OgHOBpPEMEHHOE KONWYECTBEHHOE ONpeaeneHne MenaMmmuHa 1
UHAHYPOBOW KMCNOTHI METOOOM XWOKOCTHOM XpoMaTorpad M ¢ MOHH3aALMEH
3neKkTpopacnbineHWem ¥ TAHOEMHOW MAacC-CNeKTPOMETPUM

A OBnacTe NpHMEHBHKAA

B gaHHoM NpUNoEeHH YCT2H0ENEH NoATEE PHABHHEIA BHYTEKY NabopaTtopHk METOS KOMUYECTBEHHOTO
ONQEJENSHAA MENAMAHE W UWaHypoBOW KWMCNOTEl B KOPOBLEM MONOKE W CYXWX MOMOHYHBY CMece’ gna
OETEN paHHErDs BOIPACTa METOGOM #HOKOCTHOW XpoOMaTorpaddd C© WOHW3IALWER INeKTPOPACNLINSHAEM W
TaHOEMHOH Macc-cnekTpoMeTpkd (LC-MS/MS) ©  HoNoNe30BaHHEM DEKWME MOHWTODHHEME BRIGDAHHBIK
DEaKLAA.

MonowMTeNEHAR WOEHTWgHEALHWA MENAMKUHE K UMAHYDOBOR KWCNOTE B NPOSe NPOBOGWTCA COrMacHo
EpHTEpWAM MoOTEeE0eHnA no [1] .

KonusecTeeHHoe Chpedenedds OCyUecTaNRInT © NoMOWLK: WIOTONHOM palbapneHya, WoNonbays

BAESEHBIA |:1353.15N!_]-MEHEMHH W MEHEHYIO {13E3.15N1]-uuanypnﬁy’m KHCMOTY B EIYECTEE BHYTDEHHMK

cTavgaproa (15). JononsnTensHEE TEXHWYSCKHE NogGPOCHOCTH MOKHO HANTH B JaHHbIX Banddaukih w
DEIYNETATAX KBAMNMOUEAUAOHH X HCNBTAHKA, CM. CCbinky [3].

Merog noseonAET OCYLWECTEMTE TOYHOS  HONWYECTREHHCE ONpedensHiEe nNpW  CRegysrlWy
conGlaemMely Npegenax, 1w Gonee!

al COOEOHAHME MENAMHHE W UWAHYDOBOR KMCMNOTRl B KOPOBBEM MONOKE MEM  MacCosol
EoHUeHTRagwWy or 005 go 0,10 Mr/kr cooTEETCTREHHD,

COOSMMARKWE MENAMAHA W LWaHYPOB0HA KMCNOTel B MONOYHBLIX CMECAX ONA OeTel padHers soagacta
MpH MaccoBol KoOHUeHTRaUWA o7 0,05 mrsr go 0,10 Mrkr, CooTRETCTEEHMO,

! COOEP#AKME MENAMHHA M UMAHYDOBROA KACNCTE B MONOYHBIX CMECAX AN O8TeA paHHEero
BOADACTA NPK MACCOR0H KoHUeHTRaUMK 1,00 mrfkr.

A, 2 TepMuHEl M ONpegensHHA

CM. paagen 3.

A, 3 CyuwHOCTE METORA

MerToguka aHandia eenodaeT pastaenedie Npobsl B BOAHOM DACTEODE AUSTOHHTRWNG, YTO NEHBOOMT
B ocasoeHdo. MNocne ueHTpUdyriipOoBaHMA HAgOCaANoUHYD MMOKOCTE aqanyaMpyseT MetonoM LC-MS/MSE B
pexvie SEM. paGoTan kak B pesMME MOHNIAUWA C NOMYYEHHEM NONOKNTENLHEXY MOHOB, TAK M B DEMUME
WOHM3ALMK C NoONyYeddeEM oTPUUaTensHbix WoHos. Mepeknodedys NONARHOCTH BLINONHASTCA B DaMKaX
OOHOMNG CNETa.

A, 4 PeakTHBbl

MenoneaysT peakTHiel TOMNsKD NPUIHEHHONR SHANKTAYECKOW YHCTOTRl, BCMK HET WHBIX YEIIAHWA, W

OMCTHANMPOBAHHYHY KN QEMAHERANUISEAHHYIO BOOY MMM BOOY DAaBHOLEHHOR YMCTOThI.
MpuMmevdaduwe — Homepa no CAS npuesgaHsl N5 KEHI0M0 PEIRTHBD.

MNaped WCNoMNbIDBEAHWEM XAMAYECKMY BEWECTE CM. COOTEBETCTEVIIWME CRPaBoYHHEM WNK MEpeqdHd
GEI0NACHOCTH, YTEEDHIEHHEIE B yCTAHOBNEHHOM NODAGHE.

A.4.1 Bopa ans xpomatorpadsdeckoro adanmaa (CAS Mo, 7732-18-5)

A2 AugToHuTpdn (CHaCN), rpagueHTHoR YWMCcToTe O4NA XpomMatorpadmyeckoro asanksa {CAS Mo
75-05-5).

A43 Auetar ammMoHMA {CHEEDDNH_‘:I, GR pona awkanuza (CAS Np. §31-61-8).

A4 4 Llknanyposas picnoTa fENDH]J. Macocopas gona =98 % (CAS No. 108-80-5).

Ad 41 VoxogHeld CTAHOADTHER PACTROD UHaHYPOBOW KMCNOTE, MACCoBON KOHUEHTRauWeR 0 25 mr
LUHAHYPOBOA KACNOTE Ha EvEHMHecKMA CaHTHMETD.

BepyT Hapacky © TOYHOCTRE: A0 0.1 8r, 63,8 Mr UMaHyPOROA EMCNOTeR (A4 4) B MEpHYe KONGY © oOHON
METKON BMECTMMOCTE 250 oM’ {A.5.12). coenaep COOTEETCTEYIOWYID NONPABKY Ha NPHMECH COrMacHo
peIYNETATaM aHanKaa, NpUEedeHHe B cepTuduekaTe. PacTeOpAioT W QOE0OAT 40 MEeTKW soach (Ad. 1)
Movmepko B TeHeHHe 15 MUH BOAZEACTEYICT YNbTPAIBYKSHK G0 NOMNHOTD PACTEOPEHWA,

XpaHAT WCXOOHLIA CTAHOADTHRE PacTBOD UMAHVPOBROH EWMCNOTE NEW KOMHATHOA TeMmnepatType B
JAWMLLEHHDM 0T CEETa MECTe. CEeMUA HCXOOHEIF CTAHOAPTHEIA DAcTRCD rOTOBAT EXEHE0ENEHD.
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S8.442 PaGouydk pacTRop UWaHypoBol EWCNOTE |, COOTBETCTEWVHILLWMA MACCOBOW KOHUEHTDaLMK
20 MEM UMAHYDOBoH KKENOTEl Ha K;-Euu BCKAWHA CAHTHMETP .

MuneTkoir gobasnsionT 4 oM™ MCXOQHOND CTAMOARTHOMD PACTBOPS UWAHYDOBOH EMCNoTe (A44.1) &
MepHys KonBy © OOMOR MeTkoR BmecTumocTe 50 oM’ (A5.12). HoeogAT go MeTkr Bogoh (A4.1) w
nepesmewneanT. Paboddi pacTecp | UWadypoBOoH KWCNOTh XPaHAT NMPA  KOMHATHOW TeMnepaType B
IALLMULESHHOM OT CEETa MecTe. Ceexuih paboymi pacTeop | roToBAT eXeHede MO,

84473 PaGouydi pacTeop UHaHypoaok KMCcnoTel ||, COOTRETCTEYIOWWA MACCOBON KOHUESHTDALMA 2
MET LWAHYPOB0R KACNCTRL Ha MANMWIKTR.

MuneTroi goBaenanT 1 cm® pabosero pacTeopa 1 UWAKYPOBOH KMCNOTE (A 4.4.2) B MepHyw konby ¢
onHol MeTroil BmecTamocTeie 10 cm® (A5.12). MoeogsT oo meTkr Boacih (A4.1) M NepeMellWBaloT.
FaGouni pactesp  ukadypoedd KMCNOTEl XDEHAT NEK KOMHEATHOH TEMNEDATYRE B JAWWWEHHOM OT CRETA
wecre, Coexnid paboudit pacteop Il FOTORAT GHEHEIENEHO,

A.444  PaGoydid pacteop UHaHypoRol BMCnoTel HE, cooTReTCcTEyIowWE 200 B UHMaHYPOBOA KHCIOTE
Ha KyBHYECKHME CaHTMMETP.

NuneTkoi nobaanmioT 0.5 o’ pafodero pAcTECRa LWAHYPOBOoH KMenoTel | (A4 4. 2) B mepHyd kondy o
OOHOW METKOW BMECTMMOCTEID 50 oM’ iA.5.12). DoaogsT 40 MeTEW Boaon (A4.1) W NepemMelldBanT.
FaGounia pacteop |l yHaHypoBoR KHCNOTE XPaHAT NP KOMHATHOR TEMNERaTYPE B IAWHWEHHOM OT CEETA
wecTe. Caexnid paboddi pacteop I roTOBRT eMEHEENsH.

A.4.5 MedeHan uMaHypoBan KMCNoTa {*3CEH315N3D3}. HIOTOMHAA YHCTOTA: 13{33 = 98 % KOnbUo

15M3 > B8 % xMMU4BCKAA YACTOTa = B0 % no macoe, 100 merfcm® B eoge —1.2 oM™

451 MoxogHell cTaHdapTHeIA  PaAcTBOD  MEMEHOR  UWMAHYDOBORW KWMCNOThl, COOTRETCTRYHMLUMIEA
MACCOBOA KOHUeHTRAUWK 100 MEM MEYEHDH UHaHYPOBOR KMCNOTEE Ha KYDHYSCKHA CAMTUMETD.

MoTOBLIA & NPHMEHEHKK MCRGOHBEN CTAHOAPTHLIH DACTEOD MEYEHDH LHaHYDPOBOHR KHMCNOTh MMEETCA B
npogawe. XpadAT MNpu KOMHATHOWR TeMNepaTYPE B 33WWMMEHHOM OT CRETA MECTe.

Heotxogumo MCNoNeIoEaTE 1S (BHYTPEHHKMA CTAHAAPT) OQHOA W TOR ME NapTHK A0S NPAroTOBNeH KA
CTAHGAPTHLIX MPaayWpoBCHHLIX PACTRCPOE, ONMCaHHEE B A.G.2, W BEEOEHWA b IKCTPAKTEI B COOTBETCTEMM ©
METOOMKDH JKCTRAMLMK, ONdcaHHci B A9 1.

8452 Pabouwi PACTEOR MEYSHON UWAHYDOEOH KMCNOTe |, COOTRETCTEYIOWME  MaCcCOBOR
KOHUEHTRAUWK 20 8MKr Mede ol LHAHYPOBOH KACNOTE Ha MANNMIATE.

MuneTteol gofasnswT 1 o’ oT HMCROOHONS CTAHJARTHONS PACTEODE MEYSHOR UMaHYPOROR KMCNOTk
(8451 B sepHyn KONGY C O0HOW METHOH BMECTHMOCTLNY 5 oM’ (8.5 12). DopooaT oo METEH BOOOK
(A.4.1) @ nepeMeweanT. PaboYdil pacTeOop MEYEHOH UWARYPoOBOR BACNOTE | XpadaT npW EoMHATHOR
TEMNERPATYDE B AAWKLWEHHOM OT CEETA MacTe.

A453 Paloydil pacTeop MEeYeHol uMadyposol  mcnoTe 1l COOTRETOTBVIOWMA  MACCOBROH
KOHUEHTRALMK 2 MK MEYeHoN unauyensnﬁ EMCNOTERE H2 KyDUYeCcKME CaHTHMeTp.

MuneTkod godaenmwT 05 cw paboders pacTEOpa MEYeHor UWMaWypoBRol KMchoTel | (A4.5.2) B
MepHys konfy C oOHOH MeTKON BMECTHMOCTE 5 cm® (AS5.12). JosogsT oo Metkd eodond (A4.1) W
nepeMelneanT. PaGouni pacTBop MEYeHOH UHMaHYPoROH KMCNoTe || XDadsT Npy KoMHaTHOR TeMnepatype
B 33LMLISHHOM OT CEETA MaCTe.

8454 Pabouydi pacTROp MEYEHOHW LWAHYDOBSH kMCnoTe |l COOTRETCTEYIOWMWE MACCOBOK
KoHUEHTpauds 200 ur mededon uuaugpnanﬁ FHCIOTE Ha MAMMNETR.

MuneTkod pgodaenqmnT 05 cwm® pabodYers pacTROpa MEY8HOW UWadypoBoW KMCchoTed | (A4.52) B
MepHyis KonSy © OOHOR MeTHoil emecTumocTeio 50 cm? (A5.12). Joeogar oo MeTkd Boaoi (A4.1) u
nepemewnaanT. Fabodqi pacTeop MeseH0l UHaHYPOBOR KMCNoTel [ XpadAT Npd EoMHATHOR TEMNepaType
B 33LMUBHHOM OT CEETA MECTE.

A.4.6 MenamuH (CaHgMNg). = 99 % no macce (CAS No. 108-78-1).

8461 VMokogHelll cTaHdapTHel pacTEOD MEamMWHal, COOTEETCTEYVIOWWA MACCOBOR KOHUEHTDaLHKM
0,25 mr senamdHa Ha KyBrHYeckiil CaHTHMETED.

BapewweaoT ¢ TOMHOCTRID o 01 mr G258 smr MenasuHa (A4.6) W NnoMewanT B MapHyw konby o
OOHOH MaTEOR BEMECTHMOCTEO 250 oM’ (8512, PacTeopaKT o OOBOOAT A0 MeTEW podok [(A4.1).
OfpabaTeEanT YNETRAIBYKOM B TEYEHME HE MeHes 15 MMM 00 NONHoro pacTREOpEHMR. XpasaT npW
KOMHATHOW TeMNepaTypE B 3J3WWMWEHHOM OT CBeTa wecTe. CBeMWA WCKOOMBN  pacTeop ToTOBAT
EHEHEOENBHO.

A.4.62 PabouyWid pacTecp MenamMvia |, coOTEETCTEVIOWWA MAcCOBOW KOHUEHTPaUMK 20 mer
METAMMHA H3 MANNANTHTE.

Munetreolk nobaanAaonT 4 o3 MCXOOMOTD CTAHOAPTHONS PACTEORA MEenamuna (4.4 6.1) B mMepsHyio kondy
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C OOHOR METKOR BMecTMMOCTeie S50 oM’ [AS5.12). JomogAT 00 MeTHM Bofod (A4.1) 4 NepeMeLLMealaT.
XpaHat paboduid pacTEOp Menamisa | Npd KOMHATHOW TeMNEPpaType B JalWUeHHOM 0T CBETa MEeCTe.
Ceexui paboqnid pacTRoD MenaMuHa | roToeAT eXeHENENLHo.

Ad463 Pabodui pacteop menamera I, COOTEETOTEBVIOWMA MACCOBOR KOHUESHTPALUMKW 2 MKET
MENAMKHA Ha KyDHYECKMA CaHTHMET].

Munetkol gobasnawt 1 _FM!' patowero pacTeopa wmenamusHa | (A4.6.2) & mepuye konby © ogHOM
METEON BMacTHmMocTee 10 cwm™ (A5.12). Josogst oo metid Bogod (A4 1) ¥ nepemewdaanTt. XpaHaT
pabosnil pacTecp Menamdna |l Npyu KoMHATHOR TEMNEPATYRE B 3AWMWEHHOM OT ceeTa mecTe. Ceemni
pAatoYi pAcTECD MENamMiHa || roToOBRAT EXeHEDENEHD.

Ad464 PaGouuh pacTeEop senasusHa |, COOTBETCTRYHILUME MACCOBROA KoHUeWTpauywa 200 wr
MENAMAHS Ha KyDHYecKinil CaHTHMETR.

Munetkoi goGasnsior 0.5 cu’ pafoders pacTecpa menasmuda | [(A2.6.2) 8 MepHyr: konty ¢ ogHOH
METEON BMECTHMOCTEIC 50 cm’ (A.5.12). Joeodar 00 MEeTEW Bogoi (A4.1) W nepemelldealoT. XpaHaT
paboskia pacTeop mMenasrsHa Il NpY KoMHATHOR TEMNERaTYDE B ISWMWLEHHOM OT caeTa mecTe. Cremui
paboskia pacTeop MenasMuHa |l roToBAT eMEHEDENEHD.

A47 MeueHsiit menasud [13C M (T5NH ) ], wactonman yuctota: 13C =99 %; amumo- 19N_= 98 %

KMMWYBCKAR YMcToTa = 98 % no macce, 100 Mricm” B BOgE — 1.2 oM’ Hanpumep, CHLM-§150-1.27".

A4T 1 VoxkogHel pacTEOp MEYSHOND MENaMHHa, COOTBETCTEVIOWWH KOHUBHTPadWa 10 wmer
MEHEHOND MENAMWHA Ha Ky DHYECEMA CaHTHMEaTP.

XpadAT pacTeop NpW EOMHATHOR TeMNeparyps B JAWMWEeHHoM OT ceeTa MecTe. Heobxoammo
MCMONEICRaTE |3 (BHYTpEHHKME CTAaHZADT] OOHOR KW TOW #e NapThkn ans NpuroToBNEHAA CTaHOapTHBIX
MeagynpoacHHblx PaAcTECpPoE B AG.2 W BEEOEHWA B JIKCTPAKTE B COOTEETCTEWHA C METOOWEDH JKCTDaKUHH,
onUcaHEol o A 8.1,

A4.7.2  Pabouwit pacTeOp MEYEHOrD MenamMuHa |, cOOTEETCTEYIOWWA MACCOBOR KoHueHTpaumn 20
MKT MEYEHOI0 MENAMAHA Ha KYBHHECKUi cCaHTHMETD.

Munetkol gobaenawT 1 cM™ MCXOOHCTD DACTRODE MEYeHoro Menamusa (A4.7.1) B Mepuyio konby ¢
GOHON METEDR BMECTUMOCTEN 5 cu® (A.5.12). JoBoasT 0o seTd sogoil (A4.1) 1 nepemewmeanT. XpavaT
pabo4YMil DACTROD MEYEHOMD MENAMMHE | NPW KOMHATHON TEMNEDATYDE B 33LWILEHHOM OT CEETA MECTE.

A4.7.3  Paboquid pacTeop MEYEHOrD MenamaHa [, CooTREeTCTEYIWKMA MACCoBON KOHUEHTDaUMM 2
MEM MEYSHOID MENAMAHA HA KYDHYECKHR CAHTHMBTED.

Munetkol aobaenaset $,.5 oM’ paboYero pacTBOPa MEYEHor0 MenasmuHa | (A4.7.2) B mephyio konby o
OOHON METKOH BMECTMMOCTEN 5 cv” (A.5.12). [osoaaT go merk sofoi (A.4.1) » nepemelwmeanT. XpaHat
paboskid pAcTECR MEYERorD Menamdua [l NpY KoMHATHOA TEMNERATYEE B 3AWMWLEHHOM OT CBETA MECTE.

Ad4T74  Pabodwih pacTeop mMedsHOMo menamuda |1, cooTEeTCTEVIOWMEA MAcCOBOH HOHUSHTRaLMH
200 Hr MEweHOro MEnamiHa Ha Ky SH-eCcEHd CaHTHMETP.

Munetkoi goGapnawTt 0.5 cm’ paBosern pacTeopa MeYeHoro menamuHa | (A4.7.2) s MEpHyo Kondy c
OOHOA METKoW BMecTHMOCTEe 50 oM’ (A5.12). DosogaT 0o meTiM Bogoi (A.4.1) v nepemewsneaot. XpaHaT
pabo4Win pAcTEOD MEYEHO0D MENaMHHa [l NpW KOMHATHON TEMNEPATYDRE B JAWWLLEHHOM OT CEETA MECTE.

A5 AnnapaTypa

CTEKNAHHAA nocyda (Hanpusep  sepHee Kondsl, AS5.12), WocnoneayeMman gna npyuroToBNEHMA
CTAHOAPTHRIX WCXOOHEX KW DaboYry pacTRODOS, MOMET JArpRIHMTECA, OCODEHHO MENAMWUHOM, W TpedveT
OUYUCTEN W NPOMBIBKH CNEAYVIOWAM ODDaa0mM]

aj CTERNAHHYIO MOCYOY MOMNT BRYYHHYIO TEnNod BOJONpOBOOHONM BOOOoR C nabopartopHsisg
BACIDLL MM CPEOCTROM;

b) CTERNMAHHYIO MOCYOY BOYYHYH MOT NabopaTopHbiM eDWHECSHM,

c) TWATENEHS CROMACKWMBAMHT BCE CTERNG, BEMCYaA CTERNARHBE NEoERW TENNoK BogonpoRGGHONR
BOL0H, 3aTEM GUCTHNNWDOEARKON BOSOR TEH paia;

d} CAOMACKABAIOT CTEENAHHYID NOCYOY 3THUNORLIM CIMPTOM A W 3107 NPOCOXHYTE HA3 BOZOYXE.

MenoneayeT obbl4Hoe NnaGopatopHoe oGopya0BaHME W, B YACTHOCTI, CNeqyioWLee,

A5.1 KoHHdeckua npolMprd M3 NONMNPONUNeHa, BMECTHMOCTEI0 S0 om.

A5.2 Lentpudbyra, ocHALLEHHAR POTODOM, NpHcnocoBneHnas nog npofupkl BMecTHmMocTeo 50 cm’, ¢
yoropeHens 4000 g,

A5.3 MepHbie nuneTkd emecTuMocTsie 0.5, 1 w4 em’, no IS0 a35l4] KAaco & {|Unu AS).
A504 ABRTOMATHYECKAA MUEDONHNeTEa no IS0 8655-2[5], Touunas, NPEUWIHCHHAA, KANWEpoBaHHan

P CHLM-8150-1.2 — 3m0 ToproBas Mapsa NpoOysLMY, NOCTEEMASEMOR NafoparcpusMM  M3IOTONOE  npW
Eembpuoxe. 371a vepopMaunA  NpUBSOSEHa  TONEHD A yOOBCTES NOMEI0BATENER HICTORWMM CTEHOAPTOM W HE
CEMOETENLCTEYET O NPESNOHTEHAK B OTHOLWEHHW SEHHOMD Apogyrta. Mosdo decnone3ceate SHANDTHHHEES NPOOYETE,
MpW YENOBMH FONYHEHWA PEEHOUSHHER PasyN=TaTOR.
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MOMeICEATENEM.
.55 HEANOHOBLIA WNPKUEBoR DUNETE, NOPMCTOCTE 0,22 MEM.
A5 6 ChucTema Jerazadsy (Bchiv oHa He ARNAETCA YacTe obopyaoeanks ana LC-MS/MS)
A5 AHANUTHYECHWE BECK, GDECNEYMBAILME CHATLHIBAHMA C TOMHOCTE A0 0.1 sar.
A.5.8 YoTpolcTeo ANA yNeTRaleyHoBol obpadoTri.
&.5.9 MpoSupri.
A.5.10 Obopynoeankue anA LC-MSMS.

HPLC Agilent 11007 8 couaTaund ¢ macc-cnekTposeTpom 4000 QTrap?! ¢ TpeMA KBAOpYNoNLHBIRK

MAHAAMK, OCHALLEHH IR MCTOYHHKOM MOHAZAUMA Turbolon Spray=.='=‘-"'.
A.5.11 Konowka HPLC, TSKgel Amide-80%), nuametp 2,0 mm. gniua 250 mm, BO 5 mem.
£8.512 MopHbie wonbel ¢ OOHOR METHOA, BMECTAMOCTER 5, 10, 50, 100 , 250 w 1000 cm”

1042061 wnace A

A. 6 NogroToBska peakTHEOB

A. 6.1 BogHbIH pacToop aueToHATpMNa [cooTHoweHwe 70 (agetonnTpun) + 30 (eopal)]

C NOMOLLBID MEPHLIX LWANKKAPCE nepeHocaT 70 oM’ aueToMwTpuna (A.4.2) 1 30 cv® pogm (A4.1) B
MepHYs KONGY © 0OHOR MeTkoR BMecTuMocTeio 100 ca® (A5.12) v nepemeluveaoT. XpaHAT NPKM KOMHMaTHOR
TEMNEPaTYpE B TeHeHHE He Bonee 0OHOK HegEenu.

A 6.2 KanwBpoBoyHble EKPMBLIE ONA MENAMMHA A UHAHYPOBOW KHCMOTLI

A. B.21 CTaHOgapTHEIE PACTEOPEI MENAMWHA M UHaHYpOBOH KMCcnoTwl (o1 0 go 2,00 Mr.fml’] c
COOTBETCTRYIOWNAMK IS (BHYTPEHHUMKM cTaHgapTamK) (npw ypoeHe 1,00 mriom?)

MoToBAT NO OTEENEHCCTH MATE CMEWAHHBY CTAHOAPTHRIX PACTEOPOB, KaWOLIA B MepHoR konge o
OOHOR METHOH BMECTUMOCTES? 5 oM™ {(A.2.12) B OWanaiowe koHUeHTpauwi ot 0 oo 2,00 Mra',ur.l!' H
A0GAENANT COOTRETSTRVIOWWA 1S (BHYTPpEHHWR CTaHgapT) Ha ypoese 1.00 HF.",EIME. K3k Moxazako B Tadnudge
A

XLAHAT MATE NOTY4SHHLE CTAMOAPTHEEY PACTRORCE NPW TEMNEpaType 4 “C B JaWMIEHHIM OT CBETA
MECTE.

Tabnwuya A .1l —CTadlapTHeE CMECH MENAMKHHA W LMAHYPOBROH KKCNOTE B COOTHOWEHWK 1 © 5

no IS0

CTaHBapTHeIR DAcTEOR
HawWmeHoBaHHE MOKa3aTEnA 7 5 3 3 3

| Pabodiui pacTeop Menamuya || (A4.6.3) Mxn 25 S0 73 100
Pabouwit pacTeop uwaHypoBol KWcnotw [ (A.4.4.3),
BT i 25 a0 75 100
Pabouwid pacTeop MadYeHOrs mMenasudda |1 (4.4.7.3),
| Bakn 30 S0 S0 50 S0
Pabouwih pacTeop ME42HOR UMaHYPOBOR KWCMOTe ||
{A.4.53), mEn a0 50 50 50 50
PacTeop aUeTOHMTEHN-BOAa (A6 1), sKn 4800 14850 4800473014700
A0 COOTRETCTEYET:
KOHLEHTRAUMA AHANHTOR B CYMME, HI/CM 4] 10 20 30 40
EOHUSHTRaUWN |15 B CyMME, Mricm’ 20 20 20 20 20
COOeEEaHKIO aHaNMTOR (JKEMBANEHTHO Nooba), Mrkr

0,00 050 100 150 200
COOepEaHdn 15 (akereaneHTHO npobal, Mrikr 1,00 100 100 100 1,00

1) HPLC Agilent 1100

ATO TOProS08 HAWMEBHOESHWE NpWbopa, ndctasnzemors Agilenl. 3ta wrdoprauger

NEREEgeEHE TONBED O0H y‘ﬂﬂﬁET BH NONe3I0BETENER HACTOALWMM CTaHOAPTOM W HE CEMOSTENECTEYET O Npedni+TEeHMH B
OTHOLUEHMA  SaHHOR NP0y ELFA. MawHD  Womone30eaTh SHEMOMAYHYH:  NPOgYELHED npd YCnoBewd  nony4eEdHAuA

PEEHOLEEHHEL DEIYNETETOR.

21 4000 QTrap v Turbulon Spray  aro TOproBEsE HadmeHoBaHKME npeiopoe, noctaensamMex Applied Biosyslams.
3713 PHPOpMEUUE NPHEEOEHE TOMLKD ANA Y000CTES NONEI0BEATEMNER HACTORALLMM CTAHOAPTOM W HE CEMOSTENLCTEYET
O MPS@noHTeHn oo CTopoHs 150 vnn I0F B oTHOWSHAW aHHOR Npogysued. MosHD wonons3IosaTe aHancamHHy0
NEOOYEL I NRM YENOBEEK NONYYEHA PEBHOUSHHLIE pEI3yNsTATOE.

3 TSKge! Amide-B0 sro ToproBocsd HavMmeHoBadHde mpwbopa, mocTaenAsmoro Tasch Bioscience. 31a
WHIDODMALMA NPWEBEOSEHE ToNsXo AN yoodcTBa NONGINERTENEA HSCTOALMM CTERHOADTOM M HE CBMOETENLCTEYET O
NEPE4MOYTEHHA B OTHOLMEHMH OHHHDA npogysume. MOsHD WMCnonb30BaTe BHANOMYHYH NPOSYEUMHE NP yonosdH
NONYSEHHA PEEHOLEHHEY DEIYNETATIS.
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A. 6.2.2 CTaHaapTHbie pacTEOpLI MenaMuHa (ot 0 go 0,20 mrinm®) M UMAHYPOROH KMENOTL! (ot O
o 0,30 mriom’) ¢ cooTeeTCTRYIOWMMM IS (BHYTPEHHHMMK cTaHAapTamMK) (Ha ypoaHe 0,10 mrigm®)

MCTOBAT MO OTASABHOCTA NATE CMELWAHHSLIX CTAHOADTHEE PACTEODOE, EaMdbld B MepHol konfe c
GOHOR METHOR BMECTHMOCTRES 5 o’ (A.5.12), B QManailoHe KOHUEHTRaUME menasmuHa ot § oo 0,20 r«-m',.:u..-'lEl “
B AMANAI0HE MACCOBLIX KOHLEHTPAUWA LUWaHYPOROR KucnoTel oT O go 0,30 MrioM® ¢ cooTBeTCTEYIOWMM 1S
{EHYTpEHHU cTaHIapT) anA oGonx asanvTos, 0ofagneHHLIX NpK KoHueHTpauM 0,10 mrigm®, kak nokasauo
B Tabnuuye A2

KpaHAaT nonydelHbe CTaHdapTHRIE PACTECPR NPW TeMNepaType 4 “C B JalMWUEHHDM OT CBETA MOECTE.

Tadénmwmua A 2 —CradgapTHele CMECH MENAMHHA KW UMAHYDOROW KMCNOTE B CooTHOWEHWKM § © 10

CTAHGADTHEE PACTBODL

HaumeHopauue nokasaTena [ T & ] 10
Emnh pacTeop Menamusa lll (A.4.6.4), Mmkn 0 35 5_(] 75 100 |
| Pabiod4di pacTeop UMaHypoBON BMcnoTel [ (A 4.4.4) Mmen 0 50 IE] 100 150
Paboqi pacteop Mederoro manamdda Il (A7 4], men 50 a0 o S0 o0
Pabounid pacTeop MeYeHod UHaHypoRoR kkecnoTe (I (A4.5.4)
| MK S0 50 50 | 50 [ 50 |
| PACTEOpP AUETOHUTDHMA-BOAA (AB.1). MKD 4900 |4 823 |4 775 |4 725 [4 650
370 COOTRETCTRYET:
EOHLEHTDALWA MENamiia, Hricm® ) 0 1 2 3 4
KOHLUEHTDALLMA LUWAHYPOBON KACTHOTE, MK 0 2 3 4 3]
EOHUEHTDALWMK |3 [MenamMiHa MNd UWHAHYROB0H KHCIoTE), Hrcm 2 2 2 2 2
COASPHAHKIO MENAMWHA (IKBUBANEHTHO NPoB&), Mrikr 0.00 | 0.05 | 010 | 0,15 [ 0.20
COOBQEAHKID LHaHYPOBOH KHCNOTR (JEBUMBANeHTHS npoba), sarfkr | 000 | 010 | 0145 | 0,20 | 030
conepwanin IS (MenamMid H UWaMypoBRas  KWCnNoTa,
IKEMBANESHTHO Npobe). Mr'kr 090 | 040 | 010 | 00 | 010

A, 6.3 Pacteopkl ANA XHAKOCTHOW XpomaTorpadiym

A_F.3.1 MNoaswsran daia A BOAHLIR PACTEOD AUETATA amMMoHAA, 10 MMonscm’.

Mepenocar 0.F7 r auetata ammoHA (A4 3) B mMepHyio KONSyY © oaHoR METHOH BMECTHMOCTLED
1000 cm3 (A512). PacteopsioT B ~S0 e’ BOOLI (A4.1). DoBoaAT 00 METEWM BOOCH W MEQEMElMEKT.
DUNLTRYIOT PACTEOR YepEa HNBETD NOPUCTOCTEN 022 pKM.

A6.3.2 MNogewewHan aza B aueToOHHUTRMN.

McnoneaysoT aueToHMTEMN CNeyuansHoR Mapkd ana xpomatorpadgus (HPLC) (A4.2).

A.7T OrGop npol

O1éop npof He ABNASTCA YACTED METOQE, YOTAHORNEHHOID B OAHHOM NPHNOHEHKUA. PeromeH Zyemsid

mMeTod oThbopa npod onkcad a IS0 TOTADF sol2l.

Bawxo, yTob B nabopatopur Gena nonyd4eda penpelsdTatdadas npofa, koTopad e npeTtepnena
NoOBEEXASHAA 1 KIMEHEHWA B MPOUSCCE TRAHCNODTHROBEHHWA 1 XPaHeHARA,

Chipog MONSKS XDAHAT NpK TemMnepatype 4 °C @nNd 8 3aMopoMeHHoM COCTORKWM, SCNW aHanda He
GYOET NPOBCOMTECA HENOCPEOCTEEHHD N0 NOMYHEHIH.

A. B NogroToska npot ana aHanyaa

A, 8.1 Cyxan MonoyHan cMeck ONA OBTOH PAHHEro BEO3IPAacTa

MoToBAT rosoreduyic  naboparopuyln npofy myTeMm nepedoca ee B @MEOCTE  Ans  npofbl
BMECTEMOCTRID, B OBa pasa npeelwakwen obbem nabopatopHokr nNpobei. HemeanewHo 3akpeiEaKdT
EMEOCTL.

TwareneHs NepeMeLiiBanT, MHCrOKpaTHS BCTOAXWEAA M NEPER0paYHBEaR GMEDCTR.

A 8.2 KopoBbe MONOKO

Oosogat npoby oo koMHATHOR Temnepatypel. [epeg TeMm, Kak B3aTe HABECKY ANS adannaa,
yEEWaAWTCA, 4T Npoba roMoreHHaa CCTOPOMHLIM NEPEBRPTHBAHMEM EMEOCTH HECKONLKD paad.

A, 9 MNpoeepeHWe aHanKaa

A 91 Merogwka aKCTPaKUMK

BagpewwreaeT ¢ TowkocTeo 00 001 r. 1 r kopossero monosa (A B2) Mnw cyxol MonosHol CMeck
(A8 1) B KOHM4ECKOR NPOSKPKE BMECTHMOCTRID S0 cm’ {(A.5.1).

aj BrnoTe S0 KOHUSHTEAUWW 2 MIET GONeW MenamuHa @ UWaHyDoBon KWCNOTe © TekM W DPYTHM
BHYTPEHHWME CTAHJAPTaMK, JOCAENEHHLIMA B KOHLSHTRAUWE 1 Mifir, BHOCAT B HABECKy ANA adandza 50
Mkn paboders pacTEopa MEe-YeHore menamdda | (A4.7.2) W 50 mekn paboders pacTeopa MEe4YeHOH
UdaHypoeol KecnoTe | (A4.5.2). TwateneHd NepeMewnBaoT, NOKa BHECEHHBR OObeME NONHOCTED HE
AGCopbUpYIOTCA MaTpHLUEA.

8
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b OnA ypoBHEA COLSPHARKA MenamMyHa 0o 0,2 Mrkr W UHMaHypoBoM KHCoTel 00 0,3 MR C TemM |
APYTAM BHYTPEHHHMA CTasdapTami, go0apneHHsMn B KoHUeHTpadkd 01 srfkr  BHOCAT B npoby onA
aHankza 50 Men  padodero pacTeopa mededHoro smenamweda || (A4 7.3} v 50 men paboderc pacTeopa
MEYEHON ULHaHypoBod KecnoTe || (A4.5.3). Twarteneds nNepeMeldBsanT, MoK BHeCEHHbIE 0DhLEMbl
MONHOCTEK HE abcopGrpyIoTca MaTpKUeit.

Jatem gobasnmwoT 5 on” Bodbl (A.4.1) B KoHuYecEyio Npobupky, nogroToBNe Yk Nwbo kak B a), nubo
kak B b). MNepemewnsaT, Tax 49Tobk 8 npobe He ocTasanoce crycteol. JobasnawoT 5 oM ALUETOHWTRKUOS
(A4 DHERMSHD BETPRXABAIOT B TEHEHKE HE MEHES 1 MKUH.

DoGasnaiT 30 cm® ayetonuTpuna (A4.2) w 10 cm® Bogsl (A.4.1). IHEDIHYHO BCTPAXMBAKT B TEHEHME
HE mMeHEE 3 MWH, Tak 4ToDel B npobe we ocTaRanocs crycTecB. B woeane nydwe vooNs308aTh
ABTOMATHHECKHA Wedkep. LeHTpdyripyioT NonyYesHsid pacTecp npd yorkopesun 4000 o npy komHaTHOR
TeMnepaType B Tedadde 10 M-, 4Tobkl NOMYHUTE NECIPaYHYID HAOOCAOOMHYIO MWIKOCTE.

Ecnu HAnoCcagouHan wHOKOCTE He ByOeT NpoapadsHciE, NepeHoCAT ANWEBOTHOR KONHWYECTBO MUOEOCTH
B apyry Npobupsy W cHOBa ueHTpudyrvpyioT npe 85000 NpM KOMHATHOR TEMNEpRaTVDE B TEYEHME HE
reree 10 MUH, HCNOoNB3VA HACTONBEHYID LeHTRUgYTY.

MeperocaT oT 05 40 1 oM™ Npo3padscld  HanoCagoYHoN  #WOXOCTW B npoBupky  anA
spomMaTorpadvyeckoro adanydaa. NpogonkaT asanss LC-MSIMS (AS.3)

A, 9.2 XonocTo# oNBIT

HTobkl KOMNEHCHEOBRATE, NEW HEOBXOOMMOCTH, JArpRIHEHHE MENaMHHOM W UHAHYPOBOR KWCMHOTOW B
MpOUSccs NogroToesn Npobsl, MCNoNeE3YOT XONCCTYIG Npoby. NoaroToenedHyis Bes NobasneHna MaToWL B
AHANWIWDYIOT XONOCTYE Npoby HADADY C KAKO0H ceplhel oDbYHEX Npob.

A. 9.3 Ananwa LC-M3/M5

A .9.3.1 Yenosua HPLC (BI3WX)

MNogerwkHan daza A pacTECP aueTaTta aMmonirAa (AG.3.1);

nogerxHan Gaza B AUSTOHWTPKHN(A.E.3.2);

BECONMER 0D beM: 3 MER,

EONOHEA! TOS0OH TSKgel Amide-80, guaserp 2,0 MM, gnada 250 ms,
BHYTPEHHAR OHaMETE 5 MEM;

TEMNEpaTypa: EOMHATHAR TEMNEpATYRA,

CHOPOCTE NOTOKA! 0,25 e IauH:

TPAOMEeHT: rpagyuedT LC kak onvcauo B Tabnuue A_3;

CTEOOHGH KNanaM: notok HPLC WanpaenAeTcA Ha OeTeKTop MAcC-CNeKTpOMETpa B

TeyeHss ot 3.0 a0 13.5 MuH

Tadtnwuya A 3 —Tpagdent LC, HCNONEIYEMEIA 07 AHANKWAA MENAMHUHA # UMAHYDOROR EMCNOTh

Bpeama, A, B,
MMH Yo %

0 10 a0

[i] 10 80

13 65 33

14 1] 10

15 ol 10

15.5 10 a0

25 10 O

E Takdx YCNOBWAX BpemMA yOCOMKBEAHAA UMAHYDOBOR KMCNOTE COCTARNAET ~ 6,4 MKHH, 8 BpesMa

YOSLHHEIHAA MEnaMHHa ~ 11,5 MuH [Chi. pPHCYHER A 1-8_3).
A, 9.3.2 Napamerpet MS (macc-cnesTpomMeTpHM)

MapameTpst MS nony4aT NOCpEOCTEOM BEOOA WNDKHUEM CO CHOPOCTES S MENMMH NGO OTOENEHOCTI
pabioddit pacTeop menamdHa |l (A4.6.2) W pabouwit pacTeop uwadypomod kMcnoTe | {(A4.4.2), oba B
KOHUeHTpaLmWu 20 Merfcs®, B noTok HPLC co ckopocTeio 0,25 CMTMEH, HCMONe3yA  T-0BpaIHeif
coeguHnTEN. MNMotok HPLC coctaenaeT 50 % nogswmsHoR dase A (A6.3.1) 1 50 % nogavwkol dase B
(A.6.3.2). Tabnuue A4-A6 fawT pabokswWe yConoBKA NPpAGOpOE ONA aHanWia MenamdHa W U-asypoBRci
KMCIIOTE.
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Tabnwua A 4 — TunvdHsie napaMeTpel MS ans MenarmidHa

MapameTp

MpumeHseMslid NpHUSop Biosystems Sciex 4000 OTrap

THn MOHWIALMK

InexTpopacnenedyde (ES])

HanpAxeHWe aNekTpopacnsinelna 3.5B
MonApHOCTE MonoMUTentHse UoHs
Temnepatypa BNoka MCTOYHWES HORKIA LKA s00 C

[aa

FallATHeIA raz. 69 K18 (10 psl (dyHTOR Ha AW,
raa WeToumMeEa MoKoe 1: 207 n3kNa (30 dyuTos Ha goim);
raa MCToYHKES Mowos 2: 207 klla (30 dwuTos Ha Qi)

MoTexuwan gexnacTepraadun (D) &0 B

[ TloTeHuman wa exone [EF) 10 B
MoTedupan CTONKHOBEHMR Ha Beixoae (CXP) 115 A _
Haesnenwe raza CID {SEM) 0.8 Na {6 mTorr), azoT
WrpyHa nWka {Ona kasgors nepexona) 0.5 1h

| PaapelieHue

EouHnua (ofe KBy nonksHes MaHIb

Bpemna CEAHMPOBAHKA
nepexonal

{onsa [ ilalya)

100 pac

MepesnoYeH1e
NoNOEUTENEHBRIOTRRUATENEMEIA B TOOoRHMEE T

B it

Ta & n Wy a A.5 — THnHdHbE NagaMmeT

prs MS ona HakypoBol KWCNOTel

Mapamertp

MpumeraemsR nprbop Biosystems Sciex 4000 OTrap

TN HWOHWIALUWK

InexTpopacneineyye (ES])

Hanpaxexne 3NekTpopach bneHus 3.5B
MenapHocTs OTpHUATENEHENE MOHE!
Temnepartypa BNoka MCTOYHMEA WOHHIALKK 00 °C

Maa

SallaTHelA ras: 69 & 1a (10 oyHTOR Ha Do},
raa neTosmEa todoe 1207 klMa (30 dyuTon Ha g )]
ra3 MCToYHWES MoHoB 2:207 klla (30 dyHTos Ha QWM )

[ ToTeHunan OeknacTapnaaumm |;D_F-':| 40 B
[ Totenunan Ha BXOQE {ﬁ'} 10 B
MoTedHuran CTONKHOBEEHWA Ha Beixoge (CXP) 15B -
Oaanenne raza CID (3RM) 0.8 Na (6 mTopp, asoT)
| Uliapysa nuka (ANs KEKnoro napexona) 0.7 Th

FPaspeweHns

EnuMiaua (c}ﬁe EBA0PYNONEHEE THAHIS)

NOMOMKTENEH BIROTPMLaTENEHLIR B TRORHWKEe T

Bpema CHAHMPOBRHWA (ana Kasmoro
nepexona) 100 s
MNepeknoueHmne

B MMH

Ta &€& n v u a A.6 — Peakuky nepexoaa, Habnodaemee ANA aHandia Menamydea v yuaHypoacs
BMCAOTE W WX COOTBETCTRYILWME BHYTREHHHXY CcTawgapToR [IS) W COOTHOWEHHS NNOWaZed nveos o

OCNYCTUMEIM NPEOEnomM NpMemes no [1]

. OTHOWEH e
Peakydu nepexoda (miz) ana: NNOWARER NUKoR
AHanur i npegeni)
KONMYSCTES MO .
onpEneneHis MOATRE PEOASHUA aHandTa
Manamuu 1270 — 851 {26] 127,0 — 68,0 (45} 028 & 25
ModeHeR  MenaMiaH ) 3
1

[13C3N3(15NHo)3] (IS) 133.0 — 89,1 {28) 133.0 — 71,1 (458) 0,18 & 25
Lunanypoaan kwcnoTa 1280 — 421 {30) 1280 — 85,2 (14} 0,55 & 20
hMeouyeHas  LUadypoBasd  KHCROTA . .
(13C3H3 15N304) (IS) 1340 — 441 (30) 1340 — 88,9 (14) 052+ 20

H]
SHERTAA CTONKHOBEHHE (B ANeKTPOH-BONLTaR) NpHeegzeHa B chobrax,
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M PHMBYaAHME — B 3aBncHMOCTH OT HMCNOMRRZWEMOrD OETERKTORA MS, CODTHOLWEHMA NNOWSO8’ NKKDE N
OHETHOCTHHECKAM PEaKEMREM MEDEXOSE MOMNYT OTMMYATECA OT NPHEBEOEHHBIX B rabn e AG

A 833 TecT-HOHTpONL NpHGopa

Heobxogusmo ybeauTeECA, 4T0 annapatypa LC-MS/MS paGoTaeT B Takux YCNOBWUAX, B KOTODBX METOD
CCTARTCA COOTRGTCTAVIOWMAM HAIMAYEHWD. 3ITO [EMOYAET BBOO KANWODAMTA HWIKOM KOHUEHTDALMK
(Hanpumep, CTAHZapTHOMD pacTecpa 7, Tadnuua A2} Ans NpoBepkl aNesBaTHOCTH YyBRCTEWMTEMBEHOCTH
npubopa.

A 94 KanubpoBka W aHanwa npod

KoNUHECTEEHHD MENAMMH 4 UMaHYDOBAA EACNoTa ONPeiensinT C NOMOLEN BHEWHEN KanMGpoBKK.
BeoOAT cTavdapTHE pacTEOpbl [AG.2.7 N A G.2.2) B kamOor CepHE obbidHE Npob.

A 9.5 NoaTeepsoeHne

MenamiuH M GHaHypoBan KHCnoTa CHMTRI0TCR WOEHTUdWUMDoBaHHEMKE B NPoGe, BCNK BelNCNHAKTCR
BLE KDHTEDWA NoOOTEEDHABHWA a) — C) CTPOrD B COOTRETCTEMW © onpegeneduani no [1]

a) Curdan oDHapysMBEaSTCA NpM OBYX OMArHOCTWHECKMY pDEaKUWAX nepexcna, Bewbpadmes ond
KaWO0or0 aMandta W NpW  OByx  OMardocTUMECKWX  peakuMax  nepexofa, BWbpadHex  Ons M
COGTRETCTEYIOWMY BHYTREHHKY CcTaugapTor (13). OTHOWEHAS CHTHAN-LWYM OMA KEMASr0 OUarHOCTHHEcKoro
WOMa JOnMMHe ObiTe = 321

bl OTHOweHWe XPOMATOMRAMUEECKOrD BPeMeHt YOSDMMBAHMA aHANWTA ¥ BPEMEeHn VOepsHBaHWA
COOTBETCTEYMIMUEIDO BHYTPEMHMEND CTadjapTa, T.@. OTHOCHMTENsHOE BPEeMA  YOEPWWUEAHWA aHaANWTE,
COOTBETCTEYET OTHOLLGHMM VODEQHEHHOTD BREMEHA YIEDMHESHWA MEaaYHUPOEOHHEIX DACTEODOR B NPEOENAX
+ 2.5 % nonycka;

c] CoOTHOWeHWE MNOWANed NAEKOE OT PAIANWYHBY PEaKLMil Nepexona, Janucaddeis 008 Kasaoro
AHANKTA HAXOAOWTCA B Npegenax OONYCKOR, YCTAHORNeMHBX ¥puMTeprAsMu no [1]. npreegedHsiMEe - ©
rabmuue A6,

A0 Pacuersl M obpaboTka peaynesTatos

A10.1 Pac4eTii

CooTeeTCTayiowes nporpaMMioe obecneyedne obnerdaeT NocTpoeHue wabnoMa Ha 3anald, KoTopkii
3ATEM CIMHYKUT OMA NpoBEpkd NUHeRHOCTIA TpagyMpoBOYHEX KPMBLIX, YTOGBI DACCYWTATE OTHOLWEHWA
MNOWAAed NHECS, NONYHEHHBLIX N0 DAINHYHBIM DeaKunAM nepexona (kak onpefenedio e Tabnuue AG),
4Tobbl NOOTEEROWTE NPWCYTCTEBME WM OTCYTCTEWE aHanWToB, W 0aTk OKOMYATENBHLIE DEe3IYNLTATE,
BhIDAMEHHEE B MUMMADaMMEX H2 KANOrpamm.

Mpumwadanwe —Mpagympisoysas ksprBas DyoeT TREDM THMNE;

a=bhw+a

FOE & — OTHOLIEHKE NNoWanen;

b = HarknowK;

W= MaccoBaf qonAa;

d — OTCeKABMbIF OTREI0K.

PaccusTeipaloT COOepHAHME aHANKTS W, MOET {foe aqHanyToM ABNSeTCH MENasH, W =W o e

AHANMTOM RBNASTCA UKMAHYPOBAA KMCNOTE, W= W |, NCNCNB3YA CNEAYIOWES YRaBHEHMHE:

={"fa"r-*q‘ls}_ﬂx Mg

Wa

b mg =1 000
roe Ag - NNowWans NHKa adanuia e npobe,
A = nNowade NUEa aLyTpedHero cTadgapta (IS) a npobe,

k5
8 — OTCeKaeMbid  OTPEICK MWHUM  perpeccHin  Ond  peakuwd Nepexoda, WCnoNbayesol  and
KOMAYECTREHHOND ONPefeneHMa;
b — HaWNoW NMHMA pErPeCcCHM ONA  PeaKyMM Nepexond, MCNoNeIyeMmod ONA  KoNWJYECTREHHOro
ONPELEne WA
M_ = Macca, B HAaHOTPaMMAax, BHYTPEHHEro cTaHfapTa {I3), pofapnaxHoro B npoby ONA asWandaa
(401
Mg — Macca, B rpaMmax, npobel ona adanuaa (A.9.1).
A, 10.2 ObpaboTha pe3ynLTATOB
PieaynkTaTkl BepakaoT 4NA aHanyTalos) ¢ TOMHOCTRIO 00 BTOROTD 3HAKa NOCNE aanAToW.
11
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A, 11 NoxasaaTend TOYHOCTA METOOA
A 111 NusHedHoCTE
TecTupyeMse JHanaioHs NMMERHOCTI NPEQCTARNE sl B NepEYUcneHysAx a) u b):

aj pmenamil. o7 0 go Q20 Mk 1 o1 0 oo 2,00 Mr (2EEUBANeHTHS COOEDMaHHID B npobax)
COOTBETCTBEHHD,
b} yHadyposan kkcnota: oT 0 go 030 mekr not O o 2,00 mrkr (3KaMBaneHTHO COOSDEaHHIo B

npobax) COOTRETCTREHHO.

KankbpoBka cnegyeT NWHEAHoK MOOENW, OCTATEY PaBHOMEDHS pacnpedenadbl, a koaPdMyneHTL
OTENKEA CTABMNEHE B PACCMATEHMESSMEE QWAN3I0HAR MACCOBLIX OONaH.

A 11.2 Npepenkl oBHapyseHAA

LoD [oTHOWEHWE cHrHan-wys, pasuoe 3) coctaanawT 003 mrfer ana menasusa 1 005 smrfer ana
UKHAHYPOBOW EWCNOTH COOTBETCTEEHHD, KaK B KOPOBLEM MOMOKE, TAK W B CyXON MOMOYHOH CRMECH.

A 113 NMpepen KEaHTAGMEALLWA

Lo cocraanawT 0,05 mrfkr ana menasaada # 0,10 mifkr gna uHadyposoi KCnoTel, COOTBETCTBEHHD,
KAk B KODOBLEM MOMOKE, TAK W B CYX0OA MONOYHONR CMECH.

A, 114 MNpepenki NPUHATAA PEWEHWA H BOAMOMHOCTH BLIABNEHWA B CYXOHW MONOUYHOW CMECH
{PIF)

Meegnonarad, 47o Makcusansseliid npegen (ML) coctaenAaer 1 wmrer 8 PIF, npegensl NprHATHA
peleHka, Woo - W BOIMOMHOCTH BRRBNEHHA, W':":F NpegcTaEneHbl B NEQEYRCHEHAAX a) KM b

[T i

aj anA menamaka: woo = 1,03 mefer, wiop = 1,05 Mk,
T it

b} ANA LHEHYDOB0H KMCNOTEL won = 1,04 mrikr, wiop = 1,09 Mrfir

A 115 2dpdrekTHEHOCTE

Kax OnA senamMdia, Tag W ONA UHAHYDOBOR KMCNOTE, 30MEKTUEMOCTE, CHOPPEETARDOEAHHAA No
BHYTDEHHWM CTaHZapTaM, Geina B guanazoqe ot 99 % oo 116 .

A 11.6 MpeuraroHHOCTL

3HadeHkna aAns  Npenena  OTHOCHTENEHOH  MOBTODAEMOCTH W NPedena OTHOCHTENsHOR
BHYTPUNABOPATODHOR BOCTIDOMABOOMMOCTH DR Nonydessl B x00e weboneworo MesnabopaTopHoro
HoocnegoeaddA Ha Gaae |50 5725-1 u 150 5725-2 [7], wo He cooTeeTcTROBANK BCEM TpeboBaHuam.

A 1161 MNpeoen OTHOCHTENEHOW NOBTOPRAGMOCTH

THUNHYHEE  AHAYEHWA  OTHOCHTENEHON NOBTORASMOCTH, NONYYEHHBIE METOOOM, ONACAHHLIM @B
HACTOAWEM CTaHOAPpTE, NPpUBROEHE B Tabnkue A.7.

Ta 6§ n v y a A7 — TUNH4HBIE IHAYEHWA OTHOCHTENEHGE NOBTORASMOCTI

OTHOCHTENEHOE IHAYSHWE [HANA30H CONBPHAHKS,
AHAMAT Marpurua NoBTORASMOCTH, :
3 Mrvr

CM 5 OT0.05 A0 0,15
enasmn PIF iz O1 0,05 go 0,15

PIF 4 01058015
Lnanyposasn Ch & 01010002
EMCAOTA EIF 1.1 'E” D'i Ao ﬂ'g

PIF 5 Or0500 1,5

A11.6.2 Npegen OTHOCHTENLHOW BHYTRANAGOPATOPHOA BOCNPOHIBOOWMOCTH

THIMYHEE IHAYEHWMA OTHOCMTENLHOR BHYTpUNADOpaTOPHON BOCHPOMIBCOUMOCTH,  NONYYEHHLIE
METOOOM. OMUCAHHOM B HACTOALLEM CTAHOARTE, NPUBEOeHE: B Tabnmuue A8
Tabnuuya A 8 — THNWYHEE IHIYEHWA OTHOCUTENEHONR BHYTPHNACORaTODHSA BOCNPOWABOOWUMOCTH

OTHOCWTENEHAA BHYTpUnabopaTopHan
AHanaT Marpuya BOCHPOMIBSGMMOCTE, AmanasoH E'?’HEF'MHHH‘
e RACIKT

CM 13 OT 0,05 a0 0,15
Menamih PIF 15 OT0.05 0o 0,15

PIF G Ord.5801.5

CM 0 Ot 0,1 80 0.2
LWaxypoBan kwcnoTa PIF 31 Ot 010002

PiF 13 Ord500 1.5
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A 12 NprsMepil XPpoMaTorpamm
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Purcyror A3 — Mpusep xposatorpanss LC-MEMS menamiana (MEL)  unanyposol kncnoTe (SA) w3
IKCTPAKTAE MEYEHOR CYXOR MONCYHOW CMeCH ONA JeTed padHers Bospacta NpH KoHUeHTpauxdi MeTok:. MEL
0,50 marier (15 1,0 snisr), CA 0,50 wmrfkr (15 1.0 mrikr)

A 13 MpoTokon HeNLITAKHKA

MpoToRon WCNEITAHKA METSA0M A JOMEEH BEMMHYETE NO KpARHEHE Mepe CNenyiowy WHDopMaLLMia:

a) BCE CEBEOeHWA, HEoBXoaMmMsIe ANA NONHOR nOeHTWgHKaLWA npobel;
b HCNONLA0BAHKER METo oTEORE NPOS, BCnW OH HABGCTEH,
) WCMONbIORAHHER  METOO  WCONBTaHWA  Co COBUMEDN Ha

(ISONTS 15485/DF/RM 230:2010, npunoseane A);
d} noapodHoce  onWcadke npoueayp.

gaHHoe

NpUNo#EeHe

HE yCTaHOENeHHBEEX B JadH0M  DDENOHEHKA - WO

PACCMATOMOAEMBIX, A8 DONONHUTENEHBE, HANPRAY C© ONMCaAHHEeM BCeX CAYYARHOCTEHW, KOTOPBIE MOrmW

MOBAWATE M3 PEIYNeTAT(b) HCHHTAHWA,
) MOAYHEHHBLIA PRAYNLTAT{E) KCNBITAHWA,
f) ECNH NPOEEPANACE NOBTOPASMOCTE (CHOG
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Mpunoxerne B
(cnpagoYHoe)

MNpumep B — Konu4ecTBEHHBIA aHANK3 MENaMKHA M LMAHYPOBOW KMCNOTLI B CYXOW
MONOYHOW CMECH OANA OeTel PpaHHEro BO3PacTa M KOPOBLEM MOMOKE METOOOM
HMOKOCTHOW XpomaTorpadu ¢ MCNONbLI0BAHWMEM NMHEAHOW MacC-CNEKTPOMETPHM
€ MOHHOW NOBYLIKOW

B.1 O6nacTe NpHMeHeHKA

[auHor npunoxedue yoTaHaABNKWBAET METOS, BEMOYRKWKMEA ONPefeneskie MENAMUHE ¥ LHaHYpOoBoi
KWCMOTE B CYX0H MONOYHOA CMECH ONA OETel paHHErD BOApacTa v B KOpOBLEM MOMOKE C MCNoNs3I0saHHem
METOO0E NAHEAHOH TAWOSMHOR MACC-CNeKTROMETDHKM C WOMHOH nosywsoi [(LC-MIS/MMS), © ucTouHMKOM
HOHMIEUKA ANBKTPODACNLINEHMEM B DEMKME MOHHTORDWHME BoulbGpaHHeEx peakyqdd (SRM). KonvwdecTEeHHDE

ONEedEneHUe BRMOMHABTCA C NOMOWSK WACTONHOM paibaenadis, ACNONEIYA MEYeHLIE {1 361. *Ehijh-

BAEMTAMAH W MEYEHYID fT 3'33, ﬂENlj-uHaH;.-pﬁByru KMCNOTY B KAYECTEE BHYTDEHHMEK CTaHaapToR(1S).

B.2 TepMrHLI ¥ ONpenanes A

Cw. pazpen 3.

B.3 CylHoCTE MeTona

MenawiH 1 yHaqypoeyio BWCNoTY OOQHOBPEMEHHS IKCTPAMMEYIST B AUSTOMWTDWN, OCawgan GensW.
Mocne UsHTpWgYIMPoRaHKA HaOoCaOouHys ®HOKOCTE GepyT ANA nocnedyiwers asandia LC-MS/MS o
MOHHOW NoBYWEOHR B pexdme SREM. Menamds @ ueadypOBYHS KMCNOTY aHanWaupysoT OTAeNEHO B
MONORHTENEHOM W OTPALATENLHOM DEXWMaY COOTBETCTEEHHD,

E.4 PeakTHBkI

MononbiyoT peakTHBb TONBKD NPHIHAHHOR aHANMWTHYSCKIH YWCTOTRI, SCMH HET WHbIX YE3IaHWE, W
DMCTHIMAPOBAHHYHE HNH OEMAHE DANWICEIHHYIO BOOy WK BO0Y AHANOTHYHON YWCTOThI,

Mpumedadueae - Homepa no CAS npHEBOSEHE ONA EEEDOMD PEEKTHES.

Meped WCNoNBEI0BAHKEM XAMWAYECKKMX BELWECTRE CM. COOTBETCTEYHILME CAPABCHYHAKM WK MEREYHM
GRIONACHOCTH, YTEEDHIEHHLIE MECTHLIMA ODTaHAM M.

B.4.1 Boga, ana xpomarorpadei4eckore adanuwaa (CAS No, T732-18-5)

B.4.2 Auetonutpun  (CHCN), rpaguenTHOW 4MCTOTR ANA XPOMAaTOrpaduqeckoro adandia (CAS

Mo, 75-05-8).
B.4.3 Auetar ammonua (CH3COONH,), GR gna akaniaa (CAS Mo, B31-61-8).

B4.4 PacTeop MypaBeuHoRk kMcnoTel (CHoOs5), cooTeeTcTEYKOWMA 1 % KMChoTel no obwemy (CAS
Mo, 64-18-6).

Munetkoi goGaenawT 10 cm” MypaBeMHON kcnoTe (CAS No. 64-18-8, mapkw ACS) B mepHy konby c
oMo METEDH BMecTMocTeo 1000 ca’ (B.5.8). losonsT 0o meTis Boaoi (B.4.1) v nepemelunaanT.

B45 Uuanyposan kvcnata (CNOH)3. maccosan gona, = 98 % (CAS Mo, 108-80-5).

B.4.51 VcrogHeld cTaHJapTHeIA pacTeOp UHAHYPOBOR KACAOTRI, COOTEETCTEYIOWWA MacooBol
EOHUEHTRaUWMA 0,1 MM UManypoBOR KMCNOTEl HA KYOHYSCEHR CAHTHMET].

BepyT HaBecky ¢ ToYROCTR S0 0.1 wr, 20 Wr yuasypoBoid ticnoTe (B.4.5) B Mepuyio kony ¢ oMol
METEDH BMECTUMOCTEIS 200 ca” {B.5.8). PacTRopAWKT W 0B00AT 00 METEHM PACTBROROM MyPaBLEMHOM KMCNOTE
{B.4.4). OCpabaTeEanT YNeTRAIEYKOM 00 NONHOMD PAcTBOpEHHA B TedeHHe 10 puH.

MoxoaMelit cTaHgapTHbli pACTROD UHMAHYDOBOK KMCNOTEl MOEHD XpasuTe 00 10 cyT npr Tesnepatype
4°C. Cresdi MCXOOHEI CTaHOAPTHRIR pacTROD MOTOBAT KaOwe 10 gHe:.

B.4.52 Paboddid pacTeop UHAHYPOBOA EHCNOTH, COOTEETCTEVHOLWMA EOHUeHTRauwd 10 sMEr
UHAHYPOBOW KMCNOTEH Ha EyDrYechHi CaHTHMETD.

Munetkol npundaanTt 10 ca” HCHOOHOMD CTaHOapTHoro pacTeopa ukadnypoeol kkmcnoTe (B.4.5.1) B
MEQHYK KONBY C OOHON METHOR BMECTHMOCTRIO 100 cm” (B.5.8). JoBOAAT A0 METKW PACTEOPCM MYPaBLHHON
EMCNoTe (B.4.4). O6patateBanT yNETPAIBYESM 00 AONHOMD DACTEOPEHWA B TeHeHHe Ha MaHas 10 s,

FPabouui pacTeop UMaHYPOBONA KMCIOTEL MOXKHD XpaduTe 0o 10 oyT npe Temnepatype 4 “C. CoewMi
HMCROAHBIA CTAMJapTHBIR DACTBOPD MOTORAT KaObe 10 gHed.

B.4.6 MedyeHas UWaHypODaA KWMCNOTA (13C3H315NEDJ‘;. HIOTONHAA YACTOTA; 13{33 = 89 % KonLUS

15N3 = 98 % ®XMMU4ecKan YucToTa 90 % no smacce, 100 serfcy® 8 sone — 1,2 cw’
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BE4E61 McxodHbid cTaddapTHeIA pacTeEOp ME4HSHOW UWHaHYDOBOW KWCNOThl, COOTBETCTRYHILLMA
KoHUeHTpaurH 100 MEM MeYeH0R UHaHYPOROH EHCNOTE HA KyOHYeCkUA CaHTAMET].

McKogHeR CTAHZApDTHRIR DACTEOD MEYEHOW UMAHYDOROR KMCNOTEL MOMHO KyTWTe B FOTOBOM A0S
WcnonsaosaumuA Buae B NaGopatopuw Maotonoe npw Kembpugse (Cambridge lsotope Laboratories)!
(4rcToTa 90 % no Macce). XpaHAaT 2ToT MCKOOHBR DacTROD NPH EOMHATHOR TEMNEPaTYPE B 3aWMUWIEHHOM OT
CRETA MacTe.

B.4B62 PaGoudil  pacTBop MESEHOA  UHaAHYPOBOA  KWCNOTH, COOTREETCTEYIOWWE MAaCCoBOW
KOHUEHTpaUWK 10 skr MedeHol UHaHyPoOBOH BACNOTE Ha ByDH-Hackii CaHTHMETED.

MuneTteoi npunreawT 1,1 CM® MCXOZHOrD CTAHOAPTHONS LACTECOLPA MEYEHOH UWAHYDROROH KRCNOTk
(B.4.6.1) B mepHyid konSy C 00HOR METKOR BMecTUMocTeie 10 cn® (B.5.8). JoBR0OAT A0 METHKY PacTEOPOM
MYPABLWHON KMCHoTE (B 4.4} W NepeMewHBanT.

PaboYnd pacTeop MEYEHON UMAHYPOBOW KACNOTE HCNONBEAYOT B KA4ECTREE BHYTREHHErD cTandapTa |S.
KpauaT pacTecD NPy TeMnepatype 4°C.

B.4.7 MenamiH '[EaHan}" Maccoean gonAa > 98 % (CAS No. 108-78-1).

B.4.71 VoxogHeld cTaHOApTHBIR PacTROR MENaMUHE, COOTESTCTEVIOWWA MACCOBOR KOHUEHTDELLMKA
0,1 sr menamisa Ha KyBH<ecki cauTUMeTp.

Bapawvealor ¢ To4HoCTRIO Ao 0,1 Mr, 20 ymr menasmvsa (B.4.7) 1 NepedocAT B MEpHys Konby o oaHoh
METESH BMECTMMOCTRES 200 W (B.5.8). PacTROpRIOT 1 QOBOOAT O0 METKH DACTEOPOM MYyDABLHHOH KHCTOTE
(B.4.4). CopataTelBaT YNeTRAIBYESM 00 NONHOM PacTEODEHMA B TEYEHKE HE MEeHEE 10 aMuH.

McxoOHell CTaHZapTHER DACTREOD MENaMHMHa MOWHO XpaddTe oo 10 cyT nps Temneparype 4 °C.
[OTOBAT CEEWMA MCXOQHERA CTAHOIPTHRIM PACTECD Kasiwe 10 gHEl.

B.4.7 2 Pafo4ywia pacTRop MmenamiHa |, CoOOTEETCTEYIOWMA MACCoRoH kaHUeHTpauun 10 Mer menamuHa
Ha KyBHYECKHE CaHTHBeTR.

MuneTeci nprnveaeT 10 cM® MCXOAHOIO CTAHOADTHOMO pacTeapa MenamuHa (B.4.7.1) B mepHywo
KoNGy © OOHOA METKON BMECTUMOCTLI 100 oM (B.5.8). NoBOOAT A0 METHW PACTEOROM MypPaBBWHOR KCNOTE
(B.4.4). ObpabaTel8asT yNbTPAIBYECM 00 NONHOMD PACTEODEHWA B Tederne He mades 10 muH.

Paboquid pacteop MenamiHa | MosHe XpaqdTe 2o 10 oyt npr Temnepatype 4 “C. TOTORAT CBEMMWA
paboddie pacTeop | kaxawie 10 guei.

B.4.7.3 PaGoudid pacTeop MENamMKHa |l, COOTEBETCTEYIOLWMWA MACCOBoH KOHUSHTDALMN 1 MED ManamMUHa
Ha KyBHYECKME CAHTIMETP.

MuneTeo# npunueanT 1 em’ HOXOOMOTS CTAHOAPTHOrD pacTeopa menamdsa | (B4.7.2) B smepHyio
KOMNGY © OOHDR METKDR BMECTMMOCTR 10 o’ (B.5.8). [OBOOAT 00 METKA PACTROPOM MYyDABLHHON KMCIOTE
(B.4.4). CopabaTelBaT yNETPAIBYECM 00 NONHONS PACTROPEHMA B TeYerKke He Medes 10 mus,

Pabound pactecp menamuea || MowHo xpaHdTe go 10 cyT npy Tesmnepatype 4 “C. TOTOBAT CBEMMA
paboduit pacteop || kaxose 10 gHed.

B.4.8 Meuvensiit menammn [13C N (19NH ) ], maotonmas wwetota: 13C = 29 5% amumo-19N_ = 98 %;

X{MUHECKSA YACTOTa = 98 % no macce, 100 MErcw’ B Booe - 1.2 oM.

BA4B1 Mcxoovel® cTaHIaAPTHRIA pACTEOR MEYSHOMD MENAMHHA, COOTEETCTEYIOWWA MACCOBDK
KoHUEHTpaLME T00 MET MEYeHOro MenamMiHa Ha KyGWYeCKWd CaHTHMETR. .

Mexogumit pacTeop MaoTona WMeaTcR B NpOGaMe. XpadAT MCXoOHGLI CTaHJapTHeA pacTeop npu
HOMHATHOR TEMNERATYRE B ISWHMULSHHOM 0T CBETa MECTE.

B.4.82 Paboydd pacTeop MEYEHOrD MEnaMdHsa, CcOoOTESTCTEVIOWWE EoHueHTDaund 10 mEr
MEYSHOTD MENAMMHEA Ha EYENMYeCKWE CaHTUMETD.

MuneTroi npunveaeT 1 cM’ MCXOOHMOMO CTAMOAPTHOTD pAacTEOpa MeveHoro menamuua (B.4.8.1) a
MEpHy KonBy © ogHOR MeTroil BMecTiMocTei 10 cwm® (B.5.8). JosogaT Ao MeTsW pacTRODOM MypDaBbHHOM
KHCIOTE (B.4 4},

Pafodyrd pacTeop MeYeHOrs MeNamMdHz WCnofNeIYeTcs B KaYecTBe BHYTDEHHErs cTanfapra (I5).
MPAHAT pACTEOP NoW TEMNepaType 4°C.

B.5 Annaparypa

CTesnaddan nocyga (Hanpysiep, MepsHsie wonbel, B.S.E) MononmayeMas oA NpWRroTosnesds
CTAHOSDTHER MCXOOMEDX W pETOYMX CACTROPOR, MONMET 1ArPAIHNTECH, OCOBRHHD MENaAMUHOM. TToaToOMY BCIO
CTEKNAHHYIO NOCYAY CNegyeT MiTs NaboparopHelM OeTEpTeHTOM, CNONACKMBATE AUMCTHINMPORaHHON BO0ON

1 Naboparopuy vaoTonoe npn KemBpuoxe ABNRIKTCA NRHMEROM NOOXOOALEND NOCTABWMEA. 3Ta vBdopMaumna
NE@BEQEHS  TOMNLRD QNA YO000CTEd NONBIDBATENSA DaHHOID O0EYMEHTA H HE CEMJETENECTEYET O NpEgnoYTEHHA B
OTHOLWEHWA DEHHOD peasTied. MokHo mononb208ars aHENOMHYHEIE NRPOOYVETEL, MDK YCROEAN NOMY-EHUA PABHOUEHHBIX
PEIVNETRTOE.
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W 3aTEM CYLUUTE Ha BOAOYNE.
MenoneayioT ofsidHoe NaGopaTopHoe oBGOPYAOBAHKE W, B YACTHOCTH, CRegyioLLEe.

B.5.1 LentpudywHsle npobKpEn, KOHWMYECKHE, K3 NONWNDONKNesHa, BMeCTHMoCcTeK 50 ::M",
Hanpunep, 2100816871
B.5.2 Lledtpudiyra, ocHAWEHHaA poTopos. npucnocobnedHas nog NpoSHped  BMECTHMOCTLD

S50cm’. c yokopeHden 4 000g, sanpuamep, RCE
B.5.3 Konowka HPLC, ZIC-HILIC *!, 2.1 mm = 150 MM, 5 MKM, EQ.HM.

B.5.4 MNacTHECBELIE WPWLE, BMECTHMOCTED 3 oM, Norm-Ject .
}5_5.5 Wnpuueasie GuneTpe, Acrodisc 13 mea, membpana vz Hednoda 0,2 MM, Hanpumep, 28143-
985" _
B.5.G Hacoc HPLC Surveyor MS*) CogmuHEHHER © NMAHEAHLIM MACC-CREKTPOMETDOM LTO-¥L ¢
WOHHOK NOBYLWKGR, OCHAWEHHBIR MCTOYHMKOM MOHWAAUWH INeKTpoDacnsNeHWEs.
B.5.7 AHAMHTHHECEHE BECHl, ChECnEYHMBaR WHE CHMTRBAHWA © TOYHOCTEID 00 0.7 sar.

B.5.8 MepHee konbel ¢ 0OHOR METKOR BMecTUMOCTeW 10, 100, 200 w 1000 cM’, IS0 1042[6] .
Enace A

B.6 NpuroToRneHHe peakTHREOR

B.6.1 MpagyHpoBOYHAR KPHMBAA ANA MENAMMHA M UMAHYPOBOH KMCNOTELI

B.6.1.1 CranpapTHele pacTeopki ana menamisa (ot 0 go 5 ur.'quajl ¢ COOTBETCTEYHILLLMM
BHYTRPEHHAM CTAHAAPTOM MenamiHa IS (npy KonuerTpaywu 100 Mrf.qus}

oToBAT CTAHOAPTHLIE DACTACPL MENAMMHA B WECTW OTREMEHEIX MEDHLLX konbax ¢ ogHOi MeTKoR
anMecTHMoCTaR 10 o™ (B.5.8) B cooTEeTCTEMK C Tabnuued B. 1. XpausT cTasdapTHele pACTBRODGL MENaMIHa
np« Temnepatype 4 “C.

1} 21008-169, Morm-Jact {53548-014) v 2B1343-8985 — aro TOpIOBLIE HEWMMEHDBEAHWA NPOOYELWN, NOCTREMAEMOR
VINF. 3ma wHdopraurA npyBESSEHE TONRKD 4nA yao00cTEa NONBIOSSTENEE  HACTOAWEN CTESHOAPTE W HE
CEVMOETENLCTEYET O NPRONOHTEHMM B OTHOLWEHAN SaHHOMG NpogykTd. MomHo MononesaceaTes aRanoivHHEE NPOgysETH,
NP YENOBMH NONYHEHNAA PEEHOUSHHEIX PE3yNETATOE.

2} RCE - am TOPrOBOE HAWMMEHOBSHNE MPOSYELMW, nocTapnmemod Sorvall. 378 nHEopagnis npresgeds
TONEXD oA yooboTea None3osaTenal HACTORWEND CTAHSEPTS W HE CHMOETENLCTAYET O NPESnoHTEHNN B OTHOWSEHMAL
OaHHOrg  npogyera.  MosHo  Mcnons30BaTe  AHANDPMHHEE  NPOSYEThL. NPA YONOEWH  NOMYHEHEA  PEBHOUSHHEIR
LE3YNETATOR.

3} ZIC-HILIC - aro TORTOBE0E HAWMEHOBIHWE NPOgyELEMA. nocTaenAeman Merck » wmesnoweircr 8 Nest Group,
arficle 150434, Sra webopMaUrA NPUES0EHE TONLED SAA yO0BOTES NONBINBATENSA HECTOALWEND CTHHIAPTAE W HE
CEMAETENLCTEYET O NPEgNOYTEHHA B OTHOWEHWEA SEHHOM NpoaykTa. MosHD Mecnone3osate SHANDIWHHER NDOOYETH,
MK YENOBMH NONYHEHWA PEEHOUSHHBIX PE3yNETATOR.

4) Survayor MS wlTO-XL — 310 TOProBel® HEWMEHDEEHWA NPOSYELMM, nocTasnaemod TharmokElectron. Sa
WHPOPMALMA NPUEE0SHA TONSXD ONR YOoDCTES NONB3CEBATENSH HSCTOAWSrD CTEHIAPNTA W HE CEMOSTENLCTEYET O
MpEQNoHTEHME B OTHOWEHMH gaHHor npogyera. Mosso Monone3cedrte AREnondHHBIE NROOYVETE, NP YCRoBCe
MANYHEHAA PABHDUSHHEIE PE3yNETETOR.
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Taénwua A.9 — CTaHgapTHE PAcTBODLl MENaMKHE

| HaumeoBaHue NoKaIaTand | CTangapTHeR pacTeop |
_ L+ 121 3] 4158 |
Pabouki pacTeop menamuda | (B.4.7.2), min 0 0 100 200 | 450 ) 70O
| Pafiouni pacteop menamuda il (B.4.7.3) Mkn 0 150 0 0 0 1]
Pafouri pacTeop mededHoro menamasa (13) (B.4.8.2),
MBI 150 | 150 | 150 150 | 150 | 130
[ AuaTouuTpun (B.4.2), mxn 9850 18700 | 9750 | 2650 | 8400 | 51540
3To COOTRETCTEYET!
KOHLEHTPALMM MEMaMUHa, Hrick® 0 15 100 200 | 450 | 700
KOHUEHTRAUMH MEYEHOM0 Menamuua (13), Hricw” 150 | 150 | 150 180 | 150 | 150
COOBQMAHMID MENAMKHA (IKBMBANEHTHO NpoGe), Mrikr 000 |GA0 ) 066 | 1,33 | 3,00 | 466
COOBQ#aHHD ManamiHa 15 (aHBrBaneHTHS Npobe), wmrkr
1.00 | 1,00 | 1,00 | 1,00 | 1,00 | 1,00

B.6.1.2 CravgaprHeie pacTBEOpLI ANA UWManyposod KWucnoTel (ot 0 go 5Mr.",|1M3] c
::::-u‘ru?rc'mymu.mu BHYTPEHHHM CTAHAAPTOM UHWAHYPOBOW KMCNOTe! (15) (npH KoHUenTpauws 0,66
Mram)

FoTOBAT CMELAHHER CTAROARTHEE PACTEODL UMAHYDOBONR KWCAOTEL B WECTH OTOSMNEMEIX MEDHLIX
konfiax ¢ onoHofl meTkol BmecTumocTsio 10 cm® (B5.8) 8 cooTeercTeMr c Tabnuueid B.2. Xpawar
CTAHGARTHEE PACTEODE! LMWaHYPOBOH KACNOTE: NPpK Temnepatype 4 °C.

Tabnwua A.10 — CTadpapTHee DacTBODE LWAHYPOROHE KHCROTE

HausmeHopadwe NoxalaTena CTAaHZAPTHEIR PacTBop
1 2 3 E 5 B
| Pafiouuih pacTBOp UMAHYROBOW RMCNOTe: (B.4.5.2), MK | 0 2a 100 | 200 | 550 | 7O0
Pafouwia pacTeop se4eH0l  UHaHYPOBON  KMCHOTe IS
{B.4.6.2), mkn 100 | 100 | 100 | 100 | 100 | 100
| AueToHuTpMn (B.4.2), Men 9200 | 9875 | 9800 | 5700 | 9350 | 9200
370 COOTBATCTEYET:
KOHLEHTPALMM LMAHYPOR0H KMCNOTE, HIfCM® 0 258 100 | 200 | 550 | 700
KOHLEHTDALWM LHMaHypoaoil kuenoTe IS, Hrfcm” 100 § 100 | 100 | 100 | 100 | 100
COOEPEAHKKD LWAHYPOBOW KHCNOTE {IKEMBANEHTHD Npobe),
par{kr oo0 | oA7 | 06E6E | 1,33 | 366 | 466
COOEPRaHMK  UHAHYPOBOR KUCNoTE 1S  (JHBMBanEHTHS
npoBe), Mrikr DEG | 066 | 066 | 066 | 066 | D66

B.6.2 PacTRopbl ANA MUAKOGCTHOW XpomaTorpaduM

B.621 TNogswkHan diaza A, BOOHBIN PacTBOp aueTaTa ammosus, 10 Mmons/om® B 141 cumeck
AUETOHWTRHNA © BOOOH.

MeperocaT 0,77 © aueTaTa aMMoHKE B MEpHyo sonby © ogHol MeTEol BmecTumocTeo 1000 ca’
(B.5.8). Oobamnmor 500 o’ BoObl (B.4.1) W pacTeopRioT aueTaT ammosvA. [JOBOOAT 00 METHA
aueToHATpHNOM (B.4.2) W nepemewdeanT. PUNETRYIOT pacTeop 4epel fMNbTp NOpMCTOCTeRY 0,2 MEM
(B.5.5).

BE22 [llogedsHan dasa B, aueToHKTRMIT.

MenoneayioT aueTondTpun (B.4.2).

B. 7 Ot6op npob

OThop Npof He SBNAETCA YACTRM METOOA, YCTAHORMNEHHOMD B JaHHOM NEMNoHeHHK. Peromedayemei

MeToq oThopa npol — no 150 FONIDF sol2].

BawHo, 4100k B NabopaTopk GLIAa NoNyYeHa QeRcTEMTENLHD PENpeleHTaTHBHAR NpoGa, KoOToDaa He
NpeTepnena NoEpesOeHANA ¥ M3IMEHEHHR B NPOUSCCE TRAHCTISPTUPOEAHKS M XPaHEHKA.

Chipos MONCKD XPaHAT Npd TemnepaType 4 C wNd B I3MODOMEHHOM COCTORHWK, BCMH SHANWA He
Gy0eT NEoEOAMTRECA HENOCPEdCTEEHHD NG NONYYEHMN.

B.8 NogroToeka npod ona aHanyaa

B.8.1 Cyxana mMmonoYyHan cMmeck OANA OeTed paHHers Boipacra

FoTo8AT roMoreHdHyiy  nabopaTopHyilo npoby nNyTeM Mepedoca @8 B eMKOCTeE OnA  npobe
BMECTUMOCTRID, B OBa paia npepsiwawcwel obwewm nabopatopHol npobGol. HeMeoneqqs JakpbliBaoT
BMECCTE. TIMATENBHD NEPEMELLKEIINT, MHOTCHPAETHO BETPAKHEAR W NEDEEOPAYHEARA EMEDCTE
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B.8.2 KopoBbe MONGKD

Ooponst npoby 00 KOMHATHOW Temneparypel. [epen Tew, Kak B3ATE HABECKY ANS adanaaa,
yAEMOANTCA, 4TC NPOHA FOMOrEHHAA OCTORPONMHEIM NEPEEEDTHBAHMEM BMEOCT HECKONEKD paa.

B.9 NporeaaHne

B.9.1 MeToguka akcTpakUuMH

BapewwraanT ¢ ToMHoCTR: 40 0,01 r 3,00 r mono4Hol cxeck ON8 OeTeR J:lannem pospacta (B.5. 1) nnu
KopoBsero Monoka (B.8.2) B ueHTprdyekHyio npoGupry aamecTiimocTess 50 ca” (B.3.1). Dobasnsor 300 mxn
patodero pacTeopa medeHoro Mmenasada (15) (B 4.8.2). DoGapnant 200 sin paGo4ero pacTeopa Me4YeHoH
UMaHypoRol kKMchioTed (15) (B.4.6.2). 3ares pofapnasst 19,5 oM’ aueToHuTpuna (B.4.2) w aHeprudHo
BCTRAXMBRIOT, NoKa He yDeORTCA B OTCYTCTEMIA CTYCTHOR.

AHANHMIMDYEMER pacTeop obDpadaTEBEaI0T YNETRAIBYECM B TEYEHKE 5 MHM, 1aTeM MNegemMelldeanT B
TedeHMe S Mdd. UenTpudyripyioT pactaop ana adandza npd 4000 g npe HOMHaTHOR TeMnepartype B
Tadenwe 10 Mdd. OTBWpawT npusMepHs 2 cm’ HAOOCAOOYHOR WHOROCTA NNAcTHEOBLM  WNPWLEM «
PUNETpYIOT Yepes wipkuesosl duneTp (B.5.5) 8 npobnpry Ans adanmaa HPLC.

B.9.2 Ananua LC-MS/MS3

BeodAT pacTeop B XxpoMaTorpadumace-cnexktpose o (LC/MS) ona asanuaa.

Mpuuwevda e — Manasmud M WHAHYPOBYHY BACHOTY OEBHEPYRHERT ND OT4ENEHODTA B PA3HLIE NpOroHax Ha
LCIMS.

E.9.2.1 Yenoawa HPLC

Mogersxxan dhaia A pacTeop aueTata amsoHqa (B.6.2.1),

nogerxHan dasa B aueToHUuTpHn (B.6.2.2);

BEOOWMEIR DB LM, 10 sk,

HOMHOHED ZIC-HILIC, 2,1 = 150 mMn, 5 mind, 20 Hi,

TeMneparypa: KOMHETHAA TEMNEpaTypa;

CKOPOCTE NOTORA! 0.4 oo™ Muti;

PaaneHT: Cn. Tabmauy B.3;

OTBOOHGE KNanau: notor HPLC HanpaeEnaeToed Ha geTekTop Macc-CNexTpoMeTpa B

TevyeHna 4 = 9 pe,
Tagénwua A.11 = MNpaguent LC, 4CnonNeayeMbli NPK a4annae MenasiuHa Uk LHaHyposod KBCnoTel

Bpeasn, A B,
MMM o U
0 3 a7

Z 3 a7
] 20 ]
11 20 BO
11.56 3 a7
16 3 97

Yenoewa HPLC ans adandaa MenasuHa W UHaHypoBsoR KACNOTE WOBHTWYHE. B Takux yConoBWax
BREMA YOSMHWBaHKA K3K ANA MenamMikHa, TaKk W ANA UkaHyposoi BHCNoTe COCTABNAET ~ 5 MUK

B.9.2.2 NapameTpkl MS

HacTpohka Ha aHanuivpyessoe BEUECTEDS BENMOMHASTCA NOCPEACTEOM BNPLICKMBAHWA LWNPHUENM N0
OTOENLHOCTY CTaHOapTHOMD PAcTEOPa MEenaMuHa W cTaHOApTHOrD PacTEopa UHAHYPOBROR KMCNOTH B
KOHLEHTpauMn 10 Merfcm’. CHOPOCTE BNPLICKMBAHWA LWINPUUEM NOALEP#MBAIOT MOCTOAHMOA MA YPOBHE
3 MEN/MAH, WCNOMNBIYRE  TDOWRHWME NpW cRopocTd noTtoxa HPLC, papkol 04 sniad. TNotok HPLC

BEOSPHABAINT B coOTHOWEHWKA 20 % A 1 80 % B. Yonoewa paboTel npwbBopa OnNA adannaa MenamaHia ¢
UHaHYPOBOR KHMCNoTH NprBedeHs B Tabnauar B.4 — B.G.
TaGnuuya A.12 - TunudHe napamatpe MS ona MenamuLa

- MapameTpe _ﬂ HWHEWHaA WOHHSA NoBYIIKE LTQ-AL

THN HoHKW3ALKK JnekTpopacnenelne (ESI)

Hanpakedwe aNekTpopacnsieHya 5 B

ﬁDJ‘!FE[.‘IHDCTb TICNOMHTENEHEIE WOMEI

[Ten nepaTypa nepedaTo4HoR prﬁp:n 350 °C

Maa 3AWATHEA raa; 60 yonoBHex eguHMY.;
BOMOMOraTENEHBIA raal 20 yenoBHEX
EOrHHL.
NpogyBECYHEI ras; 0

Tok pacnsneHdua 3,6 MEKA

Hanpaxexye Kanunnapa 20B

MakcusansHoe BpaMa BEoIa 100 mc
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Tagénuya A.13 = TdanwdHee napamMeTpel MS 40A 4HaHypossid KKCROTE

MapameTpis NMuHelHan WoHHaa noeywka LTO-XL
THn HoHWIAULKK JnexTpopacnsineHyde (ES)
HanpaxeHwe aNeKTpopacnsireHAA 4 kB
| _[NonapHocTe OTpHUATENEHEIE HOHRE
TemnepaTypa NepeaaTosson TRy S 400 *C
[ Taa SAWMTHENA rasz; 60 YenoBHsX SOuHMLL
BCMosoraTenseld  raz 20 yonoBHoix
eanHKly.,
NEpooyeosHEl raa 0
[ Tox pacnenedua 4.3 Meh
Hanpaxexws Kanwnnapa 14 B
MakcumansHoe spemMs BEOIA 100 e

Tatnvua A.14 = Peakgud nepexcga, Habniniasmele B MOMHOR NOBYLLKS B NPOLSCCE SHan|aa
MENZMAHA, LWAHYDOBOH KWCNOTE M WX COOTEETCTEVIOWMY BHY TR HHWY CTAMAADTOR

AHanaT Peakuws nepexoaa (miz) @
127,1 — 85,1 (24)

MenammH

Meuenin Menamud [13C3N3(19NH2)3] (1S) 133.1 - 89,1 (24]

128.0 — 85,0 (24)

UuanypoBpas KMCNoTa
Medenas UHanypoRas

(13C3H315N303) {13) 134,0 — B89 (24)
" BHEPMMM CTONKHOBEHWA (B ANEKTPOH-BONLTAX) NDWBS0EHLl B CROGKAX.

KACNOTa

B.10 Pacuer u oGpadoTa peaynsTatom
B.10.1 Pac4yeTwi

MpMEYEHWE — MpagyMpoBOMHER KOWEEA THNA

a=bw+a

rog o = COOTHOLIEHWE NNoLane.

b = Haxnow;

W = Maccosan qona;

8 — OTCeKaEMBIN OTRE3I0K.

FaccuMTHBAIOT COAEPHAHWE aHanyTa, wWg B MUNNKIPAMMAX H3 KWNCTpaMM (ecnd onpegenfnT
MEMSMUH, Wo = W BCIN ONPENENAINT LUMAHYDOBYW KMCNOTY, W, = W), C MCNONLI0BAHNEM CMELYHLEro

yDaBHEHWA:

o —da 20

H:a — ™
b m %1000
rae a — OTCEKAEMEIA OTPE3I0K NMHHWK DEIPeccHHM,
b — HAKNOH NHHKMK DETPECCHH,
m - MACCa, B rpaMMax, adanWarpyesol npobe (B.9.1).

B.10.2 OGpatoTHa peaynLTaToB

PeaayneTaTe ANA aHanMTajon) BeipakanT ¢ TOYHOSTRG 00 OBYX IHAKOB NOCne 2anaro.

B.11 Patouxe xapakTeprcTHEM

B.11.1 NuHedAHocTE

MpagyWpoBOYHaA KPWBAA ONA MENaMWHa NHHERHa B A4anaicHe kodHueqTpauud ot O go 5 wrfer
(FKBMBaNeHT codgp#anna B npobe). JnA UHMadypoBoR KMCNOTE EPHBaA NHHelHa Ha ydacTee oT O 0o 7 sarfer
(IKBHBANEHT COJepwaHda B npobe).

B.11.2 Buixog aManura

B 16 npof monoYydol CMeCcH ONA JeTel paHHerts Boapacta acbasdny menamMiH Ko yuasdypoayio
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EMCNOTY 8 KonuydecTes, kpatdor 0,1; 0.5 1,0 1 1,5 oT MakcrmManeHoro ypoada (ML),

CpeoHii BelXod MenamMyiHa colTaskn 99 %, a uManypoBol KMcnoTel — 105 %,

B.11.2 Npeaenkl obHapyseH AR

Lol (oTHOWEHME CHIHanN-wyM CoOCTaBNAET 3) AnA onpefenedds coJepsaHin MenasuHa paeHe 0,08
MMEM B MOMOYHBIX CMECAX GNA geTel padHers eoapacta i 0,07 MriEr 8 E0poBLEM MONOKE, COOTESTCTREHHD.

LoD gnAa onpegeneHna CogepManis UWanyDoBoH KMCNoTe padel 0,10 mrikr B MONoYHelx caMecAx ans
AeTel pannero aoapacta v 0,07 Mrkr B KOpOBEEM MOMOKE COOTEETCTREHHD.

B.11.4 Npepenkl KENWYECTREHHOMD AHANK3A

Lol {cametl HWMIKWMA OCTOREDHEIR YPOBEHE) ONA onpedenaids CoOepEaHda MenamrHa pagHe 0,11
MMM B MOMNOYHBIX CMECAX GNA geTel paxHero soapacta @ 010 mrfer 8 E0poBLEM MONOKE COOTRETCTREEHHO.

LoQ ana onpeieneHus CoaepEaHds UHaHypoBoR KMCNoTel pagHel 0,13 mMikr B MONcHHelX CMecAx Ona
getel panners eoapacta v 0,10 MOKM B KOpOBEEM MOMOKE COOTESTCTREHHSD.

B.11.5 Npegenki NPAHATHA DELWEHHA W BOIMOKHOCTA OETeKTHPOBAHWA B MONOYHOW cMeCcH Ona
AETEW paHHETs BO3PACTA ONA MENAMHAHA W UHAHYPOBOH KWCNOTE

YUMTRHERR, 4TO MakcHManeHdsld npegen (ML) cocTasnaeT 1 WA B MONOYHOR CMECH, NPEeREnb
NPAHATHA PELIBHNA W, W BOIMOMHOCTH JETEKTHPOBAHHA WECH GhiMi PACCHHTAMRI NOCNE NOBLILEHAA

EOHUEHTRaLWA 20 npod MonodHoR cMeck npr ML, pasHom 1 Wrfer, pesyneTaTte NpHeeders B a) ¥ b).
) Ana menamukaiwce =108 mriwr woe = 1,16 mikr,
h} OnA yraHypoBoi KMCNOoTe Woo = 111 Muen wee = 1,18 mrfkr.

[13

NPEOYNPEXOEHHME — 3TH aHaYEHHA NONYYeHL B YCAOBWAX NOBTOPAEMOCTH H O0MEHL BRITE
NpoBEpeHEl B YCAOBMAX BEOCAPOMIBEOOMMOCTI, NPENAEe YEM NOMLIOBEATLCA MMM,

B.11.6 NpeuymivoHHOETL

B.11.6.1 MNoBTopAeMOCTL

TunuurenE aHadvaeHa NOBTORAEMICTE, NOMYHEHHBIE OOHMM KM TN M2 onepatTopon B OOHOM W TOoR W
NabopaTopMK C NOMOWGLIY GAMHOM0 METONA, CIIG T yRHLLME:

il anA senamdda; 8 % e vuTepeane cogepadda ot 0.5 po 1.5 mrfer;

il OMA UsaHypoBoH KACNoTe: 9 % B HHTEpBane cogep#anya oT 0.5 oo 1.5 mrisr.

Mperedadde — 374 HAYSHAA Beiny pACCHATEHB] EAE kO3EHLMEHT BAPIRALWA W NoETopREmMosTA C, ans
CEpMM aHanwIoe. TpW CEpMH aHanvaos Deinm BeNonHEHs npy ioHueHTpagas: 0.5, 1,0 » 1.5 rerfer. B 3tix Tpex Gnysars
C,, AnA k200K cepr cocTaeans B % gnA MenasiHa 1 9 % NS yeadyposon HacnoThl.

B.11.6.2 BocnpoMigoguMocTe
He onpegenanaces.
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B.12 PeaynbTaThi aHanWia npod B pHCyHKax
Cu. Pucyrer B.1 u B2,

RY: 00D- 1500 =M. 98

£ 53
g a0
2w WEL 1§; m/z 133.1 +ee 881
24
Ix
o o102 w83 W2 220 3% sa2 654 geg g2 8 B 0F per M gy pose B uss BD
m 33
|"
a0
. (| MEL w1201 854
40
> /
4 035 082 185233 300 3BF 379 BiE 7E0 To1 846 963 WE 0N N8 08 Bo w2 wgm BE
0 | 2 3 4 5 f ;8 s m 00 % @ # 8
Tun e (min)
RT: 000- 1640
=
00— '
93

- Tofal fon Chromatogram (TIC)

R slalive spundancs

Tiet & (i)

leﬂMH"'IEH-IﬂE — MiZ — MECCOBWE YWCNE WOHOE.

Pucyrok B.1 — XpomaTtorpamma LC-MSMS menasuda (MEL) va 3kcTpakTa O8TCROM MONOHHOR CMECK
MNIST npik KoHUEHTRaUKWK BEEOEHHOrD BewecTea: MEL = 0,590 mrikr
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RT: DO0-1600 =98
475

L
a0
EE CAIS: miz 134.0 > 88.§
4
20
g 132 255 323 382 BAG T2 8.0 a5l 831 52 153 NE0 1223 1352 WAl

474

0
1o
a0
& CA: miz 128.0 > §5.0
a0
20
135 168 265 349 403 530 TO0 TES Bad 884 0@ 016 N54 204 @5 WEl 1543

D||||1r|1|l||||||||||r'|1|1|||||||||||'||1||r||||||l|||'|r|||||||||||r|||'||'||||||r1||
n 2 7 & 9 ] t T 4 W B
Time (mird

R elaftive Abunciarioe

RT: Q00 - 1600

4.73

il Total jon Chromatogram (TIC)

R sldtive Abundance
g

UL N R N B R NN BN BB (L I B rrrrfryrreyrtyrrrJfrreryfrrr°ryr7 77719 r°Jrf7rryrrer e Y
0 1 2 3 5 5 E ) & 9 10 1 1 13 M B

Tiha o dfamle’

n'FIHME"-IaHHE — M2 — MACCOBLIE SHCNE MOHOE,

Pucynok B2 = XpomaTorpasma LC-MSME uranypoRol KMCNoTe (CA) 13 3KCTPaKTa QeTCKOR MONoYHOR
cateck NIST npw koHUEHTPaUMK BEeOEHHOM BawecTea: CA = 0,50 mrikr

B.13 MNpoTokon HCNkITAHWA

MpoTORON MCNBITAHWA GONKEH BEMOYATE, K2K MUHKMYSE, CREQYHILWLYH HHDODMAL KK

k) BCE CREfeH A, HeoBXoouMele ONg NoNHOA MoeHTHSHEALAK NpoSal;

I} HCMONEICBEAHHEBIR MeTag oTGopa Npod, ecinv WIBECTEH,

) WMCMONEIOEAHHEI  METoO aHANWMIA, CO0 CCLIMKOW HA  OaHHODE  NPANCHEHHE (S0ITS
15485DFREM 230:2010, npunosanve B);

] BOE QETank onepaunil, HE yCTaHOBNEHHLIE B JaHHOM NPUNOMEHWN WM PACCMaTDHMBREMEIE KaK
HeohaIaTensHeE, HAPRAY © OMNWCAHWEM CYYaWHOCTER, KOTOPLIE MOMMKW MNOBNWATE HA pPE3yNLTAT{H)
aHan«Aaa;

o) NONYHEHHLIE PEIYNETATE KCNLITAHKA,

P} ECNW NPOBEDEHa NOBTOPASMOCTE, TO KOHEYHEIA NOMHEHHBIR PEIYNeTAT.
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MNpunosxede OA
(cnpapoYHOR)

FrocCT ISOITS 15495/1DF/RM 230—2012

CeefeHHA O COOTBETCTEMM CCbINOYHbIX MeXxrocygapcTBeHHbBIX CTaHOApPTOB
MedOyHapoOHeEIM CTaHOapTam

Tabnvua 0OA.1

DEo3HaYeHHE W HAMMEHDBAHWE
CORNOYHOTO MEXTYHAPOOHOO
CTaMgapTa

CrensHn
COOTBRTCTEMA

CHE0IHAYEHWE CobINOYHOM
MENMOCYOAPCTREEHHOMD CTAH0apTa

IS0 3534 (ace 4acTr) CTaTucTUKa.
Cnosaps W ofoadayeHmal o

IS0 57251 TodHoCTe (NpaBMMBHOCTE K
NPELUHIMOHHOCTR ) METOO0R K
peayneTaTos  “aMepedna.. Hacte 1.
OGWHe NDHALMNL H ONpegeneHia

e

‘_{:nu‘mamﬂym LWHH MEXIOCYOAPCTREEHHLIA CTaHgapT no gepoun IS0 3534 oTeyTeTayeT.
** CoOTBETCTRYKIWMA MEsTOCyAaPCTREHHBIR CTAMOART No BEDCHM |50 5725-1 OTCyTCTRYET.

1) 150 3534-1:2006, 1SO 3534-2:2006, 150 3534-3:1904,

GostExpert.ru
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YK 576.58:008.354 MKC 67.100.99 IoT

Kniouepeie cnopa; MONOKOD, MONOYHBIE NPOOYETREL W NHTaHWEe ONA JETEA padders BoapacTa,
DYHOBOOAWME YKAIAHWA, MENAMWH, LUMAHYPOBRAA KWCNOTA, KONWYECTREHHOE ONDEeOEensHne, MUOKCCTHAR
XPOMATOrpadvA ¢ MOMWIALWER INEKTROPACNEINEHWEN, TIHOEMHIA MACC-CTEKTPOMETDMA, TEDMUHE W
onpegenauya, npueumn, orbop npof, nogrotoeks npob, METOOMES, DLIDAMEHKE DeayNeLTATOR, NPOTOKON
WCNEITaH A
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