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MNpepgnucnoBne

Llenn, OCHOBHble MPUHUUNLI M 06LiMe NpaBuia npoBefeHus paboT MO MeXrocyaapcTBeHHOI cTaHgap-
Tusauum yctaHoBsieHbl TOCT 1.0 «MexrocygapcTBeHHasi cucteMa ctaHgapTu3auum. OCHOBHbIE NOJIOXEHUS»
n FOCT 1.2 «MexrocygapcTBeHHas cuctemMa ctaHgapTusayuun. CtaHaapTbl MeXrocyaapcTBeHHble, NpaBuaa
M peKkoMeHAauunm No MexXrocysapcTBEHHOW cTaHpgapTusauuu. MpaBuna paspaboTku, NPUHATUS, O6HOBIEHUS
N OTMEHbI»

CBefeHnAa o ctaHpgapTe

1 NMOATOTOBJ/IEH pecny6anKaHCKMM YHUTapHbIM npeanpusatnem «benopycckuii rocyfapCTBEHHbIA NH-
CTUTYT meTponorun» (benrfrMM) Ha ocHoBe CO6GCTBEHHOro rnepeBofa Ha PYCCKUI A3blK aHI10A3bIYHOR Bepcun
cTaHfjapTa, yka3aHHOro B NyHKte 5

2 BHECEH locyaapcTBeHHbIM KOMUTETOM NO cTaHAapTu3auunm Pecnybnukun Benapych

3 MPUHAT MexrocygapCcTBEHHbIM COBETOM MO CTaHgapTusauuu, MeTposiornm u ceptudukayum no
pe3ynbTatam ronocosaHus B AMUC MIC (npotokon oT 30 AaHBapsa 2020 r. Ne 126-I)

3a nNpuHATME nporosiocoBanu:

KpaTKoe HanMeHOoBaHMe CTpaHbl KO,D, CTpaHbl COKanJ,eHHoe HanMeHoBaHMe HaluuoHa/ibHOTO opraHa
no MK (MCO 3166) 004—97 no MK (UCO 3166) 004—97 no ctaHgapTusalmm
ApMeHua AM 3A0 «HauunoHanbHbI opraH No cTaHgapTu3aumm

n MeTponorum» Pecny6nukn ApmeHus

Benapycb BY locctaHpgapT Pecny6nvkun Benapycb
KasaxcTtaH KZ lFocctaHgapt Pecny6ankn KasaxctaH
Knprusus KG KbipreisctaHgapT

Poccus RU PocctaHgapTt

TamxukmucTaH TJ TagxunketaHgaprt

Y3bekucTtaH uz Y3ctangapT

4 TMpnkasom depepanbHOro areHTCTBa No TEXHUYECKOMY perynnpoBaHuio u MeTponoruu oT 27 gekabps
2023 . Ne 1682-cT mexrocygapcTBeHHbli ctaHgapT FTOCT EN 16956— 2020 BBegeH B AelicTBUE B KayecTBe
HauMoHaNbHOro ctaHgapta Poccuitckoin depgepaynn ¢ 1 aHBaps 2025 r. ¢ npaBOM AOCPOYHOTO NPUMEHEHUS

5 HacTtoawwmii cTaHpgapT uWaeHTMYeH eBponeiickomy ctaHgapty EN 16956:2017 «KocmeTtumka. AHa-
nutnyeckne metogbl. Meton BIXX ¢ YP-pgeTekTupoBaHuem ANA UAEHTUUKaALUM M aHanmsa MOPOXMHO-
Ha, 9(hUPOB TNAPOXMHOHA M KOPTMKOCTEPOUAOB B KOCMETUYECKOW npoaykuum Ansa oT6enmBaHua KOXu»
(«Cosmetics — Analytical methods — HPLC/UV method for the identification and assay of hydroquinone,
ethers of hydroquinone and corticosteroids in skin whitening cosmetic products», IDT).

EBponelicknit ctaHgapT pa3paboTaH TexHuyeckum kommtetom CEN/TC 392 «KocmeTuka» EBponeicko-
ro komuteta no ctaHgaptusayun (CEN).

HanmeHoBaHue HacTofAuWwero craHgapra M3MEeHeHO OTHOCUTEs/IbHO HaMMeHOBAaHWA YKa3aHHOro Mexay-
HapogHOro crtaHjapTa C Uenbl nNpuMeHeHUs oboblualowero NOHATUA B HaMMEHOBaHWM cTaHgapTa B COOT-
BetcTBun ¢ NOCT 1.5 (noapasgen 3.6)

6 BBEJAEH BIEPBbIE
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NHopMaumna o BBeeHUN B AeicTBMe (NpekpaweHun gelicTBuUs) HACTOSIWErNo cTaHgapTa 1 ume-
HEHUI K HEMY HAa TEeppuTOPUM YKa3aHHbIX Bbllle FocyfapcTB Ny6/nMKyeTCs B ykazaTensax HaunoHas bHbIX
CTaHfapTOB, M3gaBaemMblX B 3TUX rocyjapcTBax, a Takke B ceTu VIHTepHeT Ha caliTax coOOTBeTCTBY-
LW MUX HaLMOHaIbHbIX OPraHoB Mo cTaHAapTu3ayuu.

B cnyyae nepecmoTpa, U3MEHEHUSI NN OTMEHbl HACTOALWEro cTaHgapTa cooTBeTCTBylLWasa UH-
¢dopmaymsa 6ygeT onyb6smMKoBaHa Ha opuuManbHOM MHTEPHeT-caiiTe MexrocygapcTBEHHOrO coBeTa no
cTaHjapTu3auum, MeTponorun n ceprTudukaumm B KaTanore «MexrocygapcTBeEHHble CTaHgap T hbi»

© OdopmneHne. PrbY «MHCTUTYT cTaHgapTnlaummn», 2024

B Poccuiickoit depepaumn HacToAWMA cTaHAAPT He MOXET 6biTb MOMHOCTLIO WK
YacTUYHO BOCNPOM3BELEH, TUPAXMNPOBAH M pacnpocTpaHeH B KayecTBe oML MUANbHOTO
n3gaHus 6e3 paspelweHnss degepasibHOrO areHTCTBa N0 TEXHUYECKOMY PETyIMPOBaHMI0
U MeTposioruu
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BBepgeHune

TMMAPOXMHOH He AOoMyckaeTCcsA K MCNOMIb30BaHWI0O B NaploMepHO-KOCMEeTHYeCcKon npoagykuun ans otbe-
NVBaHUA M AenUIMeHTaLnun NATEH Ha Koxe. M3-3a UMTOTOKCMYECKOro AeNCTBMA MCNONb30BaHWe rMAPOXMHOHA
perynupyetcs. TMAPOXMHOH U Tpu ero adupa (MOHOMeTUNoOBbIN acpup rmgpoxmHoHa (MME), MOHO3TUNOBbIA
aup rugpoxmHoHa (MEE) nu MmoHo6eH3nnoBbIl adhup rugpoxnHoHa (MBE)) perynupytotca Pernamentom (EC)
Ne 1223/2009 EBponeiickoro napnameHta n CoseTta oT 30 HOosf6ps 2009 r. MO KOCMETMYECKOW MPOAYKUMN.
B HacToAwee BpeMa MCNOMb30BaHME AaHHbIX BelWecTB B 0T6ennBalolWein Nnpoaykuun A1 KOXW 3anpelieHo.

Mockonbky AenurMmeHTaumns ABaseTcsd N060YHbIM 3P PEKTOM MECTHO MPUMEHSEeMblIX CTEPOMAO0B, KOPTH-
KocTepouabl MOTyT 6biTb MCMNOMb30BaHbl B KAYeCcTBe COeAMHEHUI B HE3aKOHHO peanu3yemMoin napdrmepHo-
KocMeTuuecko npogykuumum. K kopTukocTtepompgam, Hanbosee 4yacTo BCTpeyarwlWMMCHa B AaHHOW Npoaykuum,
OTHOCATCA knobeTasosia nponuoHart, PayounHoOHUA, 6eTtameTasoHa gunponnoHaTt n o1yoLnHOIOHA aueToHung
(cm. pucyHok 1). KopTukocteponabl npusegeHol B PernameHTte (EC) Ne 1223/2009 no KOoCMeTM4YeCKOn NpoaykK-
UMM B NnpunoxeHun 2 «MepeyeHb BewWecTs, 3anpelieHHbIX K NCNONb30BaHN0 B NapOMEPHO-KOCMETNYECKO
NpoAyKunn» (ccbiioyHblit Homep 300), ux ncnonb3oBaHne B NapOMepHO-KOCMETUYECKON NPOAYKLMN 3anpe-
LeHo.

a) Knobetaszona b) ®nyoumHoHNA c) bertameTasoHa d) dnyoymHonoHa
nponuoHaT AvnponuoHar aueToHug

PucyHok 1 — KopTukKocTepouabl, CoAepXalinecs B He3aKOHHO peanindyemoii napgoMepHO-KOCMETUYECKOR NpoayKLum

Bce yka3aHHble BeuiecTBa paboTalT MO TOMY Xe NPUHUUNY, YTO W TMAPOXUHOH, KOTOPbIA FNaBHbIM 06-
pasom WMHIM6UpPYeT CUHTE3 MeslaHuHa.

KocmeTnyeckaa gupektmsa 95/32/EC [2] onucbiBaeT aHaNUTUYECKUin MeTog ANA onpefesieHns Tmapo-
XWHOHa 1 Tpex ero apupos (MOHOMETMNOBOro adpupa rmgpoxmHoHa (MME), MOHO3TW/IOBOTO adompa rmagpoxu-
HoHa (MEE) n moHo6eH3unoBoro acdupa rngpoxmHoHa (MBE)) B napdroMepHO-KOCMETUYECKOW MNpPOAYyKunmn
4N ocBeTNeHnsa Koxu. C Lefibio yCOBEPLEHCTBOBAHUA U pacnpocTpaHeHna ouumnaibHOro Metofa UAEHTU-
dukaumm n onpeneneHns KOPTUKOCTEPOMAO0B B napoMepHO-KOCMEeTUYeCKOn NpoAYyKLUM HACTOALWMA CTaH-
AapT yctaHaBnmBaeT metod BIXX/YD gna vageHtudmnkaymm n onpegeneHnsa rmgpoxmHoHa, aupoB rmapoxm-
HOHa U KOPTUKOCTEPOMA0B B NapdhiOMepHO-KOCMeTNYeCKOn NpoaYyKLMN.






rOCTEN 16956—2020

M E X T O C Yy o A P C T OB E H H bl W C T A H O A P T

nrPoaYKUNA NMAP®PIOMEPHO-KOCMETUYECKAA ON1A OTBENVUBAHNA KOXWU

AHanntnyeckne meTopnbl.
O6HapyXeHue N KofiM4ecTBEHHOe onpeaeneHne TMAPOXNHOHA,
3nNpPOB TMAPOXNUHOHA U KOPTUKOCTEPOUAOB MeTOA0M BIXX/YD

Skin whitening cosmetics.
Analytical methods.
Detection and quantification of hydroquinone, esters hydroquinone and corticosteroids by method HPLC/UV

[ata BBegeHna — 2025—01—01
C NpaBoOM AOCPOYHOro NpUMeHeHus

1 O6nactb NpPUMeEHeEHUSA

Hactoawwnin ctaHgapT ycTaHaBnuBaeT MeTo[ BbiCOKOI() (DEKTUBHON XMUAKOCTHOW xpomaTorpadum c ge-
TekTMpoBaHMeM B ynbTpadnonetoBoin o6nactn cnektpa (BOXX/YD) ana naeHTndumkayuum n KOMYECTBEH-
HOro onpefefnieHns TMAPOXUHOHA, Tpex 3(MPOB MMAPOXMHOHA WM YeTbipex KOPTUKOCTEPOWUAO0B, KOTOPble Hawu-
60nee yacTo OGHapyXMBalTCSs B HE3aKOHHO peanM3yeMoil oTbenuBawwein napoMepHO-KOCMETUYECKON’
NPOAYKUMW ANA KOXWU: Knob6eTaszona nponuoHaTt, payounmHoHuns, 6etameTrasoHa gunponuHat, NyounHONoHa
auetoHung.

HacTtoawuii ctaHgapT Takxe ycTaHaBnuBaeT meTon BIXKX/YD gna ngeHtundukayum 38 KOpTUKOCTe-
poupoB, KOTOpble MOTYT OGbiTb 06HapYyXeHbl B oT6ennBawweli napPOMepHO-KOCMETUYECKOW Npoaykuumn ans
KOXun (cm. npunoxeHune D).

[aHHbIi cTaH4apT He npefHa3HayeH A5 WCKYCCTBEHHbIX HOFTEN n Mbina.

2 CywHoCTb MeToda

Mpo6y akCcTparMpywT CMecblo Bofa/MeTaHON M OCTOPOXHO HarpesalwT AN1A 3KCTpaKuMyM coeguHeHuni, co-
aepxawmxca B npoaykuuu. MonyyeHHyto cmecb unbTpytoT. KonnuecTBeHHOE onpegeneHne cofepxalnxcs
B pacTBOope COeAMHEHWIA MPOBOAAT C NOMOLWbI obpaweHHO-ha3oBoit BIXKX c geTekTupoBaHuem AUOAHO-
MaTpuyHblMm getektopom (DAD).

3 PeakTyBbl

Ecnn He ycTaHOB/IEHO MHOE, TO AO/DKHbI MCNONb30BATbCA XMMWYECKME BelecTBa aHanIMTMYeCKOol cTe-
MeHN YNCTOThbl; BOAA AO/DKHA OblTb ANCTUNNMPOBAHHAS WU aHANOMMYHOW YnucToThl. Mog pacTBOpoM cnegyeT
noHUMaTb BOAHbI pacTBOp, €CNM He YCTaHOB/IEHO WHOeE.

3.1 meTaHon ana B3XX.

3.2 Boga ana BIXX.

3.3 pacTBOp A4N1a aKCTpakyuunun, metaHon/soga (1:1).

CmewmnsatoT 500 cm3 meTtaHona n 500 cm3Boabl (CM. 3.2) B KOHMYECKON konbe BMecTumocTbio 1 000 cm3.

3.4 onpepensieMmble coeguHeHns (cm. Tabnuuy 1).

M3pgaHne odpuymnanbHoe
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Ta6nuua 1— OnpeaensiemMble COefMHEHNS

Mcnonbsyemblit MeTog,

CoeavHeHne CAS M3rotoButens3d) Uuctota, % pasgen
AnknomeTasoHa gunponunoHaT (ACD) 66734-13-2 USP 99,2 MpunoxeHne D
AMuUnHOHUg (AMC) 51022-69-6 Sigma 97,9 MpunoxeHne D
BeknomeTasoHa gunponuoHat (BCD) 5534-09-8 Sigma 99,0 MpunoxeHue D
BetameTasoHa auetat (BMA) 987-24-6 Sigma 98,6 MpunoxeHne D
BetameTtasoH (BM) 378-44-9 Sigma 98,4 MpunoxeHune D
BeTameTasoHa gunponuoHat (BMD) 5593-20—4 Sigma 98,6 npm;az.”p(':;l/lze D,
BetameTasoHa BanepaT (BMV) 2152-44-5 Sigma 98,1 MpunoxeHune D
BbypecoHng (BUD) 51333-22-3 Ph. Eur. 99,7 MpunoxeHne D
Kno6eTasona nponvoHat (CP) 25122-46-7 Sigma 98,8 np”;a‘;zgﬂ”; D,
KnokoptonoHa nusanat (CLP) 34097-16-0 UspP 98,9 MpunoxeHune D
KopTtunsoHn (CS) 53-06-5 Sigma 98,3 MpunoxeHne D
Je3onung (DSN) 638-94-8 Cil 98,0 MpunoxeHune D
JesokcumeTtasoH (DXM) 382-67-2 Sigma 99,0 MpunoxeHune D
[exkcameTasoHa gocchar (DMPS) 2392-39-4 Sigma 100,2 MpunoxeHne D
[exkcameTtasoHa auetaT (DMA) 1177-87-3 Sigma 99,0 MpunoxeHne D
OundnopasoHa guauyetat (DFD) 33564-31-7 USP 99,8 MpunoxeHne D
OudnykoptonoHa sanepart (DFCV) 59198-70-8 Schering / MpunoxeHune D
OndonynpegHat (DFP) 23674-86—4 Sigma 99,5 MpunoxeHne D
dnymeTasoHa nueanat (FMP) 2002-29-1 Farmabios 100,4 MpunoxeHne D
®nyounHonoHa auetonng (FCA) 67-73-2 Sigma 99,6 np"';aosﬁﬂ"'; D,
®nyounHonna (FCAA) 356-12-7 Sigma 99,0 Mpunoxenue D,
pasgen 2
dnyokopTonoHa rekcaHoat (FCH) 303-40-2 Schering / MpunoxeHune D
®nyokoptonoHa nusanat(lFCP) 29205-06-9 Ph. Eur. / MpunoxeHue D
$nypaHgperonug (FDL) 1524-88-5 USP / MpunoxeHune D
XanbunHoHug (HAL) 3093-35+4 Sigma 99,0 MpunoxeHne D
'mapokopTusoH (HC) 3093-25-4 Sigma 98,0 MpunoxeHune D
Toronto
'mpgpokopTn3oHa auenoHat (HCAP) 74050-20-7 Research 98,0 MpunoxeHne D
Chemicals
mpgpokopTnsoHa 6ytupat (HCB) 13609-67-1 Sigma 99,1 MpunoxeHune D
'mpgpokopTn3oHa Banepat (HCV) 57524-89-7 Sigma 99,0 MpunoxeHune D
MeTunnpepgHusonoHa auetatr (MPLA) 53-36-1 UspP 99,8 MpunoxeHne D
MowmeTasoHa cypoaTt (MMF) 83919-23-7 USP 99,8 MpunoxeHune D
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OkoHuyaHve Tabnuupl 1

Vcnonb3yemsblit meTog,

CoefHeHne CAS MN3rotoBnuTenbld) Yuctota, %
pasgen
MpegHukapbat (PCN) 73771-04-7 Ph. Eur. / MpunoxeHue D
Aventis
MpegHnsonoH (PL) 50-24-8 Pharma 98,0 MpunoxeHue D
Dr
MpegHun3onoHa auetart (PLA) 52-21-1 Ehrenstrofer 99,4 MpunoxeHue D
MpepHusonoHa rekcaHoat (PLH) 69164-69-8 Schering / MpunoxeHne D
MpepHusonoHa cynbgobeHzoat Na (PLSB) 630-67-1 Pharn&?l::geutmal / MpunoxeHue D
TpuamuymHonoH (TRI) 124-94-7 Sigma 98,2 MpunoxeHue D
TpuamunHonoHa auetoHus (TRA) 76-25-5 Sigma 99,6 MpunoxeHue D
FMApoXMHOH (HQ) 123-31-9 Sigma >99,9 Mpunoxenue D,
AP g ’ pasgen 2
o . Mpunoxenue D,
MoHoMeTuNoBbIN adhup rmgpoxuHoHa (MME) 150-76-5 Sigma 99,7 pasgen 2
o . Mpunoxenue D,
MoHO03TWM0BbIN adunp rmgpoxmHoHa (MEE) 622-62-8 Sigma 99,9 pasgen 2
MoOHO6€eH3uM0BbIN agnp rmgpoxmHoHa (MBE) 103-16-2 Sigma 99,5 Mpunoxenne D,

pasgen 2

a) Mpumepsbl n3roToBUTENEA.

3.5 nogBmxHaa dpasa gna BIXKX, anweHT A: meTaHon (cm. 3.1); antoeHT B: Boga (cm. 3.2).

3.6 CTaHfapTHble pacTBOpbIl

Ana npurotoBNeHWs UCXOAHbIX PacTBOPOB B KayeCTBe PacTBOPUTENSA UCNONL3YOT MeTaHon (cm. 3.1).
CTaHAapTHble pacTBOpbl TOTOBATCA NyTeM pasbaBneHnsa pacTBOPOM ANA 3aKCTpakummn (cm. 3.3).

3.6.1 NcxoaHbli cTaHOaApPTHbIA pacTBOpP TMAPOXWHOHA W ero Tpex 3adupoB (C KOHUEeHTpauueii
oT 1,2 po 2,4 mr/icm3)

B3BelwmnBaloT B MEPHOW KON6e BMeCTUMOCTbIO 25 cM3 NpUGAN3NTENBHO:

- 0,03 r rmapoxmHoHa,;

- 0,04 r MOHOMETNNIOBOIO apupa rMMAPOXNHOHA;

- 0,05 r MOHO3TU/IOBOTO 3adhMpa rMMAPOXNHOHA;

- 0,06 r MOHOGEH3MNOBOTO 3hmpa rMAPOXMHOHA.

CHauvana BewecTtBa pacteopsaT B 15 cm3 meTaHona (cm. 3.1), ncnonb3ysa npu HeobxogmmocTn nabo-
paTopHbI/ wWelikep, a 3aTeM A0BOAAT 06bEM pacTBOpa MeTaHO/IOM A0 MeTKu. PacTBOp roToBAT eXeAHEBHO.

3.6.2 NcxoaHble cTaHgapTHble pacTBopbl (1 Mr/cm3) n pabounii ctaHgapTHbIN pacTBOpP YeTblipex
Hanbonee yacTo o6HapyxXmBaeMblX KopTukoctepongos (10 mkr/cm3)

B3BelwmnBaT Kaxg0e BewecTBO OTAENbHO B MEPHON Kon6e BMecTMMoOCTbio 10 cM3:

- 10 mr 6eTameTasoHa AunponuoHaTa,;

- 10 mr knob6eTasosia NnponuMoHara;

- 10 mMr donyoumHoHuAa;

- 10 Mr donyoumnHoNOHa aueToHuaa.

CHauvana BeuiecTBa pacTBopsawT B 5 cm3 meTaHona (cm. 3.1), nucnonb3ya npu HeobxoammocTn nabopa-
TOPHbIWA Welikep, a 3aTeM AO0BOAAT 06beM pacTBopa MeTaHO/IOM A0 MeTKu. [laHHble YyeTblpe pacTBopa MoryT
XpaHUTbCA B TeuyeHne 6 mec npu Temnepartype 4 °C.

3atemM rotToBAT CMeCb pacTBOpPOB 4 KOPTUKOCTEPOMAO0B, BBOAA NO 1 cM3 KaXA0ro MCXOAHOro ctaHpaprT-
HOro pacTBopa CTEKNAHHOW NMUNEeTKOW B MepHYyl konby BmecTumocTbio 100 cm3. 3atem goBoasaT o6bem pac-
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TBOpa cMecbl MeTaHosn/Boga (cM. 3.3) 4O MeTkU. [laHHbIli pacTBOP MOXET XpPaHWUTbCA B TedeHue 6 Hepn npwu
Temnepartype 4 °C.

3.6.3 TlpagyvpoBO4YHbIEe pacTBOpPbl TMAPOXMHOHA U ero 3 a(pupos

FpagynpoBOYHbI pacTBOp AOJIXEH ObiTb CBEXENPUroToBAeHHbIM (CM. Tabnuuy 2). C nomouwbio cTe-
KNSAHHOW NUMNeTKn BBOAAT 06bEM MCXOAHOTO cTaHAapTHOro pacteopa (cm. 3.6.1) B MepHyl Konby un goBoasAT
o6beM cmecbio meTaHosn/Boga (cm. 3.3) 4O METKW.

Ta6nuua 2— FpagyMpoBoOYHble PacTBOpbI

o tatybon0t | OSvon ity BUESTINOCT o oo pactoops, o
1 0,5 100 6—8—10—12
2 1,0 24—32—40—48
3 5,0 120—160—200—240
4 10,0 >0 240—320—400—480
5 20,0 480—640—800—960

3.6.4 TpagyvpoBOYHble pPacTBOPbI YeTbipex Hanbosiee YacTo O6GHapyXXMBaeMbiX KOPTUKOCTEPOUAOB

pafympoBOYHbIe pacTBOpbl A4OJ/DKHbI ObITb CBEXENPUIOTOBNEHHbIMU (CM. Tabnunuy 3). C noMmowblo cTe-
KNAHHOW MMNeTKn BBOAAT 06bEM MCXOAHOTO cTaHAapTHOro pacteopa (cm. 3.6.2) B MepHyl Konby u foBoAAT
06beM cmecbto meTaHon/Boga (cm. 3.3) 4O METKW.

Tabnuuya 33— pagyMpoBOYHble pacTBOpbI

Howmep rpagyviposou- O6beM MCXOAHOTO BwmectumocTtb
HOro pacTeopa CTaHJapTHOro pacTeopa, cm3 KON6bI,CcM3 KOHUEHTPaLWA PafyMpOBOUHLIX PACTBOPOB, MKI/CM3
6 5 100 0,5
7 5 1,0
8 10 2,0
50
9 20 4,0
10 25 5,0

4 OcHoOBHOe 1 BcrioMoraTesibHoe 060pyaoBaHme

B pononHeHne K 06bIYHO MCNoOsb3yemMoMy fabopaTtopHomMy obopyaoBaHuio TpebyeTca cneaywuwee 060-
pyfLoBaHue:

4.1 aHanuUTn4yecKkme BeCbl C TOYHOCTbLIO B3BewwnsaHua go 0,1 wr.

4.2 nabopaTOpHbIN wWelikep.

4.3 BoasAHan 6aHs, obecneynBatowasa HarpesaHue npu 60 °C.

4.4 BbICOKOI((PEKTUBHBI XNAKOCTHbLI XpomaTtorpad), COCTOALWMNNA U3:

- ycTpolicTBa BBOAA Npoo;

- Hacoca, no3sonsLWero opMupoBaTh rpagnueHT 31I0MPOBaHUS;

- ferasaTopa,;

- TepMmocTarta KOJIOHOK;

- feTekTtopa ¢ choToanOAHON MaTpuuei;

- NporpaMMHOro obecneyeHus.

4.5 meMb6paHHbIA PuUNbTP fNa puabTpoBaHWa Npo6bLI, HaAaNpMMep U3 NOJAUMPONUIEHa, pasmep nop
0,45 MKM.

4.6 aHanuTu4yeckas pasfesnintenbHas KoJsioHka, Hanpumep Thermo Fisher Scientific Hypurity Aqua-
star C18)4 gnuHoit 0,25 m, BHyTpeHHUM gnameTpom 4,6 MM, C AMaMeTpoM YacTuy 5 Mkwm.

1) 310 NpumMep NpoAyKuuM, MMmetouleiica B npogaxe. VHdopmauua aaHa ans yao6cTBa nonb3oBatesneii HacTosi-
LLero ctaHaapTa U He sBnsieTcs peknamoii EBponeiickoro komuteTa no ctaHaapTM3aumu 3Toro npoaykra. AHanormyHas
NPOAYKUMS MOXET 6bITb MCMOMNb30BaHa, ec/in Aoka3aHo, YTo oHa o6ecneunBaeT NoslyyeHne Tex Xe pesy/bTaToB.
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4.7 OyMaXHbli PUNbTP AN MUNbTPOBaHUA Npo6, Hanpumep MUAbTP CPpefHEen CKOpoCTU unbTpaymum
gnametpom 210 mMm.

5 MeToguka

5.1 MpuroTtoB/sieHMe Npob

B3gewwnBatT To4HO 0,5 r npo6bl B MepPHO kKonb6e BmecTumMocTbio 100 cm3. lo6aBnsatT 50 cm3 pacTtBopa
ansa akctpakuum (cMm. 3.3) n BCTpAXUBAKT KONOY npuv noMowm nabopaTtopHOro wenkepa A0 NOAYYEHUA OAHO-
pogHoii cycneH3un. NMomelwarT cMecb Ha BOAsAHY 6aHto npu 60 °C Ha 5 MWH AN YCKOPEHWUSA pacTBOpPeHUs.
Mpn Heo6xoAMMOCTM BCTPAXMBAKT €ro nNpu nomouim nabopaTopHoOro welikepa ewe pas. OxnaxgatlT Konbéy
00 KOMHaATHOM TemnepaTypbl U 4OBOAAT 06bem pacTBopa A0 100 cm3 pacTtBOpoM AnsA 3akcTpakyum (cm. 3.3).
dUNbTPYIOT 3KCTPAKT yepe3 BymMaxHblii hunbTp, a 3aTteM yepe3 meMb6paHHbli hunbTp (0,45 MKM). B TeueHune
cnepywowunx 24 4 punbTpat BBOAAT B xpomartorpadg B cOOTBeTCTBUM C 5.2.

5.2 XpomaTtorpagunyeckme ycrnoBus

Mpn ncnonb3oBaHun xpomatorpada (cM. 4.4) n KoNoHKK (CcM. 4.6) 6bI/IN YCTAHOB/IEHbI cregylwue na-
pameTpbl:
- 06bemMHas cKopocTb MoToka (MoaBWXHONI hasbl): 1,5 cm3/MuH;
- Bpemsa aHanusa: 25 MuH;
- 06bem BBOAUMOI Npo6bLI: 10 MM3;
- Temnepatypa tepmocTarta: (36 = 2) °C;
- 06HapyXeHue: AUOAHO-MATPUYHbIA AEeTEeKTOP C AJIMHON BOJHbI: 240 HM ANA KOPTUKOCTEPOUAOB, 295 HM
ONSA TMAPOXMHOHA 1 ero aupos;
- noagsumxHasa dasa:
- 3N110eHT A: MeTaHon;
- 3/110eHT B: Bopja.
B Tabnuue 4 npuBedeHbl YCAOBUSA TPagMeHTHOro pasfeneHus.

Ta6bnunuya 4 — Ycnosusa Ansa rpaveHTHOro pasgeneHus

Bpewms, MyH O6bemHast gons anoeHTa A, % Ob6bemHas gona anoeHTa B, %
0 5 95
20 80 20
21 5 95
25 5 95

5.3 OG6HapyXeHue

O6GHapyXeHNe 1 KoNM4yecTBEHHOe onpefesieHne MOXeT 6biTb BbIMOMIHEHO ¢ NoMowbio DAD (X =240 HM
n X=295 Hm).

6 OnpepeneHuve

6.1 NaeHTudunkaumsa

TMAPOXMHOH, 3 UpPbl TMAPOXNUHOHA U KOPTUKOCTEPOUAbl MAEHTUHPULNUPYIOTCA NYyTEM CPaBHEHUS Bpe-
MEHU yAepXWBaHUs u YP-cnekTpoB NpobGbl C aHA/IOTMYHLIMU NapaMeTpamMy CTaHAApTHbIX PacTBOPOB CO-
efoNHeHN.

B Tabnuue 5 npuBefeHbl napamMeTpbl A4NS MAEHTUdMKaLUM COeANHEHUA C MCNONb30BaHMEM XpomaTto-
rpachMyeckmx yc/noBUil, ykazaHHbIX B 5.2. B npuaoxeHun A npuBeAeHbl XpomaTorpammbl FpagynpoBOYHbIX
pacTBOpOB MpuW ABYX AJIMHAX BOJIH.
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Ta6nuua 5— Xpomartorpadguueckme napameTpbl AN UAEHTUDMKALUN COeaVHEHWN

CoeavHeHus Rt, MyH X, HM
MpopoxXnHOH 4,24 295
MoHoMeTuNoBbI 3ghup rmgpoxuHoHa (MME) 9,34 295
MoHO03TW0BbI 3dunp rMapoxmHoHa (MEE) 12,08 295
MoHO06€eH31M0BbIN 3dunp rmapoxmHoHa (MBE) 17,54 295
dnyouunHonoHa auetoHug (FCA) 17,73 240
®nyoumHoHug (FCAA) 19,60 240
Kno6eTasona nponuoHat (CP) 20,55 240
BetameTasoHa gunponunoHat (BMD) 21,44 240

6.2 KonnyectBeHHOe onpepeneHune

KonnuecTBeHHOe onpefesieHne NpoBOAUTCSA NOCPeACTBOM NMHEWHOW perpeccun, OCHOBaHHOW Ha nno-
Waasax NMKOB BHELWHUX CTaHAAPTHbIX pacTBOPOB. FpafynpoBOYHasa KpuBas A0/KHA 6GblTb MUHENHONR, a Koad-
PUUNEHT KOppenauum foNXeH 6biTb He meHee 0,995.

MaccoByto gonto coeguHeHus, r/100 r, B npobe BbIUNCNAIOT MO cnepywweli popmyne:

C-V-100.-F
R= 1000 -Sw *
roe R — 3HaveHue koHueHTpauyuu, % (r/100 r);
C — KOHUeHTpauusa coefuHeHWUl, onpefeneHHas B pacTBope npobbl nocpeactsoM B3IXKX, r/am3 unm
Mr/cm3;
V — 06bem 3kcTpakTa npobbl, cM3;
SH/ — macca HaBecku npoos.l, T;
F — BO3MOXHbIA KO3 PULMNEHT pazbaBneHus.

6.3 NpepcrtaBneHne pes3ynbTaTtoB

MaccoBas fons BblpaxaeTca B npoueHTax waum r/100 r n okpyrnfetcsa Ao 6nuxkaidwein gecaton gonu
npoueHTa.
B npunoxexnuax B u C npuBegeHbl faHHble Banugauun.

7 TMpOTOKOJT NCNbITaHUN

MpOTOKON MCAbITaHUI LOMXKEH coAepxaTb faHHble B cooTBeTcTBMM ¢ EN ISO/IEC 17025 [1] wnm no
KpaliHeli Mepe cnefywline gaHHble:

a) BClO MH(opmauunto, Heob6xoaumy Ana ngeHTudukayum npobel (BUA Npobbl, NponcxoxgeHne npoobol,
o603HauyeHue);

b) CCbINKY Ha HacTOALWMNIA cTaHAapT;

c) AaTty u metog ot6opa npob (ecnu U3BECTHO);

d) gaty nonyvyeHus;

e) faTy UcnbliTaHus;

f) pe3ynbTaTbl UCNbITAHUIA U e4UHULbI, B KOTOPbIX OHU GbI/IN BblpaXeHbl;

0) ntobble 0COO6EHHOCTN, BbISIBJIEHHbIE B X04€ WUCNbITaHuS;

h) no6ble onepayunmn, He ykasaHHble B MeTOAe WM cuyMTawuimecss Heob6a3aTesibHbIMU, HO CNOCOGHbIE
NOBMNATbL Ha pe3yNnbTaThl.
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MpunnoxeHue A
(cnpaBo4HOE)

MprvMepbl NOAYYEHHbIX XpOMaTorpamMmm

YCNnoBHble 0603HAYEHNS:

X — Bpems yaepXuBaHus, MUH; 2 — MeTunoBblli achmp rmapoxmHoHa (9,337 MuH);
Y — ontuyeckas nnotHocTb (EOM); 3 — 3TunoBbIi admp rmapoxmHoHa (12,081 MuH);
1 — rMAPOXMHOH (4,235 MUH); 4 — 6GeH3MHOBbIV achnp rMapoxmHoHa (17,544 MuH)

PucyHok A. 1 — Mpumep xpomaTorpamMMbl, NOMYUYEHHONR ANs CTaHAAPTHLIX PaCcTBOPOB MAPOXMHOHA
1 €ro NPocTbiX 3MPOB C KOHLEeHTpaumei ot 0,5 4o 1 mMr/cm3

YcnoBHble 0603Ha4YeHus:

X — Bpems yAepX1UBaHUA, MUH; 3 — dnyouunHonoHa auetoHus, (17,726 MuH);
Y — onTtuyeckas nnotHocTb (EOM); 4 — cbnyoumHoHung (19,597 muH);

1 — apbyTuH (3,765 MuH); 5 — kno6eTasona nponuoHaTt (20,551 muH);

2 — KoiteBasa kucnota (8,898 MuH); 6 — beTameTasoHa gunponuoHat (21,438 MuH)

PucyHok A.2 — MNprMep xpomaTtorpamMmMbl, MOMYYEHHON AN cTaHAAPTHLIX PacTBOPOB KOPTUKOCTEPOUIOB
C KOHUeHTpaymei 5 mkr/cm3
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MpunoxeHve B
(cnpaBo4yHOE)

[JaHHble BanMpaumMn mMetona KONMMUYECTBEHHOTO onpeaeneHns TMAPOXMHOHA M ero Tpex aupos

JaHHble Banupauun 6binn nonyyeHbl O6begMHEHHON cnyx60it nabopatopuii (SCL) MuHUCTEpPCTBA 3KOHOMUKM W
pmHaHcoB — JlabopaTtopusa Lyon-Oullins — Cekuyma KocmeTuka.

Mpepen o6HapyxeHus: 0,01 % (m/m), onpefesieH NpU UCMONb30BaHUU CTAHAAPTHLIX PACTBOPOB Ha TPexX XpomaTo-
rpacax.

YcnoBHble 0603HaYeHNs:

X — Bpemsa yAepXunBaHUsA, MUH; 2 — MeTunoBbI 3dnp rmapoxmHoHa (9,458 MuH);
Y — onTtuyeckasa naoTtHoOcTb (EOM); 3 — 3TuNoBbIA 3UP MAPOXMHOHA (12,214 MUH);
1 — rMapoxnHOH (4,299 muH); 4 — B6eH3MHOBbIN 3P rMapoxmHoHa (17,665 MuH)

PucyHok B.1 — XpomaTtorpamma CTaHfapTHOIO pactBopa rmgpoxXvMHOHA 1 ero Tpex agompos
C KoHueHTpauwueit 0,01% (m/m)

Ta6nuua B.1— MNpeaen konuuecTeeHHoro onpeaeneHns LOQ NnoATBEPXAEH UCTILITAHUSAMU Ha 06pasLiax C TOUHO U3Me-
PEHHbIM KOSIMYECTBOM [06aB/EHHbIX COEAUHEHNI YeTbipbMSl aHANUTMKAMM Ha TPEX XpomaTorpadax B TeueHve 5 gHei

O6pasel: oTbenmsaloWmin kKpem O6pas3el: oTbenusatollee macno
Coepvnerine LOQ, % RSD* noBTo- RSD BHyTpeHHeli BOC- LOQ, % RSD noBTo- RSD BHyTpeHHeli Boc-
(m/m) psiemocTit, %  NPOW3BOAUMOCTH, % (m/m) psieMocTit, %  NPOM3BOAMMOCTH, %
T'MOPOXMHOH 0,1 2,3 12,6 0,1 2,8 25,3
MeTunossblii achnp** 0,2 0,0 9,2 0,2 3,0 27,1
OTnnoBblii achmp** 0,2 2,2 10,9 0,2 2,6 21,0
BeH3nHOoBGI agnp** 0,3 1,3 7,0 0,2 3,5 15,6

* 3necb n ganee no tekcty RSD (Relative Standard Deviation) — oTHOCUTENbHOE CTaHO4APTHOE OTK/IOHEHME.

* 34echb 1 flanee No TEKCTY Mof MeTUN0BbIM 3UPOM, 3TUIOBbIM 3ChUPOM, GEH3MHOBbLIM 3IMPOM MoapasyMeBa-
eTC MOHOMETW/0BbI 3MpP TMAPOXNHOHA, MOHO3TUNOBLIA 3hUP TMAPOXMHOHA, MOHOGEH3UMOBbLIN 3MP TMAPOXMHOHA.
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Ta6nuua B.2 — JIMHEHOCTb, NOATBEPXAEHHAS A1 BOCbMMW YPOBHEH rpajyvpoBKu (CTaHAAPTHLIX PacTBOPOB) Ye-
ThIPbMSI @aHAIMTUKaMK Ha ABYX pasnunyHbix xpomatorpadax (Ne 2 u Ne 3) B TeueHue 5 gHei

MonyyeHHOe mMakcMmasnibHOe OTHOCUTEsNIbHOe cMmelleHune, %

CoefvHeHne

yp&gg;’ 1 YpoBeHb 2 YposeHb 3 YpoBeHb 4 YpoBeHb 5 YpoBeHb 6 YpoBeHb 7 YpoBeHb 8
6,3 12,5 25,0 49,9 124,9 249,7 374,6 4994
MAPOXUHOH MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3
27,7 10,7 3,7 -2,9 -1,6 1,7 15 -0,6
81 16,1 32,2 64,4 161,1 322,1 483,2 644,2
MeTunoBbIn MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3
achup
11,1 -7,5 -2,5 -1,7 1,8 18 15 -0,8
10,1 20,2 40,5 81 202,5 405,1 607,6 810,2
STUNOBBbIN MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3
acoup
-11,0 -7,0 3,0 -1,8 1,8 1,7 15 -0,8
12,2 24,5 48,9 97,9 244.8 489,6 734,3 979,1
BeH3nHoBbIN MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3 MKr/cm3
achup
-10,9 -9,0 -5,6 -1,8 2,5 1,6 15 -0,8

KoHueHTpauumn (Mkr/cM3) npeAcTaBnsaioT coboii ycpeaHeHHOe 3HauYeHue MSATU PasfiNuHbIX 3HAYEHW, MOMYUYEHHbIX
KaxXaplii AeHb. Bce aHanmavnpyemble coeiMHeHust Gbiny NoABeprHyThl TecTy duwepa.

Ta6nuuya B.3— /InHeiiHOoCTb, NOATBEPXKAEHHAA A5 NATU YPOBHEN rpafyvpoBk/ (CTaH4aPTHbLIX PaCTBOPOB) YETbIPbMS
aHanuTUKaMy Ha AByX pasnnyHbix xpomaTorpadax (Ne 1 1 Ne 2) B TeueHue 5 gHeil

MonyyeHHoe mMakcumasibHOe OTHOCUTEsIbHOE cmelleHne, %

CoepguHeHve
YposeHb 1 (LOQ) YpoBeHb 2 YpoBeHb 3 YpoBeHb 4 YpoBeHb 5
6,4 MKr/cm3 25,5 MKr/cm3 127,7 mkr/cm3 251,7 mkr/cm3 510,6 mKr/cm3
'mapoxvHoH
-40,6 -13,2 -3,1 6,9 -1,3
8,1 Mkr/cm3 16,1 mkr/cm3 32,2 mkr/icm3 64,4 mkr/icm3 161,1 mkr/cm3
MeTunoBbIin achmp
-35,3 -6,1 2,7 -1,7 0,4
10,1 mkr/cm3 20,2 mkr/cm3 40,5 mkr/cm3 81 mkr/cm3 202,5 mkr/cm3
STuNoBbI achup
-31,7 -3,9 2,6 -1,7 0,4
EEH3UHOBbII 12,2 mkr/icm3 24,5 mkr/cm3 48,9 mkr/cm3 97,9 mkr/cm3 244,8 mkricm3
acpup 26,7 -5,0 19 -1,8 0,4

KoHueHTpauumn (Mkr/cm3) npeacTaBnsaioT coboii ycpeaHeHHOe 3HauyeHue MSATU Pas3fIuHbIX 3HAYEHWHA, NonyUYeHHbIX
Kaxblil fleHb. Bce aHanuanpyemMble coeaurHeHust 6bin NoABEPrHyThbl TecTy duluepa.
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Tabnuuya B.4 — Pe3ynbTaTVBHOCTb, NOATBEPXAEHHAs Ha o6pa3ue oT6enuBaloLEro KpemMa C TOYHO WM3MEPEHHbIM
KO/IMYECTBOM [006aB/IEHHbIX COEAMHEHUIA NPU ABYX YPOBHSIX COAEPXAHWS YETbIPbMS aHa/IMTUKAMWU Ha TPEX Pas/IM4HbIX
Xxpomartorpacdhax B TeyeHue 5 gHeii

O6pasel: oTbenmeaoLWwmii kpem

Y/I 0,1 % gna rngpoxuvHoHa 0,2 % ansa YpoBeHb: 1% (m/m) Ans adnpos
CoefguHeHve \ nO\{, M&;M&Ozli;oﬁlz;mg:grrg gﬁnggs n 2 % (m/m) gna rmapoxuHoHa

PesynbTa- RSD noBTo- RSD BHYTpeHHeli Boc-  PesynbTa- RSD noBto- RSD BHYTpeHHel Boc-

TUBHOCTb  psieMocTu, %  Npou3BOAUMOCTU, % TUBHOCTb  psieMocTW, %  npousBoauMocTU, %
MAPOXMHOH 112 21 12,2 99 1,3 1,6
MeTunossbiii adomp 97 1,6 91 100 1,4 2,7
3TuNoBbIN admp 98 1,9 10,8 101 15 3.4
BeH3unHoBbI achup 96 21 7,9 100 1,7 5,5

Ta6bnuuya B.5 — Pe3ynbTatMBHOCTb, NMOATBEPXKAEHHAA Ha obpasuax 0TGeNMBalLLEr0 Macsia C TOYHO M3MEPEHHbIM
KO/IMYECTBOM [006aBNEHHbIX COEAUHEHWI NMPU ABYX YPOBHAX COAEPXaHMA 4YeTbipbMS aHa/IMTUKaMW Ha TPEeX pas/IMyHbIX
Xpomartorpagax B TedeHue 5 gHeli

O6pasel: oTbenmeatollee macno

y/l ooV 0.2 0/(?'1 Y0 ANA UAOXUHOHA YpoBeHb: 1% (m/m) ans acgmpos
CoeguHeHus . M ’ MﬂggHgﬁzgggfg?cbagmogwom A 2 % (m/m) oNna ruapoxXuHoHa

PesynbTa- RSD noBTo- RSD BHyTpeHHeli Boc-  PesynbTa- RSD noBto- RSD BHYTpeHHel Boc-

TUBHOCTb psaemocTtn, % npomnssogumMocTu, % TUBHOCTb paemocTtn, % npoussogmmocTu, %
MppoxXvHOH 95 2,8 25,3 100 15 3,5
MeTunosblii achmnp 89 3,0 27,1 98 2,2 6,9
DTnnoBbIii agup 94 2,6 21,0 97 2,0 10,2
BeH3uHoBbIN achup 118 3,5 15,6 100 2,7 17,6

Tabnuuya B.6— MakcumanbHoe pacxoxgeHne nosropsiemoct MRD B a6CONOTHOM BblpaXeHWU ABYX pe3y/ibTaToB,
nosyvyeHHbix u3 30 3HayYeHwui

O6paseLl;: kpem O6paseLl: macno

CoefuHeHne NonvuenHble MRD Kputepuii,yctaHoB- NonvyeHHbie MRD KpuTtepuii,yctaHoBs-

yo/ (m/m) ' NIeHHblIn B upekTuse ycy (m/m) ' NeHHblli B AnpekTuBe

0 95/32/EC, % (m/m) 0 95/32/EC, % (m/m)
'mapoxuHoH 2 % (m/m) 0,08 0,13 0,12 0,13
MeTunosblit acmp 1 % (m/m) 0,04 0,10 0,08 0,10
OT1nnosbli acup 1 % (m/m) 0,05 0,11 0,09 0,11
BeH3nHoBbI agup 1 % (m/m) 0,07 0,11 0,14a) 0,11

a)29 u3 30 3Ha4YeHW HWKe nMbo paBHbl 0,08, TONBKO OAHO 3HaYeHne pasHo 0,14.

Tabnuuya B.7 — MakcumanbHOe pacxoxpeHwe BHyTpeHHein BocnpousBogmMmoct MIRD B abCONOTHOM BbipaXeHuUn
ABYX pe3ynbTaroB, NOAy4YeHHbIX 13 40 3HaYeHUi

O6pa3sel;: kpem Ob6pasel: macno

CoepguHeHve MonyueHHsie MRD Kputepuii,yctaHoB- MonyueHHble MRD KpuTtepuii,yctaHoBs-

y% (m/m) ' neHHbI B AnpekTuee y% (m/m) ' NeHHbl B upekTuee

95/32/EC, % (m/m) 95/32/EC, % (m/m)
'mapoxuHoH 2 % (m/m) 0,12 0,37 0,22 0,37
MeTunossbiii achmp 1 % (m/m) 0,09 0,21 0,09 0,21
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CoegavHeHne

O6paseL;: kpem

Mony4yeHHble MRD,

KpuTepwmii,yctaHoB-
NeHHbI B lnpektuse
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O6pa3seLl: macno

Mony4yeHHble MRD,

KpuTepwii,yctaHoB-
NEeHHbIN B AupekTuBe

% (m/m) 95/32/EC, % (m/m) % (T/T) 95/32/EC, % (m/m)
3tunosblii admp 1 % (m/m) 0,10 0,19 0,24 0,19
BeH3unnoseblit agup 1 % (m/m) 0,17 0,11a) 0,42 0,11 a)

a) [laHHbI KpUTEepunii ABNAETCS HEOOBACHUMbIM MO CPABHEHWIO C APYTUMU KPUTEPUSIMU.

Ta6nuua B.8— TouHOCTb, NOATBEPXAEHHAS HA ABYX 06paslax C TOYHO U3MEPEHHbLIM KOMIMYECTBOM A06aBNEHHbLIX CO-
efIMHeHnii NPy ABYX YPOBHSIX COAEPXaHUs YeTbipbMs aHaNUTUKaMK Ha TPeX pas/inuHbiX XpomaTorpadgax B TeueHve 5 aHei

O6paseL;: kpem oT6envBarLLnii O6paseu;: macno otbenusatollee

YposeHb (LOQ):
0,1 % Ansa rmapoxvHoHa
0,2 % ana MeTnnoBOro n
3TMnoBoro acupos 0,3 %

YposeHb (LOQ):
0,1 % AnA rnapoxnHoHa
0,2 % pona mMeTunoBoro,
3TMNOBOrO ¥ 6EH3MNOBOrO

YpoBeHb:
1% (m/m) gna acpnpos
2 % ans rmgpoxvHoHa

YpoBeHb:
1% (m/m) gna agupos
2 % ANnsA rnapoxvHoHa

Ana 6eH3nnoBoro achupa admpos
CoefnHeHne
ToyHOCTb ? 3 To4yHOCTb ? 3 ToYHOCTb ? 3 To4yHOCTb ? 3
S oORX S oORX S oRX S oX
52 52 52 . Ee .
525 525 225 525
RSDR, RSDIR, 5 & o RSDR, RSDIR, &9 RSDR, RSDIR, 5 &9 RSDR, RSDRR, £ =9
% % 53 % % 538 % % 33 % % 33
MMAPOXMHOH 21 12,2 13,9 1,3 1,6 -1,5 28 25,3 -5,0 15 3,5 0,5
MeTuosbiy 16 91 -34 14 28 01 30 271 -109 22 69 2,5
achup
3TnnoBbIi 1.9 108 1.7 15 3,4 0,6 2,6 21,0 -6,5 2,0 102  -3,3
achup
BeH3unoBbIi 21 79 37 17 5,5 0,3 35 156 17,7 27 176 -0,3
acup
MpumeyvaHne — RSDR — RSD nosTtopsiemocti; RSDIR — RSD BHyTpeHHeil BOCNpOM3BOAUMOCTW.
Ta6nunuya B.9— CraHgapTHoe kpyroBoe TectuposaHune LGC: o6pasel, Kpema C rmapOXUHOHOM
Lin Konnuectso 3anaHHoe MonyyeHHbIA CraHOapTHOe OTK/IOHeHVe Z-OLEHKa
nabopartopuini  3HaueHue, % (Mm/m)  pesynstar, % (m/m) BOCMPOW3BOAVIMOCTM H
2012—03—05 10 2,00 1,90 0,156 -0,64
2013—02—09 10 0,80 0,77 0,022 -1,36
2013—09—11 7 0,50 0,51 0,05 0,20
2014—03—13 3 1,25 1,26 0,125 0,08
2015—03—17 7 0,91 0,90 0,091 -0,11
2016—03—11 10 311 3,15 0,311 0,13
Ta6nuua B.10— NVWAcnpaBouHbIli matepuan
MoaTBepxaeHHoe HeonpepgeneHHoCTb, MonyyeHHbI
Obpaszey Coeaurenne 3HavyeHune, % (m/m) % (m/m) pesynbtar, % (m/m)
CHEK RM 565 Monouko gnsa tena rmapoxvHoH 2,57 0,06 2,63
CHEK RM 604 JlocboH ansa tena mapoxvHoH 2,55 0,06 2,52
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MpunoxeHne C
(cnpaBo4yHOE)

JaHHble BanupauMn MeToAa KOMMUYECTBEHHOTO onpeaeneHns yeTbipex Hanbonee 4acTto
BCTpevalWwmnxcss KOPTUKOCTEPOUA0B

JaHHble Banupauuyn 6blnn noay4veHbl O6Wel cnyx6oi nadopatopumn (SCL) npy MWHMCTEPCTBE 3KOHOMUKM W
huHaHcoB — nabopatopusa JinoHa-Oullins — EgnHaa npogykuma — Cekuusa KocmeTnka u HaunoHasibHbIM areHTCTBOM
6e30MacHOCTM MeAMKaMEHTOB W 340pOBbIX NpoayktoB (ANSM) npu MuHucTepcTBe 3apaBooxpaHeHus (nabopatopus
Montpellier-Vendargues. Bnok py3nMko-XnmMn4eckoro KOHTPOIS XMMUYECKUX NpenapaTos 1 APYrux TOBapoB MeAULMHCKOro
HasHauyeHus, PpaHuus).

Mpepen o6HapyxeHusa: 0,004 % (m/m) Nnpy UCMNONb30BaHUN CTaHAAPTHLIX PAcTBOPOB Ha Tpex xpomartorpadax.

YCnoBHble 0603HAYEHNUS:

X — Bpemsi yAepX/BaHUs, MUH; 2 — donyoumHoHug (18,997 muH);
Y — onTtuyeckas nnoTHocTb (EOM); 3 — kno6eTasona nponuoHart (19,925 MuH);
1 — dnyounHonoHa auetoHug (17,069 MuH); 4 — b6eTameTasoHa gunponuoHat (20,885 muH)

PucyHok C.1 — XpomartorpaMma cTaHAapTHOrO pacTBopa YeTblpex KOPTUKOCTEPOUA0B
C KoHUeHTpaymeit 0,004 % (m/m)

Ta6nuuya C.1 — MNpegen konuyecTBeHHoro onpegenenns LOQ, noaTBEpPXAEHHbI Ha o6pasle C TOYHO M3MEPEHHbIM
KO/IM4EeCTBOM [06aB/eHHbIX COEANHEHUI YeTbIpbMA aHaNUTMKaMK Ha Tpex xpomartorpadax B TeueHue 5 gHeli B SCL 1
OQHVMM aHaNMTUKOM Ha ABYX XpomaTorpadgax B TeyeHune 5 gHeil B ANSM

O6pasel: kpem oTbenusatLLnii

CoeanHeHne

LOQ, RSD BHyTpeHHei
% (m/m) RSD nostopsemocty, % BOCMNpOn3BOAMMOCTHU, %
SCL: 91 SCL: 11,6
dyounHOMOHA aLeToHN, 0,01
ANSM: 4,5 ANSM: 17,4
SCL: 51 SCL: 11,8
®younHoHuA, 0,01
ANSM: 5,7 ANSM: 28,2
SCL: 84 SCL: 16,2
Kno6eTasona nponuoHat 0,01
ANSM: 4,3 ANSM: 10,2
SCL: 8,2 SCL: 8,8
BetameTasoHa gunponuoHart 0,01
ANSM: 10,3 ANSM: 12,6

12
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Ta6nuuya C.2— JIuHelAHOCTb NOATBEPXKAEHHANA A5 LIECTU YPOBHEN rpalyupoBKu (CTaHAAPTHLIX PACTBOPOB) YeTblpb-
Msi aHa/IMTUMKaMK Ha Tpex xpomartorpadax B TeueHue 5 gHeli B SCL 1 ogHMM aHaMTUKOM Ha ABYX Xpomartorpadgax B
TeyeHue 5 gHeli B ANSM

MonyyeHHoe MakcMmasibHOe OTHOCUTEesIbHOe cMmeleHne, %

CoeavHeHne
YpoeeHb 1 (LOQ) YpoBeHb 2 Yposehb 3 YpoBeHb 4 YpoBeHb 5 YpoBeHb 6

®dnyoumHooHa 0,6 Mkr/cm3 1,1 mkr/cm3 2,2 mkricm3 4,5 mkr/cm3 5,6 mkr/cm3 11,2 mkr/cm3
auetoHng -16,3 -6,3 -4,5 4,5 -2,1 -0,9
SCL 0,5 mkr/cm3 1 mkr/cm3 2 MKr/cm3 4 MKr/cm3 5,1 MKr/cm3 10,1 mkr/cm3
ANSM 5,7 31 -3,0 2,2 13 0,3
®dnyoumHoHUA, 0,5 mkr/cm3 1,0 mkr/cm3 1,9 mkr/cm3 3,9 mkr/cm3 4,9 mkr/cm3 9,7 mkr/cm3
SCL 18,4 -9,9 -0,8 31 -2,3 0,6
ANSM 0,5 MKr/cm3 1 mkr/cm3 2 MKr/cm3 4,1 mKr/cm3 5,1 mMKr/cm3 10,2 mkr/cm3

8,4 3,8 -1,6 -1,2 -1,3 0,4
Kno6eTtasona 0,6 Mkr/cm3 1,1 mkr/cm3 2,2 MKr/cm3 4,4 mkricm3 5,6 MKr/cm3 11,1 mkr/cm3
nponunoHat 18,4 -6,2 3,8 2,2 -2,2 0,6
SCL1 0,5 MKr/cM3 1,1 MKr/cM3 2,2 MKr/cM3 4,3 mKr/cm3 5,4 MKr/cM3 10,8 MKr/cM3
ANSM 22,2 95 33 -2,0 .47 1,0
BetameTasoHa 0,5 Mkr/cm3 1,1 mkr/cm3 2,1 mkricm3 4,2 mkr/cm3 5,2 MKr/cm3 10,4 mkr/cm3
AvnponnoHar -21,7 -8,9 4,8 4,4 -2,5 -0,9
SCL 0,5 mkr/cm3 1 mkr/cm3 2 mkr/em3 4 mkr/cm3 5,1 mkr/cm3 10,1 mkr/icm3
ANSM 20,6 2,3 2,4 1,6 1,3 0,6

KoHueHTpauun, MKr/cM3, npeacTaBnsloT cob0li ycpeAHEeHHOe 3HayeHue NATW PasfNyHbIX 3HAYeHWl, NOsTyYeHHbIX
KakAabli AeHb. TecTy duwepa 6biav NOABEPrHYTbI BCe aHanmaumpyemble coeguHeHms B SCL 1 olyouMHONOHA aLeToHNA
n chnyouunHoHng B ANSM.

Ansa Banugauun npepnesioB KOJIMYECTBEHHOrO OnpefesieHus, pesynbTaTUBHOCTU U TOYHOCTM Obll U3roTOB/IEH 06-
paseL, oT6envBaloLLero Kpema ¢ fob6aBneHemM TOHHO N3MEPEHHbIX KOIMYECTB TMAPOXNHOHA U ero achnpoB. CTaHfapTHbIe
o6pasubl KOPTUKOCTEPOUAOB SB/AKTCSA AOPOrOCTOALLMMM, UMEKOTCS B HA/IMYUN B HEOOMbLUIUX KOMMYecTBax (HECKOJIbKO
COTEH MI) U M&a/l0 pacTBOpPUMbI B pacTtBopuTenie. MoaTomy ToMbKO Ans ypoBHA 1 LOQ BO3MOXHO 6bl10 fo6aBneHue He-
60nbLIOr0 06beMa CTaH4apPTHOrO pacTBopa B BblGpaHHbIi 0b6pasel, nepes nccnegosaHnem. Ana opyrux yposHen (ypoB-
Heli 2 1 3) nepeg ncnbiTaHneM fobaBnsnacb HaBecka NOPOLLIKOOBPA3HOro CTaHAapPTHOro o6pasua B BbibpaHHbI obpasel,
MonyyeHHble pe3ynbTaTbl Nokasann HeaPeKTUBHOCTb A06aBNEHNS Ha YPOBHAX 2 1 3, 3a UCK/IOYeHMeM GeTameTas3oHa
aunpo-nuoHaTa. [nsa Tpex Apyrux KOPTUKOCTEPONA0B MeTo[ A06aBOK Ha YPOBHAX 2 U 3 6bl1 peasn3oBaH elle pas nytem
[ob6aBneHnss HeboNbLIOro 06bemMa CTaH4AapPTHOrO pacTsopa NpW B3BELUMBaHUWM BblGpaHHOro o6pasua B MEpHyH Konby
nepef sKcTpakuunei.

Tabnuuya C.3 — Pe3ynbTaTMBHOCTb, MNOATBEPXAEHHas Ha obpa3ue oTOenMBatoLlero Kpema C TOYHO M3MEPEHHbIM
KO/IMYeCTBOM [,06aB/IEHHbIX COEANHEHWI AN1A OAHOTO YPOBHS COAEPXaHWA YeTbipbMsA aHanMTUKaMK Ha Tpex xpomartorpa-
hax B TeyeHue 5 gHeint B SCL 1 0gHUM aHaNNTMKOM Ha ABYX Xpomatorpadax B TeyeHne 5 gHeit B ANSM

Ob6pasel: oT6enmBanLWnii kKpem

YposeHb (LOQ): 0,01 % (m/m)

CoeanHeHne
Pe3ynbTatmBHOCTb RSD nosTtopsemocTun, % BOC??&::&’;ESZ%?Z’ %
dnyouymHonoHa auetoHug SCL 96 9,1 11,6
ANSM 107 4.5 17,4
dnyounHoHng SCL 104 51 11,8
ANSM 99 5,7 28,2
Kno6eTtaszona nponuoHat SCL 99 8,4 16,2
ANSM 105 4,3 10,2
BetameTtasoHa gunponunoHat SCL 115 8,2 8,8
ANSM 103 10,3 12,6

13
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Ta6bnuuya C.4— Pe3ynbTaTMBHOCTb, NOATBEPXKAEHHAA Ha 06pasLe oT6ennBaroLLlero Kpema ¢ TOYHO U3MEPEHHbIM KO-
NnyecTBOM A06aBNEHHbIX COEANHEHNI AN1A ABYX YPOBHEN cofepXaHusa YeTblpbMA aHa/IMTUKamMn Ha Tpex xpomarorpadax
B TeyeHune 5 gHeli B SCL 1 0gHMM aHaIMTUKOM Ha ABYX Xpomatorpadgax B TeueHue 5 gHeit B ANSM

O6pasel;: oTbenmBatoLWwmii Kpem.
[lo6aBneHne NopoLkoo6pasHoOro cCTaHAapTHOro o6pasilia B KpeM nepes NpoBeAeHNeM BCeX
ncnbiTalnin (SCL). lo6aBneHne ctaH4apTHOIO pacTBopa kK Macce kpema B KOnby nepepg akcTpakuyuen

CoeguHeHve YposeHb: 0,05 % (m/m) YposeHb: 0,1 % (m/m)

RSD BHyTpeH-
Heli BOCNpowns-

RSD BHyTpeH-

Pesynbtatme- RSD nostopse- o
Heil Bocnpous-

Pesynbtatne- RSD nosTopsie-

HOCTb MocTn, % BOAMMOCTH, % HOCTb mMocTu, % BOAMMOCTH, %
::eyTOOL:-IMVI}‘,iﬂ,OHOHa 124 133 181 119 36 11,4
scL 109 2,4 3,6 105 25 51
ANSM 114 7.0 19,7 115 6,7 16,8
dnyounHoHUA, 118,5 4,0 11,4 97 2,0 17,2
scL 106 1,8 7,0 108 1,7 58
ANSM 88 8,4 16,6 81 6,1 18,7
53;’?:;2‘:;”6‘ 78,1 20,2 22,4 79 95 96
scL 96 1,4 75 102 1,7 6,1
ANSM 98 6,0 8,5 95 6,8 7.1
Ej;ﬁg"ﬁ:;ﬂ;a 107 3,7 5,6 102 2,2 45
scL 97 25 2,9 104 1,6 43
ANSM 95 73 8,9 92 5.4 8,5

Ta6bnuuya C.5— ToyHOCTb NOATBEPXAEHHAA Ha 06pa3ue C TOYHO M3MEPEHHbIM KOMYEeCTBOM A06aB/EeHHbIX coeanHe-
HWIA ANS Tpex YPOBHEN cofepXaHusa YeTbipbMs aHanuTukaMy Ha Tpex xpomatorpadax B TeyeHve 5 gHeli B SCL 1 ogHum
aHa/IMTUKOM Ha ABYX XpomaTtorpadax B TeyeHue 5 gHeii B ANSM

O6pasel: oTbenmBatoLWwmii kpem
[lobaBneHne cTaHgapTHOro pacTteopa WM NopoLkoo6pasHoro cTaHAapTHOro o6pasua B Kpem nepef
nposegeHnem Bcex ucnbiTaHunii (SCL).
[lo6aBneHne cTaHAApPTHOrO pacTBopa k Macce kpema B koby nepeg akcTpakuuei.

CoepguHeHmne YposeHb (LOQ): 0,01 % (m/m) YpoBeHb: 0,05 % (m/m) YposeHb: 0,1 % (m/m)
TO4YHOCTb Cucrtema- To4YHOCTb Cucrema- To4yHOCTb Cuctema-
Tnyeckas Tnyeckas TMyeckas
RSDR, % RSDIR, % "OTPEW- popr o RSDIR, % MOTPEY"  RgDR, % RSDIR, % NOTPeW-
HOCTb, % HOCTb, % HOCTb, %
®nyounHonoxa 91 116 3,6 133 181 24,1 36 114 18,7
aueToHug
SCL 2,4 3,6 8,7 2,5 51 55
ANSM 4,5 17,4 6,8 6,9 19,1 15,7 6,7 16,4 15,3
dnyounHoHua 51 11,8 3,5 4,0 114 18,5 2,0 17,2 -3,1
SCL 18 6,0 71 1,7 5,0 8,7
ANSM 5,7 28,2 -1,5 8,5 15,1 -12,8 6,1 17,3 -19,6
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OkoHyaHue Tabnuupl C.5

O6pasel: oTb6enmeaLmii Kpem
[lo6aBneHne cTaHfapTHOro pacTBopa WM NopoLIKoo6pa3HOro cTaHgapTHOro obpasua B Kpem nepeq,
nposefeHvem Bcex ucnbitaHuii (SCL).
[lobaBneHne cTaHAapTHOrO pacTsopa k Macce kpema B Konby nepej akcTpakuuei.

CoepguHeHune YpoBeHb (LOQ): 0,01 % (m/m) YposeHb: 0,05 % (m/m) YposeHb: 0,1 % (m/m)
To4yHOCTb Cucrtema- TouyHOCTb Cucrtema- To4YHOCTb Cucrtema-
Tn4yeckasa Tn4yeckas Tnyeckas
RSDR, % RSDIR, % "O/PEW"  RopRr, % RSDIR, % MO RSDR, % RSDIR, % "OrPew”
HOCTb, % HOCTb, % HOCTb, %
KnobeTasona 8.4 162 415 20,2 22,4 21,9 9,5 9,6 -21,0
nponuoHar
SCL 14 7,5 -4,0 1,7 59 2,2
ANSM 4,3 10,2 5,0 5,9 9,5 -1,3 6,8 8,8 -4,9
beramerasona 8.2 8,8 15,0 37 56 7.3 2,2 45 21
aunponuoHart
SCL 25 31 -2,1 1,6 3,3 4,9
ANSM 10,3 12,6 3,0 7,3 9,4 -5,6 54 8,8 -8,2
MpunmeuyaHne — RSDR — RSD nostopsieMocTy; RSDIR — RSD BHYTpeHHeli BOCNPOM3BOANUMOCTH.

Ta6nuuya C.6 — ToyHOCTb, NOATBEPXAEHHASA HA KOMMEPYECKOM JIeKapCTBEHHOM CpeAcTBe A1 OAHOr0 YPOBHS CO-
JepXaHus 4eTblpbMsi aHaNMTUKaMK Ha Tpex xpomaTorpadpax B TeyeHue 5 gHeli B SCL M OfHUM aHaNMTMKOM Ha ABYX
Xxpomartorpadax B TeyeHune 5 gHeli B ANSM

O6pasel: kpem (KOMMepyeckoe fiekapcTBEHHOe CPeACTBO)

YposeHb: 0,05 % (m/m) YpoBeHb: 0,064 % (m/m)
CoepguHeHne
TouHocTb Cuctematuye- TouHoCTb CuctemaTuye-
Ckada norpew- CKaa norpeluu-
RSDR, % RSDIR, % HOCTb, % RSDR, % RSDIR, % HOCTb, %
Knobetasona 5.4 6.1 8.0
nponuoHat SCL
ANSM 8,0 -3,7
BetameTa3oHa 47 10,2 7.6
aunponuoHat SCL
ANSM 2,3 31 -5,3
MpumeuaHune — RSDR — RSD noetopsiemocty; RSDIR — RSD BHyTpeHHeil BOCNpPOU3BOAUMOCTY.

JaHHblii MeToA 6bin onpo6oBaH Npu NPoBeAeHUN MexnabopaTopHbIX CAMYEHUI C ydacTUeM BOCbMM YYaCTHUKOB C
MCMNONb30BAHMEM KOMMEPUECKUX AOCTYMHbIX KPEMOO6PA3HbIX NIEeKAPCTBEHHbIX CPEACTB C U3BECTHLIMU KOHLEHTpauMsamu

3TWX [BYX BELLECTB.

Tab6nuya C.7— HagexHocTb meToga

O6pasubl kpema

MapameTpe! Kno6eTtasona BetameTasoHa

nponnoHat annponnoHat
Uncno yyacTBoBaBLUMX nabopaTopuii 8 8
Uuncno nabopartopuii, npegcTaBMBLLUNX pe3y/bTaThbl 7 6
Yucno Bbibpocos 0 0
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OkoHuaHve Tabnuupl C. 7

MapameTpsl

3agaHHoe 3HayeHue, /100 r

CpegHee apudgmeTtmyeckoe 3HavyeHume x, r/100 r

CTeneHb 06HapyxeHus, %

Mpepen nosTopsiemocTu T, /100 r

CTaHgapTHOe OTK/I0OHEeHWe nosTtopsemMocTu sr, r/100 r

OTHOCUTE/IbHOE CTaH4apPTHOE OTK/IOHEHWE NOBTOPSAEMOCTH Sr rel, %
Mpepen Bocnpoussogmumoctn R, r/100 r

CraHfapTHOe OTK/I0HEeHMe BocnpousBoamMmocTy SR, /100 r
OTHOCUTENbHOE CTaHAapTHOe OTK/IOHEHME BOCMPOU3BOAMMOCTHU SRrej, %

KoadpcpuumeHT Xopsutya (Xopsuty-N-NHaekc)

16

O6pasubl kpema

Knobetasona BetameTtasoHa
nponvoHaTt aunponuoxar
0,050 0,064
0,047 0,062
94,8 97,0
0,006 0,003
0,002 0,001
4,2 15
0,010 0,016
0,004 0,006
7,5 9,3
1,2 15
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MpunnoxeHue D
(o6sa3aTtenbHoOE)

CKPUHMHIOBbIE MeTOoAbl ANA NAEHTUDUKALUN TMAPOXUHOHA, TPeX 3ONUPOB TMAPOXNHOHA
n 38 KOPTUKOCTEPOUAOB

D.1 CywHoCcTb MeToAa

MocKobKY KOPTUKOCTEPOUAbl HE AO/MKHbI UCNO/b30BaThCA B NaphoMepHO-KOCMEeTUYECKOM NPOAYKLMN U HE [OMMKHBI
NPUCYTCTBOBATb B KauecTBe 3arpsAsHUTenein nnu npumeceii, nageHTudmkayms ogHOr0 U3 3TUX 3anpeLleHHbIX CoeANHEHW,
npefHaMepeHHO BBEeAEHHbIX B NapdtoMepHO-KOCMETMYECKYIO NPOAYKLMIO, MOXeT OblTb AOCTATOYHOW 478 NpoBefeHus
KOHTpONA pbiHKa. Mocne naeHTndukaLmmn 3anpeLeHHbIX KOPTUKOCTEPONAOB, eCn He06X0AMMO, TOYHOE KOSIMYEeCTBEHHOe
onpejenieHne 3TUX CoOeANHEHN 3aTeM MOXEeT 6biTb BbIMOSIHEHO C UCMO/Ib30BAHMEM YCTaHOB/IEHHbLIX METOAOB.

O6paseL, aKCTparmpyoT CMecblo Boga/MeTaHos1, 3aTeM OCTOPOXHO HarpeBatoT, YTOObl AKCTparnpoBaTb COeAMHEHNS,
npucyTCTBYOLWME B NPOAYKUUN. TToNyYeHHYI0 cMecb (IMAbLTPYIOT. aeHTUdMKaunio NpucyTCTBYOWNX COeANHEHNIA B pac-
TBOpE NPOBOAAT C MOMOLLbI 06paLeHHo-ha3oBoin BAXKX ¢ feTekTnpoBaHNeM AMOLHO-MATPUUHbIM LETEKTOPOM.

[na pa3sgeneHus Bcex coeAMHEHW i HEOOXOAMMbI ABa Pa3/IMUHbIX rpagneHTa anompoBaHns. OCHOBHOW rpagvneHT
3M10MPOBaHNA MO3BOMSET BblAenUTb 39 coeAnHeHnn n3 43 coeAnHeHUn B TeyeHne 45 MuH. [N HepasgeneHHbIX coeaun-
HEHUA NpegyCMOTPEHO A0NONHUTENIbHOE FPpajMeHTHOe 3/1l0MpoBaHMe C UCNONb30BaHMEM TeX Xe pacTBopuTenei.

D.2 PeakTuBbl

Mcnonb3yloTcs Xxumuyeckne BeLLecTBa aHa/IMTUYECKOW CTeNeHn YMcTOThbl; BoAa A0/HKHA ObiTb AUCTUIMPOBaHHASA
WA aHaNOrMMYHOM YNCTOTbI, €CNN HE YCTAaHOBNEHO MHOoe. og pacTBOpOM criefyeT NMOHMMaTb BOAHBIA pacTBOp, €c/in He
YCTaHOB/EHO MHOE.

Mcnonb3yoT peaktusbl 3.1—3.4, 3.6 1 ykasaHHble HUXeE.

D.2.1 auetoHnTpun gnsa BXXX.

D.2.2 mypaBbuHasa kKucrota, ymctora >98 %.

D.2.3 ataHon ana B3XX.

D.2.4 MogBuxHasa hasa gna BIXKX

2nteHT A: gobasnsawT 1,0 cM3 MypaBbuHOW kucnoTtbl (cMm. D.2.2) B 500 cM3 Bogpl (CM. 3.2) B MepHoIi Konbe Bme-
CTMMOCTbIO 1 aM3. B36anTbiBatOT 40 pPacTBOPEHUs U AOBOAAT 06bEM 40 METKM BoAon (cM. 3.2). KoHeuHas KOHUeHTpauus
BOAHOr0O pacTteopa MypasbuHON Kucnotel — 0,1 %.

AntoeHT B: gob6asnsAT 1,0 cmM3 MypaBbuHOWR kucnoTbl (cMm. D.2.2) k 500 cm3 auetoHuTpuna (cm. D.2.1) B mepHoii
kKonbe BmecTUMOCTbO 1 AM3. B36anTbiBalOT A0 pacTBOPEHUs, U AOBOAAT 06bEM A0 METKM aueTtoHuTpuaom (cm. D.2.1).
KoHeuyHast KOHUEHTpauns MypaBbUHOR KNCMOTbI B aueToHuTpune — 0,1 %.

D.2.5 VicxoaHblii pacTBOp BHYyTpeHHero ctaHgapTta (1 000 mkr/cm3)

[na onpepeneHns OTHOCUTENLHOTO BpeMeHU yaepxuneanusa (RR) cogepxalumxcs BeLecTB roToBAT UCXOAHbIN pac-
TBOpP BHYTPEHHEro craHgapTta nyTem B3BelwuBaHUSA npubnusntensHo 10 mr nponunnapabeHa B MEpHYK KOby BMeCTu-
MocTbto 10 cm3. CHavyana pacTBOpsilOT B HeGO/MbWOM KonuyecTBe MeTaHona (3.1), a 3aTem A0BOAAT 06BEM A0 METKM
MeTaHO/IOM.

B meTofe HacTosuero ctaHgapTa rmapoxvHoH, aupbl TMAPOXNHOHA N KOPTUKOCTEPOUAbl NAEHTUMULMPYIOT NyTeM
CpaBHeHMSA OTHOCUTE/IbHOro BpeMeHun yaepxueaHnua (RR), paccuMTaHHOro 415 BELLECTB, cofepxaluxca B npobe, ¢ RR
COOTBETCTBYIOLLUX COEAUHEHUI B CTaHAAPTHbIX pacTBopax. Ecnv B npobe copepxuTcs nponunnapabeH wnun apyroe me-
LarLiee coefuHeHve, naeHTUMUKaLUNA MOXET ObITb BbINOSIHEHA HENOCPEACTBEHHO NO BPEMEHU yAepXMBaHUA (BMECTO
RR). Mpy He06X04MMOCTU NOATBEPXAEHNE NAEHTUYHOCTU COEANHEHUSA TaKKe MOXET OblTb BbINOSIHEHO C UCMOJIb30BAHNEM
o6pasua € TOYHO U3MEPEHHbIM KOJIMYECTBOM A06aBNEHHOI0 COeMHEHNS UKW C UCNONIb30BaHMEM MaccC-CnekTpoMeTpun
(T. €. UICNOMB3YIOT 3/IK0EHTbI, COBMECTUMbIe € aHanu3om LC-MS (kmakocTHass xpomatorpagusa/Macc-cnekrpomeTpms)).

D.2.6 VicxogHble cTaHaapTHble pacTtBopbl (1 000 mkr/cm3)

FOTOBAT UCXOAHbIE CTaHA4AapTHbIE PacTBOPbl KaXAOoro BellecTBa B COOTBETCTBMM C Tabnuueli D.2, B3BecuB npu-
6/11M3nTenbHO no 10,0 Mr Kaxk4oro BewecTsa B MepHyl kosiby BMecTumMocTblo 10 cm3. CHavana pacTBOPSOT HABECKY B
HeboNbLIOM Ko/MyecTBe MeTaHona (cm. 3.1) n 3aTem 40BOAAT 06beM MeTaHOsIOM 40 METKW.

D.2.7 KayecTBeHHbI aHann3 (ngeHTudukayms)

D.2.7.1 NlcxoAHble pacTBOpbI ONA CKPUHUHTA

FoToBAT 4 cTaHAApPTHbLIX pacTBopa (cmecn A, B, C 1 D) nytem cmeweHns 250 MM3 KaX[0ro BbiIopaHHOro MCXOAHOIo
pacTBopa B MepHol konbe BMeCTUMOCTbIO 5 cm3. J0BOAAT 06beM METaHO/I0M A0 METKM.

D.2.7.2 Cmecb cTaHAapTHbIX pacTBopoB A (50 mkr/cm3): rmgpoxmHoH (HQ), knobetasona nponuoHaTt (CP), dny-
unHoHmng (FCAA), MOHOMETWMOBLIV acmp rmagpoxmHoHa (MME), MOHOGEH3UNOBLIN 3dup rmapoxnHoHa (MBE), MOHO3TU-
NoBbIN adhmp rmapoxmnHoHa (MEE), 6eTameTasoHa gunponuoHat (BMD), dnyounHonoHa auetoHng (FCA).
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D.2.7.3 Cmecb cTaHgapTHbIX pactBopoB B (50 mkr/cm3): rugpokoptusoH (HC), npegHmsonoHa cynbobeHsoar
(PLSB), TpnamymHonoHa auetoHng (TRA), npegHnsonoHa auetart (PLA), gekcameTasoHa auetaT (DMA), ruapokopTnsoHa
Banepart (HCV), aucpnynpegHat (DFP), amunHoHug (AMC), audnyokoptonoHa sasepat (DFCV), doiykopTonoHa nusanart
(FCP), donyokopTonoHa rekcaHoat (FCH).

D.2.7.4 Cmecb cTaHAaapTHbiX pacTBopoB C (50 mkr/cm3): TpuamuymHonoH (TRI), npegHusonoH (PL), 6eTtameTa-
30H (BM), pe3okcumeTtasoH (DXM), 6etametasoHa auetat (BMA), rmgpokoptusoHa 6ytupar (HCB), gudnopasoHa gua-
uetart (DFD), xanbuynHoung (HAL), npegHusonoHa rekcadoat (PLH), npegHukap6at (PCN), 6eknomeTasoHa gunponuoHar
(BCD).

D.2.7.5 Cmecb cTaHgapTHbIX pacTBopoB D (50 mkr/cm3): aekcameTtasoHa ocpat (DMPS), kopTnsoH (CS), dny-
pangperonug (FDL), pe3oHng (DSN), 6ygecoHuns (BUD), 6eTtameTtasoHa Banepart (BMV), dnymetasoHa nusanat (FMP),
anknomeTasoHa gunponuoHaT (ACD), momeTasoHa dypoat (MMF), knokopTonoHa nusanat (CLP).

Ans uenein ngeHTndrkaumm rotoBAT o6LWMIA pacTBOP BELLECTB NyTEM cMelleHusa 1 cm3 Kaxaoro npensaputenibHO
NPUroTOBMIEHHOTO cTaHAapTHoro pacteopa (A, B, C n D) B MepHOi kon6e BmecTumocTbio 5 cm3. K noslyyeHHOMY pacTBo-
py po6asnsawT 100 mMm3 ucxogHoro pacteopa nponunnapabeHa (ISTD) (BHyTpeHHero ctaHgapta) (cm. D.2.5). OosogAat
06bemM pacTBopa MeTaHO/I0M 40 METKM U UCMOMb3YT ero AN uaeHTudmkauum KOpTUKOCTeponaoB, KOTopble MOryT CO-
Aepxatbca B npobe. MonyyeHHbIn cCTaHAAPTHBIA pacTBOP COAEPXMUT Kaxbli KOPTUKOCTepous B KOHUeHTpauun 10 mkr/cm3
n ISTD B KOHUeHTpauun 20 mMkr/cm3.

B KauyecTBe anbTepHaTUBbI MOXET ObITb NPUrOTOB/IEH CTaHA4APTHbIA pacTBop nyteM cMeweHns 100 MM3 Kax4oro
OTAENbHO B3ATOr0 UcxoaHoro pacteopa (cm. D.2.6) B MmepHoi konbe BmectumocTbio 10 cm3. 3atem gobasnsot 200 Mm3
ncxogHoro pactsopa ISTD (cm. D.2.5). loBoasaT 06beM pacTBopa B Kojibe A0 METKA MEeTaHOMI0OM W UCMONb3YHT ero s
naeHTUnKaLMm KOPTMKOCTEPOMA0B, KOTOPblE MOTYT COAEPXaTbCs B aHann3mpyemoli npobe.

D.3 Annapatypa n o6opyaoBsaHue

B pononHeHne Kk 06bIYHO NCNOb3YeEMOMY NabopaTopHOMY 060pyA0BaHUIO U BCNOMOraTesibHbIM yCTPOCTBaM, yKa-
3aHHbIM B 4.1—4.5, TpebyeTtca cnegytouiee obopyaoBaHume.

D.3.1 ynbTpa3BykoBasi 6aHsA C TEpMOpPEryisTopom.

D.3.2 marHuTHaga meLuaska.

D.3.3 aHanuTuyeckas xpomaTtorpaguyeckas KOJIOHKa, Hanpumep Zorbax Phenyl, gavHoii 0,25 M, BHYTPEHHUM
nouameTtpom 4,6 MM, C AuaMmeTpomM yactuy, 5 mkmY

D.4 Mpoueaypa

D.4.1 NopgrotoBka npobbl

B3selunBatoT TO4HO 11 Npobbl B MepHy0 konby. ucneprupytoT npoby B NosoBuHe o6bemMa pactsopa A5 aKcTpa-
umn (cm. 3.3, npnbnmsntenbHo 25 cm3) NyTem 3HEepPruyHoro nepemMeLlnBaHns C NOMOLLLIO s1labopaTopHOro Lweikepa Ao
NosTly4eHns 04HOPOLHOW cycneH3nmn (ynbTpasBykoBast 6aHA MOXET OblTb MCNONb30BaHA /1 YCKOPEHMSA 3KCTpakumm). Mpu
Heo6xoAMMOCTV NOMeLLalT CMecb B BOAAHY 6aHio npu 60 °C B TeyeHue 5 MWH, 4YTOObI yAyylinMTb AUCNeprupoBaHune,
3aTeM oxnaxaawT ¥ AoBoAAT 06beM A0 50 cm3 pacTBOpOM A5 aKcTpakumm (cm. 3.3). MNepemelunBaloT Npoby MarHUTHONA
MeLlasikoil B TeyeHne oT 30 MUH A0 14 1 PUNLTPYIOT Yepe3 MeMOpaHHbIA hunbTp npemuym-knacca ¢ guameTpom nop
0,45 mMKMm. BBogAT chunbtpart B cuctemy BIOXKX.

D.4.2 YcnoBusa xpomaTorpadmnpoBaHus
Mpu ncnonb3oBaHuM annapatypbl (CM. 4.4) 1 KoNoHKM (cM. D.3.3) pekoMeHayeTca NpuAaepXuBaTbCa CrefyoLmnx
YCNOBWiA:
- 06bemMHas ckopocTb notoka: 1,0 cM3IMuH;
- Bpemsa aHanmsa: 45 MuH;
- 06BbEeM BBOAMMOW Npo6bl: 10 Mm3;
- Temnepatypa astogosaropa: 5 °C,;
- Temnepatypa TepmocTara KosioHoK: 45 °C;
- 06HapyxeHune: DAD c gnnHoi BosnHbl: 240 HM (KopTuUKocTepouabl), 295 HM (TMAPOXUHOH 1 ero agaupsbl);
- NoABWXHble hasbl:
- 3M110eHT A: pacTBOp MypaBbMHOI KMCNOTbI C MaccoBoi fonein 0,1 % B BoAe;
- 3710eHT B: pacTBOp MypaBbMHOW KMCIOTbI C MaccoBoli gonei 0,1 % B aueToHUTPUIIE.
B ta6bnuue D.1 npuBeAeHbl YCIOBUSA TPafUEHTHOro pasaeneHus.

1) 310 Npumep NpoayKUMK, UMetoLlelics B npoaaxe. VHdopmauus gaHa Ans yao6ctea nosb3oBarenieil HaCTOSLWEro
cTaHAapTa U He ABNsieTcs peknamoii EBponeiickoro koMuteTa rno cTaH4apTu3auym aToro NpoaykTa. AHanorMuyHas npoaykumus
MOXeT 6blTb UCMOMb30BaHa, eC/I [0Ka3aHo, YTO OHa 06ecneunBaeT NoJlyuyeHne Tex Xe pesy/bTaToB.
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Ta6nnuya D.1 — MpagueHTHoe pasgeneHve

Bpemsi, MyH O6bemMHasn fons antoeHTa A, % O6bemHas gons antoeHTa B, %
0 95 5
2 95 5
7 60 40
25 60 40
45 30 70
46 95 5
50 95 5

D.4.3 O6HapyxeHune
Cwm. 5.3.

D.5 OueHka MeTof0B CKPUHUHIa

D.5.1 MageHTndumnkauyms

MMAPOXUHOH N KOPTUKOCTEPOUAbl MAEHTUULMPYIOT, CpaBHMBaA OTHOCUTEeNlbHOE BpeMs yaepxumBaHua (RR) npob u
cTaHfapTHbIX pacTBopoB. B Tabnuue D.2 npuBefeHbl xpomaTorpadmyeckne napameTpbl 418 naeHTudumkauum coeguHe-
HWIA C NPYMEeHeHNeM MpPeasIoKEeHHOro aHaIMTUYecKoro MeToaa.

UT06bI 06ecneunTb cneynnyHOCTb 0OHapyXeHus, naeHTudunkaumna coeguHeHns 415 0TOeIMBaHUA KOXM [0/IKHA
BbINOMHATLCA B ABa 3Tana. Ha nepeBom aTtane maeHTudmkauns otbenvBalolero CoeAUHEHUs, COAepXallerocs B 3KC-
TpakTe npobbl, BbINOMHAETCA C Mcnosb3oBaHneM RR v npu Heobxogmmoctu DAD cnekTpoB. B cnyyae o6HapyxeHus
coeAnHeHns, Ana obecnevyeHns npaBUbHOW MAeHTUUKALUN PEKOMEHAYeTCS BBefeHWe CTaHAapTHOro pacTBopa 3Toro
naeHTUMLMPOBaHHOro 0THenMBaLWero coeguHeHus (BTopoii atan). MNMpy Heo6Xxo0AMMOCTK, AN NOATBEPXAEHNSA NAEHTU-
hukaumm CoefnHEHUN MOXHO Takxe MCNosb30BaTb o6pasel, ¢ TOUHO U3MEPEHHbIM KONNMYeCcTBOM A06aB/IEHHOIO coefu-
HEHUS WK Macc-CNekTpoMeTpuyeckoe obHapyxeHue (Hanpumep, MUCMOoJib3yeMble 3/II0EHTbI, COBMECTMbIE C aHaIM3oM
LC-MS).

OT6enusalline coeguHeHns B napgroMepHO-KOCMEeTUYEeCKON NPOAYKLMU NS KOXW 4alle NpucyTCTBYIOT OTAE/b-
HO UK B Nape, NO3TOMY HEMOJIHOE pasfesieHne HEKOTOPbIX XpoMaTorpaduyeckmx NMKOB MOXHO CYMTaTb AOCTATOYHbIM.
Kpome Toro, xpomatorpaduyeckoe pasgeneHve MOXeT [onycKaTb TONbKO UAEHTUMMKALNIO MUKOB 1 paspeLleHne Mexay
nMKkammn He o06s13aTesIbHO AO/MKHO 6bITb Bbiwe 1,5. MonyyeHHOE C NOMOLLBLK OCHOBHOIO MeToda nosiHoe pasgeneHue (RS
(KoachdhuumeHT paspewenus) >1.5) 9 coegnHeHUn Ansa oT6ennBaHuA KOXu yxe onucaHbl B nutepartype (HQ, MME, MEE,
FCA, MBE, FCAA, BMV, CP n BMD).

B Tabnuue D.2 npuBegeHbl xpomaTorpadmyeckme napameTpbl 418 ngeHTudurkaymm coegmHeHni.

Tab6nuuya D.2— Xpomartorpaduueckne napameTpbl 418 naeHTudmkaymm coeguHeHni

CoefuHeHne Rt, MUH RR X HM
MmapoxuHoH (HQ)a) 5,90 0,41 295
r'mapokopTtusoHa auenoHatr (HCAP)b) 9,87 0,68 240
MeTtokcucperon (MME)a) 10,14 0,70 295
TpuamuumHonoH (TRI) 11,15 0,77 240
[ekcameTaszoHa ocaTt (DMPS) 11,36 0,78 240
STokcuperon (MEE)a) 11,28 0,78 295
M'mapokopTn3oH (HC) 12,64 0,87 240
MpegHusonoH (PL) 12,81 0,88 240
KopTnsoH (CS) 13,11 0,90 240
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MpoponxeHne Tabnuubl D.2
CoeanHeHne
BetameTtasoH (BM)
MpepHusonoHa cynbgobeHzoaT (PLSB)
dnypangperonug (FDL)
dnyouunHonoHa auetoHug (FCA)a)
TpuamunHonoHa auetoHng (TRA)
MoHo6eH30H (MBE)a)
[Je3okcumeTtasoH (DXM)
Le3oHng (DSN)
MpegHusonoHa auetart (PLA)
BetameTasoHa auetat (BMA)
MeTunnpegHusonoHa auetatr (MPLA)D)
[exkcameTasoHa auetaT (DMA)
'mppokopTnsoHa 6ytmpat (HCB)
Bypeconng 1 (BUD1)
Byapeconung 2 (BUD2)
®nyoumHoHng (FCAA)a)
'mpgpokopTnsoHa Banepat (HCV)
OundnopasoHa guauetat (DFD)
BetameTasoHa Banepat (BMV)
OndnynpegHat (DFP)Q
XanbuuHoHung (HAL)Q
dnymeTasoHa nueanat (FMP)
AmumHoHng (AMC)
Kno6eTasona nponuoHat (CP)a)
MpegHunsonoHa rekcaHoat (PLH)
AnknomeTtasoHa gunponuoHat (ACD)
BetameTasoHa gunponuoHat (BMD)a)
MpegHukapbat (PCN)
MowmeTasoHa dypoat (MMF)
OudnykoptonoHa sanepart (DFCV)
dnyokoptonoHa nueanat (FCP)°)
BeknometasoHa aunponuoHat (BCD)Q

KnokoptonoHa nusanat (CLP)

20

Rt, MuH
14,22
14,76
16,75
16,96
17,25
17,74
18,47
18,75
18,97
21,35
21,87
22,97
25,66
27,67
30,16
31,49
31,93
32,41
35,15
35,71
35,71
37,86
38,22
38,89
39,31
39,98
40,18
40,46
41,22
41,50
42,25
42,25

42,93

RR
0,98
1,01
1,15
1,17
1,19
1,22
1,27
1,29
1,30
147
1,50
1,58
1,76
1,90
2,07
2,16
2,19
2,23
2,42
2,45
2,45
2,60
2,63
2,67
2,70
2,75
2,76
2,78
2,83
2,85
2,90
2,90

2,95

240

240

240

240

240

295

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240

240
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OkoHuyaHne Tabnuubl D.2

CoepguHeHne Rt, MUH RR X, HM
dnyokopTonoHa rekcaHoat (FCH) 44,54 3,06 240
Mponunnapa6eH (ISTD) 14,55 1,00 240

a) Hanbonee yacto BCTpevawlleecs oTbenmBarllee COeMHEHWE B HE3aKOHHO peanusyemoli napdromepHo-
KOCMEeTUYeCKOW npoayKuum.

b) CoeavHeHne BBOAUTCA OTAE/NBLHO OT CMECK CTaHAapTHbIX PacTBOPOB.

& COoBMECTHO anupyemble coeguHeHus. MaeHTudukaumsa MOXeT OblTb OCyLleCcTB/eHa C MCNONb30BaHMeM
npoueaypbl, onucaHHon B D.8.*

D.6 MpoTokon ncnbitTaHns
Cwm. pasgen 7.

D.7 MpuMepbl XpoMaTorpaMmm, NOAYYEHHbIX A8 CTaHOAPTHbIX PacTBOPOB C KOHLUeHTpauuern 50 Mkr/icm3
MprMepbl XxpomMaTorpaMm, NOyYeHHbIX A5 CTaHAAPTHbIX PACTBOPOB C KOHLEeHTpauueid 50 MKr/cm3, npuBeAeHbl Ha

pucyHkax D.1—D.5.

YcnoBHble 0603Ha4YeHus:

X — Bpems yAepXunBaHUs, MUH; 13 — FCA (16,955 muH); 27 — BMV (35,150 MuH);

Y — onTtuyeckas nnotHocTb (EOM); 14 — TRA (17,250 MuH); 28 — HAL + DFP (35,713 muH);
1 — HQ (5,896 MuH); 15 — MBE (17,736 muH); 29 — FMP (37,864 MuH);

2 — MME (10,140 muH); 16 — DXM (18,467 MuH); 30 — AMC (38,224 MuH);

3 — TRI (11,152 muH); 17 — DSN (18,751 MuH); 31 — CP (38,887 MuH);

4 — MME (11,284 MuH); 18 — PLA (18,972 muH); 32 — PLH (39,307 muH);

5 — DMPS (11,364 MuH); 19 — BMA (21,351 muH); 33 — ACD (39,977 muH);

6 — HC (12,644 muH); 20 — DMA (22,970 muH); 34 — BMD (40,147 MuH);

7 — PL (12,809 muH); 21 — HCB (25,658 MuH); 35 — PCN (40,457 MuH);

8 — CS (13,113 muH); 22 — BUD1 (27,673 MuH); 36 — MMF (41,217 MuH);

9 — BM (14,215 muH); 23 — BUDZ2 (30,157 muH); 37 — DFCV (41,498 muH);

10 — ISTD (14,544 MuH); 24 — FCAA (31,489 muH); 38 — FCP+BCD (42,250 MuH);
11 — PLSB (14,760 mMuH); 25 — HCV (31,923 muH); 39 — CLP (42,930 muH);

12 — FDL (16,747 muH); 26 — DFD (32,410 muH); 40 — FCH (44,538 MuH)

PucyHok D.1 — Xpomartorpamma /151 o6uein cmecu cTaHfapTHbIX pacTBOpPOB

* YcTpaHeHa oneuyaTtka B 4acTy CCbIIKM Ha npuoxeHune E (cnosa «npunoxeHne E» 3ameHeHbl Ha «D.8»).
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YcnoBHble 0603HaYeHUs:

X
Y
1

— BpeMs yAepXuUBaHUS, MUH;
— onTuyeckan nnoTHocTb (EOM);
— HQ (5,912 mun);

— MME (10,142 muH);

3
4
5
6

— MEE (11,289 muH);
— ISTD (14,564 muH);
— FCA (16,989 muH);
— MBE (17,767 MuH);

7 — FCAA (31,530 muH);
8 — CP (38,920 muH);
9 — BMD (40,175 muH)

PucyHok D.2 — Xpomartorpamma cTaHAapTHOro pacrtsopa A

YcnoBHble 0603Ha4YeHUs:

X
Y
1

2
3

22

— BpeMs yaepXuBaHUSA, MUH;
— onTuuyeckas nnoTHocTb (EOM);
— HC (12,629 muH);

— PLSB (14,535 muH);

— ISTD (14,721 muH);

— TRA (17,226 muH);
— PLA (18,953 muH);
— DMA (22,926 MuH);
— HCV (31,860 muH);
— DFP (35,665 MuH);

9 — AMC (38,218 muH);
10 — DFCV (41,510 mMuH);
11 — FCP(42,242 MuH);
12 — FCH (44,551 MuH)

PucyHok D.3 — XpomaTtorpamma ctaHgapTHoro pacrtsopa B



YcnoBHble 0603HAYEHMUS:

X

W N e <

— BpemMsA yaepxuBaHua, MUH;

— onTunyeckasa nnoTHocTb (EOM);

— TRI (11,161 muH);
— PL (12,827 muH);
— BM (14,236 muH);

YCcnoBHble 0603HAYEHMNSA:

X

W N <

— BpeMmsi yAepXnBaHusl, MUH;

— onTuyeckas nnoTtHocTb (EOM);

— DMPS (11,351 MuH);
— CS (13,099 MuH);
— ISTD (14,533 MuH);

0 N o g b

ISTD (14,569 MuH)

— DXM (18,507 MuH)
— BMA (21,408 MuH)
— HCB (25,735 MuH)
— DFD (32,469 MuH)

FOCT EN 16956—2020

9 — HAL (35,784 MuH);
10 — PLH (39,331 muH);
11 — PCN (40,475 MuH);
12 — BCD (42,273 MUH)

PucyHok D.4 — XpomaTtorpamma ctaHfgapTHoro pactesopa C

4
5
6
7
8

FDL (16,724 muH);
DSN (18,731 muH);
BUD1 (27,629 MuH);
BUD2 (30,119 muH);
BMV (35,120 muH);

9 — FMP (37,854 MuH);
10 — ACD (39,971 muH);
11 — MMF (41,225 MuH);
12 — CLP (42,940 muH)

PucyHok D.5 — Xpomartorpamma ctaHfgapTHoro pacteopa D
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D.8 AnbTepHaTuBHbIN MeToh BOXX/YD ana naeHTudunkaymm HepasgensieMblX COegUHEHWNI

Bbinn paspaboTaHbl JONO/HUTE bHbBIE YCNIOBUSI XpOMaTorpadmpoBaHns Ana pasfeneHus AByxX cCoOeuHeHni, Hepas-
nensemMbix B paHee npeanoxeHHbix ycnosusax (DFP + HAL, FCP + BCD).

Ycnosua xpomaTorpacmpoBaHus:

- aHanuTuyeckasa kKonoHka: Zorbax Phenyl gnuHoli 250 cM, BHYTPEHHUM AnameTpom 4,6 MM, C AUaMeTpPOM yacTul,

5 MKwm;
- 06beMHasa CKOpPOCTb NOoToKa (pacxopg antoeHTa): 1,0 cMIMuH;
- ANVHAa BOMHbI: 240 HM ONA KOPTUMKOCTEpouAoB, 295 HM ANS MOPOXMHOHA M ero 3npos;
- BpemMs aHanusa: 45 muH;
- 06bem BBOAMMOW Npobbl: 10 MM3;
- TeMmnepartypa astogo3saropa: 5 °C;
- TeMmnepatypa Tepmoctara: 45 °C;
- 06HapyxeHue: DAD;
- TpafneHTHOe 3/10MpoBaHmne:
- 3N110eHT A: pacTBOp MypaBbMHOI KMCNOTbI ¢ MaccoBoi fonein 0,1 % B BoAg;
- 3/110EHT B: pacTBOp MypaBbUHOW KMCNOTbl ¢ MaccoBoi aonein 0,1 % B auetoHntpune (CH3CN).
- pacTBop A/1A 3KCTpakumun: metaHosn/soga (1:1) (4ns NpUrotToBNeHNA CTaHAAPTHbIX PACTBOPOB W 3KCTparnposaHus
npo6).

Tab6nuuya D.3— pagneHTHOe pasneneHve

Bpems, MyH O6bemHast gons anoeHTa A, % O6bemHas fons antoeHTa B, %
0 90 10
2 90 10
45 70 30
46 90 10
50 90 10

Ta6nuua D.4— Pe3ynbTaTbl, No/yYeHHble AN HEpa3AenseMbliX CoeauHeHNi

CoeauHenve RT, MyH RR HM
OundnynpegHat (DFP) 38,16 1,31 240
XanbunHoHung (HAL) 38,44 1,32 240
dnyokopTonoHa nueanat (FCP) 42,98 1,48 240
BeknometasoHa aunponuoHart (BCD) 43,16 1,49 240
MponnnnapabeH (ISTD) 29,17 1,00 240

D.9 Mony4yeHHble gaHHble Baingaumn

Mpeaensl 06HapyxeHus, onpeaeneHHbie Ans 60/bWMHCTBA KOPTUKOCTEPOUAOB B pasHbix o6pasiax napgpoMepHo-
KOCMEeTMUYEeCKoi npoaykuumn, npuseaeHsl B Tabnuue D.5.

Ta6nuua D.5— 3HaueHue npegena o6HapyXeHus B NappoMepHO-KOCMETUYECKON NpoayKLum

CoefuHeHuA Morsouko ana tena, % Macno gnsa tena, % Kpem ona tena, %
3tokcudpeHon (MEE) <0,005 <0,005 <0,005
'magpoxuHoH (HQ) / / <0,005
MeTtokcudpeHon (MME) <0,005 <0,005 <0,005
MoHo6eH30H (MBE) <0,005 <0,005 0,010
BetameTasoH (BM) 0,010 0,010 0,010
KopTusoH (CS) 0,010 0,010 0,010
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OkoHuyaHne Tabnuubl D.5
CoeanHeHns

dnyoumHonoHa auetoHug (FCA)
M'mapokopTn3oH (HC)
MpegHnsonoH (PL)
MpeaHn3onoHa cynbobeHsoat (PLSB)
TpuamumHonoH (TRI)
AnknomeTtasoHa gunponunoHaT (ACD)
AMuUnHOHUg (AMC)
BeknomeTasoHa gunponpuoHat (BCD)
BetameTtasoHa auetaT (BMA)
BetameTasoHa gunponpuoHaT (BMD)
BetameTtasoHa Banepat (BMV)
Kno6eTasona nponunoHat (CP)
KnokopTtonoHa nueanat (CLP)
[Je3okcnmeTasoH (DXM)
[ekcameTasoHa auetat (DMA)
[ekcameTasoHa pocat(OMPBE)
OundnykoptonoHa BanepaT(DFCV)
OuncpnynpepHat (DFP)
dnykoTopToHa rekcaHoaT (FCH)
dnyokopTtonoHa nueanat (FCP)
dnypangpeHonung (FDL)
XanbumHoung (HAL)
F'mapokopTn3oHa 6ytupat (HCB)
MomeTasoHa gypoat (MMF)
MpegHukapbat (PCN)
MpeaHunsonoHa auetat (PLA)
MpeaHunsonoHa rekcaHoat (PLH)
TpuamunHonoHa auetoHng (TRA)
Bynesonug (BUD)
Oe3onng (DSN)
OundnopasoHa gnauetart (DFD)
dnymeTasoHa nueanat (FMP)
dnyoumHoHng (FCAA)

rmpgpokopTn3soHa sanepar (HCV)

Monouko gna tena, %
0,010
0,010
0,010

/

/
0,050
0,020
0,020
0,050
0,020
0,050
0,020
0,020
0,020
0,050
0,050
0,020
0,020
0,020
0,020
0,020
0,020
0,050
0,020
0,050
0,020
0,050
0,020
0,100
0,050
0,050
0,050
0,050
0,050
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Macno gnsa tena, %
0,010
0,010
0,010
0,010
0,010
0,020
0,050
0,020
0,020
0,020
0,020
0,020
0,010
0,020
0,010
0,020
0,020
0,050
0,020
0,020
0,020
0,020
0,020
0,010
0,020

/
0,020
0,020
0,050

/
0,020
0,020
0,020
0,050

Kpem gnsa tena, %
0,010
0,010
0,010

/

/
0,020
0,020
0,020
0,020
0,020
0,020
0,020
0,020
0,010

/
0,020
0,020
0,020
0,050
0,020
0,020
0,020
0,020
0,020
0,020
0,020
0,020
0,020
0,050
0,020
0,050

/
0,050
0,050

Ona rngpokoptusoHa auetata (HCAP) u metunnpegHusonoHa auvetata (MPLA) 3HauyeHua He onpeaenssvce.
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