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FOCT EN 16956—2020

Mpeancnoeue

Llenw, ocHOBHLIE NPUHLMMBLI M 0BLKMe NpaBuna npoBedeHnsa paboT No MeXrocyqapCTBEHHOW cTaHgap-
Tusaumm yctaHosnedbl FOCT 1.0 «MexrocynapcTeeHHas cucTeMa cTaHaaptuaaumu. OCHOBHbBIE NMONOXKEHUA»
1 FOCT 1.2 «MexrocyaapcTBeHHasa cuctema ctangapTtusauuv. CTaHaapTsl MeXrocyaapcTBeHHbIe, npaBuna
M pekoMeHZaLuKn No MexrocyaapcTBeHHON cTaHdapTusauuun. Mpaeuna paspaboTku, NPpUHATUS, 0BHOBNEHWS
M OTMEHbI»

CeeneHus o cTaHgapTe

1 MOOrOTOBNEH pecnybrnukaHcKUM YHUTapHbIM NpeanpuaTnem «benopycckuin rocyaapCTBEHHbIN UH-
cTuTyT MeTponoruny (benlMM) Ha ocHoBe cOBCTBEHHOIO NepeBona Ha PYCCKUI A3bIK aHMMOSA3bIYHON BEPCUMM
cTaHgapTa, yKasaHHoro B MyHKTe 5

2 BHECEH lNocynapcTBeHHBIM KOMWTETOM MO cTaHaapTu3auunn Pecnybnuku Benapych

3 NMPUHAT MexrocygapCcTBeHHbBIM COBETOM MO CTaHAapTu3auuu, MeTponorum u ceptudukalmm no
pesynetatam ronocosaHus B AMC MIC (npoTtokon ot 30 sinBapst 2020 r. Ne 126-M1)

3a NMPUHATKE NporosiocoBanu:

KpaTtkoe HaumeHoBaHWe CTpaHbl Kopg ctpaHsbl CoKpalgHHOe HauMeHOBaHWe HaLWMOHANLHOro opraHa
no MK (MCO 3166) 004—97 no MK (MCO 3166) 004—97 no craHgapTuaayum
ApmMeHuns AM 3A0 «HauuoHaneHbIM opraH No cTaHgapTU3auuu
v meTponoruny» Pecnybnvku ApmeHus
Benapyck BY lNoccranpapt Pecnybnuku Benapych
KasaxcraH KZ lNocctanpapt Pecnybnuku KasaxcrtaH
Kupruang KG KblpreiactaHgapt
Poccusa RU PocctaHgapT
TamKkmkmcTaH TJ TagxukcTaHgapt
Y3bekucTaH uz YactaHgapTt

4 lMpwukasom PegepanbHOro areHTCTBa No TEXHUYECKOMY PEryIMpOBaHUID U MeTpornoriM ot 27 gexkabps
2023 r. Ne 1682-cT mexrocygapcteeHHbld ctaHgapT FOCT EN 16956—2020 BBegeH B AeliCTBUE B KayecTBe
HauuoHanesHoro ctaHgapTa Poccuickon ®enepauyun ¢ 1 auBapsa 2025 r. ¢ npaBoMm JOCPOYHOIO NpUMeEHeHUs

5 Hacrtoawwmin ctaHgapT uoeHTudeH eBponeickomy ctaHgapty EN 16956:2017 «KocmeTuka. Ana-
nutnyeckne metogbl. Metog BOXX ¢ Y®-geTekTupoBaHMem Ans MOEHTUMKAUMKM WU aHanMsa rmgpoxXuHO-
Ha, 3(MpPOB TMOPOXMHOHA W KOPTUMKOCTEPOMAOB B KOCMETWMYECKOW MNpoayKuunm Ans OTOenvBaHUSA KOXKU»
(«Cosmetics — Analytical methods — HPLC/UV method for the identification and assay of hydroquinone,
ethers of hydroquinone and corticosteroids in skin whitening cosmetic products», IDT).

EBponenckuin ctaHgapT paspaboTaH TexHudeckum komutetom CEN/TC 392 «KocmeTuka» EBponeiicko-
ro komuteTa no ctaHgaptudauun (CEN).

HaunmeHoBaHWe HacTosLWero ctaHgapTa M3MeHeHO OTHOCWUTENbHO HauMEHOBaHWUSA yKa3aHHOro MeXay-
HapOOHOro cTaHdapTa C Uenblo npuMeHeHnsa obobLliarllero noHATUS B HaMMEHOBaHUKM CTaH4apTa B COOT-
seTcTBumn ¢ FOCT 1.5 (nogpasgen 3.6)

6 BBEJEH BINEPBGLIE
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FOCT EN 16956—2020

HHpopmayus o esedeHuu 8 delicmeue (npekpawjeHuu delcmeus) Hacmosaweao cmaHdapma u uame-
HeHUl K HeMy Ha meppumopuu yKkasaHHbix ebiuie 2ocydapcme nybnukyemcs 8 ykasamensx HauuoHambHbIX
cmaHdapmos, uzdasaemsix 8 amux 2ocydapcmeax, a makxe 6 cemu MiHmepHem Ha calimax coomeemcmey-
OWUX HaUuUOHaIbHbIX 0p2aHoe Mo cmaHdapmu3ayuul.

B cnyyae nepecmMompa, UaMeHeHUs Umu OmMeHbl Hacmosiwea2o cmaHdapma coomeemcemaytowas UH-
gopmayus 6ydem onybnukoeaHa Ha oghuyuanbsHOM UHmepHem-calime MexeocydapcmeeHHO20 cogema o
cmaHOapmu3sayuu, Memponoauu u cepmughukayuu e kamanoee «MexezocydapcmeeHHble crmaHdapmabi»

© OdbopmneHue. ®IBY «MHcTUTYT cTaHgapTuaauuu», 2024

B Poccuiickon ®eaepalmm HAacTOALWMA CTAHAAPT HE MOXKET ObiTh MOMHOCTLIO UMK
o7 YaCcTMYHO BOCMPOM3BEAESH, TUPaXKMPOBaAH M pacnpocTpaHeH B KayecTee ouumansHoro
n3gaHua bes paspelleHua PefepanbHOro areHTCTBa N0 TEXHUYECKOMY PerynupoBaHui

W MEeTponorvm

i
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FOCT EN 16956—2020

BeegeHue

MMOpOXMHOH He O0MYyCKaeTCs K UCTMONb30BaHUI0 B NapdOMEPHO-KOCMETUHECKON NpodyKumnm ana otbe-
NWBaHWS W genurMeHTaunm NaTeH Ha Koxe. M3-3a UMTOTOKCMYEeCcKoro AefCcTBUSA NCMONb30BaHue rMapoxXMHoHa
perynupyetcs. MOpoxX1HOH W Tpu ero acmpa (MoHOMEeTUNoBbIA acbup rugpoxmHoHa (MME), MOHOSTUNOBLIR
achup rugpoxmHoHa (MEE) n moHoBeH3nnoBsbiin achup rugpoxmHona (MBE)) perynupytotcs Permamentom (EC)
Ne 1223/2009 Eeponeiickoro napnameHta u Coeeta oT 30 Hosbps 2009 . MO KOCMETUYECKOW MPpOAYKLMK.
B HacTosilee Bpems ucnone3oBaHue AaHHbLIX BELECTB B 0TOenuBakLLer NPoAyKLUMK A8 KOXW 3anpeLleHo.

MockonbKy genurmeHTauusa aensetca noboqHbIM 3hheKkTOM MECTHO NMPUMEHAEMbIX CTEPOUAOB, KOPTU-
KocTepouAbl MOTYT BbITe MCMOMb30BaHbLl B KAYECTBE COEAVHEHUI B HE3AKOHHO peann3yeMon napgomepHo-
KocMeTHYeckon npogykumu. K kopTukocTeponaam, Hanbonee 4acto BCTPeYaLUMCs B AaHHON NPOAYKLMHA,
oTHocATcs knobeTasona nponuMoHaT, hnyounHoHua, betameTasoHa AUNPONMOHAT M hNyOLIMHONOHA aueToHUA
(cMm. pucyHok 1). KopTukocTepouabl npusefeHsbl B PermamenTte (EC) Ne 1223/2009 no KocMeTUYeCcKon NpoaykK-
L1 B npunoxeHun 2 «lepedeHb BeLLECTB, 3anpeLLeHHLIX K UCNONb30BaHUK B NapdioMepHO-KOCMETUYECKO

npoaykumn» (ccbinoyHelit Homep 300), x ucnonb3oBaHWe B NapdoMepHO-KOCMETUYECKOW NPOAYKLMK 3anpe-
LeHO.

a) Knobertasona b) ®nyounHoHWA c) betamertasoHa d) ®nyouuHonoHa
nponuoHar AunponuoHar aueToHu

PucyHok 1 — KopTukocTepouabl, COOepalllMecs B HE3aKOHHO peanusyemoii napdgoMepHO-KOCMETUYECKOWH NPOYKLIMK

Bce ykasaHHble BellecTBa paboTalT No TOMY e NMPUHUMMY, YTO U TMAPOXMHOH, KOTOPbIX rMaBHbIM 0b-
pasoM UHIMOWpPYeT CUHTE3 MenaHuHa.

KocmeTuyeckasa gupektuea 95/32/EC [2] onuckiBaeT aHanMTUYECKUMA MeTog4 ANA onpeaeneHnsa rugpo-
XWHOHA W Tpex ero ahupoB (MOHOMETUNOBOro acupa rugpoxmHoHa (MME), moHoaTunoBoro adoupa rugpoxu-
HoHa (MEE) n moHobeH3mnosoro acmpa rmgpoxmHoHa (MBE)) B napgoMepHO-KOCMETUYECKOW NpoayKLUUn
Ans ocBeTneHus Koxu. C Lenblo yCOBEPLUEHCTBOBAHWUS M PacNpoCTPaHeHnst 0PuLManbHOro MeToaa MaeHTn-
duKaumm n onpedeneHns KOPTUKOCTEPOUAOB B NapdOMepPHO-KOCMETUYECKON NPOAYKLUWK HACTOSAWMA CTaH-
AapT yctaHaenmMeaeT metog BOXX/Y® ona ngeHTUdMKaLnm n onpegeneHuns rugpoxuHoHa, 3hupoB rmapoxm-
HOHAa N KOPTUKOCTEPOUA0B B NapdoMepPHO-KOCMETUYECKON NPOgYKLMN.
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FOCT EN 16956—2020

M E X I OCVYOAUPTC CTUBTETHHUB # C TAHAOAUPT

npoayYKunA NnAP®@HOMEPHO-KOCMETUYECKAA ONA OTBENUMBAHUA KOXHU

AHanuTu4eckue metoabl.
O6HapyxeHWe U KoNU4YecTBEHHOe onpegerneHue rMOPOXUHOHA,
2c¢hMpoB rMAPOXMHOHA U KOPTUKOCTepouaoB Metogom BIXX/YD

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

Oarta BeepgeHna — 2025—01—01
C NpaBoOM AOCPOYHOro NPUMEHEeHUA

1 O6nacTb npuMeHeHUs

Hacrtoswmin ctaHgapT yctaHaBnueaeT MeTo[ BbICOKO3( DEKTUBHOM XUOKOCTHOM XpomMmarorpadguu ¢ ge-
TEeKTUpOoBaHWeM B ynbTpaduoneToBon obnactu cnektpa (BOXX/Y®) ansg naeHTudmkaumm m KonnyecTBeH-
HOro onpefeneHusa rMapoxXUHOHa, Tpex 3MPOB NTMOPOXMHOHA U YeTblpex KOPTUKOCTePOMAOB, KOTOpPbIe Hau-
bonee yacto oBbHapyxuBalTCA B HE3aKOHHO peanu3yemon oTtbenuBatollen napgrMepHO-KOCMETUYECKON
NpoayKunn ansa Koxu: knobeTtazona nponuoHar, dnyouuHoHng, 6etametasoHa gunponuHat, oryounHonoHa
aueToHuAd.

HacTosawumin ctaHgapT Takke ycTaHaBnueBaeT Meton BIXKX/Y® ana vpeHTudurkaumum 38 kopTUKOCTe-
pOMAOB, KOTOpLIE MOTYT BObITE 0OBHApYXeHbl B 0ThenueatoLlel napoMepHO-KOCMETUYECKOW NpoayKUMKn Ons
KOXM (CMm. npunoxeHue D).

[aHHbI cTaHOapT He NpegHa3HavYeH A8 UCKYCCTBEHHbIX HOTTer U Mbina.

2 CywHOCTb MeToaa

[MpoBy akcTparupyroT CMechio Boga/MeTaHOoN M OCTOPOXHO HarpeBarT AMA 3KCTPaKkuun CoOegUHEHUH, CO-
AepxXawmxcsa B npodykuuu. NonyyeHHyto cmeck hunstpytoT. KonvyuecTeeHHoe onpefeneHve cogepXalyuxcs
B pacTBOpe COEeAWHEHWIA NMPOBOAAT C NOMOLLbL obpalleHHo-hazoson BAOXX ¢ geTekTupoBaHMeM ANOOHO-
MaTpuyHbIM getektopom (DAD).

3 PeakTuBbl

Ecnu He ycTaHOBNEHO MHOE, TO JOMKHBI MCMOMb30BATLCA XMMWYECKNE BelLlecTBa aHannTUYeckon cTe-
MeHW YNCTOThl; BOAa AOMKHA DbiTh AUCTUNNUPOBAHHAS UMW aHanorm4Hon 4ncToThl. MNog pacTBopom cregyet
NOHMMaTk BOAHbIV PAcTBOP, ECNW He YCTaHOBIMEHO MHoe.

3.1 meTaHon ansa BOXX.

3.2 Bopa ons BOXX.

3.3 pacTBOp Anga akcTpakuumu, MmetaHon/sopa (1:1).

CwmewwBatoT 500 cm® metanona u 500 cm® Bogpl (cm. 3.2) B koHn4eckom konbe BmectumocTbio 1 000 cmi,

3.4 onpepgensieMmble coeguMHeHus (cM. Tabnuuy 1).

MapaHune ochbuumnansHoe
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Tatnuua 1— OnpenensemMble CoeqUHEHUA
CoepunHeHue CAS WarotoBuTens?) | Yucrtota, % HCHOHbijaes“;:;f METaH,
AnknometasoHa gunponuoHat (ACD) 66734-13-2 USP 99,2 [Npunoxexne D
AmuumHonug (AMC) 51022-69-6 Sigma 97,9 MNpunoxenue D
BeknomeTtasoHa aunponuoHat (BCD) 5534-09-8 Sigma 99,0 MNpunoxexve D
BetamerasoHa auetat (BMA) 987-24-6 Sigma 98,6 MNpunoxenue D
BetameTtasoH (BM) 378-44-9 Sigma 98,4 MNpunoxexwe D
BerameTa3sona gunponuoHat (BMD) 5593-20-4 Sigma 98,6 I'Ipmpr;c::g:m; B,
betamerasoHa Banepart (BMV) 2152-44-5 Sigma 98,1 [MNpunoxerve D
Byneconug (BUD) 51333-22-3 Ph. Eur. 99,7 MNpunoxenue D
Knoberasona nponuoHar (CP) 25122-46-7 Sigma 98,8 I'Ipmpr;c::g:mze D,
KnokoptonoHa nueanart (CLP) 34097-16-0 UsSP 98,9 MNpunoxexue D
KoptusoH (CS) 53-06-5 Sigma 98,3 MNpunoxenue D
OezoHua (DSN) 638-94-8 Cil 98,0 MNpunoxexue D
HezokcumeTasoH (DXM) 382-67-2 Sigma 99,0 MNpunoxexve D
HekcameTtasoHa docdat (DMPS) 2392-39-4 Sigma 100,2 MNpunoxexue D
[ekcameTtasoHa auetat (DMA) M77-87-3 Sigma 99,0 MNpunoxeHwne D
[Oundbnopasona gnauetart (DFD) 33564-31-7 USP 99.8 [Npunoxenue D
OudonykopTtonoHa eanepat (DFCV) 59198-70-8 Schering / MNpunoxeHwne D
OudonynpegHat (DFP) 23674-86—4 Sigma 99,5 MNpunoxexne D
®nymeTtazoHa nueanat (FMP) 2002-29-1 Farmabios 100,4 MNpunoxerue D
®nyouuHonoHa auetonng (FCA) 67-73-2 Sigma 99,6 I'Ipmpr;oax;::mze D,
dnyouuHorng (FCAA) 356-12-7 Sigma 99,0 '_'p"‘pgc;ﬁ:”; D,
®dryokopTtonoHa rekcaHoat (FCH) 303-40-2 Schering / MNpunoxexve D
®nyokoptonoHa nueanat(FCP) 29205-06-9 Ph. Eur. / [Npunoxerue D
®nypanapeHonug (FDL) 1524-88-5 USP / MNpunoxexwe D
XanbuuHoHng (HAL) 3093-35-4 Sigma 99,0 MNpunoxexue D
MmopokopTtuaoH (HC) 3093-25-4 Sigma 98,0 MNpunoxerue D
Toronto
MmopokopTusoHa auenoHat (HCAP) 74050-20-7 Research 98,0 MNpunoxexue D
Chemicals
MmpopokopTtuaoHa Gytupart (HCB) 13609-67-1 Sigma 99.1 MNpunoxenue D
MgpokopTuaoHa sanepat (HCV) 57524-89-7 Sigma 99,0 MNpunoxexue D
MeTtunnpeaHusonoHa auetat (MPLA) 53-36-1 UsPkP 99.8 MNpunoxenue D
MowmeTasoHa dypoat (MMF) 83919-23-7 USP 99,8 MNpunoxexve D
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OkoH4aHue mabnuus! 1

CoenuHeHne CAS Warotosutens?! | Ynctota, % Vienanesyemsin mezon,
pasgen
MpeaoHukapbat (PCN) 73771-04-7 Ph. Eur. / MpunoxeHwne D
Aventis
MpenHusonoH (PL) 50-24-8 B 98,0 MpunoxeHwe D
Dr
MNpenHusonona auetar (PLA) 52-21-1 Elvansiiois 99,4 MpunoxeHwve D
MNpenHu3onoHa rekcaHoat (PLH) 69164-69-8 Schering / Mpunoxenne D
MNpenHuaonoHa cynbdgobeHzoat Na (PLSB) 630-67-1 Pham;zrafgutlcal / Mpunoxenne D
TpuamuuHonoH (TRI) 124-94-7 Sigma 98,2 MpunoxeHve D
TpuamumHonoHa auetoHug (TRA) 76-25-5 Sigma 99,6 MpunoxeHwe D
. Mpwvnoxexwne D,
mopoxvHoH (HQ) 123-31-9 Sigma >99,9 pasnen 2
. . Mpwvnoxexwne D,
MoHomeTunoBblA acpup rugpoxuHoHa (MME) 150-76-5 Sigma 99,7 paanen 2
y . Mpwvnoxexwne D,
MoHoaTnnoBbIi acoup rugpoxmHoHa (MEE) 622-62-8 Sigma 99,9 paanen 2
. . Mpunoxexwne D,
MoHob6eH3unoebln apup rugpoxuHoHa (MBE) 103-16-2 Sigma 99,5 pasgen 2

a) MpuMepkl N3roTOBMTENEIA.

3.5 noaBuxkHasa thasa gna BIXX, antoeHT A: meTaHon (cMm. 3.1); aneHT B: Boga (cm. 3.2).

3.6 CtaHpapTHbIe pacTBOpbLI

[na npuroToBneHns UCXOOHbLIX PAcTBOPOB B KA4YeCTBE pacTBOpUTENns UCNonb3ykT MeTaHon (cm. 3.1).
CTaHgapTHble pacTBOPbLI FOTOBATCA NyTeM pasbaBneHnss pacTBOPOM AA 3KcTpakumum (cm. 3.3).

3.6.1 WUcxopHbIW cTaHOApPTHLIA pacTBOp MMAPOXMHOHA U ero Tpex 3dMpoB (C KOHUeHTpauuemn
ot 1,2 po 2,4 mricm3)

BaBelunBaloT B MepPHOM konbe BMECTUMOCTLI0 25 cM3 NpubnvauTensHo:

- 0,03 r rMQpOXnHOHa;

- 0,04 r moHOMETMNOBOIO 3hnpa rMMaPOXNHOHA;

- 0,05 r MmoHO3TMNOBOrO adpupa rMapPoOXMHOHA;

- 0,06 r MOHODEH3UNOBOIO achunpa rMapPOXMHOHA.

CHauana BellecTBa pacTeopsitoT B 15 cm® metarona (cm. 3.1), ncnonb3ys npu HeobxogMMocTh nato-
paToOpHbLIA LWelkep, a 3atem 4oBoasaT obbem pacTBOpa METAHONOM A0 METKW. PacTBOp roTOBAT EXEOHEBHO.

3.6.2 UcxogHble cTaHaapTHbIe pacTBopbl (1 Mr/cm3) n paGounit cTaHAapTHLIN PacTBOP YeTbipex
HanBonee 4acTo 0GHapyXUBaeMbIX KOpTUKOCTepouaor (10 mkr/icm?)

BaBeluMBaloT KaxJoe BeLLecTBO OTAENbHO B MEpHOIit konbe BmecTUMocTbio 10 cmS:

- 10 mr BeTameTasoHa QUNpPONMOHAaTa;

- 10 Mr knobeTasona NponuoHaTa;

- 10 Mr chnyounHoHMaa;

- 10 Mr chnyoumnHonoHa aleToHnaa.

CHayana BellecTBa pacTBopsloT B 5 cm? meTaHona (cm. 3.1), ucnonb3ys npn HeobxoaumocTi nabopa-
TOPHbIA LWeVKep, a 3aTem AOBOAAT 0ObeM pacTBOpa MeTaHOIOM 40 MeTKW. [laHHble YeTbIpe pacTBopa MoryT
XpaHuTbCS B TeveHue 6 mec npu Temnepatype 4 °C.

3aTeM roToBAT CMeCb pacTBOPOB 4 KOPTMKOCTEPOMAOB, BBOAA MO 1 cM3 Kaxaoro MCXOOHOro cTaHaapT-
HOrO pacTBOpa CTEKMAHHO MUMETKOM B MepHyto konby BmecTumocTbio 100 cm3. 3aTem foBoaAaT o6bem pac-
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TBOpa cMechl MeTaHon/Boga (oM. 3.3) 0o mMeTku. [1aHHbIA pacTBOp MOXET XPaHUTbCA B TedeHne 6 Hep npu
Temnepatype 4 °C.

3.6.3 NpagyvpoBO4YHbIe pacTBOpPbLI TMOPOXUWHOHA U ero 3 athupos

FpagyVpOBOYHLINA PAacTBOP AOMKEH ObiTb CBEXENpUroToBMNeHHLIM (cM. Tabnuuy 2). C nomoulbio cTe-
KMAHHOW NUNeTk BBOAAT 0ObEM MCXOOHOro cTaHaapTHoro pacTteopa (cMm. 3.6.1) B MepHyto konby v noeoaaT
obbem cMmecklo MeTaHon/soaa (cm. 3.3) 4o MeTK!.

Tabnuua 2— pagyvpoBOYHbIE pacTBOPbI

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 # 240—320—400—480
5 20,0 480—640—800—960

3.6.4 NpagnyvpoBo4HbIe pacTBOPLI YeTbipex Hanbonee YacTo 0OHapPYKMBaeMbIX KOPTUKOCTEPOMAOB

[pagyvpoBOYHbIE PACTBOPbL! AOMKHbI ObITh CBEXENPUIOTORMNEHHbIMK (CM. Tabnuuy 3). C nomoLLbio cTe-
KINSHHOW NUNeTkn BBOAAT 06bEM MCXOOQHOMo CTaH4apTHOro pacteopa (cM. 3.6.2) B MepHyo konby v 0oBoasT
06bem cMeck meTaHon/soaa (cMm. 3.3) 0o METKM.

Tabnuua 3 — pagyvpoBoO4YHLIE PACTBOPLI

Homep rpagynposod- Obbem ucxoaHoro BmecTtumocTs Kok i BE _ sl
HOro pacteopa cTaHaapTHOro pacteopa, oM kon6bl, cm> HUGHTPALS. LPEYMROBOHbIX PACTBOHOR, MKT/CM

6 5 100 0,5

7 5 1,0

8 10 2,0

50
9 20 4,0
10 25 5,0

4 OcHOBHOEe 1 BcnomoraTtenbHoe obopynoBaHue

B pononHeHwue k 06bI4HO Mcnonb3yemoMy nabopaTtopHomy obopynosaHuto TpebyeTtca cnenytowee 060-
pyooBaHuWe:

4.1 aHanUTMYecKne Bechbl C TOYHOCTbLIO B3BewwmBaHus 0o 0,1 mr.

4.2 nabopaTOpHbINA WelKep.

4.3 BogsiHana B6aHA, obecneunsatolan HarpesaHue npu 60 °C.

4.4 BblcoK03( (heKTUBHLIA XXUAKOCTHLIA XpomaTorpad, COCTOALLMA U3:

- ycTpoWcTBa BBOAA Npob;

- Hacoca, No3BonsAwLwero (hopMmpoBaTth rpagueHT 3NIMPOBaHUS;

- gerasartopa,;

- TepMocTaTa KOMoOHOK;

- JeTekTopa ¢ PoTOANOAHOW MaTpuLen;

- NporpamMmMHoro obecnedyeHus.

4.5 memOpaHHbIW ounbTp ANA uUNbLTPoBaHMA Npobbl, HANpMMeEpP W3 NONUNPONUMEHa, pa3mMep nop
0,45 MKMm.

4.6 aHanuTU4Yeckana pasgenuTenbHasa KonoHka, Hanpumep Thermo Fisher Scientific Hypurity Aqua-
star C18)1), anvdon 0,25 M, BHYTpeHHUM guameTpom 4,6 MM, ¢ AMaMETPOM 4acTuL, 5 MKM.

1) 3To npumep npoaykuMK, UMeloLLeiica B nponaxe. WMHopmaums AaHa ans ynobcTBa nonb3oBaTeneid HacTos-
Lero cTaHgapTa W He ABnsieTcs peknamoin EBponelickoro komuTeTa Mo cTaH4apTU3ALMKM 3TOro NpoAyKTa. AHanoru4Has
npoayKkumMa MoxeT ObITb MCNONB30BaHa, ecnv JoKasaHo, YTo oHa obecneymBaeT NonyyeHne Tex Xe pesynsTaTos.
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4.7 ByMmaxHbir hunbTp Ans dpunstpoBaHua npob, Hanpumep UNLTP CpeaHen CKOPOCTU unbTpaunn
anameTtpom 210 mm.

5 MeToauka

5.1 MpurotoBneHue npo6

BaelwmBaioT TouHo 0,5 r npobbl B MepHoit konbe BMecTumocTbio 100 cm3. [o6asnsioT 50 cm? pacteopa
ans skctpakumm (cm. 3.3) 1 BCTpsixuBaroT Konby npy noMoLLM nabopaTopHOro LWenkepa 4o NonyyYyeHus ogHo-
poaHow cycneH3nu. MNMomewwawT cmeck Ha BoaAaHyto 6aHo npy 60 °C Ha 5 MUH ONS YCKOPEHUSA pacTBOPEHUS.
[Mpy HeoBXoOUMOCTK BCTPAXMBAKT ero npy nomMown natopaTtopHoro wernkepa elle pa3. OxnaxgawT konby
00 KOMHaTHOIM TeMnepaTypel U AoBoAAT obbeM pacteopa go 100 cm3 pacTBOpoOM AnA 3KcTpakuum (cMm. 3.3).
OuUNbTPYOT 3KCTPaKT Yepes BymaxHbIi puneTp, a 3atemM Yepe3 MmeMOpaHHbIin counstp (0,45 mkm). B TeueHue
crnegyrwmx 24 4 unsTpaTt BBOAAT B XpomaTtorpad) B COOTBETCTBUM C 5.2.

5.2 XpomaTorpacunyeckue ycnoeus

Mpw ncnonb3oBaHun xpomarorpadga (cM. 4.4) u kornoHku (cM. 4.6) Bbinn ycTaHOBNEHbI crnegylowmne na-
pameTpbl:
- obbeMHas ckopocTk NoToka (noaBukHoW dasel): 1,5 CM3lMMH;
- BpeMs aHanusa: 25 MuH;
- 06bem BBogMmMoNM npobbl: 10 mm3:
- Temnepartypa TepMmocTara: (36 = 2) °C;
- 0BbHapyXeHWe: OMOQHO-MaTPUYHbIA eTEKTOpP ¢ ANMHOW BOMHbI: 240 HM ANs KOpTUMKOCcTepouaos, 295 HM
ON8 TMAPOXWUHOHA U ero aghupoe;
- NogBwWKHas grasa:
- 3MKeHT A: meTaHon;
- anweHT B: Boga.
B Tabnuue 4 npvBeneHsl yCNoBWUSA rpagMeHTHOIO pasfeneHuns.

Tabnuuya 4 — Ycnoeus onga rpaQueHTHOro pasgeneHns

Bpemsi, MUH ObbemHas gong anweHTa A, % O6bemHan aonsa aneHTa B, %
0 5 95
20 80 20
21 5 95
25 5 95

5.3 OBHapyxeHue

OBHapyKeHWe 1 KoNMMYecTBeHHOe onpeaeneHne MoxeT OblTh BbINOMHEHO ¢ noMowwbio DAD (A = 240 Hm
n i =295 Hm).

6 OnpepeneHune

6.1 UpeHTUpMKaumna

[MOPOXMHOH, ahUpbl TMOPOXMHOHA U KOPTUKOCTEPOUAbl MOEHTUMOMUNPYIOTCA NyTEM CPaABHEHUA Bpe-
MeHW yaoepxuBaHus u Y®-cnektpoB npobbl ¢ aHanorMyHbIMM napamMeTpaMn CTaHAapTHbIX PacTBOPOB CO-
eJVNHEHWN.

B Tabnuue 5 npuBeneHbl napameTpbl ANa MOeHTUUKALUN COeQUHEHNIA C UCMOMNB30BaHNEM XpPOMAaTO-
rpacpuyecknx ycrnoBui, yKasaHHblX B 5.2. B npunoxeHun A npuBeneHbl XpoMaTtorpaMmbl rpagyvpoBOYHBIX
pacTBOPOB NpW ABYX ANUHAX BOMH.
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Tatnuua 5— Xpomartorpaduyeckme napameTpsl 48 MaeHTudukaunm coeguHeHnm

CoeauHeHust Rt, MuH A, HM
MAPOXNHOH 4,24 295
MoHomeTrnoeel acomp rugpoxunHoHa (MME) 9,34 295
MoHoaTtunoBei adup rugpoxuHona (MEE) 12,08 295
MoHoBeHaunoBeI achnp rugpoxuHoHa (MBE) 17,54 295
®nyouumHonora auetonua (FCA) 1773 240
®nyoumHoHug, (FCAA) 19,60 240
Knobertasona nponunoHat (CP) 20,55 240
BetameTtasoHa gunponuoHat (BMD) 21,44 240

6.2 KonnyecTtBeHHOE onpegeneHune

KonnyecTBeHHOe onpedeneHue nNpoBoguMTCsa NOcpencTBOM NMUHEHOW perpeccun, OCHOBaAHHOW Ha Mno-
LWaasx NMMKOB BHELHWX CTaHAAPTHbIX PAcTBOPOB. [ pagyMpoBOYHan KpMBas OOMKHA ObiTe NWHERHOM’, a koad-
OULIMEHT KOPPEnsaLUU JoMmKeH bbiTb He MeHee 0,995,

MaccoByto gonto coeguienusi, /100 r, B npobe Bbl4MCAAKT No cregytowen dopmyne:

C-V-100-F
= 71000 - SW ¢
rde R — 3HadeHue KoHueHTpauwmu, % (r/100 r);
C — KOHLIEHTpaLMs COeAMHEHWIA, onpeJeneHHas B pacTeope npobbl nocpeactsom BIXKX, riomd unwm
Mr/cm®;
V — obbem akcTpakTa npobbl, cm3;
SW — macca HaBecku npobsl, T;

F — BO3MOXHbIA KoadhduumneHT pazbaBneHus.

6.3 NpeacrtaBneHue pe3ynsTaTtoB

Maccoeas gons Bblpaxaetcsl B npoueHTax unu r/100 r v okpyrnseTca 4o brnvkailen ecsaTon 4omnm
npoueHTa.
B npunoxeHnsax B n C npuBeaeHsl 4aHHble Banugauun.

7 NMpoTokon UcnbiTaHUN

MpoTOKON MCMNbITAHMIA OOMXKEH copepXaTb AaHHble B cootBeTcTBUMM ¢ EN ISO/IEC 17025 [1] unu no
KpanHen mepe cnegywLlmne JaHHbIe:

a) Bclo MHopmaunio, Heobxogumyo ans naeHTUdukauum npobel (Ba npobbl, NPOUCXOXaeHWe Npobbl,
obo3zHa4veHue);

b) ccbinky Ha HAaCcTOAWMIA CTaHAApT;

c) oaty 1 Mmetoq otbopa npob (ecnu U3BeCTHO);

d) gaty nonyyeHus;

€) 4aty UcnblTaHus,

f) pesynbTaThl UCMBITAHMIA U €OWHULBI, B KOTOPbLIX OHW ObINK BblpakeHbl;

g) Nobble 0coBEeHHOCTH, BhISIBMEHHbIE B XO4€ UCMbITaHWS;

h) nobble onepauun, He ykasaHHble B METOAEe WIM cyuTarlmnecsa HeobsasaTenbHbIMM, HO CNOCODHLBIE
NOBNWSATL HAa Pe3yneTaThl.
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MpunoxeHune A
(cnpaBo4Hoe)

MpuMepbl NONYYeHHbLIX XpOMaTOrpamMmm

B

0 i
-100 ' '

0 2 4

YcnoBHble 0603Ha4YeHUs:

X
Y
1

— BpeMs yAepKUBaHUS, MUH;
— onTuyeckasn nnotHocTe (EOM);
— FMAPOXMHOH (4,235 MUH);

6 8 10 12 14 16 18 20 22 2425 X

2 — meTtunosblil achup rugpoxuHoHa (9,337 MuH);
3 — atunossli achup rugpoxuHoHa (12,081 muH);
4 — BeH3UnoBbIA 3Achup ruapoxrHoHa (17,544 muH)

PucyHok A.1 — lMpumep XxpomaTtorpaMmel, NONYyYeHHON ANSA CTAHAAPTHBIX PACTBOPOB MMAPOXUHOHA

W ero NpocTbIX 3chMPOB C KOHLEeHTpauue ot 0,5 go 1 mr/icm®

120

110
88
75
63
50
38
25
13

-10

T

YcnoeHble 0003Ha4YeHus:

X — Bpems yaAepXuBaHus, MUH; 3 — dpnyounHonoHa auetonug (17,726 mMuH);
Y — ontudeckas nnotHocTb (EOTT); 4  — cpnyouunHonug (19,597 muH);

1 — apbytuH (3,765 MuH); 5 — knobetasona nponuoHat (20,551 MuH);

2 — koureBas kucnota (8,898 MuH); 6 — BetameTasoHa gunponuoHart (21,438 MuH)

PucyHok A.2 — lMpumep xpomaTtorpamMmmMbl, NOMYYEHHOW ANs CTAHAAPTHLIX pACTBOPOB KOPTUKOCTEPOWUAOR
C KOHLeHTpaLumen 5 mkr/cm3
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MpunoxeHune B
(cnpaBo4Hoe)

[daHHble BanMpauun MeToaa KorM4ecTBeHHOro onpegeneHua ruagpoxXuHoHa U ero Tpex acupos

[aHHble Banuaaumm 6einn nonyyeHsl O6beamHeHHoW cnyxBoi nabopatopuin (SCL) MuHMcTEepCcTBa 3KOHOMUKA 1
tunnHaHcoB — JlabopaTopua Lyon-Oullins — Cekumna KocmeTtuka.

Mpenen obHapyxernus: 0,01 % (m/m), onpeneneH npu UCNonNbL30BaHWKM CTaHAAPTHLIX PACTBOPOB Ha TPEX XpoMaTo-
rpadax.

Y

41

YcnoeHble 0603HavYeHus:

X — BpemsA yaepKUBaHUS, MUH; 2 — MeTunoBbll 3cup rmapoxuHoHa (9,458 muH);
Y — onTuueckas nnotHocte (EOM); 3  — atunosbiii 3cnp rugpoxmuHoHa (12,214 muH);
1 — rngpoxuHoH (4,299 mMuH); 4 — BeH3unoBbIi acmp rmgpoxmHoHa (17,665 MuH)

PucyHok B.1 — Xpomatorpamma cTaHOapTHOrO pacTeopa rMapoxXmMHOHa U ero Tpex adhupos
¢ koHueHTpauuen 0,01% (m/m)

Tatnuua B.1— lNpegen konuyecteeHHoro onpegenerdua LOQ nogTeepaeH UCNbITaHMAMK Ha obpasiuax ¢ TOYHO M3Me-
PEHHLIM KONUYECTBOM A06aBMNeHHbIX COeAVHEHWI YETLIPEMS aHANWTUKaMKW Ha Tpex xpoMartorpadax B Te4eHve 5 gHen

Obpaszel: oTOENUBAKLWLNIA KpEM O6pasey; otbenuearoLee Macno
Coaguyenme LOQ, % | RSD* noero- | RSD BHyTpeHHeri Boc-| LOQ, % | RSD noeto- | RSD BHYTpeHHel Boc-
(m/m) psemocTu, % | npoussogumocTtn, % (m/m) psiemocti, % | npouasogumocTtu, %
MopoxuHoH 0,1 23 12,6 0,1 2,8 253
MeTunoBbi achup™ 0,2 0,0 9,2 0,2 3.0 271
3Tunoebln acpup™™ 0,2 2.2 10,9 0,2 2,6 21,0
beHavnnoebIn achup™™ 0,3 1,3 7.0 0,2 3.5 15,6

" 3peck u ganee no Tekcty RSD (Relative Standard Deviation) — oTHOCUTENBHOE CTAHAAPTHOE OTKMOHEHUE.

™ 3peck v nanee no TeKCTy Mo METUNOBLIM 3cOMPOM, 3TUMOBLIM 3chpoM, BeHannoBbLIM achMpOM Noapasymesa-
eTcqd MOHOMETUINOBLIN 3UP MOPOXMHOHA, MOHOSTUNOBLIW 3OUP MTMOPOXUHOHAE, MOHOBEH3UMOBLIA 3PP TMOPOXUHOHA.
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Tabnuua B.2 — JIMHEWHOCTb, NoATBEPKOEHHAA ANA BOCbMUW YPOBHEN rpagyupoBKM (CTAHAAPTHLIX pacTBOPOR) Ye-
ThIPEMS aHanNnUTUKaMy Ha ABYX pasznunyHblx xpomartorpadpax (Ne 2 u Ne 3) B TeueHne 5 gHen

Mony4yeHHoe MakcumansHoe OTHOCUTENBHOE CMeLleHue, %
CoeauHeHne
yp(?_%eg? ! YpoeeHb 2 | YpoBeHb 3 | YpoeeHb 4 YpoeeHb 5 | YpoeeHb 6 | YpoeeHb 7 | YpoBeHb 8
6,3 12,5 25,0 49,9 1249 2497 374.6 499.,4
MAGPOXMHOH mkr/cm3 Mmkr/cm3 MKr/cmS MKr/cm3 mKr/cm3 mkr/cm3 MKr/cm3 MKr/cm3
27,7 10,7 3,7 2,9 -1,6 1,7 1,5 -0,6
} 8,1 16,1 32,2 64,4 161,1 3221 483,2 6442
MeTunoBbIi MKr/cm3 MKr/cM> MKr/cM3 MKF/cM3 MKr/cm3 MKr/cM3 MKr/cMm3 MK/cMm3
ahmp
11,1 ~7.5 -2.5 -1,7 1.8 1,8 1,5 -0,8
X 10,1 20,2 40,5 81 202,5 405,1 607,6 810,2
STUNoBbIN MKr/cm3 MEKF/cM MKF/cM3 MKF/cMS MKr/om3 MKr/cm3 MKI/CM® MK/cMm®
awmp
-11,0 -7,0 3,0 -1,8 1,8 1,7 1,5 -0,8
) 12,2 24,5 48,9 97,9 2448 489,6 7343 9791
BeHannosbIi MKr/cmS MKr/cm® MKr/cm3 MKr/cm3 mkricm3 mkr/cm® MKr/cm3 MKr/cm®
aup
-10,9 -9,0 -5,6 -1.8 2,5 1,6 1,5 -0,8

KoHueHTpawmm (Mkr/cm3) npenctaBnsioT co6oii yepeaHEeHHOe 3HaYeHNE NATH PasnUYHLIX 3HAYEHUIA, NOMYyYEHHBIX
Kaxablil AeHb. Bee aHanuanpyeMele coeguHeHns Bbinv noABeprHyTel TecTy Puwwepa.

Tabnuya B.3 — JlnHerdHOCTL, NOATBEPXKAEHHAA ANA NATU YPOBHEW rpagynpoBKn (CTaHAapTHBIX paCTBOPOB) YETLIPbMS
aHanuTUKaMu Ha OByx pa3nuyHblx xpomatorpadpax (Ne 1 u Ne 2) B TeyeHue 5 gHei

Mony4yeHHoe MakcMManbHoe OTHOCUTENbHOE cMelleHne, %
CoegnHeHne
Yposets 1 (LOQ) YpoBeHb 2 YpoBeHs 3 YpoBeHb 4 YpoeeHs 5
6,4 MKr/cm3 25,5 mkr/cm? 127,7 MKr/cm3 251,7 mkricm® 510,6 mkr/cm3
[MOpPOXMHOH
-40.6 -13,2 ~3,1 6,9 -1,3
8,1 mkr/cm3 16,1 mkr/cm? 32,2 mxr/cmd 64,4 mxr/cm® 161,1 mkr/cm®
MeTunosslit achunp
~353 -6,1 2,7 -1.7 0,4
10,1 mkr/cm3 20,2 mxr/cm® 40,5 mkr/em3 81 mkr/cm3 202,5 mkr/cm3
3TUnoebIn acup
-31.7 -3,9 2,6 =17 0,4
BEeH3NAOBbIi 12,2 mkr/cm3 24.5 mxr/cm?® 48,9 mkr/cm® 97,9 mkr/cm® 2448 mkr/cm®
acbvp 26,7 -5,0 1,9 -1,8 0.4

KoHLeHTpaumn (MKr/cM®) NpeacTaensiioT coboii YCpeaHEeHHOe 3HauYeHUe MATW PaslUMHBIX 3HAYEHUIA, MONyHeHHbIX

Kaxabli AeHb. Bece aHanuanpyeMble coequHeHUs Bbiny noaBeprHy Tl TecTy Guluepa.
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Tatnuua B.4 — Pe3ynsraTMBHOCTL, NOATBEPXKOEHHAA Ha obpa3sue oTOenMBarLLEero Kpema ¢ TOYHO M3MEepeHHbIM
KonM4ecTBOM 06aBNeHHbIX COeOUHEHWI NMPU ABYX YPOBHAX COAEPXKaHWA YETbIPbMS aHanuTUKam Ha TPEX pasnunyHbIX
xpomartorpadhax B TeueHue 5 gHen

Obpasel: oTbenuBaoLWMiA Kpem

0,1 % ans rmgpoxuHoHa 0,2 % ansa

o
R oay  Menmosoro womosoroadwpos | posews: 5y iR,
Peaynbta- | RSD noeto- | RSD BHyTpenHew Boc-| Pesynsta- | RSD noeto- | RSD BHyTpeHHen Boc-
TUBHOCTL | pAemocTu, % | npoussogumocTu, % TUBHOCTE | pAemocTu, % | npousBogumocT, %
MopoxuHoH 12 2.1 12,2 99 1,3 1,6
MeTtunoBbin acpup 97 1,6 91 100 1.4 2,7
OTUNOBbLIA adup 98 1,9 10,8 101 1.5 3.4
BeHannoebin achmp 96 2 7,9 100 1,7 55

Ta6nuua B.5 — PeaynsraTuBHOCTL, NOATBEPXAEeHHas Ha obpasuax oTbenuealowero mMacna ¢ TOMHO M3MepeHHbIM
KONMMYecTBOM O00aBneHHbIX COeAMHEHUA NMpU OBYX YPOBHAX COAEPKaHWA YEThIPbMA aHanNMTMKaMW Ha TPexX pasnu4HbIX
Xpomartorpacdpax B TeueHue 5 oHen

O6pasey;: otbenueatwlee macno

0.1 % gna ruapoxXuHoHa

)
R— Coay, 0% verwnosoro, arunosoro | Yposews: 5 g (it ana .t s
Peaynbra- | RSD noeto- | RSD BHyTpeHHew Boc-| Pesynsta- | RSD noeto- | RSD BHyTpeHHei Boc-
TUBHOCTL | paemocTu, % | npouseogumocTu, % TUBHOCTL | paemocTu, % | npoussogumoctu, %
MopoxuHoH 95 2.8 25,3 100 1,5 3,5
MeTtunoBbin achup 89 3,0 271 98 2,2 6,9
OTUNoBbIA 3dup 94 2,6 21,0 97 2,0 10,2
BeHannosbin acpmp 118 3,5 15,6 100 2.7 17,6

Tabnuua B.6 — MakcumansHoe pacxoxgeHve nosropaemoct MRD B abcontoTHOM BblpaXeHWM ABYX pesynbTaToB,
nony4yeHHbIx 13 30 3Ha4YeHui

O6paseu; kpem O6paszeu;: macno

CoeguHeHune HorivisHtsis MRD Kpwrepuii, yctaHoB- Monvieunsie MRD KpuTtepwuia, ycTaHoB-

yu/ (m/m) * | neHubIA B dupekTuBe yo/ (m/m) | neHHbIn B upekTuse

¢ 95/32/EC, % (m/m) G 95/32/EC, % (m/m)
MmapoxuHoH 2 % (m/m) 0,08 0,13 0,12 0,13
MeTtunosbiv acpup 1 % (m/m) 0,04 0,10 0,08 0,10
Atunoebli acpup 1 % (m/m) 0,05 0,11 0,09 0,11
BeHaunoebli acpup 1 % (m/m) 0,07 0,11 0,142) 0,11

a) 20 n3 30 3HaYeHni Huke NBo paeHel 0,08, Tonkko oaHo 3Ha4eHue pasHo 0,14.

Tabnuua B.7 — MakcumanbHOe pacxoxgeHuwe BHyTpeHHel socnpouzsogumocTi MIRD B abcontoTHOM BbipaykeHun
OBYX pe3ynkTaToB, nonyyeHHbix 13 40 sHavyeHun

Obpaseu: kpem Obpaszey;: macno
CoegunHeHue MonyeHHbie MRD, KpMTePVIIfI, yCTaHOB- MonyuenHsie MRD, Kpmeem, yCTaHoB-
% (m/m) NeHHbl B [Anpektuse % (m/m) NeHHbid B Jupektuse
° 95/32/EC, % (m/m) ° 95/32/EC, % (m/m)
MapoxuHoH 2 % (m/m) 0,12 0,37 0,22 0,37
MeTtunoBeii acpup 1 % (m/m) 0,09 0,21 0,09 0,21
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OkoH4yaHue mabnuus! B.7

Obpaszel; kpem QO6pazeu: macno

CoepguHeHne Kputepui, yctaHoB- Kputepui, yctaHos-
I'Iony;{/eH:qb/ﬁ MRD, neHHell B Iupexktuee I'Iony:/eHrr::':]e’])MRD, nexHbil B dupektuee
b {mim) 95/32/EC, % (m/m) o ( 95/32/EC, % (m/m)
Otunoeei acup 1 % (m/m) 0,10 0.19 0,24 0,19
BeH3unoBblit acoup 1 % (m/m) 0,17 0,112 0,42 0,112

a) [laHHbIil KPUTEPHIA ABMNAETCS HEOGLACHUMBIM MO CPABHEHMIO C APYTMMU KPUTEPUSIMU.

Tabnuya B.8 — ToyHocTh, NOATBEPXKOEHHAA HA ABYX 0BpasLax ¢ TOYHO U3MEPEHHBIM KONMUMYECTBOM A0BaBNeHHbIX CO-
€OWHEHWIA NP OBYX YPOBHAX COAEPKaHWUs YETbIPbMSA aHannTMKamMn Ha TPex pasninyHblX XpoMartorpadax B TeHeHne 5 gHel

O6pasey; kpem oTbenuearoLwnmn Ob6paszey: macno orbenueatouiee
¥YposeHb (LOQ): YposeHb (LOQ):
0,1 % gns ruapoxmHoHa YpoBeHb: 0,1 % ans rugpoxMHoHa YpoBeHb:
0,2 % Ana MeTMNoBOro u 1 % (m/m) ans achupos 0,2 % Ana METUNOBOIO, 1 % (m/m) gna achupos
atnnoeoro acupos 0,3 % 2 % ANs ruapoxmMHoHa ATUNOBOMO U BEH3UNOBOIO 2 % ONsa ruapoxXuHoHa
ans 6eH3unosoro adupa achupos
CoeguHeHve
TouHOCTb b 4 TOYHOCTE o 4 ToYHOCTb b 4 TouHOCTE b 4
=T o S e T o S oK
E5 4 52 B2 5 e
=9 £ =2 F =9 £ =S8
RSDR, [RSDIR, | £ = o | RSDR, |RSDIR, | £ = o [ RSDR, |RSDIR,| £ = ¢ | RSDR, [RSDIR, | £ = ¢
% % |SSEF| % % |SST| o % |SSF| « % |S8°F
3 S S S 0 (o] 5] S (] (] 5] &
TMOPOXMHOH 2,1 12,2 13,9 1,3 1,6 ~18 28 25,3 -5,0 1,56 3,5 0,5
Memnaeri 16 | 91 | 34| 14 | 28 | 01 | 30 | 271 |-109| 22 | 69 | -25
admp
SAmanBsI 19 | 108 | -17| 15 | 34 | 06 | 26 | 210 | -65 | 20 | 102 | -3.3
achup
Betannanii 21 | 79 | 37| 17 | 55 | 03 | 35 | 156 | 177 | 27 | 176 | -03
acup
Mpumeuvanune — RSDR — RSD noetopsemoctu; RSDIR — RSD BHyTpeHHel BOCNPOM3BOAMMOCTU.
Tabnuuya B.9— CranpapTHoe kpyroeoe TectupoBaHune LGC: obpaseul kpema ¢ ruapoXMHOHOM
Liukn KonwueCTBou 3apaHHoe Mony4eHHbIn CTtaHgapTHOE OTKNOHEHWE Z-oUgHKa
nabopaTtopuii 3HaveHwne, % (m/m) | pesynerart, % (m/m) BOCMNPOW3BOAUMOCTU
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—1M11 10 3,1 3,15 0,311 0,13
Tabnuya B.10 — NVWA cnpaBo4yHbIl matepuan
MoaTBepxaeHHoe HeonpeneneHHoCTh, MonyyeHHbINA
Chparie Guefpesnue 3HaveHwue, % (m/m) % (m/m) peaynetart, % (m/m)
CHEK RM 565 Mono4ko gna tena MMopoxuHoH 2,57 0,06 2,63
CHEK RM 604 lNocboH ansa Tena [MopoxuHoOH 2,65 0,06 2,52
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MpunoxeHwne C
(cnpaBo4Hoe)

[OaHHble Banupauuu MeTona KONMMYECTBEHHOrO onpegeneHns YeTbipex HaubBonee 4yacto
BCTpe4Yarwlwunxca KOpTUKocTepoungoB

[aHHble Banuaauun Beinu nonydeHsl O6uwen cnyxboil nabopatopun (SCL) npu MuHucCTEepcTBE 3KOHOMUKM U
thuHaHcoB — nabopaTopua JinoHa-Oullins — EguHas npoaykums — Cekuma KocmeTtuka n HaumoHanbHbIM areHTCTBOM
BesonacHoCcTM MeOMKaMeHTOB WM 340poBbiX npoayktoB (ANSM) npy MuHuctepcTBe 3gpaBooxpaHeHnsa (nabopatopusa
Montpellier-Vendargues. Bnok hy3nko-X1M1U4ecKoro KOHTPOms XMMUYECKUX NpenapaTos U Apyrux ToBapoB MedULIMHCKOro
HasHadeHus, PpaHums).

[Mpenen obHapyxenus: 0,004 % (m/m) npy ncnone3oBaHUK CTaHAAPTHLIX PACTBOPOB Ha TPEX Xpomarorpadax.

vi
14+~
12
10

T

O N B O @

YcnoeHble o6o3HaveHus:

X — Bpems yaepxuBaHus, MUH; 2 — chnyoumnHoHug, (18,997 muH);
Y  — ontudeckas nnotHocTe (EOMM); 3  — knobGerasona nponuoHat (19,925 muH);
1 — donyoumHonoHa auetoHua (17,069 MuH); 4  — bBerameTasoHa gunponuoHart (20,885 MuH)

PucyHok C.1 — Xpomatorpamma cTaH4apTHOro pacTBopa YeTbipex KOPTUKOCTEPONOOB
C KoHueHTpauwen 0,004 % (m/m)

Tabnuua C.1— lNpegen konuyectTeeHHoro onpedenenus LOQ, noaTeepxOeHHbIN Ha obpasle ¢ TOHHO M3MepeHHbIM
KOMUYecTBOM A06aBNeHHbIX COEQUHEHWU YETLIPbMA aHaNMTUKaMn Ha Tpex xpomaTorpadax B TedeHve 5 gHei B SCL un
OOHMM aHaNUTUKOM Ha ABYX XpomaTtorpadax B TedeHune 5 gHerd B ANSM

Obpaseu: kpem oTbenueawLwmin
CoeaunHeHne -
U/LOQ’ RSD nostopsiemocTi, % Rl BHyTRenHEN &
% (m/m) BOCNPOM3BOAMMOCTH, Y%
SCL: 9,1 SCL: 11,6
®dnyouMHonoHa aueToHug 0,01
ANSM: 4,5 ANSM: 17,4
SCL:L5 SCL: 11,8
dnyoumMHoHU, 0,01
ANSM: 5,7 ANSM: 28,2
SCL: 84 SCL: 16,2
Knob6ertasona nponnoHat 0,01
ANSM: 4,3 ANSM: 10,2
SCL: 8,2 SCL: 8,8
berameTtasoHa gunponuoHar 0,01
ANSM: 10,3 ANSM: 12,6
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Tabnuua C.2— JIMHENHOCTL NOATBEPXAEHHAA ANA LWECTU YPOBHEW rpaayupoBKK (CTaH4apPTHLIX PACTBOPOB) YeTbIpb-
MA aHanUTUKaMu Ha Tpex xpomartorpadpax B TedeHue 5 gHert B SCL v ogHMM aHanuTMKOM Ha OBYX Xpomatorpadax B
TedeHune 5 gHen B ANSM

MonyyeHHoe MaKcUMAarnbHOE OTHOCUTENbHOE cMmelleHne, %
CoeguHeHve
YpoeeHb 1 (LOQ) YpoBeHs 2 YpoBeHb 3 YpoBeHb 4 YpoBeHb 5 YpoeeHb 6

dnyoumHonona | 0,6 mkr/cm3 1,1 mxriom® 2,2 mkr/om® 4.5 mkr/cm? 5,6 mkr/cm? 11,2 mkr/om3
aLeToHug -16,3 -6,3 4.5 4.5 =2 -0,9
SCL 0,5 mkr/cm3 1 MKr/cm3 2 Mkr/cm? 4 mkr/cm? 5,1 mMKr/icms 10,1 mkricm3
ANSN 57 3.1 3.0 2.2 13 03
dnyoLnHoHME, 0,5 mkr/cm3 1,0 mrr/cm3 1,9 mkr/cm® 3,9 mkr/cm3 4.9 mkr/cm3 9,7 mkr/cm®
SCL 18,4 -9.9 -0,8 3.1 =23 0,6
ANSM 0,5 mkr/cm3 1 MKr/cm® 2 mkr/cm? 4.1 mkr/cmd 5,1 MKkricmS 10,2 mkricm3

8,4 3.8 -1,6 -1,2 -1,3 0,4
Kno6eTasona 0,6 mkr/cm3 1,1 mxriom® 2,2 mkr/cm® 4.4 mkr/cm? 5,6 mkr/cm? 11,1 mkr/om3
nponuoHat 18,4 -6,2 3,8 2,2 -2,2 0,6
SCLA1 0,5 mkr/cm? 1,1 mkricm® 2,2 mkr/cm? 4,3 mkr/cm? 5,4 mkr/om® 10,8 mkricm?
ANGi 22,2 9.5 33 2,0 47 1,0
BetametaszoHa 0,5 mkr/cm3 1,1 mkr/cm3 2,1 mkr/cm® 4.2 mkr/cm3 5,2 MKricm3 10,4 mkricm3
annponuoHart —21,7 -8,9 4.8 4.4 -2,5 -0,9
SCL 0,5 mkricm3 1 mkr/cm3 2 Mkr/cm? 4 mkr/cm? 5,1 MKricmS 10,1 mkricm3
ANSM 206 2.3 24 16 1.3 06

KoHueHTpawmm, Mkr/cm3, npenctasnaiT coboi YCpeaHEHHOE 3HAYEHNE NATU PAa3NUYHBIX 3HAYEHWIA, NOMYYEHHBIX
Kaxablh AeHb. TecTy ®uwiepa Bbinv NogBeprHy Tl BCe aHanuavpyeMble coeuHeHns B SCL 1 donyolMHONoHa aueToHu,
u priyoumHoHug B ANSM.

Ona Banvoauvn NpenenoB KONMWYECTBEHHOTO ONPEAEneHnsl, pesynsTaTMBHOCTA W TOYHOCTU Bbin M3roToBneH ob-
pasey oT6envBalowero kpema c fobaBneHneM TOHHO U3MEPEHHBIX KONMMYECTB MMAPOXMHOHA W ero achupos. CTaHaapTHele
o6pasLbl KOPTMKOCTEPOUAOB ABNSIOTCA OPOroOCTOAWMMM, UMEIOTCA B HanuM4Mu B HeBonblUMX KonmyecTBax (HECKOMNbKO
COTEH Mr) 1 Mano pacTBOpuUMbl B pacTBopuTene. [Noatomy Tonbko ans yposHs 1 LOQ BoamoxHo 6eino gobaeneHue He-
6onbloro obbema cTaHAapTHOrO pacTeopa B BbiOpaHHbIA obpasey neped nccrnegoeaHveM. [Ana opyrux ypoBHei (ypos-
Hel 2 1 3) nepen ucneiTaHMeM fobasnanack HaBecka nopolukoobpasHoro ctaHgapTHoro obpasua B BelbpaHHbIA obpased,.
MonydyeHHble pesynesTaThl NoKasanu HeadekTUBHOCTE Ao6aBneHusa Ha YpoBHAX 2 1 3, 3a UCKNioYeHWeM BeTaMeTasoHa
avnpo-nuoHaTta. [Ins Tpex gpyrux KOpTUKOCTepoMaoB MeTod AobaBok Ha ypoBHSX 2 W 3 Bbin peann3oBaH eLe pas nyTeM
pobaeneHna Hebonblworo obbema cTaHO4apTHOro pacTsopa Mpu B3BELUWMBaHWW BbibpaHHoro obpasua B MepHyo konby
nepepn aKkcTpaKkumen.

Tabnuuya C.3 — PeaynbraTMBHOCTb, NOATBEPXAEHHAA Ha obpasue oTOenMBaloLlero Kpema ¢ TOMHO M3MEPEHHbLIM
KonuyecTsoM JoBaBneHHbIX COEAUHEHWIA AR OOHOTO YPOBHSA COAEPXKaHUS YEThIPEMS aHanuTUKaMmm Ha Tpex xpomarorpa-

dax B TedeHue 5 gHew B SCL M ogHUM aHanMTMKOM Ha OBYX XpomaTtorpadax B TedeHne 5 gHeld B ANSM

Obpaseu: oTbenuBaroLLMA Kpem
ChBAHEHIRE ¥YposeHs (LOQ): 0,01 % (m/m)
PeaynsratuBHoCTb RSD noetopsiemocTu, % - cﬁ?o?qssg;gzgﬁﬁ, 9

dnyoumHonoHa auetonug SCL 96 9.1 11,6
ANSM 107 4,5 17.4
driyoumnHoHng SCL 104 51 11,8
ANSM 99 5.7 28,2
Knob6etaszona nponunoHat SCL 99 8,4 16,2
ANSM 105 4.3 10,2
betamertazoHa gunponuoHat SCL 115 8,2 8,8
ANSM 103 10,3 12,6
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Tatnuua C.4 — PeaynstaTMBHOCTL, NOATBEPKAEHHAA Ha obpasue oTbenMBaloLero Kpema ¢ TO4HO M3MEPEHHLIM KO-
NMYECTBOM 40BABNEHHBIX COEAVHEHWI ANS OBYX YPOBHEN COAEPKAaHWA YETHIPDbMS aHanNUTUKaMu Ha Tpex xpomartorpadax
B TedyeHue 5 gHen B SCL 1 0gHUM aHanMTMKOM Ha AByX xpomaTtorpadax B TeveHune 5 gHein B ANSM

Obpasel;: oTHenMBarLLUA Kpem.
LNoBasneHue nopolukoobpasHoro cTaHaapTHoro obpasya 8 kpem nepes NpoBedeHnem BCex
ucneiTaduia (SCL). JobasneHne ctaHgapTHOro pacTeopa k Macce Kpema B Konby nepea aKcTpakuuen
CoeavHeHve Yposeub: 0,05 % (m/m) YposeHsb: 0,1 % (m/m)
Pesynsratve- | RSD noetopse- RisD Ehype- Pesyneratue- | RSD noetopse- RS0 BTt
HOCTb MocTu, % AR 1) o HOCTb mocTi, % ceim ikl
BOAUMOCTH, % BOAUMOCTH, Y%
ElIyOIMHETEH 124 13,3 18,1 119 3,6 11,4
aueToHug
SCL 109 2.4 3,6 105 2,5 51
ANSM 114 7.0 19,7 115 6,7 16,8
dnyouMHOHKUE, 118,56 4.0 1.4 97 2,0 17,2
SCL 106 1.8 7,0 108 1,7 5,8
ANSM 88 8,4 16,6 81 6,1 18,7
KneheTadanE 78,1 20,2 22,4 79 9,5 9,6
nponuoHart
SCL 96 1.4 7.5 102 1,7 6,1
ANSM 98 6,0 8,5 95 6,8 7
BeramertasoHa 107 37 56 102 2,2 45
aunponuoHart
SCL 97 2,5 29 104 1,6 4,3
ANSM 95 7.3 8,9 92 54 8,5

Ta6nuua C.5— TouyHocTb NoaTBERXKAEHHAA HA obpasue ¢ TOYHO U3MEPEHHBIM KONMMYECTBOM A0BaBNeHHbIX coeanHe-
HWIA NS TpeX YPOBHEW codep)aHus YeTbipbMS aHanuTUKamMu Ha Tpex XxpomMartorpadgax B TedeHue 5 gHei B SCL v ogHUM
aHanuTUKOM Ha ABYX XpomaTtorpadax B TedeHue 5 gHen B ANSM

Obpazel: oTbenvBaLLnA Kpem
[oBasneHne cTaH4apTHOrO pacTeopa Mnv NopoLLkoobpasHoro ctaHaapTHoro obpasua B Kpem nepepn
nposefeHvem Bcex ucnbitanmi (SCL).
[obaeneHune cTaHOapTHOro pacTBoOpa k Macce Kpema B Kondy nepen akcTpaxkumen.
CoeguHeHue YposeHnb (LOQ): 0,01 % (m/m) YpoBeHb: 0,05 % (m/m) YpoBeHb: 0,1 % (m/m)
TouHoCTb Cuctema- To4HOCTb Cuctema- To4HoCTb Cucrema-
TU4eckas TU4yeckas TUYeckas
RSDR, % |RSDIR, % | "°'Pe" | RSDR, % |RSDIR, % [ "°PeL" | RSDR, % | RSDIR, % | MOrPeL-
HOCTb, % HOCTb, % HOCTb, %
Pryeleneka 9,1 16 -36 13,3 18,1 24,1 3,6 1.4 18,7
aueToHug
SCL 24 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
dnyoumMHoHU, 5.1 11,8 3.5 4.0 11,4 18,5 2,0 17,2 -3,1
SCL 1.8 6,0 7.1 1.7 5,0 8,7
ANSM 5T 28,2 =15 8,5 15,1 -12,8 6,1 17,3 -19,6
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Obpaseu: oTbenueaLWmMn Kpem
NobaeneHue ctaHaapTHOrO pacTeopa unu nopoLwukoobpasHore ctaHgapTHoro obpa3sua B kpem nepeg
nposefeHvem scex ucnbitaHui (SCL).
HobaeneHune ctaHgapTHOro pacTeopa K Macce kpema B Kondy nepes akcTpakumen.
CoeguHeHne ¥YpoeeHb (LOQ): 0,01 % (m/m) ¥YposeHb: 0,05 % (m/m) YpogeHb: 0,1 % (m/m)
To4YHOCTb Cuctema- To4HOCTb Cucrema- To4HOCTb Cwncrema-
Thdeckas TUyeckas TUyeckas
RSDR, % |RSDIR, % [ "O™PW" | RSDR, % | RSDIR, % | "OPEY" | RSDR, % | RSDIR, % | MOrPet”
HoCTh, % HocTb, % HocTb, %
Knehezegana 84 16,2 -1,5 20,2 224 | -219 9,5 9,6 -#1.0
nponuoHar
SCL 1.4 7.5 -4,0 1.7 59 2.2
ANSM 4,3 10,2 5,0 59 9,5 -1,3 6,8 8,8 -4,9
BgTERTIIGHE 8,2 8,8 15,0 3,7 5.6 73 732 45 2,1
aunponuoHar
SCL 2.5 3,1 —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
MpumevyaHne — RSDR — RSD noetopsemocTty; RSDIR — RSD BHyTpeHHe BOCNPOU3BOANMMOCTU.

Tabnuya C.6 — TodHOCTb, NOATBEPKAEHHAA HA KOMMEPYECKOM NEKapCTBEHHOM CPEACTBE AMA OOHOMO YPOBHS CO-
OepXaHusa YeTbipbMSA aHanuMTUKaMK Ha Tpex xpomartorpadax B TedeHne 5 gHelt B SCL M O4HMM aHanuTUKOM Ha OBYX
xpomatorpadpax B TedeHne 5 gHen B ANSM

Obpasel: kpem (KOMMep4eckoe NnekapcTBEHHOE CPeAcTBo)
YpoeeHb: 0,05 % (m/m) YpoeeHb: 0,064 % (m/m)
CoeauHeHne
TouHocTb Cuctematuye- TouHocTb Cuctematuye-
ckasl norpew- cKas norpetu-
RSDR, % RSDIR, % HoCTh, % RSDR, % RSDIR, % HOCTb, %
KnoGetazona 5.4 6.1 -8.0
nponuoHat SCL
ANSM A 8,0 -3,7
BetamerasoHa 47 10,2 ~7.8
avnponuoHaT SCL
ANSM 23 3.1 -5.3
MpumevyaHnune — RSDR — RSD noetopsiemocti; RSDIR — RSD BHyTpeHHEel BOCNPOM3BOAMMOCTU.

HaHHbin MeTog Obin OI'IpOGOBaH npw nposegeHun MemnaﬁopaTopr;x CINUYEHUA C y4yacTtuem BOCbMW YMAaCTHUKOB C
Mcnonb3oBaHMeM KoMMepyeCKnx OOCTYNHbIX ermooﬁpaaH bIX NeKapCTBEHHbIX CpenCTB C U3BECTHLIMWU KOHUEHTpaUunAMK

3TUX OBYX BeLLeCTB.

Tabnwuua C.7 — HapgexHocTb MeToga

O0bpasusl kpema
MapaneTed KnobGetasona BerameTasoHa
nponuoHar AUNPONUOHAT
Yuncno ydacTBoBaBLLMX nabopaTopui 8 8
Yuncno nabopaTopuid, NpeacTaBUBLUMX Pe3ynbTaThl T 6
Yucno BeiBpocoB 0 0
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OkoH4YaHue mabnuyesi C.7

O6pasubl kpema

MNapameTpel Knobetazona BerameTasoHa
nponuoHar AMNponnUoHaT
3apaHHoe 3HadeHue, rf100 r 0,050 0,064
CpenHee apudmeTuyeckoe aHadveHuve X, r/100 r 0,047 0,062
CteneHb obHapyxeHus, % 94.8 97,0
[Mpenen noetopsiemocTtu r, r/100 r 0,006 0,003
CraHpapTHOe OTKMNOHEHWe NoBTOpsAeMocTH S, 1/100 1 0,002 0,001
OtHocuTensHoe CTaHAapTHOE OTKIIOHEHWE MOBTOPSEMOCTU S, o, % 4,2 1.5
Mpenen socnpoussogumocty R, r/100 r 0,010 0,016
CraHpapTHOe OTKITOHEHWe BOCMPOM3BOAMMOCTH Sk, /100 1 0,004 0,006
OTHOCUTENBHOE CTaHA4APTHOE OTKNOHEHWE BOCMPOU3BOAMMOCTH SR rels % 7,5 9.3
KoadhdmumeHT XopeuTua (Xopeutu-R-MHaekc) 1,2 1.5
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MpunoxeHune D
(obsAzaTensHoe)

CKpWHUHroBble MeToAbl ANA UAEHTU(PUKaUWUK TMAPOXUHOHA, TpeX 3(PUpOB NrMOPOXNHOHA
u 38 KopTuKocTepouaos

D.1 CywHocTb MeToaa

MockonbKy KOPTUKOCTEPOWALI HE OOMKHBI UCNOMb30BaTLCA B NapdOMePHO-KOCMETUYECKON NPOAYKLNK U HE A0IMKHbI
NMPUCYTCTBOBATL B KA4ECTBE 3arpA3HUTENEN UNKU NpuMecen, naeHTudukauns ogHOro U3 3TUX 3anpeLleHHbIX CoeaUHEHUA,
npegHaMepeHHO BBEAEHHBIX B NapgoMepHO-KOCMETUYECKYHO NMPOAYKUMIO, MOXET OblTe JOCTATONMHOW OMA NpOBEneHus
KOHTpons peiHKa. Mocne ugeHTUdMKaLuum 3anpeLleHHbIX KOPTUKOCTEPOUIOR, ECNU HEOBXOANMO, TOYHOE KONMMYECTBEHHOE
onpegeneHne aTUX coeguHeHWA 3aTeM MOXeT ObITb BbINOMHEHO C UCMONb30BaHWEM YCTaHOBMEHHbLIX METOAOB.

Obpa3sel aKCTparMpyrT CMeChio Boga/MeTaHoM, 3aTeM OCTOPOXKHO HarpeBatoT, YToObl 3KCTparMpoBaTh CoequHEeHUs,
NPUCYTCTBYIOLLME B Npoaykuuu. MNonyyeHHyo cMeck (huneTpytoT. MaoeHTUUKaLUmM NpUcyTCTBYHOLMX COEQUHEHUIA B pac-
TBOpE MPOBOASAT € NoMoLLbo obpatleHHo-chazoBo BAXKX ¢ geTekTupoBaHUeM ONOAHO-MaTPUYHEIM AETEKTOPOM.

[na pasgeneHua Bcex coeguHeHnin HeoBXoaMMbl OBa pasnyyHbIX rpagvweHTa antoupoBaHna. OCHOBHOW rpagvieHT
3MNIOUPOBaHNS MO3BONAET BblAENWUTL 39 coeguHeHnA 13 43 coeguHeHU B TedeHune 45 muH. [na HepasaeneHHblX coegn-
HEHWIA NPEeAYCMOTPEHO AOMOMNHUTENBHOE rPagMEHTHOE 3MIOUPOBAHNE C UCTMIONL30BAHUEM TEX XE PacTBOPUTENEN.

D.2 PeaktnBbl

McnonbayTca XMMUYecKne BELLECTBa aHanMTUYECKOW CTENMEeHW YUCTOThI, Boga AOMKHA BbiTb OUCTUNNMPOBaHHaA
WM aHaNoOrMMYHOM YMCTOTHI, ECIW He YCTaHOBMNEHO MHoe. o pacTBOpoM crnegyeT NOHWMaTh BOAHLIA pacTBOp, ecnv He
YCTaHOBMNEHO MHOE.

VMcnonb3yT peakTuebl 3.1—3.4, 3.6 1 yKazaHHbIe HUXe.

D.2.1 aueToHuTpun ana BXHX.

D.2.2 mypaBbuHan kucnora, yuctota >98 %.

D.2.3 ataHon ana BaXXX.

D.2.4 NMopnsuxHan caza ana BIXKX

3nioeHT A: gobaensoT 1,0 cm® mypaBbuHoii kucnoTsl (cm. D.2.2) B 500 cm3 Boasl (cm. 3.2) B MepHoit konbe BMe-
cTumocTbio 1 Am3. B3BanTbiBaloT 40 pacTBOpeHUs U A0BOAAT o6beM 40 MeTkM Bogol (cM. 3.2). KoHeuHas KoHLeHTpaums
BOOHOrO pacTBopa MypaBbUHOI kucnotel — 0,1 %.

3noeHT B: gobasnsoT 1,0 cm3 MypasbuHoi kucrnoTsl (oM. D.2.2) k 500 cm? aueToHutpuna (oM. D.2.1) B MepHoi
konBe BMecTUMOCTbI0 1 oMS. B3GanThiBatoT 4o pacTBopeHusi, 1 4oBOAAT 06bem A0 METKU aueToHUTpunom (cm. D.2.1).
KoHeuyHas KoHUEeHTpauua MypaBbuHOW KucnoTsl B auetoHutpune — 0,1 %.

D.2.5 UcxopgHblit pacTBOp BHYTpeHHero ctaHaapTa (1 000 mkr/cm3)

[ns onpegeneHns OTHOCUTENLHOIO BpeMeHn yaepxueaHua (RR) cogepallmxcs BeLEeCTB roTOBAT UCXOAHbLIM pac-
TBOp BHYTPEHHEr0 CTaHdapTa nyTem B3BelUMBaHWA nNpubnuautensHo 10 mr nponunnapabeHa B MepHy Konby BMecTu-
mocTbio 10 cm3. CHauyana pacTBOpsIOT B HeBOMbLIOM KonuyecTee meTaHona (3.1), a aatem goBoaaT o6LEM A0 METKM
METAHOMOM.

B meTone HacTosdwero ctaHgapTa MMapoXMHOH, 3upbl TMAPOXMHOHA U KOPTUKOCTEPOWALI MAEHTU(MULMPYIOT MyTEM
CpaBHEHWA OTHOCUMTENLHOIO BpeMmeHn yaepxueanua (RR), paccumTaHHoro Ans BeLwecTs, cogepxalwmxcs B npobe, ¢ RR
COOTBETCTBYIOLUMX COEAMHEHWI B CTaHAApTHLIX pacTBopax. Ecnu B npobe copepxutca nponunnapabeH unu gpyroe me-
WwaKwLee coeaMHeHVe, MOEHTUUKALWUA MOXKET BbITh BbINOMHEHA HENOCPEACTBEHHO MO BPEMEHW YOEpPKUBaHUA (BMECTO
RR). MNpw HeobxogMmocTy nogTBEPKAEHWNE NOEHTUYHOCTM COEQUHEHWUA TAKKE MOXKET ObITh BBINOMHEHO C MCMOMNb30BaHWEM
obpasua ¢ TOYHO M3MEPEHHBIM KONMMYecTBOM A0OaBMEHHOIO COEAWHEHWUS UMW C UCMONMb30BaHUEM MAacC-CNEKTPOMETPUN
(T. e. NICNONB3YIOT 3MIOEHTLI, COBMECTUMbIE C aHanv3om LC-MS (kmakocTHaa xpomartorpadus/Macc-cnekTpomMeTpus)).

D.2.6 UcxogHble cTaHaapTHbIe pacTeopkl (1 000 mkr/cm3)

[OTOBAT MCXOOHbIE CTaHOAPTHLIE PaCTBOPLI KaXOOro BeLLlecTBa B COOTBETCTBMM ¢ Tabnuuen D.2, BaBecuB npu-
6nuautensHo no 10,0 Mr KaxOoro BeLLecTBa B MepHyto konby BmecTumocTbio 10 cm3. CHayana pacTBOpSIOT HABECKY B
HeBonblwom Konuyectee MmetaHona (cm. 3.1) n 3atem goBoadaT 06bLEM METAHOMNOM A0 METKW.

D.2.7 KauecTBeHHbIN aHanu3 (ngeHTUdUnKauusn)

D.2.7.1 UcxogHble pacTBOpPbI ANA CKPUHUHra

FoToRAT 4 cTaHAapTHbIX pacTeopa (cMecu A, B, C 1 D) nyTem cmetleHus 250 Mm3 kaxaoro BbIGpaHHOTO MCXOOHOMo
pacTBopa B MepHoii konbe BMecTUMOocTbI0 5 cm3. [loBoaaT 06LeM METaHONOM 40 METKW.

D.2.7.2 CMeck cTaHAapTHLIX pacTeopoR A (50 mkr/cm®): rugpoxunoH (HQ), knobetazona nponuorat (CP), drny-
uuHoHua (FCAA), MoHOMeTunoBblM adup rugpoxuHoHa (MME), MoHoBeH3unoBsIn acup rugpoxmHoHa (MBE), moHoaTuK-
noBbIn 3acup ruagpoxnHoHa (MEE), 6etametasona avnponvonat (BMD), donyounHonoHa auetoHug (FCA).
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D.2.7.3 CMecb cTaHAapTHbIX pacTBopoB B (50 mkr/cm3): rugpokopTu3soH (HC), npegHusonoHa cynbdobeHsoar
(PLSB), TpnamunHonoHa auetonug (TRA), npegHnsonoHa auetat (PLA), npekcameTtasoHa auetat (DMA), rugpokopTnsoHa
Banepart (HCV), ancnynpennat (DFP), amumnHoHua (AMC), audnyokopTonoHa eanepart (DFCV), cdonykopTonoHa nueanar
(FCP), ®onyokopTtonoHa rekcaHoart (FCH).

D.2.7.4 Cmecb cTaHOapTHbIX pacTBopoB C (50 mkr/cm3): TpuamumHonoH (TRI), npegHusonoH (PL), 6etamera-
30H (BM), nesokcumetasoH (DXM), 6etamerasona auetat (BMA), ruapokoptnsoHa 6ytupat (HCB), andnopasona ana-
uetat (DFD), xanbunHoHug (HAL), npeaHusonoHa rekcaHoat (PLH), npegHukapbat (PCN), 6eknomeTazoHa gunponnoHar
(BCD).

D.2.7.5 Cmeck cTaHgapTHLIX pacTBopos D (50 mkr/cm3): nekcameTasoHa chocdat (DMPS), koptnaoH (CS), cny-
paHgpeHonua (FDL), nesonmg (DSN), 6ygeconua (BUD), 6betametasoHa Banepat (BMV), donymetasona nusanat (FMP),
anknomertasoHa gunponuoHat (ACD), momeTasoHa pypoat (MMF), knokoptonoHa nueanat (CLP).

[ns uenei naeHTUMKaLMM rOTOBAT 0BLLMIA pacTBOP BELIECTE MyTem cMelueHna 1 cm? Kawaoro npegsapuTensHO
NPUrOTOBNEHHOTO CTaHZapTHoro pacTeopa (A, B, C u D) B MepHoit konbe BMecTUMOCThH 5 M. K nonyyeHHOMy pacTso-
py noBaensioT 100 Mm3 uexoaHoro pacteopa nponunnapabera (ISTD) (eHyTpeHHero ctanpapTa) (em. D.2.5). Noeoaat
obbeM pacTBopa MeTaHOMOM A0 METKW M UCMOMb3YHT ero Ans uaeHTudmKaumMm KopTUKOCTEPOMA0B, KOTOpkIe MOTYT CO-
nepxatbes B npobe. Mony4eHHbI CTaHAAPTHbIA PACTBOP COOEPXKUT KA bl KOPTUKOCTEPOUA B KOHLEeHTpaumu 10 mkr/cm3
1 ISTD B koHUeHTpaLmu 20 MKr/cm3.

B kavecTee ankTepHaTUBbl MOXET BbiTh MPUIOTOBMNEH CTAHAAPTHLIA pacTBop NyTem cMmelledns 100 mm3 kaxaoro
OTAEenLHO B3ATOrO UCXOAHOro pacTeopa (cM. D.2.6) B MepHoii konBe emectumocTbio 10 cm3. 3atem gobaensaiot 200 Mm3
vcxogHoro pacteopa ISTD (cm. D.2.5). Joeogat obvem pacTtBopa B konbe Ao METKM MEeTaHOMoM W UCNOMNbB3YHT ero Ans
MOEHTUMKALMKM KOPTUKOCTEPOUAOB, KOTOPLIE MOTYT COAEpPXaTbCs B aHanusnupyemon npobe.

D.3 AnnapaTypa u obopyaoBaHue

B pnononHeHue K 0BbIYHO Mcnons3yemMomMy nabopaTopHoMy 000pyaOBaHUI0 U BCMOMOraTenbHeIM YCTPOWUCTBAM, yKa-
3aHHbIM B 4.1—4.5, TpebyeTtca cneaytowee obopyooBaHue.

D.3.1 ynsTpa3BykoBaa 6aHA C TEPMOPErYNATOPOM.

D.3.2 marHnuTHasa meluanka.

D.3.3 aHanuTu4eckana xpomaTorpaduyeckan KonoHka, Hanpumep Zorbax Phenyl, anuHoi 0,25 M, BHYTpeHHUM

avameTtpom 4,6 MM, C AMaMeTpom HacTul 5 mrm ),

D.4 Npouenypa

D.4.1 NoagroTtoBka npoGbl

BagewmeatoT TouHo 1 r npobel B MepHyto konby. JucneprupyioT npoby B nonoBuHe obbema pacTeBopa Ansl 3KcTpa-
umm (cM. 3.3, npubnuanTtenbHo 25 cm3) NyTem 3HEPruyHOro NepemelLMBaHUs G MOMOLLbIC NaBopaTopHOro Lelikepa A0
nony4eHust OQHOPOOHOW cycneHswu (yneTpassykoBas 6aHA MOXeT OblTe MCNONL30BaHAa AN YCKOPeHWs akcTpakumu). Mpu
HeobxoAMMOCTH MOMELL AT cMeck B BogaHyto baHio npy 60 °C B TeyeHue 5 MuH, 4TOBbI yny4lunTE AUCNEPTMPOBaHNUE,
3aTeM oxnaxaaloT 1 AoeoaaT ofbem Ao 50 cm® pacTBopoM ANg akcTpakuum (M. 3.3). MepemelunealoT Npoby MarHUTHOM
Mewankon B TedeHne ot 30 MuH o 1 4 n duneTpyoT Yepe3 MeMBbpaHHbIA UNLTP NPEMUYM-KNacca ¢ AMaMeTpoM Mnop
0,45 mkm. BeogaT domneTpat B cuctemy BIXX.

D.4.2 YcnoBusa xpomaTtorpacdpoBaHus
[Mpn vcnonb3oBanvMy annapatypbl (cM. 4.4) n konoHk4 (cMm. D.3.3) pekomeHayeTca NpUAEPKMBATLCA CreayroLmnX
YCINOBWIA;
- oBbeMHas ckopocTb notoka: 1,0 cM3/MuH;
- Bpemd aHanuaa: 45 MuH;
- 06beM BBOAMMOK Npobbl: 10 MM3;
- TemnepaTypa aBTogo3atopa: 5 °C;
- TemnepaTypa TepMocTaTta konoHok: 45 °C;
- obHapyxxeHue: DAD c gnuHoi BonHbel: 240 HM (KopTukocTepoudbl), 295 HM (TMOPOXUHOH 1 ero adumpsl);
- NoABWXHble dasbi:
- AM0eHT A: pacTBop MypaBbUHOW KUCMOTLI ¢ MaccoeoW goneit 0,1 % B Bode;
- aNnoeHT B: pacTBop MypaBbUHONM KUCNOTe! ¢ maccoBoi ponein 0,1 % B aueToHuTpune.
B Tabnuue D.1 npuBeaeHbl ycrioBua rpaqueHTHOro pasgeneHns.

1) 3To NpUMep NpoayKLMK, MMEloLLEiic B npodae. VHdopMauuma fara ana ynobeTea nonb3oBaTenelt HaCToALLEro
cTaHgapTa v He ABNAeTCs peknamoli EBponeickoro KoMMTeTa Mo cTaHaapTU3aUmny 3Toro NpodykTa. AHanorvdHas npoaykums
MOXET BbITk UCTMONL30BaHAa, eCN AoKA3aHO, YTO OHa 0BecneYnBaeT NonydYeHUe Tex Xe pesynsTaToB.
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Tabnuua D.1— pagueHTHOE pasfeneHne

Bpems, MyH Obbemuan gona anweHTa A, % ObkemHan aons anweHdTa 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 O6HapyxeHue
Cm. 5.3.

D.5 OueHka MeTogOB CKPUHUHTIA

D.5.1 UpenTudbukaumnsa

[MOPOXMHOH M KOPTUKOCTEPOUALI MAEHTUULMPYHOT, CpaBHMBAs OTHOCUTENLHOE Bpems yaepxmeanusa (RR) npob u
CTaHAapTHLIX pacTBopoB. B Tabnuue D.2 npuBeaeHsl xpomatorpaduieckue napaMmeTpel Ana naeHTudmkaumMm coeguHe-
HWIA C NPUMEHEHWEM MPEaNOXEeHHOro aHanMTUYeCcKoro MeToga.

YT106bl 06ecneunTb cneundruyiHOCTL 0BHapyKeHWs, naeHTudrKkauma coeguHeHma gna otTbéenMBaHmua KOxnM JomKkHa
BLINONHATECA B [ABa aTana. Ha nepsom atane vaeHTudUKaums oTOENWBAIOLWET0 COEOMHEHUSA, COOEPKALLErocs B 3KC-
TpakTe npobbl, BbINOMHAETCA ¢ ucrnons3oBaHMeM RR 1 npu Heobxooumoctn DAD cnektpoB. B cnydae obHapyXeHus
coeguHeHus, Ans obecnevyeHns NPaBUIbHOW MAEHTUWKALMW peKoOMeHOYEeTCA BBEAEHNE CTaH4AapTHOMO pacTBopa 3Toro
naeHTduumpoBaHHoro oTbenueatoLwero coeguHeHus (BTopoit atan). [pu HeobxoguMmMocTy, Ana NoATBEPKAEHUS UOEHTU-
duKauun coegMHEHUA MOXHO TakkKe UCronb3oBaTe 06pasel, ¢ TOYHO M3MEPEHHbBIM KONMYECTBOM fobaBneHHoro coeau-
HEHWSI UMW Macc-CNeKTPOMETpUMYeckoe obHapyKeHWe (Hanpumep, UCNOMNb3yeMble AMNOEHTLI, COBMECTUMbIE C aHannaom
LC-MS).

OTBenueatoLlLme coeguHeHNs B NapdMEPHO-KOCMETUYECKON NPOOYKLUW ANA KOXM Yalle NpUCcyTCTBYIOT OTAEMb-
HO UMK B Nape, No3ToMy HEMoMHoe pasfeneHne HeKoTOpLIX XpomaTtorpadnyeckmx MUMKOB MOXHO CYMTaTb AOCTaTOYHBLIM.
Kpome Toro, xpomaTtorpaduyeckoe pasgeneHne MOoXeT JoMycKaTb TONBKO MOAEHTUUKALWKI0 MUKOB 1 paspelleHne Mexay
nMKkamun He 0bs3atensHO JOMmKHO BbiTh Bhiwe 1,5. MNonydeHHOe ¢ NOMOLLLK OCHOBHOMO MeToda nonHoe pasgenexve (RS
(koadbcbuumeHT paspewerun) >1.5) 9 coegnHeHnn Ana oTbennBaHNA KOXK yKe onvcarebl B nutepatype (HQ, MME, MEE,
FCA, MBE, FCAA, BMV, CP n BMD).

B tabnuue D.2 npuBeneHsl xpoMmaTtorpadmyeckme napaMeTpbl 418 MOeHTUUKaLUM COeaNHEHNIA,

Tabnuya D.2 — Xpomatorpachuyeckue napaMmeTpbl AnNs uaeHTUMKaUMm coeguHeHnin

CoeauHeHune Rt, MUK RR A, HM
ruapoxuHoH (HQ)) 5,90 0,41 295
MopokopTuaoHa auenoHat (HCAP)R) 9,87 0,68 240
Mertokenderon (MME)?) 10,14 0,70 295
TpuamumHonoH (TRI) 11,15 0,77 240
[ekcameTasoHa docdpat (DMPS) 11,36 0,78 240
3tokcuderon (MEE)2) 11,28 0,78 295
[vopokopTtuaoH (HC) 12,64 0,87 240
MpegHuaonoH (PL) 12,81 0,88 240
KoptuaoH (CS) 13,11 0,90 240
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lpodomxerHue mabnuyst D.2

CoepuHeHne Rt, muH RR A, HM
BetameTtasoH (BM) 14,22 0,98 240
MpeaoHn3onoHa cynecobeHsoat (PLSB) 14,76 1,01 240
®nypanapeHonug (FDL) 16,75 1,15 240
dnyoumHonoHa auetorun (FCA)?) 16,96 1,17 240
TpuamumHonoHa aueTtorug (TRA) 17,25 1,19 240
MoHoBeH30H (MBE)a) 17,74 1,22 295
[HezokcumeTasoH (DXM) 18,47 1,27 240
Hezonup (DSN) 18,75 1,29 240
MpeonnsonoHa auetat (PLA) 18,97 1,30 240
BetameTasoHa auetar (BMA) 21135 1,47 240
MeTunnpegHnaonoHa aueTar (MPLA)D) 21,87 1,50 240
[ekcameTtasoHa auetaT (DMA) 2297 1,58 240
mapokopTtusoHa Gytupat (HCB) 25,66 1,76 240
Byneconug 1 (BUD1) 27,67 1,90 240
Byneconng 2 (BUD2) 30,16 2,07 240
dnyoumHonug, (FCAA)2) 31,49 2,16 240
MopokopTusoHa Banepat (HCV) 31,93 2,19 240
Oudpnopasona gnauetart (DFD) 32,41 2,23 240
BetameTta3soHa Banepart (BMV) 35,15 2,42 240
Dudbnynpennar (DFP)S) 35,71 2,45 240
XanbunHonug, (HAL)S) 35,71 2,45 240
®nymeTtazoHa nueanat (FMP) 37,86 2,60 240
AmumnHoHua (AMC) 38,22 2,63 240
Knoberasona nponnoHat {CP)'”‘) 38,89 2,67 240
IMpeaHu3onoHa rekcaHoat (PLH) 39,31 2,70 240
AnknomeTtasoHa gunponuoHat (ACD) 39,98 2,75 240
BetameTa3soHa gunponuonar (BMD)2) 40,18 2,76 240
MpeaonukapbaT (PCN) 40,46 2,78 240
MowmeTasona dypoat (MMF) 41,22 2,83 240
HudbnykopTtonoHa eanepat (DFCV) 41,50 2,85 240
dnyokopTonoHa nusanat (FCP)C) 42,25 2,90 240
BeknomeTasoHa aunponuoHat (BCD)®) 42,25 2,90 240
KnokoptonoHa nueanart (CLP) 42,93 2,95 240
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CoeaunHeHue Rt, MuH RR A, HM
dnyokopTonoHa rekcaHoat (FCH) 44 .54 3,06 240
Mponunnapabex (ISTD) 14,55 1,00 240

KOCMETUYECKON npoaykKuun.

npoLeaypsl, onucaHHoii B D.8."

b) CDE,EWIHEHVIB BBOOWUTCA OTOENBHO OT CMECHU CTaHOAaPTHbLIX paCTBOPOB.
c) CoBmecTHO anwuupyemMble COSOUMHEHWUA. MAEHTMdJMKaLlHH MOXeT BbITb ocyuwiecTeneHa € WMCnore3oBaHUEM

a) HanBonee 4acTo BCTpedarlleecs oTGenuBalollee coefuHeHWe B HEeaaKOHHO peanuayeMoit napgomepHo-

D.6 MNMpoTokon ncnbiTaHUA
CM. pasgen 7.

D.7 NpuMepbl XxpomaTorpaMM, Nony4eHHbIX NS CTaHAapTHbIX PacCTBOPOB C KOHLEeHTpauuei 50 mkr/cm?

Mp1Mepkl XpomMaTorpamm, Nony4eHHbIX A8 CTaHOapTHLIX PacTBOPOB C KOHLEeHTpaumeil 50 Mkr/cm?, npuseaeHs! Ha

pucyHkax D.1—D.5.

Y

80
70
60
50
40
30

20

10

YenoBHble 0603HaYeHUs:

— BPEMS yAepKMBaHWS, MUH;
— onTtudeckas nnoTHocTe (EOM);
— HQ (5,896 muH);

— MME (10,140 mun);

— TRI (11,152 muH);

— MME (11,284 muH);

— DMPS (11,364 muH);

— HC (12,644 muH);

— PL (12,809 muH);

— CS (13,113 mun);

9 — BM (14,215 muH);

10 — ISTD (14,544 muH);

11 — PLSB (14,760 muH);

12 — FDL (16,747 muH);

0 ND OB WN = <X

20 25 30

13 — FCA (16,955 MuH);
14 — TRA (17,250 muh):
15 — MBE (17,736 MuH);
16 — DXM (18,467 MuH);
17 — DSN (18,751 MuH):
18 — PLA (18,972 MuH):
19 — BMA (21,351 MuH):
20 — DMA (22,970 muH);
21 — HCB (25,658 MuH);
22 — BUD1 (27,673 MuH);
23 — BUD2 (30,157 MuH);
24 — ECAA (31,489 muH);
25 — HCV (31,923 Mun);
26 — DFD (32,410 muH);

35

27
28
29
30
31
32
33
34
35
36
37
38
39
40

40

45 X

— BMV (35,150 muH);

— HAL + DFP (35,713 muH);
— FMP (37,864 muH);

— AMC (38,224 MmuH);

— CP (38,887 MuH);

— PLH (39,307 muH);

— ACD (39,977 muH);

— BMD (40,147 mun);

— PCN (40,457 muH);

— MMF (41,217 mun);

— DFCV (41,498 muH);

— FCP+BCD (42,250 mMuH);
— CLP (42,930 mun);

— FCH (44,538 muH)

Pucynok D.1 — Xpomatorpamma ana obLeit cMecu cTaHaapTHbIX pacTBOPOB

" YeTpaHeHa oneyaTka B HacTW CCbinKK Ha npunoxeHue E (cnosa «npunoxeHue E» aameHeHs! Ha «D.8»).
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YcnosHble 06o3HaveHus:
X — Bpems yAepK1BaHUS, MUH; 3 — MEE (11,289 muH); 7 — FCAA (31,530 muH);
Y — ontudeckasa nnoTtHocTe (EOM); 4 —ISTD (14,564 MuH); 8 — CP (38,920 MuH);
1 —HQ (5,912 mun); 5 —FCA(16,989 muH); 9 — BMD (40,175 muH)
2 — MME (10,142 muH); 6 — MBE (17,767 muH);
PucyHok D.2 — Xpomatorpamma ctaHgapTHoro pactesopa A
Y
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40
20
0 e
20+
1 1 1 1 1 1 | | 1
0 5 10 15 20 25 30 35 40 45 X
YcnoeHble obo3HaYeHus:
X — BpeMms yaepK1BaHUs, MUH; 4 —TRA(17,226 muH); 9 — AMC (38,218 MuH);
Y — onTtuyeckas nnotHocTe (EOM); 5 — PLA (18,953 muH); 10 — DFCV (41,510 muH);
1 —HC (12,629 muH); 6 — DMA (22,926 muH); 11 — FCP(42,242 muH);
2 — PLSB (14,535 mnH); 7 — HCV (31,860 muH); 12 — FCH (44,551 MuH)
3 — ISTD (14,721 muH); 8

— DFP (35,665 mMuH);

PucyHok D.3 — Xpomatorpamma cTtaHgapTHoro pacteopa B
22
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YcnoeHble 0603Ha4eHus:

X
Y

W N =

— BPEMSA YAEPKUBAHWA, MUH;
— onTudeckas nnotHocTe (EOM);
— TRI (11,161 mun);
— PL (12,827 muH);
— BM (14,236 muH);

w~N o G b

15 20 25

— ISTD (14,569 muH);
— DXM (18,507 muH);
— BMA (21,408 muH);
— HCB (25,735 muH);
— DFD (32,469 muH);

40 45 X

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

PucyHok D.4 — XpomaTtorpamma ctaHgapTHoro pacteopa C

80

40

1 | 1

YcnoeHble 0003Ha4YeHus:

X
Y

1
2
3

— Bpems yaepxnBaHus, MUH,

— onTudeckas nnotHocTe (EOM);
— DMPS (11,351 mun);

— CS (13,099 mun);

— ISTD (14,533 muH);

o~ o G A

15 20 25

— FDL (16,724 muH);
— DSN (18,731 muH);
— BUD1 (27,629 MuH);
— BUDZ2 (30,119 mun);
— BMV (35,120 muH);

40 45 X

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

PucyHok D.5 — Xpomatorpamma ctaHgapTHoro pacteopa D
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D.8 AnbTepHaTUBHLIA MeTog BAOXX/Y® ana ngeHTUUKauMmM HepasaenaembiX CoeaUHEeHUA

Bbinu paspaboTtaHbl 4ONONHUTENBHBIE YCNOBUS XpoMartorpadvnpoBaHns Ans pa3neneHus AByX COEAVHEHUIA, Hepas-
OenseMblX B paHee npeanoxerHbix ycnosuax (DFP + HAL, FCP + BCD).

YcnoBus XpoMartorpagupoBaHuns:

- aHanuTu4yeckas konoHka: Zorbax Phenyl gnuHoi 250 cm, BHYTpeHHUM auameTpom 4,6 MM, ¢ AMaMeTpOoM 4acTuL

5 MKkm;
- 0BBLEeMHas cKopocTb noToka (pacxof anoerTa): 1,0 cv3/MuH;
- AnvHa BomHbI: 240 HM ANs KOPTUMKOCTEPOUAOB, 295 HM ANg ruapoXMHoHa U ero 3chnpos,
- Bpemsa aHanuaa: 45 MuH;
- 06bem BBOAMMOM Npobkl: 10 Mm3;
- TemnepaTypa aBTogo3satopa: 5 °C;
- Temnepatypa tepmocTarta: 45 °C;
- obHapyxeHve: DAD;
- rpagVMeHTHOE 3MKUPOBaHKE:
- antoeHT A: pacTBop MypaBbUHOW KMcnoTel ¢ Maccoeon gonei 0,1 % B Boge;
- aMoeHT B: pacTBop MypaBbUHOM KUCMOTLI ¢ Maccosol aonen 0,1 % B auetoHutpune (CH,CN).
- pacTBOp ANS 3KCTpakuuv: metaHon/soga (1:1) (ans npurotoBneHus cTaHAapTHBIX PACTBOPOB WM 3KCTparnpoBaHus
npo6).

Ta6nuua D.3 — pagueHTHoe pasgeneHue

Bpemsi, MuH O6bemHan gond aneHTa A, % ObbemHas gons anexTta B, %
0 90 10
2 90 10
45 70 30
46 90 10
50 90 10

Tadtnuua D.4 — PesynbraThl, NONy4eHHbIE ANA HEpasgenaemMbIX COequHEeHNI

CoeguHeHue RT, MuH RR A, HM
OudonynpenHart (DFP) 38,16 1,31 240
XanbuuHoHng (HAL) 38,44 1,32 240
®nyokopTonoHa nueanart (FCP) 42,98 1,48 240
beknometasoHa gunponuoHat (BCD) 43,16 1,49 240
Mponunnapaben (ISTD) 29,17 1,00 240

D.9 Mony4eHHble gaHHblIe Banugauuu

Mpenensl obHapykeHws, onpegeneHHble Ans GonbLUMHCTBA KOPTUKOCTEPOMAOR B pa3Hbix obpa3suax napgomMepHo-
KOCMETWYECKOW NpoayKkuuK, npuBedeHsl B Tabnuue D.5.

Tabnuua D.5— 3HaueHue npegena obHapyxeHUa B napproMepHO-KOCMETUYECKON NPOAYKLUWK

CoeguHeHna Monouko ansa Tena, % Macno ana tena, % Kpem ans tena, %
StokcudpeHon (MEE) <0,005 <0,005 <0,005
MmapoxmHoH (HQ) / / <0,005
MeTokcudperon (MME) <0,005 <0,005 <0,005
MoHoBeH3oH (MBE) <0,005 <0,005 0,010
BetameTtasoH (BM) 0,010 0,010 0,010
KoptusoH (CS) 0,010 0,010 0,010
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OkoHyaHue mabnuus! D.5

FOCT EN 16956—2020

CoeguHeHus Monouko ans tena, % Macno ans tena, % Kpem ans tena, %

driyoumnHonoHa auetoHug (FCA) 0,010 0,010 0,010
vopokopTtusoH (HC) 0,010 0,010 0,010
MpenHusonoH (PL) 0,010 0,010 0,010
MpenHu3onoHa cynedobersoat (PLSB) / 0,010 /

TpuamumHonoH (TRI) / 0,010 /

AnknometasoHa gunponuoHat (ACD) 0,050 0,020 0,020
AmuUMHOHMEI (AMC) 0,020 0,050 0,020
BbeknomeTtasoHa aunponpuoHat (BCD) 0,020 0,020 0,020
BetametaszoHa auetat (BMA) 0,050 0,020 0,020
Betamerasona gunponpuonar (BMD) 0,020 0,020 0,020
BetametaszoHa sanepat (BMV) 0,050 0,020 0,020
Knob6etaszona nponvonar (CP) 0,020 0,020 0,020
Knokoptonona nusanar (CLP) 0,020 0,010 0,020
HesokcnmetasoH (DXM) 0,020 0,020 0,010
[ekcameTasoHa auetat (DMA) 0,050 0,010 {

HekcameTasoHa ¢poccat(DMPS) 0,050 0,020 0,020
[OundpnykopTtonoHa sanepat(DFCV) 0,020 0,020 0,020
OudonynpenHat (DFP) 0,020 0,050 0,020
dnykoTopToHa rekcaHoat (FCH) 0,020 0,020 0,050
dnyokopTtonoHa nueanat (FCP) 0,020 0,020 0,020
dnypangpeHonug (FDL) 0,020 0,020 0,020
XanbyunHonua (HAL) 0,020 0,020 0,020
vaopokopTtusoHa Bytupar (HCB) 0,050 0,020 0,020
MomeTasoHa dypoaT (MMF) 0,020 0,010 0,020
MpenHukapbat (PCN) 0,050 0,020 0,020
MNpenHu3onoHa auetar (PLA) 0,020 / 0,020
[MpenHu3onoxa rekcanoat (PLH) 0,050 0,020 0,020
TpuamuyunHonoHa auetoHug (TRA) 0,020 0,020 0,020
Bynesonng (BUD) 0,100 0,050 0,050
OezoHug (DSN) 0,050 / 0,020
[Oundpnopasona anauetat (DFD) 0,050 0,020 0,050
dnymetasoHa nueanar (FMP) 0,050 0,020 /

dnyouuHoHua (FCAA) 0,050 0,020 0,050
[vopokopTusoHa Banepart (HCV) 0,050 0,050 0,050

Ona rmuppokoptusoHa auetata (HCAP) u MmetunnpegHusonoHa auetata (MPLA) 3HaueHns He onpegensanunce.
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Bubnuorpadun

[11 ENISO/IEC 17025 General requirements for the competence oftesting and calibration laboratories (ISO/IEC 17025)
(OBwme TpeboBaHMA K KOMMETEHTHOCTU MWCMbITATENbHLIX W MOBEpPOYHBLIX nabopatopui
(ISO/IEC 17025))

[2] Cosmetic directive 95/32/EC «ldentification and determination of hydroguinone in cosmetics» (MoeHTudukaums n
onpefeneHve ruapoxmMHoOHa B KOCMETUKE)

[3] GIMENO P, MAGGIO A.-F., BANCILHON M. et al. HPLC/UV method for the identification of hydroquinone, ethers of
hydroquinone and corticosteroids possibly used as skin whitening agents in illicit cosmetic products. J. Chromatogr.
Sci. 2015, pp. 1—10. DOI:10.1093/chromsci/lbmv147 (MeTton BXX/Y® ana woeHTudmkaumm ruapoxvHoHa, acu-
POB rMAPOXMHOHA U KOPTUKOCTEPOMOOB, MCMOMNb3YeMbIX B KA4eCTBE areHTOB B HE3aKOHHO peann3yeMoin KocMeTuye-
CKOWM naploMepHO-KOCMETUYECKOW NPoaYyKUMIA 0TOENMBaHWS KOXK)

YK 665.584.014:543.544.5.068.7(083.74)(476) MKC 71.100.70 IDT

KntoueBkle cnosa: npooykuuaA I'IapCbI'DMepHD—KDCMETW-IECKaH, OT69]'IVIBEHOLL|EF| npoaoykuna, rmapoxmHoOH, GCbM-
Pbl TMOPOXWHOHA, KOPTUKOCTEPOUObLI, MAaCC-CNeKTPOMETPpUA

TexHwdeckui pegaktop B.H. lNpycakosa
Koppektop C.H. @upcosa
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CpaHo B Habop 09.01.2024. lMognucaxo B nedate 18.01.2024. dopmat 60%84%. MapHuTypa Apuan.
Yen. ney. n. 3,72. YJy.-u3n. n. 2,98.
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