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10 pe3yjibTaTaM HCClleJoBaHus oOpasia npemnapara «Sleepine»

[lenv  npoeedenus uccredoéanuti: YCTAHOBICHHE MOJJIHHHOCTH (apMipenapara
«Sleepine».

Obpa3zyel npeoocmasnenst. Envenom Pharm.

Obvexm uccnedosanus: eKapcTBeHHas (opMa — Karcyiibl

Onpeoensemvle  komnonenmol: (eHUOYT (y-aMUHO-B-PeHUIMACHIHAS KHCIIOTA), Y-
aMHHOMACJIsTHasl KUCJIoTa, S-THApoKcuTpunrodan, menatoHun (N-[2-(5-metokcu-1H-uanon-3-
WJI)3THJI|-3TaHAMU [T).

Memoo uccnedoeanuii: BbICOKOIp(EKTUBHAS KUIAKOCTHAs Xpomarorpadus ¢ Macc-
CIIEKTPOMETPUUECKHUM JIETEKTUPOBAHUEM B PEIKUME BBICOKOI0 pa3peIIcHHS.

Cpeocmea wusmepenuu:  BIOXKX-MC/MC Beicokoro paspemenus ¢upMmsl «Thermo
Scientificy» (CI1IA), xpomaTorpad moxens DionexUltiMate 3000 u macc-criekrpomerp Q Exactive
(anexrpocnpeit HESI - II B pexxume noI0XKUTEIbHONR HOHHU3AIIHH)

Kpamxkas xapakmepucmuxa oopaszya, npeocmasieHHo20 HA AHANU3

ToproBoe HazBanue npenapara: «Sleepine». JlekapcrBennas popma — kancyisl. BHemnHwmii
BH /I [Iperapara: mopoIIoK B Karcyjie CuHe-0e1oro mpera.

AKTUBHBIE KOMITOHEHTHI:

1) ®enudyt (y-amuHO-B-penunmacisnas kucyiora), 6pyrro-popmyna: CioHsNO,.

2) y-AMHHOMaACIIsHAs Kuciiora, Opyrro-gpopmyna CsHoO,N.

3) S-I'unpokcurpunrodan, 6pyrro-popmyia CyHjz N>Os.

4) Menaronun (N-[2-(5-merokcu-1H-unnon-3-un)atunl-aranaMun), OpyTrro-hopmyia
Ci3His N2O,.

Ilooecomosxa obpasya k BOJKX ananu3zy



Karncyny pactBopsiid B 5 mut Metanousa (qucteiid s BOXX). [IpuroroBnenHbId pacTBOp
pa36asisimi MeraHonoM B 100 pas u aHanusupoBamn 5 Mkn MetogoM BIKX-MC Beicokoro
pa3perneHus.

Ob6opyoosanue u ycnosus npogedenus BOJKX-MC ananusza

YKunkocrhsiit xpomarorpad UltiMate 3000, ¢ mace-cenexTuBHEIM feTekTopoM Q-Exactive.
Pe)kuM MOHM3ALMH: MOHM3ALMS dJIEKTpopaciblieHneM. XpoMarorpadg odopynoBaH KOJIOHKOH
Zorbax SB-C8 mmnOM 15 ¢cM, BHYTpeHHHM auamMeTrpoM 4,6 MM, ¢ pazMepoM yacTuil 1,8 MKM.
Pexxum saroupoBaHus rpaAueHTHbIN: 30eHT A - 0,1% pacTBop MypaBEMHOH KHMCIIOTHI B BOJE,
MOEHT B — aleTOHUTPHII, COOTHOIICHHS KOMITOHEHTOB MOJBHXHOM (a3bl mpeJCTaBIeHbI B
tabmuue 1. O6beMHas CKOPOCTh IMOJIBMKHOMN (ha3bl uepe3 KoJIoHKY — 0.4miu/MuH. Temnepatypa
TepMmocrara KoJIoHKH 35 °C. O6beM BBOAMMOM MpoOBI I aHAIH3a 5 MKIL.

Tabmuna 1 — CooTHOIIEHUSI KOMITOHEHTOB IO ABHKHOM (a3l

Bpewms % b
0 10
b 10
20 90
40 90
40,1 10
45 10

YenoBus paboThl Macc-CeIEKTHBHOIO JIETEKTOpa: IMOTOK raza-ocymmurens 45 y.e. [Torok
BcriomoratesnbpHoro raza 12 y.e. JlaBnenuwe Ha pacnbumurene 35 psi. Temmeparypa rasa-
ocymmrens 350 °C. Temmeparypa BcrnomorarenbHoro mnoroka 400°C. Hampsokenue Ha
kamuispe 3500B. JlerekTupoBaHue B pEeXHME CKaHUPOBAHHUS TIO TMOJHOMY HOHHOMY TOKY
(SCAN): perucrpaiust HoHOB B auana3zone m/z ot 100 xo 1500 B monox)HUTEIEHON HOHU3ALUH.

Hoenmugurayus xomnonenmos obpasya npenapama memooom BIKX-MC evicokoeo
paspeuieHus

VnenT(dUKAIMIO KOMIIOHEHTOB MPOBOJMIM II0 TOYHOH Macce COOTBETCTBYIOLIETO
MPOTOHUPOBAHHOI'O MOJIEKYJIIPHOTO HOHA [M+H]".

Hoenmugurxayus genubyma

Ha pucynke | mnpuBeneHa Macc-xpoMarorpaMma M MacC-CIIEKTp, IOJIy4€HHBIC IIPDH
aHaJM3e pacTBopa obOpasua mnpenapara «Sleepine» Merogom BIXX-MC pekoHcTpyHpOBaHHAS

no Tounoit macce herudyra [M+H] —180,1019.
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Pucynok 1—Macc-ciekTp ¥ Macc-XpoMaTorpaMmMa pacTsopa oOpasua npenapara «Sleepine»
PEKOHCTPYHPOBaHHAs 10 TOYHOU Macce dhenudyTa [M+H] - 180,1019

Xpomarorpapuueckuif MUK € BPEMEHEM YACPKHMBAHUA 7,91 MHH COOTBETCTBYET
ompeeNsIeMOMY COCIMHEHHIO. ODKCIECPUMEHTATbHO 3apEruCTpUpOBaHHaAA macca 180,1019
OTK/IOHEHME OT TEOPETHIECKOH cocTapiseT meHee 0.1 ppm. Onmbka H3MepPeHUs TOYHOH MaCCHI
M 3JeMEHTHOro cocraBa MoHA (OTIMYHE H3MEPEHHOH MAacChl OT pacyeTHON) < 5 ppm, 4TO
CBHJIETEILCTBYET O JOCTOBEPHOH HAECHTHPHUKAIMH,

Hoenmuguxayust y-amuHOMACIAHOU KUCIOMbI

Ha pucyHke 2 TpHBEJEHA MAacc-XpoMaTorpaMma M Macc-CreKTp, MOTydeHHbIC npu
aHaIM3€ pacTBopa odOpasia mpenapara METOAOM BYKX-MC peKkoHCTpYHpOBaHHAs 10 TOYHOH

Macce y-aMHHoMacIsHo#H kucnoTsl [MAH]' — 104,0706.
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Pucynok 2 — Macc-criexTp u Mmacc-xpomarorpaMmma pactBopa odpasma npemnapara «Sleepine»
PEKOHCTPYMPOBAHHAS 110 TOYHOM Macce y-aMHHOMAacIsHoM kucsaoTel [M+H] - 104,0706

XpoMarorpaQpuyeckuil MUK ¢ BpEeMEHEM yaepxkuBaHusS 3,88 MHH COOTBETCIBYET

ONpPECIIEMOMY COCIAUHEHUIO. JKCIIEPUMEHTAILHO 3aperucrpupoBanHas Macca 104,0710

OTKJIOHCHHE OT TeopeTH4YeCKou cocTaBisieT MeHee 0.1 ppm. Oummbka u3mMepeHus TOUHOH MacChl

H 3JIEMEHTHOIO COCTaBa MOHa (OTIMYME M3MEPEHHON MacChl OT pacueTHoM) < 5 ppm, UTO

CBUAECTEIBCTBYET O JOCTOBEPHOM MICHTH(UKAIINH.

Hoenmugpuxayus 5-eudpoxcumpunmodgpana

Ha pucynke 3 mnpuBeneHa Macc-xpoMarorpaMMma M MacC-CIEKTp, MOJYYeHHBIE IpH

aHaJM3€ pactBopa oOpasua npenapara «Sleepine» merogom BOXX-MC pekoHCcTpynpoBaHHas

[0 TOYHOM Macce S-ruapokcurpuntodana [M+H] — 221,092
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Pucynok 3 — Macc-ciiektp ¥ Macc-xpoMarorpaMma pactBopa oOpasiia npemnapara «Sleepine»
PEKOHCTPYHPOBAHHAS 110 TOYHOM Macce S-ruapokcurpunrtodana [M+H] — 221,092

XpomaTorpaQuueckuii MUK ¢ BpeMeHeM yaepxuBaHus 6,08 MHH COOTBETCTBYET
OIpPEECNIIEMOMY COEJUHEHUIO. OKCIIEPUMEHTAIBHO 3aperucTpupoBaHHas wmacca 221,092
OTKJIOHEHHE OT TeopeTHUecKOH cocraBisier MeHee 0.1 ppm. Ommubka H3MepeHust TOYHOH MacCChI
M SJIEMEHTHOIO COCTaBa HMOHa (OT/IMYME HM3MEPEHHOU Macchl OT pacdeTHoi) < 5 ppm, uTO
CBUIETENBCTBYET O JIOCTOBEPHOU UICHTU(DHUKAIIWH.

Hoenmugpurxayus meramoruna

Ha pucynke 4 mnpuBejeHa Macc-XxpoMarorpaMma M Macc-CIEKTp, MOJyYeHHBIE IpH
aHaJIM3e pactBopa obOpasua npenapara «Sleepine» merogom BOXX-MC pekoHcTpyHpoBaHHas

1o TouHoM Macce MenartonuHa [M+H] — 233,1284.
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PrcyHOK 4 — Macc-CIIEKTp B Macc-XxpoMaTorpamMa pactBopa obpasia npernapara «Sleepine»
PEKOHCTPYHpOBaHHAs 10 TOUHOM Macce Menaronnna [M+H] —233,1284

XpomarorpaQUuyeckuii MUK C BpeMEHEM ylaepxkuBaHus 16,92 MHH COOTBETCTBYET
ONPEEIIEMOMY COEJIMHEHUIO. JKCIIEPUMEHTAIBRHO 3aperucrpupoBanHas Macca 233,1285
OTKJIOHEHHE OT TeopeTrudeckoi cocraBnsier MeHee (0.1 ppm. Ommbka u3MepeHus TOUHON MacChl
M JJIEMEHTHOIO COCTaBa MOHa (OTIMYME M3MEPEHHOM MaccChl OT pacueTHO) < 5 ppm, UTO
CBUIETEIILCTBYET O JOCTOBEPHOU HUAEHTH(DHUKAIIUH,

3aknouenue

B pesyibrare npoBeIeHHBIX HCCIIEOBAHUN OBUIO MOATBEPXKAEHO, YTO B IIPEACTABIEHHOM
Ha HcclieloBaHue oOpasue npenapara «Sleepine» coaepKarcs CHEAYIONIHE JAEHCTBYIOIIHE
BemecTBa: (GeHubyr (y-amMuHO-B-peHHIMACISIHAS KHCIO0Ta), Y-aMHHOMAC/sAHAs KHCIIOTa, S-

['unpokcurpunrodan, MmenatoHuH (N-[2-(5-mertokcu-1 H-un1051-3-11)3THIT|-9TaHAMH ).

PykoBoaurens pador

BEIYIIIMUA HAYYHBIH COTPYIHHK,
KaHH11aT OMOJIOTHYECKUX HAYK .
| /Kapakaiues I"B./



