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DPAPMANEBTHYECKASA KOMIIO3NIUA, COAEPKAIINAA KOMBUHAIIUIO
MEMAHTHUHA U MEJJATOHUHA

Hzo0pererne OTHOCHUTCS K 00IACTH XUMHUKO-(apMalieBTHUECKOH TPOMBILIIEHHOCTH, &
UMEHHO K HOBOMY KOMOMHHUPOBAHHOMY MpernapaTy MeJaTOHWHA 1 MEMAHTHHA.

MemanTtuH (wu 3,5-nuMeTuNiaiaMaHTaH-1-aMuH) pencTaBisieT co0oi MPOU3BOTHOE
aZlaMaHTaHa CJIEAYIOIIEro CTPOSHHUS:

NH2

CHs
Ha

SABnsisicb HEKOHKYPEHTHBIM  aHTaroHuctoM  N-mermn-D-acmaprar (NMDA)-
PELIENTOPOB, OKAa3bIBAET MOAYJHUPYIOLIEE JOEHCTBHE Ha TIIyTaMaTEPrU4EeCKyl) CHUCTEMY.
Perynupyer noHHBIH TpaHCHIOPT, OJOKUPYET KaJbIMEBbIE KAHAJbI, HOPMAJIH3yeT MEMOPaHHBIH
NOTEHLHAJ, yJIydIIaeT MpPOIecC Iepenadn HepBHOro ummyibca. OOnafaer HOOTPOIHBIM,
11epeOpOBa3OAMIATHPYIOLINM, MTPOTHBOTHIIOKCHYECKAM M IICUXOCTUMYJIHPYIOIUM JEHCTBHEM,
yJIy4llaeT KOTHUTHBHBIE IPOLIECCHI, MOBBINIAET IOBCEAHEBHYK) AaKTUBHOCTb, YMEHBINAET
YyTOMJISIEMOCTh W CUMIOTOMBI  JENPECCHUH, YMEHBINAeT CHACTUYHOCTb, BBI3BAHHYIO
3a00/I€BaHUsIME U TIOBPEXKACHUSMH  Mo3ra [Pecucmp  nexapcmeennvix  cpeocms:
http://'www.rlsnet.ru/mnn_index_id 2206.htm].

Menatoann  (mnn N-alUeTHsI-5-METOKCUTPUNTAMHUH) — MPEACTaBIseT  coOOH

CUHTETHYECKUN aHAJIOT TOPMOHA, BBIPA0aThIBAEMOT0 SMH(PU30M, CIETYIOIEro CTPOCHUS:

CHj
HIN
G
N

N
H

B ¢usnonornyecknx ycIOBHUSIX CEKpELHsl MEJTaTOHMHA IOBBIIIAETCS BCKOPE IOCIE
HACTYIUIEHUs] TEMHOT'O BPEMEHH CYTOK, JOCTUraeT MaKCUMAaJIbHbIX 3HaU€HUH B 2-4 yaca HOUU U

CHHMXKACTCA B TCUCHUC BTOpOI>'I IIOJIOBUHBI HOYH. Co;:[epncaHI/Ie OHAOI'CHHOTO MCJIATOHUHA
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CHIDKAETCS € BO3PAacTOM. MeNaTOHUH KOHTPOJMPYET LUPKATHBIE PUTMBI U BOCTIPUSATHE ILIUKJIA
IEeHb-HOUb, 00JIalaeT CHOTBOPHBIM 3(PPEKTOM U yIydINaeT 3achIlIaHue, aJanTHPYeT OPraHu3M
K OBICTpOIl CMEHE YacOBBIX TIIOSICOB, CHH)KA€T CTPECCOBBIE PEAKIHH, MPOSBISIET
UMMYHOCTUMYJIUPYIOIINE U BbIPAKEHHBbIE aHTHOKCHUIAHTHBIE CBOMCTBA, TOPMO3UT CEKPELIUIO

FOHAAOTPOINMUHOB U B MeEHbLIIEH CTEINICHHU, [OPYyrux TOPMOHOB aI[eHOFI/IHO(l)I/ISa -

,
KOPTUKOTPOIIMHA, THPEOTPONUHA U COMATOTPOINUHA [Pecucmp JnekapcmeeHnvix Ccpeocms:
http://'www.rlsnet.ru/mnn_index_id 2278.htm].

U3 yposust TexHuku [nameum RU 2536270 Cl, onyon. 20.12.2014] wm3BecTHO
NpPUMEHEHHEe KOMITO3ULMM MEMaHTHHA W MeJaTOHWHA, 5((EeKTUBHOH B OTHOLIEHHU
YCTPaHEHUS! HAPYIIEHUH y OOJbHBIX C MATOJOTHSIMH MO3ra, Ui MPO(QHIAKTHKH, KOPPEKLIUH H
TEparuy MPOSIBICHUH aMIJIONJHOH MHTOKCHKAIMU. B yKa3aHHOM JOKYMEHTE IMOKa3aHO, YTO
KOMOMHAIMsI MEMaHTHHAa C MEJaTOHHMHOM O0JafjaeT CHHEePreTUYeCKUM JeiCTBHEM B
OTHOILIEHWH YJIYYLIEHUs KOTHUTHBHON AUCOYHKIMHM M CHIKEHHsS KOHLIEHTPALMHM arperaTtoB
OeTa-amMmiIonaa — MPOTENHA, CKOIUIEHUs] KOTOPOTO OOpasyroT aMIUIOWAHbIE OJSIIIKHA B MO3Te
NAMEHTOB, CTpajalImux Oose3Hbto Anblrefimepa. @apmaneBTudeckas KOMITO3UIIHS,
cofepramasi KOMOMHAIIMIO MEMAaHTHMHA M MEJIATOHWHA, MOXKET OBITb NPENCTaBJIeHA B BUAE
TaOJIETKH, KaIcCyJbl, MHBEKIMUOHHOW (POPMBI M T.I., U MOXKET MAOMOJHHUTEIBHO BKIIOYATH
(bapMareBTHUECKH TPUEMIIEMbIE BCIIOMOTATENIbHBIE BEIECTBA.

OnHako B YKa3aHHOM JOKYMEHTE HE PAaCKPBIBAOTCS KOHKPETHBIE BapUAHTHI
(bapMareBTHUECKUX KOMIIO3ULUH, COMepKAIUX KOMOWHAIIMI0O MEMAHTHHA U MEJIATOHUHA, TPU
5TOM (hapMaLeBTHUECKH MPUEMIIEMbIE BCIIOMOTaTEIbHBIE BELIECTBA MPEACTABIEHBI B OOIEM
BUZE U HE YKA3bIBAIOTCS MPEANIOUTUTEIbHBIE 13 HUX.

bmmxaiimmM  anHanoroM  (IPOTOTHIIOM) — HACTOSINETO  HM300pETEHHs  SIBJISETCS
dapmarieBTHUECKasT KOMIIO3MIMS B BHIE TBEPIOW JIEKAPCTBEHHOW (GOpMBlI [namenm
RU2488388 C1, onyon. 27.07.2013; 3aaseka WO02015060746 Al, ony6n. 30.04.2015],
comepramas KOMOMHALMIO MEMAaHTHHA M MENaTOHMHAa U (PapMaleBTHYECKH IpPUEMJIEMbIE

BCIIOMOTaTECJIbHBIC BEIECCTBA ITPU CIACAYOLIEM COOTHOIICHUN KOMIIOHCHTOB, mac.%:

MemaHTuH 40,0-90,0

MenaToHuH 2,0-5,0



PazbaBurenb 2,0-50,0
Cesizyroiee 3,5-10,0
Jle3uHTerpupyomuni areHtT 1,5-10,0
AHTHQPHUKIIMOHHBINA areHT 0,2-3,0

Paz0baBuTtens BbIOMpaeTcss M3 JIAKTO3bI, KpaxMmayia, MPOU3BOJHOIO Kpaxmana,
MUKPOKPHUCTAIJINYECKON LEJUIF0JIO3bI, CYKPO3bl, WHBEPTUPOBAHHOIO Caxapa, AEKCTPO3bl U
JEeKCTpaTa; AC3MHTEIPUPYIOIIUN areHT BBIOMpAaeTCs M3 HATpHi KapOOKCHMETHIILEIUTIONO3HI,
KPOCKapMeJo3bl,  JKEJATHHUPOBAHHOTO  Kpaxmajia,  CBsI3yIOllee  BBIOMpaercs U3
MOJMBUHUINUPPOIUIOHA, KE€JIaTUHA, NPOU3BOAHBIX LEJJIHOJIO03bl, MNPUPOAHBIX KaMenew,
NOJIMSTUIICHTJINKONIEH, anbruHaTa HATpHsl, AHTHU(QPUKLUMOHHBIA AareHT BBIOWpaeTcs U3
CTEapPUHOBOM KHCJIOTHI W/WJIM €€ COJIeH, KOJUIOMTHOrO THOKCHIA KPEeMHHs, TajbKka, OeH3zoara
HATpUs, alleTaTa HaATPUsl U 0J1eaTa HaTpUsL.

B kadecTBe HENOCTATKOB MOKHO OTMETHTh OTCYTCTBHE B YKA3aHHOM MCTOYHUKE
JaHHBIX MO W3YYEHHIO CTAOMIBPHOCTH W CKOPOCTH PACTBOPEHHUS NPEACTaBJICHHOM
(bapMareBTHUECKOH KOMIIO3ULIMH B BUJE TBEPAOH JEKapCTBEHHOH (HOpMBL

3amaua  HACTOSIIErO  M300peTeHWss  COCTOMT B PAaCUIMPEHHH  apceHaia
(apMareBTHUECKUX KOMITO3UIIMH, COAEpKAIINX KOMOWHAIIMIO MEMaHTHHA M MENaTOHUHA, a
TAKXKE TOJy4YeHUH  (PapMaleBTUYECKHX  KOMIIO3ULUH, OONamaroliux  yJIy4YLIEHHbIMH
CBOWMCTBAMHU MO CPABHEHHIO C IPOTOTUIIOM.

TexHUUECKUI pe3yJabTaT HACTOSIIETO H300pETEeHUs 3aKII0YaeTcss B MOBBILIEHUH
0€30MacHOCTH, CTa0MJIBHOCTH TPH XPAHEHHWH U CKOPOCTH PACTBOPEHUs (hapMaleBTHUECKOM
KOMIIO3ULINH, CoNleprKameii KOMOMHALIMI0 MEMAHTHHA U MEJIATOHUHA.

3amaua HACTOSINETO M300PETeHHs pelIaeTcs, a yKa3aHHBIH TEXHUYECKHH pe3yJIbTaT
IOCTUTaeTCsl HOBOH (papmameBTHUeCKON KoMmosuuueil B Buae TBepAod Qopmbl s
npopMIAKTUKA W JICUEHHUs] TICHXMYECKHX, MOBENEHYECKUX, KOTHUTHBHBIX pPaCcCTPOICTB,
coaep Kallen:

-0t 2,0 no 15,0 % mac. MemMaHTHHa,
-ot 1,5 no 10,0 % mac. MmenaToHuHa,

- o1 75,0 mo 96,5 % mac. BCIOMOTaTeNIbHbIX BEIIECTB.
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B mpenmodtuTebHOM BapuUaHTE OCYINECTBJICHUS H300peTeHus (hapMaleBTHUECKast
KOMIIO3HITHS BKITIOYAET:
-0t 2,0 no 15,0 % mac. MemMaHTHHa,
- ot 1,5 n1o 10,0 % mac. MenaTOHUHA U
- o1 65,0 1o 80,0 % Mac. HAMOJHUTES U/ WIIH
- o1 4,0 1o 15,0 % mac. nesuHTerpaHTa u/uiu
- ot 1,0 10 2,0 % mac. CBSI3bIBAIOIIETO BEIECTBA W/ UITH
- ot 1,0 1o 2,5 % Mac. moaCaaCTUTENS 1/ UTn
-01 0,5 10 1,0 % Mac. CKOJB3SIIErO BEIIECTBA W/ UITH
- ot 1,5 no 3,0 % mac. apomarusaropa.

HamoauTtens npeanoYTHTENbHO BRIOUPAETCS U3 MAHHHUTOJA MM CMECH MAaHHUTOJA C
KOTIOBUJIOHOM, HO HE OTPaHUYHBAETCS UMU.

JlesuHTerpaHT MPEANMOYTUTEHHO BBIOHMpaeTCs u3 KPOCTIOBHUIOHA,
HATPUUKAPOOKCUMETHIILEIUTIONO3bI, KPOCKAPMENO3bl, KEJIAaTHHUPOBAHHOTO Kpaxmajya, HO He
OTPAHUYUBAETCS UMH.

Cesi3pIBaroliee  BEIIECTBO  NPEATNIOYTHTENLHO  BBIOMpaeTcss W3 copOHUTONa,
MOJMBUHUJITUPPOIMIOHA, KEJaTHHA, MPOU3BOAHBIX LEJUTFOJO3bl, MPUPOIHBIX KaMenew,
MOJM3TUJICHTJIMKOJIEH, aJlbrMHATA HATPUSL, HO HE OTPAaHUYNBAETCS UMU.

B  koMmmosuimi  HeoOs3aTE€IbHO  MOKET OBITb  BKJIOYEH  MOJACIACTUTEb.
IMoncnactuTens BeIOMpaeTCs W3 MaJbTUTOJIA, CaXapWHATA HATPHUS WM UX CMECH, CYKpPaJio3bl,
anecyibdama Kaiausi, HO He OTPAaHUYHUBAETCS UMU.

Ckonp3siiiee  BEIIECTBO  BBIOMPAETCS] W3  KOJUIOMJHOTO  JTUOKCHUAA KPEMHUS,
CTEapUHOBOM KHUCJIOTHI W/HMJIU €€ COJIeH, Tabka WM UX cMecel, OeH30ara HaTpws, alerara
HATPHs U OJieaTa HATPHsL, HO HE OTPAHUYNBAETCS UMH.

B kauecTBe apomarHmzaTOopa MOTYT HCIOJB30BATHCS JIFOOBIE BEIECTBA, KOTOpPHIE
OOBIYHO WCTIOJIB3YIOTCS TMPU  HW3TOTOBJCHUH (PapMalleBTHYECKMX KOMIO3UIUN B Qopme
tabnerok. IlpenmodTruTesbHO apoOMaTH3aTOpP BLIOUPAETCS W3 MSITHOTO, MEHTOJIOBOTO,
KJYyOHUYHOTO, amneJibCUHOBOTO WJIM JIMMOHHOTO. JIaHHBIA BBIOOpP BEIIECTB  SIBJISIETCS

NpEANIOUTUTCIbHBIM, HO HC OIrpaHUYNBACTCA TOJIBKO IMPUBCACHHBIMU BApHUAHTAMU.



B nmpeanoyTuTeNnbHOM BapuUaHTE OCYIIECTBJICHHSI HACTOSINEro U300peTreHus TabieTka
SIBJISIETCS] AUCTIEPTUPYEMOM B TIOJIOCTH PTa.

Eme B ogHOM BapuaHTe OCYIIECTBJICHUS HW300pETEHHUS KOJIMYECTBO MEMAaHTHHA
cocraBisier 2,5-10,0 % wac., npeanoututenpbHo 2,5 % wMac., a KOJUYECTBO MENATOHWHA
cocrasysiet 1,5-6,0 % mac., npennoururensHo 1,5 % mac.

Eme B ogHOM BapuaHTe OCYIIECTBJICHHUS W300peTEHUs KOJUYECTBA MEMAaHTHHA U
MEJaTOHWHA MOTYT BKJIIOUaTh JIIOOOH W3 MOANMANA30HOB, TPUBEACHHBIX BBIIIE, T.€.
KOJIMYECTBO MEMAHTHHA MOKET COCTaBJIsATh, Hampumep, 2,5-10,0 % mac., mwmm 2,5-9,5 % mac,,
win 2,5-9,0 % mac., 2,5-8,5 % mac., 2,5-8,0 % mac., 2,5-7,5 % wmac., 2,5-7,0 % mac., 2,5-6,5 %
Mmac., 2,5-6,0 % wmac., 2,5-5,5 % mac., 2,5-5,0 % wmac., 2,5-4,5 % wmac., 2,5-4,0 % wmac., 2,5-3,5 %

Mac., 2,5-3,0 % wmac., HO He OrpaHUYUBAACH 3TUM, a KOJHUYECTBO MEJATOHHWHA MOXKET

,
COCTaBJIsATh, Harpumep, 1,5-6,0 % mac., 1,5-5,5 % mac., 1,5-5,0 % wmac., 1,5-4,5 % mac., 1,5-4,0
% wmac., 1,5-3,5 % mac., 1,5-3,0 % mac., 1,5-2,5 % wmac., 1,5-2,0 % mac., HO He OrpaHUYUBASICh
STHM.

dapmareBTHIECKIEe KOMITO3UIUN COTIACHO HACTOSIIEMY H300PETEHHIO IIPUMEHSIFOTCS
U1 TPOQHIIAKTUKN M JIEYEHUS TICUXUYECKUX, MOBEIEHUYECKUX, KOTHUTHBHBIX PACCTPOMCTB H
HApYLIEHWH, B TOM YHWCJIE NMPU OEMEHLUH Pa3JIMYHONW CTeneHW BbIpaykeHHOCTU. CpencTBo
MOXET OBIThb TNPUMEHEHO TMpPH CIENYIOIUX MEIUIUHCKHUX COCTOSIHHMAX, KOTOpbIE
COTMPOBOXKIAIOTCA KJIMHUYECKUMHU TMPOSBICHUSIMU OPTaHMYECKOrO IICUXOCHHApOMa (M €ro
HanboJyiee CYIIEeCTBEHHOrO KOMIIOHEHTa — JAeMeHIHH). 0oJe3Hb AJbIrefiMepa, COCyaHCTas
(MynbTUMH(APKTHASs)) AEMEHLUs, YMEPEHHOE KOTHUTHBHOE HAapyLIEHHE, aJIKOTOJIU3M,
BHYTpUYepenHble OOBEMHBIE MPOLIECCHl — OMYyXOJH, CYOnypajbHbIE reMaToMbl U MO3TOBBIC
abcrecchl, aHOKCHS, YEPEerHO-MO3roBasi TpaBMa, HOPMOTEH3WBHAas runppouedanus, Ooie3Hb
ITapkuHCOHA, XOpes ['eHTHHITOHA, NMPOTPECCUPYIOIIMHA CYNpaHyKJI€apHbIi napanud, O00Ne3Hb
Iluka, OokoBoH amuOTpoHUUECKUIl  CKIepo3, CHUHOLEpeOe/uApHble  JIereHepaLuy,
o(pTaNIbMOIUIETHST B COYETAHUU ¢ METaXpoMaTH4yecKoi nelikomucrpodueli (B3pocnas Gopma),
6one3np ['ennepBopaena-llnaria, ralyImHeIA ICMX03, TO3OHUE CTaany, HHPEKUnH, 00Je3Hb
Kpetitudgenpara-Akoba, BupyCHbIe OSHIEPANTUTB, NPOTPEecCUpyromas MyibTH(OKaIbHAS
neiikosHuedanonarus, Heipocudpmne, 6one3Hp bexuera, XpoHuYeckue OakTepHalbHbIE U

rpubkoBble MeHHMHTHUTHI, Jlepunurable coctosHus, cuHzapom [ aiie-Bepuuke-Kopcaxosa,
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HEIOCTATOYHOCTh THAMHHA, HENOCTATOYHOCTb BUTaMHMHAa B12, HemocraTo4HOCTH (HONMEBOM
KHCJIOTBI, HEJOCTATOYHOCTh BUTAaMUHA B3, mesnarpa; Mmerabonnyeckre HapyImeHus,, THaTu3Has
OEMEHLUs, TUIMO- W  TUNepPYHKLIUS IIUTOBUAHOW  JKEJNe3bl, TsDKENAs  MovedHas
HEOCTATOYHOCTh,  cUHApoM  KymuHra, Tne4éHO4YHas  HENOCTATOYHOCTh,  OOJIE3HH
MAapaIUTOBUIHBIX JKeJIe3, CHCTEMHAasl KpacHas BOJMaHKA M JAPYTHe KOJUIAr€HOBBIE OOJIE3HH,
COTIPOBOXKIAIOIIMECS LepeOpabHBIMU BaCKYJINTAMH, PAaCCEsTHHBIN CKJIepo3, 00JIe3Hb Y HIILIA.

Crioco6 mosyueHust yka3aHHOH (papManeBTH4YeCKOH KOMMO3UIuU B (Gopme TabieTKu
BKJIFOYAET B3BEIIMBAHHE U TNPOCEHBAHHWE HWCXONHBIX BEIIECTB, WX CMELUIMBAHHE U
tabnernpoarne. IlpennoyrurensHo TAOMETHPOBAHME OCYIIECTBISIOT METOIOM  MPSIMOTO
npeccoBaHus. 1 OTOBbIe TaOJNETKH MOTYT OBITh VIIAKOBaHBI B OJHCTEPHI, a OnHCTEPHI B
KapTOHHBIE TTAYKH.

Xota u300peTeHne NPEACTaBICHO B JAHHOM JOKYMEHTE C YYeTOM Pa3JIMYHbIX
TUMUYHBIX MPAKTUYECKUX CIIOCOOOB MPUMEHEHUs], HEOOXOANMO YUUTBHIBATh, YTO 3TH BaPHAHTHI
NPAaKTUYECKOr0 MPUMEHEHMs MPEACTABJIIOT COOOH  JIMIIb  OMUCAHWE  NPUHLHIIOB
CYIIECTBYIOIIEro U300peTeHns u ero npuMeHeHus. CrenuainucThl, sIBIIOMIUECS SKCIIEPTaMHU B
JaHHOW O0OJacTH 3HAHWH, MOTYT BHAETb, YTO BO3MOJKHO CYIIECTBOBAHME MHOXECTBA
MOIU(pHUKALINN TUIHYHBIX BAPHAHTOB TMPAKTUUECKOTO TPUMEHEHHs] HM300peTeHus, He
BBIXO/SIIIHX 32 001aCTh U300pETeHUsI.

Kpome Ttoro, HeoOXOOMMO yYHUTBIBaTh, YTO PA3IUYHbIE OCOOEHHOCTH W/WIH
XapPAKTEPUCTHKH Pa3HBIX CMOCOOOB MPAKTHUECKOTO MPHUMEHEHHs H300PETEeHHs] MOTYT OBIThb
obpenuHenHsl. CrenoBaTeNbHO, HY)KHO MOHUMATh, YTO MOTYT CYIIECTBOBATH MHOTOYHCIICHHbIE
MOIU(UKALIMH B JOMOJHEHNE K ONMCAHHBIM BapUaHTAM MPAKTHYECKOTO MPUMEHEHHUS, U MOTYT
OBITh pa3pabOTaHbI IPYTHe CIIOCOOBI HCIIOTB30BAHUS, HE BBIXOISIINE 32 00NIACTh N300PETEHMUSL.

Kpome Toro, crmenmanuctel B KOHKPETHOH OONAcTH CHEUMANbHBIX 3HAHUH MOTYT
YBUIETh APYTHU€ BAPUAHTHI MPAKTHYECKOTO MPUMEHEHUs] N300PETeHUs MOCiIe O3HAKOMIICHHS C
NPEACTABICHHBIM ONMCAHUEM K M300PETEHHIO, a TAKXKe MOCIE MPAKTHIECKOTO HCIIOJIb30BAHHS
n300peTeHus, MpPEACTABICHHOIO B JaHHOM JOKyMeHTe. llpeamonaraercs, 4TO pasnensl
OTIMCAHMSI U MIPUMEPBI OYAYT BOCIPUHATHI TOJBKO KaK WIUTFOCTPALIMS TUITMYHOTO IIPUMEHEHUS,

B COOTBETCTBHUH C HaHHOﬁ 00/1aCTBIO 3HAHUS U YKa3aHUSAMU HaHHOﬁ 3asBKH Ha I/1306peTeHI/Ie.



Hacrosmee wu3o0pereHne Moer ObITh  NPOMIUTIOCTPHPOBAHO  CIENYIOIIUMH
PUMEPaAMU.

B mpumepax mnpeacTaBieHbl MpenjiaraeéMbleé COTJIACHO HACTOSIIEMY H300pPETEHUIO
(dapmanieBTHYECKHE KOMITO3UIIUU B (popMe TaOJETKH, BKIFOYAIOIHEe KOMOMHAIIMIO MEMaHTHHA
U MEJATOHHMHA, KOTOpble HOCAT WUIIOCTPUPYIOUIUI XapakTep M HHKOUM 00pa3oM He

OTPaHUYHMBAIOT OOBEM MPUTSAZAHUI.

IIpumep 1. Ilonyuenue BapuaHTOB KOMITO3HLIUN

TabJIETOK  BKJIOYAET

dopme

B3BCHIMBAHUEC U IMPOCCHUBAHUEC HUCXOAHBIX BEIICCTB, HUX CMCIIWUBAHUC U Ta6J'IeTI/IpOBaHI/Ie

IMonydyenue QapMaleBTUYECKUX KOMITIO3HIUNA B
METOJIOM MPSMOTr0 MPECCOBAHUS.
Boutn monydeHbl cleAyrolue BapuaHThl KOMITO3ULIMN, MPUBEAEHHbIe B Tabmumax 1-5

HIMXKE.

Tabnuua 1. Bapuantsr 1-3.

Cocras KoanuecTBo BemecTBa Mmacc%o
Bapmuanr 1 Bapuanr 2 Bapuanr 3
MemaHTuH (B BUIE 2,5 8,0 15,0
TUJIPOXJIOPH]IA)
MenaToHuH 1,5 6,0 10,0
MaHHITON 75,46 69,8 60
Konosunon 0,175 2,5 5
Kpocnosunon 13,05 9,0 4.0
CopOburon 1,68 1,4 1,0
ManbTuTon 1,235 0,9 0,5
CaxapuHaT HaTpus 1,0 0,7 0,5
KonnounHbiit AUOKCH 0,9 0,7 0,5
KPEMHUsI
ApomaTuzarop 2,5 1,0 1,5
MSITHBII/MEHTOJIOBBIH




Tabmuua 2. Bapuantsl 4-6.

Cocras KoaunuectBo BemecrBa macc%
Bapuanr 4 Bapuanr S Bapuanr 6
MemaHTuH (B BUIE 2.5 8,0 15,0
TUJIPOXJIOPHIIA)
MenaToHuH 1,5 6,0 10,0
MaHHUTON 75,46 69,8 60
Konosunon 0,175 2,5 5
Kpocnosunon 13,05 9,0 4.0
CopOburon 1,68 1,4 1,0
ManbTuTon 1,235 0,9 0,5
CreapuHOBas KUCJIOTA 1,0 0,7 0,5
Creapat Maraus 0,9 0,7 0,5
ApomaTuzarop 2,5 1,0 1,5
KJTyOHUYHBIN

Tabnuua 3. Bapuantsr 7-9.

Cocras KoaunuectBo BemecrBa macc%
Bapuant 7 Bapuanr 8 Bapuanrt 9
MemaHTuH (B BUIE 2.5 8,0 15,0
TUJIPOXJIOPH]IA)
MenaToHuH 1,5 6,0 10,0
MaHHUTON 77,56 70,8 63,5
Konosunon 0,175 2,5 5
Kpocnosunon 13,05 9,0 4.0
CopOburon 1,68 1,4 1,0
CaxapuHaT HaTpus 1,235 0,9 0,5

2




Tanbk 0,9 0,7 0,5
ApomaTuzarop 1,4 0,7 0,5
JIUMOHHBIHN

Tabnuua 4. Bapuantsr 10-12.

Cocras KoanuecTBo BemecTBa Mmacc%o
Bapuanr 10 Bapuanr 11 | Bapuanr 12

MemaHTuH (B BUIE 2,5 8,0 15,0

TUJIPOXJIOPH]IA)

MenaToHuH 1,5 6,0 10,0

MaHHHTON 75,46 69,8 60

Konosunon 0,175 2,5 5

Harpus 13,05 9,0 4,0

KapOOKCHMETHII-

LEJUTI0JI03a

MOJIUATUICHTTUKOJIb 1,68 1,4 1,0

ManbTuTon 1,235 0,9 0,5

Cykpanosa 1,0 0,7 0,5

KonnounHbiit AUOKCH 0,9 0,7 0,5

KPEMHUsI

ApomaTuzarop 2,5 1,0 1,5

MSITHBII/MEHTOJIOBBIHT

Tabnuua 5. Bapuantsr 13-15.

Cocras KoanuecTBo BemecTBa Mmacc%o
Bapunanr 13 Bapuanr 14 | Bapuanr 15

MemaHTuH (B BUIE 2,5 8,0 15,0

TUJIPOXJIOPH]IA)

MenaToHuH 1,5 6,0 10,0

MaHHHTON 75,46 69,8 60

Konosunon 0,175 2,5 5
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KpOCKapMeso3a 13,05 9,0 4,0
AJBrUHAT HATPUs 1,68 1,4 1,0
ManbTuTon 1,235 0,9 0,5
anecynbham 1,0 0,7 0,5
KonnounHbiit AUOKCH 0,9 0,7 0,5
KPEMHUsI

ApomaTuzarop 2,5 1,0 1,5
MSITHBII/MEHTOJIOBBIH

Hpumep 2. Onpenenenre cTaOMIBHOCTH TAOIETOK METOJIOM YCKOPEHHOTO CTapEHUs
CTaOuapHOCTD IPU XpaHEeHNH TabJIETOK, MOJYYEHHBIX MO BapraHTaM 1-15, oneHnBamm
M0 COAEP’KAHUIO MENATOHWHA M CPaBHUBAJIN €€ CO CTAaOMIIBHOCTBIO TAOJIETOK, MOJYYEHHBIX B

COOTBETCTBUU C NMPOTOTHIOM [namenm RU 2488388 C1, onyon. 27.07.2013, Ilpumep 1].

CocraB Tabnerok MemMaHTHH 1 MenaToOHUH MPOTOTHIIA.

BemecTtso Mr Mac.%
MemaHTHH 100  40,00%
MenaToHUH 5 2,00%

JlakTo3a 70 28,00%

Mukpoxkpucramnueckas nemnonosa 24,75 9,90%

Kpaxman 26 10,40%
IloBunmon 12,5 5,00%
Kpockapmenosa 9,75  3,90%
Creapat kanpLus 2 0,80%
O0miast Macca TabneTku 250  100,00%

Tabnerku, mony4yeHHBIE B COOTBETCTBUU C BapuaHTaMu 1-15 u B COOTBETCTBUH C
NPOTOTUIOM, ObUIM yIakoBaHbl B Onucrepbl U3 amoMuHHEBOH ¢oneru (‘Alu-Alu’) u
MOMEIEHbl B KJIMMAaTUYEeCKYI0 KaMepy B YCJIOBMsI YCKOpPeHHBIX HucnblTaHui. CopnepskaHue
MeJaToHuHa onpenensin Merogom BOXKX ¢ ucnonbzoBaHuem cTaHIapTOB.

MeTOI[ «YCKOPCHHOI'0 CTApCHUA» 3aKJIHOYA€TCA B BbIACPKHBAHUU HCIIBITYyEMOI'O
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JIEKapCTBEHHOT'O CPEACTBA MPHU TeMIepaTypax M BIAKHOCTH, MPEBBIMIAIOINX TEMIEPATypy U
BJIAKHOCTb €r0 XpaHEHUs B mpolecce oOpamenus. [Ipy MOBBIEHHBIX TeMIepaTrypax, Kak
NPABUJIO, YCKOPSIOTCS MPOTEKAIOIIME B JIGKAPCTBEHHBIX CPEACTBAX (PU3HKO-XUMHUYECKHE
NPOILIECChl, NPUBOMALINE CO BPEMEHEM K HEXKENaTeNbHbIM H3MEHEHHSM KauecTBa. Takum
o0pa3oM, TpHU TOBBILICHHOW TEMIeparype NPOMEKYTOK BpPEMEHH, B TEUYEHHE KOTOPOro
KOHTPOJIUPYEMbIE IMOKA3aTeNId Ka4yecTBa JICKAPCTBEHHOTO CPEACTBA COXPAHSIOTCS B
IOIYCTUMBIX Ipenenax (3KCIePUMEHTAIbHBIA CPOK TOJHOCTH), UCKYCCTBEHHO COKPAIAeTCs B
CPaBHEHHH CO CPOKOM TOJHOCTH TPU TEMIIEPAType XPaHEHUs. DTO IMO3BOJISET 3HAYUTENHHO
COKpAaTHUTb BPeMsl, HEOOXOIUMOE /ISl YyCTAHOBJICHHUS] CPOKA TOJHOCTH.

ITo pesynbpTaTram, MOJYUYEHHBIM B MPOLIECCE YCKOPEHHOTO CTAPEHUS) JIEKAPCTBEHHOTO
CPEeACTBa, MOXKHO PELINTh TaKke OOPATHYIO 3a7ady, T.€. YCTAHOBHUTb TEMIIEPATYPY XPaHEHUS,
00ecreYnBarOIIy0 KaKoW-T1u00 3aJaHHBIN CPOK TOTHOCTH.

Cpoxk rogHoctr (C) mpu Temmnepatype XpaHeHUs (fxp). CBSA3aH C SKCIIEPHUMEHTAIbHBIM
cpoxoM rogHocTH (('3) MpH MOBBIIIEHHONW TeMITEpaType SKCIEPUMEHTANBHOrO XpaHeHus (1)

cleAyrouien 3aBUCUMOCTBIO!

C=K-Cs,

ta _txp.
10

rie KO3 PUIUEHT COOTBETCTBHS K=A4

TemnepatypHbiii KO3(Q(HUIMEHT CKOPOCTH XUMHUYECKOH peakunu (4) NpUHST paBHBIM
2,5. TlpuBeneHHasi 3aBUCUMOCTb OCHOBaHa Ha mpaswie Baut-I'opda o 2-4-kpatHOoM pocre

CKOPOCTEI XUMHUYECKUX peakLuil Ipy yBeIuueHU! Temmneparypsl Ha 10°C.

B cootserctBun ¢ OPC.1.1.0009.15 3Hauenune koadpduumenta coorsercreus (K) B
3aBHCHMOCTH OT BBIOPAHHOTO TEMIIEPAaTypHOrO MHTepBaia (f>-fxp), paBHoro 30°C, cocraBinsieT
15,6. Cpok 3KCIEPUMEHTAIPHOTO XpPAaHEHHWs MpH BBIOPAHHOM CpOKE TOAHOCTH 3 Tona

cocrasjsier 71 cyTku.

Cratuctudeckyro oOpaboTKy mapameTrpoB U OPOPMIICHUE Pe3yJIbTATOB HCCIEIOBAHMS

NpOBOAUAN B COoOTBeTcTBUM ¢ IlpaBunamMu Hamjexamedl KIMHUYECKONW MPaKTHKU
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EBpasuiickoro 3KOHOMHYECKOTO COK3a C IIOMOIIBIO CTaTucThdeckoro mnakera SPSS
Statistics 19.0.

VYcraHoBIEHO, 4TO mocie 71 CyTOK XpaHEHUss B YCIOBUSIX METOAA YCKOPEHHOTO
crapeHuss TaONEeTKH, TMOJIydeHHble 10 BapuaHtam 1-15, oOmaganmu  paBHOLIEHHBIMU
MOKA3aTesIMU CTA0OMJIBHOCTH U OCTaBAIMCh XUMHUYECKH YUCTHIMH. TalieTku, MmosydeHHbIe B
COOTBETCTBUHU C IMPOTOTUIIOM, OCTABAJINCh XUMUYECKH YMCTHIMU B TeueHHe MeHee 10 cyToK,
Janee CoIepKaHWe MENaTOHWHA yMeHblanoch Oojnee 4deM Ha 3 %. To ectp Tabnerkw,
COOTBETCTBYIOIME BapuaHTaM 1-15 HacTosmero n3o0peTeHusl, sIBISIFOTCS 3HAYUTEIBHO OoJiee

CTaOUJILHBIMH 10 CpPaBHCHHIO C IIPOTOTUIIOM.



Tabmuua 6. Ouenka crabunbHOCTH BapuaHTOB 1-15 TabieTok mpu XpaHEHUH METOIOM YCKOPEHHOTO CTapeHUs B CPABHEHHH C

¢l

MPOTOTUIIOM
KonunyectBo menatoHnHa B % OT TEOPETUUECKOTO cojiepkaHus 1o AaHHbIM BOXKX
MPOTOTHII
Bpewms xpaneHus Howmep BapuanTa komnosuiuu coriiacHo [pumepy 1
npu (t5-txp) = 30°C,
CYTOK
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 100|100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 100
10 100|100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 99,9
20 99,9199,9199,9(99,9/99,9199,9199,9|99,9199,9|99,9199,9199,9|99,9|99,9 (99,9 99,5
30 99,9199,9199,9(99,9/99,9199,9199,9|99,9199,9|99,9199,9199,9|99,9|99,9 (99,9 99,1
40 99,9199,9199,9(99,9/99,9199,9199,9|99,9199,9|99,9199,9199,9|99,9|99,9 (99,9 98,4
50 99,9199,9199,9(99,9/99,9199,9199,9|99,9199,9|99,9199,9199,9|99,9|99,9 (99,9 98,0
60 99,9199,9199,9(99,9/99,9199,9199,9|99,9199,9|99,9199,9199,9|99,9|99,9 (99,9 97,2
71 99,9199,9199,9(99,9/99,9199,9199,9|99,9199,9|99,9199,9199,9|99,9|99,9 (99,9 96,8




Tabnuua 7. Ouenka ctaOuibHOCTH BapuaHTOB 1-15 TabneTok mpu XpaHEHUH B Te4eHHe 12 MecseB B CPABHEHUH C IPOTOTHIIOM

KonunyectBo menatoHnHa B % OT TEOPETUUECKOTO cojiepkaHus 1o AaHHbIM BOXKX
Bpewms xpaHneHus
npn 25°C u IPOTOTHII
OTHOCHUTENIbHON Howmep BapuanTa komnosuuuu cornacHo Ilpumepy 1
BJIakHOCTH 75% |
MecCsLEB
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 100|100| 100|100 | 100|100 | 100|100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 100
1 100|100| 100|100 | 100|100 | 100|100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 99,9
3 99,9(99,9199,9|99,9199,9199,9199,9199,9|99,9199,9199,9|99,9(99,9|99,9|99,9 99,7
6 99,9(99,9199,9|99,9199,9199,9199,9199,9|99,9199,9199,9|99,9(99,9|99,9|99,9 99,3
9 99,9(99,9199,9|99,9199,9199,9199,9199,9|99,9199,9199,9|99,9(99,9|99,9|99,9 98,6
12 99,9(99,9199,9|99,9199,9199,9199,9199,9|99,9199,9199,9|99,9(99,9|99,9|99,9 98,2

14!



Tabnuua 8. OueHka KUHETHKH PaCTBOPEHUS BAPHAHTOB 1-15 TabneTok B CpaBHEHHH C MPOTOTUIIOM

KonnuecTBo nepereninero B pacTBOp MEMaHTHHA B %0 OT MAKCUMAJIbHON TEOPETUYECKON KOHLEHTPALIIH

MPOTOTHUI
Bpewms, cex Howmep BapuanTa komno3uuuu cornacHo Ilpumepy 1
1 2 3 4 5 6 7 8 9 10 | 11 | 12 [ 13 | 14 | 15

0 0 ojfojojojofojfojojofojojoj|lofo 0

10 17,9 17,7|117,6(17,3117,6|17,7|18,2({17,5{17,3|17,6(17,5{17,6|17,8|17,6(18,0 18,0
30 44.9 44.8|44,7|144,5|44,7|44,8|44,9|44,8|44,6|44,8(44,7|44,2|144,9|44,8|44,7 38,8
60 61,2 61,1|60,8/60,0{60,8|60,0|61,1(60,8|60,0|60,8/60,0{60,0|60,8|60,9(60,8 45,6
120 100 100{100{100|100|100|{ 100|100 (100 | 100|100 100 |100|100|100 53,0
300 100 100{100{100|100|100|{ 100|100 (100 | 100|100 100 |100|100|100 76,4
600 100 100{100{100|100|100|{ 100|100 (100 | 100|100 100 |100|100|100 100

Sl
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Hpumep 3. OmpeneneHue CTaOMIBHOCTH TaONIETOK METOIOM JOJTOCPOUHBIX
WCTIbITAHUH

CtaOunpHOCT TPU XpaHEHWH TaONETOK, TWOJYYEHHBIX IO BapuaHtam [-15,
OLICHUBAJI IO COJEPKAHUI0 MEJATOHMHA U CPaBHHUBAIHU €€ CO CTaOMIIBHOCTBIO TaOJETOK,
MOJIYY€HHBIX B COOTBETCTBHHU C MPOTOTUIOM [namenm RU 2488388 C1, onyoa. 27.07.2013,

Ipumep 1].

CocraB Tabnerok MemMaHTHH 1 MenaToOHUH MPOTOTHIIA.

BemecTtso Mr Mac.%
MemaHTHH 100 40,00%
MenaToHUH 5 2,00%

JlakTo3a 70 28,00%

Mukpokpucraunueckas nemnonaosa 24,75 9,90%

Kpaxman 26 10,40%
IloBunmon 12,5 5,00%
Kpockapmenosa 9,75 3,90%
Creapat kanpLus 2 0,80%
O0miast Macca TabneTku 250  100,00%

Tabnerku, mojyueHHbIE B COOTBETCTBHM C BapHaHTaMu 1-15 u B COOTBETCTBUU C
NPOTOTHUIOM, OBLIM YHakOBaHbl B Omuctepel M3 amoMuHueBod ¢oaberu (‘Alu-Alu’) u
MOMEILEHbI B KIMMaTHUECKYI0 KaMepy B yCJIOBUs AOJrOCpPOUYHBIX ucnbiTaHuil. ConepkaHue
MeJaToHuHa onpenensin Merogom BOXKX ¢ ncnonbzoBaHueM cTaHaapToB.

YcraHoBieHo, uTo mocie 12 MmecsneB XpaHEHUs B PEAbHBIX YCIOBUSX TAaOJNETKH,
NOJIy4eHHBIE 1O BapuaHtaM 1-15, obnmananyu paBHOLIEHHBIMH MMOKA3aTeNIMH CTa0MIIBHOCTH
U OCTaBINCh XHUMHYECKH YHCTBIMU. TaOneTku, TOJydYeHHble B COOTBETCTBUU C
IIPOTOTUIIOM, OCTABaJUCh XUMHMYECKH YHCTBIMH B TEUEHHE MeHee © MecsleB, aalee
colepskaHWe MeNaTOHMHA yMeHbInajoch Oonee dem Ha 0,7%. To ectp TabneTky,
COOTBETCTBYyIOIIME BapuaHtam 1-15 Hacrosimero wu300peTeHus, SIBISIFOTCS — Oouee

CTaOUJILHBIMH 10 CpPaBHCHHIO C IIPOTOTUIIOM.
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ABTOpPBI HACTOSIIIErO H300pETeHHs TOJararT, 4YTO HEOKUAAHHBIA 3(]dekr

MOBBIIIEHUST CTAOMJIPHOCTH TBEPABIX JIGKAPCTBEHHBIX (OpM MO BapuaHtam 1-15 mo

CPaBHCHHUIO C MPOTOTUIIOM MOXKET OBITh O6YCJ'IOB.]'IGH CHUXKCHHUEM COACPIKAHUA MEMaHTUHA

B TBEPHABbIX JIeKapCTBEHHBIX (popmax. Bricokoe conepkanne memanTtnHa (bonee 40 %

Macc.), KOTOPBIH 1O CBOEH XHMHUYECKOH NPHUPOJAE SBISIETCS OCHOBAHUEM, B TBEPIBIX

JIEKapCTBEHHBIX (HOPMax COIJIACHO MPOTOTHUITY MOXKET OKas3bIBaTh AECTAOMIM3UpYIOLIee

BIMSIHUE HAa BTOPOHW AKTUBHBIH KOMITOHEHT JIEKapPCTBEHHOW (OPMBI — MENATOHUH,

COACPKAHUE KOTOPOTO ONPCACIIAIOCH B HACTOALIUX IIPUMEpPax.

Ipumep 4. CpaBHenne mnpodmuieil pacTBOpeHHs TaOJETOK B COOTBETCTBHUH C

BapuUaHTaMHu 1-15 ¥ MONy4eHHBIX O NPOTOTHILY.

Kuneruky pactBopeHHs TaOJNETOK, MONyYeHHBIX 110 BapranTam 1-15, onenuBanu mo

CONEp’KaHUI0 CYOCTAaHIMM W CpaBHUBAJIM €€ C KHHETHKOW pacTBOPEHHUs TalNeToK,

MOJIYY€HHBIX B COOTBETCTBHHU C MPOTOTUIOM [namenm RU 2488388 C1, onyoa. 27.07.2013,

Ipumep 1].

CocraB Tabnerok MemMaHTHH 1 MenaToOHUH MPOTOTHIIA.

BemectBo
MemanTun
Menarouun

JlakTo3a

MT Mac.%
100  40,00%
5 2,00%
70 28,00%

Mukpokpucraunueckas nemnonaosa 24,75 9,90%

Kpaxman
IToBunon
Kpockapmenosa
Creapar xanpuus

O0miast Macca TabneTku

IMpubop nmnsa omnpeneneHus

26 10,40%
12,5 5,00%
9,75 3,90%
2 0,80%

250  100,00%

CKOPOCTH PACTBOPEHUSI MPEACTaBJsSeT COOOM

TPEXTOPJBIA cocyn eMKocThio 1 1. B oguH m3 TyOycOB BBOZST TEPMOMETpP, B IPYroi -

CTEKJITHHYIO TPYOKY Uil B3SITHSI MPOO U MX KOMIUIEKCUPOBAHHS, & B TPETUH — OCHOBHYIO

Jetanb mpudopa — HHJIHHAPUYECKYIO KOP3WHKY BBICOTOH 3,6 ¢M U nuamerpom 2,5 cm,
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CACNIAHHYI0 M3 HEPKABEIOLIEH CTajlu B BUAE CETKU C OTBEpCTHAMHU AauameTrpoMm 40 mermn
(oxomo 0,351 mm). Kop3uHka HacakeHa Ha OCb MOTOpA.

B cocyn manuBaroT pactBopsiromyro cpeay (1000 mi), B JaHHOM 3KCIIEPUMEHTE
LIeJIOYHOI pacTBOpP MaHKpPEaTHHA, YTO COOTBETCTBYET CpPeJE CIIIOHBI YeJIOBEKa U SBISAETCS
BAXHBIM JUII  ONPEAETICHUs PACTBOPHUMOCTH  CyOJNMHIBajbHBIX  (OPOIUCIIEPCHBIX)
JexkapcTBeHHbIX (opMm. HMccaenyemerii obpasen moMenaT B IHIHHIPUIECKYI0 KOP3UHKY,
KOTOPYIO YCTaHABJINUBAIOT HAa PACCTOSIHUU 2 CM OT JJHA COCYJa.

Temnepatypy pacTBopstoLLel Cpeabl BO BpeMs OMbITa MOANEPKUBAIOT MOCTOSIHHON
(37+0,5°C). CxopocTp BpalleHHUs: KOP3UHKH B CPeie PEeryJUpPyIOT ¢ TOYHOCTBIO +5%, OHa
cocraBisier 200 o6/muH. Uepe3 yCTaHOBJIEHHbIE WHTEPBAJIbI BPEMEHH OTOMPAIOT IS
aHanmu3a npoObl mo 1-2 M1 ISl OmpeneNeHusl COIEpKaHHUsl PACTBOPEHHOTO BEIIECTBA.
B3sThIll 00BEM PACTBOPUTENS TOTUAC JK€ BOCIIOJHSFOT HOBBIM.

KoHTponb pacTBOpEeHHs] MPOBOIAT MO BBIOPAHHOMY KOMIIOHEHTY — MEMAaHTHHY.
JUis cpaBHUTEBHBIX 00Pa3LOB UCHOIB3YIOT 250 Mr TabNeToK, MOJYYeHHBIX 110 BAPHAHTAM
1-15 m nosydeHHBIX B COOTBETCTBUU C NPOTOTUNOM, C MOJY4Y€HHUEM I[IOCJE IMOJHOTO
pacTBOpeHUsl pacTBopa, coaepxkairuero 6,25 wmr/m, 20 mr/n, 37,5 mr/n MeMaHTUHA ISt
BapuaHToB 1-15 1 100 Mr/n MemaHTHHA [T TPOTOTHUIIA.

ITonydeHHble pe3ynbTaThl B MPOLIEHTAX PACTBOPEHHOTO JIEHCTBYIOLIErO BEILECTBA
OT MaKCUMAaJIbHOH KOHLIEHTPALMH MTPUBEISHBI B TaOIHIIE 8.

PesynbraThl  IEMOHCTPHPYIOT, HYTO  CKOPOCTb  PAaCTBOPEHHUS  TalINETOK,
COOTBETCTBYIOIUX BapwaHTtaM 1-15 HacTosmero n3oOpeTeHus, 3HAYUTENHLHO BBILIE, YeM
CKOpPOCTb PAacTBOPEHUs] TAOJNETKH COTJACHO NMPOTOTHUITY, B YACTHOCTH, BPEMs, B TEUEHHE
koToporo mpoucxoaut 50% pacTBOpeHHE TaOJNEeTOK, COOTBETCTBYIOIIUX Bapwantam 1-15
HACTOSIIEro U300PETEHMsI, B BA pa3a MEHbIIE, UeM JJIsl CPABHUTEIBHOTO 00pasLia CoTJIacHO
NPOTOTHITY, HYTO MOJKET OBITh OCOOCHHO TIOJNIE3HBIM Ui TOJydeHHs] TaONeTOK B
OpPOAMCIIEPCHOMU (hopMe.

[TonyueHHble  OaHHbIE  WUIFOCTPUPYIOT,  YTO  MNOJOOpAaHHBIH  COCTaB
BCIIOMOTATENbHBIX BELIECTB U UX COOTHOIIEHUS ONTUMAJIbHBI JUJIsl COCTABOB, COAEPIKAIIUX
KOMOMHAIIMIO MEMaHTHHA W MEJAaTOHWHA, NPENIHA3HAUYEHHBIX U1 JAUCIEPTHPOBAHUS B

MOJIOCTH PTa.



19

IIpumep S. HM3ydyenue oCcTpoi TOKCHYHOCTH Mpenapara
Jis m3ydeHus: OCTPOH TOKCHYHOCTH HOBOW KOMIIO3ULIMHM JIOTIOJHUTENBHO OBLIH

MOJYyYCHBI CIICAYIOLIHUEC BAPHUAHTBI KOMHOSHL{Hﬁ, NMPUBCACHHBIC B Ta6m/1ue 9 HITKE.

Tabnuua 9. Bapuantsr 16-17.

Cocras KoanuyecTBOo BemecTBa, Macc%
Bapuanr 16 Bapuanr 17

MemaHTuH (B BUIE 2,0 10,0

TUJIPOXJIOPHIIA)

MenaToHuH 10,0 2,0

MaHHUTON 67,8 68,7

Konosunon 0,2 5,6

Kpocnosunon 12,9 8,7

CopOburon 1,5 1,2

ManbTuTon 1,2 0,8

CaxapuHat HaTpust 1,0 0,7

KonnounHbiit AUOKCH 0,9 0,6

KPEMHUsI

ApomaTuzarop 2,5 1,7

MSITHBINH/ MEHTOJIOBBIMH

XapakTepuCTUKA UCCIENYEMBIX FPYIIIT

IIpn uccrnenoBaHuHM OCTPOH TOKCHUYHOCTH ObuTM copMHUpOBaHBI rpymmbl U3 10
CaMIIOB KpbIC JIUHUM Wistar it KasKI0# JTO3BL.

IIpoBoauian BHYTPH:KENIyAOYHOE BBEEHNUE KPbICAM KOMMNO3ULIUN, MOJYYEHHBIX 1O
BapuaHTaM 1, 16 u 17, a Takke KOMIO3ULIMH, MOJYYEHHON B COOTBETCTBUHU C MMPOTOTUIIOM
[namenm RU 2488388 C1, onyon. 27.07.2013, Ilpumep 1].

Jo3bl, HeoOxomumble anst pacuera LDso, yCTAHOBIIEHBI 3KCIIEPHUMEHTAIBHBIM
nyteM. Pacuer LDsp npou3BOAMIM C HCHOJB30BAHHEM NPOOUT-aHAIM3a IO METONY
IIposoposckoro.

OnpeneneHue TETAILHBIX 103

IIpu  wuccmenoBaHuM  OCTPOH  TOKCHYHOCTH  JIO3bI  ObUTM  MOAOOpAHBI
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SKCIIEPUMEHTAJIBHO, pacyeT 03 OCYLIECTBIUIM IO MEMAaHTHHY, Kak Oojieeé TOKCHIHOMY
KOMIIOHEHTY.

I'pynmbl, m03b1 U pe3yiabTaTbl M3Yy4E€HHs] OCTPOM TOKCUYHOCTH KOMIIO3WLIH,
MOJY4YeHHBIX MO BapuaHtam 1, 16 m 17, a Taxke NOJY4EHHOH B COOTBETCTBHUU C

NPOTOTHIOM npuBeneHbl B Tabmume 10.

Tabmuma 10. 3madenuss mnokasatened LDso [ KppIC NpPHU BHYTPHXKETYIOYHOM

BBEJIEHUU
Ho3upoBka LDs
Homep AKTHBHOI'0
KpatHocth AOBEePHTENbHbIM
rpynnbl pemiecTBa (mo | Komnosunus
BBeJeHHs HHTEPBAJIOM,
n/n MEeMAHTHHY),
MI/KT
MI/KT
1 100
2 300
509,5 (358,8 -
3 500 Bapuanr 1 OJHOKPATHO
648.,2)
4 600
5 800
6 100
7 300
498,1 (242,9 -
8 500 Bapuant 16 OJHOKPATHO
553,1)
9 600
10 800
11 100
12 300 469,4 (320,6 -
Bapuant 17 OJHOKPATHO
13 500 507,4)
14 600
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15 800
16 100
17 300
168,0 (142,9 -
18 500 IIPOTOTHII OJHOKPATHO
353,1)
19 600
20 800

AHanmu3 pe3yJNbTaTOB U3yYEHHs] OCTPONH TOKCHUYHOCTH KOMITO3ULIMH CYyOCTaHIIMHA B
COOTHOUIEHUH, COOTBETCTBYHOLIEM BapuaHtam 1, 16 m 17, a Taxkke NOJy4EHHOMY B
COOTBETCTBUM C TPOTOTHIIOM, TIOKa3aJ, 4YTO KOMIIO3MLMU CyOCTaHUMH TIpU
BHYTPHIKEJTyJOYHOM BBEIECHHUH MPOSIBIISAET TOKCUYECKHE CBONUCTBA B 103aX, MO3BOJISIOLIEH
oTHecTH e€ 1o kiaccupukauun Hodge u Sterner k BemecTBaMm €O CTENEHBIO TOKCUYHOCTH
III - ymepenno tokcmuHbM. Ilo xmaccuduxammnm K. K. CumopoBa mpum BBeneHUH B
OpIOLITHYIO TOJIOCTh KOMOWHALMS CYOCTaHLUN OTHOCHTCS K Kiaccy IV - MajnoTOKCHYHBIE
BELIECTBA.

Komnosunmu cornacHo Bapuadntam 1, 16 u 17 ObUTM 3HAYUTENBHO MEHEe
TOKCUYHBI, 4Y€M KOMIIO3ULMS COIVIACHO MNPOTOTUIy MpPU TOW K€ BBOAUMOHN J03€
MeMaHTHHA. He skenasi ObITh CBSI3aHHBIMH KaKOUW-THOO TEOpHEH, aBTOPHI MOJATAI0T, YTO
310 3(pdekT MoxeT ObITh CBSI3aH C ONTUMAJIbHBIM COOTHOIIEHHEM MEMaHTHHA K
MEJIATOHUHY B KOMITO3ULIMSIX COTJIACHO M300PETEHHIO.

Ilpy BHYTPHKENYyAOYHOM BBEIECHHHM C Y4YETOM COJEpXKaHUS ACUCTBYIOIIMX
BEIIECTB B HCCIEAYEMbIX TaONeTKax Uil PacCachlBaHUS PE3YJIbTAaThl TOKCHKOMETPUH,
JaHHble HAOMIOACHUN 3a SKCIEPHUMEHTANbHBIMU JKHUBOTHBIMH Ha MPOTSHKEHUH 14 nHel
MOCJIe OCTPOrO BBEAEHUS, 4 TAKXKE NaHHbIE HEKPOIICUU MO3BOJISIFOT OTHECTH KOMIO3ULIUU 110
HACTOSIIEMY M300peTeHHIO (TI0 TOTOBOH JIEKapCTBEHHOH (opme) K V Kilaccy MpakTHYECKH
HeTOKCHYHBIX JiekapcTBeHHbIX BemecTs (I Hodge et ah Clinical Toxicology of Commercial

Products. Acute Poisoning. Ed. IV, Baltimore, 1975, 427 p.; K K. Cunopos, 1977).
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IIpumep 6. TOKCHYHOCTD IPU MHOTOKPATHOM BBEIEHUU

Uzyuenne xponndeckoii (180-mHeBHOH) TOKCHYHOCTHM OBUIO MPOBENEHO HAa
ayTOpenubix kpeicax Wistar (90 camioB u 90 camok, Bcero 180 kpsic). Ilpu uccnenosanuu
XPOHMYECKON TOKCHYHOCTH >KHUBOTHBIX Aeawiu Ha 9 rpynn no 20 >KMBOTHBIX B KaXKAOHN
rpymme (10 camok u 10 camros). I[Ipenapatsl BBOOHIN BHYTPIIKETYAOYHO.

AHanu3 JaHHBIX H3Y4YE€HMs] XPOHHYECKOM TOKCHYHOCTH MOKa3aj, 4YTO B Ipymmax
CpaBHEHUs (KOMIO3HULNHU N0 HACTOSIIEMY N300PETeHHUIO, IOJNYYeHHBIE MO BapuaHTam 1, 16,
17 1 B COOTBETCTBHM C MPOTOTUIIOM) HAOMIOJANACh €OUHHYHAs CMEPTHOCTh, KOTOpasd,
BEPOSITHO, ObUIa CBSI3aHA C PA3BUTHEM CEPACYHO-JIETOYHOW HEAOCTATOYHOCTH. 3HAUEHUS
Macchl TeJa JKUBOTHBIX, NOTpeOJIeHHe KOpMa U BOJbl HAXOOWINCh B Ipenenax
(U3NONOrnIecKOil HOPMBL

Hccnenyemple KOMMO3ULUU IO HACTOSILIEMY H300PETEHHUIO, MOJYYEHHBIE I10
BapuaHTaM 1, 16 u 17, He oka3pIBaay HETaTUBHOTO BJIMSHUS HA MOBEICHUE )KUBOTHBIX.

Yacrora HapymeHud OHMOZJIEKTPUYECKOW aKTUBHOCTH CepAla INpH BBENESHUH
UCCIIENyeMbIX KOMIO3HLIUHI 10 HACTOALIEMY M300pETeHUIO, TIOJyYeHHBIE IO BapHaHTaM 1,
16, 17, cOOTBETCTBYET 4aCTOTE AHAJIOTMYHBIX HAPYLICHUH, BO3HUKAKOLIUX MPU BBEACHUU
npernapaTta MEMaHTHHA, YTO CBUAETEIBCTBYET 00 OTCYTCTBUHU 3(deKTa MOTEHIIMUPOBAHUS
KOMIIOHEHTOB KOMITO3ULIMHA MO HACTOSIIIEMY M300pETEeHUI0, MOJyYeHHBIX IO BapHaHTaM 1,
16, 17.

BBenenne KOMMO3MIMH TIO HACTOSIIIEMY H300pPETEHUIO, TMOJYYEHHBIX IO
BapuaHtam 1, 16, 17, He Oka3bIBaeT HETATUBHOTO BJIMSIHUS HAa reMomo33. 3a(UKCUPOBAHHBIC
CTaTUCTHYECKH JIOCTOBEPHbIE OTHOCHTENIbHO KOHTPOJISI OTKJIOHEHHs (JIEHKOLUTBI,
MOHOLIUTBI, 3PUTPOLMTHI, Tremornobun, remarokputr, MCV, MCH, TpoMOouuTs)
HAXONWJINCh B Tpenenax (PU3MOIOTUYECKOW HOPMBI. SIBJIEHHS TOTEHIMHUPOBAHUS
TOKCHYECKOTO d(deKrTa (papMalleBTHUECKUX CYOCTAaHIINN B UCCIEYEMOM KOMITO3ULIUSX TTO
HACTOSIIIEMY U300PETEeHHIO, TTOJTyYeHHBIX MO BapraHTaMm 1, 16, 17, oTCyTCTBYIOT.

ITokazaTenu reMocTa3a HAXOIWINCH B TIpeesax (PrU3HOJOrHYECKOH HOPMBI.

IIpn u3y4eHHUU pe3yNbTaTOB OHOXMMHYECKOTO HCCIENOBAHUS KPOBU UYETKOM
3aKOHOMEPHOCTH IIOJIyYEHHBIX pE3YyJbTaTOB OTHOCHUTENIBHO [JPYIMX [OKa3aTejned He
HaOJIOIAIOCh, YTO CBHIETENBCTBOBAJIO O (PYHKIMOHAJIBHOM XapakTepe OOHapy)KeHHBIX

OTKJ'IOHGHPIfI, HE BBI3BIBABIIHNX IIPHU JAHHOM PEXKUME U JIUTCIIBHOCTU BBECACHUA MIPCIIapaTOB
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BBIPAXKEHHBIX LUTOJUTUYECKUX SIBJICHHUH, 4YTO NOATBEPKAEHO T'MCTOJOTHYECKUMU
UCCIIENOBAHUSMH. SIBJIEHUS TOTEHUUHUPOBAHHUS KOMIIOHEHTOB (MEMAaHTHH + MEJATOHHH)
OTCYTCTBOBAJIH.

Pesynbrarel aHanusa MO4YM CBUAETENBCTBYIOT O TOM, BBeAeHHE B TeueHue 180
IOHEW KOMIO3UIMHI N0 HACTOSIIIeMY W300peTEeHUI0, MOJyYeHHBbIX Mo BapuaHtam 1, 16, 17,
NPUBOAMIIO K TOSIBIEHHIO B MO4Y€ O€NKa M KJIETOK KpoBU. M3MEHEHHs HOCWIN CTOHKHHI
xapakrep. llonydeHHble pe3yabTaThl NOATBEPAKAAIOT PAHEE BbIBJICHHBIC IPH KIMHUYECKUX
OCMOTpax, W ONHUCAHHBbIE CJIy4au U3MEHEHHUs L[BETa MOYM W MOSBJICHHs BBIICICHUN U3
MOYEHUCIYCKATeIbHOIO  KaHaja. ['ucronormdeckoe HCCAEAOBAHUE  MATOJOTHYECKHX
NPOIIECCOB B MOYKAX HE BbIABIIIO. TakuM 00Opa3oM, NaHHBIE HKCIEPUMEHTA MOKA3bIBAIOT,
YTO MOBPEXKAECHUE HE KacalOCh CTPYKTYPHI MOYEK U MX (PYHKIHOHAIBHOTO COCTOSIHHSL
O ekt noTeHUIPOBaHNUS KOMIIOHEHTOB (MEMAHTHH + MEJIATOHNH) OTCYTCTBYET.

UzydeHne ructoMopQosIorHiecKoi CTPYKTypbl BHYTPEHHUX OPTaHOB HE BBISIBHIIO
MIPU3HAKOB MAaTOJOTHYECKUX W3MEHEHHUH MOCJe BBEACHUS KOMIIO3ULIMHA IO HACTOSALIEMY
U300peTeHNI0, TIOJNYYeHHBIX MO BapuaHTaMm 1, 16, 17, u MONy4eHHBIX B COOTBETCTBHUH C
MPOTOTUIIOM.

MecTHOpasapaxarouiee AeHCTBHE OTCYTCTBOBAJIO.

JlaHHBIE TIPOBENEHHBIX HCCIAENOBAHUN OOINETOKCUYECKNX CBOMCTB Tperapara
MO3BOJISTFOT CHIENIaTh BBIBOJ OO0 OTCYTCTBUM MOTEHLMHPOBAHMUSA TOKCHYECKUX 3((PeKToB
KOMIIOHEHTOB KOMITO3ULIMHA MO HACTOSIIIEMY M300pETEeHUI0, MOJyYeHHBIX IO BapHaHTaM 1,
16, 17.

IIpoBeneHHbIe HCCIENOBAHUS OOIIETOKCHUECKUX CBOMCTB HOBBIX KOMIO3HIMN MO
HACTOSIIEMY H300pETEHHUI0, MOJYYEHHBbIX MO BapuaHtaMm 1, 16, 17 mo3BOJSIOT chenarhb
BbIBOJ OO0 OTCYTCTBUM MOTEHLUWUPOBAHMA TOKCHYECKHX 3(P(PeKToB KOMIOHEHTOB

KOMOHWHHPOBAHHOTO JIEKAPCTBEHHOTO Ipernapara.

Hzo0pererne MOKeT OBbITh MCIOJB30BAHO B MEOHUIIMHE, XHUMHH, (PapMaleBTHUECKON

MPOMBIIIJICHHOCTH.



24

®OPMYVYJIA H30BPETEHUA

1. ®apmaneBTHYeCKas KOMIIO3UIUS B BHIE TBepAOW (OPMBI sl TPOPUIAKTHKA U
JICUEHUsS] TICUXUYECKUX, TIOBEJICHYECKIX, KOTHUTUBHBIX PACCTPONCTB, XapaKTePU3YIOIIAsICSl TEM,
YTO COAEPKUT MEMAHTHH U MEJATOHWH B MAacCOBOM COOTHOIIEHMHU 5 : 3 W BCIOMOTaTeNbHbIC
BEIIECTBA.

2. @apmarleBTHUECKAass KOMIIO3ULIMS MO 1.1, OTAMYAOMIAsCS TEM, YTO YIOMSHYTOU
TBEPIOH (HOPMOIA SABISIETCS AUCTIEPTHPYEMAasi B TIOJIOCTH pTa TadJeTKa.

3. @apmarieBTHUECKAs] KOMIO3HUIMSI TIO JTEFOOOMY 13 M. 1 WK 2, OTIUYAOIIAsCS TeM, YTO
BCIIOMOTaTeJIbHBIC BEIeCTBA BKIIFOYAIOT HATIOJIHUTEb, Ie3UHTETPAHT, CBSA3bIBAOIEE BEIECTBO U
MTOJICIACTUTEIb.

4. @apmManieBTHYECKasi KOMIIO3HLIUS 10 JitoOomy u3 . 1-3, conepakamas ot 75,0 10 96,5%
MAaC. BCIIOMOTaTENIbHbIX BEIIECTB.

5. dapmaneBTHUECKass KOMITO3ULIHS 1O 1.4, CoaepIKaias

- o1 65,0 no 80,0 % mac. HanOHUTEISA, BKJIFOYAOIIEro Mo KpaliHel Mepe ONUH KOMITOHEHT,
BbIOpaHHBIN U3 MAHHUTOJA, KOMTOBUIOHA, /WU

- or 4,0 no 15,0 % wmac. ne3uHTerpaHTa, BKJIIOUAIOLIEro MO KpaiiHell Mepe oOAMH
KOMIIOHEHT,  BbIOpaHHBIA W3  KPOCMOBHIOHA, HATPUS  KapOOKCHMETHIILEILTIONO3BI,
KPOCKapMeJIO3bl, JKeJIATHHUPOBAHHOTO Kpaxmaa, u/win

- oT 1,0 10 2,0 % mac. cBsI3bIBaIOLIETO BEIIECTBA, BKJIIOYAIOILEro M0 KpaliHeil Mepe OfuH
KOMIIOHEHT, BbIOpaHHBIA K3 COpOWTONA, MOJUBUHWINMHPPOIUIOHA, KEJIaTHHA, MPOU3BOIHBIX
LEJITFOJIO3bI, IPUPOIHBIX KAMEIeH, MOJUITHIICHTJINKOJIeH, albTiHATA HATPUS, W/ VITH

- ot 1,0 10 2,5 % Mmac. noacaacTUTesi, BKJIIOUYAIOLIEro 10 KpaliHel Mepe OJIH KOMITOHEHT,
BBIOpaHHBIN U3 MAJIBTUTOJA, CAXapUHATA HATPHSI, U/VJIH

- ot 0,5 10 1,0 % mac. ckonp3sIero BeLlecTBa, BKIIOYAOLIEro Mo KpaliHel Mepe OluH
KOMIIOHEHT, BBIOPAHHBIM U3 KOJUIOMIHOTO JUOKCUAA KPEMHUS, CTEAPUHOBOUW KHUCIIOTHI H/UJTU €€
COJIeH, TaJbKa WJIN UX CMECeH, CTEapUHOBOU KHUCIIOTHI W/UJTH €€ COJICH, KOJUIOUAHOTO TUOKCHUIA
KpEeMHUsI, Talibka, OeH30aTa HATPUs, alleTaTa HATPUS U OJieaTa HATPHsI, U/IH

- ot 1,5 1o 3,0 % mac. apomaTtuzaropa.



JIOT'OBOP O MATEHTHOHI KOOIEPAITAH

PCT

OTYET O MEXXAYHAPO/IHOM INIOUCKE
(crarbs 18 m npasuma 43 u 44 PCT)

Homep A¢a 3aABHTE/IA HIH ArCHTA A JAJTBHERIITAX cm. ©opmy PCT/ISA/220
282 JEACTBUH H, €CITH IPHMECHUMO, IyHKT 5 HIKE.
Howmep MexnyHapogHOH 3a1BKU Jlara MeXX Iy HapOJHOH Tmoaayu Camas paHHsisI JaTta MPHOPUTETA
PCT/RU 2017/000458 28 urons 2017 (28.06.2017) 29 urons 2016 (29.06.2016)
3adBUTEIH

OBIILECTBO C OTPAHUUEHHON OTBETCTBEHHOCTBIO "BAJIEHTA-UHTEJUJIEKT"

Hacm;mmﬁ OTUCT O MEXXIYHAPOIHOM IMMOUCKEC MMOATOTOBJ/ICH JAHHBIM MG)KHY HAPOIHBIM ITOUCKOBEIM OPTraHOM U HAMMPABJLACTCA 3AABUTCIIIO B
cooreercTuu co Crarseif 18. Komms oTuera Hampasercs B MexxayHapogaoe 610po.

Hacrosamuii oT4eT 0 MEKIYHAPOIHOM IIOHCKE COCTOUT U3 2 JIUCTOB.

D K HCMY IPUWJIATAKOTCA KONMUU BCCX CCBIIOYHBIX JOKYMCHTOB, YKA3AHHEIX B JAHHOM OTHCTC.

1. Ocnora oruera
a. OTHOCI/ITGJ'H:HO SI3bIKA Memyl{aponﬁmﬁ IMOUCK I[pOBeHeH Ha OCHOBC:

MEIKIYHAPOIHOU 3a5BKH HA S3BIKE, HA KOTOPOM OHA OBIIA IO JAHA.

|:| TIEPEBOAA MEXKTY HAPOJHOM 3aABKH HA CJICAYIOLIHI S3BIK , KOTOPBIH ABIACTCA

S3BIKOM TICPEBOA, MPEACTABICHHOTO 1A Henei MexkayHapoxraoro moucka (IIpasmma 12.3(a) u 23.1(b)).

b. D JIaHHEILA OTYET O MEKIYHAPOIHOM IIOHUCKE MOATOTORIICH C YUCTOM HCHPABJICHHST 0MEBITHON OIMHOKH, PAa3PEIICHHOTO

JaHHBM OPraHoM HITH JOBEICHHOTO 10 CBeaeHUA naHHoTo Oprana coriacHo [Ipasway 91 (ITpasmmo 43.6bis(a)).

c. |:| OTHOCHTENIBHO TH00011 HOCIeI0BATEILHOCTH HYKJICOTIIOB /I AMITHOKHCJIOT, PACKDPHITOI B MEXKIyHAPOHOI 3a4BKe,

cm. rpady I
2. |:| HexoTopsie myHKTHI GOPMYJIBI He MOITEKAT MOUCKY (cM. rpady II).
3. |:| Exuncreo mzodperenns ne codmoaeno (cm. rpady III).
4. B yactu Ha3BaHus.
MIPUHAT TEKCT, MPEACTABACHHBIN 3aABUTCICM.

|:| JaHHbM OPTaHOM YCTAHOBJICH CIICTYFOINHIA TEKCT:

5. B uacru pedepara.
TPUHAT TCKCT, I[peHCTaBHGHHBIf[ 3AABHTCIICM.

|:| JaHHbEM OPraHoM YCTaHOBIICH, COTTACHO [IpaBuiy 38.2, TekcT, mpuBeACHHLIH B rpade [V. 3asBuTe 5 MOXKET B TCUCHHE

OTHOTO MECSIIA C IATHI OTIMPABKH HACTOAIIETO OTUETA O MEIKIYHAPOIHOM MOUCKE MPEACTABUTE CBOH KOMMCHTAPHH B JAHHBIH
Opras.

6. B uactu yeprexeii.

a. C pedeparoM nomxHa OBITE OMyOmKOBaHa (urypa Ne

I:I KaK IPEJIOKEHO 3aABHTEICM.
|:| KaK MPEIOKEHO 3THM OPraHoM, TaK KaK 3aABHTEIIb HE YKa3al (DHIYPEL
|:| KaK MPeAIokeHo 31uM OPraHoM, Tak Kak JaHHAS (PHIypa JIydIle XapakTepH3yeT H300peTCHHE.

b. |:| pedepar 6yzer omyOIuKOBaH O€3 YEPTEKEH.

®opma PCT/ISA/210 (mepssrii mict) (uBaps 2015)




Howmep MexnyHapoaHO 3a1BKU

OTYET O MEXKAYHAPOAHOM ITIOUCKE PCT/RU 2017/000458

A, KIACCUOUKALMS [IPEAMETA N30BPETEHUA AGIK 31/13 (2006.01)
AGIK 31/4045 (2006.01)
AGIK 9/20 (2006.01)
AGIP 25/28 (2006.01)

Cormacuo MexayHapoaHoii mareHTHOI Kiaccuduramuu MITK

B. OBJIACTbB TTOMCKA

IIpoBepeHHEIH MHHAIMYM JOKYMCHTAUMHA (CHCTEMA KIACCH(HKAIUH C HHACKCAMH KIaCCH(DHKAIINH)

A61K 31/00, 31/13, 31/4045, 9/00, 9/20, A61P 25/00, 25/28

Jpyras mpoBepeHHAsA JOKyMEHTAIHA B TOI Mepe, B KAKOH OHA BKIFOUCHA B IIOMCKOBBIC MTOA0OPKH

DrexTpoHHas 6a3a JAHHBIX, HCTIOIb30BABIIANCS PH MOUCKE (HA3BAHHE OA3HI H, CC/TH, BO3MOIKHO, HCIIOIE3YEMBIC IIOHCKOBEIC TCPMUHBI)

PatSearch, RUPAT, ESP@CENET, PubMed, ScienceDirect, SpringerLink

C. JOKVMEHTHI, CHUTAIOITMECA PEJIEBAHTHBIMU:

Kareropus* Llutupyembie TOKyMEHTBI C YKA3aHHEM, TJE 3TO BO3MOXKHO, PEJIEBAHTHBIX YacTel OTHOCHTCS K MyHKTY Ne
DY WO 2015/060746 A1 (OBILIECTBO C OT PAHMYEHHOM
OTBETCTBEHHOCTBIO “BAJTIEHTHUHA-UHTEJIJIEKT») 30.04.2015,
c. 19, crpoku 7-19, c.23, ctpoku 21-26, ¢.24, ctpoku 1-11, c. 22-26, .25, 1-15
cTpoku 1,2, popmymna
Y RU 2557960 C1 (EEHUAIIIBWUJIN AJUJIAH 'EPOBUY u np.) 27.07.2015, ¢.6, 1-15
CTpoku 1-48
Y RU 2546 521 C2 (BUAJITIOPTEJIA DHJI KA., C.A.) 10.04.2015, npumep 9 11-13
Y RU 2482839 C2 MAKHEWJIC-IITIC, UHK) 27.05.2013, ¢.13, cTpoku 25-30 5,6, 11-13
D MOCICAYIOIINE TOKYMCHTBI YKA3aHbI B IIPOJO/DKCHIH I‘patI)BI C. D JAHHBIC 0 MATCHTAX-AHAJIOTaX YKA3daHbl B MPUIOXKCHUN
* Oco0bIe KATETOPHH CCHUIOMHEIX AOKYMEHTOB: “1” §0os1ee O3AHMIT JOKYMEHT, OIyOIMKOBAHHELI OC/IE JATH MEK Ay HAPOAHOI
“A” JIOKYMEHT, OIPEAe IOl OO MM YPOBeHb TEXHUKH H HE CHHTAFOIIHIIC TOAAYH HIH NPHOPHTETA, HO NPHBEICHHEIH 111 NOHHMAHHIA IPHHIHNA HIH
0C000 PENeBAHTHEIM TEOPHH, HA KOTOPHIX OCHOBHIBAETCA H30OPETEHHE
“E” $0nee PAHHEAA 3A9BKA WIH TATEHT, HO ONMYOIMKOBAHHAL HA ATy “X” MOKYMEHT, HMEFOIIHN HANOOIEE OIN3KOE OTHOMEHNE K MPEAMETY MOHCKA;
MEK/IyHAPOJHON TOAAH W TIOCTIE HEE 3aABJICHHOE H300PETEHHE HE OOMATACT HOBH3HON HIIM H300PETATEECKHM
“L TOKYMEHT, [IOABEPTAONIHIT COMHCHHIO MPUTA3AHUE() HA MPHOPHTET, HIH YPOBHEM, B CPABHCHHHE C JOKYMEHTOM, B3ATEIM B OTJCIBHOCTH
KOTOPEIH MPHBOAUTCA C LEIBIO YCTAHOBJIEHHS JATHI Iy OIMKALHY APYTOTO “Y” IOKYMEHT, HMEIOIHIl HAnG0Iee OIH3K0e OTHOMEHAE K MPEAMETY MOHCKA;
CCBUIOMHOTO JOKYMEHTA, 4 TAKKE B APYTHX NELIX (KAK YKA3AHO) 3a4BJICHHOE H300PETEHHE HE OOMATAET H30OPETATENLCKAM YPOBHEM, KOTA
“Q” JIOKYMEHT, OTHOCANIHICS K YCTHOMY PACKPHITHIO, HCIIOIB30BAHHIO, JOKYMEHT B3AT B COUCTAHHH C OJHHM HIH HECKOJBKHMH JOKYMEHTAMH TOH >ke
SKCIOHHPOBAHHIO H T.1I. KATETOPHH, TAKAY KOMOHHANAA JOKYMEHTOB OMEBH/IHA /I CIENHAIHCTA
“pr MOKYMEHT, 0Ty O IMKOBAHHEIH /10 TATHL MEXKTY HAPOTHOH MOIATH, HO TOCHE “&” MOKYMEHT, ABJFOMHANC TATEHTOM-AHATIOTOM

JIATH HCIPAMIHBAGMOTO MPHOPUTETA
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