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2420-577108EA/061
TBEPABIE ®OPMbI H KOMBUHHUPOBAHHBIE KOMIIO3ULIUHA, COAEPKAIIIUE
HNHI'UBUTOP BETA-JIAKTAMA3bI, U UX IPUMEHEHUWSA
OIIMCAHHME

Ccblika

CormacHo  HacTosllell  MAaTEHTHON  3asBKEe  HCMPALIUBAETCS  MPHOPUTET  TIO
npeaBapuTenbHol 3asiBke Ha mateHT CILIIA Ne 62/467750, momannoii 06 maprta 2017 rona,
npensaputenbHoil 3asiBke Ha mateHT CIIIA Ne 62/467752, momannoii 6 maprta 2017 rona,
npenBapuTenbHO 3asBke Ha mateHT CIIIA Ne 62/564989, nonannoii 28 centsiopst 2017 rona, u
npensaputenbHOl 3asiBke Ha mateHT CIIIA Noe 62/564990, monanuoit 28 centsiops 2017 roxa;
KaXasi M3 KOTOPBIX BKJIIOYEHA B JAHHBIM JOKYMEHT MOCPEICTBOM CCBUIKH BO BCEH CBOEH
MIOJTHOTE.

3asiBienue 0 GUHAHCHPOBAHMH UCCIEOBAHUA U3 (peepaTbHOrO 0I01KeTa

Hacrosimee wm300pereHne ObUIO  BBIMOJHEHO TMPU  TNOJAEPIKKE MPABUTENBCTBA
Coenunennbix IlltaToB AMepuku COrjacHO KOHTpakTy 3a HoMmepoMm R43AI096679 c
HarmonansaeiMu nHCTHTYTaAMH 3apaBooxpaneHus (NIH), cornacHO KOHTpPakTy 3a HOMEPOM
R44A1096613 ¢ HammonanbabiMU uWHCTHTYTaMu 3apaBooxpanenus (NIH) wu cormacHo
koHTpakty 3a Homepom HHSN272201300019C ¢ HauuoHanbHBIMH  HUHCTUTYTaMHU
3npaBooxpanenusi (NIH). IlpaBurenscTBo objagaer ompenesieHHbIMH MPaBaMU HAa HACTOSIIIEE
n3o0peTeHue.

O0JacTh TEXHUKH, K KOTOPOii OTHOCHUTCSI HACTOsIIee H300peTeHue

Hacrosimee nzobperenne oOTHOCUTCS K (papMalleBTHUECKIM KOMITO3ULIMSAM, COAEPIKALIIM
Oopconepkaiiue CoenuHeHHs, MOMUMOpPGHBIM (opmaMm, mpemaparaM M HUX NPUMEHEHUIO B
Ka4yecTBe HHrUOUTOPOB (pepMeHTOB OeTa-1aKTaMas M B KaueCTBE aHTUOAKTEPHAIbHBIX CPEJICTB B
KOMOMHaIH ¢ OeTa-JTaKTaMHBIM aHTHOHOTHKOM.

IpeamecTByOUHii YPOBEHb TEXHHKH HACTONAIIEr0 H300peTeHust

AHTHOMOTHKY SIBISIFOTCST Haubosee 3P(EeKTUBHBIMU JICKAPCTBEHHBIMH CPEACTBAMH IS
aeyeHuss OakTepHaJbHbIX HMH(PEKUMOHHBIX 3a0ojeBaHuMi. MX IIMPOKO TPUMEHSIOT B
KJIMHUYECKOW TMpPAaKTHKE Ojaromapss HMX XOpomeMmy aHTHOakTepuadbHOMY 3(¢exTy mnpu
OrpaHudeHHbIX MOOOUHBIX 3(Pdexrax. Cpeam HUX Kiace OeTa-JaKTaMHBIX AHTHOMOTHKOB
(Hampumep, NEHWIWUIMHBL, [edaJOCIOPUHBI, MOHOOAKTaMbl W KapOameHEeMbl) SIBISIETCS
NPEANOYTUTENBHBIM, Onaromaps ux OakrepuuugHOMY 3(P¢GEeKTy M TOMy, YTO HX MHIIEHb
OTCYTCTBYET B 3YKapPUOTHYECKHX KJIETKAX, CICICTBHEM HYEro sIBJIIETCS] HU3Kasi TOKCUYHOCTb.

Jdns  mporuBoneiicTBuss  3(PQEKTUBHOCTH  Pa3JMYHBIX  O€Ta-JakTaMoB, OakTepuu
SBOJIIOLIMOHUPOBANIN, BBIpa0aThIBasi BAPUAHTHI JEAKTHBHPYIOLUINX OeTa-lTakTaM (EepPMEHTOB,
Ha3bIBAEMBbIX O€Ta-laKTaMa3aMH, a TakXX€ B OTHOLIEHWH CIHOCOOHOCTH [eJUTBCS 3TUM
MHCTPYMEHTOM KaK BEPTHUKAJIbHO, TAK M TOPU30HTAJBbHO MEXIy BHAAMU M BHYTPU BHIA. JTH
Oera-makTamasbl OTHOCATCS K KJIacCaM «CEPHUHOBBIX» WM «METaulo» OeTa-iakramas,
COOTBETCTBEHHO, Ha OCHOBAHMU TPUCYTCTBUS KJIIOUEBOIO CEpHUHA WIM LUHKA B AaKTHBHOM

neHtpe ¢epmenra. bbicTpas uHAYKIMS, OTOOP M PacCHPOCTPAaHEHHE 3TOr0 MeEXaHH3Ma



OakTepUuaIbHOW YCTONYMBOCTH MOXKET CHJIBHO OTPaHMYMBATH BECh KJIACC BAPUAHTOB JICUCHUS C
NpUMEHEeHHeM OeTa-JJaKTaMOB B OOJBPHUYHBIX YCJIOBUSX U B NMPHUBBIYHOW COLMAIBHON Cpene.
CymectByer moTpeOHOCTH B 3(Q(PEKTHBHBIX U 0O€30MaCHBIX TEPANEeBTUYECKUX CPEACTBAX,
KOTOPBIE MOTYT OCYIIECTBJISITh JICUEHNE TAKUX YCTOWYUBBIX HH(PEKLIUH.

CymHocTb n300peTeHus

B naHHOM OKyMEHTe packpbITa (hapManeBTHYeCKask KOMIIO3HLIUS, COAepIKaIuas:

(1)  (R)-3-(2-(TpaHc-4-(2-aMHHO3TUIIAMUHO ) IUKJIOT€KCHJI )aLle TAMHUO )-2-THAPOKCH-3,4-
nurunapo-2H-6en3o[e][ 1,2 ]okcabopuHUH-8-KapOOHOBYIO KHUCIIOTY:
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HO™ "0 | ee (apmaueBTHYECKH NPUEMIEMYIO COJb,

COJIbBAT UJIHN (1)apMaI_IeBTI/ILIeCKI/I MPUEMIICEMYIO COJIb U COJIbBAT U

(1) nedernmm.

B cooTBeTcTBMM ¢ HEKOTOPBIMH BapHUaHTAMH OCYIIECTBJICHHS (hapMarleBTHUECKOH
KOMTIO3UINH (hapMALEBTHYECKYI0 KOMITO3ULIMIO COCTABJISIFOT B BUAE OJHOPOMHOH >KUAKOCTH,
MOAXOAALIEH 1J11 UHBEKLINH.

B cooTBeTcTBMM ¢ HEKOTOPBIMH BapUaHTAMH OCYIIECTBJICHHsS (hapMarleBTHUECKOH
KOMIO3UINH (papMaleBTUYECKass KOMITO3UIUS IOMOJHUTEIBHO CONEPKHUT (hapMarieBTHIeCKH
MIPUEMIIEMOE BCIIOMOIaTEeNbHOE CPEACTBO.

B cooTBercTBMM ¢ HEKOTOPBIMH BapUaHTAMH OCYILIECTBJICHHS (hapMarleBTHUECKOH
KOMIO3UINH (papMalieBTHUECKH MTPUEMIIEMOE BCIIOMOTaTeIbHOE CPEICTBO MPEACTABIISIET COOOM
AMHMHOKHUCJIOTY WJIA NPOU3BOJHOE MOHOCAXapUaa.

B cooTBeTCTBHMM C HEKOTOPHIMH BapHAaHTAMH OCYIIECTBJIEHUS (HapMaleBTHUECKOM
KOMITO3ULINH (hapMaLeBTHUECKH MPUEMIIEMOE BCIIOMOTAaTEIbHOE CPEACTBO MPEACTaBIsieT COO0H
L-aprunun.

B cooTBEeTCTBHMH ¢ HEKOTOPBIMH BapHaHTAMH OCYIIECTBJICHHs (hapMarleBTHYECKOMH
KOMIIO3UIHH (papMalieBTHUECKH MPUEMIIEMOE BCIIOMOTATEIbHOE CPENCTBO MPEACTABIISIET COOOM
METJIYMUH.

B cooTBeTcTBMM ¢ HEKOTOPBIMH BapUaHTAMH OCYIIECTBJICHHS (hapMarleBTHUECKOH
KOMTIO3UINH (papMalieBTUYECKasi KOMITO3HUIIUS JOTIOJIHUTEIBHO CONEPKUT BOHBIN HOCUTEITh.

B cooTBeTcTBMM ¢ HEKOTOPBIMH BapHUaHTAMH OCYIIECTBJICHHS (hapMarleBTHUECKOH
KOMTIO3UIIMH BOIHBIA HOCHTEJb TPEACTaBIsieT co00i Boay st uabekunid, 0,9% WHBEKIIMOHHBIHI
pacTBop xJyiopuna HaTpus, 5% WHBEKIMOHHBIM PacTBOpP AeKCTpo3bl, 10% WHBEKIMOHHBIN
PacTBOpP AEKCTPO3bl, MHBEKLMOHHBIN PACTBOpP JIAKTaTa HATPHs, UHBEKIIMOHHBIA pacTBop ¢ 5%
nexctposoit u 0,9% XxyopuaoM HaTpus, UHBEKLMOHHBIM pacTBop PuHrepa c makratoM u 5%
NEKCTPO30H, WHBEKIWOHHBI  pacTBOp XJIOpUIA  HATpus/aleraTta  HAaTPUs/TJIFOKOHATA
HATPUS/XJIOpPUAA KaJIUsA/XJIOpUaa MarHus, WHBEKLHUOHHBIA PacTBOP XJIOpUIA HATpus/auerarta

KaJisi/anerata Maraust B 5% JEKCTPO3e WK JIFOOble MX KOMOMHALIUU.



B coorBercTBHMM C HEKOTOPBIMH BapHaHTAMH OCYIIECTBJICHUS (hapMaleBTHUECKOM
KOMITO3UINH (papmaneBTudeckas komrnosuips nmeet pH ot oxono 4 1o oxono 9.

B coorBercTBHMM C HEKOTOPBIMH BapHaHTAMM OCYINECTBJIECHUS (hapMalleBTHUECKOM
KOMIO3uIuH (papmaneBTudeckas komnosuius umeer pH ot oxono 4 no oxoro 6.

B coorBercTBHUM C HEKOTOPBIMH BapHaHTAMM OCYIIECTBJIEHUS (hapMalleBTHUECKOM
KOMITO3MLMHK  (papMalleBTUUECKYI0 KOMIIO3HMLIMIO COCTAaBISIIOT B BUAE IOPOIIKA  JUIA
BOCCTAHOBJICHHSI.

B cooTBeTCTBHMM C HEKOTOPBIMH BapHAaHTAMH OCYIIECTBJICHUS (hapMaleBTHUECKOM
KOMITO3ULIUH  (PapMALIEBTUYECKOE CPENCTBO JOIMOJHUTEIBbHO COHAEPXKHUT (hapMaleBTHUECKH
IpUEMJIEMOE BCIIOMOTaTeNIbHOE CPENICTBO.

B cooTBeTcTBHMM C HEKOTOPBIMH BapHAaHTAMH OCYIIECTBJICHUS (hapMaleBTHUECKOM
KOMITO3UIINH (PapMaLeBTHUECKH MPUEMIIEMOE BCIIOMOTATEIbHOE CPEIACTBO MPEACTABISIET COOOH
aMUHOKHCJIOTY WJIH ITPOU3BOJJHOE MOHOCAXapua.

B coorBercTBHMM C HEKOTOPBIMH BapHaHTAMH OCYINECTBJICHUS (hapMaleBTHUECKOM
KOMITO3ULINH (papMaLeBTHUECKH MPUEMIIEMOE BCIIOMOTATEIbHOE CPEIACTBO MPEACTABISIET COOOH
L-aprunun.

B coorBercTBHMM C HEKOTOPBIMH BapHAaHTAMH OCYINECTBJICHUS (hapMaleBTHUECKOM
KOMITO3UIINH (papMaLeBTHUECKH MPUEMIIEMOE BCIIOMOTATEIbHOE CPEIACTBO MPEACTABISIET COOOH
METJyMUH.

B coorBercTBHMM C HEKOTOPBIMH BapHaHTAMHM OCYIIECTBJIECHUS (hapMaleBTHUECKOM
KOMITO3ULIUH (papMalieBTUYECKass KOMIO3HMLIUSA SIBISIETCS TMOAXOASIIEH IJIs1 MHBEKLUH II0Cie
BOCCTAHOBJIEHHsI BOJHBIM HOCHUTEJIEM.

B coorBercTBHUM C HEKOTOPBIMH BapHaHTaAMM OCYINECTBJIEHUS (hapMalleBTHUECKOM
KOMITO3ULIMH BOAHBIN HOCHTEJb MPEACTABISAET OO0 Boay it uHbeKIui, 0,9% MHBEKIIMOHHBIN
pacTBop xJyopuaa HaTpus, 5% WHBEKUHUOHHBIH pacTBOp AEKCTPO3bl, 10% WHBEKUMOHHBIN
pacTBOp AEKCTPO3bl, NHBEKI[MOHHBII PacTBOpP JaKTaTa HaTpUs, MHbEKLMOHHBIA pacTBop ¢ 5%
nexctposzoit u 0,9% XJopuaoM HaTpus, UHbEKLMOHHBIM pacTBop PuHrepa c makratom u 5%
JIEKCTPO30H, HMHBEKLMOHHBIH  pacTBOp  XJIOpUAA  HATpus/aleraTa  HATPUS/TIIFOKOHATA
HATPUSI/XJIOpHAA KaJUsA/XJIOpUla MarHusi, MHbEKLIHNOHHBIA PacTBOpP XJIOPUAA HaTpus/alerara
KaJiisi/anerata Marausi B 5% JEeKCTPO3e WK JIFOOble MX KOMOMHALIUH.

dapmaueBTHUECKass KOMIIO3UIUS 1O JroOoMmy wu3 myHktoB 11-17, mpu sToM
(dapmaneBTHYECKAsT KOMIO3UIUS siBJsieTcst ctabunbHol npu okojio 25°C + 2°C/RH 60% + RH
5% B TeueHue Mo MeHblIel Mepe 12 mecsies.

B coorBeTcTBHMM C HEKOTOPBIMH BapHAaHTAMH OCYINECTBJICHUS (hapMaleBTHUECKOM
kommnozunuu  (R)-3-(2-(Tpanc-4-(2-aMUHO3TUIIAMITHO ) LIUKJIOTEKCHIT )alleTAMHJIO0 )-2-THAPOKCH-
3,4-nurnnpo-2H-6en3ole][ 1,2]okcabopunun-8-kapOoHOBass KuCiaoTa, €€ (apMareBTHIeCKH
npuemiieMasi CoJib, COJNIbBAT WIH (apMaLeBTHUECKH NpHEeMIIeMas COJb U COJIbBAT SIBIISIOTCS
KPUCTAIINUECKUMH.

B coorBercTBHMM C HEKOTOPBIMH BapHaHTaAMH OCYIIECTBJIECHUS (hapMaleBTHUECKOM

KOMIIO3ULIUU KPUCTAJJIMYECKAs] (R)-3-(2-(Tpanc-4-(2-



AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alleTAMU/IO0 )-2-THIPOKCHU-3,4-aurunpo-2H-
6enzo[e][1,2]okcabopruHnH-8-kapOOHOBAsT KMCJIOTA MPUCYTCTBYET B (hOpMe ee TUTHAPOXIIOpHIA
WJIN COJIbBATA.

B coorBercTBHMM C HEKOTOPBIMH BapHaHTAMM OCYIIECTBJIEHUS (hapMalleBTHUECKOM
KOMITO3ULINH KPUCTAJUTUYECKU I JUTUAPOXJIOPUL (R)-3-(2-(Tpanc-4-(2-
AMHMHOSTHIIAMUHO ) IUKJIOT€KCHIT )alle TAMHIO )-2-THAPOKCH-3,4-auruapo-2H-
6enso[e][1,2]okcabopuHnH-8-kapOOHOBOH ~ KHUCJIOTHI ~ IPHCYTCTBYeT B (opMe cosbpBara
MOHOTHApATA.

B cooTBeTCTBHMM C HEKOTOPBIMH BapHAHTAMH OCYIIECTBJICHUS (HapMaleBTHUECKOM
KOMITO3ULIUN  KPUCTAJUIMYECKass (opMa XapaKTEepPH3yeTCsl IMOPOLIKOBOW  PEHTI€HOBCKOH
midpakrorpammoii (XRPD), no cyiecTBy, Takol ke, Kak MpeAcTaBiIeHHas Ha Gur. 2.

B cooTBeTcTBHMM C HEKOTOPBIMH BapHAaHTAMH OCYINECTBJICHHUS (hapMaleBTHUECKOM
KOMITO3UIIUN  KPUCTAJUTMYECKass (opMa XapaKTEepPH3yeTCsl IMOPOLIKOBOW  PEHTI€HOBCKOH
mudpakrorpammoii (XRPD), no cyimecTBy, Takol ke, Kak NpeAcTaBIeHHas Ha Gur. 3.

B cooTBercTBHMM C HEKOTOPBIMH BapHAaHTAMH OCYIIECTBJICHUS (hapMaleBTHUECKOM
KOMITO3ULIMM  KPUCTAJUIMYECKass (opMa XapaKTepU3yeTCsl IOPOLIKOBOW  PEHTI€HOBCKOH
midpakrorpammoii (XRPD), conepxaieil xapakTepuCTHUECKHE KU CO 3HAUYeHHEM 26 OKOJIo
7,0°+£0,1°, co 3maduenmem 20 okoso 14,1°+0,1°, co 3Haduenmem 20 oxomo 20,2°+0,1°, co
3HaueHneM 260 okojio 24,6°+0,1° u co 3Hauennem 26 okojo 27,7°+0,1°.

B coorBercTBHMM C HEKOTOPBIMH BapHaHTAMHM OCYIIECTBJIECHUS (hapMaleBTHUECKOM
KOMITO3ULIUH KPUCTAIIMYECKON (POpMBI OPOLIKOBast peHTreHoBcKas nugpakrorpamma (XRPD)
JOTIOJIHUTENIbHO COJEPKUT XapaKTEPUCTHUECKUE MUKHU O 3HaueHueM 260 oxono 10,5°+0,1°, co
3HadeHueM 20 okojo 18,9°+0,1°, co 3naueHnem 260 okosio 23,7°+0,1°, co 3HayeHHeM 20 OKOJIO
25,6°+0,1° u co 3HaueHueM 26 okoso 29,6°+0,1°.

B cooTBeTCTBMM € HEKOTOPbIMH BapHaHTAMH OCYIIECTBIECHUsS (papMaleBTHIECKOM
KOMIO3ULNH (papMaLieBTHUECKAass KOMITO3ULMs conep:kut okosio 500 mr (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT€KCHIT )alleTAMUIO )-2-THIPOKCHU-3,4-aurunpo-2H-
oenso[e][1,2]okcaboprHUH-8-KapOOHOBOM KHUCIIOTHI, ee (papManeBTUYECKH MPUEMIIEMON COJIH,
coJbBaTa WK (papMarieBTHYECKH MPUEMIIEMO COJIU U COJIbBATA.

B cooTBeTcTBHMM C HEKOTOPBIMH BapHAHTAMH OCYIIECTBJICHUS (hapMaleBTHUECKOM
KOMITO3UIINH (papManeBTHUECKass KOMITO3ULMs conep:kut okoso 750 mr (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alleTAMUIO0 )-2-THIPOKCHU-3,4-aurunpo-2H-
oemso[e][1,2]okcaboprHUH-8-KapOOHOBOW KHUCIIOTHI, € (papMaleBTUYECKU MPUEMJIEMON COJIH,
coJbpBaTa WK (papMarieBTHYECKH MPUEMIIEMOI COJIN 1 COJIbBATA.

B coorBercTBMM C HEKOTOPBIMH BapHAaHTAMH OCYINECTBJICHUS (hapMaleBTHUECKOM
KOMITO3ULINH (papManeBTHIECKass KOMITO3ULHSI COIEPKUT OKOJIO 2 T nedenuma.

B naHHOM HOKyMeHTE TakKe PACKpBIT CIOCOO JieueHHs OakTepuanbHOM MH(EKUUU Y
cyObekTa, HYXTAIOIIErocss B 3TOM, BKJIOYAIOLINH BBeNeHHE CYOBEKTY (apManeBTUIeCKON

KOMITIO3HILINH, OIMMCAHHOMU B AaHHOM JOKYMCHTE.



B coorBercTBUM € HEKOTOPBIMH BapUaHTAMM OCYIIECTBIIEHHsS CIOcoba JIeUeHHsI
OakrepuanpHO  WH(pEKIUH  (PapMaleBTUYECKYI0  KOMIIO3UIMIO  BBOIST  IOCPEICTBOM
BHyTpuBeHHOM (IV) nndy3um.

B coorBercTBUM € HEKOTOPBIMH BapUAaHTAMM OCYLIECTBIIEHHsS Crocoba JeueHUs
OaxkrepuanbHOl uHpeKMM nepuox HHPY3UH (papMaleBTUIECKONH KOMIIO3ULIUH COCTABJISET
OKOJIO 2 Jaca.

B naHHOM NOKyMeEHTe Takxke packpbiTa kpucramamdeckas ¢popma (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT€KCHIT )alleTAMUIO )-2-THIPOKCHU-3,4-aurunpo-2H-

Oenso[e][1,2]okcabopuHUH-8-KapOOHOBOM KHUCIIOTHI:
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coJbBaTa WK (papMarieBTHYECKH MPUEMIIEMOI COJI B COJIbBATA.

B nanHOM nokyMmeHTe Takke packpbita Kpuctammudeckast ¢popma (R)-3-(2-(Tpanc-4-(2-
AMUHOA3THUJIAMHHO ) [TUKJIOT€KCHIT )alle TAMHIO )-2-THAPOKCH-3,4-muruapo-2H-

oemso[e][1,2]okcabopuHuH-8-KapOOHOBOW KHUCIIOTHI:
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B cooTBeTcTBUHM ¢ HEKOTOPBIMU BapHAaHTaAMH OCYINECTBJIEHUS] KPUCTAJUIUYECKOH (HOPMBI
muruapoxyiopua (R)-3-(2-(tpanc-4-(2-aMUHO3 THIIAMHHO ) I KJIOTEKCHIT )aLlleTAMHIO )-2-THUAPOKCH-
3,4-nurunpo-2H-6en3o0[e][ 1,2]okcabopruHUH-8-KapOOHOBOM KUCJIOTHI MPUCYTCTBYET B (hopMme
COJIbBATa MOHOTUJIPATA.

B cooTBeTcTBUHM ¢ HEKOTOPBIMU BaPHAHTAMH OCYINECTBJICHUS] KPUCTAIUTMYECKOH (HOPMBI
KpHcTajuinueckass (opMa XapakTepU3yeTcs MOPOIIKOBOW PEHTTeHOBCKOH audpakTorpaMmon
(XRPD), no cymecTBy, Takol ke, Kak IpeAcTaBieHHas Ha Gur. 2.

B cooTBeTcTBUHM ¢ HEKOTOPBIMU BAPHAHTAMH OCYINECTBJICHUS] KPUCTAIUTMYECKOH (HOPMBI
KpHCcTajutnueckass (opMa XapakTepU3yeTcs IMOPOIIKOBOW PEHTTEHOBCKOH audpakTorpaMmoin
(XRPD), no cymecTBy, Takol ke, Kak IpeAcTaBieHHas Ha ¢ur. 3.

B cooTBeTcTBUHM ¢ HEKOTOPBIMU BaPHAHTAMH OCYINECTBIICHUS] KPUCTAJUTMYECKON (HOPMBI
KpHCTajutnueckass (opMa XapakTepU3yeTcs IMOPOIIKOBOW PEHTTEHOBCKOH audpakTorpaMmoi
(XRPD), copmepskamueli XapakTepUCTHYECKHE MUKH CO 3HaueHweM 20 oxono 7,0°+0,1°, co
3HaueHneM 20 okomno 14,1°+0,1°, co 3Hauennem 20 okoso 20,2°+0,1°, co 3HadeHneM 20 OKOJIO
24,6°+0,1° u co 3HaueHueM 26 oxoino 27,7°+0,1°.

B cootBercTBUHM ¢ HEKOTOPBIMU BapHAHTAMH OCYINECTBJICHUS] KPUCTAJUTMYECKOH (HOPMBI
NOpOLIKOBasi ~ peHTreHoBckass  auppakrorpamma (XRPD)  nonomHUTENBHO — COXEPIKUT

XapaKkTePUCTUYECKHUE MUKU cO 3HaueHueM 20 oxono 10,5°+0,1°, co 3HaueHuem 20 OKOJO



18,9°+0,1°, co 3Hayenuem 20 oxomno 23,7°+0,1°, co 3HaueHuem 20 oxono 25,6°+0,1° u co
3HaueHuneM 26 okojo 29,6°+0,1°.

B cootBercTBUHM ¢ HEKOTOPBIMU BapHAHTAMH OCYINECTBJICHUS] KPUCTAJUITNYECKOH (HOPMBI
auruapoxyuopun (R)-3-(2-(tpanc-4-(2-aMUHO3 THIIAMMHO ) IUKJIOTEKCHJT )alleTaMHI0)-2-THAPOKCH-
3,4-nurunpo-2H-6en30[e][ 1,2]okcabopuHuH-8-KapOOHOBOW KHUCIIOTHI SIBJISIETCSI OE€3BOHBIM.

B cooTBeTcTBUM C HEKOTOPBIMH BapHAHTAMU OCYINECTBIICHUS] KPUCTAIIIMYECKOH (OPMBI
KpUCTAJUINYECKast GopMa XapaKTepU3yeTcsl MOPOIIKOBOI PEHTTeHOBCKOH AM(pPaKTOrpaMMOH
(XRPD), no cy1mecTBy, TaKou ke, Kak mpeacTaBieHHas Ha ¢ur. 8.

B cooTBeTCTBUHM ¢ HEKOTOPBIMU BAPHAHTAMH OCYINECTBJICHUS] KPUCTAIUTMYECKOH (HOPMBI
KpHcTajuinueckass (opMa XapakTepU3yeTcs MOPOIIKOBOW PEHTTeHOBCKOH audpakTorpamMmon
(XRPD), copmepskameli XapakTepUCTHYECKHE MUKH CO 3HaueHweM 20 oxoso 7,3°+0,1°, co
3HaueHneM 20 okomyo 14,5°+0,1°, co 3Hauennem 20 okoso 18,0°+0,1°, co 3HadeHneM 20 OKOJIO
19,7°+0,1°, co 3nauerueM 20 okono 24,0°+0,1° u co 3HaveHneM 20 okoio 27,3°+0,1°.

B cooTBercTBUHM ¢ HEKOTOPBIMU BapHAHTAMH OCYINECTBJICHUS] KPUCTAJUTMYECKOH (HOPMBI
MOpOINKOBasi ~ peHTreHoBckast  audpakrorpamma (XRPD)  n1OMOSHUTENBHO — COHEPIKUT
XapPaKTEPUCTUYECKUE THKH CO 3HaueHueM 20 oxomo 10,8°+0,1°, co 3HaueHuem 26 OKOJIO
16,6°+0,1°, co 3Hauenmem 20 oxono 19,6°+0,1°, co 3Hawenumem 20 okomo 23,3°+0,1°, co
3HaueHneM 260 okojo 24,3°+0,1° u co 3Hauennem 26 okojo 29,3°+0,1°.

B naHHOM MOKYMEHTE TaKke packpeita (papMarieBTUIeCcKast KOMIO3HULNS, COAEPIKaINas:

(1) xpucTaun4yeckyro GopMy, PacKphITYyIO B JAHHOM JOKYMEHTe, €€ (apMaLeBTHUECKU
IPUEMIIEMYIO COJIb, COJIbBAT WJIH (PapMaleBTUUECKU MPUEMIIEMYIO COJIb M CONIbBAT U

(11) nedenum.

B coorBercTBHUM C HEKOTOPBIMH BapHaHTaAMM OCYINECTBJIEHUS (hapMalleBTHUECKOM
KOMITO3MLIMH (papMaleBTHYECKass KOMIIO3MIMSI COCTABJIE€HA B BHIE OJHOPOMHOW >KUIKOCTH,
NOAXONALIEH AJI1 HHBEKLIUH.

B cooTBeTCTBMM C HEKOTOPHIMH BapHAaHTAMH OCYIIECTBJICHUS (HapMaleBTHUECKOM
KOMITO3ULINH (papManeBTHIECKas: KOMITO3ULHSI TOTIOJIHUTENIbHO COAEPIKUT BOIHBIA HOCUTEITb.

B cooTBeTcTBHMM C HEKOTOPHIMH BapHAHTAMH OCYIIECTBJICHUS (HapMaleBTHUECKOM
KOMITO3UINH (papmaneBTudeckas komrno3uist umeetr pH ot oxono 4 1o okodo 6.

B cooTBeTcTBHMM C HEKOTOPBIMH BapHAHTAMH OCYIIECTBJICHUS (hapMaleBTHUECKOM
KOMITO3UIINH  (papMALIEBTUYECKYI0 KOMITO3UIMIO COCTABISIIOT B BUAE MOPOIIKA IS
BOCCTAHOBJICHUSI.

B coorBeTcTBHMM C HEKOTOPBIMH BapHAaHTAMH OCYINECTBJICHUS (hapMaleBTHUECKOM
KOMITO3ULIUH (papMarieBTUIECKast KOMIIO3HMLUS SIBISIETCS TMOAXOASINEH IJIsl MHBEKLUH TOCie
BOCCTaHOBJICHHUSI BOJHBIM HOCHTEJIEM.

B coorBercTBHMM C HEKOTOPBIMH BapHaHTAMH OCYINECTBJICHUS (hapMaleBTHUECKOM
KOMITO3UIINH (papMarieBTUYECKass KOMIIO3HMLUSA JOMOJHUTEIBHO COAEPKHUT (hapMaleBTHUECKH

MPUEMIIEMOEC BCIIOMOTaTEJIbHOE CPEACTBO.



B coorBercTBHMM C HEKOTOPBIMH BapHaHTAMH OCYIIECTBJICHUS (hapMaleBTHUECKOM
KOMITO3ULINH (papMaLieBTHUECKH MPUEMIIEMOE BCIIOMOTATEIbHOE CPEICTBO MPEACTABISIET COOOH
AMUHOKHCJIOTY WJIM IPOU3BOJJHOE MOHOCAXapuaa.

B coorBercTBHMM C HEKOTOPBIMH BapHaHTAMM OCYIIECTBJIEHUS (hapMalleBTHUECKOM
KOMITO3MLIUH (hapMaleBTHUECKH MPUEMJIEMOE BCIIOMOTaTeJIbHOE CPEICTBO MPENCTABISIET COOO0M
L-aprunusn.

B cooTBeTCTBMM € HEKOTOPbIMH BapHaHTAMH OCYIIECTBIECHUsS (papMaleBTHIECKOM
KOMITO3ULNH (hapMaLeBTHUECKH MPUEMIIEMOE BCIIOMOTAaTEIbHOE CPECTBO MPEACTaBIsieT COO0H
METJTyMUH.

KpaTkoe onucanue uepresxei

[1] HoBble mpu3HaKU HACTOALIETO PACKPBITHS M3JOXKEHbI C XapaKTePHbIMU JETaNsMU B
NyHKTax npuiaraeMoii popmyssl m3o0petenus. Jlydinee mOHUMaHNe PU3HAKOB U MPEUMYIIECTB
HACTOSIIIIETO PACKPBITUSI OyAE€T NOCTUTHYTO C YYETOM CJEAYIOLIETro MOApOOHOrO OIMHCAHUS, B
KOTOPOM H3JIOKE€Hbl WJUIIOCTPATUBHbIE BAPUAHThI OCYILIECTBJIEHMsS], B KOTOPBIX HCIOJB3YIOTCS
MIPUHLIUIIBI HACTOSIILIETO PACKPBITHUS, U MPUJIAraeMbIX YepTeskel, B KOTOPbIX:

[2] Ha ¢ur. 1A nokaszaHbl 3Hau€HUs1 PaCTBOPUMOCTH AUTHAPOXJIOpUAa coefuHeHus 1 B
cmecsix [PA/Bona ipu 5, 25, 40 u 50°C B 3aBUcHUMOCTH OT conepskanus [PA/Bonbl.

[3] Ha ¢ur. 1B noka3aHbl 3Ha4eHUs] paCTBOPUMOCTU AUTHAPOXJIOpUAA coeuHeHus 1 B
cmecsax IPA/Bona B 3aBUCUMOCTH OT TEMIIEPATYPBL.

[4] Ha ¢ur. 2 nokazaHa NOPOIIKOBAsi PEHTTEHOBCKAsi AN PAKTOrpaMma, IOTydeHHAsT ISt
¢dopmbl 1 mpu KOMHATHOH TeMIieparype.

[S] Ha d¢ur. 3 mnokazaHa TMOPOINKOBAS PEHTICHOBCKas  IU(PaKTOrpaMma,
CMOZIEIUPOBAaHHAs] HA OCHOBAaHUM JAHHBIX OT MOHOKpUCTaIa g GopMel 1, MOMydeHHBIX IpU
100K.

[6] Ha ¢ur. 4 nokazana TGMS tepmorpamma (IIpu CKOPOCTH HarpeBaHUs,
coctasisiroutert 10°C/mun.) muis popmer 1.

[7] Ha ¢ur. S nokazana DSC tepmorpamma (npu CKOpOCTH HArPEBaHHsI, COCTABIIIOLIEH
10°C/mun.) nnst popmsr 1.

[8] Ha ¢ur. 6 nokazana uzorepma DV'S nnst popmsr 1.

[9] Ha ¢wur. 7 nokaszansl pa3menieHnble apyr Hax npyrom XRPD nudpakrorpamMmer nist
OUTUAPOXJIOpuAa coenrHeHus 1 mpu nepemeHHoi RH (oTHOCHTENBHAS BIAXKHOCTB).

[10] Ha ¢ur. 8 mokazaHa MOPOIIKOBAsE PEHTI€HOBCKas nudpakTorpamma, MoJydeHHas
st pOopMBI 2 TP KOMHATHOW TeMITEpaType.

[11] Ha ¢ur. 9 nokazana DSC Tepmorpamma mist popmer 2.

[12] Ha ¢ur. 10A nokazaHbl 3aperucTpUpOBaHHbIE U3MEHEHHSI MACcChl B 3aBUCUMOCTH OT
YPOBHSI OTHOCHTENBPHOW BIAXHOCTH. TBepaple oOpasubl ¢GopMmbl 2 HMHKYOUPOBAIM IPU
YKa3aHHOM 3HA4€HUHM OTHOCUTENBbHON BiaxkHOCTU mpu 25°C, B 3TO BpeMsi HENpPEpbIBHO
PErUCTPUPOBANIN U3MEHEHUS MacChl.

[13] Ha ¢ur. 10B nokasaHbl 3aperucTpUpOBaHHbIE U3MEHEHUsI MACcChl B 3ABUCUMOCTH OT

YPOBHA OTHOCUTEJIbHON BJIAXKHOCTH. CKOpOCTI/I NpeBpaliCHus paCCIUThIBAIM U HAHOCUJIU Ha



rpadpuK OTHOCHUTENBHO 3HAYEHHsI OTHOCUTENIbHOHN BIIAYKHOCTH (C JTMHEHHOW 4acTH KPUBOH C (ur.
10A). Kosdpuument perpeccun nuann cocrassieT 0,9995.

[14] Ha ¢ur. 11 nokaszaHo copepKaHuE BOABI B JUTHAPOXJIOpUIE COeANHEeHHs | moce
MHKYOMpPOBAaHUS NIPU PA3IUYHBIX TeMIlepaTypax 1 ycaosusx RH.

[15] Ha ¢ur. 12 noka3zaHa MOPOIIKOBAas PEHTTEHOBCKast MU(paKTOrpaMma, MoJyuyeHHas
aist popmsl 3.

[16] Ha ¢ur. 13 nokazaHa MOpPOLIKOBAsi PEHTI€HOBCKast AU(PAKTOrpaMMa, TOJTyYEeHHAs]
st opmsbl 4.

[17] Ha ¢ur. 14 noka3zaHa MOPOIIKOBAs PEHTTEHOBCKAst MU(PPAKTOrpaMMa, MOJydeHHas
st GOpPMBI S.

[18] Ha ¢ur. 15 noka3zaHa MOPOIIKOBAsS PEHTTEHOBCKAs MU(PPAKTOrpaMMa, MOJydeHHAs
st opMmsl 6.

IMoapoOHoOe packpbITHE HACTOSIET0 H300pPEeTEHUSA

B nmaHHOM nOKyMeHTe packpeiTel Kpucraminueckue ¢opmer (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alleTAMU/IO0 )-2-THIPOKCHU-3,4-aurunpo-2H-
oemso[e][1,2]okcaboprHUH-8-KapOOHOBOW KHUCIIOTHI, € (papMaleBTUYECKH MPUEMJIEMON COJIH,
coJbBaTa WK (papMarieBTUYECKH MPUEMIIEMOH COJIN 1 COJIbBATA.

B naHHOM MOKyMEHTE Takke PacKpbIThl (hapMalleBTHYECKHE KOMIIO3UIUH, COAEpIKAIIUe
kpuctajmueckue Gopmsl (R)-3-(2-(Tpanc-4-(2-aMUHO3 THIIAMUHO ) IUKIIOTEKC T )alleTaMHI0)-2-
rugpokcu-3,4-nurunpo-2H-6en3o[e][ 1,2 Jokcabopunun-8-kapOOHOBOIA KHUCJIOTBI, ee
bapmareBTHYECKH MPHEMIIEMOI COJIM, COJNbBaTa WU (papMaleBTUUECKU NMPUEMIIEMON COJH U
COJIbBATA.

B naHHOM MOKyMEHTE Tak)ke PacKpbIThl (hapMalleBTUUECKHE KOMIIO3UIIUH, COAepIKalUe
TBEpJIbIE bopmbI (R)-3-(2-(Tpanc-4-(2-aMMHOS THIIAMUHO ) LIUKJIOT€KCHIT )alleTaMUI0 )-2 -
ruapokcu-3,4-nuruapo-2H-6enzo[e][ 1,2 JokcabopuHuH-8-kapOOHOBOIA KHCJIOTBI, ee
(apMaleBTHYECKH MPHEMJIEMON COJIM, COJIbBAaTa WU (papMaleBTUUECKU MPUEMIIEMON COJH U
COJIbBATA.

B KOHTEKCTE JAHHOTO TOKyMEHTA (R)-3-(2-(Tpanc-4-(2-
AMUHO3THUJIAMUHO ) [IUKJIOT€KCHIT )alle TAMUIO )-2-THAPOKCH-3,4-muruapo-2H-

oemnso[e][1,2]okcabopuHuH-8-kapOOHOBAsT KUCJIOTA SBJISIETCS] TAKOM, KaK MOKa3aHO Ha CTPYKTYpe
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HO 0 . B coorBercTBHU C HEKOTOPBIMU BapUaHTaMU

HIKE:

ocymectsieHus (R)-3-(2-(Tpanc-4-(2-aMUHO3TUIIAMITHO ) LIUKJIOTEKCHIT)alleTaMHUJIO0 )-2-THAP OKCH-
3,4-nurnnpo-2H-6en3ole][ 1,2]okcabopuHun-8-kapOOHOBast ~ KHCIIOTa  TaKXKe  HA3bIBAETCS
coequHeHneM 1. B cooTBeTCTBUM C HEKOTOPBIMH BapUaHTAMH OCYIIECTBJICHUS COCOUHEHHE |

CYLIECTBYET B PABHOBECHM MEXAY «3aKPBITON» LUKIM4Yeckol (opmoit (koropas mokaszaHa
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B coorBercTBHH C HEKOTOPBIMH BapHUaHTaMU OCYLICCTBJIICHUA COCAUHCHUC 1 cBs3bIBaETCA BO

BBILIE) U OTKPBITOI» alMKJINYECKOH (POpMOIi:

BHYTPUMOJIEKYJIIPHbIE JHUMEpbI, TpUMEpbl W JroOble MX KOMOWHaimu. B COOTBETCTBUH C
HEKOTOPbIMM  BAapUAHTAMH OCYINECTBJIEHUS COequHeHue 1 mpucyTcTByer B (opme
bapMaleBTHYECKH TMPHEMIEMON ColMM. B COOTBETCTBUM C HEKOTOPBIMH BapUaHTAMU
OCyIIECTBIIEHHsI (hapMaIleBTHYECKH MPUEMIIEMAst COJIb MPENCTABISIET COOOW rumpoxsopua. B
COOTBETCTBHH C HEKOTOPBIMHM BapHUaHTAMH OCYIIECTBJEHUS (hapMalleBTHYECKH MpUeMIIeMast
COJIb TIPEACTABJISIET COOOW MUTHAPOXJIOPUA. B COOTBETCTBHM € HEKOTOPBIMH BapHaHTAMU
OCYIIECTBIIEHHsI coenuHeHne | mpucyTcTByer B (opme (apMareBTHUECKH MPHEMIEMOIO
conbBata. CoONbBAaTBI COmEpPKAT JMOO CTEXHMOMETPHUUECKHE, JIMOO HECTEXHOMETPUUECKUE
KOJINYECTBA PACTBOPUTENIS, M B COOTBETCTBUU ¢ HEKOTOPHIMH BapUaHTAMH OCYIIECTBICHUS OHU
o0pa3yroTcsi B XOIe TMpolecca KpUCTauM3aluud ¢ (apMaleBTHUECKH MPHEMIIEMBIMU
pPAaCTBOPUTENSIMH, TaKUMH KaK BOJa WJIM OpPTaHHYECKHE pacTBOPUTENU. B COOTBETCTBHH C
HEKOTOPBIMH BapUaHTAMU OCYIIECTBIEHHUS] PACTBOPHUTEb HE SIBJIIETCS] KOBAJIEHTHO CBSI3aHHBIM C
coenuHeHneM 1. B cOOTBETCTBUM C HEKOTOPHIMH BapHAHTAMHU OCYIIECTBJCHUs PAaCTBOPHUTEIH
SIBIISIETCSI  KOBAJIGHTHO CBsi3aHHBIM ¢ coenuHenuem 1. TDmapatel  oOpasyroTcsi, Kkorma
PacTBOPUTENb MPENCTABISET COOOM BOAY, WM aJKOTOJISITHI 0Opa3yrOTCs, KOra pacTBOPUTEINb
npezacTasisier codoit cnupt. B 1enom, conpBaTHpOBaHHbIE (YOPMbI CYUTAIOTCS SKBUBAJEHTHBIMU
HECOJIbBATUPOBAHHBIM (JOPMaM MPUMEHUTENBHO K COSIMHEHUSIM U CrIOco0aMm, MpeCTaBICHHbBIM
B JaHHOM JIOKyMEeHTe. B COOTBETCTBMM C HEKOTOPBIMH BapHAHTAMH OCYIIECTBJICHHUS
(bapmMareBTHYECKH MPUEMJIEMbII COJIBBAT MPEACTABIISET COOOI CONbBAT MOHOTHIPATA.

Kpucmannuyeckue ghopmol

B nanHOM JdOKyMeHTe packpbiThl Kpuctamaudeckue ¢dopmbl (R)-3-(2-(Tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alleTAMUIO )-2-THIPOKCHU-3,4-aurunpo-2H-
oemnso[e][1,2]okcaboprHUH-8-KapOOHOBOW KHUCIIOTHI, ee (papMaleBTUYECKH MPUEMJIEMON COJIH,
cojbBaTa WiaH (hapMaleBTHUECKH TMPHEMJIEMON COMM W COJbBaTa. B COOTBETCTBUH C
HEKOTOPbIMHM BapHUaHTAMU OCYIIECTBIEHHS KpUCTauMdeckas (opma TMpeacTaBiseT CcoOoi
dopmy 1. B COOTBETCTBMM C HEKOTOPbIMH BapHaHTAMU OCYIIECTBIECHHS KPHCTAJUTHYECKas
dopma mnpexncrasisier coboii popmy 2. B COOTBETCTBMM ¢ HEKOTOPBIMH BapUAHTAMHU
OCYIIECTBJICHUS] KpUCTAJTHYECKasi opma mpencrasisier codoit ¢popmy 3. B coorBercTBumM €
HEKOTOPbIMHM BapHaHTAMU OCYIIECTBIEHHS KpUCTaumdeckas (opma TMpeacTaBiseT coOoi
dopmy 4. B COOTBETCTBMM C HEKOTOPbIMH BapHaHTAMU OCYIIECTBJCHHS KPHCTAJUTHYECKas

dopma mnpexncrasisier coboit popmy 5. B cooTBETCTBMM ¢ HEKOTOPBIMH BapUAHTAMH

OCYIIECTBIIEHHsI KpUCTAJUINYeCKast popma rpencrasiser coboit popmy 6.
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®opma 1

B cooTBercTBUHM ¢ HEKOTOPBIMH BapHaHTAMHU OCYIIECTBJICHUS TUTHIPOXIOPHIHYIO COJb
COoeMHEHus] | mpeBpalaT B YUCTYIO M CTAOWJIBHYIO KpHCTaundeckyro ¢opmy (dpopma 1) B
KOHTPOJIIPYEMBIX YCJIOBHAX. B COOTBETCTBHMM C HEKOTOPHIMM BapUaHTAMHU OCYIIECTBJICHUS
¢dopma 1 npencrasisier co60i MOHOTHUIPATHYIO (OPMY AMTHAPOXIOPUAHON CONU COSTUHEHUS 1.
B cooTrBercTBUM ¢ HEKOTOPBIMU BAapHAHTAMU OCYIIECTBJIEHUS IOPOIIKOBAs PEHTTE€HOBCKAs
mu¢ppaxrorpamma (XRPD) dopmsr 1 sBisieTcs:, o CyLIecTBY, TAKOI ke, Kak MpeACTaBIeHHAs Ha
¢dur. 2, mpuueM COOTBETCTBYIOIIME CBEICHHbIE B TaOJMIy JaHHbIE MUKOB IMPEICTABIIECHBI B
tabmue 1. B COOTBETCTBMM ¢ HEKOTOPHIMH BapHaHTAMH OCYLIECTBJICHHS IOPOLIKOBAsI
pentrenoBckasi nudpakrorpamma (XRPD) dopmsl 1 sBisiercs, Mo CyLIecTBy, TaKOH ke, Kak
npeacrasienHass Ha ¢ur. 3. IlopomkoBass peHtrenoBckas augpaxrorpamma (XRPD),
npeACTaBIeHHAs Ha (ur. 2, sIBJIAETCS, 1O CYIIECTBY, TAKOH JKe, KaK MOPOLIKOBAasi PEHTT€HOBCKAs

mudpakrorpamma (XRPD), mpencrasnennas Ha ¢ur. 3.

Tabauna 1
20 ] 3navyenue d | UHTeHCHBHOCTD 20 ] 3navenue d| UHTEeHCHBHOCTH
[A] [%0] [A] [7o]

7,0 12,54 19 28,6 3,12 25
8,6 10,29 25 28,8 3,09 13
10,5 8,39 88 29,6 3,02 21
11,2 7,93 12 30,1 2,97 14
12,7 6,96 42 30,3 2,94 17
13,1 6,73 12 31,2 2,87 12
13,6 6,50 17 31,4 2,85 14
14,1 6,28 16 31,5 2,84 13
14,9 5,93 30 31,9 2,80 18
16,1 5,51 68 32,7 2,73 16
16,9 5,24 18 32,8 2,73 15
17,2 5,15 11 33,0 2,71 27
17,6 5,02 14 33,4 2,68 15
18,9 4,69 52 33,6 2,66 12
19,3 4,60 100 33,8 2,65 18
20,2 4,39 42 34,2 2,62 13
20,6 4,31 46 34,4 2,60 12
21,2 4,19 15 34,7 2,58 14
21,7 4,09 17 35,0 2,56 13
22,1 4,03 23 35,7 2,51 16
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20 ] 3nayenue d | UHTEeHCHBHOCTD 20 ] 3navenue d| UHTEHCHBHOCTH
[A] [70] [A] [%o]
22,6 3,93 20 36,1 2,48 9
22,9 3,88 45 36,4 2,47 10
23,7 3,75 88 36,6 2,45 18
24,6 3,61 27 36,8 2,44 8
25,0 3,56 34 37,2 2,41 8
25,6 3,48 42 37,5 2,40 23
25,9 3,44 34 37,7 2,39 7
26,1 3,41 34 38,0 2,37 7
26,5 3,37 20 38,2 2,36 7
26,7 3,33 25 38,6 2,33 16
26,9 3,32 19 39,1 2,30 7
27,7 3,22 16 39,6 2,28 19
28,1 3,17 26 39,9 2,26 12

B cooTBeTcTBHE ¢ HEKOTOPHIMH BapUaHTAMHU OCYIIECTBIEHUs ¢opma 1 meMOHCTpUpyeT
MOPOIIKOBYK) PEHTI€HOBCKYIO TU(PPAKTOrpaMMy, KOTOpasi BKJIFOUAET B ce0sl IO MEHbIIEeH Mepe
TP XapaKTePUCTUYECKHUX IMHKA, BBIOPAHHBIX M3 MHMKOB CO 3HaueHHeM 20 okono 7,0°+0,1°; co
3HauenneM 20 okomyo 10,5°+0,1°, co 3Hauennem 20 okono 14,1°+0,1°, co 3HaueHnem 26 OkoJo
18,9°£0,1°, co 3Hauenuem 20 oxono 20,2°+0,1°, co 3HaueHuem 20 okono 23,7°+0,1°, co
3HaueHneM 20 okojio 24,6°+0,1°, co 3HaueHnem 20 okoyio 25,6°+0,1°, co 3HayeHneM 20 OKOJIO
27,7°+0,1° u co 3HaueHueM 260 okoio 29,6°+0,1°. B cooTBeTCTBUM ¢ HEKOTOPBIMU BapUaHTaMU
ocywectieHust Gopma 1 IEMOHCTPHPYET MOPOIIKOBYIO) PEHTTEHOBCKYIO IU(paKTOrpamMmy
(XRPD), xoTopasi COTEepKUT XapaKTePUCTUIECKUE MHKU CO 3HaueHneM 20 okosio 7,0°+0,1°, co
3HaueHneM 20 okojyo 14,1°+0,1°, co 3Hauennem 20 okosio 20,2°+0,1°, co 3HaYeHHEM 20 OKOJIO
24,6°+0,1° u co 3HaueHueM 20 okojo 27,7°+0,1°. B cOOTBETCTBUU ¢ HEKOTOPHIMU BapHaHTaAMU
ocyuiecTiieHUs: ¢opMa | IEMOHCTPHUPYET MOPOIIKOBYIO PEHTTEHOBCKYID AH(PPAKTOrpaMMy
(XRPD), xoTopast IOMOJHUTENBHO CONEP’KUT XapaKTePUCTUYECKUE MUK CO 3HaueHneM 26
okoso 10,5°+0,1°, co 3Hagenuem 26 okono 18,9°+0,1°, co 3Hauenunem 260 okomo 23,7°+0,1°, co
3HaueHneM 20 oxono 25,6°+0,1° u co 3HaueHuem 20 okono 29,6°+0,1°. B coorBeTcTBUU C
HEKOTOPBIMH ~ BapUAHTAMH  OCyIIeCTBIeHUs ¢opmMa 1 JAEMOHCTPHPYET IMOPOLIKOBYIO
peHTreHoBckyro nudpakrorpammy (XRPD), xoTtopasi COmep>KUT XapakTePUCTUIECKHE THKH CO
3HaueHneM 20 okomyo 10,5°+0,1°, co 3Hauennem 20 okoso 12,7°+0,1°, co 3HadeHneM 20 OKOJIO
16,1°£0,1°, co 3Hauenmem 20 oxono 18,9°+0,1°, co 3Hadenumem 20 okomno 19,3°+0,1°, co
3HaueHneM 20 okomo 20,2°+0,1°, co 3Hauennem 20 okoso 20,6°+0,1°, co 3HadeHneM 26 OKOJIO
22,9°+0,1°, co 3Hauennem 20 oxomno 23,7°+0,1° u co 3Hauenuem 20 oxono 25,6°+0,1°. B

COOTBETCTBHH C HEKOTOPBIMH BapHaHTaMM oOcyluecTBieHuss ¢opma | peMoHCTpupyeT
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MOPOLIKOBYKD ~ PEHTreHOBCKY0  amdpaxrorpammy  (XRPD), KOTOpass  COAEPKUT
XapaKTePUCTUYECKHUE THUKU CcO 3HaueHueM 20 oxono 10,5°+0,1°, co 3HaueHuem 20 OKOJO
12,7°£0,1°, co 3Hauennem 20 oxono 14,9°+0,1°, co 3Hauenuem 20 okxono 16,1°+0,1°, co
3HaueHneM 20 okojyo 18,9°+0,1°, co 3Hauenunem 20 okoso 19,3°+0,1°, co 3HadueHnem 26 OkoJo
20,2°+0,1°, co 3nHauenueM 20 oxono 20,6°+0,1°, co 3HaueHuem 20 okxono 22,9°+0,1°, co
3HaueHreM 20 okojio 23,7°+0,1°, co 3HaueHnem 20 okoyio 25,0°+0,1°, co 3HayeHHeM 20 OKOJIO
25,6°+0,1°, co 3HaueHweM 20 okono 25,9°+0,1° u co 3HaueHuem 20 oxkojo 26,1°+0,1°. B
COOTBETCTBHH C HEKOTOPHIMH BapHaHTAMU OCYLIECTBJeHUs ¢opMa 1 IeMOHCTpUpYET
MOPOLIKOBYKD ~ PEHTreHOBCKYr0  amdpakrorpammy  (XRPD), KOTOpasi  COAEPKUT
XapaKTePUCTUYECKUE THKUA CO 3HadeHueM 20 oxono 8,6°+0,1°, co 3HadeHuem 20 OKOJIO
10,5°+0,1°, co 3Hauenmem 20 oxkono 12,7°+0,1°, co 3HayeHuem 20 okono 14,9°+0,1°, co
3HaueHneM 20 okomyo 16,1°+0,1°, co 3Hauennem 20 okosio 18,9°+0,1°, co 3HadeHneM 20 OKOJIO
19,3°+0,1°, co 3Hadenuem 20 oxono 20,2X°+0,1°, co 3naveHumeMm 20 oxomo 20,6°+0,1°, co
3HaueHneM 20 okomo 22,1°+0,1°, co 3Hauennem 20 okoso 22,6°+0,1°, co 3HadeHneM 20 OKOJIO
22,9°+0,1°, co 3HaueHnueM 20 oxojo 23,7°+0,1°, co 3HadeHumem 20 okono 24,6°+0,1°, co
3HaueHneM 20 okomyo 25,0°+0,1°, co 3Hauennem 20 okoso 25,6°+0,1°, co 3HadeHneM 20 OKOJIO
25,9°+0,1°, co 3HaueHueM 20 oxkojo 26,1°+0,1°, co 3Hadenumem 20 okomno 26,5°+0,1°, co
3HaueHneM 20 okomo 26,7°+0,1°, co 3Hauennem 20 okoso 28,1°+0,1°, co 3HadeHneM 26 OKOJIO
28,6°+0,1°, co 3HayenueMm 20 oxomno 29,6°+0,1°, co 3nHauenuem 20 okono 33,0°+0,1° u co
3HaueHunem 260 okojo 37,5°+0,1°.

®opma 2

B cooTBeTcTBHU C HEKOTOPHIMH BapHUAHTAMH OCYIIECTBIICHUS AUTHUAPOXIJIOPUIHYIO COJIb
coeuHEeHHs] 1 MOXKHO MPEBPATUTh B YUCTYIO U CTAOUIIbHYIO KpUCTAJUTHYeCKyIo Gopmy (hopma
2) B KOHTPOJIUPYEMBIX YCJIOBUSAX. B COOTBETCTBUM ¢ HEKOTOPBIMU BapHUaHTAMH OCYIIECTBIECHUS
dopma 2 mpexncraBisier coboit Oe3BOAHYIO (HOPMY IUTHMAPOXJOPHIHOW CONM COenuHeHHs 1.
IMopowmkoBasi peHtreHoBckass audpakrorpamma (XRPD) ¢opmbl 2 siBisieTcsi, MO CyIIECTBY,
TaKOM JKe, KaK MpencTaBlieHHas Ha (ur. 8, MpU4YeM COOTBETCTBYIOIIHME CBENEHHbIE B TAOJHIlY

JaHHbBIE TTMKOB MPEACTABJIEHBI B TabuULe 2.

Tabéauna 2
3nayenue d | UHTEeHCHUBHOCTDL 3nauenue d | UHTEeHCHUBHOCTH
20 200

[A] [Y0] [A] [%]
7,3 12,17 84 28,2 3,16 17
8,7 10,11 23 28,6 3,12 22
10,8 8,21 81 28,9 3,09 28
11,2 7,86 33 29,3 3,04 31
12,9 6,87 47 30,2 2,96 17
13,5 6,56 20 30,4 2,94 24
13,8 6,42 20 30,6 2,92 16
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20 ] 3nayenue d | UHTEeHCHBHOCTD 20 ] 3navenue d| UHTEHCHBHOCTH

[A] [70] [A] [%o]
14,5 6,09 32 31,2 2,86 32
15,2 5,84 23 31,7 2,82 17
15,9 5,56 45 31,8 2,81 18
16,3 5,42 63 32,2 2,78 31
16,6 5,34 100 32,3 2,77 32
17,2 5,15 22 32,6 2,75 20
17,5 5,06 18 33,3 2,69 28
18,0 4,91 26 33,5 2,67 20
19,2 4,62 56 34,1 2,63 25
19,6 4,54 64 34,5 2,60 19
19,7 4,50 79 34,8 2,57 22
20,5 4,32 44 35,1 2,55 13
21,1 4,20 95 35,3 2,54 14
21,4 4,15 26 35,6 2,52 14
21,6 4,11 18 35,8 2,51 16
22,1 4,01 18 36,5 2,46 21
22,8 3,89 30 36,9 2,43 16
23,1 3,84 29 37,3 2,41 14
23,3 3,82 22 37,9 2,37 14
24,0 3,71 75 38,2 2,35 14
24,3 3,66 62 38,5 2,34 11
25,1 3,54 22 38,8 2,32 11
25,3 3,51 19 39,2 2,30 12
25,9 3,43 31 39,3 2,29 15
26,3 3,38 32 39,7 2,27 17
26,6 3,35 30 40,2 2,24 10
26,8 3,32 26 40,6 2,22 11
27,0 3,30 24 40,8 2,21 10
27,3 3,26 36 41,3 2,18 11
27,8 3,21 22

B cooTrBeTcTBUM C HEKOTOPBIMH BapUaHTAMU OCYLIECTBJIEHHs (popma 2 I1EeMOHCTPUPYET

MOPOLIKOBYIO PEHTTE€HOBCKYIO AU pakTOrpamMmy, KOTOpasi BKJIIOHAaeT B ce0sl MO MEHbIIel mMepe
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TP XapaKTePUCTUYECKHUX ITHKA, BBIOPAHHBIX M3 MHKOB CO 3HaueHHeM 20 okono 7,3°+0,1°, co
3HaueHneM 20 okoyo 10,8°+0,1°, co 3Hauenunem 20 okono 14,5°+0,1°, co 3Hadyennem 26 OKoJO
16,6°£0,1°, co 3Hauennem 20 oxono 18,0°+0,1°, co 3Hauenuem 20 okxono 19,6°+0,1°, co
3HaueHneM 20 okojyo 19,7°+0,1°, co 3Hauenunem 20 okoso 23,3°+0,1°, co 3HadueHnemM 26 OKoJIO
24,0°+0,1°, co 3HaueHueMm 20 oxono 24,3°+0,1°, co 3HaueHuem 20 okono 27,3°+0,1° u co
3HaueHueM 20 okono 29,3°+0,1°. B coOTBETCTBUM C HEKOTOPHIMH BapHaHTAMH OCYIIECTBJICHUS
dopma 2 nmeMOHCTpUpPYET MOPOIIKOBYK PEHTreHOBCKy audpaxrorpammy (XRPD), xortopas
COIEPKUT XapaKTePUCTUYECKHE THUKH CO 3HadeHweMm 20 okono 7,3°+0,1°, co 3HaueHuem 20
okoj0 14,5°+0,1°, co 3HayeHuem 26 okosio 18,0°+0,1°, co 3HaueHnem 20 okojyo 19,7°+0,1°, co
3HaueHneM 20 oxono 24,0°+0,1° u co 3HaueHueMm 20 okosio 27,3°+0,1°. B cooTrBeTcTBUU C
HEKOTOPHIMM ~ BapUAHTAMH  OCYyINeCTBJeHUs (¢opMa 2 IEMOHCTPHPYET IMOPOILIKOBYIO
peHTreHoBCcKyr0  nmudpakrorpammy  (XRPD),  koropas  AOIMOJHHUTEIBHO  COIAEPIKHUT
XapPaKTePUCTUYECKUE THKH CO 3HaueHueM 20 oxomo 10,8°+0,1°, co 3HaueHuem 20 OKOJIO
16,6°+0,1°, co 3Hauenmem 20 oxkono 19,6°+0,1°, co 3Hadenumem 26 okomno 23,3°+0,1°, co
3HaueHneM 20 oxono 24,3°+0,1° u co 3HaueHuem 20 okono 29,3°+0,1°. B coorBeTcTBUU C
HEKOTOPHIMH  BapUAHTAMH  OCYIIECTBJeHUs (¢opmMa 2 IEMOHCTPHPYET IOPOLIKOBYIO
peHTreHoBckyro nudpakrorpammy (XRPD), koTtopasi COmep>KUT XapakTePUCTUIECKHE THKH CO
3HaueHneM 20 okojyo 7,3°+0,1°, co 3Hayenuem 20 okojo 10,8°+0,1°, co 3HadueHnem 20 OKOJIO
12,9°+0,1°, co 3Hauenmem 20 oxono 15,9°+0,1°, co 3Hadenumem 206 okomno 16,3°+0,1°, co
3HaueHneM 20 okojyo 16,6°+0,1°, co 3Hauenunem 20 okoso 19,2°+0,1°, co 3HadueHnemM 26 OKoJ0
19,7°£0,1°, co 3Hauenmem 20 oxono 20,5°+0,1°, co 3Hauenumem 20 oxomo 21,1°+0,1°, co
3HaueHneMm 20 oxono 24,0°+0,1° u co 3HaueHuem 20 okoso 24,3°+0,1°. B coorBercTBUU C
HEKOTOPBIMU  BapUaHTAMH  OCYyIIeCTBIeHHs (opMa 2 JAEMOHCTPUPYET IOPOLIKOBYIO
peHTreHoBCcKyto nudpakrorpammy (XRPD), koTopasi CONEp:KUT XapaKTePUCTUYECKUE THUKH CO
3HaueHneM 20 okojio 7,3°+0,1°, co 3HaueHuem 20 okojo 10,8°+0,1°, co 3HaueHHEM 20 OKOJIO
11,2°£0,1°, co 3HaueHuem 20 okono 12,9°+0,1°, co 3HayeHuem 20 okono 14,5°+0,1°, co
3HaueHneM 20 okojio 15,9°+0,1°, co 3HaueHnem 20 okosio 16,3°+0,1°, co 3HayeHneM 20 OKOJIO
16,6°£0,1°, co 3Hauenmem 20 okono 19,2°+0,1°, co 3Havenuem 20 okono 19,7°+0,1°, co
3HaueHneM 20 okojo 20,5°+0,1°, co 3Hauennem 20 okosio 21,1°+0,1°, co 3HadeHneM 20 OKOJIO
22,8°+0,1°, co 3HaueHueM 20 okojo 24,0°+0,1°, co 3HayeHumem 20 okono 24,3°+0,1°, co
3HaueHneM 20 okojo 25,9°+0,1°, co 3HaueHnem 20 okoso 26,3°+0,1°, co 3HadeHnEM 20 OKOJIO
26,6°+0,1°, co 3HageHueM 26 okono 29,3°+0,1° u co 3HadeHneM 20 okono 32,3°+0,1°.

Qopma 3

B cooTBeTCTBHU C HEKOTOPBIMH BapUAHTAMH OCYIIECTBIICHUS] JUTUAPOXJIOPUIHYIO COJb
coeanHeHus1 | MOXXHO TPeBpaTUTh B HOBYIO (opMy ((opma 3) B KOHTPOJIHUPYEMBIX YCIOBUSIX.
ITopomkoBasi peHtreHoBckas audpakrorpamma (XRPD) ¢opmbr 3 sBisieTcs, Mo CyIIECTBY,
TaKOH Ke, KaK MpeICTaBIeHHas Ha ¢ur. 12, mpuyueM COOTBETCTBYIOLIUE CBEACHHBIE B TaOIHITY
JaHHbBIE TTMKOB MPEACTABJICHBI B TaOuULe 3.

Tabnauna 3
20 3uauenue d [A] HuTencuBHoOCTS [%0]




15

20 3nauenue d [A] HNuTencuBHoCTH [%0]
8,68 10,18 100
15,92 5,56 82,5
18,91 4,69 81,8
21,58 4,11 65,7
22,86 3,89 83,7
Qopma 4

B cooTBeTcTBUHM ¢ HEKOTOPHIMU BapHAHTAMHU OCYIIECTBJICHHUS TUTHIPOXJIOPHIHYIO COJIb
coeanHeHus1 | MOXXHO TPEeBpaTUTh B HOBYIO (hopMy ((opma 4) B KOHTPOJIUPYEMBIX YCIOBUSIX.
IMopowmkoBasi peHTreHoBckass nudpakrorpamma (XRPD) ¢opmbr 4 sBisieTcsi, MO CyIIECTBY,
TAKOM JKe, KaK MpencTaBieHHast Ha ¢ur. 13, mpuyeM COOTBETCTBYIOIINE CBEIEHHBIE B TAOIUIY

JaHHbBIE TTMKOB MPEACTABJICHBI B Tabule 4.

Tabnuna 4
20 3nauenue d [A] HNuTencuBHOCTD [%0]
8,34 10,58 72,7
8,75 10,11 71,0
8,82 10,01 72,0
9,22 9,58 80,9
18,94 4,68 62,2
20,38 4,35 72,0
22,90 3,88 100
Qopma 5

B cooTBeTcTBHM C HEKOTOPBIMH BapHaHTAMM OCYIUECTBICHUS AUTHAPOXJIOPHIAHYIO COJIb
coearHeHus1 | MOXXHO TPEBpaTUTh B HOBYIO (hopMy ((hopMa 5) B KOHTPOJIUPYEMBIX YCIOBUSIX.
IMopowkoBasi peHtreHoBckass audpakrorpamma (XRPD) ¢opmbl 5 siBisieTcsi, MO CyIIECTBY,
TAKOM JKe, KaK MpencTaBieHHast Ha ¢ur. 14, mpuyeM COOTBETCTBYIOIINE CBEIEHHBIE B TAOJIHUIY

JaHHbIE TTMKOB MPEACTABJIEHBI B TaOuUILIE S.

Tabauna S
20 3nauenue d [A] HNuTencuBHoOCTS [%0]
7,90 11,18 473
10,65 8,29 62,9
15,86 5,57 91,2
18,82 4,71 100
®opma 6

B cooTBeTrcTBUHM ¢ HEKOTOPBIMH BapHaHTAMHU OCYIIECTBJICHUS IUTHIPOXJIOPHIHYIO COJb
coeMHEeHus1 | MOKHO IPEeBPaTUTh B KpHCTAINUeckylo Gopmy (popma 6) B KOHTPOIHPYEMBIX

ycnoBusax. IlopomkoBsas pentreHoBckas audpakrorpamma (XRPD) ¢opmbr 6 sBisiercs, mo
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CYLIECTBY, TAaKOH ke, KaK MpeAcTaBleHHas Ha ¢ur. 15, mpudeM COOTBETCTBYIOIINE CBEEHHbBIE B

Ta0JIULY TAHHBIE TUKOB MPEICTABJICHBI B TAOIHIIE 6.

Tabnauua 6

20 3uauenue d [A] HuTencuBHOCTS [%0]
8,74 10,11 100
8,81 10,02 72,2

13,38 6,61 48,8

16,30 5,43 49,1

20,06 4,42 77,6

22,86 3,89 87,7

28,30 3,15 447

Bapuanmur ocywecmenenus
Bapuant ocymectBnenust Pl:  Kpucrammmueckas ¢opma (R)-3-(2-(Tpanc-4-(2-
AMUHOA3THUJIAMHHO ) [TUKJIOT€KCHUT )alle TAMHIO )-2-THAPOKCH-3,4-muruapo-2H-

oemso[e][1,2]okcabopuHUH-8-KapOOHOBOM KUCIIOTHI:
H
ofs
sz\v/\”f Qo-Beg
HO

W/WIY CONbBATA.

Q| ee (QapmaueBTHUECKH NpUEMIEMOH COMH

Bapuant ocymecrenenuss P2:  Kpucrammueckas ¢opma (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT€KCHJT )alleTAMHUIO )-2-TH IpOKCHU-3,4-aurunpo-2H-

6enzo[e][1,2]okcabopuHUH-8-KapOOHOBOW KHUCIIOTHI:

H
N
HoN \/\NWO/\OEO,B\D
H

HO™ ™0 ee nurunpoxnopuaa n/umm conbparta.

Bapuant ocymectBnenns P3:  Kpucrawmmueckas ¢Qopma COrjlacHO  BapHaHTY
OCYIIECTBIEHHS P2, npu 3TOM OUTUIPOXJIOPUL (R)-3-(2-(Tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alleTAMU/IO0 )-2-THIPOKCHU-3,4-aurunpo-2H-
6enzo[e][1,2]okcabopuHUH-8-KapOOHOBOH  KHCIIOTBI ~ MPUCYTCTBYEeT B (GopMe coybBaTa
MOHOTHApATA.

Bapuant ocymectBnenns P4: Kpucrawmmueckas (Qopma COrjlacHO — BapHaHTY
ocymecteineHust P3, mpu 3ToM kpuctamimyeckas GopMa XapaKTepH3yeTcsl 0 MEHbIIEeH Mepe
OIHUM U3 CJIEAYIOLINX CBONCTB:

(a) mopomkoBasi peHtrenoBckast nudpakrorpamma (XRPD), no cymecTy, Takas e, KakK
NPEACTaBICHO Ha Qur. 2; wiu
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(b) mopowkoBasi peHrreHoBcKast aAudpakrorpamma (XRPD), o cymecTBy, Takas *xe, Kak
NpEeACTaBICHO Ha ur. 3; win

(c) mopomkoBas  peHTreHoBckas — auppakrorpamma  (XRPD),  comepskamas
XapaKTePUCTUYECKUE NHKU CO 3HadeHueM 20 oxono 7,0°40,1°, co 3HaueHuem 20 OKOJO
14,1°£0,1°, co 3HaueHnuem 20 oxono 20,2°+0,1°, co 3HaueHuem 20 okono 24,6°+0,1° u co
3HaueHneM 260 okoJjio 27,7°+0,1°.

Bapuant ocymecrBienus PS5S:  Kpucraimmdeckass ¢opma COrlaCHO — BapUaHTy
ocyuiecTBieHus P4, mpu 3TOM MOpPOIIKOBasi peHTreHoBckas naudpakrorpamma (XRPD)
JOTIOTHUTEIBHO COZIEPIKUT XapaKTepUCTHUeCKHe MUKU co 3HadeHueM 20 okono 10,5°+0,1°, co
3HaueHneM 20 okojyio 18,9°+0,1°, co 3Hauennem 20 okousio 23,7°+0,1°, co 3HadYeHHEM 20 OKOJIO
25,6°+0,1° u co 3HaueHueM 260 okoio 29,6°+0,1°.

BapuanT ocymecteienust P6: Kpucramnuyeckas popma corinacHo JroOOMy U3 BAPUAHTOB
ocywmectsnenust P3-P5, npu sTom kpucrayumueckas ¢popma npencrasisier codoit popmy 1.

Bapuant ocymectBnenns P7: Kpucrawmmueckas (Qopma COrjlacHO  BapHaHTY
OCYIIIECTBIEHHS P2, npu 3TOM OUTUIPOXJIOPUL (R)-3-(2-(Tpanc-4-(2-
AMUHOA3THUJIAMHHO ) [TUKJIOT€KCHUT )alle TAMHIO )-2-THAPOKCH-3,4-muruapo-2H-
oemso[e][1,2]okcabopuHUH-8-KapOOHOBOU KUCIIOTHI SIBJISIETCSI O€3BOIHBIM.

Bapuant ocymectBnenns P8: Kpucramwmmueckas ¢Qopma COrjlacHO  BapHaHTY
ocymectsieHust P7, mpu 3ToM Kpuctamimyeckas GopMa XapaKTepH3yeTcsl 0 MEHbIIEeH Mepe
OIHUM U3 CJIEAYIOLINX CBONCTB:

(a) mopormkoBasi peHtreHoBckast nudpakrorpamma (XRPD), no cymmecTBy, Takas ke, Kak
NpeACTaBIeHO Ha ¢ur. 8; win

(b) mopowmkoBast ~ peHTreHoBckas — gudpakrorpamMa (XRPD),  conepskamas
XapakTepUCTUUECKHe NHKH CO 3HaueHueM 20 okono 7,3°+0,1°, co 3HaueHuem 20 OKOJO
14,5°+0,1°, co 3Hauennem 20 oxkono 18,0°+0,1°, co 3HaueHuem 20 okono 19,7°+0,1°, co
3HaueHneM 260 okojio 24,0°+0,1° u co 3HaueHunem 26 okojo 27,3°+0,1°.

Bapuant ocymectBnenns P9:  Kpucrawmuueckas (opma COrJIacHO — BapHaHTY
ocywectBieHust P8, mpu 3TOM mMOpOIIKOBasi peHTreHoBckas naudpaxkrorpamma (XRPD)
JOTIOJTHUTEIBHO COZEPIKUT XapaKTepUCTHUeCcKhe MUKU co 3HadeHueM 20 okoino 10,8°+0,1°, co
3HaueHneM 20 okojyo 16,6°+0,1°, co 3Hauennem 20 okoso 19,6°+0,1°, co 3HadeHneM 20 OKOJIO
23,3°+0,1°, co 3HaueHueM 26 okoiso 24,3°+0,1° u co 3HaueHneM 20 okoino 29,3°+0,1°.

Bapuant ocymectBienus P10: Kpucrammuueckass ¢opma cormacHo JroOomy u3
BapHaHTOB ocywecTBieHuss P7-P9, mpu sToM kpuctamuimydeckass gopma mpeactaBisieT coOoi
bopmy 2.

Dapmayesemuyeckue KOMNOIUYUU

B nanHOM MOKyMeHTE packpriTa (papmareBTuyeckast KOMIO3HLINS, COAEPIKaIIas:

(1)  (R)-3-(2-(TpaHc-4-(2-aMHHO3 TUIIAMUHO ) IUKJIOT€KCHUIT)aLle TAMUO )-2-THAPOKCH-3,4 -
nurunpo-2H-6en3o[e][1,2]okcaboprHUH-8-KapOOHOBYIO  KHCIIOTY, e€e  (hapMaleBTHYEeCKH
NPUEMIIEMYIO COJIb, COJIBBAT WJIH (PapMalleBTUUECKH MPUEMIIEMYIO COJIb M COJIbBAT U

(11) nedenum.
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B coorBercTBUM € HEKOTOpPBIMH BapuaHTamu ocymectsienus (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT€KCHIT)alleTAMUIO0 )-2-THIPOKCHU-3,4-aurunpo-2H-
oemso[e][1,2]okcaboprHuH-8-kapOOHOBasi KHCJIOTA, ee (hapMaleBTHUECKH TpUemMyeMasi COJb,
CONbBAT MM (papMalleBTUYECKU IpHeMJIeMas COJIb U CONbBAT SBIAOTCA amopdHbIMH. B
COOTBETCTBUM C  HEKOTOpbIMH  BapuaHtamu  ocymectsienuss  (R)-3-(2-(tpanc-4-(2-
AMHMHOSTHIIAMUHO ) IUKJIOT€KCHIT )alle TAMHIO )-2-THAPOKCH-3,4-auruapo-2H-
6enso[e][1,2]okcabopurnH-8-kapOoHOBast KHUCJIOTA, €€ (hapMaleBTHUECKH INpUeMiIeMast COJb,
COJIbBAT WK (hapMaLIeBTHUYECKH MPUEMJIEMAsi COJTb M COJIbBAT SIBJISIFOTCS] KPUCTAJUTMYECKUMU.

B naHHOM MOKyMEHTE Takke packphita (papMarieBTUIecKkasi KOMIO3HLUS, COAEPIKaIIas:

(1) KPHUCTAJUTHUECKYIO (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alleTAMUIO0 )-2-THIPOKCHU-3,4-aurunpo-2H-
oenso[e][1,2]okcaboprHUH-8-KapOOHOBYIO KHUCIIOTY, €€ (papMaLleBTHYECKU MPUEMIIEMYIO COJIb,
COJIBBAT WIIH (hapMaLleBTHYECKH MPHUEMIIEMYIO COJIb U COJIBBAT U

(1) nedernum.

B cooTBercTBHMM C HEKOTOPBIMH BapHAaHTAMH OCYIIECTBJICHUS (hapMaleBTHUECKOM
komnozutn  (R)-3-(2-(Tpanc-4-(2-aMUHO3 THIAMUHO ) IMKJIOTEKCHIT )aLleTAMHI0 ) -2 -THAPOKCH-
3,4-nurunpo-2H-6en3o[e][ 1,2]okcabopunun-8-kapOoHOBast KuciaoTa, €€ (apManeBTHYIeCKH
npuemiIeMasi COJib, CONbBAT WM (papMalleBTUYECKH MTpUEMIIEMasi COJIb U COJIbBAT MPUCYTCTBYET
B (opMe KpHCTATHUECKOH (GOpPMBI, PacKpbITOH B JAaHHOM JOKyMeHTe. B cooTrBercTBHU C
HEKOTOPbIMH BapHaHTaMM OCYIIECTBJIEHUs Kpucrajuimdeckas ¢opma (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) LIUKJIOT€KCHIT )alleTAMUIO0 )-2-THIpOKCHU-3,4-aurunpo-2H-
oemnso[e][1,2]okcaboprHUH-8-KapOOHOBOM KHUCIIOTHI, €€ (papMaleBTUYECKH MPUEeMJIEeMON COJIH,
cobBaTa MM (papMaLeBTHYECKH TPHEMIIEMOH COJIM M COJIbBATA MPENCTaBisieT coboi ¢popmy 1.
B cooTBeTCTBHM ¢ HEKOTOPBIMH BapHaHTAMHU OCYLIECTBJIEHHs Kpucrajummueckas gopma (R)-3-
(2-(Tpanc-4-(2-aMHHO3 THJIAMUHO )IIMKJIOT€KCHIT)alleTaMU10)-2-TUAPOKCH-3,4-muruapo-2H-
Oenso[e][1,2]okcaboprHUH-8-KapOOHOBOM KHUCJIOTHI, ee (papManeBTUYECKH MPUEMIIEMON COJIH,
coJbBaTa WK (papMarieBTHYECKH MPUEMJIEMOI COJIM M COJIbBATA MPEACTABISET OO0 phopmy 2.

B cooTBeTcTBUM € HEKOTOPbIMH BAapUAHTAMH OCYIIECTBJICHHS (hapMaleBTHYECKUE
KOMITO3UIIMH, ONHCAHHbIE B JaHHOM IOKYMEHTe, oOecnedeHbl B CTAaHAAPTHOH JIeKapCTBEHHON
¢opme. B KOHTEKCTE HAHHOTO TOKYMEHTa «CTaHAAPTHAs JIeKapCTBEHHAst (popMa» MPeaCTaBIIsET
co0OM KOMIO3ULIUIO, COAEPIKALIYI0 KOJMYECTBO COSTUHEHNUS 1, KOTOPOE SIBIISIETCS MOAXOISIIAM
IUIl BBEICHUSI CYOBEKTY-)KHBOTHOMY, MPENNOYTHTEIHHO MIIEKONHTAIOMIEMY, B OIHOKPATHOH
703€ B COOTBETCTBUM C HaJyleXallled MEJULMHCKOW npakTukoi. Ilpenmapar B eqMHUYHON MU
CTaHIAPTHOMN JIEKAPCTBEHHOW (POPMBI, HEM HE MEHee, He NPEAIOJaraeT, YTo JIEKAPCTBEHHYIO
¢opMy BBOAST OOWH pa3 B CYTKM MJIM OAWH pa3 3a MEPHOA OCYLIECTBICHHS TEPaIHu.
IIpennonaraercs, 4TO TaKue JIEKAPCTBEHHBIE ()OPMBI BBOISAT OJMH, 1BA, TPU WIH OOJIbIIEE YUCIIO
pa3 B CYyTKH, M UX MOXXHO BBOJIUTH B BU/I€ NH(Y3UH B TEUEHHE NIEpHOJAa BPEMEHH (HAapuUMep, OT
0k0J10 30 MMHYT 0 OKOJIO 2-6 4acOB) MJIM MO>KHO BBOJHTH B BHIE HETIPEPBIBHON MHPY3UH, U UX
MOXKHO J1aBaThb Oojiee 4YeM OAMH pa3 B TeUEHHE NepUOJa OCYINECTBJICHUS TEpanuu, XOTs

OOHOKpPAaTHOEC BBCACHUEC CICHUAJIBHO HE HCKIIKOYACTCA. B coorBercTBUM € HEKOTOPBbIMU
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BapUAaHTaMHU OCYLIECTBJICHHs coennHeHne | u riedeniM COCTaBIeHbI B OTENIbHBIX KOHTEHHEPaX.
B cooTBeTCTBMM C HEKOTOPHIMH BapUAHTAMHU OCYINECTBJCHUS COenuHEeHHe 1 U Ledenum
COCTaBJICHBI B OZTHOM KOHTEIHEpe.

B coOTBETCTBUM C HEKOTOPBIMHU BapHAHTAMU OCYIUECTBJICHHS BBEACHUE COCOMHEHHS 1,
ero (papMaLeBTHYECKH PUEMJIEMON COJIH, COJIbBATAa WM (papMaleBTUYECKU MPHEMIIEMOI COJH
U COJbBATA OCYIUNECTBIISIIOT IOCPEACTBOM JIOOOrO M3 MPHHATBIX CIIOCOOOB BBEACHUS IS
CPEICTB, KOTOPBIE CIYXKAaT MOMOOHBIM (DYHKIMSIM, B TOM 4Yucie, Oe3 OrpaHuyeHus, NepopaibHo,
MOAKOXKHO, BHYTPHUBEHHO, HHTPaHA3aJbHO, MECTHO, TpPAHCAEPMAJbHO, BHYTPHUOPIOIIHNHHO,
BHYTPHUMBIILIEYHO, BHYTPUJIETOYHO, BArMHAIBHO, PEKTAIbHO WM BHYTPb IJ1a3a. B cooTBeTCTBHM
C HEKOTOPHIMH BapHaHTAMHU OCYINECTBJICHHs BBEIEHHE MPEACTABJSET COOOW MepopabHOe
BBeNeHHE. B COOTBETCTBUM C HEKOTOPHIMH BapuUaHTAMH OCYIIECTBJICHHS BBEICHHE
NpeACTaBisieT coOON BHYTPUBEHHOE BBeIAeHHE. B COOTBETCTBUHM C HEKOTOPHIMH BapHUaHTaAMHU
OCYLIECTBJICHHsI BBEICHHE MPEICTABISIET COO0I BHYTPUMBIIIEYHOE BBEICHHE.

[TpUMEHSIIOT CTaHIAPTHBIE METOIMKU MONy4YeHHsT (apMaleBTUYECKUX COCTABOB, TaKHe
kak packpbiTele B Remington's The Science and Practice of Pharmacy, 21st Ed., Lippincott
Williams & Wilkins (2005), BKIIFOUEHHOH MOCPEACTBOM CCBUIKH ISl TAKUX PACKPBITHH.

B cooTBeTcTBMM C HEKOTOPbIMH BapHUaHTAMH OCYIIECTBIICHHS (DapMarieBTHUECKasl
KOMITO3HLIUSI COOEPKUT (papMaLleBTUYECKH MPHEMIIEMOE BCIIOMOTraTeIbHOE CPENCTBO. TepMUH
«(papMalleBTUYECKH TPHEMJIEMOE BCIOMOTATENIbHOE CPENCTBO» B  KOHTEKCTE JAaHHOTO
JIOKYMEHTa O3HAayaeT OJHO HJIM HECKOJbKO COBMECTHMBIX TBEPIbIX WJIM WHKATNCYJIHPYIOIINX
BEILECTB, KOTOpbIE SBIIOTCS TMOAXOAALIMMHU JJIsi BBEISHHS MJICKONUTAOIEMy. TepMHH
«COBMECTHMBII» B KOHTEKCTE JAHHOTO JOKYMEHTA O3HAYaeT, YTO KOMIIOHEHTBHI KOMITO3HLIUH
CIIOCOOHBI CMEIINBATBCS C JAHHBIM COSIUHEHUEM U JIPYT ¢ APYIOM TaKuM 00pa3oM, 4TOoObI He
ObUIO  B3aUMOAEHCTBUS, KOTOpoe Oymer CyLIeCTBEHHO CHIDKaTh (DapMalleBTHUECKYIO
5 PEeKTUBHOCT KOMIIO3ULMM B CHTYaLHsX OOBIMHOTO TpPHMEHEeHus. B  cooTBeTCTBUH C
HEKOTOPbIMH BapHUaHTAMH OCYIIECTBJICHHUS (papMaleBTHUECKH MPHUEMIIEMOE BCIIOMOTATEIbHOE
CPENCTBO UMEET JOCTATOYHO BBICOKYIO YHUCTOTY U AOCTATOYHO HU3KYIO TOKCHYHOCTD, YTOOBI 3TO
Aenano ero TMOAXOMSIIMM JUisi BBEAEHHs], MPEINOYTUTENIbHO, KUBOTHOMY, MPEANOYTHTEIHHO
MJIEKOTTUTAOLIEMY, TTOJIyYaloIIeMy JICUeHHUE.

HexkoTtopsie mpuMepbl BEIIECTB, KOTOPbIE MOTYT CIYKHUTh B KauecTBe (apMalleBTHUECKH
MPUEMJIEMBIX BCIIOMOTATENIbHBIX CPEACTB, BKIFOYAIOT B Ce0s:

AMHHOKHCIIOTBI, TaKhe KaK aJaHWH, aprHHUH, aclapardH, acrapariHOBas KHCIIOTa,
LMCTEHH, [NIYTAMUH, TIyTaAMHUHOBAsi KUCJIOTA, TJIMLWH, TUCTUAWH, M30JEHLNH, JEeHLMH, JTU3UH,
METHOHUH, (eHWJAJaHUH, MPOJIUH, CEpUH, TPEOHHH, TpUNTodaH, TUPO3UH U BaIuH. B
COOTBETCTBUH C HEKOTOPHIMHU BapHUAHTAMH OCYIIECTBJCHUSI aMHUHOKHCIIOTA MPEACTaBIIseT COOOM
apruHUH. B COOTBETCTBUMM C HEKOTOPbIMU BAapHAHTAMU OCYLIECTBJICHHS aMHHOKHCIIOTA
npeacTasisier codoi L-apruHuH.

MoHocaxapuapl, Takhe Kak TIJIIOKO3a (HmekcTtposa), apabuHO3a, MaHHHUT, (PpPyKTO3a

(1leByJ103a) W rajakTosa.
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IIpousBonHbIE MOHOCAxXapuaoOB, TakHe KaK MOHOCAaxapui, B KOTOPOM OJHA WU
Heckoinbko -OH rpynm Obutn 3amMeHeHbl. B COOTBETCTBMM € HEKOTOPHIMHM BapHaHTAMU
OCYILIECTBJICHHs] TPOU3BOAHOIO MOHOCAaxapuaa oaHa wuiau Heckonbko -OH rpynnm Ha
MOHOcaxapuzne ObuUIM 3aMeHeHbl Ha oaHy uiau Heckonbko -NHz mmm -NH-CH; rpynn. B
COOTBETCTBUM C HEKOTOPBIMM BapHaHTAMM OCYLIECTBJIEHHUS MPOU3BOJHOE MOHOCaxapuaa
npencTasisier coboit MernymuH. Jpyrue npuMepsl MpOM3BOAHOTO MOHOCAXapuaa BKIIOYAIOT B
ce0st aMUHOCTIUPTHL

Ilenmono3a M ee NPOU3BOAHBIE, TakMe Kak KapOOKCHMMETHIILEIUII0JIO3a HATPUs,
STUILEIUTION03a U METHIILIEIUTFOJIO3A.

Tsepable cMasblBarolue CPEACTBA, TaKHe KaK TaJlbK, CTEAPUHOBAs KUCJIOTa U cTeapaT
MAarHusl.

[Tomuonel, Takue Kak MPONIJIEHIIMKONb, T[JHLEPHH, COPOUT, MaHHUT W
MOJIUATUIIEHTJTUKOJb.

OMyJIbraTophbl, TAKHE KaK IMOJUCOPOATHL

CMmauuBarolye CpeacTBa, TaKMe Kak JaypuiICyab(ar HaTpusl.

PazbaBuTenu, Takue Kak KapOOHAT KaJbLHs, KapOOHAT HATPHSI, MAHHHT H JIAKTO3a.

Cesyromue, Takue Kak Kpaxmaibl (KyKypYy3HBIH Kpaxmall U KapTo(enbHbIH Kpaxmal),
JKEJIaTUH U €axapo3a.

PaspbixnuTenu, Takue Kak Kpaxmall, alblrMHOBast KUCJIOTa U KPOCKapMeliosa.

Cpencrsa, cHocOOCTBYIOILINE CKOJBbKEHUIO, TAKUE KAK JUOKCUI KPEMHUS.

OxpamuBarooiye BEINeCTBA, TaKUe KaK KPaCUTENM I AN XUMUYECKOW U TMHIIEBOU
npomsiiesHocty (FD&C).

Ilopcnacturenun W apoMaTU3aTOpbl, TakMe Kak acmapTaM, CaxapuH, MEHTOJ], MsTa
nepeyHasi 1 QPyKTOBbIE apOMATHU3ATOPBL.

KoncepBanTsl, Takme kak xyopun Oensankonus, PHMB, xmopOyraHon, Tumepocain,
arieraT GeHUIPTYTH, HUTPAT PeHWIPTYTH, napadeHbl U OEH30aT HATPUSI.

PerynaToppl TOHHYHOCTH, Takhe Kak XJIOPUJ HATPUsA, XJOPUJI Kajus, MaHHUT U
TJIULEPUH.

AHTHOKCU/IAHTBI, TaKHe Kak OUCYIb(QUT HATPUs, COEAMHEHHE aleToOHa U Oucynpdura
HaTpusi, GopMabIerua HaTpusi, cyb(okcmiar, TnomoueBuaa u EDTA.

Perynsrop pH, takoii kak NaOH, kapOonat natpus, anerat Hatpusi, HCl u nmumoHHas
KUCJIOTA.

KpuomnporekTopsl, Takue kak ¢pochaTel HATPUS MM KaJIUsl, TUMOHHAsE KUCJIOTa, BUHHAS
KUCJIOTA, JKEeJIaTUH U YTJIEBObl, TAKUE KAK JEKCTPO3a, MAHHUT U JEKCTPaH.

B coorBercTBMM C HEKOTOPBIMH BapHAaHTAMH OCYINECTBJICHUS (hapMaleBTHUECKOM
KOMITO3ULINH (hpapMaIleBTHIECKYI0 KOMIIO3HIMIO COCTABISIFOT B BHIE OJHOPOIHOH JKHIKOCTH,
NOAXOAALIeN IUIsi MHbEKIUH. B COOTBETCTBUM C HEKOTOPBIMU BapHUaHTAMH OCYILIECTBJIECHMSI
dapMaleBTHYECKYI0 KOMIIO3HLMIO  COCTABJSIFOT ISl  BHYTPHUBEHHOT'O/BHYTPHMBIIIEYHOTO
BBEICHUS. B COOTBETCTBHM C HEKOTOPBIMH BapHaHTaMH OCYLIECTBIEHUs (papMaleBTUIECKON

KOMIIO3ULIMK  KOMIIO3ULIUA  AOMOJHUTCJIBHO  COACPIKUT (I)apMaI_IeBTI/ILIeCKI/I IMPpUEMIIEMOC
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BCIIOMOTaTeJIbHOE CPENCTBO. B COOTBETCTBUM € HEKOTOPBIMM BapUAHTAMH OCYILECTBJICHUS
dapmareBTHIeCKOH KOMITO3UINH (hapMaLeBTHUECKH MPHEMIIEMOE BCIIOMOTaTEbHOE CPEACTBO
NpeAcTaBsieT cOoOOM aMHHOKHCIOTY, MOHOCAaXapuja WM TPOU3BOAHOE MOHOcaxapuzga. B
COOTBETCTBUHM C HEKOTOPBHIMHM BapUaHTAMU OCYLIECTBIEHMS (papMalleBTUYECKONH KOMITO3MLIUU
(dapmaueBTHYECKH ~ NpPHEMJIEMOE  BCIOMOTaTeJIbHOE  CPEACTBO  NPEACTaBisieT  coOoM
AMUHOKHCJIOTY WJIH MPOU3BOJHOE MOHOCaXapuaa. B cOOTBETCTBUU C HEKOTOPBIMHU BapHUaHTaMU
ocyuiecTBieHHss  (apMaleBTHYECKOH  KOMIO3MLMH  (apMaLeBTHYECKH  HPUEMIIEMOE
BCIIOMOTATEJIbHOE CPENCTBO MpEACTaBsieT Cco0OW aMHHOKHCIOTY. B cOOTBEeTCTBHHM C
HEKOTOPbIMH BapUAHTAMH OCYINECTBJICHUs (papMaLeBTU4YEeCKOH KOMIO3ULIUH (hapMaLeBTHUECKU
NpUEMJIEMOe BCIIOMOTATEJIbHOE CPEACTBO MpENCcTaBysieT co0oil apruHUH. B cooTBeTCTBHM C
HEKOTOPbIMH BapHAHTAMHU OCYIIECTBJICHUs (papMaleBTU4ECKOH KOMIO3ULIUH (hapMaLeBTHUECKU
pHeMJIEMOe BCIIOMOTaTelIbHOE CPEACTBO MpencTaBisier coboil L-aprunuH. B cooTBeTcTBUU C
HEKOTOPbIMH BapHAHTAMH OCYINECTBJICHUs (papMaleBTUIEeCKOH KOMIO3ULIUH (hapMaLeBTHUECKH
NPUEMIIEMOE BCIIOMOTaTEIbHOE CPEACTBO MPENCTABISIET COOOH MOHOCAXapH | UM MPOU3BOJHOE
MOHOCaxapuaa. B CcoOOTBeTCTBMM C  HEKOTOPBIMH  BapUaHTaMU  OCYILECTBJICHUS
bapmaneBTHIECKOH KOMITO3UINH (HapMaLEBTHUECKH NMPHEMIIEMOE BCIIOMOTATEIbHOE CPEACTBO
NpeACTaBisieT COOOM MPOM3BOAHOE MOHOCaxapuaa. B cooTBETCTBHM ¢ HEKOTOPHIMH BapHaHTAMHU
OCyIIeCTBIEHUsT  (papMaleBTUYECKOH  KOMIO3ULMI  (apManeBTUYeCKH  MpHEMIIEMOe
BCIIOMOTATENIbHOE CPENICTBO MPECTABISET COOOH METTTyMHUH.

JKuokas komnosuyus

B cooTrBercTBUM C HEKOTOPBIMH BapHUAHTAMH OCYIIECTBJICHUS (hapMaleBTHYECKYIO
KOMITO3ULIMIO JUIsI BHYTPUBEHHOI'O/BHYTPUMBIIIEYHOTO BBEAEHHS COCTaBJIAIOT B  BHUIE
OTHOPOAHON >KMAKOCTH, MNOAXOIALIEH [Js1 HMHBbEKUMH. B COOTBETCTBUHM C HEKOTOPBIMU
BapUAHTAMM OCYINECTBJICHHs (apMaleBTHYECKas KOMIO3ULMS HONOJHUTEIBHO COHEPKUT
BOAHBII HOCUTENb. B COOTBETCTBUM C HEKOTOPBIMHU BapHaHTAMU OCYIIECTBJIEHHs] BOJHBIN
HOCHUTEJIb TPEACTaBNIseT co00i Boay mis uHbekuui, 0,9% WHBEKIMOHHBIN PACTBOP XJIOpHIA
HaTpusA, 5% WHBEKIUOHHBIN pacTBOp AeKCcTpo3bl, 10% HHBEKIMOHHBIM PacTBOP IEKCTPO3BI,
MHBEKI[MOHHBII pacTBOp JIaKTaTa HATPHs, WHBEKLHUOHHBINH pacTBop ¢ 5% nekcrposoit u 0,9%
XJIOPUJIOM HaTpusl, HHBEKLIHOHHBbIN pacTtBop Punrepa ¢ nakratom u 5% nexkcTpo3oi,
UHBEKLUOHHBI pacTBOp XJIOpUAA HaTpus/aleraTa HATPUs/TIIOKOHATA HATPUs/XJIOpHIA
KaJUs/XJIOpUAa MAarHusi, WHbEKLUHMOHHBIA pPACTBOP XJIOpUIA HATpHs/aLeTaTta Kajus/anerara
MarHusi B 5% JIeKCTpo3e WM JIoOble WX KOMOWHAuMu. B COOTBETCTBMM € HEKOTOPBIMH
BapUAHTAMU OCYILIECTBJIEHHs] BOAHBI HOCHUTENb MPEACTaBiIsieT coOOi BOAY MUl MHBEKIHMHA. B
COOTBETCTBUU C HEKOTOPBIMH BAapHAHTAMM OCYILIECTBJIEHUS BOJHBIM HOCUTENb MNPEACTaBJISET
coboti 0,9% MHBEKIIMOHHBIN PacTBOP XJIOPHUIA HATPHS.

PH arcuoxoii komnosuyuu

B cooTBeTcTBMM C HEKOTOPBIMHM BapHAHTAMU OCYLIECTBIEHUs pH OQHOPOAHON KUIKOCTH
COCTaBJsieT OT OKOojao 4 10 okono 9. B COOTBETCTBUM € HEKOTOPBIMH BapUaHTAMHU
ocyiiecTBiaeHuss pH OAHOPOIHON KUAKOCTH COCTaBisieT OKOJO 4, okoyno 4,4, OKOJO 5, OKOJIO

3,5, okojio 6, okoyo 6,5, okoyo 7, okoJio 7,5, okojio 8, okoio 8,5 unu okoio 9. B coorBeTcTBUI
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C HEKOTOPBIMU BapuaHTaMH ocyluecTsiaeHus: pH oqHOPOIHON KUIKOCTH COCTaBIsIET OT OKOJIO 4
10 OKOJIO 6.

llopoutok Ons 6occmanosnenus

B cooTrBeTcTBUM C HEKOTOPBIMH BapHaHTAMH OCYIIECTBJICHHUS (apMaleBTHYECKYIO
KOMITO3ULUIO /JIi BHYTPUBEHHOTO/BHYTPUMBIIIEYHOTO BBEAECHUS COCTABJISIIOT B BHJE MOPOLIKA
I BOCCTAHOBJIEHHA. B COOTBETCTBUM C HEKOTOPBIMM BAapUAaHTaAMHU OCYILECTBIEHUS
(dapmaLeBTHYECKAs KOMIO3ULMS SIBJISIETCS] OAXOASIIECH AJIsI HMHBEKLHH T10CJIe BOCCTAHOBIICHUS
BOJIHBIM HOCHUTEJIEM.

B cooTBercTBHM C HEKOTOPHIMH BapHUaHTAMH OCYIIECTBJIEHHS BOJHBI HOCHUTEIb
npeacTaBisier co0oH Boay st uHBEKIHH, 0,9% WHBEKIIMOHHBIN PacTBOp XJjopuaa Hatpus, 5%
MHBEKIMOHHBII pacTBOp AEKCTPO3bl, 10% MHBEKLIMOHHBIM PacTBOP AEKCTPO3bl, HHBEKIIMOHHBIH
pacTBOp JIaKTaTa HAaTPUsi, HHBEKLMOHHBIN pacTBOp ¢ 5% nexctposoit u 0,9% xiaopunom HaTpus,
UHBEKIMOHHBII pacTBOp Punrepa c naxratoM u 5% neKCTpo30H, WHBEKLIMOHHBINH pPacTBOP
XJIOpUAa HaTpus/anerata HATPUs/TIIOKOHATA HATPHA/XJIOpUIA KaJIMs/XJIOpUAA MAarHus,
MHBEKLMOHHBIM PacTBOP XJIOPHIA HATpUs/alleTaTa Kanus/anerata Maraus B 5% JekcTpose wim
JE0OBIe UX KOMOMHALIH.

Cmabunsnocms NOPoOuKa O 6OCCMAHOGNEHUS

®dapmMalieBTUUYECKHE KOMIO3ULMY, OIUCAHHbIE B JAHHOM JIOKYMEHTE, SIBISAIOTCS
CTa0MJIbHBIMU TIPH PA3JTMYHBIX YCJIOBHUIX XPAHEHHsS], B TOM YHCIIE B OXJIAXKIEHHOM COCTOSIHUH, B
YCJIOBUSIX OKPY’KaroLel cpeAbl U B YCJIOBUSX YCKOPEHHOH nerpagauuu. B cooTBeTcTBHM C
HEKOTOPbIMHU BapUAaHTAMH OCYILIECTBIEHHUS OXJAKAEHHOE COCTOSHUE IPEACTaBiIsAeT COOOi
temnepatypy okojio 2°C, okoino 2,1°C, okoso 2,2°C, okoso 2,3°C, okono 2,4°C, okono 2,5°C,
okoJio 2,6°C, okono 2,7°C, okoiso 2,8°C, okono 2,9°C, okojno 3°C, okono 3,1°C, oxomno 3,2°C,
okoJ10 3,3°C, okono 3,4°C, okoino 3,5°C, okono 3,6°C, okomno 3,7°C, oxono 3,8°C, oxoiso 3,9°C,
okoj10 4°C, okoino 4,1°C, okono 4,2°C, oxkono 4,3°C, okono 4,4°C, oxono 4,5°C, oxono 4,6°C,
okoJio 4,7°C, oxono 4,8°C, okoso 4,9°C, oxono 5°C, oxomno 5,1°C, oxono 5,2°C, oxomno 5,3°C,
okoJio 5,4°C, oxono 5,5°C, okoio 5,6°C, oxono 5,7°C, oxomno 5,8°C, okono 5,9°C, oxono 6°C,
okoJio 6,1°C, okoiso 6,2°C, okono 6,3°C, okono 6,4°C, oxono 6,5°C, okono 6,6°C, okoiyo 6,7°C,
okoJio 6,8°C, okxono 6,9°C, okoso 7°C, okoiao 7,1°C, okomo 7,2°C, oxono 7,3°C, oxono 7,4°C,
okoJio 7,5°C, oxono 7,6°C, okoso 7,7°C, okono 7,8°C, okoso 7,9°C munu okono 8°C. YcioBus
YCKOPEHHOH Jerpajaliiil BKJIIOYAIOT B ceOs TeMrepaTrypy H/HIH OTHOCHUTENIbHYIO BJIAYKHOCTb
(RH), xoTopple OKOJO COOTBETCTBYIOT WJIM MPEBBIIAIOT YPOBHHU B OKPYXKAOIIEH cpene
(mammpumep, 25°C + 2°C/RH 60% + RH 5%). B HekoTOpBIX ciy4asx yCIOBHs YCKOPEHHOH
Jerpanalnyy MpeacTaBisioT codoi Temnepatypy okojio 30°C, okono 35°C, okono 40°C, okono
45°C, oxono 50°C, okono 55°C unu okono 60°C. B apyrux ciaydasx ycJOBHsl YCKOPEHHOM
Aerpafalyy MpenCcTaBisIFOT COOOM OTHOCUTENBHYIO BJIAXKHOCTH BbIe 55%, okono 65%, okoyo
70%, oxono 75% wunu oxono 80%. B AOMONHUTENBHBIX CJy4asx YCJIOBHsI YCKOPEHHOM
Jerpajaliyd TPEACTaBISIIOT coboit Temmepatypy okono 40°C wmmu 60°C mpu BIAXHOCTH
OKpy>Karollel cpeabl. B Apyrux NOMOJHUTENBHBIX CIy4asxX YCJIOBMsI YCKOPEHHOW JAerpajalyu

npeactaBsioT coboit okono 40°C + 2°C/RH 75% + RH 5%. B apyrux mnonmosHHUTENbHBIX
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CIIy4asix yCJIOBHUSI YCKOPEHHOH Aerpamauuu npeacrasisitorT codoit okono 30°C + 2°C/RH 65% +
RH 5%.

B coorBercTBMM € HEKOTOPBIMH BapHaHTAMH OCYLIECTBIEHHs (papMarieBTUYeCKast
KOMIO3UIHs sIBJIsieTcst cra0mibHON mpu okojio 5°C + 3°C B TedyeHue mo MeHblned mepe 12
MecsLeB. B COOTBETCTBMM C HEKOTOPBIMH BapUaHTAMM OCYILNECTBJIECHHUS (hapMaleBTHUECKas
KOMITO3HLMs siBysieTcst ctabmnbHON npu okoso 25°C + 2°C/RH 60% + RH 5% B Teuenue mo
MeHblIed Mepe 12 mecsaues. B cooTBeTcTBHMM € HEKOTOPBIMU BapHAHTAMM OCYLIECTBIICHMUS
(apmaieBTHUYECKAsT KOMIO3UIUs siBjsieTcst crabunbHol npu okojo 30°C + 2°C/RH 65% + RH
5% B TeueHwe Mo MeHbIIelW Mepe 6 MecsleB. B COOTBETCTBMH C HEKOTOPBIMH BapHUaHTAMHU
ocyIlecTBleHHs (papManeBTHUECKass KOMIIO3ULIUS sIBJsieTCsl cTabmibHONH mpu okono 40°C +
2°C/RH 75% + RH 5% B TeueHue Mo MeHbIIEH Mepe 6 MeCsIIEeB.

BapuanTtb! ocymecTBJieHus1

Bapuant ocymectsnenust P’ 1: ¢papmanueBTHUECKAsS KOMIIO3ULHS, COAEPIKAIIAS:

(1)  (R)-3-(2-(TpaHc-4-(2-aMHHO3 TUIIAMHUHO ) IUKJIOT€KCHIT )aLIE TAMUO )-2-THAPOKCH-3,4 -

nurunapo-2H-6en3o[e][1,2]okcabopuHrH-8-KapOOHOBYIO KUCIIOTY:

H
N
HzN \/A\N.\'mo, B\,D
H

HO™ "0 | ee ¢dapmareBTuueckn mHpUEMIEMYIO COJIb

W/WIY CONbBAT U

(11) nedenum.

Bapuant ocymectsnenus P’2: dapmaneBTuueckass KOMIO3MLHUS COTJIACHO BapHAHTY
ocymectBieHnss P’1, mpu 3ToM (apmaneBTHYECKas KOMIIO3UIMS COCTABJICHA B BHUAE
OJTHOPOAHOM >KUAKOCTH, MOAXOIAIIEH JIsi HHBEKLIUU.

Bapuant ocymectinenus P’3: ¢apmaneBTHYecKash KOMIO3HMLHUS COTJIACHO BapHAHTY
ocywecteienust P’1 wiu P2, nononHuTenbHO coneprkamas (papManeBTUYECKH MPUEMIIEMOE
BCIIOMOTaTEJIbHOE CPENCTBO.

Bapuant ocymectnenus P’4: ¢apmaneBTHYecKash KOMIO3HMLHUS COTJIACHO BapPHAHTY
ocymiectsiieHus: P’3, B kOTOpoii (papManeBTUYECKH MpPHUEMJIEMOE BCIIOMOTATENIbHOE CPEICTBO
BBIOPAaHO U3 AMHUHOKHUCIIOT.

Bapuant ocymectBienuss P’5: ¢apmaneBTrdeckas KOMIO3HIHS COTJIACHO BapHAHTY
ocyuecTsieHust P’4, B KOTOpoi aMHHOKHCIIOTA MpencTaBiisieT codoi L-apruHuH.

Bapuant ocymectsienust P’6: ¢apmaneBTHUecKass KOMITO3ULHS COTJIACHO JIFOOOMY M3
BapUaHTOB ocyiecTBiaeHus: P’ 1-P’5, nonoaHUTENBHO copeprKaliasi BOIHbIA HOCUTEb.

Bapuant ocymectBiaenus P’7: ¢apmaneBTudeckass KOMIO3HUIHS COTJIACHO BapHAHTY
ocymiecTBiieHUs: P’6, B KOTOpOH BOXHBIA HOCUTENb SIBJSIETCS BBIOPDAHHBIM W3 BOIBI JIJIsI
uHbekuil, 0,9% HHBEKLIMOHHOIO pacTBOpa XJjopuzaa HaTpus, 5% HHBEKLMOHHOIO pacTBOpa
nexcTpo3bl, 10% HHBEKLIMOHHOIO pacTBOpa HEKCTPO3bl, MHBEKLMOHHOIO pacTBOpa JIaKTaTa

HaTpus, MHBEKUUOHHOro pacteopa ¢ 5% pekcrposoil u  0,9% xynopugom Hatpus,
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MHBEKLMOHHOTO pacTBopa Punrepa ¢ makratoM u 5% IeKCTPO30H, MHBEKLIMOHHOTO pacTBOpa
XJIOpUAa HaTpus/anerata HATPUs/TIIOKOHATA HATPUSA/XJIOpUIA KaJIMsA/XJIOpUAA MarHus,
MHBEKLIMOHHOTO PAacTBOpa XJIOpHMAA HATpHs/aueTraTa Kanus/anerata MarHus B 5% IeKcTpose u
JEOOBIX MX KOMOMHALIUH.

Bapuant ocymectsienust P’8: ¢apmaneBruueckas KOMIO3UIMS COMJIACHO JIFOOOMY W3
BapuaHTOB ocyuectsieHus P’2-P’7, umeromas pH ot okono 4 1o oxono 9.

Bapuant ocymectsiaenust P’9: ¢apmaneBrudeckas KOMIO3UIMS COMJIACHO JIFOOOMY M3
BapuaHTOB ocyinecTsiaeHus P’2-P’8, umeromast pH ot okoso 4 1o okoro 6.

Bapuant ocymectenenuss P’10: ¢apmaueBTudeckas KOMIO3HMLUS COTJIACHO BAapUAHTY
ocywectBieHust P’1, npu 3ToM (apmaneBTHUECKas KOMIIO3ULIMS COCTaBJICHA B BHJE MOPOILIKA
1151 BOCCTAHOBJICHHSI.

Bapuant ocymectenenns P’11: ¢apmaneBTudeckass KOMIO3HLUS COTJIACHO BAapUAHTY
ocymecteienust P’10, pomonmHHWTENRHO ~conepikamas — (papMaleBTHYECKH  MPUEMIIEMOE
BCIIOMOIaTEJIbHOE CPENCTBO.

Bapuant ocymectenenuss P’12: ¢apmaneBTudeckass KOMIO3HLMS COTJIACHO BAapHUAHTY
ocymectBiieHus: P’11, B koTopoil (papMalleBTHYECKH MPUEMIIEMOE BCIIOMOTATEIbHOE CPENCTBO
BBIOPAHO U3 AMHUHOKHUCIIOT.

Bapuant ocymectenenuss P’13: ¢apmaneBTudeckass KOMIO3HMLUS COTJIACHO BAapUAHTY
ocymectsieHust P’ 12, B KOTOpol aMMHOKHUCIIOTA TIPEACTaBIsieT coOoi L-apriuauH.

Bapuant ocymectsienus P’14: ¢apmaneBTudeckass KOMIIO3UIUS COTJIACHO JFOOOMY U3
BapuaHToB ocyuectsiaeHust P’10-P’13, mpu stom (apmaneBTHUECKass KOMITO3ULMSA SIBISIETCS
MOAXOASIIEH JIs1 UHBEKLIUU [TOCJIE BOCCTAHOBJIEHUs BOJHBIM HOCUTEJIEM.

Bapuant ocymecrnenuss P’15: ¢apmaueBTudeckass KOMIO3MLUS COTJIACHO BAapUAHTY
ocymectBieHnss P’14, B KOTOpOW BOAHBIM HOCHTENb SIBJISETCS BBIOPAHHBIM M3 BOJBI IS
uHbekuui, 0,9% HHBEKLIMOHHOIO pPacTBOpa XJopHuaa HaTpus, 5% HHBEKLHOHHOIO pPacTBOpa
nexcTposbl, 10% HHBEKIIMOHHOTO pacTBOpa NEKCTPO3bl, MHBEKLHOHHOTO pacTBOpa JlIaKTaTa
HaTpus, WHBEKLIUOHHOrOo pactBopa ¢ 5% pekcrposoit u  0,9% xyopumom Hatpus,
UHBEKI[MOHHOTO pacTBopa Punrepa ¢ makratrom u 5% IOeKCTPO30i, MHBEKLIMOHHOTO pacTBOpa
XJIOpUAAa HaTpus/aneraTa HATPUS/TIFOKOHATA HATPHSA/XJIOpUIA KaIMs/XJIOpUAA MarHus,
MHBEKLIMOHHOTO PACcCTBOpA XJIOpHIA HATpHs/aleTraTra Kajus/anerata MarHusi B 5% nekcTpose u
JTEOOBIX MX KOMOMHALIUH.

Bapuant ocymectienust P’16: ¢dapmaneBTryeckass KOMIIO3UIUS COTJIACHO JFOOOMY U3
BapuaHToB ocymectsieHust P’10-P’15, mpu stom ¢apmaneBTHUECKasT KOMITO3ULHS SIBISIETCS
crabunpHOM nipu okoio 5°C + 3°C B TeueHue 1o MeHbIIel Mepe 12 MecsLes.

Bapuant ocymectienus: P’17: ¢apmaneBTryeckass KOMIIO3UIUS COTJIACHO JFOOOMY U3
BapuaHToB ocymectsieHust P’10-P’15, mpu stom (apmaneBTHUecKass KOMITO3ULIHS SIBISIETCS
crabunpHOM mpu okoyo 25°C + 2°C/RH 60% + RH 5% B TeueHue no meHeiunel mepe 12

MCECCALICB.
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Bapuant ocymectienus P’18: ¢papmaneBTudeckass KOMIIO3UIUS COTJIACHO JFOOOMY U3
BapuaHToB ocymectsieHust P’10-P’15, mpu stom ¢apmaneBTHUecKass KOMITO3ULIMS SIBISIETCS
crabunpHOM npu okojio 30°C + 2°C/RH 65% £+ RH 5% B Teuenne rno MeHbIneil Mmepe 6 MecsLeB.

Bapuant ocymectsnenus P’19: ¢apmaneBTudeckass KOMIIO3UIUS COMJIACHO JIOOOMY U3
BapuaHToB ocyuectsiaeHuss P’10-P’15, mpu stom ¢apmaneBTHUeCKass KOMITO3ULMSA SIBISIETCS
crabuibHOM npu okoiio 40°C + 2°C/RH 75% + RH 5% B Tedenne no MeHbIueil Mepe 6 MecsiIes.

Bapuant ocymectsienust P’20: criocod BBeneHUs! CyObeKTy, HYKAAOLIEMYCsS B 3TOM,
(bapMaleBTHYECKON KOMITO3ULINH, COAEPIKALICH:

(1)  (R)-3-(2-(TpaHc-4-(2-aMHHO3 TUIIAMUHO ) IUKJIOT€KCHJT )aLle TAMUO )-2-THAPOKCH-3,4-
nurunapo-2H-6en3o[e][1,2]okcaboprHUH-8-KapOOHOBYIO ~ KHCJIOTY, ee  (hapManeBTHYECKH
NPUEMIIEMYIO COJIb H/HMJTH COJIbBAT U

(1) nedernum.

Bapuant ocymectsienust P’21: ciocob cornacHO BapuaHTy ocyiuectsieHus P’20, mpu
3TOM (R)-3-(2-(Tpanc-4-(2-aMUHO3 THIIAMUHO ) LIMKJIOT €KCHIT )alle TAMHU/IO0 )-2-THIPOKCH-3,4 -
nurunapo-2H-6en3o[e][1,2]okcabopuHnH-8-kapOOHOBasi ~ KUCJIOTa, €€ (papMaleBTUYECKU
npuemMIeMasi COJIb /WM CONbBAT U Ie(EIUM COCTABIICHBI B OTJEJIbHBIX KOHTEHHepax.

Bapuant ocymectsnenus P’22: coco0 coriacHo BapuaHTy ocymectieHus P’20 wmm
P’21, mpu stom (R)-3-(2-(Tpanc-4-(2-aMUHO3 TUIIAMHHO ) [IMKJIOT€KCHIIT )alleTAMHUJIO )-2-THIAP OKCH-
3,4-nurunpo-2H-6en3o[e][ 1,2]okcabopuHuH-8-kapOOHOBYIO  KHCIIOTY, €€ (hapMaleBTUUECKH
NPUEMIIEMYIO COJIb F/MJTH COJIbBAT COCTABIISIOT B IEPBOM KOHTEHHEpe.

Bapuant ocymectBnenus P’23: cnoco0 cormacHO m000My M3 BapHAaHTOB
OCYIIECTBIIEHUS P’20-P’22, npu 3TOM (R)-3-(2-(Tpanc-4-(2-
AMUHOSTHUJIAMUHO ) [IUKJIOT€KCHIT )alle TAMUIO )-2-THAPOKCH-3,4-muruapo-2H-
6enzo[e][1,2]okcabopuHuH-8-kapOOHOBasT KHCIOTA, ee (hapMaLEeBTHUECKH MpUemieMasi COJib
W/WJTH COJIBBAT MPHUCYTCTBYIOT B (POPME MEPBOIO MOPOLIKA JJIsI BOCCTAHOBJICHUSI.

Bapuant ocymectBienuss P’24: cnoco0 cormacHO 1'000My M3 BapHAHTOB
ocywectsineHust P’20-P’23, npu 5ToM nedernum COCTaBISIOT BO BTOPOM KOHTEHHEpe.

Bapuant ocymectBienuss P’25: cnoco0 cormacHo 1000My M3 BapHAHTOB
ocywmectsienust P’20-P’24, npu sTom 1iedenum npucyTcTByeT B (hOpME BTOPOTO MOPOIIKA IS
BOCCTaHOBJICHUSI.

Bapuant ocymectBnenuss P’26: coco0 coriacHo BapuaHTy ocyiuecTieHus P’23 wm
P’25, npu 5TOM crocob nmpeaycMaTpUBAET:

(a) cMemmBaHWE MEPBOTO MOPOLIKA JUII BOCCTAHOBJIEHUS M BTOPOTO MOPOLIKA IS
BOCCTAHOBJICHHUS C MTOJIyUE€HHEM TPETHETO MOPOIIKA JIJIsl BOCCTAHOBJICHUS,

(b) BOCCTaHOBJIEHHE TPETHErO MOPOIIKA IJIsi BOCCTAHOBJICHUS CO CTaavH (a) BOIHBIM
HOCHUTEJIEM C TIOJYYeHHEM OTHOPOIHOM KUIKOCTU U

(c) BBemeHne OOHOPOIHOM KUAKOCTU cO cTtaan (b) CyOBpexTy, HY>KAAIOIIEMYyCsl B 3TOM.

Bapuant ocymectsnenus P’27: coco0 coriacHO BapuaHTy ocyinectsieHus P23 wmm

P’25, npu 5TOM crioco npeaycMaTpUBaeT:



26

(a) BOCCTaHOBJIEHHE TIEPBOTO TOPOIIKA JUISi BOCCTAHOBJICHUS TMEPBBIM BOIHBIM
HOCHUTEJIEM C MOJTy4YEHUEM NIEPBOM OJHOPOAHOM KUAKOCTH, U

(b) BOCcTaHOBJIEHHE BTOPOrO IMOPOINKA JJII BOCCTAHOBJICHHS] BTOPBIM BOIHBIM
HOCHUTEJIEM C MOJy4YE€HUEM BTOPOU ONHOPOAHOU KUAKOCTH, U

(c) cmemuBaHue MepBOH OIXHOPOJHON KUIKOCTH CO CTaAuM (a) U BTOPOH OXHOPOJHOMN
KUAKOCTH co cTaauy (b) ¢ MOJyueHHeM TpeTbeil OHOPOAHON JKUAKOCTH; U

(d) BBeneHue TpeTheit OMHOPOAHON KUIKOCTU CO CTaTuH (C) CYyOBEKTY, HYKAAOLEMYCS
B 3TOM.

Bapuant ocymectsnenuss P’28: cocob coriacHO BapuaHTy ocyinecTiieHusi P’26 wmu
P’27, npu 3TOM KakIblii U3 BOAHBIX HOCUTEJIEH HE3aBHCUMO SIBJIIETCSI BBIOPAHHBIM M3 BOJIbI JJIsI
unbekuuii, 0,9% xnopuma HaTpusi sl uHBEKUWH, 5% nexkcTpo3bl ans uHbeKkuwi, 10%
JEKCTPO3bl A WUHBEKLUH, JakTata HaTpus AJs uHbeKuui, 5% nexctpossl u 0,9% xmnopuna
HaTpUsl NIl MHBEKLUH, pacTBopa Punrepa ¢ maktatoM U 5% OeKCTPO30H IJIsi MHBEKLUH,
XJIOpUAa HaTpus/aleTaTa HATPHs/TIIOKOHATA HATPHS/XJIOPHIA KaJHs/XJIOpHAa MAarHusl Ui
UHBEKLHUH, XJIOpHIa HaTpus/aneTaTa Kauus/anerata MarHusi B 5% OEKCTpo3e Al UHBEKUUH U
JTEOOBIX MX KOMOMHALIUH.

Bapuant ocymectsienust P’29: ciocob cornacHo BapuaHTy ocyiuectsieHus P’20, npu
3TOM (R)-3-(2-(Tpanc-4-(2-aMUHO3 THUIIAMUHO ) [IUKJIOTEKCHJI )aLIeTAMUIO0 )-2-TUAPOKCHU-3,4-
nurunapo-2H-6en3o[e][1,2]okcaboprHuH-8-KapOOHOBYIO ~ KHCIIOTY, e€e  (hapManeBTHYECKH
NPUEMIIEMYIO COJIb F/MJTH COJIbBAT M Lie(henIM COCTABIISIOT B OJJHOM KOHTEHHepe.

Bapuant ocymectsienust P’30: cmocob cornacHO BapuaHTy ocyiuectsieHus P’29, npu
3TOM (R)-3-(2-(Tpanc-4-(2-aMUHOSTUIIAMUHO ) LINKJIOT€KCHIT JaLleTAMUIO0 )-2-THPOKCH-3,4-
auruapo-2H-6en3o[e][ 1,2]okcabopunnH-8-kapOoHOBast ~ KuciaoTa, €€  (apMaLeBTHUYECKH
npuemieMasl Colb W/WIM COJbBaT W LedermuM MNPHCYTCTBYIOT B (opMe MOpOLIKa JUIs
BOCCTAHOBJICHHUSI.

Bapuant ocymectsienust P’31: ciocob cornacHO BapuaHTy ocyiuectsienus P’30, mpu
5TOM CHIOCO0 MPenyCMaTPHUBAET:

(a) BOCCTaHOBJIEHHE TIOPOIIKA TSI BOCCTAHOBJIEHHUS] BOAHBIM HOCHUTEJIEM C TOJYYCHUEM
OIHOPOJHOMN KUAKOCTH U

(b) BBemeHEe OMHOPOTHOMW KHUIKOCTH CO CTaUH (a) CYOBEKTY, HY>KIAOIIEMYCSI B 3TOM.

Bapuant ocymectsienust P’32: ciocob coriacHO BapuaHTy ocyiuectsieHus P’31, mpu
STOM BOJHBI HOCHUTEJNb SIBJIIETCS BHIOPAHHBIM M3 BOABI i WHBEKLMH, 0,9% WHBEKIHOHHOTO
pacTBopa XxJjiopuzna HaTpus, 5% HWHBEKIMOHHOTO pacTBopa AeKCTpo3bl, 10% WHBEKLMOHHOTO
pacTBOpa AEKCTPO3bl, HHBEKLMOHHOIO pacTBOpa JlaKTaTa HAaTpUs, UHBEKLMOHHOIO pacTBoOpa C
5% nexctpo3oii u 0,9% xI0punoM HaTpus, UHbEKIIMOHHOTO pacTBopa Punrepa ¢ nakratom u 5%
IEKCTPO30H, WHBEKLUMOHHOTO pacTBOpa XJIOpHAA HaTpus/auerata HATPHUs/TIIIOKOHATa
HATPUSI/XJIOpHUAA KaJWs/XJIOPUIa MarHusi, NMHBEKIIMOHHOTO PacTBOpa XJIOPWAA HaTpus/anerarta

Kajusi/anerata MarHusi B 5% NeKCTpo3e U JI0ObIX UX KOMOUHAIMHA.
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BapuanT ocymectsienus: P’33: crocob corjiacHO r0O0OMy M3 BapHaHTa OCYIIECTBIICHHS
P’20-P’32, mnpu >TOoM (apmaneBTHdecKass KOMIIO3MLHUS  JONOJHUTENBHO  COAEPIKHUT
bapmMareBTHIECKH IPHEMIIEMOE BCTIOMOTaTeIbHOE CPENCTBO.

Bapuant ocymectsienus P’34: cnocob cornacHo BapuaHTy ocyiuectsieHus P’33, mpu
5TOM (papMaleBTUYECKH NTPHEMIIEMOE BCIIOMOTaTENbHOE CPEACTBO BBIOPAHO U3 AMHUHOKHUCIIOT.

Bapuant ocymectsienust P’35: cnocob cornacHo BapuaHTy ocyuectsieHus P’34, npu
5TOM (apMaleBTUUECKH MPUEMIIEMOE BCIIOMOTaTeNIbHOE CPEACTBO IpenacTaBisier coboi L-
apTUHUH.

Bapuant ocymectsienust P’36: cniocob neuenust OakTepuanbHOM MHGEKIUU y CyOBeKTa,
HYKJIAIOLIErocss B 3TOM, TNPEAYCMAaTPUBAIOIIUIN BBeAeHHE CYOBEKTY (apMarieBTHIeCKOn
KOMIIO3UIIMH COTJIACHO JTFOOOMY M3 BapUaHTOB ocymecTienus P’ 1-P’19.

Bapuant ocymectsienust P’37: cniocol neuenust OakTepuanbHOW HHPEKINU y CYOBeKTa,
HYKIAIOLIErocss B 3TOM, TNPEAYCMAaTPUBAIOINUN BBeAeHHE CYOBEKTY (apMareBTHIeCKOn
KOMITO3UIIMH B COOTBETCTBHH CO CIIOCOOOM COTJIacHO JFOOOMY M3 BapHAHTOB OCYINECTBIICHUS
P’20-P’35.

Bapuant ocymectBinenunss P’38: cmoco0 cormacHo 1000My M3 BapHAHTOB
ocymectsieHus: P’20-P’37, npu sTom papmanieBTudeCcKasi KOMIO3HUIHS COAEPKUT 0KoJio SO0 Mr
(R)-3-(2-(Tpanc-4-(2-aMHUHOA THJIAMUHO ) IUKJIOT€KCHJT )ALl TAMHUO )-2-TUAPOKCH-3,4-TUTHAPO-
2H-6en3o0[e][1,2]okcabopuHUH-8-KapOOHOBOH KHUCIOTHI.

Bapuant ocymectBnenuss P’39: cmoco0 cormacHo m000My M3 BapHAHTOB
ocymectsiieHus: P’20-P’37, npu sTom (papmanieBTudecKasi KOMIO3HUIHS COAEPKUT OKOJIO 750 Mr
(R)-3-(2-(Tpanc-4-(2-aMUHO3TUIAMUHO ) LIUKJIOT€KCHIT JaLIeTAMUIO )-2 -THPOKCHU-3,4-TUTHIIPO-
2H-6en30[e][1,2]okcabopuHUH-8-KapOOHOBOM KUCIOTHI.

Bapuant ocymectBienuss P’40: cmoco® cormacHo m00OMy M3 BapUaHTOB
ocymectsienus P’20-P’39, npu sToM QapmaueBTHUECKAs KOMIIO3HLUS CONEPXKHT OKOJIO 2 T
uedenuma.

Bapuant ocymectBienuss P’41: cnoco0 cormacHo 1000My U3 BapHAHTOB
ocywmectsieHust P’20-P’10, npu 3ToM papMaleBTHYECKYI0 KOMITO3UIMIO BBOIST MOCPEICTBOM
BHyTpuBeHHOM (IV) nHby3uN.

Bapuant ocymectsienust P’42: ciocob corilacHO BapuaHTy ocyiuecTieHus: P’41, mpu
5TOM nepuoa HHPY3UH (PpapManeBTHUECKOH KOMIIO3UIIMK COCTABJISIET OKOJIO 2 Haca.

Cnocob esedenus npu GHYMPUCEHHOM/SHYMPUMBIUEYHOM 86€0eHUU

B cooTBeTcTBUM C HEKOTOPBIMH BapHAHTAMH OCYIIECTBICHHS (HapMaLeBTHYECKYIO
KOMITO3ULIMIO ~ BBOISAT TIOCPEACTBOM  BHYTPHUBEHHOW/BHYTPUMBIIEYHOH HWHbEKUHMH. B
COOTBETCTBHH C HEKOTOPBIMH BapUAHTAMH OCYLIECTBJICHUS (PpapMaleBTHUECKYIO KOMITO3ULHIO
BBOIAT IMOCPEACTBOM HH(QY3MHM MAMEHTYy B TEUEHHE Nepuoja BpeMeHH. B COOTBETCTBHH C
Pa3NUYHBIME BapUaHTAMHU OCYINECTBIEHUS Bpems HH(Dy3um (nmepuon WHQPY3UM) HAXOAUTCS B
IHanasoHe OT 5 MUHYT A0 HemnpepblBHOW HH(PY3uH, or 10 MuHyT 110 8 wacos, ot 30 MuHyT 10 4
yacoB U OT | uwaca no 3 4yacoB. B cOOTBETCTBUM C OJHMM BapUAHTOM OCYLIECTBJICHUS

bapMaleBTHYECKYI0 KOMIIO3MIIMIO BBOAST IOCPEACTBOM HHQY3MM B TeueHue nepuona 30
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MUHYT. B COOTBETCTBUU C OTHMM BapUAHTOM OCYIIECTBIICHUS (hapMaLIEBTHYECKYHO KOMIIO3HIIHIO
nocpencTsoM WH(QY3UU B TedeHHe mepuona | vaca. B COOTBETCTBMHM C OOHUM BapHAHTOM
OCYIIECTBJIEHUsS] (hapMaLIeBTHUECKYI0 KOMITO3UIUIO BBOST MOCPEICTBOM HH(Y3HH B TEUCHHE
nepuona 1,5 daca. B cooTBeTcTBUU € OIHUM BapUaHTOM OCYINECTBJIEHUS (DapMalleBTHUECKYIO
KOMIIO3UIIMIO BBOIST MOCPEACTBOM MH(Y3UU B TeueHHe nepuopa 2 4yacoB. B coorBercTBUU C
OHUM BApUAHTOM OCYIIECTBJICHHs (PapMALEBTHYECKYIO KOMITO3HLIMIO BBOIST TOCPEICTBOM
uH}y3UM B TeueHHe Mepuoaa 3 4acoB. B COOTBETCTBMM C OJHHM BapUaHTOM OCYIIECTBJICHUS
(bapMaleBTHYECKY) KOMIIO3HUIHIO BBOIAT MOCPEACTBOM HMH(Y3UU B TEUEHHE Mepuoaa 4 4acos.
B COOTBETCTBHMM € HEKOTOPHIMU BapHAHTAMH OCYINECTBJCHHUS HWHQPY3HIO TMOBTOPSIIOT C
JKEJTaeMbIM HHTEPBAJIOM MEXIYy J03aMH, KOTOPbIH BKJIIOYaeT B cebs, Hampumep, 6 4acos, 8
4acoB, 12 yacoB wim 24 4aca.

B CoOTBeTCTBHM ¢ HEKOTOPBIMH BapUAHTAMH OCYINECTBJICHHS (hapMalEeBTUIECKYIO
KOMIO3ULIMKO BBOAST B TE€UEHHE MEPUONA, COCTABJSIOLIEIO OAHU CYyTKU. B cooTBeTcTBUU C
HEKOTOPBIMH BapUAHTAMH OCYIIECTBIICHHsI (hapMalleBTHYECKYH) KOMITO3ULIUIO BBOIST B TEUEHHE
MepUoaa, COCTABJISAIOIIETO JBOE€ CYTOK. B  COOTBETCTBMM € HEKOTOPBIMH BapHaHTaMHU
OCYIIECTBJICHUs (hapMaLIEBTHYECKY0 KOMITO3UIIMIO BBOJSIT B TE€YCHHE MEPUOA, COCTABIISIFOIIETO
TPOe CYTOK. B COOTBETCTBUU ¢ HEKOTOPHIMU BAPHAHTAMH OCYIIECTBIICHUS (hapMalleBTHUECKYIO
KOMIO3ULIMKO BBOJAT B TEUEHUE MEPUOJA, COCTABJSAIOLIErO Y€TBEPO CYTOK. B cooTBercTBUU C
HEKOTOPBIMH BapUAHTAMH OCYINECTBIICHHs (hapMaeBTHYECKYH) KOMITO3ULIUIO BBOIST B TEUEHHE
NEepUOAa, COCTABJIAKOIIETO IMATh CYTOK. B COOTBETCTBMM C HEKOTOPBIMH BapHaHTaMHU
OCyIIeCTBJIEHUs (PapMaLIEBTUYECKYI0 KOMITO3UIIUIO BBOISIT B TEUCHHE IMEPUOIA, COCTABIISIFOIIETO
IIeCTh CYyTOK. B COOTBETCTBHH C HEKOTOPBIMH BapUAHTAMH OCYILIECTBJICHHS (hapMaLleBTHIECKYIO
KOMITO3ULIMKO BBOJSAT B TE€UEHUE IMEPUOAA, COCTABJSIOIIETO CeMb CYyTOK. B cooTBeTCTBUHU €
HEKOTOPBIMU BapHaHTaMH OCYIIECTBJICHHUS (DapMaLeBTHUECKYI0 KOMIIO3UIUIO BBOJST B TEYECHHUE
Mepuosia, COCTABJISAIOLIErO BOCEMb CYTOK. B COOTBETCTBUM € HEKOTOPBIMH BapUaHTaMU
OCYIIEeCTBJICHUS (hapMaLIEBTUYECKY KOMITO3UIIMIO BBOST B TEYEHHE MEPUOIA, COCTABJISIFOIIETO
JIEBSITh CYTOK. B COOTBETCTBMM €  HEKOTOPbIMH  BapUaHTaMU  OCYLUECTBJIEHUS
(hapMaleBTHYECKYK KOMITO3UIHIO BBOAST B TEUEHHUE TIEPHOMA, COCTABIISIONIETO AeCSITh CYyTOK. B
COOTBETCTBUH C HEKOTOPHIMH BAapUAHTAMH OCYIIECTBJICHUS] (hapMALIEBTHUECKYK) KOMITO3HUIIHIO
BBOJIST B TEYEHUE TNepuoaa, cocrtabaomero 11 cytok. B COOTBETCTBMM € HEKOTOPBIMHU
BapHaHTAMU OCYINECTBJIEHUs (PapMaIieBTHYECKYI0 KOMITO3UIMI0 BBOASAT B TEUEHUE IMEPHUOIA,
cocrapsiromiero 12 cyrok. B COOTBETCTBUM € HEKOTOPBIMH BapUaHTAMU OCYLIECTBJICHUS
(hapMalleBTHYECKYK) KOMITO3UIIMIO BBOIST B TE€YEHHE Mepuona, cocrapisitomero 13 cytok. B
COOTBETCTBUH C HEKOTOPBIMH BapHUAHTAMH OCYILIECTBJICHUS (hapMALEBTHUECKYH) KOMITO3HUIIHIO
BBOIST B TEYEHHUE NEpPUOAA, cocTaBsaowero 14 cytok. B COOTBETCTBUM C HEKOTOPBIMHU
BapHaHTAMU OCYINECTBJICHHs (PapMarieBTUYECKYI0 KOMITO3UIMIO BBOAAT B TEUEHUE IMEPHUOIA,
cocrapsiromiero 28 CyTtok. B COOTBETCTBHUM € HEKOTOPBIMH BapHaHTAMU OCYLIECTBJICHUS
(apMaLleBTHYECKYI0 KOMITO3ULIUIO BBOAAT B TE€YEHUE MEPHUOJA, COCTABISIOMEro 29 CyTOK WM

AOJIbIIE.
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B cooTBeTcTBHM ¢ HEKOTOPBIMH BapHAHTAMHU OCYINECTBIICHUS] WH(Y3UIO MOBTOPSIIOT C
JKeJTaeMbIM HHTEPBAJIOM MEXIYy J03aMH, KOTOPBIH BKJIIOUaeT B cebs, Hampumep, 6 4acos, 8
yacoB, 12 4vacoB wiM 24 yaca, B Te€YEHUE IMEPUOAA, COCTABIISIIOLIETO OJHU CYTKH. B
COOTBETCTBUH C HEKOTOPBIMH BapUAHTaAMHU OCYLIECTBJICHHS HH(Y3UIO MOBTOPSIOT C KEJIAEMbIM
HMHTEPBAJIOM MEXKIY 103aMHU, KOTOPBIi BKJIFO4YaeT B cebst, Hanpumep, 6 4acos, 8 yacos, 12 vacos
Ui 24 yaca, B TEUEHHUE MEPUOJA, COCTABIISAIOIIETO IBOE CYTOK. B COOTBETCTBUM C HEKOTOPBIMU
BapPUAHTAMU OCYIIECTBJICHUSI MH(PY3HIO TOBTOPSIOT C JKEJIAEMbIM HHTEPBAJIOM MEXAY J03aMHU,
KOTOpBII BKJIFOYaeT B celsi, Hampumep, 6 4acoB, 8 vacoB, 12 yacoB wim 24 yaca, B TE€UEHHUE
Mepuoaa, COCTABJISIOIIETO TPO€ CYTOK. B COOTBETCTBMM C HEKOTOPBIMH BapUaHTaMHU
OCYIIECTBJICHUS] WH(Y3UIO TMOBTOPSIOT C JKEJa€MbIM HMHTEPBAJOM MEXKIY J03aMU, KOTOPBIM
BKJIIOUaeT B cebsi, Hanmpumep, 6 4yacos, 8 4acos, 12 yacoB unu 24 yaca, B TeUEHHE MEPHUOIA,
COCTABJIAIOLIETO YETBEPO CYTOK. B COOTBETCTBMU C HEKOTOPBIMH BapUaHTaAMU OCYLIECTBIICHUS
WH(Y3UIO TOBTOPSIFOT C JKEJIA€MbIM HHTEPBAJIOM MEXKIY T03aMH, KOTOPBIH BKJIIOYAaeT B ceOsl,
Hanpumep, 6 4acos, 8 yacos, 12 yacoB unu 24 yaca, B TEUEHUE NEPUOAA, COCTABJISIIOILETO MTh
CYTOK. B COOTBETCTBHU C HEKOTOPBIMH BapHAHTAMHU OCYINECTBIICHUS WH(Y3UIO MOBTOPSIFOT C
JKeJTaeMbIM WHTEPBAJIOM MEXIYy J03aMH, KOTOPBIA BKJIIOYaeT B cebs, Hampumep, 6 4acos, 8
yacoB, 12 uacoB mmm 24 4yaca, B Te4YEHHE MEPUOAA, COCTABJSIIOLIErO IIECTb CYTOK. B
COOTBETCTBUH ¢ HEKOTOPBIMH BapUAHTAMH OCYLIECTBJICHHSI HH(Y3UIO MOBTOPSIOT C KEJIAEMbIM
WHTEPBAJIOM MEXKIY 103aMHU, KOTOPBII BKJIFO4YaeT B cebst, Hanpumep, 6 4acos, 8 yacos, 12 gacos
uiu 24 4Jaca, B Te€YEHUE NEPUOAA, COCTABJISIIOIIETO CEMb CYTOK. B COOTBETCTBUM C HEKOTOPBIMU
BapHaHTAMU OCYLIECTBJICHHS] WH(Y3UIO MOBTOPSIOT C KEJAeMbIM HHTEPBAJIOM MEXAY T03aMH,
KOTODBIN BKJIFOYaeT B cebsi, Hampumep, 6 4acos, 8 vacoB, 12 vacoB mnu 24 yaca, B TE€UEHHUE
NepUOAa, COCTABJSAIOLIEr0O BOCEMb CYTOK. B COOTBETCTBUM C HEKOTOPBIMHU BapHaHTaMHU
OCYIIECTBIIEHHUS] MH(QY3UIO TMOBTOPSIOT C KEJAEMbIM HHTEPBAJIOM MEXIy I03aMH, KOTOPBIH
BKJIFO4aeT B cebs, Hampumep, 6 vacos, 8 Hacos, 12 yacoB miau 24 yaca, B T€YCHHE MEPHOJA,
COCTABJISIIOLIETO JI€BATh CYTOK. B COOTBETCTBMH ¢ HEKOTOPHIMH BapUaHTaMU OCYLIECTBJICHUS
UH(Y3UIO TOBTOPSIFOT C JKEJa€MbIM HHTEPBAJIOM MEXIY M03aMH, KOTOPbIH BKJIKOYAeT B cels,
Hanpumep, 6 4yacos, 8 4yacos, 12 yacoB unu 24 yaca, B T€U€HUE NMEPUOJA, COCTABIIAIOLIETO IECITh
CYTOK. B COOTBETCTBUU C HEKOTOPHIMH BapHAHTAMU OCYINECTBJIEHHS WH(Y3UIO MOBTOPSIIOT C
JKEJTaeMbIM WHTEPBAJIOM MEXIYy J03aMH, KOTOPbIH BKJIIOYaeT B cebs, Hampumep, 6 4acos, 8
4acoB, 12 yacoB win 24 yaca, B TeueHUE nepuoa, cocrapstomero 11 cyrok. B coorBercTBuu ¢
HEKOTOPBIMH BapUAHTAMH OCYINECTBJICHUS WH(PY3UIO MOBTOPSIOT C JKEJIaeMbIM WHTEPBAJIOM
MEXAY A03aMH, KOTOPBIHA BKIIFOUaeT B cebst, Hanpumep, 6 4acos, 8 yacos, 12 yacos unm 24 yaca,
B TE€YEHUE MEPHUOJA, COCTaBJSAOLEro 12 cyTok. B COOTBETCTBUM C HEKOTOPBIMH BapHaHTaMU
OCYIIECTBJICHUS] WH(Y3UIO TMOBTOPSIOT C JKEJaeMbIM WUHTEPBAJIOM MEXKIY J03aMH, KOTOPBIM
BKJIIOUaeT B cebsi, Hampumep, 6 4yacos, 8 4acos, 12 wacoB unu 24 yaca, B TeUEHHE MEPHUOIA,
cocrapsiromiero 13 cytok. B COOTBETCTBHMM € HEKOTOPBIMH BapHaHTAMU OCYLIECTBICHUS
WH(QY3UIO TOBTOPSIFOT C JKEJIaeMbIM HHTEPBAJIOM MEXKIY I03aMH, KOTOPBIH BKJIIOYAaeT B ceOsl,
Hanpumep, 6 yacos, 8 4dacos, 12 yacoB wiu 24 4daca, B T€U€HUE NEPUOAA, COCTaBJsArOLEro 14

CYTOK. B COOTBETCTBHMH C HEKOTOPHIMH BapHaHTAaMH OCYILECTBJIECHUS HH(]Y3UIO MOBTOPSIOT C
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JKEJTaeMbIM WHTEPBAJIOM MEXIYy J03aMH, KOTOPBIA BKJIIOYaeT B cebs, Hampumep, 6 4acos, 8
4acoB, 12 yacoB win 24 Jaca, B TeUEHHUE NEPUOIA, COCTABIIAIOLIErO 28 cyTOoK. B cooTBeTcTBUU C
HEKOTOPbIMU BapHaHTAMH OCYIIECTBJICHUS WH(Y3UIO TMOBTOPSIIOT C JKEIa€MbIM HHTEPBAJIOM
MEXAY A03aMH, KOTOPBIH BKIIIOUaeT B ceds1, Hanpumep, 6 4acos, 8 yacos, 12 yacos uiu 24 yaca,
B T€YEHUE NEPUOAA, COCTABIISIOIIErO 29 CyTOK MU Aoiblie. B cOOTBETCTBUM C ONpeneIeHHbIMU
BapUAHTAMH OCYIIECTBJICHHS TOJBKO OAHY WH(QY3HIO OCYIIECTBISAIOT B IOCIEIHHE CYTKH B
TE€YEHHE NEPUOAA JICYCHHUS].

B cooTBEeTCTBHHM € HEKOTOPBIMH BapHAHTAMH OCYLIECTBIIEHHS HH(Y3UIO MOBTOPSIOT
KaXIble 8 YacoB B TEUYEHHE NEepHOAA, COCTABJIOIIETO OJHM CYTKU. B cooTBeTcTBHM C
HEKOTOPbIMH BapUAHTAMU OCYLIECTBICHHS WH(Y3HIO MOBTOPSIIOT KAXKAbIE 8 YacOB B TEUCHUE
Nepuosa, COCTABJSIOLIErO [BOE€ CYTOK. B COOTBETCTBUM € HEKOTOPBIMM BapUaHTaMU
OCYIIECTBIIEHHUSI UHPY3HIO MOBTOPSIIOT KaXAble 8 4acOB B TEUEHHE NMEPHONA, COCTABISIFOINETrO
Tpoe CYyTOK. B COOTBETCTBUH C HEKOTOPBIMH BapUAHTAMHU OCYIIECTBJICHHSI HH(Y3UIO MTOBTOPSIIOT
KaxJble 8 4acOB B TE€UEHUE MEPHOAA, COCTABJIOLIErO 4YETBEPO CYTOK. B cooTBeTrcTBHM C
HEKOTOPbIMH BapHUaHTAMU OCYILIECTBICHHS WH(Y3HIO MOBTOPSIIOT KaXKAble 8 4acOB B TEUCHHE
NepUosa, COCTaBIAIOLIErO IMATh CYTOK. B COOTBETCTBUM € HEKOTOPBIMM BapUaHTaMu
OCYIIECTBIIEHHUsI UHPY3HUIO MOBTOPSIIOT KaXAble 8 4acOB B TEUEHHE NMEPHONA, COCTABIIFOINETrO
IIeCTh CYTOK. B COOTBETCTBHMM C HEKOTOPBIMH BapHAHTAMHU OCYLIECTBIEHHS HH(QPY3HIO
MOBTOPSIIOT KaKple 8 4acOB B T€UEHME NEPUOJia, COCTABIIAIOLIETO CEMb CYTOK. B cooTBeTcTBUM
C HEKOTOPBIMH BapHAHTAMH OCYINECTBJICHUS MH(Y3UIO MOBTOPSIOT KaXIble 8 4acOB B TEUEHUE
NepUoJa, COCTABJAIOLIErO0 BOCEMb CYTOK. B COOTBETCTBUM € HEKOTOPBIMU BapHaHTaMU
OCYIIECTBIIEHHUS] UHPY3HUIO MOBTOPSIOT KaXK/Able 8 4acOB B TEUEHHE NEPHUOMA, COCTABISIOIIErO
IEBATb CYTOK. B COOTBETCTBHMM C HEKOTOPbIMM BapUaHTaMU OCYLIECTBIEHUS HH(DY3UIO
NOBTOPSIFOT KakAble 8 YacoB B TEUYEHHE MEPHOAA, COCTABISIOIIErO JeCsiTb CYTOK. B
COOTBETCTBUH C HEKOTOPHIMU BapHaHTAMH OCYIIECTBJICHHS WH(Y3HIO MOBTOPSIOT Kaxkiable 8
4acoB B TeUE€HHE Iepuoaa, coctapisawomero 11 cytok. B cOOTBeTCTBUHM € HEKOTOPBIMU
BApPUAHTAMU OCYLIECTBJIEHHS WH(Y3UIO TMOBTOPSIOT KakIable 8 4YacCOB B TEYECHHE MEPHOJA,
cocrapsiroliero 12 cytok. B COOTBETCTBHUM € HEKOTOPBIMH BapUaHTaAMU OCYLIECTBJICHUS
UH(Y3UIO MOBTOPSIIOT KaXKAble 8§ YacOB B TEUYEHHE Mepuona, coctasysouiero 13 cyrok. B
COOTBETCTBUH C HEKOTOPHIMH BapUAHTAMH OCYIIECTBJICHUS WH(Y3HIO MOBTOPSIOT KaXIble 8
4acoB B TEUEHHME IEepUOAd, COCTaBisAwowero 14 cyrtok. B cOOTBeTCTBUHM € HEKOTOPBIMHU
BAapUAHTAMU OCYLIECTBIEHHS WH(Y3UIO MOBTOPSIOT KaXKIaple 8 4YacCOB B TEYECHHE IEPHOJA,
cocrapisiromiero 28 CyTok. B COOTBETCTBUM € HEKOTOPBIMH BapHUaHTaAMU OCYLIECTBJICHUS
UH(]Y3UIO TOBTOPSIOT KaXkIble 8 4acOB B TEUEHHE MEPHOAA, COCTABISIOIIEro 29 CYTOK WU
nosibine. B cOOTBETCTBHM ¢ HEKOTOPHIMU BapHAHTAMH OCYIIECTBIICHHUS TOJBKO ONHY MH(QY3HIO
OCYIIECTBJISAIOT B IMOCIEAHME CYTKU IMepuosa BBeleHUs. B COOTBETCTBUM C HEKOTOPHIMU
BApPUAHTAMU OCYLIECTBIEHHS WH(Y3UIO MOBTOPSIOT KaXaple 8 4YacOB B TEYEHHE IEPHOJA,
cocrassirolero 10 cyTok, ¢ TpeMs no3amu B 1-9 cyTku u ogHOM 10301 Ha 10 cyTkH.

B cooTBeTcTBHM C HEKOTOPBIMH BapHaHTaMH OCYLIECTBIIEHUS HH(QY3UIO IMOBTOPSIOT

KaXXIabIC 12 4acoB B TedeHHe nepuoaa, COCTABJIAKOIICIO OAHU CYTKH. B cooTrBercTBUU C
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HEKOTOPbIMH BapHAHTAMH OCYIIECTBJIEHUS WH(Y3HIO MOBTOPSIOT KaXable 12 4acoB B TE€UEHHE
NepUOAa, COCTaBIAIOLIErO JABOE CYTOK. B COOTBETCTBUM C HEKOTOPBIMH BapUaHTaMu
OCYIIECTBIIEHHs] HHQY3UIO MOBTOPSIOT KaXKable 12 4acoB B Te€UYEHHE MEPHOA, COCTABIISIOINETO
Tpoe CyTOK. B COOTBETCTBUM C HEKOTOPBIMHU BapUAHTAMU OCYIIECTBJICHHUSI HH(Y3UIO TOBTOPSIOT
Kaxkable 12 yacoB B TeueHUE NEPUOAA, COCTABJIIOIIErO 4eTBepo CYyTOK. B coorsercTBUU C
HEKOTOPBIMH BapHUaHTaAMH OCYIIECTBICHUS HH(QY3HIO TOBTOPSIOT KaKable 12 4acoB B TeUEHHE
NEpPUOAA, COCTABIAIOLIErO IMATh CYTOK. B COOTBETCTBUM € HEKOTOPBIMH BapUaHTaMU
OCYIIECTBIIEHHs] HHPY3UIO MOBTOPSIOT KaXable 12 4acoB B Te€4YEeHHE MEPUOIA, COCTABIISIIOIIETrO
IIeCTh CYTOK. B COOTBETCTBHMM ¢ HEKOTOPBIMU BapHAHTAMHU OCYLIECTBIIEHHS HH(QY3HIO
MOBTOPSIIOT KaX/ible 12 4yacoB B T€UEHHE MEPHOAA, COCTABIISAIOLIErO CeMb CYyTOK. B cooTBeTcTBUM
C HEKOTOPBIMU BapHAHTAMH OCYLIECTBICHHS HH(Y3UIO MOBTOPSIOT Kakaple 12 4acoB B TeUeHUE
Nepuosa, COCTABJSIFOLIET0 BOCEMb CYTOK. B COOTBETCTBUM C HEKOTOPBIMH BapUaHTaMu
OCYIIECTBIIEHHSI HH(QY3UIO MOBTOPSIOT KaXKable 12 4acoB B TE€UYEHHE MEPUOIA, COCTABIISIIOINETO
IEBSITh CYTOK. B COOTBETCTBHM C HEKOTOPBIMH BapUaHTAMU OCYLIECTBICHUS HWH(DY3UIO
MOBTOPSIIOT Kaxkaple 12 4acoB B TeueHUE [epUOJa, COCTABIAIOLIEro JecsiTh CyTOok. B
COOTBETCTBHH C HEKOTOPBIMH BapUAHTAMH OCYLIECTBJICHUS HMH(Y3UIO MOBTOPSIOT Kaxable 12
4acoB B TEUEHHE Iepuoaa, cocrtassawomero 11 cytok. B cOOTBeTCTBUHM € HEKOTOPBIMHU
BApPUAHTAMU OCYINECTBJICHUs] MH(Y3UIO IMOBTOPSIOT Kaxkable 12 94acoB B TEUEHHE IEPUONa,
cocrapsiromiero 12 cytok. B COOTBETCTBHMM € HEKOTOPBIMH BapHaHTAMU OCYLIECTBICHUS
UH(]Y3UI0 TOBTOPSIOT Kakable 12 4acoB B TeueHHe mnepuona, cocrasisoomero 13 cyrok. B
COOTBETCTBHH C HEKOTOPBIMH BapHUAHTAMHU OCYLIECTBJIECHUS HH(PY3UIO MOBTOPSIOT Kaxble 12
4acoB B TEUEHHE IIepUOAa, COCTaBisrowero 14 cyrtok. B COOTBETCTBUM € HEKOTOPBIMU
BApPUAHTAMU OCYINECTBJIEHUS] HH(Y3UIO IMOBTOPSIOT Kakable 12 4acoB B TeueHHE IEPUONa,
cocTaBisiromiero 28 cyTtok. B COOTBETCTBMM ¢ HEKOTOPBIMM BapHAHTAMU OCYILECTBICHHUS
MH(QY3HIO MOBTOPSIOT KaXKaple 12 4acoB B TE€YEHHE MEPUOA, COCTABILIOWEro 29 CyTOK WM
nosbie. B cOOTBETCTBHM ¢ HEKOTOPBIMU BapHAHTAMH OCYIUIECTBJICHHUS! TOJBKO OIHY MH(QY3HUIO
OCYIIECTBJISIIOT B MOCJIEAHNE CYyTKU NIEPHUO/ia BBEIEHUS.

B cooTBeTCTBHHM € HEKOTOPBIMH BapHAaHTAMH OCYLIECTBIIEHHS HH(Y3UIO MOBTOPSIOT
Kaxaple 24 4acoB B TEYEHHE NEPHOAA, COCTABJLIIOLIErO OAHM CYTKHM. B cooTBercTBUH €
HEKOTOPbIMHU BapPHAHTAMH OCYIIECTBJICHUS WH(Y3HIO MOBTOPSIOT KaXable 24 4acOB B TEUCHUE
Nepuosa, COCTaBISIOLIErO JABOE CYTOK. B COOTBeTCTBUM C HEKOTOPHIMH BapHUaHTaMu
OCYIIECTBIIEHHUsSI MHQY3UIO MOBTOPSIOT KaXKable 24 4acOB B TE€YEHHE MEPHOIA, COCTABIISIIOINETO
Tpoe CYyTOK. B COOTBETCTBUM C HEKOTOPBIMH BapUAHTAMU OCYIIECTBJICHHUSI HH(Y3UIO MTOBTOPSIIOT
Kaxxable 24 yacoB B TeU€HHE MEepUOsa, COCTABJIIIOIIEr0 4eTBEepo CyTOK. B cooTBercTBHU C
HEKOTOPbIMH BapHAHTAMH OCYIIECTBJICHUS WH(Y3HIO MOBTOPSIOT KaXKable 24 4acOB B TEUCHHE
NepUosa, COCTaBIAIOLIErO IMATh CYTOK. B COOTBETCTBUM € HEKOTOPBIMM BapUaHTaMu
OCYIIECTBIIEHHSI MHQY3UIO MOBTOPSIOT KaXKable 24 4acOB B TE€UYEHHE MEPHOIA, COCTABIIIOINETO
IIeCTh CYTOK. B COOTBETCTBHM C HEKOTOPBIMH BapUAaHTAMU OCYLIECTBIEHHS HH(QPY3HIO
MOBTOPSIIOT Kax/ble 24 4acoB B T€UEHHE NEPHOAA, COCTABIISAIOLIErO CEMb CYTOK. B cooTBeTCTBUM

C HEKOTOPHIMU BapHAaHTaMH OCYLIECTBIEHHUs HH(Y3UIO MTOBTOPSAIOT KaXKble 24 4acOB B TEUEHUE
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Nepuoaa, COCTABJAIOLIErO0 BOCEMb CYTOK. B COOTBETCTBUM € HEKOTOPBIMH BapHaHTaMU
OCYIIECTBIIEHHS] MHPY3UIO MOBTOPSIOT KaXKable 24 4acOB B TE€UYEHHE MEPHOA, COCTABIISIOINETO
IEBITb CYTOK. B COOTBETCTBHMM C HEKOTOPbIMM BapUaHTaMU OCYLIECTBIEHUS HH(DY3UIO
MOBTOPSAIOT Kakable 24 4YacOB B TEYEHHE IEPHUOAA, COCTABJAIOIIErO HeCsATb CYTOK. B
COOTBETCTBUH C HEKOTOPBIMH BapHAHTAMHU OCYLIECTBJIECHUS HH(PY3UIO MOBTOPSIOT Kaxsble 24
4acoB B TeueHUE Mepuona, cocrasmnomero 11 cyrok. B cooTBeTCTBUM € HEKOTOPBIMU
BapUAHTAMH OCYILIECTBJIECHHS HMH(Y3UI NOBTOPSAIOT Kakable 24 4HacOB B TEUYEHHE IEPUOAA,
cocrapysiroliero 12 cyrok. B COOTBETCTBMM € HEKOTOPBIMH BapUaHTaAMU OCYIIECTBJICHUS
UH(Y3UI0 TOBTOPSIIOT Kakable 24 4acOB B TEUEHHE Mepuona, cocraBisiomero 13 cyrok. B
COOTBETCTBUH C HEKOTOPBIMH BapUAHTAMH OCYLIECTBJICHUS HH(Y3HUIO MOBTOPSIOT Kaxble 24
4acoB B TEUEHHE IEepUOAa, COCTaBiswowmero 14 cyrtok. B cOOTBETCTBUHM € HEKOTOPBIMHU
BApPUAHTAMU OCYINECTBJICHUs] MH(Y3UIO TMOBTOPSIOT Kakable 24 4acoB B TEUEHHE IEPUONA,
cocrapisiromiero 28 CyTtok. B COOTBETCTBUM € HEKOTOPBIMH BapUaHTaAMU OCYLIECTBJICHUS
UH(Y3UIO MOBTOPSIIOT KaXble 24 YacoB B TE€YEHHE NEPUOIA, COCTABIBIOIIETO 29 CYTOK MK
JOJIbLIIE.

B cooTBeTCTBMHM C HEKOTOPBIMH BapHAaHTAMH OCYLIECTBIEHHS HH(PY3UIO TMOBTOPSIOT
Kaxaple 48 4acoB B TEUEHHE MEPHOAA, COCTABJISIFOLIErO [BOE CYTOK. B cooTseTrcTBHM C
HEKOTOPbIMH BapHAHTAMH OCYIIECTBJICHUS WH(Y3HIO MOBTOPSIOT KaXable 48 4acoB B TeUEHHE
NepuoJa, COCTABJSIFOLIErO 4YE€TBEPO CYTOK. B COOTBETCTBMM C HEKOTOPBIMH BapHaHTAMHU
OCYIIECTBIIEHHS] MHQY3UIO MOBTOPSIOT KaXKable 48 4acOB B Te€UEHHE MEPUOA, COCTABIIIOINETO
IIeCTh CYTOK. B COOTBETCTBHM € HEKOTOPBIMH BapHAaHTAMU OCYLIECTBIIEHHS HH(QPY3HIO
MOBTOPSIOT Kaxable 48 4YacoB B TEYEHHE MEPUONA, COCTABJHIOLIErO0 BOCEMb CYTOK. B
COOTBETCTBUH C HEKOTOPBIMH BapHUAHTAMHU OCYLIECTBJICHUS MH(Y3UIO MOBTOPSIOT Kaxible 48
4acOB B TE€UEHUE IEPUOMA, COCTABJSIIOLIETO AECATb CYTOK. B COOTBETCTBMM € HEKOTOPBIMHU
BapUAHTAMH OCYILIECTBJIEHHs HMH(Y3UIO NOBTOPSAIOT Kakable 48 4HacoB B TEUYEHHE INEPUOAA,
cocrapysirouiero 12 cyrok. B COOTBETCTBMM € HEKOTOPBIMH BapUaHTaAMU OCYLIECTBJICHUS
UH(Y3UI0 TOBTOPSIIOT Kakable 48 4acOB B TeUEHHE Mepuona, cocraBisaomero 14 cyrok. B
COOTBETCTBHH C HEKOTOPBIMH BapUAHTAMHU OCYLIECTBJICHUS MH(Y3UIO MOBTOPSIOT Kaxnibie 48
4acoB B T€YEHHE MEPUOAA, COCTABIAIOIIErO 28 CyTOK MK AOJIbLIE.

B cooTrBercTBMM ¢ HEKOTOPBIMH BapHaHTAMH OCYILIECTBICHHs (hapMarieBTHYECKast
KoMmo3uiusi copepkut oT 100 mo 5000 mr nedenmma. B cOOTBETCTBHHM € HEKOTOPHIMH
BapHaHTAMU OCYIIECTBIICHUs (hapMaleBTHUYECKass KOMITO3UIUs comepskut ot 250 mo 2000 mr
nedernrma. B cOOTBETCTBUM ¢ HEKOTOPBIMH BapHAHTAMHU OCYIIECTBJICHUS (hapMaLleBTHUECKas
xomnosunus copepxkut 250, 300, 350, 400, 450, 500, 550, 600, 650, 700, 750, 800, 850, 900,
950, 1000, 1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900 umm 2000 mr nedpermma. B
COOTBETCTBHH C HEKOTOPBIMH BapHaHTAMU OCYINECTBJIEHHUsS (papmaneBTUYeCKass KOMIO3ULIUS
cogepxxut 250 mr nedennma. B cCOOTBETCTBHM C HEKOTOPHIMH BapHaHTAMH OCYINECTBIICHUS
dapmaneBTHUecKast koMno3uuusa copepxxut S00 mr nedennma. B cooTBETCTBHM ¢ HEKOTOPHIMU
BapHaHTAMU OCYIIECTBJIEHUS (papMaleBTHUECKass KOMITO3ULUs conepkut 750 mr nedenuma. B

COOTBETCTBUHU C HEKOTOPBIMU BapHaHTAMHU OCYINCCTBJICHUA (I)apMaI_IeBTI/ILIeCKaH KOMITIO3 U LMA
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cogepxxutr 1000 mr nedenuma. B cOOTBETCTBMU C HEKOTOPHIMH BAaPHAHTAMH OCYINECTBIICHUS
bapmaneBTHUIECKast KOMITO3UIMS comep>kut 1250 mr nedenuma. B cooTBeTCTBUN C HEKOTOPBIMU
BapHaHTAMU OCYLIECTBJICHUs (papMalieBTHUYecKasi koMmro3uius conepxxut 1500 mr nedennma. B
COOTBETCTBUH C HEKOTOPBIMU BapUaHTAMU OCYILECTBJIEHHUs (papmaneBTUYECKas KOMIO3ULIUS
cogepxxut 1750 mr nedenuma. B coOTBETCTBUU C HEKOTOPHIMHM BapHAHTAMH OCYILECTBIICHUS
(bapmaneBTHyeckas KoMnozuus cogepkut 2000 mr nedennma.

B cooTBeTCTBUHM ¢ HEKOTOPHIMU BapUAHTAMHU OCYIIECTBJICHHUS] CYyTOYHAs J103a Hedenuma
cocrasysieT oT 250 Mr g0 12 r. B cOOTBETCTBUM C HEKOTOPBIMU BapUaHTAMHU OCYILECTBICHUS
cyrouHasi no3a nedernuma cocrasisier 250 mr, S00 mr, 750, mr, 1000, mr, 1250 mr, 1500 wmr,
1750 mr, 2000 mr, 2250 mr, 2500 mr, 2750 mr, 3000 mr, 3,5 1,41, 4,51, 51,55r,6r,6,51, 71,
751, 81, 85’ 971, 95 r uim 10 r. B COOTBETCTBMM C HEKOTOPBIMU BapUaHTAMU
OCYIIECTBJICHUsS] CyTO4YHas 03a nedemnmnma cocrasisieT 250 mr. B cOOTBETCTBUU C HEKOTOPBIMHU
BapHaHTAMU OCYIIECTBJIEHUSI CyTOYHAs no3a nedenrma cocrapisier S00 mr. B cooTBeTcTBUH C
HEKOTOPbIMH BapHaHTaMH OCYILIECTBIEHHs CyTO4YHast no3a nedermma coctaBimsier 1 r. B
COOTBETCTBHH C HEKOTOPbIMH BapHaHTAMU OCYIIECTBJIEHHs CyTOYHas Jno03a Ledenuma
cocTaBisieT 2 I. B COOTBETCTBUM C HEKOTOPBIMHM BAPMAHTAMH OCYILIECTBJICHHs] CYyTOUYHAs 1032
nedernma cocraBisier 4 r. B COOTBETCTBMM C HEKOTOPBIMH BapHAHTAMH OCYINECTBIICHUS
CyTo4yHass 1o03a nedernuma coctaBisieT 6 r. B COOTBETCTBUM C HEKOTOPBIMH BapHaHTAMHU
OCYIECTBIIEHHsI CyTO4YHAasi n03a uedenuma cocrasisieT 8 r. B cOOTBETCTBHM C HEKOTOPHIMHU
BapHaHTAMU OCYILIECTBJICHUsI CyTO4YHasi no3a unedernmma cocrasiusier 10 r. B coorBeTcTBHE C
HEKOTOPbIMU BapUAHTAMHU OCYLIECTBICHHs CyTOYHAs 103a nedenuma cocrasisier 12 r.

B coorBercTBMM € HEKOTOPHIMH BapUaHTAMM OCYINECTBJICHHsS (apMalieBTUYeCKast
xomnozunusi comepkut ot 100 mo 2000 mr coenuHeHust 1. B coOTBETCTBUM C HEKOTOPBIMU
BapUAHTAMU OCYINECTBIIEHHs (papMaleBTH4eCKass KOMIO3HIUsS comepkuT ot 125 mo 1000 mr
coequHeHust 1. B cooTBeTCTBMM €  HEKOTOPbIMM  BapHaHTAMU  OCYLIECTBICHHS
(bapmaneBTHyecKas KoMno3unus cogepkut 125, 187,5, 200, 250, 300, 350, 375, 400, 450, 500,
550, 600, 650, 700, 750, 800, 850, 900, 950 mmm 1000 mr coegunenusi 1. B coorBeTcTBHU C
HEKOTOPbIMHU BapHAHTAMH OCYLIECTBJICHUs (papManeBTHYeCKass KOMIO3ULus conepkut 100 mr
coenuHenuss 1. B COOTBETCTBUM €  HEKOTOPBIMM  BAapUAHTAMH  OCYIIECTBJICHUS
dapmaneBTHyeckas KoMmno3unusi comepskut 125 mr coemunenuss 1. B cooTBercTBHEM C
HEKOTOPbIMH BapHAHTAaMH OCYLIECTBICHUs (papManeBTHUeCKass KOMIO3UIUsS conepkut 150 mr
coenuHenuss 1. B COOTBETCTBUM €  HEKOTOPBIMM  BAPUAHTAMH  OCYIIECTBJICHUS
dapmanepTiyeckas kommno3unusi comepxkur 187,5 mr coemuHenuss 1. B cooTBercTBUH C
HEKOTOPbIMH BapHAHTaMH OCYLIECTBICHUs (papMameBTHUeCKass KOMMO3UIUs conepkut 200 mr
coenuHenuss 1. B CcOOTBETCTBUM €  HEKOTOPBIMM  BAPUAHTAMH  OCYIUECTBJICHUS
dapmaneBTiueckas kommnozunusi comepskutr 250 mr coenuHenuss 1. B cooTBercTBHHM C
HEKOTOPbIMU BapHAHTaMH OCYLIECTBIEHUs (papMmaneBTHUeCKass KOMNO3UIus conepkut 300 mr
coenuHenuss 1. B cOOTBETCTBUM €  HEKOTOPbIMM  BapUAHTAMH  OCYIUECTBJICHUS
dapmauesTrueckas komnozunusi coxepskutr 350 mr coemuHenuss 1. B coorBercTBHHM C

HEKOTOPbIMU BapHAaHTaMH OCYLIECTBIIEHUs (papManeBTHUeCKass KOMIO3HULUS CONEPKUT 375 Mr
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coeauHeHuss 1. B COOTBETCTBMM €  HEKOTOPbIMHM  BapUaHTaMHU  OCYLIECTBJICHUS
dapmanestiueckas komnozunusi coxepxkutr 400 mr coemuHenuss 1. B coorBercTBHHM C
HEKOTOPBIMU BapUAHTaAMH OCYINECTBJIEHUs (hapMaleBTHUECKass KOMIIO3HUIHS COOepKUT 450 mr
coequHeHust 1. B COOTBETCTBMM €  HEKOTOPBIMH  BapUaHTaMHU  OCYLIECTBJICHUS
dapmauesTrueckas komnozunusi coxepxkutr 500 mr coemuHenuss 1. B coorBercTBUM C
HEKOTOPbIMU BapHAHTAMH OCYLIECTBJICHUs (papMalieBTU4eCKass KOMIO3HULUS COnep:KkutT 550 mMr
coenuHenust 1. B CcOOTBETCTBUM €  HEKOTOPHIMM  BAapUaHTaAMH  OCYIIECTBJICHUS
dapmaneBTryeckas kKommnosunusi comepskutr 600 Mr coemuHenuss 1. B coorBercTBHM C
HEKOTOPBIMU BapUAHTAMH OCYINECTBIIEHUsS (hapMaleBTHUECKash KOMIO3HUIMS COAEP:KUT 650 Mr
coeauHeHnst 1. B COOTBETCTBMM €  HEKOTOPHIMH  BapHMaHTAaMHU  OCYLIECTBJICHUS
dapmaneBTiyeckas kommnozunusi comepskutr 750 mr coemunenuss 1. B cooTBercTBHEM C
HEKOTOPBIMHU BapUAHTAMH OCYINECTBIIEHUs (hapMalieBTHUECKass KOMIO3UIHs conep:kut 800 mr
coeauHeHnss 1. B COOTBETCTBUM €  HEKOTOPHIMHM  BapHMaHTaMHU  OCYLIECTBJICHUS
dapmanepTiyeckas komnozunusi coxepkutr 850 mr coemuHenuss 1. B cooTBercTBHEM C
HEKOTOPBIMHU BapUAHTAMH OCYIIECTBIIEHUs (hapMalleBTHUECKass KOMIO3HUIHs conep:kut 900 mr
coeauHeHnss 1. B COOTBETCTBMM €  HEKOTOPBIMHM  BapHMaHTaMHU  OCYLIECTBJICHUSA
dapmanepTiyeckas kommnozunusi coxepkutr 950 mr coemunenuss 1. B cooTBercTBHHM C
HEKOTOPbIMH BapHAHTAMH OCYIIECTBIICHHs (hapMaueBTHIeCKass KoMno3umus copepxut 1000 mr
coenuHenus 1.

B cooTBercTBUM C HEKOTOPBIMH BapHaHTAMH OCYIIECTBIIEHUS (papMareBTUIeCKas
komnosuiust comgepkutr ot 100 mo 2000 mr coemunenus 1 u or 0,5 nmo S5 r uedpenuma. B
COOTBETCTBHUH C OIpeeIeHHbIMI BapHAHTAMHK OCYLIECTBICHUS (papMarieBTHIecKasi KOMIO3ULIHS
comepkut ot 125 no 1000 mr coegunenust 1 u ot 0,5 no 2,5 r uedpenuma. B coorBercTBHM C
HEKOTOPbIMU BapHAHTAMH OCYIIECTBIIEHHs (hapMalleBTHYECKass KOMITO3ULIMSI COOmepKuT 125,
150, 187,5, 200, 250, 300, 350, 400, 450, 500, 550, 600, 650, 700, 750, 800, 850, 900, 950 unu
1000 mr coequnenust 1 u 250, 300, 350, 400, 450, 500, 550, 600, 650, 700, 750, 800, 850, 900,
950 wumu 1000 wmr coemunenuss 1. B COOTBETCTBUM C OMNpENENICHHBIMU BapUaHTaAMHU
ocyuiecTBiieHUs] (papmainieBTUYECKass KOMMO3UIMs comepxkutr 250 mr coemuHenwss 1 u 2 1
nedernrma. B COOTBETCTBUM ¢ HEKOTOPBIMH BAapHAHTAMHU OCYIIECTBJICHUs (hapMaLleBTHUECKas
komno3unusi  comepxkutr 500 mr coemuHenuss 1 u 2 r nedpemmma. B cooTBeTcTBUM C
OTpeeNIeHHbIMA BapUAHTAMH OCYIIECTBJICHUS (papMalleBTHYECKass KOMITO3UIUsSI conepskut 750
Mr coemuHeHuss | m 2 r uedpenmma. B COOTBETCTBUM C OmNpeneNeHHBIMH BapUAHTAMHU
ocyuiecTBiieHUs: (papmaneBTUYECKass KOMMIO3UIMs coxepxkut 125 mr coemunenwss 1 u 1 r
nedpenuma. B COOTBETCTBUH C HEKOTOPHIMU BapHaHTAMH OCYIIECTBJICHUs (DapmalieBTHUeCKast
kommno3unusi conepxkutr 250 wmr coemuHenuss 1 u 1 r nedemmma. B cooTBercTBUM C
OTpeeNIeHHbIMA BapUAHTAMH OCYIIECTBJICHHs (papMaleBTUYeCKas KOMIO3UIUST COOEPKUT 375
mr coemuHeHuss 1 m 1 r nedenmma. B cooTBeTcTBUM C OmnpeneNeHHBIMH BapHaHTAMHU
ocyuiecTBiieHUsT (papMalieBTUYEeCKasi KOMITO3ULUSI COmepkutr 62,5 mr coemuHeHwst | u 2 r
nedpenuma. B COOTBETCTBHMH C HEKOTOPBIMH BapHaHTAMH OCYIIECTBJICHUs (papmarieBTHUeCKast

KoMrno3unusi comepxkutr 125 mr coemuHenuss 1 u 2 r nedpenmma. B coorBercTBUU C
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OTIpENeICHHbIMA BapUAaHTAMHM OCYINECTBJICHUS (papMaleBTHUECKas KOMITO3UIUS COAEPIKUT
187,5 mr coenunenus 1 u 2 r nedennma.

B cooTBercTBMM € HEKOTOPBIMU BAapUaHTAMH OCYLIECTBJIEHUST CyTO4YHas 032
coenuHenusi 1 cocrasisger 0koJio oT 200 mMr 10 5 . B cOOTBETCTBUM ¢ HEKOTOPBIMHU BapUAHTAMU
OCYLIECTBJIEHUsI CyTO4YHAas 103a coeanHeHus: 1 coctasuser okosio 200, 250 mr, 500 mr, 750 wmr,
1000 mr, 1250 mr, 1500 mr, 1750 mr, 2000 mr, 2250 mr, 2500 mr, 2750 mr, 3000 mr, 3,51, 4 T,
4,5 r wm 5 r. B COOTBETCTBUM C HEKOTOPBIMH BApHUAHTAMHU OCYILECTBJEHHUS] CYTOYHAs 1034
coenuHenus 1 cocrapnser 250 Mr. B cOOTBETCTBUM C HEKOTOPBIMU BapUAHTAMM OCYILECTBICHUS
cyTo4Has no3a coequHeHus 1 cocrasnser 500 Mr. B cOOTBETCTBUM ¢ HEKOTOPBIMU BapUaHTaMU
OCYILECTBJIEHUsI CyTOUHasi no03a coeauHeHuss 1 cocraBaser 750 mr. B coorBeTcTBHM €
HEKOTOPBIMH BapUaHTAMH OCYLLIECTBJIEHUSI CYTOYHas n03a coeauHenus 1 cocrasnser 1000 mr. B
COOTBETCTBUM C HEKOTOPBIMM BapHUAHTAMHU OCYILIECTBJIEHHUs CYTOYHAas A03a COoeAuHeHus 1
cocrasisieT 1250 mr. B cooTBeTcTBMM C HEKOTOPBIMM BapHaHTAMM OCYINECTBJICHHs] CyTOYHAs
nosa coenuHeHust 1 cocrasisser 1500 mr. B COOTBETCTBMM € HEKOTOPBIMH BapHaHTaMU
OCYILECTBJIEHUsI CyTO4YHas pno03a coeauHeHuss 1 coctasasger 1750 mr. B coorBercTBUU €
HEKOTOPBIMH BapUaHTAMH OCYLLECTBJIEHUsI CYTOYHas n03a coeauHenus 1 cocrasnser 2000 mr. B
COOTBETCTBUU C HEKOTOPBIMM BapHUAHTAMH OCYILIECTBJIEHHUs CYTOYHAs A03a COeAuHeHus 1
cocrasisieT 2250 Mr. B coOTBETCTBMM C HEKOTOPBIMHM BapHAaHTAMM OCYINECTBJICHHs] CyTOYHAs
nosa coenuHeHust 1 cocrasisger 2500 mr. B COOTBETCTBUM € HEKOTOPBIMH BapHaHTaMU
OCYILECTBJIEHUsI CyTOYHas pn03a coeauHeHuss | coctaBaser 2750 mr. B coorBercTBUH €
HEKOTOPBIMH BapUaHTAMH OCYLLECTBJIEHUsI CYTO4YHas n03a coeauHenus 1 cocrasisger 3000 mr. B
COOTBETCTBUU C HEKOTOPBIMM BapHAHTAMHU OCYLIECTBJIEHHUs CYTOYHAsi A03a COoeAuHeHus 1
cocTaBisieT 3,5 I. B cOOTBETCTBUU C HEKOTOPBIMH BapUAHTAMM OCYLIECTBJIEHUS CYyTOYHAs 4032
coequHenust 1 cocraBisieT 4 . B COOTBETCTBUU C HEKOTOPBIMU BapUAHTaMHU OCYILECTBICHMUS
CyTOuHas 103a coeauHeHust 1 cocrasiser 4,5 r. B coOTBETCTBUU ¢ HEKOTOPBIMU BapUaHTaMU
OCYILECTBJIEHUs CYTOYHAs 103a COeAMHEeHUs | cocTaBsieT S T.

B cooTBeTCTBUM C HEKOTOPBIMH BapUAHTAMH OCYIIECTBJICHHUS (hapMaLEBTHYECKYIO
KOMITO3ULIMIO XPaHAT B CTEPUJIBHOM KOHTEWHepe. B cOOTBETCTBUM ¢ HEKOTOPBIMHU BapHaHTaAMHU
OCYIIECTBIIEHHUsI COeNMHEeHHEe 1, ero (apMaueBTUYECKH NPUEMIIEMYIO COJb, COJBBAT WU
(apManeBTHYECKH NPHUEMIIEMYIO COJb U COJbBAT BBOASIT COBMECTHO C aHTUOMOTHKOM. B
COOTBETCTBHH C HEKOTOPHIMH BAapPHAHTAMH OCYIIECTBJICHUS] aHTUOMOTHK TPENCTaBiIsIeT cOOOH
OeTa-makTaMHBI aHTHOMOTHK. B COOTBETCTBHM C HEKOTOPBIMH BapHAHTAMHU OCYIIECTBIICHHUS
OeTa-IaKTaMHBIH aHTHOMOTHK MPEACTABISIET COOO0H Liedernm.

B cooreercTBMM € HEKOTOPBIMM BapUAaHTAMM OCYILIECTBJICHHs CO€AUHEHue 1, ero
(bapManeBTHYECKH MPUEMIIEMYIO COJIb, COJIbBAT WM (PapMaLIEBTHUECKH MPUEMIIEMYIO COJIb U
COJNBBAT, a Takke medenum oOecrnednBarOT B OTAENBbHBIX KOHTeHHepax. B coorBercTBHM €
HEKOTOPbIMU BapHaHTAMHU OCYINECTBJICHHUS coenuHeHne 1, ero gapManeBTHYECKH MPUEMIIEMYIO
COJIb, CONBBAT I (papMaleBTUYECKH TNPHEMIIEMYIO COJb M COJNbBAT, a Takxke medenum
o0ecrieunBalOT B OAHOM KOHTeHHepe. B COOTBeTCTBUM C HEKOTOPHIMU BapHaHTAMU

OCYILECTBIICHHs] KOHTEHHEp NpeAcTaBiseT COOOM MEHIOK € PacTBOPOM Uil BHYTPUBEHHOI'O
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BJIMBaHHA. B COOTBETCTBMM C HEKOTOPHIMH BapuUaHTAMH OCYLIECTBJICHHsS KOHTEHHEp
NpEeNCTaBsieT COOOH CTEKISIHHYIO OyThbUIKY. B COOTBETCTBHMM C HEKOTOPBIMH BapUaHTAMH
OCYLIECTBJICHHsI KOHTEIHEDP NpeNCTaBIsieT cO00i OYTBUIKY U3 XKEJITOro CTEKJIA.

B naHHOM NOKYMEHTE PacKphIT CHOCO0 BBEAEHUs! CYOBEKTY, HY)KAAKIIEMYCS B 3TOM,
(dapmMaLeBTHYECKON KOMIIO3ULIUH, COAEPIKaIIeH:

(1)  (R)-3-(2-(TpaHc-4-(2-aMHHO3TUIIAMUHO ) IUKJIOT€KCUJT )aLle TAMHUIO )-2-THAPOKCH-3,4 -
aurunpo-2H-6en3o[e][1,2]okcabopuanH-8-kapOOHOBYIO  KHCJIOTY, €€  (apMaleBTHYECKH
MPUEMJIEMYIO COJIb, COJIBBAT WK (hapMaLEBTHUECKH MPUEMIIEMYIO COJIb U COJIbBAT U

(i1) uedenum.

B cooTBeTCTBMM ¢ HEKOTOPBIMH BapHaHTAMH OCYIIECTBJCHHS CIMOCOOa BBEIEHUsI
(bapmaneBTHIECKON KOMITO3ULINH (R)-3-(2-(Tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alle TAMHUIO )-2-THIPOKCHU-3,4-aurunpo-2H-
oemnso[e][1,2]okcaboprHUH-8-KapOOHOBYIO KHUCIIOTY, €€ (papMaLleBTHYECKU MPUEMJIEMYIO COJIb,
COJIbBAT WU (papMaLIEBTHYECKU MTPUEMIIEMYIO COJIb U COJIbBAT, a TAKKe Le(eruM COCTABIISIIOT B
OTHEJNbHBbIX KOHTeWHepaXx. B COOTBETCTBMM C HEKOTOPBIMH BapHAHTAMH OCYLIECTBICHHS
crnioco0a BBEICHUS bapmareBTHUECKON KOMITO3ULIIH (R)-3-(2-(Tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alleTAMUIO0 )-2-THIPOKCHU-3,4-aurunpo-2H-
oemso[e][1,2]okcabopuHuH-8-kapOOHOBasi KHCIIOTA, €e (hapMaleBTHUECKH TpUeMyIeMasi COJb,
conbBaT WiIM (papMaleBTHYECKH TMpHemiIeMas COJb M COJIbBAT MPUCYTCTBYIOT B (opme
KPUCTAJUTNYECKOW (HOpPMBI, KOTOpas pacKkpbiTa B TaHHOM JOKyMeHTe. B coOoTBeTCTBHM C
HEKOTOPBIMH BapHAHTAMH OCYIIECTBIIEHHs Coco0a BBeeHHs (papMaLeBTHIECKOH KOMIO3ULIMH
Kpuctajmueckas (opma mnpexacrasiser coboit gopmy 1. B coorBercTBHHM ¢ HEKOTOPHIMHU
BapUaHTAMU OCYIIECTBJIeHUs1 criocoba BBeneHHs (papmaneBTudeckoii kommnozuuuu (R)-3-(2-
(Tpanc-4-(2-aMUHO3THIIAMHUHO )LIUKJIOTEKCHIT )alle TAMHUI0)-2-THAPOKCH-3,4-nuruapo-2H-
6enzo[e][1,2]okcabopruHUH-8-KapOOHOBYIO KHCJIOTY, €€ (hapMaLEBTHUECKH MPHEMJIEMYIO COJIb,
CONbBAaT WK (DapMalleBTHYECKH MPUEMIIEMYIO COJb M COJIbBAT COCTABISIIOT B IEPBOM
KOHTeiiHepe. B COOTBETCTBUH C HEKOTOPBIMU BapUAHTAMHU OCYIIECTBIIEHHs CIIoco0a BBENEHHS
(dapmaneBTHIECKON KOMITO3UIINH (R)-3-(2-(Tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alle TAMUIO )-2-THIPOKCHU-3,4-aurunpo-2H-
oenso[e][1,2]okcabopuHuH-8-kapOOHOBasi KHCIIOTa, ee (apMaleBTHYECKH TpUeMyieMasi COJb,
CONbBAT WK (apMaLeBTUYECKH MpHeMIeMast COJIb U COJbBAT MPHUCYTCTBYIOT B (JOPME MEPBOrO
MOPOILKA JJIi BOCCTAHOBJIEHHs.. B COOTBETCTBMH ¢ HEKOTOPHIMH BapHUaHTAMH OCYIIECTBIICHHS
cocoba BBeneHHs (papMaleBTUYECKOW KOMIMO3MLMHU IiedeniM COCTABISIIOT BO BTOPOM
KOHTeitHepe. B COOTBETCTBUU € HEKOTOPBIMU BapUAHTAMHU OCYLIECTBIICHHs CIOco0a BBEIEHHS
bapmaneBTHIECKOW KOMIIO3MIMU LedenuM MNPUCYTCTBYET B (pOopMe BTOPOro MOpOLIKA IS
BOCCTAHOBJICHHSI.

B cooTBeTCTBMM € HEKOTOPBIMH BapUaHTAMH OCYINECTBJCHHS] CIOco0a BBEIEHUsI
(papMaLieBTHYECKOI KOMIIO3ULIMH CITOCOO MPEenyCMaTPUBAET:

(a) cMmeuMBaHHe MEPBOr0 MOPOIIKA Ui BOCCTAHOBJICHHWS M BTOPOTO MOPOIUKA JUIS

BOCCTAHOBJICHUSA C MMOJYUCHUCM TPETHETO MOPOIIKa AJIsI BOCCTAHOBJICHUS,
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(b) BOCCTaHOBJIEHHE TPETHErO IMOPOLIKA IJIsi BOCCTAHOBJICHUS CO CTaauH (a) BOIHBIM
HOCHUTEJIEM C TIOJyYeHHEM OTHOPOIHOM KUIKOCTU U

(c) BBemeHne OOHOPOIHOM KUAKOCTU cO cTtaanu (b) CyOBpexTy, HY>KAArOIIEeMyCsl B 3TOM.

B coorBercTBHMM C HEKOTOPBIMH BapUaHTAMM OCYLIECTBJIEHUS CIIOCO0a BBEIEHHS
(papmaLeBTHYECKOI KOMITIO3ULIMHU CIIOCOO MPEenyCMaTPUBAET:

(a) BOCCTaHOBJIEHHE TEPBOrO TMOPOLIKA JJIsI BOCCTAHOBJIEHHS] TEPBBIM BOIHBIM
HOCHUTEJIEM C MOJIy4YE€HUEM MEePBOH OJHOPOIHOM KUAKOCTH, U

(b) BOCCTaHOBJIEHME BTOPOrO IMOPOINKA JJII BOCCTAHOBJICHHS BTOPBIM BOIHBIM
HOCHUTEJIEM C MOJIyY€HUEM BTOPOU OAHOPOIHON KUIKOCTH; U

(c) cmemmBaHUe MEepPBOH OIXHOPOTHOW KHIKOCTH CO CTaauH (a) U BTOPOW OIXHOPOIHOMU
KUIKOCTH €O cTanuu (b) C MoNyd4eHHEeM TPEThei OHOPOIHON JKUIKOCTH; U

(d) BBeneHue TpeTheil OMHOPOAHON KHUIKOCTU CO CTaTuH (C) CYyOBEKTY, HYKAAOLEMYCS
B 3TOM.

B cooTBeTcTBHMM C HEKOTOPBIMH BapHaHTAMH OCYLIECTBJICHUS CIOCOOa BBEIEHHUS
dapMaeBTHIECKOH KOMIIO3ULUH KaKABIH M3 BOAHOTO HOCHTENS HE3aBUCHMO TNPEACTAaBIISET
coboii Boxy 1t uHBEKINH, 0,9% WHBEKIMOHHBIN PacTBOP XJIOpUAA HATPHs, 5% HMHBEKIMOHHBINA
pacTBOp AekcTpo3bl, 10% MHBEKLIMOHHBIN PacTBOP AEKCTPO3bl, MHbEKLIMOHHBIN PacTBOP JIAKTaTa
HaTpUs, THbEKLIMOHHBINA pacTBOp ¢ 5% nekctpo3oii u 0,9% XnopuaoM HaTpUsl, UHbEKLMOHHBIH
pactBop Punrepa c¢ gnaktatoM u 5% 1exkcTpo3Ol, HWHBEKLMOHHBIM pPacTBOpP XJIOpHIA
HaTpusi/aneraTa HaTPHs/TIIOKOHATA HATPHs/XJIOpUAA KaJIWs/XJIOpUAa MAarHusi, MHBEKIMOHHBINA
pacTBOp XJIOpHIa HaTpus/alneraTa Kanus/anerata mMarHus B 5% AeKCTpo3e MM JHOOble HX
KOMOMHaIMU. B cOOTBETCTBUM ¢ HEKOTOPHIMM BapHAHTAMHU OCYLIECTBIIEHHs (papMarieBTUIECKON
KOMITO3ULIUM  KOMITO3MLIUS  JOTOJHUTENIbHO COAEPXKUT  (apMaLeBTHUECKH IMPUEMIIEMOE
BCIIOMOTATEJIbHOE CPENCTBO. B COOTBETCTBHM C HEKOTOPBIMH BapHAHTAMH OCYILECTBJICHUS
(dapmaLeBTHIECKOI KOMITO3MIMN (HapMalleBTUUECKH MPUEMIIEMOE BCIIOMOTATEJIbHOE CPEACTBO
npeAcTaBisieT coOOH aMUHOKHCIOTY WM TPOU3BOAHOE MOHOcCaxapuia. B COOTBETCTBUM C
HEKOTOPbIMH BapUAHTAMHU OCYINECTBJICHUs (papMaleBTU4YEeCKON KOMIO3ULIUH (hapMaLeBTHUECKU
pUeMJIEMOe BCIIOMOTaTeNIbHOE CPENCTBO MpencTaBisier coboit L-aprunuH. B cooTBeTcTBUU C
HEKOTOPbIMH BapHAHTAMHU OCYINECTBJICHUs (papMaleBTUYEeCKON KOMIO3ULIUI (hapMaLeBTHUECKU
NPUEMIIEMOE BCTIOMOTATENIbHOE CPENICTBO MPEACTABISAET COOOH METTTyMUH.

B 1maHHOM JOKYMEHTE TaKkKe PacKphIT Croco0 BBENEHHS CyOBEKTY, HYXKAAMOLIEMYCS B
5TOM, (papMaleBTUIECKON KOMITO3UIIMH, COACPIKAIICH:

(1) (R)-3-(2-(Tpanc-4-(2-aMUHO3 TUIIAMHHO ) [IUKJIOTEKCHIT )alle TAMHJIO )-2-TUAPOKCHU-3,4-
nurunapo-2H-6en3o[e][1,2]okcaboprHuH-8-KapOOHOBYIO  KHCIIOTY, ee  (hapManeBTHYEeCKH
NPUEMIIEMYIO COJIb HITH COJIbBAT U

(11) nedernmm.

B coorBercTBHMM C HEKOTOPBIMH BapUaHTAMHM OCYLIECTBJIEHHS CIOCOOa BBEIEHHS
bapmaneBTHIECKON KOMIIO3ULINH (R)-3-(2-(Tpanc-4-(2-
AMHHO3TUJIAMUHO ) LIUKJIOT€KCHIT )alleTAMU/IO0 )-2-THIpOKCHU-3,4-aurunpo-2H-

oemso[e][1,2]okcaboprHUH-8-KapOOHOBYIO KHUCIIOTY, €€ (papMaLeBTUYECKU MPUEMIIEMYIO COJIb,
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COJBBAT WM (apMalleBTHYECKH PUEMIIEMYIO COJIb U COJIbBAT, & TaKKe Le(enM COCTABISIFOT B
OJHOM KOHTelHepe. B COOTBETCTBHHM € HEKOTOPBHIMH BapHaHTaMH OCYLIECTBJIEHUs crocoda
BBEJICHUS bapmareBTHUECKON KOMIIO3ULIMH (R)-3-(2-(Tpanc-4-(2-
AMHHO3TUJIAMUHO ) LIUKJIOT€KCHIT)alleTAMUI0 )-2-THIpOKCH-3,4-aurunpo-2H-
6enzo[e][1,2]okcabopunnH-8-kapOOHOBasi KUCJIOTa, ee (papMaleBTUYECKH MpHemieMasi COJib,
conmbBaT WM (apMaLEeBTUYECKH NPUEMJIEMbli M COJbBAT NPUCYTCTBYIOT B (opme
KPUCTAJUINYECKONH (HOpMBI, KOTOpas packpeiTa B JaHHOM JOKyMeHTe. B coorBercTBHM ¢
HEKOTOPbIMH BapUAHTAMH OCYIIECTBIIEHUs Crocoda BBeAeHUs (papMalleBTHIECKONH KOMITO3HLIUU
Kpuctajuinueckass gopma mnpexncrasiser coboi gopmy 1. B COOTBETCTBMH € HEKOTOPBIMH
BapUAHTAMU OCYIIECTBJECHHUs1 criocoda BeeneHus (papmauneBrudeckod kommnozuuuu (R)-3-(2-
(Tpanc-4-(2-aMHUHO3THIIAMUHO )IIUKJIOT€KCHIT )alle TAMH10 )-2-THAP OKCH-3,4-nuruapo-2H-
oemnso[e][1,2]okcabopuHuH-8-kapOOHOBasi KHCIIOTa, ee (apMaleBTHYECKH TpUeMyIeMasi COJIb,
CoNbBAT WK (papMalleBTUYECKH MpUEMIIeMasl COJIb M COJbBAT M Le(pEmruM IMPUCYTCTBYIOT B
¢opme mopomIka s BOCCTAHOBJIEHHS. B COOTBETCTBHM C HEKOTOPBIMH BapHaHTAMHU
OCYIIECTBIIEHHS CrIoco0a BBeEHUS (papMarieBTUIECKOH KOMITO3UIIMH CIIOCO0 MPeTyCMaTPHUBAET:

(a) BOCCTaHOBJIEHHE TIOPOIIKA ISl BOCCTAHOBJIEHHUS] BOAHBIM HOCHTEJNIEM C MOJYYEHHUEM
OIHOPOIHOMN KUAKOCTH U

(b) BBemeHMEe OMHOPOTHOMN KHUIKOCTH CO CTaIUH (a) CYOBEKTY, HY>KIAOIIEMYCSI B 3TOM.

B coorBercTBHMM C HEKOTOPBIMH BapUaHTAMHM OCYLIECTBJIEHHS CIOCO0a BBEIEHHS
bapmareBTHIECKONH KOMIIO3ULUH BOAHBIM HOCUTENb NMPEACTABIsIET COOON BOMY Uil MHBEKLUH,
0,9% WHBEKLMOHHBIN pacTBOp XJIOpUAA HaTpusi, 5% HMHBEKLUUOHHBIN pacTBOp AEKCTpo3bl, 10%
MHBEKLIMOHHBIM PAaCTBOP AEKCTPO3bl, HHBEKIIMOHHBIN PACTBOP JIAKTaTa HATPUS, HHBEKIIMOHHBIN
pactBop ¢ 5% nexcrpo3oii u 0,9% xnopuaoM HaTpus, MHBEKIMOHHBIA pacTBop PuHrepa c
jgaktatoM U 5%  JOeKCTpO30i, MHBEKIHOHHBIH pacTBOp XJIOPUOA  HAaTpus/aLerara
HATpHsA/TIIFOKOHATAa HATPUSA/XJIOpHUAA KAJIHSA/XJIOPUAA MarHus, HHBEKLIMOHHBIN PacTBOpP XJIOpHIA
HaTpusi/aneraTa Kajus/auerata MarHusi B 5% OeKcTpo3e wiau moOble ux KomOuHarmu. B
COOTBETCTBHH C HEKOTOPBIMH BapHaHTAMU OCYLIECTBICHMS (hapMalleBTUYECKOH KOMITO3HMLIMU
KOMITO3ULUST JIOTIOJTHUTENBHO CONEPXKHUT (hpapMaLeBTHYECKH MPUEMIIEMOE BCIIOMOTATEIbHOE
cpeactBo. B COOTBETCTBMM C HEKOTOPBIMH BapHUAaHTAMU OCYIIECTBICHHs (papMarieBTHIECKON
KOMITO3UIINH (PapMaLeBTHUECKH MPUEMIIEMOE BCIIOMOTATEIbHOE CPEIACTBO MPEACTABISIET COOOH
AMHHOKHUCJIOTY WJIM MPOU3BOJHOE MOHOCAaxapuaa. B cOOTBETCTBHM ¢ HEKOTOPBIMH BapHaHTAMHU
OCyIIECTBIEHUsT  (papMaleBTUYECKOH  KOMIO3MLMH  (papManeBTUYECKH  MPHEMIIEMOe
BCIIOMOTATENIbHOE CPENCTBO MpencTaBisieT co0oil L-apruHuH. B COOTBETCTBHM C HEKOTOPHIMU
BapUaHTAMHU OCYILIECTBIEHHs (PapMaleBTHUECKOW KOMITIO3ULIUH (hapMaLleBTHUECKH MPHEMIIEMOe
BCIIOMOTATENbHOE CPENICTBO MPENCTABISET COOOH METTTyMHUH.

Cnocobvl nevenus

Hacrosimee packpbITHe Takke OTHOCHUTCS K CIIoco0aM MHrHOMPOBaHUSL pocTa OakTepui,
HanpuMep, MOCPEACTBOM CHH)KEHHUSl YCTOWYMBOCTH OakTepuil K [-JTaKTaMHOMY aHTHOHOTHKY,
Takue CrocoObl TpPenyCMaTpUBAIOT oOOecreueHne KOHTakTa OaKTepHasbHONH —KJIIETOYHOM

KYJIBTYPbl WIM MHQUIUPOBAHHON OaKTEpHsAMU KJIETOYHOH KyJbTYPBl, TKAHH WJIHM OPraHu3Ma C
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coennHeHueM 1, ero apmManeBTHYEeCKH MPUEMIIEMOH COJIBIO, COIbBATOM WM (papMarieBTHUECKH
NPUEMIIEMO COJIBIO U COJIbBATOM. B COOTBETCTBHHU C HEKOTOPBIMU BapUAHTAMHU OCYIECTBIICHHS
OakTepuy, KOTOpble JAOJDKHBI HMHTHOMPOBATbCS TIPH  BBEASHMM COEAMHEHHs 1, ero
dapmareBTHYECKH NPHEMJIEMOI COJIM, COJNbBaTa WU (papMaleBTUYECKU NMPUEMIIEMON COJH U
CONbBATa, NPENCTABISIIOT COOOH OakTepuH, KOTOpbIE SBISIIOTCS YCTOMUYMBBIMH K Oera-
JaKTaMHbIM  aHTUOMOTHKaM. TepMUH  «yCTOHUUBBINY  SBIAETCS  XOPOIIO  IOHSATHBIM
KBAIN(UIMPOBAHHBIMU CIIELIMAJNCTAMU B JAHHOW 00nacTu TexHWKU (cM., Hampumep, Payne et
al., Antimicrobial Agents and Chemotherapy 38 767-772 (1994), Hanaki et al., Antimicrobial
Agents and Chemotherapy 30 1120-1126 (1995)).

3TH crnocoObl SBISIFOTCS MPUTOAHBIMH JUIsI MHTHOMPOBAHUS OaKTEPHAIBHOIO POCTa B
psine cutyauuid. B COOTBETCTBUM C ONpeAeSeHHbIMH BapHAHTAMH OCYLIECTBIICHHS COCIUHEHUE
1, ero ¢apmManeBTUYECKH NPHUEMIIEMYIO COJIb, COJBBAT WU (hapMALEBTHUECKU MPHEMIIEMYIO
COJMb W COJIbBAT BBOAAT B SKCIEPHUMEHTAJBHYI KJIETOYHYKO KYJIbTYpPY in Viftro pans
npenynpexaeHuss pocra OakTepuii, yCTOWUMBBIX K Oera-imakramy. B cOOTBeTCTBUH C
OTpeNeICHHbIMU APYTUMH BapHaHTAMHU OCYLIECTBJIEHHs COeNUHEHHe 1, ero ¢apManeBTHUECKH
NPUEMIIEMYIO COJIb, COJbBAT WU (hapMaLeBTUYECKH IPUEMIIEMYIO COJIb U COJbBAT BBOIST
MJIEKOIUTAIOLIEMY, B TOM YHCJIE YEJIOBEKY, U MPENYNPEKASHNsT pocTa OaKTepui, yCTONUNBBIX
Kk Oera-makramy, in vivo. Crnocod B COOTBETCTBUH C 3THM BapHaHTOM OCYIIECTBJICHHS
NpeayCcMaTpUBAeT BBEICHHE TepaneBTHUECKH 3(dexTuBHOro KoimuecTBa MHrHOMTOpa OeTa-
JIaKTaMasbl B TEUEHHE TepaneBTUYecKH 3((EKTUBHOIO Mepruoaa BPEMEHN MIIEKOIHTAIOIIEMY, B
TOM 4ucyie 4enoBeky. llpeamoururenpHo, uHrubOutop Oera-nakramasel BBOAAT B (opme
dapmaneBTHIECKOH KOMIIO3MLIMK, Kak OIMCAHO Bbllle. B COOTBETCTBHM C HEKOTOPHIMHU
BapUAHTAMH OCYIIECTBJICHHS aHTUOMOTUK BBOAAT COBMECTHO C MHTHOMTOPOM OeTa-laKkTamasbl.
B cooTBeTcTBHM C HEKOTOPBIMU BapUaHTAMH OCYIIECTBJIEHUS aHTHOMOTHK MPENCTABIAET COOOH
OeTa-nakTaMHbIH aHTHOHMOTHK. B COOTBETCTBHHM C HEKOTOPHIMU BapHaHTAMH OCYIIECTBIICHHS
OeTa-aKTaMHBII aHTHOMOTUK MPEACTABISIET COO0M Lie(hernm.

CornacHo ApyroMy acmekTy B JaHHOM JOKYMEHTE NPEACTaBJICHbI CHOCOOBI JICYEHUS
OakreprambHOW WMHQEKUUH, TPU OSTOM CIocod TpPeAycMaTPUBAET BBENCHHE CYOBEKTY
(apMalleBTHYECKON KOMITO3ULIMKM, conmepkamieii coenuHenue 1, ero (apmareBTHUECKH
NPUEMIIEMYIO COJIb, COJBBAT WK (hapMaLEBTHUECKH MPUEMIIEMYIO COJIb M COJIbBAT, & TaKXKe
(apManeBTHYECKH MPHEMJIEMOE BCIIOMOTATEIbHOE CPENCTBO, Kak OMUCAaHO Bbie. B
COOTBETCTBHH C HEKOTOPBIMH BapHaHTAMH OCYIIECTBJIEHHs OakTepuasbHas WHQEKIUsI
npeacTaBisier coOOW MH(PEKUMI0 BEPXHUX WM HIKHHUX JBIXaTENbHBIX NyTeH, HWHQPEKLHUFO
MOYEBBIBOSINX MyTeH, MHTPaaOOMUHAIBHYIO HH(EKIIHIO MITH KOXHYIO HH(EKLHUIO.

B cooTBeTcTBHM C HEKOTOPBIMH BapHAHTAMH OCYLIECTBICHHS HMH(EKIUs, JeUSHHE HIIH
NpeAynpexIeHne KOTOPOH OCYIIECTBISIOT, COHEPXKHUT OaKTEepHUIO, KOTOpas BKIOYAET
Elizabethkingia meningoseptica, Pseudomonas aeruginosa, Pseudomonas fluorescens,
Pseudomonas acidovorans, Pseudomonas alcaligenes, Pseudomonas putida, Stenotrophomonas
maltophilia, Burkholderia cepacia, Aeromonas hydrophilia, Escherichia coli, Citrobacter

Sfreundii, Salmonella typhimurium, Salmonella typhi, Salmonella paratyphi, Salmonella
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enteritidis, Shigella dysenteriae, Shigella flexneri, Shigella sonnei, Enterobacter cloacae,
Enterobacter aerogenes, Klebsiella pneumoniae, Klebsiella oxytoca, Serratia marcescens,
Francisella tularensis, Morganella morganii, Proteus mirabilis, Proteus vulgaris, Providencia
alcalifaciens,  Providencia rettgeri, Providencia stuartii, Acinetobacter  baumannii,
Acinetobacter calcoaceticus, Acinetobacter haemolyticus, Yersinia enterocolitica, Yersinia
pestis, Yersinia pseudotuberculosis, Yersinia intermedia, Bordetella pertussis, Bordetella
parapertussis, Bordetella bronchiseptica, Haemophilus influenzae, Haemophilus parainfluenzae,
Haemophilus haemolyticus, Haemophilus parahaemolyticus, Haemophilus ducreyi, Pasteurella
multocida, Pasteurella  haemolytica, Branhamella  catarrhalis, Helicobacter  pylori,
Campylobacter fetus, Campylobacter jejuni, Campylobacter coli, Borrelia burgdorferi, Vibrio
cholerae, Vibrio parahaemolyticus, Legionella pneumophila, Listeria monocytogenes, Neisseria
gonorrhoeae, Neisseria meningitidis, Kingella, Moraxella, Gardnerella vaginalis, Bacteroides
fragilis, Bacteroides distasonis, Bacteroides 3452A rpynmel romonoruy, Bacteroides vulgatus,
Bacteroides ovalus, Bacteroides thetaiotaomicron, Bacteroides uniformis, Bacteroides eggerthil,
Bacteroides splanchnicus, Clostridium difficile, Mycobacterium tuberculosis, Mycobacterium
avium, Mycobacterium intracellulare, Mycobacterium leprae, Corynebacterium diphtheriae,
Corynebacterium ulcerans, Streptococcus pneumoniae, Streptococcus agalactiae, Streptococcus
pyogenes, Enterococcus faecalis, Enterococcus faecium, Staphylococcus aureus, Staphylococcus
epidermidis, Staphylococcus saprophyticus, Staphylococcus intermedius, Staphylococcus hyicus
subsp. hyicus, Staphylococcus haemolyticus, Staphylococcus hominis v Staphylococcus
saccharolyticus.

B cooTBeTcTBHM C HEKOTOPBIMH BapHAaHTaMH OCYLIECTBJIEHHsS MH(EKIUs, JeUeHHe WU
NpeaynpexIeHue KOTOPOH OCYLIECTBISAIOT, COAEPXKHUT OaKTepUro, KOTOpas BKJIOYAET
Elizabethkingia meningoseptica, Pseudomonas aeruginosa, Pseudomonas fluorescens,
Stenotrophomonas maltophilia, Escherichia coli, Citrobacter freundii, Salmonella typhimurium,
Salmonella typhi, Salmonella paratyphi, Salmonella enteritidis, Shigella dysenteriae, Shigella
flexneri, Shigella sonnei, Enterobacter cloacae, Enterobacter aerogenes, Klebsiella pneumoniae,
Klebsiella oxytoca, Serratia marcescens, Acinetobacter calcoaceticus, Acinetobacter
haemolyticus, Yersinia enterocolitica, Yersinia pestis, Yersinia pseudotuberculosis, Yersinia
intermedia, Haemophilus influenzae, Haemophilus parainfluenzae, Haemophilus haemolyticus,
Haemophilus parahaemolyticus, Helicobacter pylori, Campylobacter fetus, Campylobacter
Jejuni, Campylobacter coli, Vibrio cholerae, Vibrio parahaemolyticus, Legionella pneumophila,
Listeria monocytogenes, Neisseria gonorrhoeae, Neisseria meningitidis, Moraxella, Bacteroides
fragilis, Bacteroides vulgatus, Bacteroides ovalus, Bacteroides thetaiotaomicron, Bacteroides
uniformis, Bacteroides eggerthii umm Bacteroides splanchnicus.

CorimacHo OmHOMY acleKTy B JAaHHOM JOKYMEHTE TIPENCTAaBIE€H CIOCO0 JIeUeHHUs
OakTepranbHBIX HMH(EKIUI IMOCPEACTBOM BBEIEHHs COenuHEHHs 1, ero (apmaneBTHUECKH
NpUEMIIEMON CONM, COJbBaTa MM (apMaleBTUYECKH NPUEMJIEMOW COJNM U COJbBaTa B
KOMOMHAIMU ¢ Oera-JIakTaMHBIM aHTHOHMOTHKOM. B COOTBETCTBMM C HEKOTOPBIMH BapHaHTAMU

OCYIIECTBIIEHHsI OeTa-akTaMHbIN aHTHOMOTUK IpeAcTaBisgeT codoit nepenum. B cooTBeTcTBHN
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C ONpeeNeHHBIMA BAPHAHTAMU OCYIIECTBJICHUS OakTepraibHast HHPEKLUS IPeCTaBiIseT COO0H
OCJIOXKHEHHYIO MHTPaaOJOMUHAIBHYIO WH(PEKIUIO0, OCIOKHEHHYI0 MH(EKLINIO MOYEBBIBOISAIINX
nyTel (B TOM 4HCJie MUeJoHe(QPUT), MHEBMOHHUIO, HEOCJIOKHEHHbIE NH(PEKLIUHA MOYEBBIBOISIIIINX
nyTell WM HEOCHOXXHEHHYI0 HMH(EKIMIO KOKUM U KOXHBIX CTPYKTyp. B coorBercTBuHH C
OIpeAeNIeHHbIMI BapHAHTAMHU OCYIIECTBJICHHUs OakTepuajbHas MHQEKLHs MpeacTaBiser coOoi
OCJIOKHEHHYK) ~ HMHTPaadMOMHMHAJBHYIO ~ WH(EKIHMIO WM  OCJOKHEHHYK  HMH(EKIHIO
MOYEBBIBOAAIINX NyTel (B TOM uucie nuenoHedpur). B cooTBercTBHM € ONpeneseHHbIMH
BapUAHTAMU OCYLIECTBIEHHs OakTepuasibHas MHPEKUUs MPEACTaBIsieT COOO OCIOKHEHHYIO
UHTPaaOAOMUHAIBHYKO HWH(EKIHI0. B COOTBETCTBMM ¢  ONpeneleHHbIMH BapUaHTAMHU
OCYIIECTBIIEHHs] OakTepuasibHasi MHPEKLUS MPENCTaBISET COOOH OCIONKHEHHYI0 HH(EKIHUIO
MOUYEBBIBOISIINX MyTel (B TOM YHCIIE THEeTOHePPUT).

CornacHo ApyroMy acmeKkTy B JAaHHOM JOKYMEHTE IPEACTaBJIIeH CHoco0 JiedeHus
nanueHToB ¢ (GeOpuIbHONH HEUTPONeHHel TMOCPEeICTBOM BBEIACHHS COEMUHEHus 1, ero
(apManeBTHYECKH MPHEMIIEMOH COJIH, COJIbBAaTa WU (papMaleBTUYECKU NMPUEMIIEMON COJH U
CoJibBaTa B KOMOWHALMHU C OeTa-JIaKTaMHBIM AHTHOMOTHKOM. B COOTBETCTBHH C HEKOTOPBIMHU
BapUaHTAMHU OCYIIECTBJIEHUs OeTa-JTaKTaMHbIH aHTUOMOTHK MPEACTaBIAET cO00 Hedenim.

Hexomopuie onpeoenenus

Ecnu He yka3aHO MHOE, BCE TEXHUYECKHE U HAYYHbIE TEPMHHBI, IPIMEHSIEMbIE B TAHHOM
IOKYMEHTE, HMMEIOT T€ JK€ 3HAUeHHs, KOTOpble OOBIMHO NOHATHBI KBAIH(HUIHUPOBAHHOMY
CHEeLUAINCTY B JaHHOM obnactu TexHUKH. HecMoTpst Ha TO uTO MEOOBIE CITOCOOBI M MaTepHalIbL,
NOAO0HBIE WM 3KBHUBAJICHTHBIE OIHMCAHHBIM B JAHHOM JIOKYMEHTE, MOXXHO NPUMEHATh NpHU
NPAaKTUYECKOM OCYINECTBJIIEHUU WM TECTUPOBAHUU BAPUAHTOB OCYILECTBJICHHUS, OMMCAHHBIX B
IaHHOM JTOKYMEHTe, fajee OyayT ONMHCaHbl ONpeaeIeHHbIe CIIOCOOBI, YCTPOICTBA U MaTepHAIBI.

B KkOHTEKCTe NaHHOrO IOKyMEHTa M IpuiaraeMod (GopMyisl u300peTeHHs (OpMBI
€IMHCTBEHHOTO YHCJIa BKIIOYAIOT B ce0s COOTBETCTBYIOIINE (HOPMBI MHOXKECTBEHHOT'O YHCIIA,
€CJIH KOHTEKCT SIBHO HE MpEeANnuchiBaeT uHOoe. Takum o00pa3oM, Hampumep, YIOMHUHAHUE
«BCIIOMOTATEIbHOTO CPEACTBAY» MPENCTaBJsAET COOOH YMOMHMHAHUE OIHOTO WM HECKOJBKHX
BCIIOMOTATEJIbHBIX CPEICTB U UX SKBUBAJEHTOB, U3BECTHBIX CIELUAUCTAM B JAHHOH 00JacTh
TEXHUKH, U TaK Jajiee.

TepMHH «OKOJIO» MCHONB3YIOT IJIsl YKA3aHUS HA TO, YTO 3HAUEHHE BKIIOYAET B CeOs
CTaHIAPTHBIH YpPOBEHb IOTPEINHOCTH JUIsI YCTPOHCTBA WM METOAA, HCIOJIBb3YEMOro s
OTIpPENeIICHUs 3HAUSHHSL.

Hcnonp3oBaHne TEPMHHA «HJIM» B MYHKTax (POPMYJbl M300peTeHHs] OOBIMHO O3HAYaeT
«WU/MNM», €CIM SIBHO HE YKAa3bIBAETCS, UYTO OH OTHOCHTCS TOJBKO K aJbTEPHATHBAM, WU
aNbTEPHATHBBl  SIBIIFOTCS  B3aUMOMCKIIFOYAIOLIUMH,  XOTS ~ HACTOSALIMM  PACKPBITHEM
00OCHOBBIBAETCS OTPENIETICHNE, KOTOPOE OTHOCUTCS TOJIBKO K alIbTEPHATHUBAM M K «H/HJIH».

TepmuHbl «comepKaT», «HUMEIOT» U «BKIIOUAOT B Ce0s» SABISAIOTCS OTKPBITHIMU
riaronamu-cBsizkamu. JIroObie Gopmbl uitk BpeMeHHbIE (POPMBI OHOTO MIJIM HECKOJBKUX U3 STHX
IJIATOJIOB, TAKHE KaK «COAEPIKHUTY, «COAEPIKALIMI», «MMEeT», KMMEIOLINI, «BKIIOYAeT B ceOs»

U «BKJIIOYAIOLIUI B ce0s» Takxke ABIAIOTCSA OTKphITbIMU. Hampumep, moboit crocod, kKoTopslit
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«TpeayCMaTpUBaeT», «UMEEeT» WU «BKJIIOYaeT B ceOs» OAHYy WM HECKOJBbKO CTaiuil, He
OTPAaHUYHUBAETCS COAEPIKAHUEM TOJIbKO 3TOM OJHON WM HECKOJbKUMH CTagusIMU, a TaKkKe
pacIpoCTpaHsAeTCsl HAa APYTUe HE BKIIOUEHHbIE B CITIUCOK CTAUU.

«HeoOsi3aTenpHBINY WM «HEOOS3aTEIPHO» MOTYT O3HAuaThb, YTO ONHCAHHAS Jajiee
CTPYKTypa, SIBJICHHE WU OOCTOSTEBCTBO MOTYT BCTPEYATbCS WM HE BCTPEYaThCs, U UTO
OMHUCaHKME BKJIIOYAeT B ceOs ciydau, KOrja COOBbITHS MPOUCXOAAT, U Cilydad, KOrJa OHU He
MIPOUCXOAST.

B koHTekcTe HAaHHOTO JOKYMEHTAa TEPMHUH «TEpAreBTHUYECKUI» O3Ha4daeT CpPEelCTBO,
UCTIONIb3yeMOe JJisi  JiedeHusi, OOpbObl, OCNabNeHus, NPEayNpeKASHUs] WM YIy4YlICHHs
HEKEJIATeJIbHOTO COCTOSIHUS MJTH 3a00JIeBaHKs Y TIAI[MEeHTA.

«BBenenne» mpu UCTONB30BAHUU COBMECTHO C TEPANEeBTUYECKUM CPEICTBOM O3HAYAET
BBEICHUE TEPANeBTUYECKOTO CPEACTBA CHUCTEMHO WM  JIOKAJbHO, KakK Hampumep,
HETMOCPECTBEHHO B IICJICBYIO TKaHb WJIM HAHECEHWE Ha LEJEBYI0 TKaHb, WU BBEIACHUE
TEPANEeBTUYECKOrO0 CPEACTBA MALMEHTY, NPU 3TOM TEPANEBTHUECKOE CPEICTBO OKAa3bIBAET
MOJIOKUTEIPHOE BO3NEWCTBME HAa TKaHb, HA KOTOPYKO OHO HaueneHo. «Bsenenue»
(hapMaleBTHYECKON KOMIO3UIIMH MOKHO OCYIIECTBJISITh MOCPEACTBOM HHBEKIHH, MECTHOTO
BBEJICHHUS] W TMEPOPAIbHOTO BBENCHUS WJIM MOCPEACTBOM JAPYTUX CIIOCOOOB OTAENBHO WJIH B
KOMOWHAIIMY C IPYTUMHU U3BECTHBIMH METOJIUKAMH.

TepMuH «KUBOTHOE» B KOHTEKCTE [JAaHHOTO JOKyMEHTa BKIIIOUaeT B cels, 0Oes
OTpaHUYEHUS, JIIOAEH U OTJIMYHBIX OT YEJIOBEKA MO3BOHOYHBIX, TAKUX KaK JUKHUE, TOMALIHUE U
CEeJbCKOXO35IMCTBEHHbIE KUBOTHBIE. [Ipenmonaraercs, 4To B KOHTEKCTE€ NAHHOTO IOKYMEHTa
TePMUHBI (IMALUEHT», «CYOBEKT» U «UHAUBUI» BKIIOYAIOT B Ce0sl JKUBBIE OPTaHU3MBL, Y
KOTOPBIX MOTYT BCTPEYATbCsl OINpPENEICHHbIE COCTOSHUSA, KOTOPbIE OIUCAaHbl B JIAHHOM
nokymenre. [Ipumepsl BKIIOYAKOT B ceOsl JirOzel, 00e3bsiH, KOPOB, OBeL, K03, COOaK, KOIIEK,
MBIIIEH, KPbIC M UX TPAHCTEHHBbIE PA3HOBUAHOCTU. B COOTBETCTBUM € MPEANOYTUTENIbHBIM
BAPHUAHTOM OCYIIECTBJICHUS MMALIMEHT SIBJISIETCS] TPUMATOM. B COOTBETCTBUM C OIpenesIeHHbIMU
BapMAaHTAMU OCYILIECTBJCHHUs MPUMAT WU CyOBeKkT mnpexacraBiseT coOoi dyenoBeka. B
OTIPENIENIEHHBbIX CJIy4asiX YeJOBEK SIBJSIETCS B3POCHBIM. B omnpeneseHHbIX CiydasiX YelOBEK
sIBJIsIeTCsl peOeHKOM. B IOMOTHUTENBbHBIX CIy4asiX YeJIOBEeK UMEeT BO3pacT 12 JeT uiu Miaiie.
B onpeneneHHbIX Ciydasix YENOBEK SIBJSIETCS MOXKWIBIM. B Apyrux ciydasix 4eloBeK UMeEeT
Bo3pact 60 gjer wimm crapiie. Jlpyrue TpuMephl CyOBEKTOB BKIIIOHAIOT B ceds
SKCIIEPUMEHTAJIBHBIX JKUBOTHBIX, TAKUX KaK MBIIIU, KPBICHL, COOAKH, KOIIKH, KO3bI, OBIIBL,
CBUHBU 1 KOPOBBI.

ITon «dapmaneBTHUECKH TPUEMIIEMBIMY» IMOAPA3YMEBAIOT, YTO HOCHTEIb, pa30aBHUTEIb
WA BCIIOMOTATENIbHOE CPEICTBO JOJUKHBI ObITh COBMECTUMBIMH C JPYTUMH HHTPEIUEHTaAMHU
KOMITO3ULIMHU U HE BPEIHBIMU IJIS1 UX PELIUITHEHTA.

TepmuH «dapmanieBTHIECKasT KOMITO3ULUS» O3HAYAET KOMIIO3UIUIO, CONEPIKAIIYIO TIO
MEHBIIEH MEPE OAWH aKTUBHBIM UHIPEAUEHT, TAKOW KaK COCIUHEHUE |, MPU 3TOM KOMITO3ULIUIO
MOJBEPTralOT M3YUYEHUI0 B OTHOIICHWH ONpeAesieHHOTO 3(P¢EeKTHBHOrO pe3ysbTara Y

MIIeKONHTarouero  (Hampumep, 0Oe3  orpaHuveHus, d4enoseka). KsamudumupoBaHHBIE
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CHELUANICThl B JAHHOH OONACTH TEXHHKH IMOWMYT M OLEHST METONWKH, MOIXOISIINE JUIs
OIpeAeNICHUs] TOTrO, XapaKTepU3yeTCs JIM AKTHBHBIA WHTPEAHEHT KelaeMbIM 3((eKTHBHBIM
Pe3yIBTATOM, HCXOJS U3 MOTPEOHOCTEHN CrIeuaincTa.

«Tepanesruuecku 3¢QdexTuBHOE KOIMUECTBO» WM «3(P(PEKTHBHOE KOIMYECTBO» B
KOHTEKCTE JaHHOTO JOKYMEHTa OTHOCHUTCA K KOJMYECTBY AKTUBHOTO COEJUHEHUs WU
(papMaLIeBTHYECKOTO CPENCTBA, BBI3BIBAIOIIEMY B TKAHH, CUCTEME, Y )KUBOTHOTO, HHAMBUIA I
YyeJoBeKa OMOJIOTMYECKMH WM JIe4eOHbIH OTBET, KOTOPOro MAOOMBAeTCs HCCIEeNOBATElNb,
BETEpPUHAP, Bpad WK JPYroi KIMHUYECKUH CIELHUANNCT, U KOTOPbIH BKJIOYAET B ce0sl OHO HITN
HECKOJIbKO u3 cieayromero: (1) mpenynpeskneHue 3a0ojieBaHUs, HAMPUMED, MPEAYIIPEKICHHE
3a00JIeBaHMsI, COCTOSIHHSI HJTH HAPYLICHUS] Y UHIUBUIA, KOTOPBIA MOXET OBITh MPeIpacroioKeH
K 3a00JIeBaHHIO, COCTOSHHIO WJIM HApYIIEHHIO, HO €IIe HE HCIBbITBIBACT WJIH TPOSIBISET
NAaTOJIOTUI0 WJIM CHMIITOMATHKY 3a0oneBaHus, (2) monaBieHue 3a0OJE€BaHUs, HampuMep,
NoJaBJIeHNe 3a00JIeBaHUs, COCTOSIHUS WM HAPYIIEHUS Y WHANBHUIA, KOTOPBIA UCIIBITHIBAET MU
NPOSIBJISIET TMATOJOTHUI0 WM CHUMITOMATHKY 3a00JE€BaHUs, COCTOSHUS WM HapylleHus (T.e.
3aep’KKy OaJbHEHIIero pa3BUTHsS MATOJOTMU WMWK cuMnToMaTukd), u (3) ocnabneHue
3a0oneBaHus;, Hanmpumep, ocnabieHne 3a00NeBaHus, COCTOSHUS WM HApyLIEHUs] Y WHAMBHIA,
KOTOPBII HCIIBITHIBAET WM MPOSIBIISIET MATOJOTHIO WIIH CUMITTOMATHKY 3a00JI€BaHUs, COCTOSTHUS
WM HapyLIeHus (T.e. oOpalueHne pa3BUTHs MATOJIOTUN W/ MM CUMIITOMATHKH).

TepMuHBI «IEUUTHY, MONYYAIOLIMH JICUCHHUEY, «JICYEHHE» WIH «OCYLIECTBIICHHE
JIEYEHNUs’» B KOHTEKCTE JAHHOTO JOKYMEHTa OTHOCSTCA KaK K TEPareBTHUECKOMY JIEUEHUIO B
COOTBETCTBUH C HEKOTOPBIMH BAPHAHTAMHU OCYIIECTBJICHUS, TaK U K NMPOPHIAKTUYECKUM WU
HpenynpeauTeIbHbIM MepaM B COOTBETCTBUHM C IPYTUMH BapUaHTAMM OCYIUECTBJICHHUS, NPH
5TOM LieJIb 3aKJIIOUAETCs B MPEAYNPEXKIeHUN WIN 3aMeyieHnH (00Jer4eHn) HeXKeNnaTeJbHOTO
(pM3HONOTNUECKOTO  COCTOSIHMS, HapymleHus wWin 3a00NeBaHUs WIM B IOJYYEHHH
OIaroNmpUATHBIX MU XKeJIAeMbIX KIIMHUYECKUX Pe3yJIbTaTOB. B KOHTEKCTE, OMMCAHHOM B JAHHOM
IOKyMeHTe, OJIarOmpHsiTHbIE MM JKeJlaeMble KIMHUYECKUE Pe3yJIbTaThl BKJIIOUAKOT B cebds, Oe3
OrpaHUYeHUsi, OOJerYeHHe CHUMITOMOB, CHIDKEHHME CTEMEeHH BBIPAKEHHOCTH COCTOSHUS,
HapyuIeHus Wik 3a0oneBaHus; cTabmim3anuio (T.€. OTCYTCTBUE YXYAIICHHUS) COCTOSHHUS TPU
COCTOSIHUM, HAPYLICHUU WIH 3a00JIEBAHHMHM, 3alEPXKKy TOSBICHUS WM 3aMEIUICHUE DPa3BHTHUS
COCTOSIHUS, HapylIeHus Wik 3a0oyeBaHus, OcCNabJeHHe COCTOSIHUS, HApYLICHUS WU
OOJIE3HEHHOTO COCTOSIHUSL U PEMUCCHUIO (WJIM YaCTHYHYIO, WJIM TOJHYIO), JINOO BBIABIISIEMYIO,
a00 HEBBIIBISIEMYIO, WJIM YCWIEHHE WJIH VIIYVYLIEHHE COCTOSHUS, HApPYLIEHUs WU
3abonesanns. OOpaboTka BKIIIOUAET B cedsi odecrneueHne KIMHUYECKH 3HAYMMOIO OTBeTa 0e3
U30BITOYHBIX YpOBHEH moOo4HbIX 3(ddexroB. JleueHne Takxke BKIOYaeT B ceOs MPOIJICHUE
JKU3HH IO CPABHEHUIO C OJKUAAEMON MPOAOLKUTENbHOCTHIO JKU3HU TIPU OTCYTCTBUH TOJIYYECHUS
neuenns. IIpopunakrmdyeckoe OnaronpusATHOE BO3ACHCTBUE JIEUCHUS BKJIIOYaeT B ceOs
NpeaynpexIeHNe COCTOSHUS, 3aMEeIJICHHE PA3BUTHs COCTOSIHUS, CTAOMIM3ALIUIO COCTOSIHHS WITH
CHIDKEHHE BEPOSTHOCTH BO3HUKHOBEHHSI COCTOSHMS. B KOHTEKCTe IaHHOIO JOKYMEHTa
«JICUNUTDY, IOJYYAIOLIUI JIeUeHHE», «JICUeHHe» WM OCYIIECTBJICHUE JICUCHHUs)» BKIIOYAET B

ce0st HpO(l)I/IJ'IaKTI/IKy B COOTBETCTBUU C HCKOTOPBIMU BapHUAHTAMU OCYIICCTBIICHU.
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TepMuH «mo cylecTBy, Takoi ke» B KOHTEKCTE NAHHOIO JOKYMEHTAa OTHOCUTCS K
MOPOINKOBOH PEHTTeHOBCKOW AU pakTorpaMMe WM ckaHorpamme oT nuddepeHmnanbHON
CKaHHPYIOLIEH KaJOPUMETPHH, KOTOpas SIBJIAETCS HEWACHTUYHON H300pa’k€HHBIM B JaHHOM
JOKYMEHTE, HO KOTOpasl NIONaJaeT B MPEAeIbl MOrPEIIHOCTH SKCIIEPUMEHTa IIPU PACCMOTPEHUHN
KBaJH(PULIMPOBAHHBIM CIIELHAINUCTOM B JAHHOH 00JIACTH TEXHUKH.

INPUMEPBI

Cnocobu ananusa

Topoukosas penmeenosckas oupparyus

Hudpaxrorpammel XRPD nonyuanu ¢ npumeHenueM cuctemsl it XRPD ¢ BbICOKOM
nponyckHoi criocodnocTeio (HT-XRPD). ITnanmers! ycranasiuBanu Ha audpakromerp Bruker
GADDS, o0opynoBannbii momanasiM — aerektopom  Hi-Star.  Ilnardgopmy mms  XRPD
KaJMOpOBATM ¢ UCTIOB30BaHHEM OereHara cepedpa st OOJIBIINX MEKATOMHBIX PACCTOSTHUM d U
KOPYHAA JUTS MAJIbIX MEKATOMHBIX PAacCTOSTHHM d.

COop nHaHHBIX OCYIIECTBISUIM TMPU KOMHATHOW TeMIEpaTtype ¢ MpPHMEHEHHEM
MoHoxpomaruueckoro usnyudenuss CuKo B obnmactu 3nauenuit 20 ot 1,5° mo 41,5°, xoropas
SIBJISIETCs HanOosiee BhIpasuTeabHON dacThio XRPD mudpakrorpammer. Judpakrorpammy ms
KaKJTOH JIYHKH TTOJIyHaJld B IBYX AMAna3zoHax 3HadeHuit 20 (1,5°<26 21,5° nist mepsoro kaapa u
19,5°<26 41,5° nns BTOpOro) mpu MpoOaOJKHTEILHOCTH dKeno3uimu 90 ¢ st kakaoro kaapa. K
XRPD nu¢pakrorpamMmam He IPUMEHSITH BBIUUTAHHS (POHA WM CTIIAKUBAHUS KPUBOM.

Marepuan-Hocurenb, npuMeHsieMblii B xone XRPD ananmmsa, Obl1 mpo3pavyHbIM IS
PEHTI€HOBCKOTO U3JIy4E€HHUSI U BHOCHJI JIMIIb HE3HAYUTEIbHBIN BKJIa] B (POH.

llopowkoeas penmeeHo6CKAsA OUPPAKYUs ¢ 6bICOKOU paspeutaiowyeii cnocoOHOCHbIO
(HR-XRPD)

JlaHHBIE JUTSI TIOPOIIKOB MONy4yanu Ha audpaktomerpe D8 Advance ¢ mpumeHeHuem
usnyuenns Cu Kal (1,54016 A) ¢ repmaHMeBHIM MOHOXPOMATOPOM NpPH KOMHATHOM
temneparype. JlaHHble TONy4anu B pekuMe ORHOro 20 (CKaHMPOBAHUE NETEKTOpa) MpU
3HaYeHusix 20 ot 4 mo 45° ¢ marom yrma 20 0,016°, 3426,5 ¢ 3a mar Ha TBEPAOTEIbHOM
nerekrope LynxEye. O0pasen usaMepsin B CTEKJISIHHOM KaMWUISIpe JUTMHOW 8 MM € HapY>KHBIM
nuameTpom 0,5 MM.

lopoukosas penmeenooughpaxyus npu nepemenrnoii memnepamype (VI-XRPD)

Jlia 3KCrepUMEHTOB NpH NepeMeHHoN Temnepatype npumensuin kamepy ANSYCO HT,
YCTAHOBIIEHHYIO B cucrteMe nugpaxromerpa D8 Advance (Bruker), ckOHCTpyHpOBaHHOTO ¢
reomeTpueli bpsrra-bpeHTaHo U OCHAILEHHOrO TBEpAOTENbHBIM AeTekTopom LynxEye.
Wznydenne, npuMensieMoe ajisi cbopa AaHHBIX, mpefcTaBmsio coboit CuKal (A=1,54056 A),
MOHOXPOMHOCTh KOTOPOrO O0eCreyrBaiach KPHUCTAJJIOM repMaHusi. MaTepuasi moMernain Ha
dukcupyemsblil nepxarens 00Opasia, KOTOPbIi OblJ1 CMOHTHPOBAH BHYTPH KaMepBL

VT-XRPD:  Ckopocte  u3MeHeHHs:  Temmeparypel  coctaimsuia  10°C/muH.
JudpaxTorpaMmel NOMy4aiy B quamna3oHe 3HaueHui 20 9-24.5 ¢ marom 26 0,01569 u Bpemenem
usMmepenus 8 cexyHp 3a mar. [lepuon cOopa JaHHBIX Ha 3HAYEHHE TeMIePaTyphl COCTABISLT 2*60

MUH.
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Ananuz memooom oughghepenyuanvnoii ckanupyiowei karopumempuu (DSC)

CpolictBa mnpu 1miaBileHun noiydaau u3 DSC  Tepmorpamm, 3alUCaHHBIX C
UCTIONb30BAaHUEM MHCTPYMEHTa 11 u3MepeHus teruioBoro noroka DSC822e (Mettler-Toledo
GmbH, IIsetinapus). DSC822e xanubpoBanu 1o TemnepaTrype U SHTAIBINH C UCIOIb30BAHUEM
HEGOJIBIIOro Kycouka MHAus (TemmnepaTypa miasjienus 156,6 C; AHf=28.45 Jix.r). O6pasupl
3arnevyaTbIBaId B CTAaHAAPTHBIX 40 MKJI aIIOMMHHEBBIX THUIJISX, NMPOKAJIBIBAIM U HArpeBajd B
DSC ¢ 25°C mo 300°C co ckopoctbio Harpesa 10°C mun.!. Cyxoii razoobpasueiii N2 ¢
CKOPOCTBIO MoToka 50 Ma MuH.' mpumensiin nns mpoxaysanusi obopynosanust aisi DSC Bo
BpEMsi H3MEPEHUSI.

Tepmoepasumempuueckuii ananu3z, 06veounennviii ¢ macc-cnexmpockonueii (TGMS)

IToTepro Maccel BCIEACTBHE MOTEPH PACTBOPUTENIS] HITH BOABI M3 KPUCTAIJIOB OIPEIEIISLIIH
¢ nomomped TGA/SDTA (TGA: TepmorpaBumerpudeckuii aHanus, SDTA: omHOBpeMeHHBIH
i epeHInanbHbII TepMIYECKUI aHa n3). MOHUTOPHHT Macchl 0Opaslia B XOJe HArpEeBaHHs B
unctpymeare TGA/SDTA851e (Mettler-Toledo GmbH, IllBeiimapusi) maBan B pe3yJibTaTe
KPHBYIO 3aBHCUMOCTH Macchl oT Temnepatypsl. TGA/SDTA8S1e kanubOpoBanu o Temneparype
C UCTIONIb30BaHUEM MHAMA U amoMuHus. O0pasupl otBemnBaiy B 100 MKIJI alFOMUHHUEBbIE TUTIIN
U 3are4aThlBaIN. 3aMeyvaThIBAIOIINE KPBIIKHA MPOKAIbIBAIN U TUTIIH HarpeBainn B TGA ¢ 25 no
300 uu 400°C (B 3aBHCHMOCTH OT 3KCIIEPHMEHTa) CO CKOpocThio Harpesa 10°C mun.. Cyxoi
ra3oo0pasHblii N2 HCTIOIB30BAH [T TPOAYBAHHSIL.

laser, Bbmemsromuecss u3 TGA  o0pasuLoB, aHaaU3UPOBAIM C TMOMOINBID Macc-
cnekrpomerpa Omnistar GSD 301 T2 (Pfeiffer Vacuum GmbH, I'epmanus). Ilocnennuit
NpeACTaBIsieT COOOW KBAAPYIONBHBIM MAacc-CIEKTPOMETpP, KOTOPBIM aHAJIU3UPYET Macchl B
nrana3oHe 0-200 aTOMHBIX €IMHUIL] MACCHI.

Ananusz ounamuyeckoii copoyuu napoe (DVS)

OTnuumst B TUTPOCKONMYHOCTH (BJIATONOIJIOIIEHUN) Y Pas3in4YHbIX (OPM TBEPAOTO
Marepuaga OOecrneyrBaid M3MEpsieMblil MOKa3aTejlb WX OTHOCUTENbHON CTaOMIBHOCTH TpHU
BO3PACTAIOIIEH OTHOCHUTEJIbHOW BIAXXHOCTU. M3oTepmbl copOumu Biaard st HeOOJNbLIMX
oOpa3ioB mnojy4danu ¢ npumeHeHueMm cucteMbl DVS-1 or Surface Measurement Systems
(JIonnoH, BenukoOpuTaHus), 3TOT MHCTPYMEHT SIBJSIETCS MOIXOMASIIIUM JUJIsl TPUMEHEHUS C
BCET0 JINIIb HECKOJIBKUMH MIJIJTUTPaMMaMu 00pasiia ¢ TOYHOCTBIO, cocTaBJustromei 0,1 Mkr.

[Mpumensin  cnenyromuii  npoduias  BIAXHOCTH:  OTHOCUTENBHYIO  BIQXKHOCTB
UKJINYeCKH u3MeHsuH ¢ 45% 1o 95% (copbumst), obpatHo no Hyst 0% (mecopOumst) u 1o 45%
npu noctosiHHOH Temmnepatype 25°C. Ilaru uamenenus coctosm u3 10% RH (ot 45% no 75%
RH), 5% RH (ot 0 no 45% RH) u 20% (ot 75% no 95% RH). JlocTi:keHne paBHOBECHS MacChl
3a Imar YCTaHABIMBAJIM C MWCIOJb30BAHMEM MHUHHMAJIBHOIO BPEMEHU BBIACPIKUBAHUS,
cocrapistoumiero 1 wac. B kxonime DVS skcnepuMeHTOB H3BIEUEHHBIN TBEpAbI MaTepual
n3Mepsiu ¢ nomoisro HT-XRPD.

IIpumep 1. Iosryyenne AMruApPOXJI0PUAHON COJTH COeaHHeHHs 1
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K pacrBopy mpem-0ytun-3-((R)-2-(2-((1r,4R)-4-((tper-Oyrokcukapoonumn)(2-((Tper-
OyTOKCUKapOOHHIT )aMHUHO )3T )aMUHO )L KJIoreKcu )anetamuao)-2-((3aS,4S,6S,7aR)-3a, 5,5-
TpumeTHIrekcaruapo-4,6-meranooenso[d][ 1,3,2]nuokcabopo-2-ui)3 T )-2-MeTOKCUOe H30aTa
(ctpykrypa 2, 110,9 1, 136,7 mmonst) B 1,4-nuokcane (137 mi) noOaBisid CONSHYIO KUCIIOTY
(540 mu, 3 M B Boze). [TonydeHHyrO B pe3ysibTaTe CMeCh HAarpeBaJid IO BO3Bpara (uierMbl u
nepemMeInnBaii Npu 3Toil Temneparype B Tedenre 100 munyT. IlonydeHnnyro B pe3ynbraTe CMeCh
OXJIAXKAAJIU 1O KOMHATHOW TemmepaTypsl 3a 30 MHUHYT, 3aT€M 3KCTParupoOBald METWUII-MIpem-
OytunossM 3¢upom (3x200 mi). Bogayro ¢a3y koHUEHTpupoOBaiIU B Bakyyme (mpu 57-29 mm
PT.CT. U TemmepaType HapysxkHou Oanu 20-72°C). OcTaTok pasBOAWIM BOAOW A0 0OOIIEel Macchl
130 r. K atomy pactBopy nobaisum uzonponanod (90 mi) npubnmsurensHo 3a 10 muHyT. B
STOT PacTBOP BBOAMIIM 3aTpaBKy KpuctauioB coenunenus 1-(HCl), (100 mr). K stoit cmecu
nobasysimn u3onpomnanoa (100 mi) npubnusurtensHo 3a S MunyT. IlonyueHHyIO B pe3yibrare
B3BECH MEPEMEINNBAIN B T€UEHUE MPUOIU3UTENBHO 15 "acos, 3aTeM (UIBTPOBAIN B BaKyyMe,
TBEPJIO€ BEINECTBO MPOMBIBAJIN U30MPONAHONIOM (2x200 mit), a 3aTeM MeTHI-mpem-0yTUIOBbIM
spupom (400 wmu). Tsepmoe BeIeCTBO AOMOJHHUTENBHO CYIIMJIM B BBICOKOM BakKyyMe C
NOJIy4€HUEM THTYJIBHOTO coenuHeHus (cTpykrypa 1) (43,9 r) B Buge 6enoro KpucTauindeckoro
TBEPJIOTO BELIECTBA, MPEICTABIISIOLIEr0 o000l cmech (Gopmbl 1 u popmbl 2.

IIpumep 2. Kpucranauueckue popMbl IMrHAPOXJIOPHAA coeAnHEeHHs 1

IIpumep 2A. Pacmeopumocms oueudpoxiopuoa coeounenus 1 6 cmecsax IPA/6ooa

Jlnist Toro 4ToObl CIJIAHUPOBATH MPOLIECC MEPEKPUCTAIUTU3ALNH [T AUTHAPOXJIOPUITHOM
conu coenuHeHust 1 U3 BOABI B KadecTBe pacTBoputens U [IPA B kauecTBe aHTHPACTBOPUTEIIS,
onpenesiin  pactBopuMocTb APl B sTux komOuHanmsax. CyCreH3WH B pPas3IUYHBIX CMECSX
Bona/IPA roroBwnum u mHKyOMpoBaim B TedeHme 24 wacoB mpu 5°, 25°, 40° m 50°C. Ilo
3aBEPIICHUIO BPEMEHU WHKYOMPOBAHHUS TBEPJbIE BEINECTBA OTHAEISUIN OT MATOYHBIX JKUAKOCTEH
NOCPEINCTBOM LEHTPU(PYTUPOBaHUS W (DHUIBTPOBAHUS W KOHLEHTPALMIO COenuHeHWst 1 B
pactBope ompenemsuii ¢ nomoulpto BOXKX anmammza. OcraBmimecs: TBepAble BEIIECTBA
aHanusupoBamu ¢ nomowmbid HT-XRPD. Pesynpratel omnpeneneHuss pacTBOPUMOCTH B
3aBHCHMOCTH OT COAEPIKAHUSI aHTHPACTBOPHUTENS M TEMITEPATYPhI MPEACTABJICHbI B Tabsuie 6 u
Ha ¢ur. 1A u ¢ur. 1B.

Tabdauma 6. 3HaueHUs PACTBOPUMOCTH AWTHUAPOXJIOPUAA COeNUHEHHs 1 B MI/MJI B
cmecsx IPA/Bona npu ueTsipex Temriepatypax, S°C, 25°C, 40°C u 50°C.

Tabauua 6

Temmneparypa
Cmechb pacTBopuTeei

5°C 25°C 40°C 50°C
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Temmneparypa
Cmech pacTBopuTeeit

5°C 25°C 40°C 50°C
IPA/H20 (40:60) 270,7 4294 566,7 713,8
IPA/H20 (50:50) 2173 335,9 4539 528,4
IPA/H20 (60:40) 128,9 205,4 4242 439,5
IPA/H20 (70:30) 78,6 100,9 189,2 235,0
IPA/H20 (80:20) 28,0 41,7 81,0 102,5
IPA/H20 (90:10) 4,2 4,2 5,6 72

Ipumep 2B. Ilonyuenue kpucmannuyeckoeo Ouuopoxaopuoa coeounenus [

K nuruppoxnopuny coenunenus | u3 npumepa 1 (675 r, obpaszen A) nodasmsum 1,85 n
cMmecu u3omnpomnanon/soaa (40/60 06./06.). Cmech nepemerusanu mpu 19-26°C no Tex mop, moka
HE TOoJIydaid Npo3payHblii pactBop. PactBop ¢uubTpoBanu uepes memOpaHHbINH (QruibTp (5
mukpoH). K ¢unsrpary nobasnsiam uzonpomnanon (550 mi), a 3aTeM n00aBsuIM 3aTPaBOYHBIE
kpuctauel (6,75 r). K sToli cmecn pobasmsimm m3onpomnanon (8,7 m) B TedeHue | daca.
[TonyueHHYIO B pe3yJbTaTe CMECh MEPEMEIINBAIN B TeUeHHe 63 4acos, 3aTeM (UIBTPOBAIU B
BakyyMe. JKHOKOCTh M3 BIQXXHOIO OCajKa yAajsau B BakyyMe B TedueHue | waca 20 MHHYT.
Teepnoe BemecTBo mpombiBaHM u3omnponanonoMm (700 mi), 3ateM MeETHI-mpem-OyTHIIOBBIM
a¢upom (700 mut). TBepaoe BEeIECTBO CYIIMIIN B MOTOKE BO3MyXa OKPYKAIOIIeH arMochepbl B
TeueHue 2 4acoB 45 mMuHyT. Beigenunu 612 r moHOruapara JUrHApPOXJIOpUAA COEAUHEHUs |
(obpazenr B). Xumopun mo pesyiasrataM uoHHOM xpomartorpadum 14,8% macca/macca.
Copnep:xanue BoAbI IO pe3ysibTaTaM aHainu3a metogoM Kapia ®@ummepa=3,8% macca/macca.

IIpumep 2C. Ilpoguns npumeceii 6 KpUCMANIUYECKOM MOHOUOPAME OUSUOPOXIOPUOA
coeounenus 1

B Tabnuue 7 mpenctaBieH mpoduib NpUMECE B IUTCHAPOXJOPHIAE COeNUHEHHs |
(oOpaserr A) W KpUCTAJNTUYECKOM auruapoxjopune coenuHeHust 1 (oOpaseun B), koropbiit

OLIEHUBAJIH ¢ TTOMOIILI0 MeTona BOXX, onucanHoro B Tadiuie 8.

Tab6auuna 7
OBPA3EIl | Coea.1 | RRT 0,86 | RRT 1,06 | RRT 1,15 | RRT 1,21 | RRT 1,26
Obpazenr A 97,5 0,4 0,7 0,18 0,7 0,55
Obpazen B 99,7 0,16 Hwke LOQ 0,1 Hwke LOQ | Hmke LOQ
Tabauua 8
IMonpobHOCTH O KOJNIOHKE Zorbax SB-C18
JlnvHa KONMOHKHN 15 cm
BryTpeHHui1 tuaMeTp KOJIOHKH 4,6 MM
Pa3mep gacTull B KOJIOHKE 5 MKM
IMoneuxuas paza A 0,05% 00./06. TFA B BOzIe
IToneuxHas ¢paza B 0,05% 00./06. TFA B anieToHuTpmie
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I'panuent Bpewms %A %B
0 98 2
15 2 98
20 2 98

20,01 98 2

25 98 2

Pazbasisitouii pacTBOPUTEITH Bopa cBepXxBbICOKOM UMCTOTHI THIA |

IToTok 1,0 mu/mMuH.

Temneparypa KOJIOHKH 40°C

JlnvHa BOJTHBI 210 am

BnprickuBaemblii 00beM 5 MKn

Konnenrpauus odpasua 0,3 mMr/mn

O01mee Bpemst MPOroHa 25 MuH.

Tunuunoe BpeMs yaepKaHus

coenudenne 1: 4,9 muH.

Pacuetn!

OTHocuTeIbHOE BpeMsl yAep:KaHUS Jifo
muka X (RRT_X):

Bpemss ygmepxanmsi g nuka  X/Bpewms
yAepIKaHUs i1 CoenuHeHus 1

Yucrora (% niomanu):

(Ilmomane mnuka pns  coempunenus 1)/(0
Iomaab mukoB)* 100%

Mpumecn (%o nyiomanau):

[Tnowane muka st npumecei/(Y. TuIOmMAIb
nukoB)*100%,

2o0e

Y TUIomanb MUKOB TMPENCTaBjsieT CoOou
apuMeTHUECKYI0 CyMMy IUIOIIaned BCeX

ITUKOB

Coxpamenusi: RRT=otHOcHuTenpHOE Bpemst yuepkanusi, TF A=tpudropykcycHas kuciora

Ipumep 2D. Xapaxmepucmura ¢ nomougvio XRPD

Kpucrammmaeckuii murunpoxiopun coequHenust 1 (u3 npumepa 2B) aHanmusupoBaiu ¢

novompro HR-XRPD (¢ur. 2). Mcxons M3 AaHHBIX AJI MOHOKPUCTAJIA, AOCTYIHBIX IS

MoHoruzapata (¢ur. 3), cmemanu BbIBOA, YTO KpHCTauiMueckas (Gopma mpencrasisier coOoi

MOHOTHAPAT AUTUAPOXJOPUAHON conmu coenuHeHus 1. Ero nHazeamm ¢opmoii 1. B tabmune 1

MNPUBCACHBI MMOJIOKCHUS IMMKOB U UX UHTCHCUBHOCTH IJIA (I)OprI 1.
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lIpumep 2E. TG/MS u DSC ananu3

AHanm3 MoHoruzapaTta auruapoxyopuaa coemuHerus 1 ¢ momometo TG/MS (dur. 4)
nokasaj, uro 3,4% mnorteps macchl Obuia 3aperucrpuposaHa mexay 25° u 80°C. Drta macca
oObsicHsieTCsl ToTepeli 1 MOoseKysIbl BOABI HA MOJIEKYJy AUTHAPOXJIOpUAa coenuHeHus 1. DTor
pesynbTaT noarsepxkaaer XRPD anamus B TOM, 4TO MaTepuaja COCTOSII U3 MOHOTHIPATHOMN
¢dopmbl. CoenrHeHne pas3araioch npu Temneparypax dosee 280°C.

Ha ¢ur. 5 noxasana xpusast DSC nmns ¢opmer 1 B ciydae 3anmporpaMMHpPOBAHHOTO
nosbitieHust Temnepatypel oT 0°C mo 400°C. Kpusas DSC mnokaseiBaeT 3HAOTEPMHUYECKOE
sBJIEHHE C TEMIIEpaTypold Hauana, cocrapisiromed npubnusutensHo S50°C. Jto siBIeHHE
COOTBETCTBYET Hadajly JAeruapaTtallid MOHOTHApaTa. 3a 3TUM IIPOLIECCOM JeruapaTaliu
cleAyeT pacmaj coenuHeHus npu npudmmsurenbHo 290°C, 0 4eM CUTHAJIM3HPYET KPYIHOE
SH/IOTEPMHUUECKOE siBJIeHHE. M3 3TOro sKCHmepuMeHTa AENaroT BBIBOL O TOM, 4To (opma 1
SIBJIIETCSI CTAOMIJIBHOM JIO IOBBIIIEHHON TEMITEPATYPbl, BILIOTh 10 NMpudamsuTensHo S0°C.

Ipumep 2F. Ananuz ounamuyuecxoii copoyuu napoe

MoHoruapaT AUTHAPOXJOpUAA COEIMHEHHMs |  aHaIM3upoOBalM C  MOMOILIBIO
OuHaMHU4Yeckoi copOuuu mapos (¢ur. 6). Martepuan moaBepraivd aHaiu3y Ui TOJy4YEHUs
npoduiss  M30TePMHUYECKOH —aecopOnmm/copOrmy, HadyWHAsE C YPOBHEH OTHOCHUTEIbHOMN
BIAKHOCTH 45% - 95% - 0% - 45% (1mar 5% npu HU3KOH oTHOCUTENBHOI Biaxkaoctu (RH)) mpu
25°C.

TemmnepaTypy noanep>KuBaiv MOCTOSHHON Ha ypoBHe npubnusutenbHo 25°C B TedeHne
nepuoja NMpoBeAeHus skcrepuMenta. Kpusas, orMeueHHass poMOamHy, MOKa3bIBAeT U3MEHEHHE
Macchl oOpasia Gopmsl 1 mpu BO3IEHCTBUM BO3PACTAIOIIErO YPOBHS OTHOCUTEJIBHOM BJIAXKHOCTH
(RH ot 45% no 95%). MoxxHO yBHIETh, UTO MAaCcCOBOE IOIJIOILIEHUE SIBISIETCS OTHOCHUTEIBHO
HeOOJIBLINM, U YTO MPH BBICOKOM YPOBHE BJIAXXHOCTU AMTHIAPOXJIOPUI COeAMHEHHs | ocTaBajcs
B Buae Gopmel 1. DT0 moATBEpPKAAETCS CTAOMJIBHOCTBIO MacChl U INPOBENEHHBIM
skcriepumenToM VH-XRPD (cm. dur. 7).

KpuBasi, oTMeueHHasi KBaapaTaMHu, MOKAa3blBAET M3MEHEHHE Macchl oOpasua ¢opmsl 1
IIpYU BO3JEHCTBUM CEPUH BEJIUYUH OTHOCUTENbHOH BraxHocTu oT RH 95% no RH 0%. MoxHo
YBHUJIETh, UTO Macca o0pasla He U3MEHSETCs CYyIeCTBeHHO oT npuommsurenbHo RH 55% no RH
15%. Ilpu nmocnenyromem Bo3nencTern BeanuuH BirakHoctd RH 10%, 5% u 0% obpasen Tepsiet
npubm3nuTenbHO 4% CBOEH MacChl, YTO COOTBETCTBYET IOTEPE OMHOW MOJIEKYJIBI BOIBI Ha
OUTUIAPOXJIOPUAHYIO coib coenuHeHus 1. Dxcnepument VH-XRPD noareepaun, 4to moteps
BOJIBI COMPOBOKIAJIACH MPEBpalleHueM B 0e3BoHY0 Gopmy (dhopma 2) (cMm. dur. 7).

KpuBas, oTMe4YeHHas TPEYyrOJIbHUKAMH, ITOKa3blBa€T HM3MEHEHHEe MacChl (OpMbl 2,
BBI3BAHHOE JETHIpaTalliedl KpUCTAJUTMIeCKOW (Gopmbl 1 mpu BO3AECHCTBHM BO3PACTAIOIICH
otHocuTenbHOW BrnakHoctd (ot RH 0% no RH 50%). IlpucyTcTByer He3HaYUTEIbHOE
nosblimeHne Maccel 10 RH 25% ¢ nocneayromumM pe3kuM MOBBILIEHHEM Macchl, Koraa Gopmy 2
nonsepraiu BosnedcTButo RH 30%. Oxcnepument VH-XRPD mnokasan, uro ¢opma 2
npespatnaercs B ¢opmy 1 mpu Benmumnax %RH B muanasone RH 25-35% (cm. ¢ur. 7). Ot

HAOJIIOIEHUsT EMOHCTPHUPYIOT, 4TO (popma 2 monBepraercs 3HAYUTEIbHBIM H3MEHEHUSIM
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cozep:KaHus Biard 1 Gpu3ndeckoil GopMbl IPU BETMIUHAX OTHOCHTEIBHOH BIAKHOCTH, KOTOPBIE
SBJIIIOTCSL  TUNWYHBIMU  BEJIMYMHAMH,  [peAyCMaTpUBaeMbIMHM  Ha  MPEANpUSATHIX
bapmareBTHIECKON MPOMBIIIJIEHHOCTH.

lIpumep 2G. XRPD ananuz npu nepemenHoil 61ax3CHOCHU

JInst TOATBepXKIeHWs THUIoTe3bl 00 HM3MEHeHWH TBepHoi (opMbl HpU  yPOBHSX
OTHOCUTENIbHON BiaskHOCTH Mexny 40% u 0% ocymectsisiin XRPD ananus npu nepeMeHHOMN
BraxHoctd (VH-XRPD). OOpaszen mnoasepraium BO3ACHCTBHIO MNPOQGHIS  BJIAKHOCTH,
MPEICTABIISIIONIEr0 cOO0H YPOBHH OTHOCHTENbHOM BiaskHOCTU 45-75-20-15-10-30-35-45% mpu
30°C. Ha kaxmoii crangmu 3ammchiBaU JBe nudpakrorpammbl. IlepByro mnudpakrorpammy
3aIMCHIBANIM, KOTJIAa JOCTHUranach ILeJeBas BIAXKHOCTb, a BTOPYIO - IOCJE TOTO Kak oOpasen
JOCTUT paBHOBeCHs B TedeHHe | yaca mpu KakaoM ypoBHe BiaxkHocTu. Korpma mpoucxoaun
(a3oBBIN MEPEXOA, W €CIM CKOPOCTh MpeBpalleHHst Obula BbIIIE, Ye€M BpPEeMsi CKAaHHPOBAHUS,
nudpakTorpaMmMa rmokasblBaja MUKU ISl HCXOAHOH (OpMBI BHadase (HU3KHE YIIibl 20), a KU
IUIsl TIpeBpalieHHol (GopMbl B KOHIE audpakrorpamMmel (Gosee Beicokue yribl 20). Haubonee
UHTEHCUBHBbIE MUK 111 Gopmbl | (MOHOrMApaT AMTHUAPOXIIOPUAA) HAXOASTCS B JHAINAa30HE
3HaueHni 20 ot 9,5 mo 24,5°.

Pasmemennble Apyr Hag OpyroM AM(pPakTOrpaMMbl, 3amHCAHHBIE TPU Pa3THYHBIX
YPOBHSIX BJIQXKHOCTH, MOKa3aHbl Ha ¢ur. 7. M3mepennsiit yposens RH u Bun mpoucxonsiero
mara u3menenuss RH (copOuust wim mecopOrusi) HaAXOISTCsl HA MPaBOM cTopoHe. Marepual
IEMOHCTPHPYET SIBHOE H3MEHEHHE Ha IU(PAKTOrpaMMe, yKasblBalollee Ha HHAYLUPYEMBIH
copOumeit Brmarm ¢azoBelii nepexox. Ilpu pecopbumm MaTepuan npeBpamancs MpU
OTHOCUTENBbHON BiaxkHocTu oT 20% no 15% B dopmy 2, Oessoanyro ¢opmy. Ilpu copOruun
¢dopma 2 mpeBpaianace oopatHo B Gpopmy 1 mpu oTHOCHTENBbHOM BiakHOCTH OT 30% 1o 35%.
DVS ananu3 mnokasan 3HauuTeNnpHy0 copOumio Biarum B aumamasoHe RH ot 40% nmo 95%.
Pesynpratel VH-XRPD He nanu 10oKa3aTeabCTB AOMOJIHUTENbHBIX H3MEHEHUH (OPMBI ITPH STHX
3HAUEHUSX.

IIpumep 2H. Xapaxmepucmuxa gopmor 2

B pesynprare 3KCIEPUMEHTOB C TOPOLIKOBOH PEHTTeHOBCKOW naudpakuueit mpu
NEPEMEHHON  BJIAXXHOCTH, OCYLIeCTBIsieMbIXx Ha (Qopme 1, Obula OTKpbITa BTOpas
KpHcTajutnueckas opMa qUruapoxiopuaa coenuHenus 1. Oty ¢popmy HazBanu Gopmoit 2. s
JOTOJIHUTEIPHON XapaKTePUCTUKU (POPMBbI 2 HEKOTOPOE KOJUYECTBO MaTepuasa MOJydaid C
nomometo cymku ¢opmer 1 B Bakyyme npu 40°C B teuenne 18 yacoB. Ha ¢ur. 8 mokasana
XRPD nudpakrorpamma st popmel 2. AHanu3 TBeproro oopasua Gopmsl 2 ¢ momombo TGA
IEMOHCTPHpPOBaNl  OE3BOAHYID  NPUPOAY  OSTOr0  TBEPHOTrO  BEIIECTBAa.  Pe3ynbTaTsbl
TEPMOTPaBUMETPUUECKOrO aHajlM3a U TepMorpamma, nojydeHsHas ¢ nomouipto DSC ananusa,
NOKa3bIBAJIM OTCYTCTBHE KaKUX-HOO TEPMHYECKHX sBJIeHHH no pacmaza npu 280°C wu
OTCYTCTBHE KaKOW-IMOO MOTepH Macchl MpH BbicymuBaHuu (¢ur. 9). B Tabnuue 2 npuseneHs!
MIOJIOXKEHHUS] TMKOB U UX MHTEHCUBHOCTH JIs (POPMBI 2.

VH-XRPD u DVS ananus, ocyluecTBisieMble Ha UCXOAHBIX MaTepuaiax, TOBOPHIH O

TOM, YTO CYLIECTBYET JUHAMHUYECKast 1 0OpaThMasi B3aMOCBsI3b MeXIy 0e3BoHOM popmoii 2 u
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MoHoruapatHoit ¢opmoii 1. Cxopocts npespatuenust Gopmel 2 B popmy 1 B 3aBUCHMOCTH OT
BEJMYMHBl ~ OTHOCHUTENbHONW  BJAXHOCTHM  HU3y4YajJM  IIOCPEACTBOM  3KCIEPUMEHTa IO
U30TEPMHUYECKONH COPOIMM SKUAKOCTH TMpH (PUKCHPOBAHHBIX BEJIUYMHAX OTHOCUTEJIBHOMN
BJIAXKHOCTH. Bkparue, TBepaplii oOpaseny Gopmbl 2 mosyyanud MOCPEACTBOM BbICYIIMBAHUS
¢dopmbl 1. DToT 0Opasen nomernanu B Matnuny st DVS u nakyOupoBasu B TeueHue 1 vaca npu
YKa3aHHOM YPOBHE BJIQXKHOCTH, NPU 3TOM DPETUCTPUPOBAIN H3MEHEHHE Macchl. PesynbraThl
npenctasineHbl Ha ¢ur. 10A n ¢ur. 10B. CxopocTh mHpeBpalneHHst 3aBHCENa OT YPOBHS
OTHOCUTENIbHOW BiakHOCTU. Hambonee BbicOkass ckopocTh pocturanack npu RH 45%, B TO
BpeMs Kak HanOoJiee HI3Kasi CKopocTh Aocturanack mpu RH 30%. Ha npaBoii cexipm nmokasaHa
JUHENHas 3aBUCUMOCTb MEXAY IPHUMEHSEMbIM YPOBHEM BJIXKHOCTHU M  CKOPOCTBIO
NIPEBPALIECHUS.

Pestome

Jurunpoxyiopua coenuHeHust 1 (QU3HMYECKH XapaKTepHU30BAIM C IMOMOIIBI0 METOAHK
MOPOIIKOBOH PEHTTe€HOBCKOH AU(PPAKIINK, TEPMHUYECKOrO aHAIU3a W JTUHAMUYECKOU COpOIru
napoB. MccrnenoBaHusi moTepu MaccChl NMPH BbICYLIMBAHUM, OCYIIECTBISEMbIE C MOMOILBIO
TG/MS aHanw3a, MAEMOHCTPHPOBAIM, YTO MaTepuajg COCTOSJI U3  MOHOTHIPATHOH
KPHUCTAJUTMUECKON TBepAOH (OpMBI TUTHAPOXJIOpUAA coennHeHust 1. DTy KOHKpeTHyr (opmy
Ha3Bau (opmoit 1. Marepuan nemMoOHCTpUpOBaN pacman npu Temmeparypax sbime 280°C.
XapakrepucTika ¢ momombio DVS ananuza nokaszana xapakTep AeruapaTalii/THAPATaLUN IPU
BEJIMYMHAX OTHOCUTENbHON BiaxkHOCTU OT 0% 1o 40% mnpu 25°C ¢ SBHBIM THUCTEPE3UCOM.
Hannume rucrepesuca rosopuio o ¢a3oBOM Iepexone OT MOHOrHapara K Oe3BOmHON
KpPHUCTAJUIMUECKOH ¢opme. ITOT (a3oBblii mNepexon MOXKHO MOATBEPAUTH C TOMOIIBIO
UCCIIEIOBAHNs TMOPOLIKOBON PEHTTE€HOBCKOM MU(PPAKLUU B NEPEMEHHBIX YCIOBUAX, KOTOPOE
nokasao npespaineHue ¢popmel 1 (MoHorunpar) B popmy 2 (Oe3BogHast).

Pusuyeckass XapaKTepUCTHKA JUTHAPOXJOpUAA COeAMHEHus 1  moaTsepauia
CYLIECTBOBaHKME JBYX KpucTaimueckux ¢opMm. OcHoBHasi ¢Gopma MpencTaBiseT CcoOoi
MOHOTHIpaT, Ha3BaHHbIN (Gopmoii 1, a mpyras ¢opma mpeacrasiseT codoit 6e3BoaHy hopmy,
dopmy 2. HccnemoBaHusi OUHAMUYECKOW COPOLMH TApOB MMOKA3aJd, YTO B YCJIOBHUSIX
OKpY’KaroIiel cpenbl MOHOTHApaTHas (opMa IUTHAPOXJOpHAA COeNUHEHHs | sBISIeTCS
HanOonee ctabuibpHON (hopmoii. B 3Tom mnccienoBanuu 0e3BonHyo Gopmy HaOIFOAATN TOJNBKO
IPU HU3KUX YPOBHSX OTHOCUTENBHOM BIAKHOCTH WJM BBICYIIMBAHUU IPU IOBBIIIEHHOMN
TeMIepaType WM B BakyyMme. BzauMHOe mpeBpalieHne MeXAy IBYMsl TBEPAbIMU (GopMamMu
SIBJISIETCSI OBICTPBIM U OOPATHMBIM.

IIpumep 3. PacTBOpHMMOCTE MOHOTHAPATA AUTHAPOXJIOPHAA coeanHeHHs 1 B Boae B
3aBucumocTH ot pH

H3BecTHOE KONNYECTBO COEANHEHUsI | OTBELINBAIN HEMOCPEACTBEHHO B 5 MII My3bIPbKU
u nobasmsun 1 M kakaoro ¢ocpaTHOro Oydepa; MosydeHHbIE PaCTBOPHI MOANEPKUBAIN TPU
KOHTpoJmMpyeMoit Temneparype (25°C) u nmepeMennBaid ¢ MOMOIIBI0 MarHUTHOW MEINaJK! B
TeueHue rnepuoga A0 24 yacoB. AJMKBOTHI TMOJYYEHHBIX CYCIEH3UIl WJIU pPacTBOPOB

uertpudyruposann (14000 o6./mun., 10 muHyT) W oTOMpanmu B 1Ba IPENBAPUTEIBHO
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OTIpeIeIeHHBIX MOMEHTa BpeMeHH (4 yaca u 24 Jaca), COOTBETCTBYIOLINM 00pa3oM pa3BOIWIH U

aHamusupoBam ¢ nomombo HPLC-UV (BOXX c¢ gerekumeit B Y®) ¢ mnpumeHeHHEM

HIapaMeTPOB Criocoda aHam3a, NPUBEJEHHBIX B Ta0nune 9.

Tabnuua 9
Onucanue 3Hauenne
Tun xonoHkH Zorbax SB-C18
JImuHA KOJIOHKH [CM] 15
BuyTpennuii nuamerp [cMm] 0,46
Pazmep wactui [MiM]| 5

IMonewkHas daza

A: 0,05% 00./00. TFA B Boze; B: 0,05% 06./06. TFA

B alICTOHUTPUIIE

Cranus 1: Bpems-peseps. A-peseps.B

T=0 munu. 98%A - 2%B

Cranus 2: Bpemsi-pesepB. A-peseps.B

T=15 mun. 2%A/98%B no 20,0 MmuH.

Cranus 3: Bpemsi-pesepB. A-peseps.B

T=20,01 mun. 98%A/2%B no 25,0 MmuH.

CkopocTb oToKa [ MIJI/MUH. ] 1
Temneparypa xononku [°C] 40
Tun perexropa Yo
JlnuHa BOJIHBI (HM) 210
BrpeickuBaemblii 00beM (MKIT) 5

HaHHble paCcTBOPUMOCTU MOHOTrUApaTa AUTHAPOXJIOpuAa COCANHCHUS 1 u 3HaueHUs pH

npuseneHs! B Tabmme 10.

Ta6auua 10
Cpena Konu. Konu. | BusyanbHoe | BusyaabHoe
pH (4 pH (24
(pocharubIii (Mr/ma) | (mr/mu) | HaGmoaeHne | HaOJIIOAeHHE
qyaca) yaca)
oydep) 4 yaca | 24 yaca (4 yaca) (24 gaca)
pH 4 3,9 3.9 >143 132,8 PactBop  Obln
pH S 49 49 >135 107,0 TPO3patHBIM,
HO
rejeo0pasHbIH
q .
pH 6 6.2 6.2 >135 | 1016 | eTPM 0canoK
MPO3PAYHBIN npumMman K
pacTeop Iy3bIPbKY
pH7 7,1 7,0 >133 87,8 PacTBop  GbLT
pH 8 8,1 8,1 >127 68,3 JKEJITBIM, 51
pH 9 8,7 8,9 >109 61,4 MOXHO  OBLIO
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Cpena Konur. Konu. | BuszyanbHoe | BusyaabHoe
pH (4 pH (24
(pochaTubIit (Mr/mu) | (mr/mu) | HaOaoaeHne | HaOJI0OAeHHE
qaca) yaca)
oydep) 4 vyaca | 24 yaca (4 yaca) (24 gaca)
HaOMoaTh
JUTIKUH
0CaJIoK

[Ipumep 4. ®usznyeckas CTAOUJIBHOCTD TUTHAPOXJIOPHUAA coequHeHHs 1

ITpoBonuin uccnenoBanue GpU3MUecKoil cTaOUIBPHOCTH TUTHAPOXJIOPHUAA COeTUHEeHHs |
(cmecb Gopmbl 1 u  dopmbr 2). Tepabiii oOpaszel] IUTHAPOXJIOPHAA COeOUHEHHs |
UHKYOHpPOBAJIM TIPU YETHIPEX BAPUAHTAX YCIOBHI OTHOCHTEIBHOW BJIAKHOCTH M TEMIEPATYphI:
5°C/RH okpyxatomeii cpenst, 25°C/RH 60%, 30°C/RH 65% u 40°C/RH 75%. C perynspHbIMH
UHTepBajiaMu coequHeHue aHannzuposanu ¢ nomoupto HR-XRPD u TGMS. Ilocne Tpex cyTok
BO3ICUCTBHUSI HMCXOAHAs  KpHUCTaUTMUeckas (Qopma AWTHApPOXJIOpuAa  coenuHeHus 1
IEMOHCTPHpOBaJia TOJNHOE MpeBpaiieHne B ¢opmy | (MOHOrMApaT) MpU BCEX UETHIPEX
uccinenyeMbix Habopax ycioBuil. HUKakux CyIIeCTBEHHBIX M3MEHEHHWH B TBEpHOH (opme He
HaOMroamu mpu WHKYOMPOBAaHWUM B TEYEHHE NPONOJDKUTEIBHOIO IEepHoAa BpeMeHu (1o
MeHbLIeH Mepe 10 1 Mecsna).

Conep:xanue BOIbI B KaKIoM obpasie onpenessuin ¢ nomombio TGMS ananusa, 1 0HO
npenctasieno Ha ¢ur. 11. TTocne 3 cyTok BO3neHCTBUS conep kaHue BOABI MOBBIMAIOCH ¢ 3,1%
no 3HadyeHuit ot 3,8 1o 4,1% (uto coorBercTByeT 1 mnm 1,1 MoOnexyibl BOABI HA MOJEKYIY
auruapoxyopuna coeauenus 1. CopepskaHue BOAbI COIIACyeTCsl C MOHOTUAPATHOM NPUPOAOH
dopmel 1 aqurunpoxnopuna coenunHenus 1. Pesynsratel TGMS aHanu3os, 3aperucTpupoBaHHbIE
npu 2-HEAEJIbHOM M 1-MeCcs[MHOM MHKyOupoBaHuM, Takoke Ommke K 3,8% Boxel (1 monexyna
BOABI Ha Mosiekyy API).

DT JaHHBIE TMOKAa3bIBAlOT, 4TO ¢opma | sBIseTcss (PU3NUECKH CTaOWIBHOW W
HETUTPOCKOMMYHONW B YCJIOBUSIX HcchenoBanus. OTCYTCTBHE M3MEHEHUI B KPUCTAJUIMYECKON
daze Habmomamy 1j1si 00pasLoB, HHKYOUPYeMbIX B TedueHue 4 Henenb. bojee TOro, oTcyTcTBHE
CYLIECTBEHHBIX H3MEHEHUI B COAEPKAHUU BOJIbI PETUCTPUPOBAIIN MPH BO3AEHCTBUN PA3JIUYHBIX
YCJIOBHI U B Pa3JIMYHbIE MOMEHTbI BPEMEHH.

IIpumep S. CkpuHUHT N0JUMOP(OB AUTHAPOXJIOPHIA coeaHHeHus 1

IHonyuenue amopgrozo nopoutka Oueuopoxiopuoa coeourenus 1.

[Mpubmmsurensro 20 Mr AWTHAPOXJIOPHAA COCAMHEHUS | OTBEHIMBAIM B MAEBSTH
OTHENbHBIX CTEKJITHHBIX MY3bIpbKOB 00BeMOM 1,8 M U JAeBsITb BBIOPAHHBIX CHCTEM
pacTBopuTeneil mHO0ABISIM B 3TH My3BIPHKU MMO3TAamHO 1O TEX NOp, TMOKa HE MOJydallud
npo3payHblii pacTBOp. B Heckonbkux cucremax pactBoputeneil (2-mpomanHon-soma, 1,4-
OUKOCaH/BOma, TeTparunpodypan/Boga, 3TaHO/BOJA, AlleTOH/BOAA M AlleTOHUTPHII/BOMA, BCE B
cootHomeHnn 90/10 00./00.) API He pacTBOpsjICs; ClIenoOBaTEIbHO, 3THU 3KCIEPUMEHTHI HE
yUuTBIBaIUCh. PacTBOpHI (MONyueHHBIE M3 CMECH MeTaHoy/Boaa, cooTHouenue 90/10 00./06.;

CMeCH ANMETHIICYIb(pOKCH/BONa, cooTHOmEHHE 1/1 00./00., 1 BOABI) 3aMOPaKUBAJIN B KUIKOM
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a30Te C MOCJENYIOUUM BhICYIINBAHUEM ¢ MpuMeHeHueM nunodunusaropa Crys Alpha 2-4 LO B
TedyeHue 24 vacos. [Ipumensiin nonoaauTeNbHOE BhiCcyMBanue npu S0°C u naBnennn 5 mOap B
TedyeHue 4 yacos. IlonyueHHble B pe3yibTaTe TBepAble BEIECTBA AHAIM3HUPOBAIN C MOMOIIBIO
HT-XRPD. AmopdHOe TBepmoe BelEeCTBO MONy4Yadd W3 OAHOTO PACTBOPUTENS, BOABL JTU
ycnoBusi macmtabupoBanu ¢ nonydeHuem 1600 mMr amMop(HOro TBEpAOro BelecTBA IS
CKPUHUHIA NOJIUMOP(OB.

DKkcnepumennmst RO CKPUHUH2Y NOTUMOPPOE

[InaH BCECTOPOHHEro CKPUHUHTA MOMUMOP(GOB XapaKTEPU3YeTCs HCIOIb30BAHUEM
Pa3IMYHBIX METOAMK KPUCTAJUIM3ALMU B COYETAHHM C PAJOM pPACTBOpPUTENCH U cMmecei
pactBopuTtesieil. MHOTOIIAHOBOCTh CKPUHHUHra OyAeT 3aBUCETb OT NMPOQWIs PaCTBOPHUMOCTH
APL OmnpeneneHHble PeXKUMBbl KPUCTAUTU3ALMH, TaKHE KaK ypPAaBHOBELIMBAHHE CYCIECH3UH,
TpeOyIOT MNPOMEKYTOYHOH pacTBOPUMOCTH, B TO BpeMsl KAk KPUCTAJUIM3ALMS C
AHTHPACTBOPUTEJIEM OCHOBBIBAETCSI HA PACTBOPUTEISIX C XOPOIIEH pPacTBOPHUMOCTBIO U
PaCTBOPUTEIISIX C PACTBOPHUMOCTBIO, OJIN3KOH K HYJIIO.

CxpuHHHT TOUMOP(OB COCTOSIT U3 CIENYIOINX PEKUMOB KPUCTAIUTU3ALINH

* ypaBHOBewnBaHue pactsopurens npu RT u 50°C B 25 cucremax pactsopureneii;

* UCTIAPUTENIbHAS] KPUCTAJUIN3ALINS,

* KPUCTAJUTM3ALIUS TIPU OXJIAXKICHUH C TOPSYUM (PUITbTPOBAHUEM;

* KPUCTAJUTM3ALHUSA C OBICTPBIM OXJAKACHUEM («Crash-KpucTayin3anus») ¢ IpUMEeHEHHEM
noOaBJIeHNs] AHTUPACTBOPHUTEIIS,

* KPUCTAJUTM3ALIUS TIPU TEPMOLIMKIMPOBAHNUY,

* yIbTpa3BykoBast 00paboTka;

* muddy3us U3 napoBoi ¢asbl Ha TBEPIbIE BEIIECTBA,

* muy3ust u3 mapoBoii Gas3bl B KUIKOCTH.

TBepable BeliecTBa, IOJNyYEHHbIE B pE3yJbTaTe€ pa3IMYHBIX OSKCIIEPUMEHTOB I10
KPUCTAJUTHU3ALMH, aHATM3UPOBAIH ¢ moMolbio XRPD ¢ BBICOKOH MPOMYyCKHOH CIIOCOOHOCTBIO
(HT-XRPD). Ecnu 3T0 yMECTHO, MaTOUHBIM KHIKOCTSM MO3BOJSUIA UCTIAPUTHCS TIOJTHOCTBIO U
OCTaBLIMECS] TBEpAble BellecTBa aHamusuposaiu ¢ nomowmbo HT-XRPD. Ilocne storo Bce
TBEPJIbIC BELIECTBA MOABEPTaId BO3AEHCTBHIO YCIOBUI HCKYCCTBEHHOTO YCKOPEHHOTO CTAPEHHUS
B TeueHue 48 gacos npu 40°C u RH 75% (AAC).

B pesymbrare ckpuHMHra nNOMMMOPGOB  HASHTH(GHLUUPOBAIM  YEThIpE HOBBIC
T pakTOrpaMMel TOTIOJIHUTENBHO K JBYM H3BECTHBIM (pOpMaM IUTHIPOXJIOPUIA COCOHMHEHHUS
1, dopme 1 u popme 2. @opma 1 sBisace Hanbojee pacpoOCTPaHEHHOH TBepao (HOpMOH,
oOHapy>kuBaeMol mpH 3TOM CKpuHuHre nonumopdos. Hoeele audpakrorpamMmer HazBau
dopmamu 3, 4, S u 6. Bce 3tu popmbl OOHAPYKMBATUCH C HHU3KOW YacCTOTOH M HMENH
CTa0OKPHUCTAJUIMIECKYIO  CTPYKTYypy. Bce oOHU sBsuMCh  (PHU3WYECKH  HECTaOWUJIbHBIMU,
NOCKOJIbKY TpeBpamieHne B ¢opmy 1 HaOmomanu npu KpaTKOBPEMEHHOM BO3IEHCTBUHU
ctpeccoBbix ycnoBuil (2 cyrok mpu 40°C u RH 75%). HT-XRPD mudpakrorpaMMbl HOBBIX

dopm 3, 4, 5 u 6 nokazansl Ha ur. 12, pur. 13, ur. 14 u dur. 15, coorBercTBeHHO. B Tabmmie
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11 mpuBeneHO KpaTKOe OIMUCAHWE YCIOBHH 3KCIIEPUMEHTA, NMPU KOTOPBIX 3TH (HOpMbI ObLTH
MOJIyYEHBI.

Ta6smna 11. Kpatkoe ommcanue TBepabx (OpM AUTUAPOXIJIOPUAA COSAMHEHHS 1,
bopm
onpenensimu npu Boszxaericteuu 40°C u RH 75% B teuenme 2 cyrok (AAC). (S) osnHauaer

OOHAapy’>KE€HHBIX B XOI€ CKpUHUHra MoJuMopdoB. DU3NUECKYI0 CTaOUIBHOCTD

pactBoputenb, (AS) O3HauaeT aHTUPACTBOPHUTEIb. BCe COOTHOIIEHHS MPEACTABISIOT COOOH

COOTHOLIEHUs] 00BEM/00BEM.

dusznyeckas
CTA0MJIBHOCTD
Ycaosus PacrBopurenu aas
dopma nocJjae
KPHCTAJIM3ALUH KPHCTAJLUIM3ALUH
BO3/AelCTBUA
AAC
1 cTaOuibHas - -
1,2-numetokcmaTad, DMF, DMA,
ypaBHosewmnBanue ¢ | DMSO/DCM (5/95), DMSO/MTBE
( pactBoputeneM mpu | (5/95), DMA/ronyon (5/95),
2 (co
npespamanach B | S0°C DMSO/anmzon (75/25), NMP/THF
crenaMu
dbopmy 1 (50/50), THF/Boma (80/20)
¢dopmsr 1)
tepmormkiupoBann | NMP/THF (50/50), DMSO/anuzon
e (25/75)
antupactsoputens | Boga (S), THF (AS)
ypPaBHOBELINBAaHUE C
IpeBpallalach B | paCTBOPUTENIEM MPU
3 W30-aMUJIOBBIN CIIUPT
bopmy 1 RT (Bnaxxuoe
TBEPOE BEIIECTBO)
YPaBHOBEIIUBAHHE C
pacTBOpPUTENEM TIPU
TFE
RT (BmaxxkHOE
npeBpalanach B
4 TBEPIOE BEIIECTBO)
bopmy 1
KPHUCTAJLTU3A LS
TFE
NPU OXJIAXKIEHUN
CKpuHUHT ruaparos | Boga/IPA (2,6/97,4)
YpaBHOBeIMBaHUE
IpeBpalanach B
5 C  pacTBOPUTENIEM | M30-aMIJIOBBIN CITUPT
hopmy 1
npu RT




56

(BBICYLIIEHHOE

TBEPAOE BEIIECTBO)

YPaBHOBELINBAHUE C

pacTBOpUTENIEM NPU | N30-aMUJIOBBINA CIIUPT

50°C
ropsiaee XJI0po(OpM/H30MPOMHIIALIETAT
bunbTpoBaHUE (50/50)

yPaBHOBEIIHBAHKE C
1,2-Iumetokcustan, DMSO/DCM

pacTBOpPUTENEM TIPU
(5/95), DMF/auu3o1 (5/95)

50°C
KPUCTAJIN3aLUs
npeBpalnanach B staHoJi/mapa-kcunon (50/50)
6 IIPU OXJIAKICHUU
dopmy 1
HCTapUTeNbHast
1-nponanon

KPUCTAJIU3aLUs

CKPUHHHI THUAPATOB

Bona/IPA (0,7/99,3, 2,6/97,4)
npu 35°C u 50°C

Bce BpmmeynomsiHyThle (GOpMBL, 32 HUCKIIOYeHHEM (OpMbI 3, JIOMOJHHUTEIBHO

>
aHanuzuposamu ¢ nomombo DSC, TGMS u BOXX. Kparkoe onucanue aHaIuTHYECKOMN
XapaKTepUCTUKU MPECTABICHO HIXKE.

@®opmy 3 mojydand B BHIE YHUCTOH KPHCTAIMUECKOW (ha3bl B OAHOM 3KCIIEPUMEHTE.
Hukakolii MOMONHUTENbHBIA aHAJU3 HE MOr ObITh BBINIOJHEH Ha 3TOH (opme BCiencTBue
OrpaHUYEHHON (Pr3HUecKoi cTabMIbHOCTH. DTy (GopMy OOHApyKHBAJIU B TBEPAOM BELIECCTBE,
MOJIyY€HHOM U3 M30-aMUJIOBOTO CIIUPTA, MOCJIE BBICYIIMBAHNS B YCIOBUAX OKPYKAIOIIEH CPenbl.
IIpu BBICyIIMBaHMM B BaKyyMe MpOUCXOAMJIO mpeBpamenue B ¢opmy 1. Taxke, mnpu
KPaTKOBPEMEHHOM BO3JIEHCTBHH CTPECCOBBIX YCI0BUH Gopma 3 mpeobpasyercs B popmy 1.

®opmy 4 oOHapYKUBAIU B HE3HAYUTEIBHOM YHCJIE SKCIIEPUMEHTOB 1O KPUCTAJUTU3ALHH,
ocymectBisieMbix B TFE, 1,4-nuokcane u cmecu [IPA/Bona. TepMudeckuii aHaIU3 MOATBEPIKAAI,
4yto (hopma 4 mpencraBiseT cOOOH CMEUIAHHYIO COJIbBATHPOBAHHYIO/TUAPATHPOBAHHYIO (HOpMY.
Hcxonst W3 pasnuyHBIX 3HAYEHUIH CONEpPXKAHUS PACTBOPHUTENS/BOABI, ONPENETICHHBIX IS
HECKOJIBKUX 00pa3oB (popMbl 4, aBTOPBI HACTOSIIIETO H300PETEHNUS MPEATOIOKIIIH, 4TO opma
4 mpencrasinseT cOOOM Kitacca M30CTPYKTYPHBIX CMEIIAHHBIX TUIPAT/CONBBATOB.

CMeIaHHy0 TUApaTHPOBAHHYIO/CONBBATUPOBAHHYIO H30-aMIJIOBBIM CITUPTOM (opMy
UICHTU(QUIHUPOBATH B PE3YJbTATe SKCINEPUMEHTOB IO YPaBHOBEIIMBAHUIO C PACTBOPUTEIIEM,
OCYIIECTBIISIEMBIX B U30-aMHJIOBOM CIHPTE. DTy HOBYIO TBEpAYIO (opMy Has3biBaiu GopMOii 5,
KOTOpast MPEACTABISIIACE PU3NUECKU CTAOMIBHOM NMPH BBICYIIMBAHUN B BAaKyyMe, TEM HE MEHEe,

npu Boznelicteun AAC HaOmronanu npespatierue B popmy 1.
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@®opMmy 6 HpeUMyIIECTBEHHO OOHAPYKMBAIM B XOZAE SKCIEPUMEHTOB IO CKPHUHUHIY
TMAPATOB, OCyLIeCTBIsieMbIX B cMmecsix [PA/Boma, HO ee Takke HAGHTHQUUUPOBAIA B
HE3HAYUTEJIbHOM  4YHCJI€ 3KCIIEPUMEHTOB [0 YPAaBHOBELIMBAHMIO C  PACTBOPUTEIEM,
OCYIIECTBIIIEMBIX B PA3JINYHBIX PACTBOPUTEINX, TaKuX Kak 1,2-mumerokcustad, DMSO/DCM u
DMF/anuzon. @opMy 6 B OCHOBHOM OOHApY>KMBaJH B TBEPHABIX BELIECTBAX, BBICYIIECHHBIX B
BaKyyMe, TeM He MeHee, HaOmomanu mnpespaiueHue ¢opmer 1 mocie AAC. AHanuTHueckas
XapakTepHCTHKa TOBOpHJIAa O TOM, 4ro ¢Qopma 6 mnpexncrasisier CcOOOH CMEIIAHHYIO
THAPATUPOBAHHYIO/COIBBATUPOBAHHYIO (hopmy. C y4eTOM pa3iMyHbIX PACTBOPUTENIEH, KOTOPBIE

2

MOTyT OBITh BKJIIOYEHbI B CTPYKTYpy (opmbl 6, aBTOpHI HACTOSIIEro H300peTeHus
NpPEeANnojaraloT, 4Yro 3Ta (¢opMa OOBEAMHSAET KJIACC M3OCTPYKTYPHBIX  CMELIAHHBIX
THAPAT/COBBATOB, CONEPIKAIIUX MOJIEKYJIbI PA3JINYHBIX OPTaHUYECKUX PACTBOPUTEINEH.

Ckpunune 2uopamoe

DKCHEepUMEHTHI 110 YPABHOBELIMBAHUIO C PACTBOPUTENIEM OCYLIECTBJISJIM B HECKOJIBbKUX
CMeCsAX  BOAA/OpPraHMYECKHEe  PACTBOPUTENM NIl U3y4deHHss  OOpa3oBaHUSl  JAPYTHX
ruapaTupoBaHHbIx Gopm. CycneH3un aMop(HOTro OTUTHAPOXJIOPUAA COEOUHEHHs | TOTOBHIIU B
15 cMmecsx Boma/pacTBOPUTEIND € PA3NIUYHBIMU AKTHBHOCTAMHU BOABI. CyCIIEH3UH NepeMennBaIn
B TeueHue 7 cytok npu 5°C, 20°C, 35°C u 50°C.

Ilo 3aBepiieHHIO BpEeMEHH YpaBHOBELIMBAHMsA OCTaBLIMECS TBEpAble BeLIECTBA
aHanu3upoBamu ¢ nomowpso HT-XRPD B cyXOM COCTOSIHUM MOCJIE BBICYIIMBAHUSL B YCJIOBUSX
OKpy»Xalllled cpeabpl U IMOCJA€ BbICYLIMBaHMS B BakyymMe. MaTepUHCKHE  KUIKOCTH
aHAJIU3UPOBATIM C TOMOINBIO TUTpoBaHusA Mo Merony Kapna ®umepa nns onpeaeneHus
cofep;kaHusl BOAbl. Tpu 3KCIEpUMEHTa HEe MOKAa3bIBaIU TBEPABIX BELIECTB IOCJIE BO3AECHCTBUS
YCIIOBHH ypaBHOBEIIMBaHUs. PacTBOpPBI M3 3TUX 3KCIEPUMEHTOB BbIMapuBajiu B Bakyyme (200
MOap) U MOJy4YeHHbIE BHICYLIICHHbIE TBEPbIE BElleCcTBa aHaIu3upoBaiu ¢ nomoursto HT-XRPD.
Bce TBepable BewectBa 3areM noxasepraiu BozneiictBuio 40°C u RH 75% B TeueHue nByx
CYTOK.

ITpu OONBLUIMHCTBE YCIOBHHA KPUCTALIM3ALUN KPUCTAJUIM30BAIACh MOHOTHUIpPATHAS
dopma 1.

U3 cmeceit IPA/Bona upentudummposanu Gopmy 4, dopmy 6 u ux cmecu ¢ dopmoii 1
NPU HU3KHUX 3HAYCHUSIX comeprkanusi Boabl (<5%). I1pu 3HaUeHMsIX aKTUBHOCTU BOABI BbIme 0,5
MOHOTUApaTHYIO (opmy 1 HAeHTHUIMPOBATN BO BCEX Ciy4dasx. Mcxons U3 XxapaKTepUCTUKU
npu aHAIN3E, bopmy 4 u 6 NPENCTABISIEOT CMELIaHHBIMA
THAPATHPOBAHHBIMI/COJIbBATUPOBAHHBIMUA ~ ()OPMaMH,  KOTOpbIE TPH  KPATKOBPEMEHHOM
BO3/ICHCTBHH CTPECCOBBIX YCJIOBHUI MpeBpariainch B popmy 1.

DKCHEepUMEHThl MO0 YPaBHOBELIMBAHUIO C PACTBOPUTENEM, OCYIIECTBJISIEMbIE B CMECH
STHJIALIETAT/BONA, TIOKA3AIHM PA3JIMUUs B TBEPAOH (PopMe, OnpeneseHHbIe ISl TBEPABIX BEIIECTB,
BBICYIIEHHBIX B YCJIOBHSIX OKpY’Karollei cpensl u B Bakyyme. @opmy 1 nnentudumpposanu B
OOJNBLIMHCTBE TBEPABIX BEINECTB, BBICYLUIEHHBIX B YCJIOBHSX OKpy)karomei cpexabl. [lpu
BBICYIIMBAHMM B BakyyMe wuzaeHtudunuposamn cmecu ¢opm 1 u 2. Dopmy 6

UIeHTUPHUIUPOBATH B cMecu ¢ ¢GopMmol | mpu 3HAYEHUSAX aKTUBHOCTH Boabl Hipke 0,3 mpu
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temneparypax Beiuie 35°C. [Ipucyrcrue ¢popmel 2 HaAOMOIAIN TPU TPUMEHEHUH MOBBIIIEHHBIX
TEMIIEPATyp U BBICOKUX 3HAUEHUI COAEpKaHUs BOABIL, a Takxke Mpu Temmnepatypax Huxke 20°C u
HU3KHUX 3HAYEHUSIX COMEP>KAHUS BOABI.

ITonoOHyI0 TeHAEHIMI0 HAOMIONAIM B CJy4ae OSKCIIEPHMEHTOB, OCYLIECTBISEMBIX B
anieToHuTpUie/Boae. Bece TBepable BelnecTBa, BHICYIIEHHbIE B YCJIOBHUSAX OKPYXKAIOLIEH Cpenbl,
oTHOCHIUCH K (opme 1. [Ipu BbICYIIMBAHUM TBEPABIX BEIIECTB B BAKYYME B HEKOTOPBIX CITy4asx
HaOMIOamM YacTHYHOE MpeBpamieHne B ¢Gopmy 2. DTo HabmIOfEeHHEe OTMEYald B Ciydae
SKCIIEPUMEHTOB 10 YPAaBHOBELINBAHUIO C PACTBOPUTENIEM, OCYILIECTBIISIEMBIX IIPU TeMIIepaTypax
BbIie 35°C. DKCepuMEHTHI, OCYIeCTBIsieMble MpHU Temreparype Huke 25°C, He mokas3blBaju
NpEeBPALIEHHsT KAKOT0-JIMOO0 MpeBparieHus: opMbl TBEPAOTO BELIECTBA NPU BHICYLITUBAHHH.

UccrnenoBanne Qpu3nueckoil cTaOMIBHOCTH, OCYIIECTBISIEMOE B T€YEHHE 2 CYTOK IPH
40°C/RH 75%, mnpueno k wuneHrtupukauun ¢opmel 1. Bce HOBble NOPOIIKOBBIE
T pakTOrpaMMel, BEISIBJIEHHBIE B 3TOM HCCJIEOBAHNH, TIOKA3BIBAIN MIPEBPAILEHIE B HCXOIHYIO
bopmy 1.

IIpumep 6. CtabnabHOCTHL KOMOMHHPOBAHHOIO COCTABA

HccrnenoBann cTaOMIBHOCTh BOAHBIX PACTBOPOB IUTHAPOXJIOpPHAA COEOUHEHHs | B
koMOuHaimu ¢ MeponeHemMoM mnpu pH 5,0 B cpaBHEHMH C BOAHBIMH pacTBOPaMH
auruapoxyopuna coeaudeHust 1 B komOuHaimu ¢ nedpennmom mpu pH 5,0 mocne 24 4Hacos.

Pesynbprare! npencTasieHsl B Tadmme 12

Tabauua 12
% npucyrcrsyromero npu pH 5,0 npu 25°C
IIpomenmee Bpems 24 gaca 24 yaca 20 yacos
CocraB pacTBopa coequHenue 1 MepoIneHemM uedenum
coenuHenue | 100 - -
MEpOIIeHEM - 89 -
uedenum - - 99
COEIMHEHUE
57 20 -
I+meponenem
COEIMHEHHE
99,9 - 99,1
l+uepernum

Ipumep 7. IdpexTHBHOCTH KOMOUHHPOBAHHOIO COCTABA

PesynbraTel, mpencraBieHHble B npuMepax 7A-7D, NeMOHCTPHUPYIOT, YTO KOMOHMHALHS
nedenum/coenHEHNE 1 spusercas  Oonee  sddexTmBHOH, yeM  KOMOHMHALUSA
MeporieHeM/coeInHeHHe | MPOTHB psiia OPraHU3MOB.

Iipumep 7A. Elizabethkingia meningosepftica

Llizabethkingia meningoseptica npencrasisier coOOH TIpaMOTPULIATENBHYIO MAJOUKY,
KOTOpasi SKCIPECCUpyeT 2 XPOMOCOMHBbIE MeTajuio-Oera-iakramasbl (00e kapOarmeHemasbl) |

cepun-tedanocnopunazy CME knacca A (AAC, 2012, 1686-1692). Pe3ynbraTsel UCCIENOBAHHUS
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MIC (muHuManpHasi wHruOupyroomas koHoeHtpauusi) (N=10 mTamMMoB) mnpencTaBieHb

Tabmune 13.

Tab6auua 13

Coeaunenus Huanazon | MICso (Mxr/mia) | MICoo (Mkr/ma) | % S@38
Hedpenum 16-32 16 32 0
Hedenum/coenunenne 2-8 4 4 100
lw4
Meponenem 16-128 64 128 0
MeporneHem/coequHEHHE 4-16 8 16 70
l@4

IIpumep 7B. Stenotrophomonas maltophilia

Stenotrophomonas maltophilia npencrasnser coOoii rpaMoTpruaTenbHyro Oammnty. OHa

npeacTaBisier co0oi ycioBHO matoreHHbid nmatoreH ¢ MDR. Ee cBsi3biBanu ¢ MHPEKUUSIMU C

BBICOKOH 3a00JIeBa€MOCTBIO M CMEPTHOCTBIO Yy HHIWBUAOB C CHJIBHO OCIAOJIEHHBIM

UMMYHUTETOM U OCJTa0JIeHHBIX WHANBUAOB. Pe3ynbraThl nccnenosanuss MIC mpencraBieHbl B

tabnuue 14.
Tabanua 14
Coeaunenus Huanazon | MICso (Mxr/ma) | MICoo (MKIr/mJa) %S
Ledenum 1-128 32 64 20
edenum/coenunenue 0,5-16 4 16 80
l@4
Meponenem 64 - >128 128 >128 0
Meponenem/coeuHeHne 16 ->128 64 >128 0
l@4

IIpumep 7C. Pseudomonas aeruginosa

507 n30ATOB HEUYBCTBUTENbHBI K MeporneHeMy (3HaueHuss MIC st mepornenenma >8
Mkr/mi). Pesynbrarsl nccnenosanust MIC npencrasiens! B Tabmure 15.

Tabauua 15

Coeaunenus Huanazon | MICso (Mxr/mia) | MICoo (Mkr/mia) | % S@8
Hedpenum 1-128 32 256 30,8
Iedenum/coenunenue 1->64 8 >64 60
l@4
Meponenem 16 ->128 32 >128 0
MeporneHem/coequHEHNE 16 ->128 16 64 23,9

l@4

Ipumep 7D. Pseudomonas aeruginosa




60

554 u3onsaTa HEUYBCTBUTENbHEI K Ledenumy (3HaueHnss MIC nns nedernmma >8 Mxr/mo).

Pesynbrate! nccnenosanus MIC npencrasnens B Tabnure 16.

Tab6auua 16
CoeaquHeHnus Auana3on MICso MICoo (Mkr/ma) | %S@8
(MKr/mur)

Ledenum 16 ->512 32 256 0
Iedenum/coenuenue <0,06 - >64 8 >64 55,8
l@4
Meponenem <0,12 ->128 16 >128 36,6
Meponenem/coennHeHne <0,06 ->64 8 64 52
l@4

IIpumep 8. PanpomusuposanHoe HCCJIEA0BAHHE MEKJIEKAPCTBEHHOI 0

B3aUMOJeNCTBHUSI JJIs1 OLEHKH 0e30NMAacHOCTH M (PAPMAKOKMHETHYECKHX XaPAKTEPHCTHK

coeanHeHHs1 1 y 310pOBbIX B3pOCJIbIX J00POBOJIbIEB

IIpumep 8A. @aza 1. Q030p KIuHUYECKO20 UCCTEO06ANUS

B npumepe 8 onmcanbl 4eTblpe KIMHUYECKHX HCCIenoBaHus (asel 1, mpenHasHauYeHHbIE

11l OLIEHKH O€30MacHOCTH, nepeHocuMocTy U PK pasnuuHbIX ypoBHEH 1036l coenuHeHus 1 mpu

BBCACHNHU B BUAC OAHOKPATHBIX NJIM MHOTOKPATHBIX O03 oo OTACJIBHO, aubo B KOM6I/IHaHI/II/I C

e enumMoM, CoepsKaliel CIeayne KOMIIOHEHTHI (1 U3JI0KeHHbIe B Ta0une 17):

1) OnnoxpatHble Bozpacratouiue (SAD) n MHorokpatHelie Bospacrarouine (MAD) no3e

coenuHeHus1 1 y 3M0pOBBIX JOOPOBOJIBLIEB; U

2) MeskekapCTBEHHOE B3aUMOJIEHCTBHE OAHOKPATHBIX 103 coenuHeHus 1, nedenuma u

METPOHM/Aa30J1a OTAENbHO U COeANHEeHHsl | B KOMOMHALMM C Le(ernuMOM ¢ METPOHUIA30JI0M U

0e3 merpoHuaaszona (4acth 1) W MOBTOPHO BBOAMMBIX 4epe3 10 cyTok n03 coemuHeHus 1 B

KOMOMHAIMHU ¢ 1eGenuMoM (J4acTh 2), Y 3T0POBBIX JOOPOBOJIBLIEB.

Tabauua 17
Henn(uean) Inan Cxembl Koa-Bo [ponokuresn
HCCJIEA0BAHNUS | HCCJIEIOBAHUS AO3HPOBAHUS Cy0ObeKTOB HOCThb
o0paboTku
Yactb 1:
Cocrosimee  u3 Yacte 1. 6
be3onacHOCTS, OnHoKpaTHBIE
IBYX yacTen, UCCJIEY EMBIX
MEPEHOCUMOCTD BO3paCTaIOIINe
PaHIOMU3HPOBA JIEKapCTBEHHBIX
u PK y no3el 62,5, 125, OpnHokpaTHas
HHO€  JIBOMHOE cpenctB u 2
3I0POBBIX 250, 500, 1000 u 71034
cieroe rianedo- iane0o npu
B3POCJIBIX 1500 MI
KOHTPOJIUPYEMO KQXXIOM YpPOBHE
n00pOBOJIBIIEB coequHeHus | wm
e T03bI
rianeoo.
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Brxurouaer B cebs
MOJIETUPOBAHKE

QT s3aBucumocTu

DDI,
0€30macHOCTb,
NEPEHOCUMOCTh
nPKy
3I0POBBIX

B3POCJIBIX

n0OpPOBOJIBIIEB

KOHLIEHTpaLus-
a¢dexr.
Yacts 2:
MHorokpaTtHsbie Yacte 2: 9
BO3pacTaroLye HCCJIeNTy EMbIX
no3bl 250, 500 wu | JexapCTBEHHBIX
750 mr|cpenctB u 3| 10 cyTok
coeauHenus |1 wm | rane6o npu
rianebo B BUze 2- | KAKIOM YPOBHE
4aCOBOM IV | nosbr
uH}py3uu q8h
Yacte I
OnHOKpaTHBIE
nosel 750  wmr
COEAUHEHHUS 1
OTHeNbHO, 2 T
Cocrosimee u3 uedernuma
OnHoxpaTHast

JBYX 4acTeH,
PaHIOMU3UPOBA
HHOE
TPEXCTOPOHHEE
MEePEeKPECTHOE
HCCIIEIOBAHIE
MEKIIEKapCTBEH
HOTO

B3aUMOJIEHCTBUS

otaenbHO, S00 Mr
METPOHHUA30J1a
OTHENbHO WA
coenuHeHnss 1 B
KOMOMHALINU c
e enumMom c
METPOHHUAA30JI0M

u oe3

METPOHUA30J1a

Yacte 1: 18

CyOBEKTOB

7032 B KaKIbIH
u3 S5 mnepuonos

TO3UPOBAHUS

Yacts 2: nepenum
2 r c
coenuHeHueM 1
500 mMr wmma 750

MI B BuAe 2-

24
(10

Yacte 2
CyOBeKTa
cyOBeKTOB/ypOB
€Hb 103bl) U 4

cyOBbeKTa c

10 cyTok
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4aCOBOH IV | mranedo
uHpysun q8h B

teueHue 10 cyTok

Coxkpaienusi: ~=npumepHo, BAT=nyumasa nocrynnas tepanus;, DDI=B3aumoneiicteue
JIEKapPCTBEHHBIX CPENCTB; 4.=4ac, IV=BHyTpuBeHHbIil; PK=(apmakoknHeTHueCKNE MapameTpsl;
q8h=tpwu pasa B cyTku ¢ uaTepBanom 8 yacos; TBD=nomnexur onpenenaeHuro

Oyenxu  Oocmudicenuss  Yeneevlx  (QAPMAKOKUHEMUUECKUX — nApamempos U
G apmarxoxunemuye CKuX/ hapmakoouHamuyeckux nokazameJeii 0as coeounenus 1 y uenosexa

Pesynbratel ot in vitro u in vivo noknuanueckux PK/PD uccnenosanuii, PK nannbie y
YeJIOBEeKa, MOJYYCHHbIE B HCCIeNOBaHWMU (pa3bl |, M JaHHbIE CBS3BIBAHUS B IUIa3Me€ KPOBHU
YeJIOBeKa MCIIOJIb30BAM AJIsl ONIPEAENICHNs] TePANeBTHUECKUX 103 AJISl YeJIOBEKa, TPeOYIOIIXC s
mns poctwkenust neneBblix  PK/PD xapakrepuctuk.  [n vifro  HWcClenoBaHUs
NPOEMOHCTPUPOBAIIN, YTO CBSA3BIBAHHE COSAMHEHUs | ¢ OeaKamMu ChIBOPOTKH KPOBH UEJIOBEKA
cocTaBisieT 37%, OCTaBJsAsA HECBSI3aHHYIO 100 63%. B Tabnmue 18 06o0mensl paccynTaHHbIE
3HaueHus st oomeld AUCo.24, cOoTBETCTBYOIIEH noyn HecsizaHHOTO coenuHeHnst (fAUCo.24) 1
oueHkn cootHoueHus: fAUCo.24/MIC, ucxonst U3 yCTaHOBJIEHHOW TOYKH Tepernda COrjiacHoO

CLSI nns nedennma, coctapisirorneii 8 Mr/Ji, mpyu BBEACHNUH B 103€ 2 T TPHU pa3a B CYTKH.

Tab6auua 18
YpoBeHb 10361 Oo6masa AUCo-24 JSAUCo-24 CooTHomeHue
(q8 hr) (wac*mr/im) (wac*mr/u) JAUCo-24/MIC (aast
MIC=8 mr/x)
250 123 77 9,7
500 248 156 19,5

Coxpamenusi: : AUCo24=1u1011aab 1O KPUBOH 3aBUCUMOCTH KOHLIEHTPALUH B IJIa3Me KPOBU
OT BPEMEHHU, HauMHAasl C HyJeBOro MoMeHTta BpemeHu 10 24 uvacos; fAUCo4=miomans mnoxm
KPUBOW 3aBUCHUMOCTH KOHLEHTPALMM HECBS3aHHOIO JIEKAPCTBEHHOIO CPEACTBA B ILIa3Me
KPOBU OT BpEMEHH, HaUMHAas C HYJIEBOr0O MOMEHTa BpeMeHu A0 24 yacos; MIC=MuHuManbHast

UHTHOMPYIOLIast KOHIeHTpauus;, 8 hr =kaxkable 8 yacoB

Cootnomenust fAUCo.24/MIC (ucxons u3 3Hauenns MIC, cocrasmsiromero 8 mr/i) ans
BCex 1103 >250 mr kaxapie 8 yacos mpesbimanu nejiesbie PK/PD nokaszarenu, Tpedyrommuecs st
IOCTIDKEHHUs] OCTAHOBKM pocTa OaKkTepwil Ui HW30JIATOB, W3y4aeMbIX Ha JaHHOE BPEMs.
Amnanornuno, 3HaueHus1 fAUCo-4/MIC nna no3 nmpubnmsurensHo 375 Mr kaxaple 8 4acoB
(MHTEpIIONMpPOBaHHbIE W3 TMOKA3aHHBIX NaHHBIX) npeBbimanu cooTHomeHus fAUCo.24/MIC,
TpeOyromuecs anst poctokeHns 1 log yHnurokenust O6akrepuii. Mlcxons u3 5TUX AaHHBIX, 7032
500 mr kaxnble 8 4acoB odecreynBaeT BO3NEHCTBIE, TPUOIM3UTENILHO B TPU pasa OoJiblnee, 4eM
BO3ZEICTBHE JIGKAPCTBEHHOTO CpPEeACTBa, Tpelyromeecss uisi NOCTIKeHus 1eneBbix PK/PD
nokasartesiel Ayl OCTAHOBKU pocTa OaKTepH.

Kpamkoe ONnUCAarnue npomoxoJid
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Honynayus:

Bcero 42 cy0bexkTa, MOAENEHHbIE MEXAY ABYMs 4HacTAMM MCCIENOBAHUS CIEAYIOLIUM
oOpaszom:

Yacre 1: nepekpecTHOE ¢ OJHOKPAaTHBIMU J03aMHU  S-nepuogamu: 18 310pOBBIX
CyOBEKTOB-MY>KYHH M CYyOBEKTOB-)KEHIIH

Yacre 2: 10-cyTouHOE paHAOMHU3MPOBAHHOE C IOBTOPHOH 1030H: 24 310pOBBIX
CyOBEKTOB-MY>KYHH U CYyOBEKTOB-)KEHIH

Kpumepuu exnrovenus

JUist KpUTEpUEB BKIIIOYSHHS/ICKIIFOUEHUST He OyIeT AOMyCKAThCS HUKAKUX UCKIFOYEHHIN.
CyOBeKT JOJKEH YAOBJIETBOPSATH CIEAYIOLINM KPHUTEPHUSM BKJIIOYEHHsI, YTOObI OH MOT OBITh
JOMYIIEH K BKIIOUYEHHUIO B UCCIIEIOBAHHE:

1. ToToBHOCT K Yy4YacTUIO B HCCJIENOBaHUM, TOTOBHOCTb JaTh IHCbMEHHOE
WH(POPMHUPOBAHHOE COTJIache U CoOoeHe TpeOOBaHNH OTpaHHYEHHUH HCCIIeTOBAHUS.

2. Tlonm: My>KCKOM WM KEHCKHMH C OTPHULATEIbHBIM PE3yJbTaTOM TeCTa Ha HaJIU4YUe
OepemeHHOCTH (XOpHOHWYECKHH B-roHanoTponuH uenoseka [B-hCG]) mpu ckpununre u B JleHp
-1, >KeHIIMHBI MOTYT HMETb PENPOAYKTUBHBIM MOTEHLMA] WIM HE UMEThb PEeNpORyKTHUBHBIH
MOTEHLUATL.

3. Bospact: 18-55 net BKIHOYUTENBHO, IPU CKPUHUHTE.

4. Macca: >50 kr.

5. Unpexc mMacew Tena (BMI): >18,5 kr/m* u <30,0 kr/m?.

6. HopManbHOE KPOBSHOE AABJIECHHE, ONPEAECIEHHOE KAK CUCTOJUYECKOe 3HaudeHue >90
MM PT.CT. 1 <140 MM PT.CT. U TUACTOJINYECKOE 3HAUEHUE, MeHbIee 4yeM 90 MM PT.CT. (CKPUHHUHT
u Jlenp -1). 3HaueHus 3a mpenesamMHM AMANAa30HA U BKJIIOYEHHUS MOTYT OBITh HPOBEPEHBI
NOBTOPHO, €CIH €CTh KJIMHHYECKoe OOOCHOBAaHWE MJIsi TOrO, YTO 3HAYEHHE HAXOOUTCS 3a
npeaeIaMy AUana3oHa.

7. Pe3ynpTaThl aHajiM3a MOYM Ha O€JOK C TIOMOLIBK TECT-TIOJOCKH SIBJISIOTCS
OTpHULIATENIbHBIMH UJTH TOKa3bIBAIOT CJIENOBbIE KOJMUECTBA IPU CKPUHUHTE U B JleHb -1.

8. Bce 3HaueHus: Uil reMaTOJOTHYECKUX W KJIMHUYECKUX OMOXMMUYECKUX aHAJIU30B
KPOBU M MOYH HAXOIATCS JTMOO B HOPMAJILHOM JTHATIa30He, JTHOO OINpeesieHbl KaK JOMyCTUMbIE
UCKJIFOUeHHs1 B Tabnuue 3 mpu ckpuHuHre W B Jlenb -1. 3HaueHus, He MOMANaroIlHe B 5TH
IMAana3oHbl, MOTYT OBITh MPOBEPEHBI MOBTOPHO, €CIIN €CTh KIMHUYECKOe 0OOCHOBAHHE ISl TOTO,
YTO 3HAYEHHE HAXOIUTCS 3a mpeaenamMu nuana3oHa. OCyIecTBISIONINe CKPUHUHAT JJadopaTopun
onpenenieHsl B Tabnune 9 u tabmune 10.

9. CriocoOHOCTh U TOTOBHOCTh BO3IEPIKUBATHCS OT aJKOrodisi 3a 48 yacoB (2 cyTok) mo
MOCELIEHNs] KIMHUYECKOIO MCCIEe0BATENbCKOrO LIEHTpa A0 MOCJEAYIOIIEero KOHTPOJIBHOIO
MOCELIEHMUSI.

10. My>XuuHBI, KOTOpPbIE HE SIBJISAIOTCSA XUPYPrUYECKU CTEPUIN30BAHHBIMH, U KEHIIUHBI
C  pENpONYKTUBHBIM  MOTEHLUMAJIOM  JOJDKHBI ~ COMJIACUTBCS ~ HA  HUCHOJIb30BaHUE
BBICOKO3((EKTUBHBIX METOJOB KOHTPALIENIIMK BO BpeMs HCCIEeNOBaHUs U B TeueHHe 90 CyTok

nocjie TMocleAHel A03bl  HccaeayemMoro mpenaparta.  JKeHIIMHA CUMTAeTCsl HUMEHoLIel
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PETPOAYKTUBHBIN MOTEHINAJ, €CIM OHa He HaXOOUTCS B BO3pacTe Mocje MeHomayssl (>1 roma
0e3 MEeHCTpyauunii) WK SBJISIETCS. XUPYPTUUYECKH CTEPUIIN30BAHHOM ITOCPEICTBOM JIBYCTOPOHHEH
OBAapPHO’KTOMUH, YAAJIEHHUs MATK{, ABYCTOPOHHEH MepeBs3KH MATOYHBIX TPYO WM YCIEUIHOTO
pasmemieHus Essure® ¢ 3aJOKyMEHTHPOBAHHBIM MOATBEPKAAOIIUM AHAIU30M IO MEHbIIEH
Mepe uepes3 3 Mecsila MocJie NpoLeayphl

Boicokoa(deKxTHBHAST KOHTPALETILHS ONPeNeNseTcss KaKk METOA KOHTPALEIUU, KOTOPBIH
UMeeT 4acToTy Heynad <1% mnpu cUCTeMaTHYecKOM M IPaBWJIBHOM HCIIOJIb30BAaHUM. DTUMHU
METOZaMU SIBJISTFOTCSI:

TrOPMOHAJIbHBIE ~ KOHTPALCNTHUBBI  (Hampumep,  KOMOWHUPOBAHHbIE  OpaJIbHBIE
KOHTPALIENITUBBI, TIACTHIPb, BJIATAJHITHOE KOJIBIO, HHbEKIIMOHHBIE TIPEnapaThl  UMILUIAHTATHI);

BHyTpuMaToyHoe yctpoicTso (IUD) mmn BHyTpuMarounas cucrema (IUS);

IBOWHBIE OapbepHbIE METOABl KOHTpALENIUH (HAIpUMep, MYXKCKOH Npe3epBaTHB C
nradparMoii, My»KCKOH Npe3epBaTUB C LIEPBUKAIBHBIM KOJIMAYKOM),

MOHOI'aMHbI€ OTHOILIEHUsI C MAPTHEPOM C Ba33KTOMUEH;

NIOJIHBIN OTKa3 OT YNOTPEOJICHHUS aJIKOTOJISl B COOTBETCTBHH € 00Pa30M KHU3HH CyOBEKTa.

11. TIlpwmem Bcex ormyckaembix 0e3 penenta [OTC] nekapCTBEHHBIX CpPENCTB,
OMONOTNYECKH AaKTHBHBIX JOOABOK M PACTUTENbHBIX JIEKAPCTBEHHBIX CPENCTB (HAmpUMep,
JKCTpaKTa 3Bepo00si) NOJKEH OBbITh MpeKpalleH Mo MEHbIIel Mepe 3a 14 CyTOK 0 MOCeIleHus
KJIMHUYECKOTO HCCIIEOBATENbCKOrO HeHTpa. HCkiodueHne nenarT Al aueTaMUHO(eHa,
KOTOPBIN JOMYCKAeTCs B 103aX <3 I' B CYTKH JI0 MOCELIEHNs] KIMHUYECKOr0 UCCIEA0BATENbCKOTO
LIEHTpA.

12. Tlogxopsimue BeHBI Ui KaTeTEPU3ANMHM/HECKOJbKUX BEHETYHKLMNA IO OLIEHKE
UCCIIEA0BATENs IPU CKPUHUHTE.

Kpumepuu ucxnovenus

CyObexT, KOTOPBII YAOBIETBOPSET JIIOOOMY M3 CIEAYIOIINX KPUTEPHEB UCKIIIOYECHUsS, HE
OyzeT IOmyIeH K BKIFOYEHHUIO B UCCIEIOBAHUE!

1. PaGoTHHK CITIOHCOpA WJTH TJIABHOTO UCCIIEIO0BATENS .

2. Xenummna, kotopass OepeMeHHa, KOPMHUT TpPYyIAbl0 WINM IUIAHHUPYET TOMBITATHCS
3a0epeMeHeTh BO BpEeMsl STOTO HCCIIENOBAHUS WIM B TedeHHe 90 CyTOK MocCje JO3UPOBAHUS
HCCJIEIyE€MOT0 JIEKApCTBEHHOTO Npernapara.

3. Myx4#MHa ¢ TapTHEPOM-)KEHIIHMHOW, KOoTOpas OepeMeHHa WM KOPMHUT TPYIbIO BO
BpeMsl 3TOTO HCCIENOBAHMS, WM IUIAHUPYET IOMbITATECA 3a0€peMeHeTh BO BpPEMS 3TOrO
UCCleZIOBaHUsl WU B TedeHHe 90 CyTOK Mocjie AO3MPOBaHHUS HCCIEAYEMOIO JIEKapCTBEHHOTO
npemnapara.

4. TlpumeHeHue JTHOOOTO HCCIENYEMOTrO JIGKAPCTBEHHOTO CPEACTBA WJIM YCTPOWCTBA B
tedyeHue 30 cyTok 10 ckpuHUHTA (90 CyTOK AUl HHbEKLIMOHHOTO OMOJIOTHYECKOTO CPEICTBA).

5. Hannuue BpOKAEHHOTO WM MPUOOPETEHHOTO CHHAPOMa UMMYHOIE(HUITUTA.

6. Hanmuuue mnpoTeKkaroUuxX CepAeYHO-COCYAUCTBIX, PECNUPATOPHbIX, MNE€YEHOYHbIX,
MOYEYHBbIX, JKEJIYJOYHO-KHUIIEYHBbIX, SHIAOKPUHHBIX, AayTOUMMYHHBIX, TI'€MaTOJIOIMYECKUX,

OIyXOJIEBBIX WJIM HEBPOJOTrNYECKUX HAPYLICHUH.
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7. JIroboe 3aboneBaHue, KOTOPOE, IO MHEHHMIO HCCIIEOBATENs, MOIBEPraeT CyObEeKTOB
HEIIPUEMIIEMOMY PHUCKY.

8. 3Hauummas C KJIMHUYECKONW TOuUkM 3peHus aHomanusa Ha OKI, ompenensiemast kak
cpenauii QTcF >450 mc, koporkuit QTcF (<300 mc), unu orobpakenHsiii Ha JKI' mpusHax
MepLaHus Npeacepauii, TpeneTaHus Npencepauii, noiHas OloKkaaa MpaBod WM JIEBOH HOXKKHU
nyuka I'mca, cungpom Bonbdoda-IlapkuHcoHa-Valita HIM  3JIEKTPOKAPAUOCTUMYIISITOP
(ckpunuHr wiu [ens -1).

9. Texymias uaud TPHUCYTCTBYIOIAs B aHaMHe3e OJiokaga cepiiia BTOPOW U TpeTbei
CTENEHU W/WIH CYIIEeCTBEHHOE C KJIMHMYECKOW TOYKH 3peHHs yuHeHue PR uHTepBana, 4to
OTpeeNieHO uccienoBareseM (CKpuHHUHT wiu JleHs -1).

10. JlekapcTBeHHasi ajuleprus B aHaAMHE3€ CO CTEMEHbIO TSHKECTH, KOoTopas Tpelyer
HEOTJIO)KHOM MEJMLMHCKOW TOMOINM, TaKOW Kak JiedeHHe SNUHe(QpPUHOM B OTHAEJICHUHU
HEOTJIOXKHOM MOMOLIN.

11. Jlrobass peakuusi TUNEPUYBCTBUTEIBHOCTH IOCJE BBEOEHHS Le(alOCTIOpUHA,
NEHULUJUTIHA WIHA APYroro 6eTa-JakTaMHOTO aHTHOAKTEPHAIIBHOTO CPE/ICTBA B aHAMHE3E.

12, I'unep4yBCTBUTENBHOCT K METPOHUAA30J]Y WIM APYTUM  NPOU3BOIHBIM
HUTPOUMMIA30JIa B AaHAMHE3E.

13.  Tpebyer peryispHOro HCIIONB30BAHMS JIEKAPCTBEHHOIO Ipemapara  Jis
XPOHMYECKOIO COCTOSIHUS WM IPHEM pELENTypHOrO JIEKAPCTBEHHOTO IIpemnapara WId
BakLuHauus B TeueHue 14 cyrok no Jus -1. JlonyckaroTcsi TOPMOHAJIbHBIE KOHTPALIEIITUBBI.

14. Vcnonp3oBanue >3 rpamMmoB aueramuHodena Ha 3 uimu Oosiee CyTok B 14 cyTok 10
CKpUHUHTA.

15. Pusuyeckass aKTUBHOCTb, NIPUEM COJIHEYHBIX BAHH M KOHTAKTHbIE BUABI CIOPTA B
TedeHue 48 4acoB (2 cyTOK) mepen NoceleHneM KIMHIYECKOTO UCCIIEI0BATENbCKOrO LIEHTPa U B
TE€YEHUE NEPUO/a TPOBENCHUS UCCIIEIOBAHUS.

16. JlonopctBo Oonee uyem 450 my KpoBM B aHaMmHe3e B TedeHue 60 CyTOK mepen
MOJIyY€HUEM J03bl B KJIIMHUYECKOM HCCJIEIOBATENbCKOM LIEHTPE WIM IUIAHUPYEMOE JOHOPCTBO
10 TOro, Kak MCTeKyT 30 CyTOK C MOMEHTAa BBENCHMs 3aKJIIOYUTENBHONW JO3bl UCCIIENYyEMOIO
npenapara.

17. JIoHOPCTBO IJIa3Mbl WK TPOMOOLIUTOB B T€YEHHE 7 CYTOK OT MOJYYEHHUS O3Bl U B
TEUEHUE BCETO UCCIEIOBAHU.

18. Tekymiee MOTEHIHMANBLHOE 3JI0yNOTpeOeHHEe HAPKOTUYECKUMU CpPEICTBAMHU WJIH
aJKOrojeM, Kak omnpeneneHo B JIMarHOCTUYECKOM M CTATUCTHYECKOM PYKOBOACTBE IO
NICUXUYECKUM PACCTPOHCTBAM, TISITOE M3/IaHUE, KPUTEPHH B NEPepabOTaHHOM TEKCTE.

19. HenaBHee ymoTpeOsieHHE alKOrojisl B aHaMHE3e, IMpEeBbIIarolnee 2 CTaHIAPTHBIC
T03bI AJIKOTOJIS B CYTKH B cpenHeM (1 ctarmapTHast 1o3a=10 rpaMMOB aJKoOToJs).

20. ITonoXUTENBHBIN PE3yJIbTAT T€CTA HA AJKOrOJIb WJIM HAPKOTHUYECKUE CPENCTBA MpPHU

CKpUHUHIe Uiy B [lens -1.
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21. IIonOXUTENBHBIN PE3yJbTaT CKPUHUHI-TECTA HA MOBEPXHOCTHBIN aHTUIE€H IernaTUTa
B (HBsAg), anturena k Bupycy renaruta C (HCV) unu anTurena k Bupycy MIMMyHoAe(HUIIUTA
gyenoseka (HIV) 1 u 2.

22. Temneparypa >38,5°C unu octpoe 3aboneBanue npu BeryruieHnn (JleHs -1).

23. IlpenaiecTByrolee y4acTHe B UCCIEIOBAHUM COETMHEHUs 1.

Hccneoyemvie npenapamuot

Hoenmugpuxayuonnas unghopmayus ons uccieoyemo2o(ucciedyemoix)
HpOOYyKmMa(npooykmos) u niayeoo

Coenunenne 1 ofecneynBaii B CTEKISIHHBIX My3bIpbKax, comepxammx 500 wmr
TOPUIN3UPOBAHHOTO TBepAoro Bemecta. CoenuHeHne 1 BOCCTAaHABIMBAJIM Ha MeECTe
CTE€PUJIbHOW BOJIOM JJIs1 UHBEKLUH.

Ha mecrte monyuanu cienyromye NpoayKThl OT KOMMEPUECKON anTedHON OpraHu3aLuu
WJIN TIPEATIPHUSITHSL OTITOBOM TOPTOBJIH:

nedernum aus IV uadysuit

MeTpoHnAa30J1, S00 Mr, TabJIeTKH C HEMEICHHBIM BBICBOOOKIEHHEM

UHBEKLMOHHBII pacTBOp XJjopuaa Harpus cornacHo Papmakonee CoeanHEHHBIX
IlItatoB Amepuku (USP) 0,9%

BOJA JJIs1 UHBEKLUN.

enu:

Yacme 1:

I'naBHas:

Ouenuts ¢papmakokuHerndeckue napamerpel (PK) coenunenus 1 u nedenuma mocne
OJHOKPATHBIX 103 OTJENBHO M B KOMOMHAIMH (4acTh 1A).

JlonoHUTEIbHAS

Ouenuts PK merponmnnasona PK nocne oqHOKpaTHBIX 103 METPOHUA30J1a OTJIEJIBbHO U B
KoMOMHaIMU ¢ coenuHeHneM 1 u nedenumom (4actb 1B).

Onenuts PK coenunennss 1 u PK nedenmma mociie OTHOKPATHBIX 103 COBMECTHO
BBOJIUMOTO COeAUHEHUs1 | u nedenrma mpu COBMECTHOM BBEACHHU C METPOHHUIA30JIOM (4acTh
1B).

OneHutp 0€30MaCHOCTP W TEPEHOCHMOCTh OIHOKPATHOH O3Bl COequHEeHHus | B
koMOMHaIMKU ¢ UedenuMom, ¢ METPOHHIA30JoM U 0Oe3 MeTpPOHHAA30Jia, MO CPABHEHUIO C
OTAENbHBIM COeNUHeHHeM 1, nedenuMoM U METPOHHAA30JIOM Yy 3IJOPOBBIX B3POCIHBIX
IO0OPOBOJIBIIEB.

Yacmes 2:

I'naBHas

Onenute 0€30MacCHOCTh M TEPEHOCHMMOCTb MOBTOPHOW m03bl (10 cyTOK) mpu nBYX
YPOBHSX 1036l coeauHEeHHss | B KoMOMHAmMU ¢ wLedenuMOM Y 3J0POBBIX B3POCIBIX
noOpOBOJIBIIEB

JlononHUTEIBHAS:
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OneHuTh OCTATOYHBIE KOHLIEHTPALMU coeanHeHus 1 u nedenuma B riiasMe KpOBU C
NOBTOPHBIMHU 103aMU (10 CyTOK) mpu ABYX YPOBHSX 03Bl COEAMHEHH 1, BBOAUMOIO COBMECTHO
¢ nedenrMoM, y 3T0POBBIX B3POCIIBIX TOOPOBOJIBLIEB.

HccnenosaTenbckas:

OueHuth OaKTEPULMIHYIO AKTUBHOCTb B CHIBOPOTKE M MOYE B IMHKOBOW M OCTATOUHOH
KOHLIEHTPALIUSX.

Linan uccreoosanus:

OHo npexacraBisier CoOOH pPaHIOMH3HUPOBAHHOE OIHOLIGHTPOBOE HCCJIEIOBAHUE
MEKJIEKapCTBEHHOTO B3auMoeicTBus (as3bl | y 3M0POBBIX MY>KYHH- U JKEHITHH-I00POBOJIBLIEB.
HccnenoBanue coCTOsNO U3 ABYX HE3aBUCUMBIX ydacTed. Kaxmas gacTh BKIIOUasa OTAENbHbBIE
rpyrmmsl cyObekToB. JlonymeHHbM cyOBbeKTaM MO3BOJSUIA y4aCTBOBATH JIMOO B yactu 1, mubo B
YaCTH 2, HO HE B 00euX.

Yacme 1

B uacte | Brmouanmu 18 cyOBeKTOB B PaHIOMM3MPOBAHHYIO OLIEHKY C OZHOKPATHOM
10308 anst mATH 00pabOTOK COTJIACHO IUIAHY C MEPEKPHITHEM IOCJIEA0BATEIbHBIX 3 TEPHOAOB
(uactp 1A) u nepexpbiTueM 2 nepuonos (yacte 1B). CyObekToB, KOTOpBIE HE YIOBIETBOPSUIU
KaKUM-JINOO MPENATCTBYIOLINM MPaBUJIaM B 4acTu 1A, MOMyCKaiIu K IOBTOPHOW PaHIOMM3ALNN
B yactu 1B.

Yacms 2

B uactp 2 Bruoyanu 24 cyOBEKTOB B PaHIOMM3HPOBAHHYIO JBOHHYIO CJIEMYIO OLIEHKY
Tpex 00pabOTOK COTNIACHO IIJIaHy C MapajuieIbHBIMU TPYIIIAMU.

Obocnosanue

C yudeTroM JOCTYNHBIX JAHHBIX NOKJIMHHUYECKUX HCCIENOBAHUN U JAHHBIX OT BBEACHUS
OHOKPAaTHBIX M MHOTOKPATHBIX 103 y Jojaed Obuia ompaBnaHa AajbHEHImas pa3paboTka
coenuHeHusi |1 B KOMOMHAIMM C [-TaKTaMHBIM AHTHOMOTHKOM. OTO HCCJIEIOBAaHUE
obecrne4nBaio OLEHKY Oe30macHOCTH U (aPMAKOKMHETHUECKHX TapaMeTpPOB coenuHeHus | B
KOMOWHAIMHU ¢ 1eGenuMOM ¢ METPOHHUIA30JI0M U 0€3 MeTPOHUIA30J1a COTIACHO MEPEKPECTHOMY
IUIAHY C BBEIEHHEM OJHOKPATHBIX 103 B TEUEHHE HECKOJbKUX IEPUONOB B Yacth | u
0e30macHOCTH, MEPEHOCUMOCTH U (apMakoknHeTndecknx mnapamerpoB (PK) Heckompkux 103
coenHEeHus 1, BBOAMMBIX B KOMOMHALWY C [e(EnMMOM B 4acTH 2.

Coenunenue 1 BBonuim B Buze BHyTpuBeHHOH (IV) nH(pYy3uN B TeyeHne 2 4acos.

ObocHoBaHme 0TOOpa CyOBEKTOB

BcnencTeue miaHa MCCENOBAHMS, HU3KOTO PUCKA 3HAYMMOH C KIMHMYECKOH TOYKH
3peHUs] TOKCHYHOCTH TPU OXKUIAEMBIX YPOBHAX BO3IEHCTBHA W OTCYTCTBUSI KaKOW-JIHOO
MOTEHIMAJIbHON TEPaneBTHUECKOW IMOJIE3HOCTH I 3TON HMCCIeNYyEeMOH MOMyJIAIUuN OTOMpan
3I0pOBBIX CyOBEKTOB. bojee TOro, MCHojbp30BaHUE 3A0POBBIX CYOBEKTOB B OTJIMYHE OT
NAllMeHTOB O0ECIEeYMBAJIO BO3MOXHOCTh 0OJi€e YETKOW HWHTEPIPETalud Pe3yJbTaTOB
UCCIIENIOBAHNSA, TIOCKOJIbKY He ObUI0O HCKaXKarolux (PaKkTOPOB, SBISIIOLIUXCS PE3yJbTATOM
U3MEHEeHNUH OOJIE3HEHHOTO COCTOSHUS H/MITH COMYTCTBYIOIUX JIEKAPCTBEHHBIX MTPETIapaTOB.

Ipumep 8B. Yacms 1 uccreoosanus ¢ MHO2OKPAMHbIMU O030AMU
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Yacmo 14

Bce oOpaboTku B yacTu 1A ocyiiecTBisun B BUIE€ OAHOKPATHOH 2-uacoBoit IV nngysum,
U OHHU BKJIHOYaIM oOpabotku B Tabmuue 19. Bce cyObekThl mosydann Bce Tpu 0OpabOTKH.
Beenenune no3 mpoucxonuio B Jlens 1, Jlenp 4 u Jlenp 7. IlocnenoBaTenbHOCTb BBEAEHUS
PaHIOMHU3UPOBAIIH.

Omnucanus obpadorok B yactu 1A npencrasieHs! B Tadmune 19.

Tadauna 19
OopaboTka Onucanue o0padoTku
A 750 mr coequHenus 1
B 2 r uepenuma
C 750 mr coequnenust 1+2 r nedenuma
Yacms 1B

Yacte 1B Brmowanma gaBe  oOpaOOTKM, KOTOpbIE  OCYLIECTBJISLIM  COTJIACHO
MOCJIEIOBATENIbHOCTH 00pabOTKH, OMpeneieHHOH B paHIOMHU3AllMOHHOM Koje. BBeneHue m03

npoucxonamio B Jlens 10 u [lens 13. OOpaboTku onucansl B Tabmuie 20.

Tabanua 20
Oo0padoTka Onucanue o6padoTku
D MeTpoHuaaszon, 500 mr, + coequnenue 1, 750 mr, + nedenum, 2 ©
E Metponuaasosn, S00 mr, +
uedenum, 2 T

IIpumeuanust pu UCCIETOBAHUMU!

B xaxxnom nepuone oOpabOTKH MOBTOPSUIN OMpesieIeHHbIE MPOLEAYPHI MO OLIEHKE.

CyOBeKTOB OTIyCKaJU MOCJIE 3aBEPLISHHUST BCEX NpoLeayp mno oueHke B Jlens 15.

Ecnu cyObekt BbIxOommn u3 uccnemoBaHust 1o Hus 15, Bce mpouenypbl onenku ET
3aBeplIajii Ha MOMEHT MpeKpalleHHs. 3aryIlaHUPOBAHHYIO OLIEHKY, MOJIVYEHHYIO B TeueHue 1
cytok ET, mornu npumensats BMecto ET ouenku.

JlonosHUTE IbHbIE O0IINEe M HAIMPABJIEHHbIE HA CUMITOMBI IPOLIEAYPHI OLEHKH MOTJIH
OCYILECTBJISATh B APYTHE€ MOMEHTHI BpEMEHH T10 YCMOTPEHUIO IJIaBHOTO UCCIIE0OBATEeNs.

CkpuUHUHI BKJIIOYal HM3MepeHue pocra, maccel U pacuer BMI Jlenp -1 Bkirouaer
HU3MEpEeHHne Macchl U pacuer BML

Knunuko-nabopaTopHasi OLleHKa BKJIIOYaia ceposorundeckuii aHanus (HBsAg, antutena
k HCV u anturena k HIV 1 u 2) npu ckpuHuHre.

Ob6pasubl st PK uccnenoBanuii codupany nepen OCyIecTBIeHHeM Kax a0 o0paboTku
u uepe3 0,5, 1, 2 (okonwanune nHpy3unm), 2,25, 2.5, 3, 4, 6, 8, 12, 16, 24, 36 u 48 yaca nocye
Havajia uHQy3uu.

Hebnaronpusitaeie siBnenus (AE) peructpuposanu, HaunHas ¢ noceuierns ([enp -1) no
NOCJIEYIOLIEr0 KOHTPOJIbHOrO nocemenus. Jlrooeie AE, mponomkaromuecst Ipu MociaenyomemM

HaOJTIFO IEHUH, COMPOBOXKIAIU [0 Pa3pelleHus W CTaOUTH3aNH.
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CyOBeKTsl NoJTy4asu OfHY 103y HAa3HAYEHHOW paHIOMU3UPOBaHHON 00paboTku B [au 1,
4, 7, 10 u 13. Bce cyObekTsl monydainu Bce 0OpabOTKH B 3apaHee ONMPEAeNIEHHOM TMOpPsAKe
corimacHo cxeme panpomusaunud. Coemubnenue 1 u uedperum BBOmmiu IV. MerpoHnmason
BBOJIMJIM NIEPOPATBHO.

Bxmroueno omnpenenenue yposHs FSH (pomnmmkynoctumynupyromuii ropMoH) INpH
CKPHHUHTE Y KEHIIMH B BO3PACTE M10CJIE MEHOMAY3bl.

IIpumep 8C. Yacmo 2 uccneoosanis ¢ HeCKONbKUMU OO3GMU

B wactu 2 cyObeKkTOB paHIOMH3HPOBAJIM B COOTHOIIEHHHM 5:5:2 B OOHY U3 Tpex

obpaboTok B Tabmie 21.

Tabéanua 21
O6padoTka Onucanue o6padoTku
2A 500 mr coeaunenus 1+2 r nedenuma
2B 750 mr coequnaenus 142 r nepenuma
2C riane6o (COOTBETCTBYIOLIEe coequHEeHNIO 1+1iedenum)

O6pabotku ocymecTBisuin kaxabie 8 yacoB (q8h) B Bume 2-uacosoit IV unpy3um B
teyerre 10 gacoB. CyObekThl mojy4anu B OOLIe CIIOKHOCTH 28 103, IpH 3TOM OAHY JO3Y
BBoAUIU B Jlens 10.

CyOBEeKTOB OTIYCKaJIU IOCIE PACCMOTPEHUs] PE3YJIbTATOB JJAOOPATOPHBIX AHAIN30B U
OKTI B Jlens 10 u 3aBepiieHus Bcex npouenyp oueHku B Jlens 11.

Ecnmu cyObekr Bbxomun u3 uccnepoBanus 1o ua 11, Bce mpouenypbl onenku ET
3aBepluaId HA MOMEHT MPEKPALeHNs B Cllydae CyOBbeKTOB, Y KOTOPBIX HE OBbIIIH BBITIOJHEHBI BCE
MIPOLIEYPHI IO OLEHKE MOCJIE 3aKIIOUUTENBHON 03Bl HCCIEAYEMOrO Mpernapara.

CyObekTsl, KOTOpBIE NMpPEKpaIlaId y4dacThe, NOJUKHBI ObUIM 3aBEpPIIUTH MOCIEAYIOIIee
KOHTPOJIbHOE TOCeIleHne 4epe3 7 CyTok (+1 CyTkH) mocye mocienHed A03bl HUCCIeNyeMOro
npenapara.

JlonosHUTE IbHbIE O0IIME MITH HAIMPABJIEHHbIE HA CUMITOMBI IPOLIEAYPHI OLEHKH MOTJIH
OCYILECTBJISATh B APYTHE€ MOMEHTHI BpEMEHH T10 YCMOTPEHUIO IIIaBHOTO UCCIIEOBATENs.

Hsmepenue pocra u pacuer BMI tonpko npu ckpununre. Msmepenue maccel Tena npu
ckpuHuHre u B JleHs -1 (BCTyIuieHue).

OKT B [lens 1 u 10 BBIMOMHSIIM MOCIIE BBEACHUS NIEPBOI MH(PY3HH B CYTKH.

ITokazaTenn KU3HEHHO BaKHBIX (PYHKLHH BKIIFOYAIOT CHUCTOJIMYECKOE U THACTOINIECKOE
KPOBSIHOE /1aBJICHHE B IOJIOKEHUU JieXa, IMyJIbC, TeMIlepaTypy Tesla U 4YacTOTy JIbIXaTeIbHbIX
neukeHnit. B JTau 1-9 mokasarenu »KU3HEHHO BaXKHBIX (DYHKLUN PETHCTPUPOBAIH 10 U Uepe3 2
yaca mociie Haudana mnepBoi mH(y3uu B cyTku. B Jlenp 10 mokasaTeny >KU3HEHHO BaXKHBIX
($yHKIMH PErHCTPUPOBAIH IO U MOCIIE BBEIEHU 103bI (B TI000€ Bpemsi).

Hccnenyemblii mpenapat BBOAWIN B BHIE 2-4aCOBOW BHYTPUBEHHON MH(Y3UN Kakable 8
4acoB (B 001Iel CIOKHOCTH 28 1103 ¢ BBEACHNEM Mocyeanel 1031 yrpoM Jus 10).

Ob6pasubl cobupanu nepexn kaxnoit no3oit B J{uu 1 u 2 u nepen yrpenHeit no3oi B J{au 3,
5ul0.
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Ob6pasubl kposu codupainu B Jlenb 1 1o BBenenus no3el u B Jlenp 10 B koHIe nHDY3HH U
yepe3 8 uaco nocie Hadaia uHdpy3un. OOpasupl Moun cobupanu B Jlenb | 10 BBeneHus 1036l
(omuH obpaszer 3a 12 yacoB 1o BBeaeHus 103b1) U B [leHb 10 B Buae o0beIMHEHHBIX COOPaHHBIX
o0pa3uoB Bcel moun ¢ uHTepBanamu 0-4 u 4-8 yacoB nocie Havaaa HHPY3HUH.

AE peructpupoBany, HaunHas ¢ nocewenus (leHs -1) 10 nociaenyoumero KOHTPOJIBbHOTO
noceuenusi. Jlroobie AE, mponospkaromuecs npy MOCIEAYIOmeM HaOMIOIeHHH, COMPOBOXKIAIIH
10 pa3perneHust Wik CTaOuIH3aiuu.

Brxmroueno ompenenenue ypoBHs FSH (osnmmkynocTuMymupyromuii rOpMOH) TpH
CKPHHHUHTE Y JKEHIIMH B BO3PACTE MOCJIEe MEHOAY3bI.

Pesynemameur:

OtcytcTBOBANIO 3HAUUMOE paznuuue B papmakoknHeTnuecknx napamerpax AUCo.if) U
Cmax anst coepuueHust 1 wim uedenvMa Mpu COBMECTHOM BBENEHHH BYX JIEKAPCTBEHHBIX
CPEACTB B CPAaBHEHHH C BBEICHUEM JIFOOOTO M3 JIEKAPCTBEHHBIX CPEICTB OTIENBHO.

OtcyTcTBOBAJIO  3HAYMTENBHOE (DAPMAKOKHHETUYECKOE  B3aMMOJACHCTBHE  MEXKAY
METPOHHJA30JIOM U KoMOWHanwmel uedenum/coenquHenne 1 B CpaBHEHHHM C BBEIEHUEM
METPOHHAa30J1a OTAENIbHO Wiiu koMOuHauuu nedennm/coeqnaenne 1 6e3 MeTpoHUAa30a.

Kak opHOKpaTHblE, Tak M TIOBTOPHBIE J03bl HCCIEAYEMOIrO Iperapara XOpOIIO
nepeHocmuch.  OTCYTCTBOBANM 3HAYMMbBIE C KIWHUYECKOW TOYKM 3PEHUS aHOMAJUU
nokaszarejed OJKM3HEHHO BaxHbIX ¢yHkumd, OKIT wunm  pe3ynpTaToB  J1a00OpaTOPHBIX
uccnenoBanuii. Bce HeOmaronpusTHbIE SIBIEHHUSI UMeNU Ca0yi0 CTENeHb BBIPAXKEHHOCTH.

Ipumep 9. Jleuenne 0akTepuaJIbHON MH(PEKIHH C HCMOJb30BAHHEM KOMILIEKCHOMN
Tepanuu nedenuMom u coeauHeHuem 1

CyObexktaM ¢ MHQEKIMSIMH B HECKOJBKUX AHATOMUYECKHX OOJIACTSX, BBI3BAHHBIMHU
PE3UCTEHTHBIMH TNATOT€HAMM, B TOM HYHCIE C WH(PEKUMAMH HIKHUX JIbIXaTEIbHBIX MyTEH,
OCJIO)KHEHHBIMU MHTpaabnoMuHaabHbIMU HHpekuusamu (cIAl) n ocaokHEHHBIMU HH(EKINSIMH
moueBbiBOmsiMx nyred  (cUTI), Takumu kak nHeNOHEPPHUT, BBOIAT KOMOHHALIUIO

nedenuma/coenuHenus 1, Kak yKa3aHO HUXke B Ta0mLe 22.

Tabanuna 22
IIpoaoKkUTEILHOCTH
CxeMbl 103UpPOBaAHUS PaccmaTrpuBaemas nonyasius
JIe4eHHs
Coenunenue 1, 500 mr, B
KOMOUWHAINHU C nauueHTsl ¢ cUTI 5-14 cyTok
nedermmom, 2 T, IV q8h
Coenunenue 1, 500 mr, B
KOMOMHAINHU C nauueHTsl ¢ cIAl 5-14 cyTok
uedenumom, 2 r, IV q8h
Coenunenue 1, 500 mr, B MaMeHThl, THQULHPOBaHHbBIE
5-14 cyTok
KOMOUMHAIUHU C YCTONYUBBIMU TATOT€HAMU B
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uedenumom, 2 r, IV q8h HECKOJIbKUX 00JIacTsIX

Coenunenue 1, 750 mr, B
KOMOHMHAINHU C nanueHTsl ¢ cUTI 5-14 cytok

uedenumom, 2 r, IV q8h

Coenunenue 1, 750 mr, B
KOMOUWHAIIMHU C naueHTsl ¢ cIAl 5-14 cyTok

uedpenumom, 2 r, IV q8h

Coenunenue 1, 750 wr, B MAIMeHThl, THPULUPOBaAaHHbBIE

KOMOUWHAINHU C YCTOMYMBBIMU MATOTEHAMH B 5-14 cyTok
uedenumom, 2 r, IV q8h HECKOJIbKUX 00JIacTsIX

Cokpamenusi: ~=npumepHo;, clAl=ocnoxHeHHas WHTpaaOIOMUHAIbHAS WH(QEKIIUS,

cUTI=ocnoxxHeHHass WHPEKINS MOYEBBIBOIAIINX NyTe; u.=4ac; [V=BHyTpuBeHHbIiH; q8h=Tpu
pasa B CYyTKH C HHTEPBAJIOM 8 4aCOB,

O6pabotku B Tabnuie 22 ocymecTBisitoT Kaxkable 8 yacos (q8h) B Bume 2-uacosoit IV
uH}py3un B TeueHne 10 gacoB. CyObexTsl OynyT mojy4ath B 0OIIeH CJIOKHOCTH 28 103, mpu
5TOM OJIHYy 103y BBOIAT B [lenb 10.

N3o0pereHne HACTOSIIEH 3asIBKH BKJIIOYAET CICAYIOIINUE aCTIeKThI:

1. ®apmaneBTHUECKAsT KOMITO3HULIMS, COAEPIKALLAS:

(ii1) (R)-3-(2-(Tpanc-4-(2-aMUHO3 TUIIAMHUHO)LIUKJIOTEKCHIT )alleTaMHJIO0 )-2-TUAPOKCHU-3,4-

nurunpo-2H-6enso[e][1,2]okcabopuHUH-8-KapOOHOBYIO KHUCIIOTY:

H
N
H

HO™ O | ee (apmauesruuecku npuemiIeMyo COJb,

COJIbBAT, WIH (bapMaL[eBTI/I‘-IeCKI/I MPUEMIIEMYIO COJIb U COJIbBAT U

(iv) uedernmm.

2. ®apmaneBTHYECKAsh KOMITO3UIHS 110 M. 1, mpu 3TOM (apManeBTHYECKasi KOMITO3HLIHS
COCTaBJIEHA B BUJE OJHOPOAHOM KUAKOCTH, MOAXOAAIIEH NJIs1 UHBEKLIUH.

3. @apmaneBTU4YeCcKass KOMOO3ULMUA MO M. 1 miu m. 2, JONOJHUTENBHO COAep Kallas
(apmMareBTHIECKH MPHEMIIEMOE BCIIOMOTaTEIbHOE CPEICTBO.

4. dapmaneBTHYECKAs KOMITO3ULHS MO 1. 3, B KOTOPOH (hapMalieBTHIECKH MTPUEMIIEMOE
BCIIOMOTATENIbHOE CPENCTBO TPEACTaBiIsieT COoOOH aMHHOKUCIOTY WM  TPOHM3BOJHOE
MOHOCaXapuaa.

5. @apmaneBTHYECKasT KOMIO3HULUSA 1O 1. 4, B KOTOPOH (papmManeBTHIECKH MPUEMIIEMOE
BCIIOMOTaTeJIbHOE CPENCTBO MPEACTABIISIET CO00M L-apriuHuH.

6. @apmareBTHUECKAsT KOMIIO3UIUA 1O 11. 4, B KOTOPOH (papManieBTHUECKU MPUEMIIEMOE

BCIIOMOTATEJIbHOE CPENICTBO MPEACTABISAET COOOM METTTyMUH.
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7. ®apmaueBTUYecKas KOMIIO3MLHUSA IO JIOOOMy u3 mm.  1-6, JOMONHUTENBHO
coAeprKallasi BOAHBINA HOCUTEb.

8. dapmMaLeBTHYECKash KOMIIO3ULMSA 10 M. 7, B KOTOPOWU BOIHBINA HOCUTENb MPEACTABIISIET
coboii Bony 1t uHBbEKIUH, 0,9% WHBEKLIMOHHBIN PacTBOP XJIOpUAA HATPHs, 5% MHBEKIHOHHBIN
pacTBop nekcTpo3bl, 10% MHBEKLIMOHHBIN PacTBOP AEKCTPO3bl, MHBEKIIMOHHBINA PACTBOP JIAKTAaTa
HATpUsi, UHbEKLIMOHHBIA pacTBop ¢ 5% apexctposoii u 0,9% xnopuaoM HaTpus, HHBEKLHOHHbBIN
pactBop Punrepa c¢ makratoM u 5% JEKCTPO30H, HWHBEKLHMOHHBIH pacTBOp XJOpHUAA
HaTpusi/aleraTa HATPHs/TIIOKOHATA HATPUS/XJIOpUAA KaJIHs/XJIOpUAAa MArHus, WHBEKLHOHHBINA
pacTBOp XJIOpHIA HaTpus/aleraTa Kanus/anerata mMarHus B 5% AeKcTpo3e WM JIHOOble UX
KOMOUWHAINH.

9. ®dapmaneBTHYECKas KOMIO3MLUS IO Jodomy w3 mm. 2-8, umeromas pH or
npUOIU3UTENBHO 4 10 PUOIU3UTENBHO 9.

10. ®apmaneBTryeckass KOMIO3UOMA 1o Jrodomy u3 mm. 2-9, umeromas pH or
npUOIU3UTENBHO 4 10 PUOIU3UTENBHO 6.

11. ®apmaneBTHUECKass KOMITO3ULMS 10 1. 1, mpu 3TOM (papmanieBTuIecKast KOMIO3HIIUS
COCTaBJIEHA B BUJIE€ MOPOIIKA JUIsi BOCCTAHOBJICHUS.

12. ®apmauesTHyeckass KOMIO3ULMS @O 0. 11, pomonHUTENBbHO coxaepskaas

>
(bapmMarneBTHIECKH MPHEMIIEMOE BCIIOMOTaTEIbHOE CPENCTBO.

13. ®@apmaneBThyeckass KoMmo3uuus no 1. 12, B KoTOpoH (papmaumeBTHUECKH
IpUEMIIEMOE  BCIIOMOTATENIbHOE CPEACTBO TNPEACTaBIsieT CcOOOW  aMHHOKHCIOTY — HIIU
IIPOU3BOJHOE MOHOCAXapUIa.

14, ®apmanesBTuyeckass komno3uuus mno 1. 13, B KoTOpoi (papmaneBTHUECKU
IIPUEMIIEMOE BCIIOMOTaTeNIbHOE CPEICTBO MpencTaBiseT codoit L-aprunus.

15. dapmaneBTuueckas KOMIO3umMs mo n. 13, B KOTOpOil (apmaueBTHYECKH
IpUEeMJIEMOE BCIIOMOTaTEJIbBHOE CPEACTBO NPEACTABISET COOOI METIyMHUH.

16. dapmarneBTHYeCKasi KOMMO3ULMA 1O Jirobomy w3 mm.  11-14, mpu  sToMm
(dapmaneBTHYECKasT KOMIIO3HMLIUS SIBJISIETCS] MOAXOASIIEH I MHBbEKLUHU TOCJIE BOCCTAHOBJICHUSI
BOJHBIM HOCUTEJIEM.

17. ®apmauesTudeckas KOMIO3MLMS IO M. 15, B KOTOpPOW BOIHBIH HOCHUTEIb
npencTasisier codoit Boay ans uHbeKIui, 0,9% WHBEKIHMOHHBINA pacTBOP XJjopuaa Hatpust, 5%
MHBEKIMOHHBII pacTBOp AEKCTPo3bl, 10% MHBEKLMOHHBIM PacTBOP AEKCTPO3bl, HHBEKLIMOHHBIHI
pacTBOp JIaKTaTa HAaTPUsi, HHBEKLMOHHBIN pacTBOp ¢ 5% nexctposoit u 0,9% xiaopuaom HaTpus,
UHBEKLMOHHBII pacTBOp PuHrepa c mnaxtatoM u 5% nOeKCTpO30H, MHBEKLIMOHHBIH PacTBOP
XJIOpUAa HaTpus/anerara HATPUs/TIIOKOHATA HATPUA/XJIOpUIA KaIMs/XJIOpUAA MarHus,
MHBEKLWOHHBIN PacTBOp XJOPHUIA HATpUs/alleTaTa Kanus/anerata Maraus B 5% JeKcTpose Wim
r00bIe UX KOMOWHALMH.

18. ®apmanesBruyeckass KoMmosuuus no Jrobomy u3 mm. 11-17, mpu  sTom
bapmanieBTHUECKasT KOMITO3ULUS SIBJSIETCSl CTaOMiIbHON npu npubmmsurensHo 25°C + 2°C/RH

60% = RH 5% B Teuenue no MeHbliueil Mmepe 12 Mecsies.
1Y
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19. ®apmanesTryeckast KoMno3unus no jmodomy w3 m. 1-18, B xoropoit (R)-3-(2-
(Tpanc-4-(2-aMUHO3THIIAMUHO )IIUKJIOT€KCHIT )alleTAMH 10 )-2-THAP OKCH-3,4-nuruapo-2H-
oemso[e][1,2]okcaboprHuH-8-kapOOHOBasi KHCJIOTA, ee (hapMaleBTHUECKH TpUemMyeMasi COJb,
COJIbBAT WIH (apMalleBTHUECKH NTPUEMJIEMAsi COJIb M COJIbBAT SBJISIFOTCS] KPUCTAJUINYECKUMU.

20. dapmarneBTHueckast koMno3unus no n. 19, B koropoi kpucraumyeckas (R)-3-(2-
(TpaHc-4-(2-aMUHO3TUIIAMHUHO )LIUKJIOTEKCHIT )aLle TAMHI0)-2-THAP OKCH-3,4-nuruapo-2H-
6enso[e][1,2]okcabopurnH-8-kapOOHOBAsT KUCIIOTA MPUCYTCTBYET B (hOpME €€ TUTHAPOXIOpHAA
WM COJIbBATA.

21. ®dapmaneBTryueckass KOMIoO3unus no n. 19 unm n. 20, B KOTOPOM KPUCTAIINYECKUN
nuruapoxyopun (R)-3-(2-(Tpanc-4-(2-aMHHO3 THIAMUHO ) IUKJIOTEKCHJT )alleTaAMUI0 )-2-TUIPOKCH-
3,4-nurunpo-2H-6en3o[e][ 1,2]okcabopuHuH-8-kapOOHOBOH KHUCJIOTHI MPUCYTCTBYEeT B (opme
COJIbBAaTa MOHOTU/pATA.

22. ®apmaineBTHYeCcKass KOMIO3WIMs 1O m. 21, mpu 3ToM Kpuctajumdeckas (opma
XapaKTepPU3yeTCsl MOPOLIKOBOW PEHTreHOBCKOW audpakrorpammoii (XRPD), mo cymectsy,
TAKOM JKe, KaK MpencTaBleHHast Ha (ur. 2.

23. dapmaueBTHUECKas KOMIO3WOMA 1Mo 1. 21, mpu 3TOM KpucTayumdeckas (opma
XapaKTEePU3yeTCs MOPOLIKOBONW peHTreHOBCKoW audpakrorpammoin (XRPD), mo cymectsy,
TAKOM JKe, KaK MpecTaBleHHast Ha (ur. 3.

24. dapmaueBTHUeCKas KOMIO3MOMsA 1Mo . 21, mpu 3TOM KpucTayumdeckas (opma
XapaKTepu3yeTcsi TMOPOIIKOBONM peHTreHoBckor audpakrorpammoit (XRPD), copepkameii
XapaKTepUCTUUECKHE MUKU CO 3HadeHneM 20 npubnusurenvHo 7,0°40,1°, co 3naueHumem 26
npudmsuTensHo 14,1°+0,1°, co 3nauenunem 26 npubnusurensHo 20,2°+0,1°, co 3HaueHueM 26
npuO3uTeNbHO 24,6°+0,1° u co 3HaueHueM 260 npubnusurensHo 27,7°+0,1°.

25. ®@apmaneBTHUECKass KOMIO3ULMS MO M. 24, MpU 3TOM MOPOILIKOBAs PEHTI€HOBCKAs
mu¢paxkrorpamma (XRPD) nononHUTENBHO COOEPKUT XapaKTEPUCTUUECKHE TUKU CO 3HAYSHHEM
20 npubnamsutenbHo 10,5°+0,1°, co 3naueHuem 20 npubnuszurenpbHo 18,9°+0,1°, co 3HaUYeHHEM
20 mpubmusutenbHo 23,7°+0,1°, co 3HayeHuweMm yria 20 mpubnusurtespHo 25,6°+0,1° u co
3HaueHueM 20 npubnusurenpHo 29,6°+0,1°.

26. dapmaueBTHYECKass KOMIO3UIMsS 1O Jrodomy wu3 mm. 1-25, mpu  3ToM
dapmaneBTHYECKasT KOMITO3UIMS conepkuT npuoamurensao 500 mr (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alleTAMU/IO )-2-THIPOKCHU-3,4-aurunpo-2H-
oemnso[e][1,2]okcaboprHUH-8-KapOOHOBOW KHUCIIOTHI, e (papMaleBTUYeCKH MPUEMIIEMON COJIH,
coJbBaTa WK (papMarieBTHYECKH MPUEMIIEMOI COJIN 1 COJIbBATA.

27. <dapmaueBTHUECKas KOMIO3UIMS 1O Jrodomy u3 mm. 1-25, mpu  3TOM
dapmaneBTHyeckast ~ KoMrosunms  comepxkur  okomo 750  wmr  (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alleTAMU/IO0 )-2-THIPOKCHU-3,4-aurunpo-2H-
oemso[e][1,2]okcaboprHUH-8-KapOOHOBOW KHUCIIOTHI, €€ (papMaleBTUYECKH MPUEMIIEMON COJIH,
coJbBaTa WK (papMarieBTUYECKH MPUEMIIEMOI COJIN U COJIbBATA.

28. dapmaueBTHUeCKas KOMIO3UIMS 1o Jmodbomy wu3 mnm 1-27, mpu  3ToM

2

dapmarieBTHUECKasT KOMITO3ULIUS COAEPKHUT OKOJIO 2 T edenuma.



74

29. Criocob neyeHust OakTepuabHON MHMEKINH y CYyObEeKTa, HYKOAIOIIEroCsl B 3TOM,
BKJTIOYAIOLINI BBEICHUE CYOBEKTY (hapMaleBTUUEeCKONW KOMITO3UIIUH I10 JIFo0oMy u3 mit. 1-28.

30. Cnoco0 mo mobomMy u3 1. 29, mpu 3ToM (papManeBTHUECKYI0 KOMITO3ULIUKO BBOJST
nocpencTsoM BHyTpuBeHHOM (IV) nndysum.

31. Cnocob6 no m. 30, mpu 3ToM mepuon HHOPY3UU (apMaleBTUUECKOW KOMIIO3ULIMU
COCTABJIIET OKOJIO 2 4acoB.

32. Kpucrannmuueckas dopma (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT€KCHIT )alleTAMUIO )-2-THIPOKCHU-3,4-aurunpo-2H-

Oenso[e][1,2]okcabopuHUH-8-KapOOHOBOM KHUCIIOTHI:

H
N
HzN \/\N“.O/\Q};O’ B\,D
H

HO™ "0 | ee ¢dapmauesTHyeckun mnpuemiIeMol Coiy,

2

COJIbBATa, MU (papMaLIEBTUYECKU TPUEMIIEMOH COJI U COJIbBATA.

33. Kpucrannmuueckas dbopma (R)-3-(2-(Tpanc-4-(2-
AMUHOA3THUJIAMHHO ) [TUKJIOT€KCHIT )alle TAMHIO )-2-THAPOKCH-3,4-muruapo-2H-

oemso[e][1,2]okcabopuHuH-8-KapOOHOBOW KHUCIIOTHI:

H
N
HzN \/\N\-'mo, B\,D
H

HO™ "O ee nuruppoxmopuma umm conbBaTa.

34. Kpucramnnueckas gopma no 1. 33, npu stoMm aurunpoxiopun (R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT€KCHJT )alleTAMUIO0 )-2-TH IPOKCHU-3,4-aurunpo-2H-
6enso[e][1,2]okcabopuHnH-8-kapOOHOBOH  KHUCJIOTHI ~ IPHUCYTCTBYeT B (opMe cosbpBara
MOHOTHJIpaTa.

35. Kpucrammmyeckas ¢opma mno 1. 34, mpu 5TOM Kpuctaumdeckas (opma
XapaKTepU3yeTCsi MOPOLIKOBOW PEeHTreHOBCKOW audpakrorpammoii (XRPD), mo cymectsy,
TAKOM JKe, KaK MpencTaBlieHHast Ha (ur. 2.

36. Kpucramumveckas ¢opma mno n. 34, mpu 3TOM Kpuctajummdeckas (opma
XapaKTepPU3yeTCsl MOPOLIKOBONW PEHTreHOBCKOW audpakrorpammoii (XRPD), mo cymectsy,
TAKOM JKe, KaK MpencTaBleHHast Ha (ur. 3.

37. Kpucrammmueckas ¢opma mno m. 34, mpm 3TOM KpucTajuimdeckas (opma
XapaKTepu3yeTcsi TMOPOIIKOBOW peHTreHoBckor audpakrorpammoit (XRPD), comepkameii
XapaKTepUCTUYECKHE MUKU CO 3HadeHweM 20 mpubnusurensHo 7,0°40,1°, co 3HaueHmem 26
okoso 14,1°+0,1°, co 3nauennem 26 okomo 20,2°+0,1°, co 3Hauennem 26 oxono 24,6°+0,1° u co
3HaueHuneM 260 okojo 27,7°+0,1°.

38. Kpucramnmueckass ¢opma mo 1. 37, mpu 3TOM NOPOLIKOBAs PEHTTEHOBCKAs

midpakrorpamMma (XRPD) nonoaHUTENBHO COAEPIKUT XapaKTEPUCTUIECKUE TUKU CO 3HAYEHUEM
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26 okono 10,5°+0,1°, co 3HaueHuem 20 okojo 18,9°+0,1°, co 3Hadenuem 26 okono 23,7°+0,1°,
co 3HadeHneM 20 okouio 25,6°+0,1° u co 3naduenuem 26 okono 29,6°+0,1°.

39. Kpucrammnueckas gopma no 1. 33, npu stom aurunpoxiopun (R)-3-(2-(tpanc-4-(2-
AMUHOASTHUJIAMUHO ) [IUKJIOT€KCIIT )alle TAMUIO )-2-THAPOKCH-3,4-muruapo-2H-
6enzo[e][1,2]okcabopuHuH-8-kKapOOHOBOW KUCIIOTHI SIBISETCS] O€3BOIHBIM.

40. Kpucrammuueckass ¢opma mo m. 39, mpu 3TOM KpuCTaiMueckas Qopma
XapakTepu3yeTcsi MOPOLIKOBOI peHTreHoBckoi audpaxrorpammoii (XRPD), mo cymectsy,
TAKOM JKe, KaK MpeacTaBlieHHast Ha ¢ur. 8.

41. Kpucramnuueckass ¢opma mno m 39, mpu 3TOM KpucTtamueckas (opma
XapaKTepU3yeTcsi TMOPOIIKOBOW peHTreHoBckor audpakrorpammoit (XRPD), comepkameii
XapPaKTePUCTUYECKUE THKUA CO 3HadeHueM 20 oxono 7,3°+0,1°, co 3HaueHuem 20 OKOJIO
14,5°+0,1°, co 3Hauenmem 20 oxono 18,0°+0,1°, co 3Hawenumem 26 okomno 19,7°+0,1°, co
3HaueHneM 260 okojio 24,0°+0,1° u co 3Hauennem 26 okomo 27,3°+0,1°.

42, Kpucrammmueckas ¢opma mo m 41, mpu 3TOM MOPOIIKOBAsi PEHTTEHOBCKAsS
mudpakrorpamma (XRPD) nonogHUTENBHO COAEPIKUT XaPAKTEPUCTUIECKUE MTUKU CO 3HAYCHUEM
26 okono 10,8°+0,1°, co 3HaueHuem 20 okojo 16,6°+0,1°, co 3HageHuem 26 okono 19,6°+0,1°,
co 3HaueHneM 20 oxojio 23,3°+0,1°, co 3HaueHuem 20 okosio 24,3°+0,1° u co 3HaueHueM 260
0K0J10 29,3°+0,1°.

43. ®apmaneBTUYECKasi KOMIIO3ULIUSA, COAEpIKaLIas:

KPHUCTAJUTHUECKYI0 popMy 1o Jrobomy u3 . 32-42, ee papmManeBTHIECKU NPHEMIIEMYIO
COJIb, CONIbBAT WJIH (hapMaLEBTHUECKH MPUEMIIEMYIO COJIb U COJIbBAT U

nedenim.

44, ®dapmaneBTHyeckass KoMmo3uuus no 1. 43, mpu 3ToM (papmaneBTHYECKas
KOMIIO3ULIMS COCTABJIEHA B BUE OAHOPOJHON JKUAKOCTHU, NOAXOASINEH AJI HUHBEKLUH.

45. ®apmaneBTUYECKast KOMIO3ULMS 1O 1. 43 winu 1. 44, JONOJHUTENBHO COAEpIKaLIas
BOJIHBII HOCHUTEID.

46. dapmaneTryueckass kKoMno3unus no n. 44 unum n. 45, umeromas pH ot okono 4 no
OKOJIO 6.

47. ®apmaneBTHyecKass KoMmo3uuus no 1. 43, mpu 3ToM (papmaneBTHYECKas
KOMITO3UIIMS COCTAaBJIEHA B BUJE IMTOPOLIKA /JI1 BOCCTAHOBJICHMUSI.

48. ®@apmaneBTHyeckass KoMmo3uuus no n. 47, mpu 3ToM (papmaneBTHYECKas
KOMIIO3ULIMS SIBJISIETCS MOAXOMALIEH JIs1 MHBEKLIUU MTOCIe BOCCTAHOBJIEHHS! BOAHBIM HOCHUTENEM.

49. @apmaneBTHUECKas KOMMO3ULUSA TO JMoO0oMy u3 mmn. 43-48, MOMOJHUTENBHO
comepskamiast papMaLeBTUIECKU PUEMIIEMOE BCIIOMOTaTelIbHOE CPENICTRO.

50. dapmaueBTHueckas Kommosuius 1o 1. 49, B KOTOpoH (hapMaLeBTHUECKH
NPUEMJIEMOE  BCIIOMOTATENIbHOE CPEACTBO TMPEACTaBIsieT COOOW  aMHHOKUCIOTY — UK
MIPOU3BOJHOE MOHOCAXapUa.

51. dapmaueBtnueckas kommoszuiuss mo 1. 50, B KOTOpoil (apManeBTHUECKU

IPUEMJIEMOE BCIIOMOTaTeNIbHOE CPEICTBO MpencTaBiseT codoit L-aprunus.
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52. dapmaueBTnueckas kommosduius mo 1. 50, B KOTOpo#l (papManeBTHUECKH

PUEMIIEMOE BCIIOMOTaTEeNIbHOE CPEICTBO MPEACTABISAET COOOH METTTyMUH.
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®OPMYJIA U3OBPETEHUS
1 Kpucrammuueckass ¢opma MoHoruapara pauruppoxiopuna(R)-3-(2-(tpanc-4-(2-
AMUHOASTHUJIAMUHO ) [TUKJIOT €KCHIT )alle TAMHIO )-2-THAPOKCH-3,4-muruapo-2H-

oemso[e][1,2]oxkcaboprHUH-8-KapOOHOBOM KUCIIOTHI:

H
m“
HaN o~ 308
H
HO” SO

2. Kpucrammmueckass ¢opMa MOHOrHApata Mo 1.1, OTIMYAKOLIAasICs TEeM, YTO
KpHCTajutnueckass (opMa XapakTepuU3yeTcs MOPOIIKOBOW PEHTTeHOBCKOH audpakTorpaMmon
(XRPD), comepskameli XapakTepUCTUYECKHE THKH CO 3HaYeHueM 20 mnpuOIn3uTeIbHO
10,5°+0,1°, co 3nauenunem 20 npudmmsuTenbHo 16,1°+0,1° u co 3HaueHueM 260 nmpudIU3UTETHHO
19,3°+0,1°.

3. Kpucrammnaeckast popMa MOHOTHIpATA T10 11.2, OTJIMYAOLIASICS TEM, YTO IMOPOIIKOBAs
pentreHoBckast auppakrorpamma (XRPD) nomosHUTENBHO COOEPKHUT XapaKTEPUCTUUECKHE
MUKA €O 3HaueHweM 20 mpubnusurtensHo 12,7°+0,1°) co 3HadeHueM 260 TNPHOIM3UTENBHO
14,9°+0,1° u co 3HaueHueM 20 mpudnusutenbao 18,9°4+0,1°.

4. Kpucramnmueckas ¢opMa MOHOTHApata Mo 1.1, OTIMYaroMmascs TeM, 4YTO
KpHcTajuinueckass (opMa XapakTepU3yeTcs IMOPOIIKOBOW PEHTTeHOBCKOH audpakTorpamMmoit
(XRPD), conepskarueii mo MeHblel Mepe IsITh MUKOB, BEIOPAHHBIX U3 MTUKOB CO 3HAa4YeHHEM 26
npubmsuTensHo 10,5°+0,1°, co 3nauenunem 26 npubnusurensHo 12,7°+0,1°, co 3HaueHuem 26
npubmsuTensHo 14,9 °+0,1°, co 3HaueHuem 20 mpudnmsurensHo 16,1°+0,1°, co 3Hauennem 26
npubnusutenbHo 18,9°+0,1°, co 3Havenuem 20 npubmmsurenapHo 19,3°+0,1°, co 3HaueHuem 26
npubnusuTenbHo 20,6°+0,1°, co 3HavenueM 20 npudmmsurenapHo 22,9°+0,1°, co 3HaueHuem 26
npubnusuTenbHo 23,7°+ 0,1° u co 3HaueHueM 26 nmpudnusuTesbHo 25,6°+0,1°.

5. @apmaneBTUYECKasi KOMIO3ULIUS, COepIKaIas:

(1) MOHOTHpAT muruapoxiopuna(R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT€KCHIT )alle TAMUIO )-2-THIPOKCHU-3,4-aurunpo-2H-
oenso[e][1,2]okcabopuHIH-8-KapOOHOBOM KUCIOTHI; U

(1) nedernum.

6. ®apManeBTHUYECKAsi KOMIIO3ULIUS 110 I1.5, JOTIOJHUTENBHO coAepsxamas L-aprunus.

7. ®apmaneBTHYeCKass KOMIIO3ULMS MO I.5, NPUrOTOBJIEHHAas B BHUAE TOMOIE€HHOU
SKUJKOCTH, MPUTOXHOM JJIsl UHBEKLU.

8. dapmanesBTHYECKass KOMIIO3HLHA MO .5, AOMOJHUTENBHO COHAEpKallas BOAHBIN
HOCUTETIb.

9. MapmaneBTHUECKass KOMIIO3ULMA 10 1.8, uMerwmas pH or npumepHo 4 10 npuMepHO
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10. dapmaueBTHUeCKas KOMIIO3UIMA IO .5, rae (apmaneBTHUECKas KOMITO3HMLIUS
cogepxxut okosno 500 mr (R)-3-(2-(Tpanc-4-(2-aMUHO3THIIAMHHO )IMKJIOTEKC I )alleTaMHI0)-2-
rugpokcu-3,4-nurunpo-2H-6en3ol e][ 1,2 JokcabopuHuH-8-kapOOHOBOM KUCIOTHI.

11. dapmaueBTHueckas KOMIIO3ULIMA MO M.5, rae (apmaneBTHUECKass KOMITO3HMLIUSA
comepxkut okoio 750 mr (R)-3-(2-(TpaHc-4-(2-aMUHO3 THJIAMUHO )IUKJIOTE€KCHIT )alleTaMU/I0)-2-
ruapokcu-3,4-muruapo-2H-6enzo[e][ 1,2 JokcabopuHUH-8-kapOOHOBOM KUCIIOTHI.

12. ®apmaueBTHyeckass KOMIO3UIMA MO IS, rae ¢apmMauneBTHYeCKas KOMIIO3ULIHS
COIEPKHUT MPUMEPHO 2 T nedenuma.

13. Cnioco0 nedveHusi OakTepwanbHOM MH(EKIMU Y HYKIAIOLIErOCsS B 3TOM CyOBEKTa,
BKJIFOUAOLIMH BBeEHHE CYOBEKTY (hapMaLeBTUUECKON KOMITO3HIIMK 10 T1.5.

14. ®apmaneBTUdeCKasi KOMNO3ULUSA, COAEPIKALIAs:

(1) xpucrammmueckyro ¢opmy MoHoruzapara auruapoxsiopuna(R)-3-(2-(tpanc-4-(2-
AMHHO3TUJIAMUHO ) IUKJIOT €KCHIT )alleTAMUIO )-2-THIPOKCHU-3,4-aurunpo-2H-
6enzo[e][1,2]okcabopuHUH-8-KapOOHOBON  KHCJOTBI,  XapaKTEPU3VIOIIYIOCS  MOPOLIKOBOH
pentreHoBckoli nudpakrorpammoii (XRPD), conepikameii XapakTepUCTHYECKHE NHKH CO
3HaueHueM 20 npudnusurenbro 10,5°+0,1°, co 3Hauenuem 20 npudnausutensao 16,1°+0,1° u co
3HaueHueM 20 npubnusurenbao 19,3°+0,1°; u

(11) nedernum.

15. ®@apmaneBTUyeckass KOMOO3ZULMA MO I.17, OTAMYAOIAsCA TE€M, YTO MOPOLIKOBAs
pentreHoBckast audpakrorpamma (XRPD) nomosHUTENBHO COOEPKHUT XapaKTEPUCTUUECKHE
MUKA €O 3HaueHweM 20 mpuOnusurtensHo 12,7°+0,1°) co 3HadeHueM 260 npHOIM3UTENBHO
14,9°+0,1° u co 3HaueHnem 20 npudnausutenbao 18,9°4+0,1°.

16. ®apmaneBTHYECKast KOMIO3ULUSA MO 1. 17, HOMOJIHUTENBHO conepskamasi L-apruaus.

17. Cnocob neueHusi OakTepuaNbHOW MHQEKIUH Yy HYXKIAKOLIErocs B 3TOM CyOBEKTa,
BKJIIOYAIOIIH BBEIEHHE CYOBeKTY (papMalieBTHIeCKOH KOMITIO3UIMY 110 11.17.

ITo noBepenHoCTH
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