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(57) Us3o0perenne oTHOCHTCS K CTaGMIBHOM JIeKapCTBEHHOH (OpMe JUis MApEeHTEPaNbHOTO BBE/ICHHS C

TOTOBBIM K HHBEKIIMU CTEPUIBHBIM CTa0MIBHBIM BOJHBIM PaCTBOPOM LieTpopeinKca anerara. Hacrosiee
n300peTeHne TaKk)ke OTHOCHTCS K YCTPOICTBY AJsI HHBEKIMH, IIPEJBAPUTEIHLHO 3aII0THEHHOMY TOTOBBIM
K HMHBEKIWU CTEPWIBHBIM CTaOMJIBHBIM BOJHBIM pacTBOPOM IIeTpopenukca arerara. Hacrosimee
M300peTeHre OTHOCUTCS K CIOCO0Y IMOJABJICHHsS MPEXKIEBPEMEHHOTO BCIUIECKA JIOTEHHU3UPYIOIIETO
TOPMOHA y JKEHIIUH, MOABEPralOIUXCS KOHTPOIMPYEMON CTHMYNISALHU SUYHUKOB, BKJIIOYAIOILEMY
CTaOMJIbHYIO JIEKapCTBEHHYIO (OpMY /Ul MapeHTepallbHOIO BBEICHMS C TOTOBBIM K HHBEKIUH
CTEPUJIBHBIM CTAOMIILHBIM BOJJHBIM PACTBOPOM LIETPOPEJIMKCA aleTara.
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CTABMJIBHASA JIEKAPCTBEHHASA ®OPMA INETPOPEJIMKCA ATIETATA JJIA
ITAPEHTEPAJIBHOI'O BBEJIEHUA

O0nacTh TEXHUKU

Hactosimmee wu300pereHne OTHOCUTCS K CTa0WIBHOW JIEKapCTBEHHOH Qopme s
NAPEHTEPAIbHOIO BBEIAEHHS C T'OTOBBIM K WHBEKIHMHU CTEPUIbHBIM CTAOMIIBHBIM BOJHBIM
pacTBOpOM LieTpopenukca anerata. Hacrosiiee n3obperenne Takke OTHOCUTCSI K YCTPOHCTBY
IUIl WHBEKUUH, TNpeNBapUTENIbHO 3alOJHEHHOMY TOTOBBIM K HWHBEKLHUH CTEPHUIIbHBIM
CTa0MJIbHBIM BOAHBIM PaCTBOPOM LieTpopeirkca auerara. Hacrosiiee n3oopeTeHne OTHOCUTCS
K croco0y TMOAaBIEHHs MNPEKIEBPEMEHHOIO BCIUIECKA JIOTEHHU3UPYIOIEro TOPMOHA Y
JKEHIIWH, NOJBEPraloluXcs KOHTPOJUPYEMONW CTUMYJSALIMU SIMYHUKOB, BKIJIIOYAIOIIEMY
CTaOUIIBHYIO JIEKAPCTBEHHYIO (hOPMY JUTs TAPEHTEPATbHOTO BBEIEHHSI C TOTOBBIM K HHBEKIIUU

CTepPUIbHBIM CTA0MJIBHBIM BOJHBIM PACTBOPOM LIETPOPEITUKCA aLleTaTa.

YpoBeHb TEXHUKHA

Llerpopenukc  mpencTaBisieT COOOW  aHTArOHUCT  TOHAJOTPONUH-PUIIM3UHT-TOPMOHA
(antaronuct  GnRH),  anerun-D-3-(2'-nadTmn)-ananun-D-4-xnopdennnanannn-D-3-(3'-
nUpUAn)-anaHuH-L-cepun-L-tupo3un-D-iurpynus-L-nelinus-L-apruaus-L-nponus-D-

amanun-amun  (C7oHo2CIN17014), xapakrepusyromnuiics —ciueayromeid  Gopmynoi.  OxH
MpeCcTaBJsieT COOOM AeKanenTH I ¢ KOHIEBOH aMuaHOM rpymnmnoi. OH AefCTByeT MOCpPenCTBOM
onokuposanusi aevicteusi GnRH Ha rumodus, ¢ obecrneyeHneM TakuM oOpa3oM ObICTPOro
NOJABJIEHUS]  TPONYLUMPOBAHUS W JNEHCTBHUS  JIIOTEMHM3MPYIOLIETO  TOPMOHA U

(hOJTHKYJIOCTUMYJTPYOIIErO TOPMOHA.

o NH, H NH2

ngLAn/; J{rf

CI

0]

I[J'I;I NMapeHTCPAJIbHOTO BBECACHUA HeO6XOI[I/IMbI BOOHBIC paCTBOPLI NCIITUAOB. OI[HaKO BOJHbBIE
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PaCTBOPLI IENTUAOB, TAKHUX KaK LHETPOPECIIMKC, MOABEPKEHBI XUMUYICCKOMY PA3JIOKCHUIO. Onu
TAKXKE CKJIOHHBI K arpe€raivu, B p€3yJjibTaTeC Y€ro nNp1u XpaHCHUHN YBECJINUYUBACTCA MYTHOCTD UJIHU

MOMYyTHEHHE PacTBOPA.

IlepsbIM TIpOAyKTOM Ha phiHke sasics  Cetrotide®. On  moctymen B Bume
MOo(QUITN3UPOBAHHOTO MOPOIIKA B CTEKJITHHBIX (hIakoHax, coxepskamux 0,25 mr wiu 3 mr
uerpopenukca. [IpeasapurenbHO 3aN0IHEHHBIN CTEKIISHHBIN IIPUL, COAep Kauii | M1 umm
3 MJI CTEpPHIIbHON BOABI IJIs1 HHBEKLUH, IPEAOCTABIISIETCS] OTAEIBHO, & PACTBOP FOTOBST TOJIBKO
nepen unbeknuen. Takum o0pa3om, mHepBbI NMPOAYKT OOecHeyms peleHHe MpoOIeMbl
pa3NIo’KeHUs] B BOJHOM pPacTBOPE, NMPOCTO MyTeM H30€KaHHsI IPUTOTOBJIEHUS JIEKAPCTBEHHON
dopMbl, coxepxkamield BOAHBIA pPACTBOP, KOTOPBIH HEOOXOAMMO XpPaHUTb B TEUYCHHE
JUTUTEIBHOTO BpeMeHH. BMecTo 3TOro BoAy yaasisiiv U FOTOBIIIN JIMO(UIN3AT BO N30eKaHne
npoOsieM ¢ HecTaOMIbHOCTBI0. OTHAKO TaKoe peleHne mpoOIeMbl UMEET SIBHbIE HEJOCTATKU —
(1) noporoii u AUTENBHBIH po1ecc; (2) MPOXYKT He SBJISETCS TOTOBBIM K MHBEKIIUU U TpeOyeT
BOCCTAHOBJICHUsI Tiepe]] BBeleHHeM, U (3) BOCCTAHOBJICHHBIH PacTBOp CTAOMIIEH TOJIBKO B
TeyeHHe KOPOTKOro mepuosa Bpemenn. Takum obpasom, Cetrotide® He ymosmerBops

nOTpeOHOCTh B TOTOBOM K MHBEKLIUM BOJHOM PacTBOPE.

B marente CIIIA 7718599 packpbITO, 4TO BOIHBIE PACTBOPBI LIETPOPENIMKCA CKIOHHBI K
arperauyu. ITom  MuKpockOmoOM B TIOJSIPU30OBAHHOM  CBeTe  HaOJIONAJIHCh
KUIKOKpHCTAIMUeCKue CTpykTypbl. K pactBopam merpopenukca aunerara (2,5 wmr/min)
A00aBIISIIH TJIFOKOHOBYIO KHCIIOTY, IIPUYEM MPH KOHLEHTPALMSX TIIFOKOHOBOH KHCJIOThI MEHEe
0,07%, mpuBomsuux k pH 3,7, arperauus HaOmonanack B redenue 2 nueid. [Ipu pH Gonee 3,7
coobmanock 00 aHamoruuHOM mnpobneme. Korma KOHLEHTpAIMIO TIIFOKOHOBOW KHCJIOTBI
nobitany 10 0,71%, yro nmpusomwio k pH 3,1, arperanus HaOmonanacek yepe3 12 qHel, 4to
yKa3plBaJIO Ha TO, 4YTO Oojiee BBICOKHE KOHLEHTPALMH TJIFOKOHOBOH KHCJIOTBI W,
cienoBarenbHO, Oonee HU3kuii pH npuBoaum K yiydimenuro. HemoctatkoM TaHHOTO criocoda
SBJISIETCS. TO, YTO CTENEHb PELICHUs NpPOOJeMbl arperaluyd 3aBUCUT OT KOHLEHTPALUH
TJIFOKOHOBOM KUCIIOTBI, ¥ YeM OOJIbIIIE MIFOKOHOBON KHCIIOTHL, TeM Hike pH. OHako B maTeHTe
CIIIA 7718599 He coobrmaercst o BiussHiA pH Ha XUMUYECKYIO CTaOMIBHOCTD LETPOPETTHUKCA.
Kpome ToOro, cocraBbl, B KOTOpPHIX HE HAONIONAJOCh arperanuyd B XOAE HCCIEIOBAaHHN
CTa0MJIBHOCTH TIPU JUINTENBHOM XpaHEHWHW, He Obuin mpexncraBieHbl. B marente US

2013/0303464 omucaH TOTOBBIM K MNPUMEHEHHIO BOAHBIN TMpemapar LEeTPOpPESTUKCa,

COJIEp KaLMM LETPOPEINKCa alleTaT, JeASHYI0 YKCYCHYIO KHCJIOTY, CPEACTBO JJIs peryJsiliu
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TOHMYHOCTH U BOAy aiisi mHbeKIui. [lomxomsammii pH Obu1 mpomumrocTpupoBaH Ha padounx
npuMepax, B KoTopsix pH cocrasisin npubmusurensho 3. [Ipennoutnrensusiii pH mo nannomy

U300peTeHNI0 coCcTaBsut OT 2,8 10 3,5.

B narente CIIIA 7214662 onucaHbl BOAHbIE PACTBOPHI MENTHUIOB, B TOM UHUCJIE LETPOPEINKCa
areraTa, M MpeaJIoXKeHbl peLIeHns] IpoOaeMbl arperaiui. B 3ToM nokyMeHTe NoKa3aHo, YTo
KapOOHOBBIE KHCJIOTBI U OCOOEHHO THUAPOKCHUKAPOOHOBBIE KHCIIOTHI, MPEATIOUTUTEIBHO
TJIFOKOHOBAsI KUCJIOTA, B KOMOMHAIIMH C TOBEPXHOCTHO-AaKTUBHBIM BEIIECTBOM OOECIIEUNBAIOT
yMeHbIeHue arperaimn. [Ipumenenne kapOOHOBOH KHCIOTHI cortacHo nareHty US 7214662

NpUBOAWIO K HU3KOMY pH, Hanpumep, pH ot 2,5 1o 3.

Onucanue u3odbperesust

3agadell HacTOALIErO HM300peTeHus sBJsETCs OOecreveHue JIeKapCTBEHHOW (OPMbI ISt
MapeHTePATbHOTO BBEICHUS, COAEpIKaIlel TOTOBBbIA K MHBEKIUH CTEPUJIbHBIA CTaOMJIbHBIN
BOJIHBIN PaCcTBOP LIETPOpENHKCa aerata. J{pyroi 3anavaii HACTOSIIETO U300PETEHUS SBIISETCS
obecrieueHne ycTpoOCTBA ANl WHBEKLUH, MPEIBAPUTENIBHO 3aIOJIHEHHOTO CTEPUIIbHBIM
CTa0MJIbHBIM BOJHBIM PAacTBOPOM LETpOpeHKca amnerara. Hcmonp3yemblii B JTaHHOM
JOKYMEHTE TEPMUH «T'OTOBBIM K UHBEKLIUN) OTHOCUTCS K TOTOBOMY K HHBEKIIUH, CTEPUIIBHOMY
CTa0MJIbHOMY BOJHOMY pAacTBOPY LETPOpPEIHMKCA alerara, KOTOPbI MOAXOIUT MAJIs
HEMOCPEICTBEHHOIO MOAKOXHOTO WM BHYTPUMBILIEUHOTO BBEINEHHUS, T. €. OH SBISETCS
TOTOBbIM K MHBEKLUU U HET HEOOXOIMMOCTH €r0 BOCCTAHOBJICHHUS] WM Pa30aBlieHHs mepen
uHbeKUMeH. B yacTHOCTH, emme oaHOM 3aaueil sIBIseTCst TO, YTOOBI CTEPHIIbHBINA CTA0MIIbHBIN
BOJIHBIII pacTBOp LETPOpENMKCa alleTaTa, paclpelesieHHbI B YCTPOWCTBO Ui MHBEKLUH,
KOTOPBIH SIBJIIETCSI TOTOBBIM K HHBEKLIUH, ObLT HE TOJIBKO (PU3MYECKH CTAOMIIEH C TOUKH 3PEHUS
KOHTPOJISI PAa3BUTHsI arperalvy WK MyTHOCTH, HO TakXe ObLT XUMHUYECKH CTA0WIIEH, TAKUM
oOpaszom, 4TOOBI YPOBEHb NMpHUMECEH OCTaBaJICS HU3KHM, TOKa JIEKApCTBEHHAs (opma st
NapEeHTEPAIbHOTO BBEIEHUSI XPAHUTCSI Ha TMOJIKE U 10 TeX IOp, MOKa €€ He BBEAYT MalueHTy

MOAKOKHO UK BHYTPUMBIIIEYHO.

PaznoxeHne mnenTUIOB MOXKET TPUBECTH K OOpa3OBaHUIO JPYTUX MENTUAOB W/HUIH
NPOM3BOMAHBIX  MEMNTHUAOB, KOTOpble camu 1O cebe MOIyT  XapaKTepu30OBaThCs
apmakonoruueckoit akTuBHOCTBHIO. [TosTOMY, OOJIee KOHKPETHO, 3aia4eit Opita pa3padoTka
HOAXOIAIIEro crocoda Asl pasfeNieHUs] OTAENbHBIX IpPHMecell W HMX KOJMYECTBEHHOTO

ompernesneHus. 3amada COCTOsIa B TOM, YTOOBI OrPAHMYUTH KOHLIEHTPALIMIO TAKUX MPUMECEH.
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ABTOpBI HacTOSIIIETO M300peTeHust pa3paboTanu MeTo] BBICOKO3(h(EKTUBHON KHIKOCTHOU
xpomarorpadpun («HPLC»), kOoTOpBIii HaeT oTnenbHble MHUKH ISl HECKOJIBKUX MpUMeCceH, O
KOTOPBIX paHee He COOOLIaNoch B MPEALIECTBYIOIEM YPOBHE TEXHUKU. B TO Bpems kak B
NPEAIIECTBYIOIIEM YPOBHE TEXHUKH YTBEPIKIAIOCh O HEOOXOIUMOCTH HU3KUX 3Ha4eHUsIX pH
5 1 CHIDKEHUS TeHACHIMHU K arJIOMEPAaLliy, aBTOPbI HACTOSALIETO U300peTeHHst OOHAPY KWK C
npumMeHeHnem csoero Merona HPLC, uro B nekapcTBeHHOH (popme st mapeHTepaibHOro
BBEAEHUS MO HacTosieMy uzodperenuto pH ot 3 10 5 ABJsICS ONTUMAIBHBIM B OTHOLIEHHUH
XUMHYECKONH CTa0MJIBHOCTH C TOYKU 3PEHHUS YBEIMYEHHs] YPOBHsS IPHMECEH C TeueHHeM
BPEMEHH, a TAaKK€ YTO BOAHBIM PAacTBOpP LIETPOPENIMKCA alleTaTa MOKHO MPUIOTOBUTH IPHU

10 Taxom Ooinee BbicOKOM 3HaueHnu pH 0e3 npoOiem ¢ armomeparueil.

HoBoit npumeckto, 00HapyKEHHON aBTOPAMU HACTOSIIIEr0 H300PETEeHUs], SIBIISLIACH IPHUMECH A,

Npe/ICTaBIeHHAs coearHeHneM (GopMyJibl I, mpuBeneHHON HuXKe:

OYNHQ MNYNH;&
NH NH
J. o
/\TI’N\E)LN N
O Y Oq WLWC}H
SH H O

dopmyna L.

15 TIlpumecr B xapaxrepusyercss CTPyKTYpOH, NpencTaBleHHOH coenuHeHueM Gopmyibl 11

MIPUBEAEHHON HUXKE:

O  NH, HN  NH,

LA #

dopmymna IL

IIpumece D xapakrepusyercss CTPYKTYpPOH, MpencraBlieHHOH coenuHeHneM ¢opmynsl 111

20  NpUBENCHHOW HIDKE:
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O _NH,

dopmyma 11

IIpumecy F xapaktepusyeTcsi CTPyKTYpOH, NMpPEACTaBIeHHOH coenuHeHneM ¢opmyibl 1V,

MIPUBEIAECHHON HUXKE:

() NH. MK, ?*»ii“i A

I\w”\*w\r“\* d/;
AR

dopmyna IV.

B npenmectByromem ypoBHe TexHuku Huskuil pH 3,0 cuurancsa ontumaneHeiM pH nis
CTa0MJIBHOCTH;, OJTHAKO B HACTOSIIIEM H300peTeHnH ObLII0 0OOHAPYKEHO, YTO MPU 3HaYeHusix pH
ot 2,5 1o 3,0, peKOMEeH0BaHHBIX MPELIECTBYIOLUM YPOBHEM TEXHUKH, YPOBEHb MpUMecH A

3HAYUTEJHHO BO3PACTAET PU XpaHeHHH pacTBopa npu 25°C/oTHocuTenbHOM BiiaxaocTH 60%.

Hurne B mpenmecTByrOIeM YpOBHE TEXHHKH He ObUTH WAEHTU(ULIUPOBAHBI COEITUHEHUS

dopmyn L IL, [T u IV, T. e. mpumecu A, B, D u F cooTBeTCTBEHHO.

B nHacrosimem n300peTeHNH MMOKa3aHa HE TOJBKO BO3MOXKHOCTh MPUTOTOBJICHUS] CTA0OMIIBHOTO
BOJTHOT'O pacTBOpa 1eTpopennkca amerata npu pH ot 3 1o 5 6e3 mpobiniem ¢ arnomepanuei, HO
TaKXe, YTO YPOBEHb NMPHUMECH A M OOIUH YPOBEHb MPUMECEH XOPOIIO KOHTPOIUPYIOTCS U
OCTaIOTCSI B HHU3KMX KOHLEHTPALMsIX TMPH XPAHCHWU JIEeKapCTBEHHOH (OpMBbI st
napeHTepaibHoro BeeaeHus mpu 25°C/60% RH B TeyeHne o MeHblei 1 Mecsiia, mo MeHbIIeH
Mepe 2 MecsleB, MO MEHbIIEH Mepe 3 MeCsALEeB WM [0 MEHbIIeH Mepe 6 MeCsLEB.

JlexapcTtBenHass (opma A TAPEHTEPATBHOTO BBENEHHUS TAKKE€ MOXKET XPAHHThCS TIPU
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temmeparype or 2 no 8°C ¢ xopomel cTabWIBHOCTBIO B T€YEHHE MO MeHbIned Mmepe 24

MCCALICB.

B omgHOM acriekTe B HacTosIEM H300pPETEHUH MpPEIIOKEHAa JIeKapcTBeHHas (opma s

NapeHTePAIbHOTO BBEACHHUS, COIeprKalIlasi CTAOMIIbHBIM BOIHBIA PACTBOP, COMEP KAIUI
(1) uerpopenukc uiH ero GapMareBTHUECKH MTPUEMIIEMYIO COJIb U

11) mpumech hopmyiisl I B konuuecTse MeHee 5% Bec/00beM OT OCHOBBI B BUIIE LIETPOPEIHKCA
y ,

O NH. HN, NH-
) - «Y 2
Gk NH NH

(bopmyua I).

IIpeamouTurenbHO JieKapCcTBEHHast (GopMa Jisl MApeHTEPaJIbHOTO BBEOEHMS COAEPIKHUT
npumMech popmyel I B kommuecTBe MeHee 4% Bec/00bEM OT OCHOBBI B BUZE LIETPOPEITHKCA.
Bonee npeanodTuTeNbHO JIeKapcTBeHHAsE (opMa ISl TAPEHTEPATBHOTO BBEACHUS CONEPIKUT
npuMech popmyel I B kommuectse MeHee 3% Bec/00BEM OT OCHOBBI B BUZE LIETPOPEITHKCA.
Bonee npeanoutuTenbHO NeKapcTBeHHAsE (opMa ISl TAPEHTEPATBHOTO BBEACHUST CONEPIKUT
npumMech popmyel I B kommuecTse MeHee 2% Bec/00BEM OT OCHOBBI B BUZE LIETPOPEITHKCA.
Bonee npeanodtuTeNbHO NIeKapcTBeHHAsE (opMa sl TAPEHTEPATBHOTO BBEACHHUST CONEPIKUT

npuMech popmyJiel I B konmuectse Mmenee 1% Bec/00BeM OT OCHOBBI B BHJIE LIETPOPEITUKCA.

JlexapcTBeHHass ¢opMa Il MAPEHTEPAJTbHOTO BBENCHHS JOIMOJHUTEIBHO CONEPIKUT

OCMOTHYECKOE CPEACTBO U BOAY AJIA PIH”bGKL[PIfI.

B mpenmodTUTENFHOM acleKTe B HACTOSIIEM H300PETeHHH TMPEIJIOKEeHa JIeKapCTBEHHAs
dopMa JUIsI TIApPEHTEPaJIbHOTO BBENEHUs, COAeprKainas CTaOWIbHBIA BOIHBIA PACTBOP,

COAEPIKALINI
(1) nerpopenuke wiu ero papMaleBTHIECKH MPUEMIIEMYO COJIb U

11) mpumechk popmyJisl I B konuuectse MeHee 1% Bec/00beM OT OCHOBBI B BUIE LIETPOPEIUKCA
y ,
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gb;ﬁ? ﬁ% MW;;

Y

NH
w e
{3{3 WWQH
H O

¢dopmymna L.

B npyrom acmekre B HacToseM H300pETEHHM IpEJIOXKeHa JIEKapCTBEHHas Qopma s

NapeHTePaNbHOrO BBEACHMUS, COIeprKallasi CTAOMIIbHBIN BOIHBIN PACTBOP, COMEPIKAIU
5 (i) uerpopenukc win ero papmMaleBTHUECKU PUEMIIEMYIO COJb U

i) mpumech popmyisl I B komudecTBe MeHee 1% Bec/0OBEM OT OCHOBBI B BHJIE LIETPOPEIIHKCA,
y

O NH: HN NH;

H

MJNAYNJ\N OH
N’“‘W

GH

dopmyna L.

B npyrom acrekte B HacTOsIeM H300pEeTeHHM MPEMNIOKEHA JieKapcTBeHHast (Gopma st
10  mapeHTepaibHOTO BBENEHHs, COIeprKalas TOTOBbIH K WHBEKIUH CTEPHJIbHBIN CTaOWIIbHBIN

BOJIHBIN PaCTBOP, COAEP KU
(1) nerpopenuke M ero papMaleBTHYECKH PUEMIIEMYIO COJIb,
(11) opraHU4eCcKyr0 KUCIIOTY JUisl peryiauposanus pH B nunanaszone ot 3 1o 5,

(1i1) mpumeck A, nexanentun ¢opmydisl I, B konnyectse meHee 1% Bec/oObeM OT OCHOBBI B

15  BuUIe ueTpopenukca,
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¢dopmyina I,
(1v) ocMOTHUEeCKO€ CPEACTBO U
(V) BORY IUIsl MHBEKIIH.

B opHOM BapuaHTe OCYIIECTBIICHHUS! B HACTOSIIIEM M300pETEHHH MPEIOKeHa JeKapCTBEHHAS
dopma s mapeHTepasbHOTO BBEACHHUS, CONEpIKalasi TOTOBBIH K MHBEKLUU CTEPUIIbHBIN

CTaOUJIBHBIN BOAHBIA PACTBOP, KOTOPBIH COMEPIKUT
(1) meTpopenuKc UM ero papManeBTHIECKH IPUEMIIEMYIO COJIb,
(1) opraHU4ecKyr0 KUCIOTY Juisi peryaupoBanus pH B auanaszone ot 3 1o S,

(ii1) mpumeck A, nexanenTtun ¢opmydsl I, B konuyectBe meHee 1% Bec/00beM OT OCHOBBI B

BHJIE LIETPOPEITHKCA,

ﬁ NH» NN NH,

#*

ngﬁ

N/\}{(}H

f}ﬁ

dopmyna I,

(1v) ocMOTHUYECKOE CPEACTBO H

(V) BOIY IUTSI MHBEKIIHH.

JlexapcTBeHHast opMa JJisi APEHTEPATBHOTO BBEICHUSI, COMEpPIKaIIasi TOTOBbIA K WHBEKIUU

CTEPIIbHBIA CTAaOWJIBHBIN BOIHBIA PAacTBOP LIETPOPENMKCA, MO HACTOSALIEMY H300pETEHHIO
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ocraercst PU3NIECKH U XUMUYECKH CTAOWIIbHOM MPU XpaHEHUHU Npu Temreparype ot 2 1o 8°C
B TE€YEHME 110 MEHbILIEH Mepe 1 Mecsina, MO MeHbIIed Mepe 3 MeCsLeB, 10 MEHbIIEeH Mepe 6
MECSILIEB, 10 MEHbIIEN Mepe 12 Mecsues, 1o MeHbLIel Mepe 18 MecsLeB Ui 1o MEeHbIIEH Mepe
24 mecsiueB niu npu KoMHaTHON Temneparype (25°C/60% RH) B Tedenne o MeHbluel Mepe

1 mecsia, o MeHbLIEH Mepe 3 MECSILIEB WU IO MEHbIIEH Mepe 6 MeCsILEB.

IIpennoururenbHbIE BAPHAHTHI OCYLIECTBIICHHS JIEKAPCTBEHHON (DOPMBI IS TAPEHTEPATBHOTO
BBEJCHUS] MOT'YyT UMETb MAapKUPOBKY CO CPOKOM TOAHOCTHU IpH Temmeparype oT 2 no 8°C,
COCTAaBJSIIOIIUM N0 MEHbLIEW Mepe 24 Mecsna WM cocrabisomuMm 24 mecsina. bonee
NpeaAnIOYTUTEIIbHBIC BApUaHThI OCYIICCTBIICHUA HeKapCTBeHHOﬁ (bOprI AJI TApCHTEPAJIbHOTO
BBEJIEHUsI MOTYT UMETh MapPKUPOBKY CO CPOKOM T'OJHOCTH 10 MEHbIIEH Mepe 6 MecsiLeB uiu 6

MecsiIeB pyu KoMHaTHOU Temnepatype (25°C/60% RH).

Konuentpauus nexkanentunos Gopmyast I (mpumech A) ocraercs B quanasone ot 0,001% no
1,0%, npemnoututenbHo ot 0,05 mo 0,5% mo Becy OCHOBBI B BHIE LETPOPEIUKCA,
MaKCHUMAaJIbHOE KOJINYECTBO €AMHUYHOW HEU3BECTHOH NMPHUMECH OCTAE€TCS HAa YPOBHE MEHEe
0,5% 1o Becy OCHOBBI B BUZIE€ LIETPOPENIHKCA U OOIINH YPOBEHb IPUMECEH OCTAeTCsl Ha YPOBHE
He Oonee 3,5% Mo BeCy OCHOBBI B BUE LIETPOPEIUKCA NIPU XPAHEHUU MPH TEMIIEpaType OT 2
1o 8°C B TedeHue 1Mo MeHblnel Mepe 1 mecsia, Mo MeHbIIelH Mepe 2 MeCsILEB, 10 MEHbIIEH
Mepe 3 MecsIeB, IO MEeHbLIeH Mepe 6 MeCsLeB, M0 MeHbLIeH Mepe 12 MecsAleB, MO0 MEHbIIEH
Mepe 18 mecsieB WM 1o MeHbinel Mepe 24 MecsilieB W/WIM MPU KOMHATHOM TeMmreparype
(25°C/60% RH) B Teuenune mo MeHbluel mepe | Mecsina, MO MEHbIIEH Mepe 2 MeCsLEB, 1O

MEHBIIEH Mepe 3 MeCALIEB WIH 10 MEHbILIEH Mepe 6 MECALIEB.

JlexapcTBeHHast hopMa JJisi TAPEHTEPATBHOTO BBEIEHUSI, COJEPIKaIasi TOTOBbIA K MHBEKIIUU
CTEPHIIbHBIA BOMHBIN PACTBOP LETPOPEIHUKCA, MO HACTOSIIEMY H300PETEHHIO SIBIISIETCS
(dusruecku cTabUIIbHOM Oe3 arperamuu, rejeodpa3oBaHus WM OCAKIESHUS BOIHOTO pacTBOpa
B TeY€HHe CPOKa TOJHOCTH. ATperanui WiH rejeoOpa3oBaHHe MOXKHO OMPEAETHUTH MyTeM
U3MEPEHUs IOMYTHEHUS MK MyTHOCTH pacTBopa. OH uamepsiercs B enunnnax FTU (equanna

MyTHOCTH 110 popmasuny) wm enuaunax NTU (Hedenomerpuueckasi eIMHHLIA MyTHOCTH).

Tect mpoBOAST B COOTBETCTBUU C MPOTOKOJIOM, OMUCaHHBIM B EBpomeiickoii (apmakonee
Bepcuu 9.0. Cunraercs, 4YTO B pacTBOpe HE HAOJIIOMAETCs arperauusi Win reaeodpa3oBaHMus,
€CITM 3HA4YEHHE MMOMYTHEHUsI/MyTHOCTHU siBJsieTcsl MeHblne wiu paBHsiercs 8 FTU/NTU. Uem

Boime 3HadueHuss FTU/NTU, Tem Bblllle CTeNeHb MOMYTHEHHUS MJIM MYTHOCTH pPacTBOpa H
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HaoOopoT. 3HaueHust NTU rotoBoii kK HHBEKIUH JIEKAPCTBEHHON (DOPMBI I ITAPEHTEPATBHOTO
BBEACHUS IO HACTOSIIEMy U300pETEHUIO OCTaloTCsi Ha ypoBHe MeHee 2 NTU,
npeanoututensHo MeHee 1 NTU, Oonee npennoururensao menee 0,5 NTU, nepBoHavanbHO U
IPU JUTUTEBHOM XPAHEHUH JIEKapCTBEHHOH (OpMBI B Auana3zoHe temrepatyp ot 2 1o 8°C B
T€UEHUE MO MeHblLIern Mepe | Mmecsua, Mo MEHbIIEH Mepe 2 MeCsLEeB, [0 MEHbIIEeH Mmepe 3
MECSILIEB, 10 MEHbIIEH Mepe 6 MeCsLEeB, IO MeHbLIeR Mepe 12 mecsiues, o MeHbluel Mepe 18
MeCSIIIeB WJIM TI0 MEHbLIeH Mepe 24 MecsleB W/ npu KoMHaTHOH Temmeparype (25°C/60%
RH) B Teuenne no menbluel mepe 6 mMecsiiieB. Takum o0pa3om, B TE€YEHHE CPOKA TOJHOCTH HE
HaOJIOIaeTCsl arperalyy, reaeo0pa3oBaHysl WM OCAKAECHUS B BOJHOM pacTBope. Takxke npu

XPaHCHNU HE MPOUCXOAUT CYIICCTBCHHOI'O MOBLIMICHUA BA3KOCTU paCTBOpPA.

JlexapcTBeHHas: popma s MapeHTepaJbHOrO BBENEHHs, COAep Kalasi FOTOBbIN K UHBEKIINU
CTepPWIbHBIA CTAOUJIBHBIN BOIHBIA PAacTBOP LETPOPEJIHMKCA MO HACTOSINEMY H300pPETEHHIO,
COIEP KHUT LIETPOPETUKCA alleTaT B KOHLIEHTPALUH, HaXoAseicst B auana3one ot 0,26 mr/mi
no 0,28 wmr/mi, uto skBuBaJeHTHO 0,25 Mr/mMii OT OCHOBBI B BHJIE LETPOpPETHKCA.
IIpeanodTuTenpbHO LETPOPEIUKCa aleTaT NPUCYTCTBYET B TOTOBOM K MHBEKLIMU CTEPUIIBHOM
CTa0MJIbHOM BOZHOM PacTBOPE B KOHLIEHTPALINH, SKBUBAJIEHTHOH 0,25 MI/MJI OT OCHOBBI B BUJIE

LETPOPEINTUKCA.

B ogHOM BapuaHTe OCYIIECTBJICHHUS JIEKapCTBEHHAs (hopMa ISl MAPEHTEPATbHOTO BBECHHS,
cofiep Kalasi FTOTOBbIM K MHbEKLUHU CTEPUIIbHBIA CTA0MIIbHBIN BOAHBIN PACTBOP LIETPOPEITHKCA,
MO0 HACTOSIIIEMY M300pPETEHUIO CONEPIKUT CPENCTBO Ul peryssinuu pH, B KOHLIEHTpAIWH,

JIOCTATOYHOM 1uis peryysiuuu pH B ananasone ot 3 1o 6.

B  nmpeamoutuTenbHOM ~— BapuaHTEe — OCYLIECTBIEHMs  JIEKAPCTBEHHass  ¢opma  uis
MapeHTEPAIbHOTO BBENEHHUsI, CONEprKallasi TOTOBbI K WHBEKIUN CTEPUJIbHBIN CTAOWIBHBIN
BOJHBIM pPAcTBOP LETPOPEIMKCA, IO HACTOSIIEMY H300PETEHHIO COMAEPIKUT OPTaHUYECKYHO
KHUCJIOTY KaK CPeACTBO s peryasiunu pH, B KOHLEHTpaluu, 1OCTaTOUYHON A1 perysiunu pH
B JMara3oHe OT 3 a0 5, Oonee mpeamodTuTeNbHO B quanasoHe ot 4 no 4,5. pH rorosoro k
UHBEKIIMH CTEPIJIBHOTO CTA0MJIBHOTO BOJHOTO PAcTBOpA IO HACTOSINEMY H300pETEHHIO
MO3KET COCTaBJIsITh, HAanpumep, 3, 3,05, 3,10, 3,15, 3,20, 3,25, 3,30, 3,35, 3,40, 3,45, 3.5, 3,55,
3,60, 3,65, 3,70, 3,75, 3,80, 3,85, 3,90, 3,95, 4,00, 4,05, 4,10, 4,15, 4,20, 4,25, 4,30, 4,35, 4,40,
4,45, 4,50, 4,55, 4,60, 4,65, 4,70, 4,75, 4,80, 4,85, 4,90, 4,95, 5,00, 5,05, 5,10, 5,15, 5,20, 5,25,

5,30, 5,35, 5,40, 5,45, 5,50, 5,55 u 6 unu UX NpOMEKyTOUHbBIE THANA30HbL
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Opranudeckasi KUCJIOTa MOKET OBbITh BRIOpaHa U3 JIFOOOH MPUEMIIEMOM ISl TAPEHTEPATbHOTO
BBEICHUS] OPTaHMYECKOM KHUCJIOThI, PAaCTBOPUMOM B BOJE, HO MPEANOYTUTENIbHO OHa
MPENCTaBisieT COOOM YKCYCHYHO KHCJIOTY, OoJjiee MPEeANnOYTUTEIPHO MOJIOYHYI KHCIIOTY.
Hanpumep, B roTOBOM K HWHBEKIHH CTEPUIBHOM BOJAHOM pACTBOPE IO HACTOSALIEMY
N300pETEeHNI0 MOYKHO HCIOJIb30BATh MOJIOYHYIO KHCJIOTY B KOHIICHTPAI[UH, HAXOMSIIENCS B
nuana3one ot npudbauzureabHo 0,013 mr/mut go 0,53 Mr/mii, NPeAnoOYTUTETHHO B KOJHYECTBE,
HAXOASIIEeMCs B 1uanasoHe ot npudnusutesbHo 0,033 mr/mi no npudmusurenbao 0,53 mr/mi,

U B UX MMPOMEKYTOUHBIX AUAlla30HAX.

[IpenmnodTurenbHO B COOTBETCTBHU C HACTOSIIIAM H300pPETEHHEM TOTOBBbIM K WHBEKLUU
CTepUJIbHBIN CTAOWJIBHBINA BOIHBIA PACTBOP LIETPOPENIUKCA CONEPKUT LIETPOPETUKC (OCHOBA) U
OPraHUYECKYI0 KUCJIOTY B BECOBOM COOTHOIEHUHU OT 5 0,47:1 no 19,23:1, npeanouTUTeIbHO B
BECOBOM COOTHOLIEHMH B auama3oHe oT mnpubmmsurenso 0,47:1 mo 7,57:1, Oonee
IPEANOYTUTENIHHO B BECOBOM COOTHOIIEHNH B IMana3oHe oT npudnusurenbHo 1,56:1 1o 7,57:1

1 B UX MMPOMEKYTOYHBIX JHUaIla3oHax.

JlexapcTBeHHas (hopMa sl MApEHTEPaIbHOTO BBEEHUSI, CONepIKalasi TOTOBbIH K MHBEKIIUU
CTepPWIbHBIA CTAOUJIBHBIM BOIHBIA PACTBOP LIETPOPENIMKCA, MO HACTOSLIEMY H300pETEHHIO
COJZIEPKUT OCMOTHUYECKOE CPEICTBO UIIH CPEACTBO JJIsl PEryJISIIUN TOHUYHOCTH B KOJIMYECTBAX,
MOIXOMAIIMX JIJISl PETYJISLIMKA OCMOJISIPHOCTH PacTBOpPA B IHMArNa3oHe npudnusureabHo 250-375
MOcwm/kr, npeanouturesbHo 270-330 MOcMm/kr. OCMOTHYECKOE CPENCTBO, KOTOPOE MOKHO
UCTIOJIb30BATh B BOJHOM PACTBOpPE MO HACTOSLIEMY H300pETeHHIO, BLIOPAHO O€3 OrpaHuYeHUs
U3 MAaHHWTA, TJUIEPUHA, COpOMTA, XJIOpHIA HATPHS, XJIOPUAA KaJIUsl, JEKCTPO3bI, CaxapOo3bl U

T. II. U UX CMECEH.

B cootBeTrcTBUM ¢ OAHUM MOPEANOYTUTENIBHBIM BapUAHTOM OCMOTHYECKOE CPEACTBO
npeacTaBisieT coO0H MaHHUT, M €r0 MOKHO HCIIONb30BaTh B BOJHOM PAacTBOPE B KOJHYECTBE,
HAXOASIIEMCs B IUana3oHe ot npudmmsutesibHo 40,0 mr/min 1o 60,0 Mr/mit, IpeanoYTUTENbHO
B KOJIMYECTBE, HAXOSIIEMCs B TuanasoHe ot npudmusuteabro 50,0 mr/mit o 58,0 mr/mn. B
OHOM MPEANOYTUTEIbHOM BAPUAHTE OCYIIECTBICHHUS] OCMOTHYECKOE CPEICTBO MPEACTABIISET
co0O MaHHHT, U €T0 UCIOIB3YIOT B TOTOBOM JJISi HHBEKIUU CTEPUIIBHOM BOIHOM PAacTBOpPE B

KOJIMYECTBE MPUONUZUTENTHHO 55,0 Mr/™mit.

I'oTOBBIII K HMHBEKLUWH CTEPWIbHBIH BOIHBIH pPAacTBOP B JIEKAPCTBEHHOH ¢opme s

NapeHTCPAJIbHOTO BBEACHU 110 HACTOALLIEMY 1/1306peTeH1/110 HE COACPKUT MOJIOYHOM KHCJIOTBI
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B (hopMe ee MPOM3BOHBIX, MOJUMEPA MIIN COTIOIMMEPOB, TAKUX KaK IMOJUMOJIOYHAS KHCIIOTa
WA CONOJMMEP IMOJHUMOJIOYHOM W I[NIMKOJEBOW  KUCIOT. MOJNOYHYIO  KHCIOTY
MPEANOYTUTENBHO HCIONB3YKOT Kak €JUHCTBEHHOE CpeAcTBO M perymsiuuun pH. B
MPEANOUYTUTENBHBIX BAPUAHTAX OCYLUECTBJIEHUSI TOTOBBIM K MHBEKIMU CTEPUJIbHBIN BOJIHBIN
PacTBOP HE CONEPKUT NMOBEPXHOCTHO-AKTUBHBIX BELIECTB, TaKNX Kak Tween 80, monucopOarsl,
MOJIOKCAMeEphl, CHaHbl U T.I. [ OTOBBIM K WHBEKLIUM CTEPUJIBHBIA BOAHBIA PacTBOP
JIEKapCTBEHHOW (POPMBI Uil MAPEHTEPATIBHOIO BBEACHUS MO3BOJISIET M30€KaTh MPUMEHEHHUs
MOBEPXHOCTHO-aKTUBHBIX BEINECTB, KOMIUIEKCOOOPA3yIOUIUX CPEACTB, KOHCEPBAHTOB WIIU
AHTUOKCUJIAHTOB JUJIsI COMIOOMNIM3alMU WM cTrabminusauuu. B onpeneneHHBIX BapuUaHTax
OCYILIECTBJIEHUs] PACTBOP HE COMEPKHUT KOMIUIEKCOOOpAa3yIoIUX CPENCTB, TAaKUX Kak
LUKJIOACKCTPUHBI, HE COIEPKUT COPACTBOPUTENEH, TAKUX KaK CIUPTHI UM TJIMKOJIU, & TAKXKE

HE COOCPKUT KOHCEPBAHTOB 1 aHTUOKCHUIAHTOB.

B npyrom acrekte B HacTosimeMm H300pETEHHH TPEIUIOKEH CTEPUIIbHBIA BOAHBIA PAaCTBOP
LIETPOpPENIMKCa aleTaTa, Kak yKa3aHO BbILIE, KOTOPbIH OCTaeTcsl CTAOWJIBHBIM B TEUEHHE I10
MeHbIeil Mepe | MecsIa, NPEANOYTUTENIPHO IO MeHbluel Mepe 3 MecsneB u Oosee
MPEONOYTUTENBHO N0 MeHbIel Mepe 6 Mmecsues npu temrneparype 25°C U OTHOCUTENbHOU

BaaxHoctu 60%.

B eme ogHOM acrekTe HACTOSIIIEro M300pETeH sl MPEIJIOKEeH CTePHIIbHBIA BOJHBIA PaCTBOP
LIETPOPENTUKCA alleTaTa, KaK YKa3aHO BbIIIE, KOTOPBIH OCTaeTcsi CTaOWIbHBIM B TEUCHHE I10
MeHbLIeH Mepe 1 Mecsia, NPEeNnouYTHTEIBHO N0 MeHbIneH wMepe 3 Mecsiues, Oonee
NPEANOYTUTENILHO 10 MEHbIIEH Mepe 6 MecsLeB, eme 0oJiee MPEANOYTUTENBHO 10 MEHBIIEH
mepe 12 mecsiueB win 18 mecsueB u Haubosee MPEANOYTUTENBHO MO MeHbInel mepe 24

Mmecsites npu 2-8°C.

CrabunbHas iekapcTBeHHAst (opMa JIJisl MAPEHTEPATLHOTO BBEIEHUSI, COIEPIKaIasi TOTOBBIN K
UHBEKIIUN CTEPWIbHBIA CTaOWJIBHBIM BOMHBIA pPACTBOP LETPOPENMKCA IO HACTOSIIEMY
U300pETeHHI0, SIBIISIETCS] TOIXOJSIIEH IJii BBENEHUs IMOAKOKHO WM BHYTPUMBIIIEYHO.
I'OTOBBIN K HHBEKIIUN CTEPUIIBHBIA CTAOUTBHBINA BOIHBIN PACTBOP SIBJISIETCSI MOAX OMISIIIUAM JIJIsT
HETOCPEACTBEHHOTO MOAKOXHOTO BBEICHMS, T. €. OH SIBJISIETCS TOTOBBIM K WHBEKLUU WIH
TOTOBBIM K CAMOCTOSITEJIbHOMY BBEICHHIO, M HET HEOOXOIUMOCTH €Tr0 BOCCTAHOBJICHUS WJIH
pa3baBiieHus nepen MpUMeHeHneM. | OTOBBIM K MHBEKINH CTEPUIbHBIA CTAOMIbHBINA BOTHBIN

pacTBOp IO HACTOSIEMY U300peTeHHIO He TpedyeT Tuodrin3anuu.
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CrabwibHast JekapcTBeHHast (opMa IJIsi TMAPEeHTEPAJbHOTO BBEIEHUS IO HACTOSLIEMY
U300pETEHUIO SIBJISIETCS TOAXOMASINEH Il CaMOCTOSITEIBHOTO BBEACHHS U OOecreunBaeT
BO3MOKHOCTh TMALMEHTy CAMOCTOSITEIbBHO BBOAHMTH HEOOJBIIOH O0OBEM BOIHOTO pPacTBOpa
nonkoxHo. O0beM roTOBOTO K MHBEKIMH CTEPWJIBHOTO BOJHOIO PAacTBOpa LETPOPEITHKCA,
KOTOPBIM 3aTI0JTHEH pe3epByap YCTPOHCTBA At HHbEKIMH, COCTABJISIET OT MPUOIM3UTENBHO 0,5
mit go 10,0 mu, npeanoururensHo ot 1,0 mi o 2,0 my, Gonee npeanoututensuo 1,0 M. B
COOTBETCTBUU C OAHUM U3 IMPEANOYTUTENbHBIX BapUAHTOB OCYIIECTBJICHUS TOTOBBIM K
UHBEKIIUN CTEePIJIbHBIM CTa0WJIBHBIM BOJIHBIM PAaCTBOPOM LETPOPENIUKCA 3aTOHSIOT
pesepByap yCTpoicTBa IJisi MHBEKUUU B oObeme 1,0 mut. IIpenmodrurensHO JieKapcTBEHHAS
¢dbopMa 117151 mapeHTePaTHbHOrO BBEASHHS 110 HACTOSIIIEMY U300PETEHUIO SIBJISIETCSI MTOAXOISLIEH
IUIs1 BBEIEHUSI OTHOKPATHOM A03bI LIETPOPEIIUKCa alieTaTa. B 0OnHOM BapuaHTe OCYIIECTBIICHUS
JeKapcTBeHHass (opma A MapeHTEpalbHOrO BBENEHHUS BKIIIOYAET OOBEM 3aIMOJHEHHUS
npubnusutenbHo 1,0 M BOOHOrO pacTBOpa LETPOPETHMKCA aleTara, MOAXOMSIIUN st
CaMOCTOAITEJIbBHOTO BBEJEHUsT B BHJE OJHOKPATHOW 103bl. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHHs JIEKAPCTBEHHAs1 (hopMa IUisi MapEHTEPATbHOTO BBEIEHHSI MOXKET COAEPKaTh
BOJHBIA pAcCTBOp LETpOpearkca ¢ oObeMoM 3amoyiHeHus mnpubnusutensuo 10,0 mo,

MOAXOAAIIUM AJIA BBEACHUSI MHOT'OKPATHBIX NO3.

YCTpOHCTBO 111 UHBEKIUH B COOTBETCTBHM CO CTAOWJIbHOHM JIeKapCTBEHHOUW (GOpMOI st
MapeHTEPAIbHOTO BBEIAEHHUS MO HACTOSIIEMY H300pETeHHI0 MOKeT ObITh BbIOpaHO Oe3
OTPaHUYECHUS U3 TIPEIBAPUTEIILHO 3AMOTHEHHBIX LITPHUIIEB, AaBTOMHKEKTOPOB U T. 1. B omHOM
MPEANOYTUTEIbHOM BapUAHTE OCYIIECTBJIICHHUS YCTPOMCTBO IJIsi MHBEKIUN TMPENCTABISET
coOOI TpenBapuUTENIbHO 3aIOJHEHHBIM WIMPHUI. B ApyroM npeanoyYTHTENIbHOM BapUaHTE
OCYIIECTBJICHHUS] YCTPONCTBO AJIsi HHBEKIUH MPEICTABIIsIET COO0H aBTOMHIKEKTOP, HAMPUMeED,
ABTOMHKEKTOP B BHUAE pYydkd. TakWe mpenBapuUTENIbHO 3arlOJHeHHbIE MITPHUIBI HIIH
ABTOMHKEKTOPBI  SIBJITIOTCST  TIOAXOMSIIUMHU  JUIT  CAMOCTOSITEJIbHOTO ~ BBEINEHUS  WJIH
ABTOMATHUYECKON HHBEKLUHM PAcCTBOPA JICKAPCTBEHHOT'O CPENCTBA HYXKIAIOLIUMUCS B 3TOM

nanueHraMuy, 4To obecrieqnuBaeT YHO6HbIﬁ JJIA ITOJIB30BATEIIA ITOAXOM.

B OOHOM TMPCANOUTUTEIIbHOM BAPUAHTC OCYIICCTBIICHUSA YCTpOﬁCTBO JJIA I/IH’beKL[I/Iﬁ
NpeAcTaBisieT OO0 MpeaBapUTENbHO 3aNIOTHEHHBIN puL. [IpenBapuTenpHO 3aOTHEHHBIN
LITNPHUL] BKIKOYAET CIeAYOLINe KOMIIOHEHTBI. Pe3epByap, TAKOU KaK, HaIpuMep, LWINHAP UIH
KapTPUAXK, B KOTOPOM XPAHUTCs BOJIHBIN PACTBOP, NMPEABAPUTEIBHO MPUCOEAUHEHHAs UIJIA,

MIPUKPEIJIEHHAs: K OTHOMY KOHIly Pe3€pByapa; KOJMA4YOK WUIJIbI UM KOJMA4YOK HAKOHEYHUKA,
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KOTOPBII 3aKpbIBAET UIJTy U T€PMETH3HPYET OTBEPCTHE HAKOHEUHUKA WIJIbI, HEOOS3aTEeNbHO,
JKECTKHUM DKPaH, 3aKPbIBAIOLIUN KOJIMNAYOK WUIJIBI MU KOJIMAYOK HAKOHEYHUKA, OTPAHUYUTEND
XOa MOpILIHA HAa APYIOM KOHLE pe3epByapa, KOTOPBIM 3aKyNOPUBAET U TE€PMETU3UPYET
BOAHBIA PacTBOP, KOTOPBIM 3alOJHEH Pe3epByap, LITOK MOPIIHS, KOTOPBIA BCTABJISETCS B
OrpaHUYMUTENb XOAA MOPIIHS W HUCIHOJNb3YETCs AN NPOTAJIKUBAHMS OIPAHUYMTENS XOHa

MOPLIHA BMECTE C PAaCTBOPOM K KOHITY UIJIbI IPU BBEACHUU JICKAPCTBCHHOI'O CPEACTBA.

B npyroM mnpeamnoyYTHUTENbHOM BapUAaHTE OCYLUECTBIEHUsS YCTPOHCTBO MU WHBEKLUHU
NpPEeACTaBIsieET COOOH aBTOMHKEKTOP. ABTOMHKEKTOP MOKET UMETh PAa3JINYHbIE KOHCTPYKIIUH.
B ongHOM mnpennoYTUTENIbHOM KOHCTPYKLMH aBTOMHXKEKTOP COAEPIXKUT  CIEAYHOLINE
KOMITOHEHTBI. LEHTPAJIbHBIA y3€Jl WM KOPIYCHYI0 4YacTb, MOAXOMSAINYIO Ui yAEpP>KAHUS
MIPENBAPUTENILHO HAMOJIHEHHOTO LIMPHULQA, IPUYEM IUMPHUL] COAEPKUT pe3epByap, TAKOH Kak
LWIMHADP WINA KapTPUAXK, B KOTOPOM XPAHHUTCs BOAHBIN PacTBOP, IIPU 3TOM pe3epByap UMeEET
MIPEABAPUTEINILHO NIPUCOEAUHEHHYIO UIJTy HA OMHOM KOHLE U OTPaHUYUTENb XOa MOPLIHS Ha
ApyroMm Kosue. LleHTpanbHas 4acTb KOpIyca MOXKET UMETh MPO3PavyHOE CMOTPOBOE OKHO,
4yepe3 KOTOPOE BUAEH PAaCTBOP B pe3epByape. ABTOMH)KEKTOD JOMOIHUTENBLHO COHEPIKHUT
NepeaHUN y3€eJ, UMEIOLIUI YacTh B BUAE KONMAayuKa, KOTOPasi yACPKUBAECT KOJINA4YOK UIJIbI UJIH
KOJIITAYOK HAKOHEYHWKa, U OH MOXET OBbITh INPHCOSAMHEH K LEHTPAJbHOMY V3Iy,
3aKpBIBAIOLIEMY MPEABAPUTEIBHO IPUCOCAUHEHHYI) UINy U 3aKPBIBAIOLIEMY OTBEPCTHE
HAaKOHEUHUKa WIJIbl. ABTOMH)KEKTOP JOMOJHUTENBHO CONEPXKUT 3aJHUI Y3eJ, KOTOpPBIH
COIEPKUT TUIACTUKOBBIA CTEPXKEHb C MPYKUHHBIM Y3JIOM U KHOINKY akrtuBauuu. llpu
CaMOCTOATEJIPHOM BBEICHHHM BOJHOIO pPAacTBOpPAa CHayajla CHUMAKT KOJNMAYOK BMECTE C
KOJITIAYKOM HTJIBI C YACTH KOPITyca, OOHAXkas UIITy, & 3aTeM, IIOCJIe Pa3MEeIleH sl 4aCTH KOpITyca
ABTOMHXXEKTOPA B MECTE€ BBEAEHUS, HAXKUMAKT KHOINKY AaKTHUBALUM, KOTOpas OKa3bIBAET
JIABJICHUE HA IJIACTUKOBBIN CTEPKEHb C MPYKUHHBIM Y3JIOM B HANPABJICHUH OIPAHUYUTEIS

XOJ1a MOPIIHS, YTO MPUBOJIUT K JOCTABKE BOJHOTO PACTBOPA Ye€pPe3 UIITy MALIUEHTY.

PesepByap MOKeT mpencTaBisiTe COOOH LMIMHADP WM KapTPHUIUK, TaKOW Kak, HaIpHMED,
HUJIMHAP ONPECABAPUTECIIBHO 3alIOJIHEHHOTIO HITPULIA UITH KAPTPUIAXK aBTOUHXKEKTOpPA. OH MOXeET
OBITh HM3TOTOBJICH W3 MaTepuajia, BBHIOPAHHOTO W3 CTEKJA, IJIACTHKA WA TIOJUMEPHOTO
Matepuasia. B HEKOTOpPBIX NPEANOYTUTENbHBIX BapHAHTaX OCYIIECTBJICHUS pe3epByap
BBITIOJIHEH U3 CTEKJIAa, TAKOrO KaK CHJIMKOHU3UPOBaHHOE CcTekjio Tumna | cormacao USP umm
MaTtepuan M3 HENMPOTEHHOro crekyja. B Apyrux BapuaHTax OCYLIECTBJIEHHUS pe3epByap

BBITIOJIHEH M3 HECTCKIIIHHOIO IUJIACTUKAa WKW MNOJHUMEPHOr0 Marc€puala, BbI6paHHOFO us3
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UKJIO0e(PMHOBOrO  MOJIMMEpa,  HUKJIOOJE(QUHOBOTO  COMOJNHMMEpa,  MOJUONE(HHUHOB,
MOJIUMEPOB Ha OCHOBE CTHPOJIA U MOIHOIe(hrHA U OJIOK-COTIOTMMEPOB, TIOJTUKAPOOHATOB U T. TI.
B ogHOM NpeanodYTuTeNbHOM BapuaHTE pe3epByap MPEeACTaBIsIeT COOOH CTEKIISTHHBIN LIFITHH/D
N3 HEMUPOTCHHOI'0 CTCKJIA AJId MPEABAPUTECIIBHO 3allOJIHCHHOrO MIIpHULla WA CTEKJITHHBIN

KapTPpUIK U3 HEMUPOTCHHOI'O CTCKJIA AJIA ABTOUHXKEKTOPA.

B omHoM unu Oosee BapuaHTaxX OCYILECTBJIEHUS Pe3epByap MOXKET UMETh MPEABAPUTENBHO
MIPUCOECIUHEHHYIO UITly Ha OJHOM KOHLE. B HEKOTOPBIX APYrMX BapHaHTAaX OCYLIECTBIICHUS
pe3epByap sIBIsIETCS] OE3bITOJIBHBIM U CHA0XEeH 3aMKOM ¢ HAaKOHEYHUKOM JIrospa Ha OIHOM
KOHLIE C HpI/ICHOCO6J'IeHI/IeM AJIsE OPUKPETUICHHST UIJIbI K HAKOHCYHUKY H}oapa nepen
MNPUMCHCHUECM. Hpez[BapHTeano MNPpUCOCANHEHHAsT HUIJla MOXET ObITb H3rOTOBJIEHA W3
HepskaBeroleln craay. HakOHEeYHUK UITIbI 3aKPBIT KOJIMAYKOM WUJIH MOKPBIT KOJNNAYKOM HIJIbI
WIA KOJIMAYKOM HaKOHEYHMKa. PesepByap, conepskaluili CTepUIbHBIA BOAHBIA PAacTBOP
JIEKapCTBEHHOT'O CPEACTBA, AOMOJHUTENBbHO 3aKPbIBAIOT OTPAHMYUTENIEM XOZa, HaIpumep,
OTrpaHUYUTENIEM XOZa OPLIHS, HA APYTrOM KOHLE. Takue OrpaHuYUTENN XOAA, KOIMAYKH UIJIbI
VUM KOJITAYKY HAKOHEYHUKOB 00eCneunBatoT (PU3MIeCKUuil U CTepUIIbHBIN Oapbep OT BHELIHEH

Cpensl.

[IpennoyTuTe bHO OrPAHUYHUTENh XOAA OPIIHS, KOJIMAYOK HIJIbI/KOJIMAauY0K HAKOHEUHUKA UITH
KOJIMa4yoK C 3aMKOM JIrospa M3roToBieHBl U3 HECTEKJSIHHOrO KOMIOHeHTa. HecTekyssHHbIN
KOMITOHEHT MOXKET MPEICTABISATh COOON KaydyK MJIM 3JIACTOMEPHBIA MaTepual, TAaKOH Kak,
Hampumep, OpoMOyTmikaydyk, xXxyopOyruikaydyk, kaydyk tmma II cormacHo USP,
HATYPaJIbHBIN Kay4yK, COCTOSLINNA U3 MONU-IHC-1,4-U30mpeHa, CTUPOIOYTaIuEHOBBIH KayqyK
U ToMy mnonoOHoe. Jlpyrue mNOaXopsiife MaTepuasibl BKJIIOYAIOT TOJHMATHIIEH BBICOKOH
IUIOTHOCTH WJIM TOJMATUIIEH HU3KON IUJIOTHOCTH WM ApPYyrue IUIaCTHU4YHble MaTrepuaibl. B
MPEANOYTUTENBHBIX BAPUAHTAX OCYLIECTBJIEHUS OMPaHUYHUTENb XOAa MOPIIHS U3TOTOBJIEH U3
OpoMOyTHIIKayuyKa, a KOJNIMA4YOK HIJIbI WM KOJIMAYOK HAKOHEYHHWKA HW3TOTOBJIEHBI U3
HATypaJbHOTO Kayuyka. Kojimadok uriel MOeT ObITh JOMOJHHUTEIBHO 3aKPBIT C BHEIIHEH
CTOPOHBI JKECTKMM 3KpaHOM M3 mnosumnponuieHa. OH 3aluinaeT KOJIMauOK MWIJIbI OT
MIOBPEKACHUN U 00JIer4aeT CHTHE KOJIMAYKa WIJIbl TIepe]] HHbEKIHeH. Y3el yCTpoHCcTBa st
UHBEKIIUN MOXKET COIePKaTh IITOK IMOPLIHS, KOTOPBIM NIPUCOEIUHSAETCS K OTPAaHUUUTEINIO X0a
MOPLIHS W MCIONb3YeTCs sl MPOTAJNKHUBAHMsI OTPAHUUUTENsI XOAAa IOPLIHS BMECTe C

PacTBOPOM K KOHLY UIJIbI PU BBECHUH JIEKAPCTBEHHOIO CPEICTBA.

HpeI[HOLITI/ITeJ'IbHO FOTOBbIM K HWHBCKIHWU CTCPUIIBHBIM CTaOMIBbHBIM BOAHBIM pPaCTBOPOM
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LETPOPENNKCa 3alOJHIIOT pe3epByap yCTpPOMCTBAa AJ MHBEKLUH U 3aKyNOPUBAIOT TAKUM
oOpa3om, 4TOOBI BHYTPH pe3epByapa MO CYTH HE OCTaBaJIOCh CBOOOIHOTO BO3IYLIHOTO
npocTpaHcTBa. BonHbI pacTBOp B pe3epByape BCEraa OCTAETCsl B KOHTAKTE C OrPaHUYUTENIEM
XO0Jla MOPIIHS, U3TOTOBJIEHHBIM U3 3J1aCTOMEPHOIO MJIM KaydyKOBOIO MaTepHajia, BO BpeMs
XpaHeHus. B ciayuae mnpeaBapuUTENbHO 3AMOJNHEHHBIX IIIPULIEB C TMPEABAPUTEIHHO
MPUKPEIJICHHOW WIVIOW Ha CTEP)KHE M3 HEP)KABEIOLIEH CTaJd, NPUYEM HIVIa IOKPBITA
KOJIMAaYKOM WIJIbl WM KOJNA4YKOM HAKOHEYHMKA, BOJHBIM PACTBOP OCTAE€TCsl B KOHTAKTE C

WUTJION M KOJIMAYKOM MTJIbI HJIHA KOJITTAYKOM HaKOHEYHHKA BO BpEMs1 XpaHCHUS.

VYCTpoHCTBO Il MHBEKLUU HEOO0A3aTeIbHO MOXKET ObITh YNAaKOBAHO WM 3aKIOYEHO BO
BTOPHYHYIO YNAKOBKY. BTopuuHON ynakoBkoH MOxeT ObITh OnMCTEpHas yIakoBKa WU
ANFIOMUHHUEBBIN NTAKeT W/ UM HeNpo3paydHasi KapTOHHAs yrnakoBka. ITogxonsuuii mornorurens

KHCIIOPOAA MOXKET OBITh HEOOS3aTEIBHO NOMEIEH BHYTPb BTOPUYHON YIAKOBKH.

TectupoBanue CTaOMIBHOCTH JIEKAPCTBEHHOH (HOPMBI AJIsl MApeHTEePaJbHOTO BBEACHUS
IPOBOIAT MPU XPAHEHUH JIeKapCTBEHHOH (opmbl npu 2-8°C u mpu KOMHATHOH TeMneparype
(25°C/otHOCHTENPHAS BiaxHOCTh 60%). BO BpeMsi TeCTUpOBaHMs CTAOMIIBHOCTH T'OTOBBIH K
UHBEKLUHU CTEPUJIbHBIN PACTBOP LIETPOPEIUKCA OCTAETCS B KOHTAKTE C OTPAHUYUTENIEM XO/a
MOPIIHS U KOJIMAYKOM HUTJIbL, H3TOTOBJIEHHBIM U3 3JIACTOMEPHOTO Kay4yKOBOI'O MaTepuana, a
TaKXe C MPEeABAPUTENBHO IPUKPEITIEHHON UIJION, U3rOTOBJIEHHON U3 HepikaBerolen ctainu. B
NPEANOYTUTENIbHBIX BAPHAHTAX OCYLIECTBICHHS JIEKAPCTBEHHAs (popMa IJisl MapeHTePaTbHOTO
BBEEHHS, COepKallas FOTOBBIM K MHBEKLIUN CTePUJIbHBIN BOIHBII PacTBOp LIETPOPEIHKCA,
MO HACTOSIIEMY M300PETeHHIO OCTaeTCsl (PU3NYECKH U XUMUYECKU CTaOUJIbHOW B TedeHwue |
roja, MpearnouTUTENbHO 2 JIeT, npu xpaHeHuu npu 2-8°C u mo MeHblIeil Mepe B TeueHue 6
MecsleB Mpu KOMHaTHOH Temmeparype (25°C, 60% OTHOCHUTENbHAasi BIIAXKHOCTB).
KonnenTtpammsi nmpumecu A ocraercsi Ha ypoBHe MeHee 1,0% mo BeCcy OCHOBBI B BUIE
LETPOpeNUKCa MPHU XPAHEHUH 3alOJHEHHOIO YCTPOWCTBA AJIi MHBEKLUH NMPU KOMHATHOMN
temneparype (25°C/oTHocuTenbHas BiIaxxHOCTh 60%) B TE€YEHHE 11O MEHbIIEH Mepe 6 MeCsIIeB
u npu 2-8°C B TeueHume mo MeHblneil Mepe 24 wecsueB. bpuio oOHapykeHO, YTO
SKCTPaNOJIUPOBAHHBIM CPOK TOJHOCTH BOAHOIO pPacTBOpa LETPOPENUKCa, OINpeaeleHHbIN
MOCPECTBOM pacyeTa ¢ oMol Minitab st mpumecH A ¢ y4eTOM YPOBHEH comepiKaHus He

ooutee 1%, cocrasisier 122 mecsia.

B omHoM acmekre HacTosIee I/1306peTeHI/Ie OTHOCUTCA K CHOCO6y IIOoJaBJICHUA

NPEKACBPEMEHHOIO BCILIECKA JIIOTCUMHU3UPYHOLIECTO OPMOHA Y KCHINWH, MOABEPrarOnXCa



10

15

20

WO 2021/079339 PCT/1B2020/059988
17

KOHTPOJIUPYEMOM CTUMYJISILIUU SIMYHUKOB, BKIIFOYAIOLIEMY

JIEKapCTBEHHYIO (POPMY JJIsl TAPEHTEPATbHOTO BBEACHHSI, COAEPIKAIIYI0 TOTOBBIN K HHBEKIIUU

CTEPWIbHBIN CTAOMIIbHBINA BOIHBINA PACTBOP, CONEpPIKAIIUI
(1) nerpopenukc i ero papMaleBTHYECKH IPUEMIIEMYIO COJIb U

(11) npumecs popmysl I B konuuecTBe MeHee 5% Bec/00BEM OT OCHOBBI B BHJIE LIETPOPEIIHKCA,

O NH, HNNH,
. ‘:?f/ 3
NH NH

dopmyana L.

IIpeamoutnrenbHO CTaOMIBbHBIA BOAHBIA PAacTBOP COAEpKUT npumech Gopmynsl I B
KoJuecTBe MeHee 4% Bec/o0beM OT OCHOBBI B BHJE LieTpopennkca. bosee npeanoyruTesbHO
CTa0MJIbHBIA BOIHBIA pPacTBOp conmepkut mpumech (Gopmynsl I B komuuectBe MeHee 3%
BeC/00BEM OT OCHOBBI B BHUJIE LIETpOpeauKkca. bojee NpenanoYTuTebHO CTAOUIBHBIA BOIHbIH
pacTBOp conmepskut npumech Gopmyisl I B komudecTBe MeHee 2% Bec/00beM OT OCHOBBI B BUIE
Herpopenukca. bonee mpeanodTUTENbHO CTaOWIBHBIA BOAHBIA PACTBOP COIEPIKHUT MPUMECH

dbopmyibl I B konmuecTBe MeHee 1% Bec/00beM OT OCHOBBI B BHIE LIETPOPEITUKCA.

CTaOwWIIbHBIN BOIHBIN PaCTBOP HOMOJHUTEBHO COEPIKUT OCMOTUYECKOE CPEICTBO U BOIY AJIS

UHBEKIAHN.

B omHoM acmekre HacTosIee I/1306peTeHI/Ie OTHOCUTCA K CHOCO6y IO JaBJICHUA
MPEKACBPEMEHHOIO BCILJIECKA JIIOTEMHU3UPYHOLIECTO MOPMOHA Y KCHINWH, MOABEPrarOIInXCAa

KOHTPOJIUPYEMOH CTUMYJISILIUU SIMYHUKOB, BKIIFOYAIOLIEMY

JIEKapCTBEHHYIO (POPMY JIJIsl TAPEHTEPATILHOTO BBEACHHSI, CONEPIKAIIYI0 TOTOBBIN K HHBEKIUU

CTEPHIIbHBIN CTAOMJIbHBINA BOIHBINA PACTBOP, CONEPIKAIIUI

(1) nerpopenuke 1M ero papMaleBTHYECKH TPUEMIIEMYIO COJIb,
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(11) npumecs A, nexanentun ¢opmyisl I, B konndectse MmeHee 1% Bec/00beM OT OCHOBBI B BUJIE

LIETPOpEIIHKCa,

B opHOM acnmekre Hacrosimee W300peTEHHE OTHOCHTCS K CHOCOOYy MOAABICHUS
MPEXIEBPEMEHHOIO BCILIECKA JIFOTEMHU3UPYIOLIErO TOPMOHA Y KEHIIUH, MMOABEPTatOIINXCs
KOHTPOJMPYEMOU CTHUMYJISILMU STMYHUKOB, BKJIOYAKOIIEMY JIEKAPCTBEHHYIO (opmy st
MapEeHTEePATbHOIO BBEIEHHS, COAEPIKAIIYI) MOTOBBIM K MHBEKIMHU CTEPUIIBHBIN CTAOMIbHBIN

BOZHBII PAaCTBOP, COAEP KA
(1) meTpopenuKc UM ero papManeBTHIECKH IPUEMIIEMYIO COJIb,

(1) npumecs A, nexanentun ¢popmyisl I, B konndecTse Mmeree 1% Bec/00beM OT OCHOBBI B BUJIE

LIETPOPEHKCa,

dopmymna L.

B ongHOM mNpeanoYTUTENLHOM acIeKTe HAcTosee H300peTeHHe OTHOCHUTCA K Crocoly
MOAABJICHUS] TPEXKAEBPEMEHHOIO BCIUIECKA JIOTEUMHU3UPYIOLIETO0 TOPMOHA Y SKEHILIMH,
MOABEPTrarOIIUXCs] KOHTPOIUPYEMOU CTUMYJISILUM SIMYHUKOB, BKJIIFOUAIOLIEMY JIEKAPCTBEHHYIO
dbopMy ISl TTAPEHTEPATLHOTO BBEACHHSI, COMEPIKAIIYI0 TOTOBBI K WHBEKIIUH CTEPUJIbHBIN

CTa0MIIbHBINA BOJHBINA PACTBOP, COAEPIKALIHIHA
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(1) nerpopenuke miu ero papMaleBTHYECKH IPUEMIIEMYIO COJIb,
(11) opraHU4eCKyr0 KUCIOTY 1uisl peryiauposanus pH B ananasone ot 3 1o 5,

(111) mpumeck A, nexanentun ¢opmyisl I, B konuuectse meHee 1% Bec/0ObeM OT OCHOBBI B

BUJIE LIETPOPEITUKCA,

(1v) ocMOTHUECKOE CPEACTBO U
(V) BOZy AJIst MHBEKLIUH.

B npyrom acnekre B HaCTOsIIEM N300PETEHNUH MPEIUIOKEH AeKanenTua GopmyJsl I,

o R NH,» HNg NH

dbopmymna L.

3T0 COCAMHCHNE HAa3BaAHO B JAHHOM JOKYMECHTEC <«IPUMECHIO A)), TaK KaK OHO SABJIACTCA

MPUMECHIO B PACTBOPE LIETPOPEIHKCA.

B HaCTOAIIEM I/1306peTeHI/II/I TAKKE TMPEMAIOKEHA KOMIIO3ULUA, COACPXKallasad ACKAICIITUI

dbopmyast 1,
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NH; HN NH,

OH

o Z
2
:2«*:&3

H O

¢dopmymna L.

B npyrom acmekte B HacrosieM H300pETEHHH MpPEIIOKEH Crnoco0 HAEHTU(DUKALIH

nexanenTtuna ¢popmysl I ¢ momoursto ananuza HPLC, npuuem criocod BkirogaeT

a) BBeeHHE pa30aBUTENs, COAEPIKAINero BOAY, ALETOHUTPHI M MYpPaBbUHYIO KHCIOTY, B

XpoMaTorpaduieckyro cucremy,

b) BBemeHne pacTBOpa Al OLEHKH INPUIOAHOCTH CHUCTEMBI, COAEPIKAIIEro LEeTPOPEIHKCa
anerat, pa3OaBUTENb M MATOYHBIH pPACTBOP TNPUMECH, M OCYLIECTBIEHHE 3aIlHCH

XpOMAaTOrpaMMBbl,

C) BBEIEHHE CTAaHIAPTHOTO PAaCcTBOpPA, COMEPIKALIErO LIETPOPENHUKCa aleTaT U pas0aBUTElNb, B

XpoMaTorpaUIecKyro CUCTEMY,

d) BBenmeHne oOpasiia, COmepsKallero BOAHBINA pacTBOP LETPOPENIUKCaA aleraTa, U mperapara

wianeto B XpoMaTtorpahuIeckyro CHCTEMY U

€) onpeJeNieHne OTHOCUTENIbHOTO BPEMEHHU YAEP:KUBAHUS U OTHOCHTELHOrO KO3(dUlueHTa
OTKJIMKA JUJIs1 TMKOB IpUMecel M LeTpOpesuKCca aleraTa OTHOCUTENIbHO MHKA LETPOpeInKca

anerara.

B  Hacrosmmem — m3oOpeTeHMum — TakKe ~— OpemsiokeH  gekamentun  gopmyner L

2

UAeHTUPUIUPOBAHHBIN ¢ moMotbio aHanm3a HPLC, mpuyuem criocod BKIFOUaeT

1. BBeneHne pasz0aBUTENs, COAEPIKAILNEro BOAY, ALETOHUTPHJ M MYPaBBUHYIO KHCIOTY, B

XpOMaTorpaUIecKyro CUCTEMY,

2. BBEEHIE pactBOpa Mjid OLEHKU HNPUTOAHOCTU CHUCTEMbBI, COACPKALICTO LETPOPCIUKCA

aneTar, paS6aBI/ITe.]'Ib U MaTOYHBIN pacTBOp MnpuUMECH, U OCYHWECTBICHUC 3allUCU
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XPOMAaTOrPaMMBl,

3. BBeZIeHHE CTAaHOAPTHOTO PAaCTBOpA, COAEPIKALIEro LEeTPOpENIUKca aneraT u pa3daBuTeb, B

XpoMaTorpaUIecKyro CUCTEMY,

4. BBeneHune oOpasLa, COAepIKalero BOAHBIA PacTBOP LETPOpPENIUKCa aleTara, ¥ Ipernapara

ianedo B XpoMaTorpauIeckyro CHCTEMY U

5. onpeneneHne OTHOCUTEIBHOIO BPEMEHH yIEP KUBAHMS M OTHOCUTEIBHOrO Ko3(pduiueHra
OTKJIMKA JUIsl TUKOB IIPUMECEH M LETPOPENIMKCA aleTaTa OTHOCUTENBHO MHUKA LIETPOPEIUKCca

anerara.

B nanmpHelilieM B NaHHOM JOKyMEHTE HacTosiee H3o0pereHue Oojiee TOYHO OIMHCAHO C
NOMOIIBIO NPUMEPOB. JlaHHBIE TMpHUMeEpbl HE NpeIHa3HA4YeHbl ISl OrPaHUYEeHUs oObeMa

HACTOSIIIEro M300peTeHH s, a JIULIb WLUTIOCTPUPYIOT €ro.

IMPUMEP 1A. MAEHTUOUKAITA TTPOJAVKTA PA3JIOXXEHUW A

Jns  uccnenoBaHUST PA3JIOKEHUsT LETPOPENUKCAa POJACTBEHHbIE IENTHUAHBIM BEILIECTBA
LETPOPENIUKCa TMOJIyYaJld TOCPEACTBOM HW3BECTHOW METONUMKU TBEPAO(PA3HOTO CHHTE3A
nentuaoB. CUHTE3 BKIIOYAJ COYETAHHE OJHOW aMHHOKHCIOTHI 3a pa3, MOCIeNOBATEIbHO
HaynHas ¢ C-KOHIEBOH aMHMHOKHUCIIOTHI Ha cMosie. CUHTe3 MEeNTUIHON LENMu OCYIIEeCTBIISTN ¢
npuMeHeHueM ¢Gayopenunmetmiokcukapbomna (Fmoc)/tper-Oytuna (Fmoc/tBu) ¢ N,N’-
mrumzonponmikapooguumunom (DIPC) B kauecTBe peareHTa st peakiuu codeTaHusi. [ pymnmbl
Fmoc ypmansmu mnocpeactBom oOpabdotku 20% mUNepuaMHOM B IUMETHI(GOpMaMuUze.
OO6pa3oBaBLINiiCS Ha CMOJIE MENTH] B KOHLIE OTLIETUISUIH C IPUMEHEHHEM TPUPTOPYKCYCHOM
KUCJIOTBI C TIOJYYEHHEM POACTBEHHBIX BEINECTB, KOTOPbIE 3aTEM OUMINAIH C IOMOIIBIO
BBICOKO3(()EKTUBHON JKUAKOCTHOH Xpomatorpaduu ¢ obpamennoit ¢azoiri (RP-HPLC) Ha
KoJIoHKe ¢ cunkareneM C18 ¢ mpuMeHeHHeM rpaJleHTa aleTOHUTPHI/BOAA, CONEpIKaIlero
0,1% TtpudropykcycHoil KUCIOTb. OUYHIIEHHBIE POIACTBEHHbIC IENTHIHBIM BEILIECTBA
TMOPMIN3UPOBAIIH C MOJMYYEeHHEM YUCTON TBepaoi (opmbl. CTPYKTYpPYy TaKUX POICTBEHHBIX
BEIECTB XAapakTEepU3OBaju C MNOMOWbK mnpotoHHoro AMP, yrneponnoro AMP, wmacc-

CIIEKTPOCKOIUH U 3JIEMEHTHOT'O aHa/In3a, U uX 0003Havaiu kak npuMmecu A, B,D u F.

IIpumecn-A: Ac-2-D-Nal-4-Cl-D-Phe-3-D-Pal-Ser-Tyr-D-Cit-Leu-Arg-Pro-D-Ala-OH

(mogpobHast CTpyKTypa OMHCaHa Kak coenrHeHne Gopmysl 1),
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npumMech-B: 2-D-Nal-4-Cl-D-Phe-3-D-Pal-Ser-Tyr-D-Cit-leu-Arg-Pro-D-Ala-NH2

(mogpobHast cTpyKTypa onucana kak coequHenue Gopmyosi 11),

npumech-D: Ac-2-D-Nal-4-Cl-D-Phe-3-D-Pal-Ser-Tyr-D-Cit-Leu-OH (noagpoOHas cTpykTypa

onucaHa kak coequHenue popmyiner 1), u

npuMmechb-F  Ac-2-D-Nal-4-Cl-D-Phe-3-D-Pal-Ser-Tyr-D-Cit-Leu-Arg-Pro-OH  (nmogpoGnast

CTPYKTypa OIncaHa Kak coequHenue Gopmyisl IV).

bb110 ycTaHOBJIEHO, UTO MUKU pa3ioKeHus, pa3aeneHsble Ha kononke HPLC, cooTBeTcTBYIOT
STUM COE€AMHEHHUSIM HAa OCHOBAHUH UX OTHOCUTENIBHOTO BpeMeHH yaep:kusanusi. [TonpobHocTH

merona HPLC npencrasnens! B npumepe 1B Hubke.
ITPUMEP 1B

Ilerpopenukc 1 uaeHTHUIMPOBAHHbBIE TPIMECH, & UMEHHO NPUMeCh A, mpumech B, nmpumech
D u npumecs F, u3 oO6pas3iioB BOZHOTo pacTBOpa pasaessuid Ha KOJIOHKe ¢ 0OpalueHHOH da3oi
(C-18) ¢ npumenenuem rpanueHTHON Metoauku (kojoHka: X-Select CHS C18, (150 x 4,6) mwm,
2,5 mMxMm (ot komnannu Waters, Mpnannus, Homep no karanory: 186006729), npoBonunu
OOHapy’keHHe€ W KOJHYECTBEHHOE OINpenejeHue ¢ MOMOLIbI0  yibTpadHoneToBoi
CIIEKTPOCKONUH NMpH JyiuHe BOJHBI 225 HM. [loaBukHyrO (asy MpomycKaid ¢O CKOPOCTHIO

notoka 0,7 mu/muH. u 1,0 Mi/mMuH. Bpemst mporoHa xpomaTtorpamMmbl COCTaBIsUIO 150 MUHYT.
[TonpoOHOCTH B OTHOLIEHHH TOABHYKHOM (ha3bl

IMonewkHas ¢daza A: cMech OydepHOro pacTBOpa, YKa3aHHOTO HUXKE, C alleTOHUTPUJIIOM U
tetparugpodypasoMm B coorHomenun (700:280:20), merasupoBaHHOIO C IOMOLIBIO

yJIbTPa3ByKa.

IMonewxkuas (aza B: cmech OydepHOro pacteopa, yKa3aHHOTO HIDKE, C AllETOHUTPUIIOM U
teTparugpodypasoMm B coorHomeHun (500:480:20), nerasupoBaHHOIO C  ITOMOIIBIO

yJIbTpa3ByKa.

bydbep: 2,5 r nurunpooprodocdara ammonus u 0,75 r© HarpueBor comu 1-
okTaHcynbdokuciorel B 1000 mn Bogel ¢ pH, nosenennsiM 1o 8,0 £ 0,05 ¢ mpumMeHeHHEM

TPU3TUIIAMUHA.

Paz0aButens: Cmech BOABL, ALETOHUTPWIA M MYyPaBbUHOW KHCIOTHI B COOTHOIIEHHUH
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(700:300:1).

Tab6auua 1. Iloapo6HOCTH B OTHOLIEHHH I'PAANEHTHOI0 JIIOMPOBAHMS

Bpemsi (munyTbl) |Cxopoctb noroka [[loaBuknasi gasza A IoasuxHas ¢gaza B
(% 00./00.) (% 00./00.)

0 0,7 100 0

65 0,7 100 0

75 0,7 0 100

76 1,0 0 100

135 1,0 0 100

136 0,7 100 0

150 0,7 100 0

Honyqe}me MATOYHOIO PACTBOPA npnMeceﬁ

3,125 mr kaxxaoi u3 npumecu A; npumecu B, npumecu D u npumecu F nomemanu B MepHyrO
ko0y o6veMoM 50 Ml M PacTBOPSUIH B MPHONU3UTENBHO 5 M pa3daBHTENs C MOMOIIBIO

YJIBTPa3ByKa C MOCIEAYIOIIUM JOBEACHHUSI 00BeMa 1O METKH C IIOMOIIBIO pa30aBUTEIISL.

Honyqeﬂne PACTBOPA JJIsl OUEHKH NPUTOAHOCTH CUCTEMDbI

Ero mony4anu myteM B3BEIIMBaHU U IEPEHOCA MPHONMU3UTEIBbHO 12,5 Mr paboyero crannapTa
LETPOpeNuKca amerata B MepHy0 KojOy oObemom 100 M U pacTBOpEHHUsI €ro B
npubm3uTenbHo S0 My pa3baBuTenss myTeM OOpaOOTKH C TIOMOIIBIO YJIbTPasBykKa C
NOCEAYIOUMM A00aBJieHHeM MNPUOJU3UTENIbHO 2 MJI MAaTOYHOTO pacTBOpa MpUMECed u

noBeneHus: o0beMa 10 METKH ¢ MOMOIIBIO pa30aBUTEIIs.
H YEeHU TAH THOI' TB T HK TAT.

CraHmapTHBINM pacTBOP HETPOPENHKCA alleTaTa MOJIyYald MyTeM B3BEeIIUBaHUs U repeHoca 20
Mr pabodero cCTaHmapTa LETPOpENIMKCa aleTrata B MEpPHYH Koidy obvemom 250 wmu,
pacTBOpeHusi ero B mpudbmusutensHo 50 mur paszbaBuTens myreM OOpaOOTKH C MOMOIIBIO
yIbTpa3ByKa M JOBeNeHUsT o0beMa 10 METKH C MOMOIIbI0 pa3daBuress. J[Ba MJl TaHHOTO
pacTBOpa MEPEHOCHIM B MEPHYI0 KojOy obbemMoM 250 M1 ¥ AOBOAMIIM OOBEM JIO METKH C

NPUMEHEHUEM pa30aBUTENS MTPH MEPEMEIINBAHIH.

IloavueHue TECTOBOrQ PACTBOPA

Bopsblii pacTBOp merpopenmkca amerara W3 npuOmu3uTenpbHO 10 mpeaBapUTENbHO
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3aMOJHEHHBIX INMPUIEB ¢ 00pasloM, MOMJISKAIINM TECTHPOBAHUIO (TIOJYYEHHOTO B
COOTBETCTBHM C MPUMEPOM, OIMHCAHHBIM BBIIIE), CMEIIUBAJIN B KOHTeiHepe. PactBop
COZEPIKHUT LIETPOPEIHUKCA aleTaT, OPTaHUYECKYI KHCJIOTY, OCMOTUYECKOE CPEACTBO U BOAY
st uabekuil. [pubmusurensao 5,0 MJT TaHHOTO PacTBOpa TOYHBIM OOPa30M MEPEHOCWIN B
MepHYI0 K00y oobemoM 10 mut, 1 1o0aBIsUTA IPUOTH3UTENIBHO 3 MJI pa30aBUTENsS, U PACTBOP
oOpabaTeiBaJii ¢ TIOMOIIBIO YJIbTPa3ByKa B TEYCHHE S5 MHUHYT C HPOMEKYTOYHBIM

BCTPAXHUBAHUCM. C IMOMOIIBIO p836aBI/ITeJ'IH JAOBOOUIIN o0bemM A0 MCTKHU IPU NIEPEMCIINBAHUU.

ITnanebo mosydanu myTeM mepeHoca TOYHBIM 00pa3oM mpubiusurenbHo 5,0 Mil pacTBopa
ane0o B MepHYI0 Kosiby oobemom 10 mi1, noOaBieHus: MPUOIU3UTEBHO 3 MJI pa3daBUTENs U
00paboTKH C MOMOIIBIO YIBTPA3BYKa B TEUEHHE 5 MUHYT C IPOMEKYTOUYHBIM BCTPSIXUBAHHEM.
C nomomplo pazbaBuresnss AOBOAMIM O0BeM 1O METKM NpU NepeMelnnBaHud. B
Xpomatorpauyeckyro CHUCTeMy BBOIWIM MpoObl pasdaButens obdbemoMmM S50 MK B JABYX
NOBTOPHOCTSIX B KAueCTBE€ KOHTPOJSL. 3aTe€M BBOIWJIM PACTBOP UL OLEHKH NPHUTOAHOCTH
CHCTEMbl U 3aIMCHIBAJIM XPOMATOrpaMMy. YPOBEHb pas3[eNeHHs MEKAy NpuUMecbro D u
npumechto F coctasnsier He menee 2,0. ITocne 3Toro BBOAWIN CTaHAAPTHBIN PACTBOP B LIECTH
MOBTOPHOCTSIX. 3areM oOpaszer] M mpernapar mianed0 BBOAWIM B XPOMATOrpapUuecKyro

CUCTEMY.

OTHOCHTENIBHOE BpEMs yACPKHUBAHUA U OTHOCHTEJIbHBIN KOS(b(bI/IL[I/IeHT OTKJIMKa AJid ITHMKOB
LeTpopenukca auerata u npumeceit A, B, D u F oTHocuTenbHO nmuka nerpopenkca amerara

npeAcTaBjeHbl B Tabmume 2.

Taéauuna 2

Bpems OTHOCUTeIbHOE
Ha3sanue

YAep:KMBaHUSI BpeMsi
coeANHEeHHsI

(MuHYTAa) AepPKUBAHHS
[lerpopequkc 42,3 1,00
[Mpumecs A 23,5 0,55
[Tpumecs B 56,8 1,34
[Tpumecs D 16,9 0,39
ITpumecs F 20,3 0,48

PaccunteiBanu npoueHTHoe conepskanue nmpumecei A, B, D, F u HeusBecTHbIX npuMeceH,
UCKJTFO4asi KU OT paz0aButes v riane6o. CyMma BceX M3BECTHBIX U HEU3BECTHBIX MPUMECEH

naet olliee KOJIUYeCTBO mpumeceii B %o.
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% unenTuduuupoBaHHbIX npumMeceii (A, B, D, F) paccuntsiBanu no cnenyrouieit popmyie:

Alx WS x 2 x10x _P x_1
AS 250 250 V LC RRF,
rae
Al = nuKOBBIN OTBET KaXJAOW H3BECTHON NPUMECH HA XPOMATOTpaMMe TECTHUPYEMOrO

npenapara, AS = cpenHull MMKOBBIA OTBET LIETPOPEIMKCA HA XPOMAaTOrpaMMe CTaHAAPTHOTO

npenapara, WS = Bec pabouero cTaHaapTa LeTpOpeNIMKCca aleTaTa B Mr,

V = obbem B3siTOoro obpasua B mi,

P = % axtuBHOCTH pabodero craHmapra LeTpopenukca (Ha OCHOBe «Kak ecTb»), LC

3asBJICHHOE Ha STUKETKE coxaepykaHue uerpopenukca B mr Ha mu (0,25 mr/mu), RRF

OTHOCHUTENbHBIN KO3(PPHULHEHT OTKIIMKA JUI MTUKA KAXKIOH IPUMECH.
% HEeN3BECTHOW NPUMECH PaCcCUUTBIBAIIM IO Cileayroei Gopmye:

Alx WSx 2 x10x_P

AS 250 250 V LC,
rae

Al = TUKOBBIA OTBET KaXXAOW HEM3BECTHON MPUMECH Ha XPOMATOrPaMMe TECTHPYEeMOTO
npenapara, AS = CpeHUI MUKOBBIA OTBET LIETPOPENIUKCA HA XPOMATOTPaMMe CTAaHAAPTHOTO

npenapara, WS = Bec pabouero cranaapra LETPOPEIIUKCa alleTaTa B MT,
V = obbem B3siTOro obpasua B mi,

P = % axtuBHOCTH pabodero craHmapTa LETpopeiukca (Ha OCHOBE «Kak ecTtb»), LC =

3asBJICHHOE Ha STUKETKE COIepikaHue 1eTpopenukca B mr Ha mut (0,25 mr/mn).

Obmee konmmuectBo mpumeceit (%) = cymma % U3BECTHBIX mpuMeced U % HEH3BECTHBIX

puUMecei.



Tabanua 3. Cocras

MpuMepsI No HACTOSIEMY H306PeTeHHI0

(CpaBHHTEILHbIE IPHMEpPDI

[Homepa 1 2 B H 5 7 8 ) 10 11 12 |13 14
MPHMEPOB

[MHrpegﬂeHTﬁ; KosmuecTso (Mr/mi)

onuyectBo wHerpopenukcal).25 0,25 0,25 0,25 0,25 0,25 0,25 0,25 025 025 025 0,25 025 025
LeTara, BBIPAXKEHHOE

HOCHTEJILHO OCHOBBI B

HIIE LIETPOPEINKCa

[Maﬂﬁm f54,8 54,8 1548 548 P48 |54§8 54,8 54,8 P48 548 [54.8 |54,8 54.8 54,8
Monounas kucinora IB 10CTATOYHOM KONHYECTBE JUTs peryimposku pH

pH 3 3,1 3,2 3.3 PB4 B.S }4 !4,5 5 2,5 R6 R7 128 2.9
ofa s B nocraTo4HOM KONHMYECTBE [UId Iorydenus 1 mMn

HBEKIHH

9T

6€£€6L0/170C OM

886650/0707d1/LDd
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Cnoco0 nonyueHust

Bony nist uabexmuii Opanu npu remmneparype ot 2°C no 8°C B cocyne. loOaBnsiim MAaHHHAT U
MOCTENIEHHO pPacTBOPsUIM B BOJE [Nl HHBEKLUMH IpPU MEpPEeMELIMBAHUU [0 MOJy4YeHUs
npo3payHoro pacteopa. K momydeHHOMy m00aBISIM LIETPOPENHKCA aleTaT U IOCTENEHHO
pacTBOpsuIU IIpU NepeMelnnBanuu. pH pacTsopa nposepsiiu u 1oBoauiu A0 pH, ykazaHHOroO B
tabnuie 3 U KaXXI0ro MpuMepa Mo HacTOoSIeMy U300pETeHUIO i CPAaBHUTEIBHBIX IIPUMEPOB,
C MPUMEHEHHEM orpeaesieHHoro konmnyecta (o0rvema) 0,1% Bec/oObeM pacTBOpa MOJIOUHOM
KucinoTel. OObeM MOBOAMIIM 1O METKH C IIOMOLIBIO BOABI Ul HHBEKUUH. PacTBophI
nepememBanu B TedueHue 10-15 wmumHyT. PacTtBOphl M3 mnpumepoB (QuipTpoBanu B
aCEeNTHYECKUX YCJIOBHSX depe3 ciioil MemMOpaHHOro ¢uibTpa ¢ pazmepom nop 0,2 MUKpOHa.
PacTBOpPOM B ace€NTHUUECKUX YCIOBUSIX 3aIOJIHSIIN PE3EPByap YCTPONCTBA A UHBEKLUH, T. €.
LWJIMHAP CTEKJSIHHOTO mmpuua Ha 1 mu ¢ oovemom HanomueHus 1,1 mu. IlpensapurensHo
INPUCOEAMHEHHYIO UINy B LWIHHAPE 3aKyNOPUBAJIU 3JIaCTOMEPHBIM KOJIAYKOM MWIJIbI,
3aKPBITBIM JKECTKUM KOJIMAYKOM Iepen HamosHeHueM. Ilocne HamonHeHus CTeKJSTHHBIN
mnpuy (UUIMHAP) 3aKyHNOPUBAIN OTPAHHYHUTENIEM XOZA IMOPIIHS C IMOMOINBI BaKyyMHOM
npoOKH TaKUM 00pPa30M, YTO BHYTPH LITMPULIA IO CYTH HE OCTABATIOCH CBOOOTHOTO BO3AYLITHOTO
IPOCTpPaHCTBA. BOMHBIN pacTBOp MpU XpPaHEHUH OCTAETCs] B KOHTAKTE C OrPAaHUUYUTENIEM XO/a
MOPIIHS, W3TOTOBJIEHHBIM W3 Kay4yykKa, NpPeIBapUTENIbHO TNPUCOENUHEHHOW WIJIOH,
U3rOTOBJIEHHON M3 HEp)KaBelllel CTaly, M KOJMAuKOM WIJIbl, H3TOTOBJICHHBIM U3

HaTypaJIbHOTO Kay4yKa.

I'OTOBBII K MHBEKIIMU BOAHBIN pacTBOp pabo4mux mpuMepoB 1-9 1 CpaBHUTEIBHBIX MPUMEPOB
10-14 nogseprany XUMUYECKOMY aHAJIN3y Ha pasHbIX cTagusx. [leppoHauanbHO NOCPEACTBOM
onucanHoro Beime Meroga HPLC ananmsupoBanu % copeprkaHusi HETPOPEITHKCA B PACTBOPE
1o u nocie ¢punbrpaunu. Onpenessuin n3MeHeHne % Cofep kaHusl B XUMHUYECKOM aHAIH3€E JI0

U rociie (PrIbTPaLHH.

PactBOpbl M3 mHpUMEPOB, COAEpKAINUECS B CTEKISIHHBIX LIMPULIAX, 3aT€M MOABEPraiu
UCTIBITAHUIO Ha CTaOWIBHOCTH TPH XpaHEHWH. % ConepKaHWe, YPOBEHb IPOAYKTOB
pasnoskeHus, Takux kak coeauHenus Gopmyn L, I, I u IV, 1 ypoBeHb HEU3BECTHBIX IPUMECEH
U 00IMi ypOBEHb PUMECEH B OT(QHIBTPOBAHHOM PACTBOPE, KOTOPBIM 3aIMOJHEHO YCTPOHCTBO
U1 HHBEKIHH, JIEKAPCTBEHHOH (POPMBI IJIsl TAPEHTEPAIbHOTO BBEIEHHUS B HAYAJIbHBI MOMEHT
BPEMEHU U IPU XPAHEHUHU B PA3IMYHbIE MOMEHTBI BPEMEHU IPU KOMHATHOM TemIepaTrype

(25°C/otHocuTenpHas BraxxHOCTh 60%) u mpu Temmeparype ot 2 no 8°C ompenemnsiu ¢
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NPUMEHEHHEM MeETOAa BBICOKOA((EKTUBHONW JKUAKOCTHOW XpoMarorpaduu, OMHCAHHOTO

BBIIIC.

b0 yCTaHOBIEHO, YTO Yepe3 6 MECALEB XPAaHEHHs IPU KOMHATHOW TEMIIEpaType ypPOBEHb
npumecel A, B, eTUHNYHBIA MAaKCUMyM HEU3BECTHOH MPUMECH U OOIIMH YPOBEHb MpUMecei
HE W3MEHWINCh WM H3MEHeHHe ObUIO He3HauuTeIbHbIM. Ha OCHOBaHMM 3THUX IaHHBIX
OKHJIaeTCsl, UYTO JIEKApCTBEHHAs (popMa IJIsl MapeHTEepPaJIbHOTO BBEACHUS IO HACTOSLIEMY
M300pETEHNI0 XMMUYECKH CTa0MIIbHA B TEYEHHE JIMTENIbHOrO Iephoaa BpeMeHH. buito
O00OHapy’KEHO, YTO PACTBOPHI HE MPOSIBIIIIOT KAKUX-THOO0 MPOOsIeM B OTHOIIEHUH arJIoOMepauu
WM YBEIWYEHHUs] BSI3KOCTU MPU MPUTOTOBJICHUM, U IPU 3alOJHEHWH YCTPONCTBA IS
UHBEKLUUHU, U NpU XpaHeHUU. [laHHbIE Takke NMPOAEMOHCTPHPOBAIH, YTO HE HAOIIOAAIOCH
abcopOuun unu ancopOLUM LETPOpPENIMKCa Ha KOMIIOHEHTAaX YCTPOICTBA, Hampumep, Ha
Kay4yKOBOM OIpaHMYHUTENEe XO[a, KOTOPbIM HAXOAUJICS B KOHTAKTE C PACTBOPOM B TE€UYEHHE

NEepUOAA XPaHEHUs], WIN BHYTPH HX.

PesynbraTel uccnenoBaHus CTAOMIBHOCTH AUl CTAOMJIBHOH JIEKAPCTBEHHOH (DOPMBI ISt
napeHtepanbHoro BeeaeHus mpu 25°C/60% RH u 2-8°C B COOTBETCTBUU C HACTOSIIIUM

nu300peTeHneM mpeacTaBieHbl B Tabuuie 4 u Tabiuie S5 HiKe.



Tabauua 4

[Ha6.1io1eHue B pa3nbie MOMEHTHI BpeMeHH npu xpanenun npu (25°C/60% RH)

vH F‘lpm&ecb A (%) fl’lpumech B (%) Eaﬂuoqﬂmi‘! makeumymOGmuii yposens npumeceii (%)
lp en3BecTHOH npumecn (%)

MoMeHTHI BpeMeHH (MecsIibi)

i Bk B @B B B O @ B 6 © U Bk

3 tBQL 0,20 0,54 1,0 0,055 |ND IND [BQL 0,113 0,123 0,112 0,431 0,363 0,398 0,748 1,829

3,5 [BQL 0,07 0,23 040 0,068 ND BQL BQL 0,105 0,148 0,189 0,392 0,335 0,292 0,623 1,059

f ;BQL BQL 0,09 0,15 0,039 ND IND 0,095 0,162 0,196 (0,388 0,308 0,302 0,496 0,792

IND
|4,5 IND BQL BQL 0,04 (0.058 IND ND IND | BQL 0,159 0,204 0,331 p,308 0,237 0,331 0,563

H
£

5 [BoLBQL | }F ND [BQL 0,119 0,125 0,205 0,208 | !

ND: ne obnapyoceno; RH — omuocumenvrnas énaxchocms; BOL: nuice npedena konuvecmeenno2o oonapysicenus

6T

6€£€6L0/170C OM

886650/0207d1/LOd



Tabauuma s

}Haﬁﬂmﬁﬁnne B pa3Hbie MOMEHTHI BpeMeHH npH Xpauennu npu (2-8°C)

lpﬁ lﬂpmwecs A (%)

}l’lpﬁmet:b B (%)

t')imﬂwauii

MAKCHMYM

enspecTrol npavecu (%)

}Oﬁnm'ii ypoBens npumeceii (%)

[MomeHTBI BpeMeHH (Mecsiibi)

0

1

3

12

18

24

1

3 6 |12

18

4 0 |1

3

6

12

18 24

o

1 3

3

12

18

24

0,05

0,08

18

0,363

0,49

0,5450,055

IND

NDNDBQL

BQL

BQL,1130,0790,08

;14

60.1090,1380,15

0,363

0,2060,161

0,333

0,551

0,628

{0,695

3 [BQL
3,5BQL

BQLBQLI0,06

0,1440,171

0.2380,068BQL

LBQL

BQLI0,105(0,0870,0690,135

0,1080,1390,1490,335

0,0870,0690,1970,3370,31

0,387

4 BQL

BQL

BQLI0,03

0,055

0,068

0.0780,039ND

ND

BQLD,0950,16

0,1440,1380,1050,1860,15

0,308

0,23

0,1440,1740,2420,3980,228

FL3ND

BQL

IND

[BQL

BQL

BQL

BQL [0,058ND

BQL

IND

BQL 0,1420,1360,1360,1070,134)0,15

0,3080,213

0,1360,1360,193

0,202

0,15

ND: ne obnapyaceno; RH — omnocumenshas anaxcnocms; BOL: nusice npedena koaudecmeeHno20 obHapyscenus

6€£€6L0/170C OM
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Tabauua 6
Copep:xkaHue HEeTPOPETHKCA ALETATA, IKB. LleTpopeankcy (%)
YcaoBusi XxpaHeHust
R-8°C 25°C/60% RH
pH Hedun HawanlM 2M 3B3M 6M [I2M ISMR4M|IM 2M 3M 6M
bTPOBA [bHOE
HHBIH [3Ha4Ye
HHe
2,5 [104,05 [103,97(103,03[105,51{105,04{104,54/103,7 |- - 102,76/102,9 102,9 99,97
3 [103,56 |101,11{101,8 |104,9 [105,42]104 [103,5 |104,93]104,77/102,09/104,71]105,08]102,36
3,5 103,86 [102,51[101,82/104,88]102,88]104,2 [103,1 [104,13[104,16/103,65/103,62{102,23|103,68
4 103,76 (102,96 (104 [104,17]104,75/104,84(103,3 [104,48/103,61/102,58/103,28]103,72]103,39
4,5 102,52 199,56 [103,43[103,97]103,57|103,59[102,6 [103,97]103,86/101,66{103,62{102,79]102,77
5 199,48 - - - - - 99,02 |- - -
PesynpraTel MccnenoBaHUs  CTAOMJIBHOCTH Uil JOTIOJHMUTENBHBIX — IPOMEKYTOUYHBIX

nuana3oHoB pH Obly M3ydeHB! B pa3Hble MOMEHTHI BpeMeHH npu xpaHeHuu npu 25°C/60%

RH u 2-8°C u npuBeneHs! B TaOnuie 7 HIKE.



Tabanna 7
I:/lﬁw:ﬁfmlﬂaﬁﬂmaeﬁﬂe B PASHBIC MOMEHTEI BPCMEHH NPH Xpanennn
pemenn pH Hpumecs A (%) | | | | [lpumvecs B (%)
oM M oM b M 12 M oM i M 3 M M f1zM
I o o o o o W o o i W o i i o o o W o o
pu 3.1 0,04 INA INA P28 10.27 0.270.5305405300.62063 062 | - IND [NA NA ND ND | BOLBOLBOLBOLBOLBOL: | |
E;zs*’(? 3,2 BOL INA NA D29 0,29 D30D5T0570,57064063 064 L | IND NA NA BOLBOLBOLBOQL BOLBOLBOLBQLIBOL: | -
0% RH) 3,3 BOL INA NA P17 D18 0,17037037037042042 b42k  F b IND [NA INA ND ND IND BQLBOLBOLIBOLBQLBOLF |k
3.4 BOL INA NA 02 02 0200340.340.34039039 039 |+ - IND [NA INA ND IND IND BOLBOLBOLBQLBOLIBOQLEF } |
fupu 2-8°C[3,1 0,04 [NA INA 0,14 10,15 10,14 10,250,240.24)0,1710,17 10,18 0.24 0,25 0.24ND NA INA [ND ND [ND [BOL BOLBQL[BOLBQLBQLIBOL [BQLBQL
3.2 BOL INA NA 0,14 (0,15 10.1510,2600.270,260,1710,17 10,1810,29 0,29 0,29IND [NA INA [ND ND IND [BOL BQLIBOLIBOLIBBQLIBOLIND [ND IND
3.3 BOL INA NA D1 0,09 0,100,17 ,mF,;gb,na.n 10,18 10,18 DISIND INA INA IND IND IND [BOL BQLIBOLBQLBQLIBOQLIND IND IND
34 BOL NANADO o ool + B F F F B B F NDNANANDNDINDE + F B B B b OB OE

ND: e o6uapysiceno; RH — omuocumenshas enaxcnocms; BOL: nusce npedena xoauvecmeennozo obnapyscenusn; NA: ne docmynto

[MomenrriHatuonenne B pasibie MOMeHTE! BPEMEHH NPH XPAHCHHH

ppemenn PHIO HHOMHLI MAKCHMYM Hem3BecTHOMH npumecn (%)

[O6umit yposens npumecei (%)

OMEHTHI Bpemeny (Mecsibi)

oM 1M

Bm

b M

lizm

M 1M BM M 1zm

I [ [ jpr i

T

Tl

(O TR T

T

AN e

[r6|pn (25°CB,10,13 INAINAD, 15 10.1240.1430,2230,211)0,2240,1920,1530,1 78

0,1 78NANAD,S670.5170,55 0,8650,8730,8660,9340,898093 | | |

0% RH) 3.2/0.129NAINAD, 1360,141/0,1380,2140,21 10,2080,18 0,1730,171}

0,120NAINAD,5690,57 10,5710,9060,8960.8921,0370,9320,03+ | |

3,310, 137INAINAD, 1390,153)0,1370,2140,2130,21 1

0,17500,1840,175¢

o L

0,228NANAD,5120,4480,4290,7 0.7 [0.5860.72 0.7250,719

3,410, 13 1INAINAD, 1650,15

0,12 10,21 0,2040,2030,166(0,1740,167

=

0,201INAINA,52300.49 10.4850,6670.6560.66 10,67800,6930.687-

npm 2-8°C3, 110,13 [NAINAD,1280.115

,12300,1150,1430,1290,1290,127)0,1340,1160.1190,121

0.1 78NAINAK.3810.36100.3650,3650.46 10,373(0,2990.2930.311{0.3580.3650.364

3,210, 1 29N AINAR, 1340,12700,1270,131

0,139

0,1260,1350,12

0,134D,1190,1190,123

0, 129N AINAD,4230,4360.48 10.50410,58110,50110,37900.30300,311}0.49200,4050.41

3,310, 137INAINAD, 1230,126(0,12 10,1260,12

90,13800,1350,13

0.228NANAD, 31504 10,386D.4190.4150.4130.2941,2360,2380,3210,3190,3 12

3,410, 13 1INAINAD, 1230,1280,124¢

b

0,1230.1180,1290.12
C [ C

F

:

b

D20INANAP 33303320327k F F F F F F _F F

T

(43
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Tabauna 8
CoaepxaHue HeTpopeHKCca aleTATAa, IKB. LeTpopeJukcy (%)

YcaoBust XpaHeHHUs

2-8°C 25°C/60% RH
pH HepuabTpoHavanenoe (1M 3 M 6M [I12M 1M 3 M 6 M

BAHHBIHN BHAYECHUE
3,1 199,96 98,67 99,12 199,32 98,98 198,94 98,65 97,65 [97,52
3,2 100,89 100,21 99,9 100,89 99,61 101,27 [100,06 100,38 (98,2
3,3 199,96 99,05 98,58 100,03 [99,13 100,29 9897 99,87 [98,13
3,4 100,02 98,54 99,59 |- - - 9991 199,97 99,03
Tabanua 9

JaHHbIe 0 CTA0MIBHOCTH LIETPOPEJIHKCa aneTara B Buae uHbexkuuu 0,25 mr/ma, 1 ma

PFS npu pH S

Kaxnabiii My1 cCOmep:KUT LeTpopenKca aerar, 3kB. 0,25 Mr uerpopenukca, 54,8 Mr MaHHUTA,

MOJIOYHYIO KHUCJIOTY B KOJHMYECTBE, AOCTATOYHOM i peryaupoBku pH mo 5,0, Bogy ans

I/IH”beKLII/Iﬁ B KOJIMYECTBEC, 1OCTATOYHBIM IJIA JOBCACHUA 10 1 mn

Onucanne Cogep:xkanne PoacTBeHHbIE BellecTBa
uerpopesukca [U3pecTHbIie HeussecTHbie OQ0muii
ALETATA, DJKB.IPHMECH npuMecH YPOBEHb
LEeTPOPETHKCY npumMecex
Ipumecs [[IpumecsHanGobmmuii
A B YPOBEHb
HEH3BEeCTHOM
NpUMecH
95,0%-105,0%|He 0oaee/He 0oJ1eeHe 60s1ee 0,5%He 0ouree
coraacuo LC [1,0% 1,0% 3,5%
HEPWJIbTPO [* 99,59
BAHHBIN
HAYAJIBHOE [* 99,67 BQL ND 0,131 0,131
SHAYEHHUE (<0,035%)
2-8°C (I M * 08,13 BQL ND 0,11 0,182
OTS (<0,035%)
2 M * 08,6 ND ND 0,109 0,208
3 M * 99,98 ND ND 0,112 0,198
25°C 1M * 08 BQL ND 0,106 0,106
60% (<0,035%)
RH 2 M * 08,24 0,074 ND 0,109 0,369
OTS [3M * 08,18 0,18 ND 0,107 0,353
ND: mne oonapysceno;, RH — omnocumenvnas enadicnocms;, BQL: nuowce npedena

KOJIUYECMBEHHO20 O6Hapy9fC€Hllﬂ

* IIpo3pauHblii 0ecuBeTHbIH PacTBOP, KOTOPBIM 3amojHeH pe3epsyap B 1 ma PFS



CPABHHUTEJIBHBIE NPUMEPHI

Tabauna 10
OMERT .aﬁﬂﬂ]ﬂe{lﬂél& SIHLIC MOMEHTH BpeMOeHH ﬂgﬂ XQ&H&HHB
peMeHH EH ﬁipﬂmecbls&{%) l | I I iﬂpnmecaﬁ(%)
oM iM 3 M M lz2m M i M BMm M fizm
I nom I 1 0§ b Mol W o mE R o omr i o|m oo omompy o momyi o o
mpu (25°CR,5 008 | F pg2 bk b port b B3sE b L F O F po72k b BOLF | 23k F b3k FOOF b O
60% RH) P.6 10,08 [0,080,08)1,28 129 i2oh2opiopiof +F +F F F F WNDF F NDNDNDP23p21025F F F F b OF
2.7 0,58 1059058 0,99 [1.00 pogjiesliesfiedigsligalisel F F INDE | INDINDND 21018 BOLbIg D22 P19}t | |
b.8 10,06 10,070,070,80 0.81 p8oft.3sh 39390156 1.56l1.56 F F IND | IND [ND ND [BOLID,I83BOQLIBOLIBQLIBOLE | F
0.9 10,06 10,0600,050,67 0.66 po6 123 12i30h32030F F F ND | ND ND ND BOLIBQL BQLD.2040.2040.194 | |
mpu2-8°cps 008 - F b2t } b33k F be3b 133 0072 | Bout } BoOLE L BOQLE |} BOLL |
06 0,08 Jo08p08b72 .73 boehadnsfiass F F F OB OF NDE P O NDINDNDBOLBOLBOLE F F OF b OE
0.7 10,58 10,590,58 0,58 IND IND 0.9009109106006 D359 F | ND }F | IND IND ND BOLBBOLBOQLIBOLIBOLBOQLE | |
D.8 10,06 10,070.070.48 1049 D480, 740.770.740.46 04546 F L IND F | IND ND ND [BQLBQLBQLBQLBOLIBOLE | |
0.9 0,06 10,060.050.42 042 D41 P.630.630,61039 039040 F F+ ND [ | IND ND ND BOLBOLBOQLBQLBOQLBQLE | }
ND: ne obnapyaceno; RH — omuocumensuasn enradxcnocmo, BOL: nuswe npedena koauvecmeennozo oonapysicenus; NA: ne docmynno
lMomenrmlHaﬁnmnenue B PAHLIC MOMEHTH! BpEMEHM NPH XPanenus
{Bpemenn |pH JOanuouHBIi MAKCHMYM Heu3BecTHOH npumec (%) |O6mmii yposens npumeceii (%)
[MomenTst Bpemenn (Mecsiib)
oM 1M EM EM E@_M oM EM BM 6 M 12 M
I TN T T T T T T T M e
fIpu (25°CR,5P0sE  F oasoe L pu7ge b a1 b F LR p4ook b foek b ps7E B Maod L B E
60% RH) P.6 10,138 10.1250.1210,1550,1540,1510,18 0.199%0.201-  F_F__F_FF 0,2270.2140.21 |1.708],69 [1.721P.821P.7892.896- + F__F F F
D.7 10,141 [0,153)0,141)0,1450,1480,1890.2660,2370,2450,1910,2 0,194 | L 10,38110.3930.311]1,363]1 ,344]1 46 2.313D.2692.0922.424R 486,423 | |
D.80.14 10,1330,1430,1730,1290,1330.25 10.2180,2470.21 lo,1660,165F | E 10.2770,2090,29911.214]1 ,162[1,149)1,7671,909(1.8312,032R.01 1]1.914- L |
2,910,142 J0,1310,14 10,13700,1320,1390.23 0,22200,22300,19 J0,1590.167F | L 10,272p,2830,1950,9390.919]1,048[1 496]1,4591,4571,90211, 78811799 | |
Mpu 2-8°CRSPJ0sE b 073k b a3l b a3 b bk b 409k 0431 | p4as4d | g4t |} s |
D.60,13810,1250,12100,1070,1220,1140,14 14 b.142k F  F  F FF b.227p2140.21 0.923)1.0220,93 1353137401383 F F F  F |
0,710,141 10,15300,1410,1160,1090,1110,1350,1460.1910.,1260,1320.113 |+ F 10.381P.3930.311)0,8630.8660,786]1.163]1.1881.3730,7980.7310.779 }+ |
2.8 0,14 0,13310,1450.11 0.1350.1350.14100,14 0.1250.1240.1110,11 }  F F 10.2770.2090.2990.6790.73110.731]1.07711.12110.9910.6550.64600.725- | |
0,910,142 0131014 10,1260.1240.1170,1370,1260,1470.1120.1350.123F |} | 10.2720.2830.1950.6730.6640.63600,8970.8840.8720.5050.5250.526- } |

re

6£€6L0/170T OM
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Tabauna 11
IConep:xanie HeTPOPEJHKCa AUETATA, IKB. Herpopennrcey (%)
Y coBHN XpaHeHns
Hauaannoe 2-8°C 25°C/60% RH
ngfH’exbm’nwpnnaunmﬁbﬂa‘!eﬂﬂe 1M B 6 M 1M BM M
o o o o o o i fp m  fp m ojmm o |
2.,6/100,05 100,25]100,04999,63 98,65198,32199,27198,27198,22097,45 07 197.76097.21196,5896,25096,63
D7k 100,75[100,4 [100,66998,6999,2208,78098,9498,74199,7799,8797,82 99  198,36/98,22198,55097,4 [98,04/97,5596,9797,0797.,09
D8+ 100,7 1100,93/100,99199,3998,76/99,0598,69199,33198,57199,85(100,1899,92107,64097,62197,65197,7497.6597,9498,12096,5 196,04
D.9L 07,55 (97,6 197,68 08,6498,62098,47195,3795,4295,5597.7507,8  198,52096,9296,84196,56095,1994.8 94,8 194.23194,32005,26

6€£€6L0/170C OM
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CPABHUTEJGHBII IIPUMEP 2

Bonnelii pacTBOp LieTpopesMKca aleTara MOoJy4dald B COOTBETCTBUU C packpbitheM US

2013/0303464 (Patel et al.). CoctaB nmoka3aH Huxe B Tadnuue 12.

Ta6auna 12
HnrpeanenTsl Konmnuaectso (mr/mi)
LleTpopenukca anerar 0,25
ManHUT 420
Jlensanas ykcycHas | JlocratouHoe
KHCJIOTa KOJIMYECTBO TUTST

nony4enus pH 3,0

Bona nnsa nabekuii 1 mn

Crnioco0 nonydeHusi: BOAy AJsl mHBeKIMiA Opanu npu temneparype ot 2°C no 8°C B cocyne.
JloOaBsiin MAaHHHUT M TIOCTENEHHO PACTBOPSUIN B BOAE JUJIsI HHBEKIMH MPU MEPEMEIINBAHNH 110
NOJTy4eHHs] TMPo3pavHoro pacrsopa. K momydeHHOMy n00aBIsuIM LETPOpENUKCa areraTr u
MOCTETNIEHHO PACTBOPSUTA TMPH MEepEeMEIINBAHUK. 3aTeM IOOaBJSUIH JIEASHYI YKCYCHYIO
kuciaoty u pH pacteopa moBomuiu a0 npuOau3uTebHO 3,0. OObeM TOBOIUIN A0 METKH C
MIOMOLIBIO BOZBI 111 MHBEKLUMNU. PacTBOp nepememnBanu B TeueHue 10-15 MuHyT u 3atem B
ACEeNTHYECKUX YCJOBHSIX (PUIBTPOBAIM Yepe3 CIIOi MeMOpPaHHOro (puibTpa ¢ pasMepoM Mop
0,2 mxm (kancyna optiscale 47, MmemOpanHbiil GunsTp U3 nonuddupcynbdona or Millipore).
PacTBOpOM B acenTHUECKHUX YCIOBUSIX 3aIOJHSUIA PE3EPByap YCTPONCTBA Al UHBEKLUH, T. €.
WIMHAP CTEKJSIHHOrO mmmpuna odbemMoM 1 M ¢ oObemom HamoyHeHust 1,1 wuL
IIpenBapuTenbHO MPUCOEAMHEHHYID WMy B IWIMHApPE 3aKyNOPUBAIU 3JaCTOMEPHBIM
KOJIMAYKOM HIJIbIL, 3aKPBITHIM XECTKUM KOJIaukoM Iepen HanoiaHeHueM. Ilocne HanonHeHus
CTEKJISTHHBIN NP (LMJIMHIP) 3aKYMOPUBAIN OTPAHUYUTENIEM XOAa MOPIIHS C MOMOIIBIO
BaKyyMHOU MPOOKH TAKUM 00pa30M, YTO BHYTPH IIIPHLA IO CYTH HE OCTABAJIOCh CBOOOIHOTO
BO3AYLIHOIO MpPOCTpaHCTBAa. BOmHBIN pacTBOp MpU XpaHEHUM OCTAETCS B KOHTAKTe C
OrpaHUYHUTENEeM XOAa TMOpILIHS, M3TOTOBJIEHHBIM W3  Kaydyka, [peIBapUTE]bHO
MPUCOEMHEHHON WIJION, W3rOTOBJIEHHOW W3 HEPI)KABEKOLIEH CTald, W KOJIAYKOM HIJIbI,

HU3TOTOBJICHHBIM U3 HATYPAJIbHOTO KaydyKa.

PacTBOp nmaHHOTO CpPaBHUTENBHOTO NpUMepa (CPaBHUTENBHBIA NpUMep 2), KOTOPBIM ObLI

3aI0JIHEH CTEKJITHHBIHN npuL, noABEpraind UCIbITAHWIO Ha CTaOMIIBHOCTD npru XpaHCHUH.
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Yposens npumecu A, nmpumecu B u o0muii ypoBeHb puMeceil B pacTBOPE aHATU3UPOBAIU B
HayajlbHBII MOMEHT BPEMEHM M T[I0CjIe€ XpaHEeHWs] NpU KOMHATHOM TemIieparype
(25°C/otHoCcHTenbHAs BiaxHOCT 60%) C MOMOIIBIO METOAa  BBICOKO3(PQEKTUBHOMN

KUIKOCTHOM Xpomarorpaduu. Pe3ynbraTe!l npuBeneHsl B Tabnune 13 Hibke.

Ta6auua 13. PesyabraThl HeCJIeA0BAHUS CTAOHIBHOCTH JIs1 CPABHUTEJIBLHOI0 MPUMepa

2
ITpumecs A (%) ITpumecs B (%) OO0umit YpOBEHb
(25°C/60% RH) (25°C/60% RH) npumeceii (%)
(25°C/60% RH)
MowmenT Bpemenu (Mecsiiipl)
0 3 6 0 3 6 0 3 6
0,06 |0,84 1,77 | ND 0,07 0,17 0,99 1,88 | 2,83

ND: ne obnapymceno; RH- omuocumenvnas enaxcHocms

bbuto 3ameueHo, uTo pacTBop Lerpopenukca anerata u3 US 2013/0303464 (cpaBHUTEIbHBIH
npuMep) MOKa3al 3HAYUTENIbHOE YBeJIMYeHNe YPOBHS IPIMecH A 1 o01ero ypoBHs npumeceit
IIPU XpaHEHUM NIPU KOMHATHOH TeMmmepartype. B gacTHoCTH, ypoBeHb mpumecu A, KOTOpast
SIBJSIETCSI IPHMECHI0, OOPa30BAHHON B PE3yJIbTaTe PA3JIOKEHHs], 3HAUNTEJIBHO YBEINIUBACTCS
u yBenu4uBaercs 10 1,77% mo Becy nerpopenukca yepe3 6 mecsiueB. Takske oOLIMii ypOBEHb

npumeceit ypennunpaercs 10 2,83% 1o Becy LeTpopenukca yepe3 6 Mecsiies.

Hanpotus, nexkapcrBeHHast opma 1Uisi TAPEHTEPATBHOTO BBEIEHUS, COAEpPIKAIasi TOTOBBIN K
MHBEKIIMY BOAHBIN PacTBOP LIETPOPEIMKCA ALETaTa, 10 HACTOSAIIEMY H300pPETEHHIO OCTAaeTCsI
CTa0MJIHOW NMPY KOMHATHOH TeMIepaType B TE€YEHHE JJIUTEIBbHOrO MepUoa BPEMEHH, MPHU
5TOM MPU XPAaHEHUHM MPAKTUYECKU HE MPOUCXOAUT PA3JIOKEHUs WM TOBBIIMIEHHUsS YPOBHS
NpUMECH A, IPYTruX MpUMeceil M 00IIero ypoBHs MPUMeECEH, a SKCTPATIOIUPOBAHHBINA CPOK

XPaHEHHsI pacTBOpa COCTABIsIET OoJiee 24 MecsLeB.
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dopmyJia uzodpereHust

1. JlexapcTBeHHas popma It TAPEHTEPATLHOTO BBEIEHUS, COep Kaasi CTaOMIIbHBIN BOAHBIN

PacTBOp, COAEPIKALLNI
(1) nerpopenukc i ero papMaleBTHYECKH IPUEMIIEMYIO COJb U

(11) npumecs popmysl I B konuuecTBe MmeHee 1% Bec/00BEM OT OCHOBBI B BHJIE LIETPOPEIIHKCA,

O NH, HNNH,
. ‘:?f/ 3
NH NH

dopmyana L.

2. JlekapcTBeHHasi (popma Jisi MAPEHTEPATbHOTO BBECHHS IO M. 1, OTJIMYAIOIIASCS TeM, YTO
yKa3aHHas JiekapCcTBeHHast popma mpencraBisier cOOOH CTepPHIbHBIA CTAOWJIbHBIN BOIHBIHI

pacTBop.

3. JlekapcTBeHHas popMa ISl APEHTEPATBHOTO BBEEHUS 1O 1. 1, OTJIMYArOIIAsICsl €TM, YTO
yKa3aHHasl JIEKAPCTBEHHAsi (hopMa MpeAcTaBisieT COOOH CTEpUIIbHYIO TOTOBYIKO K HH(QY3UU

JIEKapCTBEHHYIO (hOPMY.

4. JlexapcrBeHHas (popMa Uil TAPEHTEPATLHOTO BBEICHUS IO M. |, OTJIMYAOMIASCS TEM, YTO
CTaOUJIbHBIA BOIHBIA PACTBOP AOTMOJHHUTEIBHO COIEPXKUT OPTraHUYECKYK KHCIIOTY IS

peryasiuuu pH B nuanasone ot 3 1o S.

5. JlekapcTBeHHasi popma IJIsl MAPEHTEPATHPHOTO BBEACHHUS 10 1. 4, OTJIMYAIOIIASCS TEM, YTO

CTaOMJIbHBIA BOJHBIN PACTBOP JOMOJHUTENBHO COAEPIKUT OCMOTHYECKOE CPENICTRO.

6. JlekapcTBeHHast popMa JUJISl MAPEHTEPATBHOTO BBEIEHUS 1O 1. 1, OTJIMYArOIAsICsl TEM, UTO
KOJIMYECTBO IETPOPESTUKCA WM ero (apMalleBTUYECKH mpuemMieMoi comu cocrasisier 0,25

MI/MJL

7. JlekapcTBeHHast opMa ISl TAPEHTEPATBHOTO BBEIEHUS TIO 1. 5, OTJIMYAIOIASICSI TEM, UTO



10

15

20

25

WO 2021/079339 PCT/1B2020/059988

OCMOTHUYECKOEC CPEACTBO MNPUCYTCTBYET B KOJIHUYECTBE, AOCTATOYHOM [IJIA obecrneueHust

OCMOJISIPHOCTH pacTBOpa B quamnaszone ot 250 no 375 mOcm/kr.

8. JlekapcTBeHHasi opma IJIsl MAPEHTEPATHPHOTO BBEACHHUS 10 M. |, OTIIMYAIOIAsICS TEM, YTO
JekapcTBeHHass (hopMa IJIsi MapeHTEPaTbHOTO BBENCHHS IMPEACTABIISIET COOOW TOTOBBIM K
WHBEKIIUN CTePWIbHBIN CTAOWJIbHBI BOIHBIM PACTBOpP, MPHCYTCTBYIOIIMHA B pe3epByape

YCTPOMCTBA Il UHBEKLINH.

9. JlekapcTBeHHast opMa JUIsl TAPEHTEPATBHOIO BBEIEHUS 1O 1. 8, OTJIMYAIOIIASICSI TEM, UTO

YCTPONCTBO /AJIsl HHBEKLIUH MPEACTABIIAET COOO0H MpeBapUTEIbHO 3aMI0JHEHHBIN IIPHULL.

10. JlekapcTBeHHast popMa JJisl MAPEHTEPATBHOTO BBEIEHUS T10 T1. 8, OTIIMYAIOLIAsICS TEM, UTO

YCTPOMCTBO /AJIs1 UHBEKLIUH MIPEACTaBIISIET COOOI aBTOMHIKEKTOP.

11. JlekapcTBeHHast opma ANl MAPEHTEPATbHOTO BBEAEHHS IO 1. 8, IZie YCTPOWCTBO IS

UHBEKLUH MPEACTABISIET COO0I aBTOMHXKEKTOP B BUIE PYYKH.

12. JlexapcTBeHHas (hopma ISl MTAPEHTEPATBHOTO BBEACHHUS 110 M. 1, OTJIMYAIOINASICS TEM, YTO
CTaOMJIbHBIN BOAHBIN PACTBOP SIBJIIETCS] CTAOMJIBHBIM B TEUEHHE 10 MeHbIei Mepe 1 mecsua

npu Temneparype 25°C u oTHocUTeIbHON BiaxkHOCTH 60%.

13. JlekapcTBeHHas1 popMa IJisi MAPEHTEPATHHOIO BBEIEHUS 110 M. |, OTJIIMYAIOIIASICS TEM, UTO
CTaOUJIbHBIN BOIHBIN PACTBOP SIBJISIETCS] CTAOMIBHBIM B TE€YEHHE 110 MEHbIIEH Mepe 3 MecsLeB

npu Temneparype 25°C u oTHocUTeIbHON BiaxkHOCTH 60%.

14. JlekapcTBeHHas1 popMa JJisl MAPEHTEPATBHOTO BBEIEHUS 110 M. |, OTIIMYAIOIAsICS TEM, UTO
CTaOUJIbHBIN BOIHBIN PACTBOP SIBJISIETCS] CTAOMIBHBIM B TE€YEHHE 110 MEHbIIEH Mepe 6 MeCsLeB

npu Temneparype 25°C u oTHOcUTeIbHOMN BiaxkHOCTH 60%.

15. JlekapcTBeHHast popMa JJisi MAPEHTEPATHHOTO BBEEHUS 11O 1. |, OTJIMYAIOIAsICS TEM, UTO
JeKapCcTBeHHAst (opMa JJisi MAPEHTEPATbHOTO BBEICHHS SIBJISIETCS TOAXOMASINEH st

MOAKOKHOI'O MPUMEHECHUA.

16. JlekapcTBeHHast ¢opMa sl MAPEHTEPATBbHOrO BBEACHHs MO I 1, re JieKapCTBeHHAsI
dopMa il MAPEHTEPATbHOTO BBENEHUS SIBJISIETCS MOAXONSIIEH JUIsi BHYTPUMBIIIEYHOTO

MPUMCHCHUA.

17. @apmanieBTHYECKAsT KOMITO3ULHS LIETPOPEITHKCA HITH €0 (papMarieBTUIECKH IPUEMIIEMOI
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COJH, cofeprkaiias aexkanentun GopmyJer I,

¢dopmymna L.

18. Cioco® monaBieHus] MPEKAEBPEMEHHOTO BCIUIECKA JTIOTEHHH3HPYIOIIETO TOPMOHA Y

5 >KeHUIWH, NOABEPraloIUXCsl KOHTPOJIUPYEMOM CTUMYJISILIMU SUYHUKOB, BKIIOYAIOLIUN

JIEKapCTBEHHYIO (POpMy JJIsl MapEeHTEPATbHOTO BBEICHHS], COAEPIKAIIYEO TOTOBBINM K HHBEKIIMU

CTEePWIbHBIN CTAOUIIBHBINA BOAHBIA PACTBOP, CONEPIKALIUN
(1) meTpopenuKc UM ero papManeBTHYECKH IPUEMIIEMYIO COJIb,

(1) mpumecs A, nexanentun Gpopmysl I, B konudecTse MeHee 1% Bec/00beM OT OCHOBBI B BUZIE

10 nerpopenukca,

dopmymna L.

19. exanentun popmyJier I,
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gﬁ %‘%% h% M ;;f
Y

¢dopmymna L.

20. lekanenrun 1o 1. 19, OTAMYAIOIUIACS TeM, YTO [eKanenTun UACHTH(QHUINPOBAH C

nomombio ananmm3a HPLC, Bximoyarorero

a) BBeeHHE pa30aBUTENs, COAEPIKAIero BOAY, ALETOHUTPHI M MypPaBbUHYIO KHCIOTY, B

XpomaTorpaduieckyro cucremy,

b) BBeneHHe pacTBOpa IJIsI OLIEHKH INPUTOJHOCTH CHCTEMBI, COIEPIKAIIEro LEeTPOpeHKca
anerat, pa3OaBUTEIb ¥ MATOYHBIH pPACTBOP TNPUMECH, U OCYLIECTBICHHE 3aIHCH

XPOMaTOIPaMMBl,

C) BBEIIEHHE CTAHJAPTHOTO PAaCTBOpPA, CONEPIKALIErO LEeTPOPENHKCa aleTaT U pa30aBUTeNb, B

XpoMaTorpaQuIecKyro CUCTEMY,

d) BBeneHne oOpasiia, COmepsKaIlero BOAHBINA PacTBOP LETPOPENIUKCa alleraTa, U Imperapara

wianeto B XpoMaTtorpa@uyeckyro CHCTEMY U

€) onpeJeNieHne OTHOCUTENIbHOTO BPEMEHHU YAEP:KUBAHUS U OTHOCHTEHLHOrO KO3(dUiueHTa
OTKJIMKA JUJIs1 TMKOB MpUMecel M LeTpOpeNuKca aleraTa OTHOCUTENIbHO IMUKa LeTPopeInKca

anerara.

21. Cnocob upeHTHduKanuu aekanentuaa mno m. 19 ¢ nmomompero aHanmsza HPLC, npudem

Croco0 BKIIKOYAET

a) BBEZICHUE pa30aBUTENs, CONEPIKAINero BOAY, ALCTOHUTPHJ M MYPaBbHUHYIO KHCJIOTY, B

XpOMaTorpaUIecKyro CUCTEMY,

b) BBeneHHne pacTBopa ANl OLEHKH IMPHUTOJHOCTH CHCTEMBI, COIEPIKALIEro LETPOpPETHKCa
anerat, pa3baBUTElb W MATOYHBIA pPACTBOP TMPUMECH, U OCYIIECTBIEHUE 3aIUCH

XPOMAaTOrPaMMBl,
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C) BBEIEHHE CTAHIAPTHOTO PAaCTBOpPA, COMEPIKALIErO LIETPOPENUKCa aleTaT U pas0aBUTeNb, B

XpOMaTorpaUIecKyro CUCTEMY,

d) BBemeHmne oOpasia, ComepsKaliero BOAHBIA PacTBOP LETPOPENIUKCA aleraTa, U mperapara

ianedo B XpoMaTorpauIeckyro CHCTEMY U

€) omnpeeNieHne OTHOCUTENIbHOTO BPEMEHHU YAePKUBAHUS U OTHOCHTEILHOrO Kod(dulineHTa
OTKJIMKA JUJIs1 TMKOB IpUMeECeN M LEeTPOpeNrKCca aleraTa OTHOCUTEIbHO MUKA LETPOpeIuKca

anerara.

22. Crocob mo 1. 20 wm 1. 21, oTnudaromuiicss TeM, 4To noaBmxkHas ¢aza A u B B aHanmze

HPLC conep:xur Oydep, aneroHuTpuUs u TeTparuapodypas, u

IpU 3TOM OINpEAeNiCeHHble OTHOCUTEIbHOE BpeMsl YAEpPKUBAHUS M OTHOCUTENbHBIN

k03¢ puLmeHT OTKIIMKA AJIs TUKA AekanenTtuaa cocTaBisitoT 0,57 u 1,0 COOTBETCTBEHHO.
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