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of the claimed qualitative and quantitative combination of ingredients for the prophylaxis and treatment of diseases in the field of gas-
troenterology; and also a method for producing said dosage form based on the proposed pharmaceutical composition. Furthermore, the
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(57) Pedepar: [IpeanaraeMeie H300pETEHHS OTHOCATCA K 00aCTH (PAapMANECBTHKH H KACAIOTCS (DapMALICBTHUCCKUX KOMITO3HIMUH, a
TAIOKE ICKAPCTBEHHBIX (DOPM, BIIIFOUAFOIHUX I30METPA30]I, 3 HMEHHO, 330MEIIPA30.I MATHI JUTHAPAT, CIIOCOOO0B IOy YCHHS 1 IIPHME-
HEHISI TAKHX KOMIIO3UIHI U TEKAPCTBEHHBIX (DOPM, HCTIOIE3yEMBIX, MPEHMY INECTBCHHO, IPH MPOQUIAKTHKE U JeueHHH 3200 1eBaHTit
B O0JACTH TaCTPOIHTEPOIOTHH. JJOCTHTHYT >KEIaCMbIi TEXHUUCCKUH PE3yIbTaT CO3AAHHEM IMPEIHASHAUCHHBIX I MPOMHIAKTHKH 1
JeYCHHA 3a00ICBAHHUI B 00NACTH TACTPOIHTEPOIOTHH, - BAPHAHTOB (DaPMALCBTHYECKOH KOMIIO3HIMH, KOTOPAS IIOBEIIIACT TEPATICBTH-
YECKYIO aKTHBHOCTH 3a4BJICHHOTO KOJIMECTBEHHOTO M KAYECCTBCHHOTO COCTABA HHTPEIHCHTOB 34 CUET MTHOBEHHOTO HAYAIIA NCHCTBHA
H 3a cyeT 3(P(EKTHBHOTO H IMPOJODKHTEILHOTO ACHCTBHA COCTABA HHTPEAUCHTOB, - JCKAPCTBCHHON (DOPMBI, TOCPEICTBOM KOTOPOit
00€eCIEUeHO, IPH BBEICHUH YKA3AHHOTO (hapMallEBTHICCKOTO COCTABA, YIIPOINCHHE CXEMBI BO3ACHCTBHUS 3aIB/IIEMOTO KAYECTBECHHOTO
H KOJIMYECTBEHHOTO COCTABA HHIPECAMCHTOB M MPO()HIAKTHKHE H JICUCHHUS 3a00/ICBAHUH B 00JaCTH raCTPOIHTEPOIIOTHH, - 4 TAKOKE
croco0a oIy YeHH s YKA3aHHOH JICKapCTBEHHOU (DOPMEI Ha OCHOBE TpeaIaraeMoii hapmanesruueckoi kommnosumuu, Kpome Toro, ex-
HUYECKUH PE3yIHTAT JOCTHTHYT YBEIHUCHHEM ACCOPTHMEHTHOTO NEPEUHS (hapMaNEBTHUCCKUX KOMIO3HIHI, TEKAPCTBEHHBIX (DOPM,
IIPeTHA3HAUCHHBIX JI MPOMOUIAKTHKY U JeUEHH S 3200/ICBaHII B 001aCTH raCTPOIHTEPOIOTHH. [IpeamaracMele H300peTeHIs HAliay T
IIMPOKOE MPHMEHEHHE T MPO(UIAKTHKY U JeUCHHA 3200I¢BaHUi B 00IACTH TaCTPOIHTEPOIOT HH.

[npodondcenue Ha cnedyvioueti cmparuye]
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GOAPMALEBTHYECKAS KOMITIO3UIINS, BKJIIOYAIOIIAA 930MEIIPA30.I

OBJIACTb TPUMEHEHUA

IMpepnaraeMble H300pETCHHUSI OTHOCATCS K 007acTH  (apMaleBTHMKH W KacaroTcs
(hapMaleBTHUECKAX KOMIO3UIMHA, BKIHOYAIOHNIAX 330MENpa3oN — S-DHAHTHOMED S-METOKCH-2-
[[(4-MeTOKCH-3,5-AUMETHII-2-TUPUIVHIT)-MeTrI | cynbunmi]- 1 H-6ensumu tazona
(oMempazona) — Wik €ro (apMaleBTHYECKH IIpHEMIeMOe IIPOM3BOAHOE, BKIIOYas, 0e3
orpaHuueHus, (apMalleBTUYECKH [PUEMIIEMYI0 COJb WM THAPAT TakoH (apMaleBTHYCCKH
IIPHUEMIIEMO# COJTH, & TAIOKE JIEKAPCTBEHHBIX (hOPM, H3IOTOBJICHHBIX Ha OCHOBE 930MeIpa3oia HiH
ero (apMaleBTHYECKH NPHEMJIEMBIX MPOH3BOAHBIX, CMOCOOOB MX MOJIyYEHHS ¥ MPUMCHEHUS
TaKMX KOMIIO3HIMM M JIEKAPCTBEHHHIX (POPM, HCIOJb3YEMBIX, TPEUMYIIECTBCHHO, TIpU

npoUIaKTHKE | JICYCHUH TaCTPOIHTEPOTIOTHYECKUX 3a00ICBaHUH.

YPOBEHb TEXHUKHA

AKTyanbHBIM HampaBjieHHEM (papMaleBTHKH sBIsSeTCs co3JaHHe d(PQeKTHBHBIX
NeKapcTBEHHBIX GOPM Ui IPOQUIAKTHKH U JICHCHHS FaCTPOIHTEPOIOrHIECKUX 3aboeBanuii. B
nocjeHee BpeMs MOsBIIAIOTCS PapMaleBTHUECKUE KOMIIO3HIIMK U JIEKAPCTBEHHbIE TIperaparsl,
BKJTIOYAFOLIME I30MeNpas3ol (S-oMenpasoi), uiu ero hpapMaLeBTHUCCKH TPHEMIIEMBIE COJTH JTUOO
TUApaTHl TAKHX (apMaleBTHYECKH ITpuemMiieMBbIX cosel. [Tokazanus K mpuMEHEHHIO MpenapaToB
330MeIpa3oia BKIIOUAT B cebsi racrposszodarealibHyl0 pedoKCHy0 00ie3Hb, SI3BEHHYIO
6oJle3Hb JKENyAKa W JBEHAMIATUICPCTHON KHUIIKH, NMPOQHIAKTHKY pElMIMBa Y IMallUCHTOB,
TIEpEeHECIINX KPOBOTEYEHHUE M3 MENTHICCKOM S3BBI, 3aKHMBJICHHUE SA3BBI XKEJYyJKa, CBI3aHHOH C
IIPHEMOM HECTEPOMIHBIX MPOTHBOBOCHATUTEIBHBIX CPEACTB, MPOQHIAKTUKY A3BBI JKEIyAKA U
JIBEHAZLIATHIIEPCTHON KHUIIKH, cBsi3aHHOM ¢ mpuemom HIIBC, y mamueHTOB, OTHOCSIIMXCS K

IpynIne pHCKa, a Talkke CHHIpPOM 30JUIMHIrepa-OJUIMCOHA MM JIPyrHe  COCTOSHHMA,
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XapaKTEpU3YIOIIMEC  IATOJOTMYECKOM  THIEepceKpelmei  skeme3  keayaka (B T.4.,
HUIHOMATHIECKYIO THTIEPCEKPEIHIO).

W3BectHo, Hanmpumep, uzoOperenue [1] mo marenty PO Ne2184115 "TPUI'MJIPAT
MATHUEBOM COJIM S-OMEIIPA30JIA, CIIOCOBbl ETO IIOJIYYEHUA,
[IPOMEXYTOUYHBINA IMPOAVKT JUJIA ErO IIOJIYUEHUS, COAEPXAILAS ErO
OAPMAILIEBTUUYECKAS KOMITIO3UIUA U CITOCOB JIEUEHUSA", natrenToobnanarens
- "ACTPA3EHEKA AB" (SE), onyoiukoranHoMy 27.06.2002. M3o6peteHue [1] oTHOCHTCA K
HOBO# (opMe S-oMemnpazona, KOTOPHIH SBISETCS HHTUOMTOPOM HPOTOHHOIO Hacoca, T. €.
53¢ PeKTUBEH B HHTHOMPOBAHNUU CEKPELHH JKEIIyJOYHON KHUCIOThI U MOXET NPHUMEHATHCA B
KauecTBE IPOTHUBOA3BEHHOTro cpeacTBa. OmuchiBaeTCs TpUTHApaT MarHdeBod comu S-
oMernpasoiia. Takke pacKpbIThl COCOOBI €ro MONYYeHUs], IPOMEKYTOIHBIH MPOAYKT I €T0
HONydYeHHUs, coaepxamas ero (¢apmaueBTHYecKas  KOMIIO3HLMs,  obnanaromas
UHTHOHMPYIOMIEH CEKPEUHIO KEeJIYyJOYHOU KHCIOTH aKTHBHOCTBIO, H CIOCOO IedYeHus
COCTOSHHSI, MMEIOMIEr0 OTHOIIEHHE K XeNyHo4Hoil kuciaore. OJHAKO [Jd TpUIrHipara
MarHueBOd COMM S-oMempasosia o4eHb TPYAHO NOCTHYH (apMaleBTHYECKH HEOOXONUMOM
ONTHUYECKOW YHCTOTHI, BCIIEJACTBHE YETO MPH JUIS €r0 NOTYyUYeHHUs C HEOOXOAUMOH CTENEHBIO
ONTHYECKOM YHMCTOTHI OKa3bIBaeTCA HEOOXOMUMOH CcTagus cojJeBoro obmeHa ¢
NPHUTOTOBJIICHHOH 3apaHee ONTHYECKM YUCTON COJIbIO HAaTpUs MJIM KalMsA JUIS JOCTHXCHHS
yIOBJIETBOPUTENLHEIX TepaneBTuyeckux 3¢gdexroB (Cotton H. et al. Asymmetric synthesis
of esomeprazole. — Tetrahedron Asymmetry, 11, 3819-3825 (2000)).

Kpome Toro, msBectHo uzobperenue [2] mo marenty P® Ne2279276 "HOBBIE
JJEKAPCTBEHHBIE ®OPMblI 3AMEHIEHHbIX BEH3MMHUJIA30JIOB WU CIIOCObbI
UX TIPUMEHEHUS", narenroobiamatens — 3E KYPRUTOP3 O® 3E IOHVBEPCUTH O®
MUCCYPU (US), ony6mukoBanHomy 10.07.2006, B KOTOPOM OIIMCAaHBI  TBEPIbIC
dapmalrieBTHYECKHE KOMIIO3HLIHUH JUIS JICYEHHS] JKEIyNOYHO-KHMIUCYHBIX HapyIICHHMH.
KoMmo3unus no nepBoMy BapHaHTY COAEPKUT B Ka4ECTBE HHIMOMTOPA IIPOTOHHOTO Hacoca
OMENpa3oy, IO MeEHbIIEeH Mepe dYacTh KOTOPOro He IOKPBITA JSHTEPOCOJIIOOHIbHOM
000J0uKO#, U GukapOboHAT HaTpus Kak Oydepusyromuil areHT. KoMnosuuus BHIIIOJNHEHA B
dopme xeBarenpHOU TabmeTku. CoriacHO BTOPOMY BapHaHTy, KOMIIO3HIMS COIACPKHUT
OMeEIpa3soy, II0 MeHbIeH Mepe dYacTh KOTOPOrO He HOKPBITa DHTEPOCOMOOHIBHON

060J109Ko#i, OukapOoHAT HaTpus Kak Oydepu3yrOMUNd areHT, ¥ 110 MEHbUICH Mepe, ONuH
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NE3UHTETPAHT W/WiaM cMa3Ky. llpu opaapHOM BBEJACHHH TNAIMEHTY YKa3aHHBIX
dbapManeBTHUYECKUX KOMIIO3HIUHA TepaneBTUYECKH 3¢ (PEeKTHBHOE KOJIMYECTBO OMeNpasolia
HanpsMYIO BCAchIBaeTCs 4Yepe3 JKEeNyJOK NanueHTa JUIsl HeMeMIeHHOro u 3¢dexTuBHOrO
JeYeHHus HapyUIeHH, CBI3aHHBIX C )XEIYI04HO# KucinoToi. HoBbie nekapcTBeHHBIE POPMBI
oMernpa3ojia COTJIacHO aHanory [2] ynoOHBI AJIsi MPUTOTOBJICHUS U 00ECNEYUBAIOT €rO
OBICTPOE BCAaChIBaHME, a TAKXKE JAEIAI0T JOCTYIHBIM IIpernapar oMenpasol Jj1s O peleIeHHON
KaTeropuu OOJBHBIX, HECHOCOOHBIX MPOrJaThIBATh TBEPIbIE JI€KapCTBEHHBIE (OPMBI.
OnHako JiekapCcTBEHHBIE (OPMBI OMeIpas3oa corjiacHo [2] He o0ecleuruBaoT OTCPOUYECHHOE
BBEICBOOOJXKI€HHE AaKTHBHOI'O BEIIECTBA MW, KaK CJEJCTBHE, HE II03BOJISIIOT JOCTUTHYTh
OTCPOYEHHOr0 TEPANEBTHYECKOTO 3¢ deKTa.

[Ipr HamM4YuMu Ha MUPOBOM (apMaleBTHYECKOM PBIHKE Pa3IHYHOIO KOJIMYeCTBa
JE€KapCTBEHHBIX IPENApaToB C HCHOJB30BaHUEM 330MeNpa3oJia, TeM HE MEHEe, BO3HHUKIIA
3aqaua cosgaHus (apMarleBTHYECKOM KOMITO3HIIMM W JIEKApCTBEHHOW (OpPMBI Ha OCHOBE
yKasaHHO# (hapMaleBTUYECKOM KOMIIO3UIMHM, KOTOpHI€ IIOBBICHIN OBl TEpaneBTHYECKYIO
AKTUBHOCTH 3asABJICHHOIO KOJMYECTBEHHOIO ¥ KAYeCTBCHHOTO C€OCTaBa HHIPEIUEHTOB,
3¢ dekTuBHOTO JUIT TPOPUIAKTUKH H JICYEHHH [acTPOIHTEPOIOrHYECKHX 3a00/IeBaHUM, MpH

BBEJICHHH €TI0 B 3asBJICHHOH JIeKapCTBEHHOH dopMme.

3amava HaCTOSAIIETO H300peTeHus pemraeTcs 61arojaps NpeIJio)KEHHBIM B HACTOSIIEM
n300peTeHnH  (papMaleBTUYECKOM KOMIO3WIIMM M JIeKapcTBeHHOH ¢opMe, Iie yKazaHHas
(dapmaneBTHYECKass KOMIIO3WIMS W YKa3aHHas JieKapcTBeHHas (opma IpeaHa3HAYCHBI I
npoHUIAKTUKH M JIeYeHHs] ractpodsodarealbHON peduioKCHOi 00JIe3HH, sI3BEHHOM OO0Ne3HH
XKeJyJIKa U JIBEHAAATHIICPCTHON KHIIKW W JAPYTHX BbIIIEYKa3aHHbIX IaCTPOIHTEPOIOTHUECKHUX
3aboneBanuii. Takke 3aja4a HACTOSIIEr0 U300peTEHUs pemiaeTcs O1aronaps HpeMIOKEHHOMY B
HACTOSINEM H300pPETEHHH CMOCOOy MOJy4eHHs YKa3aHHOM JIEKapcTBEHHOH ¢OpMBI Ha OCHOBE
npeyiaraeMoii  apmaneBTHYECKOH KOMIO3ULIMU. TeXHHUYeCKHMH pe3ynbTaT HAaCTOSILErO
H300peTeHus, 3aKITIOYaroIUics B HNOBBIIIEHUH TepaneBTHIECKOM aKTMBHOCTH
(dapMaIleBTHUECKOH KOMIIO3HIHUH U JICKAPCTBEHHOH (POPMBI, JOCTUIaeTCA 3a CYET MTHOBEHHOTO
Hayana JEUCTBHS M 3a cYeT 5(Q(EeKTHBHOTO M MPOJOJDKUTEIBHOIO JACHCTBHA COCTaBa
HHIPEIHEHTOB W  YIPOINEHHE CXeMbl MNPOQUIAKTUKA U JICYCHHS BbILIIEYKa3aHHbIX

racTPOIHTEPOJIOTHUECKHX 3a00J1€BaHU.
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Eme onuH TeXHUYECKHH pe3ylabTaT, JOCTHTaeMbBIii B HACTOSINEM H300pETEHHH,
3aKII0YaeTCss B YBEJIIMYCHHH ACCOPTUMEHTHOrO TMEpeyHs JICKapCTBEHHBIX IMperapaTos,
npelHa3HauYe€HHbIX Ui NPOQIIAKTHKH U JIEYEHUs ractposzodareaibHol pediokcHol Oome3HH,
S3BEHHON OOJIE3HM JKeNyAKa W ABEHAOIATHIIEPCTHON KHUINKH H JPYTHX BBILICYKAa3aHHBIX

FacTPOIHTEPOJIOTHUECKUX 3a00IeBaHHi.

PACKPBLITHE N30BPETEHUSA

TexHuueckue pe3yabTaThl JOCTUTAIOTCS IMpeaiaraéMbIMH B HACTOSIIEM H300pEeTeHHUH
(dbapMalieBTUYECKMMH KOMITO3HIIUSAMH, INpeJHA3HAYEeHHBIMH JUIsI NMPOMDHIAKTHKH U JICYCHHS
3a00JIcBaHMif TaCTPOIHTEPOJOrMYECKAX 3a00JIeBaHMi, TaKMX KakK ractpossodareanbHas
pedurokcHass 00Jie3Hb, S3BEHHas OOJIE3Hb JKEIyJAKa U JIBEHANLATUIIEPCTHON KHIUKU U APYrue
BBIIIIEYKA3aHHbIE [ACTPOIHTEPOJIOTHYECKUE 3a0oiieBaHus, TA€ MepBasg M3  YKa3aHHBIX
dbapMmarieBTHUeCKUX Kommo3unui BimodaeT 5,1-50,1% »330Menpasosia MarHMs JMrujapara
HEME/JICHHOTO  BBICBOOOXKICHHUS W  330MeNpaszojla MarHug JUTHApaT  OTCPOYEHHOIO
BBICBOOOXK/IEHUSI — OCTaJIbHOE, a BTOpas W3 YyKa3aHHBIX (apMaleBTUYECKUX KOMIO3UIUN
Bkmouaer 5,1-50,1% 2330Memnpasona MarHus JWTHApPATa HEMEIJIEHHOTO BBICBOOOXKICHUS H
330MeTpa3ojia MarHus JUTAIPAT OTCPOYEHHOTO BRICBOOOKICHUS - OCTAIBHOE; @ HMEHHO, IIEpBas
U3 yKa3aHHbBIX (hapMalleBTHUYECKHX KOMIIO3HIIH 00eCTIeYNBaeT OTCPOIEHHOE BHICBOOOXKICHHE OT
5,30 mMr go 43,64 Mr »s3oMenpazosia MarHus JUrydapara, a BTOpas M3 YKa3aHHBIX
dbapMalieBTHYECKUX KOMITO3UINIA O00eCeynBacT HEMEICHHOE BbICBOOOXKAeHHE OT 5,30 Mr 10
43,64 MrazoMenpaszoiia MarHus JUrHApaTa.

TexHHYECKHM pe3yabTaT HACTOAIIETO U300PETEHUS JTOCTUTAETCS 3a CYET oOecredeHHs!
(dapManeBTHYECKOM KOMITO3UIIMK, MPEJIHA3HAYCHHON JUIs JIEYEHHS IIH IPOQIIAKTHKH
racTPOSHTEPOJIOTHUECKHX 3a00/I€BaHMI, TAKUX KaK ractpos3odareanbHas pedirokcHas 60JIe3Hb,
SI3BEHHAs 0OJIC3HB XKeMyIKa U JIBEHAAaTUIIEPCTHON KUIIKHA U JAPYTHE, OTIIMYArOENRcs TeM, YTO
yKa3aHHas KOMITO3HMIIMS BBINOJHEHA B (OpME KamCylbl, cOJepKallled M0 MEHBLIEH MEpe JBe
bpakiuu TEJUIET, COAEPXKAaIlUX B KayecTBE NEHCTBYIOLIETO BEIIECTBA 30MENpPAa30ll, WM €ro
(bapMareBTHYECKH TPUEMIIEMYIO COJIb, HUIM THAPAT €70 (apMaleBTUYECKU IPHEMIIEMON COJIH, H
000J109Ky, B KOTOPYIO 3aKJIIOUEHBI YKa3aHHbIE IIEJUIETHI, IIPUYEM IO MEHBIIEH Mepe OJHa M3
yKa3aHHBIX (pakiuii obecrieunBacT HeMeaieHHOe BhicBoOoxkaAeHue 5,1 — 50,1% nelicTByromero
BELIECTBA, U 110 MEHBIIIEH Mepe OHA JApyras U3 yKa3aHHBIX (ppakuuii obecrieunBaeT OTCPOUEHHOE

BBICBOOOXKIEHHE OCTAILHOM YacTH HeﬁCTBYIOHIeFO BCUICCTBA.
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B mpeanoyrnTenbHbIX (HEOTPAaHWYHBAIOIIMX) BOILIOIIEHHSX, B KAYeCTBE THApATa
(apManeBTHYECKH TNpHEMJIEMON COMH 330MENpas’oia HCTOB3YIOT 330MENpa3’oi MarHHs
auruzpar. KpoMe T0ro, B IpeAnodYTHTENbHBIX (HEOTPAHHYHMBAIOIHX ) BOILTOIEHUX, 10 MEHBIIEH
MEpe OJHa M3 yKa3aHHbIX ¢pakumii coaepxur ot 5,30 mMr 1o 43,64 mMr 330Menpasolia MarHus
AMTUIpaTa, i MO MEHBINEH Mepe OIHA Apyras U3 yKa3aHHBIX (pakuuii comepxur ot 5,30 Mr 1o
43,64 mMr 330MeNpa3oa MarHus JUrHIPATA.

B npeanoynTensHeX (HEOTPAHMYMBAOIMIMX) BOILIOLIEHHSX, IEIETH IO MEHbIEH Mepe
ONHOM M3 yKasaHHBIX ¢pakuuii (mepBodl (Qpakumm), O06ECIEUMBAIOIHE HEMEIICHHOE
BBICBOOOXKIIEHHE JEHCTBYIOIIETO BeLIeCTBA, OOpa30BaHBl SAPOM, BHIIONHEHHBIM, 663
OTpaHHYCHHUs, M3  MHKPOKPHCTAJUIMYECKOM  nemmono3sl (mamee — MKI) wm
Kpaxmaria, TJIIOKO3HI, caxapo3bl, JIAKTO3bI
(MonoyHOrO0  caxapa), MarHMs  KapOOHAaTa OCHOBHOTO, JKENATHHA, METH/ILEILIIONO3bL,
HaTpHEBO conu KapOOKCHMETHIIIIEIUIIOIO3BI (manee —
Na KMII), xameums kapOoHara, IJIMIMHA, JEKCTPHHA, copbHTa, MAaHHUTA, COEPXKAIIKM,
6e3 OTpaHUYCHHS, BOIHYIO CYCIIEH3HIO cMecH O-TPUMETUICHIIHII-®-
METHIIOMU[OKCH(IMMETUIICHIaHeMIa)] M KPeMHHMA  JMOKCHIA,  pacTBOP  CMECH
THAPOKCHNPONMIMETHINEIUTIONO3E],  THTaHa  JHMOKCHIAA, HOJNHAEKCTPO3bl, Talbka H
TONMSTHICHITIHKOIA, BOAHBIH PaCTBOP METaKPHJIOBOM KHUCIOTHI M COTONMMEPA 3THIAKpHIIATa H
BOJIHBIA pacTBOP IJIMIEPOJIaMOHOCTEapaTa, nonucopbara 80 U TPHITHILATPATA, HA IOBEPXHOCTH
KOTOpPOro JUCIIEPrHPOBAH 330MENpa30iia MarHus JUTHIpAT.

Conenuanucty B naHHOM 067acTH HOHSTHO, 9TO B AIbTEPHATHBHBIX BOIUIOLICHHSX
HaCTOALIETO H300pETEHHM MOTYT TaKXKe HCIONb30BAThCA M APYrHe TPaJMIIHOHHbIE VIS JAHHOM
00J1aCTH BCIIOMOTaTeNbHEIE KOMIIOHEHTHI, IPATOAHbIE [UIsi COCTABOB C 330MENPA30JIOM MarHHs
JUTHIPATOM.

B npeanoyvTensHBIX (HeOrpaHHYHBAIONIMX) BOILIOLIEHHSX, NEJUIETH IO MEHbIIEH Mepe
ONHOH JApYro# M3 yka3aHHbIX (pakuuii (Bropoil ¢paxuuu), oGeceYHBalOMe OTCPOIECHHOE
BBICBOOOXICHHE JIEHCTBYIOUIETO BEINECTBAa, OOPAa3sOBaHbl SAPOM, BBIIONHEHHBIM, 0€3
OTrpaHHYCHHS, u3 MHKPOKPHCTA/UIHYECKOM L[EJUTIOJIO3HI, WIH
Kpaxmaia, TJIFOKO3EI, caxapo3bl, JIAKTO3BI
(MonmoyHoro  caxapa), MarHHi  KapOOHAaTa OCHOBHOTO, XEJATHHA, METHIILEILIFONO36L,

HaTpHEBON COJIH

WCNPABJEHHbIU NIUCT (MPABUIIO 91)
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kapOokcuMeTHenonossl  (Na KMII), xambmus xapGonaTa, rimuuHa, JEKCTpUHA, COop
OuTa, MaHHHTA, COAEPKALINM, Oe3 OrpaHUYCHHs], BOAHYIO CYCIIEH3HIO CMECH 0~TPHMETHIICHIIHII-
O-METHINONU[OKCH(IMMETHIICHIaHeAMNa)] H  KPEMHHA AMOKCHIA, BOJHBIH DPacTBOp cMecH
THAPOKCHNIPONHIMETHILEILTIONO3E],  THTaHA  JHOKCHMAA, MOJHAEKCTPO3bl, Talbka o
MIOJTUATHICHTJIUKOJIA.

Cneunamicty B maHHON 067acTH IOHSATHO, YTO B QIBTEPHATUBHBIX BOILIOILICHHAX
HaCTOSAINEro H300peTeHHs MOTYT TaKXe HCIOJb30BATECH H JApYTHEe TPaAUIIHOHHBIE JUIS AAHHOM
006MacTH BCIIOMOTATENbHEIE KOMIIOHEHTEI, TIPHIO/IHBIC JUIA COCTABOB C 330MENPa30jIOM MAarHus
JATHAPATOM.

B mpeanoururtensHBIX (HEeOTpaHHYMBAIOINKX) BOIUIOMECHHAIX HACTOSIIETO H3o0perenus,
000jI09Ka  KalCynsl BBIIONHEHa W3  JKelaTHA, B APYTHX  NPEOIOYTHTEIBHBIX
(HeorpaHHYHBAIOIMNX) BOIUIONICHHSX HACTOSIIErO H300peTeHHs, 06GONOYKA  KamCyIbl
IPEACTAaBIAET COOOH BBIMIONHEHA M3 3(GHPOB IELTIONO3EL, Hanpumep (6e3 orpaHuveHwMs), U3
MCTHILEIUTIONO3bI,  STHUIMIELIIONO3B],  MPONMJILEIUIIONO036L, THAPOKCHMETHILEIUIIONO3HI,
THAPOKCHSTHIIIEIULIONIO3BL,  THAPOKCHIPOIUIIIIELTIONO3E, ‘rnnpoxcnnponnnme’mnuenmonosm
HIM MX KoMOuHanmii. CreuuanucTy B JaHHOM 067acTH IIOHATHO, YTO BBILICTIPHBEACHHEIC
IPUMEPBl 3GHUPOB LEJUTIONO3BI ABJIAIOTCS WUIOCTPATUBHBIMH (HEOTPAHUYMBAIOIMMHI) U YTO
MOTYT OBITh HCIIOIb30BAHBI TAKXKE M APYTHE (apMaleBTHIECKH IPHEMJIEMBIE 3QUPHI HEJUTIONIO3BL,
H3BCCTHBIC CNICUMAIMCTY B IAHHOW OOJNACTH M NPHUIOJHBIE IS CO3MAHHMA O0OOJIOUKH Karncynsl, a
TaKKe KOMOMHAUMM TaKuX GapMaleBTHIECKH IIPHEMIIEMBIX 3¢upoB.

Taxoxe B HacTosIEM H306PETEHHH TIPEIONKEH nepopaibHas JieKapcTBeHHast GopMa,
H3TOTOBICHHAs Ha OCHOBE BapHAHTOB BEIIEYKa3aHHONW (hapMaleBTHUECKOMH KOMIIO3HIIHH,
KOTOpas MpeAcTaBiasteT cobol TBEpAyIO Karcyy, 06pa3oBaHHyI0 060I0UKOM, ConepKael o
MEHBIIEH Mepe B¢ GpakIuH NeUIeT ¢ 330MeNpa3oiia Martus JHTHAPATOM, MpAYEM 10 MEHbIIEH
Mepe ONIHa U3 yKa3aHHBIX GpaKimii COXEpPKUT 9330MeNpa3oiia Maruus JUTHIPAT B KOJHYECTBE OT
5,30 mr mo 43,64 Mr u ofecriednBaeT ero HeMeIICHHOE BBICBOOOXKICHHE, a 110 MEHBIIIEH Mepe
OZiHa Zpyras U3 yKa3aHHBIX (paKituii COAEPIKHUT I30MeTPa30lia MAarHHAs JMTHIPAT B KOJIMYECTBE
ot 5,30 mMr 110 43,64 Mr u oOecreunBaeT ero OTCPOYCHHOE BBICBOOOXKICHHE.

IpepnourutensHo (Ge3 orpanmueHus), Kancyna BBIMOMHEHA W3 XKEJIaTHHA HJIH

THAPOKCHIIPOIMIMETHIILEILTIONO3E! (98,5-99,5%) u TTana nuoxcuna (0,5-1,5%).
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Takke mpennodyTuTeNbHO (0€3 orpaHuuYeHHs), yKa3zaHHasi Kalcyla COAEPKUT IO
MEHBINEH Mepe nBe (pakUuM MEJUIeT ¢ 330MENpa3ojoM MarHus JUTHApPaTOM, IMPHYEM IO
MEHBINECH Mepe OJHa W3 YKa3aHHBIX (pakuuii coAepXHUT 330Menpa3osa MarHus JUTHAparT B
xonmuecTtBe oT 5,30 Mr 10 43, 64 Mr u obeceunBaeT €ro HeMeIJICHHOE BEICBOOOXK/ICHUE, a IO
MEHBIIICH Mepe OJHA JIpyTas U3 YKa3aHHBIX (Ppakiuid COAEPKUT 330MeIpa30ola Maruus JUruapar
B KoauuecTse oT 5,30 Mr 10 43, 64 Mr 1 o0ecrieyuBacT ero OTCPOUYCHHOE BEICBOOOXKICHHE.

Takxe B HACTOAIEM H300PETCHHM TPEIIOKEH CIOCO0 TMOJNy4eHHs IE€POPAILHOM
NeKapCcTBEHHOW  (GOpMBI, HW3rOTOBJIEHHOM Ha  OCHOBE  BapHaHTOB  BhIIIECYKA3aHHOM
(apMaleBTHYECKOM KOMITO3HIIMH, BKIIIOYAIOIIAN HAIOJHEHHE YKA3aHHBIX Kalcyll [0 MEHbIEH
Mepe nByMs QpakiusMHM MeUIeT, TAe 110 MeHbIIed Mepe OJHa M3 yKa3aHHbIX (pakuui,
coctasigomas 5,1-50,1%, obecrieunBaeT HeMeAICHHOE BRICBOOOKAEHHE 330MENPa3oia Marius
IMIHapara , 10 MEHbIIeH Mepe OxHa Jpyras M3 ykasaHHBIX (paxumit (ocrampHoe n0 100%)
obecreynBaeT OTCPOUCHHOE BEICBOOOXKACHHE H30MeNpa3oiia MarHus AMTUApara, Ijie yKa3aHHbIH
croco6 BKJIIOYAET B ceOs MPOLIECC MOJTyYeHHs NeJUIeT HEMEVIEHHOTO BEICBOOOXKIEHHS M IIPOLIECC
NOJIYYEHHUS [EJUIET OTCPOYCHHOTO BBICBOOOXIEHHUS € IOCICAYIOIIUM OOBEIHHECHHEM IIEJUIET
HEMELJIEHHOTO BBICBOOOXKICHHMS 1 EJUIET OTCPOYESHHOT'O BEICBOOOXKICHHS B OHON KaIlCyJie.

TexHuueckue pe3yabTaThl HACTOSAIIErO M300pPETEHUs JOCTHUTANOTCS  TEM, 4YTO
IPEAJIOXKEHBI BapuaHThl (hapMaleBTHYECKOH KOMHO3MLUHN, OOECNEeYHBAIOIIKE M[OBBIIICHHC
TEPareBTHYECKOH aKTHBHOCTH 3asABICHHOIO KOJIHMYECTBEHHOIO M KayeCTBEHHOTO COCTaBa
UHTPEAUEHTOB, 3(QdekTHBHOrO s NPOQUIAKTHKH H JIEYEHHH  TaCTPOIHTEPOJIOTUYCCKUX
3aboNleBaHui, TakMX Kak ractpodsodareainbias pedurokcHas Oone3Hb, sS3BEHHas OO0JE3Hb
KeNyJaKa W JBEHAIUATHUICPCTHON KHIIKH, AIs [IpOoQWIAKTUKH pELMIUBA Yy MAlMEeHTOB,
NEPEHECIINX KPOBOTEUEHUE U3 IENTHYECKOH SI3BBI, VI 32)KUBJICHHS A3BbI XKEITYIKa, CBI3aHHOM C
IPUEMOM HECTEPOUIHBIX TPOTHBOBOCIIAUTENBHBIX CPEACTB, Ul MPO(QHUIAKTUKH A3BbI KEITyAKA
U JBEHAIIATHIIEPCTHOM KHUIIKH, cBs3aHHOH ¢ mpuemoM HIIBC, y manmeHTOB, OTHOCSIIMXCA K
TPYIINE PHUCKA, & TAKKe JUls Je4eHHs] CHHApoMa 30JUIMHTepa- DJUIMCOHA HIIH APYTHX COCTOSIHUH,
XapaKTEPU3YIOIIUXCA  MAaTOJOTHYeCKO  THMIepcekpenuei  xkeile3 kenyaka (B T.4.,

HAMONATHYECKON THIIEPCEKPELIUH ).
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HpeI[CTaBJIeHHLIe HHXKXC BAPHAHTHI OCYIIECTBJICHUSA HACTOSAIIETO H306peTCHI/I$I SIBJIAKOTCSA
WIMIOCTPAaTUBHBIMK H TIPUBOASTCSA JIMIND A1 IIOSICHEHHA U HIUTIOCTPAIlHH - HACTOALUETO

H300peTenns, a He Ul OrpaHHYEeHUS 06beMa IIPUTA3aHUH.

BAPUAHT 1. dapmauesruyeckas KOMIO3MIHS, OpefHa3Ha4YeHHas JUIs NPOQUIAKTHKH H
JCUCHUA  raCTPOSHTEPONIOTHIECKHX 3abosieBanuii, BKmoYarommas 5,1-50,1% 330Menpasoia
Marius IMrujipaTa HEMeJICHHOT0 BEICBOOOXaeH s 1 5,1-50,1% 330Menpasona Maruus JUATHApAT
0TcpoquHord BBICBOOOXIEHHA OTHOcHTENsHO 100 % oT obmero CYMMAapHOI0 COCTaBa
930METIPa30/1a MarHHs IMTHAPaTa B YKa3aHHOH KOMIIO3HIIHH, COCTAB HHIPETHEHTOB IIPEACTABIECH
B Tabmune 1 u Ta6mune 2.

Tabmuna 1. CocraBel MHIpenmeHTOBR (apManeBTHUYECKOMH Kommnosuiuu 1o BAPUAHTY 1,

BK/TIOYAIOIMHE 330MEIIPAa30JI MarHus AHTHJApPAT HEMEQJICHHOIO BBICBO60)KI(CHI/ISI

Cocras uarpeinenToB dpapmaneBTHIECKOM
Macca, %
KOMIIO3UIIHA

IleluteTel ¢ HEMEUIEHHBIM  BBICBOGOXKIECHHEM

9,68-22,83
330MeMnpa3oiia MarHus IUTHApara
MKII (szpa) 350 Mxm 24,06-28,14
Boauas cycreH3us cMecH a-TpAMETHIICHINI-0-
METHINONU[OKCH(IUMETHIICHIaREe [1Ia)] 1 1,83-2,02
KPEMHHS THOKCH/IA
Boausnit pactBop cMecu
THAPOKCHITPOITHIMETHIILIEIUTIONO3E], THTAaHA 24,08-28,32
JHOKCHIIA, TOMACKCTPO3bI, TAILKA H
TTOJIMITHIICHT JIMKOJIS
BozHerii pacTBOp MeTaKprIIOBO# KHCIOTHI U 23,80-27,22
COIOJIMMEpPA ITHIIAKPHUIIaTa
Boznsiit pacTBop rimneponamMonocTeapara, 3,40-4,62
nonucop6ara 80 u TpUITHILHTpaTA
Macca 100

WCNPABJEHHbIU NIUCT (MPABUIIO 91)
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Tabmuua 2. CocTaBbl HHIPEIMEHTOB (apMalleBTHYECKOH KOMIO3MmEH no BAPUAHTY 1,

BKJIIOYAIOIIHE 330MEIIPa30Jl Maruus JUTHAPAT OTCPOUYECHHOTO BHICBOOOKICHUS

CocraB HHrpeIHeHTOB papMaleBTHUECKOM
Macca, %
KOMIIO3ULIHU

ITenetsl ¢ OTCPOYEHHEIM BBICBOGOKIEHHEM

5,10-13,96
330MeNpa3oia MarHus JUruapara
MKI] sgpa, 350 Mmxm 19,99-29,33
Bonnas cycnensus cMecH 0-TpUMETHICHIRII-0-
METHIONHU| OKCH(IMMETHIICHIAREUIa)] 1 2,18-2,19
KPEMHMS THOKCH/IA
Bonauesrit pacTBOp cMecH
THAPOKCHITPONMIMETHIIIIEIUIFONIO3E, THTaHa 29,28-30,72
JHOKCHJA, MIOJIUACKCTPO3HI, TaJbka 51
TTOJIA3TUIICHTJIHKOJIS
BoansIit pacTBOp METaKpHIIOBOH KHCIIOTHI B
STHJIAKPHUJIATa, TalIbKa, JUOKCHIA THTAHA, OKCH/IA 12,29-12,77
XKere3a (JKENTHIH ), THOKCH/a KPEMHHS, HATpHi
ABYYTJIEKUCIIOTO M JIaypHIICYJIbdhaT HaTpHs

0,62-1,23
TpusTrmmTpar
BoaHEIi pacTBOp METaKpHIOBOH KHCIIOTHI H 18,10-18,68
METHJIaKpHIaTa
Bozuglit pacTBOp rimieponamMonocTeapara, 1,66-1,90
nonucop6ata 80 U TpHITHILHTPATA
Macca nemner 100

Taioke B HacTosmEM H300peTeHHH NpemnoXkeHa (apMaleBTHIECKas KOMITO3ULIHS,
NpeAHA3HAYCHHAs [ NPOQHUIAKTHKH M JIEYEHHS [ACTPOSHTEPOIOrHYECKAX 3aboneBaHmiA,
BK/IIOYAIOIIAs B Ka4eCTBE AeHCTBYIOMMX BemecTs 5,1-50,1% 330Mmenpasona Maruus JUTUApaTa
HEMEUICHHOTO BBICBOOOXIeHHs H 5,1-50,1% 330Menpasona maraus AUTHIIpaTa OTCPOYECHHOTO
BBICBOOOXIEHHS OTHOCHTEIbHO 100 % OT 061mero CYMMapHOTO COCTaBa 330MeNpa30jia MarHus
AUTHIpaTa B YKa3aHHOH KOMIIO3HLIMH, & TAK)KE BCIIOMOTATE/IbHBIE BENIECTBA, IIPH CleayromeM

COCTaBE MHIPEIUCHTOB, Mac. %:

AJI 330MEMpa3ojia MarHuus AAruapara HEMCIUICHHOT O BBICBO60)KI[CHI/I$I:

WCNPABJEHHbIU NIUCT (MPABUIIO 91)



10

15

20

25

30

WO 2022/154687

10
Ilenners
C HEMEIJICHHEIM BBHICBOOOXKIEHHEM
930Me€TIpa3olia MarHus JUTHIpaTa
MuxpoxkpucTayumaueckas LEJUTION03a (smpé)

24,06-28,14

Boanas cycnensus

CMECH (.-TPUMETHIICHITHII-®-METHIIIOIH [ OKCH(IMMETHIICHIIaHE IHIa) |
M KPEMHHA JUOKCHAA

Bonansrit pactBOp cMecu

THAPOKCUIIPONUAIMETIIIEILTIONO3EI,

THTaHa JUOKCHIIA, TOJIUACKCTPO3EI,

TaJlbKa ¥ IMOJHITHIICHIIIMKOJIA

BoaHEI pacTBOp METaKpHIOBOM KHCIOTHI

¥ COIIOJIAMEPA STHJIAKPHIATa

BoaHeli pacTBOp IIMIEpOIaMOHOCTEApATa,

nonucop6ara 80 u TpUITHILMTPaTA

AJ 330MEIpa3ojia MarHus JTUrHapara OTCPOYCHHOIO BI:ICBOﬁO)KI[CHI/ISIZ

IMennertsl

C OTCPOYCHHBIM BBICBOOOXKACHHEM

330Menpa3oiia MarHus Jurupara

WCNPABJEHHbIU NIUCT (MPABUIIO 91)
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MKI] sapa, 350 Mmxm

Bonnas cycnensus
CMECH 0-TPHMETHIICHITHII-O-METHIIIONH | OKCH(INMETHIICHIAHEANIIA) |

n KpCMHHUA THOKCHIa

BOlIHBIf;I PacTBOp CMECH T'HAPOKCHIPOIIMIMETHIILEIUTIONO3BI,
THTaHa THOKCH/A, TOJIMACKCTPO3EI,

TaJIbKa 1 ITOJIMITUIICHTTIHKOJIA

Boanslit pacTBOp MeTaKpHIIOBO# KHCIIOTHI
H 3THJIAKpHIIATa, TAIbKA,

JHOKCHA TUTaHa,

OKcHAa xee3a (KENTEI),

JHOKCHJa KpEMHHA,

HaTPHH IBYYTJIEKHCIIOTO

U JIaypuicynbdar HaTpus
Tpuatnmurpar

Boanelii pacTBOp METaKpHIOBOM KHCIOTEHI

A MCTHJIAaKpHJiaTa

Boxublit pacTBOp rHIIEpONaMOHOCTEapara,

nonucopbata 80 u TpUITHIIIHTPATA

WnmoctpupyloT  mpemnaraeMyro  apManeBTHYECKYIO

PCT/RU2021/000014

19,99-29,33

2,18-2,19

29,28-30,72

12,29-12,77

0,62-1,23

18,10-18,68

1,66-1,90

KOMIIO3HIHIO HIPUMEPBI

KOJIHYCCTBEHHBIX 3HAYCHHI HHIPpEAUCHTOB, IIPCACTABIICHHBIX B TaﬁJII/IIIC 3, BKJIIOYAIOIITHUX

930MCIIPa30jl MarHus JUIHApaT HEMEJICHHOTO BBICBOﬁO)KJICHI/IH.

WCNPABJEHHbIU NIUCT (MPABUIIO 91)
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Tabmuna 3. IIpuMepsl COCTABOB MHIPEAMEHTOB (apMaLeBTHYECKON KOMIIOSHIHHE IIO

BAPUAHTY 1: pxmogaromux 930Menpasoi MarH|s JUTHAPAT HEMEIEHHOTO BBICBOOOXIEHHS

CocTtaB HHIpeIHEHTOB ()apMalleBTHUECKOMH

KOMITO3HIIHHA

Macc. %

330Menpa30n MarHusg OJUTHApAT HEMENJICHHOTO

BBICBOOOKAEHHS

9,68-18,1-22.83

Mukpokpucrammyeckas newnonosa (aapa) 350

MKM

24,06-25,3-28,14

Bonnas cycnieH3us cMecH a-TPHMETHICHIHI-®-
METHINOIH[OKCH(INMETHIICHIIaHequIa)] 1
KPEMHHS IHOKCHIIA, HAIPUMED, CHMETHKOH

1,83-1,9-2,02

Boanslit pacTBop cMecH
THAPOKCHIIPONMIMETHIIIIEIUTIONO3HI, THTAHA
JHOKCHIA, TIOMHAEKCTPO3bI, TAILKA H
TIOJIHATHJICHTIUKONS , HanpuMep, VIVACOAT®
PA-1P-000

24,08-25,3-28,32

Boauelii pacTBOp METaKpHIOBOH KHCIOTH B
COMOJIUMEpa STHIIAKPUIATa, HAIPUMED,
Eudragit® FS 30 D

23,80 -25,2-27,22

Boxueiit pacTBOp MIHIIEpONaMOHOCTEapaTa,

nonucopbara 80 u TPHITHNIMTpATA, HAIIPEMED, 3,40-4,2-4,62
PlasACRYL® T20
Macca 100

WnmocTpupyloT  mpemtaraeMyio  apManeBTHYECKYIO — KOMIIOZHIHIO IIPUMEPEI

S  KOJIMYECTBEHHBIX 3HAYEHHI HHIPECIUCHTOB, MNpEeACTaBICHHBIX B Tabnmie 4, BKIOYArOMMX

330M€IIpa3oil MarHus JUruapart OTCPOYCHHOIO BBICBO60)K,I[CHI/I$I.

WCNPABJEHHbIU NIUCT (MPABUIIO 91)




WO 2022/154687 PCT/RU2021/000014
13

Tabmuma 4. Ilpumepsr cocraBoB HHIPEJIMEHTOB  (hapMalleBTHYECKOM KOMIO3HLIMH 10

BAPHUAHTY 1, BKIIOYAIOIIEX 330MENPa30i MATHAS JUTHAPAT OTCPOYEHHOT'O BEICBOOOXKICHUS

CocTaB HHrpeHEeHTOB ¢dapManeBTHIECKOiH
‘ Macc. %
KOMIIO3UIIAH

J30Menpa3oyl MarHHs IMTHAPAT OTCPOYEHHOTO
5,10-9,67-13,96

BBICBOOOXIEHHS

MKI sinpa, 350 MxMm 19,99-28,89-29,33
BozHas cycrnensus cMecH a-TpHMETHICHIHI-0-

METHIIITONH| OKCH(TMMETHIICHIaHe I Na) ]| | 2,13-2,18-2,19
KPEMHHSs IHOKCHJIA , HAIPUMED, CHMETHKOH

Boansrit pacTBop CMeCH
THAPOKCHIIPONMIIMETHIILEIITIONIO3BL, TUTaHa

JHOKCHAA, HOJUAECKCTPO3HI, TaJIbKa H 29,07-29,28-30,72
NONHATHICHIIHKOIA, Hanpumep, VIVACOAT®

PA-1P-000

BoxHeit pacTBOp METaKpHIIOBO#M KHCIOTH H
3THJIAKPHIIATA, TAJIbKA, MOKCUAA THTAHA, OKCHIA
XKeJe3a (KENTHIH ), JHOKCHAA KPEMHHS, HATPHI 12,05-12,29-12,77
ABYYTJIEKHCIIOTO M JIaypHIICYIbdaT HaTpus ,
Hanpumep, Acryl-EZE 93F

0,62-0,29-1,23
Tpustrmurpar

Bozubii pacTBOp METaKPHIIOBO# KHCIOTH! M 16,48-18,10-18,68
MeTwiakpuiara, Hanpumep, Eudragit® FS 30 D

Bozueiii pacTBop riuneponamonocTeapara,

nonucop6ara 80 U TPHITHIIUTPATA, HAIPAMED, 1,42-1,66-1,90
PlasACRYL® T20

Macca nemer 100

BAPHUAHT 2. ®apmanesrryeckas KOMIIO3HLHS, IpeIHasHa4YeHHasd i1 NPOPUIAKTHKH H
JICYCHAS  [ACTPOIHTEPOIOTHIECKHX 3a00JIeBaHKl, BKIIOYAIOMAs B KaYeCTBE JeCTBYIOLINX
BemecTs 5,1-50,1% s30Menpasona MarHus IWrHApaTa HeMeUICHHOTO BBICBOOOXKACHHS U
930MElIpa3oa MarHus JMTHAPAaT OTCPOYEHHOrO BBHICBOGOXICHHS — ocTambHoe g0 100%, a
HMEHHO, oT 5,30 Mr no 43, 64 Mr 930Mempa3oyia MarHus Juruapara 4 ot 5,30 mr g0 43, 64 mr
HEMCIUICHHOTO  BBICBOOOXICHMS H  930MENpa3’olia MarHHs IUTHIpaTa OTCPOYEHHOIO
BBICBOGOXIEHHS, @ TAK)KE BKITIOYAIOIIAs BCIIOMOTATE bHEIE BEIIECTBA, IIPH CICAYIOUIEM COCTaRE
HHIDEJMCHTOB, IPEACTaBICHHEIX B Tabnuue 5 u Tabnuue 6, mprMeps! Ha yKa3aHHbBIE COCTABbI —

B Tabnunax 7 u 8, COOTBETCTBEHHO.

WCNPABJEHHbIU NIUCT (MPABUIIO 91)



5

WO 2022/154687

Tabmuua 5. CocTaBEl HHIPeIHEHTOB (apMalleBTHUECKO Kommosuiiud 1o BAPUAHTY 2,

14
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BKTIOYAIOIMHUE 330MCNIpa30l MArHUA JTUT HAPAT HEMCIJICHHOTO BHCB060)K,HCHI/I51

HaumeHnoBanne Macca, Mmr Macc. %

O3oMmenpaszon MarHus JUTHpAT

5,30-43,64 9,68-22,83
HEMEJICHHOTO BHICBOOOX ICHUS
MukpokpucTanueckas nemnonosa (sapa)

15,4-46,0 24,06-28,14
350 Mxm
Boanas cycnensus cmecu a-
TPHMETHICHIIHII-()- 1,1-3,5 1,83-2,02
METHIIIONH| OKCH(AAMETHIICHIaHe Iua) | B
KPEMHMSI THOKCHIA
Bomnzlii pactBop cMecu
THAPOKCHIIPOIIMIMETHIIIEIUTIONO3E], TUTAHA 15,5-46,0 24,08-28,32
JUOKCHJIA, TOTHAECKCTPO3E], TAJBKA H
TIOJIH3THIICHIJIMKOJIS
Bozubli pacTBOp METaKPHIIOBO# KHCIIOTHI H 14,9-45,5 23,80-27,22
COIOJIMMEpPa ITHIIAKPUIIATA
Boxubii pacTBop rimneponamMonocTeapara, 2,53-6,5 3,40-4,62
nosmcop6ara 80 u TpEATHIIMTPaTA
Macca 54,73-191,14 100

Tabmuua 6.CocTaBel HMHIPEAMEHTOB (apMALEBTHUECKOH KOMIO3MIMH IIO BAPUAHTY 2,

BKIIOYAIOIIHME 330MCIPa30Jl MarHus JAMTHAPAT OTCPOYCHHOTO BLICBOGO)K,Z[CHHHZ

STHJIaKpHilaTa, TallbKa, JHOKCHIA THTaHa,

HawmMmeHnoBanue Macca, Mr Macc. %

O3oMmenpason MarHus JUTHApAT

5,30-43,64 5,10-13,96
OTCPOYEHHOTO BHICBOOOXKICHHUS
MKI] sopa, 350 Mkm 30,48-62,5 19,99-29,33
Bonanas cycniensus cmecu a-
TPUMETHIICHITHII-®- 2,28-6,84 2,18-2,19
METH/INONA| OKCH(IMMETHICHIAHE [Ha) ]| B
KPEMHHSI THOKCHJIA
Boausrit pacTBop cMecH
THIPOKCHITPOITHIMETHINEIUIIONO3E], THTAaHA 30,42-96.0 29,28-30,72
JAUOKCHIIA, MONMIACKCTPO3bl, Talbka H
TIOJIMITUIICHTJIMKOJIS
BozHBI# pacTBOp METaKpHIIOBO# KHCIIOTHI K 12,75-39,95 12,29-12,77
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OKCHJIa eJie3a (JKEINTHIH), THOKCHIa
KpEMHHUs, HaTpUH ABYYIJIEKHCIIOrO U
JaypuiCyabdar HaTpus

T 1,28-1,93 0,62-1,23
PH3THILUTpPAT

Boansiit pacTBop METaKpHIOBO#M KHCIOTHI H 19,41-56,61 18,10-18,68
METHJIaKpuiaTa

BoaHei pacTBOp INIMIIEpOIAMOHOCTEApaTa, 1,98-5,2 1,66-1,90
nonucopbara 80 u TpuITHILMTpaTa

Macca nesuier 103,9-312,67 100

Takxe B HacTosmmeM H306peTEHHH NpemIokeHa (apMaleBTHUSCKas KOMIIO3HIMA,
NpefHa3sHAa4YeHHAsd I/l NPOQHIAKTHKH M JICYEHHS TacTPOIHTEPOJIOTHYECKHMX 3a00JIeBaHMIA,
BIIIIOYAIOmad B Ka9€CTBE ACHCTBYIOIMX BemecTs 5,1-50,1% 330Menpasona Maruus Juruapara
HEMEUICHHOTO ~ BBICBOOOXIEHHS W 330MENpa3ojla MarHWs [UIHAPAT  OTCPOYEHHOTO
BBICBOOOKIICHHS. — OCTaJbHOE, a MMEHHO, oT 5,30 Mr mo 43, 64 Mmr 330MeNpa3ojia MarHus
AUTHApaTa HEMEIEHHOTO BEICBOOOXKAEHH U OT 5,30 Mr mo 43, 64 Mr 330Menpa3oiia MarHus
AWTHIPaTa OTCPOYCHHOTrO BBICBOOOXKIEHHS, BKIIOYAIOMAsA BCIOMOraTEeNbHBIE JIEMEHTHI TPH
CJIENYIOLIEM COCTaB UHIPEIUEHTOB, M

JJIA 330METIpa3ojia MarHus Aurugpara HEMEXICHHOI O BBICBO60)KI[CHI/ISIZ

D30Menpa3on MarHus AUTHAPAT

HEMEIVIEHHOT'O BEICBOOOKIEHUS 5,30-43,64
Mpuxkpokpucrauingeckas LEJUIIOI03a (sapa) 350 MKM
15,4-46,0

Bonanas cycmensus
CMECH Q~TPUMETHIICHIIHII-®-METHIIOJH [ OKCH(IMMETHIICHIIaHE ANIIA) |

¥ KpEMHHSA JHOKCHJIA 1,1-3,5

Bonnsrit pactBOp cMecn
THAPOKCHIIPOIIHAIME THIILIEIUTIONIO3E],
THTaHa JUOKCHA, ITOJMAECKCTPO3EI,

TaJbKa U IOJHITHIICHTIIUKOIISL 15,5-46,0
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BonHeIi pacTBOp METaKpHIIOBO# KHCIOTHI

H conoJimMepa sTHJIaKpuiaaTa

Bonsetit pactBop IMLOEPOJIAMOHOCTEapaTa,

nomicop6ara 80 u TpUITHIIKTpaTa

AJI1 330MeTpa3oiia MarHus AUNTrHapara OTCPOYESHHOT O BBICBOGO)KJICHI/IHI

930Me11pa3011 Maruuas Juruapar

OTCPOYCHHOT 0 BBICBOGO)KJICHI/I}I

MKII sanpa, 350 Mkm

Bonnas cycnensus
CMECH 0-TPHMETHJICHIIAI-(-METH/INOM [ OKCH(IHMETHIICHIaHe THTa) |

H KPpEMHUA JUOKCHAA

Boansrii pactBop cmecu THPOKCHIIPOIMIIMETHIILEIUTIONO3BI,
THTaHa JUOKCHU/IA, IIOJIMIEKCTPO3EI,

TaJIbKa H TIOJTUATHIICHTJTHKOJIA

Bonngiit pacTBOp METaKpHIIOBOM KHCIOTHI
U 3THJIaKpUJIaTa, TAJIbKa,

JUOKCHJIa THTaHa,

OKCHJa XxeJie3a (KeIITHIi),

JTHOKCH1a KPEMHHS,

HaTPH IBYYTIEKHCIOrO

U JIaypHIICYIbpaT HaTpus

WCNPABJEHHbIU NIUCT (MPABUIIO 91)
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Tpustunuurpar

BoxHbIi pacTBOp METaKpHIIOBOM KHCIOTHI

H MCTHIIaKpHujaTa

Bonueiii pacTsop rimnueponamonocTeapara,

nosucop6ara 80 U TpHSTHILATPaTA

PCT/RU2021/000014

1,28-1,93

19,41-56,61

1,98-5,2

HAnmoctpupyror npennaraeMyro hapMaleBTHIECKYIO KOMIIO3HITHIO IPUMEPHI COCTaBOB

MHIPEMEHTOB, NPEACTaBNeHHEIX B Tabmuue 7, BKmoOYAOmHe 330MENpa3o MarHMs IUTHAPAT

HEMCIJICHHOT'O BBICBO60)KI[CHI/I$I.

TaGmuua 7. ITpuMepsI COCTaBOB HHIPEAHEHTOR dbapManeBTHYECKOH KOMITO3HIIMH 110

BAPHUAHTY 2, Bimoaromye 330Mempa3os Mareus JUTHApAT HEMEUIEHHOTO BHICBOGOXK IEHHS

Haumenosanne

Macca, Mr

Macec. %

O30oMemnpa3zon MarHus JUTHapaT

HEMCIJICHHOT O BLICBO60)K1[CHI/ISI

5,30-43,64

9,68-18,1-22,83

Mukpoxkpucraayeckas uemmnonosa (sapa)
350 MxMm

15,4-46.0

24,06-25,3-28,14

Boganas cycnensus cmecu a-
TPHMETHICHIIHII-®-
METWINONU[OKCH(IUMETHIICHIAHE [11a)] H
KPEMHUS THOKCH/A, HAIIPUMED, CHMETHKOH

1,1-3.5

1,83-1,9-2,02

Bomuelit pactBop cmecu
THAPOKCHIIPONTMIMETHINEILTIONO3E], TUTAHA
JMUOKCHJIA, MOJTHACKCTPO3bl, TAJIbKA H
TIOJIU3TH/ICHIJIAKOIIA , HAPHMED,
VIVACOAT® PA-1P-000

15,5-46.0

24,08-25,3-28,32

Boauelii pacTBOp METaKpHIIOBO#M KHCIIOTHI H
COIIOIHMeEpa 3TH/IaKpUJIaTa, HapUMep,
Eudragit® FS 30 D

14,9-45.5

23,80 -25,2-27,22

Bozugiit pacTBop riuueponamMonocTeapara,
nonucop6ara 80 B TpHITHINMTpPaTA,
Hanpumep, PlasACRYL® T20

2,53-6.5

3,40-4,2-4,62

Macca

54,73-191,14

100
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WmocTpupyioT npennaraeMyio ¢apMaleBTHYECKyI0 KOMIIO3HIHIO NPHMEPhI COCTABOB
HHTPETUCHTOB, IPEICTABICHHEIX B Tabnuile 8, BKIIOYAIOIIMX 330MENpa3ol MarHus AUTHAPAT

OTCPOYCHHOIO BBICBOOOXKICHHUS.

5 Tabmama 8.  IIpuMepsl COCTABOB MHIPEAMEHTOB (apMaleBTHYECKON KOMIIOZHIMH IO

BAPHUAHTY 2, Bkmoyaromux 330Menpa3oi MarHus JUTHAPAT OTCPOUYEHHOTO BHICBOGOXICHHUS

HammeHnoBanue Macca B xarncyse, Mr Macc. %
O30Menpason MarHus JUrHapar
5,30-21,82-43,64 5,10-9,67-13,96
OTCPOYEHHOT'O BBICBOOOXKICHHS
MKI] snpa, 350 Mmxm 30,48-65,2-62,5 19,99-28,89-29,33
Bonanas cycniensus cMecu a-
TPUMETHIICAIIHII-(- 2,28-4,8-6,84 2,13-2,18-2,19

METHJINONH[ OKCH(INMETHIICHIAHET!IIa) | B
KPEMHHS TUOKCHJIA, HAIPUMEDP, CHMETHKOH

Bomusrii pacTBop cMecH
THAPOKCHIIPOIIMIMETIIILEIUTIONO036], THTaHa
JMOKCHIA, INONMIEKCTPO3Bl, Tanbka | 30,42-65,6-96,0 29,07-29,28-30,72
MOJIU3THIICHTJIUKOJIA, HallpuMep,

VIVACOAT® PA-1P-000

BoaHblit pacTBOp METaKPHIIOBOM KHCIOTHI U
STHJIaKpHJIaTa, TalbKa, JUOKCHIA THTaHA,
OKCHJIA Xele3a (KeNTbIH), NHOKCH A 12,75-27,2-39,95 12,05-12,29-12,77
KPEMHHS, HaTpUil ABYYTJIEKHCIOTO U
naypuicynsdar HaTpus, Hanpumep, Acryl-
EZE 93F

1,28-0,65-1,93 0,62-0,29-1,23
Tpustunmurpar

BopHslif pacTBOp METaKpHIIOBOH KHCIOTHI K
MeTHJIaKpHIaTa, Hanpumep, Eudragit® FS 19,41-37,2-56,61 16,48-18,10-18,68
30D

Boaseli pacTBOp IIMIIEpOIaMOHOCTEApaTa,
nosnucop6ara 80 u TpHITHINHTpATA, 1,98-3,22-5,2 1,42-1,66-1,90
Hanpumep, PlasACRYL® T20
Macca nesier 103,9-225,69-312,67 100

Texnuyeckuii pe3ynbTaT NOCTHraeTcs TaKXe TEM, YTO HA OCHOBE BhIIIEYKa3aHHBIX
BapHaHTOB (apMalleBTHYECKOH KOMIO3HIIAHA IpeJIoXkeHa MiepopaibHas JieKapcTBEHHas GopMa,
10 npennasHadyeHHas U1 HPOQUIAKTHKH ¥ JI€YEHHS TacTPOIHTEPOJIOTHYECKHX 3ab0JIeBaHMiA,

BKIIOYaromas J5,1-50,1 % 33oMenpa3ona MarHus AUrHApaTa HEMEIJICHHOTO BHICBOGOXICHHS H
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5,1-50,1 % 330Menpasona MarHus JUrMAPaTa OTCPOYESHHOTO BHICBOGOXIEHHS OTHOCHTEbHO 100
% ot obmmero cocTaBa 330MeNpaszona MarHus Juryapara, B TOM 4ucie, ot 5,30 Mr mo 43, 64 mr
330MeNpa3oia MarHus zinrnnpaTa HEMEUICHHOI0 BRICBOOOXIEHHS U oT 5,30 mr 1o 43, 64 Mr
930MeMpa3ona MarHus IWTHApaTa OTCPOYEHHOTO BHICBOOOXICHHS, NPECTaBILIIOMas coGoi
KaIiCcyiry ¢ TBepo# 0607109K0i, MPO3payHyIO UilK OBETHYIO, BHIIOMHEHHYIO HA OCHOBE JKeJIaTHHA
WM ruapoxcunponMerminennonossl  (I'TIMII), coxepxkamias aBe ¢pakmuM newier c
930MENpa3oIoOM MarHus AMTHAPATOM, COOTBETCTBEHHO, B TOM 4HClIe OT 5,30 Mr xo 43, 64 mr
330Menpa30na Maruust JUruipata HEMEIJECHHOrO BBICBOOOXKIEHUS H OT 5,30 Mr mo 43, 64 mr
930ME€Npa3ojla MarHusg JOUTHApaTa OTCPOYEHHOIO BBICBOOOXICHHS, KOJMYECTBEHHBIM M
Ka4eCTBEHHBIH COCTaB HHIDEAMEHTOB TpeacTaieH B TaGmue 9. (Cocras nemter 330Menpasona
MarHusi JUrujipata HEMEUICHHOTO BBHICBOOOXICHHS HAa OAHY Karcyiy), Tabmume 10. (Cocra
Ie/UIET 30MENpa3osa MarHuUA JUTHIpaTa OTCPOYCHHOTO BBICBOOOXKICHHS HA OJHY KalCyiy).

[Ipumepe! Ha yKka3aHHBIE COCTaBBI PEICTABICHBI, COOTBETCTBEHHO, B Tabnumax 11 u 12.

Tabmaua 9. Coctas nenner Ha ONHY Karcyity, BKITIOYAIOIMI 330MENPa30y MATHAS THTHAPAT
HEMEJIEHHOTO BBICBOOOXKIECHHS

HawmmenoBanue Macca B kancyne, mr | Macc. %

O3oMenpa3on MarHusi TUTHApPAT
5,30-43,64 9,68-22,83
HEMEJIEHHOTO BBICBOOOXKICHH

Muxpokprucramimyeckas newnonosa (sapa)

15,4-46.0 - 24,06-28,14
350 Mxm

Bonnas cycrieH3us cMecH o-
TPUAMCTHIICHIIHII-®- 1 , 1-3.5 1 , 83 _2’02
METHUINOIHU[OKCH(IMMETHICHIAHE AKA) | U
KpEMHHS JHOKCHAA

Bonnsrit pactBOp cMecH

T'HAPOKCHIIPOIUIMETHIILICIUTIONO3b], THTAHA 15,5-46.0 24,08-28,32
AMOKCH/IA, MIOJIMIEKCTPO3BbI, TAJIbKA H

TOJIA3THJICHT TMKOJIS

Boaublil pacTBOp METaKPHIIOBOM KHUCIIOTHI M 14,9-45.5 23,80-27,22
COmoJIMMepa STHIAKpHIIaTa

Bonusiit pacteop rimmneponamMoHocTeapara, 2,53-6.5 3,40-4,62
nojaucopbara 80 u TpusTHIILIMTPaTa

Macca nemier 54,73-191,14 100
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Tabmuua 10.Coctas memier Ha OfHY Kancyiy, BKIIOYAKOITHE 330MeNpa3oNl MarHus JUTHIPAT

OTCPOYEHHOI'O BHICBOOOXKICHHS

HaumenoBauue Macca B kancyne, mr | Macc. %
O3oMenpa3on Maraus JUTHApaT ‘
5,30-43,64 5,10-13,96
OTCPOYECHHOI'O BBICBOOOXKICHHS
MKI] sapa, 350 Mmxm 30,48-62,5 19,99-29,33
Boanag cycniensus cMmecu a-
TPHUMETHIICHIIHII-()- 2,28-6,84 2,18-2,19

METHJIIONH [ OKCH(IUMETHIICHIAHE IKIIA) | B
KPEMHHSI JTHOKCHAA

Boausrit pacTBoOp CMECH

THAPOKCHIIPONIMIIMETIUILICIUTIONO3b], THTaHa 30,42-96,0 29,28-30,72
AUOKCHIA, TMOMHMIAEKCTPO3Bl, Tajlbka H

ITOJIMITHIICHTJIMKOJIS

Bonnblii pacTBOp MeTaKpHIOBO# KHCIIOTHI H
STHJIAKPHIIATA, TAIbKa, JMOKCHAA TUTAHA,
OKCHJA Kejle3a (KeNThIi), ITMOKCHIa 12,75-39,95 12,29-12,77
KpEMHHS, HaTpUH ABYYTJIEKHCIIOrO U
Jaypuicyinb¢har HaTpus

1,28-1,93 0,62-1,23
TpustunuuTpar

Boanblif pacTBOp METaKpHIIOBOM KHCIIOTHI H 19,41-56,61 18,10-18,68
MeTHJIaKpHIaTa

Bozmslii pacTBop riMuepoiaMoHocTeapara, 1,98-5,2 1,66-1,90
nonucopbara 80 ¥ TpUITHINMTPaTa

Macca nemner 103,9-312,67 100

TexHuueckuil pe3ynbTaT B HACTOSIIEM H30GPETCHHH JOCTHTAaeTCH TAKKe TeM, YTO Ha
OCHOBE BEIIICYKa3aHHbIX BAPHAHTOB (hapMalleBTHYECKOH KOMIIO3HIMY TIPE/IIONKEHA ITepOpabHAs
JeKapCcTBEHHAs dopmMa, IpefHa3HA4YeHHAA A IpodHIaKTHKH H  JICYCHHS
TaCTPOSHTEPOIOrMYECKUX  3aboseBaHui, BKmodaomas 5,1-50,1 % 330Mempasona Mareus
AUTH]IpATa HEMEUICHHOrO BBICBOOOXmeHHS H 5,1-50,1 % s3oMenpasona maruus JUTHIpara
OTCPOYEHHOr 0 BEICBOOOXKIeHHS OTHOCHTENBHO 100 % OoT 061mero cocrasa 330MEIpa3oia MarHus
Auruapata, B ToM uMcie, or 5,30 mr gmo 43, 64 mr 930Menpasofia MarHMs IUTHApaTa
HEMEJUIEHHOTO BBICBOOOXKIEHHS U 0T 5,30 Mr 1o 43, 64 Mr 330Menpasona Marsus Juruapara
OTCPOYEHHOTO BBICBOOOXEHHS, NPENCTaBLAIOmAs co00l Kamncylny ¢ TBEpEOH O0GONOHUKOi,
IIPO3pavHyIo WK I[BETHYIO, BBINIOJIHEHHYTO Ha  OCHOBE XKeTaTHHa  WJIH

TupoxcHrponmeTunesuronoss! (I'TIML), coneprkamas e $hpakuuu neteT ¢ 330MeIpa3zoioM
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MarHus JUTHAPATOM, COOTBETCTBEHHO, B TOM 4YHCIE, MeieT ¢ 330MENpa30ioM MarHus
AUTHAPATOM HEMEMJICHHOTO BLICBOOOXIICHHUS B HHTEpBaje 3Ha4eHui ot 5,30 Mr 1o 43, 64 Mr u
TE/IET € 330MEMNpPa3oioM MarHus JUTHAPATOM OTCPOYEHHOTrO BBICBOOOXKICHHS B HHTEpBae
3Ha4eHu# ot 5,30 Mr 10 43, 64 Mr, KOIHMYECTBEHHbIH K Ka4eCTBEHHBIA COCTaB HHTPEIMEHTOB,

BKJIKOYAIOIIIasl BCIIOMOTraTebLHBIC SJIEMEHTHI, TPpH CICOYIOIIEM COCTaBE HHI'DEAHCHTOB, MI':

AJI TIEJUIET € 330M€ENpPa30JIOM MarHus JUr HAPAaTOM HEMEJICHHOIO BBICBO60)KI(CHI/I}I .

330Menpa30n Maraus JUrHapar

HEMEUICHHOT O BHCBOGO)K,ueHmI ' 5,30-43,64
MHKpOKpHCTqueCKM LEJIII0JI03a (smpa) 350 MKM
15,4-46.0

Boznerit pacTBop (cycniensus)
cMecH O-TPUMETHIICHITHII-()-METHIINOH| OKCH(IMMETHIICH/IAHE U Ia) |

H KpEMHHS JHOKCUA 1,1-3.5
Bonmsiif pactBop cMecn

THAPOKCUIIPONHMIMETHIIIEITIONO3HI,

THTaHa JUOKCH]IA, MTOTHAEKCTPO3EI,

TalbKa U MOJHS3THICHITHKOJIS 15,5-46.0

Bomzlit pacTBOp METaKpHIIOBO#M KHCIIOTEI

H COIIOJIUMEDA 3THIIAKPHIIATA 14,9-45.5

BonHeIit pacTBOp riMueponaMorocTeapara,

nosnucopbara 80 u TpEITUIIHTpaTa 2,53-6.5

AJIA IICTUICT 330MeTIpa3oiia MarHus AUTrHApaTa OTCPOYECHHOI'O BBICBOﬁO)KJICHI/IH .

330Menpa30n Marnust JUruapar
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OTCPOYEHHOTr0 BEICBOOOKIICHHS 5,30-43,64

MKI] sxpa, 350 mxm 30,48-62,5

Boamsiit pactBop (Cycrnensus)
CMECH O-TPUMETHJICHITHII-®-METHIMIONH[OKCH(TNMETHIICHIIaHEIMIIA) |

U KPEeMHHS JTHOKCHIA 2,28-6,84

BoaHblii pacTBOp CMECH I'HAPOKCHIIPOIKIMETHIIIEILIIONO3EL,
THUTaHa JHOKCHAA, IOJHUAEKCTPO3BI,

TATbKa H TOJIM3THJIECHTIIHKOJIS 30,42-96,0

Boaublii pacTBOp METaKpHIOBOM KHCIOTHI
H 3THJIAKpUJIaTa, TAIbKa,

JIUOKCHIA THTaHA,

OKCHJIa JKese3a (HKENTHIH),

JHOKCHJIa KpEMHHS,

HaTpHUil ABYYIJIEKHCIIOTO

U J1laypuicyibdar HaTpus 12,75-39,95
Tpustuwmurpar 1,28-1,93
BonHbIi pacTBOp METaKpHIOBOM KHCIOTHI 19,41-56,61

H METHJIAKpHUJIaTa

Boaueii pacTBOp IIHIIEpOIaMOHOCTEapaTa,

nonucop6ara 80 u TpusTHINMTPATA 1,98-5,2
A TaKke TEXHWYECKHH pe3yNbTaT NOCTHTAeTCS TEM, 4TO HA OCHOBE BHIIEYKA3aHHBIX

BapHAaHTOB (hapMaLEBTHIECKOH KOMIIO3HIMH IIPeI0XKeHa [IepopaNbHas JIeKapcTBeHHas dopma,

npeaAHasHAa4YCHHas1 i HpO(bHJIaKTI/IKI/I H JICYCHHS TracTPO3HTCPOJIOTHYECKUX 3a60JICBaHHf;I,
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BKmovaomas 5,1-50,1 % 330Menpa3zona MarHus AMTHAPATA HEMEICHHOTO BHICBOGOMICHHS H
5,1-50,1 % 330Menpazona MarHus IMrAApaTa OTCPOYEHHOTO BBICBOGONICHHS OTHOCHTEEHO 100
% oT o01ero cocranra 930MeInpasoia MarHus JUTHApaTa, B TOM 4ucie, ot 5,30 mr mo 43,64 mr
930METIpa3oNla MarHus NUIHpara HEMEUICHHOTO BBICBOOOXIeHusA U OT 5,30 Mr mo 43,64 mr
930MEMpasosia MarHus JMrujpara OTCPOYEHHOIO BBICBOGOXIECHHS, MpEACTAaBIAIOmas coGoi
Karncysy ¢ TBepoi 0601104Kk0i, IPO3PavHyIO HilM LBETHYIO, BEITOMHEHHYIO HA OCHOBE JKeJIaTHHA
W rujpokcunpommeTuiennonosst  (ITIMII), comepxamas gBe ¢pakuumm nemwier ¢
330MEIPA30IOM MarHus TUTHIPATOM, COOTBETCTBEHHO, B TOM YHCIIE, IEJUIET C 330MENPa30IoM
MAarHus JUruApaToM HEMEIICHHOTO BBHICBOOOXKICHHS B HHTEpBaJle 3HauYeHHi oT 5,30 Mr mo 43,
64 MI ¥ HeIET C Y30MENpa30oM MATHHS JTUTHAPATOM OTCPOYEHHOIO BHICBOOOXIECHHS B
HHTEpBae 3Ha4eHWd OT 5,30 Mr 1mo 43, 64 Mr, KOJNMYECTBEHHBIA M KA4ECTBEHHBIH COCTAaB
HHITPETUCHTOB, BKIIOYAIOMAs BCHOMOTATENbHBIE 3JE€MEHTHl, [pPH CJEAYIOMEM COCTaBe
uHrpeaueHToB Ha 100% cocraBa, Mac.%:

AT 330MEIIpa3ojia MarHusl JHrugpara HEMEQJICHHOTO BI:ICBO60)I(}ICHI/I5IZ

D30Menpas3oi MarHus JUTHAPAT

HEMEUIEHHOTO BBICBOOOXKACHUS 9,68-22,83

Muxkpoxpucrammiyeckas nemmronosa (sapa) 350 MM 24,06-28,14
Boanerii pactBop (cycrensus)
CMECH 0L-TPUMETHIICHIIIII-®-METHIONA[ OKCH(IMMETHIICHIaHE T1Ia) |

U KPEMHHSA JHOKCHIA 1,83-2,02

Bonnslit pacTBop cMecH
THAPOKCHIIPOITAIMETHIIIEILIIONO3EL,
THTaHa THOKCHAA, OIAIEKCTPO3BI,

TaIbKa U MOJTUATHICHIJIMKO IS 24,08-28,32

Boanerit pacTBop MeTakpHI0BO# KHCIOTHI

H COITOJIMMEPA 3THIaKpHiIaTa 23,80-27,22
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BozHbii pacTBOp IIHIIEpOIAMOHOCTEapaTa,

nonucopbara 80 1 TpUATHIIKTPaATA

AULA 330M€ETIpa3oiia MarHus AHUTHApaTa OTCPOYCHHOTO BBICBO60)KI[CHH}IZ

J30Menpa3o MarHus AUTHAPAT

OTCPOYCHHOTO BBICBOGO)KIICHI/ISI

MKI] aapa, 350 Mxm

Boanenit pactBop (cycnensus)
CMECH 0-TPUMETHIICHITHII-M-METHIIIOU[ OKCH(IMMETHIICHIIAaHE A1) |

H KpEMHHA JTHOKCHIOA

BozHelii pacTBOp CMeCH I'MPOKCHIIPOIHIMETHIIIIEIUTIONO36L,
THTaHA JHOKCH/A, IOMIAEKCTPO3EI,

TajllbKa U MMOJIM3THIICHTJIUKOJIA

BonHslit pacTBOp METaKpHI0BO# KACIOTHI
H 3THJIAKpHIIATa, TAIbKa,

JUOKCHIA TUTAHA,

OKCHJIa XKeJle3a (JKEITHI),

JHOKCUIA KPEMHHH,

HaTpU¥ JBYYTJIEKHCIIOIO

H JIaypuJICcyIb(daT HaTpus

TpusTunmurpar

BoaHeIi pacTBOp METaKpHIIOBO# KHCIIOTHI

H MCTHJIaKpHJiaTa

WCNPABJEHHbIU NIUCT (MPABUIIO 91)
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1,66-1,90

5,10-13,96

19,99-29,33

2,18-2,19

29,28-30,72

12,29-12,77

0,62-1,23

18,10-18,68
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Bommsiit pactBop TTIHIepOJIaMOHOCTEapaTa,

nomcop6ara 80 u TpuITHIIIMTpPaTa 1,66-1,90

Hnmoctpupyror NPEAIaracMyi0  [EPOPATBHYIO JeKapcTBeHHYI0 hopmy HHTEPBAJIBI
KOJIMYCCTBEHHBIX 3HAYCHMH HHIPEAMEHTOB, NpeaCTaBNeHHbIX B Tabmume 11, BKJTIOYAIOIIUX

330M€ENpa30JI Maruus ANTHAPAT HEMEIJICHHOTO BBICBOﬁO)KI[CHI/ISI

Tabnuna 11.ITpumeps! cocTaBos memieT Ha OZHY KaliCyily, BKIIFOYAIOLINX 30MEMPa30ll MarHus

AHUTHAPAT HEMEIJICHHOTO BI:ICBOGO)KI[CHI/ISI

Haumenopanne Macca B kancyne, Mmr | Mace. %

O30oMenpason MarHus TUruapar
5,30-21,82-43,64 9,68-18,1-22,83
HEMEUICHHOT'O BBICBOOOXKICHHS

Muikpokpucranmmaeckas uemmnonosa (sampa)
15,4-30,5-46,0 24,06-25,3-28,14
350 mxm

Bonnas cycnensus cmecu a-
TPUMCTHIICHIIHIT-0- 1,1-2,3-3,5 1,83-1,9-2,02
METHINONH| OKCH(IUMETHIICHIaRe HIa)] 1
KPEMHHS THOKCH]IA, HAPHMED, CHMETHKOH
Bonnsrif pactBop cMecu
THIPOKCHIIPONIMIMETHIINIEIIIONO3bI, THTAHA
ANOKCHIA, IOJIMAEKCTPO3bI, TAIBKA H 15,5-30,5-46,0 24,08-25,3-28,32
TOJTH3THIICHTIIMKOJIA ,

Hanpumep, VIVACOAT® PA-1P-000
Boxaueiit pacTBop MeTaKpHIOBOM KHMCTOTEL U
COIOJIAMEpa STHJIAKPHJIATA, HAIPHMED, 14,9-30,4-45,5 23,80 -25,2-27,22
Eudragit® FS 30 D

Bonnsnii pacteop IMIepoiaMoHOCTeapara,

nojucop6ara 80 u TpuITHAIMTpATA, 2,53-5,05-6,5 3,40-4,2-4,62
Hanpumep, PlasACRYL® T20
Macca nenner 54,73-120,47-191,14 100

Wnmoctpupyior  npemnaraemyro IEPOPANBHYIO  JIEKAPCTBEHHYIO dopMy mpumeps
KOJIIMIECTBCHHBIX 3HAYEHUIH HHIPEIMEHTOB, IPEICTABICHHBIX B TabHue 12, Brmowaromux

330MEnpa30I MarHus AT HApaT OTCPOYECHHOTO BBICBO60)KJICHI/IH

WCNPABJEHHbIU NIUCT (MPABUIIO 91)
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Tabmnua 12. TIpumeps! cOCTaBOB MEIUIET HA OIHY KAIICYITy, BKIFOYAIOMIAX 330MeNpa3oJl MarHust

AATHAPAT OTCPOYCHHOIO BBICBOOOXICHHS

Haumenoanue Macca B kancyie, Mr Macc. %

D30Menpa3oi MarHus JUTHAPAT
5,30-21,82-43,64 5,10-9,67-13,96
OTCPOYEHHOT'0 BEICBOOOXKICHHS

MKI] sixpa, 350 Mxm 30,48-65,2-62,5 19,99-28,89-29,33

Boanas cycnensus cmecu a-
TPHMETHIICHITIII-(-

: 2,28-4,8-6,84 2,13-2,18-2,19
METHJIIOIH[OKCH(AUMETHICHIIaHe Ua)] 1

KpECMHHs TUOKCHIA, HATPHUMEDP, CHMETHKOH

Boxnsiit pactBop cMecH
THIPOKCHITPOITHIMETHIILIEIUIIONO3E], THTAHA
JHOKCH]IA, TOJIMJEKCTPO3HI, Tam,lcaﬁ 30,42-65,6-96,0 29,07-29,28-30,72
HOJMITUICHTTAKOJIA, HAIPUMED,
VIVACOAT® PA-1P-000

Boaneiit pacTBop MeTakpHIOBOM KHCIOTHI H
3THJIAKPHIIATA, TAJIbKA, JHOKCH/A THTAHA,
OKCHJIa JKeJle3a (JKEIIThIi), THOKCH A
12,75-27,2-39,95 12,05-12,29-12,77
KPEMHHUS, HATPHH JBYYTJIEKHUCIIOTO
naypuicynbar HaTpus, HanpuMmep, Acryl-
EZE 93F

Tpustumurpar 1,28-0,65-1,93 0,62-0,29-1,23

Boaublit pacTBOp METaKpHIIOBOH KHCIIOTHI B
MeTHJIaKpuiara , HanpuMep, Eudragit® FS 19,41-37,2-56,61 16,48-18,10-18,68
30D

Boaueli pacTBop rimneponamMoHocTeapara,
nonucop6ara 80 ¥ TPUITHINMTpATA, 1,98-3,22-5,2 1,42-1,66-1,90
Hanpumep, PlasACRYL® T20
Macca nemrer 103,9-225,69-312,67 100
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TexHuueckuit pesynbTaT JOCTHTaeTC TAaKXKe TeM, UTO IPEASIONKEH CIOCO6 MOy4eHHs
NEpOpaNbHOH JIEKapCTBEHHOH (OPMBI, IpeHa3sHAYEHHOM UIA NPOQHIAKTHKA M JICYCHHS
TaCTPOSHTEPONIOTHYECKUX 3a00JIeBaHAH, BKIIOYAIOMMI IPONECC TONYYEHUS U pasMelneHue B
KENIATHHOBOH KallCyJie IBYX BHIIOB IIEJUIET B CEAYIOMEH nponopuuy: 5,1-50,1 % 33omenpaszona
Marfus JMTHApaTa HEMEUICHHOTO BhICBOGOXAeHHs H 5,1-50,1% 330Mempasona marHus
100%

330MCIIpa3ojla MarHug AUTHIpaTa, BKJIOYArOIMUii Iponecc IONY4YCHHS IIEJNIET HEMEAJICHHOTO

AMrugpata OTCPOYEHHOTO BBICBOﬁO)KIleHI/DI OTHOCHTCIIBHO

BBICBOﬁO)KI[CHI/ISI H IIPOLHECC MOJYUYCHUSA NEIICT OTCPOYCHHOI'O BI:ICBO60)K,Z[€HI/I}I B COCTaBC Ha

OXHY KallCylly, COCTaB ABYX BHOB NeILICT NPEACTABIIEH, COOTBETCTBEHHO, B Tabmimax 13 u 14,

27
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OT o00mero cocrasa

COOTBCTCTBEHHO, IPUMEPEI HA YKa3aHHEIE COCTaBhI NpecTaBieHb! B Tabaumax 15 u 16.

Tabmaua 13.Cocras nesier 330Menpasoia MarHus JUTApaTa HEMEAJIEHHOTO BBRICBOOOXIACHHUS

Ha OJHY KaICyJy, BKIIIOYAIONIMHA 330MeNpa30il MarHus JUTHAPAT HEMeJIEHHOTO

BBICBOOOXKICHHUSA

HaumenoBanue

Macca B kancyie, mr

Macc. %

O30oMenpaszon MarHus

TUTHOPAT

HEMCJICHHOTO BLICBO60)KJICHI/ISI

5,30-43,64

9,68-22,83

MHuKpokpucTauTHYecKas mesumnonos3a (sapa)
350 Mxm

15,4-46,0

24,06-28,14

Bonnas cycnensus cmecu a-
TPHMETHWICHIIHII-()-
METHINONU[OKCH(IUMETHIICHIaHe Ua)] 1
KPEeMHHS THOKCHIA

1,1-3,5

1,83-2,02

Boausiit pactBop cMecu
THAPOKCHIIPONHAIMETHIILIEIUTIONO3b], TUTAHA
JUOKCH]IA, IIOIUICKCTPO3bI, TAJIBKA H
ITOJIMI THIICHTJIMKOJIS

15,5-46,0

24,08-28,32

BonHeIi# pacTBOp METaKpHIOBO#H KHCIOTH K
COIOIMMEPA STHIAKPHJIATA

14,9-45,5

23,80-27,22

Bonuerii pacTBop rimneponamonocTeapara,
nonucop6ara 80 U TpHITHILHTPaTa

2,53-6,5

3,40-4,62

Macca nemner

54,73-191,14

100
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Ta6imuna 14. CocTa mejuieT Ha OIHY KalCylly, BKIIOYAIONIMI 330MENpa30)l MarHus JUTUapaT

OTCPOYCHHOT'O BI:ICB060)KJLICHI/IH

HaumenoBanue Macca B xancyne, mr | Macc. %
O3oMenpason Marius JUTHIpaT
5,30-43,64 5,10-13,96
OTCPOYEHHOI0 BHICBOOOXK ICHHUS
MKI] snapa, 350 Mmxm 30,48-62,5 19,99-29,33
Boanas cycnieH3us CMECH o-
TPUMETHIICHIIHI-®- 2,28-6,84 2,18-2,19

METUIIIONH[OKCH(IMMETUIICHIaHE IUIA) | B
KPEMHHS JTHOKCHAA

Boanbrit pacTBOp cMecH

THAPOKCHIIPOIMHJIMETHIILICIUTIONO36], THTAHA 30,42-96,0 29,28-30,72
JHOKCHIA, MOIHACKCTPO3bl, Tallbka M

IIOJIMTUICHT JIAKOJISE

Bonnblit pacTBOp METaKpHIIOBOM KHCIIOTHI X
STHJIAKpHIIaTa, TaIbKa, JUOKCHIa THTAHa,
OKCHa Kene3a (KeNThIil), THOKCHIa 12,75-39,95 12,29-12,77
KPEMHHsI, HaTpUil IBYYTJIEKHCIIOTO H
JaypHICYIb(hAT HaTPHS

1,28-1,93 0,62-1,23
Tpustwmurpar
BonHblit pacTBOp METaKpHIIOBOM KHCIOTHI H 19,41-56,61 18,10-18,68
METHJIaKpUJIATa
BoxHbli pacTBOp rIIHIEpOIaMOHOCTEapaTa, 1,98-5,2 1,66-1,90
nojHucopbara 80 u TpusTHIIMTPaTa
Macca nester 103,9-312,67 100 .

Ilpomecc momydyeHHs TMeIET 330Mempa3oiia MarHMs JUTHIApPAaTa HEMEUIEHHOTO
BBICBOGOKICHHS. OCYIIECTBIIAIOT CIIEAYIOMEM 06pa3oM:

B BOIHYIO CYCIICH3HIO cMecH O-TPUMETHICHITHII-®-
METHIINONIM[OKCH(IUMETUIICHIAHEIMIa)] M KPeMHHS [HMOKCHIA 3achllalOT PacCUMTAHHOE
KOJIMYECTBO IIOPOIIKA 330MENpa3ojia MarHMs JUIHApaTa M IIEPEMEINHBAIOT [0 IOJIydYeHHS
OQHOPOIHOM CMECH.

B nomyyenHyro BOZHYIO CYCHEH3HMIO J30MeNpa3ojia MArHMs JWTHApAaTa IpH
[EpEMCITMBAHUH BCBIMAIOT CMECh TI'MIPOKCHIIPONMHIMETHILEIUTIONO3E], THUTaHAa [JHOKCHIA,

NOTHACKCTPO3BI, TAIBKA U MOJUITHIICHITIMKOJISA, IIEPEMEMIUBAIOT U IIPOLEXXUBAIOT Y€PE3 CHTO C
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pasmepoM sveek, HanpuMep, 500-700 MKkM IS ynaneHHs He JMCIEPIHPOBAHHBIX YACTHII
MOPOIIKA.

OtBemmBalOT HEOOGXOMMMOE KONHYECTBO MHKPOKPHCTAUTHIECKHX cdep, KoTOpBIE
[IOMELIAIOT B YCTAHOBKY IICEBIOOXKHKEHHOTO CIIO4. |

CyCneHs®Io HaHOCAT Ha MHKPOKPHCTRLIHYECKHE cephl IyTeM HAHeCEHHS MIOKPLITHA B
IICEBIOOXKMIKEHHOM CJI0€ NpH Temmneparype 37-47°C B ciioe HOMyIPoayKTa.

Ha nonyyeHnsle memreTl HaHOCAT PacTBOP METAKPHIOBOH KHCIOTHI H CoIoJInMepa
STHIIAKpUNATa, DPAcTBOp IJIMIEPONaMOHOCTeapara, moimmcopbara 80 W TpHSTHIIHTpara
IOCTIEIOBATENBHO IIpU TeMIepaType B Ciioe monynpoaykra 28-35°C.

Jo3upoBanme B KalCyiTy OCYLIECTBISIOT TAKUM 00pa3oM, YTo6bl 06eCenTh HaTHuHe B
OIHOH KallCy/ie NpEeAnaraéMoro KOJNMYECTBA 330MENpa3’oiia B BHAC 530MeNpa3solia MarHus
AWTHIpaTa HEMEUICHHOTO BBICBOGOXICHHS B 3asdBICHHBIX MHTEpBaiaX 3HAYCHHMH, YKa3aHHbIX,
COOTBETCTBEHHO, B Tabmune 13.

Ilponecc monyyerms mewieT 930MeNpa3ofia MArHMs AWTHAPATA OTCPOYEHHOTO
BEICBOOOX/ICHHS OCYIIECTBIAIOT CledyloluM ofpasoM: B BoIHas cycheH3Ws cMecH a-
TPHUMETHJICHIIHII-(-METANNOM| OKCH(IMMETHICHIIAHEANTA)] M KPEMHHS JHOKCHIA 3aCHIIAiOT
PacCHUTaHHOE KOJHYECTBO IOPOIIKA 330MENpa3olla MarHHsA JUIHAPATA H MEPEMEMIHBAIOT IO
IIOJTyYEHHS OTHOPOIHOM CMECH.

B momyueHHylo BOAHYIO CYCHEH3HIO 930Mellpasoiia Mareus JUTHApATa IpH
NEpEMEINMBAHNK  BCBHIIAIOT CMECh THIAPOKCHIIPONMHIMETHINEIUIIONO3b], THTAHA JHOKCHIA,
TNOJIM/IEKCTPO3BL, TAIbKa U MONHITHICHTIHKONS, IEPEMEIIHBAIOT U MPOIEXKHBAIOT YePe3 CUTO C
pasmepom sueek 500-700 Mkm 15 yNaneHus He AUCIEPTUPOBAHHEIX YACTHII IIOPOIIKA.

OrBemmBaloT HEOOXOMMMOE KONHMYECTBO MHKPOKPHCTALIHUECKHX —cdep, KOTOpEIe
MIOMEINAIOT B YCTAHOBKY NCEBIO0XKHXEHHOTO CJIOSL.

CycreHsuio HaHOCAT Ha MHKPOKPHCTAIUIAYECKHE chepsl METOOM HAHECEHHS HOKPEITHS
B IICCBJIOOXKMKECHHOM CJI0€ 1IpH TeMieparype 37-47°C B coe monynpoayKra.

Ha nosy4ennsie MUKpoKpHCTaUIHYECKHE CPEepl HAHOCAT B YCJIOBHSAX IICEBIOOKIKEHHS
BOJHBIA PacTBOP METaKPHIIOBOH KHCJIOTHI M STHIAKPHIIATA, TalbKa, JUOKCHAA THTAaHA, OKCHIA
Keje3a (KeNTHIH), MOKCAA KPEMHHS, HATPHI IBYYIJIEKACIIOTO H JaypHicyib(ar HaTPHUANIPH
Temneparype 25-35°C ¢ npenBapHTENbHO DPACTBODEHHBIM —TPHITHILMTPATOM B  CJIOE

IOJIyTIPOAYKTa.
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Jlna obecrieuenns wneneBoro mpoduis BLICBOOOXK/ICHHA JIEKAPCTBEHHOH (OpMEL, Ha
TIOJyHEHHbIC NEJUICTEl HAHOCAT B BHJE BOXHOIO PACTBOPA IIOKPITHE METaKpHJIOBOH KHCIIOTHI H
METHJIaKpHIIaTal BOAHBIH PacTBOD TIIHIEPOIAMOHOCTEapaTa, nosnucopbara 80 u TpHITHAIMTpaTa
TIOCIIEA0BATEIBHO B YCJOBUSX ICEBIOOXIKEHHS IIPH - Temmeparype 21-31°C B crnoe
MIOJIyNIPOJIyKTAa.

Ho3upoBanne B KarcyTy oCyIeCTBIsIOT TaKHM 00pa3oM, YTOGEI 06ECHEUHNTD HATHYHE

B OJHOW KaIlCyle 3asABJIECHHOE KOJIHYECTBO 930Mempasona B BHIAE 330MeNpa3ojia MarHus
AUTHApaTa OTCPOYECHHOTO BEICBOGOXKCHHS, IIPEICTABICHHOE, COOTBETCTBEHHO, B Tabmne 14.

Ilpumepnl, npencrasnennsie B Tabmane 15 u Tabnane 16 wmwmocTpupyoT cocrassl

TIEIUIET, HOTYYEHHBIX 10 NPEIaraeMoMy croco6y.

Tabmana 15. Ilpumeps! cocTaBoB meuIeT 330Menpas3ojla MarHus JMIUApata HEMEIUICHHOIO

BBICBOﬁO)KIleHI/I}I Ha OJHY KaIlCylly, BKIIOYAIOIIHE 30M€Ipa30jl Maruus JUr HApaT HEMCIJIEHHOTO

BBICBOOOXKICHUS
Haumenopanue Macca B xarcyne, Mr Macc. %
O3oMenpason Mar"us JUTHApAT
: 5,30-21,82-43,64 9,68-18,1-22,83
HEMEJICHHOTO BBICBOOOXKICHHUS
MukpokprcTaudeckas nemmnonosa (smpa)
15,4-30,5-46,0 24,06-25,3-28,14

350 MM

Bonnas cycnensns cmecu a-
TPUMETHIICHIIHII-W~ 1,1-2,3-3,5 1,83-1,9-2,02
METHIINOMH[OKCH(IUMETHIICH IaHe IuNa) ] 1
KPEMHUS THOKCHIA, HAIIPHMED, CHMETHKOH

Boxanslit pactBop cMecu
THIPOKCHIIPOITHIIME THIILEILIIONO3BL, THTAHA
MHOKCHIA, IIOJIUAECKCTPO3BI, TATbKA U 15,5-30,5-46,0 24,08-25,3-28,32
MTOJTH3THJICHTJIMKOJIA |

Hanpumep, VIVACOAT® PA-1P-000

Bonmglit pacTBOp MeTaKpHIIOBOM KHCIIOTH H

COIONIMMeEPa STUJIAKPHIIATa, HALIPEMED, 14,9-30,4-45,5 23,80 -25,2-27,22
Eudragit® FS 30 D

Bonusiit pactsop rimueponamonocreapara,

nojucopbara 80 u TpUATHINHTpATA, 2,53-5,05-6,5 3,40-4,2-4,62
Hanpumep, PlasACRYL® T20

Macca niener 54,73-120,47-191,14 100
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BKJTIOY2IOIIUX 330M€ETIPa30Jl MarHus

HaunMmeHoBanMe

Macca B xancyne, Mr

Macc. %

330Menpa30n MarHus guruapar

OTCPOYCHHOT'O BBICBOGO)KHCHI/ISI

5,30-21,82-43,64

5,10-9,67-13,96

MKI] sapa, 350 Mxm

30,48-65,2-62,5

19,99-28,89-29,33

Bonnas cycnensus cmecu o-
TPUMETHIICHIIHII-(~
METHINONH[OKCH(IUMETHIICHaHe M Ia)] 1

KPEMHUA THOKCHAA, HalpuMep, CHMETHUKOH

2,28-4,8-6,84

2,13-2,18-2,19

Bonnslii pactBop cMecH
THIPOKCHIIPOTTHIMETHIILEIUTIONO3EL, THTAHA
JHOKCH]IA, MOHACKCTPO3bl, TAIbKA H
TOHM3THIICHITHKOIIA, HAallpUMED,
VIVACOAT® PA-1P-000

30,42-65,6-96,0

29,07-29,28-30,72

Bonubrit pacTBOp METaKpHIOBOM KHCIOTH H
STHJIAKPHIIaTa, TalbKa, JHOKCHIA THTaHa,
OKCHJIa XKeJle3a (KeNTHIi), TMoKcHIa
KPEMHHUS, HaTpUi JBYYTJIEKHCIIOTO 1
NaypuiCynbdar HaTpus, Hanpumep, Acryl-
EZE 93F

12,75-27,2-39,95

12,05-12,29-12,77

Tpustunuurpar

1,28-0,65-1,93

0,62-0,29-1,23

Bonmerit pacTBOp METaKpHIIOBOM KHCIIOTH H
METHIaKpUIIaTa , HanpamMep, Eudragit® FS
30D

19,41-37,2-56,61

16,48-18,10-18,68

Bon#erii pacTBop rimueponamonocTeapara,

nonucop6ara 80 u TpHITUILHUTpATA, 1,98-3,22-5.2 1,42-1,66-1,90
Hanpumep, PlasACRYL® T20
Macca nesmner 103,9-225,69-312,67 100

WCNPABJEHHbIU NIUCT (MPABUIIO 91)
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PaspaboTaHHple cOCTaBbl B YKa3aHHBIX MHTEpBajlaX 3HAYEHUH IIpeAyIaracMbIX
(dapMaleBTHUECKMX  KOMITO3MI[UM, a Takke [peajaraeMas JieKapcTBeHHas (¢opma,
U3roTaB/IMBaeMasi OMHMCAHHBIM CIOCOOOM Ha OCHOBE IMpENJaraéMbIX COCTABOB OOECIEUHBAIOT
YCTOMYHBOCTh M CTaOMJIBHOCTh CBOMCTB. IlonmyueHHas jexapcTBeHHass (opMa obecrieuyuBaeT
YCTOWYMBOCTD, CTAOMJIBHOCTD IPH XPAHCHUH U IIPAKTHYECKOE OTCYTCTBHE T000UHBIX 2()(PEKTOB.

TexHuueckuit pe3yabTaT OblT IPOJEMOHCTUPOBAH B PSJE HCCIEAOBAHUN HA JIIOISX.

Taxk, 6bUIO MPOBeAcHO M3yYeHHEe (PapMaKOKWHETHKH H (apMaKOJUHAMMKH 3asBIISEMOM
(apMaileBTHYECKOM KOMIIO3HIMH B CPAaBHEHHM C NPEACTABICHHBIM Ha PBIHKE IpenaparoM
330MeIpasoia B TEX XKe J03UPOBKax Ha JoasaX. B uccnenoBanun npuHsio ydactue 40 3M0poBbIX
JI0OPOBOJIBLIEB.

B xoje mccnenoBaHus IS 3adBISEMOW KOMITO3MIIMM 330MeEIpas3ojia ¥ JUIs Ipenapara

CpaBHEHMs ONpeNENsH hapMaKoKHHETHIECKHE TapaMeTphl Tmax, HaVD u HaVD total, rie
Tmax — I[EPHOI BPEMEHH, NPOXOAAIIETO € MOMEHTAa IIpHeMa IMpemapara 10 HOCTHXKEHHUs
MAaKCHMyMa KOHIIEHTPALHH AeHCTBYIOIIETO BELIECTBA B ILJIa3ME KPOBH;
HaVD — BpeMsl LUPKYJIAIMHA Openapara B IiasMe KpoBd npu KoHneHTpauuu Bbime 50% Cumax
BOKDYT 3HaueHHs! Tmax OLICHUBATIOCH 110 H3MEPEHUAM KOHIIEHTPAUMK B HHTEPBAJIC I03HPOBAHUS C
MHTEPHOJISAIMEN U TPAaHHYHBIX 3HAYCHHH MEXAy JABYMs MOCIeIOBATEIbHBIMH 3HAYCHHUAMH
KoHIeHTpauui Hike W Bhile 50% Cmax (IMHeHHas A Hadala W JIOT-JHHEWHHas AU KOHIA
WHTEpBAla) KaK IIEPHOA BPEMEHH, B TEYEHHE KOTOPOTO WU3MEPEHHs KOHICHTPAlUH BOKPYT
3HaYeHHUS Tmax peBbiany 50% oT 3HaueHUS Cmax Y 3TOr0O CyOBEKTa.

HaVD total — o61iee BpeMst IUPKYJISAIUH IIperiapara B IJ1a3Me KPOBH IIPH KOHIIEHTPALUH
Boillie 50% Cmax OLIEHHBAJIOCH IO M3MEPEHHMSM KOHILICHTpAllMd B HHTEpBaJIC JO3UPOBaHUA C
MHTEPNOJIsueil [l rPaHUYHBIX 3HAYEHHWH MEXIy ABYMs IMOC/IENOBAaTCIbHBIMH 3HAYCHHAMU
KoHLeHTpauuii Hike U Bbime 50% Cmax (MHEHHas 114 Havaja ¥ JIOr-THHEHHas IJI1 KOHLA
MHTEPBANA) KaK [EepHOJ BPEMEHH, B TEYEHHE KOTOPOIo M3MEPEHHUs! KOHIEHTPAIMH IPEBHIIIAIHA
50% ot 3nadeHus Cmax y 3TOro cyonekra. Jinst Heckonbkux nmukoB Ha @K kpupo# (mokasaresb
Yycno HHTEPBAJIOB) [UTHTEIBHOCTH UHTEPBAIOB, B TEYUCHHE KOTOPBIX H3MEPEHU KOHLEHTPAHK
npebimanu 50% oT 3HadeHHI Cmax y 3TOTO CyOBEKTa, CYMMHPOBAJIUCH.

VkazaHHble (PapMaKOKHMHETHYCCKHE IapaMeTphl OIpPENE/sId COTIaCHO IPHUHATBIM B

ypoBHE TeXHHKM MeToaukam. B wactaoctn, HaVD onpenensmu cornacio Meier J., Niiesch E.,
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Schmidt R., Eur J Clin Pharmacol. 1974 Oct 4;7(6):429-32; Cmax U Tmax ONpENsIsAIA COTTIACHO
Tracy TS (2004). "Pharmacokinetics". — In: Stitzel RE, Craig CF (eds.). Modern pharmacology
with clinical applications. — Hagerstwon, MD: Lippincott Williams & Wilkins, page 49.
dapMaKOKHHETHIECKUI MTPOQUITH 3asIBIAEMOH KOMIIO3HIIUH [IPH OJITHOKPATHOM M MHOT'OKPaTHOM
JO3HMPOBAHMM  XapaKTEPU3OBAICS  MPU3HAKAMH  MPOJOHTMPOBAHHOIO  BBICBOOOXKIECHHS
330MeIpasona B IUlasMy KpoBH (Gojiee BBICOKHE ITOKa3aTelnd 3HadeHuH mmst Tmax, HaVD total,
HaVD). Ilo aaHHBIM ONHCATENBHOM CTATUCTUKU 3HAYEHMA Tmax IS pasHbIX IO3HPOBOK
BapbMpoBaiH B npeaenax ot 1,0 go 6,0 wacos, a 11 npemapaTa CpaBHCHHUS B aHAJIOTHIHBIX 103aX
ot 1,0 o 3,5 yacos.

WunuBunyansapie DK kpuBble Iociae npuema 3asiBIAEMON KOMIIO3MIMH HATOMIAK
XapaKTepPHU30BaIMCh B GOJIBIIMHCTBE CITy4aeB HATHYHEM HECKOJIBKUX MMKOB (Malue — IBYX), oCIIe
IpremMa mpenapara CpaBHEHHS HAaTOIIAK — Yallle HAJTHYMEM OJTHOTO IHKa.

Ilpy OXHOKpATHOM [O3HPOBaHUHM 3asiBIAEMOH (PAapMKOMO3UIMH II0 CPABHCHHIO C
npenapaToM cpaBHeHHs, B MHAuBAAyanbHbIX K mpoduiisx ormeuanucs Gosee UIMTENBEHOE
Bpems HocTikeHrs Cmax (Gosee BHICOKHE 3HAaYeHHMs Hokasatenedl Tmax), B JalbHEeHIIEM Oonee
[JIaBHOE CHIDKEHHE KOHIIEHTpAllHd ¢ TeHJISHIHeH K 0oJjiee UIMTEIBHOMY HaXO0XACHUIO
330MeInpasoia B Ia3Me KPOBH U 00IIEMY BPEMEHHM IIMPKYJISLUH IIPENapaTa B IUIa3sMe KpOBH IIpH
xounentpanuu Beime 50%Cmax (HaVD total). Pasznununs 10 CpaBHEHHIO C NpenapaTroM

cpasHeHus no nokaszarensM HaVD total 1 Tmax Obu1u cTaTUCTHYECKH 3HAYUMBIMH (p<0,001).

IIpenapar Tmay, | HaVDtotal, | HaVD,u
q q

3aapanemasi 4,000 | 2,414 1,500

KOMMO3HIIHSI

IMpenapar 2,000 | 1,707 1,707

CpaBHEHHA

JIns 20 Tmax, HaVD total, HaVD yka3ana menunana (CV%).

M3BecTHO, 4TO 60Jjiee AIMTENIBHOE MOJaBIeHHE NPOJYKLIUH CONSTHON KHUCIOThI B XKETyAKE
MO3BOJSET JOCTHYH OOJee BBIP@KEHHOTO TeparneBTHYeCKoro dpdekra B JICHCHUH
KHCJIOTO3aBHCHMBIX 3aboneBanuii. B pamkax ucciiejioBaHus (papMakoJIMHAMHUKH Ha 3JI0POBBIX
J00poBOJIbLAX (CM. BBILIE) OBLIO MOKA3aHo, YTO 3asBjisieMasl KOMIIO3ULIKSA MO3BOACT obecrieunThb
HPOJIOHTHPOBAHHOE TIPUCYTCTBHME 330MENpPA3oja B KPOBH [0 CPAaBHEHUIO C MpenaparoM

CpaBHEHHs C TPAJUIIMOHHBIM BLICBOOOXKJICHHEM, YTO, B CBOIO OUEPE/lb, obecneunBaer Oolee
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BeICOKOE cpeanee 3nauenue pH (2,87 nporus 2,40) u nmponent Bpemenu ¢ pH>4 B xenynke B

teuenne 24 yacos nocie npuema (24,3% npotus 12,23%).

bnaromaps mpemnaraeMbiM  H300pETEHMsIM, BKIIIOYAIOIIUM  330MENPA30J  MarHus
JMTHIPAT, KOTOPBIE JIETJIH B OCHOBY M3rOTABIMBAEMBIX II0 YKa3aHHOMY cIOCOOY mepopajbHBIX
TBEpABIX JIEKAPCTBEHHBIX (OPM, MOXHO IOBBICHTH TEPAaNEeBTHYECKYIO J3(P(PEKTHBHOCTD
3adBJICHHOTO COCTaBa MOCPEICTBOM:

- OBICTPOro Hayaja IOEWCTBHS Iperapara, H3TOTOBJICHHOTO Ha OCHOBE (GapMaleBTHYECKOH
KOMIIO3UIIMH, BKJIFOUYAIOLIEH 330MENPa30jl MarHus AUTHIPAT HEMEAJIEHHOTO BRICBOOOXKIEHHS,

- 3 peKkTHBHOTrO TIepHOa ACHCTBUS NIpenapara Ha OCHOBE 3asBJIEHHOTO COCTaBa, BKIIIOYAIOIIETO
330MENPa30] MarHus TUTHAPAT OTCPOYEHHOTO BEICBOOOXKICHHS,

- IOCPE/ICTBOM YHPOIIEHHS CXEMBI BO3/EHCTBUS IPUMEHAEMOTO Npenapara JUisl poQuIakTHKH
Y JICUEHHUS TaCTPOIHTEPOTIOTHIECKUX 3a00IEBaHUM.

BolmeonucanHble NMPHMePHI HJIIOCTPHPYIOT, HO HE OIPDAHHYMBAIOT NpPUMEHEHHE
YKa3aHHBIX COCTABOB H CMOCO00B 3asiBIsSIEMbIX H300peTeHMIi.

Bce mpejicTaBIeHHBIE H300pETEHHs IPOMBIIIUICHHO TPAMEHUMBIL, POLLIX JIA0OPATOPHBIE
MCIIBITAHMA, PEATH3yEMBI IIPAKTHYECKH M HANAYT LIKPOKOE NPUMEHEHHE B (papMalleBTUYECKOH
IIPOMBIIIJIEHHOCTH, 2 IMEHHO IOJTBEPKIACHO!

- IPUMEHEHHE BhIIIeyKa3aHHOH (apManeBTHUECKOW KOMITO3UIINH, pKmroyarorei 5,1-50,1%
330MeNpa3oja MarHus JUTHApaTa HeMETIECHHOro BeIcBOOOXAeHHs u 5,1-50,1% s3omenpasona
Marfusi JIUTCHAPaTa OTCPOUYEHHOTO BBHICBOOOXIEeHHS OoTHOCHTeNbHO 100% oT obuero cocrasa
330MeMpa3o/ia MarHus JAUTHApATa B YKa3aHHOH KOMIO3MIMH, Jid NPOQHIAKTHKH U JICICHUA
racTpOIHTEPOIOTHUECKUX 3a00JIeBaHHUH,

- mpuMeHeHHe (apMalEBTHIECKOM KOMIO3MIHs, BKmodarome# 5,1-50,1% s3omenpasona
MarHus JUTHApaTa HeMeMIeHHoro BhicBoOOXAeHus u 5,1-50,1% s30Menpasona Marsus
JUTHIpaTa OTCPOYEHHOTrO BHICBOOOXKIAeHHS oOTHocHTensHO 100% ot ofmero cocrasa
330MeMNpa3o/ia MarHus JUTHIpaTa B yKa3aHHON KOMIIO3HUIIMY, & HMEHHO, B 3asiBJICHHBIX ITPEAETIaxX
3HAYCHHUI HEMEUICHHOITO BBICBOOOXICHHS H30MEIpa30jia MarHus AWTHApaTra B 3asBJICHHBIX
npejienax 3HaYeHHM OTCPOUYEHHOrO BHICBOOOXKIECHMS 330MeNpas’ojia MarHMsA IWIHMApara, Uil

HpO(I)I/IJ'IaKTI/II(I/I H JICUCHHS IaCTPOOHTEPOJIOTHICCKHUX 3a6OJIeBaHHf/'I,
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- IPUMEHEHHE TEPOpaIbHOM JieKkapcTBeHHOU (GopMBbl, BKmovaromei 5,1-50,1% »3omenpasona
Mar"Husi JMCHApaTa HEMEUICHHOTO BbicBOOOXAeHus u 5,1-50,1% »330Mmenpasona marxus
qUTHpaTa OTCPOYEHHOI'O BBICBOOOXKJIEHHS OTHOCHUTEIBHO OOINEro cocTaBa 330MEMpa3olia
Marmus JTUTHIpaTa, B 3asABICHHBIX WHTEpBaTaX 3HAYCHHH HEMEUIEHHOTO BBICBOOOXKIECHHA
J30Mempa3ojla MarHus JWTHApPaTa U B 3asBICHHBIX HHTEpPBajlaX 3HAYEHUH OTCPOYEHHOTO
BLICBOOOKIEHHS 330MeTpa3ojia MarHus JUruapara, IpeacTaBisitonas co0oi Kamncymy ¢ TBEpAoH
000JIOUKOH, MPO3PaYHyI0 WM IBETHYIO, BBIIOJNHEHHYIO Ha OCHOBE JKCJIAaTHHA WM
rugapokcunponmMeTaiesutono3sl (I TIMIY), conepxanas ne Gpakuuy MEUIET C H30MENPA30TIOM
MArHMsl JUTHIPATOM, B 3asBJICHHBIX MHTEPBalTaX 3HAYCHUH HEMEIJIEHHOTO BHICBOOOXICHHS U B
3asIBJICHHBIX MHTEpBallaX 3HAYEHHH OTCPOUYEHHOrO BBICBOOOXAEHHS Uil NPOQHUIAKTUKM H
JeueHus 3a601eBaHUil B 00J1aCTH TaCTPOIHTEPOJIOTHH,

- MpUMEHEHHEe crocoba TMOayYeHHs IepOpaJbHOM JIEKApCTBEHHOH (OPMBI, BKIIOYAOIICTO
pasMelleHHe B JKeJaTHHOBOM Karlcyie IByX BUIOB IEIUIET B cieaytomei nponopuuu: 5,1-50,1%
330MeEINpa3osia MarHus JAUruapaTa HEMeUICHHOro BbIcBOOOXIeHus H 5,1-50,1% s3omenpasona
Marsus JMIHApaTa OTCPOYEHHOTO BBICBOOOXKIEHHs oTHocuTenbHo 100% or obimero cocrasa
330MeMpa3ona MarHus AUruapara s OpoGuIakTHKM W JiedeHHs 3abojeBaHui B 00J1acTH
racTPOIHTEPOJIOTHH.

Kaxplii BapHAaHT IpeajiaracMbiX M300peTeHHil MPOMBIIUIEHHO NPUMEHHM B 006J1acTH
(apMalleBTHKH, 00€CTIEUNBAET YCTOWIHBOCTS 3asiBIICHHBIX CBOHCTB, COXpaHEHHE CTAOMIIbHOCTH
CBOMCTB Ha CPOK HE MEHee 3 JIeT.

[IpuMeHEHHE MpeIaracMbix H300pETCHHH W WX BapHAHTOB IIO3BOIAET OOECIECYHTH
CHIKEHHE KIIMHMYECKHX CHMITTOMOB 3a00jIeBaHUi B 00JaCTH raCTPOSHTEPOJIOTHH, KYITHPOBaHHE
60J1€BOTO CHHAPOMA, YBEINYMBAET ACCOPTUMEHTHBIH NepedeHb TEKapCTBEHHBIX GOpM

Kpome Toro, npeanoxeHHbIH Croco6 MONyYeHHs MepopalbHOM JIEKapCTBEHHOH (OpMBI,
ofecreunBaeT yCTOMYMBOCThL CBOMCTB JieKapcTBEHHOM (OpMBI, coxpaHeHHE CTaOHIBHOCTH

CBOMCTB Ha CPOK HE MEHee 3 JIeT.

TakuM 06pasoM, [JOCTHTHYT JKEJIaeMBIH TEXHMYECKHH pe3ylbTarT CO3JaHHeM
npeaHa3HaYeHHBIX AT NpOoGHUIAKTHKE U JIeUeHHUs 3a00J€BaHuii B 001aCTH raCTPOIHTEPOIOTHH:
- BapHaHTOB ()apMaleBTHYECKOH KOMIIO3UIIMH, KOTOpas IIOBBIIACT TEPaneBTHYCCKYIO

AKTHBHOCTDH 3a4BJICHHOIO KOJUYECTBEHHOTIO M KAa4E€CTBCHHOI'O COCTaBa WHIPENUCHTOB 3a CHCT
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MT'HOBEHHOT'O Ha4ajla JIEUCTBHUS ¥ 3a c4eT 3 (HEKTHBHOTO U IPOJOKHTEILHOIO IEHCTBUA COCTaBa
HUHTPEIUECHTOB,

- JIEKapCTBEHHON ()OPMBI, IMOCPEACTBOM KOTOPOH 00€Cme4eHO, MpU BBEACHUHM YKa3aHHOTO
(bapMareBTHIECKOTO COCTaBa, YIPOIIEHHE CXEMBI BO3ICHCTBHUS 3asBISEMOI0 Ka4€CTBEHHOTO H
KOJIMYECTBEHHOTO COCTABA HHIPEMEHTOB /I MPOQUIAKTHKH H JICUCHHUS 3a0071eBaHui B 001acTd
racTpO3HTEPOJIOTHH,

- a TaKXke Crocoba TOIydYeHHs yKa3aHHOW JIeKapCTBEHHOHW (GOPMBI Ha OCHOBE IIpeAIaracMoi
(dhapManeBTHYECKOH KOMITO3HIIHH,

a TaKXKe TEXHMYECKHii pe3yjJbTarT NOCTHIHYT YyBeJHYeHHEeM AaCCOPTHUMCHTHOrO IMCPEHHS
dapManeBTHIECKMX KOMIIO3UIIUH, JIEKAPCTBEHHBIX HOPM, IPpeAHA3HAYCHHBIX [ MpOQHUIIaKTHKA

U JiedeHus 3a00JIeBaHUi B 00JIaCTH TaCTPOIHTEPOJIOTHH.

NPOMBILNIJIEHHASI TIPUMEHUMOCTbD

[IpeanaraeMas rpynna H300peTEHHH MPOMBINUICHHO NPHUMEHMMA, pealu30oBaHa Ha
IpAaKTHKe, O YEM CBHAETENLCTBYIO NPEIOCTABICHHbBIE IPUMEPBI OCYIUCCTBICHUS HU300peTeHuH,
HaliyT IIMPOKOE TNpHMEHEeHHEe B (apMaleBTHKE, Kak B POCCHH, Tak M 3a €¢ NpejeaaMu 1

pOQHIAKTHKH U JIedeHHs 3200 1eBaHii B 061aCTH racTPO3HTEPOJIOTHH.

HUCTOYHUKU UHOOPMALINHA

1. Iateut P® Ne 2184115, [Ty6:1.27.06.2002br01. Ne 18
2. Espasuiickuii narent EA 020429 I1y61n.,2014.11.28

3. Tlatent P® Ne 2382777, Ily6:.: 27.02.2010,bro. Ne 6
4. Tlatent P® Ne 2279276, I1y6:1.10.07.2006broa. Ne 19
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OOPMYJIA U30ObPETEHHUA

1.®apmaneBTHYECKass KOMITO3HIUS U NPO(UIAKTHKY H JICYCHHUS IacTPO3HTEPOJIOTHICCKUX
3a00J1€BaHMi, OTIIMYAIOMIAACS TEM, UYTO YKa3aHHas ¢apMalleBTHYECKAsi KOMIIO3KIIMA COACPIKHUT IO
MeHbIIEH Mepe ABe (GpakiuH TeJUIeT, COACPXKAIMX B KadyecTBe ICHCTBYIOUIETO BeIECTBa
330MeIpasoiia MarHus JUTHIPAT, WK €ro (papMaleBTHYECKH TPHEMIIEMYIO COJIb, MJIK THAPAT €ro
dapMaleBTHYECKH TIPUEMIIEMON COJIH, IPHYEM 110 MEHBIIEH Mepe OJlHa U3 YKa3aHHbIX (pakiuii
obecrieuynBaeT HeMeJIEHHOEe BBICBOOOXIeHUE 5,1-50,1% neficTByrolero BelecTsa, W II0
MEHBIIEH Mepe oaHa Jpyras |3 yKa3aHHBIX (pakuudl oOecrne4nBacT OTCPOUCHHOE
BBICBOOOXICHHE OCTAILHOM 4acTU JECHCTBYIOIIETO BEIECTBA.

2. dapmaneBTHYECKas KOMNO3UIMS I NPOQUIAKTHKM U JICYCHHS TaCTPOIHTEPOJIOIHIECKUX
3a60JIeBaHMii, BKJIIOYAIOIAs 110 MEHbIIEH Mepe 1Be (ppakLyH MeJUIET, COAEPKAIUX B Ka4eCTBE
JIEACTBYIONIEr0 BellecTBa 330MENpa3ojla MarHMs JUTHApar, a Takxke BCIOMOTaTeIbHbIC
BellleCTBa, IJIe [0 MEHBINEH Mepe OJHa M3 yKa3aHHBIX (pakiui oOecreyrBaeT HEMEUICHHOE
BBICBOOOXKIeHHe 5,1-50,1% nmelcTBYIOIIEro BeHIECTBa, W [0 MEHBIIEH Mepe OAHa Ipyras u3
yKa3aHHBIX (pakiuii obecnevuBaeT OTCPOUYEHHOE BBICBOOOKIEHHEC OCTANBHOH  4acTH
JEHCTBYIOINETO BELIECTBA, a TAKXKE BCIIOMOTaTENIbHBIC BEIIECTBA, NPH CJICAYIOIIEM COCTaBe

HHI'PCAUCHTOB, Mac. %:

JUISL IIEpBO# (Ppakiuy MeJUIeT:

D30oMenpa3osl MarHus AMraapar 9,68-22,83
MuKpoKpHaCTAIIHYECKas LEJUTI0JI03a (sapa) 350 MKM
24,06-28,14

Boanas cycnieH3us
CMECH 0l-TPHMETHJICHIIMJI-W-METHIIIOH[ OKCH(IMMETHIICHIIaHE I1a) |

H KpEMHUS JUOKCHAA 1,83-2,02
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Boasslit pacTBop cMecu
THAPOKCHIIPOMHAIMETHIILIEIUTIONO3EI,
THTaHA JHOKCHA, OIUAEKCTPO3BI,

TaJIbKa H MMOJHITHIICHTJIUKOJIA

Bonnelii pacTBop MeTaKpHIOBOM KHCIOTHI

H COnoJIMMEpa dTHJIAKpHIIaTa

Bonnerit pacTBop rimneponaMoHocTeapara,

nonucop6ara 80 ¥ TpHITHILKMTpATa
IUIs BTOpO# (ppakiiy MeIeT:

33omenpa30n Mar"sus Juruapar

MKI] sanpa, 350 Mmxm

Boanas cycrmensus
CMECH 0-TPHMETHJICHITHII-0)-METHIITIONH [ OKCH(TAMETHIICHIIaHENIA) |

A KpEMHHA THOKCHUOa

Boansrit PacTBOp CMECH T'HAPOKCHITPOIMHIME THIIIEIIIIFOIO3E],
THTaHa THOKCU A, IOJTHIACKCTPO3HI,

TaJIbKa ¥ ITOJIM3THICHITTAKOJA

BoxHeI# pacTBOp METaKPHIOBOM KHCIOTHI
H 3THIIaKpHJIaTa, TaIbKa,

JUOKCHIA THTAHA,

OKCHJIa JKeJIe3a XKEJITOTo,

AAOKCHIA KPECMHMUA,

WCNPABJEHHbIU NIUCT (MPABUIIO 91)

PCT/RU2021/000014

24,08-28,32

23,80-27,22

3,40-4,62

5,10-13,96

19,99-29,33

2,18-2,19

29,28-30,72
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HaTpUH IBYYTIIEKHCIOTO
U JaypuicyJibdaT HaTpust 12,29-12,77
Tpustunuurpar 0,62-1,23
BoaHslil pacTBOp METAKPUIOBOM KHCIIOTHI
U METUJIaKpHJIaTa 18,10-18,68
BoHbri pacTBOp IUiMIIepoIaMOHOCTeapara,
norcopbata 80 u TpuITHIIIIUTPATA 1,66-1,90

3. ®@apmaneBTHYECKass KOMIIO3HLUS, A MPODHIAKTHKA M JICUEHHS [aCTPOIHTEPOIOTHIECKUX
3a00JIeBaHMM, OTIMYAIOIIANACS TEM, YTO YKa3aHHas (papMaleBTHYECKass KOMIO3UIHUS COJICPKHUT
Brmovarommas 5,1-50,1 % 330Menpason- MarHus AMTUApaT HEMEIEHHOIO BEICBOOOXKIECHHS — U
330MeNpa3o/l MarHus AUTHAPAT OTCPOUSHHOTO BHICBOOOXKIEHHUS — OCTaIbHOE.

4. apmaneBTHUYCCKas KOMIIO3UIMSA MO MYHKTY 3, OTIMYAIOINAACA TeM, YTO YKa3aHHas
dapmaneBTHUECKas KOMIIO3HIHS CONEPXKHT oT 5,30 Mr go 43,64 mr s3omenpaszona MarHus
JUTHpaTa HEMEUIEHHOTO BBICBOOOXIeHHA U oT 5,30 Mr mo 43,64 mr s3omenpasoyia MarHus
JMTUApaTa OTCPOYCHHOTO BBICBOOOXKICHHUS.

5. ®apMalleBTHUECCKass KOMIO3UIHMS I NPOQUIAKTHKH U JICYEHHS TacTPOIHTEPOJIOrHYECKUX
3ab0/eBaHMii, BKJIOYAIOMAs B KauecTBe aeicTByrommx BemecTtB 5,10-50,1% s3oMenpasona
MarHus [JUTHApaTa HEMEIJIEHHOTO BBICBOOOXAECHHS U J30MeNpaszojia MarHus JHUTHIpaT
OTCPOYEHHOTO BBHICBOOOXKACHHUS — OCTANIBHOE.

6. dapmalleBTHYecKas KOMIIO3UIMS IO IIYHKTY S, OTJIMYAOMIasCs TeM, YTO YyKa3aHHasd
KOMIIO3HIHUSA COAEPXHT 0T 5,30 Mr 10 43,64 Mr 330Menpaszojia MarHusi IUrHApaTa HEMEUIEHHOTO
BBICBOOOXKIeHUS. H OT 5,30 Mr go 43,64 Mr s3oMenpasosia MarHus JUruapara OTCPOYEHHOTO
BBLICBOOOJKJICHHSI M BKJIIOYAET BCIIOMOTATENBHBIE JJIEMEHTBI TMpH  CIICAYIOIIEM COCTaBe

HHTPCIUEHTOB, MI':

IJIsL 330MeMnpa3oiia MarHus aurugpara OTCpo4CHHOT O BBICBO60)KI[€HI/ISIZ

330Menpa30n Mar"dus guaruapar



10

15

20

25

30

WO 2022/154687

40

HEMEIJICHROIO BBICBO60)KI[CHI/I$I

Muxpokpucrauingeckas nemumono3a (smpa) 350 Mxm

Bonnas cycnensus

CMECH 0.-TPHMCTHIICHITII-()-METHIIOH| OKCH(IHMETHIICHTAHe THJIa) |

H KPpEMHHA JUOKCHIA

Boanerit pactBop cmecu

Iy I'IIIPOKCHHpOHI/IJIMeTI/IJII.IeJIHIOJIOZ!LI,

THTaHa JTHOKCH A, IIOJINOEKCTPO3EI,

TaJIbKa U MMOJHITHJICHTIJINKOJIS

Bonneiit pacTBOp MeTakpHIIOBO# KHCIOTEI

H comoymMepa ITAJIaKpHiaTa

Bonnerit pacTsop rimueponamonocteapara,

nomucop6ara 80 1 TpUITHIIHTpaTa

JUI 930MeENpa3oiia MarHus JUr HIpaTa OTCPOYEHHOTO BHICBOOOXKACHHS

330Menpa30J1 Marnust JUruapar

OTCPOYCHHOTO BLICBOGO)K,HCHI/I}I

MHKpOKpI/ICTaJUII/I‘IeCKaH OeJLII0JI03a

saapa, 350 MkMm

Bopnas cycnensus

CMECH 0.-TPUMETHIICHITAI-®-METHIIIONH| OKCH(THMETHIICHIIaHE TAITA) |

H KpEMHMA JUOKCHIA

WCNPABJEHHbIU NIUCT (MPABUIIO 91)

PCT/RU2021/000014

5,30-43,64

15,4-46,0

1,1-3,5

15,5-46,0

14,9-45,5

2,53-6,5

5,30-43,64

30,48-62,5

2,28-6,84
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BoaHblii pacTBOP CMECH THAPOKCHUIIPOMUIMETHIILEILIIONIO3H],
TUTaHA JTHOKCUJIA, TOJUAEKCTPO3BI,

TAJIbKa U NOJHATHICHTIIMKOJIA 30,42-96,0

BoHb1i pacTBOp METaKPHIIOBOM KHCIIOTHI
U STWJIAKpHJIaTa, TajlbKa,

JUOKCHAa TUTAHA,

OKCH/JIA KeJIe3a XKeNToro,

JHOKCUJIa KPEMHHS,

HATpUH JABYYTJIEKHCIIOTO

U JTaypuicyibdar HaTpus 12,75-39.,95
TpustunuuTpar 1,28-1,93
Boauplil pacTBOp METaKpUIIOBOM KHUCIOTHI 19,41-56,61

H MCTHJIaKpHJIaTa

BoaHBIi pacTBOp IIUIEPOJIAaMOHOCTEAPATA,

nonucopbata 80 u TpUdTHIILIUTPATA 1,98-5,2

7. dapManeBTHIECKas KOMIIO3HIMS 10 TOOOMY M3 MYHKTOB 1 — 6, OTIHYAIOMAACA TEM, YTO
racTPOJHTEPOJIOTHYECKOE —3a00NeBaHHE BHIOPAaHO W3  9PO3HBHOTO pedurokc-330daruTa,
ractpodsodareansHoil  pedurokcHOM  Gone3HM,  A3BEHHOH  OosesHH  Kelylka M
[ABCHA/(IATHIICPCTHOM KHUIUKM, B TOM 4HCNe, S3BBl JIBEHAJLATHIIEPCTHOH  KHUIIKH,
acconmmpoBanHoii ¢ Helicobacter pylori, IenTHYECKOH SI3BbI, aCCOIMUPOBAHHOH C Helicobacter
pylori, cocTosiHKE MOCIE MEPEeHECEHHOTO KPOBOTEYEHHS M3 IIENITUYECKOH A3BBI, A3BY XKEIy/Ka,
CBS3AaHHYI0 C IIPHEMOM HECTCPOHIHBIX INPOTUBOBOCHAIUTEIBHBIX CPEACTB, W CHHAPOM
3omuHrepa-JIUIMCOHA MM APYTHE COCTOSHHS, XapaKTePH3YIOIHeCs —IMaToJOrH4ecKoH
TUIIEpCEKpeIreil Kxenes KeryaKa, BKIYas HIHONATHIECKYI0 THIEPCCKPEIHIO.

8. IepopanbHas nekapcTBeHHas popMa Julsl TPOGHIAKTHKY U JICICHHUA TaCTPOIHTEPONOTHICCKUX

3abosieBanmii, BKmodaromas 5,1-50,1 % 330Mempasoyia MarHus JUrHapara HEMEMICHHOTO
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IpeacTaBIAomas co6oi Kancymy ¢ TBepaod 000JI04KOH, BEIIOIHEHHYIO Ha OCHOBE JKEJIaTHHA
iR mnpoxcnnpomermmenmonosm, COZEpXKaIYI0 1B (paKkiHH Ie/UIeT ¢ 330MEINpPa30IoM
MarHusi JMTHIpPATOM, COAepKalmHe, COOTBETCTBEHHO, OT 5,30 Mr mo 43,64 mr 330MeIpa3oiia
MarHus TUrujpata HEMEUICHHOTO BEICBOGOXAEHHS M OT 5,30 Mr no 43,64 Mr s3oMmenpa3ona
MartHus TUruapaTa OTCPOYEHHOTO BBICBOOOXK ICHHS.

9. IlepopanbHasi TeKapcTBeHHAs dbopMa i n1podUNAKTHKH 1 TeyeHHs raCTPOIHTEPOIOTHYECKHX
3aboneBaHuii, Bmovaromas 5,1-50,1 % 33omenpasona marmus JHTHIpATa HEMEUICHHOTO
BLICBOOOXKIEHHS H  330Mempa3oiia MarHus AUTHAPAT OTCPOYEHHOTO BHICBOOOXKIEHHS —
OCTaJIbHOE, HpelCTaBIAromas Co60H Kalcyiy ¢ TBepnoi 060J109K0}, BEIIOIHEHHYIO HA OCHOBE
XKCJIATHHA WM  T'HAPOKCHIIPOJIMETHIIIEILIIONO3EL, CoIepXxalllylo JBe Qpakidd IejuleT ¢
330MEIPA30IOM MarHHs JUTHAPATOM, [IPHYEM NepBast dpakuns nemwer conepxut 330Menpasoiia
MarHusi MUTHApaT HEMEIVICHHOTO BHICBOGOXIEHHS M BTOpas (pakuus MHeeT COXEPKHT
930MEINpa3oia MarHus TUTHAPAT OTCPOYEHHOTO BEICBOGOXKICHHS, IPH 5TOM yKa3aHHBIE IIEpBas 0
Bropas ¢pakuuy mnesuier XapaKTCPU3YIOTCSA CIEAYIOMMM KOJUYECTBEHHBIM M KAYEeCTBEHHEBIM

COCTaBOM, Mr:

A4 IICJUIET € I30MEMPaA30JIOM MarHust AUTRAPATOM HEMEIJIECHHOIO BBICBOﬁO)KI[CHI/ISIZ

330Menpa3on MarHus JUTHAPAT

HEMEUIEHHOr'0 BHICBOOOKICHHUS 5,30-43,64
Muxkpokpucranmnueckas LEIUTI0N03a (sanpa) 350 MKM
15,4-46,0

Boauas cycniensus
cMecH 0~TPAMETHIICHITHII-(O-METHIINOIH | OKCH(IMMETHIICHIIAHE I Ta) |

H KpEMHHS THOKCHUOA 1,1-3,5
Bonusrit pactBop cMecu

THAPOKCHIIPOIIUIIMET: HIIEIUTIONIO3kI,

THTaHa JTHOKCHA, NOJINOAEKCTPO3bI,

WCNPABJEHHbIU NIUCT (MPABUIIO 91)
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TaJbKa ¥ MOJHITHICHIJTIMKOJIA 15,5-46,0
BosBbIil pacTBOp METAKPHIIOBOA KHUCIIOTHI
¥ CONMoJMMeEpa ITHIaKpHiIaTa 14,9-45,5
Boznslil pacTBOp [NIHLEPOTIaMOHOCTEApara,
nojucopOara 80 ¥ TPHITHIIUMTPATa 2,53-6,5

IUIA IIEJUIET ¢ 330MENpa3s0jIoM MarHuA JUTHAPATOM OTCPOYCHHOI'O BBICBOOOXKICHUS:

D30Menpa3oil MarHus JUTHAPAT

OTCPOYEHHOTO BBICBOOOXKICHHS 5,30-43,64
MHuKpOKpHCTALTHYIECKas LIEJUTI0N03a A11pa, 350 MKM 30,48-62,5

Boanas cycneH3us
CMeECH a-Tpnmemncnmm—co-MeTnnnonn[oxcn(nnmemncnnaﬂenuna)]

U KpeMHMsl JHOKCHA 2,28-6,84

Bonaubrii pacTBOp CMECH FHleOKCPIHpOHHJIMCTHHHCJIJIIOJIO3BI,
THTaHa JUOKCHUIAA, MTOJTHUACKCTPO3HI,

TaNbKa U TOJHITHJICHTIIUKOJIA 30,42-96,0

BoHbli pacTBOp METAKPHIIOBOA KHUCIIOTEL
H STHJIAKpHIIaTa, TalbKa,

JMOKCHJIa TUTaHa,

OKCHa Kene3a (KENTBIH),

JIHOKCHJAa KpEMHHS,

HATPHil IBYYTJIEKHCIIOTO

U IaypuwicynbdaT HaTpus 12,75-39,95

WCNPABJEHHbIU NIUCT (MPABUIIO 91)
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TpusTRIIATPAT 1,28-1,93
Bo/HEIi pacTBOp METAKPHIIOBOH KHCIIOThI 19,41-56,61
¥ METHJIaKpHJIaTa
Boublii pacTBOp MIHIIEPOIaMOHOCTEapara,
nonucop6ara 80 1 TPHITHILMTPATA 1,98-5,2.

10. TlepopampHas  nekapcTBeHHas  ¢opma npoQuIaKTHKH M JIEYCHHA
racTPOIHTEPOJIOTHYECKHX 3a0oJieBaHul, BKIIOYAIOMAs 5,1-50,1 % »30Mempa3oia MarHus
JUTHAPATa HEMEUIEHHOTO BBHICBOOOXKICHHS 330MENpa3’ojia MarHus IUrHApaT OTCPOHCHHOIO
BBICBOGOXICHHS — OCTAIbHOE, INpEACTaBIsIomas cobod KalcCyily ¢ TBEPHOH 000JI0UKOH,
BHIIIONHEHHYIO HA OCHOBE JKeJ[aTHHA WM THAPOKCHIIPOIMETHIIIEILTIONO3EL, COACPKAIIYIO BE
dpaxnuu meier ¢ 330MENPa30NOM MarHks JHUTHAPATOM, [PUYEM IepBas ¢pakuus nemieT
COZIEPXKHUT I30MeETPa3oiia MarHus AUTHAPAT HEMEIICHHOTO BBICBOGOXKAEHHS M BTOpas (ppaxuus
HeJUIeT COAEPXKHUT 330MENpa3oia MarHus AUTHIPAT OTCPOYEHHOTO BBICBOOOXIECHHS, IIPH 3TOM

YKa3aHHBIC NI€pBas H BTOpad (bpaKIII/II/I TEJUIET XapaKTepHU3yIOTCs CICAYIONUM KOJINYCCTBCHHBIM

' M KQYeCTBEHHBIM COCTaBOM, Mac.%o:

IUTS IIENJIET ¢ 30MENPa3onyioM Marausg JTUIruipaToM HEMEIJICHHOTO BBICBOOOXKJICHUS:

D30Menpa3oil MarHusa TATHAPAT

HEMEJIEHHOTO BBICBOOOKICHUS 9,68-22,83

MHuKpOKpHCTA/UTHYeCKast IeJUT0N03a (11pa) 350 MKkM 24,06-28,14

BoaHas CyCIEH3USCMECH 0-TPEMETHIICHIHI-®-METHIIIO/M [oxcu(aumeTHicHIaneuna))

M KPEMHHs JHOKCH/IA 1,83-2,02
BoaHbiii pacTBOp CMECH

THAPOKCHIIPOITHIMETHIINEILITIONO3b,

THTaHa JUOKCHA, ITOJINIACKCTPO3HL,

WCNPABJEHHbIU NIUCT (MPABUIIO 91)
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TaJIbKAa ¥ TIOJTMITHJICHI JTHKOJIA

' BOAHBIH PACTBOP METAKPHJIOBUM KALJIV LbL

H COTOJINMEpa 3THIAKpHiIaTa

BopHbI pacTBOp INIHIIEPOIAMOHOCTEapara,

monucopbara 80 u TPHITHIIIUTPATa

PCT/RU2021/000014

24,08-28,32

23,80-27,22

3,40-4,62

JUIM IeJUIeT ¢ 330MENpa30jioM MarHus OUATHOPATOM OTCPOYCHHOI'O BBICBOOOXKACHUS:

D30Memnpa3oi MarHus Juruapar

OTCPOYCHHOI'O BBICBOOOXICHHUS

MuKpoKpHCTALIHIECKAs LEJUTI0NI03a sapa,
19,99-29,33

Bopanas cycnensus
cMecH a-TpnMe'rnncnnnJI-m-Memnnonn[oxcn(nnMeTnncnnaHeana)]

U KpECMHHUS JUOKCHA

BoaHbIH pacTBOP CMECH THAPOKCHIIPONMMIMETHIEIUTIONO3EL,
THTAHA JUOKCHIA, TIOMMACKCTPO3BI,

TaJlbKa ¥ TIOJTUSTHIICHTIIUKOJIA

BoHbl pacTBOp METaKPHIIOBOH KHCIOTHI
¥ STHJIAKpUJIaTa, TAIbKa,

JHOKCHa TUTAHA,

OKCHJA KeJie3a JKEJIToro,

JIUOKCUIA KPEMHHA,

HaATpHUA ABYYTJICKHCIIOTO

M IaypuicyibdaTra HaTpUA

WCNPABJEHHbIU NIUCT (MPABUIIO 91)

350

5,10-13,96

MKM

2,18-2,19

29,28-30,72

12,29-12,77



10

15

20

25

30

WO 2022/154687 PCT/RU2021/000014

46
Tpustunuurpat 0,62-1,23
Boaupiii pacTBOp METAKPUIIOBOM KHUCIIOTHI
M MeTHJIaKpuJjiaTa 18,10-18,68
BoaHglit pacTBOp riHIieposia MOHOCTeapaTa,
nojucopbara 80 ¥ TpUATHIIIIUTPATA 1,66-1,90

11. IlepopanbHas aekapcTBeHHas popma 1o JrdoMy U3 MyHKTOB 8 — 10, oTiardaromascs TeM, 4To
racTPOSHTEPOJIOTHIECKOE 3a0osieBaHHe BBIOpAaHO M3 OPO3UBHOrO  pedimokc-330darnra,
ractpod3odareaibHOM  peduitoKCHOH ~ Oone3HH,  A3BEHHOM  OOJIE3HM  JKeoyldka H
JIBEHAIIATUIICPCTHOM KHIOKH, B TOM 4YHCJIE, S3BBl JIBEHAJUATHIIEPCTHOM  KHIIKH,
accorumpoBanHoii ¢ Helicobacter pylori, mentndeckoit s13Bbl, acconuupoBanHoit ¢ Helicobacter
pylori, cocTosiHUS TOCTIE MEPEHECEHHOT0 KPOBOTCUEHMS U3 NENTHYECKOM A3BBI, A3BBI XKEITy/IKa,
CBA3aHHOW C TIPUEMOM HECTEPOMIHBIX IPOTHBOBOCHAIMTENBHBIX CPEACTB, CHHJApPOMA
3ommuHrepa-JUIHCOHA WM JIPYTHX COCTOSIHHIM, XapaKTepU3YIOIIMXCS MaTOJOrH4ecKoi
THIIEPCEKpEIHeid KxKelle3 XKelyaKa, BKITIoYasi HAUOMATUYECKY O THIIEPCEKPELHIO.

12. Coco6 mojydeHHs NepopalpHOM JIEKapCTBEHHOH (GOopMBI IO I.9, NMpelHa3sHAYEHHOH It
IpoQUIaKTHKH W JICYCHHS TacTPO3HTEPOJIOIHYECKUX 3a00JIeBaHMM, BKIIIOYAIOIIMHA TPOIECC
NOJyuYeHHss U OOBEJAMHEHHE B JKCJIATHHOBOH Kalcylle ABYX BHJOB MEIET B CIEIYIOMICH
nponopuuu: 5,1-50,1 % 330Menpasona MarHus AMTHApaTa HEMENICHHOTO BHICBOOOKICHHA U
530MeNpas3ojia MarHus JUTHAPAT OTCPOUYEHHOTO BBHICBOOOXAECHHUSA — OCTAIBHOE, I/I€ yKa3aHHBIH
c110co0 BKIJIIOYAET B Ce0s MPOIECC MOTYICHHS TeJJIET HEMEIJIEHHOTO BBICBOOOXKACHHMS U ITPOLIECC
HOJIyYEHHUs TEUIET OTCPOYCHHOIrO BBICBOOOXKAEHHS C IOCJIEAIOYHIMM OOBEIMHEHHUEM MEJLIET
HEMEIJIEHHOrO BEICBOOOKIEHHS H MEJUIET OTCPOYESHHOTO BHICBOOOXKICHHS B OJTHOM KalICyJIe.

13. Cnocob monydeHus: nepopaibHOM JiekapcTBeHHOR (opmsl 1o 1.10, npeaHasHaueHHOM IS
IPOQUIAKTHKA W JICYCHHS TacTPOIHTEPOIOrHYecKHX 3a0oiieBaHUM, BKIIOYAIOLIMHA IPOLECC
HOJIydeHHUs U O0beIMHEHHE B XKEJTaTHHOBOM Karcyle 1o MeHblIeit Mepe AByX (pakuuii neieT,
BKIIIOYAasd IO MeHbINEH Mepe oaHy (pakimuio meineT, 00eCHedHBAINyI0 HEMEIJICHHOE
BBICBOOOKICHHE 330MENPA30Jia MATHUS JUTHIPATA, M 10 MEHbIIEH Mepe OJHY APYTYI0 (paKIHIo

neJviceT, o6ecneqHBa10mon OTCPOYCHHOC BBICBOOOXKICHHE 330MceIIpasojia Marayst Jurnjipara, rac



10

15

20

25

WO 2022/154687 PCT/RU2021/000014

47

yKa3aHHble (QpPakuue B3sThI B CICAYIOWIEH IPONOpUMHU: ¢pakiysd, obecrneunBaromas
HeMeIJIEHHOE BBICBOOOXIECHHE 330Menpasoja MarHus aumruapara — 5,1-50,1 %, , ¢paxuus,
obecneynBaroas OTCPOICHHOE BRICBOOOKACHHUE 330MENPa30Jia MarHus JUIupaTa — OCTalbHOE,
IpHYeM YyKa3aHHBIH crnocol6 BKIIOYaeT B cebs INMPOLECC IOJNyYEHHUS MEJUIET HEMEIJICHHOTO
BEICBOOOXKIEHHS U TIPOIIECC MMOJTyYEHHS MTEJUIET OTCPOUCHHOTO BBICBOOOXKIEHHA C IOCIIETYIOIIUM
OObEIUHEHHEM  TMEJIET  HEMEJUICHHOTO  BBICBOOOXKIEHHS M IEUIET  OTCPOYCHHOIO
BBEICBOOOIK/ICHUSI B OJJHOH KarcyJie.

14. Ilpumenenne GpapMareBTHIECKOM KOMIO3ULMH T10 JIF000MY 13 1M1 — 7 Juis NPOQHIAKTUKH U
JICUEHHsI FaCTPOIHTEPOJIOTHIECKUX 3a00IeBaHHH.

15. IlpuMeHenue 1o 1. 14, re yKazaHHOE racTPOIHTEPONIOIHIECKOE 3a00NeBaHHe BHIOPAHO U3
SPO3UBHOTO peduiokc-330¢aruTa, racTpo3zodarcaibHoil pedIIOKCHOM OOJIC3HH, SI3BEHHOM
OOJIC3HH KENyAKA M JBEHAUATHIICPCTHONW KHUINKH, B TOM YHCIIE, A3Bbl JBEHANLATHIIEPCTHOM
KMIIKHM, acCOUMMpoBaHHOM ¢ Helicobacter pylori, menTHYeCKOH s3BbI, aCCOLMHPOBAHHOA C
Helicobacter pylori, COCTOSIHUS ITOCTIE IEPEHECEHHOT0 KPOBOTECYEHHUS U3 IENTHIECKOM SI3BBI, A3BBI
MEyIKa, CBA3aHHOU C MPUEMOM HECTEPOUIHBIX IPOTHBOBOCHAIMTEIBHBIX CPEICTB, CHHAPOMA
30/IMHTepa-DIUINCOHA  HJIM  JAPYTHX COCTOSHHH, XapaKTEpU3YIOLIUXCA IaTOJOrHYECKOu
THIEpCEKpelHeil JKere3 XKy IKa, BKII0Yas HANONATHYECKYIO THIIEPCEKPEIIHIO.

16. TlpuMmeHenHe MepopaibHOM JiekapcTBeHHOH Qopmer mo mobGomy u3 mim. 8 — 11 s
HPOQUIIAKTHKH U JIEYSHHUS TaCTPOIHTEPOIOTHIECKHX 3a00IIEBaHHM.

17. Tlpumener”e 1o 11. 16, r1e yKazaHHOE racTpO3HTEPOIOTHIECKOe 3a00IeBaHHe BHIOPAHO U3
3pO3UBHOrO peduokc-330(aruta, ractposzodareaabHoll pe@IIOKCHOH 00se3HH, SI3BEHHOM
OO0JIe3HU KENyJKa U IBEHAOIATUNCPCTHOW KHIIKHM, B TOM 4YHCIE, S3Bbl JBCHAIIATHIICPCTHOM
KMIIKH, acCOIMHpOBaHHOM ¢ Helicobacter pylori, TIENTHYECKOH A3BBI, aCCONMHPOBAHHON C
Helicobacter pylori, cOCTOSHHS ITOCIIE TIEPEHECEHHOTO KPOBOTEYEHHUS U3 IENITHYECCKOH SI3BBI, SI3BBI
XeyJKa, CBA3aHHOM ¢ MPUEMOM HECTEPOUAHBIX NPOTHBOBOCIAIMTEIbHBIX CPEACTB, CHHAPOMA
3o/uMHrepa-DIUIMCOHA WM IPYTMX COCTOSHHH, XapaKTEPH3YIOUIMXCS MaTOJOrHYeCKOH

FI/IHepCCerIII/Ieﬁ JKEJIC3 XKEIYyAKa, BKIIOYad HANONMATHYCCKYIO THIIEPCEKPCLIHIO.
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N3MEHEHHAA ®OPMYNA N3OBPETEHNA
nonyyeHa MexayHapoaHbim 6topo 18 anpena 2022 r. (18.04.2022 r.)

1. ®apmaneBTHUECKas KOMIIO3UIMA AN NPOQUIAKTHKH U JICUEHHS TaCTPOIHTEPOJIOTHIECKIX
3a0oneBaHni, BKJIIOYANOMAs MO MEHbIIeH Mepe nBe (pakUuM TeJUIeT, COACPKAIIMX B Ka4deCTBE
JEUCTBYIOLIETO BEIIECTBA 330MENpa30ia MarHusl AUTHIAPAT, & TAK)KE BCIIOMOTaTeIIbHbIE BELIECTBA, I7Ie
MO MEHbINEH Mepe OJHA U3 YKa3aHHBIX (pakuuil obecrneynBaeT HEMeIJIeHHOe BhICBOOOXKIEeHUE 5,1-
50,1% npelicTByroLIero BelIeCTBa, W MO MEHbINEH Mepe OfHa Ipyras M3 YKa3aHHBIX (Qpakuuit
o0ecreynBaeT OTCPOUYEHHOE BBICBOOOXKIEHHE OCTAJbHOM HacTH IEHCTBYIOLIETO BELIECTBA, a TAKKe

BCIIOMOTATEJIbHBIE BEIIECTBA, MPH CIEAYIOIIEM COCTaBE HHIPEAUEHTOB, Mac. %:

IUTSL IEPBOM (ppakiuu meieT:

D30Menpa3oi Maruus JUTrHAPAT 9,68-22,83
MukpokpucTaInieckas Hejuiroo3a (siapa) 350 MM 24.,06-28,14
Bonnas cycnensus

CMECH O-TPUMETUIICHUITUII-(®- METHINOJIN[ OKCU(AUMETUIICUIaHEANIA) |

U KPEMHUS TUOKCHUIIA 1,83-2,02
Bonnbeliii pacTBOp cMecu

TUIPOKCUTIPOTTHIIMETHIILICIITFOJIO3bI,

THTaHa JTUOKCHIA, TTOJUAEKCTPO3HI,

TaJIbKA U MOJIUI TUJIEHT JIUKOJIS 24,08-28.32

Bonnslil pacTBOp METAKPHUIOBON KUCJIOTHI

Y COMOJIMMEpa STUIAKpUIIaTa 23,80-27,22

BonHslii pacTBOp INIMLIEPOIIAMOHOCTEAPATA,

nojiucopbara 80 u TPUATHIIUTPATA 3,40-4,62

1T BTOPOH (hpaKIiu MMeJIeT:

D30Menpa3oi Maruus JUTrHAPAT 5,10-13,96
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MKI] sigpa, 350 Mkm 19,99-29,33

Bonnas cycnensus
CMECH O-TPUMETUIICHUITUII-(®- METHINOJIN[ OKCU(AUMETUIICUIaHEANIA) |

Y KPEMHUs THOKCUA 2,18-2,19

BonHslii pacTBOp cMecH rHAPOKCUIPOMUIMETHUIILCIITIOJIO3HI,
THTaHa JTUOKCHIA, TTOJUAEKCTPO3HI,

TaJlbKa ¥ MOJIUI TUJIEHT TUKOJISI 29,28-30,72

Bonnslil pacTBOp METAKPHUIOBON KUCJIOTHI
Y 3TUJIAKPUJIATA, TaJIbKa,

JUOKCHJA TUTAHA,

OKCHUJA JKeJe3a SKeNTOoro,

JUOKCHIA KPEMHUS,

HATPUH IBYYTJIEKUCIOrO

U naypuicyibdar HaTpus 12,29-12,77

TpusTunuurpar 0,62-1,23

Bonnslil pacTBOp METAKPHUIOBON KUCJIOTHI

U METUJIaKpujaTa 18,10-18,68
Bonnelil pacTBOp rauLepoIaMOHOCTeapaTa,

nojucopbara 80 U TPUATHIILUTPATA 1,66-1,90

2. dapmaneBTUYEeCKash KOMIO3WIMS JUIsi NPOQHUIAKTUKA W JICYEHHUs] TacTPOIHTEPOJOTHIECKUX
3aboneBanuii, comepskamas ot 5,30 mr o 43,64 Mr 330Menpasojia MarHusl TUTHAPaTa HEMEAJIEHHOTO
BbICBOOOXKAEeHUsT U OT 5,30 mr mo 43,64 Mr 330oMenpasona MarHus IUTHApaTa OTCPOUYEHHOTO
BBICBOOOKIAEHUSI M BKJTFOUAET BCIIOMOTATEIbHBIC 3JIEMEHTHI TIPH CIENYIOIIEM COCTaBe MHIPEIUEHTOB,

Mr:

AJIA 330MEIIPa30Jia Maravusgd Juruapara HEMEAJICHHOTO BI:;ICBO60)KI[6HI/I$[I

D30Menpa3os MarHust IUruapaT
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HEMEIJIEHHOTO BLICBOOOMKIEH S 5,30-43,64

MukpokpucTaInieckas Hejuiroo3a (siapa) 350 MM 15,4-46.0

Bonnas cycnensus
CMECH O-TPUMETUIICHUITUII-(®- METHINOJIN[ OKCU(AUMETUIICUIaHEANIA) |

U KPEMHUS TUOKCHUIIA 1,1-3.,5

Bonnbeliii pacTBOp cMecu
TUAPOKCUITPONUIMETUIILICIUTIONIO3BI,
TUTAHA TUOKCUA, MOIUAEKCTPO3HI,

TaJIbKA U MOJIUI TUJIEHT JIUKOJIS 15,5-46,0

Bonnslil pacTBOp METAKPHUIOBON KUCJIOTHI

U COTIOJIUMEpPA STUJIAKPUJIATa 14,9-45.5

BonHslii pacTBOp INIMLIEPOIIAMOHOCTEAPATA,

nojiucopbara 80 u TPUATHIIUTPATA 2,53-6,5

AJIA 330MEIIPa30Jia Maraus guruapara OTCpOYCHHOrO BI:;ICBO60}KI[6HI/I$II

D30Menpa3os MarHust IUruapaT

OTCPOUYEHHOTO BBICBOOOKIEHUS 5,30-43,64

MHUKpOKpHUCTANINYECKas LEJUTF0JI03a
sapa, 350 MkM 30,48-62,5

Bonnas cycnensus

CMECH O-TPUMETUIICHUITUII-(®- METHINOJIN[ OKCU(AUMETUIICUIaHEANIA) |

U KPEMHUS TUOKCHUIIA 2,28-6,84
BonHslii pacTBOp cMecH rHAPOKCUIPOMUIMETHUIILCIITIOJIO3HI,

THTaHa JTUOKCHIA, TTOJUAEKCTPO3HI,

TaJIbKA U MOJIUI TUJIEHT JIUKOJIS 30,42-96,0

Bonnslil pacTBOp METAKPHUIOBON KUCJIOTHI
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Y 3TUJIAKPUIIATA, TAJIbKA,
JUOKCHJA TUTAHA,
OKCHJIa JKEJIE3a KEJNTOTO,
JUOKCHIA KPEMHUS,
HATPUH IBYYTJIEKUCIOrO

U naypuicyibdar HaTpus 12,75-39,95

TpusTunuurpar 1,28-1,93

BonHblii pacTBOp METaKpHUIJIOBOH KUCIIOTHI 19,41-56.61

Y METWJIaKpuJjiaTa

BonHslii pacTBOp INIMLIEPOIIAMOHOCTEAPATA,

nojiucopbara 80 u TPUATHIIUTPATA 1,98-5,2.

3. dapmaueBTHUECKas KOMIIO3MIUS MO JIOOOMY M3 MyHKTOB 1 — 2, OTJIMHAIOLIAsACA TeM, YTO
racTposHTeposiornueckoe  3aboneBaHne  BBIOpAaHO W3 OSpo3WBHOro  pedurokc-33odarura,
racTpos3odareanbHON peIIOKCHON OOJie3HU, SI3BEHHON OOJIE3HW KeNlyJKa W JIBeHAIAaTHIIEPCTHOU
KHUIIKW, B TOM YHUCJIe, SI3Bbl ABEHAALATUNIEPCTHOM KHINKH, accouuuposanHoul ¢ Helicobacter pylori,
MENTUYECKON $3BbI, acCOUMMpPOBaHHON ¢ Helicobacter pylori, COCTOsIHHE TOCHIE TMEPEHECEHHOTO
KPOBOTEYEHUsT M3 TENTHYECKON S3BBI, SI3BY JKENIYAKA, CBSI3aHHYK) C MPUEMOM HECTEPOHIHBIX
MPOTUBOBOCIIAJUTENbHBIX CPEACTB, U CHUHAPOM 30JUIMHrepa-DJUIMCOHA W JAPYTHe COCTOSHHS,
XapaKTePU3YIOIINECs] aTOJOrMYeCKON THITePCeKPerrel JKejie3 KellyKa, BKIIIoYas HIUOMATHIECKYIO

TUIEPCEKPELIHIO.

4. TlepopanbHasi jekapcTBeHHas Gopma i NPOPHIAKTHKH M JICUEHHs TacTPOIHTEPOJOrHYECKIX
3aboneBanuii, BriIouUaromas 5,1-50,1 % s330oMenpa3ona MarHusi JUTHAPATAa HEMEIJIEHHOTO
BI:;ICBO60}KI[6HI/I$I U 330M€IIpa3ojia MarHusa AUuruapar OTCPOUYCHHOIrO BI:;ICBO60}KI[€HI/I$I — OCTaJIBHOC,
MPeACTaBIAoMmas OO0l Karcyay ¢ TBepAoi OOOJIOYKON, BBITIOJHEHHYID HAa OCHOBE JKEJIaTHHA WU
THIPOKCHUITPOITIJIMETHIILICIUTIONO3bI, COAEPKAINYIO NBe (PpaKIUK TeJJIeT ¢ 330Menpa3ojioM MarHus
AUTUAPATOM, IMPUUCM TMEPBaAA @paxunﬂ NEJUIET COACPIKUT 330MEIpa30jia MarHusa Juruapatr

HEMECIJICHHOI'O BbICBO60)KI[eHI/I$I U BTOpasda (I)paKLII/IH NEJUIET COACPIKUT 330MEIPA30JIa MarHua Jurnapar
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OTCPOYCHHOI'O BI:;ICBO60)KI[€HI/I$[, Inpru 3TOM YKa3aHHBIC TICpBasd W BTOpPad q)paKLII/II/I neJjuieT

XapaKTEPU3YIOTCS CIEAYIOIINM KOJTHYECTBEHHBIM U KaYE€CTBEHHBIM COCTABOM, MT:
IUTS TIEJUIET C 330MEMPa30JIOM MarHusi AUTHAPATOM HEMEJIEHHOTO BhICBOO OXKICHMS:
D30Menpa3os MarHust IUruapaT

HEMEIJIEHHOTO BLICBOOOMKIEH S 5,30-43,64
MukpokpucTaInieckas Hejuiroo3a (siapa) 350 MM 15,4-46,0
Bonnas cycnensus

CMECH O-TPUMETUIICHUITUII-(®- METHINOJIN[ OKCU(AUMETUIICUIaHEANIA) |

U KPEMHUS TUOKCHUIIA 1,1-3,5
Bonnbeliii pacTBOp cMecu

THIPOKCHUITPOTTHIMETHITLEIUTIONIO3BI,

TUTaHA THOKCUAA, TONUASKCTPO3HI,

TaJIbKA U MOJIUI TUJIEHT JIUKOJIS 15,5-46,0

Bonnslil pacTBOp METAKPHUIOBON KUCJIOTHI

U COTIOJIUMEpPA STUJIAKPUJIATa 14,9-45.5

BonHslii pacTBOp INIMLIEPOIIAMOHOCTEAPATA,

nojiucopbara 80 u TPUATHIIUTPATA 2,53-6,5

AJIA IEJUIET € 330MEMNPAa30JIOM Maruvs JUriapaTomM OTCPOHUCHHOrO BI:;ICBO60}KI[6HI/I$IZ

D30Menpa3os MarHust IUruapaT

OTCPOUYEHHOTO BBICBOOOKIEHUS 5,30-43,64
MukpokpucCTAITHIECKas LeJUTr0J103a siapa, 350 Mkm 30,48-62,5
Bonnas cycnensus

CMECH O-TPUMETUIICHUITUII-(®- METHINOJIN[ OKCU(AUMETUIICUIaHEANIA) |

U KPEMHUS TUOKCHUIIA 2,28-6,84

BonHslii pacTBOp cMecH rHAPOKCUIPOMUIMETHUIILCIITIOJIO3HI,
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TUTaHA JUOKCHAA, TIOJIUACKCTPO3bI,

TaJIbKA U MOJIUI TUJIEHT JIUKOJIS 30,42-96,0

Bonnslil pacTBOp METAKPHUIOBON KUCJIOTHI
Y 3TUJIAKPUJIATA, TaJIbKa,

IUOKCHUA TUTAHA,

OKCHIA >Keje3a (3KENThIH),

IUOKCUAA KPEMHUS,

HATPUH IBYYTJIEKUCIOrO

U naypuicyibdar HaTpus 12,75-39,95

TpusTunuurpar 1,28-1,93

BonHblii pacTBOp METaKpHUIJIOBOH KUCIIOTHI 19,41-56.61

Y METWJIaKpuJjiaTa

BonHslii pacTBOp INIMLIEPOIIAMOHOCTEAPATA,

nojiucopbara 80 u TPUATHIIUTPATA 1,98-5,2.

5. TlepopanbHasi jekapcTBeHHass (Gopma sl MPOPUIAKTHKA W JICYSHHS] racTPOIHTEPOJIOTHIECKUX
3aboneBanuii, BriIouUaromas 5,1-50,1 % s330oMenpa3ona MarHusi JUTHAPATAa HEMEIJIEHHOTO
BBICBOOOKIEHHUSI 330MENpa3oia MarHusi AUTHUAPAT OTCPOUEHHOTO BBICBOOOXKAEHHS — OCTaJIbHOE,
MPeACTaBIAoMmas OO0l Karcyay ¢ TBepAoi OOOJIOYKON, BBITIOJHEHHYID HAa OCHOBE JKEJIaTHHA WU
THIPOKCHUITPOITIJIMETHIILICIUTIONO3bI, COAEPKAINYIO NBe (PpaKIUK TeJJIeT ¢ 330Menpa3ojioM MarHus
AUTUAPATOM, IMPUUCM TMEPBaAA @paxunﬂ NEJUIET COACPIKUT 330MEIpa30jia MarHusa Juruapatr
HEMEOJICHHOI'O BI:;ICBO60>KI[6HI/I$[ " BTOpas @paxunﬂ NEJUIET COACPKUT 330METIpa30jia Maruust Auruapar
OTCPOYEHHOT'O BBICBOOOXKACHMS, IPH 3TOM YKa3aHHble miepBas H BTOpas (pakuuyd TMeJuieT

XaPaKTCPUBYIOTCA CICAYOINUM KOJIMYCCTBEHHBIM U KaUCCTBCHHBIM COCTABOM, mac.%:

AJIg NIEJUIET € 330METIPAa30JIOM Maruvsd JUriapaToM HEMEIAJICHHOTO BI:;ICBO60}KI[6HI/I$IZ

D30Menpa3os MarHust IUruapaT

HEMEIJIEHHOTO BLICBOOOMKIEH S 9,68-22,83

MukpokpucTaInieckas Hejuiroo3a (siapa) 350 MM 24.,06-28,14

M3MEHEHHbIN NNCT (CTATbS 19)



WO 2022/154687
54

BonHnas cycrieHsust cMecu O-TPUMETHIICUITUTI- (-
METILIIOIN [ OKCH{ INMETHIICHIaHEAUIIA) |

" KPEMHUA TUOKCHUIA

Bonnbeliii pacTBOp cMecu
TUAPOKCUITPONUIMETUIILICIUTIONIO3BI,
TUTAaHa JUOKCHUAaa, HOJ'II/II[GKCTpOSI:»I,

TaJIbKa U IMOJIMS TUJICHITTMKOJIA

Bonnslil pacTBOp METAKPHUIOBON KUCJIOTHI

U COMOJIMMepa ATUJIaKpuiaTa

BonHslii pacTBOp INIMLIEPOIIAMOHOCTEAPATA,

nojiucopbara 80 u TPUATHIIUTPATA

PCT/RU2021/000014

1,83-2,02

24,08-28,32

23,80-27,22

3,40-4,62

AJIA IEJUIET € 330MEMNPAa30JIOM Maruvs JUriapaTomM OTCPOHUCHHOrO BI:;ICBO60}KI[6HI/I$IZ

D30Menpa3os MarHust IUruapaT

OTCPOUYEHHOTO BBICBOOOKIEHUS

MukpokpucCTAITHIECKas LeJUTr0J103a siapa, 350 Mkm

Bonnas cycnensus

CMECH O-TPUMETUIICHUITUII-(®- METHINOJIN[ OKCU(AUMETUIICUIaHEANIA) |

" KPEMHUA TUOKCHUIA

BonHslii pacTBOp cMecH rHAPOKCUIPOMUIMETHUIILCIITIOJIO3HI,

TUTaHA JUOKCHAA, TIOJIUACKCTPO3bI,

TaJIbKa U IMOJIMS TUJICHITTMKOJIA

Bonnslil pacTBOp METAKPHUIOBON KUCJIOTHI
Y 3TUJIAKPUJIATA, TAJIbKA,

IUOKCHUA TUTAHA,

OKCHUJA JKeJe3a SKeNTOoro,

IUOKCUAA KPEMHUS,

HaTpHsi ABYYIJIEKUCIIOrO

M3MEHEHHbIN NNCT (CTATbS 19)
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U Jaypuicyibdara HaTpHs 12,29-12,77
TpusTunuurpar 0,62-1,23
BonHslii pacTBOp METAKPUIOBON KHUCJIOTHI
U METUJIaKpujaTa 18,10-18,68
Bonneliil pacTBOp rauueposa MOHOCTeapara,
nojucopbara 80 U TPUATHIILUTPATA 1,66-1,90

6. IlepopanbHasi jekapcTBeHHAs opma Mo JOOOMY W3 MYyHKTOB 4 — 5, OTIIMYAKOMIASICS TEM, YTO
racTposHTeposiornueckoe  3aboneBaHne  BBIOpAaHO W3 OSpo3WBHOro  pedurokc-33odarura,
racTpos3odareanbHON peIIOKCHON OOJie3HU, SI3BEHHON OOJIE3HW KeNlyJKa W JIBeHAIAaTHIIEPCTHOU
KHUIIKW, B TOM YHUCJIe, SI3Bbl ABEHAALATUNIEPCTHOM KHINKH, accouuuposanHoul ¢ Helicobacter pylori,
MENTUYECKON $3BbI, acCOUMMpPOBAHHON ¢ Helicobacter pylori, COCTOSHHSI TIOCTE TEPEHECEHHOTO
KPOBOTEUEHUST M3 MENTHYECKOW $3BbI, SI3BbI JKENyNKA, CBSI3AaHHOW C TPHEMOM HECTEPOHIHBIX
MPOTUBOBOCTIAIUTENBHBIX CPEACTB, CHUHAPOMA 30JUTHHrepa-DJUTHCOHA WIH JPYTUX COCTOSTHHIA,
XapaKTEPU3YIOIMIUXCSI MATOJOTHUYECKON MMITEPCEKPEIHei Kelle3 KeyaKa, BKIoYas UIHOMaTHIECKYO

TUIEPCEKPELIHIO.

7. Cnoco0 monydeHUss TEPOpPabHON JeKapCTBeHHOW (opmbl Mo M4, NpeaHa3HAYEHHOH ISt
PO UIAKTUKU U JICUSHHUS TACTPOIHTEPOIOTHUECKUX 3200 IeBaHIA, BKIIFOYAIO NN MPOLECC MOTyYeHUS
U o0beMHEHUE B JKeJIATHHOBOH KarcyJjie IByX BHIOB MeEJJIET B clenyromlei npomopuun: 5,1-50,1 %
330Menpasojia MarHus JUTHAPATa HEMEIJICHHOTO BHICBOOOKIEHUST U 330MENPa3oia MarHusl TUTHAPAT
OTCPOUYEHHOT'O BBICBOOOKIEHUSI — OCTAJIbHOE, IMIe YKa3aHHBIM CIOCO0 BKJIFOYAaeT B cedsi mporece
NOJY4YEHHUSI TIeJUIET HEMEMJIEHHOTO BBICBOOOKAECHUS M MPOLECC MOJYYEeHUs NEJUIET OTCPOUYEHHOTO
BBICBOOOXKIEHHS C MOCIENYIOIUM OObEIUHEHHEM TEJUIET HEMEIJIEHHOTO BBICBOOOXKICHUS] U TEJUIET

OTCPOYCHHOI'O BI:;ICBO60}KI[€HI/I$I B OHHOfI KarcyiJie.

8. Cnoco® monyueHus: MepopaibHON JIEKAPCTBEHHONW (POPMBI TO 1.5, MpenHa3HAuYEeHHOW st
npoUITAKTUKY U JICUSHHUS FACTPOIHTEPOIOTHYECKUX 3a00IeBaAHU, BKITIOYAIOLIUI MPOLIECC MOy YeHHsI
U oObeANHEeHUEe B KEJATHHOBOHN Karcyjie Mo MEHbIIed Mepe NBYX (pakiuii meyier, BKJIOYas 1O
MEHbLIEH Mepe OnHy (Qpakuuoo meuieT, OOECIeYNBALIYI0 HEMEUIEHHOE BBICBOOOXKIECHNE
330Menpa3oja MarHusi AWTHApPaTa, W 1O MEHbIIeH Mepe OmHy ApPYryro (QpPakuui Mesuier,
00eCneunBaOLIyI0 OTCPOUEHHOE BbICBOOOKAEHHE 330MeNpa3oa MarHusi JUTHApaTa, rie yKa3aHHbIe

(dbpakuu B3SITHI B CIIEAYIOIEH ponopuuu: Gppakmus, odecrnednBaroas HEMEIJIEHHOE BHICBOOOKICHIE
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a3oMenpazojia  Marhus gurmnapara — 5,1-50,1%, ¢paxuus, oOecnednBaromas OTCPOUEHHOE
BBICBOOOKIEHHE 330METpa30lia MarHUs TUTUAPATa — OCTAIIbHOE, MPUYEM YKa3aHHBIH CIIOCO0 BKIFOUAET
B ce0sl mporecc MOJyYeHHs NeJJIET HEMEMJIEHHOTO BBICBOOOKACHHUS M IMPOLECC MOJIYYEHUS MeJueT
OTCPOYEHHOT'O  BBICBOOOKAEHHS € MOCIHENYIOIIUM OOBENUHEHHEM IMeJJIeT  HEeMEIJIEHHOTO

BI:;ICBO60)KI[€HI/I$I U NIEJUIET OTCPOUYCHHOTO BI:;ICBO60)KI[€HI/I$I B OHHOfI KarcyJe.

9. IlpumeHeHne (papMareBTUIECKOH KOMIO3UIUHU 1O Jrobomy m3 nm.l — 3 mia nmpoduiaakTuku U

JICUEHHS TACTPOIHTEPOIOTHIECKIX 3a00IeBaHUT.

10. ITpumenenue mo m. 9, rne yka3aHHOE TacTPOIHTEPOJIOTHYECKoe 3abojieBaHHe BBHIOPAHO U3
3po3uBHOrO pedroKc-330¢arura, racTpodzodareabHoOil pedIrOKCHONH 0OJe3HHU, SI3BEHHOH O0Je3Hu
KEIyaka Hu I[BeHaI[LIaTPIHepCTHOfI KHUIOIKHK, B TOM YHUCJIC, SA3BBbI I[BeHaI[]_IaTI/IHepCTHOﬁ KHWIIIKH,
acconuupoBanHoii ¢ Helicobacter pylori, mentuueckoi s13Bbl, accouunpoBanHoil ¢ Helicobacter pylori,
COCTOsIHUMA TTOCJIE MEPECHECECHHOTO KPOBOTCUCHUSA U3 HENTUYECKOU SA3BbI, A3BbI XKEJIYyAKa, CBSI3aHHOU C
MPUEMOM HECTEPOUIHBIX MPOTHBOBOCHAIUTEIBHBIX CPEACTB, CHHAPOMA 3OJUTMHTEpa-DJIUCOHA N
OPYTUX COCTOSTHHM, XapaKTEPHU3YIOIUXCSl MATOJIOTUIECKON THIIEPCEKPELINe Kelle3 JKelyIKa, BKITIoYast

HUAMONATUYECKYHO TUIIEPCEKPELIHIO.

11. TlpumeneHune nepopasbHON JeKapCTBEHHON (GPopMBI 10 mr00oMy U3 1. 4 — 6 1711 NpOoQUIAKTHKH U

JICUEHHS TACTPOIHTEPOIOTHIECKIX 3a00IeBaHUT.

12. Tlpumenenne mo m. 11, rme yka3aHHOe TaCTPOIHTEPOJIOrHUEcKoe 3abojieBaHKe BLIOPAHO U3
3po3uBHOrO pedroKc-330¢arura, racTpodzodareabHoOil pedIrOKCHONH 0OJe3HHU, SI3BEHHOH O0Je3Hu
KEIyaka Hu I[BeHaI[L[aTHHepCTHOfI KHUIOIKHK, B TOM YHUCJIC, SA3BBbI I[BeHaI[L[aTHHepCTHOfI KHWIIIKH,
acconuupoBanHoii ¢ Helicobacter pylori, mentuueckoi s13Bbl, accouunpoBanHoil ¢ Helicobacter pylori,
COCTOsIHUMA TTOCJIE MEPECHECECHHOTO KPOBOTCUCHUSA U3 HENTUYECKOU SA3BbI, A3BbI XKEJIYyAKa, CBSI3aHHOU C
MPUEMOM HECTEPOUIHBIX MPOTHBOBOCHAIUTEIBHBIX CPEACTB, CHHAPOMA 3OJUTMHTEpa-DJIUCOHA N
OPYTUX COCTOSTHHM, XapaKTEPHU3YIOIUXCSl MATOJIOTUIECKON THIIEPCEKPELINe Kelle3 JKelyIKa, BKITIoYast

HUAMONATUYECKYHO TUIIEPCEKPELIHIO.
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