MUHUCTEPCTBO 3/[PABOOXPAHEHMS POCCUCKON ®EJIEPAIIMN

HHCTPYKI U
10 MeHIHHCKOMY NIPHMEHEeHHIO JIEKAPCTBEHHOr0 npenapara
930MEIIPA30.JI

Perncrpanuonnbiii Homep:

Toprosoe HaHuMeHOBaHHe: D30MeENpPa3oll

MeskayHapoaHOe HeNATEHTOBAHHOE HAUMEHOBaHHe: 230MeIpas3oll

JlekapcrBennasi popma: TabIeTKU KHUIIEYHOPACTBOPHUMBIE, TOKPBITBIE 000I0YKOH

Cocras

1 TabneTka, HOKpbITas 0601049K0H, 20 MI' COAEPIKHT:

Cocmae sa0pa mabnemxu.

Heticmsyiowee sewjecmso: 330Menpaszojia MarHus guruapar — 21,7 mr (B mepecyere Ha
s30Menpazon — 20 mr).

Bcnomozamenvnvle 6ewjecmea: THIPOsio3a (THAPOKCHIIPONMIIIEIUIIONI03a) HU3KO3aMEIEHHAs,
Kpaxmall KyKypy3HbIH MpexeTaTHHU3UPOBAHHbBIN, KPEMHHUs JTHOKCH KOJUIOUIHBIA, MAHHHUTOJ,
HaTpus cTeapuil ¢ymapar, LEJUTIOJI03a MHUKPOKpHUCTAIINYECKAs, THUII 200,
KapOOKCUMETUIIKpaxMasl HaTpusl.

Cocmae obonouxu mabnemxu. Tunpomeiosa, makporon-6000, akpumus 11 sxentoiit 4932220000
(METaKpHIOBOM KHCJIOTBI M OSTHIakpuiaara comosumep (1:1), Tanbk, THTaHa JIHOKCHI,
nosiokcamep 407, Kaiblusl CHJIMKAT, HATpUs OMKapOOHAT, KpacUTeNlb JKelle3a OKCHJI JKEJITHIMH,
HaTpHsl J1aypuiCcyIbdar).

1 Tabnerka, mOKpbITas 0601049K0M, 40 MI COAECPIKHT:

Cocmas siopa mabnemku:

Jleticmeyiowjee 6ewyecmeo: 330Menpasosia MarHus auruapar — 43,4 wmr (B nepecyere Ha
s3oMernpa3zon — 40,0 mr).
Bcnomozamenvuvie eujecmeéa: THNPOJIo3a (THAPOKCHUIIPONHUIILEIUIION03a) HU3KO3aMEIICHHAs,
KpaxMmaj KyKypy3HbIH IpeKelIaTHHU3UPOBAHHBIH, KPEMHHsS JMOKCH]I KOJUIOM/IHBIH, MAHHHUTOI,
HATpUs creapun  (ymapar, HEJUTI0I03a  MHUKPOKpHCTAIMYECKas,  THII 200,
KapOOKCHMETHIIKpaxMasl HaTpusl.
Cocmas o6onouku mabnremxu.; TAIPOMeENI03a, Makporon-6000, akpumas 11 xenteiit 4932220000
(METaKpWIOBOM KHCIOTBI M OTHIakpwiata comomumep (1:1), Tampk, THTaHa JIHOKCHA,
nosnokcamep 407, Kanblus CHJIMKAT, HATpUs OHKapOOHAT, KpAacHTENb JKEIe3a OKCHJI JKENTBIH,
HaTpuUs JlaypriIcyIsdar).
Onucanue
Jlozuposka 20 me2: TaGneTK¥ Kpyrioi (OpMbI, IBOSKOBBIIYKIBIE, TOKPHITBIE 000JIOYKOH OT
JKEJITOrO JI0 CEPOBATO-)KEJITOTO LIBETA, C PUCKOH HA OJIHON CTOPOHE.
Jlozuposxa 40 me: TabneTKu OBaJIbHOM (HOPMBI, IBOSKOBBIIYKIIbIE, MOKPHITBIE 000IOYKOH OT
JKEJITOTO JI0 CepOBATO-/KEJITOTO HBETA, ¢ PUCKOI HA OJHOM CTOPOHE M IPaBHPOBKON CHMBOJIA /5
Ha JIpyroi.
dapmakoTepaneBTHYECKasi TPYNNA: JKeJIe3 JKEIyIKa CEKPelUIO MOHMKAIOIIEE CPEICTBO —
IIPOTOHHOT'O HacOCa HHIHOUTOP
Koa ATX: A02BC05 e

MHH3IPAB POCCHH
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dapmako/I0ruyecKne cBoiicTBa

DapmakoouHamuxa

D3oMenpa3ol ABISETCS S-H30MEPOM OMEINpa3ojia M CHMIKAET CEKPEIHMIO COJITHOW KHCIOTHI B
KeJTyJIKE MyTeM Crelr(UUeckoro HHruOMpoOBaHUS IIPOTOHHOM ITOMIIBI B ITAPHETATBHBIX KIETKaX
CIM3KMCTOW  000JI0YKM Kenyaka. S- u  R-uzomep omenpasona o0nagaloT — CXOMHOM
(hapMakoAMHaAMHUYECKONH aKTHBHOCTBIO.

Mexanuzm oeticmeus

D30MeNnpa3o ABISAETCs c1abbM OCHOBAHHEM, KOTOPOE MEPEXOJUT B aKTHBHYIO (OPMY B CHIIHHO
KHCJION Ccpejie CEKPeTOPHBIX KAHAJIBIEB ITapHEeTATbHBIX KIETOK CIM3HCTOH 000JIOUKH JKEely/IKa,
rje OH MHrHOHpyeT npoToHHyIo momny — (epment H'/K'-AT®a3y, npu 5TOM IPOMCXOIUT
HHruOUpoBaHUe Kak 6a3aJIbHOU, TaK U CTUMYJIHPOBAHHON CEKPEIMH COJITHON KHCIIOTBI.

Bnusinue na cexpeyuio coNsAHOU KUCIOMbL 6 JHCelyOKe.

[Tocne mpuema 330Menpaszosa BHYTpb B go3e 20 mr wmm 40 Mr TepaneBTHYeCKHH ekt
pasBuBaeTcs B TeueHue 1 gaca. [Ipy exeHEBHOM IIpHeMe Iperapara B TEYEHHE S JHEH B 03¢
20 Mr omMH pa3 B CYyTKH CpeJHsss MaKCUMaJIbHas KHUCJIOTHAs MPOAYKIHS IOCIE CTHMYIIALHN
IeHTaracTpuHOM CHiKaeTcs Ha 90 % (mpu u3MepeHuH uepes 6-7 9acoB 1ocJie IpueMa npernapara
Ha 5-ii IeHb Teparnun).

V nanmeHToB ¢ ractpodsodareansHoil pedmokcHoit Gonesnpto (I'OPB) u  Hammumem
KJIMHHYECKUX CHMIITOMOB 4Yepe3 5 JHeH eXeIHEBHOIo MepopajibHOro MpHemMa 330Menpasoia B
no3e 20 mr wam 40 Mr 3HaYeHHe BHYTpIKeTy1ouHoro pH Beiire 4 mouiepkuBajioch B TCYCHHE, B
cpeanem, 13 u 17 yaco u3 24 yacos. Ha done mpuéma 33omenpasona B 103¢ 20 Mr B CyTKH
3HAYeHHe BHYTpIKeyaounoro pH Beiuie 4 o uieprkuBaiocs He MeHee 8, 12 u 16 wacoB y 76 %,
54 % u 24 % nanuentoB, coorBeTcTBeHHO. [ 40 Mr s3omemnpasosia 3T0 COOTHOIICHHE
cocraiisieT 97 %, 92 % u 56 %, COOTBETCTBEHHO.

BhlsiBlIeHa KOppesislMs MekIy KOHIEHTpalueil mperapata B IUIa3M€ M HHTHOMpOBaHHEM
CEKpPEIMH COJIAHON KHMCIOTHI ([l OLEHKH KOHIEHTpaluH Hcronmb3oBamu mapamerp AUC -
IUIONIA/b MO/ KPUBOM «KOHIEHTPALUSA-BPEMS»).

Tepanesmuueckuii shexm, docmuzaemviii 8 pe3yibmame UHUOUPOBAHUS CeKpeyuu CONAHOU
KUCIOMbI.

IIpu npueme 330menpasona B mo3e 40 Mr 3axuBieHHe pedrokc-d3odparuta HacTynaer
npubIH3uTeNEHO Y 78 % mauueHTOB 4epe3 4 Helenu Tepamuu uy 93 % — vepes 8 Helenb
TEparuy.

Jleuenue 330Menpasosnom B go3e 20 Mr 2 pasa B CyTKH B KOMOMHAIIMH C COOTBETCTBYIOIUMH
AHTHOMOTHKAMH B TeYCHHE OJHOH Heleqd NPHBOJIMT K YCHENIHOH spamukanuu Helicobacter
pylori npubmzutensHo y 90 % nanueHTos.

[TarieHTaM ¢ HEOCJIOKHEHHOW S3BEHHON OOJIe3HBIO JBEHAAUATHIEPCTHOW KHIIKH IOCIe
HeJIeBHOTO Kypca OSpaJMKAlMOHHON TepamuH He TpebyeTcs mocieayomas MOHOTEparus
npenapaTamy, TOHWKAIOIMMH CEKPEIHUIO XKeJIe3 JKEITyKa, Ul 3aKUBIICHHUA A3Bbl U YCTPAHCHUS
CHMIITOMOB.

D heKTHBHOCTE 330MeNpa3ona NPH KPOBOTEUEHHH M3 MENTHYECKOH sA3BbI OblTa MOKa3aHa B
HCCIIENIOBAHMM Y TMAIMEHTOB C KPOBOTEYEHHEM M3 IIENTHYECKOH 53BbI, MOATBEPIKICHHBIM
HHJJOCKOTIUYECKH.

Jlpyeue aghhexmet, cészannvle ¢ uHSUOUPOSAHUEM CEKPeYUU CONAHOU KUCIOMbL

Bo Bpems JieueHws-HpeHapaTan; - HORKAIOMIMH CEKPCLHIO JKeNle3 XKENy/IKa, KOHICHTPAIH
racTpuHa B IUIa3Me IOBBHHACIGH pB pPG3Y{IRTATE CHIDKCHUS CEKDCLMH KHCIIOTBL. Bcenencrsue
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CHYDKEHHsI CEKPEIUH COJITHOM KHMCIIOTBI ITOBBINIAETCS KOHIEHTpanus Xxpomorpanuna A (CgA).
I[ToBpimenue koHeHTpanus CZA MOKET OKa3bIBaTh BIMSHUE HA Pe3y/IbTaThl 00CIE0BaHUH U1
BBISIBJICHHS. HEUPOOSHIOKPUHHBIX Omyxosied. [ mpeaoTBpalleHus JaHHOTO BIMSHHUS TEPAITHIO
MHIMOUTOPaMH MPOTOHHOW ITOMITBI HEOOXOIMMO IIPUOCTAHOBHUTH 3a 5-14 JHEH 10 MpOBEACHUSA
uccienoBanus kounentpanun CgA. Eciu 3a 310 BpeMsi koHueHTpauus CgA He BEepHYJach K
HOPMaJIBHOMY 3HA4€HHIO, HCCIIE/IOBAHUE CIIEYEeT TOBTOPHUTh.

VY nereit U B3pOCIBIX MAIIMEHTOB, JIMTEIBHOE BpeMs NOJTYy4YaBIIMX 330MEIpPa3’ojl, OTMEYaeTCs
YBEJIMUYCHHE KOJIHYECTBA JHTepOoXpoMad(PUHONMONOOHBIX KJIETOK, BEPOSATHO, CBA3AHHOE C
IOBBIIICHHEM KOHIIEHTPAIIMU racTpuHa B ru1azme. KiimHudeckoi 3Ha4MMOCTH IAaHHOE SBJICHUE HE
UMeeT.

VY nauueHToB, MPUHUMAIOIIUX MPEIapaThl, MIOHWKAIOIINE CEKPELIUIO JKEJIe3 XKey/IKa, B TCYCHUE
JUTATEJIBHOTO TIPOMEXYTKa BPEMEHH, dYalle OTMedaeTcss o0pa3oBaHHE KEIE3UCTHIX KHCT B
Kelmyake. OTH sBJIEHHS OOYCIOBIEHBl (U3UOJOTMYECKUMH H3MEHEHHMSMH B pe3yJbTaTe
BBIPAKEHHOTO HWHTHOUPOBAHHS CEKPELUH COJITHOW KUCIOTBhL. KHCTBI 100pOKayeCTBEHHBIE H
MOJBEpraroTcs 0OpaTHOMY Pa3BUTHIO.

[IpuMeHeHHe JIeKapCTBEHHBIX IpEnapaToB, IMOAABISIONIMX CEKPELHIO COJSHOM KHCJIOTHI B
KeTylKe, B TOM 4YHCJI€ WHIMOMUTOPOB IPOTOHHOHM IOMIIBI, COIPOBOXKIAETCS YBEIHYEHHEM
COllepXKaHWss B JKeMyAKe MHKpoOHOM  ¢opel, B  HOpME  TNPHCYTCTBYIOIIEH B
)KEJIyIOYHO-KUIIEYHOM TpakTe. [IpumMeHeHHe MHTHOUTOPOB TPOTOHHOM IOMIIBI  MOXET
NPUBOJUTH K HE3HAYMTEIBHOMY YBEJIMYEHHIO pHCKa WH(EKIMOHHBIX 3a00jieBaHUM
KEJYI0OYHO-KUIIIEYHOr0  TpakTa, BBI3BAHHOrO OakTepusMu poxa Salmonella spp. wu
Campylobacter spp., ¥ y TOCTIUTAIM3UPOBAHHBIX [TALIMEHTOB, BeposiTHO, Clostridium difficile.

B xoxe JaByX NpOBENEHHBIX CPAaBHHUTEIbHBIX HCCIEJOBAaHMH C PAaHUTHUIMHOM B Ka4yecCTBe
aKTHBHOIO MperapaTa CpaBHEHUs 330MeIpa3ol Mokaszal Gojee BBICOKYIO 3(Q(EKTHBHOCTH B
OTHOIIEHWHM 3@KHUBJICHHS 3B OKEJIyJKa Yy TAlMEHTOB, IIOJy4aBIIMX HECTEPOH/IHBIC
npotuBoBocnanutenbple  npenaparsl  (HIIBIT), Bimodas — CeNEKTUBHBIE — HHTHOUTOPHI
nukiookcurenassl-2 (1L{OI-2).

B Xxoje JBYX MCCJIEIOBaHUI 330MENpa3oii MOKa3al BBICOKYIO 3(P()EeKTUBHOCTH B OTHOLICHHH
npo(HUIAKTHKH 3B XKEIy/KA U JBEHAUATHIICPCTHON KHUIIKA y NManueHToB, nomyyasmmux HIIBII
(Bo3pacTHas rpymma crapuie 60 JieT W/WIM C MEeNTHYeCKOH $3BOH B aHaMHE3e), BKIIOYas
cenekTuBHBIe HHrHOUTOPHI [{OI'-2.

DapmakoKuHemuka

Abcopbyus u pacnpedenenue

D30Memnpa3zosl HEYCTOMYMB B KHUCJIOH cpeae, MOITOMY JUld II€POPAIBLHOrO TMPUMCHEHHS
HCIIONIB3YIOT TabJIETKH, COJEp)Kallie I'paHyibl Ipenapara, 000J0YKa KOTOPBIX YCTOHYMBA K
JIEUCTBHUIO JKEJIyI0YHOr0 COKa. B yCIOBHUSX in vivo IHIb HE3HAYUTEIbHAs YacTh 330Merpasolia
npespainaercs B R-usomep. [Ipenapar 6bicTpo abcopbupyercs: MakcMMallbHash KOHIIEHTpALus B
IiasMe JocTuraercs yepes 1-2 yaca mocie npuema. AGCOMOTHAsS OHOIOCTYIIHOCTD 930MeTpasoia
1ocJie OHOKpaTHOro mpuema 103sl 40 Mr cocrasisier 64 % u Bospacraer 10 89 % Ha Qoue
€KEJJHEBHOrO NpHemMa OJuH pa3 B cyTkH. Jlns no3er 20 Mr s3omemnpasosia 3TH ITTOKa3aTelIH
cocraBmsior 50 % um 68 %, coorBercTBeHHO. OOBeM pacmpeseleHHs IIPH PaBHOBECHOM
KOHIIEHTpAllMH Yy 3/I0POBBIX JIOAEH cocraBiseT npubiamsurensHo 0,22 J/Kr Macchl Tea.
D30Menpasos1 cBA3bIBaeTCA ¢ OekaMu miasmel Ha 97 %.

[TpueM nuImM 3aMeUISIeT U CHUIKAET BCACBIBAHHE D30MENPA30ja B KeIyaKe, OJTHAKO 3TO He
OKa3bIBAET cymecmennom“é%%nng S@PékrupHOCTs MHIMOMPOBAHHMS CEKPEIHH COJITHOH
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Memabonusm u sxckpeyus

D30oMenpasoln nojasepraercs MeTaboau3My ¢ ydactueM cucteMbl nutoxpoma P450. OcHoBHas
YyacTh MeTaboNU3UpyeTcss MpH y4acTHH crenupuyeckoro mnoauMopduoro wusodpepmenrta
CYP2C19, npu stoM 06pa3yroTcs THAPOKCHIMPOBAHHBIE M JIECMETHIIMPOBAHHBIE META0OIUTHI
330Mernpasoia. Merabonu3m ocraBuieiics yactu ocymectsisercs uzodpepmentom CYP3A4; npu
3TOM 00pasyercs CyJb(OIMPOM3BOAHOE I30MEINPa30ia, SBISIOMIEECSs OCHOBHBIM METaOOIHUTOM,
OIpeJIeIIeMbIM B IIJIa3Me.

[TapameTpbl, NpHBEIEHHbIE HUKE, B OCHOBHOM OTPAXAIOT XapakTep (apMaKOKMHETHKH Y
MAIIMEeHTOB ¢ MOBBIMIEHHOW akTUBHOCTHIO H30odepmerta CYP2C19.

OOuuii KITMPEHC COCTaBIIAeT MPUMEPHO 17 J1/4 mocie 0AHOKPaTHOTO IpHeMa npernapara u 9 /4 —
1OCJIe MHOTOKpaTHOro mnpuema. [lepmoj momyBeiBeneHust cocraBiser 1,3 daca 1pu
CHCTEeMaTH4eCKOoM mpueme omauH pa3 B cyrku. AUC Bo3pacTaer mnpH HOBTOPHOM IIPHEME
»30Menpa3oia. JlozozaBucumoe yBenunuerrne AUC 1mpyu MOBTOPHOM IIpUEME 330MEIPa3olia HOCUT
HEeJIMHEeHHBIN XapakTep, YTO SBJSIETCS CJIEJCTBHEM CHIDKCHHS MeTabosiM3Ma IIPH «IIE€PBOM
INPOXOXKIEHHH» Yepe3 Ie4eHb, a TaKXKe CHH)KEHHEM CHCTEMHOIo0 KIHMpEHCa, BEPOSTHO,
BbI3BaHHOrO wuHruOupoBanueM u3odpepmenta CYP2C19 s30menpazonom M/MaM  €ro
cynbhonpou3BoaHbM. [IpH eXxeqHEeBHOM IpHEME OIHMH pa3 B CYTKH 330MEIPa30ll IOJTHOCTHIO
BBIBOJIUTCS M3 IJIa3MbI KPOBH B IIEPEPBIBE MEX/1y IPHEMAMHU M HE KyMYJIHPYET.

OcHOBHBIE MeTabOJUTHI 330MEMpa30iia He BIMSAIOT HA CEKPEIHIO JKETyI0YHOH KHCIoThl. Ilpn
nepopajibHOM npumeHeHHH 10 80 % /10361 BEIBOJUTCS B BHJIE METAOOIMTOB C MOYOMH, OCTAILHOE
KOJIMYECTBO BBIBOJMTCS Yepe3 KHIIeuHUK. B Moue oOHapyxuBaercst MeHee 1 % HEHM3MEHEHHOTO
930Merpasoa.

OcobenHocmu (hapmMakoKuHemuKky 8 HeKOMopPbIX 2PYNNAX NAYUEHMOE

[Mpubnusutensao y 2,9+1,5 % nHaceneHus: cHKeHa akTUBHOCTH H3odepmenta CYP2CI9. V
TAKUX MAIlMEHTOB MeTa0O0JM3M 330MENpa3ojia, B OCHOBHOM, OCYIIECTBIIAETCS B PE3yJbTare
nevictBus CYP3A4. [Ipu cucremaruyeckoM npueme 40 Mr s3omernpasosa 0JHOKPATHO B CYTKH
cpennee 3HaueHne AUC nHa 100 % mnpeBblaeT 3HaY€HHE 3TOrO MapamerTpa y MAIlMEHTOB C
HOBBIIEHHOW aKTHBHOCTBIO H3odepmenta CYP2C19. Cpennue 3HaueHHs MaKCHMaTbHBIX
KOHILIEHTpAIlMii B IUIa3Me Yy MAlMeHTOB CO CHIKEHHON aKTHBHOCTHIO M30()epMEHTa MOBBIIIEHEI
npubusutesnsHo Ha 60 %. YKazaHHbIe 0COOEHHOCTH HE BIHMAIOT HA 103y U CIIOCOO MPUMEHEHHUS
330Merpasoa.

V manueHtoB mokuioro Bosdpacta (71-80 ser) merabonm3M 330Menpasosia HE IpeTepreBaeT
3HAYUTEJIbHBIX H3MEHEHHUH.

ITocne onHOKpaTHOTO IpUema 40 mr s3omemnpasoia cpeauee 3Hadenne AUC y sxenmun Ha 30 %
NPEBBINAET TAKOBOE y MYK4MH. [Ipu eXeJIHEeBHOM IpuHeMe Ipenapara OAWH pa3 B CYTKH
pasnuuuii B papMaKoKMHETHKE Y MYXKYHH M XKCHIIMH HE OTMEYaeTcs. YKa3aHHbIE OCOOEHHOCTH
HE BJIHMSIOT Ha JI03y M CIIOCO0 MPUMEHEHHs 930Menpasola.

Y NauMeHTOB C JIETKOM M YMEPEHHOM [EeYEeHOYHOH HEeI0CTaTOYHOCTBIO METabomM3M
530MeMNpa3oia MOKET HapylIaTbCs. Y MAI[MEHTOB C TSHKEJIOH IEYEHOYHOM HEe0CTaTOYHOCTBIO
CKOpPOCTh MeTaboNu3Ma CHHXKEHa, YTO MPUBOAAT K yBenuuenuto 3Hadenus AUC s
330Mernpasoa B 2 pasa.

Usyyenue (apMaKOKMHETHKH y IMALMEHTOB C [0YEYHOW HEIOCTATOYHOCTHIO HE IPOBOJUIIOCH.
ITockoMbKY dYepe3 MOYKH OCYIIECTBISETCS BBIBEJICHHE HE CaMoro 330Menpasoja, a €ro
MeTaGOoHTOB, MOKHO - TIOTATraTh; 4TO MEeTabOoMi3M 330Menpasoia y MNalkeHTOB C MOYeHHOH
HEJJOCTATOUHOCTBIO HE M3MEHAETOB A B PO CUII
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V nereit B Bozpacte 12-18 et mociie mosTopuoro mpuema 20 mr u 40 Mr 330Menpasosa 3Ha4YeHHE
AUC u BpeMst TOCTH)XCHHsSI MAKCUMATIbHOU KOHIEHTpAMH (Tmax) B I1a3Me KPOBH OBLIO CXOIHO
co 3HaueHUsIMU AUC u Tmax Y B3pOCIIBIX.

Ilokazanus

I'acmposszoazeanvnan pepaiokcnan 60n1e3ns:

— JIeYEHHE IPO3UBHOTO pedrokc-330¢arura;

— JUIMTEIbHOE  TOJJICPXKMUBAIOIIEE  JIEYEHHE  [OCTI€  3aXKUBJICHHS  JPO3HBHOIO

pedrokc-330¢arura st IpeJOTBPAILCHHUS PEIH/INBa;

— CHMIITOMATHYECKOeE JIeueHHe racTpod3odareanbHoi pedurtokcHOH 601e3Hu.

A36ennan 601e31b dHcenyoOKa u 06eHAOUAMUNEPCMHON KUWKU
B cocmaee kombunuposannoii mepanuu:

— JIeYeHHE S3BbI JBEHAIIATHIIEPCTHOM KUIIKH, acCOLMUPOBaHHOU ¢ Helicobacter pylori;

— npodHIaKTHKA PEIUIABOB METITHYECKON A3BbI, acCOLMUpOBaHHOU ¢ Helicobacter pylori.
Jnumenvnana Kuciomonooasaaou{as mepanua y AyueHmos, nepeHecuiux KpoeomeeHue us
nenmu4eckoil A36bl (nocie GHYMPUBCHHO20 NPUMEHEHUA NPEenapamos, NOHUNCAIOUAUX
CeKpeuyulo scenes ycenyoKa, O1A RPOPUIAKMUKU PEUUOUEQ).
Iayuenmot, onumenvro npunumaroujue HIIBII:

— 3a)KUBJICHHUE SI3BBI XKeTy/Ka, cBsi3aHHOM ¢ npuémom HIIBII;

— npodUIAKTHKA A3BBI XKEJTyJKa M JBEHAJLATHUIICPCTHOM KUIIKH, CBS3aHHOH ¢ IMPUEMOM

HIIBII y nanimeHTOB, OTHOCSIIUXCS K IPYIIIE PUCKA.

Cunopom  3onnumzepa-dnnucona  unu  Opyzue  COCMOAHUA,  XAPAKMEPU3YIOULUECA
RAMONIOZUYECKOU 2UNepCeKpenuelt dicene3 JcelyoKa, 6 MmoM Hucie UuOUOnamuyecKan
2unepcexpeyus.
IIporuBonokazanus
[ToBbIIeHHAs] YyBCTBUTEILHOCTD K 930MEIPa30Ily, 3aMEIIeHHbIM O€H3MMHU1a30J1aM M JIPYTHM
UHIpEeIMEHTaM, BXO/ISAIIUM B COCTaB Ipernapara.
HacnencrBeHHass HENMEpeHOCHMOCTh (PPYKTO3BI, IUIIOKO30-TallaKTO3HAss ManbabcopOLus HIH
caxapa3o-M30MallbTa3Hasl HeJ0CTaTOYHOCTb.
Jletckuit Bo3pact 10 12 jieT (B CBSI3M € OTCYTCTBHEM JaHHBIX 00 3 hexTHBHOCTH 1 6€3011acHOCTH
NPUMEHEHHs Iperapara y JaHHON TPYIIIbI MallHeHTOB) U JETCKUi Bo3pacT crapiie 12 et mo
JPYTHM IIOKa3aHHUsIM, KpOMe racTpo33odareaqbHON peduirokCcHOM 601e3HH.
D30Menpa3osl He JO/DKeH IPHHUMATBCS COBMECTHO C AaTa3aHaBUPOM U HEI(pHHABHPOM
(cM. paznen «B3aumoneicTBHe ¢ IpYTHMH JIEKApCTBEHHBIMH CPEACTBAMH ).
[Tepuon rpy1HOro BCKapMJIMBaHUSI.
C 0cTOPOKHOCTHIO
Tspkenast moyeyHasi HeJJOCTAaTOYHOCTD (OIBIT IPUMEHEHHUsI OTPaHHYeH ), OEPEMEHHOCTb.
IIpumenenne Bo BpemMsi 6epeMeHHOCTH M B IEPHO/ IPYAHOI0 BCKAPMJIMBAHUS
B Hacrosiee BpeMs HET JOCTaTOYHOIO KOJMYECTBA JAHHBIX O IIPUMEHEHHMH 330MEINpa3oja BO
BpeMsi OepeMeHHOCTH. Pe3ynbraThl SIHJIEMHOJOTHYECKUX HCCIECJOBAHUH  OMeENpasoa,
TPEeCTaBIAIONEro co00il paleMHUYECKYI0 CMECh, MOKA3ald OTCYTCTBHE (PETOTOKCHYECKOTro
JIEHCTBUSI WM HApYLIEHUs Pa3BUTHUS IUIO/IA.
[Tpu BBeaeHUH 330Mernpa3osia JKUBOTHBIM HE BBISIBICHO KaKOro-JM0O0 MpPsAMOro MJIM KOCBEHHOTO
OTPULIATEIBHOIO BO3/CHCTBUS Ha pa3BUTHE SMOpHOHA WM IUloJa. BBeneHue paneMH4ecKoi
CMECH Iperapara TaksKe He 0Ka3sIBaro KaKoT0-JIN00 OTPULATEIbHOI0 BO3/IEHCTBHS HA )KHBOTHBIX
B [IEPHO/I GepeMEHHOCTH; POAQB, R TAKIKE B FIEPHO/L TOCTHATATIBHOTO PA3BUTHA.

AM-005744-230819 .
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Hasnauatb npenapat OepeMEHHBIM CII€AYET TOJIBKO B TOM Cllydae, KOrjia OXKuIaeMas 1ojb3a s
MaTepy NPEBBIIAET BOSMOKHBIM PUCK IS ILI0/A.

HewusBecTHO, BBIIEISETCS JIM 330MENpPa3osl ¢ IPYAHBIM MOJIOKOM, TO3TOMY HE PEKOMEHIyeTCs
Ha3Ha4yaTh 330MEeIpa3oll BO BpeMs KOPMIICHUS TPYIbIO.

Crnoco6 npuMeHeHHSs H 103b1

Buytps. Tabnerky ciemyeT mporiaTelBaTh IEIHKOM, 3aluBas XUAKOCTHIO. TaGneTku Henb3s
pa3’KeBBIBaTh HIIH JPOOHTE.

B3pocnvie u oemu c 12 nem

I'acmpoa3zogpazeanvrasn peghniokcnas 6onesns

Jledyenwue 3po3uBHOro peduokc-330daruta: no 40 Mr oJJUH pa3 B CyTKH B T€YEHHE 4-X HE/EIb.
PexomeHyeTcst JONMOMHUTENbHBIH 4-X HEENbHBIH Kypc JIEYEeHHs B ClydYasX, Koriaa Iocjie
IIEpBOro Kypca 3aKUBJICHHE 330(aruTa He HACTYNAET WK COXPaHAIOTCS CHMIITOMBI.
JluTenbHOE MOUIePKUBATOLIlee JICUSHUE TT0CIIe 3a)KUBIICHUS 9PO3UBHOIO pedumroke-330darura
LUTs TIPeIOTBpAIeHUs penuauBa: 1o 20 Mr o/iuH pa3 B CyTKH.

CumrnromMariyeckoe JieueHne ractpossodareanpHoit pedumokcHoi Gonesnu: 20 Mr oauH pa3 B

CYTKH — manueHTam 6e3 330¢arura. Ecnu mocne 4-x Hezenb JIe4eHHs] CUMIITOMBI HE MCY€3aloT,
CIIEIyeT TPOBECTU IOIMOJIHUTENbHOE oOcienoBanue nanuenTa. Ilocie ycTpaHeHHs CHMITOMOB
MOXHO TEpedTH Ha peXHUM MNpuéMa Ipernapara «IpH HEOOXOAMMOCTH», T.e. NPHHHMAThH
330Menpa3zon no 20 Mr OJMH pa3 B CYTKH HPH BO30OHOBIEHHH CHMOTOMOB. JlIs MalMeHTOB,
npuaumatommx HIIBIT u oTHOcsmmxcs K Ipynne pHCKa pa3sBUTHS S3BBI OKEJNyIKa HIIH
JIBEHA/IATHIIEPCTHOM KHIIKH, HE PEKOMEHIYETCS JICUEHHE B PEIKUME «IIPH HEOOXOIMMOCTHY.
B3pocnsie

A3eennasn bonesnv dcenyoxka u 06eHaOYaAmunepecmuou KUUKU

B cocraBe KOMOMHMPOBAHHOM Tepamuu Juis dpaaukauu ¢ Helicobacter pylori:

e JIcUEHHeE A3BbI IBEHALATUIIEPCTHOM KHIIKH, aCCOLMUPOBaHHO# ¢ Helicobacter pylori:
330Mernpa3on 20 mr, amokcunmwuigH 1 1 1 k1apurpomuid 500 mr. Bee mpenapatsl
NIPUHUMAIOTCS JIBA pa3a B CYTKH B TeUEHHUE | Henenw;

e npodHIAKTHKA PELMIMBOB NENTHYECKHX 3B, aCCOLMUPOBAHHEIX ¢ Helicobacter pylori:
330Menpa3zon 20 Mr, amokcHIWUTHH 1 T 1 k1aputpomuiie 500 mr. Bee npenapatsl
PUHUMAIOTCS JIBA pa3a B CyTKH B TEUECHHE 1 HEIEH.

Jlnumenvhas Kuciomonooasisiowas mepanus y NayueHmos, NepeHecuux Kposomeyenue u3s
nenmu4ecko A36bl (NOCIE 6HYMPUBEHHO20 NPUMEHEHUS NPEnapamos, NOHUNCAIOUJUX CeKPeYUto
Jcenes gcenyoka, Ost NPOPUIAKMUKU PeYUOUsQ)

D3omernpaszosn 40 Mr 1 pa3 B CyTKH B TedeHUe 4 HeJIesIb 110cjIe OKOHYaHUs BHYTPUBEHHOM Teparuy
npernapaTamMmu, IOHKAIOIIMMH CEKPEIHIO JKEJIE3 JKEITyIKa.

ITayuenmoi, onumenvro npunumarowue HIIBII:

e 3aXMBJICHHE A3BBI XKey/IKa, cBsa3annoi ¢ npuémom HITBIT: a30menpason mo 20 Mr uiu
40 Mr oJMH pa3 B CYTKH: JTUTEIBHOCTD JICYEHHs COCTaBIIAET 4-8 HEJIEIb;

e npoduIAKTHKA A3BbI JKETyAKA U JBEHAALATHIIEPCTHOMH KMIIKH, CBI3aHHOU € IPHEMOM
HIIBIT: a30omenpasosn no 20 mr uiu 40 Mr OJIMH pa3 B CYTKH.

Cocmosnus, céA3anHble ¢ NAMOJI02UYECKOU 2unepceKpeyueli dJcenes JHeelyoKa, 8 mom ducie
cunopom 3onnunzepa-Innucona u uOUONAMUYECKAas 2UNepceKkpeyus.
PekoMmen yemasi HadalbHas 103a — 930Menpason 40 Mr 1Ba pasa B CyTkH. B nanpreimem 103a

MOAGHpAETCS HHIMBHIYaTbHO, UTATEIBHOCTD JICYSHHS OIPEIEIIAETCS KIMHUIECKOH KapTHHO!
3aGonesanus. Vimeercs O hpiheti¢fifist fipenapara B 103ax 10 120 Mr 2 pasa B CyTKH.

JN-005744-230819
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IMoueunasa nedocmamounocms: KOppeKims 1036l mpenapata He TpeOyercs. OJHAKO OIBIT
[PUMEHEHHUS 330MeNpa3olia y NalueHTOB C TSHKEJI0H 0YeYHON HEIOCTAaTOYHOCTHIO OIPAHUYCH; B
CBSI3H C 3THM, [IPY HA3HAYEHUH ITperapara TakKUM IMalMeHTaM ClleyeT COOI0AaTh OCTOPOIKHOCTD
(cM. pazznen «DapMaKOKUHETHKA).

ITeuenounaa nHedocmamouyHocms: TIPH JIETKOW W YMEPEHHOH IEYEHOYHOM HEJI0CTATOUYHOCTH
KOppeKIMsi 1036l mpemapata He tpebyercs. JIns MAalMEHTOB C TSKENOH MEYCHOYHOM
HEZI0CTaTOYHOCTHIO MaKCHMaJIbHAs CYyTOYHAs /103a He JJOJDKHA NpeBbImaTh 20 Mr.

Hayuenmot noxcunozo éo3pacma: KOppeKIKs 10361 Ipernapara He TpedyeTcs.

IToGounoe neiicTBHE

Yacrora nmo6ouHbIX 3(Q(EKTOB NpUBEIEHA B BHIAE ClIeAyiomeil rpagauuu (kiaccu(uxanus
BceMupHO# OpraHu3alid 37paBoOXpaHeHus): odeHs yacto (> 1/10); gwacto (= 1/100, < 1/10);
Hedacto (> 1/1000, < 1/100); peaxo (> 1/10000, < 1/1000); ouens peaxo (< 1/10000).

Co cmoponbl KOJHCU U NOOKONHCHBIX MKAHel. HeYacTO — IEPMATHT, 3y/1, ChbIllb, KPAIIMBHUIIA; PEIKO
— anonenus, (pOTOCEHCHOMIM3ANUS, OYEHb PEIKO — MYyJIbTH(GOpPMHAs SpUTEMA, CHHIPOM
CruBeHca-/[>KOHCOHA, TOKCHYECKUH ITHIepMaIbHBIA HEKPOJIH3.

Co cmopoHbl cKeNemHO-Mblue HOU U COeOUHUMENbHOU MKAHU: PEIKO — apTPaJIrHs, MHAJITHS;
OYEHb PEIKO — MBIIIEYHas c1a00CTb.

Co cmopoHbl HepeHOUl cucmembl: HYacTO — TOJOBHAs 0O0Jb; HEYaCTO — TIOJIOBOKPYKCHHE,
napecTe3us, COHIUBOCTD; PEAKO — HapyLIEHUE BKyCa.

Hapywienust ncuxuku: He4acTo — OECCOHHHUIA; PEIKO — JENpeccHsi, BO30YKICHHUE,
3aMeIaTe]IbCTBO; OUEHb PEJIKO — FAJUTIOLIMHAIIMH, arPECCUBHOE IIOBEIEHHUE.

Co cmoponwt Jiceny0oyHo-KuueyHo2o mpakma: 4acto — Oolb B JKMBOTE, 3arop, auapes,
METEOpU3M, TOLIHOTA/pBOTA; HEYACTO — CYXOCTb BO PTYy; PEAKO — CTOMATUT, KaHIHI03
KeJTyJ0YHO-KHIIIEYHOTO TPAaKTa; OYEHb PEIKO — MHKPOCKOIMYECKHH KOJUT (IOATBEPKICHHBIA
TUCTOJIOTHYECKH).

Co cmopoHbl nevenu U JHCeNyesblOOAWUX Nymell: HEYacTO — IMOBBIICHHE AKTHBHOCTU
«IIEYEHOYHBIX» (PEPMEHTOB; PEIKO — IeHaTHT (C KEeITYXO0H Mk 6€3); OYeHb PEJIKO — MeYCHOYHAas
HEJI0CTATOYHOCTD, SHIE(AIONATHS y TAIUEHTOB C 3a00JICBaHUAMH IIEYEHH.

Co cmopoHbl NOJI0BLIX OP2AHOG U MONOYHOU JiceNle3bl. OUEHD PEIIKO — THHEKOMACTH.

Co cmopoubl Kposu u rumpamuyeckoi cucmemvl: PeIKo — JEHKONEHHs, TPOMOOLUMTOICHHUS;
OY€Hb PEJIKO — arpaHyJIOLHUTO3, IAHIUTOIICHHS.

Co cmoponbl UMMYHHOU CUCMEMbl. PEIKO — PEaKIWHM TUIEpYyBCTBUTEILHOCTH (HAlpHMep,
JTEXOpa/IKa, AHTHOHEBPOTHYECKH OTeK, aHaUIaKTHIeCKas PeakHs/aHaQUIaKTHIECKHH [IOK).
Co cmoponbl ObIXAMENbHOU CUCIEMbL, OP2AHO6 2PYOHOU KIemKuU U CpedOCMeHUs. PEIKOo —
OpoHxocnasMm.

Co cmoponbl noYex U MOYeEbLIB00AUUX Nymell. O9eHb PEIKO — HHTEPCTHIHATBHBIH HEDPHT.

Co cmoponbl op2ana 3penus: PeAKO — HEYETKOCTh 3PEH M~

Co cmoponvl obmena eewjecmé U NUMAHUA. HEYACTO — nepnﬁ?ﬁ%‘hegmge OTCKHTISéﬁﬁb -
TUIIOHATPUEMHUS; OYEHb PEAKO — TMIOMArHUeMHs; THIIOKAJIBIMEMHUST écnepﬂ%%’ TSDKETOM

THUIIOMarHueMHMH, THIIOKAJIMEMHUS BCIIEICTBUE THIIOMAarHuEMUH. IM-005 744-230819
Obwue paccmpoiicmea: peaKko — HeIOMOTaHHUeE, IIOTJIPIBOC”I:I:.MKH COTTACOBAH
ITepeno3npoBka . ————

Ha HacTOsImMH MOMEHT ONHMCAaHbl KpaiiHe pelKHe CIy4yaH YMBIIUICHHOH Mepe03HPOBKH.
[lepopanbHbli TpueM 330Menpasona B go3e 280 Mr compoBoxpancs obumiei c1abocTbio H
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CHMIITOMAaMH CO CTOPOHBI XKeITyI09HO-KHIIIEUHOT0 TpakTa. Paszosslii npuem 80 Mr s3omMemnpasona
HE BBI3BIBAJI KaKUX-JMOO OTPHIATEIbHBIX MOCIEJCTBHHA. AHTHIOT 330MeNpa3ojia HECH3BECTEH.
D30MEINpPa30J1 XOPOLIO CBI3bIBAETCS ¢ OeIKaMH IIa3MBl, T0ATOMY Auann3 Manoddextusen. [Tpu
TIepeIo3UpPOBKE HEOOXOAUMO MPOBOAUTH CHMIITOMAaTHYECKOE M OOIIEE MOIEPXKUBAIOIIEE
JICYCHHE.

B3anmojeiicTBHe ¢ IPYrHMH JIEKAPCTBEHHBIMH CPeICTBAMH

Bnusinue 330menpazona Ha hapmakokunemuxy Opyeux 1eKapCmeeHHblX npenapamos

CHIKEHHE CEKPELMHU COJITHOM KUCIIOTHI B JKeTyAKe Ha (DOHE JICUEHHs 330METPa30JIoM U IPYTUMHU
MHTHOMTOPaMH TIPOTOHHOM TIOMITBI MOYKET IIPUBECTH K CHIKEHHIO WM MOBBIIEHUIO abcopOIuu
IpenaparoB, BCAchIBAHME KOTOPBIX 3aBHCHT OT KHUCIOTHOCTH cpenbl. Ilogo6HO apyrim
npenapaTaM, CHIKAIOUIUM KHCIOTHOCTh JKEIYZOYHOTO COKa, JICYEHHE 330MEINpPa30/ioM MOXKET
IPUBOJIUTE K CHIYKEHUIO a0COPOIIMHE KETOKOHA30J1a, HTPAKOHA30/1a U SPJIOTHHHOA U MOBBILIEHUIO
abcopOLMK TaKuX MpenapaToB, Kak AMrokcuH. COBMECTHBIH NpueM omenpasona B 103e 20 mr
ONMH pa3 B CYTKH M JWIOKCHHA IIOBBIIAET OHOMOCTYMHOCTh JjurokcuHa Ha 10 %
(6MOIOCTYITHOCTD JUIOKCHHA MOBBIIANACH HA BeTHYHHY 10 30 % y ABYX U3 J€CATH IAllMEHTOB).
BbUIO 1MOKa3aHO, YTO OMENpa3oj B3aUMOJAEHCTBYET € HEKOTOPHIMH aHTHPETPOBHPYCHBIMU
npernaparaMi. MeXaHH3Mbl W KJIMHAYECKOE 3HA4YEHHE OTHUX B3aMMOJEHCTBHH HE Bcerzaa
H3BECTHBI. YBelnueHue 3HavyeHuss pH Ha (oHe Tepanuu OMENpa3’ojoM MOXET BIHMATh Ha
BCAChIBAHHE AHTHPETPOBHUPYCHBIX MpernapaTroB. Takke BO3MOXKHO B3aMMOJEHCTBHE HA YPOBHE
mzopepmernta CYP2C19. Ilpu coBMECTHOM NPUMEHEHHMH OMeENpasojia M HEKOTOPbIX
AHTUPETPOBUPYCHBIX IMPENapaToB, TaKMX KaK aTa3aHaBUp M HeluHABHp, HA (OHE Tepanuu
OMENpa3ojioM, OTMEYAeTCsl CHIKEHHEe WX KOHIEHTpalM# B chiBopoTke. Ilosromy mX
O/IHOBPEMEHHOE NPUMEHEHHe He pekomenayercs. CoBMecTHOE IpuMeHeHre oMenpasona (40 mr
OlMH pa3 B cyTkKH) ¢ arazanaBupoM 300 mr/puronaBupoM 100 Mr y 310pOBBIX J100pOBOJIBLEB
NIPUBOIMIIO K CYLIECTBEHHOMY yMeHblueHuto 6uonoctynHocty arazanaBupa (AUC, Cmax ¥ Crmin
YMEHBIIAIMCh TPUOIU3UTENbHO Ha 75 %). YBenwueHue m03bl arazanasupa g0 400 mr He
KOMIICHCHPOBAJIO BO3/IEHCTBUS OMENpa3osia Ha OMOI0CTYITHOCTh aTa3aHaBUpa.

[Ipy OJHOBPEMEHHOM TPUMEHEHHH OMEINpa3ojia M CaKBHHABHpa OBLIO OTMEYEHO IMOBBIICHAE
KOHIIEHTPAIIUK CAKBHHABHpPa B CHIBOPOTKE, IPH IPUMEHEHMH C HEKOTOPBIMH JAPYTUMH
AHTHPETPOBHPYCHBIMU IIperapaTaMi MX KOHLEHTpAIMs HE MEHs/ach. YUHMTHIBAs CXO/HBIC
(dapmakokuHeTHYeCKHe ¥ (papMakoJAMHAMUYECKHE CBOMCTBA OMeENpasojia M 330Merpasolia,
COBMECTHOE MPUMEHEHHE 330MeINpa3ojia C aHTHPETPOBUPYCHBIMH IperapaTamMu, TaKUMH Kak
aTa3aHaBHp U Hel(UHABHUP, HE PEKOMEH/YeTCS.

D3omenpaszon uHrubupyer CYP2C19 — ocHOBHON H30()epMEHT, y4acTBYIOLIMI B €ro
meraboim3me. COOTBETCTBEHHO, COBMECTHOE IPHMEHEHHE 330Menpasojia C JAPYTHMH
npenaparamu, B MeTaboiu3Me KOTopbix puHuMaet yyactue uzopepment CYP2C19, takumu kax
JMazernaM, LUTAIoNpaM, MMHIPAMHH, KIOMHUIpPAaMHH, (EHUTOMH H Jp., MOXKET NPUBECTH K
NOBBIIEHHIO KOHIEHTPALMH STUX IperaparoB B IUIa3Me, 4YTO, B CBOKO O4Yepeb, MOXET
norpeboBath CHWKEHHS 103l OO 5TOM B3auMOJEHCTBHM OCOOEHHO BAXHO NOMHHTB IIPH
IIPUMEHEHHUH 330MEINpa3ofia B pexuMe «Io Heobxoaumoctny». IIpu copmectHoM mpueme 30 mr
330Menpa3ofa M JMasenama, KOTopbii sBisiercst cyOcrparom m3odepmenta CYP2CI9,
OTMeYaeTcs CHIKeHHe KIIMpeHca auasenama Ha 45 %.

ITpumenenue 330Mernpasosa B 103e 40 MI IPUBOIMIIO K MOBBIIIEHHIO OCTATOYHON KOHIICHTPALUH
penuTonHa y nanUeHTOB ¢ -ImptencHeit—Ha —13—%. B cBI3M ¢ ITUM pPEKOMEHIyETCA
KOHTPOJIMPOBATH KOHLEHTPAlkH, (PEHHTQMHA) B Ikjia3Me B Ha4ase JICYCHUs 330METPa30JIOM U IPH

AM-005744-230819 )
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€ro OTMEHeE.

ITpumenenne omenpasosna B 03¢ 40 Mr oy pa3 B cyTku npuBoauio K ypennueHHio AUC # Cmax
BopukoHaszona (cyocrpar usodepmenta CYP2C19) na 15 % u 41 %, COOTBETCTBEHHO.
CosmecTHbIi npueM Bapdapuna ¢ 40 Mr 330Menpasojia He MPUBOIAUT K U3MEHEHHMIO BPEMEHH
KOAryJIsllM¥ y MalMeHTOB, UIMTENBHO NpuHUMalonmx Bappapud. Oxnako coolmanocs o
HECKOJBKUX CJIydasX KIMHHYECKH 3HAUYMMOro mnombimenus unaekca MHO (mexayHaponHoe
HOPMAJIM30BAaHHOE OTHOIIEHHE) NPH COBMECTHOM NpHMEHEHHH Bap(apuHa M 330Melpasolna.
Pexomennyercst koHTposipoBate MHO B Hauasie ¥ 110 OKOHYaHHHM COBMECTHOIO NPHUMEHEHHS
930Menpa3oiia U BapdapuHa WK ApyTuX MPOU3BOIHBIX KyMapHHa.

[To pesyabTaTaM WCCIEIOBAHMH OTMEYEHO (papMaKOKHHETHYECKOe/(hapMaKoIMHAMUYECKOe
B3aMMOJIEHCTBHE MEXIy KionumorpesnoM (Harpy3zounas noza 300 Mr ¥ moJuiep)KuBaromas 103a
75 mr/cyT) u 330MenpazosioM (40 Mr/cyT BHYTph), KOTOPOE NMPUBOIUT K CHIKCHUIO SKCIIO3HIIHU
aKTHUBHOIrO MeTabosuTa Kiomujaorpena B cpeaHeM Ha 40 % W CHHIKEHHMIO MaKCHMAlIbHOIO
uHru6upoBanus AJIO-uHIyIHPOBAHHOIM arperaliui TPOMOOIUTOB B cpeiHeM Ha 14 %.
KivHuYeckas 3Ha4MMOCTh 3TOTO B3aUMOJEHCTBHS HE SICHA. B MIPOCIIEKTHBHOM HCCIICIOBAaHUH Y
MAIMEeHTOB, MOJYYaBIIMX IU1ane60 Wi OMenpa3os B 03¢ 20 MI/CyT OJJHOBPEMEHHO C Teparuei
KJIONUJIOTPEJIOM U aneTricamuiuioBoit kucnotoi (ACK), u npu aHamuse KIMHHYECKUX HCXOI0B
MacIITaOHBIX PAHIOMH3HPOBAHHBIX MCCIEIOBAaHHH He OBLIO IOKAa3aHO IOBBILICHUS PHCKA
CEep/IEYHO-COCYIUCTBIX OCJIOKHEHHH TIpH COBMECTHOM IPUMEHEHHH KJIONMUAOrpena M
MHIMOMTOPOB IPOTOHHON TTOMITBI, BKJIIOYAsk 330MEIPa30Jl.

Pe3ynbrarsl psijia HaOJIIOATETbHBIX MCCICOBAHHM IPOTHBOPEYHBBI H HE JAIOT OZHO3HAYHOIO
OTBETa O HAIMYHAM WIM OTCYTCTBHH  IIOBBIICHHOTO pHCKa TPOMO0IMOOIMYECKHX
CepIeYHO-COCYANCTHIX OCIOKHEHHH Ha ()OHE COBMECTHOrO IPHMEHEHUs KIIOMHAOrpena H
UHTUOUTOPOB POTOHHOMN MOMIIBI.

[Ipy TnpUMEHEHWM KJIOMMAOrPeia COBMECTHO ¢ (uKcupoBaHHOH koMOunaumedr 20 wmr
»omenpazona U 81 Mr ACK sKkCrmo3uuust akTHBHOIO MeTabOJIMTa KIIOMUIOTpea CHH3MIIACh
nourd Ha 40 % 10 CpaBHEHHIO C MOHOTEpANHEH KJIOMUIOIPEIOM, MPH 3TOM MaKCHMaIbHbBIC
ypoBHH HHrHGHpoBanus AJ[D-MHIYIIHPOBAaHHON arperanui TpOMOOIUTOB ObUTH OJMHAKOBBIMH,
4TO, BEPOATHO, CBA3aHO ¢ 0 JHOBpeMeHHbIM npreMoM ACK B HU3KOI 103€.

[IpuMmeHenue omenpasoia B 103 40 Mr mpuBOuIIO0 K yBenHueHHI0 Cmax 1 AUC 1miiocTasona Ha
18 % u 26 %, COOTBETCTBEHHO; JUIs OJIHOTO M3 aKTHBHBIX METaOOIUTOB IIHJIOCTA30J1a YBETHYCHUE
coctaBuio 29 % u 69 %, COOTBETCTBEHHO.

CoBMecTHBIH npueM nusanpujga ¢ 40 Mr 330Menpasolia HPUBOJMT K MOBBIMICHUIO 3HAYCHHH
(hapMaKOKMHETHYECKHX TIapaMeTpoB LU3anpuza y 310poBbix go6pososbues: AUC — Ha 32 % u
nepro/a nosyBbiBeieHnst Ha 31 %, 0ZIHaKO MakCHMallbHas KOHUCHTpPAIMs [H3apH/a B I1a3sMe
IIPH 5TOM 3HAYMTEBHO He M3Mensiercs. HesnauntensHoe ymmnenne untepana QT, xotopoe
HaOMIOaIoCh ITIPH  MOHOTEpAMHM  LM3aIpUAOM, NpH 100aBIEHHH 930Mempasona He
YBEJIHUHBAIOCH (cM. pazjen «Ocobble yKa3aHHs»).

IIpy OHOBPEMEHHOM IIPUMEHEHHH 930MEINpa3osia i TaKPOJIMMyca ObLIO OTMEUCHO IOBBILIECHHE
KOHIICHTPAIUH TaKPOJIUMYCa B CHIBOPOTKE KPOBH.

Y HEKOTOPHIX MAIMEHTOB OTMEYAIM IOBBIIEHHE KOHIEHTPAMM METOTpekcara Ha (oHe
COBMECTHOTO IIPUMEHEHHs ¢ HHTHOUTOPaMHU IIPOTOHHOM momIibl. [Ipn npuMEeHEHNH BBICOKHUX /103
MEeTOTpeKcaTa ClIeAyeT pacCMOTPETh BO3MOXKHOCTH BPEMEHHOH OTMEHBI 930MENpa3oJia.

D30Menpa3on HE BHI3BIBAET KIMHUYECKH 3HAYAMBIX M3MEHEHHH  (PapMaKOKHHETHKH
MUH3IPAB POCCHH

AMOKCHUILIMJTHHA U XUHH/IMHA.
J-005744-230819
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WccnenoBanuss 1O OIEHKE KPAaTKOCPOYHOIO COBMECTHOIO IIPUMEHEHHs 330Menpasoja H
HAaNpOKCeHa WM popeKOoKcHOa He BBISBUIM KIMHHYECKH 3HAYMMOro (hapMakOKHHETHYECKOTro
B3aUMO/ICHCTBHS.

Brusinue nexapcmeenHvix npenapamos Ha apmMakoKuHemuKy 330Menpaszond

B meraGomm3me 33oMmenpaszona npuHumaror ydactie usodepmentsr CYP2C19 u CYP3A4.
CoBMeCTHOE IIPUMEHEHHE 930MEIpa3oJia ¢ KIapuTpoMuuHoM (500 Mr 2 pa3a B CyTKH), KOTOPBIH
uarubupyer uzodpepment CYP3A4, npusoaut k yBeaunuenuio 3Hauenus AUC s3omenpasona B
2 pasa. CoBMecTHOE TNpMMEHEHHE 530Menpa3oia M KOMOWHMPOBAHHOIO HHIHOMTOpA
nzodepmentos CYP3A4 u CYP2C19, Hanpumep, BOPHKOHA30J1a, MOXKET PUBOHUTE K OoJiee ueM
2-x kpatHoMy yBenuenuto 3HadeHuss AUC uis a3omenpasosia. Kak nmpaBuiio, B TAKHX CIIydasx He
TpeOyeTcss KOppeKUMH J03bl 330Menpaszona. Koppekuus 036l  330MeNpazojia  MOXKET
110TpebOBaThCs Y MAIMEHTOB ¢ TSDKEJIBIM HapyIIeHHeM QYHKIUH II€YEHH M IIPH JUTUTEIIEHOM €ro
IIPUMEHEHHH.

JlexapcTBennble npenapathl, uaaynupyromue nodepmentel CYP2C19 u CYP3A4, Takue Kax
puGaMIUIMH W Tpenaparsl 3Bepo00s MPOIBIPSIBICHHOrO, IPH COBMECTHOM IPUMEHEHHH C
330MeIPa30JI0M MOTYT IIPHBOIUTE K CHIYKEHUIO KOHIIEHTPAIUH 330MeTpa3oJia B I1a3Me KPOBH 3
cYeT yCKOpeHus: MeTabosin3Ma 330Menpasoa.

Oco0ble ykazaHus

I[Tpu HaTMyYKHK JTFOOBIX TPEBOXKHBIX CHMIITOMOB (HallpUMeEp, TAKMX KaK 3HAUMTE/IbHAs CIOHTAHHAs
TOTepsl Macchl Teja, MOBTOPHAA PBOTA, Auc(arks, pBoTa ¢ IPHUMECHIO KPOBH MM MEJEHa), a
TaKIKe IPH HAJMYHMH A3BBI XKEIy IKa (M IPH TOJ03PEHHUH Ha A3BY JKEJIY/Ka) CIIEAyeT HCKIIOIUTH
HaJIMYUE 3JI0KAYECTBEHHOTO HOBOOOpA30BaHUS, IOCKOJBKY JIEYEHHE I30MEINPA30JIOM MOXKET
IIPUBECTH K CIIIQ)KUBAHUIO CUMITTOMATHKH U OTCPOYHMTH IIOCTAHOBKY JIHArHo3a.

B penkux ciy4yasX y HaUEHTOB, JUIMTEIbHOE BpEMS IPHHUMABIIMX OMENpPasoll, Ipu
THCTOJIOTMYECKOM MCCJIE0BAHMKE OMOINTATOB CIU3UCTONH OOOJOYKM Tejla JKEIyIKa BBIABIISICS
aTpoUUeCKuil racTpUT.

[lanueHTs], TPHHUMAOIKE NIPEapar B TEYCHHE UTHTEIBHOT0 nepuoa (ocobenno 6oee roja),
JIOJDKHBI HAXOJAUTHCS IO PEry ISIpHBIM HaOIIOICHHEM Bpaya.

[TalMenTsl, NPUHMMAIONIKE  330MENpa3oi  «II0  HEeOOXOAMMOCTH»,  JO/KHBI  OBITh
IIPOMHCTPYKTHPOBAHBI 0 HEOOXOAMMOCTH CBA3ATHCS CO CBOMM BPayoOM IIPH H3MEHEHHHU XapaKTepa
cuMnToMOB. [IpHHUMas BO BHHUMaHWe KoyieOaHWs KOHLEHTPAlMH 330MENpa3ojia B IUiasMe IpH
Ha3HAYEHHH TEPANUK «I10 HeOOXOAMMOCTUY, CIIEAYeT YUYHThIBATh B3aUMO/ICHCTBUE Iperapara ¢
JAPYTHMH  JIeKapCTBEHHBIMH cpelcTBaMH (cM. pasnen «BsammoneiicTBue ¢ JIpyrHMH
JIEKApCTBEHHBIMHU CpeJICTBaMK»). [Ipy Ha3HAaueHHH 330Menpasoa s spanukanuu Helicobacter
pylori 1ODKHA YYHTBIBATBCS BO3MOXKHOCTH JIEKAPCTBEHHBIX B3aMMOJIEHCTBHH JUIS BCeX
KOMIIOHEHTOB TpoifHOM Tepanuu. KiapurpoMuius sBisercss MOmHbIM uHruoutopom CYP3A4,
[I09TOMY [pH HA3HAYEHHH OJPaJMKAIMOHHOM Tepanuu [auMeHTaM, MOJTy4alOIHUM JIpyTHe

npenaparsl, Metabonusupyromrecs ¢ yaactueM CYP3A4 (manpumep, nusanpuia), HE0OX0IMMO
YYHUTHIBATH BO3MOJKHBIE IPOTUBOIOKA3aHUs M B3auMozeicTBHs }Wréﬂlji)%r\fﬁﬁﬁ%” C JTHMH
JIEKapCTBEHHBIMU CPEACTBAMH. T -005744-230819

Bnusinue na noxkazamenu 1a60pamopHuix uccieo006anuil —_—

D30Menpa3ol1 crocoOeH BhI3BAThH IOBBIIIEHHE YPOBHS xpOMonpaﬁnuzg_%iéqugawi&I HUCKaXKaTh
pe3ynbTaThl 00CIeI0BaHMI PH HEHPOIHIOKPHHHBIX OIMyX0JsiX. Bo m3bexanue sTux npobiem,
JIEUEHHE 330MEMNPA30jIOM CJIe/lyeT BPEMEHHO NPHUOCTAHOBHUTH, KAK MUHUMYM 32 IIATh JHEH 0
OTpeIe/IeHUs] XpOMOTrpaHHHa A.

D30Menpa3o, Kak W BCE JIEKApCTBEHHbIE Ipenaparhbl, CHHKAIOUIWE KHUCJIOTHOCTh, MOXKET
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NPUBECTH K CHYIKEHHIO BCACHIBAHWS BUTaMHHA B2 (ImMaHOKOOanaMHHA) B CBS3M C THIO- WA
axJIoprupueii. DTo ClielyeT yIUTHIBATh Y MALMEHTOB ¢ (PaKTOpPaMHU PUCKA CHUIKEHUS abcopOuuu
BUTaMHUHA B2 pu 10rocpoyHoil Tepanmy.

[Ipy mpUMEeHEHHH HHIHOMTOPOB MPOTOHHOIO HAcoca, OCOOEHHO MpPH HMX HCIOJIb30BaHHU B
GONBIIMX /032X M B TEYEHHE IIPOJODKMTEIBHOrO mnepuoxa (> 1 roma), BO3MOXEH PHCK
BO3ZHMKHOBEHHS T1EPEJIOMOB IeiKu Ge/pa, KOCTell 3arsicThs U MO3BOHKOB (0COOEHHO Y MOXKHMIIBIX
MALUEHTOB).

Bimusinue Ha coco0HOCTH YIPABJISTH TPAHCIIOPTHBIMH CPEACTBAMH, MEXAHH3MAMH

B cBsi3u ¢ TeM, Y4TO BO BpEeMs TEpaIlMU 30MEIPa30sIoM MOTYT HAOIIOAAaThes OJOBOKPYKCHHE,
HEYETKOCTh 3PEHHS M COHJIMBOCTh, CJIEAYeT COOII0JaTh OCTOPOXKHOCTH MpPH YIPaBICHHH
ABTOTPAHCIIOPTOM M JIPYTHMMHU MEXaHH3MaMHU.

®opma BbIITyCKa

TabneTku KUIIEYHOPACTBOPUMBIE, TIOKPBIThIE 0007104K0M, 20 Mr, 40 Mr.

[To 10 uam 14 TabneTox B KOHTYpHOIl syeiikoBoi ymakoBke u3 mieHkd [IBX/TIBJX u ¢onbru
amomuaueBod uian 1mo 30 wim 80 Tabneroxk B OaHKy W3 MOJIMATHIEHA HU3KOIO JaBJICHUS,
YKYTIOPEHHYIO KPBIIIKOH U3 MOTUATHIECHA HU3KOIO JaBJICHHsS C KOHTPOJIEM NEPBOT0 BCKPBITHS
(MpOKIaKa-BK/IAABII HA TMOJMMEPHOM M KapTOHHOW ocHoBe) mim Oe3 Hero. Ha Oanky
HAKJIEMBAIOT ITHKETKY CaMOKJIESIIYIOCS.

I[To 1 6anke mwam no 1, 2, 3 win 4 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK BMECTE ¢ HHCTPYKIUEH IO
MeIUIIMHCKOMY TPUMEHEHMIO TIOMEIIAIOT B I1a4YKy U3 KapTOoHa.

Yc/j10Busl XpaHeHHS

B 3amuIneHHOM OT CBETa MecTe IpH TeMunepaType He Boiue 25 °C.

XpaHUTH B HEJOCTYITHOM JUIS JIETEH MecTe.

Cpok roanocTn

2 roja.

He npuMeHSTH 110 HCTEYEHUH CPOKA I'OJIHOCTH.

YcioBus 0TIyCKa

OTmycKaroT 10 peLenry.

IIponsBoauTen

000 «H13Bapuno @apmay, Poccus

108817, r. Mocksa, nocenenne BaykoBckoe, BHyKkoBckoe mmocce 5-i kM, 10MoBIajieHue 1, cip. 1.
IIpemen3suu nompebumeneil HanpasAMb 6 AOPeC NPOUIEOOUMENS.

000 «H3Bapuno Papmay, Poccus P 7

108817, r. MockBa, mocenenue BrykoBckoe, BHYKOBCKOE mocce S5-if KM, 10MOBajienue 1, CIp. 1.
Ten.: +7 (495) 232-56-55 MHUH3IPAB PoCCHY

daxc: +7 (495) 232-56-54 AM-005744-230819

COTACOBAHO
HauanpHUK OT/1€]1a perucTpanun 4{ o
000 «M3Bapuno dapmay E.A. Ilocnienosa
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