MUWHHUCTEPCTBO 3/IPABOOXPAHEHM ST POCCUIICKON ®EEPALIUU

NMHCTPYKLMA

110 IPUMCHCHUIO JICKAPCTBCHHOTIO IIpCIiapara JJId MCAUTTUHCKOI'O IIPUMCHCHUW A

HUHCITPA®

Perucrpanmnonnsiii Homep: JICP-004052/10

Toprosoe HaumenoBanue: Mucrpa®

MexayHapoaHOe HeMATEeHTOBAHHOE HAUMEHOBAHME: STUIEPEHOH
JlekapcTrBeHHas ¢opma:

Ta0JIETKU, TOKPBIThIE TNIEHOUYHOI 000J10YKOI

Cocras:

1 TabneTka COEePKUT:

AelCTBYOIIEE BEeCTBO: 31iepeHoH 25 mr unu 50 mr;

BCIIOMOTaTeJIbHbIe BellecTBa: JAakTo3sl MoHoruapar 35,700/ 71,400 wmr, memioiio3a
mukpokpuctamnaeckas (PH-101) 15,375/ 30,750 mr, kpockapmesuto3a Hatpus 4,250/ 8,500 mr,
runpomenosa 2,550/ 5,100 mr, natpus naypuicynbdat 0,850/ 1,700 mr, Tansk 0,850/ 1,700 mr,
maruus creapar 0,425/ 0,850 wmr;

nJjieHoYHas odosouka: Omanpaii sxenrorit YS-1-12524-A 3,825/ 5,10 mr [runpomersuiosa, THTaHa
TTMOKCHU]I, MAaKpOToJ1, mosincopoat-80, KpacuTesb jKene3a OKCUJI )KEIThIH, KPaCHTENb JKeJe3a OKCHT

KPacHBIH].

Onucanue:

Tabnemku 25 me: »enTble, pOMOOBUAHBIC TAOJETKH, MOKPBITHIE IUIEHOYHOW OOOJIOYKOH, C
rpaBupoBkoil «Pfizer» Ha ogHoi cTopone, «NSR» Hax nmgpoit «25» Ha npyroii cropone.
Tabnemku 50 me: xentble, poMOOBHIHBIE TAONETKH, MOKPHITHIE IUIEHOYHOW OOOJIOUKOH, C

rpaBupoBkoit «Pfizer» Ha onmHo# cTopoHe, «NSR» Hax uudpoit «50» Ha Ipyroit CTOpoHeE.

dapmakoTepaneBTHUYECKas TPYNIA: IUYyPETUYECKOE KaluiicOeperarolee CpeacTBo.

Koa ATX: CO3DA04
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DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

OmiepeHoH 00/1aJaeT BBICOKOH CEJIEKTUBHOCTBIO B OTHOUIEHUHM MHUHEPAJIOKOPTHUKOUIHBIX
PELENTOPOB y YeJIOBEKa B OTJINYHME OT INIFOKOKOPTUKOMIHBIX, IPOr€CTEPOHOBBIX M aHAPOTCHHbBIX
pPELENTOPOB M TPENSATCTBYET CBS3BIBAHUIO MHUHEPATOKOPTUKOMIHBIX C AJIbJOCTEPOHOM -
KJIFOUEBBIM TOPMOHOM PEHMH-aHTHOTEH3UH-albocTepoHoBOM cucteMbl (PAAC), koropblit
y4acTByeT B PeryJisiluy apTepHanbHoro aasieHus (AJ]) u maroreHese cepleYHO-COCYAUCTBIX
3a00JIeBaHUM.

OIIepeHOH BbI3BIBACT CTOMKOE YBEIMUCHHE aKTUBHOCTH PEHIHA B TUIa3Me KPOBH M AJIbJJOCTEPOHA
B CHIBOPOTKE KpoBU. BrmocneactBuu, cekpenus peHUHA MOJABISAETCS ailbJOCTEPOHOM II0
MeXaHu3My oOpaTHOW cBsi3u. IIpu 3TOM MOBBIIIEHNE AKTUBHOCTU PEHMHA WM KOHLEHTpAIUU
LUPKYJIUPYIOLIETO albJIOCTEPOHA HE BIUAET Ha 3(P(EKThI S1IepeHoHa.

O} PeKTUBHOCTh JIUIEPEHOHA W3Y4YaJld B JBOWHOM CJICTIOM  IUIAICOOKOHTPOIHPYEMOM
uccienosannu EPHESUS (Eplerenone Postacute myocardial infarction Heart failure Efficacy and
SUrvival Study) y 6632 naiiueHtoB ¢ ocTpbiM HH(papkToM Muokapaa (MM), nucdyHKIiuei 1eBoro
xenyaouka (JIK) (ppakuus Beidopoca (OB) < 40 %) u ¢ KIMHUYECKUMU MTPU3HAKAMU CEPICYHON
HepocTaTouHOCTH. B Teuenue 3-14 nuei (B cpemHeM 7 THEH) Mociie OCTporo HH(papKTa MHOKapaa
narreHTaM Ha3Havallv SIUIEPEHOH WU TUTale0o0 B IOTIOJIHEHHUE K CTaHIapTHOW Tepanuu. Jleduenne
HAYMHAJIU C J103bl 25 MI' OIMH Pa3 B CYTKHU U K KOHIlYy 4 He/lenH yBeJInuuBaiu 10 50 Mr ouH pa3
B CYTKH, €CJIM COJIep’KaHHe KaJIusl B CBIBOPOTKE KPOBH OCcTaBanoch MeHee 5,0 Mmoub/i1. Bo Bpems
UCCIICIOBAaHUST ~ TAIMEHTHl  TOJyYald  CTaHZAPTHYIO  TEpamuio ¢ IpUMEHEHHEM
aleTUICATUIIMIIOBON KHCIIOTBI (92 %), MHTHOUTOPOB
aHrHOTeH3MH-TIpeBpaiarniero gepmenra (AIID) (90 %), Oera-agpenobnokaropoB (83 %),
HutpatoB (72 %), «meTieBbIX» AUYPETHKOB (66 %) wiM WHrHOMTOPOB 3-THUAPOKCH-3-
MeTmiryTapuikodH3um A peaykrassl (I'MIT KoA-peaykrassr) (60 %). I[lepBuuHOi KOHEUHOM
TOYKOW B MCCJEIOBaHUU OblIa 00Ias CMEPTHOCTb, @ KOMOMHUPOBAHHOM KOHEYHON TOYKOW —
CMEPTHOCTH MJIM TOCTIMTAJIN3ALUH IO TIOBO/IY CEpJCUHO-COCYIUCTBIX 3a00neBanuil. B pesynbraTe
TEpanuy 3IUIEPEHOHOM PUCK OOIIeld CMEPTHOCTH ObLT CHMXKEH Ha 15 % (OTHOCHUTENIbHBIA PUCK
0,85; 95 % moBepurenbubiii uaTepBan (M), 0,75-0,96; p=0,008) mo cpaBHeHHIO C MIanebo,
TJIaBHBIM 00pa3oM 3a CYeT CHIDKEHHSI CMEPTHOCTH B pe3yJbTaTe CepAedHO-COCYIUCTHIX
3a0oneBaHui. PUCK JIeTaTbHOTO MCX0/1a WM TOCHHUTAIN3AIUU IO MTOBOY CepACYHO-COCYTUCTHIX
3a00JeBaHU MPU TPUMEHEHUH 3IUIepeHoHa ObuT cHIKeH Ha 13 % (oTtHocuTenbHbIN puck 0,87;

95 % JIH, 0,79-0,95; p=0,002). CHmKeHue aOCOIIOTHOTO PUCKA JUISA JIBYX KOHEUHBIX TOYEK —
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oOmieil CMEpTHOCTM M CMEPTHOCTH/TOCHHMTAIU3alMU [0 TOBOJY CEepIEUYHO-COCYAUCTHIX
3a0oJieBanuii — coctaBmio 2,3 u 3,3 % COOTBETCTBEHHO.

B knunanyeckoe uccnenosanne EMPHASIS-HF (Eplerenone in Mild Patients Hospitalization And
Survlval Study in Heart Failure) 6butn BitoueHs! 2 737 mMaueHTOB ¢ XPOHUYECKOM CepaeuHOi
nenocratouHocThio (XCH) Il dyrknuonansuoro kiacca (PK) mo kinaccudpukamun NYHA (New
York Heart Association) u BeipaskeHHO# cucTONMYecKor nucdyHkimei (cpennee 3Hauenne OB
JIK B uccnenoBanun cocraBuiio 26,1 %). Cpennuii nepuon HaOmonenus — 21 mecsiu. B rpymnme
AKTHUBHOTO JICYEHHUS SIIEPEHOHOM Tepe]] BKIIFOUEHUEM MallMeHThl MPUHUMAIA HHTUOUTOPBI ATID
Wi O1okatopsl perenTopoB K anruotensuny Il (94 %), Gera-agpenoOGiokatopsl (86,6 %).
[TepBuunas KOHEeUHast TOYKa: CMEpThH oT
CepACYHO-COCYUCTBIX  MPUYMH  WJIM  TOCHUTAIM3AlUs 1O  TOBOAY  CEpACYHOU
nenocratounoctr (CH). Kinunnueckoe ucciemoBanne EMPHASIS-HF mpoaemoncTpuposaio,
4TO MPUMEHEHHUE dIUIEpPEeHOHa B cpeaneit no3e 39,1+13,8 mr/cyT (25-50 mr) y nanuentos ¢ XCH
Il ®K mo knmaccupukanmm NYHA cHIKaeT cMEpTHOCTb, CBS3aHHYIO C CEpACYHO-COCYUCTHIMU
3aboneBanusamu Ha 37 % (p<0,001). Kimmandeckas 3¢ppeKTHBHOCTH ObliIa POIEMOHCTPUPOBAHA,
[JIaBHBIM 00pa3oM, NpH NPUMEHEHUH OSIUIEPEHOHAa Y TMAalMEeHTOB B BoO3pacTe 10 75 JerT.
O} exTUBHOCTH TEepanuu y MalrueHTOB B BO3PACTE CTapIle 75 JeT He U3ydaach.
Inexmpokapouozpagus

B wuccnenoBaHusX 1O HM3YYCHUIO TUHAMUKHU 3ekrpokapauorpammbl (DKI) y 3mopoBbix
JTOOPOBOJBIIEB CYIIECTBEHHOTO BJIMSHHUS SIJIEPEHOHA HAa YacTOTY CEpJCYHBIX COKpalleHUH
(UCC), nnutenbHOoCcTh HTEpBasioB QRS, PR unu QT He BbIsIBIIECHO.

DapmakoKkunemuxa

Bcacvieanue

AbcomoTHas OMOIOCTYTHOCTD SIUIEPEHOHa cocTaBisieT 69 % mnocne npuema 100 mr smiepeHoHa
BHYTpPb B BHJE TaOseTOK. MakcuMmaibHas KOHIEHTpamus B mia3mMe KpoBU (Cmax) TOCTHTaeTCs
npumMepHo yepe3 1,5-2 gaca. Cmax W IJIOIIAAL MMOJ KPUBOM «KOHIEHTparusa-spems» (AUC)
JIMHEWHO 3aBUCAT OT H03bI B auamna3one or 10 go 100 mMr u HenamHelHO - B no3e 6onee 100 mr.
PaBHOBecHOE cocTOsiHUE AOCTUraeTcs B TeueHue 2 auei. [Ipuem nuim He BiausieT Ha abcopOLutio.
Pacnpeoenenue

OnnepeHoH npumepHo Ha 50 % cBa3bIBaeTcs ¢ OelakaMu IUIa3Mbl KPOBHU, MPEUMYIIECTBEHHO C
anb(pal-KUCTOTHOW TPYNMNOM TJIMKOMPOTEWHOB. PacueTHbli 00BEM pacmpeneieHus B
PaBHOBECHOM COCTOSIHUM cocTaBiisieT 42-90 1. D1uiepeHoH NPEeMMYIIECTBEHHO HE CBSI3BIBAETCS C
HPUTPOLIUTAMH.

Memabonusm
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MeTabo13M S1IepeHOHa OCYIIIECTBIISIETCS, B OCHOBHOM, 1101 ieiicTBueM n3odepmernta CYP3A4.
AKTHBHBIC METaOOJIUTHI SIIJICPEHOHA B IJIa3Me KPOBH HE UACHTU(DUIIUPOBAHEI.

Buviseoenue

B neusMeHeHHOM BHJE uepe3 MOYKM M KHUIIEYHHK BBIBOJIUTCS MeHee 5 % J103bl SIUIepeHOHA.
[Tocne 0HOKPATHOTO MpHeMa BHYTPh MEUYEHHOI'O JIIEPEHOHA, 0K0JI0 32 % 1036l BHIBOJUIOCH
yepe3 KUIIEYHUK U 0KoJIo 67 % - uepe3 mouku. [lepros momyBhIBEICHUS SIUIEPEHOHA COCTABIISIET
0KO0JI0 3-6 9acoB, KITUPEHC M3 MJ1a3Mbl KpoBU — ipuMepHo 10 i1/4.

Ocobvie 2pynnui

Bospacm, non u paca

®apMaKOKMHETHKA 31jiepeHoHa B Jo3€ 100 mMr oaMH pa3 B CYTKM M3y4yaslach y HOKUIIBIX
NAUEHTOB (= 65 JieT), MyXX4YMH M JKEHIIUH, a TaKXe Yy IPEeACTaBUTEIEH HErpouIHON pachl.
dapMakOKMHETUKA 3IIJICPEHOHA CYIIECTBEHHO HE OIMYajach y MYKYMH U JKEHIIUH. B
PaBHOBECHOM COCTOSIHUM Y MOKHJIBIX MAIlMEHTOB OTMeYaioch moBbimeHne Cmax (22 %) u AUC
(45 %), mo cpaBHEHHIO C TMamKMEHTaMH MoJsiogoro Bospacta (18-45 ner). YV mpeacraButeneit
HerpouIHoi pacel 3HaueHuEe Cmax B paBHOBECHOM COCTOSsIHMM Obu10 Ha 19 % Huxke, a AUC — Ha
26 % uwmxe (cM. pazaen «Crnocod mpuMeHEHHUs U T03bD»).

Tonynayus nayuenmos demckozo 6ospacma

[MomynsmmonHast  (apMakOKHMHETHYECKass MOJeNb Ha OCHOBE 3HAUCHHH KOHIICHTPALUU
SIUIEPEHOHA U3 IBYX MCCIIEI0BaHUM ¢ yyacTheM 51 maruenTa 1eTcKoro Bo3pacTa ¢ apTepuanbHON
runepTeHsueil B Bozpacrte oT 4 no 16 jieT mokasana, yTo Macca Tejla MalMeHTa OKAa3bIBaeT
CTaTUCTHUYECKHU 3HAYMMOE BIMSHUE HAa 00BEM pactpeiesIeHHs MJIEPEHOHA, HO HE Ha €T0 KIIMPEHC.
[Ipenmonaraercsi, 9To 00BbEM pacIpeeNieHus] UICPEHOHA W MaKCUMallbHOE BO3ACUCTBUE Y
MaryeHTa JIETCKOro BO3pacTa ¢ OoJblIeil Maccoil Tena Oy IyT aHaJIOTHYHBI TAKOBBIM Y B3POCIIOTO
C TaKoM ke Maccoi Tena; y MalueHTa ¢ Maccoi Tena MeHee 45 Kr o0beM pacripesiesieHus: Oyaer
npuMepHo Ha 40 % HuKe, a MAaKCUMaJIbHOE BO3JEWCTBUE BBIIIE, YEM Y B3pPOCIOr0 C TUIMMYHON
Maccoi Tena. JIedeHue 3MIepeHOHOM HauWHAIM B J03€ 25 MI' OJJUH pa3 B CyTKH y NAI[MEHTOB
JIETCKOTO BO3pacTa, TOBBIIIAs JI03y Iperapara 0 25 Mr /iBa pa3a B CYTKH uepe3 2 HeJelu U B
KOHeyHOM utore /1o 50 Mr J1Ba pa3a B CyTKM IIpU HATMYUM KIMHUYECKUX MokazaHuil. [Ipu npueme
npernapara B 3TUX J103aX CaMble BHICOKHE HaOJr01aeMble 3HaUEHUsI KOHIIEHTPAIUH JIUIEPEeHOHA Y
MAIMEeHTOB JIETCKOTO BO3pacTa He OBbUTH 3HAYMTEIHFHO BBINIC, YeM y B3POCIBIX, HAYaBIIMX
MOJIy4aTh 3IUIEPEHOH B 03¢ 50 MI OJUH pa3 B CYyTKHU.

Ioueunas nedocmamounocmo

DapMakOKHMHETUKY OJIUIEPEHOHA HU3yYald Yy TMAalUeHTOB C IIOYE€YHOM HEeJOCTaTOUYHOCTHIO
Pa3IMYHON CTETIeHU TSHKECTH W Y MAIlMeHTOB, HAXOIIIUXCS Ha TeMoauanuse. [1o cpaBHEHHIO ¢

KOHTPOJBHOW TPYNIOM Yy MAIlMEHTOB C TSDKEJIOW IMOYEYHOM HEIOCTaTOYHOCTHIO BBISBUIN
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yBenuueHue paBHOBECHBIX AUC u Cmax Ha 38 % u 24 % COOTBETCTBEHHO, a y MHALMEHTOB,
HAXOSAIIUXCS HAa TeMOJUAIN3e — UX CHIDKeHHe Ha 26 % u 3 %, cooTBercTBeHHO. Koppensuu
MEXY KIMPEHCOM SIUIEPEHOHA M3 IUIa3Mbl KPOBH M KIMPEHCOM KpeaTHHHHA HE OOHapy>KEHO.
DIJIEpeHOH He yaamseTcs npu remoaunanuse (cM. pasaen «Ocodbie yKazaHusa»).

Ileyenounas neoocmamounocmo

®apMaKOKMHETUKY »SIulepeHoHa B J03¢ 400 Mr cpaBHUBaIM y MALUEHTOB C YMEPEHHBIM
HapymienneM ¢QyHKuu nedeHn (kimacc B mo wimaccupukammm Yainn-I1ei0o) u 310pOBBIX
nobpoBosbiieB. PaBHoBecHble Cmax 1 AUC smuiepenona Obutn yBenuueHsl Ha 3,6 % u 42 %
cooTBeTCTBEHHO (cM. pasgen «Croco0 MpUMEHEHHUs W JI03b»). Y MAalMEHTOB C TSKEJOM
[IEYEHOYHON HEJOCTaTOYHOCTHIO JIUIEPEHOH HE M3ydalics, [I03TOMY €ro INpHUMEHEHUE B 3TOH
TpYIINE MalUeHTOB HEe MoKa3aHo (cM. pazaen «IIpoTuBonokazanusy).

Cepoeunas nedocmamounocno

dapMaKOKMHETHKY 3IIEpEeHOHA B 103€ 50 mMr

U3ydald y MaiueHToB ¢ cepaeunoit HempocratouHocthio (I1-IV @K mo NYHA). PaBroBecHbie
AUC u Cmax y TallMEHTOB € CEpACYHON HETOCTaTOYHOCTHIO ObLTH cooTBeTCTBEHHO Ha 38 1 30 %
BBIIIIE, YEM Yy 370POBBIX JOOPOBOJIBLIEB, MOAOOPAaHHBIX MO BO3pacTy, Macce Teia W moiy. B
COOTBETCTBUM C OSTUMHU pe3yjibTaTaMU MOIMYJSIIUOHHBIA (HapMaKOKMHETHYECKU aHaIN3
SIUJICPEHOHA, OCHOBAHHBIN Ha MOArpYyIne nanueHToB u3 uccienoBanus EPHESUS, ykaspiBaer Ha
TO, YTO KJIMPEHC 3IJIEPEHOHA Y MALIUEHTOB C CEPJICYHON HETOCTATOYHOCTBIO CXO/IEH C TAKOBBIM Y

3A0POBLIX IMMOKUJIBIX J'IIO,Z[GI71 .

IToka3zanus k NPUMECHCHUTIO

e B JIONOJIHEHHUE K CTaH/IApPTHOM Tepanuu, BKIIOYas Tepanuio Oeta-0iokaTopaMu, C LENbo
CHIDKEHHSI PUCKA CEePJICUHO-COCYIUCTON CMEPTHOCTH U 3a00JI€BAEMOCTH y TAIlUEHTOB CO
cTabwibHOM aucdyHKuuen meBoro xenymouka (¢ppakuust BeiOpoca < 40 %) wu
KIMHUYECKMMHM  TPU3HAKaMH  CEpJEYHOM  HEJOCTaTOYHOCTH  IOCJIE€  HEJABHO
NEPEHECEHHOr0 NH(apKTa MUOKap/a,;

e B JONOJHEHHWE K CTaHJIApPTHOM ONTHUMAaJbHOM Tepanuu C ILEedbl0 CHWKEHUS pHUCKa
CEpJICYHO-COCYIUCTON CMEPTHOCTH M 3a00JIEBa€MOCTH Yy B3pPOCIbIX MAIMEHTOB C
CeplIeYHON HeAOoCTaTOYHOCThIO (XpoHudeckoil) |l dyHKIMOHamBPHOrO Kiacca M0
KIIacCU(UKaIUN HL}O-ﬁOpKCKOﬁ kapauonormdeckoid  accormanuu  (NYHA) wu
CHCTOJINYECKOH AucyHKIMEN JeBoro xemyouka (ppakuus Beiopoca < 30 %) (cM. paznen

«DapMaKkoIMHAMUKAY).
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IIporuBonokazanus

- IOBBIIIEHHAS YyBCTBUTEIBHOCTH K IIUIEPEHOHY WM IPYTHM KOMIIOHEHTaM Iperapara;

- KIIMHUYECKYU 3HAYMMasi TUTICPKATUEMUST;

- coziep KaHMe Kausl B CBIBOPOTKE KPOBU B Hauase jedeHus > 5,0 MMOJIb/1;

- TsDKeJIast MoYeuHast HeI0CTaTOYHOCTh (KiaupeHc kpearnnuHa (KK) < 30 mi/mun);

- TsDKeJas IeYCHOYHAs HeocTaTouHOCTh (Kiace C mo knaccudukanuu Yaina-I1s10);

- OJIHOBPEMCHHBIN TMpHEM KalUHCOeperalmux TUypPEeTUKOB WU MOIIHBIX WHTHOUTOPOB
nzodepmenta CYP3A4, nHanpumep, UTpakoHa3oja, KETOKOHA30J1a, pUTOHABUPA, HEI(PUHABHPA,
KJIAQpUTPOMHUIIMHA, TEIUTPOMUIIMHA U HedazomoHa (cM. paznen «BzaumonelicTBue ¢ apyrumu
JICKaPCTBEHHBIMU CPEACTBAMI);

- penKue HacJCICTBCHHBIC 3a00JICBaHMsI, TaKHe€ KaK HEMEPEHOCHMOCTH JIAKTO3bI, JIEHUITUT
JIAKTa3bl ¥ CHHIPOM MallbadCOPOLIUU TIIFOKO3BI-TaIaKTO3bI (CM. paznen «Ocolble yKa3aHus»);

- Bo3pacrt j10 18 yieT (OmbIT KIMHUYECKOTO IPUMEHEHHSI OTCYTCTBYET).

C 0CTOPOKHOCTHIO
- caxapHblif [uaber 2 Tuma U MUKpoanbOyMUHYpHs (cM. paznen «Ocolble yKa3zaHHs»);
- IOXKUIION BO3PACT;
- Hapyuienus pynkuuu nmouek (KK < 50 mui/mun);
- OIHOBPEMEHHOE MTPUMEHEHHE AIIEPEHOHA U
- uHrubuTopoB AII® unu aHTaroHUCTOB PeLENnTOPOB aHruoTeH3uxa l;
- MOIIHBIX UHAYKTOPOB H3opepmenta CYP3A4;
- IpenapaToB, COACPKAIMNX JIUTHIA;
- HUKJIOCTIOPHHA WJIH TaKpOJIMMYCa;
- TUTOKCHHA U Bap(aprHa B 103aX, OMM3KUX K MAKCUMaIbHBIM TeParieBTUYECKUM
(eM. paznensl «OcoOble ykasaHus» M «B3aumoneicTBHe ¢ JpyruMH JIeKapCTBEHHBIMHU
CPEICTBAMUY).
He cnenyer npumeHsTh TpoitHyto koMOuHanuio uaruontopa AIID u aHTaroHUCTOB PEIENTOPOB

anruoteHsuHa |l ¢ srepeHoHOM.

IIpumeHeHne Npu 6epeMEeHHOCTH M B MEPHO/I I'PYAHOI0 BCKAPMJIMBAHUS

bepemennocmo

JlaHHBIX O TPUMEHEHWH JIUIEPEHOHA y OepeMEHHBIX KEHINWH HeJocTaTouHo. MccnemoBaHus
mpermapaTa Ha JKMBOTHBIX CBHJIETENBCTBYIOT OO0 OTCYTCTBUM TPSIMBIX WJIM KOCBEHHBIX

HEeOIaronpusATHBIX 3PPEKTOB B OTHOILIEHUH O€PEMEHHOCTH, SMOPHUO(ETANBHOIO Pa3BUTHS, POJIOB
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U TIOCTHATAJIBHOTO pa3BUTHs. [Ipy Ha3HAUYEHUM SIUIEPEHOHA OEpEeMEHHBIM JKCHIIMHAM CIICIYeT
COOJIIOIaTh OCTOPOKHOCTb.

Ilepuoo epyonozo éckapmausanus

CBenieHHId O BBIBEJICHHHU JILJICPEHOHA IOCIIE MPHEMa BHYTPb C IPYIHBIM MOJOKOM HeT. OIHaKo
JTAHHBIC JOKIMHUYECKUX HMCCICIOBAHUHN MMOKA3bIBAIOT, YTO JIUICPEHOH W/WIIM €r0 METa0OIHTHI
NPUCYTCTBYIOT B TPYIHOM MOJOKE KPBIC, a JAECTEHBIIIN KPBIC, MOABEPTaBUIMECS BO3ACHCTBHUIO
npenapara TakUM IIyTeM, pa3BUBAIMCh HOPMalbHO. Bo3Mo)kHbIE HexenaTenbHbIE 3(PHEKTHI
SIUIEPEHOHA Ha HOBOPOXKICHHBIX, HAXOJIIIMXCS HA TPYJHOM BCKapMJIMBAHHWU, HEU3BECTHBI,
MOATOMY II€JIeCO00pa3HO WJIM TMPEKPaTHUTh KOPMJICHHWE TPYIbIO, MM OTMEHHUTH Ipernapar, B
3aBHCHUMOCTH OT €T0 BYKHOCTHU JJISi MaTEpPH.

DepmunbHocmo

I[aHHBIe O BJIMAHUU IIpCIIapaTra Ha (1)epTI/IJ'IBHOCTB OTCYTCTBYIOT.

Cnocod npuMeHeHHs U 103bl

Jns mHaMBUAYanbHOM KOPPEKLUUHU J03bl Ipenapara JOCTYIHbI JO3UPOBKH 25 Mr u 50 mr.
MakcumanbHas 103a cocrapiigeT 50 Mr B CyTKH.

IHayuenmut ¢ cepoeunoii He0OCMAMOYHOCHbIO NOCIE NEPEHECEHHO20 UHPapKma Muokapoa
Pexomennyemas noanepkuparoas f1o3a cocrasisieT 50 Mr ofuH pa3 B cyTku. JledeHue cnenyer
HA4YMHAThH C J103bl 25 MI' OJIMH pa3 B CYTKHM U THUTPOBATh €€ /10 1ieJeBoil 1036l 50 Mr ojuH pa3 B
CYTKH NPEANOYTUTEIILHO B TEUEHHE YETHIPEX HENIEIIb C yU€TOM KOHILICHTPALIUU KaJIus B CBIBOPOTKE
KpoBH (cM. Tabnuiy 1). Jleuenue smiiepeHOHOM 0OBIUHO ClleyeT HauMHaTh B TeueHue 3—14 nueit
nociue octporo M.

Hayuenmut ¢ cepoeunoil neoocmamounocmoito (xponuueckoiur) |1 pynkyuonanvnozo knacca
no NYHA

Jleyenune nanueHToB ¢ cepAeuHOM HenocTtaTouHOCThIO Kiacca Il mo NYHA cnenyer HaunHaTth ¢
JI03bI 25 MI' OZIMH pa3 B CYTKH W TUTPOBATh €€ JO IeJIeBOM 036l 50 MI OAMH pa3 B CyTKH
MPEINOYTUTENHO B TEUEHUE YETHIPEX HEAENb C YYETOM KOHIIEHTpAalMM Kajusl B CHIBOPOTKE
KpoBH (cM. Tabmuily 1 u pazaen «OcoOble yKa3aHus»).

OIIEpEHOH HE CleAyeT Ha3HayaTh MalMEeHTaM, Y KOTOPBIX KOHILIEHTpAllUs Kajdus B ChIBOPOTKE
KpoBH cocTarisieT > 5,0 Mmosb/i (eM. pasaen «[IpoTHBOMOKa3aHus» ).

[lepen HauanoMm, B TeUEHHE MEPBOI HENIEIH U Yepe3 MeCsI] I10CiIe Havyalla J€YEeHUs dIJIePEHOHOM
WJIM KOPPEKLIUU €r0 J103bl CIELYET ONPEAEIATh KOHLEHTPALNIO KalKsl B CBIBOPOTKE KpoBU. [Ipu
HEOOXOJIMMOCTH €€ CIIeAYET MEePUOANYECKH ONPENENATh U Jlajee.

[Tocne Hauana jedeHus J03Y AIUIEPEHOHA CIIEAYeT KOPPEKTUPOBATH C YYETOM KOHIEHTpalUuU

KaJIusl B CBIBOPOTKE KPOBU coryiacHo taduuue 1.
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Ta6muma 1. Koppekius 10361 Ipenapara 1mocjie Hadaja JCUeHUs

Coneprxanue
KaJus B
[eicTBue Koppeknus 103s1
CBIBOPOTKE KPOBH
(MMOTB/IT)
¢ 25 Mr uepe3 JeHb 10 25 MI OJIUH pa3 B CyTKHU
<50 VBennueHue n036l ¢ 25 Mr oauH pa3 B CyTKu 110 50 Mr OJiuH pa3 B
CYTKH
[TonnepxxuBaronias
50-54 71032 OCTaeTCs MpeKHEen
J103a
¢ 50 Mr ouH pa3 B CyTKHU J10 25 MI' OJJUH pa3 B
CYTKH
55-59 CHuxeHue 1036l ¢ 25 Mr OJIuH pa3 B CyTKHU A0 25 MT 4yepe3 JeHb
¢ 25 Mr uepes JieHb - BpeMEHHasi OTMEHA
npenapara
>6,0 Otmena npenapata | He npumennmo

[Tocnie BpeMeHHOT0 IPEeKpaIICHISI TPHEMa TIperiapara B CBS3H C MOBBIIICHUEM COACPKAHS KaTUs
B CHIBOPOTKE KPOBH JI0 WK Oojiee 6,0 MMOJIB/JI, TEPAIHIO TPErapaToM MOKHO BO30OHOBUTH B
no3e 25 Mr uepes JieHb, KOTJla COJICPIKaHue Kallusl B CBIBOPOTKE KPOBU COCTABHUT < 5,0 MMOJIB/JI.
HOny]lﬂl/ﬂ/t}l nayuennos 0emcKko20 eospacma

bezonacHocTh 1 3¢ (pEeKTUBHOCTD AMIIEPEHOHA Y AIIMEHTOB JETCKOTO M IMTOJIPOCTKOBOTO BO3pacTa
HC YCTaHOBJICHBEI. I/IMGIOHII/ICCH Ha HaACTOAIICEC BpPEMA [JaHHBIC TMPUBCACHBI B pasaciiax
«DapmakonuHaMuka» U «DapMaKOKHHETHKA.

Tloowcunvie nayuernivl

Koppekuun HayanbHON J03bl y MOXKWIBIX MAallUEHTOB HE Tpedyercs. B cBs3u ¢ BO3pacTHBIM
CHUXXCHUEM (i)}’HKIII/II/I MOYCK 'y MOXKWIBIX ITAlIMCHTOB IIOBBIIIACTCA PUCK Pa3BUTHA
TUIEPKATUEMUU. DTOT PUCK MOXKET JOTOTHUTEIHHO MOBBIIIATHCS MTPU HATTMYUHU COMYTCTBYIOIINX
3a00JIeBaHUM, P KOTOPBIX TOBBIIIAETCS CHCTEMHOE BO3JICHCTBUE IMpernapara, HapuMep Mpu
HapyLIeHUH (YHKIMH TI€UYEHU JIETKOW WJIM YMEPEHHOH cTeneHHu. PexoMeHyeTcst mepronyecKu
OTIPENIETISATh COIEP)KaHUE KaIHs B CBIBOPOTKE KPOBH (cM. Tabimiry 1, a Takke pasnensl «Ocoobie
ykazaHusm», «C 0CTOPOKHOCTHIOM).

Hapywenue ¢pynxyuu novex
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Koppekuun HauanbHOW [103bl y MHAIlMEHTOB C JIETKUMU HApYyIIEHUSMU (YHKIHMHU TOYEK He
Tpebyercs. PekoMeHyeTcs eproAndecku ONpeeisiTh COAEeP)KaHUe KaJisl B CBIBOPOTKE KPOBH C
KOpPPEKIHel 1036l coriacHo Tadmuie 1.

VY manueHToB ¢ yMepeHHbIM HapymeHueM ¢pyHkiuu movek (KK 30-60 mur/MuH) ciienyeT HaunHaTh
TEpanui ¢ J103bl 25 MI 4Yepe3 JeHb C MOCIEAYIOLIEed KOPpeKUued J03bl B 3aBUCHUMOCTU OT
COZICpP)KaHMsI Kalusi B CBHIBOPOTKE KpoBH (cM. Tabmuiy 1). Pekomenmyercss mepHoanYecKuit
MOHUTOPHUHT KOHLEHTPAIMH KaJIHsI B CBIBOPOTKE KPOBH (CM. pazzaen «OcoOble yKa3aHusm»).
OnblTa IpuMeHeHus npenapata Mucnpa® y nanueHToB ¢ cepiedHol HeI0CTaTOYHOCTBIO HOCIe
nepeHeceHHoro uHpapkra muokapaa 1 KK < 50 mun/mun Her. Crenyer ¢ OCTOPOXKHOCTHIO
npuMenaTh npenapaT Mucrmpa® y Takux mamueHToB (cM. pasjgen «C OCTOPOKHOCTBIO»). Y
naruentos ¢ KK < 50 my1/MuH npumenenue npenapara Mucnpa® B 103e Bbimie 25 M oluH pa3 B
CYTKH HE UCCIIEIOBAIOCH (Takke cM. pazfenu «OcoOblie yKazaHus»).

VY manueHToB ¢ Tsbkenoil HemoctaTouHocThio GyHkmM novyek (KK < 30 mu/MuH) npuMeHneHue
npenapara NpoTHBOINOKa3aHo (cM. pasnen «lIporuBonokazanus»). DIUIEPEHOH HE BBIBOJAUTCS
yTeM reMoualin3a.

Hapywenue ¢ynkyuu nevenu

Koppekuuu HayanbHOI 103bl Yy MAIMEHTOB C HapyUICHUSAMH (YHKIMH TEYEHH OT JIETKOH 10
YMEPEHHOM CTENEHU TSHKECTU He TpeOyeTcs. YUnThIBasi yBEIUUYEHNE KOHIEHTPALlUU 3IJIEPEHOHA
y TakuX [alUEHTOB, PEKOMEHAYETCS PETyJIpHO KOHTPOJUPOBATh COACpKAHUE Kajausl B
CBIBOPOTKE KPOBH, OCOOEHHO Y MOXHIBIX ManueHToB (cM. pasfen «OcoOble yKa3zaHUs»).
[Ipumenenue npenapara Uucnpa® y malueHToB ¢ TSKENBIME HAPYIIEHUAMH (YHKIUH Te4eHH
MPOTUBONOKa3aHo (cM. pasaen «lIpoTuBonokasaHus»).

Conymcemsyrowas mepanus

[Ipy oOnHOBpEMEHHOM TMPUMEHEHUM IIPernapaToB, OKa3bIBAIOIIUX cJadoe WIM YMEpPEeHHO
BbIpaXXeHHOE  WHTHOUpytomee  aedictBue Ha  u3odpepmeHnt CYP3A4,  nampumep,
SPUTPOMHULIMHA,CAKBUHABHPA, aMUO/IapOHa, AUTHAa3eMa, BepanaMuia u (IyKoHa3oa, JeueHue
npenapatoM Mucnpa® cienyer mpoBoauTh B 03¢ 25 MT OJMH pa3 B CyTKH. Jl03a He JOIKHA
MPEBBIIATh 25 MT OJIMH Pa3 B CYTKH (CM. pazaen «B3auMoaeicTBue ¢ IpyrumMu JeKapCTBEHHBIMU
CPEICTBAMUY).

ONjaepeHoH MOXHO TMpPUHMMATh Kak BMeCTe ¢ TMIIeW, Tak M HaTomak (CM.

paznen «DapMaKOKHHETHKAY ).
IHo0ounoe neiicTBHE

Hixe NEPCUUCIICHBI HCXKCIIATCIbHBIC SABJICHUS, KOTOPBIC MOIIN OBITH CBS3AHBI C JICYCHHUEM, a

TAaKXXE CCPBC3HBIC HECKCIIATCIIBHBIC ABJICHHA, YaCTOTa KOTOPBIX COIIOCTaBUMa C JacTOTOM
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HEe)KeNaTeNIbHbIX U CEPbEe3HBIX HEXKeJaTeNbHBbIX SBJIEHUI B Tpymme rianebo. HexenarenbHbie
SIBJICHUS PACIpe/IeNieHbl 10 CUCTeMaM OpraHu3Ma u gacrore: yacto > 1/100, < 1/10; newacro >
1/1000, < 1/100; gacroTa Hen3BecTHA (HE MOKET OBITh MOJCUYUTAHA 10 UMCIOIHUMCS TaHHBIM).
Hngpexkyuu u unseaszuu

Heuacmo: nuenonedput, nHbekuus, GapuHTHUT.

Hapywenusa co cmoponst Kpoeu u 1um@pamuueckoni cucmemol

Heuacmo: s03uHOGMIHSA.

Hapywenus co cmoponst IHOOKPUHHOU CUCHEMbL

Heuacmo: runotupeos.

Hapywenua memabonuzma u numanus

Yacmo: TUNepKaTueMusi, TUTIEPXOJIECTEPUHEMHUSL.

Heuacmo: runonatpueMus, Jeruaparanus, THIepTPUTIUIEpUIEeMUsl.

Hapywenus co cmoponst ncuxuku

Yacmo: GeCCOHHMIIA.

Hapywenusa co cmoponsl Hep8HOIL cucnempl

Yacmo: 0OMOPOK, TOJIOBOKPYKEHHUE, TOJIOBHAS O0Jb.

Heuacmo: runiecresus.

Hapywenusa co cmoponul cepoya

Yacmo: NeBOXKEITYJOYKOBas HEAOCTATOYHOCTh, (PMOPUIUISIINAS TIPEICEPInH,

uH(papKT MHOKapAa.

Heuacmo: Taxukapausi.

Hapywenusa co cmoponul cocyooe

Yacmo: TUIOTEH3USL.

Heuacmo: TpoM003 apTepuii HUKHIUX KOHEYHOCTEH, OPTOCTaTUYECKAs TUIIOTEH3HSI.
Hapywenusa co cmoponul 0bixameapbHoUl cucmembl, OP2AH08 2PYOHOIU K1emKU U CPeOOCHmEeH U
Yacmo: Kauensp.

Hapywenusa co cmoponst jceny00uHo-Kuuieunozo mpaKma

Yacmo: auapes, TOIIHOTA, 3a1I0p, PBOTA.

Heuacmo: mereopusm.

Hapywenus co cmoponst neuenu u jcenueevléo0ausux nymeil

Heuacmo: XonenucTur.

Hapywienus co cmoponul Koxycu u NOOKOHCHbIX MKaHell

Yacmo: collb, 3y1.

Heuacmo: aHTHOHEBPOTHUYECKHI OTEK, MOBBIIIEHHOE TIOTOOT/ICJICHHUE.

Hapymeuuﬂ CO Cmoponbsl Mblme‘lHOﬁ, CKelemHOU U COCOUHUMENbHOU MKAHU
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Yacmo: MBIIIICUHBIC CIIa3MBbI, 0oJIb B CIIMHE.

Heyacmo: ckeneTHO-MbIIIeyHas 00Jb.

Hapywenusa co cmoponsl ROYeK U M0O4eBbl800AUUX Rymell

Yacmo: napyuienue GyHKIUU TOYEK.

Hapywienus co cmoponul penpooyKmugHoil CucCmemsbl U MOJIOYHBIX JHcee3

Heuacmo: eunexomacmusi.

Oobuue peakyuu u HapyuieHUs 6 Mecme 66€0eHU

Yacmo: acTeHus.

Heuacmo: HenoMoranue.

Jlabopamopuvie u uncmpymenmanvHvle OAHHblE

Yacmo' noBbIIIEHUE KOHIIEHTPALMU MOUYEBUHBI B KPOBH, TIOBBIIIIEHHE KOHLIEHTPALIUU KpeaTUHUHA
B KPOBH.

Heuacmo: noBblllieHNE KOHIICHTPAIIMK OCTAaTOYHOTO a30Ta MOYEBUHBI, KPEATUHWUHA, CHIKCHHE
AKCIIPECCUU PELETITOPA IUIEPMATBHOTO (paKTOpa PoCTa, MOBBIIIEHNE KOHIIEHTPAIIUH TITFOKO3bI B

KPOBH.

Ilepeno3upoBka

CrnyyaeB nepeo3upoBKH JIUIEPEHOHA y YEJIOBEKA HE OIUCAHO.

CuMnToMBbl: Hanbosee BEepOSATHBIMU MPOSBICHUSAMHU IE€PEJO3UPOBKH MOTYT OBITh BBIPAKEHHOE
cHIKeHre AJl 1 runepkagIueMus.

Jleyenne: mpu  pa3BUTUM  BBIPAKEHHOTO CcHWXkeHUs AJl HeoOXoauMo  Ha3HAYMTH
nojJepKuBarolee JiedeHue. B ciiydae pa3BuUTHS THUIEpKAIUEMHUM [IOKa3aHa CTaHIapTHas
Tepanus. JIUIEPEHOH HE yAANAETCS IPU FeMOJUaIn3e. Y CTAaHOBJIEHO, YTO SIUIEPEHOH aKTHBHO

CBA3BIBACTCA C AKTUBUPOBAHHBIM YTJICM.

B3aumopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CpeICTBAMH

Dapmaxoounamuueckue 63aumMo0eicmeus

Kanuiicoepezarowue ouypemuxu u npenapamel Kaaus: YIUTbIBas MOBBIIIEHHBIA PUCK Pa3BUTHUS
TUIEpKAIMEMUH, JIUIEPEHOH  HE  CleQyeT  Ha3HadaTh  MalMeHTaM,  IOJIy4arolluM
Kanuiicoeperaronue AUypeTUKH W mpenaparbl kanusg (cMm. pasgen «lIporuBomoxazanus»).
KanuiicOeperaromye nuypeTUKH MOTYT YCHIUTHh 3PQPEKThl TMIOTEH3UBHBIX CPEACTB M APYTUX
JNYPETUKOB.

IIpenapamol, coodeporcawjue numuii: B3aUMOJIEUCTBUE DJIUIEPEHOHA C IpernapaTaMH JIMTUS HE
u3ydanocb. OJTHaKO, Y MallMEHTOB, MOIYYaBIIUX MIPernapaTsl JUTH B COUYETAHUH C TUYPETUKAMU

u I/IHFI/IGI/ITopaMI/I AH(I), OIMMCAHBI CIIyYaHr IMOBBIIICHUA KOHLICHTPAIIUN U UHTOKCUKAIIUU JINTHCM.
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Ecnn momoGHass komOuMHamms HeoOXoawma, IeIecOo00pa3HO KOHTPOJIUPOBATh KOHIICHTPAIUU
JUTHUSA B TIa3Me KpoBH (cM. pa3aen «OcoOble yKa3aHusm»).

Luxnocnopun, maxkpoaumyc: TAKIOCTIOPUH U TAKPOJIMMYC MOTYT BBI3BaTh HapylIeHHE (PyHKITUH
IIOYEK W MOBBICUTH PHUCK pa3BUTUs runepkanuemuu. Creayer u30eratb OJHOBPEMEHHOI'O
IPUMEHEHHs DSIUIEpeHOHAa W LHUKIOCHOpPUHA WM Takpoinumyca. Ecinu Bo Bpems JeueHus
SIJIEPEHOHOM TMOTpedyeTcss Ha3HAuYeHUE LUKIOCHOpPHUHA WM TaKpOJIMMYCa, PEKOMEHIyeTCs
TIIATEJIHO KOHTPOJIMPOBATh COZEPIKAHUE Kalusig B CHIBOPOTKE KPOBU U (YHKIHIO ITOYEK
(cm. pasznmen «OcoOble yKazaHHsI»).

Hecmepouonvie npomusosocnanumenvuvie npenapamer (HIIBII): nedenme HIIBIT moxer
NPUBECTH K OCTPOHM MOYEHHOM HEJTOCTATOYHOCTH 3a CYET MPSMOTO MOIABIICHHUS KIIyOOUYKOBOU
¢mIbTpauu, OCOOCHHO y MAlMEHTOB I'PYMIBI PUCKA (MOXKHUIIbIE MAITUEHTHI M/MIM TAlUeHTHl C
neruapatauueii). Ilpu coBMeCTHOM NPUMEHEHHHU 3TUX CPEACTB J0 Hadaja U BO BpeMs JIEUCHUs
HEo0X01MMo o0ecrieuynBaTh aJeKBaTHbIM BOAHBIM PEKUM U KOHTPOJIUPOBATh (DYHKIMIO ITOYEK.
Tpumemonpum: OIHOBPEMEHHOE NPUMEHEHUE TPUMETONPUMA C SIUIEPEHOHOM IOBBILIAET PUCK
pa3BUTUS TUIIEPKATUEMHH. PEKOMEHIyeTCsl KOHTPOIMPOBAaTh COAEPKAHUE Kajdusl B ChIBOPOTKE
KPOBU U (DYHKIUIO MIOYEK, 0OCOOEHHO y MAIMEHTOB C IOYEUHONW HE0CTaTOYHOCTBIO U Y TOXKUIIBIX
HalMEHTOB.

Hneubumopor AIl® u aummazconucmol peyenmopos aneuomenzuna |l: npu npumeHeHUU
sruiepeHoHa ¢ uHruoutopamu AII® wim antaronucramu peuenTopos aHruoreHsusa Il ciegyer
TIIATEJIbHO KOHTPOJMPOBATH COJEp)KaHUE Kajus ChIBOPOTKH KpoBH. IlonoOHas komOuHamus
MOYKET MPUBECTH K YBEIMYEHHIO PHCKA PAa3BUTHUS TMIIEPKAIMEMHM, OCOOEHHO Yy MallMEeHTOB C
HapylnieHneM (QYHKIUH MOYeK, B T.4. Y MOXKWIbIX NalueHToB. He cienyer npuMeHsATh TPOHHYIO
KoMOuHanuo naruouropa AII® u antaroHucToB perenTopos anruoreHsuxa Il ¢ smepeHonom.
Anvghal-aopenobrokamopvl  (npazo3un, anvb@y3o3un): TPU OJHOBPEMEHHOM IPUMEHEHUU
anbdal-agpeHoOI0KATOPOB € SIIEPEHOHOM MOXKET YCUIIMTbCS aHTUTMIIEPTEH3UBHOE JEHCTBHE
W/WIM YBETTUYUTHCS PUCK PA3BUTHSI OPTOCTATHUECKOM TMIIOTEH3UH, B CBSI3U C YEM, PEKOMEHY€eTCs
KOHTpos1b A/l, 0cOOEHHO MPU U3MEHEHHUH TOJIOKEHUS Tea.

Tpuyuxnuueckue  anmuoenpeccanmol,  HeUporenmuxku,  amugocmun,  bakiogen:  TpU
OIHOBPEMEHHOM  IIPUMEHEHHUU OTHUX CPEACTB C€ DJIUIEPEHOHOM  MOXET  YCHIIUTBCS
AQHTUTUIIEPTEH3UBHBIN 3((EKT UM YBETUUUTHCSA PUCK PA3BUTHSI OPTOCTATUYECKOMN TUIIOTEH3UH.
I'niokoxopmuxoudwsl, mempakosaxmud: OJHOBPEMEHHOE IPUMEHEHHE JTHUX CpPElICTB C

SIICPCHOHOM MOKCT IMPUBCCTHU K 3aACPIKKE HATPUSA U KUIAKOCTH.

(Dapmalmkuuemuuecxue 63auMoo0eiicCmeus
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WccnemoBanust in Vitro CBUAETENBCTBYIOT O TOM, YTO SIUIEPEHOH HE MHTHOMpYET M30(EePMEHTHI
CYP1A2,CYP2C19,CYP2C9, CYP2D6 miu CYP3A4. DrutepeHoH He sBIseTCs CyOCTpaToM M
MHIMOUTOPOM INIMKOINIpoTenHa P.

Hueoxcun: AUC nUroKCHHA MPU OJJHOBPEMEHHOM NMPUMEHEHHH C SIUICPEHOHOM yBEITUYHBACTCS
Ha 16 % (90 % U: 4 % - 30 %). Heo6xoauMo coOIr01aTh OCTOPOKHOCTD, €CIH JHUTOKCHH
MPUMEHSIETCS B J103aX, OJU3KMX K MAKCUMAJTbHBIM TEPAIIEBTUYCCKUM.

Bapgapun: xnuHMYECKr 3HAYUMOTO (PapMaKOKMHETHIECKOTO B3aUMOICHCTBHS ¢ Bap(hapuHOM HE
BBIsIBJICHO. HeoOxomuMo coOmoiaTh OCTOPOXKHOCTh, €CM Bap(apwH MPUMEHSETCS B J103aX,
OJIM3KKUX K MAKCUMAJIbHBIM TEPAIEeBTHYCCKUM.

Cyocmpamvl __uzogpepmenma  CYP3A4: B  CHEUMANbHBIX HCCICAOBAHUSAX  IMPU3HAKOB

(apMaKOKMHETHYECKOTO B3aUMOJICHCTBUS dIIEpeHOHa ¢ cyOcTpatamu uzodpepmenta CYP3A4,

HallpuMep, MUAA30JIaMOM W HU3aAIIPUI0M, BBIABJICHO HE OBLI0.

Hneubumopwvt uzopepmenma CYP3A4

Mownvie uneubumopnr uzogpepmenma CYP3A4: npu npuMEeHEHUHN STUIEPEHOHA CO CPEJICTBaMH,
unruoupyromumu  uzopepment CYP3A4, Bo3MOXHO 3HaunMoe (hapMaKOKHHETHYECKOE
B3auMoieiictBue. Momnslii naHrnouTop nzodpepmenta CYP3A4 (keroxonaszon 200 Mr 1Ba pasa B
cytku) Bbi3biBall yBenuueHue AUC smnepeHona Ha 441 %. OgHoBpeMeHHOE NpPUMEHEHUE
SIJIEPEHOHA C MOITHBIMM HMHruOuTopamu uzopepmenta CYP3A4, TakuMu Kak KETOKOHA30JI,
UTPAKOHA30JI, PUTOHABHD, HEI(DUHABUD, KIAPUTPOMHIIMH, TEIUTPOMUIIMH U Hedas3aloH,
NPOTHBONOKA3aHo (cM. pa3aen «IIpoTuBonokasanus»).

Cnabvie u ymepennvle uneuoumopwr uzogpepmenma CYP3A4: omHOBpEeMEHHOE NMPUMEHEHHE C
SPUTPOMHULIMHOM, CAKBUHABHUPOM, aMUOJAAPOHOM, AUITHA3EMOM, BepanaMmiioM U GIyKOHA30JI0M
COTIPOBOXKAAIOCH 3HAYUMBIM (papMaKOKHMHETUUECKUM B3aUMOJIEHCTBHUEM (CTETICHb yBEIUYCHUS
AUC BapwupoBana ot 98 % mo 187 %). [Ipu onHOBpEeMEHHOM MPUMEHEHUU STHUX CPEICTB C
SIUICPEHOHOM 1033 TIOCJIETHET0 HE JIOJKHA MPEBBIMIATh 25 MT B CyTKH (cM. pazaen «Crocod
MPUMEHEHUS U J103b1»).

Unoykmoput usohepmenma CYP3A4

OnHOBpEMEHHBII MPHEM MPEenaparoB, colepkanmx 38epo0oii mpoabipsieHHbIi (St John's Wort,
momuHb MHIYyKTOp m30depmenta CYP3A4) ¢ smiepeHoHoM BbBbBan cHuxkeHne AUC
nociaensero Ha 30 %. [Ipu nmpumeHennn Gosee MOIIHBIX MHAYKTOpOB n3zodpepmenta CYP3A4,
TaKuX Kak puaMIHIIKH, BO3MOXKHO Oosiee BelpaxkeHHoe cHkeHne AUC smiepeHoHa. YUuThIBast
BO3MOXKHOE CHIDKCHHE Y(PPEKTHBHOCTH SIUICPEHOHA, OJHOBPEMEHHOE MPUMEHEHHE MOIHBIX
uHayktopoB  m3opepmenta CYP3A4  (pudammuiuna, kapOamaszenuHa, (HEHUTOWHA,
¢denobapbuTana, mpenaparoB, CoAEp)KaIIUX 3BepoOON MPOJBIPSBICHHBIN) HE PEKOMEHIYyeTCs

(cM. pazmen «Ocobble ykazaHUs).
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Anmagudbl: Ha OCHOBaHUHN (bapMaKOKI/IHCTI/ILIeCKOFO KIMHUYECKOI'O ucciaca10oBaHUs
3HAUUTEIBHOTO B3aUMOICHCTBUS AaHTALMAOB C OINICPCHOHOM TIpU HUX OAHOBPCMCHHOM

MMPUMCHCHUHN HC IMPCAII0JIaracTcs.

Oco0ble ykazaHus

T'unepranuemus

IIpu nevyenuu npenaparom Mucrpa® MOKeT pa3BUThCA I'MIEpKAIMeMus, KOTopas 00ycloBjeHa
€ro MexXaHU3MOM JCHCTBUA. B Havasie JieyeHHs W NpPU W3MEHEHUHU J103bl Mpernapara y BCEX
MAlMEHTOB CIIEAYyEeT KOHTPOJIUPOBAaTh COAEPKaHUE Kalus B ChIBOPOTKE KpOBH. B nanpHelimem
NEPUOANYECKUM KOHTPOJIb COJEPKAHUS Kajlusg PEKOMEHIYETCs IpPOBOJIUThH IaLUEHTaM C
MOBBILIEHHBIM PUCKOM Pa3BUTHSI TUIIEPKATTMEMHUH, HAIIPUMED, ITOKUIIBIM, TALIMEHTAaM C 1I0YEYHOU
HEJOCTAaTOYHOCThI0 (cM. paznen «Crnocod MpUMEHEHHs] U J03bD») U CaxXapHBIM JIHa0ETOM.
YuuThiBas NOBBILLICHHBINA PUCK PA3BUTHS THIIEPKAINEMHUH, HA3HAYEHUE IPENapaToB Kaius 1ociie
Hayaga JeUeHHs OSIUIEPEHOHOM He pekoMmeHayercs. CHukeHue 1031 Tpemapata Wucrpa®
IPUBOJUT K CHHKEHHUIO COJAEpXkaHMs Kajdusl B CHIBOPOTKE KpOBU. B ogHOM wHccienoBaHuu
no0aBleHHEe THIPOXJIOPOTHA3UJa K AIUIEPEHOHY MPENSITCTBOBANIO YBEIHMYEHHUIO COJAEP KaHUS
KaJIis B CBIBOPOTKE KPOBH.

Hapywenue ¢ynxyuu novex

Y npauMeHToB C HapyuwleHMsMM (DYHKIMM TIOYeK, B TOM 4YHUCIEe JAHa0eTH4EeCKOn
MUKpPOATLOYMUHYpUEH, PEKOMEHIYETCSI PErylspHO KOHTPOJIHUPOBATH COJAEPIKAHUE Kalius B
CBIBOPOTKE KPOBHU. PHCK pa3BUTHS TMIEpKaIMEMUU YBEIHMYUBACTCS NMPH CHUXEHUU (DYyHKIMU
noyek. XOTs YWCIO MAalMEHTOB caXapHbIM AuadeToM 2 TUHa M MHUKpoalbOyMuUHypueil B
WCCJICIOBAHUSAX OBUIO OrPAaHHMYECHHBIM, T€M HE MEHee, B ITOM HeOOJbIION BBIOOpKE OBLIO
OTMEYEHO yBEJMYEHHUE YacTOThI THUIepKanueMun (cM. paszzen «C oCcTOpoKHOCThIO»). B cBs3m ¢
5TUM y TaKHX MALMEHTOB JIeYeHHe CIeIyeT IIPOBOAUTE C OCTOPOXKHOCTHIO. [Ipenapar Uucnpa® ne
yaasseTcs npy reMoauanuse. Ilpumenenue npenapata Mucnpa® npoTHBONOKA3aHO IIPH TSKEIOM
MOYEYHON HEA0CTaTOYHOCTH (cM. pazaen «IIpoTuBomnokazanus»).

Hapywenue ¢ynkyuu neuenu

VY NanueHToB ¢ JErKMMH WM YMEPEHHBIMHU HapylieHusMu (yHKimu nedeHn (kmacc A u B mo
knaccupukanun Yaina-Ilelo) yBenuyeHust coiepaHusi Kajiusi B CBIBOPOTKE KpOBHU Oolee
5,5 MMOJIB/J1 BBISIBIIEHO HE ObLI0. B CBS3M € MOBBIIEHHOM AKCIO3UINEH STUIEpEeHOHA Y MTAllUEHTOB
C JETKUMHU WIM YMEPEHHBIMU HapyHICHUSMHU (DYHKIMM TEYEHH CIEAyeT MPOBOJUTH YacThI U
PETYJISIPHBI KOHTPOJb COAEp)KaHUS Kalusg B CBIBOPOTKE KpPOBH, OCOOECHHO Yy TOXKUIIBIX
MAIUEHTOB. Y MAIMEHTOB C TSKEJIBIMU HapyLIICHUSIMH (DYyHKIIMY TI€UEHH 3IJIEPEHOH HE U3yyvacs,

M03TOMY €ro MPUMEHEHHE MPOTHBOMOKa3aHo (cM. pasaen «[IpoTuBomokasanus»).
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Hnoyxkmopwt uzoghepmenma CYP3A4

OnHOBpeMeHHOE TpHMeHeHHe npenapata Mucnpa® ¢ MONIHBIME MHIYKTOpaMH H30(epMeHTa
CYP3A4 ne pexomenmyercs (cM. pazmen «BzaumoneicTBue C OpyTMMHU JIeKapCTBEHHBIMHU
CpEICTBaAMM).

Luxknocnopun, maxponumyc, npenapamsi, cooeparcawujue 1Umuti

Bo Bpems neuenus npenapatom Mucrnpa® cnemyeT m3beraTh IpHMEHEHHS 3THUX CPEACTB (CM.
paznen «B3zaumojencTBre ¢ JPYTUMU JIEKAaPCTBEHHBIMU CPEACTBAMUY ).

Bcnomozamenvhvle geujecmea

[penapar Mucnpa® coaepKUT TaKTO3bl MOHOIUAPAT. IlalMeHTaM ¢ pPeaKo BCTPEYarOIUMUCH
HACIIC/ICTBEHHBIMH  3a00JICBaHUSAMH,  TaKUMHU  KaKk  HEMEPEeHOCHMOCTb  TalaKTO3bl,
HETePEeHOCHUMOCTb JIAKTO3bI BCICICTBHE Je(PHUIINTA JTAKTa3bl MIIM CHHIPOM TIIFOKO30-TaJaKTO3HOU
ManbaOCopOINK, HE ClIeyeT MPUHUMATh JaHHbBIN JIEKApCTBEHHBIN Mpenapar.

Jannblii mpenapat coaepKUT Menee 1 Mmonb (23Mr) HaTpus Ha OJJHY TaOJIETKY, TO €CTh 10 CYTH

HC COACPIKUT HATPUA.

Binsinne Ha cIOCOOHOCTH YHPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMH, MEXaHU3MAMU

D¢ dexrsl npenapata Mucrpa® Ha cIoCOGHOCTD YHIPABIATH ABTOTPAHCIIOPTOM UIIH HOJIb30BAThCS
TEXHUKOW He wu3ydanuch. OHAKO, YYUTHIBas BO3MOXKHOCTh IIpenapara BbI3bIBATh
TOJIOBOKPY)KEHHSI U OOMOpPOYHBIE COCTOSIHMS, CJEAYEeT COOJII0JIaTh OCTOPOKHOCTh IMpU
yOpaBlI€HUU aBTOTPAHCIOPTOM WIIM IOJIb30BAHUM TEXHUKOM Ha (oHe mpuema mpemnapara

Uucnpa®.

dopMa BbIIIYCKa

TabneTku, MOKPHITHIE MIIEHOYHOM 000109K0i 25 MT unu 50 wmr.

[To 14 Tabnerox B Omucrepe u3 [IBX/amomunueBoit — donbru; mo 2 Omucrepa BMecTe ¢
MHCTPYKLHEHN 110 MPUMEHEHHIO IOMEIIAIOT B KAPTOHHYIO MAYKy C KOHTPOJIEM IIEPBOTrO BCKPBITHUS.
ITo 10 tabnetok B Onuctepe [IBX/amomunueBoin — Qoasru; mo 2, 3, 5, 10 wiam 20 6iauctepos
BMECTE C MHCTPYKIMEN 10 MPUMEHEHHUIO TOMEIAIOT B KAPTOHHYIO MMaYKy ¢ KOHTPOJIEM IIEPBOTO

BCKPBITHSI.
Cpoxk rognocTu
3 rona

He IMPUMCHATH 11O UCTCUCHUU CPOKA 'OAHOCTH, YKA3aHHOT'O HAa YITAKOBKC.

YcaoBust XxpaHeHust
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[Tpu Temneparype He Boime 30 °C.

XpaHUTb B HENOCTYITHOM JUIS IETEU MECTe.

YcaoBus oTnycka

OTtnyckaercs 1o peuenTy

Jlep:kaTeib perucTPallMOHHOIO YA0CTOBEPEeHUs!

Buatpuc Cnemmantu 9121Cu

Komnunsz ®eppu Poya, 3711, MoprantayH, 3anagnas Buppxunaus 26505, CLLIA
+1 724-514-1800

Www.viatris.com

Viatris Specialty LLC
3711 Collins Ferry Road, Morgantown, WV 26505, USA
+1 724-514-1800

WWW.Vviatris.com

IIpousBoaurenn
[1¢paiizep @apmacsrotukan3 1291Cu, ITyspro-Puko

1,9 kM mocce 689, Bera baxa, [Tyapto-Puko 00693

Boinyckawommii KOHTpoJb kayecTBa: PapeBa AmOyas,

30H DHAIOCTPUIIIB, 29 pyT ne3 Dumatoctpu, 37530 locs Crop Cuc, Opanmus

IIperensun norpeduTesIeil HANPABJIATSH 1O afpecy:

00O «Buarpuc»

125315, r. MockBa, JIeHuHTpaacKuil MpocnekT, 1. 72, K. 4, 2-if aTax, oM. 9, kom. 1

Tenedon: (+7) 495 130 05 50
®akc: (+7) 495 130 05 51

DnexTpoHHas noyra: ru.info@viatris.com
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