COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 19.12.2023 N2 26635
(NOCNEOOBATENEHOCTE 0005)

OBLIAS XAPAKTEPUCTHUKA J1

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

KOnepuo, 50 mr (25,7 mr + 24,3 mr), TabIeTKH, TOKPHITHIE TNIEHOYHOH 000JI0YKOM
KOmnepuo, 100 mr (51,4 mr + 48,6 Mr), TaOIETKH, MOKPBITHIC MJICHOYHOW 000IOYKOMA

Onepwuo, 200 mr (102,8 Mr + 97,2 mr), TabIETKH, MOKPHITHIC IIJIEHOYHONH 0007I0YKOH

2. KAUECTBEHHBII 1 KOJIMUECTBEHHBII COCTAB
JlelicTByolIee BELIECTBO — CAKYOUTpHIIA M BaJcapTaHa TUAPATHBIN KOMIUIEKC HATPUEBBIX COJICH.

Onepno, 50 mr (25,7 mr + 24.3 mr), Ta0I€TKH, HOKPBITHIE INIEHOYHON 000JI0UYKOH:

Kaxnas Tabnerka, MOKpbITas IJICHOYHOH 000I0UKOM, COEPIKUT
cakyOMTpHIIa M BajicapTaHa FMIPaTHbIM KOMILJIEKC HaTpUEBBIX cotiei - 56,551 mr (B mepecyere Ha
KHUCJIOTHYIO opMy 6e3BOJIHYI0 50 MI, UTO 3KBHBAJIEHTHO COJACPKAHUIO cakyOuTpuia 24,3 Mr u

BajicapTaHa 25,7 mr).

Onepno, 100 mr (51.4 mr + 48.6 mr), TaOJIETKH, HOKPHITHIE INIEHOYHON 000JI0UYKON:

Kaxnas Tabnerka, NOKpbITas MJICHOYHON 000JI0UKOH, CONEPIKUT
cakyOMTpHIIa U BaJicapTaHa TUAPATHBIM KOMITJIEKC HaTpueBbIX coseit - 113,103 mr (B nepecuete
Ha KUCIOTHYI0 popMy 0e3BoiHYI0 100 MT, YTO SKBUBAJICHTHO COJEPKAHUIO CaKyOuTpuiia 48,6 Mr

u BasicaptaHa 51,4 mr).

IOnepno, 200 mr (102.8 mr + 97.2 Mmr), TaOJIETKH, TOKPHITHIE TUNIEHOYHON 000JI0YKON:

Kaxnas Tabnerka, MOKpbITas MJICHOYHON 000I0UKOH, COEPIKUT

cakyOMTpHIIa U BajJicapTaHa TUAPATHBIM KOMITJIEKC HATPHEBBIX cousell - 226,206 Mmr (B mepecueTe
Ha KUCTOTHYIO opMy 6e3BoHy 0 200 MT, UTO SKBUBAJIEHTHO COJEPIKAHUIO cakyouTpuia 97,2 mr
u Basicaptana 102,8 mr).

IlonupI1it NEpCUCHL BCIIOMOTAaTCIIbHBIX BCIICCTB IPUBCACH B pa3JCiic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGnerku, MOKPBITHIE MIICHOYHOH 000I0UKOI

IOnepno, 50 mr (25,7 mr + 24.3 mr), Ta0JIE€TKH, HOKPBITHIE INIEHOYHON 000JIOUKON:

OBasbHBIE JABOSKOBBINYKJbIE TaOJETKH, TOKPBHITHIE IUIEHOYHOM 000J0ukoil Oemoro ¢
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(bI/IOHeTOBI)IM OTTCHKOM HBCTa C (baCKOﬁ, 663 p} Ry 11a " UANUT CTUpPUNT IancoTliia 1rpapryripUb Ra

«LZ», na npyroit — «NVR».

Onepno, 100 mr (51,4 mr + 48.6 mr), TaOJIETKH, HOKPHITHIE INIEHOYHON 000JI0YKON:

OBasibHBIE JIBOSIKOBBIIYKJIBIE TAOJIETKH, IMOKPBITHIE IUIEHOYHOH OOOJIOUKOI CBETIIO-XKENTOrO

uBera ¢ packoi, 6e3 pucku. Ha onHol ctopoHne HaHeceHa rpaBupoBka «L1», Ha npyroit — « NVR».

IOnepuno, 200 mr (102.8 mr + 97.2 Mr), TaOJIEeTKN, DOKPBITHIE IJIEHOYHOW 000JI0UYKOM:

OBaJsibHBIE JBOSIKOBBIMYKJIBIE TAOJIETKH, TMOKPHITHIE IUICHOYHOH OO0OJOYKON CBETIO-PO30BOTO
nBeta ¢ (ackoif, 6e3 pucku. Ha oxnoii cropone HaneceHa rpaBupoBka «L11», Ha apyroi —

«NVR».

4. KIMHUYECKHUE JAHHBIE

4.1. ITokazaHusl K NPUMEHEHHIO

e XpoHMUECKas ceplAeyHas HEAOCTaTOYHOCTb C LEJIbI0 CHW)KEHHMS PHUCKA CEPAECYHO-
COCYAMCTOM cMepTH U rocrutanuzanuu no npuurie CH. MakcumanbHoOe CHUKEHUE pUCcKa
HaOJroAaeTcs y MalueHToB ¢ (pakiueil BEIOpoca JI€BOro Keay0UKa HUKE HOPMBI.

L4 QCCGHHI/IaJIBHaH ApTCpHaJIbHAd T'MIICPTCH3HA.

4.2. Pesxum 103MpOBaHus U cNOCO0 MPUMEHEeHUs!

PexxuM no3upoBaHus

Cepoeunas neoocmamounocms

IeneBas (MakcuManbHas cyTouHas) o3a npenapara lOmepuo cocrasnsger 200 mr (102,8 mr +
97,2 mr) 2 pa3a B cyTku. PekoMentyemast HauanbHas jo3a npenapara KOnepuo cocrasinser 100 mr
(51,4 mr + 48,6 mr) 2 pa3a B CyTKU. B 3aBUCUMOCTH OT IEPEHOCUMOCTH /103y Tipenapara KOnepuo
ClleqyeT yBEINYMBaTh B 2 pa3a Kaxiaple 2-4 HeAEeNu BIUIOTH A0 JOCTH)KEHHS LEIEeBOU
(MakcumanbHOM cyTouHoi) 10361 200 Mr (102,8 Mr + 97,2 mr) 2 pa3a B CyTKH.

VY nmanueHToB, HE IMOJIyYaBIIMX paHee Tepanuio MHIMOUTOpPaMU aHTHOTEH3UHIIPEBPAIIAIOIETO
dbepmenta (MATID) nnm anTaronrcramu pernentopo anruorensuna I (APA 1), wiu momyvaBmimx
ATHU Mpenaparbl B HU3KUX 033X, HAYMHATH Tepanuto npenapatom KOnepuo cnemyer B go3e 50 mr
(25,7 wmr + 24,3 mr) 2 pa3za B CyTKH ¢ MEIUICHHBIM TIOBBIIICHUEM J03bI (YIBAUBAaHHE CYTOYHOMN

no3sl 1 pa3 B 3-4 Henenn).
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[Ipumenenue npenapara FOnepro BO3MOXKHO HE paHeeHem<epes—=26-1acoBHOCHe-OPMeHBI AT

TaK KaK B CJIy4a€ OIHOBPCMCHHOI'O IPUMCHCHHSA BO3MOXKXHO PAa3sBUTUC AaHTHOHEBPOTHYECKOI'O

OTeKa.

Tak kak B cocraB npenapara Onepuo Bxoaut APA II BancapraH, ero He ciaenyeT IpUMEHATh
OJIHOBPEMEHHO C JIPYTUM IIpenapaToM, B coctaB kKotoporo Bxoaut APA II.

IIpu pa3BuTHUM NPU3HAKOB HapyLIEHHWs] MNEPeHOCMMOCTH mpenapara lOmepuo (KIMHHYECKH
BBIPAKCHHOE CHIDKCHHUE apTepraibHoro nasinenus (A/l), runepkanuemus, HapyieHue QyHKIMU
IIOYEK) CIIEAYET PacCMOTPETh BOIPOC O BPEMEHHOM CHMKEHUHU J103bl WM KOPPEKLMH I03bl
OJTHOBPEMEHHO ITPUMEHSAEMBbIX JIEKAPCTBEHHBIX IPEnapaToB.

Occenyuanvhas apmepuanbHas 2unepmeH3us

Pexomennyemas HauanbpHas no3a npenapata FOnepuo coctasnser 200 Mr ouH pa3 B CyTKU. Y
MAIMEHTOB C HEJJOCTaTOYHBIM KOHTPOJIEM apTEPHAIBLHOrO JaBjeHUs Ipu npueme 1036l 200 mr
OMH Pa3 B CYTKM €€ MOXHO NOBbICMTH 10 400 Mr oauH pa3 B CyTKH. Y MaLUEHTOB C
TMIIEPTOHUYECKONW OO0JIE3HBIO M CEepACYHON HEAOCTAaTOYHOCTBIO CIIEAYET COONIIOJATh PEXUM
JI03UPOBaHUS KakK IpH cepeuHol HegocraTouHoctu (200 Mr aBax bl B ieHsb). [Ipenapar FOnepuo
MO>KHO MCIOJIb30BaTh B PEKUME MOHOTEPAIIUU WM B KOMOMHAIUY C IPYTUMH TUIIOTEH3UBHBIMU
cpencrBamu, kpome HHruOuTOpoB AIID u BPA.

Oco0bIe T'PYIIIBI TATWUCHTOB

Iayuenmoi ¢ napyuienuem @ynKyuu noiex

VY manueHToB ¢ HapyMIEHWSIMH (QYHKIUH IMOYEK JIETKOW (pacu€THas CKOPOCTh KIIyOOYKOBOM
dunbrparuu (pCK®) ot 60 10 90 Mi/mun/1,73 M?) winu ymepenHoii crenenu Tsxectd (pCKD ot
30 10 60 ma/Mun/1,73 M%) KOppekiMK 10361 MpenapaTa He TpebyeTcs (cM. pasaen 5.2.).

VY manueHToB ¢ cepAeuHON HeA0CTaTOYHOCTBIO U TSKENbIM HapyleHueM ¢pyHkunu novyek (pCKd
<30 mn/mun/1,73 M?) pekoMeHyeMas HauanbHAas 103a Tpemapara cocTapiseT 50 mr 2 pasa B
CYTKHU.

besonacHocts u 3¢ dexkruBHOCT, mpemapara HOmepro y NalMEeHTOB € 3CCEHLUAIbHOM
apTepUaIbHON THITepPTEeH3UEH " TSOKEITBIM HapyIIeHHeM byHKIAN MOYeK
(pCK® <30 mn/mun/1,73 M?) He ycTaHOBIIEHBI (CM. paszen 5.2.).

Iayuenmui ¢ napyuieHuem GyHKyuY neveru

VY nmanueHToB ¢ HapyILICHUSAMHU (QYHKIIMM MEeUeHH JIETKOW cTeneHu (Kiacc A mo KiaccupUKaIu

Yaitnn-I1er0) koppekmmu 10361 ipenapara KOneprno ve Tpedyercs.
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PekoMenayemass HauajbHas /1032 Mperapara y fraHp#eHToB—e—eepAeHHoi—HeAoeTaToHoeT o~
YMEpEeHHbIM HapylieHueM ¢yHkuuu mnedeHu (xiacc B mo wiaccupukanuu Yaitng-ITsio)
cocraisieT 50 Mr /1Ba pa3a B CyTKH. PexomMeHiyemas HauanbHasl 1032 Ipenapara y HalleHToB ¢
ACCEHIMAIILHOW apTepUATIbHON TUNIEPTEH3WEH W YMEPEHHBIM HapylieHHeM (DYHKIUU TICYeHU
(xmacc B o knaccudukarnuu Yaina-I1sto) cocrasiser 100 Mmr oguH pa3 B CyTKH.
[Ipenapat FOnepuo He pekoMeHA0BaH K MPUMEHEHUIO Y MAIIUEHTOB C TSKEJIbIMH HapyIICHUSIMU
¢ynkuun neuenn (kaace C no knaccudpukanun Yana-I1s10).
Tayuenmul noscunoeo 6ospacma (cmapuie 65 n1em)
VY nanueHToB crapiie 65 JeT KOPPEeKIUU 1036l He TpeOyeTcsl.

eTH
Hanablx mo Oe3omacHOCTH W 3(PQPeKTUBHOCTH NpUMeHeHHs mpemnapara lOmepuo y nereid u
IIOJIPOCTKOB HET.
He pekomenayercs 1jist IpuMEHEHUsI y eTeil B Bo3pacte 1o 18 mer (cMm. pasmen 4.3.).

Cnocob IIPUMCHCHU A

[Ipumensitor BHYTph. Bpems npuema npenapata FOnepuo He 3aBUCUT OT BpEMEHU IIpUEMa IUIIIH.

4.3. IlpoTuBOMOKA3aAHUS

e [unmepyyBCTBUTEIBHOCTh K CaKyOUTpHIy WM K BajJcapTaHy W/HMIH K JIOOBIM
BCIIOMOTaTeJIbHBIM BELLIECTBAM, IEPEUUCIECHHBIM B ITopaszzene 6.1.

e OnnoBpeMeHHoe npuMeHeHue ¢ MAIID, a Taxxe nepuox 36 yacoB nociie oTMeHbl HATID.

e Hanuune aHrMOHEBPOTHYECKOIO OTEKa B aHaMHe3e Ha (poHe mpeAlIecTBYIOIEN Tepanuu
uAIl® unu APA 11

e HacnencrBeHHBIN aHTHOHEBPOTUYECKUN OTEK.

e OJgHOBpPEMEHHOE IPUMEHEHHUE C NIpEnapaTaMy, COAEP KALUMHI ATMCKUPEH, Y TTALlUEHTOB C
caxapHbIM JMa0eTOM WM C YMEPEHHBIM WM TSDKEIBIM HapylieHueM (QYHKIIUU TMOYeK
(pCK® <60 mn/mun/1,73 m?).

e Hapymenue ¢pyHkuuu nedeHu Tspkenou crenenu (kinacc C mo kinaccudukanuu Yaiina-
[Ib10), OMIIMApHBIA TUPPO3 U XOJIECTA3.

e [Ipenmapar IOnepuo He pexomenayeTcs I NPUMEHEHUS y JeTeil B Bo3pacTe A0 18 ner B
CBSI3U C OTCYTCTBHEM JIAHHBIX 110 3()(HEKTUBHOCTH U OE30MIACHOCTH.

e bepemeHHOCTD, IUIaHWPOBaHKE OEPEMEHHOCTH U MEPUO]I TPYIHOTO BCKapMIIMBAHHUS.
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e OHOBpEMEHHOE NMPUMEHEHHE C IPYTUMIr-TIpeTIapaTanr; conepRammvr AP A~ T8

COCTaB IIpfrapaTa BXOJAUT BaJICapTaH.

4.4. OcoOble yka3aHHusl ¥ MepPbl NPeI0CTOPOKHOCTH NPH NPMMEHeHUH

C 0CTOPOKHOCTBIO:

. TsOKenble HapymeHuss ¢yHkimu nodek (pCK® <30 mu/mumn/1,73 M%), B T.4. y
NAlMEHTOB, HAXOJSAIIMXCS Ha TeMOIUalIM3€ WIA MPOXOIAUINX MHPOUEAYPY
remoguamma (pCK® <15 mu/mun/1,73 M?) B CBA3M C OTCYTCTBHEM MAHHEIX MO
0€30MaCHOCTH y MAIIMEHTOB JIaHHOM KaTerOpUu;

. JIBYCTOPOHHUI CTEHO3 MIOYEYHOUN apTepuH;

. TUIIOBOJIEMHUSI, KOTOpasi MOXKET OBITh BbI3BaHA Teparnueil InypeTukaMu, HU3KOCOJIEBOM
JIUETOW, TMapeei Wik pBOTOM;

. OIHOBPEMEHHOE TPHUMCHCHHE C IMpermapaTaMd, CIOCOOHBIMH  YBEIUYHBATH
CoJIepKaHue Kallusl B CBIBOPOTKE KPOBU (HampuMep, KanuiicOeperaroniiue JUypeTUKH,

npernaparsl Kajus),

. OJIHOBPEMEHHOE MPUMEHEHUE CO CTaTHHAMH, HHruOuTopamu docdoaudcrepasbl 5-ro
TUIIA;
. AHTMOHEBPOTUYECKH OTEK B aHaMHE3e B CBS3M C OTCYTCTBHEM JAHHBIX [0

IMPUMCHCHUIO IIpeliapaTa y IMallUCHTOB JTaHHOM KaTCropuu,; ManucHThI HerOHﬂHOﬁ

pacbl MOTYT OBITH OOJIEe MMOABEPIKCHBI pUCKY aHTHOHCBPOTUYCCKOI'O OTCKA.

Oco0ble VKa3aHusg

Buipaoicennoe cuuocenue A/

V¥ mauueHToB, mostydasmux npenapat Onepno, oTMeyannce cilydad KJIMHUYECKH BBIPAXEHHON
apTepuaJbHOM TUNOTEH3UW. IIpM BO3ZHMKHOBEHMM apTEPUAIIBHOM TMIOTEH3UU CIEAYET
paccMOTpeTh BOMPOC O KOPPEKIIUHU 103l AUYPETUKOB, COITYTCTBYIOIUX TMIIOTEH3UBHBIX CPE/ICTB,
a Takke 00 yCTpaHEHMH NPUYMH BO3HUKHOBEHUS apTEpUalIbHOM TMNOTEH3UH (Hampumep,
TUNOBOJIEMHUH). Ecnu, HECMOTps. Ha 3TU MEPHI, apTepUalIbHAs TMIIOTEH3Us COXPAaHIETCs, 03y
npenapara Onepno ciexyeT yMEHbIIWTh WIM IIpenapar cileayeT Ha BpeMs OTMEHMTH.
OxoHuarenbHasE OTMEHa IpernapaTa OObBIYHO He Tpedyercs. BeposTHOCTH BO3HMKHOBEHUS

apTepHaHLHOﬁ TMIIOTCH3WH, KaK IPAaBUJIO, BBIIIC Y MMAIIUCHTOB C FI/IHOBOHGMI/Ieﬁ, KOTOpasA MOXKET
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ObITh BbI3BaHA Tepaluell JAUYpPEeTUKaMH, HU3KOCOfeBoH—Aretoi—Arapeei—ripporoir—Hepen

HayaJoM NpuMeHeHus npenapata lOnepuro cieayeT npoBecTH KOPPEKIUIO COACPHKAHM HATPHS B
opranusme u/uiu BocnoHuTs OLK.

Hapywenus ¢pynkyuu novex

Kaxk u nro6oii npyroit nmpenapar, nericreyromuii Ha PAAC, npenapat FOnepro MoKeT BBI3bIBATh
yxyauenue GyHKIUH novek. B cpaBHUTENBHOM HCCeA0BaHUN 0€301MacHOCTH U 3P (HEKTUBHOCTU
(MO0 CpaBHEHHWIO C DJHAJNANPHIOM) KIWHAYECKH 3HAYUMbIC HAPYIICHHUS (QYHKIIMH TOYCK
OTMEUaJIUCh PeJIKo, a npenapat KOnepuo B CBs3M ¢ MOJI0OHBIMH HAPYIICHUSIMU OTMEHSIIA PEXKe
(0,65%), yem snananpui (1,28%). B ciyuae k1MHUYECKH 3HAUUMOTO YXYALICHUS PYHKIIMU TOYEK
ClIeyeT paccMOTpeTh BOIpoc 00 yMeHbIeHUU A03bl mpemnapaTta FOnepuo. Ilpu nmpumenenuun
npenapara lOnepro y mNanMeHTOB C TSKENBIMH HAPYHICHUSMU (QYHKIUA TIOYEK CIEAyeT
COO0III0IaTh OCTOPOKHOCTb.

Tunepranuemus

Kak u moboit npyroii mpemapat, neictByromuii Ha PAAC, mpemapar HOmepuo wmoxer
YBEJIMYMBATH PUCK PA3BUTHUS THIICPKATUEMIH. B CpaBHUTEILHOM HCCIICIOBAaHUN 0€30ITaCHOCTH H
3¢ ekTuBHOCTH (IO CPAaBHCHHUIO C SHANANPHIOM) KIMHUYCCKH 3HAYUMas TUICPKATAEMUS
oTMeyanach peako; mpemnapar HOmepuo B cBs3uM ¢ rumepkanuemueid Obu1 oTMeHeH y 0,26%
nanueHToB, a sHamanpuil — Yy 0,35% mnamuentoB. [IpemapaThl, crmocoOHBIE YBETHMYMBATH
coJiepKaHue Kaus B CBIBOPOTKE KPOBH (HaIpuMep, Kaiuiicoeperaronue JNypeTUKH, penapaTsl
KaJusl), OIHOBPEMEHHO ¢ npenaparoM IOnepuro cienyer npuMeHsTh C OCTOPOXKHOCTHIO. B citydae
BO3HUKHOBEHHMSI KIIMHUYECKH 3HAYUMOMN THMIEPKATHNEMHUH CIEAYET PAaCCMOTPETh TaKUE MEPBI, KaKk
CHIDKCHHE TIOTPEONICHUS Kallus C MHILIEH WM KOPPEKIUsS J03bl COMYTCTBYIOIIMX Iperaparos.
Pexomenayercs peryisipHO KOHTPOJIMPOBATH COJEP)KAHHME Kajus B CHIBOPOTKE KpPOBH, B
OCOOEHHOCTH Yy MAalMeHTOB C TaKUMHU (aKTOpaMu PHUCKA, KaK TsDKEIbIe HApPyIICHHS (yHKIIUU
MOYEK, CaXapHbIi quabeT, TUI0AIbJOCTEPOHN3M UITH IUETa C BBICOKUM COJEPKAHUEM KaJHS.
Aneuonespomuueckuti omex

Ha ¢one mpumenenus npenapara FOnepuo oTMeyanuch ciiydan pa3BUTHS aHTHOHEBPOTUUECKOTO
oreka. [Ipy BO3HMKHOBEHHMH aHTMOHEBPOTHMYECKOrO0 oOTeka mpenapaT IOmepuo cremyer
HEMEJIEHHO OTMEHHTh U Ha4aTh Ha/JIeXKaIlee JIeueHHe ¢ HaOItoIeHuEM MalueHTa A0 OJTHOTO U
CTOMKOTO pa3peleHus BCeX BOSHUKIINX cUMNTOMOB. [IoBTOpHO Ha3Hauats npenapar FOnepuo He

CICOYCT. B ClIydasx IMOATBCPKIACHHOI0O AHTMOHCBPOTHYECKOIO OTCKa, IMPU KOTOPOM OTCK
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pacnpocTpaHsuICs TOJILKO Ha JIMIO U T'yObl, laHHee-eoetostie;-Kalk-Apasrio-paspettatoes-6es
BMEIIATENbCTBA, XOTS MPUMEHEHHUE AaHTUTMCTAMHHHBIX CPEJICTB CIIOCOOCTBOBANIO OOJIETYEHUIO
CHUMIITOMOB.

AHTMOHEBPOTHUYECKUN OTEK, COMPOBOXKIAIOMIMICI OTEKOM TOPTaHU, MOXET MPUBECTU K
JeTalbHOMY HcX0ay. B Tex ciyuasix, Korja OTeK pacpOoCTpaHsIeTCs Ha SI3bIK, TOJI0COBBIE CKIA/IKH
WIM TOpPTaHb, YTO MOXET MPUBECTH K OOCTPYKIMH JbIXaTENbHBIX IyTeH, HEO0O0XOAMMO
HEMEIJICHHO HayaTh HaJUIeXKallee JIeUYEeHUE, HalpuMep, IOJKOXKHOE BBEIEHHE pacTBOpa
snuHeppuna (ampenamuua) 1:1000 (0,3-0,5 wmur), w/miau TOPUHATH HAUICKANIHE MEPHI IO
00eCIeUeHHnI0 MPOXOIUMOCTH JbIXaTeNbHbIX MyTEH.

VY manueHToB ¢ aHTMOHEBPOTHUYECKUM OTEKOM Ha ¢oHe mpemuiectBytomieit Tepanun nAIID wm
APA 1l B anamHe3e, a TakKe y MAIlMEHTOB C HACJIECACTBEHHBIM aHTHOHEBPOTHUUYECKHUM OTEKOM
MIPUMEHEHHUE Tpenapara NpoTUBOMOKA3aHO.

[TarueHTHl HETPOMAHON pachkl MOTYT OBITH OoJiee MOJBEPIKEHBI PUCKY AHTMOHEBPOTUYECKOTO
oTeKa.

llayuenmul co cmeno3om noueunou apmepuu

Kak u npyrue npemnapatsi, neiictByromme Ha PAAC, mpemapatr HOmepuo MoOXeT BBI3BIBATH
MOBBIIICHUE KOHIICHTPAIMM MOYEBHMHBI M KpPEaTHMHHHA B CHIBOPOTKE KPOBU Yy TAIEHTOB C
OJIHOCTOPOHHUM WJIM JIBYCTOPOHHHMM CTE€HO30M IOYEUHBIX apTepHil. ¥ MalUEeHTOB CO CTEHO30M
MOYEYHON apTepuu TMpenapar ciaeAyeT MPUMEHATh C OCTOPOKHOCTHIO, PETYJIIPHO KOHTPOIUPYS

(YHKIUIO TTOYEK.

4.5. B3ammopeiicTBHe C JAPYIMMH JICKAPCTBEHHBIMH IIpeniapataMd H Jpyrue BHABI
B3aMMOJAEeHCTBUA
[IpoTBONOKAa3aHHBIE JEKAPCTBEHHBIC B3aUMOICCTBUS

Hneubumopor AIID

[Ipenapar IOnepno npoTMBONOKa3aH K INPUMEHEHHMIO OAHOBpeMEHHO ¢ MAIIPD, mockoibky
MHTHOVMpPOBaHNE HEMPUIIM3UHA OJHOBpEeMEHHO ¢ mpuMeHeHueM HATID MoxeT yBenTuuuBaTh puCcK
pa3BUTHUS aHTHOHEBPOTHYECKOT0 oTeka. [[pumenenne npenapara FOnepro BO3MOKHO HE paHbIIE,
yeM uepe3 36 yacos nocsie oTMeHbl HAIID. [Tpumenenne nAI1® Bo3MOXKHO HE paHbllIe, YEM YEpeE3

36 yacoB nociue nocieaHero npuemMa npenapara FOnepuo.
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Anuckupen
[IpoTuBONOKa3aHO OJHOBPEMEHHOE MpUMEHeHue npenapara HOmepuo ¢ alMCKUpPEH-
COJIEp>KaIIMMH TperapaTamMy y MalrueHTOB ¢ CaXapHbIM TUAa0ETOM WU C HApYIICHUSIMH (PyHKIIUN

nouek (pCK® <60 mn/mun/1,73 M%) 1 He peKOMEHI0BAHO Y APYTHX HAIlHEHTOB.

HepexoMeHayeMble I€KapCTBEHHBIC B3aUMOACHCTBUS

Anumazonucmul peyenmopos aH2uomeH3una
[TockonbKky OnHO M3 JEHCTBYHOIIMX BellecTB npemnapara siiasercs APA |, ogHoBpemeHHOE
IIPUMEHEHHE C IpYyTruM npemnaparom, coaepxaiiuM APA I, He pekomenayercs.

JlexapCcTBEHHBIE B3aMMOJICHCTBHSA, KOTOPBIE HCO6XOI[I/IMO YYHMTHIBATH

Uneubumopwor I'MI-KoA pedykma3zwl (cmamumbl)

JlaHHBIE WCCIICIOBAHMI IMOKA3bIBAIOT, YTO CAKyOMTPHJI TOAABIISET aKTHMBHOCTH MEPEHOCYMKOB
OATP1B1 u OATP1B3. IIpenapar FOnepno MoxeT yBenTu4InBaTh CUCTEMHYFO YKCTIO3UIIUIO TAKUX
cyoctparoB OATP1B1 u OATP1B3, kak craTuHbl. Y MAIMEHTOB, MOIYyYaBIIUX Ipenapar
FOnepro oIHOBPEMEHHO € aTOPBACTATHHOM, MAKCHMaJIbHAs KOHIIEHTPALKs B r1a3Me KPOBH (Cmax)
aTopBacTaTMHAa M €ro MeTa0OJUTOB YBEIMUYMBAJIACH 1O 2 pa3, a IUIOMAAb MOJ KpPUBOH
«kouueHrpamnus-spems» (AUC) — mo 1,3 pa3. Craemyer coOir0aaTh OCTOPOKHOCTH IPH
OJTHOBPEMEHHOM MPHUMEHEHUU CTAaTUHOB ¢ mpemnaparom Omepuo. He oTmeueHO KIMHHYECKU
3HaYMMOTO JIEKaPCTBEHHOI'O B3aWMOJICHCTBUS MpPHU OJHOBPEMEHHOM INPUMEHEHHUH Ipernapara
IOnepwuo ¢ cumBacTaTuHOM.

Cunoenaghun

VY mnaumeHToB C BbIpaXeHHbIM noBblleHHeM AJl, momywaromux npenapat IOmepuo (1o
JOCTHKEHUS pAaBHOBECHON KOHLIEHTPAIMH), OTHOKPAaTHOE MPUMEHEHUE crlJieHa(uIa yCHIUBaIIO
AHTUTHIIEPTEH3UBHOE JICWCTBUE 110 CPaBHEHUIO C TNpUMEHEeHHWeM rmperapara lOmepuo B
MoHOoTepanuu. [1o 3Toi mpuuuHe y ManueHToB, noiydaromux FOnepno, npuMeHsITh cuiiaeHaduI
WIN ApYroi HHruobuTop gocdoaudcrepassl S-To TUIA CIEAYET C OCTOPOKHOCTHIO.
IIpeononazaemvie n1ekapcmeeHHble 83aUMOOECNEUsL, KOMOPble HEODX0OUMO YUUMbIGAMb

Kanuu

OnHOBpEMEHHOE TPUMEHEHHE KalHiCcOeperaonmx JANYPEeTHKOB (HampuMmep, TpUaMTEpeHa W
aMMJIOpH/Ia), aHTaTOHKCTOB MUHEPATIOKOPTUKOUIOB (HapuMep, CIUPOHOJIAKTOHA U SIIJIEPEHOHA),
MpenapaToB Kajius WIM KaIMHCOJAEpKAlMX 3aMEHUTENEH MOBapEeHHON COJIM MOXKET BBI3bIBATH

IMOBBIIICHUEC COACPKAHUA KAl U KOHICHTPANH KPEaTUHHNHA B CbIBOPOTKE KPOBHU. vy IMaIMCHTOB,
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nojyvaromux mnpenapar lOnepuo oJHOBpeMeHHO—e—9FrvIr—HpeHapatani;—peromMeHyetes
PEryJIsipHO KOHTPOJIMPOBATh COJIEPKaHUE KalHsl B CBIBOPOTKE KPOBH.

Hecmepouonvie npomusgogocnanumenvhvie npenapamvr (HIIBII), exniouas uszbupamenvhvie
uHeUOUMOPbL YUKI0OKCU2eHasvl-2 (uneubumopwt 1JOI'-2)

[Ipumenenue npenapata Onepuo ogHoBpemenno ¢ HIIBII y mamueHTOB B BO3pacTe crapiie
65 5eT, y nalMeHTOB C TMIIOBOJIEMHEN (BKJIIOYAsl MALMEHTOB, NOJIYYAaOLUX JUYPETUKH) U Y
MAIMEHTOB C HAPYIICHUAMHU (DYHKIUH IMOYEK MOXET YBEIWYMBATH PUCK YyXyIIICHUS (DyHKIHH
mmouek. Y TalMeHToB, mnosydaoomux npenapatr lOnepuo ognoBpemenno c¢ HIIBII, npu
IPUMEHEHUH TIOJOOHOM CXeMbl JIeUeHMs U B Cly4yae €€ H3MEHEHHUs pPEeKOMEHAyeTcs
KOHTPOJIMPOBATh (DYHKIIUIO ITOYEK.

IIpenapamul aumus

B03MOXHOCTB JIEKapCTBEHHOTO B3aMMOJEHCTBHS MEXIy npenaparoM HOmepno u mpenaparamu
nutusa He u3ydanu. [Ipu ogHOoBpeMeHHOM npuMmeHeHuu mnpenapatoB jautus ¢ HAIID® u APA 11
0TMeYaroch 00paTUMOE MOBBILIEHUE CO/IEPIKAHUE JINTUS B CBIBOPOTKE KPOBH M YCUJIEHUE, B CBA3H
C 9TUM, TOKCHYECKHX TPOSIBIICHHH.

VY manuenTtoB, noiayvaromux npenapat KOmnepuo BMecTe ¢ mpenaparaMu JIHTHS, PEKOMEHIYETCS
TIIATEIbHO KOHTPOJMPOBATH COJIEpXKAHME JIUTHS B  CBIBOPOTKE KpoBU. B ciyuae
JIONIOJTHUTEIBHOTO  NPUMEHEHUS  JUYypPeTHMUYECKOro  JIGKApCTBEHHOIO  Iperapara  PUCK
TOKCHYECKOTO JICHCTBUS JINTUS MOXKET YBEITHUNBATHCS.

Benxu-nepenocuuxu

AKTUBHBIH MeTa0OJIMT cakyOuTpuia (cakyOMTpuUiaT) M BajcapTaH SIBISIOTCS cyOcTpaTamu
6enxos-nepenocunkos OATP1B1, OATP1B3 u OAT3; BancapTan Takxke sBISETCA CyOCTpaToM
oenka-nepeHocunka MRP2. V nanuenrtos, nonydaromux npenapaTt KOnepuo olHOBpeMEHHO ¢
uarnouropamu OATP1B1, OATP1B3, OAT3 (manpumep, pupaMImuInHOM U IHUKIOCITIOPHHOM)
wm MPR2 (manpumep, pHUTOHaBHUPOM) MOXKET YBEJIMYMBATHCS CUCTEMHAs OSKCIO3UIMS
cakyOMTpHIIaTa WK BaJicapTaHa COOTBETCTBEHHO. B Havase u npu 3aBeplieHH OJJHOBPEMEHHOTO
npUMeHeHus mperapara FOnepno W JaHHOW TPYMIBI TpEmapaTtoB TpedyeTrcs CcoONronaTh

OCTOPOXKHOCTb.

OTCYTCTBHE 3HAUMMEIX JICKAPCTBCHHBIX B3aMMOICHCTBUI

B cnywsae nmpumenenus npenapara lOmepuo B KOMOMHaIMU C (GYpOCEMHIIOM, IMTOKCHHOM,

BaphapuHOM,  THUJPOXJIOPOTHA3UIOM,  aMJIOJUIMHOM,  MeTGOPMHUHOM,  OMEIpPa30JIoM,
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KapBEJWIONOM, HUTPOTJIHMIIEPUHOM BHYTPHBCHHO=(B/B)—HAH—KOMOHHHPOBatHIV—HpeHapaTont
JIEBOHOPrecTpesa U dTUHUIACTPAANOIA KIMHUYECKH 3HAYUMBIX B3aUMOJCHCTBUI BBISBICHO HE
Obu10. B3anMoieicTBHIA C aTEHOJIONOM, HHIOMETAIIMHOM, TIHOSHKIAMUAOM (TTIHOYpUIOM) WK
UMETHIMHOM TIPH OJIHOBPEMEHHOM NMPUMEHEHUH ¢ penapaToM FOnepro He 0xKHuIaeTcs.
Bszaumooeticmesus ¢ uzogpepmenmamu cucmemol yumoxpoma P450

Nmeromuecss  MccnenoBaHus — JAEMOHCTPUPYIOT,  YTO  BEPOSTHOCTh  JIEKAPCTBEHHBIX
B3aMMOJICHCTBUH, omocpenoBaHHBIX m3odepmentamu nuroxpoma CYP450, neBenuka, Tak Kak
KOMILJICKC JICHCTBYIOIINX BEUIECTB B HE3HAYMTEIBHON CTEIIEHN METa00IM3UPYETCs IPU yUaCTUH
m3odepmentoB CYP450. Kommuieke neicTByrommx BemiecTB npenapara FOmepuo He sBiseTCs

MHTHOUTOPOM MU HHIYKTOpoM u3odepmentor CYP450.

4.6. ®epTHIBHOCTH, 0€PEMEHHOCTD U JJAKTALMS

ITanMeHTKU ¥ MALMEHThI ¢ COXPAHCHHBLIM PENPOAYKTUBHBLIM IOTSHIIMAIOM, KOHTPALICIIIIUS (CCJ'II/I

OPUMEHHUMO)

CneﬂyeT I/IH(i)OpMI/IpOBaTI) MNaUCHTOK C COXPaHCHHBIM PCHOPOAYKTHUBHBIM IMTOTCHUOHUAJIOM O

BO3MOJXHBIX MOCICACTBUAX IMPUMCHCHHUA Ipcliapara BO BpPEMA 6epeMeHHOCTI/I, a TakKXe O
HEOOXO/MMOCTH HCIOJb30BAHUS HAJEKHBIX METOAOB KOHTpPALENIMU BO BpeMs JIEUCHMS
IpernapaToM U B T€UEHUE HEJENU TMOCIIE ero MOCIEeIHEro npuema.

bepeMeHHOCTD

Kak u npyrue npenapatsl, Hanpsimyto aeiictyrone Ha PAAC, npenapar FOnepuo He cinenyet
IPUMEHATH BO BpeMsi OepemeHHocTu. JlelicTBue npenapata FOnepuo omocpenoBaHo 6iokanoi
penenTopoB aHruoTeHsuHa lI, mosTomy puck i IUI0a HENb3s UCKIIOUUTh. Y OepeMeHHBIX
JKCHIIMH, MMPUHUMABIIHUX BaJICapTaH, OTMEYAJIUCHL ClIydahn CaMOIIPOM3BOJIbBHOI'O IIPCPbIBAHUA
OepeMEeHHOCTH, MaJIOBOAMS U HApYIIEHUS (PYHKIINU MTOYEK Y HOBOPOKAeHHBIX. [Ipu HacTynienuu
OepeMEeHHOCTH BO BpeMs JIeUeHHsI IIpenapaToM MalMeHTKe CIeyeT MPeKpaTUTh IPHeM Npenapara
U IPOMH(OPMUPOBATH CBOETO JIEYAIIETO Bpaya.

Jlakranus

HewussectHo, npoHukaer nu mpemnapar lOmepro B rpyaHOoe MOJOKO y 4enoBeka. [10cKoibKy B
JOKITMHUYECKUX MCCIIEOBAHUIX OTMEUEHO BbIIETICHUE CaKyOUTpHIIa U BajicapTaHa C MOJIOKOM
JAKTUPYIOIUX KpbIC, HE PEKOMEHIyeTCsl MpUMeHATh mnpenapar KOmnepuo B mepuon rpyaHOro

BCKapMJIMBaHU:. Pemenne 00 oTkase oT TPYAHOTO BCKAapMJIMBAHUA WA 00 OTMEHE JICUEeHUS
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npernapatoM FOnepro u npoaomKEeHUN rpyaHOT

BAXXHOCTH €0 IPUMCHCHUA IJI MaTCpu.

DepTHabHOCTD

JlanHpIX O BiMsAHMM mpenapara HOmepuo Ha (QEepTHIBHOCT MYXYMH M JKEHIIMH HeT. B

HCCICA0BAaHMAX ITpEIIapara IOHCpI/IO Y ) KMBOTHBIX CHHMKCHUSA (bepTI/IJ'II)HOCTI/I OTMEYEHO He OBIIIO.

4.7. BausiHue HAa CHOCOOHOCTH YNPAaBJATH TPAHCNOPTHBIMH CpPeACTBAMHM M padoTath ¢
MeXaHM3MaMH

OTCyTCTBYIOT JaHHbIE O BIMSHHUM IIpenapaTa Ha CIIOCOOHOCTb YIPaBIATh TPaHCIOPTHBIMU
CpeACTBaMU W/WIIM MeXaHU3MaMH. B CBsI3U ¢ BO3MOKHBIM BO3HUKHOBEHHEM I'OJIOBOKPY KEHUS WITH
MOBBIIIEHHOW  yTOMIJISIEMOCTH  CJE€AYyeT  COOJII0JaTh  OCTOPOKHOCTb  IMPH  BOXKJIECHUU

ABTOTPAHCIIOPTA KUJIN pa60Te C MCXaHHU3MaMU.

4.8. HexenaTeJibHbIE peakKIMu

Pesrome HDOd)I/IJIﬂ 0€30IaCHOCTH

Cepoeunas neoocmamouHocmy

Bcero B knumamdeckux wucneiTanusx PARADIGM-HF (o cpaBHeHHIO € dHanamnmpuiioM) H
PARAGON-HF (o cpaBHeHHIO C BaJicapTaHOM) ydacTBOBaIM 6622 manueHTa C CepAeYHON
HenocTaTouHOCThI0. M3 Hux 5085 momyuanu Tepanuro npemnaparom FOnepro ve menee 1 roaa.
PARADIGM-HF

be3zonacHocts npenapara KOnepro y nanueHTOB ¢ XpOHUYECKON CepJIeuHON HEJ0CTaTOYHOCTBIO
¢ ¢paknueii BeIOpoca JseBoro kenymouka (PBJDK) <40% omenuBaniach B OCHOBHOM
uccnenoBannu pasel 3 PARADIGM-HF, B koTOpOM cpaBHHBAIU IPYTIITEI, TIOTYYaBIINE TIperapaT
KOnepuo 200 mr nBa pasa B aenb (N = 4203) wnu s>nananpun 10 mr (n = 4229). IIpu oueHke
0€30MaCHOCTH NPOJOJDKUTEIBHOCTh TEpalmuM MpernapaToM Yy NalMeHTOB C XPOHMYECKOU
CepJICYHON HENOCTaTOUYHOCTHIO COCTaBisa 110 4,3 5eT, cpenHsas NpOJOHKUTEIbHOCTh MpueMa
coctaBmia 24 mecsua. [Ipekpaiienre Tepanuu B CBSI3U C PA3BUTHEM HEXKENATEIbHBIX SIBICHHUI
(HA) norpe6osanoce y 10,71% mnaumenTtos, nomydaBmux npenapat HOmepuo, u y 12,20%,
MOJTy4YaBIIUX Tpernapar cpaBHEeHUs. SIBieHus, HanboJee YyacTo CBSI3aHHBIE C KOPPEKLMEH 1036l
mpernapara Wi MpeKpalleHueM Teparnu, ObUTH: apTepuaibHas THIIOTCH3HS, THIIEPKATAEMHUS 1

HapyuieHre (QyHKIUHM TMouyeK. BbIsSBIEHHbIE HexenaTelbHble jJekapcTBeHHble peakiuu (HJIP)
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ArAaY

COOTBeTCTBOBaﬂI/I (bapMaKOnoqueCKI/IM Xa e \us Utll’l\/ LTYTINQUIVE lllj\dllut]u ra 1\/11\41.}11\} p ey
COITyTCTBYIOIIMM 3a00JIEBaHUSM, UMEIOIIUMCS y MAallUeHTOB.
UYactora nexenatenbHbiXx peakuuii (HP) ne 3aBucena ot mosa, BO3pacta WM PacoBOMt

MPpUHAIJIC)KHOCTH.

HJIP nepeuncieHsl B COOTBETCTBUU C CHCTEMHO-OPTaHHBIM KJIAaCCOM MEIUIIMHCKOTO CIIOBaps AJis
HOPMaTHBHO-TIPaBoBO#l jaestenbHocTh MedDRA. B mpepenax KaXIoro CHCTEMHO-OPIaHHOTO
xitacca HJIP pacripeneiieHsl 10 4acToTe BOSHUKHOBEHUS B ITIOPSAAKE YMEHBIICHHS UX 3HAYMMOCTH.
JlJig OLIEHKM 4acTOThl MCIOJB30BaHbI CIEIYIOIINE KpUTepuu: oyeHb yacto (>1/10); gacto (oT
>1/100 mo <1/10); mewacto (ot >1/1000 mo <1/100); peako (ot >1/10000 mo <1/1000); odeHb
penko (<1/10000), BkirOYas OTHCIBHBIC COOOIICHUS, 4YacTOTa HEW3BECTHA - IIOCKOJBKY
uHpopmanus o aaHHeix HJIP moiydeHa B HOCTPErHCTPallMOHHOM MEPUOJIE M3 CIOHTAaHHBIX
COOOIIeHUH U COOOILIEHHI B TUTEpaType, TOUHO OLIEHUTh YACTOTY BCTPEYAEMOCTH U IMPUYUHHO-
CIIEICTBEHHYIO CBSI3b C IpEnapaToM HE BCErJa MNPEICTAaBISETCS BO3MOXKHBIM, IS JTaHHBIX
peaKuuil yKa3zaHO «4acmoma Heu3eecmuay).

Hapywenus co cmoponvl umMmynHotl cucmempl: 4aCTOTa HEU3BECTHA - TUIIEPUYBCTBUTEIBHOCTh
(BKJIIOYAst KOKHYIO ChIIb, KOKHBIH 3y, aHauIakcuio).

HapymeHu}l MemabonuzmMa U NUMAHUA. 09eHb 4acTO — TUIICPKAIIUEMHUS; 9aCTO — THIIOKAJIMCMUL.

Hapywenus co cmoponul HepeHoii cucmempl. 4aCTO - TOJIOBOKPYXEHHUE, roJIoBHAas 00J1b; HEYACTO

— OPTOCTAaTHYECKOE TOJIOBOKPYKEHHE.
Hapywenus co cmoponul opeana ciyxa u 1abupunma: 4acto — BEpTHUTO.

Hapywenus co cmoponsi cocy0os.: 04eHb 4acTO — apTepHaibHasi TUIIOTEH3Us; 4acTO — OOMOPOK,

OpTOCTAaTUYCCKAs TUIIOTCH3HA.

Hapywenus co cmoponvl Ovixamenvhoti cucmemvl, 0peanog cpyOHOU KIemKU U CPeOOCmeHUs.

4acToO — Kallenb.
Kenyoouno-kuwieunvie HapyuieHus  4acTo — 1uapesi, TOIHOTA.
Hapywenus co cmopoHbl Kodcu u NOOKOMCHBIX MKAHel: HeYacTO — aHTHOHEBPOTHUYECKHUH OTEK.

HapymeHu}z CO CMOPOHbL NOYEK U MOHQGZ)ZGO()EWMX nymeﬁ OYCHBb 4YaCTO — HAPYILICHUEC Q)YHKHI/II/I

ITOYCK, 4aCTO — MMo4Y€yHasad HEAOCTAaTOYHOCTb (B T.9. OCTpas NOoYCHHaA HC,E[OCTaTO‘-IHOCTB).

0611414@ HAPpYWeHus u peakyuu e mecme 66e0enusl. 9acTO — ITOBBIIICHHAS YTOMIIIEMOCTD, ACTCHUA.
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PARAGON-HF-HF

bezonacnocts npemnapara FOnepuo y naiieHToB ¢ XpOHUYECKOM CepAeUHON HETOCTATOYHOCTHIO
u OBJIK >45% ouenuBanack B ocHoBHOM mccnenoBanuu (assl 3 PARAGON-HF, B koTopom
CpaBHMBAJIM TPYMIIbI, nosydasiue npenapar KOnepuo 200 mr aBa pa3a B neHb (N = 2419) win
Basicaptad 160 mr (n = 2402). [Ipoduns 6e3onacHocTr mpernapata FOmepuo cooTBETCTBOBAI
npoduiro 6e30MacHOCTH y NAIIMEHTOB C CEPACUHOM HEOCTATOYHOCTHIO CO CHUKEHHOM (ppakumeit
BEIOpOCA.

3CC€HI4MCUZbHafl apmepuaibrhas CUnepmeHn3ust

bezonacnocts npenapara FOnepuo y naiueHToB ¢ 3CCEHIHAIBHON apTepUaIbHON TUNIepTeH3UEH
OLICHMBAJIM B KJIMHMYECKUX HCCIENOBaHUAX ¢ yuyactuem Oosiee uem 7000 mnamueHTOB ¢

runeprensueit (0onee 3500 nareHToB nonyuniu rpemnapat FOnepuo).

B o0benuHEeHHOM TpyIe KPaTKOCPOUHBIX BOMHBIX CIENBIX KOHTPOJIHPYEMBIX MCCIICAOBAHHMA
3272 nanuenTta noiydanu npenapar HOmepuo B TedueHHe B cpeaHeM 8 HeAeNb, MpPU 3TOM
TOJIOBOKPY’KEHHE Yallle BO3HUKAJIO y TMAalMEHTOB, MOJy4aBIIMX mnpenapar HOmepuo yem y
MAMEHTOB, MOMyYaBIINX OJIMECapTaH.

HesxenarenbHbIe IeKapCTBEHHBIE PEAKIIMN KJIACCH(HUIIMPOBAHBI 10 CUCTEMHO-OPTaHHBIM KJIACCaM,
a Jiajee 1o 4acToTe, HAYMHAS C CAMBIX YacThIX, C HCMOJIB30BAHUEM CIIETYIOIINX KaTeTOPHUil: OUeHb
gacto (=1/10); gacto (ot >1/100 go <1/10); Hewacto (ot >1/1000 no <1/100); penko (ot >1/10
000 mo <1/1000); ouens penko (<1/10 000), BkIro4as oTAenbHBIE cooOmIeHus. B kaxmoit rpymnrme
9YacTOT HEXKENATEbHbIE PEAKIIUU CTPYIITHPOBAHBI B IOPS/IKE YOBIBAaHUS CEPhE3HOCTH.
Hapywenus co cmoponwl nepénoti cucmemvpl: 4aCTO — FOJIOBOKPYKEHHUE.

COO6H_IGHI/IG 0 TOA03PECBACMBIX HEXKECIATCIBbHBIX PCAKIINAX

BaxHo coo0mare O M0A03peBa€MBbIX HEXeNaTeNbHBIX pPEAaKUUAX IOCIe PEerucTpaluu
JIEKapCTBEHHOT'O Tpernapara ¢ Lelbl0 00ecreyeHns HeNMPepbIBHOIO MOHUTOPUHIa COOTHOILICHHS
«T0J1b3a — PHUCK» JIEKapCTBEHHOIO Mpemnapara. MeauIMHCKUM pabOTHHUKAaM pPEKOMEHIYeTcs
coo0IaTh O JIIOOBIX MOJO3PEBAEMBIX HEKENATENBbHBIX PEAKIMIX JIEKapCTBEHHOIO Ipernapara
Yyepe3 HallMOHAJIbHBIE CUCTEMbI COOOIEHHUS O HEKENATENbHBIX PEaKIUsIX rOCyJapCTB — YICHOB
EBpa3uiickoro 5KOHOMHUYECKOT0O COH03a.

Poccuiickas @enepanus

®denepanpHas cayx0a mo Haa30py B cdhepe 3npaBooxpanenus Poccuiickoit deneparm

Anpec: 109012, r. MockBa, CnaBsiHCKas II0aab, 1. 4, ctp. 1
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Tenedon: +7 (800) 550-99-03, +7 (499) 578-02-20

dakc: + 7 (495) 698-15-73
DnektponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

PecnyOauka Kasaxcran

PI'TI na [IXB «HauuoHanbHbI LEHTP 3KCIEPTU3BI JIEKAPCTBEHHBIX CPEICTB U MEIMIIMHCKUX
m3nenuiiy Komurera MeaumMHCKOTO #  (hapMaleBTHYECKOTO KOHTPOJs MUHHUCTEpPCTBA
31paBooxpaHenus Pecniyonuku Kazaxcran

Anpec: 010000, r. Acrana, yn. A.MmaHnoBa, 13, 4 sTax

Tenedon: +7 7172 235 135

Onexrponnas noura: farm@dari.kz, pdlc@dari.kz, vigilance@dari.kz

Caiit: www.ndda.kz

PecniyOnuka Benapycs

MunuctepctBo 3apaBooxpaneHuss Pecny6nuku benapyce, Pecnybmukanckoe VYHutapHoe
IIpennpustue «lentp Dxcneprus u McnbiTanuit B 31paBooXpaHeHUN»

Anpec: 220037, r. Munck, niep. ToBapuiueckuii, 2a

Tenedon otnena papmaxkonamzopa/dakc: +375 (17) 242 00 29

OnekTpoHHas nmoura: repl@rceth.by, receth@rceth.by

Caiit: www.rceth.by

Pecnybauka ApmeHus
«HAVYHBIN HEHTP DKCIEPTU3bI JIEKAPCTB U MEJIUIIMHCKHUX TEXHOJIOTU
M. AKAJIEMUKA 5. TABPUEJISIHA»

Anpec: 0051, r. EpeBan, ip. Komuraca 49/5
Tenedomn: (+374 10) 20-05-05, (+374 96) 22-05-05
DnexTpoHHas noyTa: naira@pharm.am; vigilance@pharm.am

CaiiT: www.pharm.am.
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4.9. Ilepeno3upoBka
CuMOTOMBI

JlaHHBIX O TEpeo3UPOBKE JIEKAPCTBEHHBIM mpenaparoM FOmepuo y udenoBeka HEIOCTaTOYHO.
OnnokpaTHOe npuMeHeHue npemnapata B go3e 1200 mr u muorokparaoe B 103e¢ 900 mr (14 aneir)
Y 370POBBIX TOOPOBOJIBIIEB COMPOBOKIAIOCH XOpOIllel epeHocuMocThio. Hanboee BepoaTHbIM
CUMIITOMOM  TIE€PEIO3UPOBKM  SIBJISIETCSI  apTepualbHas — TUIOTEH3Us, OOYyCIOBJICHHAs
AHTUTUINEPTEH3UBHBIM JCHCTBUEM Ipenapara.

Jleuenue

PekoMeH10BaHO CUMIITOMATHYECKOE JIEYCHHE.

Vnanenue neMCTBYIOIIMX BELIECTB MPU MPOBEACHUM I'€MOJUAIN3a MaJOBEPOSATHO, MOCKOJIBKY

3HAYUTEIbHASA UX YaCTh CBI3BIBAETCS C OEJIKaMH I1JIa3MBbI KpOBH.

5. PAPMAKOJIOTTYECKHUE CBOHMCTBA

5.1. ®apmakoauHamMHuYecKHne CBOCTBA

dapMakoTepanieBTUYeCKasi TpYyIa: CpPeACTBa, JACUCTBYIONIME HA PEHUH-AHTHOTEH3HMHOBYIO
CUCTEMY, aHTarOHUCTHI PEIIENTOPOB aHrHoTeH3uHa I, 1pyrue komObuHanuu.

Kon ATX: CO9DX04.

MexaHu3M eicTBus

[Tpenapar FOnepuo comaepxut coaeBoi KOMIUIEKC aHUOHHBIX (OpM CaKyOuTpHIIa U BajicapTaHa,
KAaTHOHOB HAaTPHs U MOJIEKYJIBI BOJIBI B MOJISIPHOM COOTHOIIEHHH 1:1:3:2,5 COOTBETCTBEHHO.

HeiictBue npenapara Onepno onocpenoBaHo HOBBIM MEXAHU3MOM, & UMEHHO, OJJHOBPEMEHHBIM
MOJIABJICHUEM aKTHBHOCTH HENpWiIn3nHa (HelTpaiabHO# sHponenTuaassl (neutral endopeptidase,
NEP)) cakyOutpunaroM (aKTHBHBIM METa0OJIMTOM CaKyOUTpuia) U OJIOKagol peLenTopoB K
anruoren3uny Il 1-ro tuma (ATi1) BancapTaHoM, SIBJISIFOIIMMCS QHTarOHHUCTOM pPELETITOPOB
anruorensuHa I (APA II). ITox BnusiHHeM cakyOuTpuiIaTa MPOUCXOANUT yBEITMUEHUE KOIMYECTBA
MENTHA0B, pa3pyllaeMbIX HEMPUIM3UHOM (TakuX Kak HaTpuilypernyeckue nentuasl (HYII)), uto
Py OAHOBPEMEHHOM TIOJIaBJICHUM HeraTuBHbIX 3(@dexToB anrumoreHsuHa Il Bancapranom
o0ycIaBIUBaeT B3aUMOIOIOIHSIOMINE OlaronpusTHbIE AP QPEeKTh cakyOuTpuiIa U BajcapTaHa Ha
COCTOSIHUE  CEpPAECYHO-COCYJUCTOM CHUCTEMBI M TIOYEK y TMAalUEHTOB C  CEepAeYHOMU
HegocraToyHocThio. HVYII akTuBHpYIOT MeMOpaHOCBSI3aHHBIE PELENTOPbI, COMpPSKEHHbIE C

FyaHHHHHHHKHaSOﬁ, qTo IMPpUBOJUT K IIOBBIIICHUIO KOHICHTpAaIuu IMUKINYECKOI'O
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ryaHozuaMonodocdata (Ul M®D), BbI3bIBAIOIleFO——ABHCHII—BASOANFATAI;—y BeTHICHITe

HaTpuilype3a M JAMype3a, YBEIMYEHHE CKOPOCTH KIyOOYKOBOH (MIBTpPALlUM U IOYEUHOTO
KPOBOTOKA, IMOJIaBJICHUE BBICBOOOXKICHHUS PEHHHA U albJOCTEPOHA, CHUIKEHUE CHMITATHYECKOM
aKTUBHOCTH, a TaKKe aHTUTUIepTpoduueckoe M aHTHGuUOpoTHUEcKoe neicTBue. Bancapran,
n3buparenpHo Omokupyst ATi-penentop, momapisieT HeratuBHbIe A PexThl anrnoTeHzuna Il Ha
CepACYHO-COCYJUCTYI0 CHCTEMY M IIOYKH, a TaKxke OJokupyeT aHruoreHsuH II-3aBucumoe
BBICBOOOK/IEHUE AJIbJOCTEPOHA. DTO IPEIOTBPALIAET CTONKYIO AKTUBALMIO PEHUH-aHTHOTEH3UH-
anpioctepoHoBoil cuctemsl (PAAC), koTopasi BBI3BIBAET CY)KEHUE COCYOB, 3aJ€PKKY HATpuUs U
BOJbI IIOYKAMH, aKTUBALMI0 pocTa M Hposin(epaluio KIETOK, a Takke I[Oocleayonee
7ie3alalTUBHOE PEMOJIETUPOBAHHUE CEPAECUHO-COCYIUCTON CUCTEMBI.

dapmakonuaammnueckue YO PeKTol

dapmakogrHaMuYeckue dPPEeKThl KOMIUIEKCa CaKyOUTpHIIa M BajcapTaHa, BXOJSIINX B COCTaB
Ipenapara, OLEHHBAIU I0CJIE €r0 OJHOKPAaTHOTO M MHOTOKPATHOTO NPUMEHEHMS y 310POBBIX
JI0OpOBOJIBIIEB, @ TaKK€ Yy MAIMEHTOB C XPOHUYECKOM CEepAEeYHOH HEI0CTaTOYHOCTHIO.
Otmevaromuecst 3pQeKTsl COOTBETCTBOBATIM MEXAHH3MY IEHCTBUS KOMIUIEKCA ACHWCTBYIOIINX
BEIIECTB, COCTOSINEM B OJHOBPEMEHHOM HMHTHOMpoBaHMM HempuimiuHa u Omokane PAAC. B
7- THEBHOM MCCJIEJOBAHUH y TALIUEHTOB CO CHIDKEHHOM (hpakiuel BHIOpoca JEBOro kKelry10uKa
(®BJIK), B KOTOpOM BajcapTaH MPHUMEHSUIM B KauyecTBE KOHTPOJIS, NMPUMEHEHHE KOMILIEKca
cakyOWTpwiIa U BaJcapTaHa MPUBOAMIO K CTaTUCTHUECKH 3HAYMMOMY KPAaTKOBPEMEHHOMY
YBEJIIMYCHUIO HATpUilype3a, YBEJIMYEHUIO KOHIEHTpauuun ol’M® B MoYe€ W CHUKEHHUIO
KOHLICHTPALlUA CPEJHEPETHOHAIBHOIO IPEALIECTBEHHUKA MPEACEPIHOIO0 HATPUNYPETUUECKOTO
nentuga (MR-proANP) wu  N-koHueBoro ¢QparmMeHTa NpeAIIeCTBEHHHKAa MO3TOBOTO
HaTpuitypernyeckoro nentuaa (NT-proBNP) B miiazme kpoBu (1o cpaBHEHHIO ¢ BajicapTaHoM). B
21-1HEBHOM HCCIICIOBAaHUM y TAIMEeHTOB co cHkeHHOH DBJDK mpuMmeneHne cakyOuTpriia u
BaJICapTaHa BbI3BIBAJIO CTATUCTUYECKH 3HAYMMOE YBEIWYECHHE KOHLIEHTpALUU IPEICEPAHOrO
HaTtpuitypetndeckoro nentuaa (ANP) u I’ M® B Moue u koHuenTpanuu il M® B mina3Me KpoBH,
a TaKkKe CHIDKEeHUeE Tu1a3MeHHbIX KoHueHTpauuid NT-proBNP, ansnoctepona u saaorenusa-1 (o
CPaBHEHUIO C UCXOJHBIM cocTossHueM). Kpome Toro, nmpumeHeHHe KOMIUIEKCa CaKyOUTpuia u
BajicaptaHa Onokupyer ATi-penentop, Ha 4UYTO YKa3blBaeT YBEJIMUYEHHE AaKTHUBHOCTH H
KOHLEHTpallul peHnHa B Iuia3Me KpoBu. B wuccnenoBanum PARADIGM-HF kommuekc

caKkyOUTpHIIa U BajicapTaHa BbI3bIBaJl OoJiee BBIpaKEHHOE CHUXKEeHHE KoHleHTpauuu NT-proBNP

16



COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 19.12.2023 N2 26635
(NOCNEOOBATENEHOCTE 0005)

B IUIa3Me KpoBU U Ooyiee 3HAYUTENbH AOBBHICHIe—KOHHEHTPatii—MO3FOBOTO
Harpuitypernueckoro nentuaa (BNP) u ul M® B moue, yem sHananpui. B To Bpemst kak BNP
saBisieTcs: cyoctparom HenpuiuzuHa, NT-proBNP TakoBbIM He SBISETCS, B CBSI3U C YeEM
NT- proBNP, B ommumne or BNP, MoXHO wcnonb3oBaTb B KadecTBe Ouomapkepa IpH
MOHHUTOPUHIE TMAI[MEHTOB C CEpJACYHOM HEJAOCTATOYHOCTHIO, IMOJyYAIOIIUX KOMILIEKC
cakyoutpmia u Bajcaptana. B uccnegoBanun PARAGON-HF IOnepuo cHmxan ypoBHU
NT-proBNP, tpononuna, pactsopumoro ST2 (sST2) u yBenuuuBan koHueHtpanuio ul' M® B
MOUYE 10 CPAaBHEHUIO C BaJICAPTAHOM.

B uccnepoBanuu ¢ noapoOHbIM n3ydenuem uateppaia QTc y 310poBbIX 10OPOBOIBIEB MYKCKOTO
ToJia MpYMEHEHUe KOMITJIEKCa cakyOuTpuiia U BajicapTaHa oJHOKpaTHO B 103ax 400 mr u 1200 mr
HE OKa3bIBAJIO BIUSHUS HA PEMOJIIPU3ALINI0 MUOKap/a.

Henpunusua — onuH U3 HECKONBKHX (DEPMEHTOB, YYaCTBYIOMIMX B METAa0OIM3Me aMUiIona-f
(AP) ronoBHOro MO3ra u cnuHHOMO3roBOM )uaKocTH (CMIK). Ha dhoHe npumeHeHus KoMITIeKca
cakyoutpmia u BajcaptaHa B go3e 400 mMr 1 pa3 B CyTKu B TeueHHE 2 HENENb Y 3I0POBBIX
nobpososnblieB KoHleHTpanuss AP 1-38 B CMJK yBenuumBanach; MpU 3TOM KOHLIEHTPALUU
AP 1- 40 u 1-42 8 CMX He mensuch. KimHn4yeckoe 3HaueHne 3Toro pakTa HEM3BECTHO.

B xmunuueckom wuccnenoBanun PARADIGM-HF mnpumenenune komrmekca cakyOuTpuia u
BaJicapTaHa y MAIMEHTOB C XPOHMYECKOW CEpJI€YHON HEAOCTATOYHOCTHI) CTATUCTUUYECKU
JIOCTOBEPHO CHI’KAJIO PHUCK JIETAIbHOTO MCXOJA MO MPHUYMHE CEpJeYHO-COCYAMCTON MaTOJIOrHH
WJTU TOCTIMTAIM3AIIMU B CBSI3U C CEPJCUHON HEOCTaTOYHOCTHIO (21,8% B rpymnime uccieayemMoro
npemapaTta npotuB 26,5% B rpymnme >Hamanpuia). AGCONMIOTHOE CHIDKEHHE PUCKA JIETATbHOTO
UCXO0Ja 110 IPUYMHE CEPACUHO-COCY IMCTON MMATOJIOIMH WJIN TOCIIATAIM3ALMH B CBS3H C CEPACUHON
HejocTaToyHOCThI0 cocTaBisuio 4,7% (3,1% st pucka JE€TaIbHOIO HCXOJa IO TNPUYMHE
CEPJIEYHO-COCYAUCTON TaToJNIOTHH U 2,8% JUIsl IepBOM TOCIUTAIN3AlUMA B CBA3U C CEPACUHOU
HE/I0CTaTOYHOCThI0). OTHOCHUTENIBHOE CHI)KEHHE pHUCKAa IO CPAaBHEHUIO C HHAJANPUIOM
coctaisiio 20% (otHomenue mancos (OIL) 0,80, p=0,0000002). DddexT oTMeUdeH Ha pPaHHUX
JTanax NMPUMEHEHHs Mpernapara U COXpaHsUICSd Ha MPOTSHKEHUH BCETO MEepHoja HCCIeI0BaHUS.
PazButuio addexra crnocodbcTBOBamM 00a MEHCTBYIOIMX KOMIIOHEHTa mpenapara. Yacrtora
CJIyyaeB BHE3aITHOM CMEPTH, KOTOpbIE cOCTaBIsU 45% BCeX JIETANbHBIX UCXOO0B IO MPUYUHE
CEpAEYHO-COCYIUCTON NATOJIOTUH, B TPYIIE MCCIEAYEMOro mpenaparta cHusuiaack Ha 20% mo

cpaBHeHuto ¢ rpynmoi sHajmanpmia (OLI 0,80, p=0,008). Yacrora ciydaeB pa3BUTHS
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v

HEJOCTATOYHOCTH COKPATUTENIbHON  (QYHKUUU =NHokapia;—Koropai—mBiriaes—HprHHot
JETAIbHOTO Hcxoja B 26% ciiyyaeB MO MPUYMHE CEPlIeYHO-COCYAMCTON MAaTOJIOTHU, B TPyIIe
HCCIIEyEMOro npenapara cHU3mIach Ha 21% 1o cpaBHEHMIO ¢ TAaKOBBIM I10Ka3aTeieM B TPYIIIIE
snananpuia (OLI 0,79, p=0,0004).

B nccnenoBanuun PARAGON-HF FOnepuo cHu3ni 4acToTy KOMOMHUPOBAHHOM KOHEUYHON TOUKH
o0mIMX (MepBBIX U MOBTOPHBIX ) TOCMIUTAIN3ALNN U3-3a CEPACYHON HEAOCTATOYHOCTH U CMEPTHU OT
CepICYHO-COCYIUCTRIX 3a0onieBaHui Ha 13% MO CpaBHEHHWIO C BaJICAPTAHOM (COOTHOIICHHE
nokasarenei ornocutenbHbil puck (OP) 0,87; 95% JIM [0,75, 1,01], p = 0,059). DddekT ncucHwus
ObUT B MEpBYIO ouepenb OOYCIOBIEH COKpalleHueM oOuiero uucia rocnutanusauuii ¢ CH y
MaueHToB paHAoMu3upoBanHbIX B FOnepuo, na 15% (OP 0,85; 95% AU [0,72, 1,00]). FOnepuo
cHm3mI Ha 14% 4YacToTy KOMOMHHPOBAaHHOW KOHEYHOW TOYKM OOMIEr0 0OOCTPEHHS CepledHOM
HEJ0CTAaTOYHOCTU (TOCHUTAIM3ALNN C CEpJIeYHON HEAOCTATOYHOCTHIO U CPOYHBIE IOCELIECHUs
Bpauell C cepAeYHOM HEJOCTATOYHOCTHIO) U CMEPTH OT CEePACUHO-COCYIUCTHIX 3a00JIeBaHHIA
(OP 0,86; 95% AU [0,75, 0,99]). Ilpu ananuze B3aumocssizu Mexay PBJDK u ucxomamu B
PARADIGM-HF u PARAGON-HF y naruenToB ¢ ®BJIXK HIke HOpMBI, oy4aBmmx FOnepuo,
Habmonanoce Oombinee cHwkenue pucka. ®BJDK - 310 mepeMeHHBIN MOKa3aTelb, KOTOPBIHA
MOXKET MEHSThCSI CO BPEMEHEM, HOPMAJIbHBIN JUana30oH pa3iuyaeTcss B 3aBUCUMOCTH OT
XapaKTepUCTHK IAlMEHTa W METOJa OLEHKU. Bpauu, HaszHaudarolue IpenapaTsl, TOJIKHBI
OpPUEHTHPOBATHCS HA OLIEHKY KJIMHUYECKON CHUTyalluM NpHU NPUHSTUU PEUIeHHs O jedyeHuu. B
o0oMX HuccienoBaHUsIX TepaneBThyeckuil apdext KOnepuo OblT MPOAEMOHCTPUPOBAH YK€ Ha
PaHHUX JTalax U COXPAHSJICS HAa MPOTSHKEHUH BCEX NIEPUOJ0B UCCIIEJOBAHHMN.
AnTturunepten3uBHbiil 3pdext Onepro OblI OllEHEH B ABYX PaHIOMHU3UPOBAHHBIX, JBOMHBIX
CJIETIBIX, C AKTUBHBIM KOHTPOJIEM, 8-HEJEJIbHBIX UCCIIEOBAHUIX, OLIEHUBAIOMNX 3()PEKTUBHOCTD
u 6e3omnacHocTh FOnepuo no cpasHenuto ¢ onmecapranom (CLCZ696A2315 u CLCZ696A1306)
y 6onee uem 2500 B3poCIBbIX MAIMEHTOB, U3 KOTOphIX Oosee 1700 naunenToB noryyanu FOnepuo.
O6a wuccnenoBaHusl NMPOJEMOHCTPUPOBAIM HE TOJIBKO CPaBHUMYIO, HO U MPEBOCXOJSIIYIO
3¢ (HEeKTUBHOCTH CHHIKEHUS CPETHETO CUCTOJIMYECKOT0 apTepuanbHoro nasieHus cus (cpcCA/l)
y oboux mo3upoBok - KOmepuo 200 mMr oawH pa3 B neHb (2,3 u 5,0 MM pT. CT. B KOKIOM
UCCIIeIOBaHNH, COOTBETCTBeHHO) 1 KOmepuo 400 Mr oaun pa3 B aeHb (3,5 u 7,0 MM pT. CT.) TIO
CpaBHEHHIO C onMmecaptaHoM 20 Mr oaumH pa3 B JAcHb. COOTBETCTBYIOIIME pPE3YJIbTaTh

HaOJI0JATMCh ¥ B OTHOIIICHUH CPETHEr0 quacTomueckoro AJl.
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5.2. ®DapmMakoOKHHEeTHYECKHE CBOCTBA

AOGcopOrms

[locne mpuema BHYTpPh KOMIUIEKC CaKkyOMTpuiIa M BajcapTaHa pacmagaeTcs Ha cakyOuTpui,
KOTOpBIH 3aTeM MeTaboIu3upyeTcsi ¢ 00pa3oBaHueM MeTaboInTa - cakyOuTpuiaTa, U BajicapTaH;
KOHIIEHTPAllMU HAa3BaHHBIX BEUIECTB B IJIa3Me KPOBH JOCTUTAIOT Makcumyma depe3 0,5 4, 2 gy u
1,5 1 cooTBeTcTBEHHO. AGCONMIOTHASI OMOIOCTYITHOCTh CAKYyOUTPHIIA U BaJICApTaHa MOCIIe IpreMa
BHYTph coctaBiisier >60% u 23% coorBeTcTBeHHO. Bancapran B cocraBe npemnapata IOnepuo
o0nanaet Oosbleii OMOIOCTYITHOCTBIO 10 CPABHEHUIO C IPYTUMH TaOJIETUPOBAHHBIMU (hOpMaMHU.
B cnywyae mpuema komiuiekca cakyOuUTpuiia W BaJicapTaHa ABAXKIbl B CYTKH PaBHOBECHbBIC
KOHIICHTpAaLlMU CcakyOuTpwia, cakyOuTpuiata W BajcapTaHa JOCTUTAIOTCA uepe3 3  IHS.
CraTHCTHYECKH 3HAYMMOT0 HAKOIICHHUS CAaKyOWTpHJIa M BaJcCapTaHa B PABHOBECHOM COCTOSIHUU
HE OTMEYaeTcs; B TO K€ BpeMs HAKOIUICHHE CaKyOMTpHiIaTa MPEBbIINIAET KOHIICHTPAIUIO IpU
OJIHOKpaTHOM NpuMeHeHuu B 1,6 paza. [locne oHOKPAaTHOTO €XeJHEBHOTO MpUeMa mpernapara
IOnepuo paBHOBecHBIE YPOBHH CaKyOWTpHIa, CaKyOMTpHIIaTa W BaJicapTaHa JOCTHTAIOTCS B
TeyeHue 5 aHel 0e3 HaKOIUIEHWs CaKkyOuTpwiIa W BajicapTaHa M ¢ 1,2-KpaTHBIM HaKOILJICHUEM
cakyoutpuiara. [Ipuem koMIuiekca cakyOUTpuIia U BajicapTaHa OHOBPEMEHHO C IPUEMOM THUIIU
HE OKa3blBaJl KIMHMYECKH 3HAYMMOIO BIMSHHUSA Ha IOKa3aTed CHUCTEMHOTO BO3JEHCTBHS
cakyOuTpmiia, cakyoutpwiara U BaicapraHa. CHIDKEHHE SKCIIO3MLMU BajcapTaHa B cllydae
mpreMa KOMIUIEKCa CakyOMTpwia W BajicapTaHa OJHOBPEMEHHO C NPUEMOM NHINK He
COIIPOBO’KAAETCS KIMHMYECKH 3HAUYMMBIM CHM)KEHHEM TepaneBTudeckoro s¢¢ekra. Bpems
npreMa KOMIUIeKca cakyOuTpuIiIa U BajicapTaHa He 3aBUCUT OT BPEMEHH ITpHeMa IMHIIH.

Pacnopenenenne

Komriekc cakyOoutpuia u BajicapTaHa B 3HAUYUTENIbHOM CTENEHU CBsI3aH ¢ OeKaMU I1a3Mbl KPOBU
(94 - 97%). CpaBuenue 3kcno3uimii B ma3me kpoeu 1 CMIK mokasbiBaer, 4To cakyOUTpHIaT B
HeOOoJIBIION CTEeNeHH MPOHMKAET yepe3 remarodHuedamnueckuii 6aprep (0,28%). Kaxymmiics
00BEM pacnpeesieHust KoMIUlekca cocTtanisietr ot 75 qo 103 1.

Bbuorpaucdopmaris

CakyOuTpui noj aeiictBueM pepMeHTOB OBICTPO MpEeBpaIlaeTCs B CaKyOuTpuIiIaT, KOTOPBIi gajee
CYLIECTBEHHO He MeTabonm3upyercs. Bancapran MeTabonu3upyercs B HE3HAUNTEIbHON CTENCHH,

B BHUJIe METaOOIMTOB OOHApYKUBAETCs JIUIIb 0KoJI0 20% OT BBeIeHHOM 7103b1. B 11a3Me KpoBu B
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HE3HAYUTENBbHBIX KOHIEHTpauusax (<10%) obmapyicrsamer—rraporertsHbii—Neradommr:
ITockonbKy M cakyOMTpWJ, W BaJicapTaH B MUHUMAJIbHON CTEHNEHH METa0OJU3UPYIOTCS IpU
yuactun uzodepmentoB mutoxpoma CYP450, usmenenue ux (apMakOKMHETHKH B Clydae
OJTHOBPEMEHHOTO0 TPUMEHEHHUsl TMpernaparoB, BiusOmUX Ha u3odepmertsl CYP450,
IIPEJCTABISAETCS MAJIOBEPOSITHBIM.

OJIMMUHALNS

[Tocne mpuema BHYTpb 52—68% cakyOuTpmiia (ri1aBHbIM 00pa3oMm, B BUIE cakyOuTpuiara) u ~13%
BajicapTaHa U ero MeTabOJIUTOB BBIBOJATCS oukamu; 37-48% cakyourpuia (ri1aBHBIM 00pa3oM B
BUjie cakyOuTpuiara) u 86% BancapTaHa U ero MeTa0OJUTOB BBIBOASTCS Ye€PE3 KUIICUHHUK.
CakyOuTpui, cakyOUTpUIIaT U BajicapTaH BBIBOJSATCS U3 IUIa3Mbl KPOBH CO CPEAHUMU MEPHOJaMU
nonyBbiBenieHust (T12), cocraBmstomumu  npubnusurensio 1,43 4, 11,48 u u 9,90 u
COOTBETCTBEHHO.

JInHelHOCTh (HEINMHENHOCTS)

B wusydeHHoM [uama3oHe 03 KOMIUIeKca cakyoutpmina u BaicaptaHa (50-400 wr)
(apMaKOKMHETHYECKHE MapaMeTphl CaKyOWTpHIIa, CAKyOHTpHIIaTa M BaJicapTaHa HM3MEHSIOTCS
IIPOINOPLIMOHAIIBHO J103€.

dapMaKOKMHETHKA B 0COOBIX cIydasax

Tayuenmor nosicunoeo éospacma (cmapuie 65 nem)

Dkcno3unus cakyOuTpuiaTa M BajicapTaHa y 3TUX HAlUMEeHTOB mosbimaercs Ha 42% u 30%
COOTBETCTBEHHO MO CpaBHEHHIO C OoJiee MOJOJBIMH TAIMeHTaMH. TeM He MeHee, 3TO He
COIIPOBO’KAAETCS KIMHUYECKH 3HAaUUMBIMU 3G (EKTaMHU U, CII€J0BATENIbHO, HE TPEOYET KOPPEKIIUH
JI03UPOBKH.

THayuenmoi ¢ HapyweHuAMU GYHKYUU NOYEK

st cakyOuTpriiaTa HaOMIOAamach KOPPENsus Mexay (QyHKIUEeH MOYeK M IUIOMIAJbI0 TIOA
KpuBO# «koHIeHTpauusa-BpeMs» (AUC), 11t BaicapTaHa Takoi KOppessluy He Ha0I01anoch. Y
NAIMeHTOB C HapylmeHUAMU (YHKIMM TOYeK JIerkod (pacy€TrHasi CKOPOCTh KIyOOUKOBOM
uneTpammn (pCK®)  89-60 wmm/mMun/1,73 M?) ®  yMEpeHHOH CTENEHH TSKECTH
(59-30 mn/vmn/1,73 M?) AUC cakyOutpmmata Oblla B 2 pasa BBINIE, YeM y IMAIHEHTOB C
HOpMaJIbHOW (yHKIMEH moYek. Y NalMeHTOB C HapylIIeHUSAMH (DYHKIUM MOYeK JIETKOM |
YMEPEHHOM CTENeH! TSHKECTH KOPPEKIUH JI03bI Iperapara He TpeOyeTcsl.

V NanueHToB ¢ HapymeHUsAME (GyHKIHH Hodek Tsokenoii crenenu (pCK® <30 mn/mun/1,73 M?)
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AUC cakyOuTpuiata yBeJIWYUBaJIacCh B 2, T—pasar—y—HaHieHToB—RatHo—KaTeroprHt
peKoMeHayemas HayallbHas Jo3a mnpenapaTta coctaeisier 50 mr 2 pasa B cyTtku. Crenyer
co0JII0IaTh OCTOPOKHOCTH MPH MPUMEHEHUH TIpernapara y HalueHTOB C HapyleHHeM (yHKIUN
IIOYEK TSKEJION CTENEHH B CBSA3H C OIPaHUYEHHOCTHIO COOTBETCTBYIOIINX JaHHbIX. be3onacHocTb
u 3¢dextuBHOCTh IOmNeprno y ManMeHTOB C ACCEHIMANBHOM apTepUalbHON TUIEPTEH3HEeH U
TSOKENOH oYeuHoi HemocTatounocThio (pCK® <30 M/ mun / 1,73 M?) He ycTaHOBIIEHBI. JIaHHBIX
[I0 MPUMEHEHUIO IIpernapara y NAlUEHTOB, HaXOJAIIMXCA Ha remoauanuse, HeT. OmHako u
caKyOUTpHWIIaT, U BajcapTaH B 3HAYUTEJILHOMN CTENEHU CBS3BIBAIOTCS ¢ O€IKaMu IU1a3Mbl KPOBH,
mo3ToMy UX 3(pPeKTUBHOE yIajeHHe U3 KPOBU IIPU FreMOHAIIN3€ MaJIOBEPOSITHO.

THayuenmol ¢ nHapyuwenusmu OyHKyuu neyeHu

[lanueHTOB € HapyuweHUSIMH (QYHKIMM [I€YEHH JIETKOM M YMEPEHHOM CTENEeHU TSHKECTU
AKCMO3UIMS CakyOuTpwia yBenuuumBasiach B 1,5 um 3,4 pa3a COOTBETCTBEHHO. DKCHO3UIIUA
cakyoutpmiata — B 1,5 u 1,9 pa3a, Bancaprana — B 1,2 u 2,1 pa3a (B cpaBHEHHH CO 3JOPOBBIMU
no0poBosbllaMu). Y MalMEHTOB ¢ HApYHICHUSMH (DYHKIIMM TEYEHU JIETKON CTENEHU TSHKECTU
(xmacc A no xaccudukanun Yaitna-I1s10), BKIIt04as marueHToB ¢ 00CTPYKIUEH )KeTUHBIX MyTeH,
KOPPEKLMHU 03Bl IIperapaTa He TpeOyeTcs.

VY manueHToB ¢ cepACYHOM HEIOCTATOYHOCTHIO M HAPYHICHUSMH (DYHKIIMM TEYEHU yMEpPEHHON
crenenu (kinacc B no knaccudukanuum Yaitna-I1si0) pekomeHryemas HadaabHas J103a Ipenapara
cocraBisieT 50 Mr 2 pa3a B CyTKH.

VY nanueHToB ¢ 3CCeHUUaNbHON apTepHallbHOM runepTeH3uel U HapyIeHUs MU (QyHKIUU TIeYEeHU
yMepeHHOi1 crenenu (kinace B o knaccugukanun Yaitna-I1st0) pekoMmeHryemast HagajabHas 103a
npenapata coctasisieT 100 Mr onuH pa3 B CyTKH. B CBA3M ¢ OTCYTCTBUEM aHHBIX IPUMEHEHUE Y
MAlMEHTOB C HApyIIEHUSIMU (PYHKLINHU NIEYEHHU TSHKEJIOM CTENEeH! HE PEKOMEHI0BaHO.
Omuuueckas npuHaoIeHcHOCmb

dapMakOKMHETHKA KOMILUIEKCAa CaKyOMTpuia M BajcapTaHa (cakyOUTpui, cakyOUTpuiaT u
BaJICapTaH) y MAallMEHTOB Pa3HBIX PACOBBIX U ATHUUECKUX TPYIII CYIIECTBEHHO HE PA3IMYacTCs.
Ilon

dapMaKkOKMHETHKAa KOMIUIEKCa CaKyOMTpuia M BajcapTaHa (cakyOuTpui, cakyOUTpuiaT u
BaJIcCapTaH) y MY’KUHMH U )KECHILMH CYLIECTBEHHO HE pa3In4aeTCs.

Jeru (B Bo3pacte 1o 18 jer)

[IpumeHeHne npenapara y NallMEHTOB JaHHOM KaTErOPUHU HE U3YUEHO.
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6. PAPMAIIEBTUUECKHUE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

IOnuepuo, 50 mr (25.7 mr + 24.3 Mmr), Ta0JIE€TKHU, TOKPLITHIE INIEHOYHON 000JIOYKOM

Aopo mabremxu

LEJIJTE0JI03a MUKPOKPHUCTAIIIMUECKast

TUITPOJI03a

KPOCIIOBHUJIOH

Mar"us creapar

TaJIbK

KPEMHHUS JUOKCH]T KOJUTOHTHBIN

Obonouka mabnemku

MPEMHKC 000JI09KU Oenblii (Tumpomertosa, Tutana quokcua (E171), makporon 4000, Tanbk)
NpeMUKC O0OOJIOYKH KpacHbI (THIpOMEIIo3a, KpacuTeldb jKejde3a Okcua KkpacHeii (E172),
makporoi 4000, Tanbk)

NPEeMHUKC O00O0JIOUKHM dYepHbIH (THIpOMEsIo3a, KpacuTedb Jkeie3a okcua uepHbiid (E172),

makporoi 4000, TanbK)

Onepno, 100 mr (51,4 mr + 48.6 mr), TaOJIETKH, HOKPBITHIE INIEHOYHON 000JI0UYKON

Aopo mabremxu

EJUTI0I03a MUKPOKPUCTAIUTNIECKAs

THIPOJI03a

KPOCTIOBHIOH

MarHus creapar

TaJlbK

KPEMHHUS TUOKCH]T KOJUTOUTHBIH

Obonouxka mabremxu

MpeMHKC 000JI0uKH Oenblil (Tumpomeriosa, Tutana quokcun (E171), makporon 4000, Tanbk)
MPEMHUKC OOOJIOUKH >KENTHIH (TUIpPOMENIo3a, KpacuTelb jkene3a okcup skenteii (E172),
makporoi 4000, TaibK)

MPEMHUKC OOOJIOUKH KpacHbIM (TMIpoMenio3a, KpacuTenb jkeneza okcup Kpacubeii (E172),

makporoi 4000, Tanbk)
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IOnepuno, 200 mr (102.8 mr + 97.2 Mr), TaOIEeTKN, DOKPBITHIE IJIEHOYHOW 000JI0UYKOMI

Aopo mabremxu

LEJUTI0NI03a MUKPOKPUCTAIUTHYECKAs

THIIPOJI032

KPOCITOBHJIOH

MarHusi creapar

TaJbK

KpEeMHUS THOKCHU] KOJITOUTHBIN

Obonouxka mabremxu

MIPEMUKC 000JI0UKHK Oeblii (Turnpomeriosa, Tutana auokcun (E171), makporosn 4000, Tanbk)
MIPEMHUKC OOOJIOUKM KpacHBbIM (rHIpoMmensio3a, Kpacureib jkeine3a okcui KpacHbil (E172),
makporod 4000, Taibk)

MpeMHUKC OOO0JIOUKM YEpHBIH (THUIpPOMEINsIo3a, KpacuTenb jkene3a okcun 4depHwlii (E172),

makporoi 4000, TajabK)

6.2. HecoBMecTHMOCTD

He nmpumenumo.

6.3. Cpok rogHocTH (CpOK XpaHeHmusl)

3 roxa.

6.4. OcoObIe MepbI NPEAOCTOPOKHOCTH IPH XPAHECHUH
XpaHuTh pH TemnepaType He Boime 25 °C.

XpaHUTh B OPUTMHAIBHOM yIakoBKe (OJIMCTEp) A 3alUThI OT BJary.

6.5. Xapakrep u coaepkaHue NEPBUYHONH YIIAKOBKH

ITo 14 tabnerok B 6mmctep u3 [IBX/TIBJAX u amomunueBoit donwru. Ilo 2 wim 4 6nuctepa ¢
no3upoBkoit 50 mr (25,7 mr + 24,3 mr), 100 mr (51,4 mr + 48,6 mr) unu 200 mr (102,8 mr + 97,2 mr)
BMECTE C JIMCTKOM-BKJIQ/IbIIIEM B KAPTOHHYIO NAUKYy.

I[OHYCKaCTC}I HaJINYHUEC KOHTPOJIA ICPBUYHOTI'O BCKPBITUA HA KapTOHHOﬁ ma4ykKe.
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VmakoBka «uH 0aink»: ot 1 1o 50 kr TabJIETOK B Thexenoitmste-raxe s FSAmr D=0 rt—no—

5 makeToB B 0apabaH ¢ KpBIIIKOM, 00ecreunBaroiei repMEeTUYHOCTb.

Homyckaetcs nonomautensHoe Biokenue | [I9TD/An/I1D nakera B [IDHII naker.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHHYTOKEHHMH HCHOJb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WM OTX0A0B, TMOJYYEHHbIX IOcjde MpPHUMEHEeHUs:
JIEKAPCTBEHHOI'0 Mpenapara, u Apyrue MaHUIMYJIALIHUHU € PenapaToM

Oco0ble TpeOoBaHUs OTCYTCTBYIOT.

JIroboe KOMMYECTBO HEHUCIIOJIIb30BAHHOIO IpernapaTa WM PACXOJHBIE MaTepUaNbl JOJIKHBI
YHUUTOXKAaThCA B COOTBETCTBUM C YCTAHOBJICHHBIMH HAIIMOHAIBHBIM 3aKOHOJATEIbCTBOM

TpeOOBaHUSMU.

7. IEPXKATEJIb PETUCTPAHMOHHOI'O YAOCTOBEPEHUA

Hogapruc Osepcuz MuBectmentc AI' / Novartis Overseas Investments AG

JIuxTmrpacce 35, 4056 basens, [lBetinapus / Lichtstrasse 35, 4056 Basel, Switzerland

7.1. IlpeacraBuTelib AepiKaTesisi PperucTPalliOHHOIO y/10cTOBepeHus Ha Tepputopuu Coro3a
IIperen3un norpeduTeIel HANPABJATH MO aJpecy:

Poccuiickag @enepanusa

00O «Hosaprtuc ®apma»

Anpec: 125315, r. Mocksa, JIeHuHTpacKuii MpoCcHeKT, 1. 70
Tenedon: +7 495 967 12 70

dakc: + 7 495 967 12 68

DnextponHas mouta: drug.safety _russia@novartis.com

Pecnybonmka Kazaxcran

Ounnan Komnanun «HoBaptuc @apma CepBucaz Al B Pecniybonuke Kazaxcran
Anpec: 050022, r. Anmatsl, yi. Kypmanrassl, 95
Tenedon: +7 727 258 24 47

Dnexrponnas moyra: drugsafety.cis@novartis.com
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PecnyOmauka bemapych

[IpencraButensctBo AO «Novartis Pharma Services AG» (IlIBetimapckas Kondenepamus) B
Pecrry6nuke benapych

Anpec: 220069, r. MuHck, ip-T JI3epKuHCKOTO, 5, oM. 3, oduc 3—1

Tenedon: +375 (17) 360 03 65

DnektpoHHas nmoura: drugsafety.cis@novartis.com

PecniyOiuka ApMeHus

000 «ACTEPHUA»

Anpec: 0051, r. EpeBan, yn. Haupu 3apsn, 72/3
Tenepon: +374 115 190 70

OnekrponHas nouta: drugsafety.cis@novartis.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHMUSA
JITT-Ne(002132)-(PT-RU)

9. JIATA TIEPBUYHOM PEIACTPAIIMU (IOATBEPXKJIEHMUS
PETUCTPALMU, IEPEPEI'NCTPAILINUN)

Hara nepBoii peructpauuu: / anpens 2023

10. JATA HEPECMOTPA TEKCTA

OO0mas xapakTepUCTHKa JieKapcTBEHHOro npenapara lOnepruo noctynHa Ha MH(GOPMALOHHOM

rnopraje EBpaSHﬁCKOFO OKOHOMHYCCKOI'O COK3a B I/IH(I)OpMaI_II/IOHHO'KOMMYHHK&HHOHHOﬁ CETHU

«WurepHer»: http://eec.eaeunion.org.
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