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MWUHUCTEPCTBO 3/IPABOOXPAHEHHUS POCCUMCKOMN ®EIEPALIMU

MHCTPYKLIA
10 MPUMEHEHHIO JIEKAPCTBEHHOr'O Npenapara it MEAULHUHCKOrO NPUMEHEHHs

BUATIPA®

PerncrpaunoHHbIi HOMep:

Toprosoe Ha3BaHHE JIeKAPCTBEHHOI0 CpeACTBA: Buarpa®
MexayHapoaHoe HemaTeHTOBAaHHOE Ha3BaHHe: CUIACHAQUT
JlexapcTrBenHass ¢opma: TabNETKH, IOKPHITHIE MIIEHOYHOH 06010UKOH
Cocras

1 TabneTka, MOKpPHITas INIEHOYHON 000I0UKOH COAEPIKHT:

AKTHBHOE BELIECTBO:

cuinenaduna uurpar 35,112 mr/ 70,225 mr/ 140,450 Mr (3xBuBanieHTHO 25 Mr, 50 mMr unu 100

MT cuneHadumna).

BcnomorarenpHble BELIECTBA:

LeJUTI0I03a MUKPOKpUcTaHdeckas 78,291 mr/156,581 mr/313,162 mr, kansuus ruapodocda

26,097 mr/52,194 mr/104,388 mr, kpockapmesutosa Harpus 7,500 mr/15,000 mr/30,000 mr,

maruus creapat 3,000 mr/6,000 mr/12,000 Mr; ruieHouHas obosiouka: onanpai romyboit OY-LS-

20921 3,750 mr/ 7,500 mr/15,000 Mr (COAEPXUT THIPOMEIIIO3Y, TAKTO3Y, TPHALIETHH, THTAHA
muokcun (E171) u amoMUHKMEBBIH Jiak Ha ocHOBe uHaMrokapMuHa (E132)) u onanpait
npo3paunbiit YS-2-191 14-A 1,125 mr/ 2,250 mr/4,500 Mr (COAEP>XUT MHIIPOMEILIO3Y H
TPHALIETHH)

K rony6omy mjieHOYHOMY TOKPBITHIO MOXeT ObITh 106aBneHo 10 30 MKI/T BaHUIMHA W/HIH
OMOTHHA; IIPH 3TOM COJEPKAHHE OJHOrO MK 0OOUX KOMIIOHEHTOB B MJIEHOYHOM MOKPBITHH
cocrtasuT 10 0,75 Mkr, 1,5 Mxr u 3,0 Mkr u1s 1o3upoBok 25 mr, 50 mr u 100 mr,
COOTBETCTBEHHO.

Onucanue

-230516

-

lony6Gele  TabneTKW, TMOKPHITHIE  IUIEHOYHOH  060noukoi, poMOOBHAHBIE,  CllEerKa

JBOSKOBBIIYKIIbIE, CO CPE3aHHBIMH M 3aKPYTJIEeHHbIMM KpasiMu, ¢ rpaBupoBkoii «Pfizer»

onHoit cropore U «VGR 25», «VGR 50» umu « VGR 100» Ha apyro# cTOpoHe, COOTBETCTBEHHO.

®dapmakoTepaneBTH4YeCKas rPynmna: CpeIACTBO JICYEHUS IPEKTHIIBHON IUCHYHKLIUHN —

O1D5-uaruburop

Ha
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®dapmakojioruieckHe cBoOicTBa
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CunseHapuil — MOIUHBIA CEJEKTHBHBIH HHIHOMTOp UMKIOryaHo3sHHMoHodocdar (ulM®D)-

cnieuuduyeckort pocommacrepasrr 5-ro Tuna (OGLII5).

Mexanusm oeticmeus

Peanuzauus (1)H3HOIIOI‘H'-1€CKOFO MEXaHHU3Ma 3PEKIHUH CBA3aHa € BBICBOOOKIEHHEM OKCHJIA a30Ta

(NO) B XaBepHO3HOM Telle BO BpeMs CEKCYaJbHOH CTUMYJSILHH. OTO, B CBOK O4Yepellb,

NpUBOAMT K yBennveHH:0 ypoBHs ul'M®, mocnenmyromemy pacciableHHIO INaAKOMBILIEYHOH

TKAHH KaBEPHO3HOTO TE€JIa XU YBEIIUICHHUIO IIPUTOKA KPOBH.

-~

CnnneHa(an HE€ OKa3bIBaC€T IIPAMOIO paccnaﬁn;[}omero NEHUCTBUSA Ha H30JIMPOBAHHOC

KaBEPHO3HOE TENO 4YejoBeKa, HO ycuiauBaer 3¢dexkt okcuma azorta (NO) nocpencts
uHrubupoBanus OI1D5, koropas oTBeTCTBEeHHa 32 pacnag ul M.

Cunnenadun cenektuseH B oTHoweHud DIIDS in vitro, ero akTUBHOCTh B OTHOWIEHHH DJ]

IPEBOCXOMT aKTHBHOCTh B OTHOINEHHH APYTHX M3BECTHBIX H30(epMeHTOB dhochoauscTepassl:

Q

M

D5

OI196 - B 10 pa3; OS] - 6onee yem B 80 paz; /132, ®/134, DAI7-PAD11 - Honee yem B

700 pa3. Cunnenadun B 4000 pa3 6onee cenextuBeH B oTHoweHud DJ[D5 mo cpaBHEHHK) C

®JID3, uro MMeeT BaxHeillee 3HaueHHe, Mockoyibky PJID3 sBnseTcs OAHHUM M3 KIIIOUYEB

(hepMEHTOB peryJslHN COKPaTUMOCTH MHOKap/a.

bIX

ObsizaTesbHbIM  yci0BHeM 3¢ eKTHBHOCTH cHiaAeHadHIa SBJAETCH CEKCYalibHAsN

crumyasauusa. CuineHadul BOCCTAHABIMBAET HAPYIIEHHYIO J3PEKTHIIbHYIO (YHKLHIO

YCIIOBHSAX CCKcyaHbHOﬁ CTHMYJISIIHMH 3a CYET YBCIIHUYCHHUA NTPUTOKA KPOBH K KABEPHO3HBIM TEJIaM

[I0JIOBOTO WIEHA.
Knunuueckue oannsie

Kapouonozuueckue uccnedosanus

[Mpumenenne cuineHaguna B posax A0 100 Mr He NpUBOAMIO K KIMHHYECKH 3HAYHMEIM

u3menenusm OKI' y 3mopoBeix m06poBonibLieB. MakCHManbHOE CHH)KEHHE CHCTOJIMYECKOTO

JaBJICHUS B TIOJIOXKEHHH JIEXKa rocie npueMa cuingeHaduna B gose 100 mr cocrasuio 8,3 MM

pT. CT., a OMaCTOJIMYECKOrO HaBieHUs — 5,3 MM pT. cT. bonee Bblpa)K€HHBIA, HO TaKk
npexoasiuii 3¢ dext Ha aprepuanbHoe Aapnenye (AJl) oTMeyaics y MauMeHToB, IPHHUMAB
uutpatel (cm.  paspensr  «[IporuBomokasaHus» M «B3auMopeidcTBHE € IpYrH

NEeKapCTBEHHBIMU CPENCTBAMH »).

KE

X

MH

B uccnenoBaHBd reMoJMHaMu4eckoro d¢dexra cunaeHadpunsa B ogHokparHoit nosze 100 mr y

14 mauMeHTOB ¢ TAXENOM wumemuyeckoit Oonesnsio cepaua (UBC) (bonee uem y 70
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MalMeHTOB OBUI CTEHO3; IO ‘KpaWHEeH Mepe, OJHOH KOpPOHApHOH apTepHu),: CUCTOJIHYECKOE H
JIUACTOJIMYECKOE NaBJICHHE B COCTOSHHM MOKOS yMeHbLIanoch Ha 7 % u 6 %, COOTBETCTBEHHO, a
JIETOYHOE CHCTOJIMYECKOE AaBJieHHe CHIKaIoch Ha 9 %. Cunaenadun He BAMSI Ha CepleYHbIH
BBIOPOC H HE Hapyman KpPOBOTOK B CTEHO3MPOBAaHHBIX KOPOHAPHBIX apTEepHsX, a TakKKe
NPUBOAMI K yBeNW4eHuto (mpuMepHo Ha 13 %) aneHO3MH-MHAYLMPOBAHHOTO KOPOHAPHOrO
MOTOKA KaK B CTEHO3HPOBAHHBIX, TAK U B HHTAKTHBIX KOPOHAPHBIX apTEpPHIX.
B nBoitHOM crenoM miane6OKOHTPONIMPYEMOM HCCleAOBaHUM 144 manMeHTa ¢ 3pEKTHJIBHOH
muchyHKUHeH W CcTaOMIBHON CTEeHOKapAWed, NMPUHHUMAIOMIMX AHTHAHTHHAIBHBIE Npenaparsl
(KkpoMe HHMTpaTOB) BBINONHSAM (QHU3MYECKHE YNPAXKHEHHS OO TOro MOMEHTa, Koraa
BBIPOKXEHHOCTH CHUMIITOMOB CTEHOKApAWH YMEHBINWIACh. [IpOAOIIKHMTENBHOCTE BBINONHEHUS
ynpaxHenusi 6puta goctoBepHo Oombme (19,9 cexynm; 0.9 - 389 cekynn) y naumeHros,
NPUHAMABIIMX CHIAeHapun B ojHokpatHOW fo3e 100 Mr 1Mo CpaBHEHHIO C NaLMEHTaMH,
MOJTYYaBIIUMH TL1auebo.
B paHIOMH3UPOBAaHHOM ABOWHOM CJIENOM I1aLeOOKOHTPOIHPYEMOM HCCIENOBAHHH H3Yy4daiu
sddext mepemeHoi no3bl cuapeHapuna (mo 100 Mr) y myxuuH (n = 568) ¢ 3peKTHIABHON
auchyHKIMEH M apTepHalbHONM  THNEpTeH3Wed,  NpHHUMaloMx  bonee  ABYX
AQHTUTHIIEPTEH3MBHBIX mpenapaTtoB. CungeHadwun ynydmun spekuuio 'y 71 % MyXuuH [0
cpaBHeHHIO ¢ 18 % B rpynne mnaue6o. Yacrora HeOnaronpusTHbIX 3 dexToB Oblsia cpaBHUMA C
TaKOBOM B APYrMX TpyNnax MalWeHTOB, TaK K€ KakK Y JIML, NpHHHUMAKoWuX Oonee Tpex
AHTUTHIIEPTEH3UBHBIX MIPEapaToB.

Hccnedosanus 3pumenvHulx HApyuleHUU
VY HekoTOpBIX NauuWeHToB 4Yepe3 1 yac mocne mpuema cungeHaduna B nose 100 Mr ¢ nomoumso
tecta ®apHcBopTra-MyHcens 100 BBISBIEHO JIErKOe M MPEXOASIIEe HapyLIEHHE CIOCOOHOCTH
pa3nuyate OTTEHKM IBeTa (CHHero/3eneHoro). Yepez 2 4yaca mocie npveMa Ipenapara 3TH
U3MEHEHHS OTCYTCTBOBamM. CUMTaeTCs, YTO HapyLIEHHE LIBETOBOIO 3PEHUS BBI3BIBACTCA
uHrubupoBanneM DJID6, xoTOpas ydacTByeT B IpOlLlECcCE NMEpEeJayd CBETa:- B CETYATKE riasa.
Cunnenadun He OKa3plBaI BIHSHHS Ha OCTPOTY 3pPEHHSA, BOCHPHATHE KOHTPACTHOCTH,
3JIEKTPOPETHHOTPAMMY, BHYTPHITIa3HOE JIaBIICHUE WIIH AMAaMETP 3padkKa.
B nnane6OKOHTpONMPYEMOM NEPEKPECTHOM HCCIENOBAHMHM MAllMEHTOB C [OKa3aHHOM
PaHHEBO3PACTHON MaKyJsApHO# AereHepauueit (n = 9) cunaenadun B oqHokpaTHOH nose 100 mr
niepeHoCcHICs Xopoio. He Gb110 BRIBIEHO HUKAKUX KIMHHYECKH 3HAUMMBIX H3MEHEHHH 3pPEHUS,
OLIEHMBAEMBIX M0 CHEUHATFHBIM BH3YaJIBHBIM TecTaM (OCTpOTa 3pEHHs, pelmeTka AMciep,
IBETOBOE BOCIPHATHE, MOJICIMPOBAHHE IIPOXOXKIAECHHA IBera, nepumerp XoMmppu |
¢doTtocTpecc).

Ippexmusnocmeo
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OddexTuBHOCTE U 6e30macHOCTh cunieHaduna  oneHWBand B 21 paHIOMH3HPOBAHH

. IBOMHOM CJICIIOM IIJ'Ia.IIC60KOHTpOIII/lpy€MOM HCCIICAOBAHHHA TIIPOAOJDKHTEIBHOCTBIO [0

OM

6

MmecsueB y 3000 mauuenToB B Bo3pacte oT 19 no 87, ¢ spekTHibHO#H AMCYHKIHEH pa3THIHOH

9THOJIOTHH (OPraHW4eCcKOM, IICUXOTeHHOH WM cMemaHHoH). DQQeKTUBHOCTh mNpenapaTa

OLICHHBANH TJI00AJIBHO C HMCIOJH30BAHHUEM AHCBHHUKA 3pCKHHﬁ, MEXIYHAPOAHOI0 HHAEKCaA

OPEKTUNBHOH (QYHKIMH (BAIHAMPOBAHHBIH ONPOCHHK O COCTOSHUHM CEKCYalIbHBIH (BYHKLWH

ornpoca IapTHepa.

H

OddexTuBHOCT, cunaeHaduna, onpeneseHHass Kak crocOOHOCTh NOCTUraTh M MOIEPXKUBATH

JPEKIHIO, NOCTATOYHYIO IJIA YAOBJIETBOPUTEIIBHOI'O IIOJIOBOT'O aKTa, ObL1a MpOACMOHCTPHUPOBaHa

BO BCE€X MPOBEIACHHBIX UCCIIEJOBAHUAX H OnuTa MNOATBEPKACHA B NOJTOCPOUYHBIX UCCICOIOBAHUAX

IIPOOO/DKUTEIIBHOCTBIO 1 ron. B wuccnenoBaHusax c¢ IIPUMEHEHUEM q)HKCHpOBaHHOﬁ pi(e

COOTHOIIICHHUE INAallMCHTOB, COO6IIIHBIIIHX, YTO TE€paruAa yjJy4dlluiia UX 3pCKIHI0, COCTABIIAJIO!:

3bl

62

% (no3a cungenaduna 25 mr), 74 % (no3za cunpgeHaduna S0 mr) u 82 % (no3a cungeHaduna

100 Mr) mo cpaBHenuo ¢ 25 % B rpynne mnnane6o. AHamM3 MEXIYHapOAHOrO HHAEKca

BpCKTPUIBHOﬁ (byHKIII/IH IoKa3zajl, 4YTO [JOIIOJHHUTECIBHO K YIJIYUYIICHHUIO JPCKIHUH JICYEHHE

CHIIICHaUIIOM TaKOke MOBBIIAIO0 KAaYeCTBO Opra3ma, IMo3BOJISUI0O AOCTHYB YIOBJIETBOPEHHS
NIOJIOBOTO aKTa M OOLUEro yIOBJIETBOPEHHUSL.

CornacHo 0600LIEHHBIM JAHHBIM, CPEAM NALMEHTOB, COOOIIUBIIMX 00 YIYHIIEHUH IPEKLIHH I
neyeHun cungeHaduaoM 6puH 59 % OGonpHBIX AuaberoMm, 43 % MaUMEHTOB, MEPEHECL
PaAMKaIbHYIO IIPOCTATIKTOMHUIO H 83 % NalMeHTOB C NOBPEXACHUSIMHU CIIMHHOTO MO3ra (MpoT
16 %, 15 % u 12 % B rpynne nnane6o, COOTBETCTBEHHO).

DapmakoKkunemuka

oT

pH
HUx

HUB

®apMakoKHHETHKA CHJIAeHa(HIa B pEKOMEHIyeMOM AMAra3oHe 103 HOCUT JIMHEHHBINH XapakKTep.

Bceacviganue
[Tocne mpuema BHYTpH cuijeHagun OBICTPO BcachkiBaeTcs. AOCOMOTHAS OHONOCTYIHOCTE
cpeaHeM cocrtapnseT okono 40 % (ot 25 % no 63 %). In vitro cunneHadun B KOHLEHTpALL

okono 1,7 wr/mn (3,5 HM) nopaBnser aktuBHOCTh DJID5 uyenoseka Ha 50 %. Ilog

OAHOKPATHOI'O HpHeEMa cnn,ueﬂa(bnna B N03€ 100 mr CpeaHsAs MaKCHMaJlbHass KOHLICHTpaALl

B

15051

JIC

1581

cBoboanoro cuigeHaduna B riazMe KpoBU (Chax) MyxduH cocTasisieT okoso 18 Hr/mn (38 HM).

Cmax IpY pUeMe cuiiieHaduna BHYTPh HATOLIAK JOCTHUTAETCA B cpeHeM B TeyeHue 60 MuH (OT

30 mun no 120 muH). Ilpu mpueMe B COYETaHHWH C >KHPHOH MHINEH CKOPOCTh BCAChIBaH
cHmxaercs: Cpox YMEHbIDaeTcss B cpeiHeM Ha 29 %, a Bpems HOCTHXXEHHS MaKCHMajbH
koHUeHTpauuH (Tnax) yBenuuuBaercs Ha 60 MUH, OJHAKO CTeneHb abcopOUMM NOCTOBEPHO
u3MeHsercs (mnowane oA (papMakOKHHETHYECKOH KpHBOH KOHUEHTpanus-Bpems (AU

cHuxaercs Ha 11 %).
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Pacnpedenenue \

—

O6beM pacripejieieHus CHilaeHaduIa B pABHOBECHOM COCTOSHHMH COCTaBJIAeT B cpeaHeM 105

Ces3b cmnneua(bnna H €ro OCHOBHOI'O IHMPKYJIHPYHOIIETO N-aeMeTHbHOrO MeTtabonuTa ¢

6emkaMM IU1a3Mbl KPOBU COCTaBISET OKoNo 96 % u He 3aBUCUT OT oOLIEH KOHLIEHTpaluH
npemnapara. Menee 0,0002 % no3er cunneHaduna (B cpeaqHem 188 Hr) obHapyxkeHO B cnepme
yepe3 90 MHH nocne npHeMa Ipernapara.
Memabonuzm

Cunpnenadun merabonu3upyeTcs, rIaBHBIM 00pa3oM, B MEYEHHU IMOJ JEHCTBHEM H30(epMeHTa
uuroxpoma CYP3A4 (ocHoBHO# nyTh) U u3zodepmenta uuroxpoma CYP2C9 (MHHOpPHBIH MyTB).
OCHOBHOH UMpPKYJIMpPYIOIIMA AKTUBHBIA MeTabonuT, o00pa3yloluics B  pe3yjbTaTe
N-neMeTHIHpOBaHUS cunaeHaguna, NoJBepraercs JajibHEeAIeMyY MeTaboH3MYy.
CelleKTUBHOCTh JEHCTBHA 3TOro Merabosura B oTHomeHHH PDJ]D comocraBuMa C TakOBOH
cuimeHaguna, a ero akTUBHOCTh B OTHomeHun DIIDS in vitro cocraBnser oxono 50| %
akTUBHOCTH cuijgeHapuna. KoHueHTpanus wmerabonMra B MiasMeé KpPOBH  3[J0POBBIX
nobposonbieB cocraBisuia okoyo 40 % OT KOHLEHTpauuu cunaeHaduna. N-lleMeTI/l.IleL)lﬁ
MeTaboNuT moJBepraeTcs OalbHedmeMy Mertabonusamy; nepuoa ero mnonyBbiBefneHHs (T)in)
COCTaBJISIET OKOJIO 4 yac.
Buigeoenue

O6wuit kupeHc cunaeHaguna cocrasnser 41 n/gac, a koneunsiit T, - 3-5 yac. [Tocne npuema
BHYTPh Tak)e Kak [OCIe BHYTPHBEHHOrO BBEICHUS CHJieHaQU BBIBOAMTCA B BHIE
MeTaboIMTOB, B OCHOBHOM, KuIedHHKOM (okono 80 % mnepopanbHOH [103b1) M, B MEHBLIEH
cTerneHy, moykaMu (oxkoJio 13 % nepopanbHO#H 1036I).

DdapMaKOKMHETHKA Y 0COOBIX I'PYIII NAHHEHTOB

Hooicunvie nayuenmol
VY 300poBBIX MOXHJIBIX MauKMeHTOB (crapiie 65 JeT) KIMpPEHC CcHiAeHaduaa CHHXEH,| a
KOHLIEHTpAlHs CBOOOAHOrO cunieHadpwmna B rasmMe KpoBd npumMeprHo Ha 40 % Bblle, yeM y
mosionbix (18-45 ner). Bo3pacT He OKa3bIBaeT KIMHUYECKM 3HAYWMOTrO BIIUSHHS Ha 4acTOTY
pa3BUTHS TOOOYHBIX 3D EKTOB.
Hapywenus ¢hynkyuu novex

ITpu nerkoii (xknupenc kpeatnHuHa (KK) 50-80 mn/mun) u ymepennoi (KK 30-49 mn/mun)
CTEMEHH IMOYEYHOW HEJOCTATOYHOCTH (papMakOKHMHETHKa CHiIAeHadMsa 1Mocie OAHOKPAaTHOro
npuemMa BHYTpb B f03e 50 Mr He uzmeHsiercs. [Ipu Tsoxenoit noyeynoi HenocratouHocTH (KK <
30 MI/MHH) KIMpeHC cuaeHaduia CHUXAETCS, 4YTO NMPUBOAUT K NPUMEPHO [BYKpPaTHOMY
yBennueHuo 3HayeHuss AUC (100 %) u Crax (88 %) mo cpaBHEHHIO ¢ TAKOBBIMH MOKA3aTENSIMH

NP HOPMATBHOM (YHKIIMH MTOYEK y NMALMEHTOB TOH )K€ BO3PAaCTHOMH IpyIibl.

Crp.5u3 18
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Hapywenus ¢pynxyuu nevwenu
V nanueHToB ¢ HMppo3oM medend (knacchl A U B no knaccndpukaunu Yakng-Ilero) kmmpenc
cunaeHaduIa CHUXAETCS, YTO NMpUBOAMT K moBsiueHuto 3HadeHus AUC (84 %) u Chax (47 %)
110 CPABHEHHIO C TAKOBBIMH MOKA3aTe/sIMH [IPH HOPMAJTBHOH (QYHKLMHM TI€YEHH Y NMALIMEHTOB TOU
e BospactHoM rpynmnel. dapmakokuHeTHKa cuileHauna y OGONBHBIX C  TSXENBIMH

HapymeHusaMu QpyHkuuu nedenu (xnace C no kinaccuduxanuun Yakna-Ieio) He naydanach.

IMoka3zaHus K NPHMEHEHHIO
JleyeHue HapyIIEHHH SPEKIMH, XapaKTEPH3YIOMMXCSH HECMOCOOHOCTBIO K JOCTHXXEHHIO HITH
COXPAaHEHHIO SPEKUHH MOJOBOTO YiIEHA, NOCTaTOYHOH AJis YAOBJIETBOPHUTENBHOIO MOJIOBOTO
axTa.

Cundenagun 3¢pghekmugern monbko npu ceKCyanbHoOu CIMUMyIAYUU.

IIpoTuBONOKa3aHHA
[ToBplueHHAs YYBCTBHTENBHOCTh K CHIAEHaQHIy HMIM K JHOOOMY ApYyroMy KOMIIOHEHTY
npernapara.
[IpuMeHeHHEe Yy TAIMEHTOB, TMOJYYalOMX MOCTOSHHO MM C INEpPEPhIBAMH [OHATOPHl OKCHAA
a30Ta, OPraHMYECKME HHTPAThl WM HHUTPHTHl B MOOBIX (opMax, MNOCKONBKY CHiaeHadm
YCUJIMBAET THIIOTEH3UBHOE AEHCTBHE HUTpATOB (CM. pazfen «B3aumojeicTBHe € NpYrHMH
JIeKapCTBEHHBIMH CPEACTBAMHUY).
CoBMecTHOe TpuMeHeHue wHrubuTopoB ®JID5, BrMOYas cuiAeHaQHI, CO CTHMYJSTOpaMH
IyaHWNATIMKIA3el, TAaKAMH KaK pHOLMIyaT, TaK KakK 3TO MOXET TMPHUBOIMTE | K
CUMITOMATHYE€CKON TMIIOTEH3HH.
BeszonacHocTh 1 3¢ PEeKTUBHOCTD Npenapara Bnarpa® IIPH COBMECTHOM TPUMEHEHHH C JPYrHMH
CPEeICTBAMH JICYEHHs HApYIIEHWH JPEKUHHM HE H3YYAIHCh, NO3TOMY NPUMEHEHHE MONOOHBIX
KoMOuHauMi He pekoMerxyeTcs (cM. paszen «Ocobble ykazaHusa»).

HenepeHoCUMOCTb JIAKTO3bl, Ae(HIMT JIaKTa3bl, TIIOK030-TaJIakTO3Has ManbabcopOuus.
Tsokenast IeyeHouHas HeJocTaTouHoCTh (knace C mo kinaccudpukanuu Yaing-I1sto).
OMHOBpPEMEHHBIH IIPUEM PHTOHABHPA.

Tsxensle CcepAevHO-COCYIMCThIe 3aboneBaHus (TsKelnas CeplAe€YHas HENOCTAaTOYHOCTb,
HecTabuIbHAs CTEHOKAPAHS, IEPEHECEHHBIE B TEUEHHE TIOCJIEAHUX LIECTH MECSALIEB MHCYIIBT HIIH
MH(APKT MUOKApJa, XXHU3HEYTPOXKAIOIUE apUTMHH, runepreHsus (AJl > 170/100 mm pr. cT.) vnu
aprepuanbHas runotensus (AJl menee 90/50 MM pt.cT.)) (cM. pasnen «Ocobble ykazanus»).
[TauueHTsl ¢ OSMM30[aMHM pa3BUTHS HEApPTEPUHUTHOH TepefHEeHd MIIEMUYECKOH HEeWpOonaTuh

3pUTENLHOTO HEPBA C TIOTEPEH 3PEHHS B OJJHOM IJ1a3y.
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\ HacnencTBeHHbIH MUTMEHTHBIA PeTHHUT (cM. pasznen «Ocobble yka3zaHUs»).
I1o 3apernCTpHpOBAHHOMY NOKA3aHMIO npenapat Buarpa® He npegHasHaueH s IpHMEHEHHS y
nere no 18 ner.

TTo 3aperHCTPHPOBAHHOMY NOKA3aHHIO mpenapar Buarpa® He npeaHasHaueH [Uis NpUMEHEHHs Y

XXCHIIMH.

C 0CTOpPOXKHOCTBIO
Anatomudeckas nedopmalnus MONOBOrO uiieHa (aHryJIsus, KaBepHO3HbIH Gubpos unn 6one3Hs
[efiporn) (cMm. pasnen «Ocobble yKa3aHUAY).
3aboneBaHus, npeapacnoiaraioliie K pa3BUTHIO MpHanu3Ma (CEpOBHIHO-KIETOYHAs aHEMHS,
MHOECTBEHHAas MHEJIOMa, JIeiKo3, TpoMbonuTeMus) (cM. pasaen «Ocobble ykazaHus»).
3aboneBanus, COMPOBOXKAAIOLINECS KPOBOTCUEHHEM.

SI3BeHHas 60JI€3HP XKeJTyIKa U ABEHAALIATUIIEPCTHON KHUIIKH B CTaAMH 000CTpEHHS.
Hapymenns GyHKUUH EYEHH.

Tsxenas moyeynas HegoctaroyHocTs (KK Menee 30 mi/Mun).

[lanlHeHTBl C 3MNU300M pa3BUTHSA TMEpPENHEH HEAPTEPHUMTHOM HIIEMHYECKOH HEHpONaTHH
3pHUTENLHOrO HepBa B aHaMHe3e (cM. paszen «Ocobble yka3aHus).

OnHOBpEMEHHBIH MpUeM 6JI0KaTOPOB aliba-aipeHOPELIENTOPOB.

BepeMeHHOCTDH U NMEPHOA JIAKTALHH

ITo 3aperucTpupOBaHHOMY MOKA3aHHUIO [IPENapat He MPeAHa3HAYeH JUls IPUMEHEHHS Y )KEHLUMH

Cnoco6 npumMeHeHHA H 103bl
BuyTpb.

Pexomenayemas no3a ajis OOJBIIMHCTBA B3POCIHBIX NAIIMEHTOB cocTaBisgeT 50 Mr MpUMEpPHO [3a
1 yac mo cexcyanbHOM akTHBHOCTH. C yyeToM 3()(EKTHBHOCTH M NMEPEHOCHMOCTH 1032 MOXET
6b1Th yBenuuena no 100 Mr wim cHuwxkeHa 10 25 Mr. MakcumanbHas peKoMeHIyemas J103a
coctaBnger 100 mr. MakcuManbHas peKOMEHIyeMas KpaTHOCTh NpPHMEHEHHs - OIMH pa3 B

CYTKH.

Hapywenus ¢pynkyuu novex
[lpu nerxo¥ u cpenHersdkenoi cremeHd nouyeyHod HemocrarogHoctd (KK 30-80 mn/mum)
KOpPpPEKTHPOBKA 103l He Tpebyercs, mpu TsHKenoi nodyeuHoit HemocrarounoctH (KK < 30

MJI/MHH) — 03y cujiieHaduna cneayer CHU3UTh 10 25 M.
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Hapywenus ¢pynxyuu nevenu
[Tockonbky BBIBENEHHE CHIIACHAQHJIAa HapyLIaeTCs y NAUUEHTOB C MOBPEXICHUEM IIEYEHH
(B 9aCTHOCTH, IIPH LMpPpO3e), 103y npenapara Buarpa® cnemyer CHU3HTB 10 25 Mr.
Coemecmnoe npumeneHue ¢ Opy2umu 1eKapCmeEeHHbIMU CPeOCmeamu

CoBMecTHOE ITPUMEHEHHE C PUTOHABUPOM He pekoMeHayercs. B nobom ciyyae MakcuMalibHas
Jlo3a mpenapara Bmarpa® HH TpU KakuxX 0OCTOATENBCTBAX HE AOJ/DKHA NpEBBIIATH 25 Mr, a
KpaTHOCTh INpuMeHeHus — 1 pa3 B 48 wac (cMm. pazmen «BsaumoneicTBHe ¢ [OpyruMu
JIEKapCTBEHHBIMU CPEACTBAMM »).
[Ipy coBMeCTHOM IpUMEHEHHH ¢ HHruburopamu wu3odepmenta wuutoxpoma CYP3A4
(3pUTPOMHILIMH, CAKBMHABUP, KETOKOHA30JI, HTPAKOHA30J) HavyalbHas o3a npenapara Buarpa
JOJDKHA cocTaBiaTh 25 Mr (cM. pasgen «B3aumMopelcTBHE C JPYTMMM JIEKapCTBEHHBIMH
CpEnCTBAMM ).
YroObl CBECTH K MHUHHMYMY PHUCK pPa3BUTUSA IOCTYypalbHOW TMIOTEH3WHM Y TIaLHEHTOB,
NPUHUMAIOUIMX 0-aJpeHO0JIOKAaTOphl, NpUEM Mpenapara Buarpa® ClieflyeT HauyMHaTh TOJIBKO
mociie JOCTHXEHHs CTabWIM3allid TeMOAMHAMHMKH Yy O3THX nainueHToB. Crneayer Takxe
PacCMOTpETh 1eNleCO00Pa3HOCTh CHH)KEHWS HadyalnbHOW J03bl cujaeHaduia (CM. pasaeiisl
«Ocobbie yKazaHus» u «B3auMoeiCcTBHE C IPYTHMH JIEKApPCTBEHHBIMU CPEACTBAMH »).
Tooicunvie nayuenmoi

KoppeKTupoBKa 10361 ipenapara Brarpa® se tpebyercs.

Ilob6o4Hoe aeiicTBHE

Hau6onee yactbiMu mo60UHBIMH 3 dexTamMu ObUIH ToOBHAsS 60 U KTIPHUIIUBBIY.
O6pryHo nobounsle 3¢ dexTs npenapara Bnarpa® cnabo MUJIM YMEPEHHO BBIPAXEHBI MU HOCAT
NPEXOISALIMHA XapaKTep.
B uccnenoBaHusX ¢ NMpUMEHEHHEM (PUKCHPOBAHHOM [O3bI MOKa3aHO, YTO YacTOTa HEKOTOPBIX
HEXXeJIaTeIbHBIX ABICHUH MOBBILUAETCS C YBEJIUYEHHEM J03bI1.

YacToTa HeXeNnaTeNbHBIX peaxunﬁ MNpEACTaBJICHA I10 cnenyiom;eﬁ Knaccnquaunnz

OueHb 4acTo 210 %

Yacro 21 %o u<10%

HeuacTo >0,1 % u<l%

Penko >0,01 % u <0,1 %

OueHb penko <0,01 %

YacToTa HEM3BECTHA HEBO3MOXHO OIPEJIEJIUTh Ha OCHOBE MMEIOLMXCS JAHHBIX

Crp. 8u3 18

94681

(




[TNO15875/01+230516

Co cmopoHbl UMMYHHOU CUCMEMbL: Heyacmo - PeakLu¥ TOBBIIEHHOH YyBCTBUTENBHOCTH|(B.

T.4. KOXXHAs Chillb), aJUIEPrHYECKHE PEAKIHH.

Co cmopoHbt 0pzana 3peHus: 4acmo - 3aTYMaHeHHOE 3pEHHE, HapyLUEHHE 3PEHUs, LIMaHOTICHS;
Heyacmo - 60nb B rinazax, Gporodobus, GoTONCHI, XpOMATONCHUs, MOKPACHEHHUE INa3/UHBEKIMU
CKJIEP, M3MEHEHHE SPKOCTH CBETOBOCIIPHATHS, MHIpPHA3, KOHBIOHKTHBHT, KPOBOM3JIHSHHE B
TKaHW TIJla3a, KaTapakTa, HapyluleHWe paboThl CJIE3HOro anmapaTta; peoko - OTeK BeK| H
TPUIEraloMX TKaHEeH, OUIyIIEHHEe CYXOCTH B IJla3aX, HATHYME Pady KHBIX KPYTOB B I10J1€ 3pEHHUs

BOKPYI' HCTOYHHKA CBETA IOBBIMICHHAsA YTOMIISIEMOCTB TIJj1a3, BUACHHUE NPEAMETOB B KCITOM

usere (KCAHTONCHS), BHMJEHHE TIPEIMETOB B KPAaCHOM LBETE (IPUTPOICHS), TIHIIEPEMHMS

KOHBIOHKTHBBI, pa3lpaXeHHe CITU3UCTOH OOOJIOYKHM IJIa3, HENpPUATHBIC OLLYLIEHHS B TJa3ax;
yacmoma Heu3@ecmHa - HEAPTEPUUTHAs TMEpPEAHSs MIIEMHYECKas HEBPOMATHs 3puTeanclro
HEpPBa, OKKJIIO3US BEH CETYAaTKH, Ae(eKT Mojiel 3peHus, JUIIIONHUA*, BpeMEHHas NIOTeps 3pEHHUs
HJIM CHW)XEHHE OCTPOTHI 3PEHHS, TOBBIUIIEHHE BHYTPHMIJIA3HOIO [ABJICHHUS, OTEK CETYaTKH,
3ab0/1eBaHUs COCY/IOB CETYATKH, OTCIIOHKA CTEKJIOBHIHOTO TeNa/BUTpeabHas TpaKLUs.
Co cmoponbl opzana cayxa: Heuacmo - BHE3AITHOE CHMXKEHHE MJIH IIOTEps CyXa, WyM B yLIax,
60J1b B yIIax.
Co cmopoHbl cepoeyHOo-CcoCYyOUCmou CUCMeEeMbl: 4acmo - «IIPUIIMBBI»; HeYacmo - TaXuKapuus,
oLIyUIEeHHEe cepAueOHeHHs, CHHMXXEHHE apTEpPUAIbHOIO [aBIEHHs, YBEJIWYEHHE YaCTOTHI
CEpAEYHBIX COKpalleHHWiH, HecTaOH/IbHA CTEHOKapAMs, AaTPHOBEHTPUKYNsApHas Onokaja,
uH(apkT MHOKapzaa, TpoMOO3 COCYZOB TOJOBHOIO MO3ra, OCTAaHOBKAa CEpAlla, CepAeYHas
HEJOCTATOYHOCTh, OTKJIOHEHHS B NIOKa3aHUAX 3NEKTPOKapAUOrpaMMbl, KADAHOMHUOTIATHS; PEOKO
- GpubpHUALKS TIPEACEpIHii, BHE3AMHAS CEpleYHas CMEPTh*, ey l0UKOBast apUTMHA ™.
Co cmopoHbL Kposu U TUMpamu4ecKkol cucmemsl: He4acmo - aHeMHUs, JIENKONEHUS.

Co cmopoHbl 06MeHa geuqecms U RUMAHUA: Hewacmo — OLIYLIEHHE XaXAbl, OTEKH, NMOAarpa,
HEKOMIICHCHPOBAHHBIM  CaxapHblii  AMaber, TUNepriiMKeMusi, NepHPEpUYECKHE  OTEKH,
THIIEPYPHKEMHUS, TUTIOTIMKEMUS], THTIEPHATPHUEMHSL.
Co cmoponbl OblxamenbHOU cucmemsl: 4acmo - 3AJ0XKEHHOCTb HOCA; Heuacmo - HOCOBOE
KpOBOTEYEHHE, PUHHT, aCTMa, AUCITHOJ, JIAPHHTHUT, GAPUHTHT, CHHYCHT, ODOHXHUT, yBEIUYEHHUE
obbeMa oTaeNnIeMOi MOKPOTEI, YCHJICHHE Kallllsl; peOKO - YyBCTBO CTECHEHHMsS B rOpJIE, CYXOCTh
CJIM3UCTOMN 0D0JIOUKH MOJIOCTH HOCA, OTEK CITM3HCTOH 000JI0UKH II0JIOCTH HOCA.
Co cmopoHnbl XHceny0o4HO-KUUIEYHO20 mpaKkma: 4acmo - TOLIHOTa, AWCIENCHS; Heuacmo -
racTpossodareanpHas pedmokcHas Oone3Hb, pBoTa, 601nb B 001MaCTH XKHBOTA, CYXOCTb
CIIM3UCTOM OOOJIOUKM TIOJIOCTH PTa, TJIOCCHT, THHTHBHT, KOJHT, AUCGArus, racTpHT,
raCTPO3IHTEPHT, 330()aruT, CTOMATUT, OTKJIOHEHHE «IIEYEHOUHBIX» QYHKLMOHAIBHBIX TECTOB [OT

HOPMBI, PEKTAIEHOE KPOBOTEYEHHE; PeOKO - THIIECTE3Us CIU3UCTOH 0O0IOUKH MOJIOCTH pTa.
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Co cmoponbl onopHo-08uzamenvrhozo annapama: yacmo - 60J1b B CIIMHE; HEYaAcmo - MAAITHS,
60> B KOHEYHOCTSIX, APTPHUT, apTPO3, Pa3pbiB CYXOXHIHsA, TEHOCHHOBHUT, 0OJIb B KOCTSX,
MHAaCTEHHs, CHHOBHT.
Co cmopoHbl MO4enonoeol cucmemsl: Heuacmo - UACTHT, HUKTYPUSi, YBETMUYECHHE MOJIOYHBIX
xeses, Heiep)KaHHEe MOYH, reMaTypHs, HapylLIEHHE 35KYJIALUMH, OTEK T€HHTAIMH, aHOpra3Mus,
reMaToCHepMHs, TIOBPEXAEHHE TKaHEeW NOJIOBOrO WJeHa; peoko - ITUTENbHAs 3PEKUUs H/WIu
TIpHAITH3M.
Co cmopoHbl yeHmpanbHoU u nepupeputecKol HEPEHOU CUCMEMBbL: O4€eHb 4acmo - TOJIOBHas
00J1b, yacmo - TOJIOBOKPYXEHHE, Heuacmo — COHIMBOCTb, MUIPEHb, aTaKCHs, TMIIEPTOHYC,
HEBPAIrHs, HeWponaTus, MapecTe3us, TPEMOP, BEPTHIO, CUMIITOMBI JEIPECCHH, OECCOHHUIIA,
HEOOBIYHBIE CHOBH/ICHHUS, [TOBBILIEHHE Pe(IICKCOB, IMIIECTE3US; PeOKO - CyJOPOTH*, MOBTOPHBIE
cynoporu*, o6Mopoxk.
Co cmopoHbl KOdCU U NOOKONCHBIX MKAHell: Heuacmo - KOXHas ChIllb, KPariMBHULA, [IPOCTOH
reprec, KOXHBIA 3yJ, TIOBBIIIEHHOE TIOTOOTACNEHUE, H3BA3BICHHE KOXH, KOHTaKTHBIHA
JIEpPMaTHT, S9KCHOIHATHBHBINA IEPMATHT; Yacmoma Heusgecmua - cMHApom CTuBeHca-/[>xoHCcOoRa,
TOKCHYECKHH 3MHAECPMAIBHBIA HEKPOJIM3.
Ipouue: neyacmo - oulyuleHHE Xapa, OTEK JHLA, peakuus (HOTOUYBCTBHTENBLHOCTH, WIOK,
ACTEeHWs, TMOBBILIEHHAs YTOMJSEMOCTh, OOJIb pa3NUYHOH JOKaIM3alHH, O3HOD, Cilyda#HbIE
naneHus, 6016 B 001aCTH IPYAHOH KIETKH, CIIy4adHbIE TPABMBI; peOKO - Pa3fAPaXKHTENBHOCTb.

* [To6ounsle 3¢ (eKThI BBISBIECHHBIE BO BPEMSI TOCTMAPKETHHIOBBIX HCCIIENOBAHUH.

Cepoeuno-cocyoucmsie 0CONCHEHUS

B xome NOCTMapKeTHHTOBOrO TIPUMEHEHHs CHiacHaduia [ JIEYEHHS 3PEKTHILHON
MUCOYHKIMH COOOLIAIOCH O TAKUX HEXENaTeNIbHBIX SBICHHUSAX, KaK TsXKEble CEpAEYHO-
COCYAMCTBIE OCNOXHEHHs (B T.4. MHGApKT MUOKap/a, HecTabuiipHAs CTEHOKApAHs, BHE3aIHas
cepleyHas CMepTh, XXETYAOYKOBAas AapUTMHs, TIeMOPpParH4eCKMM HMHCYJIBT, TpaHSHTO_pH’a}I
MIIEMHYECKas aTaka, CHIEPTEH3Hs W THUIIOTEH3Hs), KOTOpBIE HMMEIH BPEMEHHYIO 035135’ o
NpUMeHEeHHeM cuiaeHaduna. BoJBIIMHCTBO 3THX MALMEHTOB, HO HE BCE W3 HHX, nmeljm
¢akToppl pUCKa CEPAECYHO-COCYIUCTBIX OCIOXHEHHHA. MHOrHE M3 yKa3aHHBIX HEXEJIATE/bHbBIX
SBJICHHM HaOIONAIUCh BCKOpPE TIOCNE CEKCYaNbHOH AaKTHBHOCTH, H HEKOTOpPHlE W3 HMX
OTMEYaNKCh MOCie TNpHeMa cuieHaduma 6e3 mocnemyoumeil cexcyalbHOH akTHBHOCTH. He
NPENCTABNIACTCS BO3MOXHBIM YCTAHOBUTH HAIMYHE MNPAMOH CBA3M MEXAY OTMEYaBIUUMMCS
HeXeJIaTeJbHBIMH SBJICHUSIMU W YKa3aHHBIMU WJIM UHBIMH (paKTopamu.

3pumenvuvie napywenus

B penxux ciiyyasx BO BpeMs IOCTPErHCTPALMOHHOIO MPUMEHEHHS Bcex HHrubuTopos @I035, B
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TOM 4MCclie cuieHaduia, coobualii O HEapTEpUUTHOH NepeaHel HIIEMHYECKOH HEeBpOMNaTHH .
sputensHoro Hepsa (HITMH3H) - penkom 3aboneBaHWM M NPUYMHE CHIXKEHHS WIM MOTEPH
3peHus. Y GONbIIMHCTBA M3 3THUX MAIMEHTOB ObUIM (PaKTOpbl pHUCKa, B YAaCTHOCTH CHHXXEHHE
OTHOLIEHHS [HAMETPOB 3KCKABALlMM M JMCKA 3PUTENBHOTO HEpBa («3aCTOMHBINA IUCK»), BO3PACT
crapme 50 ner, caxapHeli auaber, TrunepreH3us, uHeMuyeckas Oone3Hp cepaua,
THNEPIMIUAEMHUs M KypeHue. B o6cepBallMOHHOM HCCIENOBAHHHM OLEHHBAM, CBA3aHO |IH
HellaBHee NpUMEHeHue npemnaparoB kinacca HHrubuTopoB ®J1D5 ¢ octpemv Havanom HITMH3H.
Pe3ynprarel yka3sBaloT Ha MpuONMM3UTENBbHO 2-KpaTHoe mnoseilieHne pucka HITMH3H B
npefenax S MepHOAOB MOJYBBIBEACHHs Nocie NpuMeHeHHs HHrubutopa ®JI35. Cornacho
onyOJIMKOBAaHHBIM JIKTEPATYPHbIM JAHHBIM, FOAW4YHas uacToTa Bo3HWKHOBeHus HITMHBH
cocrapnser 2,5-11,8 cnyyaes Ha 100 000 mMyxxuuH B Bo3pacte > 50 ner B oOuieH NONysuMA.

Crnemyet peKOMEHIOBATh MAlMEHTAM B CJTy4dae BHE3aIHOW MMOTEPU 3PEHHS MPEKPATUTh TEPAIHIO

cuiieHadQUIOM M HEMEUIEHHO NMPOKOHCYIHTHPOBaThCA ¢ BpauoM. JIuna, y KOTOpBIX Yyxe ObuI
cnyuait HTTMH3H, umeror nossimennsit puck peuuausa HIIMH3H. [loatomy Bpauy cineayer
06CYAWTh NaHHBIH PUCK ¢ TAKUMH MALHEHTaMH, a Talkoke OOCYIHUTh C HUMH MOTEHLUAIBHBINR
waHc HebGmaronpusaTHOro Bo3aecTBus uHrubuTopoB ®J135. MHrnbutoper ®JI35, B ToM uucne
cunneHapun, y TAKHX MAlHEHTOB CIEAYET MPHMEHSTE C OCTOPOXXHOCTHIO M TOJIKO B CHTYalUsX,
KOT/1a O)KHJaeMas IoJib3a NEPEeBEIUBACT PUCK.
llpn wcnonb3oBaHWH mpenapara Buarpa® B [03aX, NpeBBINABIIHX pexomennyew‘ﬂe,

HEXeNaTeJIbHBIE ABJICHHMSA OBUIM CXOJHBIMH C OTMECYEHHBIMM BBILIIC, HO 0OBIYHO BCTPCHAIUCH

Hauie.

Ilepeno3upoBka
IIpu oxHOKpaTHOM MpHEME Mpernapara Buarpa® B no3e a0 800 Mr HexenaTenbHbIE SBICHUS
6bUTH TaKI:IMI/l e, KaK W [pH NpHeMe npenapata B 6ojiee HU3KMX [103aX, HO BCTpEYaIHCh Yallle.
[Mpumenenue no3er 200 Mr He NPUBOAMIIO K NOBBIIEHHIO 3Q(EKTUBHOCTH Npenapara, 0JHaKo,
4yacToTa MOOOYHBIX peakuuid (rojioBHast OONb, «IPUIMBBEIY, TOJOBOKPYXXEHHE, IUCIIETICHS,
3a7I0)KEHHOCTh HOCA, HapyLIeHUE 3pEHUS) YBENHYUBAIACh.
JleueHre cUMNTOMATHYECKOE. ['eMONMaiM3 HE YCKOpseT KIHpeHC cuijeHaduna, Tak Kak

MOCNEAHUN aKTMBHO CBSI3bIBACTCS C OeJlkaMH I1j1a3Mbl K HE BEIBOAUTCSA MOYKaMHU.

BiaumopeiicTBHe ¢ APYTHMH JIEKAPCTBEHHBIMH CpPe1CTBAMH
Brusnue opyzux nexkapcmsennvix npenapamog Ha (apmaxokuHemuxy cuioeraguia
MerabonuaM cunpeHaguna TPOHUCXOAWT B OCHOBHOM TNOJ JAEHCTBHEM HM30(pEPMEHTOB

uuroxpoma CYP3A4 (ocuoBHo# nyts) U CYP2C9, noaroMy HHrHOUTOPB! 3THX M30(QEPMEHTOB
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MOTYT YMEHBIIHUTh KJIMPEHC cHilieHaduIa, a HHAYKTOPHI, COOTBETCTBEHHO, YBEIHUUTh KIIMPEHC
cungeHagpuna. OTMEYEHO CHHXKEHHE KIIMpeHca CHIIicHa(uia Mpu 0JHOBPEMEHHOM NIPHMEHEHUH
uHrubuTOopoB u3odepmerta uuroxpoma CYP3A4 (keTOKOHa30/, 3PUTPOMHUIMH, LIUMETHIMH).
Lumetuaun (800 mr), Hecneunpuueckuii HHrub6UTOp M30dpepmentTa uutoxpoma CYP3 A4, npu
coBMecTHOM TmpHeme ¢ cuiaaeHapmnom (50 Mr) BbI3bIBa€T NOBBIIEHHE KOHLIEHTPALHHK
cungenaduna B rasme Ha 56 %. OmHokpatseii npuem 100 Mr cungeHaduna COBMECTHO C

sputpoMuirHOM (1o 500 Mr/cyTku 2 pa3a B I€Hb B TEUYEHHE 5 JHEH), yMEPEHHBIM HHTMOUTOPOM

uzopepmenta umroxpoma CYP3A4, Ha ¢oHe MOCTHIKEHHS TNOCTOSHHOH KOHLEHTpALHH
SPUTPOMHLIMHA B KpOBH, NpuBOAMT K yBenuueHuto AUC cunnenapuna Ha 182%. Ilpu
COBMECTHOM NipuemMe cunaeHaduna (ogHokpatHo 100 Mr) u cakBuHaBupa (1200 mr/aens 3 pa3za
B JeHb), mHrubutopa BUY-mporeasst u wusopepmenta uuroxpoma CYP3A4, Ha ¢one
JIOCTHXXEHHSA MOCTOAHHOM KOHIIEHTPALMH cakBHHAaBUpa B KPOBH Cpax CHIIIEHa( WA NOBBILIAIACE
Ha 140 %, a AUC yBeanHBanaci Ha 210 %. CunnmeHadun He OKa3bIBaeT BIIMSHHUSA |HA
dapMaKkOKHHETHKY CaKkBUHABUpa. bonee CHIBHBIE HMHIHOMTOPBI W30Q)epMEHTa LIMTOXpPOMa
CYP3A4, Ttakme kak KETOKOHA30J M MTpPAKOHa30Jl, MOryT BbI3bIBaTh H Ooinee cunw‘ue
U3MeHeHHs papMaKOKHHETHKH CHIeHadua.
OnnoBpemenHOe npumeHeHue cuineHaduna (onHokparao 100 Mr) u purosasupa (mo 500 Mr
2 pasa B cyTku), uaruburopa BUU-npoteassl U cHiIbHOrO MHTHOHTOpa UTOXpoMa Pyso, Ha doHe
JOCTHXEHHS TOCTOSHHON KOHLEHTPAlM¥ PUTOHABHPa B KPOBH NMPHBOAMUT K YBEMHYEHHIO Cinax
cunnenagpuna Ha 300 % (B 4 paza), a AUC Ha 1000 % (B 11 pa3). Uepe3 24 yaca KOHLEHTpaLHUs
cungeHaduia B ria3Me KpoBU coctasnser okosio 200 Hr/mit (Tocine 0JHOKPaTHOTO IPUMEHEHHS
oaHoro cuigeHagpmuna - 5 Hr/mm). D10 cornacyercsd ¢ 3¢¢ekToM pUTOHaBUpa Ha IIUPOKHMH
JaManasoH CcybctpatoB nuUTOoXpoMa Psso. CunneHapun He BiuseT Ha (GapMaKOKUHETHKY
puTOHaBUpa. YuMTHIBas 3TH AaHHbBIE, OAHOBPEMEHHBI [IPHEM PHTOHABHpa M CUIAeHaduna He
pexomernayercs. B moboM ciyyae MakcuMalibHas [03a CHIJCHagHIa HM TNpH  KaKMX
0o6cTosTENRCTBAX HE NOJDKHA MPEBbILATh 25 Mr B TeueHue 48 yacos.

Ecnu cunaesadus npuHUMAIOT B pEKOMEHAYEMBIX J03aX MallMEHThI, MOoTyYatoume
OJHOBPEMEHHO CHJIbHbIE HHIUOUTOPH! H30hepMeHTa nutoxpoMa CYP3A4, To Crmax cBOOOIHOTO
cungeHaduna He mpespnuaet 200 HM, 1 npenapat Xopo1o NEPEHOCHUTCS.
OIHOKpaTHBIM MpHeM aHTauuAa (MarHus TUAPOKCHUAA/ATIOMHUHHS THIPOKCHIA) HE BIMAET |HA

OUOOCTYNHOCTE CHUAeHadHIA.

B uccrnenoBaHusX € y4acTHEM 3[0POBBIX J0OpOBONBLEB INPH OAHOBPEMEHHOM TNPUMEHEHUH
AHTArOHUCTA DJHOTEJIMHOBBIX peLenTopoB, 6o3eHTaHa (MHAYKTOp H3odepmenta CYP3A4
(ymepennsriit), CYP2C9 u, Bosmoxuno, CYP2C19) B paBHOBecHO# kKoHUeHTpauuu (125 Mr asa

pa3a B CyTKM) W cunjeHaduna B paBHOBECHOM koHueHTpauuu (80 mr Tpu pasa B cyn|<n)

Crp. 12! u3 18

9-41681

- S - |




orMeuanocs cHkeHue AUC u Cpa cungeHaguna Ha 62,6 % u 52,4 %, COOTBETCTBEHHO.
Cunpenapun ysenuuumBan AUC u Cc 603eHTaHa Ha 49,8 % u 42 %, COOTBETCTBEHHO.
IIpeanonaraercs, 4T0 OJHOBPEMEHHOE NMPHUMEHEHHE CHIICHApHIA C MOLIHBIMU HHIYKTOPAMH
n3opepmenta CYP3A4, Takumu Kak pudaMITMIHAH, MOXET IIPUBOAMTE K OONBLIEMY CHHKEHHIO

KOHLIEHTpALMH cujieHadHIIa B IU1a3Me KPOBH.

Huruburopsl usodepmenra muroxpoma CYP2C9 (tonbyramup, Bapdapun), uzodepmerTa
uuroxpoma CYP2D6 (cenextuBHBIE MHrMOMTOpPBI 00OpaTHOro 3axBaTa CEpPOTOHHHA,
TPULMKINYECKHE aHTHACTTPECCAHTBI), THA3H/AHBIE U THA3HIOTIONOOHbIE IHYPETHKH, HHTHOMTOPEI
ATI® 1 aHTaroHUCTHI KaNbIHs, HE 0Ka3bIBAIOT BIHAHUA Ha HApMaKOKHHETHKY CUiIieHadHIIa.
AsutpomuuuH (500 mr/cyt B Teuenue 3 nHeil) He okaspmBaeT BiausHUA HAa AUC, Chax, Trhax,
KOHCTaHTy CKOPOCTH BBIBENCHHS W T, cunaeHaduiia MM €ro OCHOBHOTO IHUPKYIUPYIOLIErO
MeTabonuTa.

Bnusnue cunoenagpuna na opyzue nexapcmeennvle cpedcmea
Cungenagpun spnsercs cnabbiM HHrHOMTOpPOM H30(epMEHTOB LUTOXpoMa Pssp - 1A2, 2C9,
2C19, 2D6, 2E1 u 3A4 (MKs5p>150 mxmons). Ilpn npueme cungeHaduna B peKOMEHIyeMBIX
n03ax ero Cpax COCTaBIIAET OKOJIO | MKMOJIb, TIO3TOMY MaJOBEPOSTHO, YTO CHILACHA(GHT MOXET
TIOB/THSATH Ha KJIIMPEHC CyOCTPaToOB 3THX H30(EPMEHTOB.
Cunpernadun ycunuBaeT TMNOTEH3WBHOE JEHCTBHE HUTPATOB KaK MPH JUIMTENIEHOM NTPUMEHEHHH
MIOCJIEAHUX, TaK U MPU UX HA3HAYEHWH II0 OCTPHIM MOKa3aHHsAM. B CBA3M C 3TUM, MpUMeEHEHHE
cuiieHaduIa B COYETaHHHU C HUTpaTaMM WM JOHAaTOpPaMH OKCHIA a30Ta NPOTHBOIIOKA3aHO.
ITpu ogHOBpeMEHHOM mpHeMe a-aapeHobokaTopa nokca3o3uHa (4 mr u 8 mr) u cunaeHaduna
(25 mr, 50 mr u 100 mMr) y nmauueHTOB ¢ NOOpPOKAYECTBEHHOW TIMIIEpIUTa3Heil MPOCTAThI |CO
cTabunbHOM reMoAMHAMHKOH cpenHee JNONOJTHUTENBHOE CHIDKEHHE
cucroiiyeckoro/auactonueckoro AJl B nono)keHUH Jiexa Ha CIIUHE COCTABJISNO 7/7 MM PT. CT.,
9/5 MM pT. cT. U 8/4 MM PT. CT., COOTBETCTBEHHO, a B MOJIOKEHHUHU CTOS - 6/6 MM pT. CcT., 11/4 MM
pT. cT. U 4/5 MM pT. CT., cOOTBETCTBEHHO. COO00IIAETCs 0 pEAKHX Cly4asX PasBHUTHSA Y TaKHX
[ALKMEHTOB CHMNTOMATHYECKOH IOCTYpalbHOW THMIIOTEH3WU, TIPOSBNSBLIEHCS B BHIE
roJIOBOKpYXeHHi (6e3 o6Mopoka). Y OTAENBbHBIX YYyBCTBHTENBHBIX MALMEHTOB, MONTYYaIOHIUX
a-aapeHobI0KaTOphl, OJHOBPEMEHHOE IPUMEHEHHE CuJieHadula MOXET MPHUBECTH | K
CHMIITOMATHYECKOU MMIIOTEH3HH.
IIpn3HakoB 3HAYHTEJBLHOr0 B3auMoaeiicTBus ¢ ToadyramuaoMm (250 mMr) uian BapdpapuHom

(40 mr), koTopbie MeTabonusupyloTes uzopepmentom uuroxpoma CYP2C9, ne BoisiBiieHo.

Cunpenadpun (100 mMr) He oka3piBaeT BJIMSHUS Ha (apMakoKWHETHKY uHruburopa BUY-

npoTeasbl, CaKBUHaBUpa, sBasowerocs cybcrparoM uszopepmenta uuroxpoma CYP3A4, mpu

€ro NOCTOSIHHOM YPOBHE B KPOBH.

Crp. 13{u3 18

[TNOT5875/011-230516

94681 |



OnHOBpeMeHHOE TpUMeHeHHe cuineHaduia B paBHOBECHOM cocTosHMM (80 Mr Tpu pasa B
cytku) npuBoauT K noBenneHno AUC u Cpa 603eHTaHa (125 Mr Ba pa3a B cyTku) Ha 49,8 % u
42 %, COOTBETCTBEHHO.
Cungenadun (50 Mr) He BBI3BIBAET JOMOJIHUTENBHOIO YBEIMYEHHUS BPEMEHN KPOBOTEUEHHS TIPH
npHeMe aleTHICATULMIOBOH KHCNOTHI (150 Mr).
Cunpenadpun (50 Mr) He YCWIHMB2eT THMIOTEH3MBHOE [ACHCTBHE alKOrojisl y 3A0POBBIX
N06pOBOJIBLIEB TIPH MAaKCHMalbHOM KOHLEHTpauud ajikorois B KpoBu B cpexHem 0,08 %
(80 mr/m).
Y nanMeHTOB ¢ THIEPTEH3WEH TIpU3HAKOB B3auMonecicTBus cunneHadpuna (100 wmr)| c
aMJIONUIMHOM He BbIABNeHO. CpeaHee NONMONHHUTENBHOE CHHMXEHHE AJl B MOJOXEHUH Jexa
COCTaBJISET 8 MM PT. CT. (CHCTOJIMYECKOT0) M 7 MM PT. CT. (AMaCTOIHYECKOTrO).
[Ipumenenue cunnenapuna B COYETAHUH C AHTHIMIIEPTECH3MBHBIMH CPEACTBAMH HE NPHBOIMT K

BO3HUKHOBEHMIO JAOIOIHUTENBHBIX MOOOYHBIX 3G PEKTOB.

Oco0ble ykazanusn
JIns QMarHOCTHKH HapyUIEHHH 3pEKLHH, ONpEeNeNeHHs MX BO3MOXHBIX NPHUYHMH M BbIOOpa

aICKBAaTHOI'0 JICYCHHA HCOGXOIIHMO 006paTB TOJHBIA MEIHIMHCKMH aHaMHe3 U [IPOBECTH

TIATENbHOE (HU3MKaTbHOe obcnenoBanue. CpeacTBa JIEYEHHS ISPEKTHIBHOH AMCHYHKIMH
JIOJDKHBI HCIIOJIb30BATHCS C OCTOPOXKHOCTHIO y MAllMEHTOB C aHAaTOMMYECKOH nedopmanuen
NOJIOBOTO WieHa (aHryssuus, KaBepHO3HbIH Gubpo3, Ooneszns [lefpoHu), UM y MalMEHTOB C
¢dakTopaMM pHCKAa pa3BUTHS IpHaNH3Ma (CEPIIOBHAHOKJIETOYHAs aHEMHUS, MHOXXECTBEHHas
MHeJIoMa, fekeMus) (cM. paszaen «C 0CTOPOXKHOCTBION).
Bo BpemMs mOCTMapKETHHIOBBIX HCCIENOBaHUH cOOOLIANOCH O CilyYasX pa3sBUTHSA AJHMTENBHON
3pEKIHHd W Tpuanu3Ma. B ciaydae coxpaHeHHs 3peKLMH B TeyeHue Oonee 4 4acoB CIENYET
HEMEIJICHHO 00OpaTUThCA 3a MEAMUMHCKOHM mnomolupto. Ecnu Tepanus npuanu3ma He Obuia
NpoBeieHa HEMEIJIEHHO, 3TO MOXXET IPUBECTH K MOBPEXAEHHIO TKaHEH II0JIOBOrO 4jeHd H
HeoOpaTUMOH yTpaTe MOTEHLIHH.
[penapatsl, TNpeAHa3HAYEHHBIE AJIA JIEYECHHs HApYLICHMH JPEKLUH, HE CIEAyeT Ha3HauyaTb

MYXXYHHaM, /11 KOTOPBIX CEKCYyalibHasA aKkTUBHOCTDH HEXEJIATCIbHA.

CekcyanbHas aKTMBHOCTL MPEACTABJIIET OMpPENENICHHBIH PHCK IpU HaJIM4YUHK 3aboneBaHHH
cepAua, Mo3ToMy INepea HayajioM Jro00H Tepamuy IO IOBOAY HapyLIEHMH OSpEKLUMH Bpaydy
Clie[lyeT HallpaBHTh MalieHTa Ha obOclefoBaHUE COCTOSHHSA CEPACYHO-COCYAMCTOM CHCTEMBI.
CexcyalibHassk aKTMBHOCTh HEXEJaTeNbHa Yy MALMEHTOB C CEPAECYHOM HEAOCTAaTOYHOCTEIO,
HecTabUITBbHOM CTEeHOKapAueH, NMepeHeCeHHBIM B MocneqHle 6 MecsueB HHPapKTOM MHOKapia

WJIH MHCYNHTOM, JKH3HEYrPOXAIONIMMH apUTMHAMH, THreprensueii (ALl > 170/100 mm pr. CT.)
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win runotonuer (Al < 90/50 mm prt. cr.). [lpuem cunpeHaduna y Takux ITalMeHT
IpOTHBOMOKa3aH (cM. pazzen «IIpoTuBonokasanus»). B KIMHHYECKUX UCCIIENOBAHUSAX MTOKA3a
OTCYTCTBHE pa3/IM4Mi B yacToTe pa3BUTHA MH(papkTa Muokapzaa (1,1 va 100 yenosex B roa) U
4acTOTE CMEPTHOCTH OT CEpAE4HO-cocyAucThiXx 3abonesanuid (0,3 Ha 100 yenomex B roj
[ALXEHTOB, MONyYaBLIMX mpenaparT Buarpa®, mo CPaBHEHHWIO C MAallMEHTAMH, IOJIy4YaBIlH
rutane6o.

Cepoeuno-cocyoucmoie 0CI0JICHEHUS
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B xone IIOCTMAPKETHHIOBOro INPpHMCHEHUSA cnﬂnenaq)pma Ana JICYCHUsA 3pCKTHJH>HOI71

L[HC(b)’HKLII/IIrI COO6H.IEUIOCB 0 TakKuX HEXCIATCABHBIX SABJICHHUAX, KaK TAXEIBIE CCPACYHO-

COCYAMCTHIE OCJIOXXHEHHUs (B T.4. MHGAPKT MUOKAapAa, HecTabW/IbHAsA CTEHOKApAHs, BHE3alHas

cepleyHasl CMEpTh, JKEIYAOYKOBas apUTMHS, FeMOppard4eckudl HWHCYNBT, TpPaH3WTOpHAs

HIUCMHUYCCKass aTaka, THINEPTCH3UA H FHHOT€H3HH), KOTOpbIE HMCIIH BPEMECHHYHO CBiA3b C

NMPpUMECHCHHEM cnnnenadmna. BonbmmMHCTBO 3THX NNallM€HTOB, HO HE BCE€ H3 HHUX, HUMCIIH

(akTOpHI pHCKa CEPAEYHO-COCYAUCTHIX OCJIOXHEHHH. MHOrHe M3 yKa3aHHBIX HEXeaTelbH

bIX

ABJICHUH HaOMIOqaTHCh BCKOpPE II0CJIE cexcyanbnoﬁ AKTHBHOCTH, W HEKOTOPBIE H3 HHX

OTMEYaNuch MOcie NpHeMa cuifeHaduna 6e3 mocnenyrolei CekcyaabHOH aKTHBHOCTH.

He

MMPEACTABIJIACTCA BO3MOXHBIM YCTAaHOBUTHL HaJIMYHEC l'IpSlMOI‘:I CBA3U MECXKAY OTMCYABUIUMHCS

HEXeNaTeIbHBIMH SBJICHHAMHU M YKa3aHHBIMH HITH HHBIMH (pakTopamu.

T'unomensun

Cunpenadun oka3pIBa€T CHUCTEMHOE Ba30JUIATHPYIOLIEEe JAEHCTBHE, TNpUBOJsLIEE
npexoiseMy CHimkeHHio AJl, 4To He $BJSEeTCd KIIMHWYECKH 3HAYMMBIM SIBJIEHHEM H
OPUBOAUT K KakuUM-THOO MOCHEeACTBHAM Y OOJIBIIMHCTBA MalMeHTOB. [eM He MeHee,
Ha3Ha4YeHUs IMperapaTa Buarpa® Bpay JOJDKEH TINATENbHO OLIEHHTh PHCK BO3MOXH

HEeXENaTeNbHBIX  TNPOSBJICHUH  Ba30JWJIATHUPYIOIEro  JEHCTBHA Yy  TALIAEHTOB

HEC

10

bIX

COOTBETCTBYIOLIIUMHU 3360IICBaHI/I5{MI/I, ocobeHHO Ha q)one CCKC}'&HBHOFI dKTHBHOCTH.

[ToBbIIEHHAsA BOCIIPUUMYMBOCTD K Ba3oAMJIaTaTopaM Habmonaercs y G0NBHBIX ¢ 0OCTpyKuMei

BBIXOJJHOTO TpaKTa JIEBOIO XENyldo4yKa (CTEHO3 aopThl, runeprpodHuyeckas 0OCTPYKTHBHAs

Kap,IIPIOMPIOHaTH}I), a TaKKE€ C pE€AKO BCTPEYAOIIMMCA CHHAPOMOM MHOXXECTBEHHOU CUCTEMHOM

aTpo(uH, MPOSBIAIOIIUMCS TSXKENBIM HapylleHHeM peryssuuu AJl co CTOPOHB! BEre€TaTHBHOM

HEPBHOH CHCTEMBI.

[Tockoneky COBMECTHOE NMPUMEHEHHE CUieHaduNa U a-aApeHOOI0KaTOPOB MOXET IIPUBECTH K

CUMIITOMaTHYECKOM T'MIMOTEH3UH Y OTAEJBHBIX YYBCTBHTEJILHBIX IMAIMEHTOB, IpEnapar Bnarpa

CJIEAYET C OCTOPOXHOCTBIO Ha3dHAa4yaTb 6OHBHBI]\'I, NMpHHUMAaIOIIHM U.-allpCHO6JIOKaTOpr (CM.

paznen «B3aumonelcTBHE C IPYrHMMH JIEKapCTBEHHBIMH CpeAcTBaMH»). YToObI CBECTH| K
MUHUMYMY PHCK pa3BUTHS TOCTYPAIbHON TMIIOTEH3UH Yy TMAUMEHTOB, HPUHHUMAIOLIUX |a-
Crp. 15/u3 18

(|581




ITNO15875/01-230516

" afpeHoBIOKATOPBI, TIPHEM Mpenapata Buarpa® ciiesyer HauMHaTh TOJNBKO MOCIE AOCTHIKEHHS
crabunu3auuy rokasarejiei reMOJHHAMHUKH y 3THX nauueHToB. CrlenyeT Takxe pacCMOTPETh
nenecooOpa3sHOCTh CHM)KEHHMS HayallbHOM [03bl Tperiapara Bnarpa® (cm. paspen «Cnocob
NpUMEHEHUS U J03bI»). Bpay nomkeH npouHGOpMUpPOBAThH MALMEHTOB O TOM, KaKue NEHCTBHUS
CllelyeT NPEANPHHATE B ClTy4ae NOSIBICHHUSI CUMIITOMOB IIOCTYpPaJIbHON THITOTEH3UH.
3pumenvrbie HapyweHnus

B penxux ciyyasix BO BpeMs NMOCTPErHCTPAallHOHHOTO IIpUMEHEHHUs1 Bcex HHrubutopos ®L103, B
TOM 4YHCje cuiaeHaduna, coobimad 0 HeapTEepUUTHOM NepeiHed HIIEMUYECKOHW HEBPOMATHH
sputenpHoro HepBa (HITMH3H) - peaxom 3aboneBaHHWH M NpPHUYMHE CHHUXEHHS WM TNOTEPU
3peHHs. Y OONBIIMHCTBA M3 3TUX MNMALMEHTOB ObUIM (GaKTOpB! PUCKA, B YACTHOCTH CHUKECHHE
OTHOLIECHHS JUAMETPOB 3KCKABALMK M AMCKA 3PUTEIHLHOrO HepBa («3aCTOHHBIA IUCK»), BO3PACT
crapme S0 mer, caxapHeli auaber, TrHIEpPTEH3Hs, HIUeMHuYeckas Ooyie3Hb cepaua,
TUNEpPIUNUAeMUs U KypeHue. B o0cepBallHOHHOM HCCIEIOBaHHMM OLIEHUBAIM, CBA3aHO |JIH
He/laBHee NPUMEHEHHeE IpernapaTroB kinacca HHruouropoB GJI35 ¢ octpemm Havanom HIIMH3H.
Pe3ynbraThl yKa3pIBAIOT Ha TNpHOMU3UTENBHO 2-KpaTHoe mnoBelieHde pucka HIIMH3H| B
npenesiax S MEepHONOB IMOYBBIBEAEHHS Iocne npuMeHeHus uHruburopa OJID35. Cornacho
onyONMKOBAaHHBIM JIMTEPAaTYpPHBIM J@HHBIM, TOJWYHAs dYactora Bo3HMKHOBeHus HIIMHBH
cocrasnsier 2,5-11,8 cnyyaeB Ha 100 000 myxuuH B Bo3pacte > 50 ner B oOuied nomynsuuu.

CJ'[CI[yCT PEKOMEHOOBATH NAIlUEHTAaM B Ciliydae BHE3aMHOMN TMOTEPH 3PEHUS NPEKPATUTH TEPAITUIO

cujiAeHaQUJIOM U HEMEJIEHHO MPOKOHCYJILTHPOBATHCS C BpauoM. JIMua, y KOTOpPBIX yxe Obil
cnyvyaii HIIMH3H, uMetot noseinenHsni puck penuausa HITMH3H. ITostomy Bpauy cieayer
0OCYAWTH JaHHBIH PUCK C TAKMMHU NAIMEHTaMH, a Takxe 0OCYIHUTh C HUMH MOTEHLHUAIbHBIA
maHc HebnaronpuaTHoro BosaeiicTeus uHruo6uropo ®/I35. Uuruburopel O35, B ToM uucne
cunieHadu, y TAKUX ITAUUEHTOB CIECAYET IPUMEHATH C OCTOPOXHOCTBIO U TOJIBKO B CUTYaLMsX,
KOra O)KuJaeMas I10Jib3a MepeBelIuBaeT pucK. Y nauueHToB ¢ snu3onamu passutus HITMH3H
C TOTepei 3peHHs B ONHOM IJiasy IpHeM cuieHaduna NPOTHBOIOKa3aH (CM. pasgen
«ITpoTHBONIOKa3aHUA»).
YV HeOONBLIOr0 4YHCjIa MALMEHTOB C HACNEACTBEHHBIM INHIMEHTHBIM DPETHHHUTOM HMMEKTCS
rEHETHYECKH JIeTEPMHUHUPOBAaHHBIE HapywieHus ¢GyHkuuid dochonuscTepas CETYATKH TJiasa.
CeeneHust o 6e30MacHOCTH TNPUMEHEHMS Mpenapara Bnarpa® y OONBHBIX C ITMIMEHTHBIM
PETHHHTOM OTCYTCTBYIOT, TIOITOMY Y TakMX MAallHEHTOB HE CJICAYET NPHMEHATH CHIAcHadun
(cM. pazpen «[IpoTuBOMOKa3aHUAN).
Hapywenus cnyxa

B HEKOTOpHIX NMOCTMAapKETHHIOBBIX M KJIMHWYECKHX HCCIIE[OBaHUSAX COOOIIaeTcss O Ciydasx

BHE3aMHOr0 yXyAIICHUS MM MNOTCPH CliyXa, CBA3AaHHBIX C NPHUMCHECHHUECM BCEX PIHFPIGHTOpOB

Crp. 16 u3 18
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®/125, Brmovas cuigeHaduia. BoONBIIMHCTBO 3THX MNAalMEHTOB HMMeENH (aKTOphl pHEKa
BHE3AIIHOTO YXY[IIEHUS MM NOTepH ciyxa. [IpUYMHHO-CNEACTBEHHOH CBS3H MEXIY
npuMeHeHreM UHTHOUTOpOoB @JID5 M BHE3anmHBIM YXYAUICHHEM CIlyXa HJIM MOTEpEH ciiyxa [He
YCTaHOBJIEHO. B ciiydyae BHE3anmHOTO yXYIIIEHHS ClyXa WK NOTEpH CilyXa Ha (oHe npueMa
cuiiicHapuIa ClielyeT HEMEAJEHHO NPOKOHCYIBTHPOBATLCS C BPAYOM.
Kposomeuenua

Cunpgenadun yCHJIMBaET aHTHArPETraHTHBIM 3¢ (dEKT HUTpONpycCHaa HaTpus, JOHATOpa OKCHIA
a30Ta, Ha TPOMOOLMTHI YesioBeka in vitro. JlaHHbIe 0 6€301MacHOCTH NPUMEHEHHUA CHIAeHadHIa Y

NaqHEHTOB CO CKIIOHHOCTHKO K KPOBOTOYMBOCTH HITH 06OCTpCHHCM A3BEHHOH OO0JIe3HH XKETydKa

U 12-nepCTHOM KHUIIKM OTCYTCTBYIOT, MO3TOMY Mpenapar Buarpa® y 5THX MauMeHRTOB Cleayer
MPUMEHATE C OCTOPOXHOCTHIO (cM. pasgen «C OCTOPOXHOCTBIO»). YacToTa HOCOBBIX
KpoBoTeueHuit y nauuenTos ¢ JII', cBa3anHOi ¢ quddy3HbMH 3a00/IEBaHUAMH COEAMHUTENBHOH
TKaHW, Obuta Bomue (cungeHadun 12,9 %, nnaue6o 0 %), yeM y MAUUEHTOB C IEPBHYHON
NeroyHoi aprepuansHod runeprensueii (cunneHadun 3,0 %, muauebo 2,4 %). Y mauueHToB,
NOJIyYaBIIMX CHJIEHAaGUI B COYETAHHH C AHTArOHHCTOM BuTamuHa K, yacTtora HOCOBBIX
KpoBoTeueHu# Opuia Boine (8,8 %), yeM y NauMeHToB, He IPUHUMABIIMX aHTarOHUCT BUTAMHHA
K (1,7 %).

Ilpumenenue coemecmno ¢ Opyeumu cpeocmeamu ieHeHus HapyueHuu spexyuu
bezonacHocTs M 3¢ ¢deKTUBHOCTH Npenapara Bmarpa® COBMECTHO C APYTHMH HHTHOMTOpaMu
OJIOS wiM ApYyrHMH TperiapaTaMH [jisl JICYEHHS JEroyHOW apTepHaIbHOH THIIEPTEH3HH,
colepXXalluMU cuieHadun (Hanpumep, PeBauHo®) WIA JPYTHUMU CpPENCTBAMH JIEYECHHUS
HApyIIEHHWH OJpPEeKUHH HEe HW3Y4YaiHuCh, IO3TOMY INPUMEHEHHE MNOAOOHBIX KOMOMHALHH |HE

pekomenmyetcs (cM. pasaen «[IpoTuBonokasasusy).

BaunsHue HA cIOCOOHOCTH YNIPaBJAATHL ABTOMOOM/IEM H YNIPABJICHHI0 MEXAHH3MAMH
Ha c¢one npuema cuwineHapuna Kkakoro-nmubo OTpHUUATENBHOIO BJIMSHHS Ha CHOCOOHOCTB
yNpaBjIsTh aBBTOMOOHJIEM HJIH APYTHMH TEXHUYECKHMH CPEICTBaMH HE HabIIoanoch.

OpHako TOCKONBKY TIpH TIpHEME CHIeHa(uia BO3MOXHO pa3BHTHE TOJIOBOKDPYXEHHS,

cumwxenne AJl, pa3BUTHE XpOMATOIICHH, 3aTYMaHEHHOTO 3PEHHS M T.NI. MOOOYHBIX SIBJICHHH,
cienyet cobroaaTh OCTOPOXHOCTH NPH YNPABJICHHH TPAHCIIOPTHBIMH CPEACTBaMH U 3aHATHAX
JPYTMMH TOTEHUIMAJBHO OTIACHBIMH BHJAMH [€ATENBHOCTH, TpeOYIOIIMMH MOBBIIUCHHOH
KOHLEHTPALMM BHUMAHHA M GBICTPOTH! ICHXOMOTOPHBIX peakuuii. Taioke clelyeT BHHMATENEHO
OTHOCHTBECH K MHIWBHIYaTbHOMY AEHCTBHIO Npenapara B YKa3aHHBIX CHTYalHUsX, OCOOEHHO B

HavdaJi€ JICYCHHUA M ITPH U3IMEHECHHUH PEXKXHUMa JO3UPOBAHUS.
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®opma BbINyCKA

Tabnetku, MokpsIThIE NICHOUYHOM 0600uKO# 25 Mr, SO Mr unu 100 Mr

1,2,4, 8 unu 12 tabnerok B 6naucrep u3 [I1BX/nonuatunen/aknap/amoMuHneBoi Gonbru
1, 2 unu 3 GnucTepa B KAPTOHHYIO NMAa4YKy BMECTE C HHCTPYKIIMEH 10 IPUMEHEHHUIO

Ha nuueByl0 CTOPOHY KapTOHHOM Madykd HAHOCHTCS TepdopHpoBaHHAs CTPOYKA KOHTPOJIS
MEPBOro BCKPBITHS.

3alMTHBIA CTHKEP paciolaraeTcs B JIEBOM HH)KHEM YIJTy 3aJIHE# TOBEPXHOCTH IMAyuKH.

YcjioBuA XpaHeHUs
XpaHUTH B CyXOM MecTe Nnpu TemnepaTtype He Bbiuie 30 °C

Xpanm*b B HEAOCTYITHOM JJ1s JETEH MecTe

Cpok roaHocTH
S ner

He ucnonp308aTh 110 HCTEYEHHH CpOKa rofHOCTH, YKa3aHHOT'O Ha YIIaKOBKE

YcnoBust OTITYCKA H3 aNTEK

[To peuenty

IOpuauyeckoe M0, HA HMA KOTOPOro BHIAAHO PerMCTPaLlHOHHOE YAOCTOBEPEHHE
[Naiizep Uuk., CUIA
Anpec: 235 Hcr 42-as Crput, Heio-HMopx, mrat Helo-Hopk, 10017 CLIA

IIpousBoauTenn

«®apesa Ambyas», OpaHuHs
30H DHatocTpHans, 29 pyT aes Auaroctpy, 37530 INoca-Crop-Cuc, Opanuus
IIperensun norpebureseii HanpaBasaTs no aapecy 000 Ildaiizep»:
123317 Mocksa, [IpecHenckas Hab., a. 10

b1l «baiuus Ha Habepexuoit» (bnok C)
Tenedon: + 7 (495) 287-50-00

dakc: +7 (495) 287-53-00

PyKoBOOUTENH IPYINIbBI PETHCTPALlHH JI.B. Mapuenko

M3 PO
OKCIIEPTHLI OTYET
E TECTBUTEJIEH U1 JAHHOM 5
& BEPCHU JOKVMEHTA E — Crp. 18 u3 18
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