MUHUCTEPCTBO 3JIPABOOXPAHEHU S POCCUCKOM ®EJEPAIIN

NMHCTPYKLUA
10 MEJUIIMHCKOMY IIPUMEHEHUIO JICKapCTBEHHOTO IIperapara

BUATPA®

PerucrpanuoHHblii HOMep:

Toprosoe Ha3BaHMe JeKAPCTBEHHOro cpeacTBa: Buarpa®
MexayHapo/aHoe HelaTeHTOBAHHOE HA3BaHUe: cuiaeHapuI
JlekapcTBeHHasi ¢opMa: TaOJIETKH, TOKPBITHIE TNICHOYHON 000JI0YKO#
CocraB

1 TabneTKa, MOKpHITas MIICHOYHONH 000JI0UKOMN, COIEPIKUT:

J1elCTBVIOIIIEE BENIECTBO:

cunaenadwra nutpat 35,112 mr/ 70,225 mr/ 140,450 mr (sxkBuBasienTHO 25 Mr, 50 mr uau 100 mr
cuieHadua).

BcnomMorarenbHEIC BEIIECTBA:

LeToNn03a MUKpokpuctammndeckass (tun 102) 78,291 mr/156,581 wmr/313,162 wmr, xanbius
ruapodocdar 26,097 mr/52,194 wmr/104,388 wmr, kpockapmeruio3a Hatpus 7,500 mr/15,000
Mmr/30,000 mr, marams creapar 3,000 mr/6,000 mr/12,000 mr; mieHO4Hass 000I0YKa: Omaapai
romy6oir OY-LS-20921 3,750 mr/ 7,500 mr/15,000 mMr (comepXHT THIIPOMEIIO3Y, JIAKTO3Y,
TpuanetuH, TuTana quokcua (E171) u nak anromuHueBbIi Ha ocHoBe nHaurokapmuna (E132)) u
omazpaii mpo3paunblid YS-2-19114-A 1,125 mr/ 2,250 mr/4,500 mr (COaep >KUT THIIPOMEIIIO3Y U
TPUALIETHH).

Onucanue

Tabnerku 25 wmr: lomyOble, okpyribie, poMOOBUAHBIE TaOJIETKH, MOKPBITHIE ILICHOYHOMN

00osoukoii, ¢ rpaBupoBkoit «VGR 25» Ha oaHOi#t cTopone u «Pfizer» na npyroi.

Tabnerku 50 wmr: TlomyOble, okpyrible, poMOOBHUIHBIE TAaOJETKH, IMOKPHITHIE IIEHOYHOH

o0osoukoii, ¢ rpaBupoBkoit «VGR 50» Ha oaHoit ctopone u «Pfizer» na npyroi.

Tabnetkn 100 wmr: TomyOble, OKpyTiible, POMOOBHIHBIC TAOJETKU, TOKPHITHIC IJICHOYHOU

o0osoukoii, ¢ rpaBupoBkoii «VGR 100» Ha onHOM cTopoHe U «Pfizer» Ha npyroii.
dapmakoTepaneBTHYECKAsI TPYNIA. CPEACTBO JCUCHHS IPEKTUIILHON AUCHYHKIUH —
@ J1D25-unruduTop

Kon ATX: GO4BEO3
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dapMaKoJIOrH4YecKue CBOMCTBA

Dapmakoounamuxa

Cunnenadun — MOUIHBIM CENEeKTUBHBIA MHIHOUTOp IHKIOTyaHo3uHMoHo(ochar (ul MdD)-
cnenuduaeckon pochoaurcrepaszsl 5-ro tuna (GLI5).

Mexarnuzm oeticmeus

Peanmzanus Gpu3MOIOTHYECKOr0 MEXaHU3Ma dPEKIUH CBsI3aHa C BEICBOOOXKICHHEM OKCHJIA a30Ta
(NO) B kaBepHO3HOM TeJ€ BO BpEMsI CEKCYaIbHOM CTUMYIISIIMU. DTO, B CBOIO OY€pE/Ib, TPUBOAUT
K yBenuueHuto ypoBHs ul'M®, nocneayroniemy pacciaabIeHHIO TJIaJKOMBIILIEYHOW TKaHU
KaBEpHO3HOTO TeJla U YBEIMUEHUIO TPUTOKA KPOBH.

Cunnenadun He OKa3bIBaeT MPSAMOrO pacciabisIomero JeHCcTBUS Ha H30JIMPOBAHHOE
KaBepHO3HOE TeNo 4eloBeka, HO ycuiuBaeT 3ddext okcuga azoTa (NO) mocpenctBom
unarnoupoBanus OJ135, koTopas orBeTcTBeHHa 32 pacnan ul MO.

Cunnenadun cenexktuBeH B otHomeHnr DJID5 in vitro, ero aktuBHOCTh B oTHOIIEHUH DJ[D5
MIPEBOCXOJIUT aKTUBHOCTh B OTHOIICHUU JIPYTUX HM3BECTHBIX M30(PepMEHTOB (PochoaudcTepasbl:
D126 - B 10 pa3; ®AD1 - 6onee yem B 80 pa3; OAD2, ®/ID4, OAD7-OAD11 - Gonee yem B
700 pa3. Cunnenaduin B 4000 pa3 6onee cenektuBeH B oTHoIeHuu OJ[35 no cpaBuenuto c ®/193,
YTO UMEET BAKHEHIIIee 3HAaUCHHE, TOCKOJIbKY D)3 sBiIseTCSI OTHUM U3 KITIOUYEBBIX (hePMEHTOB
peryJsiliii COKPaTUMOCTH MUOKap/a.

Ob0s3aTesIbHBIM ~ yCJI0BHEM 3((EeKTHUBHOCTH CcuiieHaAQuUIa SBJISETCH CeKCyaJbHasi
crumyJsinus. CrnaeHadu BOCCTaHABIMBACT HAPYIICHHYIO SPEKTHIIBHYIO (PYHKIIUIO B YCIOBUSAX
CEKCYaJIbHOM CTUMYJISLIMU 3a CYET YBEIMUEHUSI IPUTOKA KPOBHU K KABEPHO3HBIM T€JIaM IOJIOBOIO
YJieHa.

Knunuueckue oannvie

Kapouonoeuueckue uccnedosanus

[Ipumenenue cungenadpuna B go3ax g0 100 Mr He NpPHUBOAMIO K KIMHUYECKH 3HAYUMBIM
m3menenusM OKI' y 310poBbIX A00pOBOIBIEB. MaKCHMalbHOE CHI)KEHHE CHCTOJIMYECKOTO
JIABJICHUS B TIOJIOXKECHHH JIeXkKa Toclie npuema cuiaeHadmia B q1o3e 100 mMr cocraBuio 8,3 MM
pT. CT., a JWACTOJIMYECKOro JaBieHus — 5,3 MM pT. cT. boiee BbIpaKeHHBIH, HO TaKxke
npexoasnmi 3¢ ekt Ha apTepuaibHoe naBieHue (A/]) oTMewancs y manueHToB, MPUHUMABIIHX
HUTpaTHI (cM. pazzaensl «lIpoTuBonokazanus» u «B3anumoaeiicTBre ¢ IPYTUMU JIEKapCTBEHHBIMU
CpEICTBaMM»).

B uccnenoBannu remoaumHamudeckoro 3dgdekra crnneHaduia B omgHokpaTHOM m03e 100 Mr y
14 manueHTOB ¢ TshKeol umemuyeckoi 6ose3nwio cepana (MBC) (6onee uem y 70 % narueHToB

OBLIT CTEHO3, 10 KpallHel Mepe, OJTHON KOPOHAPHOUW apTEpHH ), CHCTOJIMUECKOE U JUACTOIUICCKOE
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JIABJICHUE B COCTOSHUM ITOKOS yYMEHbIIAIOCh HA 7 % u 6 %, COOTBETCTBEHHO, a JIETOYHOE
CUCTOJIMYECKOE JaBJICHUE CHIKAI0Ch Ha 9 %. CunaeHad i He BIUSII HA CePICYHBIN BBIOPOC U HE
HapyIiaal KpOBOTOK B CTCHO3HMPOBAHHBIX KOPOHAPHBIX apTepHsiX, a TakKe NIPUBOAWI K
yBenuueHuto (mpumepHo Ha 13 %) aneHO3WH-WHAYIUPOBAHHOTO KOPOHAPHOTO MOTOKA KakK B
CTCHO3HPOBAHHBIX, TAK U B MHTAKTHBIX KOPOHAPHBIX apTEPHSIX.

B nBoiiHOM crenoMm maareOOKOHTPOIUPYEMOM HccienoBaHuu 144 marueHta ¢ 3peKTUIbHOU
TUCPYHKIMEH W CTAaOMIbHON CTEHOKapIueH, NMPUHUMAIOIINX AaHTHAHTHHAIBHBIC IMpPENapaThl
(KpoMe HUTPATOB) BBITIOIHSIHN (PU3MUECKUE YIIPAKHEHHUS IO TOTO MOMEHTA, KOTJ]a BEIPaKEHHOCTh
CHUMIITOMOB CTEHOKapIUU YMEHbIIUIACh. [IpoI0IKUTENHHOCTD BBITIOJIHEHHS YIIPAKHEHUS ObLIa
nocroBepHo Ooubiie (19,9 cexynn; 0.9 - 38.9 cexyna) y nanueHTOB, IPUHUMABIINX CHIIICHAPII
B OJHOKpaTHO 103€ 100 Mr 10 CpaBHEHUIO C MALMEHTaMH, MTOJTyYaBIIMMU TUTAe0o0.

B panpoMu3npoBaHHOM ABOWHOM CIENOM IJIalie00KOHTPOJIUPYEMOM HCCIICIOBAHUH U3YyYalu
addexr nmepemenoit no3er cmiigeHadwia (o 100 mr) y myxumH (n = 568) C IpEKTHILHON
TUCYHKIMEH 1 apTepuaIbHOM rUIepTeH3UEH, IPUHUMAIOIINX 00Jiee IBYX aHTUTUIIEPTEH3UBHbIX
npenaparoB. CuigeHadun yryqm spekuuo y 71 % MyxuuH 1o cpaBHeHuto ¢ 18 % B rpymme
marne6o. Yacrora HeOmaronpusaTHeIX 3()QPeKToB OblIa CpaBHUMA C TAKOBOW B APYrHX TpyImax
MAaIMEHTOB, TaK e KaK Y JIUII, TPUHUMAIOIINUX 00Jiee TPeX aHTUTUIEPTEH3UBHBIX MPEapaToB.
Hccneoosanus spumenbHulx HapyuleHuil

Y HEeKOTOpBIX ManueHToB Yepe3 1 yac mocie npueMa cunaeHaduna B 1o3e 100 Mr ¢ moMombo
tecta PapHcBopTa-MyHcens 100 BBISBICHO JIETKOE M MpEXOsiliee HapylIeHHE CIOCOOHOCTU
pa3nuyath OTTEHKH IBeTa (cuHero/3eneHoro). Yepes 2 waca mocie mpuema mpemapara 3Td
W3MEHEHUs OTCyTcTBOBaIM. CumMTaercs, 4YTO HapylIEHHWE LIBETOBOIO 3pPEHHUS BBI3bIBAETCS
unrubuposanuem DJ[D6, koTopas yyacTBYeT B Ipollecce Nepeladyd CBeTa B CeTYaTKe riasa.
CunpeHadun He oKa3plBaJl BIUSHUS Ha OCTPOTY 3pEHUS, BOCHPUATHE KOHTPACTHOCTH,
ANEKTPOPETUHOTPAMMY, BHYTPUTITIA3HOE JIABJICHHUE WK TUAMETP 3pauKa.

B  mn1aneGoKOHTpOIMpPYEMOM IEPEKPECTHOM  HCCIIEOBAaHUM MAIMEHTOB C JIO0Ka3aHHOMN
pPaHHEBO3PACTHOM MaKyJspHOU JereHepanueii (n = 9) cunaenadun B ogqHokpaTHoi go3e 100 mr
nepeHocuiics xopoiio. He 6b110 BRISIBICHO HUKAKUX KIMHUYECKH 3HAYUMBIX U3MEHEHUHN 3peHus,
OLICHMBAEMbIX IO CHEIHATbHBIM BH3yallbHBIM TecTaM (OCTpOTa 3peHHs, pelieTka Amciep,
[IBETOBOE BOCTIPUSATHE, MOJICTTMPOBAHUE MTPOXOXKICHHS IIBETA, mepumMeTp Xomdpu u poTtocTpecc).
Dppexmusnocmo

D} dexTUBHOCTD U O€30MaCHOCTh CHIeHadUIa OICHUBAIN B 21 paHIOMHU3UPOBAHHOM JBOMHOM
CIIETIOM TJ1a1le00KOHTPOIMPYEMOM HCCIIEIOBAaHUHU TPOJOIKUTEIFHOCTBIO 70 6 MecsIleB y
3000 marmenToB B Bo3pacte oT 19 1o 87, ¢ spekTuibHON qucyHKIMEH pa3sTudaHOl ATHONIOTUU

(opraHMYecKo#, IICUXOTCHHOM WM CMeIIaHHOW). D((EeKTUBHOCTH TIpenapara OICHUBAIU
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IJ100aJTbHO € HUCMHOJb30BaHUMEM JIHEBHHMKA SPEKIUIl, MEXIyHApOAHOIO HHIEKCA 3PEKTUIbHON
¢GyHKUMM (BaJMAMPOBAHHBIA ONPOCHUK O COCTOSHUM CEKCyalbHbIM (yHKIMM) U ompoca
napTHepa.

D¢ dextuBHOCTH cHieHadMIa, ONpenesieHHass KaKk CIOCOOHOCTh JAOCTUraTh U IMOJACPKUBATH
3PEKIHNIO, JTOCTATOYHYIO ISl YOBJIETBOPHUTEIBHOTO ITOJIOBOTO aKTa, ObLIa MPOAEMOHCTPHPOBAHA
BO BCEX MPOBEACHHBIX UCCIEIOBAHUAX U ObLIa MOJITBEPKAECHA B JOJITOCPOUHBIX MCCIEIOBAHUAX
MPOAOIDKUTENBHOCTRIO 1 TOox. B wmccnenoBanusix ¢ mpuUMeHEHHEM (DUKCHPOBAHHOW JIO3BI
COOTHOILIEHHE MAllMEHTOB, COOOIMBIINX, YTO TEPANUs YJIyUIIMa UX 3PEKIHUI0, COCTABIUIO: 62
% (mo3a cwnneHadwmta 25 mr), 74 % (mo3a cwnneHadpwmna S0 mr) u 82 % (mo3a cunaeHaduia
100 mr) mo cpaBHenuto ¢ 25 % B rpynme muamnebo. AHaTU3 MEXKIYHapOJHOTO HHJAEKCa
OPEKTWIBHON (YHKIMU TMOKa3aJl, 4TO JOTOJHHUTEIBHO K YIYYIICHUIO SPEKIHUU JIeUueHHe
cuiieHapUIOM Tak)Ke IMOBBIIIATIO KaueCTBO Opra3mMa, Mo3BOJISUIO JAOCTHYb YJOBIETBOPEHUS OT
MIOJIOBOT'O aKTa M OOIIETO YAOBICTBOPEHHUSL.

CornacHo 00001IEHHBIM JAHHBIM, CPEAH MallMEHTOB, COOOIIMBIINUX 00 YIYUIIEHUN SPEKIUH MIPU
neueHun cwiaeHapuiaoMm Obuu 59 % OonpHBIX auaberom, 43 % MalMEHTOB, MEPEHECHINX
pauKaIbHYIO IPOCTATIKTOMUIO U 83 % MaleHTOB C MOBPEXKICHUSIMHU CIIMHHOTO MO3ra (IIPOTUB
16 %, 15 % u 12 % B rpymnme muae6o, COOTBETCTBEHHO).

Dapmakokunemuxa

dapMakOKMHETHKA cuiieHa(uiIa B peKOMEHIyEeMOM JIMana3oHe /103 HOCUT JJMHEHHBINA XapakTep.
Bcacwvisanue

Ilocne nmpuema BHYTpb cuiifieHapun ObICTpO BcachiBaeTcs. AOCOMOTHas OMOJOCTYIHOCTH B
cpenneM cocrasisieT 0koi1o 40 % (ot 25 % 10 63 %). In vitro cunaenadmn B KOHIICHTPAIIUH OKOJIO
1,7 ur/mn (3,5 HM) nogasnsier aktuBHOCTH DJID5 yenoeka Ha 50 %. Ilocne omHOKpaTHOTO
npuema cwigeHagwia B no3e 100 mMr cpenHsiss MakCUMallbHas KOHIIEHTpAIUsi CBOOOJHOTO
cungeHadwmia B miaazMe KpoBH (Cmax) MykuuH cocTaBisieT okosio 18 ur/mi (38 HM). Cax ipu
npueMe cuiiieHapuiIa BHyTpb HATOIIAK JOCTUTaeTcs B cpeiHeM B TeueHue 60 MuH (ot 30 MuH 10
120 mun). [Ipu npueMe B COYETAaHUU C KUPHOU IMUIICH CKOPOCTh BCachIBaHMS CHIKACTCS: Cmax
yMeHbIIIaeTcst B cpeiHeM Ha 29 %, a BpeMs TOCTHKEHHS MaKcUMalbHO#M KOHIEeHTpauuu (T max)
yBenuuuBaeTcs Ha 60 MUH, OJJHAKO CTeMeHb abcopOLUU AOCTOBEPHO HE U3MEHSETCs (IUIOMIATh
o papMaKOKHHETHIECKOW KpuBoii KoHIeHTpanus-BpeMs (AUC) camxkaercs Ha 11 %).
Pacnpeoenenue

O06mweMm pacripenieneHus cuiieHaduia B paBHOBECHOM COCTOSIHUM COCTaBIISIET B cpeaHem 105 .
Ces3p cunneHaduiaa U €ro OCHOBHOTO LUPKYyJIUpyIomero N-IeMeTHIbHOro Merabonurta ¢
OenKamMH TUTa3Mbl KPOBH COCTaBISiET OKoJio 96 % ¥ He 3aBUCHT OT OOIIel KOHIIEHTPaluu

npenapata. Menee 0,0002 % no3sl cunaenaduna (B cpensem 188 Hr) oOHapy»KEHO B criepMe yepes
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90 MuH mocye mpueMa rnpenapara.

Memabonuszm

Cunnenadun meTaboaM3upyeTcs, TIaBHBIM 00pa3oM, B MEYCHH IOJ JCUCTBHEM H30(pepMeHTa
nutoxpoma CYP3A4 (ocHoBHOM myTh) U u30odepmenta utoxpoma CYP2C9 (MUHOPHBIN MYTh).
OCHOBHOW  IMPKYJIUPYIOUIMM  aKTUBHBIA  MeTa0OJIUT, oOpasyromuiics B  pe3yjbTare
N-nemeTunupoBaHus cwiieHaduia, moasepraercs qanpHeimemy meradonusmy. CeneKTUBHOCTb
JeUCTBHS 3TOro MeTabosmra B oTHOmeHHH DPJ[D comocraBuMa ¢ TakOBOW cuijieHaduia, a ero
aKTUBHOCTH B oTHoIreHuu ®JID5 in Vitro cocraBmser okosio 50 % aKTUBHOCTH CUIACHA(HIIA.
Konnenrpanus merabonuTa B 1miia3Me KPOBH 3I0POBBIX TOOPOBOJIBIEB cocTaBiisiia okoio 40 %
OT KOHIEHTpauuu cuigeHadumia. N-IeMeTUIbHBIH METa0OIUT MOJBEpraeTcsl AaibHeHIeMy
MeTabom3My; epro/1 ero monyBbiBeaeHus (T1/2) cocraBusieT okoo 4 Jac.

Buviseoenue

Oo6muit kmpenc cuineHaduia cocrapiset 41 nm/49ac, a koHeunslit T - 3-5 yac. Ilocne mpuema
BHYTpb TaKkKe KaK IOClie BHYTPUBEHHOI'O BBEIEHUS CUJIeHA(UI BBIBOJAUTCS B BHUJE
METa0O0JIUTOB, B OCHOBHOM, KUIIEYHHKOM (0kojo 80 % mepopaiabHOM 103bI) M, B MEHBIICH
cTeneHnu, noukamu (okoso 13 % nepopanbHOii 103bl).

dapMaKOKMHETHKA Y 0COOBIX T'PYIII ITAaITMCHTOB

Loowcunvie nayuenmol

VY 310pOBBIX NOXHWIBIX MAIMEHTOB (CTapiie 65 JeT) KIUpeHC CcuiaeHaduia CHIDKEH, a
KOHIIEHTpalus cBOOOJHOTO cuifeHaduia B mia3Me KpoBu npumepHo Ha 40 % Beie, 4yem y
Monoabix (18-45 met). Bo3pacT He OKa3blBaeT KJIMHHYECKHM 3HAYMMOTO BIIMSHHUS HA YacTOTY
pa3BUTHA TOOOYHBIX (P (PEKTOB.

Hapywenus ¢pynkyuu novex

[Ipu nerxoit (xkmupenc kpearunuHa (KK) 50-80 mn/mun) m ymepennoit (KK 30-49 mun/mun)
CTENEHN IMOYEYHOW HEeIO0CTATOYHOCTH (hapMaKOKMHETHKA CUJIeHaduiIa mociae OJHOKPATHOTO
npuema BHYTph B g03e 50 mr He uzmensiercs. Ilpu tspkenoit moyeunoit Henocrarounoctu (KK <
30 MuI/MUH) KIMpeHC cuieHaduia CHUXKAETCS, YTO MPUBOAUT K NPUMEPHO JABYKPATHOMY
yBenmuueHuto 3HadeHuss AUC (100 %) u Cmax (88 %) 1o cpaBHEHHIO C TAaKOBBIMHU NOKa3aTEIIMU
[IpY HOPMAJIbHOW (DYHKIIMHU TIOYEK Y MALMEHTOB TOM K€ BO3PACTHOW I'PYIIIIbI.

Hapywenus ynxkyuu neuenu

VY manueHToB ¢ nuppo3oM medeHu (kiaaccel A U B mo knaccudukanuum Yaina-Ilsio) xkinmupenc
cuneHadmia CHUXKaeTcs, 9To mpuBoauT K oBbimennto 3HadeHuss AUC (84 %) u Cmax (47 %) mo
CpaBHEHHIO C TAKOBBIMH TOKA3aTEJISIMU IIPU HOPMAJIbHON (DYHKIIMHU MEYSHH Y MAallMEeHTOB TOH ke
BO3pacTHOM rpynmnbl. PapMakoKHMHETHKA cuiieHaduia y OOJIbHBIX C TSKEJIbIMU HapyLUIEHUSIMU

¢ynkunu nedenu (kinace C no knaccudukanuu Yaitna-I1et0) He nzydanacs.

Crtp. 5u3 18



IToxka3zaHus K NPUMEHEHHIO
Jleyenne HapylIEHUW SPEKIHMH, XaAPAKTEPUIYIOIIMUXCS HECIMOCOOHOCTHIO K JTOCTIKCHHIO WIIN
COXPaHEHUIO 3PEKLIHUHU II0JIOBOIO WIECHA, JOCTATOYHOM IS yIOBIETBOPUTEIILHOIO ITOJIOBOIO aKTa.

Cunoenaghun 3¢hhexkmusen moavko npu ceKCyanbHoOlU CHUMYAAYUU.

IIporuBonoka3zanus

[ToBpIlIeHHAasT YyBCTBUTENBHOCTh K CHJICHAQMIy WIM K JOOOMYy JAPYyroMy KOMIIOHEHTY
npemnapara.

[IpuMmeHeHre y MalMEeHTOB, MOJYYAOIUX MOCTOSHHO WIIU C IMepephlBaMH JOHATOPBI OKCHUIA
a30Ta, OpPraHUYecKHWe HUTPAThl WJIM HUTPUTHI B JHOOBIX (popMax, MOCKONBKY CHIIIEHA(HIT
YCUJIMBAaET TUIOTEH3UBHOE JAeWCTBHE HHUTpaToB (cM. pazaen «BsaumopeiicTBue ¢ apyrumu
JIEKapCTBEHHBIMU CPEJICTBAMMU).

CoBmecTHOE mpuMeHeHHe WHruouTopoB ®J[D5, Brmouas cuiaeHadws, CO CTUMYJISATOPAMH
T'YaHWJIATIMKIIA3bl, TAKUMU KaK PUOLIMTYAT, TaK KaK 3TO MOKET MPUBOAUTH K CHMITOMAaTHYECKON
TUIIOTEH3HU.

BesonacHocTh 1 3¢ deKTHBHOCTH npenaparta Buarpa® npu coBMecTHOM IPUMEHEHUH ¢ APYTHMU
CpeICTBaMH JICUEHHUS HApPYIICHUH IPEKIMU HE H3Yy4alUCh, [MO3TOMY MPUMEHEHHE MOJO0OHBIX
KoMOMHaIuii He pekoMeHayeTcs (cM. pasznen «OcolOble yKazaHHUsD»).

HenepenocuMocTh 1akTO3bI, IEDUIIUT JTAKTA3bI, TIIFOKO30-TATAKTO3HAS MalTbaOCOpOITHs.
Tspkenas meueHouHast HerocTaToYHOCTH (Kinace C mo knaccupukanuu Yaina-I1eio).
OHOBpEMEHHBII NMPHEM PUTOHABHPA.

Tsokenble  cepaeyHO-COCyAUCTbIE 3a0oyieBaHUs  (TsDKeNas —cepJieyHas HEAOCTaTOYHOCTb,
HeCcTaOMIIbHAsI CTEHOKAPAWs, IEpEHECEHHbIE B TEYEHUE ITOCIICAHUX MECTH MECSIIEB UHCYIIBT UITH
MH(APKT MUOKap/a, )KU3HEYTrpoxKatoume aputMuy, rurneprensus (AJ] > 170/100 mm pr. cr.) nim
aptepuaibHas runotensus (Al meree 90/50 MM pT.cT.)) (M. pasaen «Ocolbie yKazaHH»).
[larueHTsl € SMU304aMM Pa3BUTUS HEAPTEPUUTHOW TMEpeqHE HIIEeMHYecKOl HelpomnaTtuu
3pUTENBHOIO HEPBA C OTEPEH 3pEHNUS B OJIHOM IJasy.

HacnenctBeHHBIN MUTMEHTHBIN peTHHUT (cM. pasnen «OcoOble yKazaHUs»).

Io 3aperncTpupOBaHHOMY TIOKA3aHUIO TipenapaT Buarpa® e npepnasHaden 1is mpuMeHEHHS y
neren 1o 18 jer.

ITo 3aperucTpUpoOBaHHOMY MOKa3aHHIO Tpenapar Buarpa® He npeqHasHaveH i IPUMEHEHUS Y

JKEHIINH.

C 0CcTOPOKHOCTBIO
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AHnaroMuueckas aegopMalys MoJ0BOro WieHa (aHTYJISAIUs, KaBepHO3HbIN (prbpo3 uin 60se3Hb
[eitponn) (cM. pazaen «OcoOble yKazaHUD»).

3aboneBaHus, Mpeapacrojararlie K pa3BUTHIO MpUanu3Ma (CeproBUIHO-KIETOUHAs aHEMUS,
MHOKECTBEHHAsI MUEJIOMa, JIEHK03, TpoMOoLuTeMus) (cM. pa3aen «Ocodble yKazaHusm).
3abosieBaHus1, COMPOBOKIAAOIINECST KPOBOTCUCHHUEM.

SI3BeHHas 00JIEe3HB KeNmyIKa U ABEHAAATUIIEPCTHON KHUILKHA B CTAINH 0OOCTPEHUS.

Hapymenus pyHKIIUM 1eUeHN.

Tsoxenas noyeuynas Hegocrarounocts (KK menee 30 mir/mun).

[TanpeHTHl € 30M300M pPa3BUTHUS IEPEIHEH HEAPTEPUUTHOM HINEMUYECKONM HEWponaTuu
3pUTENBHOTO HEpBa B aHaMHe3e (cM. pazaen «OcoOble yKa3aHus).

OnHOBpeMeHHbIH pueM 6JI0KaTOPOB alb(a-aIpeHOPEEnTOPOB.

BepemeHnHoCTh M MepHOJ JTaAKTALUHN

Ilo 3aperucTpupoBaHHOMY ITOKa3aHUIO MpenapaT He NpeAHa3HAueH JJIs IPUMEHEHUS Y KEHIINH

Cnoco6 npuMeHeHus U 103bI

BuyTpsb.

Pexomenyemas 103a Juis OOJNBIIMHCTBA B3POCIBIX MAIlMEHTOB cocTaBisgeT 50 Mr mpumepHo 3a
1 4ac no cekcyanbHOl akTUBHOCTU. C y4yeToM 3¢ (EeKTUBHOCTH U MEPEHOCHUMOCTH 1032 MOXKET
ObITh yBenmmueHa q0 100 mr wim cHmkeHa no 25 mr. MakcuManbHas peKOMEHIyemas 103a
cocrasisieT 100 mr. MakcumanbHasi peKOMEHAyeMasi KpaTHOCTh IPUMEHEHUS - OJIUH Pa3 B CYTKH.
Hapywenus ¢pynkyuu novex

[Ipu nerkoit u cpenHeTspkenoi creneHu mnoudeyHod HepoctaroyHoctd (KK 30-80 mu/mun)
KOPPEKTUPOBKA N103bI HE Tpedyercs, Mmpu Tsokenor moueyHod HepoctatoynHoctd (KK < 30
MJI/MUH) — 103y CriieHaduIa cieayeT CHU3UTD 0 25 M.

Hapywenus ¢pynxkyuu nevenu

ITockonbky BbIBeAeHHE CHIeHa(UIa HapymaeTcs y MalMeHTOB C TOBPEXKACHUEM II€YCHU
(B 4aCTHOCTH, IpHU LUPPO3e), 103y Npenapata Buarpa® cneayer cHU3UTS 10 25 M.

Coemecmnoe npumenenue ¢ OpyeUMu 1eKapcmeeHHbIMU CpeOCmeamu

CoBMecTHOE MPUMEHEHUE ¢ PUTOHABUPOM HE peKoMeHayeTcs. B mobom ciydae MakcuManbHas
n03a npenapata Buarpa® HE IpH Kakux 0OGCTOSTENHCTBAX HE JOMKHA MPEBBINATH 25 MT, a
KpaTHOCTh TpuMeHeHuss — 1 pa3 B 48 wac (cMm. pasmen «BzammopnelcTBue ¢ IpyruMu

JIEKapCTBEHHBIMU CPEJICTBAMU).
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I[Ipu coBmecTHOM TmpUMEHEHMH ¢ UWHruoutopamu wu3zodepmenta uuroxpoma CYP3A4
(3PUTPOMHIIMH, CAKBUHABHP, KETOKOHA30J, NTPAKOHA30]) HAuyalbHas 103a Ipenaparta Buarpa®
JOJDKHA COCTaBIATh 25 Mr (cM. pasgen «B3auMozelcTBHE C JOPYyTMMHU  JIEKapCTBEHHBIMHU
CpEACTBAMUY).

Urobbl cBeCTH K MHUHHUMYMY pHUCK pa3BUTHS MOCTYpPaJbHOM T'HIOTEH3UU Y TMalHUEHTOB,
NPUHUMAIOIIMX 0-aJpEeHOONI0OKAaTOPBI, MpueM mpemnapata Buarpa® crnemyeT HauMHATH TOIBKO
II0CJIE OOCTHXXCHUA CTa6I/IJ'II/I3aHI/II/I rCMOJUHAMHKHU Yy OTHX ITAllMCHTOB. Cnez[yeT TaK¥XKeE
paccMOTpeTh 11eNIeCO00Pa3HOCTh CHIDKEHUS HaudalbHOW MJ03bl cuiieHaduna (CM. pa3felnbl
«Oco0bble ykazaHus» u «B3zanMopelcTBrE C IPYTrUMU JIEKAPCTBEHHBIMU CPEJICTBAMM).

Tlooicunvie nayuernnivl

KoppekTuposka 10361 ipenapara Buarpa® ne tpebyercs.
Pp p penap Y peoy

Ilo0o4Hoe neiicTBHE

Hawnbonee yacteiMu mo6ouHbIMU (PeKTaMu ObLITH TOJIOBHAS 00JIb U KITPUITHBBDY.

OGbuHO 1OGOUHBIE (et npenapara Buarpa® cnaGo MM yMepeHHO BBIPAXKEHBI U HOCAT
MPEXOAAIINN XapaKTep.

B uccnenoBanuax ¢ nmpuMeHeHuEM (PUKCHPOBAHHOM J103bl IMOKA3aHO, YTO YAcTOTa HEKOTOPHIX
HE)KEJIAaTeIbHBIX SBICHUH IMOBBIIIACTCS C YBEIIMICHUEM JI03bI.

YacToTa HeXelaTeIbHBIX peaKI_II/Iﬁ InpeacTrasJiCHa IO CJ'IC,Z[YIOH_Ieﬁ KHaCCI/I(bI/IKaI_II/II/II

OueHb YacTo >10 %

YacTto >1 % u <10 %

Heuacto >0,1%u<l%

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

Ouensb penko <0,01 %

YacToTra Hen3BecTHA HEBO3MOJKHO OIPENIETUTh Ha OCHOBE UMEIOIINXCS TaHHBIX

Co cmoponbl UMMYHHOIL cCUCIeEMbL: Heuacmo - PEaKIIH MOBBIIICHHOH 9yBCTBUTEIBHOCTH (B T.4.
KO>KHasl ChIIlb), aJUIEPTUYECKHE PEAKIIUU.

Co cmoponwl opzana 3penus: yacmo - 3aTYMaHEHHOE 3pEHHE, HapyIIeHNe 3PEHNUs, IIMaHOIICHS;
Heuacmo - 00nb B ria3ax, porododus, ¢poroncus, XpoMaTorncus, MOKPaCHEHUE I1a3/MHBEKIUH
CKJIEp, M3MEHEHHE SPKOCTH CBETOBOCHIPHUSATHS, MHIpPHUA3, KOHBIOHKTHBHUT, KPOBOU3JHMSIHUE B
TKaHW TIJIa3a, KaTapakTa, HapylmeHue palOThl CJIE3HOTO ammapaTta; peoko - OTeK BeK |
MIPUJIETAIONINX TKaHEH, OLIYIIEHNE CYXOCTH B TJla3ax, HAJIMUME PaJTyKHBIX KPYyTOB B I1OJI€ 3pEHUS
BOKPYT HCTOYHHKA CBETA MOBBIIICHHAS yTOMISIEMOCTb TJ1a3, BUJICHHE MTPEAMETOB B )KEJITOM LIBETE

(kcaHTOIICHUS), BUJICHUE ITPEIMETOB B KPACHOM LIBETE (IPUTPOIICHS), TUTIEPEMUSI KOHBIOHKTHUBBI,
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pasfpakeHHe CIM3MCTOW OOOJOYKH TIJIa3, HENPHITHBIC OLIYHNICHWsS B TIJIa3ax, yacmoma
HeuzgecmHa - HEAPTEPUUTHAs TEpEeAHssl WIIeMHUYECKass HEBpOMATHs 3PHUTEIHLHOTO HEpBa,
OKKJTFO3HSI BEH CETUaTKH, JAC(EKT IMoJield 3peHus, TUILIONUS™, BpeMEHHAs MMOTeps 3PEHUS WU
CHIDKCHHE OCTPOTBHI 3pEHHS, TMOBBIIICHHNE BHYTPUIJIA3HOTO MJaBIEHUS, OTEK CETYATKH,
3a00JIeBaHUs COCYIOB CETUYATKH, OTCIONKA CTEKIIOBUIHOTO TEJIa/BUTPEATbHAS TPAKIIHUSI.

Co cmoponwl opeana ciyxa: Heuacmo - BHE3aITHOE CHUKEHHE WITH MOTeps clyXa, IIIyM B yIIIax,
00J1b B yIIax, 3BOH B yIIax.

Co cmoponbst cepoeyno-cocyoucmoii cucmemsl: 4acmo - «IpUIUBbDY, Heuacmo - TaXuKapaus,
OLYIICHWE CepAICONCHUs, CHIDKEHHE apTepHalbHOTO JaBIICHUS, YBEIWYCHHE YaCTOTHI
CEepCYHBIX COKpAICHHH, HeCTaOMIIbHASI CTEHOKAP IUsI, AaTPUOBCHTPHUKYJISIpHAs OJloKaia, HHPapKT
MHOKap/1a, TPOMO03 COCYI0B TOJIOBHOTO MO3Ta, OCTAHOBKA CEep/lla, CepeuHasi HeJOCTaTOYHOCTb,
OTKJIOHEHUS B  TOKAa3aHHWSX  JJICKTPOKAPJUOTPAMMBI,  KapJAWOMHONATHS,  TOBBIIICHHUE
apTEpUANBHOTO JAaBIICHUS; peoko - GUOPMILIIINS pecepAnii, BHE3alHasl CepAeYHas CMEpPTh™,
KEITyIOYKOBAst ApUTMUS ™.

Co cmoponbl Kposu u 1umgamuuecKkoll cucmempl: Heuydacmo - aHeMus, JICHKOTICHHSL.

Co cmoponbl 06MeHna sewiecme U NUMAHUA: HeuaCmMo — OUIYIICHUE JKaXIIbl, OTEKH, IMojaarpa,
HEKOMIICHCHPOBAHHBIM  CaXxapHbBId  AMa0eT, THUNEPIIIMKEMHEs, Mepudepudeckiue OTEKH,
THIIEPYPUKEMUSI, TUTIOTJIMKEMUS], TUTICPHATPHEMHUSI.

Co cmoponsl OvixamenvHOU cucmempl: 4acmo - 3I0KEHHOCTh HOCA; Heuacmo - HOCOBOE
KPOBOTCUYCHHE, PUHUT, aCTMa, TUCITHOD, JIJAPUHTUT, ()AaPHHTUT, CHHYCUT, OPOHXUT, YBEITUYCHUC
o0BbeMa OTeIsIeMON MOKPOTHI, YCUIIEHUE KAIUIs; pedKo - 4YyBCTBO CTECHEHUS B rOpJe, CyXOCTh
CIIM3UCTON 00O0JIOYKH IOJIOCTH HOCA, OTEK CIM3UCTOW 000JIOYKH TIOJIOCTH HOCA.

Co cmoponwl >cey0OUHO-KUUWEUH020 MPAKma: 4acmo - TOIIHOTA, AUCIENCUS; Heuacmo -
ractpoa3odareansHas pedirokcHas 00J€3Hb, pBOTA, 00JIb B 00JIACTH )KUBOTA, CYXOCTh CITU3UCTON
00O0JIOUKH TMOJIOCTH PTa, TJIOCCUT, THHTUBHUT, KOIUT, OUC(arus, TacTPUT, TaCTPOIHTEPHT,
330()aruT, CTOMATUT, OTKJIOHCHHUE «IEUYCHOYHBIX» (PYHKIIMOHAIBHBIX TECTOB OT HOPMEI,
PEKTaJIbHOE KPOBOTEUCHUE; PEeOKO - THUIIECTE3US CIIM3UCTON 000JIOUKH MOJIOCTH PTa.

Co cmoponsl onopno-oguzamensnozo annapama: yacmo - 60Jb B CIIMHE; HeYacmo - MUAJTHA,
00JIb B KOHEUHOCTSIX, apTPUT, apTpO3, Pa3pbiB CYXOXHIUS, TCHOCHHOBUT, OOJIb B KOCTSX,
MUACTCHHSI, CHHOBUT.

Co cmoponbl MOU€Eno1080il CUCHEMbL: HEYACMO - TIUCTUT, HUKTYPUS, YBEITUICHUE MOJIOYHBIX
Kele3, Hellep)KaHue MOYH, TeMaTypus, HapyIIeHUE dAKYJSIUU, OTCK TeHUTAIU, aHOpra3Mus,
reMaTOCIIEPMUs], TIOBPEKICHUE TKAHEH IOJIOBOTO WICHA; pedKo - IUATENbHAS 3PEKIHUS H/WIH

npuarnunui3M, KpOBOTCYCHUEC U3 ITOJIOBOT'O YJICHA.
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Co cmoponvl yenmpanvHoll u nepugepuyeckoll HePEeHOIl CUCHEMbL: 04UeHb 4acmo - TOJIOBHAS
0051b; uacmo - TOJIOBOKPYXKEHHE; Heuacmo — COHJIMBOCTb, MUIPEHb, aTAaKCHUs, THIEPTOHYC,
HEBpaJIrusi, HEHpomaTus, napecTe3usi, TPEMOpP, BEPTUTO, CUMIITOMBI JI€IPECCUU, OECCOHHUIIA,
HEOOBbIUHBIE CHOBUJICHNSI, TIOBHIIICHNE PEQIIEKCOB, TUIIECTE3US; pedKo - CYAOPOru™, MTOBTOPHBIC
cynoporu®, oOMOpOK, HapylLIeHHE MO3IOBOI'0 KpOBOOOpAIIEHMsI, TPAH3UTOPHAs HILEMUYECcKast
aTaka.

Co cmoponbl Kodcu u ROOKOMCHBIX MKaHell: Heuacmo - KOKHAs Chlllb, KpanuBHULA, TPOCTOM
reprec, KOKHbIN 3y, MOBBIIIEHHOE MOTOOTIEICHUE, U3bSA3BICHUE KOKHU, KOHTAKTHBIA IEPMATHT,
9KC(OIMATUBHBIA  JIepMATHT; uacmoma Heuzéecmua - cuHapoM CruBeHca-/[>KoHCOHa,
TOKCHUYECKUN dMUAEPMAIbHBIN HEKPOJIU3.

Ilpouue: neuacmo - OIIyNIEHHWE >XKapa, OTEK JHIA, peakius (OTOUYBCTBUTEIBHOCTH, IIIOK,
aCTeHHUs, TOBBIIIEHHAs YTOMJISIEMOCTb, OOJIb PAa3IMYHON JIOKalU3allid, O3HOO, ciydaiiHbie
najieHus1, 6016 B 007aCTH TPYAHON KIIETKH, CIIy4allHbIE TPABMBI; pEOKO - Pa3IpaKUTEIHHOCTD.

* Tlo6ounbIe 3¢ (HEeKTHI BBIABIEHHBIE BO BpeMsl IOCTMAPKETUHIOBBIX HCCIIEI0BAaHUM.

Cepoeuno-cocyoucmule 0Cn0HCHEHUs

B Xoae mMOCTMAapKETHHrOBOrO MPUMEHEHMs CuieHapuia s JIeYEHUsS JPEKTUIIbHOU
TMCHYHKIMK cOOOLIAIOCh O TaKUX HEXKeNIaTeldbHBIX SBJICHMSAX, KaK TSAXKelble CepeyHo-
COCYIMCTBIE OCIOXHEHUS (B T.4. MH(PAPKT MUOKapia, HeCTaOMIbHAs CTEHOKAp/AWs, BHE3aITHas
cepledHas CMEpThb, HKEIyAOYKOBas apUTMHsA, TE€MOPParuyeCKUd HWHCYJBT, TPAH3UTOPHAs
UIIEMUYECKasl aTaka, TMIEPTEH3Ms] U TUIIOTEH3Us), KOTOpbIE MMEIM BPEMEHHYIO CBSI3b C
IIpUMEHEHHEM cuiiieHadwa. BoabIIMHCTBO 3TUX NALlMEHTOB, HO HE BCE U3 HUX, UMENH (haKTOPBI
PHUCKa CEpPIACYHO-COCYIUCTBIX OCHOKHEHUW. MHOTrHe U3 yKa3aHHBIX HEXKEJATENIbHBIX SIBICHUMN
HaOII0AAIMCh BCKOPE MOCIIE CEKCYalbHON aKTUBHOCTH, U HEKOTOPbIE U3 HUX OTMEYAIIUCh IOCIIE
npueMa cuiieHaduina 0e3 Mocieayromeld  ceKcyallbHOW akTUBHOCTH. He mpezcramisercs
BO3MOXXHBIM YCTAHOBUTH HAJIMYME NPAMOHN CBA3HM MEXKIy OTMEUABLIMMMCS HEXKEIATCIBHBIMU
SBJICHUSIMU M YKa3aHHBIMU WJIM MHBIMH (PaKTOpaMH.

3pumenbHovle HapyUeHUs.

B penkux ciydasx BO BpeMsi MOCTPETUCTPALIMIOHHOTO MTPUMEHEHHs BceX HHruoutopos @[55, B
TOM 4Hclie cuineHaduia, coolman 0 HEapTePUUTHOU TEepeaHEN HIIEeMHYECKOW HEBPOIATUU
3putensHoro Hepsa (HIIMH3H) - peakom 3aboneBaHMU W NpPUYMHE CHIKEHHS WM MOTEPH
3peHus. Y OOJBUIMHCTBA M3 3THUX MAllMEHTOB ObUIM (DAKTOPBI pHUCKA, B YACTHOCTU CHMKEHUE
OTHOILICHMSI AUAMETPOB HKCKABAIlMM M JMCKA 3PUTEIBHOTO HEpBa («3aCTOMHBINA IUCK»), BO3pACT
crapmie 50 ;mer, caxapHbli AuabeT, THUIMEPTEH3Ws, HIIEMUYecKas OO0JIe3Hb Ccepla,

TUIICPIIUIINACMUA U KYpPCHHUC. B O6CGpBaHI/IOHHOM HCCIICAOBAHUHU OILCHHUBAJIIM, CBA3aHO JIHU

Crp. 10 u3 18



HeJlaBHEE IPUMEHEHHUE TperapaToB kinacca HHruoutTopoB @35 ¢ octpeim Havanom HITMH3H.
Pe3ynbraThl yKa3bIBalOT Ha MPUOIM3UTENHHO 2-KpaTHoe nosbieHue pucka HITMH3H B npenenax
O IepHOJ0B  MOJYBBIBENEHUS Mocie npuMmeHeHuss uHruoburopa DJA35. CornacHo
ONyOJIMKOBAHHBIM JIMTEPAaTYPHBIM JAaHHBIM, ToJM4YHas uactoTa Bo3HukHOBeHus HITMH3H
cocrasisieT 2,5-11,8 cimyqaeB ma 100 000 myxunH B Bo3pacte > 50 neT B oOmLmIeH MOITYJISIHH.
Crnenyer peKOMEHJI0BATh MAIMEHTaM B CIIy4ae BHE3AITHOM NOTEPH 3pEHUS NMPEKPATUTD TEPAIHIO
cuIeHAaUIOM ¥ HEMEUIEHHO MPOKOHCYJIBTHPOBATHCS ¢ BpadoM. JIuIa, y KOTOPBIX yxke ObLI
ciyyail HIIMH3H, umerot noseimenHslit puck peuuausa HIIMH3H. [lostomy Bpauy ciemyer
00CYIMTh TaHHBIN PUCK C TAKWUMU MMAITUEHTAMH, a TAK)Ke OOCYAUTh C HUIMH TIOTEHIIMATBHBIH IIaHC
HeOnaronpusaTHOro BosjaedcTBus uHruOuTopoB ®JI35. Muruburopsr @135, B TOoM uyucie
cungeHaduI, y TaKuX MAIllMEeHTOB CIEeIyeT MPUMEHSTh C OCTOPOKHOCTBIO M TOJIBKO B CUTYaITUsIX,
KOI'Zla O’KUJaeMast 1oJib3a MePEBEIINBACT PUCK.

Ilpu wucrmonmb3oBaHMM TIpenapaTa Buarpa® B 103aX, TIPEeBBINABIIMX PEKOMEHIyeMbIE,
HE)KeJaTeNbHbIe ABJICHUS ObLIM CXOJHBIMH C OTMEYEHHBIMHU BBILIE, HO OOBIYHO BCTPEUAINCH

qauie.

Ilepeno3upoBka

IIpu ogHOKpaTHOM npueme npenapara Buarpa® B n1o3e 10 800 Mr HexenaTeNbHbIE IBJICHUS ObUIH
TaKUMHU JKe, KaKk W TMpU TpueMe mnpemnapara B 0Oojiee HU3KUX J103aX, HO BCTPEUYAIHCH Yallle.
[Tpumenenue mo361 200 M HE MPUBOJUIIO K TOBBIIIEHUIO 3(P(HEKTHBHOCTH Tperapara, 0IHaKO,
gacToTa MOOOYHBIX peaknuii (TONOBHAas OO0JIb, «IPHIKUBBDY, TOJOBOKPYXKEHHUE, IHUCIICIICHS,
3aJI0’KEHHOCTb HOCA, HapyIIEHHUE 3pEHHs) YBEINUMBajach.

Jleyenue cuMmToMaThyeckoe. l'eMoauann3 HE YCKOpseT KIUPEHC cuiiaeHaduia, Tak Kak

HOCHGI[HPII;'I aKTHUBHO CBS3LIBACTCA C OEJIKaMH IIJIa3MbI M HE BBIBOAUTCS ITIOUYKaAMH.

B3aumopeiicTBHe ¢ IPYrMMH JIeKapCTBEHHBIMH CPeACTBAMH

Brusnue opyeux nexapcmeennvix npenapamos Ha (hapmaKoKuHemuxy cuioeHaguna
Mertabonu3m cuiieHaduIa MpoucXoauT B OCHOBHOM O IeHiCTBHEM H30()epMEHTOB IUTOXPOMA
CYP3A4 (ocunoBuoit nmyte) u CYP2C9, mostomy HMHIHOMTOpPHI 3TUX H30(EPMEHTOB MOTYT
YMEHBIINTh KIMPEHC CHIJeHaduIa, a WHAYKTOPBL, COOTBETCTBEHHO, YBEIMYHUTH KIHPEHC
cungeHadmina. OTMEUEHO CHIKEHUE KIUpeHca cujieHaduia npyu 0JHOBPEMEHHOM IPUMEHEHUHU
uHrHOUTOpOB M30depmenta nuroxpomMa CYP3A4 (keTokoHA30J, SPUTPOMHIIMH, IIUMETHINH).
Humerunun (800 mr), Hecienuduyeckuii nHTHONTOP M30(pepmenta rmuroxpoma CYP3A4, npu
coBMecTHOM mpueMe ¢ cuiaeHadpuinom (50 Mr) BBI3BIBACT TMOBBINICHUE KOHIICHTPAITUU

cuigeHapmia B miazme Ha 56 %. OxHokpatsbiii npuem 100 mr cuineHaduiaa COBMECTHO C
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sputpoMuriiHOM (110 500 Mr/cyTKu 2 pasa B JIeHb B T€UCHUE 5 JHEH ), yMEPECHHBIM HHTHOUTOPOM
nzopepmenta nutoxpoma CYP3A4, Ha ¢oHe MAOCTHKEHHS MOCTOSIHHON KOHILEHTpaIUH
SPUTPOMHUIIMHA B KpoBH, mnpuBoauT K yBenumdenuto AUC cwnnenadpmna na 182%. Ilpm
COBMECTHOM Ipueme cuiaenaduna (ogaokpatHo 100 mr) u caksunasupa (1200 mr/nens 3 paza B
neHs), naruontopa BUYU-niporeassl u nzodpepmenta nuroxpoma CYP3 A4, na ¢hoHe qocTHKEeHUS
MIOCTOSIHHOM KOHILIEHTpAIMM CaKBUHABUPA B KPOBU Cmax cuiieHadmia nossimanack Ha 140 %, a
AUC yBennunBanace Ha 210 %. Cunnenadun He oka3pIBaeT BIUSHUS HAa (HapMaKOKHHETHKY
cakBuHaBHpa. bonee cumbHbie MHTHOUTOPHI M30depMeHTa uToxpomMa CYP3A4, takme kak
KETOKOHA30J1 ¥ UTPAKOHA30JI, MOTYT BBHI3bIBATh U 00JI€e CHIIbHBIC N3MEHEHHs (papMaKOKHHETHUKI
cuiieHaduna.

OnnoBpemeHHoe npuMeHeHue cuiieHaduia (ognokpatao 100 mr) u puronasupa (rmo 500 mr
2 pasa B cyTkH), maTHONTOpa BUY-ipoTeasbl u CHiaIpHOTO HHTHOUTOpa IuToXpoma Paso, Ha Gone
JOCTIDKEHHS TIOCTOSIHHOW KOHIIEHTPAIlMM PUTOHABHPA B KPOBH MPUBOIUT K YBENIUYCHHUIO Cmax
cungeHadumia va 300 % (B 4 paza), a AUC na 1000 % (B 11 pa3). Uepes 24 yaca KOHIIEHTpaIUs]
cwiieHaduIa B 1a3mMe KpoBu cocTaBiseT okoo 200 Hr/mi (Ocie 0JHOKPATHOTO MPHUMEHEHUS
omHoro cuiaeHadunaa - 5 Hr/mim). DTo cormacyercs ¢ 3(Q¢GeKToM PUTOHABUPA HA IIUPOKUHN
nuana3oH cyOcrtpatoB 1muroxpoMa Psso. CunnenHadun He BiuseT Ha (PapMaKOKMHETHKY
pUTOHABHpA. YUUTHIBAs 3TH JAHHbIE, OJHOBPEMEHHBIH NMPUEM PUTOHABUpPA U CHIIJeHa]UIa He
pekoMeHnayerca. B mo0oM ciiydae MakcuMmanbHas Jo03a CHiIJeHaduiIa HM TPH  KaKuX
00CTOATENLCTBAX HE AOJKHA MPEBBIIATH 25 MI' B TeueHue 48 4acoB.

Ecnu cunnenadguin npuHIMAaOT B PEKOMEHIYEMBIX J103aX HMaIlMEeHTHI, TOIy4atole
OJTHOBPEMEHHO CUJIbHBbIE HHTHOUTOPHI n3odepmenTa uuroxpoma CYP3A4, 10 Ciax cBOOOIHOTO
cungenaguna He npesbimaet 200 HM, 1 mpenapar Xopouo NepeHOCUTCs.

OpnHOKpaTHBIM MpHEM aHTauuja (MarHus THAPOKCUAA/aTIOMUHUS THAPOKCHA) HE BIMSIET HA
OMOIOCTYIHOCTb CHIIIeHadUIIA.

B wuccnenoBaHMsX ¢ ydacTHEM 3JIOPOBBIX JOOPOBOJIBIIEB NPH OJHOBPEMEHHOM IPHUMEHEHHH
AHTaroHUCTa SHIOTEIMHOBBIX penenTopoB, Oo3eHTaHa (uHAykTOp u30depmenta CYP3A4
(ymepennsriit), CYP2C9 u, Bosmoxno, CYP2C19) B paBHOBecHOI KoHIeHTpanuu (125 Mr nBa
paza B CyTKH) U cuiaeHaduia B paBHOBECHOW KoHIeHTpanuu (80 Mr Tpu pa3za B CYTKH)
ormevanioch cHmkeHHe AUC m Chax cuigenadmua Ha 62,6 % u 52,4 %, COOTBETCTBEHHO.
Cunpenadpun ysemuuuBan AUC u Cpax 603eHTana Ha 49,8 % u 42 %, COOTBETCTBEHHO.
[Ipeamnonaraercsi, YTO0 OJHOBPEMEHHOE NMPUMEHEHHUE CHIeHAa(UIa ¢ MOIIHBIMU MHIYKTOPaMHU
m3odepmenta CYP3A4, TakuMu Kak pudamMmuiigH, MOXKET IPUBOJIUTH K OOJBIIEMY CHUXEHUIO
KOHIICHTPALlMU CHiieHa(uIa B IJIa3Me KPOBH.

Nurubutopel n3odepmerta muroxpoma CYP2CY9 (tombyrammn, BapdapuH), u3zodepmeHTa
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nuroxpomMa CYP2D6  (cenekTuBHBIE HMHTHOMTOpBI OOpPaTHOrO 3axBaTa CEPOTOHHHA,
TPUIMKIMYECKUE aHTHACTIPECCAHTRI), THA3UIHBIE U THA3UONOA00HBIE TUYPETUKH, HHTHOUTOPHI
ATI® 1 aHTaroHUCTHI KAJbILIMI, HE OKAa3bIBAIOT BIUSAHHS Ha (PapMAKOKWHETUKY CcUJeHaduIa.
AsutpomuniviH (500 mr/cyt B Teuenue 3 mHei) He okasbiBaeT BIAUSHUS HAa AUC, Cmax, Tmax,
KOHCTaHTY CKOPOCTH BbIBeleHUs U Ti2 cunaeHaduisa WM €ro OCHOBHOI'O LIUPKYJIHMPYIOIIErO
MeTabonura.

Bnusnue cunoenaguia Ha opyeue iekapCcmeeHHble cpeocmea

Cunnenadun sBisieTcs ciiadbIM HHTMOUTOPOM H30(hepMeHTOB IuToxpoma Paso - 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 (UKs50>150 mxmouts). [Ipu npueme cuniaeraduia B peKOMEHIYEMbIX J103aX €ro
Cmax COCTaBIISIET OKOJIO 1 MKMOJIB, TO3TOMY MaJIOBEPOSATHO, YTO CHIIIEHA(DUIT MOXKET MOBJIHUATH Ha
KIIMpEHC cyOCTpaToB ATUX N30()EPMEHTOB.

Cunpenadun ycuauBaeT TUIIOTEH3UBHOE IEHCTBUE HUTPATOB KaK MPH ATUTEIHHOM IPUMEHEHUU
MOCJIEIHUX, TaK U MPU UX HA3HAUEHUHU IO OCTPHIM MOKa3aHUSIM. B CBsI3U ¢ 3TUM, MpUMEHEHUE
cuiieHaduiIa B COYCTAaHUH C HUTPATaMU WIIM JJOHATOPAaMHU OKCHJIa a30Ta MPOTUBOIIOKA3aHO.

[Ipu ogHOBpEeMEHHOM TpUEMe o-aJpeHobI0KaTopa AoKca3zo3uHa (4 Mr u § mMr) u cuiaeHadpuia
(25 mr, 50 mr u 100 Mr) y manmmeHTOB ¢ JOOPOKAYEeCTBEHHOW THUIEpIUIa3uel MPOCTaThl CO
CcTaOMIBHOU reMOJIMHAMHKOMN cpenHee JIOTIOJIHUTENBHOE CHI)KEHHE
CUCTOJINYECKOT0/TnacTtonmieckoro AJl B oJI0KEHUH JIeKa Ha CIIMHE COCTAaBJISI0 7/7 MM PT. CT.,
9/5 MM pT. cT. 1 §/4 MM PT. CT., COOTBETCTBEHHO, a B TIOJIOXKEHUU CTOSI - 6/6 MM PT. cT., 11/4 Mmm
pT. cT. U 4/5 MM PT. cT., cooTBeTcTBEHHO. COOO0IIAaeTCs 0 PeAKUX ClIydasx pa3BUTUA Y TaKUX
MalMEHTOB CHMITOMATHYECKON TOCTypalbHOW THUNOTCH3WH, MPOSBISABIICHCS B BHIE
TOJIOBOKPYKCHHH (06€3 00MOpoka). Y OTIeNbHBIX YyBCTBUTEIBHBIX MAIMEHTOB, TMOJYYArOIINX
0-aJpeHOOIOKATOPBI, OJHOBPEMEHHOE TMPUMEHEHHE CHieHapuiIa MOXKEeT TPUBECTH K
CUMITTOMATHYECKON TUITOTEH3HH.

IIpu3HAKOB 3HAYMTEIBHOT0 B3aMMOAEHCTBHSA ¢ TOI0yTamuaoM (250 mr) uiau BappapuHom
(40 mr), koTopsie MeTabou3npyloTcsa nzopepmentom nuroxpoma CYP2C9, He BbisiBJIeHO.
Cunpenadpun (100 mr) He okaspIBaeT BAMSHHS Ha ¢apMakKOKHMHETUKY uHruOuTopa BMY-
MpoTeasbl, CAKBUHABHPA, SIBJISFOIIErocs cyocTpaTtom n3odepmenta muroxpoma CYP3A4, mpu ero
MOCTOSIHHOM YPOBHE B KPOBH.

OnHOBpEeMEHHOE TPUMEHEHHE CrIlIeHa(uIa B paBHOBECHOM COCTOSHUH (80 MT TpH pasa B CyTKH)
npuBoaUT K NoBbIIeHHI0 AUC 1 Chax 603eHTaHa (125 Mr 1Ba paza B cyTku) Ha 49,8 % u 42 %,
COOTBETCTBEHHO.

Cunpenadun (50 Mr) He BBI3bIBACT AOMOJHUTEIBHOTO YBEIHMUYEHHUS BPEMEHU KPOBOTECUCHHS TTPU
MpueMe aleTUICATUIIMIOBOM KUCIOTHI (150 mr).

Cungenadpun (50 Mr) He yCWIMBaeT THIOTCH3WBHOE JISHCTBHE aJIKOTOJII Y 3J0POBBIX
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JTOOPOBOJIBIIEB TMPH MAaKCUMAJIbHOW KOHIIEHTpAlMu ajkorojis B kpoBu B cpeanem 0,08 %
(80 mr/m).

Y manueHToB C THNEPTEH3WEH MPU3HAKOB B3ammonencTBus cunaeHapuna (100 mr) c
aMJIOIMITIMHOM HE BbIsABICHO. CpenHee IOMOJNHUTENbHOE CHIDKEHHE AJ] B MONOXKEHHH JIeka
COCTaBJISIET § MM PT. CT. (CHCTOIUYECKOTO) U 7 MM PT. CT. (IUACTOIUYECKOTO).

[Ipumenenue cungeHaduia B COYSTAaHUH C AaHTUTUNIEPTEH3UBHBIMU CPEJICTBAMU HE MPUBOJAUT K

BO3HHKHOBCHHUIO JIOTIOTHUTEIBHBIX ITOOOYHBIX 3P PEKTOB.

Oco0ble ykazaHust

JIns AMarHOCTUKHM HapyUIEHWH SPEKIHH, ONpeAeNieHUS HMX BO3MOXHBIX MPUYMH U BBIOOpa
a/IEKBaTHOT'O JICYEHHUsS HEOOXOAMMO coOpaTh MOJHBIA MEAMIMHCKUN aHaMHEe3 U IPOBECTU
THIaTeIbHOE (QU3MKaIbHOE oO0cienoBanue. CpencTBa JE€UeHUS DSPEKTUIBLHOW AuchyHKIUU
JIOJDKHBI MCTIOJIB30BATHCS C OCTOPOKHOCTHIO y TAlMEHTOB C aHATOMUYECKOH nedopmanmeit
MOJIOBOTO 4JieHa (AHTYJISAIMS, KaBepHO3HBbIN (uOpo3, 0ose3up [lelipoHu), WK y MAlMEHTOB C
(dakTOopaMy pHUCKa pa3BUTHUS MpHANu3Ma (CEPIIOBUIHOKICTOYHAS AaHEMHUS, MHOXKECTBEHHAas
Muenoma, Jeiikemust) (cM. pasnen «C 0CTOPOKHOCTHION).

Bo Bpemsi moCTMapKEeTHHIOBBIX HCCIIEAOBAaHHUH COOOIIATIOCH O Caydasx pa3BUTHS JUIUTEIbHOU
9peKIUN U Mpuanui3Ma. B ciydae coxpaHeHHs 3peKIuu B TedyeHue Oosee 4 4acoB cliedyer
HEMEJUIEHHO OO0paTHThCA 3a MEIUIMHCKOM momoiubto. Ecnu tepamus mpuanusma He Obuia
MpOBEJIeHa HEMEUIEHHO, 3TO MOXKET MPHUBECTH K MOBPEKICHHUIO TKaHEW IO0JIOBOrO 4jeHa U
HEOOpaTUMOH yTpaTe MOTEHIUH.

[Ipenaparsl, npeaHa3Hau€HHbIE Ui JICUCHUS HapyIIEHUN SpEKUUHU, HE CleAyeT Ha3HayaTb
My>KYHHaM, JUI KOTOPBIX CEKCyallbHAsl aKTUBHOCTh HEXKeIaTelbHa.

CekcyanbHas akTUBHOCTb IPECTABIISET ONpeIeNIEHHbIN pUCK PU HAIMYKU 3a00JIeBaHUM cepla,
[I03TOMY I€pe]] HayajaoM JitoOOW Tepamuu IO IMOBOJY HApyIIEHUH 3pEeKLUH Bpady Cleayer
HampaBUTh NAalMEHTa Ha OOCJIEJOBAaHME COCTOSHUS CEpJICYHO-COCYIUCTONH  CHUCTEMBI.
CekcyanbHas akTHUBHOCTb HEXeNaTelbHa Y MalMEeHTOB C CEPACYHOW HEI0CTaTOYHOCTHIO,
HECTaOMIIbHOW CTEHOKap/IUeid, TepeHECEHHBIM B TIOCIIeTHIE 6 Mecs1eB HH(APKTOM MUOKapa UITH
HHCYJIBTOM, YXH3HEYTPOXKAIOIIUMH apuTMHsIMH, runeprensueii (Al > 170/100 mm pr. cT.) Win
runotonuei (AJ] <90/50 mm pt. ct.). [Ipuem cunnenadmia y Takux MaieHToB MPOTUBOIIOKAa3aH
(em. pasnmen «IIporuBomokaszanus»). B KIMHUYECKUX HUCCIEIOBAHUAX IMOKAa3aHO OTCYTCTBUE
pasznuuuii B yactoTe pa3Butus mH(apkra muokapaa (1,1 sa 100 gemoBek B rojl) WM YacTOTE
CMEPTHOCTH OT CEepCYHO-COCYAUCThIX 3a0osieBanuii (0,3 Ha 100 4yemoBek B Toj) y MAIMEHTOB,
nosyyaBmux npenapat Buarpa®, o cpaBHeHHIO ¢ HallMeHTaMH, TOTYYaBIIMMH T11aIe6o.

Cepoeuno-cocyoucmole 0CI0HCHEHUS.
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B xoge mOCTMAapKeTHHroBOro MpPUMEHEHMsI CcuijeHapuia s JIeYeHUS SPEKTUIbHOU
TUCPYHKIIMH CcOOOIIAioCh O TaKWX HEKeJIaTeTbHBIX SBICHUSX, KaK TsKEIble CepJIeYHO-
COCYIUCTBIC OCTIOKHEHHS (B T.4. MHPAPKT MUOKapAa, HECTaOMiIbHAs CTEHOKapIus, BHE3aIHas
ceplieuHas CMEpTh, KENyJAOYKOBas apUTMUS, TEeMOPPAruyecKuil HWHCYIbT, TPaH3UTOPHAs
WIIEMUYECKas aTaka, TUMEPTEH3UsI W TUIIOTEH3Us), KOTOpPhIE HMMEIW BPEMEHHYIO CBS3b C
MpUMEHEeHHEeM cuiiieHaduna. BonbIIMHCTBO ATHX MAIIEHTOB, HO HE BCE U3 HUX, UMETH (PaKTOPHI
PHUCKa CEepIACYHO-COCYIUCTBIX OCIOKHEHU. MHOTrHe M3 yKa3aHHBIX HEXKEJIATEIbHBIX SIBICHUM
HaOII0IANCh BCKOPE MOCIIe CeKCYaTbHONH aKTUBHOCTH, U HEKOTOPBIE U3 HUX OTMEYAIUCh MOCIe
npueMa cuiieHaduia 0e3 TMocieayromell  CeKcyallbHOW akTUBHOCTH. He mpezncramisieTcs
BO3MOXKHBIM yCTaHOBUThH HaJM4YMe MPSMOUN CBS3H MEXIY OTMEUYABIIMMUCA HEXKeIaTeIbHBIMU
SIBJICHUSIMU W YKa3aHHBIMH WJTM HHBIMH (aKTOPaMH.

l'unomen3sus

Cunpenadun OKa3plBaeT CHCTEMHOE Ba30JAWJIATHPYIOIIEEe JICHCTBHE, MPHUBOIANICE K
npexoadieMy cHuxkeHuto AJl, 4ro He sBNsSETCS KIMHUYECKH 3HAUMMBIM SIBJICHHEM U He
MPUBOJUT K KAaKUM-THOO TIOCTEACTBUSM Yy OOJNBIIMHCTBA TMAIlMEHTOB. TeM HE MeHee, 0
Ha3HaueHHs mipemapara Buarpa® Bpad JOMKEH TINATENBHO OIEHHTh PHCK BO3MOYKHBIX
HEXENaTeNIbHBIX  MPOSBICHUM  Ba3OJWIATHPYIOLIErO  JCHCTBUS Y  MALUEHTOB  C
COOTBETCTBYIOIIMMHU  3a00JICBaHUSIMH, OCOOEHHO Ha ()OHE CEKCyaJbHOH AaKTUBHOCTH.
[ToBeIIeHHAsT BOCIPUMMYMBOCTG K Ba30oAWJIaTaTOpaM HaOIr0aeTcsi y OONBHBIX C 0OCTPYKIUEH
BBIXOJIHOTO TpakTa JIEBOTO JKENyJouyka (CTEHO3 aopThl, THHEpTpoduyecKas OOCTPYKTUBHAs
KapJMOMHOMAaTHs), a TAKXKE C PEIKO BCTPEUAIOLIUMCS CUHJIPOMOM MHOXECTBEHHOW CHUCTEMHOM
aTpoduu, TPOSBISIIONIMMCST TSHKETIBIM HapylieHueM peryisiiuu AJl co cTOpOHBI BereTaTUBHOU
HEPBHOU CHUCTEMBI.

[TockonbKy COBMECTHOE MPUMEHEHUE CUICHApUIA U 0-aIpeHOOJIOKATOPOB MOXKET MPUBECTU K
CHMIITOMATHYECKOi TMIIOTEH3HH y OTJAENbHBIX UyBCTBHTENbHEIX NAIMEHTOB, Ipenapat Buarpa®
CIIEAYeT C OCTOPOKHOCTBbIO Ha3HayaTh OOJBbHBIM, MPUHUMAIOIIMM 0-aJpeHOOIOKATOPHl (CM.
pazngen «B3aumoneilcTBuE C IpYrUMH JIEKapCTBEHHBIMU CpeAcTBaMu»). UToObl cBecTH K
MUHHUMYMY PHUCK pPa3BUTHSI MOCTYpajJbHON THUNOTEH3WU Yy TAIMEHTOB, NPUHUMAIOLIUX Ol-
a7peHoOI0KaTOPhI, TIpHeM Tpenapata Buarpa® criefyer HaumHATH TOIBKO MOCHIE JOCTHIKEHMS
cTabmin3anuu TokKazaTesied TeMOJAMHAMUKA Yy ATUX ManueHToB. ClenyeT Takke pacCMOTPETh
11e71ecO00Pa3HOCTh CHIYKEHMsl HauaibHOM 10361 mpemapata Buarpa® (cM. pasgen «Crnoco6
MPUMEHEHHS U JI03b1»). Bpad momkeH mponH()OpMHUPOBATh MAIIMEHTOB O TOM, KaKue JICHCTBHS
CllelyeT NPENPUHSITH B CIIy4ae MOSBICHUS CUMIITOMOB MOCTYpPalIbHON THIIOTECH3UU.
3pumenvHule HapyuLeHusl

B penkux ciydasx Bo BpeMs TOCTPETUCTPAIIMOHHOTO MPUMEHEHHUsI Bcex MHruoutopos ®J[55, B
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TOM 4Huclie cuineHaduia, coolmani 0 HeapTePUUTHOW TEePEAHEH HMIeMUYECKOW HEBPONATHH
3putensHoro Hepsa (HIIMH3H) - peakom 3aboneBaHMH W NPUYMHE CHIDKEHHS WM MOTEPH
3peHus. Y OOJIBLIMHCTBA M3 3TUX MHAIlMEHTOB ObUIM (DAKTOPHI pHUCKA, B YACTHOCTU CHIDKEHUE
OTHOILICHMSI AUAMETPOB HKCKABAIlMM M JMCKA 3PUTEIBHOTO HEpBa («3aCTOMHBIN TUCK»), BO3PACT
crapmie 50 ;mer, caxapHbli AuabeT, THUIMEPTEH3Hs, HIIEMUYecKas Oo0JIe3Hb Ccep/la,
TUIEPIUIUIEMUsT U KypeHue. B 00cepBallMOHHOM HCCIIEIOBAaHUM OLICHHWBAJIH, CBSA3aHO JIH
HeJlaBHEE TPUMEHEHHUE MpernapaToB kinacca HHruouTopoB @35 ¢ octpeim Havanom HITMH3H.
Pe3ynbTraThl yKa3bIBalOT Ha MPUOIM3UTENBHO 2-KpaTHoe nosbieHue pucka HITMH3H B npenenax
O IepUOJ0OB  TOJyBBIBENEHUS  mocie npumeHeHuss unruouropa DJ35. CormacHo
OIyOJIMKOBAHHBIM JIUTEPATypHBIM JIaHHBIM, TOJMYHAas yacToTa Bo3HuUKHOBeHuss HIIMH3H
cocrasisieT 2,5-11,8 cimyuaeB mva 100 000 myxuuH B Bo3pacte > 50 ner B 0OwIel MOIMyJISAIIH.
Crnenyer peKOMEH/I0BATh NAIMEHTaM B CITy4ae BHE3AITHOM MOTEPU 3pEHUS NPEKPATUTh TEPAIIUIO
cuieHaUIOM ¥ HEMEUIEHHO MPOKOHCYJIBTUPOBATHCS ¢ BpauoM. JIHIa, y KOTOPBIX yxke ObLI
cinydaii HITMH3H, umeror noseimenubiid puck penuaua HITMH3H. TloaTomy Bpauy ciemyer
00CYMTh TaHHBIN PUCK C TAKUMH MAIUEHTaMH, a TAaKXKe OOCYAUTh C HUMH OTEHIIMAIbHBIHN [IaHC
HeOMaronpusaTHOTO Bo3AecTBUS uHTHOUTOpOB DJ[D5. MHruburopst ®JID5, B ToM uucie
cungeHadu, y TaKuxX NallMeHTOB CIEeAYET MPUMEHSTh C OCTOPOKHOCTBIO U TOJIBKO B CUTYAIIHSIX,
KOTJIa O’KHIaeMas MoJIb3a MEPEeBEIIMBAECT PUCK. Y MalKMeHTOB ¢ 3nu3oaamu pazsutus HITMH3H ¢
notepe 3peHus B OJHOM TJlazy IMpHeM cuiieHaduia MNpOTHBOIOKa3aH (CM. paszen
«IIpoTHBOIIOKA3aHUAY).

VY HeOONbIIOr0 YMCia MAIMEHTOB C HACIEACTBEHHBIM IHUIMEHTHBIM PETHHHUTOM HMEIOTCS
TeHETUYECKU JIeTepMUHUPOBaHHbIE HapyleHus (QyHkuuil docdoaurcrepas ceTyaTku rIasa.
Ceenienuss 0 0€30MacCHOCTH IIpUMeHeHHs npenapata Buarpa® y GOIbHBIX ¢ NUIMEHTHBIM
PETUHUTOM OTCYTCTBYIOT, MO3TOMY Yy TaKMX IAalMEHTOB HE CJIEAYeT NMPUMEHATh CuiaeHadui
(cMm. paznen «[IpoTHBOIIOKA3aHUS»).

Hapywenus cnyxa

B HEKOTOpBIX MOCTMApKETHMHIOBBIX M KIMHUYECKHX HCCIIEJOBAHMSIX COOOIIAETCS O CIIydasx
BHE3AIMHOTO YXYJIIEHUS WM MOTEPU CIyXa, CBA3AHHBIX C NPUMEHEHUEM BCEX MHIMOHUTOPOB
@®J1D5, Brmouas cungeHadui. BONBIIMHCTBO STHUX MAlMEHTOB HMENMH (PaKTOphl pHCKa
BHE3AIHOTO YXYJUIEHUs WM MOTepu ciyXa. I[IpUUMHHO-CIEICTBEHHOW CBA3M MEXAY
npuMeHenneM UHruouTopoB MJID5 u BHE3amHBIM yXyALIEHUEM CIyXa WU MOTepel ciyxa He
yCTAaHOBJIICHO. B ciyyae BHe3ammHOro yXyHIIEHHUs ClyXa WM TOTepu ciiyxa Ha (oHE mpuema
cuiieHaduIa cieyeT HeMeAJIEHHO MPOKOHCYIbTUPOBATHCS C BPAUOM.

Kposomeuenus

Cunpenadun ycuiMBaeT aHTHArPEraHTHBIN 3QQEKT HUTPONPYCCUAa HATPHs, JOHATOpPA OKCHIIA
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a30Ta, Ha TPOMOOIKUTHI YesoBeKa in Vitro. Jlanuslie 0 6€30MaCHOCTH TPUMEHEHHS CHITAcHadHIa y
MAIMEHTOB CO CKIOHHOCTBIO K KPOBOTOYMBOCTH MIJIM 000CTPEHUEM S3BEHHOM 00JIE€3HM KeTyaKa U
12-mepcTHO KHIIKK OTCYTCTBYIOT, O3TOMY IpemapaT Buarpa® y >TuX HalieHTOB ciemyer
IPUMEHSATh C OCTOPOXXKHOCTBIO (cM. pa3aen «C OoCTOpOKHOCTBIO»). YacToTa HOCOBBIX
KpoBoTeueHu y nauuenTos ¢ JII', cBs3anHoil ¢ nudPpy3HbIMU 320071€BaHUSIMU COEIUHUTEIBHON
TKaHU, ObL1a BhIIe (cunaeHadun 12,9 %, nnarebdo 0 %), yeM y manueHToB ¢ IEPBUYHOI JIETOYHOM
aprepuaiibHOM THiepTen3uet (cunaenadun 3,0 %, mramebo 2,4 %). Y manueHToB, MOTydYaBIINX
cuieHapuI B COYETAHUM C aHTarOHUCTOM BUTamMuHa K, 4acToTa HOCOBBIX KPOBOTEUEHUIT ObLIa
BbIiie (8,8 %), yeM y nmalueHToB, He MPUHUMAaBIIKX aHTaronuct ButamuHa K (1,7 %).
Ilpumenenue coemecmmno ¢ Opyaumu cpedcmeamu jleyeHus HapyueHull dpexyuu

BesomacHocTh u 3((heKTHBHOCT, TpenapaTa Buarpa® coBMeCTHO ¢ APYrMMH HHIHOMTOpaMH
OJ125 wiM ApyruMU TpenaparamMu JJis JICUCHUs JIETOYHOM apTepHalibHOM THIIEPTEH3UU,
cojepKanuMu  cunjenadun (Hanmpumep, Pepamuo®) ummm  IpyruMH  CcpeicTBaMM  JieUeHHS
HapyUIeHUH DJpeKUMH He H3y4YallcCh, IOITOMY IPUMEHEHHE NOJ00HBIX KOMOMHAIMI He

pexkoMeHnayetcs (cM. pasnen «IIpoTuBonokazanus»).

Biausinue Ha cOCOOHOCTH YNPABJISITH ABTOMOOWJIEM M YNIPABJIEHUIO MEXaHU3MAMH

Ha ¢one npuema cunmeHadmia kakoro-aub0 OTPULIATEIBLHOTO BJIMSHUS Ha CIIOCOOHOCTH
yIPaBIsATh aBTOMOOUIIEM HIIM APYTUMHU TEXHUYECKUMH CPEACTBAMH HE HAOII0JaI0Ch.

OpHaKo MOCKOJIBKY TIPH IpHEMe CHIIZICHA(HIIa BO3MOYKHO Pa3BUTHE TOJIOBOKPYKCHHSI, CHIDKCHUE
AJl, pa3BUTHE XPOMATOIICHH, 3aTYMaHEHHOTO 3pPEHHS M T.NI. MOOOYHBIX SIBJICHUH, CIEIyeT
co0JII0/1aTh OCTOPOKHOCTH MPH yHPaBICHUU TPAHCIIOPTHBIMU CPEJCTBAMH U 3aHATHSIX APYTUMHU
MOTEHIIMATFHO OMACHBIMU BUAAMHU JAEATEIHHOCTH, TPEOYIONIMMH TMOBBIIICHHON KOHIIEHTPAINH
BHUMAHUA U 6I)ICTpOTI>I ICUXOMOTOPHBIX peaKuMﬁ. Taxxke CJICAYCT BHUMATCIbHO OTHOCUTHCA K
WHIUBUIYaTbHOMY JCHCTBUIO Mpenapara B YKa3aHHBIX CHUTYaIUsAX, OCOOEHHO B Hayuase JIeYCHUS

" IpyU UBMCHCHUHN PEIKUMaA NJO3UPOBAHMA.

dopMa BbIITYCKA

TabneTku, MOKPBITHIE MICHOYHOU 0000uK0i 25 Mr, 50 Mr uiu 100 mr.

1,2, 4, 8 wm 12 Tabnerok B 6iucrep 3 [IBX u amroMuHUEBO# (OITBIH.

1, 2 nunu 3 GiucTepa B KApTOHHYIO MMAYKy BMECTE C MHCTPYKIUEH 1o mpuMeHeHuto. Ha nuieByro
CTOPOHY KapTOHHOW MauKH HAHOCHUTCS TIep(oprpoBaHHAS CTPOYKA KOHTPOJIS TIEPBOTO BCKPBITHSL.

38H.[HTHBII>1 CTHUKCP pacriojaracTcs B JICBOM HUKHEM YITY Sa,HHeI;'I ITOBCPXHOCTHU IMAYKH.
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YcaoBusi XxpaHeHust
Xpanuthb npu Temmepatype He Boiie 30 °C.

XpaHUTb B HEOCTYITHOM JUISl IETEN MECTe.

Cpox rognoctu
5 ner

He ncrons30BaTh N0 UCTCUYCHUN CpoOKa roxHoCTH, YKa3aHHOT'O Ha YITAKOBKC

YciaoBus 0TIyCKA U3 aNTeK

[To penenty

KOpuauyeckoe U0, HA UM KOTOPOT0 BHIJAHO PErUCTPALIMOHHOE Y/10CTOBEepeHne
Ammxon 093¢ 1 DndDnCu, CIIIA

235 Ucr 42 Crpur, T. HLIO-PIOpK, [ITaT HBIO-PIOpK, 10017, CIHA

Upjohn US 1 LLC, USA

235 East 42nd Street, New York, New York, 10017, USA

IIpousBoauTenn

«®PapeBa AMOya3», @panuus

30H DHAIOCTPUIIH, 29 pyT ne3 dumroctpu, 37530 Iloca-Crop-Cuc, Opanrus
IIperen3uu norpeduTeseit HanpapasaTh no aapecy OO0 «Ildaiizep»:
123112 Mockaa, [Ipecuenckas uao., 1. 10

b1l «bamns na Habepexnoit» (bmok C)

Tenedon: + 7 (495) 287-5000

Qakc: +7 (495) 287-5300
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	Побочное действие
	Со стороны иммунной системы: нечасто - реакции повышенной чувствительности (в т.ч. кожная сыпь), аллергические реакции.
	Cо стороны органа зрения: часто - затуманенное зрение, нарушение зрения, цианопсия; нечасто - боль в глазах, фотофобия, фотопсия, хроматопсия, покраснение глаз/инъекции склер, изменение яркости световосприятия, мидриаз, конъюнктивит, кровоизлияние в т...
	Со стороны органа слуха: нечасто - внезапное снижение или потеря слуха, шум в ушах, боль в ушах, звон в ушах.
	Cо стороны сердечно-сосудистой системы: часто - «приливы»; нечасто - тахикардия, ощущение сердцебиения, снижение артериального давления, увеличение частоты сердечных сокращений, нестабильная стенокардия, атриовентрикулярная блокада, инфаркт миокарда, ...
	Со стороны крови и лимфатической системы: нечасто - анемия, лейкопения.
	Со стороны обмена веществ и питания: нечасто – ощущение жажды, отеки, подагра, некомпенсированный сахарный диабет, гипергликемия, периферические отеки, гиперурикемия, гипогликемия, гипернатриемия.
	Со стороны дыхательной системы: часто - заложенность носа; нечасто - носовое кровотечение, ринит, астма, диспноэ, ларингит, фарингит, синусит, бронхит, увеличение объема отделяемой мокроты, усиление кашля; редко - чувство стеснения в горле, сухость сл...
	Со стороны желудочно-кишечного тракта: часто - тошнота, диспепсия; нечасто - гастроэзофагеальная рефлюксная болезнь, рвота, боль в области живота, сухость слизистой оболочки полости рта, глоссит, гингивит, колит, дисфагия, гастрит, гастроэнтерит, эзоф...
	Со стороны опорно-двигательного аппарата: часто - боль в спине; нечасто - миалгия, боль в конечностях, артрит, артроз, разрыв сухожилия, теносиновит, боль в костях, миастения, синовит.
	Со стороны мочеполовой системы: нечасто - цистит, никтурия, увеличение молочных желез, недержание мочи, гематурия, нарушение эякуляции, отек гениталий, аноргазмия, гематоспермия, повреждение тканей полового члена; редко - длительная эрекция и/или приа...
	Прочие: нечасто - ощущение жара, отек лица, реакция фоточувствительности, шок, астения, повышенная утомляемость, боль различной локализации, озноб, случайные падения, боль в области грудной клетки, случайные травмы; редко - раздражительность.
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