NMHCTPYKLMA
110 MEAUIIMHCKOMY IIPUMEHEHUIO IIpenapara

BUATPA®

Toprosoe Ha3BaHUe JIEKAPCTBEHHOI0 CPeACTBA: Bnarpa®
MeskayHapoaHOe HEMATEHTOBAHHOE HA3BaHUe: CIIIIeHA(NIT
JlekapcTBenHast ¢opma: TabJIeTKH, TOKPHITHIC TNICHOYHOH 000I0UKOM
Cocras

1 TabneTka, HOKpHITas MJICHOYHOH 000JI0UKOM COAEPIKUT:

AKTHBHOE BEIIECTBO:

cunaeHaduia mutpat (3KkBuBaieHTHO 25 Mr, 50 mr win 100 mr cuiaeHadua)

Bcnomozamenwvuvie sewecmea.

LEJUTI0N03a  MUKPOKpUCTAIIMYecKas, Kamblus rTuapodocdar, KpockapMmenso3a HaTpus,
MarHdsi  CcTeapar; IUIGHOYHas oOoyiouka: omnazapaid romyoorr OY-LS-20921  (comepkut
TUIPOMEIIO3Y, JaKTO3y, TpuaueTuH, TutaHa auokcupa (E171) m anroMuHHEBBINH JIak Ha OCHOBE
unaurokapmuna (E132)) u omaapait mpospaunbiii YS-2-19114-A (comepXKuT THIPOMENIO3Y U
TPHUAIETHH )

K romybomy IUJIECHOYHOMY TOKPBITHIO MOXET ObITh J00aBieHo 10 30 MKI/T BaHWJIWHA W/WIN
OMOTHHA; TPU DTOM COJIEP)KAHUE OJHOTO WM OOOMX KOMIIOHEHTOB B IUIEHOYHOM MOKPBITHH
coctaBut A0 0,75 mxkr, 1,5 mkr u 3,0 Mxr asig 1o3upoBok 25 mr, 50 mr u 100 Mr, COOTBETCTBEHHO.
Onucanue

['onyObie TabyieTKH, MOKPHITHIE TIJICHOYHOW 000JIOUKOM, pOMOOBUIHBIC, CIIETKA JTBOSKOBBITYKIIBIE,
CO Cpe3aHHbIMM M 3aKpYyIJICHHBIMH KpasiMu, Cc TpaBupoBkoil «Pfizer» Ha omHOl cTOopoHE H
«VGR 25», «<VGR 50» nmn «VGR 100» Ha apyroii cTOpoHE, COOTBETCTBEHHO.
dapmakoTepaneBTHYeCKAasl IPYNIA: CPEJCTBO JCUCHUS IPEKTUILHON TUCHYHKITUT —

O J1D35-unrudurop

Kon ATX: GO4BEO3

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

Cungenaduyn — MOIIHBIM CENEKTUBHBIA HMHTUOUTOpP LMKIOTyaHO3MHMOHO(ochar (ul MD)-
cnenuduieckoit hpocoaudcrepassl 5-ro Tumna (GD5).

Mexanusm Oeticmeus

Peanuzanus Qu3nosornyeckoro MexaHu3Ma 3peKLUU CBsi3aHa C BHICBOOOXK/IEHMEM OKCHJA a30Ta

(NO) B kaBEpHO3HOM TeJI€ BO BPEMS CEKCYalTbHON CTUMYJISIIIUU. DTO, B CBOIO OY€pelb, TPUBOIMT K
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yBenu4YeHU0 ypoBHsS 1l M®, mocienymoniemMy pacciabiIeHHI0 TIaAKOMBIIICYHON TKaHH
KaBEPHO3HOTO TeJla U YBEJIMUECHUIO IPUTOKA KPOBH.

Cunpaenadul He OKa3bIBACT MPSIMOTO PACCIIA0JISIONIETO ACUCTBHUS HA M30JIHMPOBAHHOE KAaBEPHO3HOE
TEJI0 4YesoBeKa, HOo ycuiuBaeT 3¢ dekt okcuaa azora (NO) mocpeactBom uHruouposanus OJ135,
KOTOpas OTBETCTBeHHa 3a pacnaj ul M.

Cunnenadun cenektuBeH B oTHoureHud DJ[D5 in vitro, ero aktuBHOCTH B oTHOmieHUH DJD5
MPEBOCXOUT AKTHBHOCTh B OTHOIICHUHM IPYTUX HM3BECTHBIX HM30(epMeHTOB (hocdoaudcTepasb:
D126 - B 10 pa3; ®/ID1 - 6onee uem B 80 pa3; D22, ®AD4, OJD7-O/AD11 - 6onee yem B
700 pa3. Cungenadun B 4000 pa3 6osee cenexktuBeH B oTHomeHun D15 o cpaBHeHuto ¢ ®J[D3,
YTO MMEET Ba)KHEWIee 3Ha4YeHUe, MOCKOobKy DJID3 sBisieTcss 0THUM W3 KJIFOYEBBIX (DEPMECHTOB
peryJsiiui COKpaTUMOCTH MUOKap/a.

Oo0si3aTeJIbHBIM ~ yc10BHeM  3((PEeKTHBHOCTH cHiieHapuia sABJIsieTCs  CeKCyaJlbHasi
crumyJsinus. CunaeHadun BOCCTaHABIMBAET HAPYUICHHYIO 3PEKTUIBHYIO (YHKIMIO B YCIOBUAX
CEKCYaJbHON CTUMYIISIIIUU 32 CUYET YBEJIMUYEHHUS IMPUTOKA KPOBU K KABEPHO3HBIM TEJIaM IOJIOBOTO
YJIeHA.

Knunuueckue oannvie

Kapouonoeuueckue uccredosaruis

[Tpumenenne cuineHadgmwia B jgo3ax g0 100 Mr He TPHUBOIWIO K KIMHUYECKH 3HAYMMBIM
m3MmeHenussM OKI' y 3710poBbIX 100poBONbLIEB. MakcUMallbHOE CHUKEHHME CHCTOJIMYECKOTO
JABJICHUS B TOJIOKEHHUH Jieka Toclie npuema cuiaeHaduna B go3e 100 mr cocraBuno 8,3 mm
pT. CT., @ TUACTOJIMYECKOrO JaBieHus — 5,3 MM pT. cT. bojee BbIpakeHHBIH, HO TaKXe MPEXOAsIIniA
s dexT Ha aprepuansHoe napieHue (AJl) oTMevancs y manyMeHToB, TPUHUMABIINX HUTPATHI (CM.
pasnensl «I[IpotrBonoka3zanusi» u «B3anmoelcTBUE C IPYTUMHU JIEKAPCTBEHHBIMU CPEJCTBAMUY).

B uccnenoBanumn remonuHamudeckoro 3¢ dexra cunaeHaduna B ogHokpaTHo mo3e 100 mr y
14 maneHTOB ¢ TsxKenoi umemuueckoi 6onesnnio cepamna (MbC) (6onee uem y 70 % mnarueHToB
OBLT CTEHO3, M0 KpalHel Mepe, OJHOM KOPOHAPHOUW apTepuH), CUCTOJIUYECKOE U JUACTOIIMUECKOE
JaBJICHUE B COCTOSIHMM MOKOSI yMeHbIIaiock Ha 7 % u 6 %, COOTBETCTBEHHO, a JIETOYHOE
CUCTOJIMYECKOE JIaBJIeHHe CHIDKamoch Ha 9 %. Cunnenadun He BIUSI HA CepACYHBIA BBIOPOC U HE
HapyIIaa KPOBOTOK B CTEHO3WPOBAHHBIX KOPOHAPHBIX apTEPUSIX, a TAKKE MPUBOAUI K YBEIUUCHHUIO
(mpumepHo Ha 13 %) aneHO3MH-UHAYIUPOBAHHOTO KOPOHAPHOI'O MOTOKA KaK B CTEHO3UPOBAHHBIX,
TaK ¥ B MHTAKTHBIX KOPOHAPHBIX apTePHSIX.

B nBoitHoM criemoM maneOOKOHTPOIMPYEMOM HcclenoBaHuu 144 manueHTa ¢ JpeKTUIHHON
muchyHKITMEH 1 cTaOUIIbHOM CTeHOKapaAuel, MPUHUMAIOIIUX aHTHAHTHHAJIBHBIC TIpernapaTsl (KpoMe
HUTPATOB) BBHINOJNHSIN (PU3NUECKHE YINPAKXHEHUS 1O TOTO MOMEHTA, KOTJa BBIPAXKEHHOCTH

CUMIITOMOB CTCHOKApAWHU YMCHBIINJIACK. HpOI[OJ'DKI/ITCJ'II)HOCTB BBIIIOJTHCHHA YIIPA)KHCHUA OblL1a
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noctoBepHo Oosbie (19,9 cexynnm; 0.9 - 38.9 cexyHa) y marueHTOB, MPUHUMABIINX CUJIZICHADUI B
OJTHOKpaTHOH 103¢ 100 Mr 1Mo cpaBHEHHUIO € MALMEHTAMH, MTOJIYYaBIIMMU TIAIe00.

B pangoMu3upoBaHHOM JBOWHOM CIIENIOM IUIAleOOKOHTPOIUPYEMOM HCCIICAOBAHUH HU3ydalld
adpdext mepemeHoit no3bl cwineHadmia (mo 100 mr) y myxumH (n = 568) ¢ 3peKTHIBHOU
JUcyHKIUEeH U apTepuaIbHON TMIEpTeH3UeH, NpUHUMAKOIIUX 0oJiee IBYX aHTUIHMIIEPTEH3UBHBIX
npenapartoB. Cunaenadmn ymydmmi spekiuio y 71 % MyxuuH no cpaBHeHHIO ¢ 18 % B rpymme
iane6o. Yacrora nebmaronpusTHBIX 3((eKkToB ObUla CpaBHMMA C TaKOBOH B APYTrUX TIpyIIax
HAIMEHTOB, TAK K€ KaK Y JIUL, IPUHUMAIOLIUX 00Jiee TPeX aHTUTUIIEPTEH3UBHBIX IIPENapaToB.
Hccnedosanus 3pumenbHbviX HapyuleHull

Y HEKOTOpHIX ManuMeHTOB uepe3 | vac mocne mpuema cuiaeHadmia B go3e 100 Mr ¢ momomiso
tecta ®DaprcBopra-Myncenst 100 BbIABIEHO JIeTKOE M TPEXOAAIIee HAapyUICHHE CIIOCOOHOCTH
pasinyaTth OTTEHKU IBeTa (cuHero/3eneHoro). Yepes 2 wyaca mocie mpuema mpenapara 3TH
U3MEHEeHHUs OTcyTcTBOBaM. CuMTaercs, 4YTO HapylIeHHE IBETOBOIO 3PEHHUS BbI3bIBAETCS
uHruOuposanueM ®J[D6, xoropas ydyacTByeT B INpOILECCE Mepefaud CBETa B CETYaTKe IJasa.
Cunnmenaguyn He OKas3plBAI BIMSHUS Ha OCTPOTY 3pEHHS, BOCHPUATHE KOHTPACTHOCTH,
3JIEKTPOPETUHOTPAMMY, BHYTPUIJIA3HOE JABJICHUE UM JUAMETp 3pauKa.

B  nnaneGOKOHTpOIMpyeMOM  IEpEeKpPeCTHOM  MCCIEJOBAaHMU  MNAIMEHTOB C  JIOKa3aHHOM
pPaHHEBO3PACTHOM MaKyJsIpHOU AereHepanuend (n = 9) cunnenadun B ogHokpaTHo o3¢ 100 mr
nepeHocuics xopomo. He ObUTo BBISBICHO HUKAKUX KIMHMYECKH 3HAYMMBIX U3MEHEHUN 3pEHHS,
OLICHUBAEMbIX [0 CHEIMaIbHBIM BHU3yaJbHBIM TecTaM (OCTpOTa 3peHus, peuerka Amciep,
I[BETOBOE BOCIIPUATHE, MOACTUPOBAHUE POXOKICHHUS 1[BETA, IepUMeTp XdaMpU U POTOCTpECC).
Ippexmusnocmo

D¢ hekTUBHOCTh U 0€30MacCHOCTh cuiiieHaduia OlIeHUBaIM B 21 paHAOMU3UPOBAHHOM JBOWHOM
CJIETIOM  IJIalle0OKOHTPOJIUPYEMOM HCCIEIOBAaHUM TPOJOKUTENIBHOCTBIO 70 6 MecsleB Yy
3000 manmenToB B Bo3pacte oT 19 no 87, ¢ 3pekTuiabHON AMCHYHKIMEH pa3IUdHOW ITHOJIOTUU
(opraHu4eckoi, TICUXOT€HHOM WM cMelaHHoW). OQQEeKTUBHOCTh Mpenapara OLIEHHUBAIU
r100abHO C HCIIOJB30BAHMEM JTHEBHHKA JPEKIHH, MEXIYHApPOJAHOTO HWHAEKCA JPEKTHIILHOU
byHKIMY (BaIUIMPOBAHHBIN OMPOCHUK O COCTOSIHUU CEKCYaJIbHBIN (DYHKIIMK) U OTIpoca MapTHEpA.
O¢ddexkTuBHOCTH cHuIAeHadUIA, ONpeaesieHHass KaK CIIOCOOHOCTb JOCTHraTh M TOAJEPKHUBATH
APEKIINIO, TOCTATOYHYIO ISl YAOBJIETBOPUTEILHOTO MOJIOBOTO aKTa, OblIa IPOIEMOHCTPHUPOBAHA BO
BCEX TIPOBENECHHBIX HCCIENIOBAHHUAX W ObLIAa TOATBEP)KACHA B JOJITOCPOUYHBIX HCCIIETOBAHHSIX
OPOJOIDKUTENBHOCTEIO |1 rox. B wHcciaenoBaHusx ¢ mHpUMEHEHMEM (DPUKCHPOBAHHOW  JTO3BI
COOTHOILIEHUE MAIMEHTOB, COOOIIMBIINX, YTO TEPAIUs YIYyULIMIa UX PEKILHUI0, COCTABIIIO: 62 %
(mo3a cunpenaduna 25 mr), 74 % (no3a cunnenadumna 50 mr) u 82 % (mo3a cunaenaduia 100 mr)

o cpaBHeHUIO ¢ 25 % B rpymnme mianedo. AHalW3 MEXKIYyHApOJHOTO HMHJIEKCAa SPEKTHIIbHOMN
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GYHKIIMM TOKa3all, YTO JOMOJHUTEIBHO K YIYYUICHHIO 3PEKLUU JIEYeHHE CUIeHA(UIOM TaKke
MOBBIINIATO KAYeCTBO Opra3ma, Mo3BOJISUIO JOCTUYD YAOBJIETBOPEHHS OT IOJOBOTO aKTa U OOIIEro
YZIOBJIETBOPEHMUS.

CornacHo 000OIIEHHBIM JaHHBIM, CPEId MalUEeHTOB, COOOIIUBIINX 00 YIYUIICHUH IPEKIUU MPU
nedeHun cwigeHadguwiom Obutn 59 % OompHBIX amaberoMm, 43 % TaIMEHTOB, IMEPEHECIIUX
paZvKaJIbHYI0 IIPOCTATIKTOMUIO U 83 % MalueHTOB C MOBPEXIECHUSMHU CIIMHHOIO MO3ra (IIpOTUB
16 %, 15 % u 12 % B rpymnme miamne6o, COOTBETCTBEHHO).

DapmakoKkunemuxa

®dapMaKOKHHETHKA CUJIIeHaduiia B peKOMEHIyeMOM JIhara3oHe 103 HOCUT JIMHEHHBIN XapakTep.
Bcacvisanue

[Tocne mpuema BHYTph cuiiaeHapmin OBICTPO BcachiBaeTcs. AOCONIOTHasS OWOIOCTYIMHOCTH B
cpeaneM cocrasisieT 0okoio 40 % (ot 25 % 1o 63 %). In vitro cungenadun B KOHIEHTPAIMHA OKOJIO
1,7 ar/mMn (3,5 uM) nonaBnsier aktuBHOCTh DJ[D5 uyenoexka Ha 50 %. Ilocrme omHOKpaTHOTO
npuema cuineHapmia B go3e 100 Mr cpemHsss MaKCHMaibHas KOHIIGHTPALUs CBOOOJHOTO
cwineHaduina B mwiazmMe KpoBH (Cmax) MyxduuH coctaBisier okoyio 18 ar/mi (38 HM). Chax Tipu
npueMe cuiiaeHaduiIa BHyTph HATOMIAK OCTUTAeTcs B cpeqHeM B Teuenue 60 mun (ot 30 MuH 10
120 mun). [Ipu mpueme B COYETaHUU C KUPHOM MUIIEH CKOPOCTh BcachiBaHUsl CHIDKACTCS: Cmax
yMeHbIIaeTcsi B cpeaHeM Ha 29 %, a BpeMs JAOCTHXKEHUS MakcuMmaibHOW KOHUEHTPAuuH (Tmax)
yBenu4uBaeTcs Ha 60 MUH, OJJHAKO CTETEHb a0COPOIMH JOCTOBEPHO HE M3MEHSETCs (TIJIOMIAIb MO
(bapmakokuHeTH4YeCKOM KpruBOil KoHIeHTpauus-BpeMs (AUC) cHmxkaercs Ha 11 %).
Pacnpeoenenue

O0beM pacnipeienieHus cuiiieHapuiIa B paBHOBECHOM COCTOSIHMM COCTaBJISeT B cpegHeM 105 .
CBs13b cuiieHaduiIa U €ro OCHOBHOTO IUPKYJIUPYIOMIETO N-IeMEeTUIILHOTO MeTaboIuTa ¢ OenKaMu
IUIa3Mbl KPOBU COCTaBIISIET OKOJIO 96 % M He 3aBUCHUT OT oOIIel KOHIIEHTpaluu mpenapara. Menee
0,0002 % no3sl cungeHaduna (B cpeaneM 188 Hr) obHapyxkeHO B crepMe uepe3 90 MuH mocie
npuemMa npernapara.

Memabonusm

Cunnenapun Metabonu3upyercs, IJaBHBIM 0o0pa3oM, B MEYEHH MOJ AeWCTBUEM H30(epMeHTa
utoxpoma CYP3A4 (ocHoBHOI myTh) U m3odepmenta nutoxpoma CYP2C9 (MUHOpHBIN MyTh).
OCHOBHOM  UUPKYJIUPYIOUIMH  akTUBHBIA ~ MeTabonut, oOpasymoomuiics B pe3ylbTare
N-gemeTunupoBanusi cuiaeHaduna, noasepraercs gaibHenmemMy MeradbonuzMy. CelneKTHBHOCTh
neicTBusl 3TOoro merabonura B otHoumeHMH PJID comocraBuMa ¢ TakOBOH cuineHaduia, a ero
akTHBHOCTh B oTHomeHnu ®/ID5 in vitro cocrasmser okono 50 % akTUBHOCTH cuIieHadUIIA.
KoHnentpanus metabonuTa B Ijia3Me KPOBH 3I0POBBIX TOOPOBOJIBIEB cocTaBisiia okoio 40 % ot

KOHIIGHTpanuu  cuijaeHaduna. N-IEMETHIbHBIM  METaOOJUT  TOABEPraeTcs JajdbHEHIIemMy
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MeTabonu3my; nepuoy ero noayseiBeaeHus (T12) cocTaBiseT okoio 4 yac.

Buviseoenue

OO6muii knuperc cungeHaduna cocrapnser 41 n/gac, a koneunsld T1, - 3-5 uac. Ilocne mpuema
BHYTPb TaK)K€ Kak M0OCJe BHYTPUBEHHOTO BBEJCHUS CUJICHa(UI BHIBOAUTCS B BUJE METAOOIUTOB,
B OCHOBHOM, KHIIEYHUKOM (0kojo 80 % mepopanbHOW H03bl) U, B MEHbIIEH CTENEHHU, MOYKaMU
(okomo 13 % nepopanbHOii 10361).

(DaDMaKOKI/IHeTI/IKa Yy 0CO0BIX T'PVYIII ITAITMCHTOB

Tooicunvie nayuenmoi

Y 3710pOBBIX MOXWUIBIX MAIMEHTOB (CTapimie 65 JeT) KIUpEeHC cuiaeHapuia CHHUXKEH, a
KOHLEHTpalusi cBOOOJHOTO cuiijieHaguia B Iula3Me KpoBu npuMepHo Ha 40 % Bbliie, 4em y
mosonsix (18-45 ner). Bo3pacT He oOKa3bpIBaeT KIMHUYECKH 3HAYUMOTO BJIMSHUSA HA YacTOTY
pa3BUTHs TOOOYHBIX AP(HEKTOB.

Hapywenus ¢pynxyuu novex

[Tpu nerkoii (kmmpenc kpearnauHa (KK) 50-80 mn/mun) 1 ymepennoit (KK 30-49 mu/mMuH) crenenn
MOYEYHOW HEAOCTaTOYHOCTH (hapMaKOKMHETHKA CuieHaduia TOcCie OJHOKPATHOTO IpHeMa
BHYTpPb B 03¢ 50 Mr He u3mensiercs. [lpu Tsokenoit moueunoit Hegocrarounoct (KK < 30 mu/muH)
KJIMpPEHC CcuijeHa(uiaa CHIXKAeTCs, 4TO MPHUBOAMT K IPUMEPHO JBYKPATHOMY YBEIHMUEHHIO
3HayeHuss AUC (100 %) 1 Cax (88 %) 10 cpaBHEHHIO ¢ TAKOBBIMH MTOKa3aTEIIMH ITPH HOPMAJIbHON
(GYHKIMY MOYEK y NAlMeHTOB TOH k€ BO3PACTHOM rPyIIIBI.

Hapywenus ¢pynkyuu nevenu

VY nauueHToB ¢ 1uppo3oM neueHu (kmaccel A u B mo knmaccudukanuum Yaitng-Ilsio) kinmpenc
cunjeHaduIa CHUXKAeTCs, 4To MpuBOIUT K noBeimieHUto 3HaueHus AUC (84 %) u Cmax (47 %) 1o
CPaBHEHMIO C TAKOBBIMHU IOKA3aTeNIIMU MPU HOPMAJIbHOM (YHKLMU MEYEHHU y MAIlMEeHTOB TOM ke
BO3pacTHOM rpynnbl. PapMakoKMHETHKA cuiieHaduina y OOJbHBIX C TSDKEIBIMU HApYyLIEHUSIMU

¢yukun neyenu (kiacc C no kinaccuukauuu Yaina-I1pr0) He usyyanace.

Iloxka3zaHus K NIPUMEHEHHIO
Jleyenne HapyIIeHUN DSPEKIUH, XaPAKTEPU3YIOMIUXCS HECIMOCOOHOCTHIO K JOCTHXKCHHIO WIIH
COXPAaHEHHIO dPEKIUU IOJIOBOTO YIEHA, JOCTaTOYHOM ISl YAOBIETBOPUTEIBHOIO IIOJIOBOTO aKTa.

Cunoenagun 3¢ppekmueen monvKo npu ceKCyanbHoOU CHUMYIAYUU.

IIporuBonokazanus
[ToBbIIIEHHAS! 9YBCTBUTEIBHOCTD K CHIIIEHA(DMITY HIIH K JITIOOOMY IPYroMy KOMIIOHEHTY Iperapara.
[IprMeHeHre y MaleHTOB, NOJYYarOUX TOCTOSHHO WM C IIEPEPBIBAMU JOHATOPHI OKCUIA a30Ta,

OpraHMYeCKHe HUTPAThl MM HUTPUTHI B JIIOOBIX (hopMax, IOCKOJIBKY CHIIZICHa(UI yCHUIMBAET
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TUIIOTEH3UBHOE AECHCTBUE HUTPATOB (CM. pasaen «B3ammopneicTBue ¢ IpyruMu JI€KapCTBEHHBIMU
CPEICTBAMU»).

CoBmectHOe mpuMeHeHHe HHTHOMTOpoB @DJID5, Bruouas cuigeHaduil, CO CTUMYIATOPAMHU
IyaHWIATIMKIIA3bl, TAKUMH KaK PUOLIUIYaT, TaK KaK 3TO MOXET MPUBOAUTH K CUMITOMATUYECKON
TUIIOTEH3HH.

BesomacHocTh W 3(h(EeKTHBHOCTS Tpenapata Buarpa® mp COBMECTHOM NPHMEHEHHH C APYTHMH
CPeACTBaMHU JICYCHUs HAPYIICHUH S3PEKIUH HE HU3YyYAIUCh, MOATOMY MPHUMEHEHHE MOJI00HBIX
KOMOWHAIUKA HEe peKkoMeHyeTcs (cM. pasaen «OcoObie yKa3zaHus»).

HenepeHoCMMOCTb JaKTO3bI, JEPULHNT JIAKTA3bI, ITIIOKO30-TAJIAKTO3HAsI ManbaOCcopOLusl.

Tsoxenast nedeHoyHast HefyocTaTtoyHoCTh (Kiace C no kiaccudukammu Yaina-I1e10).
OnHOBpEMEHHBIH PHEM PUTOHABHPA.

Tsokenble  cepAeyHO-cOCyIUCTble — 3abosieBaHUs  (TsDKenas — cepliedHas  HEJOCTaTOYHOCTb,
HecTaOWJIbHasl CTEHOKap/usl, NEPEHECEHHbIE B TEUCHHUE MOCIEJAHUX IIECTH MECSLEB MHCYJIbT WIH
UH(APKT MUOKap/a, KHU3HEYrpoXKawlye aputMmuu, runeprensus (Al > 170/100 MM pr. cT.) wiu
aprepuanbHas runotensus (Al menee 90/50 MM pr.ct.)) (cM. pazaen «OcoObie yKazaHHs»).
[TaumMeHTsl ¢ SHU30aMM  Pa3BUTHUS HEAPTEPUUTHOM MepeHeld MIIeMHUYecKoM HelponaTuu
3pUTEIBHOIO HEPBA C OTEpEl 3pEHNUs B OJJHOM IJ1a3y.

HacnenctBeHHbIl TUTMEHTHBIA PETUHHT (CM. paznen «OcoObie yKa3zaHUs).

ITo 3aperiCTPUPOBAHHOMY ITOKA3aHHIO Tperapat Buarpa® He mpejHasHAYeH U NPHMCHCHHS Y
nereu 1o 18 mer.

[0 3aperncTpUpPOBAHHOMY MOKA3aHHIO mpernapar Buarpa® He mpenHasHaueH s MPHMEHEHHS y

JKEHIITH.

C 0CTOPOKHOCTHIO

AHaromuueckas nedopMaiusi MOJIOBOTO 4ieHa (aHTYISIIHS, KaBEpPHO3HBIM (uOpo3 min 0one3Hb
[Teiiponn) (cM. paznen «OcoOble yKazaHusm»).

3a0osneBaHus, MpeIpacroiaralonifie K Pa3BUTHIO MpHanmu3Ma (CeprnoOBHIHO-KIETOYHAs aHEMUS,
MHO>KECTBEHHAsI MUeIIoMa, JIeiik03, TpomboruTemusi) (cM. pasaen «Ocodbie yKazaHUs»).
3aboseBaHus, CONPOBOXKAAIONINECS KPOBOTECUCHHEM.

S13BeHHast 0OJIE3HB JKENTYIKA U IBEHAANATUIIEPCTHON KHUIIKU B CTAAHHA 00OCTPEHUSI.

Hapymienust pyHKIMN TIEUCHH.

Tsoxenas noueunas Henocrarounoctb (KK menee 30 mu/muH).

[TarueHTHI € SMU30J0M pa3BUTUA TEPEAHEH HEAPTEPUUTHONW HIIEMUYECKOW HeWporaTuu
3pUTETHLHOTO HEPBa B aHaMHe3e (cM. pazien «OcoOblie yKa3aHus).

OHOBpEMEHHBIN MpreM 0J10KaTOPOB anb(ha-aApeHOPEIEITOPOB.
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BepeMeHHOCTb H MEepUuoOA JIaKTallun

ITo 3apCruCTPUPOBAHHOMY IMOKA3aHUIO MIpCrapaT HE NIPEAHA3HAYCH JJIA IIPUMECHECHUA Y X KCHIUH

Cnocod npuMeHeHus U 103bl

BnyTps.

Pexkomenayemasi 103a aisi GONBIIMHCTBA B3POCIBIX MAIMEHTOB cocTaBisieT 50 Mr mpumepHo 3a
1 yac no cexcyanbHOl akTUBHOCTU. C yueToM 3(h(PeKTUBHOCTH U IEPEHOCUMOCTH 1032 MOKET ObIThH
yBenudeHa 10 100 Mr wiam cHuxkeHa 10 25 mr. MakcuMmasnbHas peKOMEHayeMas /1032 COCTABIISIET
100 mMr. MakcumanbpHasi peKOMEHyeMasi KpaTHOCTb IPUMEHEHHUS - OJIUH pa3 B CYTKHU.

Hapywenus ¢pynkyuu novex

[Ipu nerkoil m cpenHeTspkenoil crenmeHu modedyHord HemoctatouHoctd (KK 30-80 wmu/mun)
KOPPEKTUPOBKA JI03bI HE TpeOyeTcs, mpH Tsbkenon modeuHor Hemocrarounoctn (KK < 30 mur/mun)
— 103y cuiiieHaduiIa CIeyeT CHU3UTD /10 25 MT.

Hapywenus ¢pynkyuu nevenu

[TockonbKy BBIBEACHHE CHIJeHa(MIa HapylmiaeTcsl y TMAaleHTOB C IOBPEXKICHUEM I€YCHH
(B 9aCTHOCTH, TIpH LEPPO3¢), 03y Ipenapara Buarpa® ciexyer CHU3HTB 10 25 MT.

Coemecmnoe npumenenue ¢ Opy2umu 1eKapCmeeHHbIMU CPeOCmeamu

CoBMecTHOE NMPUMEHEHHE C PUTOHABUPOM HE peKoMeHayercs. B moboM ciiyuae mMakcuManbHas
n03a mperapata Buarpa® HE TpH Kakux 0OCTOATENbCTBAX HE JOJDKHA MPEBBIIATh 25 MT, a
KpaTHOCTh npuMeHeHus — 1 pa3 B 48 uac (cMm. pasgen «BzaumopeiictBue ¢ Apyrumu
JIEKapCTBEHHBIMU CPEACTBAMMY).

[Ipy coBMecTHOM TpUMEHEHUM C MHruoutopamu uszopepmenta muroxpoma CYP3A4
(9PUTPOMHUIINH, CAKBHHABHD, KETOKOHA30J, HTPAKOHA30I) HadalbHas 103a mpenapata Buarpa®
JOJDKHA COCTaBIATh 25 Mr (cM. pasgen «BzaumoneiictBue ¢ ApYyrUMH  JIEKapCTBEHHBIMU
CpeICTBaMm»).

YroObl CBECTM K MHHMMYMY pPHCK pa3BUTHS TMOCTYpalbHOM THIIOTEH3MH Yy TalUEHTOB,
PHHIMAIOIINX 0-aAPEHOBIOKATOPHI, IPHEM TperapaTa Buarpa® ciiemyer HAUHHATB TOIBKO TOCTIE
JOCTHKEHUS] CTa0WIM3allud TeMOJAMHAMUKH y 3THX NanueHTtoB. ClenyeT Takke pacCMOTpPETh
11€J1eCO00Pa3HOCTh CHUKEHUSI Ha4alIbHOM /103bI cruiieHadmia (cM. pa3zaensl «Ocobble yKkazaHus» U
«B3aumopelicTBue ¢ APYrUMH JIEKapCTBEHHBIMH CPEJICTBAMU).

Tloowcunvie nayuenmoi

KoppeKTHpoBKa 10351 nperapata Buarpa®™ He TpeGyercs.
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ITob6ouHoe neiicTBHE

Haunbosnee yacteimu mo6ouHbIMU 3(PpPekTamMu ObUTH TOJIOBHASL OOJIb U «IIPUITHBBD.

O6buHO 10GOUHBIE 3(dexTs mpemaparta Buarpa® ciabo Wi yMEpeHHO BBIDQKEHBI M HOCST
NPEXOISIIUI XapaKTep.

B wuccrnenoBanusx ¢ mpuMeHeHHEM (UKCHPOBAHHOM /03Bl MOKAa3aHO, YTO YacTOTa HEKOTOPBIX
HE)KEJaTENbHBIX SBJICHUH MOBBIIIAETCS C YBEITUUYEHUEM JI03bI.

YacToTa HeXenaTeIbHBIX peaKHI/Iﬁ ImpeacrasijicHa 1o CJ'ICI[}’IOH_[Cﬁ KJIaCCI/I(i)I/IKaI_[I/II/IZ

OueHnb 4acTo >10 %

Yacrto >1 % u<10%

Heuacto >0,1% u<l%

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

OdeHb penko <0,01 %

YacroTa HEU3BECTHA HEBO3MOYKHO OIPE/CIUTh Ha OCHOBE UMEIOIIUXCS TAHHBIX

Co cmopoHbl UMMYHHOU cUCIEMbL: HEYacmo - PEAKIIMH IOBBIILIEHHON YyBCTBUTEIBHOCTH (B T.4.
KO>KHasl CHITb), aJUIEPTUIECKUE PEAKIIUH.

Co cmoponuvl opzana 3penua: uacmo - 3aTyMaHEHHOE 3pEHME, HAPYIIEHUE 3PEHUs, IUaHOICHS;
Heuacmo - 00J1b B riazax, (GorodoOusi, ¢oromncus, XpoMmarorncus, NOKpAaCHEHUE TIJa3/UHBbEKIINU
CKJIEp, U3MEHEHHE SIPKOCTH CBETOBOCIIPUSTHSI, MUIPHA3, KOHBIOHKTHBUT, KPOBOMBIIMSIHAE B TKaHU
r7a3a, KarapakTa, HapylIeHHE PadOTHI CIIE3HOTO amIapara; peoko - OTeK BEK M IPUJIETaloIINX
TKaHel, OIIyIleHHWe CyXOCTH B IJla3aX, HaJM4yhe paayKHBIX KPYroB B IIOJI€ 3PEHHUS BOKPYT
UCTOYHMKA CBETa IOBBIIIEHHAs YTOMJSEMOCTb IJla3, BHJIEHHE NPEIMETOB B HKEJITOM IIBETE
(kcaHTOIICHUS), BUJICHHUE IPEIMETOB B KPAaCHOM IIBETE (IPUTPOICHS), TMIEPEMUSI KOHBIOHKTUBBI,
pa3apaxeHue CIU3UCTON 000JIOUKH IJ1a3, HEMPUATHBIE OLIYIIECHUS B IN1a3aX; YaCMoOma Heu38ecmuda
- HeapTepuuTHas MepeJHssl HIIeMHUYecKas HEeBpOnaTHs 3pUTEIbHOIO HEpBa, OKKIIO3MS BEH
ceTyaTkH, Ae(eKT mojei 3peHus, AUIUIONUS™*, BpeMEHHAs MOTeps 3pEHUs] UM CHI)KEHUE OCTPOTHI
3pEeHHs, TIOBHIIIICHIE BHYTPUTIA3HOTO JABIICHHS, OTEK CETYATKH, 3a00JI€BaHUsI COCYIOB CETYATKH,
OTCJIOMKA CTEKJIOBUAHOIO TeJla/BUTPEAIbHAS TPAKIHS.

Co cmoponwl opzana ciyxa: Heuacmo - BHE3AIIHOE CHIDKEHHE WM MOTEps CilyXa, IIyM B yIIax,
60J1b B yIIax.

Co cmoponwt cepoeuno-cocyoucmoil cucmempl: 4acmo - «IIPWINUBBDY; Heuacmo - TaXUKapaus,
OIIyIIICHUE CepIIieOneH s, CHIKCHHE apTePHaIbHOTO JaBIICHUS, YBETMUCHHE YAaCTOTHI CEPICUHBIX
COKpAIlleHU#, HeCcTaOWIbHAsT CTEHOKApHsl, aTPUOBEHTPUKYISApHast Olokana, WH(GApKT MUOKapa,

TpOM603 COCYHOB I'OJIOBHOI'O MO3ra, OCTaHOBKa CCpAla, cepacuHass HCAOCTATOYHOCTb, OTKJIIOHCHHU A
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B IIOKa3aHUAX 3JIEKTPOKApAMOTPaMMBbI, KapJUOMHUOMNATHS, pedko - (GUOPWLIALUSA TNpercepui,
BHE3aIIHAs CeplieUHasi CMEPTh *, KEy10UKOBasi ApUTMUI ™.

Co cmoponsl Kposu u tumpamuueckoit cucmempvl: Heuacmo - AaHEMUs, JICHKOIIEHUS.

Co cmoponvl obmena 6ewjecmé u RUMAHUA: Heyacmo — OILYIIEHUE XXaXKIbl, OTCKH, IOJArpa,
HEKOMIIGHCUPOBAHHBIA  caxapHbli  AMaber, TUIEpVIMKeMus, IMepuQepudyeckue  OTEKH,
TUIEPYPUKEMHUSL, TUTIOTJIMKEMMSI, TUIIEPHATPUEMUS.

Co cmoponsl OvixamenvHOU CUCHEMbl: Yacmo - 3aJ0KEHHOCTb HOCA; Heuacmo - HOCOBOE
KPOBOTEUCHHME, PUHHUT, acTMa, JUCIIHOD, JIAPUHIUT, (apUHTUT, CUHYCHT, OPOHXMT, YBEJINYECHUE
o0beMa OTAEIIEMON MOKPOTHI, YCUJICHHE KAlllIs; peoKo - YyBCTBO CTECHEHHUS B ropiie, CyXOCTh
CIIM3UCTON 000JIOUKH MOJIOCTH HOCA, OTEK CIU3UCTOM 00O0JIOUKH MOJIOCTH HOCA.

Co cmoponsl HcenyO0oOuUHO-KUWIeUHo020 mpaKma: 4acmo - TOIIHOTA, IUCIEIICUS;, Heuacmo -
ractpos3odareanbHas peduitokcHas 00s1e3Hb, PBOTa, 00JIb B 00JACTH KHUBOTA, CYXOCTh CIU3UCTON
000JIOYKH IOJIOCTH PTa, INIOCCUT, THHIUBUT, KOJIUT, AUC(harus, racTput, raCTpO’HTEPUT, 330(arur,
CTOMAaTHT, OTKJIOHCHHE «IICYCHOYHBIX» (YHKIMOHAIBHBIX TECTOB OT HOPMBI, PEKTaJIbHOE
KPOBOTEUYEHHE; peOKO - TUIIECTE3US CIIN3UCTON 000JI0UYKH MOJIOCTH PTa.

Co cmoponbl onopno-0guzamenvrno2o annapama: yacmo - 00Jb B CIIMHE;, Heuacmo - MHUAITUA,
001b B KOHEYHOCTSIX, apTPUT, apTpO3, pa3pblB CYXOXKWIHSA, TEHOCHHOBMUT, 0O0Jb B KOCTSX,
MHUACTEHUSI, CHHOBMUT.

Co cmoponsl mouenonoeoi cucmemsvl: Heuacmo - IUMCTUT, HUKTYPUS, YBEIMYEHHE MOJIOYHBIX
JKele3, HEJNEp)KaHUEe MOYM, I'eéMaTypus, HapylIeHHE DJAKYJSALUH, OTEK TeHUTAIWN, aHOPra3Mmus,
reMaTocrepMus, MOBPEXJICHUE TKaHEH MOJOBOr0 WIEHA; peoko - JUIMTENbHAas SPeKUus W/WiIn
IpPUATIN3M.

Co cmoponvl yenmpanvHoll u nepugepuueckoil HePeHOIl CUCHIEMbL: OYeHb YACMO - TOJIOBHAs
0011b; uacmo - TOJOBOKPY)XEHHUE, Heuacmo — COHIWBOCTb, MUIPEHb, aTaKCHs, TUIEPTOHYC,
HEBpaIrusi, HeWpomaTus, NapecTe3usi, TPeMop, BEPTUTO, CHUMIITOMBI JIENPECCHH, OECCOHHMIIA,
HEOOBbIUHbIE CHOBMJIEHUS, MOBBIIIEHNE pe(dIeKCOB, THUIECTE3Us; pedKo - CylAOpOru™, MOBTOpPHBIE
cynoporu®, oOMOpoK.

Co cmoponsl Kodxcu u nOOKOMCHbIX MKaHell: Heuacmo - KOXHas Chlllb, KpalMBHUIIA, POCTON
reprec, KOXHbIN 3yJ, MOBBIILIEHHOE MOTOOTACIEHUE, U3bA3BICHNE KOKU, KOHTAKTHBIM J€pMaTHT,
9KC(OIMATUBHBIN JEPMATHUT; uacmoma Heuzsecmua - cuipom CTtruBeHca-/[KOHCOHA, TOKCUYECKHI
AMUAEPMAIIBHBIA HEKPOJIH3.

Ilpouue: neuacmo - ourylieHue xxapa, OTeK JIUIa, peakuus (poToUyBCTBUTEIBHOCTH, IIIOK, ACTEHUS,
MOBBIIIIEHHAs] YTOMIIIEMOCTh, 00JIb PA3MTUYHON JIOKaIM3alMU, 03HOO, Clly4yaifHble majeHus, 00Jb B
o0JacTu rpy/AHOM KJIETKH, CIIy4aiiHble TPABMBbI; peOKO - pa3paKUTEIIbHOCTD.

* [To6ounbIe 3 heKTHI BBISIBIICHHBIE BO BPEMsI TOCTMAPKETHHTOBBIX MCCIICIOBAHUMN.
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Cepoeyrno-cocyoucmole 0CI0HCHEHUS.

B xo1e mocTMapKeTHHIroBOrO MPUMEHEHUS crilieHa(uiIa Ui JIeYeHUs SPEKTHIBHON TUCHYHKINN
€000111aJ7I0Ch O TAKUX HEXKEJIATENIbHbIX SIBJICHUAX, KaK TAXKEJIbIE CEPAEUHO-COCYIUCThIE OCI0KHEHUS
(B T.4u. uHGpapKT MuHOKapAa, HecTaOWibHAas CTEHOKAapJus, BHE3alHas cepAeyHas CMepTh,
JKEIIyOYKOBasi apUTMHUs, TIEMOPPAaru4eCKUil MHCYNbT, TPaH3UTOpHAs MIIEMHYECKas araka,
TUIEPTEH3Us U TUIMOTEH3MsI), KOTOpbIE MMENM BPEMEHHYIO CBs3b C MPUMEHEHHEM CuieHaduia.
BonbmMHCTBO 3THX MAalMEHTOB, HO HE BCE M3 HUX, UMENU (PaKTOPBI PUCKA CEPACYHO-COCYIUCTHIX
OCJIOXKHEHUH. MHoOrue mu3 yKa3aHHbIX HEXEJATeNbHbIX SBJICHUN HAOJIOJAINCh BCKOpE IOCIe
CEKCyallbHOM aKTUBHOCTH, M HEKOTOpPblE M3 HUX OTMEYaJIMCh IOCIIE NpHeMa cuiaeHadpwmia 0e3
IIOCJIEYIOIIEH CEKCyallbHOM aKTMBHOCTH. He mpencraBiisieTcs BO3MOXKHBIM YCTAHOBUTH HaJIM4HE
IIPSAMOM CBSI3M MEXIY OTMEUYABIIMMUCS HEXKEJIATECIbHBIMU SIBJICHUSAMHU U YKa3aHHBIMU WJIM UHBIMU
dakTopamu.

3pumenvHule HapyuieHus

B penkux ciydasx BO BpeMs MOCTPETMCTPALlMOHHOIO IMpUMEHEHus Bcex uHrubutopos ®JID5, B
TOM 4HCIe cuineHaduaa, cooOman O HEApTEPUHTHON MepelHed HIIEMHYEeCKOH HEBPOIATUU
spurenbHoro Hepsa (HIITMH3H) - peaxom 3a0oneBannu v MpUYMHE CHIDKCHUS HUIA TTIOTEPH 3PSHHUSL.
VY GONBIIMHCTBA M3 3THX MAIMEHTOB OBbUIM (PaKTOPHI PUCKA, B YACTHOCTH CHIKEHHE OTHOLICHHUS
JIMaMeTPOB HKCKABAIMK M JTUCKA 3pUTEIBHOI0 HepBa («3aCTOMHBIN JUCK»), Bo3pacT crapuie 50 e,
caxapHblii 1uaber, rUIepTeH3us, uieMuueckas 0oJie3Hb ceplla, TMIepIunuaeMus U KypeHue. B
00cepBallMOHHOM HCCIIEOBAHUN OIICHMBAJIM, CBS3aHO JIM HEJaBHEE INPUMEHEHHE IpenapaTroB
kinacca uHruoburopos DAD5 ¢ octpeiv Hawamom HIIMH3H. Pesynprartel yka3plBaloT Ha
npubim3uTensHo  2-KpatHoe moBblmieHne pucka HIIMH3H B mpenmenax 5 mepuoznos
MOJIYBBIBEJIEHUS Tociae mnpuMmeHeHuss wuHruouropa @DJ[35. CormacHo omyOIUKOBaHHBIM
JUTEpaTypHbIM JlaHHBIM, TroauuyHas uyactota Bo3HMkKHOBeHHMs HIIMH3H cocraBmser 2,5—
11,8 cayuaes na 100000 myxumH B Bo3pacte =>50yer B ob0wmeil nomymsauuu. Cremyer
PEKOMEHJI0OBaTh MAalUeHTaM B CJIy4dae BHE3allHOW IOTEpU 3PEHHUS IPEKPATUTh TEPAIUI0
cuijieHaduIOM U HEMEUIEHHO IMPOKOHCYJIBTUPOBAThCA € BpayoM. JIMia, y KOTOPBIX YXke ObLI
cnydyait HIIMH3H, umeror nmossimeHHbil puck peuuana HIIMH3H. Ilostomy Bpauy ciemyer
O0OCYIMTh JaHHBIA PUCK C TAKMMHU MAllMEHTAMH, a TaK)Ke 00CYIUTh ¢ HUMHU MOTEHIUAIbHBINA IIaHC
HeOJIaronpusaTHOro Bo3AelcTBUS uHrHOMTOpoB @DJI35. Huruburoper ®/ID5, B TOM umucie
cunjieHadui1, y TaKuX MAalMEeHTOB CIEAYeT MPUMEHSITh C OCTOPOKHOCTHIO U TOJBKO B CUTYalUSX,
KOIZIa OKUJaeMasi oJjib3a NEPEBEIINBAET PUCK.

IIpu wucnosnp30BaHMM  Ipenapara BHarpa® B J103aX, IPEBBIIABIINX PEKOMEHIYyEMBIE,

HE)KeIaTeIbHEIE IBIEHNS ObUIH CXOJHBbIMH C OTMCUYCHHBIMMU BBIIIC, HO O0OBIYHO BCTPCHATIUCH Yalc.
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Ilepeno3upoBka

IIpu oxHOKpaTHOM mpUeMe IIpenapara BHarpa® B 03¢ 110 800 Mr HexenarenabHbIe SBICHUS ObUIH
TaKUMHU e, KaKk M IpU INpueMe Ipenapata B 0Oojiee HU3KMX [03aX, HO BCTPEYAIUCh Yalle.
[Tpumenenue no3b1 200 Mr He NPUBOAMIO K IOBBIMEHHIO 3(eKTUBHOCTH mpenapara, OAHAKO,
4acToTa MOOOYHBIX peakuuil (rojoBHas OOJb, «IPWIMBBD, TOJOBOKPY)KEHHE, UCIIEIICHS,
3aJI0’)KEHHOCTb HOCA, HapyIIEHHUE 3pEHUs1) YBEIMUHUBAJIACh.

Jleuenne cumnTOMaTHyeckoe. ['emMoAuanu3 He YCKOpsieT KIMpEeHC CcuiieHaduia, Tak Kak

HOCJ'IG,I[HI/II‘/'I AKTHBHO CBSI3BLIBAETCS C O€JIKaMU IIJIa3MbI U HE BBIBOAUTCS ITIOYKaAMM.

B3anmopneiicTBHe ¢ APYTUMH JIeKAPCTBEHHBIMH CPeACTBAMM

Brnusanue opyaux nekapcmeenHviX npenapamos Ha GapMaKoKuHemuky cuioeHaguia
Metabonusm cuifieHaduiIa NPpoUCXOAUT B OCHOBHOM IOJ| ACHCTBUEM H30(EPMEHTOB LIUTOXPOMA
CYP3A4 (ocuoBuoii myts) m CYP2C9, mostoMmy HHrHOUTOpPBI 3TUX H30(PEPMEHTOB MOTYT
YMEHBIINTh KJIMPEHC CHIAeHAQWIa, a WHIYKTOPBI, COOTBETCTBEHHO, YBEIUYUTH KIHMPEHC
cuigeHaduiaa. OTMEUEHO CHUKEHHME KJIMpeHca CuifieHaduia Ipu OJHOBPEMEHHOM HpPHUMEHEHUU
uHruouropoB usodepmenra muroxpoma CYP3A4 (keTOKOHa30J, 3PUTPOMUIIUH, LUMETH]IUH).
[umernana (800 mr), Hecrenuduueckuii marnOutop m3odepmenrta muroxpoma CYP3A4, mpu
COBMECTHOM npueMe c cuwigeHagpuiaom (50 wMr) BbI3bIBa€T MOBBILIEHHE KOHLEHTPALUU
cungeHapuina B miasMe Ha 56 %. OpHokpatHbelif mpuem 100 mr cungeHaduia COBMECTHO C
sputpoMuinHOM (1o 500 Mr/cyTku 2 pa3a B JIeHb B TeUeHHE 5 JHEH), yMEpeHHbIM UHIHOUTOPOM
n3oepmenta 1muToxpoma CYP3A4, Ha @QoHE AOCTHIKEHUS TIOCTOSHHOW KOHIIEHTPAIMH
SPUTPOMUIIMHA B KpOBHU, MPUBOIUT K yBennueHuto AUC cunnenaduna Ha 182%. [Ipu coBMecTHOM
npueme cuiaeHapmna (ogHokpatHo 100 mr) m caxBuHaBupa (1200 mr/mens 3 pasza B JeHb),
unruouropa BUY-mpoteasst u wuzodepmenta nutoxpoma CYP3A4, Ha ¢oHe noCTHKEHUS
MOCTOSTHHOM KOHIIEHTpAIluu CakBUHABUPA B KpoBU Cmax cuiigeHaduna mosbimanack Ha 140 %, a
AUC ysenuuuBanack Ha 210 %. Cunnenadun He oOKa3blBaeT BIMSHUA HAa (PapMaKOKHMHETHKY
cakBuHaBHpa. bomnee cunmpHble MHrHOMTOPHI H30(pepmeHTa nuToxpoma CYP3A4, Takme kak
KETOKOHA30Jl U UTPAKOHA30JI, MOTYT BBI3bIBaTh U OoJiee CHIIbHBIE U3MEHEHUs (PapMaKOKHMHETUKU
cuiieHaduia.

OpHoBpemMeHHOe npuMeHeHue cuiaeHaduna (ogHokpatHo 100 mr) m purtonasupa (mo 500 mr
2 pa3a B cyTkH), uHruouropa BUY-npoteassl U cuiibHOr0 MHrHOMTOpa UTOXpoMa Paso, Ha ¢done
JOCTMDKEHUS TOCTOSTHHOM KOHIIGHTpAallud PUTOHABHPAa B KPOBH MPHUBOAMT K YBETMUCHHIO Cpax
cunaenaduna Ha 300 % (B 4 paza), a AUC na 1000 % (B 11 pa3). Uepe3 24 yaca KOHIIEHTpaLIUs

cunjeHaduIa B mia3Me KpoBu coctaBisieT okosio 200 Hr/mi (mocie OJHOKPaTHOTO NMPUMEHEHUS
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omHoro cwigeHaduna - 5 Hr/mur). Oto cormacyercss ¢ 3(hQexkToM pUTOHABUpA HA IIMPOKHMA
nuana3oH cyocrparoB nutoxpoma Pyso. Cunaenaduin He BiuseT Ha GapMaKOKHHETHKY PUTOHABUPA.
Y4uuTeiBas 3TH JaHHBIC, OJTHOBPEMEHHBIN MPUEM PUTOHABUpPA U CHIIIeHADUIA HE PEKOMEHyeTCs.
B mo0om ciiydae makcumalibHas J103a cuiieHaduaa HU IpU Kakux OOCTOSITENLCTBAX HE JOJDKHA
MPEBBILIATH 25 MI' B TeueHHe 48 4acoB.

Ecnu cunnenaduin npuHIMAOT B pEKOMEHAYEMBIX J03aX MAIlMCHTHI, MOJYYal0IIie OJHOBPEMEHHO
cuiibHbIe HHrUOUTOPHI M30dpepmenta nuroxpoma CYP3A4, To Cyax CBOOOAHOTO cuiieHadMIa He
npesbiaet 200 HM, u nmpenapaT Xopouio NePeHOCUTCS.

OpnHOoKpaTHBIM TpUeM aHTaluaa (MarHus THIPOKCHUA/aTIOMUHUS THUIPOKCHIA) HE BIMSIET Ha
OMOIOCTYTHOCTH CHIIIeHaduIa.

B wuccrenoBaHMsIX ¢ ydacTHEM 3J0POBBIX JOOPOBOJBIIEB IMPU OJHOBPEMEHHOM IPUMCHCHHH
AQHTaroHUCTa DHJOTEIUHOBBIX pELENTOpoB, Oo3eHTaHa (uHAYKTOp u3ohepmenta CYP3A4
(ymepennsiit), CYP2C9 u, Bo3moxxno, CYP2C19) B paBHOBecHoOI koHIIeHTparuu (125 Mr 1Ba pasza
B CYTKH) W cWileHaduIa B paBHOBECHOUW KoHIleHTpanuu (80 Mr Tpw pa3a B CyTKH) OTMEYAIOCh
camkeane AUC u Cx cuineHadpmwia Ha 62,6 % u 52,4 %, coorBercTBeHHO. CruaeHadw
yBemmuuBan AUC u Cpax 603eHTana Ha 49,8 % u 42 %, coorBercTBeHHO. [Ipeamonaraercs, 4ro
OJIHOBPEMEHHOE NpUMEHEeHue cuiaeHaduia ¢ MOMIHBIMU UHAYKTOpamMu uzopepmenta CYP3A4,
TaKUMH KakK pHQAMIHUIAH, MOXET MPUBOJUTH K OOJBIIEMY CHIDKEHUIO KOHIICHTPAIHH
cuisieHaduIa B Ia3Me KPOBH.

WNuruburopel u3zodpepmenta muroxpomMa CYP2C9 (tonbyrammpa, BapdapuH), usodepmeHra
mutoxpomMa CYP2D6  (cenexkTuBHbE  WHTHOUTOPHI ~ OOpaTHOrO  3axBaTa  CEPOTOHMHA,
TPUIMKITMYECKAE aHTUACTIPECCAHTHI), THA3UIHBIC U THA3UONOA00HBIC TUYPETHKH, WHTHOUTOPHI
ATI® u aHTarOHHUCTHI KATBINS, HE OKAa3bIBAIOT BIUSHUS Ha (PapMaKOKHHETHUKY CHIIICHA(IIIA.
AsutpomuniH (500 mr/cyt B Teuenuwe 3 aHei) He okaspiBaeT BIusHUS Ha AUC, Cmax, Tmax
KOHCTaHTY CKOPOCTH BbIBeleHUS U Tip cuingeHaduia WIM €ro OCHOBHOTO HHUPKYIUPYIOLIETO
MeTabonuTa.

Brusanue cunoenaghuna na opyaue nexapcmeennvie cpeocmaa

Cunnenaduin sBisercss cnadbiM UHIHOUTOpPOM H30(epMeHToB nuToxpoma Paso - 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 (UKsp>150 mxmons). [Ipu npueme cunneHaduiaa B peKOMEHAYEMBIX 033X €ro
Cnax COCTaBJISIET OKOJIO 1 MKMOJIb, IIOATOMY MaJIOBEPOSITHO, YTO CUJIZICHA(UI MOXKET TIOBJIHITH HA
KIIUPEHC CyOCTPaToOB 3TUX U30(EPMEHTOB.

Cungenadun ycuiIMBaeT THIIOTEH3WBHOE JIEHCTBUE HUTPATOB KakK MPH UIUTEIHHOM MPUMEHEHUU
MOCIEAHNX, TaK M MPU MX HA3HAYEHHH 10 OCTPBIM IMOKa3aHWUSIM. B CBsI3U C 3TUM, IpPUMEHEHHUE
cuigeHaduIa B COYETaHUU C HUTPATaMHU WM JIOHATOPAMH OKCH/Ia a30Ta IIPOTUBOIIOKA3aHO.

[Ipu omHOBpEMEHHOM TpHEME a-aApeHOOJIoKaTOpa MoKca3o3uHa (4 Mr u 8 Mr) u cuiaeHaduia
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(25 mr, 50 mr u 100 mMr) y manmmeHToB C J0OpPOKAYECTBEHHOW THIEPIIA3MEeH MPOCTAThl CO
CTaOUIIbHOM reMOJMHaAMHUKON cpenHee JIOTIOJIHUTEIBHOE CHIDKEHHUE
CUCTOJIMYECKOT0/TuacToandeckoro AJl B MOJMIOKEHUH JIeKa Ha CIIUHE COCTaBJsUIO 7/7 MM PT. CT.,
9/5 MM pT. CT. ¥ 8/4 MM PT. CT., COOTBETCTBEHHO, a B TIOJIO)KCHUH CTOS - 6/6 MM pT. cT., 11/4 MM pT.
cT. u 4/5 MM pr. cT., coorBeTcTBeHHO. COO0OLIaeTCsT O pEeAKUX CciaydasX pa3BUTUSA y TaKUX
MAalMEHTOB  CHUMITOMATUYECKOM  MOCTYpPajJbHOW TUIIOTEH3WH, IMPOSBIABLIEHCA B  BUIE
TOJIOBOKpY)XeHUH (0e3 oOMOpoka). Y OTAENbHBIX YYBCTBHTEIBHBIX MHAIMEHTOB, MOJYYarOIIUX
0-aJ]peHOOJIOKATOpPbI, OJHOBPEMEHHOE MpPHUMEHEHHE CcujeHaduia MOXKET MPUBECTH K
CUMITOMATUYECKOW TMIOTEH3UH.

IIpu3HaKOB 3HAYUTEIBLHOI0 B3auMoOJAeHCTBHSA ¢ ToJOyramuaom (250 mr) wiam BapdapuHom
(40 mr), koTopblie MeTadoan3npy0Tcsa nzopepmentom nuroxpoma CYP2C9, He BbIsiBJIeHO.
Cungenadun (100 Mr) He oka3bIBaeT BIUsSHUA Ha (apMaKOKMHETHKY nHruOutopa BUY-npoTeassi,
CaKBMHABHpA, sBJIsIONIerocs cyocrpatoM nzodepmenta uuroxpoma CYP3A4, npu ero nocTosHHOM
YPOBHE B KPOBH.

OpnHoBpeMEHHOE NPUMEHEHUE cuiieHaduia B paBHOBECHOM cocTOsIHUM (80 MI Tpu pa3a B CYTKH)
npuBoauT K noBbiieHHI0 AUC u Cyax 603eHTana (125 mr aBa pasza B cytku) Ha 49,8 % u 42 %,
COOTBETCTBEHHO.

Cunnenadun (50 Mr) He BBI3BIBACT JOIMOJHUTEIHHOTO YBEIMYCHHS BPEMEHU KPOBOTEUYCHUS TPHU
npHeMe aleTHICATUIIIOBON KUCIOTHI (150 mr).

Cunnenadui (50 Mr) He ycuiaMBaeT THIIOTEH3UBHOE JAEWCTBUE aJIKOTOJIS Y 37J0POBBIX 100POBOJIBLIEB
IPH MaKCUMAaJIbHON KOHIIEHTPAIMH alKOrojist B kpoBH B cpearem 0,08 % (80 mr/mn).

VY nanueHToB ¢ TUIepTeH3uel NpU3HaKoB B3auMoieicTBus cuieHaduia (100 Mr) ¢ aMmaoqunuHoOM
He BbIsABIIeHO. CpeiHee JONOIHUTENbHOE CHIKeHUE A/l B MOJIOKEHUU Jie)Ka COCTaBIsET 8 MM PT.
CT. (CUCTOJIMYECKOT0) ¥ 7 MM PT. CT. (IUaCTOIUIECKOTO).

[Tpumenenue cuigeHadunaa B COUETAHUM C AHTUTMIIEPTEH3UBHBIMU CPEJICTBAMU HE NPUBOJIUT K

BO3HUKHOBEHHUIO JIOTIOJIHUTENBHBIX TOOOYHBIX 3(PPEKTOB.

Oco0ble ykazanus

JUis AMarHOCTMKHM HapyIIEHUH SpeKIHH, OIpeleNeHUus MX BO3MOXHBIX MPUYUH M BbIOOpa
QJICKBaTHOTO JICYCHHUST HEOOXOIMMO coOpaTh TONHBIA MEIWIIMHCKAN aHaMHE3 W TPOBECTH
THIaTeNbHOE (U3NKaibHOE oOcienoBanue. CpencTBa JeUSHHs IPEKTHIIBHON AUCHYHKIIMU TOTDKHBI
UCIIOJIb30BaThCS C OCTOPOKHOCTHIO Y MAI[MEHTOB C aHATOMUYECKOH aedopMaliieil mosoBoro 4ieHa
(aHrynauus, KaBepHO3HBIH (hubpo3, Oonesnp Ileiiponn), WM y ManueHToB ¢ (akToOpaMH pHCKa
pa3BUTHs TpUanm3Ma (CEpIIOBUIHOKICTOYHAS AaHEMHs, MHOXXECTBEHHAas MHEIIOMa, JICWKEeMUsI)

(cm. pazzmen «C OCTOPOKHOCTHIO).
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Bo Bpemsi MOCTMapKETHHIOBBIX HCCIEAOBAHUN COOOIIATIOCH O CIAy4yasX pa3BUTHS AJIUTEIbHON
pEeKIMM W Tpuanus3Ma. B ciyyae coxpaHeHus 3peKUuu B TeueHue Oojiee 4 4acoB CIEAyeT
HEMEUIEHHO OOpaTUThCA 3a MEIUIMHCKOW momomipio. Ecnu tepanus mpuanuzma He Obuia
poBeJicHa HEMEIUICHHO, 3TO MOKET NPHUBECTH K TMOBPEXKICHUIO TKaHEW IOJIOBOTO 4ieHa U
HeoOpaTUMOH yTpaTe NOTEHIIUH.

[Ipenaparsl, npegHa3HAUYEHHbIE [JIS JICYCHUS HAPYIICHUM OHPEKIUH, HE CIEIyeT Ha3HaydaThb
MY>KYHHaM, JUIsl KOTOPBIX CeKCyallbHasi aKTUBHOCTh HEXKeJaTellbHa.

CekcyanbHasi aKTUBHOCTb MPEJICTABIISIET OMPECICHHbIN PUCK NIPU HAIMYUU 3a00JeBaHuil cepaua,
MO3TOMY Iepe/l HayalioM JI000H Tepamuud IO MOBOJY HapyIIEHUIH JpeKUHH Bpady CIeayeT
HANpaBUTh MAlMEHTa Ha 00CIIeJOBAaHNE COCTOSHUS CEPIECYHO-COCYIUCTOM cucteMbl. CekcyallbHas
AaKTUBHOCTb HEXKEJaTellbHAa Yy TMAallMeHTOB C CEpIEeYHONM HEJOCTaTOYHOCTbIO, HECTAOMIbHOMN
CTEHOKap/uel, MepeHeceHHbIM B MocienHne 6 MecsleB MH(ApKTOM MHOKapAa WU HHCYIBTOM,
KHU3HEYTPOKAOIUMU apuTMUsAMH, Tunieptensueii (Al > 170/100 mwm pt. cT.) min runotonuei (Al
< 90/50 mm pt. cr.). [Ipuem cunpeHaduna y TakuxX MAlMEHTOB MPOTHUBOIOKa3aH (CM. pas3ael
«IIportuBomnokazanus»). B KIMHUYECKUX MCCIEAOBAHUAX IIOKA3aHO OTCYTCTBHE pazjIMyvil B
yactoTe pa3BuTHs uHbapkTa muokapaa (1,1 ma 100 yenoBek B TofA) UM 4acTOT€ CMEPTHOCTU OT
cepaevyHo-cocyaucTeix 3aboneBanuii (0,3 Ha 100 yemoBek B Tof) Yy MAlMEHTOB, MOJTYYaBIIUX
npenapat Buarpa®, 1o cpaBHEHHIO ¢ IIAIMEHTAMH, TONYYaBIIMMH TUIAEG0.

Cepoeyno-cocyoucmole 0CI0HCHEHUS.

B Xoae mocTMapKeTMHIOBOTO MPUMEHEHUs CHIIeHa(IIa s JISYSHHS SPEKTUIBbHON AUChHYHKIINN
CO00IIIaTI0Ch O TAKMX HEXENATENbHBIX SBICHUAX, KaK TSKelble CepAeYHO-COCYTUCThIC OCIOKHEHUS
(B T.4. mHOpapKT MHOKapAa, HecTaOWIbHas CTEHOKap/us, BHE3alHas ceplaedyHas CMepTh,
KEITYJI0UKOBasT apPUTMHUS, TEMOPPAardvYeCKHil WHCYJIBT, TPAH3UTOpPHAS WIIEMHYECKas araka,
TUMNEPTEH3Us U TUIIOTEH3Ms), KOTOpbIE MMEIH BPEMEHHYIO CBSI3b C MPUMEHEHUEM cuiaeHaduia.
BoNbIIMHCTBO 9TUX MAllMEHTOB, HO HE BCE U3 HUX, UMEIH (PAKTOPBI PUCKA CEPAEUYHO-COCYAUCTHIX
OCIIO’)KHEHUH. MHOrue W3 YKa3aHHBIX HEKeNaTeIbHBIX SIBJICHUM HaONI0JaJuCh BCKOpPE IOCIE
CEKCyaJIbHOM aKTUBHOCTH, W HEKOTOpblE M3 HUX OTMEYAJIMCh MOCie Mpuema cuiiaeHadpuna 6e3
MOCTEAYIONIEH CeKCyanbHOW akTUBHOCTU. He mpencTaBisercs BOZMOXKHBIM YCTAHOBUTH HATMYUE
MPSIMOM CBSI3M MEXKAY OTMEUABIIMMHUCS HEXENaTeIbHBIMU SBICHUSAMH U YKa3aHHBIMU WM WHBIMU
dakTopamu.

T'unomen3zus

Cunpgenadus oKka3bIBaeT CUCTEMHOE Ba30IMIATUPYIOIIEE ACHCTBHUE, IPUBOIAIICE K MPEXOSIIEMY
cHIKeHuI0 AJl, 9To He SBISETCS KIMHUYECKU 3HAYUMBIM SIBJICHHEM M HE MPUBOJIUT K KaKHUM-JITHO0
TOCITEACTBUSAM y GOJBIIMHCTBA TauenToB. TeM He MeHee, 0 HA3HAYECHHsS mperaparta Buarpa”

Bpad JOJDKCH  TIOATCJIBHO OICHUTb PUCK  BO3MOXXHBIX HCXKCIATCIIBHBIX  IPOSABII CHUH
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Ba30/IMJIATUPYIOIIErO JEHCTBUS Y NAIIMEHTOB C COOTBETCTBYIOIMMHU 3a00JI€BaHUSAMH, OCOOEHHO Ha
¢doHe cekcyanpHOW AaKTHUBHOCTH. llOBbIIEHHAs BOCIPHUMMYHBOCTH K  Ba3OAMJIATaTOpaM
HaOromaeTcst y OOJNBHBIX ¢ OOCTPYKIMEH BBIXOJHOTO TPAaKTa JIEBOTO JKEIyJ04Ka (CTEHO3 aopTHl,
runeprpoduyeckass OOCTPYKTUBHAs KapJUOMHOIIATHs), a TaKXKe C PEIKO BCTPEUYAOIIUMCS
CHUHJIPOMOM MHOXXECTBEHHON CHUCTEMHOH aTpo(uu, NPOSBIAIOIIMMCS TXKEIbIM HapylLIeHHEM
peryisinuu AJl co cTOpOHBI BereTaTUBHON HEPBHOM CHCTEMBI.

[TockonbKy COBMECTHOE MPHMEHEHHE CUieHapuia M o-aJpeHOOJIOKaTOPOB MOXKET HMPUBECTH K
CHMIITOMATHYECKOH THIIOTEH3MH Y OTACIbHBIX UyBCTBUTEIbHBIX NALMEHTOB, mpenapar Buarpa®
CJIeZlyeT C OCTOPOXKHOCThIO Ha3HAuaTh OOJIbHBIM, IPUHUMAIOIIUM 0-aipEeHOOI0KATOPHI (CM. pasjel
«B3anMozaelicTBUE C IPYTUMU JIEKAPCTBEHHBIMU CpeJicTBaMu»). UTOObI CBECTH K MUHUMYMY PHUCK
Pa3BUTHS NOCTYPaJIbHOW T'MIIOTEH3UU Yy MAllMEHTOB, MPUHUMAIONINX 0O-aPEHOOJIOKATOPBI, ITPUEM
npernapara Buarpa® clleZlyeT HauuHaTh TOJIBKO IOCJIE JIOCTHMXKEHHUs CTaOWiIM3alMM IOoKa3aTesei
reMOJIMHAMHUKHU y 3TUX HauueHToB. CleayeT Takke pacCMOTPETh LEIecO00pa3HOCTh CHUKEHUS
Ha4yaJIbHOW J103BI IIperapara BHarpa® (cM. pazzmen «Crioco0 nmpuMeHeHus U J03bl»). Bpau nomken
npornH(GOPMHUPOBATh MAIMEHTOB O TOM, KaKWe [EHCTBHUS CIEAyeT TPEANPHHATh B Ciydae
HOSIBJICHUS CUMIITOMOB IIOCTYPajIbHOW I'MIIOTEH3HU.

3pumenvHule HapyuieHus

B penkux ciydasx BO BpeMs MOCTPETMCTPALMOHHOIO IpHUMEHEHus Bcex mHruobutopos ®JID5, B
TOM uucie cuifeHaduiaa, cooOlman O HEAPTEPUUTHOM TMepeaHell HIIEeMUYECKOW HEBPOIATUH
3putensHoro HepBa (HITMH3H) - peakom 3aboneBaHuu ¥ MPUYMHE CHIDKEHUS UM TOTEPU 3PEHMUSL.
VY GONBIIMHCTBA M3 3THX MAIMEHTOB ObUIM (PAaKTOPHI PUCKA, B YACTHOCTH CHM)KEHHE OTHOLICHHUS
JIMaMEeTPOB HKCKABAIlUM M JAUCKA 3PUTEIBHOTO HepBa («3aCTOMHBIN TUCK»), BO3pacT crapiie S0 Jer,
caxapHblii 1uaber, runepTeH3us, nieMuueckas 0oJie3Hb ceplla, TMIepIunuaeMus U KypeHue. B
00CepBallMOHHOM HCCIICIOBAaHUM OILICHUBAJIM, CBS3aHO JIM HEJlaBHEE INPHUMEHEHHE IpernaparoB
kinacca uHruoburopos DAD5 ¢ octpeim Hawanmom HIIMH3H. Pesynprarel yka3plBaloT Ha
npuOIM3uTENbHO  2-KpaTHoe moBbimieHne pucka HIIMH3H B npenemax 5 mepuozos
MOJYBBIBEZIEHUS Tocjiae mnpuMmeHeHuss wuHruomropa @J[D5. CormacHo omyOIuKOBaHHBIM
JUTEpAaTypHbIM JlaHHBIM, TroauuyHas uyactota Bo3HMKHOBeHHMa HIIMH3H cocraBmser 2,5—
11,8 cayuaes na 100000 myxumH B Bo3pacte =>50user B ob6meil nomymauuu. Crenyet
PEKOMEHJIOBaTh MAallMeHTaM B CJIy4yae BHE3allHOM TIOTEPU 3PEHHUS NPEKPaTUTh TEpaIuro
cujieHaduIOM U HEMEUIEHHO IMPOKOHCYJIBTUPOBAThCA € BpayoM. JIMia, y KOTOPBIX YXke ObLI
cnyyait HIIMH3H, umeror noseimienHbii puck peuuauBa HITMH3H. Ilostomy Bpauy criemyer
OOCYIUTh JaHHBIA PUCK C TAKUMH HAllMEHTaMH, a TAK)Ke 0OCYANUTh ¢ HUMU MOTEHIHUAIbHBINA IIaHC
HeONMaronpusITHOro Bo3zaeWcTBus uHruOutopo DJ125. Uuruburopsr OJID5, B ToM umcne

CI/IJ'I,I[eHa(bI/IJ'I, Yy TaKuX MaoUCHTOB CICAYCT MPHUMCEHATH C OCTOPOXHOCTBIKO W TOJIBKO B CHUTYyallUAX,
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KOrjJa OKuJaeMasl moJib3a MepeBEIMBaeT PUCK. Y manueHToB ¢ snu3onamu passutus HIIMH3H c
norepeil 3peHHs B OJHOM TIJa3y NpuUeM CcuiAeHaduia MpOTHBOMOKa3aH (CM. paszien
«IIpoTHUBOIIOKa3aHUS).

Y HeOOoNBLIOr0 4YHUClIa MAlUEHTOB C HACJIEACTBEHHbIM NUIMEHTHBIM PETHHUTOM HMEIOTCS
TEeHETUYECKH JeTepPMUHHpPOBAaHHBbIC HapylieHus QyHkuuid GocdoaudcTepas ceT4aTKH IIIasa.
CBeneHHs O 0E30MACHOCTH NpPHMEHEHHs nperapata Buarpa® y GONBHBIX C ITHTMEHTHBIM
PETUHUTOM OTCYTCTBYIOT, TMO3TOMY Yy TaKHUX MAaIlMEHTOB HE CIEAYCT MPUMEHSTHh CHIZeHa(UI
(cMm. pazzpen «IIpoTuBomokazaHus»).

Hapywenus cnyxa

B HEKOTOpBIX MOCTMAPKETMHIOBBIX M KIMHUYECKUX HCCIIEIOBAHUSAX COOOILIAETCS O Cllydasx
BHE3AIHOI'0 YXYJIIEHUs UM TIOTEPU CITyXa, CBSI3aHHBIX C IIPUMEHEHUEM BceX HHruoutopoB /195,
BKIItouasi cuigeHadui. BONbIIMHCTBO OSTHUX MalMEHTOB HMMENU (aKTOphl PUCKAa BHE3AIMHOTO
VXYALIEHUS WIH TOTepu ciayxa. [IpUYMHHO-CIEICTBEHHOW CBA3M MEXIy MPUMEHEHHEM
uHruouTopoB ®J125 u BHE3amHBIM YXYIIICHHUEM CllyXa WM TMOTEped Cilyxa HE yCTaHOBJIEHO. B
cllydae BHE3AITHOTO YXY/IIECHUS CIIyXa WM MOTEpH ciiyxa Ha (oHe mpuema cuineHadumia ciemayeT
HEMEIJICHHO MTPOKOHCYJIBTUPOBATHCS C BPAUuOM.

Kposomeuenus

CunneHaguyl yCHIIMBAaeT aHTUATPETAaHTHBIA 3((EeKT HUTpOIpyccHIa HATPHs, IOHATOPAa OKCHIA
a3oTa, Ha TPOMOOIIMTHI YeoBeka IN Vitro. JlaHHbie 0 6e30MacHOCTH MPUMEHEHUs cuieHaduia y
HalMEeHTOB CO CKJIOHHOCTBIO K KPOBOTOUYHMBOCTH WJIM OOOCTPEHUEM SI3BEHHOM OOJIE3HU JKeNly/Ka U
12-mepCTHOM KHIIKH OTCYTCTBYIOT, MOSTOMY mpemapaT Buarpa® y 9THX MalMeHTOB clexyer
MPUMEHATb C OCTOPOKHOCTBIO (cM. pazaen «C OCTOPOXKHOCTBIO»). YacToTa HOCOBBIX
KpoBoTeueHui y nanueHToB ¢ JII', cBa3aHHON ¢ Auddy3HBIMU 3a00JI€BaHUSMU COEAMHUTENBLHOM
TKaHu, Oba Bhime (cunaeHadun 12,9 %, nnamnedo 0 %), yem y MalMeHToB ¢ IEPBUYHON JETOUHOM
aprepuanbHoil runeprensueit (cunneHadun 3,0 %, mmanedo 2,4 %). Y manueHToB, MOTYYaBIINX
cunjeHaduil B COYETAaHMM C AaHTaroHUCTOM BHUTamHHA K, 4acToTa HOCOBBIX KpPOBOTE€UEHMH ObLIa
BoIe (8,8 %), ueM y mauneHToB, He MPUHUMAaBIINX aHTaroHucT BuTamuHa K (1,7 %).
Ilpumenenue coemecmno ¢ Opyeumu cpeocmeamu jleyeHus HapyueHutl SpeKyuu

BesomacHocTh i 5 dekTHBHOCTS Tperapata Buarpa”™ coBmectHO ¢ Apyriumu uarnGuTopamu ®I5
WIM JPYTUMHU TpenaparaMy JJis JISYEHHs JIETOYHOW apTepHallbHOM TMIEepTEeH3UH, COAepKalluMu
cungenadun (HanpumMep, PeBammo”) WM APYrEME CpeACTBAME JICUCHHS HAPYIICHHH SPEKIHH He
U3y4YaJIUCh, TO3TOMY IPUMEHEHHUE I0J00HBIX KOMOHMHAIMIl HE peKOMeHIyeTcsi (CM. pasjaen

((Hp OTHBOIIOKA3 aHI/I}I») .

Bausinue Ha CIOCOOHOCTH YNIPABJISITH ABTOMOOUJIEM U YIIPABJIEHUI0 MEXaHU3MAMU
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Ha d¢one mnpuema cungeHadpuiaa Kakoro-muO0 OTPUIATEILHOTO BIMSHUS Ha CHOCOOHOCTH

YIPaBJIATH ABTOMOOWIIEM HJIM IPYTHMHU TEXHHUECKUMH CPEICTBAMU HE HAOII0aO0Ch.

OpHaKko MOCKOJIBKY TpU IpueMe cuiiieHaduiIa BO3MOKHO Pa3BUTHE TOJOBOKPY)KEHUS, CHHKCHHE

AJl, pa3BUTHE XPOMATOICHUH, 3aTyYMAaHEHHOTO 3pEHUS M T.N. MOOOYHBIX SBIIEHUH, CIEIyeT

CO6J'IIO,I[aTB OCTOPOXXHOCTE IIPpH YIIPABJICHHHW TPAHCIIOPTHBIMH CPEACTBAMU M 3aHATHUAX APYTUMU

NOTCHIUAJIBHO OIIaCHBIMHM BHJAAMHU JCATCIIbHOCTH, Tpe6yIOH_II/IMI/I MMOBBIIIICHHOM KOHICHTpalun

BHHUMAaHHUA U 6LICTpOTbI IICUXOMOTOPHBIX peaKHHﬁ. Taxxe CJICAYCT BHUMATCIIbBHO OTHOCUTBLCA K

HHAUBUAYAJIbHOMY ﬂeﬁCTBHIO npernapara B YKa3aHHBIX CUTyallHsIX, 0COOEHHO B Hayaje JCYEHUSI U

IIpHU UBMCHCHHUH PCIKUMA JO3UPOBAHUA.

®opMa BbINIYCKa

TabyeTKu, MOKPHITHIC INIEHOYHOU 000J1049K0i 25 Mr, 50 mr wim 100 mMr

1, 2,4, 8 unu 12 tabnerok B 6mucrep u3 [I1BX/monmuatunen/akiap/aTsroMUHIEBON (OJIbIy

1, 2 wnu 3 Gructepa B KAPTOHHYIO TAYKy BMECTE C MHCTPYKIMEH TI0 IPUMEHEHUIO

Ha nuneByro cropoHy KapTOHHON AYKK HAHOCUTCS IEpPOPUPOBAaHHAS CTPOUKA KOHTPOJIS IEPBOTO

BCKPBITHA.

3aIHHTHBIﬁ CTHUKEDP pacrojiaracTcs B IpaBOM HUXKHEM YTy HepeﬂHeﬁ IMOBCPXHOCTH IIAYKHU.

YcaoBust XxpaHeHust
XpaHUTh B CyXOM MecTe Ipu Temrneparype He Boime 30 °C

XpaHI/ITB B HCAOCTYIIHOM JJIsL JIETEeN MecTe

Cpoxk rognocTu
5 ner

He ncnonp30BaTh M0 UCTEYECHUU CpOKa rOAHOCTH, YKA3daHHOT'O Ha YITAKOBKC

YcaoBus OTIIYCKA U3 alITEK

ITo peuenry

DupmMa-npou3BOAUTEb:

«®PapeBa AmOya3 », @panuus
30H DHAIOCTPUIIIb, 29 pyT ne3 Duatoctpu, 37530 Ilocs-Crop-Cuc, @panius

JlepaaTesib perucTpaliluOHHOIO cepTuduKara:

«IIdaiizep Dita. Cu. [Ti. Kopmopaitmrmy, 235, yi1. Boctok 42, 10017 Hero HMopx, CILIA
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