MUHUCTEPCTBO 3JIPABOOXPAHEHI A POCCUMCKON ®EJEPALINN

NMHCTPYKIUA
10 MEIMIIMHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOTO TIpenapara

BUATI'PA®

PerncrpaunoHHbIi HOMeP:

Toprosoe Ha3BaHMe JIEKAPCTBEHHOT0 cpeacTBa: Buarpa®
MeskayHapo/HOe HeNATEHTOBAHHOE HAa3BaHMe: CHJIIeHa(MI
JlekapcTtBeHHasi ¢opma: TabIETKH, ITOKPHITHIE ITICHOYHOU 000I0UKOM
Cocras

1 TabneTka, MOKPHITas MJICHOYHOH 000I0UKOH, COIEPXKUT:

JleficTBYIONIEE BENIECTBO:

cunaeHaduna murpar 35,112 mr/ 70,225 mr/ 140,450 mr (3xBuBaieHTHO 25 MT, 50 MT wtu 100 M
cuieHaduia).

BcrnomMorartenbHEIE BEIIECTBA:

1eJITI0I03a MUKpokpuctammmueckas (tun 102) 78,291 mr/156,581 mr/313,162 mr, xanbius
rugpodocdar 26,097 mr/52,194 mr/104,388 mr, kpockapmeriosa Hatpust 7,500 mr/15,000
Mmr/30,000 mr, Mmarams creapat 3,000 mr/6,000 mr/12,000 Mr; uieHOUHAss 000109Ka: omaapan
rony6oit OY-LS-20921 3,750 mr/ 7,500 mr/15,000 Mr (COOep HUT THIPOMEILIO3Y, JIAKTO3Y,
TpuaneTut, Tutana quokcus (E171) u nak anromuHueBsiii Ha 0ocHOBe uHaUrokapmuna (E132)) u
omanpai nmpo3paunbiii YS-2-19114-A 1,125 mr/ 2,250 mr/4,500 Mr (CoiepKUT THIIPOMEILIO3Y U
TPUAIETHH).

Onucanme

Tabnerku 25 wmr: T'omyOble, OKpyTible, pOMOOBHUIHBIE TAOJETKH, MOKPHITHIE IUICHOYHON

0001049KOi, ¢ rpaBupoBKoit « VGR 255 Ha ogHO# cTopone u «Pfizery Ha npyroii.

Tabnetkn 50 wmr: [omyOsle, OKpyTiible, pOMOOBHIHBIE TaOJETKH, MOKPHITHIC IJICHOYHOU

o0ooukoii, ¢ rpaBupoBkoii « VGR 50» Ha oiHO# cTopoHe u «Pfizer» Ha apyroii.

Tabnetku 100 wmr: T['omyOble, okpyriible, poMOOBUIHBIE TAaOJETKH, MOKPBITHIE MJICHOYHOMI

000109KOi, ¢ rpaBupoBKOi « VGR 100» Ha ogHOM cTOopoHe u «Pfizer» Ha npyroi.
dapmakoTepaneBTHYECKAS TPYNNA: CPEJICTBO JICUCHUS SPCKTHILHON TUCHYHKITUH —
@ JID25-unrudurop

Kon ATX: GO4BEO3
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dapmMakoJIOrH4YecKre CBOMCTBA

Dapmakoounamurka

Cunnenadwi — MOIIHBIA CEJNEKTUBHBIA WHTHOWTOP HHMKIOTyaHo3uHMoHO(pochar (ul MD)-
cnenupuyeckoit pocdoamdcrepassl S-ro Tuna (OLI5).

Mexanusm oevicmeust

Peanuzanus pusnonornueckoro MexaHnu3mMa SpeKIiH CBA3aHa ¢ BBICBOOOKICHUEM OKCHUIa a30Ta
(NO) B kKaBepHO3HOM T€JI€ BO BPEeMs CEKCyaJIbHON CTUMYJIIMHA. DTO, B CBOIO OYEPE/Tb, TPUBOIUT
K yBenuueHuto ypoBHs ul'M®, nocineayromemy pacciabieHUI0 INIaAKOMBIIIEYHON TKaHU
KaBepHO3HOTO TeJla U yBEJINYEHUIO IPUTOKA KPOBH.

Cungenadun He OKas3bplBaeT MPSIMOTO pacclabisoniero AeicTBUS Ha HM30JUPOBAHHOE
KaBepHO3HOE TEJIO dYelioBeka, HO ycwimBaeT 3ddekr oxcuaa azora (NO) mocpeacTBom
unruouposanus G125, koTopas oTBeTCTBEHHA 3a pacnaja il M.

Cunnenadun cenekruBeH B oTHomeHud /D5 in Vvitro, ero akruBHOCTH B oTHOIICHHH DJ[D5
MIPEBOCXOUT AKTUBHOCTD B OTHOIIEHUH APYTUX U3BECTHBIX U30(pepMeHTOB PochoauscTepasbl:
@JI26 - B 10 pa3z; @1 - 6onee uem B 80 pasz; ©/1D2, ®J/I34, ®JID7-DJID11 - 6onee uem B
700 pa3. Cunaenadun 4000 pa3 6onee ceniektuBeH B oTHOmeHUH P[5 no cpasuenuro c /133,
YTO UMEET Ba)kHEHIIee 3HaueHue, MockoJIbKy D193 sBhseTcs O JHUM U3 KITIOUEBBIX (pepMEHTOB
PEryJISIII COKPAaTUMOCTH MUOKap/a.

Oo0s3aTebHBIM  ycJIOBHEM J(GeKTHBHOCTH CHJIeHapuIa SBJIACTCS CeKCyaJbHas
crumyJsinus. CungeHadui BoccTaHaBIMBAaET HAPYILIEHHY 0 3P EKTUIBHY 0 (Y HKIIUIO B Y CJTIOBHSIX
CEKCYaJIbHOM CTUMYJISILIVM 3@ CUET yBEJIMUEHUS IPUTOKA KPOBHU K KABEPHO3HBIM TE€JIaM I10JI0BOTO
YJIeHa.

Knunuueckue oannvle

Kapouonoauueckue uccnedosanus

[Ipumenenne cunnenadwmia B go3ax g0 100 Mr He TMPUBOIUIO K KIMHUYECKH 3HAYUMBIM
m3MeneHussM OKI' y 3710poBbIX 100pOBOJIBIIEB. MaKCUMaTbHOE CHH)KEHHE CHCTOJIUYECKOTO
JIaBJICHUS B TIOJIOKEHHUH JIeKa Tociie mpueMa cuiaeHaduia B no3e 100 mMr cocraBuio 8,3 MM
pT. CT., a IMAaCTOJIMYECKOro AaBieHUs — 5,3 MM pT. cT. boiee BbIpakeHHBIH, HO TaKXKe
npexoasuiuii 3 ekt Ha aprepuansHoe naBineHue (AJl) ormedancs y maiMeHToB, TPUHIMaBIIIX
HUTpaThl (cM. paszzaensl «IIpotuBonokazanus» u «B3aumoaelicTBue ¢ APYruMH JieKapCTBEHHBIMU
CpelCTBaMMN).

B uccrnenoBannu reMmoquHaMudeckoro s dekra cunaeHadpmia B oqHOKpaTHor go3e 100 mMr y
14 maneHTOB ¢ TsKENoM nemMudeckoit 6ose3npo cepana (MbC) (6omee yemy 70 % manueHToB

OBLJI CTEHO3, 110 KpaiiHeil Mepe, 0THOM KOPOHApHOW apTepUH ), CUCTOIMYECKOE U TUACTOINY ECKOe
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JIaBICHHE B COCTOSIHUU IOKOs yMeHbIanoch Ha 7 % u 6 %, COOTBETCTBEHHO, a JIETOYHOE
CUCTOJIMYECKOE JaBeHHe CHIKaIoch Ha 9 %. CuneHadui He BIUSUIT Ha CepACYHbIN BBIOPOC U He
Hapymajga KpPOBOTOK B CTEHO3WPOBAHHBIX KOPOHAPHBIX apTEpHsX, a TaKKe HPHUBOIWI K
yBenuueHuro (mpumepHo Ha 13 %) aneHO3MH-UHIYLHUPOBAHHOTO KOPOHAPHOTO MOTOKA KaK B
CTE€HO3UPOBAHHBIX, TAK U B HHTAKTHBIX KOPOHAPHBIX apTEPHUSIX.

B nBoitHOM cienom 1uane0oKOHTPOIMPYEeMOM HcclenoBaHuu 144 manueHTta ¢ SpeKTHIbHON
nucyHKIMel U cTaOWIbHON CTEHOKapuel, MPUHUMAIOIIUX aHTHAHTUHAJIbHBIE Mpernaparbl
(KpoMe HUTPATOB) BBIOJIHSUTH (PU3HMUECKUE YTIPHKHEHUS 10 TOTO MOMEHTA, KOT/1a BhIPaKEHHOCTb
CUMITOMOB CTEHOKapAUH YMEHBIIHIACH. [IpOIODKUTELHOCTH BBITOTHEHHS YIIPAXXKHEHHUS ObUTa
noctoBepHo 6ombie (19,9 cexynn; 0.9 - 38.9 cexyHn) y nalueHTOB, MPUHAMABIITUX CUITIeHAQUIT
B 0JJHOKpaTHOU f03e 100 MT 110 cpaBHEHUIO ¢ MAIlEHTaMH, TIOJIY4aBIIMMH I1a11e00.

B pangoMu3npoBaHHOM JBOWHOM CIIETIOM IUTaie00KOHTPOJIUPYEMOM HCCIEIOBAHUH U3YYaIn
apdexr nepeMeHoi n03bl cunaeHaduia (o 100 mr) y myxduH (n = 568) ¢ 3peKTHIbHON
nucdyHKIMeH u apTepuaIbHON TUIEpTEeH3UEH, MPUHUMAIOIIUX 00Jiee By X aHTUTUIIeP TEH3UBHBIX
npenapatoB. Cunaenadun ynyummispexiuio y 71 % myx4uuH o cpaBHeHuio ¢ 18 % B rpymne
iane6o. Yacrora HeOmaronpuaTHbIX 3¢ (HeKToB Ob1a CpaBHUMA C TAKOBOW B IPYTHX TpyMmax
NAIMEeHTOB, TaK e KaK Yy JIMII, IPUHUMAIOIIHNX 00JIee TPeX aHTUTHIIEPTEH3UBHBIX ITPEenapaToB.
Hccnedosanus 3pumenvhulx HapyuieHUl

VY HEeKOTOpBIX MalMeHTOB yepe3 | yac nmocie npuema cungeHadumia B 1o3e 100 Mr ¢ momMouipo
tecta @apHcBopTa-MyHcens 100 BBISBICHO JIeTKOE U MpexoAsilee HapylIeHHE CIoco0HOCTH
pa3iauyath OTTCHKH IBeTa (CUHEro/3eneHoro). Uepes 2 yaca mocie mpuemMa npemnapara dTh
U3MEHEHUs1 OTCYyTCTBOBamH. CUMTAETCS, YTO HAPYIICHHWE IIBETOBOTO 3PEHUS BBI3BIBACTCS
uHruouposanueM ®J[36, koTopas yuacTByeT B Ipolecce MepeJayu CcBeTa B ceTyaTKe Iiasa.
Cunpenadgun He OKas3blBajd BIUSHMSA Ha OCTPOTY 3pEHHUS, BOCHPHUATHE KOHTPACTHOCTH,
ANEKTPOPETUHOTPAMMY, BHY TPUTIIA3HOE AaBICHHUE WIIH AUAMETp 3padka.

B m1aneOGoOKOHTpOIMpPYeMOM TEPEKPECTHOM HCCIIEJOBAHMM IAllMEHTOB C JIOKA3aHHOW
PaHHEBO3PACTHOW MaKyJIIpHOI nereHeparueii (n = 9) cuaenadun B ofHOKpaTHOH g03¢ 100 Mr
nepeHocuscsa Xxopoio. He Obu10 BBISIBIEHO HUKAKUX KIMHUYECKU 3HAUMMBIX U3MEHEHH 3peHIs,
OIICHWBAaEMBIX IO CHEIMaJbHBIM BHU3YyaJbHBIM TECTaM (OCTpOTa 3pEHHs, pelmeTrka AmcIep,
I[BETOBOE BOCIIPHITHE, MOJCINPOBAHUE TPOXOKIACHUS 1IBeTa, ep uMeTp Xambpu u potocTpecc).
Dppexmusnocmo

D¢ dhexTuBHOCTH M 6€30MaCHOCTH CUiIeHauIa OoleHUBaM B 21 paHIOMHU3UPOBAHHOM JIBOMHOM
CJIETIOM TIIIAEOOKOHTPOIUPYEMOM HCCIIEAOBAHUN TMPOJOJIKUTEIBHOCTBIO 0 6 MECAIEB Y
3000 manmeHTOB B Bo3pacte oT 19 1o 87, ¢ apekTunbHON qUCyHKIMEH pa3IndyHOM 3THOJIOTHI

(opraHu4eckoi, NCUXOTEHHOW WM cMmemaHHol). DG (eKkTUBHOCTH Mpenapara OLCHUBAIU
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r100aNbHO C MCIOJb30BAHUEM THEBHHMKA JPEKIHH, MEXTyHApOIHOrO MHAEKCA SPEKTUIHHON
¢yHKUMN (BaJUIUPOBAHHBIM OMPOCHUK O COCTOSIHUM CEKCYalbHBIH (YHKLUMH) U OIpoca
napTHepa.

OddexTuBHOCTH cuiAeHadUIa, ONpeIesieHHas KaK CIIOCOOHOCTh IOCTUTATh U TIOAAEPKUBATH
APEKIHIO, JOCTATOYHYO JIJIsl YOBJIETBOPUTEIHHOTO TIOJIOBOTO aKTa, ObLIa PO IeMOHCTPHPOBAHA
BO BCEX MPOBEICHHBIX UCCIEI0BAHUAX U ObLIa MOATBEPKACHA B JOJITOCPOYHBIX HCCIIEIOBAHMAX
MPOJOJDKUTENbHOCTRIO 1 roA. B uccinemoBaHusix ¢ mpuMeHEHUEM (DUKCUPOBAHHOUW J103bI
COOTHOIIIEHHUE MALMEHTOB, COOOIIMBIINX, YTO TEPAMH yIYUIINIa UX 3PEKIHI0, COCTABIAIO: 62
% (mo3a cunaenadwna 25 mr), 74 % (mo3a cunnenaduna 50 mr) u 82 % (mo3a cungeHadwia
100 Mr) mo cpaBHeHuto ¢ 25 % B Tpynme miane6o. AHaIU3 MEXIyHapOTHOrO HHAEKCa
APEKTWIBHON (YHKIMM TOKa3al, 4TO JOMOJHHUTEIBHO K YIYYIICHUIO 3PEKIHH JIeUCHHE
cuiIIeHa(hIIIOM Taroke MOBBIIIANIO0 KA4€CTBO OpPra3mMa, Mo3BOJISUIO JOCTHYG yI0BIETBOPEHHS OT
MI0JIOBOTO aKTa M OOIETO Y10BICTBOPEHHUS.

CornacHo 0600111eHHBIM JaHHBIM, CPEIU MAI[IEHTOB, COOOIIMBIINX 00 Y1y IlIEeHUN SPEKIUH MTPU
neuenun cwiaeHadguiom Obutn 59 % OoabHBIX nuadbeTtoMm, 43 % mNanMeHTOB, MEPEHEeCIIMX
paIuKaJIbHYIO IPOCTAT3KTOMUIO U 83 % MalMeHTOB C MOBPEKAEHUSIMHU CIIMHHOTO MO3Ta (IPOTUB
16 %, 15 % u 12 % B rpynmne mianedo, COOTBETCTBEHHO).

Dapmakoxunemuka

dapmakoKHMHETHKA CHIIIeHA]IIa B pEKOMEHIyeMOM JTMana3oHe 103 HOCUT IMHEHHBIN XapakTep.
Bcacwvisanue

[Tocne mpuema BHYTph cuiaeHaduia ObICTPO BcachiBaeTcs. AOCOMIOTHAsS OMOTOCTYITHOCTh B
cpeareM coctaBisieT 0k0J10 40 % (0125 % 10 63 %). Invitro cungenad i B KOHIEHTPALIMHA OKOJIO
1,7 mr/ma (3,5 aM) nonaenseT aktuBHOCTh /IS5 uwenoneka Ha 50 %. Ilociie oTHOKpAaTHOTO
npuema cuwigeHagmia B no3e 100 Mr cpegHss MakcUMaslbHasi KOHIIEHTpalus CBOOOJIHOIO
cunaenaduna B mwiazmMe KpoBH (Cmax) My 4uH cocTaBisieT okoJio 18 ur/mi (38 HM). Cpax Tipu
npueMe cuiieHaduaa BHyTpb HATOLIAK JOCTUTAaeTCs B cpeHeM B TedyeHue 60 MuH (ot 30 MuH 10
120 mun). IIpu npueme B coueTaHUU C JKUPHOM MUIIENH CKOPOCTH BCaChIBaHUA CHIKAETCS: Cmax
yMEHbINAaeTCs B cpeiHeM Ha 29 %, a Bpems TOCTHKeHHs MakcuMaibHOU KOHIEHTpauH (T max)
yBesnu4yuBaeTcs Ha 60 MUH, OJJHAKO CTENEeHb a0COPOIMHU JOCTOBEPHO HE U3MEHsIETCS (IO
noJ ¢papMaKkoKuHeTH4Yeckoi KpuBoil koHueHTpauus-spems (AUC) camxkaetca Ha 11 %).
Pacnpeoenenue

O6mem pacnpeneneHus cuiaeHadma B paBHOBECHOM COCTOSTHUN COCTaBIISIET B cpeaHeM 105 1.
Ces3p cwiieHauiaa U €ro OCHOBHOTO IMHUPKyIUpyMomero N-1eMeTuIbHOro Metadbosmra ¢
OekaM¥ TUTa3Mbl KPOBH COCTAaBIISIET OKOJIO 96 % W HE 3aBUCUT OT OOMIel KOHICHTpaIun

npenaparta. Menee 0,0002 % no3sl cunenaduna (B cpennem 1 88 Hr) oOHapy KeHO B CIiepMe yepe3
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90 muH nocJie mpuemMa npenapara.

Memabonuzm

Cunpenadun Mmetaboau3upyeTcs, IIaBHBIM 00pa3oM, B MIEUYEHU MOJ JEeUCTBUEM H30(]epmeHTa
nuroxpoma CYP3 A4 (ocHoBHOM yTh) 1 u30pepmenTa nuroxpoma CYP2C9 (MUHOPHBIN Ty Th).
OCHOBHOM NMPKYyJUPYIOUIMH aKTUBHBI MeTaboiuT, oOpa3ylouuiicas B pe3yjbTare
N-nemeTunupoBaHus cuiieHaduIa, MoABepraeTcs nanpHeineMy Meradonm3my. CeneKTUBHOCTD
neicTBus 3TOoro Mmerabonura B otHouenuu GJID conocTaBuMa ¢ TakoBOU cuiieHaduia, a ero
aKTUBHOCTH B oTHOIIeHnH DJID5 in Vitro cocrtaBaser okoo 50 % aKTMBHOCTH CHIAeHA]IIA.
Konnenrpamnus metabosinTa B rura3Me KpOBH 3I0POBBIX JOOPOBOJIBIEB cocTaBisia 0koJio 40 %
OT KOHIEHTpauuu cuijeHaduma. N-IqeMeTUIbHBI MeTabOIUT TOABEPTaCTCs JaIbHEHIIeMy
MeTabonu3My; nepuos ero nonyssiBeneHus (T1/2) cocTaBnsieT okoo 4 yac.

Buiseoenue

OO6mwmit kmupeHc cunaenaduna cocrarisiet 41 n/gac, a koneunsrii Ty, - 3-5 gac. [Tocne npuema
BHYTpPb TakKXe KaK TIOCJie BHYTPUBEHHOTO BBEJEHHUS CHUIJAEHAa(MI BBIBOAUTCS B BHIE
MeTaboJIUTOB, B OCHOBHOM, KHIIEYHUKOM (0Ko0yi0 80 % mepopaibHON J03bI) U, B MEHbIIEH
CTEIEeHHU, Moukamu (0ko1o 13 % nepopanbHOil 103bI).

dapMaKOKHHETHKA Y 0CO0BIX T'pyHOI NanmucHTOB

Toowcunvie nayuenmol

Y 300pOBBIX MOXWIBIX MalMEHTOB (cTapuie 65 JeT) KIMpeHC cuijeHaduia CHUXKEH, a
KOHIICHTpalUsl CBOOOIHOTO cuiieHadmiIa B 1ia3Me KpoBu npumepHo Ha 40 % Bbiie, ueM y
MoJtoabix (18-45 nert). Bo3pact He Oka3pIBaeT KIMHUYECKH 3HAYMMOTO BIHMSHUS Ha 4YacTOTY
pa3BuTHUA NOOOYHBIX 3P (HEKTOB.

Hapywenus ¢ynkyuu nouex

[Tpu nerkxoit (kaupenc kpeatunuHa (KK) 50-80 mu/mun) u ymepennoit (KK 30-49 mu/mun)
CTENEHN MOYEYHON HEJOCTATOYHOCTU (papMaKOKMHETHKA cUiJeHaduiIa Mociae 0JHOKPaTHOIO
npuemMa BHYTpPb B 103€ 50 mr He uzmensercd. [Ipu tsaxenoit noueunoit Henocrarounoct (KK <
30 MuI/MUH) KIUpEHC cHIJeHa(uiIa CHWXKAeTCs, YTO MPUBOAUT K MPHUMEPHO JBYKpPATHOMY
yBenudenuto 3HaueHuss AUC (100 %) u Cpax (88 %) 1o cpaBHEHHUIO C TAKOBBIMU MOKA3aTEISIMU
IPpY HOPMaJIbHOHM (DYHKIIMH MOYEK Y MALMEHTOB TOH k€ BO3PACTHOM IPyMIIbIL.

Hapywenusa ¢pynkyuu neuenu

VY manueHToB ¢ uMppo3oM nedeHu (k1accsl A U B no knaccudukanun Yaina-I1si0) knupexc
cuiaeHaduia CHIKaeTcs, 4To mpuBoAuT K moBeieHuto 3HaUeHus AUC (84 %) 11 Cmax (47 %) Mo
CPaBHEHMIO C TAKOBBIMHU ITOKA3aTEISIMU [IPU HOPMAJIbHOM ()Y HKIIMY [T€YEHH Y NAIl[MEHTOB TOU ke
Bo3pacTHOM rpynmnbl. dapmakokuHeTHKa cuiaeHadmiay O0IbHBIX C TSHKEJIBIMU HapyIISHUSIMU

¢ynkmu neyenu (knace C no knaccuduxanuu Yaiinga-I1s10) He u3yuanacs.
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IMoxa3zaHusi K NpUMeHEHHUI0
Jleuenue HapymIeHUH SPEKIUU, XapaKTEPU3YIOMUXCS HECTIOCOOHOCTHIO K JIOCTIKEHUIO WU
COXPaHEHUIO APEKIUH MTOJOBOTO UJIeHa, JOCTATOYHOU JJIsl Y I0BIETBOPHUTEIHHOTO MTOJIOBOTO aKTa.

Cunoenaghun Ighpekmueen monvko npu ceKcyanbHOu CMUMYAAYUU.

ITpoTuBOMOKa3aHust

[ToBbIiIeHHAas YYBCTBUTENBHOCTh K CHiieHA(UIy WIM K JI00OMY JIpYyromMy KOMIIOHEHTY
npemnapara.

[TpuMeHeHHe y MalUeHTOB, MOJIYYaloUIUX MOCTOSHHO WM C NEepepbhIBaMU JOHATOPHI OKCUAA
a30Ta, OPraHMYECKUE HUTPATHl UMW HUTPUTHI B JIOOBIX (hopMax, MOCKOJIbKY CHiAeHadI
YCUJIMBAaET TMIOTEH3UBHOE JI€MiCTBUE HUTPATOB (CM. pasnen «B3aumonelcTBue ¢ Ipyrumu
JI€KapCTBEHHBIMH CPEJICTBAMMY).

CoBmecTHOe TIpuMeHeHne MHruouTopoB ®JID5, Brmovyas cuiageHaduia, CO CTUMYJISATOpaAMU
ryaHWJIaTIUKIa3bl, TAKUMH KaK pHOLIUTYAaT, TaK KaK 3TO MOXET MPUBOAUTH K CUMIITOMaT U4 EeCKOU
TUITOTEH3UH.

be3onacHocTh 1 3 peKTUBHOCTH IpenapaTta Buarpa® npu coBMECTHOM NPUMEHEHHH C IPYTUMA
CpeICTBaMU JICUEHUS! HAPYIICHHUH SPEKIUN HE U3y4aJuCh, MOATOMY NMPUMEHEHUE T000HBIX
KOMOWHAINA HE peKoMeHayeTcs (cM. pazaen « OcoObie yKa3aHus»).

HenepeHocUMOCTB J1aKTO3bl, A€ (ULUT JAKTa3bl, TIFOKO30 -TaJaKTO3Has MaJIbaOCcopOIIHSL
Tsoxenas nedyeHouHast HenoCcTaTouHOCTh (Kimace C mo knaccudukanuu Yanna-11s10).
OmHOBpPEMEHHBII MPUEM PUTOHABHUPA.

Tsokenple  cepAeYHO-COCYMCThIe 3a0oneBaHust (TsDKeNas ceplieyHas HeI0CTaTOYHOCTb,
HECTaOMIIbHAs CTEHOKAP AU, IEPEHECEHHbIE B T€YEHUE MOCIIEAHUX LIECTH MECALIEB MHCY BT WIH
uHpapKT MHOKapa, )KU3HEeyrpoxKaronme aputMun, rurneprersus (AJ[>170/100 mm pT. cT.) win
aprepuanbHas runotensus (Al menee 90/50 mm pr.ct.)) (cM. pazzuen « OcoObie yKa3aHUs»).
[TameHTHl ¢ SnMM304aMM Pa3BUTUS HEAPTEPUUTHOW IEpeAHEN HIIEeMUYECKOW HEeUpOomaThu
3pUTENILHOTO HEPBA C MOTEpel 3peHUs B OJHOM I1a3y.

HacnencTBeHHbIN NTUTMEHTHBINA PETUHUT (CM. pasznelt «OcoOble yKa3aHusm»).

[To 3aperucTpupoBaHHOMY TIOKa3aHHUIO Mpenapat Buarpa® He npeaHa3HaYeH A5 IPUMEHEHUS Y
nereit no 18 ner.

Io 3aperncTpUpOBaHHOMY MOKa3aHMIO Npenapat Buarpa® He npenHaszHadeH A/ NPUMEHEHHS y

KCHIIIMH.

C 0CTOpPOXKHOCTHIO
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Anatomuueckas aedopmalys MoJ0BOro YieHa (aHTyJISIus, KaBepHO3HBIH GuOpPO3 uiu 601e3Hb
[Teitponn) (cm. paznen «OcoObIe yKazaHUs ).

3aboneBanus, MpeApacoiaraoliue K pa3BUTHIO MpUANu3Ma (CEPIOBHUIHO-KJIECTOYHAS aHEMHS,
MHOKECTBEHHAsI MUEJIOMa, JIeHK03, TpoMboItuTeMus ) (cM. pasaen « OcoOble yKa3aHus).
3a0oJsieBaHUsI, COMPOBOKIAIONIUECT KPOBOTCUCHUEM.

S13BeHHas 00JIe3HB KeNyIKa U JBEHAIATUIICPCTHO M KUIIKH B CTAIUH 000 CTPEHUS.

Hapymenus QyHKIun neyeHu.

Tsoxenas moueunas HegpoctarouHocTh (KK menee 30 mu/mum).

[TareHTHl € ANM3040M pPa3BUTHUS IEPEJHEH HEAPTEPUUTHOM HIIEMHUYECKOM HEUpONATHH
3pUTEILHOTO HEpBa B aHaMHe3e (cM. pazaen « OcoObie yKka3aHusl).

OnHOBpEMEHHBIH TpUeM OJIOKaTOPOB alb(a-aapeHOPeIenTOPOB.

BepeMeHHOCTH M MEPHOJ JaKTALMH

I[To 3aperucTpupoBaHHOMY MOKa3aHUIO MpeNapaT He MpeIHa3HAYCH JJIsl IPUMEHEHUS Y KEHIINH

Cnoco0 npuMeHeHus1 U 103bI

BuyTps.

PexoMenmyemas j103a i1t 0OJIBITMHCTBA B3POCIBIX MAIMEHTOB cocTaBisgeT 50 Mr nmpuMepHo 3a
1 gac no cexcyanbHOU akTUBHOCTHU. C y4eToM 3(hPEKTUBHOCTH U MEPEHOCUMOCTH /1032 MOKET
ObITh yBenueHa 1o 100 mr wiam cHwkeHa 10 25 Mr. MakcuMmaiabHash peKOMEHIyeMasl 103a
coctasisieT 100 mr. MakcumasnbHast peKOMEeH/ Ty eMasi KpaTHOCTb IPUMEHEHHUSI - OJTUH pa3 B CYTKU.
Hapywenus ¢pynkyuu nouex

[Ipu nerkoit u cpeaHeTspkenoi creneHu nmovyedHoit HepoctatouHocTH (KK 30-80 mur/mun)
KOPPEKTUPOBKA 7036l HE TpeOyeTcs, mpu Tsokelor moyeuyno HemocrtatouHoctn (KK < 30
MJI/MUH) — 103y CWIeHaduiIa cleayer CHU3UTD 10 25 MT.

Hapywenusa ¢pynkyuu nevenu

[TockonbKy BbIBeAeHHE cuiieHaduaa HapylIaeTcs y MAlUeHTOB C IMOBPEXKACHUEM IEUECHU
(B 4aCTHOCTH, ITPH IIUPPO3€), 103y npenapaTa Buarpa® caeayer CHU3UTH 10 25 MT.
Cosmecmnoe npumenenue c OpyeUMU J1eKap CmeeHHbIMU CPeOCMEAMU

CoBMecTHOE MPUMEHEHUE C PUTOHABUPOM HE peKOMeHayeTcs. B mobom ciydae MakcumanbHast
J03a mpenapara Buarpa® HH npu Kakux OOCTOSTELCTBAX HE JIOJDKHA IMPEBBIIATH 25 MT, a
KpaTHOCTh npuMmeHeHus — 1 pa3 B 48 wyac (cMm. pasnen «BsaumopeilcTBue ¢ Apyrumu

JIEKapCTBEHHBIMH CPEJICTBAMM).

Crp. 7u3 18



[Ipy coBmecTHOM mpUMEHEHMH ¢ UWHruouTopamu wuszodepmenra 1mmuroxpoma CYP3A4
(3pUTPOMHMIINH, CAKBUHABHD, KETOKOHA30JI, UTPAKOHA30J1) HaYaIbHas J03a npenapara Buarpa®
JOJDKHA COCTaBIATh 25 Mr (cMm. pasznen «BsammoneiicTBue ¢ ApYrMMH JieKapCTBEHHBIMH
CpeICTBaMMN).

UtoOBl CBECTH K MHHHMYMY PHCK Pa3BHTHs MOCTYPajJbHOW THUIOTCH3UW Yy MAIMCHTOR,
NPHUHUMAIOIUX (-3 JpCHOOJIOKATOPEL, IPUEM MpenapaTa Buarpa® cienyeT HaYMHATH TOJIBKO
Mocje JOCTIKEHUs CTa0Wiu3alMd TEeMOJMHAMUKU y OTHX mnanueHtoB. Crenyer Takxke
paccMOTpETh IEJIECO00Pa3HOCTh CHIDKEHUS HaydallbHOW 103bl1 CUigeHaduiaa (CM. paszieibl
«Oco0pbIe yka3zanus» u «B3anMoaeiicTBIe ¢ IPYTUMHU JIEKap CTBEHHBIMU CPEICTBAMI ).
Loorcunvie nayuenmoi

Koppekruposka 1035l nnpenapata Buarpa® He TpedyeTcs.

IToGounoe neiictBue

Hawubosee gacteiMu mo6oyHbIMHE 3 (heKTamu OBITH TOJI0BHAS 00 U «IIPUITUBEI.

OO6b1uHO TOOOYHBIE 3 PekThl mpenapata Buarpa® c1abo miix yMEepeHHO BBIPaKCHBI U HOCST
MIPEXOISIIUI XapakTep.

B uccnenoBanusax ¢ npuMeHeHHEM (HUKCUPOBAHHOM 103bI TOKA3aHO, YTO YaCTOTa HEKOTOPBIX
HE)KEJIATEbHBIX SBJICHUH MOBBIIIACTCS C YBEITUUYCHHEM J03bI.

YacToTa HexxenaTeIbHbIX PeaKUi peJICTaBlIeHa o clie1yrollei KiaccuruKau:

OueHb 4acTo >10 %

Yacto >1% u <10 %

Heuacto >0,1% u<1%

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

Ouenb penko <0,01 %

YacToTa HEM3BECTHA HEBO3MOHO OIPEICIUTh Ha OCHOBE UMEIOIINXCS TAHHBIX

Co cmoponbl UMMYHHOU CUCHEMBL: HEYACMO - PEAKITUH TOBBIIIICHHOW YyBCTBUTEIBHOCTH (B T.4.
KOYHAs CHITb), aJNIEPTUICCKHIE PEAKIIUU.

Co cmoponbl opzana 3penusn: yacmo - 3aTyMaHEHHOE 3peHUe, HapyLISHUE 3PEHUS, [INAHOTICHS;
Heuacmo - 00Jb B T71a3ax, GoTodoous, GOTOICHS, XPOMATOIICHS, TOKPACHEHHE I1a3/MHBEKIINI
CKJIep, M3MCHCHHE SIPKOCTH CBETOBOCIPHUSATHS, MUIPHUA3, KOHBIOHKTUBUT, KPOBOM3IIMSIHHUE B
TKaHM TJIa3a, KaTapakTa, HapylleHue paboThl CIE3HOTO ammapaTta; pedko - OTEeK BeK U
MPIIETAIONINX TKAHEH, OIIYIIIEHHE CYyXOCTH B I1a3aX, HAJTMYHE PaJlyKHBIX KPYTOB B ITOJIE 3P CHUS
BOKPYT UCTOYHUKA CBETA MOBBIIICHHAS Y TOMJIIEMOCTD TJ1a3, BUJICHHE IPEAMETOB B )KEIJITOM ITBETE

(kcaHTOIICHS), BUIEHHUE IPEIMETOB B KPACHOM LIBETE (3pUTPOIICHUS), TUIIEPEMUS KOHBIOHKTUBBI,
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pazapakeHHe CIU3UCTON O0O0OJIOUKHM TIJia3, HENpPUATHBIE OLIYLIEHHA B TJa3ax; uacmoma
Heu3gecmHa - HEapTEpPUMTHAs NEpeiHss HIIEeMUYecKash HEBpPOIMATHUs 3PUTEIBHOIO HEpBa,
OKKIIFO3USI BEH CETYaTKH, Ae(PEKT MOJeH 3peHus], TUIUIONHA™, BpeMEHHAs MOTePs 3pCHUS WIH
CHI)KEHHE OCTPOTHl 3pEHHUs, INOBBIIICEHHE BHYTPUIJIA3HOTO [aBJIEHUS, OTEK CETYaTKH,
3a00JIeBaHUS COCYJIOB CETYATKH, OTCJIOWKA CTEKIIOBUAHOTO Tela/BUTpeabHas TPAKIIUS.

Co cmoponvi opzana ciyxa: Heuacmo - BHE3AIHOE CHIDKEHUE WM NIOTEPS CilyXa, IIyM B yIIax,
00J1b B yI1ax, 3BOH B yIIIaX.

Co cmoponsl cepoeuHo-cocyOoucmoil CUCmeMmbl: 4acmo - KIPUIHBBD)Y; Heyacmo - TaXuKapaus,
OIyIIEHUE CepAneOneHus, CHIKEHHE apTEepUATBHOTO MAaBJICHHS, YBEJIWYCHHE YaCTOTHI
CEep/ICUHBIX COKpAIlleHHi, HeCTaOMIbHAas CTEHOKAPAHS, aTPUOBEHTPUKYJIIpHAs O10KaAa, MH(apKT
MHOKapia, TpoM0O03 COCYyI0B FOJIOBHOTO MO3Ta, 0CTAHOBKA CEP/IIIa, CEPEYHAs HEJ0CTATOYHOCTb,
OTKJIOHEHUS B IIOKa3aHUAX  OJIEKTPOKAPIUOIPAMMBbl, KapJAUOMHOIATHSI, IOBBILIECHUE
apTepHaIbHOIO IABICHUS ; peoko - GUOPUILIALUS IpeicepInii, BHE3aHasl Cep/ieuHas CMEPTh™,
KEIyI0YKOBasi apUTMUS ™.

Co cmoponsl Kpoeu u 1umghamuuecKkoil CUCmeMmMbl: Heuacmo - aHEMHUS, JICHKOTICHUSI.

Co cmoponvl 00mena eeuwjecme u NUMAHUA: HeuaCcmo — OILYILEHHE XKaKAbl, OTEKH, [oJarpa,
HEKOMIICHCUPOBAHHBIA caxapHbli JauabeT, TUNEepIIIMKeMUs, Mepupepudyeckue OTEKH,
TUNEePYPUKEMUS], TUTIOTITUKEMHUSI, TUTIEPHATPUEMHSL.

Co cmoponbsl OvixamenvHOU cucmemsl: Yyacmo - 3aJI0KEHHOCTb HOCA; Heuacmo - HOCOBOE
KpOBOTEUECHHE, PUHHUT, ACTMA, TUCITHOD, JIAPUHTUT, (PAaPUHTUT, CAHYCUT, OPOHXUT, yBEIUYECHUE
o0bema 0TIeIsIeMO MOKPOTHI, yCUJIEHUE KAIIlJISl; pe0Ko - UyBCTBO CTECHEHUS B TOpJie, CyXOCTh
CIIU3UCTOM 000JI0UKH MOJIOCTH HOCA, OTEK CIIM3UCTON 000JIOUKHU MOJIOCTH HOCA.

Co cmoponbl iHcey00uUHO-KUueyHo20 mpaKma: 4acmo - TOIIHOTA, TUCIENCHS; Heuacmo -
ractpos3odareanbHas pedarokcHas 60J€3Hb, pBOTA, 00JIb B 00JIaCTH XKUBOTA, CYXOCTh CIIU3UCTON
000JIOYKH TMOJOCTH pTa, TIIOCCUT, TMHTUBUT, KOJHT, Aucdarus, racTpuT, racTpOIHTEpHUT,
330(aruT, CTOMATUT, OTKIOHEHHE «IEUYEHOUHBIX» (PYHKIMOHAIBHBIX TECTOB OT HOPMBI
pEeKTaIbHOE KPOBOTEUCHHUE ; peOKO - TUTIIECTE3Us CIU3UCTON 000T0YKH OJIOCTH PTa.

Co cmoponbl onopro-o0suzamenbHo20 annapama: 4acmo - 00Jb B CIIUHE; Heuacmo - MUAITHUs,
00JIb B KOHEYHOCTSX, apTPUT, apTpO3, pPa3pblB CYXOKWIUS, TECHOCUHOBUT, 00JIb B KOCTSIX,
MHACTEHUS, CHHOBHT.

Co cmopoHbl MOUEN0N068011 CUCIEMbL: HeYACmMO - TUCTUT, HUKTYPHS, YBEJIMUECHHE MOJIOYHBIX
xKele3, HeJeprKaHue MOYH, TeMaTypusl, HapylLIeHUe HSIKYJISIUN, OTeK TeHUTAIHNI, aHOpra3mMus,
reMaToCIepMusi, TOBPEKICHNE TKAHEH TOJIOBOTO YICHA; pedKo - JUINTENbHAS SPEKIHs W/ UIu

npuannusm, KpOBOTCUCHHNEC U3 ITIOJIOBOTO YJICHA.
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Co cmoponbl yeHmpanovHoll U nepugeputecKoli HePEHOIl CUCIEMbBL: OUeHb YaCMO - TOJIOBHAs
00Ib; uacmo - TOJOBOKPYXECHHE; HEeUdCmoO — COHJIUBOCTH, MUTPEHB, aTAKCHs, TUIIEPTOHYC,
HEBpaJITHUs, HEUPOIATHs, TAPECTE3HsI, TPEMOP, BEPTUTO, CUMIITOMBI JEMIPECCUH, OE€CCOHHMUIQ,
HEOOBIYHBIC CHOBUCHHUS, TTOBBITIIEHUE PE(IIEKCOB, TUTIECTE3NS;, pedKo - CYyOPOru™, moBTOPHBIE
cynoporu*®, 0OMOpOK, HapyIIeHHe MO3TOBOT0 KPOBOOOpAIeHUs, TPAH3UTOPHAS UIIIEeMUYeCKas
aTaka.

Co cmoponbl Kodcu u NOOKOHCHBIX MKAHEH: Heyacmo - KOXKHAs ChIllb, KpaIMBHUIIA, TPOCTOM
reprec, KOXHbIHN 3y /1, TOBBIIIEHHOE MOTOOT/IENEHUE, U3bSI3BIIEHIE KOXKH, KOHTAKTHBIM JepMaTHr,
OKC(OJIMATUBHBIA JEPMATHUT, uacmoma Heuzgecmua - cuHapoMm CruBeHca-/[xoHCOHa,
TOKCHUYECKUU DU EepMaIbHbIA HEKPOJIN3.

Ilpoyue: neuacmo - OIIYIIEHHE kapa, OTEK JIMIA, peakuus (pOTOUYBCTBUTEIHHOCTH, IIOK,
acTEHUs, TIOBBIIICHHAS yTOMJISEMOCTh, OOJIb PA3IMYHOM JIOKAJIM3alMU, 03HOO, CiydalHble
najieHus, 001b B 00JIaCTU TPYAHON KIETKH, CIIy9allHbIE TPABMBI; peO0KO - pa3apaKUTEIbHOCT.

* Tlo6ounble 3¢ (HEeKTHI BBIIBICHHBIEC BO BPEMSI TOCTMAPKETHHTOBBIX HCCIIEIOBAHHM.

Cepoeuno-cocyoucmule 0CI0MHCHEeHUS.

B Xoae mMmoCcTMapKeTHMHrOBOrO TPHMEHEHWs CwiacHaduiaa s JICYSHUS JPEKTHIBHON
TUCYHKIME COOOIMIANOCh O TaKUX HEXKEIATEJIbHBIX SBICHHUAX, KaK TSOKEIbIE CEepAedHO-
COCYAUCTBIE OCIOKHEHUS (B T.4. UH(PAPKT MUOKap/a, HecTaOWIbHAsI CTEHOKapAus, BHE3aITHas
ceplieyHass CMEpPTh, XKEIYyJAOYKOBas apUTMUS, T€MOPPAru4eCKUd HHCYJIbT, TPaH3UTOPHAS
UIIeMUYecKas aTaka, TUMEPTEH3Us] U TUIOTEH3Hs), KOTOPHhIE MUMEJIHW BPEMEHHYIO CBS3b C
MpUMEHEHHEM cuiieHadmIa. boIbIIMHCTBO STUX MALMEHTOB, HO HE BCE U3 HUX, UMEINIH (haKTOPhI
pUCKa CEepIEeUYHO-COCYAUCTBIX OCJIOKHEHUM. MHOTHME U3 yKa3aHHBIX HEXKeJIaTeJIbHBIX SIBJICHUI
HaAO0II0Ja]IMCh BCKOPE MOCII€ CEKCYaIbHOW aKTUBHOCTH, U HEKOTOPBIE U3 HUX OTMEUalIuCh MOCIe
npuema cuijaeHaduina 0e3 Mmocieaymoumeld CexkcyalbHOW akTUBHOCTH. He mpencrasnsercs
BO3MOJKHBIM YCTAHOBUTH HAIUYHUE MPSAMOU CBSI3M MEXIY OTMEYABIIMMUCS HEXKEJATEJIbHbIMU
SIBJICHUSIMU U YKa3aHHBIMU WJI UHBIMH ()aKTOpPaMHU.

3pumenvHoie Hapyuienusl

B penkux crnyuasix BO BpeMsi MOCTPETUCTPALIMOHHOTO TPUMEHEHHS BCeX HHruouTopoB G105, B
TOM 4Hclie cuiieHaduia, coodnaiu o HeapTePUUTHON NepeAHeN UIlIeMUYeCKOM HeBPOaTUH
sputenbHoro HepBa (HIIMH3H) - peakom 3abosieBaHNM U TIPUYWHE CHIDKEHUS WU TIOTEPH
3perusi. Y OONBIIMHCTBA U3 ATHX NAIUEHTOB OBUIM (PAKTOPHI pPHCKA, B YACTHOCTH CHIDKCHUE
OTHOILIEHUS JUAMETPOB AKCKABAIIMH U TUCKA 3PUTEIBLHOTO HepBa («3aCTOMHBIN JUCK» ), BO3PACT
crapme 50 mer, caxapHbpldi auabeT, TUMEPTEH3Ws, UIIeMUu4eckas OOJIE3Hb Cep.Ia,

THINCPINIHUACMUA U KYPCHHUC. B 06C€pBaI_II/IOHHOM HCCICOOBAaHNN OLICHHBAJIIHN, CBA3aHO JIH
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HeJlaBHEE MPUMEHEHHE TpenapaToB Kiacca MHrHouTopoB ®J195 ¢ ocTprim Havanom HITMH3H.
Pe3ynbraThl yka3biBatoT Ha IpUOIU3UTENbHO 2 -KpaTHOe noBbimenue pucka HIIMH3H B npe nenax
S IEepuoJOB  NOJIYBBIBEIEHHS Iocie mnpuMeHeHuss uHruburopa @DJ195. Cornacho
ONyOJIMKOBAaHHBIM JIUTEPATYpPHBIM JaHHBIM, TOAW4YHas dactoTa Bo3HukHOBeHus HIITMH3H
coctaBisieT 2,5-11,8 ciryyae Ha 100 000 my»xunH B Bo3pacte > 50 et B 00mIeH MOy TSN
Crnenyer pekOMEH10BaTh Al[UEHTAM B Clly4ae BHE3AMMHOU NOTEPU 3pEHUS IPEKPATUTD TEPAITUIO
cuiaeHaGUIoOM U HEMEJJICHHO IPOKOHCYJIBTUPOBATHCS ¢ BpadoM. JIuia, y KOTOPBIX yxKe Obul
cnyuait HITMH3H, umeror noseimennslil puck peuunusa HITMH3H. [Tosromy Bpauy ciemyer
00CYIUTh JAHHBIM PUCK C TAKUMU NAl[UEHTAMH, @ TAKXKE 00CYUTh C HUMHU MOTEHIUAIbHBIH IIaHC
HeOJIaronpuaTHOTO Bo3aeicTBUs MHruOutopoB ®JI35. Muruburtopsr ®JI35, B ToM wyucie
cuiaeHadui, y TakuX MalueHTOB CIeAyeT IPUMEHITh C OCTOPOXKHOCTHIO M TOJIBKO B CUTYalMsX,
KOI'/1a 0’KHJjaeMas 1oJib3a EPEBEIINBAET PUCK.

[lpu wucnone3oBaHmM mpenapara Buarpa® B 103aX, NPEBHIIIABIINX PEKOMEHYEMbIE,
HeXeJlaTeJIbHbIe SBJICHUS OBbUTH CXOTHBIMU C OTMEUYEHHBIMHU BBIIIE, HO OOBIYHO BCTPEUAIUCh

qanie.

IHepenosupoBka

[Tpu onHOKpaTHOM IpHeMe npenapata Buarpa®B go3e 10 800 MT HekenaTeNbHbIC IBJICHUS ObUTH
TaKAMH K€, KaK W MPH IpUeMe mpemnapara B 0ojiee HU3KUX J103aX, HO BCTPEYAIUCH Yalle.
[Tpumenenue qo361 200 MI HE MPUBOIUIIO K MOBHIIIEHUIO 3()(PEKTUBHOCTH IpenapaTa, 0IHAKO,
yacToTa MOOOYHBIX peakuuil (rojioBHass OOJNb, «IPUIUBBDY, TOJOBOKPYKEHUE, THUCIIETICHS,
3aJI0’KEHHOCTb HOCA, HapyLIEHHE 3p €HUsI) YBEINYNBAIACh.

Jleuenne cumnTomaTuueckoe. ['emoananns3 He YCKOpsieT KIMPEHC cuineHaduina, Tak Kak

MOCJICTHUI aKTUBHO CBS3BIBAETCS C OeJIKaMH IJ1a3Mbl U HE BBIBOJAUTCS ITIOYKaMMU.

B3aumoneiicTBue ¢ APyruMHM JieKapCcTBeHHbBIMHU CpeCTBAMHI

Brnusnue opy2ux nexapcmeeHHbIX npenapamos Ha (GapmaKoKuHemuKy cuioeHaguia
MeTa6o01u3M cuigeHaduia NpOUCXOAUT B OCHOBHOM MO/ JeicTBUEM N30 (hepMEHTOB LIUTOXPOMA
CYP3A4 (ocuoBuoit myts) 1 CYP2C9, nmosromy HUHTHOWTOPHI 3TUX H30()EepPMEHTOB MOTYT
YMEHBLIUTh KIUPEHC CuieHaduna, a HMHIYKTOPBL, COOTBETCTBEHHO, YBEIHUYUTH KIUPEHC
cunaeHaduna. OTMeueHo CHIDKEHHE KIMpEeHca cuiieHaduia mpu 0JHOBPEMEHHOM IPUMEHEHNU
uHruouTOpOoB M3odhepmenta nuroxpoma CYP3A4 (keTokoHA301, SpUTPOMHUIIIH, ITUMETHINH).
[Mumernaun (800 mr), Hecnermdrueckwii ”HTHOUTOP M30pepmenta muroxpoma CYP3 A4, npu
coBMecTHOM mpueme ¢ cuigeHadmiom (50 Mr) BbI3BIBACT MOBBIIIEHUE KOHIICHTPAINU

cunaeHaduna B wiazme Ha 56 %. OgHokpatsbiil npuem 100 mr cungeHaduna COBMECTHO C
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sputpoMurHoM (1o 500 Mr/cyTku 2 pasa B A€Hb B TEUCHHUE 5 JHEH), yMEPECHHBIM HHTHOUTOPOM
m3odpepmenta muroxpoma CYP3A4, Ha ¢oHe HOCTHKEHUS TOCTOSHHOW KOHIIEHTPAIUU
SPUTPOMUIIMHA B KpoBHU, mpuBoauT K yBenumdeHuro AUC cunnenaduna Ha 182%. Ilpu
coBMecTHOM npueMe cwiaeHaduna (oganokparao 100 mr) u cakBunasupa (1200 mr/nens 3 pasa B
nens), uaruouropa BUU-ipoTeassl u nzodepmenta muroxpoma CYP3 A4, Ha hoHe 1ocTkeHus
MOCTOSIHHON KOHIIEHTPAIIUU CaKBUHABHPA B KpOBU Cpmax cHIIIeHa(MIIa TOBBIIanachk Ha 140 %, a
AUC yennuuBanack Ha 210 %. Cunnenadui He OKa3bIBaeT BIAUSHUS HA (apMaKOKUHETHKY
cakBuHaBupa. bonee cuinpHbie MHTHOUTOPHI M30depmenta muroxpoma CYP3A4, Ttakue kak
KETOKOHA30JI M UTPAKOHA30JI, MOTYT BBI3bIBATH U 00JIe€ CHUIIBHBIC U3MEHEHUS (DapMaKOKHHETHKA
cunaeHadmuna.

OpnoBpeMeHHOe npuMeHeHue cuiaeHaduna (ognokpatao 100 mr) u putonasupa (mo 500 mr
2 pa3a B cyTku), uHruOuTOpa BUY-nipoTeasbl 1 CMiIbHOTO HHTHOUTOpa IUuTOXpoMa Paso, Ha pone
JTOCTIKEHUS] TOCTOSIHHON KOHIIEHTPALMU PUTOHABUPA B KPOBU MPHUBOANT K YBENIHUCHUIO C
cunaeHaduna Ha 300 % (B 4 paza),a AUC na 1000 % (B 11 pa3). Uepes 24 yaca KOHIIEHTpaIys
cunaeHaduia B riia3Me KpoBU cocTaBisaeT 0koJio 200 Hr/Mi (ocie 0 THOKPaTHOTO TPUMEHEHHS
onHOTO cuinaeHadwuna - 5 Hr/mi). D10 cornacyercs ¢ 3pPeKToM pUTOHABUpPA HA IIMPOKUNA
nuana3oH cyOcTtpatoB muroxpoma Pssg. CungeHadun He BinuseT Ha (papMaKOKHHETHKY
pUTOHABHpa. YUUTHIBAS 3TU JaHHBIE, OJHOBPEMEHHBIN IPHUEM PUTOHABHUPA U CUJIJIeHadUIa He
pekomenayetrcs. B mro0om ciydae MmakcuMmanbHas J03a CHIJeHaQuiIa HU MpPU  KaKUX
00CTOATENLCTBAX HE 1OJKHA MTPEBBIIATH 25 MT B TedeHue 48 4acos.

Ecnu cunaenadun npuHUMaloT B peKOMEHIYEeMBbIX 103aX MalUeHThI, OJIyJalolre
OJIHOBPEMEHHO CHJIbHbIE HHTUOUTOPBI H30¢pepmenTa nuToxpoMa CYP3 A4, 1o Cyax cBOOOHOTO
cuinenaduna e npesbimaer 200 HM, 1 npenapaT XOpoIIo MepEeHOCUTCS.

OpHOKpaTHBINM MpUeM aHTauuaa (MarHusl THAPOKCUIA/aTIOMUHUS TUAPOKCUIA) HE BIUSACT Ha
OMOJOCTYMHOCTh CUiIIcHaduIIa.

B uccrnenoBaHusix ¢ ydacTueMm 3740pOBBIX JOOPOBOJIBIIEB MPU OJHOBPEMEHHOM MPUMEHEHHUI
aHTaroHUCTa SHAOTEJIIMHOBBIX pelenTopoB, Oo3eHTraHa (MHAykTOp H3opepmenra CYP3A4
(ymepennsrif), CYP2C9 u, Bo3moxno, CYP2C19) B paBHOBecHOM KoHIIeHTparuu (125 mr aBa
pasa B CyTKM) U cuijeHadwia B paBHOBECHOH KoHUeHTpauuu (80 Mr Tpu pas3a B CYTKH)
orMmeuanochk cHmkenne AUC u Cp, cunaenaduna Ha 62,6 % u 52,4 %, COOTBETCTBEHHO.
Cungenadun ysenuumBan AUC u Cp, 603eHtana Ha 49,8 % u 42 %, COOTBETCTBEHHO.
[IpenmnonaraeTcs, 4TO OJTHOBPEMEHHOE MPUMEHEHHE cuilieHaduIa ¢ MOIHBIMU HHAYKTOpaMu
nzopepmenta CYP3A4, Takumu Kak pupaMITUIIH, MOKET IPUBOJUTH K OOJBIIEMY CHIKCHHUIO
KOHIIEHTPAIUY CHIIeHa(UIa B TUIa3Me KPOBH.

Nuruburopsr uzodpepmenra uuroxpoma CYP2C9 (tonbyramun, Bapdapun), mzodepmenra
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nuroxpoma CYP2D6 (ceneKTUBHbIE HWHTHOUTOPHI OOpaTHOro 3axBaTa CEPOTOHUHA,
TPUIUKIMYECKHAE aHTHIETIPECCAHTHI ), THA3UIHbBIE U THA3UIOTIOJOOHBIC TNy PETUKN, MHTUOUTOPBI
AII® u aHTaroHUCTHI KANbLIKs, HE OKA3BIBAIOT BIUSHUS Ha (DapMaKOKWHETUKY CHIIieHadMIIa.
Asutpomuru (500 mr/cyT B Teuenne 3 aueir) He okasbiBaeT BiAUsAHHSI Ha AUC, Chax, Tmax,
KOHCTAHTY CKOpPOCTH BbIBeieHUsI U T1/2 cuneHaduiaa uid ero OCHOBHOTO LUPKYJIHUPYIOLIETO
MeTaboiuTa.

Brusanue cundenagpuna na opyeue nexapcmeentvie cpedcmaea

Cunnenadw sBIsieTCs cJ1abbIM HHTHOUTOPOM HM30¢pepMeHTOB IuToxpoma Paso - 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 (UK50>150 mxmois). [Ipu npueme cungeHaduia B peKOMEHyEMbIX J103aX €ro
Cmax COCTaBIISIET OKOJIO | MKMOJIB, TO3TOMY MAJIOBEPOSTHO, UTO CHIIICHA(PUII MOXKET ITOBJ USITh HA
KJIMpeHC cyOcTpaToB 3TUX U30(EepPMEHTOB.

Cunpenaduin ycuaInBaeT TMIOTEH3UBHOE ICHCTBIE HUTPATOB KaK MPH JUTUTEIBHOM PUMEHEHUN
MOCJETHUX, TaK M TIPU MX HA3HAYEHHUH 1O OCTPHIM MMOKa3aHUSAM. B CBS3M ¢ 3TUM, IpUMEHEHHE
cuieHaduna B COYeTaHNH C HUTPATaMU WM IOHATOPAMU OKCH/Ia a30Ta MPOTUBOMOKA3aHO.
[Ipu ofHOBpEMEHHOM TIPUEME (-aIPEHOOI0KATOpa IOKCa303uHa (4 Mr u 8 MT) U cuiaeHadwa
(25 mr, 50 mr u 100 mMr) y nmanueHToB ¢ HOOpOKAYECTBEHHOW TMIEPIUIa3Heil MPOCTATHI CO
CTaOMWIbHOU reMOJIMHAMHUKOM cpenHee JOTIOJTHUTEIIBHOE CHIDKEHHE
CUCTOJIMYECKOro/auacronnueckoro A/l B monoxeHuu Jiexka Ha CIIMHE COCTABISAIO0 7/7 MM pT. CT.,
9/5 MM pT. CT. ¥ 8/4 MM PT. CT., COOTBETCTBEHHO, a B TIOJIOKEHHUH CTOS - 6/6 MM pT. cT., 1 1/4 Mm
pT. cT. U 4/5 MM PT. cT., cooTBeTCTBEHHO. CO00IIaeTCs 0 PEAKUX CAydasiX pa3BUTHs Y TaKUX
MAlMEeHTOB CHUMITOMAaTHYECKOM TMOCTYypajibHOW TUIOTEH3UH, TNPOSBISBUICHCS B BUIE
rOJIOBOKpY>keHUil (0e3 00MOpoKa). Y OTAENbHBIX YyBCTBUTEIBHBIX MMAalIUEHTOB, MMOJTYYarOHX
0-alpeHOOJIOKaTOPBl, OJIHOBPEMEHHOE TNPHUMEHEHHE CHiAeHaduiIa MOXET MPUBECTH K
CUMIOTOMATHUYECKON TMITOTEH3HH.

IIpr3HaKOB 3HAYMTEJHLHOT0 B3aUMO/IeiiCTBHS € TOJOyTaMua0M (250 mMr) nim BappapuHoM
(40 mr), koTopbie MeTabom3upyroTcest u3ogepmenTom nutoxpoma CYP2C9, He BbIsIBJIEHO.
Cunpenadun (100 mMr) He oka3piBaeT BIUSHHSA Ha (DapMakOKMHETHKY uMHruOuTopa BUY-
MpoTeasbl, CAKBHHABUPA, ABJISIONIETOCS cyocTparoM nzodepmenTa imurtoxpoma CYP3 A4, mpu ero
MOCTOSTHHOM YPOBHE B KPOBH.

OnHOBpEMEHHOE MPUMEHEHNE CHIIJIeHa(IIa B paBHOBECHOM COCTOSIHUH (80 MT TpH pa3a B CyTKH)
npuBoAuT K nosbimeHno AUC u C,, 603enTana (125 mr 1Ba paza B cyTku) Ha 49,8 % u 42 %,
COOTBETCTBEHHO.

Cunpenadu (50 MT) He BBI3BIBAET JOTIOJHUTEIBHOTO YBEIUYEHUS BPEMEHHU KP OBOTCUCHHS TIPH
npueMe aleTuicaauuuiIoBoi KUciaoTsl (150 mr).

Cungenadun (50 Mr) He ycuiIuMBaeT THINOTEH3UBHOE JCHCTBHUE alKOTONS Yy 30POBBIX
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JOOPOBOJIBIICB NMPU MaKCUMAJIbHOW KOHIIEHTpAIMHM ajkorojiss B KpoBu B cpeaHem 0,08 %
(80 mr/mm).

Y nanueHToB C TUNEPTEH3WEH NpH3HAKOB B3auMojaelcTBus cuigeHadmna (100 mr) c
aMJIOIMIIMHOM He BBIsABIIeHO. CpeqHee MOTOJHUTEIbHOE CHIDKeHHEe AJl B TOJIOKCHHH JIexa
COCTaBIISACT 8 MM PT. CT. (CUCTOIMYECKOTO) i 7 MM PT. CT. (IMACTOJMYECKOTO).

[Tpumenenue cuiiieHaduaa B COYETaHUU C AHTUTHIIEPTEH3UBHBIMH CPEICTBAMHU HE IPUBOIHT K

BO3HHKHOBCHUIO JOIIOJITHUTCIIBHBIX MOOOYHBIX 3(1)(1)CKTOB.

Oco0Oble yka3zaHus

Jnsg AMarHOCTUKM HApYUICHUH 3PEeKIUH, OMpPENeNeHUs MX BO3MOXHBIX MPUYMH U BbIOOpa
aJIeKBaTHOTO JIEYEHHUS HEOOXOJUMO cOoOpaTh MOJHBIM MEIMIMHCKHA aHaMHE3 W IIp OBECTH
ToaTeapHoe (u3ukanbpHOe oOcienoBanue. CpeacTBa JIEUEHHS SPEKTHIBHON AUCQHYHKIMHA
JOJKHBI MCIIOJIB30BAThCS C OCTOPOXKHOCTHIO y TMAIIMEHTOB C aHaTOMHMYECKOU nedopmarmen
MOJIOBOTO YJIeHA (aHTYJIALMs, KaBepHO3HBINH (Hubdpo3, 6ose3Hs [leipoHu), UK y MalMeHTOB C
dbaxkropamMu puUCKa pa3BUTUS NpHanu3Ma (CEeprOBHUIHOKIETOYHAS aHEMUS, MHOKECTBEHHas
MuenoMa, Jeikemusi) (cM. pazaesn «C 0CTOPOKHOCTHION).

Bo BpeMs mocTMapKeTHHIOBBIX MCCIIEIOBAHUNA COOOIIANIOCH O CIy4yasX pPa3BUTHUS JUTUTEIIBHON
SPEKIMK U Mpuanu3Ma. B ciyuae coxpaHeHMs SpeKIUU B TeueHue Ooisiee 4 4acoB clemyer
HEMEJUIEHHO OOpaTHUThCS 32 MEIHMIMHCKON moMomipto. Eciim Tepamust mpuanm3ma He Obuia
IPOBE/IEHa HEMEUICHHO, 3TO MOXET MPHUBECTH K MOBPEXKICHUIO TKaHEH IM0J0BOTo WieHa U
HEoOpaTUMOM yTpaTe MOTEHITUH.

[Ipenapatsl, npegHa3HAYSHHBIE ISl JICUCHHUS HAPYIICHWH JpPEKIUH, HE CleayeT Ha3Havarh
MY XYHUHaM, JJIs1 KOTOPBIX CEKCYaIbHAas aKTUBHOCTh HE)KEJIaTeIIbHA.

CekcyasnpHasi aKTUBHOCTb IIPEICTABIISET ONPEeICHHBIN PUCK IPU HATTMY MK 3a00JI€BaHUH cep/a,
MO3TOMY MEepe]l HavaioM JIt000il Tepamnuu 1Mo MOBOJY HAPYLIEHWH 3pEKIHU Bpady CJeOayeT
HalpaBUTh TAallMEHTa Ha OO0CJIEeJOBaHUE COCTOSHHS CEPACYHO-COCYMCTOH CHCTEMBL
CekcyanpHasi aKTUBHOCTH HEXeNaTelbHAa y MAIMEHTOB C CEpACYHOW HETOCTaTOUYHOCTHIO,
HecTaOWIbHOM CTEeHOKapAueH, IepeHeCeHHbBIM B IOCIeTHUE 6 Mecs1eB UH(papKTOM MHOKapa Win
UHCYJIBTOM, XH3HEYTPOXKAIOIUMU apuTMUsIMU, runeptersueid (Al > 170/100 mm pT. cT.) min
runotronuen (Al <90/50 mm pr. ct.). [Ipuem cunaenaduna y Takux nareHTOB IPOTHBOIIOKA3aH
(cm. pazpen «IIpoTuBomnokaszaHus»). B KIMHHYECKUX HCCIENOBAaHUSIX MOKA3aHO OTCYTCTBHE
pa3auuuii B 4acToTe pa3BuTusa uHdpapkra muokapaa (1,1 sa 100 gemoBek B roj) win 4acToTe
CMEPTHOCTH OT CePJIeUHO-CcOoCcyMUCThIX 3a00eBanuii (0,3 Ha 100 yemoBeK B roj]) y MaIllMeHTOB,
NOJy4aBIIUX npenapat Buarpa®, mo cpaBHEHHUIO C NAIMEHTaMU, IOy YaBIIMMH IUTa1e0o.

Cepoeuno-cocyoucmule 0CNI0MHCHEeHUS.
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B xozme mocTMapKeTHMHrOBOrOo NpPHUMEHEHHUs cuwiAeHaduina aius Je4YeHUs DSPEeKTUIbHOU
TUCOYHKIMM COOOIIANoch O TAaKUX HEXKEJIATEIbHBIX SIBICHUSAX, KaK TsDKEJbIe CepJlIeYHO-
COCYJUCTHIC OCIIOKHEHHUS (B T.4. UH)APKT MUOKap/1a, HecTaOWIbHAs CTCHOKApAWs, BHE3aMHAL
ceplieyHass CMEpPTh, XKEIYyAOUYKOBas apUTMUS, T€MOPPAru4eCKUil HMHCYJIbT, TPaH3UTOPHAS
UIIeMUYecKas aTaka, TUMEPTEH3Us] W TUIOTEH3Hs), KOTOPbhIE UMEIW BPEMEHHYIO CBS3b C
MPUMEHECHHEM CUIeHapuIa. boMbIIMHCTBO ATUX MAIMEHTOB, HO HE BCE U3 HUX, UMENIH (haKTOPhI
pUCKa CEepIeYHO-COCYAUCTBIX OCJIOKHEHUN. MHOTME U3 yKa3aHHBIX HEXKeJIaTEJIbHBIX SIBJICHUI
HaAO0II0JJaJIMCh BCKOPE MOCIIe CEKCYallbHOM aKTUBHOCTH, U HEKOTOPHIE U3 HUX OTMEYaJIuCh IOCIe
npueMma cwigeHaduia 6e3 mocieAyromeil cekcyadbHOW akTuBHOCTH. He mnpencraBisiercs
BO3MOJKHBIM YCTAHOBUTb HAIMYKE MPSAMOMN CBS3U MEXKAY OTMEUABIIMMUCS HEXeTaTeIbHbIMU
SBIICHUSIMU U YKa3aHHBIMU UM UHBIMU (DaKTOpPaMH.

T'unomensus

Cungenadun oka3plBaeT CHCTEMHOE Ba3OoJWIaTHUPYIOIIee JEHCTBHE, TPUBOJAIIECE K
npexonsmeMy cHkKeHut0 AJl, 4To He SBISIETCS KIMHMUYECKH 3HAYUMBIM SBJICHHUEM U HE
IPUBOAUT K KAaKUM-JTUOO TMOCJIEACTBUAM y OOJIBIIMHCTBA MalMeHTOB. Tem He MeHee, MO
Ha3Ha4YeHUs mnpemnapara Buarpa® Bpau MOMKEH THIATEIBHO OIEHUTH PHCK BO3MOYKHBIX
HEXXEeJaTeAbHbIX  NPOSBICHUM  Ba30AWIATUPYIOLIET0  JEWCTBUA y  MAIMEHTOB €
COOTBETCTBYIOIIUMH 3a00JIeBaHUSIMH, OCOOEHHO Ha (OHE CeKCyalbHON aKTHUBHOCTH.
[ToBrIIIeHHAs BOCIPUUMYHUBOCTH K Ba30IMIaTaToOpaM HaOIrOAaeTcs y OOIBHBIX C 00CTpYyKIIHeH
BBIXOJIHOTO TpakKTa JIEBOTO KeIyJouyka (CTEHO3 aopThl, THIEpTpodudecKkas 00CTPYyKTHBHASL
KapJIHOMHOTIATHS), @ TAKKE C PEIKO BCTPEUAIOIIUMCS CHHAPOMOM MHOXECTBEHHON CUCTEMHOMN
aTpoQuu, MPOABISIOMIUMCS TSHKETIBIM HapylieHueM peryisinun AJl co CTOpOHBI BereTaTUBHOM
HEPBHOW CUCTEMBI.

[TockonbKy COBMECTHOE MMPUMEHEHHE CUIAeHAdIIIa U 0-aIpEHO0I0KATOPOB MOKET MPUBECTH K
CUMITOMATUYECKON THITOTEH3UH y OTACIIBHBIX UyBCTBUTEILHBIX MAIMEHTOB, penapat Buarpa®
CJIEyeT C OCTOPOKHOCTHIO HazHAuaTh OOJILHBIM, MPUHUMAIOIIUM 0-apEHOOIOKATOPHI (CM.
paznen «BzaummoaelcTBHE C IPYTHMH JIEKAPCTBEHHBIMHU CpeacTBamMu»). UToOBI CBECTH K
MHHUMYMY DPHUCK DPa3BUTHUs MOCTYpPajJbHON TMIOTEH3UM Yy IALMEHTOB, NMPUHUMAIOIIHUX O-
aJpeHOOI0KATOPBI, TPUEM Tpernapara Buarpa® ciaeayeT HauMHATH TOJIBKO TOCIE JOCTHKECHUS
CTaOUIM3aINK MMOKa3aTele rTeMOIMHAMUKY Yy ATHX NanueHToB. Cielyer Takke paccMOTPETh
1eJ1eco00pa3sHOCTh CHMKCHUSI HavaJIbHOW 103kl mpenapata Buarpa® (cm. pasgen «Crnocod
MPUMEHEHHUS U J103b1»). Bpau goykeH npouHGopMUpPOBaTh NALMEHTOB O TOM, KaKue JeUCTBUS
CIeAyeT NPEANPHUHATH B CJIy4Yae MOSIBJICHUA CUMIITOMOB IOCTYPATbHOM TMIIOTEH3UH.
3pumenvHvie HapyuieHusl

B penkux cinyuasix BO BpeMs IOCTPETUCTPALIMOHHOTO TPUMEHEeHHS BceX UHruoutropoB OJ105, B
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TOM 4Hclie cuiieHaduia, coodaid o HeapTEPUUTHON NepeHeN UIIeMUYeCKO HeBpOaTun
sputenbHoro HepBa (HIIMH3H) - penkom 3abosieBaHNM U TIPUYMHE CHIDKEHUS WU TIOTEPH
3perusi. Y OONBIIMHCTBA U3 3TUX MAIMEHTOB ObUTH (DAKTOPHI pUCKA, B YACTHOCTH CHUKCHHE
OTHOIIIEHUS JUAMETPOB AKCKABAIIMHN U IMCKa 3pUTENIBHOTO HEPBA («3aCTONWHBIN TUCK» ), BO3pACT
crapme 50 mer, caxapHbldi auabeT, TUMEPTEH3Hs, UIIeMuYeckas OOJIE3Hb Cep.Ia,
THIEPIUNUIEMUSI U KypeHue. B o0cepBalluOHHOM HCCIIEIOBAHUU OIEHUBAJHU, CBSI3aHO JIU
HeJlJaBHEee MpUMEHEHUe penapaToB kiacca uHruoutopos /195 ¢ octpeim Hauanom HITMH3H.
Pe3ynbTaThl yKa3bIBalOT Ha MPUOIU3UTENLHO 2 -KpaTHOE noBbienne prucka HITMH3H B mpe nenax
S mepuoj0B  NOJIYBBIBEIEHHMsI Tmocie mpuMeHeHuss uHruoutopa @DJ25. CornacHo
ONMyOJIMKOBAHHBIM JINTEPATYPHBIM JIaHHBIM, TOJWYHAs 4yacToTa Bo3HukHOBeHHs HITMH3H
coctasinseT 2,5-11,8 cnyyaeB Ha 100 000 myxuun B Bo3pacte > 50 net B 001eil NOMyIaLUu.
Cnenyet pekOMEH0BaTh MAIMEHTAM B CJIy4ae BHE3AIMHOU MOTEPHU 3PECHUSI TPEKPATUTH TEPAIHIO
cuieHaQUIOM U HEMEJIEHHO TIPOKOHCYJIBTUPOBATHCS ¢ BpadoM. JIuia, y KOTOPBIX yxke ObLI
cnyuait HITMH3H, umerotr nosbiiennslil puck peuuausa HITMH3H. [lostromy Bpauy ciemyer
00CYIUTh JAHHBIM PUCK C TAKUMH MallUEHTaMH, @ TAKkKe 00CYIUTh C HUMHU MOTEHIIUAIbHBIH IIaHC
HeOJIaronpuaATHOTO BO3AeicTBUS MHrHOUTOpoB DJI35. Murubutopst /I35, B ToM uyucie
cuiaeHaui, y TAaKuX MalUeHTOB CIeNyeT MPUMEHSITh C OCTOPOKHOCTHIO M TOTBKO B CUTYalIWsIX,
KOTJ1a O)KujaeMas oJjib3a NepeBeIMBaeT pUCK. Y MaueHToB ¢ anu3oaamu pa3sutust HITMH3H ¢
noTepe 3peHuss B OJHOM TIJja3y IMpUEM CHIJeHaguia NPOTHUBONOKAa3aH (CM. paszen
«IIpoTrBOTIOKa3aHUS).

Y HeOOoJIBIIOTO YHCJa MAlMEeHTOB C HACIEICTBEHHBIM MUTMEHTHBIM PETUHUTOM HMMEIOTCS
TeHETUYECKHU JICTEPMUHUPOBAaHHbIE HapylieHus (GyHKIuN ¢docdoaudcTepas ceTUaTKu IIiasa.
Ceenenusi 0 0e30MacHOCTH MPUMEHEHHUs mpenapata Buarpa® y OOJBHBIX C MHIMEHTHBIM
PETHHUTOM OTCYTCTBYIOT, TOATOMY y TAaKUX MAlMEHTOB HE CIEAYEeT MPUMEHSATH CUIeHA(UIT
(cM. pasznen «IIpoTrBOTIOKA3aHUSY).

Hapywenus cnyxa

B HEKOTOpBIX MOCTMAapPKETUHTOBBIX U KIMHUYECKHX UCCIEIOBAHHUIX COOOIIACTCS O CIydasx
BHE3AITHOTO YXYIUICHUS UM MOTEpPHU CIyXa, CBA3AHHBIX C NPUMEHEHHEM BCEX MHTHOUTOPOB
®JI35, Brmouas cwineHaduia. BoNBIIMHCTBO 3THUX TAIMEHTOB HMENW (DaKTOpHI pHCKA
BHE3aMMHOTO0 YyXYAUIEHUS WIM TMNOoTepu ciyxa. [IpUUYMHHO-CIEICTBEHHOW CBSI3M MEXKIY
npuMeHeHrneM UHruouTopoB OJID5 1 BHE3aNMHBIM YXY/IIIEHUEM CIyXa WIK NOTepel ciayxa He
yCTaHOBIIEHO. B cilyyae BHE3amHOro yXyIIIEHUs CIyXa WIM MOTEepHU ciayxa Ha (oHe mpuema
cuieHadwuia ciexyer HeMeJICHHO MTPOKOHCYJJIbTUPOBATHCS C BPAYOM.

Kposomeuenus

Cungenadun ycunuBaeT aHTUArperaHTHBINA AP (GEKT HUTPONpycCcHaa HaTPHs, JOHATOPA OKCHIIA
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a30Ta, Ha TPOMOOIIUTHI YyesoBeKa in Vitro. JlanHble 0 6€30MacHOCTH MPUMEHEHHUs CuieHadmwia y
MALMEHTOB CO CKJIOHHOCTHIO K KDOBOTOYMBOCTH MJIM 00OCTPEHUEM SI3BEHHOM O0JIE3HU KEJTyAKa U
12-miepCTHOM KHMIIKKA OTCYTCTBYIOT, IO3TOMY mpenapaT Buarpa® y 3THX HalMeHTOB ClIeayeT
MPUMEHATh C OCTOPOXKHOCTHIO (cM. paszaen «C ocTOpoXKHOCThIO»). YacToTa HOCOBBIX
KpoBoTeueHH y nanueHToB ¢ JII', cBga3anHO ¢ U Ppy3HbIMU 3a00J1€BAHUSIMHU COEAUHUTEIHHON
TKaHM, Obu1a BhIe (cunaeHadmn 12,9 %, mnane6o 0 %), 4eM y mariueHTOB C IepBUYHO M JICTOUHON
apTepuanbHoii runeprensueit (cunaenadun 3,0 %, mianedo 2,4 %). Y naiueHToB, MOTy4YaBlIINX
cuieHaduI B COYETAaHUN C aHTarOHUCTOM BUTaMMHa K, 4acTOTa HOCOBBIX KpOBOTEUEHHUM ObLTa
BbIe (8,8 %), yeM y nalueHToB, He MpUHUMaBIINX aHTaroHucT Buramuua K (1,7 %).
IIpumenenue coemecmuo ¢ Opyumu cpeocmeam 1eyeHuss HapyueHUL 3P exkyuu

besonacHocTh 1 3 dekTuBHOCTD mMpenapata Buarpa® coBMECTHO ¢ APYTrMMH HHTHOUTOpPaMU
®JID5 wim ApyruMu mnpenapataMu s JE€UEHHUS JErOYHOW apTepuajbHOW TUNEPTEH3UH,
conepxamuMu cuinaeHadun (Hanpumep, PeBammo®) winm ApyTMMHU CpeICTBaMU JICUEHUS
HapyIIEHUN SPEeKUUU HE H3YYallNCh, MOSTOMY NpUMEHEHHE NOJOOHBIX KOMOHWHAIMA He

pexomenayetcs (cM. pazaen «[IpoTuBomokazanus).

Bimsinne Ha cIOCOOHOCTH YNPAaBJIATH ABTOMOOMJIEM 1 YIIPABJICHHI0O MEXaHU3MAMU

Ha ¢one nmpuema cungeHagunsa Kakoro-iubo OTPULATEIBHOrO BIUSHUS Ha CIIOCOOHOCTbH
YIPaBIATh aBTOMOOMIJIEM WU JPYTUMH TEXHUYECKUMU CPEICTBAMU HE Ha0JIF0/1a10Ch.

OnHaKo MOCKOJIBKY IIPH MpHUeMe cruileHaduIa BO3MOKHO Pa3BUTHE TOJIOBOKPYKEHHS, CHU)KEHHE
AJl, pa3BuUTHE XPOMATOIICHH, 3aTyYMAaHEHHOTO 3p€HHMsS U T.II. NOOOYHBIX SIBIEHUH, CleayeT
c00JII0AaTh OCTOPOKHOCTH TP YIIPABIECHUN TPAHCTIOPTHBIMU CPEACTBAMU U 3aHITHUSIX APYTUMHU
MNOTEHIMAIBHO OTMIACHBIMHU BHUIAMH JAESATEIBHOCTH, TPEOYIONIMMHU O BHIIIIEHHON KOHIIEHTPALUN
BHUMAaHUS U OBICTPOTHI ICUXOMOTOPHBIX peakuuii. Taxke ciienyer BHUMATeIbHO OTHOCUTBCS K
MHIMBUyaIbHOMY JIEMCTBUIO IIpenapaTta B yKa3aHHbIX CUTYalUsAX, 0COOCHHO B Ha4aJle JieueHus

" IIpU USMCHCHUH PCIKUMaA NO3UPOBAHUS.

®opma BbINIyCKa

TabneTku, MOKPHITHIE TUIEHOYHOM 00010uK0# 25 MT, 50 Mr unu 100 mr.

1,2,4, 8 unu 12 tabnerok B 6nuctep uz [IBX u antoMuHneBoii GOIbIH.

1,2 unu 3 6nuctepa B KApTOHHYIO NIAYKy BMECTE C MHCTPYKIIHEH o mpuMeHeHuto. Ha nunesyro
CTOPOHY KapTOHHOM IMAYKH HAHOCHUTCS TIeppoprUpoOBaHHAS CTPOYKA KOHTPOJISI IEPBOTO BCKPBITHSL.

SaIHHTHBIﬁ CTHUKCP pacnoJjiaracTcs B JCBOM HUXKHEM YTITY 3aI[HCI\/JI MMOBCPXHOCTH IMMAYKH.

Crp. 17 u3 18



YcaoBusi XpaHeHUs!
XpaHuTth npu Temmepatype ue Boimre 30 °C.

XpaHuUTh B HELOCTYITHOM U1 IETEN MECTE.

Cpok rogHocTu
5 ner

He ucnonp30BaTh 0 UCTEUYECHUH CPOKa roT1HOCTH, YKa3aHHOTI'O Ha YIIAKOBKE

YciaoBus 0TIyCKA M3 aNITEK

ITo peuenry

FOpuauyeckoe 1110, Ha UMSI KOTOPOT0 BbI/IAHO PErHCTPAIIMOHHOE y/10CTOBEPEHH €
Anmxon 03¢ 1 On3aCu, CIIIA

235 Uct 42 Crpur, T. HBIO-PIOpK, ITaT HBm-ﬂopK, 10017, CIIIA

Upjohn US1LLC, USA

235 East42nd Street, New York, New York, 10017, USA

IIpousBoauTeb

«DapeBa AmOya3y, Opanmus

30H DHAOCTPUAIB, 29 pyT Ae3 Duaroctpu, 37530 [Hoca-Crop-Cuc, Opanuus
ITperen3nu noTpeduTesei HanpaBaATh no agpecy OO0 «Ildaiizep»:
123112 Mockaa, [IpecHenckas Hab., 1. 10

BII «bamuas na HaGepexuoin» (bmok C)

Tenedon: +7 (495)287-5000

daxc: +7 (495) 287-5300
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