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OBLIASI XAPAKTEPHCTHKA JEKAPCTBEHHOFO TIFERAPATA 7002)

BT P

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
Cunnenadmn-®II10, 25 mr, TabaeTKH, MOKPHITHIC TIICHOYHOH 000JI0YKOH.
Cwinenadmit-®I10, 50 Mr, TabaeTKH, MOKPHITHIC TIICHOYHOH 000JI0YKOH.

Cunpgenadui-®I10, 100 mr, TabIETKH, MOKPHITHIE INIEHOYHOW 000I0YKOM.

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JelicTByloIee BEIECTBO: CUIACHADHI.

Cunnenaduin-PI10, 25 mr, TabaeTKy, NOKPLITHIE INIEHOYHOU 000JI0YKOI.

Kaxxnast Tabnerka, MOKphITas TIICHOYHOW 000JI0YKOM, copepkuT cuiaeHaduna nurpar 35,1125
MT B IiepecueTe Ha cuiiieHadui 25 mr.

Cunnenadmwir-PII0, 50 mr, TabaeTKH, HOKPBITHIE IJIEHOYHON 000JI0YKOM.

Kaxnas Tabierka, MOKphITas INIEHOYHON 000I0YKOH, COEPKUT cruineHaduna uutpat 70,225 mr
B repecuere Ha cuigeHadmi 50 mr.

Cunnenadmwin-PI10, 100 mr, TabIeTKH, IOKPBITHIE INIEHOYHON 000JI0YKOH.

Kaxxnast TabeTka, mMoKphITas INICHOYHOH 000JI0UYKOH, COAepKUT cruiieHaduia nurpat 140,45 mr
B niepecuete Ha cuipeHagm 100 mr.

BcnomoratenbHbie BelllecTBa, HAJTUYUE KOTOPBIX HAJAO0 YUYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: HaTpus KpockapMesniosa (cM. paszaen 4.4).

ITomupIit MEPCUCHb BCIIOMOI'aTCIIbHBIX BCIICCTB CM. B ITYHKTC 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0neTku, NOKPBIThIE TNIEHOYHOH 000I0UKOH.

Cunnenadmin-PI10, 25 mr, TabIeTKH, TOKPBITHIE IJIEHOYHON 000JI0YKOM.

Kpyrible 1BOSIKOBBINMYKIIbIE TaOIETKH, MOKPBITHIE MJIEHOYHONW 000s0uKkoi romyboro nsera. Ha
MOTIEPEYHOM pa3pese Aapo OEI0ro Uik MOYTH OENoTro IBeTa.

Cunnenadmin-PII0, 50 mr, TabaeTKH, HOKPBITHIE IIEHOYHON 000JI0YKOI.

Kpyrible IBOSIKOBBINYKIIbIE TAOJETKH, MOKPBITHIE IUIEHOYHOW 000JIOUKOM romy0oro IBera,
puckoil. Ha nonepedunom paspese s1po 6e10ro uiu nNoyTH 0enoro 1Bera.

Cunneradmin-®OI10, 100 Mr, TaOJIETKH, ITOKPHITHIE TNIECHOYHON 000JIOYKOH.

JIBOSIKOBBINYKIIbIE TAOJIETKU MPOAOITOBATON (POPMBI CO CKPYTJICHHBIMM KOHIIAMH, MOKPBITHIE
IUIEHOYHOU 000JI0YKOM roiyboro 1Bera, ¢ puckoil. Ha monepeunom paspese sapo 6ei1oro uiu

II0YTH O€JIoro IIBETA.
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4. KITMHUWYECKUE JAHHBIE (NOCNEOOBATENEHOCTE 0002)

4.1. Iloka3aHus1 K IPUMEHEHHUIO

Cunpgenadgun-®IIO mokazaH K MPUMEHEHUIO Yy B3POCIBIX B BO3pacTe OT 18 jer s jedeHus
HapYIICHUN SPEKIIUU, XapaKTePU3YIOUINXCS HECTIOCOOHOCThIO K JOCTUKEHHUIO UM COXPAHEHHIO
SPEKIUH MOJIOBOT0 ieHa, JOCTaTOUHOM JIJIsl YAOBIETBOPUTEIHHOIO MOJIOBOTO aKTa.
Cunoenaghun r¢ppekmugen movKo npu ceKCyanbHoOU CHUMYIAYUU.

4.2. PesxxuMm 103MPOBaHNS U CTIOCO0 MPUMEHEHUsI

PexxuM 1o3upoBaHus

PexomeHnnyemas mo3a a1t OOJIBIIMHCTBA MAIUEHTOB cocTaBisieT SO Mr mpuMepHo 3a 1 dac a0
cekcyanbHOM akTUBHOCTU. C ydeToM 3(()EKTHBHOCTH U TIEPEHOCHMOCTH /1032 MOXKET OBITh
yBenudeHa A0 100 mr win cHrbkeHa 10 25 mr. MakcuMmasibHas peKOMEH1yeMasi 1032 COCTABIISIET
100 mr. MakcuMaibHas peKOMEH TyeMasi KpaTHOCTh IIPUMEHEHUs — | pa3 B CyTKH.

Oco0nIe T'pYIIIBI ITAIIMCHTOB

Ilayuenmol ¢ napywienuem yHKyuu novex

[Ipu nerkoit m cpemHershkenol crenenu nodeynoil HemocratouHoctn (KK 30-80 wmu/muH)
KOPPEKTUPOBKA JI03bI HE TpeOyeTcsl, mpu TsKenoi noueynon Hegocratounoctu (KK <30 mu/mun)
7103y cuiieHaduIa clieayeT CHU3UTh J10 25 MT.

Tlayuenmol ¢ napywenuem ynKyuu nevyenu

[TockonbKy BBIBEJICHHE CHIACHA(WIa HApyIIaeTCs y MAIMEHTOB C MOBPEXKICHHUEM IeYeHH (B
4aCcTHOCTH, IPU LIUppo3e), no3y npenapara Cunaenapmi-OIIO crexyer cHU3UTH 10 25 MT.
Cosmecmmuoe npumenenue c Opyeumu J1eKapCcmeeHHbIMU Npenapamamu

CoBMecTHOE IPUMEHEHUE ¢ PUTOHABUPOM HE pekoMeHayeTcs. B mo0om ciayyae MakcuMaabHas
no3a npenapara CunneHadpun-OIIO Hu npu kakux 0OCTOSATETHCTBAX HE JOJDKHA IMPEBBINIATH
25 mr, a KpaTHOCTh NipuMeHeHus — | pa3 B 48 yacoB (cM. paszaen 4.5.).

[Ipy coBMecTHOM TNpUMEHEHUH C uHruOuTopamu uzodpepmenta nuroxpoma CYP3A4
(OpUTPOMUIIMH, CAKBUHABUpP, KETOKOHA30J, HMHTPAKOHA30JI) HayalbHas [Jo03a I[Ipernapara
Cunnenapun-®I1O nomkna coctaBiars 25 Mr (cM. pasznen 4.5.).

YroObl cBECTH K MHUHUMYMY PHUCK pa3BUTHS TMOCTYPaJbHOM TMIIOTEH3MH Yy TNAalUEHTOB,
NPUHUMAIOIIUX O-aJipeHoOI0KaTopsl, pueM npenapara Cunaenapumin-OIIO crenyer HauMHATH
TOJIBKO TOCJI€ JOCTHKEHUSI CTaOMIIM3allud TeMOJIMHAMUKH Y 3TUX HalueHToB. Cieayer Takke
paccMOTpETh 11e71eCO00pa3HOCTh CHUKEHUsI HaualbHOW N103bl cuijeHaduia (cMm. pasaen 4.4. u
4.5.).

Tayuenmuwr nooscunozo eospacma

Koppektuposka n103b1 npenapara Cunnenadun-OIIO ve TpebGyercs.

Criocob nmpruMeHeHu s
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(NOCNEQCBATENEHOCTE 0002)

BnyTtpsb.

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

4.3. IlpoTuBONOKA3AHUS

['MnepyyBCTBUTENBHOCTh K CHIIACHA(DUIY WIM K JIIOOOMYy M3 BCIOMOTATEIbHBIX BEIECTB,
MepEUYUCIICHHBIX B pazjene 6.1.

[IpuMmeHeHre y MalMEHTOB, MOJYYAONIMX MMOCTOSHHO WM C MEpephlBAMH JOHATOPHI OKCHJA
a30Ta, OpPraHUYECKUE HUTPAThl WIM HHUTPHUTHI B JIOOBIX (hopMax, MOCKOJBKY cuiaeHa(u
YCWJIMBACT TUIIOTCH3MBHOE JICHCTBUE HUTPATOB (CM. paszen 4.5.).

CoBmecTHOE TpuMeHeHHue HHTHOuTOpoB DJ[D5, BKIOUas cuigaeHapUI, CO CTUMYJIATOpPAMHU
TryaHUJIATIMKIIA3bl, TAKUMH KaK PUOIIMTYAT, TAK KaK 3TO MOXKET MPUBOJUTH K CUMITOMATHYECKON
TUIIOTEH3UH.

besonacHocts u 3¢ dekTuBHOCTH cuiaeHaduIa MPU COBMECTHOM NPUMEHEHHU C APYTUMH
CpPEICTBAMU JICYCHUS] HAPYIICHUH JIPEKIHHU HE W3YYaluCh, [MO3TOMY NPHUMEHEHHE MOAOOHBIX
KOMOHMHAIHI He pekoMeHayercs (cM. pasaen 4.4.).

Tspkenas nedeHouHas HegpocTarouHocTh (kiace C mo kinaccudukanuu Yaiina — [1610).
OpnHOBpeMEHHBIN IPUEM PUTOHABUPA.

Tsokenble  cepeUHO-COCYAMCThIE 3a0oieBaHus (TsDKenas cepAeyHass HEeJAOCTaTOYHOCTH,
HecTaOuJIbHAs CTEHOKApAUs, IEPEHECEHHBIE B TEYCHHE MOCIECTHUX ECTH MECALIEB UHCYIIBT WU
UHpapKT MUOKapAa, KU3HEYTpoxKaromue aputMud, runeprensus (Al > 170/100 mm pr.cT.) nm
aprepuanbHas runotensus [AJl menee 90/50 MM pr.ct.]) (cM. pazaen 4.4.).

[TarueHTHl € ANU30JaMU Pa3BUTHS HEAPTEPUUTHOU TMepeaHe HIeMHYecKOil HeWponaTuu
3pUTENBHOIO HEPBA C OTEPEH 3pEHUS B OHOM TJasy.

HacnencTBeHHbII MUTMEHTHBIN peTHHHT (CM. pasnen 4.4.).

[To 3aperucTpupoBaHHOMY MOKa3aHUIO CUJIeHa(UI HE IpeIHAa3HAYeH /Il IPUMEHEHHUs y AeTeil
o 18 mer.

[To 3aperucTpupoBaHHOMY IOKa3aHUIO CHJAECHApWI He NpeJHa3HaueH Uii NpPUMEHEHUs y
JKEHIIMH.

4.4. OcoOble ykazaHMsl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPO’KHOCTBLIO

AHaromuueckas aedopmaiivsi moJI0BOro YjaeHa (aHTyMsIus, KaBepHO3HBIN (uOpo3 uimu 60Ie3Hb
[leiiponn).

3aboseBaHus, Ipeapacnoiaralonye K pa3BUTHIO TTpHanu3Ma (CepIIOBUIHO-KIIETOYHAST aHEMUSI,
MHO>KECTBEHHAsI MUEIIOMa, JIEHK03, TPOMOOIIUTEMHS).

3aboieBaHus, COMPOBOKIAOIINECS KPOBOTCUCHHEM.

SI3BenHast 60JIe3HB JKEMyAKa U IBEHAANATUIIEPCTHON KHUIIKH B CTAJHNH 00OCTPEHUS.

Hapymenust pyHKunY neveHu.
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Tsxenas noueynas Henocrarounocts (KK mende 30 MJ'I/:IJ/E/II;!I:;.'-lE"]'C: BATENBHOCTE 0002)

[TanMeHTBl C 3NM3040M DPa3BUTHUS IEPEIHEH HEapTEPUAIBHON HIIEMUYECKOM HEMPOINaTHH
3PUTENBHOIO HEPBA B aHAMHE3E.
OnHOBpeMeHHBIH preM 6J10KaTOpoB alb(ha-aJpeHOPELENTOPOB.

Oco0ble yKazaHus

JUIss TMarHOCTUKM HAPYUICHWH SPEKIMH, ONpEAeTeHHSs MX BO3MOXKHBIX NPHYMH U BBHIOOpA
a/ICKBaTHOTO JICYEHUS] HEOOXOAUMO COOpaTh TMONHBIA MEIUIMHCKUN aHAMHE3 W MPOBECTH
TuiarensbHoe ¢u3nukanbHoe oOcienoBanue. CpencTBa JI€YEHHs] AIPEKTHIBHOM AMC)YHKUIUU
JOJIKHBI MCIIOJIB30BAaThCS C OCTOPOKHOCTHIO Yy TAIlMEHTOB C aHAaTOMUYecKou nedopmarueit
MI0JIOBOTO WIEHA (AHTYISIIUA, KaBepHO3HBINH (ubOpo3, 6one3np [lefipoHn) win y NManueHToB C
¢dakTOopamMu puCKa pa3BUTHUS MpHANU3Ma (CEPHIOBHIHOKICTOYHAS AHEMHUS, MHO>KECTBEHHAs
MUeNoMa, TeiHKeMus).

Bo BpeMs mocTMapKeTHHTOBBIX HCCIEAOBAHUN COOOIIANOCH O CIydasx pPa3BUTUS IUTEIbHON
IpeKIUH W npuanuszMa. B ciydae coxpaHeHMs! SpeKLUH B TeueHue Ooisiee 4 4acoB cleayeT
HEMEIJIEHHO 00paTUThCs 3a MEAMLIMHCKON noMollblo. Eciin Tepanus npuanu3Ma He MpoBeeHa
HEMEIJICHHO, 3TO MOXXET MPUBECTH K MOBPEKIACHUIO TKAHEW IMOJOBOTO 4WiI€Ha M HEoOpaTUMOM
yTpaTe MOTEHIUH.

[Ipenapatsl, npeaHa3HAuYEHHbIE I JIEUEHUS HAPYLICHUH SpeKluH, He cIeAyeT Ha3HauyaTh
MY’KYMHaM, JUIsl KOTOPbIX CeKCyallbHasi aKTHBHOCTh HEXKEJlaTelIbHa.

CekcyanbHasi akTUBHOCTb MPEJICTABIISAET OMPEIEIICHHBIN PUCK MPU HATMYUU 3a00JIeBaHUH cepla,
MO3TOMY IMepej] HayajaoM JIo0OW Tepanmuu MO MOBOAY HApYIIEHUH 3peKIUHM Bpauyy CleayeT
HaIpaBUTh TNAalMeHTa Ha OO0CJIeI0BaHUE CepJIeYyHO-coCyAUCTON cuctembl. CekcyalbHas
AaKTUBHOCTh HEKeJaTelIbHa Yy MAalMeHTOB C CEpJCYHON HEJOCTAaTOYHOCTHIO, HECTAaOMIbHOMN
CTEHOKapueil, MepeHeceHHbIM B MOclieIHNE 6 Mecs1eB HHPApKTOM MHOKapa WIK HHCYJIbTOM,
YKUZHEYTPOKAIOUIMMH apuTMUsIMU, runepteHsueit (AJ] > 170/100 MM pT.CT.) UK TUIOTOHHEH
(AL <90/50 mm pr.ct.). [Ipuem cunaenaduna y Takux naueHTOB MPOTUBOIIOKAa3aH (CM. pasfen
4.3.). B KIMHUYECKHX HCCIIEOBAaHUAX TOKAa3aHO OTCYTCTBHE PA3JIMYMKA B YacTOTE PA3BUTHUS
uHpapkra muokapaa (1,1 na 100 dernoBek B TOJ) WM YacTOT€ CMEPTHOCTU OT CEpACYHO-
cocynuctbix 3aboneBanuii (0,3 Ha 100 yenoBek B roj1) y MallMEHTOB, MOMYYaBIIUX CHIIeHAadUI,
M0 CPaBHEHUIO C MAIMEHTaMU, MOTYYaBIINMH I1a11e€00.

Cepoeyrno-cocyoucmole 0CIOHCHEHUS.

B Xxome mNOCTMAapKeTHMHIOBOrO MpHMEHEHHs CuifeHaduiaa s JIeYEHHUs HPEKTHUIIbHOU
JTUCQYHKIIMM COOOINANIOCh O TaKUX HEXENATeNbHBIX SBICHHUIX, KaK TsDKENble CepaedHo-
COCYJIMCTBIE OCIIOKHEHHS (B T. 4. MH(MAPKT MHOKap/ia, HeCTaOMIbHAsl CTEHOKApAMs, BHE3aHas

cepedHas CMEpThb, JKEIYJOYKOBas AapUTMMs, TIE€MOpPpParMdyecKui MHCYJIbT, TPaH3UTOpHAs

4
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CMEPTHOMY OTYETY

MpUMEHEHHEM criiieHadmIa. bOIBITMHCTBO ATHX MAIIMEHTOB, HO HE BCE U3 HUX, UMENH (DaKTOPHI
pHUCKa CEPACYHO-COCYJIUCTBIX OCJOKHEHUW. MHOrMe U3 YKa3aHHBIX HEKEJIATEIIbHBIX SIBJICHHI
HaOJI0IATMCh BCKOPE MOCJIEe CEKCYalIbHOW aKTUBHOCTH, U HEKOTOPBIE U3 HUX OTMEYAJIUCh MOCIIe
npuema cuiaeHaduna Oe3 mocienyrollel cekcyanbHOM akTUBHOCTH. He mpencraBisercs
BO3MOKHBIM YCTAHOBUTH HAJIMYMUE MPSIMOM CBSI3U MEXIY OTMEUABIIMMUCS HEXKEIATEeIbHBIMU
SIBIICHUSIMU Y YKa3aHHBIMHU WJIM UHBIMH (DaKTOpamH.

T'unomen3zus

Cungenaduy  oOKa3blBaeT CHCTEMHOE BaszOWJIaTUpYyIOLlee JeWcTBHUE, MpHUBOJALIEe K
nepexoJsemMy CHukeHuto AJl, 9To He sBISETCS KIMHUYECKH 3HAYMMbBIM SIBJICHUEM M HE
IOPUBOAUT K KAaKUM-ITHOO IOCTEICTBUSAM Yy OOJNBIIMHCTBA MAIMEHTOB. TeM He MeHee, 10
Ha3Ha4YeHHs cuiifieHaduIa Bpad JOHKEeH THIATeNbHO OLEHUTh PUCK BO3MOXHBIX HEKeIaTeNbHBIX
NPOSIBIICHUN  Ba30JWIATUPYIOLIETO  JEHCTBUS Yy  MAalMEHTOB C  COOTBETCTBYIOIIMMHU
3a00J1€BaHUSMH, OCOOCHHO Ha (JOHE CEKCyalIbHOW aKTUBHOCTH. [loBBIIIIEHHAS BOCTIPUUMYUBOCTh
K Ba3oJAMJIaTaTopaM HaOJIOJAaeTcs y MAlMEHTOB C OOCTPYKLUMEHW BBIXOJHOIO TpakKTa JIEBOIO
KeNIylo4Ka (CTeHO3 aopThl, TUMEPTpodHUUecKass OOCTPYKTHUBHAS KapIAWOMHOIATHUS), a TaKKe C
PEIKO BCTPEYAIOMIMMCS CHHAPOMOM MHOXKECTBEHHOH CUCTEMHOW aTpoduu, MPOSBISIOIIUMCS
TSDKETIBIM HapyIIeHueM perynsanuu AJl co CTOpOHBI BEreTaTUBHONW HEPBHON CHCTEMBI.
[TockonbKy COBMECTHOE MPUMEHEHHE CHIICHAPUIIA U 0i-aJpEHOOIOKaTOPOB MOXKET IPUBECTH K
CUMITOMATUYECKOW THUMOTEH3MH Y OTIENbHBIX UYYBCTBUTEIBHBIX MAalMEHTOB, CHUIACHA(UI
CIelyeT C OCTOPOKHOCTBHIO Ha3HauaTh OONBHBIM, MPUHUMAIOIIMM 0-aJPEHOOIOKATOPHI (CM.
pazmen 4.5.). UroObl cBecTH K MHUHUMYMY pPHUCK Pa3BUTHSI NOCTYpajJbHOW TUIOTEH3UH Y
NAlMEHTOB, MPUHUMAIOUINX 0-aIpeHO0JIOKaTOphl, NpUeM cuieHaduIa CcileayeT HavyuHaTh
TOJIKO TIOCTIE JIOCTHIKEHHUSI CTaOUIM3aluu MoKas3aTeneil reMoIMHaMUKH y manueHToB. Crenyer
TaKXe pacCMOTPETh 11eJIeCO00Pa3HOCTh CHMKEHUSI HauyalbHOM 103bl cuiieHaduia (cM. paszen
4.2.). Bpau pomkeH mNpoMHPOPMHPOBATH TAMEHTOB O TOM, KaKHe JCHCTBHS CIEqyeT
MPEANPUHSTH B CIIy4ae MOSBJICHHUS CUMIITOMOB MOCTYPabHON TUIIOTEH3UH.

3pumenvHuvle Hapyuienus

B penxux ciydasix Bo BpeMs MOCTPETUCTPALIMOHHOTO MPUMEHEHHUs Bcex UHruoutopoB O35, B
TOM 4HCIIe cuiaeHaduaa, cooOmand 0 HEAPTEPUUTHON MepeaHEN HIIEMHUYECKOW HEBPOIIATUU
sputensHoro Hepa (HIIMH3H) — penkom 3aboneBaHuu W mMpUYWHE CHIDKCHHUS WM TOTEPH
3peHus. Y OOJBIIMHCTBA M3 3TUX MAIMEHTOB ObUTH (DAKTOPBI PHICKA, B YACTHOCTU CHUKCHHE
OTHOINICHUS AUAMETPOB PKCKABAIIMH U IMCKA 3PUTEIHLHOTO HEpBa («3aCTOWHBIN AMCK»), BO3PACT
crapme S50 er, caxapHbld auUabeT, TUIEPTEH3Ms, UIIeMHUYecKas OoJie3Hb Cepjla,

TUIEepIUNUAEeMUs U KypeHue. B oOcepBallMOHHOM HCCIEAOBaHWU OIICHUBAJM, CBSI3aHO JIK
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He/laBHee MPHMEHEHHE TPENapaToB Kiacca MHI6HTOpoB BHDS & oeiphiv tranator HHIPHI3H.

CMEPTHOMY OTYETY

Pe3ynbraThl yka3piBaloT HAa IpUOIM3NTENBHO 2-KpaTHoe nosbienue pucka HITMH3H B nmpenenax
5 nmepwomoOB TMONYBBIBEAEHHUS Tmocie npuMmMeHeHuss unruoOutopa DIADS. CormacHo
ONyOJIMKOBAaHHBIM JIUTEPATYPHBIM JaHHBIM, TOAWYHAs dYacToTa Bo3HMKHOBeHMss HITMH3H
coctaBmser 2,5-11,8 ciyqas ma 100 000 myxunH B Bo3pacte > 50 jeT B OOIICH MOMYJISAIIHH.
CrnenyeTr peKOMEHI0BaTh NAL[UEHTaM B CIIy4ae BHE3AIIHOM NOTEPH 3pEHUS IPEKPATUTD TEPANIUIO
cuIZieHa(hUIOM U HEMEIJICHHO MPOKOHCYJIBTHPOBATHCS ¢ BpauoM. JIHIa, y KOTOPBIX yXe ObLI
caydait HIIMH3H, umeror noBbeienusiid puck peruaua HIIMH3H. IlosTomy Bpauy ciemyer
00CYIUTh NaHHBIM PUCK C TAKUMHU MAallMEHTaMHU, a TAK)Ke 00CYTUTh C HUMH MOTEHIIUAIbHBIN IIaHC
HeOnaronpusaTHOro BozzeicTBuss MHruoutopoB DJ35. Murubutopsr D5, B TOM uucie
cuizieHaniI, y TaKUX MAIMEHTOB CIEIYeT IPUMEHSITh C OCTOPOKHOCTBIO M TOJIBKO B CUTYaIUsX,
KOTJia O’KMiaeMas MoJjib3a NepeBelInBaeT pUcK. Y manueHToB ¢ anu3oaamu pa3sutus HITMH3H ¢
HOTepei 3peHus B OJTHOM IJI1a3y IpUeM CHIIZieHaduiIa MpoTUBoNokasan (cM. paszuen 4.3.).

Y He0onpIIOro Yucia MAlKUEHTOB C HACJIEICTBEHHBIM INHUITMEHTHBIM PETHUHUTOM HMEIOTCS
TCHETUYECKH JIeTePMUHHPOBAaHHBIE HapymieHus (QyHKouu ¢ocdoamscTepas ceTdyaTkd IIasa.
Caenenust 0 0€30MaCHOCTH MPUMEHEHHsI cuiieHaduIa y MalueHTOB ¢ MUTMEHTHBIM PETUHUTOM
OTCYTCTBYIOT, IOATOMY y TAKUX MAIIUEHTOB HE CIIEAYET MPUMEHATH cuiieHadut (cm. pazaen 4.3.).
Hapywenus cnyxa

B HeKOTOpBIX NOCTMAapKETUHIOBBIX M KJIMHUYECKUX HCCIIEIOBAaHUAX COOOILAETCS O Cilydasx
BHE3AIHOTO YXYALICHUS WU MOTEPU CIyXa, CBSA3aHHBIX C MPUMEHEHHUEM BCEX WHTHOUTOPOB
®J135, Brmovas cwigeHaduna. BoJbIIMHCTBO 3THX MAalMEHTOB HMMENIM (DAKTOphl pPUCKA
BHE3AIHOTO YXY/AIICHUS WIM TMOTepu ciyxa. [IpUUMHHO-CIENCTBEHHOM CBA3M MEXAY
npUMeHeHHeM MHruoutopoB ®J[D5 v BHE3alHBIM yXYJIIIEHUEM CllyXa WM MOTepel ciyxa He
YCTAaHOBJIEHO. B ciyyae BHe3amHOro yXyJIIeHHs ClyXa WIHM MOTEpH cilyXxa Ha (oHe mpuema
cuiizieHaduiIa cieayeT HeMeAJICHHO MPOKOHCYIbTUPOBATHCS C BPAUOM.

Kposomeuenus

Cungenadui ycuiIMBaeT aHTHArperaHTHbIM 3QpPekT HUTponpyccuia HaTpUs, TOHATOpa OKCHUJA
a30Ta, Ha TPOMOOIMTHI YenoBeka in Vitro. lanHbie 0 6€30MacHOCTH NPUMEHEHHS CHIIIeHa(HIa y
HaIMEHTOB CO CKJIOHHOCTBIO K KPOBOTOUMBOCTHU MM 00OCTPEHUEM S3BEHHOM OOJIE3HHU JKelyAKa U
12-nepcTHOM KUIIKKA OTCYTCTBYIOT, TOITOMY CHUIIEHA(HIT Y 3THX MAIUEHTOB CIIETyeT MPUMEHSTh
C OCTOPOXHOCTBIO (cM. pazmen 4.4.). Yactora HOCOBBIX KpoBOTeueHMM y mamueHToB ¢ JII,
CBsi3aHHOU ¢ TU(PY3HBIMHU 3a00JI€BaHUAMHU COEAUHUTENHHON TKaHU, Oblia BbIEe (CHiaeHa(uI
12,9 %, nname6o 0 %), yeM y MalMeHTOB ¢ MEPBUYHON JISTOYHOW apTepHalbHON THIIEpTEH3UEH

(cunnenadun 3,0 %, mnane6o 2,4 %). Y manueHToB, MOMyYaBIIUX CUIICHA(PUI B COUCTAHUU C
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MalKUEeHTOB, HE MPUHUMABIIUX aHTaroHucT Butamuna K (1,7 %).

Ilpumenenue coemecmuo ¢ Opyeumu cpeocmeamu leyeHus HapyueHutl SpeKyuu

besomacHocte u  3(QGEKTUBHOCTH MPUMEHEHUs CHIIeHapuIa COBMECTHO C APYTUMHU
uaruouTopamu DJID5 wnam aApyruMu mpemapataMd IS JICYCHHS JICTOYHOW apTepHaIbHOU
TUIIEPTEH3UH, CoJepKammmu cuiaeHadun (Hampumep, Peamnmo) wim ApyruMu CpencTBaMu
JICUYCHUSI HAPYIICHUH PEKINH HE U3YUAIHCh, IIOATOMY IPUMEHEHHE MO00HBIX KOMOWHAIINN HE
pekomenayercs (cm. paszaen 4.3.).

CojaepxkaHue HaTpHs

Hannsiii npenapar coaepxut 0,028 mmoins (0,65 Mr) Hatpus Ha 1 TaGneTKy 103UPOBKOM 25 MT,
0,057 mmomnb (1,31 mr) Hatpust Ha 1 Tabaerky no3uposkoit 50 mr u 0,114 mmons (2,62 Mr) HaTpus
Ha 1 TabneTky mo3upoBkoii 100 Mr, TO €CTh 1O CYTH HE COACPKHUT HATPUSI.

4.5. B3amMmopeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMH NpenapaTaMM M JApyrue BHJbI
B3aMMOJEHCTBHSA

Brusanue opyaux n1ekapcmeeHHbIX npenapamos Ha QapmakoKuHemuKy cuioenaguna
Metabonu3m cunaenaduna mporUCXOoAUT B OCHOBHOM MO/ AecTBHEM N30(hEePMEHTOB IIUTOXPOMaA
CYP3A4 (ocuoBHoii myts) u CYP2C9, mosroMy HHTHOMTOPHI ATUX H30(EPMEHTOB MOTYT
YMEHBIINTh KJIHMPEHC CHiIaeHaduiaa, a HHIYKTOPBL, COOTBETCTBEHHO, YBEIMYHUTH KIHMPEHC
cungenaduia. OTMEYEHO CHIDKEHHE KITMpEHca CuilieHaduIa Mpu OJHOBPEMEHHOM IPUMEHEHUN
uHruouTopoB M3odepmentra nuroxpoma CYP3A4 (keTOKOHA30JI, SPUTPOMHUIIMH, [TUMETHIMH).
[Mumetrnaun (800 mr), Hecnenupuueckuit UHrUOMTOP M30dpepmenta nutoxpoma CYP3A4, npu
COBMECTHOM Ipueme c¢ cuiaeHaguiom (50 Mr) BbI3bIBAaCT MOBBIIIEHHE KOHLIEHTPALUU
cunaeHaduia B mwiazme Ha 56 %. OnHokpatHbiii mpuem 100 mr cunmaeHaduia COBMECTHO C
spuTpoMHLInHOM (110 500 MI/cyTKH 2 pa3a B JileHb B T€UE€HHUE 5 AHEl), yMEpEeHHbIM HHTHOUTOPOM
uzopepmenta nuroxpoma CYP3A4, na ¢doHe MAOCTHKEHHS TOCTOSHHOW KOHIIEHTPALIUU
SpUTPOMHIIMHA B KpoBu mpuBoautT kK yBenmmueHuto AUC cunpenadpuna wva 182 %. Ilpm
COBMeCTHOM npueMe cuigeHaduia (ogHokpatHo 100 mr) u cakBunasupa (1200 mr/nens 3 pasza B
neHb), naruoutopa BUU-nporeassl u nuzodpepmenta nutoxpoma CYP3A4, Ha GpoHe JOCTHIKEHUS
MOCTOSIHHOM KOHIIEHTpAllK CaKBUHaBUPa B KpoBH Cmax cuieHadmia nossimanack Ha 140 %, a
y AUC yBenmmuniace Ha 210 %. Cunpenadwmn He OKa3bIBaeT BIMSHUSA HAa (HapMaKOKHHETHKY
cakBWHaBHpa. bonee cuibHBIe WHTHOUTOPHI M30odepmenta muToxpoma CYP3A4, takme kak
KETOKOHA30Jl ¥ UTPAKOHA30JI, MOT'YT BBI3BaTh M OoJiee CHUJIbHBIE U3MEHEHUS (papMaKOKHMHETUKU
cuigeHagpuia.

OpnnoBpemeHHOe npuMeHeHue cuineHaduna (ongHokparHo 100 mr) u puronasupa (rmo 500 mr

2 paza B cyTkH), uaruouropa BUU-npoteass! u cunbHOro nHruOuTopa nuroxpoma Paso, Ha Qone
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cunnenaduna Ha 300 % (B 4 paza), a AUC —ua 1000 % (B 11 pa3). Uepes 24 yaca KOHIIEHTpaIIUs
cuieHaduIa B Iia3mMe KpoBH coctasiseT okoo 200 Hr/mi (1Mociie OHOKPATHOTO TPUMEHEHUS
omHOoro cuiaeHadunaa — 5 Hr/mi). Oto coriacyercs ¢ 3¢h(eKToM puTOHABHpa Ha MIUPOKUN
nuana3oH cyoOcrparoB 1mutoxpoma Pasp. Cunnenadun He Bauser Ha (apMaKOKHHETHKY
pUTOHaBHpa. YUYUTHIBasl 3T JaHHbIE, OJHOBPEMEHHBII MPUEM PUTOHABUpPA U CUieHaduIa He
pekoMenayercsa. B mo0oM ciydae MakcuMalibHas J03a CuigeHaduiIa HM TPH  KaKuX
00CTOSITENHCTBAX HE JOJDKHA MPEBBIIATh 25 MI' B TeueHHUe 48 4acoB.

Eciu cunnenadun mnOpuUHUMAOT B PEKOMEHAYEMBIX —J103aX [AlMEHThl, MOJy4aroliue
OJTHOBPEMEHHO CHJIbHBIe HHTHOUTOPHI n3opepmenta muroxpoma CYP3A4, 10 Cmax cBOOOAHOTO
cungenaduia ve npessimaet 200 HM u npenapaT X0opouio IepeHOCUTCH.

OnHOKpaTHBIN TIPUEM aHTaIaa (Mardusi THAPOKCHIa / aJFOMUHUS THAPOKCHIA) HE BIHUSET HA
OMOJOCTYIMHOCTh CHIIZICHA(HIIA.

B uccnemoBaHmsX C ydacTHeM 3J0POBBIX TOOPOBOJBIEB IMPH OJHOBPEMEHHOM HMPHUMEHEHHUH
AHTArOHUCTAa SHIOTEIMHOBBIX perenTopoB, Oo3eHTaHa (MHAYKTOp wu30depmenta CYP3A4
[ymepennsiii|, CYP2C9 u, BosmoxHno, CYP2C19) B paBHOBecHO# KoHIeHTpauuu (125 mr nsa
pa3a B CyTKM) U cuijaeHaduiga B paBHOBECHON KoHIeHTpauuu (80 Mr Tpu pasa B CYTKH)
ormeuasioch cHkeHne AUC m Cmax cunaenaduma Ha 62,6 % u 52,4 % COOTBETCTBEHHO.
Cunpenadun yBemuumBasmi AUC m Cmax 0o3eHTana Ha 49,8 % um 42 % COOTBETCTBEHHO.
[Ipenmonaraercs, 4To OJHOBpEMEHHOE NMPHUMEHEHHE CHIJeHa(pMIa ¢ MOIIHBIMU HHIYKTOpaMHU
uzopepmenta CYP3A4, Takumu Kak pu(aMIuIH, MOXKET IPUBOJIUTH K OOJbIIEMY CHUKEHUIO
KOHIICHTPALlMH CUJIIeHa(wIIa B IJ1a3Me KPOBH.

WNuruburtoper m3odepmenta muroxpoma CYP2CY (tonbyramun, BapdapuH), u3opepMeHTa
mutoxpoma CYP2D6  (cenekTUBHbIE HMHTHOMTOpPHI  OOpaTHOro 3axBaTa CEpOTOHHUHA,
TPUIMKIMYECKHE aHTHACTIPECCAHTHI), TUA3UIHbIE U TUA3UIOTIOJOOHBIE TUYPETHUKU, HHTUOUTOPBI
ATII® v aHTarOHUCTHI KAJIBIUS HE OKA3BIBAIOT BIMSHUS Ha (JapMaKOKUHETUKY CHJIIeHA(HIIA.
Asutrpomunma (500 mr/cyt B Teuenue 3 mHei) He okaspiBaeT BIUSHUSA HA AUC, Cmax, Tmax,
KOHCTAaHTY CKOpPOCTH BBIBEJCHMS U T12 cuifeHaduiIa WIK €ro OCHOBHOTO IMPKYJIUPYIOIIEro
MeTabonura.

Bausnue cunoenaguna na opyeue nexapcmeenHvle npenapamol

Cunpgenadui sBasieTcs ciabbiM HHrHOUTOpOM H30depMeHToB utToxpoma Paso -1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 (MKso > 150 mxmomns). [Ipu npueme cunaenaduia B peKOMEHIyEeMbIX J103aX €ro
Cmax COCTaBIISIET OKOJIO 1 MKMOITh, TO3TOMY MAJIOBEPOSITHO, UTO CHIIIEHA(DUIT MOKET MOBIHATH Ha

KIIUPEHC CyOCTPaToOB 3TUX U30(EPMEHTOB.
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MOCJIEIHUX, TaK M IPU UX HA3HAYEHUU IO OCTPHIM MOKa3aHUSM. B CBs3U ¢ 3TUM NpUMEHEHUE
cuizieHauiIa B COYETaHUU C HUTPATaMU U IOHATOPaMU OKCHJIA a30Ta MPOTUBOIIOKA3aHO.

[Ipu ogHOBpEMEHHOM IpHUEMeE O-aJIpeHOo0I0KaTopa AoKca3o3uHa (4 Mr u 8§ Mr) u cuiaeHaduna
(25 mr, 50 mr m 100 mr) manueHTamMu C J0OPOKAYECTBEHHOW THIIEpIUIa3Uei MPOCTAaThl CO
CTaOUIIbHOM reMOJUHAMHUKOM cpenHee JIOTIOJTHUTEIIBHOE CHU)KEHHE
CUCTOJIMYECKOT 0/ TUACTOINIeCKOro A/l B MOJIOKEHHUH JIe)Ka HA CIIMHE COCTABIISLIO 7/7 MM PT.CT.,
9/5 MM pt.cT. ¥ 8/4 MM PT.CT. COOTBETCTBEHHO, a B MOJIOKEHUU CTOSI — 6/6 MM PT.MT., 11/4 Mmm
pT.cT. U 4/5 MM pT.CT. cooTBeTcTBeHHO. CoOO0IIaeTcs O peAKUX CIIydasx pa3BUTUSA Y TaKHUX
MAalMEHTOB CUMIITOMAaTHYECKOW IOCTYPAJIBHOM THWIIOTEH3WH, MPOSBISABIIEHCS B  BHJE
TOJIOBOKpYXeHUH (6e3 0O0MOpoKa). Y OTHAEeNbHBIX YyBCTBUTENIBHBIX MAlMEHTOB, MOIYYarOIIUX
0-aJJpeHOOIOKATOPBI, OJAHOBPEMEHHOE TMPUMEHEHHE CHIJeHaguiIa MOXET TMPUBECTH K
CUMITOMATUYECKON TMIIOTEH3UU.

IIpu3HaKOB 3HAYMTEJIHLHOT0 B3aUMOAeHCTBHA ¢ TOa0yTamuaoM (250 mMr) uiau Bapgapunom
(40 mr), KoTOpble MeTadoM3UpYIOTCs U3odepmenToM nutToxpoma CYP2D9, He BbIsIBJIEHO.
Cungenadun (100 mr) He oxaspIBaeT BIMSHHS Ha (apMaKOKMHETHKY wuHruoutopa BHUY-
poTea3bl, CAKBUHABUPA, ABIISAIONIErocs cyocrpatom uzodepmenta nuroxpoma CYP3 A4, mpu ero
IIOCTOSIHHOM YPOBHE B KPOBH.

OpnHoBpeMeHHOE NpUMEHEHHUE cuilJieHa(uIa B paBHOBECHOM COCTOSIHUM (80 MI TpH pa3a B CyTKH)
npuBoauT K noBbiieHnI0 AUC u Crax 003enTana (125 mr nBa pasa B cytku) Ha 49,8 % u 42 %
COOTBETCTBEHHO.

Cungenadui (50 Mr) He BBI3BIBACT JAOMOJIHUTEIBHOIO YBEIMUEHUS BPEMEHU KPOBOTEUEHUS NPU
npueMe areTUICATUIMIOBON KUciaoTsl (150 mr).

Cunnenapun (50 Mr) He ycuiMBaeT TUINOTEH3UBHOE JCWCTBUE aJKOTONS Y 370POBBIX
TOOPOBOJBIIEB NMPU MAKCHUMAllbHOM KOHIIEHTpaluu ankoroiis B KpoBu B cpeaHem 0,08 %
(80 mr/mm).

VY nmnmanweHToB C TUMEpPTEH3WEH NpPHU3HAKOB B3aumojaeucTBusi cunaeHaduna (100 mr) ¢
aMJIOAUIIMHOM HE BBIABICHO. CpenHee NOMONHUTENbHOE CHMKeHHE A/l B IOJIOKEHHH Jiexka
COCTaBJIIET 8 MM PT.CT. (CUCTOJINYECKOT0) U 7 MM PT.CT. (JUACTOIUYECKOTO).

[Ipumenenue cuigeHadpuiIa B COYETAHUN C aHTUTHIIEPTEH3UBHBIMU CPEICTBAMU HE MPHUBOJUT K
BO3HUKHOBEHHUIO JIOMTOJTHUTEIBHBIX MTOOOYHBIX (PP EKTOB.

4.6. ®epTHIBHOCTD, 0€PEeMEHHOCTD M JIAKTALMSA

I[o 3aperucTpupoBaHHOMY MMOKA3aHUIO MpeENapaT HEe NpeIHa3HAuYEH JIJIsl IPUMEHEHUS Y KEHIIUH.
4.7. Bausinue HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CpPeACTBAMH M padorarh ¢

MEXaHU3MaMHu
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pa3sBUTHE XPOMATOIICUH, 3aTyMAaHEHHOTO 3pEHHS U T. I1. TOOOYHBIX SBJICHUH, CIETyeT COOM0AaTh
OCTOpO)KHOCTB HpI/I praBHeHI/II/I TpaHCHOpTHbIMI/I CpC,IICTBaMI/I N 3aHsATHAX I[pyrI/IMI/I
MOTCHIIMAJIBHO OIACHBIMHM BHJIAMH JICITEIBHOCTH, TPCOYIOIIMMU IMOBBIIICHHON KOHIICHTPAIUU
BHHUMAaHUsS ¥ OBICTPOTHI ICHXOMOTOPHBIX peakiuii. Takke clieyeT BHUMATEIbHO OTHOCHUTBCS K
WH/IMBUIYaJIbHOMY JCHCTBHUIO IIpenapaTa B yKa3aHHbBIX CUTYalUAX, OCOOCHHO B Havaje JICUCHHs
U TIPU U3MEHEHUU PEKUMa JI03UPOBAHHUS.

4.8. HexxesaTesIbHbIE peaKIuU

Pe3roMe HexxenaTeabHbIX PEAKIINN

Haubosnee yacteimMu mo6ouHbIMU 3P QekTamMu ObUTH TOJIOBHAS 00JIb U TIPUIIHBEI.

OO6bruHO TOOOUHBIE 3((dexThl cuiaeHapmwia c1ad0 WIM YMEPEHHO BBIPRKEHBI U HOCST
NPEXOIAIINI XapaKTep.

B wnccrnenoBaHusx ¢ mpuMeHeHHEM (PMKCHPOBAHHOHM J03bI MOKA3aHO, YTO YAaCTOTa HEKOTOPBIX
HE)KEJIATEIbHBIX SBJICHUH MOBBIIIACTCS C YBEITUUYCHUEM JIO3bI.

YacroTra He)KeNaTeIbHBIX PEaKIMi MPEICTaBICHA MO CIEAYIONIeH KilacCu(pUKaInu:

OueHb 4acTo >10%

Yacrto >1%u<10%

Heuyacro >0,1%u<l1%

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

OdeHb penko <0,01 %

YacToTa Hen3BeCTHA HEBO3MOKHO OIPEICITUTh Ha OCHOBE UMEIONIUXCS TAHHBIX

Hapywenus co cmoponvl Kposu u iumgamuuecko cucmemul. HEYACTO — AaHEMUS, JIEUKOTICHUSI.
Hapywenuss co cmopoHvl uUMMYHHOU cucmemsl: HEYaCTO — PEAKIHUHU TOBBIIICHHOM
YYBCTBUTEIHHOCTH (B T. 4. KOXKHAS CBHIIIb), AJUICPTHUECKUEC PEAKIIHH.

Hapywenus memabonrusma u numaunus: HEYACTO — ONIYIICHHWE >KAKIBI, OTEKH, IOarpa,
HEKOMIICHCHPOBAaHHBIA  CcaxapHbIi JauabeT, THUMepriukeMus, nepudepudeckrue OTeKH,
TUTNEPYPUKEMHUS, TUIIOTJIMKEMHSI, TUTIEPHATPUEMUSI.

Hapywenus co cmoponvl HepeHoli cucmemvl: OYEHb YaCTO — TOJIOBHAs OO0Jb, 4YacTo —
TOJIOBOKPY)KEHHE; HEYaCTO — COHJIMBOCTh, MHIPEHb, AaTaKCHs, THIIEPTOHYC, HEBPAJTHUS,
HeliponaTHs, mapecTe3usi, TPEMOpP, BEPTUTO, CUMITOMBI JIeNIpeccur, OECCOHHUIIA, HEOOBIYHbBIE
CHOBH/JICHUS, MOBBIIIEHUE PEQIIEKCOB, TUTIECTE3US; PEIKO — CYIOpPOTH™, MOBTOPHBIE CYAOPOTH™,
0OMOpOK.

Hapywenus co cmopoust opeana 3penus. 9acTo — 3aTyMaHEHHOE 3pPCHHE, HAPYIICHUE 3PCHUS,
[[UAHOIICUS; HeYacTo — Oonb B Tnasax, ¢gorodobus, Qororcus, XpoMmaroncus, MOKpacHEHUE

I‘J'I2l3/I/IH’beKI_[I/II/I CKJICD, HU3MCHCHHUC HAPKOCTH CBCTOBOCIIPUATHA, MHApPHUA3, KOHBIOHKTHBUT,
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BEK U MPWJIETalOIIUX TKaHEH, OLIYILEHNE CYXOCTH B IJla3aX, HAIMYUE PadyKHBIX KPyroB B I0JE
3peHus1 BOKPYI HMCTOYHUKA CBETA, INOBBIIIEHHAs YTOMJIIEMOCTb IJ1a3, BUJIECHHUE IPEIMETOB B
JKEJITOM IIBeTe (KCAHTOICHs), BUJCHHE MPEAMETOB B KPAaCHOM LIBETE (IPUTPOICHS), TUIIEPEMUs
KOHBIOHKTUBBI, pa3fpa)xxeHHe CIU3UCTON OOOJOYKU TJIa3, HENPUSTHBIC OUIYIIEHHs B Tja3ax;
4acTOTa HEU3BECTHA — HEAPTEPUUTHAS NIEPEIHSS NILIEMUUYECKasi HEBPOIATHs 3pUTENBHOIO HEPBA,
OKKJIFO3USI BEH CEeTYaTKH, Ae(EeKT Moyel 3peHus, JUILIONUA™®, BpeMEHHas NMOTeps 3PCHUS U
CHIKEHUE OCTPOThl 3pEHHUs, IIOBBIIICHUE BHYTPUIJIA3HOIO JIaBJICHUS, OTEK CETYaTKH,
3a00JIeBaHUs COCY/IOB CETUYATKH, OTCIIONKA CTEKJIIOBUAHOIO Tesla / BUTpeaabHas TPaKIIHsL.
Hapywenus co cmoponvl opeana cayxa u nabupunma:. HEYACTO — BHE3AIIHOE CHUKEHHUE WIIU
1oTeps CilyXa, IIyM B yliax, 00jb B yIIax.

Hapywenus co cmoponvl cepoya u cocyoos. 4acTO — TPHUIWBBI; HEYACTO — TaXHKapIusi,
OIIYIIEHUE CEepAUEONEeHHs, CHIDKEHHE apTEepHalbHOTO JaBICHUS, YBEIWYEHHE YacCTOTHI
CepACYHBIX COKpAIlEHH, HecTaOMIIbHAsI CTEHOKAP/IUs, aTPUOBEHTPUKYIIIpHAst OJ10Kana, HHPapKT
MHOKap/1a, TPOMO03 COCYJI0B I'0JIOBHOT'O MO3I'a, OCTAHOBKA Cep/ilia, cepedyHasi HeJJOCTaTOYHOCTb,
OTKJIOHEHHS B MOKa3aHUAX DJIEKTPOKAPIUOTPAMMBI, KapJUOMUONATH; PEaKo — (GUOpUIIALUs
npescepaInii, BHE3amHas cepAeuHasl CMepTh™, JKelny0uKoBasi apuTMus™.

Hapywenus co cmoponsl OvixamenvHol cucmemvl, OpeaHo8 2pyoOHOU KIemKu U cpe0oCmeHUs.
4acTO — 3aJI0)KEHHOCTh HOCA; HEYaCTO — HOCOBOE KpPOBOTEUEHHUE, PUHUT, acTMa, AMCIIHO),
JAPUHTUT, PApUHTHUT, CHHYCUT, OPOHXHT, YBEIHUEeHUE 00beMa OTIEISIeMO MOKPOTHI, YCUIICHHE
KalllJIsl; PeIKO — YYBCTBO CTECHEHUS B TOPJIE, CYyXOCTh CIM3UCTOM 000I0UKH MOJIOCTH HOCA, OTEK
CIIM3UCTON 000JIOUKH MOJIOCTH HOCA.

Kenyoouno-kuuieunvie  Hapywienus.  4YaCTO —  TOIIHOTA, JUCHENCHs; HEYacTo  —
ractpos3odareanbHas pedirokcHas 60J1e3Hb, pBOTa, 00JIb B 001aCTH KUBOTA, CYXOCTh CIIM3UCTOM
00O0JIOYKU TOJIOCTH pTa, TJOCCUT, TUHTMBMT, KOJMT, Iucdarusi, racTpur, racTPOIHTEPHT,
330(arut, CTOMaTUT, OTKJIOHEHHE NTEYEHOYHbIX (DYHKIIMOHAJIBHBIX TECTOB OT HOPMBI, pEKTAIbHOE
KPOBOTEUYEHHE; PEIKO — TUIIECTE3Us CIIU3UCTON 000JI0UKHU MOJIOCTH PTa.

Hapywenus co cmopoHvl Kodcu u NOOKONCHbIX mKaHell: HE9aCcTO — KOXHasl ChIlb, KParuBHUIIA,
IIPOCTON Tepriec, KOKHBIM 3y, MOBBIILIEHHOE MOTOOTIAEIEHNUE, N3bA3BICHUE KOKU, KOHTAKTHBIN
JePMaTHUT, SKC(HOTMATUBHBIN JEPMATUT; YacTOTa HEM3BecTHA — cuHApoM CtuBeHca-/[>kKoHCOHa,
TOKCHYECKHUH 3MUIEPMaJIbHbBIN HEKPOJIN3.

Hapywenusa co cmoponsi mvluieunotl, cKkeiemHou U cOeOuHUmeIbHol mKanu’: 4acto — 00Jb B
CIHMHE; HEYacTO — MHUAIrus, OOk B KOHEUYHOCTAX, apTPUT, apTpo3, Pa3pbiB CYXOXKWIHA,

TCHOCHHOBUT, 00JIb B KOCTAX, MUACTCHHUA, CHHOBHUT.
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YBEJIUYCHUE MOJIOYHBIX JKEJE3, HEAEPKAaHWE MOYHU, FeMaTypus, HAPYLICHUE ISKYISLUU, OTEK
TEHUTAINM, aHOPra3mMus, reMaTOCIEPMHMs, ITOBPEXKICHHE TKAHEW IIOJIOBOIO 4JIEHA; PEIKO —
JUINTEIIbHAs SPEKIMsL U/WIN IPUaU3M.

Ilpouue: HeyacTO — OLIyILEHHE XKapa, OTEK JIMLA, peakuus (OTOUYBCTBUTEIBLHOCTH, MIOK,
ACTCHMsI, TIOBBINICHHAS YTOMJISIEMOCTh, OOJIb Pa3IMYHON JIOKATU3alliu, O3HOO, CITy4aifHbIe
nasieHus1, 60Jb B 00JaCTH TPYAHOM KIIETKH, CIIy4aliHbIe TPABMBIL; PEIKO — Pa3IpaKUTEIHHOCTD.

* JIo604HbIe 3¢ (eKThl, BBIABICHHBIE BO BPEMs [IOCTMAPKETUHIOBBIX UCCIICOBAHUI.
Cepoeyrno-cocyoucmole 0CIO0HNCHEHUS.

B Xome mNOCTMAapKeTHHrOBOTO MpPHMEHEHHs CuifeHaduia s JICUYSHHS DPEKTHUIbHOU
TUCQYHKIIMM COOOINANIOCh O TAaKUX HEXENATeNbHBIX SBICHHUIX, KaK TDKENbIE CepaedHO-
COCYJIUCTBIE OCJIOKHEHMs (B T. 4. MH(QAPKT MHOKap/a, HecTaOuiIbHas CTEHOKapus, BHE3aIHas
ceple4yHas CMEpThb, JKEIYAOYKOBas apUTMMsI, T€MOPpParuyeCKUil HHCYJIbT, TPaH3UTOpHas
UIIEeMHUYECKas aTaka, TUIEPTEH3Us U TUIIOTEH3Ms), KOTOPble HMEIM BPEMEHHYIO CBS3b C
npUMeHEeHHeM cuiieHadmia. BoIbIIMHCTBO STHX MAlMEHTOB, HO HE BCE U3 HUX, UMENH (PaKTOPHI
pPHUCKa CEpIAEYHO-COCYAUCTBIX OCIOKHEHUN. MHOIME M3 yKa3aHHBIX HEXKEJATEIbHBIX SIBICHUN
HaOJII0AaIMCh BCKOPE MOCIIE CEKCYalbHON aKTUBHOCTH, U HEKOTOPbIE U3 HUX OTMEYAJIUCh IOCIIe
npuema cuineHadmia 0e3 MOCIenyromel CeKcyalbHOW akTUBHOCTH. He mpexacramisercs
BO3MOJKHBIM YCTAHOBUTH HAJIMYME IPSIMOM CBS3M MEXKAY OTMEYaBLIMMUCS HEXKENATEIbHBIMU
SBJICHUSMU M YKa3aHHBIMHU MJIM UHBIMU (DaKTOPaMH.

3pumenvHule HapyuieHus

B penkux cioyyasx BO BpeMsl IOCTPETUCTPALIMOHHOTO MpUMEHEHUs BceX uHruouropos /135, B
TOM 4HClie cuiaeHaduaa, cooOmamId 0 HEAPTEPUUTHOM MepeaHeN UIIeMHUYECKOW HEeBPOIaTUU
3putensHoro HepBa (HIIMH3H) — penkom 3aboneBaHuM W NMPUYUHE CHWXKEHMS WM MOTEPH
3peHust. Y OOJBIIMHCTBA W3 3THX MALlMEHTOB ObUIM (PaKTOPBI PUCKA, B YACTHOCTU CHMKEHHE
OTHOLICHUSI AUAMETPOB HKCKABAIlMM U TMCKA 3PUTEIBLHOTO HepBa («3aCTOMHBIN AMCK»), BO3PACT
crapme S50 er, caxapHbli JuUa0eT, TUIEPTEH3Hs, WIIeMHYeckas OOJie3Hb Cep.la,
TUNEPIMINAEMUsT U KypeHue. B o00cepBallMOHHOM HCCIIEOBAaHUM OLICHHWBAIM, CBSI3aHO JIH
HeJlaBHee MPUMEHEHHeE TMpenaparoB kiacca MHruoutopos /135 ¢ ocrpeim Havanom HITMH3H.
Pe3ynbrathl yka3piBatoT Ha NpUOIM3UTENBHO 2-KpaTHoe noBbleHue pucka HIIMH3H B npenenax
5 nepuosoB TONYBBIBEACHHS TMociie npuMeHeHuss uHruouropa @OJ35. Cormacho
ONyOJIMKOBAHHBIM JIMTEPATYpPHBIM JIaHHBIM, TOJWYHAs 4acToTa Bo3HUMKHOBeHus HITMH3H
cocraBiser 2,5-11,8 caydast na 100 00 myxxuuH B Bo3pacte > 50 neT B oOuIel MOMyJISAIUH.
CrnenyeT peKOMEHI0BaTh NAIl[MEHTaM B CiIydae BHE3AIHOMN MOTEPHU 3pEHUS MPEKPATUTh TEPAITUIO

cuiieHaduIoOM M HEMEIJIEHHO MPOKOHCYIBTUPOBAThCS C BpadoM. JIMiia, y KOTOPBIX yxke ObLI

12



COOTBETCTE '1~"!ET E'_I'iﬁ. l:_ t EPTHOMY OTUETY

oT 22.03.2023 Nz 5435

cinydaii HIITMH3H, nuMeroT moBBIIEHHBIA PUCK peunndﬁ':ﬁﬁ‘ﬁﬁgﬁf-ﬂgﬂgw:%ﬁ;l 'Fé';i'g)'f[yeT

0OCYIUTD JaHHBIA PUCK C TAKMMH MTALIMEHTAMH, A TAaKXKe 00CYTUTh C HUMH MOTEHIIMATbHBIN IIAHC
HeOnaronpusaTHOro Bo3zeicTBuss MHruoutopoB ®JI35. Murubutopsr D5, B TOM uucie
cuiiieHaui1, y TaKuX MalUeHTOB CIe1yeT IPUMEHSITh C OCTOPOKHOCTBIO M TOJIBKO B CUTYalUsX,
KOTJja O>kKuJjaeMasi 1oJ1b3a ePEeBELIMBAET PUCK.

[Tpu ucnionb30BaHNM cUiZieHaduIa B 103aX, MPEBBIIIAIONIUX PEKOMEHIyeMbIe, HeXelaTeIbHbIC
SIBJICHHUS OBUIM CXOJHBIMU C OTMEUCHHBIMH BBIIIE, HO OOBIYHO BCTPEUYAIUCH Yallle.

COO6H.I€HI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxno coo0mare 0 MOJ03peBaeMbIX HEXKENaTeNbHBIX PEaKIUsAX I0Clie pPETUCTpaluu
JIEKAPCTBEHHOI'O Tpernapara ¢ LeJIbl0 00ECIeYeHHs] HEMPEPHIBHOIO MOHUTOPUHTA COOTHOILICHUS
«oNMb3a — PHUCK» JICKAPCTBEHHOTO mpernapara. MeauIMHCKUM pabOTHUKAM pPEKOMEHTYETCS
coo0IaTe O JIIOOBIX MO03PEBACMbBIX HEXKENATEIbHBIX PEaKIUsAX JEKapCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMBbI COOOIIECHUS O HEKENaTeNbHbIX PEaKIUsIX roCyAapCcTB — YICHOB
EBpa3uiickoro 3K0OHOMHYECKOTr0 COI03a.

Poccniickas @enepanys

OenepanibHas ciryx0a 1o Haa30py B cdepe 3npaBooxpanenus (PocsnpaBuaazop)

109012, r. Mocksa, CnaBsiHCcKas iomans, 1. 4, crp. 1

Tenedon: +7 800 550 99 03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caiit B uHGOPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHeT»:

http://www.roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CumMnToMbI

[Tpu ogHOKpaTHOM mpueme cuiaeHadunta B go3e 10 800 Mr HexenaTeNlbHbIE SBICHUS ObLIN
TaKUMH Ke, KaKk U TpU TpueMe mpemnapara B Ooyiee HU3KHX /033X, HO BCTpEUalHCh darle.
[Tpumenenue no3p1 200 Mr He MPUBOAUIIO K MOBBIIIEHUIO 2P(HEKTUBHOCTH TIpenapara, 0JHAKO
yacToTa TOOOYHBIX peakuuii (TosoBHas 00Jb, TPUIUBBI, TOJOBOKPYKEHUE, UCIICTICHS,
3aJI0’KEHHOCTh HOCA, HapyIICeHUE 3pEHUs1) YBEINUHUBAaCh.

Jleyenue

Jleyenne cummToMaruueckoe. l'eMoamanu3 HE YCKOpSET KIMPEHC cuiaeHaduiaa, TaK Kak

HOCJ'IeI[HI/II\/’I AKTHUBHO CBS3LIBAETCS C OEJIKaMU IIa3MbI U HE BBIBOAUTCS ITIOYKaAMU.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCcKHe CBOiicTBa
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UHTHOUTOP.
Kox ATX: GO4BEOS.

MexaausM aeiictBus ¥ dhapMakoarHaMuueckue 3¢ dheKThl

CwineHadryl — MOIIHBIM CEIEKTUBHBIA HHTUOUTOp IMKIOTyaHO3WHMOHOpochar (ul'MD) —
cnernuduiecko hocomudcrepassl 5-ro Tumna (GD5).

Mexanusm deticmsus

Peanuzanus ¢Gpu3non0ruuecKoro Mexanms3ma 3peKiuu CBs3aHa ¢ BHICBOOOXK/IEHHEM OKCHIa a30Ta
(NO) B kaBepHO3HOM Telie BO BPeMsi CEKCYaIbHON CTUMYJISIIIUU. ITO, B CBOIO OY€PE/Ib, IIPUBOIHUT
K yBennyeHuio ypoBHsS I M®, mocnenyromemy pacciabiIeHHIO TJaJKOMBIIICYHON TKaHU
KaBEpHO3HOIO TeJla U YBEJIMYEHUIO IPUTOKA KPOBH.

Cungenadun He OKas3bplBaeT MPSMOTO paccladiAIomIero JeHCTBUS Ha U30JIMPOBAHHOE
KaBepHO3HOE TeNo uejoBeka, HO ycuwimmBaeT 3(dekt okcuga azota (NO) mocpenctBom
uHruouposanusa @135, koTopas oTBeTCTBEHHA 3a pacnaja ul Md.

Cunnenadun cenektuBeH B otHomeHur PJID5 in vitro, ero aktuBHoCTh B oTHOImIEHHH DJIDS5
MPEBOCXOUT aKTUBHOCTh B OTHOIICHUU JAPYTUX U3BECTHBIX M30(epMeHTOB (ochoaudCcCTepasbl:
D126 — B 10 pa3; ®JID1 — Gonee yem B 80 pa3; /D2, D24, OAD7-D/ID11 — Gonee yem B
700 pa3. Cuinenadun B 4000 pa3 6osnee cenekTrBeH B oTHomeHHH /195 mo cpaBHenuto ¢ ©J[I3,
YTO MMEET BaKHEHIIIee 3HAUCHUE, MOCKOJIBKY DJ1D3 sBIseTCs] OTHUM U3 KITHOYCBBIX (DEPMECHTOB
PEryJfluyd COKPAaTUMOCTH MUOKApAa.

Oo0si3aTeqbHBIM  ycjioBHeM 3 ¢eKTHBHOCTH cujeHApuIa SBJSIETCH CeKCyaJlbHas
CTUMYJISIIUSI.

Cunzaenaduil BOCCTaHABIMBAET HAPYIICHHYIO SPEKTHIIbHYIO (DYHKIIMIO B YCIOBUSIX CEKCYyallbHOM
CTUMYJISIIIUY 32 CUET YBEIWYCHHSI IPUTOKA KPOBU K KaBEPHO3HBIM TEJIaM MOJIOBOTO YJICHA.
Knunuueckue oannvie

Kapouonoeuuecxkue uccneoosanus

[Tpumenenue cungeHaguia B go3ax a0 100 Mr He NPUBOAMIO K KIMHUYECKU 3HAYUMBIM
u3meneHusM OKI y 310poBbIX J00poBOIbIIEB. MakcUMalbHOE CHU)KEHHE CUCTOIHMYECKOTO
JABJICHUS B TOJIOKEHHUH Jiexka Tociie npuema cuiaeHadpuna B no3e 100 mMr cocraBuno 8,3 Mm
PT.CT., @ IUACTOJINYECKOTO AABIEHUS — 5,3 MM pT.CT. bosiee BbIpaKE€HHBIM, HO TAKKE IPEXOAAIIMI
s dexT Ha apTepuanbHoe napienne (Al) orMeuancs y naiMeHToB, TPUHUMABIINX HUTPATHI (CM.
paznenst 4.3. u 4.5.).

B uccnenosanuu remouHamMuyeckoro g dexra cunaenadpuia B ogHokpatHoi qoze 100 mry 14
MAIMEeHTOB C TsOKENoU umemudeckoi 6omnesnpto cepana (MBC) (6onee yem y 70 % manueHToOB

OBLT CTEHO3 MO KpalHel Mepe OJHOW KOPOHAPHOW apTepUU) CUCTOINYECKOE M JTUACTOIMUECKOE
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CMEPTHOMY OTYETY

CHCTOJINYECKOE JaBlieHHE CHIKaIOCh Ha 9 %. CunaeHadui He BIUSII Ha CEpIeUHbIN BRIOPOC U HE
Hapylmajl KpOBOTOK B CTCHO3MPOBAaHHBIX KOPOHAPHBIX apTEpHsiX, a TaKkKe MPHUBOIWI K
yBenuueHuto (mpumepHo Ha 13 %) aneHO3MH-UHAYIMPOBAHHOTO KOPOHAPHOTO IMOTOKAa KaK B
CTCHO3UPOBAHHBIX, TAK U B UHTAKTHBIX KOPOHAPHBIX apTEPHsIX.

B nBoiiHOM cienoM muaneOOKOHTPOIMPYEMOM HcciienoBaHuM 144 maiueHTa ¢ 3peKTUIbHOU
TUCyHKIMEeH M CTaOWIBHOM CTEHOKapJuel, NMPUHUMAIONIMX aHTHAHTMHAJIbHBIC IpenapaThl
(KpoMe HHTPATOB), BBINONHSIIM (U3NYECKUE YHOPAKHEHUS JO TOr0 MOMEHTa, Korja
BBIPQXEHHOCTh CHMIITOMOB CTEHOKAapJIWU YMEHbUIWIACh. [IpOJOIKUTENBHOCTh BBIMIOJIHEHUS
yrnpaxHeHus: Obiia goctoBepHo Oombine (19,9 cexynaer; 0,9-38,9 cexkyHIbpl) y MalyeHTOB,
NPUHUMABIINX CHIeHAdUI B OJHOKpaTHOM 1no03e 100 Mr, mo CpaBHCHHIO C TMAIlMEHTaMH,
MOJTy4aBUIMMH I11A1e00.

B pangoMu3npoBaHHOM JABOWHOM CJENOM IJIalle00KOHTPOIUPYEMOM HCCIIETOBAaHUHN H3Yy4alu
apdexT nepemeHHoi 1036l cuigeHaduna (mo 100 mr) y myxuma (N = 568) ¢ 3peKTHIBHOU
TUCHYHKITUECH U apTepHaIbHOM THITEPTCH3UEH, MPUHUMAIONIHX 00JIee ABYX aHTUTHIICPTECH3UBHBIX
npenapatoB. Cunnenabun yaydmui spekiuto y 71 % myxuuH no cpaBHeHuto ¢ 18 % B rpymnmne
iane6o. Yacrora HeGmaronpusaTHeIX 3G GeKToB Obljla CpaBHUMA C TAKOBOW B IPYTHX Ipymmax
MAIMEeHTOB, TaK )K€ KaK Y JIMII, MPUHUMAIOUINX 00Jiee TPEX aHTUTHUIIEPTEH3UBHBIX MPETIapaToB.
Hccneoosanus spumenbHulx HapyuleHui

Y HEeKOTOpBIX ManueHToB Yepe3 1 yac mocne npueMa cuigeHaduna B go3e 100 Mr ¢ momouisio
tecta PapHcBopTa — Mancemna 100 BbIsIBIEHO JIeTKoe U MPeXo/silee HapyleHHe ClIOCOOHOCTH
pasnuuath OTTEHKM IBeTa (CHHero/3eneHoro). Yepez 2 dyaca mocie mpuemMa Ipemnapara 3Td
U3MEHEHHS OTCYTCTBOBaNM. (CUHMTaeTCs, YTO HAapYIIEHHWE I[BETOBOTO 3PEHHUSI BBI3BIBACTCS
unruoupoBanueM ®J[D6, koTopas ydyacTByeT B Mpollecce Mepenaddl CBeTa B CeTYaTKe Tiiasa.
Cungenadun He OKa3blBal BIUSHUS Ha OCTPOTY 3pEHUS, BOCIPHUSNTHE KOHTPACTHOCTH,
AIIEKTPOPETUHOTPAMMY, BHYTPUIIa3HOE JaBICHHUE WU THaMETp 3padka.

B miane0OKOHTpPOIMpPYEMOM MEPEKPECTHOM HCCIENOBAaHUU MMAUMEHTOB C JOKa3aHHOM
pPaHHEBO3PACTHOW MaKyIspHOU nereHeparueii (N = 9) cunaenadun B oqHokpaTHOH q03e 100 Mr
nepeHocuiics xopoio. He ObU10 BRISIBICHO HUKAKUX KITMHUYECKU 3HAYMMbBIX U3MEHEHHH 3peHus,
OIICHUBAEMBIX TI0 CIICIUAIBFHBIM BH3yalIbHBIM TecTaM (OCTpOTa 3pEeHHs, pemieTka Amcrep,
[IBETOBOE BOCTIPUSITHE, MOACIIUPOBAHNE TIPOXOXKICHHUS 1[BETa, mepuMeTp XaMmppu u ¢potocTpecc).
Dhghexmusrnocms

OddexTuBHOCTH U 6€30MACHOCTH CUIeHadUIa OlIeHUBAIU B 21 paHAOMU3UPOBAHHOM JBOMHOM
CJIETIOM TIIale00KOHTPOIUPYEMOM HCCIIEIOBAHUH MPOAOIKUTEIBHOCTBIO 10 6 MecsieB y 3000

MaUeHToB B Bo3pacTe oT 19 no 87 ner ¢ spekTuiabHOW AucyHKUIMEH pa3IudyHON STHOJIOTUU
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OpPraHNYeCKOM, TICUXOT€HHOW WM CMEIIaHHOM). ] _ﬁlgé&%h“T@ghgﬁé%aT%ﬂeﬁ%éann
(op ). Oplpe

r7100aIbHO € HCIOJIb30BAaHHEM JHEBHUKA JPEKIUH, MEXKIYHAPOIHOTO WHAEKCA 3PEKTHIIbHOU
¢byHKIMY (BaIMAMPOBAHHBINA OIPOCHUK O COCTOSIHUN CEKCYaIbHOM (DYHKIIMM) U OTIPOCa MapTHepa.
O¢ddexTuBHOCTE cuiieHaduIa, ONpeseNeHHas Kak CIOCOOHOCTh AOCTUraTh U MOJIEPKUBATH
9PEKIIHIO, JOCTATOYHYIO Ul yIOBJIETBOPUTEIBHOIO OJIOBOTO aKTa, ObljIa IPOJEMOHCTPUPOBAHA
BO BCEX IMPOBEACHHBIX MCCIEIOBAHMIX U ObLIA MOATBEPKACHA B IOITOCPOYHBIX UCCIIEAOBAHMIX
IPOJIOIDKUTENBHOCTRIO 1 rof. B umccrmemoBaHusX ¢ NpuMeHEHHEM (UKCUPOBAHHOM J103BI
COOTHOILIEHUE MAlMEHTOB, COOOLIMBIINX, YTO TEpaNus YJIy4dlIMia UX 3PEKLHI0, COCTABISIIO:
62 % (no3a cunaenaduna 25 mr), 74 % (no3a cungenadumia 50 mr) u 82 % (no3a cunaenaduna
100 mr) mo cpaBHeHuto ¢ 25 % B rpynne Iuianebo. AHanM3 MEXIYHApOJHOrO0 HMHJEKCa
OPEKTUWJIBHOM (YHKIMM TIOKa3aj, YTO JOMOJHUTEIBbHO K YIYYIICHHIO OJPEKIUH JICUCHUE
cuIZIeHa(hUIoOM TaKKe MOBBILIAIO KaueCTBO Opra3Mma, MO3BOJIUIO IOCTUYb YAOBJIETBOPEHUS OT
IIOJIOBOTO aKTa M OOLIETO y10BJIETBOPEHHUSL.

CornacHo 0000IIEHHBIM JJAHHBIM, CPEAH MAIlEHTOB, COOOUIMBINNX 00 yIyUIIEHUH dPEKINU TIPU
nedeHun cwineHaguioM, Obutm 59 % OonbHBIX nuadberoMm, 43 % NAIMEHTOB, NMEPEHECIINX
paluKaibHYIO IPOCTATIKTOMUIO U 83 % MAaLMEHTOB C MOBPEXIEHUSAMH CIUHHOIO MO3ra (IpOTHUB
16 %, 15 % u 12 % B rpynne mianedo COOTBETCTBEHHO).

5.2. @apMaKkoKHHEeTHYECKHE CBOIiCTBA

dapMakOKHHETHKA CHJIeHapIIIa B PEKOMEHIyeMOM JHAaIa30He 7103 HOCUT JIMHEHHBIH XapaKkTep.
AGcopbuus

[Tocne nmpuema BHYTph cuifieHadui1 OBICTPO BcachiBaeTcs. AOCONOTHAs OMOJIOCTYNHOCTh B
cpeaneM cocranisger okoiio 40 % (ot 25 1o 63 %). In vitro cunaeHadut B KOHIEHTPAIIMHA OKOJIO
1,7 ur/ma (3,5 aM) nogasnsier aktuBHOCTh DJID5 yenoseka Ha 50 %. I[locne ogHOKpaTHOTO
npuema cuwigeHaduna B no3e 100 Mr cpenHsis MakcHManbHas KOHLEHTpalMs CBOOOJHOIO
cunneHaduna B miazMe KpoBH (Cmax) MykunH cocTtaBisieT okono 18 Hr/mi (38 HM). Cmax Tipu
npuemMe cuijieHaduiIa BHyTpb HaTOLAK JOCTUTaeTcs B cpeaHeM B TeueHue 60 muH (ot 30 MUH 10
120 mun). [Ipu npriemMe B COYETaHUU C KUPHOW MHIIEH CKOPOCTh BcachiBaHUSI CHMKACTCS: Cmax
YMEHBIIAeTCsl B cpeHeM Ha 29 %, a BpeMsi JOCTHIKEHHsT MaKCHMalbHOW KOHIEHTPAHH (Tmax)
yBenuuuBaeTcs Ha 60 MMH, OJJHAKO CTeleHb aOCOPOIMK JOCTOBEPHO HE M3MEHseTcs (IUIoLaib
1o/ papMaKOKHHETHIECKOH KpuBoii «koHIeHTparus — Bpems» (AUC) cHmkaetcs Ha 11 %).

Pacnopenenenune

O0beMm pacipeacicHud cnnz[eHa(bI/ma B PaBHOBCCHOM COCTOSAHHUH COCTABJIACT B CPCAHCM 105 1.
CBs13b CI/IJ'I)ICHa(bI/IJ'Ia U €ro OCHOBHOI'O HHUPKYJIHPYIOLICTO N-I[GMGTI/IJ'IBHOFO MeTaboauTa C

OenKkaMu TIIa3Mbl KPOBH COCTaBIIsIeT OKOJIo 96 % W He 3aBUCUT OT OOIIeH KOHIIEHTpaIluu
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CMEPTHOMY OTYETY

90 muH nocie npueMa mnpemnapara.

Buorpancdopmarus

Cungenaduy MeTabOIU3MPYETCs IVIaBHBIM 00pa3oM B IEYEHHU MO AeHcTBUEM H30(pepMeHTa
nuroxpoma CYP3A4 (ocHoBHOM myTh) U n3odepmenTa nuroxpoma CYP2C9 (MUHOPHBIN TTYTh).
OCHOBHOW UUPKYJIUPYIOUIMA aKTUBHBIA MeTa0onuT, oOpasyromuiics B pesynbrate N-
JEMETHIIMPOBAaHUS cuiieHaduIa, moaBepraetTcs nanbHewmeMy meradonusmy. CeleKTHBHOCTh
JeHCTBHsI TOro MeTtabosnmTa B oTHOIeHUH PJID comocraBuMa ¢ TakOBOM cuiieHaduiia, a ero
aKTUBHOCTH B oTHOIIeHHH DJID5 in Vitro cocrasiser okoia0 50 % aKTHBHOCTH cuiaecHadHIA.
Konnenrparnus MerabonuTa B I1a3Me KpOBHU 370POBBIX JOOPOBOJIBIIEB cocTaBisuia okoio 40 %
OT KOHIleHTpanuu cwiaeHadgmia. N-IeMeTuIbHBI MEeTabOJIMT TOJBEpraeTcsl JaabHEHIeMy
MeTabonu3My; nepuo/ ero nonyBbiBeaeHus (T1/2) coctaBiseT okono 4 4acoB.

DJIMMUHALNS

OO6muii kmpeHc cuiaeHadmia coctasiser 41 j1/gac, a koHewHbii T12— 3-5 gacos. [Tocie npuema
BHYTPb, TaK € KakK IOCJe€ BHYTPUBEHHOTO BBEIEHHUS, CUIJcHA(UI BBIBOAUTCS B BHUJE
MeTabOoIUTOB, B OCHOBHOM KHILIEYHUKOM (0K0110 80 % mepopaabHOii 103b1) U B MEHBIIIEH CTETICHN
noukamu (okoJio 13 % nmepopalibHOil 103b1).

JInna moyKuJioro Bo3pacra

VY 310pOBBIX MHOXWIBIX MAIMEHTOB (CTapmie 65 JeT) KIMpEHC cuiaeHaduiaa CHUXKEH, a
KOHIIEHTpalusi cBOOOAHOrO cuiieHaduiIa B 1uiazMe npuMepHo Ha 40 % Bbllie, 4eM Y MOJIOJBIX
(18-45 net). Bo3pact He OKa3blBaeT KIMHHYECKH 3HAYUMOTO BJIMSHHS Ha YacTOTY Pa3BUTHUS
110004HBIX 3P (HEKTOB.

IToyeyHas HETOCTATOYHOCTD

[Tpu nerkoit (knupenc kpearunuHa (KK) 50-80 mn/mun) u ymepennoit (KK 30-49 mn/muH)
CTETNeHH TMOYEYHOW HEIOCTaTOYHOCTH (DapMaKOKWHETHKa cuiifieHaduia Mmocie OJHOKPATHOTO
npueMa BHYTpb B jgo03e 50 Mr He usMmensiercs. llpu Tspkenol mouedHod HEAOCTATOYHOCTU
(KK < 30 mu/mMuH) KIupeHe cuiieHaduia CHUXKaeTCs, YTO MPUBOIUT K TPUMEPHO IBYKPATHOMY
yBemuueHuto 3HaueHuss AUC (100 %) u Cmax (88 %) mo cpaBHEHHIO C TAKOBBIMH TMOKa3aTeNsIMU
IIpY HOPMAaJbHOU (DYHKIIMU TIOYEK y MAIUEHTOB TOU YK€ BO3PACTHOM TPYTIIIHL.

IIeueHOUHAS HEAOCTATOYHOCTDH

VY manuenTtoB ¢ uuppo3om nedeHu (kiaaccsl A u B nmo knaccudukanun Yaing — [1b10) kmupenc
cuiieHaduIa CHUXKAETCS, 4TO MPUBOAUT K moBbIeHuto 3HaueHuss AUC (84 %) u Cmax (47 %) mo
CPaBHEHMIO C TAKOBBIMU TOKA3aTENSIMU MTPH HOPMATLHOW (PYHKIIMY MTEYSHH Y TTAIIMEHTOB TOU kKe
BO3pacTHOH Tpymiibl. @apMakoKHHETHKA CHICHA(HIA Y OONBHBIX C TSKEIBIMH HAPYIICHUSIMHU

¢byukun neyenu (kiacc C no knaccudukanuu Yana — [1b10) He n3ydanace.
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6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTeIbHbIX BelIeCTB

[emr0103a MUKPOKPUCTAIUINYECKAS,

Kanbius ruapodocedara quruapar,

KPEMHHUSI TUOKCHJI KOJUTOUIHBIHN (a3pOCuit),

nosugoH K30,

HaTpUs KPOCKapMeIio3a,

MarHus creapar.

['oToBas cMech A7 MIICHOYHOM 000JI0UKH, B T.4.:

CIUPT IOJIMBUHUIIOBBIH,

TUTaHa AUOKCU]I,

TaJIbK,

MakKporoi,

AIIOMUHHUEBBIN J1aK HA OCHOBE KPAacUTEJIs MHIUTOKapMHHA,

KpacUTelb XKeJe3a OKCUJI KEJIThIN.

6.2. HecoBmecTuMOCTD

He npumennmo.

6.3. Cpok roqHocTH (CpoK XpaHeHUs )

3 rona.

6.4. OcoOble Mepbl NPE0CTOPOKHOCTH NPH XPAHEHUH

XpaHuTb 1pu Temieparype He Boie 25 °C.

6.5. XapakTep u coaep:kaHHe MEPBUYHOI YIAKOBKH

IIo 1, 2, 4, 8 10 wimmu 12 TabneTok B KOHTYPHYIO SUEHKOBYIO YNAKOBKY M3 IUICHKH
HNOJMBUHUIIXJIOPUIHON U (DOJIBI'H aTFOMHUHHUEBOM MEUYaTHOMN JIAKHPOBAaHHOM.

[To 1, 2 unum 3 KOHTYpHbIE SUEHKOBBIE YIAKOBKH BMECTE C MHCTPYKLUEH MO MPUMEHEHUIO
MOMEIIAIOT B AUKy U3 KapTOHA.

6.6 OcoOble Mepbl NPeIOCTOPOKHOCTH TNPH  YHUYTOKEHHHM  HCIOJIb30BAHHOIO
JICKApCTBEHHOI0 Npenapara MJIH  OTXO0J0B, IMOJYYEHHBIX IOCJAe¢ NPHUMEHEHUs!
JIEKApPCTBEHHOI'0 Mpenapara v Apyrue MaHuMyJsiiMU ¢ NpenapaToM

OcoOble TpeOoBaHUs OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIMOHHOI'O YIOCTOBEPEHU A
Poccuiickas @enepanns

AO «AJIUYM»
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Tenedon: +7 (495) 646-28-68.
e-mail: info@binnopharmgroup.ru
7.1. llpeancraBuTelib AepKaTesisi PerucTPAIIMOHHOTO YA0CTOBEPEHUSA

[Iperen3zun HOTD66HTCHCﬁ HaIIpaBJIATH I10 aAPECY.

Poccus

AO «AJINYM»

142279, MockoBckas 00u1., T. Cepmyxos, 1m. O6osieHck, Tep. KBapran A, 1. 2
Tenedon: +7 (495) 646-28-68.

e-mail: info@binnopharmgroup.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA

9. IATA NEPBUYHOM PEIMCTPAIIMM (IIOATBEPXKJIEHUSA PETHCTPAIIUMN,
INEPEPETUCTPALIMN)

JlaTta mepBoii perucTpanuu:

10. JATA HEPECMOTPA TEKCTA

OOmast xapakTepucTHKa JekapcTBeHHoro mnpenapata CunneHaguin-®IIO nocrynmHa Ha

uH(pOpMallMOHHOM TmopTane EBpa3suiickoro SKOHOMHYECKOrO cO03a B HMH(POPMAaIOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT» hitp://eec.eaeunion.org/
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